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IJIsI MEJUYHOI 0 3aCTOCYBaHHS JIiKapChKOI'o 3aco0y

KCAPEJITO®

(XARELTO®)

Cknao:
Oitoua peyosuHa: puBapokcabaH;
1 TabneTKa, BKpHUTa IIiBKOBOI 0007I0HKOI0, MicTUTh 10 MI puBapokcabany;

0onomidcHI peyo8uHU: 1IeII003a MiKpOKPUCTalidyHa, HaTPilo KpoCcKapMeno3a, TimpoMeso3a 5 ¢p,
JIaKTO3M MOHOTIpaT, MarHiio cTeapaT, HaTpPiio naypuicynbdar, makporosa 3350, 3asmiza OKCHUL
yepBouuu (E 172), tutany miokcup (E 171).

Jlikapcbka ¢popma. TabneTky, BKPUTI IIiBKOBOIO 000JIOHKOIO.

OcHosHi (i3uko-xiMiyHi 8 1acmusocmi:KpyTili ABOOMYKJIi TablIeTKH, BKPUTI IIiBKOBOIO 000I0HKOIO,
CBiTJI0-4€PBOHOT0 KOIHOPY 3 TPUKYTHUKOM Ta LKdpoio 10 3 omHOro 60Ky Ta XpECTOBUIHUM HAIlMCOM
BAYER - 3 igmoro.

dapmMmakoTepaneBTHYHA rpyna. AHTUTpoMOOoTHYHI 3acobu. [Tpsami inribiTopu dakTopa Xa.
Pusapoxkca6an.Kog ATX BO1A FO1.

dPapmako102iuHi 8 1acmueocmi.

dapmakoOuHamika.

MexaHni3M mil

PuBapokcabaH - BUCOKOCEIEKTUBHUY NIPSIMUY iHTiOiTOp (hakTopa Xa, 110 Ma€ JOCTaTHhO BUCOKY
6iomoCTymHICTE IPU IIepopabHOMY 3aCTOCYBaHHi. bIoKyBaHHS aKTUBHOCTI (pakTOpy Xa nepepuBae
BHYTPIIIHIN Ta 30BHIMIHIN NUIAXU KOATYJIALINHOTO Kackany, 1, AK HaC/IiIO0K, IPUTHIYYETHCS
dbopmyBaHHS TpoMOiHY Ta yTBOpeHHs TpoMOy. PuBapokcabaH 6e3mocepeqHb0 He IPUTHIUYE
aKTHBHICTH TPOMOiHY (aKTMBOBaHOTO (hakTOopa II) Ta He BIIMBAE HA TPOMOOIUTH.

dapmakomrHaMiYHiI ePeKTH

[Tpu 3acTocyBaHHi y nmofey BinMiueHo mo303asiexHe iHriOyBaHHS aKTUBHOCTI akTopa Xa. [Ipu
BUKOpUCTaHHiI TecTy Neoplastin puBapokcabaH BUSBISE 10303a7€KHIH BIIIUB Ha IIPOTPOMOIiHOBUH
Yac, 10 JOCTOBIPHO KOPEJIOE 3 KOHIIEHTPAaLiAMHU y 11a3mi Kposi (r=0,98). [Ipu BUKOpPUCTaHHI iHIINX



TecTiB/HaOOpiB pe3ynbTaT OyAyTh iHMIKMMU. [ToKa3aHHS IpUIIafy BapTO 3HIMaTH y CEKYHMAX,
ockinbku MHB (MikHapopmHe HOpMalli3oBaHe BigHOIIEHHS) BifKaniOpoBaHe Ta MpoBajifloBaHe TiJTbKU
[J1 KyMapuHiB 1 10r0 He MOKHa 3aCTOCOBYBATH [JId IHIINX aHTUKOATY/ISHTIB. Y IaI[l€HTiB, IKUM
IIPOBOMSATH BEIUKI OPTONENNYHi BTpydaHHs, 5/95 mpoueHTUIiB ayist mpoTpoMOiny (Tect Neoplastin)
yepes 2-4 ToguHY micsa npuiioMy TabneTku (ToOTO mif 9ac JOCATHEeHHS MaKCHMallbHOTO eheKTy)
KONUBalThCA Bif 13 mo 25 ¢ (BUXigHI 3HAYEHHS OO0 MPOBefeHHs BTpydaHHs: 12-15 c).

Y xomi KmiHiKO-papMaKoIOTidHOTO JOCTIIXKEeHHS 3 BUBUEHHS NMPUTHIYeHHS dapMaKOOUHaAMIKN
puBapokcabaHy ¥ 30OpOBUX AOPOCINX HOOPOBOJIBLIB (N=22) MPOBOAXIIACH OIliHKA BIIJIUBY
omHOPa30BuX m03 (50 MO/Kr) KoHIIeHTpaTiB mpoTpoMOiHoBoro Komiiekcy (PCC) mBox pi3HUX THUIIIB:
PCC i3 3 dakropis (baxtopu I, IX ta X) ta PCC i3 4 dpakropis (baxtopu I, VII, IX Ta X). [Tpu
3actocyBaHHi PCC i3 3 ¢akTOpiB criocTepiranocst 3HUMKEHHSI cepegHix 3HadueHb [TY(mpoTpoMOiHOBOTO
yacy) (Neoplastin) mpu6nusso Ha 1,0 ¢ 3a 30 xBunuH, a Ha TJ1i PCC i3 4 ¢akTopiB TakKi 3HaUEeHHS
3HU3UIUCH Ha 61u3bK0 3,5 ¢. HatomicTs PCC i3 3 ¢akTOpiB BUABIAIU MOTYKHIMINN Ta IIBUALIINN
3arajibHUM BIJIMB Ha IPUTHIYEHHS 3MiH B YTBOPEHHI eHporeHHOro Tpombiny, Hik PCC i3 4 dakTopis
(muB. po3pin «Ilepemo3yBaHHS»).

Takox puBapokcalaH [10303aJiIe3KHO 30iIbITye aKTUBOBAaHNM YaCTKOBUM TPOMOOIITaCTUHOBUY Yac
(AYTHY) i pesynbrat HepTest; ogHak 1i mapaMeTpu He PEKOMEHIYETHCSA BUKOPUCTOBYBATHU [JIS OLIIHKHU
dbapmakoguHaMiuHUX ePeKTiB puBapokcabaHy. Y mepion /iKyBaHHS pUBapoKca0aHOM IIPOBOOUTH
MOHITOPHHT ITapaMeTpiB 3ropTaHHs KPoBi He noTpi6Ho.[IpoTe, ¥ pasi kniHiyHol HeoOXimHOCTi, piBeHb
puBapokcabaHy Moxe OyTH BUMIpSHUM 3a HOMOMOT00 KamidpoBaHUX KiTbKiCHUX TECTiB
HaaHTH(DakTOp Xa (guB. po3min «PapMaKOKiHETUKA>).

KrniniyHa ebeKTUBHICTS i 6e3meka

ITpogpinakmuka seHo3Hoi mpomboemboii (BTE) y dopocaux navieHmia, AKum npogodsamo
onepamueHi 8MpPyYaHHA 3 eHOONPOMe3yBaHHA KYy/1bW08020 YU KOAIHHO20 Cy2.100i8

Kniniyna nporpamMa po3po0ku puBapokcabaHy IjlaHyBaiacs 3 METOI0 IeMOHCTpallil e(eKTUBHOCTI
puBapokcabaHy, 1110 3aCTOCOBYEThCS O npodinaktuku BTE, To6TO TpoKCHManbHOTO Ta
nucTanbHOTro TpoMO03y rimubokux BeH (TI'B) i TpomGoemOortil nerenesol apTepil (TEJIA) y xBopux,
SIKUM NIPOBOASITHCS BEJIUKI OPTONleNUYHI BTPy4YaHHs Ha HUXKHIU KiHILIBII. Y paMKax nporpaMu
RECORD, m10 BKII0Yajia KOHTPOIbOBaHI, paHIOMi30BaHi, ITOABIiMHI CITimi KiHiuHi qocmimxkeHHs da3u
III, cnocrepiranu nmonan 9500 mamienTiB (7050 maIlieHTiB, SKMM IIPOBOIUIOCS TOTAIbHE
IIPOTEe3yBaHHS KYJIbIIOBOTO cyriiofa Ta 2531 namieHT, SKOMy IIPOBOOUIOCS TOTAJbHE IPOTEe3yBaHHS
KOJIiIHHOTO cyriio0a). PuBapokcaban y mo3i 10 Mr 1 pa3 Ha moOy npu3Hadany K MiHIMyM 4depe3 6
TOfUH micnga onepatil. [Tpu 11boMy 10ro eeKTUBHICT IOpiBHIOBaIM 3 eHoKcanapuuoM 40 mr 1 pas
Ha fo0y, mepury 103y SKOTo IMpu3Havany 3a 12 roguH [0 omeparttil.

B ycix mocnimxenusx ¢dasu III (nu. Tabnuio 1) puBapokcabaH JOCTOBIPHO 3HUXKYBAB YaCTOTY yCix
Bunagnkis BTE (BusiBnenoro BeHorpadiuno abo cumnromuoro TI'B, HenetansHol TEJIA a6o
JIeTabHOT0 HACMifKY) Ta cepiio3nux BTE (mpokcumansroro TI'B, HenetanbHOl TEJIA Ta netamnpHOTO
Hacnigky, noB’sg3anoro 3 BTE) - 3a3pmanerigb 3aniaHOoBaHUX IEePBUHHUX KiHI[EBUX TOYOK
eekTuBHOCTI. OKpiM TOTO, yV BCiX TPHOX JOCHIXKEHHSIX YacToTa CUMITOMHOI BTE (CUMITOMHOTO
TI'B, nenetansHOl TEJIA Ta meTanbHOTO HACTIAKY, I0B’si3aHoro 3 BTE) Oyia HUXKY0I0 ¥ IallieHTiB
IPynu puBapokcabaHy MOPIiBHSHO 3 NalliEHTaMH, SKi OTPUMYBall eHoKcanapuH. [lepBuHHa KiHIleBa
TouKabe3neKn-MaCUBHIKPOBOTeYi-0yIia MogiOHOIO0 Y MallieHTiB, SKi OTPUMYBaIu pPuBapokcabaH

10 mr ta eHokcanapus 40 wmr.



Tabnuis 1.Pe3ynbraTi KiiHiYHUX mocnigxeHb gas3u 111 ctocoBHO eheKTUBHOCTI Ta Oe3meKu

RECORD 1 RECORD 2 RECORD 3
Honynagm, 4541 namient, aKIM 2509 marrieHTiB, 9KMM IpoBogunochk  [2531 mamieHT, IKUM IIPOBOAUIIOCH
[IOA[OCTIi2KY-BaJIaChIPOBOAUIIOCETOTAIbHE
ToTanbHe eHIO0IIPOTe3yBaHHS ToTasibHe eHI0NIPOTe3yBaHHS
€HIOIIPOTE3yBAHHS -
KYJBIIIOBOTO CYTI00y KOJTIHHOTO CyTTI00Y
KYJIBIIIOBOT OCYTTI00Y
[To3aTa TpuBanicTs |PuBapok-cabaH|EHOKCa-TapuH PruBapok-caban|[EHOKCa-TapuH| PuBapok-cabaH|EHOKCa-TapuH
mikyBaHHS micnst |10 mr 40 mMT p 10 Mr 40 mr 10 mr 40 Mr
omeparii 1 p/n 1p/n 1 p/n Lp/n P 1p/n 1 p/n P
35+4 mHi 35+4 mui 35+4 mHi 1242 gHi 12+2 pgHi 12+2 gHi
Bci Bunagku BTE |18 58 <0,001 |17 81 <0,001 |79 166 <0,001
(1,1%) (3,7%) (2,0%) (9,3%) (9,6%) (18,9%)
Cepiiosna 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%)
MacuBHIKpoOBOTEUi [6 2 1 1 7 6
(0,3%) (0,1%) (0,1%) (0,1%) (0,6%) (0,5%)

AHani3 y3araibHEHHUX pe3yJbTaTiB gociifkens ¢a3u III migTBepauB gaHi, oTpuMaHi B X011 OKpeMUX

IOCTiAKeHb 3 MOPiBHAHHS eeKTUBHOCTI puBapokcabany 10 mr 1 pa3 Ha goOy Ta eHoKcanapuHy 40

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

JlixyeaxHa TI'B, TEJIA ma npoginrakmuka peuudusie TI'B i TEJIA

[Tporpama KiHiYHUX [OCTiAXKeHb pruBapokcabaHy Oyna po3pobiieHa 3 MeTO0 OeMOHCTpalil
eekTUBHOCTI puBapokcabaHy [js MepPBUHHOI i TpuBasoi Teparmii roctporo TT'B i TEJIA ta
IOTepPeIKEeHHS 1X PELUONBIB.

