IHCTPYKUIIA

IJIsI METHYIHOT 0 3aCTOCYBaHHS JIiIKapChKOI'0 3aC00y

TMPATJAKCA®

(PRADAXA®)

Cknao:
ditoya peuosuHa: gabiraTpaHy eTeKCumaT;
1 kamcymna mictuth 150 Mr gmabiraTpaHy eTeKCUnIaTy y BUTJISOI Me3UIaTy;

donomidcHi peyosuHu: aKallisi, KUCIIOTa BUHHA, TilIpoMeno3a, [UMETUKOH, TalbK,
TiIPOKCUIIPOIIIIIIEI0I034a;

ob6os0HKa kancyau: KapareHaH (E 407), kanito ximopup, tutany giokcup (E 171), ingurokapmin
(E 132), rimpoMernosa, BOfa OUMIIEeHa;

HANUC Ha Kancyai 40pHU/AaMu 40pHo20 Koavopy SW-9008: menak, cniupT OyTUIIOBUM, CIIUPT
i3ompominoBui, 3amida okcup yopHuii (E 172), Boga ouniieHa, npomineHriikosns (E 1520),
CIIUPT €TUJIOBUY 0€3BOMHUM, PO3YMH aMOHiI0 KOHIIEHTPOBAHUH, KaJlilo TiTPOKCU].

Jlikapcbka ¢popmMa. Kancynu TBeppi.

OcHoBHI (hi3uk0-XiMiuHi 81aCMUBOCMI: MOBracTi KAICyIX 3 TiIPOKCUIPOIiIMeTUNILEe01031 (0
PO3Mipy) 3 HEIIPO30POIO CBiTIIO-6JTAKUTHOI0 KPHUIIEYKOI0 i3 CMMBOIOM KoMIaHii bepiurep [Hrempxaim
YOPHOT'0 KOJIbOPY Ta HEIPo30puM Oi/IiM TiJIoM KaIlCyNM i3 CUMBOJIOM YOPHOT0 KONbopy «R150%», 1110
MICTUTB XKOBTYBATI [IEJIETH.

®apMmakoTepaneBTHYHA rpymna. AHTUTpoMOOTHYHI areHTH. IIpsmi inribiTopu TpoMOiHy.

Kom ATX BO1A EO7.

®Papmako102iuHi 8 1acmueocmi.



dapmakoduHamika.

MexaHi3m 0ii. [TabiraTpaHy eTeKcHJIaT Ha/ICKHUTh IO
HU3bKOMOJIEKY/ISIPHHUX MPOJIiKiB, sIKi He NIPOABIAIOTH
¢dapmakooriuaoi akTuBHOCTI. Ilicass mepopasbHOroO
NPHHOMY dabiraTpaHy eTeKCcHjIaT HMIBUAKO BCMOKTYEThLCA i
NMepeTBOPIETHCA Ha JadirarpaH IUISIXOM KaTaIi30BaHOT O
ecTepa30I0 riaposily B maa3mi Ta nedinni. [ladirarpan €
CHWIbHHMM KOHKYPEHTHHM O0OOPOTHHM IPsSIMHM iHTidiTOpOM
TPOMOiHYy Ta rOJIOBHOI0 aKTHBHOIO PEYOBHHOIO B I/Ia3Mi.

Ockinbky TpoMOiH (CeprHOBa IIPOTea3a) aKTUBYE ITepPeTBOPeHHS GiOpuHOTEHY ¥ QiOpUH y
CHCTEMi 3rOpTaHHs KPOBi, TO MOT0 NMPUTHiYeHHS 3anobirae po3BuTKy TpomoOy. [abiraTpan
TaK0XK IIPUTHIYYE BinbHUM TpoMOiH, piOpHHO3B’I3aHUlM TPOMOIH Ta CIIPUUYMHEHY TPOMOiHOM
arperatito TPOMOOLIUTIB.

dapmakoduHamiyHi eniusu. ICHye diTKa KOpemnsiis MiXK KOHIleHTpali€lo fabiraTpany B maa3Mi KpoBi
Ta CTYIIeHEM aHTUKOATyJISALiiHOTo ePeKTy Ha OCHOBI mocyigxkeHb. [labiraTpaH MomgoBxKye
tpomOiHoBu# yac (TY), yac 3ropranHs KpoBi (Y3K) Ta akTUBOBAHUYM YaCTKOBUM TPOMOOIIIACTUHOBUM
yac (AYTY).

KinbkicHuil TecT Ha KaniOpoBaHu# po3BegeHul TpoMOiHOBUY Yac (pTY) mokasye npubnusue
3HauYeHHS KOHIleHTpallil fabiraTpaHy B IIJla3Mi, IKe MOXKHa 3iCTaBUTH 3 04YiKyBaHUM. AKIII0
pe3ynbTaT TecTy Ha pTY 3HaXOOUTHCS Ha MeXi KiJTbKiCHOTO BU3HA4YeHHS a00 HUXKYe, CIIif
PO3TIAHYTH A0AaTKOBi KoarynaninHi Tectu (TY, Y3K ta AUYTY).

3a monmomoroto Tecty Y3K MoxkHa 3abe3neunTu 6e3mocepenHe BUMIPIOBAHHST aKTUBHOCTI
IPSIMUX TPOMOIHOBUX iHTiGiTOPIB.

Tect AYTY € mMpPoKO PO3MOBCIOKEHNM Ta IT0Ka3y€ IPUONU3HKN TOKa3HUK
AQHTUKOATYJIAIiNHOI iIHTEHCUBHOCTI, 110 focAraeThcs nabiraTpanoM. OgHak TecT AUTY mae
o0MexXeHy YyTNIHUBICTh Ta He MIXOOUTh OIS TOUHOTO KiTbKiCHOTO BU3HAYEHHS
AHTUKOATYJISILiKNHOT0 BIJIMBY, 0COOIMBO IIPY BUCOKHUX IJIa3MOBUX KOHIIEHTpAIisX
nabiraTpany. Xo4a BuCOKi 3HaueHHs AYTY cnip iHTeprpeTyBaTu 3 00€peXHiCTIO, BOHU
BKa3yIOTh Ha aHTUKOATYJIALIMHNYN e(PeKT y NalieHTa.

KniniuHa egpekmuaHicmb ma 6e3nexa.
EmHiyHe noxo0dceHH s

Hisikux KJTiHIYHO BaXK/IMBUX €THIYHHUX BiIMiHHOCTEH MiX IAIli€HTAMH, SKi € IPeNCcTaBHUKAMHU
€BPOTIEOIIiB, appoaMepUKaHIIiB, TaTUHOAMEPHKAHIIIB, SITIOHIIIB a00 KUTaNIIiB, HE CIIOCTEPIranocs.

Y xogi kniHiuHoro gocnigkeHHs RE-LY mpomeMoHCTpOBaHo, 10 fabiraTpaHy eTeKCcunaT y go3i
110 mr 2 pa3u Ha 000y He NMOCTyNa€EThCs BapbapuHy ¥ MpodinakTuUlli iHCyIbTy Ta CUCTEMHOI eMO0oil
y DOPOCTUX TallieHTiB 3 HeKnanaHHow Qidpumnsinieio nepegcepnsd (HOII) 3i 3HUKEHUM PUIUKOM



BHYTPIITHEOMO3KOBOT'0 KPOBOBUJIMBY, 3arajibHOl KpOBOTeYi a0 MaCHBHOI KpoBoTedi. [Jo3a
nabiratpany 150 Mr 2 pa3u Ha 100y 3HAUYHO 3HMXKYE PU3UK ilIEMIYHOT0 Ta T€MOPATiYHOTO iHCYIBTY,
CMEPTi Bif CyIMHHUX 3aXBOPIOBaHb, BHYTPIIIHLOMO3KOBOTO KPOBOBUJIMBY Ta 3arajibHOl KpOBOTEUi y
nopiBHAHHI 3 BapdapuHoM. YacToTa MaCUBHUX KPOBOTeU IIPY 3a3Ha4eHUX N03yBaHHIX Oyia
IIOPiBHSHHA 3 TaKOM0 IIPYU 3aCTOCYBaHHI BapdaprHy. HYacToTa iHpapKTiB MioKapAa Npu 3aCTOCYBaHHI
nabiraTpany etekcunaTy y go3ax 110 mr ta 150 Mr aBa pasu Ha fo0y y MOpiBHAHHI 3 BaphapuHOM
IIPaKTUYHO He 30inmblryBanach (BigHomeHHs pusukiB 1,29; p = 0,0929 Ta BigHOWIEHHS pu3uKiB 1,27;
p = 0,1240 BignoBigHo). CyTTEBUM IO3UTUBHUM BIIMBOM fabiraTpaHy eTeKCHUIATy Y MOPiBHSHHI 3
BapbapuHOM € MOKpalleHHs MOHiTopuHTy MHB.

ITauieHmu 3 kamemepHoto abasAyieo npu ¢pibpussayii nepedcepdsv. IIpoceKTUBHE BiTKPUTE
paHpgoMi3oBaHe OaraToOllEHTPOBE MOIIYKOBE NOCTIIXKEHHS 3i CIIiN00 IeHTPaJbHO BU3HAUEHOI0
KiH1eBow0 Touko orfiHku (RE-CIRCUIT) 6ymo mpoBemeHo 3a y4acTio 704 marieHTiB, SKi OTpUMyBaIu
cTabinbHy aHTUKOATYISALINHY Tepalniio. Y JocigkeHHi nopiBHIOBamu 6e3nepepBHYy Teparliio
nabiraTpany eTekcuiaToM y mo3i 150 Mr aBiui Ha noOy 3 6e3nepepBHO0 MHB-KOPUTOBaHO0
Tepaliero BappapuHOM MAIli€HTIB 3 KaTeTEPHOIO abIsIlieo Py IapoKCU3MallbHil ab0 MOCTiNHiM
¢ibpunsarmil nepencepnb. 3 704 mallieHTiB, 110 B3SIM Y9aCTh y AOCIifKeHHi, 317 nepenecnu
KaTeTepHY abmdiito npu ¢Gpibpunsiil nepegcepds mif yac 6e3mepepBHOI Tepartii fabdiratpanom, a 318
- mmig yac 6e3nepepBHOl Teparrii BaphapuHOM. Yci marieHT npoimny TpaHce3odareaabHy
exokapmiorpadito (TEE) mo kaTeTepHoi abmnsirii. [lepBUHHOI KiHIIeBOI TOYKY [OCATIM (BCTAHOBJIEHA
MacuBHa KpoBoTeda 3a Kputepisimu ISTH) 5 (1,6 %) nauienTiB y rpymi gabiraTpany eTekcunary i 22
(6,9 %) nauienTu y rpyii BapdapuHy (pisHULA PU3UKIB -5,3 %; 95 % [I-8,4; -2,2; P = 0,0009). ¥
rpyni gabiraTpaHy eTekcunarty He Oynio BUNafKiB iHCynbTy/cucTeMHOI eMOoii/TIA, Tomi fK y rpymi
Bapdapuny OyB oguH Bunagok TIA 3 MOMeHTY npoBefeHHs abmamii i mo 8 TuxkHiB micns abmsanii. Lie
IIOIIYKOBE HOCIiIXKEeHHS II0Ka3aslo, 10 3aCTOCYBaHHS gabiraTpaHy eTeKCHUiaTy IoB’s3aHe 3i
3HAYHUM 3HMKEHHSIM PiBHS MaCHUBHUX KPOBOTEY IMOPiBHAHO 3 MHB-KOpUTI0BaHOIO TEPAIi€lo
BapbapuHOM Ipu absii.

LlaHi HeiHmepBeHYilHUX 00CAIOHCEeHD

Y xomi HeiHTepBeHUiHOTrO gocnigkeHHs (GLORIA-AF) npocnekTuBHO (1ig 9ac gpyroi ga3u) 36upanu
naHi 3 6e3meku Ta eeKTUBHOCTI y TAIli€HTIB i3 BIepIlle BUSIBICHOI HEKJIAIaHHOW Qibpunsiieio
nepencepnb (HK®II), ski oTpuMyBanu mabiraTpaHy eTeKCHUIaT B YMOBAX PeabHOTO KUTTS.
HocmimxeHHs BKmo4asno 4859 namieHTiB, siki orpuMyBanu gabiratpany erekcunar (55 %
orpumyBanu 103y 150 Mr gBa pa3u Ha 0o0y, 43 % — 110 Mr gBa pa3u Ha H00y, 2 % — 75 Mr OBa pasu
Ha 700y). 3a malieHTaMu CIIoCcTepiranu npoTtaroM 2 pokiB. Cepenti mokasuuku CHADS2 ta HAS-
BLED ctanoBunu 1,9 ta 1,2 BignosigHo. CepenHiil mepiof CriocTepexXeHHs IIifi Yac JTiKyBaHHS
nopiBHioBaB 18,3 micsaig. Macusai kpoBoTeui crioctepiranucs y 0,97 sunagky Ha 100 naniesTo-
POKiB. 3arpo3muBi A KUTTS KPoBOTeYi Oyu 3apeectpoBaHi y 0,46 Bunaaky Ha 100 marieHTO-poKiB,
BHYTpilIHbOYepenHa KpoBoTedya — y 0,17 Bunapgky Ha 100 mami€eHTO-pOKIB i IUIYHKOBO-KUIITKOB1
KpoBoTeuil — y 0,60 Bunagky Ha 100 narienTo-pokis. [HCynbT criocTepirascs y 0,65 Bunangky Ha 100
MTalliEHTO-POKIB.

Kpim TOro, mifg yac HeiHTepBeHLiMHOTO gocaigkeHHs [Graham D] et al., Circulation.
2015;131:157-164] y 6inbm Hix 134 000 nmiTHIX naieHTiB 3 HEKIamaHHO0 QiOpUsITieo
nepencepab (HOIT) y CIIA (ekBiBaneHT 0inbin Hixk 37 500 malieHTO-pPOKIB CIIOCTEPEXKEHD B
xomi Teparmil) mabiraTpany etekcunat (84 % mallieHTiB, mo orpuMyBanu 150 Mr 2 p/m, 16 %
TallieHTiB, 1[0 OTPUMYBanu 75 Mr 2 p/m) 6yB NOB’sI3aHUM 3i 3MEHIIIEHUM PU3UKOM
imeMiyHoro iHCYnbTy (BigHOWeHHS pu3ukis 0,80, 95 % mosipuwuii inTepsan [[I] 0,67-0,96),
BHYTPIIIHBOUYEPEIIHOT0 KPOBOBUNUBY (BimHOWmIEHHS pu3ukis 0,34, I 0,26-0,46) Ta
cMepTHOCTI (BigHomeHHs pu3ukiB 0,86, 11 0,77-0,96), a TakOXK MiABUIIEHNM PU3UKOM



IIJTYHKOBO-KUILIKOBOI KpOBOTeUi (BigHOIIEeHHS pu3ukiB 1,28, [II 1,14-1,44) mopiBHSHO 3
BapdapuHoM. [Tpu mOpiBHSAHHI MOKA3HUKIB PU3KWKY MAaCUBHOI KPOBOTeYi pi3HUIli He O6yi0
(BipHOwenHs pusukis 0,97, 01 0,88-1,07).

Lli cmocTepekeHHST B YMOBaX PeaabHOTO XKUTTS Y3TOOXKYIOThCS 3 podineM 6e3reKu Ta
eekTuBHOCTI mabiraTpaHy eTeKCunaTy, BCTaHOBJIEHUM B JochimxkeHHi RE-LY npu
3aCTOCYBaHHI 3a 3a3HAaUYEHUM [TOKa3aHHIM.

IlauieHmu, AKi nepeHecau Yepe3wkKipHy KOpoHapHy aHzionaacmuky (YKA) 3i
CMeHMYyBaHHAM

[TpocmekTHBHE paHIOMi30BaHe BimkpuTe mociimxeHHs (dhasa II1b) 3 MacKyBaHHSIM KiHIIEBUX
To4oK (PROBE), MeTo10 siKoro OyJla OlLliHKa IOMBiiHOI Teparil 3 BUKOPUCTaHHSIM fgabiraTpaHy
etekcumnaty (B 0o3i 110 mr abo 150 Mr mBa pa3u Ha mo0y) ITIOC Kiomimorpesns abo
TUKarpenop (arraroHict P2Y12) B mopiBHSHHI 3 IOTPiHOIO Tepalie BappapruHOM (3
KopuryBaHHaM go MHB 2,0-3,0) ntoc knomigorpesns uu Tukarpenop ta ACK, 6ymno
IIPOBEIEHO 3a y4acTio 2725 mallieHTiB 3 HeKJanaHHow Gpibpunsiiieto nepencepnsb, sSKi
neperecnu YKA 3i crentyBanHsaM (RE-DUAL PCI). Iamienty Oymu paHOOMi30BaHi 10 TPyIH
TOIBitHOI Teparil i3 3acTocyBaHHSIM fJabiraTpaHy eTekcuinaTy B fo3i 110 Mr mgBa pa3u Ha
no0y, rpynu mOABiMHOI Teparil i3 3acTocyBaHHSIM mabiraTpaHy eTeKcunaTy B mo3i 150 mr mBa
pas3u Ha mo0Oy abo moTpiitHol Teparii Bapdapurom. ITalieHTH TiTHROTO BiKy 3a MeXaMu
Cnonyuenux IllTaTiB (BikoM Bim 80 pokiB st Bcix KpaiH Ta Big 70 pokiB gns Amnowii) 6ynu
paHoMi30BaHi 719 OTpUMaHHS IOABIMHOI Teparii i3 3acTocyBaHHSAIM fgabiraTpaHy
eTtekcumnaTty B f03i 110 mr abo moTpiiiHOol Teparmil BapdapruHoM. [IepBUHHOIO KiHIIEBOIO
TOYKOI0 Oy/la KOMOiHOBaHa KiHIleBa TOUKa MaCMBHMX KPOBOTEeY Ha OCHOBi Bu3HaueHHsa ISTH
(MixXHapOoaHOTI'0 TOBAPHUCTBa TPOMOO3Y Ta reMocTa3sy) ado KITiHiYHO 3HAYYIIUX HEBEJTUKUX
KpPOBOTEY.

