Ckian

ditoua pe4og8uHa: puBapokcabaH;
1 TabreTka, BKpUTa IJIiBKOBOIO 000JIOHKOI0, MicTUTh 10 Mr puBapokcabaHy;

O0ONOMIJHICHI pedyo8UHU: 1IeJTI0JI03a MiKpPOKpPHUCTaJliYHa, HaTPilo KpOCKapMeso3a,
rimpomesno3a 5 cp, 1aKTO3W MOHOTIApAT, MarHilo cTeapaT, HaTPilo JIaypuiaCcyabdar,
Mmakporon 3350, 3aniza okcup yepBonuu (E 172), tutany giokcup (E 171).

JIikapcbKa ¢opMma

TabneTKu, BKPHUTI IJIIBKOBOIO 000JIOHKOIO.

OCHOBHI (pi3uko-ximMiuHi 8s1acmu8ocmi: KPyTili ABOOITYKJIi TaOGIeTKH, BKPUTI IJIiBKOBOIO
000JIOHKOIO, CBiT/I0-4€PBOHOTO KOJIBOPY 3 TPUKYTHUKOM Ta 1udpoio 10 3 omHOTO OGOKY
Ta XpecTtoBugHuM HanucoM BAYER - 3 i”Iioro.

®dapMaKoTepalneBTHYHA Irpyna

AuTutpomMOboTuuHi 3acobu. IIpsmi inribitopu ¢akTopa Xa. PuBapokcaban. Kog ATX
BO1A FO1.

dapMakogHHaMiKa

MexaHi3M mil

PuBapokcabaH - BUCOKOCEIeKTUBHUM IMPAMUM iHribiTop dhakTopa Xa, 110 Mae
OOCTaTHbO BUCOKY 0i0OCTYIIHICTh IIPU IIepopajibHOMY 3acTOCyBaHHi. BlIOKyBaHHSA
aKTUBHOCTI (paKTOpy Xa IepepruBa€ BHYTPIMIHIN Ta 30BHIIIHIN HIJITXW KOATYISALIKHOTO
Kackapny, i, SK HacCJIiOK, IPUTrHiYyeThCSI GOopMyBaHHS TPOMOiIHY Ta YTBOPEHHS TPOMOY.
PuBapokcabaH 6e3mocepeHbo He MPUTHIYY€E aKTUBHICTh TPOMOiIHY (aKTHBOBAHOT O
dakTopa II) Ta He BOIMBaE Ha TPOMOOITUTH.

dapMakKoguHaMiuHi edeKTHu

[Tpu 3acToCcyBaHHi y JiIofel BigMiueHO H0303aexkHe iHriOyBaHHS aKTUBHOCTI hakTOpa
Xa. Ilpu BukopucrtanHi Tecty Neoplastin puBapokcabaH BUSIBISE N0303aJIeXKHUN
BILIMB Ha IPOTPOMOiIHOBUM Yac, 1110 HOCTOBIPHO KOPEJIIOE 3 KOHIIEHTPAIliIMHU Y TI/1a3Mi
KpoBi (r = 0,98). IIpu BUKOpUCTaHHI iHIIUX TecTiB/HaOopiB pe3ynbTaTu OyOyTh
iHmmMu. [lokazaHHa npuilagy BapTo 3HIMATU y CEKyHAaX, OCKinnbku MHB
(Mi>kHapoaHe HOpMaJli3oBaHe BiIHOIIIEHHS) BimKasriOpoBaHe Ta IIpoBajliloBaHe TiTbKU
IJIs1 KyMapUHiB 1 1OTr0 He MOXKHa 3aCTOCOBYBATHU [JIA iHINNUX aHTUKOATYJISAHTIB. Y



Mali€eHTiB, IKUM IIPOBOOATE BEJIUKI OPTOIIeANYHI BTpy4YaHHs, 5/95 NpoOLeHTumIiB gis
npoTrpom0Oiny (TecT Neoplastin) uepes 2-4 rogunu micis mpuiiomy tabneTku (ToOTO
i 9ac JOCSATHEHHS MaKCHMalIbHOTO e(peKTy) KonmuBalThCA Bifg 13 mo 25 ¢ (BuximHi
3Ha4YEeHHS OO NPOBedeHHS BTpy4dyaHHs: 12-15 ¢).

Y xopmi knmiHiKO-(hapMaKOJIOTiYHOTr 0 MOCIIiIXKeHHSI 3 BUBUEHHS ITPUTHIYEeHHS
dbapmakoguHaMikyu puBapokKcabaHy Y 3[OPOBUX OJOPOCIINX OOOPOBOJIBIIB (n = 22)
MIPOBOOUJIACH OIliHKA BIIJIMBY OOHOPa30BUX 103 (50 MO/Kr) KOHIIEHTPAaTiB
npoTrpombinoBoro komiuiekcy (PCC) nBox piznux tumiB: PCC i3 3 ¢pakTopiB (hakTopu
II, IX ta X) Ta PCC i3 4 ¢akTopiB (pakTopu 1I, VII, IX Ta X). IIpu 3actocyBanni PCC i3
3 akTOpiB criocTepiranocs 3HUKEHHSA cepegHix 3HadeHb [1H (mpoTpoMOiHOBOTO Yacy)
(Neoplastin) mpu6nusuo Ha 1,0 ¢ 3a 30 xBunuH, a Ha T/1i PCC i3 4 ¢akTOpiB Taki
3HAYeHHS 3HU3UIUCH Ha 6mu3bKo 3,5 ¢. Hatomicte PCC i3 3 ¢akTOpiB BUABIISAIHN
IMOTYZKHIIUYI Ta IIBUAMIUY 3arajibHUY BIIJIUB Ha IIPUTHIYEeHHS 3MiH B YTBOPEHHI
eHgoreHHoro TpoM6iny, Hizxk PCC i3 4 ¢dakTopiB (gus. po3gin «Ilepego3yBaHHSI»).

Takoxk puBapokcabaH m0303aiezkKHO 30iIbITye aKTUBOBAHUM YaCTKOBUM
TpoMmOortacTuHoBuM 4ac (AYTY) i pe3ynbraT HepTest; ogHak 1ii mapaMeTpu He
PEKOMEHYETHCSI BUKOPHUCTOBYBATHU [JIS OL[IHKM (papMaKOgUHaMidYHUX e€(pEeKTiB
puBapokcabaHy. Y mepion niKyBaHHS pruBapoKcabaHOM MPOBOOUTU MOHITOPUHT
ImapaMeTpiB 3ropTaHHs KPoBi He moTpiOHO. [IpoTe, y pa3i KitiHivHOI He0OXimHOCTI,
piBeHb puBapoKcabaHy MozxKe OyTH BUMIpSHUM 3a JOIIOMOT0I0 KaliOpoBaHUX
KiTbKiCHUX TeCTiB Ha aHTU(aKTOp Xa (ouB. po3min «PapMaKOKiHETUKA»).

Kniniuna edeKTUBHICTE i Oe3neka

ITpoginakmuka seHo3HOi mpomboemboaii (BTE) y dopocaux nauieHmis, AKum
nposoodAamMb onepamusHi BMpPyYYaHHs 3 eHOoNpome3y8aHHA Ky/a1bUW 08020 YU KOAIHHO20
cyenobia

KniniuHa nmporpama po3po0Ku puBapoKcabaHy MjlaHyBajlacs 3 METOI0 IeMOHCTpallil
e(peKTUBHOCTI puBapoKkcabaHy, 1110 3aCTOCOBYEThCA s npodinaktuku BTE, To6TO
IMPOKCUMAaJIbHOTO Ta AUCTAaIbHOTO TpoMO03y rinubokux BeH (TI'B) i Tpomboembotil
nereHeBol apTepil (TEJIA) y XBopux, SKMM IIPOBOASATHECS BEIUKiI OPTOIIEeAUYHI
BTPY4YaHHS Ha HUXHIU KiHIiBHI. Y paMKkax nporpamMu RECORD, 1m0 BKiIto4asa
KOHTPOJIbOBaHIi, paHOOMi30BaHi, ITOABIiMHI CIimmi KiiHiyHI mocnigxkenHs ¢a3wu III,
croctepiranu noHamg 9500 marieHTiB (7050 maiieHTiB, SKMM OPOBOAUIIOCS TOTAJIbHE
MPOTe3yBaHHS KYIbIIOBOTO cyrioba Ta 2531 mallieHT, SKOMY IIPOBOAUIIOCS TOTaJIbHE
IpoTe3yBaHHS KOMiHHOTO cyrioba). PuBapokcabaH y go3i 10 mr 1 pa3 Ha goly
Ipu3Hadalu IK MiHIiMyM 4depe3 6 roguH micis omneparmil. [Ipu mpomy 1oro
edeKTuBHICTD TTOpPiBHIOBaNIU 3 eHOKcarnapuHoM 40 Mr 1 pa3 Ha mo6y, mepiiy mo3y
SIKOTO ITpU3Havanu 3a 12 roguH g0 omepartil.



B ycix mocnigxkenusx das3u III (gus. Tabnuiio 1) puBapokcabaH JOCTOBIpHO 3HUKYBaB
4acToTy ycix BumnankiB BTE (BusiBnmeHoro BeHorpadiuno abo cummntomuoro TI'B,
HejieTanbHOl TEJIA abGo meTanbHOTO HACHiAKY) Ta cepiio3uux BTE (mpoKcuManbHOTO
TT'B, HeneranbHol TEJIA Ta jieTalbHOTrO HaCigKy, moB’si3aHoro 3 BTE) - 3a3maneriop
3alJIaHOBaHUX MEPBUHHUX KiHIIEBUX TOYOK e(PeKTUBHOCTi. OKpiM TOTO, y BCiX TPHOX
mociimkeHHsX yactoTa cuMiToMHOl BTE (cumntomHoro TI'B, HenetanbHol TEJIA Ta
JIeTaJIbHOT'O HACIiAKY, MoB’ss3aHoro 3 BTE) Oyna HUKYO0IO0 y Malli€eHTIB IPynu
puBapokcabaHy MOPIBHSHO 3 MalliEHTaMH, SIKi OTPUMYBaJIu eHoKcarapuH. [lepBuHHaA
KiHIleBa TOYKa 0e3IeKU - MaCHBHI KpOoBOTeui - Oyjia momiOHOI0 y Malli€HTiB, AKi
OTpUMYyBalu puBapokcabaH

10 mr Ta eHokcanapuH 40 mr.

Tabnuis 1. Pe3ynbTaT KIiHIiYHUX gociimxeHb dha3u III ctocoBHO e(eKTUBHOCTI Ta
Oe3neku

RECORD 1 RECORD 2 RECORD 3
) 4541 malieHT, IKUM 2509 maIlieHTiB, SKUM 2531 narien
[Tonynsauis, 1o
J— IMPOBOANJIOCH TOTAJIbHE ITPOBOANJIOCH TOTAJIbHE ITPOBOAUIIOC]
Eanacs €HIOOIIPOTEe3yBaHHA €HIOOIIPOTe3yBaHHA €HIOOIIPOTE3)
KYJIBIIIOBOTO CYTJI00y KYJIBIIIOBOT'O CYTJI00y cyTiio0y
Enokca-
PuBapok- |[EHOKCa- PuBapoxk- PuBapok-
mapuH
cabaH MapuH cabaH cabaH 1
IHo3a Ta
. 40
TpUBAMICT> 10 Mr  4OMr | 10 mr - o 10 Mr
JIIKyBaHHS 1 p/n
micnst omepaii |1 P/A 1 p/n 1 p/n 1 p/n
. , S 12 x£2 _
35 + 4 gui|35 + 4 gHI 35 + 4 gHi . 12 £ 2 oHI
oHi
Bci BUTIANKE 18 58 17 81 79
BTE <0,001 <0,001
(1,1 %) (3,7 %) (2,0 %) (9,3 %) (9,6 %)
4 33 6 49 9
Cepiio3na BTE <0,001 <0,001
(0,2%) (2,0 %) (0,6 %) (5,1 %) (1,0 %)




CuMrToMHa 6 11 3 15 8

BTE 0.4 %) (0,7 %) 04%) (1,7 %) (1,0 %)
MacusBHi 6 2 1 1 7 ‘
KPOBOTEMi 0,3%) (0,1 %) (0,1 %) (0,1 %) (0,6 %)

AHari3 y3aragbHeHUX pe3yJIbTaTiB gochigxkeHb ¢a3u IIl minTBepauB maHi, oTpUMaHi B
XO[li OKpeMUX OOCIIiIXKeHb 3 ITOPiBHAHHS e(peKTUBHOCTiI puBapokcabany 10 mr 1 pa3
Ha noOy Ta eHokcamnapuny 40 mr 1 pa3 Ha g00y, CTOCOBHO 3HUXKEHHS YaCTOTH yCix
Bunagkis BTE, cepro3rux BTE ta cumntomEux BTE.

JlikyeanHa TI'B, TEJIA ma npogirakmuka peuuousie TI' B i TEJIA

[Tporpama kiiHiuHUX gociinkeHb Kcapento® Oysa po3pobieHa 3 METOIO
meMoHcTpalil epekTuBHOCTI KcapenTo® sK JTiKapchKOTo 3aco0y OJisg MePBUHHOI i
TpuBasol Tepamnil roctporo TI'B i TEJIA Ta nmomepenKeHHS 1X peIUAUBIB.

Y xomi 4oTUPHOX PaHAOMi30BaHMX KOHTPOJIbOBAHUX KIIHIYHUX OOCHimXKeHb (as3u [I1
O6ysno BuBueHo noHapn 12800 namienTiB (mocnimxkenus Einstein DVT, Einstein PE,
Einstein Extension ta Einstein Choice) Ta mogaTKOBO IpOBeOeHO 3BeIeHUN aHalli3 3a
3agmaHuMU napameTpaMu gociinxkeHb Einstein DVT i Einstein PE. 3aransHa
TPUBAJIICTh KOMIIJIEKCHOTO JIIKyBaHHS B yCiX OOCIIAXKEHHSX CTaHOBUIJIa MaKCUMyM 21
MiCS1Ib.

Y pocnigxenHi Einstein DVT BuBuanucek 3449 nauieHTis 3 roctpum TT'B 3 meTor0
nikyBaHHs TT'B Ta nmonepenxeHHs MOBTOPHOro po3BUTKY TI'B i TEJIA (mmauieHTH 3
KiiHiyHUMH nipossBaMu TEJIA He BKJIIOUAJIKMCA y 1€ JOCIiaXKeHHs1). TpuBasiCcTh
JIiIKyBaHHSA CTaHOBUIaA 3, 6 1 12 MicALiB, 3a/1e2KHO Bif KJIiHIYHO] OI[IHKH JIiKaps.

[TpoTsiroMm nepimux 3 TUXKHIB Teparil ansg nikyBaHHS TT'B 3acTocoByBaBCA
puBapokcabaH y go3i 15 mr aBiui Ha moOy. ITicis 3aKiHYeHHS 1ILOTO IePioay MalliEHTH
OTpUMYBaIu puBapokcabaH y go3i 20 mr

1 pa3 Ha moOy.

Y pnocnigxenHi Einstein PE BuBuanuces 4832 mnanienTu 3 roctpoio TEJIA 3 MmeTorO
nmikyBaHHSA TEJIA ta npodinakTtuku peuunusis TI'B i TEJIA. TpuBasicTh IiKyBaHHS
cTtaHoBUuia 3, 6 Ta 12 Mics11iB, 3a/Ie2KHO Bif KJIiHIYHO]1 OI[iHKY JIiKaps.

IIns nmepBuHHOI Tepamnii roctpoi TEJIA 3acTocoByBau puBapokcabaH y go3i 15 mr
OBiYi Ha MO0y MPOTSTOM TPhOX THUKHIB. [laji MiKyBaHHS IPOOOBXKYBaJIOCh



puBapokcabaHoM y mo3i 20 mr 1 pa3 Ha mo0y.

B 060x pmocnigxenusax, Einstein DVT ta Einstein PE, mopiBHSIbHI peXXUMHU JIIKYBaHHS
CKJIafaIucs 3 Tepallil eHOKcallapuHOM IIPOTITOM IIPpUHAWMHI 5 mHiB y KoMOiHaIiil 3
aHTaroHicTtoM BiTaMiHy K 0O mOCATHEHHS TepaneBTUYHOTO Aiana3ony [TY/MHB (=
2,0). [lani nikyBaHHS IPOOOBXKXYBaJIOCh aHTaroHicToMm BiTaMiHy K y mo3i, HeoOxigHiu
o ninTpuMkKu 3HadeHHs [I9Y/MHB y Mexax TepanieBTUYHOrO fiana3ony 2,0-3,0.

Y pnocnipgxenHi Einstein Extension BuBuanucs 1197 naienTis 3 TT'B a6o TEJIA 3
MeTOI0 ITpodimakTUKM MOBTOpHOTO BUHUKHEHHSA TI'B i TEJIA. TpuBanicTh MiKyBaHHA
OOOAaTKOBO CTaHOBHUJIA 6 abo 12 MicsIliB y mallieHTiB, sKi 3aBepimnu 6 abo 12-
MiCSIYHUU KypC Tepanil BEeHO3HOl TpoM00eMO00JTii, 3a/Ie?KHO Bif] KITiHIiYHO1 OIliHKHU
nikaps. Jlikapcekuii 3aci6 KcapentoO y m03i 20 mr 1 pa3s Ha [o6y MopiBHIOBaBCS 3
rane6o.

Y mocnipgxenuax Einstein DVT, Einstein PE Ta Einstein Extension 3acTocoByBanu
OOHAKOBI ITONIepeaHbO BU3HAUYEHI IEPBUHHI Ta BTOPUHHI IIOKa3HUKHN €(PEeKTUBHOCTI.
[TepBUHHUM NOKa3HUKOM e(PeKTUBHOCTi Oynu peuupnuBu BTE 3 KniHiYHUMY IpOsiBaMH,
BH3HAYEHi K CyKyIHiCTh MOBTOpHOTO TI'B ab0 neranbHOl uu HenmeTanbHol TEJIA.
BTopuHHNI TOKa3HUK e(PEeKTUBHOCTI BU3HAYABCA SIK CYKyIHIiCTh peuuausiB TI'B,
HesneTanbHOl TEJIA Ta jieTaJbHMX BUNAMKIB 3 YCiX IPUYUH.

Y mocnigxkenHi Einstein Choice BuB4anucs 3396 malli€eHTiB i3 OiATBEPOKEHUM
cumntToMmHuM TT'B ta/a6o TEJIA 3 meToio nmpodinaktTuku netanbHol TEJIA 60
HeJIeTaJIbHOI0 CUMIITOMHOI'O TOBTOPHOTr0 BUHUKHEHHsI TI'B abo TEJIA, siki 3aBepHIuniu
KypPC aHTUKOAryJISHTHOI Tepamil TpuBaiicTio 6-12 micsuis. [TallieHTH 3 MOKa3aHHAM
OJIsI TPUBAJIOl aHTUKOATYJISIHTHOI Teparil y TepaneBTUYHUX [03aX OyJI1 BUKITIOUEHi i3
OOCIiaXKeHHsA. TpHUBaliCTh JIIKyBaHHS CTaHOBHUJIA A0 12 MIiCSIiB 3aJIe2KHO Bif
iHOMBimyasibHOI maTHu pamoMisarrii (Memiana: 351 mens). [Iiro JTikapCchbKOTro 3aco0y
KcapentoO y nosi

20 mr 1 pa3 Ha goOy Ta y mo3i 10 mr 1 pa3 Ha moOy mopiBHioBanu i3 miero 100 mr
alieTUICaIiuuIoBol KucaoTu 1 pa3 Ha go0y.

