Ckian

Oitoua peuosuHa: dienogest;
1 TabreTka MiCTUTDH OIEHOTECTY 2 MT;

OONOMIJNCHI peyo8uHU: TaKTO3W MOHOTIApaT, KpoxXMallb KapTOIUISHUMY, 11eJII0J103a
MiKpOKpucCTasiyHa, noBigoH K 25, TasibK, KPOCIOBiAOH, MarHito creapar.

JIikapcbKa ¢dpopMma

TabneTku.

OcHOBHI (pi3uKo-xiMiuHI 81acmu8ocmi: Kpyrii TabJieTKu OiaMmeTpoM 7 MM 3i
CKOILIeHUMHU KpasiMmu, 6iroro abo Marizke 06ifIoro KOJILOPY, 3 BUTUCHEHOIO JIiTEpoio «B»
3 OmHOTO OOKY.

®dapMaKoTepalneBTHYHA rpymna

l'opMOHU cTaTeBUX 3aJI03 Ta IIpelapaTH, AKi 3aCTOCOBYIOTh IIPHU MATOJIOTil CTaTEBUX
oprasis. [Iporectorernu. Kog ATX GO3D BO08.

dapMakogHHaMiKa

[lieHorecT - moXigHe HOPTECTOCTEPOHY 0e3 aHAPOTeHHOI Ta 3 ITEBHOIO
aHTHMAHOPOTE€HHOIO0 aKTUBHICTIO, 110 CTAHOBUTH NPUOJIM3HO OOHY TPETHUHY aKTUBHOCTI
LUIIPOTEPOHY aneTaTy. [liEHOrecT 3B'sI3y€EThCA 3 pelenTopaMu NPOreCTEPOHY y MaTIIi
Tinmbku 3 10 % BigHOCHOIO adiHHiCcTIO. He3Baxkaiouu Ha HU3bKY adiHHICTE [0
peLenTopiB IPOTeCTEPOHY, AIEHOTECT MAa€ CUJIbLHUM IIPOTeCTOTeHHUM e(PeKT in vivo.
IlieHorecCT He MPOSBIISIE€ 3HAYHOI aHAPOTeHHOI, MiHEePaJIOKOPTUKOIIHOI abo
TIIOKOKOPTHUKOIHOI aKTUBHOCTI in vivo.

IlieHorecCT BILJIMBA€E Ha €HAOMETPiO3, 3MEHIIYI04YU €HAOTeHHY IIPOAYKIIiI0 eCTPagiony i,
TaKUM YUHOM, IPUTHIUYI0YX TPO(MIYHUN BIIJIUB €CTPaioly Ha eyTOIIiYHUM Ta
eKTOoIliuHu# eHnoMeTpili. [Ipu Ge3nepepBHOMY 3aCTOCYBaHHI Ii€EHOTECT MPU3BOAUTH OO
CTBOPEHHS T'iIIOECTPOreHHOr0, rireprecTareHHOro eHOOKPUHHOI0 CepefoBUIlla, 110
CIIPUYMHSE IOYATKOBY Jeluayaaidallilo TKAHUHU eHOOMETPis 3 IIOJasIbIIo aTPodieio
€HOOMEeTPiOIAHNX BOTHUII.

IaHi momo edeKTUBHOCTI

[lepeBara npenapaty Bizan nmopiBHsiHO 3 1my1aie6o Oyla TPOOIeMOHCTPOBaHa Y XOmi
TPUMICAYHOI'O JOCHIAXKEeHHS 3 yyacTio 198 malieHToK 3 eHgoMeTpio3oM. Binb y



OiISHI Ta3a, IOB’sI3aHUl 3 €HIOMETPiO30M, BUMipIOBalId 3a JOIIOMOTOIO Bi3yaIlbHOI
aHajsorosol mkanu (0—100 mm). Yepes 3 micsiri Tepamnii npenapatoM Bisau Oyrna
BHM3HauUeHa CTaTUCTUYHO 3Hauylla pisHuld nopiBHsAHO 3 rtanebo (D = 12,3 mM; 95 %
II: 6,4-18,1; p<0,0001) Ta KJiHiYHO 3HaUyIlle 3MEHIIIEHHS OO0 TOPIBHSIHO 3
IO0YaTKOBUM pPiBHEM (CepedHeE 3MeHIIeHHsI CTaHOBUIO 27,4 MM * 22,9).

Yepes 3 micsii nikyBaHHS 3MeHIIIeHHS 00110 V OiJITHII Majoro Ta3a, 1o 0yB
MMOB’si3aHuM 3 eHpgoMeTpio3oM, Ha 50 % abo Ginbiie O6ymo gocsaruyTo y 37,3 %
MMalieHToK, gKi oTpuMyBanu BizaH (mmname6o: 19,8 %), 6e3 BinmmoBimHOTO 30iIbIIEHHS
N03U CYIyTHHOTO 3HEOO/II0BaJIbHOTO 3ac00y; 3MeHIIIeHH O0JII0 y OiJITHII MajJIoro Ta3a,
IIOB’sSI3aHOT0 3 eHJoMeTpio30oM, Ha 75 % abo OinbIile (TakoK 0e3 BilIIOBigHOTO
30isIbIIIeHHS 0031 CYIIyTHHOTO 3HEOO0/II0BaIbHOTO0) OyI0 gocarHyTo y 18,6 %
MalieHToK, Ki oTpuMyBanu Bizan (mmame6o: 7,3 %).

BigkpuTe npomoBKeHHS IIbOTO0 IJ1alie00-KOHTPOIbOBAHOTO MOCIIIXKEHHS IT0Ka3ajio
Oe3nepepBHE 3MEHIIIEHHS II0OB’I3aHOT0 3 eHIoMeTPio3o0M 00JII0 B HiJISSHII Ta3a IpH
JIIKyBaHHI TpUBaJiCcTiO 1o 15 micAaLis.

PesynbpraTu nnaiebo-KOHTPOIbOBAHUX OOCIiAXKEHb IMiATBEPAXKYBaIUCS pe3yJibTaTaMy,
OTPUMaHUMMU Yy XO[i IIeCTUMICAYHOI0 aKTUBHO-KOHTPOJIBOBAHOI'O HOCIIiAXKEHH A
IIOPIBHSAHO 3 arOHICTOM I'OHAJOTPOIIIH-PUII3UHT TOPMOHY 3 y4acTio 252 nallieHTOK 3
€HOOMETPIO30M.

Tpu gocrigzKeHHs 3 y4acTio 252 NalliEeHTOK, SIKi OTpUMYyBaJIu OI€EHOTECT I10 2 MI Ha
no0y, IPOOEeMOHCTPYBaJIM iCTOTHE 3HUKEHHS eHIOMETPIOIMHUX ypaKeHb uepes 6
MICSALIIB JIIKyBaHHA.

Y xopni HeBeNIUKOT o HOCHIiAXKeHHs (n=8 Ha rpyny go3yBaHHS) 3aCTOCYBaHHS Oi€HOTeCTy
y mo3i 1 Mr Ha moOy BUSIBUJIO BiICyTHIiCTh OBynslii yuepe3 1 micsaip Tepanii. BizaH He
OOCITim?KyBaJIu II00 KOHTPAIIEITUBHOI e(DEKTUBHOCTI y OiNbIIINX OOCITiIXKEHHSX.

IaHi momo 6e3nexu

PiBeHb €HOOTE€HHOT0 ECTPOTEHY TIJILKU IIOMIPHO IIPUTHIYYETHCA IIiJ] Yac JIIKyBaHHS
npernapaTtoM BizaH.

Ha croropgHi pe3ynbTaTH JOBrOCTPOKOBUX AOCHIAXKEHb MiHepasIbHOI IIiJIbHOCTI KiCTOK
(MIIIK) i pu3uKy IepeoMiB y MalliEHTOK, SKi 3aCTOCOBYIOTH IIpenapar Bisas,
HepocTynHi. MIIIK ominoBanu y 21 gopociiol HamieHTKY O0 Ta ITicis 6 MiCALiB
JIIKyBaHHS IpernapaToM BizaH. 3HMXKeHHA cepenHboro rnokadHuka MIIK BusiBiieHO He
Oyso. Y 29 mallieHTOoK, SKi OTPUMYBaIu JIEUITPOPEIiHY alleTaT, CEPeaHE 3HNKEHHSI
4,04 % * 4,84 Oyno Bim3HaYEHO 3a TOU Ke Iepiof

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



He cmoctepirasnocsi 3Ha4HOT0 BIJIMBY Ha CTaHOApPTHI 1ab0paTOpHi MOKa3HUKHU, Y TOMY
YHCIIi Ha pe3ynabTaTH aHalli3dy KpoBi, 6i0XiMiYHOT0 aHasi3y KpPOBi, piBeHb ITeYiHKOBUX
(epmenTis, piBens miminis i HbA1C, mig yac nikyBaHHS IIpemapaToM Bi3daH ynpomoBxK
15 micaniB (N = 168).

