IHCTPYKUIA
AN MeIMYHOI0 3aCTOCYBaHHS NiKapCbKOro 3acoby

BI3AH
(VISANNEO)

Cknag:

Aitoya peyosuHa: dienogest;

1 TabneTka MiCTUTb 4IEHOreCTy 2 Mr;

AOMOMI>KHI PEYOBMHU: NaKTO3M MOHOTFiAPAT, KpOXMasb KapTONIsSHWIA, LeNkon03a MikpokpucTanivyHa, noBigoH K 25, TanbK, KPOCMOBIAOH, MarHito creapart.

JlikapcbKa thopma. Tabnetku.

OCHOBHI (Di3VKO-XiMiYHI BNAaCTMBOCTI: KPYrni TabneTku fiaMeTpoM 7 MM 3i CKOLLEHMMW Kpasimn, 6inoro abo marixe 6inoro Konbopy, 3 BATUCHEHOO NiTepoto «Bx» 3
OfHOro 60Ky.

dapmakoTepaneBTUYHa rpyna. FopMoHM CTaTeBUX 3a/103 Ta Npenaparu, AKi 3aCTOCOBYHOTb MPK NaTosorii ctateBux opraHis. MNporectoreHn. Kog ATX GO3D B08.

dapmMakosoriyHi BnacTmneoCTI.

PapmakonHamika.

[ieHorecT — noxigHe HOPTECTOCTEPOHY 6e3 aHAPOreHHOi Ta 3 MEeBHOK aHTWaHAPOTeHHOK AaKTMBHICTIO, WO CTAHOBUTL MPUGIM3HO OAHY TPETUHY aKTUBHOCTI
LMNPOTepoHyY aueTaty. [ieHorecT 3B’S3yeTbCs 3 peLentTopaMmu NporecTepoHy y matui Tifibku 3 10 % BiAHOCHOK aiHHICTHO. He3BaXKatoum Ha HU3bKY aiHHICTb 40
peLenTopiB NPOrecTepoHy, AIEHOreCT Mae CUIbHUIA NPOrecTOreHHUn edekT in vivo. [ieHorecT He NPOSBASE 3HAYHOT aHAPOreHHoT, MiHEPaIOKOPTUKOIAHOT abo
IMIFOKOKOPTUKOILHOTAaKTUBHOCTI iN Vivo.

[lieHorecT BMMBae Ha eHAOMETPI03, 3MEHLUYHUN eHAOreHHY NPOAYKLIit0 ecTpadiony i, TaKUM YMHOM, NPUTHIYYHOUM TPOGIYHMIA BNIMB eCTPagiony Ha eyTonivyHniA
Ta eKTOMiYHWIA eHAoMeTpi. Mpu 6Ge3nepepBHOMY 3aCTOCYyBaHHI Ai€EHOreCT MNPU3BOAUTL [0 CTBOPEHHS TiMOECTPOreHHOro, rineprectareHHoro eHAOKPUHHOIO
CepefoBMLLaA, L0 CMPUYNHAE MOYATKOBY Aeunayanizalito TKAHUHW eHAO0METPISA 3 NOAA/IbLIOK aTPOMiet0 eHAOMETPIOTAHUX BOTHULL.

JaHi o0 edheKTUBHOCTI

MepeBara npenapaty BizaH MopiBHAHO 3 niaue60 6yna NPoLEMOHCTPOBaHA Y X04I TPUMICAYHOIO AOCMIIKEHHSA 3 yyacTio 198 nauieHToK 3 eHAOMeTPio3oM. binb y
AiNAHLI Ta3a, NOB’A3aHWin 3 eHA0METPIO30M, BUMIpHOBa/IM 3a A0NOMOrOH0 BidyasibHOT aHasiorosoi Wwkanu (0-100 mm). Yepes

3 micaui Tepanii npenapaToM BiszaH 6yna B13HauYeHa CTaTUCTUYHO 3HavylLLa pPi3HMLA NopiBHAHO 3 nnayebo (D = 12,3 mm; 95 % Al: 6,4-18,1; p<0,0001) Ta KniHI4YHO
3HauyLLLe 3MeHLLEeHHS 6010 NOPIBHAHO 3 NOYaTKOBMM PIBHEM (CepeAHE 3MEHLLIEHHS CTaHOBMNO 27,4 MM * 22,9).

Uepe3 3 Mmicaui NiKyBaHHS 3MEHLLEHHS G0N0 Y AiNsSHUI Manoro Tasa, WO 6yB nos’si3aHWiA 3 eHAOMEeTPio3oM, Ha 50 % abo 6inblwe 6yno gocsrHyto y 37,3 %
nauieHToK, AKi oTpumyBasin BisaH (nnaue6o: 19,8 %), 6e3 BigNOBIAHOIo 36i/bLEeHHA 403U CYMYTHLOIO0 3HEOO0HOBA/ILHOIO 3ac00Y; 3MEHLLEHHA 600 Yy AiNAHLI
MaJ/1oro Tasa, NOB’A3aHOr0 3 eHAOMETPIo30M, Ha 75 % abo 6Ginblue (Takox 6e3 Bi4NOBIAHOIO 36iNbLUEHHS [03U CYMYTHLOrO 3HE60/HOBAILHOI0) OY/10 AOCATHYTO Y
18,6 % naujieHTOK, AKi oTpuMyBany BisaH (nnaue6o: 7,3 %).

BifKpyTe NMPOAOBXEHHA LbOro nsauebo-KOHTPOIbOBAHOIO AOCNIMAXKEHHA NOKa3ano 6e3nepepBHe 3MEHLLEHHSA NMOB’A3aHOr0 3 eHAOMeTpPio3oM 600 B AiNgHLi Tasa
npwv NiKyBaHHI TPMBaNICTIO A0 15 MicAuiB.

PesynbTtat nauebo-KOHTPONbOBAHMX [AOCMIMKEHb NIATBEPMKYBAIMCA pe3y/nbTaTamin, OTPUMaHMMM Y XO4I LIeCTUMICAYHOIO aKTMBHO-KOHTPO/IbOBaHOMO




[0CNIAKEeHHSA NOPIBHAHO 3 arOHICTOM rOHaA0TPOMNIH-PUTI3MHT TOPMOHY 3 y4acTio 252 nawieHTOK 3 eH0METPIO30M.

Tpu gocnimpkKeHHs 3 yyacTo 252 nauieHToK, fKi OTpUMYBa/Iv AIEHOreCT Mo 2 Mr Ha 06y, NPOAEMOHCTPYBa/IN ICTOTHE 3HWKEHHS eHAOMETPIOIAHMX YpaXkKeHb Yepes 6
MicALiIB NiKyBaHHS.

Y Xofi HEBE/IMKOro A0CNimpKeHHs (N=8 Ha rpyny A03yBaHHA) 3aCTOCYBaHHA [Ai€HOrecTy y f03i 1 Mr Ha 00y BUABW/IO BIACYTHICTb OBY/ALIT Yepe3 1 Micsaup Tepanii.
BizaH He gocnigpKyBaim LWOAO KOHTPaLenTUBHOT epeKTUBHOCTI Y BiNbLUMX AOCNIKEHHSIX.

JaHi wopao 6esneku

PiBeHb €HI0reHHOro eCTPOreHy TiNlbKM NMOMIPHO NPUIHIYYETLCA Mif Yac NiKyBaHHA npenapaToM BisaH.

Ha cboroHi pesynbtaTu JOBrOCTPOKOBUX AOCMIAKEHb MiHepaibHOI WinbHOCTI KicTOK (MLLK) i pu3nKy nepenomis y nawuieHTOK, AKi 3aCTOCOBYHOTb npenapar BisaH,
HepocTynHi. MLLK ouiHtoBasiv y 21 opocnol nayieHTKM [0 Ta nicna 6 micAyiB ikyBaHHA npenapaTom BisaH. 3HMKEHHS cepefHboro nokasHuka MLLK BusBieHo
He 6yn0.Y 29 nauieHTOoK, AKi OTPUMYBa/IN NeNnpopeniHy aueTar, cepeaHe 3HMKeHHS 4,04 % + 4,84 6yno Bi3Ha4eHO 3a TOW Xe nepiof

(D mixx rpynamu ctaHoBuno 4,29 %, 95 % Al: 1,93-6,66, p <0,0003).