[TepBUHHUM MMOKA3HUKOM epeKTUBHOCTI OyB cuMnToMHUM peruaus BTE, Bu3HaueHuim
SIK CYKyIHicTh moBTOpHOTO TT'B a60 neTanbHOi uu HeneTanbHOi TEJIA.

Y mocnimxenHi Einstein DVT (ouB. Tabnuifo 2) puBapokcabaH MIpPOaeMOHCTPyBaB He
MeHITy e(peKTHUBHICTh, Hi2K €eHOKCallapiH/aHTaroHicT BiTaMiHy K 3a mepBUHHUM
MMOKAa3HUKOM e(peKTUBHOCTI

(p < 0,0001) (moka3HUK «He IIOCTYHAETHCS»); BifHOLIEeHHA pU3uKiB: 0,680
(0,443-1,042), p = 0,076 (rmoKa3HUK «I1epeBepinye»). COiBBiAHOIIIEHHS PU3UKIB 3a
omepenHbO 3aJaHOI0 YUCTOO KIIiHIYHOI KOPUCTIO (IIEpBUHHUYM MOKa3HUK
e(eKTHUBHOCTI III0C MacuBHiI KpoBoTedi) ctaHoBuiIo 0,67 [(95 % I (moBipuui



inTepBan): 0,47-0,95), HomiHanbHe 3HaYeHHsS p = 0,024] Ha KOPUCTh puBapokcabaHy.
3HauenHa MHB 3Haxoguiuch B MexaxX TepaleBTUYHOIO Oiala30oHy B cepegHbomy 60,3
% yacy npu cepefHiu TpuBasocTi gikyBaHHa 189 gHiB Ta 55,4 %, 60,1 % 1 62,8 % 4yacy
B IpyIiax i3 3aIljlaHOBaHOIO TPUBAJIICTIO JIiKyBaHHA 3, 6 i 12 micsAniB BigmosigHO. B
TpyIi, mo JIiKyBajach eHOKCallapyuHOM/aHTaroHictoM BiTaMiny K, He BimMideHO 4iTKOI1
3aJIe’KHOCTI MiXK piBHEM CepefgHbOro IIepiony y TepaneBTUYHOMY Aiana3oHi (IITI) B
IeHTpi (Yac migTpuMaHHA LiJILOBOTO Aiana3oHy 3HadyeHb MHB 2,0-3,0) B Tepuuisax
OOHAKOBOTO po3Mipy i yactoTor peuupusiB BTE (p = 0,932 gns Blaemopil). B mexax
HaMBHUIIOT0 TEPIUJIIIO BiAIOBIAHO OO LIEHTPY, CIIiBBIOHOIIEHHS PU3UKIB y pa3i IpUuoMy
puBapokcabaHy B IOpiBHSAHHI 3 BapdapuroMm ctanoBuio 0,69 (95 % [I: 0,35-1,35).

YacToTa BUHUKHEHHS SIBUII] OCHOBHOTO MOKa3HMKa O0e3neky (MacuBHi ab0 KITiHIYHO
3Ha4yIlli HEMAaCUBHiI KPOBOTEYi) Ta BTOPUHHOIO ITOKa3HUKa 6e31meku (MacuBHi
KpoOBOTeUi) 6ysa ogHaKOBOIO B 000X TepalleBTUYHUX I'PyIIax.

Tabnuus 2. [Toka3HuKM e(PeKTUBHOCTI Ta 0e3MeKy 3a JaHUMM OociigxKeHHs ¢pa3u 11
Einstein DVT

[Tonymnsauiss mocnigXKeHHsA 3449 mnalieHTiB 3 CHMIITOMHUM I'OCTPUM TPOMOO30N
Kcapento?® EHOKCamapuH/ aHTArOHICT T
TepaneBTHYHI JO3U Ta TPUBAJICTh 3, 6 abo 12 mics1iB 3, 6 abo 12 mics1iB
N =1731 N=1718
36 51
CuMmnrtomHa penupguByroda BTE*
(2,1 %) (3,0 %)
20 18
CuMmnrtomHa penupgusyroda TEJTA
(1,2 %) (1,0 %)
14 28

CumMmnromHuM peuupusyroyun TT'B
(0,8 %) (1,6 %)




CumnromHi TEJIA i TT'B 0
(0,1 %)
Jletaneua TEJIA/cMepTenbHI BUTAOKY, |4 6
Koiu HassBHiCTb TEJIA He Mo3KHa
BUKJTIOUUTU (0,2 %) (0,3 %)
MacwuBHa a60 KJIiHiYHO 3HAYYyIIa 139 138
HeMaCHUBHa KpoBOTeda (8.1 %) (8.1 %)
14 20

MacusHi KpoBOTEYi
(0,8 %) (1,2 %)

a) PuBapokcaban 15 mr gBiui Ha mo0y MPOTSITroM 3 THUXKHIB 3 HaCTYIIHUM
3acTocyBaHHSIM mo3u 20 M oguH pa3 Ha mo0y.

1. D) EHOKcamapuH moHaMeHIIIe IPOTATOM D5 OHIB, IIICJIg IbOIO - aHTArOHICT
BiTaMiHy K, 3aCcTOCyBaHHS SIKOT0 IIOYMHAETHCS B IIepPio IPpUUOMY eHOKCallapuHYy.

* p < 0,0001 (He meHIIa eeKTUBHICTh 3a IIOMEPEIHLO BU3HAUYEHUM CITiBBiTHOIIIEHHSIM
pu3ukKiB 2,0); criBBigHOIIeHHS pu3ukis: 0,680 (0,443 - 1,042), p=0,076
(«mepeBepIIyE»).

Y mocnimxenHi Einstein PE (quB. Tabnuiio 3) puBapokcabaH IpPOIeMOHCTPYBaB He
MeHITy epeKTHUBHICTh, Hi?K €HOKCalapuH/ aHTaroHicT BiTamMiHny K 3a mepBUHHUM
MMOKAa3HUKOM e(peKTUBHOCTI

[p = 0,0026 (1TOKa3HUK «HEe MOCTYMNAa€ETLCS»); CIIIBBiAHOIIEHHS pU3uKiB: 1,123
(0,749-1,684)]. CriiBBigHOIIIEHHS PU3UKIB 3a IIONEPEAHbO 3aaHOI0 YHMCTOIO0 KITIHIiYHOIO
KOPUCTIO (IEepBUHHUU NOKa3HUK e(DEeKTUBHOCTI IJIFOC MAaCUBHI KPOBOTEYi) CTAHOBUJIO
0,849 [(95 % [1I: 0,633-1,139), HoMmiHanbHe 3HadYeHHs P = 0,0275]. 3uauennss MHB
3HAXOOWJIUCh B MeXKaX TepaleBTUYHOI'O [Aiala30Hy B cepegHboMy 63 % 4acy npu
CepenHiu TpUBaJoOCTi nikyBaHHA 215 gHIB Ta 57 %, 62 % i

65 % dYacy B rpymnax i3 3amjiaHOBaHOIO TPUBAJIICTIO JIiKyBaHHA 3, 6 1 12 micsa1is
BigmoBigHO. B rpyii, 1110 s1iKyBasiachk eHOKCalapuHOM/aHTaroHictToM BitaMiny K, He
BimMideHO 4iTKOI 3aJIe2KHOCTI MiXK piBHeM cepenuboro IIT]I B eHTpi (Uac
OigTpUMaHHSA IiIBOBOTO Oiana3oHy 3HadeHb MHB 2,0-3,0) B Tepuuisix OHHaKOBOT'O
po3Mipy i wactoroi penunusiB BTE (p = 0,082 mis B3aemopii). B Mexkax HalBUILIOTO
TEPLUJII BiANOBIOHO OO0 LEHTPY, CIIIBBIiJHOIIEHHS PU3HUKIB y pa3i IpuuomMy



puBapokcabaHy B ITOPiBHSHHI 3 BapdapuHoM ctaHoBuso 0,642 (95 % [I: 0,277-1,484).

YacToTa BUHUKHEHHS SIBUII] OCHOBHOTO MMOKa3HMKa O0e3neku (MacuBHi abo KITiHIYHO
3HAYMMi HeMaCUBHi KpoBOoTeui) OyJia meIno HUK4Y0I0 B T'PYIIi, 1110 JTiKyBasiach
puBapokcabanom [10,3 % (249/2412)], HiXK B rpyIi, 110 OTpUMYyBasa
eHoKcamnapuH/anTaroHict Bitaminy K [11,4% (274/2405)]. HacToTa ABUIL BTOPUHHOTO
IMOKa3HWKa 0e3neku (MacHUBHiI KpoBoTedi) OyJla HUKYO0IO B I'PYITi, ITI0 JIiKyBaJjlach
puBapokcabanoM [1,1% (26/2412)], HixK B rpyIli eHOKCanapuHy/aHTaroHicta BiTaMiHy
K [2,2 % (52/2405)] 3i cniBBimHOmeHHssM pu3ukiB 0,493 (95 % [1: 0,308-0,789).

Tabnuus 3. [Toka3HuKM e(PeKTUBHOCTI Ta 0e3MeKy 3a JaHUMM AociigxKeHHsd ¢a3u 11
Einstein PE

[Tonynsaiiss mociigkKeHHsA 4 832 malieHTu 3 TOCTPOI0 cUuMIITOMHOIO TEJIA
KcapentoO?d) EHOKcallapuH/aHTaroHiCT BiT
TepamneBTHUYHI 031 Ta TPUBAJIICTh 3, 6 abo 12 micsa1iB 3, 6 abo 12 Mmicsais
N=2419 N=2413
50 44
CumMmnromHa penupguByroda BTE*
(2,1 %) (1,8 %)
23 20
CuMmnrtomHa penupgusyoda TEJTA
(1,0 %) (0,8 %)
18 17
CumMmnromHuM peuupusyroyui TT'B
(0,7 %) (0,7 %)
2
CumnTtomHi TEJIA i TTB 0
(<0,1 %)
JletansHa TEJIA/cMepTenbHi BUIIaOKY, |1 1 7

Konu HassBHicTh TEJIA He MOXKHa
BUKITIOUUTH (0,5 %) (0,3 %)




MacuBHa abo KJiHi4YHO 3Ha4dyIla 249 274

HeMadCHBHa KPOBOTeYa (10 3 %) (11 4 %)

26 52
MacuBHI KpoBOTEYi
(1,1 %) (2,2 %)

a) PuBapokcaban 15 mr gBiui Ha moOy MPOTSITroM 3 THUXKHIB 3 HACTYIITHUM
3acTocyBaHHSIM mo3u 20 M oguH pa3 Ha mo0y.

1. D) EHOKCcamapuH moHaMeHIIIe IPOTATOM 5 OHIB, MIiCJIg LIbOTO - aHTArOHICT
BiTaMiHy K, 3aCTOCyBaHHS SIKOI'0 IIOYMHAETHCS B IIepiof IIPUKOMY eHOKCallapuHYy.

*p < 0,0026 (He meHIIa e()eKTHUBHICTh 3a MOMIEPEeOHO BU3HAYEHUM CHiBBiTHOMIEHHSIM
pu3ukKiB 2,0); crniBBimHOmEeHHs pu3ukiB: 1,123 (0,749-1,684).

Bysno npoBegeHo 3BegeHUM aHalli3 pe3ynbTaTiB gociaigxkeHs Einstein DVT i PE 3a
ImonepenHbO BU3HAYEHUMHU ITapaMeTpaMu (OuB. TabGIuIlio 4).

Tabnuis 4. IToka3HUKYU e(PeKTUBHOCTI Ta 0e3MeKn 3a JaHUMU 3BedeHOT0 aHali3y
pe3ynbTaTiB gociinxkeHb ¢pas3u Il Einstein DVT Ta Einstein PE

[Tonynsiiss OCIigXKeHHA 8 281 marienT 3 roctpum cuMiToMHuUM TI'B a6o TEJIA
KcapentoO?) EHOKCallapyuH/ aHTaroHicT t
TepamneBTHUYHI 031 Ta TPUBAJIICTh 3, 6 abo 12 Mmicsa1is 3, 6 abo 12 Mmicsa1iB
N =4 150 N =4131
86 95
CuMmnrtomHa penupguByroda BTE*
(2,1 %) (2,3 %)
43 38

CumnrtomHa penupgusyoda TEJIA
(1,0 %) (0,9 %)




32 45
CumnToMHEUMN penupuByrounu TT'B

(0,8 %) (1,1 %)

1 2
CumnromHiI TEJIA i TT'B

(< 0,1 %) (< 0,1 %)
JletaneHa TEJIA/cMepTenbHi 15 13
BUIIAQOKM, KOIU HasaiBHICTL TEJIA He
MOZKHa BUKJIIOUHUTH (0,4 %) (0,3 %)
MacwuBHa a60 KJIiHiYHO 3HaYYyIIa 388 412
HeMaCHUBHa KpoBOTeda (9.4 %) (10,0 %)

40 72
MacusHI KpoBOTEYi

(1,0 %) (1,7 %)

a) PuBapokcaban 15 mr gBiui Ha moOy MPOTSITroM 3 THUXKHIB 3 HaCTYIIHUM
3acTocyBaHHSIM mo3u 20 M oguH pa3 Ha mo0y.

1. D) EHOKCcamapuH moHaMeHIIIe IPOTATOM 5 OHIB, MIiCJIg LbOIO - aHTArOHICT
BiTaMiHy K, 3acTOCyBaHHS SKOT0O IIOYMHAETHCS B IIePio IPpUUOMY eHOKCallapuHYy.

*p < 0,0001 (He meHIIa e(peKTHUBHICTDL 3a MONEPEeOHLO BU3HAUYEHUM CIiBBiIHOIIIEHHSIM
pu3ukiB 1,75); crniBBigHOIIeHHA pu3ukKis: 0,886 (0,661-1,186).

CriBBigHOIIEHHS PU3HKKIB 3a IIONIEPEeIHBO 3aaHOI YMCTOI0 KJIIHIYHOI0 KOPUCTIO
(mepBUHHUY NOKA3HUK €(DeKTUBHOCTI IJIIOC MACHUBHI KPOBOTEYi) 3a JaHUMU 3BEOEHOT0
aHanidy cranoBuso 0,771 [(95 % [OI: 0,614-0,967), HOMiHannbHEe 3HAYEHHS P =
0,0244].

Y mocnigxenHi Einsten Extension (quB. Tabnuio 5) pruBapokcabaH IpOOeMOHCTPYyBaB
rmepeBary Haj nianedo CTOCOBHO MEPBUHHHUX i BTOPUHHUX MOKA3HUKIB e(DeKTUBHOCTI.
YacToTa SIBUII I'OJIOBHOT'O ITOKa3HUKA 0e3IeKu (MacHuBHI KPOBOTEeYi) y IAIli€HTiB, 1110
JIIKyBa/JIXCh puBapokcabaHoM B mo3i 20 Mr oguH pa3 Ha mo0y, Oysa KinmbKicHO
He3Ha4yHO BHUIIOIO0, HiXK Y XBOPHUX, 110 OTPUMYBaJsu Inaiebo. YacToTa BUHUKHEHHS
SIBUII] BTOPMHHOTO MMOKa3HWKa 0e3meKu (MacuBHI ab0 KITiHIYHO 3HAUYIli HeMaCUBHi
KpOBOTeUi) OyJia BHIIIOIO y MAIliEHTIB, IKi OTPUMYyBaJIu puBapokcabaH B go3i 20 mr



OOUH pa3 Ha moOy, HiXK y MalieHTiB, U0 JIIKyBaIuCh I1anebo.

Tabnuusa 5. [Toka3HUKM e(PeKTUBHOCTI Ta 0e3MeKu 3a MaHUMM OociigxKeHHs ¢pa3u 11
Einstein Extension

, , 1197 natieHTiB, y SKUX IPOOOBXKYBaJIOCh JIIKyBaH
[Tommynsaiist OCTiOXKeHHS ) . . |
npodinakTuka peluanBiB BEHO3HOI TPOMO0eMOOT:
KcapentoO?) I[Tnaune6o
TepaneBTHUYHI 003U Ta TPUBAIICTh 6 abo 12 mics1iB 6 abo 12 mics1iB
N = 602 N =594
8 42
CuMmnrtomHa penupguByroda BTE*
(1,3 %) (7,1 %)
2 13
CuMmnrtomHa penupgusyoda TEJIA
(0,3 %) (2,2 %)
5 31
CumMmnromHuM peuupusyroyuii TT'B
(0,8 %) (5,2 %)
JletansHa TEJIA/cMepTesibHI BULIAOKY, 1 1
Kou HasaBHICTL TEJIA He MOXHa
BUKJIIOUHUTH (0,2 %) (0,2 %)
4 0
MacuBHi KpoBOTeYi
(0,7 %) (0,0 %)
32 7
KriHiyHO 3Hauyllli HeMaCUBHI KPOBOTeUl
(5,4 %) (1,2 %)

a) Pugapokcaban 20 MT OfMH pa3 Ha no0y.



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

V mocnigxensni Einsten Choice (mus. Ta6muirio 6) mikapcekuii 3aci6 KcapentoO y
ro3ax 20 Mr ta

10 Mr mpogeMOHCTPYBaB IepeBary Hal aleTUJICAJIIHUIOBOI0 KUCIOTOK y 7031 100 Mmr
CTOCOBHO IIEPBUHHUX i BTOPUHHUX ITOKa3HUKIB e(peKTUBHOCTi. OCHOBHUM ITOKAa3HUK
O0e3meku (MacuBHiI KpoBoTedi) OyB momiOHUM y MAlliEHTIB, IKi OTPUMYBAJIX JTiKapChbKUMN
3aci6 KcapentoO y mo3i 20 Mr a6o 10 MT, OPIiBHSHO 3 alle TUICAJTIIUIOBOI0 KUCIIOTOIO
y 0o3i 100 mr.

Tabnuusa 6. [Toka3HuKM e(PeKTUBHOCTI Ta 0e3MeKy 3a JaHUMM AociigxkeHHsd ¢a3u 11

Einstein Choice

. . 3396 mallieHTiB 3 TPUBAIOI0 IIPOQiTaKTUKOIO IIOBTOP!
[Tomymnsiiist oCmim»XKeHHs
TI'B
KcapenTtoO 20 mr KcapentoO 10 MT ACK
TepamneBTHUYHI T03U 1 pa3 Ha goby 1 pa3 Ha moby 1 pas
N=1107 N=1127 N =
MemiaHa TpUBAJIOCTi Teparril ) )
) L 349 [189-362] nHiB 353 [190-362] oHi 350 [
[iHTepKBapTUIBPHUM Oialla30H]
CuMITOMHA penunouByioya BTE* 17 13 >0
peranusy (1,5 %)* (1,2 %)% (4,4 9
C OMHa pe 1oua TEJIA 6 6 19
UMIITOMH UOUBYIOY
PetHmiBy (0,5 %) (0.5 %) (1,7
C 0 1 pe rouunn TT'B J 8 30
UMIITOMHUH UOUBVIOYUH
PetHaBy (0,8 %) (0,7 %) (2,7 °
Jletanbaa TEJIA/CMepTenbHi ) 0 )
BUIIaOKU, KOJIU HasaBHICcTL TEJIA He
(0,2 %) (0,29
MOZKHA BUKJTIOUUTH




_ , 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-I.i:) paeunngs?oqa - 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 BTE a6
T . .
MaCHBHA KPOBOTeYa (YMCTa KITiHIYH
P 2,1 %)% (1,5 %)+ (4,7 °
KOPUCTh)

*p < 0,0001 («nepesepmrye») KcapentoO 20 Mr 1 pa3 Ha fo6y nopisaszo 3 ACK 100
mr 1 pa3 Ha goOy; cniBBimHoIeHHsa pu3ukis = 0,34 (0,20-0,59);

** p < 0,0001 («nepesepiye») KcapentoO 10 mr 1 pa3 Ha go6y mopisasiHO 3 ACK 100
mr 1 pa3 Ha goOy; cuiBBigHOIeHHSA pu3ukiB = 0,26 (0,14-0,47) ;

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

*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).

