IHCTPYKIIA

IJISI METUYHOT' 0 3aCTOCYBAaHHSA JIIKapChKOT0 3aC00y

Bigopa Mikpo

(Vidora micro)

Cknao:
Oitoui peuoguHu: drospirenone, ethinylestradiol;

1 6mictep micTuTh 28 TabneTok (21 akTUBHY TabIeTKY POKEBOr0 KOJILOPY Ta 7 TabeTok mianebo
6i710T0 KOJILOPY);

1 TabneTka, BKpUTa IUTIBKOBOIO 000JI0HKOIO0, POXKEBOTO KOILOPY MiCTUTH ApocmipeHony 3,0 MT Ta
eTuHinectpagiony 0,02 mr;

0ONOMIdCHI peyoBUHU: TAKTO3KW MOHOTIAPAT, KpoXMaJb IpexenaTuHizopanui, mosigon K-30, HaTpito
KpocKapMesno3a, nomicopbar 80, marHito cteapat, Opadry® II poxkeBuii (IOTieTUNIEHTIIIKOJIb, CIIUPT
nosiBiHinoBuy, Tutany giokcup (E 171), ranek, 3aniza okcup xkostuit (E 172), 3anisa okcup
yepBoHuu (E 172), 3aniza okcup gyopuui (E 172)).

1 TabneTka, BKpHTa IIiBKOBOIO 000JI0HKOI0, 6isToro Konbopy (1manebo) MiCTUTh:

donoMidcHi peuosuHuU: TaKTo3a 0e3BopHa, noBifoH K-30, MarHiio cteapat, Opadry® II Ginuit (cnupT
TI0JTiBiHiNTOBUY (Tigposi3oBaHa 4acTuHa), TuTaHy fmiokcup (E 171), makporon 3350, tansk (E 553b)).

JIikapcbka ¢opma. TabneTKy, BKPUTI IIJIiIBKOBOIO 000JIOHKOIO.
OcHosHi (pi3uko-xiMiyHi 8 1acmusocmi:
AKTUBHI TabMeTKU: KPYTJIi TaOlIeTKY, BKPUTI IJIIBKOBOIO 000JI0HKOI0, POKEBOTO KOIbOPY.

TabmeTku mane6o: KPyrii TabneTKy, BKPUTI MTiBKOBOIO 0060JI0HKOI0, 0i10r0 KOJIbOpYy.

dapmakoTepaneBTHYHA rpyna. [opMoHaibHI KOHTPALENITABY [AJIsI CUCTEMHOTO 3aCTOCYyBaHHS.
IIpocmoipeHoH Ta etuHinectpagion. Kog ATX GO3A Al2.

Papmakoan02iuHi eaacmueocmi.
d®apmakoOuHamika.

Inpexc Ilepnst KoHTpalenTuBHUX HeBmay: 0,41 (BepxHiit mBoGiuHMit 95 % moBipuui inTepsan: 0,85).



3aranbHul ingekc [leprns (KOHTpalleNTHBHI HeBHayi MoMuikKu 3 60Ky mailieHTok): 0,80 (BepxHiit
nBoOiunu 95 % mosipuwii iHTepBan: 1,30).

[TpotusanmnifHa mis npenapaty Bimopa Mikpo 6a3yeThCsl Ha B3a€MOil Pi3HUX YMHHUKIB,
HallBaXX/IUBIIUMHU Cepef SKWUX € IPUTHIUeHHS OBYJIALil i 3MiHa IlepBiKaIbHOL CEKpellil.

Y mporieci TPUIIMKIOBOTO KITIHIYHOTO OOCHiIKeHHS MPUTHIYEHHS OBYIAI] MOPiBHAHHS KoMOiHa1Iii
npocnipeHoH 3 Mr/etuHinectpapion 0,02 Mr nipu 24-geHHoMy Ta 21-geHHOMY pexXumi 24-neHHUI
PEeXUM acollitoBaBcs 3 OibIIO0 CyIpecielo Po3BUTKY dorikymiB. [Ticas HaBMUCHUX TIOMUJIOK Y
IO3yBaHHI IIPOTSATOM TPETHOTO IUKITY Teparlil y mepeBaxkHoi OinbIIoCTi KiHOK i3 21-IeHHUM peXuMOM
CIiocTepiranacs aKTUBHICTh SI€YHUKIB, BKJIIOYAOUM OBYJIALIO, IOPIBHAHO i3 XXKiHKaM# 3 24-0eHHUM
pexuMoM. AKTUBHICTh SI€UHUKIB IIOBepTajacs OO0 PiBHIB, 1[0 OyIK 4O OYaTKy Tepallii IpoTAroM
UKy micns tepamnil y 91,8 % XiHOK i3 24-IeHHUM PeXKUMOM.

[Tpemapat Bimopa Mikpo - 11e KOMOiHOBaHWY OpajibHUY KOHTPAIENTUB 3 €THHIIECTPaAiosIoM Ta
IIPOTECTOreHOM OPOCIipEeHOHOM. Y TepaneBTUYHUX [,03aX OPOCIIPEeHOH IPOBIIS€ aHTUAHIPOTeHH] Ta
IOMipHI aHTHMiHEPaOKOPTHUKOIHI BIaCTUBOCTI. BiH He Ma€e eCTPOTeHHOl, TTIOKOKOPTUKOIHOI Ta
QHTUTITIIOKOKOPTUKOIMHOI aKTUBHOCTI. OTKe, IPOCHIiPeHOH Ma€ CX0XKUY papMaKoJIoriyHul mpodins i3
IPUPOAHUM IIPOTeCTEPOHOM.

3rifHO maHMWX KIiHIYHUX AOCIigXKeHb IOMipHI aHTUMiHEPaJIOKOPTUKOITHI BIaCTUBOCTI IIpenapaTy
Bimopa Mikpo Ipu3BOASTH OO MOMIPDHOTO aHTUMiHEPAIOKOPTUKOIZHOTO BIIJIUBY.

Byno npoBeneHo aBa OaraToleHTPOBUX, MTOABIMHUX CIIINUX, paHA0Mi30BaHuUX, Ijalebo-
KOHTPOJIbOBaHUX AOCTiAKEHHS [ OLliHKY e(peKTUBHOCTI Ta 6e3MeKH 3aCTOCYBaHHS IIpenaparTy
Bimopa Mikpo xkiHKaM 3 acne vulgaris cepefHbOr0 CcTymneHs. [Ticns 6 MicsIiiB Tepatil, TOPiBHSHO 3
nnane6o, mpemnapaTt IPOAEeMOHCTPYBaB CTAaTUCTUYHO 3HAUYIIUY eQeKT 3HUXKeHHS Ha 15,6 % (49,3 %
nopiBHSHO 3 33,7 %) KinbKOCTI 3amanbHuX eneMeHTiB, 18,5 % (40,6 % mopiBHSHO 3 22,1 %) KimbKOCTI
He3alaJIbHUX el1eMeHTiB, Ta 16,5 % (44,6 % nopiBHsHO 3 28,1 %) 3aranbHOI KiTbKOCTi BUCUIIAHb.
Takox Oinbiuii BigcoTok cy6’ekTiB, 11,8 % (18,6 % mopiBHsHO 3 6,8 %), OyB i3 «94UCTOI0» Ta «MalkKe
YUCTOI» LIKIPOO, sIKi OmiHIBanucs 3a mkanowo ISGA (Investigator’s Stated Global Assessment).

dapmaxoKiHemuxka.
[IpocroipeHOH

BcmokTyBaHHs. [IepopanbHO NPUUHATHAN OPOCIIPEHOH IIBAAKO i TOBHICTIO BCMOKTYETHCS.
MakcumanbHa KOHIIEHTpaLlisd Y CUPOBaTIi KPOBi, 1110 CTaHOBUTH 38 HI/MJI, JOCATAETHCSA
npu0Iu3HO0 Yepe3 1-2 ToguHM MiCsIsT 0MHOPA30BOI0 MEPOPAILHOI'0 3aCTOCYBAHHS.
BiogocTymHIiCTh cCTaHOBUTH 76-85 %. OgHOYacCHe BXKHBaHHS 1Ki He BIIJIMBA€E Ha
6i00OCTYIHICTh OPOCIiPEHOHY.

Poznopin. I[Ticnis mepopaibHOro 3aCTOCyBaHHS KOHLIEHTpALlis OPOCIIIPEHOHY B CUPOBATII
KPOBi 3HUXKYETHCS, a CepefHil KiHIleBUY Mepiofl HalliBBUBEIeHHS CTAHOBUTH Mpubnu3Ho 31
roguHy. [IpoCIipeHoH 3B’SI3YETHCS 31 CHPOBATKOBUM abOyMiHOM, IIpU IbOMY He 3B’SI3YIOUUCh
i3 rmo6ymiHoM, 1110 3B’3y€ CTaTEBI TOPMOHH, Ta 3 KOPTUKOINO3B A3YI0YUM T'TI00YITiHOM.
Tinbku 3-5 % 1oro 3aranbHOI KiTbKOCTiI B CHPOBATII KPOBi pubyBa€ y BiTbHOMY CTaHi.
CnpuuuneHe eTuHinectpagionoM migsuierHs ['3CC He BIIMBa€ Ha 3B’3yBaHHS OPOCIIPEHOHY 3
IIpoTeiHaMM CUPOBaTKM KpoBi. CepenHit 06’€M pO3MOAiny ApocmipeHoHy CTaHOBUTE 3,7 = 1,2 n/KT.

Merta6omnizM. [IpocmipeHOH 3HAYHOI Mipoio MeTaboIi3yeThCs icis mepopaIbHOTO



3acTocyBaHHS. ['0noBHMMHU MeTabO0JIiTaMu y TJ1a3Mi € KUCIOTHI (OPMU APOCIiPEHOHY, 1110
YTBOPIOIOTHCS MIPH BiOKPUTTI TAaKTOHOBOTO KifnbLs, Ta 4,5-AUTiAPOOPOCIipeHOH-3-Cynbdar,
SKi YTBOPIOIOTHCS LIIAXOM TifipaTalil 3 oganbIiuM Cy/ib(aTyBaHHAM. [IPOCIipEHOH TAaKOX €
00’€KTOM OKMCHIOBAJIbHOTO MeTabomi3My, 1m0 KaTanidyerbcss CYP3A4. In vitro gpocnipeHoH
Moxke ciabko abo moMipHo npurHiyyBaTu hepmenTu muroxpomy P450: CYP1A1, CYP2C9,
CYP2C19 ta CYP3A4.

BuBenenns 3 oprasiamy. [[IBUAKICTE MeTab0 iYHOTO KITipEHCY APOCIiPEHOHY i3 CHPOBATKH KPOBI
CTaHOBUTH npubnu3Ho 1,5 + 0,2 My1/xB/KT. [IpocIipeHOH BUOINSIETLCSA V HE3MiHEHIN dopMi TiNbKY y
nyKe He3HAYHIN KinbKOCTi. MeTabomiTH BUOINSAIOTHCS 3i cevero Ta KaJioM Y CITiBBimHOIIeHHi Bix 1,2 mo
1,4. Tlepiox HamiBBUBeIeHHS MeTabOIITIB 3i ceyero Ta KaJoM CTAaHOBUTE Mpubau3Ho 40 roguH.

CtaH piBHOBaru. YIIpOAOBXK LIUKIIY 3aCTOCYBaHHS MaKCHMaJlbHa PiBHOBaXKHa KOHI[EHTPaLlis
IPOCIipEHOHY B CUPOBATIIL KPOBi, 1110 CTaHOBUTH MPUOGIU3HO 70 HI/MJI, HOCATAETHCS Micys 8
OHIB 3aCTOCYBaHHA. PiBHI IpOCHipEHOHY V KPOBi KYMYJII0BaJId y 3 pa3u K HACJIILOK
CIIiBBIOHOIIIEHHS TEPMIHAJIBHOTO [IEPIOAY HAlliBBUBEIEHHS Ta iHTepBaLy JO3yBaHHS.

Okpemi 2pynu nauieHmMox

KiHKY i3 mOpylIeHHAMHU (PYHKIIil HUDOK

PiBHOBakHa KOHIIEHTpAaligd APOCIIIPEHOHY B CUPOBATLi KPOBi ¥ XKIHOK 3 HUPKOBOK HEOOCTaTHICTIO
JIETKOTO CTYIIeHs TSXKKOCTi (KimipeHc KpeaTuHiny 50-80 Myi/xB) Oyia MOPiBHAHHOIO i3 1M
IIOKa3HUKOM [J151 XKiHOK i3 HOpManbHOI PyHKITi€I0 HUPOK (KJTipeHC KpeaTuHiHy Oinbine 80 MIi/XB).
PiBeHb mpocmipeHOHY B CUPOBaTIi KPoBi O0yB y cepenHboMy Ha 37 % BUIIMH Y XKiHOK i3 HIPKOBOIO
HEJOCTaTHICTIO CEPEeOHBOTO CTYNEeHs TAXKKOCTI (kinipeHc kpeatuHiny 30-50 MJ1/XB) IOPIBHSAHOL 3 IIUM
IIOKa3HUKOM [JI51 XKiHOK i3 HOpMalIbHOK (PYHKITI€I0 HUPOK. 3aCTOCYBaHHS IPOCIIPEHOHY
IIPOJIEMOHCTPYBAJIO J06Py MepeHOCUMICTh Y BCiX Ipymnax mallieHToK. [loBefieHo, 110 TPUioM
OPOCIIPEHOHY He Ma€ KJIiHiYHO 3Ha4yImoro epekTy Ha KOHI[eHTpPallilo KaJlilo B CUPOBaTLi KPOBI.

KiHKW 3 TOPYIIeHHIMHU QYHKIIil MeYiHKH

Y mocnigkeHHi 3aCTOCYBaHHS OMHOPA30BO1 103U KIIiPEHC APOCIIIPEHOHY IPHU IIePOpPaIbHOMY
3aCTOCyBaHHI 3HUXKYBaBCcs npubnmu3Ho Ha 50 % B 0cib i3 MOMipHOI0 MEeYiHKOBOIO HEIOCTATHICTIO
TIOPiBHSHO 3 MOOPOBOJIBLISIMU 3 HOPMaJIbHOIO PYHKINEIO IeUiHKY. BusiBieHe BiIxuneHHs KIipeHCcy
IPOCIIipeHOHY B 0Ci0 i3 MOMipHOI0 NMeYiHKOBOI HEJOCTATHICTIO HE 3yMOBJIIOBAJIO Oyb-IKUX SBHUX
BiIMiHHOCTEM LIOMI0 KOHIIEHTPAllii KaJlilo y cupoBaTIli KpoBi. HaBiTh Ipy HasABHOCTI LIyKPOBOT'O
niabeTy Ta IPH CYyyTHROMY 3aCTOCYBaHHI CITipOHONTAKTOHY (IBa (aKTOPH, 10 MOXKYTh TPOBOKYBATH
rinepkanieMiio) He CIIOCTepiranocs MiBUIEeHHS KOHIIEHTPAIlil KaJliio B CUPOBaTIIi KPOBi BHUIIle
BePXHBLO1 MexXi HopMu. OTKe, OPOCIiPeHOH 100pe MePeHOCUTHCS 0C00aMu 3 ITeYiHKOBOO
HeIOCTaTHICTIO JIETKOT0 Ta IIOMIPHOTO CTyIeHd (knac B 3a knacudikauiero Yaunga-I1'10).