Iani momo 0e3meKu O MioIiTKiB

Bes3neky npenaparty Bizan BimHOcHO MIIIK Oyno mocrmigzkeHo y xomi
HEKOHTPOJILOBAHOTI'0 OOCIIIAXKEeHHS IIPOoTAroM 12 micsauis 3a yyacTi 111 nanieHToOK
migIiTkoBOro Biky (Bim 12 mo <18 pokiB) 3 KiiHiYHO migo3pioBaHnuM abo
oigTBepaXKeHuM eHgoMeTpio3oM. CepenHs BigHOCHaA 3MiHa MIIIK nmomnepekoBoro
Bigminy xpebTa (L2-1L4) Big BuxigHuX mokKa3HUKiIB ¥ 103 malieHTOK [0 3aKiHYeHHS
JIiKyBaHHS cTaHoBUia -1,2 %. [ToBTOpHE BUMIipIOBaHHSA Yyepe3 6 MICALIB ITicis
3aKiHYeHHS JTiKyBaHHS y CcyOrpyi 3i 3HuxkeHuMu 3HayeHHsIsMu MIIK moka3zamno
nigsunienHss MIIK go -0,6 %.

[TaHi DOKJIiHIYHUX OOCHiIXKEeHb 3 0e3IeKHn

I[MaHi DOKJTIHIYHUX OOCIiIXKeHb He BKa3yI0Th Ha iCHYBaHHS 0COOJIMBOTO PU3UKY OIS
JIIOOWHY Ha MificTaBi CTaHOAPTHUX AOCIIAXKeHb TOKCUYHOCTI IIpU 6araTopasoBoMy
IpUIOMi, TEHOTOKCUYHOCTI, KaHIIePOT€HHOI il Ta TOKCUYHOTO BIJIUBY Ha
pernponykKTuBHY ¢GyHKIII0. [TpoTe ciim 6paTu oo yBaru, 1o cTaTeBi CTepoiau MOXYTh
CIIPUSTHU POCTY IEBHUX T'OPMOHO3aJIe2KHUX TKAaHWH Ta MYyXJIKH.

®dapMaKOKiHeTHKa

BcMmokTyBaHHs. [Ticnsa nepopaJIbHOTO IPUMOMY Oi€EHOTECT MIBUOKO 1 ITOBHICTIO

BCMOKTY€EThCA. MakcuMajyibHa KOHIIEHTpAallid Yy CUPOBaTILi KPOBi HOCATA€ETHCSA
yaponoBx 1,5 rogyvHuU micisi O0HOPa30BOT0 IIE€POPaIbHOI0 IPUUOMY 1 CTAHOBUTE 47
Hr/Mi. BiogocTynHicTh gieHOTecTy cTaHOBUTH NpuOu3Ho 91 %. ®apMakoKiHEeTHKa
Oi€HOTEeCTYy 3aJIeKUTh Bil IO3U B [Oiala30Hi 103

1—8 wmr.

Poznopin. JlieHorecT 3B’sI3YETHCA i3 CUPOBATKOBUM aJIbOYMiHOM Ta He 3B’SI3yETHCH i3
rinoOymiHoM, 110 3B’s13ye ctaTeBi ctepoinu (I'3CC), abo rimobymiHoM, 1110 3B’ I3y€E
koptukoinu (I'3K). Jlume 10% Bim 3arajbHOl KOHIIEHTPALIil JiEHOTECTY Y CUPOBATIIl
KPOBi 3HAXOOSIThCS Y BUTJISAMI BiTbHOTO cTepoiny, a 90% - HecmenmgiyHo 3B’I3aHi 3
anbOyminoM. OueBugHUM 00’€M PO3MOMiNy Oi€HOTeCTy CTaHOBUTH 40 II.

MeTabomi3M. [[ieHOTeCT MOBHICTIO MeTa0O0/Ii3yEThCS BiIOMUMHU IIJIIXaMi MeTaboIi3My

CTEpOiMiB 3 YTBOPEHHSAM IePEeBaxKHO €HOOKPUHOJIOTiYHO HeaKTUBHUX MeTabomiTiB. Ha
migcTaBi gocaigzKeHs in vitro ta in vivo CYP3A4 - ronoBHUN PepMEHT, 3allydeHUuu y
MeTaboii3M mieHorecty. Lli MeTabomiTi AyKe IIBUOKO BUBOOSATHCSA 3 IIJIa3MU Y TaKUU



croci0, 110 goMiHyouYuM MeTaboIiTOM y jia3Mi KPOBi € Ai€EHOTEeCT y HE3MiHEHOMY
BUTJISAML.

[IBUOKiCTH KIIIPEHCY 3 CUPOBATKU KPOBi CTAHOBUTH 64 MIJI/XB.

BuBepgenHs. PiBeHb Ji€HOTECTy B CUPOBATIII KPOBi 3HMKYETHCS ABOPA3HO 3 IIePiogoM
HalliBBUBEeOEHHS, 1110 CTaHOBUTH 9-10 roguH. [lieHOrecT BUBOOUTHCSA ¥ popMi
MeTalboJIiTiB i3 ceuero Ta KajoM y CIIiBBimHOIIeHHI mpubiau3Ho0 3:1 micias mepopaabHOT 0O

nputiomy y mo3i 0,1 mr/kr. Ilepion HaniBBUBeneHHsI MeTabOJIiTiB 3 ceYel0 CTAHOBUTH
npubnusHo 14 rogux. [licnsa mepopanbHOTro nputioMmy 86 % BBegeHOI M03u BUBOOUTHCS
3 OopraHi3My y Mexkax 6 OHiB, OifTbllla YacTHUHA IIi€l KiTbKOCTi BUBOOUTHCS y Iepiri 24
TOOWHM, TOJIOBHUM YMHOM i3 cedelo.

Crau piBHOBaru. ®apMaKoOKiHETHUKA Oi€HOrecCTy He 3asexuTh Bif piBHa ['3CC. [Ipu

IIIOOEHHOMY IIPUNOMI KOHIIEHTpAallid peYOBUHU Y CUPOBATIIL KPOBi 3pocTae B 1,24 paa3a,
OOoCsSTal04Yu PiBHOBAXKHOTO CTaHy 4yepe3 4 nHi 3acTocyBaHHA. PapMaKOKIHETHUKA
Oi€EHOTeCTY IIiC/Is TOBTOPHOTO 3aCTOCyBaHHS IIpenapaTy BisaH Moxe Oynu
nepenbadyeHa Ha ITiicTaBi JaHUX 11000 papMaKOKiHETUKU OOHIE] MO3H.

dapMaKOKiHETHMKA B OCOONMBUX IPyHax MalliEHTIB. Y Malli€EHTIB 3 NOPYyLIEeHHAM (QYHKIIil

HUPOK (hapMaKOKiHETUKY npenapaTty BisaH He BuB4Yanu. Y Ialli€HTIB i3 MOPYIIEHHSIM
¢yHK1i1 TeuiHKM PapMaKOKiHETUKY IIpenapaTty Bi3aH He BUBYaJIH.

IToxa3zanHusn
JIikyBaHHS €HOOMETPIo3y.
IIporunoka3aHHs

[IpemapaT Bi3zaH He cii 3aCTOCOBYBATH yV pa3i HasIBHOCTI OyOb-IKOTO i3
HUK4Ye3a3HauyeHUX CTaHiB abo 3axBopioBaHb. Lis iHpopMalliss 4acTKOBO OTpUMaHa Ha
IifcTaBl 3aCTOCYBaHHS IHINUX [IpellaparTis, IO MICTATH TIJIBKU IIPOTeCTOreH. fAKIIo
OyIOb-IKHH i3 IMX CTaHiB ab0 3aXBOPIOBaHb BUHUKAE BIIEPIIIE TIif YaC 3aCTOCyBaHHS
npenapaty BisaH, mpuiioM npenapaty CJIiff HeralHO IPUIUHUTHU.

Beno3Ha TpoM060eMOOITisi B aKTUBHIM opMi.

ApTepianbHi abo KapaioBacKyIsIPHiI 3aXBOPIOBaHHS HUHI a00 B aHaMHe3i
(Hanpuknap iHpapKT Miokappaa, lepebpoBacKyIsipHa Mofis, ilmeMiyHa XxBopoba
ceplis).

