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IHCTPYKIIA
AUISL MEIHTHOTO 3ACTOCYBAHHS JiKAPCHKOro 3aco0y

®EHIKC®
(FENIX)

Ckaan:

JliFo4a pevyoBHHA: pUBapoKcabaH;

1 TabneTka, BKpHUTa MIIBKOBOK 000JI0HKOIO, MiCTHTE 15 Mr 260 20 Mr puBapokcabaHy;

AOMOMUKHI pEHOBHHH: LIS/II0/103a MIKPOKPHCTAIIYHA; JIaKTO3a, MOHOTIPaT; HATPilo KpoCKapMenosa;
rinpomenosa; HaTpiio naypuacyibdar; Maruio cTeapar;

MIiBKOBE MOKPUTTS TabneTky no 15 mr: Opadry II Red 32F250009 (rinpomenosa; nakrosa, MOHOriparT;
Makporoni; TuTany giokeun (E 171); 3aniza okenj uepsonnii (E 172));

ILUIIBKOBE MOKPUTTs Tabnetku mo 20 mr: Opadry 11 Red 32F250010 (rinpomenosa; 1aKTo3a, MOHOTIApaT;
MaKporo; TutaHy aiokeus (E 171); 3aniza okenn wepsonuii (E 172)).

Jlikapeoka dopma. TaGneTku, BKPUTI IBKOBOK 0G0JIOHKOIO.

OcHoBHi (iznko-XiMiyHi BracTHBOCTI:

1abaeTku 1o 15 mr: tabnetku kpyrioi dopmu, 3 ABOOMYKIIOK) TOBEPXHEIO, TMOKPHUTI IIiBKOBOIO
0D0JIOHKOIO, POKERO-KOPHYHEBOTO KOJILOPY:

Tabnetkn mo 20 wmr: TabGnaetku kpyrnoi dopmu, 3 JBOOMNYK/IOK MOBEPXHEIO, MOKPUTI MIIBKOBOK
000JI0HKOI0, YEPBOHO-KOPUYHEBOTO KOJbOPY.

®apmakoTepaneBTHYHA Tpyna. AHTUTPOMGOTHYHI 3aco0H. [Ipami inriGitopu ¢akropa Xa.
Pupapokcaban. Kog ATX BO1A FO1.

Dapmaronoziuni enacmugocmi

dapmakoauHaMiKa

Mexanizm ii

Puapokcaban — BUCOKOCENEKTHBHMIi Mpsmuii iHribitop ¢akTopa Xa, M0 Mae A0CTATHBO BHCOKY
0i0MOCTYMHICTL NP MepOpaibHOMY 3aCTOCYBAHHI. brokysanns aktuBHOCTI dakropa Xa nepepupae
BHYTPILUHIHA Ta 30BHILIHIMN IUIAXH KoaryasuifiHoro kackany, i, sk Hac/Iiok, NPHUTHIYYEThCS HOPMYBaHHS
TpoMOiHy Ta yTBOpeHHs TpomOy. PuBapokcaGan Gesmocepe/lHbO He MPHIHIYYE aKTHBHICTD TpoMOiHy
(akTrBOBaHoro ¢axropa II) Ta He BIMBAC Ha TPOMOOIUTH.

DapmakoaMHaMiuHi eeKTH

Ilpu sactocyBanni y moneii BigsnaueHo mosozaiexHe iHriGYBaHHS AKTHBHOCT dakropa Xa. Ilpu
BUKOpHCTaHHi TecTy Neoplastin puBapokcaban Mae 00303ai1e3KHH1I BIUIUB HA nporpoMOiHoBHii yac (IT4),
110 IOCTOBIPHO KOPENIOE 3 KOHLEHTpaLi€e y miasMi kposi (r = 0,98). TIpu BUKOPHUCTaHHI iHLIMX TECTIB
/ HabopiB pesynbrath 6ymyth iHwuMK. Ilokazauus npunagy BAPTO 3HIMATH Y CEKYHJAX, OCKiNbKM
MDKHapoJHe HopmanizoBaHe BigHowewHs (MHB) sinkaniGpoBame Ta npoeatinopane TinbKH IS
KyMapHHiB i Oro He MOKHa 3aCTOCOBYBATH JUIsl iHIINX aHTHKOATY/ISHTIE.

Y nauicHTiB, SKi OTpUMYIOTh puBapokcabaH Ans JiKyBaHHS TpPomMGO3y TIHGOKHX BeH (TI'B),
TpomGoembonii nerenepoi aprepii (TEJIA) i npodinaktuku peunusis TI'B i TEJIA, 5/95 NPOLEHTHIIIB
uts nporpomOiny (Neoplastin) uepe3 2—4 romunu nicns npuitomy TaGiaerku (ToGTo Mij Yac JOCATHEHHS
MaKCHMa/IbHOro epeKTy) KonuBaroThes Bif 17 10 32 ¢ ans Tabnetok no 15 Mr 2 pasu Ha o0y abo Bin
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1510 30 ¢ — ans Tabnerok no 20 Mr 1 paz ua 200y Bianoiano. [lpu minimManehili koHueHTpawii
puBapokcabany (4epes 8—16 roaun micns npuitomy Tabnerkn) 5/95 NPOLIEHTHIIIB Ha Ti 1031 15 mr
puBapokcabany 2 pasu Ha 100y KonuBaioThes Bin 14 10 24 cek, a ast 103m 20 Mr puBapokcabany 1 pas
Ha 100y (4epe3 18-30 romun nicns npuiiomy Tabaerku) — ig 13 j10 20 c.

Y nauieHTis 3 Heknamannow ¢ibpuisuicio mepencepas, ki OTPUMYIOTH pHBapokcabaH s
npoinakTuky iHCYNBTY i cucTeMHOT emMBonii, 5/95 npoucHTUiB A npotpombiny (Neoplastin) uepes
1-4 romuuu nicns npuiiomMy Tabnetku (TOGTO Mg 4ac MOCSTHEHHS MAaKCHMAIbHOIO edexTy)
KOIMBalOTheA Bijt 14 10 40 ¢ y nauientis, ski otpumyBany mo 20 mr | pa3z Ha 100y, abo Bin 10 no 50 ¢ y
MALIEHTIB 3 HUPKOBOIO HEJIOCTATHICTIO CEPE/IHBOTO CTYIEHS TSKKOCTI, SIKi 3acTOCOBYBanu no 15 mr 1 pas
Ha n00y. llpu wminiManbHili KonuewTpauii (uepes 16-36 romumm micis npuiioMy TabneTKn)
5/95 IpoUEeHTHIB Yy NallieHTIB, SIKi OTPUMYIOTH JiKapchKuil 3aci6 y no3i 20 mr 1 pa3 uHa 106y,
KOJIMBAIOThCs Bi 12 10 26 ¢, y nauieHTis i3 HUPKOBOIO HEIOCTATHICTIO CePeHBOr0 CTYNEHs THKKOCTI,
SIKI OTPUMYIOTB JTiKapchKuii 3aci6 y 103i 15 mr 1 pas na nody, —Big 12 mo 26 c.

VY xoxi K1iHiIKO-()apMaKoJIOriYHOro JOCHIKEHHS 3 BHBYEHHS NpPUTHiYeHHs  (apmMakoaMHaMiku
puBapokcabany y 310pOBHX 10POCIHX T0GPOBOMBLIE (n = 22) IPoBOAMIACk OLlHKA BIJIMBY OJIHOPA30BUX
03 (50 MO/xr) koHuenTpartis nporpombinoBoro komnaekcy (PCC) ngox pisuux tunis: PCC i3 TPbOX
taxropie (paxropu II, IX ta X) ta PCC i3 wotHpbOX daxropip (daxropu II, VII, IX ta X). Ilpu
sacrocysatti PCC i3 Tphox axTopiB crioctepiranocs 3uMmkeHHs cepeanix 3nauens 11U (Neoplastin)
npubamsHo Ha 1,0 ¢ 3a 30 xBumH, a Ha i PCC i3 yornpbox (hakTopiB TaKi 3HAYEHHSA 3MEHIIMANCS
npuban3Ho Ha 3,5 ¢. Hatomicts PCC i3 Tpbox dakTopis Mar mOTYKHIIMH Ta UBHALIKI 3araibHI BIIME
Ha NPUTHIYEHHs 3MiH B YTBOPEHHI eH1oreHHoro TpoMbGiny, Hisk PCC i3 4OTHPLOX (hakTOpiB (B, pO3 i
«llepenozyBaHHs»).

Taxox pueapokcabad [0303a71€KHO MiIBHLLYE aKTHBOBAHMI YaCTKOBHII TPOMGONIACTMHOBMII uac
(AYTY) i pesynsrar HepTest, onuak 1i napamMeTpy He peKOMEHIyeThes BUKOPUCTOBYBATH ISl OLIIHKU
(apmaxoaunamiynux edektis pusapokcabany. Y mepion NiKYBaHHS pPHBApOKcalaHOM MpPOBOJMTH
MOHITOPMHI napameTpiB 3ropTaHHs KpoBi He moTpiGHo. ITpoTe y pasi KAiHIYHOT Heo6XigHOCTI piBeHb
puBapokcabany Moxke OyTH BUMIPSHHI 3a Z0MOMOTOI0 KaliGpoBaHHMX KiNbKICHUX TECTIB Ha aHTU]aKTOop
Xa (muB. po3zin «@apMaKoKiHETHKAY).

IleniaTpuyHi nauieHTn

[TY (npu Bukopuctanni tecty Neoplastin), PCC ta antu-takrop Xa Tect (kanibpopanuii KinbKicHMiA)
MOKA3YKOTh TICHY KOPEIALII0 3 KOHUEHTpallielo puBapokcabady y miiasMi kpoei y aiteit. Kopensiuis mixk
aHTH-Xa i KOHLEHTpaUiclo y na3Mi KpoBi € JiniiiHoto 3 HaxunoM, 6nuzskim 10 1. MoxyTh BUHMKATH
OKpeMi pPO30DKHOCTI 3 BMIIMMH a0 HIKYMMM 3HAYEHHAMH aHTH-Xa TOPIBHAHO 3 BiAMOBiAHO
KOHLEHTPALIEKO Y M1a3Mmi kposi. Hemae HeoGXinHOCTI B pyTHHHOMY MOHITOPHHTY napaMeTpiB 3ropTaHHs
KPOBI MiJl 9ac KIiHiuHOro unikyBaHHA puBapokcabanoMm. OHAK, SKIIO € KIiHiuHi MOKazaHHs,
KOHLICHTPALIir0 puBapokcabany MOKHA BUMIPATH 3a 0NIOMOTOIO KaliGpoBaHUX KiIBKICHHX anTH-(akTop
Xa Tectie y MKr/n (quB. Tabnuwo 10 y posaini «@apmakoKiHeTHKa» s TianasoHiB ClOCTEPeKYBAHMX
KOHLeHTpauii pusapokcabany y mnasmi kpobi y aiteii). Hmkrio MEXKY KIiNBKICHOTO BM3HA4YEHHS
HEOOXiIHO BPaxOBYBAaTH, KOJIM aHTH-Xa TECT BUKOPUCTOBYETHCA 15 KiTbKICHOT OL[HKHM KOHLEeHTpauii
puBapokcabaHy y muasmi KpoBi y jiteil. IloporoBux mnokasHuKiB edeKTHBHOCTI uM Ge3neKd He
BCTaHOBJIEHO.

Kniniuna edexrupHicts i 6e3neka

lpoginaxmuxa incyromy ma cucmemnoi embonii npu nexnananniii gi6punayii nepedcepdw

Kniniuna nporpama jocixens piusapokcabany 6yna po3pobiieHa 3 MeTOkO IeMOHCTpaLil e(heKTHBHOCTI
3aCTOCYBaHHs pHBapokcabaHy /s npodinakTUKM iHCY/IbTY Ta cucTeMHOi em00/ii y nauieHTiB 3
HEKJ1arnaHHoo QIOpHIALIE0 nepeacep/b.

¥ Gazosomy nozsiitHomy ciinomy gocinimkendi ROCKET AF B3sanu yuacts 14264 nauienTu, yactuna 3
AKMX OTpUMYBana puBapokcabaH y no3i 20 mr 1 pa3 Ha 100y (nauieHTH 3 KIipeHCOM KpeaTHHiHY
3049 mu/xB — 15 mr 1 pa3 na 100y), iHma yacTHHA — BapapuH 3 THTPYBAHHSAM JI0 L{ibOBOrO piBHS
MHB 2.5 (repaneetnunnii nianason 2,0-3,0). Cepenns TpuBanicTs nikyBaHHa cTaHoBuia 19 micsuis, a
HaWI0BILIA TPUBATICTD JiKyBaHHSA — 10 41 micsus.

34,9 % nauieHTiB OTPUMYBANM CYMYTHIO Tepanilo aueTuiacaniuuaosoo kucioror (ACK) i 11,4 %
npuiimany antuaput™iuni sacobu 11 knacy, y Tomy 4ucii amioapos.




Puapokcaban He nocrynaerscs Bapbapyny 3a edekTHBHICTIO Y NEpBUHHIA CYKYNHIH KiHUEBiH Toumi
(iHCynbT i cucTeMHa eMBOTiA 3a MesKamu LHC). Cepen nauienrtis, siki oTpumyBanu nikyBaHs 3riqmo 3
MPOTOKONOM y nepioa npuiiomy sikapchkux 3aco6is, 188 nepBuHHMX BUnaakis IHCYJIBTY Ta CHCTEMHOT
embonii (1,71 % na pik) possunynucs Ha pusapokcabani ta 241 (2,16 % Ha piK) — Ha Bapdapuni
(BinHowenHs pusukis (BP) 0,79; 95 % nopipumii intepsan (/11) 0,66-0,96; P < 0,001 3a nokasHUKOM «He
NocTynaeTbeay). Cepel ycix nauieHTiB nepBUHHI SBULIA BU3HAYANMCs y 269 nauicHTIB, SKi npuAMau
puBapokcabaH (2,12 % ua pik), Ta y 306 nauientis, axi npuitman sapdapun (2,42 % na pik) (BP 0,88;
95 % I 0.74-1,03; P < 0,001 3a nokasHUKOM «He nocrynacrtecsa»; p = 0,117 3a nokazHUKOM
«nepesepuiye»). Pesynbrati 3a BTOpUHHMMH KiHLEBUMH TOYKAMH, 11O OCITiIKYBATACA B iepapxiuHomy
nopsaky nij vac ITT-ananisy, naseneno B raGnuui 1.
Cepen mauientis 3 rpynu, sika nikyeanack BapdapuHoM, nokasuuk MHB 3HAXOIMBCS y MeXax
TepanesTHuHOro aianasony (2,0-3,0) B cepenrbomy 55 % uacy (Memiana 58 %: IHTepPKBapTHIILHMI
nianason: Big 43 no 71). EdexkturHicTs puBapokcabaHy He Bijipi3HAIacs 3a/1e3KHO Bijl IOKA3HUKA Nepioy
Y TEpaNeBTUHHOMY iana3oHi B UEHTPi (4ac NiATpUMaHHs UinkOBOTO AjanasoHy 3Hauens» MHB 2,0-3,0)
¥ KBapTUIX 0HAKOBOro posmipy (P = 0,74 nns Bzacmopii). Y Mexkax HalBHIIOrO KBapTHUIIIO Bi/IITOBIIHO
IO 3Ha4eHk Y LCHTPI, BIIHOIEHHA PU3UKIB 1 puBapoKcabaHy MOPIBHAHO 3 Bap(apuHOM CTAaHOBMJIO
0,74 (95 % J11 0,49-1,12).
HacroTa nojiiif OCHOBHOTO MoKa3HWKa Oe3nekd (MacHBHI Ta HEMAacMBHI KJiHIUHO 3Hauyllli KPOBOTeui)
Oyna nonibnoto B 060X rpynax jikyaHss (1uB. TaGmuLio 2).

Tabnung 1
Iokasnuku edekruBHOCTI 3a pesynbTaTamMu gociimkenns dasu 111 ROCKET AF

[Monynsuis nocnimxeHHs AHani3 epeKTHBHOCTI y MalieHTiB 3 HeKNlanaHHoW GibpuIIALicto
nepe/cep/ib, 3a1€XKHO Bifl TPU3HAUEHOI0 JIIKYBaHHS!
TepanesTiuna noza PupapoxcadaH 20 mr Bapdapun, turpoBanuii | BimHoweHus
1 pa3s Ha 1oy (ms J10 LiTbOBOTO 3HAYEHHs | pu3MKiB (95 % JII)
NALi€HTIR 3 NOMiPHOO MHB 2,5 P-3HAYEHHs, aHali3
HHPKOBOK (TepaneBTHUHMIA 32 MIOKA3HHKOM
HEOCTATHICTIO — niamazon 2,0-3,0) «IiepeBepLIye»
15 mr 1 pa3 Ha no6y) Yacrora nomiii
Yacrora nogiit (na 100 mamieHTopoKiB)
(Ha 100 nauieHTOPOKIB)
IncynsT Ta cucTeMHa embois 3a 269 306 0,88
mesxxamu [[HC (2,12) (2,42) (0,74-1,03)
0,117
IncyneT, cuctemHa em@onis 3a 572 609 0,94
mexkamu  LIHC Ta neranbnuii (4,51) (4.81) (0,84-1,05)
Hac/i1oK BiJ CYMHHHX 0,265
3aXBOPIOBAHL
[HcynbT, cucteMHa embonis 3a 659 709 0,93
Mexamu  LIHC,  neransuuii (5,24) (5,65) (0,83-1,03)
HACIII0K Bix CYIHHHHX 0,158
3aXBOPIOBAHb T2 indapkr
Miokapna
[HCynbT 253 281 0,90
(1,99) (2,22) (0,76-1,07)
0,221
CucremHa embomnisg 3a MeKaMu 20 27 0,74
LHC (0,16) (0,21) (0,42-1,32)
0,308
Indapkr mMiokapaa 130 142 0,91
(1,02) (1,11) (0,72-1,16)
0,464




Tabnuus 2
[lokasHnkm Ge3neku 3a pesyabTaTaMM 0CHiIKEeHHS dasu 11l ROCKET AF

[onynsuis gocnigxkeH s TlaiienTH 3 HekananHow Gibpuasuieto nepeacepan?

TepanerTuyHa n03a Pusapoxcaban 20 mr 1 Bapdapumn, BinHouens

pa3s Ha 100y (ans TUTPOBaHHIt 10 pu3ukis (95 % )

MALiEHTIB 3 MTOMIPHOK | LIiILOBOTO 3HAYCHHS P-3HaYeHHs

HHPKOBOIO MHB 2,5

HEJIOCTATHICTIO — 15 Mr | (TepanesTuunnii

1 pa3 Ha nody) Iianmazox 2,0-3,0)

Yacrora noziii (Ha 100 | Yacrora noniii (na

NauieHTOPOKIB) 100 nauieHTOpoKiB)
MacuBHi i HeMacuBHI KIiHiuHO 1.475 1,449 1,03 (0,96-1,11)
3HAYYLLi KPOBOTEYi (14,91) (14,52) 0,442
MacueHi kpoBoTeui 395 386 1,04 (0,90-1,20)

(3,60) (3,45) 0,576
JleranbHi  BUNAXKKW  BHACTIIOK 29 55 0,50 (0,31-0,79)
KpoBoTeyi* (0,24) (0,48) 0,003
KpoBOBUIHUB Y  KpUTHYHMII 91 133 0,69 (0,53-0,91)
opran* (0,82) (1,18) 0,007
BuyrpiwHbouepentuii 55 84 0.67 (0,47-0,93)
KPOBOBHJINB™* (0,49) (0,74) 0,019
3HMKEHHs PiBHS reMoryio0iny* 305 254 1,22 (1,03-1,44)
(2,77) (2,26) 0,019

['emorpancdysia  nox  abo 183 149 1,25 (1,01-1,55)
Oinble OAUHULIL EPUTPOLIMTAPHOT (1,65) (1,32) 0,044
MacH YH HiTBHOT KpOBi*
HemacuBHa KIiHIYHO 3Hauya 1,185 1,151 1,04 (0,96-1,13)
KpoBoTEeYa (11,80) (11,37) 0,345
JletaneHi BUMAAKK 3 OyIb-SKHX 208 250 0,85 (0,70-1,02)
HPUYNH (1,87) (2,21) 0,073

3 [Tonyssiuis 3 BUBYEHHS Oe3nekH (g yac JIIKyBaHHA).
* YMOBHO 3HauylIle ABHILE,

Honarkoso no pocnimkenns 11 dpasu ROCKET AF 6yi10 npoBeneHo npocneKkTHBHE HEKOHTPOJILOBaHe
micispeecTpalliiiie HeiHTepBeHLilHe BiaKpuTe KoropTHe aochimkenns (XANTUS) i3 LIEHTPaTi30BaHOIO
OLIHKOIO KiHLIEBMX TOYOK, BK/IIOYa0UM TPOMGOeMBOIuHi sBUIIA Ta cepiiosni kporoTeui. Jlis BUBYCHHS
KJIHIYHOT MPAKTHKK NONepeKEHHs IHCYIBTY Ta cHCTeMHOT eMBoitii mosa meskamu L{HC Y AOCHiDKEHHS
Oyno BrmoveHo 6704 nauienTn 3 HeknanakHoto QiGpunsiiero nepencepas. Y pocimkenni XANTUS
cepeaHii Gan 3a wkanoo ouinku pusuky incynsty (CHADS:) cranosus 1,9, cepeaniii 6an 3a mkaioro
ouinku pusuky kposoteu (HAS-BLED) cranorue 2,0, Toai sk y gocnimkenni ROCKET AF cepe/Hi
Ganmn 3a CHADS: ta HAS-BLED cranosuiu Bianosigno 3,5 ta 2,8. CepiiosHi kpoBoTeui y 10ciiKeHH]
XANTUS cnocrepiranues y 2,1 punanky na 100 nauientopokie. JletansHi kpooTedi criocrepiranucs y
0,2 Bunaaky na 100 mauieHTOpOKiB Ta BHYTpilIHbOYEpenHi kpooTeui — y 0.4 Bunajaky Ha 100
naiieHTopokiB. IHcynsT abo cucremua emGonis (LIHC) Gyna sadikcopana y 0,8 sunaaky na 100
naiieHTopokiB. Taki cnocrepexenHs y KiHiuHiii npakTHLi BiANOBizaloTs BeTaHOBAEHOMY HPOinio
Oe3neku U1 JaHOTO MOKa3aHH4.

V' micnspeecTpaniiHoMy HeiHTepBeHUIHHOMY MOCHiKeHHI 3 ydacTio moHan 162000 nauieHTis i3
HeKanaHHow  Qibpunsuiero nepemcepab i3 4OTMPHOX KpaiH puBapokcaGaH NpU3HAYATH IS
npodinakTUKK iHCYILTY Ta cucTeMHol emGonii. YactoTa BUMaAKiB iemiuHoro incynsTy cranosuna 0,70
(95 % I 0,44-1,13) na 100 nauientopokis. KposoTeui, 1o npussenu 1o rocmitanizaiii, BAHUKAIH 3
yactoroto 0.43 (95 % /11 0,31-0,59) noxiii na 100 nanieHTOpoKiB /15 BHYTPilIHLOUEPENHOT KPOBOTEYI,
1,04 (95 % AI 0,65-1,66) — ansg mnyHKoBO-KMIIKOBOT kpoBotedi, 0,41 (95 % JII 0,31-0,53) — s
yporesitansHoi kpoeoTedi Ta 0,40 (95 % I 0,25-0,65) — as1s iHmmMx KpoBOTEH.

[lalieHTH, SKi NPOXOJATE MPOLEAYPY Kapaiopepcil

[IpoBoiuiock NpOCHEKTHBHE paHIOMi30BaHE BiIKpHTE GaraTOLEHTPOBE MOLIYKOBE NOCIIAMKCHHS 3
MacKyBaHHsM Kputepiie ouinku (X-VERT), B skomy B3siu ydacte 1504 manientu (sxi pawile
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JIKYBAMCS NEPOPANTBHUMH aHTHKOATYISIHTaAMH a00 He OTPUMYBA/IM B MUHYJIOMY Takoi Teparnii) 3
HeKIanaHHoW (idpunsuieio nepexcepab Ta 3aMiIaHOBAHOIO NpOoUEaypot0 KapAioBepcii, B sKomy
MopiBHIOBaNack e(eKTHBHICTL pHBapokcabany Ta CKOPUT'OBAaHOI J103M aHTaroHicrta Bitaminy K
(panzomisauis y cnipBinHowenni 2:1) 1a monepekenns CEPLUCBO-CYIMHHUX YCKIaTHEHD.
3acrocoByBanacs KaplioBepcis 11iJ KOHTPOJIEM Yepe3cTpaBoXiaHOT exokapaiorpadii (YCExo-KI') (1-5
IHIB nonepeHboro JikyBanHs) abo Tpaauiiiina Kap/ioBepcis (LoHalMeHIIe TPH THKHI 10NepeHbOro
nikysanHs). HactanHs nepBHHHOT KiHLeBOT ToUkM edpeKTHBHOCTI (komOiHaLis IHCYNBTY, TPAH3HTOPHOT
imemiunoi araku (TIA), cucremnoi emGonii 3a mexamu L[HC, iHpapKTy MioKapia Ta neTasbHOro
HACNIIKY 4Yepe3 CepLeBO-CYAMHHY MaToNOrii) BiI3Hauaioch y 5 (0,5 %) nauientiB 3 rpynu, ska
OTpUMYyBaja puBapokcadan (n = 978), Ta y 5 (1,0 %) nauienris 3 rpynu, sika JIKyBasach aHTaroHicrom
BiTaminy K (n = 492; pignocnuii pusux (BP) 0,50; 95 % Al 0.15-1,73; moaudikosana nonynsuis
MaLieHTIB, SKUM OYJ10 Npu3HaYeHe JiKyBaHHs). SIBua NEPBHHHOI TOUKH O€3MeKH (MacHBHI KpoBOTeHi)
criocrepiramicek y 6 (0,6 %) i 4 (0,8 %) nauicuris BianosigHo B rpynax JjliKyBaHHsS pHBapoKcabaHOM
(n = 988) Ta anraronicrom Bitaminy K (n = 499) (BP = 0,76; 95 % ]I 0,21-2,67; Bubipka s oLiHKK
Oeaniexu). B 1bomMy NomIyKoOBOMY JOCHiPKEHH] NPy 1IpoBeIeHH] Kapaioeepcii eeKTHBHICTE Ta 6e3neka
BUABHJIMCS CILIBCTABHUMH B Ipynax JiKyBaHHS PUBAPOKCABAHOM i aHTArOHICTAMM BiTaminy K.
HanienTu 3 HeknananHoro GiGpunsicio nepeacepb, AKi NepeHecIn NepKyTaHHe KOPOHAPHE BTPYYAHHS
(1IKB) 3i BcTaHOBJIEHHAM CTEHTA

byno mpoBeneno pamnpomizopane Bimkpure MynbTHHeHTpoe ocmimkenns (PIONEER AF-PCI) 3
yuactio 2124 nauientis 3 Heknanmannoo ibpuisuicio nepemcepas, ki nepemecau TIKB 3
BCTAHOBJICHHAM CTCHTA IIPH MEPBHHHOMY aTe€POCKICPOTHYHOMY 3aXBOPIOBAHHI, 3 METOIO MOPiBHSIHHS
Oesneku 3acTOCYBaHHsA JBOX PEXHMMIBE pHBapokcabaHy Ta OHOrO pexumy ABK. Ilauientun Gymm
PaH/IOMi30BaHO PO3MOJNEH]I Ha IPYNH 3a peXMMaMHu Tepanii y crisigHowenni 1:1:1 i3 3aransHoro
TpuBanicTio Tepanii 12 micsuiB. IMauientw 3 incynbrom ato TIA B asamHesi BUKTIOYaTHes i3
JOCTIKEHHSI.

