IHCTPYKIIA

IJIsI MEJUYHOI 0 3aCTOCYBaHHS JIiKapChKOI'o 3aco0y

OIEMOHO®

(DIEMONO)

CKkn1ao0:
Oitoua pevyosuHa: TIEHOTECT;
1 TabneTkKa MiCTUTB 2 MT Ti€HOTECTY;

donomidicHi pevoguHu: TAKTO3W MOHOTIAPAT, KYKYPYO3SHUN KPOXMaJllb, MalbTOJEKCTPHH,
MarHit cteapart, rinpomesnosa 15 cP, Tutany giokcup (E 171), makporon 4000, HaTpito
IIATPaT.

JIikapcbka ¢opma. TabmeTKy, BKPUTI ITiIBKOBOIO 000I0HKOIO.

OcHo8Hi (hi3uko-xiMiuHi 81acmusocmi: Kpyrii 0imi TabneTky, BKPUTI ITiBKOBO 060IOHKOI0 Ge3
nedeKTiB MOKPUTTS, 3 TUCHEHHSIM «M» 3 OHOTO OOKY.

(I)apMaKOTepalIeBTI/I'-IHa rpyua.

T'OpMOHY CTaTEBUX 3a7I03 Ta MPeMapaTH, 10 3aCTOCOBYIOTHCS MIPY MATOJIOTIi CTaTEBUX OpPTaHiB.
[Tporectorenu. IToxigHi npernapgieny. ienorect. Kog ATX GO3D BO0S8.

dPapmako102iuHi 8 1acmueocmi.
dapmakoOuHamika.

[lieHorecT € MOXigHUM HOPTECTOCTEPOHY 0€3 aHIPOTEHHOI Ta 3 IIeBHOI0 aHTHAHIPOTeHHOI0
aKTHBHICTIO, 1[0 CTAHOBUTH IPUOIN3HO ONHY TPETHHY aKTUBHOCTI IIUIIPOTEPOHY aleTarTy. [lieHorecT
3B’A3Y€THCS 3 pelleIToOpaMu IporecTepoHy y MaTii Tinkku 3 10 % BimHOCHOWO adiHHicTIO. BCcynepeu
HHU3bKil apiHHOCTI IO peleNnTOopiB MPOreCTePOHY AIEHOTECT Ma€ CUIbHUM IPOTeCTOreHHUHN eheKT in
vivo. [IieHOTeCT He NPOsBIIsSE€ 3HAaYHY aHAPOTeHHY, MiHEPaIOKOPTHUKOIAHY ab0 I'MI0KOKOPTUKOITHY
aKTHUBHICTE in vivo.

[lieHOreCT BIJIMBA€E Ha €HOMETPi03, 3MEHIIYIOYN €HIOTE€HHY IIPOLYKIII0 eCTPafiony i 3aBASAKU YOMY
IpUTHiIUye TpodiuHi epeKTH ecTpaniony K Ha eyTOIIYHUM, TaK i Ha eKTOMIYHNY eHaoMeTpiu. [Ipu
0e3rmepepBHOMY 3aCTOCYBaHHI MiEHOTECT MPU3BOAUTE N0 CTBOPEHHS TilIOECTPOTEHHOTO,
rimeprectareHHOr0 eHAOKPUHHOTO CEePefOBUINa, 1110 CIPUUNHSIE I0YaTKOBY AeLUAyani3aliio TKaHuHA



€H[IOMETPis 3 OabINOI aTPodicl0 eHOOMETPIOITHNX BOTHMIII.

[TaHi 111010 eeKTUBHOCTI

[TepeBara npenapaTy OiEHOTECTY II0 2 MT MOPiBHAHO 3 mianebo, 6ynia IpogeMOHCTPOBaHa Y XOfi
TPUMICSAYHOTO OOCHiAXKeHHd 3 yuyacTio 198 mauieHToK 3 eHgomMeTpio3oM. bink y gingHIi Tasa,

0B’ SI3aHKM 3 €HOOMETPiO30M, BUMipIOBAJIX 3a AOIIOMOI'0I0 Bi3yaJlbHOI aHaJI0T0BO]1 IKaIK
(0-100 MmmM). ITicns 3 micsIliB miKyBaHHS i3 3aCTOCYBAHHSM Hi€HOTECTY M0 2 Mr OyJia BU3HAYEHA
CTATHCTUYHO MOCTOBipHA Pi3HMII HMOPiBHAHO 3 mnanebo (A = 12,3 mMm; 95 % [II: 6,4-18,1;

p < 0,0001) Ta mpogeMOHCTPOBAHO KITiHIYHO 3HAUYIIle 3MEeHIIeHHS 00JII0 TOPiBHSAHO 3 TOKa3HUKaMHU
[0 TIOYaTKY JIiKyBaHHS (CepefHE 3MeHIIeHHS = 27,4 MM * 22,9).

Yepes 3 micsni mikyBaHHS 3MeHIIEHHS 000 Y OiSHIN Majoro Ta3a, acolif0BaHOTO 3
eHgomeTpio3oM, Ha 50 % abo Ginbiire, 6yno gocsaruyTo y 37,3 % MallieHTOoK, SKi OTpUMyBaju
mierorecT 1o 2 Mr (mmane6o: 19,8 %) 6e3 BigmoBigHOTO 30iMbIIEHHS 03U CYITyTHHOTO
3He00ITI0BaIbHOT0 3ac00y; 3MeHIIeHHs 00JII0 Y OisSHIII Maloro Tasa, OB I3aHOTO 3 eHJOMETPIO30M,
Ha 75 % abo Ginbile, TakoXK 6e3 BiAMOBIAHOTO 306ibIIEHHS NO3U CYIYTHHOTO 3HEOOTI0BAIbHOTO
3aco0y, 6yno mocarayTo y 18,6 % maiieHToK, SKi OTpUMYBaM fieHorecT 1o 2 Mr (mnauebo: 7,3 %).

BigkpuTe MpomoBXKeHHS I[bOT0 IIaIe00-KOHTPOILOBAHOI'O NOCTiIKEeHHS IToKa3ano 0e3mepepBHe
3MEHIIIeHHS 1T0B’I3aHOT0 3 eHIOMEeTPio30M 00JII0 Y HiNSHIN Ta3a MpH JIiKyBaHHI TPUBAicTO 70 15
MiCc4IIiB.

Pe3ynbTaTu mnnare60-KOHTPOILOBAHUX OOCIiIXKEeHb MiATBEPAKEHO pe3yIbTaTaMH, OTPUMAHUMU Y
XO[Ii IMEeCTUMICAYHOTO OCTIIXKEeHHS 3 aKTUBHUM KOHTPOJIEM, TIOPiBHSIHO 3 arOHiCTOM TOHaAOTPOITiH-
PUJII3UHT TOPMOHY 3 y4acT0 252 MallieHTOK 3 eHA0METPi030M.

Y TpBOX HOCTigKeHHAX 3a y4acTi 252 MallieHTOK, SKi OTpHMYyBaJX OiEHOTEeCT H0O0BOIO 103010 10 2 MT,
Oy710 MPOIEeMOHCTPOBAHO iCTOTHE 3HUKEHHS €HIOMETPiOIIHUX YpaxKeHb yepe3 6 MicAIiB TiKyBaHHS.

Y xomi HeBeIMKOr0 JOCHTigKeHHs (n = 8 Ha rpymy J03yBaHH:), Oy10 IPOIeMOHCTPOBAHO, III0
3aCTOCyBaHHS AieHOrecTy 0o00BOI0 103010 1 Mr Ha f00y 3abe3mednsio BiACYTHICTh OBYJIAII] BXKe
yepe3 1 micsip Teparmii. [IpoTusaniigay eQpekTUBHICT OIEHOTECTY 1O 2 MT' Y MacIITaOHiIIIX
OOCIIIIKEeHHSAX He OLIHIOBAJIU.

[TaHi u,00o 6e3neku

PiBeHb €HOOTEHHOTO €CTPOTEeHY TiJIbKKU IIOMipHO MPUTHIYYETHCS i YaC 3aCTOCYBaHHS HIEHOTECTY I10
2 MT.