ETniyni rpynu. He criocTepiranocs KiiHiYHO 3HAUYIOI Pi3HUIL ¥ hapMaKOKiHETHII APOCIipeHOHY
abo eTuHiNECTpafiony y XKiHOK ATOHCHKOI HalliOHAJIbHOCTI Ta €BPOIENIIiB.

ETuHinectpamion

BcMmokryBarH4. [Ipy mepopaibHOMY 3aCTOCYBaHHI €TUHIIECTPAIioN WBUAKO 1 IOBHICTIO
BCMOKTYETBHCS. MaKCcuMaJsibHa CUPOBaTKOBa KOHIIEHTpALis, 1110 JOPiBHIOE 33 IKI/MJI,
LOOCATAETHCS NMPOTATOM 1 - 2 TOOUH IiC/IA OZHOPa30BOI'0 IIepPOpalbHOr0 3aCTOCYBaHHS.
AbGcomoTHa 0i0OCTYIHICTh BHACIIOK IIPECUCTEMHO] KOH [orallil i MeTabomi3aMy mpu



IIepIIOMY IIPOXOMXKEHHI Yepe3 NeuiHKy CTaHOBUTh Npubnu3Ho 60 %. OgHOYacHe BXKUBaHHS
i 3MeHIye 6iOMOCTYNHICTh €TUHINIECTPaAiony Ipubnu3Ho y 25 % JOCHifXKyBaHUX IIPH
HEe3MiHHi# 6i0TOCTYITHOCTI y PEIlTH.

Posnomin. PiBeHb eTHHINTECTPaAiony y CHPOBaTIi 3MEHIIYEThCS ABO(a3Ho, TepMiHanbHa (a3a
XapaKTepPU3y€eThCS MePiogoM HaliBBUBEOEHHS, 1110 TPUOIN3HO [IOPiBHIOE 24 TOOWHH.
ETuninecTpamion MilHo, MpoTe Hecneuu(piyHo, 3B’I3yE€ThCA 3 aibOyMiHaMyU CHPOBATKU
(mpubnusuo 98,5 %) Ta ingykye 30inbueHHs KoHueHTpatii [3CC Ta
KOPTUKOCTEPOI3B'a3yI04oro ro0yiliHa y cupoBartiii KpoBi. YsBHUE 06’€M PO3MOMiTY CTAHOBUTE
npubIu3HO 5 JI/KT.

Mertabonizm. ETuHinecTpagion 3HauyHoo Mipoio Metabomnizyetscs y LIKT Ta npu mepiioMy
IPOXOMXKeHHi yepe3 neuinky. ETuHinecTpamion MeTabomi3y€eThCst, TOTOBHUM YMHOM, IIIJISIXOM
TiAPOKCUIIIOBAHHS apOMATUYHOT0 KijIbls 3 YTBOPEHHSAM IIIMPOKOr0 CIIEKTpa
TiAPOKCUIIbOBAaHUX Ta METUJIbOBAaHUX MeTaboMiTiB, aKi mpuOyBaloTh y BiTbHOMY CTaHi Ta IK
KOH'IOTaTHu 3 TJIIOKyPOHigaMu Ta cynbdaTamu. MeTabomiuHui KipeHC eTUHIIeCTPafiony
CTAHOBUTD NMPUOIM3HO 5 MII/XB/KT.

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

BuBenenHs 3 opranizmy. ETHHINIeCTpamion Maiike He BUBOOUTHLCS Y He3MiHEHiH (HopMi.
MeTabomiTy eTUHIIECTPamioNny BUBOOATELCS i3 cedero Ta XKOBYIO Y CIIiBBigHOIIEHHi 4:6.
[lepion HamiBBUBEeNEHHS MeTabO0ITiB CTaHOBUTH Maiixke 1 mo0y.

Cran piHoBaru. CTaH PiBHOBaru [OCATAETLCS Y APYTil OJIOBKHI IUKITy 3aCTOCYBaHHS, KOJIK
KOHIIEHTpAllis eTUHiNIecTpadiony B CUPOBaTIli KpoBi 30inbityeThes y 2,0-2,3 pasa.

JTokniHiyHi OaHi 3 6be3neku

Y nabopatopHux TBapuH e)eKTH APOCIipeHOHY Ta eTHHilecTpadiony Oy o0MeXkeHi TaKUMHU, 1110
acollioBanmucs 3 BimoMoio (papMaKoJIoriyHoI0 fi€0. 30KpeMa, JOCTiIKEeHHS 3 BUSBIEHHS
PENPONYKTUBHOI TOKCUYHOCTI Y TBAaPWH II0KA3aIu HASIBHICTh BUAOCIEIU(pIYHUX eMOPiOTOKCUYHOTO Ta
(dbeToTOKCUYHOTO BINMKBIB. [Ipu eKCI03ullil, 1[0 IEPEBUIIYE TaKy Y TBAPHH, sIKi 3aCTOCOBYBaJIX
npenapaT Bigopa Mikpo, y AesSKuX BUAIB TBapUH CIIOCTEPIraay BIIJIUB Ha CTAaTeBY AuGepeHLiallilo.

KriniyHi xapaKTepUCTHKH.
Iloka3zaunsa.

[TepopanbHa KOHTpAIEIis.

IIpomunoka3aHHs.

KombinoBaHni ropmonanbHi KoHTpauenTtuBu (KI'K) He cif 3acTOCOBYBaTH IIPH HAIBHOCTI x04a 0
OIHOTO i3 HUXKYe3a3HaYeHUX CTaHiB. Y pa3i gKio Oyab-Kul i3 IUX CTaHiB BUHUKAE BIIepIIe Iif Yac
3actocyBaHHs KI'K, mpuiioM mpenaparty Cilif HeralHO NPUIIUHUTH.



HasBHicTh a60 pU3UK PO3BUTKY BeHO3HOI TpoMboeMOoil (BTE):

0 BTE Ha manu# yac, 30KpeMa BHACJIiIOK Tepallil aHTUKOoaryJIsHTaMu, a00 B aHaMHe3i (HalmpukiIafm,
Tpom003 raubokux BeH (TT'B) abo TpomOoeMOortist mereneBoi aptepil (TEJIA));

0 Bimoma cmagkoBa abo HaOyTa cxumnbHiCTh 0o BTE, Taka K pe3uCTeHTHICTh A0 aKTUBOBAHOTO
npoteiny C (y Tomy uucii myTatis ¢akropa V Jleiimena), medinuT antutpom6iny-II1, medinut

npoteiny C, nedinut mpoTeiny S;

O BeJIHKi olepaTHBHI BTPY4YaHHS i3 TpuBaoo iMMobinmizamieo (auB. po3min «OcoO6nuBoCcTi
3aCTOCYBaHHS»);

0 Bucokuii pusuk BTE 4yepes3 HasgBHICTE MHOKHWHHUX (HAKTOPiB pU3UKY (OuB. po3min «Oco6auBOCTI
3aCTOCYBaHHS»).

HasiBHiCTh @60 pU3UK PO3BUTKY apTepianbHOl TpoMboeMborii (ATE):

0 HasBHicTh ATE Ha manui yac abo B aHaMHe3i (Hampukiaf, iHbpapKT Miokapaa) abo HAasIBHICTb
IIPOOPOMaIbHUX CUMIITOMIB (HallPUKIa, CTEHOKAPIis);

0 TIOpYIIEeHHS MO3KOBOT'O KPOBOOOITYy Ha maHui 4ac a0 B aHaMHe3i, HasgBHICTh IPOIPOMaIbHUX
CUMIITOMIB (HallpuKiaj, TPaH3UTOPHA imeMiuHa aTtaka (TIA));

0 BimoMma cmagkoBa abo HaOyTa cxunmbHiCTh 0o ATE, Taka SIK rimeproMoiucTeineMis Ta aHTUTINA 0O
dbocdominigiB (aHTUTINIA [0 KApHiOMiMiHiB, BOBUaKOBUY aHTUKOATYJISHT);

0 MirpeHs i3 BOTHUIEBUMU HEBPOJIOTIYHMMU CUMIITOMaM# B aHaMHE3i;

0 Bucokuii pusuk ATE yepe3 HasgBHICTb MHOXKXUHHUX (HAKTOPIB pU3uKY (quB. po3min «Oco6auBOCTi
3aCTOCYBaHHS») a00 Yepes3 HasIBHICTh OOHOTO CEepH03HOro (akTopa PU3UKY, TAKOTO SK:

- IIyKpOBUii fiabeT i3 CYAMHHUMH yCKIIafHEHHSIMU;
- TsKKa apTepiajbHa rinepreH3sis;
- TSIKKa [UCIIIONPOTeIHeMis.

HasiBHICTB TSIKKOTr0O 3aXBOPIOBAHHS MeYiHKK Ha JaHUM Yac abo B aHAMHe3i, TOKu
ITOKA3HUKU (QYHKIIil MeYiHKY He IMTOBEPHYJIUCS Y MeXKi HOPMH.

HasBHUMIT paK MOJIOUHOI 3aJ103U IOTOYHUY ab0 B aHaMHe3i, K1l Moxe 0yTH
TOPMOHOYYTIUBUM (O¥B. Po3min «OcoOMMBOCTI 3aCTOCYBAHHS», MiAPO3MiN «3M0gKicHI
HOBOYTBOPEHHS»).

HI/IpKOBa HEITOCTaTHICTh TSIXKKOI'0O CTyIlIE€HsA abo TOCTpPa HUPKOBa HEITOCTaTHICTh.

HasiBHiCTb MyX/IMH MediHKy Ha HaHWH 4ac abo B aHaMHe3i (moOposkicHux abo
37I0SIKiCHUX).

Bigowmi abo mimo3pioBaHi 37105KiCHI MyXIuMHYU (HalpXKiaz, CTAaTEBUX OPTaHiB), 110 €
3aJIeKHUMH Bifl CTaTEBUX T'OPMOHIB.



BarinanbHa KpoBOTeYa He3'siCOBAHOI eTionorii.

[TigBuIlleHa YYTIMUBICTH [0 AiI0YUX PeYOBHH a00 H0 OYOb-IKOT0 3 KOMIIOHEHTIB
mpernapary.

Jlikapcekuii 3acib Bimopa Mikpo mpoTunokasaHui Ipyd OMHOYACHOMY 3aCTOCYBaHHI 3 JTiKapChbKUMU
3acobamu, 110 MicTSTh oMbiTacBip/mapuTanpeBip/pUuToHaBip Ta macalyBip (AUB. PO3Ainu
«0Oco6uBOCTi 3aCTOCYyBaHHS» Ta «B3aeMopis 3 iHIIMMHU JTiKapChKUMK 3ac00aMu Ta iHIII BUOM
B3aEMOJIIN»).

B3aemodis 3 iHwuMu nikapcbkumu 3acodamu ma iHwi eudu e3aemoditi.

Crnip o3HaoMuTHCS 3 iH(OpPMaIIi€to 00 JTiKapChKOro 3aco0y, 110 3aCTOCOBYETLCS OMHOYACHO, MIJIS
BUSIBJIEHHS MOTEHI[IMHUX B3aEMOMIN.

e BrimuB iHmuX nmikapchKuxX 3aco0iB Ha mpenapaT Bimopa Mikpo

Bzaemoqii MOKIHBI 3 JTiKapChKUMHU 3ac0b6aMu, 1110 iHAYKYIOTh MiKpocoMarnbHi ¢pepmenTH. Lle
pu3Bese [0 30inbeHHs KIipeHCy CTaTeBUX TOPMOHIB, 1110 3i CBOTO 00Ky CIIPUYUHSE 3MiHU
XapaKTepy MeHCTpyaabHOI KpoBOTedi Ta/ab0 BTpaTH e(peKTUBHOCTI KOHTPAIIEIITHUBY.

Tepanis

[HgyK1is hepMeHTiB MOXe OyTH BUSIBIIEHa Yepe3 eKibKa [HIB NiKyBaHHA. MaKcuMabHa iHOYKILiS
(bepMeHTIB 3arajoM CIIOCTepiraeThCa 4epes geKinbKa TUXKHIB. [1icisa BigMiHU JTiKyBaHHS 1HOYKLISA
hepMeHTiB MOXKe TPUBATH HPUOIH3HO 4 THUXKHI.

Kopomxkocmpokoge niKy8aHHA

2Kinku, sIKi mpuiMaroTh JTiKapchKi 3aco0u, 1110 iHAYKYIOTh PepMEeHTH, IIOBUHHI TUMYaCOBO
BUKOPUCTOBYBaTU Oap’epHUM MeTox abo0 iHIIKNK MeTo[ KOHTpAIelIlil JogaTKOBO 0 KOMOiHOBaHUX
OpaJIbHUX KOHTpalEeNTUBIiB. bap’epHul MeTO[ CJIii BAKOPUCTOBYBATHU IIPOTITOM YCHOI'0 TEPMIHY
JIiIKyBaHHS BiTIOBiIHUM IIpeniapaToM i Ie NpoTarom 28 [HIB Iicig NPUNMHEHHS MO0T0 3aCTOCYBaHHS.
fAKI10 Tepamis po3noYMHAETHCS Y IEPiof] 3acToCyBaHHS ocTaHHiX TabneTok KOK 3 ymmakoBKH, TO
npuiioM TabneTok 3 HacTymHol yrmakoBku KOK crim po3mnoyaTy ompady micis monepenHnol 6e3
3BUYHOTI0 iHTepBany 6e3 3aCTOCyBaHHS TaOJIETOK.

Ilos2ocmpokose AiKy8aHHs

2KiHKaM IIpu JOBrOCTPOKOBIi Tepallii AiF0UMMy PeYOBMHAMH, 110 iHAYKYIOTh (epMEHTH MeYiHKH,
peKoMeHyeThcs 6ap’epHuit abo iHIKY BiAMOBIAHWI HETOPMOHATBHUN METO KOHTPALELIil.

Huxue3a3HaueHi B3aemopil 6ynu 3adhikcoBaHi 3rifHo 3 omy061iKOBaHUMU JaHUMH.