I'pyna 1 3acrocoysana pupapokcabaH y 103i 15 mr 1 pas na 106y (10 mr 1 pa3 Ha no0y Ans naiieHTiB 3
KiipeHcom kpeatuniny 3049 wmia/xB) y komGiHauii 3 inriGitopom peuenrtopie P2Y12. I'pyna 2
3aCTOCOBYBana puBapokcabaH y 103i 2,5 Mr 2 pas wa no6y y komGimauii 3 moasiitHOMO
anTuTpoMOomMTapHoio Tepanieto (ITATT), nanpukian knonigorpens y 103i 75 mr (a6o AIbTEPHATUBHU N
inridirop peuentopir P2Y12) 3 Husekowo nozor0 ACK npotsirom 1 a6o 6, a6o 12 micanis i3 HaCTYNMHHM
3aCTOCYBaHHAM puBapokcabany 15 mr (abo 10 mr ana nauienTis 3 kiipencom kpeatusiny 30—49 mu/xs)
1 pa3 Ha 106y y komOGiHauii 3 Hu3bKolo 103010 ACK. I'pyna 3 3acTocoByBana iHaMBiyansHO nigiGpaHy
no3y ABK'y komGinauii 3 ITATT nporsirom 1 a6o 6, abo 12 micsnis i3 HacTymHUM 3aCTOCYBaHHSAM
iHAUBiAyanbHO nigidpanoi qosu ABK y kom6inauii 3 Husbkoro 103010 ACK.

llepBunHa KiHLeBa Touka Ge3nekH — KITHIYHO 3Hauylla KpoBOTeYa — CrocTepiranacs y 109 (15,7 %), 117
(16,6 %) Ta 167 (24,0 %) nauientis Bianoeinuo y rpymni 1, rpyni 2 Ta rpyni 3 (BP = 0,59; 95 % I 0,47—
0,76; p < 0,001 Ta BP = 0,63; 95 % [I 0,50-0,80; p < 0,001 BixmoeipHo). BropunHa KiHuesa Touka
(xomOiHaLlis cepueBo-CyIMHHMX TOMIMN, CepLEeBO-CYAMHHOT cMepTi, iH(apkTy Miokapja abo iHCYJbTY)
crocrepiranacs y 41 (5,9 %), 36 (5.1 %) ta 36 (5,2 %) nauienTis y rpyni 1, rpyni 2 Ta rpyni 3 Bianosiaso.
KoskeH 3 pesxuMiB 3acTocyBaHHs puBapoKcabaHy acolliloBaBCS 3i 3HAYHUM 3HMIKEHHAM PHU3UKY BEIIMKHX
Ta HE3HAYHMX KJIIHIYHO 3HAYYIIMX KPOBOTEY MOPIBHAHO 3 peskumMoM ABK y nmauieHTiB i3 HeknanaHHowo
Gibpunsuiero nepeacepap, ski nepenecnu ITKB 3i BcTaHOBNIGHHAM CTeHTA.

Ocxognoio Metoro pocnimkenns PIONEER AF-PCI Gyna ouinka Gesneku. Jlani mogo edextueHocTi
(Bkmoyaroun TpomGoemOoniYHi siBUIIA) I LieT nonynaauii o6MesKeH.

JlixyBanusa TI'B, TEJIA Tta npodinaktuka peuuaugie TI'B ta TEJIA

[Iporpama KiiHiYHMX JOCTi/KEHb puBapokcabany Oyna pospobieHa 3 METO JEMOHCTpaLii
eeKTHBHOCTI puBapokcabaHy SIK JiKapebKoro 3aco0y 1ist MepBMHHOT i TpuBasof Tepanii rocrporo TI'B
1 TEJIA Ta nonepemxeHHs X peLiI1BIB.

Y x0Ai 4OTHPLOX PaHIOMi30BaHHX KOHTPOJBOBAHMX KIiHIUHMX nochimkens dasu I Gyno BHBYEHO
nonan 12800 nauientis (nocnijkens EINSTEIN DVT, EINSTEIN PE, EINSTEIN Extension Ta
EINSTEIN CHOICE) Ta [0#aTKOBO MpOBENEHO 3BEACHMIl aHANMi3 3a 3aJ]aHUMH napameTpaMu
pocnipkens EINSTEIN DVT i EINSTEIN PE. 3araibha TpuBaicTh KOMIIEKCHOTO NiKyBaHHS B ycix
JOCIIKEHHAX CTAaHOBHIIA MaKCUMyM 21 MicsLb.




Y nocnijukenni EINSTEIN DVT supuanuce 3449 nauienris 3 roctpum TI'B 2 meToro nikysauns TI'B Ta
nonepe/uikenHs mosTopHoro possutky TI'B i TEJIA (nauientn 3 kiiniuaumu npossamu TEJIA He
BKIIOYANUes y ue jpociiixenns). TpusanicTs mikyBanus ctanosuna 3, 6 i 12 micauis, 3aieikHo Bif
KIIHIYHOT OLIHKM JiKaps,

[lpotsrom nepwmx TpLoX THkHIB Tepanii s nikysanns TI'B 3acTocoBysascs puBapokcadaH y /103i
15 mr 2 pasu na 100y. Ilicas 3aBepuieHns 1bOro Nepiofy NalieHTH OTPUMYBAIM pHBAPOKCAGaH y J03i
20 mr 1 pa3 Ha no0y.

¥ npocnimxenni EINSTEIN PE supuanucs 4832 nauientu 3 roctpoto TEJIA 3 mertoio nikysauns TEJIA
Ta npodinaktuku peunmusis TI'B i TEJIA. Tpusanicts nikysanns cranoBuaa 3, 6 Ta 12 micsuis,
3aJICHHO BiJ KNIHIYHOT OLIHKH JTiKapsl.

B sikocti nepeunnoi Tepanii roctpoi TEJIA 3actocoByBanu puapokcaGaH y no3i 15 Mr 2 pasu Ha 100y
IIPOTATOM TPbOX THIKHIB. Jlani ikyBaHHs NPOIOBIKYBaNOCh puBapokcabaHoM y 1031 20 mr 1 pa3 Ha 100y.
B o6ox pocnimkennsx, EINSTEIN DVT ta EINSTEIN PE, nopisHsiibHi peskiMi JKYBaHHS CKIaaaucs
3 Tepanii eHOKcanapuHOM NPOTAroM MpUHAHMHI 5 HIB Y komGiHawii 3 aHTaroHicTom BiTaminy K 5o
AOCATHEHHs  TepaneBTyHoro aiamasony ITY/MHB (> 2.,0). Jani nikyBaHHS NpOLOBKYBANOCH
aHTarodicrom Bitaminy K y 103i, HeoOximmili a1 migrpumku 3navenns [TU/MHB y Mexax
TepaneBTHYHOro Aianazony 2,0-3,0.

¥ nocnimxenni EINSTEIN Extension susuanu 1197 nauientis 3 TI'B a6o TEJIA 3 MeToio npoginaktuku
nosropHoro BuHuKHeHHs TI'B i TEJIA. Tpusanicts nikyBaHHs 1071aTKOBO cTaHOBHIA 6 abo 12 Mmicauis
y NauieHTiB, AKi 3aBepuInIM 6- ao 12-micsunmii Kype Tepanii BeHo3HOT TpoMGoemGoii (BTE), zanexHo
BiJl KJIiHIYHOT OltiHKM Jlikaps. PuBapokcaban y 103i 20 mr 1 pas Ha 100y nopiBHIOBaBcs 3 miaie6o.

V¥ nocaimxennax EINSTEIN DVT, EINSTEIN PE ta EINSTEIN Extension 3aCTOCOBYBAJIM OJHAKOBI
MONepeIHibO BU3HAYEHI IEPBUHHI Ta BTOPMHHI NOKA3HMKH e(EeKTMBHOCTI. [TepBMHHHM MOKA3HHKOM
edextrBHOCTI Oyau peuuanen BTE, 3 k1iHiuHHMM NPOSBaMU BU3HAYEH] K CyKYMHICTb nosTopHoro TI'B
abo neTanbHOI uM HeneraneHol TEJIA.

Bropunnuii nokasHuk eeKTHBHOCTI BU3HAYaBCs K cykynHicTh peuuauis TI'B, venetansuoi TEJIA Ta
JIETAJIbHUX BUMAJIKIB 3 YCIX MPUYHH.

Y nocnimxenni EINSTEIN CHOICE eueuanucs 3396 nauientis i3 niareepmkenum cumnromunm TI'B
Ta/abo TEJIA 3 Metoto npodinaktiku neransuol TEJIA aGo HeneTanbHOro CHMITOMHOTO HOBTOPHOTO
BuHHKHeHHs TI'B abo TEJIA, ski 3aBepmunm Kypc aHTHKOAry IssHTHOT Tepartii TpuBasicTio 6—12 micsiis.
[lauieHTn 3 noKasaHHAM [l TpUBanOl AHTHKOATY/ISHTHOI Tepanii y TepameBTHYHMX 033X Oy/IH
BUKTIOUEHI 3 pmochigkeHHs. TpuBamicTs JiKyBaHHsS cTaHOBHIa 10 12 MiCAIIB 3alekHO Bin
IHAMBIAYyabHOT naTn panjomisalii (Meniana: 351 nens). PusapokcaGan y 103i 20 mMr 1 pas Ha 1oGy Ta y
no3i 10 mr 1 pa3 na 106y nopisutosay i3 100 mr ACK 1 pa3s na 106y.

IlepBunnum nokasHukom edektuHocTi 6yB cumnToMHud peunans BTE, eusnauenuii Sk cykynuicts
nostopHoro TI'B abo neranbHoi uu HesneransHol TEJIA.

Y nocnipkenni EINSTEIN DVT (mue. Tabmuimio 3) puBapokcabaH NpoJEMOHCTPYBAB HE MEHILY
e(eKTHBHICTb, HIXK eHOKcanmapun / aHtaronict BitTaMminy K 3a nepBMHHMM MOKa3sHMKOM e(DeKTHBHOCTI
(p < 0,0001) (3a mokasuukom «He moctynaetbesi»); BP = 0,680 (JII 0,443-1,042), p = 0,076 (3a
MOKa3HUKOM «repepepuiye»). CHiBBIAHOLICHHS PU3MKIB 338 MONEPEIHLO 3a1aHOI0 YHUCTOI KJIIHIYHO
KOPHUCTIO (NIEPBHHHMI MOKa3HUK ePEeKTHBHOCTI MIIKOC MacHBHI KpoBoTedi) cranosuio 0,67 [(95 % 11
0.47-0.95), nominanbHe 3Ha4eHHs p = 0,024] Ha KopucTh puBapokcabany. 3nayedns MHB 3naxonunuce
Y MeXax TepaneBTUYHOro JianasoHy B cepeqHboMy 60,3 % uacy npu cepelHiil TpMBaIOCTI JiKyBaHHS
189 muie Ta 55,4 %, 60,1 % i 62,8 % yacy B rpymnax i3 3araHoBaHOK TPMBATICTIO NiKyBaHHS 3, 6 1 12
MicAuiB BianosiaHo. B rpyni, sixa nikyBanack eHokcanapiuHoM / aHTaroHictoM Bitaminy K, He BinzHaueHo
YiTKOT 3aJIE)KHOCTI MiXK piBHEM CEpeJTHBOrO Tepioay y TepaneBtuuHomy aianazoni (IIT/I) B uentpi (uac
MiITPUMaHHA UiIbOBOro fiana3oHy 3Hauenb MHB 2,0-3.0) B Tepuusx oHaKOBOTo po3Mipy i 4acTOTOIO
peunaueie BTE (p = 0,932 nna B3aemopnii). V Mexax HalBHLIOrO TEpLHIA BiANOBIAHO 10 LEHTPY
Bi/IHOLIEHHS PU3MKIB Y pa3i npuiloMy puBapokcabaHy nopieHsHO 3 BaphapuHoM ctaHosuio 0,69 (95 %
A1 0,35-1,35).

YHacTora BUHMKHEHHs SIBUILl OCHOBHOTO NOKa3HMKa Oe3nekd (MacHBHi abo KIiHIYHO 3HaUYIli HeMacHBHI
KpOBOTEYi) Ta BTOPMHHOIO MOKa3HUKa Oesneku (MacuBHi KpoBoTeui) Oyna OJHAKOBOIO B 060X
TeparneBTHYHUX Ipynax.



Tabnuug 3
Ilokasuuku edekTHBHOCTI Ta Ge3MEKU 32 TAHUMH JOCHIKEHHS (hasu 111 EINSTEIN DVT

[Tonynsiuis gocnimkeHHs 3449 nawienTiB i3 CHMITOMHIM roCTPUM TPOMGO30M FIIHGOKHX BeH
TepanepTuuni 1031 Ta TpUBaNicTh Purapokcaban? Enokcanapus / aHtarosict pitaminy K®
3, 6 abo 12 micsuis 3, 6 abo 12 micsiuis
N=1731 N=1718
CumnToMHa peuuausytoua BTE* 36 51
(2,1 %) (3,0 %)
CumnromHa petnausyioya TEJIA 20 18
(1,2 %) (1,0 %)
CumnromHuii peunausyiounii TT'B 14 28
(0.8 %) (1,6 %)
Cumnromui TEJIA i TTB 1 0
(0,1 %)
JleranbHa TEJIA / neransHi BUNanKu, 4 6
KOIM HasBHicTh TEJIA He MokHa (0,2 %) (0,3 %)
BHKITIOYHTH
Macusna abo KIiHIYHO 3Hauylua 139 138
HEMacHBHA KpOBOTEYa (8,1 %) (8,1 %)
MacugHi KpoBoTEUi 14 20
(0,8 %) (1,2 %)

“PuBapokcaban 15 mr 2 pasu Ha 100y IPOTSTOM TPHOX THRHIB 3 HACTYTHHM 3aCTOCY BaHHAM 1034 20 Mr 1 pas Ha 100y.
PEHoKcanapu mwonaiiMenIie NpoTAroM 5 HIB, MC/s LbOTO — AHTAFOHICT BiTamiHy K, 3acTOCYBaHHS SKOTO NOYHHACTHCS B
nepioj npuifoMy eHokcanapuny,

*p < 0.0001 (He meHwa edexTuBHiCTHL 3a nonepeanbo susnadennm BP 2.0); BP = 0,680 (0,443-1,042). p = 0,076
(«nepeseprye»).

Y nocnipkenni EINSTEIN PE (auB. Tabmumio 4) pusapokcabaH NpoOJEMOHCTPYBAB He MEHLLY
CpCeKTHBHICTb, HiK €HOKCAmapuH / aHTaroHicT Bitaviny K 3a mepBMHHHM MOKa3HMKOM e)eKTHBHOCT
(p = 0,0026 (mokasuuk «He noctymaetbea»); BP = 1,123 (0,749-1,684)). Biasomenns pusuxis 3a
NnonepeaHbo 3aaH0I0 YMCTO KIIHIYHOIO KOPHCTIO (MepBHHHKI NOKa3HUK eheKTUBHOCTI IIFOC MACHBHI
Kposotedi) cranosuno 0,849 [(95 % I 0.633—1.139), HoMmiHanbHe 3HAUEeHHS p = 0,0275]. 3uauenns
MHB 3Haxopunuch y mexkax TepaneBTHYHOrO JianasoHy B cepelHboMy 63 % uacy npu cepenHiit
TPHUBANOCTI NikyBaHHs 215 nHiB Ta 57 %, 62 % i 65 % uyacy B rpynax i3 3amIaHOBaHOIO TPUBATICTIO
nikyBaHHs 3, 6 i 12 micauip BinopinHo. B rpymi, sika nikyBanack eHOKCamapMHOM / aHTAaroHiCTOM
BiTaMiny K, He Bia3HaueHo uiTKOT 3aNexHOCT MiX piBHeM cepeanboro ITT]]y nentpi (ac niATpUMaHHS
LisboBoro Aianasony sHauens MHB 2,0-3,0) y Tepuuisx oJHakoBOro po3Mipy i 4acTOTOIO pelnuBiB
BTE (p = 0,082 ana B3aemonii). ¥ Mesax HaiiBULLOro TepumJis BiANOBIHO 10 LEHTPY, CIiBBiIHOIICHHS
pu3MKIB y pasi npuiioMy puBapokcaGaHy nopiBHsAHO 3 Bapapunom cranoBuno 0,642 (95 % JII 0,277—
1,484).

HacToTa BUHMKHEHHS IBHIL OCHOBHOIO MOKa3HHKa 6e3reKd (MacuBHi abo K1iHiuHO 3HAuYILi HeMacHBHi
KpoBOTeui) Oyia eIo HUKYOKO B IPyIi, sika NikyBanack puapokcadanom (10,3 % (249/2412)), ik y
rpyni, sKa OTpuMyBajia eHokcanapuH / antarosict Bitaminy K [11,4 % (274/2405)]. Yacrora siBum
BTOPHHHOTO IIOKa3HMKa Oesneku (mMacHBHI KpoBoTeui) Oy/ia HHKYOK B Tpymi, fKa JiKyBanack
puBapokcabanom [1,1 % (26/2412)], nix y rpyni eHokcanapuHy / aHtaronicta Bitaminy K [2,2 %
(52/2405)] 3 BP = 0,493 (95 % II 0,308-0,789).

TaGnuus 4
[lokasnuku edexTurHOCTI Ta OGe3neku 3a JanuMu aociimkerds ¢asu 11l EINSTEIN PE
Tonynsiuisi 10ciiKeHHs 4832 nauicHTy 3 roctpoto cumMntoMuoo TEJIA
TepaneBTuuHi 1034 Ta TPHUBATICTD Puapokcaban® Enokcanaput / aHtarosict sitaminy K°
3, 6 abo 12 micanis 3, 6 abo 12 micauis
N=2419 N =2413
Cumnromua perynuByioya BTE* 50 44
(2,1 %) (1,8 %)
Cumnromua peunauBytoua TEJIA 23 20
(1,0 %) (0,8 %)




Cumnromuuii peunmusyrounii TI'B 18 17
(0,7 % (0,7 %)
Cumnromui TEJIA i TT'B 0 2
(<0,1 %)
Jleranena TEJIA / neransui Bunankm, 11 7
Kkonu HaseHicTE TEJIA He MoskHa (0,5 %) (0.3 %)
BUKJTFOYHTH
Macugna abo kniHiuHO 3Hauyma 249 274
HEMAaCHBHA KPOBOTEYaA (10,3 %) (11,4 %)
MacugHi kpoBoTeui 26 52
(1,1 %) (2,2 %)

* PuBapokcaban 15 Mr 2 pasu Ha 100y NPOTATOM TPLOX THIKHIB 3 HACTYITHMM 3aCTOCYBAaHHAM 1034 20 Mmr | pa3 na 100y.

® EHOKCAnapiH WwoHaiMenIe npoTsroM 5 jiHis, Mic/s Us0ro — aHTaroHict BiTaminy K, 3acrocyBanHs sikoro noynHaeThes B
1nepios NpUHOMY eHOKCanapHHy.

* p < 0.0026 (ne Menma edeKTHBHICTE 3a MOTEPEIHBO BH3HAUCHUM BiAHOLICHHAM pusukis 2,0): BP = 1,123 (0,749-1.684).

Byno nposeneHo 3penenuii ananis pesyneratie nocnimkens EINSTEIN DVT i PE 2a nonepeaHbLo

BU3HAYEHUMH MapameTpamu (auB. Tabauiiio 5).

Tlokasnuku eextvBHOCTI Ta Ge3neku 3a JaHHMH 3BEICHOTO aHaNIi3y pe3y/bTaTiB goctimkens dasu 111

EINSTEIN DVT ta EINSTEIN PE

Tabdnuug 5

[Monynsuis nocmigxkeHHs 8281 mauient 3 roctpum cumntoMinm TI'B abo TEJIA
TepaneBruHi 1031 Ta TPUBATICTE PuBapoxkcaban® Enokcanapun / aurarosict Bitaminy K°
3, 6 abo 12 micauis 3, 6 abo 12 Micauis
N=4150 N =4131
CumnToMmHa peunisytoya BTE* 86 95
(2,1 %) (2,3 %)
CumnroMHa peruausyioda TEJIA 43 38
(1,0 %) (0,9 %)
CumnroMHuii peunnusyrouuii TT'B 32 45
(0,8 %) (1,1 %)
Cumnromui TEJIA i TT'B 1 2
(<0,1 %) (<0,1 %)
Jleranvna TEJIA / netansui BUnagku, 15 13
xonu HasBHicTk TEJIA He MokHa (0,4 %) (0,3 %)
BUK/IIOYHUTH
MacuBHa abo KNiHiYHO 3HauyLlIa 388 412
HEMacHBHA KPOBOTEYa (9,4 %) (10,0 %)
MacueHi kpoBoTeui 40 72
(1,0 %) (1,7 %)

* Pusapokcaban 15 Mr 2 pasu Ha 100y NPOTSroM TPHOX THYKHIB 3 HACTYIIHHM 3acTocyBaHHaM 1031 20 mr 1 pa3 Ha 100y.

® EHOKcanapHH LOHaiMeHILIEe NPOTAroM 5 AHiB, Mic/is HHOro — aHTaroHicT Bitaminy K, 32CTOCYBAHHS KOTO MTOYHHAETHCA B
nepios NpHHOMY eHOKcanapuHy.
*p<0,0001 (He Menwa edeKTHBHICTE 3a NOIEPEAHLO BU3HAUCHHM BiHOIIEHHAM pu3ukis 1,75); BP = 0,886 (0,661-1,186).

BinHOWEHH PH3HKIB 3a MOMEPEeNHbO 3a[aHO0 YHCTOK KIIHIYHOI KOPUCTIO (NEPBMHHMI MOKA3ZHHMK
e(heKTUBHOCTI NIIOC MAacHBHI KpoBOTeui) 3a JaHWMHU 3BeieHOro amanisy cranosuno 0,771 [(95 % JII
0,614-0,967), HominanbHe 3na4eHHs p = 0,0244].

V nocnipkenni EINSTEIN Extension (uB. Tabnuiio 6) puBapokcaGaH npoieMOHCTPYBAB NepeBary Hajl
naaiebdo LoJ0 MEPBUHHUX Ta BTOPMHHMX MOKa3HHKIE edekTuBHOCTI. YacToTa SBHMIL TOJIOBHOrO
NOKa3HHKa Oe3neku (MacHBHI KpOBOTeUI) y MalieHTiB, siki oTpuMyBainn puapokcaban no 20 mr 1 pas Ha
100y, Oyna KilbKiCHO HE3HAYHO BHILOK, HDK Yy mNauieHTiB, ski oTrpumysanu miauebo. Yacrora
BUHUKHEHHS SBHIIl BTOPHHHOrO NOKasHuka Oe3znexu (MacMBHI abo KIIiHIYHO 3HAYyIli HeMacHBHI
KpoBOTeui) Oyna BUIIOIO y MaLlieHTiB, ki 0TpuMyBann puBapokcaban rno 20 Mr Ha 100y, HiX Y NallieHTiB,
AKi OTpUMYyBanu niaieto.



Tabnuus 6

lNokasnuku eekTnBHOCTI Ta Ge3nekn 3a JaHuMu aocaimkenns dasu 111 EINSTEIN Extension

[Monynsuis gocnigxenns

1197 nauieHTi, y sSKMX 1IPOROBKYBANOCEH JIiKYBaHHS 260
MpoQinakTHKa peUnaINBIB BEHO3HOT TpoMGoeMBoiT

TepanerTHyuHi 1031 Ta TpPUBATiCTh Pupapokcaban® [MTnane6o
6 abo 12 micsuis 6 ado 12 micsuis
N =602 N =594
CumnromHa peunaueyroua BTE* 8 42
(1,3 %) (7,1 %)
CumnTomHa peunausyroua TEJIA 2 13
(0,3 %) (2,2 %)
Cumrnromunii peunaueytounii TT'B 5 31
(0,8 %) (5.2 %)
JleransHa TEJIA / netansHi BUNagku, Komu 1 1
HasiBHicTb TEJIA He MOKHA BUKITFOUUTH (0,2 %) (0,2 %)
MacusHi kpoBoTeYi 4 0
(0,7 %) (0,0 %)
Kniniuno 3Hauy1lli HeMacHBHI KpoBoTeyi 32 7
(5.4 %) (1,2 %)

* Pupapoxcaban 20 mr 1 pa3s Ha 100y.

* p<0,0001 («epesepriuyex); BP = 0,185 (0.087-0,393).

Y nocnimkerni EINSTEN CHOICE (mue. tabnuigio 7) pusapokcaGan y mo3ax 20 mr ta 10 mr
npoaeMoHcTpyeae nepeeary Hag ACK y nosi 100 Mr mjono nepeMHHHX i BTOPMHHMX MOKAa3HHKIB
edextuBHOCTI. OCHOBHMIT MOKA3HUK Gesmeku (MacuBHi kposoTeui) 6yB mMoAibHuil y nauieHTis, sKi
OTpHUMYBajHu pusapokcada y n1o3i 20 mr abo 10 mr, nopieusino 3 ACK y no3i 100 mr.