He cnocTtepiranocs 3Ha4yHOro BM/MBY Ha CTaHAapTHI nabopaTOpHi MOKa3HMKK, Y TOMY YMC/i Ha pe3ynbTaTu aHanisy KpoBi, 6i0XiMIYHOro aHani3y KpoBi, piBeHb
neviHKoBUX hepmeHTIB, piBeHb ninigis i HbA1C, nig yac nikysaHHa npenapatomM BisaH ynpogosx 15 micauis (N = 168).

[JaHi o0 6e3nekun ana nignitkie

Besneky npenapaty BisaH BigHOCHO MLLIK 6yno gocnifipkeHo y Xofi HEKOHTPO/IbOBaHOI0 AOC/iKEHHA NPOTAroM 12 micauis 3a yyacTi 111 nauieHTOK MigniTKOBOro
BiKy (Bif 12 [0 <18 poKiB) 3 KNiHIYHO MifO3prHOBaHMM abo NiATBEpAKeHUM eHaoMeTpio3oM. CepefHa BigHOCHA 3MiHa MLLK nonepekosoro Biaginy xpe6ra (L2-L4)
Bifl BMXigHMX NoKa3HMKiB Yy 103 nauieHTOK A0 3aKiHYeHHS NliKyBaHHA cTaHoBUNa -1,2 %. MNoBTOpHE BMMIptOBaHHSA Yepe3 6 MicALiB NICNsA 3aKiHYeHHS NTiIKyBaHHSA Y
cyo6rpyni 3i 3HKeHMM 3HavyeHHaM1 MLLK nokasano nigsuueHHs MUK go -0,6 %.

JaHi AOKNIHIYHMX AOCNIMKEHb 3 6e3neKu

[aHi [OKNIHIYHMX [oCnifKeHb He BKas3ylTb Ha ICHyBaHHS OCOG/MBOrO PU3NKY [ANS MOAWHW Ha NIACTaBi CTaHAAPTHMX AOCHIIKEHb TOKCUYHOCTI npw
6araTopasoBoMy MpUINOMi, FrEHOTOKCMYHOCTI, KaHLEepOoreHHOI Aii Ta TOKCUYHOro BM/MBY Ha PEnpoAyKTMBHY (hyHKLit0. [poTe cnig 6pat fo yBaru, WO CTaTesi
CTEPOIAN MOXYTb CMIPUSATI POCTY MEBHUX FOPMOHO3a/IEXXHUX TKAHUH Ta NMYX/NH.

PapmakoKiHe TuKa.

BcMokTyBaHHA. [Micns nepopaibHOro NpuinoMy AieHOrecT LWBWAKO i MOBHICTIO BCMOKTYETbCA. MakcumMasibHa KOHLEHTpaLisa y cMpoBaTLi KpoBi LOCAraeTbes
ynpogoBX 1,5 roguHu nicns OAHOPa30BOr0 MEepopasbHOro MNpuinomy i CTaHOBWUTL 47 Hr/MAn. BiogoCTynHiCTb Ai€HOrecTy CTaHOBUTH NpubnansHo 91 %.
dapmaKoKiHETMKA AIEHOTECTY 3a/1eXXUTb Bif [03M B Aiana3oHi 403

1-8 wr.

Posnogin. [lieHorecT 3B’A3y€ETbCA i3 CMPOBATKOBMM a/lbOYMiHOM Ta He 3B’S3YeThbCs i3 rN06yniHOM, Lo 3B’a3ye cTaTeBi cTepoign (F3CC), abo rnobyniHom, Wwo 38’ A3ye
kopTukoign (M3K). Jlnwe 10% Bifg 3aranbHOT KOHLUEHTPaUii 4iEHOreCcTy y CUpoBaTLi KPOBi 3HAXOAATLCSA Y BUrNAAi BibHOro crepoigy, a 90% - HecneundivyHo
3B’A3aHi 3 aflbbyMiHOM. OueBUAHNIA 06°€M PO3MOAiNy fieHOrecTy ctaHoBUTb 40 .

MeTaboni3m. [ieHorect MOBHICTIO MeTabo/Mi3yeTbCA BiOMUMMW LUNAXaMU MeTaboni3My CTepoifiB 3 YTBOPEHHAM MEPeBaXHO €HLOKPUHOMNOTIYHO HeaKTUBHUX
meTaboniTie. Ha nigctasi gocnifkeHb in vitro T1a in vivo CYP3A4 — ronoBHuUiAi (hepMeHT, 3anyyeHunii y metaboniam gieHorecty. Lli meTabonit gye LUBUAKO
BMBOAATLCA 3 N1a3MKW Yy TakuiA CNocio, Wo AOMIHYHOUMM MeTaboNiTOM Y Mna3mi KPoBi € AiEHOrecT Yy HE3MiHEHOMY BUTISiA.

LLIBMAKICTb KMIPeHCY 3 CMPOBATKM KPOBI CTAHOBUTL 64 M/I/XB.

BuBefeHHs. PiBeHb [i€HOreCTy B CMPOBATL,i KPOBI 3HVXXYETLCA ABO(A3HO 3 NepiofoM HaniBBUBELEHHS, WO CTaHOBUTL 9- 10 roauH. [lieHorecT BUBOAUTLCA Y (DOPMI
MeTaboniTiB i3 ceyeto Ta KaloM y CniBBiAHOWEHHI Npnbam3Ho 3:1 nicns nepopanbHoro npuiioMy y gosi 0,1 mr/kr. Mepiog HaniBBMBEAEHHA MeTaboNITIB 3 Ceyeto
CTaHOBMTb Npun6an3Ho 14 roguH. Micna nepopanbHoOro npuiiomy 86 % BBeAEHOI A03M BUBOAWTLCA 3 OpraHiaMy y Mexax 6 AHiB, 6inblua YyacTMHa L€l KiNbKOCTI
BMBOAMTLCA Y NepLli 24 rofuHU, roIOBHUM YMHOM i3 CEYErO.




CraH piBHOBaru. ®apmakoKiHETMKaA LiEHOreCTy He 3aN1exxuTsb Bifg pisHA M3CC. MNpu WwoaeHHOMY NPUIAOMI KOHLEHTPALlis pe4OBUHM y CMPOBaTL KPOBI 3pocTae B 1,24
pasa, focsAraloun piBHOBAXXHOMO CTaHy 4epe3 4 [Hi 3acTocyBaHHSA. PapMakoKiHEeTUKa AIEHOrecTy Mic/if MOBTOPHOrO 3aCTOCYBaHHA mpenapaTy BisaH Moxe 6yau
nepefbaveHa Ha nigcTasi AaHWX WOA0 PapMaKOKIHETUKM OLHIET AO3N.

PapmakoKiHETUKA B 0CO6/IMBMX rpynax MauieHTiB. Y NauieHTiB 3 NOPYLUEHHAM (OYHKUIT HUPOK (PapMaKOKiHETMKY npenapaTy BisaH He BMBYa/IX. Y NauUi€HTIB i3
NOpPYLUEHHAM PYHKUIT NeYiHKK apMakoKiHeTUKY npenapaTy BizaH He BUBYaSIW.

KniHIYHI XapaKTepuUCcTUKMN.
Noka3aHHA.
NikyBaHHsA eHA0MeTPIo3Y.

IMpoTnnoKasaHHA.
Mpenapat Bi3aH He cnif 3aCTOCOBYBATWN Y pasi HaABHOCTI 6y Ab-AKOr0i3 HKYe3a3HauYeHNX CTaHiB abo 3axBOPHOBaHb. Lis iHpopmaL,is 4acTKOBO OTp1MaHa Ha niAcTasi
3aCTOCYBaHHS IHWWX Npenaparis, WO MICTATb Ti/IbKM NpPoOrectoreH. AKWo Oyab-AKWi i3 UUX CTaHiB ab0 3axBOpPKOBaHb BMHWMKAE BriepLle Mif Yac 3acToCyBaHHS
npenapaty BisaH, npuiiom npenapary cnif HeraHo NPUNVHUTK.