Y xofi 4OTUPHOX PAaHAOMi30BaHUX KOHTPOIBOBAHUX KITIHIYHUX HocCTigkeHb (Ga3u III Oyno BUBYEHO
noHan 12800 namientiB (gocnimxkenHusa Einstein DVT, Einstein PE, Einstein Extension Ta
EinsteinChoice) Ta mogaTKoBO IPOBeNeHO 3BeIeHUN aHalli3 3a 3afjaHMMHM ITapaMeTpaMHu IOCIiIXKeHb
Einstein DVT i Einstein PE. 3aranpHa TpuBaIiCTh KOMIIJIEKCHOTO JIIKyBaHHS B YCIX OOCIIIXKEHHIX
CTaHOBHUJIa MaKCUMyM 21 MicCSIb.

Y nocnipxensni Einstein DVT BuB4yanuce 3449 nanienTis 3 roctpuM TI'B 3 meTo10 nikyBanHs TI'B Ta
nonepenXeHHs MOBTOPHOro po3BuTKy TI'B i TEJIA (namienTu 3 KiniHiuauMu nposiBamu TEJIA He
BKJIIOYA/INCA y Lle AOCIiXKeHHs). TpuBaiCcTh JIiKyBaHHS CTaHOBUIA 3, 6 1 12 MicAIiB, 3a/1€KHO Bif
KJTiHIYHOI OLiHKY JiKaps.

[Tpotsirom nepmux 3 TUXKHIB Tepamil ang nikyBanHsa TT'B 3acTocoByBaBcs puBapokcabaH y [o3i 15 mr
nBiui Ha moOy. ITicns3akiHYeHHS 1ILOTO IEePiofy MallieHTH OTPUMYBAIU PHBAapoKcadaH y m03i 20 Mr
1 pa3 Ha mo0y.

Y mocnigxenHi Einstein PE BuBuanuce 4832 narientu 3 roctpor TEJIA 3 MeToro nikyBaHHA TEJIA Ta
npodinaktuky peuupusiB TI'B i TEJIA. TpuBanicTs niKyBaHHS CTaHOBHIA 3, 6 Ta 12 Micsis,
3a7eXHO Bifl KJTiHIYHOI OLIHKY JTiKaps.

Ins nepBuHHOI Tepatmii roctpoi TEJIA 3acTocoByBaiu puBapokcabaH y mo3i 15 Mr aBiui Ha moOy
IIPOTSITOM TPhOX THUXKHIB. [lai NikyBaHHS IPOOOBXKYBanoCh prBapokcabanoM y mo3i 20 mr 1 pa3 Ha
no0y.

B o60x gocnigxenusx, Einstein DVT Ta Einstein PE, mopiBHSIbHI pexXuMu JTiKyBaHHS CKJIaflalucs 3
Teparil eHoKcalapuHOM IIPOTATOM IIpHHAaMMHI 5 JHiB y KoMOiHallil 3 aHTaroxictoM Bitaminy K mo
NOCATHEHHS TepaneBTUYHOro fgiana3zony [T9/MHB (=2,0). Jamni nikyBaHHS NPOAOBKYBaIOCh



aHtarosictoM Bitaminy K y mo3i, HeoOxifHil ang nigTpumku 3HadenHs [TY/MHB y mexax
TepalleBTUYHOro Aiana3ony 2,0-3,0.

Y nocnimxenni Einstein Extension BuB4anucs 1197 namienTtis 3 TI'B a6o TEJIA 3 MeTo0
npodinakTuku noBTopHOro BuHUKHEHHS TT'B i TEJIA. TpuBamicTh NiKyBaHHS LOOATKOBO CTaHOBUIIA 6
abo 12 micsiiB y marmienTis, siki 3aBepiuiu 6 abo 12-MicsTuHMIM Kypc Teparii BeHO3HO1
TpoMOGoeMO0Til, 3a71eKHO Bif K/IiHiUHOI OIiHKY Jlikaps. PuBapokcabaH y mo3i 20 mMr 1 pa3 Ha f0o6y
ITOPiBHIOBABCS 3 MIalebo.

Y nocnigxennax Einstein DVT, Einstein PE Ta Einstein Extension 3acTocoByBaiu 0gHaKOBi
IoIlepeHbO BU3HAYEeHi TIePBUHHI Ta BTOPHHHI TOKa3HUKYN €(heKTUBHOCTI. [IepBUHHUM OKa3HUKOM
eexTuBHOCTI Oynu perupusu BTE 3 KiHiuHUME IpOsiBaMU, BU3Ha4YeHI K CYKYIIHICTh IIOBTOPHOTO
TI'B a6o netanbHol uu HeneTtanbHoi TEJIA. BropuHHMY TOKa3HUK e(DeKTUBHOCTI BU3HAYaBCA SIK
cykymnHicTs peuupnuBiB TT'B, HenmeTtanbHol TEJIA Ta neTanbHUX BUIIQAKIB 3 YCiX IPUYHUH.

Y mocnipxenHi EinsteinChoice BuB4anucsa 3396 mariieHTis i3 migTBepaxkeHuM cuMntomMEuM TT'B
ta/abo TEJIA 3 meToio npodinakTuku getanbHoi TEJIA 60 HeneTaabHOr0 CUMIITOMHOTO IIOBTOPHOTO
BuHUKHeHHs TI'B abo TEJIA, gKi 3aBepIIuian Kypc aHTUKOATYJISTHTHOI Teparrii TpuBajicTio 6-12
MicsiiB. TTallieHTH 3 TOKa3aHHSAM [JIT TPUBAJIOl aHTUKOATYJISHTHOI Teparlii y TeparneBTHYHUX [103aX
Oynu BUKIIIOUEHi i3 mocmimkeHHs. TprBalIiCTh MiKyBaHHS CTaHOBWIA [0 12 Mics1iB 3al€3KHO Bif
iHguBimyanmbHOI maTu pagomisarii (MemiaHa: 351 mensb). [lito puBapokcabany y no3i 20 Mr 1 pa3 Ha
moOy Ta y mo3i 10 mr 1 pa3 Ha mo6y mopiBHIOBam i3 mieto 100 Mr areTuscaminuioBoi KucaoTu 1 pas
Ha 100y.

[TepBUHHUM OKa3HUKOM e(eKTUBHOCTI OyB cuMnToMuuit peuunus BTE, Bu3HaueHUN IK CYKYNHICTb
moBTOpHOTO TT'B abo meTanbHOI yn HemeTanbHOI TEJIA.

Y mocnipxenHi EinsteinDVT (guB. Tabnuiio 2) puBapokcabaH IPOAEeMOHCTPYBaB He MEHIITY
e(eKTHUBHICTh, Hi2K eHOKCallapMH/aHTaroHicT BiTaMiHy K 3a mepBUHHUM ITOKa3HUKOM e(heKTUBHOCTI
(p<0,0001) (moKa3HUK «He MOCTYIAETLCSI»); BigHOmEeHHS pu3ukis: 0,680 (0,443-1,042), p=0,076
(moka3HUK «1epeBepinye»). CIiBBIGHOIIEHHS PU3UKIB 3a MONEPEIHBO 3aaHO0 YUCTOI0 KITIHIYHOIO
KOPHUCTIO (IepPBUHHUM ITOKa3HUK e(heKTUBHOCTI IJTIOC MacKBHI KpoBoTeui) ctanoBuno 0,67 [(95% I
(moBipuwmii inTepBan): 0,47-0,95), HoMmiHanbHe 3HaueHHs p=0,024] Ha KOpUCTL PUBapoKcabaHy.
3uaueHHsa MHB 3Haxomunuce B MexXax TepaleBTUYHOrO giana3oHy B cepenHboMy 60,3% dacy npu
cepenHiy TpuBanocTi nikyBaunHa 189 mHiB Ta 55,4%, 60,1% i 62,8% dacy B rpymnax i3 3amngaHOBaHOO
TPHUBAJIICTIO JIiKyBaHHA 3, 6 1 12 MicA1iB BignoBigHo. B rpymi, mo ngikyBanack
eHOKCcallapiHOM/aHTaroHicToM BiTamiHy K, He BifMiueHO 4iTKOI 3a/I€3KHOCTi MiXK pPiBHEM CepeqHbOTO0
nepiony y TepaneBTuuHOMY Aiana3oHi (ITT]I) B ueHTpi (4ac migTpuMaHHS LiTbOBOTO Aiala30Hy
3HaueHb MHB 2,0-3,0) B Tepuuisix 0fHaKOBOTr0 po3Mipy i wactoToo penunusiB BTE (p=0,932 gns
B3a€eMoOfil). B MexXax HalBUINOr0 TEPLXIIIO BiAMOBIIHO 40 LIEHTPY, CHiBBiIHOLIEHHS PU3HUKIB y pasi
IpuiioMy puBapokcabaHy B IOpiBHSIHHI 3 BapdapunoM ctanHosuo 0,69 (95% II: 0,35-1,35).

YacToTa BUHUKHEHHS SIBUILl OCHOBHOI'O ITOKa3HKKA Oe3MeKu (MacuBHI ab0 KITiHIYHO 3HAYYII
HeMaCHBHi KpOBOTeUi) Ta BTOPHHHOI'O NTOKa3HKKa 0e3MeKu (MacuBHI KpoBoTedi) 6yia 0fHaKOBOIO B
000X TepaneBTUYHUX I'PyNax.

Tabmuis 2. TToka3HuKy eheKTUBHOCTI Ta 0e3MeKu 3a JaHuMu fociimxkenHs ¢asu I1I Einstein DVT

[TomynsLia QOCTigXXKEeHHS 3449 malieHTiB 3 CUMITOMHUM T'OCTPUM TPOMOO30M
TIMOOKHUX BEH




TepaneBTUYHI 034 Ta TPUBAJICTh [PuBapokcaban” EHOKCamapyrH/aHTaroHicT BiTaMidy K”
3, 6 a0o 12 micsamiB |3, 6 abo 12 micsiis
N=1 731 N=1 718
CumMnToMHa peruaupyoda BTE* 36 51
(2,1%) (3,0%)
CumMnToMmHa perugusyoda TEJIA |20 18
(1,2%) (1,0%)
CuMnToMHUYU penuauBytouu TTB |14 28
(0,8%) (1,6%)
CumntoMmHi TEJIA i TT'B 1 0
(0,1%)
JletanbHa TEJIA/cMepTenbHi 4 6
Bunanky, Kojiu HasaBHICTL TEJIA He [(0,2%) (0,3%)
MOZKHA BUKJTIOUHUTH
MacuBHa a00 K/TiHiYHO 3HaYyIla 139 138
HeMaCHBHA KPOBOTeYa (8,1%) (8,1%)
MacuBHI KpoBOTEYi 14 20
(0,8%) (1,2%)
a)

PuBapokcaban 15 Mr aBiui Ha o0y IPOTATOM 3 TUXKHIB 3 HACTYITHUM 3aCTOCYBaHHAM 03U 20 MT
OIIMH pa3 Ha Ho0y.

b) EHOKCanapyH IoHaMeHIIe IPOTAroM 5 OHIB, IICIA [IbOTO - aHTArOHICT BiTaMiHy K, 3acTOCyBaHHSA
SIKOTO TIOYMHAETHCS B IIEPiOf IPUIOMY €HOKCallapuHy.

* p < 0,0001 (He meHIIa eeKTUBHICTh 3a IIOMEPEIHL0 BU3HAYEHUM CITiBBITHOIIIEHHSIM PU3UKIB 2,0);
criBBigHOWeHHS pu3uKis: 0,680 (0,443 - 1,042), p=0,076 («mepeBepuIye»).

Y mocnipxenHi Einstein PE (gus. Tabmuiio 3) puBapokcabaH IpOfeMOHCTPYBaB He MEHIIy
e(eKTHUBHICTh, HiK eHOKCallapiH/aHTaroHicT BiTaMiHy K 3a mepBUHHUM ITOKa3HUKOM e(eKTUBHOCTI
[p=0,0026 (TOKa3HUK «HE MOCTYIAETLCSA»); CHiBBiIHOLIEHH pu3uKiB: 1,123 (0,749-1,684)].
CriBBifHOILIEHHS PU3UKIB 3a [IOIEePegHb0 3alaH0I0 YHCTO KJIIHIYHOI KOPUCTIO (IePBUHHUU
ITOKa3HUK e()eKTUBHOCTI III0C MacCHBHI KpoBoTeui) ctaHoBuno 0,849 [(95% [II: 0,633-1,139),
HOMiHasbHe 3HaYeHHS p=0,0275]. 3HaueHHss MHB 3Haxogumuch B MexkaX TePaleBTUYHOTO
fiarna3oHy B cepenHboMy 63% 4acy Ipu cepefHiu TpUBAJIOCTI JTiKyBaHHA 215 nHIB Ta 57%, 62% i
65% yacy B rpynax i3 3allJlaHOBaHOI0 TPUBAJIICTIO JIiKyBaHHA 3, 6 1 12 Micauis BigmoBigHO. B rpymi,
110 JTiKyBajlach eHOKCallapuHOM/aHTaroHicTom BiTaMiny K, He BigMideHO 4iTKOi 3a/Ie?KHOCTI MixX
piBHeM cepepuboro IIT]l B neHTpi (Yac migTpuMaHHS IIILOBOTO Aiama30Hy 3HaueHb MHB 2,0-3,0) B
TEePLUISAX OMHAKOBOTO po3Mipy i yactoToio peuunusiB BTE (p=0,082 ons B3aemoqii). B mexax
HaMBUIIOTO TEPLIUIIIO BiMIOBIAHO [0 LIEHTPY, CIiBBIAHOIIEHHS PU3UKIB y pasi IpuuoMy
puBapokcabaHy B OPiBHSAHHI 3 BapdapuHoM ctaHosuo 0,642 (95% IOI: 0,277-1,484).