Y maHu# 4ac pe3ynabTaTH OOBTOCTPOKOBUX HOCIiIXKeHb MiHepasbHOI IIinbHOCTI KicToK (MIIIK) Ta
PU3UKY IIepesioMiB y NallieHTOK, AKi OTPUMYBa/IU Ai€HOTeCT 1o 2 Mr, HepgocTynHi. MIIK omintoBanu y
21 mopocrnol MaIlieHTKH [0 Ta Micjg 6 MiCsIiB MPUINOMY Hi€HOTeCTY 10 2 MT, 3HUKEHHS CePeIHbOr0
noka3Huka MIIK BusBieHo He 0yI0.

Y 29 namnieHToOK, SIKi OTpUMYyBaIu Nednpopeniny ameTtar (JIA), 3a TO Xe Mepiof cepefHe 3HUKEHHS
ctaHoBuio 4,04 % * 4,84 (A mix rpynamu = 4,29 %, 95 % [1: 1,93-6,66, p <0,0003).

He cmocTepiranocs 3Ha4HOT0 BIJIMBY Ha CTaHOAPTHI 1Ta00paTOPHi MOKa3HUKY (Y TOMY YHUCTIi Ha
pe3ynbTaTH aHasi3y KpoBi, OioxiMiuHOTro aHasi3y KpoBi, piBeHb IeUiHKOBUX (DepMEHTIB, piBeHb NiMifiB
ta HbA1C), mig 4ac nikyBaHHS gi€HOTe€CTOM II0 2 MT IpoTsAroM 15 micsanis (n = 168).

[laHi wo0o 6esneku 015 nidaimkis



Be3nexy mienorecTy mo 2 mr 3a mokasHrkaMmu MIIK pgocnigKyBany y X0Oi HEKOHTPOJIOBAHOTO
KJIIHIYHOTO JOCHiAXKeHHI npoTaroM 12 MicAriB 3a y4acTi 111 naiieHToK mifgmaiTKoBOro BiKy (Big 12 mo
<18 pokiB) 3 kniHiyHO Migo3pioBaHUM ab0 MigTBEpAKEHUM eHOoMeTpio3oM. CepenHs BifHOCHA 3MiHa
MIIIK nomnepekoBoro Bigminy xpedTa (L2 - L4), mopiBHSHO 3 MOKa3HWKAMM [I0 IIOYATKY JiKYBaHHS, Y
103 mamieHToK, SKuM 3miricHioBanu BumipioBanusg MIIK, cranoBumna -1,2 %. [ToBTOpHE BUMipIOBaHHS
yepe3 6 MiCALIB IMiCNa 3aKiHYeHHS JIIKYBaHHA Y MIATPYIi NalieHTOK 31 3HUKEHUMU 3Ha4eHHSIMU
MIIIK cBiguumno npo mipgpuinersas MIIK mo -0,6 %.

Besneka 0doseompusasioi mepanii

Byrno npoBegeHo HOBrOCTPOKOBE MiCsgpeecTpaliiiiie aKTUBHE CIIOCTEPEKHE OOCIIIKEeHHS 3 METO0
BHMBUEHHS YaCTOTH BUHUKHEHHS a0o0 MOTipIIeHHS KIiHIYHO 3HAYyIol gemnpecil Ta aHeMil. 3aramom B
nochimxenHi 6panu ygactb 27 840 XkiHOK i3 HEIOAABHO MPU3HAYEHOI0 TOPMOHAJIBHOIO Tepallieio
€HIOMeTPio3y, AKi IPOXOOUIIUA CIIOCTePEXEHHS IPOTATOM TEePMIiHY [0 7 POKiB.

Bcroro 3023 kiKY pO3NOYUHAIIY JIIKYBaHHS 3a IPU3HaYEeHHAM 2 MI fieHOrecTy, a 3 371 nauieHTKH -
3a MpU3HAYEHHSM iHIIUX 3aTBEPOKEHUX JTiKapChKUX 3aC00iB [ TiKyBaHHS €HIOMETPio3y. 3araibHe
CKOpPUTOBaHe CIIiBBiIHOLIEHHS PU3UKY aHEeMil TOPIBHSAHO MiX IMal[ileHTKaMH, SKi IpAUMalu Ji€HOTecCT,
Ta MallieHTKaMH, SKi IpuiiMay iHII 3aTBepAXKeHi JTikapchKi 3acobu 11 NTiKyBaHHS €HJOMETPio3y,
craroBuso 1,1 (95% [I: 0,4 - 2,6). CKopuroBaHe CIiBBiIHOIIEHHS PU3UKY AeNpPecii MOPiBHAHO MiXK
malieHTKaMH, SIKi IpUUMaloTh Ji€HOTEeCT, Ta MallieHTKaMH, SIKi IpUiMany iHIIl 3aTBepPAKeHi
miKapchKi 3acobu mist NMiKyBaHHS eHgoMeTpio3y ctanoBuio 1,8 (95% [I: 0,3-9,4). He moxHa
BUKJTIOUUTH OELIO0 IMiABUIEHUN PU3UK OeNpPecil y MallieHTOK, 110 IPUUMaiTh AiEHOTECT MOPIiBHSIHO 3
iHIMMMY 3aTBePXKEHUMHU JTIKapChKUMU 3aco0aMu [IJig TiKyBaHHS €eHIOMETPio3y.

dapmakoKiHemuka.

AGcop0iris

[Tpu nepopanbHOMY IIpUKOMi BifOyBa€eThCA IIBUKA Ta Maiixke IMOBHa aOCOpOIIis OieHOTeCTy.
MakcuMasnbHa KOHIIEHTpAllid B CUPOBATLi KPOoBi, 47 HI/MJI, BOCATAETHCA BOIPOLOBXK 1,5 roguHu micns
OHOPA30BOT0 mpuitoMy. biomocTynHicTs cTaHOBUTH MPpubIN3HO 91 %. PapMaKoKiHETHKA [i€HOTECTY
3a/IeXKUTh Bif 1034 y giana3oHi o3 1-8 mr.

Po3nopin

IlieHorecT 3B’SI3yETHCSA 3 CHPOBAaTKOBUM alb0yMiHOM Ta He 3B’SI3y€EThCS 3 TI00YIIiHOM, IO 3B’SI3YE
cratesi ropmonu (I'3CC), abo rnobyminoMm, 1o 3B’s13ye Koptukoigu (I'3K). JIume 10 % Bifg 3aranpHOl
KOHIIEHTPAIlil [iEHOTeCTy Y CHPOBATLi KPOBi 3HaXOAATLCSA ¥ BUTTIAAL BiTbHOTO cTepoiny, a 90 % -
HecnenupivyHo 3B'sA3aHi 3 aTbOyMiHOM.

OueBupHuUM 00'€M PO3TOMINY Ai€HOTECTY CTAHOBUTH 40 1.

BioTpancdopmarris

HieHorecT MOBHICTIO MeTa00Ii3yETLCS BiTOMUMH HIITXaMU MeTab0J1i3My CTepOifiiB, 3 YTBOPEHHSIM
IIepPeBaXXHO eHOOKPUHOJIOTiYHO HeaKTUBHUX MeTabostiTiB. Ha migcTaBi gocmimxeHs in vitro ta in vivo
CYP3A4 € ronoBHUM pepMeHTOM, KUl 6epe ydyacTb y MeTabosi3Mi mieHorecTy. BuBeieHHS 1UX
MeTaboIiTiB BinOyBa€eThCs AyKe IIBUMAKO, IPU LIbOMY OiEHOTECT Y He3MiHEHOMY BUTJISAL
3aJIMIIAETHCS TOIOBHOIO (hPaKIIi€ro Y Mi1a3Mi KPOBi.



IBMAKIiCTE KIIPEHCY 3 CUPOBAaTKU KPOBi CTaHOBUTH 64 MII/XB.

BuBeneHHda

PiBeHb mieHOTECTy B CUPOBATIIL KPOBi 3HUKYETHCA ABO(Ma3HO. TpuUBaiCTh Nepiofy HaliBBUBEAEHHS Y
TepMiHanbHil ¢da3i craHOBUTEL NTPUOIKU3HO 9-10 roguH. [lieHOrecT BUBOAUTHCS y GopMi MeTabOJTiTiB i3
cedelo Ta KaJioM Y CIiBBifHOIIeHHiI npubnu3Ho 3:1 micnis mepopanbHOro mpuiiomy y mo3i 0,1 Mr/Kr.
[Tepion HamiBBHMBemeHHS MeTaboMiTIiB i3 ceyero cTaHOBUTD 14 romuH. ITicns opanbHOTO IPUHOMY
npu6nu3Ho 86 % BBemEeHOI 03U BUBOAUTHCS 3 OpPraHi3My IPOTATOM IIEeCTUAEHHOr0 mepiony, Oinbina
YaCTHHA ITi€l KiTbKOCTi BUBOOUTHCS V Mepilli 24 rOIUHYU, TOJIOBHUM YUHOM i3 Cedelo.

