IHCTPYKIIA

IJIsI MEJUYHOI 0 3aCTOCYBaHHS JIiKapChKOI'o 3aco0y

OIOEHIA

(DIFENDA)

Cknao:
0itoui peyoBuHU: OPOCIIIPEHOH; eTUHINIECTPaIion;
1 TabGneTKa poxKeBOTro KOIbOPY MiCTUTh eTHHiNecTpaniony 0,02 MI Ta ApOCIipeHOHY 3 MT;

0ONoMidiCHI peyosuHU: TaKT03a, MOHOTIOpaT; KpoXMallh IpexXeaTHHI30BaHWH; MTOBiIOH; HATPilo
KpoCKapMeso3a; momicopbat 80; Marxito creapar;

naiekoea o6osomka: Onagpait II PoxkeBui, IO MICTHTb: CIIUPT IONIBiHINIOBUIA, THUTaHY HiOKCHT
(E 171), makporomn, TanbK, 3amida okcun xkoBtuil (E 172), 3amiza okcup yepBonuii (E 172), 3amisa
okcup yopuuu (E 172);

1 TabneTka muanedo 6iI0ro KoIbopy MiCTHTh:
donomidcHi pedyosuHuU: TaKTo3a Oe3BOMHA, MOBiIOH, MarHilo cTeapar;

naigkosa 06o10Hka: Onampaii 11 Ginmui, 1m0 MiCTATh: CIUPT MOJIiBiHiTOBUY, TUTAHY miokcupn (E 171),
MaKpOTOJI, TallbK.

JIikapcbka ¢opma. TabmeTKH, BKPHUTI IIJIiIBKOBOIO 000JIOHKOIO.

OcHosHi ¢i3uko-xiMiyHi 81acmusocmi: TabNeTKH KPyTiiol GopMHu, TBOOIYKJTi, BKPUTI ITiBKOBOIO
000JIOHKOIO POKEBOT0 KOJIbOPY, Ta TabeTKu KPyriol popMu, ABOONYKJIi, BKPUTI IIJIiBKOBOIO
000710HKOI0 0inoro Kombopy (1marnebo).

QapMaKOTepaneBanHa rpyua.

['opMOHU CTaTeBUX 3aJ103 Ta MIPelapaTH, SKi 3aCTOCOBYIOTh IIPH MATOJIOTi cTaTeBol chepmu.
T'opMOHAasNbHI KOHTPAIENTUBY [JISI CHCTEMHOTO 3aCTOCYBaHHS. [IporectareHu Ta eCTPOTEHH,
dikcoBani kom0OiHatii. [IpocnipeHoH Ta etTuHinectpamion. Kog ATX GO3A Al12.

dPapmakono2iuHi e1acmueocmi.



®apmakoOuHamika.
Iamekc [Tepns KoHTpalenTuBHUX HeBOay: 0,41 (BepxHiit mBoOiuHuMit 95 % moBipuuii iHTepBan: 0,85).

3aranpHuy ingekc [leprns (KOHTpalLeNTUBHI HeBHadi moMunky 3 60Ky maiieHTok): 0,80 (BepxHin
nBoOiuHuYM 95 % moBipunii inTepsan: 1,30).

[TporusanmninHa ais npenapaty [idbeHna 6a3yeThcsl Ha B3a€MOZil pisHUX YMHHUKIB, HalBaKJIUBIIIUMU
cepeq SKUX € MPUTHIYEHHS OBYJIAII] i 3MiHa I[epBiKaibHOI CEKpelii.

Y mpolieci TPULMKIIOBOTO KJTiHIYHOTO AOCTiAKEHHS IPUTHIYeHHS OBYJIALil MOPiBHAHHSA KOMOiHaIIil
npocnipeHoH 3 Mr/etuHinectpapion 0,02 Mr nipu 24-meHHOMY Ta 21-meHHOMY pexXumi, 24-neHHUN
PEeXUM acollitoBaBCcs 3 OibII0I0 Cympecielo Po3BUTKY GoJikymi. [Ticas HaBMUCHUX TIOMUTIOK Y
I03yBaHHi IPOTSITOM TPETHOTO LIKKITY Tepallil y nepeBaxHoi Oi/TbIIOCTi XKiHOK i3 21-IeHHUM pexXuMOM

CIlocTepiranacs akTUBHICTh SI€EYHUKIB, BKJIIOUAIOUU OBYJIALiI0, IOPIBHAHO i3 XXiHKaM# 3 24-0eHHUM
pexXUMOM. AKTUBHICTh SI€UHUKIB IIOBepTasacs J0 PiBHIB, 1m0 OyIu [0 MOYATKY Teparlii IpoTIromM
UKy micns Tepamnil y 91,8 % xkiHOK i3 24-IeHHUM PEeXUMOM.

[Tpemapart [idpenna - e koMOiHOBaHUY OpaIbHUN KOHTPAIENITUB 3 €TUHINIECTPAioIoM Ta
IIPOTECTOT€HOM OPOCIIIPEHOHOM. Y TepaneBTUYHHUX [03aX OIPOCIiPEHOH MIPOSIBIISE aHTUAHAPOTEHHI Ta
TOMipHI aHTUMiHEPaJIOKOPTHUKOIMHI BIaCTUBOCTI. BiH He Ma€E eCTPOTeHHOI, TTIOKOKOPTUKOITHOI Ta
QHTUTTIOKOKOPTHUKOIMHOI aKTUBHOCTi. OTXKe, IPOCIipeHOH Ma€ CX0Xul hapMaKoJoTiyHuM MPodins i3
IIPUPOJHUM IPOTECTEPOHOM.

3rigHO JaHUX KJIiHIYHUX JOCHIXKEeHb TOMIpHI aHTUMiHEePaToOKOPTUKOIOHI BIaCTUBOCTI IIpernapaTy
Hidpenna mpu3BOOsATh 4O MOMIPHOTO @HTUMiIHEPAIOKOPTUKOIGHOTO BILJIUBY.

Byno npoBeneHo aBa OaraToleHTPOBUX, IOABIMHUX CIIINUX, paHA0Mi30BaHUX, IIanebo-
KOHTPOJIbOBAHUX HOCTiIKEHHS [JIs OLIiHKY e(peKTHUBHOCTI Ta 0e3MeKH 3aCTOCYBAHHS IIpenapaTy
Hidenna xiHkaM 3 acne vulgaris cepemHbOr0 cTyneHd. [licnsa 6 MicdIliB Teparil, TOPIBHAHO 3
nane6o, mpenapaT IPOIeMOHCTPYBaB CTaTUCTUYHO 3HAUYIHHM eeKT 3HUKeHHSA Ha 15,6 % (49,3 %
mopiBHSAHO 3 33,7 %) KinbKOCTi 3ananbHux eneMeHTis, 18,5 % (40,6 % nopiBHsaHO 3 22,1 %) KinbKOCTI
He3allaJbHUX efleMeHTiB Ta 16,5 % (44,6 % nopiBHsHO 3 28,1 %) 3aranbHOI KiTbKOCTi BUCUIIAHB.
Takox Oinbmunit BincoTok cy6’exTiB, 11,8 % (18,6 % mopiBHAHO 3 6,8 %), OYB i3 «4YUCTOIO» Ta «MakKe
YHCTOI0» IIKIpOIo, sIKi OIfiHIoBanucs 3a mkanowo ISGA (Investigator’s Stated Global Assessment).

dapmaKkoKiHemuka.
[IpocripeHoH

BcMokTyBaHHSA. [lepopanbHO NPUMHATHAN APOCIIIPEHOH IIBUAKO i TOBHICTI0 BCMOKTYETHCH.

MakcruMasbHa KOHIIEHTPAIlis Y CUPOBATIIL KPOBI, III0 CTAHOBUTHL 38 HI/MJI, HOCSATAETHCS MPUOIU3HO

yepe3 1-2 roguHu micis OQHOPa30BOT0 IIepopParbHOTO 3aCTOCYBaHHS. biogOCTYIIHICTh CTAHOBUTH
76 — 85 %. OgHOYaCHe BXKMBaHHS 1Ki He BIJIMBA€E Ha 6i0MOCTYIHICTh APOCITipEHOHY.

Poanogin. Ilicng mepopaspHOro 3aCTOCyBaHHS KOHIIEHTPALliA APOCIIPEHOHY B CUPOBATLi KPOBi
3HUKYETHCS i3 cepefiHiM KiHIIeBUM II€piofloM HamiBBUBeeHHS 0n1u3bK0 31-1 rogunu. pocmipeHoH
3B’A3Y€ETHCS i3 CHPOBATKOBUM aIbOyMiHOM, IIPH IIbOMY He 3’€QHYIOYKCH i3 CTaTEBUMH CTEpPOifaMu
(I'3CC) Ta kopTUK0im03B's13yr0ouuM riaodymainom (I'3K). Tinbku 3-5 % i#oro 3araabHOI KiTbKOCTi B
CHPOBATIIi KPOBi HasIBHI y BiIbLHOMY cTaHi. Clipu4yuHeHe eTUHiNecTpaaionoM nigsuitenHs [3CC He
BIIJIUBA€E Ha 3B’SI3yBaHHS APOCIiPEHOHY 3 MpOoTeiHaMU CHPOBAaTKX KPoBi. CepenHilt 00’eM po3mominy
OPOCIipEeHOHY CTaHOBUTH 3,7+1,2 n/KT.



MeTabomi3M. [IpocnipeHOH 3HAYHOI0 Mip0i0 MeTalo0li3yeThCS MiC/Is TePopabHOT0 3aCTOCYBaHHS.
TomoBHUMU MeTabomiTaMu y T1a3Mi € KUCIOTHI (GOpMU APOCIPEHOHY, 110 YTBOPIOIOTHCS MTPU
BiDKPUTTI TaKTOHOBOT'O KiNbLis, Ta 4,5-AUTiAPO-OPOCIipeHOH-3-CynbdaT, Ki yTBOPIOIOTHCS LIIIXOM
rigparatii 3 moganbiuM Ccynb@aTyBaHHSIM. [IPOCIipEHOH TaK0XK € 06’'€KTOM OKHCHIOBAJIbHOTO
MeTabomi3my, 1m0 Katanisyetbcss CYP3A4. In vitro gpocmipeHoH Moxe ci1abko abo IoMipHO
npurHigyBaTtu ¢hepmenTty nutoxpomy P450: CYP1A1, CYP2C9, CYP2C19 ta CYP3A4.

BuBeneHHs 3 opraniamy. [IIBuaKicTh MeTabO0iYHOTO KIIipEHCY APOCIipeHOHY i3 CHPOBAaTKU KPOBi
CTaHOBUTH Npubau3HO 1,5+0,2 MyI/XB/KT. [IpOoCIipeHOH BUOINSAETHCS y HE3MiHEHiN (HOpMi TiTbKY Y
nyKe HEe3HAYHIN KibKOCTi. MeTaboIiTH BUOIISIOTHCS i3 ceuero Ta KaJioM Y CIIiBBimHOIIeHHi Bim 1,2 mo
1,4. Tlepion HamiBBUBeOeHHST MeTA0OJIITIB i3 cedyero Ta KaJoM CTaHOBUTH MPUOIHU3HO 40 rOmuH.

CraH piBHOBaru. YIpomoBXK IIMKIIY 3aCTOCYBaHHSI MaKCUMaJlbHa PiBHOBaXKHA KOHLIEHTpallis
OPOCIipEHOHY B CHPOBATII KPOBI, 1110 CTAHOBUTD MPUOIM3HO 70 HI/MJI, HOCATAETHCS mmicys 8 gHiB
3acTocyBaHHS. PiBHI APOCIIIPEHOHY Y KPOBI KyMYJII0BaIX B 3 pa3u K HaCJIiIOK CIIiBBIIHOLLIEHHS
TePMIHAJIBHOTO [1epiofy HaliBBUBENEHHS Ta IHTEepBaly JO3yBaHHI.

OKpemi epynu nauieHmMox

KiHKM 3 mopylIeHHAMHU QYHKIIii HUPOK. PiBHOBazkHa KOHILIEHTpPAIlisl APOCIipeHOHY B CUPOBATIIl KPOBi
y XKiHOK 3 HUPKOBOIO HEIOCTATHICTIO JIETKOTO CTYyIIeHs TAKKOCTI (KymipeHC KpeatuHiny 50-80 mi/xB)

Oyra MOPiBHSHHOIO i3 I[UM ITOKa3HUKOM [J15 XKiHOK i3 HOpManbHOI (PYHKITi€I0 HUPOK (KJTipeHc
KpeaTuHiny 6inbine 80 mi/xB). PiBeHb ApoCHipeHOHY B CUPOBATIIi KpoBi 6yB y cepenaboMy Ha 37 %
BUIIMM Y XiHOK i3 HUPKOBOI HEOCTATHICTIO CEPENHbOr0 CTYIEeHs TAXKKOCTI (KJIipeHC KpeaTUHIHY
30-50 My1/XB) IOPIBHSHO 3 UM IOKa3HUKOM [JI5 XKIHOK i3 HOpMa/IbHOI (PYHKIIIE€I0 HUPOK.
3acToCyBaHHS [POCIiPEHOHY MTPOIEeMOHCTPYBaJIO N0OpY IEPEHOCUMICTh Y BCiX IpyIax HallieHTOK.
[TokasaHo, 110 IpHUXMaHHS APOCIipeHOHY He Ma€ KIiHIYHO 3Ha4Yymoro eeKTy Ha KOHIIEHTPALIif0
KaJito B CUPOBATIIi KPOB.

2KiHKY 3 OpYIIeHHIMHU QYHKIIII MeYiHKH.

Y mocnigkeHHi 3aCTOCYyBaHHS pa30Bol J03M KIIiPEHC APOCIipeHOHY IPYU IIepopabHOMY 3aCTOCYBaHHI
3HUKYyBaBcs npubau3Ho Ha 50 % B ocib i3 moMipHOI0 TeYiHKOBOIO HEJOCTATHICTIO TOPiBHSAHO 3
noOPOBOBLSIMU 3 HOPMAJIbHOIO QYHKITIEIO eUiHKY. BusBieHe BiIxuieHHS KIIipeHCY OPOCIipeHOHY B
0ci0 i3 TOMipHOI0 IeYiHKOBOIO HEIOCTATHICTIO He 3yMOBIIIOBaI0 OyAb-KUX SIBHUX BiIMiHHOCTEH 10O
KOHIIEHTpallil KaJlilo y cupoBaTli KpoBi. HaBiTh npu HAasIBHOCTI LIyKPOBOTO fiabeTy Ta CynyTHbLOI
Tepallil CIIipoHOJIaKTOHOM (OBa (aKTOPH, 110 MOXKYTh IIPOBOKYBATH TillepKalieMilo) He
CIiocTepirasnocs migBUINEeHHS KOHIIEHTPAIlil Kajlilo B CHPOBATII KPOBi BUIIE BePXHLOI MEXKi HOPMHU.
OTxe, mpocIipeHoH noOpe MePeHOCUThCST 0co0aMH i3 IeUiHKOBOI HENOCTATHICTIO JIETKOT0 Ta
IIOMIPHOTO CTyTEeHSI (xkmac B 3a knacudikarieio Yaiinna — I1'10).

