ITHCTPYKIOIA

/IS METHYIHOT 0 3aCTOCYBaHHSA JIIKapChKOTr0 3aC0o0y

HimeTtpio

(Dimetrio)

Cknao:
0itoua pe4yoB8uHa: Ti€EHOTECT;
1 TabneTKa, BKpUTAa IJIiBKOBOIO 000JIOHKOI0, MICTUThH OIEHOTECTY 2 MT;

0onomidCHI peuosuHU: TAKTO3W MOHOTiIpaT, KpOXMaib KyKypyna3sHuii, moBimon (K-30), HaTpito
KPOXMAaJbITKOIAT (TUI A), MarHiio cTeaparT, BOa OUMIIEH];

naiekosa ob6o10Hka: rimpomesosa (E 464), rimpokcunpominieniosno3a (E 463), Tansk (E 553b),

ortig 6aBOBHSIHA TifiporeHizoBaHa, TUTaHy fmiokcun (E 171), Boma ouniieHa.

JIikapcbka ¢opma. TabmeTKH, BKPUTI IJIiBKOBOIO 000JIOHKOIO.

OcHosHi (pi3uko-xiMiyHi 8aacmusocmi: Giti KPyTJli ABOOMYKJIi TaONIETKHU 3 TpaBipyBaHHAM «2» 3
OZIHOT'0 OOKY.

dapMakoTepaneBTHYHA rpymna. [OpMOHM CTaTEBUX 3aJ103 Ta IperapaTH, SIKi 3aCTOCOBYIOTh IIPH
TIaToJIOTii cTaTeBUX opraHis. [IporecTorexu.

Kopm ATX G0O3D BO08.

Papmako.102iuHi 8 1acmueocmi.
d®apmakoOuHamika.

IlieHorecT - moXiflHe HOPTECTOCTEPOHY 6e3 aHIPOTeHHOI Ta 3 IIEBHOI0 aHTHAHAPOreHHOIO
aKTHBHICTIO, 1[0 CTAHOBUTD MPUOIM3HO OHY TPETHHY aKTUBHOCTI IIUIIPOTEPOHY aleTaTy. [lieHorecT
3B’S3y€ETHCS 3 pelellITOpaMy IPOreCcTepoHy y MaTLi Tibku 3 10 % BigHOCHOIO adiHHICTIO.
HesBakatouu Ha HU3bKY aiHHICTH [0 PeleNTOPiB IPOreCTEPOHY, HiEHOTECT Ma€ CUIbHUN
IIPOreCTOTeHHUM edeKT IN Vivo. [lieHoTecT He MPOSIBIISIE 3HAYHY aHAPOTeHHY, MiHEPaIOKOPTUKOITHY
a00 TTIOKOKOPTUKOIMHY aKTUBHICTB in VIVO.



[lieHorecT BIIMBA€E Ha €HIOMETPi03, 3MEHINYIYY eHAOTeHHe IPOAYKYBaHHS eCTPafiofy i TaKuM
YUHOM IPUTHIUYI0YY TpodivuHi epeKTH ecTpamiony Ha eyTOIMIYHUY Ta eKTOMIYHUN eHgoMeTpil. [1pu
Oe3nepepBHOMY 3aCTOCYBaHHi [IiEHOTeCT MPU3BOIUTE 10 CTBOPEHHS Till0ECTPOTEHHOTO,
rinepreCTareHHOr0 €eHLOKPUHHOIO CEPENOBUINa, 10 CIPUYNHSIE T0YAaTKOBY Aeluayai3aliio TKaHuHI
E€HIOMEeTPis 3 MOIabINOI aTPodicl0 eHTOMETPIOITHUX BOTHMUIII.

aHi om0 eheKTUBHOCTI

[TepeBara npenapaty [liMeTpio mopiBHAHO 3 mianebo O6yia TPogeMOHCTPOBaHA ¥ XOMi TPUMIiCSAYHOTO
nochimkeHHS 3 y4acTio 198 maifieHTok 3 eHmoMeTpio3oM. Binb y AinsgHII Ta3a, OB’ I3aHUH 3
€H[IOMEeTPio30M, BUMipIOBaJIX 3a AOIIOMOTI0I0 Bi3yaIbHOI aHaJIOT0BO1 IIKAJIN

(0-100 mm).Yepes 3 micsii Teparii mpemnapaTtoM [liMeTpio Oya Bu3HaueHa CTaTUCTAYHO 3HAUYINA
pizauIs nopiBusHO 3 mranebo (D = 12,3 mm; 95 % [1: 6,4 - 18,1; p<0,0001) Ta KiiHiYHO 3HAYYIIE
3MEeHINeHHs 00JII0 TOPIBHSIHO 3 TOYAaTKOBUM PiBHEM (cepenHe 3MeHIIeHHS = 27,4 MM £ 22,9).