Iiroui peyosuHu, w,o 36iavwyromse KaipeHc KOK (3HuoceHHs epekmusHocmi KOK uepe3 iHOYKUit0
(hepmeHmis), HaNPUKAao:

6apbiTypaTu, 603eHTaH, KapbaMa3eliH, GeHiTOIH, IPUMigoH, pudaMIIilliH; IpenapaTH, 110
3acToCcoByI0ThCS Ipu BIJI-iH(ekii: pruToHaBip, HeBipaliH Ta edaBipeHIl; TaK0XK, MOXKJIIKBO,
dbenbamat, rpu3eodyabBiH, OKCKapOa3eIiH, TomipaMar i pOCIMHHI TiKapchKi 3aco0H, 110 MiCTSTh
eKCTPaKT 3Bipo0oro (Hypericum perfiratum).



Litoui peuosuHU 3 HeNnocmMiuHuUM 8nau8oM Ha KaipeHc KOK:

[Tpu ogrouacHOMy 3actocyBaHHi 3 KOK Benuka kinbkicTh KoMOiHaniii iHri6iTopis BIJI-mpoTea3u Ta
HEHYKJIEO3UHUX iHTi0iTOPiB 3BOPOTHOI TPAHCKPHUIITa3H, BK/II0OUal0yy KoMOiHalii 3 inribiTopamMu
Bipycy rematuty C (BI'C), MOXYyTb migBUIIyBaTH a00 3HMKYBaTH KOHIIEHTPAIIil0 eCTPOTeHY a0
IIPOTeCTHUHIB ¥ ma3Mi KpoBi. CyKyNHUM BIIJIUB TAKUX 3MiH MOXKe OyTH KJIiHIYHO 3HAUYIIUM Y OEeTKUX
BUIIAKaX.

Tomy mist BUSIBIIEHHS IIOTEHIIIMHUX B3aEMOIiN Ta OyIb-IKUX iHIIMX pPeKOMeHalli# ciia
03HAMOMUTHUCS 3 iHpOpPMAIIi€I0 00 METUYHOI0 3aCTOCYBAHHS JTiIKAPCHKOTO 3ac0o0y M7 TiKyBaHHS
BIJI/BI'C, mo npuiiMa€eThCcsl OMHOYACHO. Y pa3i HasBHOCTI OyOb-IKUX CYMHIBiB XKiHKaM JOJATKOBO CIIif
BMKOPUCTOBYBaTU Oap’epHUI MEeTOX KOHTpallellii Ipu Tepanil iHriditopamu mpoTeasu abo
iHribiTopaMy HEHYKIE03UIHOI 3BOPOTHOI TPAHCKPHUIITA3H.

Iiroui peyosuHu, wo 3HuACyromo KaipeHc KOK (iHeibimopu ¢pepmernmis)
KniniyHa 3HaUyLIiCTh IOTEHIIINHOI B3a€MOZIi 3 iHriGiTopamMu pepMeHTIB 3aIUInaeThCs He3’ ICOBaHOIO.

OpHoYacHe 3aCTOCyBaHHS CUJBbHUX iHTiIOiTOPiB CYP3A4 MoOKe IigBUIIUTH 11J1a3MOBI KOHIIEHTpAIlil
ecTporeHy abo mporectury, abo 000X KOMIIOHEHTIB.

Y mocnipxeHHi 6araTopa3oBux 003 KoMOiHallil gpocripeHoH (3 Mr/no0y)/eTrHinecTpagion
(0,002 mr/mo0y) Ta cunbHOro iHriditopa CYP3A4 KeTOKOHA3011y, 1[0 3aCTOCOBYBABCS OOHOYACHO,
npotsaroM 10 gHiB 30inburyBanocs 3sa4eHHss AUC ,,4, APOCIIPEHOHY Ta €THHINIECTPaAiony y

2,7 ta 1,4 pa3a BifIIOBimHO.

ETopukokcub y no3ax Big 60 mo 120 Mr/mo6y mpomeMOoHCTPYBaB MiABUINIEHHS I171a3MOBUX
KOHIIEHTpallii eTUHiNecTpapiony y 1,4-1,6 pa3a BigmoBigHO IpY OOHOYACHOMY 3acTocyBaHHI 3 KT'K,
mo Mictuth 0,035 Mr eTuHiNeCTpagiony.

e BriiuB npemnapaty Bigopa Mikpo Ha iHImIi /ikapchKi 3aco6u

KOK MoxyTh BrIMBaTH Ha MeTabo0J1i3M [esKUX [il0YnX PeYOBUH. BiAmoBigHO, KOHIEHTpall y mia3mi
KPOBi Ta y TKaHMHAX MOXYThb a00 mifBuilyBaTUCsS (HapPUKiIaz, IUKIOCIOPUH), ab0 3HUXKYBATUCS
(HampuKan, TaMOTPULKYH).

Ha migcTaBi mocmimzkeHb B3aEMO{Iii in vivo y XKiHOK-TOOPOBOJIBIIIB, SKi 3aCTOCOBYBAJIA OMEIIPA30JI,
CHMBACTaTHH Ta Miga3ojaM SK cy0CcTpaTH-MapKepH, BCTAHOBIIEHO, 10 KJIiHIYHO 3HAYYIa B3aEMOIis
OPOCIIipEHOHY B 1031 3 MI' 3 iHIIMMU aKTHBHUMU CyOCTaHIIsIMHU, 110 iHAYKYIOThCS LUTOXpoMoM P450,
MaJIOMMOBipHa.

Kniniyni mani cBiggath mpo Te, 110 eTUHiNecTpagion nmpurHivye kiipenc cyocTpatiB CYP1A2, o 3i
cBoro 60Ky BUKIUKaE cnabke (Hanpukiap, Teodinid) abo nmoMmipHe (HanpuKiaf, TU3aHIOUH)
TiABHUINEHHS IX TIa3MOBUX KOHIIEHTPAIIIH.

d®apMakomvHaAMiuHiI B3aEMOil

OpHOYacHe 3aCTOCYBaHHS €CTPafioI0OBMiCHUX JIiKapChKUX 3aC00iB 3 MPOTHUBIPYCHUMU JTiKapChKUMU
3acobamMu mpaMoi Iil, o MicTaTh oMOiTacBip, mapuTanpesip abo gacabyBip Ta ix KoMOiHatii,
30inblIy€e pU3UK IiABUIIEHHS PiBHSA anaHiHaMiHoTpaHchepa3u (AJIT) Ginbiie HiXK y 20 pasis Buille
BEPXHBOI MeXKi HOPMHU y 3[0POBUX MAILliEHTOK Ta y MAI[i€eHTOK 3 BipyCHUM remnatutoM C (OUB. PO3Min
«IIpoTunoKa3aHHI»).



OpHoYacHe 3aCTOCYBaHHS 3 JIiIKapChKUMU 3ac00aMu, 110 MiCTITh
oMmbiTacBip/mapuTanpeBip/puToHaBip Ta macabyBip 3 mogaBaHHSIM pubaBipuHy 60 6€3 TaKoro,
306inmbinye pu3uk nigBuineHHs piBHs AJIT (muB. po3minu «IIpoTtumokasaHHs» Ta «OCcoGIMBOCTI
3aCTOCYBaHHS»).

Tomy xkiHKaM, 5IKi 3aCTOCOBYIOTh JIiKapChKui 3aci6 Bimopa Mikpo, HeoOXimHO BUKOPHCTOBYBATH
anbTepPHATUBHUM METON KOHTPAlenil (Hanpukiaz, KOHTPaleTUBY, 0 MICTATh TiJTbKU
nporecTareH, abo HeropMoHaIbHI METOMIM) Ilepef] T0YaTKOM Teparlii i3 3aCToCyBaHHSAM 3a3Ha4eHol
KoMOiHa1ii mikapchKux 3aco6iB. 3acTocyBaHHS JIiKapCchKoro 3acoby Bigopa Mikpo MoXKHa BiTHOBUTH
yepes 2 TUXKHI MMicg 3aBeplIeHHs Teparlil 3a3HayeH00 KoMOiHaIl€r0.

THwi popmu 83aemo0ii

Y maiieHTiB i3 HOpMaIbHOIO QYHKIIEI0 HUPOK OfHOYACHE 3aCTOCYBAHHS OPOCIIiPEeHOHY Ta iHTiOiTOpiB
ATI® abo HecTepoigHUX NpoTu3ananbHuX npenapatis (HII3I1) He moka3ano 3HaYyIIOT0 BIUIMBY Ha
piBeHb KaJlito CHpoBaTKM KpoBi. OgHaK OJHOYACHe 3aCTOCYBaHHS Mpenapary Bigopa MiKpo Ta
aHTaroHiCTiB anbgoCcTepoHy abo Kamnii3bepiraloymnx AiypeTUKiB He HOCTIAXKYBaIoCs. Y I[bOMY BUMIQLIKY
piBeHb Kasliio y CUPOBaTIli KPOBi IOTPiOHO MOCTIXKYBATH IIPOTITOM IIEPIIOT0 UKy JiKyBaHHS (OUB.
TaK0XK po37in «Oco0IMBOCTI 3aCTOCYBaHHS»).

JlabopamopHi aHanizu

3acToCyBaHHSI KOHTpAlleNITUBHUX CTEPOIMliB MOXKe BIIJIUBATU Ha Pe3y/lIbTaTH AesKUX 1abopaTOpHUX
aHaumiziB, Takux K GioxiMiuHi mapameTpu QyHKIII MeyiHKy, MKUTOBAOHOL 321031, HAHUPKOBUX 3aJ103
i HUPOK, Ha KOHIIEHTpallilo y 1a3Mi TPAaHCIOPTHUX OiNKiB, TaKUX K T00YIIiH, 10 3B’ I3Y€
KOPTHUKOCTEPOINY, Ha KOHIIEHTpallilo y I1a3Mi KpoBi (ppakuiil NimifgiB/minonpoTeidis, Ha IOKa3HUKA
BYTJI€BOJHOT0 00MiHy, Koarynsiii Ta ¢piopuHonizy. 3a3Buyail Taki 3MiHu nepebyBaiOTh y MexkKax
HopMHU. [IpocripeHoH 30i/blIye aKTUBHICTL PEHIHY Ta ajbIOCTEPOHY V IJIa3Mi KPOBIi, 1110 iHOYKYETHCS
10r0 IIOMipHOI0 aHTHMIiHEPalIOKOPTUKOIMHOK aKTUBHICTIO.

Oco06.1ueocmi 3acmocyeaHHsi.

Pimenns npo npu3HadYeHHs IpenapaTy Bigopa MIiKpo Ciif IpuiMaTy 3 ypaxyBaHHSM iHAWBIAyaIbHUAX
(baxTopiB PU3UKY KiHKH, ITI0 iCHYIOTh Ha aHUW MOMEHT, ¥ TOMY YUCJIi ()aKTOPiB PU3UKY PO3BUTKY
BTE, a takox pusuky BTE, nos’si3aHOoro 3 npuioMoM Iipernapaty Bimopa Mikpo, MOPIBHAHO 3 IHIIUMHA
KT'K (muB. po3ninu «IIpoTunoka3anHs» Ta «OCoOIMBOCTi 3aCTOCYBaHHS»).

IlonepenxkeHHs

[Tpu HasIBHOCTI OyIb-IKKX CTaHiB a00 GpaKTOpiB pU3UKY, 3a3HAUYEHUX HUXKYE, CJIil 0OTOBOPUTH 3
JXKIHKOIO JOLJIbHICTh 3aCTOCYBaHHA IIpenapary Bigopa Mikpo.

Y pagzi 3arocTpeHHs ab0 Mpu MepIIux MposBax Oyab-IKUX i3 BKa3aHUX CTaHiB a60 GakKTOpiB PU3UKY
JKiHKaM PeKOMEHAYEThCS 3BePHYTHUCS [0 JIiKaps Ta BU3HAYUTH HEOOXiIHICTh MPUNMHEHHS IPUoMy
npernapaty Bimopa Mikpo.

Y pagzi nigo3pioBanoi abo migTBepaxkeHol BTE a6o ATE crig npunuuuty 3actocyBanHsa KI'K. Akiio
po3mnoyaTa aHTUKOATy/IsSHTHA Tepallis, clif 3a0e3neYuTy albTePHATUBHY afleKBaTHY KOHTPALEMIIiio
yepe3 TepaTOreHHUY BIJIUB @aHTUKOATYJISHTIB (KyMapyuHH).

o [{UpKyNnATOPHI po3afgu



Pu3uk po3surky BTE

3acTocyBanHs Oymb-sikux KI'K migBurye pusuk po3BUTKY BeHO3HOI TpoMboeMbonii (BTE) y xkiHOK,
SKi IX 3aCTOCOBYIOTE, TIOPIBHSIHO 3 TUMH, $IKi iX He 3aCTOCOBYIOTh. IIpemapaTH, 10 MiCTATh
JIEBOHOPrecTpesi, HOpreCTUMaT a00 HOPETHCTEPOH, ACOLiI0IOTHCSI 3 HHKYUM pu3ukoMm BTE.
3acTocyBaHHs iHIIUX TiIKApChKHUX 3aC00iB, Takux siIK Bimopa Mikpo, Moxke NpU3BOTUTH 0
NigBUIIEHHsI PU3HMKY yABiui. PieHHs PO 3aCTOCyBaHHA NpenapariB, OKpPiM THX, 110
MalOTh HAMHUXKYHH PH3HK po3BUTKY BTE, ciig mpuitMaTH nuie micisi 00roBOpeHHs 3
Xkinko1o. Heo0xinHO nmepekoHaTHCs, 10 BOHA YCBigoMII0€ pu3uK po3BUTKY BTE,
aconidoBaHHUH i3 3aCTOCYBaHHSAM mpenapary Bimopa mMikpo, cTymiHb BIUTHBY HasIBHHX Y Hel
dakTopiB pu3uKy Ta TOM (akT, mo pu3uK BTE € HaWBUIINM MPOTSITOM IEPIIOr0 POKY
3aCcTOoCyBaHHs. 3a fessKuMHu JaHUMH pu3uK BTE Moxe 3pocTraTu npHu BiTHOB/IEHHI
3acrocyBaHHs KI'K micsist mepepBH y 4 THXKHI a00 moBiie.

Y mBox i3 10 000 xiHoK, sKi He npuiimMaiTs KI'K Ta He € BariTHuMHU, po3BUBaEeThCsA BTE mnporsarom
poky. OfmHaK y KOXKHOI OKpeMol XKiHKM pU3uK MOXKe OyTH 3HAYHO BUIIKMH 3aJIeXKHO Bifl HAsSBHUX Y Hel
(baxTopiB PU3UKY (DUB. HUXKYIE).

BcraroBneHo', mo i3 10 000 xiHOK, siKi 3acTocoByoTh KI'K, 110 MicTATH ApocmipeHoH, y 9-12 XiHOK
po3BuHeTsCs BTE mpoTAroM 0gHOTO POKYy. 1le mOpiBHIOETLCS 3 HOKa3HUKOM 6° Y XKiHOK, SKi
3actocoByoTh KT'K, 1110 MICTATE JIEBOHOPreCTPEL.

