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
CIiocTepiranacs akTUBHICTh S€YHUKIB, BKIII0YalO4HY OBYJISALI0, IOPIBHAHO i3 XiHKaMU 3 24-0eHHUM
pexXuMOM. AKTUBHICTh SIEUHUKIB IIOBepTajacs g0 PiBHIB, 1[0 OyJIK OO MOYATKy Teparlii MpoTATroM
UKy mmicns Tepamil y 91,8 % XiHOK i3 24-IeHHUM PeXUMOM.

[Tpenapart [lideHma - e KoMOiHOBaHUM OpaIbHUM KOHTPAIIEIITUB 3 €TUHINIECTPadioioM Ta
IIPOreCTOreHOM OPOCIIIPEHOHOM. Y TepaleBTUYHUX [03aX OPOCIIPEeHOH NIPOSABIIAe aHTUAHAPOTeHHI Ta
IIOMipHi aHTHMiHEePaJIOKOPTUKOIAHI BIaCTABOCTI. BiH He Ma€e eCTpOTeHHO], TTIIOKOKOPTUKOIAHOL Ta
QHTUTTIOKOKOPTHUKOINHOI aKTUBHOCTI. OTXKe, IPOCIipeHOH Ma€ CX0Xul hapMaKoJIoTiyHUY TPOodins i3
IIPUPOLHUM IIPOreCTEPOHOM.

3rigHO JaHUX KJIIHIYHUX OOCIIIXKEeHb IOMIpHI aHTUMiHEPaTOKOPTUKOIAHI BIaCTUBOCTI IIpemnapaTy
[ipeHma Tpu3BOOATEH OO MIOMIPHOTO aHTUMiHEPAIOKOPTUKOITHOTO BILJIUBY.

Byno npoBeneHo gBa 6araToleHTPOBUX, IOABIMHMUX CIIIMKX, paHAOMi30BaHUX, Ilale6o-
KOHTPOJIbOBAaHUX MAOCTiMKEHHS [/ OIliHKY e(peKTUBHOCTI Ta 6e3MeKH 3aCTOCYBaHHS IIpenapaTy
Hidenna xkiHkaM 3 acne vulgaris cepeHbOT0 CcTyneHs. [Ticns 6 MicsIiB Teparil, TOPiBHSHO 3
nnaiebo, IpenapaT IPOgeMOHCTPYBaB CTaTUCTUYHO 3HAUYIINM edeKT 3HNKeHHS Ha 15,6 % (49,3 %
mopiBHAHO 3 33,7 %) KinbKOCTI 3ananbHux eneMeHnTiB, 18,5 % (40,6 % nopiBHsAHO 3 22,1 %) KinTbKOCTI
He3allaJIbHUX efleMeHTiB Ta 16,5 % (44,6 % nopiBusHO 3 28,1 %) 3aranbHOI KiTbKOCTI BUCUIIAHb.
Takox Oinbiuit BigcoTok cy0’ekTiB, 11,8 % (18,6 % mopiBHsHO 3 6,8 %), OYB i3 «YUCTOI0» Ta «MaNKe
YHCTOIO» IIKIPOIO, sIKi OIiHIOBanucs 3a mkanoo ISGA (Investigator’s Stated Global Assessment).

dapmakoKiHemuxka.
[IpocrnipeHOH

BcMokTyBaHHA. [lepopanbHO NPUMHATHAN OPOCIIPEHOH IIBUAKO i TOBHICTI0 BCMOKTYETHCH.

MakcuMasnibHa KOHLIEHTpAllis Y CUPOBaTIi KPOBI, 1110 CTaHOBUTE 38 HI/MJI, JOCATAETHCSA NMPUOIU3HO

yepe3 1-2 roguHU micnsg 0OGHOPa30BOI0 IIePOPaIbHOTO 3aCTOCYBaHHS. biogOCTYIIHICTh CTAHOBUTH
76 — 85 %. OgHOYacHe BXKUBAHHS 1Ki He BIIJIUBA€E Ha 0i0HOCTYMHICTh APOCIiPEHOHY.

Posnopin. Ilicng mepopaspHOro 3aCTOCyBaHHA KOHIIEHTPALiA APOCIIPEHOHY B CUPOBATLIL KPOBI
3HUXKYETHCS i3 CepefHiM KiHIIeBUM IIepiogoM HamiBBUBedeHHs 6u3bKo 31-1 rogunu. [IpocnipeHoH
3B’SI3yETHCS i3 CUPOBATKOBUM albOyMiHOM, TP LIbOMY He 3’€IHYIOUUCH i3 CTATEBUMU CTEPOifaMu
(I'3CC) Ta KopTHK0in03B s13ytouuM riodymainom (I'3K). Tinbku 3-5 % ioro 3aranabHOi KiTbKOCTi B
CHUPOBATI KPOBI HagBHI y BiIbHOMY cTaHi. ClipuynHeHe eTuHinectpagionoM nigsuliess ['3CC He
BIIJIUBA€E Ha 3B’sI3yBaHHS APOCIiPEHOHY 3 IpOoTeiHaMU CHpPOBAaTKX KpoBi. CepenHilt 00’'eM po3Moniny
OPOCHIIpeHOHY 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 PU3UK PO3BUTKY BeHO3HOI TpoMmboeMOoii (BTE):

o BTE Ha manuit yac, 30KpeMa BHACIIIOK Tepallii aHTUKoarynisiHTaMu, abo B aHaMHe3i (HallpuKiIaz,
Tpom0O03 rubokux BeH (TT'B) abo TpomOoeMmObortist mereneBoi aptepii (TEJIA));

0 BigoMma cmapgkoBa a6o HaOyTa cxunbHIiCTh 1o BTE, Taka SIK pe3UCTEHTHICTh 10 aKTUBOBAHOI'O



npoteiny C (y Tomy uuchi myTaris ¢akropa V Jleiimena), geginut antutpom06iny-II1, medinut
npoteiny C, nedinut npoTeiny S;

0 BeJIMKi OIepaTHUBHI BTPy4YaHHS 3 TPHBAJIOI0 iMMobini3alrieo (quB. po3min «OcobmIuBOCTi
3aCTOCYBaHHS»);

o Bucokuy pu3uk BTE yepe3 HasBHICTh MHOXKXUHHUX (HaKTOPiB
PHU3UKY (muB. po3min «OcoBGIUBOCTI 3aCTOCYBAHHS»).

HasBHicTh ab60 pU3UK PO3BUTKY apTepianbHol TpoMOoeMbomil (ATE):

o HasBHicTh ATE Ha maHu# 4ac abo B aHaMHe3i (HampuKiaf, iHpapKT Miokapaa) abo HasgBHICTb
IIPOOPOMaIbHUX CUMIITOMIB (HalpuKiaf, CTeHOKapHis);

0 IOpPYIIEeHHS MO3KOBOT0 KpOBOOOIry Ha maHui Yac abo B aHaMHe3i, HasiBHICTh IPOAPOMabHUX
CUMIITOMIB (HallpuKiaf, TPaH3UTOPHA imeMiuHa aTtaka (TIA));

0 BimoMa cmamkoBa abo HaOyTa cxunbHiCTh 10 ATE, Taka SK TimeproMoIucTeineMis Ta aHTUTiNA OO0
dbocdomimigiB (aHTUTINIA [0 KapioMimiHiB, BOBUaKOBUY aHTUKOATYJISHT);

0 MineHI: i3 BOTHUIIIEBUMU HeBpOJIOI‘i‘-IHI/IMI/I CUMIITOMaMH B aHaMHe3i;

0 BuCOKuM pu3uk ATE depe3 HasiBHICTh MHOXKUHHUX (PaKTOPiB pU3UKY (AUB. po3min «OcobnuBocTi
3acToCyBaHHS») ab0 4epe3 HagBHICTb OHOTO CEePHO3HOT0 (haKTOPYy PU3UKY, TAKOTO SK:

- IIyKpOBUii fiabeT i3 CyAMHHUMH yCKJIafHEHHSIMUY;
- TsIKKa apTepiaiibHa TinepTeHsis;
- TSI2KKa [UCIIMONPOTeIHeMis.

HasiBHICTh TSIKKOTO 3aXBOPIOBAHHS IMEYiHKY Ha MaHWH 4ac abo B aHaMHEe3i, TOK’
IIOKa3HUKY QYHKIIi1 IEYiHKY He MOBEPHYINCSI Y MeXi HOPMH.

HasiBHiCTH Ha maHUY Yac abo B aHaMHe3i paKy MOJIOYHOI 3aJI034, IKUU MOXkKe OyTu
TOPMOHOYYTIUBUM (OUB. Po3min «OcoONMMBOCTI 3aCTOCYBaHHA», MiAPO3MdiNn «3n0gKicHi
HOBOYTBODPEHHS»).

HupkoBa HENOCTATHICTh TSIKKOTO CTyIeHs abo rocTpa HUPKOBa HEJOCTATHICTh.
HasiBHiCTH MyXJIMH MEeYiHKY Ha HaHUU Yac abo B aHaMHe3i (MoOposiKicHUX abo 370SKiCHUX).

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

BariHanmpHa KpoBOTe4a He3'siCOBaHOI €Ti0mOril.
[TigBuIneHa YyTIUBICTH [0 AiI0UMX PeYoBHH a00 0o OyOb-IKOTr0 3 KOMIIOHEHTIB IIpemapary.

HidbeHpga mpoTUIOKa3aHa IJIsT OQHOYACHOT'0 3aCTOCYBAHHS 3 TiKApChKUMU 3aco0aMHu, 1110
MicTATH oMOiTacBip/mapuTanpeBip/puToHaBip Ta facabyBip, abo mikapchbkuMu 3acobaMu, I10 MIiCTSATh
rnekamnpesBip/nibperTacsip (muB. po3minu «OcoO6nMMBOCTI 3aCTOCYBaHHA» Ta «B3aemogmis 3 iHIIUMYU
JiKapChKUMH 3aco00aMu Ta iHIIi BUAKW B3aEMOIiN»).



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 Kasiio B cupoBaTiii KpoBi. OgHaK ogHOYaCHe 3aCTOCyBaHHS Ipemnapary [idbeHna Ta
aHTaroHiCTiB anbgoCTepoHy abo Kamnii3bepiraloyux AiypeTUkKiB He HOCTIAXKYBaIoCs. Y I[bOMY BUMAKY
piBeHb KaJtiio y CUpOBaTIli KPOBi MOTPiOHO HOCTigXKyBaTH IPOTATOM IIEPIIOTO LUKITY JTiKyBaHHS (IUB.
TAK0XK po31in «Oco6IUBOCTI 3aCTOCYBaHHS»).

dapMakogrHaMiuHi B3aEMOMil

OpHovyacHe 3aCTOCYBaHHA 3 JIKAPCHKUMHU 3ac00aM¥, 110 MiCTSTh
oM0iTacBip/mapuTamnpesip/puToHaBip Ta gacabysip i3 abo 6e3 pubaBipuny abo
TIeKanpeBip/miOpeHTacBip, Moxe 30iMbIIUTY PU3UK HmigBuIeHHs piBHSI AJIT (DuB. po3minu
«IIpoTunoka3aHHsI» Ta «OcobIUBOCTI 3acToCyBaHH»). OTXKe, MalliEHTU IOBUHHI IePeuTH Ha



anbTepHATHBHUM METON KOHTPalleNil (Hanpukiag, Juile KOHTpalenIis nporectareHoM abo
HETrOpMOHAaJIbHI MeTOAM) IIepEeN II0YaTKOM TaKOT0 KOMOIHOBAaHOTO PEXKUMY JTiKyBaHHS. 3aCTOCYBaHHS
npemnaparty [didbeHma MoXKHa BiTHOBUTH Yepe3 2 TUXKHI ITiC/Is 3aBepIIeHHST KOMOIHOBAHOT'0 PEXKUMY
JIIKyBaHHS.

