Ckian

diroua pedosuHa: puBapokcabaH;

1 TabneTka, BKpUTA IIJIiBKOBOIO 000JIOHKOIO, MiCTUTDL 20 MI' puBapoKcabaHYy;

OONOMIJICHI pedyo8UHU: LeJII0JI03a MIKPOKPHUCTaJliYHa, HaTPilo KpOCKapMesno3a,
rimpomesno3a 5 cp, rimpomersno3a 15 cp, MTakKTOo3u MOHOTiApaT, MarHito crteapaT, HaTPio
naypuincynbdat, makporon 3350, tTutany miokcup (E 171), 3amisa okcun yepBoHUi (E
172).

JIikapcbKa ¢popMma

TabneTkKu, BKPUTI IJIIBKOBOIO 000IOHKOIO.

OCHOBHI (pi3uKo-xiMiuHI 8s1acmusocmi:

TabIeTKHU, BKPUTiI 000JI0HKOIO 110 20 MT: KPYTJIi ABOOMYKJIi TabOIeTKU KOPUUHEBO-

YepPBOHOT'0 KOJILOPY 3 TPUKYTHUKOM Ta 1udporo 20 3 ogHOTo O0KY Ta XPECTOBUOHUM
HanucoM BAYER - 3 igmioro.

®dapMaKoTepalneBTHYHA Irpyna
AututpomboTuuHi 3acobu. Kog ATX BO1A FO1.
dapMakogHHaMiKa

Mexani3Mm il

PuBapokcabaH - BUCOKOCEJIEKTUBHUM NPSAMUM iHTi0iTOp bakTOpa Xa, II10 Mae
OOCTaTHBO BUCOKY 0i0OCTYIIHICTh IIPU IIepopajibHOMY 3acTOCyBaHHi. BlIOKyBaHHS
aKTUBHOCTI (pakTOpy Xa IepepuBa€c BHYTPIIIHIN Ta 30BHIMIHIN NUIIXU KOAryIALiMHOT O
Kackamy, i, K HacCJIimoK, IpUTrHiuyeThCcsad GopMyBaHHSA TPOMOiIHY Ta YyTBOPEHHS TPOMOY.
PuBapokcabaH 6e3mocepeHbo He MPUTHIYY€E aKTUBHICTh TPOMOiIHY (aKTHBOBAHOT O
dakTopa II) Ta He BOIKMBa€E Ha TPOMOOIIUTH.



dapMakoguHaMiuHi edeKTHu

[Tpu 3acToCcyBaHHi y JIofel BigMiueHO J0303aexkKHe iHriOyBaHHS aKTUBHOCTI hakTOpa
Xa. Ilpu BukopucrtanHi Tecty Neoplastin puBapokcabaH BUSIBISE N0303aJIEXKHUN
BILIMB Ha IPOTPOMOiIHOBUM Yac, 110 JOCTOBIPHO KOPEJIIOE 3 KOHIIEHTPAIliIMHU Y TI/1a3Mi
KpoBi (r = 0,98). IIpu BUKOpuUCTaHHI iHIIUX TeCcTiB/HaOoOpiB pe3ynbTaTu OyOyTh
iHmrmMu. [lokazaHHA DpuUaany BapTo 3HiMaTH y CeKyHaax, OCKinibku MHB
(Mi>kHapoaHe HOpMaJli3oBaHe BiIHOINIEHHS) BimKasmiOpoBaHe Ta IIpoBajliloBaHe TiTbKU
IJIs1 KyMapUHIB 1 1OT0 He MOXKHa 3aCTOCOBYBATHU [JIA IHINNX aHTUKOATYyJISHTIB.

Y natnieHTiB, sIKi OTPUMYIOTh puBapokcabaH s jmikyBaHHsA TT'B (TpomM603y rmuboKux
BeH), TEJIA (TpoMbGoeMOoItil mereHeBol apTepil) i npodinakTuku penunusis TT'B i
TEJIA, 5/95-npouenTuniB ansa nporpoM6iny (Neoplastin) yepes 2-4 roguHu micns
nmpuiioMy TabrmeTku (TOOTO M Yac MOCATHEHHS MaKCUMaJIbHOTO e(DeKTY)
KONMUBaWTHCS Bim 17 mo 32 ¢ gns TabneTok mo 15 Mmr 2 pa3u Ha goby abo Big 15 mo 30 ¢
- nyst TabneTok mo 20 Mr 1 pa3 Ha moOy BigmosimHo. [Tpu MiHiManbHIN KOHIIEHTpAaLii
puBapokcabaHy (uepe3 8-16 roguH micns nmpuiiomy TabneTku) 5/95 IpOIeHTUIIB Ha
THi go3u 15 Mr puBapokcabaHy ABidi Ha moOy KonmBaloThCA Bim 14 o 24 cek, a O
no3u 20 Mr puBapokcabaHy pa3 Ha go0y (uepe3 18-30 rogus micis npuiiomy
TabneTku) - Big 13 mo 20 c.

Y nanieHTiB 3 HeKanmaHHOI GQiOPUNSIi€lo Tepencepab, siKi OTPUMYIOTh PUBapoKcabaH
o7 TpodiTaKTUKY IHCYNIBTY i cucTeMHO1 eM001il, 5/95-TPOIIeHTUIIIB O1s1 ITPOTPOMOIHY
(Neoplastin) yepe3 1-4 roguHu micsns npuiioMy TabneTku (ToOTO ITim Yac JOCATHEHHS
MaKCHUMallbHOT0 e(eKTy) KonuBailoThCs Bif 14 mo 40 c y malieHTiB, sIKi OTpUMYyBaJlu 10
20 mr 1 pa3 Ha mo6y, abo Big 10 mo 50 ¢ y mallieHTiB 3 HUPKOBOIO HEOCTATHICTIO
CepenHboro CTYIEeHS TAXKKOCTI, siKi 3acTocoByBanu 1o 15 mr 1 pas Ha goOy. [Ipu
MiHiManbHiM KOHIIeHTpallil (uepe3 16-36 roguH micis nmpuiomy TabmeTku) 5/95
ITPOIIEHTUJIIB Y MAlIli€HTIB, IKi OTPUMYIOTH JTiKapchKui 3acid y mo3i 20 Mr 1 pas Ha
noOy, KoJIMBaloThCA Bif 12 g0 26 ¢, y XBOPUX i3 HUPKOBOIO HENOCTATHICTIO CEPEOHBOTO
CTYIEHS TSIKKOCTI, SIKi OTPUMYIOTh JIiKapChKu# 3acib y go3i 15 mr 1 pa3 Ha goly - Bifg
12 go 26 c.

Y xopmi KniHiKO-papMaKOJIOTiYHOT 0 JOCITiIXKEeHHS 3 BUBYEHHS IIPUTHIYEeHHS
dbapmakoguHaMiky puBapokcabaHy y 3MOPOBUX OOPOCIINX OOOPOBOJIBIIB (n = 22)
MIPOBOAHUJIACH OILiHKA BIIJIMBY OOHOPa30BUX 003 (50 MO/Kr) KOHIIEHTPaTiB
npoTrpombiHoBoro koMriekcy (PCC) nBox pizaux tumiB: PCC i3 3 ¢pakTopiB (dhakTopu
II, IX Ta X) ta PCC i3 4 ¢axkTtopiB (dpaktopu II, VII, IX Ta X). IIpu 3actocyBanHi PCC i3
3 pakTOpiB crlocTepiranocs 3HUKEHHS cepenHix 3HaueHb [1Y (mpoTpoMOGiHOBOTO Hacy)
(Neoplastin) mpu6nusuo Ha 1,0 ¢ 3a 30 xBunuH, a Ha T/1i PCC i3 4 ¢akTopiB Taki
3HaYeHHS 3HU3UINCh Ha 61u3bKo 3,5 ¢c. Hatomicte PCC i3 3 hakTOpiB MaB
MOTYZKHIIINM Ta IIBAAIINYA 3arajibHUAM BIIJIUB Ha IPUTHIYEeHHS 3MiH B YTBOPEHHI



eHpgoreHHoro TpoM06iny, Hizk PCC i3 4 ¢dakTopiB (guB. po3min «I[lepemo3yBaHHI»).

Takok puBapoKcabaH [10303a/IexKHO ITiIBUIITYE aKTUBOBAHUM YaCTKOBUM
TpoMmOoracTuHoBuM 4ac (AYTY) i pe3ynbraT HepTest; ogHak 11i mapaMeTpu He
PEKOMEHYETHCSI BUKOPUCTOBYBATHU [JIs OL[IHKM (papMaKOOWHaAMIYHUX €(EeKTiB
puBapokcabaHy. Y mepiop JIiKyBaHHSI puBapoKCcabaHOM IPOBOOUTU MOHITOPUHT
rmapaMeTpiB 3ropTaHHsa KPOBi He moTpibHO. [IpoTe y pa3i KiIiHiYHOI He0OXigHOCTI
piBeHb puBapoKcabaHy MoxKe OyTH BUMIipSAHUM 3a JOIIOMOT0I0 KamibpoBaHUX
KiJIbKiCHUX TeCTiB Ha aHTH(aKTOp Xa (guB. po3min «PapMaKoKiHETHKA»).

KniniuyHa edeKTHUBHICTE i 6e3meka

ITpoginakmuka iHCya1bmMy ma cucmemHoi emb0ii npu HeKaanaHHilu pibpuaayii
nepedcepob

KniniuHa mporpama mociigXKeHb TiKapchKoro 3aco0y Kcapento® 0Oyna po3pobreHa 3
METOI0 IeMOHCTpalil eeKTUBHOCTI 3acTOCyBaHHA Kcapento® mis npodinakKTUKH
iHCYJIbTy Ta CUCTEMHOI eMOO0JTil ¥ IMallieHTiB 3 HeKJIallaHHO GiOPUIISIli€lo Iepeacepab.

B 6a3oBomy nopsitHoMy crinomy gociimxkeHHi ROCKET AF B3sinu y4dacTts 14 264
MallieHTH, YaCTuHa 3 IKUX oTpuMyBasa Kcapento® B mo3i 20 Mr 1 pa3 Ha mobOy
(mauieHTH 3 KJIipeHCOM KpeaTUuHIHY

30-49 mn/xB - 15 Mr oguH pa3 Ha A00y), iHIlla YacTHHa - BapdapuH 3 TUTPYBAHHSAM [0
IiJTbOBOTO PiBHS MizKHAPOOHOTO HOpMasi3doBaHoro BigHomeHHsI (MHB) 2,5
(TepanmeBTHMuHUM Oiana3oH 2,0-3,0). CepegHs TpUBaJiCTh JTiKyBaHHS CTaHOBUJIA 19
MICAIIiB, @ HalOBIIa TPUBAJIICTh JIiKyBaHHSA - 00 41 micsans. 34,9 % nallieHTiB
OTPUMYBaJIU CYIIYTHIO Tepallio aleTUICaIiluIoBo KUucaoTow i 11,4 % npunmanu
aHTHapuTMigHi 3acobu III kmacy, y ToMy 4ucii aMmiomapoH.

Kcapento® He nmocTymnaeThbcsa BapdapuHy 3a e(eKTUBHICTIO ¥ IIEPBUHHIN CYKYyITHIU
KiHI1IeBi# Tou1li (IHCYJIbT i cucTeMHa eMOOJTist 3a MexXXaMHu 1IeHTPaJIbHOI HEPBOBOI
cucteMu). Cepef Mali€eHTIB, IKi OTPUMYyBaJId JIiKyBaHHS 3TigHO 3 IPOTOKOJIOM Y
nepion mmpuiiomMy rnpenapartiB, 188 nmepBUHHUX BUIIQAKIB iHCYJIbTYy Ta CUCTEMHOI
emoOorii (1,71 % Ha piK) po3BHUHYINCS Ha puBapokcabaHi Ta 241

(2,16 % Ha pik) - Ha BapdapuHi (BigHOomeHHa pu3ukis (BP) 0,79; 95% poBipuui
inTepBan (1), 0,66-0,96; P < 0,001 3a moKa3HUKOM «He IIOCTyHa€eThcsa»). Cepen ycix
Malli€eHTiB IIEpPBUHHI ABUIlla BU3HAYaJIUCAa ¥ 269 nalieHTiB, sIKi npunuMaiu
puBapokcabaH (2,12 % Ha pik), Ta 306 mailieHTiB, AKi nputimanu BapdapuH (2,42 % Ha
pik) (BP 0,88; 95 % [I, 0,74-1,03; P < 0,001 3a MOKa3HUKOM «HE MOCTYIIAETLCA»; P =
0,117 3a mOKa3HUKOM «IlepeBepirye»). Pe3ynbTaTy 3a BTOPUHHUMH KiHIIEBUMU
TOYKaMH, 110 JOCIiAXKyBaJIKCh B iepapxidyHoMy nopsagky mig 4ac ITT aHamisy,
HaBepeHO B Tabmuti 1.



Cepeq nalieHTiB 3 TPyIH, SKa JiKyBajiach BapdapuHoM, MoKa3HuK MHB 3HaxonmBcCs B

MezKaXx TepaleBTU4YHOro miama3ony (2,0 - 3,0) B cepegaboMy 55 % 4dacy (MemiaHa 58

%; iHTepKBapTUIbHUM Hiaras3oH: Big 43 go 71). EdpekTuBHIiCTL puBapoKkcabaHy He

Bipi3HAJIACH B 3aJIEKHOCTI BiJl IOKa3HUKA IIepiofy y TepalleBTUYHOMY [iara30Hi B
LeHTpi (Yac migTpuMaHHS LiJILOBOTO Aiana3oHy 3HadyeHb MHB 2,0-3,0) B KBapTuiIsax
omHakoBOrO po3Mipy (P = 0,74 gnsa B3aeMogil). B Mexkax HallBUIIOTO KBapPTUIIIO

BiITIOBiOMHO [0 3HAYeHb B IIEHTPi, BiTHOIIIEHHST PU3UKIB OJIsT puBapoKcabaHy B
opiBHSAHHI 3 BapdapuHoMm ctaHoBuio 0,74 (95% II; 0,49-1,12).

YacToTa nomili OCHOBHOTO IIOKA3HUKAa 0e3meku (MaCHUBHI Ta HEMACUBHI KIiHIYHO

3HaAuyIIi KpoBoTedi) Oyna mogibHo B 000X rpynax JiKyBaHHS (OUB. TaOIUIO 2).

Tabnuis 1. [Toka3sHUKY e(EKTUBHOCTI 3a pe3ynbTaTaMu AociiaxKeHHs ¢a3u 111

ROCKET AF

[Tonynsaiis mociigkeHHSA

AHarmi3 e¢peKTUBHOCTI y IAIliEHTIB 3 HEKIalaHHOIO Qiop?

repefacepnb, 3aIeKHO Bifl MPU3HAYEHOT O JTiKyBaHHS

KcapentoO 20 Mr 1 pa3
Ha moOy (Osist mallieHTiB 3

BapdapuH, TUTpoBaHUM

: Bi
HEeIOCTATHICTIO - MHB 2,5 (TepaneBTUYHUA
TepanesTryHa go3a miamason 2,0-3,0) p-
15 Mr 1 pa3 Ha mo0by) 3a
Yactorta nopniu (Ha 100
Yacrtorta nopniu (Ha 100 IaI[iEHTO-POKIB) «I
MaIliEHTO-POKIB)
0,
[HCynBbT Ta cucteMHa eM0OOJIis 3a 269 306 ©
Mmezkamu LTHC (2,12) (2,42)
0,
0,
[HCyNBT, cucTeMHa eM00JTist 3a 572 609
Mmexxamu LIHC ta cMmepTh Bif (0.
(4,51) (4,81)

CYOUHHUX 3aXBOPIOBaHb




[HCY/IBT, CUCTEMHA eMGOJIisT 3a 0,
mexxamu LIHC, cmepTs Bif 659 709 ©
CYyOVWHHUX 3aXBOPIOBaHb Ta iHpapKT (5,24) (5.65) |
Miokappna 0,
0,
253 281
[HCYJIBT (V)
(1,99) (2,22)
0,:
0,
CucteMHa eM00JTisI 3a MexXaMH 20 27 ©
LHC (0,16) (0,21)
0,:
0,¢
130 142
[HdapkT MioKapoa (0]
(1,02) (1,11)
0,
Tabnuuga 2. [Toka3HuKu 0e3meKu 3a pe3ynbraTaMu gocaimxkenHsa ¢gas3u [II ROCKET AF
[Tonynsais mociigkKeHHA [NamieETH 3 HEKJIamaHHOoI QiOpUSIieio Hepencepuba)
KcapentoO 20 mr 1 pa3 |[Bapdapus, TUTpOBaHUi
Ha mo0y (Osis mallieHTiB 3 |00 IiJIbOBOTO 3HAYEHHS
IIOMiPHOX HUPKOBOIO MHB 2,5 Bint
TepamesTuyma 103a HEeIOOoCTaTHICTIO - (TepaneBTUYHUU (95¢
15 Mr 1 pa3 Ha moby) miamasoH 2,0-3,0)
p-3E
YacToTa nopiu (Ha 100 YacTtoTta nopiu (Ha 100
Malli€EHTO-POKIiB) MalliEHTO-POKIiB)




MacusHi i HeMaCHUBHI KJIIHIYHO 1,475 1,449 1,0:
3HaAuyllli KPOBOTEYi (14,91) (14,52) 0,41

395 386 1,04
MacuBHI KpoBOTEYi

(3,60) (3,45) 0,57
JleTasibHI BUIIAKU BHACIIIOOK 27 55 0,5¢
KpOBOTEHI* (0,24) (0,48) 0,0C

91 133 0,6¢
KpoBOBUJIMB Y KPUTUYHUU OpraH*

(0,82) (1,18) 0,0(
BHyTpiIHbOYEPETTHUM 95 84 0,67
KPOBOBUIUB* (0,49) (0,74) 0,01

305 254 1,22
3HUKEHHS PiBHA reMoriaobiny*

(2,77) (2,26) 0,01
'emoTpancdysisa 2 abo Oinblre 183 149 1,25
OOWHUIIL EPUTPOIIMTAPHOI Macu 4u
IiIbHOI KPOBi* (1,65) (1,32) 0,0/
HemacuBHa KIIIHIYHO 3HaYyIla 1,185 1,151 1,04
KpoBOTeYa (11,80) (11,37) 0,34
JleTanbHi BUNagKu 3 OyOb-IKUX 208 250 0,88
IpHHAH (1,87) (2,21) 0,07

a) [Tomynsitist 3 BUBUYeHHS 0e3meky (IIig 4ac JIiKyBaHHS).

* YMOBHO 3Hauyllle SBUILIE.



IMomatkoBo o pgociigxkenHs III ¢a3u ROCKET AF 6yJsio mpoBegeHO IIPOCIEKTUBHE
HEKOHTPOJIbOBaHe IIiCJIIpeecTpaliiiiie HelHTePBEHIIIiiHEe BiIKPUTE KOTOPTHE
nocraimxkeHHs (XANTUS) i3 eHTpali30BaHO0 OIIHKOIO KiHII€BUX TOYOK, BKITIOYAI04YU
TpoMO0OeMOOITiuHi IBUIlA Ta CEPHO3Hi KPOBOTEeYi. [I71s1 BUBUEHHS KIiHiYHOI MPaKTUKU
IonepenXKeHHs iHCYIbTY Ta CUCTEMHOI eM00JIil mo3a MexXaMu IIeHTPaIbHOI HEPBOBOI
cuctemu (IITHC) y mocnimxeHHs1 OyJ10 BKII0OYeHO 6785 mallieHTiB 3 HeKJIanaHHOIO
didbpunsaiiero nepencepnb. Y mocaigxkeHHi XANTUS cepepnHiit 6ai 3a IIKaI00 OIIHKH
PU3HUKY IHCYIIbTY (CHADSZ) ctaHoBuB 2,0, cepenHil 6an 3a IIKaI0l0 OIiHKU PU3UKY
kpoBoTed (HAS-BLED) Ttakoxk ctarHoBuB 2,0, Toai K y gocaigxkeHnHi ROCKET AF
cepepnHi 6anu 3a CHADS2 Ta HAS-BLED ctanoBunu BignosigHo 3,5 Ta 2,8. Ceplio3Hi
KpoBoTedi y gocaigxkenHi XANTUS cnoocrtepiranucs y 2,1 sBunagky Ha 100 maiieHTO-
PpoOKiB. JleTanbHi KpoBOTeUi ciocTepiranuca y 0,2 sunazaky Ha 100 mamieHTO-poKiB Ta
BHYTPIilTHbOUEepPenHi KpoBoTedi - y 0,4 Bumnanky Ha 100 marieHTo-pokKiB. IHCYynbT abo
cuctemHa emb6orist (LIHC) 6yna 3adikcoBaHa y 0,8 Bunanky Ha 100 maiieHTO-poOKiB.
Taki cmocTepeXeHHS y KITiHIUHINA MPpaKTHUIll BiAIOBigal0oTh BCTAHOBIEHOMY IIPOQisio
0e3reKu [JIs1 JaHOIr'o ITOKa3aHHS.

[MTa1ieHTH, sIKi IPOXOAsTh IPOLENyPY KapaioBepcil

[TpoBOOMIIOCH IPOCIIEKTUBHE PaHIOMi30BaHe BilKpuTe OaraTolleHTPOBE MOIIYKOBE
OOCHiAKEeHHS 3 MacKyBaHHAM KpurtepiiB omiHku (X-VERT), B aKOMy B35/I4 y4acCThb
1504 maienTu (110 paHile IiKyBanucs IMepopajJlbHUMU aHTUKOAryJassHTaMu abo He
OTPUMYyBa/Id B MUHYJIOMY TaKoOl Teparil) 3 HeKjlanaHHOI0 (iOpuisili€eio nepegcepab Ta
3aIJIaHOBaHOIO MIPOIEyPOI0 KapaioBepcii, B SKOMY IOpPiBHIOBaach e(peKTUBHICTD
puBapokcabaHy Ta CKOPUIOBaHOI O34 aHTAroHicty Bitaminy K (panpgomizatis y
CITiBBimHOIIIEHHI 2:1) A7 mOIIepenKeHHsI CePIEeBO-CYAUHHUX YCKIIagHEHb.

