IHCTPYKIIA

IJIsI MEJUYHOI 0 3aCTOCYBaHHS JIiKapChKOI'o 3aco0y

KCAPEJITO®

(XARELTO®)

Cknao:
0itoua peyosuHda: puBapoKcabaH;
1 TabneTKa, BKpHUTa IIiBKOBOIO 0007I0HKOI0, MicTUTh 10 MT puBapokcabany;

0onomidcHI peyo8uHU: 11e/II0103a MiKPOKPUCTaIiyHa, HaTPilo KpocKapMeno3a, TimpoMeso3a 5 ¢p,
JIaKTO3M MOHOTIgpAT, MarHiio cTeapaT, HaTPiio naypuacynbdar, Mmakporosa 3350, 3asiza OKCHUL
yepBouuu (E 172), turany miokcup (E 171).

Jlikapcbka popMma. TabneTky, BKPUTI IIiBKOBOIO 000JIOHKOIO.

OcHosHi (i3uko-xiMiyHi 8 1acmusocmi:KpyTili ABOOMYKJIi Ta0JIeTKH, BKPUTI ITiBKOBOIO 000I0HKOIO,
CBiTJIO-4E€PBOHOT0 KOIHOPY 3 TPUKYTHUKOM Ta 1udpoio 10 3 omHOro 60Ky Ta XpECTOBUIHUM HAIIMCOM
BAYER - 3 inmmoro.

dapMmakoTepaneBTHYHA rpyna. AHTUTpoMOOTHYHI 3acobu. [Tpsami inridiTopu dpakTopa Xa.
PuBapokcaban.Kog ATX BO1A FO1.

dPapmako.102iuHi 8 1acmueocmi.

®apmakoOuHamika.

Mexani3M mil

PuBapokcabaH - BUCOKOCEIEeKTUBHUY NPSIMHUH iHTiOiTOp hakTopa Xa, 110 Ma€ JOCTaTHhO BUCOKY
6i0OCTYIHICTE IPY ITepOPaIbHOMY 3aCTOCYBaHHi. BloKyBaHHS aKTUBHOCTI (hakTopy Xa IepepuBae
BHYTPIIIHIN Ta 30BHIMIHIN HUISAXU KOATYJIALIMHOTO Kackany, 1, IK HaC/Ii0K, IPUTHIYYETHCS
dbopmyBaHHSs TpoMOiHY Ta yTBOpeHHs TpoMOy. PuBapokcaban 6e3mocepenHbo He IPUTHIYYE
aKTHBHICTh TPOMOiHY (aKTHMBOBaHOTO (hakTOopa II) Ta He BIIMBAE HA TPOMOOIUTH.

d®apMakogvHaMiuHi eQeKkTH

[Tpu 3acTocyBaHHi y mofey BinMiueHo mo3o03aexHe iHridyBaHHS aKTUBHOCTI akTopa Xa. [Ipu



BUKOpUCTaHHi TecTy Neoplastin puBapokcabaH BUSBIS€E 10303a/I€3KHIUH BIIUB Ha IPOTPOMOiHOBUM
4ac, 110 JOCTOBIPHO KOPEJOE 3 KOHLIEHTpaLiaMu y mi1a3Mi KpoBi (r=0,98). [Ipu BUKOpUCTaHHI iHIINX
TeCTiB/HabopiB pe3ynbTaTu OymyTh iHmmMu. [TokasaHHS MpuIagy BapTo 3HIMATH y CEKYH[aX,
ockineku MHB (MixkHapogHe HOpMaJli3oBaHe BiHOIIEHHS) BimKaiOpoBaHe Ta IIPOBaTiloBaHe TiTbKH
[J11 KyMapyHiB i Oro He MOXKHA 3aCTOCOBYBATH AJIS IHIIWX aHTUKOATYJISHTIB. Y MallieHTiB, AKUM
IIPOBOASTH BEJIUKI OPTONEANYHi BTpydaHHs, 5/95 mpoueHTUIiB Ayt mpoTpoMOiny (Tect Neoplastin)
yepe3 2-4 ToguHU Ticg npuiioMy TabaeTKu (TOOTO Mif 9ac JOCSITHEeHHS MaKCHMAaIbHOTO e(eKTY)
KOJIUBaKThCA Bif 13 mo 25 ¢ (BuXigHI 3HAYEHHS [0 NPOBefNeHHs BTpydaHHs: 12-15 c).

Y xogi kniHiKO-(papMaKOJIOTiYHOTO AOCTiAKEHHS 3 BUBYEHHS IPUTHIYEHHS (papMakKOIUHaMiKu
puBapokcabaHy y 3HOPOBUX HOPOCIHUX HOOPOBOJIBIIIB (N=22) MPOBOIUIIACH OIliHKA BIIJIUBY
omHOPa30Bux m03 (50 MO/Kr) KoHIIeHTpaTiB mpoTpoMbiHoBoro Komiiekcy (PCC) mBox pi3HUX THUIIIB:
PCC i3 3 dakropiB (pakTopu II, IX Ta X) Ta PCC i3 4 dakropis (paxropu II, VII, IX ta X). [Tpu
3acrocyBaHHi PCC i3 3 (hakTOpiB criocTepiranocs 3HUXKEHHS cepefHix 3HayeHs [1T4
(mpotpoMmbinoBoro yacy) (Neoplastin) mpu6nu3suo Ha 1,0 ¢ 3a 30 xBunuH, a Ha 1i1i PCC i3 4 ¢dakTOpiB
TaKi 3HaYeHHs 3HU3UIKCh Ha 6mu3bko 3,5 ¢. Hatomicts PCC i3 3 hakTOpiB BUSBIANU NOTYKHIIKAN Ta
IIBU[ILINY 3arajbHUM BIIIUB Ha MIPUTHIYEHHS 3MiH B YTBOPEHHI eHAoreHHOro TpoMOiny, Hixk PCC i3 4
(daxkTopiB (guB. po3pin «Ilepemo3yBaHHA»).

Takox prBapokcabaH [10303a/Ie3KHO 30i/bIIye aKTUBOBAHUYM YaCTKOBHM TPOMOOIIIACTUHOBUM Yac
(AYTY) i pesynbrat HepTest; ogHak 1i mapaMeTpu He PEKOMEHYETHCS BUKOPUCTOBYBATHU [JIS OLIIHKHI
dbapmakoguHaMigHUX ePeKTiB puBapokcabaHy. Y mepion fikKyBaHHS puBapoKca0aHOM IIPOBOAUTHI
MOHITOPUHT ITapaMeTpiB 3ropTaHHS KPOBi He noTpi6HO. [IpoTe, ¥ pasi kniHigyHOI He0OXiAHOCTi, piBEeHb
puBapokcabaHy Moxe OyTH BUMIPSHUU 3a JOIIOMOI0I0 KaiOpoBaHUX KiMbKiCHUX TECTIB Ha
aaTudaxTop Xa (ous. po3nin «dapMakoOKiHETHKA»).

Kniniyna ebekTUBHICTS i 6e3meka

ITpogpinakmuka seHo3Hoi mpomboemboii (BTE) y dopocaux navieHmia, sKum npogodssmeo
onepamugHi BMpPy4YaHHA 3 eHOONPOMe3yB8aHHA KYy/1bUW08020 YU KO/NIHHO20 CYy2.100i8

KriniyHa mporpama po3po0Ky prBapoKcabaHy IIaHyBanacs 3 METOI0 HEMOHCTPallil e()eKTUBHOCTI
puBapokcabaHy, 110 3aCTOCOBY€EThCS AJisg npodinaktuku BTE, ToOTO mpoKCUMaIbHOTO Ta
nucTanbHOro TpoM603y rimubokux BeH (TI'B) i TpombGoemOortii nerenesoi aptepii (TEJIA) y xBopux,
SIKUM TIPOBOASATLCS BEIHMKI OPTONeANYHI BTPy4YaHHS Ha HUXKHIW KiHIIBII. Y paMKax nIporpaMu
RECORD, 110 BKII04Yajia KOHTPOIbOBaHI, paHIOMi30BaHi, ITOABIMHI CITimi KIiHiuHi gocmigxkeHHs da3u
ITI, cnoctepiranu nmoHapn 9500 mamiexTiB (7050 mallieHTiB, SKUM MIPOBOAUIOCS TOTalIbHE
IIPOTEe3yBaHHS KYJIbIIOBOTO cyriao0a Ta 2531 maiieHT, IKOMY IIPOBOOUIOCS TOTaJIbHE MMPOTe3YBAHHS
KOJIiIHHOTO cyriio6a). PuBapokcaban y mo3i 10 Mr 1 pa3 Ha moOy mpu3Havaiu K MiHiMyM yepe3 6
ropuH micins onepariil. [Tpu nboMy #oro e(eKTUBHICTh MOPiBHIOBaNIM 3 eHoKcanapuHoM 40 mr 1 pas
Ha go0y, MepIly J03y SKOro MpH3Havasy 3a 12 roguH 0o omeparii.

B ycix gocnigxennsax ¢as3u III (mus. Tabnuiio 1) puBapokcabaH HOCTOBIPHO 3HUXKYBAB YaCTOTY YCiX
BunankiB BTE (BustBmeHoro BeHorpadiuyno abo cumntomuoro TT'B, HenmeTtanbaoi TEJIA a6o
JeTanbHOTO HacmiaKy) Ta ceprio3nux BTE (mpokcumansHoro TI'B, HenetansHoi TEJIA Ta neTanbHOTO
HacCifgKy, moB’si3aHoro 3 BTE) - 3a3ganerigb 3aljlaHOBaHUX MEPBUHHUX KiHI[EBUX TOYOK
epexTuBHOCTI. OKpPiM TOTO, Y BCiX TPhOX OOCHIAKEHHAX YacToTa cuMnToMHOl BTE (CUMIITOMHOTO
TI'B, nenetanpuoi TEJTA Ta meTanbHOTO HACTiAKY, oB’si3aHoro 3 BTE) Oyia HUKY0I0 Y MallieHTiB
rpynu prBapokcabaHy MOPiBHSHO 3 NallieHTaMH, SKi OTpUMYBaJid eHOKcanapuH. [lepBuHHA KiHIlEBa
TOouKa 0e3MeKu - MaCHBHI KpoBoTedi - Oyya mofi0HO0 y MallieHTiB, SKi OTpHMyBasu puBapokcaban 10
MT Ta eHOKcamapuH 40 Mmr.



Tabmuig 1.Pe3ynbraTé KiniHiuHUX mociinxkeHb Ga3u 111 ctocoBHO epeKTUBHOCTI Ta Oe3meKu

RECORD 1 RECORD 2 RECORD 3
[Tonynsamis, mo 4541 maliesT, IKUM ITPOBOAUIIOCH 2509 manieHTiB, AKUM IPOBOAUNIOCE  [2531 mallieHT, SKUM IPOBORUIIOCH
[MOCIiAXKYy-BanachToTalbHe €H0NPOTe3yBaHHS ToTaJbHe eHOO0IPOTe3yBaHHI ToTaJbHe eHOOIPOTe3yBaHHI
KYJIBIIIOBOTO CYTI00y [kyBIITOBOTO CYTIO6Y [kosmirHOTO CyrnO6Y
[lo3a Ta PuBapok-cabaH|EHOKCA-TapyuH PuBapok-cabas|EHOKCA-TapHH PuBapok-cabas|EHOKCA-TapHH
TpUBaiCTh 10 mr 40 Mr p 10 mMr 40 Mr 10 mMr 40 Mr
nikyBanH4 nicns |1 p/n 1 p/o 1 p/o 1 p/o P 1 p/n 1 p/n P
omeparrii 35+4 mHi 35+4 mHi 35+4 mHi 12+2 mgHi 12+2 mHi 12+2 gui
Bci Bunagku 18 58 <0,001 |17 81 <0,001 |79 166 <0,001
BTE (1,1%) (3,7%) (2,0%) (9,3%) (9,6%) (18,9%)
Cepitosna BTE |4 33 <0,001 |6 49 <0,001 9 24 0,01
(0,2%) (2,0%) (0,6%) (5,1%) (1,0%) (2,6%)
CumntoMHaBTE [6 11 3 15 8 24
(0,4%) (0,7%) (0,4%) (1,7%) (1,0%) (2,7%)
MacusHi 6 2 1 1 7 6
KpOBOTEYi (0,3%) (0,1%) (0,1%) (0,1%) (0,6%) (0,5%)

AHani3 y3araibHEeHHUX pe3yJbTaTiB gociifxkens ¢a3u III migTBepauB gaHi, oTpuMaHi B X011 OKpeMUX

IOCIIiXXeHb 3 TOPiBHAHHSA eheKTUBHOCTI puBapokcabany 10 mMr 1 pa3 Ha moby Ta eHoKcanapuny 40

Mmr 1 pa3 Ha go0y, CTOCOBHO 3HUXKEHHS 4acToTu ycix BunazakiB BTE, cepiio3nux BTE Ta cuMOTOMHUX
BTE.

JlixyeanHa TI'B, TEJIA ma npogirakmuka peuudusie TI'B i TEJIA

[Tporpama KiiHiYHUX [OCTiAKeHb pruBapokcabaHy Oyna po3pobiieHa 3 MeTO0 OeMOHCTpallil
eeKTUBHOCTI puBapokcabaHy [Jis IepPBUHHOI i TpuBanoi Tepamnii roctporo TI'B i TEJIA Ta
NONEePeIKeHHS 1X PELUONBIB.

Y xomi 4oTHPHOX PAHIOMiI30BaHUX KOHTPOIbOBAHUX KIiHIYHUX HOCTigxKeHb ¢a3u III Oyno BUBYEHO
noHap 12800 mamienTis (mocnimxenusa Einstein DVT, Einstein PE, Einstein Extension Ta Einstein
Choice) Ta momaTKOBO IIPOBENEHO 3BeEHUH aHali3 3a 3aJaHMMU [TapaMeTpaMHu fociimxkeHb Einstein
DVT i Einstein PE. 3aranpHa TpuBaIiCTh KOMIIJIEKCHOTO JIIKYBaHHS B YCiX HOCTIIXXKEHHSX CTaHOBUIA
MakcuMyM 21 Micsup.

Y pmocnigxensi Einstein DVT BuB4anuces 3449 nauienTiB 3 roctpuM TI'B 3 meTot0 nikyBanug TT'B ta
nonepenXeHHs NOBTOPHOro po3Butky TT'B i TEJIA (namienTtu 3 kiniHiuauMu nposiBamMu TEJIA He
BKJTIOYAJINCS Y 1€ [OCTifAXKeHHs). TpuBajicTh JTiKyBaHHS cTaHOBUIA 3, 6 1 12 micsLiB, 3a71€XKHO Bif
KJIiHIYHOI OIIiHKY JiKaps.

[TpoTsarom mepmux 3 TUXKHIB Tepamil A mikyBanHs TI'B 3acTocoByBaBcs puBapokcabaH y mo3i 15 mr
nBiui Ha moOy. ITicns 3aKiHYEHHS I[LOTO Mepiofy MallieHTH OTPUMYBaIN PruBapokcabaH y m03i 20 Mr
1 pa3 Ha fmo0y.

Y pmocnigxenHi Einstein PE BuBuanuce 4832 narnientu 3 roctpo TEJIA 3 Metoro nikyBaHHA TEJIA Ta
npodinakTuky peuupusiB TI'B i TEJIA. TpuBanicTs niKyBaHHS CTaHOBHIA 3, 6 Ta 12 MicsiB,
3aJIeKHO Bifl KITiHIYHOI OIMiIHKY JTiKaps.

Ins nepBuHHOI Tepatmii roctpol TEJIA 3acTocoByBaiu puBapokcabaH y mo3i 15 Mr fiBiui Ha mo0Oy
IIPOTSTOM TPhOX THXKHIB. [lasi NiKyBaHHS IIPOOOBXKYBanIoCh prBapokcabanoM y mo3i 20 mMr 1 pa3 Ha

no0y.

B o60x gocnigxenusax, Einstein DVT Ta Einstein PE, mopiBHSIbHI peXXuMH JIiKyBaHHS CKJIaflalucs 3
Teparil eHoKCcalapuHOM IIPOTATOM IIPHMHAaMMHI 5 JHiB y KoMOiHallil 3 aHTaroxictoMm Bitaminy K mo



OOCSATHEHHS TepaneBTUYHOTro giama3ony I[TY/MHB (=2,0). [lani nikyBaHHS IIPOIOBXKYBalIOCh
aHtaronicToM Bitaminy K y no3i, HeoOxinHi#t mis ninTpuMku 3HauenHs [TY/MHB y mexax
TepamneBTUYHOrO Aiana3ony 2,0-3,0.

Y mocnigxenni Einstein Extension BuBuanucs 1197 namientiB 3 TT'B a6o TEJIA 3 MmeTo10
npodinakTuku noBTopHOro BuHNKHEeHHS TI'B i TEJIA. TpuBaicTh NiKyBaHHS AOOATKOBO CTaHOBHUIIA 6
abo 12 micsiiB y mamienTis, siki 3aBepimuniu 6 abo 12-MicsiuHMI Kypc Teparii BeHO3HO1
TpoMO0eMO0Til, 3a71e2KHO Bif K/TiHiUHOI OIiHKY Jlikaps. PuBapokcabaH y mo3i 20 mMr 1 pa3 Ha mo6y
TIOPiBHIOBABCS 3 I1alebo.

Y nocnigxennax Einstein DVT, Einstein PE Ta Einstein Extension 3acTocoByBasii OGHaKOB1
IONepeqHbO BU3HAYEHI TePBUHHI Ta BTOPUHHI TOKa3HUKY e(PEeKTUBHOCTI. [IepBUHHUM IIOKA3HUKOM
edekTuBHOCTi O6ynu perupuBy BTE 3 KmiHiuHMMEY TpOsiBaMU, BU3HAYEHI K CYKYIHICTh IIOBTOPHOTO
TI'B abo netanbHol un HenetanbHoi TEJIA. BropuHHUY TOKa3HUK e(DeKTUBHOCTI BU3HAYaBCA 5K
cykynHicTs peuupnuBiB TI'B, HenmeTanbHol TEJIA Ta neTanbHUX BUIIQAKIB 3 YCiX IPUYHKH.

Y mocnigxensi Einstein Choice BuB4anucsa 3396 maiieHTiB i3 migTBepAXKeHUM CUMITOMHUM TT'B
ta/abo TEJIA 3 meToro npodinakTuku neTtanbHoi TEJTA a6o HeleTaabHOTO CUMITOMHOI'O IIOBTOPHOIO
BuHUKHeHHs TI'B abo TEJIA, gKi 3aBepIIuiay Kypc aHTUKOATYJISTHTHOI Tepartil TpuBaJicTio 6-12
MicsiiB. [TallieHTy 3 TOKa3aHHSAM [JIT TPUBAJIOl aHTUKOATYISHTHOI Teparlil y TepaneBTHUYHUX 03aX
Oyu BUKJIIOUEHI i3 mocmigKeHHs. TpuBaicTh MiKyBaHHS CTaHOBUIIA A0 12 MicsIIiB 3a/1e3KHO Bif
inmuBimyanbHOI maTH paHOgoMisarlrii (Memiana: 351 mens). [lito puBapokcabany y mo3i 20 mr 1 pa3 Ha
moOy Ta y mo3i 10 mr 1 pa3 Ha mo6y mopiBHIoBan# i3 mieto 100 Mr areTuscaninuioBoi KuciaoTu 1 pas
Ha 700y.

[TepBUHHUM IIOKA3HUKOM e(peKTHUBHOCTI OyB cuMnToMHUM peruauB BTE, BU3HaYeHUi SIK CyKyIHICTh
nmoBTOpHOTO TT'B ab0 meTanbHOI yn HemeTanbHOI TEJIA.