Oco6.1ueocmi 3acmocyeaHHsi.

Pimenns npo npu3HadeHHs npenapaty [idbeHOa ciig npuiiMaTé 3 ypaxyBaHHSIM iHAUBIAyalbHUX
(dhakTOpiB PU3UKY XKIiHKH, 110 iICHYIOTh Ha JaHUU MOMEHT, Y TOMY YHCJIi (haKTOPiB PU3UKY PO3BUTKY
BTE, a Takox pu3uky BTE, moB’sa3aHoro 3 mpuiiomoM npenapaty [ipenna, mopiBasAHOo 3 inmmmu KI'K
(muB. po3minu «ITpoTunoka3aHHI» Ta «OCOOIMBOCTI 3aCTOCYBaHHS»).

ITonepeaxkeHHsI

[Tpu HasIBHOCTI OyIb-IKUX CTaHiB a00 GpaKTOpiB pU3UKY, 3a3HAUYEHUX HUXKYE, CJIil OOTOBOPUTH 3
JKIHKOIO JIOIIIIbHICTh 3aCTOCYBaHHA Ipenaparty HidbeHaa.

Y pagzi 3arocTpenHs abo Mpu MepIIux MposBax O0yab-IKUX i3 BKa3aHUX CTaHiB a00 HaKTOPiB PUIUKY
JKiHKaM PeKOMEHAYEThCS 3BEePHYTHUCS [0 JIiKaps Ta BU3HAYUTH HEOOXiIHICTh MPUIUHEHHS IPUoOMY
npenapaty HibeHna.

Y pagzi nigo3proBanoi abo migTBepaxkernoi BTE a6o ATE crig npunuuuty 3actocyBanHs KI'K. fAkiio
po3rmoyaTa aHTUKOATY/ISHTHA Tepallis, clif 3a0e3MneYuTy albTepHATUBHY afleKBaTHY KOHTpPALEIIiio
yepe3 TepaTOreHHU BIJIUB aHTUKOATYISAHTIB (KyMapyuHH).

o [{upKynATOPHI po3Ianu
Pu3uk po3sutky BTE

3acrocyBanHs Oymab-akux KI'K migBuriye pu3uk po3BuTkKy BTE y XkiHOK, 5IKi iX 3aCTOCOBYIOTH,
MIOPiBHSHO 3 TUMH, SIKi IX He 3aCTOCOBYIOTE. [IpenmapaTH, 1m0 MiCTATH JIEBOHOPTreCTpe,
HOprecruMar ab00 HOPETHUCTEPOH, aconilITHCA 3 HH2KYUM pu3uKkoM BTE. 3acrocyBanHs
iHmmx mikapcbKux 3aco0iB, Takux siK [lideHma, Moxke NPU3BOAUTH 0 MiABHIIEHHS PU3HUKY
ynBiui. PimeHHs po 3aCTOCyBaHHA NpenapariB, OKpiM THX, [0 MalOTh HAHHHKIYHH PH3UK
po3Butky BTE, citig npuiMaTH JIMIIe mic/isi 00roBopeHHs1 3 kiHKo10. Heo0xigHo
NMepeKOHaTHCsI, [0 BOHA YCBimoM/Ii0€ pu3uK po3BuTKY BTE, aconiioBanui i3
3acTocyBaHHAM npenaparty [lideHna, cTynmiHs BIUTHBY HasiIBHHX Yy Hei (paKTOpPiB pU3HKY Ta
ToH (akT, mo pu3uK BTE € HAaWBHIIIUM IIPOTSATOM IEPIIOro POKY 3aCTOCYyBaHHA. 3a
neskumu fanumMu pu3uK BTE mozxke 3pocraTtu npu BinHOBIeHHI 3acTocyBaHHA KI'K micns
nepepBH y 4 THXKHi a00 moBLIe.

Y oBox i3 10 000 xiHOK, sKi He mpuiiMaioTh KI'K Ta He € BariTHuMHU, po3BuBaEThcsa BTE mpoTsarom
poky. OfHaK y K0XKHOI OKpeMol XKiHKM pU3UK MOKe OyTH 3HAYHO BUIIUM 3aJIeXKHO Bifl HasBHUX Y Hel
(baxTopiB PU3UKY (OUB. HUKYE).

BcranoBnero', mo 3 10 000 XiHOK, SKi 3acTocoBy0Th KI'K, 1110 MiCTATE APOCHipeHOH, y 9—12 XKiHOK
po3BuHeThca BTE mpoTsarom ogHOro poky. Lle mopiBHIOETHCA 3 ITOKa3HUKOM 6 y XIiHOK, fIKi
3acTocoByioTh KT'K, 1110 MiCTSATEH TEBOHOPTEeCTPET.

B o60x Bumaakax KinbkicTs Bunazakis BTE 3a pik Oyia MeHII00, HiXK 3a3BUYall O4iKyETLCS ITPOTITOM
BariTHOCTI a0 y MiCISAIOIOroBOMY IIepiofi.



BTE mMoxke mpu3BOAUTHU [0 JIeTalbHUX HACHiAKiB y 1—2 % BUMaKiB.

Kinekicts BumagkiB BTE #a 10 000 xkiHOK 3a oguH Pik

(=]

11i noxa3HUKM OTPYMAaHO Ha OCHOBI BCiX JaHUX eIifeMioIOriYHuX AOCTiAXKeHb 3 ypaxyBaHHSIM BiTHOCHUX
PpU3UKiB, 0B A3aHuX i3 npuitoMoM pizaux KI'K, mopiBasAHO i3 3acTocyBanusaM KI'K, mo MicTATh
JIEBOHOPTeCTPETL.

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

KT'K, 1110 MiCTSTh IeBOHOPTECTPET, TIOPIBHSAHO 3 TAKUM Y XKiHOK, sKi He oTpuMytoTh KI'K (61mu3eko 2,3-3,6
BUTIAMKY).

dakTopu puU3UKY po3BUTKY BTE

Pu3uK po3BUTKY BEHO3HUX TPOMO0OeMOOiYHUX YCKIagHEHD Y XKiHOK, Ki 3acTocoByioTh KI'K, Moxe
OyTu 3HaYHO BUIIUM IIpX HABHOCTi OOATKOBUX (HaKTOPiB PU3UKY, 0COOIUBO MHOXKUHHUX
(muB. Tabnuio 2).

3acTtocyBaHH4 npenaparty [ipeHga npoTunoka3aHe KiHKaM i3 MHOXKUHHUMY (paKTOpPaMU PU3UKY, 110
MO2Ke MigBUIINTY PU3UK PO3BUTKY BEHO3HOT0 TPOoMOO03y (OuB. po3min «[IpoTunokasaHHg»). AKIIo
JiHKa Mae Oibille OgHOTO (paKTOopa PU3NKY, 3POCTaHHS PU3UKY MOoXKe OyTH OiNbLUIuM, HiK cyMa
PU3UKIB, aCOII0BaHUX i3 KOXKHUM OKpeMuM (HakKTOpPOM, TOMY CJIifi BpaXxOBYBaTH 3aralbHUN PU3UK
po3Butky BTE. fKi1o criBBigHOIIEHHA KOPUCThH/PU3UK HECIIPUATIIUBE, He CIif npu3Hadatu KI'K
(muB. po3min «IIpoTUOKa3aHHI»).

Tabmnuig 2
dakTopu pU3UKy Po3BUTKY BTE
DaxTOp PU3UKY [Tpumitka
OxupiHHS (IHAEKC Macu Tina PH3MK 3HAYHO MiIBUINYETHCS MPU 30iNIbIIeHH] iHIEKCY
nepesumye 30 Kr/M°) MacH Tina.

Oco6nuBo oTpebye yBaru Ipyu HasBHOCTI iHIIUX
(hakKTOpiB PU3UKY.
TpuBana iMMoOini3allis, BeuKe Y Takux cuTyanisix peKOMeHAYy€EThCS IPUITUHUTU
olepaTHBHE BTPy4YaHHs, OIlepallid Ha 3aCTOCyBaHHS IpenapaTty (y pasi [IJIaHOBOTO
HUJKHIX KiHIIiBKax a00 opraHax Ta3a, OIepaTHBHOI0 BTPY4YaHHS LOHaNMeHIe 3a 4 TUXHI) Ta
HeUpoXxipypriyHi BTpydyaHHS abo He BIIHOBJIIOBATY 3aCTOCYBaHHS paHillle HiXK yepes
o0mupHa TpaBMa. 2 TUXKHIi IiCJg TIOBHOTO BiTHOBJIEHHS PYX0BOl aKTUBHOCTI.
3 MeTOI0 YHUKHEeHHS HebaXkaHO0l BaTriTHOCTI CTif
[TpuMmiTKa: TUMYacoBa iMMo0ii3alisi, BUKOPHCTOBYBATH iHIIIi METONY KOHTPAIEMIIil.
y TOMY YUCIIi IEPENIbOTH > 4 TOJuH,
TaK0XkK MOXKYTh OyTU (PaKTOPOM Crif po3TAgHYTU OOUiNTbHICTh aHTUTPOMOOTHUYHOI Teparlil,
pusuky po3BuTky BTE, oco6nuBo y  SIKIIO 3aCTOCyBaHHA mpenaparty HipeHma He Oyno
XKIHOK 3 iHIXMU (paKTOpaMu PU3UKY. IPUIKMHEHO NOIEepPenHbO.



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

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

BITHOCHO MOJIOLOMY Billi, HAIIPUKJIAL YIIOPAOgUTUCA 31 CIIeliaIiCToOM.

Bili 1o 50 poKiB).

IHIIi cTanu, noB’s13aHi 3 BTE Pak, cucTeMHUI YePBOHUY BOBYAK, T€MOIIITUKO-
YPEMIUHUY CUHAPOM, XPOHiIUHe 3allajibHe 3aXBOPIOBAHHS
KHUIIeYHUKY (xBopoba KpoHa ab0 BUpa3KOBUi KOJIIT) Ta
CepIomnoniOHOKITITUHHA aHEMis.

Bik Oco6mnuBo y Billi moHaz 35 poKiB

HeMmae equHOi OyMKH LION0 MOXKJIMBOTO BIIMBY BAPUKO3HOTO PO3LIMPEHHS BEH Ta IOBEPXHEBOTO
TpoMO0PebiTy Ha PO3BUTOK Ta MPOrpecyBaHHS BEHO3HOTO TPoMOO3y.

Heo06xigHo 3BepHYTH yBary Ha MigBUINEHUM PU3UK PO3BUTKY TpoMO0eMOoIil y mepion BariTHOCT,
0CO0/IMBO MIPOTATOM 6 THKHIB ITicIs moJoriB (iHpopMatiio oo nepiogy BariTHOCTI abo rogyBaHHSA
TPYOAI0 OUB. Y PO3AiNi «3acTOCyBaHHS Y Iepiof BariTHOCTI abo rogyBaHHS TPYLII0»).