LlykpoBuii miabeT 3 ypaxkKeHHSIM CYOUH.

Ts12kKi 3aXBOpPIOBaHHS MeYiHKYU HUHI a00 IX HasgBHICTh B aHaMHe3i, IIOKHU

MMOKAa3HUKYU (PYHKITII MeUiHKY He ITOBEPHYThCS OO0 HOPMH.

[TyxnuHu nediHku HUHI abo B aHaMHe3i (HoOposiKicHi abo 3/7105KiCcHi).



e Bigowmi ab0 mimo3pioBaHi 3/T09KICHI TyXJIMHU, 3aJI€XKHIi BiJl CTaTeBUX TOPMOHIB.

e BariHasmpHa KpoBOTeYa He3'ssCOBAHOl €TiONoril.

e ITigBHUINlEHA YYTIUBICTH OO0 Mit040l peuyoBUHU ab0 [0 OyOb-IKOTO 3 KOMIIOHEHTIB
npemnapary.

B3aeMmogisi 3 iHIIEMH JTiKapCLKHMH 3aCO00aMH Ta iHIII BHOIH B3a€EMOIiH

[TpumMmiTKa: 011 BUSIBJIEHHS MOXKJIMBUX B3a€EMOLIU CJIil O3HAUOMUTHUCSH 3 IHCTPYKIIAMU
0711 MEOUYHOTO 3aCTOCYBaHHS JIiIKapChKUX 3aC00iB, IIT0 3aCTOCOBYIOTHCS CYIIyTHBO.

Bnaues iHwux npenapamis Ha Bi3aH

[IporecTorenu, BKII0Yal04y OIEHOTECT, MeTa00/Mi3yI0ThCSA TOJIOBHUM YMHOM CHUCTEMOIO
nmmToxpomy P450 3A4 (CYP3A4), 1o po3TallloBaHa B CITM30Bill 000I0HIII KUIIIEYHUKY
Ta B nedinni. Tomy iHgykTopu ab6o inri6itopu CYP3A4 mMoXKyTh BIIJIUBAaTU Ha
MeTabo0I1i3M nporectoreny. 30iMbIIeHHS KITipeHCY CTaTeBUX TOPMOHIB Yepe3 iHOYKIIiio
(bepMeHTIB MOKe 3MEHIIIUTH TepaNneBTUYHUU e(PeKT IIpenapary Bi3aH i mpu3BecTu A0
HeOaxkaHUX epeKTiB, HanpUKJIad A0 3MiH XapaKTepy MeHCTpyaJibHOI KpOBOTEYi.

3MeHIIIeHHS KJIipeHCY CTaTeBHUX TOPMOHIB Yyepe3 NIPUTHiYeHHS PepMeHTy MOoXKe
3MEHIIUTHU TEPAEeBTUYHMNM eheKT mpernapary Bisan i mpusBecTu g0 pO3BUTKY
MoOiYHUX peakllii.

e Pe4oBMHY, 110 NiABUIIYIOTh KJIiPEHC CTAaTEBUX TOPMOHIB (3HUKEHHS
e(peKTUBHOCTI HIJIAXOM iHOYKYBaHHS (hepMEeHTIiB), HalpuKiaa: GeHiToilH,
O6apbiTypaTu, npuMinoH, KapbaMa3serIliH, pudaMOiuH, a TaKO¥K, MOXKIIUBO,
OKCKap0Oa3seriH, Tonipamart, penbbamMaT, rpu3eodyIbBiH Ta 3acC0o0H, 110 MIiCTSATH
3Bipobitt (Hypericumperforatum).

IHOyKIiss pepMeHTIiB MOXKe CIIOCTepiraTucs Hicis OeKiTbKOX OHIB Teparril.
MaxkcuMarnbHa iHOYKIlig GepMeHTIB 3arajoM BUSBISETLCA Yepe3 OeKiTbKi TUKHIB.

[HOyKIlig epMeHTIiB MOXKe TPpUBATHU OO 4 TUXKHIB MiC/Ig IPUITMHEHHS Teparil.

Bnonus ingyktopa CYP 3A4 pudamninuHy HoCHiAXKyBaBCs y 3MOPOBUX XKIiHOK y
MOCTKJIIMaKTEPUUYHOMY mepiofi. OmHoYacHe 3aCTOCYBaHHS puPaMITiIUHY 3
Tab1eToBaHoOi0 GOPMOIO €CTPaiosy BajlepaTy/OieHOTeCTy IPU3BEJIO A0 3HAaYHOTO
3HUIKEHHS PiBHOBaXKHOI KOHIIEHTPAIlil Ta CHCTEMHOTO BIIJIMBY OIEHOTECTY Ta
ecTtpagiony. CUCTEMHUY BIIJIUB [O1I€HOTeCTy Ta eCTpafiojly y PIBHOBaXXHOMY CTaHi,
BumMipssuui 3a AUC (0-24 rogouHu), 3MeHIIUBCSI Ha 83% Ta

44 % BigmmoBigHO.

e PeyoBuHU 3 p13HI/IM BIIJIMBOM Ha KJ'IipeHC CTaTeBHuX I"OpMOHiB.



OmHOYacHe 3aCTOCYBaHHS 3i CTaTEBUMH OPMOHAMM BEJIMKOI KiTbKOCTiI KOMOiHaITii
inrioiTopiB BIJI-mpoTea3u Ta HEHYKJI€03UOHUX iHTi0iTOPiB 3BOPOTHOI TPAHCKPUIITA3U Y
noegHaHHI 3 KOMOiHaLisMu iHri6iTopiB Bipycy rematuty C Moxke 30inpmuTu abo
3MEHIIUTH PiBEHb IIPOTECTUHY B IJIa3Mi KpoBi. CYKymHUM BILJIMB IIUX 3MiH MOXKe OyTH
KJIIHIYHO 3HAYYIIUM Yy OEesIKUX BUMIaOKaXx.

e PeuoBHHH, 1110 3HUKYIOTH KJIiPEHC CTAaTeBUX IOPMOHIB (iHrib6iTopu dpepmMeHTiB).
Iienorect € cyocTtpaTom 1utoxpomy P450 (CYP) 3A4.

KrniniyHa 3Ha4yIIicTh MOTEHIIMHNUX B3aEMOIiN 3 iHribiTopamMu GpepMeHTiB
3aJIMIIAETHCSI HEBIIOMOIO.

OnmHOYacHe 3acToCyBaHHs cunbHUX iHTiO6iTOPpiB CYP3A4 MOKe 306iblTyBaTH I1J1a3MOBIi
KOHIIeHTpallil IiEHOTEeCTY.

OmHo4YacHe 3aCTOCYBaHHSA i3 cubHUM iHTiOiTOpOoM pepMmerHTy CYP3A4 KETOKOHA30JIOM
MPU3BOAMIIO OO0 ImiaBuIlieHHs y 2,9 pa3a AUC (0-24 roguHu) Oi€EHOTECTYy Y
piBHOBaxkHOMY cTaHi. OgHOYacHe 3aCTOCYBaHHSA 3 IIOMipHUM iHTiGiTOpOM
€PUTPOMIITUHOM ITPU3BOAUIIO A0 ImiaBuilleHHa y 1,6 paza AUC (0-24 roguHn)
Oi€EHOTeCTy Y PIBHOBaAXXHOMY CTaHI.

Bnaue dieHo2ecmy Ha iHWI aikapcvki 3acobu

3a pe3ynbTaTaMM [OCHiXKeHb iHTiOyBaHHS in vitro, KIIiHiYHO 3Ha4yIlla B3a€EMOis
OIEHOTECTY 3 iHIIMMU ITpernapaTaMu, MeTaboJ1i3M SIKUX OIIOCEPEIKOBYETHCS
bepmenTamu nutoxpomy P450, € ManouMOBIpPHOIO.

B3aemoolia 3 xapuosumu npo0yKkmamu

[TpuiioM 1kKi 3 BUCOKMM BMiCTOM KHMPiB He BIJIMBaB Ha O0iOMOCTYNHICTh IIpenapaTry
BizaH.

JlabopamopHi mecmu

[TpuiioM IIPOTECTOTeHiB MOXK€e BIIMHYTH Ha Pe3yJIbTaTH OEesIKUX J1a00paTOPHUX
aHaJIi3iB, 30KpeMa Ha OioxiMiuHi TapaMeTpu MeYiHKU, IIUTOBUOHOI 3a/103U, QYHKIIil
HUPOK Ta HaAHUPKOBUX 3asI03, PiBHi 0inKiB (HOCIiiB) y nmia3mi KpoBi (Hanmpukiang ['3K Ta
¢paxwil mimigis/minonpoTeifiB), mapaMeTpu MeTab0J1i3My BYTJIEBOAIB Ta ITOKA3HUKH
Koaryisirii Ta ¢pi6puHOomily. 3MiHM 3a3BUYal 3aJIMMIAI0TLCS Y MeXXax J1abopaTopHOi
HOPMHU.