YacToTa BUHMKHEHHS SIBHII] OCHOBHOTO ITOKAa3HUKA 0e3MeKu (MaCHBHI a00 KIiHIYHO 3HAYUMI
HeMaCHBHi KpoBoTedi) Oyya melo HUXK4010 B TPYIIi, 110 JIiKyBanack puBapokcabanoM [10,3%
(249/2412)], Hix B rpymi, 110 OTpUMyBaia eHOKcalapuH/aHTaroHicT BitaMminy K [11,4% (274/2405)].
YacToTa SBUIL BTOPHHHOTO ITOKa3HMKa 0e3meku (MacuBHI KpoBOTeYi) Oyia HUKUYOIO B I'PYIIi, 1110
JiKyBanachk puBapokcabaHoM [1,1% (26/2412)], Hix B rpymi eHOKCanlapuHy/aHTaroHicra Bitaminy K
[2,2% (52/2405)] 3i cniBBigHOmMeHHsAM pu3ukiB 0,493 (95% [1: 0,308-0,789).



Tabnuis 3. TToka3HUKY e(eKTUBHOCTI Ta Oe3MeKu 3a JaHuMu pociigxeHHs ¢as3u Il Einstein PE

[TonynsAuisa QOCIigXXKEeHHS 4 832 mali€eHTH 3 roOCTPOoI0 CUMOTOMHOI TEJIA
TepamneBTUYHI [O3K Ta TPUBAJICTH [PuBapoKcaban” EHOKcanapyuH/aHTaroHicT siraminy K”
3, 6 abo 12 micamnis |3, 6 abo 12 micsaris
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
BuUIamKy, Konu HaaBHICTL TEJIA  |(0,5%) (0,3%)
He MOXKHAa BUKJIIOUUTH
MacuBHa a0o KiiHigHO 3Hauyma [249 274
HeMaCHBHa KPOBOTeYa (10,3%) (11,4%)
MacuBHI KpOBOTEUi 26 52
(1,1%) (2,2%)

@ PuBapokcaban 15 Mr fiBiui Ha moOy npoTsAroM 3 TUXKHIB 3 HACTYIIHUM 3aCTOCYBaHHSAM 103U 20 MT

OJMH pa3 Ha mo0y.

b)

SIKOT'0 TIOYHMHAETHLCS B IIEPiofl IPHUOMY eHOKCallapuHy.

*p < 0,0026 (He MeHIIIa e(eKTHUBHICTh 3a IOIEePEIHHO BU3HAYEHUM CIIiBBITHOIIIEHHSIM PU3HUKiB 2,0);

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

EHOKCamapuH L0HAWMEHIIIe IPOTATOM D [OHIB, IMICA IIbOTO - aHTArOHICT BiTaMiHy K, 3acToCcyBaHHSA

Byno npoBefieHo 3BefeHuii aHali3 pe3yabTartiB gociaigxens Einstein DVT i PE 3a nonepenHbo

BM3HAYEHWMHU ITapaMeTpaMu (IOuB.

Tabnuio 4).

Tabmuus 4. TToka3uuky eheKTUBHOCTI Ta Oe3NeKy 3a JaHUMU 3Be[€HOTO aHasli3y pe3yJbTaTiB
nocnigxkensb ¢as3u Il Einstein DVT Ta Einstein PE

[Tonynsauisa QOCIigXXKEeHHS

8 281 martieHT 3 rocTpuM cumnToMHUM TI'B a6o TEJIA

TepaneBTHYHI 103U Ta PuBapokcaban” EHOKcamnapiH/aHTaroHicT siraminy K”
TPUBAIICTh 3, 6 a00 12 micsaris 3, 6 a00 12 micsaiis
N=4 150 N=4 131
CumntoMHa penupusyroda BTE* [86 95
(2,1%) (2,3%)
CumnToMmHa perunusyoda TEJIA |43 38
(1,0%) (0,9%)
CUMNOTOMHUY PELUAUBYIOYUN 32 45
TTB (0,8%) (1,1%)
CumnrtomHui TEJIA i TTB 1 2
(<0,1%) (<0,1%)




JTetanbHa TEJIA/cMepTenbHi 15 13

Bunanky, Koiu HaaBHICT: TEJIA [(0,4%) (0,3%)

He MOXKHA BUKJIIOUHUTH

MacuBHa a0o KiiHiuHO 3Hauyma (388 412

HeMaCHBHA KPOBOTeYa (9,4%) (10,0%)

MacuBHI KpOBOTEUi 40 72
(1,0%) (1,7%)

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

b) EHOKCcamnlapuH L[0HAWMEHIIIe IPOTATOM D [HIB, MIiCA IIbOTO - aHTAroHICT BiTaMiHy K, 3acTocyBaHHSA
SIKOTO TIOYHMHAETHCS B IIePiof IPHUOMY eHOKCallapuHy.

*p < 0,0001 (He MeHIIIa e(eKTUBHICTH 3a IONEPEIHLO BU3HAYEHUM CIIiBBIZHOIIIEHHIM PU3HUKiB 1,75);
cmiBBigHOWeHHS pu3ukiB: 0,886 (0,661-1,186).

CriBBigHOIIIEHHS PU3HKKIB 3a IOIEePEeIHbO 3alaH0I0 YMCTO KITiHIYHOI KOPUCTIO (MePBUHHUM
IOKa3HUK e(eKTUBHOCTI IJIIOC MaCHBHI KPOBOTeUi) 3a JaHUMU 3Be[IeHOT0 aHasi3y ctaHoBumo 0,771
[(95% [I: 0,614-0,967), HominanbHe 3HaueHHsS p=0,0244].

YnoocnipxenniEinstenExtension (ouB. Tabnuito5) puBapokcabaH MPOAEMOHCTPYBaB IiepeBary Haf
naneb0 CTOCOBHO MEPBUHHMX i BTOPUHHUX ITOKA3HUKIB e()eKTUBHOCTI. YacToTa SBUII IOJIOBHOTO
noka3HuKa 06e3rneku (MacUBHI KPOBOTeYi) y MallieHTiB, 1110 JIiKyBaJKuCh puBapokcabaHoM B 7o3i 20 Mr
OIMH pa3 Ha mo0y, Oyna KibKiCHO HE3HAYHO BUINOIO, HiXK Y XBOPHUX, III0 OTPUMYBaIH I1aiebo.
YacToTa BUHUKHEHHS SIBUILl BTOPUHHOTO ITOKa3HMUKa 6e3mneku (MacuBHi ab0 KITiHIiYHO 3HAUYIII
HeMacCHBHi KpoBoTedi) Oyya BUIO0 y TMALi€HTIB, SKi OTpHMyBasy prBapokcabaH B [03i 20 M ofuH
pa3 Ha {00y, HiXK y MallieHTiB, 1110 JIiKyBaIKUCh M1alebo.

Tabnuis 5. TToka3HuKY e(eKTUBHOCTI Ta 0e3MeKu 3a JaHuMu pociimxkeHHs ¢as3u III Einstein
Extension

[TonmynsLisa QOCTigXXEeHHS 1197 mariieHTiB, y IKUX ITPOIOBKYBAJIOCH JTiKyBaHHS a0
mpodiTakKTHKa PEeIUANBiB BEHO3HO1 TpoMOoeMOoTii
TepalleBTUYHI 103U Ta TPUBAJICTh PHBapOKca6aHa) [Tnane6o
6 abo 12 Micsis 6 abo 12 MicsiiB
N=602 N=594
CuMmnToMHa peuuauByoda BTE* 3 472
(1,3%) (7,1%)
CumnToMHa perunusyoda TEJIA 2 13
(0,3%) (2,2%)
CuMmnToMHUY peruausyouud TTB |5 31
(0,8%) (5,2%)
JTetanbHa TEJIA/cMepTenbHi 1 1
Bunanky, Konu HaaBHICT TEJIA He [(0,2%) (0,2%)
MOXKHa BUKIIOUUTH
MacuBHi KpoBOTEYi 4 0
(0,7%) (0,0%)




KiHiYHO 3HaYyIlli HEMaCHBHI 32 7
KPOBOTEUi (5,4%) (1,2%)

® PuBapokca6as 20 MT OfuH pa3 Ha 006y.

*p < 0,0001 («mepeBepiiye»); cuiBBigHOImeHHS pu3nkis: 0,185 (0,087-0,393).

Y mocnipxkenHi Einsten Choice (muB. Tabnuiio 6) puBapokcabaH y go3ax 20 mr ta 10 mMr
IIPOEMOHCTPYBAB IlepeBary Hal alleTUJICAJIIUIOBO0 KUCIO0TOW ¥ 1031 100 MI CTOCOBHO NEPBUHHUX i
BTOPUHHUX ITOKAa3HUKIB epekTuBHOCTI. OCHOBHUY MTOKA3HUK Oe3meKku (MaCHBHI KpoBoTedi) OyB
nonibHuY y MalieHTiB, AKi 0OTpuMyBaiu puBapokcaban y mo3i 20 mr abo 10 Mr, nopiBHSHO 3
aleTUICaIilnIOBO0 KUCIOTOW y 7031 100 Mmr.

Tabmu1s 6. IToka3HUKY epeKTUBHOCTI Ta Oe3meku 3a maHuMu gociimxkenHs ¢asu III Einstein Choice

[TomynsALia QOCIiAXXKEeHHS 3396 maIlieHTiB 3 TPHUBAIOI MPOQiTaKTHKOIOIIOBTOPHOIO
BUHUKHEHHS T1'B

TepaneBTUYHI 403U PuBapokcabaH PruBapokcabaH ACK 100 mr
20 mr 1 pa3 Ha o6y |10 mr 1 pa3 Ha mo6y|l pa3 Ha goOy
N=1107 N=1127 N=1131

MepniaHa TpUBaIOCTI Teparil

: L 349 [189-362] guis [353 [190-362] mui 350 [186-362] nHiB
[iHTEpKBapPTUIBbHUI [iana3oH]

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

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

CumnToMHuu peruausyouud TT'B [9 8 30
(0,8%) (0,7%) (2,7%)

JletanbHa TEJIA/CMepTenpHi ) )

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

He MOXKHa BUKTIOUUTH

CumnTomHapenugusyo4daBTE,

iHbapKT MioKapay, 19 18 56

incynbrabocuctemHaemM6omis mo3al(1,7%) (1,6%) (5,0%)

Mexxkamu [THC

MacuBHiI KpoBOTeYi 6 5 3
(0,5%) (0,4%) (0,3%)

KIiHIYHO 3HaYyIlli HEMaCUBHI 30 22 20

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

CumMnToMHa peruausyoda BTE

a00 MacHBHA KpPOBOTEeYa (YKUCTa 23 17 53
(2,1%) (1,5%) (4,7%)

KJIiHiYHa KOPUCTB)

*p < 0,0001 («mepeBepiye») 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 nopiBHgHO 3 ACK 100 mr 1 pa3 Ha
noOy; cmiBBigHOmEHHs pusukis = 0,26 (0,14-0,47) ;

PuBapokcaban 20 Mr 1 pa3 Ha go0y nopiBHsgHO 3 ACK 100 Mr 1 pa3 Ha no0y;CIiBBiIHOIIEHHS PU3UKIB



= 0,44 (0,27-0,71), p=0,0009 (HOomiHaIbHE);

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

HomaTtkoBo mo mocmigxkens III pa3u mporpamu EINSTEIN 6yno npoBefeHO IPOCIIEKTUBHE
HeiHTepBeHIIIIHE BiIKpuTe KOropTHE mochimxkeHHs (XALIA) i3 11eHTpani30BaHO0I0 OI[IHKOI0 KiHI[EBUX
TOYOK, BKMo4aouu peuunusu BTE, ceplio3Hi KpoBOTeUi Ta neTanbHi BUNagku. [ BUBYEHHS
Oe3meku JOBrOTPUBAJIOTO 3aCTOCYBAHHS pUBapoKcabaHy y KIiHIUHIN MIpaKTUIl y IOPiBHSAHHI 3
TPAOUIiNHOI0 aHTHKOATYISTHTHOIO Tepallielo B JoCigxKeHHs O0y1o BKIo4eHo 5142 namieHTu 3
roctpuM TI'B. Y rpyni puBapokcabaHy 4acToTa cepiio3HUX KpoBoTed ctaHoBuina 0,7 %,
penupusyoyoro BTE - 1,4 %, meTanbHUXHACTIAKIB 3 ycix npuduH - 0,5 %. ¥ BUXigHUX
XapaKTepHCTUKaX NallieHTiB Oyu BiTMiHHOCTI, BK/TF0UAI04YH BiK, OHKOJIOTiYHi 3aXBOPIOBaHHS Ta
HUPKOBY HEOOCTATHICTh. [IJIsT KOPUTYBaHHS BiIMIiHHOCTEH Y BUXiTHMX XapaKTePUCTHKAX OYII0
3aCTOCOBAHO IOMEPEeOHbO 3allJlTaHOBAaHUM CTpaTU(iKOBaHUM aHAali3 3a KoedilliEHTOM CXUIIBHOCTI, afe,
He3BaXKaloyy Ha Iie, 3aJIMIIKOBE BiIXUJIeHHS MOXKe BIIMBATU Ha pe3yJbTat. [Ipy 3acToCyBaHHI
puBapokcabaHy B IOPiBHSHHI i3 TpaiULliHOIO TepaIli€lo CKOPUTOBaHi BiTHOIIEHHST PU3UKIB
CepHro3HUX KpoBOTeY, peruauByodoro BTE Ta netanbHUXHACHIOKIB 3 YCIX IPUYUH CTAHOBIATD
Bigmosigro 0,77 (95%/1I 0,40-1.50), 0,91 (95 % M1 0,54-1,54) ta 0,51 (95 %I 0,24-1,07). LTi
pe3yIbTaTH y KITiHIYHIN MPAKTHIIl BigIOBiIal0Th BCTAHOBIIEHOMY IPO(dinio 6e3meKy st JaHoTo
IIOKa3aHHS.