Y mocnipxkenHi Einstein DVT (nuB. Tabnuiio 2) puBapokcabaH IpoieMOHCTPYBaB He MEHIITY
e(eKTHUBHICTh, HiK eHOKCallapiH/aHTaroHicT BiTaMiHy K 3a mepBUHHUM ITOKa3HUKOM e(heKTUBHOCTI
(p<0,0001) (moKa3HUK «He MOCTYIAETLCSA»); BigHOmeHH pu3ukis: 0,680 (0,443-1,042), p=0,076
(moka3HUK «IepeBepilye»). CiBBiIHOLIEHHS PU3UKIB 3a IOMEePeIHbO 3alaHO0 YMCTO KIiHIYHOIO
KOPHUCTIO (IepPBUHHUM ITOKa3HUK e(heKTUBHOCTI IIIOC MacKBHI KpoBoTedi) ctanoBuio 0,67 [(95% I
(moBipuuit inTepsan): 0,47-0,95), HomiHanbHe 3HaYeHHS p=0,024] Ha KOPHUCTh prBapoKcabaHy.
3HayenHs MHB 3naxonunuce B Mexax TepaneBTUYHOI0 fiana3oHy B cepegaboMmy 60,3% yacy npu
cepepnHiu TpuBanocTi nikyBanHa 189 nmHiB Ta 55,4%, 60,1% i 62,8% dacy B rpymnax i3 3amngaHOBaHOKO
TPUBAJICTIO JIiKyBaHHA 3, 6 1 12 MicAiB BignosigHo. B rpymi, 1mo gikyBanack
eHOKCallapiHOM/aHTaroHicToM BiTamiHy K, He BifMidueHO 4iTKOI 3a/Ie3KHOCTi MiXK DPiBHEM CepPeqHbOTO0
nepiony y TepaneBTuyHOMY fiana3oHi (ITT]]) B neHTpi (Yac migTpUMaHHS LiTbOBOTO Oialla30HY
3HayeHnbr MHB 2,0-3,0) B Tepuunsgx ogHaKOBOro po3Mipy i yactotor peruausiB BTE (p=0,932 gnsa
B3aemofil). B Mexkax HalBHIIOTO TEPIUIIIO BiMOBIAHO 0O LIEHTPY, CIiBBigHOIIEHHS PU3UKIB y pa3i
IpuioMy puBapokcabaHy B IIOPiBHSIHHI 3 BapdapunoM ctanosuio 0,69 (95% II: 0,35-1,35).

YacToTa BUHUKHEHHS SIBUILl OCHOBHOT'O ITOKa3HKKa Oe3MeKu (MacuBHI ab0 KITiHIYHO 3HAYYII
HeMaCHBHi KpOBOTeUi) Ta BTOPHHHOIO ITOKa3HKKa 0e3MeKu (MacuBHI KpoBOoTedi) 6yia 0HaKOBOIO B
000X TepaneBTUYHUX IPymax.

Tabnuis 2. IToka3HuKY e(eKTUBHOCTI Ta 0e3MeKu 3a JaHuMu nociigxkenHs ¢asu I1I Einstein DVT



[TonynsLisa QOCTiAXXKEeHHS 3449 malieHTiB 3 CHMITOMHUM T'OCTPUM TPOMOO30M
TTUOOKHUX BEH

TepaneBTHYHI NO3K Ta TPUBAICTh [PuBapokcaban” FHOKCamapyH/aHTaroHicT pitamidy K”
3, 6 abo 12 micamuis |3, 6 ado 12 micsaiiis
N=1 731 N=1 718
CuMnToMHa perunuByoda BTE* 36 51
(2,1%) (3,0%)
CumntoMHa peuupusyoda TEJIA |20 18
(1,2%) (1,0%)
CumntoMHuY peuupusyounu TTB |14 28
(0,8%) (1,6%)
CumntoMmHi TEJIA i TT'B 1 0
(0,1%)
JTetanbHa TEJIA/cMepTenbHi 4 6
Bunanky, Koiu HaaBHICTE TEJIA zHe [(0,2%) (0,3%)
MO2KHa BUKIIOUUTH
MacuBHa a00 K/TiHiYHO 3HAYyIIa 139 138
HeMaCHBHA KPOBOTeYa (8,1%) (8,1%)
MacuBHI KpOBOTEUi 14 20
(0,8%) (1,2%)

@ PuBapokcaban 15 Mr fiBiui Ha moOy IpoTSAroM 3 TUXKHIB 3 HACTYIIHUM 3aCTOCYBaHHSAM 103U 20 MT
OJ¥H pa3 Ha [o0y.

& EHOKCamapuH L0HAWMeEHIIIe IPOTATOM D [OHIB, IMICA IIbOTO - aHTAroOHICT BiTaMiHy K, 3acToCcyBaHHSA
SIKOTO ITIOYMHAETHCS B IIePiof IpUOMYy eHOKCallapuHy.

: p < 0,0001 (He meHMIa eheKTHBHICTh 3a IOMEPEIHL0 BU3HAYEHUM CITiBBITHOIIIEHHSIM PU3UKiB 2,0);
criBBigHOWeHHS pu3ukis: 0,680 (0,443 - 1,042), p=0,076 («mepeBepLIye»).

Y mocnipxkenHi Einstein PE (guB. Tabnuiito 3) puBapokcabaH IPogeMOHCTPYBaB He MEHIITY
e(eKTHUBHICTh, HiK eHOKCallapuH/aHTaroHicT BiTaMiHy K 3a mepBUHHUM ITOKa3HUKOM e(heKTUBHOCTI
[p=0,0026 (TOKa3HUK «He MOCTYIAETLCSA»); CHiBBiIHOLIEHH pu3uKiB: 1,123 (0,749-1,684)].
CriBBigHOILIIEHHS PU3KKIB 3a IOIEePeIHbO 3aaH00 YMCTO KTIHIYHOI KOPUCTIO (MePBUHHUM
ITOKa3HUK e()eKTUBHOCTI IJII0C MacCHBHI KpoBoTeui) ctanoBuno 0,849 [(95% [I: 0,633-1,139),
HOMiHasnbHe 3HaueHHS p=0,0275]. 3HaueHHss MHB 3Haxogumuch B MexKaX TePaneBTUYHOIO
niana3oHy B cepefHboMy 63% Yacy Ipu CepefHii TpuBaioCTi JikyBaHHA 215 nHiB Ta 57%, 62% i
65% 4Jacy B rpymnax i3 3alljlaHOBaHOI TPUBAJIICTIO JIiKyBaHHSA 3, 6 i 12 MicsAniB BignosigHO. B rpymi,
110 JTiKyBajlach eHOKCallapuHOM/aHTaroHicTom BiTaMiny K, He BigMideHO 4iTKOi 3a/Ie?KHOCTI MixX
piBHeM cepenuboro IIT] B neHTpi (Yac migTpuMaHHS IiIbOBOTO Aiama30Hy 3HadeHb MHB 2,0-3,0) B
TEPLUUIIIX OHHAKOBOTO Po3Mipy i yactoToio peuunusiB BTE (p=0,082 gns B3aemogmil). B Mmexax
HaMBUIIOTO TEPLIUIIIO BiiMIOBIAHO [0 LIEHTPY, CIiBBIAHOIIEHHS PU3UKIB y pa3i IpuuomMy
puBapokcabaHy B IOPiBHSHHI 3 BapdapuHoM ctaHosuo 0,642 (95% IOI: 0,277-1,484).

YacToTa BUHUKHEHHS SIBUII OCHOBHOT'O ITOKa3HMUKa Oe3neky (MacuBHI a00 KIIiHIYHO 3HAYUMi
HeMaCHBHi KpoBoTedi) Oyya melo HUXK4010 B TPYIIi, 110 JIiKyBanack puBapokcabanom [10,3%
(249/2412)], Hix B rpymi, 110 OTpUMyBaJia eHOKcalapuH/aHTaroHict BitaMminy K [11,4% (274/2405)].
YacToTa SBUII] BTOPUHHOIO IMOKa3HUKa 0e3meKy (MaCUBHI KpoBoTedi) Oyia HUKYOI0 B TPV, II10
nikyBanack puBapokcabanoMm [1,1% (26/2412)], Hix B rpyni eHoKcanapuHy/aHTaroHicta Bitaminy K
[2,2% (52/2405)] 3i cniBBigHOmMeHHAM pu3ukiB 0,493 (95% [I: 0,308-0,789).



Tabnuis 3. IToka3HuKY e(eKTUBHOCTI Ta 6e3MeKu 3a JaHuMu pociimxkeHHs ¢as3u Il Einstein PE

[TonynsAwisa QOCTIgXKEeHHS

4 832 maui€eHTH 3 rOCTPOI0 CUMITOMHOIO TEJIA

TepaneBTUYHI 03U Ta TPUBAIICTh

PuBapokcaban”
3, 6 a6o 12 micais

FHOKCaapyH/aHTaroHicT Bitaminy K”
3, 6 abo 12 micauis

N=2 419 N=2 413
CumnToMHa peuupusyoda BTE* |50 44
(2,1%) (1,8%)
CumnToMmHa perunusyoda TEJIA |23 20
(1,0%) (0,8%)
CumMmnToMHuY peruausyounii TI'B |18 17
(0,7%) (0,7%)
CumnrToMui TEJIA i TT'B 0 2
(<0,1%)
JIeTanbHa TEJIA/cMepTeNbHI 11 7
BUIIQOKK, KoK HasBHICTE TEJIA  [(0,5%) (0,3%)
He MOXKHA BUKITIOUHUTH
MacuBHa a0o KiHiYHO 3Hauyma [249 274
HeMaCHBHa KPOBOTeYa (10,3%) (11,4%)
MacuBHI KpoBOTEYl 26 52
(1,1%) (2,2%)

a)

OJMH pa3 Ha mo0y.

& EHOKCanapyH 1oHaMeHIle IPOTAroM 5 OHIB, IICIIA IIbOTO - aHTArOHICT BiTaMiHy K, 3acTOCyBaHHSA

SIKOT'0 TIOYHMHAETHLCS B IIEPiofl IPpHUOMY eHOKCallapuHy.

*p < 0,0026 (He MeHIIa e(heKTHUBHICTh 3a IONEPEIHHO BU3HAYEHUM CIIiBBITHOIIIEHHSIM PU3UKiB 2,0);

criBBimHOIIeHHS pu3ukiB: 1,123 (0,749-1,684).

PuBapokcaban 15 Mr fBidi Ha fo0Oy IpoTAroM 3 TUXKHIB 3 HACTYIIHUM 3aCTOCYBaHHAM f03u 20 MT

Byro npoBeneHno 3BefeHul aHali3 pe3ynbTaTiB gocnigxeHs Einstein DVT i PE 3a nonepenHbo
BM3HAYEHUMH ITapaMeTpaMu (OuB. Tabmuio 4).

Tabmusg 4. TToka3HUKY epeKTUBHOCTI Ta 0e3MeKy 3a faHWMU 3Be[IeHOT0 aHali3y pe3ynbTaTiB
nocnigxkensb ¢as3u Il Einstein DVT Tta Einstein PE

[TonynsAwisa QOCTigXKEeHHS 8 281 manieHT 3 rocTpuM cuMmntoMuuM TT'B a6o TEJIA
TepaneBTUYHI 03U Ta Pusapokcaban” EHOKcanapuH/aHTaroHict siraminy K”
TPUBAICTh 3, 6 abo 12 micauis 3, 6 a00 12 micsais
N=4 150 N=4 131
CumnToMHa peuuausyoda BTE* [86 95
(2,1%) (2,3%)
CumnToMmHa perunusyoda TEJIA |43 38
(1,0%) (0,9%)
CUMNOTOMHUY PELUAUBYOYUN 32 45
TTB (0,8%) (1,1%)




CumnrtomHui TEJIA i TTB 1 2
(<0,1%) (<0,1%)
JleTanpHa TEJIA/cMepTeNbHI 15 13
BUIIAOKK, Koinu HasBHiCTE TEJIA |(0,4%) (0,3%)
He MOXXHa BUKIIOUUTHU
MacuBHa a0o KiiHiuHO 3Hauyma (388 412
HeMaCuBHa KPOBOTeYa (9,4%) (10,0%)
MacuBHI KpOBOTEUi 40 72
(1,0%) (1,7%)
a)

PuBapokcaban 15 Mr fiBiui Ha mo0Oy IpoTAroM 3 TUXKHIB 3 HACTYIIHUM 3aCTOCYBaHHAM f03u 20 MT
OJMH pa3 Ha [o0y.

& EHOKCcanapyH 1oHa¥MeHIlle IPOTArOM 5 OHIB, IICNIA [IbOTO - aHTArOHICT BiTaMiHy K, 3acToCyBaHHSA
SIKOTO ITIOYMHAETHCS B IIePiof IpUOMYy eHOKCallapuHy.

*p < 0,0001 (He MeHIIa e(eKTUBHICTh 3a IONEPEIHLO BU3HAYEHUM CIIiBBiTHOIIIEHHSIM PU3UKiB 1,75);
criBBimHOIIeHHS pu3ukiB: 0,886 (0,661-1,186).

CriBBimHOIIIEHHST PU3UKIB 3a IOIEePEIHbO 3a/laH0I0 YHCTO KITiHIYHOI0 KOPUCTIO (IePBUHHUM
ITOKa3HUK e()eKTUBHOCTI IJIIOC MaCHBHI KPOBOTeYi) 3a JaHMMHU 3BEJeHOro aHasisy ctaHosuio 0,771
[(95% [II: 0,614-0,967), HoMiHanbHe 3HaYeHHS p=0,0244].

Y mocnipxkenHi Einsten Extension (muB. Tabnuiito 5) puBapokcabaH IIpoieMOHCTPYBaB IepeBary Haj
naneb0 CTOCOBHO MEPBHHHUX 1| BTOPHHHUX TOKa3HUKIB e(eKTUBHOCTI. YacToTa SBUII TOJIOBHOTO
oKa3HMKa 0e3meKky (MacuBHI KPOBOTEYi) y NALli€HTIB, 110 JIiKyBa/IlCh PUBapoKcabaHoM B [103i 20 Mr
OIMH pa3 Ha mo0y, Oy/Ia KilbKiCHO He3HAYHO BUINOIO, HiXK Y XBOPHUX, III0 OTPUMYBaJIH I1aIeto.
YacToTa BUHUKHEHHS SIBUILl BTOPUHHOTO ITOKa3HUKa 6e3mneku (MacuBHi ab0 KITiHIYHO 3HAYYIIT
HeMaCHBHi KpoBoTedi) Oyya BUIO0 y MAlli€HTiB, SKi OTpHMyBaiy puBapokcabaH B f03i 20 Mr oguH
pas Ha o0y, HiXK y MallieHTiB, 10 JiKyBaluCh mIaieoo.

Tabmuis 5. TToka3HuKY e(eKTUBHOCTI Ta 0e3meKu 3a JaHuMu mociimxkeHHs ¢as3u I1I Einstein
Extension

[Tommynsiisa QOCTigXXEeHHS 1197 marieHTiB, y IKUX IIPOIOBKYBAJIOCH JTiKyBaHHS a0
npodirlakTHKa PeIUOUBiB BEHO3HO1 TPoMOoeMOoTii
TepaneBTUYHI DO3U Ta TPUBAJICTh PnBapOKca6aHa) [Tname6o
6 abo 12 Micauis 6 abo 12 Mica1iB
N=602 N=594
CuMnToMHa perunusyoda BTE* 8 42
(1,3%) (7,1%)
CumMnToMHa peruauyoda TEJIA 2 13
(0,3%) (2,2%)
CuMnToMHUY peruauByounii TI'B 5 31
(0,8%) (5,2%)
JIeTanbHa TEJIA/cMepTeNbHI 1 1
BUIIQOKK, Koiu HassBHiCTE TEJIA He |(0,2%) (0,2%)
MOXKHa BUKJIIOUHUTH




MacuBHi KpoBOTEUi 4 0
(0,7%) (0,0%)

KJTiHiYHO 3HAUYIIi HEMaCUBHI 32 7

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

a) PuBapokcaban 20 Mr oguH pa3 Ha Ho0y.

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

Y mocnipxkenHi Einsten Choice (muB. Tabnuiio 6) puBapokcabaH y go3ax 20 mr ta 10 mr
IIPOIEMOHCTPYBAB IIepeBary Hal alleTUJICAJIIUIOBO0 KUCIO0TOW ¥ 7031 100 MI CTOCOBHO EPBUHHUX i
BTOPUHHUX IT0OKa3HUKIB epeKTUBHOCTI. OCHOBHUY ITOKa3HUK Oe3neKku (MacUBHI KpoBOTedi) OyB
nonibHuY y malieHTiB, AKi 0OTpuMyBau puBapokcaban y mo3i 20 mr a6o 10 Mr, mopiBHSHO 3
aleTUJICAIIUIIOBOI0 KUCIOTOW ¥V 1031 100 Mmr.

Tabnuis 6. IToka3zHuKY e(eKTUBHOCTI Ta 6e3meku 3a maHuMu pociigxeHHs ¢as3u Il Einstein Choice

[TonynsAisa QOCIiAXXKEeHHS 3396 maIrieHTiB 3 TPHBAIO MPOQiTaKTAKOIO IIOBTOPHOIO
BUHUKHEHHS T1'B

TepameBTUYHI 103U PrBapokcabaH PrBapokcabaH ACK 100 mr
20 mr 1 pa3 Ha moby |10 mr 1 pa3 Ha moOy|l pa3 Ha goOy
N=1107 N=1127 N=1131

MeniaHa TpUBAJIOCTi Teparril

. L 349 [189-362] muiB  [353 [190-362] mui 350 [186-362] nHiB
[iHTepKBapPTUILHUY [iana3oH]

CuMnToMHa perupusyoda BTE* |17 13 50
(1,5%)* (1,2%)** (4,4%)

CumntoMHa peuupusyroda TEJIA |6 §) 19
(0,5%) (0,5%) (1,7%)

CumMmnToMHuY peuyausyouud TT'B [9 8 30
(0,8%) (0,7%) (2,7%)

Jletanbua TEJIA/CMepTenbHi ) )

BUIIQOKM, KOJIH HasiBHICTh TEJIA (0,2%) 0 (0,2%)

He MOXKHa BUKJTIOUUTH

CumnToMmHa peruausyioda BTE,

indapkT Miokapay, iHCyneT abo |19 18 56

crucTeMHa eM00IIig mo3a MexaMu |(1,7%) (1,6%) (5,0%)

[HHC

MacuBHI KpoBOTEYi 6 5 3
(0,5%) (0,4%) (0,3%)

KniHIYHO 3HauyIlli HEMaCHBHI 30 22 20

KPOBOTEUi (2,7) (2,0) (1,8)

CuMnToMHa peruausyoda BTE

200 MacuBHa KpoBOTeYa (YMCTa 23 17 53
(2,1%) (1,5%) (4,7%)

KJIiHiYHa KOPUCTB)

*p < 0,0001 («mepeBepirye») puBapokcaban 20 mMr 1 pa3 Ha mo6y nopiBHsSHO 3 ACK 100 Mr 1 pa3 Ha
noOy; cmiBBigHOmeHHs pusukis = 0,34 (0,20-0,59);

*p < 0,0001 («nepeBepirye») puBapokcaban 10 mMr 1 pa3 Ha go0y nopiBHsgHO 3 ACK 100 Mr 1 pa3 Ha



noOy; cniBBimHOIMEHHS pu3ukiB = 0,26 (0,14-0,47) ;

PuBapokcaban 20 Mr 1 pa3 Ha go0y nopiBHgHO 3 ACK 100 Mr 1 pa3 Ha mo0y; CIiBBigHOIIEHHS
pusukis = 0,44 (0,27-0,71), p=0,0009 (HomiHaIbHE);

PuBapokcaban 10 Mr 1 pa3 Ha goOy nopiBHsgHO 3 ACK 100 Mr 1 pa3 Ha mo0y; CIiBBigHOIIEHHS
pusukis =0,32 (0,18-0,55), p<0,0001 (HomiHanbHE).