B 060x Bunaznkax KinbkicTs Bunankis BTE 3a pik Oysa MeHIIIO0, HiXk 3a3BUYail 04iKyeThCS IIPOTATOM
BariTHOCTi a0 y MiCIsAM0oI0roBOMY Iepiofi.

BTE Moxke npu3BOAUTHU [0 JieTaJbHUX HACiAKiB y 1-2 % BUMNaKiB.

Kinekicts BunagkiB BTE #Ha 10 000 xkiHOK 3a 0guH PiK

'11i moKa3HUKH OTPUMaHO Ha OCHOBI BCiX JaHUX eMifieMiOJIOTiYHUX [OCIIiIXKEHb 3 YpaxyBaHHAM
BiJHOCHUX PHU3UKIB, NTOB’s13aHUX i3 mpurioMoM pidHux KI'K, nopiBHsHO i3 3acTocyBanHaM KI'K, mo
MiCTSATB JIEBOHOPTreCTpeIl.

*V cepennboMmy 5-7 Bunaaxis Ha 10 000 XiHKO-POKiB Ha OCHOBI PO3PaxyHKy BiIHOCHOTO PH3HKY
3actocyBaHHA KI'K, 1110 MICTATE J1I€BOHOPIeCTpes], IIOPIBHAHO 3 TAKUM Y XKIHOK, SIKi He 3aCTOCOBYIOTh
KI'K (mpubnusso 2,3 - 3,6 BUNAOKY).

®axTopu pu3uKy po3BUTKY BTE

Pu3uK po3BUTKY BEHO3HUX TPoMO0OeMOOiYHUX YCKITagHEHD Y XKiHOK, Ki 3acTocoByioTh KI'K, Moxe
OyTu 3Ha4YHO BUINUY [IPX HAIBHOCTI AOAATKOBUX (HAKTOPIB PU3UKY, 0COOJIMBO MHOXKUHHUX

(muB. Tabmumo 1).

3acTocyBaHHA IIpenapaTy Bimopa MiKpo IpOTHUIIOKa3aHe KiHKaM i3 MHOXKHWHHUMHU (paKTopaMu
PU3HKY, 110 MOXKe IiIBULITUTH PU3UK PO3BUTKY BEHO3HOTO TPOMOO03Y (OUB. PO3Min
«[IpoTunoka3aHH»). AKIIO XKiHKa Mae Oinbille OGHOTO paKTopa PU3UKY, 3POCTaHHS PUIUKY MOXKE
OyTu OiNbIINM, HiXK CyMa PU3HUKIB, aCOI[iNOBaHUX i3 KOKHUM OKpeMuM (HaKTOPOM, TOMY CIIif



BpaxOBYBaTHU [I0 yBaru 3arajibHui pusuk po3BuTtky BTE. dKIo CniBBifHOIIIEHHS KOPUCTH/PU3UK
HeCHpUATIuBe, He ciif npusHadaTy KI'K (gus. po3nin «IIpoTunokasaHHs»).

Tabnuis 1
dakTopu pu3uUKy po3BUTKY BTE
DaxTOp PUBUKY [TpuMmiTka
OxwupiuHS (iHOeKC Macu Tina Pu3uK 3HAYHO MiABUIIYETHCS IPU 30iNbIIEHH] iHOEKCY
nepesumye 30 Kr/m’) MacH Tifa.

Oco6nuBo moTpebye yBaru Ipu HasBHOCTI iHIINUX
(hakKTOpiB PU3UKY.

TpuBasna immo0ini3atiisi, Benuke Y Takux cuTyaligx peKOMEHIYEThCS IPUIIUHUTU

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

HUKHIX KiHIIiBKax a00 opraHax Ta3a, OIepaTUBHOTI'0 BTPY4YaHHS L[OHaMeHIIe 3a 4 TUXKHI) Ta

Helpoxipypriyui BTpydyaHHs abo He BITHOBJIIOBaTU 3aCTOCYBaHHS paHillle HiX dyepe3

o0IITMpPHA TPaBMa. 2 TUXKHIi ITiCJIg TTOBHOT'O BiTHOBIEHHS PYX0OBO1
aKTHUBHOCTI. 3 METOI0 YHUKHEHHST HebaXkKaHol BariTHOCTI

[TpumiTKa: TUMYacoBa iMMo06ini3alisi, Cii BUKOPUCTOBYBATH iHIIIi METOOU KOHTPAIEIIIil.

y TOMY YHCJIi IEPEIbOTH > 4 TOOuH,

TaK0XK MOXKYTh OyTH paKTOpPOM Crnip po3TISHYTU JOUiNTbHICTh @aHTUTPOMOOTHUYHOI Tepartii,

pu3uKy po3BuTky BTE, oco6muBOy  SKIIO 3aCTOCYBaHHS Ipemnaparty Bimopa Mikpo He 6yo

XKIHOK 3 iHIKUMU (HaKTOpPaMU PU3UKY. NPUIKMHEHO IOIEepPeqHEO.

Cimeiinust anamues (BTE y koroch i3 YV pa3si HasgBHOCTI CIIafKOBOI CXHUJIbHOCTI IIepef

poxuyiB abo 6aThKiB, 0COOIUBO Y 3acTocyBaHHSIM Oymb-iKux KI'K XKiHKaM peKOMeHIy€EThCS

BiTHOCHO MOJIOIOMY Billi, HAIIpUKJIa[, IIOPafUTHUCSA 31 ClelialiCToM.

y Bili go 50 pokiB).

IHmi crauy, noB’si3aHi 3 BTE Pak, cucTeMHUI YePBOHUY BOBYAK, T€MOJIITUKO-
YPEMIUHUY CUHAPOM, XPOHiIYHE 3allajbHe 3aXBOPIOBAHHSA
KHUIIeYHUKY (xBopoba KpoHa a00 BUpa3KOBUii KOJIT) Ta
CepronogiOHOKITITUHHA aHEeMis.

Bix Oco6mnuBo y Billi moHax 35 poKiB

HeMmae equHOI yMKH 00 MOKJIMBOT'O BIIMBY BAPUKO3HOTO POIIIMPEHHS BEH Ta ITOBEPXHEBOTO
TpoMO0debiTy Ha PO3BUTOK Ta MPOrpPecyBaHHS BEHO3HOT'0 TPOMOO3Y.

Heo06xigHo 3BepHYTH yBary Ha MigBUINEHUM PU3UK PO3BUTKY TpoMOoeMOoIil y mepion BariTHOCTI,
0Cc0o0/IMBO MIPOTATOM 6 THKHIB ITicis mosoriB (iHpopMariio oo nepiogy BariTHOCTI abo rogyBaHHS
TPYOAI0 OUB. Y PO3MiNi «3acToCyBaHHS y IIepiof BariTHOCTiI abo rogyBaHHS TPYLII0»).

Cumnromu BTE (TI'B Ta TEJIA)

KiHKaM CJIif MopafuTH y pa3i I0gBU HUKUYEBKa3aHUX CUMIITOMIB HEraiHO 3BEPHYTHUCS [0 JIiKaps Ta
MIOBITOMUTH IIPO Te, 110 BOHU 3aCTOCOBYIOTH KT'K.

Cumnromamu TI'B MoxyTh OyTu: oqHOGIYHNI HAOPSIK HOTU Ta/abo CTymHi abo0 HiNAHKY Y3[0BXK BEHU
Ha HO3i; 6iy1b a60 migBUIlleHa YYTIHUBICTh Y HO3i, III0 MOXKe BiTYyBATHUCS TiJTbKU IPHU CTOSTHHI ab0
xonb0i, BiZuyTTS XKapy B ypaxKeHil HO3i; moyepBOHiHHS a00 3MiHa KOIhOPY IIKipU Ha HO3I.

Cumnrtomamu TEJIA MoxyTh GyTH: pamnToBa 3aguIlKa He3'siCOBaHOI eTionorii abo mpuckopeHe
IUXaHHS; PalTOBUY KallleJlb, MOXKJIMBO 3 KPOB'I0; PAaNTOBUM OiNib y IPYAHIN KTIiTII;
TIepeIHEeNIPUTOMHUY CTaH a00 3allaMOPOYEHHS; IBUAKE a00 HEPETYIsIpHEe CepreOuTTs.

IesiKi 3 X CUMIITOMIB (HaIpPUKJIaf, 3aMUIIIKa, Kallleb) € Hecrenu@ivHuMU ab0 MOXKYTh OyTH
HeIIPaBUIbHO iHTePIPEeTOBaHi K OiNbII momupeHi abo MEeHII TSIXKKi SBUINa (HAIPUKIaL, SK iHpeKil



OUXaIbHUX IISXIB).

[H1Ii TPOSIBU BaCKYJIIPHOIL OKJII03ii MOXKYTh BKJIIOUATH PANTOBUY 0ifib, HAOpPSK, TOCTPUY KUBIT Ta
He3HayHe IIOCUHIHHS KiHITiBKH.

[Tpu oK103i1l CyouH OKa M0YaTKOBOI CUMIITOMATHKOI0 MOXKe OyTH HEeUiTKiCTh 30Dy, 110 He
CYTIPOBOMXKYETHCS OOTLOBUMU BifUYTTSIMU i SKa MOXKe IPOTrpecyBaTH 4O BTpaTH 30py. IHKOIM BTpaTa
30py PO3BUBAETHCS MalizKe MUTTEBO.

Pu3uk po3Butky ATE

3a JaHUMU eTifeMioNIoTiYHUX OOCTIiIXKeHb 3acTocyBaHHs Oyab-akux KI'K acomnitoeTbes i3 migBUIIEeHUM
pusukoMm ATE (iHpapkT Miokapaa) abo nepeOpoBacKyIsIpHUX O (TpaH3UTOPHA ileMiyHa aTaka
(TTA), iHCcynbT). ApTepianbHi TpoMO60eMOOITiuHI IBUI[A MOXKYTh MaTH JieTaJIbHUAN HACIIiMIOK.

®akTOopU pU3UKY PO3BUTKY ATE

[Tpu 3actocyBanHi KI'K pr3uK po3BUTKY apTepianbHuX TPOMO0eMOOiYHUX YCKIIafHEHDb a00
11epeOPOBACKYIISIPHUX ITOMiM 3POCTAE Y XKIiHOK i3 pakTOpaMu pU3UKYy (OUB. TaOMUIlO 2). 3aCTOCYBaHHS
npemnapary Bigopa Mikpo mpoTumiokasaHe, SKIIO XKiHKK MalOTh OMUH CEPHO3HUN a00 MHOXMHHI
daxTopu pu3uKy po3BUTKy ATE, SKi MOXKYTb MiABUIIUTY PU3UK PO3BUTKY apTepiaJbHOTO TPOMOO3Y
(muB. po3min «IIpoTUnoKa3aHHS»). AKIIO XKiHKa Mae Oinbille 0gHOTO (paKkTopa PU3UKY, 3POCTAHHS
pU3KKYy MOKe OyTH GibIINM, HiXK CyMa PU3UKIiB, acOIlilloBaHUX i3 KOXKHUM OKpeMUM (HaKTOPOM, TOMY
CJIil BPaxOBYIOYH 3arajbHUM PU3UK. AKIINO CIiBBIAHOIIIEHHS KOPUCThL/PU3UK HECIIPUSTIINBE, HE CIIif
npusHadaTy KIT'K (gus. po3gin «IIpoTunoka3aHHg»).

Tabnuns 2

dakTopu pu3uky po3BUTKky ATE

D®axkTOp PUBUKY [TpuMmiTKa
30inbIiIeHHS BiKy Oco6mnuBo y Billi moHap 35 poKiB
[MTaniuusa XKinkawMm, ski kopuctyoTbcsa KI'K, pekoMeHnyeTsCs

yTpUMyBaTUCA Bif naiiHHA. 2KiHKaM BIKOM Bif 35 POKiB, AKi
IIPOOBXKYIOTh IAIUTH, HACTIMHO PEKOMEHYETHCS
BMKOPUCTOBYBATHU iHIIUY MeTOJ KOHTpAIEIIIil.

ApTepianbHa rinepTeH3sisa

OxwupiuHs (iHOeKC Macu Tina Pu3uK 3HAYHO IiABUINYETHCS IPH 30ibIIeHH] iHAEeKCY Macu

nepesumye 30 Kr/m’) tina. Oco6uBo noTpebye yBaru npu HasgBHOCTI y XKiHOK
iHIIMX (PaKTOPiB PU3UKY.

Cimeiinust anamues (ATE y koroch YV pa3si HagBHOCTI CIIagKOBOI CXUJIBHOCTI IIepef

i3 poguuiB abo 6aThKiB, 0COONMMBO 3acTOCyBaHHAM Oymb-iKux KI'K XKiHKaM peKOMeHIy€EeThCS

y BiTHOCHO MOJIOIOMY Billi, IIOPAJUTHUCS 3i CIemiamicToM.
HanpuKiaf, y Bii o 50 pokiB)
MirpeHsb 3poCcTaHHs YaCTOTH BUHUKHEHHS ab0 TAXKKOCTI mepebiry

Mirpesi nig 9ac 3actocyBaHHg KI'K (MOKIMBi IpoapoMarbHi
CTaHM Iepefl PO3BUTKOM 11epebpoBaCKyIISIPHUX TTOiM)
MOXYTb CTaTH MPUYKMHOI0 HETalHOT0 IPUNUHEHHS IPUUOMY

KTK.
IHmIi ctany, noB’s13aHi 3 LlykpoBuii miabeT, rimeproMouucTeineMisi, Baiu KiamaHiB
HebOakaHUMM peakiismMu 3 60Ky  ceplid, Gibpumsilis nepencepas, OUCIIMONPOTEIHEMIS Ta
CynuH CHCTEMHUY YEePBOHU BOBYAK.

Cumunromu ATE




KiHKaM CIif mopajuTH y pa3si MogBU HAXK4Ye3a3HaueHUX CUMIITOMIB HETaHO 3BEPHYTHUCS [0 JliKaps
Ta IOBIJOMUTH PO Te, 110 BOHU 3aCTOCOBYIOTH KI'K.

CuMmmnToMaM¥u 1epe0pPoBaCKYISIPHOT0 PO3JIafy MOXKYTh OyTH: pallTOBE OHIMIHHS 00/MuYYsi, C1abKiCTh
ab0 oHiMiHHS KiHITIBOK, 0c00/TMBO OOHOOIYHE; PANTOBE MOPYIIEHHS X0Ob0H, 3alTaMOPOYEHHS, BTpaTa
piBHOBaru abo KoopOuHallii; panToBa CITyTaHICTh CBiJOMOCTI, ITOPYIIEHHS MOBJIEHHS a00 PO3yMiHHS;
parToBe MOTipIIeHHs 30py Ha ofHe a00 00MABa OKa; PAlTOBUM, CUJIbHUM a00 TPUBaIUi TOJIOBHUM
6inb 6e3 BU3HAYEHOI IPUYMHH; BTpaTa CBimomMocTi abo 30MITiHHS i3 cymomaMu abo 6e3 HUX.