3acTocoByBajlach KapioBepcCis ITif KOHTPOJIeEM Yepe3CTPaBOXimHOI exokapmiorpadii
(HCExo0-KT)

(1-5 gHiB IOoTIepeHbOTO TiKyBaHHs) ab0 TpanullifiHa KapAioBepcis (IjoHalMeHIle TPpU
TUZKHI IIOTIEPEeHbOTO JIiKyBaHHS). HacTaHHS NepBUHHOI KiHIIEBOl TOYKM €(PEKTUBHOCTI
(koMmOiHaIlisg iHCYIbTY, TPAH3UTOPHOI iIlIeMiYHOl aTaKu, CUCTEMHO1I eM00JTil 3a MexkaMu
LIHC, indapKTy MioKapay Ta CMepPTi BHACIiAOK CeplLieBO-CYAUHHO] IaTOJIOTi1)
BimMmiuamnock y 5 (0,5 %) mailieHTiB 3 rpymnH, 10 OTPUMYyBajia puBapokcabaH (n = 978),
Tay 5 (1,0 %) mamieHTiB 3 rpyIy, 110 JIiKyBajiachk aHTaroHictoMm BitaMminy K (n = 492;
BimHOCHUU pu3uk 0,50; 95 % I 0,15-1,73; mogudikoBaHa NOMYIlisa HAIliEHTIB, AKUM
OyJi0 mpu3HadYeHe JIiKyBaHHs). SIBUIllAa TEPBUHHOI TOUYKHN Oe3meKu (MaCUBHI KPOBOTEYi)
crioctepiranuce y 6 (0,6 %) i 4 (0,8 %) mailieHTiB, BiZHOBiAHO, B rpynax JiKyBaHHS
puBapokcabaHom (n = 988) Ta anTtarouicrom BiTaminy K (n = 499) (BimHOCHUM PU3UK
0,76; 95 % I 0,21-2,67; Bubipka O oliHKKU Oe3mneku). B iboMy IMOIIyKOBOMY



OOCITim»XKeHHi Ipu MPoBedeHHi KapaioBepcil eheKTUBHICTh Ta Oe3MneKa BUSBUIIHUCH
CIIiBCTaBHUMH B I'pymax JIiKyBaHHS pUBapoKcabaHOM i aHTaroHicramu BiTaMiny K.

IMTamienTH 3 HEeKyJIanaHHo (GiOpuIsIlicio nepeacepnpb, sIKi IepeHeciyu nepKyTaHHe

KopoHapHe BTpy4YaHH4 ([TKB) i3 BCTAaHOBJIEHHSIM CTEHTA

Bysno npoBegeHo paHaoMi3oBaHe BigKpUTe MyIbTUILIeHTpPOBe pocaigxkenHs (PIONEER
AF-PCI) 3a yuacTio 2124 mallieHTiB 3 HeKJlanaHHoo Gibpusiiiero nepencepnb, sIKi
nepeHecnu [1KB i3 BCTaHOBJIEHHAM CTEHTa IPU IEPBUHHOMY aTE€POCKJIEPOTUYHOMY
3aXBOPIOBaHHI, 3 METOIO MOPiBHSIHHS 0e3MMeKN 3aCTOCYBaHHS OBOX PEXKUMIB
puBapokcabany Ta ogHoro pexumy ABK. INanienTu 0ysim paHOoMi30oBaHO PO3MOieHi
Ha rpymnu 3a pekuMaMU Teparril y criBBigHoIIeHHi 1:1:1 i3 3arajgbHOI0 TPUBAJIICTIO
Teparii 12 micsauis. INaniedTu 3 iHCynbTOM ab0 TPaH3UTOPHOIO iIIIEMiIYHOIO aTaKO00
(TIA) B aHaMHe3i BUKJIIOYAJIMCS i3 JOCIIiI>KeHHS.

I'pyna 1 3acTocoByBajia puBapokcabaH y go3i 15 mr 1 pa3 Ha ooy (10 Mr 1 pa3s Ha
moOy myis MallieHTiB 3 KilipeHcoM KpeaTuHiHny 30-49 mi/xB) B KoMmOiHallil 3 iHribiTopoMm
peuientopiB P2Y12. I'pyna 2 3acTocoByBajia puBapokcabaH y f03i 2,5 Mr 2 pa3 Ha go0y
y koM0Oinaii 3 [TATT [mopaBitiHa aHTUTPOMOOLIMTapHAa Tepallis, HalpuKJiam
KJIomigorpens y go3i 75 mr (ab6o anbrepHaTUBHUM iHTi6iTOp peuenTopis P2Y12) 3
HM3BKOIO T03010 areTuacaiinuiaoBoi Kuciaotu (ACK)] npotsarom 1 abo 6, abo 12
MiCSI1IIiB i3 HACTYIIHUM 3aCTOCyBaHHSAM puBapokcabany 15 mr (abo 10 Mr s maiieHTiB
3 KiripeHcoM KpeaTuHiny 30-49 mn/xB) 1 pa3 Ha moOy y KoM0OiHallil 3 HU3bKOIO M03010
ACK. I'pynia 3 3acTocoByBaja iHOuBimyasnbHO migiopany go3y ABK y kombGiHaliii 3
[TATT npotsiroMm 1 a6o 6, abo 12 mics11iB i3 HaCTYyIHUM 3aCTOCYBaHHSM iHOWBiAyabHO
migi6panoi go3u ABK y komb6iHailii 3 Hu3bK010 003010 ACK.

[lepBuHHA KiHIIeBa TOYKa 0e3IeKM - KJIiHiYHO 3HavyIlla KPOBOTeYa CIIoCcTepiranacs y
109 (15,7 %), 117 (16,6 %) ta 167 (24,0 %) namieHTiB BignoBigHo y rpymi 1, rpymi 2 Ta
rpymi 3 (BP 0,59; 95 % 01 0,47-0,76; p<0,001 Ta BP 0,63; 95 % 11 0,50-0,80; p<0,001
BigmoBigHO). BTropuHHa KiHIleBa TOuKa (KoMOiHallisl ceplieBO-CYAUHHUX ITTOAIH,
CepIeBo-CYOUHHOI cMepTi, iHpapKkTy Miokapma abo iHCYnbTY) criocTepiranacs y 41
natierTa (5,9 %), 36 (5,1 %) ta 36 (5,2 %) y rpymi 1, rpymi 2 Ta rpyni 3 BiAIIOBigHO.
KozxkeH 3 pexXuMiB 3aCTOCyBaHHSI pUBapoKcabaHy acollifoBaBCS 3i 3HAYHUM
3HUXKEHHSAM PU3UKY KJIIHIYHO 3HAYYIIUX KPOBOTEY IIOPIBHAHO 3 pexkuMoM ABK y
MaIliEHTIB i3 HeKJanaHHOIO ¢Gibpussiieto mepencepns, siki nepenecnu ITKB i3
BCTaHOBJIEHHSIM CTEHTA.

OcHoBHo10 MeToI0 nociigkeHHss PFONEER AF-PCI Gyna ouinka 6e3neku. [laHi mono
edeKTUBHOCTI (BK/II04Yao4yu TpoMOoeMOOJTiuHi TBUIIA) A1 ITi€l IOy sl oOMexXeHi.



JlikyBanHs TT'B, TEJIA Ta npodinakTuka peunuguis TT'B Ta TEJIA

[Tporpama kiiHiuHuX gociimxkeHb Kcapento® Oysa po3pobieHa 3 MeTOIO
neMoHcTpallil edpekTuBHOCTI Kcapento® sK Jj1iKkapChbKOro 3aco0y [t IePBUHHOI i
TpuBasiol Teparril roctporo TI'B i TEJIA Ta momnepenXeHHS 1X peluauBiB.

Y xomi 4oTUPHOX PaHOOMi30BaHNUX KOHTPOJIbOBAHUX KIIHIYHUX OOCHimkeHb dhas3u II1
O0yno BuBueHo nmoHan 12800 namienTiB (mocnimxkennss EINSTEIN DVT, EINSTEIN PE,
EINSTEIN Extension Ta EINSTEIN CHOICE) Ta 1ogaTKOBO IPOBeOeHO 3BefeHUN
aHai3 3a 3agaHnumu napameTrpamu gociaimxkernb EINSTEIN DVT i EINSTEIN PE.
3JarajibHa TPUBAaJIICTh KOMIIJIEKCHOI'O JIIKYBaHHS B YCiX OOCIIIXKEHHAX CTaHOBUJIA
MakKCUMyM 21 Mics1ib.

Y pnocnigxenui EINSTEIN DVT BuBuanuch 3449 mnaiieHTiB 3 roctpuM TI'B 3 meTo10
nikyBaHHs TT'B Ta nonepenxeHHs TOBTOPHOro po3BUTKY TI'B i TEJIA (ntanienTu 3
KiiHiuEuMH nposiBaMu TEJIA He BKIIOYanucs y 1le OOCITiOXKeHHs). TpuBalicTh
JIIKyBaHHS CTaHOBUIIA 3, 6 1 12 micaniB, 3aj1e2kKHO Bif KJIIHIYHOI OL[IHKY JIiKaps.

[TpoTsiroMm mepiux 3 TUXKHIB Teparil ans nikyBaHHs TT'B 3acTocoByBaBCs
puBapokcabaH y go3i 15 mr aBigi Ha moOy. ITicis 3aKiHYeHHS IbOTO IePioay MalliEHTH
OTpUMYyBanu puBapokcabaH y mo3i 20 Mr

1 pa3 Ha moOy.

Y pocnigxenni EINSTEIN PE BuBuanuce 4832 nanieaTu 3 roctporo TEJIA 3 meTor0
mikyBaHHS TEJIA Ta npodinaktuku pernunusiB TT'B i TEJIA. TpuBanicTh JIiKyBaHHS
cTtaHoBuJa 3, 6 Ta 12 MicsIiB, 3a/Ie3KHO Bif KJIiHIiYHOI OIiHKM JIiKaps.

B akocTi nepBuHHOI Teparii roctpoi TEJIA 3acTocoByBanu puBapokcabaH y mo3i 15 Mr
OBiui Ha MO0y IMPOTSTOM TPHOX TUXKHIB. [lai JTiKyBaHHS TPOA0OBKYBaloCh
puBapokcabaHom y mo3i 20 mr 1 pa3 Ha mo0y.

B 060x pmocnigxenusax, EINSTEIN DVT ta EINSTEIN PE, nopiBHsS/IbHI pexxumMnu
JIIKYBaHHS CKJIaJaJuCs 3 Tepamil eHOKcallapyuHOM IIPOTSATOM ITPUHANMHI 5 OHIB ¥
KoMOiHaIlil 3 aHTaroHicrom BiTaMiHy K 10 JOCSATHEHHS TepaleBTUYHOTO Aiala30HY
I[TY/MHB (= 2,0). Hamni mikyBaHHS IIPOAOBXKYBaJIOCh aHTAroHicToM Bitaminy K y mo3si,
HeoOXigHi¥ mis ninTpuMku 3HayeHHsS [TY/MHB y Mexkax TepalleBTUYHOTO [Iiala30Hy
2,0-3,0.

Y mocnigxenni EINSTEIN Extension BuBuanucs 1197 nanienTiB 3 TT'B a6o TEJIA 3
MeTOI0 ITpodimakTUKM MOBTOpHOTrO BUHUKHEHHS TI'B i TEJIA. TpuBanicTh NiKyBaHHA
OOJaTKOBO CTaHOBUIIA 6 abo0 12 MicALiB y mMallieHTiB, 110 3aBepiIuau 6 abo 12-
MiCIYHUU KypC Tepalil BEeHO3HOl TpoM00eMO00JTil, 3a/Ie?KHO Bif] KJIiHIiYHO]1 OI[iHKHU
nikaps. KcapentoO y mo3i 20 Mr 1 pa3 Ha mo6y IOpiBHIOBaBCS 3 Miane6o.



Y mocnimxennsx EINSTEIN DVT, EINSTEIN PE ta EINSTEIN Extension
3aCTOCOBYBaJIM OJJHAKOBI IIOIepeOHbO BU3HAUYEHI IEPBUHHI Ta BTOPUHHI IOKAa3HUKU
edekTuBHOCTI. [IepBUHHUM MMOKa3HUKOM e(heKTUBHOCTI Oynu penunusu BTE (BeHO3HOI1
TpoMO0eMOO0IIil), 3 KITiHIYHMMU IIPOsIBAMU BU3HAYEHI SIK CYKYIIHICTh moBTOpHOTO TI'B
abo nmetanbHOl YU HeneTanbHOl TEJIA.

BTopuHHMM TOKa3HUK e(PEeKTUBHOCTI BU3HAYABCA SIK CYKyIHICTh peuuausiB TI'B,
HesneTanbHOl TEJIA Ta jieTaJlbHUX BUNAMKIB 3 YCiX IPUYHH.

Y pocnigxenHi EINSTEIN CHOICE BuBuanucs 3396 mnaljieHTiB i3 OigTBEPOKEHUM
cumntTomEuM TI'B Ta/a6o TEJIA 3 MmeTtoio nmpodinakTuku netanbHol TEJIA abo
HeJIeTaJIbHOI0 CUMIITOMHOI'O TOBTOPHOT0 BUHUKHEHHsI TI'B abo TEJIA, siki 3aBepHuIuiu
KypC aHTUKOAryJISHTHOI Tepamil TpuBaiicTio 6-12 micsuis. [TallieHTH 3 MOKa3aHHAM
OJIsI TPUBAJIOl aHTUKOATYJISHTHOI Teparil y TepaneBTUYHUX 103aX OyJI1 BUKITIOUEH] i3
OOCIiaXKeHHsA. TpuBaliCTh JIIKyBaHHS CTaHOBHUJIA OO0 12 MiCSIiB 3aJIe2KHO Bif
iHmuBigyanpHOI maTy pangoMiszanii (Meniana: 351 mens). JIikapcekuit 3aci6 KcapentoO
y go3i 20 mr 1 pa3 Ha goOy Ta y mo3i 10 Mr 1 pa3 Ha moOy nmopiBHIOBanu i3 100 mr
aleTuICamiuunIoBol kucaotu 1 pa3 Ha go0y.

[TepBUHHUM MMOKA3HUKOM epeKTUBHOCTI OyB cuMniToMHUM peruaus BTE, Bu3HaueHum
SIK CYKyIHicTh moBTOpHOTO TT'B a60 neTanbHOi un HenmeTanbHOi TEJIA.

Y mocnigmxenni EINSTEIN DVT (muB. Tabnuirto 3) puBapokcabaH IIPOIeMOHCTPYBaB He
MeHITy e(peKTHUBHICTh, Hi2K eHOKcallapiH/ aHTaroHicT BiTaMiny K 3a mepBUHHUM
NMOKa3HUKOM e(peKTuBHOCTI (p < 0,0001) (3a mOKa3HUKOM «HE MOCTYHAETHCI»);
criBBimHOmeHHs pu3ukiB: 0,680 (0,443-1,042),

p = 0,076 (3a moKa3HUKOM «IepeBeplrye»). CIiBBIOHOIIIEHHS PU3UKIB 3a IONepeqHbo
3aJaHOI0 YMCTOIO KJTIHIYHOI0 KOPUCTIO (IEePBUHHUU MOKA3HUK €(EeKTUBHOCTI IITIOC
MacuBHi KpoBoTeui) ctarHoBuio 0,67 [(95 % [I: 0,47-0,95), HOMiHanbHE 3HAYEHHS P =
0,024] Ha KopuCTh puBapokcabany. 3HauenHss MHB 3Haxogunuchk B Mexkax
TepaleBTUYHOIO [iana3oHy B cepegHboMy 60,3 % yacy Ipu cepemHidl TpUBaJIOCTi
nikyBaHHs 189 gHiB Ta 55,4 %, 60,1% i 62,8 % gacy B rpymnax i3 3arjiaHOBaHOIO
TPUBAJIICTIO JIIKyBaHHA 3, 6 1 12 micsa1iB BigmoBigHO. B rpyii, 1110 1iKyBanach
€HOKCcallapuHOM/ aHTaroHicToM BiTaMiHy K, He BigMigyeHO 4iTKOIl 3a/Ie2KHOCTI MixX
PiBHEM CepemHBbOTO Iepiony y TepaneBTU4YHOMY aiana3oHi (ITTII) B meHTpi (9ac
OigTpMMaHHS LiTbOBOTO Aianma3oHy 3HadyeHb MHB 2,0-3,0) B TepUuisix OgHaKOBOT O
po3Mipy i wactoroi penupusiB BTE (p = 0,932 mns B3aemopii). B Mexkax HalBUILIOTO
TepPLUJIS BIAMIOBIOHO OO LIEHTPY CIIBBIOHOLIEHHS PU3HUKIB y pa3i IpuuiomMy
puBapokcabaHy B ITOPiBHSHHI 3 BapdapuroM ctaHoBuso 0,69 (95 % [I: 0,35-1,35).

YacToTa BUHUKHEHHS SIBUII] OCHOBHOTO MMOKa3HMKa O0e3neku (MacuBHi abo KITiHIYHO
3HAYYIIli HeEMaCHUBHI KPOBOTeYi) Ta BTOPUHHOTO ITOKa3HUKa 0e3neku (MacuUBHi
KpOBOTeUi) OyJjia 0MHAKOBOIO B 000X TEpPAaNeBTUYHUX I'PyIIax.



Tabnuusa 3. [Toka3HUKM e(PeKTUBHOCTI Ta 0e3MeKy 3a JaHUMM OociigxKeHHs ¢pa3u 11

EINSTEIN DVT

[Tonynsauiss mociigKeHHs

3449 mnanieHTiB 3 CHMIITOMHUM I'OCTPUM TPOMOO30N

TepaneBTUYHI JO3U Ta TPUBAJIICTh

KcapentoO?2

3, 6 abo 12 mica1is

EHOKCcamapvH/aHTaroHiCT B

3, 6 abo 12 Mmica1is

N=1731 N=1718
36 51
CumnToMHa penunusyoda BTE*
(2,1 %) (3,0 %)
20 18
CumnTomMHa penunusyoda TEJIA
(1,2 %) (1,0 %)
14 28
CumnTomMHUU penyausyrouuu TT'B
(0,8 %) (1,6 %)
1
CumnromHi TEJIA i TT'B 0
(0,1 %)
JletansHa TEJIA/cMepTenbHi BUIagKU, |4 6
Koy HasaABHICTE TEJIA He MOXKHa
BUKJIIOYUTH (0,2 %) (0,3 %)
MacuBHa a60 KJIiHiYHO 3HaYYyIlla 139 138
HeMaCHUBHa KpoBOTeda (8,1 %) (8.1 %)




14 20
MacuBHI KpoBOTEYi
(0,8 %) (1,2 %)

4 Pupapokcabas 15 Mr ABidi Ha fo0Oy IPOTATOoM 3 THKHIB 3 HACTYIIHAM
3acTocyBaHHSM mo3u 20 M oguH pa3 Ha mo0y.

b EHOKCamapuH IoHalMeHIlle IIPOTATOM D [HIB, ITIiCJIA LIBOTO - aHTAroHICT BiTaMiHy K,
3aCTOCYBaHHA SIKOI'O IOYUHAETHCS B IE€PIOL IIPUNUOMY €HOKCallapUuHy.

*p < 0,0001 (He meHIIa €e(PeKTHUBHICTH 3a MOMIEPEeOHO BU3HAYEHUM CHiBBiTHOMIIEHHSIM
pu3ukKiB 2,0); criBBigHOIIeHHS pu3ukiB: 0,680 (0,443-1,042), p = 0,076
(«TIepeBepIIYE»).

Y mocnigxenni EINSTEIN PE (nuB. Tabnuilio 4) puBapokcabaH ITPOAeMOHCTPYBaB He
MeHIIy epeKTHUBHICTh, Hi’K eHOKCalapuH/aHTaroHicT BiTaMiny K 3a mepBUHHUM
MIOKAa3HUKOM e(peKTUBHOCTI

(p = 0,0026 (mOKa3HUK «HE MOCTyHaEThC»); CIIIBBIDHOIEHHA pU3UKiB: 1,123
(0,749-1,684)). CriiBBigHOIIIEHHS PU3UKIB 3a IIONEPEOHbO 3aJaHOI0 YHCTOIO KITIHIiYHOIO
KOPUCTIO (IEePBUHHUU NOKA3HUK e€(hEeKTUBHOCTI IJIFOC MAaCUBHI KPOBOTEYi) CTAHOBUJIO
0,849 [(95 % [I: 0,633-1,139), HoMmiHanbHe 3HadYeHHs P = 0,0275]. 3uauennss MHB
3HAXOOUJINCh B MeXaX TepalleBTUYHOIO Aiala30Hy B cepefHbOMYy 63 % yacy npu
CepenHiu TpUBaJoOCTi IikKyBaHHA 215 gHIB Ta 57 %, 62 % i 65 % 4yacy B rpynax i3
3aIJIaHOBaHOIO TPUBAJIICTIO JIiKyBaHHA 3, 6 1 12 Micanis BignmosigHo. B rpymi, mio
JIiKyBaJjiaCh €HOKCalmapuHOM/ aHTaroHicToM BiTaMiHy K, He BimMiueHO 49iTKO1
3aJ/Ie’KHOCTI MixK piBHeM cepenHboro IIT]l y meHTpi (4ac migTpuMaHHS LiTbOBOTO
miana3ony 3HadeHb MHB 2,0-3,0) B Tepumasix 0MHAKOBOTO PO3Mipy i 4aCTOTOIO
peuunuiB BTE (p = 0,082 gis B3aemopii). B Mexkax HaWBUIIOTO TEPILUJIS BiIIOBiIHO
OO LIEHTPY, CHiBBiMHOIIEHHS PU3UKIB Y pa3i mpuitoMy puBapokcabaHy B MOPiBHSIHHI 3
BapdapuroM cta"HoBuio 0,642 (95 % IOI: 0,277-1,484).

YacToTa BUHUKHEHHS IBHUII OCHOBHOT'O IIOKa3HUKa Oe3mneku (MacuBHI ab0 KIIiHiUYHO
3HAYYIIi HeMaCHUBHI KpoBOTeui) Oysia meIro HUK40k0 B I'PYIIi, 10 IiKyBasach
puBapokcabanom (10,3 % (249/2412)), HiXK B rpyIIi, 10 OTpUMYyBaJjia eHOKcallapuH/
aHTaroHicTt BiTaminy K [11,4 % (274/2405)]. HacToTa sIBUIIl BTOPUHHOI'O IOKa3HUKA
Oe3rneku (MacuBHI KpoBoTedi) Oyla HMK4YO0I0 B T'PYIIi, IO JiKyBajiach puBapoKcabaHOM
[1,1 % (26/2412)], HiXK B rpyIli eHOKcalapuHy/ aHTaroHicrta Bitaminy K [2,2 %
(52/2405)] 3i coiBBigHOmEeHHAM pu3ukiB 0,493 (95 % IOI: 0,308-0,789).