Oc006/1MBOCTi 3aCTOCYBaHHS

3acmepedtceHHA.



Ockinbku BizaH - mipemnapar, 110 MiCTUTh TUIBKUM IIPOreCTOTe€H, BBaXKa€ThCS, 1110
0CO0OJIMBI 3acTepexkKeHHs Ta 3axoau 0e3MmeKH I0A0 3aCTOCYyBaHHS IIPOTeCTUHOBMICHUX
IIpernaparTiB TaKOXK CTOCYIOTHCS IIpenapaTry BisaH, xo4ya He BCi 3aCTepeXeHHSA Ta
3amo0ixkHi 3aX0u I'PYHTYIOThCS Ha BiOMOBIiOHUX pe3ynbTaTaX KIIIHIYHUX OOCIHiIXKEHb
caMme LIbOTO IIperapary.

[Tpu noripueHHi abo mepiIoMy BUHUKHEHHI OyOb-sIKOT0 i3 3a3HaYeHUX HUXKYE
CTaHiB/(aKTOPiB PU3UKY B iHOAUBiAyaTbHOMY IIOPSAAKY Ma€ OyTU MPOBEAEHUN aHaJIi3
CIIiBBigHOIIIEHHS PU3UK/KOPUCTh Mepe IToYaTKoOM ab0 IMPOI0BXKEHHSIM 3aCTOCYBaHHS
npemnapaty BizaH.

TsI2KKi MaTKOBI KPOBOTEYl

MaTkoBa KpoBOTeYa, HalpuKJjaj, y XKiHOK 3 afeHOMi0o30M MaTKu abo 1eiioMioMOI0
MaTKH, MOKe 30iJTbITyBaTHCS MPU 3aCTOCYBaHHI mpenapaty BisaH. fAKmnio kpoBoTeya
BHUpaXKeHa i He MPUIINHSIETHCS IIPOTATOM TPUBAJIOTO Yacy, BOHa MOXKe IIPU3BECTHU [0
aHeMil (y messKUX BUIIaAKaX TSXKKOI). Y TaKOMYy pa3i IMOTPiOHO PO3TNISHYTU MUTAHHS
ITPO MPUIIMHEHHS ITPUNOMY ITpelapary.

3MiHa XapaKTepy KpoBOoTedi

JIikyBaHHS npernapaToM Bi3aH BII/IMBa€ Ha XxapaKTep MEHCTPyaJlbHOI KPOBOTEYi ¥
OinbIocTi XkiHOK (OuB. po3min «ITob6iuHi peakIii»).

LIMPpKYISTOPHI MOPYIIIEHHS

Ha mifmcTaBi pe3ynbTaTiB enifeMioIoTriYHUX OOCIIII?KEeHb BUSBJIEHO HEBEJIUKY KIJIBKICTh
OaHUX IIONO0 ICHYBaHHS 3B’A3KYy MiXK 3aCTOCYBaHHAM IIperapariB, 100 MICTATh TiJIbKUA
IIPOTEeCTOreH, i MABUILIEHHSAM PU3UKY PO3BUTKY iH(papKTy MioKappaa abo 1epebpanbHOl
TpoMOoemOorii. PU3uK KapaioBacKynsipHUX i lepeOpanbHUX SBUII] HIBULIIIE
IIOB’A3aHUU 3 BIKOM, apTepiajbHOIO TiepTeH3i€to 1 naliHHaaM. Y XIHOK 3 rilnepTeH3iern
PU3UK PO3BUTKY iHCYIbTY MOXKe Ielro 30iIblTyBaTHUCS IIPU 3aCTOCYBaHHI IIpenaparis,
110 MICTATh TiJIbKU IIPOTreCTOrEeH.

IesKi DoCIigXKeHHS CBigYaTh [IPO iICHyBaHHS II€BHOI'0, IPOTE HE CTaTUCTUYHO
3HAYYIIOTO 30ibIIIeHHS PU3UKY PO3BUTKY BEHO3HO1 TpoMOoemMOotil (TpoM0O03
rnuboKuX BeH, TpoMOoeMOO0Iisl IereHeBol apTepil), TOB’I3aHOT0 3 BUKOPUCTAHHSIM
mperaparis, IO MICTATh TIJILKY IPOTeCTOreH. 3arajJbHOBU3HaHI (paKTOpPH, 10
MMiABUIIYIOTh PU3UK BUHUKHEHHS BeHO3HO1 TpoMboeMoOortii (BTE) BK/II0UaOTh:
ocobucTtuht abo ciMeliHul aHaMHe3 (Hanpukiap Bunagku BTE y 6paTiB uu cectep abo
0aTbKiB Y BIDIHOCHO MOJIOOOMY Billi); BiK; OKUPiHHS, TpHUBaa iMMoOini3airis,
paguKaabHi Xipypriuydi BTpy4aHHs abo TpaBMU. Y BUNIAOKy TpHUBaIol iMMo0Oismi3ariil
PEKOMEHOYEThCSA IPUIIUHUTU 3aCTOCYBAaHHS IIperapaTty Bi3aH (Ipu ni1aHOBUX
olepalligax moHalMeHIIe 3a 4 TUXKHI OO 11 TPOBEOEeHH) i He TOYMHATHA 3HOBY MOTO



IIPUMOM paHillle HixK yepes3 2 THUXKHI ITic/s TOBHOI peabimiTariii.

HeoOxigHo OpaTu [0 yBaru IIiOBUIIEHHS PU3UKY PO3BUTKY TpoMOoeMOoIIil v
MiCJISIIIONIOTOBUM IIepiof.

Y pa3i BUHMKHEHHS CUMIITOMiB BEHO3HUX Ta apTepialbHUX TPOMOOTUYHUX
3axXBOPIOBaHb a00 IimO3pH Ha HUX JIIKyBaHHS CIIi IPUITUHUATH.

[Tyxnuau

MerTa-anani3 54 enigeMioIOriyHUX OOCIIIIKeHb BKa3y€e Ha He3HayHe MifBUIlleHH S
BimHOCHOTO pu3uKy (BP = 1,24) po3BUTKY paKy MOJIOYHOI 3aJI03H1 y XKIiHOK, SKi
3aCTOCOBYIOTh OpaibHi KOHTpauenTtusu (OK), TOTOBHUM YHMHOM Ti, IIIO0 MICTATH
eCTpOoreH-nporectorex. lley nigBUIIIeHUN PU3UK IIOCTYIIOBO 3HUKAE nNpotsirom 10
POKIiB ITiC/Is 3aKiHYEHHS NPUMOMYy KOMOiHOBaHMX OpanabHUX KOoHTpauenTusiB (KOK).
OCKinbKY pakK MOJIOYHOI 3aJI031 Y KiHOK BikoM A0 40 pOKiB 3yCTpidya€eThCs PidKo,
30i7bIIIeHHS KiJIbKOCTI BUIIQAKiB MiaTHOCTUKY PaKy MOJIOYHOI 3aJI03M Y XKiHOK, SKi
BUKOPUCTOBYIOTh ab0 HelomaBHO BuKopucToByBanu KOK, € He3HAQUHUM 1100
3araJibHOTO PU3UKY pPaKy MOJIOYHOI 3a/1034. ICHy€ OfHAKOBUM PU3UK BUSBIEHHS PaKy
MOJIOYHOI 3aJI03H y XKIiHOK, SIKi IIpuiMalu mpenapaTH, 10 MiCTITh TiJIbKU
nporectoreH, abo KOK. OgHak iHdopMaliis 111ogo mpenapariB, IKi MiCTSITh TiTbKU
IIporecToreH, 6a3yeThCs Ha JaHUX, OTPUMAHUX Big HabaraTo MeHIIOo] KiJTbKOCTi XKiHOK,
sIKi 1X 3aCTOCOBYIOTh, i TOMy BOHA € MEHIII IIePEKOHJINBOIO, HiXK maHi mjogo KOK.
Pe3ynbpTaTi UxX OOCHiAXKEHDb He HaJalTh HOKa3iB iICHYBaHHSA IIPUYKUHHOTO
B3a€EMO3B’sI3KYy. [IiIBUIIIeHHS PU3UKY MOXKe OyTH 3yMOBJIEHE SK OilbIll PaHHBLOIO
OiarHOCTUKOIO PaKy MOJIOYHOI 3aJI03U Y XKiHOK, AKi BUKOpucToByl0Th OK, Taxk i
OioJyoriuHOIO Ii€ro ITUX IpernapaTiB abo moemHaHHSIM 000X pakTopiB. Big3HaueHo
TEHIEHIIi10, III0 paK MOJIOYHO]I 3aJI031, BUSBIIEHUH Yy XKiHOK, SIKi KOJIU-HeOyOb
npuuManu OK, KJIIHIYHO MEHII BUPaXXEeHUU, HiXK y TUX, XTO HIKOJIX HEe 3aCTOCOBYBaB
OopaJibHi KOHTpAallEeIITUBHU.