Y micnsapeecTpaliiiHOMy HeiHTEePBEHIIIMHOMY OOCTigXKeHHi 3a y4acTio noHan 162000 maiieHTiB i3
HeKJIaIlaHHOI0 QiOpHUISIlielo mepeacepab i3 Y0TUPLOX KpaiH puBapokcabaH Mpu3Hadasly Iy
npodilakKTUKY iHCYIBTY Ta CUCTEMHOI eM0o0tii. YacToTa BUMAKiB illeMiYyHOTO iHCY/IbTYy CTAaHOBHUIA
0,70 (95 % IOI 0,44-1,13) na 100 mamieHTo-poKiB. YacToTa KPOBOTEY, SKi MPU3BEIN [0 rOCIiTaIi3alii:
0,43 (95 % IOI 0,31-0,59) nopii Ha 100 naIieHToO-pOKiB - BHYTpillIHbOYEPeIHi KpoBoTedi, 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 KkpoBoTeui.

[TallieHTH 3 TO3UTUBHUMU PE3VJIIbTATAMU TECTY OJIAd TPHOX aHTI/IQOC@OHiHiEHI/IX QHTUTII

PuBapokcaban 0yJi0 mOpiBHSHO i3 BaphapuHOM y MaIlieHTiB 3 TpoMO030M B aHAMHE3i 3
niarHocToBaHUM aHTUdOChOMmigHUM cuHApoMoM (ADC) 3 BUCOKUM PU3UKOM TPOMOOeMOOITiYHUX
SIBUIL (IIO3UTHBHI PE3yIbTaTH AJIS BCiX TPhOX aHTA(POCHOIIMIHNX aHTUTINI: BOBUAKOBUU
AHTUKOATYJISTHT, aHTUKAPAIOJIiNniHOBI aHTHTINA, aHTU-0eTa-2-TmiKonpoTein I anTuTina) y
PaHIOMI30BaHOMY BIIKPUTOMY MYJIBTUILEHTPOBOMY CIIOHCOPOBAHOMY AOC/IIAHUKAMU KIIIHIYHOMY
BUMIPOOYBaHHI i3 «3acCIIilIeH010» OIiHKOIO KiHIIeBOi TOYKH. [loCmimKeHHs OyI0 MPUIUHEHO
IOCTPOKOBO Micysg BKIoYeHHs 120 malieHTiB BHACTIOK 3POCTAHHS YaCTOTH TPOMO0eMOOTiuHUX
SIBUII Y TIAlli€HTIB, AKi mpuiiManyu puBapokcabaH. CepenHill mepiof CioCTepeXXeHHS CTAHOBUB 569
nHiB, 59 marieHTiB 6yn10 paHAOMi30BaHO B IPYIy 3aCTOCYyBaHHS puBapokcabany B mo3i 20 mr (15 mr
M1 TIAIlieHTiB 3 KJlipeHcoM KpeaTuHiny < 50 mi/xB) i 61 - Bapdapuny (MHB 2,0-3,0). TpomGoTHYHi
saBuila Oynu y 12 % mariienTiB, paHOOMi30BaHUX B I'PYNy 3aCTOCYBaHHSA PUBOpPOKcabaHy (4 imemMiuHNX
incynbTu Ta 3 iH(papkTu Miokapaa). He Oymo 3apeecTpoBaHO TpoMO0eMOOJTiYHUX SIBUIL Y MAIli€HTIB,
PaHIOMi30BaHUX B IPYIy 3aCTOCYBaHHS Bap(apuHy. Benuki KpoBoTedi criocTepiranucs y 4 malji€eHTiB
(7 %) rpynu puBapokcabaHy Ta 2 maiiieHTiB (3 %) rpynu Bapdapuny.

3aCTOCYBaHHA OIiTAM

eBpOHefICBKa MeOou4Ha aTeHI_IiH BiJZ[MOBI/IJ'IaCB Bi):[ IIpaBa BUMAlraT BUKOHAHHSA 3000B’sI3aHHS CTOCOBHO



IOJlaHHS pe3yJIbTaTiB HOCHIAXKeHD i3 3acTocyBaHHA KcapenTo® B ycix migrpynax nIpefCcTaBHUKIB
OUTSTYOI TOMYIALIl A7 TiKyBaHHS TpoMOoeMOomiuHuxX cTaHiB. [I7151 03HalioMIIeHHS 3 iHpopMalriero
IIPO BUKOPUCTAHHS JTIKAPCHKOTO 3aCc00y y AiTel OUBUCH PO3Tin «JIiTh».

dapmakokiHemuxka.

BcMOKTYBaHHSA

PuBapokcabaHIIBHIKOBCMOKTYEThCS; MaKCUManbHiKOHIIeHTpaii(C,,,)docsaranThcsauepes 2-4 roquHu
micys mpuiiomy TablIeTKy.

[Tpu mepopanbHOMY 3aCTOCYBaHHI puBapokcabaH Malixke ITOBHICTIO BCMOKTY€EThCS, i HOT0
6iomoCTymHICTE micys mepopasbHOr0 3aCTOCYBaHH 03U 2,5 Mr Ta 10 Mr € Bucokoio (80-100 %)
He3aJIekHO Bif mpuiioMy ixXi. 3acTocyBaHHS TabneTKy puBapokcabany 2,5 Mr ta 10 Mr mig gac
BXKMBaHHS ki He BrnuBae Ha AUC (mtoria i KpUBOIO 3a/1€2KHOCTI KOHIIEHTPAIlis - 9ac) Ta
C,..puBapokcabany. Kcapento®, tabnetku 2,5 Mr ta 10 Mr MokHa IpuiiMaTy He3aJlekKHO Bifl
BXKMBaHHS iXi (muB. po3ain «Crocib 3acToCyBaHHS Ta [I03U»).

PuBapokcabaH XxapakKTepu3yeThCS MalixkKe JTiHiiHOI (apMaKOKiHETHKOIO 10 N03U OnM13bpK0 15 Mr
(omuH pa3 Ha go0y). Y BUMagKy 3aCTOCyBaHHS BUIIUX N03 abcopOilis puBapokcabaHy 00MeKyEThCS
napaMeTpaMyu PO3YMHHOCTI, IIpH 1[bOMY Ha (OHI BULIUX 03 BigMidaeThCs 3HUKEHHS 0i0JOCTYIIHOCTI
Ta MIBUAKOCTI BCMOKTYBaHHS. Lle sBullle € GiNbIl BUpaXKeHUM IIPU MPUKOMI TiKapCchKOro 3acoby
HaTIeceplle, HiXK IPU BUKOPUCTaHH] micns ixi. PapMakokiHeTHKa puBapokcabaHy
XapaKTepU3YETHCS MOMIPHOI0 MiHIMBICTIO; iHOMBiTyabHa MiHIUBICTD (BapialiiHUN KOe(illieHT)
ctanoBuTh Bif 30 % 1o 40 %, 3a BUHATKOM OHS IIPOBEIEHHS OePaTUBHOIO BTPYYaHHA Ta
HACTYIIHOTO OHS, KOJIM MiH/IMBICTH €KCIIO3UIlil € BUCOKOIO (70%).

BcMoKTyBaHHS puBapoKcabaHy 3ajleXKuTh Bifl MicIls BUBiIIbHEHHS JIiKapChKOT0 3aC00y B IITYHKOBO-
KUIITKOBOMY TpakTi. BigdHavyaeTtscs 29 % i 56 % 3uuxkenns AUC i C,,, Ipy 3aCTOCYBaHHI IpaHysisaTa
puBapokcabaHy, 3 BUBITbHEHHSAM [il040i PEYOBUHU B TPOKCUMAJIbHOMY BifIi/li TOHKOT'O KUIIKiBHUKA,
y nopiBHSHHI 3 TaGneToBaHOI0 GopMoI0. EKCIIO3uIlis 3MeHIITY€eThCS 1rie Oinblie Mpy BUBIIbHEHHI
1040l PEYOBMHH B OUCTAILHOMY BifiIi/lli TOHKOTO KUIIKiBHMKA UM BUCXiMIHi# YacTHHI 06010BO1
kuiky. HeoOxiqHO YyHUKATH BBEeJEeHHS prBapoKcabaHy AUCTAJbHIIIe MIIyHKa, OCKIJIbKY 116 MOXKe
IIPU3BECTH [0 3HUKEHHS BCMOKTYBaHHS Ta BiATIOBIIHOTO BIIJIUBY Ha €KCIIO3UIIiIO.

Biomoctymuicts (AUC i C,,,,) Oy7a cmiBcTaBHOIO 71 pruBapokcabany 20 MI TPU3HAYEHOTO
TIepopasbHO yV BUTIAMI moApiOHeHOo1 TabneTKy 3MilaHoil 3 S6TyYHUM III0pe YK BOMOI0, BBEIEHOT 0
yepes IITYHKOBUM 30H[ Ofipa3y Iicjsd pimkoi ixi, Ta mns mpuiiomy Iinoi TabaeTky. BpaxoByoouu,
nepen0adyBaHUi, [030-IPONOPLiKHNIM (papMaKOKiHEeTUYHUM TPoQins puBapokcabaHy, pe3yabTaTu
OAHOT0 JOCTimXKeHHS 3 0i0I0CTYIIHOCTi, MOBIPHO, MOXKYTh CTOCYBAaTHUCS i HUKYUX O03
puBapokcabany.

Posnmopin

3B’g3yBaHHA 3 OinKaMU IJIa3MU y JIIOOUHY € BUCOKUM i CTaHOBUTH 01113bK0 92% - 95%, npu nboMy
OCHOBHUM 3B’SI3yI0YUM KOMIIOHEHTOM € CUPOBaTKOBUY anb0yMiH. O6’eM pO3MOTiny - IOMipHUH,
NIoKa3HUK Vss (00’eM po3MOpiny B piBHOBaXKHOMY CTaHi) CTaHOBUTL Matixke 50 1.

MeTabo11i3M i BUBeIEeHHS 3 OpraHi3My

Maiixke 2/3 IpuiHATOl H03U puBapoKcabaHy MeTab0/Ii3y€eThCsS 3 HACTYIIHUM BUBEOEHHSM IIOJIOBUHUI
MeTaboJIiTiB HUPKAaMH, a iHIIIOI TOJIOBUHY - 3 KajioM. Pertrra (1/3) mpuiHSTOL 4031 BUBOTUTHCS
6e3nocepegHbO HUPKAMU Y BUTTISII He3MiHEHOI Aif040i peYOBHHH i3 Cedelo epeBaxKHO MIITX0M



aKTHBHOI HUPKOBOI CeKpetii.

MeTabomi3aM puBapokcabany 3a0e3mneuyetbcs izopepmernTamu CYP3A4, CYP2]2 Ta He3aeXKHUMHU Bifi
cuctemu nutoxpomy CYP Mexanizmamu. OCHOBHUMU OinstHKaMmu 6ioTpaHcdopMaiiii € MopdoniHOBa
rpyIa, 10 3a3Ha€ OKMCHOTO PO3KJIafaHHsd, Ta aMigHi TpyIHy, Kl DigagaraoTh rigpomisy. Buxogsaun 3
OTPUMAHUX in vitro maHuX, puBapokcabaH € cyOCTpaTOM TPaHCIOPTHUX OinkiB P-gp (P-TnikompoTein)
ta Berp (610K pe3uCTEeHTHOCTI 0 paKy MOJIOYHOI 3a/103H).