YacToTa qOCATHEHHS IEPBUHHOI KiHI[eBO1 TOUKH cTaHOBUNa 15,4 % (151 mamieHT) B rpymi
IIOMIBitHOI Teparil i3 3acTocyBaHHSIM fabiraTpaHy eTekcunaTy B £03i 110 Mr mopiBHIHO 3
26,9 % (264 namieHTH) B Irpymi IOTpidHOI Teparil BapdpapuroM (BP 0,52; 95 % 101 0,42, 0,63;
P < 0,0001 gnsa ue mentol epektuBHOCcTi Ta P < 0,0001 gns Bumol edpekTuBHOCTI) Ta 20,2 %
(154 namienTy) B rpyIii MOABIHOI Teparril i3 3acTocyBaHHIM fgabiraTpaHy eTeKCUaTy B J03i
150 Mr nopiBHSHO 3 25,7 % (196 malieHTiB) y BiOOBiIgHIN I'PyIIi IOTPIKHOI Teparil 3
Bapdapunrom (BP 0,72; 95 % [II 0,58, 0,88; P < 0,0001 gns He MeHII01 e(peKTUBHOCTI Ta P =
0,002 gns Buiol eeKTUBHOCTI). 3a pe3yabTaTaMy OMMCOBOTO aHaslily 4acTOTa MaCHUBHUX
KpoBOTeY 3a mKasnoo TIMI (Tpombomni3uc npu iHbapKTi Miokapaa) Oyna HUXKY0I0 B 060X
rpymax IoABikHOI Teparii i3 3acTocyBaHHSAM gabiraTpaHy eTeKCUIaTy, HiXK B TPYIi MOTPikHOI
Teparii Baphapunom: 14 asuir (1,4 %) B rpyIIi MoABiKHOI Teparlii i3 3aCTOCyBaHHAM
nabiraTpany etekcunary B 0o3i 110 Mr mopiBHsiHO 3 37 sBuiamu (3,8 %) B rpyIIi MoTpikHOI
Teparil Bapdapunom (BP 0,37; 95 % [II 0,20, 0,68; P = 0,002) ta 16 aBum (2,1 %) B rpymi
IOIBiftHOI Teparil i3 3acTocyBaHHSIM fabiraTpaHy eTekcuinaTy B fo3i 150 mr mopiBasgHO 3 30
sBuaMu (3,9 %) y BigmoBigHi# rpymi noTpiiHOl Teparil BappapuraoMm (BP 0,51; 95 % I
0,28, 0,93; P = 0,03). B 0o60x rpynax moaBiiiHoi Teparrii i3 3acTocyBaHHSIM gabiraTpany
eTeKkcumaTy 0yJio Bif3Ha4eHO HUXKYY YaCTOTY BHYTPIITHbOUEPEITHOTO KPOBOBUIMBY, HiXK Y
BiANOBiAHIN I'pymi NOTpiKHOI Tepamil BapdapunoM: 3 ssuia (0,3 %) B rpyIi NOABIKHOL
Teparil i3 3acTocyBaHHAM fabirarpany eTekcunaty B £o3i 110 mMr nopiBHsHO 3 10 gBuinamu
(1,0 %) B rpymni moTpitiHoi Teparmii Bapdapunom (BP 0,30; 95 % 11 0,08, 1,07; P = 0,06) Ta 1



asutre (0,1 %) B rpymi nofBiitHOI Teparil i3 3acTocyBaHHSIM fabiraTpaHy eTEeKCUIaTy B [03i
150 mr nopiBasHO 3 8 siBumamu (1,0 %) y BigmoBimHi# rpymi nmoTpiHoi Teparii BappapruHOM
(BP0,12; 95 % IOI 0,02, 0,98; P = 0,047). 3a 4acTOTOIO JOCSTHEHHS KOMOiHOBAHOI KiHIIeBOI
TOYKM e(PEeKTHBHOCTI 3a BUagKaMu cCMepTi, Tpomboembomiynux SBuIl (iHQapKTy MioKappa,
iHCynBTY i cucTeMHOI eM0oI1il) ab0 HelTaHOBOI PeBACKYIISIpr3allil 00KMIBI IPYIH MOABINHOI
Teparii i3 3acTocyBaHHSAM fabiraTpaHy eTeKCUnaTy CYKyIIHO He MOCTYIaIuCh I'PyIi
OTpiiHOI Tepartii BapdpapuroMm (13,7 % npotu 13,4 % BigmosigHo; BP 1,04; 95 % [II: 0,84,
1,29; P = 0,0047 ons He meH101 edpekTuBHOCTI). He Gyno Bim3HaYeHO CTaTUCTUYHUX
BiIMiHHOCTE} B OKpeMUX KOMITIOHEHTaX KiHIIEBUX TOYOK €e(PEKTUBHOCTI MiXK OyOb-SKOI0 3 TPYI
TIOMIBiftHOI Tepatil 3 BUKOPUCTaHHSIM fJabiraTpaHy eTeKCHIIaTy Ta I'PYIIOI0 MOTPIiMHOI Teparil
BaphaprHOM.

KniHiuHi 0ocaidxceHHs u,000 npogisakmuku mpomboemb0ii y navicHmie 3 MexaHiuHum
K/AaNnaHom cepuy

Y xo[i KJTiHiYHOTO [OCTiAKEeHH y MallieHTiB, AKi HEl[0laBHO IIepeHecIu omepallil 1o 3aMiHi
MeXaHiYHOro KjanaHa cepis (HalpuKiaf, g 9ac CTallioHapHOTO JIiIKyBaHHS), Ta MAalli€HTiB,
SIKi TIepeHecIy olepalliio 1Mo 3aMiHi MexaHiYHOro KjarnaHa cepiisd Gibine Hix 3 MicsIli Tomy,
Oymno BUSBIEHO 30inbIIeHHS TPOMO0OEeMOOTiYHUX YCKIIaAHEHD (TOJIOBHUM YMHOM iHCYJIbTH Ta
TpoMOO03H LITYYHOTO KJlallaHa 3 KIJIIHIYHUMU TPosiBaMu Ta/abo 6e3cuMITOMHi) Ta OinbIie
BUIIQ[IKiB KPOBOTEY IIpH JIiKyBaHHi fabiraTpaHy eTeKCUIaTOM Y MOPiBHSAHHI 3 BaphapuHoM. Y
MaI[i€EHTiB B paHHbOMY IIiCIISI0IepaliiHOMY IIepiofii MaCHBHI KPOBOTEYl IIPOSABIISIOTECS B
OCHOBHOMY y BUTJISII TeMOPAridHOro eKCynaTy B IIOPOXKHUHI ITepuKapaa, 0COOIUBO Y
TaIli€HTIB, SKi MOYMHAIM 3aCTOCYBaHHS gabiraTpaHy eTeKcusaTy (Hampukiaf, Ha 3 [eHb)
ITiCJIsI oTepalril 1o 3aMiHi KJtarmaHa cepiis (OuB. po3min «[IpoTUoKa3aHHS»).

dapmakoKiHemuxka.

[Ticnsa mepopasibHOTO 3aCTOCYBaHHS AabiraTpaHy eTeKCHUiaaT MIBUAKO Ta MIOBHICTIO
IIePEeTBOPIOETHCS Ha HabiraTpaH, SIKUW € aKTHBHOI0 (opMOIo B Mta3Mi. [IepeTBOpeHHS
IIPOJTIKapChKOTO 3aco0y mabiraTpaHy eTeKCHUIIaTy MIJITXOM KaTajli30BaHOT'0 eCTePa3oio
rigposi3y Ha aKTUBHY PEUYOBUHY JabiraTpaH € JOMiHAaHTHOI0 MeTabO0IiyHOI0 PeakKIli€elo.
AGcormoTHa 6iooCTYHICTh HabiraTpaHy micis mepopaabHOTo IpuioMy gabiraTpaHy eTeKCUIIaTy
CTaHOBHUJIa TPUOIU3HO 6,5 %.

[Ticns mepopanbHOTO MpuitoMy mabiraTpaHy eTeKcunaty dhapMakoKiHeTUuHUM npodinb gabiraTpany B
T71a3Mi XapaKTepU3yEThCS IMBUAKUM 30iNIbIIIEHHSAM KOHIIEHTpalii 3 gocsiruenusam C,,,, uepe3
0,5-2 ropunm micns 3aCTOCyBaHHS.

BcmoxkmyesaHHA. OlliHeHe B OOCIigXKeHHi IIocTolepalliliie BCMOKTyBaHHS fabiraTpaHy eTeKCUIaTy
yepe3 1-3 roguHy micis xipypriuHoi onepatii 6y10 BiTHOCHO HU3BKKUM IIOPIBHSIHO 3 abcopobiiieio y
3I0POBUX MOGPOBOTIBINB Ta MOKa3yBaso miaBHui mpodine AUC 6e3 BUCOKHX MaKCHMalbHUX
KOHI[eHTpali# y m1a3mi. MakcuMasibHa KOHLIEHTPaLisl ¥ IJ1a3Mi oCATaEThCS Yyepes3 6 TOOUH Iics
3aCTOCYBaHHS y IiCNIs0NepalliiHuy Iepiof y 3B'A3KY i3 CynyTHIMU (paKTopaMy, TaKUMU K aHeCTe3id,
IIIJTYHKOBO-KUIIKOBUHM TTape3 Ta XipyprigyHe BTpPy4aHHS, He3aJleXKHO Bif] TepopanbHol popMu
nikapchKoro 3aco0y. Y momaTKoBOMY HOCIimKeHHi 6yJi0 ITOKa3aHo, 110 MOBiJIbHE Ta MIPOJIOHTOBaHe
BCMOKTYBaHHS 3a3BAYall IPUCYTHE TiTbKY B JeHb XipypridyHol onepauil. Y HaCcTymnHi gHi
BCMOKTYBaHHS fabiraTpaHy € MIBUOKKUM, @ MaKCHMajbHa KOHIIEHTPAIlis B IIJIa3Mi IOCATAETLCS Yepes
2 TOVHY IIiCJIg 3aCTOCYBaHHA IIperapary.



I>xa He BITMBAE Ha 6i0MOCTYIHICTL fabiraTpaHy eTeKCUIaTy, ajle 3aTPUMYE 4ac HOCATHEeHHS
MaKCHMaJIbHOI KOHIIeHTpalil y mi1a3Mi Ha 2 TOOUHU.

Cax Ta AUC Gynu mponop1iiiHi fo3i.

max

BiogocTynHicTh mpu IepopanbHOMY 3aCTOCYBaHHI Moxke OyTu 30ibieHa IOPiBHSIHO 3 TAKO0 MPH
3aCTOCyBaHHI JTikapcbkol popMu y BUTTISAL Kamcym Ha 75 % micis 3acTocyBaHHS OfHiel mo3u Ta Ha 37
% y piBHOBaXKHOMY CTaHi, KOJIU IIeJIETH 3aCTOCOBYIOTHCS 0€3 000JIOHKH KAICyJH 3
rigpokcunporminmetunientono3oo (I'TIMII) y cknagi. Tomy cnifg 3aBxkmu 36epiratu minicuicts I'TIMII-
KaIICYJI IPH KJTiIHiYHOMY 3aCTOCYBAHHI {7 3amobiraHHss HEHAaBMUCHOMY ITigBHUINIEHHIO0 0i0q0CTYIHOCTI
mabiraTpaHy eTeKcUIaTy (HampuKiaj, IPU BUCUIIAHHI B 1Ky a0o Hamoi) (quB. po3min «Cmocio
3aCTOCYBaHHS Ta JO3W»).

Po3nodia. Cnoctepiranocs Hu3bke (34-35 %), He3anexxHe Bifl KOHI[EHTPallil 3B’ I3yBaHHSI
nabiraTpany 3 6inkamu nna3mu moguHu. O0’eM posmnoniny mabiratpany 60-70 n
IIepeBHUIllyBaB 00'€M 3arajibHOI PiIMHU OpraHi3My, IO BKa3ye Ha MOMipHUM PO3TOIin
nabiraTpaHy B TKaHUHAX.

Biompaxcpopmauis. MeTabomi3M Ta BUBeieHHS nabiraTpaHy BUBYAJIH ITiC/IS BBEOEHHS
OJHOPa30BOiI BHYTPITHEOBEHHOI 1031 PafioaKTUBHO MiueHOro fabiraTpaHy 3mOPOBUM
yosnoBikaM. [1icyig BHyTPIITHbOBEHHOTO BBE[IEHHS paflioaKTUBHUM fabiraTpaH rOJI0BHUM
YMHOM BUBOJUBCS i3 ceuelo (85 %). BuBemeHHs 3 pekanisiMu cTaHOBUIO 6 % yBeOeHOl JO3M.
BimHOBNIeHHS BUXiIHOI pamioakTUBHOCTI o piBHS 88-94 % BimbOyBanocs yepe3 168 rogux
micng mpuiioMmy mabiratpany. [labiraTpaH KOH'IOTYEThCS, YTBOPIOIOUM (hapMaKOIOTivHO
aKTHUBHI allWITIIOKYPOHiOU. ICHYIOTE 4OoTUpPH NTO3UliKHi i3omepy, 1-0, 2-0, 3-0, 4-0O-
aLUNTIIOKYPOHIOYN, KOXHUM 3 IKUX CTaHOBUTHL MeHIe 10 % 3aranpHOro mabirarpaHy B
na3mi. Cripgy iHm#ux MeTaboIliTiB MOXKHA BUSIBUTH TiJTbKY 3@ [OIIOMOTOI0 BUCOKOYYTIIMBUX
aHaJiTUYHUX MeTofiB. [labiraTpaH roI0BHUM YMHOM BUBOOUTHCS Y HE3MiHEHOMY BUTTIAMI i3
ceuelo 3i mBUAKicTIO mpubau3Ho 100 MyI/XB, 110 BiATOBifa€e MBUAKOCTI KITyOOYKOBOI
dinpTpartii.

BuBegeHHsa

KonnenTpatnis gabiraTpaHy B I1a3Mi 3HUKYETbCS Oi€KCIIOHEHIIINHO i3 cepeqHiM KiHIIeBUM MepiogoM
HariBBUBeMeHHS 11 roguH y 3M0POBUX JOOPOBOJIBIIB TITHROTO BiKy. ITicys 6araTopa3oBux o3
KiHIIeBUY Tepiol HaIliBBUBEIEHHS CTaHOBUB Npu0Iu3H0 12-14 romgus. [Tepion HaniBBUBEIEeHHS He
3aJIeXUTh Bif Ho3u. [lepion HamiBBUBEOEeHHS IIOOBXKYETHCS IIPY 3HUKEHHI HUPKOBOI QYHKIIi1 (IUB.
tabmuio 1).

Ocob.uei epynu nayieHmis.

Hupkosa Hedocmamuicmy. Y ¢asi | gocnigxens ekcnosulis (AUC) gabiraTpaHy micis nepopaibHOTro
3acTocyBaHHS Oyya nmpuOIu3HO y 2,7 pasa BUIIOK Y JOPOCINX HOOPOBOJIBIIB 3 TOMIPHOI HUPKOBOIO
HegocTaTHICTIO (KiipeHc kpeatuHiny (CrCl) mix 30 i 50 M1/XB) HOPIBHSAHO 3 TAKOK0 y HOPOCIIUX
noOPOBOJIBIIB 663 HUPKOBOI HEJOCTATHOCTI.

Y HeBeMKOI KiIbKOCTi JOPOCTUX TOOPOBOJIBINB 3 TSIXKKOI0 HUPKOBOIO HEIOCTATHICTIO
(kmipenc kpeatuniny 10-30 mi/xB) ekcno3utlis (AUC) mabiraTpany Oysa nmpubnu3Ho y 6
pasiB BHIIaA i Mepioy HalliBBUBEIEHHS - TPUOIN3HO ¥ 2 pPa3y MOBIINY IMOPiBHAHO 3 TAKUMHU Y
no6poBoIIbLiB 0€3 HUPKOBOI HEJOCTATHOCTI (AUB. po3minu «Croci0 3acToCyBaHHS Ta HO3U»,



«[TpoTumnokasanHsa» Ta «OCOONMMBOCTI 3aCTOCYBaHHS»).
Taomuusa 1

[lepion HamiBBUBeNeHHS mabiraTpaHy y 3MOPOBUX NOOPOBOJIBIIIB Ta 0Ci0 3 MOPYyIIeHHIM
(GYHKII1 HIPOK

PiBeHb KJTy004uKOBOI inmbTpartii [lepion HamiBBUBEOEHHS, TOL
(KJIipeHC KpeaTuHiHy), 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, ekcnoautlisg mabirarpany (B Toulli MiHiMyMy Ta I1iKa) OIliHIOBajacs y
IIPOCIIEKTUBHOMY BiIKPUTOMY PaHAOMi30BaHOMY (papMaKOKIiHETHUHOMY JOCIiXKeHHi 3a
y4acTIO MallieHTiB 3 HeK/IamaHHo0 GiOpUisLieio mepefcepnb 3 TIXKKUM IIOPYIIEHHIM
¢bysK1il HUPOK (KiipeHc KpeatuHiny (CrCl) 15-30 mn/xB), AKi oTpuMyBanu 75 MT
nabiraTpaHy eTekcunarty ABidi Ha mo0y.

Y pe3ynbTati IHOr0 PEXUMY 3aCTOCYBaHHSA CepefHs reoMeTpruYHa KOHILeHTpallis B TOYIi
MiHiMyMy, BUMipsiHa 6e3mocepeqHb0 mepeq MpPUioMOM HACTYITHOI 403U, CTaHoBHUAa 155
ur/mi (rKB 76,9 %), a cepeHs reoMeTpuYHa IIiKOBa KOHIIEHTpAIlisd, BUMipsgHa dyepe3 [Bi
TOMHMY IIiCIIg MPHUUOMY OCTaHHBOI f03H, fopiBHIoBana 202 ur/mia (TKB 70,6 %).

KnipeHc mabiraTpaHy mpu reMofiiani3i moCigKyBaBCs 3a YYacTO0 7 JOPOCIIUX MallieHTiB i3
TepMiHaJIbHOIO CTaMi€0 XBOPoOr HUPOK 6e3 (ibpunsiiil mepencepns. [liami3 TpuBamicTio 4
TOIUHY IIPOBOJIMBCS 3i MBUAKICTIO mianizaTy 700 M/XB Ta IMIBUOKICTIO KPOBOTOKY abo 200
M/xB, a60 350-390 mii/xB. Lle Tpu3BOAMIIO M0 3HUKEHHS KOHIIEHTpallii fabiraTpany Ha
50-60 % BigmoBigHO. KiTbKiCTh PEYOBUHHY, 110 BUBOOUTHLCS 3@ OOIIOMOTIO0 [iasi3y, €
IIPOIOPILIIMHOI0 OO0 IIBUAKOCTI KPOBOTOKY 300 MJ1/XB. AHTUKOArynsAliiHa aKTUBHICTD
nmabiraTpaHy 3HUKYEThCS 31 3HUKEHHSIM KOHIIEHTpAIIil B IIJ1a3Mi KpOBi Ta He BIIJIUBAE Ha
B3a€EMOBIIHOIIIEHHS (hapMaKoguHaMiKa/(papMaKOKiHEeTHKA.

IMauienmu aimHbvoeo 8iky. Y da3i I cnerianbHOro hapMaKOKiHETUYHOTO JOCTIIXKEHHS y MAI[i€HTIB
TiTHBOTO BiKy croctepiranocs 36inbsimenss AUC Ha 40-60 % Ta C,,,, 6inbIrne HixX Ha 25 % MOPiBHSHO 3
MOJIOAMMH TallieHTaMHU. BIIIUB BiKy Ha eKcro3utlito gabiraTpany migTBepAKEeHUN Y X0OAi JOCTiIKeHHS
RE-LY: mpu6nu3no Ha 31 % BuIla KOHIEHTPAIIiS y MallieHTiB BikoM = 75 pokiB Ta mpubau3uo Ha 22 %
HUXK4Ya Y [alieHTiB BIKOM < 65 pOKiB ITOPiBHAHO 3 MallieHTaMU BiKOM Biff 65 00 75 pOKiB (Ius.
po3minu «Crmoci6 3acTocyBaHHS Ta qo3u» Ta «OCOOIMBOCTI 3aCTOCYBaHHS»).

Ieuinkosa Hedocmamuicms. He criocTepiranocs 3miH y ekcro3utlil fabiratpany y 12
OOPOCIIMX TAlliEHTiB 3 TOMIPHOIO IMEeYiHKOBOIO HeloCTaTHICTIO (Kimacudikartiis Yanga-I1'1o,
Ky1ac B) mopiBHAHO 3 12 KOHTPOIbHUMH TallieHTaMu (OuB. po3minu «Crocib 3acTocyBaHHS Ta
no3u» Ta «OCcoBIUBOCTI 3aCTOCYBaHHS»).

Maca mina. KorneHtpailig gabiratpany 0yna mpu6mau3Ho Ha 20 % HUKYOIO Y TOPOCIINX
MallieHTiB 3 Macolo Tina > 100 Kr mopiBHSAHO 3 TAKOW Yy HallieHTiB 3 Maco Tina 50-100 xr.