ETniyni rpynu. He criocTepiranocs KiliHiYHO 3HAUYIO] Pi3HUL ¥ (hapMaKOKiHETHI JPOCIipeHOHY
abo eTHHiNECTPamiony y XiHOK SMOHCHKOI HAIliOHAIBHOCTI Ta €BPOTIEUIIIB.

ETuninecrpamion

BcMokTyBaHH4A. [Ipy nepopajibHOMY 3aCTOCYBaHHI €TUHIIECTPaAios IIBUIKO 1 ITIOBHICTIO
BCMOKTYETHCS. MakcuMaibHa CUPOBAaTKOBa KOHILIEHTpAllif, 1110 AOPiBHIOE 33 IIKI/MJI, JOCATAETHCS
IpoTsaroM 1—2 roguH micas 0OgHOPa30BOI0 IePOpasibHOr0 3aCTOCyBaHHSA. AOCOI0THa 6i0IOCTYTIHICTh
BHACJIiIIOK NTPEeCUCTEMHOI KOH 1oTallii i MeTab0s1i3aMy mIpy IepIIoMy IPOXoaKeHHi yepes MediHKy
CTAHOBUTH MpubIu3HO0 60 %. OgHOYACHEe BXKUBaHHA 1XKi 3MeHIIIye 6i0IOCTYIHICTh € TUHIIECTPAMi0Ny
npubnu3Ho y 25 % moCHifXKyBaHUX.



Posnopin. PiBHi eTHHINECTpaAiony y CUpPOBaTIi 3MEHIIYIOThHCS ABO(a3HO, TepMiHaibHa ¢dasa
XapaKTepPU3YETHCS IePioioM HaIiBBUBEOEHHS, 110 MPUOIN3HO JOPiBHIOE 24 TOOUHU.
ETuninectpagion minHo, mpote HecnenupivyHo, 3B'I3YETHCS 3 aTbOyMiHaMU CUPOBATKY (MIPUOIU3HO
98,5 %) Ta inmykye 36inbimnenHs KoHueHTpalil [3CC Ta K3I' y cupoBariii KpoBi. YsaBHUM 00’ €M
PO3TOAiNy CTAaHOBUTH MPUOIU3HO 5 JI/KT.

MetaboniaM. ETuHinecTpaion 3HavHOI0 Mipoio MeTabo0JIi3yeThCs y MITYHKOBO-KHAIITKOBOMY TPaKTi Ta
IIPU IIEePIIOMY IIPOXOAXKEHHI uepes nevinky. ETuninectpamion Metabosi3yeThCs, TOTOBHUM YHHOM,
IIIIXOM TiTPOKCUIIOBAHHS apOMaTUYHOTO KiIbId 3 YTBOPEHHSIM IIKPOKOT0 CIIEKTpa
TiIpOKCUITLOBAHUX Ta METUIHOBAHUX MeTabO0MiTiB, SKi MPUCYTHI Y BiTbHOMY CTaHi Ta SIK KOH'IOTaTH 3
TJIIOKYpOHigaMu Ta cynbdaTaMu. MeTabonmiyHu KIlipeHC €eTUHINIECTPAioNy CTaHOBUTE TPUOIU3HO 5
MIJI/XB/KT.

In vitro etTuninectpamion € 3BopoTHuM inridiropom CYP2C19, CYP1A1 ta CYP1A2, a TaKOK Ha OCHOBI
MexaHi3My fii - inribitopom CYP3A4/5, CYP2C8 Ta CYP2]2.

BuBeneHHs 3 opraniamy. ETuHimecTpamion Maiixke He BUBOOUTHCS Y HE3MiHeHil ¢opmi. MeTtabomitu
e€TUHIiIeCTpaniosly BUBOOATHCS i3 Ce4ero Ta 2KOBYIO y CIIiBBigHOLIEHHI 4:6. [Iepion HamiBBUBEeHHS
MeTaboIiTiB CTaHOBUTH Matixke 1 moby.

Cran piBHOBaru. CTaH piBHOBaru AOCATAETHCS Y APYTil MTOJOBUHI IUKITy 3aCTOCYBaHHS, KOJIK
KOHIIEHTPallis eTHHiIeCTPaAioy B CUpOBaTIi KpoBi 30inbmyeThes v 2,0—2,3 pa3a.

HoxkaiHiyHi OaHi 3 6e3nexu.

Y nabopatopHux TBapuH eheKTH APOCIipeHOHY Ta eTHHiecTpamiony 0ymu o0MeXeHi TaKUMHU, 1110
acoIriroBaIucs 3 BiloMo0 (hapMaKOJIOTiYHOIO Hi€l0. 30KpeMa, OOCTiIXKeHHS 3 BUSIBIIEHHS
PENpPOAYKTUBHOI TOKCUYHOCTI ¥ TBapUH I0Ka3au HasiBHICTh BUAOCIEU(pIiYHOT0 eMOPiOTOKCUYHOTO
Ta (ETOTOKCUYHOTO BINUBY. [Ipu eKCII03uIlii, 1110 IEPEBUIIYE TaKy Y KOPUCTYBaUiB IpemnapaTy
IHideHma, y mesiKUxX BUOIB TBAPHH CIIOCTEPiraay BIJIUB Ha CTATEBY AudepeHIiallilo.

KrinigHi XxapaKTepHCTHKH.
Iloka3zanus.

IIepopanbHa KOHTpPAIEIIis.

IIpomunoka3aHHs.

Komb6inoBaHi ropmoHanbHi KoHTpauenTtuBu (KI'K) He ciif 3acToCOByBaTH NPU HASBHOCTI X04a 6
OJIHOTO 3 HUXKYe3a3HaYeHMX CTaHiB. Y pasi aKio Oyab-IKul i3 IIUX CTaHiB BUHUKAE BIIEPIIIe IIifl Yac
3acrocyBaHHS KI'K, mpuiioMm npemnapaTty Clif HeraiHO IPUIIAHUTH.

HasiBHiCTh @60 PU3HUK PO3BUTKY BeHO3HOI TpoMmboeMOomil (BTE):

o BTE Ha manuil yac, 30KpeMa BHACJIIIOK Tepalil aHTUKoaryasHTaMu, abo B aHaMHe3i (HalpuKiaf,
Tpom003 riubokux BeH (TT'B) abo TpomOoemOortis merenesoi aprepii (TEJIA));



0 BimoMa cmamkoBa a00 HaOyTa cxunbHicTh 0 BTE, Taka K pe3uCTEHTHICTh 10 aKTUBOBAHOT'O
npoteiny C (y Tomy uuchi myTauis ¢akTopa V Jleninena), nediuut anturpom6biny-1I1, mediuut
npoTeiny C, gediuT npoTeiny S;

0 BeJIMKi OTIepaTHBHI BTPyYaHHS 3 TPUBAJIOW iMMoOinisarlrieio (quB. po3min «Oco6auBOCTi
3aCTOCYBaHHS»);

o Bucokuy pusuk BTE yepes3 HasIBHICTh MHOXKUHHUX (aKTOPIB
PU3UKY (muB. po3min «Oco6IMBOCTI 3aCTOCYBAHHS»).

HasBHicTh a60 pU3UK PO3BUTKY apTepianbHol TpoMboeMmbonii (ATE):

o HasgBHicTs ATE Ha manuil yac abo B aHaMHe3i (Hanpukian, iHdapKT Miokapaa) abo HasIBHICTh
IIPOAPOMaIbHUX CUMIITOMIB (HallpUKJIIaf, CTeHOKapHis);

0 IOPYIIeHHS MO3KOBOT0O KPOBOOOIry Ha maHui Yac abo B aHaMHe3i, HasBHICTh IIPOAPOMaTbHIX
CHMIITOMIB (HampuKiaj, TPaH3UTOPHaA imeMidyHa aTaka (TIA));

0 Bigoma cmapmkoBa a6o HaOyTa cxuibHICTE 10 ATE, Taka sK rimeproMouucTeiHeMist Ta aHTHTINIa 10
dbocdominigiB (aHTUTINIA [0 KapHiOMiNiHiB, BOBUaKOBUY aHTUKOATYISHT);

0 MirpeHb i3 BOTHUILEBUMYU HEBPOJIOTIYHUMM CUMIITOMaMHU B aHaMHe3i;

0 Bucokuy pu3uk ATE depe3 HasiBHICTh MHOXKMHHUX (PAaKTOPiB pU3UKY (AUB. po3min «OcobnuBocTi
3aCTOCyBaHHS») ab0 yepe3 HasBHICTh OMHOTO CePHO3HOro HaKTOPy PU3UKY, TAaKOTO fK:

- IIyKpOBUii fiabeT i3 CyIUHHUMU yCKJIafHEHHIMUY;
- Ts2KKa apTepiajbHa rineprensis;
- TSI2KKa OUCTIOMPOTEeIHEMIS.

HasiBHICTH TSKKOTO 3aXBOPIOBAHHS MEYiHKY Ha MaHWM 4ac abo B aHaMHE3i, TIOKU
IIOKa3HUKM QYHKIIil IeYiHKY He TIOBEPHYJIUCS Y MeXi HOPMH.

HasiBHiCTh Ha maHUYM Yac abo B aHaMHe3i paKy MOJIOYHOI 3a1031, IKUU MoXke OyTu
TOPMOHOYYTIMBUM (IUB. po3min «OcoOnMMBOCTI 3aCTOCYBaHHA», MiAPO3MiNn «3M0gKicHI
HOBOYTBOPEHHS»).

HupkoBa HENOCTATHICTh TSIKKOTO CTyTeHs abo rocTpa HUPKOBAa HEJOCTATHICTh.
HasiBHiCTH NMyXJIMH MEeYiHKK Ha AaHUX Yac abo B aHaMHe3i (MoOposiKicHUX abo 370IKiCHUX).

Bimowmi abo migo3pioBaHi 3/M0KiCHI MyXIUHY (HAPUKJIaf, CTAaTEBUX OPTaHiB), 110 €
3aJIe’KHUMH Bifl CTaTEBUX T'OPMOHIB.

BarinanpHa KpoBOoTeYa He3’'sICOBAHOI €TiOJNOril.
[TigBuIleHa YyTIUBICTH [0 Ail0UUX pedoBUH a00 Ho OyOb-IKOT0 3 KOMIIOHEHTIB IIpemapary.

Hidbenma mpoTuokasaHa [y OGHOYACHOTO 3aCTOCYBaHHS 3 JIiIKapChbKUMU 3aco0aMu, 110
MicTaTh oMbiTacBip/mapuTanpeBip/puToHaBip Ta macalysip, abo miKapchbKUMU 3ac00aMH, 1110 MiCTSATh
rnekarmnpesBip/nibperTacsip abo codocOyBip/BenmnaTacBip/Bokcinanpesip (quB. po3min «B3aemomis 3
iHITMMY NTiKapChbKUMM 3aco0aMu Ta iHII BUOY B3aEMOIiii»).



B3aemodin 3 iHnwumu nikapcbkumu 3acoéamu ma iHwi eudu e3aemodiii.

Crnip o3HaoMuUTHCS 3 iH(OPMaLIi€to 00 JTiKapChKOTo 3aco0y, 110 3aCTOCOBYETLCS OMHOYACHO, MIJIS
BUSIBICHHS ITOTEHIIMHUX B3a€EMOIH.

. BrnuB iHImuMX miKapchKux 3aco0iB Ha mpenapat HidheHma.

B3aemoqii MOKIHUBI 3 JTiKapChKUMHU 3aco0aMu, 1110 iHAYKYIOTh MiKpocoMarnbHi pepmenTH. Lle
IPU3BOIUTH 0 30iIbIIeHHS KITiPEHCY CTaTEeBUX TOPMOHIB, IO CIIPUYUHSIE 3MiHM XapaKTepy
MEHCTPYaJIbHOI KpoBOTeUi Ta/a00 BTpaTH e(heKTUBHOCTI KOHTPALIETITUBY.

Tepamnis

[apykuis hbepMeHTIB MoXKe OyTH BUSIBIIEHA Yepe3 OeKinbKa [HiB NiKyBaHHS. MakcuMasbHa iHOYKIiS
(bepMeHTIB 3arajoM CIIOCTePiraeThCsa 4epes geKinbKa TUXKHIB. [1icisa BigMiHY JTiKyBaHHS IHOYKLigT
hepMeHTiB MOXKe TpUBATH OJIM3bKO 4 THXKHIB.

KopoTKOCTpOKOBe JTiKyBaHHS

2Kinku, sIKi mpu#MaroTh JIiKapchKi 3ac0o0H, 1110 iHOYKYIOTH GEePMEHTH, TIOBUHI TUMYACOBO
BUKOPUCTOBYBaTHU Gap’epHuil MeToy abo iHIIKWK MeTON KOHTpALEeNIlii JoMaTKOBO A0 KOMOIHOBAHOTO
opanbHOro KoHTpanentusy (KOK). bap’epHuii MeTop CIifi BAKOPUCTOBYBATH IPOTSITOM YChOTO
TepMiHy JTiKyBaHHS BiAIIOBIAHMM IIpellapaToM i Iife TPOTATroM 28 AHIB MiC/Is NPUIKXHEHHS KOT0
3aCTOCYyBaHHA. fKIIO Tepamis pO3MOYNHAETLCS V Iepiof 3acTocyBaHHs ocTaHHiIX TabneTok KOK 3
yIIaKOBKH, TO IpHUIioM TabyieToK 3 HacTymHol yrakoBKu KOK crnig po3noyatu ofpa3y micis
norepenHboi 6e3 3BUYHOr0 iHTepBany 6e3 3aCTOCyBaHHS TalleToK.

IIOBrOCTPOKOBE JIiIKyBaHHS

2KiHKaM IIpu JOBrOCTPOKOBIi Teparlii Aifo4MMy PeYOBHHAMH, 110 iHAYKYIOTh (epMEHTH MeYiHKHU,
peKoMeHOyeThCs Oap’epHuil abo iHMNI BiANOBIIHUIN HETOPMOHA/IBHUMN METOM KOHTPALeMIIil.

