[HCTPYKIIIA

71T MEAWYHOTO 3aCTOCYBAHHS JTiKapCHKOT'0 3acoby

BI3AH

(VISANNE?)

Cknao:
ditoua peuosuHa: dienogest;

1 TabmeTKa MiCTHTH i€eHOrecTy 2 Mr;

00NoMmIdCHI peuo8uHU: TAKTO3X MOHOTIpaT, KpoXMasb KapTOIUISHUY, IIeJI0JI03a MiKpOKPHUCTATIYHa,
noBifoH K 25, Tanbk, KPOCIOBINOH, MarHitoo cTeapar.

JlikapcbKa ¢popma. TabneTku.

OcHo8HI (pi3uKo-XiMiUHI 81aCMUBOCMI: KPYTIIi TAOIETKH HiaMeTPOM 7 MM 3i CKOIIIEHUMHU KPAsIMH,
6imoro a6o Marixke 6iTOT0 KOILOPY, 3 BUTHCHEHOIO iTEpOI0 «B» 3 omHOr0 OOKY.

®apMakoTepaneBTHYHA I'PyIla. [opMOHM cTaTeBUX 3aj103 Ta MpenapaTH, sIKi 3aCTOCOBYIOTh IIPU
naTtoJorii craTeBux oprauis. [Iporectoreru. Kog ATX GO3D B08.

dPapmakonoeiuHi e1acmueocmi.
®apmakoOduHaMika.

[lieHorecT - moXilHe HOPTEeCTOCTEPOHY 6e3 aHOPOTEeHHOI Ta 3 IEBHOI0 aHTUAHAPOTeHHOI0
AKTHBHICTIO, 1110 CTAHOBUTD MPUOIM3HO OJHY TPETHHY aKTUBHOCTI ITUIIPOTEPOHY aleTarTy. [lieHorecT
3B’SI3YETHCS 3 pelleNlITOpaMy IIPOreCTEePOHY ¥ MaTLi TibKu 3 10 % BigHOCHOIO adiHHICTIO.
He3Baxarouyu Ha HU3bKY a(iHHICTh 10 PELIENITOPIB IPOreCTEPOHY, Hi€HOTECT Ma€ CUIbHUN
IIPOTEeCTOreHHUM eeKT in vivo. [IieHOTeCT He MPOSBISIE 3HAaYHOI aHIPOTeHHOI,
MiHEepaJIOKOPTUKOIHOI a00 III0KOKOPTHUKOINHOI aKTUBHOCTI in Vivo.

[lieHOreCT BIJIMBA€E Ha €HAOMETPi03, 3MEHIIYIOUN €HIOTE€HHY IIPOAYKIII0 eCTPafgiony i, TaKUM YHUHOM,
IPUTHIYYyI0YX TpOoGhiYHUY BIJIUB €CTPAfiolly Ha eyTOMIYHUM Ta eKTOMiYHUY eHmoMeTpiil. [Ipu
0e3nepepBHOMY 3aCTOCYBaHHI HJiEHOTECT IPU3BOAUTH OO0 CTBOPEHHS Till0ECTPOTEHHOTO,
rinmeprectareHHOr0 eHAOKPUHHOTO CEPeNOBUINa, 1110 CIPUUNHSIE TI0YaTKOBY AeLUayai3alliio TKaHuHU
€HIOMETPis 3 MOJaIbINo aTpodicl0 eHMOMETPIOIMHNX BOTHUII.

HaHi mono eheKTUBHOCTI



[TepeBara npenapaty BizaH mopiBHsAHO 3 miane6o Oyia TPogeMOHCTPOBaHA ¥ XOMi TPUMIiCSIYHOTO
OOCIIIXKeHHS 3 yyacTio 198 marieHToK 3 eHnoMeTpio3oM. Binb y oiisgHI Ta3a, 0B’ 93aHUN 3
€H[IOMEeTPio30M, BUMipIOBaJIX 3a AOIIOMOTI00 BidyasbHOI aHasoroBoi mkanu (0—100 mm). Yepes

3 Micsui Teparmii npemnapaTtoM Bizan O6yna BU3HaYeHa CTAaTUCTUYHO 3HAYYIlA Pi3HUIS TOPIBHSHO 3
nane6o (D = 12,3 mm; 95 % [I: 6,4-18,1; p<0,0001) Ta kniHiYHO 3HAUYIlEe 3MEHIIEHHS
00J1I0 ITOPIBHSHO 3 TOYATKOBUM PiBHEM (CepefiHE 3MEeHIIeHHs CTaHOBUIO 27,4 MM + 22,9).

Yepes 3 micsti mikyBaHHSA 3MeHIIEeHHS 000 ¥ OiNSHII Manoro ta3a, o OyB OB’ I3aHUY 3
eHgomeTpio3oM, Ha 50 % abo Ginbire Oyo gocsArHyTO y 37,3 % MaIlieHTOK, IKi oTpuMyBanu Bizax
(mmame6o: 19,8 %), 6e3 BimmoBigHOTO 30iNMbIIIEHHS HO3U CYIYTHHOI'O 3HEDOOIIIOBAIBHOTO 3aC00Y;
3MeHIIeHHs 00JII0 y HiNIHIII MaJioTo Ta3a, I0B’SI3aH0T0 3 eHIoMeTpio3oM, Ha 75 % abo OGinblie
(Taxox 6e3 BiAMOBimHOrO 306iNbIIEHHS NO3U CYIYTHHOTO 3HEO0I0BaIbHOTO0) Oy10 mocATHyTO ¥ 18,6 %
NallieHTOoK, 5Ki oTpuMyBanu Bisan (mmane6o: 7,3 %).

BimkpuTe nmpomoBxKeHHs IILOTO IIare60-KOHTPOJILOBAHOTO MOCIIiIXKEeHHS IT0Ka3ao 0e3nepepBHe
3MEHIIIeHHS TT0B’I3aHOT0 3 eHIoMeTpio3oM 0010 B Oi/SHIII Ta3a MIPH JIiKyBaHHI TpUBasicTo 0o 15
MiCsIIIiB.

Pe3ynbTaTyu nnare60-KOHTPOILOBAHUX NOCIIIKEeHb IMiATBEPAXKYBaIUCS Pe3yibTaTaMU, OTPUMaHUMU
Y XOA1 MIeCTUMICAYHOT0 aKTUBHO-KOHTPOJILOBAHOT'0 NOCIIAXKEHHS [IOPIBHAHO 3 ar0OHICTOM
TOHAJOTPOIIH-PUJII3UHT TOPMOHY 3 y4acTi0 252 NallieHTOK 3 eHA0MEeTPio30M.

Tpu gocnigKeHHS 3 y4acTio 252 NallieHToK, SKi 0OTPUMYBaIM Ji€HOTEeCT 110 2 MT Ha [00y,
IIPOJEMOHCTPYBAJIU iCTOTHE 3HUXKEHHS eHIOMETPiOIIHUX YpaxKeHb yepe3 6 MiCAIiB TiKyBaHHS.

Y xoni HeBENUKOIo OOCHiIXeHHs (n=8 Ha IpyIy Ho3yBaHHs) 3aCTOCYBaHHS [i€HOrecTy y 1o3i 1 mr Ha
no0y BUSIBUIIO BiCYTHICTb OBYsLil uepe3 1 micsires Tepartii. Bisan He mOCTigKyBaIu 00
KOHTPaLENTUBHOI eheKTUBHOCTI y OITbIINX JOCTIIXKEHHIX.

[TaHi momo 0e3mnexu

PiBeHb €HIOTEHHOT0 €CTPOreHy TiJIbKU IIOMIPHO IPUTHIYYETHCS IIif] Yac JIiKyBaHHS IpenapaToM
Bizas.

Ha croropgni pe3ynbTaTé JOBrOCTPOKOBHUX AOCIIAKEeHb MiHEpalIbHOI IIiMbHOCTI KicToK (MIIK) i
PU3UKY IIePeJIOMiB y NalleHTOK, AKi 3aCTOCOBYIOTh penapart Bizas, HepocTynHi. MIIK ouintoBanu y
21 gopocnoi maIieHTKH [0 Ta Iicig 6 MicsiliB JTiKyBaHHS IIpellapaToM BiszaH. 3HM&KEHHS CEPETHBOTO
nmoka3Huka MIIK BusBieHo He 0yio. Y 29 malieHToK, sSKi OTpUMYBalu JIEUIIPOPEITiHY alleTar,
cepenHe 3uuKeHHS 4,04 % * 4,84 Oyro BiI3HaYEHO 3a TOH Ke Iepion

(D mix rpynamu ctanosuio 4,29 %, 95 % [II: 1,93-6,66, p <0,0003).