HomaTtkoBo mo mocmigxkens III pa3u nporpamu EINSTEIN 6yno npoBefeHO IPOCIIEKTUBHE
HeiHTepBeHIIIIHE BiIKpuTe KOTOpTHE JochimxkeHHs (XALIA) i3 11eHTpani30BaHOI0 OI[IHKO0 KiHI[EBUX
TOYOK, BKMo4aouyu peuupusu BTE, ceplio3Hi KpoBOTeUi Ta neTanbHi BUnagku. [ BUBYEHHS
Oe3meKku JOBrOTPUBAJIOTO 3aCTOCYBAHHS pPUBapoKcabaHy y KIiHIUHIN MIPaKTUIl y OPiBHSAHHI 3
TPAOUIIINHOI0 aHTHKOATYJITHTHOIO Tepallielo B JOCTimxKeHHs O0y1o0 BKIo4eHo 5142 nanieHTu 3
roctpuM TI'B. Y rpyni puBapokcabaHy 4acTOTa Cepiio3HUX KpoBoTed cTtaHoBuina 0,7 %,
pemupusyo4oro BTE - 1,4 %, meTanbHUX HACTiAKIB 3 ycix npuduH - 0,5 %. ¥ BUXigHUX
XapaKTepUCTUKAX MallieHTiB Oy/TK BiIMiHHOCTI, BKJTIOYAlOYX BiK, OHKOJIOTiYHi 3aXBOPIOBAHHS Ta
HUPKOBY HEOOCTATHICTh. [IJIsT KOPUTYBaHHS BigMIiHHOCTEH y BUXiTHMX XapaKTePUCTHKAX OYII0
3aCTOCOBAHO IONEPEeOHbO 3allJlTaHOBaHUY CTpaTU(iKOBaHUM aHAali3 3a KoedilliEHTOM CXUIJIBHOCTI, afe,
He3BaXKaloyy Ha I, 3aJIMIIKOBE BiIXUJIeHHS MOXKe BIJIMBATU Ha pe3yJbTaT. [Ipu 3acToCyBaHHI
puBapokcabaHy B IIOPiBHSHHI i3 TpaiULIiHOIO Tepalli€l0 CKOPUTOBaHi BiTHOIIEHHST PU3UKIB
CepHro3HUX KpoBOTeY, peruauByodoro BTE Ta neTanbHUXHACHIOKIB 3 YCIX IPUYUH CTAHOBNIATD
Bigmosigro 0,77 (95% I 0,40-1.50), 0,91 (95% [I 0,54-1,54) ta 0,51 (95 % [OI 0,24-1,07). LTi
pe3ynbTaTH y KITiHIYHIN MPaKTUIl BigIOBiIal0Th BCTAHOBIEHOMY ITPO(dinio 6e3meKy Ojist JaHoTo
IIOKa3aHH4I.

Y micnsapeecTpaliiiHoMy HeiHTEePBEHIIMHOMY OOCTigXKeHH] 3a y4yacTio noHap 162000 naiieHTiB i3
HeKJIaIlaHHOI0 QiOPHUISIlielo mepeacepab i3 YOTUPLOX KpaiH puBapokcabaH mpu3Hadasly Iy
npodilakTUKM iHCYIBTY Ta CUCTeMHOI eM00Iii. YacToTa BUMAKiB illeMiyHOTO iHCY/IbTYy CTAaHOBHUIA
0,70 (95 % IOI 0,44-1,13) na 100 mauieHTo-poKiB. YacToTa KPOBOTEY, SKi MPU3BEIN [0 TOCIiTaIi3arii:
0,43 (95 % IOI 0,31-0,59) nopii Ha 100 naIieHTO-POKiB - BHYTpilIHbOYEPeIHi KpoBoTeyi, 1,04 (95 %
I 0,65-1,66) - mmyHKOBO-KUAIIKOBI KpoBoTeui, 0,41 (95 % II 0,31-0,53) - yporeHitanbHi KpOBOTEUi
ta 0,40 (95 % II 0,25-0,65) - inmi KkpoBoTeyi.

[TallieHTH 3 TO3UTUBHUMU PE3VIIbTATAMU TECTY OJIAd TPHOX aHTI/IQOC@OHiHiEHI/IX QHTUTII

PuBapoxkcaban 0yy0 mopiBHAHO i3 BapdapuHOM Y MalieHTiB 3 TPOMO030M B aHaMHEe3i 3
niarHocToBaHUM aHTUOChOMmigHUM cuHApoMoM (ADC) 3 BUCOKUM PU3UKOM TPOMOOeMOOITiYHUX
SIBUIL (IIO3UTHBHI PE3yIbTaTH AJIS BCiX TPhOX aHTA(POCHOIMiIHNX aHTUTINI: BOBUAKOBUU
AHTUKOATYJISTHT, aHTUKAPAIOJIiNiHOBI aHTHTINA, aHTH-0eTa-2-TIiKonpoTein I auTuTina) y
PaHIOMI30BaHOMY BIIKPUTOMY MYJIBTUIEHTPOBOMY CIIOHCOPOBAHOMY AOC/IIAHUKAMU KIIIHIYHOMY
BUTIPOOYBaHHI i3 «3acCJIilIeH00» OIIiHKOIO0 KiHIIeBOi TOYKH. [loCimKeHHs OyI0 MPUINHEHO
IOCTPOKOBO Micyisg BKIoYeHHs 120 marieHTiB BHACTIIOK 3POCTAHHS YaCTOTH TPOMO0oeMOOTiuHUX
SIBUII V TIALIi€HTIB, SIKi mpuiiManu puBapokcaban. CepeqHill mepiod crocTepeKeHHS CTaHOBUB 569
nHiB, 59 marienTiB 6y10 paHIOMi30BaHO B TPYIy 3aCTOCYyBaHHS puBapokcabany B mo3i 20 mr (15 mr
[IJISI TIAIlieHTiB 3 KJlipeHcoM KpeaTuHiny < 50 mii/xB) i 61 - Bapdapuny (MHB 2,0-3,0). TpomGoTHYHi
aBuira Oynu y 12 % mallieHTiB, paHOO0Mi30BaHUX B I'PYITy 3aCTOCYBaHHS PUBOpPOKcabaHy (4 imeMigyHUX
incynbTH Ta 3 iH(papkTy Miokapaa). He 0ymo 3apeecTpoBaHo TpoMO0eMOOJTiYHUX SIBUIL Y MAIli€HTIB,
PaHIOMi30BaHUX B IPYIy 3aCTOCYBaHHA Bap(apuHy. Benuki KpoBoTedi criocTepiranucs y 4 mali€eHTiB
(7 %) rpynu puBapokcabaHy Ta 2 maifieHTiB (3 %) rpynu Bapdapuny.



3acTOCYyBaHHS OiTAM

€Bpomelicbka MeUYHa areHIIisl BiTMOBUIACh Bifl IpaBa BUMaraTu BUKOHAHHS 3000B’sI3aHHS CTOCOBHO
IIOaHHSA pe3yJbTaTiB JOCIiAXKeHb i3 3acTocyBaHHsA KcapenTo® B ycix miArpynax npeacTaBHUKIB
OUTSTYOIL MTOMYJIALIl A7 JTiKyBaHHS TpoMOoeMOomiuHuX cTaHiB. [/ 03HalloMJIeHHS 3 iHpopMallieo
IIPO BUKOPUCTAHHS JTIKAPCHKOTO 3ac0o0y y AiTel OUBUCH PO3Tin «JIiTu».

dapmakokiHemuxka.

BcMOKTYBaHHSA

PuBapokca0aH IIBHOKO BCMOKTY€EThCS; MaKCUMaJslbHiI KoHIeHTpauii (C,,,,) mocaraioTbcs dyepe3 2-4
TOMUHU IiCIIST MPUAOMY TabJIeTKHU.

[Tpu nepopanbHOMY 3aCTOCYyBaHHI prBapokcabaH MaiKe MMOBHICTI0O BCMOKTYEThCS, i 1OTO
6iomoCTymHICTE micys MepopabHOr0 3aCTOCYBaHH 03U 2,5 Mr Ta 10 Mr € Bucokoio (80-100 %)
He3aJIekHOo Bif mpuiioMy iXi. 3acTocyBaHHS TabneTKy puBapokcabany 2,5 Mr ta 10 Mr mig gac
BXKMBaHHS ki He BrnuBae Ha AUC (mroria i KpUBOIO 3a/1€2KHOCTI KOHIIEHTpallis - 9ac) Ta C,,,
puBapokcabany. Kcapento®, tabmetku 2,5 Mr Ta 10 M MOXXKHa IpUUMaTH He3aleKHO Bif BXKUBaHHS
ixi (muB. po3min «Croci6 3acTOCyBaHHS Ta O3U»).

PuBapokcabaH xapakKTepu3yeThCS MaiikKe JTiHiiHOI (apMaKOKiHETHKOIO 10 N03U OnM13bKo 15 Mr
(omuH pa3 Ha go0y). Y BUmagKy 3aCTOCyBaHHS BUIIUX N03 abcopOilis puBapokcabaHy 00MeKyEThCS
napaMeTpaMyu PO3YMHHOCTI, IIpHU 1[bOMY Ha (OHI BUIIUX 03 BigMidaeThCs 3HUKEHHS 0i0JOCTYIIHOCTI
Ta MIBUAKOCTI BCMOKTYBaHHS. Lle sBullle € GiNbIl BUpaXKeHUM IIPU MPUKOMI TiKapChKOro 3acoby
HaTIeceplle, HiX IPU BUKOPUCTaHH] micns ixi. PapMakokiHeTHKa puBapokcabaHy
XapaKTepU3YETHCS MOMIPHOI0 MiHIMBICTIO; iHOMBiTyabHa MiHIUBICTD (BapialliiHUM KOe(illieHT)
ctanoBuTh Bif 30 % 1o 40 %, 3a BUHATKOM OHS IPOBEIEHHS OEPAaTUBHOIO BTPYYaHHA Ta
HACTYIIHOTO OHS, KOJIM MiHJIMBICTH €KCIIO3UIlil € BUCOKOIO (70%).

BcMoKTyBaHHS puBapoKcabaHy 3ajleXkKuTh Bifl MicIlsl BUBiIIbHEHHS JIiKapChKOT0 3aC00y B LITYHKOBO-
KUIITKOBOMY TpakTi. BigdHadaeTtscs 29 % i 56 % 3uuxenus AUC i C,,, Ipy 3aCTOCYBaHHI IpaHysisaTa
puBapokcabaHy, 3 BUBITbHEHHSAM [il040i PEYOBUHU B TPOKCUMAJILHOMY Biffi/li TOHKOT'O KUINIKiBHUKA,
y mopiBHSHHI 3 TabneToBaHOI0 GopMoi0. EKCIIO3uIlis 3MeHIITy€eThCs 1rie Oinbliie Mpy BUBIIbHEHHI
Mi10401 PEYOBMHY B OUCTAIILHOMY Bififi/li TOHKOTO KMIIKiBHMKA UM BUCXiMIHi# YacTHHI 06010BO1
kuiky. HeoOxigHO yHUKATH BBEeJEeHHS prBapoKcabaHy AUCTAJbHIIIe MIITYHKa, OCKIJIbKY 116 MOXKe
IIPU3BECTU [0 3HUKEHHS BCMOKTYBaHHS Ta BiATIOBIIHOTO BIIJIUBY Ha €KCIIO3UILIiIO.

Biopoctymuicts (AUC i C,,,,) Oy7a cmiBcTaBHOIO 71 prBapokcabany 20 MI TPU3HAYEHOTO
TIepopajbHO yV BUTIIAMI moapiOHeHOol TabneTKy 3MilaHoil 3 S6/TyYHUM ITI0pe UM BOMOI0, BBEIEHOT O
yepes IITYHKOBUYM 30H[ Ofipa3y Iicjsd pimKoi ixi, Ta Ans mpuiiomy Iinoi TabaeTky. BpaxoByoouu,
nepen0adyBaHUi, [030-IPONOPLiMHNIM (papMaKOKiHEeTUYHUIM TPoQins puBapokcabaHy, pe3yabTaTu
OAHOT0 [OCTimXKeHHS 3 0i0I0CTYIIHOCTi, UMOBIPHO, MOXKYTh CTOCYBAaTHUCS i HUKYUX 03
puBapokcabaHy.

Posnopin

3B’g3yBaHHA 3 OinKaMy IJIa3MHU y JIIOOUHY € BUCOKUM i CTaHOBUTH O11U3bK0 92% - 95%, npu nboMy
OCHOBHUM 3B’$I3yI0YMM KOMIIOHEHTOM € CUPOBaTKOBUY anb0yMiH. O6’eM pO3MOTiny - IOMipHUH,
NIoKa3HUK Vss (00’eM po3Mopiny B piBHOBaXKHOMY CTaHi) CTaHOBUTL Matixke 50 J1.

MeTabos1i3M i BUBEIEeHHS 3 OpraHi3My




Matixe 2/3 npuiHSITOI 031U puBapokcabany MeTaboIi3yEThCST 3 HACTYITHUM BUBEIEHHSIM ITOJIOBUHU
MeTaboIiTiB HUPKAaMH, a iHIIIOI TOJIOBUHY - 3 KajoM. Perrrra (1/3) mpuiHSTOL 4031 BUBOTUTHCS
6e3nocepegHbO HUPKAMU Y BUTTISII HE3MiHEHOI Aif040i PpeYOBHHH i3 Cedelo epeBaxHO MIIIX0M
aKTUBHOI HAPKOBOI CEKpeIIil.

MeTabomiam puBapokcabany 3a0e3mneuyeTbes idopepmernTamu CYP3A4, CYP2]2 Ta He3aleXKHUMHU Bifl
cuctemu muroxpomy CYP mexaHizmamu. OCHOBHUMH AinssHKaMu O6ioTpaHcdopMaliii € MopdomiHoBa
rpyIa, 110 3a3Ha€ OKUCHOT'0 PO3KJIaflaHHs, Ta aMifHi I'PYIIH, AK1 OigI4araoTh rigponidy. Buxogsauu 3
OTPUMaHUX in Vitro maHux, puBapokcabaH € cy6CTpaTOM TpaHCIOPTHUX OinikiB P-gp (P-rnikonpoTein)
ta Berp (610K pe3uCTeHTHOCTI 10 paKy MOJIOYHOI 3aJ103H).

HaiiBak/IMBIIIOI0 CIIOTYKOIO B IJIa3Mi KPOBi JIIOAWHY € He3MiHEHUY prBapoKkcabaH, Ipyu oMY 3Ha4Hi
a00 akTUBHI IIUPKYTI0I04i MeTabomiTu He BUsiBJIeHi. PuBapokcabaH, CUCTEMHUM KITipeHC SIKOT'0
CTaHOBUTH 0113bK0 10 51/rof, Moxke OyTH BifHECEHUU [0 JTiKapChKUX 3aC00iB 3 HU3bKUM PiBHEM
KiipeHcy. [licis BHYTPIIIHBOBEHHOI'0 3aCTOCYBaHHSA [03U 1 MTI Iepiof HalliBBUBEIEHHS CTaHOBUTH
6mu3bK0 4,5 rogunu. [Ipy mepopaabHOMY 3aCTOCYBaHHI BUBEOEHHSI 00MeXKYy€EThCS IIBUAKICTIO
abcopoOiil. [Ipu BuBeneHHi prBapokcabaHy 3 IJ1a3Mu TepMiHaIbHUM Tepiof] HaliBBUBEIeHHS
CTAHOBUTSH Bifl 5 M0 9 roguH y Monogux mailieHTiB Ta Bif 11 mo 13 roguH y ocib miTHROTO BiKY.

OcCo0OIKBi TPYIIN XBOPUX

Cmamy. Y 40710BiKiB 1 XKiHOK K/IiHIYHO 3HAYYIli PO3XOAKeHHS (hapMaKOKiHETUKY He BUSBIIEH] (IUB.
po3min «Croci6 3acTocyBaHHS Ta HO3U»).

ITauienmu AimHb020 BiKY. Y TaIliEHTIB JITHLOTO BiKy KOHIIEHTPAIlil puBapokcabaHy y Ija3Mi BUIII,
HiXK y MOJIOIVX TAIli€HTiB, cepenHe 3HaueHHs AUC npubnu3Ho y 1,5 pa3a nepeBulllye BifmoBigHi
3Ha4YeHHS Y MOJIOOUX IAIi€HTIB, TOJIOBHUM YMHOM YHACIIIOK 3HUXKEHOI'0 3araJlbHOT0 Ta HUPKOBOTO
kiipeHcy. Hemae notpe6u B KOpeKIiil 103H.

Pi3Hi sazoei kameeopii. 3aHafTo Masa abo BeiuKa Maca Tina (Menme 50 kr i Oinbure 120 xr) nwuiie
HEe3HAYHOIO MipOoIo BIIJIUBAE Ha KOHIIEHTpAllii puBapokcabany y mina3mi (Mente 25 %). Hemae
moTpebu B KOPEKIIii J03H.

MiscemniyHi ocobausocmi. Kniniuno 3HauyIi po3xomxkeHHs papmakokinetuku (OK) ta
dbapmakoguHamikuy (O]1) y malieHTiB €BpOIIEOigHOl, appoaMepUKaHCHKOl, TaTUHOAMEPUKaHCHKOI,
SITOHCHKO1 a00 KMTAMChKOI €THIYHOI MPUHAJIEKHOCTI He CIIOCTepiramucs.

ITeuinkosa HeOocmamHicmb. Y XBOPUX Ha IIMPO3 MEYiHKU 3 JIETKOI0 MeYiHKOBOIO HEMOCTATHICTIO
(knac A 3a knmacugikartieio Yaiinga-I1'10) papMakokiHeTHKa prBapokcabaHy nulle He3HaYHO
Bifpi3Hsacs Bif BiANOBIAHUX MOKA3HUKIB (y cepegHboMy 1,2-pa3oBe 36inmbmenHs AUC
puBapokcabaHy) y KOHTPOJIbHIM Ipymi 3H0PoBUX OOPOBOJIBINB.Y XBOPUX Ha IUPO3 NEYiHKY i3
CEepPeIHbOTIKKOIO MEeYiHKOBOK HEeJOCTATHICTIO (Ki1ac B 3a knacudikaniero Yannpa-I1'10) cepenas
AUC puBapokcabany Oysa 3Ha4YHO mifBuileHa (y 2,3 pa3a) IOPiBHSIHO 3 TaKOI0 Y 3[I0POBUX
no6poBonbiiiB. AUC He3B's13aH0l PEUYOBUHY IigBUIIyBanacsd y 2,6 pa3a. Y IUX IallieHTiB TaK0XK
3apeecTPoBaHO 3HUKEHHS BUBEJEeHHS prBapoKkcabaHy 3 ceuelo, IofiOHe [0 TOTO, 110 XapaKTepHe
[J15 Talli€eHTiB 3 HUPKOBOI HEJOCTATHICTIO IIOMIPHOTO CTYTIEHS.

HeMae maHUX LI00 MAI[iEHTIB 3 TIKKUAM MOPYIIEHHIM QYHKIII TeYiHKH.

[TpuraiyeHHS aKTUBHOCTI (pakTOpa Xa OyJi0 BUpaxkeHe CUbHilIe (2,6-KpaTHE PO3XOMXKEHHs) Y

TIAIiEHTIB i3 CePegHBOTSAKKUM IOPYIIEHHSAM (QYHKII1 MeYiHKH, HiXK y 3I0POBUX J00pOBOBILB; [T4
TakoX (2,1-KpaTHO) nogoBXKyBaBcA. [1allieHTH 3 CepeaHbOTSIKKUM MOPYLIIEHHSAM (PYHKIII1 TeYiHKI
Oymu GinbIN YyTIMBUMHU 0O pUBapokcabaHy, I0 IPU3BOAUIIO [0 OiNIbII KPYTOI KPUBOI 3aJIe3KHOCTI



®K/®]1 mixk KoHLeHTpali€w Ta [TY.

PuBapokca0aH MPOTHIIOKa3aHu NallieHTaM 3 XBOpoOaMH MeYiHKH, 1110 CYIIPOBOIKYIOTHCS
KOaryJonaTi€ro 3 KJIiHIYHO 3HaYUMUM PU3UKOM BUHUKHEHHS KPOBOTEUi, B TOMY YUCJIi XBOPUM Ha
po3 nevinku knacy B Ta C 3a knacudikariero Yainga-I1'1o (qus. po3min «IIpoTunoka3aHHI»).

Hupxosa HedocmamHicmb. Bim3Havyanocs 30ibIleHHST €KCIT03K1Iil puBapoKkcabaHy, sike 00epHEHO
IIPOTIOPIIMHO KOPEOE 3i 3HUKEHHAM (QYHKIIIl HUPOK, 110 BU3HAYaJIU 3a KJIipeHCOM KpeaTuHiHy. B
ocib 3 nerkum (kmipeHc kpeaTuHiny 50-80 MJI/XB), CepeIHBOTIKKUM (KITipeHC KpeaTHHIHY

30-49 min/xB) abo TAKKUM (KJTipeHC KpeaTuHiHy 15-29 MI1/xB) mopyieHHIM QyHKIIII HUPOK,
KOHIIeHTpallil puBapokcabany y nna3mi (AUC) 6ynu B 1,4, 1,5 ta 1,6 pa3a 6inbImi mopiBHSIHO 3
TaKMMHU y 300POBUX 10OpOBOJIBIIB. BifinoBigHO criocTepiranocs 36inbiieHHsS ¢hapMaKOOUHAMIUHIX
edexkTiB. B ocib 3 merkuM, cepemHbOTSIKKHAM ab0 TSKKUM IOPYIIeHHSIM QYHKIII HUPOK 3araibHe
IPUTHIYEeHHS aKTUBHOCTI hakTopa Xa Oyno BigmosigHo B 1,5, 1,9 Ta 2 pa3u OinbLUINM IOPIBHSHO 3
TAKKUM Yy 3[0POoBUX H06poBobIliB; [T4 momiOHuM yuHOM 3poctano y 1,3, 2,2 ta 2,4 pa3a BiAmoBigHO.
[laHi 110710 TAIli€EHTIB 3 KJIipeHCOM KpeaTHHiHY < 15 MJI/XB BiACYTHI.