Tabnuis 4. [Toka3HUKY e(EeKTUBHOCTI Ta 6€3MeKu 3a JaHuMHU JociigxKeHHs da3u 111
EINSTEIN PE

[Tonynsanist OCIigXKeHH 4 832 mauieHTu 3 rocTporo cumMnTtoMHow TEJIA
KcapentoO? EHOKCamapuH/ aHTaroHIiCT §
TepamneBTHUYHI 03U Ta TPUBAJIICTh 3, 6 abo 12 micsiriB 3, 6 abo 12 micsiriB
N = 2419 N = 2413
50 44
CuMmnTomHa penupguByioda BTE*
(2,1 %) (1,8 %)
23 20
CuMmnrtomHa penuguByioda TEJTA
(1,0 %) (0,8 %)
18 17
CumMmnromMHuMN peuupuBywoduii TT'B
(0,7 %) (0,7 %)
2
CumntomHi TEJIA 1 TT'B 0
(<0,1 %)
JleransHa TEJIA/cMepTesibHI BUITAOKA, |11 7
Konu HasaBHICTE TEJIA He MoxKHa
BUKJTIOUUTU (0,5 %) (0,3 %)
MacwuBHa a60 KJIiHiYHO 3HaAYYyIIa 249 274
HeMaCHBHa KpoBOTeda (10,3 %) (11,4 %)
26 52
MacuBHI KpoBOTeUi
(1,1 %) (2,2 %)




4 Puapokcabas 15 Mr ABidi Ha o0y IPOTATOM 3 THKHIB 3 HaCTYIIHUM
3acTocyBaHHSIM mo3u 20 M oguH pa3 Ha mo0y.

b EHOKCcanmapuH IoHaMeHIIIe IIPOTATrOM D OHIB, IiCJIA LIOTO - aHTAroOHICT BiTaMiHy K,
3aCTOCYBaHHSA SIKOTO IOYMHAETHCS B IEPIOA IPUMOMY €HOKCallapuHYy.

*p < 0,0026 (He MeHIIa e(peKTHUBHICTDL 3a MOIIEPEeOHbO BU3HAUYEHUM CIiBBiIHOIIIEHHSIM
pu3ukKiB 2,0); crniBBigHOmEeHHsS pu3ukiB: 1,123 (0,749-1,684).

Byno nipoBegeHo 3BegeHur aHali3 pe3ynbraTiB gociaigxkenb EINSTEIN DVT i PE 3a
rmomnepegHbO BU3HAYEHUMHU MapaMeTpaMu (OuB. TaOJIHINO 5).

Tabnuuga 5. [Toka3HUKM e(PeKTUBHOCTI Ta 0e3MeKU 3a JaHUMU 3BEIeHOT0 aHalli3y
pe3ynbTaTtiB gocaigxkeHb ¢a3u III EINSTEIN DVT ta EINSTEIN PE

[Tonynsaist OCIigXKeHH 8 281 marieHT 3 roctpuM cumnToMHUM TT'B a6o TEJI
KcapentoO?2 EHOKCamapuH/ aHTaroHiCT Bi-
TepareBTUYHI 103U Ta TPUBAJIICTH 3, 6 abo 12 micsiB 3, 6 abo 12 micsis
N =4150 N =4131
86 95
CumMmnrtomHa penypgusyoda BTE*
(2,1 %) (2,3 %)
43 38
CumMmnrtomHa penupgusyoda TEJIA
(1,0 %) (0,9 %)
32 45
CumMmnromuuu peuupusywoyud TT'B
(0,8 %) (1,1 %)
1 2

Cumntomui TEJIA i TT'B
(<0,1 %) (<0,1 %)




JletaneHa TEJIA/cMepTenbHi BUNIAOKHY, 15 13
Ko HasaBHICTE TEJIA He MOXHa

BUKJIIOUUTH (0,4 %) (0,3 %)

MacusHa a60 KIiHIYHO 3HaYylla 388 412

HeMaCHBHa KpoBOTeda (9,4 %) (10,0 %)
40 72

MacuBHiI KpoBOTeUi
(1,0 %) (1,7 %)

4 Puapokcabas 15 Mr ABidi Ha o6y IPOTATOM 3 THKHIB 3 HaCTYIIHUM
3acTocyBaHHSIM mo3u 20 M oguH pa3 Ha mo0y.

b EHOKCcanmapuH IoHaMeHIIIe IIPOTATrOM D OHIB, IiCJId LIbOTO - aHTAroHICT BiTaMiHy K,
3aCTOCYBaHHSA SIKOTO IOYMHAETHCS B IEPION IPUHMOMY €HOKCallapuHYy.

*p < 0,0001 (He meHIIa e(peKTHUBHICTDL 3a MOIIEPEeOHbO BU3HAUYEHUM CIiBBiIHOIIIEHHSIM
pu3ukKiB 1,75); crniBBigHOIIeHHA pu3ukKis: 0,886 (0,661-1,186).

CrhiBBigHOILIIEHHS PU3HKKIB 3a NOIIEPEOHbO 3aJaH00 YMCTOK KIIIHIYHOI KOPHUCTIO
(mepBUHHMNY ITOKA3HUK €(PeKTUBHOCTI IIJITFOC MaCUBHI KPOBOTEYi) 3a JaHUMHU 3BEIEHOT 0
aHanizy cranoBuso 0,771 [(95% [OI: 0,614-0,967), HomiHanbHe 3Ha4YeHHA p = 0,0244].

Y mocnimxkenHi EINSTEIN Extension (omuB. Tabnuilio 6) puBapokcabaH
IIPOIEMOHCTPYBAB IIepeBary Hap Ijtanebt0 CTOCOBHO MEPBUHHUX Ta BTOPUHHUX
IMOKA3HUKIB epeKTUBHOCTI. HacToTa sIBUII] TOJIOBHOT'O IMOKa3HUKa 6e3meKkyu (MaCUBHi
KPOBOTeUi) y MallieHTiB, sIKi OTpuMYyBaiu Jlikapcbkuit 3acid6 Kcapento® mo 20 Mr 1 pas
Ha noOy, OyJa KiIbKiCHO He3Ha4YHO BUIIOI0, HiXK y MAli€HTIB, IKi OTpUMYyBaJlu
niane6o. YacToTa BUHUKHEHHS SIBUII BTOPMHHOTO MOKa3HMKa 0e3rmeku (MacuBHi abo
KJIiHIYHO 3HAYyIli HeMacCHBHI KpoBOTeui) Oysia BUIIOIO y MAIi€HTIB, SIKi OTPUMYyBaJIu
nikapcbkuit 3aci6 Kcapento® mo 20 Mr Ha o0y, HiXK y HallieHTiB, IKi OTpUMYyBalIu
1anebo.



Tabnuis 6. [Toka3sHUKY e(EeKTUBHOCTI Ta 6e3MeKu 3a JaHUMU OociigxKeHHs da3u 111
EINSTEIN Extension

) ) 1197 nanieHTiB, y SKUX IIPOOOBXKYBAJIOCH JIIKYI

[Tonynsaiist OCIigXKeHHA ) , .

npodinakTUKa peluanBiB BEHO3HOI TpoMOoeM(

KcapentoO?2 ITname60
TepameBTHUYHI J03U Ta TPUBAIIICTh 6 a6o 12 micsiIiB 6 a6o 12 mics

N =602 N =594

8 42
CumnToMHa penunusyoda BTE*

(1,3 %) (7,1 %)

2 13
CumnTomMHa penunusyoda TEJIA

(0,3 %) (2,2 %)

5 31
CumnTomMHUU penyausyrouuu TT'B

(0,8 %) (5,2 %)
JletanvHa TEJIA/CMepTesnibHI BUIIaOKU, KON 1 1
HasABHICTb TEJIA He MOXHa BUKJIIOUUTU 0,2 %) 0.2 %)

4 0
MacuBHI KpoBOTeUi

(0,7 %) (0,0 %)

32 7
KriHiuHO 3HauyyIlli HeMaCUBHI KPOBOTeYl

(5,4 %) (1,2 %)

4 Puapokcaban 20 MI ofuH pa3 Ha go0y.

*p < 0,0001 («mmepeBepiiye»); cruiBBigHOmeHHA pu3ukis: 0,185 (0,087-0,393).



V pocnigzxenni EINSTEN CHOICE (guB. Ta6nuiio 7) mikapcbkui 3aci6 KcapentoO y
mo3ax 20 mr ta 10 Mr npogeMOHCTPYBaB IlepeBary Haj alleTUJICaIIlUIOBO0 KU CJIOTO0
y 703i 100 Mr cTOCOBHO MEPBUHHUX i BTOPUHHUX ITIOKA3HUKIB €(peKTUBHOCTi. OCHOBHUU
IMOKa3HUK 0e3MeKku (MacuBHI KpoBoTedi) OyB IMONiOHUY y MalliEHTIB, AKi OTpUMYyBaIu
nikapcekuit 3aci6 KcapentoO y mo3i 20 Mr a6o 10 Mr, IOpiBHAHO 3
alleTUIICAIIIHUIIOBOIO KUCIOTOI y 4031 100 mr.

Tabnuusa 7. [Toka3HuKM e(PeKTUBHOCTI Ta 0e3MeKu 3a MaHUMM OociigxKeHHs ¢pa3u 11
EINSTEIN CHOICE

[MTonynsiiss DoCiaKeHHS

3396 malieHTiB 3 TPUBAJIO MIPO(iITaKTUKOIO ITOBTOP!

TT'B

KcapentoO 20 Mr KcapentoO 10 mr ACK
TepamneBTHUYHI m0o3uU 1 pa3 Ha moby 1 pa3 Ha moby 1 pas

N =1107 N =1127 N =
MemiaHa TpUBAJIOCTi Teparrii ) )
) .. 349 [189-362] ouiB 353 [190-362] gHi 350 [
[iHTepKBapTUILHUY Odiala30H]

17 13 50
CuMmnrtomHa penupguByroda BTE*

(1,5 %)* (1,2 %)** (4,49

6 6 19
CumMmnrtomHa penupgusyoda TEJTA

(0,5 %) (0,5 %) (1,7 9

9 8 30
CumMmnromHuM peuupusyroyui TT'B

(0,8 %) (0,7 %) (2,7 9
JletanpHa TEJIA/cMepTenbHI BUIIAOKHU, ) 0 5
Ko HasgBHICTE TEJIA He MOXHa

(0,2%) (0,2%

BUKJIIOUHUTHU




_ , 3396 mallieHTiB 3 TpUBaAJIOi0 IMPO(iTaKTUKOIO ITOBTOP!
[Tomynsist JOCTimXKeHHST
TI'B
KcapenTtoO 20 mr KcapenTtoO 10 Mr ACK
TepaneBTUYHI mOo3U 1 pa3 Ha moby 1 pa3 Ha moby 1 pa3
N =1107 N =1127 N =
C BTE,
. I/(Ibl\/;HTOMI-Iz paeunngBimqa - 19 18 c6
iH KT MiOK , IHCYJIBT
P PRy, THEY (1,7 %) (1,6 %) (5,0 °
cucTteMHa eM00J1isa mo3a Mexkamu ITHC
Mac 1 KpOBOTEUI 6 > 5
WBHI KPOBOTEUi
P (0,5 %) (0,4 %) (0,39
KiiHiyHO 3Hauyllli HeMaCUBHI 30 22 20
KPOBOTEYi (2,7) (2,0) (1,8)
C OMHa pe toua BTE a6o
MaCHBHA KPOBOTeYa (YMCTa KITiHIYH
P 2,1 %)% (1,5 %)+ (4,7 °
KOPUCTh)

*p < 0,0001 («mepesepmye») KcapentoO 20 Mr 1 pa3 Ha go6y nopisasHo 3 ACK 100
mr 1 pa3 Ha go0y; cuiBBigHOmEHHS pu3ukiB = 0,34 (0,20-0,59).

**p < 0,0001 («mepesepmiye») KcapentoO 10 mr 1 pa3s Ha mo6y nopisasigo 3 ACK 100
mr 1 pa3 Ha goOy; cuiBBimHOIIeHHSA pu3ukiB = 0,26 (0,14-0,47).

* KcapentoO 20 Mr 1 pa3 Ha mo6y mopiBHsHO 3 ACK 100 Mr 1 pa3 Ha moby;
criBBimHOmEHHA pu3ukis = 0,44 (0,27-0,71), p = 0,0009 (HomiHanbHE).

*t+ KcapentoO 10 mr 1 pa3 Ha go6y nopiBHsHO 3 ACK 100 Mr 1 pas Ha mo6y;
criBBigHOmeHHs pu3ukiB = 0,32 (0,18-0,55), p < 0,0001 (HoMiHaNbHE).

IomaTtkoBo o gociigxkeHs 111 ¢pa3u nporpamu EINSTEIN 6yio mpoBeaeHo
IPOCIIEKTUBHE HEIHTEPBEHIIIMHE BigKpUTe KOropTHe mocaimxkeHHsa (XALIA) i3
LIeHTPaJIi30BaHOI0 OLIIHKOI KiHIIeBUX TOYOK, BKJII04Yaodu peuuausu BTE, cepiio3Hi



KPOBOTeUi Ta jieTaabHi BUtagku. [I1s1 BUBYEHHS O0e3MeKH JOBTOTPUBAJIOTO
3aCTOCYBaHHS puBapoKcabaHy y KITiHIYHiM IpaKTUIl Y ITIOPiBHSAHHI 3 TPagUIiHHOIO
aHTUKOATyJISTHTHOIO Tepalli€lo B JOCIigXKeHHs 0yJio BKIo4YeHOo 5142 nalieHTu 3
roctpuM TI'B. ¥ rpymi puBapokcabaHy 4acToTa CEPMO3HUX KpoBOoTed cTaHoBUia 0,7
%, peuupusyw4doro BTE - 1,4 %, neTtanbHUX BUNaAKiB 3 ycix npuduH - 0,5 %. Y
BUXiTHUX XapaKTEePHUCTHKAX IMallieHTiB Oy BimMiHHOCTI, BK/II0Yal04YX BiK, OHKOJIOTiUHi
3aXBOPIOBaHHS Ta HUPKOBY HENOCTATHICTh. 711 KOPUT'yBaHHS BIIMIHHOCTEU Y
BUXITHUX XapaKTepUCTUKax OyJI0 3aCTOCOBAHO MIONIePEeaHbO 3allJlTaHOBaHUMI
cTpaTu(iKOBaHUU aHaJIi3 3a Koe(illieHTOM CXUJILHOCTI, ajie, He3BaxKalo4yu Ha Iie,
3aJIMIIKOBE BIOXUJIEHHS MOXKe BIIJIUBAaTU Ha pel3yabrarT. [Ipu 3acTocyBaHHI
prBapokcOaHy B MOPIBHSAHHI i3 TpagUIiNHOIO TEpalli€l0 CKOPUTOBaHi BifHOIIEHHS
PHU3UKIB CEepHO3HUX KpoBOTeY, penmauByodol BTE Ta neTanbHUX BUNAOKIB 3 yCixX
NPUYUH CTAaHOBAATH Bigmosiguo 0,77 (95 % IOI 0,40-1,50), 0,91

(95 % 11 0,54-1,54) ta 0,51 (95 % 11 0,24-1,07). Lli pe3ynbTaTu y KIiHIYHIA OpPaKTULI
BiITIOBigai0Th BCTaHOBIEHOMY IIpodinio 6e3meKu Oy OaHOTo ITOKa3aHHS.

IMTamieHT 3 HO3UTUBHUMH Pe3yJIbTaTaMHU TECTY IJIS TPHOX aHTHUGHOCHOIImigHIX

AQHTUTII

PuBapokcabaH OyJi0 IMOPiBHSAHO i3 BapdapruHOM y IalliEHTiB 3 TpoMO0O30M B aHaMHe3i 3
OiarHOCTOBaHUM aHTHdOChomimiguuM cuHapoMoM (ADPC) 3 BUCOKUM PU3UKOM
TpoMO0eMOOIiYHUX SIBUII (IO3UTHUBHI Pe3yIbTaTH [IJIS BCiX TPhOX aHTHU(OCOHOMTImigHUX
QHTUTIN: BOBYAaKOBUU aHTUKOATY/ISHT, aHTUKAPOiONIiNiHOBI aHTUTiNIa, aHTU-OeTa-2-
rIikonmpoTelH [ aHTHUTiNNa) y paHAOMi30BaHOMY BifKPUTOMY MYIbTUIIEHTPOBOMY
CIIOHCOPOBAHOMY [OCHiTHUKAMM KJIiHIYHOMY BUIIPOOYBaHHI i3 «3acinneHoio»
OLIIHKOIO KiHIIeBOl TOYKHU. [loCHifKeHHs OyJI0 MPUITUHEHO JOCTPOKOBO IIiCIIsA
BKIIOueHHs 120 mallieHTiB BHACIIIMOK 3POCTAaHHS YaCTOTH TPOMOOEeMOOIiYHUX SIBUI Y
MallieHTiB, SKi MpuiiManu puBapokcabaH. CepenHiil mepion CriocTepeKeHHsI CTaHOBUB
569 muiB, 59 malnieHTiB OyJI0 paHAOMiI30BaHO B IPyNy 3aCTOCyBaHHS pUBapoKcabaHy B
no3i 20 mr (15 Mr g namieHTiB 3 KiIipeHcoM KpeaTuHiHy < 50 Mi/xB) i 61 -
Bapdapuny (MHB 2,0-3,0). Tpom6oTHuHi siBuiia 0ynu y 12 % mnaiieHTis,
paHaoMi30BaHUX B I'PYIy 3aCTOCYBaHHS PUBOPOKcabaHy (4 imeMiyHuX iHCYJIbTH Ta 3
iHpapkTu Miokapaa). He 6yso 3apeecTpoBano TpoMO0OeMOOTiYHUX SBHUII Y MAIi€HTIB,
pPaHIOOMi30BaHUX B I'PYILy 3aCTOCYBaHHS BapdapuHy. Benuki KpoBoTedi
criocTtepiranucs y 4 namieHTiB (7 %) rpynu puBapokcabaHy Ta 2 MmauieHTiB (3 %) rpynu
BapdapuHy.

3aCTOCYBaHHS OiTSIM

€BporelricbKa MeIuYHa areHIlisa Bigkiana 3000B si3aHHS CTOCOBHO IIOTAHHSI
pe3ynbTaTiB OOCIimXKeHb i3 3acTocyBaHHSA KcapenTo® B ofHilt abo KibKOX IIigrpymnax
MMpeACTaBHUKIB AUTSAYO] MOMYISAIlil A1 JIIKyBaHHSA TPOMO0eMOOTiYHUX YCKITaHEHb.



€BpoIleriCcbKa MeIVYHa areHLisg BifMOBUJIaCh Biff IpaBa BUMaraTu BUKOHAHHSI
3000B’sA3aHHSI CTOCOBHO ITOAaHHS Pe3yIbTaTiB OOCIiAXKeHb i3 3aCTOCyBaHHS
Kcapento® B ycix migrpynax NpenCcTaBHUKIB OUTSAYO0l HONYJIAIl OIS JTiKyBaHHS
TpoM0O0eMOOIiYHUX YCKIagHeHb. [IJI9 03HalloOMIeHHS 3 iHpopMaliiero mpo
3aCTOCYyBaHHS JIIKapChKOT'0 3aCO0y OiTSAM OUB. pO3min «IiTu».

dapMaKkoKiHEeTHKA

BCcMOKTYBaHHS

PuBapokcabaH IIBUAKO BCMOKTYETHCS; MaKCUMallbHa KOHIIEHTPAIlisd (Cmax)
OOCSTAa€EThCS Yepes3
2-4 TOOWHYU Ticys MpuitoMy TabIeTKH.

AGcomroTHa 6i0gOCTYITHICTh pUBapoKcabaHy ITicjIg 3aCTOCYBaHHS 031 BHCOKaA i
ctaHoBuTh 80-100 % pns tabmeTok 1o 2,5 mr Ta 10 Mr, He3ajeXkHO Bif IpuiiomMy Ixi.
CrmoXuBaHHS 1Ki He BIJIMBa€ Ha nmoka3Huky AUC (mollia I KpUBOIO 3aJIeKHOCTI
KOHIIeHTpallisl - yac) abo Cmax puBapokcabany y go3i 2,5 mr ta 10 mr.

[Tpu mpuiiomi HaTIIE Y 3B’A3KY 31 3HMKEHHSIM BCMOKTYBaHHS [J11 TabJI€eTOK
puBapokcabany mo 20 mMr Oyia Bu3HadYeHa OiogocTynHicTh 66 %. ITpu 3acTocyBaHHi
Kcapento® mo 20 Mr pa3oM 3 ixketo 0ys10 BCTaHOBJIEHO, IT1I0 cepenHii nmokasHuk AUC
30inbimyeThcsa Ha 39 %, MOPiBHAHO 3 IpUKoMOM TabJIeTOK HaTIIe, 10 BKa3ye Ha
MaliKe IIOBHE BCMOKTYBaHHS 1 BUCOKY Oi0OOCTYIIHICTD IIPU IIePOPaIbHOMY ITPUKUOMI.
KcapenTto® 1o 15 mr i 20 Mr ciig mpuiiMaTH IIif 9Yac BXKUBAHHS 1Ki (OUB. po3[in
«Cmocib 3acToCyBaHHS i TO3W»).

dapmMaKoOKiHeTHKa puBapokcabaHy HAaOIMKAETHCS OO0 JiHIMHOI IPU 3aCTOCYBaHHI y
mo3ax mo 15 mr

1 pa3 Ha moOy HaTtie. [Tpu mpuiioMi mig yac BXKUBaHHS 1Ki (papMaKOKiHeTHKa
Tabnetok Kcapento®

15 mMr i 20 MT € IPOMIOPLIiNHO 3aJIe’KHOI0 Big Jo3u. IIpy BUKOPUCTAHHI BUIIUX O03
abcopO1rist puBapokcabaHy 00MeXKY€EThCS ITapaMeTpaMU PO3YMHHOCTI, IPU IIbOMY Ha
TJIi BUILIUX 003 Bil3HAYAETHCS 3HUXKEHHS OI0MOCTYIIHOCTI Ta CTyIeHsI BCMOKTyBaHHS.

dapmMaKoOKiHETHMKA pUBapoKcabaHy XapaKTepPU3y€EThCs IIOMipHOIO MiHIUBICTIO;
iHOuBimyasibHa BapiabesbHICTD (Bapiauiiuui KoedilienT) ctaHoBUTH Bim 30 % mo 40 %.

BcMmokTyBaHHS puBapoKcabaHy 3aJeXHUTh Bifl MiCIls BUBIIbHEHHS JIiKapChKOT0 3aC00y
y IIUIYHKOBO-KHUIIIKOBOMY TpakTi. BindHavaeTscsa 29 % i 56 % 3HuxkeHHsa AUC i CmaX
ITPU 3aCTOCYBaHHi rpaHynsiTa puBapokcabaHy, 3 BUBITbHEHHSM [il04Y0l PEYOBUHU Y
IMPOKCUMAJILHOMY BififIiJli TOHKOTI'O KUIIIKiBHUKA ITOPiBHSIHO 3 TabjieToBaHOIO (OpMOIo.
Excro3utlisi 3MeHIyeTHCA 111e Oibllle ITPY BUBIIbHEHHI [Iil040l peYOBUHU Y



OUCTAJIbHOMY Bifisli TOHKOT'O KHUIIIEYHUKY YM BUCXiOHIM YacTUHi 000m0BOI KUIIIKH.
Heo0OxigHO YHUKATH BBEEeHHS pUBapoKcabaHy OMCTaJIbHIIE IIIJTyHKa, OCKiJTbKY 11e
MOXKe IIPU3BECTU 00 3HMXKEHHS BCMOKTYBaHHS Ta BiAIIOBiAHOI'O BIIJIMBY Ha
€KCIIO3UIIil0.