TpaH3UTOPHUY XapaKTep CUMIITOMIB MoXke CBimuuTu mpo TIA.

CummnToMaMu iHGapKTy MioKapaa MOXYTh OyTu: 6inb, fUCKOMGOPT, BITUyTTSI CTUCHEHHS a0
TSKKOCTi y TPYAHiM KTiTiii, pymi abo HUXKYe IPYOHUHU; TUCKOM(OPTHE BiIUyTTS, 1110 Biifa€ y CIUHY,
I1eJieny, TOPJio, PYKY, ITYHOK; Bif4yTTs IepenoBHEHHS IIJIyHKA, IOPYIIeHHS TpaBleHHS abo foyxa;
IIOCHUJIeHe TTOTOBUIINIEHHS, HyoTa, O6/1I0BaHHS a00 3allaMOpPOYeHHS; Hafj3BUYalHa CTabKiCTh,
TPUBOXKHUN CTaH ab0 3a[MINKa; MIBUAKE a00 HeperyaspHe CepueOuTTs.

3JI05KiCHi HOBOYTBOPEHHS

PesynrraTy mesakux enifeMioNIoriyHuX JOCIiAXKeHb BKa3yI0Th Ha N0JaTKOBE IIIIBUIEHHS PU3UKY
PO3BUTKY paKy IMIUWKYU MaTKU IIPU OOBroTpuBasioMy 3actocyBaHHi KOK (> 5 pokiB), mpoTe 1e
TBEPIXKEHHS 3aJIAIIAEThCI CYIIEPEeYIMBUM, OCKIIbKM OCTATOYHO He 3'SCOBaHO, HAaCKIJIbKU Pe3y/IbTaTh
OOCIiIKeHb BPaxOBYIOTh CYIyTHiI (paKTOPH PU3UKY, HAIPUKIIaL CTaTeBY IMOBEAiHKY, Ta iHII (GaKTOpH,
HaIpUKaf [amliioMaBipyCHY iH(QEKIio TI0gUHH.

MertaaHasni3 Ha mifcTasi 54 emigeMiooriYHUX OOCTIOXKEeHb BKa3ye Ha He3HauHe MiBUILEHHS
BigHOCHOTO pH3uKy (BP = 1,24) po3BUTKY paKy MOJIOYHOI 3aJI031 Y XKiHOK, siKi 3acTocoByioTh KOK.
e nigBUIIeHNY PU3UK IIOCTYIIOBO 3HUKAE MPOTAToM 10 pOKiB MicNs 3aKiHYeHHS 3aCTOCYBaHHS
KOK. OckinbKy pak MOJIOYHOI 3aJI031 Y XKiHOK BiKOM 10 40 pOKiB 3yCTpidaeThCs pPigKo, 30iIbIIeHHS
KiJTbKOCTi BUTIAAKiB OiarHOCTHKY PaKy MOJIOYHOI 3aJ1031 Y XKiHOK, SIKi 3aCTOCOBYIOTH HUHI a60
HelofaBHO 3acTocoByBanu KOK, He3HaUHUY MO0 PiBHS 3arajJbHOr0 PU3UKY paKy MOJIOYHOI 3aI03M.
PesynbpraTy nux mociigXKeHb HE HaJalOTh J0Ka3iB iICHyBaHHS IPUYUHHOIO B3a€EMO3B’ I3KY.
[TinBuIleHHS PU3UKY MOXKe OyTH 3yMOBJIeHE K Oi/IbIll pAHHBOIO AiaTHOCTUKOIO PaKy MOJIOYHOI
3aJ1031 Y XiHOK, 5iKi 3acTocoByioTh KOK, Tak i 6ionorignoio mieto KOK abo moegHaHHSIM 060X
(dakTOopiB. Bim3HaueHO TEHIEHIIIO, III0 paK MOJIOYHOI 3271031, BUSBJIEHUH y XKIiHOK, SIKi OyIb-KOIH
npuvmanu KOK, kJiHiYHO MeHII BUpaXKeHU!, HiX Y TUX, XTO HiKonu He 3acTocoByBaB KOK.

Y moomuHOKHUX BUIIAAKaX Y XKiHOK, sIKi 3acTocoBYI0Th KOK, cmocTepiranucst qoOposikicHi, a e pintie
- 37I0SIKiCHI MMyX/JIMHYU MEeYiHKH, 110 B OKPeMUX BUIIAfKaX IPU3BOAUIIN 00 HeOe3IMeUHOl [T KUTTS
BHYTPIIIHbOYEPEBHOI KPOBOTEYi. Y pa3i BUHUKHEHHS CKapT Ha CUIbHUM Oiflb B emiracTpaibHii
minsHIl, 30inmbIIeHHs me4iHKY a0 03HaKK BHYTPIITHhOYEePEBHOI KPOBOTEYi TP AU(EPEHITiH I
OiaTHOCTHUII CJIil BpaXxOBYyBaTH MOXKJIUBICTh HAIBHOCTI MyXJIMHY ITe4iHKY Ipu 3acTtocyBaHHI KOK.

3actocyBanHg KOK y Bucokux go3ax (50 MKr eTHHiIeCTpagiony) 3HUXKY€E PU3UK PaKy eHIOMeTpis Ta
SI€YHUKIB. 3a/IMIIAETHCSA MiATBEPAUTH, UM Iii aHi MOXYTh CTOCYBaTUCS i HU3bKOH030BUX KOK.

Pak Mono4Hoi 3amo03u. (3acTepeskeHHs OnpUIonHeHi [IeHTpoM OITiHKM Ta OOCHiIXeHHST

nikapchkux 3aco0iB (CDER) FDA).

IpocnipeHoH; eTUHiNIECTPaiol MPOTUIIOKa3aHUi XKiHKaM, SKi MaloTh 3apa3 a0o Maiu B MUHYJIOMY
paK MOJIOYHOI 3aJ1031, OCKIJIbKK pakK MOJIOYHOI 3a1031 MOXKe OyTH TOpMOHAIbHO YYTIUBUAM (OUB.
po3pin «[IpoTunoka3aHHs»).



Enigemiosoriuni mocnigkeHHsT He BUSBUJIU MTOCITiMOBHOTO 3B’SI3KY MiX 3aCTOCYBaHHSIM KOMOiHOBaHUX
opanbHuX KoHTpanenTtuiB (KOK) Ta pu3uKoOM paky MOJIOYHOI 3a103u. [OCITIAXKEeHHS He
TTOKa3yI0Th 3B’93Ky MiXk 3acTtocyBaHHSIM KOK (Ha maHui#t 4yac abo B MUHYJIOMY) Ta PU3UKOM
PaKy MOJIOYHOI 3aj103u. [IpoTe mesiKi mOCTiAXKeHHS MOBiIOMIISAIOTh PO HEBETTUKE
MiOBUINEHHS PU3UKY PaKy MOJIOYHOI 3271034 Cepef THX, XTO 3apa3 IpuiiMae abo HeIogaBHo
npuriMany (< 6 MiCAIiB 3 MOMEHTY OCTaHHBOTO 3aCTOCYBaHHs), 1 TUX, XTO paHille MpuriMaB
KOK (muB. po3min «ITobiuni peakmii», mimpo3min «[IocTMapKeTHHIOBI gaHi»).

IHIIi cTaHu

[IporecTuHOBMY KOMIIOHEHT IIpenapaTy Bimopa MiKpo € aHTaroHiCTOM ajlbJOCTEPOHY i3
KaJii36epiraloyuMy BIaCTUBOCTSAMHU. Y OiNbIIOCTI BUNIAAKIB 3aCTOCYBaHHS He 0YiKY€EThCS
MiABUILEHHS PiBHSA Kamito. Y mpoLeci KIiHIYHUX OOCTIIXKeHb Y JesdKUX MallieHTiB i3 JIeTKO Ta
TIOMipHOI0 HUPKOBOIO HEJJOCTATHICTIO Ta OMHOYACHUM 3aCTOCYBAHHSIM KaJlilid0epiranyux mTikapChbKux
3aco0iB piBeHb Kalilo B CUPOBATIIi KPOBI [Ie1l0, ajie He CYTTEBO, IiIBUIIYBABCS IIifl YaCc 3aCTOCYBaHHS
OpPOCIIipeHOHY. TOMy peKOMEHAYEThCSA KOHTPOJIb PIBHA KaJlito Iif Yac MepIioro MUKy JiKyBaHHS
MalliEHTKaM i3 HUPKOBOIO HeJOCTaTHICTI0. BKa3aHUM MallieHTKaM TaK0XK PEeKOMEH0BaHO IIepen
II0O4YaTKOM 3aCTOCYBaHHS IIpelapaTy YTPUMYBaTH PiBeHb Kajlilo CUPOBAaTKU KPOBi He BHUIIE BEePXHBOI
MexXKi HopMH, 0cO0IMBO IIPU OGHOYACHOMY 3aCTOCYBaHHI Kaiii30epirarounx iKapchbKux 3acobiB (OuB.
po3min «B3aemopis 3 iHIIUMY JTiIKAapCHbKUMHU 3aco0aMu Ta iHIIM BUOM B3aEMOIIN»).

2KiHku 3 rinepTpuriinepuneMieio abo ciMeHIM aHaMHe30M MO0 1[bOTO IOPYIIeHHS CTAHOBIATh
TPYyNy PU3UKY PO3BUTKY IIAHKPEaTUTy Ipu 3acTocyBaHHI KOK.

Xoya MmoBioMIISIIOCS TPO HE3HAYHE IMigBUIIEHHS apTepiallbHOTO TUCKY Y 6araThox XKiHOK, SIKi
npuvmanu KOK, kiiHiYHO 3Hauylle MifBUIIeHHS apTepialbHOT0 TUCKY CIIOCTEPITAETLCI Y
IIOOAMHOKYX BUNagkax. Heraine npununenHs npuiiomy KOK HeobxigHe nuiile y IUX ITOOAUHOKUX
BUTIAOKaX. Y pa3i TpuBasoi apTepianbHOI rimepTeH3il abo HEMOKIMBOCTI KOHTPOJTIOBATH ITOKA3HUKH
apTepianbHOTO TUCKY 3@ JOTIOMOT0I0 aHTUTiNePTeH3uBHUX 3aco0iB, KiHKaM gKi npuiiMaiots KOK,
CJIil MPUNIMHUTH 1X 3aCTOCYyBaHHA. FKIIO Lie JouiibHO, 3acTocyBaHHSI KOK MOXKHA BiJHOBUTH MiCTIA
IDOCATHEHHSI HOPMOTOHII 3a JOTIOMOTOI0 aHTUTINIePTEeH3UBHOI Teparil.

[ToBimoMIsinocs mMpo BUHUKHEHHS a00 3aTOCTPEHHS 3a3HauYeHUX HUXKYe 3aXBOPIOBaHb y mepiof
BariTHOCTI Ta npu 3actocyBaHHi KOK, arne Ix B3aEMO03B’S130K i3 3aCTOCYBaHHSIM
€CTPOTeHiB/IIPOreCTHHIB OCTATOYHO He 3'SCOBAHUM: JKOBTSIHHUIIS Ta/ab0 cBepOixK, OB I3aHUH i3
X0JIeCTa30M, YTBOPEHHS KOBUYHUX KaMeHiB, TOpQipisi, CHUCTEMHUI YePBOHUY BOBYAK, T€MOJIITUKO-
ypeMiuHu cuHApoM, xopes CimeHxaMa, repliec BariTHUX, BTpaTa CIIyXy, OB I3aHa 3 0TOCKJIEPO30M.

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

TocTpi abo xpoHiuHi po3nangy GYHKII IeUiHKKA MOXYTh I0TpeOyBaTH MPUIUHEHHS 3aCTOCYBaHHS
KOK, 1moku noka3HuKM QyHKII] IeYiHKN He TIOBEPHYThCS Y MeXKi HOPMU Ta IPUYUHHUY 3B'SI30K i3
KOK 0Oypme BUKITIOUEHUH.

[Tpu peluauBi X0IeCTaTUYHOIL JKOBTSIHHUIII Ta/abo cBepbexky, OB’ I3aHOT0 3 X0JIeCTa30M, III0 paHilie
BUMHUKAJIM Y TIepiofl BariTHOCTI abo monepeqHbOro IPUMaHHS CTaTeBUX TOPMOHIB, 3aCTOCYBaHHS
KOK cnig npunuHuTH.

Xoua KOK MoxyTh BIIMBaTH Ha NepudepryuHy iHCYTiHOPE3UCTEHTHICTh Ta TOJIEPAHTHICTD [0
TJII0KO3Y, HEMA€E TaHUX 100 MOoTpeOu 3MiHIOBAaTH TEPANeBTUUHUM PEXKUM XKiHKaM 3 giabeToM, sKi
npuiiMaTh Hu3bkomo3oBaHi KOK (< 0,05 Mr etuHinectpapiony). [IpoTe XKiHOK, SKi CTpaXaalTh Ha



ITYKPOBUii miabeT, CIlifg peTeabHO 00CTeXKYBAaTH MPOTIroM 3acTtocyBaHHsT KOK, 0co6M1BO Ha MOYaTKy
JIiKyBaHHS.

Bunagku 3aroCTpeHHS eHOOTeHHOI femnpecil, eminerncii, xBopodu KpoHa Ta BUPa3KOBOI0 KOJITy
TaKOXK CIIOCTepiranucs mifg 4yac 3actocyBaHHs KOK.

[HOMi MOXKe BUHMKATH XJI0a3Ma, 0COOIMBO Y XKiHOK i3 XJ10a3MOI0 BaTiTHUX B aHaMHe3i. 2KiHKaM,
CXUJIbHUM [0 BUHUKHEHHS XJI0a3MH, CJIil YHUKATH [Oil IPIMUX COHSIUYHUX ITPOMeHiB abo
ynbTPagioneTOBOr0 OIPOMiHIOBaHHS Iif 9ac 3acTtocyBaHHSI KOK.

1 TabGneTKa CBIiT/IO-pOKEBOTr0 KOJIHOPY IIperapary MicTuTh 46 Mr takTo3u, 1 TabneTrka Oinoro
KOJIbOPY MICTUTH 22 MT J1aKT03U. [IpK HagBHOCTI PigKiCHUX CIIafKOBUX CTaHIB HEIIEPEHOCUMOCTI
rajiakTo3u, gedinuty nakra3u Jlammna abo ManbabcopO1il TII0KO3U-TalakTO3H, y pa3i nepedyBaHHS
Ha 0e3/1aKTO3Hil [ieTi cig BpaxoByBaTH 3a3HaueHY KiJTbKiCTh JTaKTO3MU.