IomatkoBo o pgocriigxkens 111 ¢pa3u nporpamu EINSTEIN Oyno npoBeneHo
IIPOCIEKTUBHE HEIHTEePBEHIIIVHE BiIKPUTE KOTOPTHE HociaigXKeHHda (XALIA) i3
LIeHTPaJIi30BaHOIO OLIIHKOI KiHIIeBUX TOYOK, BK/Ilo4Yarouu penuausu BTE, cepirio3Hi
KPOBOTEYi Ta JeTajlbHi BUNIagKu. [[1s BUBUYEeHHS 0€3IeKU JOBrOTPUBAJIOTO
3aCTOCYBaHHS puBapoKcabaHy y KJIiHiYHi¥ IpaKTUIl Y ITIOPiBHAHHI 3 TPagUILiMHOI0



AHTUKOATyJISTHTHOIO TePaIli€lo B HOCIimXeHHs OyI0 BKIIo4YeHo 5142 mallieHTu 3
roctpuM TI'B. ¥ rpymi puBapokcabaHy 4acToTa CEpPMO3HUX KPpoBOoTed cTaHoBUa 0,7
%, peuunusyrouoro BTE - 1,4 %, netanbHUX HACIOKIB 3 ycix npuyuH - 0,5 %. Y
BUXiOHUX XapaKTEPUCTHUKAaX IMallieHTiB Oy/x BiIMiHHOCTi, BK/II04Yal04Hu BiK, OHKOJIOTiUHi
3aXBOPIOBaHHSA Ta HUPKOBY HEOOCTATHICTh. [IJ11 KOPUT'yBaHHS BIIMIHHOCTEHU Y
BUXiOHUX XapaKTepPHUCTHKaX OyJI0 3aCTOCOBAHO MOIEePeaHbO 3alIaHOBaHUM
cTpaTu(diKoOBaHUM aHaJi3 3a Koe(ilieHTOM CXUIBHOCTI, ajie, He3BaXKal4du Ha Iie,
3aJIMIIKOBE BiOXUJIEHHS MOXKe BIJIUBAaTU Ha pe3yabraT. [Ipu 3acTocyBaHHI
puBapokcabaHy B ITIOPiBHSIHHI i3 TpaOuIliiHOIO TepaMli€l0 CKOPUTOBaHi BiMHOIIIEHHS
PHU3UKIB CEPHO3HUX KPOBOTeY, peuuauByodoro BTE Ta seTanbHUX HACIIAKIB 3 yCiX
OPUYMH CTAaHOBJATH Bigmosiguo 0,77 (95 % I 0,40-1.50), 0,91 (95 % OI 0,54-1,54) ta
0,51 (95 % 101 0,24-1,07). LIi pe3ynbTaTu y KIiHIYHIA IPaAKTHUI BiOIIOBIOalOTh
BCTAaHOBIIeHOMY ITpodinio 6e31eKu OJjIsi JaHoro ITOKa3aHHS.

[TalieHTH 3 HO3UTUBHUMHU pe3yJIbTaTaMM TECTY IJIsI TPhOX aHTHU(OCOHONIImiTHNX

AHTUTIN

PuBapokcaban 0ysio IMOpPiBHAHO i3 BapdapuHOM y MalliEHTiB 3 TPOMOO30M B aHaMHe3i 3
miarHocToBaHUM aHTHUdoChomimigauM cuaapoMoM (ADC) 3 BUCOKUM PU3UKOM
TPOMOOEeMOOTIYHUX ABUII (IO3UTUBHI Pe3ynbTaTH AJIA BCiX TPbOX aHTUdOCHOTImimHIX
QHTUTIN: BOBYAKOBUM aHTUKOATY/ISTHT, aHTUKAPOiONiNniHOBI aHTUTiNNa, aHTU-OeTa-2-
TJIIKOIPOTElH | aHTHUTINA) Y paHAOMI30BaHOMY BiIKPUTOMY MYJIbTHUIIEHTPOBOMY
CIIOHCOPOBAHOMY HOOCHiTHMKaMU KJIiHiYHOMY BUNIPOOYyBaHHI i3 «3acCIiniaeHo0»
OLIIHKOIO KiHIIeBOI TOUKHU. [loCIimKeHHs 0yJi0 MPUIIMHEHO JOCTPOKOBO ITiC/IA
BKTIOUeHHs 120 maIlieHTiB BHACIIIMOK 3POCTAaHHS YaCTOTH TPOMOOEeMOOIiYHUX SIBUIIT Y
MalieHTiB, sIKi mpuiimManu puBapokcaban. CepeqHili mepion crocTepexkeHHsI CTAaHOBUB
569 mHiB, 59 mailieHTiB 6yJ10 paHAOMi30BaHO B I'PYyIly 3aCTOCYBaHHS puBapokcabaHy B
mo3i 20 mr (15 Mr giis namieHTiB 3 KilipeHcoM KpeaTuHiHY < 50 Mii/xB) i 61 -
Bapdapuny (MHB 2,0-3,0). TpomboTuuHi ssButia 6ynu y 12 % malli€eHTis,
paHOOMi30BaHUX B I'PYIIy 3aCTOCYBaHHS pUBOPOKcabaHy (4 illieMiyHUX iHCynbTH Ta 3
iHpapkTu Miokapaa). He 6yso 3apeecTpoBaHo TPoMO0OeMOOTiYHUX SBHUII Y MAIi€HTIB,
paHOOMi30BaHUX B I'PYILy 3aCTOCyBaHHS BapdapuHy. Benuki KkpoBoTeui
crocTtepiranucs y 4 natieHTiB (7 %) rpynu puBapokcabaHy Ta 2 mauieHTiB (3 %) rpymnu
Bapdapusny.

3acTOCyBaHHS OiTSIM

€Bponeiicbka MeguYHa areHIlis BigkKiana 3000B’d3aHHS CTOCOBHO ITOOaHHSA
pe3ynbTaTiB OOCIimXKeHb i3 3acTocyBaHHS KcapenTo® B omHilt abo0 meKinmbKOX
migrpynax npeacTaBHUKIB AUTSAYO] MOIMYJIALI OJid TiKyBaHHS TpoMO0oeMOOTiuHuX
CTaHiB.



€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
TpoMOoeMOOoTiuHNX cTaHiB. [I151 03HalOMIIeHHS 3 iHdopMalli€io IIpo BUKOPUCTAHHS
JIIKapChKOTO 3aco0y y OiTel OAUBUCH PO3AIT «IiTu».

dapMaKkoKiHEeTHKA

BCcMOKTYBaHHS

PuBapokcabaH IMIBUAKO BCMOKTYETHCS; MaKCUMaJllbHiI KOHIIEHTpaIlil (Cmax)
OOCSTaloThCs Yepes
2-4 TOOWHYU Ticys MpuitoMy TabIeTKH.

[Tpu nmepopaibHOMY 3aCTOCyBaHHi puBapokcabaH MaliKe MOBHICTI0O BCMOKTYEThHCH, i
Moro 0i0OgOCTYITHICTD IIiC/Is ITePOPAIbHOI0 3aCTOCYBaHHS go3u 2,5 Mr ta 10 Mr €
Bucoko0I0 (80-100 %) He3anmexkHO Bifg mpuitoMy 1xKi. 3acTocyBaHHS TableTKU
puBapokcabany 2,5 mr ta 10 Mr mig 4yac BXKUBaHHA 1Ki He BrinBae Ha AUC (mioiria
Iig KpUBOIO 3aJIeKHOCTI KOHIIEHTPAllid - 4ac) Ta Cmax puBapokcabany. Kcapento®,
tabneTku 2,5 Mr ta 10 Mr MoxKHa MPUUMATH He3aJIeKHO BiJl BXKMBaHHS 1Ki (IUB.
po3min «Cnocib 3acCTOCYBaHHS Ta IO3U»).

PuBapokcabaH XxapaKTepU3yeThCSI Malxke IiHilHOI0 (apMaKOKiHETHUKOIO 10 MO3U
67113bK0 15 Mr (oguH pa3 Ha go0y). Y BUIIagKy 3aCTOCYBaHHS BUINUX 403 abcopOIIis
pruBapokcabaHy 0OMexXKyeThCS TapaMeTpaMU PO3YMHHOCTI, ITPU IIbOMY Ha (POHi BUIIUX
003 BimMida€eThCs 3HUKEHHS 0i0JOCTYIIHOCTI Ta IIBUAKOCTI BCMOKTYBaHHA. Lle saBuiie
€ OiyIbIlI BUpaXkeHUM ITPpU IPUNOMIi TiKapCchbKOro 3aco0y HaTIlleceplle, HiXK npu
BUKOPUCTAHHI Imicisg iki. ®apMakKoKiHeTUKa puBapoKcabaHy XapaKTepPU3yEThCS
IMOMIpHOIO MiHJIMBICTIO; iHAWBiAYyalbHA MIHIMBICTE (BapialinHuM KoeillieHT)
cta”HoBUTh Big 30 % mo 40 %, 3a BUHATKOM [OHS IIPOBENEHHS OIlepaTUBHOI'O BTPY4YaHHSA
Ta HaCTYITHOTO AHS, KOJIU MiHJIMBICTh €KCIO3Ullil € BUCOKOIO (70 %).

BcMoKTyBaHHST puBapoKcabaHy 3aleKUTh Bifl MiCIlsi BUBIIbHEHHS TiKapChbKOTro 3aco0y
B LIJIYyHKOBO-KUIIIKOBOMY TpakKTi. Bin3HaudaeTtscsa 29 % i 56 % 3uHuxkenHs AUC i Cmax
ITPY 3aCTOCYBaHHI Ir'paHyIsiTa puBapokcabaHy, 3 BUBIIbHEHHSIM [Iil040i PEYOBUHU B
MIPOKCUMAJILHOMY BiZiijli TOHKOT'O KUIIIKiBHUKA, Y MOPiBHAHHI 3 Ta0J1€TOBaHOIO
dopmoro. EKcrio3ullisi 3MeHIITYETHCS Iie OinbIlle ITPY BUBITbHEHHI Oil0Y0l pEYOBUHY B
OUCTabHOMY BifIi/li TOHKOTO KUIIIKiBHMKA UM BUCXITHIA 4aCTHUHI 00000BOI KMIIKH.
Heo06xigHO YHUKaTH BBEIeHHS puBapokcabaHy OUCTabHIIIe IITyHKa, OCKIJIbKY 11
MOXKe IIPU3BECTU [0 3HUKEHHSA BCMOKTYBaHHS Ta BiAIIOBIOHOIO BIJIUBY Ha

€KCIIO3UIIilO.



BiogmocTtynnicts (AUC i Cmax) Oyra cIriBCcTaBHOIO OJisi puBapokcabany 20 Mr
IMPU3HAYEHOT0 IePOopabHO ¥ BUTJISAMI MoaApiOHeHol TabIeTKy 3MilllaHol 3 I0/TyYHUM
MIOpe Y¥M BOOOIO, BBEAEHOI0 Yepe3 NIIYyHKOBUM 30H[ OApa3y MiCIsA PigKol 1XKi, Ta o4
nmpuiioMy 1isiol Tabnetku. BpaxoByouu, mependbadyyBaHUM, J030-IPOMOPILIAHNN
dbapmakokiHeTHYHUM ITPOGinb puBapokcabaHy, pe3ybTaTH HaHOT'0 JOCHTIIXKEeHHS 3
0iogOCTYITHOCTi, MMOBIPHO, MOXKYTh CTOCYBAaTHCS i HUXKYKUX M03 pUBapoKcabaHy.

Poz3nonin

3B’sa3yBaHHs 3 6iIKaMu IIJ1Ia3MU Y TIOOUHU € BUCOKUM i CTaHOBUTH 0JIM3BKO 92 % - 95
%, Ipu IIbOMY OCHOBHUM 3B’I3yI0UMM KOMIIOHEHTOM € CUPOBATKOBUM abOyMiH. O6’em
PO3MOiny - MOMipHUH, MOKa3HUK VSS (00’€M pPO3IOAiTy B PiBHOBAKHOMY CTaHi)
CTaHOBUTH Mauxke 50 JI.

MeTabo0s1i3M i BUBEOEHHS 3 OPTraHi3My

Maiixke 2/3 npuiHATOL 003U puBapokcabaHy MeTabo0i3yeTbCS 3 HACTYITHUM
BHMBEJIEHHSIM IIOJIOBUHM MeTaboJIiTiB HUPKAMH, a iHIIOI II0JIOBUHM - 3 KaJiIoM. Perrita
(1/3) npuiiHATOl 403U BUBOOUTHCSA Oe3MocepenHb0 HUPKAaMM Y BUTTISAI HE3MiHEHO1
IOif040l PEeYOBUHU i3 ceuelo IepeBaxkHO IIIJISIXOM aKTUBHOI HUPKOBOI CEKpeTlIil.

MeTtaboi3m puBapokcabany 3abe3neuyeThes izodhepmentamu CYP3A4, CYP2]2 Ta
He3aJleXXHUMU Bif cucteMu nutoxpomy CYP mexanizmamu. OCHOBHUMU OUITHKaMU
b6ioTpaHcdopmMmaliii € MopdostiHOBa Irpymna, I110 3a3Ha€E OKMCHOTO PO3KJIagaHHs, Ta
aMifHi rpynu, Kl miajagaratTh Figposiidy. Buxogsadu 3 oTpuMaHUX in Vitro gjaHux,
puBapokcabaH € cyOcTpaToM TpaHcnopTHUX 0inkiB P-gp (P-rmikonporein) Ta Berp
(6isTOK pe3UCTEHTHOCTI 10 paKy MOJIOYHOI 3aJI03H).

HaBaXKIuUBiIlIOI0 CIIOJIYKOIO B IJIa3Mi KPOBi TIOOUHY € HE3MiHEeHUM puBapokcabaH,
IIpu IbOMY 3Ha4Hi a00 aKTUBHI IIUPKYII0I0Yi MeTaboIiTH He BUsABJIEeHi. PuBapokcalaH,
CUCTEeMHUMU KIIipeHC IKOT0 CTAaHOBUTHL O61u3bKo 10 j1/rom, Moxke OyTH BimHeceHuM [0
JIiKapChbKUX 3ac00iB 3 HU3bKUM PiBHEM KilipeHcy. [licisg BHYTPIilIHEOBEHHOTO
3acTOCyBaHHS O0o3u 1 MT Iepiof HalliBBUBEIEHHS CTaHOBUTHL O/M3bKO 4,5 roguHu. [1pu
ImepopajJbHOMY 3aCTOCyBaHHi BUBEOEeHHS 00MeXKY€EThCS MIBUAKICTIO abcopOitil. ITpu
BUBEJ€HHI puBapokcabaHy 3 mja3Mu TepMiHaIbHUM I1epiof] HalliBBUBEOEHHS
CTaHOBUTSH Bif 5 1o 9 roguH y MOJIOgUX IallieHTiB Ta Big 11 mo 13 rogus y ocid
JIITHBOTO BIKY.

Oco0JIMBI I'PYIH XBOPUX

Cmamy. Y 40JI0BIKiB i XKIiHOK KJTIHIYHO 3HA4YyIIi PO3XOAXKEHHA (hapMaKOKIiHETUKHN He
BUSABJIEH] (OuB. po3min «Crnocib 3acTOCyBaHHS Ta OO3UW»).



ITauieHmu aimHb020 8iKy. Y MalliEeHTIB JIITHHOTO BiKy KOHIIEHTpallil puBapokcabaHy y
IJ1a3Mi BUIMI, Hi2K Y MOJIOOUX MallieHTiB, cepenHe 3HaueHHss AUC npubnusuo y 1,5
pa3a nepeBullly€ BiANIOBIAHI 3HaYeHHA Y MOJIOOUX ITAlllEHTiB, TOJIOBHUM YUHOM
YHaCJIimOK 3HUKEHOT0 3arajibHOTO Ta HUPKOBOTO KJilipeHcy. Hemae moTpebu B KOpeKIIil
OO3MU.

Pi3Hi Bazoei kamezopii. 3aHaaTo Maja abo BejmKa Maca Tina (meHine 50 Kr i 6inbime
120 kr) nuite He3HAYHOIO MipOIO BIIJIMBA€E Ha KOHIIEHTpAllil puBapokcabaHy y I1a3Mmi
(men1e 25 %). Hemae nmoTpedbu B KOPEKIIil MO3H.

MiscemHiuHi ocobausocmi. KiiHiuHO 3HAYYII pO3XomKeHHs ¢papMakokiHeTuku (PK)
Ta papmakoguHamiku (®]I) y malieHTiB €eBponeoigHol, ahpoaMepuKaHChKOI,
JlTaTUHOAMEPUKAHCHKOI, STTOHCHKOI ab0 KMTalChKOl €THIYHOI IIPUHAJIEKHOCTI HE
CIIOCTepiranucs.

IleviHkoB8a HeOocmamHicms. Y XBOPUX Ha LIMPO3 NEYiHKYU 3 JIETKOIO IE€YiHKOBOIO
HeJoCTaTHICTIO (Knac A 3a kKnacudikanieo Yaunga - [1':0) papMaKoKiHeTHUKa
puBapokcabaHy nullle He3HAaYHO BiIpi3HsiIacs Bil BiANMOBiMHUX ITOKA3HUKIB (y
cepenuboMy 1,2-pa3ose 36inbimieHHss AUC puBapokcabaHy) Yy KOHTPOJIbHIM I'pyIri
3[0POBUX JOOPOBOJIBIIB. Y XBOPHUX Ha IIMPO3 MMEUiHKH i3 CepegHbOTIKKOI ITeYiHKOBOO
HeJocCTaTHicTIO (Knac B 3a knacudikaiiiero Yatinma - [1'10) cepenuss AUC
puBapokcabaHy Oya 3Ha4YHO IigBuileHa (y 2,3 pa3a) NOPiBHSIHO 3 TAKOIO Y 3MOPOBUX
noOpoBosbiliB. AUC He3B s13aHOI peUYOBUHU MMiBUIllyBanacsa y 2,6 pasa. Y uux
MalliEHTiB TaKOXK 3ape€ECTPOBaAHO 3HUKEHHS BUBEJEHHS puBapoKcabaHy 3 cevelo,
nonibHe [o TOTO, 110 XapaKTepHeE [Jid MalliEHTiB 3 HUPKOBOIO HEJOCTATHICTIO
IIOMiPHOT'O CTYIEHS.

Hemae maHuX 1100 MAIi€HTIB 3 TSIXKKUM IIOPYIIEHHSAM (QYHKIIi]l IE4YiHKH.

[MpuruiueHHss akTUBHOCTI pakTOpa Xa Oysi0 BUpaxKeHe CUJIbHiIIe (2,6-KpaTHe
PO3XOMKEHHS) V MAlliEHTIB i3 CEPEIHBbOTIKKNUM ITOPYIIEeHHSAM QYHKIIII NediHKU, HiXK Y
3mopoBuX OoOpPoBObIIiB; [TH Takoxk (2,1-KpaTHO) mOomoBXKyBaBcs. [lallieHTH 3
CEPENHbOTSAKKHAM MMOPYIIEHHAM (QYHKIII TeYiHKU Oyau OifbIll 4YyTIUBAMU OO
puBapokcabaHy, II0 ITPU3BOOUIIO [0 OiNbII KPYTOi KPUBOI 3amexkHocTi ®K/PII mix
KOHIIeHTpali€ew Ta [14.