BiopmoctynHicTts (AUC i Cmax) y
y BUTJISIAL IToApiOHeHol TabieTKH, 3MilllaHol 3 10/IyYHUM Iope abo BOIO0, BBEIEHOl

pasi 3acTocyBaHHs puBapokcabany 20 Mr mepopanabHO

yepe3 IMITYHKOBUM 30HI oOpa3y MHicis pigkoil ixi, Ta y pa3i npuiiomy 11is1oi TabneTku
OyJa nmopiBHsIHOI0. BpaxoByiouu nmepenbadyyBaHUM TO30IPONOPIIMHUN
dbapmakokiHeTuuHUM TPodisib puBapokcabaHy, pe3yabTaTy JaHOT0 JOCTIAXKEHHS 3
0ioJOCTYIIHOCTi, iIMOBIpHO, MOXKYTb CTOCYBATUCS i HUXKYUX 103 pUBapoKcabaHy.

Po3nonin

3B’s13yBaHHS 3 OiIKaMU IJIa3MHU Y JIIOOUHYU € BUCOKUM i CTAHOBUTH OJTM3bK0 92-95 %,
IIPY IIbOMY OCHOBHUMMU 3B’SI3yI0UMM KOMIIOHEHTOM € CUPOBATKOBUM atbOyMiH. O0’em
po3mofiny - MoMipHUH, MOKa3HUK VsS (00’€M pPO3IOAiTy B PiBHOBAXKHOMY CTaHi)
CTaHOBUTH Mauxke 50 1.

MeTabo051i3M i BUBEOEeHHS 3 OpraHi3My

Matixke 2/3 npuiiHATOL 03U puBapokcabaHy MeTaboIi3yeThCa 3 HACTYIIHUM
BUBEJEHHSM ITOJIOBUHU MeTalOoJIiTiB HUPKaMH, a iHIIOI ITOJIOBUHY - 3 KaJioM. Peliita
(1/3) npuitHATOI 403U BUBOOUTHCS Oe3MocepenHbO HUPKAMU Y BUTTISI[II HE3MiHEHOI
HOil040l PEYOBUHU i3 CeUdelo IepeBaxKHO IIJIIXOM aKTUBHOI HUPKOBOI CEKpeIIil.

MeTabomni3am puBapokcabaHy 3abe3mneuyeThcs isopepmentamu CYP3A4, CYP2]2 ta
He3aJleXXHUMU Bif cucteMu nutoxpomy CYP mexanizamMamu. OCHOBHUMU OiITHKaMU
O6ioTpaHcdopmMmaliii € MopdostiHOBa rpymna, 10 3a3HAa€E OKMCHOTO PO3KJIagaHH, Ta
aMifHI rpynu, sKi OiaaramTh Figposidy. Buxonsayu 3 oTpUMaHUX in Vitro JaHUX,
puBapokcabaH € cybcTpaToM TpaHcnopTHuX 0inkiB P-gp (P-rmikonpoTtein) Ta Berp
(6isTOK pe3uCTEHTHOCTI 10 paKy MOJIOYHOI 3aJI03H).

HaliBaK/TUBillIOI0 CITOJIYKOIO B IJTa3Mi KPOBi TIOOMHU € HE3MiHEHUM puBapoKcabaH,
Ipu 0bOMY 3HauHi ab0 aKTUBHI MUPKY/I00Yi MeTaboIiTU He BUABJIEeHi. PuBapokca0as,
CUCTEMHUM KIIipeHC SIKOTO CTaHOBUTH O/113bK0 10 51/rom, Moxke OyTU BimHECEHUH [0
JIiIKapChKUX 3ac00iB 3 HU3BLKUM pPiBHEM KJTipeHCy. [Ticisg BHYTPIilITHEOBEHHOTO
3aCTOCYBaHHS Oo3u 1 MT Iepiofn HalliBBUBEIEeHHS CTaHOBUTDL O/1M3bKO0 4,5 roguHu. I1pu
IepopabHOMY 3aCTOCyBaHHi BUBEIEHHS 00MEeXKYEThCS IBUAKICTIO abcopOitii. ITpu
BHUBeOEeHHi puBapoKcabaHy 3 IJITa3MU TePMiHaIbHUM Iepio HaliBBUBEOEHHS
CTaHOBUTSH Bif 5 10 9 roguH y MoyloguXx maiieHTiB Ta Bifg 11 mo 13 roguH y ocid
JIITHBOTO BIKY.

Oco6uBi rPyny XBOPUX




Cmamo. Y 90IO0BIKiB i KiHOK KJTIHIYHO 3Ha4yllli PO3XOAXKeHHS (papMaKOKIHETUKU He
BUSIBJIEHi (OuB. po3min «Crnocib 3acTOCYBaHHS Ta MO3U»).

ITauienmu nimHbo20 B8iKy. Y TAIliEHTIB IiTHBOTO BiKYy KOHIIeHTpallil puBapokcabaHy y
IJ1a3Mi BHUII, Hi2K Y MOJIOOUX TallieHTiB, cepenHe 3HaueHHs AUC npubnusuHo y 1,5
pa3a epeBulIlly€ BiANOBIOHI 3HaYEHHA Y MOJIOOUX MAIll€HTIB I'OJIOBHUM YHMHOM
YHACJIimOK 3HMKEHOT0 3arajilbHOT0 Ta HUPKOBOTO KilipeHcy. Hemae moTpebu B KOpPEKITil
OO3H.

Pi3Hi Bazo8i kamezopii. 3aHanTo Masa abo BejimKa Maca Tina (MeHine 50 Kr i Oinbie
120 kr) nuite He3HaYHOIO MipOIO BIIJIMBA€E Ha KOHIIEHTpaAllil puBapokcabaHy y ITa3mi
(menie 25 %). Hemae nmoTpedu B KOpPEKIIil MO3H.

MiscemHiuHi ocobausocmi. KiiHiuHO 3HaA4YyII po3XomKeHHs ¢hapMaKokiHeTuku (PK)
Ta (papmakoguHamiku (O]l) y maiieHTiB €BPOIIE€OigHOl, adpoaMepUKaHCHKO],
JITaTUHOAMEePUKaHChKOl, SITOHChKOI a00 KUTalChKOl €eTHIYHOI TPUHAJIE’KHOCTI He
CIIOCTEepirajucsd.

ITeuiHkosa HeOocmamHicmv. Y XBOpPUX Ha IIUPO3 MEUiHKM 3 JIETKOIO II€4YiHKOBOIO
He[oCTaTHiCcTIO (Kinac A 3a kKinacudikarnieio Yavnga - I1':0) hpapMaKoKiHeTHUKa
puBapokcabaHy jullle He3HAYHO Bimpi3Hsmacs Bif BimmOBimHUX IMOKAa3HUKIB (y
cepenaboMy 1,2-pa3oBe 30inbireHHss AUC puBapokcabaHy) Y KOHTPOJIbHIN IpyIri
300pOBUX JOOPOBOJIBIIB. Y XBOPHX Ha IIUPO3 MNEYiHKM i3 CepPeaHLOTIXKKOIO ITeYiHKOBOIO
HeJoCTaTHICTIO (Knac B 3a knacudikaiieo Yannma - [1'10) cepengus AUC
puBapokcabaHy Oya 3Ha4YHO mmigBuileHa (y 2,3 pa3a) MOPiBHSIHO 3 TaKOIO y 3JOPOBUX
mobopoBonbiliB. AUC He3B s13aHO1 pe4YOBUHU ITifABUIIIyBasacsa y 2,6 pa3a. Y mux
Malli€HTiB TAKOXK 3apeECcTPOBAHO 3HUXKEHHS BUBEOEeHHs puBapoKcabaHy 3 ceuelo,
rmonibHe mo TOro, 10 XapaKTepHe [OJIs MalliEHTiB 3 HUPKOBOIO HEJOCTATHICTIO
MIOMipHOro cTyneHs. HemMae gaHuX OO0 HAIli€EHTIB 3 TSIKKHUM MOPYIIEeHHAM QyHKIIi1
EeYiHKHU.

[TpurHiyeHHs aKTUBHOCTI pakTOpa Xa Oyso BUpaxKeHe CUjibHilIe (2,6-KkpaTHe
PO3XOOKEHHS) V MAlliEHTIB i3 CEPEeIHbOTAKKNM IMOPYIIEeHHAM QYHKIIIl Te4iHKY, HiXK Y
3mopoBux o0poBobIliB; [T TakoxK (2,1-KpaTHO) IMOAOBXKYBaBcs. [TalieHTH 3
CEPEenHbOTSAKKUM MOPYIIeHHIM (QYHKIN edinky Oynu OifbIl Yy TIUBUMHU [0
puBapokcabaHy, II0 ITPU3BOOMUIIO [0 OiNbIll KPyTOi KPUBOI1 3aexkHocTi OK/PII mix
KOHIIeHTpalieto Ta [14.

KcapenTto® mpoTuUIloKa3aHUM MallieHTaM 3 XBOpoOaMu MMeYiHKH, 1110
CYIIPOBOIXKYIOTHCA KOaryJonaTi€to 3 KJIiHIYHO 3HAQUYyILIUM PU3UKOM BUHUKHEHHS
KPOBOTEYi, B TOMYy YHCJIi XBOPUM Ha IUPO3 IMediHKu Kinacy B Tta C 3a Knacugikalieio
Yaunma - [T'r0 (guB. po3min «ITpoTUIOKa3aHHSI»).



Hupxosa HedocmamHicmb. Bin3Hadyanocs 30inblIeHHS €KCII03Ullii puBapokcabaHy,
sike 00epHEHO ITPOIIOPIIINHO KOPEJIOE 31 3HMXKEeHHSIM (PYHKITII HUPOK, 1110 BU3HAYaJl!
3a KJIipeHCcoM KpeaTuHiHy. B 0cib 3 merkum (kiipeHc Kpeatuniny 50-80 mi/xB),
CEepPEeOHBbOTAXKKUM (KJIipeHC KpeaTuHiHy

30-49 mn/xB) abo TIXKKUM (KJTipeHC KpeaTuHiHy 15-29 MJ1/XB) MOpPyIIeHHAM QYHKIIi1
HUPOK, KOHIIeHTpallil puBapokcabany y nina3mi (AUC) 6ynu B 1,4, 1,5 Ta 1,6 pasa
OisbIIIi MOPiBHSAHO 3 TAaKMMHM Y 3TOPOBUX AOOPOBOIIBIIIB. BiflloBimHO criocTepiranocs
30inbieHHss papMakoauHaMiyHUX edekTiB. B 0cib 3 merkum, cepegHbOTSIKKUM abo
TSKKUM MOPYIIeHHIM (QYHKIIil HUPOK 3arajbHe MPUTHiYeHHs aKTUBHOCTI (pakTOpa Xa
Oyso BigmosigHO B 1,5, 1,9 Ta 2 pa3u OifbIINM ITOPiBHAHO 3 TAaKUM Y 3TOPOBUX
nobOpoBonbiliB; [TH mopgiouuMm ynHOM 3poctano y 1,3, 2,2 Ta 2,4 pasa BignmosigHo. [JaHi
IIIOMO MallieHTiB 3 KJIIpEHCOM KpeaTHUHIHY < 15 MJI/XB BifCyTHI.

3 orJIsimy Ha BUCOKEe 3B’sI3yBaHHS 3 OijlKaMu MJIa3MH, OYiKy€EThCSI, 1110 pUBapoKcabaH
He BUBOOUTHCS 3 OPraHi3My LIISXOM Oiali3y.

He pekoMeHOy€ETHCS 3aCTOCOBYBATH JIiKapChKMUM 3acib IallieHTaM i3 KiIipeHcoM
KpeaTUuHiHy

< 15 mn/xB. Jlikapcbkuti 3aci6 KcapenTo® ciim 3acTocoByBaTu 3 00€PEXKHICTIO
rmalieHTaM 3 KjIlipeHcoM KpeaTuHiHny 15-29 mi/xB (guB. po3mgin «Oco6IUBOCTI
3aCTOCyYBaHHS»).

dapmakoKiHemuyHi 0aHi, BiIOMiueHi y nauieHmiag. Y Nali€HTiB, sIKi OTPUMYIOTh
puBapokcabaH mnsa npodinaktuku TI'B y go3i 20 mr 1 pa3 Ha goly, cepenHii
reoMeTpUYHUH IMOKa3HUK KOHIIeHTpallil (iHTepBas mporHo3yBaHHA - 90 %) yepe3 2-4
TOOWHHU Ta MalxkKe 4yepes3 24 TOOWHMU MiCJIsi 3aCTOCYBaHHS (Yac, 110 TpubIn3HO
BimoOpazka€e mOCSITHEeHHS MaKCHUMaJIbHOI Ta MiHiMaJIbHOI KOHIIEHTPAIlil Y IpoMiXKKax
MiXK ITpUoMaMH 03) CTaHOBUB 215 (22-535) i 32 (6-239) MKr/m BigmmoBigHO.

dapmaxkokiHemuy4Hi/papmakoOouHamiuHi 83aemo38’a3ku. OLiHKa
(papmakokineTnyHOro/ papmako-guHaMigyHoro (PK/®II) B3aeM0O3B’I3Ky MixkK
KOHIIeHTpalli€lo puBapoKkcabaHy B IJ1a3Mi KPOBi Ta AesKUMHU (papMaKOOUHaAMiYHUMU
KiHIIeBUMHU TOYKaMu (MpurHideHHsa pakTopa Xa, [TY, AHTY, HepTest) npoBogunace Ha
TJIi 3aCTOCYBaHHSI BEJIMKOT0 Aiama3oHy go3 (5-30 Mr aBiui Ha goOy). B3aeMo3B’s130K
MiXK KOHIIEHTpalli€lo puBapokcabaHy Ta aKTUBHICTIO ¢akTopa Xa HauKpalie
BU3HAYAETHCA 3a JOIIOMOTI0OIO Emax moperti. [llomo ITY - HaMbinkII MOCTOBIPHI maHi
OTPUMYIOTH LIJITXOM 3aCTOCYBaHHS JIIHIMHOI MOfeli TepeTUHaHH Bigpi3Kis. B
3aJIeKHOCTI BiJl pi3HUX peareHTiB AJig Bu3HadeHHs [1Y4, KyToBUl KOeilliEeHT MOXKe
MaTU CYTTEBO BiIMiHHiI 3HaueHHs. [Ipu 3acTocyBaHHi peareHTy Neoplastin gisa
BuMipioBauHs T4, suxigauit [TH ctaHoBUB 6/113bK0 13 C, a KyTOoBUM KoedillieHT - Bixg 3
mo 4 ¢/(100 mkr/n). Pe3ynbratu OK/®]l anamnisiB y gochigxkeHHsX ¢a3 II ta 111
BiTIOBiganu maHuM, OTPUMaHUM y 3MOPOBUX TOOPOBOJIBIIIB.



umasayut eik. EQeKTUBHICTE Ta O6e3eKa 3aCTOCyBaHHS JIiIKapChKOTO 3aco0y y miTei Ta
OigaiTKiB mo 18 pokiB He BUBYAasacs.

[okiiHiuHi gaHi 3 6e3neKn

IcHyioui moKIiHiYHI gaHi, OTpMMaHi B X0/ TpagULiMHUX OOCIiaXKeHb (papMaKOJIOTigHOL
0e3neKu, TOKCUYHOCTiI OMHOPAa30BOo1 03U, POTOTOKCUYHOCTi, TEHOTOKCUYHOCTI,
KaHIIePOTeHHOI' 0 IOTEHIaNly Ta PEIIPOOYKTUBHOI TOKCUYHOCTI BKa3ylOTh Ha
BimCyTHICTb OyOb-IKUX crielu(piYHUX PU3UKIB OIS JTIOOUHU.

Y mocnimXeHHSIX TOKCUYHOCTI 6araTopa30BUX 103 CIIOCTepiranuch eheKTH, MOB’ I3aHi,
rOJIOBHMM YMHOM, 3 HAAMipHO BHUpPaxKeHOI0 (hapMaKOANHAMI4HOIO Oi€I0
puBapokcabaHy. He 3apeecTpoBaHO BIIJINBY Ha (PEPTUNIBHICTh Y CAMUIlh Ta CaMIIiB
IIypiB. Y X0fi AOCIigXKeHb Ha TBapuHax 0yJi0 BUSBJIEHO PENIPOAYKTUBHY TOKCUYHICTB,
MOB’s13aHy 3 (hapMaKOIOTiYHUM MexaHi3MoM [ii puBapokcabaHy (remopariui
YCKJIaJHEeHHS).

IToxa3aHHS

[TpodinakTuKa iHCYJIbTY Ta CUCTEMHOI eMOOJIil ¥ JOPOCIUX IalliEHTIB i3 HEKIalaHHOIO
dibpunsuieio nepeacepab Ta OOHUM YU KiTbKOMa (paKTOpaMU PU3UKY, TAKUMU SIK
3acCTiliHa ceplieBa HeJOCTaTHICTh, apTepiajibHa rinepTeH3is, BiKk = 75 pOKiB, IyKPOBUU
niabeT, iHCynbT ab0 TpaH3UTOPHA illleMiyHa aTaka B aHaMHe3i.

JIikyBaHHSsT TpoMO03y rimubokux BeH (TT'B), TpoMmOoembortii nerenesoi aprepil (TEJIA) i
npodinakTuka penunuBy TT'B Ta TEJIA y mopocnux (ouB. po3main «OcobmuBOCTi
3aCTOCyBaHHSI» CTOCOBHO nailieHTiB 3 TEJIA, 110 MaioTh HeCcTabilbHi reMoauHaMiuHi
TIIOKA3HUKH).

HpOTHHOKaSaHHﬂ

e ITigBHUINIEHA YYTIUBICTHL N0 puBapokKcabaHy abo g0 OyOb-IKUX MOIMOMIXKHUX
PEYOBHUH JTiKapChKOT0 3aco0y.

e KiTiHIiYHO 3HayYyllla aKTUBHA KPOBOTEYa.

e VIIKOIXKeHHsI a00 CTaHH, III0 CYIIPOBOOXKYIOTHCS 3HAYHUM PU3UKOM PO3BUTKY
KPOBOTEY, [0 IKUX HajJeXaTh HasBHi Ha MaHUM yac a00 HeIlogaBHO
OiarHOCTOBaHi BUPa3KU IIJIYHKOBO-KUIIIKOBOT'O TPAKTY, 3JIOAKICHI IYXJINHU 3
BHCOKHUM PU3UKOM KPOBOTEY, HENIOIAaBHO IIepeHeceHa TpaBMa I'OJIOBHOTO abo
CIIMHHOT'O MO3KY, HEIIOJaBHO IIepeHeCeHe OolepaTuBHE BTPy4YaHHS Ha
TOJIOBHOMY, CITHHHOMY MO3KYy a00 o4ax, HellloJlaBHi BHYTPIIIHbOYEPEITHU N
KPOBOBUJIMB, BAPUKO3HE PO3MIUPEHHS BEH CTPABOXOAY (BHUSBIEHE UHU



IMimo3pioBaHe), apTepioBeHO3Hi ManbdopMallii, aHeBpu3Ma cyquH abo 3Ha4Hi 3a
PO3MipoM BHYTPIITHbOCITiHAIBHI a00 BHYTpillIHbOIIepeOpanbHi CyIUHHI aHOMAaUTil.

e OgHOYaCcHe 3aCTOCyBaHHSA 3 OyOb-IKUMHU iHIIIUMU aHTUKOATY/ISTHTaMM, 30KpeMa 3
HepakIl[iOHOBaHUM relapuHOM, HU3bKOMOJIEKYJISPHUMU IellapuHaMUA
(eHOKCamapuH, JajabTellapyuH i T. 11.), HOXiAHUMU renapuHy (boHOanapuHYKC i T.
I1.), IIePOPaJbHUMM aHTUKOATyIsTHTaMu (BapdapuH, gabiraTpaH eTeKcHuiar,
arrikcabaH i T. 11.), OKpiM cnenmdiyHUX 00CTaBUH IIE€PEXONY Ha albTEePHATUBHY
AHTUKOATYyJISTHTHY Tepariio (ouB. po3main «Crocid 3acTocyBaHHS Ta mo3u») abo
BUIIAAKH, KONMM He(PaKI[iOHOBaHUM rellapuH MpPU3HAYAETHCSA ¥ J03aX, HEOOXimHUX
o711 QYHKIIIOHYBaHHS BiIKPUTOTO KaTeTepa lieHTpalbHUX BeH abo apTepilt (OuB.
po3min «B3aeMopis 3 iHIIMMH JIiIKaPpChbKUMU 3aco0aMU Ta iHIIN BUOU B3a€EMOMiN»).

e 3aXBOPIOBAHHSA II€UiHKH, AKi aCOLIIIOI0THCS 3 KOoaryJolaTi€lo Ta KJIiHIYHO
3HAQUYILIUM PU3UKOM PO3BUTKY KPOBOTEUl, y TOMYy YUCJIi IMPO3 IIe4iHKU Kjiacy B
Ta C (3a knacudikarieo Yarnga - [1'10) (quB. po3min «®apMaKOKiHETHKA»).

e Bik marienTa 0o 18 pokis.

e Ilepiop BariTHOCTiI ab0 rogyBaHHS I'PyAnio (OUB. PO3Mia «3acTOCyBaHHS y mepiof
BariTHOCTi ab0 rogyBaHHS IPyOOIO»).

B3aemogisi 3 iHINIMMH JTiKapChbKHMH 3aC00aMH4 Ta iHIIIi BHOH B3a€EMoOIin

Iaricitopu CYP3A4 ta P-gp

OnmHOYacHe 3aCTOCyBaHHS puBapoKcabaHy Ta KeToKoHa3oiy (400 mr 1 pas Ha mo0y)
a6o putoHaBipy (600 Mr mBiui Ha mo0y), MPU3BOAMIIO A0 2,6-KPAaTHOT0/2,5-KpaTHOTO
IMigBUIIIEHHS cepenHbol piBHOBaxkHO1I AUC puBapokcabany Ta 1,7-KkpaTHoro/l1,6-
KpaTHOTO 30ibllIeHHS cepenHbOl CmaX puBapokcabaHy, siKe CyIIPOBOIXKYBaI0Cs
3HAYHUM IIOCUJIEHHAM papMaKoaguHaMidyHUX e(PeKTiB JTiKapChKoro 3acoby, II1o
[igBHUILyE€ PU3UK KPOBOTEeYi. 3BaXKal4M Ha Iie, 3acTocyBaHHA KcapenTto® He
PEKOMEHYETHCS MalliEHTaM, SIKi OTPUMYIOTh CYIyTHE CUCTEMHE JIiKyBaHHS
MPOTUTPUOKOBUMU MperapaTaMi a30JIbHOI IPYIIH, TAKUMU SIK KETOKOHA30]I,
iTpaKOHa30JI, BOPMKOHA30JI Ta IT03aK0Ha30J1, abo inridbitopamu BlJI-mpoTteasu. 1Ii
mpernapaTu € moTykHuMu inriditopamu CYP3A4 ta omHo4dacHO P-gp (OuB. po3min
«OCcoOIUBOCTI 3aCTOCYBaHHS»).