CraH guHaMiYHOI piBHOBAru

dapMaKOKiHETHKa Ai€HOTeCTy He 3anexkuTh Bif piBHA ['3CC. [Ipu mogeHHOMY IpUOMi
KOHIIEHTpAllid PeYOBUHU y CUPOBATII KPOBi 3pocTae B 1,24 pa3u, gocsArawyy piBHOBaXKHOTO CTaHY
nicng 4 gHiB 3acTocyBaHHsA. ®apMaKOKiHeTHKa Oi€HOTeCTy MiCiIg IOBTOPHOTO 3aCTOCYBaHHS
Ii€eHOTeCcTy M0 2 MI MOXe OyTH IPOrHO30BaHa Ha MificTaBi JaHUX 070 papMaKOKiHETHKY OfHi€l
OO3H.

ITauieHmu 3 HUPKOBOI HedocmamHicmio

CrenianizoBaHUX OOCTIIAXKEHb OIEHOTeCTY 10 2 MI IIpY 3aCTOCYBaHHI MaljieHTaM 3 OPYIIeHHIM
GyHKII1 HUPOK HE MTPOBOAMIIN.

ITauieHmu 3 nevyiHKo080 HedocmamHicmio

Creniani3oBaHUX OOCTIOXKEHb AIEHOTECTY I10 2 MT IIPX 3aCTOCYBaHHI MalliEHTaM 3 IIOPYIIEeHHAM
GyHKLII TeYiHKY He TPOBOAMIIN.

IokaiHiyHi OaHi 3 6e3neku.

IaHi DOKITiHIYHUX HOCTiAXKEHb He CBif4aTh PO HAagBHICTh CIenupiYHOTO PU3UKY AJIS JIIOAWHYU Ha
mificTaBi CTaHAAPTHUX JOCTiAXKEHb TOKCUYHOCTI ITpU 6araTopa3oBoMy IMPUIOMi, TeHOTOKCUYHOCT,
KaHIIEPOTeHHOI Jil Ta TOKCUYHOT'0 BIIJIUBY Ha PeNpORyKTUBHY (yHKIi0. [IpoTe cnig 6paTu K0 yBary,
II0 CTaTEBi CTEPOLAYN MOXKYTh CIIPUSITU POCTY II€BHUX TOPMOHO3aIeXKHIX TKAHWH Ta yXJIUH.

Kniniuni xapakKTepuCTHKH.
Iloka3aHHA.

JIiKyBaHHS €HIOMETPi03y.

IIpomunoka3aHnus.

IieMOHO® He CIIif 3aCTOCOBYBATH y BUIAAKY HAsBHOCTI OyAb-AKOro 3 HUX4Ye3a3HauyeHHX CTaHiB a6o
3axBopioBaHb. Lls iHpopManis 4acTKOBO OTpMMaHa Ha IifICTaBi 3aCTOCYBaHHS iHIINX IIpelaparis, 1[0
MICTSAThH TiNIbKY IIPOTECTOTeH. Ko Oymb-IKui i3 1[uX cTaHiB ab0 3aXBOPIOBaHb BUHUKAE IIif Yac
3acTocyBaHHs JIieMOHO®, IPUIOM IpenapaTy CJIifi HeraiHo MPUIMHATH:

- rinepyyTNUBICTE MO aKTUBHOI peYOBUHU ab0 [0 Oyab-IKUX OOMOMIXKHUX PEYOBHH, III0 BXOISITh



IO CKJIa[ly IIpenapary;
- BEeHO3Ha TpoM00oeMOOTisl B aKTUBHIN (HOpMi;

- aprepianbHi a00 KapHioBaCKyIIpHi 3aXBOPIOBaHHS HUHI a60 B aHaMHe3i (Hampukiaf, iHpapKT
MioKapfa, iHCyJbT, illeMigHa XxBopoOa cepiis);

- IIyKpOBUii fiiabeT 3 ypaxkKeHHSIM CYMIUH;

- TSIKKi 3aXBOPIOBAHHS MeYiHKY HUHI a00 B aHaMHe3i, TOKK MMOKa3HUKHU QYHKIIiN MeYiHKu He
IIOBEPHYTHCS 10 HOPMU;

- IyXJINHY eYiHKU HUHI abo B aHamMHe3i (mobposikicHi abo 310gKicHi);
- BimoMi a6o mifo3proBaHi 37T0SKICHI MyX/IMHY, 3ajIeXKHi Bil CTaTeBUX T'OPMOHIB;

- BariHajbHa KpOBOTeYa He3'sICOBAHOL €TiONOril.

B3aemodisn 3 inwumu snikapcoKumu 3acobamu ma iHwi eudu é3aemoditi.

[TpuMmiTKa: O BUSBIIEHHS MOXKIIMBUX B3a€EMOJIN CIIifl 03HAHOMUTHUCS 3 IHCTPYKLISIMU AJII MEOUYHOTO
3aCTOCyBaHHS JIiKapChKuX 3aco0iB, SKi MpuiMaioTh OQHOYACHO.

Bnaus iHwux npenapamis Ha JliemMoHo®

MeTab01i3M IPOrecTOreHiB, BKIIIOYAIOYH Ii€HOTECT, 3qiCHIOETHCS TOJIOBHUM YHHOM CHCTEMOIO
muroxpomy P450 3A4 (CYP3A4), mo po3TallioBaHa y C/IM30Bii 000JIOHIl KUIIEUHUKY Ta B MEYiHII.
Tomy ingykTopu abo inriditopu CYP3A4 M0OXyTh BINIUBATU Ha MeTab01i3M IPOTreCTOTeHY.

30inbIIeHHs KITipEHCY CTaTeBHUX TOPMOHIB Yepe3 iHAYKIIiI0 (epMEeHTiB MoXKe 3MEHIIUTH
TepaneBTHYHME epekT [JieMoHO® Ta IPU3BECTH [0 NOOIYHUX peakiliii, HapHUKIIaf, T0 3MiH XapakTepy
MEHCTPYyaJIbHOl KPOBOTEYi.

3MeHILIeHHS KIiPeHCY CTaTeBUX TOPMOHIB yepe3 IPUTrHideHHS (PepMeHTy MOXKe 3YMOBUTH
30i/TbIIeHHS TOKA3HUKIB €KCIIO3UIIi1 IiEHOTECTY, 110 MOXKEe ITPU3BECTH [0 PO3BUTKY MOOIYHUX
peakiii.

- Pe4oBuHHY, 110 MiABUIIYIOTH KJTipEHC CTaTEBUX TOPMOHIB (3HMXKEHHS e(PEeKTUBHOCTI BHACIIILOK
iHOyKyBaHHS (PEPMEHTIB), HaIPUKIIAf, €:

denitoin, 6apbiTypaTH, npuMinoH, KapbaMa3zerid, pudaMITiliH, a TaKOXK, MOKIIMBO, OKCKapOa3erriH,
tonipamart, penbbamart, rpu3eodynbBiH Ta 3acobu, 110 MicTATH 3Bipobiit (Hypericum perforatum).

[apykuis ¢hepMeHTIB MOXKJIMBa MiC/IS OeKiTbKOX OHIB TiKyBaHHS. MaKCHMalbHY iHAYKIIIO (PEPMEHTIB,
SK IIPaBUJIO, CIIOCTEPirarTh yepe3 OeKijbKa TUXKHIB. I1ic/isa npunuHeHHs TiKyBaHHS IHOYKIIisA
(bepMeHTIB MOXKe 30epiraTucs MPOTITOM YOTUPHOX TUXKHIB.