Y noopuHOKUX BUIAOKaX y KiHOK, IKi 3aCTOCOBYBa/JId TOPMOHAJIbHI peYOBUHHU, TTOAIOHI
IO Ti€l, 10 MiCTUTHCS Yy IIpenaparti BizaH, cmocTepiranucs goOPOSKiCHI, a Iie pigiie -
37I0SIKIiCHI ITyXJIMHU MEeYiHKH, IKi B OKpeMUX BUIIagKaX MPU3BOOUIIM 00 HeOe3meyHoil
OJi8 )KUTTS BHYTPIIIHBOUYEPEBHO1 KPOBOTEYi. Y pa3i BUHUKHEHHS CKapT Ha CUJIbHUU
0inb B emiracTpanbHiM OinsHIl, 30iTbIIeHHS ITeYiHKu ab0 MOosIBM O3HAK
BHYTPIIITHbOUYEPEBHOI KPOBOTEYi ITpu AuUdepeHIlifiHil OiarHOCTHUIIi CJIi BpaxOByBaTHu
MOXKJIMBICTh HAsIBHOCTI MIYXJIMHU II€YiHKHU y XKIHOK, K1 IpUUMalOTh IIpemnapar BizaH.

OcTeonopo3

3MiHM MiHepasibHOI HIiIIBHOCTI KicTKOBO1 TKaHuHU (MIIIKT).



3acTtocyBaHH4 npenaparty Bisan migmiTkaMm (12-18 pokiB) mpoTAroMm mnepiony
JIiKyBaHHS 12 MICSIIIB aCoOllifoBaj0Cs 31 3HUXKEHHAM cepeaHboro 3HayeHHss MIIKT y
rnornepekoBoMy Binmini xpebta (L2-1L4) Ha 1,2 %. ITicnsg npunuHeHHS JTiKyBaHHS
MIIKT migBuiiyBasiacs 3HOBY Y LIUX ITAIIEHTIB.

Cepenns BigHOoCcHa 3MiHa MIIKT Big BUXigHUX IMOKAa3HUKIB A0 3aKiHUYEHHS JIIKyBaHHSA
ctaHoBuima 1,2 % 3 mianma3zoHoM MixX -6 % Ta 5 % (OI 95 %: -1,70 % ta -0,78 %,
n=103). [ToBTOpHE BUMipIOBaHHS Yepe3 6 MICAIIIB ITiCJIA 3aKiHYEHHS JIIKyBaHHS Y
nigrpymni 3i 3uuxkeHumu 3HadyeHHAMU MIIKT nmoka3asno TEHOEHIiI0 00 BiTHOBIEHHS
(cepenHs BiZHOCHA 3MiHa Bif BUXIHHUX NOKA3HUKIB: -2,3 % IIpU 3aKiHYEHH] JIiIKyBaHHS
Ta -0,6 % 4depes3 6 MicALIB ITiCcJIg 3aKiHYEeHHS JIIKyBaHHS 3 Oiana30HoOM Mix -9 % Ta 6
% (III 95 %: -1,20 % Ta 0,06 % (n=60)).

[TopyueHHs MiHepanabHOI IIiIbHOCTI KiCTKOBOI TKAHUHU Ma€ 0COOIMBE 3HAUEHHS Y
IifJIiTKOBOMY Billi Ta y paHHIU Iepiof CTaTeBOI'0 OO3PiBaHHS, KPUTUYHUM Ilepiof
poCTy KicTOK. HeBimoMo, 4u 3MEeHIIUTH IIIKOBY KiCTKOBY MacCy Ta ITIIBUIIUTE PU3UK
repesoMy KiCTOK y HmiTHbOMY Billi 3HuKeHHsa MIIKT y it momynsiil (OuB. po3min
«[ditTu» Ta «®apMaKOIOTiUyHiI BIaCTUBOCTi»).

Ilepen moyaTKOM JIiIKyBaHHS JIIKapIO CJIiZl 3Ba’KUTU IlepeBaru 3aCTOCyBaHHS
npemnapaTty BizaH Ta MOXKI/IUBI pPU3UKHU 3aCTOCYBAHHS [OJI KOXKHOT'O0 OKPEMOTO MiOIiTKa,
BPaxOBYIOYM TAaKOXK HASIBHICTb CYyTTEBUX (PAaKTOPiB PU3UKY OCTEOIIOPO3Y.

AnmekBaTHe 3aCTOCYBaHHS KaJbllilo Ta BiTaMiHy D mpu mieTHYHOMY Xap4yyBaHHI abo
IIPY 3aCTOCYBaHHiI Xap40oBUX N0OABOK € BaXKJIMBUM [JISI 3[TOPOBOT0 CTaHY KiCTKOBOI1
TKaHUHHU y KiHOK yCiX BIKOBUX KaTeropil.

He cnoctepiranocsa 3auxkenssa MIIKT y nopocnux (ouB. po3nin «®apmMakogvuHaMiuHi
BJIACTUBOCTI»).

Y mauieHTOK, Kl 3HaX0OATHCA y IPYIi HiABUILEHOT 0 PU3UKY PO3BUTKY OCTEOIIOPO3Y,
peTenbHa OIliHKa CITiBBiIHOIIIEHHST PU3UK/KOPUCTD ITIOBUHHA OyTHU ITpoBeAeHa 0
II04YaTKYy JIIKyBaHHA IIpenapaToM Bi3aH, OCKIJILKU PiIBEHBb €HIOT€HHUX €CTPOTEeHIB
IIOMIpHO 3HUXKYETHCSA Ha TJIi JIIKyBaHHSA npenapaTtoM BizaH (QuB. po3gin
«®apMaKoguHaMiKa»).

THI1i cCTAaHU®

3a cTaHOM IIaLliEHTOK 3 JEeMpeCci€l0 B aHaMHe3i CJIi peTelbHO CIocTepiraTu i
MIPUIIMHUTY 3aCTOCYBaHHS ITpellapaTy IIPpU PO3BUTKY BUPaKEHUX MPOSIBIB Aemnpecii.

IlieHorecT 3a3BMYal He BIJIMBAE Ha apTepialbHUM TUCK Y HOPMOTEH3UBHUX XKiHOK.
IIpoTe, gKIO TpUBaJja KJIIHIYHO BUpaXkKeHa rinepTeH3iss BUHUKAaE IIif 4ac
3aCTOCYBaHHS IIpenapaTry, PEKOMEHAOYEThCSA BiIMIHUTHU npelapaT BisaH Ta niKyBaTu



rinepreHsito.

[Tpu peruaomnBi X0IeCTaTUYHOI XKOBTSIHUII Ta/ab0 cBepOexXy, 1110 BUHUKAJIH Y IIepiof
BariTHoOCTi abo morepegHbOTr0 3aCTOCYBAaHHS CTaTEBUX T'OPMOHIB, 3aCTOCYBaHHS
npenaparty CIifg IPUINHUTH.

[lieHorecT MOxKe MaTH He3HAYHUU BIIJIUB Ha NepudepruydHy iHCYyTiHOPE3UCTEHTHICTh
Ta TOJIEPAHTHICTD A0 rioko3u. 2KiHKHM, XBOpi Ha IIyKpoBui miabeT, 0COOIUBO 3
recTallilHUM LYKPOBUM HiabeToM B aHaMHe3i, TIOBUHHI peTeIbHO 00CTEeXKyBaTUCS
IIPOTSATOM 3aCTOCYBaHHSA IIpenapaty BisaH.

[HOmi MO2XKe pPO3BUBATUCS XJI0a3Ma, 0COOJIMBO y KiHOK 3 XJI0a3MOIO BariTHUX B
aHaMHe3i. 2KiHKU, CXUJIbHI JO BUHUKHEHHS XJI0a3MH1, TOBUHHI YHUKATHU Oil TPIMUX
COHSYHUX ITPOMeHIB ab0 y/nbTpadioneToBOro BUIIPOMIHIOBaHHS i YaC IPUHUOMY
npemnapaty BisaH.