PeuoBuHY, sIKi aKTUBHO iHTiOyIOTh TiJIbKK OOWH 3i IIJISIXiB BUBEJEHHS puBapoKcabaHy 3
opraniamy, CYP 3A4 a60o P-gp, sIK 049iKy€ThCsI, 30iTbITyIOTh KOHITEHTPAIlil
puBapokcabaHy y MJja3Mi KpOBi MEHIIIOI0 MipoIo.

Hampuknap, knaputpoMminusu (500 Mr aBivi Ha mo6y), 1110 3Ha4YHO iHTi0y€e aKTUBHICTD
isopepmenTy CYP 3A4 i momipHoO - P-gp, cupuuunsaB 1,5-KpaTHe 30iIbIIIeHHS CepengHix



3"HauyeHb AUC Ta 1,4-KpaTHe 30i/bIIeHHSA CmaX puBapokcabaHny. Blaemomis 3
KJIQPUTPOMIIIMHOM MMOBIpPHO He € KJIiHiYHO 3HA4YyII0I0 OJist OibIITOCTi mallieHTiB, ane
MOTEHILINHO MOXKe OyTH 3HAYYII0I0 [Jisd IMalliEHTiB BUCOKOTO PU3HUKY (1I0A0
3aCTOCYBaHHS y MalliEHTIiB 3 HUPKOBOIO HEAOCTATHICTIO AUB. po3ain «OcoGIuBOCTI
3aCTOCyBaHHS»).

Eputpomiuua (500 Mr Tpudi Ha go0y), 1110 moMipHO iHTiOye aKTUBHICTB i30(hepMEHTY
CYP 3A4 i P-gp, cupuuuHsaB 1,3-KpaTHe 30i/IbIIeHHS CepeaHiX piBHOBaXKHUX 3HAUYEHb
AUC 1 Cmax puBapokcabaHy. Blaemoist 3 epuTpoMilTMHOM MMOBIPHO He € KIIiHIiYHO
3HAYYIIO0 A1 OiNBIIOCTI MMallieHTiB, ajle MOTEHIINHO MOXKe OyTH 3HAYYIIOI0 OJIsd
[1alli€HTIB BUCOKOT O PU3UKY.

Y manieHTiB 3 HUPKOBOIO HEJOCTATHICTIO JIETKOT'O CTYIIEHA TAXKKOCTI, Ha BIAMIHY Bif
Mali€eHTiB i3 HOPMaJIbHOIO QPYHKITI€EI0 HUPOK, ITPU 3aCTOCyBaHHI eputpoMinuay (500 Mr
3 pa3u Ha mo0y) Big3Havanu 1,8-KpaTHe 3pocTaHHsa cepenHboro 3HaveHHs AUC Ta
1,6-kKpaTHe 30inbIIIeHHS Cmax puBapokcabaHy. Y IallieHTiB 3 HUPKOBOIO
HEeOOCTaTHICTIO CEPegHbOr0 CTYIEeHs TSAXKKOCTI Ha TJ/Ii epUTPOMIIIUHY CIIOCTepiraiun
30inbieHHs cepenHboro 3HaueHHsI AUC puBapokca®aHy B 2 pa3u i MigBUILIEHHSA Cmax
puBapokcabaHy B 1,6 pa3a mopiBHsSIHO 3 HallieHTaMu 0e3 MMopyueHb GYHKITI HUPOK.
BonuB epuUTPOMIIIUHY € QOUTUBHUM [0 SBUIIl HUPKOBOI HEJOCTATHOCTI (OUB. PO3AiI

«OCcOoOIUBOCTI 3aCTOCYBAHHSI»).

®dnykonazon (400 Mr 1 pa3 Ha mo0y), BBaxkaeThcs iHribiTopom CYP 3A4 cepenHboi
iHTEHCUBHOCTI, i 1OT0 3aCTOCYyBaHHS COPUYMHSAJO 1,4-KpaTHe 30ilbIIIeHHS CepenHix
3HaueHb AUC Ta 1,3-KpaTHe 30iNbIIeHHS Cmax puBapokcabaHy. Baaemomisa 3
b1ykKoHa30/10M MUMOBIPHO He € KIiHIYHO 3HAYYIIO0 A1 OiTbIIOCTi malieHTiB, ane
MOTEHIINHO MOXKe OyTH 3HAYYII00 [JIs MalliEHTiB BUCOKOTO PU3HUKY (1I0A0
3aCTOCYBaHHS IAlliEHTaM 3 HUPKOBOIO HEIOCTATHICTIO AUB. po3min «Oco6IMBOCTI
3aCTOCyBaHHS»).

3Baxkaiouu Ha 0OMelKeHi KIIiHiYHi JaHi I1og0 ApOoOHeOapoHy, CIil YHUKATH
OOHOYACHOTO MOT0 3aCTOCYyBaHHS 3 pUBapoKcabaHOM.

AHTI/IKOB_I"VJ'IS[HTI/I

[Ticnst kKoMOiHOBaHOTO IPU3HAaYEeHHS eHOKcanapuHy (omHopa3oBoil mo3u 40 mr) i
puBapokcabaHy (ogHOpa30Boi mo3u 10 Mr) crocTepiraBcs agUTUBHUM e(DeKT 1010
NPUTHIYEeHHS aKTUBHOCTI (paKTopa Xa, III0 He CYIIPOBOMAKYBAIOCS OOOAaTKOBUMU
3MiHaMu mpo6 Ha 3ropTaHHsa KpoBi [[TY (mpoTpoMbiHOBOTO Yacy), AUTY
(aKTHBOBAHOT'O0 YaCTKOBOT'O TPOMOOIIJIaCTUHOBOTO 4acy)]. EHOKcanapuH He 3MiHIOBaB
dbapmakokiHeTUKY puBapoKcabaHy.



Yepe3s 30inbI1eHHS PU3UKY PO3BUTKY KPOBOTEY CIIifT 3 00€PEeKHICTI0O CTAaBUTUCS [0
OOHOYACHOTO 3aCTOCYBaHHS 3 IHIIMMM aHTUKOATryJISHTaMu (OUB. PO3Oinu
«I[TpoTunokasanHsa», «OCoOBIMBOCTiI 3aCTOCYBaHHSI»).

HecTtepoigHi npotu3ananbHi 3acodu (HI133)/ iHridiTopu arperaitiili TpoMOOIIHUTiB

[Ticnss ogHOYACHOTO 3aCTOCYBaHHS puBapokcabaHy (15 mr) i 500 Mr HalTpoKCeHY
KJIiHIYHO peleBaHTHOI'O IIOOOBXKEHHS Yacy KPOBOTeUi He criocTepiranocs. IIpoTe B
OKpeMux ocib MoKJuBa OinbIll BUpa>keHa (apMaKoOuHaMidHa BigMIOBiOb.

He cniocTtepiranocs kiiHigvHO 3HauymuX papMakoKiHETUYHUX ab0
(bapmakogrHaMiYHUX B3a€EMO[iN IIPU OOHOYAaCHOMY 3acTocyBaHHI Kcapento® ta 500
MT alleTUJICAIiIINIOBOI KUCJIOTH.

He BusiBneHo ¢hapMaKOKiHETHUYHOI B3a€EMOZil MixK puBapokcabanoM (15 mr) i
KJIomimorpenem (HaBaHTaxKyBajbHa go3a 300 Mr i3 mogaabiuM IIPU3HAYEeHHIM
OiOTPUMYHOUYUX 003 75 M), ajle y MiATrPpYyIli IallieHTiB Bif3Ha4YeHe pejieBaHTHEe
30iIbIIIeHHST TPHUBAJIOCTiI KPOBOTEUi, 1110 HE KOPEIIOBAJIo 3 arperaliieo TpoMOOIUTIB i
piBHAMU P-cenektuny abo GPIIb/IIIa-penieniTopa.

HeoOxigHO moTpuMyBaTUCsS 00epeKHOCTI IIpU IpU3HAaYEeHHI puBapoKcabaHy
narieHTaM, Kl ogHO4YacHO 3acTocoBY0Th HII33 (BKIIO4YaO4Yu aneTuscalilijoBy
KHCJIOTY) Ta iHri6iTopu arperailii TpOMOOIIUTIB, OCKIiJIbKM IIi TiKapChKi 3acobu
3a3BUYal MiIBUITYIOTh PU3UK KPOBOTEY (OUB. pPo31isn «OcoOIMBOCTI 3aCTOCYBaHHS»).

CeneKTHBHI iHTiIOiTOPHM 3BOPOTHOTO 3axoiuieHHs cepoToHiny (CI33C) / inribiTopu

3BOPOTHOTI'0 3aXOIlJIEHHS cepoToHiHy-HopeniHedpuny (I33CH)

4K 1 1py 3aCcTOCYBaHHI IHIIIUX aHTUKOATYJIAHTIB, IIABUIYETHCSA PU3UK PO3BUTKY
KPOBOTEY Y IAIliEHTiB, gKi ogHOYacHO 3acTocoByioTh CI33C abo I33CH BHacmimok
BIJIUBY OCTaHHiX Ha TpomOouuTH. [Ipu ogHOYaCHOMY 3aCTOCYBaHHI 3 puBapokcabaHOM
Yy XOo[i KITiIHiYHUX OOCIiIXeHb CIIOCTepiranacs 6iybila KimbKiCTh KITIHIYHO 3HAYYIITUX
KPOBOTEY B yCiX rpynax Teparmii.

Bapdapun

[Tpu mepexopi mailieHTiB 3 aHTaroHicty Bitaminy K Bapdapuny (MHB 2-3) Ha
puBapokcabaH (20 mr) abo 3 puBapokcabany (20 mr) Ha Bapdapun (MHB 2,0-3,0)
npoTrpom6binoBuit yac Ta MHB (Neoplastin) 36inburyBasnucst GifbIll SK aAUTUBHO
(Bim3Haganucs okpemi 3HaueHHA MHB mo 12), y Tout 4yac gk BrimB Ha AYTY,
iHriOyBaHHS aKTUBHOCTI (pakTOpy Xa Ta eHOoreHHuM TpoMOiHOBuUM noTteHIrian (ETII)
OyB afUTUBHUM.



Axmro 6axkaHo nepeBipuTH hapMaKoauHaMiuHi edeKTu puBapokcabaHy i dac
nepiony mmepexony, MOXKYyTh OYTH BUKOPUCTaHI TECTU Ha BU3HAUYEHHS aKTUBHOCTI aHTU-
Xa, PiCT i HepTest, ockinbku BapdaprH He BIJIMBAE Ha Pe3y/IbTaTU LIUX TECTIB.
[TouuHatouu 3 4 gobOu micns BigMiHK BapdapuHy i B IOOasbIIOMy BCi TECTHU
(Brmtogatouu IIT, AUYTY, inriOyBanHsa aKTUBHOCTI (pakTopa Xa Ta ETII) BimoOpakaioTh
nuiie epekT puBapokcabaHy.

Axio 6axkaHo nepeBipuTu papMakoguHaMiuyHi epekTu BapdapuHy I vac mnepiomy
mepexony, MOXKHa BUKOPUCTATU Bu3HadyeHHss MHB nipu mocsaraeHnHi Cmin
puBapokcabaHy (duepe3 24 TOOWHMU IIiCIS IIPUNOMY IIOIIEepeaHbOl [031 pUBapoKcabaHy),
OCKIiIbKHM Y 1Ieli MOMEHT pruBapoKcabaH HallMeHIIIe BIJIMBA€E Ha Pe3yIbTaTu TECTY

MHB.
Mix BapdapHrHOM Ta puBapokcabaHOM He Bif3HadeHO ¢apMaKOKiHETUYHOI B3aEMO/IIl.

IagykTopu CYP3A4

OmHOYacHe 3aCTOCyBaHHS puBapoKcabaHy Ta pudaMmIinuHy, 1110 € CUIIbHUM
inmykTopoM CYP3A4 i P-gp, mpusBoguso mo nmpubnusxHo 50 % 3HUKEeHHS cepedHbol
AUC puBapokcabaHy Ta mapajieJIbHOTO 3MeHIIIeHHS Moro (hapMaKOAMHaAMIUHUX
edekTiB. OmHOYACHEe 3aCTOCyBaHHS puBapoKcabaHy 3 iHITUMU CUTbHOOIIOUNMU
ingykTopamu CYP3A4 (Hanpukiapn deHiToiHOM, KapbamaseninoM, (peHobapbiTamom
abo 3acobaMu Ha OCHOBIi 3Bip00010) TaKOXK MOXKe CIIPUYUHUTU 3HUKEHHS
KOHIIeHTpallili puBapokcabaHy y maa3Mi KpoBi. ToMy CJIil yHUKATH OJHOYACHOT O
pU3HAYEeHH 3 IpenapaToM NoTyKHuUX iHOyYKTOopiB CYP3A4, oKpiM BUIIA[KiB, KOJIA
3abe3meyeHO peTenbHUM HarJIAa[ 3a MalliEHTOM 3 MEeTOI0 BUSIBIIEHHS O3HaK Ta
CUMIITOMiB TpoMOO3y.

IHIi miKapchKi 3aco0u CynyTHROI Tepairil

He Bim3Hauanocs KiiHiYHO 3Hauynux (papMakokKiHeTUYHUX ab0 papMaKoguHaAMidYHUX
B3aEMO[iM IIpU OJHOYACHOMY 3aCTOCyBaHHi puBapokcabaHy 3 Mima3onamoMm (cyobcTpaTt
CYP3A4), purokcuHoM (cyocTpaT P-rikomnpoTeiny), aTopBacTaTuHOM (CyOCcTpaT
CYP3A4 i P-gp) abo omenpa3onoM (iHribiTop mpoTOHHOI IToMIii). PuBapokcabaH He
MIPUTHIYYE i He iHAyKy€e Oyab-sKi BaxKnuBi izodopmu nutoxpomy CYP, taki sk CYP3A4.

BrniuB Ha nabopaToOpHi mapaMeTpu

Bnnus Ha noka3HuKu 3ropTraHHsg KpoBi (ITH, AUTY, HepTest) € nepenbauyBaHuii, 3
ypaxyBaHHSM MeXaHi3My [il puBapokcabaHny (OuB. po3nin «®apMaKoIoriuHi
BJIACTUBOCTI»).

Oco00/1MBOCTi 3aCTOCYBaHHSA



Yrponosx mnepiony JIiKyBaHHSI PEKOMEHOYETHCS 3OIMCHIOBATY KIIIHIYHUU HArJs[, 110
BifIOBia€ MpakKTHIll 3aCTOCYBaHHS aHTUKOATryJIsTHTIB.

PU3HK PO3BUTKY KPOBOTEUI

4K i Ipu 3aCTOCYBaHHI iHIIMX aHTUKOATYJIAHTIB, HallieHTaM, IKi IpUUMaloTh
KcapenTo®, cnig nepeOyBaTu 1Iif peTeIbHUM HaArJIssAOM [Jj1s1 BUSIBIIEHHS O3HaAK
KpoBOTeUYi. PeKoMeHOy€ETHCSA 3 00epeKHICTIO 3aCTOCOBYBATH JIiKaAPChbKUM 3acib mpu
3aXBOPIOBAHHSAX, 1110 CYIPOBOOXKYIOTHCA MiABUIIIEHUM PU3UKOM PO3BUTKY KPOBOTEY. Y
BUIIaAKy CEPHO3HOI KPOBOTeUi 3acTocyBaHHS Kcapento® ciig NpUOUHUTYU (OUB.
po3nin «ITepego3yBaHHS»).

Y KIiHIYHUX OOCHiIXKEeHHSIX KPOBOTeYi 3i cIm30BUX 000JI0HOK (HanmpuKIamd, HOCOBI
KPOBOTEUl, KPDOBOTEUI 3 sICE€H, IIJIYHKOBO-KUIIIKOBI KPOBOTEYi, KPOBOTEY]l 3 OPraHiB
CevYyoCcTaTeBOl CUCTEMH, BKITIOUAIOYN aHOMAaJIbHY BariHaabHy KPpOBOTEedy abo
MIOCUJIEHHS MEHCTPYa/JIbHOI KPOBOTEUi) Ta aHeMisl 3yCTpidanauch dYacTille Ha TITi
OOBTrOTPUBAJIOl Teparii puBapokcabaHOM, HiXK ITpH ITiKyBaHHI aHTaroHicTaMu BiTaMiHy
K. 3Baxkarwuu Ha 11e, JOJAaTKOBO [0 HAJIEKHOT'O KJIIHIYHOTO HarJsaay y BiOIIOBIMHUX
BUIIafgKaX OOILIIbHO MPOBOAUTHU JIaOOpaTOpPHY MepPEBIPKY MOKa3HUKIB
reMoriao0iHy/TeMaTOKPUTY 3 METOIO BUSIBIIEHHS BUITQAKiB BHYTPIIIHIX KPOBOTEY IS
BH3HaAYEeHHS KJIiHIYHOI 3HAYYIIOCTi SBHUX KPOBOTEY.

ITeBHi KaTeropil maIli€eHTiB, IK 3a3HAYEHO HUXKYe, MAIOTh ITifBUNIeHUN PU3UK
PO3BUTKY KpoBOTedi. Taki maIjieHTu micjs nmodaTKy JIiKyBaHHS IIOBUHHI mepebyBaTu
i peTeIbHUM HarjsagoM AJis BUSBIEHHS CUMIITOMIB reMOpariyHuX yCKJIagHEeHb Ta
aHeMmil (guB. po3mgin «I[1o6iuyHiI peakiii»).

[Tpu Oyab-IKOMY 3HUKEHHI piBHS reMorino0iHy Y apTepialbHOTO TUCKY He3 siCOBaHOI
eTiosorii HeoOXiTHO BUSIBUTHU O2XKePEJIo KPOBOTEYi.

He3Baxkarouu Ha Te, 110 JIiKyBaHHS puBapokKcabaHOM He BUMara€ IIpoBeIeHHs
CTaHOAPTHOTO MOHITOPUHTY MOT0 €KCIIO3Ullil, BU3HAYEHHS PiBHSA pUBapokcabaHy 3a
OOIIOMOTOI0 BimKaniOpoBaHUX KiTbKiCHUX TECTiB Ha aHTHU(AKTOP Xa MOXKe BUSBUTHUCH
KOPUCHHUM Yy BUHSITKOBUX CUTYyallidx, KOJIA BiOMOCTi PO €KCIIO3UIIiI0 puBapoKcabaHy
30aTHI BIUIMHYTU Ha IPUUHATTA KJIIHIYHUX pillleHb, 30KpeMa IIpU l1epefo3yBaHHI Ta
€KCTPEHUX XipypriyHuX BTPy4YaHHAX (OUB. po3min «®PapMaKOJJIOTidHiI BIaCTUBOCTI»).

HupkoBa HEOJOCTATHICTD

Y nmaifieHTiB 3 TSIKKOK HUPKOBOIO HEOCTATHICTIO (KilipeHC KpeaTuHiHy < 30 MII/XB)
KOHIIeHTpalligd puBapokcabaHy y mjia3Mi KpOBi MOXkKe CyTTEBO ITiABUIIyBaTUCS (B
cepenHbOMYy y 1,6 pasa), 110 MOXKe IPU3BECTU A0 IMiABUIIEHOI0 PU3UKY KPOBOTEUI.



Cnin 3 o6epexkHicTIO 3acTocoBYyBaTu KcapenTo® mallieHTaM 3 KJIipeHCOM KpeaTUHIiHY
15-29 mn/xB. He peKOMeHIyeEThHCSI 3aCTOCOBYBATH JIiKapPChKUM 3acib malieHTaM i3
KJIipeHCOM KpeaTuHiHy < 15 mi/xB (ouB. po3minu «Cnocib 3acCTOCYBaHHS Ta JO3U»,
«®apMaKoOJIOTiYHi BIaCTHUBOCTI»).

Cnig 3 o0epexkHicTiO 3acToCcOByBaTU KcapenTo® maliieHTaM i3 HUPKOBOIO
HeIOOCTaTHICTIO, sIKi OIHOYACHO OTPUMYIOTh iHIII JTiKapChKi 3aco0w, 1110 IMPU3BOIOSATH OO0
MMiOBUIIIEHHS KOHIIEHTPallii puBapokcabaHy y Ija3Mi KpoBi (OuB. po3nin «Blaemopis 3
IHIMMMU JTiKapChbKUMHU 3aco0aMM Ta iHIIN BUOU B3a€EMOIIl»).

B3aemogis 3 iHIIMMHU JTIKapChbKUMHU 3aco0aMu

He pekomMeHnyeThCsa 3acTocyBaHHA KcapenTo® mnailieHTaM, IKi OTPUMYIOTE CYIIyTHE
CHUCTEeMHe JIiKyBaHHS IIPOTUTPUOKOBUMM IIpenapaTaMu a30/IbHOl Tpynu (HalpuKiam,
KEeTOKOHAa30JI0M, iTpaKOHa30/10M, BOPMKOHA30JI0M Ta M03aK0Ha30510M) abo
inribiTopamu BlJI-nmpoTea3u (Hampukiajg, puToHaBipoM). i mpenapaTu € MOTYKHUMU
iHribiTopamu omHo4dacHo i3odepmenTiB CYP 3A4 ta P-gp, TOMy BOHU MOXKYTb
IMigBUIITyBaTH KOHIIEHTpPAIlil puBapoKcabaHy B IJTa3Mi KPOBi [0 KJIIHIiYHO 3HAUYIIIOTO
piBHA (B cepegHbOMY y 2,6 pa3a), 10 MOXKe IIPU3BOOUTHU OO0 HiABUIIEHHS PU3UKY
BUHUKHEHHS KPOBOTeYi (OUB. po3min «B3aeMopis 3 iHIIMMUY JTiKapChbKUMHU 3aco0aMu Ta
IHIITI BUOY B3aEMOIN»).

HeoOxigHo OyTu 00epe:kHUMHU IIPU NPHU3HaYEeHHI puBapokcabaHy nallieHTaM, sKi
3aCTOCOBYIOTH JIiKapChKi 3aco0wu, 1110 BIIJIMBAIOTh Ha reMOCTa3, HalpuKJiag HeCTEPOimHi
nmpoTu3ananbHi 3acobu (HI133), aueTuncaninunoBy KUCIOTY Ta iHTribiTOpu arperariiil
TPOMOOILIMTIB, a00 CeNeKTUBHI iHTi0iTOpH 3BOPOTHOTO 3axonjieHHs cepoToHiny (CI33C)
Ta iHriGiTOpM 3BOPOTHOTO 3aXOMJIeHHS cepoTOoHiHYy-HoperiHedpuny (I33CH). dkmio
iCHy€ pHU3UK PO3BUTKY BUPA3KOBOI XBOPOOU HITYHKOBO-KUIITKOBOT'O TPAKTY, CIIif
PO3TISHYTH NUTAHHSA PO IIPOBEOEHHS BiAMOBIOHOTO NPOGiTaKTUYHOTO JTiKyBaHHS
(muB. po3min «B3aeMomis 3 iHIIMMU JTiKapChbKUMHU 3acoO0aMM Ta iHIIL BUOW B3aEMOIiN»).