Hiro ingykTopa CYP 3A4 pudamMninyHy BUBYaIU Y HOCTIXKEHHI i3 BKITIOYEHHSIM 3J0POBUX XKIHOK Y
IIOCTKJIIMaKTepUUYHOMY Iepiofi. OgHOYaCHe 3aCTOCyBaHHA PUpaMIIiLUHY Ta eCTPagiony
BaJjiepaTy/mieHorecTy B TableTKax IMPU3BEJIO OO0 iCTOTHOTO 3HUKEHHS PiBHOBaXKHOI KOHIIEHTpallil Ta
ITOKa3HUKIB CHCTEMHOI'0 BIIJIUBY AIEHOTECTY Ta ecTpazniony. CHCTEeMHUY BIJIUB AiEHOTECTY Ta
ecTpapiosny y piBHOBaxXHOMY CTaHi, BUMiIpsaHUY 3a 3HAaUYeHHAM AUC 14 ;opu, 3MEHIINUBCSA Ha 83 % Ta



44 % BignoBigHO.
- PeuyoBrHY 3 pi3HUM BIIMBOM Ha KJIIDEHC CTaTEBUX T'OPMOHIB.

[Tpu ogHOYACHOMY 3aCTOCYBaHHi 3i cTaTeBUMHU rOpMOHAMHU, BeJIMKa KinbKicTh KoMOiHallil iHribiTopis
BIJI-mpoTea3u Ta HEHYKJIEO3UOHUX iHTiOITOPiB 3BOPOTHOI TPAHCKPUIITa3H, BKIII0OYal0yu KoMOiHa1ii
inriditopiB BI'C (Bipycy renatuty C), MoxkuBe 30ibIeHHS a00 3MEHIIIEHHS PiBHSA IPOTEeCTUHY B
na3Mi KpoBi. CyKyIIHUY BIIMB TaKUX 3MiH MOXe OyTH KJTiHIYHO 3HAYYLIUM V [IesSKUX BUMAagKaX.

- Pe4oBuHH, 110 3HUKYIOTH KITipEHC CTaTeBUX TOPMOHIB (iHTiOiTOpU PepMEHTIB):
Hienorect € cyoctpaTom nuToxpomy P450 (CYP) 3A4.
KniniyHa 3HaUyLIiCTh IOTEHIIINHKAX B3a€EMOIiii 3 iHTiGiTOpamMu pepMeHTIB 3aIUIIaeThCs HEBiOMOIO.

OpHoYacHe 3aCTOCyBaHHS cubHOAiIouuX iHribiTopiB CYP3A4 Moxke 30i/blyBaTH KOHIIEHTPAIIiI0
IieHoTecTy y Ina3Mi KpoBi. [Ipu ogHOYACHOMY 3aCTOCYBaHHI i3 CUIbHOAiI0YUM iHTibiTOpOM
dbepmenty CYP3A4, KeToKOHa30510M, crocTepirany migsuiieHHs 3Ha4eHHSI AUC (o4 ronun BIEHOTECTY
y piBHOBaxXHOMY CTaHi ¥ 2,9 pa3u. OgHo4acHe 3aCTOCYyBaHHS 3 IOMipHUM iHTiGiTOpOM,
€PUTPOMIIIMHOM, IPU3BOAUIIO A0 nigsuitneHHsA 3Ha4eHHA AUC (o4 ropum AIEHOTECTY Y PIBHOBAXKHOMY
cTaHi B 1,6 pa3su.

Bnaus TiemoHo*Ha iHwi AiKapcuKi 3acobu

3a pe3ynbTaTaMu JOCIIiIXKeHb iHriOyBaHHS in vitro KiIiHiYHO 3HAYYIIa B3a€EMOMIS OiEHOTECTY 3
iHImMMY TiKapchKUME 3acobamu, MeTaboIi3M SKHUX 0I0CEPEIKOBYETECS (epPMEHTAMU IIUTOXPOMY
P450, € ManmorMOBIPHOIO.

B3aemooisa 3 xapuosumu npodyKkmamu
CraHpapTH30BaHa ikKa 3 BUCOKMM BMiCTOM KMPiB He BIIMBaJIa Ha 0i0gOCTYIHICTh Iiemono".
JlabopamopHi aHani3u

[TpuiioM porecToreHiB MOXKe BIUIMHYTU Ha Pe3y/IbTaTH AeSKUX 1ab0paToOpHUX aHai3iB, 30KpeMa Ha
GioxiMiuHi TapaMeTpu NeYiHKY, MUTOBAAHOI 32103, QYHKIIiI HUPOK Ta HAGHUPKOBUX 3aJ103, PiBHI
6inkiB (HOCiiB) y mia3mi KpoBi (Hanpukiazg rio0ysiny, o 3B’s13ye KOPTUKOIAK, Ta (paxiril
ninipis/nminonporeiniB), mapamMeTpu MeTa00i3My BYTJIEBOLIB Ta IIOKA3HUKY KOaryJsllil Ta
Gibpunomizy. 3MiHU, K MPaBUIO, 3a/IUIIAIOTECS V¥ MeKaX J1abopaTOPHOI HOPMH.

Oco06.1ueocmi 3acmocyeaHHsi.

3acTepexKeHHS

Ockinbku [TieMoHO® MiCTHTD JHIIIE IIPOTeCTOTeH, BBAXKAEThCS, 1110 0COOIUBI 3aCTepeKeHHS Ta 3aX00u
Ge3eKy Py 3aCTOCYBaHHi IpenapaTiB 3 BMICTOM JIMIIE IPOreCTOreHy TaKoXK CTOCYIOThCS JieMOHO®.

Y BunagKy HasiBHOCTi ab0 3arocTpeHHi Oyab-SKOT0 3 3a3HaYEeHUX HUKYE CTaHiB/(paKTOPiB pU3UKY
iHoUBimyanbHUN aHAai3 CIIiBBiTHOIIEHHS PU3UKY - KOPUCTI CIIiJ IPOBECTH Iiepes IIoYaTKoM abo
IPOJOBXEHHAM Teparil i3 3acTocyBaHHAM JieMOHO®.



TsKKi MAaTKOBI KPOBOTEY

MaTkoBa KpoBOTeYa, HallpUKJIaf, V KiHOK 3 afileHOMi030M MaTKHu a0 JIelioMioMOI0 MaTK1 MOXKe
TIOCHUJIIOBATHCS TIPK 3aCToCyBaHHi [JieMoH0". JKI0 KpoBOTeYa BUPaKeHa i He IPUIMHAEThCS
IIPOTSITOM TPUBAJIOTO Yacy, BOHA MOXKe NPU3BECTU 00 aHeMil (Y AedKUX BUIIaKax TAXKKO1). Y BUNIaAKY
PO3BUTKY aHeMil CHIifi pO3TNISHYTH [OLINbHICTh IPUINHEHHS IPUIOMY IiemoHO".

3MiHa xapakmepy Kposomeui

Y GinbIOCTi MAliEHTOK IPU IPUHAOMI Ji€EHOTeCTy 10 2 MT BiOyBa€ThCS 3MiHA XapaKTepy
MEHCTPYaJIbHOI KpoBoTedi (muB. po3min «ITo6iuni peakirii»).

ITopyweHHA Kpogoobizy

B emigeMionorivaux OOCTiAXKeHHSAX OTPHMaHO HebaraTo CBifueHb 3B’I3Ky IIpelapaTiB 3 BMiCTOM
JIUIIIE IPOTECTOTeHY 3i 3POCTAHHSIM PU3UKY PO3BUTKY iH(MapKTy Miokapaa abo 1epebpanbHOI
TpoMOGoeMOotil. PU3UK ceplieBO-CyIUHHUX i IepedpanbHuX SBHUII IesKOI0 MipoIo OB’ I3aHUM 3 BiKOM,
apTepiasbHOIO TillEePTEH3i€0 Ta KyPiHHAM. Y XIHOK 3 TillepTEH3i€10 PU3UK IHCYJIbTY MOXKE [ello
306inbIIyBaTHCS IIPH 3aCTOCYBaHHI ITperaparis, 1[0 MiCTSATh JIAIIE TPOTECTOTEH.