He cmocTepiranocs 3Ha4HOr0 BIIMBY Ha CTaHOAPTHI 1Ta00paTOpPHi MOKa3HUKH, Y TOMY YKCIIi Ha
pe3ynbTaTH aHasi3y KpoBi, OioxiMiuHOT0 aHasi3y KpoBi, piBeHb IeUiHKOBUX (DepPMEHTIB, piBeHb NiMifiB
i HbA1C, nig yac nikyBaHHs mpenapaToM Bizan yrnpogox 15 micsni (N = 168).

[Tanui momo Oe3meky OIS MiITiTKiB

Besneky npenapary Bizax BigHocHO MIIK 6ys10 gOCTiAXKEHO Y X011 HEKOHTPOJIHOBAHOTO
OOCIiIXKeHHS TpoTsaroM 12 MicsaniB 3a y4acTi 111 namieHToK mipmiTkoBoro Biky (Big 12 mo <18 pokiBs)
3 KJIiHIYHO migo3pioBaHuM abo MigTBepaKeHUM eHgoMeTpio3oM. CepenHs BimHOCHa 3Mina MIITK
norepekoBoro Biaminy xpebta (L2-14) Big BuxigHux noka3uukiB y 103 malieHTOK 0o 3aKiHUeHHS
JIiKyBaHHS cTaHoBuaaA -1,2 %. [I0BTOpHE BUMipIOBaHHS 4epe3 6 MICALIB Mic/s 3aKiHUYeHHS JIiKyBaHHS



y cyOrpyrmi 3i 3auxkenumu 3HaueHHsaMu MIIK nmokasano migpuinerss MIIK mo -0,6 %.

[TaHi OKAIHIYHUX OOCHIOXEeHDb 3 6e3meKn

HaHi mOKTiHIYHUX MOCTiIXKeHb He BKa3yITh Ha iCHYBaHHS 0COOMBOTO PU3UKY [JIS JTIIOOUHU Ha
IifCTaBi CTaHOAPTHUX JOCITiIXKEeHb TOKCUYHOCTI TpK 0araTopa3oBOMY IIPUHOMi, TeHOTOKCUYHOCTI,
KaHIIepOTeHHOI [Iii Ta TOKCUYHOTO BIIJIUBY Ha PENPOAYKTUBHY PyHKIIi0. [IpoTe crig 6paTu o yBaru,
IO CTaTeBi CTEPOIAY MOXKYTb CIIPHUSTH POCTY IMTEBHUX TOPMOHO3a/IeKHUX TKAHWH Ta IyXJIUH.

HaHi 3 6e3neku IIPpY JOBrOTPHBAJIOMY 3aCTOCyBaHHi

Byno npoBeneHo o0cepBalliline MmicispeecTpalliliie JOCTIXKeHHS 3 aKTUBHUM CIIOCTEPEXKEHHSIM 3
METOIO BUSHAYEHHA 9YaCTOTHU ITIEPBMHHOIO BUHNKHEHHA abo 3arOCTPEHHMA KJIiHiYHO 3Haqy1_u;0'1' nenpecii
Ta [OSIBY aHeMil. Y MOCTimKeHHi B3saM y4acThb 3aranoM 27840 XKiHOK, SKUM OyJ10 BIepiie
IpH3HaYeHO TOPMOHAJIbHY Tepalliio A7 JTiKyBaHHS eHAOMETpPio3y, i 3a IXHIM CTaHOM
CIIOCTepiraau mpoTarom mnepiony no 7 pokis. 3023 xinkam Oy10 Mpu3Ha4YeHOo OiEHOTECT Y
mo3yBaHHi 2 Mr, 3371 marnieHTIi 6yno0 mpu3HavYeHo iHIi TiKapchKi 3aco0u cxBaseHi s
JIIKyBaHHS €HOOMEeTPio3y. 3arajbHe CKOPUTOBaHe CIIiBBIHOIIEHHS PU3UKiB BUHUKHEHHS
HOBUX BUTMAJKIB aHEMil y MAlliEHTOK, SKi IPHAUMaNy OIEHOTeCT, MOPIBHSIHO 3 MalliEHTKaMHu,
SIKi TpUUMaY iHIIi JIiKapchKi 3ac00M CxBaseHi oI JIiKyBaHHS eHOoMeTpio3dy, cTaHoBuio 1,1
(OI 95%: 0,4-2,6). CKopuroBaHe CITiBBiIHOIIIEHHS PU3KKiB BUHUKHEHHSEIPECil y MallieHTOK,
SIKi ITpUMMaJy OiEHOTECT, MOPIiBHSAHO 3 MallieHTKaMH, SKi IpuiMaJy iHiIi JikapchKi 3acobu
CXBaJleHi [Jid MKyBaHHS eHgoMeTpiody, ctanoBuno 1,8 (II 95 %: 0,3-9,4). He moxHa
BUKJTIOUUTY He3HAUHe MiBUIlIeHHS PU3UKY BUHUKHEHHS [JeNpecii y malieHTox, sSKi
IPUIMalOTh Ji€EHOTECT, MOPiBHSAHO 3 NallieHTKaMH, SIKi MPUUMalOTh iHIIi JTiKapchKi 3aco0u
CXBaJIeH1 [JId JIIKyBaHHS €HOOMEeTPio3y.

dapMaKoKiHemukKa.

BcMokTYBaHHA. ITicist mepopanbHOTO MPUHOMY [i€HOTECT IIBUAKO i TIOBHICTIO BCMOKTYETHCS.
MakcuMasbHa KOHLIEHTPAaLisl Y CUPOBATLi KPOBi HOCATAETHCS YIPOAOBXK 1,5 roguHu micis
OHOPA30BOr0 [IEPOPAJIbHOI0 IPUIOMY i CTaHOBUTE 47 HI/MJI. BiOgOCTYIIHICTD Hi€HOTECTY CTaHOBUTH
npubnusno 91 %. ®apMakKOKiHETHKA JiEHOTECTY 3aJ€KUTh Bifl ;03U B [iama30Hi 103

1-8 wr.

Posnomin. [lieHorecT 3B'I3y€ThCS i3 CHPOBATKOBUM albOYMiHOM Ta He 3B’SI3YETHCS i3 TII00YIiHOM,
1o 3B’s13ye craTeBi crepoigu (I'3CC), abo rinobyminoMm, 1o 3B’s13ye KopTukoinu (I'3K). JIumie 10% Bix
3arajabHOl KOHIIEHTpAIlil AIEHOTECTY Y CUPOBATII KPOBi 3HAXOASATHCSA Y BUTJISAML BIIBHOTO CTEPOINy, a
90% - HecnenudiyHO 3B’A3aHi 3 anbOyMiHOM. OueBUAHUYN 00’€M PO3TOMINY Ai€HOTECTY CTaHOBUTH 40
I

MeTab071i3M. [lieHOrecT MOBHICTIO MeTaG0Ii3yEeThCS BiTOMUMH IIIIXaMH MeTa00J1i3My CTEPOIiB 3
YTBOPEHHSIM IePeBaKHO eHJOKPUHOJIOTIYHO HeaKTUBHUX MeTabosmiTiB. Ha migcTaBi mocmimKeHs in
vitro ta in vivo CYP3A4 - ronoBuuii pepMeHT, 3anydenuit y Metabosi3M mieHorecty. Li metabomiTu
IyKe IIBUAKO BUBOOATHCS 3 IJIa3MHU Y TaKUH CI0Ci0, 10 JOMiHyI0UMM MeTaboIiTOM y I1a3Mi KpPoBi €
OieHOoTecCT Y He3MiHEHOMY BUTIISAMI.

IBuAKiCTE KIipEHCY 3 CUPOBAaTKU KPOBi CTaHOBUTH 64 MII/XB.

BuBeneHHs. PiBeHb Ii€HOTECTY B CHPOBATIIi KPOBi 3HMXKYETHCS ABO(GA3HO 3 IepiogoM
HaliBBUBENEHHS, 0 cTaHoBuTh 9-10 roguH. [lieHorecT BUBOOUTHCS ¥ popMi MeTabomiTiB i3



cedelo Ta KaJioM y CHiBBigHOIIEHHI mpubnu3no 3:1 micns nepopaabHOro npuiiomy y moai 0,1
Mr/kr. Ilepion HamiBBUBeNeHHs MeTa0o0JIiTiB 3 ceyero CTaHOBUTh MpuOnau3Ho 14 roguH. ITicas
IIepopasnbHOro npuiioMy 86 % BBeOeHOI [03U BUBOOUTHLCS 3 OPraHi3aMy y Mexkax 6 [HiB,
Oinbllla YaCTUHA Ii€l KiTbKOCTi BUBOAUTHCA Y MepIi 24 TONUHYU, TOJIOBHUM YHHOM i3 cedelo.