Binburicts (80,8 %) mobpoBomnbiiB 6ynu y KaTeropil = 50 kr ta < 100 Kr 6e3 BUSBIIEeHHS
yiTKOI pi3HuIi (muB. po3minu «Cmnocib 3acTocyBaHHS Ta q03u» Ta «OCoOIUBOCTI
3aCTOCYBaHHS»). [laHi Moo KaTeropii JOpoCIuX MallieHTiB 3 Maco Tina < 50 Kr o6MexkeHi.

Cmamo. IlarmienTy xkiHo4oil cTati 3 Gidpunsiieio mepeacepab Maau B cepenHboMy Ha 30 % Bui
KOHIIEeHTPaIlil [ Yac Ta micns 3acTocyBaHHS. Kopekiisi ;o3u He moTpiOHa (ouB. po3min «Cmocib
3aCTOCYBaHHS Ta JO3U»).

Pacosa npunanesxcuicmy. Y papMaKOKiHeTHIII Ta hapMakKoguHaMmill mabiraTpany HeMa€e
KJIIHIYHO 3HAYYIIOl Pi3HUII MiX IMallieHTaMX €BPOIIEOIIHOI Ta HETPOIAHOI pac,
JTaTUHOAMEPHUKAHCHKOTO0, SSTIOHCHKOTO ab0 KMTAMCHKOT0 TOXOIXKEHHS.

dapmakokiHemuuHi 83aemodii. [JocaimKeHHs B3aEMOii in vitro He IMOKa3aayu MPUTHIYeHHS abo
iHIyKyBaHHS TONOBHUX i30eH3uMiB uToXpomy P450. Ile 6yno nigTBepaKeHO
MOCIIXXKEHHSIMH in Vivo 3a y4acTiO 300POBUX TOOPOBOJILINB, B IKUX HE CIIOCTEpiramocs
JKOOHUX B3a€EMOIil IPH NiKyBaHHI fabiraTpany eTeKCUIaTOM Ta TAKUMHU Oil0YUMU
peuoBrHaMmu: atopBacTtaTul (CYP3A4), nurokcuH (B3aeMopis 3 P-gp TpancnoprepoM) Ta
ouknodenak (CYP2C9).

KitiHiuHi XapaKTepHuCTHKH.
Iloka3anusa.

[TpodinakTrKa iHCYIbTY Ta CUCTEMHOI eMO0O0JIii y JOPOCINX NallieHTiB 3 HEK/IallaHHOI0
¢bibpunsiieto nepencepnb (HOTI) 3 ogauM abo Oinbie pakTOpiB pU3UKY, TaKUX SIK:
nepeHeceHuny iHCynbT abo TpaH3UTOPHaA imeMiyHa aTaka (TIA), Bik = 75 poOKiB, cepiieBa
nepmocratHicTs (Hpio-Hopkcrka Aconianis Kapmionoris (HAK), kinac = II), nykposuit miaGeT
abo apTepianbHa rinepTeHsis.

JlikyBanHs Tpom60o3y rinubokux BeH (TI'B) i nerenesoi em6omnii (JIE) Ta npodinakTuka
peuunusywodoro TI'B i JIE y gopocnux.

IIpomunoka3aHHs.

- Bimoma mimBuiieHa 4yTNUBICTh [0 [1iI040i pe4oBUHYU ab0 IO OyIb-IKOI 3 TOIIOMIiKHUX
PEYOBUH, 3a3HaUYeHUX y po3aini «Ckmag».

TskKi mopyieHHs QyHKII HUPOK (KJTipeHC KpeaTuHiny < 30 Mi/xB).
- AKTUBHI KJIIHIYHO 3HAYyIlli KPOBOTEYL.

- YmxopxeHHS ab0 CTaH, SKUM PO3TISHAETHCS K iCTOTHUM (HAKTOP PU3UKY MaCHBHUX
KPOBOTEY, 30KpeMa II0TOYHa a0 HellloflaBHS LITYHKOBO-KHUIITKOBA BUPa3Ka, HAsiBHICTh
3JI0SIKICHUX IIYXJIMH 3 BUCOKUM PU3UKOM KPOBOTEUYi, HEI[OJaBHE ITOIIKOAXKEHHS I'0JIOBHOI'0
abo CIMHHOTO MO3KY, HellloflaBHs XipypriuHa orepallis Ha TOJI0OBHOMY ab0 CITMHHOMY MO3KY
abo odTanmbpMoOTiuHa XipypriyHa omnepatlisi, HelllogaBHs BHYTPIIIHHOMO3KOBa KPOBOTEYA,



BigoMme abo migo3pioBaHe e30(areanbHe BapUKO3He PO3UIMPEHHS Cy[IWH, apTePioBeHO3Hi
ManbgopMmallii, CynuHHI aHeBpu3MHU abo 3Ha4Hi iHTpacmiHambHi abo iHTpalepebpanbHi
CYIWHHI IaToJIOril.

- OpHoyacHe 3aCTOCYBaHHS OyOb-IKOT0 aHTUKOATYIISIIINHOIO JTIKapChKOTo 3aC00y, TaKOTO
K He(pakiionoBauuii renapul (HOI'), HU3bKOMONIEKYNISIPHI TenapuHu (€HOKCalapuH,
manbTelapuH Ta iH.), MOXigHi renmaprHy (poHmamapuHYKC Ta iH.), IepopaibHi
aHTUKOATYNSIHTH (BapdapuH, puBapokcabaH, amikcabaH Ta iH.), 3a BUHATKOM CrielupigHux
YMOB, 30KpeMa BHUITIa[IKiB ITepexofy i3 abo Ha aHTUKOATyISALiiHy Tepariio (IUB. pO3Ain
«Crocib 3acTocyBaHHS Ta f03u»), Koiau HOI' 3acTOCOBYIOTh ¥ [03aX, HEOOXiTHUX [JIS
IigTPUMaHHS BiTKPUTOTO IEHTPaIbHOTO BeHO3HOT0 ab0 apTepialbHOro KaTeTepa, abo Komu
HO®T 3acTOCOBYIOTH IPOTATOM KaTeTepHOI absirii mpu Gibpumnsirii nepencepadb (OUB. PO3Min
«B3aemoqis 3 iHIMMMHU TiKapChKUMU 3aco0aMHu Ta iHII BUIKW B3AEMOMIN»).

- TlopymenHs ¢yHKLii mediHkyu a0 3aXBOPIOBAHHS MEYiHKH, 1[0 MOXKYTh BIJIUBATH Ha
BUKWBaAHHS.

- OpHOYacHe 3aCTOCYBaHHSA 3 HACTYIHUMU cuibHUMY iHTiGiTOpamu P-gp: cucTeMHUU
KEeTOKOHA30J1, ITMKJIOCIIOPHH, iTPaKOHA30JI, IPOHEeNapoH Ta pikcoBaHa KoMOiHaIIis
rJeKanpeBip/miOpeHTacBip (quUB. Po3Min «B3aeMofis 3 iHITMMHK JTiIKapChbKUMHU 3aco0aMu Ta
iHIII BUM B3a€EMOMIN»).

- IlITyuyHuit KnanaH cepus, o noTpebye Teparii aHTUKoaryasHTaMu (IUB. PO3AiN
«PapMakoJIoriuHi BjjacTUBOCTI. PapMaKoguHaMiKa»).

B3aemodisn 3 iHwumu snikapcoKumu 3acobamu ma iHwi eudu é3aemodilii.

B3aemomil TpaHcIopTepa.

IabiraTpaHy eTekcunat € cyocTpaToM A7 e(IIOKCHOTO TpaHcmopTepa P-gp. OnHo4acHe
3acTocyBaHH iHTi0OiTOpiB P-gp (muB. TabmuIlio 2) O4iKyBaHO MPU3Bee [0 MigBUIIEHHS
KOHIIeHTpallil mabiraTpaHy B Ij1a3Mi KPOBi.

fAK110 He BKa3aHO iHIle, peKOMEH0BAHO peTeJIbHE KIiHIYHe CIIOCTePEeXEeHHS (I0g0 03HaK
KPOBOTeUi YU aHeMil) Ipu OMHOYaCHOMY 3aCTOCYBaHHi mabiraTpaHy Ta CUJIbHUX iHTiGiTOpiB P-
gp. Moxe Gytu moTpiOHe 3MEHIIEHHS 003U mabiraTpaHy Ipu 3aCTOCyBaHHI B KoMOiHalii 3
neskuMu iHribitopamu P-gp (muB. po3minu «Cmocib 3aCTOCyBaHHS Ta IO3U»,
«ITpotunokazanHsa», «Oco6IUBOCTI 3aCTOCYBAHHSI» Ta MiApo3din «dapMakoguHaMiKa»).

Tabmnuig 2

B3aemoqii TpaHcmopTepa

[Heibimopu P-gp

O0HouacHe 3acmocysaHHa npomunokasaHe (0ua. po30in «[IpomunokasaHHA»)

KeTtoko |[KeTokona3on mimBuiye 3aranbie 3uauenus AUC, ., ta C,,, mabiratpany y 2,38 pa3a ta 2,35
Ha30J1 [pa3a BigIOBigHO micis nmepopanbHoro npuuomy gosu 400 mriy 2,53 pasa ta 2,49 pasa
BifmoBigHO micnsg 6araTopas3oBoro mepopanbHoro npuiiomy 400 Mr KkeTokoHa3ony 1 pa3 Ha [o6y.




[lpoHern
ApoH

[Tpu 0gHOYACHOMY 3aCTOCYBaHHiI mabiraTpaHy eTeKCUIATy Ta OPOHEIapOHY 3araibHi 3HAYEeHHS
AUC,.. Ta C,,, mabiratpany migBuiyBanucs mpubau3so y 2,4 pasa Ta y 2,3 pa3a BilloBiIHO
micnsa 6araTopa3oBux 703 400 Mr gpoHemapoHY [Bidi Ha 00y Ta nmpubnusHo y 2,1 pasaTtay 1,9
pa3a BifioBigHO micss pa3oBoi mo3u 400 mr.

[TpakoH
a3071,
[TUKIIOC
MOpUH

3 ornsimy Ha pe3ynbTaTH in Vitro Moxe o4ikyBaTUCS e(deKT, MOmiOHUN TaKOMY IIPU 3aCTOCYBaHHI
KEeTOKOHA30Iy.

['1ekan
peBip/
miOpeHT
aCBip

OpHOYaCHe 3aCTOCYBaHHS mabiraTpaHy eTekcunaty 3 ¢hikcoBaHOw KoMObiHaliew iHribiTopiB P-gp
rieKanpeBipy/nibpeHTacBipy 30inbiye BIUB fabiraTpady i Moxe MiABUIIUTYA PU3UK KPOBOTEYI.

CynymH

€ 3aCMOCYBAHHA HE peKOMeHayGTTIbCH

Takpomi
MYC

3’sicOBaHO in vitro, o0 TaKpoIiMyC Ma€ TakKWii Xke piBeHb iHribymodoro epekry Ha P-gp, [k i
iTpaKOHA301 Ta HNuUKIocnopuH. He Oyno KIiHIYHO HOCTigKeHO 3aCTOCyBaHHS mabiraTpaHy
eTeKCHUIIaTy 3 TaKponiMycoMm. [IpoTe oOMexkKeHi KTiHiUHi JaHi 1100 3aCTOCYyBaHHS 3 iHIUM P-gp
cyOCTpaToM (eBepoIiMycC) HaloTh 3MOTY NIPUITYCTUTH, 110 iHTiOyBaHHS P-gp TakponiMycom
cnabire, HiX i3 cunbHUMHY iHTibiTOpamMu P-gp.

3acmepedicenHs, AKuxX cai0 dompumysamucs y pasi 00HOYacHo020 3acmocysaHHs (0us. po3diau «Cnocib
3acmocysaHHsa ma 0o3u» ma «0co61u80cmi 3aCMoCY8aHH»)

Bepanawmin [Tpu ogHOYACHOMY 3aCTOCyBaHHI fabiraTpaHy eTeKCUIaTy

(150 Mr) i Bepamaminy mys IepopasibHOT0 3aCTOCYBaHHS
C.ex 1 AUC mabiraTpany 36imblnyBaaucs 3a1eXHO Bif 4acy
IpUIOMY Ta ITiKapcbKoi popMu Bepanaminy (IuB. po3minu
«Crocib 3acTocyBaHHS Ta {03u» Ta «OcoOMMBOCTI
3aCTOCYBaHHS»).

HaiicunbHile migBUIIeHHs eKcno3ullii gabiraTpany
CIIoCTepirasnocs Ipu IpHUioMi MEPINOi J03U BepalaMiny 3
HerallHUM BUBLIPHEHHSM, 110 3aCTOCOBYBalacs 3a OLHY
TOOUHY [0 IpuitoMy gabiraTpaHy eTekcunaty (30inblIeHHs
Cnax TpuOIHM3HO y 2,8 pa3a i AUC npubnu3sHo y 2,5 pasa).
EdeKT moCcTynoBo 3MEHIITYBaBCS IIPY IIPUIOMi Bepanaminy
3 TPUBAJIUM BUBiNbHEHHAM (30inbimenHs C,,, TpuOIM3HO y
1,9 paza i AUC mpub6nu3sso y 1,7 pa3a) abo BBeieHHi
OaraTopa3oBuUx 103 Bepanaminy (36inbieHHs C,,,
mpubau3Ho y 1,6 pasa i AUC mpubnusHo y 1,5 paza).
3HauyI0l B3a€EMOLi]l HEe CIIOCTEpIiraaocs npu MIpuromi
Bepamnaminy uepes 2 TOOWHMU IIicis nmpuitoMy gabiraTpany
eTekcunarty (36inpmenns C,,, mpubnusuo y 1,1 paza i AUC
mpubau3Ho y 1,2 pasa). Lle nosCHIOETHCS TTOBHUM
BCMOKTYBaHHSM fabiraTpaHy yepes 2 TOOUHU.

AMionapoH [Tpu ogHOYACHOMY 3aCTOCyBaHHI fabiraTpaHy eTeKCUIaTy

3 Pa30BOI0 M03010 aMiogapony 600 Mr 06’eM Ta MBUIKICTh
BCMOKTYBaHHSI aMiofJlapOHY Ta H0Or0 akTUBHOT'O MeTaboIIiTy
mietaHonaminy (DEA) He 3MiHIOBanXCh CYTTEBO. [1oIma min
KPHBOIO «KOHIIeHTpaIlis-4yac» (AUC) Ta C,,,, 30inpmmnucs
mpuOnu3Ho y 1,6 pa3a ta 1,5 pasa BifmosigHo. 3 orisgy Ha
TpPUBaJIUY NEPiof HalliBBUBEIEHHS aMioflapOHy B3aEMOIiS
MOXKJIMBA MMPOTATOM AEKINTbKOX THUXKHIB MIiCIISI NPUIUHEHHS
3aCTOCYBaHHS aMiofapoHy (ouB. po3minu «Crocid
3aCTOCYBaHHS Ta 0o3u» Ta «OCOOIMBOCTI 3aCTOCYBaHHSI»).




XiHiguH

XiHiguH 3acTocoByBanu B 1031 200 MT KOXKHi 2 TOOUHYU [0
3aranbHol fo3u 1000 mr. [TabiraTpany eTekcunat
3aCTOCOBYBalM 2 pa3u Ha OeHb IPOTATOM 3 OHiB, Ha 3-1
meHsb - 3 abo Oe3 xiniguny. AUC,  Ta C,,, . Babiratpany
306inmbImmnucs 3aranoM y 1,53 pa3a ta 1,56 pa3a BifmoBigHO
[IpY ONHOYACHOMY 3aCTOCYBaHHI XiHIqUHY (OUB. PO3AiNK
«Crocib 3acTocyBaHHS Ta m03u» Ta «OCcOONMMBOCTI
3aCTOCYBaHHS»).

Knaputpomitua

[Tpu ogHOYACHOMY 3aCTOCYBaHHI KiiapuTpoMinuHy (500 mr
2 pa3u Ha feHb) 3 gabiraTpaHy eTeKCUIaTOM Y 3MOPOBUX
moOPOBOIBIIB criocTepiranocs 36inbmeras AUC
mpubnu3no y 1,19 pazai C,,, mpubnusuo y 1,15 pa3a.

TuKarpesuaop

[Tpu ogHOYACHOMY 3aCTOCYBaHHi OfHi€l mo3u mabiraTpany
eTeKcumnaTy (75 Mr) 3 HaWBHIIOI0 TOYaTKOBOIO 03010
tukarpesnopy (180 mr) AUC Ta C,,, mabiratpany
mipBuiryBanucs B 1,73 pa3sa Ta 1,95 pa3a BigmoBigHO.
[Ticnst 6araTopa3oBOro 3aCTOCYBaHHS THKArpenopy (90 mr
nBiui Ha meHb) eKcno3ullis fabiraTpaHy migBUIyBaiachk B
1,56 pasai 1,46 pa3a gnsa C,,, Ta AUC BignosigHO.
CymyTHE 3aCTOCYBaHHS HaWBHUIIOI TOYATKOBOI 03K
Tukarpenopy 180 mr Ta mabiraTpany etexcunaty 110 mr (B
piBHOBaxkHiM KoHIeHTpail) 30inbmye AUC,  Ta C,.y o
mabiraTpany B 1,49 pa3a ta 1,65 pa3sa BimmoBigHO
[MOPIBHAHO 3 TAKUMU y pPa3i 3aCTOCYBaHHS TiIbKU
mabiraTpaHy eTekcusnaty. Komu HalBUIy T0YaTKOBY OO3Y
180 Mr TEKarpenopy 3aCcTOCOBYBaIX Yepe3 2 TOOWHU MiCI
3actocyBaHHs 110 Mr mabiraTpaHy eTekcumnary (B
piBHOBaxHiN KoHNeHTpalil), nigsuinerHs AUC,  Ta C, .
mabiraTpany 0ymo 3menIeHo g0 1,27 pa3a ta 1,23 pa3a
BiAMOBIAHO MOPIBHAHO 3 TAKUMHU Y pa3i 3aCTOCYyBaHHSA
TinbKY fabiraTpaHy eTekcunaty. Take 3mimaHe
3aCTOCYBaHHS PEKOMEHAYEThCS OIS [I0YaTKy
3aCTOCYBaHHS TUKArpesiopy y HalBUIIid I04aTKOBIN H03i.
CynyTHe 3acTocyBaHHS 90 MT THKarpenopy ABa pa3u Ha
noOy (mipgTpuMytoda mo3a) 3i 110 Mr mabiraTpany
etekcumnary 36insmye AUC,  Ta C,., . Zabiratpany B 1,26
pa3sa Ta 1,29 pa3a BiATOBIIHO MOPIBHSIHO 3 TaKUMU Yy pasi
3aCTOCYBaHHA NuIle gabiraTpaxy.

[TocakoHa3011

[TocakoHa30J1 TakKoX iHri6ye P-gp mo meBHOI MipH, ane He
mocmimxkenudt Kiiniyno. Crig mposBisiTi 00ePeXHICTD,
Koy mabiraTpaHy eTeKCUJIaT MPUUMalOTh CYMiCHO 3
[T0CAaKOHAa30JI0M.

[HOyKkmopu P-gp

Cai0 yHUKamu 0OHOYAdCHO20 3dCMOCYBAHH S

Hamnpuknag,

prudaMITiIH, eKCTPaKT 3Bipo00io
(Hypericum perforatum), kap6amas3erin a6o
(heHiTOIH

OmHOYacCHe 3aCTOCYBaHHS 0YiKyBaHO IIPU3BOAUTH [0
3HUKEHHS KOHIIeHTpallii qabiraTpany.