[esKi qOoCigXKeHHs CBiAYaTh PO iCHyBaHHSA I€BHOI'0, IIPOTE He CTaTUCTUYHO 3HAUYIOTO
30inbIIIeHHS PU3UKY PO3BUTKY BEHO3HOI TpoMOoeM6botii (TpoM003 rmuboKux BeH, TpoMOoeMOomis
JIeTEeHeBO1 apTepil), MOB’sI3aHOT0 3 BUKOPUCTAHHSIM IIpenapariB, 110 MICTSTh JIMIIEe IPOTECTOTEH.
3aranbHOBiTOMUME (paKTOpaMy, 110 MigBUINYIOTh PU3UK BUHUKHEHHS BeHO3HOI TpoMboeMbonii (BTE),
€ HACTYIIHi: ocobucTuii abo cimeitHuii anaMHe3 (Hanpukiap, Bunanku BTE y OpaTiB uu cectep ab6o
0aTbKiB Y BiTHOCHO MOJIOOMY Billi), BiK, OKMPiHHS, TpUBaia iMMo06ini3alist, Benuki Xipypriusi
BTpy4aHHS a00 TpaBMU. Y BUMAOKy TPUBaJol iMMo0ini3allil peKOMEeHAYEThCS IPUITHHUTH
3aCTOCYBaHHSA IiemoH0" (y BUIIAOKY IIJTAHOBUX OIlepallill moHaMeHIIe 3a 4 TUXKHI [0 1l MpoBegeHHS)
1 He TIOHOBIIIOBATH MOTO IIPUIIOM 3HOBY paHillle HiX yepe3 2 TUXKHI [iC/Is IOBHOTO BiTHOBIIEHHS
PyXOMOCTI.

Heo0OxigHo mam’siTaTl PO MifBUILEHHS PU3UKY PO3BUTKY TPoMO0eMOOJIii y MiCasImonoroBomy
nepioni.

Y pa3i BUHUKHEHHSI CUMIITOMIB BEHO3HUX Ta apTepiaJlbHUX TPOMOOTUYHUX 3aXBOPIOBaHb a00 Migo3pu
Ha HUX JIIKyBaHHS CJIi IPUIUHUTU HEralHo.

ITyxauHu

Merta-aHasi3 54 emnifeMionorivyHuX JOCIiAXKeHb CBIIYXTh IIPO He3HaUYHe 3POCTaHHS BiTHOCHOTO
pusuky (BP = 1,24) po3BUTKYy paKy MOJIOYHOI 3aJI034 V XKiHOK, SIKi 3aCTOCOBYIOTh OpaibHi
KoHTpauenTtuBu (OK), rOIOBHUM YHMHOM Ti, 110 MiCTSITh €CTPOT€H-IIPOTECTOreH. TaKui MiABUIIIEHUN
PHU3HUK IIOCTYIIOBO 3HUKAE IPOTSIroM 10 pokiB micg 3akiHYeHHS MpuitoMy KoMOiHOBaHUX OpaIbHUX
koHTpanenTtusiB (KOK). OckinbKu pak MOJIOYHOI 3271034 y XKiHOK BikoM [10 40 poKiB 3ycTpidaeThcs
pinKo, 36inmbIIeHHS KiTbKOCTI BUNIAAKIB NiarHOCTUKY pPaKy MOJIOYHOI 3a/I03H y XKiHOK, AKi
3aCTOCOBYIOTH a00 HelrogaBHO 3acTocoByBanu KOK, € He3HaYHUM OO 3arajibHOT0 PU3UKY PaKy
MOJIOYHOI 3a/1034. [CHye OmHAKOBUI PU3UK BUSBIEHHS PaKy MOJIOYHOI 3aJI031 Y XKiHOK, SIKi
IpUMMay IpemnaparTy, 1o MicTaTh nuile mporectoreH, abo KOK. Xoua iHpopMmaliis, 110 cToCcyeThCs
Ipernaparis, SKi MiCTATH JIHille TPOTecToreH, 6a3yeThcsl Ha HabaraTo MeHIIiN KilbKOCTi XKiHOK, SIKi 1X
3aCTOCOBYIOTh, i TOMY BOHA € MEHII IEPEKOHINBOM0, HiXK faHi, 0 ctocyioTbcs KOK. Pesynpratu miux
OOCIIAKEeHb He HalaloTh NOKa3iB ICHYBaHHS IIPUYMHHO-HACIIIIKOBOIO 3B’ A3KYy. [[iIBUIIleHHS PU3UKY
MOKe OyTH 3yMOBJIeHE SIK OiNlbIll paHHBOIO OiaTHOCTUKOIO PaKy MOJIOYHOI 3aJ103U Y XKiHOK, SIKi



3actocoByioTh OK, Tak i 6ionorignoo gi€ko 1ux mpenapariB abo noegHaHHIM 000X (PaKTOpiB.
Bim3HayeHO TEH[EHIIi0, 1[0 PaK MOJIOYHOI 3aJI03H, BUSIBIIEHUH Y XKIiHOK, SKi KONMU-HEOYOb MTPUHMau
OK, KJIiHIYHO MeHII BUpaXXeHU!, HiX y XKIHOK, AKi HIKOJIM He 3aCTOCOBYBaJI OpasbHi
KOHTpalleNTUBY.

Y nmooguHOKMX BUNAgKaX y KiHOK, SIKi 3aCTOCOBYBa/Ii TOPMOHA/IbHI peY0BUHY, TOAiOHI [0 Ti€l, 1m0
MicTuTh [liEMOHO®, criocTepiranu fo6pOsKiCHI, a e piflle - 310SKiCHi IyXJINHY NeYiHKU. B okpemMux
BUIIQ[IKaX TaKi NyXJIMHU IPU3BOOUIYN 10 HeOE3MeYHOl [Jid KUTTS BHYTPIIIHbOYEPEBHOI KPOBOTEYi. Y
BUIIQ[IKy BUHUKHEHHS CKapr Ha CWJIbHUM Oifb B emiracTpanbHii OinsgHLi, 30i/blIeHH] TegiHKu abo
II0SIBU O3HAK BHYTPIIIHbOYEPEBHOI KPOBOTEY] NTpu AU(epeHLiiHIMA iarHOCTUII C/Iil BpaXOByBaTH
MOKJIMBICTh HASIBHOCTI MyX/IMHM NTEYiHKY Y XIiHOK, SKi IpUAMaTh JJieMOHO".

Ocmeonopo3s
3MiHu MiHepanbHOI MIiTLHOCTI KicTKOBOI TKaHuHU (MIIIKT).

3acTocyBaHHS [IiEHOTECTY 110 2 MT, ¥ Tepamil miamiTkiB (12 - < 18 pokiB) npoTsarom 12 micsmis
acollioBasiocs 3i 3HUKEHHSIM CepeIHbOr0 IMoKa3HWKa MiHepasbHOI IIiTbHOCTI KiCTKOBOI TKAaHUHU
(MIIKT) y monmepekoBomy Bimmini xpebTa (L2 - L4). Cepenus BigHOCHa 3MiHa moka3Huka MIIKT Ha
eTari 3aKiHYeHHS TiKyBaHHS ITOPIBHAHO 3 MOKa3HUKAMU [0 IT0YaTKy JIiKyBaHHS cTaHOBuma 1,2 % 3
miamazoHoM Mix -6 % Tta 5 % (I 95 %: -1,70 % Ta -0,78 %, n=103). [ToBTOpHE BUMipIOBaHHS Yepe3
6 MicALiB Micid 3aKiHYEHHS JIiKyBaHHA y HNiArpymni 3i 3HuxKeHuMu 3HaueHHaMu MIIKT moka3saino
TEHIEeHIIiI0 10 BiTHOBNIEHHS (CepelHs BiTHOCHA 3MiHa Bifl TOYaTKOBUX MOKA3HUKIB: -2,3 % mpu
3aBeplIeHH] 1iKyBaHHA Ta -0,6 % 4depe3 6 MicALiB mic/sd 3aKiHYeHHA JIIKyBaHHS 3 [iala30HOM Bif -9
% mo 6 % (IOI 95 %: -1,20 % Ta 0,06 % [n=60]). 3HuKeHHS MiHEpPaIbHOI IIiTBHOCTi KiCTKOBOI
TKAQHUHU Ma€ 0co0IMBe 3HAUEHHS Y MigIiTKOBOMY Billi Ta ¥ paHHil nepiof CTaTeBOTO N03PiBaHHS,
KPUTHAYHUY ITepiof pocTy KicTok. HeBigomo, un 3MenmenHss MIIKT y miit nomynsiii 3yMOBUTD
3HUKEHHS IiKOBOI KiCTKOBOI MacCH Ta ITiIBUILIEHHST PU3UKY IIePEeIOMY KiCTOK Yy JIiTHbOMY Billi (IUB.
po3minu «Crocib 3acTocyBaHHS Ta f03u» Ta «PapMakoguHaMiKa»).