Huxue3a3HaueHi B3aeMopii Oyu 3adikcoBaHi 3rigHO 3 0ny0/IiKOBAHUMY TaHUMU.

Hitodi pedoBrHY, 110 30inbiryioTs KiaipeHc KOK (3uuxkenHs epextuBHocTi KOK 4epes iHAyKIIit0
(GepMeHTiB), HallpUKIaL:

6apbiTypaTy, 603eHTaH, KapOaMa3eliH, GeHiTOIH, IPUMifoH, pudaMIIilliH; IpenapaTH, 110
3acTocoByioThCs npu BlJI-iHdekii (puToHaBIp, HeBipamiH Ta edaBipeHI]); TaKOXK, MOKJIKBO,
dbenbamat, rpu3eodyabBiH, OKCKapOaseIiH, TomipaMar i pOCIMHHI TiKapchKi 3aco0u, 110 MiCTSTh
eKCTpakT 3Bipo6oio (Hypericum perfiratum).

[lir04i pe4oBUHM 3 HEIIOCTIMHUM BIINIUBOM Ha Kiiperc KOK

[Tpu ogrOouacHOMy 3actocyBaHHi 3 KOK Bennka kinbkicTh KoMOiHani iHri6iTopis BIJI-mpoTeasu Ta
HEHYKJIe03UJHUX iHTi0iTOPiB 3BOPOTHOI TPaHCKPUIITA3H, BKIoYaouu KoMOiHarii 3 inribiTopamMu
Bipycy rematuty C (BI'C), MOXyTh migBUIIyBaTH a00 3HMKYBaTH KOHIIEHTPAIlil0 eCTPOTeHy a0
IIPOTeCTHUHIB y m1a3Mi KpoBi. CyKyIHUM BIUIMB TAKKUX 3MiH MOXKe OyTH KITiHIYHO 3HAUYIIUM V AEeSKUX
BUIIaIKaXx.

Tomy n1si BUSIBIIEHHS IIOTEHIIINHUX B3aEMOIiN Ta Oyab-IKUX iHIIUX peKOMeHallil ciin



03HAMOMMTHUCS 3 iHpOpPMalli€lo MO0 MEOUYHOI'0 3aCTOCYBAHHS JTiKapChKOT'0 3aC00y OIS MiKyBaHHS
BIJI/BI'C, mo mpuiMa€eThCs OMHOYACHO. Y pa3i HasiBHOCTI OyOb-IKUX CYMHIBiB XKiHKaM JOTATKOBO CITif
BMKOPUCTOBYBaTU 0ap’€pHUM METOM KOHTpAIlemlii mpu Tepanil inribitopamu mpoTeasu abo
inribiTopaMy HEeHYKI€03UIHOI 3BOPOTHOI TPAHCKPUIITA3H.

Hitoui pevyoBuHY, 110 3HUXKYIOTH KinipeHc KOK (inriGiTopu hepmMeHTiB)
KrniniyHa 3HaYyIIiCTh MOTEHIIMHOI B3aEMOIl 3 inribiTopamu GpepMeHTIB 3aMUIIa€THCS HE3 ICOBAHOIO.

OpHovacHe 3acToCcyBaHHS cUnIbHUX iHTi6iTOPiB CYP3A4 MOXKe MifBUIIMUTY I7Ta3MOBi KOHIIEHTPallii
ecTporeny abo mporectury, abo 000X KOMIIOHEHTIB.

YV mocnimxeHHi 6araTopa3oBux q03 KoMOiHalli mpocmipeHoH (3 Mr/no0y)/eTuHinecTpamion

(0,002 Mr/mo6y) Ta cunbHoro iuribiTopa CYP3A4 KeTOKOHA30JTy, 1110 3aCTOCOBYBABCS OMHOYACHO,
npotsiroM 10 guiB 36inbimyBanocs 3HavenHs AUC(0-24h) mpocnipeHOHY Ta eTHHiTeCTpamiony y

2,7 ta 1,4 pa3a BiAmOBigHO.

ETopukokcub y no3sax Big 60 no 120 Mr/mo6y nponeMoHCTPYBaB MiABUINIEHHS I171a3MOBUX
KOHIIeHTpalliil eTuHinectpagiony y 1,4-1,6 pa3a BiAmoBigHO IIpu OJHOYACHOMY 3acTocyBaHHI 3 KT'K,
10 mictuth 0,035 Mr eTHHiNIECTpaAiony.

. Bnnus npenapaty [lideHna Ha iHIIi TiKapchKi 3acobu

KOK MoxyTh BIJIUBaTH Ha MeTabo0J1i3M OesdKUX Ail0UnX PeYoBUH. BifmoBigHO, KOHLIEHTPAIlil ¥ IIa3Mmi
KPOBi Ta y TKAHMHAX MOXKYTh a00 IiABUIYBaTUCS (HAIPUKIIaM, IUKIIOCIIOPKH), a00 3HUXKYBATUCS
(HampuKiaf, 1aMOTPUIXKKUH).

Ha migcTaBi mocmimkeHb B3aEMOii in vivo y &KiHOK-TOOPOBOJIBIIIB, SKi 3aCTOCOBYBAJIA OMEIIPA30JI,
CHMBACTaTHH Ta Miga3oyiaM SK cyOCTpaTH-MapKepH, BCTAHOBIIEHO, 10 KJIIHIYHO 3HAYYIa B3aEMOIist
OPOCIIiPpEHOHY B 1031 3 MT' 3 iHIMMMU aKTUBHUMU CYyOCTAHIIIsIMHU, 110 iHOYKYIOThCS UTOXpoMoM P450,
€ MaJIOMMOBIPHOIO.

Kniniyni mani cBiggath mpo Te, 110 eTUHiNECTpamion nmpurHivye kiipenc cyoctpatis CYP1A2, 110
BUKJIMKAE cilabke (Hampukiapm, Teodinin) abo momipHe (HanpuKiaj, TU3aHIIWH) MIBUINEHHS iX
I7Ta3MOBUX KOHIIEHTPAIIil.

a1 popmMu BlaeMomii

Y natieHTiB 3 HOpMabHOIO QYHKIIEI0 HUPOK OfIHOYACHE 3aCTOCYBAaHHS OPOCIIipeHOHY Ta iHTi6iTopiB
ATI® abo HecTepoigHUX MpoTU3ananbHux npenapatis (HII3I1) He moka3ano 3HAYYIIOT0 BIUIMBY Ha

piBeHb KaJlio B CHpoBaTIi KpoBi. OgHaK ogHOYACHE 3aCTOCyBaHHA Ipenapaty [idbeHaa Ta
aHTaTOHICTiB anbHoCTepoHY abo Kamnilidbepiraioyux OiypeTukiB He [OCTiXKYyBanocs. Y IbOMY BUTIAAKY
piBeHb KaJliio y CUPOBaTIli KPOBi IOTPiOHO JOCHIAXKYyBaTH IPOTITOM IIEPIIOTO UKy JiKyBaHHS (OUB.
TAKOXK Po31in «OcoBIUBOCTI 3aCTOCYBAHHS»).

®apmMakoOuHAMiyHi 83aeMO0ii

[Tig yac KMiHIYHUX DOCTiAXKEHb 3 MallieHTaMu, SIKi OTPUMYyBaJit JIiKapChKi 3aco0u Mg TiKyBaHHS
indexuit Bipycuoro renatuty C (HCV), mo MicTsiTh oMbGiTacBip/TapuTanpeBip/puToHaBip i gacadysip
3 pubaBipuHOM ab0 6e3 HLOTO0, OYyJI0 BUSBIEHO MifBUILIEeHHS TpaHcaMiHa3u (AJIT) 6inbime HiXK y 5



pasiB Bullle BepxHbOI Mexi HopMmu (BMH). Le BinOyBasocs 3i 3HaYHO OilbIIOI0 YaCTOTOIO ¥ XKiHOK, SIKi
3aCTOCOBYBaJIM JIiKapChKi 3aco6H, 1110 MiCTSITh €THHINIECTPanios, 30KpeMa i KoM6iHOBaHi rOpMOHabHI
koHTpanentusu (KI'K). Kpim Toro, Takox y Hali€eHTiB, IKi OTpUMYyBasH JIiKyBaHHS
riekanpeBipoM/mibpeHTacBipoM a6o codocOyBipoM/BemnaTacBipoM/BOKCinampeBipoM,
croctepiranocs mippuiieHHsT AJIT y XKiHOK, Ki MpHiiMany TiKapchKi 3aco0H, 1110 MiCTITh
eTuHinectpapion, Taki 9k KI'K (guB. po3min «IIpoTunoka3aHHI»).

OTXe, NAIliEHTH TOBUHHI ITePEeWTH Ha aTlbTEPHATUBHUN METOJ KOHTpAIEMNIIil (HampuKia, JIUIIIe
KOHTpAaIleNIis mporecrareHoM abo HeropMoHaJIbHi MeTOAM) Neper II04YaTKOM TaKoro KOMGiHOBAHOTO
pexuMy JliKyBaHHS. 3aCTOCyBaHHA Ipemnaparty [lideHma MOXkXHa BifTHOBUTH Yepe3 2 TUXKHI Hicns
3aBeplIeHHs KOMOiHOBaHOT'0 PEXKUMY JIiKyBaHHS.

Oco06.1u8ocmi 3acmocyeaHHsi.

PimenHnsa npo npusHadeHHs npenapaty [lipeHaa ciifg npuiMaTy 3 ypaxyBaHHSIM iHOUBIOyaIbHUX
(bakTOpiB PU3UKY XKiHKH, 10 iCHYIOTh Ha JaHUU MOMEHT, ¥ TOMY YHCJIi (haKTOPiB PU3UKY PO3BUTKY
BTE, a trakox pusuky BTE, nos’ss3anoro 3 npuioMoM npenaparty [ipeHnna, nopiBHgHO 3 iHmuMu KI'K
(ouB. po3minu «IIpoTunoka3aHHsI» Ta «OCOOIUBOCTI 3aCTOCYBAHHS»).

IlonepenxenHus

[Tpu HasIBHOCTI OyAb-SKUX CTaHiB ab0 (paKTOpiB pU3UKY, 3a3HaUYEHUX HUXKYe, CIIii 0OTOBOPUTH 3
JKIHKOIO JIOIIIIbHICTh 3aCTOCYBaHHS npenapaty HidbeHma.

Y pasi 3arocTpenHst abo Mpu NepIIUX MPOsiBax OyOb-SIKUX i3 BKa3aHUX CTaHiB ab0 (HaKTOpiB PUIUKY
JKiHKaM PEKOMEH[YEThCSI 3BEPHYTHUCS [I0 JliKaps Ta BUSHAYUTU HEOOXiMHICTh MPUNIUHEHHS IIPUHOMY
npemnaparty Hiperna.

Y pagzi nigo3proBanoi abo migTBepmaxkeHoi BTE a6o ATE crig mpunuauty 3actocyBanHs KI'K. ko
po3movyaTa aHTUKOATY/ISTHTHA Tepalis, ctif 3a0e3neYuTy albTePHATUBHY afleKBaTHY KOHTPALEIIii0
yepe3 TepaTOoreHHU BIJIUB aHTUKOATYISHTIB (KyMapriHH).

e [{UpKynATOPHI po3naau
Pu3uk po3sutky BTE

3acrocyBanHs Oymb-skux KI'K migBuriye pu3uk po3Butky BTE y XKiHOK, 5IKi iX 3aCTOCOBYIOTH,
IIOPiBHSIHO 3 TUMH, IKi IX He 3aCTOCOBYI0Th. [IpenapaTH, 1Mo MiCTAThH I€BOHOPrecCTpe,
HOprecTuMaTr ab0 HOPETHUCTEPOH, acoNilITHCA 3 HU2KYUM pu3uKoM BTE. 3acrocyBanHs
iHmux mikapcbKux 3ac00iB, Takux siK [lideHma, Moxke MPU3BOIAUTH 0 MiTBHIIEHHS PU3HKY
ynBiui. PimeHHs Mpo 3aCTOCyBaHHSA NpenapariB, OKPiM THX, [0 MalOTh HAHMHUKIYHH PH3UK
po3Butky BTE, ciiig npuiMaTH JIHMIie mic/is 00roBopeHHsI 3 kiHKo0. Heo0xigHo
NmepeKOHaTHCsI, [0 BOHA YCBimomMiIioe pu3uk po3BUTKY BTE, aconiiioBanui i3
3acToCyBaHHAM npenaparty [lidpeHna, cTynmiHb BIUTMHBY HasIBHHX y Hei (paKTOpPiB pU3HKY Ta
ToH (¢akT, mo pu3uk BTE € HaUBHIIIUM IIPOTSArOM MEPIIOro POKY 3aCTOCYBaHHsA. 3a
neskuMu fanuMu pu3uK BTE moxke 3pocraTu npu BinHOBIeHHI 3acTocyBaHHsA KI'K micis
nepepBH y 4 THKHi a00 moBIIe.

Y oBox i3 10 000 xiHOK, sKi He npuMatoTh KI'K Ta He € BaritTHuMU, po3BuBa€eThCa BTE npotsarom
poky. OfmHaK y KOXKHOI OKpeMoi XKiHKM pU3UK MoxKe OyTH 3HAUHO BUIIUM 3aJIeXKHO Bifl HasgBHUX Y Hel
dbakTopiB pU3UKY (HUB. HUXKYIE).



BcraHoBineHo', mo 3 10 000 XiHOK, sKi 3acTocoBy0Th KI'K, 1[0 MiCTSATh APOCIIPEHOH, ¥ 9—12 XiHOK
po3BuHeThCs: BTE IpoTAroM ogHOro poky. Lle MOpiBHIOETHCS 3 MOKA3HUKOM 6° y XKIiHOK, SIKi
3acTocoByTh KI'K, 1110 MiCTATE TEBOHOPTE€CTPET.

B o60x Bumaakax KinbkicTs Bunazakis BTE 3a pik Oya MeHIIO00, HiXK 3a3BUYall O4iKyETLCSA IPOTITOM
BariTHOCTi a0 y MiC/IsAMOI0roBOMY Iepiofi.

BTE Moxke mpu3BOAUTHU [0 JIeTalbHUX HACHiAKiB y 1—2 % BUMAKiB.