Tabnuus 7

[lokasnuku edekTBHOCTI Ta Ge3neku 3a naHuMu qociimkenns dasu 111 EINSTEIN CHOICE

[Monynauis nocnimkeHus

3396 nauieHTiB 3 TpUBANIO NPOQINAKTHKOK MOBTOPHOTO

BHHHKHeHHs TT'B

TepanesTHuHi 1031

Pusapokcaban 20 Mr
| paz na noby
N=1107

Puapokcaban
10 mr
| pa3 Ha noby

N=1127

ACK 100 mr
1 pa3 Ha noby
N=:1131

Meniana TPHBAIOCTI
[inTepkBapTHILHEI Aiana3oH]

Tepanil

349 [189-362] anis

353 [190-362] nHi

350 [186-362] nHin

KOPHCTB)

Cumnromua peunauBytoda BTE* 17 13 50
(1,5 %0)* (1,2 %)** (4,4 %)

CumnromHa peurauByroda TEJIA 6 6 19
(0,5 %) (0,5 %) (1,7 %)

Cumnromunii peunaupytounit TT'B 9 8 30
(0,8 %) (0,7 %) (2,7 %)

Jleraneua TEJIA / neranbhi

. 2 2

BUIAIKH, KoM HasiBHICTE TEJIA He (0.2 %) 0 0.2 %)

MOYXHA BHKITIOUHTH

CumnroMHa peuuausyoqa BTE,

iHhapkT Miokapaa, iHCyaeT abo 19 18 56

cHCcTeMHa eMOOJIisS To3a MekaMHu (1,7 %) (1,6 %) (5,0 %)

LHC

MacugHi kpoBoTeui 6 5 3
(0,5 %) (0.4 %) (0,3 %)

KniniuHo  3Hauylmli  HemacuBHi 30 22 20

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

CumnTOMHa peLHAHBYIOYA BT.E.aﬁo 23 17 53

MacHBHA KpOBOTeYa (YHUCTA KIiHiYHA 2.1 %)" (1,5 %)** (4,7 %)




*p < 0,0001 («nepepepuiyc») pusapokcaban 20 Mr 1 pas na 200y nopisaano 3 ACK 100 mr 1 pas na no6y; BP = 0,34 (0,20
0.59).

**p <0,0001 («nepesepuiye») pusapokcabau 10 mr 1 pas na 106y nopiusno 3 ACK 100 mr 1 pa3 na nody; BP = 0.26 (0.14—
0.47).

" Pusapokcaban 20 mr 1 pa3s na 100y nopisusuo 3 ACK 100 mr 1 pa3 na no6y: BP =0.44 (0,27-0,71), p=0,0009 (Hominanbe).

“Pusapokcaban 10 mr | pas na 106y mnopiusino 3 ACK 100 mr 1 pas na yno6y; BP = 0,32 (0,18-0,55), p < 0,0001
(HoMiHaNBHE).

Honatkoro o nocnimkens III dasn nporpamu EINSTEIN 6Gyno npoeeaeHo MPOCHEKTUBHE
HeiHTepBeHLiHe BiKkpuTe KoroptHe aociikenns (XALIA) i3 ueHTpanizoBaHow OMIHKOIO KiHIEBHX
TOYOK, BKIo4aro4u peuuarsu BTE, cepitosni kpoBoTeui Ta netanshi Bunaaku. Jl1s BUBUeHHsS Ge3neku
AOBrOTPUBAIIOrO 3aCTOCYBaHHA pHBapokcabaHy y KiiHIYHIH NpakTUL MOPIBHAHO 3 TpajULiiHO
AHTHKOAryJIAHTHOIO Tepali€o B 10CaiKeH s Oy10 BKIOUYeHO 5142 nauienTy 3 roctpum TI'B. V rpymi
puBapokcabaHy 4actora cepiio3Hux Kkpooreu craHoBuna 0,7 %, peuumusyiouoro BTE — 1,4 %,
JNeTanbHUX BHUMAIKiB 3 ycix npuuuH — 0,5 %. V 1o4YaTKOBMX XapaKTepHCTHKAX Nali€HTIB Oynu
BIIMIHHOCTI, BKJIIOYAIOYM BiK, OHKONOriYHi 3aXBOPIOBAaHHS Ta HHPKOBY HENOCTaTHiCTh. JIns
KOPHIYBaHHs BIAMIHHOCTEH Yy [0YaTKOBHX XapaKTepPUCTHKaX OyJ0 3acTOCOBAHO MONEPEAHBO
3anaHOBaHMH cTparthdikoBaunii aHami3 3a Koe)ilieHTOM CXUIBHOCTI, ajle, HE3BAKAOYM HA L,
3a/IMLIKOBE BiIXMJICHHS MOJMKE BIUIMBATH Ha pe3yJibTat. [lpu 3acTocyBanHi puBapokcGaHy MOpPIBHAHO i3
TPaAMLIAHOK TEPaMi€l0 CKOPUIOBaHi BiJHOIICHHS PU3HKIB CepiO3HHX KPOBOTeY, peluanByouoi BTE
Ta JICTa/lbHUX BUMIA/IKIB 3 YCIX IPMYHH CTAHOBIATB BianoeiaHo 0,77 (95 % JII 0,40-1,50), 0,91(95 % JII
0.54-1.54) ta 0,51 (95 % JI 0,24-1,07). Lli pesynsraTy y K7iiHiuHili npakTHUi BiANOBiAAIOTH
BCTAHOBJIEHOMY Npodimo Ge3neku i 1aHOrO NOKa3aHHs.
Y nicnspeectpauiiinomy HeiHTepBeHLiltHOMY mocaikeHHI 3 ywacTio mounan 40000 nauiedrtis Ges
OHKOJIOrYHHMX 3aXBOPIOBaHb B aHAMHE3] 3 HOTUPBLOX KpaiH puBapokcaGaH MpU3HAYamd s JIKyBaHHs
abo npodinakrukn TI'B i TEJIA. Yacrora noaiii va 100 mauieHTOPOKiB [T CUMITOMHMX / KIiHIYHO
supaxkenux BTE / TpomGoemGoniunux noii, 1o npussen A0 rocmiTtanizaiii, Koaueaiacs Bif 0,64
(95 % NI 0,40-0,97) y Benukobpuranii no 2,3 (95 % JI 2,11-2,51) y Himeuuuni. Kpororeui, mo
MpU3BENH 0 rocmitanizanii, uHMKanm 3 wvacrorolo nomii 0,31 (95 % JII 0,23-0,42) na 100
MAllieHTOPOKIB 11 BHYTpiluHbOuepenHoi kposoredi, 0,89 (95 % JI 0,67-1,17) — nas mmyHKOBO-
KHLIKOBOI KposoTeui, 0,44 (95 % J11 0,26-0,74) — st yporenitansHoi kposoTeyi Ta 0,41 (95 % 11 0,31—
0,54) — ans iHIIKMX KpOBOTEY,
Jlixyeanns TI'B ma npoghinaxmuxa peyuousie TI'B y nediampuynux nayicumie
3aranom 727 nitel 3 nigTeepmKenolo roctporo BTE, 3 skux 528 orpumysanu pusapokcabaH, 6ymu
HocHipKeHi B 6 BiIKpUTHX GaraToLEHTPOBUX NeaTPHIHIX JOCiIKeHHsX. Jl03yBaHHs 3 ypaXyBaHHAM
Macu Tina y MauieHTIB Bill HAPOIKeHHs 10 18 pOKiB MpHU3BOAMIO 10 eKcrosuuii pupapokcaGany,
noAibHoI 10 Tiel, mo cnocTepiranaca y gopocaux nauientis 3 TI'B, sxi otpumysanu pusapokcaGan y
no3i 20 mr 1 pas Ha 100y, sk niaTBepakeHo B gociimkeHHi 111 pasu (aus. poszain «@apmakoKineTHKay).
Hocnimkenns 11 dasu EINSTEIN Junior — ue paHIomisoBaHe akTMBHO-KOHTPONHOBAHE BiJKpUTE
GaraToleHTpoBe KIiHiYHE JOCHimkeHHs 3 ydacTio 500 nauieHTiB neaiatpuunoi rpynm (BiKOM Bij
HapoJDKeHHs 10 < 18 pokiB) 3 niareepkeHo roctpoo BTE. Byno skmoueno 276 aiteii Bikom Bix 12
no < 18 pokis, 101 nuTuna Bikom Bix 6 10 < 12 pokis, 69 aiteili Bikom Bix 2 10 < 6 pokiB Ta 54 IUTHHH
BiKOM < 2 pOKiB.
[onis BTE knacudikysanacs sx: BTE, noe’s3ana i3 3acTocyBaHHAM LEHTPAILHOTO BEHO3HOIO KaTeTepa
(LIBK-BTE: 90/335 nauienTis y rpyni pupapokcadany, 37/165 nauieHTie y rpyni nopisusuus); Tpom603
uepebpaneuux Ben Ta cunycis (TLUBC; 74/335 nauientis y rpyni puapokcaGany, 43/165 nauicHTie y
rpyni nopiBHAHHA); Ta Bei iHwi, Bmovaioun TI'B ta TEJIA (ne-IIBK-BTE; 171/335 nauienTis y rpyni
puBapokcabany, 85/165 nauienTis y rpyni nopiBHsHHs). Haiiyactiiuum mposieom TpomGosy y aiTeit
Bikom Bix 12 10 < 18 pokis 6ys He-LIBK-BTE y 211 (76,4 %); y aiteii Bikom Bix 6 10 < 12 pokiB Ta BikoM
Bin 2 10 < 6 pokie OyB TLIBC: y 48 (47,5 %) ta 35 (50,7 %) BimnoBiano; a y mitei Bikom < 2 pokis Gys
[IBK-BTE: y 37 (68,5 %). Y rpyni puBapokcabany He 6yno aiteil Bikom 10 6 micauis iz TLBC. V 22
nauienTie i3 TIBC 6yna indekuis LIIHC (13 nauientis y rpyni pusapokcabany Ta 9 nauieHTie y rpymi
MOPIBHSIHHSA).
Y 438 (87,6 %) miteit BTE cnipoBokyBaiM cTiiiKi, TpaH3UTOpHI ab0 OJHOYACHO CTilKi Ta TPaH3UTOPHI
dakTopH pU3HUKY.
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[lauienTd  OTpUMyBanM noYaTkoBe JiKyBaHHS TepaneBTHYHMMH  posamu  HOPI, HMI  abo
(hoHmanapunykey npoTarom woHaiimenle 5 auis i Gyau pangomizopani y cniBBiHOWEHHI 2:1 113
OTpUMaHHs abo puBapokcabaHy B 103yBaHHi, BIAMOBIAHOMY 70 MacH Tina, aGo 10 rpynu NOPIBHAHHS
(orpumypanu renapunu, ABK) npotsarom 3 wmicsiuis ocHoBHOro nepiogy NKyBaHHA y JOCHIIKeHHi
(npotsrom 1 micaus ana aiteit < 2 pokie 3 LIBK-BTE). Hanpukinui ocHoBHOTO nepiojy nmiKyBaHHS y
JOCHIKEHHI AiarHoCTHUHE BisyanisaliiiiHe oGcTexeHHs, aKe poGHIIM Npy BKJIIOYEHHI TalieHTa B
AOCTIKEHHS, TTOBTOPIOBAIH, AKIIO Lie YN0 KJIiHIY4HO MOKIIHBO. Hocnipxysany Tepanito MoxkHa 6yn0
NPUIAHKTH Ha ULOMY eTani ab0o Ha po3cy/l 10¢/iIHMKa POAOBKUTH Ha TepMiH 10 12 Micsuis (ais aiTeit
<2 pokis i3 [IBK-BTE — 1o 3 micsauis).

OCHOBHMM NOKa3HMUKOM e(eKTHBHOCTI Oyma NOmis CHUMITOMHOIO peuuauBy BTE. OcHoBHuM
MokasHUKOM Oesneku Oyna CyKyNHIiCTh MOJiii BelMKoi KpoBOTeHi Ta KIHIYHO 3HAUYLLOT HEeREJIHKOT
kpoeoreui (K3HBK). Vci pesynbratu moao edektirHoCTi Ta Ge3neku OylM LIEHTpani30BaHO OIliHEH]
He3aN1eKHUM KOMITeTOM, SIKWH He NpU3HavaB JiKyBaHHs. Pe3yabTaTy moj0 eeKTHBHOCTI Ta Ge3neku
nokasadi B Tabuuusx 8 i 9 Hmxue.

Iloeropri BTE Bunukau y rpymi pusapokcabany y 4 i3 335 nauientie ta y rpymni NOPiBHSHHSA ¥ 5 3i
165 mauientis. CykynuicTe moaiifi Bemmkoi kposoreui tTa K3HBK Gyia 3apeecTpoBaHa y 10 i3
329 nauienTis (3 %), siKi oTpumyBanu puapokcaGa, Ta y 3 i3 162 nauientis (1,9 %), sxi otpumyBanu
npenapat nopisHaHHS. [logil, 1o cknaaaroTh NOKA3HUK YHCTOT KIiHIUHOT KOPHUCTI (CYKYMHICTh MOiif
cumnromHoro penuausy BTE Ta cepitosHoi kposoteui), 3apeectpoBano y rpyni pusapokcabauy y 4 i3
335 nmauientiB Ta y 7 i3 165 mauientiB y rpyni nopisusuus. CTyniHp pexaHanizauii TpomOy, 1110
KkiacuikoBaHmii K «HOpMani3alisy, NpH NOBTOPHIl Bisyanizauii cnocrepirases y 128 i3 335 manienTis,
SIKi OTpUMYBANM JiKyBaHHA puBapokcabaHom, Ta y 43 i3 165 nauientis y rpyni nopisusuns. 1li
pe3ybTaT Oy/iM B 1iOMY MoAiGHMMU cepen BikoBux rpyn. Y rpyni pusapokcaGany 6yno 119 (36,2 %)
AiTell 3 Gyab-AKMMH KPOBOTEYAMH, WO BUHMKIM MiJ yac nikyBaHHs, i 45 (27.8 %) niteit — y rpymi
MOpPiBHSHHSI.

Tabnuus 8
PesynbTati e)eKTMBHOCTI B KiHlli OCHOBHOTO nepiojty JiKyBaHHs ‘
SBuine | Pusapokcaban [Tpenapar
E N = 335% NIOP1BHAHHSA
) i N = 165*
| Peunnue BTE (ocHoBHUIT OKa3HUK e(heKTHBHOCTI) f 4 % 5
(1,2 %; 95 % I (3,0 %; 95 % II
, | L 0430%) | 1266%)
Cykynnicts  momifi  cumnrtomMHoro peuwmusy BTE  + 5 6
6e3CHMIITOMHOTO HOripLIeHHs npH MOBTOPHOMY (1,5 %; 95 % 11 (3.6 %; 95 % M1
Bi3yasizauiiiHoMy obcrexeHni 0,6-3,4 %) 1,6-7.6 %)
CykynHicth  nofii  cumnromHoro  penmausy BTE  + 21 19
Oe3CHMNTOMHOTO  MOTiplleHHs + BiACYTHICTE 3MiH  mpu (6,3%;95% Ol (11,5 %; 95 % Il
NOBTOPHOMY Bi3yanizauiliHomy o0cTexeHH] { 4,0-9.2 %) 7,3—17,4 %)
wHoprwaﬂie.al.[iﬂ TIPH TIOBTOPHOMY Bi3yanizawiiiHoMy o0CTeKeHH] | 128 43
(38,2 %; 95 % I (26,1 %; 95 % I
33,043,5 %) 19,8-33,0%) |
‘CyKyHHiCTb noziii cumnromHoro peunzuBy BTE + Benuka 4 7
KpoBOTeYa (YHCTa KIIiHiYHA KOPUCTh) (1,2 %; 95 % JII (4,2 %; 95 % [
0,4-3,0 %) 2,0-8.4 %)
| JleraneHa abo HenerasbHa JiereHeBa eMOonis 1 1
(0,3 %; 95 % Il (0,6 %; 95 % III
0,0-1,6 %) 0,0-3,1 %)

* IoBHa MHOYMWHA NALICHTIB JUIs aHAI3Y, Yol QiTH, sxi Gyiu panjoMi3oBaHi.
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TaGnuus 9

Pesynbrati Gesneku B KiHui ocHOBHOTO nepioay Jikysans

Pugapokcaban ﬂpenapéT
N =329* i HOPIBHAHHS

- Cyxymuicts moniit Benukoi kposoreui + K3HBK (ocHoBHuif | 10 3
| TIOKa3HUK Oe3nexn) O (30%:95% 1 (1,9 %; 95 % I
- Bemika kpoBoreua ‘ 0 2 '
i (0.0%,95% 1 | (1,2%;95% I
L 00%) | 0243%)
| bynp-ski kpoBoTewi, cipuuMHeHi TiKyBaHHIM _ 119 (36,2 %) 45 (27,8 %)
* Honynsnis naniesrip aus ananisy Gesnekw, yci aite, sii Oynu ﬁarmomiéonaui Ta aTrpmuahu npﬁﬁaﬁﬂmi 1 nosy

JOCIIJIKYBAHOTO TiKAPCBKOT0 3acoby.

Ipogine edexruBHOCTI Ta Gesneku puBapokcabany GyB 3HAUHOK MIPOIO NIOAIGHHM MisK negiaTpuvHOI0
nonynsuiero 3 BTE Tta nopocnoto nonynauiero 3 TTB/TEJIA, oanak uyactka cy0’eKTiB i3 Oy/Ib-AKOIO
KpoBoTeero Oyna BuLLOIO y neaiaTpuyniit nonynsuii BTE nopissno 3 nopocnoro nonysuiero TI'B/TE.
[lauieHTH 3 O3UTHBHUMM PE3YABTATAMMU TECTY JUIS TPLOX aHTHhOCHOMINiHUX AHTUTLN

Pupapokcaban 6yJ10 nopiBHAHO i3 BapapuHOM y naiieHTiB 3 TPOMGO30M B aHAMHE3i 3 TiarHOCTOBAHMM
autudochoninianum cunapomom (ADC) 3 BUCOKHM PU3MKOM TPOMGOEMOOTIUHUX ABMIIL (Mo3UTUBHI
pe3ynbTaTh  [iA  BCIX  TPLOX  aHTU(OCPONIMiAHMX  AHTHTLI:  BOBYAKOBMIA AHTUKOAryJIAHT,
AHTUKApAIONINiHOBI aHTHTiNa, anTH-Gerta-2-rikonporein | anTuTina) y PaHI0Mi30BaHOMY BiIKDHTOMY
MYJBTHUIIEHTPOBOMY CMOHCOPOBAHOMY MOCHIJHMKAMH KIIHIYHOMY BHNPOOYBaHHI i3 «3acHiMieHOIO»
OLIHKOIO KiHLeBoi Touku. JlociipkeHHs 6y/10 NPUIMHHEHO JIOCTPOKOBO Micys BKIoueHHs 120 namienTtis
BHAC/II/IOK 3pOCTaHHA YacTOTH TPOMBOEMOONIYHMX ABMIL Y MAL€HTIB, SKi npuiManu puBapokcadaH.
Cepenniii nepion crnoctepekeHHs CTaHOBMB 569 nHiB; 59 nauienTie Gyno panaoMizoBaHo B rpymny
3aCTOCYBaHHA puBapokcabaHy B 1031 20 Mr (15 Mr 174 nauieHTiB 3 KIipeHcoM KpeaTHHiHy < 50 Mi/xB) i
61 —Bapdapuny (MHB 2,0-3,0). TpomGoThuni seuia 6yau y 12 % nauieHTis, paHioMizosanux y rpyny
3aCTOCYBaHHA pHBOpOKcadaHy (4 imeMmiunux iHcynpTH Ta 3 inQapkTd Miokapua). He Oyno
3apeecTpoBaHO  TPOMOOeMOONIYHUX SIBMIIL Y NAI€HTIB, PaHIOMI30BaHUX Y TIpymy 3acTOCYBaHHS
Bap(apuny. Benuki kposoteui cnocrepiranucs y 4 nauientis (7 %) rpynu puBapokcabany Ta y 2
nauienTis (3 %) rpynu Bapdapuny.

3acTOCYBaHHS JITIM

€Bponeiicbka MeM4Ha arcHilis BiAMOBHJIACH Bij| NpaBa BMMAraTd BUKOHAHHS 3000B’S3aHHS I110/10
MOJIaHHs Pe3yNbTATIB AOC/IUKEHb i3 3aCTOCYBaHHS pHBApOKcabaHy B yCiX MiArpynax npeiCTaBHHKIB
JMTAYOT MOMYNALIT st TiKyBaHHsS TpomGoeMBomiuHmX yeknaaHensb. [lns o3naliomnenns 3 ingopmaliero
IpO 3aCTOCYBAHHA JIIKAPCHKOro 3aco0y JiTAM AMB. po3aia «JliTh».

Dapmaroxinemura

BemokTyBanHs

Hacrtynna indopmanlis ocHOBaHa Ha JaHUX, OTPUMAHHUX Y IOPOCIHX.

PuBapokcabaH IBHAKO BCMOKTYETBCSA, MaKCHMaibHa KOHUEHTpawis (Cmax) AOCATAETHCSH yepes 2—4
FOJIMHM TIiC/IS NPUHOMY TabJIeTKH.

AGcomoTHa 61010CTYNMHICTE pUBapOKcabaHy Mic/s 3aCTOCYBaHHS J03H BHUCOKA i craHoBuTh 80—100 %
1t TabneTok no 2,5 Mr Ta 10 Mr, He3ane:KHo Bij BKUBaHHS DKi. BykuBaHHs ki He BIUIMBaE Ha /101y
MiJ KPUBOK 3aN€XHOCTI «konueHTpauis — yac» (AUC) abo Ha Cmax pHBapokcabany y 103i 2,5 Mr Ta
10 mr.

ITpu npuifomi HaTie Yy 3B’A3KY 31 3HHIKEHHAM BCMOKTYBaHHs JUISl TaGIETOK puBapokcabany no 20 mr
Oyna Bu3HaueHa GiogocTynuicTs 66 %. INpy 3acTocyBaHHi puBapokcabany 1o 20 Mr pazoM 3 ikero Oyno
BCTaHOBJICHO, 110 cepeiHiil mokasuuk AUC 36inbimyersest Ha 39 % mopiBHAHO 3 MpUioMOM TabneToK
HaTIE, L0 BKa3ye Ha Maiike IOBHe BCMOKTYBAaHHsA i BMCOKY GiOfOCTYMHICTH Npu mepopanbHOMY
npuiiomi. Pusapokeaban no 15 mr i 20 Mr cntin mpuiiMaTy nix vac xkuBanHs biki (1uB. posain «Croci6
3aCTOCYBAHHS Ta J103U»).
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dapmaKoKiHeTHKa puBapokcabaHy HabIHKAETLCS 10 NiHIfHOT npy 3acTocyBaHHi y nosax go 15 mr 1 pas
Ha 106y Harwe. [Ipu npuitomi nia yac xuBang ki papmakokineTHka TabreTok puBapokcabany 15 mr
i 20 mr e mponopuiiino 3anexHoio Bixg no3u. [lpu 3actocyBaHHI BUIKMX 103 abcopbuis puBapokcabany
OOMEIKYEThCSl MapaMeTpaMu PO3UMHHOCTI, NMPH [BOMY HA TJIi BHILMX /103 BiA3HAYAETHCA 3HMOKEHHS
0i010CTYNHOCTI Ta CTyNeHs BCMOKTYBaHHS.

®apmakoKiHeTHKa pHBapoKcabaHy XapakTepu3yeTbCsi MOMIPHOIO — MIHIMBICTIO! IHIMBITYyanbHA
BapiabenbHicTb (Bapiauilinuii koediuieHT) cTaHoBUTL Bia 30 10 40 %.

BeMokTyBaHHS pUBapokcabaHy 3alesKuTh Bifl Micls BHBIIbHEHHS NiKapebLKOro 3acoby Y ILIYHKOBO-
KHLIKOBOMY TpaKTi. Binznauaetnbes sumkenns Ha 29 % i 56 % AUC i Ciay 1ipu 3aCTOCYBaHHI rpaHyiaTa
puBapokcabaHy 3 BUBIILHEHHAM JIFOYOI PEYOBMHM Y MPOKCHMAJBHOMY BiiMI TOHKOrO KHIIEYHUKY
NopiBHSIHO 3 TabueToBaHowo (opmoto. Excriosuiis smenuyetses e Ginbiue npyu BUBLIbHEHH] iF0uOT
PEYOBHHH y MMCTalbHOMY BifAiNi TOHKOIO KHIIEYHHKY 4M BMCXiAHill 4acTWHI 06OM0BOT KMILKH.
Heobxinmo ynukarn BBesieHHs puBapokcabaHy JUCTATBHILLE ULTYHKA, OCKITBKH L€ MOYKE IPHU3BECTH 10
3HHWXKEHHS BCMOKTYBAHHS Ta BiJIMOBIZIHOrO BIJIMBY HA EKCMO3MLIIO.

biogoctynnicrs (AUC i Cmax) y pasi 3actocyBaHHs puapokcaGany 20 MT NepopalbHO y BHIISA
noapibxeHoi TabneTku, 3mimanoi 3 AGay4HHM Mope aGo BOJIOK0, BBENEHOT Yepes LUTYHKOBHH 30H.
OJIpasy mic/isi BIKMBAHHSA piAKoT ki, Ta y pasi npuitomy wisnoi TabneTku Gysia HOPIBHAHHOL. Bpaxosyrouu
nepeabauysaunii  ro3onponopuiiinuii  gapmakokineTHunuii npodink puBapokcaGaHy, pe3yibTATH
JIAHOTO J0CIi/KEHHS 3 Gi0A0CTYHOCTI, HIMOBIPHO, MOJKYTb CTOCYBATHCS | HHIKUMX 103 pUBApOKCabaHy.
Heoiampuuni nayicumu

Hitu otpumysanu TabneTky puBapokcabaHy abo CyCHeH3ito 1S NepopaabHOrO 3aCTOCYBAHHS Mij| Yac
abo OesmocepenHbo micns roaypaHHs abo BXKMBAHHS TKi Ta 3 TUIOBOIO NOPUI€lO PiTMHH st
3abesneveHHs HalifiHoro nos3yeanHs AitaM. Sk i y qopocnux, puBapokcabaH 1erko BCMOKTYETBCS MICIs
nepopainbHOro npuitoMy y Buriani Ttabnetok abo rpaHyn s NPUrOTYBaHHS CyCHeH3ii ans
NepopaNbLHOro 3aCTOCYBaHHA y AiTel. PisHuili y IBHAKOCTI BCMOKTYBaHHs ab0 B CTYNEHi BCMOKTYBaHHS
MK TabJeTKOI Ta rpaHylaMH 1/ MPUTOTYBAaHHA CYCHEH3il i MepopanbHOrO 3aCTOCYBAHHS He
criocrepiranocs. Hemae panux npo @K micist BHYTPilUHBOBEHHOTO BRENEHHS HiTAM, TOMY abCOMIOTHA
GionocTynHicTs puBapokcabany y aiTeit HeBizoMa. Byio BUAB/IEHO 3HMKEHHS BiIHOCHOT GiogocTynHOCT
Npu 301MbIIEHH] 103 (Y MI/KI MacH Tina), 1o CBiAYHTE PO 0GMEKEHHS BCMOKTYBaHHS TIPH BUILMX 034X,
HaBiTh MPH OJTHOYACHOMY MPHIIOMI 3 1XKel0.