3 ornsigy Ha BUCOKe 3B’SI3yBaHHS 3 OiKaMu Ij1a3Mu, 04iKyeThCS, 10 pUBapoKkcadaH He BUBOJUTHCS 3
OpraHi3My ILIIAXOM Hiai3y.

He pekoMeHIy€eThCSI 3aCTOCOBYBATH JIIKAPChKU 3acib malfieHTaMm i3 KIipeHCoM KpeaTuHiHy
< 15 mn/xB. PuBapokcabaH cJlif 3aCTOCOBYBaTH 3 00€peXkKHICTIO MallieHTaM 3 KJIipeHCOM KpeaTHHiHY
15-29 mn/xB (guB. po3min «Ocob6IMBOCTI 3aCTOCYBAHHS»).

®apmakoKiHemuuHi 0aHi, iomiueHi y nayieHmia. Y mali€eHTiB, SKi OTPUMYIOTh puBapoKcabaH [s
npodinaktuku BTE B no3i 10 Mr pa3 Ha 0o0y, cepenHiii TeOMeTPpUYHUY IT0Ka3HUK KOHILIEHTPaIlil
(inTepBan nporuo3yBaHHS - 90 %) dyepes 2-4 roguHU Ta Maiixke 4yepe3 24 TOOUHU MiCIg
3aCTOCYBaHHS (4ac, 1o MpuOIu3HO BigoOpakae JOCATHEHHSI MaKCHMaJIbHOI Ta MiHiMaIbHOI
KOHIIeHTpallil B IPOMiXKax MixX mpuiioMaMu 0o3) ctaHoBuB 101 (7-273) i 14 (4-51) Mxkr/m,
BifImoBigHO.

®apmakokiHemuuHi/papmakoOuHamiyHi 83aemo3s’ a3ku. O1iHka hapMaKOKiHeTUUHOT0/ hhapMaKo-
nuHaMmiyHoro (OK/®J1) B3aEM03B’sI3Ky MixK KOHILIEHTPAIli€l0 puBapoKcabaHy B IJ1a3Mi KPOBi Ta
nesskuMu (apMaKOOMHAMIYHUMMY KiHIIEBUMHU TOYKaMu (IpurHiveHHs pakrTopa Xa, ITH, AUTY,
HepTest) mpoBogumack Ha TIi 3aCTOCYBaHHS BEIUKOTO Aiamna3oHy 103 (5-30 Mr gBidi Ha go0y).
B3aeM03B’430K MiXK KOHIIEHTpalli€lo puBapokcabaHy Ta akTUBHICTIO (hakTopa Xa HakKpale
BHM3HAYa€eThCs 3a mornomoroio E, .. moperi. [lfomo ITY - HaibinbIn HOCTOBIPHI aHi OTPUMYIOTH HITISIXOM
3aCTOCyBaHHS JIiHINHOI MOZeJIi IepeTUHAHHS Bipi3KiB. B 3a/1e3KHOCTI Bif Pi3HUX peareHTiB At
BU3Ha4eHHS [1Y, KyToBul KoedillieHT MoXKe MaTH CyTTEBO BigMiHHI 3Ha4eHH. [Ipu 3acTOCyBaHHI
pearenty Neoplastin ms BumiptoBanus T4, Buxigauii [T4 ctaHoBuB 6;113bK0 13 ¢, @ KyTOBUM
KoeinieHT - Big 3 70 4 ¢/(100 Mxkr/n). Pesynbratu OK/O]I ananisis y gocnigxenaax ¢a3s II ta II1
BifiTIOBiganu JaHuM, OTPUMaHUM Yy 300POBUX NOOPOBOJIBIIB. Y malieHTiB, Ha 6a30Bi piBHi PpakTopa Xa
Ta [IY4 BryivuBanu Xipypriuyfi BTpy4aHHs, B pe3yIbTaTi 40ro BUHUKAJIY BiMIHHOCTL KyTOBOI'O
Koe(iIlieHTy chiBBifHOIIEHHS KOHI[eHTpalis/II4 Mik moKa3HMKaMHU IiC/Isl OIIEPATUBHOTO BTPYYaHHS
Ta B cTa0iIbHOMY CTaHi.

[umsyutl eix. EdbekTuBHICTL Ta 6e31eKa 3aCTOCYBaHHS JTiKapChKOTro 3acofy 3a MoKa3aHHIM
npodinakTrKa BeHO3HOI TpoMOoeM6bortii y miTed Ta mimmiTKiB (BikoM mo 18 pokiB) He BUBUAIHUCS.

[TokmiHiuHi gaHi 3 6e3meKu

IcHytroui mokmiHiuHi maHi, OTpUMaHi B X0Oi TPagULiMHUX JOCTiAXKeHb (PapMaKoJIoTriyHo1 6e3meKH,



TOKCUYHOCTI OJHOPA30BOi H03H, TEHOTOKCUYHOCTi, HOTOTOKCHYHOCTI, KaHI[EPOTEHHOT 0 TIOTEHIIiany
Ta PEMPOOYKTUBHOI TOKCUYHOCTi BKa3yl0Th Ha BiCYTHICTh OyOb-AKUX CrIeUn(iYHUX PUIUKIB AJIS
TIOOVHH.

Y mocnimKeHHSIX TOKCUYHOCTI 6araTopa3oBuX 103 CIIOCTEPIiraauch epeKkTH, OB’ 13aHi, TOJTIOBHIM
YUHOM, 3 HaAMipHO BUpPaXKeHOo (apMaKOJUHAMIYHOIO [i€l0 puBapokcabaHy.

He 3apeecTpoBaHno BIIMB Ha (PEPTUIIBHICTD Y CAMUIIL Ta CAMIIiB IIypiB. Y XOMi HOCTigXKeHb Ha
TBapuHax 0yJ10 BUSBIEHO PENIPONYKTUBHY TOKCUYHICTE, IOB’A3aHy 3 (GapMaKoJIOTiYHUM MeXaHi3MOM
nii puBapokcabaHy (reMopariuti ycKiagHeHHS).

Kniniuni xapakKTepuCTHKH.
Iloka3zaHHA.

[TpodinakTuka BeHO3HOI TpoMboeMOborii (BTE) y mopocnux maiieHTiB, IKUM IIPOBOOATH OllepPaTHBHI
BTPY4YaHHS 3 €eHJIOMPOTE3yBaHHS KYJIbIIOBOTO YK KOJIHHOTO CYTr100iB.

JlikyBanHs1 TpoM603y riaubokux BeH (TT'B), TpomGoembortii mereresoi aprepii (TEJIA) i npodinakTrka
perunuBy TI'B ta TEJIA y mopocnux (ouB. po3min «OcobIuBOCTI 3aCTOCYBaHHSI» CTOCOBHO IAIliEHTIB 3
TEJIA, 1m0 MaloTh HecTabinbHi reMogUHaMIYHi TOKA3HUKH).

IIpomunoka3aHHs.
[TigBuIeHa YyTNIUBICTL IO puBapokcabaHy abo M0 MOMOMIXKHUX PEYOBHH JTiKapChKOro 3aco0y.
KriniyHO 3Hauyllla akTMBHA KPOBOTEYA.

YmkomxkeHHs ab0 CTaHH, IO CYIIPOBOMXKYIOTHCS 3HAYHUM PU3UKOM PO3BUTKY KPOBOTEY, SIKi MOXKYTb
BKJ/TIOUATH HasIBHI Ha HaHW# MOMEHT a00 HelllolaBHO BUSB/IEHI BUPA3KU IUIYHKOBO-KUIIIKOBOTO
TPaKTY, 37I05IKiCHI HOBOYTBOPEHHS 3 BUCOKKMM PU3UKOM KPOBOTEY, HEIIOAaBHO NTepeHEeCEHY TPaBMy
TOJIOBHOTO a00 CIIMHHOTO MO3KY, HellloflaBHO IepeHeceHe olepaTHBHE BTPyUYaHHS Ha TOJIOBHOMY,
CIIMHHOMY MO3KY YM 04aX, Hell[o[laBHii BHYTPIIIHbOYEPEIIHUY KPOBOBU/IUB, BUSBIEHE UM
igo3pioBaHe BapHKO3HE PO3ILIMPEHHS BeH CTPaBOXOMy, apTePioBeHO3Hi Manb(opMallii, aHEBPU3IMHU
cymuH abo 3HaYHI BHYTPIIIHbOCITIHANIBHI YK BHYTPIlTHbOLIepeOpaibHi CyaAuHHI aHOMaTii.

OnHoyacHe 3aCTOCYBaHHS 3 OyOb-IKUMU iHIIUMU aHTUKOATYJISTHTAMU, HAlPUKIIak 3
He(paKIiOHOBAaHUM rellap¥HOM, HU3bKOMOJIEKYIIPHUMY rellapuHaMy (eHOKCallapyH, OalbTelapuH),
OXiAHUMH TellapuHy (PpoHmanmapuHyKC), IepopaJbHUMU aHTUKOAryIssHTaMu (BapdapuH,
nabiraTpaHy eTeKcuiarT, amikcabaH), oKpiM crenudigyaux 00CTaBUH IIepexoay Ha albTePHAaTUBHY
AHTUKOATyJISHTHY Tepariio (ouB. po3fin «Cmocib 3acTocyBaHHS Ta H03U») ab0 BUNAAKH, KOIU
HedpakIioHOBaHUY TellapuH IIPU3HAYAIOTh ¥ [03aX, HeoOXimHUX 115 3a0e3medyeHHsT QYHKI[IOHYBaHHS
BIIKPUTOI'O KaTeTepa LieHTPaJIbHUX BEeH YU apTepid (OuB. po3ain «B3aeMopis 3 iHIIUMU JIIKapChKUMU
3aco0aMHu Ta iHIII BUOU B3a€EMOMIN»).

3aXBOPIOBAHHANEUIHKY, 1110 aCOLIIOITHCA 3 KOAryJIONaTier Ta KJIIHIYHO 3HaYyIIUM PU3UKOM
PO3BUTKY KPOBOTEYi, B TOMY YMCJIi IMPO3 MediHKHu Kiacy B Ta C (3a knacuodikamieo Yannaa-I1'10)
(muB. po3min «®apMakOKiHETHKA).



Bik marienTa mo 18 poxkis.

BariTHicTb Ta romyBaHHS TPYAAI0 (OUB. PO3in «3aCTOCyBaHHS Yy Iepiof BariTHOCTI abo rofyBaHHS
TPYAIIO»).

0Oco00 1uei 3axodu 6e3nexKu.

[MompibHeHHS TabIeTOK

TabneTku puBapokcabaHy MOXKHa MOAPIOHUTH Ta cycneHayBaTu y 50 MJI BOU 3 BBEJIEHHSM 3a
IIOTIOMOT'0}0 Ha30TaCTPaIbHOT0 30HMa ab0 MITYHKOBOTO 30HAa [J151 TONLyBaHHS IiCIsA ITepeBipKu
IIPaBUJIbHOCTI MOT0 PO3TalllyBaHHS Y LITyHKY. [TiC/Is 4OTr0 30H[ C/Iif IPOMUTH BOHOK. OCKIIBKYT
BCMOKTYBaHHSI puBapokcabaHy 3a/IeKUTh Bifl MiCI BUBIJIbLHEHHS aKTUBHOI PEYOBHUHH, CJIil YHUKATH
BBe[IeHHSI puBapoKcabaHy OUCTalbHO B IMUIYHOK, OCKIJIbKY I1e MOXKe IIPU3BECTU [0 3MEHIIeHHS
abcopOr1il Ta, 0TXKe, 0O 3MEHIIIEHHS BIIJIUBY aKTUBHOI pe4oBuHH. [licis BBemeHHS TabneToK no 10 mr
HeMae HeoOXiIHOCTi oipa3y BBOAUTU eHTepabHe TONyBaHHS.

B3aemodia 3 inwumu snikapcoKumu 3acobamu ma iHwi eudu é3aemodili.

Iuri6iTopu CYP3A4 Ta P-gp

OpgHoYacHe 3aCTOCyBaHHS puBapoKcabaHy Ta KeTokKoHa3oiy (400 mr 1 pa3 Ha f1o0y) abo puToHaBipy
(600 mr 2 pa3u Ha go0y) TPU3BOIUIIO IO 2,6-KPaTHOr0/2,5-KPaTHOTO MiABUIIIEHHS CePeIHbOl
piBHOBaxkHOoi AUC puBapokcabany Ta 1,7-kpaTtHoro/1,6-kpaTHoro 30inbieHHs cepenHboi C, .
puBapokcabaHy, siKe CyIIpOBOIKYBaJIOCS 3HAaYHUM IIOCUJTIEHHSAM (papMaKOAMHAMiuHUX e(DeKTiB
niKapchKOro 3aco0y, 110 MigBUILY€E PU3UK KPOBOTEYi. 3BaXKaloyu Ha Ie, 3acTocyBaHHS Kcapento® He
PEKOMEH[YEThCS NalliEeHTaM, AKi OTPUMYIOTh CYIyTHE CUCTEMHE JIiKyBaHHS IIPOTUTPUOKOBUMHU
IpenapaTtaMy a30JIbHOI Py TaKUMU SIK KeTOKOHA30J1, iTpaKOHa30J1, BOPUKOHA30JI Ta
1103aKoHa3071,a00 iHribiTopamu BlJI-nipoTeasu. Lli nmikapchKi 3acobu € IOTYKHUMHM iHTiOiTOpamMu
CYP3A4 ta ogHouacHO P-gp (muB. po3nin «OcobIUBOCTI 3aCTOCYBAHHS»).

PeudoBrHH, SIKi aKTUBHO iHTi0yIOTH TiJIbKM OJWH 3i IIISIXiB BUBENEHHS pHBapoKcabaHy 3 OpraHiaMy,
CYP 3A4 abo P-gp, K 04iKyeThCs, 301MbIIyI0TE KOHIIEHTPAllil puBapokcaldaHy y Ijia3Mi MEHIIO
Mipo1o.

Hanpuknap, knaputpoMinus (500 Mr 2 pa3u Ha [o0y), 110 € moTyKHUM iHribiTopom CYP 3A4 i
inribitopoM P-gp cepenHbOl iHTEHCUBHOCTI, CIpU4YuHAB 1,5-KpaTHe 30i/blIeHHS CepefHiX 3HaueHb
AUC ta 1,4-xpatHe 30inbuenns C,,,, puBapokcabany. Baemopisi 3 KitapuTpoMillnHOM HMOBIpHO He €
KJTIHIYHO 3HAUYYIIOI0 AJs OiNIBIIOCTI MAIiEHTIB, ajie MOTEeHIiHO MoXe OyTH 3HAUYIIOIO [ NallieHTiB
BHCOKOTO PU3UKY (IIOA0 3aCTOCYBaHHS Y MAIll€HTIB 3 HUPKOBOIO HEJOCTATHICTIO IUB. PO3MiN
«OCc06IUBOCTi 3aCTOCYBAHHS»).

Eputpowminus (500 Mr 3 pa3u Ha fo0y), mo nomipHo iHribye isodpepment CYP 3A4 i P-gp, cipuuuHsB
1,3-kpaTHe 30inbIIeHHS cepeaHix piBHOBaxkHUX 3HaueHb AUC i C,,, puBapokcabaHny. Baaemogmis 3
€PUTPOMIIIMHOM MMOBIpHO He € KIiHIiYHO 3HAYYI[00 [J1s OiNbIIOCTI NAllieHTIB, aje MOTEHIINHO MOXe
OyTH 3HAUYINOIO A1 MalliEHTiB BUCOKOTO PU3UKY.

Y manuieHTiB 3 HUPKOBOI HENOCTATHICTIO JIETKOTO CTYIIEHS TAXKOCTI, Ha BiIMIHY Bif ITAlli€HTIB i3



HOpMaJIbHOI (PYHKITI€I0 HUPOK, TP 3aCTOCyBaHHI eputpoMinury (500 Mr 3 pasu Ha #oby)
Bim3Havanu 1,8-kpaTHe 3pocTaHHs cepenHboro 3HadyeHHss AUC Ta 1,6-kpatHe 306inbmenns C,,,
puBapokcabaHy. Y maljieHTiB 3 HUPKOBOIO HEJOCTATHICTIO CEPEeOHLOT0 CTYIeHs TSAXKKOCTI Ha T
E€PUTPOMIIINHY CIIoCTepiranu 30inbineHHs cepefHboro 3HaueHHsI AUC puBapokcabaHy B 2 pa3u i
nigBuienHs C,,, puBapokcabany B 1,6 pa3a MOPiBHSAHO 3 mallieHTaMu 0e3 mopyIneHb GYHKIIII HUPOK.
BrnuB epUTPOMIIIMHY € afUTUBHUM [0 SBUII HUPKOBOI HEMOCTATHOCTI (AuB. po3min «Ocob6nmuBoCTi
3aCTOCYBAHHS»).

®nykonaszon (400 mr 1 pa3 Ha no0y) BBaxkaeThcs iHribitopom CYP 3A4 cepenHbOl iHTEHCUBHOCTI, i
10T0 3aCTOCYBaHHS CIIpUUYKHATO 1,4-KpaTHe 36inbineHHs cepenHix 3HaueHb AUC Ta 1,3-KpaTHe
36inbimenHs C,,, puBapokcabany. Blaemopmisi 3 priyKoHa30710M UMOBIpHO HE € KJTIHIYHO 3HAYYIII00
myist GiNIBIIOCTI MAIiEHTIB, ajie MOTEeHIIiHO MoXKe OyTH 3HAUYYIIOIO [JIg NalliEHTiB BUCOKOTO
PU3HUKY(II0A0 3aCTOCYBAHHS TallieHTaM 3 HUPKOBOIO HEOCTATHICTIO AUB. Po3min «OcobnuBoCTi
3aCTOCYBaHHS»).

3Bakalouu Ha 0OMezKeHi KITiHiYHI JaHi 1070 IpOHEeNapoHy, CHIifl yHUKATHA OIHOYACHOTO HOT0
3aCTOCYBaHHS 3 pUBapoKcabaHOM.

AHTHUKOAryIssHTH

[Ticnsa komGiHOBaHOTO NMPU3HAYEHHSI eHOKCanapuHy (omHOopa3oBoi fo3u 40 Mr) i puBapokcabaHy
(omHOPa30Boi mo3u 10 Mr) criocTepiraBcst agUTUBHUY e()eKT BiTHOCHO MPUTHIYEHHS aKTUBHOCTI
daxTopa Xa, 1110 He CYIPOBOAXKYBAIO0CS JOJAaTKOBMMYU 3MiHaMu IIpo0 Ha 3ropTaHHS Kpogi [[T4
(mpoTrpom6binoBuit yac), AYTY (akTMBOBaHUM YaCTKOBUYM TPOMOOIIaCTUHOBUIM Yac)]. EHOKcamapuH He
3MiHIOBaB hapMaKOKiHETUKY prBapoKcabaHy.

Yepe3 30ibIIeHHS PU3UKY PO3BUTKY KPOBOTEY CJIifl 3 00€PEeKHICTIO CTABUTHCS 0 OQHOYACHOTO
3aCTOCYBaHHS 3 iHIIMMU aHTUKOATYISSHTaMu (OuB. po3minu «IIpoTunoka3anHs» Ta «OcoOnMuBOCTi
3aCTOCYBaHHS»).

Hectepoingni npotu3ananbhi npenapaty (HII3II)/inribiTopy arperaiiii TpoMOOLIKTIB

[Ticnst ogHOYACHOTO 3aCTOCYBaHHS puBapokcabany (15 mr) ta 500 Mr HapoOKCeHY KJIiHIYHO
peJieBaHTHOI'O MTOMOBXKEHHS Yacy KPOBOTeUi He crocTepiranocs. [IpoTe B oKpeMux 0Ci6 MOXKIMBa
OinbIr BUpaXkeHa (apMaKoguHaMidyHa BifllTOBIfb.