Y nauieHTOoK, siKi 3HaXOOSAThCS Y TPYI MiIBUILIEHOT0 PU3UKY OCTEONOPO3y, HeoOXigHa peTesbHa
OLliHKa CIIiBBiAHOIIEHHS KOPHCTi - PU3UKY [0 ITOYaTKY Tepallii i3 3acToCyBaHHIM IlieMOHO®, OCKiNTBKH
€HJOTeHHUY PiBeHb eCTPOTEHY MTOMIPHO 3HUXKYETHCS Y IEPIofl Tepalil i3 3aCTOCYBaHHSM I[LOTO
niKapchKoro 3aco0y (ouB. po3min «dapmMakoguHaMika»).

AnekBaTHe HaXOMXKEHHS KaJlbllifo Ta BiTaMiHy D 3 xapuyBaHHSIM ab60 y ¢hopmi mieTuuHMX 106ABOK €
BaXKJIMBUM [J151 3MOPOBOTO CTAHy KiCTKOBOI TKAHMHU Yy XKIiHOK yCiX BIKOBUX KaTeropiu.

IHwi cmaHu

3a CTaHOM IAI[iEHTOK 3 AeNpecielo B aHaMHe3i CJIif peTeIbHO CIIOCTepiraTy i IpUIUHUTU
3aCTOCyBaHHS IIpelapaTy Ipy PO3BUTKY BUPaKEHUX MPOSIBIB JeIpecii.

[lieHorecT, sK IIpaBUJIO, HE BIIMBAE Ha apTepiaJlbHUY TUCK Y HOPMOTEH3UBHUX XIiHOK. Y BUNAOKY
PO3BUTKY TPHUBAJIOl KIIiHIYHO BUPaXKeHOI rinmepTeH3il mig yac 3actocyBanHs [[iEMOHO
PEKOMEHMIYEThCS BIIMiHUTH HOT0 Ta JIIKyBaTHU TillePTEH3I0.

[Tpu peluauBi X0IecTaTU4YHOI JKOBTSIHHUIII Ta/abo cBepOexy, 1110 BUHUKAIM Y Iepiof BariTHOCTI abo

. . . ® .
TIOTIePeIHbOTO 3aCTOCYBaHHS CTATEBUX CTEPOIMiB, IOHAIbIIe 3acTOCyBaHHs [[IEMOHO  ciif
IPUIHUHUTH.

[ieHorecT MOXe MaTu He3HaYHUY BIIJIUB Ha NepudepuyHy iHCYTiHOPE3UCTEHTHICTh Ta



TOJIEPAHTHICTh [0 TTI0K03U. 2KiHKH, XBOPi Ha LyKPOBUY AiabeT, 30KpeMa i3 recTaliitHuM IIyKPOBUM
. . . . ®
niabeToM B aHaMHE3i, TOBUHHI PETEIbHO 00CTEKYBATUCS IIPOTITOM 3aCTOCYBaHHS [[IEMOHO .

[HOmi MOXKe PO3BMBATUCS XJI0a3Ma, 0COOJIMBO Y XKIiHOK 3 XJ10a3MOI0 BariTHUX B aHaMHe3i. 2KiHK#H,
CXUJIbHI 0 BUHUKHEHHS XJ10a3MU, TIOBUHHI YHUKATH [ii MPSIMUX COHSYHUX ITPOMEHIB abo
yIbTPadioneToBOro BUIPOMIHIOBAHHS Mif] yac mpuiioMy JieMoHO".

IMOBipHICTH T03aMaTKOBOL BariTHOCTI Y XKIHOK, SIKi BUKOPUCTOBYIOTh AJIsT KOHTpAIeIlil Ipenapary,
10 MIiCTSTh JIMIIIe IIPOTeCTOTeH, € BUIO0, HiX Y XKiHOK, 5IKi 3aCTOCOBYI0Th KOMOiHOBaHI opasbHi
KOHTpalenTuBu. ToMy [y XKiHOK 3 T03aMaTKOBOIO BariTHICTIO B aHaMHe3i abo MmopyieHHsIM QyHKITii

MaTKOBUX TPyO IIpu3HaAvYaTH IieMoHO® C1if BUHATKOBO TIiCIIS PEeTEeNbHOI OI[IHKY CITiBBiJHOIIEHH S
KOPUCTL/PU3HK.

Ilig 9ac 3acTocysanHs [JieMoHO" MOXKJIHBA TI0sIBAa TIePCUCTEHII1 (GomiKymiB (ix 4acTO Ha3WBAIOTh
(GYHKITIOHATbHUMY KiCTaMU S€YHUKIB). BinmbIIicTs 1ux QomikyniB € 6e3CHMITOMHUMHU, X04a
IesiKi MOXYTh CYIIPOBOIKYBaTUCS 00JIeM y AiNISHII Ta3a.

IlieMoHO® MiCTUTB nmakTo3y. 1 Tabnetka MicTuTh 48,6 Mr nakTo3u MOHOTigpary. IlamienTam 3
PigKiCHMMM CITafKOBUMU 3aXBOPIOBAHHSIMHU, HETIEPEHOCUMICTIO TalaKTO3u, HedilliToM TaKTas3u a0do
MasbaGcopOIi€lo III0KO3U-TalaKTO31 He CIIif puitMaty JlieMoHo®.

Lleit mikapcbKu# 3acib MicTUTh 23 MT HaTpilo UATPATy B OfHiN TabneTi. Crig 6yTu 00epexXHUM IIpU
3aCTOCyBaHHI IalieHTaM, sIKi 3aCTOCOBYIOTh HaTPii-KOHTPOJILOBAHY AIETY.

3acmocysaHHs y nepiod eazimHocmi abo 200y8aHHs 2py0010.
BariTHICTB
IcHylO0TH 0OMexKeHi laHi 1010 3aCTOCYBaHHS Ai€HOTECTY BaTiTHUM XKiHKaM.

HocmimKeHHS Ha TBApMHAX He BKa3yIOTh Ha MpsiMuil abo HenpsiMuil HeOazkaHUW BIIJIUB 100
PENPOAYKTUBHOI TOKCUYHOCTI (OuB. po3fin «PapMaKOKiHETHKA).

Iiemono® He cin 3aCTOCOBYBATH BariTHUM XKiHKaM, TOMY II[0 HeMae MoTpebu JTiKyBaTh eHOoMeTpio3
y Iepion BariTHOCTI.

TogyBaHHd TPYANI0
3actocysarHs [ieMoHO" y Iepiof rofyBaHHS TPY/AII0 He peKOMEH/I0BaHe.

HeBigoMo, 41 IpOHUKAE [AI€EHOTECT y TPYAHE MOJIOKO XiHOK. [aHi, OTpuMaHi y JOCTiAXXEeHHIX Ha
TBapUHaX, BKa3ylTh Ha IIPOHUKHEHHS OIEHOTECTY Y MOJIOKO IIYPiB.

Crnip mpuWHSATH PillleHHS PO MPUIIMHEHHS TOOyBaHHS IPyOni0 a00 IPUIUHEHHS 3aCTOCYBaHHS
IiemoH0", Gepy4H [0 yBard KOPUCThL TOAYBAHHSA TPYLAI0 AU IUTHHY i HeoOXigHICTE Tepamil ms
XKIiHKH.

DepTUNLHICTD

Ha mifcrasi HassBHMX MaHWX MOXKHA CTBEPAXKYBATH, 10 Mif 4ac JIiKyBaHHs [ieMOHO® y GilbIIoCTi
TaIi€HTIB IPUTHIUYyeThCS OBy, OnHak JIieMoHO® He € IPOTU3AILTiIHUM 3aCO6OM.



Axmo noTpiOHa KOHTpALEeNIlis, CJIif JOZaTKOBO 3aCTOCOBYBaTH HETOPMOHA/IbHUM METO 3ano0iranus
BariTHocTi (quB. po3ain «Crocib 3acToCyBaHHS Ta OO3U»).