Pupapokcaban, Tabnetku no 15 ta 20 Mr, ciig npuiiMaty nia yac rogyBanns abo Mij yac BKMBaHHS 1Ki
(mB. po3ain «Crnocib 3acTocyBaHHS Ta JO3M»).

Poznoain

38’3yBaHHs 3 GikaMH NJ1a3MHM KPOBi y JOPOCIHX € BUCOKHM | CTAHOBHTH NPUOIH3HO 92-95 %, npu
LIBOMY OCHOBHMMH 3B’A3YIOYMMM KOMIIOHEHTOM € CHMPOBaTKOBHii ansOymid, O6’em posnofiny —
noMipHuii, 06°eM po3noginy B piHoBaxxHOMY cTani (Vss) cTaHOBUTEL Maibke 50 1.

Teoiampuuni nayicnmu

Hemae nanux moso 3B°a3yBaHHs puBapokcabaHy 3 GiKaMi MiasMM KpoBi, XapaKTepHOro ams JiTeif.
Hemae panux npo @K micns BHYTpilIHEOBEHHOrO BBEIEHHS puBapokcabany HiTsaM. Vss, ouiHeHHH 3a
JOTIOMOrOK  MOMYJSIIHHOrO MOJE/IOBaHHA (apMakoKiHeTHKH y aitedl (miamason Biky Big 0 10
< 18 pokiB) mic/19 nepopanbHOro 3acTocyBaHHs puBapokcabaHy, 3ajeKUTh Bill Macu Tina i Moxke GyTH
OIMMCaHO aIOMETPHYHOIO PYHKLUIEL0, i3 cepeaHiM 3HaueHHaM 113 n s cy6’ekra 3 macoro Tina 82,8 kr.
Meta6o07i3M i BUBEICHHS 3 OpraHiamy

VY nopocnux maitke 2/3 npuiiHsaTol 1034 puBapokcabaHy MeTabolli3yeThes 3 HACTYIIHUM BHBEICHHAM
TOJIOBUHH METabOJIiTiB HUPKAaMH, a iHIIOT MONOBHHM — 3 KajioM. Perura (1/3) npuiHATOT 1034 BUBOMTECS
GesnocepelHb0 HUPKAMM Y BHUIUISI He3MiHEHO! Ail040i PEYOBHHHM i3 CEYErd MEPEeBAKHO ILISXOM
aKTUBHOI HUPKOBOT CeKpeLil.

Merabonism puBapokcabany 3abesneuyernbes iopepmentamn CYP3A4, CYP2J2 Ta He3ane:KHUMH Bin
cucteMu 1uToxpomy CYP Mmexanizmamu. OCHOBHHUMH JinaHKaMu GioTpancdopmauii € mopdoninosa
rpyna, 1o 3a3Ha€ OKHCHOIO pO3KJaJaHHs, Ta aMifHi Ipynu, sKi NiIsaraTs rigponizy. Buxoaduu 3
OTPUMAHHUX i1 Vilro NaHux, puBapokcaban € cybcTpaTom TpaHenopTHUX Oinkie P-raikonpoteiny (P-gp)
Ta OinKa pe3sMCTeHTHOCTI 10 paky MoJlouHoT 3ano3u (Berp).
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HaliBazk/MBILLIOKO CIIONYKOKO Y Na3Mi KPOBI JIOIMHY € He3MiHeHHit puBapoKcataH, NpH LULOMY 3HAYHI
abo aKkTuBHI UMpKymoo4i MeTaGomiTH He BUsBJIEHi. PuBapokcaGaH, CHCTEMHMIA KJIpeHc sKoro
CTaHOBUTL MpubmM3HO 10 n/rox, moxke GyTH BiHeCeHMH 10 NiKapchkuX 3acoBiB 3 HH3LKUM piBHEM
Kiaipency. Ilicns BHYTPILIHBOBEHHOro BBEIEHHS 1034 1 Mr nepioJ HaniBBUBEIEHHS CTAHOBHTE
npubnusno 4.5 roaunu. Ilpu nepopaisHOMY 3acTOCYBaHHI BHBeIEHHS OOMEKYETBCS MIBUAKICTIO
abcopOuii. Ilpu BuBeAeHHI puBapokcaGaHy 3 Naa3MM KpOBi TepMiHATbHMIA nepiog HamiBBUBEJEHHS
CTAHOBMTH Bil 5 10 9 roJMH y MooauX naiientis Ta Bix 11 10 13 rogus B oci6 iTHLOrO BiKY.
Ieoiampuuni nayicumu

Hani wono Meradoiiismy, xapakTepHoro s aireid, BicyTni. Hemae nannx npo (apMaKkoKiHETHKY MicJis
BHYTpILIHLOBEHHOIO  BBEJCHHS pUBapokcabaHy JiTsM. Knipene, ouiHenuii 3a ponomororo
NOMyASUIHHOTO MOJemoBanHs (hapMaKoKiHeTHKH y AiTel (nianason Biky Bix 0 g0 < 18 POKiB) micjst
NepopanbHOTO 3aCTOCYBaHHS pHBapoKcabaHy, 3aCKMTL Bil Macd Tila i Moxe GyTM OMMCaHO 3a
JIONOMOT OO alIoOMEeTpHYHOT PYHKT i3 cepeHiM nokasHukoM 8 1/ron s cy6’ekra 3 Macoro Tijla 82.8 kr.
Cepenni reomeTpuyHi 3HaUYCHHS NepioziiB HAMIBBUBEACHHS (t1/2), OI[IHEH] 3a 1OIIOMOrOI0 nonyJduiiHoro
MOZIe/IOBaHH s (hPapMaKOKIHETHKH, 3MEHIIYIOTBCS 31 3MEHIUEHHAM BiKY i CTAHOBNSTH Bix 4,2 NOIMHM y
NiUTITKIB 10 npubau3HO 3 TOAMH ¥ JiTeii BikoM Bix 2 o 12 pokie, 10 1,9 Ta 1,6 roguuu y xiteii Bikom
0,5—<2 pokie i MeHie 0,5 poky BianoiaHo.

Oco01uBi rpyny nauieHTiB

Cmams. Y 10pOCIUX YONOBIKiB i XKiHOK KIiHIYHO 3HAYYILI PO3X0/KeHHs GapMAKOKIHETHKM He BUSARIEH]
(muB. po3zain «Croci6 3acTocyBaHHS Ta 103H»).

[omrykoBuii ananis He BUABMB peNleBAHTHUX BiAMIHHOCTEH B eKcrosuilii puBapokcabaHy Mix JiTbMH
4OJIOBI4OT Ta JKiHOYOT CTaTi.

Hayienmu nimusozo eixy. Y nauieHTis JTHBOrO BiKy KOHUEHTpallis puBapokcaGaHy y maasMi Kposi
BUILA, HIJK Y MOJIOJMX MAaLli€HTiB, cepeHe 3HaueHHs AUC npu6ausHo y 1.5 pasa nepeBuliye BianosigHi
3HA4YCHH#A Y MOJIOJMX MALi€HTIB, TOJOBHAM YWHOM YHACIIiJOK 3HHIKEHOrO 3arajibHoro Ta HHPKOBOTO
kiipeHcy. Hemae notpebu B Kopekiii 103H.

Pizni sazoei kamezopii. Y nopocnux 3aHaaTo Mana abo Benuka maca Tina (Menwe 50 xr i 6inpme 120 kr)
JIAILIE HE3HAYHOK MIPOIO BIUMBAE HA KOHLEHTPALiio puBapokcabany y miasMmi kposi (MeHiue 25 %).
Hemae notpebu B kopexuii 1o3u.

Jitam pupapokcaban noTpibHO NMpU3HauaTH 3anekHO Bix macu Tina. [MourykoRuii aHasmi3 y niTeii He
BUABHUE PEJIEBAHTHOTO BIJIMBY HEJIOCTATHBOT MACH TiNia a00 0KMPiHHSA Ha EKCIO3MIIIK0 pUBapoKcabaHy.
Mixcemniuni ocobnuocmi. V nopocnmux KniHi4HO 3Hauywii posxomxkeHHs papmakokinetnku (OK) ta
(apmakopunamiku (@) y nauieHTiB €BponeoigHoi, adpoamMepuMKaHCHKO, JaTHHOAMEPHKAHCHKOI,
SIMOHCBKOT 200 KMTaHCHKOT €THIYHOT MPHHANEKHOCTI HE CrocTepiraamcs.

[TomykoBnii aHaili3 He BUABMB peleBaHTHUX MIXKETHIYHMX BiAMiHHOCTEli B eKCro3uuii puapokcabany
cepejl JliTell ANOHCBKOI, KMTalChKOI abo a3iaTchKoi eTHIYHOT MPUHANEKHOCTI 3a Mexamu SInoHii Ta
KuTaro nopiBHsHO 3 BiNOBIIHOKO 3arajIbHOO MEAIaTPUUHOIO MONYJISILIE.

IHeuinkosa nedocmamuicmy. Y IOpOCIHX MNallieHTIB 3 LUPO30M TMEYiHKH 3 JIETKOK IEeYiHKOBOK
HeJoCTaTHICTIO (knac A 3a Kmack®ikauicio Yaiinaa — [1°10) dapmakokiHeTHka puapokcabaHy Iuiie
HE3HAYHO BI/Ipi3HANacA Bil BiANOBIAHMX MoKasHHKIB (y cepemubomy 1,2-pasose 36inbiienns AUC
puBapokcabaHy) y KOHTPOJIbHIH rpymi 370poBUX n00pOBObLiB. Y MaLi€HTIB 3 LHPO3OM MEYiHKH i3
CEPEAHBOTAIKKOIO NEYIHKOBOIO HelocTaTHiCTIO (Ki1ac B 3a knacudikauicro Yaiinna — I1°10) cepennst AUC
puBapokcabany Oyna 3Ha4yHo nigpuineHa (y 2,3 pasa) NOpiBHSHO 3 TAKOK Y 3[0POBMX J0OPOBOIbILIB.
AUC Hes3B’a3aHOi pevyOBMHM MiBMILYyBajacs y 2,6 paza. YV IMX Nali€HTIB TaKoX 3apeecTpPOBAHO
3HWXKEHHs BMBEJIEHHSI pHBapoKcabaHy i3 ceyero, mojidHe 10 TOro, 10 XapakTepHe /Jis MallieHTiB 3
HUPKOBOK HEJIOCTATHICTIO MOMipHOTO cTyneHs. Hemae naHMX 10710 NAUICHTIB 3 TAXKKAM NOPYILEHHAM
(YHKUIT NeyiHKu.

IIpurnivenns aktueHOCTI hakTopa Xa Oyo BUpaXkeHe CHIIbHILLE (2,6-KpaTHE PO3XOKEHHS) Y NallicHTiB
i3 cepe/IHbOTIKKAM NOpyLIeHHAM (yHKUIT neviHku, HiK y 310poBux no6posonsuis; [T Takox (2,1-
KpaTtHo) moaoeKyBapes. IlanicHTH i3 cepeHBOTAKKMM MOpYLWIEHHAM (YHKUIT nedinku Oyam Oinbin
YYTAMBUMH 10 puBapokcabaHy, 11O NMPU3BOJMIO A0 Oinbll KpyTol KpuBoi 3anexHocti OK/DJ] mix
KOHIeHTpauieto ta [T4.
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Pupapokcaban npotunokasauuii nauientam i3 XBOpoGaMM  MediHKM, 110 CYIPOBOIKYIOTHCS
KOAryJonaTi€lo 3 KIiHIMHO 3HAYyLIMM PU3HKOM BHHMKHEHHS KPOBOTEHYi, B TOMY 4MCHi naiieHtam 3
LMpo30M neyinku knacy B ta C 3a knacudikauiero Yaiinna — IT1o (aue. pozain «ITpoTHnokazanusy).
Bincyrni kniniuni fani mozo airteii i3 nopymenusm GyHKuii nevinku.
Huproea nedocmammicms. YV 1OpOCIMX BiAzHauanocs 3GUILIIEHHS eKCHO3MIiT puBapokcabany, sike
00epHEHO MPONOpUiiHO Kopemoe 3i 3HMKEHHAM (QYHKUIT HUPOK, MO BH3HAYAIM 3a KJlipeHCOM
KpeaTuHiny. B oci6 3 nerkum (knipenc kpeatuniny 50-80 Mi/XB), cepeHbOTIIKKHM (KJ1ipeHC KpeaTHHIHY
30-49 wmn/xB) abo Taxkum (KnipeHc KpeaTwHiny 15-29 mi/XB) nopymeHusM yHKuii HUPOK
KOHUEHTpaLlis pusapokcabany y miasmi kposi (AUC) 6yna & 1,4, 1,5 Ta 1,6 pasa Ginplua mopiBHAHO 3
Takol y 3J0poBHX A00poBOMbLiB. BianopinHo crnocrepiranocs 36iibiueHHs (apMaKoadHaMiYHHX
edekriB. B 0ci6 3 nerkum, cepeHBOTSIKKMM a0 TSXKKHM MOpPYIIEHHSM (yHKUiT HUPOK 3araljibhe
NPUTHIYEHHs akTMBHOCTI (akTopa Xa Gyno Bianosiano B 1.5, 1,9 ta 2 pasu 6inbumm MOPIBHSIHO 3 TAKMM
y 310poBux 100poBonbuis; ITH noniGHuM unHOM 3poctano y 1,3, 2,2 Ta 2,4 pasa eigmoeigno. J{ani momao
NawLiexHTiB 3 KIipeHcoM KpeaTuHiny < 15 MJI/XB BiACYTHI.
3 ornsajy Ha BUCOKe 3B°A3yBaHHs 3 GiIKaMH [J1a3MH KPOBI OUiKYEThCA, 1110 PUBAPOKCAGAH HE BUBOIUTHCS
3 OpraHi3My LUISXOM Jianisy.
He pexomen/yeThes 3acTocoByBaTH JIikapehKuii 3aci6 naiieHTam i3 KiipeHcoM KpeaTHHIHY < 15 Mu/xB.
Pupapokcaban ciift 3 06epexHICTIO 3aCTOCOBYBATH MAL[iEHTaM i3 KJ1ipeHcoM KpeaTHHIiHy 15-29 mui/xe
(muB. po3fin «OcoOIMBOCTI 3aCTOCYBAHHSY ).
Bincyrhi kiiHiuHi JaHi 1010 3aCTOCYBaHHS TiKapchkoro 3acofy AiTsM BikOM Bl 1 poKy 3 HHPKOBOKO
HEJOCTATHICTIO MOMIPHOro abo TAKKOro CTymeHs (IUBHAKICTH Kiy6oukoBoi dinprpauii < 50 mu/xs/
L7 M),
Dapmaroxinemuuni oani, 3apikcosani y nayienmie. Y NalieHTiB, SKi OTPUMYIOTH pUBapoKcabaH IS
npodinaxrikn TI'B y nosi 20 mr 1 pas Ha 106y, cepeiniii reoMeTpuuHHil MOKa3HUK KOHILEHTpALLi
(inTepan nporuosysanHs — 90 %) uepes 2—4 rojuuu Ta Maibke yepes 24 roJAMHHU rics 3aCTOCYBaHHs
(1ac, 1o NpudAN3HO BioOpakKae NOCATHEHHS MAKCUMANLHOT Ta MiHIMAIBHOT KOHIIEHTpAILiT Y MPOMiKKax
Mix npuiloMamu 103) ctaHoBUB 215 (22-535) i 32 (6-239) Mkr/1 BignorigHo.
Y nepiarpuuHux nauientis 3 roctpoto BTE, siki otpumytots pusapokcaban (y 1031, BiiKopurosaHiii 3a
MAacol0 Tija, o NPU3BOAMTE JI0 eKCMO3MILii, Moi6HOT 40 ekcno3uuii y fopocaux nauientis 3 TI'B, siki
oTpuMytoTh 103y 20 mr 1 pas na no0y), cepeani reomerpuyHi KoHuentpauii (90 % intepran) y uac
BifOOpy 3paski., AKuii npubIM3HO BinoOpakae NOCATHEHHS MAKCMMaJILHOT Ta MiHiManbHOT KOHLEHTpaLlil
y MpOMiXKax Mix npuiioMamu 103, y3araisHeHo B Tabmuwi 10.
Tabnuus 10

[TincymkoBa crarucTuka (cepeaHe reomerpuude (90 % iHTepBan)) piBHOBaKHMX KOHLEHTpaiit

vBapokcabaHy y njasmi Kpoei (MKI/J) 3a pesKMMOM JI03YBaHHsI Ta BIKOM

InTepBanu uacy
Opun pas Ha no6y | N 12 <18 pokie| N | 6—<12 pokie
2,54 roagunn nicng | 171 241,5 24 | 229,7
(105-484) (91,5-777)
20-24 rogunu 151 20,6 24 [ 159
nicns (5,69-66,5) (3,42-45.5)
Jeiui na nody N 6—<12pokie [N |2-—<6pokie |N |05 -
<2 pokH
2,54 ronunu micns | 36 145,4 38 [ 171.8 2 |Hp
(46,0-343) (70,7-438)
10-16 ronux nicns | 33 26,0 37 | 222 3 |10,7
(7,99-94.9) (0,25-127) (1. p.—
H. p.)
Tpuui na nody N 2—<6pokie [N napoxxedus | N | 0,5 — | N | napoxxenus
—< 2 poku <2 poku —< 0,5 poky
0,5-3 rogunu micns | S 164,7 25 1112 13 1143 12 | 108,0
(108-283) (22,9-320) (22,9-346) (19,2-320)
7—8 roauH micns 5 332 23 | 18,7 12 |:21.4 11| 16,1
(18,7-99,7) (10,1-36.5) (10,5-65,6) (1,03-33,6)

H. p. = He po3paxoBaHo.
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3HaueHHs HUKYE HHKHBOT MeXi KiIbKiCHOTO BU3HAYEH Hs1 (HMKB) Gyu samineni na ¥4 HMKB s PO3paxyHKy CTATHCTHKH
(HMKB = 0.5 mkr/n).

@apmakoxinemuuni /  Gapmakodunamiuni  ezacmose ‘ssxu.  Ouinka (papmaxokinetnunoro /
(apmakounamiunoro (OK/D]I) B3aeMo3R’ 13Ky Mik KOHLEHTpalicio puBapokcabany y njiasmi Kposi Ta
HeAKUMU hapMaKoJMHAMIYHMMH KIHLEBUMH TOUKAMH (npurtivenns dakropa Xa, T4, AUTY, HepTest)
MPOBOJMIIACH HA TJIi 3aCTOCYBAHHA BEIHKOro Aianasony 7103 (5-30 Mr 2 pasu Ha 106y). B3acM03B’ 130K
MK KOHLEHTpaUiel0 puBapokcabaHy Ta aKTHBHICTIO (aktopa Xa wuaiikpauie BH3HauaeThCs 3a
AonoMorot0 Emac-moneni. Hait6inbw noctopipui nani momo ITU OTPUMYIOTh ILJIAXOM 3aCTOCYBAHHS
NIHIAHOT MOJIeNTi MepeTHHaHHA BipizKie. 3anexkHo Bix Pi3HMX peareHTiB s Bu3HaueHHs 1Y Kyrosuii
KOSQILIEHT MOXKE MaTH CyTTEBO BiAMiHHiI 3HaueHHs. [Ipu 3acToCyBaHHi pearenty Neoplastin ans
BuMipioBants T4 suxinuuii 1Y cranoBus npubmmusho 13 ¢, a KyTOBHH KoedilieHT — Big 3 g0
4 ¢/(100 mkr/m). Pesynerati ®K/®J] ananizie y mocnimkennax ¢as II ta Il signopizanu nanum,
OTPUMAHMUM Y 3710POBHX T0OPOBOJIBLLIB.

Humsuuii eix. EdexTnBHicTH Ta 6Ge3meky 3aCTOCYBaHHs JliKapchKOro 3aco0y NpH IMOKazaHHI i
npoQinakTHKK iHCYNLTY Ta CHCTEMHOT eMGOJIIT Y NAIEHTIB 3 HeKNanaHHOIO bibpunauicro nepeacepas y
Aiteit BikoM 1o 18 pokie He BMBYAIIH.

JlokniHivyHi 1aHi 3 Ge3nexku

IcHyroui nokjiHiuni nani, oTpumani B Xoni TpaaMLiHHHMX AOCHiLKEHD dapmakonoriunoi Gesneku,
TOKCHYHOCTI O/IHOPa30BOT J103H, (POTOTOKCHYHOCTI, FeHOTOKCHYHOCTI, KaHIEPOreHHOro MOTeHIiany Ta
PENpPOAYKTUBHOT TOKCHYHOCT], BKA3yIOTh Ha BilICYTHICTb OYIb-AKUX crietudiaHuX PU3HKIB 1A THOMHIL
Y OCHIIKEHHAX TOKCMYHOCTI GaraTopasoBuX J103 ClOCTEpiranuch eeKkTH, OB’ 43aHi rOJOBHHM YHHOM
3 HaJIMipHO BHpaxeHO (hapMaKoJMHaMiYHOIO Aielo puBapokcaGaHy. He 3apeecTPOBAHO BIUIMBY Ha
epTunbHicTs y camuup Ta camuip nrypis. V xomi mocmimkeH» Ha TBapuHax Oyn0 BUSBIEHO
PENPOIYKTHBHY TOKCHYHICTb, TOB’S3aHY 3 (apMakoNOriuHUM MeXaHizmMoM i puBapokcabany
(remopariyHi ycknaaHeHHs).

BuBuenns puBapokcabany Ha MOMOJMX Luypax 3a TPHUBATOCTI JKYBaHHS NMPOTATOM TPLOX MicsIliB,
MOYMHAIOYH 3 4-TO JIHA OCTHATAIBHOIO Nepiojly, MOKa3alo He3aneKHE Bijl 031 301IbIICHHS YaCTOTH
NepHIHCYIAPHAX KpoBoTey. He BUABICHO 10Ka3iB TOKCHYHOCTI /TS OpraHiB-MileHei.

Kaniniuni xapakrepuctakn

Iloxkazanns

Hopocni

IIpodinakTika iHCyIbTY Ta cucTeMHOT eMGOIT y IOPOCIHX NMALieHTIB 13 HEKIAMaHHOK Gibpunauiero
Mepeacepaib Ta OJHUM YK KilbKOMa (hakTopamu pH3HKY, TaKMMH fIK 3acTiliHa ceplieRa HeIOCTATHICTS,
apTepiaibHa rineprensis, Bik > 75 pokiB, LyykpoBuii fiaber, iHCyIbT 260 TPaH3UTOPHA illleMiYyHa aTaka B
aHamHesl.

Jlikysanna Tpom603y rinubokux sen (TI'B), TpomBoembonii nereneroi aprepii (TEJIA) i npodinaktuka
pernmuy TI'B ta TEJIA y nopocnnx (mue. po3ain «OcoGnmMBOCTi 3aCTOCYBAHHSY CTOCOBHO MALIIEHTIB 3
TEJIA, 1m0 MatoTh HecTabinbHi reMoMHAMIUHI TOKA3HUKH).

Himu

@EHIKC® 15 m2. JlikyBanus BeHO3HOT TpomMGoemM60sil (BTE) i npodinaktuka peunyusy BTE y niteit
Bikom 710 18 pokie Ta Macoio Tina Bix 30 1o 50 kr micaa npuHaiMHI 5 HIB MOYATKOBOT napeHTepabHOl
AHTUKOAryJSHTHOT Tepartii.

OEHIKC® 20 me. JlikyBaHHS BEHO3HOT Tpomboembonii (BTE) i npodinakruka peunaupy BTE y niteii
BiKOM 710 18 pokiB Ta macolo Tifla nosax 50 Kr micis npuHaiiMHi 5 QHIB MO4aTKOBOT napeHTepaibHOT
aHTHKOAryJsHTHOT Tepanii.

Ilpomunokasannus

e Ilinguiiena uyTimBicTs 10 puBapokcabaty abo A0 Gyab-AKHX JONOMIKHHX PEHYOBHH NiKapcbKOTro
3aco0y.

o KniHiyHO 3HaYyllla aKTHBHA KPOBOTEYA.