CraH piBHOBaru. ®apMakoKiHeTHKA OiEHOTECTy He 3aexXuTh Bif piBus I'3CC. Ilpu momeHHOMY
IIPUUOMI KOHIIEHTpallisl peY0OBUHU Y CUPOBATLi KPoBi 3pocTae B 1,24 pa3a, Jocsararoyu piBHOBaXXHOTO
cTaHy dyepe3 4 gHi 3acTocyBaHHS. PapMaKOKiHETHKA AIEHOTECTY IIiC/sA ITOBTOPHOTO 3aCTOCYBaHHS
npenapaty Bizan Moxe Oynu nepenfadyeHa Ha MificTaBi gaHUX MO0 hapMaKOKiHETUKY OfHiel no3u.

dapMakoKiHeTHKa B 0COONIMBUX TPYIAX MAILliEHTIB. Y Mal[ieHTiB 3 MOPYLIIEHHM (QYHKIII HUPOK
(dbapMaKOKiHETUKY TIpelapaTy BizaH He BUBUYanu. Y Malli€HTiB i3 mopymeHHAM QYHKII Ie4iHKA
(dapMaKOKiHEeTHKY IpeliapaTy BizaH He BUBUaIH.

KniniuHi XxapakTepHCTHKH.
Iloka3zanHus.

JIiKkyBaHHST €HIOMETpPi03y.

IIpomunoka3aHHsi.

[Tpemapart BizaH He ciifl 3aCTOCOBYBaTH y pa3i HasgBHOCTI OyIb-sIKOTO0 i3 HUKYe3a3HaUeHUX CTaHiB
abo 3axBopioBaHb. L iHpopMallis 4acTKOBO OTpUMaHa Ha ITificTaBi 3aCTOCYBaHHS iHIIKX ITperaparis,
110 MIiCTSTh TiJIbKU IIPOTeCTOreH. AKINo Oyab-KWi i3 IUX CTaHiB ab0 3aXBOPIOBaHb BUHUKAE BIIEpIIIe
IIiJ] Yac 3aCTOCyBaHHA Npelapary BizaH, mpuiioM mpenaparty CiIif HeraHO IPUIUHUTH.

Beno3na Tpom6oeM0Oo7iia B aKTHBHi# GopMi.

AprepianbHi a60 KapAioBacKynIspHi 3aXBOpIOBaHHS HUHI ab0 B aHaMHe3i (Hanpukiap indapkT
MioKapfa, epeOpoBacKyiasipHa Iofid, illeMiuHa XBopoba cepiis).

LlykpoBuii fiabeT 3 ypaxkKeHHSIM CyIUH.

TskKi 3aXBOpIOBaHHA IMEYiHKY HUHI ab0 IX HasIBHICTh B aHaMHe3i, TOKU NMOKa3HUKY QYHKIIII
IIeYiHKYU He IIOBEPHYTHCS [0 HOPMHU.

[TyxnuHu nevyinky HUHI a00 B aHaMHe3i (Ho6posiKicHi abo 3/M0sKicHi).
Bimomi abo migo3pioBaHi 3M0SKiCHI MyXTMHU, 3a/I€3KHi Bifl CTaTEBUX TOPMOHIB.
BarinanbHa KpoBOTeYa He3'sICOBaHOlL €TiONOTil.

[TigBuIeHa YyTNIUBICTH [0 AiI040l peY0oBUHHU ab0 M0 OyIb-IKOT0 3 KOMIIOHEHTIB ITperapary.



B3aemodia 3 inwumu snikapcoKumu 3acobamu ma iHwi eudu é3aemodil.

[IpumiTKa: 019 BUABJIEHHS MOXKJIMBAX B3a€MO[iN CJIif 03HAMOMUTHUCSA 3 IHCTPYKIIAMHU OIS MEOUYHOT O
3aCTOCYBaHHS JIiIKapChKUX 3ac00iB, 1110 3aCTOCOBYIOTLCS CYITYTHEBO.

Bnaue iHwux npenapamis Ha BizaH

[TporecroreHu, BK/II0OYaOUX OiEHOTECT, META00Ti3YI0THCS TOJIOBHUM YMHOM CUCTEMOIO LIUTOXPOMY
P450 3A4 (CYP3A4), 1o po3TallioBaHa B CIM30Biil 000JIOHII KMIIEYHUKY Ta B mevinili. Tomy
ingykTopu abo inribitopu CYP3A4 M0oXKyThb BIJIMBATH Ha MeTab0I1i3M MPOrecToreny. 30iblIeHHS
KJIIpEHCY CTaTeBUX TOPMOHIB Uyepe3 iHAYKII0 (epMEHTIB MOXKe 3MEHIIUTH TepaneBTUYHUN epekT
npemnapaty BisaH i npussectu g0 HebakaHUX e(PeKTiB, HAIPUKJIAA 40 3MiH XapaKTepy MeHCTpyasbHOI
KpPOBOTEYl.

3MeHIIIeHHS KIIipeHCYy CTaTeBUX TOPMOHIB Yepe3 NMpUTHIYeHHS (ePMEeHTY MOXKe 3MEHIITUTI
TepaneBTUYHNY eeKT npenapaTy BisaH i Ipru3BecTy 40 PO3BUTKY MOOIYHUX peakIliil.

- PedoBrHY, 110 MigBUIIYIOTh KJIipEHC CTaTEBUX TOPMOHIB (3HUXKEHHS e(eKTUBHOCTI
IIJITXOM iHIYKyBaHHS GepMeHTIiB), Hanpukian: GeHiToin, 6apOiTypaTy, mpuMinoH, Kapbama3zermiH,
pudaMmilyH, a TaK0XK, MOXKJIMBO, OKCKapOa3eriH, Tomipamar, ¢penbbamMaT, rpu3eodyIbBiH Ta 3aco6H,
1m0 MicTsaTh 3Bipo0ilt (Hypericumperforatum).

[HOyKIIig hepMeHTIB MOXKe CIIOCTepiraTucs micis AeKiIbKoX AHIB Teparil. MakcuManbHa iHAYKIiS
(hepMeHTIB 3arajoM BUSIBISIETHCS Yepe3 NeKiTbKi THXKHIB.

[HOyKIIig hepMeHTIB MOXKe TPHUBATHU [0 4 TUKHIB IiC/IS MPUIXHEHHS Teparril.

Bronus ingykTopa CYP 3A4 pudamninury goCmigKyBaBCcs y 3L0POBUX KiHOK y IOCTKIIIMaKTEePUIHOMY
nepioni. OmHOYACcHe 3aCTOCYBaHHS pudaMIinuHy 3 Tab1eToBaHOI GOPMOIO eCTpamiony
BaslepaTy/mieHorecTy IPU3Beio 40 3HaYHOTO 3HUKEHHS PiBHOBaKHOI KOHI[EHTpallil Ta CUCTEMHOTO
BIIJIUBY OIEHOTECTY Ta ecTpafiony. CUCTEeMHUY BIJIUB OIEHOTECTY Ta €CTPafiony y PiBHOBaXKHOMY
craHi, Bumipsauun 3a AUC (0-24 rogunu), 3MeHIIuBCs Ha 83% Ta

44 % BigmoBimHO.
- Pe4oBrHY 3 Pi3HUM BIIXBOM Ha KJIiPEHC CTaTeBUX TOPMOHIB.

OpHOYacHe 3aCTOCYBaHHS 3i CTaTeBMMU rOPMOHAMU BeJIMKOI KiTbKOCTi KoMmOGiHarti# inribiTopis BIJI-
IIpOTeas3u Ta HEHYKJIEO3UTHUX iHTiOITOPiB 3BOPOTHOI TPAHCKPUIITA3! Y IOENHAHHI 3 KOMOiHaIiIMuU
inribiTopis Bipycy renatuty C Moxke 30inbmuTH a00 3MEHIIUTH PiBEHDb IPOTECTHUHY B IJ1a3Mi KPOBI.
CykymHUM BIIJIUB ITUX 3MiH MOXKe OyTH KIiHIYHO 3HAYYIIUM Y OesIKUX BUIMTaAKaX.

- PedoBrHH, 110 3HUKYIOTH KJIiPEHC CTaTEBUX TOPMOHIB (iHTi6iTOPY hepMeHTIB).
Hienorect € cyoctpaTom nuToxpomy P450 (CYP) 3A4.
KniniyHa 3HaUyUIiCTh MOTEHIIINHKUX B3a€EMOIiii 3 iHTiGiTOpamMu pepMeHTIB 3amUIaeThCs HEBiIOMOIO.