BeHo3Ha TpoM60eM601is B aKTUBHIl (DOPMI.

ApTepianbHi abo KapaioBacKynsapHi 3aXBOPIOBaHHS HUHI ab0 B aHaMHe3i (Hanpuknag iHpapKT Mmiokapaa, LepebpoBacKynsapHa noais, iluemiyHa Xxsopoba cepus).

LlykpoBwuii fiabeT 3 ypaKeHHAM CYAMNH.

TAXKKiI 3aXBOPIOBAHHSA MEYIHKN HUHI 260 TX HaABHICTb B aHaAMHE3I, MOKWN NOKa3HUKN PYHKLIT NeYiHK He NOBEPHYTLCA 40 HOPMU.

MyXNnHW NeYviHKK HUHI abo B aHamHe3i (406POAKICHI ab0 3M0SKICHI).

Bigomi abo nifo3proBaHi 3M108KICHI MYX/IMHW, 3a1€XKHi Bif, CTaTEBMX FOPMOHIB.

BariHanbHa KpoBOTeYa He3’AcoBaHOT eTioNOril.

MigBuLLEHa YYTAMBICTb A0 Ait0UOT peHOBUHM ab0o [0 6yAb-AKOro3 KOMMOHEHTIB npenapary.

B3aemogis 3 iHLUMMK NiKapcbKMMKM 3acobamm Ta iHLLi BUAW B3aEMOAINA.

MpuMITKa: AN BUSBMEHHS MOX/MBMX B3aEMOMIN CNif O3HANOMUTUCA 3 THCTPYKLIAMU AN MeAMYHOro 3acTOCYBaHHS NiKapCbKUX 3ac006iB, L0 3aCTOCOBYHOTHCA
CYNyTHBO.

Bnaus iHWux npenapaTis Ha BisaH

MMporecToreHn, BKIOYaOUM AiEHOrecT, MeTaboNi3ytoTbCA FOIOBHUM YMHOM cUCTEMOKD LmToxpomy P450 3A4 (CYP3A4), wo posTawloBaHa B CM30BiA 06010HL
KULLIEYHMKY Ta B MevdiHui. ToMy iHAYKTOpW a6o iHri6iTopn CYP3A4 MOXyTb BNAMBATX Ha MeTaboniaMm nporectoreHy. 36inblUeHHS KNipeHCy CTaTeBUX FOPMOHIB
vepe3 iHAYKUIO (DEPMEHTIB MOXeE 3MEHLUMTW TepaneBTUYHWUIA edeKT npenapaty BizaH i npu3secTn [0 HebakaHuX e(eKTiB, Hanpuknag [0 3MiH Xapaktepy
MEHCTPYa/lbHOI KPpOBOTeYI.

3MeHLLUEHHS KNipeHCy CTaTeBMX FOPMOHIB Yepe3 NPUrHiYeHHA (PEPMEHTY MOXE 3MEHLUMTW TepaneBTUYHWUIA edpeKT npenapaty BisaH i Npu3BecTM 40 PO3BUTKY
NoGIYHNX peakLil.

- PeyoBMHW, L0 MiABULLYIOTH K/TIPEHC CTATEBMX FOPMOHIB (3HVXEHHS eEKTUBHOCTI LLUIAXOM iHAYKYBaHHA (DEPMEHTIB), HanNpuKiaz: MeHIToiH, 6apbiTypartu,
npuMiZoH, Kap6amaserniH, pudgamMniuMH, a TakoX, MOX/IMBO, OKcKapbaseniH, Ttonipamar, qenbbamar, rpuseodynbBiH Ta 3acobw, WO MICTATb 3BipO6IK
(Hypericumperforatum).

IHAYKUiA epMeHTIB MOXKe cnocTepiratmucs nicns AekinbKox AHIB Tepanii. MakcumanbHa iHAYKLUIS (hepMeHTIB 3arasioM BUABNAETLCA Yepes AeKiNbKI TUXKHIB.



IHLYKUIA (hepMeHTIB MOXKe TpuBaTK 40 4 TVXKHIB NIC/A NPUMMHEHHS Tepanil.

Bnnue iHgykTopa CYP 3A4 pudamniynHy [ocnifpKyBaBcs Yy 3[0POBUX XKIHOK Yy MOCTKAIMaKTepuyHoOMy nepiogi. OfHOYacHe 3acTOCyBaHHSI pugamniumHy 3
Tab/1IeTOBAHOK (POPMOKO ecTpagiony BasepaTy/[ieHOrecTy npu3Beno A0 3HAYHOrO 3HWKEHHS PIBHOBXKHOI KOHLIEHTpaLil Ta CUCTEMHOrO BM/IMBY Ai€HOrecTy Ta
ectpagiony. CUCTEMHWIA BNIMB AIEHOrECTY Ta eCTpagiony y piBHOBaXXHOMY CTaHi, BUMipsiHuiA 3a AUC (0-24 roguHm), 3MeHLLMBCA Ha 83% Ta

44 % BignosigHoO.

- PeYOoBMHY 3 PI3HUM BMNIMBOM Ha K/ipeHC CTaTeBUX FOPMOHIB.

OfHOoYacHe 3aCTOCyBaHHSI 3i CTaTeBMMM FOPMOHaMW BEeNMKOI KifIbKOCTI KOMOIiHauii iHri6iTopie BlJ/1-npoTeasn Ta HEHYKE03MAHMX iHTiBITOpPIB 3BOPOTHOT
TPaHCKPUNTa3N y NoeaHaHHI 3 KOMGiHaLisMu iHribiTopis Bipycy renatnty C mMoxke 36inbWINTL a60 3MEHLUUTYN piBeHb NPOrecTUHY B NnasMi KpoBi. CyKymnHWiA BNANB
LMX 3MIiH MOXKe BYTU KNIHIYHO 3HAYYLLMM Y [eSKUX BUMagKax.

- PeyoBWHU, L0 3HUXXYHOTb K/TIPEHC CTaTEBUX rOPMOHIB (IHri6iTOpn PepMeHTiB).

[LieHorecT € cyb6cTpaTom umutoxpomy P450 (CY P) 3A4.

KniHiuyHa 3HauyLLiCTb NOTEHLiNHMX B3aEMO/il 3 iHri6iTOpaMmn (DEPMEHTIB 3a/IMLIAETLCA HEBIJOMOHO.

OfiHOoYaCcHe 3aCToCyBaHHS CUbHUX iHriGiTopiB CY P3A4 Moxe 36i/1bLUyBaTV N1a3MOBI KOHLUEHTpaLii AiEHOrecTy.

O[fiHOoYacHe 3aCTOCYBaHHSA i3 CU/IbHUM iHriGiTopoM thepmeHTy CY P3A4 KeTOKOHA30/10M NPU3BOAMNO A0 NiaBuLieHHs y 2,9 pasa AUC (0-24 rognHu) gieHorecty y
PIBHOB&XKHOMY CTaHi. OHOoYacHe 3aCTOCYBaHHSA 3 NOMIPHUM IHTI6ITOPOM epUTPOMILMHOM MPU3BOAMIO 40 NiaBULeHHA y 1,6 pasa AUC (0-24 roguHu) gieHorecTy y
PIBHOB&XXHOMY CTaHi.

Bnnve fieHorecTy Ha iHLWWI niKkapcbKi 3acotm

3a pesynbTatamMmu LOCNiMKeHb [HribyBaHHA in Vitro, KNiHIYHO 3Ha4ylla B3aEMOAISA LIEHOreCTy 3 IHWMMW npenapatamy, MeTabosi3M AKUX OnocepefKoBYETLCA
thepmeHTamu uToxpomy P450, € ManoiiMoBipHOHO.

B3aemopisi 3 xapyoByMU NPOAYKTaMu

MpwuiAioM XKi 3 BUCOKMM BMICTOM XXMPIB He BN/IMBaB Ha 6i0A40CTYMHICTb Npenapaty BisaH.