IMOBipHICTH TO3aMaTKOBO1L BariTHOCTI ¥ KiHOK, SIKi BAKOPUCTOBYIOTH [OJII KOHTpaIenIil
pemnapaTy, 110 MICTATh TiJIbKU IIPOTEeCTOTEH, € BUIIIOI0, HiXK Yy XKIHOK, AKi
3acTtocoByioTh KOK. Tomy A1 XKiHOK 3 IT03aMaTKOBOIO BariTHICTIO B aHaMHe3i abo
NMOPYyUIEeHHSAM (PyHKIIil MaTKOBUX TPyO NUTaHHSA PO BUKOPUCTaHHA npemnaparty Bizan
CIIii BUPIIIIyBaTU TiIbKU TICJII PETEJIbHOI OL[iHKY CIIiBBiHHOIIEHHS KOPUCTh/PU3UK.

[Tig yac 3acTocyBaHHS IIpemnapaTy Bi3zaH MOXKe BUHUKATH IIEPCUCTEHIISA (HOIiKYIIiB
(4acTO 3a3HAYAETHCA AK (PYHKIIIOHAJIBHI KiCTHU I€EYHUKIB). BimbmIicTs 11X (OJIIKYIIIB €
0e3CUMIITOMHUMH, X04a AesKi MOXKYTh CyIIPOBOIAXKYBaTUCSA O0JIEeM y OiJITHII Ta3a.

He BUKOPUCTOBYETHCA y repiaTpUUHIN IIPAKTHULIL.
JlakTO3a

KoxxHa TabneTka npemnapaty Bizan mictuth 62,8 Mr nakTo3u MoHorigparty. IlamieHTu 3
PIOKICHMMY CIIaJKOBUMU 3aXBOPIOBaHHSAMU, [10B’A3aHUMU 3 HEIIEPEHOCUMICTIO
rajakTo3u, medimurom makTa3u Jlanma abo MarbabCcopOITiero TII0KO3KU-TaIaKTO3H, SIKi
OOTPUMYIOTHCSI 0€37TaKTO3HOI Ii€TH, IIOBUHHI BpaxOByBaTH KilTbKiCTh Ili€l peYHOBUHU Y
TabseTIi mpenapaTty BizaH.

3maTHiCTh BIUITMBATH HA IIBHIKICTH peakilili mpu KepyBaHHI aBTOTPAaHCIIOPTOM
a0o0 iHmMMHu MexaHi3ZMaMHu

He cniocTepiranu BIJIMBY Ha 30aTHICTh KePyBaTU aBTOTPAHCIIOPTOM Ta IIpalfoBaTH 3
IHIIMMU MexaHi3MaMU y MalieHTOK, AKi IpuiMasu npenapaTy, 10 MiCTATh Oi€HOTeCT.

3acTocyBaHHsA y nepioa BariTHoCTi a00 rogmyBaHHsI IPyIaio



Bazimuicmb. IcHy10Th 00MeXKeHi gaHi 100 3aCTOCYBaHHS [i€HOTECTY BariTHUM
XKinkaM. [JocligKeHHS Ha TBapHHaX He BKA3YIOTh Ha NPSMUM a00 HETIPSIMUMN PU3UKU
PEnpoOOyKTUBHOI TOKCUYHOCTI (OUB. po3Oin «®apMaKOJIOTidHi BTaCTUBOCTI»).

Bizan He peKOMEHOYETHCS 3aCTOCOBYBATH BariTHUM KiHKaM, TOMY 1110 HEMa€ MOoTpedu
JIIKyBaT¥ €HOOMETPIo3 y Iepiof BariTHOCTI.

I'ooysanHs 2pydoro. JIikyBaHHS IIpelapaToM BisaH y mepion rogmyBaHHS TPYOOI0 HE
pekoMeHnyeThCsA. HeBinoMo, 4u IPOHUKAE Oi€HOTeCT y 'PyAHE MOJIOKO XKiHKU. [laHi,
OTpUMaHIi y X0l DOCIiAXKeHb Ha TBapUHAaX, BKa3ylTh Ha IPOHUKHEHHS OI€HOTeCTy Y
rpyaHe MoJioKo. Cliif IpUMHATH PillleHHS PO IPUIUHEHHS rofgyBaHHS rpyaaoo abo
MIPUIINHEHHS Teparlil npenapaTtoM BisaH, 3Baxkaiouu Ha KOPUCTDb TOAYyBaHHS T'PYOOI0
OJI DJUTUHY 1 HeOOXigHICTh Tepamil Ois XKiHKU.

®epmuavHicme. Ha nifgcTaBl HassBHUX OJaHUX MOXKHa CTBEPHXKYyBaTH, 110 IIiJ 4ac
JIiIKyBaHHSA ITpenapaToM BizaH y OifbIIOCTi NMalliEHTOK iHTiOyeThCA oByALisg. OgHaK
mpemnapat BizaH He € IPOTU3aIUIITHUM 3aco00M.

Axio nmorpibHa KOHTpaAIleMNIlisi, CJIig JOOaTKOBO 3aCTOCOBYBaTU HETOPMOHAIbHUMN
MeTon 3anobiraHHs BariTHOCTI (OuB. po3ain «Crocib 3acToCyBaHHS Ta HO3U»).

Ha mipcTaBi HassBHUX JaHUX MOXKHaA CTBEPAXKYBaTH, 1110 MEHCTPYaJIbHUU IIUKII
IIOBEPTAETHCSA OO HOPMU IIPOTATOM 2 MICSIIB MiC/Is IPUIIMHEHHS JIIKyBaHHA
npemnapaTtoM BizaH.

Cmocid 3acTocyBaHHs Ta M03H

Cnocib 3acmocys8aHHs

Irist IIepopaJIbHOT'O 3aCTOCYBaHHA.

Ho3yeaHHA

[MTputimaTtu o 1 TabneTii noausa 6e3 epepBU y 3aCTOCYBaHHI mpenapaTy IMpubIn3Ho
B OUH i TOM Ke 4Yac, 3allMBal04YM HEeBEeJIMKOIO KiNTbKicTio piguHu. TabmeTKu MoXKHa
IIpUMMaTHU He3aJleXKHO Bill IpUUoOMY 1XKi.

TabneTKu ciim mpuiiMaTu PeTYIsIPHO, He3aJIeXKHO Bil MEHCTPYyaJibHOI KpoBoTeui. AK
TiTbKY TaOeTKM 3 OfHi€l yITaKOBKU 3aKiHUYUIUCS, TOYUHATHU IPUNMaTH TabIeTKH 3
HACTYIIHOI YIIaKOBKM, He POOJISIYM IepepPBHU y 3aCTOCYBaHHI JIikapChbKOT0 3aco0y.

BipcyTHiV mocBif j1iKyBaHHS IperiapaToM Bi3aH maiieHTOK 3 eHIoMeTpio30oM moBiie 15
MIiCSIIiB.

HpHﬁOM IIpernapaTty MO2XKHa PO3II0o4YaTu y 6ynb-HKHfI OeHb MEHCTPYAJIbHOT'O ITUKITY.



3acTocyBaHHS OyOb-TKUX TOPMOHAJIBPHUX KOHTPALEIITUBIB CIIil MPUIHUHUTH IIepeq
IIOYaTKOM TepaIril mpernapaToM BizaH. fkImo HeoOxigHa KOHTpPAIIeIlisl, CITif
OOIaTKOBO 3aCTOCOBYBAaTH HErOPMOHAIbHUN MeTOM 3anobiralnHsa BariTHOCTI
(Hammpuknang 6ap’epHUN MeTOo).

ITponyck nputioMy /1ikapcbkoa0 3acoby

Y pasi nmponycky npuiiomy Tabnetku, OoBaHHsa Ta/abo0 miapei (saki BigOynucs y Mexkax
3—4 ropuH micnsg npuiioMmy TabneTku) epeKTUBHICTL mpenapaty Bizan Moxke
3MEHIIUTHUCS. Y pa3i nponycKy nmpuiomMy ogHiel abo KinbkKox TabmeTok 1 TabieTKy Citim
MNPUUHSTH, SIK TiJIbKY XKiHKa 3rafa€ Mmpo Iie, a HaCTyIIHy IpUUMaTH y 3BU4YallHUU 4ac.
TabneTKy, 1110 He BCMOKTalacs yepe3 0s1ioBaHHA abo miapelo, CIIif aHamoTigyHO
3aMiHUTH Ha iHIITy TabJeTKy.