OpHoYacHe 3aCTOCyBaHHS CUNTbHUX iHTiIOiTOPiB CYP3A4 MozKe 306i/bIyBaTH I1a3MOBi KOHIIEHTPAIIil
Oi€HOTeCTy.

OpHoYacHe 3aCTOCYBaHHS i3 cunmbHUM iHTiOiTOpOoM PepmenTy CYP3A4 KeTOKOHA30JI0M IIPU3BOIUIIO
no migsuineHHS y 2,9 pa3a AUC (0-24 roguHu) Ai€HOTECTY y PiBHOBaXKHOMY cTaHi. OfHOYacHe



3aCTOCyBaHHS 3 TOMIPHUM iHTi0iTOPOM €pUTPOMIIIMHOM IIPU3BOUIIO [0 mifBullleHHS y 1,6 paza AUC
(0-24 roguHu) mieHOTeCTy y PIBHOBaXKHOMY CTaHi.

Bnaue dieHo2ecmy Ha iHWi Aikapcvki 3acobu

3a pe3ynbTaTaMu JOCIiXKeHb iHTiOyBaHHS in Vitro, KIIiHIYHO 3Ha4YyIla B3a€EMOZIS OiEHOTECTY 3
iHITMMU TTpertapaTaMu, MeTaboIli3M SIKUX OTI0CEPEIKOBYETLCS (hepMeHTaMu IuToXpoMy P450, €
MaJIOMMOBIPHOIO.

B3aemo0is 3 xapuosumu npodyKkmamu
[TpuiioM 1xi 3 BUCOKMM BMIiCTOM XKUPiB He BIIJINBaB Ha 0i0OCTYNHICTh IpemnapaTy BizaH.
JlabopamopHi mecmu

[TpuiioM porecToreHiB MOXKe BIUIMHYTH Ha Pe3y/IbTaTH AeSKUX Ta00paToOpHUX aHai3iB, 30KpeMa Ha
GioxiMiuHi mapaMeTpu MeYiHKY, MKUTOBAOHOI 321031, QYHKIIiI HUPOK Ta HAGHUPKOBUX 3aJ103, PiBHI
6inkiB (HOCiiB) y ma3mi kposi (Hanpukinap I'3K Ta ¢pakiiii ninigis/minonporeinis), mapamMmeTpu
MeTab0s1i3My BYTI€BO/IIB Ta MOKA3HUKYU Koarymsiii Ta GpibpuHonisy. 3MiHM 3a3BUYail 3aIUIIAI0OThCS Y
Mexkax 1ab0paTopHOl HOPMH.

Ocob.1ueocmi 3acmocyeaHHsi.
3acmepediceHHA.

Ockinpku BizaH - mpemapar, 0 MiCTUTh TiJIbKY ITPOTeCTOTEH, BBAXKAETHCS, 110 0COOTHBI
3aCTepeKeHHs Ta 3aX0au 0e3MeKH 00 3aCTOCYBaHHS IIPOTeCTUHOBMICHUX MTperapaTiB TaKoX
CTOCYIOThCS IIpernapary BisaH, xo4a He BCi 3acTepexkeHHs Ta 3arno0ixKHi 3aX0u I'PYHTYIOThCS Ha
BIIIOBIIHUX pe3yJbTaTax KIIiHIYHUX JOCIIiIXKeHb caMe LbOr'o IIpernapary.

[Tpu noripmiesHi abo mepioMy BUHUKHEHHI OyIb-SKOT0 i3 3a3HaYeHUX HUXKYe CTaHiB/QaKTopiB
PU3HUKY B iHOUBiOyanbHOMY IOPSAKY Ma€ OyTH NMpOBEOeHUM aHalli3 CIIiBBiIHOIIEHHS PU3UK/KOPUCTD
mepeq MoyaTkoM abo MPOMIOBXKEHHSIM 3aCTOCyBaHHS IipenapaTty BizaH.

TsKKi MATKOBI KPOBOTEYi

MaTkoBa KpoBOTe4a, HallpPHUKJIaf, y KiHOK 3 aleHOMi030M MaTKu abo J1IelioMioMOI0 MaTKH, MOXKe
36inpIIyBaTHCS IPU 3aCTOCYBaHHI mmpemnapaTy Bisan. fKIo KpoBoTeda BUPaXKeHa i He IPUNUHSIETHCA
IIPOTSITOM TPUBAJIOTO Yacy, BOHA MOXKe NPU3BECTU OO0 aHeMil (Y JeIKUX BUIIafKax TAXKKO1). Y TaKOMy
pasi moTpibHO PO3TIAHYTH MUTAHHS PO MPUNMHEHHS IPUHAOMY IIperapary.

3MiHa XapaKTepy KPpoBOTeYi

JlikyBaHHS NpenapaToM Bi3aH BI/IMBa€ Ha XapakKTep MEHCTPYyaJIbHOI KpOBOTeYi ¥ Oi/IbIIIOCTi XKiHOK
(muB. po3min «ITobiuHi peakirii»).

LIMpKYIATOPHI OPYIIeHHS

Ha mipcTaBi pe3ysbTaTiB emifeMionoTiYHuX OOCIIAXKEeHDb BUSIBIEHO HEBEJIUKY KUIbKICTh JaHUX
IIIOMI0 iICHYBaHHS 3B’I3KYy MiXK 3aCTOCYBaHHSM IIpelapariB, 110 MiCTSATh TUTbKU MPOTECTOreH, i
MiOBUIEHHSAM PU3UKY PO3BUTKY iH(apKTy Miokapma abo nepebpanbHol TpoMO0eMOOTil.



Pu3WK KapaioBacKyIIpHUX i epeOpaibHUX SBUII IIBUAIIE OB’ I3aHUM 3 BiKOM,
apTepiayibHO TinepTeH3ielo 1 NaliHHgM. Y XKIHOK 3 TinepTeH3i€l0 pU3uK PO3BUTKY IHCYIIBTY
MOXKe Helo 30iblIyBaTUCS IIPU 3aCTOCYBaHHI ITperaparis, 10 MiCTSTh TiJIbKM IIPOTe€CTOTEH.

[esKi qOoCigXKeHHs CBiAYaTh PO iCHYBaHHSA IE€BHOI'0, IIPOTE He CTaTUCTUYHO 3HAUYYIOTO
30inbIIIeHHS PU3UKY PO3BUTKY BEHO3HOI TpoMOoeM6botii (TpoM003 rmuboKux BeH, TpoMOoeMOomis
JIeTeHeBOl apTepii), OB’s13aHOT0 3 BUKOPUCTAHHSIM IIpenapariB, 10 MiCTITh TiIbKU IPOTeCTOTEH.
3aranbHOBU3HAHI GaKTOpH, 110 MigBUIIYIOTh PU3UK BUHUKHEHHS BeHO3HOI TpoMboembontii (BTE)
BKJTIOHAIOTh: 0coOUCTHM abo ciMeiHul aHaMHe3 (Hanpukiapn Bunanku BTE y OpaTiB uu cectep a6o
0aTbKiB Y BiTHOCHO MOJIOOMY Billi); BiK; 0XKUPiHHS, TpUBasa iMMo0ini3allis, pagukanbHi Xipypriusi
BTpPy4aHHS a00 TpaBMU. Y BUNAOKy TPUBaJol iMMo0ini3allil peKOMeHAYEThCS IPUITHHUTH
3aCTOCyBaHHS IIpenaparty BisaH (mpu miaHOBUX Ollepalligx IoHalMeHIne 3a 4 TUXKHi [0 11
IIPOBEIEHH) 1 He TOUYMHATH 3HOBY MOT0 IIPUUOM paHillle HiX 4epes3 2 THUXKHI MiC/Is MOBHOI
peabimitarii.

Heo0OxifgHo 6paTi HO yBaru migBUILEHHS PU3UKY PO3BUTKY TPoMO0eMOOoJIil y micsmonoroBui nepios.

Y pa3i BUHUKHEHHSI CUMIITOMIB BEHO3HUX Ta apTepiaJlbHUX TPOMOOTUYHUX 3aXBOPIOBaHb a00 Migo3pu
Ha HUX JIIKyBaHHS CJIifi IPUIIUHUTH.