Cumnrtomu BTE (TpoM603 riuookux BeH (TTB) Ta TpoMOoem0O0Jt1isi 1ereneBoi aprepii
(TEJIA)

KiHKaM CJIif MOpafuTH y pa3i 0gBY HUKUYEeBKa3aHUX CUMIITOMIB HEraiHO 3BEPHYTHUCS [0 JIiKaps Ta
IIOBIIOMUTH IIPO Te, 110 BOHU 3aCTOCOBYIOTH KI'K.

Cumnromamu TI'B MoxkyTh OyTH: omHOGIYHMI HAOPSIK HOTH Ta/abo CTymHi abo0 MinsgHKY Y3[MOBXK BEHU
Ha HOo3i; 6iy1b a0 mifBUIlleHa YYTIXUBICTh ¥ HO3i, IIJ0 MOXKe BifUyBaTUCS TiJIbKU IIPU CTOSHHI ab0
xonb0i, BifUyTTs Kapy B ypaXKeHill HO3i; To4epBOHIHHA a00 3MiHa KOIhOPY LIKipU Ha HO3i.

Cumnromamu TEJIA MoxyTh OyTH: panToBa 3agullKka He3'siCOBaHO!L €TioNorii abo IPUCKOpeHe
OUXaHHS; PAlTOBUU KallleJlb, MOXKJIMBO 3 KPOB'10; PANlTOBUM Oiflb y TPYOHIN KITiTIIi;
epeIHeIPUTOMHUYM CTaH a00 3aTaMOPOYEHHS; IIBUOKE a00 HEpPeryIsapHe CepreOuTTs.

Ieski 3 X CUMIITOMIB (HallpXKJyIa, 3aAuIllKa, Kalllellb) € Hecreuu@iyauMu abo MoXyTh OyTH
HEeIPaBUJIbHO iHTEPIIPETOBAHI SIK OibII MoIupeHi a0 MEeHII TSXKKi SBUIA (HApUKiamd, K iHpeKIrii
OUXAJIPHUX IIJISIXIB).

[H1I1i TPOSIBU BaCKYJISIPHOI OK/IIO3ii MOXKYTh BKJIIOYATH PANTOBUH Oinb, HAOPSK, TOCTPUM XKUBIT Ta
He3HayHe IIOCUHIHHSA KiHIIiBKH.

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

Pu3uk po3ButKky ATE
3a MaHUMHU eTifieMioIoTiuHUX [OCTiiKeHb 3acTocyBaHHA Oyab-akux KI'K acolitoeTbcst 3 migBUIleHUM
pusukoM ATE (iHpapkT Miokapaa) abo nepedpoBackynsapuux nogiu (TIA, incynsT). ApTepianbHi

TpoMOoeMOO TiuHi SBHUIA MOXKYTh MaTH JIe€TaTbHUHN HACITIOOK.

QaxTOpu PU3UKY PO3BUTKY ATE

[Tpu 3actocyBanHi KI'K pr3uK po3BUTKY apTepianbHUX TPOMO0EeMOOiYHUX YCKIIafHEHDb a00
11epeOpPOBaCKYIISIPHUX IIOMiM 3POCTAE Y XKIiHOK i3 pakTOpaMu pu3uKy (OuB. TabmuIlo 3). 3aCTOCyBaHHS



npemnaparty [ibeHOa TpoTUNIOKa3aHe, SKIIO XKiHKM MaloTh ONUH CEPHO3HUYN a00 MHOXKUHHI (aKTOpH
pu3uKy po3BUTKY ATE, siKi MOXKYTh MigBUIIUTH PU3UK PO3BUTKY apTepialbHOT0 TPOMOO3Y

(muB. po3min «[IpoTunoka3zaHHs»). AKIIO XkiHKa Mae Oinbie ogHOTO PpaKTOpa PU3UKY,
3pPOCTaHHS PU3UKY MoxkKe OyTu OilbIIMM, HiK CyMa PU3UKiB, acOIif0BaHMUX i3 KOXKHUM OKPEMUM
(hakTOpOM, TOMY CJIifi BpaxOByBaTH 3arajibHUM PU3UK. fKINIO CIiBBIHOLIEHHS KOPUCTh/PU3UK
HeCnpuaTauBe, He ciif npusHadaTy KIT'K (guB. po3gin «IIpoTunoka3aHHSa»).

Tabmuig 3

dakTopu pu3uky po3BUTky ATE

D®akTOp PUBUKY [IpumiTka
30inbIIeHHS BiKYy Oco6nuBo y Bili moHam 35 pokKiB
[ManinHg XKinkawMm, ski KopuctyioTbcsa KI'K, pekoMeHayeThCs

yTpUMYyBaTUCS Bif naniHHA. 2KiHKaM BIKOM Bif 35 POKiB, fKi
IIPOOOBXKYIOTh MTAJIUTH, HACTINHO PEKOMEHAYETHCS
BUKODPUCTOBYBATHU IHIINY METOL KOHTpAIEIIil.

AprTepiasnbHa rinepTeHsis

OxupinHs (iHOeKC Macu Tina Pu3uK 3HAYHO MigBUIIYETHCS MU 30iNbIIEHH] iHOEKCYy Macu

nepesumye 30 Kr/m’) tina. OcoOnuBo moTpedye yBaru mMpu HAsSIBHOCTI y XKiHOK iHIITNX
($hakTOpiB PU3UKY.

Cimennuit anaMHe3 (ATE y korock Y pa3i HasBHOCTI CIIagKOBOI CXUIBHOCTI Ilepef] 3aCTOCYBaHHSAM

i3 ponuuiB abo 6aThKiB, 0c06UBO y Oyab-ikux KI'K XKiHKaM peKOMEHAYETHCS MOPAAUTUCS 3i

BIZHOCHO MOJIOZOMY Billj, CITeliaiiCToM.
HaIlpukiag y Bili 1o 50 pokKiB)
Mirpess 3pOCTaHHS YaCTOTH BUHUKHEHHS ab0 TSXKKOCTI mepebiry

Mirpesi nig 9ac 3actocyBanHs KI'K (MoKnIuBi IpogpoMabHi
CTaHM Iepe[l PO3BUTKOM I1epebpOBacKyISIPHUX MOMii) MOXKe
CTaTU IPUYMHOI0 HETaWHOTO NpunuHeHHs npuomy KI'K.

[H1i cTaHy, MOB’s13aHi 3 LlykpoBuii miabeT, rimeproMoIucTeineMis, Bagu KiialaHiB
HeOaXKaHUMU peakiismu 3 60Ky  cepis, Gibpumnsiis mepencepab, OUCITITOIPOTEIHEMIS Ta
CyOUH CUCTEMHUU YEePBOHUY BOBYAK.

Cumunromu ATE

KiHKaM CIIif IopajuTH y pa3i MogBU HAXK4Ye3a3HaueHUX CUMIITOMIB HETaHO 3BEPHYTHUCS [0 JliKaps
Ta OBIIOMHUTH IIPO Te, L0 BOHU 3aCTOCOBYIOTH KI'K.

CumnToMamu 1lepe6pPOBaCcKyISIPHOTO PO3JIafy MOXKYTh OyTH: panToBe OHIMiHHS 001u4Ys, clnabKicTh
ab0 oHiMiHHS KiHITIBOK, 0COO/IMBO OJHOCTOPOHHE; PAIITOBe IOPYIIeHHS X0Os01, 3allaMOPOYEeHHS,
BTpaTa piBHOBaru abo KOOpAMHALlii; parnToBa CIIyTaHICTh CBifOMOCTI, IOPYIIeHHS MOBJIeHHS ab0
PO3yMiHHS; panToBe MOTipIIeHHs 30py Ha ogHe abo 00uBa 0Ka; PalTOBUM, CUIIbHUN ab0 TpUBaNuii
roJyioBHUY 0inb 0€3 BU3HAYEHOI IPUYKHMU; BTPaTa CBifoMoCTi abo 30MITiHHA i3 cymoMaMu abo 6e3 Hux.

TpaH3UTOpHUM XapaKTep CUMIITOMIB MOXe cBiguuTu mpo TIA.

CumrnToMaMu iHpapKTy MioKapa MOXYTb OyTH: 0inb, IUCKOMGOPT, BigTUyTTsI CTUCHEHHS a0
TAKKOCTi y TPYAHIiM KITiTIli, pyli abo HUXK4Ye IPyOHUHHN; OUCKOM(OPTHE BiIUyTTS, 110 Biifa€ y CIUHY,
IIeJIeny, TOP/o, PYKY, IIUIYHOK; BifYyTTs IePEeMOBHEHHS IITYHKA, TIOPYIIEHHS TPaBlleHHS abo saayxa;
TIOCHJIEHe TTIOTOBUMiIEHHS, HyOOoTa, 6/1i0BaHHs a0 3amaMOpOYeHHS; Haf3BUYaiHa C1a0KiCTh,
TPUBOXKHUY CTaH ab0 3a[iMIIKa; MIBUAKE a00 HeperyaspHe cepueduTTs.

3105KiCHi HOBOYTBOPEHHS



PesynbTaTu medKUX emifeMioNoriyHuX JOCiAXKeHb BKa3yl0Th Ha AOJATKOBE IMiJBUIIEHHS PU3UKY
PO3BUTKY paKky IIMIKN MaTKU IIpX OOBroTpuBasioMy 3actocyBarHi KOK (> 5 pokiB), mpote 11e
TBEPIXKEHHS 3aJIMIIAEThCI CYIIEPEeYJIMBUM, OCKIIbKM OCTATOYHO He 3'COBaHO, HAaCKIJIbKU Pe3yIbTaTh
[OCIiI?>KeHb BPAaxOBYIOTh CYIIyTHI (PaKTOPH PU3UKY, HAIPUKIIal CTaTeBY IIOBEAIHKY, Ta iHII (GaKTOpH,
HaIpUKaf [aliioMaBipyCHY iH(QEKIio TI0gUHH.

MertaaHasni3 Ha mifcTasi 54 emnigeMiooriYHUX OOCTIIIXKEeHb BKa3ye Ha He3HauHe MiBUILEHHS
BigHOCHOTO pU3uKy (BP = 1,24) po3BUTKY paKy MOJIOYHOI 3aJI031 Y XKiHOK, siKi 3acTocoByioTh KOK.
e nigBUIIEeHNYN PU3UK IIOCTYIIOBO 3HUKAE MPOTAToM 10 POKIB MicNis 3aKiHYeHHS 3aCTOCYBaHHS
KOK. Ockinbku pak MOJIOYHOI 3a/1031 Y XKiHOK BikoM 70 40 poKiB 3ycTpiyaeTbcs Pigko, 36inbIIeHHS
KiJTbKOCTi BUIIAAKiB OiarHOCTHKY PaKy MOJIOYHOI 3aJ1031 y XKiHOK, SIKi 3aCTOCOBYIOTH HUHI a60
HellofaBHO 3acTocoByBanu KOK, € He3HAUHMM IL[OMI0 PiBHS 3arajibHOT0 PU3UKY PaKy MOJIOYHOI
3a103u. Pe3ynbTaTil 1IUX OOCIiOXKEHb He Halal0Th [0Ka3iB iCHYBaHHS IPUYMHHOTO B3aEMO3B A3KY.
[TifgBuIeHHS pU3UKy MoxKe OyTU 3yMOBJIeHe K OiNbII paHHBOIO JiarHOCTUKOI PaKy MOJIOUHOI
3aJ1034 y XiHOK, gKi 3acTocoByioTh KOK, Tak i 6iomoriunoro miero KOK abo moemHaHHSIM 000X
dakTopiB. Bin3dHaueHO TEHMEHIIi10, 10 PaK MOJIOYHOI 3aJ1031, BUSABJIEHUH Y KiHOK, 5IKi OyIb-KOIH
npunManu KOK, KJTiHiYHO MeHII BUpPaXKeHU!, HiXK y TUX, XTO HIKOIX He 3acTocoByBaB KOK.