KinekicTts BunagkiB BTE #a 10 000 xkiHOK 3a 0guH Pik

(=]

[1i moka3HUKM OTPUMAHO Ha OCHOBI BCiX JaHUX eMifleMionoriYHIX JOCTigXKeHb 3 ypaxyBaHHIM BiTHOCHUX
PU3UKiB, OB A3aHUX i3 npuitoMoM pizaux KI'K, mopiBasAHO i3 3acTocyBanusaM KI'K, mo MicTATh
JIEBOHOPTEeCTpPET.

2 Y cepepuromy 5-7 Bunagkis Ha 10 000 xiHKO-POKiB Ha OCHOBi PO3PaxXyHKY BiIHOCHOTO PU3UKY 3aCTOCYBaHHS

KT'K, 1110 MiCTSTh IeBOHOPT'ECTPET, TIOPIBHSAHO 3 TAKUM Y XKiHOK, sIKi He oTpuMytoTh KI'K (61u3eko 2,3-3,6
BUTIAMKY).

daxTopu pu3UKy po3BUTKY BTE

Pu3uK po3BUTKY BEHO3HUX TPOMO0OEeMOOiYHUX YCKITagHEHD Y XKiHOK, IKi 3acTocoByioTh KI'K, Moxe
OyTu 3HaYHO BUIIUM IIpX HABHOCTi ONATKOBUX (HaKTOPiB PU3UKY, 0COOIUBO MHOXKUHHUX
(muB. TabnuUIIO 2).

3acTtocyBaHH4 npenaparty [ipeHga npoTunoka3aHe KiHKaM i3 MHOXKUHHUMY (paKTOpPaMU PU3UKY, 110
MOXKe MigBUIINTY PU3UK PO3BUTKY BEHO3HOT0 TPOoMOO03y (OuB. po3min «[IpoTunokasaHHg»). AKIIo
XiHKa Mae Oinbie ogHOro hakTopa PU3KKY, 3POCTAHHS PU3UKY MOXKe OyTH GinbIuM, HiXK cyMa
PU3UKIB, aCOIII0BaHUX i3 KOXKHUM OKpeMuM (HaKTOpPOM, TOMY CJIifi BpaXxOBYBaTH 3aralbHUI PU3UK
po3Butky BTE. fKimo crniBBigHOIIEHHA KOPUCTH/PU3UK HECIIPUATIIUBE, He CJIif npu3Hadatu KI'K
(muB. po3min «IIpoTUnoKa3aHHI»).

Tabmuig 2
dakTopu pu3uKy po3BUTKY BTE
DaxTOp PU3UKY [Tpumitka
OxupiHHS (IHOEKC Macu Tina Pu3uK 3HAYHO MigBUINYETHCS IPHU 30iMbINEeHH] iHOEKCY
nepesumye 30 Kr/m’) MacH Tina.

Oco6nuBo moTpedye yBaru Mpy HAsIBHOCTI iHIITMX
(hakTOpiB PU3UKY.



TpuBana iMMoGimi3allis, BeuKe Y Takux cuTyalisax peKOMeHOyEThCS IPUIUHUTH

omepaTHBHE BTPy4YaHHs, Ollepallid Ha 3aCTOCyBaHHS IpenapaTy (y pasi IIJIaHOBOTO

HUKHIX KiHIIiBKax a00 opraHax Ta3a, OllepaTHBHOI0 BTPY4YaHHS L[OHaNMeHIe 3a 4 TUXKHi) Ta

HelpoxipypriyHi BTpydyaHHs abo He BITHOBJIIOBATY 3aCTOCYBaHHS paHIIlle HiX dyepe3

o0ImMpHa TpaBMa. 2 TUXKHIi iCJIg TTOBHOTO BifTHOBJIEHHS PYX0OBOl aKTUBHOCTI.
3 MeTo10 YHUKHEHHS HeGaXKaHOoi BaTriTHOCTI CJIif

[TpumMmiTKa: TUMYacoBa iMMo006isni3alisi, BUKOPHCTOBYBATH iHIIII METOAU KOHTPALEMIIil.

y TOMY YHUCJIi IEPeIbOTH > 4 TOOuH,

TaK0XK MOXKYTh OyTU (paKTOpPOM Crnif po3TAgHYTU JOUiNTbHICTh aHTUTPOMOOTHYHOI Teparrii,

pu3uKky po3Butky BTE, ocobnuBoy  sAKIO 3aCTOCyBaHHS mpemnaparty [lideHnga He Gyno

JXKIHOK 3 iHIIKMU PaKTOpaMu PU3UKY. IPUIKHHEHO MOMepPenHbO.

Cimeiinui anamHue3 (BTE y koroch i3 YV pa3i HagBHOCTI CIIagKOBOl CXUAJIBHOCTI IIepef

ponuyis abo 6aTbKiB, 0COOINBO Y 3acTocyBaHHAM Oynp-akux KI'K XKiHKaM peKOMEeHOYyeThCS

BITHOCHO MOJIOLOMY Billi, HAIIPUKJIAL YIIOPAOgUTUCA 31 ClIelialiCTOM.

Bili 1o 50 poKiB).

IHIIi cTanu, noB’s13aHi 3 BTE Pak, cucTeMHUI 4YePBOHUY BOBYAK, T€MOIIITUKO-
YPEMIUHUY CUHAPOM, XPOHiIYHe 3allajibHe 3aXBOPIOBAHHS
KHUIIeYHUKY (xBopoba KpoHa ab0 BUpa3KOBUii KOJIIT) Ta
CepIomnoniOHOKITITUHHA aHEMis.

Bik Oco6mnuBo y Billi moHaz 35 poKiB

HeMmae equHOi OyMKH IION0 MOXKJIMBOTO BIIMBY BAPUKO3HOTO PO3LIMPEHHS BEH Ta IOBEPXHEBOTO
TpoMO0PebiTy Ha PO3BUTOK Ta MPOrpecyBaHHS BEHO3HOT'0 TPoMOO3y.

Heo06xigHo 3BepHYTH yBary Ha MigBUINEHUM PU3UK PO3BUTKY TPoMO0eMOoIil y mepion BariTHOCTI,
0CO0/IMBO MIPOTATOM 6 THKHIB ITicIs moJoriB (iHpopMatiio Moo nepiogy BariTHOCTI abo rogyBaHHSA
TPYOAI0 OUB. Y PO3AiNi «3acTOCyBaHHS Y IIepiof BariTHOCTI abo rogyBaHHS TPYLII0»).

Cumnromu BTE (TpoM603 riuookux BeH (TTB) Ta TpoMGoem0O0J1isi 1ereneBoi aprepii
(TEJIA)

KiHKaM CJIif MOpafuTH y pa3i I0gBY HUKYEeBKa3aHUX CUMIITOMIB HEraiHO 3BEPHYTHUCS [0 JIiKaps Ta
IIOBIIOMUTH IIPO Te, 110 BOHU 3aCTOCOBYIOTH KI'K.

Cumnromamu TI'B MoxkyTh 6yTH: omHOGiYHMI HAOPSIK HOTH Ta/abo CTymHi abo0 MiNAHKY Y3[OBXK BEHU
Ha HO3i; 6iy1b a0 mifBUIlleHa YYTIXUBICTh ¥ HO3i, IIJ0 MOXKe BifUyBaTUCS TiJIbKU IIPU CTOSHHI ab0
xonb0i, BiUyTTS Kapy B ypaxKeHill HO3i; To4epBOHIHHA a00 3MiHa KOIhOPY LIKipU Ha HO3i.

Cumnromamu TEJIA MoxyTh OyTU: panToBa 3agullKa He3'siCOBaHOL €TioNorii abo IPUCKOpeHe
OWXaHHS; PAlTOBUU KallleJlb, MOXKJIMBO 3 KPOB'10; PANlTOBUM Oiflb y TPYOHIN KITiTIIi;
epeIHeIPUTOMHUYM CTaH a00 3aTaMOPOYEHHS; IIBUOKE a00 HEperynIsapHe CepreOuTTs.

Ieski 3 X CUMIITOMIB (HallpXKJyIa, 3afulllKa, Kalllellb) € Hecreuu@ivuuMu abo MoXyTh OyTH
HEeIPaBUJIbHO iHTEPIIPETOBAHI K OibII MoIUpPeHi a0 MEHII TSXKKi SIBUIA (HAIPUKiIaf, K iHpeKIrii
OUXAJIPHUX IIIJISIXIB).

[H1I1i TPOSIBU BaCKYJISIPHOI OKJIIO3ii MOXKYTh BKJIIOYATH PANTOBUM Oinb, HAOPSK, TOCTPUM XKUBIT Ta
He3HayHe IIOCUHIHHSA KiHIIiBKH.

[Tpu oKmI03il CyOuH OKa MMOYaTKOBOI CUMIITOMATUKOI0 MOXKe OyTH HEeUiTKiCTh 30Dy, 110 He
CYTIPOBOMIKYETHCSI O0JTLOBUMU BifUYTTSIMH i SKa MOXKe IMPOTrpecyBaTH OO BTPaTH 30py. IHKOIM BTpaTa
30py PO3BUBAETHCS MalizKe MUTTEBO.



Pu3uk po3Butky ATE

3a JaHUMH eTifeMioNIoTiYHUX OOCTiXKeHb 3acTocyBaHHS Oyab-akux KI'K acomitoeTbcs 3 migBUIeHUM
pusukoMm ATE (iHbapkT Miokapaa) abo nepedpoBackynsapuux nomit (TIA, incynsT). ApTepianbHi
TpoMO0eMOOJTiYHi ABUIA MOXKYTh MaTH J€TallbHUM HACITioOK.

®axTOpu PU3UKY PO3BUTKY ATE

I[Tpu 3acTtocyBanHi KI'K pu3uk po3BUTKY apTepiaibHUX TpoMO0eMOOiYHUX YCKIagHeHb abo
11epe0pPOBaCKYIIPHUX MOMIiN 3p0OCTaE y XKiHOK i3 (hakTOpamMu pusuky (ouB. Tabmuino 3). 3aCTOCyBaHHS
npemnaparty [ibeHa IpoTUIIOKa3aHe, SKIIO XKiHKM MalOTh OUH CEPHO3HUN ab0 MHOXKUHHI (aKTopH
pu3uKy po3BuTKy ATE, siKi MOXKYTh MigBUALIUTH PU3UK PO3BUTKY apTepialbHOTO TpoMG03y

(muB. po3min «IIpoTunoka3aHHs»). AKIIO KiHKa Ma€ Oinbille 0qHOTO (PaKToOpa PU3UKY,
3POCTaHHS PU3UKY MOxKe OyTu OilbIIMM, HiK CyMa PU3UKiB, aCOLiMOBAHUX i3 KOXKHUM OKPEMUM
(dbakTOpOM, TOMY CJIii BpaXxOBYBaTH 3arajibHUM PU3UK. fKINO CIiBBIIHOIIEHHS KOPUCTh/PU3UK
HeCIpusaTnuBe, He ciifg npu3Hadatu KI'K (muB. po3min «IIpoTunokasaHHS»).

Tabmuig 3

®akTopu pU3UKy PO3BUTKY ATE

DaxTOp PU3UKY [TpumiTka
30inbIIeHHS BiKy Oco6nuBo y Biui moHap 35 poKiB
[Taniausa XKinkaMm, gKi KopucTyoTbcs KI'K, peKoMeHyeThCs

yTpUMyBaTUCA Bif maiinHg. 2KiHkaM BikOM Bif 35 pOKiB, fKi
MIPOOOBXKYIOTh MTAJIUTH, HACTIMHO PEKOMEHAYETHCS
BUKOPHUCTOBYBATH iHIINY METOM KOHTPAIEIIil.
AprtepiasnbHa rinepTeH3sis
OxupiHH4 (IHOEKC Macu Tina Pu3uK 3HAYHO MiBUINYETHCS IpU 30ibIIeHH] iHIEKCY Mach
nepesumye 30 Kr/M°) tinma. Oco6nuBo noTpedye yBaru Mpy HasIBHOCTI y XKiHOK

iHMUX (paKTOpiB PU3UKY.
Cimeiinuit anamHe3 (ATE y korochk Y pasi HasiBHOCTI CIafKOBOI CXUIBHOCTI Ieper 3aCTOCyBaHHIM
i3 poguuiB abo 6aThKiB, 0co0mMBO y Oyab-akux KI'K xxiHKaM peKOMeHAYEThCS MOPaguTucs 3i

BiTHOCHO MOJIOIOMY BiIli, creliauicToM.
HaIlpuKiag y Billi 10 50 poKiB)
Mirpess 3pOCTaHHS YaCTOTH BUHUKHEHHS ab0 TSIXKKOCTi mepebiry

Mirpesi nifg yac 3actocyBanHsg KI'K (Mox/1uBi IpoapoMabHi
CTaHM Tepe] PO3BUTKOM I[epeOpOBaCKyIIPHUX MOMii) MOXKe
CTaTU NPUYUHOI HeralHoro npunuHenss npuomy KI'K.

Ium1i cTany, noB’s3aHi 3 LykpoBuii miabeT, rimepromMmouucTeiHeMisi, Bagu KiamaHiB
He0aXKaHUMM peakiiamu 3 60Ky  cepid, GpiOpumnsmis nepeacepab, OUCTIIONPOTEIHEMIS Ta
CyOuH CHUCTEeMHUY YePBOHUU BOBYAK.

Cumuaromu ATE

KiHKaM CJIif MopafuTH y pa3i I0gBU HUK4Ye3a3HayeHUX CUMIITOMIB HEraiHO 3BEPHYTHUCS [0 JiKaps
Ta IIOBIJOMUTH PO Te, 110 BOHU 3aCTOCOBYIOTH KI'K.

CuMmnromamu 1epe0dpoBacKyIIPHOTO pO3/1afy MOXKYTh OyTH: pallTOBe OHIMIHHS 00/U4Y4s, c1abKiCTh
a00 OHiIMIHHS KiHI[IBOK, 0COOIMBO OJHOCTOPOHHE; PAINITOBE MOPYIIEHHS XOAb0H, 3allaMOPOYEHHS,
BTpaTa piBHOBaru abo KOOpAKHallii; panToBa CIUIyTaHICTh CBiOMOCTI, IOPYIIIEHHS MOBJIEHHS ab0
PO3yMiHHS; panToBe MOTipIIeHHs 30py Ha ogHe abo o0uaBa 0Ka; PAlTOBUM, CUIIbHUN ab0 TpUBanui



roJyioBHUY 0inb 0e3 BU3HAYEHOI IPUYKHMU; BTPaTa CBifoMoCTi abo 30MITiHHA i3 cymoMaMu abo 6e3 Hux.
TpaH3UTOpHUM XapaKTep CUMIITOMIB MOXe cBiguuTu mpo TIA.