Kcapento® mpoTuioKasaHuM mallieHTaM 3 XBopoOaMu IeYiHKH, 110
CYIIPOBOMAXKYIOTHCSA KOaryJonaTi€lo 3 KJIiHIiYHO 3HaUUMUM PU3UKOM BUHUKHEHHS
KpPOBOTEUi, B TOMY 4YUCJIi XBOPUM Ha LIMPO3 nediHku Kiacy B ta C 3a knacudikaliiero
Yaunga - [T't0 (quB. po3nin «IIpoTUumnokKa3aHHSI»).

Hupxosa Hedocmamuicmb. Bin3Hadanocs 30inblIeHHS €KCIIO3Ullii puBapokcabaHy,
sike 00epHEeHO ITPOIIOPIIINHO KOPEJIOE 31 3HMXKEeHHSIM (PYHKITII HUPOK, 1110 BU3HAYallA



3a KJIipeHCcoM KpeaTuHiHy. B ocib 3 nerkum (kiipeHc kpeatuHiny 50-80 mi/xB),
CEepemHbOTSAXKKUM (KJIipeHC KpeaTuHiHy

30-49 mn/xB) abo TSKKUM (KIipeHC KpeaTuHiny 15-29 Mi/XB) mopylueHHIM QYHKITII
HUPOK, KOHIIeHTpallil puBapokcabany y mina3mi (AUC) 6ynu B 1,4, 1,5 Ta 1,6 pa3a
OinbIIIi TOPIBHSAHO 3 TAKMMH y 3TOPOBUX HOOPOBOJIBLIIIB. BiiTloBimHO criocTepiranocs
30inpienHs apMakoguHaMiyHUX edekTiB. B 0cib 3 merkum, cepegHbOTIKKUM abo
TSIKKUM MOPYHIEeHHSAM (QYHKIIl HUPOK 3arajibHe NPUTHidYeHHS aKTUBHOCTI (paKTopa Xa
oyno BimmosigHO B 1,5, 1,9 Ta 2 pa3u OiNbIINM IIOPiBHAHO 3 TAKUM Y 3TOPOBUX
mobpoBomnbili; ITH mopiouuM ynHOM 3pocTano y 1,3, 2,2 Ta 2,4 pa3a BigmosigHo. [JaHi
IIOMO MalliEHTIB 3 KJIIpeHCOM KpeaTHHIHY < 15 MJI/XB BigCyTHI.

3 orsisioy Ha BUCOKe 3B’sI3yBaHHS 3 OiJiIkaMU MJia3MU, OYiKy€EThCS, 110 pUBapoKcabaH
He BUBOOUTHCS 3 OpPraHi3My IIISAXOM Oiaily.

He pekoMeHOY€ETHCS 3aCTOCOBYBATH JIiKapChKMUM 3acib IallieHTaM i3 KiipeHcoMm
KpeaTuHIHY

< 15 mn/xB. KcapenTo® ciif 3aCTOCOBYBaTH 3 00€peKHICTIO mallieHTaM 3 KJIipeHCOM
KpeaTUuHiHy

15-29 mn/xB (guB. po3min «Ocob6IUBOCTI 3aCTOCYBAaHHS»).

dapmakoKiHemuyHi 0aHi, BiOMiueHi y nauieHmia. Y Nali€HTiB, sIKi OTPUMYIOTh
puBapokcabaH mis npodinaktuku BTE B mo3i 10 Mr pa3 Ha mo0y, cepenHii
reoOMeTPUYHUU MOKA3HUK KOHIeHTpalil (iHTepBan nporHo3yBaHHg - 90 %) gepe3 2-4
TOOWHHU Ta MalxkKe 4yepe3 24 TOOWHU Mic/Is 3aCTOCYBaHHS (dac, 110 TpubIn3HO
BimoOparka€ OOCSATHEHHSI MaKCHMaJIbHOI Ta MiHiMalbHOI KOHIIeHTpallil B MPOMiXKKax
MixK nmpuroMamu m03) ctaHoBuB 101 (7-273) i 14 (4-51) MKr/7n1, BiAmmoOBigHO.

dapmaKkokiHemuyuHi/papmakoOuHamiuHi 83aemo38’ a3ku. O1liHKa
(bapmakokineTnuHoro/ papmako-guHaMigyHoOro (PK/®II) B3a€EMO3B’I3KY MixkK
KOHIIEHTpalli€lo puBapoKkcabaHy B I1a3Mi KPoOBi Ta fesKuMu (papMaKoOgUHaAMiIYHUMU
KiHIIeBUMU TO4YKamu (mpurHideHHs paktopa Xa, [T9, AYTY, HepTest) npoBogunace Ha
TJIi 3aCTOCYBaHHS BEJIUKOTO Aiama3oHy Ao3 (5-30 mMr aBiui Ha go0y). B3aeMo3B’ 130K
MiXK KOHIIEHTpalli€l0o puBapokcabaHy Ta aKTUBHICTIO GpakTopa Xa HaWKpalle

BU3HAYAETHCS 3a OOIIOMOI0O0 Em < moperti. [llomo ITY - HaibGinbIll HOCTOBIPHI maHi

OTPUMYVIOThH IIIJIAXOM 3aCTocyBaH§5{ JIIHINHO]1 MOIeJIi mepeTUHaHHA Bigpi3KiB. B
3aJIe’KHOCTI Bif pi3HUX peareHTiB O/ BU3HadYeHHA [1Y, KyTOBUU KOeILliEHT MOXKe
MaTU CYTTEBO BiIMiHHI 3HaueHHsd. [Ipu 3acTocyBaHHi peareHTy Neoplastin gjsa
BuMipioBaHHs T4, Buxigauu [TH ctaHoBUB 0/113bK0 13 C, a KyTOBUM KOeQillieHT - Bixg 3
oo 4 ¢/(100 mkr/n). Peaynbratu OK/®]I anamnisiB y gochigxkeHHsaX ¢a3 II ta 111
BiTIOBiganu maHuUM, OTPUMAHUM y 3MOPOBUX MOOPOBOJIBLIIIB. Y mallieHTiB, Ha 6a30Bi
piBHI pakTOpa Xa Ta [1Y BunmBanmu XipypriuHi BTpy4yaHHs, B Pe3yabTaTi 40Tr0

BHHHUKAJIM BiIMIHHOCTiI KyTOBOTO KOe(illiEHTy CIIiBBiAHOIIIEHHS KOHUeHTpalist/ITH mix



IMOKa3HUKaMHU ITiC/Isi OIIEPaTUBHOTO BTPy4YaHHsS Ta B CTabilTbHOMY CTaHi.

Humasayut eik. EQeKTUBHICTE Ta Oe3meKa 3aCTOCyBaHHSA JIiIKapChKOT0 3aco0y y HOiTell Ta
OigaiTKiB mo 18 pokiB He BUBYasacs.

HoxkmiHiuHi gaHi 3 6e31IeKn

IcHyi0Yi mOKITiHiIYHI JaHi, OTpMMaHi B X0Oi TpagULIiMHUX OOCIiaXKeHb (papMaKOJIOTigHOL
0e3meKy, TOKCUYHOCTI OMHOPa30BOi 03U, TEHOTOKCUYHOCTI, POTOTOKCUYHOCTI,
KaHIIePOTE€HHOT 0 IIOTEHIlially Ta PENPOOYKTUBHOI TOKCUYHOCTI BKa3ylOTh Ha
BiACyTHICTb OyOb-IKUX cieln(pivHUX PU3UKIB OJIS JTIOOUHU.

Y mocnimXeHHSIX TOKCUYHOCTI 6araTopa30BUX 103 CIIOCTepiranuchk eheKTH, MOB’ I3aHi,
TOJIOBHUM YHHOM, 3 HAaJMIipHO BUPaxKeHO00 hapMaKOOWHaAMIYHOIO Oi€I0
puBapokcabaHy.

He 3apeecTpoBaHO BIIKUB Ha GePTUIBHICTh ¥ CAaMUIb Ta CaMIIiB HIypiB. Y xomi
OOCITim»KeHb Ha TBapuHax O0yJI0 BUSBIIEHO PEIIPOOYKTUBHY TOKCUYHICTh, IOB’I3aHy 3
dapmakomoriuHMM MexaHi3MOM fil puBapokcabaHy (remMopariuti yCKIagHeHHsT).

IToxa3zaHHSA

e IIpodinakTuka BeHO3HOI TpomMboemOboii (BTE) y mopociux mallieHTiB, SKUM
MIPOBOASThH OIIEPATHUBHI BTPy4YaHHS 3 €eHOOIIPOTEe3yBaHHS KYJIbIIOBOTO YU
KOJIIHHOTO CyT/100iB.

e JlikyBaHHS TpoMO03y rinubokux BeH (TT'B), TpomGoeM0Oo0I1ii mereHeBoi apTepii
(TEJIA) i npodinakTuka peununusy TT'B ta TEJIA y mopocnux (AuB. pO3Aia
«OCcoOnMMUBOCTI 3aCTOCYBaHHS» CTOCOBHO maIllieHTiB 3 TEJIA, 1110 MaloTh
HecTabiIbHI reMogMHaMidYHi MOKA3HUKHU).

ITporunnoka3aHHs

e ITigBHUIllEHA YYTIUBICTH A0 puBapokKcabaHy ab0 OO0 JOIOMiKHUX PEeYOBUH
JIIKapChKOTO 3aco0y.

e KiTIiHiYyHO 3Hauyllla aKkTUBHAa KpPOBOTeYa.

e VIIIKOIXKeHHsI a00 CTaHH, III0 CYITPOBOOXKYIOThCS 3HAYHUM PU3UKOM PO3BUTKY
KPOBOTEeY, IKi MOXKYTb BKJIIOUATH HASBHI Ha JaHUW MOMEHT ab0 HeIlloaBHO
BUSIBJIE€HI BUPA3KM IIYHKOBO-KUIIIKOBOI'O TPAKTY, 3JI0SIKICHI HOBOYTBOPEHHS 3
BHCOKUM PU3UKOM KPOBOTEY, HENIOOABHO IIepeHeCceHy TpaBMy I'OJIOBHOTO abo
CIIMHHOTI'O MO3KY, HEIIOaBHO IIepeHeCeHe oepaTuBHE BTPY4YaHHS Ha
TOJIOBHOMY, CHUHHOMY MO3KYy YU O4aX, HelllofaBHi! BHYTPIlIlIHbOUEePETHUN
KPOBOBUJIMB, BUSBIIEHE YU MifO03PI0OBaHE BapUKO3HE PO3IINPEHHS BEH
CTPaBOXO0[y, apTepioBeHO3Hi ManbdopMallii, aHeBpu3MHU CyOuH abo 3Ha4Hi



BHYTPIIIHbOCHiHAIbHI UM BHYTpilIHbOLlepeOpasbHi CyqUHHI aHOMAJTil.

e OgHOYAaCHEe 3aCTOCYBaHHS 3 OyOb-IKUMU IHITUMU aHTUKOATYJISHTAMU, HAIlPpUKIIA[I
3 He(paKIL[iOHOBAaHUM TelapuHOM, HU3bKOMOJIEKYJIIPHUMU IellapruHaMUA
(eHOKCalapuH, JaabTellapyH), IIOXITHUMHU renapuHy (poHgamapuHyKC),
ImepopajJbHUMHU aHTUKOAryJssHTaMu (BapdapuH, mabiraTpaHy eTeKCHUIar,
arrikcabaH), okpiMm cnenudigyHuX 00CTaBUH MMePexony Ha albTePHATHUBHY
aHTUKOATYJISTHTHY Tepamniio (ouB. po3gin «Crmocib 3acTocyBaHHSA Ta HO3u») abo
BUIIQAKH, KONMM HepPaKI[iOHOBaHUM rellapuH IpPU3HaAYaloTh ¥ J03aX, HeoOXimHux
s 3abe3nedyeHHs PYHKIIIOHYBaHHS BiIKPUTOTO KaTeTepa IIeHTPaJbHUX BEH YU
apTepin (ouB. po3min «B3aemMomis 3 iHIIMMHY TiKapChbKMMHK 3aco0aMu Ta iHIIi BUOU
B3aEMOOIN»).

e 3axBOpPIOBaHHA MEUYiHKH, 110 aCOLII0IOTHCSA 3 KOaryJaoIlaTi€eo Ta KIiHIYHO
3HAQUYILIYM PU3UKOM PO3BUTKY KPOBOTEUl, B TOMY YUCJIl [UPO3 IeYiHKU Kjiacy B
Ta C (3a knacudikarieo Yarnga - [1'10) (quB. po3min «®apMaKOKiHETHKA»).

e Bik marienTa 0o 18 pokis.

e BariTHicTh Ta rogyBaHHS I'PyAO0 (OUB. PO3Min «3aCTOCYBaHHS y IIepiof
BariTHOCTi ab0 rogyBaHHS IPyOOIO»).

B3aemofisi 3 iHINIMMH JTiKapChbKHMH 3aC00aMH Ta iHIIII BHOH B3a€EMOIin

Iariditopu CYP3A4 ta P-gp

OnmHOYacHe 3aCTOCyBaHHS puBapoKcabaHy Ta KeToKoHa3ony (400 mr 1 pas Ha mo0y)
abo putoHaBipy (600 Mr 2 pa3u Ha Ho0y) IPHU3BOOUIIO A0 2,6-KpaTHOT0/2,5-KpaTHOTO
IMigBUIIIEHHS cepenHbol piBHOBaxkHOI AUC puBapokcabany Ta 1,7-KkpaTHoro/1,6-
KpaTHOTO 30iJIbIlIeHHST cCepenHbOl CmaX puBapokcabaHy, sSiKe CyIIPOBOIXKYBaJI0Cs
3HAYHUM IIOCUJIeHHAM papMakKoaguHaMidyHUX e(eKTiB JTiKapChKoro 3acoby, I11o
HigBUIIYE PU3KUK KPOBOTeUi. 3BaXKalo4u Ha 1ie, 3aCToCyBaHHA Kcapento® He
PEKOMEHYETHCS MalliEeHTaM, Kl OTPUMYIOTE CYIIyTHE CUCTEMHE JIIKyBaHHS
MPOTUTPUOKOBUMHU MpelapaTaMy a30JIbHOI TPy TAKUMHU SIK KETOKOHA30JI,
iTpaKOHa30J1, BOPUKOHA30JI Ta IT03aKoHa30J1, abo iHribitopamu BlJI-npoTea3u. Lli
JIiKapchKi 3acobu € moTykKHUMHU iHridiTopamu CYP3A4 Ta ogHO4YacHO P-gp (OuB.
po3min «OcobIMBOCTI 3aCTOCYBaHHS»).

Pe4doBuHMY, sIKi aKTUBHO iHTiOYIOTh TiJIbKY OOWH 3i IIISIXiB BUBEJEHHS puUBapoKcabaHy 3
opraniamy, CYP 3A4 a6o P-gp, K 04iKy€ThCs, 30iMbIIyIOTh KOHIIEHTPAIlil
puBapokcabaHy y ITa3Mi MEHIIIOI0 Mipolo.

Hanpuknap, kimaputpoMinui (500 Mr 2 pa3u Ha mo0y), 110 € IIOTYKHUM iHTiGiTOpoM
CYP 3A4 i iari6iTopom P-gp cepenHbol iHTEHCUBHOCTI, CIIPUYUHSB 1,5-KpaTHe
30inbinenHsa cepenHix 3HaueHb AUC Ta 1,4-KpaTHe 30inbIIeHHS Cmax puBapokcabaHy.
B3aemogist 3 KTapuTPOMIIIMHOM MMOBIPHO He € KIiHIiYHO 3HAYYII00 AJi OiTbIIoCTi



Mali€eHTiB, ajie MOTEHLINHO MOXKe OyTH 3HAYYIIOI0 IJIsS MalliEHTiB BUCOKOTO PU3UKY
(II10mo 3aCTOCYBaAHHSA Y IMAIliEHTIB 3 HUPKOBOIO HEAOCTATHICTIO AUB. PO3TiN
«OCcOoOIUBOCTI 3aCTOCYBAHHS»).

Eputpominus (500 Mr 3 pa3u Ha mo0y), 110 rmoMipHo iHrioye isopepment CYP 3A4 i P-
gp, cupuuuHAaB 1,3-KpaTHe 30iIbIlIeHHSA cepefHix piBHOBaxKHUX 3HaYyeHb AUC i CmaX
puBapokcabaHy. Blaemomiss 3 epuTPOMIIIMHOM MMOBIPHO He € KJTiHiYHO 3HAYYII00 IS
OiNTBIIOCTI MaIli€EHTIB, ajle MOTEHIINHO MOXKe OyTH 3HaA4YyIOO [AJIS MMalliEHTIiB BUCOKOTO
PU3UKY.

Y manieHTiB 3 HUPKOBOIO HEJOCTATHICTIO JIETKOT'O CTYIIEeHA TAXKKOCTI, Ha BiAMIHY Bif
Mali€eHTiB i3 HOpMaIbHOIO QYHKIIEI0 HUPOK, IIPHU 3aCTOCYyBaHHI epuTpominuuy (500 Mr
3 pa3u Ha mo0y) Big3Hayanu 1,8-kpaTHe 3pocTaHHsA cepenHboro 3HadyeHHsa AUC Ta
1,6-kKpaTHe 30inbIIeHHS Cmax puBapokcabaHy. Y mallieHTiB 3 HUPKOBOIO
HEeJOCTaTHICTIO CEPEeOHbOT0 CTYIEeHS TSAXKKOCTI Ha T/Ii epUTPOMIIIUHY CIIOCTepiraiu
30inbineHHs cepenHboro 3HaueHHss AUC puBapokca®aHy B 2 pa3u i MigBUIIEHHS Cmax
puBapokcabaHy B 1,6 pa3a NOpiBHSHO 3 IallieHTaMu 0€e3 IMopyIllieHb QYHKII1 HUPOK.
BonuB epuUTPOMIIIUHY € QAUTUBHUM [0 SBUIIl HUPKOBOI HEIOCTATHOCTI (OUB. PO3Ain

«OCco6IMBOCTI 3aCTOCYBAaHHS»).

®dnykonazon (400 Mr 1 pa3 Ha mo0Oy) BBaxkaeThcs iHTridiTopoMm CYP 3A4 cepenHbOl
iHTEHCUBHOCTI, i 1OT0 3aCTOCYBaHHS COPUYMNHSAIO 1,4-KpaTHe 30iIbIIIeHHST CepenqHix
3HaueHb AUC Ta 1,3-KpaTHe 30inbIIeHHS CmaX puBapokcabaHy. Baaemomis 3
(pr1ykoHa30710M UMOBIPHO He € KIiHIiYHO 3HAYYII00 AJid OiJIbIIOCTi MallieHTiB, ane
MMOTEHIIMHO MOKe OyTH 3Ha4yLIO0 [JI5 MalliEHTiB BUCOKOTO PU3UKY (II0H0
3aCTOCYBaHHS IAlliEHTaM 3 HUPKOBOIO HEIOCTATHICTIO MUB. po3min «Oco6IMBOCTI
3aCTOCYBaHHS»).

3Barkaouu Ha 00MeKeHi KJIiHiYHi JaHi 000 ApOHedapoHy, CIIi YHUKaTU
OOHOYAaCHOTO MOT0 3aCTOCYBaHHS 3 puBapoKcabaHOM.