Ha mipcraBi HasiBHUX JaHUX MOXKHA CTBEPOXKYBATH, 1110 MEHCTPYaAJIbHUY [IUKJI I0BEPTAETHCS [0
HOPMH IPOTSTOM 2 MiCSIIiB IiCJIs IPUIKMHEHH TiKyBaHH [ieMoHO0".

30amuicmb 8niusamu Ha weudKicmbe peakyii npu KepysaHHi aBmompaHcnopmom abo iHwumu
MexaHiamamu.

He criocTepiranu BIIMBY Ha 3[aTHICTh KEPYBAaTH TPAHCIIOPTHUMU 3acobamu abo mpallfoBaTu 3
IHIMMMU MexaHi3MaMH Y MallileHTOK, IKi IpuyiMasy npernaparty, 110 MiCTATb Ji€HOTECT.

Cnoci6 3acmocyeaHHss ma do3u.

Cnoci6 3acTocyBaHHS

OpanbHe 3aCTOCYBaHHS.

PexvM mo3yBaHHS

[TpuiimaTu o 1 Tabnetui mopHs 60e3 MepepBy y 3aCTOCYBaHHI IIpenapaTy NpUOIU3HO B OOUH i TOU
Ke 4ac,3aluBal0yYi HeBEJIMKOIO KiIbKiCTIO piguau. TaOneTKu MOXKHA MPUAMATH He 3aJIe3KHO Bifl
IPUAOMY 1Xi.

TabmeTKu citig IpUAMaTH PeryaspHO, He3aleKHO Bif BariHaIbHOI KPOBOTEYi. fK TimbKu TabnIeTKu 3
OfHi€l yITaKOBKY 3aKiHUMIIKCS, TOYMHATH IPUAMaTH TaOleTKH 3 HAaCTYIIHOI YIIAaKOBKH, He PoOIsTun
TIepepPBH ¥ 3aCTOCYBaHHi JTiKapChKOTO 3aco0y.

BigcyTHiit mocsin nmikyBaHHs npenapaToM [JieMoHO” MAIiEHTOK 3 €HI0METPio30M moBIIe 15 MicsAIiB.
[Tpuiiom npenapaTy MOXKHA PO3M04aTu y Oyob-IKuM OeHb MEHCTPYaIbHOT'O LIUKITY.

IIpuiiom Gyb-IKMX TOPMOHAILHAX KOHTPALENTUBIB CIIifl IPUIMHKUTH 10 T049aTKy Tepamii JieMoHo®.
fAxmo HeoOXiHa KOHTpaLeNIlisi, CMliJ J0AaTKOBO 3aCTOCOBYBaTA HETOPMOHAIbHUN METO[
3amobiraHHs BariTHOCTI (Hampukiam, 6ap’ €PHUU METO[).

IIponyck nputioMy AiKapcbko20 3acoby

Y Bumapky mpomnycky npuiiomy tabneTku, 670BaHHS Ta/abo miapei (SKi Manu Miclie IpOTSIroM

3-4 romuH mics IpuitoMy TabneTku), eeKTUBHICTh mpenmapaty JieMOHO® MoXe 3MeHmHUTHCS. Y
pasi mpormycky npuitomy ofHiei a6o Kinbkox Tabmetok 1 TaONETKY CIifl MPUUHATH, IK TiIbKH
JKiHKa 3rafia€ mpo lie, a HACTYIIHYy NpUMMaTH y 3BU4YalHUM 4ac. AHANIOTi4HO, TabIeTKy, 110
He BCMOKTasacs uepe3 OmoBaHHs a0o giapelo, CIlifg 3aMiHUTH Ha iHITY TaONeTKY.

ITayieHmu AiMHbO20 BIKY
BifcyTHi BigmoBigHi MoKa3aHHA AJiA 3acTOoCyBaHHA JlieMOHO® y Teparlil HallieHTOK JIITHLOTO BiKYy.

ITauieHmu 3 neviHKo080 HedocmamHicmio



3acrocysanHs [ieMoHO" y Teparlil HaL[i€HTOK 3 TAKKMMHU 3aXBOPIOBAHHSAMY I€YiHKH, HassBHUMH a00 B
aHaMHe3i IpPoTUIloKa3aHe (OuB. po3ain «IIpoTUmoKa3aHHSI»).

ITauienmu 3 HUPK0OBOI HedoCmamHicmio

BipcyTHi cBimueHHS mOTpeOu KOPUTYBaHHS 03U [JId IalliEHTOK i3 HUPKOBOIO HENOCTATHICTIO.

Himu.
IIpuiiom [lieMoHO® He MOKA3aHWM HiTAM Ta MifIiTKaM [0 HaCTaHHS MeHapxe.

BesneKy Ta e(l)eKTI/IBHiCTB TabJIeTOK I[iGHOFeCTy 10 2 MT OI_IiH]EOBaJ'II/I B HEKOHTPOJIbLOBAHOMY
KJIIHIYHOMY [JOCTiAKeHHi TpoTarom noxap 12 micsiis, go skux 0yno BkiodeHo 111 naiieHTok-
mimTiTKiB (BikoM 12 - < 18 poKiB) i3 K/IiHiIYHOIO Mif03Po0 Ha eHJoMeTpio3 abo miaTBepaKeHuM
IiarHO30M eHJoMeTpio3 (muB. po3minu «OcoONMUBOCTI 3aCTOCYBAHHSI» Ta
«DapMakoguHaMiKa»).

Ilepedo3yeanHsi.

IocnigXeHHS TOCTPOi TOKCUYHOCTI MIEHOTECTY He CBigYaTh PO PU3UK PO3BUTKY OCTPUX MOOIUHUX
peaxliif y BUMafIKy HEHaBMHCHOTO IIPUAOMY KiJTbKOX M0O0BUX TepaneBTUYHUX 103. Crerudivynuii
aHTHUIOT BifCYTHiN. 3acTOCyBaHHS AieHOorecTy Ho3010 1o 20-30 Mr Ha goOy (1o y 10-15 pasis
epeBuIIye f03y y cknazi JJieMoH0®) ympomoBx Ginbie 24 THXKHIB IEPEHOCHITACS AyXe [o0pe.

ITo6iuni peakuii.

[To6iuni peakmii onucano 3rigao 3 MedDRA. 3acTocoBaHo Hal0inbi BimnoBigauit Tepmin MedDRA
IJIST OIIKMCY TIEeBHOI Peakilil Ta MoB’sI3aHUX CTaHiB.

[To6iuHi peaxliil HalyacTille PO3BUBAIOTLCSA IPOTATOM ITEPUINX MICALIB MiC/IA T0YaTKy 3aCTOCYBaHHS
IlieMoHO" i 3HMKAIOTH IIpYU IIPOAOBXKEHHI JIIKyBaHHA. MOXYTh CIIOCTEPIraTUCS 3MiHU XapakKTepy
MEHCTPYaJIbHUX KPOBOTEY, TaKi K KPOBOMa3aHHS, HeperyspHi KpoBoTedi abo ameHopes.
[ToBimomsiyiocst PO HACTYIIHI MOGIYHI peakilil y IallieHTOK, SIKi OTPUMYBaIM [i€HOTECT 110 2 MT.

[ToGiyHMMHU peakKIlisiMH, TIPO SKi HalyacTille MOBiOMIISIIOCS i Yac JTiKyBaHHS [i€HOTeCTOM II0 2 MT,
€ royoBHuUM 6in1b (9,0 %), 6inb y MonioyHuUX 3ano3ax (5,4 %), npurdiuenui Hactpiu (5,1 %) Ta akHe
(5,1 %).