JlabopaTopHi TecTH

MpWinoM NPOrecToreHiB MOXe BI/IMHYTU Ha pe3ynbTaTh AesKuX NabopaTopHUX aHanisis, 30kpema Ha 6ioXiMiyHi napaMeTpy NeviHKu, LWMTOBUAHOT 331031, (YHKLT
HUPOK Ta HaZiHMPKOBUX 3a/103, PiBHI GiNKiB (HOCIIB) y nna3mi Kposi (Hanpuknag M3K Ta dpakyii ninigis/ninonpoTeigis), napameTpu MeTaboniamy BYrneBojiB Ta
MOKa3HWKM Koarynsauii ta piéprHonisy. 3MiHM 3a3BUYaii 3aIMLLIAKTHCA Y MeXKax 1abopaTopHOI HOPMU.

Oc06/1MBOCT i 3aCTOCYBaHHSI.

3acTepe>KeHHs.

Ockinbkn BizaH - npenapat, WO MICTUTb TibKW MNPOrecToreH, BBAXKAETbCH, WO OCO6/AMBI 3acTepeXXeHHs Ta 3axof4u 6e3neky LWOAO0 3acTOCyBaHHS
MPOreCTMHOBMICHMX MpenapaTiB TakoX CTOCYTbCA npenapaty BisaH, Xoya He BCi 3aCTepeXXeHHs Ta 3anobiXHi 3axX04u IPYHTYIOTLCA Ha BIAMOBIAHUX pe3y/ibTaTax
KNIHIYHUX JOCNiIpKEeHb caMe LbOro npenapary.

Mpn noripweHHi abo nepwioMy BUHUKHEHHI BY/1b-IKOT0 i3 3a3Ha4YeHMX HUXKYe CTaHiB/(haKTopiB pu3nKy B iHAMBIAYalbHOMY MOPAAKY Mae 6yTW NpoBeAeHNiA aHani3
CMiBBiJHOLLEHHS PU3MK/KOPUCTb Mepes NoYaTkoM abo NpoJoBXEHHSAM 3aCTOCYBaHHA npenaparty BisaH.

TsHKKI MAaTKOBI KDOBOTEYi

MaTkoBa KpoBOTeYa, Hanpukiag, y >XiHOK 3 afeHOMiO30M MaTKu abo NeioMiOMOI0 MaTKK, MOXe 30iNbLUyBaTUCA NPU 3acToCcyBaHHI npenapaty BisaH. Akwo
KpOBOTeYa BMpaXKeHa i He NPUMNUHAETLCA MPOTATOM TPUBAIONO Yacy, BOHA MOXe Mpu3BecTU L0 aHeMmil (Y JesKUX BUMaAKax TSHKKOT). Y TakoMmy pasi noTpibHo
PO3MNIAHYTW NUTaHHA NPO NPUNWHEHHSA NPUAOMY Npenapary.

3MiHa XapakKTepy KpoBoTeui




NikyBaHH#A npenapatom BizaH BNvBae Ha XxapakTep MeHCTPYaslbHOT KPOBOTEYI Y Bi/IbLUOCTI XIHOK (4MB. po34in «[106ivHI peakLii»).

LLMpKYNATOPHI NOPYLLUEHHS

Ha nigcrasi pe3ynbTariB enigemioNioriyHnX LOCNILKEHb BUABNEHO HEBE/IMKY KifIbKICTb JaHWX LWOAO ICHYBaHHSA 3B°A3KY MiX 3aCTOCYBaHHAM MNpenaparis, Lo MICTATb
Ti/IbKM MPOrecToreH, i MigBULLEHHAM PU3MKY PO3BUTKY IH(APKTY MioKapda abo uepebpasibHOT TPOM60eM60onii. PU3MK KapAioBaCKyNApHUX i LepebpaibHUX ABULL,
LUBMALLE NOB’A3aHMIN 3 BIKOM, apTepiasibHOK FiMepTeH3ier0 i NaniHHAM. Y XKIHOK 3 TiMepTeH3IE0 PU3UK PO3BUTKY THCYNbTY MOXe [ello 36ifblyBaTuca npu
3acTocyBaHHI npenaparTis, WO MICTATb Ti/IbK/ MPOrecToreH.

[esKi focnifXeHHs cBifgyaTb NPO ICHYBaHHS MEBHOMO, NMPOTE He CTATUCTUYHO 3HAYYLLOro 30iMbLUEHHS PU3MKY PO3BUTKY BEHO3HOI Tpomboembonii (TpoM603
rMMB60OKNX BeH, TpPoMBoeM6b0Nis NereHeBOT apTepii), MOB’A3aHOr0 3 BUKOPUCTAHHAM Mpenaparis, WO MICTATb TifIbKM NporectoreH. 3araibHOBM3HAHI (hakTopu, Lo
NiABWLLYHOTb PU3NK BUHUKHEHHS BEHO3HOT TpoM6oeM6onii (BTE) BKIOYatOTh: 0COOUCTUIA abo CiMeNHWIA aHaMmHe3 (Hanpuknag Bunagku BTE y 6paTiB um cectep
abo 6aTbKiB y BiJHOCHO MOJIOLOMY BiLli); BIK; OXWUPIHHSA, TpMBasa iMmobinisauis, paguKkanbHi XipypriyHi BTpyyaHHsa abo Tpasmu. Y BUNaLKy TpMBasiol iMMo6inizauit
PEKOMEHYETLCA MPUMUHUTK 3aCTOCYBaHHA npenapaTy BisaH (Npy nnaHoBMX onepauisix LoHaiMeHLe 3a 4 TWxKHI A0 11 MPOBeAeHHs) i He NoYMHATK 3HOBY MOro
NPUINOM paHiLle HiXK Yepe3 2 TWXKHI Nicns NoBHOT peabinitauii.

HeobxigHo 6patu [0 yBaru NifBULLEHHS PU3KKY PO3BUTKY TpOoM6Goem6onii y Nicnsnonorosuii nepiog,.

Y pasi BUHUKHEHHSA CUMMTOMIB BEHO3HMX Ta apTepia/lbHNUX TPOMOOTUYHUX 3aXBOPIOBaHb ab0 Nif03pU Ha HUX NiKYBaHHSA CNif NPUMUHATK.

[yxnnHm

MeTa-aHani3 54 enigemionoriyHNX AOCNiIpKeHb BKalye Ha He3HauyHe NiABULLEHHS BiJHOCHOrO pu3nky (BP = 1,24) po3BMTKY paKy MOJIOYHOT 3a/1031 Y XKIHOK, SiKi
3aCTOCOBYIOTb OpasibHi KoHTpauenTusn (OK), ronoBHNUM YMHOM Ti, WO MICTATb €CTPOreH-nporecToreH. Liei nigBuLeHniA pu3mK NocTynoBo 3HWKae npoTtarom 10
POKiB Nicna 3akKiHYEHHs MpUInOMYy KOMOBIHOBaHMX opanbHMX KoHTpauentmsiB (KOK). OcKifbku pak MOMIOYHOT 3a/1031 Y XKIHOK BikOM 0 40 poKiB 3yCTpivacTbCs
piAKo, 36iNbLUEHHS KibKOCTI BUNaAKiB AiarHOCTUKM paKy MOIOYHOT 3a/1031 Y XKIHOK, SiKi BUKOPUCTOBYIOTb a0 HelloaaBHO BUKopucToByBanin KOK, € He3HauyHUM
LLL0A0 3arajibHOro pUsnKy paky Moso4HOT 3a1031. ICHY€E 0HaKOBUIA PU3NK BUSBNEHHS paKy MOJIOYHOT 3a/1031 Y XKIHOK, SKi MpuiAManu npenapaTu, Wo MICTATb TifIbKu
nporectoreH, abo KOK. OfHak iH(hopmavis LWoAo npenaparis, AKi MICTATb Ti/IbKU NPOrecToreH, 6a3yeTsc Ha faHWX, OTPMMaHKX Bif Habarato MeHLOT KiflbKOCTi
XIHOK, SIKi TX 3aCTOCOBYIOTb, | TOMY BOHa € MEHLL NepeKoHIMBO, HiXK AaHi woao KOK. PesynbTaTv LMX LOCNIIKEHb He HafatoTb [OKa3iB iCHYBaHHA NMPUYMHHOIO
B3a€MO3B’A3KY. MMigBULLEHHSA PU3VKY MOXEe OYTW 3yMOB/eHe AK OiNbll paHHLOK AiarHOCTUKOK Paky MOJIOYHOI 331031 Y XKIHOK, AKi BUKOPUCTOBYHOTL OK, Tak i
6ionorivyHoo Aieto UMx npenapatiB abo NoeAHaHHAM 000X (hakTopiB. BigzHaueHO TeHAEHLit0, WO paK MOMOYHOI 3a/103M, BUSIBAIEHUIA Y XKIHOK, SIKi KOMWU-Hebyab
npuiimann OK, KNiHIYHO MeHLL BUPaXXEHWIA, HIXK Y TUX, XTO HIKO/IM He 3aCTOCOBYBaB OpasibHi KOHTpauenTUBK.