Y mooguHOKMX BUNagKax y XKiHOK, sKi 3acTocoByoTh KOK, cnoctepiranucs mo6poskicHi, a 11e pimrie
- 3JI0SIKiCHIi TyXJIMHYU MIEeYiHKY, 1110 B OKPEMUX BUIIa[IKaX IPU3BOOUIN N0 HeOE3MeUHOl AT XKUTTS
BHYTPILIHbOYEPEBHOI KPOBOTEYi. Y pa3i BUHUKHEHHS CKapT Ha CUIbHUM OiNlb B emiracTpaibHii
OinsHIl, 30inmbIIeHHs MIe4iHKY a0 03HaKM BHYTPIITHbOYEPEBHOI KPOBOTEYi TP AU(EPEHITiHHIHi
OiaTHOCTHUIIL CJIi BpaXxOBYyBaTU MOXKJIUBICTh HAABHOCTI MyXJIMHY Ie4iHKY Ipu 3acTtocyBaHHI KOK.

3actocyBanHg KOK y Bucokux go3ax (50 MKr eTHHiIeCTpagiony) 3HUXKY€E PU3UK PaKy eHIOMeTpis Ta
SIEYHUKIB. 3aNUINaeThCS MiATBEPOUTH, UM Il JaHl MOXKYTh CTOCYBaTUCA i HU3bKOm030BuX KOK.

Paxk Mo104HOI 3251034 (3acTepexXeHHI onpuIogHeHi [IeHTpoM OIIiHKY Ta HOCHIiOKEeHHS TiKapChKUX

3aco00iB (CDER) FDA)

IpocnipeHOH/eTHHINECTPAIioN MPOTUIIOKAa3aHU XKiHKaM, y IKUX HassBHUY 3apa3 a00 B aHaMHe3i pak
MOJIOYHOI 3271031, OCKiJIbKM paK MOJIOYHOI 3a71031 MOKe OyTH TOPMOHAJILHO YYTIUBUM (IUB. PO3MiN
«IIpoTUIOKa3aHHS»).

EnigeMionoriyHi JOCiAXKeHH He BUSIBUIY [IOCIIIIOBHOTO 3B'43KYy MiXK BUKOPUCTAHHAM
KoMOiHOBaHUX opanbHUX KOHTpalenTuBiB (KOK) i pu3ukoM paky MOIOYHOI 3an03u. [lOCTTigKeHHS He
MTOKa3yIOTh 3B’SI3KYy MiX MOTOYHUM ab0 MuHYyIuUM 3acTocyBaHHIM KOK i pr3ukoM paKy MOJIOYHOI
3ano3u. I[IpoTe mesKi moCTigXKeHHS MOBITOMIISIOTH PO HeBENIMKE IMigBUILIeHHS PU3UKY PaKy MOJIOYHOI
3aJ103M cepe[l THUX, XTO 3apa3 npuiiMae abo HemromaBHo npuiiManu KOK (< 6 MicsiliB 3 MOMEHTY
OCTaHHBOT'O 3aCTOCYBAHHS), IOPIBHSHO 3 TUMH, XTO Hikonu He npuiiMaB KOK (guB. po3min «ITo6iusi
peaxirii»).

IHIIi cTaHu

[IporecTuHOBUY KOMIOHEHT IIpenaparty [ideHOa € aHTarOHiICTOM albIOCTEPOHY 3
KaJjii36epiraloyuMy BIacTUBOCTSAMHU. Y OiNbIIOCTI BUNIAAKIB 3aCTOCYBaHHS He 0YiKY€EThCS
IiIBUIIIEHHS PIBHA KaJlito. Y Ipolieci KIIHIYHUX AOCIIAXKEHD ¥ esAKUX [alli€HTiB i3 JIErKOI0 Ta



ITOMipPHOI0 HUPKOBOIO HEIOCTATHICTIO Ta OQHOYACHUM 3aCTOCYBAHHSM Kanii30epirarouux jTikapChbKuX
3aco0iB piBeHb KaJIito B CHPOBATIII KPOBi AEIIO0, ajie He CYTTEBO, MigBUIIYBABCS il Yac 3aCTOCYBaHHS
OpocIipeHoHy. ToOMy peKOMeHAY€EThCSA KOHTPOJIb PiBHSA KaJlito Iif YacC MepIioro MUKy JiKyBaHHS
IalliEHTKaM i3 HUPKOBOIO HEeJOCTAaTHICTIO. BKa3aHUM MallieHTKaM TaK0XK PEKOMEH0BaHO IIepen
II0YaTKOM 3aCTOCYBaHHS IIpelapaTy YTPUMYBaTH PiBeHb Kallilo CUPOBAaTKU KPOBi He BHUIIE BEPXHBOI
MexXKi HopMH, 0cOOIMBO IIPU OOHOYACHOMY 3aCTOCYBaHHI Kaiii30epirarounx TiKapchbKux 3acobiB (IuB.
po3nin «B3aemMopis 3 iHIIMMU JTiIKapChKUMHU 3ac00aMU Ta iHIIi BUOW B3aEMOTIN»).

2KiHKY 3 rinepTpuriinepuaeMieio abo ciMeHIM aHaMHEe30M MO0 L[bOTO IOPYIIeHHS CTaHOBIATh
TPyIly PU3UKY PO3BUTKY ITaHKpeaTuTy mpu 3actocyBaHHi KOK.

Xo4a IOBIOMIIANIOCS IPO He3HaYHe MiIBUILIEHHS apTepiallbHOTO TUCKY V¥ 6araThox XKiHOK, SKi
npuiimanTs KOK, KTiHIYHO 3Hauyllle NifBUIIIEHHS apTepialbHOr0 TUCKY CIIOCTEPIraeThCs y
TIOONMHOKYX BUMlafikax. Heraline npununenus npuiiomy KOK HeoOxifHe nullle y IUX MOOOUHOKUX
BUIIAOKaX. Y pa3i TpuBajoi apTepianbHOI rimepTen3il a0 HEMOXKIMBOCTI KOHTPOJIIOBATH ITOKA3HUKH
TUCKY 3a [I0IIOMOT'010 aHTUTINepTeH3UBHUX 3ac00iB XKiHKaM, ki npuiiMaioTs KOK, crig npunuuuTy ix
3acTocyBaHHS. Y pa3si HeobOxigHOCTI 3acTocyBaHHSI KOK MOKHa BigHOBUTH IICJISA JOCATHEHHS
HOPMOTOHII 3@ JOIIOMOT0!0 aHTUTIEePTEeH3UBHOI Tepail.

[ToBimomsiyiocs: PO BUHUKHEHHS a0 3aroCTPeHHS 3a3HaueHNX HUXKYe 3aXBOPIOBaHb Y Iepiof
BariTHOCTi Ta npu 3actocyBaHHi KOK, are Ix B3aEMO03B’S130K i3 3aCTOCYBaHHSIM
€CTPOTeHiB/IIPOTeCTUHIB HE € OCTATOYHO 3’SICOBAHMM: KOBTSHUIIT Ta/ab0 cBepOixk, OB’ I3aHuM i3
X0JIeCTAa30M, YTBOPEHHS KOBUYHUX KaMeHiB, TOpQipisi, CHCTEMHUI YePBOHUYM BOBYAK, T€MOJIITUKO-
ypeMiuHuU CUHAPOM, xopes CimeHxaMa, Tepliec BariTHUX, BTpaTa CIIyXy, OB I3aHa 3 0TOCKJIEPO30M.

Y XKiHOK 3i CITaIKOBUM aHTi0HEBPOTUYHUM HAaOPSIKOM €K30TeHHi eCTPOTeHU MOXKYTh iHOYKyBaTH a0
TIOCUJIIOBATH CHMIITOMU @HTi0HEBPOTUYHOTO HaOPAKY.

TocTpi abo xpoHiuHi po3nanu GYHKII IeYiHKKA MOXYTh IOTpeOyBaTH MPUIMHEHHS 3aCTOCYBAHHS
KOK, 1moku noka3HuKM QYHKII] eYiHKN He TIOBEePHYTHCS Y MeXKi HOPMU Ta IPUYUHHUY 3B'A30K i3
KOK 6yrne BUKIIOUEHUH.

[Tpu peluauBi X0IeCcTaTUYHOI JKOBTSIHHUIII Ta/abo cBepbexky, MOB’I3aHOT0 3 X0JIeCTa30M, III0 paHilie
BMHUKAJIN Y TIepiofl BariTHOCTI abo monepegHboro NpuiMaHHs CTaTeBUX TOPMOHIB, 3aCTOCYBaHHS
KOK crig npUnuHUTH.

Xoua KOK M0xyTh BITMBaTH Ha NepudepryuHy iHCYTiHOPE3UCTEHTHICTh Ta TOJIEPaHTHICTD [0
TJIIOKO3H, HeMa€ HaHUX 100 MoTpebr 3MiHIOBAaTH TePAlleBTUYHUN PEKUM KiHKaM 3 miabeToM, sKi
npurMarTh Hu3bKomo30BaHi KOK (< 0,05 Mr etuninectpagiony). [IpoTe XiHOK, gKi CTpaXkOgaloTh Ha
IIyKpoBUii miabeT, ciig peTenbHO 006CTeXyBaTH MPOTATroM 3acTocyBaHHSI KOK, 0cob61uBO Ha MOYaTKy
JIIKyBaHHS.

Bunagku 3arocTpeHHs eHJ0TeHHOI fgernpecii, eminerncii, xBopodu KpoHa Ta BUPa3KOBOI'0 KOJIITy
TaKOXK CrocTepiranucs mifg yac 3actocyBaHHsa KOK.

[HOmi MoXKe BUHMKATH XJ10a3Ma, 0COOIMBO V KiHOK 3 XJI0a3MOI0 BariTHUX B aHaMHe3i. 2KiHKaMm,
CXUJTIbHUM [0 BUHUKHEHHS XJI0a3MH, CJIifi YHUKATH [ii IPAMUX COHIYHUX ITPOMEHIB abo
ynbTpadioeTOBOTo OpPoMiHIOBaHHA IIif Yac 3acTocyBaHHSI KOK.

1 TabGneTKa poxKeBOTro KOIbOPY MpemnapaTy MicTuTh 44 Mr nakTo3u, 1 TabiaeTka 6ioro Kombopy
MICTHUTB 22 MT J1aKTO34. [Ipy HAsIBHOCTI PiAKICHUX CIAagKOBUX CTaHIB HEIEPEHOCUMOCTI ralaKTo3H,
nedinuTy nakta3u Jlanmna abo ManbaObcopOLil TII0KO3U-ralakKTo3H, y pa3i nepe0yBaHHS Ha
0e311aKTO3Hiit gieTi cifg BpaxoByBaTH 3a3HAauYeHY KiJIbKiCTh JTAKTO3HY.