[TonepenHilt mpuitoM pudamminury B fo3i 600 Mr 1 pas Ha
moOy mpoTsiroM 7 OHiB 3HUXKYE 3aranbHy C,,. mabiraTpany
Ta 3arajibHy eKCIIO3UIlif0 Ha 65,5 1 67 % BiAmoBigHO.
[HOYKYIOUMH BIJIMB 3HU3UBCS, 1110 ITPU3BETIO A0 €KCIIO3MUIIil
mabiraTpaHy, 071M3bKOI 10 CTAHAAPTHOI, Ha 7-U OEeHb MiCs
MpUNMHeHHs Tepallii pudamminuHoM. ITogansiuioro
30inbiIeHHS 6i00OCTYIIHOCTI He CIIoCTepiranocs micus
HACTYIHUX 7 OHIB.

[H2ibimopu npomeadsu, maki K pumMoHasip

O0HouacHe 3acmocyB8aHHs He peKoMeHOYeEMbCs




Hampuxknag, BrnuBatoTh Ha P-gp (i sk inribitopw, i gk iHmykTOpH). BoHNM

PUTOHABIp Ta Woro KoMmOiHalii 3 iHmMKUMU He OOCIIiAXKyBaJuCs i TOMy He PEKOMEHAYIOThCS OIS
inribiTopaMu mpoTeasu 0JHOYACHOTO 3aCTOCYBaHHA 3 fabiraTpaHy €TEeKCUIaTOM.
P-gp cybcmpam

[TUTroKCUH Y xomi mocmigKeHHS, IPOBEAEHOT0 3a y4acTio 24 3[0POBUX

moOPOBOIIBLIIB, TPX OMHOYACHOMY 3aCTOCYBaHHi
mabiraTpaHy eTeKCUJIaTy Ta OUTOKCUHY He CIIOCTepiranocs
PKOMHUX 3MiH BiTHOCHO OUTOKCHUHY Ta KITIHIYHO 3HAYYIIAX
3MiH B €KCITO3uIlii gabiraTpany.

AHTHKOATYJISHTH Ta JIiKapChKi 3aco0H, 1110 MPOTUIIIOTE arperarlii TpoMOOIIUTIB.

Jlikapceki 3acobu, Teparmis SKUMU He [IOCTiIXKyBanach abo JOCBif 3aCTOCYBaHHS SKUX 00MeKeHuH, i
JiKapchKi 3aco0u, SIKi MOKYTb IMiABUIUTH PU3UK KPOBOTEY IIPH OJHOYACHOMY 3aCTOCYBaHHi 3
nabiraTpaHy eTEKCUIaTOM: aHTUKOAryJISHTH, TakKi K HeppakiioHoBaHuY remaput (HOT),
HU3bKOMOJIEKYNsIpHi renapuau (HMI') Ta noxipHi renapuny (QoHOanapuHyKC, HE3UPYOAUH),
TPOMOOJIITUKY Ta aHTaroHictu BiTaminy K, puBapokcalaH Ta iHIIi TepopaibHi
aHTUKOATYNISHTH (OuB. po3min «[IpoTuoKa3aHHsS»), TiKapchKi 3aco0u, 110 MPOTUIIIOTh
arperatiii TpoMOOLIMTIB, TaKi K aHTaroHictu perentopis GPIIb/IIla, TukmoniguH,
Ipa3yrpesb, TUKArpesop, AeKCTpaH Ta cyabdinmipa3oH (auB. po3min «OcobMmBOCTi
3aCTOCYBaHHS»).

3rigHo 3 manuMu gocaimxkenHs RE-LY, ¢dasu III (qus. migpo3nin «@apMakomuHaMika»), OQHOYACHE
3aCTOCYBaHHS iHIKX IepopabHUX ab0 MapeHTepalbHUX aHTUKOATYJISHTIB 3 mabiraTpany
€TEeKCUJIaTOM i 3 BaphaprHOM IigBUIIYE KiTbKiCTh BUMIAAKiB MaCUBHUX KPOBOTEY MPUOIU3HO Y 2,5
pasa, TOJIOBHMM YMHOM IIPH IIePexofi 3 OMHOT0 aHTUKOATY/ISHTY Ha iHIIWY (IUB. PO3Min
«IIpoTtunoka3anHs»). Kpim Toro, omHoyacHe BUKOPUCTaHHS aHTHarperanTis, ACK abo kmomigorpesno
npuOIM3HO BABiUi 30iNIbIlye 4aCTOTy MaCUBHUX KPOBOTEY 4K 3 fabiraTpaHy eTeKCuiIaToM, Tak i
BapbapuHoM (muB. po3min «OcoOIUBOCTI 3aCTOCYBaHHS»).

HO®T moxkHa 3aCTOCOBYBAaTH B 403aX, HEOOXiMHUX IS MiATPHMaHHS BiIKPUTOTO IeHTPaIbHOTO
BEHO3HOT0 ab0 apTepiasbHOTO KateTepa, abo mif yac KaTeTepHOl abnsiil npu ¢ibpunaiil nepeacepab
(muB. po3pin «IIpoTUnoKa3aHHA»).

Tabnuusa 3

B3aeMopist 3 aHTUKOATy/ISTHTAMH Ta JIKapChKUMM 3ac06aM¥, 1110 TPOTUIIIOTE arperariii TpoMOOITUTIB.

HecTtepoigHi 3actocyBanHsa HII3II mpoTAroM KOpOTKOIO Yacy OJisl IepionepariiHol
[IPOTU3anaibHi aHanre3il He Oys10 MOB’A3aH0 3 MiIBUILIEHHSM PU3UKY KPOBOTEYi IIpU
npenapatu (HII3I1) |ogHOYacHOMY 3acTOCyBaHHI 3 gabiraTpaHy eTekcunaToM. [Ipu TpuBamoMy
3actocyBaHHi HII3I1 y xoxi mocnigxxenus RE-LY nigsuiiryBaBcst pu3uk
KpoBoTedi npubnu3Ho Ha 50 % mpu 3acToCcyBaHHI K gabirarpany
eTeKCHUIaTy, TaK i Baphapuy.




Krnomigorpens Y mocmimkeHi y MoJTofuX 30POBUX JOOPOBOJIBIIIB YOJIOBiYOI CTATi OMHOYACHE
3aCTOCyBaHHS HabiraTpaHy eTeKCHUIIATy Ta KJIOIiOrpesio He BUKIIUKATIO
[IPOJIOHTALlil Yacy KalliJIIpHOi KPOBOTEUi MTOPiBHAHO 3 TaKUM IIPU MOHOTEparil
KionigorpeneM. Kpim toro, nokasuuku AUC, . Ta C,, . Aabiratpany i
[MOKa3HUKM KOaryJsllii, 3a SKUMU OILiHIOI0Th BIUIUB fabiraTpany, abo
MIPUTHIYEeHHS arperallil TPOMOOLUTIB SIK e(eKT IPUINOMY KIIOIiLOrPesio
3aIMIIaIKCS He3MiHEHUMHU TTOPIiBHSIHO 3 TAaKMMU ITpU KOMOiHOBaHiX Teparril Ta
BiIITOBigHIY MOHOTepaITii.

[1pu no3ysanHi 300 Mr a6o 600 mr knonigorpento AUC,  Ta C .«
nabiraTpany 30inbiyBanucs npudnusuo Ha 30-40 % (muB. po3min
«OCco0IMBOCTI 3aCTOCYBaHHS»).

AuertusncaninuinoBa |[aHi foCHigXKeHb CBiAYaTh, 10 OHHOYACHe 3acTocyBaHHA 81 Mr Tta 325 Mr
KHCJIOTA aneTuncaminunobol kucnoty (ACK) 3 gabiratpany eTekcunaToM y go3ax 150
MTI' 2 pa3u Ha go0y MoXKe IiIBUILIKATUA PU3UK OyOb-KKUX KpoBoTed 3 12 % 1o

18 % Ta 24 % BigmosigHO (ouB. po3min «OcoOIMBOCTI 3aCTOCYBaHHSI»).
HuspkomonekynsapHi [OgHOYacHe 3aCTOCYBaHHS HU3bKOMOJIEKYJISIPDHUX T'ellapUHiB, TAKUX IK
rerapuHu eHOKcalapuH Ta gabiraTpaHy eTeKcuiaT, He JociimxKyBanocs. ITicns
mepexony 3 3-meHHOI Teparil eHokcamapuHoM y 103i 40 mMr 1 pa3 Ha 106y,
uepes 24 TOOWHY IiCNIs IPUHROMY OCTaHHbBOI [03U €HOKCalapuHy eKCII03UIlis
mabiraTpany Oyla TPOXY HUXKYOM0, HiXK ITiC/IST 3aCTOCYBAHHS JIHIIIE
nabiraTpaHy eTekcunaTy (pa3oBa mo3a 220 mr). Bumia antu-FXa/Flla
AKTUBHICTH CIIOCTepiranach Imicis 3aCTOCyBaHHS HabiraTpaHy eTeKCUnaTy 3
[IpeTeparieio eHoKcalaprHOM MOPiBHSIHO 3 JiKyBaHHSM Julile gabiraTpany
eTekcunatoM. Lle BigOyBa€eThCsA BHACTIIOK MOTIEPEIHBOTO JTiIKYBaHHS
E€HOKCalapyuHOM Ta He € KJIIHIYHO 3HauymuM. [IpeTeparisi eHoKcanapuHoM He
BIIJTMBAJIA 3HAYHO Ha iHIII aHTUKOATyNsiliHi TecTu gabiraTpany.

Tabmnuig 4

[u1mi B3aemogmil

CesiekmugHi iH2ibimopu 380pP0MH0O20 3axoneHHsa cepomoHiHy (CI33C), cenekmusHi iH2ibimopu

380P0MH020 3axonieHHA HopeniHegpuHy (CI33H
CI33C ta CI33H |CI33C Ta CI33H nigBuiyBanyd pu3uK KPOBOTEYi IIif Yac HOCIIgXKEHHS y BCIX
rpynax JIiKyBaHHS.

Pey0guHU, U0 8N1UBAKMb HA WayHKosuu pH

[TaHTONIpPA30]1 [Ipu omHOYACHOMY 3acTOCyBaHHi nikapcbkoro 3acoby TTIPAITAKCA Ta
MAHTOIIPA30JTy criocTepiranocs 3uuxkeHHss AUC gabiratpany npubnustao Ha 30 %.
[TaHTOmpa30 Ta iuImi iHribiTopu mpoToHHol mommu (ITTIT) ogHOYACHO
3acTocoByBanucd 3 npemnapatoM [TPAJTAKCA y kIiHIYHUX JOCITiAXKEHHIX.
OpHouacHe 3acTocyBaHH II1I1 He 3HMXKYBaio e(PEeKTUBHOCTI IIpemnapaTy
[TPATAKCA.

PaHiTUAWH OmgHOYaCHe 3aCTOCYBaHHS PaHITUAWHY i mabiraTpaHy eTeKCuaaTy He MaJio
KJTIHIYHO BazKJTMBOTO BIIJIUBY Ha 06'€M BCMOKTYBaHHS mabiraTpany.

B3aeMonii, moB’sg3aHi 3 MeTaboniynuM npodineM gabiraTpaHy eTeKCUIaTy Ta nabiraTpaHy.

IabiraTpany eTekcunar Ta fabirarpal He MeTaboi3yl0ThCs CUCTEMOIO IuTOXpoMy P450 Ta
He MaloTh in vitro XKOJHOTO0 BIIJIUBY Ha ¢pepMeHTH nuToxpoMy P450. ToMy He 04iKyeThCA
B3aeMoil mabiraTpaHy 3 BigIOBIDHUMHU JTiIKapCbKUMHU 3aC00aMU.



Oco6.1ueocmi 3acmocyeaHHsi.

Pu3suk kposomeui. [labiraTpaHny eTeKcumaT Ciifi 3 00epexkHiCTI0 3aCTOCOBYBaTH y pasi
BHCOKOT'0 PU3UKY KPOBOTedYi ab0 0JHOYACHOT0 3aCTOCYBaHHS 3 JIiKapChKUMU 3aco0aMu, 1110
BIIJINBAIOTh HAa T€MOCTA3 MIJITXOM IPUTHIYEeHHS arperailii TpomboruTiB. KpoBoTeua Moxke
BUHUKHYTH Yy OyIb-IKOMY MicCIii i yac nikyBaHHS. [Ipy 3HUKEHHI piBHS reMoriobiny Ta/abo
reMaTOKPUTY 3 He3's1COBaHUX IIPUYUH YU 3HUKEHHI apTepialbHOT0 TUCKY CIIiL DOCIiTUTU
HasBHICTh KPOBOTEY.

[Tpu BUHUKHEHHI 3arpo3u IJIs XKUTTS YU IPU HEKOHTPOJIbOBAHIM KPOBOTEUi, KOJIM HEOOXigHe IITBUAKE
IPUMMHEHHS aHTUKOATYJAIiiHOr0 edeKTy mabiraTpany, cnenudiyHuii peBepCUBHUM areHT
imapyuu3ymab mocTymnHuM A7 npu3HaueHHs. [JabiraTpald BUBOOUTHCS IIpU remMopianisi. MoxHa
PO3TIISHYTH [OLIIbHICTh 3aCTOCYBaHHS CBiXKOI IIiJIbHOI KPOBi a00 CBi2KO0I 3aMOpPOKEHOI IJIa3MH,
KOHIIEHTPAaTIiB KoaryaliiauXx ¢HakTopiB (akTMBOBaHKUX a0 HEaKTUBOBAHUX), PEKOMOiHAHTHOTO
¢daxTopa VIla abo KOHIIEHTPATiB TPOMOOIUTIB Ta iHIINX MOXKJIMBUX BapiaHTiB (OUB. PO3MiN
«Ilepeno3yBaHHS»).

Y xopi KmiHiYHUX OOCIiIXKEeHb 3aCTOCYBaHHS mabiraTpaHy eTeKCHUIaTy acolliloBaocs 3
BUCOKMMH PiBHSIMH MaCHBHHUX IIIYHKOBO-KHAIIKOBUX KPOBOTeY. [TifBUAIIEHUN PU3UK
CIocTepiraBcs y MalliEHTIB JIITHOTO BiKy (= 75 pOKiB) Ipu 3acTocyBaHHi gabiratpany 150 mr
2 pa3u Ha fo0y. [lomaTKOBi (aKTOpPU PU3UKY (OXB. TaKOXK TaONIUIO 5) BKITIOYAIOTh CYIyTHE
3aCTOCYBaHHS 3 iHTiOiTOpaMu arperaiiii TPOMOOIIUTIB, TaKUMHU SIK KJIOMiOTPeIb Ta
ateTuncaminunosa kucnora (ACK), abo 3 HeCTepOoifHUMYU IPOTU3alaJIbHUMU IIpellapaTaMu
(HII3II), s i mpucyTHICTDL e30(ariTy, racTputy abo ractpoe3odareaabHOT0 pedIioKCy.

daKkmopu pu3uky

Tabnuus 5

daxTopy, AKI MOXKYTH IMIOBUIIUTYA PU3UK KPOBOTEU1

DakTOpU PU3UKY

dapMakogrHaMiuHi i KiHeTu4Hi hakTopu [BiK = 75 POKiB

dakTOpU migBUIIEHHS PiBHS HabiraTpaHy [3HauHi:

y IIJIa3Mi KpPOBl - [lomipHa HUpPKOBa HEOOCTATHICTH (KJIipeHC
KpeaTuHiny 30-50 m/xB).

CunsHi iHridiTopu P-gp (mus. po3pinu
«IIpoTunokasanua» Ta «B3aemopia 3 IHIIUMHA
TikapCchKUMHU 3aco0aMu Ta iHIIi BUOKW B3aEMOMTIN»).

OpgHouacHe 3acToCyBaHH4 3 iHribiTopamu P-gp Bif
CabKUX 10 TOMIpHUX (TaKUMHU SIK aMioflapoH,
[M0CaKOHAa30J1, XiHiIWH, BepallaMill Ta TUKarpenop) (aus.
po3min «B3aemMopis 3 iHIMKUMU JTiKapChKUMHU 3acobaMu
Ta iHI BUOY B3aEMOMIN»).

He3HauHi:
Hwusrka Maca tina (< 50 kr).




d®apMakogrHaMiuHi B3aeMopii (OuB. . AneTtuncamiiuioBa KMCIO0Ta Ta iHmi iHribiTopu

po31in «B3aemopis 3 iHITUMU arperatiii TpOMOOIMTIB, TaKi SIK KIIOMiAOTPEeb.
TiKapChKUMHU 3acob0aMu Ta iHIIIi BUOU . HIT3II.
B3aEMOIIN») . CI33C abo CI33H.
[H1Ii miKapchKi 3aco0H, SKi MOXKYTh IIOTipIIyBaTH
remMocTas.
3aXBOPIOBAaHHSA/TIPOLIEAYPU 3 PU3UKOM - BpopxeHi abo HaOyTi po3nafu 3ropTaHHS KPOBI.
KPOBOTEY - TpombouuTorneHist abo ¢hyHKIIiOHaIbHI HedheKTH
TPOMOOIIMTIB.

HemomaBHs 6iorncis abo MacuBHa TpaBMa.

BakTepianbHUM €HOOKapPIUT.

E3odarit, ractput abo ractpoe3odareaabHum
pedIToKC.

IlaHi momo KaTeropil mairieHTiB 3 Maco Tina < 50 Kr oOMexkeHi (TuB. migpo3mdin
«DapMaKOKiHETHKA»).

ITonepedacysanvHi 3axo0u ma ynpasaiHHA pu3ukamu Kpogomeu
[Ilomo nmikyBaHHS reMOpariyHuX yCKIagHeHb AUB. Po3Oin «[lepemo3yBaHHS».
OuiHKa Kopucmi ma pu3ukis

VinkomkeHHs:, CTaHHU, IPOLleAypu Ta/abo ¢apmMakonoriyHa Tepamis (Hampuknagn, HIT3I],
antuarperaninaumu npenapatamu, CI33C ta CI33H, ouB. po3min «B3aeMmopmisa 3 iHIIMMET
nmiKapchKUMU 3aco0aMu Ta iHIIi BUOW B3a€MOZil»), 110 3HAYHO IiABUIIYIOTh PU3UK MaCUBHOI
KPOBOTEeYi, TOTPe0YIOTh PETENbHOI OIIiHKY IepeBar Ta pu3ukKiB. [labiraTpaHy eTekcunar CIIif
3aCTOCOBYBATH JIUILIE Y Pa3i, KOJIX OYiKyBaHa KOPUCTH IlepeBaXkae PU3UKU KPOBOTEY.

PemeavHe KaiHiYHe cnocmepexceHHA

PekoMeHI0BaHO peTellbHE KIIIHIYHE CIIOCTEPEeXKEeHHS 1010 BUHUKHEHHS 03HaK KPOBOTEYl YU
aHeMil TPOTSTOM JIiKyBa/IbHOTO IepioAy, 0COONMMBO MPH MOENHAHHI (HaKTOPiB PU3UKY (IUB.
tabmuiio 5 Buie). Cliif MposBAATHA 0COOUBY MUbHICTL TP OMHOYACHOMY 3aCTOCYBaHHi
nmabiraTpaHy eTeKCHUiaTy 3 BepalaMiioM, aMiogapoHoM, XiHiquHOM ab0 KIapUTPOMIilIMHOM
(iuribiTopu P-gp) Ta npu BUHUKHEHHI KPOBOTEYi, 0COOIMBO y MAIliEHTIB 3i 3HUKEHOIO
GYyHKITi€I0 HUPOK (OUB. po3min «B3aeMopis 3 iHIIMMY TiKapChbKMMM 3aco0aMu Ta iHIIli BUAU
B3a€EMOfIiii»). PeTenbHe ClOCTEpEKEHHS I[OI0 BUHUKHEHHS 03HAK KPOBOTEY PEKOMEHIOBaHe
maIfieHTaM, SKi OMHOYaCHO JTiKYIOThCS HECTEPOIAHMMHU IIPOTHU3aNalbHUMU IIperapaTaMu
(ouB. po3Mmin «B3aeMofis 3 iHIMMMH JTiIKapChKUMHU 3aco0aMU Ta iHIIM BUOU B3aEMOMIl»).