* VuikomkeHHs ab0 CTaHH, WO CYNPOBOIKYIOTECS 3HAYHUM PH3MKOM PO3BHUTKY KPOBOTEY, [0 AKHX

Hane)XaTb HasiBHI Ha NaHWi uyac abo HeUlOJaBHO AiarHOCTORAHI BUPa3KH LIIYHKOBO-KHIIKOBOTO
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TPAKTY, 3N0SKICHI MyX/IMHH 3 BHCOKHM PH3MKOM KPOBOTEY, HELIOAABHO NepeHeceHa TpaeMa
TFOJIOBHOTO a00 CMMHHONO MO3KY, HELIOIABHO IepeHeceHe onepaTHBHE BTPYYaHHA Ha TOJOBHOMY,
CIHHHOMY MO3KY a00 O4ax, HELLOAARHH BHYTPILUHbEOYEPENHHUIT KPOBOBHIHE, BapMKO3HE PO3LIMPEHHS
BCH CTPABOXO/Y (BHSBJCHE 4H MiI03pIOBAHE), apTepiOBEHO3HI ManbhopmaLlii, aHeBpu3Ma cyuH a6o
3Ha4Hi 3a PO3MIPOM BHYTPIlIHBOCIIHAIBHI 260 BHYTpilIHbOLEepeOpaibHi CyAMHHI aHOMaUTiT,

* OuHouacHe 3aCTOCYBAHHS 3 Oy/Ib-SKUMH iHUIMMU AHTHKOAIYIHTAMM, 30KpeMa 3 HedpaKiioHOBaHHM
TEMapuHOM, HU3bKOMOJIEKYTIPHHMH renapuiamMu (HanpvKkiaj, eHOKCanaphH, JaibTenapuH, ToLo),
TMOXIIHHMU renapuHy (HanmpHknaj, ¢oHIanapuHyKe, TOLLO), MEPOPaILHUMH AHTHKOATY/IAHTAMM
(Hanpuknan, apdapuu, nabiratpan eTekcuiar, amikcabaH, ToIO), OKpimM crenudiuHuX 0BCTABUH
MEPEXOAY Ha ANIbTEPHATHBHY AHTMKOArYJSHTHY Tepanito (MB. po3ain «Cnoci6 3actrocyBanus Ta
A031») abo BUMALKK, KO HedpaKIioHOBaHKiT remapun NoTPiGHO Npu3HaYaTH y 103aX, HeOOXiaHHX
st GYHKIIOHYBaHHsA BIIKDHTOrO KaTeTepa LIEHTpanbHUX BeH abo aprepiii (B, posain «B3acmonis
3 IHIIMMH JTiKapCHKUMH 3ac00aMH Ta iHILi BUM B3aEMOJIi»).

* 3axBOPIOBaHHs MEYiHKM, SIKi acOLIIOIOTBCS 3 KOAry/IomaTiclo Ta KTiHI4HO 3HAYYIIUM PHU3HKOM
PO3BUTKY KPOBOTEHi, Y TOMY UMCIIi LHPO3 nedinku knacy B ta C (3a Knacu(ikauieto Yaiinaa — [1°10)
(muB. posain «DapmakokiHeTHKay).

* Ilepion BaritHocti aGo romyBaHHA rpyaa0 (IMB. PO3ALN «3acTocyBaHHs y nepioj BariTHocti aGo
rOAyBaHHs FPYIJIION).

Ocodnuei 3axo0u deznexu

HonpiGuenns Tabnetok

Tabnetkn purapokcabany MoxHa NOAPIGHMTH Ta cycnieHaysatH y 50 MI BOOM 3 BBEIEHHAM 3a
JIOTIOMOTOIO - HA30TAaCTPAILHOTO 30HAA abo LUTYHKOBOTO 30HAA IS FOJYBaHHs INcis NepeBipKH
MPaBUIBHOCTI HOTo po3TamryBaHHA y IIYHKY. ITicas 4oro 3oHa chij NPOMHTH BOAOK. OCKIIBKH
BCMOKTYBaHHs pHBapokcabaHy 3alleKUTh Bil MiCls BUBIIbHEHHS aKTMBHOT PEUOBHHH, CIif YHHUKATH
BBE/ICHHS PUBAPOKCA0aHy TMCTaILHO B ILTYHOK, OCKIILKH 11e MOKE IPH3BECTH /10 3MEHIICHHS abcopOuii
Ta, OTAKE, N0 3MCHIICHHSA BIUIMBY aKTHBHOI pe4oBuHM. [licns BBeaeHHs noapiGHeHMX TabieTok
puBapokcabany no 15 abo 20 Mr ci1ij 0pasy BEOAWTH eHTepalibHe XapyyBaHHs.

Bzaemodia 3 inmumu nikapcokumu 3acobamu ma inwi éuou 63acmooiii

Crynine B3aemopii y nestiatpuunol nonysiuii Hepinoma. HapesieHi HiDk4e faHi 010 B3aeMoji Oynu
OTPHMaHI JUIsl IOPOCIMX, JUIst e iaTpH4HOT nomyJsuii ciin 6paty 10 ysaru 3aCTepeXXeHHs, HaBeieHi y
po3nini «OcobaMBOCTI 3aCTOCYBaAHHS».

Inriitopu CYP3A4 ta P-gp

OpHouacHe 3acTOCyBaHHs puBapokcabaHy Ta kerokoHaszony (400 mr 1 pas na no6y) abo purtonaBipy
(600 Mr mBivi ma 1n00y), mpu3BoAmiao a0 2,6-kpatHoro / 2,5-KpaTHOr0 MiJABHIIEHHS CepeaHbOT
pieHoBaxHoi AUC pueapokcabany Tta 1,7-kpatHoro / 1,6-kpaTHOro 36iNblueHHS cepeHb0T Chnax
puBapokcabaHy, sKe CYNpPOBOMKYBAIOCA 3HAYHHM [OCHIEHHAM (hapMaKOZMHAMIYHMX edexTiB
niKapebKoro 3acoly, IO MiABHMINYE PU3MK KPOBOTEHi. 3BaKalouM Ha Lie, 3aCTOCYBAHHS JIIKapChbKOro
3ac0by ®EHIKC® e pekoMeHmyeThcs naiieHTam, siki OTPUMYIOTH CYIYTHE CHCTEMHE JIiKyBaHHS
MPOTHIPUOKOBUMH JIKAPCBKUMH 3ac00aMu a30JLHOI IPYNMH, TAKAMH SK KETOKOHA30J, iTpaKoHazou,
BOPHUKOHA30/l Ta nocakonason, abo inribitropamu BIJI-nporeasu. Lli nikapebki 3acobu € moTyHUMH
inriGiropamu CYP3A4 ta ognowacHo P-gp (1uB. posain «Oco6auBocTi 3acTocyBaHHs ).

Pe4oBunu, sKi aKTHBHO IHI1GYIOTE TINBKH OJIMH 31 LUIAXIB BUBEICHHS puBapokcabany 3 opranizmy, CYP
3A4 abo P-gp, sk ouikyerbes, 36inbIIyIOTh KOHLEHTpauii puBapokcaGaHy y mmasmi KPOBI MEHLIO
mipoto. Hanpuknazn, xknapurpomiums (500 mr apivi Ha no6y), WO 3HAYHO iHribye akTHBHICTL
i3opepmenty CYP 3A4 i nomipHo - P—gp, cnipuuunse 1,5-kpatHe 36iiblieHHs cepenuix sHauens AUC
Ta 1.4-xpatie 36inblienns Crax puBapokcaGaHy. B3aemomis 3 KnapuTpoMilHHOM, HMOBIpHO, He €
KJiHIYHO 3HauYIIOI0 A7 GiNbLIOCTi MaUieHTiB, ane NOTEHIiiHO MOXKe 6YTH 3HAYYLLOWO JIJIS MALliEHTIB
BUCOKOTO PH3HKY (LIOJI0 3aCTOCYBAHHS Y MAlli€HTIB 3 HUPKOBOI HENOCTATHICTIO JMB. PO3ZLN
«Oco0nMBOCTI 3aCTOCYBAHHS).

Eputpominuu (500 mMr tprui Ha 206y), mo noMipHo inribye aktuenicts isodepmenty CYP 3A4 i P-gp,
cnpuyuHsB 1,3-kpatHe 36iblieHHs cepeaHiX piBHOBakHMX 3HadeHb AUC i Cmax puBapokcaGany.
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B3zaemonis 3 epuTpominiHoM #iMOBipHO He € KiiHiuHO 3HAUyLOK g OiIbWOCTI NauieHTiB, aje
MOTCHLIAHO MOxe OyTH 3HA4YyWOK A8 NalicHTIE BHCOKOrO PH3UKY. Y NalieHTIB 3 HHUPKOBOIO
HCEAOCTATHICTIO JIETKOTO CTYNEHS TAKKOCTI, Ha BIAMiHY BiZl MallieHTiB i3 HopMansHOI0 dyHKiieo HHUPOK,
MpU 3aCTOCYBaHHI epuTpoMinuHy (500 mr 3 pasu na n06y) BinzHauanu 1.8-kpaTHe 3pocTaHHs cepeIHbOro
3HayeHHs AUC Ta [,6-kpatHe 36imbiuends Cogy puBapokcadaHy. Y nallieHTIB 3 HHPKOBOW
HEAOCTATHICTIO CEPCHBOrO  CTYNEHS TSUKKOCTI Ha TIi epHTPOMILMHY cnocTepirann 36iblueHHs
cepennboro 3HavenHs AUC pupapokcabaHy B 2 pasu i nigeuiiedas Cogx puBapokcabany B 1,6 pasa
MOPIBHAHO 3 nauicHTamMu 6e3 nopymens QyHKIii HUPOK. BNIIME €pUTPOMILIMHY € aJUTHBHUM 0 SIBMILL
HHMPKOBOT HETOCTATHOCTI (AKB. po3ain «OcobnupocTi 3aCTOCYBaHHS).

®uykonason (400 mMr 1 pas ua 106y), BBaKACTLCS inri6itopom CYP 3A4 cepennboi inTeHcusHoCT, i
HOro 3acTOCYBaHHS CNPUUMHANO 1,4-KpaTHe 3GiMblIeHHS cepeaHix 3navenr AUC Tta 1,3-kpatHe
30inbwenHs Cax pHBapokcabany. Baaemopis 3 (hirykoHa3010M HMOBIPHO He € K1iHiYHO 3HAYYILOW A7
OinpLIOCT] MauieHTiB, ane MOTEHUIHHO MOjKe OyTH 3HAYYIIOK /IS NALiEHTIB BUCOKOro pU3MKy (11010
38CTOCYBAHHA NallieHTaM 3 HUPKOBOIO HEJOCTATHICTIO IUB. po3ain «OcoGIHBOCTI 3acTOCYBaHHSA).
3Bakaioun Ha oOMexkeHi KaiHiuHi maHi w0 APOHEJAPOHY, ClliJi YHUKATH OJHOYaCHOrO HOro
3aCTOCYBAHHSA 3 pUBApOKCabaHOM.

AHTHKOAryJIIHTH

ITicns kOMOGIHOBaHOrO MpU3HAYEHHS CHOKcanapuHy (oaHopazopoi nosu 40 mr) i pupapokcaGamy
(oaHOpa3oBoi 1034 10 Mr) cnocTepiraBes aUTHBHMIL edekT 1010 NPUIHiYeHHS aKTHBHOCTI (pakTopa Xa,
IO HE CYMPOBOJLKYBANIOCA NOJATKOBUMH 3MiHaMu npo6 Ha 3ropranns kposi [IT4 (MpoTpomMOiHOBOTO
uacy), AUTY (akTMBOBaHOro YacTKOBOro TPOMGOMIACTHHOBOIO yacy)]. EHokcanapuH He 3miHIOBaB
(apmakoxineTHKy puapokcabany. Uepes 36inbiuenns PHU3MKY PO3BUTKY KPOBOTEY CiJT 3 00epexHICTIO
CTABUTUCA 110 OJHOYACHOTO  3aCTOCYBaHHS 3 IHIIMMM AHTHKOAry/ISHTAMH (IMB. pO3ALTH
«ITpotunokasanusy, «OcobIMBOCTI 3aCTOCYBAHHSY ).

Hecrepoinni nportusananehi 3aco6u (HI133) / inriGitopu arperaiii TpoMGomuTis

ITicst omHouacHoro 3actocyBanHs pusapokcabany (15 Mr) 1 500 Mr HanpoKceHy KJIiHIYHO pelleBaHTHOro
TOJIOBKEHHA Yacy KpoBOTeui He croctepiranocs. [Ipote B okpeMux oci6 MoKIMBa Ginpl BUpaXKeHa
(hapmakoMHaMiuHa BiAIOBIE.

He crioctepiranocs xiinivHo 3Havymmx hapMakokineTHaHux ado (hapmakonrHaMiuHUX B3aeMonili pu
OZIHO4aCHOMY 3aCTOCYBaHHI puBapokcabany Ta 500 Mr aleTHICATILMIOBOT KUCTOTH.

He BusBneHo ¢apmMakokiHeTHUHOI B3aeMomii Mix puBapokcabanom (15 Mr) i knomigorpenem
(HaBaHTaXyBanbHa 103a 300 MT i3 HOAATLIIMM NPHU3HAYEHHAM NiATPUMYBANLHUX 103 75 Mr), ane y
MIArpyni NauieHTiB BiJ3HaueHe peleBaHTHE 36iNbLIEHHs TPHBAIOCT KPOBOTEYi, L0 HEe KOPEII0BaJIo 3
arperauiero TpoMOOUMTIB i piBHAMU P-cenektuny a6o GPIIb / ITa-peuenTopa.

HeoOxinno notpumyBatucst 06epexHOCTI Npy NpU3HAYCHH] puBapokcadaHy naiieHTaMm, AKi OJHO4YaCHO
3actocoBytots HII33 (Bkmoyaloun auetnicaniumaosy kuciory) Ta iHribiropu arperauii TpoMGoLUTIB,
OCKIIBKH Ui JIKapchKi 3aco6H 3a3BHYail IiABMIIYIOTH PU3MK KPOBOTeY (MIMB. po3ain «OcobnuBocTi
3aCTOCYBAHHAY).

CenexktiBHi iHTiGiTOPH 3BOPOTHOrO 3axomieHHs ceporoniny (CI33C) / inriGitopu 3BOpoTHOrO
3aXOIUICHHA CEpOTOHIHY-HOopeniHedpuny (133CH)

Ak 1 Mpy 3aCTOCYBAHHI iHIIMX AaHTHKOATY/ISHTIB, MiABHILYETHCS PU3HK PO3BHUTKY KPOBOTEY Yy MALIiCHTIB,
sKi oHouacHo 3actocoByiots CI33C abo I33CH BHachinok BILUIMBY OCTaHHIX Ha TpomGorwmTH. [Tpu
OZIHOYAaCHOMY 3aCTOCYBaHHI 3 puBapokcabaHOM y XOAi KIHIYHMX 10CiKeHb crocTepiranacs Gilbia
KIIBKICTL BEJIMKMX Ta HE3HAYHMX KIIHIYHO 3HAYYIIMX KPOBOTEY B YCix rpynax reparii.

Bapdapun

ITpn nepexoni nauientis 3 antaronicra sitaminy K sapdapuny (MHB 2-3) Ha puBapokcaban (20 mr)
abo 3 puapokcabany (20 mr) Ha Bapdapun (MHB 2,0-3,0) npotpomOinoeuii yac Ta MHB (Neoplastin)
30inbuIyBanues Ginbl K aMTUBHO (Bif3Havanucs okpemi 3Hauenns MHB no 12), y Toii yac sK BIUIHB
Ha AYTY, iuribyeanHs akTUBHOCTI (akropy Xa Ta eHJOreHHMI TPOMOIHOBHI MOTeHLian (ETII) 6ys
aJIMTHBHUM.

SAxkmo Gaxano nepeBiputh dapmakonuHamiuni edextn puBapokcaGany min wac mepiogy nepexony,
MOXYTb OyTH BHUKOPMCTaHi TECTM Ha BM3HAYEHHS aKTMBHOCTI aHTH-Xa, PIiCT i HepTest, ockiabku
Bap(hapHH He BNIMBAE Ha pe3y/bTaTh UMX TecTiB. [TounHarouu 3 4 100U nic/as BiaMiHH Baphapuny i B
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nonanbwiomy Bei Tect (Bkmouatoun 1T, AUTY, inriGyeaHns akTMBHOCT] daxropa Xa ta ETII)
BiI0OpakaloTh e edekT puBapokcadany.

Axuo Gaxano nepeeiputi dhapmMakoauHaMiYHi edextu Bapdapuny nin vac nepiony Nepexoay, MOoxKHa
BrkopucTati BusHauenns MHB npu nocaruenni Cmin puBapokcaGany (1epes 24 roaunu micis npuiiomy
nonepeiboi 1031 puBapokcabany), OCKiIbKM Y ueii MOMeHT puBapokcabaH HaiiMeHllle BIJIMBaE Ha
pesyabetatn Tecty MHB.

Mix BapdaprHoM Ta puBapokcaGaHOM He BifzHaueHo (papmakokineTHuHOT B3aeMoiT.

Ingykropu CYP3A4

OpnHouacHe 3acTocyBaHHs puBapokcabaHy Ta prudamiuuny, o € cuibHuM iHgykTopom CYP3A4 i P-
gp, npu3Boauao 1o npubdausno 50 % suukenHs cepenpoi AUC puBapokcabaHy Ta napaiensHOro
3MEHIICHHS Horo (hapmakoaMHaMiuHuX edekTis. OnHoYacHe 3acTOCyBaHHS puBapokcabaHy 3 iHIIUMH
cunbHOAIOuMMH iHyKTopamu CYP3A4 (manprknaz (enitoinom, xapGamaseninom, denobapbiranom
abo 3aco6amMu Ha OCHOBI 3BipO6GOI0) TAKOK MOJKE CNPHYMHHTH 3HHIKEHHS KOHLICHTpaLlili puBapokcabany
y mnasMmi kpoi. ToMy citii yHHKaTH 0JHOYACHOrO MpH3HAYEHHS 3 JNIKapChbKUMH 3ac06aMM NOTYKHHX
inaykropie CYP3A4, okpiv Bunankie, komu 3abesneyeno peTeNIbHUI HarId] 3a Mali€HTOM 3 METOI
BHUSABJICHHS O3HAK Ta CUMIITOMIB TpOoMO03y.

IHwi nikapekbKi 3acobu cynyTHbOT Tepanii

He Binsnauanocs KiiHiYHO 3HAauylmMX hapMakoKiHETHYHMX 260 (apmaxomHamMiuHKX B3aemoiii npu
OJIHOYAaCHOMY 3acTOCYBaHHi puBapokcabaHy 3 Migasonamom (cyberpar CYP3A4), aurokcHHoM
(cyGetpar P-rnikonpoteiny), atopeactatunom (cy6erpar CYP3A4 i P-gp) abo omenpaszonom (inriGirop
MPOTOHHOT NoMnH). PuBapokcabaH He npUrHiuye i He inaykye 6yap-axi Bakmuei isodopmu LIUTOXPOMY
CYP, taxi sk CYP3A4.

By Ha naGopatopsi napamerpu

Brivs Ha nokasHuku sropranns kposi (I14, AUTY, HepTest) ¢ nepenbavysanuii, 3 ypaxypaHHaM
MexaHi3my il pusapokcabaHy (mB. pozain «PapmMakonoriyHi BIacTHBOCTI»).

Ocodaueocmi sacmocysanns

VIpoaoBx mepiofy JKYBaHHS PEKOMEHIYEThCS 3IHCHIOBATH KIiHIUHMIL Harjusg, WO Bignosigae
MPaKTHL 3aCTOCYBaHHSA aHTHKOATY/ISHTIB.

PU3KK pO3BUTKY KPOBOTEY]

JIK 1 mpH 3acTOCYBaHHi iHIIMX aHTHKOAry/sHTIB, NalicHTaM, SKi NPUAMAIOTH ®EHIKC®, cnin
nepedyBaTH MiJl peTE/NbHMM HAMVIAAOM Ul BHSIBICHHS O3HAK KPOBOTEHi. PeKoMeHayeThes 3
00epeKHICTIO 3aCTOCOBYBATH JiKapchKuid 3aci6 mpu craHax, mo CYNPOBOIKYIOTHCS MiJIBUILIEHHM
PH3HKOM DO3BMTKY KPOBOTEY. Y BHNAJKy CEpHO3HOI KPOBOTEYi 3aCTOCYBaHHs JiKapChKOro 3acoly
OEHIKC® ci1in npunuHuTy (IUB. po3ain «Ilepeno3yBaHHs»).

Y KIIHIYHEX J0CTIUKEHHAX KPOBOTe] 3i CITH30BHX 0GOIOHOK (HANPUKIIA/, HOCOBI KpOBOTEUi, KpOBOTEYi
3 sCEH, LIIYHKOBO-KMIUKOBI KPOBOTEYi, KPOBOTe4i 3 OpraHiB CeYOCTATEBOI CHCTEMH. BKIIOUYAIOYM
AHOMAJIbHY BariHalbHY KpoBOTedy abo MOCHIEHHS MEHCTPYalbHOT KPOBOTEYi) Ta aHeMis BMHUKAIH
4acTille Ha T/1i IOBroTpHBAOi Teparii puBapokcabaHOM, HixK NpH NiKyBaHHI aHTaroHicTamu Bitaminy K.
3Baatouy Ha L€, J01aTKOBO [0 HAJEKHOrO KIIHIYHOTO HArMAAY y BiAMOBIAHMX BUMAmKAX JOLIIBHO
MPOBOJHUTH J1aDOPATOPHY MEPEBIPKY MOKA3HUKIB IeMOrIo6iHy / TeMaTOKPUTY 2 METOK) BUSBIEHHS
BHIIA/IKIB BHYTPILIHIX KPOBOTEY JUIs BU3HAYEHHS KJIIHIYHOT 3HAUYILOCT] IBHUX KPOBOTEY.

ITeBHi kareropii nauieHTis, ik 3a3HaUeHO HIUKYE, MAIOTH M ABULIEHHI PU3MK PO3BUTKY KpoeoTeui. Taki
MaLi€HTH MIC/s NoYaTKy JIKYBaHHs TOBHHHI nepeGyBaTH Mij peTenbHHM HArISAOM Ul BUSBICHHS
CHMITTOMIB reMOpariuyH1X ycknaaHeHb Ta aHeMii (aus. posain «[To6Giuni peakwii»).

Ilpi Gymb-sikoMy 3HMKeHHi piBHS reMoraobiHy aGo apTepianbHOrO THCKY HE3’sCOBaHOT eTionorii
HEOOXIZIHO BUABUTH JDKEPEO KPOBOTEUI.

Hespaxkaious Ha Te, w0 niKyBaHHs pHBapoKcaGaHOM He BMMAra€ MPOBENEHHs CTAaHAAPTHOrO
MOHITOPHHTY HOro eKCro3MIlii, BU3HAYCHHs PiBHS pMBapoKcaGaHy 3a JOMOMOrOK BiZKaniOporaHuX
KibKICHUX TecTiB Ha aHTM(dakTOp Xa MOXKe BHUSBHTHCH KOPMCHHM Y BUHATKOBHMX CHTYALifX, KOJH
BIZIOMOCTI MPO EKCMO3HIIiI0 pUBapoKcabany 31aTHi BIIMHYTH Ha NPUAHATTS KJIIHIYHUX pillleHb, 30KpeMa
MpH  MEPElo3yBaHHI Ta EKCTPEHMX XipypriumMx BTpydaHHsx (ame. posgin «®Papmakosoriuni
BJIACTHBOCTI»).
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HasBHi oOmeskeni mani mono aiteif i3 Tpom6o3oM uepeGpanbHUX BeH i CHHYCIB, sKi MalOThL iHdekiio

IIHC (auB. «Dapmakoaunamika»). Pusnk kpoBoTeui ciij PeTeNbHO OLIHIOBATU 10 Ta MiJ| Yac Teparnii

puBapokcabaHoM.

Hupkora HenocrarnicTh

Y I0pociMX MallieHTIB 3 TAKKOIO HHMPKOBOI HEIOCTATHICTIO (knipenc kpeatuHiny < 30 M/xB)

KOHLICHTpaLlis puBapokcadaHy y Miasmi KpoBi MOKe CYTTEBO NiABUILYBaTHCA (B cepeTHEOMY 1,6 paza),

O MOME MNPU3BECTH 10 NiABMIIEHOTO pPU3MKY KpoBoTewi. Crix 3 obepexnicTio 3aCTOCOBYBATH

®EHIKC" nauientam 3 kiipencom KpeaTuHiHy 15-29 mui/xB. He pekoMeHzyeThes 3acTocoByBat

niKkapchKui 3aci6 nauienTaM i3 KiipeHcoM Kpeatuniny < 15 Ma/xe (uB. posainu «Cnoci6 3acTocyBanHs

Ta 1031y, «PapMaKkosIOriyHi BIaCTHBOCTI»).

Cnin 3 obepexHicTio 3acrocorysaty ®EHIKC® nauicuram i3 HHUPKOBOIO HEIOCTATHICTIO, AKi OJIHOMACcHO

OTPUMYIOTh iHIII JiKapCkKi 3ac00M, 10 NPU3BOJATH A0 MiABMINEHHS KOHUEHTpallii puBapokcabany y

M1a3Mi KpoBi (IuB. po3in «B3aeMozis 3 iHIMMHM NikapchKuMH 3aco6amu Ta iHIIi BN B3aEMOJiH»).

He pexomenayetses sactocysanns nikapebkoro 3acody ®EHIKC® fiTsM 3 HHPKOBOI HENOCTATHICTIO

MOMIpHOro abo TSKKOTO CTyneHs (IBMAKICTs K1y6oukoBoi dinsrpatii < 50 ma/xe/1,73 M?), OCKiNbKH

KJIiHI4Hi 1aHi BiICYTH.

B3aemois 3 IHITMME JiKapchKMMK 3aco0aMu

He pexomenyetbes 3acTocyBanHs fikapeskoro 3aco6y ®EHIKC® nauienram, sxi OTPHMYIOTb CYMYTHE

CHCTEMHE JIIKyBaHHA IPOTHIPHOKOBUMH JIKAPCBKMMH 3aco0aMu  a30NbHOT Ipynu (Hampuknan,

KETOKOHA30110M, ITPAKOHA30/10M, BOPHKOHA30JI0M Ta MOCAKOHA30/10M) ao iHriGitopamu BlJI-npoteasu

(nanpuknag, putonasipom). Lli nikapebki 3aco6M € MOTyKHUMM iHTiGITOPaMH 0AHOYACHO i30epmeHTin

CYP 3A4 Ta P-gp, ToMy BOHH MOKYTh NiBMILYBaTH KOHIEHTpAILil puBapokcabaHy y niasmi Kposi 10

KITiHIYHO 3Ha4ylI0ro piBHs (B cepeHboMy y 2,6 pasa), 1O MOXKe MPU3BOIMTH 10 NiABUILEHHS PU3UKY

BUHMKHEHHA KpoBoTewi. BincyrHi kniwiumi naHi mojo aiteil, sKi OTPUMYIOTH CYNMYTHE CHCTEMHE

NiKyBaHHs cuiibHUMH iHriGiTopamu CYP3A4 i P-gp (muB. posgin «Bsaemonis 3 iHmmmu JiKapChKHUMH

3aco0amMu Ta iHII BUAM B3aEMOJIii»).