AHTHUKOATr'VJISTHTH

[Ticnss kKoMOiHOBAHOT O ITPU3HAUYEHHS eHOKcanapuHy (ogHopa30Bol o3 40 Mmr) i
puBapokcabaHy (omHOpa30Boi go3u 10 Mr) crocTepiraBcst agUTUBHUM e(EKT BiTHOCHO
NIPUTHIYEeHHSI aKTUBHOCTI (hakTopa Xa, III0 He CYIIPOBOMOKYBAIOCS OOAAaTKOBUMU
3MiHaMu Tpo0 Ha 3ropTaHHs KpoBi [[TY (mporpombinoBuit yac), AHTY (aKTHUBOBaHUM
4YaCTKOBUM TpoMOomacTuHOBUM 4Yac)]. EHokcamapuH He 3MiHIOBaB (papMaKOKiHETUKY
puBapokcabaHy.

Yepe3s 30ibII1eHHS PU3KUKY PO3BUTKY KPOBOTEY CIIifl 3 00€PEKHICTI0O CTABUTHUCS [0
OOHOYACHOTO 3aCTOCYBaHHS 3 IHIIMMM aHTUKOATyJISHTaMU (OUB. PO3Oinu
«ITpoTunokasanHsa» Ta «OcoOIMBOCTI 3aCTOCYBaHHSI»).



HectepoigHi npotu3ananbHi npenapatu (HIT3IT)/ iHridiTopu arperaiiii TpoMOOIINTiB

[Ticnss ogHOYACHOTO 3aCTOCYBaHHS puBapokcabaHy (15 mr) tTa 500 Mr HarTpoOKCeHy
KJIIHIYHO peJieBaHTHOI'O IIOJOBXKEHHS 4acy KpoBOTedi He criocTepiranocs. [IpoTe B
oKpeMux ocibé MmoxkjuBa OilbIl BUPaxkKeHa papMaKoaMHaMiyHa BifIIOBiOb.

He cnocTtepiranocs KiiHigYHO 3HaYymIuX (papMaKOKiHETUYHUX ab0
apmakoguHaMigYHUX B3a€EMOZIM IIPU OOHOYACHOMY 3acTocyBaHHi KcapenTto® ta 500
MT alleTUJICAJIiIIUIOBOl KUCJIOTH.

He BusiBieHo papMaKOKiHETHYHOI B3aEMO/Il MizK puBapokcabarnoM (15 mr) i
KJIomigorpenem (HaBaHTaxKyBajibHa Ao03a - 300 Mr i3 moganbIllinM HPU3HAUYEHHSIM
OiATPUMYOUYHUX 03 75 MrI), ajie B HiArpyIli DallieHTiB BUSBIIEHO peJieBaHTHE
30iIbIIIeHHS TPHUBaAJIOCTiI KPOBOTEUI, III0 HE KOPEIIOBAJIO 3 arperaliieio TPOMOOIIUTIB i
piBHsiMu P-Cenektuny a6o GPIIb/ Illa-perienTopis.

Heo0OxigHO moTpuMyBaTUCS 00epPEeKHOCTI IIpU NIPU3HAYEHHI puBapoKcabaHy
naiieHTaM, IKi OgHO4YacHO 3acTocoByIOTh HI133 (BKmMO4Yao4ym aleTUICcaliliIoBy
KMCJIOTY) Ta iHTiOiTOopM arperatiiii TpoMOOILIMTIB, OCKiNIbKM IIi JIiKapChbKi 3acobu
3a3BUYal MiABUIIYIOTh PU3UK KPOBOTeU (OuB. po3Misn «OcoOIMBOCTi 3aCTOCYyBaHHSI»).

CeJIeKTHBHI iHTi0iTOPH 3BOPOTHOTO 3axoIieHHs cepoToHiny (CI33C) / inribiTopu

3BOPOTHOI'O 3aXOIJIEHHSI CepPOTOHiHYy-HOopeniHedhpuny (I33CH)

4K 1 npu 3aCTOCYBaHHI iHINMX aHTUKOATYJIAHTIB, HIOBUIYETHCSA PU3UK PO3IBUTKY
KPOBOTEeY Y IAIli€HTiB, sIKi ogHO4YacHO 3acTocoBy0Th CI33C a6o I33CH BHacmimok
BIUIMBY OCTaHHiX Ha TpoMOouuTH. [ITpy ogHOYaCHOMY 3aCTOCyBaHHIi 3 puBapoKcabaHOM
Yy XOfi KITiHiYHUX OOCIHiIXKEeHb CIIOoCTepiranacs 0iibila KiTbKiCTh KITIHIYHO 3HAYYIIUX
KPOBOTEeY B yCiX rpyIlax Teparril.

Bapdapun

[Tpu nmepexopi mauieHTiB 3 aHTaroHicty Bitaminy K Bapdapuny (MHB 2,0-3,0) Ha
puBapokcabaH

(20 mr) a6o 3 puBapokcabany (20 mr) Ha Bapdapun (MHB 2,0-3,0) npoTpomMbGiHOBUM
yac Ta MHB (TtecTt Neoplastin) 36inbiryBanucs OinbIl SK aOuTUBHO (Bim3Ha4YaIucs
okpeMi 3HaueHHss MHB pmo 12), y To#t yac sk BriuB Ha AUTY, iHriOyBaHHS aKTUBHOCTI
dbakTopa Xa Ta engorenHus TpomoOiHoBuM nmoteHitian (ETII) 6ynu agu TUBHUMM.

Axio 6axkaHo nmepeBipuTy papMakoguHaMiyHi epeKTu pruBapokcabaHy ITim vac
nepiony mmepexony, MOXKyTh OyYTH BUKOPUCTaHI TECTU Ha BU3HAUYEHHS aKTUBHOCTI aHTU-
Xa, PiCT i HepTest, ockinbku BapdaprH He BIJIMBAE Ha Pe3y/IbTaTU LIUX TECTIB.
[TounHarouu 3 4 goOu micnd BigMiHK BapdapuHy i B IOOAIbIIOMY BCi TECTHU



(Bkmrouatouu I1T, AYTY, inribyBanHst akTuBHOCTI pakTopa Xa Ta ETII) BinoOpakatTh
nuite epeKT puBapokcabaHy.

Axio 6axkaHo nepeBiputu dpapMakoguHaMiuyHi epeKTu BapdapuHy I vac mnepiomy
mepexony, MOXXHa BUKOPUCTATU Bu3HayeHHs MHB nipu mocaraesHi Cmin
puBapokcabaHy (depe3 24 TOOMHMU IIiCIs IIPUNOMY IIOIIepeaHbOl J031 pUBapoKcabaHy),
OCKIiJIbKH y IIelf MOMEHT puBapoKcabaH HallMeHIIle BIJIMBAE Ha Pe3yJIbTaTH TECTY

MHB.
Mix Bap¢dapuHOM Ta puBapokKcabaHOM He Bif3HaueHO ¢apMaKOKiHETHYHOI B3aEMOMIl.

IngpykTopu CYP3A4

OmHOYacHe 3aCTOCyBaHHS puBapoKcabaHy Ta pudaMmIinuHy, 110 € CUIIbHUM
inmykTopoM CYP 3A4 i P-gp, nmpusBogusno mo npubnu3Ho 50 % 3HUKEHHS cepeaHbol
AUC puBapokcabaHy Ta mapajiejIbHOro 3MeHIIIeHHs Horo ¢hapMaKoauHAMIiUYHUX
edekTiB. OmHOYACHE 3aCTOCYBAaHHS pUBapoKcabaHy 3 iHIIMMU CUJILHOOIIOUUMHU
inmykTopamu CYP3A4 (manmpuknapn ¢eHiToiHoM, KapbamaserninoM, ¢peHoOapbiTamoM
abo0 3acobaMu Ha OCHOBIi 3Bip00010) TAKOK MO2Ke CIPUYNHUTU 3HUKEHHS
KOHIIeHTpallili puBapokcabaHy y mja3Mi KpoBi. TOMy CJIil yHUKaATH OAHOYaCHOT O
MMpU3Ha4YeHHS 3 JIIKapChKUM 3aC000M MOTYyKHUX iHAyKTOpiB CYP3A4, oKpiM BUIIA[KiB,
Kou 3a0e3mnedyeHo peTeIbHUM HarJIsao 3a IMalliEHTOM 3 MeTOIO0 BUSIBJIEHHS O3HAK Ta
CUMIITOMiB TpoMOO3y.

IHIIi JTIKAapCchKi 3aco0M CYNYTHHOI Teparril

He Bim3Hawanocs KiIiHiYHO 3HaYyHIuX (papMakoKiHeTUYHUX ab0 papMaKoguHaAMidHUX
B3a€MO[il IIpKU OOHOYACHOMY 3aCTOCYBaHHI puBapoKcabaHy 3 Mima3oynaMoM (cybcTpat
CY3A4), purokcuroM (cyoctpaT P-gp), atopBactaTtuom (cyoctpat CYP3A4 Ta P-gp)
abo omenpa3soinoM (iHri6iTop mpoToHHOI MoMniu). PuBapokcabaH He MPUTHIYYE i He
iHOyKye Oynb-aKi BaxkuBi izodopmu nutoxpomy CYP, taki sk CYP3A4.

He Big3HaueHo OyOb-gKUX KJIiHIYHO 3HAYYLIIUX B3a€EMO[il 3 1keto (ouB. po3xgin «Crnocid
3aCTOCyBaHHS Ta OJO3U»).

BriiuB Ha n1abopaToOpHi mapaMeTpu

Bronus Ha moka3HuKU 3ropTranHs Kposi (ITY, AUTY, HepTest) € nepenbauyBaHui, 3
ypaxyBaHHAM MexaHi3My fil puBapokcabaHny (gus. po3nin «®apMakosoriuyHi
BJIACTUBOCTI»).

Oc006/1MBOCTi 3aCTOCYBaHHSA



Brponosxk mepiony j1iKyBaHHSI PEKOMEHOY€EThCS 3OiIMCHIOBATU KJIIHIYHUY HATJIAL, 10
BifIOBia€ MpakKTHIll 3aCTOCYBaHHS aHTUKOATryJIsTHTIB.

PU3HK PO3BUTKY KPOBOTEY

4K i npu 3aCTOCYBaHHI iHIINX aHTUKOATYJISHTIB, MALiEHTH, SKi IPUUMAIOTh
nikapcekuii 3aci6 KcapentoO, noBuHHI nepeGyBaTH Iifi peTeIbHUM HaTrsa0M s
BUSIBIIEHHS O3HAK KPOBOTeUi. PeKOMeHOyeTbCSI 3 00€peKHICTIO 3aCTOCOBYBaTHU
JIiIKapChKUM 3acib IMpu 3aXBOPIOBAHHSX, III0 CYIPOBOAXKYIOTHCS IiABUIIEHUM PU3UKOM
PO3BUTKY KPOBOTEeU. Y pa3i cepiio3HO0l KPOBOTEYi 3aCTOCYBAaHHS JIIKapChKOT0 3aCO0Y
KcapeHToO NPUIIMHSAIOTE (OUB. po3min «Ilepemo3yBaHHS»).

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 peTeJIbHUM HarJjisggoM [Jis BUSIBJIEHHSA CUMIITOMIB reMOopariyHux YCKJIagHEHb 1
aHeMil (muB. po3ain «[1ob6iuHi peakilii»). [I71g mallieHTiB, SKi OTPUMYIOTH TiKapChKUM
3aci6 KcapentoO pna npodinaktuku BTE micis omepaTUBHOTO BTPY4YaHHS 3
€HOOIPOTe3yBaHHS KYJIbIIIOBOI'O UM KOJIIHHOTO CYTj100iB, pEKOMEHOYIOThCS PeryasipHi
MEeOU4YHIi OTJISIOYN, PeTEeJIbHE CIIOCTEPEXKEHH 3a OIPEeHyBaHHIM XipypridyHUX paH Ta
MMepioAnYHUYN KOHTPOIb PiBHSA reMorao0iny.

[Tpu Oymb-IKOMY 3HUZKEHHi PiBHS reMorjio0iHy 41 apTepialbHOTO TUCKY He3 sicOBaHOl
eTiosioril HeoOXimHO BUSBUTU O2KEPEI0 KPOBOTEYi.

He3Baxkarouu Ha Te, 110 JIiIKyBaHHS puBapokKcabaHOM He BUMara€ IpoBeIeHHs
CTAaHIAPTHOTO MOHITOPUHTY MOT0 €KCIIO3Ullii, BU3HAYEHHS PiBHS pUBapokcabaHy 3a
OOTIOMOT 010 BimKasiOpoBaHUX KiTbKiCHUX aHTU-(QaKTOP Xa TEeCTiB MOXKe BUSIBUTUCS
KOPUCHUM Yy BUHSITKOBUX CUTYyallidX, KOJIX BilIOMOCTi PO €KCII03UIIiI0 puBapoKcabaHy
30aTHI BIUIMHYTHU Ha IPUUHATTSA KJIIHIYHUX PillleHb, 30KpeMa IIpHU Ilepeao3yBaHHI Ta
€KCTPEeHUX XipyprivHuX BTPY4YaHHAX (AUB. po3aul «®apMaKOJIOTiyHi BITaCTUBOCTI»).

HupkoBa HeJOCTAaTHICTh




Y nani€eHTiB 3 TSKKOI HUPKOBOIO HEIOCTATHICTIO (KiIipeHC KpeaTuHiHy < 30 MJI/XB)
KOHIIeHTpalliss puBapokcabaHy y mia3Mi KpoBi MOxkKe CYTTEBO ITiABUIIyBAaTUCS (B
cepemgHbOMYy y 1,6 pasa), 10 MOXKe MPUI3BECTH OO IIiABUINEHOT0 PU3UKY KPOBOTEUI.

Cnig 3 o0epexkHicTIO 3acTOCOBYBaTU KcapenTo® mallieHTaM 3 KJIipeHCOM KpeaTUuHIiHY
15-29 mn/xs.

He pekoMeHOy€ETHCS 3aCTOCOBYBATH JIiKapPChKUM 3acib ImaliieHTaM i3 KiipeHcoMm
KpeaTuHiHy < 15 Mi/xB (ouB. po3ainu «Criocib 3acTOCyBaHHS Ta OJO3U»,
«®apMaKoOJIOTiYHi BIaCTHUBOCTI»).

Kcapento® HeoOXimHO 3aCTOCOBYBAaTH 3 00€PEKHICTIO MalliEeHTaM 3 HUPKOBOIO
HEeOOCTaTHICTIO CEPegHbOr0 CTyIEeHs TAXKKOCTI (KiipeHc KpeaTtuHiny 30-49 mi/xB), AKi
CYIIyTHBO 3aCTOCOBYIOTH JIiIKapChKi 3aC00M, 1110 MPU3BOOATH A0 MiABUILEHHS
KOHIIeHTpaIlil puBapokcabaHy y mjIa3Mi KpoBi (OuB. po3min «B3aemomist 3 iHImMu
JIIKapChbKUMHU 3aco0aMu Ta iHIIM BUOM B3AaEMOIiN»).

B3aeMmoqis 3 iHIIMMHU JTIIKapChbKUMHU 3aCc00aMu

He pekomMeHnyeThCsa 3acTocyBaHHA KcapenTo® mnailieHTaM, IKi OTPUMYIOTE CYIIyTHE
CHUCTEeMHe NiKyBaHHS IIPOTUTPUOKOBUMMU IIpemapaTaMu a30/IbHOl TPynu (HallpuKiIazn
KeTOKOHAa30JI0M, iTpaKOHa30JI0M, BOPUKOHA30JIOM i M03aKoHa30s10M) abo iHribiTopamu
BlJI-nmpoTea3u (Hampukiag puToHaBipoM). Lli mpemapaTtu € moTyKHUMHU iHTi6iTOpamMu
omHOYacHO i3opepmeHTiB CYP 3A4 Ta P-gp, TOMy BOHY MOXKYTbh IigBUIIYBaTU
KOHIIeHTpallil puBapokKcabaHy y mJja3Mi I0 KIiHIiYHO 3HAYYIIOTO PiBHS (B cepegHbOMY
y 2,6 pasa), 110 MOXKe MPU3BOAUTHU [0 IMiABUIIEHHS PU3UKY BUHUKHEHHS KPOBOTEUi
(muB. po3min «B3aeMomis 3 iHIIMMU JTiKapChbKUMHU 3acoO0aMU Ta iHIII BUAM B3aEMOMIiN»).

Heo6xigHo OyTu 00epekHUMU IIPU ITPU3HaYeHHI puBapoKkcabaHy mallieHTaM, SKi
3aCTOCOBYIOTH JTiKapChKi 3aco0H, 1110 BIIJIMBAIOTh Ha reMOCTa3, HallpUKJia[ HeCTEPOIioHi
npoTtulanainbHi 3acobu (HII33), aneTuncanminuioBy KUCIOTY Ta iHribiTopu arperatiii
TPOMOOIIMTIB, a00 CeleKTUBHI iHri0iTOpu 3BOPOTHOTO 3axonsieHHsa cepotoHiny (CI33C)
Ta iHriGiTOpM 3BOPOTHOTO 3aXOMJIeHHS CepOTOHiIHYy-HOopeniHegpuny (I33CH). dkmio
iCHy€ pU3UK PO3BUTKY BUPaA3KOBOI XBOPOOU HITYHKOBO-KUIIIKOBOTO TPAKTY, CIIif
PO3TJISSHYTU MUTAHHSA PO IPOBEAEHHS BiAMOBIAHOTO NPO(}iTaKTUYHOTO JIIKyBaHHSA
(muB. po3min «B3aeMomisa 3 iHIIUMHU JTiKapPChKUMM 3aco0aMU Ta iHIII BUOM B3aEMOMiM»).

IHIITI haKTOPU PU3UKY PO3BUTKY KPOBOTEY

Ax i iHmi aHTUTPOMOOTHYHI TiKapCchKi 3aco0u, puBapokcabaH HeoOXimHO
3aCTOCOBYBaTHU 3 00€PEKHICTIO MalliEeHTaM 3 ITiABUIIEHUM PU3UKOM KPOBOTEYi, y TOMY
YUCJIl IPU HAsIBHOCTI:

e BpPOMKeHOi abo HaOyTol maToJIoTii 3ropTaHHsa KPOBi;



e HEKOHTPOJIbOBAHOI TSAXKKOl apTepiaJbHOl rinepTeH3il;
e iHIIIOTO HIJTYHKOBO-KUIIIKOBOT'O 3aXBOPIOBaHHSA 0e3 BUPA30K B aKTUBHIN CcTafil, 1110

MOKe IIOTEHIIINHO NPU3BOAUTH OO0 reMOparidyHuX yCKIagHeHb (HallpuKiazg
3arajibHe 3aXBOPIOBaHHS KUIIEYHUKY, e30(ariT, raCTpUT Ta racTpoe3odareanbHa
pednrokcHa xBopoba);

e CYOWUHHOI PETUHOMATII;

OpoHxoeKTa3y abo 1ereHeBol KpoBOTEeYi B aHaMHe3i.

[TalieHTH 3i MITYYHUMHU KJIaaHaMM CEPIsd

PuBapokcabaH He CIii 3aCTOCOBYBATH [JIs1 TPOMOONPOodiTaKTUKY IallieHTiaM, SKi
HeIIoaBHO IIepeHeCId TPpaHCKaTeTEPHY 3aMiHy aopTanbHOTo KianaHa (T3AK).
Bes3neka Ta edpekTuBHicTh KcapenTo® He BUBYAJINUCH YV HNAIi€HTIB 3i MITYYHUMU
ceplieBUMHU KJjlallaHaM¥, TOMY BiICyTHI OaHi, gKi OigTBepAXKYyOTh, 1110 Kcapento®
3abe3Iedyye OCTAaTHIO aHTUKOATYJIAIIIIO0 V i€l rpynu naiieHTiB. He peKoMeHOyeTbCS
3acTtocoByBaTu Kcapento® i jIiKyBaHHS TaKWX IAlllEHTIB.