IMinBumenns piBasa AJIT

Y npoueci KTiHIYHUX OOCIIAXKEHb 3a Y4YacTIO MallieHTiB, Ki OTpUMYBAaJIU Tepallito [Jid JIiKyBaHHS
BipycHoro rematuty C nikapchbKuMu 3aco6aMH, 110 MiCTATh oMOiTacBip/mapuTanpeBip/puTOHaBIp Ta
nacabyBip 3 gomaBaHHSIM puOaBipuHy ab60 6€3 Takoro, IifBUIlleHHS PiBHS TpaHcaMiHa3 (AJIT) y moHap
5 pasiB Bullle BepxHbO1 Mexki HopMu (BMH) crioctepiranocst 3Ha4HO YacTillle ¥ XKiHOK, SKi
3aCTOCOBYBaJIM JTiKapChKi 3aco0u, 1110 MIiCTATL €TUHiIECTPaZiof, Taki Ik KoMOiHOBaHi TOpMOHAaIbHI
koHTpauentusu (KI'K) (muB. po3minu «I[IpoTunokasaHHsI» Ta «B3aeMofis 3 iHIMMMY JTiKapChbKUMU
3aco0aMHu Ta iHIII BUOU B3a€EMOMIN»).

Koncynbranii/MennyHe 06CTeXKeHHS

[Tepen moyaTkoM a00 BifHOBJIEHHSM IPUHAOMY IIpenapary Bimopa Mikpo peKoOMeHOyeThCs 3i0paTu
TIOBHUYM MeIUYHUM aHaMHe3 (BKJII0OUal04yu CiMeHUN aHaMHe3), TPOUTH IIOBHE MeTUYHe 00CTeXKeHHS
Ta BUK/IIOYKTH BariTHiCcThb. HeoOXimHO BUMIPSATH apTepiabHUN THCK Ta ITPOBECTH MEIUYHE
00CTexX€eHHS, BpaXOBYIOYH ITPOTUIIOKa3aHHS (IUB. po3Min «IIpoTUIoKa3aHH») Ta 0COONMMBOCTI
3acToCyBaHHA (OuB. po3nin «OcobnuBOCTi 3acTocyBaHHA»). CIIifl 3BepHYTU yBary XiHKM Ha
indopMatirito 11000 BEHO3HOT'0 Ta apTepiaabHOro TPOMO03Y, Y TOMY YKCIIi HAa PU3UK, OB’ I3aHUM 3i
3aCTOCYBaHHSM IIpenapaTy Bigopa MiKpo, mIOPiBHSAHO 3 TaKUM IpH 3acTocyBaHHi iHmwmx KI'K, momo
cumntoMmiB BTE Ta ATE, BimoMux ¢hakTopiB pu3uKy Ta {iif, sKi HeoOXigHO 3OiCHUTH MPHU Mig03pi Ha
TPpoMOO03.

[TamieHTKaM peKOMEHYETHCS YBazKHO IPOYUTATU IHCTPYKLIiIO OJIsI MEAUYHOI'0 3aCTOCYBaHHSA
JiKapChKOT0 3ac0o0y Ta MOTPUMYyBATHUCS PeKOMEH/allil, SKi MiCTAThCS B Hiil.

YacToTa i XxapakTep OrJIAAiB IOBUHHI I'PYHTYBaTUCS Ha iCHYIOYHMX HOPMax MEOUYHOI IPAaKTUKH 3
ypaxyBaHHSM iHOUBiAyalIbHUX 0COOTMBOCTEH KOKHOI KiHKH.

[TarieHTOK mOTPiOHO IMOIMEePEegUTH, 110 TOPMOHAIbHI KOHTPALIENTUBY He 3aXUINalOTh Bifl 3apaKeHHs
BlJT-indexkuieto (CHIoM) Ta Oyab-IKUM iHIIMM 3aXBOPIOBAHHSM, IO ITIePENAETHCS CTATEBUM IIISXOM.

3HrXKeHHS eDEeKTUBHOCTI

EdextupHicTs KOK MoXe 3HHKYBATHCh Y Pasi MPOMycKy npuitoMy TabmeTku (OUB. po3min «Crmociod
3acToCyBaHHS Ta mo3u»), po3nafiB KT (mus. po3min «Cmoci6 3acTocyBaHHS Ta f031») a00 mpu
OOHOYACHOMY 3aCTOCYBaHHI iHIIKX JTiKapChKUX 3acobiB (IMB. po3min «B3aemofis 3 iHIMUMH
nmiKapChKUMU 3aco0aMu Ta iHIIi BUOM B3AEMOIiii»).



[TopyllileHHA UUKITY

[Tpu nputiomi KOK M0oXyTh criocTepiraTrcs HeperyiasapHi KpoBoTedi (KpoBoMa3aHHS ab0 IPOPUBHi
KPOBOTEYi), 0COOIMBO IPOTITOM MEPIINX KiJTbKOX MiCALiB. FKIIO MiCc/Isg TPhOX MEHCTPyaIbHUX LUKIIIB
Taki KPOBOTEUi IPOJOBXKYIOTHLCS, 1X CJTif] BBaKaTh CEPUO3HUMU.

fAKI0 HeperynspHi KPOB'STHUCTI BUAiNIEHHS 30epiraloThcsa ado 3'IBIASI0THCS MiCNs ePioay PeryiapHux
KPOBOTEY, MOTPiOHO PO3TJISTHYTH HETOPMOHAJIbHI IPUYKMHY KPOBOTEY Ta BifMOBiAHI AiarHOCTUYHI
3aXO0[IH, BKJII0Yal0uy 00CTEXKEHHS 3 METOI0 BUKJTIOYEHHS HasgBHOCTI IIyXJIMH Ta BariTHOCTI. [1o
OiarHOCTUYHMX 3aXOMiB MOXKHA BKIIOUMTH KIOpPeTaxX.

Y mesikux XKIiHOK MOXKe He HacTaT{ KpPOBOTedYa BiIMIHU IIif] Yac IIepepBU B IPUKOMI Ipenapary. Y pasi
npuiiomy KOK BifmoBigHo 10 BKa3iBok po3fminy «Crocib 3acToCyBaHHS Ta J03W» BaTiTHICTH
MasnouMoBipHa. IIpoTe sikmo npuitom KOK BinOyBaBcs HeperynsapHO [0 BiICyTHOCTI IepIol
KPOBOTEUYi BigMiHU a0 SKII0 KPOBOTEYi BifMiHU BiICYTHI IPOTATOM ABOX LIUKJIiB, Iepef
IpoaoBKeHHAM 3acTocyBaHHs KOK He0oOXiqHO BUKITIOUUTH BATiTHICTS.

3acmocysaHHA y nepiod sazimHocmi abo 200y8aHHs 2pydoto.
BaritHicTe. [IpenapaT NpoTHUNIOKa3aHUM A0 3aCTOCYBaHHSA Y I1EPiof BariTHOCTI.

Y pasi BUHUKHEHHS BaTiTHOCTI ITifl 4ac 3aCTOCyBaHHSA IIpenapaTy Bigopa MiKpo #0T0o IpuiiomMm
HeoOXiTHO IPUNIMHUTU HerarHo. [IpoTe pe3ysIbTaTH emmifeMioNoriYHuX OOCTigKeHb He BKa3yloTh Ha
MigBUIIIeHHS PU3UKY II0SIBU BPOAXKEHUX Baf Y OiTel, MaTepi skux npunManu KOK no BariTHOCTI, Tak
caMmo, fK i Ha iCHyBaHHS TepaTOTeHHOI Ail pu HeHaBMuCHOMY IpuiioMi KOK mpoTarom BariTHOCTI.

IocmigXeHHS Ha TBapHHAX MOKa3alyd HasBHICTh HebakaHUX e(PeKTiB MPOTITOM BariTHOCTI Ta
mepiony rogyBaHHS rpyanto (ouB. po3min «@apMakosoriyHi BMacTUBOCTI»). Ha 0CHOBI 1iux
IOCIIiIXXKeHb Ha TBapUHaX He MOXHa BUK/II0YaTH HebaxaHi epeKTH BHACIILOK TOPMOHAJILHOI Ail
nitounx peyoBruH. OnHaK 3arajbHUM JOCBig 3acTocyBaHHSA KOK y mepiof BariTHOCTL He CBIGYUTEH IIPO
icHytounit HeOaxKaHUY BIIJIUB y TIOAUHU.

HasiBHi maHi oo npuitoMy mpemnapary y mepiof BariTHOCTI 3aHaATo 06MexXeHi [ Toro, 1100

3po0uTH BUCHOBKY IIIO[I0 HETAaTUBHOTI'O BIIJIUBY IIpeliapaTy Bigopa MiKpo Ha mepebir BariTHOCTI,
3[I0POB’ IIJI0Jla Ta HOBOHAPOAXKEHOro. [oTernep HeMa€e KOOHUX BiITIOBITHUX eligeMioNoriduux
OaHUX.

[Ipu BigHOBIIEHH] 3aCTOCYBaHHSA IIpenapaTy Bimopa MIKpO CIIif BpaXOBYBaTH IMiABUILIEHHS PU3UKY
po3BuTky BTE y micnsimonmoroBomy nepiofi (muB. po3minu «OcoO0nMuBOCTI 3acToCyBaHHA» Ta «Cocio
3aCTOCYBaHHS Ta JO3M»).

[Nepion rogyBauHd rpyanio. KOK MoXyTh BIIMBaTU Ha TOAYBaHHS TPYAI0, OCKIIBKY IIifl iX BIJIMBOM
MOXKe 3MEHIIYBaTUCS KifTbKiCTh TPYAHOTO MOJIOKA, @ TaKOXK 3MiHIOBATUCS MOT0 CKJIaf. 3BaXawydu Ha
11e, KOK He peKOMeHIyeThCs IpUMMaTH Y Iepion romyBauHs rpynonoo. HeBenuki KilbKOCTI
KOHTPAIENITUBHUX CTEPOIMiB Ta/abo ix MeTaboMiTH MOXKYTh IIPOHUKATH Y TPYOHE MOJIOKO ITifl 4ac
3actocyBaHHa KOK. LIi KiTbKOCTI MOXKYTh BIJIMHYTU Ha OUTHHY.

®eprunpHicTh. [Ipenapat Bigopa Mikpo moka3aHui s 3amo0iraHHs BariTHOCTI. IH¢popMaliito 1momo
BigHOBJIEHHSA (HEPTUILHOCTI OUB. y PO3Tini «®apMaKOJIOTiyHi BIaCTUBOCTI».



30amuicmb eniueamu Ha weudKicmb peakuyii npu KepysaHHi asmompaHcnopmom abo iHwumu
MexaHi3mamu.

KopHux mociiaKeHb 00 BIUIMBY IipenapaTy Bimopa MiKpo Ha IIBUAKICTh peakllii Ipu KepyBaHHi
aBTOTpaHcHopToM abo poboTi 3 iHIKMMYU MexaHi3MaMu He TpoBoausocs. He Bin3Havanocs BIJIUBY Ha
3[MaTHICTH KepyBaTH aBTOMOOiseM abo mpalfoBaTy 3 MexaHi3aMaMu y KiHOK, 5iKi 3acTocoByoTh KOK.

Cnocid 3acmocyeaHHst ma do3u.
Cnocib 3acmocyBaHHsi: TepPOPasbHO.
Ho3ysaHHA

Sx 3acmocosysamu npenapam Bidopa Mikpo

TabneTku ciig mpuiMaTH IMOOEHHO 3TiIHO 3 MOPSIAKOM, 3a3HaYyeHUM Ha OmicTepi, mpubnIu3Ho B OOUH
i TOll caMu¥ Yac, 3allMBal0yy y pa3i HeoOXigHOCTI HEBEIUKOIO KiNTbKIiCTIO pifuHu. TabneTku
3acTocoByBaTu Oe3mepepBHo. [Ipemapar npuitmaty 1Mo 1 TabneTiri Ha o0y mpoTsarom 28 gHiB
nocmisne. [TpuiiManHs TablIeToK 3 KOXKHOI HACTYITHOI YIIAaKOBKY CJIifl pO3MOYMHATY Ha HACTYIHUM [IeHb
iCIIs 3aKiHYeHHS IIOIepeaHbO] YIIaKOBKU. 3a3BU4ail KpPOBOTeYa BiIMiHM ITOYMHAETHCS Ha 2-3-1 IeHb
IIiCJIs TI0YaTKy 3aCTOCyBaHHS TabJIeTOK Itale0o (0CTaHHIN psf) i MoXKe He 3aKiHYUTHUCS [0 IMOYaTKY
puioMy TabJeTOK 3 HaCTYIIHOI yIIaKOBKH.