HeoOxinHo GyTd obepe:kHHMH TpH NpU3HAuYeHHi puBapokcabaHy mallieHTam, SKi 3aCTOCOBYIOTh

NiKapceKi 3aco0u, 1O BILIMBAIOTH HA FEMOCTA3, HaNpUMKJIaJl HeCTepoOiHi MpoTH3analbHi 3ac06H (HI133),

aUeTH/ICANILMIOBY KHCIOTY Ta {HriGiTopu arperauii TpomGouuTie, ab0 CeNeKTHBHi iHribiropu

3BOPOTHOrO 3axomuieHHs cepotoHidy (CI33C) Ta iHriGiTopu 3BOPOTHOrO 3aXOMEHHS CEpOTOHIHY-

Hopeninegpuny (I33CH). SIKio icHye pusMK PO3BUTKY BUPA3KOBOT XBOPOOM LLJIYHKOBO-KHMIIKOBOI'O

TPaKTy, CIIiJl PO3IISAHYTH MUTaHHA PO NPOBEJCHHA BiANOBiAHOrO MPodinakTHYHOro NiKyBaHHS (IUB.

po3zin «B3aemozis 3 iHIMME JiKApCHKUMH 3ac00aMu Ta HLIT BHM B3aEMOIiH»).

[HIi GpaKTOPU PU3MKY PO3BUTKY KPOBOTEY

Ak 1 iHWi aHTUTPOMGOTHYHI JiKapchKi 3aco6H, puBapokcabaH HE PEKOMEHYEThCS 3aCTOCOBYBATH

Naui€HTaM 3 MiABMILEHMM PU3MKOM BUHHKHEHHS! KPOBOTEYi, y TOMY YMCITi TIPH HASBHOCTI:

*  Bpo/uKeHOI abo HabyToi naTonorii 3roptaHHs Kposi;

®  HEKOHTPOJLOBAHOI TAKKOT apTepialibHOT rinepTeHsit;

®  [HINOrO ITYHKOBO-KMULIKOBOrO 3aXBOPIOBaHH:A 6€3 BUPA30K B aKTUBHIH CTA/T, 1110 MOKE MOTEHIHHO
NPU3BOAMTH [0 IE€MOpAriyHuX YycKlaJHeHb (HanmpHKIaj 3anajlbHe 3aXBOPIOBAHHS KHUILCYHUKY,
e3o(arit, racTpuT Ta ractpoesodareanbia pediokcHa XBopoba);

®  CYIMHHOI pETMHOMATIT;

* OponxoekTasy abo ereHeBoi KpOBOTeUi B aHAMHE3i.

ITalieHTH 3 OHKONOTIYHHM 3aXBOPIOBAHHIM

IauienTn 31 310SKICHUMHU 3aXBOPIOBAHHAMH OJHOYACHO MOXKYTh MaTH MiABUIICHUIN PH3HK KpOBOTEYI Ta

TpoMOO03y. IHAMBidyanbHy KOPHCTH AHTHTPOMOOTHYHOrO JKYBAHHS CJiJ NOPIBHSATH 3 PU3HUKOM

KPOBOTEY Y MALlEHTIB 3 aKTHBHUM OHKOJIOTIYHHM 3aXBOPIOBAHHSM 3aJIEXKHO Bl JIOKani3alii myxJImHu,

NPOTUMYXJIMHHOT Tepanii Ta cTafii 3axBoproBanHs. [TyXmMHM, PO3TaIlOBaHi Y LUTYHKOBO-KMIIKOBOMY

abo cedocTaTeBOMY TpakTi, OynM MOB’S3aHi 3 MiJBMLIEHUM PU3MKOM KPOBOTEYi Mia uac NiKyBaHHs

puBapokcabaHOM.

3acrocyBanHs puBapokcabaHy NpOTHIIOKA3aHe NaieHTaM 3i 3710SKiCHUMH HOBOYTBOPEHHSIMH 3 BHCOKHM

PU3MKOM KpoBOTeY (AMB. po3ain «[Ipotunokazanusy»).

[TauieHTH 31 IITYYHUMK KJanaHaMu cepust
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Pupapokcabat He ¢Jlij1 3aCTOCOBYBATH /U1 TPOMGONPO(INAKTHKM NaLlieHTaM, SKi HElLOIABHO epeHecH
TpaHCKATeTepHy 3aMiHy aopraibHoro kianana (T3AK). besneky Ta edekTHBHICTb puBapokcabaHy He
BHBYAJIM y MALIEHTIB 31 IUTYYHUMHU CEPLIEBUMH KITallaHaMH, TOMY BiICYTHI aHi, aKi NiATBEpKYIOTh, 1110
puBapokcaban 3abesneyye JOCTAaTHIO aHTHKOAry/sUilo y wiei rpynu nauieHTis. He pekomenayeTbes
sactocoryBatd ®EHIKC® nnst nikyBaHHs Takux nauienTis.

[TauienTy 3 aHTUGOCPONINIAHUM CHHIPOMOM

He pexoMeH/1yeThes 3aCTOCYBaHHSA MPAMUX MEPOPAILHUX AHTHKOATYIISIHTIB, BKIIOUAlOuH pUBapokcabaH,
HALIEHTaM i3 TPOMOO30M B aHaMHe3i 3 1iarHOCTOBAHHM aHTH(HOCHOIMiAHUM CHHAPOMOM. 30KpeMa, ¥
MALEHTIB, SIKi MAIOTh Mi/ITBEP/IKEH] MO3MTUBHI Pe3y/IbTaTH TECTY Ml BCIX TPLoX aHTHdOChOMimiaHIX
aHTHTI (BOBYAKOBMH aHTHUKOAryNAHT, aHTHKApHiONiniHOBI aHTWTina, anTu-GeTa-2-riikonporein I
aHTHTINA), Tepanis NPAMUMH NePOPaTEHHMHI AHTHKOArY/IAHTaMH MOKe OYTH TIOB’3aHa 3 MiABULICHHAM
PH3HKY MOBTOPHUX TPOMOOTHYHHMX ABMLL MOPIBHAHO 3 TAKUMMU TIPH Teparii aHTaronicramu Biraminy K.
llanienTH 3 HeknanaHHow Gibpuisitiero nepencepnb. axi nepedecau [1KB 3i BcTaHOBIEHHSM cTeHTa
HasBui KkniHiyni 1aHi iHTEpBEHUIHHOrO NOCHIKEHHS 3 NEPBHHHOK METOK OLHKH Ge3neKH
3aCTOCYBaHHA TMallieHTaM 3 HeKJlanaHHowo ¢ibpunsauielo nepencepab, ski nepenecan ITKB  3i
BCTAHOBJEHHAM cTeHTa. Jlani oo edeKTHBHOCTI 1S 3a3Ha4eHOT nomyssiuii ooMexeHi (QuB. po3aiau
«Cnocib 3actocysanns Ta 103u» i «@apmakoguHamikar). Bigcyrui nani moo wiei kareropii nanieHTis
3 incysnbToM / TIA B anamHesi.

INauienTy 3 TEJIA Ta HecTabinbHUMU reMOMHAMIYHHMH NapameTpamu abo MalieHTU, IKUM HeoOXiaHui
TpoMOOJIi3UC Yu JiereHeBa eMO0aeKTOMis

He pexomennyetses 3actocoByBaty ®EHIKC® sk ansrepHatuBy He(pakLiOHOBAHOMY TemapuHy Juis
NalieHTiB 3 JereHeporo emGOoielo, MO MalOTe HecTablibHiI reMomuHamMidHi mapameTpu abo MOKYTb
NPOXOJUTH MPOLENYPY TPOMOONI3UCY 4YH NereHeBol eMOONeKTOMIl, OCKiIbKY Ge3neKy Ta eeKTHBHICTE
BUKOPHUCTAHH:A pUBapoKkcabaHy y LMX KIHIYHHUX CHTYaIlisSX HE BCTAHOBIEHO.

HelipoaxkcianbHa (enigypanbHa / ciHaabHa) aHecTesis abo nyHKilis

ITpu ueiipoaxcianbHiii aHectesil (emiaypasibHii / crniHanbHil aHecTesii) abo BUKOHAHHI cniHanbHOT /
elniflypaabHOl MyHKIIT iCHYE PU3MK PO3BUTKY €MijypalbHoi abo CIMHHOMO3KOBOT reMaToMH, 110 MOXKe
MPU3BECTH IO TPHBAIIOrO Y HEODOPOTHOTO Mapailivy y nauieHTiB, 1Ki 3aCTOCOBYIOTE aHTUTPOMOOTHYHI
3aco0M Anst npoiaKTHKKH TPOMOOeMOOIUHHX YCKITAIHEHb.

Pu3uK 1uX ycKiaaHEeHb MiABHILYETHCS MIPU BUKOPUCTAHHI MOCTIHHUX eMifypatbHuX KaTeTepie abo npu
CYMyTHBOMY 3acTOCYBaHHI JIIKapchbKUX 3acobiB, IO BHAMBAIOTH Ha remoctas. TpasmaTtuuna a6o
MOBTOpHA enifypanbHa abo HeHpoakciaibHa MyHKIIT TaKOX MiABUIIYIOTh PU3HK BKAa3aHUX YCK/IaJHEHb.
[TanienTH noBuHHI nepeOyBaTH Mi CNOCTEPEKEHHAM s BHABICHHS CHMIITOMIB HEBPONOTiYHMX
po3naniB (Harnpukian oHiMinHs abo Bia4yTTs c1abKOCTi y HOrax. HCYHKIIT KMIIEYHMKY ab0 CEe40BOro
mixypa). IIpu BusBNeHHI HeBposoriyHoro aediuuTy HeoOXiAHI TepMiHOBA JiarHOCTHKA Ta JIKyBaHHS.
Jlikap NMOBMHEH OLIHWTH MNOTEHLIHY KOPUCTH i PHU3MK Tepe/l MPOBENEHHSM TAKOrO BTPYYaHHS Y
Nali€eHTiB, AKi 3aCTOCOBYIOTb AHTHKOATYJISHTH a00 rOTYIOTHCS J0 3aCTOCYBAHHS AHTHKOATYJSHTIB 3
MeToro npodinaktukun Tpom6o3y. BimcyTHili kiuiHiYHMA mocBia 3acrocyBanusa 15 mr Tta 20 Mmr
pHBapoKcadaHy y TaKUX CHTYyalligx.

Jns 3HMIKEHHS MOTEHUIMHOrO PU3MKY KpOBOTEdi, acomiifoBaHoi 3 OJHOYACHHM 3aCTOCYBAHHAM
puBapokcabany Ta HeHpoakcianbHOK (emifypanbHOK / CHiHAJIBHOK) aHecTesiero abo MyHKLieo,
HeoOXinno Opatw 10 yearw dapmakokiHeTHUHHI mnpodins puapokcabany. BcraHornenHs abo
BHJIYYEHHS ellilypalbHOro Karetepa abo moMOanbHOT MyHKLIT HaliKpallle NpOBOAHTH, KOJIM OYiKYEThCs
cnabKMii aHTUKOAryasiHTHUH edekT puBapokcadany (auB. po3ain «®apmakokiHeTrkay). OfHAK TOYHHH
Yac JOCATHEHHS JOCTATHBOTO 3HMIKEHHS aHTHKOATryJISHTHOTO e)eKTy Y KOXKHOTO NallieHTa He BiJOMHH i
iforo cnijt 3BaXKMTH BIZIHOCHO TEPMIHOBOCTI A1arHOCTHYHOT POLIEAYPH.

Bunyyary enigypaibHHi KarteTep, Ha OCHOBI 3arajbHUX (papMakOKiHETHYHHX XapaKTEPHUCTHK, CIif
LOHaliMeHILe Yepe3 NOoABiiHMI nepioj HaniBBUBeAeHHs, TOOTO He paHime HiK vepe3 18 romumu mis
JOPOCAMX Mali€HTIB MONOAOro BiKy Ta 26 TOAMH A4 MALliEHTIB JITHBOTO BIKY MiCis MpU3HAYSHHS
OCTaHHLOT 103M puBapokcabaHy (nuB. po3ain «@apmakokineTuka»). PuBapokcabaH He npuiiMaTH
IPOTANOM IepLIMX 6 FOJAMH MIC/IsA BUIYYEHHS ellilypaibHOro KarteTepa.

V BUnajaxky TpaBMaTHYHOT IYHKUIT pU3HauYeHHs puBapokcabaHy BapTO BiAK/IacTH Ha 24 rOAMHHU.
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Hemae ranmnx oo tepminis BcranopaenHs aGo BUAaNeHHs HelipoakciankHOro Katetepa y miTeii min uac
JiKyBaHHs pUBapokcabaHoM. VY TaKMX BHMamkax cilij NPUIMHHUTH NPUHOM pHBapokcabaHy Ta
PO3IMISIHYTH MOMKIMBICTb 3aCTOCYBAHHS APEHTEPATLHOrO AHTH KOaryJsHTa KOpoTKoi Ail.

Pexomenaanii 110/10 103yBannis JiKapchKOro 3acofy 10 Ta Mmic/s iHBAZUBHUX NpoUeayp i XipypriyHoro
BTpYYaHHS

Y pasi HeoOXigHOCTI iHBa3MBHUX mpouenyp ab6o Xipypriumux BTPYYaHb 3d4CTOCYBAHHS JiKapChKOIO
3acoby ®EHIKC® 15 mr i 20 Mr cain MPUITHHATH LOHAKMEHIIE 3a 24 TOAMHM 10 BTPYYAHHS, SKIIO 11e
MOJKIIMBO, T Ha OCHOBI KJIHIYHOIO pillleHHs nikaps. SIKIO Mpoueaypy He MOXKHA BiJIKJ1acTH, cJij
OLIHUTH HAsABHICTh MiJABHILEHOrO PU3UKY BUHHKHEHHS KPOBOTEY] | TEPMiHOBICTb BTpYYaHHs.
3acrocyBanns nikapcbkoro 3aco6y ®EHIKC® notpibHo BigHoBMTH micns NPOBEACHHS IHBA3UBHOL
npoueaypH abo Xipypri4Horo BTpyyaHHs Tak IBHKO, AK TiMbKH AOCATHYTO aAeKBaTHOIO remocrasy, Ta
AKILO 3aCTOCYBAHHS JIiKAPCHKOTO 3acoby N03BONSE KIiHiuHAa cHTYyalis B LiJIOMY, 11O BCTaAHOBJIEHO
jikapem (auB. po3ain «@apMaKoKiHeTHKay).

[lauieHTH JiITHLOrO BiKY

Pusnik posBUTKy KpoBOTEY 36ibLIYETHCS 3 BiKOM ([MB. po3ain «PapMakoKiHETHKAY).

epmaTonoriuni peakiii

CepiiosHi wKipHi peakuii, Bkiouaroun cunapom CriBeHca—/[’KOHCOHA / TOKCHUHMIA enigepManbHui
Hekponiz Ta DRESS-cunapom (peakiuis Ha nikapcbkuii 3aci6 3 eosuHodinieio Ta cHCTeMHHMHM
CHMIITOMaMM), y 3B’A3Ky i3 3acTOCyBaHHAM pHBapoKcabaHy 3apeecTpOBaHO Y nicaspeecTpauiifHuii
nepiox (aue. posain «IloGiuni peakuiin). Pusnk uux peaxuiit y mawientis, AMOBIpHO, € HAlBUILMM Ha
MoyaTKy Teparmii: nosea peakuiil y GinbwocTi Bunmaikie BixGyBanacs MpOTATOM MepLIMX THKHIB
nikyBanHa. Ilpu  mepmux nposBax TAKKUX IIKIPHUX —BHUCHIIIB (HampuKnaja, redepanisanis,
IHTeHCHiKaLlis Ta/abo yTBOPEHHS MyXupiB) aG0 NMpH NMOABRI GYIb-AKHX IHLIIMX 03HAK rinep4yTiaMBOCTi y
MOEJHAHHI 3 YPAKCHHSM C/IM30B0T OGONOHKH CITiJl IPUITHHUTH 3aCTOCYBAHHS PHBAPOKCAGaHY.
Indopmauis Mpo 1ONOMiXKHI peYOBUHU

AKLIO y nauieHTa BCTAHOBIIEHO HEMepeHOCHMICTb ASKUX LYKPiB, CIIiji TPOKOHCYILTYBATHCS 3 niKapem,
Nepil HiX NpuiiMaTy Leil JikapebKuil 3acif.

Lei nikapeokuii 3aci6 MicTHTE MeHIe Hixk 1 MMonb Hatpilo (23 Mr) B ofHil TabneTui, To6T0 NpPaKTUYHO
BiNBHUI Bia HATPIIO.

3acmocysanns y nepiod sazimmocmi aéo 200yeanus zpyooio

Baritnicts. EdextuBHicTs Ta Ge3nexy 3acTocyBanns puBapokcabaHy BariTHUM JKiHKaM HE BUBYAJIH.
PesynbTati 1OCHIUKEHb Ha TBapUHAX BKa3ylOTh HA PENPOJYKTMBHY TOKCHYHICTH (IMB. PO3Ain
«DapMaKoJIoriuHi BIacTHBOCTI®). Yepes mMoTeHUilHY penpoayKTHBHY TOKCHYHICTb, 3HAYHM PU3HK
BUHHKHEHHS KPOBOTEY Ta MPOXOJXKEHHS pHBapokcabaHy 4epe3 IUlaleHTapHUH Gap’ep 3acTOCYBaHHS
nikapebkoro 3aco6y ®PEHIKC® y nepion saritHocti npoTrnokasate (1us. poszin «IIpoTHIIOKazaHHs» ).
l'opyeanHs rpymio. EdextuBricts Ta Gesneky sactocyBaHHs pHMBapoKcaBaHy KiHKaMm y mnepion
FOAyBaHHA IPY/UIIO HE BMBYAIA. Y XOJi JOCHi/UKEHb Ha TBApMHAX BCTAHOBJEHO, IO pHBapoKcabaH
NPOHMKAE Yy rpyaHe Momoko. Bignoesiano ®EHIKC® nporunokasanuii 1o 3aCTOCYBAHHS y Tepiof
rofyBaHHs Tpymumo (auB. posuin «lIpotunokasannsy). HeoOXigHO NMpUHHATH pilleHHS CTOCOBHO
NPUITHHEHHSA TO/TyBaHHs rpy/mto abo NPUNUHEHHs / yTpUMaHHs Bifl Tepariii.

DepTiipHicTh. CrelianbHuX 10CiKeHb 3 OUIHKH BIUIHBY puBapokcabaHy Ha (epTHIBHICTb JIOAUHH
HE TIPOBOAMIIN. Y X0/ A0CHiKeHHA PEePTHIIBHOCTI CaMIIiB i cAaMHLIb IYPiB He 6YJI0 BUABJICHO JKOIHOTO
BIUIMBY (IUB. po3/in «PapMakonoridni BIacTUBOCTIM).

XKiHKH 3 penpoaYKTHBHHM NOTEHLIANIOM / KOHTpaIleniiis

JKiHKaM 3 pemponyKTUBHMM MOTEHIL{anoM ciif 3anoliratv BariTHOCTI mig wuac JiKyBaHHS
puBapokcabaHoM i 3acTocoByBaTH Nikapebkuii 3aci6 @EHIKC® nuie 3 edeKTHBHOIO KOHTpALIEMLIEL.

30amuicme eniueamu Ha WEUOKICMb Pearuii npu Kepyeanni asmompancnopmom abo inwumu
MEXAHIZMaAMU
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Pusapokcaban nposisise He3HauHWil BIUIMB HA 37aTHICTH KepyBaTH ABTOTPAHCIIOPTOM ab0 IHIIWMK
mexaHismamu. [ToBifoMaAnN Npo nobiuHi peakuii, Taki K BHMALKH CHHKONAILHOTO CTaHy (uacroTa:
HevacTo) abo 3anamMopoyveHHs (4acToTta: yacto) (iue. po3ain «IloGiuni peaxiiiiy).

[Nanientam, y skux BinsHaualoTbes moGiuni peakuii Takoro Ty, He ciin KEpYBaTH TPAHCIIOPTHUMH
3aco0amu ado NpalioBaTH 3 IHIIMMH MeXaHi3MaMH.

Cnocio 3acmocysanns ma 0ozu

JlozyBanns

lpoghinaxmuxa incynemy ma cucmemnoi embonii y dopociux

Pexomenayerbes npusuavatu no 1 tabretui nikapeskoro 3acody @EHIKC® 20 mr 1 pa3 Ha 100y, us
71032 TAKOX € MAKCMMAJIbHOIO PEKOMEHI0BAHOIO JI03010.

JlikyBanns nikapcekum 3aco6om ®EHIKC® cnin npoeoguty MPOTArOM TPHBAJIOIO Yacy 3a YMOBH, L0
KOPUCTD BiJl IPOGINAKTHKK iHCYIBTY Ta cCHCTEMHOT eMGOTIT mepeBakac pUsnK PO3BUTKY KPOBOTEY (IHMB.
po3ain «OcoOnMBOCTI 3acTOCYBAHHSY).

Y Bunazky mpomnycky npuiiomy Tabnetku nauienty cain npuitnsta ®EHIKC® neraiino i HaCTYITHOTO
JIHs IPOJIOBXKUTH IKYBaHHs i3 npuiioMmoM 1 pa3 Ha 100y 3rijHo peKOMeHI0BaHOro 103yBanHs. He ciiin
MpuiAMaTH NOJIBIAHY 103y Y TOH caMUii IeHb, 100 KOMIIEHCYBATH nponyueHy TadieTky.

JTixyeanus TI'B, TEJIA ma npogpinaxmuxa peyuousie TI'B i TEJIA y dopocnux

IIporsrom mepuix 3 TukHiB Juis nikyBauHs roctporo TI'B i TEJIA ®EHIKC® PEKOMEHAYEThLCS
npusHayaTH no 1 rabnerui 15 Mr Bivi Ha 106y, micns yoro — no 20 mr 1 pas Ha 106y A1st TPHBAIOro
nikyBaHHs i npodinaxruky perausy TI'B ta TEJIA.

Koporkoctpokosy Tepanilo (npunaiiMui npotarom 3 micsuis) cria npusnavatu nauientam i3 TIB unm
TEJIA 3a nastBHOCTI THMYacoBUX (aKTOPIB PU3HKY (HANpPHKIa, HELIOAABHO NepeHeceHa onepauis abo
TpaBma). JIoBrocTpoKoBy Teparnito ciifi nmpusHayatd namientam 3 TI'B un TEJIA, mo e nos’sizasi 3
TUMYACOBUMHU (akropamu pusuky, igionatnunum TI'B uu TEJIA a6o masemicTio peunmusis TI'B un
TEJIA B anamuesi.

Konn nokasane nojosxenns npodinaxruku pernausie TI'B a6o TEJIA (nicns saBepuienns tepanii TTB
i TEJIA TpupanicTio moHaiimMeHIIe 6 MicAliB), peKOMEHI0BaHA /1032 CTAHOBHTH 10 Mr 1 pa3 Ha j100y.
Hnst nauientie 3 Bucokum pusukom peuuauBy TI'B aG6o TEJIA, 3 yckiagHeHHMU CYIYTHIMH
3aXBOPIOBAHHAMY, & TAKOXK JUIA NaLlieHTiB, sKi nepenecan peuuius TI'B un TEJIA ua i 3actocyBanus
pusapokcabany 10 mr 1 pa3 Ha 106y, 3 MeTol0 npodinakTuku Moxe GyTH AOLINLHAM 3aCTOCYBAHHS
nikapeskoro 3acoby @EHIKC® 20 mr 1 pa3 Ha 106y.

TpueanicTs NiKyBaHHS BU3HAYAETHCS IHMBINYaNBLHO MIC/s peTeNbHOT OLIHKM KOPMCTI Bijl 38CTOCYBaHHS
Ta MOTEHLIHOrO PU3HMKY PO3BUTKY KPOBOTEY (JMB. po3ain «OcobaMBOCTI 3aCTOCYBAHHSA).

[Tepion PexxuM no3yBaHHA 3aransHa
J000Ba 103a
JlikyeaHus Ta 1-21 neHp 15 Mr Biui Ha no6y 30 mr
npodinakTuka peuuuBis | 22 AeHb i nani 20 mr 1 pa3 Ha nody 20 mr
TI'B i TEJIA
IIpoinaktuka Ilicna 3aBepruenHs Ttepanii | 10 mr 1 pas va 106y 10 mr
peumauBie TTB i TEJIA | TI'B i TEJIA Tpusanictio | aGo 260 20 mMr
1oHafiMeHIe 6 MicsLiB 20 mr 1 pa3 Ha noby

V pazi nponycky npuitomy tabaerku ®EHIKC® no 15 mr nin yac nikyeanus no 15 mr TKapeBKOro
3aco0y ABiui Ha 100y (1-21 JAeHb) MallieHT MOBMHEH HEraiHO MPUHHATH 103y JiKapchbKoro 3acofy
®EHIKC®, mo06 3a6e3neunty npuiiom 30 Mr Ha n00y. ¥V upoMy BUNAAKY MOKHA MPUHHATH OIHOYACHO
2 Tabnetku mo 15 mr. HacTynHoro us c1iZ NPOAOBKKUTH 3BMuaiinuii pexxuM mo 15 Mr eiui Ha 106y, sk
PEKOMEH/I0BaHO.

Y BHNAIKY NpOmycKy npuidomy TabNeTKH Tij 4ac peskuMy JKYBaHHS OIMH pa3 Ha Jo0y NalieHTy cix
npuiinstd ®EHIKC® Heraiino i HACTYNHOTO JHSA NPOJOBKHTH niKyBaHHs i3 npuiiomoM 1 pa3z Ha 100y
3TIZIHO 3 PEKOMEHIOBAHUM J03yBaHHAM. He ciia npuitmaru noasiiiny no3y y Toil camuii JeHb, mo6
KOMITEHCYBATH NponylueHy tabieTKky.

Jixyeanns eenosznoi mpomboembonii (BTE) i npogpinaxmuxa peyuousy BTE y dimeit
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3actocysanHs Jikapebkoro 3acoby ®EHIKC® y niteii cnin po3novaty micas npuHaiMHI S5 HiB

MO4aTKOBOI NapeHTepaNbHOT aHTHKOAryIsIHTHOT Tepanii (1ue. po3ain «@apMaKoloriuHi BAACTHBOCTIY).