XipypriuyHi BTpy4YaHHS IIPU IIepejioMax CTerHa

PuBapokcabaH He BUBYAJU y XO[i iHTEPBEHUIMHUX KITIHIYHUX OOCHIAXKEHb 3 y4aCTIO
MalLi€eHTIiB IiCJIg OIepaTUBHOTO BTPYYaHHA 3 IIPUBOAY IIepeJioMy CTeTHa.

[MTamieHTH 3 aHTHGOCOHOITIAHNM CUHOIPOMOM

He pekoMeHOy€eThCs 3aCTOCYBaHHS IIPAMUX [IePOPaIbHUX aHTUKOATYJISHTIB,
BKJIIOYAIO4YM pUBapoKcabaH, mallieHTaM i3 TpoMO030M B aHaMHe3i 3 JiarHOCTOBAaHUM
aHTH(OCOHOTIIIgHUM CUHOPOMOM. 30KpeMa, y IMalli€HTiB, AKi MalOTh HiATBEPAXKEHI
MMO3UTUBHI pPe3yJIbTaTHU TECTY AJIS BCiX TPhOX aHTHUMOCHOITIMIAHUX aHTUTIIT
(BOBYAKOBUI aHTUKOATYJISIHT, aHTUKAPIiOJIiITiHOBI aHTHUTI/NIA, aHTH-0eTa-2-
rIikonpoTelH | anTHUTiNG), Tepanis IpAMUMU NIepoOpaJIbHUMU aHTUKOATryJISHTaMUA
MoxKe OyTH IOB’sI3aHa i3 MigBUIEHHSIM PU3UKY IOBTOPHUX TPOMOOTUYHUX SIBUIIL Y
MMOPiBHSHHI i3 TAKMMHU IIPHU Tepallii aHTaroHicramu Bitaminy K.

IManientu 3 TEJIA Ta HeCcTaOIILHUMHU reMOOUHAMIYHMME DapaMeTpaMu abo XBOpi,

SIKMM HeOoOXiTHUHU TPpoMOOJIi3uC UU JIereHeBa eMOOJIeKTOMisA

He pekoMeHOy€ETHCS 3aCTOCOBYBATH JIiKapchKuil 3acid Kcapento® K almbTepHATUBY
HedpakIlioHOBaHOMY TeIlapuHY [JIs MalliEHTIB 3 JIereHeBOI0 eMOO0JIi€l0, IKi MaloTh
HecTabinbHI reMoguHaMiuHI ITapaMeTpu abo MOXKYTb ITPOXOOUTH IIPOIEOYPY
TPOoMOOJIi3UCy UM TereHeBol eMO0JIeKTOMil, OCKiNTbKU 0e3IeKy Ta e(peKTUBHICTh
JlikapchbKoro 3aco0y Kcapento® y uX KJIIHIYHAX CUTYyallissX He BCTAHOBJIEHO.

COnuHHOMO3KOBaA (emigypanbHa/CIliHanlbHa) aHecTe3ist abo MyHKITis




[Tpu HeMpoakcianbHiM aHecTe3il (emimypanbHili/criiHanbHIM aHecTe3iil) abo BUKOHaAHHI
CIiHa/IbHOI/eMmigypanbHOl MYyHKIIil iCHyE€ PU3UK PO3BUTKY €MigypasibHOlI abo
CIIMHHOMO3KOBOI TeMaTOMH, 110 MOXe IIPUBECTU OO TPUBAJIOTO YU HEOOOPOTHOTO
rapajidy, y mallieHTiB, Ki 3aCTOCOBYIOTh aHTUTPOMOOTHUYHI 3aco0u O
npodinakTuky TpomMO0eMOOTiYHUX YCKIIagHEHb.

Pu3uk 1ux yckiagHeHb HigBUINYETHCA IPU BUKOPUCTAHHI IIOCTIMHUX elifgyparlbHUX
KaTeTepiB abo CyIyTHbOMY 3aCTOCYBaHHI JIiKapChKUX, 110 BILJINBAIOTh Ha TeMOCTa3.
TpaBmaTtryHa ab0 IMOBTOPHA elligypanbHa ab0 CIMHHOMO3KOBa MYHKIIil TAaKOX MOXYTh
CIIPUSITH TiOBUINIEHHIO PU3UKY BKa3aHUX yYCKJIagHeHb. [TallieHTH MOBUHHI nepebyBaTu
i cmocTepeKeHHSIM [JIs BUSBIIEHHS 03HaK a00 CUMIITOMiB HEBPOJIOTiYHUX PO3JIafliB
(HampuKiazn oHiMiHHSA abo BigdyTTs ci1abKOCTi y HOraX, AUCPYHKIT1 KMIIIeYHUKY ab0o
cedyoBOro Mixypa). [Ipu BUSBII€HHI HEBPOIOTiyHOTO HediuTy HeoOXigHi TepMiHOBa
OiarHOCTUKa Ta JIiKyBaHHS. JIiKkap MOBUHEH OLIIHUTHU IMOTEHIIMHY KOPUCTH 1 PU3UK
nepen IIpoOBEeOeHHIM TaKOr0 BTPy4YaHHs Y MHalli€HTIB, K1 3aCTOCOBYIOTh
AHTUKOATyJISHTHU ab0 IOTYIOThCS OO 3aCTOCYBaHHS aHTUKOATyJISHTIB 3 METOI0
npodinakTuku TpomM0O03y.

[ 3HUKEeHHS NOTEHIINHOTO0 PU3UKY KPOBOTEYi acolliioBaHoOl i3 OHOYAaCHUM
3aCTOCYBaHHSIM pPUBapoKcabaHy Ta CHMHHOMO3KOBOIO (emimypalbHOI/CIiHAIbHOIO)
aHecTe3i€ro abo MyHKIlielo HeoOxigHO OpaTu mo yBaru papMakKoKiHETUYHUM ITPOdinb
puBapokcabaHy. BctaHoBeHHsT ab0 BUJIYYEeHHS eNifypalbHOro KaTeTepa abo
moM0OasibHOI ITyHKITil HaKpallle TPOBOOUTH, KOJIM OUiKyEThCS CIaOKuM
aHTUKOArynsaluiiHui epekT puBapokcabaHy (OuB. po3ain «®apMaKOKiHETUYHI
BJIACTUBOCTI»).

EnigypanpHuil KaTeTep BUlydaTU He paHillle HiXK 4yepe3 18 roguH micisa npu3HadyeHHA
OCTaHHBOI Mo3U puBapokcabaHy. PuBapokcabaH He IPUHUMATH IIPOTSATOM IIepHIuX 6
TOMUH ITiCJIA BUJIYYEHHS ellifypasibHOI'O KaTeTepa.

Y BumagKy TpaBMaTU4YHOI ITYHKIIil TpU3HaYeHHs puBapokcabaHy BapTO BigKIacTHu Ha
24 TOOuHN.

PekoMeHpalril Momo Jo3yBaHHSA JIiIKapChKOT0 3aCO00V OO Ta Hicjisd iHBa3WBHUX MPOLEOYP

i Xipypriusoro BTpy4aHHs (iHIIMX, Hi’K €eHOOIPOTEe3YBAaHHS KYJIbIIIOBOTO Y1 KOJIIHHOTO
cyriio6iB)

Y pa3si HeoOxigHOCTi iHBa3UBHUX IIPOIleayp abo XipypriuyHmux BTpydaHb 3aCTOCYBaHHS
Kcapento®

10 Mr ciig IpUOUHUTH K MiHIMyM 3a 24 TOOWHU OO0 IOYaTKy BTPy4YaHHS, SKIIO 1Ie
MOZKJIMBO, Ta Ha OCHOBI KJIIHIYHOTO PillIeHHs JIiKaps. AKII0 Npoleaypy He MOXKHa
BIiOKJIaCTH, CJIiJ OLIHUTU HASABHICTb IIIABUIIEHOI0 PU3NKY BUHUKHEHHS KPOBOTeUi 1
TEPMIHOBICTH BTPY4YaHHS.



3acTocyBaHHs KcapenTto® moTpiOHO BiTHOBUTH ITiC/IsI IPOBeAEeHHS iHBa3UBHOI
mporieaypu abo XipypriyHoro BTpy4YaHHS TakK MIBUOKO, SIK TilTbKHM OOCSTHYTO
aIeKBaAaTHOTO T'eMOCTa3y, Ta SKIIIO 3aCTOCYBaHHS JIIKapChKOTro 3aco0y MO3BOJISIE
KJIiHiYHa CUTyallis B I[iJIOMY, III0 BCTAHOBJIEHO JIikapeM (OUB. PO3Iif
«®apMaKOKiHETHUKAa»).

[TalfieHTH JITHBOTO BiKY

Pu3uK po3BUTKY KPOBOTEY 30iMbIIyETHCA 3 BiKOoM (OuB. po3nin «dapMaKOKiHETUKA»).

IIepMaToJIOTiuHi peakiril

Cepiio3Hi MIKipHI peakiril, BKiIo4yaouu cuHgpom CrtiBeHca - [I3KOHCOHA / TOKCUYHUM
enigepMmanbHui HeKpoJsii3 Ta DRESS-cuugpoMm (peakiliss Ha TiKapCbKuM 3acib 3
€031HOo(iITi€el0 Ta CUCTEMHUMH CUMIITOMaMM), y 3B’SI3KY i3 3aCTOCyBaHHSAM
puBapokcabaHy 3apeecTPOBaHO Y ITicasgpeecTpaliiuuil nepion (qus. po3gin «ITobiuHi
peakiii»). PU3UK 1IMX peaklliil y Halli€eHTiB, UMOBIpHO, € HaUBUIIINM Ha IIOYaTKYy
Teparii: mosiBa peakiiu y 6ibuIocTi BUNaakiB BimOyBasiacs MPOTSITOM IEePIIUX TUXKHIB
JIiKyBaHHS. [Ipu nepimx mposiBax TSI2KKUX IIKiPHUX BHCUIIIB (HaIllpUKJiIam,
reHeparniisalis, iHTeHcudikalliga Ta/abo yTBOPeHHS ITyXHUPiB) abo IIpu mosABi OyOb-IKUX
iHITTMX O3HAaK TilnepyYyTJIUBOCTI ¥ IOEOHAHHI 3 ypaXXeHHIM CJIU30B01 000JIOHKM CJIif
MIPUITMHUTH 3aCTOCYBaHHS pUuBapokcabaHy.

IHdopMallisi Ipo HONOMiXKHI peYOBUHU

KcapenTto® micTtuTh 1akTo3y. [laniieETaM 3 pidKiCHUMU CIIaJKOBUMU
3aXBOPIOBaHHSMHU, III0 CYIPOBOAXKYIOTHCS HEIIEPEHOCUMICTIO rajlakTo3u, gedinuToM
nakTa3u Jlamnma Ta ManbabCopOIli€lo TII0KO3U-TalaKTO3U, He CIIifl 3aCTOCOBYBATH 1IeH
JiKapchKUM 3acib.

3maTHiCTH BIVTHBATH Ha MIBHIKICTH peakiiii IpH KepyBaHHi aBTOTPaHCIIOPTOM
a00 iHImMUMMHU MexaHiZMaMHu

Kcapento® mposiBisie He3HAaYHUU BIJIUB Ha 30aTHICTh KEPyBaTH aBTOTPaHCIIOPTOM
abo inmuMu MexaHizmaMu. [ToBigomisanu npo nobiyHi peakilii, Taki K BUMIagKu
CUHKOTIAJILHOTO CTaHy (4acToTa: HedacTo) abo 3alaMOpoYeHHs (JacToTa: 4acTo) (Ous.
po3min «ITobiuHi peakIii»).

[MamienTaM, y IKUX Big3Ha4daloThCs MOOiIYHI peakiiii TaKOTo TUITY, HE CIIii KepyBaTu
aBTOMOOizeM abo0 mpalffoBaTH 3 iHIMMMH MeXaHi3MaMu.

3acTocyBaHHsA y nepioa BariTHoCTi a00 rogmyBaHHsI IPyIaio



BaritHicth. EdekTUBHICTh Ta 6e3meKa Impu 3acTocyBanHi KcapenTo® BariTHUMU
XKIHKaMU He BUBYajacs.

PesynbpTaTé gocaigXKeHb Ha TBapUHAaX BKa3yIOTh Ha PENPOOYKTUBHY TOKCUYHICTH (OUB.
po3ain «®apMaKOJIOTiYHi BIaCTUBOCTI»). Hepe3 MOTEeHLIWNHY PENIPOOYKTUBHY
TOKCUYHICTh, 3HaYHUU PU3UK KPOBOTEY Ta IIPOXOMKEHHS puBapokcabaHy yepes
ITalleHTapHuM 6ap’ep 3acTocyBaHHsS KcapenTo® y mepion BariTHOCTI MpoTHUIIOKa3aHe
(muB. po3ain «IIpoTUIOKa3aHHI»).

KinkaM perponyKTUBHOI'O BiKy CJIil yHUKATU BariTHOCTI ITiJ1 4acC JIiKyBaHHS
pruBapokcabaHOM.

logyBaHHS rpynnio. EpekTuBHICTh Ta Oe3meKka Impu 3acTocyBaHHiI KcapenTto®

XKIHKaMH4 y Imepiof rogyBaHHA I'PYOA0 He BUBYAIMCA. Y XOO1 OOCIIIAXKEHb Ha TBapUHAax
BCTAHOBJIEHO, 1110 pUBapoKcabaH BUIOIMSETHCS 3 TPYOHUM MOJIOKOM. BifmoBigHo,
Kcapento® npoTuriokasaHuU [0 3aCTOCYBaHHSA y epiofd rogyBaHHSA IPyaai0 (OUB.
po3min «IIpoTurnokalaHHsa»). HeoOXimHO NPUNHSATY PillleHHS CTOCOBHO NPUITMHEHHS
rogyBaHHS IPyAnio abo MIpUNUHEHHS/yTPUMaHHS Bifl Teparril.

®eprunbHicTh. CrieniaabHi JOCTiAXKEHHS 3 OL[IHKY BILJIMBY pUBapokKcabaHy Ha

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

Cmocid 3acTocyBaHHs Ta M03H

Io3yBaHHA

ITpoginakmuka seHo3HOi mpomboemboaii (BTE) y dopocaux nauieHmis, AKum
nposoodAmMb onepamusHi BMpPYYaHHsA 3 eHOoNnpome3y8aHHA Ky/1bUWO0B8020 YU KOAIHHO20
cyenobia

PekoMeHpOoBaHa f03a cTaHOBUTHL 10 MT puBapokcabaHy nepopanbHO 1 pa3 Ha moo0y.
[Mepury go3y ciig npukiMaTtu yepe3 6-10 roguH micnis omepailil 3a YyMOBU e(peKTUBHOTO
reMocrasy.

TpuBaiCTh IiKyBaHHS BU3HAYAETHCS 3a/I€’KHO Bif iIHOUBIAYyaTbHOT0 PU3UKY MHalli€eHTa
Ta TUILy OPTONEOUYHOI'0 OIIePaTUBHOIO BTPY4YaHHS.

e [licns BTpy4YaHHS 3 IPUBOAY 3aMiHU KYJIBIIOBOTO Cyrjio0a peKOMeHOOBaHa
TPUBAJIICTh JIIKYyBaHHSA CTAHOBUTH O TUXKHIB.

e ITicnst 3aMiHM KOJIIHHOTO CcyTjio0a peKoOMeHOOoBaHa TPUBAJIICTh JIiKyBaHHS
CTQHOBUTH 2 THUXKHI.



Y Bunazky MponycKy npuiioMy TabJIeTKHU IalliEHTY Clig npuiHATH Kcapento®
Hera’Ho i HACTYIIHOTO OHS MPOMOBXKUTH JIIKyBaHHS i3 mpuiiomoM 1 pa3 Ha moly, K i
IO IIPOIIyCKYy MPpUoMy TabJIeTKH.

JlikyeanHa TI'B, TEJIA ma npogirakmuka peuuousie TI' B i TEJIA

[Tpotsarom nepiuux 3 TUXKHIB 114 nikyBaHHSA roctporo TT'B i TEJIA peKoOMeHOyeThCs
nmpusHayatu 1o 1 tabnerii Kcapento® 15 mr gBidi Ha mo0y, micnisg goro - mo 20 mr
Kcapento® 1 pa3 Ha go0y [j1s1 TPUBAJIOTO JIiKyBaHHS i mpodimakTuku peuupnusy TT'B
Ta TEJIA.

KopOoTKOCTPOKOBY Teparmiio (IpuHanMHi IPOTATOM 3 MICSIIiB) CIIif IIpU3HAYaTU OI4
nanieHTiB 3 TI'B uu TEJIA 3a HasgBHOCTiI TUM4YaCOBUX (PaKTOPiB pU3UKY (HalpUKIIaf,
HeIllogaBHO IlepeHeceHa omnepailisa abo TpaBMa). [I0OBroCTPOKOBY Tepallilo CIIif
mpu3HayaTu s mnaiielTis 3 TT'B abo TEJIA, 1110 He nMOB’sI3aHi 3 TUMYaCOBUMU
dbakTopamu pusuky, imionatuuyaum TI'B yu TEJIA a6o HasBHicTIO penuauBiB TT'B unu
TEJIA B aHaMHe3li.

Konu mokazaHe nomoBxkeHHS npodinaktuku penunusiB TI'B abo TEJIA (micns
3aBepinenHs Teparil TT'B i TEJIA TpuBamicTio moHaMeHIIle 6 MiCSIIiB),
peKoMeH0BaHa o3a CTaHOBUTHL 10 MT onuH pa3 Ha HoOy. [I1g nali€eHTiB 3 BUCOKUM
pusukoM peuunuBy TI'B abo TEJIA, mailieHTiB i3 cynyTHIMY 3aXBOPIOBaHHSAMH, a
TaKOXK AJIs Malli€eHTiB, sgKi nepeHecnu peuuaus TT'B yu TEJIA Ha ¢oHi 3acTOCyBaHHSA
slikapcbKoro 3aco0y Kcapento® 10 Mr omuH pa3 Ha 000y 3 MeTOoI0 MpodinakTUKH,
MoxKe OyTH OOLiJIbHUM 3aCTOCYBaHHS JTikapchKoro 3aco0y Kcapento® 20 mMr oguH pa3
Ha 1o0y.

TpuBamicTh JIiKyBaHHS BU3HAa4Ya€ThCA IHAWBIAyaIbHO ITiCJI PETEJIbHOL OLIIHKM KOPHUCTI
BiZl 3aCTOCYBaHHS Ta MOTEHIIMHOT O PU3UKY PO3BUTKY KPOBOTEY (OAUB. PO3MiI
«OCcOoOIUBOCTI 3aCTOCYBAHHS»).

3a
ITepion Pexum mo3yBaHHA 5
i)
JlikyBaHHS Ta 1-21 nens 15 mr gBiui Ha MO0y 30

mpodinakTUKa PeluanBiB

TT'B i TEJIA 22 meHb i mari 20 Mr omuH pa3 Ha Jo0y 20




[Ticnst 3aBepIlleHHs Teparril 10 Mr ofguH pas Ha Ko6y abo
TT'B i TEJIA TpuBaicTiO

IIIOHaAWMeHIIIe 6 MicsIIiB 20 mMr oguH pa3 Ha goOy

[IpodinakTuKa peluanBiB
TI'B i TEJIA

10

ab

Y pasi nponycky npuiioMmy TabneTku nikapchbkoro 3acody Kcapento® 1o 15 mr mifg
yac JiKyBaHHS o 15 Mr mikapchbkoro 3aco0y aBiui Ha goOy (1-21 meHb) mauieHT
ITOBUHEH HeralHo MPUNHATHU TabeTKy JlikapchbKoro 3aco0y Kcapento®, 11106
3abe3neuntu npuiioM 30 mr Kcapento® Ha go0y. Y 1IbOMY BUIIAAKy MOXKHA IIPUNHSATH
omHOYacHO 2 TabmeTkKu 1o 15 Mr. HacTynmHOT0 OHS CIIif IPOAOBXKUTU 3BUYaNHUMN
pexum 1o 15 Mr aBiui Ha mo0y, sIK peKOMeHI0BaHO.