Y NOOAVHOKMX BUMAZAKaXx Y XIHOK, fKi 3aCTOCOBYBa/Ii TOPMOHa/IbHI PEYOBWHM, NOAIGHI A0 TIET, L0 MICTUTLCA Y npenapati BizaH, cnoctepirannca LO6pOsKICHI, a Lwe
pigLle — 3105KICHI MYX/IMHW MEeYiHKK, AKi B OKPeMUX BUNaLKax NpU3BOAWAM L0 HeOe3MeUHOT 419 XUTTA BHYTPILLHbOYEPEBHOI KPOBOTEYI. Y pa3i BUHUKHEHHS CKapr
Ha CWUNbHWIA 6inb B eniracTpaibHid AiNAHLI, 36iNbLIEHHA NeYviHKKM abo NosiBM 03HaK BHYTPILUHbOYEPEBHOI KPOBOTeYi NMpu AMMEpeHuiHIin giarHocTuui chnif
BpaxoBYBaTV MOX/IMBICTb HAssBHOCTI NYX/MHU NEYiHKM Y XXIHOK, AKi NpMiiMatoTb npenapart BisaH.

OcTeornopos

3MiHN MiHepasibHOT LLISIbHOCTI KICTKOBOI TKaHNHM (MLLUKT).

3acTocyBaHHA npenapaty BizaH nignitkam (12—18 pokiB) NpoTArom nepiogy NikyBaHHA 12 MicsALiB acoLitoBaNOCs 3i 3HMXKEHHSIM CepefHbOro 3HavyeHHs MLLKT y
nonepekoBoMy Biaaini xpeodta (L2-L4) Ha 1,2 %. Micns npunuHeHHs nikyBaHHa MLLLKT nigsuiyBanacs 3HOBY Y LMX NaLieHTIB.

CepepHsa BigHOCHa 3miHa MLLLKT Bif BUXiAHMX MOKa3HUKIB A0 3aKiHYeHHA NiKyBaHHA cTaHoBMNa 1,2 % 3 gianasoHom Mix —6 % 1a 5 % (A1 95 %: —-1,70 % 1a -0,78
%, n=103). lMoBTOpPHe BMMIpIOBaHHA Yepe3 6 MicAUiB MiCNs 3aKiHYeHHS NiKyBaHHA y MiArpyni 3i 3HWKEHUMK 3HavyeHHAMU MLLLKT nokasano TeHAeHUitO [0
BIHOB/IEHHA (CepefHs BIAHOCHA 3MiHA Bif BUXIAHMX MOKa3HUKIB: —2,3 % npu 3akiHYeHHI NikyBaHHA Ta —0,6 % uepe3 6 micALIB MiCNA 3aKiHYeHHSA NiKYBaHHA 3
AianasoHoM Mixk —9 % Ta 6 % (41 95 %: —1,20 % Ta 0,06 % (n=60)).

[MopyLUEHHA MiHEPaNbHOT LLiIbHOCTI KICTKOBOI TKaHWHW Ma€e 0co6MBe 3HaUYeHHS Y Mif/IiTKOBOMY Billi Ta 'y paHHiil nepiof CTaTeBOro A03piBaHHA, KpUTUYHWIA Nepiof




pOCTY KiCTOK. HeBifJoMO, 41 3MEHLUNTL MiKOBY KiCTKOBY Macy Ta MiBULLWTL PU3MK Nepenomy KiCTOK Yy NiTHbOMY Bili 3HMkeHHs MLLUKT y uin nonynauii (aus.
po3ain «itn» Ta «PapMaKosorivyHi BNacTUBOCTI»).

Mepen MoYaTKOM NiKyBaHHA NiKapt CNif 3BXXUTK Nepesary 3aCcToCcyBaHHA npenapaty BiszaH Ta MOX/IMBI pU3MKM 3aCTOCYBaHHA A/ KOXXHOIO OKPeMoro nignitka,
BPax0BYHOUM TaKOX HasBHICTb CYTTEBMX (DAKTOPIB PU3MKY OCTEOMOPO3Y.

AJleKBaTHe 3aCTOCYBaHHS KasibLito Ta BiTaMiHy D npu gieTMYHOMY XapyyBaHHi abo Npu 3acToCyBaHHI XapyoBUX [06aBOK € BaXIMBUM NS 3[L0POBOr0 CTaHy
KICTKOBOI TKaHWMHW Y XIHOK YCIiX BIKOBUX KaTeropii.

He cnoctepiranocsa 3HmkeHHs MLLKT y gopocnux (4uBs. po3gin «®apMakoguHaMivyHi BaCTUBOCTI»).

Y nauieHTOoK, AKi 3HaX04ATbLCA Y rpyni Ni4BULLEHOrO PU3MKY PO3BUTKY OCTEOMNOpPOo3y, peTe/ibHa OLiHKa CNiBBiAHOLEHHA PU3NK/KOPUCTL NOBUHHA OYTW NpoBefeHa [0
nmoyaTKy NiKyBaHHA npenapatoMm Bi3aH, OCKiflbKN PiBEHb EHAOreHHWX eCTPOreHiB MOMIPHO 3HWXKYETLCA Ha TAi NiKyBaHHA npenapatom BisaH (auB. po3gin
«PapmMakoarHaMiKa»).

IHLWI cTaHW

3a CTaHOM MavLieHTOK 3 enpecieto B aHaMHe3i Cif, peTesibHO CnocTepirati i MPUNMHUTIA 3aCTOCYBaHHA Npenapary npu po3BUTKY BUPaXKeHMX NPOsBIB Aernpecii.
[ieHorecT 3a3BMyall He BMAMBaE Ha apTepiasibHUA TUCK Y HOPMOTEH3MBHUX XXIHOK. poTe, AKWO TpuBasia KNIHIYHO BMpPaXKeHa rinepTeHsis BUMHWKaE Nif yac
3aCToCyBaHHA npenapaTy, PeKOMeHAY€ETLCA BIAMIHUTY npenapaT BisaH Ta iKyBaTy rinepTeHsito.

Mpn peuunamBi XonecTaTUYHOT XKOBTAHULI Ta/abo cBepbexy, Lo BUHMKaIM Y Nepiof BariTHOCTi abo nonepeAHbLOro 3aCTOCYBaHHA CTaTeBMX FOPMOHIB, 3aCTOCYBaHHS
npenapary cnif NpUNUHUTK.

LieHorect MoXKe MaTy HE3HAYHWIA BNAMB Ha NepugepuyHy iHCYNiHOPE3UCTEHTHICTb Ta TOMEPaHTHICTb A0 rNtoKo3W. XiHKM, XBOPi Ha LlyKpoBuWiA AiabeT, 0c06MBO 3
rectayinH1MM LyKpOBMM [iabeTOM B aHaMHe3i, MOBMHHI peTenbHO 06CTeXyBaTUCA NPOTAroM 3aCTOCYBaHHA npenapaty BisaH.