HaiiBak/IMBIIIO0 CIIOJTYKOIO B IJIa3Mi KPOBi JIIOAWHY € He3MiHEHUY prBapokcabaH, Ipu oMY 3HAYHi
abo aKTUBHI IIUPKYII0I0Yi MeTaboiTu He BUSIBIIEHi. PuBapokcabaH, CUCTeMHUM KITipeHC SKOT0
CTaHOBUTH 0nu3bK0 10 51/ron, Moxke OyTH BifHECEeHUH [0 TiKapChKUX 3aC00iB 3 HU3bKUM pPiBHEM
KiipeHcy. [licns BHYTPIIHEOBEHHOTO 3aCTOCYBaHHA 103U 1 MT mepiof HaliBBUBENEHHSI CTAaHOBUTH
6mu3bK0 4,5 rogunu. [Ipu mepopaabHOMY 3aCTOCYBAaHHI BUBEOEHHS 00MeKY€EThCS IBUIKICTIO
abcopOirii. ITpu BuBeneHHI puBapokcabaHy 3 IIa3Mu TepMiHaIbHUM 1Tepiof] HaliBBUBEIeHHS
CTAQHOBHUTH Bifl 5 M0 9 roguH y MOJIoAuX NalieHTiB Ta Big 11 go 13 roguH y ocib miTHBOTO BiKY.

Oco06nuBi TPYIIN XBOPUX

Cmamb. Y 40N0BIKiB i KiHOK KJIiHIYHO 3HAYYIli PO3XOAKEHHS (papMaKOKiHETUKY He BUSBIIEHI (OUB.
po3min «Croci6 3acToCyBaHHS Ta HO3U»).

ITayieHmu aimHb020 8iKYy. Y NallieHTiB NITHHOTO BiKy KOHILIEHTpallii puBapokcabaHy y mya3Mi BUII,
HiX y MOJIOIWX TAIliEHTiB, cepenHe 3HaueHHss AUC mpu6nu3Ho y 1,5 pa3a nepeBuilye BifmoBigHi
3HAYEHHS Y MOJIOOVUX [allieHTiB, TOJIOBHUM YMHOM YHACIITOK 3HUKEHOI'0 3arajbHOr0 Ta HUPKOBOTO
KiipeHcy. Hemae moTpebu B KOpeKIlil 103H.

Pi3Hi Bazosi kamezopii. 3aHaaTo Mana abo Benuka Maca Tina (Menmre 50 kr i 6inbire 120 kr) nuime
He3HaYHOI0 MipoIo BIIJIUBAE Ha KOHIIEHTpallii puBapokcabaHy y mina3Mmi (MeHie 25 %). Hemae
moTpebr B KOPEKIIil J03Mu.

MixcemmiuHi ocobaugocmi. Kminiuro 3Hauynr po3xogxkeHHs dpapMakokineTuku (PK) ta
dbapmakoguHamiku (O]1) y mallieHTiB €BpomeoigHol, appoaMepUKaHChKOI, TaTUHOAMEPUKAHCHKOI,
SITIOHCBKOI a00 KMTaNChKOl €THIYHOI IPUHAIEKHOCTI He CIIOCTepiraaucs.

ITeyiHkosa HedocmamHicmb. Y XBOPUX Ha IIMPO3 MEYiHKYU 3 JIETKOIO NTeYiHKOBOIO HEJOCTATHICTIO
(knac A 3a knmacudikauieto HYanna-I1'10) hbapmMakokineTnka puBapokcabaHy nuie He3HaYHO
Bifpi3Hsacs Bif BiONOBiMHUX IMOKA3HUKIB (Y cepenHboMy 1,2-pa3oBe 36inmbinents AUC
puBapokcabaHy) y KOHTPOJIbHIM IPyIIi 30poBUX JOOPOBOJIBINB.Y XBOPUX Ha IIUPO3 MEUiHKH i3
CepemHbOTIKKOI IIeYiHKOBOI0 HEJOCTATHICTIO (Kimac B 3a knacudikarieo Yaunga-I1'10) cepenns
AUC puBapoxkcabany Oyja 3HaYHO mifBuileHa (y 2,3 pa3a) IOPiBHSIHO 3 TAKOI0 y 3[OPOBUX
noOpoBonbiiiB. AUC He3B's13aHOI PEYOBUHY IMTigBUIYBasacs y 2,6 pa3a. Y IUX Halli€HTiB TaK0XK
3apeECTPOBAHO 3HUKEHHST BUBEEHHS prBapokcabaHy 3 ceuelo, omgiOHe IO TOTO, 10 XapaKTepHe
[J1s TallileHTiB 3 HUPKOBOK HEJOCTATHICTIO IIOMIPHOTO CTYIIEHS.

Hemae maHUX 00 MAIiEHTIB 3 TAXKUAM MOPYIIEHHIM (DYHKIII1 IEeYiHKH.

[TpurHiyeHHS aKTUBHOCTI (hakTopa Xa Oy/o BUpaXkKeHe CUIbHIIlIe (2,6-KpaTHe PO3XOOKEHHS) Y
TIAIEHTIB i3 CePeOHbOTSKKUM IOPYIIEHHSIM (QYHKIII MeYiHKU, HiXK y 3I0POBUX J0OPOBOIBILB; T4
TakKOX (2,1-KpaTHO) mogoBKyBaBcs. [IalieHTH 3 cepeAHbOTAKKUM IMOPYIIEeHHSAM (QYHKIII IeYiHKN
Oynu GinbIN YyTIMBUMH 0O pHBapokcabaHy, 10 IPU3BOAUIIO 0 GiIbII KPYTOl KPUBOI 3aJIe3KHOCTI
OK/®]T Mix KOHIIeHTpalliew Ta [TY.

PuBapokca0aH MPOTHIIOKa3aHM MNallieHTaM 3 XBOpoOaMy MeYiHKH, 110 CYIIPOBOIKYIOThHCS



KOAryJIomaTi€elo 3 KIiHiYHO 3HaYMMUM PU3UKOM BUHUKHEHHST KPOBOTEYI, B TOMY YMCJIi XBOPUM Ha
1upo3 nevinku Knacy B Ta C 3a knacudikarieio Yannga-I1'10 (muB. po3ain «[IpoTUIoKa3aHHS»).

Hupxosa HedocmamHicmb. BimaHavyanocs 30ibIeHHST €KCIT03K1Iil puBapoKcabaHy, sike 00epHEHO
IIPOTIOPIIMHO KOPEOE 3i 3HUKEHHAM (QYHKII HUPOK, 110 BU3HAYaJIU 3a KJIipeHCOM KpeaTuHiHy. B
ocib 3 nerkuMm (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 3[00POBUX H0OPOBOJIBIIB. BifmoBigHO criocTepiranocs 36inbiieHHsS ¢hapMaKOOUHAMIYHIX
edexkTiB. B ocib 3 merkuM, cepemHbOTSIKKHAM ab0 TSKKUM IOPYIIeHHSIM (QYHKIII HUPOK 3arajibHe
IPUTHIYEeHHS aKTUBHOCTI (hakTOopa Xa Oyno BigmosigHo B 1,5, 1,9 Ta 2 pa3u OinbLUIMM IOPIBHSHO 3
TAKKUM Yy 3[0PoBUX H06poBobIiB; [T4 momiOHMM yuHOM 3pocTano y 1,3, 2,2 ta 2,4 pa3a BiAmoBigHO.
[laHi Mmoo malieHTiB 3 KJIIpeHCOM KpeaTrHiHy < 15 MJI/XB BifCyTHI.

3 ornsioy Ha BUCOKe 3B’SI3yBaHHS 3 OiKaMu Ija3Mu, 049iKyeThCS, 0 pUBapoKca0aH He BUBOJUTHCS 3
OpraHi3My IIIAXOM Hiai3y.

He pekoMeHIy€eThCSI 3aCTOCOBYBATH JIIKAPChKUI 3acib malfieHTaMm i3 KIipeHCoM KpeaTuHiHy
< 15 mn/xB. PuBapokcabaH cJiif 3aCTOCOBYBaTH 3 00€peXkKHICTIO MallieHTaM 3 KIipeHCOM KpeaTHHiHY
15-29 mn/xB (guB. po3ain «OcobOIUBOCTI 3aCTOCYBAHHS»).

®apmakoKiHemuuHi 0aHi, iomiueHi y nayieHmia. Y malieHTiB, SKi OTPUMYIOTh puBapoKcabaH Js
npodinaktuku BTE B 1o3i 10 Mr pa3 Ha 0o0y, cepefHiii TeOMeTpUYHUYN TOKa3HUK KOHILIEHTPaIlil
(inTepsan nporuo3yBaHHS - 90 %) dyepes3 2-4 roguHM Ta Maiixke 4yepe3 24 TOOUHU MiCIIg
3aCTOCyBaHHS (4ac, 1o MpuOIM3HO BigoOpakae JOCATHEHHSI MaKCHMaJIbHOI Ta MiHiMaIbHOI
KOHIIeHTpallil B IPOMiXKax MixX mpuiioMaMu 0o3) ctaHoBuB 101 (7-273) i 14 (4-51) Mxkr/m,
BiZIoBigHO.

®apmakokiHemuuHi/(papmakoduHamiuHi 83aemo3s’ a3ku. O1inka hapMaKOKiHeTUUHOT0/ hhapMaKo-
nuHaMiyHoro (OK/®J1) B3aEM03B’sI3Ky MiXK KOHIIEHTPAIli€l0 puBapoKcabaHy B IJ1a3Mi KPOBi Ta
OesKUMHU (papMaKoguHaMiYHMMM KiHIIEBUMHU TOYKaMu (IpurHideHHs ¢pakrTopa Xa, [T4, AYTY,
HepTest) mpoBogunmack Ha TIi 3aCTOCYBaHHS BEJIUKOTO Aiarna3oHy 103 (5-30 Mr gBidi Ha go0y).
B3aeM03B’430K MiXK KOHIIEHTpalli€l0 puBapokcabaHy Ta akTUBHICTIO (hakTopa Xa HakKpale
BH3HAYa€ThCs 3a mornomoroi E .. moperi. [lfomo ITY - HalbinbIn HOCTOBIPHI aHi OTPUMYIOTH HITISXOM
3aCTOCyBaHHS JIiHINHOI MOZeJli IepeTUHaHHS Biipi3KiB. B 3a/1e3KHOCTI Bif Pi3HUX peareHTiB At
BU3HaueHHA [1Y, KyToBul KoedillieHT MoXKe MaTHu CyTTEBO BigMiHHI 3Ha4eHH. [Ipu 3acTOCyBaHHI
pearenty Neoplastin mns BumiptoBanus T4, Buxigauit [T4 ctanoBuB 6;1u3bK0 13 ¢, @ KyTOBUM
KoeinieHT - Big 3 7o 4 ¢/(100 Mkr/n). Pesynbratu OK/O]I ananisis y gocnigxenaax ¢a3s II ta II1
BifiTIOBiganu JaHuM, OTPEMaHUM Yy 300POBUX NOOPOBOJIBIIB. Y malieHTiB, Ha 6a30Bi piBHi PpakTopa Xa
Ta [IY4 BryiuBanu Xipypriuyfi BTpy4aHHs, B pe3y/IbTaTi 40ro BUHUKAJIY BifMIHHOCTL KyTOBOI'O
Koe(iIlieHTy chiBBifHOIIEHH KOHI[eHTpalis/I14 MiK moKa3HMKaMHU IiC/Isl OTIEPAaTUBHOTO BTPYYaHHS
Ta B CTa0iIbBHOMY CTaHi.

Humsauut eix. EQekTuBHICTh Ta Oe31eKa 3aCTOCYBaHHS JIiKapChKOTO 3aC00y 3a MOKa3aHHAM
npodinakTrKa BeHO3HOI TpoMOoeM6bortii y miTed Ta mimmiTKiB (BikoM mo 18 pokiB) He BUBYAIHUCS.

[TokyiHiuHi gaHi 3 6e3meKu

Icuyroui mokmiHiuHi maHi, OTpUMaHi B X04i TPaAUIIMHUX JOCTiAXKeHb (PapMaKoIoriyHo1 6e3meKH,
TOKCUYHOCTiI OHHOPa30BOI1 1031, TeHOTOKCUYHOCTI, HOTOTOKCUYHOCTI, KAHIIEPOTEHHOT0 IIOTEHITiaTy
Ta PEMPONYKTUBHOI TOKCUYHOCTi BKa3yl0Th Ha BiICYTHICThL OyOb-IKUX CrIenuDiYHUX PUIUKIB AJIS
JIIOOUHM.



Y mocnifKeHHSIX TOKCUYHOCTI 6araTopa30BUX 103 CIIOCTEPIraauch epeKTy, 0B’ I3aHi, TOJTIOBHIM
YUHOM, 3 HaAMipHO BUpPaXkeHOI0 papMaKOAMHAMIYHOIO fIi€l0 puBapokcabaHy.

He 3apeecTpoBaHno BIIKB Ha (PEPTUNIBHICTD Y CAMUIIL Ta CAMIIiB IIypiB. Y X0mi moCTigXKeHb Ha
TBapuHaXx 0yJI0 BUSIBIIEHO PEIPOAYKTUBHY TOKCHYHICTh, ITOB’I3aHy 3 apMaKOIOTiYHUM MeXaHi3MoM
nii puBapokcabaHy (remopariuti yCKiIagHeHHS).

Kniniuni xapakKTepuCTHKH.
Iloka3aHHA.