Y pa3si nponycky npurioMy TabJIeTKHU IIiJ Yac peKuMYy JIiKyBaHHS OOWH pa3 Ha go0y
MalieHTy CIif TPUNHATH TabJeTKy JlikapchbKoro 3aco0y Kcapento® HerauHo i
HACTYIIHOTO OHS ITPOMOBXKUTHU JIiKyBaHHA i3 mpuirioMom 1 pa3 Ha o0y 3rigHo 3
PEKOMEeHO0BaHUM OO3yBaHHSAM. He ciig npuiiMaTi MOABIMHY O03y Y TOM CaMHUU OE€Hb,
11100 KOMIIEHCyBaTH IIPOIYIIeHy TaOIeTKYy.

ITepexid 3 anmazoHicmia simamiHy K Ha Kcapeamo®

Y nauienTis, sKi npoxonats jaikyBaHHA TI'B, TEJIA Ta skuM nIpoBOOAaTh MPOPITaKTUKY
iX TOBTOPHOTO BUHUKHEHHS, Tepallisi aHTaroHicramu BiTaMiny K Mae OyTu nmpunuHeHa,
a 3aCTOCyBaHH$ JTiKapchbKoro 3aco0y KcapenTo® ciif moYuHATH ITPU OOCSATHEHHI
noka3Huka MHB = 2,5.

ITpu nnepexopi naiieHTiB 3 aHTaroHicTiB BiTaMiHy K Ha Kcapento® micns
3actocyBaHHs Kcapento® 3HaueHHss MHB MoxyTh OyTu xubHo migBuilieHi. MHB He €
BaJlilOBaHUM METOOOM OJIs OLIIHKY aHTHUKOATryIsSHTHOI aKTUBHOCTI Kcapento®, Tomy
MOT0 He CJIil BUKOPUCTOBYBATHU (OUB. po3ainn «B3aemopisa 3 iHIMUMU JTiKapCbKUMU
3aco0aMu Ta iHIIi BUOM B3AEMOMIIN»).

ITepexid 3 Kcapeamo® Ha aHmazoHicmu s8imamiHy K

IcHy€e MOXKIUBICTh HEOOCTATHHOI aHTUKOATYJISIIIl IPOTSATOM MEepioay mmepexony 3
Kcapento® Ha aHTaroxict Bitaminy K. Tak camo, sK i mig yac 6yob-IKOTO IIepexony
Ha aJIbTEePHATUBHUM aHTUKOATYJISHT, V IIbOMY BUIIAOKy Ma€ OyTu 3abe3meyeHa
Oe3rnepepBHa afileKBaTHa aHTHUKoarynsailiga. HeoOximHo mamM’aTaTu IIpo Te, 10 Ha TIIi
3actocyBaHHs KcapenTo® MOXKyTh BU3HAYaATHCS XUOHO MifmBuUIlleHI 3HaueHHST MHB.

Y pasi nepexopny i3 Kcapento® Ha aHTaroHicT BiTaMiHy K oCTaHHIM NOYUHAIOTH
nmpuiMaTu ogHodacHo 3 Kcapento®, momoku nmokasHuuk MHB He Oynge cTaHOBUTH = 2.



YrpomoBx Iepiimx ABOX OHIB IIepiofy Iepexony MOXKHa 3aCTOCOBYBATU CTaHOApPTHE
OO3yBaHHS aHTaroHicTa Bitaminy K. Hapasi go3yBaHHsa aHTaroHicta Bitaminy K
KOPUTYETHCS 3aJIeXXHO Bif 3HaYeHHa MHB.

[Toku malieHT OgHOYaCHO 3aCTOCOBYE JIikapCchbKui 3acid Kcapento® Ta aHTaroHicT
BiTaminy K, MHB crig BU3Ha4YaTu He paHillle HiX yepe3 24 rOOvWHU HiC/Isa IPUKUOMY
ocTtaHHBOI mo3u Kcapento® (mmepen nmpuiioMoM HacTymHOI 0o3u Kcapento®). IMicns
NpUIIMHEHH 3acTocyBaHHsA Kcapento® MHB MoxXHa 0OCTOBIpHO BU3HA4YaTU
IIIOHaMeHIIe Yyepe3 24 TOOWHMU ITiCJII IIPUHUOMY OCTaHHBOI1 103U KcapenTto® (guB.
po3minu «B3aemMofis 3 iHIIMMU JIIKaPChKUMHU 3aco0aMM Ta iHI BUOW B3a€EMOIiN»,
«®apMaKoOJIOTiYHi BIaCTUBOCTI»).

Ilepexid 3 napeHmepaavHUX aHmMukoazyasaHmis Ha Kcapeamo®

[NTamieHTaM, sIKi OTPUMYIOTh TapeHTepPalbHi aHTUKOATYJISHTH, 3aCTOCYBaHHS
Kcapento® ciig po3noyvHaTtu 3a 0-2 roovHU 00 MOMEHTY HACTYIIHOI'O IIJIAaHOBOT'O
BBEIIeHHS ITapeHTePaJIbHOIO JIiIKapChKOro 3aco0y (HampuKiag HU3bKOMOJIEKYIIPHOTO
renaputy) abo y MOMEHT IIPUNIMHEHHS 3aCTOCYBaHHS JIIKapChKOT0 3aco0y O
IIOCTiINMHOTO ITapeHTePaIbHOIO BBEEHH (Hanpukiag HepaKIlioHOBAHOT O rellapuHy
IJ1 BHYTPIIIHBOBEHHOTO BBEIEHHS).

ITepexid 3 Kcapeamo® Ha napeHmepa/abHi aHmukKoaz2yasaHmu

[Tepiry mo3y ITapeHTeparTbHOTO aHTUKOATYJISTHTY BBECTH Y TOM 4Yac, KOIU Citim O0yo 6
3aCTOCOBYBATH HACTyIHY mo3y Kcapento®.

Oco0I1MBi KaTeropil malieHTiB

ITauienmu 3 nopyweHHAM YHKUII HUPOK

HasBHi oOMexkeHi KiTiHiuHi maHi y mallieHTiB 3 HUPKOBOIO HEOOCTATHICTIO TSIXKKOTO
CTyIleHs (KiipeHC KpeaTuHiHy 15-29 Mi/XB) BKa3yiOTh Ha 3Ha4YHE ITiABUIIEHHS
KOHIIeHTpallil puBapokcabaHy y mJja3Mi KpoBi. 3BaxKalo4u Ha Ile, ITPU JTiKyBaHHi
MalieHTiB 1iel KaTeropil mikapcbkuii 3acido Kcapento® ciim 3acTOCOBYBaTHU 3
obepexHicTio. He peKOMeHOYETbCSA 3aCTOCYBaHHS JIiIKapChKOT0 3aco0y IallieHTaM 3
KJIipeHCOM KpeaTuHiHy MeHIle 15 Mi/xB (ouB. po3fginu «OcobIMBOCTI 3aCTOCYyBaHHS» i
«®apMaKOKiHEeTHUKa»).

e [Ins npodinaktuku BTE y mopocnux narfi€eHTiB, SKMM IIPOBOOSAThH OlepaTHUBHI
BTPYy4YaHHS 3 eHOONIPOTEe3YBaHHS KYJIbIIIOBOTO UM KOJIIHHOTO CyTJiI00iB: Ipu
IpHU3HaYEeHHi XBOPUM 3 HUPKOBOIO HEIOCTATHICTIO JIETKOTO (KJIipeHC KpeaTuHiHy
50-80 mn/xB) abo cepegHbOTO (KiTipeHC KpeaTuHiHny 30-49 MI/XB) CTyIeHs
TS2KKOCTI KOPEKIIisl Ho3M He MOoTpibHa (auB. po3min «PapMaKOKiHETUKA»).



e [Ina nmikyBauusa TT'B, TEJIA Ta npodinakTuKu HOBTOPHOTO BUHUKHEHHS TT'B Ta
TEJIA: npu npr3Ha4YeHHI NalliEHTaM 3 HUPKOBOI HEOOCTaTHICTIO JIETKOT O
(kiperc kpeaTuHiny 50-80 MJI/XB) CTyIeHS TAKKOCTLI KOPEKIIli JO3U He
nmoTpibHa (muB. po3min «PapMaKOKiHETHKA»).

ITamieETH 3 HUPKOBOIO HEAOCTATHICTIO CepeqHbOro (KiipeHc KpeaTuHiny 30-49 mii/xB)
ab0 TsXKKOro (KitipeHc KpeaTuHiHy 15-29 MII/XB) CTYIE€HsI: IPOTSTOM IIEePIIUX 3
TUXKHIB ITOBUHHI OTpUMYyBaTH JTiKapCchbKkui 3acid Kcapento® mo 15 Mr gBiui Ha mo0Oy.
Haparni, npu pekoMeHzgoBaHi# m03i 20 Mr oguH pa3 Ha HoOy, CIIif PO3TISHyTH
3HMKeHHS fo3u 3 20 Mr mo 15 Mr oauH pa3 Ha Ao0y, SKII0 OIliHEeHUM PU3UK KPOBOTEYi
nepesuinye pusuk peuuguBy TI'B Ta TEJIA. PekoMeHaallis 1ogo 3aCTOCyBaHHA 15 Mr
I'PYHTYETHCA Ha (papMaKOKiHETUYHOMY MOAEIIOBaHHI i He JOCIiXKyBaniach y
KITiHIYHUX yMOBax (OuB. po3minu «Oco6aMBOCTI 3acToCyBaHHsI», «®apMaKoguHaMika» i
«dapMaKOKiHETHKA»).

K10 peKkoMeHOOBaHa 03a CTaHOBUThH 10 MI oguH pa3 Ha m00y, KOpPeKIlisd mo3u He
nmoTpidHa.

ITauienmu 3 nopyweHHAM pYHKUIl neviHKu

KcapenTto® mpoTuiioKasaHUM MalliEHTaM i3 3aXBOPIOBAaHHSIMU MEYiHKH, 110
acCoLiI0THCA 3 KoaryJonaTi€elo, sKa IPU3BOAUTE 00 KJIIHIYHO 3HAYYIIIOTO PU3UKY
KpPOBOTEUi, B TOMYy YHCJIi XBOPUM Ha IIMpo3 nediHku Kinacy B ta C 3a knacudikalii€o
Yaunma - [T'ro0 (ouB. po3ginu «IIpotunokasaHHsa» Ta «PapMaKOKiHETHKA»).

ITauieHmu AiMHBLO20 BIKY

Kopekxkiiist mo3u He nmoTpibHa (OuB. po3min «®apMaKOKiHETHKA»).
Maca mina

Kopekilisi mo3u He noTpibHa (auB. po3nin «®apMakKoKiHETUKA»).
Cmamb

Kopeki1isi mo3u He noTpibHa (auB. po3min «®apMaKoKiHETUKA»).

Cnocib 3acToCcyBaHHSA

Irist IIepopPayibHOTO 3aCTOCYBAHHIA.

Jlikapcekuit 3aci6 Kcapento®, 10 Mr, MoXHa IpUMMaTH He3aJleXKHO Bif BXKUBaHHS
ixi (quB. po3minu «B3aemMomis 3 iHIMMMM TiKapChbKUMM 3acoO0aMU Ta iHII BUOU
B3aeMomin» Ta «PapMaKOKiHETUKA»).



I71s1 malieHTiB, SKi He MalOTh 3MOTH IIPOKOBTHYTH 11Ny TablIeTKy, Ii MOXKHa
MOAPiIOHUTH Ta 3MiITaTU 3 BOMOI0 abo i2kKer M’SIKO0i KOHCUCTEHIIiI, TaKOI0 SIK sI0/Ty4dHe
miope, 6e3n0cepenHbO Iepen NPUNOMOM IEePOPaIbHO.

Tabnetku Kcapento® y moapiOHeHOMY BUTJISANI MOXKYTh OyTH BBE[IEeHi Yyepes
IIJTYHKOBUM 30H7. [IpaBuibHe po3TalllyBaHHS 30HAOY y LIUIYHKY Ma€ OyTHU IlepeBipeHo
nepeqn BBepeHHSIM KcapenTo®. [TogpibHeHi TabmeTKu Ciiig BBOOUTH 3 HEBEJIUKOIO
KiJTBKICTIO BOOU 4Yepe3 IIIYHKOBUM 30H[, MiCJIg YO0 30H[ CJIif IPOMUTH BOLOOIO (OUB.
po3min «®apMaKOKiHETHKA»).

itk

Bes3mneka Ta epeKTUBHICTh 3aCTOCYBaHHS NiKapchKoro 3aco0y Kcapento® mitsim go 18
POKiB He BCTaHOBIeHa. [laHi m1oAo 11i€l KaTeropil BigcyTHi. ToMy He peKOMEHAYETHCS
3aCTOCYBaHHS JIiKapChbKOTro 3aco0y miTsm go 18 pokis.

Ilepego3yBaHHA

3adikcoBaHO pimKicHi Bunmagku rnepemo3yBaHHA 1o 600 Mr 6e3 TaKuX YCKIagHEHb SIK
KpoBoTeda abo iHuri mobiyHi peakiiii. YHacmimok o6MezxkeHo1 abcopOi1iil mpu BBeOeHHi
JIIKapChKOT0 3aco0y y mo3ax, III0 3HAaYHO ITIePEeBUNIYyIOTh TepaneBTU4Hi (50 Mr abo
BHUIIlE), OUiKy€eThCSA e(PeKT HacudeHHs 6e3 IIOoJabIIoro 3pOCTaHHS CEPEeOHbOTO PiBHSA Y
mja3Mi KpoBi.

HasBauil cnenudiyHui HelTpanilyouul 3acib (aHgeKkcaHeT anbda), SKUl IIPOTUIE
dbapmakomoriunuM epekTaM puBapokKcabaHy (OUB. KOPOTKY XapaKTEPUCTUKY
npenaparty aHpaeKcaHeT anbda). [Ipu nepeno3yBaHHi IiKapChbKOro 3acoly mans
3MEHIIIeHHSI BCMOKTYBaHHS pUBapoKcabaHy MOXKHa 3aCTOCOBYBaTH aKTUBOBaHEe
BYTiIs.

JIIKyBaHHS KPOBOTEY

[Tpu BMHUWKHEHH] YCKJIagHEHD y BUTJIANl KPOBOTEYI CJIif BiAKJIaCTU BBEEHHA
HACTYITHOl 103U puBapoKcabaHy a00 MPUIIMHUTY JTiKyBaHHS, 3aJ1€KHO Bifl CUTYyallii.
[Nepion HamiBBUBEOEeHHS puBapoKcabaHy CTAHOBUTh NPUOIN3HO 5-13 rogus (Ous.
po3nin «®apMaKoOJIOTiYHiI BIaCTUBOCTI»). JIiKyBaHHS CJIil IpU3HA4YaTy iHOWUBIOYaJlbHO,
3aJIe’KHO Bifl iHTEHCHUBHOCTI Ta JIOKaJli3allil KpoBoTedi. Y pasi moTpebu ciim mpoBecTu
HaJIeXKHe CUMIITOMaTU4YHe JIIKYBaHHSA, HAalIpUKJIag MexaHi4yHy KOMIIPEeCito Ipu
IHTEHCUBHIN KPOBOTEUl 3 HOCa, XipypriyHuy reMocTas 3 npoilenypamMu KOHTPOJIIO
KPOBOTEYi, BITHOBJIEHHS BOHO-€JIEKTPOJIITHOTO OajlaHCy Ta reMOgUuHaMiuHy
MMiATPUMKY, ITepeTuBaHHs KPOBi (epUTPOIMTapHOI Macu abo CBizK03aMOPOXKEHOi
IJIa3MU, B 3a/Ie2KHOCTI Bifl CTaHy, 1110 BUHUK: aHEMisl 4M KoaryJomnaTis) abo
TPOMOOIIUTIB.



AKINo micssa 3aCTOCyBaHHS 3a3HaUYEHUX BUIIE 3aX0[iB KPOBOTeYa He IPUIINHUIIACS,
CIIii PO3TJISHYTHU MOXKJIMBICTh 3aCTOCYBaHHS CIleln(pivyHOTr0 HEUTPaJIi3yoyoro 3acody
(aupmekcaHeTy anb(da), iHridiTopa ¢akTopa Xa, IKUM NpoTULAi€ (apMaKOJIOTiYHUM
epekTaM puBapokcabaHy, ab0o IpOKoaryIsTHTHUX JIiIKapChKUX 3ac00iB 3BOPOTHOI [il,
TaKUX SIK KOHIIeHTpaT npoTpoMbOiHoBoro KoMmIiekcy (PCC), KOHIIeHTpaT aKTHBOBaAHOT O
npoTtpoMbinoBoro kominekcy (APCC) abo pekomOiHaHTHUM ¢dakTop VIla (r-FVIIa).
[TpoTe moOCBiz 3aCTOCYBaHHSA ITUX JIiKAPChKUX 3aC00iB IpU Ilepeno3yBaHHi
puBapokcabaHy oOMexkeHul. PeKoMeHaallii Takok 0a3yi0ThCsI Ha 00MeXKeHUX
HeKIiHiuHuX maHux. Kopekilis mo3u pekombinanTHOTro pakTopa VIila mae
3MiMCHIOBATUCS Ta TUTPYBaHHS IIOBUHHO ITPOBOOUTHUCS 3aJIEKHO Bif CTyIIE€HS
KOHTPOJIIO HaJl KPOBOTeUel0. Y BUMMAOKy MAaCUBHUX KPOBOTEY CJIil PO3TISHYTH
MUTaHHSA U100 KOHCYIbTAllil reMaToJiora, 3aJIesKHO Bifl CUTYyallil (IUB. pO3Min
«dapMaKoJIOTiYHi BIaCTUBOCTI»).

[TpoTtaminy cymnbdart i Bitamid K He NOBUHHI BO/IMBaTU Ha aHTUKOATyJISHTHY
aKTUBHICTh puBapokcabaHy. HassBHUI 0OMeKeHUM OOCBig 3aCTOCYyBaHHS
TPaHEeKCaMOBOI KUCJIOTH Ta BiACYTHil JOCBif 3aCTOCyBaHHS aMiHOKAIIPOHOBOI KHUCIIOTHU
i anpoTHHIHY y MallieHTiB, AKi OTPUMYIOTh puBapokcabaH. HayKoBoro oOrpyHTyBaHHS
OOITIIBHOCTI a00 OOCBiMy 3aCTOCYBaHHSI CUCTEMHOT'O T€MOCTATUYHOTO JIiIKapChKOT'0O
3aco0y mecMOIIpeCcuHy [Jisl YCYHEHHSI CUMIITOMIB Ilepefo3yBaHHs pUuBapoKcabaHy
HeMae€. 3 OTJIANY Ha BUCOKE 3B’sI3yBaHHS 3 OijlIkaMu I1a3MHU KPOBi OUiKyETHCS, 110
pruBapokcabaH He BUBOJUTHCS 3 OPTraHi3My HIJITXOM [ialli3y.