IHOZI MOXe po3BMBATMCA X/10a3Ma, 0COOMBO Y XIHOK 3 X/10a3MOK0 BariTHUX B aHamHe3i. XKiHKW, CXUIbHI A0 BUHUKHEHHS X/10a3MUW, NOBUHHI YHUKATK AiT NpsMuX
COHAAYHMX MPOMEHIB ab0 YNbTPagioNeToBoro BUNPOMiHIOBaHHA Nif Yac npuiioMy npenaparty BisaH.

IMOBIpHICTb M03aMaTKOBOT BariTHOCTI Y XIHOK, AIKI BUKOPUCTOBYHOTb 471 KOHTpaLenuyii npenapartu, Wo MICTATb Ti/IbKA MPOrecToreH, € BULLOK, HIX Y XIHOK, AKi
3actocoByoTb KOK. ToMy A5 XIHOK 3 M03amMaTKOBO BariTHICTIO B aHaMHe3i ab0o MopyLUeHHAM (DYHKLIT MaTKOBMX TPY6 MUTaHHA MPO BUKOPUCTaHHA npenapary
BizaH cnif BMpiLlyBaTy TifIbKK Micns peTenbHOT OLiHKM CMiBBIAHOLEHHSA KOPUCTL/PU3NK.

Mig yac 3acTtocyBaHHA npenapaty BisaH MO)ke BMHMKaTK NEpCUCTeHUis (PONiKyniB (YacTo 3a3Ha4YaeTbCA AK (PYHKLUIOHANbHI KICTU AE€YHWUKIB). BINbLWICTb LMX
(honikynis € 6e3CUMMNTOMHUMM, X04a AefKi MOXYTb CyNpOBOLXKYBATMCA 60NEM Y AiNAHLI Ta3a.

He BMKOPUCTOBYETLCA Y repiaTpUUHIin NpakTuu,.

JlakT03a

KoxxHa Tabnetka npenapaty BizaH mictute 62,8 Mr nakTo3n MoHorigpaty. llauieHT 3 pigKiCHUMKW CMaAKOBUMK 3aXBOPHOBAHHAMM, MOB’A3aHNMMK 3
HenepeHOCUMICTIO rasiakTosn, AediunTom nakTasu Jlanna abo MasibabCcopOLiEtd rNIOKO3U-ranakTosu, AKi 4OTPUMYHOTLCA 6e3/1aKTO3HOIT Ai€TU, NMOBUHHI BPaxoByBaTu
KI/IbKICTb LIET pe4OBMHW Yy TabneTui npenapary BisaH.

3acTocyBaHHA y nepiof, BariTHOCTI abo rogysaHHs rpyaato.

BariTHiCTb. ICHYtOTb 0OMeXeHi JaHi LWOA0 3aCTOCYBaHHSA LiEHOreCTy BariTHUM XXiHKaM. [JOCNifKeHHs Ha TBapUHAX He BKa3yHOTb Ha MpsMuUiA abo HeNPAMUIA PUSKKK
PenpPoAyKTUBHOT TOKCUYHOCTI (AMB. po3ain «PapMakoioriyHi BNacTUBOCTI»).

Bi3aH He peKOMeHAY€eTbCA 3aCTOCOBYBATY BariTHUM XiHKaM, TOMY LLL0 HeMa€e NOTPebu NikyBaTy eHAOMETPIO3 Y nepiof BariTHOCTI.

"omyBaHHA rpyaato. JlikyBaHHA npenapatoM BisaH y nepiof rofyBaHHs rpyanto He peKoMeHAYeTbCA. HeBifoMo, UM NMPOHUKAE [LIEHOTEeCT Y rpyLHe MOTOKO XKIHKMU.
[JaHi, oTpyMaHi y Xofi LOCNifKEHb HA TBapUHAaX, BKa3yOTb Ha NMPOHUKHEHHSA AIEHOTeCTY Y rpyfAHe MON0oKO. Cnif, NPUAHATY PiLLeHHS NPO MPUMUHEHHSA TOAyBaHHS
rpyaaro abo nNpunuHeHH Tepanii npenapaTom BisaH, 3BaXKat0um Ha KOPUCTb FOA4YBaHHSA rPYAAK0 ANS AUTUHK | HEOOXIAHICTb Tepanil 415 XIHKN.



®epTUNbHICTL. Ha nigcTaBi HaABHMX JaHUX MOXKHA CTBEPKYBATH, L0 Mif Yac NiKyBaHHA npenapaToM BizaH y 6inbLIOCTI nauieHTOK iHribyeTbes oBynauif. OgHak
npenapat BisaH He € npoTM3annigH1Um 3aco60Mm.

AKLLO NOTPibHa KOHTpaLenuis, cif 40AaTKOBO 3aCTOCOBYBATW HErOPMOHa/IbHUIA MeTO/, 3anobiraHHs BariTHOCTI (4UB. po3Ain «Cnocib 3acTocyBaHHS Ta [403U»).

Ha nigcrasi HasBHWMX [aHWX MOXHa CTBEPLKYBaTW, LLO MEHCTPYa/IbHUA UMK MOBEPTAETLCA L0 HOPMU MPOTArOM 2 MicAUIB Nicns NPUMNUHEHHS NiKYBaHHS
npenapaTom BizaH.

34aTHICTb BNAMBATY Ha WBMAKICTb peakLii Nnpy KepyBaHHi aBTOTPaHCNOPTOM abo iHWMMKU MeXaHi3mamu.
He cnocTtepiraiv BnaMBY Ha 34aTHICTb KepyBaTW aBTOTPAHCMNOPTOM Ta NpautoBaTh 3 iHWMMM MexaHi3mamy y nauieHToK, fKi npuiiMany npenapaTu, Wo MiCTATb
[liEHOrecT.

Cnoci6 3acTocyBaHHs Ta [03W.

Cnocib 3acTOoCyBaHHS

[ns nepopasibHOro 3aCTOCYBaHHS.

Jo3yBaHHs

MpuiimaTn no 1 TabneTui WoAHA 6e3 nepepsBun y 3aCTOCYBaHHI npenapaTy NPMOGIN3HO B OAMH i TOI e yac, 3anvBaroyM HEBENMKOK KiNbKIiCTHO pignHW. TabneTku
MOXHa NPUIMaTI He3aN1eXXHO Bif NPUInOMY TXi.

TabneTkn cnig Npuimatn perynspHo, He3aneXHo Bif MeHCTPyanbHOT KPOBOTeYi. FAK TifIbKM TabneTkn 3 OAHIET YNaKOBKM 3aKiHUYMAWUCS, NOYMHATK NpUiAMaTu
TabMIeTKMN 3 HACTYMHOI YNakKOBKW, He PO61sUM NepepBm y 3aCTOCYBaHHI NiKapCbKOro 3acooy.

BigcyTHil focBig nikyBaHHS npenapaTom BisaH nauieHTOK 3 eHA0MEeTPio30M AoBLue 15 micauis.

Mpwuiiom NpenapaTy MOXKHa po3noYaTiy 6yab-aKuii JeHb MEHCTPYa/lbHOTO LIMKAY.

3acTocyBaHHsA OyAb-IKUX FOPMOHA/IbHUX KOHTPaUenTWBIB Cif4 MPUMNUHATL Meped novaTKoM Tepanii npenapatoM BisaH. AKLWO HeobxifHa KOHTpauenuis, cnig,
[0/aTKOBO 3aCTOCOBYBATW HErOPMOHa/IbHWIA MeTOZ, 3anobiraHHs BariTHOCTI (Hanpuknag 6ap’epHUii MeTog).

Mponyck npuiioMy NikapcbKoro 3acoby

Y pasi nponycky npuitomy TabneTkn, 6/11oBaHHA Ta/abo giapei (ki Biabynucsay mexax

3-4 rofnH nicns npuitomy TabneTkn) eeKTUBHICTL Npenaparty BizaH MOXe 3MeHLUMTMCA. Y pasi NpPonycKy Npuinomy ofHiel abo KislbKoX TabneTok 1 TabneTky cnif
NPURHATK, SK TiNbKKW XIHKa 3ragae npo Le, a HaCTynHy npuiMaTi y 3BMyaiHuin Yac. TabneTky, WO He BCMOKTasiaca Yepe3 6/1t0BaHHS abo fiapeto, cnif aHanoriyHo
3aMiHUTY Ha IHLY TabneTky.