[lyxnvau

Mera-anarni3 54 enifeMionoriyHux OOCIiXKeHb BKa3ye Ha He3HayHe MiBUIIEHHS BITHOCHOT O PU3UKY
(BP = 1,24) po3BUTKY paKy MOJIOYHOI 3aJI03H y XKIiHOK, IKi 3aCTOCOBYIOTh OpajbHi KOHTPAIeNTUBU
(OK), royioBHUM YHHOM Ti, 1[0 MIiCTSTh €CTPOTeH-IIPOrecToreH. Lled mifiBUINeHW PU3UK ITOCTYIIOBO
3HUKae npoTAaroM 10 pokiB micns 3akiHYeHHS MpUioMy KOMOiHOBAHUX OpaIbHUX KOHTPALIEITUBIB
(KOK). Ockinbky paK MOJIOYHOI 3aJ1031 Y XKiHOK BiKOM 0 40 pOKiB 3ycTpidaeThCs PigKo, 30i/IbIIeHHS
KiJIbKOCTi BUIIAMKiB MiarHOCTHKM PaKy MOJIOYHOI 321031 Y XKiHOK, SKi BUKOPUCTOBYIOTh a0
HelofaBHO BuKopucToByBanu KOK, € He3HaYHUM IOO0 3arajlbHOTO PU3UKY PaKy MOJIOYHOI 3a/I03H.
IcHy€e ogHaKOBUY PHU3UK BUSBJIEHHS PaKy MOJIOYHOI 3a/I031 Y XIiHOK, SIKi IpHUMalu npemnapaTy, o
MicTSTh TinbKu mporectoreH, abo KOK. Oguak iHbopMallis o0 mpenaparis, SKi MiCTSTh TiTbKU
IporecToreH, 0a3yeTbCd Ha JaHUX, OTPMMaHUX Bif HabaraTo MeHIOI KiJTbKOCTi XKiHOK, fKi iX
3aCTOCOBYIOTh, i TOMY BOHA € MEHII IIePEeKOHINBOIO, HiXK fAaHi moao KOK. Pe3ynbTaTu 1ux
LOCIIiIXKeHb He Ha[aloTh JOKa3iB iCHyBaHHS IPUYUHHOIO B3a€MO3B A3Ky. [lifBUIIIeHHA PU3UKY MOXKe
OyTu 3yMOBJIeHe SIK Oi/IbIII PAaHHBOIO [iarHOCTUKOIO PAaKy MOJIOYHOI 3271031 Y XKiHOK, SKi
BUKOpUCTOBYIOTh OK, Tax i 6iosoriuHoIo fi€lo KX mpenapaTiB abo moeqHaHHSIM 060X (HaKTOPiB.
Bim3HauyeHO TEH[EHIIiIO0, III0 paK MOJIOYHOI 3aj1031, BUSIBIIEHUH Y XKIiHOK, IKi KONMU-HEOYOh IpUManu
OK, KJTiHiYHO MeHIII BUpPaXKeHu!, HiXK y TUX, XTO HIKOJIK He 3aCTOCOBYBaB OpajibHi KOHTPAIENTHBH.

Y noopuHOKUX BUIIafKaX Y XKiHOK, SKi 3aCTOCOBYBaJIi TOPMOHAJIbHI PeUYOBKHHU, MOAIOHI [0 Ti€l, 0
MiCTHTHCS y Ipenaparti BisaH, cnocTepiranucsa foOpOsKiCHI, a 1ie piflie - 370SKiCHI TyXIUHU
MeYiHKHY, IKi B OKPEMHUX BUIIAJKaX TPHU3BOAUIM [0 HeOe3MeYHOl OIS XKUTTS BHYTPIlTHbOUYePEBHOI
KPOBOTeUi. Y pa3i BUHUKHEHHS CKapT Ha CHJIbHHUMU Oinb B emiracTpasbHil OiIsSHI, 30iTbIIeHHS
ne4diHKy abo MOSIBY 03HAK BHYTPIIIHbOYEPEBHOI KPOBOTEYi NTpY AuEpeHIiNHIN AiarHOCTHIII Cltif
BpPaxOBYBaTU MOXKJIMBICTh HAsIBHOCTI IIyX/IMHU MEYiHKY Y XKIHOK, SKi IpUUMaTh IpenapatT Bizas.

OcTteonopos
3MiHu MiHepanbHOI MIiTbHOCTI KicTKOBOI TKaHuHU (MIIIKT).

3acTtocyBaHH4 IpenapaTy BisaH migmiTkam (12-18 pokiB) npoTtsarom nepiony nikyBaHHsA 12 micsIiiB
acolIitoBanocs 3i 3HUKEHHIM cepenuboro 3HaueHHss MIIKT y nonepekoBomy Binmini xpe6Ta (L2-14)



Ha 1,2 %. [Ticng npunvuHenHd nikyBanHsa MIIKT migBuiilyBaiacs 3HOBY y LIMX ITAIli€HTIB.

Cepennsa BigHOCHa 3MiHa MIIKT Bif BUXigHUX MOKa3HUKIB [0 3aKiHUEHHS JIIKyBaHHSA CTaHOBUJA 1,2
% 3 miarmazoHoM Mix -6 % Ta 5 % (II 95 %: -1,70 % Ta -0,78 %, n=103). [IoBTOpHE BUMIpIOBaHHSA
yepe3 6 MiCALIB IiCNA 3aKiHYeHHS JIIKYBaHHA y HIATPymi 31 3HUKeHUMU 3HaueHHaMu MIIKT
II0Ka3aJI0 TeHAEHIII0 0 BifHOBIEHHS (CepeqHs BiJHOCHA 3MiHa Bifi BUXiJHUX ITOKa3HUKIB:
-2,3 % nipu 3akiHueHHi nikyBaHHA Ta -0,6 % 4epe3 6 MicALiB micad 3aKiHYEHHS JIIKyBaHHA 3
mianma3oHoM Mix -9 % ta 6 % (IOI 95 %: -1,20 % ta 0,006 % (n=60)).

[TopymieHHsI MiHEpAJIbHOI IIiTBHOCTI KiICTKOBOI TKAHMHYU Ma€ 0Cc0o0JIMBe 3HAUYEeHHS Y MiATiTKOBOMY Billi
Ta Y PaHHIU [1epiof CTaTeBOr0 OO3PiBaHHs, KDUTUUYHUY Iepiof poCcTy KicToK. HeBigomo, 4 3MEHIIUTh
MiKOBY KICTKOBY MacCy Ta MifBUILIXATL PU3UK II€PEJIOMY KiCTOK Y JIiTHbOMY Bili 3HMKeHHSA MIIKT y min
nonynsauil (auB. po3pin «[liTu» Ta «®apMaKoIOTidyHi BIaCTUBOCTI»).

[Iepen moyaTKOM JIiKyBaHHS JIiKapIo CJIif 3BaKUTHU IepeBaru 3aCTOCyBaHHS penapary BisaH Ta
MOZKJIVBi PU3UKU 3aCTOCYBaHHS [JI1 KOKHOI'0O OKPEMOTO IifJIiTKa, BPaX0BYIOYX TAaK0XK HasABHICTh
CyTTeBUX (HhaKTOPiB PU3UKY OCTEOIIOPO3Y.

AnekBaTHe 3aCTOCYBaHHS Kaslbllilo Ta BiTaMiny D mpu mieTMHUHOMY Xap4yyBaHHI ab0 IIpu 3aCTOCYBaHHi
Xap4oBUX 106aBOK € BaXKJIMBHM [JI51 3[OPOBOT0 CTaHY KiCTKOBOI TKaHUHHU y XKiHOK yCiX BiKOBUX
KaTeropii.

He cnocrepiranocs 3auxenas MIIKT y nopocnux (ouB. po3nin «®apMakogruHaMiyHi BIaCTUBOCTI»).

Y mauieHToK, AKi 3HaX0OAThCA Y IPYIIi MiABUIIEHOI0 PU3UKY PO3BUTKY OCTEOIIOPO3Y, PETEJIbHA
OLIiHKA CIiBBiHOIIEHHS PU3UK/KOPUCTh IIOBUHHA OyTH IIPOBELleHa 10 0YaTKYy JIiKyBaHHS
npenapaToM BizaH, OCKiIbKY piBeHb €HOOTE€HHUX €CTPOTeHiB TIOMIPHO 3HUXKYETHCS Ha TJIi JIIKYBaHHS
npenapaToM BizaH (guB. po3pin «®apMakoguHaMiKa»).

IgmIi cTanu

3a CcTaHOM IalliEHTOK 3 Jelpecielo B aHaMHEe3i i peTeNIbHO CIIOCTEPIraTy i IPUIMHUTH
3aCTOCYBaHHS IIperapaTty Ipu PO3BUTKY BUPaKEHUX MPOSIBIB IeIpecii.

[lieHorecT 3a3BMYal He BIJIMBA€E Ha apTepiaJbHUN TUCK Y HODMOTEH3UBHUX XKiHOK. [IpoTe, AKIIO
TpUBaJia KJIiHIYHO BUpaXkKeHa TinepTeH3is BUHUKAE IIiJl 4ac 3aCTOCYBaHHS IIpenapary,
PEKOMEeHAYEThCA BIAMIHUTY IIpenapat Bi3aH Ta JIiKyBaTH TrinepTeHsiio.