JTo0amkosa iHppopmauis w000 3aCmMOCY8AHHA 0CODAUBUM 2pynam nauieHmis

ITauieHmu AiMHBLO20 BIKY

Hewmae BinmoBimHUX OKa3aHb OJI 3aCTOCYyBaHHS npenapary BisaH nmamieHTKaM Ii€l
Tpynu.

ITeyiHKkoBa HedocmamHicmbw

[IpemapaT nIpoTUIIOKA3aHUU NaIliEHTKaM i3 TI2KKHUM 3aXBOPIOBAaHHSAM IIEYiHKU HUHI
abo B aHamMHe3i (quB. po3ain «I[IpoTUIIOKa3aHHSI»).

Hupkosa HeOdocmamHicmb

Hemae XomHUX IaHUX, 110 CBimYaTh MPo NoTpedy B KOPEKITil Jo3u [JjIs MalliEHTOK 3
HUPKOBOIO HEJOCTaATHICTIO.

OiTu
[Ipenapat Bi3aH He moKa3aHUU [JI 3aCTOCYBAaHHSA OITAM 0O HaCTaHHS MeHapXe.

Be3neky Ta eeKTUBHICTE 3aCTOCYBaHHA NpemnapaTy BizaH BuB4anu y xoni
HEKOHTPOJIbOBAHOI'O OOCIIIAXKEeHHs TpuBasIicTo 12 micaniB y 111 nmamieHTOK
migIiTKoBOro BikKy (12-<18 pokiB) 3 K/IiHIYHO IMimo3ploBaHUM a0o0 IMiATBEPAKEHUM
eHgoMeTpio3oM (OuB. po3minu «Oco6aIMBOCTI 3acToCcyBaHHSI» Ta «PapMaKOIOTiuHi
BJIACTUBOCTI»).

EdekTuBHicTh npemnapaTy Bizan Oysa mpogeMoHCTpPOBaHa NpPU JIiIKyBaHHI
€HIOMETPio3y, acolliioBaHOTO 3 Ta30BUM 0o0jeM, y miamiTkiB (12-18 pokiB) i3
3arajibHUM COPHUSATIINBUM IIpodinemM 6e31eKu Ta IePeHOCUMOCTI TiKapCchKOTo 3aco0y.



3acTocyBaHH4 IIpelapaTty BizaH y DifJIiTKiB IpOTATOM Iepiony jIiKyBaHHs 12 MicAaliB
acoIIifoBajioCs 3i 3HUKEHHSIM CEePeIHbOr0 3HaUeHHS MiHepaJIbHOl IIiIbHOCTI KiCTKOBO1
TkaHuHU (MIIIKT) y monepekoBoMy Binmini xpebTa Ha 1,2 %. [Ticnsg npunuHeHHS
nikyBanHs MIITKT migBuinlyBasacsd 3HOBY y LIMX Ialll€HTIB.

[MopyIieHHS MiHEpaIbHOI UIiIJIbHOCTI KiCTKOBOI TKAHUHU Ma€ 0COOJIMBO BaXKJINBeE
3HaQUeHHs y MiIJIITKOBOMY BIilli Ta Yy paHHbOMY II€piofi CTaTeBOr0 JO3PiBaHHS,
KPUTUYHOMY IIepiodi pocTy KicTok. HeBimoMo, 4 3MEHIIUTS IIIKOBY KiCTKOBY Macy Ta
HiBUIINTL PU3UK II€PEIOMY KiCTOK Y JIITHbOMY Billi 3HMKeHHA MIIKT y min
TIOITYJISIIil.

TowMmy J1iKapro CJIifi 3BaXKUTHU IIepeBaru 3aCTOCyBaHH4 IIipenapary Bi3aH Ta MOXKJIUBI
PU3UKM 3aCTOCYBaHHS OJII KOXKHOT0 OKpPEMOTo mifjiTKa (ouB. po3fginu «OcobaImuBOCTi
3acTocyBaHHSA», «®apMaKOOWHaMi4Hi BIaCTUBOCTI»).

Ilepeno3yBaHHA

IocmimKeHHs TOCTPOl TOKCUYHOCTI, ITPOBEMIEHI 3 TiEHOTreCTOM, He BKa3yBa/Id Ha PU3UK
PO3BUTKY I'OCTPUX IMOOIYHUX peaklliil y pa3i HEHaBMUCHOTO IIPUUOMY KiTbKOX J000BUX
TepaneBTUUYHUX 003. 2KogHUX crenu@ivHuX aHTUAOTIB He icHye. 3acTtocyBaHHsA 20—30
MT gieHorecTy Ha moOy (1o y 10—15 pa3siB Buile, Hixk go3a B TabIeTIi mpenapaTry
Bizan) ympomoBxk Oinbiiie 24 THUXHIB IepeHOCUIIHCS OyKe moope.

IToOiuHi peakmii

[To6iuHi peaxiii onucano 3rimHo 3 MedDRA.

[To6iuHi peaxiiil HayacTille po3BUBAIOTHCS IIPOTITOM IIEPIINX MiCSIiB 3aCTOCYBaHH S
npemnapaty BizaH i 3HMKaIOTh Y IpPOIeCi JIiKyBaHHSA. MOXYTh ClIOCTEPIraTUCsa 3MiHU
XapaKTepy KPOBOTeY, TaKi IK KpoBOMa3aHHS, HEPETYISPHiI KpoBoTedi abo aMeHopes.

[ToBimoMisiziocss PO HUKYe3a3HaudeHi Mo0iYyHi peakiiil mig Yac niKyBaHHS IpernapaToM
Bizan. [ToGiuHi siBUIIIa, IIPO SIKi Hall4YacCTillle TOBiAOMIISAIOCS ITif Yac JTiKyBaHHS
nmpenapaToM BizaH, BKTI0o4aloTh TojioBHUM 6innb (9,0 %), muckoM@opT ¥ MOTTOYHUX
3ano3ax (5,4 %), npurHidenuu HacTpiu (5,1 %) i akHe (5,1 %).

Kpim Toro, nikyBaHHS npenapaTtoM BizaH BIJiMBa€ Ha XapakKTep MEHCTPYaJIbHUX
KPOBOTeY y OiNbIIOCTI KiHOK. XapaKTep MeHCTPYyaJIbHUX KPOBOTEY OIiHIOBaJIN
CUCTEMATHUYHO 3 BUKOPUCTAHHAM IIOJEHHUKIB IAlllEHTOK Ta aHaJIi3yBaJiu i3
3acTtocyBaHHAM MeTony BO3 npotsarom 90-gmeHHOro 3BiTHOTO Iepiony. IIpoTtsarom
nepimwux 90 gHIB Tepamil npemapaToM BidaH cnocTepiranm Taki KpoBOTeYi 3a
xapakTepoMm (n=290; 100 %): amenopes (1,7 %), HedyacTi KpoBoTedi (27,2 %), 9acTi
KposoTedi (13,4 %), HeperynsapHi KpoBoTedi (35,2 %), TpuBani kpoBotedi (38,3 %),



HOpMaJibHa MeHCTPyaJibHa KPoBOTeYa, TOOTO TakKa, II0 He HaJIeXKUTh M0 KOOHOI 3
nomnepenHix kateropiu (19,7 %). [IpoTarom 4eTBepTOrO 3BiTHOTO IEPiooy
CIIOCTepiraaucs Taki KpoBoTedi 3a xapakTepoMm (n=149; 100 %): amenopes (28,2 %),
HedacTi KpoBoTedi (24,2 %), 9yacTi KpoBoTedi (2,7 %), HeperynsapHi KpoBoTtedi (21,5
%), TpuBaii KpoBoTedi (4,0 %), HOpManbHa MeHCTpyajibHa KpoBoTeda, TOOTO TaKa, 110
He HaJIeXKUTh [0 KOOHOI1 3 molepeaHix KaTteropiu (22,8 %). [Ipo 3MiHu XxapakTepy
MEHCTPYaJIbHUX KPOBOTEY JIUIIE iHOMAI MOBIMOMIISIIU SIK ITPO MOOiuHi peakxiiil y
MmainieHToK (OuB. TAaOGIUINIO ITOOIYHUX peakiri).

Y tabnuili 3a3Ha4yeHo MobiyHi peakiii BignmoBimHo mo Knacudikanii MedDRA (MedDRA
SOCs), nipo AKi mMOBiOMIISIIOCS ITifl Yac JiKyBaHHS IIpenapaTtoM BilzaH, Ta ixHs
YyacToTa.