IIpunuHeHHs 3acmocy8aHHs 0abieampaHy emekcuaamy

[NanieHTy, y IKAX PO3BUHYJIaCh rOCTPa HUPKOBA HEIOCTATHICTh, IIOBUHHI IPUINHUATH
3acTocyBaHHS mabiraTpaHy eTekcunaty (ouB. po3min «IIpoTUIIOKa3aHHS»).

[Tpy BUHUKHEHHI TAKKO1 KPOBOTEYi CIIi[l MPUIUHUTH JiKyBaHHS, OOCIIIATH [IXKEPEso
KPOBOTEYi Ta PO3TIAHYTH MOXKJIUBICTh 3aCTOCYBaHHS CIELU()PIYHOTO PEBEPCUBHOTO areHTa
(imapyunsymab). [TlabiraTpad BUBOOUTLCS IIPU TeMOfiatisi.



3acmocysaHHs iH2i6imopie NPOMOHHOI nomnu

[n1s1 3anobiraHHs IMITyHKOBO-KUIIKOBMM KPOBOTEYaM MOXKHa PO3TJIIHYTH OOITBHICTD
3aCTOCYBaHHS iHTi0iTOPiB TPOTOHHOI TOMIIH.

JlabopamopHi napamempu 320pMAaHHs

Xoua 1e¥ TikapchKuM 3aci0 3arasom He MOTpeOye aHTUKOATryISaLiiHOT0 MOHITOPUHTY,
BU3HAUYEHHS aHTUKOATYJISALiNHOTO BIIJIUBY, IIOB’I3aHOr0 3 fabiraTpaHoM, Moxe OyTH
KOPUCHUM [JI BUSBIIEHHS HafIMipHO BHCOKOI €KCIO03uIlil flabiraTpaHy 3a HasBHOCTI
nomaTKoBUX GakKTOpiB pu3ukKy. Taki MoKa3HUKY, SK Po3BeneHul TpomOiHOBuUY yac (pTH), uac
3roptalHs KpoBi (UY3K) Ta akTMBOBaHUM 4acTKOBUYM TpoMOomtacTuHOBUY yac (AYTY),
MOXKYyTb OyTH KOPUCHUMH, ajie pe3yabTaTH CJIifl iHTeprnpeTyBaTH 3 00epeXkHICTIO Yepes
BIAMIHHICTB MiXK TeCTaMH (guB. po3fin «PapMaKoguHAMIKa»).

Tect MHB (MixkHapogHe HOpMasli30BaHe BiJHOIIEHHS) € HENOCTOBIPHUM Y MAIli€HTIB, AKi
3aCTOCOBYIOTH mabiraTpaHy eTeKCuiaT: CIocTepiranucs XuOHONO3UTHBHI minBumienuss MHB.
Tomy Tect MHB He ciig mpoBogutu. Y Tabnuili 6 HaBeleHO IOPOr0OBi HUXKHI 3HAYEHHS
KOaryJs[IiiHOT0 TECTY, 10 MOXYTb OYTH TOB’sI3aHi 3 MiJBUIIEHUM PU3UKOM KPOBOTEY (OUB.
po3min «®apMakKoguHaMiKa»).

Tabnuus 6

[ToporoBi 3HaUeHHS KOATYISALINHOTO TECTY, 1[0 MOXKYTb OyTH IOB’3aHi 3 MigBUIIEHUM PU3UKOM
KpOBOTEY

TecT [Toka3aHHS

npodirakTuKa iHCYNbTy Ta CHCTEMHOI eMOOJTil ¥
MOPOCTIHX TAIliEHTIB 3 HEeKJIamaHHO0 Pibpusiieto
mepencepnb 3 OgHUM abo KimbKoMa (pakKTopamMu
pusuky (npodinaktuxka [HOII), TTB/JIE

pTY [mr/Mn] > 200

U3K [x-KpaTHa BepxXHS Mexka HopMu] > 3

AYTY [x-KpaTHa BEPXHS MexXa HOPMHU] > 2

MHB He TTOTPiOHO IPOBOIUTHU

3acmocysaHHA (pibpuHoaimuyHux 3acobie 014 AIKYBAHHA 20CMPO20 iWeMiuH020 iHCyAbmy.

3acTtocyBaHHS (iOPUHOMITUYHUX 3aC00iB IS JIIKYBaHHS TOCTPOTO illIEMiYHOTO iHCYIbTY
MOxKe OyTH PO3TNISHYTO, AKIIO pe3ynbTatu aHanidy pTY, ECT abo AUTY He nepeBUIIYIOTh
BepxHI0 MexXy HopMu (BMH) BigmoBigHO 00 MicIieBUX peepeHTHUX 3HAYEHb.

XipypeiuHe ma onepamugHe empyuanHs. [1allieHTH, SIKi 3aCTOCOBYIOTh nabiraTpaHy eTeKcuiaat
Ta MEPEeHOCSATH XipypriuHi abo iHBa3WBHI IPOIEAYPHU, MalOTh MMiABUINEHN PU3UK KPOBOTEYi.
Tomy xipypriuHe BTpy4aHHSI MOXe IOTpeOyBaTd TUMYaCOBOTO IPUIMHEHHS 3aCTOCYBaHHS
mabiraTpaHy eTeKCUIIaTy.

[TamieHT MOXYTb 3aCTOCOBYBaTH mabiraTpaHy eTeKCHUiaT pu KapaioBepcii. JIikyBaHHS
nabiraTpany etekcunaToM (150 Mr 2 pa3u Ha 700y) He MOTPiIOHO epepUBaTH MalliEeHTaM 3



Gibpunsiiielo mepencepab Mpu KaTeTepHiM abnsmil (quB. po3ain «Crnocid 3acToCyBaHHS Ta
OO3:|»).

Cnig moTpuMyBaTHCh 00€pPeKHOCTI IIPK TUMYaCOBOMY IIPUNIMHEHH] TiKyBaHHS AJIS
XipypriuHoro BTpy4aHHs Ta 3abe3MeynuT MOHITOPUHT aHTUKOArynsilii. KmipeHc mabiraTpany
y TallieHTiB 3 HUPKOBOIO HEJOCTATHICTIO MOXKe 3alHATH Oinble yacy (IuUB. pO3Min
«DapmakokiHeTHKa»). Ciif moTpuMyBaTHCS 00epeKHOCTi Ipu Oy[b-IKUX Ipoleaypax. Y
TaKMX BUIIaAKax TECT Ha KoarynAlilo (ouB. po3minu «[IpoTunokasaHHA» Ta
«®apMakogrHaMiKa») MOXKe AOTIOMOI'TH BU3HAUUTH, YU € NMOPYILIEHHS reMoCTasy.

HesiokaaoHa xipypeisi abo mepmiHosi npouedypu. 3aCTOCyBaHHA mabiraTpany €TEKCUIIATY
OTPiOHO TUMYACOBO MPUNUHUTH. Ko HeoOxifHe IBUAKE YCYHEHHS aHTHUKOATY ISiHHOTO
edekTy, Moxe OyTH IpH3HaYEeHUY Cielu(pigyHN peBepCUBHUY areHT (imapyuusymao).
IabiraTpaH BUBOOUTLCS IIPU reMOIialisi.

3BOpOTHA [Iis O0 Tepamil mabiraTpaHoM CIpUYMHSE TPOMOOTUYHUY PU3UK y MAIliEHTIB,
IIOB’sI3aHUM 3 IXHIM OCHOBHUM 3aXBOPIOBAaHHSIM. 3aCTOCYBaHHS mabiraTpany eTEKCHUIATY
MOXKHa BiTHOBUTH Yepe3 24 TOOUHU IiCIIs BBeleHH imapyiu3ymaby, SKIIO MallieHT €
KJTiHIYHO cTabibHUM i 6y10 JOCATHYTO afleKBaTHOTO T'eMOCTa3y.

XipypeiuHe ma onepamugHe 8mpy4aHHA Npu ni020cmMpux cmaHax. 3aCToCyBaHHs fabiraTpany
€TEeKCHUJIaTy MOTPiOHO THMYACOBO MPUNUHUTH. XipypriuHe abo onepaTuBHe BTPy4aHHS MOTPiOHO
BiKJTacTH IOHAMMeHIIe Ha 12 FOJUH Mic/isi OCTaHHbOTO ITpHUoMY gabiraTpaHy, SKIIO 1ie MOKIIUBO.
fAkmio xipypriune BTpy4aHHSI He MOXKHA BiTK/IIaCTH, PU3UK KPOBOTEUI MOXKe OyTH 30iTbIIeHUH.
[ToTpibHO 3BaKUTH PU3UK KPOBOTEUi Ta TEPMiHOBICTh BTPY4YaHHS Ilepef] 3aCTOCYBaHHSM IIpernapary.

[11anosa onepauis. K10 MOXKIUBO, 3aCTOCYBaHHS mabiraTpaHy eTEeKCUJIATy MOTPiOHO
IPUNIUHUTY LIOHAMMeHIIe 3a 24 rOOUHY [0 iHBa3uBHUX abo0 Xipypriunux mpouenyp. s
TaIli€HTIB 3 MiIBUIEHUM PU3UKOM KPOBOTeUi ab0 y pasi cepio3HO] orepatiii, KOIu MoxKe
OyTu moTpiOHe MPOoBeNeHHST reMoCTa3y, Heo0XiqHO PO3TITHYTH MOXKJIUBICTh IPUNIMHEHHS
3aCTOCYBaHHS mabiraTpaHy eTeKCUJIaTy 3a 2-4 OHi 1o omepariil.

Tabnuusa 7

HpaBI/ma IIPpUIIMHEHHA 3aCTOCYBAHHS IIEpeEN iHBa3MBHUMHU ab0 Xipypl"i‘-IHI/IMI/I nmpomenypamMmn

HupxkoBa [lepemOauyBaHuil |3acToCcyBaHHS mabiraTpaHy eTeKCHUIATy CIIif IPUIUHUTH [0
byHKITS rnepion [1JIAHOBOT'O XipypriyHOTr0 BTPy4YaHHS

(xtipeHc HaMiBBUBEEHHS  |BHCOKMI PU3UK KPOBOTedi a60 |[CTaHmapTHUN PU3UK
KPEaTUHIHY, (rom) 3HAQYHOTO OLEPaTHBHOTO

MJI/XB) BTPYYaHHS

> 80 ~13 3a 2 §oou 3a 24 TOOUHUA

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

> 30-< 50 ~ 18 3a 4 gobu 3a 2-3 nobu (> 48 rogun)

CnuHHoMO3K08a aHecme3is/ enidypaavHa aHecme3sis/ ntombaavHa nyHkuis. ITpolienypu, Taki 9K
CIIMHHOMO3KO0Ba aHecCTe3iss, MOXYyTh IOTPe0yBaTH MOBHOT'O (GYHKIIOHYBAHHS CUCTEMU
reMocCTasy.



Pu3WK MOSBY CIMHHOMO3KOBOI Y4 eMifypaabHOl TeMaTOMHU MOXKe IiABUIIUTHCH ¥ pas3i
TPaBMaTHUYHOI YM IIOBTOPHOI MYHKIIi1 Ta ITOJOBKEHOI0 MiC/Is0NepaLiiHoro 3aCTOCyBaHHS
enigypanbHUX KaTeTepis. [1icag BuIy4YeHHS KaTeTepa CJIif 3a4eKaTH I[OHalMeHIle 2 TOOUHI
[0 IpUIOMY IepIol fo3u JabiraTpaHy eTeKcuiaTy. Taki mamieHTy noTpebyoTh peTeIbHOT0
CIIOCTEePEKEHHS 11010 HEBPOJIOTiYHUX CHUMIITOMIB Ta CUMIITOMIB CIHHHOMO3KO0BOI ab0
eMifypanbHOl TeMaTOMHU.

ITicasionepauiliHa ¢pa3a. 3acTocyBaHHS mabiraTpaHy eTeKCUIIATYy CJIifl BifHOBHUTH/PO3IOYATH IiCIIsS
iHBa3uBHOI mpolieAypu abo XipypriuHoro BTpy4aHHS, IK TiJIbKU DO3BOJIUTH KIliHiYHA CUTYyallis Ta 6yne
IOOCATHYTO JOCTAaTHBOT'O PiBHSA reMOCTasy.

[NTamienTam 3 pU3UKOM KPOBOTeYi a0 mallieHTaM 3 pU3UKOM HafMipHOTO BIIJIUBY, OCOOIMBO
3i 3HMXKEHO (PYHKIIi€I0 HUPOK (IUB. TAKOXK TAOIUINO 5), CIIi[l MPOBOAUTH Tepallio 3
obepexkHIiCTIO (MUB. PO3[in «Oco6IuBOCTI 3aCTOCYyBaHHS» Ta Migpo3min «dapMakoguHaMika»).

ITauieHmu 3 BUCOKUM PU3UKOM CMepmi 8HACAI00K ONepamu8H020 8MPYYaHHA ma 3i cnadkosumMu
pakmopamu pu3uky mpomboemboaiyHux noditl. JaHi momo epekTUBHOCTI Ta 6€3MEeKH 3aCTOCYBaHHS
nabiraTpaHy eTeKCUIaTy [ Ii€l IPyu NallieHTiB 00MeXXeHi, TOMY Tepaiio CJIiff TPOBOIUTH
3 00epexXHiCTIO.

ITopyweHHs QyHkyii neuinku. TTallieHTH 3 MigBUIIEHUM PiBHEM (ePMEHTIB MediHKH, 110 OibIne
HiX y 2 pa3u nepesuillyBaB BMH, 6ynu BuKtoueHi 3 0CHOBHUX BUIIPOOyBaHb. Yepe3
BiICyTHICTb OOCBiAY JIiKyBaHHS NMPUIOM fabiraTpaHy eTeKCunaTy He peKOMeHOOBaHUM AJIs
ITi€l TPYIIX Malli€eHTIB.

[TarieHTam 3 MeYiHKOBOIO HEJOCTATHICTIO a0 3aXBOPIOBAHHSM MEYiHKH, 1110 MOXKYTh
BIIJIUBATH Ha BUXKMBAHHS, 3aCTOCYBaHHS IIpenapaTy IPOTUIIOKa3aHO (OUB. PO3Min
«[IpoTunokasaHHI»).

B3aemopmis 3 ingykTopamu P-gp.

Crig yHUKaTA OGHOYACHOT0 3aCTOCYBaHHS IHAYKTOPIB P-gp Yyepe3 odikyBaHe 3HUKEHHS
KOHIIeHTpallii nabirarpany (ouB. po3min «B3aemMopis 3 iHIIMMY TiKapChbKUMM 3aco0aMu Ta
iHIITi BUAM B3a€MOfiii» Ta miapo3min «PapMaKoKiHETHKA»).

[TartienTy 3 aHTUDOCHONIMITHUM CUHIPOMOM

[Tpsmi opanbHi anTuKoarynsauTu (ITOAK), Bkmoyatouu gabiraTpaHy eTeKCUmaT, He
PEKOMeH0BaHi nalieHTaM 3 TPoM0030M B aHaMHe3i, y KUX JiarHOCTOBaHO
a"TudoCchOMIIigHNYA CHHAPOM. 30KpPeMa, Y MAIli€HTiB 3 IOTPiMHOI0 TO3UTHBHOI0 PEeakKllieo
(Ha BOBYAKOBUM aHTUKOATYJISHT, aHTHUTIIa 10 aHTUKAP/IIOMiMiHy Ta aHTUTINa [0 aHTU-0eTa-2-
riikonporTeiny I) nmikyBauus [TOAK moxe OyTu mmoB’ss3aHe 3i 30iIbIIIEHHSIM YaCTOTH
PEIMONBYIOUNX TPOMOOTUYHUX SIBUII TOPIiBHSIHO 3 Tepalli€io aHTaroHictaMu BitaMminy K.

IH¢papkm miokapda (IM).

Y ¢as3si III kninivaoro mocnigxenHs RE-LY (nmpodinaktruka IH®II, nuB. mimpo3min
«dapMakoguHaMika») 3arajibHa 4acToTa IM cranoBumna 0,82, 0,81 ta 0,64 %/pik npu
3acToCcyBaHHI nabiraTpany etekcunaty y mo3i 110 mr gBiui Ha meHb, JabiraTpaHy eTeKCUnIaTy
y mo3i 150 mr {Biui Ha meHb Ta BapdaprHYy BiOIOBiAHO, BiTHOCHUYM PU3UK 30iNbIyBaBCS IIpU



3acTocyBaHHi gabiraTpany Ha 29 % Ta 27 % MOpiBHSHO 3 TaKUM IIPU 3aCTOCYBaHHi
BapdapunoM. He3anexkHo Bif Tepamil HaiBuimi abcomoTHUM pu3uk IM crocTepirascs y
TaKUX Migrpynax i3 nogioHUM BiTHOCHUM PU3UKOM: MAIliEHTH 3 iHhapKTOM MioKapaa B
aHaMHe3i, IMallieHTH BiKOM = 65 poKiB 3 miabeToM ab0 3aXBOPIOBAHHSIM KOPOHAPHOI apTepii,
Nali€eHTy 3 PpaKIielo BUKUAY JIiBOro NutyHO4YKa < 40 % Ta malieHTH 3 IOMIpHOK HUPKOBOIO
HeoCTaTHICTI0. KpiM TOTO, MigBUIleHNY PU3UK iHPapKTy MioKapha CIIOCTepirascs y
TaIli€HTiB, SKi OTHOYACHO 3aCTOCOBYBaIM alleTUJICATIIINIOBY KUCIIOTY 3 KJlomigorpeneM abo
TUIBKU KJIOMAOTPETIb.

Y TproX aKTUBHO KOHTPOIboBaHuxHoCHimKeHHIX TI'B/JIE da3u III Bummit piBeHs indapKTy Miokapaa
CIIOCTepiraBcs y MallieHTiB, IKi OTpUMyBasu fabiraTpany eTeKCuaarT, HiX y THX, XTO OTPIMYyBaB
Bapdapun: 0,4 % Ta 0,2 % BigmoBigHo B KopoTKoTpuBanux nocuimxkenHsx RE-COVER i RE-COVER 11
ta 0,8% i 0,1 % y moBroTpuBanmomy gocuimxkenHi RE-MEDY. ITigBuiieHHs 0yJI0 CTaTUCTUYHO
OOCTOBIpHUM y IIuX gochigxkeHHIX (p = 0,022).

3rigHo 3 maHuMu pociimkenHs RE-SONATE, y iKoMy MOpiBHIOBau fabiraTpaHy eTeKCUlaT Ta
nane6o, piBens indapkTy Miokapaa ctaHoBuB 0,1 % y mallieHTiB, SKi OTpUMyBaIn
mabiratpany etekcunar, Ta 0,2 % y maIfi€HTiB, siKi OTpUMYyBasu miaie6o.

Xeopi Ha pak (TT'B/JIE)
EdekTuBHICTb Ta 6e3MeKa 3aCTOCYBaHHS [JIs ITi€l IPYIK MalliEHTIB He MOCITiIXKyBaIuCh.

Ocobusi 3acmepediceHHs w,000 3acmocysaHHs. Burimarouu Kancynu npemnapaty [TIPAJJAKCA 3
6rmicTepa, CIil OTPUMYBATUCS TaKUX IIPABUIL: BiIHiNIUTH OOUH OKpeMuii OiicTep Bif iHIIOTO
6ricTepa y3moBxK nephopoBaHol JiHil; gicTaBaTH TBePAY Kalcymy 3 OiicTepa 0e3mocepeaHbo
nmepen IpuioMoM; 3HATH GoIbry 3 611icTepa, He MPOAABII0I0YY (HOILTY KaIlCyIIolo.