[Tpu peluauBi X0IeCcTaTUYHOI XKOBTSIHHUIII Ta/a0o cBepOexy, 1110 BUHUKAIH Y Iepiof BariTHOCTI abo
IIOTIIepPefHbOT0 3aCTOCYBaHHSA CTaTEBUX TOPMOHIB, 3aCTOCYBaHHS IIpelnapaTy CJif IPpUNUHUTH.

[lieHorecT MoXe MaTU He3HAYHUY BIIJIUB Ha Iepu(epudHy iHCYTiIHOPE3UCTEHTHICTh Ta
TOJIEPAHTHICTh [0 TJTI0K03U. 2KiHKH, XBOPi Ha LyKpoBUM AiabeT, 0COOIUBO 3 TeCTalliitHUM I[yKPOBUM
niabeToM B aHaMHe3i, TOBUHHI pPeTEeIbHO 00CTEXKyBaTUCS NIPOTATOM 3aCTOCYBaHHS IipenapaTty BisaH.

[HOmi MOoXKe PO3BUBATUCS XJI0a3Ma, 0COOJIMBO Y KiHOK 3 XJ10a3MOI0 BariTHUX B aHaMHe3i. JKiHKH,
CXWJIbHI 0 BUHUKHEHHS XJ10a3MU, IIOBUHHI YHUKATH [ii IPIMUX COHIYHUX IIPOMEHIB a0
ynbTpadioneTOBOro BUNPOMIHIOBaHHS Iifl Yac IpUiioMy Ipenapaty BisaH.

IMOBipHiCTh T03aMaTKOBOL BariTHOCTI Y KiHOK, SIKi BUKOPUCTOBYIOTh AJIST KOHTpAIEIllil Ipenapary,
110 MICTATH TIIBKYU IIPOTECTOreH, € BUILOK, HiX Yy XKIHOK, fAKi 3acToCOBYI0Th KOK. Tomy myisg XKiHOK 3
1103aMaTKOBOIO BaTiTHICTIO B aHaMHe3i a0 mopyIiieHHIM GYHKIII MAaTKOBUX TPYO MUTAHHS IIPO
BUKOPUCTAHHS Ipernapary BisaH ciif BUpIlIyBaTH TiMbKU IiCNIST PETEIHHOL OI[iHKM CITiBBiIHOIIEHHS



KOPUCTH/PU3HK.

[Tig 9ac 3acTocyBaHHS npenapary BizaH MoXkKe BUHUKATU IEPCUCTEHINSA POIIKYIIiB (4acTo
3a3HAvYa€eThCA K QPYHKIIOHANbHI KiCTH SIEUHUKIB). BinbuiicTs mux QomikysiB € 6e3CHMITOMHUMY,
X04a IesiKi MOXKYTb CYIIPOBOAXKYBaTUCS O0eM y minsHIN Ta3a.

He BUKODUCTOBYETHCS y repiaTpUyHiy MPaKTHULI.
JlakTO3a

Koxna TabneTka npemnapaty Bizad mictuTh 62,8 Mr makTo3u MoHorifpaTy. [lamieHTH 3 pigkicHuUMHU
CIIafIKOBUMU 3aXBOPIOBaHHSAMH, TI0B’I3aHMMU 3 HETIEPEHOCHMICTIO rallakTo3Hu, fediuToM naKTasu
Jlanima a6o ManbabcopO1Iieto IMIOKO3U-TaTakTO3HU, SKi HOTPUMYIOTHCS 0€371aKTO3HOI OiETH, TOBUHHI
BPaxOBYBATH KiNbKiCTh 1ieil peuyoBuHM y TabneTii npenapaty BisaH.

3acmocysaHHs y nepiod sazimHocmi abo 200y8aHHs 2py00H0.

BaeimHicmb. IcHyI0TH 00MeKeHi faHi 040 3aCTOCYBaHHS Mi€HOTECTY BariTHUM XKiHKaM.
HocmifKeHHS Ha TBApMHAaX He BKa3yIOTh Ha NPSAMUM a00 HepSIMUM PU3UKU PEIPONYKTHBHOL
TOKCUYHOCTI (OuB. po3ain «PapMaKoIoriyHi BJIaCTUBOCTI»).

BizaH He peKOMEeHIY€ETLCS 3aCTOCOBYBATH BariTHUM XKiHKaM, TOMY III0 HEMa€E MOTPeOu JIiKyBaTh
€HIOMEeTPi03 y Imepiof BariTHOCTI.

I'odyeaHHA 2py00t0. JIikyBaHHS NpemapaToM BisaH y mepion rogyBaHHS TPyAa0 HE PEKOMEHOYEThCS.
HesigoMo, 4yu poHUKAE Oi€EHOTeCT y TPynHe MOJIOKO XiHKU. [laHi, OTpUMaHi y XOIi JOC/IiAkKeHb Ha
TBapuUHaX, BKa3ylTh Ha IIPOHUKHEHHS OIEHOTECTY y IPyaHe MOJIOKO. CIlifl IPUUHATHU PillleHHS IIPO
IPUIIMHEHHS TOAYyBaHHS rpyanio abo MpUNUHEHHS Tepalil mpemapaToM BisaH, 3Bakalouu Ha KOPUCTD
rofyBaHHS I'PYAMI0 OIS UTHHU i HeOOXimHICTh Teparii gis KiHKH.

®epmuabvHicmb. Ha migcTaBl HagBHUX JaHUX MOXKHA CTBEPHAXKYBATH, LIO IIiJ Yac JIiKyBaHHSA
npernapaToM BisaH y 0inbiIocTi maiieHTOK iHTiOyeThcs oBymALis. OnHak npemnapart BizaH He €
IPOTU3AIIIAHIM 3aC000M.

Ao nmoTpidHa KOHTpALeNIlis, CJIifi IOAaTKOBO 3aCTOCOBYBAaTH HETOPMOHAIbHUM METO 3amobiranHs
BariTHOCTI (muB. po3fin «Cmoci0 3aCTOCYBaHHS Ta HO3U»).

Ha mipcraBi HasiBHUX JaHUX MOXKHA CTBEPAXKYBATH, 110 MEHCTPYaAJIbHUY LIUKJI IOBEPTAETHCS [0
HOPMU IIPOTATOM 2 MICSIIB MiC/Isl IPUIIMHEHHS JIIKyBaHHA IIpernapaToM Bizas.

30amuicmb eniueamu Ha weudKicmb peakuii npu KepysaHHi asmompaHcnopmom abo iHwumu
MexXaHizMamu.

He cnocTepiranu BIIUBY Ha 30aTHICTh KePyBaTH aBTOTPAHCIIOPTOM Ta MIPALfOBATH 3 IHIIUMU
MeXaHi3MaMU y MallieHTOK, SKi IpUuiMaJy npenapaTy, 0 MiCTATh OI€HOTECT.

Cnocio 3acmocyeaHHs1 ma 0o3u.



Cnocib 3acmocysaHHs

I 7151 mepopaabHOTO 3aCTOCYBAHHS.

Hos3 YBAHHA

[TputimaTu o 1 tabnetwi monHs 6e3 MepepBy y 3aCTOCYBaHHi IIpenapaTy NpubIU3HO B OOUH i TOM
JKe Jac, 3alMBaloYy HEBEJIUKOIO KiNTbKicTIO pimuuu. TaOneTky MOXKHa MPUAMATH He3alexKHO Bif
IPUIOMY 1Xi.

TabmeTKu crlif TpuiMaTH PeryasapHo, He3alekHOo Big MEHCTPyaJibHOI KpoBOTedi. K TinbKu TabneTKu
3 OfHi€l YTaKOBKY 3aKiHUMUIIKUCS, TOYNHATH IPUIMaT TabIeTKN 3 HaCTyIIHOI yIIaKOBKU, He POOIsIun
TIEPEPBH Y 3aCTOCYBaHHi JIiIKapchKOTO 3aC00y.

HprIOM IIpernapaTty MOXKHa PO3NO0YATH Y GYJIL-HKI/Iﬁ OJE€Hb MEHCTPYAJIbHOT'O ITUKITY.

3acTocyBaHHS Oyab-IKMX TOPMOHAIbBHUX KOHTPALIETITUBIB CJIifl IPUIIMHUTH IIepef II0YaTKOM Tepatil
npenapaTtoM Bizan. fAkio HeobximHa KOHTPALEIIisi, CITi HOJaTKOBO 3aCTOCOBYBATH
HEroOpMOHaIbHUM MeTo 3amo0iraHHs BariTHOCTI (Hampukian 6ap’epHUN METON).