Ho3y po3paxoByBaTH 3aeKHO Bijl MacH Tija.

Maca mina 6io 30 do 50 k2: pexomennoBana n103a 15 mr 1 pas Ha 100y. Lle makcumanbna noGoa qo3a.

Maca mina 6io 50 xe: pexomengoBana n03a 20 mr 1 pas Ha 100y. Lle MmakcumanrsHa n060Ba 1034,

Hna nauienTis 3 macow Tina menme 30 Kr auB. IHCTPYKLIIO JUIS MEIHYHOTO 3acTOCYBAHHS

puBapokcabaHy, rpaHyI A1A NPUTOTYBAHHS CYCTEH3IT [LIs epopaIbHOro 3aCTOCYBAHHSI.

Cnip KOHTponioBaTW Macy Tina JMTHHM Ta PETYJIAPHO KOpuryBaru mo3y. lle wHeobxigHo nans

3abe3neyeHHs MiATPUMKN TepaneBTHYHOT 1031, KopUryBanus 103u ciin NMPOBOJAMTH JIUIIE HA OCHOBI

3MiHH MacH Tina.

Tepaniio ciin nponosiysaTn He MeHute 3 Micauie. V pasi kiiniusol HeoGxinHOCT] JIKYBaHHS MOKHA

NpOJOBKUTH 10 12 Micauir. Hemae nanux 110710 3HHIKEHHA 103M y Aiteit nicis 6 MicAuis nikyBaHHs.

CriBBiIHOIIEHHS KOPHUCTBE / PU3MK NPOJOBKEHHS Tepanii yepe3z 3 MicAui cnix owuiHIOBaTH Ha

IHAMBIAYyanbHilt OCHOBI, Gepyun 10 yBard pHsHK NOBTOPHOrO TPOMOO3Y MOPIBHSHO 3 MOTEHUIHHUM

PH3HKOM KpPOBOTEUI,

Axuwo no3y nponyueHo, To i ¢l NPUIHATH AKOMOra LIBHILLE MTics TOrO, fAK Le Oyno nmoMiyeHo, ane

TiJILKH B TO K€ IcHb. SIKILO Lie HEMOXKIHBO, MALIEHT NOBUHEH NPOMYCTUTH 103y i MPOAOBIKUTH MPHHOM

HACTYMHOT 103U, siK ue GyJ10 npusHaueno. ITalieHT He MOBMHEH npuiiMaTy aei 103H, 106 KOMIIEHCYBaTH

NPONYLIEHY A03Y.

Ilepexio 3 anmazonicmie eimaminy K na @EHIKC®

- TlpodinakTuka iHCYNbTY Ta cHcTeMHOT eMGONii: HeodXiaHO NPUITMHUATH Tepanik aHTaroHicTamu
Bitaminy K i noudHatu 3actocyBaHHs JiKapchKOro 3acoby @EHIKC®, xonu mnokasHuk
MiKHapOJHOro HOpMaizoBaHoro siaxomenHs (MHB) cranoBuTuMe < 3.

- Jlikyanns TI'B, TEJIA Tta npodinaktuka iX NOBTOPHOr0 BHHUKHEHHS y JIOPOC/IMX Ta JiKyBaHHS
BeHO3HOT Tpomboembouii (BTE) i npodinaxtika peunmusy BTE y airteit: Tepanis antaronictamu
Bitaminy K Mae OyTH mpunMHeHa, a 3aCTOCYBaHHs JTiKapchKOro 3aco0y ®EHIKC® cnix nounnaru
NpH JOCATHEHHI mokasHiuka MHB < 2.5,

Ilpu nepexozi naiienTis 3 antaronictis Bitaminy K na ®EHIKC® nicas 3aCTOCYBaHHs pHBRapokcabany

snaueHHss MHB mosyrs Gytn xuGHO migsuineni. MHB He € BaminoBaHMM MeTOAOM JUTS OLIHKH

AHTUKOATYIAHTHOI aKTUBHOCTI Nikapcbkoro 3acoby ®EHIKC®, tomy iforo He cnin BUKOPUCTOBYBATH

(B po3zin «B3aemonis 3 iHINMME JTiKapcbKUMHU 3aC00aMH Ta iHIIII BHIM B3aeMOiiin).

Ilepexio 3 nikapcvrozo zacoby PEHIKC® na anmazonicmu eimaminy K

IcHye MOXK/IMBICTE HEJOCTATHBOT AHTHKOArYIIALIT MPOTATOM Mepioy Mepexony 3 TiKapcbKoro 3acoby

®EHIKC® na anraronict itaminy K. Tak camo, sk i nig uac OyAb-AKOro repexoy Ha ajlbTepHATHBHMUIL

aHTHKOAryJIsHT, y 1IbOMY BUNajKy Mae OyT 3abesneveHa GesnepepBHa aJeKBaTHA aHTUKOATYIALLS.

Heobxigno nam’atatw npo Te, 110 Ha Tii 3aCTOCYBaHHS JIiKapChKOIO 3aco0y ®EHIKC® MoxXyTh

BU3HAuUaTHCA XMOHO migBuILeH] 3HayenHs MHB.

Y pasi nepexopy 3 nikapcekoro 3aco0y @PEHIKC® na antaronict Bitaminy K antaronict BiTaminy K cnig

MOYMHATH TNPUHMATH OIHOYACHO 3 JikapcekuM 3acoGom PEHIKC® i npojossxysaty opHOYacHMil

MpuiioM, 10Mmoku nokasHuk MHB ue Gyne cranosutu > 2. YTpOIOBK NEPIIMX JBOX JHIB Mepioay

TMepexoiy MOXKHA BUKOPHCTOBYBATH CTaHAAPTHE 103yBaHHA aHTaroHicta Bitaminy K. Hanani 1o3yBanus

anTaronicra Bitaminy K kopuryerscs 3anexxHo Bia 3nauyenns MHB.

[Toku nauienT ognovacHo 3acrocopye @EHIKC® Ta anrtaronict Bitaminy K, MHB citin Bu3HauaTu He

paHile HiX 4yepe3 24 TOJAMHH MIiC/s MPUAOMY OCTAHHBOI JO3M JIKAPCHKOro 3acoby ®EHIKC® (nepen

NpUIOMOM  HACTYNMHOT J103W Jikapckkoro 3aco0y @EHIKC®). Ilicns npummnenus 3aCTOCYBaHHS

nikapepkoro 3aco6y ®EHIKC® MHB MoHa 0CTOBIPHO BH3HAYATH IOHAiMEHLIe yepe3 24 roauHu

micis npuHoOMy Horo ocTaHHbOT 1034 (AMB. po3iinu «B3aemonis 3 iHmMMM MikapchKkUMH 3aco6amu Ta

IHILII BUIM B3aeMOiii», «DapMakonoriuti BIacTUBOCTI»).

Aimu

Hitam, ski nepediunm i3 3actocysanns Jikapcbkoro 3aco6y ®EHIKC® na 3aCTOCYBAHHS aHTAaroHICTY

BiTaminy K, HeoOXinHo mponom:xysaru npuitom nikapcekoro 3acoby ®EHIKC® npotarom 48 romuH

micas nepuwoi Jo3M adtaronicty Bitaminy K. ITicns aBoX AHIB 0OJHOYACHOTO 3aCTOCYBaHHS CITiJ

BU3HAUYUTH 3Ha4eHHs MHB 1o HacTynHoi 3annaHoBaHOI 103M JiKapCHKOro 3acoby GEHIKC®. Jlo THx
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nip, noku MHB He cTaHe > 2,0, pEKOMEHIYEThCS NPOJIOBKYBATH OTHOUYACHE 3aCTOCYBaHHS JIIKApCLKOro

3aco0y @®EHIKC® Ta anraronicty sitaminy K. ITicas NPUMHHEHHS 3aCTOCYBaHHA NIKAPCLKOro 3acoby

OEHIKC" MHB mokHa 10CTOBIpHO BH3HAYATH MOHAIIMEHILIE uepes 24 roauHu micns npuiiomy ioro

OCTaHHBOT 1031 (JMB. BHIUE Ta po3iin «Bsaemois 3 iHWMMK NiKapchbKUMM 3aco0aMyu Ta iHIIi BHIW

B33aEMOJI).

llepexio 3 napenmepanvnux anmuxoazynianmie na @EHIKC®

Jlopocinm Ta neniaTpuuHmUM natieHTam, SKi OTPUMYIOTh NIapeHTepaIbii AHTUKOATyJISIHTH, 3aCTOCYBaHHS

nikapebkoro 3aco6y ®EHIKC® crin posnounnaty 3a 0—2 rogunu J10 MOMEHTY HAaCTYIHOTO MJaHOBOrO

BBC/ICHHS NapeHTEPa/IbHOTO JIIKapehbKoro 3acoly (HanpHKIaL HH3LKOMONEKYNAPHOro renapuny) ao y

MOMEHT MPUITMHEHHS 3aCTOCYBAHHS NIKAPCLKOro 3acofy A/ MOCTIHHOTO NApPEHTEPANTLHOTO BBEAEHHS

(Hanpuknax HeypakilioHOBAHOTO renapuHy s BHYTPIIIHEOBEHHOI'O BBEJIEHHS).

Iepexio 3 nikapcvrozo 3acoty OEHIKC® na napenmepanoni AHMUKOA2YNAHMU

IlpunuunTa 3acTocyBannsi nikapckkoro 3acoby ®EHIKC® i eeectn nepuly 103y napeHTepaibHOro

AHTHKOAryIIHTY y TOH 4ac, KoM ciifl Oyno 6 3acToCOBYBaTH HACTYNHY 103y NiKapchKOro 3acoby

®EHIKC®,

Oco6n1Bi KaTeropii nauieHTis

Hayicumu 3 nopyuwennsm yuryii Hupox

Jlopocai. Hasteui oOmeskeHi KIiHiuHI JaHi y mauieHTis 3 HUPKOBOIO HENOCTATHICTIO TAKKOIO CTYNEHs

(knipenc kpeatunidy 15-29 Mi/XB) BKa3ylOTh Ha 3HAYHE TiABMILEHHS KOHUEHTpallii puBapokcabaHy y

MiasMi KpoBi. 3Bakaloun Ha Lie, MpH JIKyBaHHi NalicHTiB i€l Kateropii nikapcekuii 3aci6 ®EHIKC®

CJIi/1 3aCTOCOBYBATH 3 06epexHicTio. He pekoMeHyeThes 3acTOCYBaHHS JiKAPChKOro 3aco0y naiieHTam

3 KJIIpeHCOM KpeaTMHiHy MeHwe 15 M/xB (auB. posgimu  «OcoGIMBOCTI 3aCTOCYBaHHA» |

«DapMaKkoKiHETHKaY).

ITaiieHTaM 3 HMPKOBOIO HENOCTATHICTIO CEPeHBOrO CTYNEHS TAKKOCTI (KiipeHc KpeaTuHiny 30—

49 m1/xB) abo TsKKOro crymens (KiipeHc KpeaTHHiHY 15-29 mi/xB) peKOMeHIOBaHi HaCTYTHI CXeMH

JI03yBaHHS:

- s NpoiNakTHKK IHCY/ILTY Ta CHCTEMHOI emGonii y nauieHTiB 3 Heknamauuol0 (iGpUisLiEo
fepe/cepib peKOMEHI0BaHa 1103a CTaHOBUTE 15 Mr 1 pas na 100y (auB. po3jin «DapMakoKiHeTHKa );

- i nikyanus TI'B, TEJIA ta npodinaktuku nosropHoro BuHukHenHs TI'B ta TEJIA: NpOTHArOM
nepwMx 3 TIXKHIB NauieHTH noeunHi oTpuMyBatn ®EHIKC® no 15 wmr agivi ma no6y. Ilicas
3aKiHYEHHsI LHOTO Mepiojly peKOMeHI0BaHa 103a cTaHOBMTH 20 MI' OJMH pa3 Ha no0y. ¥V Bunauky,
AKILO PH3HK PO3BUTKY KPOBOTEYi y MallieHTa nepesaxac pusuk peuuausis TI'B ta TEJIA, HeobxinHo
PO3INIHYTH NHTAaHHA PO 3HMXKCeHHA A03u 3 20 mr 1 pas na noGy ao 15 mr 1 pas na no6y.
PekomeHanis CTOCOBHO 3acTOCyBaHHs [103M 15 MI IpyHTyeTbCs Ha tapMakoKiHEeTHYHOMY
MOJE/TIOBaHHI | He 10C/i/KYBanach y KIiHiYHMX yMOBax (IMB. po3inn «OcobIMBOCTI 3acTOCYBaHHSY,
«PapMaKoJIOri4Hi BIACTHBOCTI»).

Skwo pexomenioBana 103a ctaHoBuTh 10 Mr 1 pa3 Ha 100y, KopeKllist 1034 He MOTPiGHA.

IMauienTam 3 HIPKOBOIO HENOCTATHICTIO NETKOTO cTynens (KaipeHe kpeaTuHiny 50-80 MI/XB) KOpeKiLis

1034 He NoTpibHa (B, po3ain «PapMakoKiHeTHKaY).

it

— Jlitu 3 HMPKOBOIO HEOCTATHICTIO MOMIPHOro CTyMeHs (WBMAKICTb KiIyGOUYKOBOT dinpTpanii
50-80 mn/xB/1,73 M?): KopeKllis 103M He MOTPiGHA HAa OCHOBI JAHMX ¥ IOpOoCIuX Ta 0OMEKEHHX
MaHUX y MeaiaTPUYHUX NallieHTiB (1uB. «PapMakoKiHETHKA).

— /Jlitn 3 HHPKOBOI HEIOCTATHICTIO TSAKKOTO CTYHEHs (LWBMAKICTE KIyGoukoBoi dinbTparii
< 50 mn/xe/1,73 m?): 3actocysanns nikapcekoro 3acoby ®EHIKC® we pekomenmyetbes uepes
Bi[ICYTHICTb KIIHIYHUX JaHUX (IMB. po3ain «OcobaMBOCTI 3aCTOCYBAHHSAY).

Iayienmu 3 nopyuennsm Qyuxyii nevinxku

OEHIKC® NPOTUIOKA3aHMH MauieHTaM i3 3aXBOPIOBAHHSAMM II€YiHKM, IO AacOLIIOTLCI 3

KOArynonari€ro Ta KIiHi4HO 3HAauYyIIMM PH3MKOM BHHMKHEHHs KPOBOTEYi, Y TOMY YMCJi nauieHTam 3

urpo3om nevinky kinacy B ra C 3a knacudikauieto Yaitnpa—IT"1o (aus. posainu «[IpoTunokasaHHs» Ta

«DapMaKoKiHETHKaY).

BincyTni kniniuni nani mono airteit i3 nopywennam GyHkuil nedinku.

Hayienmu nimnvo2o 6iky
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Kopekuis 1031 e notpiGua (aus. poszin «@apMakoKiHeTHKay).
Maca mina
Jlist iopociux KopeKList 1031 He MoTpiGHa (MB. po3jin «@apMaKoKiHeTHKa»).
Jlnst pniteit 103y BU3HAYAKOTE 3a7€)KHO Bijl MACH Tina
Cmameb
Kopekuist n103u He norpiGua (auB. posain «DapMaKoKiHETHKa).
3acmocyeanns nayienmam, AKi nPoOXoOamL npoyedypy kapoiosepcii
HosBonserbess posnourHatd abo MpOJOBKYBATH 3aCTOCYBaHHA Jlikapcekoro 3acofy ®EHIKC® y
MALEHTIB, AKi MOXYTh NOTpeOyBaTH Kap/iioepcil.
ITpu npoeenenni kapaiosepeil nmia KOHTposeM yepescTpaBoXigHOT exokapaiorpadii (HCExo-KI') y
Naui€eHTiB, SKi paHille He OTPUMYBAIM AHTUKOATYIISHTH, 3aCTOCYBaHHs Jlikapcbkoro 3acoby ®EHIKC®
HEOOXi/IHO PO3rioYaTH NpuHaiiMHi 3a 4 roaMHu 110 Kap/ioBepeii Ans 3a0e3neueH s aieKBaTHOro piBHs
aHTHKoarymALii (aue. posainu «@Papmakoaunamika» Ta «DapMakokiHeTHKay). Jlig Beix nauieHTie 1o
NpOBEAICHHA Kapaioepcii noTpiGHO oTpHMAaTH NiATBEpIKEHHS TOro, MmO BOHM npuitvanu GEHIKC®
3rIAHO 3 nIpu3HadeHHaM. [Ti 4ac NpuitHATTS pilleHHs Mpo noyaTok Ta TPUBAJIICTE NIKYBaHHA HEOOXIIHO
BPaxoBYBAaTH PEKOMEHALLIT YCTAIEHUX IHCTPYKLi# CTOCOBHO aHTHUKOATYISHTHOT Tepanii y nauieHTis, Aki
MPOXOIATE NPOLENYPY KapaioBepcii.
[Nauientu 3 neknanannoto diGpunsiicio nepencepas, ki nepenecnu [MKB 3i BCTAHOBNEHHSM CTEHTA
HasBnuii oOMeskeHni JOCBi/I 3aCTOCYBaHHS 3HMKEHOT 103M pHBapoKcabany 15 mr 1 pa3 Ha 100y [abo
10 mr 1 pas na 106y /U1 NaLi€HTIB 3 HHPKOBOIO HEAOCTATHICTIO CEPEIHBOrO CTYNEHs TAKKOCTI (KJlipeHe
kpeatuHiny 30-49 mun/xe)] y komGinauii 3 inriGiropom penentopis P2Y12 MakcuMyM Jjio 12 wmicsauis
naijieHTaM 3 HeknanaHHow QGiGpunsuiero nepeacepis, ski MoTpeOyIOTh 3aCTOCYBAHHS MEPOPATBHOIO
aHTukoaryiauty Ta mnepeneciu [IKB 3i BcraHoBnewmsM crenta (amB. posnin  «OcobimBocrti
3acTocyBaHHs» Ta «DapMakouHaMiKay).
Heoiampuuna nonynsayis
besnexa ta epexTHBHICTL 3acTOCYBaHHs puBapokcabaHy AiTsaM Bikom Biz 0 10 < 18 pokiB He BcTaHOBICH]
3@ NOKA3aHHAMH OPOQINaKTUKK iHCYILTY Ta CHCTEMHOI emGonii y mNaUicHTIB 3 HeKIanaHHOK
¢dibpunsiuiero nepeacepap. ani Bincytui. Tomy ioro He peKOMEH/IYETbCS 3aCTOCOBYBATH MITAM BikKOM
fo 18 pokiB 3a MOKa3aHHAMH, BiAMIHHMMM BiJl JiKYBaHHS BEHO3HOI tpomboembonii (BTE) Tta
npocdinaktuku peunausy BTE.
Chocif sacmocyeanns
Hopocii
Jnis nepopalibHOro 3aCTOCYBaHHS.
Tabnerku nikapcrkoro 3aco6y @EHIKC® 15 mr ta 20 Mr caig npuiimatd min uac i (auB. po3min
«DapMaKoKiHETHKa).
Ioopionenna mabnemxu
JList nauieHTis, sKi He MAIOTh 3MOTH MPOKOBTHYTH 11iTy TaGieTKy, if MOXKHA MOAPIGHUTH Ta 3MimaTH 3
BOJOI0 abo s6my4Hum miope, GesnocepeaHbO Nepen MpHiHoMoM nepopanbHO. Ilics npuiiomy
noapi6uenux Tabneroxk ®EHIKC® 15 Mr um 20 Mr ciig Heraiino NPUHHATH DKY.
IoapiGHeHi TabneTKn MOXKHA BBOAMTH 4epe3 Ha30racTpanbHUi abo IUTYHKOBHI 30H) (nuB. posginu
«®apmakokineTHka» Ta «OcobuuBi 3axomu Ge3neku»).

iTH
Himu 3 macoro mina 6io 30 0o 50 ke
J1n1s nepopallbHOro 3acToCyBaHHS.
[auienty ciniy nopagutu koBTaTH TabneTky, 3anuBaroun ii pigunoro. If Takox ciia npuiimard mix vac
K (auB. «DapmakokineTnkay). TabneTku ciin npuitMat npubAK3HO 3 iHTEpBaIOM 24 rOAMHH.
SIKio nauieHT o/1pasy BUILTIONYB 103y a00 BUPBAB npoTsarom 30 XBUAMH Nicis npuiioMy J03H, i AaTH
HOBY J103y. OziHaK, AKIIO NauienT 6:moe Ginbire Hix depes 30 XBUIMH 11ic/1s NpUIOMY 1031, 103y He Cllij
BBO/IUTH TIOBTOPHO, @ CJIiJl NPUIHATH HACTYIIHY 03y 3a PO3KIAZOM.
Tabnerky He MO’KHa PO3/iNATH, HAMAralOYUCh OTPUMATH YaCTHHY J03H TaGICTKH.

Iloopibnenns madremxu
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Jnsa nauientie, sSKi He MalOTh 3MOrM TMPOKOBTHYTH 1Ly TabNeTKy, C/liJl 3aCTOCOBYBaTH puBapokcabaH,
panyn Ui NPUTOTYBAHHS CYCMCH3IT JIIS NEPOPANbHOrO 3aCTOCYBAHHS.

JKWo cycnensis s TepopalbHOrO 3acTOCYBAaHHS HEJI0CTYIHA O/ipa3y, KOJH IpU3HAYeHi 103u
puBapokcabany 15 mr ado 20 mr, ii MOXkHa oTpuMarH, noapiGHUBINK Tabietky 15 Mr a6o 20 Mr i
aMimaBwy il 3 Bogoo abo AGMYUHHM mIOpe GesnocepeinbO Mepes 3acTOCYBAHHAM i BBOAAYHM i
nepopanbHO (B, «PapmakoKiHeTHka» Ta posain «Ocobansi 3ax0u Oesnexuy).

Ilonpibreni TabneTkn MoXkHa BBOAMTH uepes Ha30racTpaibHuii abo LUTYHKOBMIT 30HA (MB. po3zinm
«PapmakokiHeTHKay Ta «OcoGnuBi 3axoau Geanexny).

Himu

Besnexa ta edekTtiBHicTs 3acTocyBanHs puBapokcabany y aiteit 10 18 pokiB He BcTaHOBNeHa a7s
NoKa3aHHs NpoQinakTHKa iHCYIbTY Ta CHCTEMHOT eMBoMiT y mawieHTiB i3 HeknanaHHOW0 ¢dibpunsuiero
nepencepap. Jlani mono wiet kareropii Bigcytui. Tomy He PEKOMEH/IYETBCS 3aCTOCYBAHHSA JIIKAPCHLKOTO
3aco0y mitamM 0 18 pokiB 3a moKasaHHAM, KpiM NiKyBaHHS BeHO3HOT Tpomboembonii (BTE) i
npodinakrika peuuausy BTE.

Hepeoosysanns

Y nopocnux sadikcoBaHo pinkicHi Bunajxu nepeozyeanns 10 1960 mr. Y pasi nepe03yBaHH4 naiieHTa
CITiJ1 PETE/IBHO OTIAHYTH 100 TAKMX YCKIIAAHEHb SIK KpoBoTeya abo iHmIi nobivHi peakuii (auB. HIXKue
«JlikyBanHs kpoBoTew»). Haui w010 Jitel oGMesxkeni. YHACHiI0k o6MeKeHOT abcopOuii npu BBENEHHI
JiKAPCHKOro 3aco0y y JI03aX, L0 3HAYHO NEePeBHINYIOTh TepaneBTHUHi (50 mr abo BuIE), ouiKy€eThCS
eheKT HacH4eHHs 6e3 MOJAILIIOro 3pOCTAHHS CEPEIHbOrO PiBHS Y MIa3Mi KPOBIi U1 JOPOCIIMX OJHAK
HeMae JaHuX 11010 HaATepaneBTHYHKX 103 Y JiTei.

Hasruii cneundiunmit nefitpanizyrounit 3aci6 (anaekcaner anbba), sxuit npotuie (apmakonoriunumM
eexram puBapokcaGaHy sl JOPOCIIHX, ajle He BCTAHOBJIEHMI 1715l iTeli (IMB. KOPOTKY XapaKkTepHCTHKY
JlikapcbKoro 3aco0y amjexcaHer anbga). Ilpu Nnepe1o3yBaHHi JIKapcbKoro 3acoby /s 3MeHIIEeHHS
BCMOKTYBaHHs pUBapoKcabaHy MOXKHA 3aCTOCOBYBATH AKTHBOBAHE BYTiILI.

JIIKYBaHHSI KDOBOTEY

IIpy BHHUKHEHHI yCKJaJHEeHb Yy BHIVIAA]I KPOBOTEYi CJiJ BIAKIACTH BBEICHHS HAacTYNHOT J103H
puBapokcabaHy ab0 NpPUNMUHMTH JKyBaHHS, 3a1exkHO Bia curyauii. Ilepion HaniBBMBencHHS
puBapokcabaHy CTaHOBUTbL NMPHOMM3HO 5-13 roamn y mopocnux. Ilepion HaniBBuBeneHHS y JiTei,
OL{iHEHHM#i 32 IOMOMOroI0 MiJAXO/iB MOIETIOBAHHS MOMYJISLiHHOT dhapmakoKiHETHKH, € KOPOTILMM (IMUB.
po3ain «@apmakonoriuni BnacTuBocTi»). JliKyBaHHS Clij npu3HayaTH IHIUBIIyaIbHO, 3aJIEKHO Bij
IHTCHCHBHOCTI Ta JIoKanizauil kpoBoTedi. Y pasi moTpeGM cliji NPOBECTH HaleKHe CHMITOMATHYHE
JIKYBaHHS, HaNpuKIajl, MEeXaH{uHy KOMIIpecilo MpM iHTEHCHBHill KpoBoTedi 3 Hoca, Xipypriusui
FeMOCTa3 3 MPOLE/IYpaMH KOHTPOJIKO KPOBOTEYi, BiJHOBIEHHS BOJHO-ENEKTPONITHOro OanaHcy Ta
reMOIMHAMIYHY MiATPUMKY, TepelUBaHHS KpoBi (epuTpouuTapHOi Macu a6o CBIZK03aMOPOKEHOT
TJIa3MH, 3aNIEKHO Bij CTaHy, 10 BUHMK: aHeMis abo Koaryionatis) ao TpoMGOLUTIB.