JojaTkKoBa iHhopmaLlis Woa0 3acTOoCyBaHHA 0CO6/IMBUM rpynam nauieHTiB

MauieHTn NiTHLOrO BiKY

Hemae BifnNoOBIgHMX NOKa3aHb A/19 3aCTOCYBaHHSA npenapaty BisaH nayieHTKam Liel rpynu.

MeyviHKOBa HEAOCTATHICTb

MpenapaT NPOTUNOKa3aHWI NaLieHTKaM i3 TAXKKUM 3aXBOPHOBAHHAM MeYiHKM HUHI ab0 B aHamHesi (41B. po3ain «poTUnoKasaHHs»).

HupkoBa HeOCTATHICTb

Hemae »>ogHWX faHuX, Lo CBig4aTh Npo NoTpedy B KOPeKLii 403V NS NaLiEHTOK 3 HUPKOBOK HEAOCTATHICTHO.

aiTn.
Mpenapart BizaH He NOKa3aHWi 4ns 3aCTOCYBaHHA AiTAM [0 HACTaHHA MeHapXe.
Besneky Ta e(heKTUBHICTb 3aCTOCYBaHHA npenapaTy BisaH BYBYaN y X04i HEKOHTPOLOBAHOIO LOCNIKEHHA TpMBanicTio 12 micauis y 111 navieHTOK Mig/liTKOBOro



BiKy (12—<18 pokiB) 3 KNiHIYHO nifo3ptoBaHVM abo MiATBEPIKEHUM eHAOMETPIo3oM (AMB. po3finm «Oco6nMBOCTI 3aCTOCYBaHHA» Ta «®PapMako/oriyHi
B1IACTUBOCTI»).

EtekTnBHICTb Npenapaty BisaH 6yna NpogemMOHCTpoBaHa Npw NiKyBaHHI eHAO0METPio3y, acoLiiioBaHOro 3 Ta3oBMM 60/1eM, Yy NigniTkiB (12-18 pokiB) i3 3arasibHUM
CNPUATIMBUM NPodisieM 6e3mnekn Ta NepeHOCUMOCTI NiKapcbKoro 3acooy.

3acTocyBaHHA npenapaTy BizaH y NigniTKiB NPOTAroM nepiogy NikyeBaHHA 12 micAuiB acouitoBasiocs 3i 3HKEHHSAM CepeAHbOro 3HaueHHA MiHepabHOI LWifIbHOCTI
KicTKoBOT TKaHUHY (MLLUKT) y nonepekosBomy Biagini xpe6ta Ha 1,2 %. [Micna npunuHeHHsA nikyBaHHA MLLUKT nigsuilyBanaca 3HOBY Y LMX NaLieHTIB.

[MopyLUeHHA MiHepasibHOT LiIbHOCTI KICTKOBOI TKaHWUHM Mae 0CO6/IMBO BaXK/IMBE 3HA4YeHHSA Y Mif/liTKOBOMY Bili Ta Yy paHHbOMY Nepiofi CTaTeBOro A03piBaHHS,
KPUTUYHOMY MNepiofi pocTy KiCTOK. HeBioOMO, UM 3MEHLLMTL NiKOBY KiCTKOBY Macy Ta NiABULLNTb PU3UK NEPeoMy KiCTOK Y NiTHbOMY Bili 3HMXeHHS MLUKT y wii
nonynauii.

Tomy nikapto cnif 3BaXWTW MepeBarn 3acToCyBaHHA MpenapaTy BisaH Ta MOXMBI PU3MKM 3aCTOCYBaHHS 15 KOXHOIO OKpPemoro nignitka (4ve. po3ginu
«OCc06/MBOCTI 3aCTOCYBaHHS», «PapmMakoAMHaMiUYHi BNaCTUBOCTI»).

Nepeno3yBaHHA.

JocnifpkeHHs rocTpoi TOKCUYHOCTI, NPOBeLeHi 3 LiEHOreCTOM, He BKa3yBa/ln Ha PU3NK PO3BUTKY FOCTPMX NOGIYHMX peakLiil y pasi HeHaBMUCHOIO NPUNOMY KiNlbKOX
[060BUX TepaneBTUYHUX [03. XKOAHUX crieundiyHmMX aHTUAOTIB He icHye. 3acTocyBaHHA 20—-30 Mr gieHorecTy Ha fo6y (wo y 10-15 pasiB BuULLe, HIX Ao3a B
TabneTtui npenapaTy BizaH) ynpoaoBx 6inbLue 24 TUXHIB NepeHOCUInCA ayxe fo6pe.

Mo6iyHi peakuil.

Mo6iyHi peakuii onucaHo 3rigHo 3 MedDRA.

Mo6iyHi peakuii HaliuacTille PO3BMBatOTLCS NPOTArOM NepLUMX MicsALiB 3aCTOCYBaHHA npenapaty BisaH i 3HMKalOTb y npoueci NikyBaHHS. MOXyTb crniocTepiratucs
3MiHW XapakTepy KpOBOTeY, TaKi K KpOBOMa3aHHS, HeperynspHi KpoBoTedi abo ameHopes.

MoBigomnanoca Npo Hwk4yesasHaueHi No6iYHI peakuil nig yac nikyBaHHA npenapatom BiszaH. Mo6iuHi sABWLLA, NPO AKi HaiyacTiwe MoBigomMAsnoca nif uvac
NiKyBaHHs npenapatoM BisaH, BK/HOYat0Tb roioBHUi 6inb (9,0 %), AMCKOMGOPT Y MON0YHMX 3ano3ax (5,4 %), npurHivyeHnii HacTpin (5,1 %) i akHe (5,1 %).

Kpim TOro, nikyBaHHsa npenapatom Bi3aH BMMBae Ha XapakTep MEHCTPya/bHUX KPOBOTEY Y Oi/IbLUOCTI XXIHOK. XapakTep MeHCTpYyasibHUX KPOBOTeY OLiH0Ban
CUCTEMATUYHO 3 BUKOPWUCTAHHAM LUOAEHHWKIB MaLieHTOK Ta aHaniyBasiv i3 3actocyBaHHAM metogy BO3 npotarom 90-geHHOro 3siTHOro nepiogy. Mpotarom
nepwwmx 90 AHiB Tepanii npenapatom BizaH cnocTepirany Taki KpoBoTedi 3a XapakTepoM (n=290; 100 %): ameHopes (1,7 %), HeyacTi KpoBoTeui (27,2 %), yacTi
KpoBoTeui (13,4 %), HeperynspHi KposoTeui (35,2 %), Tpusani KpooTeui (38,3 %), HOpMa/ibHa MEHCTPYa/ibHa KpOBOTeYa, TOGTO Taka, L0 He HaNIeXUTb [0 XOAHOI 3
nonepesHix kateropiii (19,7 %). MpoTarom 4eTBEpPTOro 3BiTHOrO Nepiogy cnocrepiraimca Taki KpoBoTeui 3a xapaktepoM (n=149; 100 %): ameHopes (28,2 %),
HeyacTi KpoBoTeui (24,2 %), yacTi KpoBoTeui (2,7 %), HeperynspHi KpooTeui (21,5 %), Tpueani kposoTeui (4,0 %), HopMasibHa MEHCTPya/ibHa KpoBOTeYa, TO6TO
Taka, L0 He Ha/lleXXnTb [0 XKOAHOI 3 rnornepesHix Karteropin (22,8 %). MNMpo 3MiHN XapakTepy MeHCTPpyasibHUX KPOBOTEY finLle iHOAI NOBILOMAANN AK NPO NOGIYHI
peakLii y nauieHToK (aMB. TabNULIK0 NOGIYHMX peakLiit).

Y Tabnuui 3a3HavyeHo nobiyHi peakuii BianosiaHO Ao knacugikauii MedDRA (MedDRA SOCs), npo siKi NoBiAoOMASN0CS Mif Yac NikyBaHHA npenapaTom BisaH, Ta
IXHA yacToTa.