Koncynpranii/menuune 06CTeXKeHHS

[Tepen moyaTkoM abo BigHOBIEHHAM IpuiioMy mpemnapary [idbeHma peKOMeHAYyeThCS 3i0paTy MOBHUMN
MeIUYHUM aHaMHe3 (BK/II0Yal4u CiMeHUIM aHaMHe3), IPOUTH ITOBHE MeAu4YHe 00CTEXKEHHS Ta
BUKJIIOYUTH BariTHicTh. HeoOxigHO BUMIpATH apTepialbHUIM TUCK Ta IPOBECTU MeUYHe 00CTeXKEHHS,
BPAxXOBYIOUM IIPOTUIIOKA3aHHs (OUB. Po3min «[IpoTumnoka3aHHs») Ta 0COGIUBOCTI 3aCTOCYBaHHS (IUB.
po3min «Ocob6auBOCTI 3acToCyBaHHS»). CIil 3BepHYTH yBary xkiHKH Ha iH(opMaliito 1000 BeHO3HOT0
Ta apTepiasbHOrO TPoMOO3y, Y TOMY YKCIIi Ha PU3UK, ITOB’I3aHUi i3 3aCTOCYBaHHSAM IIpemnaparTy
Hidenna, mopiBHSAHO 3 TaKKUM Ipu 3acTocyBaHHi iHmKxX KI'K, mono cumntomiB BTE ta ATE, Bigomux
bakTopiB PU3UKY Ta [AiH, SKi HEOOXiMHO 3MINCHUTY IIPU Migo3pi Ha TPOMOO3.

[TamieHTKaM PEKOMEHAYETHCS YBaKHO NPOYUTATU IHCTPYKIIIO AJI MEAUYHOI0 3aCTOCYBaHHSI
JiKapChKOT0 3ac00y Ta MOTPUMYBATHUCS PEKOMEHMAllil, sIKi MiCTAThCS B Hill.

YacToTa i XapakTep OrJsimiB IOBUHHI I'PYHTYBATUCS Ha iCHYIOYHWX HOpMaxXx MEOUYHOI MPAKTUKH 3
ypaxyBaHHSIM iHOUBiAyaTbHUX 0COOTUBOCTEH KOKHOI KiHKH.

[TanieHTOK MOTPiOHO MONEPeNUTH, 1[0 TOPMOHAa/IbHI KOHTPALIEITUBY He 3aXUIA0Th Biff 3apaxKeHHS
BlJl-indexkuieto (CHIom) Ta 6yab-IKUM iHITMM 3aXBOPIOBAHHSM, 1[0 ITePEeaeThCsl CTATEBUM ILIISXOM.

3unxKeHHs eheKTUBHOCTI

EdexruBHicTh KOK M0XkKe 3HMKYBaTHCh y pa3i IPONyCcKy npuiiomMy TabaeTku (ouB. po3ain «Cnocib
3aCTOCYBaHHS Ta [03W»), PO3JIafiB MUIYHKOBO-KUIIKOBOTO TPAKTY (AUB. po3min «Cmocib 3acToCyBaHHS
Ta J03u») a00 IPU OJHOYACHOMY 3aCTOCYBaHHI iHIMX TiKapCchKUX 3aC06iB (IuUB. po3min «B3aemomis 3
iHIITIMM JTiIKapChKUMHM 3aC00aM¥ Ta iHIIN BUOM B3aEMOIii»).

[TopyIlleHHS IIUKITY

[Tpu npuitomi KOK MOXKYyTh CcIiOCTEpIraTHCS HEPETYISIPHI KpoBOTEYi (KpOBOMa3aHHS a00 IPOPUBHi
KPOBOTEUi), 0CO0IMBO IPOTATOM IEPIIUX KiIbKOX MiCAIiB. FKIIO MiC/Is TPhOX MEHCTPYaJIbHUX IIUKJIIiB
TaKi KpOBOTEYi IPOJOBXKYIOThCS, 1X CJIifi BBa2KaTH CEPHO3HUMU.

SKIII0 HeperynspHi KPoB'STHUCTI BUAiNIeHHS 30epiraloThcs a00 3'IBISIOTHCS MiCIIs MepioAy perynsapHux
KPOBOTEY, ITOTPIOHO PO3TISHYTH HETOPMOHAIbHI IPUYMHN KPOBOTEY Ta IIPOBECTH BigMOBiHI
MiarHOCTUYHI 3aX0MH, BKITI0Ya04u 00CTeXKEHHS, 3 METOI0 BUK/IIOUEHHS HasBHOCTI MMyXJIMH Ta
BariTHOCTI. [0 OiarHOCTAUYHUX 3aXOMiB MOXKHA BK/IIOUUTH KIOpeTax.

Y meskux XKiHOK MOXKe He HacTaTd KpOBOTeda BigMiHHU IIifi 4ac NepepBH B IPUNOMIi IIpenaparty. Y pasi
npuiiomy KOK BifmoBigHOo 70 BKa3iBoK po3miny «Cmocib 3acToCcyBaHHS Ta J03W» BaTiTHICTh
MasoMoBipHa. IIpoTe, sikimo npuitom KOK BinOyBaBcst HEpETryISIpHO [0 BiICYTHOCTI mepIoi
KpOBOTeUi BigMiHK ab0 SIKII0 KPOBOTEYi BiIMiHU BifICYyTHI MPOTSATOM OBOX LIUKIIIB, IEpeN
npoaoBxKeHHAM 3acTocyBaHHS KOK He0o0XiqHO BUKITIOUUTH BaTiTHICTS.

[ligpuiennd piBag AJIT

[Tig yac kniHiYHUX BUITPOOYBaHb 3a y4acTIO HalieHTiB, iHpikoBaHux Bipycom rematuty C (BI'C), siki
OTPUMYBAJIX JIiIKAPChKi 3aco0u, 1110 MicTATh oMOiTacBip/mapuTanpeBip/puToHaBip Ta gacabysip i3 abo
6e3 pubaBipuHy, piBeHb TpaHcamina3 (AJIT), 110 nepeBuIlyBaB BepxHio Mexy Hopmu (BMH),
BU3HAYaBCA 3HAYHO YacCTillle y XKiHOK, fKi BUKOPUCTOBYIOTh €TUHIJIECTPAI0JIBMICHI IpenapaTH, Taki
aK KoMOiHOBaHi ropmoHanbHi KoHTpauenTtusu (KI'K). KpiMm Toro, y maIfi€eHTiB, Ki OTpuMyBaju
rieKanpeBip/miOpeHTacBip, migBuieHHs piBHg AJIT TakoxXK CIocTepiranocs y XkiHOK, sKi
3aCTOCOBYBaJIu eTUHINeCTpanionBMicHI npenapaty, Taki Ak KI'K (gus. po3ninu «[IpoTuniokazaHHA» 1



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

3acmocysaHHs y nepiod sazimHocmi abo 200y8aHHs 2py00to.
BaritHicTe. [IpenapaT NpoTUIlOKa3aHu [0 3aCTOCYBaHHA y I1e€Piof BariTHOCTI.

Y pasi BUHUKHEHHS BaTiTHOCTI Iifl Yac 3acToCcyBaHHS mpemnapary [idbeHma fioro mpuiioM HEOOXigHO
IIPUNIMHUTU HerakHo. [IpoTe pe3ynbTaTy enigeMiooriYHuX OOCIIIAXKEeHb He BKa3yl0Th Ha MiiBULLIEHHS
PU3UKY IIOSIBU BPOAKEHUX Baf y HiTel, MaTepi Akux npurMmanu KOK go BariTHOCTi, Tak caMo, K i Ha
icCHyBaHHS TepaTOTeHHOI Oil mpu HeHaBMUCHOMY npuiioMi KOK mpoTaroM BariTHOCTI.

IocmimXeHHsT Ha TBapHHAX MMOKa3ally HasBHICTh HebakaHUX e(PeKTiB MPOTITrOM BariTHOCTI Ta
nmakTatii (muB. po3min «®@apMaKooriyHi BnacTuBOCTI»). Ha 0CHOBI I1IuX moCiiikKeHb Ha TBapHHaX He
MOKHa BUKJIIOYaTH HebOaxkaHi eeKTH BHACIIIIOK TOPMOHAIBHOI il mitoyux peyoBuH. OgHAK
3arajpHuM focBin 3actocyBanHs KOK y mepion BariTHOCTI He CBiTYUTE PO icHy04Uui HebaxkaHUM
BILJIUB y JIIOOUHM.

HasiBHi maHi mogo nmpuiioMy mpemnaparty y mepio BariTHOCTI 3aHaATo 06MexKeHi [y Toro, 1100
3po0uUTH BUCHOBKY IIO[I0 HETATUBHOT'O BIINIMBY Ipemnaparty [idbeHna Ha mepebir BariTHOCTI, 30OPOB’s
IIJI0Jla Ta HOBOHAPOMAXKEHOro. [oTemnep HeMa€e XXKOOHUX BiiTIOBIIHUX eIigeMiONOoTriYHuX JaHuX.

[Ipu BimHOBNEHHI 3acTOCyBaHHSA npenapaTy [idbeHaa Cig BpaxOByBaTH IiABUILIEHHS PU3UKY
po3Butky BTE y micnsimonoroBoMy nepiofi (muB. po3ninu «Crocib 3acTOoCyBaHHS Ta [03U»,
«Oco0IMBOCTI 3aCTOCYBaHHS»).

[Nepion rogyBauHs rpyanio. KOK MoXyTh BIJIMBAaTH Ha TOAYBaHHS T'PYANIO0, OCKIIBKY IIifl iX BIJINBOM
MOXKe 3MEHIIyBaTUCS KiJIbKiCTh TPYAHOTO MOJIOKA, @ TaKOXK 3MIHIOBATUCS MOT0 CKJIaf,. 3BaXKawydu Ha
11e, KOK He pekOMeHAyeThCa IpUUMaTH Yy I1epiof ronyBaHHs rpynn. HeBenuki KinbKOCTI
KOHTPAIIENTUBHUX CTEPOINiB Ta/ab0 ix MeTabosiTh MOXKYTh IPOHUKATH Y IPYOHE MOJIOKO IIif Yac
3actocyBaHHA KOK i MOXYTh BIJIMHYTY Ha QUTUHY.

®eprunsHicTe. [Tpemapar [Hipenna mokalanui ans 3amnobiranHs BaritHocTi. IHdopmartiito momo
BigHOBJIEHHS (GEePTUILHOCTI OUB. y PO3ii «®apMaKOJIOTiyHi BIaCTABOCTI».

30amHicmb eniueamu Ha weudKicme peakuii npu KepysaHHi asmompaHcnopmom abo iHwumu
MexXaHisMamu.

IocmimKeHp 000 BIUIMBY Ha 3MaTHICTh KEPYBATH aBTOTPAHCIIOPTOM abo0 MpaIlfoBaTH 3 iHITUMU
MexaHi3mMaMmuy He npoBopuiu. oo XKiHoK, sAKi npuiiMaioTh KOK, He IOBiIOMIISNIOCS IIPO BIJIMB Ha
3[aTHICTh KepyBaTH aBTOTPAHCIIOPTOM ab0 IpallfoBaTH 3 iHIIKMU MeXaHi3MaMH.