3acmocysaHHs y nepiod eazimHocmi abo 200y8aHHA 2py0010.

2Kinku penpodykmusHo20 8iKy. 2KiHKaM pPeTpOogyKTUBHOIO BiKy CJIifi YHUKATH BariTHOCTi IPOTSATOM
nikyBaHHA npenapatoMm [TPATTAKCA.

Bazimuicmb. HeMae BinnoBigHUX faHux wono 3actocyBaHHs npenapaty [IPAITAKCA BariTHUM
XKiHKaM. [locmiaKeHHs Ha TBapuHaX [T0Ka3alu PeNPOAyKTUBHY TOKCUYHICTh. [I0TEHIIMHUY PU3UK
IS BaTiTHUX XKiHOK HeBimoMuii. BariTHUM He CJIiff 3acTOCOBYyBaTH fabiraTpaHy eTeKCHJIAT, OKPiM
BUIIQ[IKiB, KOJIX OUiKyBaHa KOPUCTH OJ151 XKiHKU Oy[e MepeBUIlyBaTH MOTEHUINHNUY PU3UK OJIS MJIOfA.

I'odysaHHs 2pydoi. Hemae KIiHIYHUX OAaHUX IIOM0 BIIMBY gabiraTpaHy Ha HEMOBISAT, SKUX TOOYIOTh
rpynmio. K 3acTepexkeHHs CJIiff IPUNUHUTY TOOYBaHHS TPYAII0 Ha Yac JIiKyBaHHS IIpPelapaToM
TTPATAKCA.

d®epmuavHicmsb. HeMae gaHuXx IIO0A0 BIJIMUBY Ha GEePTUIBHICTE Y JIIOOEH.

Y mocnigKeHHSIX Ha TBApUHAX CIIOCTePiraBCs BIUIMB Ha HDEPTUIIbHICTL CAMOK Y BUTJISAA1 3MEHIIEHHS
KiJTbKOCTi iMIIIaHTAaMi# Ta 30imbIIeHHS IepeiMIIaHTaliiHTX BTPAT mpH fo3i 70 Mr/kr ( piBeHb
eKCIIO3HIIil y T1a3Mi KpoBi y 5 pa3iB mepeBuUIIlyBaB TaKui y ofed). [HIIKX BIIIMBIB Ha
GbepTUNIbHICTh CAMOK He crocTepiranocsi. He 6ymo BUsSBI€HO BIUTUBY Ha PePTUNIBHICTD
camuiB. IIpu go3sax, sfKi Oyau TOKCUYHUMHU [IJI CAaMOK (piBeHb eKCII03Mullii B Iy1a3Mi KpoBi y



5-10 pa3siB nepeBUlllyBaB TaKUU Yy JIIOOUHHU), Y IIYPIiB i KPOJIiB CIIOCTEPIranocs 3HUKEHHS
MacHu Tijla TIofa Ta XKUTTE3aTHOCTI eMOpioHa pa3oM 3i 30ilbIeHHSIM QeTanbHUX 3MiH. Y
IIpe- Ta IIOCTHATAIbHOMY HOCIiIKeHHi CIIoCTepiraaocs MigBUIEHHS BHYTPIlIHbOYTPOOHO]
CMEPTHOCTI IIpU f03ax, AKi 0y7IM TOKCHUYHUMH IJI CaMOK ([03a, IPH AKil piBeHb €KCII03HIIil
B IIJTa3Mi KPOBIi B 4 pa3y MEPEBUINYE TaKUM y TIOOUHU).

30amHicmb 8nausamu Ha weudKicmb peakuii npu KkepysaHHi asmompaHcnopmom abo
[HWUMU MexaHi3Mamu.

MaGiratpaHy eTeKCUIAT He BIUIMBAE ab0 Ma€ He3HAUHUI BIJIUB Ha IIBUAKICTh peakllii mpu
KepyBaHHi aBTOTpaHCIOPTOM abo po0oTi 3 iHIMMMYU MeXaHi3MaMH.

Cnocibd 3acmocyeaHHsi ma do3u.
Ho3ysaHHA.

IIpodisrakmuka iHCYy1bmy ma cucmeMHoi emMboii y 00pocaAuX NAUiEHMI8 3 HeKAdNAHHOK

dibpussuieo nepedcepdsb 3 00HUM abo Kisbkoma pakmopamu pusduky (npodisakmuka IHOII).

JIikyeaHHA mpom6bo3y eaubokux seH (TI'B) i neeenesoi embosii (JIE) ma npodisakmuka
peuudusywyoz2o TI'B ma JIE y dopocaux.

Tabmuus 8

PexomeHmoBaHi no3u gabiratpany erekcunaty npu IH®II, TT'B Ta JIE
- PexomMendosaHa 003a
[TpodinakTrKa iHCYIbTY Ta CUCTEMHOI
eMO00J1ii y OpPOCIUX MallieHTiB 3 PekoMeH0BaHa fio3a gabiraTpaHy eTeKcunaTy
HeKJanaHHoio ¢ibpundiiieio nepeacepab 3 |craHoBuTh 300 Mr: mmo 1 Kancymi 150 Mr 2 pa3u Ha
onHUM ab0 KinbkoMa (aKTopaMu pPU3UKY no6y
(mpodinakTuka ITHOIT)
JlikyBanHs TT'B i JIE Ta nmpodinakTuka PekoMeH0BaHa f103a gabiraTpaHy eTeKCcumaTy
penupuByodoro TI'B i JIE y gopocnux (TTB/ |ctarnoButs 300 mr: mmo 1 kamncymi 150 mMr 2 pa3u Ha
UIE) o0y micys ' ITuieHHOl Tepallii mapeHTepaIbHIM

QHTUKOATYJISTHTOM.

[PexomeHOo0B8aHe 3MeHWeHHs 003U
[TamienTu BikoM Big 80 poKiB

[TarienTH, IKi OGHOYAaCHO 3aCTOCOBYIOTh
Bepanamin

[P032/1IHYMU 3MEeHWeHHA 003U
[Tauienty BikoM 75-80 poKiB

[TarienTy 3 TOMIPHOK HUPKOBOIO

To6oBa m03a mabiraTpaHy eTeKCUIaTy CTaHOBUTH 220
Mmr: 110 1 Karcymi 110 Mr 2 pa3u Ha go0y

HegocTaTHicTIO (CrCL 30-50 Mi/XB) [To6oBy mo3y mabiratpany etekcunaty 300 mr abo
[lamieHTH 3 racTPUTOM, e30(aritoM abo 220 Mr BU3Ha4alOTh Ha OCHOBI iHAMBIAyaNbHOI OLiIHKI
racTpoe3odareanbHUM PedIIoKCOM TPOMO0EMOOTIYHOTO PU3UKY Ta PU3UKY KPOBOTEUi

[HIITi MAIliEHTH 3 MiABUINEHUM PU3UKOM
KPOBOTEUi




Y pasi TI'B/JIE pekoMeHI0BaHO 3acTocOByBaTu 220 Mr gabiraTpaHy eTeKcuiaty: 1o 1
karicymi 110 mr 2 pa3u Ha go0Oy. Taka mo3a 6a3yeThcs Ha papMaKOKiHETUUHOMY Ta
(dhapMakomgrHaMiYHOMY aHaJli3i Ta He OOCHiAXKYyBanacs B KITiHIYHUX YMOBax.

IuB. indopMariito, HaBegeHy HUXK4Ye, Ta po3ainu «OcobIMBOCTiI 3aCTOCyBaHHS», «B3aeMomist
3 iHImKMMM NTiKapChbKUMHU 3aco0aMu Ta iHII BUAM B3aEMOfin», «PapMaKoguHaMika» Ta
«OapMaKOKIHETUKa».

Y pasi HemepeHOCUMOCTi flabiraTpaHy eTeKCunaTy MalliEeHTH TOBUHHI OYTH MPOIHCTPYKTOBaHI
PO HeOoOXimHICTh HeraHOI KOHCYIbTallil 3 JIikapeM Iof0 IepexXoy Ha albTepHATUBHY
IPUNHATHY Tepallilo AJIs OoNepeKeHHs iHCY/IbTy Ta CUCTeMHOI eM00J1i], TOB’g3aHO0I 3
Gbibpunsirieio nepencepab, Ta A TiKyBaHHS TPoMO03y IMOOKUX BEH Ta JIeTeHeBOi eMOOTii.

Ouinka GVHKINI HUPOK 0 Ta MPOTATOM JIiKyBaHHS HabiraTpaHy eTeKCUIaToM

Y Bcix mallieHTiB i 0c00IMBO ¥ JIiTHIX 0Ci0 (> 75 poKiB), TOMYy 1110 TOPYIIEHHS (PYHKIIil HUPOK
MOXK€e 9aCTO BUHUKATH Y MAI€HTIB ITi€l BIKOBOL IPyN:

[Tepen moyaTKoM Teparii gabiraTpaHy eTeKcunaToM ¢GyHKIIiI0 HUPOK CJIifl OLiHUTH LIIISIXOM
PO3paxyHKy KJIipeHCY KpeaTUHiHy AJIs BUKTIOYEHHS TSIKKO01 HUPKOBOI HemocTtaTHOCTI (CrCL < 30
MJ1/xB) (muB. po3pinu «IIpoTunoka3anHs», «OCco6IMBOCTI 3aCTOCYBaHHS» Ta «®apMaKOKiHETHKaA»).

Crnip ouiHOBaTH (DYHKIII0 HUPOK, SIKIIO € Mifo3pa Ha moripineHHs GyHKIII HUPOK Mif 9ac

Teparnil (Hanpukiaf, IpyY TinoBoJieMil, JerigpaTarliil Ta CyMiCHOMY 3aCTOCYBaHHi 3 I€BHUMU
nMiKapChKUMU 3aco0aMu).

[lomaTKOBI BUMOTY 1100 MALlEHTIB 3 JIETKOI0 Ta ITIOMIPHOI0 HUPKOBOK HEJOCTaTHICTIO Ta
TALliEHTIB BIKOM Bifl 75 POKIB:

e Ilig yac Teparmii mabiraTpaHy eTeKCUIATOM CJIifl OI[iHIOBATH HUPKOBY (DYHKIIiIO H0HAKMeHIIe 1
pa3 Ha pik abo gacrime 3a MoTpebu y MeBHUX KIIIHIYHUX CUTYAlligX, SKII0 0YiKYETHCS, IO
HUPKOBa (QYHKIIiT MOXKe 3HUKYBaTUCS a0o moripiryBaTucs (HampuKiIaf IPH TinoBoieMil,
merimpaTaillii, CyMiCHOMY 3aCTOCYBaHHi 3 I€BHUMHU JIiIKapChbKUMU 3acobaMu).

MerTog, 1110 BUKOPUCTOBYBaBCA A1 OWiHKY QyHKIil HUPOK (CrCL B MI1/XB), - Ile METO[
Kokpodrta - 'onra.

Tpusasicmb AiKYyBAHHA
Tabmuig 9

TpuBamicTs nikyBaHHS fabiraTpany erekcunatom rnpu IHOII, TI'B Ta JIE

[Toxa3anHa [I'puBaiCTh NiKyBaHHSA

[HOII 3acTocyBaHHS NIpenapaTy HOBUHHO OyTH JOBrOTPUBAIUM

TTB ta JIE |TpuBajicTh miKyBaHHS BU3HAYAlOTh iHAUBIAyaIbHO IIiC/ISI PETEIbHOL OI[iHKM
KOPHCTI JIiIKyBaHHS Ta PU3UKY KpoBOTeUi (AuB. po3min «OcobnmuBoCTi
3aCTOCYBaHHS»).

KopoTKoTprBase JikyBaHHS (He MeHIIe 3 MicsIiB) MOBUHHO 6a3yBaTUCS Ha
TAMYacoBUX (haKTOpaxX PU3UKY (TaKUX SIK HEIoJaBHS OIepallis, TpaBMa,
iMM0OimTizallis), a JOBroTprBase JiKyBaHHS MOBUHHO 6a3yBaTHCS Ha
nocTiitHuX akTopax pusuky abo imiomatmynomy TI'B abo JIE.




IIponyweHa 0o3a

[Tpomnymeny no3y mabiraTpaHy eTeKCUIATy MOXKHA MPUUHSATH 3a 6 TOOWH 10 BCTAHOBIIEHOTO YacCy
3aCTOCYBaHHS HACTYIIHOI JO3H. fAKII0 [0 3aCTOCYBaHHS HACTYIIHOI JO3U MEHIIe 6 TOOWH, IIPOMYIIEHY
103y IpUAMaTy He CIIif.

He cnip 3acTocoByBaT mOABIMHY [03Y OIS KOMIIEHCAIlil TPOMYIIEHOI HO3H.

HQUHUHQHHﬂ npuﬁomy 0(16i20mQGH§Z emekcuaamy.

JlixyBaHH$ gabiraTpaHy eTeKCUIaTOM He MOXKHa IPUNUHATU 0e3 KOHCyIbTallil 3 TikapeM. [lanienTn
TIOBUHHI OyTH TOmepeKeHi Mpo HeoOXigHICTh 3BEPHYTHUCH [0 JTiKaps y pa3i BUHUKHEHHS IITYHKOBO-
KHUIITKOBUX CHMIITOMIB, TaKMX K AucIerncis (muB. po3min «ITo6iuHi peakiii»).

ITepexid i3 3acmocysaHHA 0abieampaHy emekcuaamy HA NdpeHmMepaabHUll AdHMUKOA2YASIHM.

[lepen mepexooM i3 3acToCyBaHHS JabiraTpaHy €eTeKCUnIaTy Ha apeHTepanbHuH
AQHTUKOATYyJISHT PEKOMEHAYEThCS 3a4eKaTy 12 roguH micis NpuiioMy OCTaHHBOL J03U (OUB.
po3min «B3aemopmist 3 iHIIMME JTiKapChbKUMHU 3aco0aMu Ta iHIIi BUIW B3a€MOTIii»).

ITepexio i3 3acmocy8aHHsA napeHmepdabHUX AHMUKod2yasaHmie Ha 0dabieampaHy
emekcuaam.

[Ticns npunuHEHHS 3aCTOCYBaHHS ITapeHTeparbHOr0 aHTUKOATYISAHTY fabiraTpaHy eTeKCcuiaT
IOYMHAIOTh NpHiMaTH 3a 0-2 TOAMHY [0 Yacy MMOBIPHOT'0 3aCTOCYBaHHS HAaCTYIIHOI 703U
IIapeHTepabHOr0 aHTUKOATYISHTY ab0 Yy MOMEHT IIPUNIUHEHHS JIiKyBaHHS TapeHTepaIbHUM
AQHTUKOATYJISTHTOM IIiff Yac 6e3MmepepBHOro JiKyBaHHS (HaNpUKIIa[, BHYTPIIIHbOBEHHUN
HedPaKIiOHOBAHUY remapuH) (OuB. po3min «B3aeMopmist 3 iHIMMME JTiKapChKUMHK 3aco0aMu Ta iHImi
BUIHM B3AEMOTIN»).

ITepexid i3 3acmocyesaHHsa 0abiezampaHy emekcuiamy Ha aimazoHicmu simamiHy K (ABK).

YMmoBu nepexopny Ha 3actocyBaHHsA ABK Ha ocHoBi CrCl (kiipeHCy KpeaTHHIHY):

- CrCl = 50 mn/xB, mouyaTok 3actocyBaHHS ABK - 3a 3 gHi 10 IpUNIMHEHHS 3aCTOCYBaHHS
nmabiraTpaHy €TEeKCUIaTy;

- CrCl = 30 - <50 mn/xB, mo4yaTok 3actocyBaHHs ABK - 3a 2 gHi o NpUNIMHEHHS 3aCTOCYBaHHS
nabiraTpaHy €TEeKCHUIaTy.

Ockinpku mabiraTpaHy eTeKCHUIaT MOXKe MiIBAIIUTHA MiKHApPOJHEe HOpMaJli30BaHe BiTHOIIEHHS
(MHB), To MHB 6yne kpaite Bino6paxaTu edhekt ABK nuine yepes 2 OHi micns npunuHeHHS
3acTocyBaHHS gabiraTpaHy eTekcumnaTy. [1o boro yacy noka3uuk MHB crnip po3rnspmaTy i3
3aCTepexkeHHIM.

ITepexio i3 3acmocy8aHHsA aHmazoHicmie simamiHy K (ABK) Ha dabizampaHy emekcuaam.

3acToCyBaHHS aHTAroHicTiB Bitaminy K ciing mpunuuuty. [labiraTpaHy eTeKCUIaT MOXKHA
3aCTOCOBYBATH, SK TiIbKM MiXKHapoaHe HopMasi3oBaHe BigHomeHHs (MHB) cranoBuTtsh < 2,0.



Kapoiosepcia (npopisakmuka IHPII).

[TamieHTH MOXKYTb 3aCTOCOBYBATH HabiraTpaHy eTeKCHUIAT IIPU KapaioBepcii.

KamemepHa abaauisa npu ¢gibpuaauii nepedcepos (npodisakmuxa IHPIT).

KartetepHa abmsiist Moxke GyTH IIpOBeeHa Y Malli€HTiB, [0 OTPUMYIOTh HabiraTpaHy eTeKCUIaT y
mo3i 150 Mr 2 pa3u Ha mo0y. JlikyBaHHSs mabiraTpaHy eTeKCUIaTOM He MOTPiOHO mepepruBaTu
(muB. po3min «®apMakKoIoriyHi BacTuBOCTI. PapMakKoguHaMiKa»).

Yepe3wKipHa KopoHapHa aHzionaacmuka (YKA) 3i cmeHmyeaHHAM (npodisakmuka IHPII)

[MTauieHTiB 3 HeKanaHHow0 QiOpuUsLieto mepencepnb, ki neperecnu YKA 3i cTeHTYBaHHSM, MOXKHa
niKyBaTH 3a momoMoroo gabiraTpaHy eTeKCuIaTy B KoMOiHalii 3 aHTUTPOMOOIIUTapHUMU
3aco0aMHu Iiciis HOCSTHEHHS reMocTa3y (muB. mimpo3nin «PapMakomuHaMiKa»).

Ocobausi 2pynu nauieHmia

ITayieHmu AiMHbO20 BIKY.
[ITomo ocobGmuBOCTEY MimOOPY O3 [ ITi€l KaTeropili maiieHTiB auB. TabauIi0 8 BUIIE.
ITauieHmu 3 pu3ukom Kpogomeui.

[NawieHTiB 3 MigBUILIEHUM PU3UKOM KPOBOTEUi (OUB. po3ainu «OcoBIUBOCTiI 3aCTOCYBaHHI»,
«B3aemogis 3 iHIMMMH JTiIKapChKUMHK 3aco0aMH Ta iHIIM BUOU B3aEMOMil»,
«DapMaKOKiHeTHKa») CIIiJ] PETEJIbHO KOHTPOJIIOBATH KITiHIYHO (II0[I0 03HAK KpoBOoTedi abo
a"ewmil). Kopekiiisi 031 MOXKJIMBA 3a PillleHHSIM JIiKaps ITicis OI[iHKY MOTEHIINHUX IIepeBar i
PHU3UKIB [I7I KOXKHOTO TMallieHTa (muB. Tabuito 8 Buile). TeCT Ha Koaryssiito (IUB. PO3Min
«Oco6IMBOCTi 3aCTOCYBAHHS») MOXKe NOTIOMOI'TH BUSIBUTH IAIliEHTIB 3 MiABUINIEHUM PUIUKOM
KPOBOTEYi, CIpUUYMHEHOl HaAMipHOIO eKCII03ullielo fabiraTpany. fAKIio BUSBIEeHO HAAMipHY
eKCII03uIIi10 mabiraTpaHy B MAIli€eHTiB i3 BUCOKUM PU3UKOM KPOBOTEUI, PEKOMEHOYEThCS
3MeHIIeHa mo3a (220 mr): o 1 kamcyni 110 mMr 2 pa3u Ha go0y. Y pasi KiTiHiYHO 3HaYy1I01
KPOBOTEU] JIIKyBaHHS CJIi[l IPUIIUHUTH.