IIponyck nputiomMy AiKapcbko20 3dcoby

Y pagzi npomnycky nputiomy TabmeTku, OoBaHHS Ta/abo miapel (aki Bigbynucs y Mexax

3—4 roguH micng npuiioMy TabneTku) eeKTUBHICTE IpellapaTy BizaH Moxke 3MeHIIUTUCS. Y pasi
IIPOIYCKY IpuiioMy opHiei abo Kinbkox TabneTok 1 TabmeTKy Ciif mpUNHATH, SK TiTbKU XKiHKa 3ragae
PO 1le, @ HACTYIIHY NMpUMMaTH y 3BU4aiHui 4ac. TabmeTKy, 1110 He BCMOKTajacs yepe3 O/10BaHHS
abo miapero, cilig aHaNIOTiYHO 3aMiHKUTH Ha iHINY TaONeTKy.

Llodamkoea iHgopmauis w000 3acmocy8aHHsA 0cobaAuBUM 2pyNAM NAuieHmia

ITayieHmu AiMHb0O20 BIKY

Hewmae BigmoBimHUX MMOKa3aHb [JIg 3aCTOCYBaHHS IpelapaTy BisaH namieHTKam Ifi€l rpymu.
ITeuinkosa HedocmamHicmb

[TpemapaT mIpOTHUIIOKa3aHK} MTAlliEHTKaM i3 TSIKKHMM 3aXBOPIOBaHHAM ITeUiHKM HUHI ab0 B aHaMHe3i
(muB. po3min «IIpoTUnoKa3aHHI»).

Hupkoea HedocmamHicmb

HeMmae XomHMX maHUX, 10 CBiqYaTh PO MOTPeby B KOPEKIIil 03U AJIS MallieHTOK 3 HUPKOBOIO
He[oCTaTHICTIO.

Himu.
[Ipenapat BizaH He oOKa3aHUU [JI 3aCTOCYBaHHA OiTAM [0 HACTaHHA MeHapXe.

Besmneky Ta eeKTUBHICTh 3aCTOCYBaHHS NpenapaTty BidaH BUBUAIHU y XO/li HEKOHTPOJILOBAHOT'O
OOCIiIXKeHHs TpuBaIicTio 12 micaniB y 111 nmamieHTOK mifgIiTKOBOTO BiKY

(12-<18 pokiB) 3 KyIiHIYHO Iig03pI0BAaHUM ab0 migTBEPIKEHUM €HOOMETPiO30M (IUB. PO3TiIH
«0Oco6nuBOCTi 3acTOCyBaHHS» Ta «PapMaKOJIOTiuHi BIaCTHBOCTI»).



EdekTuBHicTh npenapatTy BizaH Oysa npomeMoHCTpPOBaHa NIpH JIiKyBaHHI €HOOMETPi03y,
acoI1iifoBaHOTO 3 Ta30BUM 6oseM, y miamiTkiB (12-18 pokiB) i3 3aranbHUM CIPUSTIUBUM IIpodinem
0e3neky Ta MePEeHOCHMOCTI JTiKapchKOro 3aco0y.

3acTocyBaHHA IpenaparTy BizaH y miiIiTKiB IpOTATOM Nepiony JiKyBaHHS 12 MiCALiB aCOLi0BaIOCs
3i 3BHUKEHHSIM CepeHbOr0 3HaUeHHSI MiHepaIbHOI IIiIBHOCTI KicTKOBOI TKaHuHU (MIIIKT) y
nornepekoBoMy Bimmini xpe6Ta Ha 1,2 %. Ilicnsa npununenHs nikyBanHs MIIKT migBuiyBanacs 3HOBY
y LIUX TAl[i€HTIB.

[TopyuieHHsT MiHEPAJIbHOI IIiTBHOCTI KICTKOBOI TKAHMHYU Ma€ 0COOIMBO BaXK/IMBe 3HAYEHHS Y
MIJIITKOBOMY Billi Ta Yy paHHBOMY II€Piofi CTaTeBOI0 NO3piBaHHS, KDUTUUYHOMY I1€Piofi pOCTY KiCTOK.
HesBimoMo, 4¥ 3MEeHIINTE MIKOBY KICTKOBY MacCy Ta IifABUIIUTL PU3UK II€PEJIOMY KiCTOK Y JIITHBOMY
Billi 3HMKeHHSI MIIKT y 1 momysiii.

ToMy mikapio citig 3BaXKUTH ITepeBary 3aCTOCYBaHHS IpenapaTy BizaH Ta MOXIUBI PU3UKHU
3aCTOCYBaHHS IJIsT KOXKHOTO OKPEMOTo MimIiTKa (quB. po3minu «Oco6IuBOCTI 3aCTOCYBaHHS»,
«PapMaKoguHaMiYHi BIaCTUBOCTI»).

Ilepedo3yeanHsi.

IHocmigXeHHsT TOCTPOl TOKCUYHOCTI, IPOBEMEH] 3 IiEHOTeCTOM, He BKa3yBa/ll Ha PU3UK PO3BUTKY
TOCTPUX MOOIYHUX peakiliit y pa3i HEeHaBMUCHOT'0 MIPUMOMY KiJTbKOX JOO0OBUX TEPAIleBTUYHUX M03.
Kopuux crenudivyHnx aHTUAOTIB He icHye. 3acTocyBanHs 20—30 Mr mieHorecty Ha o0y (110 y
10—-15 pasiB Buille, HiXK m03a B TabneTIi npenapaTy BizaH) ynpomoBx Oinbiile 24 THXKHIB
IIepeHOCUIUCS OyXKe Hoope.

ITobiuni peakuii.
[To6iuni peaxiiil onucano 3rigHo 3 MedDRA.

[To6iuHi peaxiiil HalyacTillle PO3BUBAIOTLCS MIPOTSATOM MEPIINX MiCSLIB 3aCTOCYBAHHS IIpenapary
BizaH i 3HMKAIOTH y Ipo1ieci JIiKyBaHHA. MOXKYTh CIIOCTEpPIraTUCs 3MiHU XapaKTepy KpOBOTeY,
TakKi IK KpOBOMa3aHHs, HePerysapHi KpoBoTedi abo amMeHopes.

[ToBimomusiiocst IPo HUXK4Ye3a3HaveHi moOivyHi peakiriil mim yac nikyBaHHS mpernapaToM BizaH.
[ToGiyHi sBUIIA, PO SKi HavYacTillle OBiMOMIISAIOCS IIifl Yac JTiKyBaHHS IIpernapaTtoM Bizas,
BKJII04AIOTh rofioBHUM 6inb (9,0 %), muckoMdopT y MOJIOUHUX 3aji03ax (5,4 %), IpUrHiueHu# HacTpii
(5,1 %) i akHe (5,1 %).

Kpim Toro, nikyBaHH4 IIperiapaToM Bi3aH BIjiMBa€ Ha XapakTep MEHCTPYyaJlbHUX KPOBOTEY Y
OinbIIOCTi XKiHOK. XapaKTep MeHCTPYaIbHUX KPOBOTEY OIiHIOBAJIA CHCTEMaTUYHO 3 BUKOPUCTAHHSIM
IIOJIEeHHUKIB MalliEHTOK Ta aHai3yBaiu i3 3acTocyBaHHAM MeTony BO3 mpotsirom 90-geHHOT0
3BiTHOTO nepiony. [Iporarom nepmux 90 gHiB Tepamil npenapaToM BizaH cnocTepiranu Taki
KpoBOoTeui 3a xapakTepoM (n=290; 100 %): amenopes (1,7 %), HeuacTi KpoBoTedi (27,2 %), yacTi
KpoBotedi (13,4 %), HeperynsapHi KpoBoTedi (35,2 %), TpuBasni kpoBoTedi (38,3 %), HopManbHa
MeHCTpyaJibHa KpoBOTeYa, TOOTO Taka, 110 He HaJIeXKUTh [0 XKOJHOI 3 IoIepefHix KaTeropii (19,7
%). TIpoTsiroM 4eTBEePTOro 3BITHOT'O IEPIOAY CIOCTEpIraaucs Taki KpoBOTeUi 3a xapakrepoM (n=149;
100 %): ameHopes (28,2 %), HedacTi KpoBoTedi (24,2 %), 4acTi kpoBoTedi (2,7 %), HeperynapHi
kpoBoTedi (21,5 %), TpuBani kpoBoTedi (4,0 %), HopMalbHa MeHCTPyaJibHa KPOBOTEYa, TOOTO Taka,



1110 He HaJIeKUTh 10 KOMHOI 3 TIoNepeHix KaTeropiu (22,8 %). IIpo 3MiHK XapaKTepy MeHCTpyaIbHUX
KPOBOTEY JIUIIIE iHOMI MOBIMOMIISIIM SIK TIPO MOGiuHi peakilil y marieHToK (OuB. TabmuIio mobivHux
peaxtiii).