CummnromMaMu iHpapKTy MioKapa MOXYTh OyTu: 0inb, IUCKOMGOPT, BigUyTTsI CTUCHEHHS a0
TAKKOCTI y TPYAHIiM KITiTIli, pyIi abo HUXK4Ye IPYyOHUHHU; OUCKOM(OPTHE BiIUyTTS, 110 Biifa€ y CIUHY,
IIeJIeny, TOP/o, PYKY, IIIYHOK; BigUyTTs IePEMOBHEHHS IITYHKA, TIOPYIIEHHS TPaBlleHHS abo saayxa;
TIOCHJIEHE TIOTOBUMiJIEHHS, HyHoTa, 6/1i0BaHHs a0 3amaMOpOYeHHS; Haf3BUYaiHa C1a0KiCTh,
TPUBOXKHUU CTaH ab0 3aiMIIKa; MIBUAKE a00 HeperyaspHe cepueduTTs.

3105IKiCHi HOBOYTBOPEHHS

PesynbraTy mesiKuX enifeMionoriyHuX AOCIiAXKeHb BKa3yITh Ha NOJaTKOBE MiIBUILIEHHS PU3UKY
PO3BUTKY paKy IIMUKN MaTKU IIpX OOBroTpuBasoMy 3actocyBarHi KOK (> 5 pokiB), mpote 1ie
TBEPAKEHHS 3a/IUIIA€EThCS CylIePedIMBUM, OCKIJIBKY OCTaTOYHO He 3’sICOBaHO, HACKIIBKY PEe3yJIbTaTh
[OCIiI?>KeHb BPaxOBYIOTh CYIIyTHI (paKTOPH PU3UKY, HAIPUKIIaL CTaTeBY IIOBEAiHKY, Ta iHII (GaKTOpH,
HaIpUKaf amliioMaBipyCHY iH(EKIio TI0IUHH.

MerTaaHari3 Ha mifcTasi 54 enifeMionoriyHuX AOCHiAXKeHb BKa3ye Ha He3HaUYHe MiIBUIIEHHS
BigHOCHOTO pU3UKy (BP = 1,24) p0o3BUTKY paKy MOJIOYHOI 3aJI031 Y XKiHOK, 5Ki 3acTocoByioTh KOK.
ey migBullleHNY PU3UK IIOCTYIIOBO 3HUKAE MPOTAroM 10 pokiB micnis 3aKiHYeHHS 3aCTOCYBaHHS
KOK. Ockinbku pak MOJIOYHOI 3271031 y XKiHOK BikoM 70 40 poKiB 3ycTpiyaeTbcs pPigko, 36inblIeHHS
KiJTbKOCTi BUIIAJKiB MiarHOCTUKU PaKy MOJIOYHOI 3a/I03H Y XKiHOK, SKi 3aCTOCOBYIOTh HUHi a0
HellofaBHO 3acTocoByBanu KOK, € He3HAUHMM LIOMI0 PiBHS 3arajibHOT0 PU3UKY pPaKy MOJIOYHOL
3a103u. Pe3ynbTaTi X OOCiOXKEHb He Haal0Th N0KAa3iB iCHYBaHHS IPUYMHHOTO B3aEMO3B A3KY.
[TinBumeHHS PU3UKY M0oXKe OyTH 3yMOBJIeHE K OiIbIll pAHHBOIO AiaTHOCTUKOIO PaKy MOJIOYHOI
3aJ103M Y XiHOK, 5iKi 3acTocoByoTh KOK, Tak i 6ionoriunoro mietro KOK abo moemHaHHIM 060X
dakTopiB. Bin3dHaueHO TEHMEHIIi10, 0 PaK MOJIOYHOI 3aJ1031, BUABJIEHUH Y KiHOK, 5IKi OyIb-KOIH
npunManu KOK, KJTiHiYHO MEHII BUpPaXKeHU!, HiXK y TUX, XTO HIKOIHU He 3acTocoByBaB KOK.

Y nmoomuHOKUX BUIIAAKaX Y XKiHOK, 5IKi 3acTocoBy0Th KOK, crocTepiranucst o6poskicHi, a 1mie pintie
- 3JI09IKiCHI ITyXJIMHY MIeYiHKY, 1110 B OKPEMUX BUIIa[IKaxX IPU3BOOUIN N0 HeOe3MeUHOl AT XKUTTS
BHYTPILIHbOUYEPEBHOI KPOBOTEYi. Y pa3i BUHUKHEHHS CKapT Ha CUIbHUM OiNlb B emiracTpaibHii
minsHIl, 30inbeHHs ne4iHKyY a0 03HaKM BHYTPIITHEOYEPEBHOI KPOBOTEYi TP AU(EPEHITiHHI
OiaTHOCTHULI CJIi BpaXxOBYBaTU MOXKJIUBICTh HAABHOCTI IyXJIMHU Ie4iHKY Ipu 3acTtocyBaHHI KOK.

3actocyBarHg KOK y Bucokux go3ax (50 MKr eTHHiIeCTpagiony) 3HUXKY€E PU3UK PaKy eHIOMeTpisa Ta
SI€YHUKIB. 3aJIMIIAETHCS MIATBEPAUTH, UM IIi faHi MOXYTh CTOCYBATUCS i HU3bK0H030BUX KOK.

Pak Mo11049HOi 3a/1031 (3acTepeKeHHS ONPUIIONHEeH] IIeHTPOM OITIHKY Ta HOCHIIKEHHS TiKapChbKUX
3aco0iB (CDER) FDA)

IpocnipeHOH/eTUHINECTPaioN MPOTUIIOKa3aHU XKiHKaM, y IKUX HasiBHUM 3apa3 a0o B aHaMHe3i pak
MOJIOYHOI 321034, OCKiJIbKM paK MOJIOYHOI 3271031 MOKe OyTH TOPMOHAIbHO YYTINBUM (IUB. PO3ALN
«IIpoTUNIOKa3aHHS»).

EmigeMionoriyHi JOCTifXKeHHS He BUSBUIM MOCITIIOBHOTO 3B'93Ky MiXK BUKOPUCTAaHHSAM
kKoMbGiHOBaHUX opanbHuX KoHTpauentusis (KOK) i pu3ukoM paky Mono4yHOi 3a5103u. [loCiiKeHHs He
II0Ka3yIOTh 3B’I3KY MiX MOTOYHUM ab0 MuHYIUM 3acTocyBaHHsAIM KOK i pu3ukoM paky MoI04HOI
3ano3u. [IpoTe mesKi mOCTigXKeHHS MOBIIOMIISIOTh IPO HEBENIUKE MigBUILIEHHS PU3UKY PaKy MOJIOYHOL
3aJ103M Cepefl THUX, XTO 3apa3 npuiiMae abo HemujogasHo npuitMany KOK (< 6 MicsilliB 3 MOMEHTY



OCTaHHBOTO 3aCTOCYBaHHS), IOPiBHSAHO 3 TUMH, XTO Hikonu He npuiiMaB KOK (guB. po3min «Ilo6iusi
peaxtii»).

I cTanu

[TporecTHOBUM KOMIIOHEHT nipenapaty [lipeHna € aHTaroHiCTOM albIOCTEPOHY 3
Kasin30epiralouuMy BIaCTUBOCTAMHU. Y OiBIIOCTI BUNAKIB 3aCTOCYBaHHS HE OYiKYETHCS
MigBUIIEHHS PiBHA Kalito. Y mpoleci KIiHIYHUX AOCHIAXKEHb ¥ JesKUX Malli€HTiB i3 JIerKO0i0 Ta
TIOMipHOI0 HUPKOBOIO HEJJOCTATHICTIO Ta OMHOYACHUM 3aCTOCYBaHHSM KaJlilid0epiranyux mTikapCbKuxX
3aco0iB piBeHB KaJIilo B CHPOBATIIi KPOBi AEII0, ajie He CyTTEBO, MigBUIIYBABCA il YaC 3aCTOCYBaHHS
OpPOCITipeHOHY. TOMy peKOMEeHAYEThCA KOHTPOJIb PIBHA KaJlito IIif] Yac eplIoro UKy JIiKyBaHHS
MalliEHTKaM i3 HUPKOBOI HeJOCTaTHICTI0. BKa3aHuUM MallieHTKaM TaK0XK PeKOMEH0BaHO Iepen
II0YaTKOM 3aCTOCYBaHHS IIpenapaTy YTPUMYBaTH PiBeHb KaJlilo CHPOBATKHU KPOBi He BUIIE BEPXHbOI
MeXi HopMH, 0COOJIMBO NIPY OJHOYACHOMY 3aCTOCYBaHHI Kasiidbepirarouux jikapchbkux 3acobiB (TuB.
po3min «B3aeMomist 3 iHIMMMY JTiIKAapPChKUMHU 3ac00aMu Ta iHIIi BUIKW B3aEMOIIN»).

2Kinku 3 rineprpuriinepuneMieto abo ciMeHIMM aHaMHE30M 00 IILOTO IOPYIIeHHS CTAHOBISATh
TpyIly PU3UKY PO3BUTKY ITaHKpeaTuTy Ipu 3actocyBaHHi KOK.

Xoua MoBifoMIISNIOCS IPO He3HAYHE IigBUIIEHHS apTepiallbHOTO TUCKY y 6arathox KiHOK, SIKi
npuiimMaTs KOK, KTiHIYHO 3HaYyllle MiABUIIEHHS apTepialbHOr0 TUCKY CIIOCTEPIra€ThCs y
IIOOAMHOKHKX Bunagkax. Heraine npununenHs nputiomy KOK HeobxigHe nuiile y IUX ITOOAUHOKUX
BUIIa[IKax. Y pasi TpuBaoi apTepianbHOI rinepTeH3ii a00 HEMOKIMBOCTI KOHTPOJIIOBATH ITOKa3HUKHI
TUCKY 3a [IOIIOMOTOI0 aHTUTiepTeH3UBHUX 3ac00iB KiHkaM, sKi mpuitmMaiors KOK, ciig mpunuHuTH iX
3acTocyBaHHS. Y pasi HeobxigHOCTI 3acTocyBanHsa KOK MozKHa BiTHOBHUTH IiCJIs HOCATHEHHS
HOPMOTOHII 3a [IOIIOMOTO0I0 aHTUTINIePTEeH3UBHOI Tepairil.

[ToBimoMnsiocs: po BUHUKHEHHS a0 3aTOCTPEHHS 3a3HauYeHUX HUXK4Ye 3aXBOPIOBaHb Y Iepion
BariTHOCTI Ta npu 3actocyBaHHiI KOK, arne 1x B3aEM03B’30K i3 3aCTOCYBaHHSIM
€CTPOTEHiB/IIPOTeCTHHIB HE € OCTAaTOYHO 3'sICOBAHUM: XKOBTSIHHUIIS Ta/abo cBepOixk, OB’ I3aHUM i3
X0JIeCTa30M, YTBOPEHHS KOBUYHUX KaMeHiB, TOpQipisi, CUCTEMHUN YePBOHUY BOBYAK, T€MOJIITUKO-
ypeMmiuHuU cuHApPOM, xopes CimeHxama, Teprec BariTHUX, BTpaTa CIyXy, OB g3aHa 3 0TOCKIEPO30M.

Y XKiHOK 3i CITaIKOBUM aHTi0HEBPOTHYHUM HaOPSIKOM €K30TeHHi eCTPOTeH! MOXKYTh iHOYKyBaTH a0
IIOCHUIIOBATHA CUMIITOMU @HTiOHEBPOTUYHOTO HAOPSKY.

Toctpi abo xpoHivyHi po3nanu GyHKIN] NeYiHKY MOXKYTh I0TpeOyBaTU NPUIUHEHHS 3aCTOCYBAHHSA
KOK, noku noka3HuKY QyHKI] IeYiHKU He TIOBEPHYTHCH Y MeXKi HOPMU Ta IPUYUHHNUY 3B'S30K i3
KOK 6yne BUKITIOUEHUH.

[Tpu peluaouBi X0IeCTaTUYHOI JKOBTSIHHUIII Ta/a00 cBepOexky, MOB’I3aHOT0 3 X0JIeCTa30M, IT0 paHilIe
BUHUKAJIM y epiof BariTHOCTI ab0 momepeHbOro NPUUMaHHS CTaTeBUX TOPMOHIB, 3aCTOCYBaHHS
KOK crmif IpunuHUTH.

Xoua KOK MoxyTh BITUBaTH Ha NepudepryHy iHCYTIHOPE3UCTEHTHICTh Ta TOJIEPaHTHICTD 0
TJIIOKO3H, HeMa€ TaHUX MO0 MOTpeOu 3MiHIOBAaTH TEPAIeBTUYHUH PEXKUM XKiHKaM 3 miabeToM, sKi
npuiiManTh Hu3bKono30BaHi KOK (< 0,05 Mr etuHinectpapiony). [IpoTe XKiHOK, fKi CTpaXaaoTh Ha



IIyKpOBUii fiabeT, CIlig peTenbHOo 00CcTeXKyBaTH NMPoTAroM 3actocyBaHHSI KOK, 0co6/11BO Ha Mo4YaTKy
JIiKyBaHHS.

Bunagku 3arocTpeHHS eHJOTeHHOI fernpecil, eminerncii, xBopodu KpoHa Ta BUPa3KOBOI0 KOJIITy
TaKOXK CIOCTepiranucs mifg dyac 3actocyBanHss KOK.

[HOmi MOoXKe BUHUKATH XJ10a3Ma, 0COOIMBO V KiHOK 3 XJI0a3MOI0 BariTHUX B aHaMHe3i. 2KiHKawMm,
CXUJIbHUM [0 BUHUKHEHHS XJI0a3MH, CITi[l YHUKATH [Oil IPIMUX COHSIYHUX TPOMEHiIB a00
ynbTpadioneTOBOro OIPOMiHIOBaHHSA IIif yac 3acTocyBaHHSI KOK.

1 TaGneTKa poKeBOTO KOJIbOPY IIpernapaTty MicTuTh 44 Mr nakTo3u, 1 TabneTka 6ioro Koabopy
MICTUTB 22 MT 1aKTO3U. [Ipy HAsABHOCTI PiAKICHUX CIAgKOBUX CTaHIB HEIEPEHOCUMOCTI rajlakKTo3H,
nedinuty nmakta3u Jlamma abo ManbaOcopO1il rT0K03K-ralakTo3H, Y pasi nepedyBaHHS Ha
0e3/1aKTO3Hiil [IieTi CITif BpaXx0BYBaTH 3a3Ha4€HY KiJIbKiCTh JTAKTO3H.