IToyamoxk 3acmocyeaHHA npenapamy Bidopa mikpo
e ['opMOHaA/NIbHUX KOHTPAILENITUBIB y IONEPefHil mepion (MUHYIUN MiCSIb) HE 3aCTOCOBYBaJIX

[TpuiiMmaHHs TabIeTOK CJIif PO3NMOYMHATH y 1-# IeHb IPUPOOHOTO ITUKITY (TOOTO ¥ 1-# meHb
MEeHCTpyaJibHOl KPOBOTEYI).

e [lepexin 3 inmoro KOK, BariHampHOTO KifnbIlsd a60 TpaHCAEePMaIbHOTO IIaCTUPY

BaxaHo po3moyaTy MpuiMaHHs TablIeToK mpenapaTy Bimopa MiKpo HacTYMHOTr0 gHS Mics
IpUUMaHHS 0CTaHHBOI TOPMOHOBMICHOI TaOneTku nonepenusoro KOK, ane He misHile HaCTYIIHOTO
[HS TiCIIs TepepBy y NpHuiiMaHHi Tab1eToK abo micis mpuiiManHs TabieTok manebo mornepegHboro
KOK. ¥ pa3i BUKOpHCTaHHSI KOHTPAIIEIITUBHOT'O BariHaJIbHOIO Kinblist a00 TpaHCOepMabHOT0
IIJIaCTUPY CIIi[l pO3MoYaTy IpuiMaTH IpemnapaT Bimopa Mikpo y meHb BUfaneHHs 3acol0y, ajie He
ITi3Hillle OHS, KoM HeoOXigHe HAaCTYIIHEe 3aCTOCYBAHHS ITUX IIpelaparisb.

e [lepexin i3 MeTony, mo 6a3yeThCs Ha 3aCTOCYBaHHI JIUIIIE IPOTeCTOTeHy («MiHi-Tifi», iH'eKiii,
iMmmanTH) a60 BHYTPIIITHBOMATKOBOI CUCTEMH 3 IIPOTeCTOreHOM

MoxHa po3movaTy NpuiiMaHHS IIpenaparty Bigopa Mikpo y Oyab-Kuii eHb MiC/Is NPUNUHEHHS
npUiMaHHs «MiHi-Iini» (y BUMapgKy iMmniaHTa abo BHYTPIlTHbOMATKOBOI CUCTEMHU - Y IEHB 1X
BUJalIeHHS, V BUMAOKY iH €Kil - 3aMiCTh HACTYIHOI iH’eknil). OmHaK y BCiX BUIagKax
PEKOMEHIYEThCS JOIAaTKOBO BUKOPHUCTOBYBATH Oap €PpHUN MeTOH KOHTPAIENIlil IIPOTIroM Mepiux 7
[HIB IpUIIMaHHA IIpenapary.

e [licnst abopTy y mepiioMy TPEMeCTPi BariTHOCTI

MoxHa po3noYyrHaTy IPUoM IIpenapaTy Bimopa MiKpo oapa3y XK. Y TaKOMy BUNAAKy HeMae



HeoOXiIHOCTi BUKOPHUCTOBYBATH JOJATKOBI 3aC00U KOHTPALIEMIIil.
e [licns monoriB abo abopTy B APYyroMy TPUMECTPi

PekxoMeHOyeThCS pPO3MOUYMHATY IpUUMaHHA IIpenapaTy Bigopa Mikpo 3 21-28-ro gHS micis mosoris
abo abopTy B ApyroMy TpUMeCTpi BariTHOCTI. [Ipu mi3HillIOMy oYaTKy IpuiMaHHsA TaOleToK
PEKOMEHIYEThCS JOJaTKOBO BUKOPHCTOBYBATH Oap €pHUYN MeTO KOHTpaLeNIlil IPOTIroM Iepmux 7
[HiB mpuiiMaHHs TabneTok. IIpoTe, SIKIIO CTaTEBUU akT yxKe BiIOyBCs, TO epen MoYaTKoOM
3aCTOCYBaHHS IIpemnapary CIlif BUKJIIOYUTH MOXKJIUBY BariTHICTh a00 moYeKaTUCS HaCTaHHS IepIIol
MeHCTpYyallil.

Y BuUnagKy rogyBaHHS I'PYONI0 OUB. PO3Min «3aCTOCYBaHHS Yy Iepiof BariTHOCTI abo romyBaHHS
TPYLATIO».

IIJo pobumu y sunadky nponycky nputiomy mabiemku

[TponyckoM y mpuiiMaHHi Ta61eTok nanebo 3 0CTaHHBOTO (4-T0) pAny MOXHa 3HexTyBaTu. [IpoTe ix
CJIi[l BUIYYUTH 3 YIAKOBKY, 1100 YHUKHYTH HEHaBMUCHOTO TOJOBXKEHHS (pa3u 3aCTOCYBAHHS
nnane6o. Huxye3asHaueHi BKa3iBKU CTOCYIOThCS TilbKU IPOMYIIEHUX aKTHBHHUX TabeTOK, 1110
MICTATH [OiI04i PEYOBUHM.

fK1o 3ami3HeHHs y MpUiiMaHHi TabJeTKY He nepeBHINye 24 TOOUHH, IPOTU3AIITiTHA i
npernapary He 3HUXKYEThCS. [Ipomnyiieny TabmeTKy Tpeba IPUNHSTH 0fpa3y, K TiJIbKY Iie
3’scyBanocs. HactynHy TabneTKy 3 Liel yIaKOBKHY CJIifi IpUUMaTH y 3BUYHUY Yac.

K10 3ami3HeHHs 3 IpuiMaHHAIM 3a0yToi TabneTKy nepeBUILy€e 24 rOIUHH, KOHTPALleITUBHUH
3aXMCT MOXKe 3HU3UTHUCSA. Y TaKOMY pa3i MOKHa KepyBaTUCS IBOMa OCHOBHUMU ITPaBUJIaMU:

1. PEKOMEHIOBAHOIO € TepepBa y NpHiiMaHHI TOPMOHOBMiCHUX TaONETOK, SiKa TpHBa€ 4 mHi,
nepepBa y NpuiiMaHHi TabIeTOK HIKOIM He MOXKe IIepeBUIyBaTu 7 OHIiB;

2. ajgeKBaTHe NIPUTHIYeHHS CUCTEMHU TilloTaNaMyc-Tinogi3-s€YHUKU NOCITaeThCsl Oe3MepepBHUM
IPUAMaHHSAM TaOIeTOK MPOTSATOM 7 [HIB.

BiamoBigHO 40 I[BOTO ¥ MOBCAKAEHHOMY KUTTI CJIi[ KEPYBAaTUCS HUXK4Ye3a3HauYeHUMU
PEeKOMeHaliIMuU:

Iens 1-7

Crnip mpu#HSATH OCTAHHIO IPOMYIIeHy TabJeTKy TKOMOra LIBUAIIe, HAaBiTh SKIIO JOBEOEThCS
IPUMHATH OBi TabIeTKU ogHOYACHO. [Tic/g 1bOTO MPONOBKYBATH MPUMMaTH TabEeTKU Y 3BUYHUN
yac. Kpim Toro, mpoTsiroM HaCTYIHUX 7 OHIB CJIil BAKOPUCTOBYBATH O6ap’epHUN METOM KOHTPALeMIii,
HaIpUKJIa IIpe3epBaTuB. Y pasi, SKIIo y momnepeaHi 7 AHiB BiIOyBCS cTaTeBUM aKT, CIi[l BpaXOBYBaTH
MOXKJIMBICTh HaCTaHHS BariTHOCTi. YuM Oinbille TabOIeTOK MPOMYIIEHO i UM OIMKUNM Iepiofn
3aCTOCYBaHHS TaONEeTOK myanedo, TUM OiNbIIni PU3UK BaTiTHOCTI.

Ienn 8-14

Cnip mpUWHSATYA OCTAHHIO IIPOIyIIeHy TabJeTKy SIKoMora LIBUAIIe, HaBiTh SKIIO TOBEAEThCS
IPUUHATH OBi TaONIEeTKU ogHOYACHO. [Tic/Is IbOT0 MPOJOBKYBATH NIPUUMaTH TabIeTKH y 3BUYHUN
yac. 3a yMOBH, III0 XKiHKa IIPaBUIBHO IIPUKMana TaOleTKU MPOTSITroM 7 OHIB Iepef MPOIyCKOM, HEMaE
HeoOXimHOCTI BUKOPUCTOBYBAaTH JOJATKOBI MpoTU3aIutigHi 3acobu. AKIro 11e He Tak abo mpomyiieHa
6inbine Hixk 1 TabmeTKa, pEeKOMEHYETHCS BUKOPHUCTOBYBATH JOJATKOBI METOOM KOHTpPALEIIIil



IIPOTATOM 7/ [HIB.
Ienn 15-24

Pu3uK 3HMKEHHS HailHOCTI 3poCcTaE Ipu HaOIMKeHHi epiofly 3acTocyBaHHS TableToK Mialle6o.
OpHak Npy JOTPUMaHHI CXeMU IpuiMaHHsA Ta0leTOK MOXHa YHUKHYTH 3HUKEHHS
KOHTPALENITUBHOI'O 3aXUCTY. fAKIIO AOTPUMYBATUCS OOHOTO 3 HUXKUYEHaBeOeHUX BapiaHTiB, TO HE
BUHUKHE HEeOOXiqHOCTI BUKOPHUCTOBYBATH NOOATKOBI KOHTPALIENITUBHI 3aCO0M 3a YMOBHU MTPABUILHOTO
npuiMaHHs TaOIeToK MPOTSATOM 7 OHIB IO MPOMIYCKY. AKIIO 1ie He TaK, PeKOMEHIY€EThCS
OOTPUMYBATUCH MEPLIOTO 3 HUXKUYEHaBeJeHUX BapiaHTiB i BUKOPUCTOBYBATU JOAATKOBI 3aCTepexkHi
METOAY IIPOTATOM HAaCTYIIHUX / [OHIB.

1. Crnip mpUUHSTHA OCTAHHIO IPOMYIeHy TableTKy sIKoMora IIBUAIIEe, HaBiTh SKIIO JOBEOETHCS
IPUUHATH OBi TaOneTKu ogHOYacHO. [Tic/s Iboro MpofoBKYyBaTU NpUiiMaTy TabIeTKU y 3BUYHUN Yac
[0 3aKiHYeHHS 3aCTOCYBaHHSI aKTHBHUX TaOneToK. 4 TabneTKaMu I1aiebo 3 0CTAHHLOTO PSOY
HeoOXiHO 3HeXTyBaTH. TaOleTKy 3 HAaCTYIHOI YIIAKOBKH CJIiJ IOYaTH MPUUMATH OIpa3y XK Micis
3aCTOCYBaHHS OCTAHHBOI aKTHBHOI TabneTKu. ManoiMOBipHO, 110 KPOBOTEYA BiAMiHM IIOYHETHCS [0
3aKiHYeHHs MPUIMaHHS BCiX aKTUBHUX TabJIeTOK 3 IPYTOl YIIaKOBKH, X04a IIif Yac MpuiMaHHS
TabJIeTOK MOXKYTh CIIOCTEPIraTUCs KpoBOMa3aHHS ab0 IIpOpuBHA KPOBOTEYa.

2. MoxHa TaK0X IPUNUHUTY IPUMMaHHS aKTUBHUX Ta0JETOK 3 MMOTOYHOI yakoBKHU. [10TiM crif
npuiMaTH TabneTKy manebo 3 0CTaHHLOTO PSAAY NMPOTATOM 4 [IHIB, BKJII0YAIOUM [JHI MPOIYCKY
TabNeToK; IpUuiMaHHS TabJIeTOK CJIif T0YaTH 3 HaCTYIHOI yIIaKOBKH.

AKII0 micysg IPoIycKy Y MpHiMaHHi TabIeTOK BiiCyTHS O4YiKyBaHa KpOBOTeda BifMiHU IIPOTSATOM
Tepinoi HOpMaJbHOl IIepPEPBU y IPHUUMaHHI Ipenapary, TO iMOBipHa BariTHICTb.

PexomeHdauii y aunadky posaadis 3 6oky IIIKT

Y Bumapky TsxKKux po3nafis 3 6oky IIKT (Hanpuknan, 6moBaHHS abo giapes) MOXK/IMBE HEITOBHE
BCMOKTYBaHHS IIpenapaTy. Y TakoMy pa3i CJlifi BAKOPUCTOBYBaTU JOOATKOBI 3ac00M KOHTpAIEIIil.
fAxkmio 6/10BaHHS II04a0Ch YIPOOOBXK 3-4 TOOUH IIiC/Is MpUiMaHHS aKTUBHOI TabJIeTKH, TO
SKHaWIIBUAIIEe He0OXigHO MPUMHATH HOBY (3amicHy) TabneTky. HacTynHy TaGneTKy, SKII0 MOXKIIHBO,
CJIil IPUUHSATH IPOTATOM 24 TOOWH Y paMKaX PeXKUMY 3BUHYaWHOT0 MpUioMy TabaeTKu. AKIo
MUHYJTIO Oinbile 24 roouH, IPUUHSATHOIO € PEKOMeHallisl, HaBefleHa Bullle Yy po3fini «Cmocio
3aCTOCYBaHHS Ta J03W» MANyHKT «IIlo poOuTH y BUMAAKy IPOMYCKY IPUoMy TabmeTKu». AKIo
JKiHKa He X04e 3MiHIOBATH CBiif rpadik 3acTocyBaHHs TabIeTOK, il HEOOXiTHO IPUUHSTH

nonaTkoBy (i) TabeTKy (¥) 3 HACTYIIHOI YyIIaKOBKH.

fK gi0mepMmiHyB8amu HACMAHHA Kposomeyi 8i0MiHU

[ITo6 3aTpuMaTy mepiof HaCTaHHS KPOBOTeYi BigMiHU, CITif IPONOBXKYBaTH NIPUUMaTH TabIeTKU
npernapaty Bigopa Mikpo 3 HOBOI yITaKOBKY i He puiiMaTH TabaeTKH miiare6o 3 IOTOYHOI YIIaKOBKH.
Axmo € 6axkaHHS, TEPMiH MPUAMaHHS MOXKHA ITPOIOBXKUTHU aX 0 3aKiHUeHHS aKTUBHUX TaOJIeTOK i3
Ipyroi yrmakoBKu. [Ipu 1[boMy MOXKe CIIOCTepiraTucs MPOpHBHa KpoBOoTeYa ab0 KpOBOMa3aHHS.
3a3Buyail IpuiiMaHHs NpenapaTy Bimopa MiKpo BigHOBIIOIOTH MiC/IS pHMaHHS Ta0lIeToK manedo.

[ITo6 3MicTUTH Yac HaCTaHHS KPOBOTEYi BiIMiHM Ha iHINNNI IeHb TUXKHS, PEKOMEHIYEThCS CKOPOTUTH
IIepepBY Yy NMpuiiMaHHi TabneTok mnanebo Ha CTiTbKY OHIB, Ha CKibKY 0OaxaHo. CIlifl 3a3Ha4YUTH, 1110
YUM KOPOTIIOI0 OyZe IepepBa, TUM YacTillle CIIOCTePiraeThCs BiICYyTHICTh KPOBOTEYi BigMiHU Ta
TI0sIBa IIPOPHBHOI KPOBOTEUi a0 KPOBOMA3aHHS MPOTATOM IIPUUMaHHS TaOlIeToK i3 Apyroi ymakoBKU
(9K 1 y BUIIaiKy 3aTPUMKHU HaCTaHHS MEHCTpyallil KpOBOTEeYi BiAMiHN).



Himu.

[IpemapatT mokKa3aHuU A1 3aCTOCYBaHHS 3a MPU3HAUYEHHIM JIiKaps TiIbKY ITiCId HaCTaHHSA CTaJIuX
MEeHCTpyalliii.

Ilepedo3yeanHs.

IoTenep HEMAE KOMHUX MaHUX KIIHIYHUX OOCITiAKEHb 100 Iepef0o3yBaHHs Ta0leToK mpemnaparTy
Bigopa mikpo. Ha mifcTaBi 3aranbHoro gocsigy 3actocyBaHHss KOK mnpu nepeno3yBaHHI MOXe
criocTepiraTtucs HyaoTa, 6;F0BaHHS Ta KpoBoTeda BigMinu. KpoBoTeda BigMiHM MOXKe CIIOCTepiraTucs
y OiBYaT HaBiTh IO HaCTaHHS MeHapXe y BUMagKy HEHaBMUCHOTO/BUIIafIKOBOTO 3aCTOCYBaHHS
nikapcekoro 3acoby. CrelianbHOTO aHTUOOTY He iCHY€E, MiKyBaHHS ITOBUHHE OyTH
CUMIITOMaATUYHUM.

ITob6iuHi peakuii.