Y MexXax KOXXHOI rpynu nobivHi epeKTy 3a3Ha4eHO Y NopsAKY 3MEHLLIEHHS YacTOTU: YacTo (Bif

> 1/100 go <1/10) i HeyvacTo (Big = 1/1000 fo <1/100). YactoTa BM3Ha4eHa Ha NifcTaBi 06’€AHAHMX AaHUX YOTMPLOX KiHIYHMX AOCNiMKeHb 3a y4yacTio 332
nauieHToK (100%).

Mo6iuHi peakuyit, dasa I KNiHIYHUX gocnigpkeHb, N= 332



Cuctemu opraHis
(MedDRA)

YacTo

HeuacTo

3 60Ky cucCTeMM KpoBi Ta
nimgaTnyHOT cnuctemn

aHeMis

MeTab0i3M Ta NOpYLLEHHS
06MiHY peyoBuH

NiABWLLEHHSA Macu Tina

3HUDKEHHSA Macu Tina, NigBULLEHNI
anetut

McuxiyHi po3naam

MPUrHIYeHWI HaCTpIN,
MOPYLUEHHS CHY, HEPBO3HICTb,
3HWXXEHHSA Nibifo, 3MiHK
HacTpoto

3aHernoKOoEHHS, fienpecis, NabifbHICTb
HacTporo

3 60Ky HepBOBOI CUCTEMM

rONOBHUIA GiNlb, MirpeHb

MOPYLLEHHA BereTaTMBHOI perynauir,
MOPYLLEHHS yBaru

3 60Ky opraHis 30py

CyXiCTb 04ein

3 60Ky opraHiB cnyxy Ta
BECTMOYNAPHOro anapary

[3BiH Y ByXax

3 60Ky cepus HecneunMivHi LMPKYNATOPHI
po3/1aan, NoCKeHe cepLebunTTs
3 60Ky cyavH apTepiasibHa rinoTeHsis

3 60Ky AMXanbHOI crucTemu,
OpraHiB rpyaHoi KniTkn Ta
cepeaocCTiHHSA

AVCIHOE

3 60Ky
LLITYHKOBO-KMLLIKOBOI O
TpakTy

HyA0Ta, 6iNb Y XMBOTI,
MeTeopu3M, 34yTTH XNBOTA,
6110BaHHA

fiapes, 3anop, ANCKOMQOpPT y
YepPEBHIi NOPOXHWUHI, 3ananeHHs
LLUTYHKOBO-KULLIKOBOI O TPaKTY,
FHrIBIT

3 60Ky LWKipK Ta NigWKipHOi

KNITKOBUHU

aKHe, anonedis

CyXiCTb LUKipK, rineprigpos, ceepbix,
ripcyTn3m, OHIX0Knasid, yna,
AEPMATUT, NOPYLLUEHHS POCTY
BOJ10CCA, peakLil (poToUyT/IMBOCTI,
3MiHM nirMmeHTay it

3 60Ky 0MOpHO-PYyX0BOI
CUCTEMM Ta CNONYYHOI
TKaHUHU

6i/b y CNVHI

6inb y KiCTKax, M’A30Bi cyaomMu, 6inb
Y KiHLiBKaX, BIAYYTTA TSXKKOCTI Y
KiHLIBKaX

3 60Ky HUPOK Ta
CeyoBUAINbHOT CUCTEMU

IH(EKLIA Ce4YOBUBIAHMX LUMAXIB




3 60Ky penpoLyKTUBHOI ANCKOMMOPT Y MOMOYHIX BariHa/IbHWIA KaHAW403, CYXiCTb

CUCTEMM Ta MOJIOYHMX 3103 | 3a/103aX, KiCTa AEYHUKIB, BY/IbBM Ta NiXBU, BUAIIEHHSA 3i
NPUNIMBK, MaTKOBI/ BariHa/ilbHI | CTaTeBUX OpraHis, 6inb y AinsHui
KpoBOTeui, Masnoro Tasa, aTpoqivyHuin
B T.4. KDOBOMa3aHHs BY/IbBOBAriHiT, 30i/1bLLEHHS

MOJI0YHMX 3a/103, KiCTO3HO-(iBPO3HiI
3aXBOPIOBAHHSA MOJIOYHMX 3a/103,
Harpy6aHHs MO/IOYHUX 3a/103
3arasibHi po3naan Ta MicLEeBi | aCTeHIYHI CTaHW, ApaTiBAMBICTb | HabpsAK

peakui

Takox criocTepiranvcs Taki No6iYHiI peakuii: nepcucTeHLis (onikynis, NiABALLEHHSA aneTUTy, peakuil rinepyyTnBOCTI.

IHWI cepino3Hi NOGIYHI peakuii criocTepiraincs nif Yac 3aCTOCYBaHHA CTEPOILHUX CTaTEBUX FOPMOHIB NPOrecToreHis (aue. po3ain «Ocob6MBOCTI 3aCTOCYBAHHS»):
BEHO3HI Ta apTepia/sibHi TPOMO0eM6ONIYHI MOPYLLEHHS, apTepiasibHa rinepTeH3id, iHapKT MioKapAa, IHCY/IbT, HOBOYTBOPEHHS MOMIOYHMX 3a/103, MYX/IMHU MEYiHKMN,
BiUYTTA AUCKOMMOPTY Y CMUHI, X/10a3Ma, X0necTaTuyHa XOBTAHMLA, OCTeonopo3 (AMB. HUXYE), 3MIHWM TONEePaHTHOCTI 40 FNHOKO3M abo BNIMB Ha MepUtepuyHy
IHCYNIHOPE3UCTEHTHICTb.

SHWYKEHHSI MIHEPA/IbHOT LLLISIbHOCTI KICTKOBOT TKAHWHW

Y Xofi HEKOHTPO/IbOBAHOI0 KNIHIYHOro AochifpKeHHs 3a y4yacTio 111 nauieHToK MigniTKkoBoro Biky (Big 12 A0 <18 pokiB), AKi OTpUMyBasiM Tepanito npenaparom
BisaH, 103 nauieHTkam BumiptoBasin MLUKT. Y 6113bK0 72 % y4yacHWUKIB LOCNILXeHHs criocTepiranocs 3HwkeHHs MLUKT nonepekosoro Bigainy xpeéra (L2-L4)
nicns 12 micsyiB 3actocyBaHHs (AnB. po3ain «OcobamMBOCTI 3aCTOCYBAHHS).

[NoBigOMAEHHS NPO Nifo3proBaHi NObIYHI peakLit

MoBifOMMEHHA NPO Nigo3ptoBaHi NOGIYHI peakuii y nepiof NOCTMapKETUHIOBOrO CNOCTEPEXEHHS € AYXKe BXXIMBUMM. Lle 1a€ MOXNMBICTb 34iACHIOBATM KOHTPO/Ib
CNiBBIAHOLLEHHSA KOPUCTb/PU3NK 3aCTOCYBaHHSA NiKapcbKMX 3ac06iB. MeanyHi npauiBHUKM NOBUHHI NOBIAOMAATM NPO NiA03pHoBaHi NoGiYHI peakLil.

TepMiH NpUAaTHOCTI.
5 pokis.

YMoBW 36epiraHHs.
He BumaratoTbCs crelianibHi yMoBU 36epiraHHs. 36epiratv B OpuriHanbHil ynakosLi, y HeOCTYNHOMY 415 AiTei MicLi.
He cnip 3acTocoByBaTy npenapar nicns 3akiH4eHHA TepMiHY NPUAATHOCTI, 3a3HaYeHOr0 Ha YMnakoBL,i.

YnakoBkKa.
Mo 14 Tabnetok y 6nicTepi; N0 2 6nicTepn B KAPTOHHIN NavLli.

Karteropis Bignycky.
3a peLenTom.

Bupo6HUK.



Baliep Baiimap M'm6X i Ko. KT'.

Micue3HaxomMkeHHA BUPOOHMKaA Ta A0ro agpeca Micua NpPoBagKeHHS LisiNIbHOCTI.
[ob6epaliHepluTtpacce 20, 99427 Balimap, HimeyuurHa.