Y Mexxax KOXHOI rpymnu nmobiuHi edpekTr 3a3Ha4Ye€HO Y MOPSIAKY 3MEHIIIeHHS YaCTOTHU:
yacTo (Bin

= 1/100 go <1/10) i HeyacTo (Big = 1/1000 mo <1/100). YacToTa BU3Ha4YeHa Ha
migcTaBi 00’ €gHAHUX JaHUX YOTUPHOX KITIHIYHUX OOCIiIXKEeHb 3a y4acTio 332
narieHTox (100%).

[To6iuni peaxkii, ¢pa3za III kmiHiyHUX Hocmigxkenb, N= 332

CucrteMu oprasis

YacTto HeuacTto
(MedDRA)

3 OOKy cucTeMu KpOBi Ta _
: . aHeMis
TiM(paTUYHOl CUCTEMU

MeTabomi3M Ta )
) _ ) 3HUZKEHHS MacCH Tina,
MIOPYIIeHHS 00MiHY HigBUIIIEHHSI MacH Tina ) B
IMiIBUINEHUN alleTUT
PedYoBUH

IIpUTHIYEeHUU HACTpiH,
L IIOPYILIEHHS CHY, 3aHEINOKOEHH, Oelpecis,
[TcuxiyHi po3nagu . . .
HEPBO3HICTh, 3HUXKEHHA 11abibHICTh HACTPOIO

J1ibigo, 3MiHK HACTPOIO




3 600Ky HEPBOBO1
CUCTEMHU

TOJIOBHUM Oinb, MirpeHb

MIOPYLIEHHS BereTaTuBHOL
PEeTyIsllil, MOPYyIIeHHS YBaru

3 60Ky opraHiB 30py

CyXiCTbh O4en

3 OOKy OpraHiB CIIyXy Ta
BeCTUOYJIIPHOTO
arapary

O3BiH Y ByXax

3 60Ky ceplis

HecnelnpiuyHi HUPKYIATOPHI
po3nagu, IoCuiIeHe cepreduTTs

3 00Ky CyOouH

apTepiajibHa riIOTEeH3isd

3 OOKy muxaabHOl
CUCTEMMU, OpraHiB
TPYyOHOI KJIITKU Ta
CcepenoCTiHHA

OUCIHOEe

3 OOKY IIIJTYHKOBO-
KHIITKOBOT'O TPAKTY

HynoTa, 0ifb y KUBOTI,
MEeTEeOopu3M, 3AYTTA
KUBOTa, OJII0BaHHSA

miapesi, 3amop, AUCKOMOOPT Y
YepeBHiU ITOPOXKHUHI,
3arnajieHHs LIJIyHKOBO-
KHWILIKOBOT'O TPAKTYy, TiHTiBIT

3 OOKYy IIKipu Ta
ITiAIIKiPHOI KITITKOBUHU

aKHe, aJIoelris

CyXiCTb HIKipH, rineprigpos,
cBepOixK, TipcyTu3sm,
OHIXOKJIa3is, Jiyla, JepMaTuT,
TOPYILIEHHS POCTY BOJIOCCH,
peaxkilili ¢oTOYyTINBOCTI, 3MiHU
HirMeHTalril

3 60Ky OIIOPHO-PyXO0BO1
CUCTEMHU Ta CIOJIyYHOI
TKaHUHU

Oinb y criuHi

0inb y KiCcTKax, M’'sI30Bi CyJOMH,
0inb y KiHITIBKaX, BiguyTTs
TSI2KKOCTI Y KiHIiBKax




3 OOKy HUPOK Ta

. . iH(pEeKITisT CeHOBUBITHUX MIISAXiB
CEeYOBUIIJIbHOI CUCTEMHU

BariHaJIbHUY KaHOUO03, CYXiCTh
BYJIbBU Ta MiXBHU, BUOIJIEHHS 3i

nucKoMdOpT y MonoyHux |CTaTeBHX OpraHis, ik y

o i ' OUISHIN MaJjioro Ta3a,
3 Goky pempopykTusHoi |S1038X, KICTa SEUHMKIB,

; aTpodiyHUY BYIbBOBAriHIT,

CHCTEMH Ta MOJIOUHuX | PHIIHBH, MaTKOBY/ ] y

347103 BariHaJibH1 KpOBOTeqi, 30i7IbIIIEHHST MOJIOYUHUX 3aJI03,
KicTO3HO-(}iOpO3Hi

B T.9. KPOBOMa3aHHs 3aXBOPIOBAHHS MOJIOUYHHUX

3a/103, HarpyOaHHS MOJIOYHUX
3aj103

3arasbHi po3magu Ta aCTeHi4YHi CTaHH,

. . . . HaOpsSK
MiclieBi peakiril OpaTiBJIUBICTh

Takok crocTepiranucs Taki mobiuHi peakilii: mepcucTeHiss GoiKymiB, MigBUIIIEHHS
aleTUTy, peakllil rimepyyTInuBOCTi.

[HI11i cepio3Hi MOOiIYHI peakiiil crmocTepiranucs I 4Yac 3aCTOCYBaHHSI CTEPOITHUX
CTaTeBUX T'OPMOHIB IPOTeCTOTeHiB (AUB. po3ain «OCoOIMBOCTiI 3aCTOCYBaHHS»):
BEHO3Hi Ta apTepianbHi TPpOoMO0OeMOOITiuHi MOPYIIeHHS, apTepialbHa rinepTeH3is,
iH(apKT MioKapaa, IHCy/IbT, HOBOYTBOPEHHS MOJIOYHMX 3aJ103, TYXJINHU II€YiHKY,
BiIuyTTsa OUCKOM(OPTY Yy CIIMHI, XJI0a3Ma, XOJIeCTaTUu4YHa KOBTSIHUIS, OCTE0I0OPO3
(muB. HUK4YE), 3MiHU TOJIEPAHTHOCTI 10 TII0OKO3U ab0 BII/IUB Ha Nepudepruyny
IHCYJIIHOPE3UCTEHTHICTS.

3HHXKEHHSI MiHepaJIbHOI IIiJIbHOCTI KiCTKOBOI TKaHUHU

Y xoni HEKOHTPOJILOBAHOI'O KJIIHIYHOTO HOCIiAXKEeHH 3a y4acTio 111 manieHTok
migIiTKOBOTO BiKy (Bifm 12 mo <18 pokiB), sIKi oTpuMyBaiu Teparlilo npemnapatoM Bisas,
103 nmanientkam BumiptooBanu MIIKT. ¥V 61u3bko 72 % y4aCHUKIB OOCITigXKEHHS
croctepiranocs 3uuxkeHHss MIIKT monepekoBoro Bigginy xpebrta (L2-1L4) micns 12
Mics1IliB 3acTOCyBaHHS (OUB. po3misl «OCcoOIUBOCTiI 3aCTOCYBaHHS»).

IToBigoMJIEHHS IIPO MifM03PIOBaHi MoOiUHiI peakiril

[ToBigoMieHHS IIPO Mimo3pioBaHi MO6GiUHI peakilil y mepion moCTMapKeTUHT OBOTO
CIIOCTEPEXKEHHS € NyXKe BaXKJIMBUMU. Lle mae MOXKIIUBICTH 30iMCHIOBAaTA KOHTPOJIb



CHiBBiIHOIIEHHS KOPUCTh/PU3UK 3aCTOCYBaHHS JIiIKapChKUX 3aco0iB. MenuyHi
MTPAIliBHUKY ITOBUHHI MOBIMOMJISTH PO Mimo3pioBaHi mobiyHi peakxirii.

TepMmin npuagaTHOCTI
5 pOKiB.
VYMoBHM 30epiranus

He BuMaraioThCs crellianbHi yMOBUY 30epiranHs. 30epiratu B opuriHasbHiN yIIaKOBII,
Y HEJOCTYIIHOMY [JIs OiTeu MiCIIi.

He cnig 3acTocoByBaTu Ipenapart IIicjid 3aKiHYeHHs TePMiHY IIPUOaTHOCTI,
3a3HAQYEHOr0 Ha YIaKOBIIi.

YnakoBka

[To 14 TabneTok y OsicTepi; mo 2 61icTepu B KApTOHHIN ITayYIli.
KaTeropis Bignycky

3a peLenTom.

BupooHHK

Baiiep Batimap I'm6X i Ko. KT'.

Micue3HaxoIKeHHsI BHPOOHHKA Ta MOro ajJpeca MiCIisi IpoOBaaXKeHHsI
IJistIbHOCTI

Iob6epanHepiTpacce 20, 99427 Barimap, HimeuunHa.
[Ixepeso iHCTPYKITil

[HCTpyKIIifo TiKapChKOro 3aco0y B3aTO 3 0illiiHOTO mKepesia — [lepKaBHOTO PEECTPY

JIiIKapChKHX 3ac00iB YKpalHu.
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