He cmocTtepiranocs kiiHiuHO 3HAUYIIUX papMaKOKiHETUYHUX a00 hapMaKOogUHaMIiYHUX B3aEMOIiN
Ipu OJHOYacHOMY 3acTocyBaHHi KcapenTo® ta 500 Mr aneTunacasmiiuiIoBoi KUCIOTH.

He BusiBmeHo ¢papMaKOKiHETUYHOI B3aEMO{Iii Mixk pruBapokcabanoM (15 Mmr) i knomigorpenem
(HaBaHTaXXyBa/ibHa f03a - 300 Mr i3 oAanbLUIMM IPU3HAYEHHAM MiATPUMYIOUYUX 103 75 Mr), aje B
HiATPYTi NallieHTiB BUSBIIEHO pejieBaHTHE 30i/IbIIEHHS TPHBAJIOCTi KPOBOTEU, 1IJ0 HE KOPEJoBao 3
arperartieio Tpom6ouuTis i piBHsiMu P-Cenektuny a6o GPIIb/ Illa-peuenTtopis.

Heo06xigHo moTpuMyBaTHCS 00€peKHOCTI IpU IpU3HadYeHHi puBapoKcabaHy mnallieHTaM, SKi
OOHOYACHO 3acTocoBYy0Th HIT33 (BKIIOUaloOuu alleTUICATiIMIIOBY KUCIIOTY) Ta iHTibiTopu arperarii
TPOMOOIUTIB, OCKIJIbKH LIi JTiKapChKi 3aco0M 3a3BUYall MiIBUIIYIOTH PU3KUK KPOBOTEY (IUB. PO3MiN
«0Oc00IMBOCTI 3aCTOCYBaHHS»).

CenekTuBHi iHTi6iTOpKM 3BOPOTHOr0 3axorieHHs cepoToHiny (CI33C) / iHri6iTopu 3BOPOTHOTO

3axOIIEHHS CepoTOoHiHV-Hopemninedpuny (133CH

4K 1 Ipy 3aCTOCYBaHHI IHIIMX aHTUKOATYJISHTIB, MiABUIYETHCS PU3UK PO3BUTKY KPOBOTEY Y



Mall€HTIB, SIKi omHOYacHO 3acTocoBYI0Th CI33C abo [33CH BHACHIMOK BIJIMBY OCTAHHIX Ha
TpoMmOouuTH. [Tpr OMHOYACHOMY 3aCTOCYBaHHI 3 puBapoKcabaHOM y XOmi KITIHIYHUX JOCTiIXKEeHb
cnocTepiranacs 6inbIla KinbKiCTh KITIHIYHO 3HAUYIIMX KPOBOTEY B YCiX Tpynax Teparil.

Bapdapun

[Tpu nepexopi nauieHTiB 3 aHTaroHicTy BiTaMiny K Bapdapuny (MHB 2,0 - 3,0) Ha puBapokcabaH
(20 Mr) abo 3 puBapokcabany (20 mr) Ha Bapdapun (MHB 2,0-3,0) mporpombinoBuit vac Ta MHB
(Tect Neoplastin) 36inmbiryBanucs Oinbil SK afUTUBHO (Big3Havanucs okpeMi 3HaueHHsT MHB mo 12),
y ToM 4ac 5K BIuB Ha AUTY, iHribyBaHHS akKTUBHOCTI (hakTopa Xa Ta eHOOTeHHUN TPOMOiHOBUM
notenian (ETTI) 6ynu aguTHBHUMH.

fAxkmo 6axkaHo nepeBipuTu PpapMakonrHaMiuHi eeKTH puBapoKcabaHy IIifl Yac Iepiofly mepexony,
MOXKYTh OyTH BUKOPHUCTaHi TECTH Ha BU3HaueHHS akTHBHOCTI aHTH-Xa, PiCT i HepTest, ockinbku
Bap(dapuH He BIUIMBA€E Ha Pe3yJIbTaTH IIUX TecCTiB. [lounHatouu 3 4 obu micng BigMiHu BapdapuHy i B
nofasnbioMy Bci Tectu (Bkmrodatouu I1T, AUTY, inribyBanHs akTUBHOCTI dakTopa Xa ta ETII)
BimoOpazarioTh nuile eheKT puBapokcabaHy.

Akmo 6axkaHo mepeBipuTy hapMakonuHaMiuHi epekTr Bapdapuny mif yac mepiony mepexony,
MOXKHAa BUKOPUCTATH Bu3HaueHHs MHB mpu nocsruensi C,,,puBapokcabany (uepes 24 TOOWHY MiCys
IPUIOMY ITOTIEPENHbOI 103U PUBapoKkcabaHy), OCKINIbKY Y 1leil MOMEeHT puBapokcabaH HaliMeHIIe
BIIMBAE Ha pe3ynbraTtu TecTy MHB.

Mix BaphapuHOM Ta puBapokcabaHOM He Big3HaueHO (papMaKOKiHETUYHOI B3a€MOII.

IngykTopu CYP3A4

OpHOYacHe 3aCTOCYyBaHHS puBapoKcabaHy Ta pudaMminuHy, 1o € cuibHUM iHgyKTopoM CYP 3A4 i P-
gp, npusBoguno o npubnusno 50 % 3uuxkeHHs cepegubol AUC puBapokcabaHy Ta IapaieabHOTro
3MEeHIIEeHHS Horo ¢hapMakoguHaMiyHuX e@ekTiB. OgHOYACHE 3aCTOCYBaHHS pHUBapoKcabaHy 3
iHmwuMu cunbHOAmitounMy ingykTopamu CYP3A4 (manpuknan deniToinoM, Kapbama3eminoM,
henobapbiTamom abo 3aco0amMu Ha OCHOBI 3Bip000I0) TAKOXK MOXKE CIPUYUHUTH 3HUKECHHS
KOHIIeHTPaIlill puBapokcabaHy y mja3Mi KpoBi. ToMy cilif YHUKaTH OOHOYACHOTO IIPU3HAYEHHS 3
JiKapchKUM 3acoboM moTyxkHUX iHayKTopiB CYP3A4, 0KpiM BUNAAKiB, KON 3a0e3Me4eH0 PeTelbHUM
Harjsy 3a NallieHTOM 3 MeTOI0 BUSIBJIEHHSI 03HAK Ta CUMIITOMIB TPOMOO3y.

Inmi nikapceKi 3ac00M CYIyTHBOI Teparii

He Big3Haudanocs KiiHiYHO 3HauyLIMX hapMaKoKiHeTHYHUX ab0 papMaKomuHaMiYHUX B3a€MOJii Ipu
OJHOYaCHOMY 3aCTOCYyBaHHi puBapokcabaHny 3 Miga3zonamoM (cyocTpaT CY3A4), IUTOKCUHOM
(cyoctpat P-gp), atropBactaturoM (cy6ctpaT CYP3A4 Tta P-gp) abo omenpa3onom (iHTiGiTOp
IIPOTOHHOI ToMmu). PuBapokcabaH He IPUTHIYYe i He iHAYKY€E Oyab-aKi BaXK/I1Bi i30OpMU IUTOXPOMY
CYP, Taki sk CYP3A4.

He Bin3HaueHo Oymb-sIKUX KITIHIYHO 3HAYYLINX B3aEMOiN 3 IKelo (OuB. po3nin «Crocib 3acTocyBaHHS
Ta HO3U»).

Bnonus Ha J'IaGOQaTOQHi IIapaMeTpu

Bnnus Ha noka3uHuku 3ropTaHHsa KpoBi (IT4Y, AYTY, HepTest) € nepenbadyBanuii, 3 ypaxyBaHHSIM
MexaHi3My [il puBapokcabaHny (IuB. po3min «dapMaKoIoTiuyHi BIaCTUBOCTI»).



Oco06.1ue8ocmi 3acmocyeaHHsi.

BrnponmoBx nepiony JliKyBaHHS PEKOMEHOYETHCS 3O1MCHIOBATH KITIHIYHUY HATJIAM, IO BiATIOBifae
IIPaKTHUI]l 3aCTOCYBaHHSI aHTUKOATyJISHTIB.

PU3WK PO3BUTKY KPOBOTEY

4K i mpu 3acTOCYBaHHi iHIIMX aHTUKOATYJISHTIB, MAlliEHTH, AKi IPUIAMaIOTh TiKapChbKuit 3acib
KcapentoO, oBUHHI epe6yBaTH IIif] peTeIbHUM HarJsaq0M IJIs BUSBIEHHS 03HAaK KPOBOTeU.
PekomeHIyeThCST 3 00€PeKHICTIO 3aCTOCOBYBATH JTiIKapChKUM 3acCi0 mMpu 3aXBOPIOBAHHSX, 110
CYTIPOBOMXKYIOThCS IiABUIIEHUM PHU3UKOM PO3BUTKY KPOBOTEeU. Y pasi cepiio3HOI KPOBOTEUi
3aCTOCYBaHHS JIIKApPCHKOI'0 3aco6chapenToO IpUNUHATH(OUB. po3ain «[Ilepeno3yBaHHSI»).

YV KmiHIYHYUX DOCTimXEeHHSIX KPOBOTeUi 3i c1u30BUX 000JI0HOK (HAIIpUKIIaMd, HOCOBI KPOBOTEUI,
KPOBOTEUi 3 CEH, IIIYHKOBO-KUIIIKOBI KPOBOTEYi, KDOBOTEUi 3 OpraHiB Ce4Y0CTATEBOI CUCTEMH,
BK/II0UAI0YY aHOMaJIbHY BariHanbHy KPOBOTeUy a00 ITOCUIeHHSI MEeHCTPYa/IbHOI KPOBOTEUi) Ta aHEMis
3yCcTpivyanuch YacTillle Ha TJIi JOBrOTPUBAJIOL Teparii puBapokcabaHoOM, HiX Ipu JIiKyBaHHi
a"Taronicramu Bitaminy K. 3Baxkaryu Ha Iie, JOAATKOBO [0 HaJIE’KHOTO KJIIHIYHOI'O HarIAAy y
BiITIOBigHMX BUIIagKaX AOLIIbHO MMPOBOAUTHU JTabOPaTOPHY IIePEBipKY MOKa3HUKIB
reMorno0iHy/TeMaTOKPUTY 3 METOI0 BUSIBIIEHHS BUIIQMKiB BHYTPIIIHIX KPOBOTEY [JIg BU3HAUEHHS
KJTiHiYHOI 3HAYYIIOCTi SBHUX KPOBOTEY.

[TeBHi KaTeropii maIieHTiB, K 3a3Ha¥eHO HUXKYe, MalOTh MMiIBUILIEHUI PU3UK PO3BUTKY KPOBOTEUI.
Taki nmaiieHTy micns mo4aTKy JiKyBaHHS ITOBHHHI epeOyBaTH IiJl peTEeTbHUM HaTJIsIIoOM OJIs
BUSIBJIEHHST CUMIITOMIB reMOpariyHuX yCKIagHeHb i aHeMii (muB. po3min «ITo6iuni peakiii»). s
TalieHTiB, SKi OTpUMYyIOTH NiKapchKuii 3aci6 KcapentoO mng npodinakrtuxu BTE micns onepaTUBHOTO
BTPY4YaHHS 3 €HIONPOTE3YBAHHS KYJIBIIIOBOT'O YX KOJIIHHOT'O CYTJI00iB, pEKOMEHIYIOThCS PEeTyIspHi
Me[UYHi OTJISIOU, peTeNIbHE CIIOCTEPEeKEeHHS 3a IpPeHyBaHHAM XipypridyHUX paH Ta IepioguyHun
KOHTPOJIb PiBHS reMOTrI00iHy.

[Tpu Gynb-IKOMYy 3HUKEHHI PiBHS reMorjio0iHy 4M apTepialbHOT0 TUCKY He3'siCOBaHOI eTionoril
He0OXiHO BUSBUTH [KEPEeIo KPOBOTEYi.

He3Bakaiouu Ha Te, 1110 JIiIKyBaHHS puBapoKcabaHOM He BUMarae IIpoBefileHHs CTaHJapTHOTO
MOHITOPUHTY MOT0 €KCIO3K1lil, BU3HaYeHHS PiBHA puBapoKcabaHy 3a AOIIOMOTO0I0 BiiKaniOpoBaHUX
KiJIbKiCHUX aHTHU-(paKTOp Xa TeCTiB MOXKe BUSBUTUCS KOPUCHUM Y BUHSATKOBUX CUTYyalidX, KOIU
BiZIOMOCTi IPO €KCIO3MU1IiI0 pUuBapoKcabaHy 3[aTHI BIVIMHYTH Ha IPUMHSTTS KITiHIYHUX DillleHs,
30KpeMa IIpH Ilepefo3yBaHHi Ta eKCTPEeHUX XipypriyHuX BTPyYaHHAX (AuUB. po3min «dapMaKosIoriyHi
BJIACTUBOCTI»).

HupKkoBa HEIOCTATHICTE

Y nami€eHTiB 3 TAKKOI0 HUPKOBOIO HEJOCTATHICTIO (KJIipeHC KpeaTHHiHY < 30 MJI/XB) KOHI[EHTpaLlisl
puBapokcabaHy y IJla3Mi KpoBi MOXKe CyTTEBO MigBUIIyBaTUCS (B cepegHboMy y 1,6 pa3a), 1o Moxe
IIPU3BECTHU [0 MiIBUALIEHOI0 PU3UKY KPOBOTEUI.

Cnip 3 06epexkHiCTIO 3acTOCOBYBaT Kcapento® maiieHTaM 3 KIipeHCOM KpeaTHHiHY 15-29 MJ1/XB.

He pekoMeHIy€eThCSI 3aCTOCOBYBATH JIiIKAPChKUM 3acib malfieHTam i3 KimipeHCcoM KpeaTuHiny < 15
MJ1/XB (muB. po3ninu «Crocib 3acTocyBaHHS Ta [03u», «®apMaKoIoTiyHi BIaCTUBOCTI»).

Kcapento® HeoOXigHO 3aCTOCOBYBaTH 3 06€PEXHICTIO MallieHTaM 3 HUPKOBOIO HEOCTATHICTIO
CepegHbOrO CTYIIeHs TIXKKOCTI (KiipeHc KpeaTuHiHy 30-49 MJ1/XB), sIKi CyIyTHBO 3aCTOCOBYIOTh



JiKapchKi 3aco0w, 1110 MPU3BOASTH 0 MiABUIEHHS KOHIIEHTPAllil puBapokcabaHy y M1a3Mi KpoBi
(muB. po3min «B3aemogmist 3 iHIIUMY JTiIKapPCHKUMHU 3aco0aMu Ta iHIM BUIU B3AaEMOIIN»).

B3aemois 3 iHIIMMY AiKapCHbKUMU 3acobaMu

He pexomennyeTncs 3acTocyBanHsa KcapenTo® narjieHTaMm, gKi OTPUMYIOTh CYIIYTHE CUCTEMHE
JIiKyBaHHSI MPOTUTPUOKOBUMHU IIpernapaTaMy a30JIbHOI TPyNy (HalpuKiIag KETOKOHA30JI0M,
iTpaKOHA30J10M, BOPUKOHA30JI0M i IT03aKO0Ha30J10M) abo inribitopamu BIJI-mpoTeasu (HampukiIan
puToHaBipom). Li mpemapaTtu € MOTykHUMHU iHTiOiTOpamu ogHO4acHO i3odepmenTiB CYP 3A4 Ta P-gp,
TOMY BOHUM MOXKYTb IIiIBUIIYBaTH KOHIIEHTPAIlil puBapokcabaHy y mi1a3Mi 10 KIiHIYHO 3HAYYIIIOTO0
piBHA (B cepenHbOMY Y 2,6 pa3a), 110 MOXKe NPU3BOAUTH A0 MiABUIIEHHS PU3UKY BUHUKHEHHS
KpOBOTeYi (IuB. po3[in «B3aemofist 3 iHIIMMY TiKapChKUMU 3aco0aMU Ta iHII BUOU B3a€EMOMIIN»).

HeobxigHo Oyt 00epeKHUMY IIpY NIpH3HaYeHHI pruBapokcabaHy MmallieHTaM, sKi 3aCTOCOBYIOTh
JiKapCchKi 3aco0w, 1110 BIIMBAIOTL Ha TEMOCTa3, HAaIPUK/Ia[ HECTEPOIOHI MpoTu3amnaibHi 3acobu
(HIT33), aneTuncamiuuioBy KACIIOTY Ta iHTiGiTOpH arperarii TpoMOo1uTiB, abo cenekTuBHi iHribiTopu
3BOPOTHOTO 3axomyeHHs cepoToHiny (CI33C) Ta iHribiTopu 3BOPOTHOTO 3aXOIJIEHHS CEPOTOHIHY-
Hopeninedpuny (I33CH). dkio icHye pu3uK PO3BUTKY BUPA3KOBOI XBOPOOH IIITYHKOBO-KUIIIKOBOTO
TPaKTY, CJIif PO3T/IIHYTU NUTaHHS IIPO IPOBENEeHHS BifIIOBIAHOTO NPOGiTaKTUYHOIO JTiKyBaHHS (IUB.
po3nin «B3aeMopist 3 iHIMMMU JTiIKAapChKUMHU 3acob0aMu Ta iHIIi BUOKW B3aEMOTiN»).

[H1I haKTOPHU PU3UKY PO3BUTKY KPOBOTEY

4K i iHmi aHTUTPOMOOTHYHI TiKapchKi 3aco0u, puBapokcabaH HeoOXiTHO 3aCTOCOBYBATH 3
00epexkKHiCTIO MallieHTaM 3 MigBUIIEHUM PU3UKOM KPOBOTEYi, Yy TOMY YKCIIi IPX HasBHOCTI:

. BpofKeHO0I abo HaOyTol maToorii 3ropTaHHs KPOBi;
. HEKOHTPOJIbOBAHOI TSI2KKO1 apTepianbHOI TimepTeH3il;
. iHIIOTO IITYHKOBO-KUIITKOBOT'O 3aXBOPIOBaHHS 0e3 BUPa30K B aKTUBHIM CcTafii, 1110 Moxke

TIOTEHIINHO ITPU3BOJUTH 00 TeMOpariyHuX yCKIagHeHb (HallpuKJiIay 3arnajbHe 3aXBOPIOBaHHS
KHMIIIeYHUKY, e30¢arit, raCTPUT Ta racTpoe3odareanbHa pedioKCcHa XBopoba);

. CYIMHHO] PETUHOIATIL;
. OponxoeKTa3y a0 JereHeBol KpOBOTEYi B aHaMHe3i.

[TalieHTH 3 OHKOJIOTiYHUM 3aXBOPIOBAHHAM

[TarieHTH 31 37105IKICHUMH 3aXBOPIOBAaHHSAMHU OJHOYACHO MOXKYTh MaTH IMiABUIIEHUN PU3UK KPOBOTEYL
Ta TpoM0O03y. [HAMBiNyanbHY KOPUCTh AaHTUTPOMOOTUYHOIO JTiIKYBAaHHS CJIifl TOPIBHATH 3 PU3UKOM
KPOBOTEY Y MAallieHTiB 3 aKTUBHUM OHKOJIOTIYHHMM 3aXBOPIOBAHHSM 3aJIe’KHO Bifl JIOKasi3allil IyXJIuHHU,
IPOTUNIYXJIMHHOI Teparii Ta cTafii 3axBopioBaHHA. [IyXJIMHK, PO3TAIIOBaHi B IITYHKOBO-KUIIIKOBOMY
TpakTi abo ceyocTaTeBOMY TpakTi, Oy/u 1OB’s3aHi 3 MigBUIIIEHUM PU3UKOM KPOBOTEYI ITif] 4ac
JIiKyBaHHS puBapokcabaHOM.

3acTocyBaHHS puBapokcabaHy NMPOTUIIOKa3aHe MallieHTaM 3i 37109KiCHUMU HOBOYTBOPEHHSIMU 3
BHCOKUM PU3UKOM KPOBOTeY (OuB. po3hin «IIpoTunoka3aHHg»).

[TarieHTH 3i IITYYHUMU KIalaHaMyU Cepld

PuBapokcabaH He CJIifi 3aCTOCOBYBATHU [jig TPOMOOIIpodinaKTUKY NallieHTiaM, SKi HellloflaBHO



IIepeHecs i TPaHCKaTeTEPHY 3aMiHy aopTasnbHOro kiamnaHa (T3AK). be3neka Ta eheKTUBHICTD
Kcapento® He BUBYAINUCH y NALI€HTIB 3i MITYYHUMU CepPLEBUMU KjlallaHaMU, TOMY BiICYTHI JaHi, gKi
migTBEPOXKYIOTH, 110 KcapenTo® 3abe3nedye qOCTaTHIO aHTUKOATYIIALI y 1iel rpynu marieHTiB. He
PEKOMEHAYETLCA 3aCTOCOBYBaTU KcapenTo® s jTiKyBaHHS TaKUX IAlli€HTIB.