Cnocid 3acmocyeaHHsi ma do3u.
3aCTOCOBYIOTH IEPOPAJIBHO.
lo3ysaHHA

Ak 3acmocosysamu npenapam [lipeHda



TabneTku ciifg mpuiMaTH MIOOEHHO 3TiIHO 3 MTOPSIAKOM, 3a3HaYyeHUM Ha OmicTepi, mpubnIu3Ho B OOUH
i TOM caMu¥l Yac, 3alKMBa0YH y pa3i HeoOXigHOCTI HEBEJIMKOIO KiNbKicTIO pigunau. TabneTku
3acTocoByBaTu Oe3mepepBHo. [Ipemnapar npuiimatu 1o 1 TabneTiri/no0y nmpoTsirom 28 OHIB MOCIHiNb.
[TpuiiMmanHs TabIeTOK 3 KOXKHOI HACTYITHOI YIIaKOBKY CJIifl pO3MOYMHATH Ha HACTYIIHUYU OEeHb IMicIs
3aKiHYeHHS IOoNepeNHbOl YIIaKOBKY. 3a3BU4alil KPOBOTEYA BiIMiHUM IIOYMHAETHCS Ha 2-3-i JeHb Micns
II0YaTKY 3aCTOCYBaHHS TabeToK maiebo (OCTaHHiM psf) i MoXkKe He 3aKiHYUTUCS [0 MOYaTKy
npuitoMy TabIeTOK 3 HaCTYITHOI YIIaKOBKH.

ITouamok 3acmocysaHHA npenapamy [ligpeHOa
e ['opMOHa/NIbHUX KOHTPALENITUBIB y NONEPefHiN mepion (MUHYINN MiCsllb) HE 3aCTOCOBYBaJIX

[TpuiiMmaHHs TabIEeTOK CJIif po3noYnHATH y 1-1 IeHb IPUPOOHOTO UKy (TOOTO ¥ 1-M meHb
MEHCTPYaJibHOl KPOBOTEYi).

e [lepexin 3 inmoro KOK, BariHanpHOTO KifbId ab0 TpaHCIepMaIbHOTO IIJIaCTUDPY .

BaxaHo po3noyaTy mpuiiMaHHs TabneTok npenapaty [lipeHna HaCTYIIHOTO THS IiC/s MpPUMaHHS
OCTaHHbOI TOPMOHOBMiCHOI TabneTku monepenuboro KOK, ane He mi3Hille HaCTyITHOTO JHS IiCTs
nepepBy y mpuiiMaHHi TabneTok abo micisa npuiiManHs TabneTok nnaiebo nomnepenusoro KOK. ¥
BUIIAOKY 3aCTOCYBAaHHS KOHTPAIIEIITUBHOTO BariHABbHOTO KiNlbllsl a00 TpaHCOepPMallbHOTO IIJIaCTUPY
Cyif po3movaTu mpuioM mpemnaparty [ibeHma y meHbs BumaaeHHS 3aco0y, aje He Mi3Hile qHs, KoK
HeoOxiTHe HAaCTyIIHEe 3aCTOCYBAHHS LIUX ITPeIaparis.

e [lepexinm 3 MmeTony, 110 6a3y€e€ThCST HA 3aCTOCYBAHHI JIHIIE TPOTECTOTeHY («MiHi-mimi», iH’ekiii,
iMnanTH) ab0 BHYTPIITHBOMATKOBOI CUCTEMHU 3 IIPOT'€CTOTE€HOM.

MoxHa po3moydaTy npuitoM npenapary [Hipenna y 6yap-aKuil OeHb Tic/Is TPUNNHEHHS TPUAMaHHS
«MiHi-mmini» (y BunagKy iMmmnanTa abo BHYTPIlTHbOMATKOBOI CUCTEMHU - B IeHb iX BUAlIEHHS, Y
BUIIQMIKY iH’€KIIil - 3aMiCTh HACTYIHOI iH eknii). OgHAK y BCiX BUMagKax PeKOMEHIYETLCS ONATKOBO
BUKOPUCTOBYBaTU 0ap’€pHUM MeTO KOHTPAIEIlil IPOTSAroM IepIux 7 OHiB MpHWMaHHS Ipenapary.

e [licns abopTy y mepiioMy TPUMeCTPi BariTHOCTI.

MozHa po3noYyrHaTU IPUKoM Ipenaparty [ipeHma ogpasy XK. Y TaKOMy BUIIQAKy HeMae
HeoOXiTHOCTi 3aCTOCOBYBAaTH NOOATKOBI 3aC00M KOHTPAIEIILIii.

e [Ticns momnoriB a6o abopTy B APYyroMy TPUMECTPi.

PekoMeHOy€eThCSI pO3NOYMHATH MTpUiioM mpemnapaty Hiberma 3 21-28-ro gus micns mosoris abo
abopTy B IpyroMy TpUMecCTpi BariTHOCTi. [Tpu mi3HimoMy noyaTky npuiiMaHHs TabIeToK
PEKOMEHIYEThCS JOIaTKOBO BUKOPHCTOBYBATH Oap €pHUYN MeTOH KOHTpALENIil IIPOTIroM Mepiux 7
[HiB mpuiiMaHHs TabneTok. [IpoTe, KO CTaTEBUI aKT yKe BimOyBCS, TO Iepef I09aTKOM
3aCTOCYBaHHS IIperapary CJIifl BUKJIIOYUTHA MOKJIMBY BariTHICTh ab0 OYeKaTHCS HaCTaHHS IEePIIol
MeHCTpYyallil.

Y Bumapky rogyBaHHS I'PYAIIO AUB. PO3AiN «3aCTOCYBaHHS y Mepiof BariTHOCTi abo rogyBaHHS
TPYIAI0».

IIJo pobumu y sunadky nponycky nputiomy mabiemxu

[TponyckoM y mpuiiMaHHi Ta61eToK mane6o 3 0CTAaHHBOTO (4-T0) Py MOXHa 3HexTyBaTu. [IpoTe ix
CJIifl BUIYYUTH 3 YIAKOBKH, 11100 YHUKHYTH HEHaBMUCHOT'O ITOJOBXKEHHS (a3u 3aCTOCYBaHHS



nnane6o. Hux4ye3a3HaueHi BKa3iBKU CTOCYIOThCS TiJTbKYU IIPOMYIIEHUX aKTHBHHUX TaOIeTOK, 1110
MICTATD [iI04Yi pEYOBUHU.

fAKo 3ami3HeHHd y IpHiiMaHHi TabJeTKY He nepeBHINye 24 TOOMHH, IPOTU3aIUTigHA i
Impenapary He 3HUXKYEThCS. [Iponyieny TabneTKy Tpeba IpUMHATH Ofpa3y, SIK TilbKU 1Ie
3’sicyBanocs. Hactynny TabneTKy 3 1i€i ymakoBKU CJIifi MpUAMaTH y 3BUYHUN Yac.

A0 3ami3HeHHs 3 TpUAMaHHAM 3a0yToi TabieTKy mepeBHUIny€e 24 rOMUHH, KOHTPAIleNTHBHUM
3axXuCT MOXKe 3HMU3UTUCA. Y TAaKOMY pa3i MOXKHa KepyBaTUCS JBOMa OCHOBHMMHU ITPaBUIaMU:

1. pekoOMeH[I0BAHOIO € IlepepBa y MpUuiMaHHi TOPMOHOBMICHUX TablIeTOK, sKa TPUBAaE 4 mHi,
1epepBa y NpuiiMaHHi TabIeTOK HiKOIM He MOXKe IIepeBUIlyBaT 7 OHIiB;

2.  ajeKBaTHe NPUTHiIYeHHS CUCTEMHM TilloTanaMyc-Tinogi3-s€YHUKU OOCITaeThCsl 0e3MepepBHUM
IPUUMAHHSM TabJIeTOK IMPOTSATOM 7 OHiB.

BiamoBigHO 00 I[bOT0 ¥ MOBCAKAEHHOMY XUTTI CJIi[ KEPYBaTUCS HUX4Ye3a3HayeHUMU
pPeKoOMeHaalliaMu:

Ienn 1-7

Cnip mpuWHSTA OCTAHHIO IPOIyIIeHy TabJeTKy STKOMOra LIBUAIIE, HaBiTh SKIIIO TOBEAEThCS
IPUUHSATH OBi TaONeTKU ogHOYaCHO. ITic/Is bOT0 MPOOBKYBATH NMPUMMaTH TabIeTKH y 3BUYHUN
yac. KpiMm Toro, mpoTsiroM HaCTyIHUX 7 OHIB CJIifl BUKOPUCTOBYBaTH O6ap’epHUM METOM KOHTpPALEeMIlii,
HaIpPUKaj IIpe3epBaTuB. Y pasi, SKIIO y monepenHi 7 OHiB BinOyBCs CTaTeBUU aKT, CJIil BpaXOBYBaTH
MOZKJIMBICTh HACTaHHS BariTHOCTi. YuM OinbIite TabIETOK MPOMYIIEHO 1 yuM OnuxK4uii nepion
3acToCyBaHHS TabeToK miarebo, TUM OilbIINY PU3UK BaTiTHOCTI.

Ienn 8-14

Crig TpuUHSTH OCTAHHIO IIPONYIIEeHYy TaONeTKy SKOMOra LIBUIIE, HaBiTh SKIIO TOBENETHCS
IPUUHATH 2 TaOIeTKu 0OOHOYACHO. [Tic/s bOro MPOIOBKYBATH MPUMMATH TabIeTKH V 3BUYHUM Yac.
3a yMOBH, 1110 XKiHKa MIPaBUJILHO MpUiiMasa TabieTKu MPOTITroM 7 OHIB Iepe[ MPOoIyCcKoM, HeMae
HeoOXiTHOCTi BUKOPUCTOBYBATU JOATKOBI MPOTU3aIIigHi 3acobu. AKIo e He Tak abo mpomyiieHa
OifpIrie HiX 1 TabneTka, peKOMEHyETHCS BUKOPHUCTOBYBATH NONATKOBI METONM KOHTPAIlEIIil
IIPOTATOM 7/ [HIB.

Iens 15-24

Pu3uK 3HMKEHHS HaOilHOCTI 3pocTaE Ipu HaOIuKeHHi epiofly 3acTocyBaHHS TabneToK Male6o.
OpHak Npy JOTPUMaHHI CXeMU IpuiMaHHSA Ta0leTOK MOXKHA YHUKHYTH 3HUKEHHS
KOHTPALEIITUBHOI'O 3aXUCTY. fAKIIO AOTPUMYBATUCS OOHOTO 3 HUXKYEeHaBeOeHUX BapiaHTiB, TO He
BUHUKHE HEeOOXiqHOCTI BUKOPHUCTOBYBATH NOOATKOBI KOHTPALIENITUBHI 3aCO0M 3a YMOBHU MTPABUILHOTO
npuiMaHHs TaOIeToK MPOTSAToM 7 OHIB IO MPOMIYCKY. AKIIO 1le He TaK, PeKOMEHIY€EThCS
OOTPUMYBATUCH MEPLIOTO 3 HUXKUYEHaBeeHUX BapiaHTiB i BUKOPUCTOBYBATU JOAATKOBI 3aCTepexkHi
METOAY NIPOTATOM HaCTYIIHUX 7/ [OHIB.