Ha gopmaTok y Gi/bIIOCT MAIliEHTOK, SKi OTPUMYBaJIK OiEHOTECT II0 2 MT, CIIOCTEPIraeThCs 3MiHa
XapaKTepy MeHCTpyaIbHUX KPOBOTeU. XapakKTep MeHCTPYaJbHUX KPOBOTEY OLiHIOBa/IN
CHCTeMaTHUYHO, i3 3aCTOCyBaHHSIM IONEeHHUKIB MMAI[iEHTOK, Ta aHali3yBaJid i3 3aCTOCYBaHHSIM METOLY
BO3 npotarom 90-gerHoro 3BiTHOro nepiony. [Iporsarom nepuux 90 gHIB JTiKyBaHHS Oi€HOTECTOM I10
2 Mr CIIOCTepiraay HaCcTYIHI XapakTepu KpoBoTed (n = 290; 100 %): amenopes (1,7 %), HedacTi
KpoBoTeui (27,2 %), yacTi kpoBoTeui (13,4 %), HeperynsapHi kpoBoTtedi (35,2 %), TpuBaii
KpoBoTedi (38,3 %), HopManbHa MEHCTPyalbHa KPOBOTeYa, TOOTO KOfIHA 3 IIOTIEPeNHixX
kateropiii (19,7 %). [IpoTarom 4eTBepTOro pedepeHTHOr0 NePiofy CIOCTePiraaucs HaCTyIHi



xapakTepu KpoBoTed (n = 149; 100 %): ameHopes (28,2 %), HeuyacTi KpoBoTedi (24,2 %), 4acTi
KpPoBOTeYi (2,7 %), HeperynsapHi kpoBoTedi (21,5 %), TpuBasi kpoBoTedi (4,0 %), HOpMalbHA
MeHCTpYyaJibHa KpOBOTeYa, TOOTO sIKa He BiIHOCUTHLCS [0 XKOMHOI 3 MoIepenHix Kateropii (22,8 %).
3MiHM XapaKTepy MEHCTPYaJIbHUX KPOBOTEY JIHIIe iHOMi onucaHi gK mo6iuHi peakiril y mamieHToK
(muB. TAOMUITIO TOOIYHUX peaKirii).

Y tabnuni 1 3a3HaveHi mobivHi peakmii BigmoBigHO o Knacudikairii MedDRA (MedDRA SOCs), mpo
SIKi TIOBimOMIISITIOCS TIif Yac JIiKyBaHHS [i€HOTeCTOM IT0 2 MT, Ta iX 4acToTa. Y MexKaxX KOXKHOI rpynu
no0iyHi peakuii 3a3HayueHi y IOPSOKY 3MeHIIEHHS YaCTOTH.

YacToTa Bu3HaUeHa Ha ITifcTaBi 00’eMHaHUX DaHWX YOTHPHOX KITIHIYHUX [OCHIXKeHb 3a y4acTio 332
manieHTox (100 %).

Ta6nuns 1. [ToOiuHi peaxkiril, kniniuni gocnimxkenns III ¢pa3u, N= 332

[CucTemu opranis Yacri HedacrTi
(MedDRA) ((1/100 - < 1/10) (3 1/1000 - < 1/100)
3 00Ky cUCTEMHU aHeMis

KPOBOTBOPEHHS Ta
miMbaTHYHOI CUCTEMU

[TopyueHHs MeTabosi3My Ta |TigBUINEHHS MacH Tina 3HUKEHHS MacH Tina,
PO31afy XapuyBaHHS MiJBUIIIEHUY alleTUT
3 00Ky IICUXiYHOI CUCTEMHU [IPUTHIYeHUN HaCTPIH, TPUBOXKHICTB, [EeNpecis,

MOPYLIEHHS CHY, HEPBO3HICTH, [panToBi 3MiHM HACTPOIO
BTpaTa nibigo, 3MiHU HACTPOIO
3 00Ky HEPBOBOI CHCTEMU roJIoBHUM 6isib, MirpeHb MopylieHHs 6anaHCy
BEereTaTHBHOI HEPBOBOI
CHCTEMH, NOPYLIEHHS yBaru

3 00Ky oprasiB 30py CyXiCTb ouen

3 60Ky OpraHiB CITyXy Ta N3BiH y ByxXax

BeCTUOYISIPHOTO anaparty

3 OOKy cepis HecnelnudidyHi TUPKYIITOPHI
pO3/1agy, IOCUJIEHE
cepreouTTs

3 00Ky CynouH apTepiasibHa rinoTeH3sis

3 OOKy IMXaJIbHOI CUCTEMH, 3a[uIlKa

OpraHiB rPyAHOIL KJIITKU Ta

CepemoCTiHHSA

3 00Ky LITYHKOBO-KHUIIIKOBOI  |HymoTa, abgomiHanbHuM Oinb, [miapes, 3amop,

CUCTEMU METEeOPHU3M, 3OYTTS KUBOTa, |abmomiHambHUIM OUCKOMGOPT,

OII0BAHHS 3arajieHHs LMIIYHKOBO-

KUIITKOBOI'0 TPAKTY, TiHTIBIT

3 00Ky LIKipU Ta MiAIIKIipHOlI [aKHe, ajomnelis CYXICTBh LIKIpH, Tieprigpos,

KJTITKOBUHU cBepOixk, ripcyTusm,

OHIXOKJIa3is, yTa, epMaTHurT,
AaHOMaJIbHUM PiCT BOJIOCCH,
peaxiril GOTOUYTIUBOCTI,
3MIiHM IirMeHTallil

3 00Ky OITOPHO-PYX0BOI1 6inb y crimHi 6inb y KicTKax, M’s130Bi

CUCTEMU Ta CIIOJIyYHUX cymomu, Ginb y KiHITIBKaX,

TKaHUH BIIUYTTS TAXKKOCTI Y
KiHITiBKaX

3 60Ky HUPOK Ta iHQeKIis Ce90BUBITHUX

CEUYOBUOIILHOL CUCTEMU MIISIXiB




3 00Ky penponoyKTHBHOI N1CKOMGOPT Y MOJIOYHUX BariHaJIPHUY KAHOUI03,

crCcTeMU Ta 3 00Ky MOJIOUHMX [3a/103aX, KiCTa S€YHUKIB, BYJIbBOBariHaJibHa CYyXIiCTBh,

3aJ103 [IPUILIMBY, MaTKOBI/ BUOIJIEHHS 31 CTaTEBUX
BariHa/JbHI KPOBOTEYi, ¥ T 4. |opraHiB, Oifib y mimsgHIl
KPOBOMa3aHHS MaJioro Tasa, aTpodiuHum

BYJIbBOBATiHIT, 30ibIIeHHS
MOJIOYHUX 347103, KICTO3HO-
(hiOpo3Hi 3aXBOPIOBAHHS
MOJIOYHHUX 3a/103, HarpyOaHHS
MOJIOUHMX 347103

3araibHi po37agyu Ta MICIleBi |aCTeHi4YHi CTaHH, HaOpSIK
peaxiil OpPaTiBIUBICTh

3HUJCeHHA MiHepaabHOI WinbHOCMI KICMK080i MKAHUHU

Y x0[i HEKOHTPOJIBOBAHOI'0 KJTIHIYHOT0 AOCTiAXKeHHS 3a y4acTi 111 namieHToK mifIiTKOBOro BiKy (Bif
12 po <18 pokiB), sIKi OTpUMyBaIM TepaIilo i3 3aCTOCYBaHHAM AieHOrecTy 1o 2 Mr, 103 namieHTKam
BuMiptoBanu MIIIKT. Binu3eko y 72 % y4acHUIL OOCIIOXKEHHS criocTepiranocsd 3uuxkenHs MINKT
norepekoBoro Bigminy xpedta (L2 - L4) micns 12 micsiiB 3actocyBauHs (AuB. po3min «OcobmuBOCTi
3aCTOCYBaHHS»).

[ToBigoMIIeHHS PO Him03pIoBaHi mo6ivHi peakirii

[ToBimoMneHHs PO Mif0o3pioBaHi MoOiYHi peakii € AyxKe BaXIUBUMHU. MeIUYHUM NIpalliBHUKaM Ta
malieHTaM CJIif MoBigoMIISITH TIPo Oyab-sIKi mimo3pioBaHi mobiuHi peakiril 3a JOIIOMOT0I0 CUCTEMHU
HaIliOHAILHOI 3BITHOCTI.

Tepmin npudamuocmi. 4 poku.

YMmoBH 30epiraHHsi.

He BuMaraoThbcs crellianbHi yMoBY 30epirants. 36epiraTi y HEQOCTYIIHOMY AJIS [iTei Miclii.

VYnaxoBka.

ITo 28 TabmeTok y 6micTepi; mo 1 abo o 3, abo mo 6 GricTepiB y mayvi.

Karteropist Bimmycky. 3a peLenToM.

Bupoouuk. Mioe 'MOX ApLHAUMITTEND.

Micue3HaxoIKeHHsI BHPOOHHKA Ta ajipeca Micls MpoBaIXKeHHS HOro Tis/IbHOCTI.
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