XipypriyHi BTpy4YaHHS OpPY IepejioMax CTerHa

PuBapokcabaH He BUBYA/IM Y XOAi iHTEePBEHIIMHUX KTIHIYHUX OOCTIIKEHb 3 Y4aCTIO TAI[iEHTIB mmics
OIlepaTUBHOI'0 BTPy4YaHHS 3 IPUBOAY [IEPEJIOMY CTerHa.

[NamienTty 3 aHTUGOCHOMITITHUM CHHIPOMOM

He pekomeHOyeTbCA 3aCTOCYBaHHS IPIMUX IIePOPaIbHUX aHTUKOATryISHTIB, BKIIIOUA0UU
puBapokcabaH, nauieHTaMm i3 TpoMO6030M B aHaMHe3i 3 fiarHOCTOBaHUM aHTU(OCHONITiTHUM
CUHAPOMOM. 30KpeMa, Y NMalli€HTiB, Ki MalOTh IMiATBEPAXKEH] TIO3UTUBHI pPe3yJIbTaTU TECTY OJISA BCIX
TPbOX aHTUMOCPOIMITHUX aHTUTIN (BOBYAKOBUM aHTUKOATYJISIHT, aHTUKAPAIOJIMiHOBI aHTHUTiNa,
aHTu-6eTa-2-TIiKompoTeid | aHTHTINA), Tepanisa NPSIMUME IIePOPaIbHUMU aHTUKOATyISTHTaM: MOXKe
OyTu 1OB’sI3aHa i3 MigBUIIEHHIM PU3UKY IOBTOPHUX TPOMOOTUYHUX SBUI Y TIOPIiBHSIHHI i3 TAKUMHU
IIpU Teparlil aHTaroHictamu Bitaminy K.

[amientu 3 TEJIA Ta HecTabiNbHUMYU reMOIMHAMIYHUMY IapaMeTpamMu abo XBOPi, SKMM HeoOXimHUM
TPOMOOJTi3KC YK JIeTeHeBa eMOOIeKTOMist

He pekoMeHOyETHCS 3aCTOCOBYBATH IiKapchKuit 3acib KcapenTo® sk anbTepHATUBY
HepPaKI[iOHOBAHOMY TellapuHy [JIs IMAlli€HTiB 3 JIereHeBoI0 eM00IIielo, STKi MaloTh HecTa0iIbHi
reMofuHaMiyHi mapaMeTpu abo MOXKYTh IIPOXOAUTH IIPOIETYPY TPOMOOJIi3UCy UM JIereHeBoi
eM00J1eKTOMil, OCKiTbKM 6e31eKy Ta eeKTUBHICTE TiKapchkoro 3aco0y Kcapento® y 1ux KIiHIYHUX
CUTyallisIX He BCTaHOBJIEHO.

CnuHHOMO3KOBA (emigypanbHa/clliHanbHa) aHecTe3isd ab0 MyHKITis

[Tpu HelpoakcianbHii aHecTe3il (emimypanbHiit/criHanbHiIN aHecTe3ii) a0 BUKOHaHHI
CIiHa/bHOI/eTmiiypanbHOl MyHKI1 iCHY€E PU3UK PO3BUTKY emifypasbHOl ab0 CIMHHOMO3KOBOI
reMaTOMH, 110 MOXKe IIPUBECTH 10 TPUBAJIOTO Y He0OOPOTHOTO Mapasivy, y NallieHTiB, sSKi
3aCTOCOBYIOTh @aHTUTPOMOOTHYHI 3ac00u [y MPOodiTakKTUKK TPOMOOEeMOOTiYHUX YCKIIafHEHb.

Pu3uK X yCKIafHeHb IMiIBUIIYETHCS IPU BUKOPHCTaHHI IIOCTIMHUX eMigypanbHUX KaTeTepiB abo
CYIyTHbOMY 3aCTOCYBaHHi JTiKapChKHUX, 1110 BIIJINBAIOTh Ha reMocTa3. TpaBMaTu4YHa ab0 IIOBTOPHA
emigypanbHa a0 CTMHHOMO3KOBA IMYHKIIil TAKOK MOXKYTh CIIPUSTH ITiIBUILIEHHIO PU3UKY BKAa3aHUX
yCKJafHeHb. [lalieHTr MOBHUHHI Tepe0yBaTH IIifl CIIOCTepeKeHHIM MJIsT BUSIBIEHHST 03HaK abo
CHMIITOMIB HEBPOJIOTIYHUX PO371afiB (HampuKiag oHiMiHHS abo BimuyTTs ci1abKOCTi y HOTax,
nuchyHKII KUIIeYHUKY abo cegoBoro Mixypa). IIpu BUsABIEHHI HEBPOJIOTiYHOTO AedinuTy HeoOXigHi
TepMiHOBA [IiaTHOCTUKA Ta MiKyBaHHS. JIikap ITOBUHEH OI[IHUTY MOTEHIINHY KOPUCTh i PU3UK Iepe[
IIPOBEEHHSIM TAaKOI'0 BTPYYaHHS Y MAIiEHTIB, SKi 3aCTOCOBYIOTh aHTUKOATYISIHTH ab0 TOTYIOThCS IO
3aCTOCYBaHHS @HTUKOATYISHTIB 3 METOI0 MPOoGinakTUKU TPOMOO3Y.

[71s 3HUKEHHS IOTEHI[INHOTO PU3UKY KPOBOTEUI acOLif0BaHOl i3 O0HOYACHUM 3aCTOCYBaHHAM
puBapokcabaHy Ta CIMHHOMO3KOBOIO (eIifypabHOI0/CIiHATBHOI0) aHeCcTe3ie ado MyHKITE0
HeoOximHO O6paTH 0 yBaru papMakoKiHETHUYHMM MPodins puBapokcabaHy. BcranoBneHHs abo
BUJTyUeHHS elligypasibHOro KateTepa abo moMOanbHOI MyHKITI HaliKpallle IPOBOAUTH, KON
OUiKy€eThCS ClnabKuil aHTUKOoATyIsALiiHul eeKT puBapokcabany (IuB. po3nin «dapMaKoKiHeTUYHI
BJIQCTHUBOCTI»).



EnmifmypanpHuii KateTep BUTydYaTH He paHille HiXK dyepe3 18 ronux micns npr3HayeHHS OCTAHHBOI
mo3u puBapokcabaHy. PuBapokcabaH He MpUUMATH MIPOTSITOM NEPIIUX 6 TOAWH MiCI BUIyYeHHS
enifypasibHOr 0 KaTeTepa.

Y Bumapiky TpaBMaTUYHOI IYHKIIii Mpu3HauyeHHS puBapokcabaHy BapTo BiKIaCTH Ha 24 TONUHHU.

PekoMeHpatii 111010 1o3yBaHHS JIiKapChKOT0 3ac00Y [0 Ta Iicas iHBa3WBHUX IMPOIEYD i XipypriyHoro
BTPYYAHHS (HIIWX, HiXK eHIONPOTE3YBAHHS KYJILIIIOBOTO YX KOJIiIHHOIO CYT106iB)

Y pasi HeoOxigHOCTI iHBa3UBHUX Ipouenyp abo XipypriyHux BTpy4aHb 3acTocyBaHHSA Kcapento® 10
MT CJIifj IPUNUHUTHU K MiHIMyM 3a 24 roOuHU [0 04YaTKy BTPYYaHHS, SKIIO Lle MOXKJIUBO, Ta Ha
OCHOBI KJIiHIYHOT 0 pillleHHd JliKapsd. AKIo npouenypy He MOXKHa BiAK/IACTH, C/Iif OLiHUTYU HasgBHICTh
MiJBUIIIEHOT 0 PU3UKY BUHUKHEHHS KPOBOTEYl i TEPMIHOBICTh BTPY4YaHHS.

3actocyBaHHs Kcapento® moTpiOHO BiIHOBUTH ITicIIst MPOBENEHHS iHBa3UBHOI Iporenypu abo
XipyprigyHoro BTpy4YaHHS TaK IIBUAKO, K TiIbKM AOCATHYTO afeKBaTHOT'O TeMOCTady, Ta SKII0
3aCTOCyBaHHS JIiIKapChKOT0 3ac00y 03BOJISE KITiHiUHA CUTYyallid B IIiJIOMY, 1[I0 BCTAHOBJIEHO JliKapeM
(muB. po3mgin «®apmMakOKiHETHKA»).

[TamiedT TiTHLOTO BiKY

Pu3WK PO3BUTKY KPOBOTEY 30iNbIIYETHCS 3 BiKOM (OUB. po3fin «PapMakoOKiHETHKA»).

[lepMaTOIOTiYHi peakiril

Cepi03Hi MKipHi peakiiii, BKIo4Yaouu cuaapoM CTiBeHCa-]I2KOHCOHA / TOKCUYHUM elifepMalbHUAM
HekpomidTa DRESS-curmpoM (peakiris Ha JTiKapchKui 3aci0 3 e03nHODITi€I0 Ta CHCTEMHUMU
CHMIITOMaMHM), y 3B’5I3KY i3 3aCTOCYBaHHSIM puBapoKcabaHy 3apeeCTPOBaHO Y MiClIsIpeecTpalliiHui
nepiopn (nuB. po3nin «I1obiyHi peakuii»). PU3UK 1IuX peakiliil y NallieHTiB, IMOBIpHO, € HAWBUILIUM Ha
TI0YaTKy Teparlii: mosiBa peakiiiit y 6inpuIocTi BUagKiB BigOyBanacs IPOTATOM IEPIIUX TUKHIB
nikyBaHHS. [Ipy nmepmux nNposBax TSAXKKUX IIKIPHUX BUCUIIIB (HaIpUKIIaf, reHepaisariis,
inTeHcudikailis Ta/abo yTBopeHHs myxupiB) abo mpu mosiBi OyAb-IKUX IHIIUX 03HAK TilMepyYyTIUBOCTI
y TMIOEOHAHH] 3 ypaKeHHSIM CJIM30B0Oi 000JIOHKY CJIifi MPUMMHUTH 3aCTOCYBaHHS pHBapoKcabaHy.

IHdopMaliisg Ipo JONOMiXKHI PeYOBUHU

Kcapento® micTuth 1akTo3y. [lalieHTaM 3 piAKiCHUMU CIafKOBUMHU 3aXBOPIOBAHHAMH, 1110
CYTIPOBOMIKYIOTbCSI HETIEPEHOCUMICTIO TajlakTo3H, AedilnruToM nakTasu Jlamnma ta MaababcopOIrieio
TJII0KO3U-TaJIakTO3H, He CIIiJ 3aCTOCOBYBATH Iei JIiKapChKuM 3acio.

Lew nmikapchKkuit 3acib MiCTUTh MeHIIe HiK 1 MMoJb HaTpito (23 Mr) B ofHi# TabneTIi, TOOTO
IIPAKTUYHO HE MICTUThL HATPIilO.

3acmocysaHHs y nepiod sazimHocmi abo 200y8aHHs 2py001o.

BaritHicts. EQekTuBHiCTH Ta Ge3meka mpu 3acTocyBaHHi Kcapento® BariTHUMHU XiHKaMu He
BUBYAaIaCH.

Pe3ynpTaty gocnigkeHb Ha TBapMHAX BKa3yIOTh Ha PEIPONYKTUBHY TOKCUYHICTE (OUB. PO3TiN
«PapMaKoIOoTiuHi B1aCTUBOCTI»). Yepe3 MOTEHIINHY PENPOAYKTUBHY TOKCUYHICTh, 3HAYHUMN PU3UK
KPOBOTeU Ta IPOXOAKEHHS pUBapoKkcabaHy yepes NialleHTapHUM 0ap’ep 3acTocyBaHHA KcapenTo®



y Iepiof BariTHOCTI IpOoTUIIOKa3aHe (OuB. po3ain «IIpoTunoka3anusa»).
2KiHKaM penpooyKTUBHOIO BiKy CIIiff YHUKATH BariTHOCTI IIifi 4ac JiKyBaHHS puBapokcabaHOM.

ComyBaHHS rpynnio. EdekTuBHICTL Ta Oe3meka Ipu 3acTocyBaHHi KcapenTo® XiHKaMu y 1epiof
rofyBaHHS I'PYAMAI0 He BUBYAIUCS. Y XOMi AOCTiAKeHb Ha TBapuHaX BCTaHOBJIEHO,11I0 puBapokcabaH
BUIINAETHCA 3 TPYAHUM MOJIOKOM. BinmosigHo, KcapenTo® mnpoTunoka3aHuy 40 3aCTOCYBaHHA Y
nepion romyBaHHS rpynaio (AuB. po3nin «IIpoTunoka3aHHs»). HeoOXifHO NPUUHSATY pillleHHS
CTOCOBHO IIPUNIMHEHHS TOAYBaHHS TPyAAi0 abo MpUIUHEHHS/yTPUMaHHS Bifl Tepartil.

®eptunsHicTe. CriellianbHi OOCTIXKEHHS 3 OLIHKY BIUIMBY pUBapoKcabaHy Ha GepTUIIBHICTh TIOOUHY
He MTPOBOJUIIKCD. Y X0fi moCimKeHHsT PepTUIbHOCTI caMIIiB i caMuIlb 1IypiB He 6yJI0 BUSBIEHO
JKOJHOT0 BIIUBY (OuB. po3min «®apMaKoJIOTiyHi BIaCTUBOCTI»).

30amHicmb eniueamu Ha weudKicme peakuyii npu KepysaHHi asmompaHcnopmom abo iHwumu
MexaHiamamu.

KcapenTo® mposiBisie He3HAYHUH BIIJIUB Ha 3[aTHICTh KEPYBATH aBTOTPAHCIOPTOM ab0 iHIIUMHU
MexaHi3aMamu. [ToBimomuisinu mpo moOiuHi peakiril, Taki K BUITafKKX CUHKOIAJIBHOTO CTaHy (YacToTa:
HedacTo) abo 3armaMopodYeHHs (YacToTa: 4acTo) (ouB. po3min «[1o6iuni peakirii»).

[TamieHTaM, y SKUX Bif3HaualoThCs MOOIYHI peakilil TaKOTo TUIY, He CIIifl KepyBaTu aBToMO0OineM abo
[IpaloBaTy 3 iHIIKUMHA MeXaHi3MaMu.

Cnoci6 3acmocyeaHHs1 ma do3u.

EOByBaHHH

ITpogpinakmuka seHo3Hoi mpomboemboii (BTE) y dopocaux navieHmia, aKum npogodssmso
onepamueHi BMpyyYaHHs 3 eHOoNpome3y8aHHA Ky/1bl0B8020 YU KOAiHHO20 cy2n00i8

PekomeH0oBaHa f1o3a cTaHOBUTHL 10 MTr puBapokcabaHy nepopanbHo 1 pa3 Ha moly. [lepiry mo3y ciif
npuiMaTy 4eped 6-10 roguH micig omnepaiiil 3a yMOBU €(eKTUBHOTO TeMOCTa3y.

TpuBaicTh IiKyBaHHS BU3HAYAETHCS 3aJIeKHO Bifj IHOUBIAyaIbHOTO PU3UKY MAlll€eHTa Ta TUIY
OPTOIIEAUYHOI0 OIIePATUBHOIO BTPYYaHHS.

[Ticnsa BTpy4YaHHS 3 MPUBOAY 3aMiHM KYJIBIIOBOTO Cyrio0a peKOMeHIoBaHa TPUBAJIICTh
JIIKyBaHHSI CTQHOBUTH 5 TUXKHIB.

[Ticns 3aMinu KoJiHHOTO CyTyio6a peKOMeHIoBaHa TPHUBAIICTh MiKyBaHHS CTAHOBUTH 2 TUXKHI.

Y Bumapky Iponycky npuiiomMy TableTKy MalieHTy Ciif npuiHaTi KcapenTo® HeraiHo i HaCTYIIHOTO
[HS IPOMOBXKUTH JTiKyBaHHS i3 mpuiiomoM 1 pas Ha mo0y, 5K i 4o MPOMYCKY MpuitoMy TabJIeTKH.

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

[IpoTsaarom nepuux 3 TUXKHIB A1 JIiKyBaHHA rocTporo TI'B 1 TEJIA pekoMeHOyeTbCSA NIPU3HAYaTH 110
1 tabnerui Kcapento® 15 Mr aBiui Ha go0y, micis woro - mo 20 mr Kcapento® 1 pas Ha moby ans



TPUBAJIOTO JIiKyBaHHS i npodinakTuku peuunusy TTB ta TEJIA.

KopoTKOCTPOKOBY Teparmiio (MpruHaiMHi IPOTAroM 3 MICAILIB) CJIif IpU3HayaTy O NamieHTis 3 TT'B
gy TEJIA 3a HasBHOCTi TUMYacoBUX (paKTOPiB PU3UKY (HAIIPUKIIa, HEellofaBHO IepeHeceHa onepallis
abo TpaBMa). [JOBroCTPOKOBY Tepallito citifg mpu3HavaTy s marieHTiB 3 TI'B a6o TEJIA, 1o He
IIOB’s13aHi 3 TUMYACOBUMHM (aKTopaMu pu3uKy, igiomatuynum TT'B yu TEJIA abo HasIBHICTIO
peuuauBiB TI'B uu TEJIA B aHaMHe3I.

Konu nmoka3sane momoBxkeHHs npodinaktuku perupusiB TI'B ab6o TEJIA (micns 3aBepiiieHHS Teparrii
TT'B i TEJIA TpuBamicTio IIfoHalMeHIIIe 6 MiCAIliB), peKOMeH0BaHa [103a CTaHOBUTh 10 MT oouH pa3
Ha go0y. [ maIfieHTiB 3 BUCOKUM pu3ukoM peuuguBy TI'B abo TEJIA, mamieHTiB i3 cymyTHIMU
3aXBOPIOBAHHSIMH, a TAKOXK [IJIS MAIliEHTIB, sKi neperecnu peuunuB TI'B yu TEJIA Ha ¢oHni
3acTocyBaHHsIiKapchkoro 3aco0y Kcapento® 10 Mr ogus pa3 Ha 100y 3 MeTOI0 TPodinakKTUKH,MOXKe
OyTHU OOIIIPHUM 3aCTOCYBaHHS JIiKapCchKoro 3acoby Kcapento® 20 mMr oguH pa3 Ha g006y.

TpuBamicTh NiKyBaHHS BU3HAYa€THCS IHAWBITyaIbHO MiC/ISI PETEIbHOL OLIHKY KOPUCTI Bif
3aCTOCYBaHHS Ta IMOTEHIIHOTO0 PU3UKY PO3BUTKY KPOBOTEY (OuB. po3min «Oco6auBOCTi
3aCTOCYBaHHS»).

[Tepion PexXxuM no3yBaHHS 3aranbHa Ho00Ba
mo3a
JIiKyBaHHA Ta 1-21 meHsn 15 Mr pBiui Ha mOOY 30 Mr
EEES;J;aBIi{;I:IFII{% { TEJIA 22 meHb i gami 20 Mr oguH pa3 Ha mo0y [20 mMr
[TpodinakTrKa [Ticnst 3aBepieHHs Teparii [10 Mr oguH pa3 Ha moby |10 mr
peuunuBiB TI'B i TEJIA [ITB i TEJIA TpuBamicTio 60 260 20 Mr
[IoHaiMeHIe 6 MiCsIiB 20 Mr ofivH pa3 Ha Ho0y

Y pagzi npomnycky mputiomy TabaeTKu Jikapcbkoro 3acoby Kcapento® 1o 15 Mr mig yac yikyBaHHS 110
15 Mr nikapcekoro 3aco0y aBidi Ha 0oOy (1-21 meHb) mallieHT MOBUHEH HEraHO IPUUHSATH TabJIeTKy
nikapcbKoro 3acoby Kcapento®, mob 3abe3neuntu npuiiom 30 mr Kcapento® Ha moby. Y msomy
BUITIQMIKy MOXKHA MIPUUAHITH OMHOYACHO 2 TabneTku mo 15 Mr. HacTymHOTo OHS CITif IPOJOBKUTH
3BUYANHUYU pexuM 1o 15 Mr aBidi Ha fo0y, SK peKOMEeHI0BaHO.