1. Crnip mpUUHSTHA OCTAHHIO IIPOMYIeHy TablIeTKy sSKoMora IIBUAILIE, HaBiTh SKIO JOBEOETHCS
IPUUHATH 2 TabneTKu ogHOYacHO. [Ticis boro MpooBKYBaTU IPUMMaTH TabIeTKU V¥ 3BUYHUN Yac
[0 3aKiHYeHHS 3aCTOCYBaHHS aKTHBHUX TaOneToK. 4 TabneTKaMu I1aiebo 3 OCTAHHLOTO PIOY
HeoOXimHO 3HeXTyBaTH. Ta0leTKH 3 HaCTYIHOI YIIAKOBKH CJIiJ TOYAaTH MPUUMATH OJpa3y XK Micis
3aCTOCYBaHHS OCTaHHBOI aKTUBHOI TaOneTKu. MaoiMOBipHO, 110 KPOBOTEYA BigMiHM IIOYHETHCS [I0
3aKiHYeHHs MPUIMaHHS BCiX aKTUBHUX TabJIeTOK 3 APYTOl YITaKOBKH, X04a ITif Yac MpUiMaHHS



TabneTok MOXKYTb CHOCTepiFaTI/ICH KPOBOMA3aHHA abo IIPpOPHBHA KPOBOTEYA.

2. MoxHa TaK0X NPUNUHUTY [IPUUMaHHS aKTUBHUX Ta0IeTOK 3 TOTOYHOI yIaKOBKH. I10TiM crif
npuiiMaTé TabneTKy anedo 3 0OCTaHHBOIO PAAY IPOTATOM 4 OHIB, BKIIIOYAKYM JHI IPOIYCKY
TabJIeTOK; IpUUMaHHS TalIeTOK CJif IoYaT! 3 HAaCTYNHOI yIIaKOBKHU.

AK110 micas IPOMYCKy y MpuiiMaHHi TabIeTOK BiICYyTHS O4YiKyBaHa KPOBOTEYaA BigMiHU MTPOTSTOM
IepIIol HOpMaJIbHOL IEPEPBY y IPUYMaHHI ITpenaparTy, To iMOBipHa BaTriTHICTE.

PexomeHOauii y sunadky possiadie 3 60Ky WAYHKOBO-KUWKOB020 MPAKmMy

Y BUNAOKY TSIKKHX pO3/1afiB 3 00Ky IITYHKOBO-KHIIIKOBOTO TPAKTy (HalpuKiaf, O1oBaHHS abo
Iiapesi) MOXKJIMBe HEIIOBHE BCMOKTYBaHHA IIpenapary. Y TaKoMy pasi CJIif 3aCTOCOByBaTH OOIaTKOB1
3aco0u KoHTparemnil. AKio 6/10BaHHS I10Yaloch YIPOAOBXK 3-4 TOOUH IiC/s MPUUMaHHS aKTUBHOI
TabNeTKHU, TO IKHAUIIBUIIE HeOOXiTHO TPUNHATY HOBY (3aMicHY) TabrmeTKy. HacTynHy TabaeTky,
SIKILIO MOKJIMBO, CJIifi IPUUHATH IPOTAroM 24 TOOUH y paMKaxX peXXuMy 3BU4alHOIO IPUUOMY
TabneTKu. AKIo MAHYO Oinbie 24 TOOWH, TPUNHATHOIO € peKOMeHIallisl, HaBeeHa BUIIlE ¥ PO3Misi
«Cmocib 3acTocyBaHHS Ta fo3u» HNiANYHKT «Illo pobuTu y BUMIaKy NMPONYCKYy NPUIOMY TaOIEeTKI».
Ko XKiHKa He Xo4ye 3MiHIOBATH CBifl rpadik 3acTocyBaHHS TabneTOK, 1l HEOOXiMHO MPUNHSTH
IONaTKOBY TaOleTKy(1) 3 HACTYIIHOI YITaKOBKHU.

S gi0mepmiHy8amu HaACMaHHA Kposomeui 8i0MiHU

[ITo6 3aTpuMaTu nepiof HaCTaHHS KPOBOTEUi BITMiHU, CJIifi IPOAOBXKYBaTH IPUNMaTH TabIeTKN
npenaparty [ibeHna 3 HOBOI yIIaKOBKY i He puiiMaTu TabaeTKy 1mianebo 3 MOTOYHOI yITaKOBKHU.
Axmo € 6axkaHHS, TEPMiH MPUAMaHHSI MOXKHA ITPOJOBXKUTH aX 0 3aKiHUEHHS aKTUBHUX TabJIeTOK i3
OpyTroi yrmakoBKHU. [Ipu I[bOMy MOXKYTb CIIOCTepPiraTuCs IPOpHBHa KPoBOTeYa ab0 KpOBOMa3aHHS.
3a3Buyail npuiiMaHHs npenapaty [lipeHna BigHOBMIOIOTH Mic/Isa MpHiMaHHS TabnIeToK Ialebo.

[ITo6 3MicTUTH Yac HaCTaHHS KPOBOTeYi BiIMiHM Ha iHIINH [eHb TUXKHS, PEKOMEHIYEThCS CKOPOTUTH
IepepBy y NpuiiMaHHi TabeToK miae0o Ha CTiIbKY [IHIB, Ha CKiNbKY OaxkaHo. CIlifg 3a3Ha4YUTH, 110
YKUM KOPOTIIOIO Oyie mepepBa, TUM YacTillle CIIOCTEPIraEThCS BiICYTHICTH KPOBOTEYi BigMiHM Ta
II0sIBa IIPOPHBHOI KPOBOTEUi a60 KPOBOMAa3aHHS MPOTSATOM IPUUMaHHS TaOIeToK 3 OPYroi yIIaKoBKU
(9K 1 y BUIIa#Ky 3aTPUMKHU HACTaHHS MEHCTpPYyalil KpOBOTeYi BiIMiHH).

Himu.

[IpemapaT moKa3aHu [AJ1 3aCTOCYBaHHS 3a IPU3HAUYEHHAM JIiKaps TiIbKY IiC/Id HaCTaHHSA CTaJIuX
MEHCTpYyaLii.

Ilepedo3yeanHns.

HoTernep HEMAE XKOMHUX MaHUX KIIHIYHUX OOCTiAKeHb 100 IIepeio3yBaHHs TaOleToK MmpernaparTy
Hidenna. Ha migcraBi 3arasbHOTO AOCBiAY 3acTOCYyBaHHS KOMOIHOBaHUX IIepOPaIbHUX
KOHTpAIleNTHBIB IIpU ITepefo3yBaHHi MOXKe CIIOCTepiraTucs HynoTa, OI0BaHHS, y MOJIOAUX HiBYaT -
miXxBoBa KpoBoTeda. CrellialbHOT0 aHTUIOTY He iCHYE, TiKyBaHHS ITOBUHHO OyYTH CUMIITOMATUYHUM.



ITobiuni peakuii.

[ITomo cepito3uux MOOIYHUX Peakllifl y MaIlieHToK, IKi 3acTocoByioTh KOK, guB. TaK0XK pO3Min
«Oco6nuBoCTi 3acTocyBaHHsS». Hux4e3a3HaueHi nobiyHi peakiiii criocTepiranucs mig 4ac
3acTtocyBaHHS npenapaty Hidbenna (muB. Tabnuio 4).

Y tabnuni 4 HaBemeHo mOOiYHI peaxIiii 3rimHO KnaciB Ta cucteM opraHiB MedDRA. YacTtoTa
IpHUBeNeHa Ha OCHOBI KTiHiYHMX maHuxX. Haubinbim npuiHATHI TepMminu MedDRA BuKopucTaHi mis
OTIMCY MeBHUX Peaklliil Ta IX CHHOHIMIB i TOB’sI3aHMX CTaHiB.

Tabmnuig 4

YacToTa nobiYHUX peakllili, Ipo SKi MOBiAOMIISIOCS Y MPOIleci KIiHIYHUX OOCTiAXKeHb IIpenapaTy
HideHnna gx opambHOTO KOHTPAIENTHABY Ta OJIs JIiKyBaHHS HEBaXKKoi popMu akHe 3TigHO TEPMIHIB,
KnaciB cucteM opratiB MedDRA.

Kiacu Ta cuctemMu Yacro HeuacTo Pimko YacToTta

opraniB (MedDRA, (=1/100 Ta <1/10) (=1/1000 Ta (=1/10000 Ta <1/1000) Hepimoma

Bepcig 9.1) <1/100) (HeMOXKIIUBO
OITIHMTH 3a
HasIBHUMU
MaHWMM)

[HbeKii Ta iHBa3il KaHnmuno3

3 60Ky CHCTeMH AHeMmis, TpoMOoLKTEMIS

KPOBOTBOPEHHS Ta

miMpaTUYHOI CUCTEMHU

3 60Ky iMyHHOI Anepriuni peakirii [TimBuIeHa

cucteMu Uy TIIUBICTh

3 60Ky eHIOKPUHHOI
cucTeMu

EHOOKPUHHI po3nagu

3 60Ky o6MiHy

[TigBUILIEHHS AllEeTUTY,

PEYOBHH Ta AHOPEKCid, rinmepKamieMis,
Xap4yBaHHS rimoHaTpiemis
[Mcuxiuni po3namu Emorritina nabinbHicTh|demnpecis, AHOpra3misi, 6e3COHHS
HEPBO3HICTE,
COHJIUBICTH
3 60Ky HepBOBO1 ["onoBHUM 6inb 3anamopouyeHHs, |Bepturo, TpeMop
cucTeMu apecTesis

3 60Ky OpraHiB 30py

KO0H I0HKTUBIT, CyXiCTb 04€el,
[TOPYLIEHHS 30Dpy

3 6oKy ceplis

[Taxikapmis

3 60Ky CymuH

MirpeHs, BapUKO3HE
[PO3IINPEHHS BEH,

drnebiT, cynwHHI po3nanu,
HOCOBa KpPOBOTEYa,

TaCTPUT, fiapes

apTepianbHa HenmpuTtoMHicTs, BTE, ATE
rimepTeH3is
3 60Ky LITYHKOBO- Hynota AOIOMIiHAIbHUNA 30inbLIEHHS XKUBOTA,
KHUIITKOBOTO TPAKTY 0inb, OII0BAHHS, [ITYHKOBO-KUILIKOBI PO37Iafy,
MycCIIencis, BiIUyTTS HAlOBHEHHSI
IMeTeopuamM, [IIYHKOBO-KUIIIKOBOT'O TPAKTY,