[NamienTam i3 ractputoM, e3odariTom abo ractpoe3odareanbHo0 pPedIoKCHOI XBOP060I0
Moxke OyTH MpHU3HAYeHO 3MEHIIEHHS N03K Yepe3 MigBUINeHUN PU3UK MAaCUBHUX ITyHKOBO-
KHUIITKOBUX KPOBOTEY (OuB. TaOnuino 8 Buire Ta po3Min «OcoO6IuBOCTI 3aCTOCYBaHHS»).

ITopyweHHA pYyHKUiT HUDPOK.

JIiKkyBaHHS IAIli€HTIB i3 TAXKKHUM MOPYIIEeHHAM (PYHKIi1 HUPOK (KITipeHC KpeaTuHiny < 30
MJ1/XB) fabiraTpaHy eTeKCUIaTOM IIPOTUIIOKa3aHe (IUB. po3ain «IIpOTHUIIOKa3aHHSI»).

[TamieHTaM 3 NTETKUMU MOPYIIEHHIMHU (YHKITl HUPOK (KiipeHC KpeaTuHiHy 50 - < 80 Mi1/XxB)
KOPEKIIis 103U He MoTpibHa. [ malieHTiB i3 mOMipHUMY NOPYIIeHHAME QYHKII HUPOK
(kmipeHc kpeatuniny 30-50 MJI/XB) peKOMeHIOBaHa f03a AabiraTpaHy eTeKCUnIaTy CTaHOBUTD
300 mr: mo 1 kamncymni 150 Mr 2 pa3u Ha 1o0y. OgHak [ MallieHTiB 3 BACOKUM PHU3UKOM
KPOBOTEY MOXKJIMBE 3HUKEHHS 003U fgabiratpany etekcunaty go 220 mr: o 1 kamcymi 110
MT 2 pa3u Ha 000y (muB. po3minu «OcobnuBOCTi 3acTOCyBaHHSI» Ta «PapMaKOKiHETUKA»).



[I71s1 TaIlieHTIB i3 mOpPYIIEHHSAM (YHKIIIl HUPOK PEKOMEeHI0BaHO PeTebHe KITiHiuHe
CIIOCTEpPEXEeHHS.

OdHouacHe 3acmocysanHs fabiraTpaHy eTeKCUaTy 3 iHeibimopamu P-2aikonpomeiHy 8i0
cAabkux 00 NOMipHUX, HANPUKAAO 3 amMio0apoHoM, XiHiOuHoOM abo sepanamijiom.

He moTpibHO KOpUTryBaTH [03y IIPU OOHOYACHOMY 3aCTOCYyBaHHi 3 amiogapoHOM abo
XiHimrHOM (OuB. po3minu «OcobIUBOCTI 3aCTOCYBaHHS», «B3aeMofis 3 iHIIMMY TiKaPCbKUMU
3aco0aMu Ta iHII BUOM B3aeMofii», «dapMaKoKiHeTHKa»).

[TamienTaMm, IKi 3aCTOCOBYIOTh OQHOYACHO BepanaMmiji, peKOMEHI0BAHO 3HUKEHHS O34 (OUB.
tabnuiro 8 Buille Ta po3ginu «OcoOMMBOCTI 3aCTOCYBaHHA» Ta «B3aemopmis 3 iHIIMMU
nmiKapChKUMU 3aco0aMu Ta iHII BUAM B3a€EMOfiii»). Y IbOMYy BUMAAKy gabiraTpaHy eTeKcumiaT
Ta BepaliaMij CJIifi 3aCTOCOBYBaTH B OAYH 1 TOM XkKe 4ac.

Maca mina.

Kopeki1iist mo3u He nmoTpibHa (OuB. po3fmin «@apMaKoKiHETHKa»), ajie MallieHTaM 3 Macolo Tina
< 50 KT peKOMeHI0BaHO PeTeIbHUM KITiHIYHUHE KOHTPOJb (AUB. po3ain «Oco6IuBOCTI
3aCTOCYBaHHS»).

Cmame.

Kopexkiisg mo3u He noTpibHa (quB. po3min «®apMaKOKiHETHKA»).

Cnocib 3acmocyBaHHs:.

Lle#t mikapchKui 3acib 3aCTOCOBYIOTh ITepopaibHO. Karcyny MoxkXHa IpUAMaTH He3aJIexkKHO Bifl
BXKMBaHH4 1Xi. Kancymny ciifg KoBTaTH 1Lifi010, 3aMBal04YX CKIITHKOIO BOAY [JIS MOJIETIIeHHS
IIOTpAIlISHHS B LIIYHOK. [IallieHTiB CIif IIOIlepeuTy Ipo Te, 110 He MOXKHAa BiIKpUBaTH KallCyIly,
OCKINIbKY I1e MOXKe IiIBUIIUTHA PU3UK KPOBOTEUi (AuB. mimpo3ain «PapMaKoKiHETHKA»).

Himu.

Hemae o6rpyHTyBaHHS 3acTocyBaHHs mpemnapaty [IPAITAKCA nefiaTpUYyHUM MallieHTaM 3a
noKa3aHHSIMU: NpodinaKTUKa iHCYNIbTY Ta CUCTEMHOI eM0O0Iil y IIallieHTiB 3 HEKJIallaHHOIO
Gibpunsiieio mepencepab, TiKyBaHHS TpoM003y rinubokux BeH (TT'B) Ta nereneBoi eM00mil
(JIE).

Ilepedo3yeanns.

Io3u mabiraTpaHy eTeKCUIIaTy, 0 IePEeBUIIYIOTh PEKOMEHI0BaHi, TPU3BOAATE [0 MiABUIIEHHS
PU3UKY KPOBOTEUI.

Y pasi nigo3pu Ha nepefo3yBaHHA TECT Ha KOaryJysdlilo MOXKe NOTIOMOI'TA BUSHAUUTU PU3UK
KpoBOTeYi (IuB. po3nin «OcobIUBOCTI 3aCTOCYBaHHSA» Ta Migpo37in «PapMakoguHaMiKa»).



KanibpoBanu#t KinbKicHUM TeCT ab0 MOBTOPHE BU3HAYEHHS PO3BENEHOr0 TPOMOIHOBOT'O TECTY Ha€
MOXKJIUBICTh ITepenbadyuTy Yac, KOJIK 3afaHi piBHi mabiraTpany OyayTh HOCSATHEHi (IuUB. Migpo3min
«®apMaKoAMHaMiKa»), TAKOXK K OOAATKOBUY 3aXil MOXKHA pPO3M0YaTy Hiaiis.

HagMmipHa nmpoTumist 3ropTaHH0 MoXkKe MoTpeOyBaTH MPUITMHEHHS JTiKyBaHHS gabiraTpany
etekcunaTtoM. Ockinbku mabiraTpaH BUBOOUTHCS TOJIOBHUM YMHOM HUPKAMH, TO CJIifl MiATPUMYBaTH
afleKBaTHUU Oiypes.

Ockinbku 3B’s13yBaHHA 3 OiNKaMu Iy1a3Mu HU3bKe, fabiraTpal MoxKe BUBOOUTUCS 3@ JOIIOMOT0I0
miani3y; KIiHIYHUN DOCBig 3aCTOCYyBaHHS Oiasidy o6MexeHuUM (OuB. migpo3min «PapMakoKiHETHKA»).

YIpaBniHHA reMOpariYyHUMU YCKIIagHEHHIMU

Y pasi remopariyHux yCKJIagHeHb CJIifi IPUIIMHUTHY JIiKyBaHHSA Ta 3’sICyBaTU [OXepeJio KposBoTeui. Crif
PO3TIIIHYTH HEOOXigHICTh IPOBEAEHHS BiTIOBITHOTO MiATPUMYIOUOTO JTiKyBAaHHS 3a/I€3KHO Bif
KJTiHiYHOI CHTYyallil, HalpuKJyaj XipyprigHoro reMocTa3y 4M BifHOBJIEHHS 00’eMy IIMPKY/II0I040i KPOBI,
3aJ1eXKHO Bifi IpU3HAYEHH JIiKaps.

[Tpy BUHUKHEHHI 3arPO3U [JISI JKUTTS YK ITPU HEKOHTPOJILOBAHIN KPOBOTEUi, KONIM HeoOXigHe IIBUIKE
YCYHEeHHS aHTUKOATy IAIiiHOTo ehekTy mabirarpany, Moxke OyTH MpU3HAUYEHUM CIelUpiYHUM
PEeBEpPCUBHUM areHT (imapyiu3yMal) 3 aHTaroHiCTHYHUM e(heKTOM Ha hapMaKOOWHAMIUHWIA BIIJIHB
mabiraTpany (OuB. po3min «Oco0MMBOCTi 3aCTOCYBAHHS»).

MoxHa pO3TISHYTH OOLITBHICTh 3aCTOCYBAHHS KOHIIEHTPATIB KOATryIAaIiiHuX (PaKTOpiB
(akTMBOBaHUX ab0 HeaKTUBOBaHUX) a60 pekoMbiHaHTHOTO dakTopa VIla. IcHyIOTh geskKi
eKCIIepUMeHTaIbHi JaHi 100 PoJIi 3a3Ha4YeHUX areHTiB Y peBepCyBaHHI aHTUKOATYJISALIMHOT 0
edekTy mabiraTpaHny, ane HgaHi 00 iXHKOI KOPUCTI B KIIHIYHUX MPOSIBaX, @ TAKOXK MOKIIMBOTO
PU3HUKY BiTHOBIEHHS CUMIITOMIB TpoMGoeMOortii myKe oOMexkeHi. KoarymnsiiiiHi TectTu MOXyTh 6yTH
HEJOCTOBIPHUMM IIiC/ISl 3aCTOCYBaHHS 3allPOTIOHOBAHUX KOHI[EHTPATIB KoarynsauinHux ¢paktopis. Crig
BUSIBIISITU 00EPEXKHICTh IIPH TIIyMa4yeHHi IUX TeCTiB. TaKOXK CJIifi BUSBIATA 00€peXKHICTh IpU
3aCTOCYBaHHI KOHIIEHTPATIB TPOMOOIIUTIB, SKIIIO HasiBHA TPOMOOILIKUTOIEHisT a0 3aCTOCOBYBAIUCS
aHTUTPOMOOLIMTAPHI JTiKapCchKi 3aco0M ITPOJIOHTOBaHOI Ail. CUMIITOMATHYHE JTIKyBaHHS ITPOBOOSATH 3a
PEKOMeHAAIliIMu JTiKaps.

KoHcynbTanis ekcriepTa 3 Koaryisilii Moxe OyTH PO3TJIsSHYTa V pa3i MaCUBHUX KPOBOTEY (IIpU
HasIBHOCTi TaKOTO eKCIIepTa).

ITo6iuni peakuii.

Pesiome mpodinio 6e3neku

be3neky pabiratpany eTekcuiaTy 0yyo OI[iHEHO B XOfi KJTiHiYHKUX BUIIPoOyBaHb npubnu3xo y 64000
nauieHTis; 3 Hux npubnusno 35000 mamieHTiB oTprMyBasy JIiKyBaHHS fabiraTpaHy eTeKCUIaTOM.

3aranoMm y 22 % matieHTiB 3 ¢pibpunsiiieio nepeacepab, SKi OTpUMyBajIu Ipemnapar s npoginakTUKu
iHCYNbTY Ta cucTeMHOI eM0oJTil (JOBroTpUBase 3acTocyBaHHs Oinbine 3 pokiB), 14 % mallieHTiB, SKUM
nikyBanu TpoM003 rnuboKUX BeH Ta JieTeHeBy eM0oTIito, Ta 15 % mallieHTiB, gKi 0OTpUMyBaIn
npenapat s npodinaktuku TI'B Ta JIE, cioctepiranucs nobiuHi peakiii.

Haiiuacrimoio mo6igyHOI0 peakiiieio Oyna KpoBoTeua, 1110 crocTepiranacs npubnau3so y 16,6 %
nalieHTiB 3 QpiOpumnAlli€eio nepeacepab, SKi TpUBaINM Yac JIiKyBaaucs AJ19 TPOQiTakKTUKY iHCYIbTY Ta



cucteMHol em0orii, Ta y 14,4 % marienTis, sikum nikyBanu TI'B/JIE. KpiMm Toro, KpoBoTe4a BUHUKIIA Y
19,4 % nanienTis y gocnigxenni RE-MEDY 3 npodinaktuku TTB/JIE Ta y 10,5 % marieHTiB y
nocnimkenHi RE-SONATE 3 npodinaktuku TT'B/JIE.

OcCKIinbKY I'PyIY MAli€HTIB, AKi JIIKyBaJIUCs 3a TpbOMa [10Ka3aHHSAMY, He € 3iCTaBHUMU 1 BUIIaKU
KPOBOTEY PO3IOMiieHi 3a CUCTeEMaMy OpraHiB, KOPOTKa XapakKTepUCTHUKa MaCUBHUX i OyOb-IKUX
KPOBOTEY PO3[iJieHa 3a IMOKa3aHHSMY i HaBefleHa y Tabnuisax 11-14.

Xo4a B KJTiHIYHUX [OCTiIKEHHSIX KPOBOTEYi TPAIJISIUCh PifKO, BOHU MOXKYTh OyTU MaCHBHUMU ab0
TSAKKUMU i, He3aJeKHO Bif] JI0Kasi3alii, CIpUYUHATYA BTPATy Npale3qaTHOCTI, 3arpOoXKyBaTH KUTTIO

a00 HaBiTh IPU3BOAUTH [0 JIETAILHOTO HACTIMKY.

Y Tabnumi 10 HaBemeHo moOiyHi peakilii, BUSBIEHI i Yac JOCTiIXKeHb Ta MOCTMAaPKETUHTOBUX JAHUX
3a IoKa3aHHSAMHU MpodinakTUKa iHCYIBTY Ta CUCTEMHOI eMOOJIii, a TAKOXK JIiIKyBaHHS Ta
npodinakTrka TpoMO03y IMOOKUX BEH Ta JieTeHeBoi eM00I1ii, 3a ccTeMaMH OpraHiB i 4acTOTOO.
YacToTa BU3HAYA€ETHCA SIK: Oyxke dacTo (= 1/10), gacto (= 1/100 - <1/10), HevyacTo (= 1/1000 -

< 1/100), pigko (=1/10000 - < 1/1000), myxe pigko (<1/10000), HeBioMO (He MOXKHa BCTAHOBUTH 3a

HasSIBHUMHU [aHUMH).

[To6iuHi peakiril

Taomuus 10

- HacTtoTta

Krnac cucteM oprasis / [IpodinakTuka iHCynbTy |JlikyBaHHA Ta

no0iyHa peakilis Ta CUCTEMHOI eMO0oJIii y  |[mpodinakTuka TpoMO03y
MallieHTiB 3 GiOpunsili€eo [rmuboKUX BeH/ IeTeHeBo1
mepencepnb eM0OoJTil

3 60Ky cucmemu Kkposi ma aimpamuyHoi cucmemu

aHeMis 4acTo HE4YacTo

BHUXKEHHS PiBHS reMoriobiny HEYacTo HEeBigoMO

TPOMOOILIMTOTIEHIST HeYacTo PigKo

3HUKEHHS reMaTOKPUTY PiIKO HeBiToOMO

HEUTPOIIEHIs HEBITOMO HEBITOMO

ArpPaHyJIOLNATO3 HEeBiOMO HeBioOMO

3 6oky imyHHOI cucmemu

MeOVKaMeHTO3Ha rinepyyTIuBiCTh HEeYacTo HE4YacTo

BUCHUIIaHHS HEYacTo HEeYyacTo

cBepOixK HEYacTo HEJacTo

aHa(imakTHYHI peakilil pigKo pigko

QHTiIOHEBPOTHYHUYN HaOPSIK PiIKO PimKo

KPOIMB' THKaA PiOKO PimKo

OpPOHXOCIIAa3M HEBiTOMO HEBiTOMO

3 60Ky Hepeogoi cucmemu

BHYTDIIIHBOYEPEIHII KPOBOBHIINB [zegacTo [pinxo

3 60Ky cyOuHHOI cucmemu

remMaToMa HEYacTo HEe4yacTo

KpPOBOTEYA HEYacTo HEe4yacTo

3 60Ky duxanbHOI cucmemu, opaaHie 2py0Hoi KaimKu ma cepedoCmiHHA

HOCOBa KPOBOTEYa YacTo 4acTo

KPOBOXapKaHHS HEYacTo HEe4yacTo

3 6oky mpasHoi cucmemu




[ITYHKOBO-KMIIIKOBa KPOBOTEYA JacTo JacTo
0i71b y KUBOTI JacTo HEe4acTo
niapest YacTo HEe4yacTo
mUCIencis 4acTo 4acTo
HygoTa JacTo HEe4acTo
peKTasibHa KpOBOTeYa HEYaCTO YacTo
reMopoifjabHa KpoBOTEe4a HEYacTo HEJacTo
[MITyHKOBO-KUILIKOBA BUpa3Ka, BKIIIOYHO 3 HE4acTo HEe4acTo
BHPAa3KO0I0 CTPABOXOLY

racTpoe3odarit HEYacCTo HEeJacTo
racTpoesodareasbHa HEYaCTO HEe4acTo
pedokcHa XxBopoOa

6III0BaHHS HEYacTo HEYacTo
mucdaris HEYacTo pigKo
"enamobisiapHi nopyweHHs

MOpyLIeHHA QYHKIII MediHKn/ HEe4acTo HEe4JacTo
BiIXUIEHHS Bif HODMU TECTY

(yHKIIIl TeYiHKN

MiIBUIIEHHS PiBHI HEe4acTo HEe4acTo
anaHiHaMiHOTpaHC(epasn

MiABUIIEHHS PiBHSA HE4acTo HEe4acTo
acnaprataMiHOTpaHC(depas3u

[MiIBUIIEHHS PiBHSA PigKo HeYacTo
MMe4YiHKOBUX (PEPMEHTIB

rinep6inipybinemist PigKo HEeBigoMOo
3 60Ky wkipu ma nidwkKipHOi KAimKo8UHU

KPOBOBUJIMB Ha LIKipi JacTo YacTo
aJIoIelis HeBiZoMO HEeBiTOMO
3 60Ky onopHO-pyx080i cucmemu ma Cnoay4Hoi MKAHUHU

reMapTpo3 [pinxo [zeuacto
3 60Ky HUPOK ma ce4osudi/nbHOi cucmemu

cedocTaTeBa KpPOBOTEYa, BKIIOYAIOYM reMaTypiio [aacTto [gacTo
3azanvHi po3aadu ma cmaHu y micui nposedeHHA H €KUiU ma iH(pysiu

KPOBOBUJIMB y MiCIIi iH €KIIil pioKo pigko
KPOBOBUJIMB V MICI|i BBE[IEHHS KaTeTepa PiIOKO PIOKO

YwKo0xceHHA, MOKCUYHICMb ma YCKAAOHEeHHA Npu npo8e0eHHi MeOUYHUX npouedyp
TPaBMaTUYHUU KPOBOBUIINB PIIKO HEe4acTo
KPOBOBUJIUB y MiCIi pO3pi3y pioKo pigko

Onuc okpeMux nobiyHUX peakuitl

Kposomeui

3 ornsiay Ha apMaKoJIOTiuHKA MexaHi3M [ii, 3aCTOCYyBaHHS gabiraTpaHy eTeKCHUIaTy MOXKe
OyTH acollifioBaHe 3 IMigBUIIEHUM PHU3UKOM IIPUXOBaHOl ab0 SBHOI KPOBOTEUI, sIKa MOXe
BUHUKHYTU V OyOb-IKUX TKaHMHaX ab0 opraHax. CUMIITOMHU Ta TSIXKKIiCTh (BK/TI0YaOUH
JeTasbHi HaCIigKM) 3aj1exkaTh Bif JIoKasi3allii Ta cTymneHs: abo mOIMMpPeHHsT KPOBOTeUi Ta/abo
aHeMil. B xomi KJTiHIYHUX OOCHiKEeHb KPOBOTEYi CTM30BUX 000JI0HOK (HaIpuKiIaf IITyHKOBO-
KHIITKOBi, CEYOCTATEBI) CIIOCTEPIranucs 4acTillle Ipu TPHUBAIOMY JIiKyBaHHI mabiraTpany




€TEeKCHUJIaTOM B NOpiBHAHHI 3 niKyBaHHAM ABK (aHTaronictu Bitaminy K). TakuM 4uHOM, Ha
OOJaTOK 0 JOCTAaTHHOTO KITiIHIYHOTO CIIOCTepeXkKeHHsI, TaDopaTOPHi IepeBipKy IOKa3aHb
reMorji06iHy/TeMaTOKPUTY € BaXXJIMBUMU MJIs1 BUSBJIEHHS IIPUXOBAaHUX KPOBOTEY. PHU3UK
KPOBOTEY MOXKE 3pOCTaTH Y IEBHUX I'PYII NALli€HTIB, HAIIPUKJIIaf Y Nalli€HTIiB 3 IOMipHUMHU
NopyIeHHAMY GYHKIIiI HUPOK Ta/abo y Malli€eHTiB i3 CyyTHLOIO Tepalli€lo, SKa BIIJIUBA€E Ha
reMocrTas, abo cunbHuUMU iHTibiTOpaMu P-gp (muB. po3min «OcobmIUBOCTI 3aCTOCYBaHHS»:
Pu3uk kpoBoTedi). Ha remopariuHi ycKkinagHeHHS MOXKYTh BKa3yBaTH Cl1abKicTh, OJTifiCTB,
3araMoOpOYeHHs, TOOBHUY 0inb a00 He3p0o3yMini HaOpPsSKY, 3adUIIIKa Ta IIIOK 3 He3 SICOBaHUX
IIPUYHUH.