Y pa3si nponycky npuioMy Ta0JIeTKH I 4ac pekKuMYy JTiKyBaHHS OTHH pa3 Ha J00y
MaIli€HTY CJIi MPHHAHATH Ta0/IeTKY JTiKapchbKoro 3acody Kcapenro® HerauHo i
HACTYIHOTO THSI MIPOTOBXHUTH JIiIKyBaHHs i3 mpuioMoM 1 pa3 Ha moOy 3rigHo 3
PEeKOMEeHI0BaHHM M03yBaHHsIM. He cj1ig mpuiiMaTH MOABiHHY MO3y Y TOH CAaMHH
IeHb, 00 KOMIIEHCYBaTH NMPONYIIeHy Ta0JIeTKY.

Ilepexio 3 aumazonicmie eimaminy K na Kcapeamo®

Y namnienTis, ski npoxopsaTs nikyBaHHS TI'B, TEJIA Ta kUM IpPOBOASATH MPO(MiTaKTHUKY IX TOBTOPHOTO
BUHUKHEHHS, Tepallis aHTaronictamu Bitaminy K mMae 6yTu mpumrHeHa, a 3aCTOCYBaHHS JTiKapChKOT0
3acoby KcapenTo® criig mounHaTH NIpY OOCATHEeHHi moka3Huka MHB < 2,5.

[Ipu nepexofi nauieHTiB 3 aHTaroHicTiB BitamMiHy K Ha Kcapento® micnsa 3actocyBaHHS Kcapento®
3HaueHHd MHB MoxyTh OyTu xubHO mifBuilieHi. MHB He € BajligoBaHUM METOJOM [JIS OLiHKHU
AHTHUKOATyJITHTHOI aKTUBHOCTI KcapenTo®, ToMy #10T0 He CIifil BUKOPUCTOBYBaTH (OUB. PO3Min



«B3aeMopmist 3 iHIMMMY JTiKapChbKUMHU 3ac00aMu Ta iHIII BUAY B3AEMOIiii»).

ITepexio 3 Kcapeamo® Ha anmazoHicmu eimaminy K

IcHy€e MOXTIHBICTh HEIOCTATHLOI @aHTUKOATYIALIL IPOTATOM Iepiony nepexony 3 Kcapento® Ha
aHtaroHict BiTaMiny K. Tak camo, §K i mmig 9ac 0yap-9KOT0 Iepexony Ha aJlbTepHAaTUBHUMN
AQHTHKOATYJISIHT, Y IIbOMY BUIIaKy Mae OyTu 3abe3nedyeHa Oe3mepepBHa afieKBaTHA aHTUKOATYIISIIiS.
Heo0OxifmHO maM’iTaTH Ipo Te, 110 Ha TIi 3acTocyBaHHs KcapenTo® MOXyTh BU3HAUYaTUCSA XUOHO
migBunieHi 3HaueHHss MHB.

Y pasi nepexony i3 Kcapento® Ha aHTaroHicT BiTaminy K OCTaHHIM MOYMHAIOTH IPUUMATHU
opHo4acHO 3 KcapenTo®, nomnoku noka3uuk MHB He Gyne cTaHOBUTH = 2.

YIpomoBxXK ImepiIux OBOX AHIB Iepiofy Iepexony MOoXKHa 3aCTOCOBYBaTH CTaHOAPTHE J03yBaHHS
a"Taronicra Bitaminy K. Hagani no3yBaHHs aHTaroHicta BitTaMiHy K KOpUTYETHCS 3aJI€2KHO Bif
3HayeHHs1 MHB.

[Toku mallieHT ogHOYaCHO 3aCTOCOBYE Jlikapchkul 3aci6 Kcapento® Ta aHTaroxict Bitaminy K, MHB
CJIifl BU3HAYaTH He paHille HiXk yepe3 24 TOOUHU IiCIIs MPUKXOMY OCTaHHBOI no3u Kcapento® (mepen
IpUKOMOM HacTynHOi fo3u Kcapento®). [icna npunuHeHHs 3acTocyBaHHg KcapenTo® MHB MoxXHa
IOCTOBIPHO BU3HAYaTH IIOHAWMEHIIEe Yepe3 24 TOOWHU MiCNIs IPUKAOMY OCTaHHBOI 103U Kcapento®
(muB. po3minu «B3aemopis 3 iHIIMMY JTiIKapCHKUMH 3aco0aMu Ta iHIIT BUOU B3a€MOIl»,
«®apMaKOIOTiYHi BIaCTHUBOCTI»).

Ilepexiod 3 napenmepaabHux aumukoazyisinimie Ha Kcapeamo®

[TamienTam, gKi OTPUMYIOTh IIapEHTEepasbHi aHTUKOAryJISIHTY, 3aCTOoCyBaHHs KcapenTto® crif
po3nouuHaTH 3a 0-2 rOAMHU 00 MOMEHTY HaCTYIIHOTO I1JIAaHOBOTO BBEJEHHS ITapeHTEePaIbHOT 0
JIiIKapChKOT0 3aco0y (HampuKiaa HU3bKOMOJIEKYISPHOTO relapruHy) abo Y MOMEHT IIPUITUHEHH S
3aCTOCYBaHHS JTiKapChKOro 3acoby [jist MOCTIHOTr0 MapeHTePaIbHOT0 BBEEHHS (HalpuKias
He(PakKIiOHOBAHOTO TelaprHy OIS BHYTPIIIHBOBEHHOT'O BBEIEHHS).

Ilepexio 3 Kcapeamo® Ha napeHmepaabHi aHmukKoaz2yasiHmu

[epmy go3y mapeHTepaabHOT0 aHTUKOATYISHTY BBECTH Y TOU 4dac, Konu ciif 6yno 6 3acToCOByBaTH
HacTyInHy fo3y Kcapento®.

Oco06muBi KaTeropii maItieHxTiB
ITauieHmu 3 nopyweHHAM PYHKUiIl HUPOK

HasBHi 06MexkeHi KTiHiYHiI faHi y maIlieHTiB 3 HUPKOBOIO HEIOCTATHICTIO TSXKKOTO CTYIEHs (KJTipeHc
KpeaTuHiny 15-29 Mi1/xB) BKa3yIOTh Ha 3HaYHe IMiIBUIIEHHS KOHIIEHTpallii puBapokcabaHy y Ima3mi
KpOBi. 3BaxkalouyH Ha Ile, IPY JIiKyBaHHI MallieHTiB ITi€el KaTeropil nikapchkuii 3aci6 Kcapento® crin
3aCTOCOBYyBaTH 3 00epexkHicTI0. He peKOMEHIyeThCA 3aCTOCYBaHHS JiIKapChKOro 3aco0y mallieHTaMm 3
KJIipeHCOM KpeaTHHiHy MeHIe 15 mi/xB (quB. po3minu «OcobIuBOCTI 3aCTOCYBaHHSI» 1
«PapMaKOKiHETHUKA»).

Insg npodinaktuku BTE y gopocnux nauieHTiB, SKUM IIPOBOLATEL OllePaTHBHI BTPY4YaHHS 3



€HJ0NIPOTe3yBaHHS KyJIbIIIOBOT'0 YK KOIIHHOTO CyI100iB: IPU IpU3HauYeHHI XBOPUM 3 HUPKOBOIO
HEeIOoCTaTHICTIO Jlerkoro (knipeHc KpeaTuniny 50-80 mi/xB) abo cepemHbOTO (KJTipEHC KPeaTUHIHY
30-49 Mi1/XB) CTyIEHS TSIKKOCTI KOPEKIis 103K He MoTpibHa (quB. po3min «PapMaKoKiHETHKA»).

Ona nikysanus TT'B, TEJIA ta npodinaktuku noBTopHoro BunukHeHHd TI'B Ta TEJIA: npu
IpHM3Ha4YeHHi MMallieHTaM 3 HUPKOBOI HEJOCTATHICTIO JIErKoro (KiipeHc KpeaTuHiHy 50-80 Mi1/XB)
CTyTIeHS TSXKKOCTi KOPEKIIisl 403U He NoTpibHa (muB. po3min «dapMaKoKiHETUKa»).

[TanieHT 3 HUPKOBOIO HEOCTATHICTIO cCepemHbOro (KimipeHc kpeatuniny 30-49 m/xB) ab0 TSIXKKOTO
(kmipeHC KpeaTuHiHY 15-29 MI/XB) CTyIeHA: IPOTATOM MEPLINX 3 TUKHIB IIOBUHHI OTPUMYBaTHU
nmikapcbkul 3acid Kcapento® mo 15 Mr gBiui Ha o0y. Hapmani, mpu pekoMeHmoBaHi# f03i 20 Mr oiuH
pas Ha [o0y, CHifl pO3TNIHYTH 3HUKEHHS 703U 3 20 Mr 1o 15 Mr oguH pa3 Ha fo0y,sIKII0 OLiHeHU!
PU3UK KpOBOTeUi nepeBulllye pu3uk penunusy TI'B ta TEJIA. PekomeHpanis o040 3acTocyBaHHs 15
MT TDYHTY€ETBCS Ha (hapMaKOKiHEeTUYHOMY MOZEJII0BaHHi 1 He HOCigXKyBaslach y KJIIHIYHIX YMOBax
(muB. po3minu «Oco6auBOCTI 3acTOCyBaHHS», «®apMakoguHaMika» i «®PapMaKOKiHETHKA»).

fKI0 peKoMeHIoBaHa 03a CTAaHOBUTH 10 MT offuH pa3 Ha mo0y, KOPeKIIis 103K He MoTpibHa.
ITauieHmu 3 nopyweHHAM (PYHKUil neyiHKu

Kcapento® mpoTunoka3aHuy MallieHTaM i3 3aXBOPIOBAHHSIMU IIEYiHKH, [0 aCOIIiIOI0THCS 3
KOAryJIoIaTi€lo, sKa MPU3BOAUTE A0 KIIiHIYHO 3HAYYIIOr0 PU3UKY KPOBOTEYi, B TOMY YKCJIi XBOPUM Ha
1upo3 nevinky Knacy B ta C 3a knacudikariieio Yaunga-I1'1o (nuB. po3pinu «IIpoTunoka3aHHsa» Ta
«®apMaKOKiHETHKa»).

ITauieHmu AimHb020 BIKY

Kopekriisi no3u He moTpiOHa (OuB. po3nin «®apMaKOKiHETHKA»).
Maca mina

Kopekiiisg no3u He noTpibHa (quB. po3nin «®apMaKoKiHeTUKa»).
Cmampb

Kopexkiiis no3u He nmoTpidHa (quB. po3nin «®apMaKoOKiHeTUKA»).
Cnocib 3acTocyBaHHS

[l1s1 mepopasibHOTO 3aCTOCYBaHHS.

Jlixapcokuit 3aci6 Kcapento®, 10 Mr, MoXHa IpUiMaTH He3aJleXHO Biff BXXUBAHHS 1XKi (OUB. pO3inu
«B3aeMopmis 3 iHIMMMH JTiKapChbKUMHK 3aC00aMHM Ta iHIII BUOM B3aeMOfii» Ta «DapMaKOKiHEeTHKA»).

IToOpibHeHHA mabaemku

Ins malfieHTiB, SKi He MalOTh 3MOTH ITPOKOBTHYTH Liny TableTKy, ii MOXKHa MOAPIOHUTH Ta 3MilaTH 3
BOJ010 abo i3Kero M'IK0I KOHCUCTEHIIi], TaKo10 SK si0/1yuHe miope, 6e31n0cepenHbo epes IpuioMoM
IIePOPAJIbHO.

[MTonpibHeHi TabneTKX MOXKHa BBOIUTHU Yepe3 IMITYHKOBUM 30H[ (IUB. po3ainu «dapMakoKiHeTUKa» Ta
«Oco01uBi 3axomu Oe3IeKn>).



Himu.

Beamneka Ta e(eKTUBHICTh 3aCTOCYBaHHS JTikapchKoro 3acody Kcapento®, TabneToK, BKPUTUX
JIiBKOBOIO 000710HKO10, 10 10 Mr, miTsim (BikoM mo 18 pokiB) He BcTaHOBNEHI. [laHi momo 1iel
KaTeropil BifcyTHi. ToMy He PeKOMEHIYETLCS 3aCTOCYBaHHS JliKapCchKoro 3acoby Kcapento®,
TabJIeTOK, BKPUTHUX IITIBKOBOIO 000710HKOI0, 110 10 MT, miTsam (BikoM mo 18 pokis).

Ilepedo3yeanHs.

3adikcoBaHO PifKiCcHI Bullagku nepeno3yBanHsg 0o 1960 Mr. Y pasi nepemo3yBaHHA Ialli€HTa CIIif
PEeTenbHO OTJITHYTH 100 TAKWX YCKIIaHEHD, SK KpoBoTeda abo i mobiuHi peakii (IUB. HUKYE
«JIikyBaHHS KpOBOTEeY»). YHaCTiIOK 00MexkeHO01 aOcopOilil pu BBeOeHHi JTiKapCchKoro 3acoby y mo3ax,
1110 3HAYHO ITePEeBUIIYIOTh TepaneBTu4Hi (50 Mr abo Bullle), 04iKyeThCsl eeKT HacudeHHS 0e3
IIOMAJIBIIOr0 3POCTAHHS CePefHbOr0 PiBHA Y IIJIa3Mi KPOBi.

HasBHuii cnenudiyanil HeMTpanisyiouyui 3acid (aHgekcaHeT anbda), SKUM IPOTUTIiE
dbapmakosorivHuM edeKTaM puBapokcabdaHy (OuUB. KOPOTKY XapaKTEPUCTHKY MperapaTy aHgeKcaHeT
anbda). [Ipu nepeno3yBaHHi TiKapCchbKOro 3acoby Oj1si 3MeHIIeHHsS BCMOKTYBaHHS pUBapokcabaHy
MOXKHa 3aCTOCOBYBaTHU aKTHBOBaHe BYTisJ.

JIiKyBaHHS KPOBOTEY

[Tpy BUHMKHEHHi YyCKIagHEeHb Y BUTJISAMI KPOBOTEYI CITifl BiIK/IaCTH BBEOEHHS HACTYIIHOI 03U
puBapokcabaHy a00 MPUIMHUTY JiKyBaHHS, 3aJIe3KHO Bif cuTyarii. [lepion HamiBBUBEOEeHHS
puBapokcabaHy CTAaHOBUTH MpuUOIN3HO 5-13 rogux (OuB. po3min «®apMaKoIoTiyHi BIaCTUBOCTI»).
JIikyBaHHS CIlif IpU3HAYaTH iHAUBiAyanbHO, 3a1e2KHO Bif iHTEHCUBHOCTI Ta JIoKasi3allil KpoBoredi. ¥
pasi moTpebu ciif MpoBeCcTH HajleXKHe CUMIITOMATHYHe JTiKyBaHHS, HAallpUKJIa[l MeXaHiuHy
KOMIIPECiIo IpU IHTEHCUBHIN KPOBOTEUI 3 HOCA, XIpypridyHUY reMocTa3 3 IpolegypaMyu KOHTPOJI0
KPOBOTEUYi, BiTHOBJIEHHS BOOHO-€JIEKTPOJIITHOTO OaaHCy Ta reMOAUHAMIUHY HiATPUMKY,
TIepenuBaHHS KPOBi (EpUTPOIMTapHOI Macu abo CBiK03aMOPOXKEHOI IIJ1a3MHU, B 3a/Ie3KHOCTI Bif] CTaHy,
110 BUHKK: aHEeMisd 49U Koarynomnatisi) abo TpoMOOIUTiB.

FAK110 miciag 3aCTOCYBaHHSA 3a3HaYE€HUX BHUILE 3aX0MiB KPOBOTEYa He NIPUIIMHUIIACS, CIIi PO3T/IAHYTH
MOXKJIMBICTb 3aCTOCYBaHHS clielupivHOTo HelTpatidyouoro 3acoly (aHmeKcaHeTy anbda), iHridiTopa
daxTopa Xa, AKUM NPOTULIE hapMaKoJOTiYHUM edeKTaM puBapokcabaHy, abompoKoaryISHTHUX
JiKapCchbKUX 3aco0iB, TaKUX K KOHIIEHTpAT npoTpoMbiHoBoro Kommekcy (PCC), KoHIleHTpaT
aKTUBOBaHOT0 mpoTpoMOiHOBOTO KoMIekcy (APCC) a6o pekomOinanTHu# dakrop Vila (r-FVIIa).
[TpoTe moCBif 3aCTOCYBaHHS IIUXTiKaPChKUX 3aC00iB IIpu epeno3yBaHHiI puBapokcabaHy
oOMexeHuM. PekoMeHpallil Takoxk 6a3yl0ThCsl Ha 00MeKeHUX HeKTiHiuHuX maHuX. Kopekiis qo3u
pekombiHaHTHOTO ¢akTopa VIla Ma€ 3MiliCHIOBATHUCS Ta TUTPYBaHHS ITOBUHHO ITPOBOIUTUCS 3aJI€3KHO
Bifj CTyIIeHsI KOHTPOJIIO Hafl KPOBOTeYe. Y BUNAAKy MAaCUBHUX KPOBOTEY CJIifi PO3TJISHYTU NUTAHHSA
OO0 KOHCYJIbTAllil TeMaToJIora, 3a/IeXKHO0 Bifl cuTyailil (IuB. po3min «®apMaKoJIOTiyHi BMacTUBOCTI»).

[Tporaminy cynbdart i BiTamin K He TOBUHHI BIJIMBAaTH Ha aHTUKOATyJISHTHY aKTUBHICTh
puBapokcabany. HasiBHUY 00MeKeHUH IOCBiMl 3aCTOCYBaHHS TPaHEKCaMOBOI KUCJIOTH Ta BiICyTHil
[OCBiO 3aCTOCYBaHHS aMiHOKAIPOHOBOL KMCJIOTH 1 aTPOTHUHIHY Yy MAIli€HTIB, SKi OTPUMYOTh
puBapokcabaH. HaykoBoro o6rpyHTyBaHHS HOIIBHOCTI ab0 MOCBiMY 3aCTOCYBaHHS CHCTEMHOTO
reMOCTaTUYHOr0 JIIKapChKOTO 3aC00y NeCMOIIPECUHY [l yCYHEHHS CUMIITOMIB Ilepefo3yBaHHs
puBapokcabaHy HeMae€. 3 OTJIAy Ha BUCOKe 3B’3yBaHHA 3 OiKaMu IJIa3MU KPOBi OUiKYyETHCS, 110
puBapokcalbaH He BUBOLUTHCS 3 OPTraHi3My IIJISXOM Aiani3y.



ITo6iuni peakuii.
Beamneky puBapokcabaHy orfiHoBanu y xomi 13 kmouoBux mociimxkenb (asu III (qus. Tabmuiro 7).

3aranoM 69608 mopocnux MallieHTiB y [eB’STHaAIATH OochimxkeHHsax ¢ha3u III Ta 488 nemiaTpuyHux

NalieHTiB y ABOX JocmimxkeHHIX ¢a3u Il Ta gox mocnimxeHHaX (a3u Il 3a3Hanu BIIUBY

puBapokcabany.

Tabnuis 7. KinbkicTh malli€eHTiB, sSiKi Opanu y4acTh y JOCTiOXXeHHi, 3araibHa qo6oBa o3a Ta

MaKCHUMaJbHa TPUBAICTh JIIKyBaHHS OOPOC/INX Ta NefiaTPUYHUX MAalli€HTiB y JochigkeHHaX ¢a3u III.