Koncynbranii/Mmennuyse 06CTeKeHHS

[Tepen moyaTkoM a0o BigHOBIIEHHSM IpuioMy mpemnapary [idbeHma peKOMeHAYEThCS 3i0paTu MOBHUMN
MeIWYHUM aHaMHe3 (BK/TI0Yalyyu CiMedHWH aHaMHe3), IPONTH ITOBHE Mequ4YHe 00CTeXXeHHs Ta
BUKJTIOUMTH BariTHiCTh. He0OXimHO BUMIPSATH apTepialbHUM TUCK Ta IPOBECTH MeIUYHEe 00CTEeXKEeHHS,
BPaxOBYIOUM IIPOTUINOKa3aHHs (OuB. po3min «[IpoTumnokasaHHS») Ta 0COOIUBOCTI 3aCTOCYBaHHS (IUB.
po3min «Ocob6auBOCTI 3acTOCyBaHHS»). CIIil 3B€PHYTHU yBary XkiHKM Ha iH(popMaliio IIog0 BeHO3HOT0
Ta apTepiasbHOro TPoMO03y, Y TOMY YKCIIi Ha PU3UK, ITOB’I3aHUM i3 3aCTOCYBAHHSIM IIPeIapaTy
Hidenpa, mopiBHSIHO 3 TaKuM IIpu 3acTtocyBanHi iHmux KI'K, mono cumnromiB BTE Ta ATE, BitoMux
(baxTopiB PU3UKY Ta Hil, SKi HeoOXiMHO 3MiMCHUTH IIPH Migo3pi Ha TPoMOO03.

[TarieHTKaM PEKOMEHAYETHCS YBaXKHO IIPOYUTATH IHCTPYKIIIO AJ11 MEAUYHOI'0 3aCTOCYBaHHSA
JIiKapChKOT0 3ac00y Ta MOTPUMYBATHUCS peKOMEeHfalliil, SKi MiCTAThCS B Hill.

YacToTa i XxapakTep OrJIAAiB IOBMHHI I'PYHTYBaATUCS Ha iCHYIOYHMX HOPMax MEOUYHOI IPAaKTUKH 3
ypaxyBaHHSM iHOUBiAyalIbHUX 0COOTMBOCTEM KOKHOI KiHKH.

[TarieHTOK MOTPiOHO MOmePequTH, 110 TOPMOHAIbHI KOHTPAIENITUBY He 3aXUINal0Th Bifl 3apaxKeHHs
BlJT-indexkuieto (CHIoM) Ta Oygb-IKUM iHIIMM 3aXBOPIOBAHHSM, IO ITIePEfA€EThCSI CTaTEBUM ILIISXOM.

3HnXKeHHSI eeKTUBHOCTI

EdextuBnicts KOK MoXke 3HUKYBaTUCh ¥ pa3i IPonycky mpuiioMy TabaeTku (ouB. po3nin «Crocid
3aCTOCYBaHHS Ta 03U »), PO3JIafliB IIIYHKOBO-KUIIKOBOTO TPAKTY (AUB. po3min «Cmocib 3acToCyBaHHS
Ta J03u») abo IpH OTHOYACHOMY 3aCTOCYBaHHi iHIIMX TiKapchKUX 3ac00iB (IuUB. po3nin «B3aeMopis 3
iHITMMHM NTiKapCbKUMM 3aco0aMu Ta iHII BUOYM B3aEMOiii»).

[IopyleHHS UK

[Tpu nputiomi KOK M0oXKyTh criocTepiraTrcst HeperyiasapHi KpoBoTedi (KpoBoMa3aHHS ab0 MPOPUBHi
KPOBOTEYi), 0COOIMBO IPOTSITOM MEPIINX KiJTbKOX MiCSALiB. FAKIIO Mic/is TPhOX MEHCTPyaIbHUX LIUKIIIB
TaKi KPOBOTEUi IPOIOBKYIOTHLCS, IX CITif] BBaKaTH CEPHO3HUMH.

fAKI10 HeperynsApHi KPOB STHUCTI BUAiNIEHHS 30epiraloThcs ado 3'IBIAI0THCS MiCIIs MePiofy peryiapHux
KPOBOTEY, TOTPIOHO PO3T/ISHYTH HETOPMOHAIbHI IPUYMHY KPOBOTEY Ta IIPOBECTH BigNOBiAHI
NiarHOCTUYHI 3aX00¥, BKIII0Yal04u 00CTEXKEHHS, 3 METOI0 BUK/TIOUEHHS HAsIBHOCTI MyXJIUH Ta



BariTHOCTI. [I0 MiarHOCTMYHUX 3aX0MiB MOXKHA BKJIIOYUTH KIOPETaXK.

Y meskux XKiHOK MOXKe He HacTaT{ KpOBOTedYa BigMiHMU IIifi 4ac NepepByU B IPUNOMI IIpenaparty. Y pasi
npuiiomy KOK BifmoBigHO 70 BKa3iBOK po3miny «Cmocib 3acToCyBaHHS Ta J03W» BaTriTHICTh
MajoMoBipHa. IIpoTe, sikimo npuitom KOK BinOyBaBcst HEPETyISIPHO [0 BiICYTHOCTI IepIoi
KPOBOTeUYi BigMiHM ab0 SIKII0 KPOBOTEUi BigMiHU BiICYTHI MPOTSATOM ABOX LIUKJIiB, IIepe[
npofoBxKeHHAM 3acTocyBaHHSI KOK He0o0XigHO BUKITIOUUTH BaTiTHICTS.

3acmocysaHHs y nepiod sazimHocmi abo 200y8aHHs 2py001o.
BaritHicTe. [IpenapaT NpoTUNIOKa3aHUM A0 3aCTOCYBaHHSA Y I1€Piof BariTHOCTI.

Y pa3i BUHUKHEHHS BaTriTHOCTI Mifl Yac 3aCToCyBaHHS mpemnaparty [idbeHnma 1ioro npuiioM HeoOXigHO
IIPUNIMHUTU HeTaiHo. [IpoTe pe3ynbTaTy emigeMionoTriYHuX OOCTiAXKEeHb He BKa3yl0Th Ha MiABUILIEHHS
PU3UKY II0SIBU BPOAKEHUX Baf y OiTed, MaTepi akux npuManu KOK mo BariTHoCTi, Tak caMo, 5K i Ha
iCHyBaHHS TepaTOTreHHOI fil mpu HeHaBMUCHOMY npuiioMi KOK mpoTsarom BariTHOCTI.

HocmimkeHHS Ha TBApPHMHAX ITOKa3asyd HasBHICTh HeOakaHUX e(eKTiB MPOTATOM BaTriTHOCTI Ta
nakTalril (muB. po3min «®apMaKoJIOTiuyHi BIMacTUBOCTI»). Ha OCHOBI ITUX MOCHiIKeHb Ha TBapHHAaX He
MOXKHa BUKJIIOYaTH HebaxaHi eeKTH BHACIIIOK T'OPMOHAIBHOI Ail mitounx pedoBuH. OmHaAK
3aranbHMM focBif 3actocyBanHg KOK y nepiof BariTHOCTi He CBifYUTh PO iCHYI0YNY HeOaKaHUM
BILJIB Y JTIOOUHM.

HasBHi gaHi mogo npuiioMy mpemnapary y nepiof BariTHOCTI 3aHaATo 00MexXeHi g Toro, 1100
3poOUTH BUCHOBKH IIIO[0 HETATUBHOTO BIUIUBY Ipenaparty [lipenna Ha nepedir BariTHOCTi, 30POB’s
IIJI0fa Ta HOBOHAPOAXKEHOoro. JJoTerep HeMa€e XKOOHUX BiAMOBIIHUX €IiIeMiOJIOTiYHUX JaHUX.

[Tpu BimHOBNEHHI 3acTOCyBaHH4 npemnaparty [ideHa il BpaXoByBaTU MiABUIIEHHS PU3UKY
po3Butky BTE y micnsnonoroBomy nepioni (auB. po3ninu «Crocib 3acToCyBaHHS Ta JO3U»,
«Oc06IUBOCTI 3aCTOCYBaHHS»).

[lepion rogyBarH4 rpyano. KOK MoXyTh BIIMBAaTU Ha TOAYBaHHS T'PYLOI0, OCKIIBKY IMif 1X BIJINBOM
MOK€ 3MEHIIYBaTUCS KIJIbKICTh TPYOHOI'0 MOJIOKA, & TaK0XK 3MIHIOBATUCS MOT0 CKJlaf. 3BaXKaluyu Ha
e, KOK He pekOMeHAyeThCA IpUUMaTH Y IIepiof rogyBaHHS rpyano. HeBenuki KinbKOCTi
KOHTpAIleNTHBHUX CTEPOIfiB Ta/ab0 ix MeTaboiTh MOXKYTh IPOHUKATH ¥ TPyOHE MOJIOKO IIiff Yac
3actocyBaHHsA KOK i MOXKYTh BIJIUHYTH Ha QUTHUHY.

®eprunsbricTh. [Ipenapar [lidbenna mokasauui mst 3amobiranHs BariTHOCTi. [HdopMarrito momo
BiIHOBNIEHHS (PEPTUIBLHOCTI AUB. V¥ PO34ini «®apMaKoiIoriyHi BIaCTUBOCTI».

30amuicmb 8niusamu Ha weudKicme peakyii npu KepyeaHHi aBmompaHcnopmom abo iHwumu
MexaHiamamu.

HocmifKeHb 00 BIIMBY Ha 3@THICTh KEPyBaTH aBTOTPAHCIIOPTOM abo IpallfoBaTH 3 iHIINMU
MexaHi3mamu He npoBoaund. [logo XKiHoK, sKi npuiitMaioTh KOK, He MOBiIOMIISANOCS PO BILIMB Ha
3MATHICTh KEPyBaTH aBTOTPAHCIOPTOM ab0 MpalloBaTH 3 iHIIMMY MeXaHi3MaMH.



Cnoci6 3acmocyeaHHss ma do3u.
3aCTOCOBYIOTh IIEPOPAJIBHO.

Ho3ysaHHA

Ak 3acmocosysamu npenapam [lipeH0a

TabneTku ciifg mpuiMaTH IMOOEHHO 3TiIHO 3 MTOPSAKOM, 3a3HaYyeHUM Ha OmicTepi, mpubnIu3Ho B OOUH
i TOll caMu¥ Yac, 3allMBalO4y y pa3i HeoOXigHOCTI HEBEIUKOIO KiNbKICTIO pifuHu. TabneTku
3acTocoByBaTHu Oe3mepepBHO. [Ipemnapar npuiimatu 1o 1 TabnerTiri/no0y npoTsirom 28 OHIB MOCIHib.
[TpuiimanHs TabIeTOK 3 KOXKHOI HACTYITHOI YITaKOBKY CJIifl PO3MOYMHATH Ha HACTYIHUU OEHb IMiCIIsa
3aKiHYeHHS IONEePeNHbOl YIIaKOBKY. 3a3BAYal KPOBOTEYA BigMiHM IIOYMHAETLCS Ha 2-3-U JeHb MiCIs
II0YaTKY 3aCTOCYBaHHS TabeToK maiebo (0CTaHHii psf) i Moxke He 3aKiHYUTUCS [0 IMOYaTKy
IpuioMy TabJeTOK 3 HaCTYIIHOI YyIIaKOBKH.

IToyamoxk 3acmocyesaHHA npenapamy igeHoa
e ['opMOHaNbHUX KOHTPALENITUBIB y NONEPefHil mepion (MUHYINU MiCSIb) HE 3aCTOCOBYBaJIU

[TputimanHs TabIeTOK CJIif pO3MOYMHATH y 1-# IeHb TPUPOOHOTO ITUKITY (TO6TO ¥ 1-# meHb
MEHCTPYaJIbHOI KPOBOTEYi).

e [lepexin 3 inmoro KOK, BariHanpHOTO KifbIg a00 TpaHCIePMaIbHOTO IIJIaCTUPY .

BaxaHo po3noyaTu npuiiMaHHs TabneTok npenaparty [dideHna HACTYIIHOTO AHS MiC/s MPUAMaHHS
OCTaHHBOI TOPMOHOBMiCHOI TabneTku monepenuboro KOK, ane He mi3Hille HaCTYITHOTO JHS ITiCTs
IIepepBH y mpuiiMaHHi TabneTok abo micis mpuiiMaHHs TabneTok nnaiebo nomnepenusoro KOK. ¥

BUIIQ[IKy 3aCTOCYBaHHS KOHTPALIEIITUBHOTO BariHaIbHOTO KifbIld a00 TpaHCHepMasbHOTO IIJIaCTUPY
CJIif po3modaTy mpuioM npemnaparty [ibeHna y meHb BumaaeHHs 3aco0y, aje He Mi3Hille qHs, KoK
HeoOxilHe HAaCTyIIHe 3aCTOCYBaHHS IIUX IIpelaparTiB.

e [lepexin 3 MeTony, 110 6a3y€eThCsI Ha 3aCTOCYBaHHI JIKIIE IPOTECTOTeHY («MiHi-mini», iH’eKiii,
iMnanTH) abo BHYTPIITHBOMaTKOBOI CUCTEMHU 3 IIPOTE€CTOTE€HOM.

MoxHa po3moyaTty npuiioM mpemnapary HidbeHna y Oyab-Kuii JeHb i/ IPUNUHEHHS TPUNMaHHS
«MiHi-mini» (y BUnagKy iMmaanTa abo BHYTPIITHbOMAaTKOBOI CUCTEMHU - B IeHb 1X BUalIeHHS, ¥
BUTIAOKY iH'€KIil - 3aMiCTh HACTYIHOI iH’ek1il). OmHaK y BCiX BUIaKaX PEKOMEHAYEThCS TOOATKOBO
BUKOPUCTOBYBaTHU Oap’epHUN METOM KOHTPALENLil IPOTATOM IeplInuX 7 JHIB IpUiiMaHHS Ipernapary.

e Ilicnisg aGopTy y IEPIIOMY TPUMECTPi BariTHOCTI.

MoxHa po3mo4YnHaTu npuiioM npenapaty [ipeHna ompa3y K. Y TaKoMy BUIIaIKy HeEMae
HeoOXiTHOCTI 3aCTOCOBYBATH NOOATKOBI 3aC00M KOHTpAIEIIIIii.

e [Ticnst momoriB abo abopTy B APYroMy TPUMECTP.