[TpodinakTuka BeHO3HOI TpoMboeMborii (BTE) y mopocnux maiieHTiB, IKUM IIPOBOOSATH OllepaTHBHI
BTPY4YaHHS 3 €HIOIPOTE3yBaHHS KYJIbIIOBOT0 YX KOJIHHOTO CyT100iB.

JlikyBanHsT TpoM003y rinubokux BeH (TT'B), Tpomboembortii merenesoi aprepii (TEJIA) i nmpodinakTrka
peuunuy TI'B ta TEJIA y mopocnux (guB. po3nin «Ocob1uBOCTi 3aCTOCYBaHHS» CTOCOBHO IAIi€HTIB 3
TEJIA, mo MaioTh HecTabilIbHi reMOguHAMIUHI TOKA3HUKH).

IIpomunoka3aHHs.
[TigBuIeHa YYTIUBICTh 10 puBapokcabaHy a0o M0 HOTOMiXXKHUX PEYOBHH JIIKAPCHKOT0 3aC00y.
KriHiyHO 3HauyIlla aKTUBHA KPOBOTEYa.

YmikomkeHHS a00 CTaHH, 0 CYyIIPOBOMXKYIOTHCS 3HAYHUM PU3UKOM PO3BUTKY KPOBOTEY, SIKi MOXKYTh
BKJIIOYATH HasIBHI HA JaHUU MOMEHT ab0 HeIoaBHO BUSBIIEH] BUPAa3KU IUTyHKOBO-KUIIKOBOTO
TPakKTY, 3JI05IKiCHI HOBOYTBOPEHHS 3 BUCOKUM PU3UKOM KPOBOTeY, HelllOaBHO [IEpeHEeCEHY TpaBMy
TOJIOBHOTO a00 CIMHHOTO MO3KY, HeIlloaBHO IIepeHeceHe ollepaTUBHE BTPYUYaHHS Ha OJIOBHOMY,
CIMHHOMY MO3KY Y 04ax, HelllO[laBHil BHYTPIIIHbOYEPETHUY KPDOBOBUIIUB, BUSBIIEHE YU
Iio3pIioBaHe BapuKO3HE PO3IIKMPEHHS BEH CTPABOXOMAY, apTePioBeHO3Hi ManbpopMaliil, aHEBPU3MHU
cynuH ab0 3HaYHI BHYTPIMIHbOCIIHAIBHI UM BHYTPINIHbOLIepeOpaibHi CyAuHHI aHOMaii.

OpHoYacHe 3aCTOCyBaHHS 3 OyIb-IKMMH iHITMMHU aHTUKOATy/IHTaMHU, HallpUKJIIaf 3
He(paKIioHOBAaHUM TrellapvHOM, HU3bKOMOJIEKY/IIPHUMY TellapuHaMy (eHOKCalapyH, fanbTelapuH),
NOXiIHUMMU TenapuHy (poHOanapuHyKC), IepopabHIMU aHTUKOAryIsiHTaMu (Bapdapus,
nabiraTpaHy eTekcumart, amikcabaH), okpiM crenudigyHuX 06CTaBUH ITepexoay Ha albTePHATUBHY
AHTHUKOATYJISTHTHY Tepariio (ouB. po3min «Cmocib 3acTocyBaHHS Ta H03u») ab0 BUIAAKH, KOIU
HepaKIlioHOBaHUI renapyH IPKU3HAYaloTh y 03axX, HeoOXimHUX AJis 3a0e3nedeHHsT PyHKIIIOHyBaHHS
BIIKPUTOTO KaTeTepa LieHTPaJIbHUX BEH YU apTepid (OuB. po3ain «B3aeMopis 3 iHIIUME JTiIKapChKUMU
3aco0aMu Ta iHII BUOY B3aEMOMIN»).

3axBOPIOBAaHHAIIEYiHKH, III0 aCOLIIOI0THCS 3 KOAryaonaTielo Ta KITHIYHO 3HAaYYIIUM PU3UKOM
PO3BUTKY KPOBOTEUi, B TOMY YHKCJIi I[UP03 Nedinku kiacy B ta C (3a knacudikaniero Yaunga-I1'10)
(muB. po3min «®apMakKOKiHETHKA).

Bik marienTa o 18 poxkis.



BariTHicTk Ta rogyBaHHS TPYANIO (OUB. po3Mdin «3acTOCyBaHHS Y Iepiol BariTHOCTI abo romyBaHHS
TPYALOI0»).

0Oco00 1uei 3axodu 6e3neKu.

[onpi6HeHHS TabIeToK

TabneTku puBapokcabaHy MOXKHa MOAPIOHUTH Ta cycneHayBaTu y 50 MJI BOU 3 BBEJIEHHSM 3a
IIOIIOMOT 010 Ha30racTPasbHOr0 30HAa ab0 LITYHKOBOTO 30H[a /151 TOOYBaHHS IIiCHs IepeBipKu
IIPaBUJIbHOCTI MOT'0 PO3TAIlyBaHHS y HUIYHKY. [1ic/s 4oro 30H[ CHIif MPOMUTH BO#O0. OCKiIbKI
BCMOKTYBaHHSI puBapoKcabaHy 3a/le’KUTh Bifl MiCllg BUBiITbHEHHSI aKTUBHOI PeYOBUHH, CIIiJ] YHUKATHU
BBe[IeHHSI puBapoKcabaHy OUCTalbHO B IMUIYHOK, OCKIJIbKY I1e MOXKe IIPU3BECTU 0 3MEHIIEHHS
abcop6uii Ta, 0TKe, 0 3MEHIIIEHHS BIUIMBY aKTUBHOI peyoBUHU. [Ticis BBeieHHs TabneTok 1mo 10 mMr
HeMae HeoOXiIHOCTi oipa3y BBOAUTU eHTepasbHe TONyBaHHS.

B3aemodin 3 inwumu snikapcoKumu 3acobamu ma iHwi eudu é3aemodili.

Iuri6iTopu CYP3A4 Ta P-gp

OpHovacHe 3aCTOCYBaHHS puBapokcabaHy Ta KeToKoHa30my (400 mr 1 pa3 Ha mo6y) abo puToHaBipy
(600 mr 2 pa3u Ha go0y) TPU3BOIUIIO M0 2,6-KPaTHOr0/2,5-KPaTHOTO MiABUIIEHHS CePeIHbOl
piBHOBaxkHoi AUC puBapokcabany Ta 1,7-kpaTtHoro/1,6-kpaTHoro 30inbieHHs cepenHboi C, .
puBapokcalaHy, SIKe CyIIpOBOLKYBAJIOCS 3HAaYHUM IIOCUTIEHHSAM (papMaKOAMHAMIUHUX e(DeKTiB
niKapchKOro 3aco0y, 110 MigBUIY€e PU3UK KPOBOTEYi. 3BaXKaloyu Ha Iie, 3acTocyBaHHS Kcapento® He
PEKOMEH[YEThCS NallieHTaM, gKi OTPUMYIOTh CyIyTHE CUCTEMHE JIiIKyBaHHS IPOTUTPUOKOBUMHU
IIpernapaTaMy a30JIbHOL IPYIIX TAKUMU K KETOKOHA30J1, iTpaKOHAa30JI, BOPUKOHA30JI Ta
1103aKoHa3071,a00 iHribiTopamu BlJI-nipoTea3su. Lli nikapchKi 3acobu € IOTYKHUMHU iHTiOiTOpamMu
CYP3A4 ta ogHouacHO P-gp (muB. po3nin «Oco6IuBOCTI 3aCTOCYBAHHS»).

PeuyoBuHY, SKi aKTUBHO iHTiOYIOTH TiIbKY ONWH 3i MINIAXiB BUBE[EeHHS puBapokcabaHy 3 opraHismy,
CYP 3A4 abo P-gp, K o4iKyeThCs, 30iMbIIYIOTh KOHIIEHTPAllil puBapokcabaHy y M1a3Mi MEHIIIOI0
MipOoI0.

Hanpuknam, knaputpominus (500 Mr 2 pa3u Ha 0o0y), 1110 € moTyxkHuUM iHriditopom CYP 3A4 i
inribiTopom P-gp cepenHbol iIHTEHCUBHOCTI, CIPUYMHSAB 1,5-KpaTHe 30i/bIIIeHHS CepPefHiX 3HaUYeHb
AUC Ta 1,4-xpatHe 30inbuenns C,,, puBapokcabaHy. Blaemofis 3 K1apuTpoMilliHOM MMOBIPHO He €
KJTiHIYHO 3HAQYYIIOI0 AJIs1 OiNBIIIOCTI MAlli€HTIiB, ale MOTEeHIINHO MOoXe OyTH 3HAUYIIO0 [JIsS MalliEHTiB
BHCOKOTO PU3UKY (II0A0 3aCTOCYBaHHS y MAlli€HTIB 3 HUPKOBOIO HEAOCTaATHICTIO JUB. PO3MAiN
«Oc06IUBOCTI 3aCTOCYBaHHS»).

Eputpowminun (500 Mr 3 pa3u Ha fo6y), 110 nomipHo iHrioye izobepment CYP 3A4 i P-gp, cupuunHsB
1,3-kpaTHe 30inbIIeHHS cepeaHix piBHOBaxkHUX 3HaueHb AUC i C,,, puBapokcabany. Baaemonmis 3
€PUTPOMIIITHOM MMOBIpHO He € KIiHIYHO 3HAYYI[00 [J1s OiNbIIOCTI NallieHTiB, aje MOTEHILINHO MOXKe
OyTH 3HAQUYIIOIO /15 MalliEHTiB BUCOKOTO PU3HUKY.

Y naiieHTiB 3 HUPKOBOIO HEJOCTATHICTIO JIETKOT'0 CTYIEHS TAXKKOCTI, Ha BiAMiHY Bif MMalLli€HTIB i3
HOpPMaJIbHOW QYHKIIEI0 HUPOK, TPYU 3acTOCyBaHHi epuTpoMinuny (500 Mr 3 pa3u Ha f06Y)
Bim3Hauanu 1,8-kpaTHe 3pocTaHHs cepenHboro 3HadyeHHss AUC Ta 1,6-kpatHe 30inbmenns C,,,



puBapokcabaHy. Y malji€eHTiB 3 HUPKOBOIO HEJOCTATHICTIO CEPEOHLOT0 CTYIIeHs TAXKKOCTI Ha TIi
€pUTPOMIIINHY criocTepiranyu 36inmbineHHs cepeguboro 3HaueHHss AUC puBapokcabaHy B 2 pa3u i
nigBuimenHs C,,, puBapokcabany B 1,6 pa3a MoOpiBHSAHO 3 marieHTaMu 0e3 mopyIieHb GYHKIII HUPOK.
BB epUTPOMIIIMHY € afUTUBHUM [0 SBUIL HUPKOBOI HEIOCTATHOCTI (AUB. po3min «Ocob6mmuBoCTi
3aCTOCYBaHHS»).

®nykonaszon (400 mr 1 pa3 Ha no0y) BBaxkaeThcs iHribiTopom CYP 3A4 cepenHbOl iHTEHCUBHOCTI, i
M0T0 3aCTOCYBaHHS CIPUYMHSAIO 1,4-KpaTHe 306inmbIneHHs cepenHix 3Havyenb AUC Ta 1,3-KpaTHe
36inbimnenHs C,,, puBapokcabany. Bzaemopmist 3 GprryKoHa30710M WMOBIPHO HE € KITiHIYHO 3HAYYIIO0
a1t GiNIBIIIOCTI MAIliEHTIB, ajie MOTEeHIiHO MoXKe OyTH 3HAUYYIIOIO 7T NallieHTiB BUCOKOTO

pU3UKY (11040 3aCTOCYBaHHA IalliEHTaM 3 HUPKOBOIO HEIOCTATHICTIO AUB. po3min «OcobmIuBOCTi
3aCTOCYBaHHS»).

3Baxkanuu Ha oOMexXeHi KJIiHiYHi JaHi I0q0 ApoHemapoHy, CIifl yHUKATH OJHOYACHOI'0 MOT0
3aCTOCYBaHHS 3 pUBapoOKCcabaHOM.

AHTHUKOAryIsaHTH

[Ticrss komGiHOBaHOTO MPU3HAYEHHS eHOKCcanapuHy (omHOopa30Boi mo3u 40 Mr) i puBapokcabaHy
(omHOPa30Boi1 mo3u 10 Mr) criocTepiraBcst aguTUBHUY e(heKT BiTHOCHO MPUTHIYEHHS aKTUBHOCTI
dakTopa Xa, 10 HE CYIPOBOAXKYBAIOCS JOJATKOBUMHU 3MiHaMu P00 Ha 3ropTaHHs KpoBsi [[T4
(mpotpomOinoBuit yac), AYTY (akTHBOBaHUI YaCTKOBHM TPOMOOIIaCTHHOBMM Yac)]. EHOKcamapuH He
3MiHIOBaB hapMaKOKiHETHUKY prBapoKcabaHy.