[HITI DAaKTOPH PU3UKY PO3BUTKY KPOBOTEY

Ak i iHmI aHTUTPOMOOTHYHI JTiKapChKi 3aco0u puBapokKcabaH He peKOMEHOYEThCA
3aCTOCOBYBAaTHU IalliEeHTaM 3 IIiABUIIIEHUM PU3UKOM BUHUKHEHHS KPOBOTEUl, y TOMY
YUCJIl TIPU HAABHOCTI:

e BpOm2KeHOl abo HaOyTol ImaToIorii 3ropTaHHSa KPOBI;
e HEKOHTPOJIBOBAHOI TSXKKO1 apTepialbHOI rinepTeHsii;
e iHITIOT'O HITYHKOBO-KHUIITKOBOT'O 3aXBOPIOBaHHA 0€3 BUPA30K B aKTUBHIM cTasii, 1110

MO2K€e IMOTEHIIMHO NPU3BOOUTH [0 reMOpariyHuX yCKIagHeHb (Hallpukiazn
3arajbHe 3aXBOPIOBAHHS KMIIIEYHUKY, €30(arit, raCTpUT Ta racTpoe3odareanbHa
pedmiokcHa xBopoba);



e CYOVWHHOI pETUHOIIATIl;
e OpoHXOEeKTa3y abo JIereHeBoi KPOBOTEYi B aHaMHe3i.

IlamieHTH 31 NITYYHUMHU KjlalaHaMU CepIsd

PuBapokcabaH He CIii 3aCTOCOBYBATH [JIsi TPOMOONPOdiTaKTUKY IMalliEHTaM, SIKi
HeIllloOLaBHO IIepeHeCIN TpaHCKaTeTepHY 3aMiHy aopTanbHOro KinanaHa (T3AK).
be3neka Ta epekTuBHICTE KCcapenTo® He BUBUYAJIMNChH y MAIIEHTIB 3i MITyYHUMHU
cepllieBUMU KJjlallaHaMM, TOMY BiICyTHI OaHi, AKi OigTBepAXKYyTh, 1110 Kcapento®
3abe3meyye OOCTATHIO aHTUKOATYJIALIIO V Ii€l rpynu naiieHTiB. He pekoMeHOyeThCs
3acTtocoByBaTu Kcapento® [jig jliKyBaHHS TaKWX IAlll€HTIB.

ITamierTy 3 aHTHdOCHOTINITHIM CUHIPOMOM

He pekoMeHOyeThCS 3aCTOCYBaHHSA NPSIMUX IePOPaJIbHUX aHTUKOATYJISIHTIB,
BKJIIOYAIOYX pHUBapoKcabaH, maiieHTaM i3 Tpom0030M B aHaMHe3i 3 JiarHOCTOBAaHUM
aHTU(HOCHOMIIIAHUM CHHIPOMOM. 30KpeMa, y Halli€eHTiB, Ki MalOTh IMiATBEPOXKEH]
MMO3UTHUBHI Pe3ynIbTaTH TECTY [OJIS BCiX TPHOX aHTUGPOCHOTIIIAHUX aHTUTIN
(BOBYAKOBUY aHTUKOATYyJISHT, aHTUKAPIiOJIiITiHOBI aHTUTiNIa, aHTU-0eTa-2-
riikonpoTelid [ auTUTiNna), Tepanis NpIMUMU IepopaibHUMU aHTUKOATryJISHTaMU
MozkKe OyTH MOB’si3aHa i3 MiABUIIEHHSIM PU3UKY ITOBTOPHUX TPOMOOTUYHUX SBUI] Y
MIOPiBHSAHHI i3 TAaKMMHU IIPU Tepallil aHTaroHicramu Bitaminy K.

IMTanieHTH 3 HeKJIanaHHOoI0 Gidpuaslicio nepencepnb, saKi nepenecnu I1KB i3

BCTAHOBJIEHHSAM CTEHTaA

HasBHI KITiHIYHI DaHi iHTEPBEHIIIMHOTO OOCIIIOXKEeHHS 3 IIEPBUHHOIO METOI0 OLIIHKU
Oe3neKu 3aCTOCYBaHHSA MallieHTaM 3 HeKJIallaHHOK (iOpunsiliero nepencepnpb, AKi
nepeHecnu [TKB i3 BCcTaHOBJIEHHSM CTeHTa. [laHi 11040 e(eKTUBHOCTI AJid 3a3Ha4YeHOl
nonynsiii ooMmexkeHi (ouB. po3ninu «Crocibé 3acTocyBaHHS Ta OO3U» Ta
«@apMaKoomHaMiKa»). BigCcyTHi gaHi oo i€l KaTeropil mamieHTiB 3 iHCy/1bTOM/TIA B
aHaMHe3l.

IManientu 3 TEJIA Ta HeCcTaOIILHUMHU reMOOUHAMIYHMME DapaMeTpaMu abo XBOpi,

SIKMM HeOoOXiTHUHU TPpoMOOJIi3uC UU JIereHeBa eMOOJIeKTOMisA

He pexomeHnyeThCs 3acTOCOByBaTu KcapenTto® K aJlbTepHATUBY
HedpakIilioHOBaHOMY TellapUHy AJIS Malli€eHTiB 3 JiIereHeBOo0 eMOO0JIi€l0, 110 MalOTh
HecTabinbHI reMoguHaMiuHI ITapaMeTpu abo MOXKYTb ITPOXOOUTH IIPOIEOYPY
TPOoMOOJIi3UCy UM TereHeBol eMO0JIeKTOMil, OCKiNTbKU 0e3IeKy Ta e(peKTUBHICTh
BUKOpUCTaHHsA KcapenTo® y ux KIIIHIYHUX CUTyallisiX He BCTaHOBJIEHO.

COnuHHOMO3KOBaA (emigypaibHa/CIIiHalbHa) aHecTe3ist abo MyHKITis




[Tpu HeMpoakcianbHiM aHecTe3il (emimypanbHili/criiHanbHIM aHecTe3iil) abo BUKOHaAHHI
CIiHa/IbHOI/eMmigypanbHOl MYyHKIIil iCHyE€ PU3UK PO3BUTKY €MigypasibHOlI abo
CIIMHHOMO3KOBOI reMaTOMH, 110 MO2Ke IIPU3BECTU [0 TPUBAJIOT0 Y HEOOOPOTHOTO
rapajidy y mallieHTiB, SIKi 3aCTOCOBYIOTh aHTUTPOMOOTHYHI 3aco0u mjist TpodilaKTUKN
TPoMOOEeMOOTIYHUX YCKIaJdHEHD.

Pu3uk 1ux yckiagHeHb HigBUINYETHCA IPU BUKOPUCTAHHI IIOCTIMHUX elifgyparlbHUX
KaTeTepiB abo mpu CyImyTHHOMY 3aCTOCYBaHHI JTiKapChKUX IIpenapariB, 1110 BIJIMBAIOTh
Ha reMocTa3. TpaBmaTuuHa abo IIOBTOPHA elifypanbHa abo COUHHOMO3KOBa IIYHKIIi1
TaKOXK IiABUIIYIOTh PU3UK BKa3aHUX YCKIaOHeHb. [lallieHTH TOBUHHI nepebyBaTH IIif
CIIOCTEPEXKEHHSM [JIs1 BUSIBJIEHHSI CUMIITOMIB HEBPOJIOTIYHUX PO3JlafiB (Halpukian
OHiIMiHHA a0o0 BiguyTTs c1abKOCTi y HOTraX, DUCPYHKIIil KMIIeYHUKY ab0 Ce40BOT0
Mixypa). I[Ipu BusIBIIEHHiI HeBpoJioriyHoro gedinuTy HeoOXimHi TepMiHOBa AiarHOCTHKA
Ta JIiKyBaHHA. JIiKap IIOBUHEH OLIIHUTU IOTEHIIVNHY KOPUCTH 1 pPU3UK IIepeN
MIPOBEIEHHSIM TaKOT0 BTPYYaHHS Y Malli€HTiB, AKi 3aCTOCOBYIOTh aHTUKOATyJITHTU ab0
TOTYIOTBHCS [0 3aCTOCYBaHHS aHTUKOATYyJISHTIB 3 METOI0 IPOQilaKTUKU TPOoMOO3Yy.
BigcyTHit KniHiYHUM OocBing 3acTocyBaHHs 15 Mr ta 20 Mr puBapokcabaHy y TaKuX
CUTyallisaX.

[715 3HUKEeHHS NOTEHLINHOT0 PU3UKY KPOBOTEYi aCoIlii0OBaHOl i3 OHHOYAaCHUM
3aCTOCYBaHHSM pHUBapoKcabaHy Ta CIIMHHOMO3KOBOIO (emigypasibHOI/CIIiHaIbHOIO)
aHecTe3i€ro abo MyHKIlielo HeoOxigHO OpaTu mo yBaru apMakKoKiHETUYHUM ITPODinb
puBapokcabaHy. BctaHoBeHHsI ab0 BUJIYy4YeHHS eNifypalbHOro KaTeTepa abo
moM0asibHOI ITyHKITil HaKpallle TPOBOAUTH, KOJIM OUiKyEThCS CIaOKui
aHTUKOATYNSIHTHUY eeKT puBapokcabaHy (OuB. po3min «®apMakokiHeTuKa»). OgHak
TOYHUM Yac JOCATHEHHS MOCTAaTHbOTO 3HUXKEHHS aHTUKOATryJIsTHTHOTO eheKTY y
KOXKHOTI'O ITallieHTa He BiIOMUWU.

BunyyaTu enigypanbHUM KaTeTep, Ha OCHOBI 3arajJibHUX (papMaKOKiHETUYHUX
XapaKTEePUCTHUK, CIIif IIOHaWMeHIIle Yepe3 NOABiMHUY IIepio HalliBBUBEIeHHSsI, TOOTO
He paHille HiK 4dyepe3 18 roguH Ojid mali€eHTiB MOJIOOOTO BiKy Ta 26 TOOWH OIS
Mali€HTiB JIITHBOTO BiKY IiCJIsg IpU3HAYEHHS OCTAHHBOI 03U pPUBapoKcabaHy (OuB.
po3nin «®apMakoKiHeTuKa»). PuBapokcabaH He IpUMMaTH IIPOTITOM IIePUIUX 6 TOOUH
[iCJIs BUJIyYEHHS eNifypasibHOr0 KaTeTepa.

Y Bumagky TpaBMaTUYHOI ITYHKIIil TpU3HaYeHHs puBapokKcabaHy BapTO BigKIacTu Ha
24 ToouHU.

PexomeHallil I1og0 J03yBaHHS JIIKApPChKOT0 3acO0V IO Ta ITicjis iHBAa3WBHUX IPOIEOYP

i XipyprigyHoro BTpy4YaHHS

Y pa3zi HeoOxigHOCTi iHBa3UBHUX ITPOIleayp abo XipypriyHux BTPy4YaHb 3aCTOCYBaHHSI
Kcapento®



15 mr i 20 Mr criig IPUNUHUTH LIOHAWMEHIe 3a 24 TOOWHU OO0 BTPYYaHHS, SKIIIO 1ie
MOZKJIMBO, Ta Ha OCHOBI KJIIHIYHOTO PillIeHH JIiKaps. AKII0 NpoLeaypy He MOXHa
BIOKJIaCTH, CJIiJ OLIHUTU HASABHICTH IIIABUIIEHOI0 PU3UKY BUHUKHEHHS KPOBOTeUl i
TEPMIHOBICTH BTPy4YaHHS.

3acTtocyBaHHSA KcapenTo® nmoTpiOHO BiHOBUTH ITiCJIsA IPOBEOEHHS iHBa3UBHOIL
mporieaypu abo XipypriuyHoro BTpy4YaHHS TakK IMIBUOKO, SIK TiJTbKH OOCSTHYTO
afleKBaTHOT' O TeMOCTa3y, Ta SKIII0 3aCTOCYBaHHS JIiKapChKOT0o 3aC00y IO3BOJISIE
KJIiHiYHa CUTyallii B I[iJIOMy, III0 BCTaHOBJIEHO JIiKapeM (OUB. PO3Tin
«DapMaKOKiHETHUKA»).

IlalieHTH JTITHHOTO BIKY

Pu3uk po3BUTKY KPOBOTEY 301IBIITYETHCA 3 BiKOM (OuB. po3ain «PapMaKOKiHETUKA»).

ITepMaToOJIOTiuHi peakiril

Cep1i03Hi HIKipHI peakilil, BKIodaouu cuagpom CTriBeHca - [I?KOHCOHA / TOKCUYHUMN
emnigepManbHUM HEeKpPoJri3 Ta DRESS-cuugpom (peakiliss Ha TiKapChbKHM 3acib 3
€03uHOQIITi€EI0 Ta CHCTEMHUMU CUMIITOMaMH), ¥ 3B’ sI3Ky i3 3aCTOCyBaHHSAM
pruBapokcabaHy 3apeecTpPOBaHO y IMicJspeecTpaliiuui nepion (ous. po3gin «ITobiuHi
peaxil»). Pu3uK nux peakiiiii y namieHTiB, UMOBIpHO, € HaWBUIIIUM Ha II0YaTKy
Tepalrii: mosiBa peakiliy y OilbIIIOCTi BUIAAKiB BimOyBaiacs MPOTSATOM MEPIINX TUXKHIB
JTiKyBaHHA. [Ipy nepimx nposiBax TAXKKUX IIKIPHUX BUCUIIIB (HaIIpUKa[,
reHepaizalis, iHTeHcudikalis Ta/abo yTBOPeHHS IIyXUpiB) abo Ipu MosABi OyOb-IKUX
iHIIIMX O3HAaK TillepuYyTIUBOCTI y MOEAHAHHI 3 ypaxKeHHSM CJIN30BO1 000JIOHKHU CITif
NIPUNIMHUTH 3aCTOCYBaHHS pUBapokcabaHy.

IHdopMallisi Ipo HONOMiXKHiI peYOBUHU

Kcapento® micTuth 1akTOo3y. IlanieHTaMm 3 pigKiCHUMU CIIafKOBUMU
3aXBOPIOBAHHSIMH, 10 CyIPOBOAXKYIOTHCS HEIIEPEHOCUMICTIO TajlaKTO3HU, OediruToM
nakTa3u Jlanmna Ta ManbabCcopOIIi€lo TII0OKO3U-TajlakKTO3U, He CJIi 3aCTOCOBYBaTH Liel
JIiKapCchbKUM 3acio.

3acmocysaHHA y nepiod sazimHocmi abo 200y8aHHA 2py0010.

BaritHicTth. EdekTUBHICTh Ta 6e3meka 3acTocyBaHHsS KcapenTo® BariTHUMU XKiHKaMU
He BUBYAaJsacH.

Pe3ynbTaTu OoCiigXKeHb Ha TBapUHAaX BKa3ylOTh Ha PENPOOYKTUBHY TOKCUYHICTH (OUB.
po3ai «®apMaKOoJIOTiyHi BJIaCTUBOCTI»). Hepe3 NOTeHLIWHY PEeIIPOOYKTUBHY
TOKCUYHICTh, 3HQUHUU PU3UK BUHUKHEHHS KPOBOTEY Ta IPOXOAXKEHHS



puBapokcabaHy uepe3s mjalleHTapHui 6ap’ep 3acTocyBaHHS KcapenTo® y nepiof
BariTHOCTI IIpoTHUIIOKa3aHe (OuB. po3min «[IpoTUIIOKa3aHHSI»).

KiHKaM pernponyKTUBHOIO BiKy CJIil yHUKATU BariTHOCTI ITIiJ1 4acC JIIKyBaHHS
pruBapoKkcabaHOM.

logyBaHHS rpynnio. EpekTuBHICTS Ta 6e3neka 3acTocyBaHHsS Kcapento® XiHKaMU y
nepiog rogyBaHHS I'PYAOIO He BUBYalacsd. Y XOOi OOCHiIKeHb Ha TBapHUHaXx

BCTaAHOBJIEHO, 1110 pUBapoKcabaH BUAIISETLCSA 3 TPYOHUM MOJIOKOM. BinmoBimHO
Kcapento® nmpoTunokasaHuy 00 3aCTOCyBaHHSA y IepPiof rogyBaHHS I'PyALio (OuUB.
po3min «IIpoTurokaldaHHsa»). HeoOXimHO NPUNHATHY PillleHHS CTOCOBHO NPUIIMHEHHS
rogyBaHHS I'pPyAnio abo MpUNUHEHHS/yTPUMaHHS Bifl Teparil.

®eprunpHicTh. CrienianbHi JOCTiAKEHHS 3 OL[IHKY BILJIMBY pUBapokKcabaHy Ha

(bepTUNLHICTL MIOOUHU HE ITPOBOAUINCE. Y XOMOi HOCIimKeHHS (PepTUIbHOCTI CaMIIiB i
caMulb ITypiB He OyJI0 BUSIBIIEHO KOJHOTO BILJIUBY (OUB. po3min «®apMaKoJIOTiuHi
BJIACTUBOCTI»).

3maTHiCTHh BIUTMBAaTH HA NIBHIKICTH Peakilil mpu KepyBaHHIi aBTOTPAaHCIIOPTOM
a0o0 iHmMMHu MexaHi3MaMHu

KcapenTto® nposiBisie He3HaYHUM BIIJIUB Ha 3[aTHICTh KepyBaTU aBTOTPAHCIOPTOM
a0o iHmmMu MexaHizMmamu. [ToBigoMisiiu npo mobiuHi peakiiil, Taki SK BUIaOKH
CUHKOIIAJILHOTO CTaHy (YacToTa: He4acTo) abo 3alraMOpodYeHHs (JacToTa: 4acTo) (OuB.
po3min «ITobiuHi peakirii»).

[TamieHTaM, y IKUX Big3Ha4aloThCs MOOIYHI peakiIlil TakKoro TUINY, He CIIi KepyBaTu
aBTOMOOizzeM abo mpaIoBaTH 3 iHIMMMU MeXaHi3MaMH.

3acTocyBaHHSA y nepioa BariTHoOCTi a00 romyBaHHs IPyaaio

BaritHicTth. EdekTUBHICTh Ta 6e3meKa 3acTocyBaHHsI KcapenTo® BariTHUMHU XKiHKaMU
He BUBYaJacs;.

PesynbTaTé gocimigKeHb Ha TBaApUHAaX BKa3yIOTh Ha PENPOOYKTUBHY TOKCUYHICTH (OUB.
po3nin «®apMaKoOJIOTidyHiI BIaCTUBOCTI»). Hepes3 NOTEeHIIVHY PENIPOOYKTUBHY
TOKCUYHICTh, 3HaYHUU PU3UK BUHUKHEHHS KPOBOTEY Ta IPOXOOKEHHS
puBapoKcabaHy depes IlalleHTapHuM Oap’ep 3actocyBaHHsa Kcapento® y nepion
BariTHOCTI IpoTUnoKa3aHe (OuB. po3nin «I[IpoTunokasaHHS»).

KinkaM pernponyKTUBHOI'O BiKy CJIil yHUKAQTU BariTHOCTI ITIiJl 4acC JIiKyBaHHS
pruBapokcabaHOM.



lopyBanHs rpynnilo. EpekTuBHiCcTh Ta 6e3neka 3acTocyBaHHSA KcapenTto® xkiHKaMu y

repiong rogyBaHHS I'PYAOIO HE BUBYalacsd. Y XO4i OOCIIAXKEeHb Ha TBapHUHaXx
BCTAHOBJIEHO, III0 puBapoKcabaH BUMIMSAETHCS 3 TPYOIHUM MOJIOKOM. BinmoBinmHO
Kcapento® mpoTuiokasaHWU A0 3aCTOCYBaHHS y IIepPiof roAyBaHHS IPyano (OuB.
po3min «IIpoTunoka3aHHsg»). HeoOXigHO MPUUHSTH PillleHHSI CTOCOBHO ITPUIINHEHHS
rogyBaHHSI TPyaaio abo MpUNUHEHHs/yTPUMaHHS Bif Teparrii.

®eptunbHicTh. CrenianbHi JOCTiAXKEHHS 3 OIIHKY BILJIMBY pUBapoKcabaHy Ha

(bepTUNBHICTD TIOOWHU HEe IIPOBOOUIINCE. Y XOMi JOCIiIXKeHHS (epPTUILHOCTI CaMIIiB i
caMuIlb HIypiB He OyJI0 BUSBJIEHO KOOHOTO BILJIMBY (OUB. po3ain «PapMaKoJIoTiuHi
BJIQCTUBOCTI»).

Cmocid 3acTocyBaHHs Ta J03H

ITo3yBaHHSA

ITpoginakmuka iHCya1bmy ma cucmemHoi emboii

PekomeHpayeThcs npu3HavaTty 1o 1 tabnerii Kcapento® 20 mr 1 pa3 Ha goOy, s
I03a TAaKOXK € MaKCUMaJIbHOI0O PEKOMEHIOBAaHOIO T03010.

JlikyBaHHA npenapaTtoM Kcapento® ciig IpoBOOUTHU IPOTITOM TPUBAJIOTO Yacy 3a
YMOBH, 1110 KOPUCTH Bif IpodilaKTUKM iHCYNIBTY Ta CUCTEMHOI eMO0O0JIii IepeBaxkae
PU3UK PO3BUTKY KPOBOTEY (OUB. Po31isT «OCcoOIMBOCTI 3aCTOCYBaHHSI»).

Y Bunazky nNponycKy npuiioMy TaOJIeTKU MallieHTy Clifg npuiHATH Kcapento®
HeranHo i HaCTyIIHOTO OHS NPONOBXKUTH JiKyBaHHS i3 mpuiiomoM 1 pa3 Ha moOy 3rigHO
PEKOMEH0BAHOI0 No3yBaHHA. He ciig npuMaTu IIOABIMHY 003y Y TOU caMUU OEHB,
11100 KOMIIEHCyBaTU MIPOIYIleHy TabJeTKy.

JlikyeanHsa TI'B, TEJIA ma npogirakmuka peuuodusie TI'B i TEJIA

[IpoTsiroMm nepmux 3 TUXKHIB 014 IiKyBaHHSA roctporo TI'B i TEJIA pekoMeHOy€eThCS
IIpU3HavaTu 110

1 tabneTi Kcapento® 15 Mr gBidi Ha moOy, micns doro - mo 20 mr Kcapento® 1 pa3
Ha moOy AJis TPUBAJIOTO JIiKyBaHHA i mpodinaktuku peruausy TT'B ta TEJIA.

KopoTKOCTPOKOBY Tepamiio (IpuHaliMHi IPOTATOM 3 MIiCSIIiB) CIIif Ipu3HaYaTH
namieaTaM 3 TT'B yu TEJIA 3a HassBHOCTI TUM4YacOBUX (paKTOPiB pU3UKY (HaIlpUKIIaM,
HeIllogaBHO IIepeHeceHa ornepailis abo TpaBMa). [I0BroCTPOKOBY Tepallito CIif
npu3HadaTtu namieataMm 3 TI'B uu TEJIA, 1110 He TOB’s13aHi 3 TUMYacOBUMHU (haKTOpaMu
pu3uky, igionatuyauM TI'B yu TEJIA a6o HasBHicTIO penupausiB TI'B uu TEJIA B
aHaMHe3i.