IToOiuni peakmii

Be3neky nmikapcbkoro 3acody Kcapento® orinioBanu y xomi 13 mocmigxkenHussx ¢as3u 111
3a y4dacTi 53103 nalrieHTiB, SKi OTpUMYyBaIu IiKyBaHHS pUBapoKcabaHoM (OUB.
TabIuIo 7).

Tabnuuga 7. KinbKicTh mallieHTiB, SKi Opajiy y4acTh Y OOCJiOXKEeHHi, 3arajibHa J0o0oBa
Jo3a Ta MaKCUMalibHA TPUBAJIICTh JIiKyBaHHS B AOCIigXKeHHAxX ¢a3u III.

KinekicThb
I[Toka3aHHA ] i 3aranpHa mo6oBa mo3a T
alfieHTiB*




[Tonepen:keHHsI BEHO3HOI TpoMboeM0O0Til
(BTE) y mopocnux Ialli€EHTiB, SKUM

3[IMCHIOETHCA MJIaHOBE OIlepaTUBHE 6 097 10 mr
BTPYYaHHS 3 €HOONMPOTEe3yBaHHA
KYJIBIIIOBOT'O a00 KOJIIHHOTO CyTy100iB
[TpodinakTuka BTE y comatuunux xgopux |3 997 10 mr
Henpb 1-21: 30 mr
JIikyBanHs TpoMO03y rnubokux BeH (TTB), , .
. Henb 22 1 Hagami: 20 Mr
Tpomboemborii terereBoi aprepii (TEJIA) (6790
Ta npodimakKTUKa PeluanuBiB [Ticrst moHAMMeHIIe 6
micsaiiB: 10 mr ado 20 Mr
[TonepenXKeHHS iHCYIbTYy Ta CUCTEMHO]L
eMO0o071il y malfieHTiB 3 HeKJIalaHHOIO 7 750 20 Mr
dibpunsiiiero nepengcepnob
5 mr a60o 10 MT BigmoBigHO,
[Tonepen:kKeHHsI aTEPOTPOMOOTUYUYHUX STBUII] 10 225 omHo4dacHo 3 ACK a6o 3 ACK
y nauieHTiB micnasa 'KC Ta KJiomigorpenem abo
TUKJIONIOMHOM
[TpodinakTrKa aTepOTPOMOOTHYHUX STBUII] 18244 5 mr ogHOYacHO 3 ACK abo 10

y nanienTiB 3 IXC/3ITA

MT

* TTamieHTH, IKi oTpuManu NpuHaMHi 1 mo3y puBapokcabaHYy.

Hattyacriiie y mailieHTiB, siki OTpuMyBanu puBapokcabaH, ITOBiIOMIISIIIN IPO TaKi
Bim3HaudeHi mobiyHi peakiii K KpoBoTedi (OuB. po3ain «OcoOGIUBOCTi 3aCTOCYBaHH ST »
Ta HaBeOeHUM HUXK4Ye IMiAnyHKT «IHhopMallisi CTOCOBHO OKpeMUX ITOOIYHUX peakIlin»).
HavuacTimumu 0ynu ITOBiZOMIEHHS ITPO HOCOBi KpoBoTedi (4,5 %) Ta KpoBOTeUi

LIJTYyHKOBO-KHUIIIKOBOT' O TPakTy (3,8 %).

Tabnuis 8. HacToTa po3BUTKY KPOBOTeY* Ta aHeMil y MallieHTiB, siKi OTpuMyBasiu

puBapokcabaH IPOTIroM mociaigxkeHHs ¢a3u 11




Iloka3aHHusa

BYJIB-HKB. KpOBOTEYa

AHeMiga

[TpodinakTruka BeHO3HOI TpoMOoemboil (BTE) y
OOPOCJIUX IAalll€HTIB, IKUM IIPOBOOATH OllepPaTUBHI

6,8 % marnieHTiB 5,9 % na

BTPY4YaHHS 3 €eHOONPOTe3yBaHHSA KYJIbIIIOBOTO UM
KOJIIHHOTO CyTy100iB
ITpodinakTrka BeHO3HOI TpoMOoeMOoTil v .

) ) 12,6 % maIliieHTiB 2,1 % na
COMaTHUYHUX MAlliEHTIB
JlikyBauusa TI'B, TEJIA i npodinakTruka permuguBy 23 % mauieHTiB 1,6 % na
[TpodinakTruKa iHCYIbTy Ta CUCTEMHOI eMOO0JTil ¥
OOPOCJIMX IAIliEHTIB i3 HEeKIanaHHOI (iOpunsIieo 28 Ha 100 nmauierTo-pokiB |2,5 Ha 1(
rnepencepnb
[TpodinakTrKa aTepOTPOMOOTUYHUX SBHUII] Y
OOPOCJIMX ITalli€HTIB ITIIC/IS IIePEeHEeCEeHOro roCTPOro 22 Ha 100 nmamieHTo-pokiB |1,4 Ha 1(
KopoHapHoro cuaapomy (I'KC)
[TpodinakTrka aTepOTPOMOOTUYHUX SIBUII Y . . 10,15 Hal

i } 6,7 Ha 100 nanieHTO-POKiB i

nanienTis 3 IXC/3ITA POKIiB**

* Ilnst BCiX moOCIigzKeHb puBapoKcabaHy BCi siBUIlla KPOBOTeY 3i0paHi, BigpernopToBaHi

Ta PO3TJIAHYTI.

** Y pmocnigkenHi COMPASS uacToTa aHeMmii Oyla HU3bKOIO IIPU BUKOPUCTaHHI

BuOipKOBOTO mimxony mo 300py MOOIYHUX SBHUIII.

Huxye y Tabnuili 9 HaBejeHO YacTOTy NOOIYHUX peakliii, 1110 BUHUKAIU IIPU

3aCcTOCyBaHHIi miKapchKoro 3acoby Kcapento®. ITobiuHi peakiiii y3arajabHeHi Ta

OomMcaHi 3 BUKOPUCTAHHSIM Kiacudikaliii cucteMm oprasiB (MedDRA). ¥ Mmexkax KOXKHOI

rpynu noOiuHi peakilil mpeACcTaBeHi y NOPSOKY 3MEHIIIEHHS 1X TSIKKOCTI.

YactoTa noOiYHUX peakllii BU3HAYAEThCA TaKUM YHHOM: AyKe dacTo (= 1/10); gacTo

(= 1/100 -

< 1/10); HegacTo (= 1/1000 - < 1/100); moomuHoKi (= 1/10000 - <1/1000); oy=xe
pinko (< 1/10000); yacToTa HeBimoMa (He MoxkKe OyTH BCTaHOBJI€HA 3a HasIBHUMU



OAHUMH).

Tabnunsa 9. Yci mobiyHi peakiiii, BigMideHi y mallieHTiB micig mo4aTKy JIIKyBaHHS B

xomi mocnigxkeHns ¢as3u III abo y micnspeecTpalliitHoMy Iepiomi*

YacTo HeuacTto [TooouHOKI IIyXKe pigko
ITopyweHHs 3 6OKY KPOBOHOCHOI ma AiMpamuyuHoi cucmem
. TpoMOGOIIUTO3
AHeMis (BKIIO4Yalo4u
. o (BKIIIO4UArO4u
BiTIOBimHi . _ _
) 30inbIlIeHHS KiTbKOCTi
nabopaTopHi A
TPOMOOIIUTIB) *,
rmapamMeTpH) .
TPOMOOIIUTOIIEHiS
ITopyweHHs 3 6OKY iMyHHOI cucmemu
AnepriyHa peakiiis, AHadimakTuyHi
arlepriyHuy IepMaTur, peakiiii, BKII04Yayu
QHTIOHEBPOTUYHUM Ta aHadinakTUYHUU
anepriyHui HaOpPsK IIIOK

Po3siadu 3 60Ky Hepeosoi cucmemu

3armaMoOpOYeHHH,
TOJIOBHUH OiNb

Mo3KOBI Ta
BHYTPIIIHbOYEPEIIHI
KPOBOBUJINBY,
CUHKOIIaJIbHUU CTaH

ITopyweHHs 3 6OKY opaaHis 30py

OuHUM KPOBOBUIIUB
(BKIo4arouu
KPOBOBUJIUB Y

KOH 'IOHKTHUBY)




Cepuesi nopyweHHs

Taxikapmis

CyOuHHI nopyweHHA

ApTtepianbHa
TiIIOTEeH3is, reMaToMa

PecnipamopHi po3aadu, namoaozia cepedoCmiHHA ma 2pyOHOI KAIMUHU

HocoBa KpoBoTeua,
KPOBOXapKaHHS

Po31adu 3 60Ky WAYHKOBO-KUWKOB020 MpPAKmy

KposoTeui 3 siceH,
IIITYHKOBO-KUIIIKOBI
KpPOBOTEeUYi
(BKITIOYAIO4H
PEeKTalbHy KPOBOTEYY), . )
: CyxicTb y poTi
0inb y HIJTYHKOBO-
KHITKOBOMY TPaKTi Ta
JKUBOTI, OUCIIEIICis,
HY[0Ta, 3aHopA,

miapes, 6oBaHHS

I'enamobiaiapHi nopyweHHs



[TigBUIlleHHS PiBHA
TpaHCaMiHa3

[leyinkoBa
HeOoCTaTHICTB,
MiOBUILEHHS PiBHA
Oinipy0iny, migBUIIeHHS
PiBHS Ty2KHO1
docdaras3u KpOBiA,
HiOBUILEHHS PiBHA
raMma-riyTaMiiiTpaHC-
dbepa3u (TTDA

2KoBTsiHUIIS,
MigBUIIIEHHS PiBHSA
KOH I0TOBaHOT' O
Oinipy0iny (3 abo 6e3
OOHOYaCHOTO
MiOBUILEHHS PiBHA
AJIT), xonecras,
remnaTtur (BKIYarodu
renaTolenlaspHe
VIIKOOKEHHS)

Po3nadu 3 60Ky wKipu i niOWKipHOT MKaHUHU

CBepbix (BKIIOYAIOYH
HedacTl BUIAJKU
reHepasi30BaHOro
cBepOexy),
BUCHUIIaHHS, €KXIMO3,
IIKIpHUM Ta
MigIIKIpHUYT
KPOBOBUJINBU

Kponus’'sHka

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

ITopyweHHs 3 6OKY ONOPHO-PYX08020 anapamy, CNOAY4YHOI i KicmKosoi mKaHuHu

Binb y KiHIIIBKax A

['emapTpo3

KpoBoBunusu y
M’a3U

Po3nadu 3 60Ky HUPOK i ceyosuBiOHUX Wasxia



YporeHnitanbHi
KpPOBOTEUYi
(BKITIOUAQIO4YH
reMatypito 1
MeHoparimB), HUPKOBa
HeOoCTaTHICTh
(BKIo4arouu
MMigBUIIIEHHS PIBHSA
KpeaTUHiIHY B KPOBI,
MiOABUIIEHHS PiBHSA
CEYOBUHU B KPOBI)

CucmeMHi nopyweHHsA ma CmaHu, No8’si3aHi 3 Micuem 3acmocyB8aHHs AiIKaApPCbkKo20 3acoby

FapﬂqKaA,

nepud@epudHun

HaOpSK, 3arajbHe

MOTipIIEeHHSA [loraHe caMOIIO4YyTTA ) .
JIokami3oBaHuM

CaMOIIOUyTTH Ta (BKmo4aro4yu A
HaOpsK

3HUKEHHS aKTUBHOCTI [He3Oy>KaHHS)
(BKITIOYAQIO4YH
BTOMJIIOBaAHICTH Ta
aCTeHi)

Pesyabmamu aHanisia

[TigBULIeHHS PiBHSA
JlaKTaTOerigpo-reHa3su

(J'[,]IF)A , IiOBUIIIEHHSA
PiBHSA Hina3HA,
MigBUILEHHS PiBHA

aMmimasu’®

Tpasmu, ompyeHHs, NPou,eOypPHI YCKAAOHEHH A



ITocTmpoileqgypHa

KpOBOTeYa
(BKITIOUAQIO4YH
] L CynouHHa 1ceBHo-
IicsionepaLingy - C
aHeBpHU3Ma

aHeMIil0 Ta KpOBOTeUy 3

paH), CUHIIi, CEeKpelid 3

paru £

A BigsuaueHo y xopmi nmpodinaktuku BTE y mopocnux maii€eHTiB, SKUM ITPOBOAUIIN
TIJTAaHOBY OIepallifo 3 eHOOIPOTE3yBaHH KYIbIIOBOT0 abo KOMiHHOTO Cyrio0iB.

B BigsuaueHi B xopi nikyBauHsa TT'B, TEJIA Ta npodinakTuKu 1IX PeIIUAUBIB K OyXKe
4acTi y XKIHOK MoJiofiie 55 poKiB.

C Busmauasnucs sk HewacTi IIPU IIPOBefieHHi TPodiTaKTUKU aTePOTPOMOOTUYHUX
SIBUII y HallieHTiB, Kl nepeHecnu ['KC (micias yepe3mKipHOro BTpy4YaHHs).

* ByJio 3aCTOCOBaHO 3a3dalierigb BU3HaYeHUU BUOIPKOBUH IiOXid g0 300py mOOiYHUX
peaxiii. OCKinbKM YacTOTa MOOIYHUX peakiliii He 30ilbIInIach Ta He 0yyo
imenTudikoBaHO HOBUX NMOOIUHMX peakliy maHi gocnimxkenHs COMPASS He Oyo
BKJIIOUEHO [IJIS PO3PaxyHKY YaCTOTH Y OaHil TaOmuili.

IrdopMallisi CTOCOBHO OKpPEeMHUX MOOIYHUX peaKIlii

3 ornsAny Ha ¢papMaKoOJIOTIiYHUYM MeXaHi3M fil puBapokcabaHy, 3aCTOCyBaHHS
Kcapento® moxKe CyIIpOBOAXKYBATHUCS HiABUILIEHHAM PU3UKY BUHUKHEHHS
BHYTPIiIlIHBO1 a00 BigKpPUTOI KPOBOTEUi Yy OyOb-IKUX TKAHMHAX Ta OpraHax, 110 MOXe
MNPU3BOAUTH OO0 IIOCTreMopariyHol aneMil. O3HaK¥, CHMITOMM Ta CTYHiHb TI2XKKOCTI
(BKIIOYAO4Y¥M MOXKJIMBUH JI€TaJIbHUYN HACIIOOK) BiOPi3HAIOTHCS 3aJIe2KHO Bifl
JIOKasi3allil Ta BUpaXKeHOCTi KpoBOTedi Ta/abo aHeMil (OuB. po3min «Ilepemo3yBaHHs.
JIikyBaHHS KPOBOTEeY»). Y XO[i K/IIHIYHUX OOCIiAXKEHb KPOBOTEYi 31 CIIU30BUX
000JI0HOK (HaITpUKJIam HOCOBi KPOBOTEUi, KPOBOTEUi 3 sICEH, MITYHKOBO-KUIIIKOBI
KPOBOTEUi, KPOBOTEUi 3 OpPraHiB Ce40CTaTEBOl CUCTEMH, BKJIIOUAI0YW aHOMAJIbHY
BariHaJbHY KPOBOTEYY ab0 IOCUJIEHHS MEHCTPYyaJIbHOI KPOBOTEYi) Ta aHeMis
3ycTpidanuch 4acTillle TPpU JOBTOTPUBAJIOMY JIiKyBaHHiI pruBapokKcabaHOM, HiX Mpu
JIIKyBaHHI aHTaroHictamu BiTaMiHy K. 3Baxarw4u Ha 11e, OKPiM HaJIe?KHOTO KJIIHIYHOTO
CIIOCTEPEKEHHS, Y BiATTOBIAHUX BUIIafKaX PEKOMEHOYETHCI IIPOBOOUTH 1ab0paTOPHY
IMepeBipKy MOKa3HUKIB reMOorjo0iHy/TeMaTOKPUTY 3 METOIO BUSIBJIEHHST BUIIaAKiB
BHYTPIIIHIX KPOBOTEY AJI BU3HAUEHHS KJIIHIYHOl 3HAaYyIIOCTi IBHUX KPOBOTEY. PU3uk
BUHUKHEHHSI KPOBOTEYi MOKe OyTH BUIIIUM Y IIEBHUX I'PYII IAIli€EHTIB, HAITPUKiIaM y
MalliEHTiB 3 HEKOHTPOJILOBAHOIO TSA2KKOI0 apTepialbHOIO TinmepTeH3ielo i/abo y



Mali€eHTiB, IKi OMHOYACHO IPUNMalOTh IiKapChKUM 3aci0, KU BILJIMBAE Ha IeMOCTa3
(muB. po3min «OcobGIMBOCTI 3aCTOCYBaHHSI. PU3UK PO3BUTKY KPOBOTEeY»). Moxke
ITOCUJTIOBATUCDh iHTEHCUBHICTD Ta/ab0 TPUBAJIiCTh MEHCTPYyaJIbHUX KPOBOTEY.
[TpossBaMu reMopariyHux yCKiIaJHEeHb MOXKYTh OyTH c1abKicTh, OJTigicTh,
3arraMOpOYeHHsI, TOJIOBHUM 0ilb a00 HaOPSIK He3'sICOBaHOl eTioorii, MUCIIHOE, 10K
HEeBiZOMOI eTioJioril. ¥ OesgKuX BUMNaAKax K HacCIiJOK aHeMil CIIoCTepiraaucs Taki
CUMIITOMH ileMii cepiis, siK 0inb y rpyasix abo cTeHOKapmis.

Bynu mmoBigoMIeHHS PO BTOPUHHI YCKIagHEHHSs, BiJOMi SIK HaCJIiHOK TSKKOl
KPOBOTEUi, TaKi IK KOMIIapTMEHT-CUHPOM 1 HUPKOBa HEJOCTATHICTh BHACJIIJOK
rinmonepdyaii. ToMy mif 4ac OLiHKY CTaHY IalliEHTa, SKOMY IIpU3HavaloTh
QHTUKOATYJISHTHU, CJIi[ 3BaKyBaTU PU3UK BUHUKHEHHS KPOBOTEUi.

IMoBigoMueHHs Ipo HebaxkaHi mobiyHi peaxiril

[ToBigoMIieHHS IIPO Mimo3pioBaHi MoOiYHi peakiiil micss peecTpaltiii TiKapCbKOTro
3aco0y € BaXXJIMBUMU. BOHU MO3BOISIOTH IPOBOAUTU Oe3MepePBHUN MOHITOPUHT
CIIiBBigHOIIEHHS KOPUCTh/PU3UK MIOIO JIIKapChKOT0 3aco0y. MeguyHi npaliBHUKU
TTOBUHHI MOBIAOMJIATH PO OyOb-siKi Migo3pioBaHi moOiUHi peakiil.

TepMin npuIaTHOCTI

3 POKH.

VYMmoBHu 30epiranHs

36epiratu pu Temnepatypi He Buile 30 2C y HeIOCTYIHOMY OJIsI OiTeM MicCIIi.
YnakoBka

ITo 10 TabneTok y 6sicTepi, mo 10 6ricTepiB B mmayviii.

Karteropis Bignycky

3a penenTomMm.

BupoOHUK

Bauep AT

Micue3HaxoaKeHHsI BHPOOHHKA Ta MOro ajJgpeca MiCIisi IpoBaaKeHHsI
IisTILHOCTI



Kanzep-Binerensm-Anee, 51368, JleBepky3eH, HimeuuuHa.
[Ixepeno iHCTPpYyKIil

[HCTPYKIIifo TiKapChKOTro 3aco0y B3sTO 3 o(illiitHOTO mKepesia — [lepKaBHOTO PEECTPY

JIiIKapChKHX 3aco0iB YKpaiHu.
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