Yepe3 306ibIIIeHHS PU3UKY PO3BUTKY KPOBOTEY CJIifi 3 00€PEeKHICTIO CTABUTHCS 10 OQHOYACHOTO
3aCTOCYBaHHS 3 iHIIMMU aHTUKOATYNISHTaMu (OuB. po3minu «IIpoTunoka3aHHsa» Ta «OcoOnMUBOCTi
3aCTOCYBAHHS»).

Hectepoinni npotu3ananbHi npenapaty (HII3II)/iuri6iTopu arperairii TpoMOOUKTIB

[Ticns ogHOYACHOTO 3aCTOCyBaHHS puBapokcabany (15 mr) tTa 500 Mr HalpPoOKCEeHY KITiHiYHO
peJieBaHTHOTO MTOOBXKEHHS Yacy KPOBOTeUi He crocTepiranocs. [IpoTe B 0KpeMux 0cib MOXKIMBa
Oinbir BUpaXkeHa (papMaKoguHaMiuHa BifllTOBIfb.

He cmocTepiranocs kiiHiYHO 3HAUYIIUX papMaKOKiHETUUYHUX a0o (hapMaKOogUHaMIiYHUX B3aEMOIiN
Ipy OJHOYAaCHOMY 3acTocyBaHHiI KcapenTo® ta 500 Mr aneTunacasminuioBoi KUCIOTH.

He BusiBneHo papMakoKiHETUYHOI B3a€MOZil MixK puBapokcabaHoM (15 Mr) i Knomigorpenem
(mHaBaHTaxyBasbHa H03a - 300 MT i3 moganblIMM IPU3HAYEHHSAM MiATPUMYIOUHUX 003 75 MT), aie B
HiArpymi naiieHTiB BUSBIEHO pejieBaHTHe 30i/IbIIIeHHS TPUBAJIOCTI KPOBOTEYI, 1110 HEe KOPEJII0OBAJIo 3
arperatiiiero TpomOonuTiB i piBHIMU P-Cenektuny abo GPIIb/ Illa-pemenTopis.

HeobxigHo moTpuMyBaTHCS 00€peKHOCTI IpU IpU3HaUYeHHi puBapoKcadaHy mallieHTaM, sKi
OHOYACHO 3aCcTOCOBY0Th HII33 (BKIIOYaOUM alleTHIICAMTIIUIIOBY KUCIIOTY) Ta iHTibiTopu arperatii
TPOMOOLMTIB, OCKiNBKH 1Ii JTiKapChKi 3aco0u 3a3BUYail MiIBUIYIOTh PU3UK KPOBOTEY (OUB. PO3MiN
«Oc0o0IMBOCTI 3aCTOCYBaHHS»).

CenekTuBHi iHTiGiTOpPKU 3BOPOTHOTO 3axorieHHs cepoToHiny (CI33C) / iHri6iTopu 3BOPOTHOTO

3aXOIJIEHHS cepoToHiHy-Hopeninedpuny (I33CH

4K 1 Ipy 3aCTOCYBaHHI IHIIIMX aHTUKOATYJISHTIB, MiABUIIYETHCSA PU3UK PO3BUTKY KPOBOTEY Y
NalieHTiB, SKi omHOYacHO 3acTocoByoTh CI33C abo I33CH BHACMIOOK BIJIMBY OCTAHHIX Ha
TpoMOouuTH. [Ipu 0OgHOYaCHOMY 3aCTOCYyBaHHI 3 pruBapoKcabaHOM y XOZi KITiHIYHUX JOCHiXKEeHb



crocTepirasnacs OinbIlla KiTbKiCTh K/TIHIYHO 3HAUYIIUX KPOBOTEY B yCiX Tpymax Teparii.
Bapdapun
[TpunepexopinanienTiB3antaroxicrysitraminyKsapdpapuny(MHB2,0-3,0)Ha puBapokcabaH

(20 Mr) abo 3 puBapokcabany (20 mr) Ha Bapdbapun (MHB 2,0-3,0) mpoTpombinoBuit vac Ta MHB
(tect Neoplastin) 36inbiryBanucs OinbIll SK afUTUBHO (Big3Hauanucs okpeMi 3HaueHHS MHB go 12),
y TOM 4ac 5K BIuB Ha AUTY, iHriOyBaHHS akKTUBHOCTI (hakTopa Xa Ta eHOOTeHHUN TPOMOiHOBUM
noTeHtian (ETIT) Oynu aguTUBHUMM.

fAxmo 6akaHo nepeBipuTu PapMakofrHaMiyHi e(peKTH puBapoKcabaHy IIifl Yac Iepiofy mepexony,
MOXKYTh OyTH BUKOPUCTAHI TECTH Ha BU3HAUEHHS aKTUBHOCTI aHTH-Xa, PiCT i HepTest, ockimbku
BapdapuH He BIJIMBA€E Ha Pe3y/IbTaTH IIUX TecTiB. [lounHatouu 3 4 mobu micns BigMiHu Bapdapuny i B
nopanbiIoMy Bci TecTu (BKiouarouu 1T, AUTY, inribyBanus akTuBHOCTI (hakTopa Xa Ta ETTI)
BimoOpazaloTh nuile ehekKT pruBapokcabaHy.

fdxkmo 6axkaHo nepeBiputu GpapmakoguHaMiuHi epekTy BapdapuHy Iig yac nepiogy nepexony,
MOXKHa BUKOpPHUCTaTH Bu3HaueHHS MHB mpu nocsruensi C,,,puBapokcabany (uepes 24 roguHu micis
IPUIOMYy ITOTIEPEHBOI 103U puBapoKcabaHy), OCKIIbKY Yy 1lel MOMEHT puBapoKcabaH HallMeHIIe
BIIJIUBA€ Ha pe3ysbTaTtu TecTy MHB.

Mix BapdapuHoM Ta puBapokcabaHOM He Bifl3HaueHO (hapMaKOKiHETUYHOI B3aEMOZII.

Iugyktopu CYP3A4

OpHOYacHe 3aCTOCYBaHHST puBapoKcabaHy Ta pudaMIIiluay, o € cunbHuM iHgykTopoM CYP 3A4 i P-
gp, mpusBoauno po npubnusno 50 % 3HuKeHHs cepenHboi AUC puBapokcabaHy Ta ImapajebHoro
3MeHIIeHHS #oro papmakogrHaMiuyHuX edekTiB. OmHOYACHE 3aCTOCYBaHHS pHBapoKcabaHy 3
iHmumu cunbHOmitounMy iHgyKTopaMu CYP3A4 (Hanpukian GpeHiTOIHOM, KapOaMa3emiHoM,
dhenobapbiTamom abo 3aco0amMu Ha OCHOBI 3Bip0o00I0) TaKOXK MOKE CIPUYUHUTYU 3HUKEHHS
KOHIIeHTPaIlill puBapoKcabaHy y mja3Mi KpoBi. ToMy cilifg yHUKaTH OOQHOYACHOTO IPHU3HAYeHHS 3
JiKapChKUM 3aco00oM moTyxkHUX iHAyKTopiB CYP3A4, 0KpiM BUNAfKiB, KON 3a0€3Me4eH0 PeTeIbHUM
Harsy 3a NalieHTOM 3 METOI0 BUSIBJIEHHS 03HAK Ta CUMIITOMIB TpOMOO03y.

[H1Ii MiKapchKi 3aco0u CymyTHLOI Teparii

He Big3Hauanocs KniHiYHO 3HaUyLIMX (hapMaKoKiHeTHYHUX a00 papMakofUMHaMiYHUX B3aEMOZiN Ipu
OJHOYAaCHOMY 3aCTOCYBaHHi puBapokcabaHy 3 MimazonamoM (cyOcTpaT CY3A4), mUTOKCUHOM
(cyberpat P-gp), aTopBactaturoM (cy6ctpat CYP3A4 Ta P-gp) a6o omemnpa3osnom (iHribiTop
IIPOTOHHOI moMmnu). PuBapokcabaH He IpUTHiYYe i He iHAYKYy€e Oymb-sKi BaxKIuBi i3opopMu 1uTOXpOoMy
CYP, taki gk CYP3A4.

He Big3HaueHo Oyab-IKUX KIIiHIYHO 3HAUYIIMX B3a€MOZiH 3 ket (muB. po3min «Crocib 3acTocyBaHHS
Ta OO3|»).

By Ha 1a60opaTopHi MapamMeTpu

BrnnuB Ha moka3uuKu 3ropTaHHs KpoBi (ITY, AYTY, HepTest) € nepenbauyBanuii, 3 ypaxyBaHHSIM
MexaHi3My [ii puBapokcabaHy (OuB. po3fmin «®apMaKoIOTiuHi 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



IIepeHecsd TPaHCKaTeTEPHY 3aMiHy aopTanbHOro kiamnaHa (T3AK).be3neka Ta eheKTUBHICTh
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 pekoMeHOyETbCS 3aCTOCOBYBaTUIiKapCchkui 3acib KcapenTo® sk ambTepHATUBY
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)

YpazineoOxifHOCTiiHBa3WBHUXIIPOIEAYpadoXipyprivHNXBTpydYaHb3acTocyBaHHs Kcapento® 10 mr
CJIif IPUNIVHUTHU K MiHIMYM 3a 24 rOOUHY [0 I04YaTKy BTPYYaHHS, SIKIIO Lie MOXKJIUBO, Ta Ha OCHOBI
KJIIHIYHOTO pillleHHS JiKaps. AKIIo IpoLeaypy He MOXKHa BifKJIaCTH, CJIif OL[IHUTH HAasIBHICTb
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.

BaritHicTb.EdekTuBHICTh Ta Ge3meka npu 3acTocyBaHHi KcapenTo® BariTHUME XKiHKaMU 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.

TomyBaHHS rpynnio.EdekTuBHICTL Ta Oe3meka Ipu 3acTocyBaHHI KcapenTo® xiHKaMu y mepiof
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.

®eprunsHicTe.CrienianbHi JOCTiAXKEHHS 3 OIIIHKY BIIMBY PUBapokcabaHy Ha GepTUNIbHICTD TIOOUHU
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.

[Ticns BTpy4YaHHS 3 IPUBOAY 3aMiHM KYJIBIIOBOTO Cyrio0a peKOMeHoOoBaHa TPUBAJIICTh
JIIKyBaHHSI CTQHOBUTH 5 TUXKHIB.

[Ticns 3aMiny KoJiHHOTO Cyriio6a peKOMeHI0BaHa TPHUBAIICTh TiKyBaHHS 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 pasi nponycky npuiioMy Ta0/JIeTKH Il YaC pexHuMYy JTiKyBaHHs OTHH pa3 Ha J00y
Nali€HTy CJIi] NPUUHATH Ta0IeTKY JTiKapchbKoro 3acody Kcapenro® HeraiHo i HaCTymHOro
IHS MPOJOBXKHUTH JTiKyBaHHA i3 mpuomoMm 1 pa3 Ha 700y 3rigHO 3 peKOMEHI0OBaHUM
mo3yBaHHsiM. He ci1ig mpuiMaTi MOaBiMHY 03y Y TOM CAaMHH [I€Hb, 11100 KOMIIEHCYBaTH
NponyuieHy Tab1eTKy.

Ilepexid 3 aumaeaonicmie eimaminy K na Kcapeaimo®

Y natuieHTiB, gKi mpoxonsaTh nmikyBaHHsA TI'B, TEJIA Ta SKMM IPOBOASATH MPOGIiNaKTUKY iX TOBTOPHOTO
BUHUKHEHHS, Tepallisd aHTaroHictaMu Bitaminy K Mae OyTu mpumnrHeHa, a 3aCTOCYBaHHS JTiKapChKOT0
3aco0y KcapenTo® crig mounHaTH IIpY OOCATHeHHI noka3Huka MHB < 2,5.

[Ipu nepexofi nawieHTiB 3 aHTaroHIicTiB BiTaMiHy K Ha Kcapento® micnsa 3actocyBaHHA Kcapento®
3HaueHHd MHB MoxyTh OyTu xubHO migBuieHi. MHB He € BanigoBaHUM METOIOM [AJIST OLIiHKU
AQHTHUKOATyJISTHTHOL aKTUBHOCTI KcapenTo®, ToMy 10T0 He CIil BUKOPUCTOBYBaTH (OUB. PO3TiN



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

ITepexio 3 Kcapeamo® Ha aumazoHicmu eimaminy K

IcHye MOXKIHMBICTh HEIOCTAaTHBOI @aHTUKOATYIALII TPOTATOM Iepiony nepexony 3 Kcapento® Ha
aHtarosict BiTaminy K. Tak camo, §K i mig 9ac OyOb-KOTo Iepexony Ha albTePHAaTUBHUMN
AQHTHUKOATYJISHT, Y IbOMY BUIIAAKy Mae OyTu 3abe3nedeHa Oe3nepepBHa afileKBaTHa aHTUKOATYIISIiS.
Heo06xigHo maM’aTaTy Ipo Te, 110 Ha TJi 3acTocyBaHHA KcapenTo® MOXyTh BU3HAUATUCS XUOHO
MigBHUIEH] 3HadyeHHsI MHB.

Y pasi nepexopny i3 Kcapento® Ha aHTaroHicT BiTaMmiHy K ocTaHHIN TOYKMHAIOTH IPUUMaTHU
omHo4yacHO 3 Kcapento®, momoku noka3uuk MHB He Oyne cTaHOBUTH = 2.