XxiaTajbHA TPUXKa, KAHOUO3
[POTOBOI TOPOKHUHHY, 3aII0P,
CYXICTB y pOTIi

3 6oky
remaToOimiapHoi
cuctemMu

bBine y 2KOBYHOMY MiXypi,
XOJIELUCTUT




3 6OKy LIKipH Ta
minmKipHol
KJIITKOBUHU

AKHe, cBepOixK,
BUCUTIAHHS

X710a3Ma, eK3eMa, aomnelris,
akHeOPMHUY TepMaTHT,
CYXiCTh IIKipH, HOMO3HA
epuTeMa, TinepTpuxo03,
po3nany 3 60Ky IIKipH,
[PO3TSAKKH, KOHTAKTHUM
[mepMaTuT,

boTo-uyTNVBUIA
mepMaTHT, HOOyJsIpHa LIKipa

MynbTH-popMHa
epuTeMa

3 60Ky M's130BOI Ta
CITONTyYHOI TKAaHUHU

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

3 Goky
PENIPONYKTHUBHOI
cucTeMu Ta
[MonoyHuX 3a5103

b0sI04icTh MOTOYHUX
3a7103, MeTpoparis*,
aMeHopes

BarinambHUMR
KaHOMO03, TAa30BUHU
0irtb, 30iMbIIEHHS
IMomouHMX 325103,
(hiOpo3HO-KicTO3HA
MaCTOIIaTis,
|MaTKOBIi/ BariHamIbHI
KPOBOTEUi*,
BUOIJICHHS 31
CTaTEeBUX OPTaHiB,
TIPUIIJIMBY, BariHIT,
[IOPYLIEHHS
MEHCTPYaIbHOTO
LMKy, JUCMEHOpes,
rinmoMeHopes,
MeHOoparis,
BariHasibHa CYyXiCTh,
CYMHIBHUI Ma30K
[lanaHikonay,
BHMUXKEHHS J1i0imo

[lucnapeyHisi, ByJIbBOBAriHiT,
[TOCTKOITaJIbHa KPOBOTEYA,
KpOBOTedYa BiIMiHM, KUCTa
MOJIOYHOI 3aJ103H, TilepIiasis
MOJIOUHOI 3aJ103H,
HOBOYTBOPEHHS Y MOJIOYHIN
3411031, ITOJIIMl IUUKY MaTKH,
aTpodis eHIOMETpis, Kucra
sieuHUKa, 301IbIIEHHS MaTKU

3aranbpHi po3nmagu

ACTeHis, MigBUIIEHE
TIOTOBUIIIIEHHS,
HaOPIK
(reHepamizoBaHu
Ha0psIK,
nepudepuuHun
Ha0OpsK, HAOPSAK
00THYYS)

He3nyxanusa

[locmimKxeHHs

301/IbIIEeHHST MAaCcH
Tina

3MeHIIeHHSI MacH Tija

*HeperyJspHi KpOBOTeYi 3a3BUYail 3HUKAIOTh IIPY IIPOOOBXKEHHI Tepartil.

Onuc okpeMux mo6iYHUX PeaKIrin

Y xinok, gki npuiimanu KI'K, criocTepiraBcs mifBuilleHU PU3UK PO3BUTKY BEHO3HUX a00
aprepianbHUX TPOMOOTUYHUX Ta TPOMOOEeMOOIIYHNX SBUIL, Y TOMY YHUCJIi iHGapKTy MioKapaa,
incynbTy, TIA, BeHO3HOTrO TpoMOO3y Ta TEJIA, sKi meTanbHille onucaHi y po3aini «OcobnuBocTi

3aCTOCYBAHHS».

Huxxue3a3HaueHi cepiio3Hi Mo6iuHi peakilil cnocTepiraaucs y XkiHOK, sKi 3acTocoByioTh KOK, 110
TaK0XK Oy/Iu onucaHi y po3mini «OcobIuBOCTi 3aCTOCYBaHHS»:

e BeHO3Hi TpomOoeMOOTiuHI po3manu;
e apTepianbHi TPOMOOEMOOTIUHI po3nany;
* apTepiajbHa rinepTeHsis;



e MyXJINHU EYiHKY;

* PO3BUTOK a00 3arOCTPEHHS 3aXBOPIOBAHb, MJIS STKUX 3B'sI30K i3 mpuiiomoM KOK He 3'scoBaHui
0CTaTOYHO: xBopo6a KpoHa, HecmenudiyHuM BUPA3KOBUH KOJIIT, €IIiyIenicis, MioMa MaTKH,
nopdipisi, cucTeMHUI YePBOHUY BOBYAK, TepIiec BariTHux, xopes CimeHxaMa, TeMOJiTUKO-
yPEMIUHUN CUHAPOM, XOJIeCTaTHYHA KOBTSIHULIS;

* XJI0a3Ma;

e TOCTpi ab0 XpOHiIYHiI po3nafu PyHKINI NeYiHKY, 10 MOXKYTh IOTPeO0yBaTH IPUINHEHHS
3acrocyBaHHsI KOK, moku moka3HUKY GYHKIIII IEYiHKY He TIOBEPHYTHCS 0O HOPMU;

* V XIiHOK 3i CITagKOBOIO CXUJIbHICTIO M0 @HTI0HEBPOTUYHOI'0 HAaOPSIKY €K30TeHHi eCTpOTreHu
MOXKYTh CIIPUYMHUTHU ab0 ITOCUITIOBAaTH CHMIITOMHU aHTiOHEBPOTHYHOTO HaOpSKY.

YacToTa [iarHOCTyBaHHS PaKy MOJIOYHOI 3a/I031 [ell0 MigBUIIYETLCS Cepef XKiHOK, SAKi
3actocoByioTh KOK. OcKinbKy paK MOJIOUHOI 3aJI03H Yy XkKiHOK BikoM 1o 40 poKiB 3yCcTpidaeThCs Pifiko,
30inbIIeHHS KiTbKOCTI BUMIAMKIB AiarHOCTYBaHHS PaKy MOJIOYHOI 3a71031 y XKiHOK, IKi 3aCTOCOBYIOTh
HUHi a00 HemoaaBHO 3acTocoByBanu KOK, € He3HAUHUM IIOM0 PiBHA 3arajbHOTO PU3UKY paKy
MOJIOYHOI 3a1034. B3aemo03B’g30K i3 3acTocyBaHHAM KOK HeBimomuii. [[UB. TaKOXK PO3Oinu
«[Iporunoka3zanHsa» Ta «OCOOIMBOCTI 3aCTOCYBAHHS».

Bzaemooii

[TpopuBHi KpoBOTEUi Ta/ab0 3HUKEHHS KOHTPALIENITUBHOI [Iil MOKe BUHUKHYTHU BHACIIZOK B3aEMOIii
iHmMX miKapchkux 3aco0iB (IHOYKTOPIB (GepMEHTIB) 3 OpaJlbHUMU KOHTPALENITUBAaMU (OUB. PO3MiN
«B3aeMopmis 3 iHIMMMH JTiKapChbKUMK 3aC00aMM Ta iHIIII BUAM B3aEMOIii»).

ITocmmapkemuHe2osi 0aHi (3acmepedceHHsA onpuatoOHeHi LleHmpoM ouiHKu ma 00CAi0HCeHHA
nikapcvkux 3acobie (CDER) FDA)

Y 5 mocnigeHHAX, Y SKUX MOPIBHIOBANIM PU3UK BUHUKHEHHS PaKy MOJIOYHOI 321034 y THX, XTO KOJIH-
HeOyab 3aCTOCOBYBaB (IpuiiMae 3apa3 uu mpuiiMaB y Munynomy) KOK, i Tux, XTo HiKonIHM He
3actocoByBaB KOK, He 6y0 BUSBIIEHO 3B’93Ky MiXK BUKopucTaHHsIM KOK i pu3aukoM BUHMKHEHHS
paKy MOJIOUHOI 3aj103¥ (3 ominkamu edekTty Big 0,90 mo 1,12).

Y TphOX moCTigKeHHAX IOPiBHIOBAIN PU3UK BUHUKHEHHS paKy MOJIOUHOI 3aJI03U Y THUX, XTO IPUKUMaE
KOK a6o nemuromgasHo npuitMaB KOK (< 6 mics1iB 3 MOMEHTY OCTaHHBOT'O 3aCTOCYBaHHS), i TUX, XTO
Hikonmu KOK He 3aCcTOCOBYBaB. B 0qHOMY 3 X JOCTiAXKEHb MTOBIIOMIISANIOCS PO BiICYTHICTH 3B’I3KYy
MiX pU3WKOM BUHUKHEHHS paKy MOJI04HO1 3a103u i BxkuBaHHAM KOK. [IBa iHIIKX JOCHiAXKEHHS
BUSIBUJIU ITiABUIIEHUY BigHOCHUY pu3uK 1,19-1,33 mpu moTouHOMY ab0 HelogaBHOMY 3aCTOCYBaHHI.
OO6unBa 11i HOCTigKeHHST BUSBUIM ITiIBUILIEHUIM PU3UK BUHUKHEHHS PaKy MOJIOYHOI 3aJI03U IIPU
TPUBAJIOMY 3aCTOCYBaHHI, IPAUYOMY BifHOCHHUU PU3UK KonuBaeThed Bif 1,03 npu BukopuctanHi KOK
MeH1e 1 poky mo npubnusHo 1,4 npu BukopuctanHi KOK 6inbine 8-10 poxkis.

ITogidomaeHHs npo ni0o3prosaHi nobiuHi peakuii

[ToBimoMIeHHS PO Mif03pioBaHi MOGiYHI peakil y mepiof MOCTMapKETUHTOBOTO CIIOCTEPEXKEHHS €
OyXKe BaxX/INBUMU. Lle mae MOXKIIUBICTD 3[iMCHIOBATH KOHTPOJIb 3a CIIiBBIAHOLIIEHHIM KOPUCTH/PU3UK
OJ1s1 JTiKapchKuX 3ac0o0iB. MenuyHi IpalliBHUKY TOBUHHI MMOBITOMJISTH PO Mig03pioBaHi mobiuHi
peaxiril.

Tepmin npudamHocmi. 3 POKH.



YMoBu 30epiranssi.
30epiraTu B OpUTiHANbHIN YIIaKOBI Ipu TeMIepaTypi He Buie 25 °C.

306epiratéi B HEOOCTYIHOMY IJIST OiTEH MiCIIi.

YnaxoBka.

ITo 28 Ta0/1eTOK, BKPUTHX IUTiIBKOBOIO 000I0HKOI0, Y OticTepi (24 TaGneTKH pokeBoro Ta 4
tTabneTku nnauebdo 6inoro Konbopy); mo 1 61micTepy pa3oM 3i CTUKEPOM 3 HAHECEHUMHU THSIMU
TAXKHS Y KAPTOHHIN Hayili.

Kareropis Bigmycky. 3a peLenTtom.

3asiBHHUK.

3eHTiBa, K.C.

Micue3HaxoKeHHsI 3asiBHHKA Ta aJpeca MicIisi MpoBaJ2KeHHsI HOro Jis/IbHOCTi.

[Tpara-10 Tomui Mexonynu, Y kabenosuu 130, momrosui ingekc 10237, Yecbka Pecmy6iika.

BupPOOHHK.

JTab6opaTtopioc JIeon ®apma C.A.

Micue3Haxo/KeHHsI BHPOOHHMKA Ta aJpeca MicCIllsi IPOBaXKeHHsS HOro Jis/IbHOCTI.

C/Jla Bannina c/#, ITonirono Ingactpian HaBaTengxepa, Binnmaksinambpe, 24008-JIeoH, IcaHis.

Y pasi BuHUKHeHHS HebakaHUX MIPOSIBiB, MOOIYHMX peakliil abo ¥ pasi BigCyTHOCTI TepaleBTUYHOI il
HeoOXigHO nmoBimoMuTH 3a agpecoi TOB «3EHTIBA VKPAIHA», 02002, M. Kuis, BpoBapchkui
npocmekT, 5 «M», ten./bakc 38 044 517-75-00, enektponHa agpeca PV-Ukraine@zentiva.com.
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