SIKiwo micsis 3acTOCYBaHHA 3a3HAYCHHX BUIUE 3aXOMiB KPOBOTeua He NPUIHHMIACK, ClTif PO3IASIHYTH
MOKJIMBICTE 3aCTOCYBaHHs crienudiuHoro HeifTpanisylouoro sacoby (anaekcaHery anbda), inribiropa
thaktopa Xa, sxuil npotmaie dapmakonoridnum edextam puBapokcaGany, a6o NPOKOAryIssHTHUX
JKApChKHX 3acobiB Mil, TaKMX SIK KOHLEHTpAaT MpoTpoMGiHOBOro kommniekey (PCC), xoHuenrtpar
aKTMBOBAaHOro npoTpombiHoBoro kommuekcy (APCC) abo pexomGinautnuii daktop VIla (r-FVIIa).
IIpore noceix sactocyBanus UMX JiKapchKUX 3acobiB y JOPOCIMX Ta y AiTel mpw nepeao3yBaHHi
puBapokcabaHy obMmexenuil. Pexomennauii Takox 6asyloTbes Ha OOMEXEHMX HEKJIIHIYHMX NaHMX.
Kopexkuis no3u pexombinantaoro dakropy VIla mae 3niiicHioBaTHcs Ta TUTPYBAHHS I[1OBMHHO
NMPOBOJMTHCA 3aJIEXKHO Bi/l CTYNEHs KOHTPOIIO Hajl KPOBOTEUEl0. Y BUIA/IKy MACHBHUX KPOBOTEY CIIij
PO3MIIAHYTH THMTAHHA MPO KOHCYIBTALIO remartonora, 3alekXHO Bijf curyauii (mue. posmin
«DapMaKonoTiYHi BIACTUBOCTI).

[Iporaminy cynbgar i Bitamin K He MOBUHHI BNIMBATH HA AHTUKOArYJIAHTHY aKTUBHICTb pUBapokcabaHy.
Hasigriii oOMexenuit 10CBi 3aCTOCY BaHHs TpaHeKcaMOBOT KMCIIOTH Ta BifCyTHIl 10CBiA 3acToCyBanHs
aMiHOKarpoHOBOT KMCIIOTH i anpOTUHIHY y AOPOCIHX, AKi OTPUMYIOTh PHBApOKCcaGaH. BincyTriii nocein
3aCTOCYBAHHS LMX JIKAPChbKMX 3aco0iB y AiTel, sKi OTpUMYIOTB puBapokcaBan. Haykosoro
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O0rpyHTYBaHHA J0UiNBHOCTI aBo M0cBiny 3aCTOCYBAaHHA CHCTEMHOIO IEMOCTATMYHOIO JiKapChKOro
3ac00y NeCMOMPECUHY JUISl YCYHEHHST CUMITTOMIB nepenosyBaHts puBapokcabany Hemac. 3 orysgy Ha
BHCOKE 3B’ A3yBaHHs 3 OiIKaMH N1a3MH1 KPOBi OYIiKY€EThCA, 1110 puBapokcabaH He BUBOIMTLCS 3 Opranizmy
ILIAXOM Jianisy.

Iooiuni peakyiv

beaneky 3actocyranus puapokcaGaHy oLiHIOBaNM y Xoai 13 xnrouoBux mocmimkens dasu I (aus.
Tabmamio 11). 3aranom 69608 nopocamx mnauieHTip Y HeB’STHaAUATH nociimkenuax dasu I Ta
488 neniaTpuuHKUX nauieHTiB y aox mocnimkennax dasu 1l Ta ABOX 10CIIDKEHHSX dazu 111 3a3nanu
BILUIMBY pHBapokcabany.

Tabnuug 11
Kinbkicts nauienris, Aki Gpaiu y4acTb y N0CITIIKEHHSX, 3araTbHa 1000Ba 1033 T4 MAKCUMAThHA TPUBATICTh
JIKYBAHHA I0POCIIUX T MEAiaTPHIHHX NALiEHTIB Y JOCIIIKEHHsX ¢azu 111

- Maxkcumansna
KinekicTb :
I[Mokasanns Sy 3aranbHa n06oBa 103a TPUBAITICTh
TNaLi€HTIB ;
JNiKyBaHHS

ITonepeprkenns BEHO3Horo | 6 097 10 Mr 39 nHiB
Tpomboembonismy (BTE) y mopocmux
Nali€eHTiB, SKHM  TIPOBOAMIM TMJIaHOBY
omnepariwo 3 €HI0NPOTe3YBaHHs
KYJbIIOBOTO 800 KOJIIHHOTO CyIJ100iB
Ilpopinaktuka BTE y  comarthunnx | 3 997 10 mr 39 nHiB
NaLieHTIB
Jlikysanns Tpombosy ranGokux sen (TI'B), | 6 790 Jdenb 1-21: 30 mr 21 Micsup
Tpomboemboutii nereneBoi aprepii (TEJIA) Henb 22 i napani: 20 Mr
Ta npodinakTHKa peLuanBiB [Ticnsa moHaliiMeHLIe

6 micauis: 10 mr aGo 20 mr
Jlikysanus ~ BTE Tta  mpodinakruka | 329 Hosa, ckopurosaHna 3a macorw | 12 Micsuis
PeLHIUBIB BTE y JIOHOLIEHHUX TiNa, I8 JOCATHEHHS TaKol
HOBOHAPOKEHHMX Ta Aitell (Bikom mo 18 EKCIO3HLIT, K i Y I0poCiuX,
POKiB)  micis  noYaTKy — CTaHAAPTHOL aki  orpumyBasu 20 Mr
AHTHKOAryJIAHTHOI Teparii puBapokcabany

I pa3 Ha noGy nna mikyBaHHs

TI'B
ITonepe/keHns iHCYneTY Ta cucTteMHol | 7 750 20 mr 41 micsup
emOonii y mamieHTiB 3 HeknamaHHOWO
(ibpuisALicto nepeacepns
[TonepemkenHs atepoTpomMGoTHYHKX sBumy | 10 225 5 mr abo 10 Mr BianosiaHo y | 31 MicaAus
y nauienris nicns T'KC kombiHauii 3 ACK abo y

koMOiHaii 3 ACK Ta

KJIOMiIorpenem 4qH

THKIIOMiAMHOM
ITpodinaktika areporpoMOOTHYHHX sBuL | 18 244 5 mr onHovacHo 3 ACK ato | 47 micauis
y nauieHTiB 3 IXC/3ITA 10 Mr

3256%+* 5 mr onHovacHo 3 ACK 42 micsui

* [auientn, sxi oTpumanu npuHaiMui 1 103y pusapokcaGany.
** 3 nocnixenns VOYAGER PAD.

HaituacTime y nauieHTiB, sSKi OTpUMyBain puBapokcabaH, MOBiIOMISITH Npo Taki Big3HaueHi mobGiuHi
peakuii sk KpoBoTedi (mMMB. po3ain «OcoGNMBOCTI 3aCTOCYBAaHHS» Ta HABENCHHH HMKUe MIAMYHKT
«Indopmattis cTocoBHO OKpeMuX MoBiYHUX peakuiii»). HaltuacTiummmu 6yam noeigomnenns Npo HOCOBI
KpoBoreui (4,5 %) Ta KpoBOTeHi LTYHKOBO-KHIIKOBOIO TpakTy (3,8 %).
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Tabnung 12
Yacrora possuTKy kpoBoTeu* Ta aHemii y mauicHTiB, ski OTpUMYBajli pUBapoKcabaH NPOTATOM 3aBEpPLIEHHX
nocimkensb dasu 111 3 yyacTio 10pociuX Ta NeiaTpHHIX NalieHTiB

IToxazanHs Bynb-siika kpoBoTeya AHemis

IIpodinaktuka BeHosHoi TpomGoemGonii (BTE) y | 6,8 % nauienris 5.9 % nauientiB
JIOPOC/IMX  MAUIEHTIB, SKUM TPOBOASTH  OMNEpaTHBHI
BTPYYaHHs 3  eHJONpPOTE3yBaHHA KYJbLIIOBOrO aGo
KOJIIHHOT'O CYTIJI00iB

Ipodinakruka BeHo3HOI TpomGoeMBONii y comatuunmx | 12,6 % namiedTis 2,1 % nauienris
NaLieHTiB

Jlikysatns TI'B, TEJIA i npodinaktiika petmmupy 23 % manieHTin 1,6 % mauienTis
Jlixyanns BTE Tta npodinaktuka peummusiz BTE vy | 39,5 % nauientis 4,6 % narttienTis

JIOHOLIEHNX HOBOHAPOMKEHMX Ta nitel (Bikom go 18
POKiB) Tlicns mMovaTKy CTAQHIAPTHOT AHTHKOATYTSHTHOL

Tepanii

lpodinakruka incynsTy Ta crcremHoi embonii y | 28 va 100 nauieHTopoKie | 2,5 Ha

J0pPOCIIMX MALUEHTIB i3 HeKJanaHHow  (ibpunsuicto 100 nauieHropokis

nepeacepab

IpodinakTuka arepoTpoMBOTHYHHX SBHLI y nopociux | 22 Ha 100 nauiesTopokie | 1,4 na

NAUICHTIB TIC/Is [EPEHeCeHOT0 TI'OCTPOro KOPOHAPHOTO 100 nauienTopokis

cunapomy (I'KC)

[podrinaktuka aTepoTpoMOOTUYHIX SIBUIL Y NAUiEHTIB 3 | 6,7 Ha 100 0,15 Ha

IXC/3MA MalieHTOPOKiB 100 mauienTopokip**
8,38 na 100 0,74 na
nauieHTopokKis”* 100

NaLiEHTOPOKiB***#

* Jlnst Beix ocuizkens puapokcabaHy Bel sBHLA KPOBOTeY 3iGpaHi, BiApenopToBani Ta PO3IJIAHYTI.

** ¥ nocaimxenni COMPASS yactora aHemii Gya HU3bKOIO IPH BHKOPHCTAHH] BubipKoBoro nmiaxoxy a0 360py noGiunux
ABHIIL,

**% Byp 3acrocoBanuil BUGipkoBuii niaxia 10 360py indopmauii npo HedasxaHi ABHLIA.

#3 pocaimxenns VOYAGER PAD.

Hwxue y tabnuui 13 HaBeaeHo 4actoTy noGiYHMX peakifiif, 10 BHHUKAIM NpH  3aCTOCYBaHHI
puBapokcabaHy y J0pOCIMX Ta mefiaTpuuHuX nauiedtis. [1o6iuni peakuii yzaransHeni Ta onucani 3
BUKOPHCTAaHHSM Kiacupikauii cucrem opranie (MedDRA).Y mexax KoHOI rpynu noGiumi peakuit
NPeACTaBIICHI y NOPA/IKY 3MEHILIEHHS iX TSKKOCTI: IykKe yacTo (> 1/10); uacto (>1/100 —< 1/1 0); HewacTo
(= 171000 —<1/100); nooauuoki (= 1/10000 —<1/1000); mye piako (< 1/10000); yactoTa HeBinoMa (ne
MOKe OyTH BCTAHOBJIEHA 32 HASBHUMHM JIaHMMH).

Tabmuus 13
Yei no6iuni peakuii, BiA3HaueHi y 10poc/iX NALieHTIB i I0YaTKY JIiKyBaHHS B X0/ A0cimkers dasu 111 a6o
Yy micisipeecTpauiifHomy nepioni* Ta y memiaTpuuHMX NauieHTiB y ABOX ociimkeHHsx dasu 1l Ta mBox
JocnipkeHusx dazu 111

Yacro Heuacro [Moonunoki Hy#xe pinko YacroTa
HeBigoMa
Hopywenns 3 6oky kpogoHocHoi ma aimghamuunoi cucmem
Amnewmis TpombouuTos
(BruTFOHAKOYH (BKITHOHArOUH
BiLMOBi IHi 30iNbLIeHHS
nabopaTopHi KiNBKOCTI
napameTrpi) TPOMGOLHUTIB)?,

TPOMBOLMTONEH s
Hopywenns 3 6oy imynnoi cucmemu
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Anepriuna peakuis,
anepriyHuii
JEepMaTHT,
aHTiOHEBPOTHYHHIT Ta
ajiepriynuii Habpsk

Anadinaktuysi
peakuii
BKJIHOUAI0YH
aHadinakTuyHmii
0K

Poznadu 3 6oxy nepgosoi cucmemu

3anamMopoveHHs, Mo3koBi Ta
TOJIOBHHIA Oijb BHYTpiLUHBOYEPEIHI
KPOBOBWIIMBH,

CUHKONATbHUNA CTaH

Ilopywennsa 3 60Ky opeanie 30py

OyHuit KPOBOBHITHE
(BKITIOYArOUH
KPOBOBHIIHB Y

KOH FOHKTHBY)

Cepyesi nopyuienris

| Taxikapnis

Cydunui nopyuenna

Aprtepianbha
rinorensis,
reMaroma

Pecnipamopni poznadu, namonozis cepedocminus ma 2pyonor KiimuHu

Hocoga kpoBoTeya,

Eozunodinkna

KPOBOXapKaHHs IIHEBMOHis
Posnadu 3 OOKY utyHKOBO-KUWKOBO20 MPAKMY
Kpogoteui 3 sicen, Cyxictb y pori
LLLTYHKOBO-KHILKOBI
KpoBOTeui
(BKTIOYAIOYH
peKTanbHY
KpoBoTeuy), 6ib y
LLTYHKOBO-
KHIIKOBOMY TPaKTi
Ta KHBOTI,
JUCTIETICIA, Hy10Ta,
3anop®, miapes,
OmroBaHHs"
I'enamobiniapui nopyuienns
[linpumenns pisas | [Neuinkopa XKoeTsiHuug,
TpaHcaMiHaz HEeJIOCTaTHICTb, MiJABUILEHHS PiBHS
MiIBULLICHHS PiBHS KOH 10TOBaHOI0
6inipy6iny, Ginipy6iny (3 abo
MiABUILEHHS piBHS 0e3 oHOYacHOTO
nyxHoi ocdarazu MiIBULIEHHS PiBHA
kpoBi®, mineumienns | AJIT), xonecras,
piBHs refnaTuT
ramMariIyTamin- (BKIIOYatOUuH
tpancdepasu (I'TT)* | remarouemonspue
YILKOJKEHHS)
Poznadu 3 6oky wkipu i nidwkipnol mranunu
Crep0ix Kponug’siHka Cunnpom
(BKJIHOYAIOUH CriBenca-
HEYacTi BUIIAAKN JxoHcoHa /
reHepasnizoBaHOTo TOKCHUHMI
cBepbexy), eniepManbHuUil
BHCHITAHHS, HEKpOoi3,

eKXiMO03, HIKipHHit

DRESS-cunapom
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Ta MK pHA
KPOBOBHIIHBH

IIopywenns 3 60Ky ONOPHO-PYXOB0O20 anapamy, cnoayuHoi i Kicmkogol mranunu

Bine y kinuiskax”* ['emaprpo3 Kporosunueu y KomnaprmeHnr-
M’S131 CUHZIPOM
BHACJII 10K
KpoBOTEYi
Posznadu 3 6oky nupox i cevosugionux unsxis
YporeHiTanbhi Hupkopa

KpOBOTEYi
(BKJTIOUAIOYH
reMartypio i
MeHopario®),
HUPKOBA
HEJI0CTaTHICTh
(BKIIIOYA0YH
HiBUIIEHHS PiBHS
KpeaTHHiHY B KPOBi,
NiIBULIEHHS PiBHs
CEYOBHHHU B KPOBI)

HEIOCTATHICTD /
rocTpa HUPKOBa
HEJIOCTATHICTh
BHACJII 0K
KpOBOTeUi, 1110
CrpUYHHMIA
rinonepdyziio,
AHTUKOATYJISIHTHA
Hedpomnarisi,

CucmemHi nopyutens

ma cmaniy, nog a3ami 3 micyem 2acmocyeaHHs

JNIKAPCbKO20 3acoby

Tapsuka®, [Torane camomouytrst | JlokanizoBauuii
nepudepruyHuit (BKMIOYaAKOUH HaOpsK®
HalpsiK, 3aranbHe HE3NyHaHHs)
NoTipIIeHHSA
CaMoIoYyTTA Ta
3HWKEHHA
AKTHBHOCTI
(BKIIOYAKYH
BTOMIIIOBAHICTh Ta
acTeHiro)
Pezynemamu ananizie
ITinBuLEHHS piBHA
JaKTaTIeriiporeHasn
(JIOD)* , migsuinesHs
piBHs Jinazu®,
TiABHLIEHHS PiBH
aminazu®
Tpassu, ompyenns, npoyedypHi yekiadnents
[Nocrnpouenypua CyuMHHa
KPOROTEYa riceBnoaHeBpraMa’
(BKIIHOYANOYU
nicsonepawiity
aHeMilo Ta

KpOBOTEYy 3 paH),
CHHL, cexpeLis 3
panu®

A Bigznaueno y xoni npodinaxtiiu BTE y TOpPOCIHX TALIEHTIB, SKHM [POBOJIMIIK TIJIAHOBY OTEPAITio 3 €HI0NPOTE3yBAHHSA
KYyJIBIIOBOTO ab0 KoniHHOTO Cyrio6is.

" Bixsuaueni B xoai aikysauns TI'B. TEJIA Ta npod)ilakTHKK X pELUIAMBIB K JyKe 4aCTi ¥ %iHOK BikoM 110 55 pokiB.

¢ Binsnavanucs sk HedwacTi NpH mpoBefeHH] NpodilakTHKH aTepoTpoMGOTHUHUX SBHII Y mamicHTiB, Aki nepenecan IKC
(micnst yepesIKipHOTo BTPYYaHHs).

* byso 3actocoBano 3azjaneriae BH3HAueHMit BUGIpkoRMit minxin o 36opy indopmanii npo noGiuni peaxuii B oxpemux
nocnipkennsx gasu 111 Yactora nobiuaux peakniit He 36UIbIIMIHCE Ta He 6YI10 i1eHTHIKOBAHO HOBUX MOBIUHKMX peakIlii
p oL

nicist ananizy UHX J0CTiTkKeHb.

IH(dopMallis cTOCOBHO OKpeMHX NMOOIYHUX peakuili
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3 ornany na dapmakosnoriunuii Mexawism il pusapokcabaHy, 3acTOCYBaHHS niKapceKoro 3acoby
GEHIKC® moxe cynpoBopKyBaTHCS MiZABHIIEHHAM PU3MKY BHHUKHEHHs BHYTPILIHBOT ab0 BigkpuTol
KpoBoTedi y Oy/b-KMX TKaHHHAX Ta OpraHax, 1o MOXe MPU3BOAMTH JI0 noc:TreMoparmHm aHemit.
O3Haku, CHMITOMH Ta CTYNiHb TAKKOCT] (BKIIOYAIOUH MOKIHBHIT JIeTalbHUH HACTIZOK) BiZIPI3HAIOTECA
3AIEKHO BN JoKanizauii Ta BHpaxkeHocTi KpoBoTeui Ta/aGo amemii (aue. posnin «Ilepenosysanns.
JlikyBaHHSs KpoBOTEW). V' XOli KNHIYHUX J0CIiTKeHp KpOBOTem 31 CNU30BUX ODOJIOHOK (HampUKIaj
HOCOBi KPOBOTEYi, KPOBOTCYI 3 CEH, ITYHKOBO- KMLIKOBI KPOBOTEUi, KPOBOTEYI 3 OpraHis ceyocTtaTerol
CHUCTEMM, BKITIOYAIOYHM aHOMaNIbHY BariHajbHy KpoBoTedy a0 MOCHIIEHHA MEHCTPYaIbHOT KpOBOTeql) Ta
aHeMis BHHMKAIM YacTille Npy JOBIOTPUBAIOMY JIKYBaHHi pUBapoKcaGaHOM, HDK 1pH JiKyBaHHI
aHTaroHicTamu BitamiHy K. 3Bakaiounm Ha 1L, OKPIM HaleXHOTo KIiHIYHOTO CHOCTEpeKeHHS, y
BIZMOBIIHMX BMIA/IKaX PEKOMEH/YCThCS MPOBOIMTH J1aGOPATOPHY MEPEBipKY MOKA3HUKIB reMornoﬁmy
/ TeMaTOKpUTY 3 METOI0 BHSBICHHS BMNAIKiB BHYTPILIHIX KPOBOTEY IS BH3HAYEHHS KJiHi4HOL
3HAYYWOCTI SIBHUX KPOBOTeY. PU3MK BUHMKHEHHs KpOBOTeYi Moke GyTM BUIIMM Y NEBHHX Ipyr
MALi€eHTIB, HAMPUKIA Y NALieHTIB 3 HEKOHTPOJILOBAHOK TSKKOIO apTEpiabHOIO TinepTensicio i/ato y
NalieHTiB, AKi OJAHOYACHO NPHIMAIOTh JIiKAPCLKMIT 3aci0, SKMUI BIIMBAE HA reMocTas (nuB. posain
«OcobnueocTi 3acTOCYBaHHA. PU3HK PO3BHTKY KpoBOTEY»). MO3Ke MOCHIIOBATHCH IHTEHCHBHICTH Ta/abo
TPUBANIICTh MEHCTPYabHUX KPOBOTEY. [IposiBaMH reMopariuHuX yck/aJHeHb MOKYTb OYTH Cla0KicTh,
OmiziicTh, 3a11aMOpPOYEHHs, TONOBHHUI Gilb aG0 HaBpsK He3’IcCOBaHOT eTiONOrii, UCMHOE, 0K HEBiAOMOT
€TioNoTii. ¥ JeAKNX BUMAKaX K HAC/iOK aHeMiT criocTepiranucs Taki CUMITOMH itemit cepud, sk Oinb
y Ipyasx abo cTeHoKapis.

Bynu noBigomiieHHs mpo BTOPHHHI YCK/IAJHEHHS, BIIOMi SK HACTifIOK TSHKKOI KpoBOTewl, Taki SIK
KOMIApPTMEHT-CHHJIPOM 1 HMPKOBa HEJOCTaTHICTh BHACHIZOK Timomepdysii, anTHkoaryasHTHa
Heponaria. Tomy mia uyac OLIHKM CTaHy MauieHTa, SKOMY MPU3HAYAIOTh AHTHKOATY/ISHTH, CIif
3Ba)KYBaTH PU3HK BHHUKHEHHs KPOBOTEYi.

IleniaTpuyHi nawieHTy

Owinka 6e3nexkn 3acTocyBaHHsa y AiTell Ta miAniTkie GasyeThes Ha JaHMX GE3MEKH, OTPUMAHHX Y JBOX
BIIKPUTHX aKTHBHMX KOHTPOJILOBAHKX NociukeHHsx 11 dasu ta onHomy nocnimkenni 11 gasu 3 yuactio
aiteil Bikom no 18 pokie. Pesynbrath Gesmeku Oymu 3aranom noaibHumMu Mix puBapokcaGaHom i
MpenapaTom NMOpiBHAHHSA B Pi3HUX NeliaTPUYHUX BIKOBMX rpynax. 3aranom npodinns 6esnexu y 412 niteit
Ta MiAiTKiB, fAKi OTpUMyBanu puBapokcabaH, 6yB noaiGHum a0 npodimo y nopocniit monyasuii Ta
HE3MIHHHMM Y BIKOBMX IiArpynax, Xo4a oliHKa 00OMeXKeHa HEBEIHKOIO KiIbKICTIO MallieHTIB.

Y nepiaTpUyHKMX NallieHTiB Npo TonoBHUi Oib (1yxke yacto, 16,7 %), rapsauka (ayxe 4acro, 11,7 %),
HOCOBa KpoBOTeua (aysxke yacto, 11,2 %), 6moBanus (nyxe 4yacro, 10,7 %), Taxikapais (dacro, 1,5 %),
30inbIIeHHs piBHg OinipyGiny (4acTo, 1,5 %) Ta miJBULIEHHS KOH FOroBaHoro 6inipybiny (Heuacro,

0,7 %) nosimomnsnocs yacTiue MOpPiBHAHO 3 Hopociumu. Sk i B Jopociiii momynsuii, MeHoparito
crioctepiranu y 6,6 % (4acto) miuTiTKiB JKiHO4OI crari micnst Menapxe. TpomGouuToneHis, fka
crioctepiranacs y nocTMapKeTHHIOBOMY Iepiofi y aopociux, Gyna dactoro (4,6 %) y negiaTpuyHux
KIiHIYHEX JochimkenHax. [loGiuni peakuil y megiaTpudHux naiienTis manu Jerkuii a6o cepensiit
CTYIIHb TANKKOCTI.

[ToginomnenHs npo HebaxaHi nobiuHi peakuii

[losigomnenHs npo noOiyHi peakuii micis peectpatii Jikapchkoro 3acoy Mae BaxIMBe 3HaueHHs. Le
Jla€ 3MOTY MpPOBOJMTH MOHITOPMHI CHIBBiTHOLIEHHS KOPHMCTbH / PHM3MK IpHM 3aCTOCYBaHHI IbOTO
nikapeekoro 3acody. MenuunuMm Ta (apMaleBTHYHMM TpaliBHMKaM, a TaKoK mnaticHtam abo ix
3aKOHHUM TIPEJICTABHUKAM CJIIJI MOBIZOMJIATH PO YCi BUMAAKH MiZO3PIOBaHUX MOGIYHMX peakuiil Ta
BIACYTHOCTI €(eKTHBHOCTI JliKapchbkoro 3aco0y 4vepe3 ABToMaru3oBaHy iHdopMaliiiny cHcTemy 3
(apmaxonarnany 3a nocunaunsm: https://aisf.dec.gov.ua.

Tepmin npuaaTnocTi. 3 poku.
Ioopitneni mabnemxu. TlonpibHeni TabneTku puBapokcabany crabineHi y Bozi Ta s6myuHOMy mope 10
4 ToauH.

¥Ymogu 36epiranns. He notpeGye ocobnuBux yMoB 30epiranus.
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Ynakoska. [1o 14 Tabnerok y Guictepi; no 1 a6o no 2 Grictepu y nadui.
KaTeropis Bianycky. 3a perentom.
Bupoouuk. AT «®@apmaky.

Micuesnaxomkennss BEpOOHHKA Ta ajpeca Miclsi IPOBAIKEHHS HOro JisIbHOCTI
VYkpaina, 04080, m. KuiB, Byn. Kupunisceka, 74.

JlaTa OCTAHHBLOTO MepPerJsiTy {)9 O3 ADRE
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