YIpomoBx mepInux OBOX AHIB IIepiofy IIepexony MOXKHa 3aCTOCOBYBATU CTaHOAPTHE [O3yBaHHA
a"TaroHicta BitaMiny K. Hapmani o3yBaHHs aHTaroHicta BiTaMiHy K KOpUTyeThCS 3a/1€2KHO Bif
3HaueHHa MHB.

[Toxu malieHT OMHOYACHO 3aCTOCOBYE JTiKapchbKuii 3acid Kcapento® Ta aHTaroHicT Bitraminy K, MHB
CJIi BU3HAYaTH He paHillle HixK 4yepe3 24 TOOUHMU IIiCJIg IPHUUOMY OCTaHHBLOI 103U KcapenTo® (mepeq
IpUOMOM HacTymHOI fo3u Kcapento®). [Ticna npunuHeHHs 3acTocyBaHHS Kcapento® MHB moxHa
NOCTOBIPHO BU3HAYaTH IIOHaMeHIIe yepe3 24 TOAWHY IiC/Is MPUHUOMY OCTaHHBOL 703U Kcapento®
(muB. po3minu «B3aemofis 3 iHIIMMY TiKapPCHKUMU 3aco0aMu Ta iHIIT BUOY B3a€MOMIlN»,
«®apMaKoIOoTiuHi BIaCTUBOCTI»).

ITepexid 3 napenmepaavHux aHmukoazyisiimie Ha Kcapeamo®

[TamienTaM, gKi OTPUMYIOTh IapeHTEepPasbHi aHTUKOAryJIsIHTH, 3aCTOoCyBaHHs KcapenTto® crif
po3noyuHaTH 3a 0-2 rOAMHU OO0 MOMEHTY HaCTYIIHOT'O I1JIAaHOBOTO BBEEHHS ITapeHTEePaIbHOT 0
JIiKapChKOT0 3ac00y (Hampukiag HU3bKOMOJIEKYISPHOTO rernapuHy) abo y MOMEHT IPUIUHEeHHS
3aCTOCYBaHHS JTIKapChKOTO 3ac00y [JIs MMOCTiIMHOTO ITapeHTEPaIbHOTO BBENEeHHS (HallpUKIIa
He(PaKIiOHOBAHOTO TellapXUHYy OIS BHYTPIIIHBOBEHHOT'O BBEMIEHHS).

Ilepexio 3 Kcapeaimo® Ha napeHmepaavbHi aHmukoa2yasitHmu

[lepury 03y apeHTepaIbHOI0 aHTUKOATy/ITHTY BBECTH y TOW 4ac, KONu ciif 0yso 6 3aCTOCOByBaTH
HaCTynHy f03y Kcapento®.

Oco06uBi KaTeropii maItieHxTiB

ITauieHmu 3 nopyweHHAM pYHKUil HUPOK

HasiBHi 06MexKeHi KITiHiYHI gaHi y MallieHTiB 3 HUPKOBOIO HEIOCTATHICTIO TSXKKOT0 CTYIEHS (KJTipeHC
KpeaTuHiny 15-29 Mii/xB) BKa3ylOTh Ha 3Ha4yHe IiIBUIIIEHHS KOHIIEHTpallii puBapokcabaHy y Ia3mi
KpOBi. 3Bakalo4yy Ha Ile, IIPY JIiKyBaHHI MAIi€HTIB ITi€l KaTeropil nikapchkuii 3aci6 Kcapento® crin
3aCTOCOBYBaTHU 3 00epexkHicTI0. He peKOMEHIYETHCST 3aCTOCYBAHHS JTiKapChKOTo 3aco0y MmallieHTaM 3
KJTipeHCOM KpeaTuHiHy MeHIe 15 mi/xB (quB. po3minu «OcobIuBOCTI 3aCTOCYBaHHSI» i
«®apMaKOKIHETHKa»).

Ons npodinaktuku BTE y mopocnux maii€eHTiB, IKMM IIPOBOASATH OTlEPaTUBHI 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
dibpumnsitieronepeacepnb
[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 mocmimxenus VOYAGER PAD.

Huxue y Tabmuii 9 HaBeleHO YaCTOTY MOGIYHUX peakilill, 110 BUHKUKAJY ITPX 3aCTOCYBaHHI
nikapcbKoro 3aco6y Kcapento® y mopocnux Ta MnefiaTpUyHUX MalieHTiB. [To6iuHi peakiii
y3arajibHeHi Ta omucaHi 3 BUKOPUCTaHHSAM Kiacudikarril cuctem opradis (MedDRA).Y mMexkax KOXKHOI
rpymnu nobiuHi peakilil mpeAcTaBieHi ¥ MOPSAOKY 3MEHIIEHHS 1X TSXKKOCTI.

YacTtoTanobiyHUXpeaKIiiBU3HaYaeThCATaKUMYNHOM: IyKe dacTo (= 1/10); gacTo (= 1/100 -
< 1/10); meuacTto (= 1/1000 - < 1/100); nooguHoKi (= 1/10000 - <1/1000); nyxe pigko (< 1/10000);
YacTOoTa HeBigoMa (He Moxe OyTH BCTAHOBJIEHA 3a HASIBHUMU JTAaHUMU).



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 [MoomumoKi [Oyzxe pinko [HactoTa Hepinoma
TTopyweHHs 3 BOKY KPOBOHOCHOI ma AiMpamuyHoi cucmem
AHeMis (BKIo4aouu [I'pomM6GOLKTO3 (BKIIOYAIOUH
BigmmoBimHi 30iTBIIIEHHS KiTbKOCTI
mabopaTopHi TPOMOOLKTIB)", TPOMOOLHUTONEHi]
TapamMeTpu)
ITopyweHHs 3 BOKY iMyHHOI cucmemu
ArlepriuHa peaxilisi, anepriuaui AHadimakTuuHI
mepMaTHUT, aHTI0HEBPOTUYHUHN [peakxiril, BKIII0OYaoyu
Ta aleprivHuil HaOPIK aHadimakTHIHUN
110K
Po31a0u 3 60Ky Hepaoeoi cucmemu
3amaMopo4eHHS, MO03KOBi Ta BHYTPIIIHbOYEPEMHI
TOJIOBHUH Oinb KPOBOBUJIMBY, CUHKOIIATbHUN
cTaH
[TopyweHHs 3 BOKY 0p2aHie 30py
O4HUII KPOBOBUJIUB
(BKJTIOYQIOYU
KPOBOBHUJIUB Y
KOH 10HKTHBY)
Cepuesi NnOpyweHHA
[Taxikapmis | |
CyOuHHI nopyweHHs
ApTepianbHa
rinoTeH3is, reMaToMa
PecnipamopHi po3.iadu, namosozis cepedoCmiHHA ma 2py0HOi KAimuHu
HocoBa KpoBoTeua, EosunodinsHa
[KpoBOXapKaHHS [THEeBMOHisS

P031a0u 3 60Ky WAYHKOBO-KUWKOB020 MPAKmMy

KpoBoTeui 3 sAceH,
[I1TyHKOBO-KHUIIKOBI
KPOBOTEYi
(BK/TI0YQIOYU
[PEKTaTbHY
KpoBOTEYY), OiNb ¥
1II7TYHKOBO-KHIIIKOBOMY]
TPaKTi Ta XKUBOTI,
MUCIIEIICist, Hy[oTa,
3amop”, miapes,
GTI0BaHHS"

CyxicTs y poTi

"enamo0isiapHi nopyweHHs

[TigBUIlIEHHS PiBHSA
TpaHcaMiHa3

[TeyiHKOBa HEJOCTATHICTh,
mifBUIIEHHS PiBHS Oimipy06iny,
MiBUIIEHHS PiBHS JIyKHOI
(bocdaTasy KpoBi®, migBHUIEHHS
PiBHSA raMMa-TJIyTaMilITpaHc-
bepasu (ITT)*

PKOoBTSIHUIIA,
MTigBUILIEHH
PIBHAKOH 'IOTOBAHOT'0
Ginmipy6iny (3 abo
0e3 OMHOYACHOI'0
MMiBUIIEHHS PiBHS
IAJIT), xonecTas,
TeTIIaTUT
(BKJIIOYQIOYU
reraToIeTI0sIPHE

VIIKOIKEHHS)

P031a0u 3 60Ky WKipu

i niOwKipHOi MKaHUHU




CBepbix (BKIIOYAOUH

Kponus’'ssHKa

Cunpgpom CTiBeHca-

HeYaCTi BUIIaJKU II>xOHCOHa/
reHepasi3oBaHOro TOKCUYHUU
cBepOexy), emiepMaTbHUN
BUCUIIAHHS, €KXiMO3, Hekposi3, DRESS-
MKipHUY Ta CAHIPOM
TTiITKipHAH

KPOBOBHUJIMBU

ITopyweHHs 3 BOKY 0NOPHO-PYX08020 anapamy, CNoAY4YHOI i KIcCmKogoi mKaHUHU

Gine y kinmiskax *

emapTpo3

KpOBOBUIIUBH ¥
M’ 13U

KoMIapT-MeHT-CUHAPOM|
BHACJIIOK KPOBOTEY

Po31a0u 3 60Ky HUPOK

i cevosusioHuUX wW.sXxie

YporeHniTanbHi
KPOBOTEYl
(BKJTIOYQIOYU
reMaTypito i
Imenopariw®), Hupkosa
HEeJOCTaTHICTh
(BKJTI0YQIOYU
TiIBUIIEHHS PiBHSA
KpeaTHHIHY B KPOBI,
TiIBUINEHHS PiBHSA
CEYOBUHY B KPOBI)

HupxoBa HepgocTat-
HiCTB/ TOCTPa HUPKOBA
HeI0CTaT-HiCTh
BHACJIIIOK KPOBOTEY],
1110 CIPUYMHUIIA
rinonepdy-3iio

CucmeMHi NOpYyWeHHs ma CMAaHu, noe’s13aHi 3 Micuem 3acmocyB8aHH AiKapcbKo20 3acoby

Capsaka”,
epudepuIHNN
HaOpsK, 3araabHe
MOTipIIeHH ST
CaMOIIOYyTTS Ta
BHUKEHHS aKTHBHOCTI
(BKJIIOYAIOUN
BTOMJTIOBAHICTh Ta
AcTeHiIo)

[Torane CaMOIIOYyTTs

(BKITIOYAOUM HE3MyKaHHS)

JToKaTi30BaHUM
HaOpsK"

Pe3yibmamu aHanisie

[ligBUIleHHS PiBHS

makraTmerigpo-rerasu (JIOT)*,
MigBUILIEHHS PiBHSA mimazu®,
MigBUIEHHS PiBHSA aminazu®

Tpasmu, ompyeHHs, npouedypHi YCKAaOHEeHHs

[TocTupouenypHa
KpOBOTEYa
(BKJTI0YQIOYU
icsonepauinzy
@HEeMiI0 Ta KpOBOTeYy
3 paH), CHHIIi,

cekperis 3 panu”

CymuHHA IICeBMO-
anespu3Ma’

A Big3naueHo y xomi npodinaktuku BTE y mopociux naiieHTiB, SKUM IIPOBOUIIM IIJIAHOBY OTIEpPalliio
3 eHI0ONPOTE3yBaHHA KYJIbIIOBOT0 ab0 KOJIIHHOTO CYTJI00iB.

B Bin3znaueni B xofi nikyBauHs TT'B, TEJIA Ta npodiTakTUKX IX PEIUANBIB K OyXKe YacTi y XKiHOK

MoJIofIIe 55 POKiB

C BusHavyanucs sIK He4acTi IPU MPOBeAeHHI MPodiTaKTUKN aTePOTPOMOOTUYHUX SIBUII Y MAIli€HTIB,
sKi nepeHecnu ['KC (micnst 4epe3mKipHOro BTPy4YaHHS).

* ByJi0 3aCTOCOBaHO 3a37asierifb BU3HaueHul BubipkoBul nminxin o 36opy indopmanii mpo mobiyni
peaxtii B okpeMux gociimxkeHHsx ¢as3u I1I. YacTora nobiyHuX peakilii He 30ibIININCE Ta He 6yI10
inenTH(iKOBaHO HOBUX MOOIYHUX peakKlliii Mmicyis aHami3y IUX OOCITiIXKeHb.



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-CUHAPOM i HUPKOBa HEJOCTATHICTh BHACIIAOK rinonepdyail. ToMmy mig yac omiHKY
CTaHy IallieHTa, SKOMy IPU3Ha4YalTh aHTUKOATYJISHTH, CJIifl 3Ba’XyBaTU PU3UK BUHUKHEHHS
KpPOBOTEUI.

[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.

ITo 5 (5%1) abo 10 (10x1), a6o 100(10x10) TabneTok y GmicTepi.



Kareropis Bigmycky.

3a perenTom.

BupoOHUK.

Bauep AT

Micne3HaxXoOXKeHHSs.

Kauzep-BinserensM-Anee, 51368, JleBepky3eH, HimeuunHa.