[ITomo cepio3HUX MOOIYHUX peakllii y MallieHTOoK, sIKi 3acToCcoBY0Th KOK, mMB. TaK0OXK pO3Min
«OcobMBOCTI 3acTOCyBaHHA». HuKue3a3HaueHi Mo0iYHi peakilil cCriocTepiramucs mif yac
3aCTOCYBaHHS Ipemnapaty Bimopa mikpo (muB. Tabmuilio 3).

V tabnuui 3 HaBegeHo mo0iuHi peakiil 3rimHo Kiacis Ta cucteM opradisB MedDRA. YactoTa
IIpYBeeHa Ha OCHOBI KiTiHiyHMX mauux. Hanbinem npuiuaTHi Tepminy MedDRA BukopucTani gist
ONNCY IIeBHUX Peakllii Ta 1X CHHOHIMIB i IOB’sI3aHUX CTaHiB.

Tabnuusg 3

YacTtoTa no0iYHUX peakilili, Ipo AKi MOBiAOMIISIIOCS y MPOIeCi KIiHIYHNX AOCTiAXKeHb IpenaparTy
Bimopa MiKpo K OpanbHOTO KOHTPALENTHUBY Ta OJIs JIIKyBaHHS HETSIXKKO1 (OpMU aKHE 3TiTHO
TepMiHiB, KJIaCiB cucTeM opraHiB MedDRA.

Knacu ta cucreMmu [Hacto Heuacto Pinko JacToTra
oprauiB (MedDRA |(=1/1001i <1/10) |(=1/1000 i <1/100) |(=1/10000 i <1/1000) jzeBinoma
Bepcis 9.1)
[Hdekil Ta iHBa3il Kannumo3
3 00Ky cucTeMu AHeMid,
KPOBOTBOPEHHS Ta TPOMOOIIUTEMIS
miMbaTIgHOl
CHCTEMU
3 00Ky iMyHHOI AnieprigyHi peakiiil [imep-4yTNuBICTH
CHCTEMH
3 6oKy EHOOKPUHHI po3nanu
€HIOKPUHHOL
CHCTEMU
3 00Ky 00MiHY [TigBUIEHHS
PEYOBUH Ta QIeTUTy, aHOPEKCid,
XapuyyBaHHS rimepkamieMis,

rinoHaTpiemis




3 Ooky ncuxiku  |EMotiiiHa [emnpecis, AHOpPrasmis,
mabinbHICTD HEPBO3HICTB, 0e3COHHS
COHJIUBICTH
3 60Ky HepBOBOi  |['onoBHUI 6inb 3armaMOpo4YeHHs, (BepTUro, Tpemop
CHCTEMU rmapecresis
3 00Ky OpraHiB KOH'IOHKTHUBIT,
30py CyXiCTb 0Yel,
[OPYLIEHHS 30PY
3 00Ky cepis Taxikapmist
3 00Ky cynouH Mirpens, drebiT, CymuHHI
BapUKO3HE po3/1agy, HOCOBa
PO3IIUPEHHS BEH, [KPOBOTEYa,
apTepianbHa HEnpUTOMHICTh, BTE,
rinepTeHsis ATE
3 6oky IIIKT Hynorta AODOMIiHATEHUN 30iIbIIeHHS KUBOTA,
0ine, OII0BAHHS, M1TyHKOBO-KUIIIKOBI
TMICIIEIICis, pO3J1afy, BiTuyTTS
METEOpHU3M, HaIllOBHEHHS
racTpuT, Oiapes [ITYHKOBO-KHUIIIKOBOT'Q
TpaKTy, XiaTaJbHa
rpuxKa, KaHAUA03
POTOBOI ITIOPOKHUHY,
3a10p, CyXiCTb y pOTi
3 6OKy Bifb y XKOBUHOMY
renatobiniapHol MiXypi, XOJIEeLIUCTUT
CHCTEMU
3 00Ky LIKipu Ta AKHe, cBepOixX, X710a3Ma, ex3eMa, MynbTu-popMHa
MigIIKipHOI BUCUIIAHHS QJIOIIeIlis, epuTeMa
KJIITKOBUHU aKHe(pOpMHUM

mepMaTuT, CYyXiCTh
[IKipW, HOJO3Ha
epuTeMa,
rinepTpuxo3, po3naau
3 00Ky LIKipH,
PO3TSIXKKH,
KOHTAKTHUU
mepMaTut, GoTo-
UyTIUBUN TEPMAaTHUT,
HOOY/ISIPHA IIKipa

3 00Ky M’s130BOI Ta
CITOJTy4YHOI
TKaHUHU

Binb y cniuHi, 6inb y
KiHIliBKaX, Cy4OMU
M’ s13iB




3 OOKy Bomo4icTh BariHanpHUU [ucnapeyHis,
PENPOOYKTUBHOL [MOJIOUHUX 3aJi03, |[KaHOUOO3, TAa30BUU [BYJIbBOBATIHIT,

CHCTEMHU Ta MeTpoparis*, 0inb, 30INMBIIEHHS  [TOCTKOITaNbHA

MOJIOUHMX 327103 [aMeHOopes MOJIOUHUX 3aJ103, [KPOBOTEYa,
(hiOpO3HO-KiCTO3HA [KPOBOTEYA BigMiHHU,
MacTOIaTis, KicTa MOJIOYHOI
MaTKOBi/ BariHalbHi|3a103H, rinepnnasisa
KPOBOTEUi*, MOJIOYHOI 3aJ103H,
BU[IITIEHHS 31 HOBOYTBOPEHHA Y

CTaTeBUX OPraHiB, [MOJIOYHiN 3a03i,
[IPUIIJIUBY, BariHiT, [0 MUK MaTKH,

[IOPYIIEHHS aTpodis eHOOMETPis,
MEHCTPYaJIbHOTO  [KiCTa SI€YHUKa,
[UKITY, 30iTbIIIEHHS MaTKU
nyCcMeHopes,

rimoMeHopes,

MeHoparis,

BariHasjbHA CYXiCTbh,
CYMHIBHUM Ma30K
[lanaHikoay,
SHUXKEHHS J1i6imo

3araibpHi po3nagu ACTeHis, He3nyxaHHSA
[inBUIIIEHE
[IOTOBUMOIIEHHS,
HaOpSK
(reHepanizoBaHui
HaOpSK,
nepupepuyHui
HaOpsK, HaOpSIK
00/IMYUs)

TTocigxkeHHa 30inIblIeHHS Macu [3MeHIIeHHsS MacHu
Tina Tina

*HeperyJsapHi KpOBOTeYi 3a3BMYall 3HUKAIOTh ITPU IIPOJOBXKEHHI Teparil

Onuc okpeMux n06iYHMX PeaKIrin

Y xiHoK, ki npuiMmanu KI'K, cnocTepiraBcs migBUllleHUN PU3UK PO3BUTKY BEHO3HUX abo
apTepianbHUX TPOMOOTUYHUX Ta TPOMOOEMOOIIIYHUX SIBUIL, Y TOMY YHKCIIi iHQapKTy
Miokappa, iHcynbTy, TIA, BeHO3HOr0 TpoMO03y Ta TEJIA, sKi meTanbHillle onucaHi y po3aiii
«OCc0obIMBOCTi 3aCTOCYBAHHSI .

Huxx4ye3a3HadeHi cepro3Hi M0OiYHi peakilil cocTepiranucs y XKiHOK, SIKi 3aCTOCOBYIOTh
KOK, 1m0 Takox Oynu onucani y po3mini «Oco0IMBOCTi 3aCTOCYBaHHS»:

e BEHO3Hi TpoMO0eMOOTiuHi po3nanay;

e apTepianbHi TPOMOOEeMOOTIUHI Po3Iagy;

e apTepiajibHa TilepTeH3isd;

* NyXJINHU IE€YiHKY;

¢ PO3BUTOK a00 3ar0CTPEHHS 3aXBOPIOBAHb, IS IKUX 3B’130K i3 mpuiiomoMm KOK He 3’sicoBaHMI
0CTaTO4YHO: xBopoOa KpoHa, HecmenudiyHUN BUPA3KOBUH KOJIIT, €IIifIencis, MioMa MaTKH,
nop@ipis, cuCTeMHUY YepPBOHUU BOBYAK, repliec BaritHux, xopes CigeHxaMa, reMOoJIiTUKO-



yPEMIYHUYN CUHIPOM, XOJIeCTaTuyHa KOBTSHULIS;

® XJI0a3Ma;

e ToCTpi ab0 XpoHiyHi po3naau QyHKINI Mevinky, M0 MOXKYTh MOTPeO0yBaTH IPUIUHEHHS
3acrocyBaHHSI KOK, moku moka3HUKY QYHKIIiI IEYiHKY He IOBEPHYTHCS OO0 HOPMU;

* V¥ XIiHOK 3i CITagKOBOIO CXUJIbHICTIO 0 @HTiI0HEBPOTHYHOI0 HAaOpSKY €K30TeHHi eCTPOTeHH:
MOXKYTh CIIPUYMHUTHU ab0 MOCUITIOBATH CHMIITOMHU aHTiIOHEBPOTHYHOTO HabpAKY.

YacToTa [iarHOCTYBaHHS paKy MOJIOYHOI 321031 HEII0 MigBUIIYETHCS Cepe XKiHOK, SKi
3actocoByioTh KOK. OcKinbK1 paK MOJIOUHOI 3aJI03H ¥ XKiHOK BikoM 10 40 poKiB 3yCcTpidaeThCs PifKo,
36inbIIeHHS KiTbKOCTI BUNIAAKIB OiarHOCTYBaHHS paKy MOJIOYHOI 3aJI031 Y XKiHOK, SIKi 3aCTOCOBYIOTh
HUHi a60 HemogaBHO 3acTocoByBanu KOK, He3HauHe 1100 PiBHS 3arajbHOT0 PU3UKY PAaKy MOJIOUHOI
3a103u. B3aem03B’g930K i3 3acTocyBaHHIM KOK HeBimoMuu. [IuB. Tak0oX po3ninu «IIpoTuniokasasHHsI»
Ta «OCcoONMMBOCTi 3aCTOCYBAHHS».

B3aemoolii

[TpopuBHi KpoBoTeUi Ta/ab0 3HUKEHHS KOHTPALIEIITUBHOI [Iii MOXKe BUHUKHYTH BHACJIIIOK B3a€EMOil
iHmuxX nmiKkapchKux 3aco6iB (IHAYKTOPIB (hepMeHTIB) 3 OpaJbHUMM KOHTPALleNITUBAMU (IUB. PO3Mis
«B3aeMopis 3 iHMMMY JTiKapChbKUMK 3ac00aM¥ Ta iHII BUAM B3aEMOIii»).

ITocmmapkemuH2z08i OaHi. (3acTepekeHHs ONPUONHEeH] [IeHTPOM OLIHKY Ta OOCTiIXKeHHS

nikapchkux 3aco6iB (CDER) FDA).

[T’'aTh gOCHifXKeHb, Y IKUX IIOPiBHIOBAIM PU3UK BUHMKHEHHS PaKy MOJIOYHOI 321034 MiX THUMH, XTO
KOJ-HeOyIb 3aCTOCOBYBaB (Ha gaHui yac v B Munynomy) KOK, i TuMu, XTo HiKOIM He 3aCTOCOBYBaB
KOK, noBigomisinu Ipo BiACYTHICTE 3B’s13Ky MiX 3acTocyBaHHAM KOK Ta pu3uKOM BUHUKHEHHS paky
MOJIOYHOI 3a/103H, 3 oniHkamu edekTy Big 0,90 mo 1,12.

Y TpBOX OOCTigKEeHHAX IOPiBHIOBAIM PU3UK BUHUKHEHHS paKy MOJIOYHOI 321031 MiXK THUMH, XTO
3apa3s npuiMae i TuMu, XTo HewonaBHO npuiiMaB KOK (< 6 MicAIiB 3 MOMEHTY OCTaHHbOT'O
3aCTOCyBaHHS), 1 TUMH, XTO HIKOJIM 1X HEe 3aCTOCOBYBaB. B ogHOMY 3 IIMX HOCTiAKEHb OBIOMIISIOCS
IIPO BiICYTHICTD 3B’SI3KY MiXK PHU3MKOM BUHUKHEHHS PaKy MOJIOYHOI 3a103u Ta 3acTocyBaHHAM KOK.
IIBa iHIMX [OCHIXKEHHS BUSBUIY MigBUIEHUN BigHOCHUY pu3uK 1,19-1,33 npu notoynomy abo
Hel[oJjlaBHbOMY 3acToCyBaHHi. OOMOBa 1LIi OOCigXKeHHS BUSBUIM IiIBUILIEHUN PU3UK BUHUKHEHHS
paKy MOJIOUHOI 3aJI03U IIPU TPUBAJIOMY 3aCTOCYBaHHi, IPUYOMY BiTHOCHUM PU3UK KOJIUBAETHCS Bif
1,03 mpu 3acrocyBanHi KOK mpoTsrom MeHIe 0OqHOT0 POKY A0 npubnu3Ho 1,4 mpu 3acToCyBaHHI
KOK 6inbire Hixk 8-10 pokis.

ITogidomaeHHs npo nido3prosaHi nobiuHi peakuii

[ToBimoMneHHs PO Mif03pioBaHi Mo6GiyHi peakiii y mepiofl MOCTMapKEeTUHTOBOT'O CIIOCTEPEKEHHS €
OyXKe BaxXJIMBUMU. Lle mae MOXKIIUBICTD 3[iMCHIOBATU KOHTPOJIb 3a CIIiBBIHOLIEHHAIM KOPUCTH/PU3UK
IJIsT JTiKapchKuX 3ac0o0iB. MenwyHi MpaIliBHUKY MOBUHHI MOBITOMIISITH IIPO Mig03PIoBaHi mobiuHi
peaxirii.

Tepmin npudamHocmi. 3 POKW.

YMmoBH 30epiraHHsi.



30epiratu y HegOCTYIIHOMY IJ1s1 HiTel MicIli mpu TeMiiepaTypi He Buine 25 °C.

YnakoBkKa.

ITo 28 TabneTtok y 6iicTepi (21 TabneTka poxKeBOro Koabopy Ta 7 TabiaeTok 6inoro Komsopy), mo 1
abo 3 GricTepu B KapTOHHiM KOPOOIITi.

Kareropis Bigmycky.

3a perenTom.

BupoOHHUK.

JTa6opatopioc Jleon ®apma, C.A.

Micue3HaxoIKeHHsI BHPOOHHKA Ta aJipeca MPOBaIXKeHHs HOro Tis/IbHOCTI.
C/Jla Bamnnina c/#, ITonirono Iugycrpian HaBaTtenxkepa, Binnakinam6pe, 24008 Jleosn, Icnanis.

HaTa OCTaHHLOT O mneperiasgy.