Y tabmuni 3a3HayeHo nobiuHi peakiil BignosigHo 0o knacudikanii MedDRA (MedDRA SOCs), mpo ski
MOBIAOMIISITIOCS i Yac JiKyBaHHS IpelapaToM BisaH, Ta IXHS 4acToOTa.

Y Mexkax KOXKHOI rpymnu nmo6ivHi eekTu 3a3Ha4eHO Y IOPSOKY 3MEHIIeHHS YacTOTH: 9acTo (Bif

> 1/100 mo <1/10) i HeyacTo (Big = 1/1000 mo <1/100). YacToTa BH3HadYeHa Ha IIiIcTaBi 00’ eMHAHUX
NaHUX YOTUPHOX KIIHIYHUX AOCIIIXKEeHb 3a y4acTio 332 nauieHTok (100%).

I[To6iuni peakii, ¢pa3a Il kmiHiyHMX gocmigxkensb, N= 332

CucreMu opraHis HacTo HeuacTo
(MedDRA)
3 60Ky cucTeMHU KpOBi Ta aHeMis
miM@aTUYHOI CUCTEMU
MeTabo071i3M Ta MOPYILIEHHS [TigBUIIEHHS MacH Tina SHUKEHHS MacH Tina, MigBuIlleHUN
00MiHy pe4OBUH QAIeTUT
[TcuxiuHi po3mamu MMPUTHIYeHUN HACTPiH, 3aHEIIOKOEHHS, JIeIpecis,
[TOPYIIEHHS CHY, HEPBO3HICTH, [1abibHICTh HACTPOIO
3HUKEHHS J1i6ino, 3MiHK
HaCTPOIO
3 60Ky HEPBOBOI CHCTEMHU [rOJIOBHUY 6ifib, MirpeHb [OPYILIEeHHS BereTaTHBHOI
perymsilil, IOPyIIeHHs yBaru
3 00Ky OpraHiB 30py CyXiCTb 04Yen
3 0OKy OpraHiB CITyXy Ta N3BiH ¥ Byxax
BeCTUOYISIPHOTO anapaTty
3 00Ky ceplist HecnenudiuyHi TUPKYISTOPHI
PO371agH, TOCUJIEHE CepLeOUTTS
3 00Ky CyOuH apTepiasibHa TinoTeH3is
3 60Ky mUXabHOI CHCTEMH, IVCITHOE
OpraHiB IPyIHOL KJIITKU Ta
CepemoCTiHHS
3 00Ky LIIYHKOBO- HynoTa, 0i/ib y KUBOTI, niapes, 3amop, AUCKOMGOpT y
KHUIIKOBOTO TPAKTY MEeTEeOpU3M, 3OYTTS XKUBOTA, [IePEeBHiW MOPOXKHUHI, 3alajeHHs
0I1I0BaHHS IIJTyHKOBO-KUILIKOBOT'O TPAKTY,
TiHTIBIT
3 00Ky LIKipu Ta AKHe, aJIoIellis CYXICTh LIKIpH, Tineprigpos,
MiOITKiPHOL KITiTKOBUHU cBepOixX, TipCcyTU3M, OHiX0KIa3is,
Tyria, JepMaTUT, IOPYILIEHHS POCTY
BOJIOCCS, Peakilil GOTOUYYTIUBOCTI,
3MiHM OirMeHTalril
3 60Ky OIIOPHO-PYXOBOI Oinb y cuHi Oinb y KicTKax, M’30Bi cynoMmu, 6inb
CHCTEMU Ta CIIOTY4YHOL V KiHI[IBKaX, BIAUYTTS TAKKOCTL Y
TKaHUHU KiHITIBKaX
3 60Ky HUPOK Ta iH(DEKIlis CeHOBUBITHUX LIIAXIB
Ce4YOBUMINBHOI CUCTEMU




3 00Ky penponoyKTHBHOI NUCKOM(OPT ¥ MOJIOYHUX BariHa/JbHUY KaHAUA03, CYXiCTh

CHICTEMU Ta MOJIOYHUX 3aJ103aX, KicTa I€4YHHUKIB, BYJIbBU Ta IIIXBY, BULIJIEHHA 31
3aJ103 [IPUILIMBYU, MATKOBi/ CTaTeBUX OpraHiB, Oifb y minsAHIi
BariHalbHiI KPOBOTEUi, MaJIoro Ta3a, aTpodigHum
B T.4. KPOBOMAa3aHHS BYJIbBOBATiHIT, 30iNbIIeHHS

MOJIOUHHUX 3a7103, KiCTO3HO-(iOpo3Hi
3aXBOPIOBAHHS MOJIOYHMX 347103,
Harpy6aHHsS MOJIOUHMX 3aJ103

3aranbpHi po3nIanu Ta ACTEHIYHi cTaHu, HaOpsK
MiCIIeBi peakiil OPaTIiBIUBICTD

TakoxX crocTepiranucs Taki mo0iuHi peakiiil: mepcucTeH1is GOiKyIiB, MiABUIIEHHS alleTUTy, peakilil
rinep4yTIUBOCTI.

[nmi cepito3Hi mobiYHI peakil criocTepiranucs mif Yac 3aCTOCYBaHHS CTEPOIIHUX CTaTeBUX TOPMOHIB
IIPOTecTOoreHiB (guB. po3min «Oco6IUBOCTI 3aCTOCYBaHHS»): BEHO3HI Ta apTepianbHi

TpoMO0eMOO IiuHi TOPYyIIeHHS, apTepianbHa rinepTeH3is, iHdapKT MioKapaa, iHCYIIbT,
HOBOYTBOPEHHS MOJIOYHUX 3aJ103, MyXJIMHYU MeYiHKHU, BITUyTTS AUCKOMGMOPTY y CIIMHI, X7T0a3Ma,
XOJIeCTaTUYHa XKOBTSHUIIS, OCTEOIIOPO3 (OUB. HUXKYE), 3MiHM TOJIEPAHTHOCTI 0 T/TI0K03U ab0 BIIJIUB
Ha nepugpepuyHy iHCYTIHOPE3UCTEHTHICTE.

3HUKEHHS MiHepaJIbHOI IIiTbHOCTI KiCTKOBOI TKaHUHU

Y xomi HEKOHTPOJIbOBAHOTO KIIIHIYHOTO JOCIifAXKeHHs 3a y4acTio 111 mallieHTOK mifgIiTKOBOT0 BiKy
(Biz 12 go <18 pokiB), siKi OTpUMyBaIu Tepalito npenaparoM BizaH, 103 namieHTkam BUMiprOBanu
MIIKT. V 61u3bK0 72 % y4aCHUKIB OOCIigKeHHs crocTepiranocs 3uuxenHss MIIKT monepekoBoro
Bigminmy xpebta (L2-L4) micnsg 12 micsiniB 3acTocyBaHHS (OuB. po3in «OcoOIMBOCTI 3aCTOCYBaHHS»).

[ToBimoMeHHS PO Min03poBaHi MOOIYHI peakiril

[ToBimoMIEHHS IIPO Mig03pioBaHi MOGiYHI peakil y mepiof MOCTMapKETUHTOBOTO CIIOCTEPEXKEHHS €
OyXKe BaxX/IMBUMU. Lle mae MOXKIIUBICTD 3[iMCHIOBATH KOHTPOJIb CIIBBIJHOIIEHHS KOPUCTh/PU3UK
3aCTOCYBaHHS JTiKapCchKUX 3ac00iB. MenuyuHi MpalliBHUKY TOBUHHI MMOBITOMJISITH PO Mig03pI0BaHi
no0OiuHi peaxil.

Tepmin npudamuocmi.

5 POKiB.

YMoBH 30epiraHHs.

He BuMaraioThcs clielliaiabHi yMOBHY 30epiranHs. 306epiraTi B OpuriHaibHil yIaKOBI,
HEe[OCTYIIHOMY O AiTel MiCIIi.

He cnip 3acTocoByBaTH npenapar Iic/isa 3aKiHYeHHS TepMiHy IPUOATHOCTI, 3a3Ha4eHOr0 Ha
YIIaKOBII.



YnakoBka.

I[To 14 TabneTtoxk y 6iicTepi; mo 2 6yicTepu B KapTOHHIN MayIri.

KaTteropis Bigmycky.

3a perenTom.

BupoOHHK.

Batiep Baiimap I'M6X i Ko. KT'.

Micue3HaxomKeHHsI BHPOOHHKA Ta MO0 ajipeca MicCIlisi IPOBa XKeHHs Jisi/IbHOCTI.

IobGepanuepitpacce 20, 99427 Baiimap, HimeuunHa.