Komnmu nokazaHe nomoBxkKeHHS npodinakTuku peuunusiB TI'B a6o TEJIA (micms
3aBepuieHHs teparil TT'B i TEJIA TpuBamicTio IIOHaAWMEeHIe 6 MiCsIIiB),
peKoMeH0oBaHa fo03a CTaHOBUTH 10 Mr oguH pa3 Ha A00y. 114 naiieHTiB 3 BUCOKUM
pusukoM peuunuBy TI'B abo TEJIA, 3 yCcKTagHEHUMH CYDYTHIMHM 3aXBOPIOBAaHHSAMHU, a
TaKOXK /I Malli€eHTiB, sKi nepeHecnu peuunus TI'B gyu TEJIA Ha ¢oHI 3acTOoCyBaHHS
JikapchbKoro 3aco0y Kcapento® 10 Mr omuH pa3 Ha o0y, 3 MeTo NpPodiTaKTUKU
MoOxKe OyTH OOLiTbHUM 3aCTOCYBaHHS JIiKapchbKoro 3acody Kcapento® 20 Mr oguH pa3
Ha nmo0y.

TpuBamicTh JIiKyBaHHS BU3HAYAETHCS iHAWBIAyaIbHO ITiCJI PeTeJIbHOI OLIiIHKM KOPHUCTI
BiJl 3aCTOCyBaHHS Ta MOTEHIIMHOTO PU3UKY PO3BUTKY KPOBOTEY (OUB. PO3ALI
«OCcOoOIUBOCTI 3aCTOCYBaHHS»).

[Tepion Pexum no3yBaHHSA

1-21 pgenb 15 Mr gBiui Ha gOOY
JIikyBaHHS Ta npo@dirakKTHUKa
peuunusis TI'B i TEJTIA

22 meHb i masmi 20 Mr omMH pa3 Ha [o0y

) 10 Mr oguH pa3 Ha moby
[Ticns 3aBeplleHHA Tepalrril

TT'B i TEJIA TpuBamicTiO abo
IIoHaAMMeEHIIe 6 MiCsIIiB

[TpodinakTuKa peuanBiB
TI'B i TEJIA
20 Mr opuH pa3 Ha o0y

Y pa3i nponycky npuiiomy Tabnetku Kcapento® mo 15 Mr mipg 4ac jrikyBaHHS 1Mo 15
MT JIiKapCbhbKOro 3aco0y aBiui Ha goOy (1-21 meHb) MallieHT MOBUHEH HEralHO
npuiiHaTH 0o3y Kcapento®, 106 3abesneuntu npuiiom 30 mr Kcapento® Ha molOy. Y
IIbOMY BUIIQAKy MOXKHa MPUNHATU OOHOYACHO 2 TabneTku mmo 15 mr. HacTtynHoro mHs
CIIiI MPOOOBXKUTYU 3BUUAWHUYN PEXUM 10 15 Mr OBidi Ha mo0y, SK peKOMEeHI0BaHO.

Y Bumapgky npoIycKy nNpuioMy TaOIeTKH IIif Yac peXuMy JIiIKyBaHHS OOWH pa3 Ha
moOy mallieHTy ciim npuiiaaT Kcapento® HeraHO i HACTYITHOTO OHS IIPOJOBXKUTHU
JIiIKyBaHHSA i3 mpuitomMoM 1 pa3 Ha moOy 3TigHO 3 peKOMeHIOOBaHUM Ho3yBaHHSAM. He
CIIig mpU¥MaTU MOABIMHY OO3y V TOM CaMUM AeHb, 11100 KOMIIEHCYBaTH IIPOIYIIeHy
TabJIEeTKY.



ITepexid 3 anmazoHicmia simamiHy K Ha Kcapeamo®

[Ticnsa nTpUUHATTS PIllIEeHHS PO Ilepexin 3 aHnTaroHicra BitamiHy K Ha Kcapento® 3
MeTOI0 TPOo(dinakKTUKMU iHCYJIBTYy Ta CUCTEMHOI eM00JTii HeoOXiIHO MPUNIUHUTHY Teparliio
aHTaroHictaMu BitaMiHy K 1 moynHaTu 3acToCyBaHHs KcapenTo®, KOy MIOKa3HUK
MiKHapPOOHOTO HOopMasi3oBaHOro BigHoieHHs (MHB) ctanoButuMe < 3.

Y nauienTis, sKi npoxopaTs jikyBaHHSA TI'B, TEJIA Ta SKuM npoBOOATh MPOQPiTaKTUKY
ix TOBTOPHOTO BUHUKHEHHS, Tepallisg aHTaroHicramu Bitaminy K mae 6yTu npunmuHeHa,
a 3acTtocyBaHHA Kcapento® ciif moYymMHaTu IIPU OOCATHEHHI noka3HuKa MHB = 2,5.

ITpu nnepexopi namieHTiB 3 aHTaroHicTiB BitTaMiHy K Ha Kcapento® micns
3actocyBaHHs Kcapento® 3HayeHHs MHB MoxyTh OyTu xubHO nigBuitieHi. MHB He €
BaJIifOBaHUM METOAOM [OJI OLiHKK aHTUKOAryJISHTHOI akTUBHOCTiI KcapenTo®, Tomy
MOT0 He CJIil BUKOPHUCTOBYBaTHU (OUB. po3minn «B3aeMopisa 3 iHIIUMU JTiIKAPChKUMU
3acob0aMu Ta iHIII BUOW B3a€EMOMOIN»).

ITepexid 3 Kcapeamo® Ha aHmazoHicmu simamiHy K

IcHy€e MOXKIUBICTh HEAOCTATHBOI aHTUKOATYJIALil IIPOTSATOM IIepiogy Imepexony 3
Kcapento® Ha aHTaroxict Bitaminy K. Tak camo, K i mig 9ac OyOb-IKOTO IIePEX0oay
Ha aJIbTePHATUBHUYN aHTUKOATYJISHT, Y IIbOMY BUIIQIKy Ma€ OyTu 3abe3neudeHa
Oe3rnepepBHa afieKBaTHa aHTHKoarynsilisa. HeoOximHo mam’saTaTu IIpo Te, 10 Ha TIIi
3acTocyBaHHsI KcapenTo® MOXKyTh BU3HAYATHCS XUOHO HimBuUIleHi 3HaueHHsT MHB.

Y pazi nepexony 3 Kcapento® Ha aHTaroHict BiTaMiny K aHTarosnict Bitaminy K crifg
OYMHATU IIPUKMMaTHU OgHOYacHO 3 KcapenTto® i NpomoBXKyBaTH OOHOYACHUM IPUKOM,
nomnoku nokasHuk MHB He Oyme cTaHOBUTH = 2. YIPOOOBXK MEPIINX ABOX OHIB
nepiogy rmepexoay MOXKHa BUKOPHUCTOBYBATU CTaHOAPTHE OJO3yBaHHS aHTaroHicTa
BiTaminy K. Hapgasi mo3yBaHHs aHTaroHicta BiTaMiHy K KOPUTyeEThCS 3aJIeKHO Bif
3HayeHHsa MHB.

IToku naiieHT ogHO4YaCHO 3acTOCOBYe KcapenTto® Ta aHTaroHict BitaMminy K, MHB
CIIi BU3HAYaATH He paHillle HixK depe3 24 TOOWHU ITiCJI IPUHMOMY OCTaHHBOI 1O3U
Kcapento® (mmepen nmpuiitoMoM HacTyIHOl 703U Kcapento®). [Ticna npunuHeHHS
3acTtocyBaHHs Kcapento® MHB MoOXHa HOCTOBIpHO BU3Ha4YaTH LI0OHaMeHIIle Yyepe3
24 roguHU MicJsg IPUKXOMY OCTaHHBOL 003U Kcapento® (guB. po3minu «B3aemopisa 3
IHITMMMY JTiKapChbKUMH 3aco0aMu Ta iHIIi BUOW B3aEMOMil», «®apMaKoIoTiuHi
BJIQCTUBOCTI»).

Ilepexid 3 napeHmepaabHUX dHMukKodazyasaHmie Ha Kcapeamo®

[NTamieHTaM, sIKi OTPUMYIOTh TapeHTepalbHi aHTUKOATYJITHTH, 3aCTOCYBaHHS
Kcapento® ciig po3noyvHaTty 3a 0-2 roogvHU 00 MOMEHTY HaCTYIIHOT'O IIJIAaHOBOT'O



BBEJIEHHS ITapeHTEePalIbHOTO JIiIKapChKOT0 3aco0y (HampuKJiiaa HU3bKOMOJIEKYJISIPHOTO
remapuHy) abo y MOMEHT NPUIIMHEHHS 3aCTOCYBAHHS JIIKapChbKOT0 3aC0o0y OJIst
MIOCTIMHOTO MapeHTePaIbHOr0 BBeAeHH (HanpuKiag HepaKIliOHOBAaHOTO renapuHy
IJIs1 BHYyTPILIIHBOBEHHOTO BBEOEHHS).

ITepexid 3 Kcapeamo® Ha napeHmepaabHi aHMuKoaz2yAssHmu

[Tepiry mo3y mapeHTepaibHOTO aHTUKOATyJISHTY BBECTH Y TOU Yac, Ko ciifg Oyio 6
3aCTOCOBYBaTU HacTyIIHY no3y Kcapento®.

Ocob6nuBi KaTeropii maiieHTiB

ITauieHmu 3 nopyweHHAM pYHKUII HUPOK

HasiBHiI 0OMezKeHi KJTiHiYHi [aHi y MMallieHTiB 3 HUPKOBOIO HEOCTATHICTIO TSIXKKOTO
CTyIleHs (KJIipeHC KpeaTuHiHy 15-29 MJ1/XB) BKa3ylOTh Ha 3HAYHE ITiOBUIIIEHHSA
KOHIIeHTpallil puBapokcabaHy y mja3Mi KpoBi. 3BaxKao4u Ha Ile, ITPU JTiKyBaHHi
nalieHTiB 1iel KaTeropii mikapcbkuit 3acidé Kcapento® ciif 3acTOCOBYyBaTH 3
obepexHicTio. He peKOMeHOYEThCS 3aCTOCYBAaHHS JIiIKapChKOT0 3aco0y IallieHTaM 3
KJIipeHCOM KpeaTuHiHy MeHIe 15 Mi/xB (ouB. po3fginu «OcobIMBOCTI 3aCTOCYBaHHS» i
«®apMaKOKiHETHUKAa»).

[TaieETaM 3 HUPKOBOI HEOOCTATHICTIO CEPEIHBOT0 CTYIIEHs TSIXKKOCTI (KJIipeHC
KpeaTUHIHY

30-49 mn/xB) ab0 TSIKKOTO CTyneHs (KjipeHC KpeaTuHiny 15-29 mi/xB)
PEeKOMEeHI0BaHi HaCTYIIHI CXeMU NO3YBAaHHS:

e 1151 MPO(iNTaKTUKM iHCYIbTY Ta CUCTEMHO1 eM0O0JIil ¥ IMallieHTiB 3 HeKJIallaHHOI0
dibpunsuieo nepeacepab peKoMeHgoBaHa A03a CTaHOBUTh 15 Mr 1 pa3 Ha moOy
(muB. po3nin «®apMaKOKiHETHKA»).

e i ymikyBaHHA TI'B, TEJIA Ta npodinakTuKyu MOBTOPHOTO BUHUKHEHHS TTB Ta
TEJIA: npoTarom nepiumx 3 TUXKHIB IAlliEHTU IIOBUHHI oTpuMyBaTu Kcapento®
mo 15 mMr gBiuvi Ha moOy. ITicns 3aKiHYeHHS LLOTO Iepiofy peKoMeHooBaHa g03a
ctaHoBUTH 20 MTr oivH pa3 Ha Ho0y. Y BUIAOKYy, AKIIO PU3UK PO3BUTKY KPOBOTEYi
y TallieHTa nepeBaxae pu3uk penunusiB TT'B ta TEJIA, He0OXimHO PO3TIAHYTHU
MUTAHHSA IPO 3HUXKEeHHS mo3u 3 20 Mmr 1 pa3 Ha moOy go 15 mr 1 pa3 Ha gooy.
PexomeHpariss CTOCOBHO 3aCTOCYBaHHSA A03U 15 MTI 'pyHTY€ETHCA Ha
(papMaKOKiHETUUHOMY MOMEJIIOBaHHI 1 He IOCIiAXKyBalach y KJIIHIYHUX YMOBax
(muB. po3minu «OcobIMBOCTI 3acTOoCyBaHHSI», «PapMaKOJIOTiYHI BTaCTUBOCTI»).

Ao peKkoMeH0BaHa fio3a CTaHOBUTHL 10 MI oivH pa3 Ha Ho0y, KOPeKIlis mo3u He
noTpibHa.



XBOpPHM 3 HUPKOBOIO HEIOCTATHICTIO JIETKOTO CTyIleHs (KiipeHc KpeaTuHiny 50-80
MJI/XB) KOPEKIIis 0031 He noTpiOHa (OuB. po3min «PapMaKoOKiHETHUKA»).

ITauienmu 3 nopyweHHAM (PYHKUII NneYiHKU

KcapenTto® npoTunokalaHUH MalliEHTaM i3 3aXBOPIOBAHHSIMU MEYiHKH, 110
acCoLiII0THCA 3 KoaryJonaTi€lo Ta KJIiHIYHO 3HaYyIUM PU3UKOM BUHUKHEHHS
KPOBOTEYi, y TOMY YHMCJIi XBOPUM Ha IIUpO3 IediHKu Kiacy B Ta C 3a knacudikaliieo
Yaunpga - [T'r0 (qus. po3ginu «IIpotunoka3saHHa» Ta «PapMaKOKIHETHKaA»).

ITauieHmu AiMHBLO20 BIKY

Kopeki1iist mo3u He noTpibHa (auB. po3min «®apMaKOKiHETUKA»).
Maca mina

Kopekiisi mo3u He noTpibHa (auB. po3min «PapMaKOKiHETUKA»).
Cmamb

Kopekilisi mo3u He noTpibHa (guB. po3nin «®apMakoKiHETUKA»).
3acmocysaHHA y nauieHmis, AKi npoxod0samb npouedypy Kapodiosepcil

I103BOJIAETLCS PO3MOYMHATU ab0 MPOOOBKYBaTH 3acToCcyBaHHS Kcapento® y
Malli€eHTiB, sIKi MOXKYTh HOTpeOyBaTH KapaioBepcil.

[Tpu mpoBefeHHi KapaioBepcil mig KOHTPoJIeM Yepe3CTPaBOXigHOI exoKapaiorpadil
(HCExo0-KTI') y mani€HTiB, sKi paHillle He OTPUMYyBaJIl aHTUKOATry/IsTHTHU, 3aCTOCYyBaHHS
KcapenTto® HeoOXimHO po3moyaTu IIPHHAWMHI 3a 4 TOOUHHU OO0 KapaioBepcii miis
3abe3meyeHHs aleKBaTHOTO PiBHS aHTHUKOATyIAIlil (IuB. po3minu «®apMakKoguHaMiKa»
Ta «®apMakokiHeTuKa»). [I151 BCix IMalliEeHTiB M0 MpoBedeHHsI KapaioBepcil moTpidHO
OTpUMAaTH MiATBEPAXKEHHS TOTO0, 10 BOHU npuiManu Kcapento® 3rigHO 3
npu3HauyeHHsM. [lig yac IpUUHATTS PILlIeHHS IIPO I0YaTOK Ta TPUBAJIICTH JIIKYBaHHS
HeoOXimHO BpaXOBYyBaTH PeKOMeHAllil yCTalleHUX KEPiBHUIITB CTOCOBHO
aHTHUKOATYJITHTHOI Tepalil y XBOPHUX, SKi IPOXOOATH IIPOLIeAyPY KapaioBepcil.

IMTanienTy 3 HeKyJIanaHHoO Gidpuisiico nepencepnb, AKi nepeHecau I1KB i3

BCTAHOBJIEHHSAM CTEHTa

HasaBuuii oOMeKeHUM OOCBi 3aCTOCYBaHHS 3HUKEHOI JO03M JIiIKapChKOIr'0 3aC0o0y
KcapenTtoO 15 mr

1 pa3 Ha o6y [a6o mikapcbkoro 3aco6y KcapentoO 10 mr 1 pas Ha mo6y mis
Malli€eHTIiB 3 HUPKOBOIO HEOOCTATHICTIO CEPEOHBbOT0 CTYIIEHS TSIKKOCTI (KITipeHC
kpeaTtuHiny 30-49 min/xB)] B komOiHaliii 3 iHribiTopoM perienTopiB P2Y12 MmakcuMyM



mo 12 micsiliB malieHTaM 3 HeKJallaHHOI GiOpunsilieio mepencepab, siki TOTpeOyIOTh
3aCTOCYBaHHS IIepPOPaJIbHOTO0 aHTUKOAryasaHTy Ta nepeHecnu [1KB i3 BcTaHOBIEHHSIM
cTteHTa (guB. po3gin «OcobGIUBOCTI 3aCTOCYBaHHSA» Ta «PapMaKOoaMHaMiKa»).

Cnocib 3acmocy8aHHA

s II€epoOpPayIbHOTO 3aCTOCYBAHHII.

TabneTku nikapckkoro 3acoby KcapentoO 15 Mr ta 20 MT ciif npuiiMaTi mif dac ixi
(ouB. po3nin «®apMaKOKiHETHUKA»).

[71s1 mauieHTiB, SKi He MalOTh 3MOTH IIPOKOBTHYTHU IIiNTy TablIeTKy, Ii MOXKHa
MOAPiIOHUTH Ta 3MillIaTU 3 BOAOI0 abo i2Kelo M’'IKO0l KOHCUCTEHIIiI, TaKOIO SIK 0Ty4dHe
mope, 6e3nocepenHbo epeq IMIPUNoMoOM IepopaibHOo. [Ticisa npu3HadyeHH Malli€eHTy
TabseTok Kcapento® 15 Mr yu 20 Mr y nofapiOHEeHOMY CTaHi TiKapCchbKui 3acib y
BKa3aHOMY BUTISIi HeOOXimHO IpuiiMaTu y 6€3MM0CepeaHbOMY 3B’ 13Ky 3 BBEIEHHSIM
1K1.

Tabnetku Kcapento® y moapiOHeHOMY BUTJISIOI MOXKYTh OyTH BBE[EeHi uepes
IITYHKOBUM 30HA. [IpaBuibHe po3TalllyBaHHS 30HAY y LIUIYHKY Ma€ OyTHU IlepeBipeHo
nepeqn BBemeHHsIM Kcapento®. ITonpiOHeHI TaGIeTKU CJIil BBOOUTH 3 HEBEJIUKOIO
KiJIBKICTIO BOOY 4epe3 IIIYHKOBUU 30H[, MICJIS YOr0o 30H[ CIIif IPOMUTHU Boxoto. ITicnsa
NMpu3HadYeHH nalieHTy TabneTok Kcapento® 15 Mmr a6o 20 Mr y mogpibHeHOMY CTaHi,
JIiKapCchKUM 3acib y BKa3aHOMY BUTJIS[Al HeOOXiTHO BBECTU Yepe3 30HM oApa3y Micis
€HTepaJIbHOT O XapuyBaHHA (OuB. po3ain «PapMaKoOKiHETHKA»).

itk

Be3neka Ta eeKTUBHICTh 3aCTOCYBaHH JIiKapchKoro 3aco0y Kcapento® y miteit mo
18 pokiB He BcTaHOBJIeHa. [laHi 1040 1Ii€l KaTeropil BimcyTHi. TomMy He
PEKOMEHAYEThCS 3aCTOCYBaHHS JIiIKApPChKOT0 3aco0y AiTaM mo 18 pokis.

Ilepeno3yBaHHA

3adikcoBaHO pigKicHI Bumagku mnepemo3yBanHsa (mo 600 mMr) 6e3 TaKuX yCKJIagHEHb SIK
KpoBoTeda abo iHuri mobiyHi peakiiii. YHacmimok o6MezkeHo1 abcopOi1iil mpu BBeOeHHi
JIIKapChKOT0 3aco0y y mo3ax, III0 3HaYHO IIePeBUNIYyIOTh TepaneBTUu4Hi (50 Mr abo
BHUIIIE), OYiKy€ETHCS e(peKT Hacu4eHHs 0e3 MoaasbIlIoro 3pOCTaHHS CEPEIHBOTO PiBHS Y
mja3Mi KpoBi.

Haspuui cienudivyHui HeuTpanisyouni 3aci6 (aHgekcaHeT anbda), AKUM MTPOTULIE
dbapmakomoriunum epekTaM puBapokcabaHy (OUB. KOPOTKY XapaKTEPUCTUKY
Impernapary aHgekcaHeT anbda). [Ipu mepemo3yBaHHi JIikapCcbKOTo 3aco0y Ot



3MEeHIIIEHHSI BCMOKTYBaHHS puBapoKcabaHy MOXKHa 3aCTOCOBYBaTU aKTHMBOBaHE
BYT1s.

JIiIKyBaHHSI KPOBOTEY

[Ipu BUHUKHEHHI YCKJIagHEHDb y BUTJIALl KPOBOTEYI CJIif BiAKJIaCTU BBEOEHHSA
HaCTYIIHOl 03U puBapoKcabaHy a00 MPUIINHUTH JIIKyBaHHS, 3aJIe’KHO Bif cCUTyallil.
[Tepion HamiBBUBEeOEeHHS pUBapoKcabaHy CTaHOBUTL NPuOIU3HO 5-13 roguH (OuB.
po3ain «®apMaKOJIOriyHi BJIaCTUBOCTI»). JIiIKyBaHHA CJIi IpU3HaAYaTU iHOUBIOyalIbHO,
3aJIeXKHO Bifl iHTEHCUBHOCTI Ta JIOKasi3allii KpoBoTedi. Y pasi moTpebu ciim mpoBecTu
HaJIe>KHe CUMIITOMaTU4YHe JIIKYBaHHS, HAallpUKJia[, MeXaHi4YHy KOMIIPECIO Ipu
IHTEHCHUBHIN KPOBOTEUi 3 HOCA, XipypriyHuy reMocTas 3 npoieaypamMu KOHTPOIIIO
KPOBOTEeYi, BIMHOBIEHHS BOOHO-EJIEKTPOIITHOTrO OajlaHCy Ta TeMOOUuHaMidyHy
IMiOTPUMKY, TIepeuBaHHS KPOBi (epUTpouTapHol Macu abo CBizKO3aMOPOXKEHOi
IJIa3MU, 3a/J1€2KHO Bifl CTaHy, III0 BUHUK: aHeMiss abo Koarynormnaris) abo TpOMOOIIUTIB.