PexoMeHOyeThCSI pO3nOUNHATH NTpUiioM mpemnaparty Hidbernma 3 21-28-ro gus micns mosoris abo
abopTy B IpyroMy TPUMECTPi BariTHOCTI. IIpu mi3HimomMy nmoyaTky npuiMaHHS TaOlIeToK
PEKOMEH[IYEThCS NOMaTKOBO BUKOPUCTOBYBATH Oap’epHUM METON KOHTpALIeNlii IPOTITroM IepIux 7
OHiB mpuiiMaHHs TabneTok. [TpoTe, SIKIO CTAaTEBUI aKT yKe BimOyBCs, TO Iepe[] T0YaTKOM
3aCTOCYBaHHS IIperapary CJIifl BUKJTIOYUTHA MOXKJIMBY BariTHiICTh ab0 foYeKaTHCs HaCTaHHS IEepPIIol



MeHCTpYallii.

Y BuUnagKy rogyBaHHS I'PYAMNI0 OUB. PO3Min «3aCTOCyBaHHS y Iepiof BariTHOCTI abo rofyBaHHS
TPYyAOIO».

IIJo pobumu y sunadky nponycky nputiomy mabiemxku

[TponyckoM y npuiiMaHHi TabeToK nanebo 3 0CTaHHLOTO (4-T0) PNy MOXKHa 3HEeXTyBaTH. [IpoTe ix
CJIi[l BUIYYUTH 3 YIIAKOBKH, 100 YHUKHYTU HEHaBMUCHOTO ITOJI0BXKEHHS (pa3r 3aCTOCYBaHHS
nnane6o. Huxye3a3HaueHi BKa3iBKK CTOCYIOThCS TiJTbKU IIPOIYIIEHUX aKTHBHHUX TaOIeTOK, 1110
MICTATH [iF04Yi pEYOBUHHU.

fAK110 3ami3HeHHs y IpuiiMaHHi TabeTK He mepeBUIny€ 24 rogUHHU, TPOTU3ATIIIIHA i
Ipernapary He 3HUXKYEThCS. [Iponyieny TabmeTKy Tpeba IPUAHSITH 0Ipa3y, K TiTbKH Iie
3’sicyBanocs. Hactynny Ta6neTKy 3 1iei ymaKOBKHU CJIifi TpUUMaTH y 3BUYHUN Yac.

fAKI10 3ami3HeHHs 3 TpUAMaHHAM 3a0yTol TabieTKy mepeBHUIny€e 24 roaMUuHHA, KOHTPAIleNTHBHUM
3axXUCT MOXKe 3HU3UTUCA. Y TAaKOMY pa3i MOXKHa KepyBaTUCS JBOMa OCHOBHUMU ITPaBUIaMU:

1. pekoMeH[0OBAHOIO € IlepepBa y NpuiMaHHi TOPMOHOBMICHUX TablIeTOK, sKa TPUBaE 4 OHi,
nepepBa y NpuiiMaHHi TabIeTOK HIiKOIM He MOXKe IIepeBUIyBaT 7 OHIiB;

2.  ajeKBaTHe NPUTHiIYeHHS CUCTEMH TilloTanaMyc-Tinogi3-s€YHUKU NOCITaeThCsl 0e3MepepBHUM
IpUUMaHHAM TablIeTOK MPOTATOM 7 [HIB.

BiamoBigHO 00 1[BOT0 Y MOBCAKAEHHOMY XUTTI CJIif KEPYBaTUCS HUX4Ye3a3HauyeHUMU
PeKOMeHaaliaMu:

HOeuns 1-7

Cnip mpuWHSTA OCTAHHIO IIPOIyIIeHy TabJeTKy SIKoMora LIBUAIIe, HaBiTh SKIIIO TOBEAEThCS
IPUUHATH OBi TaONeTKU ogHOYaCHO. ITic/Is bOT0 MIPOJOBKYBATH PUUMaTH TabIeTKH y 3BUYHUN
yac. KpiMm Toro, mpoTsiroM HaCTyIHUX 7 OHIB CJIil BUKOPUCTOBYBaTH OGap’€pHUM METOM KOHTpPALeMIii,
HaIpUKIIa[ Ipe3epBaTuB. Y pasi, SKio y nonepenHi 7 oHiB BigOyBCst cTaTeBUY aKT, CIlifl BpaXOByBaTH
MOXKJIMBICTb HAaCTAHHS BariTHOCTi. YuM Ginbire TaOIeTOK MPOMYIIEHO i UM OIUKYMH Iepion
3acToCyBaHHS TabjeToK miarebo, TUM OilbIINY PU3UK BaTriTHOCTI.

Ienn 8-14

Crnip mpu#HSTH OCTAHHIO IIPOMYIIeHy TabJeTKy STKOMOra LIBUAIIe, HaBiTh SKIIIO JOBEIEThCS
IPUUHATH 2 TabneTKu 0OgHOYACHO. [Tic/s bOro MPOIOBKYBATH MPUMMaTH TabIeTKH V 3BUYHUM Yac.
3a yMOBH, 1110 XKiHKa IIPaBUJILHO MpUiiMasa TabieTKu MPOoTIroM 7 OHIB Iepef MPOoIyCcKoM, HeMae
HeoOXiIHOCTi BUKOPUCTOBYBATU JOATKOBI MPOTU3aIIigHi 3acobu. AKIIo e He Tak abo mpomyiieHa
Oinple Hix 1 TabneTka, peKOMEHYETHCSA BUKOPHUCTOBYBATH NONATKOBI METONU KOHTPAIENIIil
IPOTATOM 7 [HIB.

Ienn 15-24

Pu3uK 3HMKEHHS HaOiliHOCTI 3pocTaE Ipu HabIuKeHHi Iepiofly 3acTocyBaHHS TableToK Iiaie6o.
OpHak NpY JOTPUMaHHI CXeMU IpUMaHHS Ta0leTOK MOXHa YHUKHYTH 3HUKEHHS
KOHTPALEIITUBHOI'O 3aXUCTY. fAKIIO0 AOTPUMYBATUCS OOHOTO 3 HUXK4YEHaBeOeHUX BapiaHTiB, TO HE
BUHHKHE HeoOXigHOCTi



BUKOPHUCTOBYBATHU NOJATKOBI KOHTPAIENITUBHI 3aC00M 3a YMOBH MTPABUIIBHOTO IPUUMaHHS TabIeToK
IIPOTSATOM 7 OHIB OO IPOMYCKY. fAKIIO Iie He TaK, PEKOMEHAYEThCSI JOTPUMYBATHUCS MEPIIOTO 3
HUK4YeHaBeeHUX BapiaHTiB 1 BUKOPUCTOBYBaTH JOOATKOBI 3aCTEPEXHI METOOU IPOTATOM
HaCTyIHUX 7 OHIB.

1. Crnig IpUUHATU OCTAHHIO NIPOMYIIeHY TabIeTKy SKoMora IIBU/IIE, HaBiTh SIKIIO JOBEIEeThCS
NPUMHATY 2 TabneTKu ogHO4YacHO. [Ticnsa 11b0ro IpooBXKyBaTH NPUMMaTH TaOIeTKX y 3BUYHUYN Yac
0 3aKiHUeHHS 3aCTOCYyBaHHS aKTUBHUX TalbneTokK. 4 TabneTkaMu 1arebo 3 0CTAHHBOTO PAAY
HeoOxiIHO 3HeXTyBaTH. TableTKN 3 HaCTYIHOI YIIAaKOBKHU CJIif T04YaTH IpHUMaTH Ofpa3y XK IMicis
3aCTOCYBaHHS OCTaHHBOI aKTUBHOI TaOneTKu. MaioiMOBipHO, 110 KPOBOTEYA BigMiHM IIOYHETHCS [0
3aKiH4YeHHSs NMPUUMaHHS BCiX aKTUBHUX TAa0JIETOK 3 APYroi yIIaKOBKM, X04a IIifl Yac MpuiMaHH
TabJIeTOK MOXYTh CIIOCTEPIraTUCs KpoBOMa3aHHS a00 MpopuBHA KPOBOTEYa.

2. MoxHa TaK0X IPUNUHUTY IPUUMaHHS aKTUBHUX Ta0JIeTOK 3 MOTOYHOI yIlaKoBKH. I10TiM cif
npuiiMaT TabneTKy manebo 3 0CTaHHLOTO PSAY MPOTATOM 4 [HIB, BKJII0YAIOUM [OHI IPOIIYCKY
TabneToK; MpuitMaHHs TabIeTOK CJIifl T0YaTH 3 HAaCTYIIHOI yIIaKOBKH.

AKI10 micysg TPOMyCcKy Y MpHiMaHHi TabIeToK BiiCyTHS O4YiKyBaHa KpOBOTedYa BigMiHU IIPOTSATOM
TIepIIoi HopMaJIbHOI IEPEPBH y IpUiMaHHi IpenaparTy, To iMOBipHa BaTriTHICTE.

PexomeHOauii y aunadky po3siadie 3 60Ky WAYHKOBO-KUWKOB0O20 MPAKmy

YV BUNAOKY TSIKKHX PO3/IafdiB 3 60Ky IITYHKOBO-KUIITKOBOTO TPAKTY (HAIpHUKIIa, O0BaHHS abo
Iiapesi) MOXKJIMBe HEIIOBHE BCMOKTYBaHHS IIpenapary. Y TaKoMy pa3i CJIiff 3aCTOCOByBaTH OOAATKOBI
3acobu KoHTpalemnilii. AKio 6110BaHHS 110YaJIOCh YIIPONOBXK 3-4 TOOUH Iicg IPUMMaHHS aKTUBHOI
TabNeTKH, TO IKHAUIMIBUIIE He0OXiIHO IPUNHATY HOBY (3aMicHY) TabnmeTKy. HacTynHy TabieTKy,
SKITI0 MOKJIUBO, CJIi IPUUHATY IPOTATOM 24 TOOUH Y paMKax PeXXUMy 3BUYAUHOI0 IIPUUOMY
tTabneTku. AKIio MuHYo Oinbine 24 TOOWH, TPUNHSATHOI € peKOMEHIallisl, HaBeqeHa BUIIle Y pPo3Mmisi
«Croci6 3acTocyBaHHS Ta Ho3u» HMiANyHKT «Il]o pobuTH y BUMIQKY MPOIYCKY MIPUIOMY TaOIeTKU».
fAKmio XkiHKa He X04e 3MiHIOBaTH CBii rpadik 3acTocyBaHHS TabeToK, 11 HEOOXigHO IPUNHATH
IONaTKOBY Ta0leTKy(1) 3 HaCTYIHOL yIIaKOBKHU.

S gi0mepmiHy8amu HACMAaHHA Kpogomeui 8i0MiHU

[ITo6 3aTpuMaTu 1epiog HaCTaHHS KPOBOTEUi BiTMiHHU, CJIif ITPOAOBXKYBAaTH IPUAMaTH TablIeTKU
npemnaparty [idbeHa 3 HOBOI YIIaKOBKY i He MpHiMaTH TabaeTKH Iiiane6o 3 TOTOYHOI YIIaKOBKH.
k110 € 6axkaHHS, TEPMiH TPUUMaHHS MOXKHA ITPOJOBXKUTHU aX M0 3aKiHUeHHS aKTUBHUX TabIIeTOK i3
OpYyToi yImakoBKHU. [IpHu 1[bOMY MOXKYTb CIIOCTEPIiraTUCS IPOPHBHA KPOBOTEYa a00 KPOBOMA3aHHS.
3a3Buyall npuiiMaHHs npenaparty [ibeHaa BigHOBIIOIOTH Micg NpUMaHHS TablIeToK Iale6o.

[ITo6 3mMicTUTH Yac HaCTAHHS KPOBOTEYi BiIMiHM Ha iHIIUY [IeHb TUXKHS, PEKOMEHIYETbCS CKOPOTUTHU
TIepepBy y NpuiiMaHHi TabneToK niane6o Ha CTiMbKY OHIB, Ha CKinbKU O6axaHo. CIlif 3a3HaYUTH, 1110
YUM KOpOTIIOI0 Oyfie ImepepBa, TUM YacCTillle CIIOCTEPIiraeThCs BiACYTHICTh KPOBOTEYi BiIMiHM Ta
1I0siBa IIPOPHBHOI KPOBOTEUi a0 KpOBOMa3aHHS MPOTATOM IpUMaHHs TaOlIeTOK 3 APYroi yImakKoBKU
(9K iy BUITaIKy 3aTPUMKU HaCTaHHS MEHCTpyallil KpOBOTeUi BifMiHMU).

Himu.

[Ipenapat moka3aHuii A1 3aCTOCYBaHHS 3a IPU3HAYEHHSM JIiKaps TiJIbKY MiC/IS HACTAHHS CTaIuX
MEHCTpYyalliil.



Ilepedo3yeaHHsi.

IoTenep HEMAaE KOOHUX JAaHUX KITIHIYHUX JOCIiAKEHbD IIOMI0 Tepefo3yBaHHs TablIeToK Ipenapary
Hidbenpa. Ha migcTaBi 3arambHOr0 OOCBiAY 3aCTOCYBaHHS KOMOIHOBAaHUX IIEPOPANIbBHUX
KOHTpPAIIENTHBIB IIpU Iepego3yBaHHiI MOXKe CIIOCTepiraTucs HymoTa, O/II0BaHHS, Y MOJIOAUX IiBYaT -
nixBoBa KpoBoTeda. CreliabHOTO aHTUOOTY He iCHYE, MiKyBaHHS MTOBUHHO OyYTH CUMITOMATUYHUM.

ITo6iuni peakuii.

[ITomo cepiio3uux MOOGIYHUX Peaklliil y MallieHToK, aKi 3acTocoByioTh KOK, quB. TaK0XK pO3[in
«OcobnuBoCTi 3acTocyBaHHS». Huxk4e3a3HaueHi no0iyHi peakiiii criocTepiranucs mig 9ac
3acTocyBaHHs npemnapaty [liberna (muB. Tabmuio 4).

Y tabnuni 4 HaBemeHo M0o6GiUHI peakiii 3rimHO KnaciB Ta cucteM opraHiB MedDRA. HYacTtoTa
IpuBefieHa Ha OCHOBI KJTiHiUHUX HaHuX. Haiibineim npuitHATHI TepMiau MedDRA Bukopucrasi gis
ONNCY IIeBHUX Peaklliil Ta 1X CHHOHIMIB i IOB’sI3aHUX CTaHiB.