[ToBimoMuIsAIOCS, 110 BifOMi yCKJTagHEHHS KPOBOTEU], TaKi IK KOMIIapTMEHT-CUHAPOM, rOCTpa
HUPKOBa HEOOCTATHICTh Yyepe3 rimonepdysito Ta HedporaTis, MoB’'g3aHa 3
aHTUKOATyJISaLiHOI0 Tepalli€lo, CIIOCTEePIraJnuch y MalieHTiB 3i COPUATINBAMEU (PaKTOpaMu
PU3UKY IIPU 3aCTOCYBaHHi mabiraTpany eTekcunaTy. ToMy BipoTimHiCTh KPOBOTEYi CIIift
BpPaxOBYBaTH IIPH OIiHII CTaHy OyOb-IKOT0 MallieHTa, SKUM OTPUMY€E aHTUKOATyISIiNHY
Teparito. Crienudiunui mpenapaTt 3BOPOTHOI [iil Ay1g mabiraTpaHy - imapynudymad - MOXKHa
3aCTOCOBYBATH y Pa3i BUHUKHEHHS HEKOHTPOJILOBAHOI KPOBOTEYi (OUB. PO3Min
«Ilepemo3yBaHHS»).

[Ipogisakmuka iHCyabmy ma cucmemHoi embo4ii y dopocaux nauieHmie 3 ¢pibpuasuieto

nepedcepdsv 3 00HUM abo KinbKoMd (paKmopaMu Pu3uky.

Y tabmuni 11 HaBe[eHO [aHi MPO BUMAIKU KPOBOTEY Biff MaCUBHUX [0 Oyab-aKUX y 6@30BUX
MOCTiAXKEHHSX MPOoQiNakKTUKHU iHCYNIbTY Ta CUCTEMHOI eM0o7Iil y mallieHTiB 3 ¢ibpunsiiieio
nIepencepnb.

Tabmuusg 11

Bunagku KpoBOTeY y OOCTigKEeHHIX TPOPilakKTUKY IHCYIbTY Ta CUCTeMHOI eMOOJIil y IallieHTiB 3
Gibpunsiiero mepemcepnb

[ToKa3HUK [abiraTpany [TabiraTpany Bapdapun
eTeKCHIIAT, eTEeKCHUJIAT,
110 mr 2 pasu Ha | 150 mMr 2 pa3u Ha
neHb NeHb
KinbKiCTh paHOOMi30BaHUX nalieHTiB [6015 6076 6022
MacuBHa KpOBOTeYa 347 (2,92 %) 409 (3,40 %) 426 (3,61 %)
BHYTPIITHEOYEPEIIHA KPOBOTEYA 27 (0,23 %) 39 (0,32 %) 91 (0,77 %)
[ITYHKOBO-KHMIIIKOBa KPOBOTEYa 134 (1,13 %) 192 (1,60 %) 128 (1,09 %)
lTeTajbHa 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 [0 rpynu gabiratpany etekcunaty 110 mr aBiui Ha o6y a6o 150 mr
nBiui Ha moOy, cIlocTepiraBcsl 3HAYHO HUKYKM PU3UK BUHUKHEHHS He0e3MeYHUX IS XKUTTS
KPOBOTEY i BHYTPIilIHbOYEPEITHUX KPOBOBUIUBIB IOPiBHSAHO 3 Bapdapunom [p<0,05]. O6unsa
Io3yBaHHS mabiraTpaHy eTeKCUIaTy TaKOXK XapaKTepU3yBaJIuCh CTATUCTUYHO 3HAYYIO HUKYO0
3arajibHOI0 YaCTOTOIO KPOBOTeY. Y MAIli€HTIB, paHA0Mi30BaHUX 0O IPynu gabiraTpaHy eTeKcunarty
110 mr pgBivi Ha goOy, cocTepiraBcs 3HAYHO HUXKYMM PU3UK MAaCUBHUX KPOBOTEY MOPIBHSIHO 3



BapdapuroM (BigHomeHHs pusukis 0,81 [p=0,0027]). V marienTiB, paHgoMi30BaHUX A0 IPYIU
nabiratpany etekcunaty 150 mr gBiui Ha mo6y, criocTepiraBcs 3HaYHO BUIIUM PU3UK MaCUBHUX
IITYHKOBO-KMIIKOBHX KPOBOTEY IOPiBHAHO 3 BapdapuHoM (BigHomeHHs pu3ukis 1,48 [p=0,0005]).
Let edekT Bim3HaYaBCs IIepeBakHO Y MAIiEHTIB BiKOM =75 pPOKiB.

KrniniuHi nepeBaru gabiraTpaHy eTeKCUIATy CTOCOBHO TPOGiNTaKTUKYU iHCYIBTY Ta CUCTEMHOI eMOoJtii
Ta 3HUKEHHS PU3UKY BHYTPIIIHHOMO3KOBOI KPOBOTEUI MMOPIBHSHO 3 TAKMMHU IIPK 3aCTOCYyBaHHI
Bapdapuny 3adikcoBaHi B iHAMBiAyanbHUX CyOrpynax, HalpUKIIaf, 3a HIPKOBOIO HENOCTATHICTIO,
BiKOM, OTHOYaCHUM 3aCTOCYBaHHSM iHIINX JTiKapChKUX 3aC00iB, TaKUX SK aHTUTPOMOOIUTAPHI
3acobu abo inribiTopu P-gp. Tomi sk neBHi CyOTrpynu maIieHTiB MalOTh MiABUILEHUN PU3UK MaCUBHOI
KPOBOTEYi ITPX 3aCTOCYBAHHI aHTUKOATYJISHTIB, OTXKe, ITPU 3aCTOCYBaHHi mabiraTpaHy icHye
Ha[JIMIIKOBUY PU3UK IJIYHKOBO-KUIIKOBOI KPOBOTEYi, SIKa MOXKE BUHUKHYTH IIPOTATOM 3-6 MiCAIIiB
IicyIs MoYaTKy Teparil fabiraTpaHy eTeKCHUIaTOM.

JlixyeanHa TI'B i JIE ma npogisakmuka peuudugyr4o20 TI'B ma JIE y 0opocaux (AiKy8aHHA
TI'B/JIE).

Y Tabnuni 12 HaBe#eHo [aHi 00 BUIQKiB KPOBOTEY, SIKi CTiocTepiranucs y xoni 06’eqHaHUX
ocHoBHuUX pocnimxkeHb RE-COVER i RE-COVER 11 3 nikyBauus TT'B/JIE. B 06’eqHaHUX [OCTiIXKEHHIX
IIOYaTKOBI KiHIIeBi TOYKM Oe3MeKHd MaCUBHUX KPOBOTeY, MaCUBHUX a00 KITiHIYHO 3HAYYIINX KPOBOTEY
Ta Oymb-IKMX KPOBOTEY OYJIM 3HAUYINO HUKYUMU MTOPIiBHSIHO 3 TAKMMU IIPU 3aCTOCYBaHHI BapdapuHy
IIpY HOMiHAJILHOMY DPiBHI 3HA4yIIOCTL 5 %.

Tabnuusg 12

Bunagku kpoBoted y gocnimxkenusx RE-COVER i RE-COVER 1, siki 6ynu HanpaBieHi Ha JTiKyBaHHS
TI'B Ta JIE

[Toka3HUK [labiraTpany Bapdapun BifHOLIEHHS PU3UKY,
eTEeKCHUIIAaT, nabiraTpaH MOPiBHSIHO
150 mr 2 pa3u 3 BapbapunoM (95 %
Ha [eHb IOBIPYOro iHTEpBAy)

KinbKicTh mallieHTiB, BKIIOYEHUX B aHai3 [2456 2462

0e3mexKu

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)

MaCHBHAa LITyHKOBO-KUIIIKOBa KpoBoTeda |10 (0,4 %) 12 (0,5 %) 0,83 (0,36; 1,93)

KpOBOTeYa, HeOe3MMeyHa Oy 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)

Oymb-siKa MITYHKOBO-KHUIITKOBA KpoBoTeda |70 (2,9 %) 55 (2,2 %) 1,27 (0,90; 1,82)

Bunagku KpoBOTeY y pa3i BUKOPUCTaHHS 000X MeTOHiB JiKyBaHHS OyJIU OLiHEHi Iicys mepIioro
3acTocyBaHHS fHabiraTpaHy eTekcunaty abo BaphapuHy Imiciig 3aKiHYeHHS MapeHTepasbHOI Teparii
(TinpKu mepiof mepopaibHOro NiKyBaHHS). HaBemeHi maHi BKIOYalOTh BCi BUMAAKKA KPOBOTEY, SIKi
CIIOCTEpPIramucs MpOTSATOM 3aCTOCYyBaHHS mabiraTpaHy etekcuinaty. [I1s Bapdapury 0y10 BKIIIOUYEHO
BCi BUMIAJKX KPOBOTEY, 3a BUHSATKOM THUX, SKi CIIOCTepPiraaucs NpoTAroM IepexigHoro nepiogy 3
IIapeHTepaJbHOl Tepalii Ha BapgapuH.

Y Tabnuni 13 HaBe#eHO [aHi 11010 BUIIAMKIB KPOBOTEY, SIKi CIIOCTEPIraaucs y X0fi OCHOBHOTO
nocrimxkenuss RE-MEDY npodinaktuku TI'B/JIE. [Teski KpoBoTedi (MacuBHi/ KIiHIiYHO 3HAYYII; Oy/b-



SIKi) IpK HOMiHABHOMY piBHI 3HAYyIOCTi 5 % Oynu 3HAYYIL[0 HUKYKUMHU y TALi€HTIB, SIKi OTpUMYyBasIu
nabiraTpaHy eTeKCHUIaT, IIOPiBHSHO 3 TAKUMH Y MAIli€HTiB, SKi OTPUMyBaIu BapdapuH.

Tabmuus 13

Bunagku kpoBoted y gocnigkenHi RE-MEDY, sike Oyno HanpaBieHe Ha mpodinaktuky TI'B Ta JIE

KJIIHIYHO 3HAYyIla
KpOBOTEYa

[Toka3HUK [TabiraTpany Bapdapux BigHOIIEHHS PU3UKY,
eTEeKCHUIIaT, mabiraTpaH MOPiBHSHO
150 Mr 2 pa3u Ha OeHb 3 BapdapunoM (95 %

mOBipYOro iHTEpBAIy)

Kinpkicth namienTis, (1430 1426

BKJIIOUEHUX B aHai3

Oe3mexu

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

BHyTpimmHbO4YepenHa |2 (0,1 %) 4 (0,3 %) He MmoxHa

KpPOBOTEYa [po3paxyBaTu*

MacuBHa IUIyHKOBO- 4 (0,3 %) 8 (0,5 %) He MoXHa

KHILIKOBa KPOBOTEYa po3paxyBaTu*

KPOBOTEYa, 10,1 %) 3 (0,2 %) He MoxHa

HeOe3neyHa A po3paxyBaTu*

PKUTTS

MacuBHa KpoBoTeda/ |80 (5,6 %) 145 (10,2 %) 0,55 (0,41; 0,72)

Bynb-fiKa KpOBOTEYa

278 (19,4 %)

373 (26,2 %)

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

Oymb-sKa IIITyHKOBO-
KUIITKOBA KPOBOTEYa

45 (3,1 %)

32 (2,2 %)

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

* BifHOILIEHHS PU3UKY HE OIL[IHIOBAJIM, OCKIJIbKY He BUSBJIEHO BUIIQ[KIB B KOAHIN 3 TPy NAIi€HTIB.

Y Tabnuni 14 HaBe#eHO [aHi 11010 BUIAQMKiB KPOBOTEY, SKi CIIOCTEPIiranucs y X0ofi 0CHOBHOTO
nochimxkennss RE-SONATE 3 npodinaktuku TI'B/JIE. PiBers KoMbiHaIlil MaCHBHHX KPOBOTEY/

KJTIHIYHO 3HAYYIIUX KPOBOTEY Ta PiBeHb OyIb-IKKUX KPOBOTEY IIPU HOMiHA/IbHOMY PiBHI 3HAUYIIOCTI

5 % Oynu 3HaYyI0 HUKYKMMHU y TIALli€HTIB, SIKi OTpHMyBasy mane6o, IOPiBHIHO 3 TAKUMHU Y
NallieHTiB, SIKi OTpUMyBau gabiraTpaHy eTeKcuniar.

Bumagku kpoBoted y mociigxkenHi RE-SONATE, sike Oyo HampaBieHe Ha npodinaktuky TI'B Ta

Tab6muig 14

JIE
[Toka3HUK [labiraTpany [Tnane6o BifHOLIEHHS PU3UKY
eTekcunat 150 mr 2 mabiratpany
pa3u Ha [eHb MOPiBHSIHO i3 mare6o
(95 % moBipuoro
iHTepBay)
KinpkicTh narmienTis, |684 659
BKJIIOUEHUX B aHalIi3
OGe3nexu
MacuBHi KpoBOTEUi 2 (0,3 %) 0 He MmoxHa
[po3paxyBaTu*
BHyTpilIHbOYepenHa |0 0 He MoxHa
KpPOBOTEYa [po3paxyBaTu*




MaCHBHa UIITYHKOBO- |2 (0,3 %) 0 He MoxHa
KHIIIKOBa KPOBOTEYa PO3paxoBaHO*
KpOBOTEYA, 0 0 He MoxHa
HeOe3meyHa I po3paxyBaTu*
PKUTTS

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

3HaYyIlla KPOBOTEYa

bynb-sika KpoBoTeda |72 (10,5 %) 40 (6,1 %) 1,77 (1,20; 2,61)
Oynb-sika mnyHkoBo- |5 (0,7 %) 2 (0,3 %) 2,38 (0,46; 12,27)
KHIIIKOBa KPOBOTEYa

* BigHOILIIEHHS PU3UKY He OL[IHIOBAJIM, OCKIJIPKY He BUSBJIEHO BUIIA[KIB B KOAHIU 3 TPy NAli€HTIB.

Ae2paHysouumos i HeumponeHis

IyXe pifKo MOBimOMIISIOCS PO arpaHy/IOLUTO3 Ta HEUTPOIEHiIo MMif Yac 3acTocyBaHHs gabiraTpany
eTtekcunaty. OCKinbKY 1po moOiyHi peakilii mOBiTOMIISAIOCS IPOTITOM ITOCTMapPKETUHT'OBOT'O
MOCTiAKEeHHST HaceJleHHs HEBiOMOl YMCeNIbHOCTI, HOCTOBIPHO BU3HAUUTH HYaCTOTY iX BUHUKHEHHS
HeMOXK/I1BO. KoedillieHT 3BITHOCTI OIIiHIOBaIH SIK 7 SIBUII Ha 1 MiTbIOH MalliEHTO-POKIB II0O0
arpaHyJIOLUKTO3Y Ta SIK 5 IBUII Ha 1 MinbHOH MaIliEHTO-POKIB 000 HEUTPOIIEHii.

[ToBigoMIIeHHS PO Mimo3pioBaHi mo6ivHi peakirii

[ToBimomneHHs mpo mob6iuHi peakiril micis peecTpatlii TikapchbKoro 3aco0y Ma€ BaXKIuBe 3HAYEHHS.
Lle nae 3MOry IPOBOAUTYU MOHITOPUHT CIIIBBiIHOIIEHHS KOPUCTH/PU3UK IIPU 3aCTOCYBaHHI IIbOTO
JiKapchbKOro 3aco0y. MeouyHuM Ta ¢apMalleBTUUHUM IIpalliBHUKaM, a TaKOX IallieHTaMm abo ixHiM
3aKOHHUM IIPeCTaBHUKAM CJIi[] IOBiTOMJISITH IIPO YCi BUMTAAKHK MiI03PI0BAaHUX MOOIYHUX Peakilii Ta
BiCYTHOCTI e(peKTHUBHOCTI TiKapCchKOTo 3aco0y yepe3 aBTOMATH30BaHy iHopMaliiHy cucTeMy 3
dbapMaKOHArIsIAy 3a MoculaHHAM: https://aisf.dec.gov.ua

mepmiH npudamuocmi. 3 POKU.

YMoBH 30epiranHsi.

306epiratu B CyXOMy, HEJOCTYIIHOMY IJId AiTeU MicILi Ipu TemmnepaTypi He Buile 25 °C.

VYnakoBka.

[To 10 kamcyn y 6mictepi; mo 3 abo 6 6ricTepiB y KapTOHHiM KOPOOIIi.
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KaTteropis Bigmycky.

3a pelemnToM.

BupoOHHK.
Bepiurep larensxaiim ®apma ['M6X i Ko. KT', Himeguuna/

Boehringer Ingelheim Pharma GmbH & Co. KG, Germany.

Micue3HaxoIKeHHsI BUPOOHHKA Ta ajipeca Micus MpoBaIXKeHHS HOT0 Tis/IbHOCTI.
Binrep Iltpacce 173, 55216 Iarensxaiim Ha Peiini, HimeuuynHa/

Binger Strasse 173, 55216 Ingelheim am Rhein, Germany.