AKIno micnasa 3aCTOCyBaHHS 3a3HAUYEHUX BUIIE 3aX0MiB KPOBOTEYa He MPUINHUIIACSH,
CJIiI PO3TJITHYTHU MOXKJIMBICTh 3aCTOCYBaHHS CIleln(pivHOT0 HEUTPAJIi3yl04yoro 3acoby
(aupmekcaHeTy anb(da), iHribiTOpa akTopa Xa, IKUM NPOTUAi€ (hapMaKOJIOTiYHUM
edbekTam puBapokcabaHy, abo ITpOKoaryJIsSHTHUX ITpernapaTiB 3BOPOTHOI [ii, TaKUX K
KOHIIeHTpaT IpoTpombinoBoro komniekcy (PCC), KOHIIEHTpaT aKTUBOBAHOT O
nporpombinoBoro komiiekcy (APCC) a6o pekombinanTHu# paktop VIla (r-FVIIa).
[IpoTe moCBifm 3aCTOCYBaHHS 1UX JTiIKapChKUX 3ac00iB mpu rmepeno3yBaHHi
puBapokcabaHy ooOMexkeHnl. PeKoMeHaallil TakoxK 0a3yioThCs Ha 00MeKeHUX
HeKIiHiYHuX maHuX. Kopekilis mo3u pekomOinaHnTHOTO ¢akTopy VIla mae
3OiMCHIOBATHUCS Ta TUTPYBAHHS IIOBUHHO ITPOBOOUTUCS 3aJI€2KHO Bifl CTYIIEHS
KOHTPOJIIO HaJl KPOBOTEUEl0. Y BUMIAAKy MAaCUBHUX KPOBOTEY CJIifl PO3TISHYTH
MUTaHHSA OPO KOHCYIbTAIIiI0 TeMaToJiora, 3aJIesKHO Bifl cCUTyallil (OIUB. pO3ain
«®apMaKoOJIOTiYHi BIaCTHUBOCTI»).

[Tporaminy cynb@art i Bitamid K He TOBHHHI BIIZIMBaTU Ha aHTUKOATYJITHTHY
aKTUBHICTh puBapoKcabaHy. HassBHUII 00MeXKeHUU OOCBif 3aCTOCYyBaHHS
TPaHEeKCaMOBOl KUCJIOTH Ta BiACYTHiU JOCBif 3aCTOCyBaHHS aMiHOKAIIPOHOBOI KHMCJIOTHU
i anpoTHHIHY y Halli€eHTiB, AKi OTPUMYIOTh puBapoKcabaH. HayKoBoro oOrpyHTyBaHHS
OOITiTbHOCTI ab0 OOCBiMy 3aCTOCYBaHHSI CUCTEMHOT'O T€MOCTATUYHOTO JIiIKapChKOT'O
3aco0y mecMOIIpeCcuHy OJis YCYHEHHS CUMIITOMIB lepefo3yBaHHs puBapokcabaHy
HeMae€. 3 OTJIAOYy Ha BUCOKe 3B’A3yBaHHSA 3 OijIkaMu m1a3MU KPOBi OUiKyETHCS, 110
pruBapokcabaH He BUBOJUTHLCS 3 OPTraHi3My HIJIIXOM [iali3y.

IToOiuni peakmii



Be3neka 3acTocyBaHHS puBapokcabaHy BuB4Yasnach B 13 mocmimxkenusax ¢asu III 3

y4acTIo

53103 mailieHTiB, Ki oTpuMyBajiu puBapokcabaH (OuB. Tabnuirio 8).

Tabnuusa 8. KinbKicTh mallieHTiB, SKi Opasiu y4acTh y JOCIiAXKEeHHIX, 3arajibHa Jo0oBa

mo3a Ta MaKCuMaJlbHa TPUBAJIICTh JIiKyBaHHS y OOoCHimKeHHsaX das3u 111

)\
KinekicTh
[TokazaHHS L 3aranbHa mo00Ba mo3a T
alieHTiB*
T
[TonnepenkeHHS BEHO3HOT'O
Tpomboembomni3amy (BTE) y mopocnux
Mali€HTiB, SIKUM IIPOBOOUIIU IIJITAaHOBY 6 097 10 mr :
orepallifo 3 eHOOIIPOTe3yBaHHS KYJILIIIOBOTO
abo kKomiHHOTO CyrnobiB
[Ipodinaktuka BTE y comatuuyHux xgopux |3 997 10 mr K
Henpb 1-21: 30 mr
JIikyBaHHs TpoM0O03y rinubokux BeH (TT'B), ) )

. Heus 22 i Hapami: 20 Mr 3
Tpomboemborrii mererneBoi aptepii (TEJIA) Ta |6 790 Z
npodinakTuKa peruauBiB ITicis moHaiMeHIe 6

Micsanis: 10 mr a6o 20 mr
[TortepenkKeHHS iIHCYIbTY Ta CUCTEMHOIL
eMO0o071il y maIlieHTiB 3 HeKJIalaHHOIO 7 750 20 mr 4
dibpunsiiero nepencepnb

5 mMr abo 10 Mr BigmoBigHO, y

koMOiHarii 3 ACK a6o y
[TortepekKeHHS aTEPOTPOMOOTUYHUX STBUII] . i

10 225 koM0OiHatiii 3 ACK Ta C

y nanieHTiB micnasa 'KC

KJIOIigoTrpeeM 4u
THUKJIOIIIOUHOM




ITpodinakTuKa aTePOTPOMOOTUYHUX STBUIIL Y

5 Mmr oguo4dacuo 3 ACK a6o

. . 18 244 4
natieHTiB 3 IXC/3ITA 10 mr
* TTamieHTH, IKi oTpuManu IpuHaMHi 1 mo3y puBapokcabaHYy.
HatiuacrTiie y naiieHTiB, SIKi OTpuMyBaIu puBapokcabaH, ITOBiIOMIISIIN IIPO TaKi
Bim3HaudeHi mobiyHi peakiii K KpoBoTedi (OuB. po3ain «OcobGIUBOCTi 3aCTOCYBaHH ST »
Ta HaBeOeHUU HUXK4Ye IMiAnyHKT «IH(popMallisi CTOCOBHO OKpeMUX ITOOIYHUX peaKIlii»).
HavuacTimmumu Oy ITOBiZOMIEHHS IIPO HOCOBi KpoBoTedi (4,5 %) Ta KpoBOTeUi
LIJTYyHKOBO-KHUIIIKOBOT O TPakTy (3,8 %).
Tabnuns 9. YacToTa po3BUTKY KPOBOTEeY* Ta aHeMil y IallieHTIB, sIKi OTpUMyBasiu
puBapokcabaH IPOTIroM mociigxkeHHs ¢a3u 11
[loka3aHHA Bynp-ika KpoBOoTEeYa AseMm
[TpodinakTuka BeHO3HOI TpoMOoem6bo1il (BTE) y mopocnux
Malli€eHTiB, IKUM IIPOBOOATH OllepaTUBHI BTPy4YaHHA 3 6,8 % naLieHTiB 5,9 %
€HIOIPOTe3yBaHH KYJIbIIIOBOTO YH KOJIIHHOTO CYTJI00iB
[TpodinakTrka BeHO3HOI TPoMO0eMOO0IIil Y COMaTUYHUX i )

i ] 12,6 % marliieHTiB 2,1 %
MalfieHTiB
JlikyBanHsa TT'B, TEJIA i npodinakTuka penuguBy 23 % mali€eHTiB 1,6 %
[TpodinakTrKa iHCYJIbTY Ta CUCTEMHOI eMOO0JIil y OpOoCImx ) . 12,5 He

. o . . 28 Ha 100 malieHTO-pOoKiB .
Malli€eHTiB i3 HeK/anaHHOI0 QiOpUIsAllieio nepencepnb POKiB
[TpodinakTrKa aTepOTPOMOOTUYHUX SIBUI Y HOPOCTIUX 14

. . . . . ;= He
Malll€HTIB IIiCJIA IIePEeHEeCEHOro TOCTPOro KOPOHAPHOI O 22 Ha 100 malieHTO-pOoKiB .

POKiB

cungpomy (I'KC)




[TpodinakTrKa aTepOTPOMOOTUYHHUX SIBUII y MAIlIEHTIB 3

IXC/3IIA 6,7 Ha 100 nauieHTOo-pOoKiB

0,15+
POKIiB’

* [Inst BCixX mocimKeHb puBapoKcabaHy BCi siBUIlla KPOBOTeY 3i0paHi, BimpemnopToBaHi
Ta PO3TJIAHYTI.

** VY nmocnigkenHi COMPASS uyacToTa aHeMii Oyjla HU3bKOIO IIPU BUKOPUCTAHHI
BuOipKOBOTO mimxony mo 300py MOOIYHUX SBUIL.

Huxue y Tabnuii 10 HaBemeHO 4aCTOTY IMOOIYHUX peakilil, 1110 BUHUKAaIU IIpHu
3aCTOCYBaHHI TiKapchKoro 3acody Kcapento®. ITobiuHi peakiiii y3arajbHeHi Ta
omMcaHi 3 BUKOPHUCTAaHHSIM Kiacudikaliil cucteM opraHiB (MedDRA). ¥ Mexkax KOXKHOI
rpynu nob6iuHi peaxiiil mpeacTaBieHi Y IOPSOKY 3MEHIIIEeHHS 1X TAKKOCTi: Ay2Ke 4acTo
(= 1/10); gacto (= 1/100 - < 1/10); HeuacTo (= 1/1000 - < 1/100); mooguHOKI (=
1/10000 - <1/1000); oyxe pigko (< 1/10000); yacToTa HeBimoMa (He MoxKe OyTHu
BCTAaHOBJI€HA 3a HaIBHUMHU OAHUMM).

Tabnunsa 10. Yci mob6iuHi peakilii, BifMideHi y mallieHTiB Imicas mo4YaTKy JiKyBaHHS B
xomi mocnigxkeHnsb ¢asu III abo y micnspeecTpalliitHoMy Iepiomi*

YacTto HeuacTto [TooguHOKI HyXxe pigko

ITopyweHHs 3 6OKY KPOBOHOCHOI ma AiMpamuyHoi cucmem

_ TpomOoITUTO3
AHeMis (BKJIIOYAQO4YH
. L (BKIIIOUArO4Yu
BigmoBigHi ) _ _
. 30iIBIIEHHS KiJIbKOCTI
nabopaTopHi A
TPOMOOIIUTIB) *,
rapaMeTpH) .
TPOMOOIIUTOIIEHis

ITopyweHHs 3 6OKY iMyHHOI cucmemu



AnepriyHa peakiiis,
aslepriyHuy OepMaTur,
QHTIOHEBPOTUYHUU Ta
ariepriyuui HabpsK

AHadinakTuyHi
peaxirii BKII04anyu
aHadimakKTUYHUN
IIIOK

Po3nadu 3 60Ky Hepesosoi cucmemu

3araMoOpOY€eHHH,
TOJIOBHUH OiNb

Mo3KOBi Ta
BHYTPIIIIHbOYEpPEIHi
KPOBOBUJINBH,
CUHKONAJIbHUM CTaH

ITopyweHHs 3 OOKY opaaHis 30py

O4YHUU KPOBOBUJIUB
(BKITIOYAQIO4Hn
KPOBOBUJIUB Y

KOH IOHKTHBY)

Cepuesi nopyweHHA

Taxikappnisa

CyOuHHI nopyweHHA

ApTepianbHa
rimoTeH3ist, remMaToMa

PecnipamopHi po3aadu, namosao2ia cepedoCcmiHHA ma 2pyOHOI KAIMUHU

HocoBa KpoBoTeua,
KpPOBOXapKaHHS




Po3aadu 3 60Ky W/AYHKOBO-KUWKOB020 MpaKmy

KposoTeui 3 siceH,
[IIJTYHKOBO-KHUIIIKOBI
KpPOBOTeUYi
(BKITIOUAQIO4YH
PEeKTalbHy KPOBOTEYY),
Oinb y IIJIYHKOBO-
KHUIIIKOBOMY TPakKTi Ta
JKUBOTI, OHCIIEICid,
HY[OO0Ta, 3aHopA,

miapest, 6rroBaHHT

CyxicTb y poTi

I'enamobiaiapHi nopyweHHs

[TigBUIlleHHS PiBHA
TpaHCaMiHa3

[leyinkoBa
HeOoCTaTHICTD,
MigBUILEHHS PiBHA
Oinipy0Oiny, migBUIIIeHHS
PiBHS JTy2KHO1
docdarasu KpOBiA,
MiOBUILEHHS PiBHA
raMmarjyTaMis-
TpaHcdepa3u (TTTDA

2KOoBTsIHUIIS,
MigBUIIIEHHS PiBHSA
KOH I0TOBaHOT' O
Oinipy0iny (3 abo 6e3
OOHOYaCHOTO
MiOBUILIEHHS PiBHA
AJIT), xomnecras,
remnaTur (BKIYarodu
remnaToLesIIoIsIpHe
YIIKOOKEHHS)

Po3nadu 3 60Ky wKipu i niOWKipHOT MKaHUHU

CBep0Oix (BKIIOUAIOYU
HedacTi BUIAJKU
reHepasii30BaHOro
cBepOexKy),
BUCUIIaHHS, €KXIMO03,
IIKIpHUM Ta
MigIIKIpHUYT
KPOBOBUJIMBU

Kponus’'sHka

Cunpgpowm CriBeHCa-
II>KoHCOHa/
TOKCUYHUU
enigepManbHUN
Hekpoii3, DRESS-
CUHOPOM



ITopyweHHs 3 6OKYy ONOPHO-PYX08020 anapamy, CNo/AYy4Hoi i Kicmkog8oi mKaHuHu

) o KposoBunusu
binp y KlHI_IlBKaXA ['emapTpo3 , y
M’sI3U

Po3nadu 3 60Ky HUPOK i ceyosuBiOHUX Wasxie

YporeHitanbHi
KpPOBOTeUYi
(BKITIOUYAQIO4YH
reMarypito i
MeHopariIoB), HUPKOBa
HeOoCTaTHICTDb
(BKJIIOYAIO4Yu
MigBUIIEHHS PiBHSA
KpeaTUHIHY B KPOBI,
MiOBUILEHHS PiBHSA
CEYOBUHU B KPOBI)

CucmeMHi nopyweHHsA ma cCmaHu, No8’si3aHi 3 Micuem 3acmocyB8aHH s AiIKaApPCbKo20 3acoby

Faps{qKaA,

nepudepuyHun

HaOpsK, 3arajabHe

MIOTiPIIEeHH A [loraHe caMOIIO4YyTTA ) .
JIokanmizoBaHUM

CaMOIIOUyTTS Ta (BKIo4aro4yu A
HaOpsK

3HUKEHHS aKTUBHOCTI [He3Oy>KaHHS)
(BKITIOUAQIO4H
BTOMJIIOBaAHICTH Ta
aCTeHi)

Pesyabmamu aHanisia



[TigBUIlIeHHS PiBHA
JlaKTaTherigpo-reHa3u
(J'IJZ[F)A , DiTBUIIIEHHI
) PiBHS ninasnA,
MiOBUILEHHS PiBHA

aMiHasnA

Tpaemu, ompyeHHA, npou,edypHI YCKAAOHEeHHA

[TocTonpouenypHa
KpOBOTEeYa
(BKJIIOYAIO4YH
. N CynuHHa
ImicsionepauinHy - C
IIceBOOaHeBpU3Ma

aHeMil0 Ta KpOBOTeuy 3

paH), CHUHIII, CEKpeIisa 3

paun®

A Big3naueno y xoxni npodinaktuku BTE y gopocnux maii€eHTiB, SKUM OPOBOOUIIA
IJIaHOBY OIepallilo 3 eHJ0IIPOTe3yBaHHS KYJIbIIIOBOT0 ab0 KOJIIHHOTO CYTJI00iB.

B Bigsuaueni B xomi nikyBauusa TT'B, TEJIA Ta nmpodinakTUKu IX peIIUAUBIB K OyXKe
4acTi y XKIHOK MOJIofIe 55 POKiB.

C Big3sHauyanucs siK He4acCTi Ipu IMpoBedeHHi IpodiTaKTUKU aTePOTPOMOOTUYHUX
SIBUII y HallieHTiB, sAKi nepeHecnu ['KC (micnas yepe3mKipHOro BTPy4YaHHS).

* ByJio 3aCTOCOBaHO 3a3dalierigb BU3HaYeHUW BUOIPKOBUY ITigXid mo 300py moOiuHUX
peaxuii. OCKiJIbKY YacTOTa NOOIYHUX peakiliii He 30iIbIInIach Ta He 0yy1o
imeHTH(iKOBaHO HOBHUX ITOOIYHUX peakllii gaHi gocnigxkeHHss COMPASS ue Oyno
BKJIIOUEHO [JIs1 PO3paxyHKy 4aCTOTH Y AaHill TaOIuili.

IHdopMaIliss CTOCOBHO OKpeMuX NoOigYHNX peakIrii

3 ornsAny Ha ¢papMaKOJIOTIYHUM MeXaHi3M fil puBapokcabaHy, 3aCTOCyBaHHS
Kcapento® moxke CyIIpOBOAXKYBATUCS MiABUILIEHHSAM PU3UKY BUHUKHEHHS
BHYTPIIIHBO1 ab0 BiIKPUTOI KPOBOTEYi y OyAb-IKUX TKaHMHAX Ta OpraHax, III0 MOXe
MIPHU3BOOUTH OO0 IIOCTreMopariyHol aneMii. O3HaKM, CUMIITOMM Ta CTYHiHb TSIXKKOCTi
(BKJTIOUAIOYM MOXKJIMBUM JIETAJIbHUM HACJIOOK) BiIPi3HAIOTHCS 3aJI€3KHO Bif
JIOKasi3allii Ta BUpaXKeHOoCTi KpoBoTedi Ta/abo aHeMil (muB. po3nin «Ilepemo3yBaHHs.



JIikyBaHHSI KPOBOTEY»). Y X0OMOi KIIHIYHUX OOCIiOKEeHb KPOBOTEYi 3i CIM30BUX
000/I0HOK (HampHUKJIag HOCOBI KpOBOTEYi, KPOBOTEUi 3 SICEH, IIITYyHKOBO-KUIITKOBI
KPOBOTEUi, KPOBOTEUi 3 OpPraHiB Ce40CTaTEBOl CUCTEMH, BKJIIOUAI04YW aHOMAJIbHY
BariHaJbHY KPOBOTEYY ab0 IOCUIEHHS MEHCTPYyaJibHOI KPOBOTEUi) Ta aHEMis
3ycTpidanuch 4acTillle TPpU JOBTOTPUBAJIOMY JIiKyBaHHI prBapoKcabaHOM, HiX MpHu
JIIKyBaHHI aHTaroHictamu BiTaMiny K. 3Baxarwuyu Ha 11e, OKPiM HaJIE’KHOTO KJIIHIYHOT O
CIIOCTEPEXKEHHS, V BilTIOBIIHUX BUIIaJJKaX PEKOMEHIOYETHCS IPOBOAUTH 1ab0opaTOpPHY
IepeBipKy NOKa3HUKIB reMorio0iHy/TeMaTOKPUTY 3 METOI0 BUSIBJIEHHS BUNIAJKiB
BHYTPIIIHIX KPOBOTEY AJis1 BU3HAUEHHS KJIIHIiYHOl 3HAYYIIOCTi ABHUX KPOBOTeY. PU3uK
BUHUKHEHHS KPOBOTEUi MOXKe OyTH BUIIUM y IIEBHUX I'PYII IaIli€HTiB, HAallpUKJang y
MalliEHTiB 3 HEKOHTPOJIbOBAHOIO TSXKKOI0 apTepialbHOIO TinmepTeH3ieio i/abo y
Mali€eHTiB, IKi OMHOYACHO IPUNMalOTh IiKapChKUM 3aci0, SIKUM BIIJIMBAE Ha IeMOCTa3
(muB. po3min «OcobGMMBOCTI 3aCTOCYBaHHSI. PU3UK PO3BUTKY KPOBOTEeY»). Moxke
ITOCUJTIOBATUCh iHTEHCUBHICTD Ta/ab0 TPUBAJIiCTh MEHCTPYyaJIbHUX KPOBOTEY.
[TpossBaMu reMopariyHux yCKiIagHEeHb MOXKYTh OyTH cabKicTh, OJTigicTs,
3araMOpPOYeHHsI, TOJIOBHUM 0ilb a00 HaOPSIK He3 sICOBAHOl eTioJorii, AUCIIHOE, 10K
HeBiZoMOl eTioJioril. Y JesgKuX BUMaAKax K HacCiJOK aHeMil CIIoCTepiraaucs Taki
CUMIITOMH ileMii cepiis, sik 0inb y rpyasix abo cTeHOKapmis.

Bynu mmoBigoMIeHHS PO BTOPUHHI YCKIagHEHHSsI, BiJOMi SIK HaCJIiHOK TSKKOl
KpPOBOTEUi, TaKi IK KOMIIapTMEHT-CUHAPOM 1 HUPKOBa HEeJOCTATHICTh BHACJIIJOK
rinmonepdyaii. ToMy Mg 4ac OL[iHKY CTaHY IalliEHTa, SKOMY IIpU3Ha4YaloTh
QHTUKOATYJISHTHU, CJIif 3BaKyBaTU PU3UK BUHUKHEHHS KPOBOTEUi.

IToBimomeHHst Tpo HebaxkKaHi moOiuyHI peaxiril

[ToBigomiieHHS IIPO Mimo3pioBaHi MoOiuHi peaxiiil micss peecTpatiii TiKapCcbKOTro
3aco0y € BaXXJIMBUMU. BOHU MO3BOISIOTH IPOBOAUTU Oe3epepPBHUN MOHITOPUHT
CIIiBBigHOIIIEHHS KOPUCTh/PU3UK MIOIO JIIKapChKOT0 3aco0y. MeguyHi npaliBHUKU
ITOBUHHI MOBIAOMJIATH PO OyOb-siKi Migo3pioBaHi mMoOiUHi peakirii.

TepMmin npuagaTHOCTI

3 POKH.

VYMmoBHu 30epiranHs

36epiratu y HegOCTYIIHOMY [JIsl OiTel MicIli mpu TeMmiepatypi He Buiile 30 °C.
YnakoBka

Tabaemku, ekpumi 06010HKO0, no 20 me:



mo 10 abo 14 tabmeTok y OmicTepi, mo 2 (14x2) a6o 10 (10x10) 6micTepiB y KapTOHHIH
navyvii.

KaTeropist Bignycky
3a penemnTomMm.
BupooHuK

Bautep AT.

Miciie3Haxo/dKeHHsI BHPOOHHMKA Ta HOro aJgpeca MiCIisi IPpoBaaXKeHHsI
IisTTHLHOCTI

Kaiuzep-Binerensm-Anee, 51368, JleBepky3eH, HimeuuyuHa.
[Ixepeso iHCTPYyKIIil

[HCTPYKIIito JTiKapChKOro 3aco0y B3sTO 3 oQilliiiHOTO mkepesa — [lepKaBHOTO PEECTPY

JIIKapCbKUX 3aCc00iB YKpalHU.
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