Tabnuus 4

YacToTa no0iYHUX peakllili, Ipo SKi MOBiAOMIISIIOCS Y MPOIeci KIiHIYHNX AOCTiAXKeHb IpenapaTy
IideHma K opanbHOTO KOHTPALIENITUBY Ta AJIS JTIKyBaHHS HeBaxXKol pOpMU aKHe 3TifHO TEPMIiHIB,

KiaciB cucteM opraHiB MedDRA.
Knacu ta cuctemu  [Jacto Heuacto Pinko HacToTa
opraniB (MedDRA,  |(=1/100 Ta <1/10) (=1/1000 Ta (=1/10000 Ta <1/1000) HesinoMa
Bepcisg 9.1) <1/100) (HEMOXKITUBO
OIIIHHUTH 3a
HasBHUMU
MaHMMM)
[Hbekii Ta iHBa3il Kanmumos
3 60Ky CHCTEeMHU AHeMisT, TpoMOoLUTEeMis
KPOBOTBOPEHHS Ta
miMmbaTHYHOI cucTeMu
3 00Ky iMyHHOI Anepriuni peakiii [TinBuieHa
cucTeMn qyTIUBICTH
3 60Ky eHIOKPHUHHOI EHOOKPUHHI po3agu
cucTeMn
3 60Ky 0OMiHY [TinBUILIEHHS AlEeTUTY,
[PEYOBUH Ta QHOPEeKCid, rinepkanieMis,
Xap4YyBaHHS TimoHaTpieMisa
[TcuxiyHi po3nagu Emorritina na6inbHicTh|Iempecis, AHOpTa3Mmisi, 0e3COHHS
HEPBO3HICTb,
COHIUBICTH
3 60Ky HEPBOBOI ComoBHUH Ol 3amaMopouyeHHs, |BepTuro, Tpemop
crucTeMu rapecTesis
3 00Ky opraHiB 30py KO0H'10HKTUBIT, CyXiCTh 04eH,
MOPYLIEHHS 30DpY
3 60Ky ceplis Taxikappis
3 60Ky cymuH Mirpess, Bapuko3He|dnebiT, CyouHHI PO3Iay,
PO3IINUPEHHST BeH, [|HOCOBa KpOBOTEUa,
apTepianbHa HenpuTtoMHicTs, BTE, ATE
rinepTeHsis




3 60Ky LITYHKOBO-
KHUIITKOBOT'O TPAKTY

HymoTa

AOIOMIiHAIbHUNA
0inb, OII0BAHHS,
MUCIIeIICis,
IMeTeopuamM,
TacCTPUT, fiapes

30iMbLIEHHS XKUBOTA,
[ITYHKOBO-KUILKOBI PO37Iaau,
BiTUyTTS HAIlOBHEHHS
[TyHKOBO-KUIITKOBOT'O TPAKTY,
XxiaTajbHA IPUXKa, KAHOUO3
[POTOBOI TOPOKHUHM, 3aTIOP,
CyXICTB y POTI

epuTeMa, TinepTpuxo3,
po3nany 3 60Ky IIKipH,
PO3TSAXKKY, KOHTAKTHUHN
mepMaTuT,

boTo-uyTNIHBUIA
mepMaTuT, HOoyJIspHa MKipa

3 6oky bBine y 2KOBYHOMY MiXypi,

remaToOimiapHoi XOTIEITUCTUT

cucTeMn

3 OOKy LIKipH Ta AKHe, cBepOixX, Xoa3ma, ek3eMa, anomnerriss, |MymbTH-GOPMHA
MigIKipHOl BUCUTIaHHSI akHeOPMHUY IepMaTHT, epuTeMa
KJIITKOBUHU CYXiCTh IIKipH, HOMO3HA

3 60Ky M's130BOI Ta
CITONTyYHOI TKAaHUHU

Binb y cniuHi, 6inb y
KiHIIiBKaxX, CyIOMU
ImM’s13iB

3 Goky
PENPONYKTHUBHOI
cucTeMu Ta
[Monouynux 3a5103

b0JI04icTh MOTOYHUX
3a7103, MeTpoparis*,
aMeHopes

BarinambHUMR
KaHOMO03, TAa30BUHU
0i11h, 30iIbIIEHHST
IMomouHMX 3a/103,
(hiOpo3HO-KiCcTO3HA
MaCTOIIaTis,
IMaTKOBi/ BariHambHi
KPOBOTEUi*,
BUiJIEHHS 3i
CTaTEBUX OPTaHiB,
TIPUIIJIMBY, BariHIiT,
[IOPYIIeHHS
MEHCTPYaIbHOT0
LUKy, JUCMEHOpes,
rinmoMeHopes,
IMeHOparis,
BariHaJibHa CYyXIiCTh,
CYMHiBHUU Ma30K
[lanaHikonay,
BHUXKEHHS J1i0imo

[lucrapeyHisi, ByJIbBOBAriHiT,
[TOCTKOITaJIbHa KPOBOTEYA,
KpPOBOTeYa BifMiHM, KHCTa
MOJIOYHOI 3aJ103H, TinepIia3is
MOJIOYHOI 3aJ103H,
HOBOYTBOPEHHS Y MOJIOYHIN
3411031, ITOJIIMl MUUKY MaTKH,
aTpodis eHIOMETpis, Kucra
sieuHUKa, 30iTbIIEHHS MaTKU

3aranpHi po3nmagu

ACTeHis, MigBUIIEHE
TOTOBHU[IiJICHHS,
HaOpPSIK
(reHepamizoBaHuM
Ha0psK,
nepudepudHun
Ha0OpsK, HAOPsAK
001y Ys)

He3nyxanusa

[TocmimkeHHs

30inIbIIeHHST MacHu
Tia

3MeHIIeHHSI MacH Tija

*HeperyIsipHi KPOBOTEUi 3a3BMYall 3HMKAIOTh IIPY IIPOJIOBKEHHI Tepartii.

Onuc okpeMux moOiYHUX PeaKIlii

Y xkinok, ski npuimanu KI'K, cnoctepiraBcs nmifBuilieHu# pu3uK PO3BUTKY BEHO3HUX ab0
apTepianbHUX TPOMOOTUYHUX Ta TPOMOOEeMOOTIYHUX SBUII, Y TOMY YHUCIIi iHGapKTy MioKapaa,



incynety, TIA, BeHO3HOTO TpoM6G03y Ta TEJIA, 5iKi meTanbHille onucaHi y po3gini «Oco0auBoCTi
3aCTOCYBAHHA».

Huxue3za3HaueHi cepiio3Hi mobiuHi peakii cnocTepiranucs y XKiHOK, sKi 3acTocoByioTs KOK, 1110
TaK0XK Oyiu onucaHi y po3mini «OcobIuBOCTI 3aCTOCYBaHHS»:

e BeHO3Hi TpomMOoeMOOTiuHi po3nanu;

e apTepianbHi TPOMOOEeMOOTIUHI Po3IaIy;

* apTepianbHa rinepTeHs3is;

e NyXJINHU [E€YiHKY;

¢ PO3BUTOK a0 3arOCTPEHHS 3aXBOPIOBaHb, IS IKUX 3B’130K i3 mpuiiomoMm KOK He 3’sicoBaHUM
0CTaTO4HO: xBopoOa KpoHa, HecrienudpiyHmii BUpa3KOBUY KOJIIT, €IiJIeNicis, MioMa MaTKH,
nop@ipis, cCHCTeMHUY YePBOHUU BOBYAK, repliec BaritHux, xopes CigeHxaMa, reMOJIiTUKO-
YPEMIYHUYU CUHOPOM, XOJIeCTaTUYHa KOBTSHULIS;

® XJI0a3Ma;

e ToCTpi ab0 XpoHiYHi po3namu QyHKII MeYiHKy, M0 MOXKYTh MOTPeO0yBaTH NIPUIUHEHHS
3actocyBaHHS KOK, moku MOKa3HUKY (PYHKIIII TeYiHKY He TOBEPHYTHLCSA 10 HOPMU;

* Yy XIHOK 3i CIIagKOBOIO CXUJIbHICTIO 0 @aHT1I0HEBPOTUYHOI0 HAaOpAKY €K30TeHHi eCTPOTeH:
MOXKYTh CIIPUYUHUTH @00 ITOCUTIOBATH CUMIITOMY aHTiOHEBPOTUYHOTO HAOPSIKY.

YacToTa [iarHOCTyBaHHS PaKy MOJIOYHOI 3a/I031 [IeIl0 MigBUIIYETLCS Cepeql XKiHOK, SKi
3acTtocoByoTh KOK. OcKinbKu paK MOJIOUHOI 3aJI03¥ Y XKiHOK BikoM 10 40 pPOKiB 3yCTpida€eThC PimKo,
30inbIIeHHS KiTbKOCTI BUNIAJKIB OiarHOCTYBaHHS paKy MOJIOYHOI 321031 Y XKIiHOK, SIKi 3aCTOCOBYIOTh
HUHi ab0 HemogaBHO 3acTocoByBanu KOK, € He3HAUHUM IIOMI0 PiBHSA 3arajlbHOTO PU3UKY PaKy
MOJIOYHOI 3a71031. B3aemMo03B’530K i3 3acTocyBanHsIM KOK HeBimomuii. [[UB. TaKOXK PO3MiNu
«IIpoTtunoka3anHs» Ta «OCoOOIUBOCTI 3aCTOCYBAHHS».

B3zaemodii

[TpopuBHi KpoBOoTedi Ta/ab0 3HUKEHHS KOHTPALIEIITUBHOI [Iii MOXKe BUHUKHYTH BHACJIiIOK B3a€MOZil
iHmuX nMiKapchKUx 3aco0iB (IHAYKTOPIB (hepMeHTIB) 3 OpaJbHUMM KOHTpaleNTHBaMu (OUB. PO3Mis
«B3aeMopis 3 iHIMMMY JTiKapChbKUMHU 3ac00aMu Ta iHIII BUAM B3aEMOIiii»).

ITocmmapkemuH208i 0aHi (3acmepedicetHs onpuatoOHeHi LleHMpoM ouiHKu ma 00CAi0H#CeHHs
nikapcovkux 3acobie (CDER) FDA)

Y 5 gocnigkeHHSX, Y SKUX OPiBHIOBAIX PU3UK BUHUKHEHHS PaKy MOJIOYHOI 3aJI034 y THX, XTO KOJIH-
HeOyZb 3aCTOCOBYBaB (IpuiiMa€e 3apa3 4yu npuitMaB y MunynoMmy) KOK, i Tux, xTo HiKONMM He
3actocoByBaB KOK, He 6yno BusiBneHo 3B’s13Ky Mix BukopuctaHHIM KOK i pu3nkoM BUHUKHEHHS
paKy Mo04HOI 3a103H (3 ouinkamu edekty Big 0,90 mo 1,12).

Y TprOX HOCTigKEeHHAX IOPiBHIOBAIN PU3UK BUHUKHEHHS paKy MOJIOYHOL 3aJI03U Y THUX, XTO IPUUMaE
KOK a6o nemuromasHo npuitMaB KOK (< 6 mics1iB 3 MOMEHTY OCTaHHBOT'O 3aCTOCYBaHHS), i TUX, XTO
Hikonu KOK He 3acTocoByBaB. B 0HOMY 3 IIUX JOCIIiIXKEHB [T0BiIOMIIAJIOCS IIPO BiICYTHICTH 3B’43KYy
MiX pH3WKOM BUHUKHEHHS paKy MoJI04HoOl 3a03u i BxkuBaHHAM KOK. [[Ba iHIIKUX JOCHiIXKEHHS
BUSIBUJIM IiOBUIIIeHUH BimHOCHUYM pu3uk 1,19-1,33 npu noTouHoMmy ab0 HellogaBHOMY 3aCTOCYBaHHi.
OO6wupBa 1i HOCTIXKEeHHST BUSIBUIIY IiBUIIIEHUN PU3UK BUHUKHEHHS PaKy MOJIOYHOI 3aJI03U IIpU
TPUBAJIOMY 3aCTOCYBaHHI, IPUYOMY BifHOCHUU PU3UK KonuBaeThCd Bif 1,03 npu BukopuctarHi KOK
MeH1e 1 poky mo npubnausso 1,4 nmpu BukopuctanHi KOK 6inbine 8-10 poxkis.

ITogidomaeHHs npo nido3prosaHi nobiuHi peakuyii

[ToBimoMneHHs PO Mif03pIoBaHi Mo6GiYHi peakiii y mepiofl MOCTMapKeTUHTOBOT'O CIIOCTEPEKEHHS €



nyKe BaXK/IUBUMHU. Lle Jae MOXKIIMBICTD 3[iMCHIOBATA KOHTPOJIb 3a CITiBBiTHOIIEHHSIM KOPHUCTh/PU3UK

OJIsT JTiKapchKuX 3ac0o0iB. MenuyHi mpalliBHUKY TTOBUHHI MMOBITOMJISTH PO Migo3pioBaHi mobiuHi
peaxiril.

Tepmin npudamHocmi. 3 POKH.

YmMmoBH 30epiranns.
30epiraTu B OpUTiHANBHIN YIIaKOBI Tpy TeMIepaTypi He Buile 25 °C.

30epiraTv B HEJOCTYIITHOMY [JIsS OiTEM MicCIIi.

VnaxoBka.

ITo 28 Ta0/1eTOK, BKPUTHX IUTiIBKOBOIO 000/I0HKOI0, ¥ OticTepi (24 TaGneTKH pokeBoro Ta 4
tabmeTku nnauebo 6inoro Kompopy); mo 1 6icTepy pa3oM 3i CTUKEPOM 3 HAaHECEHUMU OHSIMU
TUXKHA Y KapTOHHIN IayIy.

Kareropis Bignmycky. 3a penentom.

3asiBHHUK.

3eHTiBa, K.C.

Micue3HaxoKeHHsI 3asiBHHKA Ta ajJjpeca MicIisi IpoBaJKeHHsI HOro JisyIbHOCTi.

[Tpara-10 Tomui Mexonynu, Y kab6enosuu 130, momrosui ingekc 10237, Yecbka Pecmy6itika.

BupoOHUK.

JTab6opatopioc Jleon ®apma C.A.

Micue3HaxoaKeHHs1 BHPOOHHKA Ta ajjpeca Miclsi MIPOBaIKeHHsI HOT0 TisIbHOCTI.

C/J1a Bannina c/u, [Tonirono Ingactpian HaBaTemxkepa, Binnaksinambpe, 24008-JIeosn, IcnaHis.



Y pagsi BuHUKHeHHS HebakaHUX MIPOSIBiB, MOOIYHMX peakuiil abo ¥ pasi BigCyTHOCTI TepaleBTUYHOI il
HeoOXifHO IoBimoMuTH 3a agpecoo TOB «3EHTIBA YKPATHA», 02002, m. Kuis, BpoBapchKuii
npocmekT, 5 «M», ten./bakc 38 044 517-75-00, enektponHa agpeca PV-Ukraine@zentiva.com.
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