[Toka3aHHS KinekicTh 3aranbHa moOoBa Ho3a MaxkcuMaJjibHa
MMallieHTiB* TPUBAJICTD
JTiIKyBaHHSA
[TonmepemXeHHS BEHO3HOI 6 097 10 mr 39 nHiB
TpoMmbGoeMmOorii (BTE) y mopocnux
MAli€HTiB, IKUM 30iHCHIOETHCS
[JTaHOBE OIlepaTUBHE BTPyYaHHS 3
EeHIIOIIPOTe3yBaHHS KyJIbIIOBOTO abo
KOJIIHHOTO CyTr106iB
[Tpodinaktuka BTE y coMmaTrunmX 3 997 10 mr 39 nHiB
XBOPUX
JlikyBaHHS TpoM0O03y rmuboKux BeH  |6790 enp 1-21: 30 Mr 21 micsip
(TT'B), TpomboeMOortii TereHeBoi Ilens 22 i Hapami: 20 Mr
aprepii (TEJIA) Ta npodinakTuka [Ticna moHavMeHIIe 6
PeLUnBIB MicaiiB: 10 Mr a6o 20 Mr
UlikyBaHHS BTE Ta nmpodinakTuka 329 [To3a, ckopuroBaHa 3a 12 micsiB
peuunvsiB BTE y HOBOHApOXXEHUX Ta MaCOI0 Tifna, OJis
miTel (BikoM 1o 18 pokiB) micns MOCSITHEHHS Takol X
MO4aTKy CTaHAAPTHOI eKCITO3UIlil, K i y
QHTUKOATYJISTHTHOI Teparil MOPOCTUX, SIKi OTPUMYyBaIN
20 Mr puBapokcabaHy oguH
pa3 Ha [geHb AJ1s JTiKyBaHHSI
TTB
[TonmepenkeHHs iHCYIBbTY Ta CUCTeMHOI|7 750 20 mr 41 Micamb
eM00J1ii y TmaIieHTiB 3 HeKJTallaHHOI0
(hiOpumsITieto mepeacepnb
[TomepenxkeHHst aTepoTpoMboTryHUX (10 225 5 mr a6o 10 mr BigmosigHo, 31 MicsIb
sIBULL y nauieHTiB micns ['KC ogHouyacHo 3 ACK a6o 3
ACK Ta kmomigorpenem a6o
TUKJIOMIANHOM
[TpodinakTruka arepoTpomboTuunux [18244 5 mr ogHo4acHo 3 ACK a6o |47 micsiiiB
ssBull y manieHTiB 3 [XC/3ITA 10 mr
3256%* 5 mr ogHodacHo 3 ACK 472 micsai

* TlamieHTH, IKi oTpuManu NpuHauMHi 1 o3y puBapokcabaHy.

** 3 mociimxenus VOYAGER PAD.




Haituacrilme y nalfi€eHTiB, SKi OTpUMyBaau puBapokcadaH, TOBiIOMIISIN NIPO TakKi Big3HaueHi noliyHi
peaxtii sk KpoBoTedi (muB. po3min «Oco6IUBOCTI 3aCTOCYBaHHSI» Ta HaBeOEeHUHM HUKYE MiIMyHKT
«IH(MopMallis CTOCOBHO OKpeMux Mo0iYHuX peakmiit»). HaftyacTimumu Oyny MOBifOMIIEHHS IIPO
HOCOBI KpoBoTedi (4,5%) Ta KpOBOTeYi IIJIYHKOBO-KUIIKOBOTO TPAKTY (3,8%).

Ta6muus 8. YacToTa po3BUTKY KPOBOTeY* Ta aHeMil y HaIliEHTIB, sIKi OTpUMYyBaid puBapokcadaH
IIPOTATOM 3aBepIleHuX pociigxkeHs III ¢pa3u 3a ygacTio JOPOCIUX Ta MegiaTPUYHUX Malli€HTiB

[loka3aHHs bynp-sika KpoBOTEUYA AHeMis
[TpodinakTrka BeHO3HOI TpoMboeMOboriii (BTE) y [6,8 % matieHTiB 5,9 % marlieHTiB
MOPOCINUX TAIli€HTiB, SKUM MPOBOIATh
OIlepaTHBHI BTPY4YaHHSA 3 €HIOIPOTe3yBaHHSI
KYJIBIIIOBOTO YU KOJIIHHOTO CYTJI00iB

[TpodinakTrKa BeHO3HOI TpoMboeMOortii y 12,6 % marieHTiB 2,1 % marieHTiB
COMaTUYHUX Ialli€HTIB

JlikyBanust TI'B, TEJIA i mpodinakTruka 23 % mallieHTiB 1,6 % matieHTiB
PELUIUBY

JlikyBanHs1 BTE Ta npodinakTuka penuauBiB 39,5 % mallieHTiB 4,6 % malieHTiB

BTE y HOBOHapOAKeHUX Ta fiTeu (BikoM 10 18
POKIB) IiC/Isl MOYaTKy CTaHOAPTHOL
QHTHUKOATy/ISHTHOI Tepatil

[TpodinakTrKa iHCYIbTY Ta cucTeMHoi em6omii y [28 Ha 100 mamienTo- 2,5 Ha 100 marmiesTo-
MOPOCIUX MAIli€eHTiB i3 HEeKIalaHHOI0 POKiB POKiB
hibpumnsItieto nmepeacepab
[TpodinakTrKa aTepOTPOMOOTHYHUX SBHUII] Y 22 Ha 100 marnieHTo- 1,4 #Ha 100 naieHTo-
NOPOCIUX MAL€HTIB IiC/IA IIePEeHEeCEHOT 0 POKiB POKiB
rocTporo KopoHapHoro cuaapomy (I'’KC)
[IpodinakTrKa aTepOTPOMOOTUYHUX SBULL Y 6,7 va 100 namieHTo- 0,15 na 100 mamieHTO-
nanieHTis 3 IXC/3IIA POKiB POKiB**
8,38 Ha 100 mamiento- [0,74 #a 100 mariedTo-
pokis” POKiB*¥**+*

* [I4 BCixX mocyifgKeHb pruBapokcabaHy BCi SBUIa KPOBOTEeY 3i0paHi, BifpemopToBaHi Ta PO3TISIHYTI.

** Y nmocnipxenHi COMPASS ugacTtoTa aHeMii Oyna HU3bKOIO IPU BUKOPHCTaHHiI BUOIpKOBOTO MigX0my
no 300py MOOIYHUX SIBUIIL.

*+* ByB 3acTocoBaHUM BUOIpKOBUH MiAxiA go 300py iHpopMarii npo HebaxkaHi SBUIIIA.

# 3 nocmimkenns VOYAGER PAD.

Huxue y Tabmulli 9 HaBeleHO YaCTOTY MOGIYHUX peakilili, 1110 BUHUKAJY IIPX 3aCTOCYBaHHI
nikapcbKoro 3aco6y Kcapento® y gopocnux Ta nefiaTpUyHUX MalieHTiB. [To6iuHi peakii
y3arajbHeHi Ta omucaHi 3 BUKOPUCTAHHSAM Kiacudikariil cucrem opradis (MedDRA). V Mexax
KOXKHOI Ipymnu no6iuHi peakiiil IpefcTaBieH] y TOPSIAKY 3MEHIIEHHS X TSIKKOCTI.

YacTtoTa no0iyHUX peakiliii BU3HAYAEThCS TAKMM YMHOM: OyxKe dacTo (= 1/10); gacTto (= 1/100 -
< 1/10); megacto (= 1/1000 - < 1/100); mooguHoKi (= 1/10000 - <1/1000); myxe pigko (< 1/10000);
YacToTa HeBigoMa (He Moxe OyTH BCTaHOBJIEHA 3a HASIBHUMU JAaHUMU).



Tabmuig 9. Yci mobiuHi peakuii, BigMideHi y TOPOCTIUX MAI[iEHTIB MiCd II0YaTKY JiKyBaHHS B XOM1
nocrmimxkens pa3u 111 abo y micnsipeectpaliitHoMy nepiofi* Ta y negiaTpuyHUX Nalli€HTIB ¥ ABOX
pnocripxkeHHAX ¢a3u Il Ta gBox gocnigkeHHAX ¢daszu Il

YacTo [Heuacro [Moonumoki I0y=xe pinko [Yacrora Hesimoma

[TopyweHHs 3 6OKY KPOBOHOCHOI ma aimpamuuHoi cucmem

AHeMis (BKmouarouu [['poMOOIMTO3 (BKITOYAIOYH

BiOIIOBigHIL 30i/IbIIeHHS KiTbKOCTI
TabopaTopHi TPOMOOIMTIB)", TPOMBOLUTOIEHis
TapaMeTpn)
ITopyuweHHs 3 60Ky iMyHHOI cucmemu
AnepriyHa peakiiisi, anepriuyuui AnadinakTuyHi
[MepMaTUT, aHTi0HEBPOTAYHUYI peaxliii, BK/Ioyaiu
Ta anepriuaui HaOpsK aHabiTaKTHIHUN
10K
Po3sadu 3 60Ky Hepeosoi cucmemu
3amaMoOpoYeHHS, MO3KOBI Ta BHYTPIIIHbOYEPEIHI
T0JIOBHUY Ginb KPOBOBUJIMBY, CUHKOIIAIbHUN
CcTaH
[TopyweHHs 3 BOKY opeaHie 30py
O4HM KPOBOBUJIUB
(BK/II0YAIOUM
KDOBOBUJIUB Y
KOH IOHKTHBY)
Cepuesi nopyweHHA
[Taxikappis | | |
CYOUHHI NOPYWeHHA
ApTepianbHa
rirmoTeH3ist, reMaToMa
PecnipamopHi po3iadu, namoozisi cepe0oCMiHHA ma 2pyoHoi KaAimuHu
HocoBa KpoBoTeya, Eo3uHodinbHa
KPOBOXapKaHHS TTHEBMOHIS
Po31a0u 3 60Ky WAYHKOBO-KUWKOB020 MPAKMy
KpoBoTedi 3 siceH, CyxicTb y poTi
[ITyHKOBO-KUIIKOB1
KPOBOTEYI
(BKITIOUAQIOYH
[PEKTaIbHY

KpoBOTeuy), 6intb y
[Ty HKOBO-KUIITKOBOMY]
TPaKTi Ta XKUBOTI,
MUCIIencis, HynoTa,
samop”, miapes,

GmoBaHHT"
"enamobiniapHi NOpyWeHHs
[TigBUIIEHHS PiBHSA [TeuiHKOBa HEOOCTATHICTh, PKOBTSIHUIIS,
TpaHCaMiHa3 MigBUIEHHS PiBHA OimipyOiHy, |migBHILEHHS PiBHS
MTigBUIEHHS PiBHS JTYKHOI [KOH'10TOBAaHOTI'0
(bocdarasu kposi®, migsumenss |0inipy6iny (3 abo
PiBHS raMMa-TIyTaMilnTpaHC- 6e3 0HOYaCHOTO
bepasu (ITT)* MigBUIIEHHS PiBHS
IAJIT), xonecras,
TeIIaTUT
(BKITIOYAIOYH
TeraToleNosIpHe
VIIKOJKEeHHS)

Po31adu 3 60Ky WKipu i niOwkKipHOi MKAHUHU




CBepbix (BKIIOYAIOYU

Kponus’'sHKa

Cunppom CTiBeHca-

[He4yacTi BUMIAOKA [:x0HCOHa/
reHepai30BaHOTO0 TOKCHYHMH
cBEPOEXKY), emigepManIbHAN
BUCHUIIaHHS, EKXIMO3, Hekponi3, DRESS-
MKipHUY Ta CUHIPOM
TiIIKIpHUT

KPOBOBUJTUBU

[TopywieHHs 3 BOKY ONOPHO-PYX08020 anapamy, CnoAY4Hoi i Kicmkogoi mKaHuHU

Binb y xinmiskax *

['eMapTpo3

KpOBOBUIUBY Y
M'A31

BHACJIIJOK KPOBOTEYI

KomIapT-MeHT-CUHIPOM

P031adu 3 60Ky HUPOK

i ceyosugioHUX WsXie

YporeHiTanbHi
KPOBOTEYI
(BKJTIOUAIOYH
reMaTypito i
IMenopario®), Hupkosa
HeqoCTaTHICTD
(BK/II0YAIOUM
TiBUILIEHHS PiBHSA
KpeaTUHIHY B KPOBI,
TiIBUILIEHHS PiBHS
CEYOBHHHU B KPOBI)

HupkoBa HefocTaT-
HiCTB/ TOCTPa HUPKOBA
HegoCTaT-HiCThb
BHACJIiZOK KPOBOTEYi,
1110 CIIPUYHUHUIIA
rinonepdy-3ito,
TTOIITKOKEH-HS HUPOK,
acolriioBaHe i3
3aCTOCYBaH-HIM aHTHU-
KoaryisiHTa

CucmeMmHi nopywleHHs ma CmaHu, noe’s3aHi 3 Micuem 3acmoCy8aHHA AiKAPCbKO20 3acoby

Capsuka®,
mepubepuIHmit
HaOpPSK, 3araibHe
TOTipIIEeHHS
CAaMOTIOYYTTS Ta
RHUKEHHSI aKTUBHOCTI
(BKJII0YAIOUM
BTOMJIIOBAHICTh Ta
ACTeHil)

[Torane caMono4yTTs

(BKII09al04YU He3OyKaHHA)

JTokamizoBaHu
HaGpsk*

Pe3ybmamu aHanisia

[TigBUIIIEHHS PiBHSA

makTaTmerimpo-rexasu (JIOT)*,
MifBUINEHHS PiBHSA minasu®,
MiBUIIEHHS PiBHSA aminazu®

Tpasmu, ompyeHHA, npouedypHi YCKAAOHEeHHS

[TocTnponenypHa
KPOBOTEYA
(BKJTIOYAIOYH
micrsoneparingy
AHEMiI0 Ta KPOBOTEYY
3 paH), CUHI],

cekperis 3 panu”

CynuHHa TICeBHO-
aneBpu3Ma’

* Bin3HaueHo y xofi npodinaktuku BTE y mopocnux maifi€HTiB, SKUM IPOBOAUIIM IIJIAHOBY OTIEpallilo
3 eHJ0NIPOTE3yBaHHS KYJIbIIOBOT0 ab0 KOMiHHOTO CyTrio0iB.

B Bipsnauewi B xogi nikyBaHHs TT'B, TEJIA Ta npodinakTHUKY 1X peIUANBIB SIK AyXKe 4acCTi y XKiHOK

MOJIOfIIIE 55 POKiB.

¢ BusHauanucs K HeyacTi IpH IpoBefeHHi MPodiTakKTUKI aTepoTPOMOOTHYHYX SBUII Y TIAIi€HTIB,
sKi nepeHecnu ['KC (micnst 4epe3mKipHOro BTPy4YaHHS).

* ByJ0 3aCTOCOBAHO 3a3fajierifb BU3HaueHu# BuOipKoBUH minxim no 30opy iHGopMarii npo mobiuni
peaxtii B okpeMux gocrnigkeHHaxX ¢as3u III. YacTora nobiyHUX peakiliii He 30i/bIINAINCE Ta He 6yI10
inenTH(iKOBaHO HOBUX MOOIYHUX peakKlliil Mic/s aHasi3y X OOCITigKeHb.



IHbopMallisi CTOCOBHO OKPEMUX MOGIYHUX peakiiit

3 ornsiny Ha apMaKOJIOTiYHMM MeXaHi3M [iii puBapokcabaHy, 3acTocyBaHHS KcapenTo® Moxke
CYIIPOBOIKYBATHCS MiIBUINIEHHSM PU3UKY BUHUKHEHHS BHYTPIlIHBOI ab0 BiZKPUTOI KPOBOTEYi ¥ OyIb-
KX TKaHWHaX Ta OpraHax, 110 MOXe IMPU3BOAUTH OO IMOCTTreMopariunol aneMii. O3HaKu, CUMIITOMU
Ta CTYIiHb TIXKKOCTi (BKJII0OYAIOYX MOXKJIMBUM JI€TaIbHUM HACITIIOK) BiIPi3HAIOTHCS 3a/IeKHO Bif
JI0Kasi3allii Ta BUpaxkeHOCTi KpoBoTedi Ta/abo aHeMii (muB. po3nin «Ilepemo3yBanHs. JIikyBaHHS
KPOBOTEY»). Y XOMi KITIHIYHUX JOCTiAXKeHb KPOBOTEYi 31 CTM30BUX 0007I0HOK (HampuKiIag HOCOBI
KPOBOTEYi, KPOBOTEUI 3 ICEH, IIIYHKOBO-KHUIITKOBI KDOBOTEYi, KDOBOTEUI 3 OpPraHiB ce40CTaTEBOI
CHCTeMH, BKJTIOUAI0YH aHOMaJIbHY BariHaJIbHY KPOBOTEUY a00 ITOCUTIEHHS MEHCTPYaIbHOI KPOBOTEUI)
Ta aHeMisl 3yCTpiyanuch YacTillle IIpU JOBrOTPUBAJIOMY JTiKyBaHHI pruBapokcabaHOM, HiX Ipu
JIIKyBaHHI aHTaroHictaMu BiTaMiny K. 3Bakarouu Ha Lie, OKPIM HaJIEZKHOTO KJIIHIYHOT O
CIIOCTEPEeXkKEHHS, V BiIMOBIAHUX BUIIaIkaX PEKOMEHYETHCS IIPOBOAUTH Tab0paToOpHY MEePeBipKyY
II0OKA3HUKIB reMor100iHy/reMaTOKPUTY 3 METO0 BUSBJIEHHS BUNQfIKiB BHYTPIIIHIX KDOBOTEY IS
BM3HAYEHHS KJIiHIYHOI 3HAYYIIOCTi IBHUX KPOBOTEY. PU3UK BUHUKHEHHS KPOBOTEYi MOXKe OyTH
BUILUM y IIEBHUX T'PYII NMALi€HTIB, HAIIPUKJIA[ y Malli€eHTiB 3 HEKOHTPOIbOBAHOIO TSAKKOIO
apTepianbHOIO TimepTeH3i€lo i/abo y malieHTiB, SKi OqHOYACHO MPUIMAIOTh JTiKapChbKUM 3acib, sKui
BIIJIUBA€E Ha remMocTas (guB. po3fmin «OcoO6IuBOCTi 3aCTOCyBaHHS. PU3UK PO3BUTKY KpOBOTEY»). Moxke
TIOCHUTIOBAaTHCh iIHTEHCHBHICTh Ta/ab0 TPUBAJIiCTh MEHCTPYalIbHUX KPOBOTEeY. [IposiBaMu reMopariyHux
yCKJIalHEHb MOXYTbh OyTH cN1abKicTh, O1igicTh, 3aTaMOpOY€eHHS, TOJIOBHUY 0inh a60 HAOPsK
He3'sICOBAHOI eTionoril, JUCIHOoe, IIIOK HeBimoMol eTiojIoril. ¥ meskux BUIAAKaX SK HACJITOK aHeMil
CIIOCTepiranucs Taki CUMIITOMY imeMii cepiis, Sk 6inb y rpynsix abo cTeHOKapmHis.

Bynu noBifoMIeHHS IpO BTOPHHHI yCKJIafHEHHS, BilOMi IK HaACJIiIOK TSKKOI KPOBOTEUi, Taki sIK
KOMIIApTMEHT-CUHIPOM i HUDKOBa HEOCTATHICTh BHACIIOK rinonepdyaii, abo MOMKOIKEeHHS HUPOK,
acolliioBaHe i3 3aCTOCYBaHHIM aHTUKOAryjagHTa. ToMy IIifi Yac OL[iHKU CTaHy IallieHTa, SKOMY
IIPU3HA4Yal0Th aHTUKOATYISHTH, CIIi 3BaXKyBaTU PU3UK BUHUKHEHHS KPOBOTEY.

[ToBimomieHHs npo HebaxkaHi MOOiYHI peakirii

[ToBimoMeHHS PO Mimo3poBaHi MOGiYHI peakii micis peecTpaliil 1ikapchbKoro 3aco0y € BaXKTUBUMH.
BoHM m03BOJISIOTH MPOBOAUTH O€3MePEePBHUM MOHITOPHUHT CIIiBBiTHOIIEHHS KOPUCThL/PU3UK OO
JiKapchbKoro 3aco0y. MenuyHi mpaliBHUKY MTOBHHHI MTOBIHOMIIITH PO OyOb-gKi Migo3pioBaHi mobiuHi
peaxiril.

Tepmin npudamuocmi.
3 POKH.

IToOpibHeHi mabaemxku. TlonpiOHeHi TabmeTku puBapokcabaHy cTabinbHi y BOfi Ta SO6IyYHOMY ITIOpe
10 4 roguH.

YMoBu 30epiranHsi.

36epiratu nmpu Temmepatypi He Buine 30 °C y HEOOCTYITHOMY OJIs MiTe# MicIi.

YnakoBka.



Ne5 (5% 1): mo 5 TabmeToK y 61micTepi; mo 1 6icTepy y KapTOHHIN mayil;
Ne10 (10%1), Ne100 (10%x10): mo 10 Tabnetok y GmicTepi; mo 1 abo no 10 6rmicTepiB y KapTOHHIN naylli;

Nel4 (14x1): mo 14 Tabnetok y Gmictepi; mo 1 GmicTepy y KapTOHHIM maylii.

Kareropis Bigmycky.

3a pelLemnToM.

BupoOHHK.

Bbariep AT

Micue3HaxoaKeHHSs].

Kaiizep-Binsrensm-Anee, 51368, Jlesepky3eH, HimeuunHa.