Yepes 3 micsni mikyBaHHS 3MeHIIEHHS 00JII0 Y OiNSHIN Manoro Ta3a, o OyB OB’ I3aHUM 3
eHgomeTpio3oM, Ha 50 % abo Oinbire 6ymo gocsirHyTo y 37,3 % MallieHTOK, sIKi oTpuMyBanu [liMeTpio
(mmane6o: 19,8 %) Ge3 BigmoBimHOTO 30iMbIIEHHS [03U CYIyTHLOTO 3HEOOIIOBAILHOTO 3aC00Y;
3MeHIIeHHs 000 ¥ OiMSHIN MaJoro Ta3a, IT0OB’sI3aHOT0 3 eHIOMEeTpPio3oM, Ha 75 % abo Oinbiie
(Takoxk 6e3 BigmoBimHOrO 30iNbIIEHHS 03K CYIMYTHHOT0 3HEOOTI0BAILHOT0) 610 mocarayTo y 18,6 %
NalieHToK, Ki oTpuMyBanu [limeTpio (mnanebo: 7,3 %).

BigkpuTe MpomoBKeHHS I[bOT0 IIaIe00-KOHTPOILOBAHOI0 NOCIiAKEeHHS IT0Ka3ano 0e3mepepBHe
3MEHIIIeHHS IT0B’I3aHOT0 3 eHIoMeTpio3oM 00JT0 B HiNSAHIII Ta3a IMIPHU JIiKyBaHHI TPUBAJIICTIO IO
15 Micsamis.

Pe3ynpTaTu nnare60-KOHTPOIbOBAHUX OOCITIIXKEeHb HMiATBEPAXKYBaIUCS Pe3y/IbTaTaMU, OTPUMaHUMU
Y XOA1 eCTUMICAYHOr0 aKTUBHO-KOHTPOJIBOBAHOT'0 AOCIIAXKEHHS IIOPIBHAHO 3 ar0OHiCTOM
TOHAJOTPOIIH-PUJII3UHT TOPMOHY 3 y4acTi0 252 MallieHTOK 3 eHAOMETPiO30M.

Tpu mocrnigKeHHS 3 y4acTio 252 NallieHTOoK, SIKi OTPUMYBaJIM [i€HOTEeCT 110 2 MT Ha 100y,
IIPOJIEMOHCTPYBAJIX iCTOTHE 3HUXKEHHS eHIOMETPiOIIHUX YpaxKeHb yepe3 6 MicAIliB TiKyBaHHS.

Y Xopi HEBeIMKOTO AOCHiAXKeHHA (n=8 Ha I'pyIly AO3yBaHHS) 3aCTOCYBaHHS OIEHOTECTY y [03i

1 Mr Ha goOy BUSIBUJIO BiICYTHICTh OBYJIAIil uepe3 1 Micsip Teparmii. [limeTpio He moCigKyBamu
010 KOHTPAIENITUBHOI €(PEeKTUBHOCTI ¥ OiNbLINX OOCTigXKEeHHX.

Iani mogo 6e3mexu

PiBeHEL €HIOTEHHOT0 €CTPOreHy TIIbKY IIOMIPHO IPUTHIYYETHCA IIif] Yac JIIKyBaHHSA IIpenapaToM
[limeTpio.

Y maHuy yac pe3yabTaTH JOBIOCTPOKOBUX JOCIIKeHb MiHepanbHOI IIiNnbHOCTI KicToK (MIIK) i
PU3UKY IIepesioMiB y NallieHTOK, SIKi 3aCTOCOBYIOTh Ipenapat [liMeTpio, OKH 110 HepocTynHi. MIIK
ouiHoBanu y 21 mopocsol nalieHTKY A0 Ta micis 6 MicAIiB JIiKyBaHHS IpenapaTtoM [liMeTpio.
3HUXKEHHS cepegHboro noka3uuka MIIK BussneHo He Oymo. Y 29 maIieHToK, SKi 0OTpuMyBau
TIeUTIPOPeTIiHy aneTaT, cepenHe 3uuxKeHHsd 4,04 % + 4,84 Oyno Bim3HaueHo 3a Tou xke nepioxn (D mixk



rpynamu = 4,29 %, 95 % OI: 1,93- 6,66, p <0,0003).

He cmocTrepiranocs 3Ha4HOr0 BIJIMBY Ha CTaHOAPTHI 1a00paTOpPHI TOKa3HUKH, Y TOMY YKCIIi Ha
pe3yibTaTH aHami3y KpoBi, 0ioxiMiuHOT0 aHasi3y KpOBi, piBeHb eUiHKOBUX (DePMEHTIB, piBeHb NiMigiB
i HbA1C, mig yac nikyBaHHS nmpenapaTtoM [liMeTpio ynpomosxk 15 micsuis (N 168).

Iani mopo 6e3meKky s OigTiTKiB

Beamneky npenapaty [limeTtpio BitHocHO MIIIK 0y710 JOCHiXKEHO V¥ X0/i HEKOHTPOJIbOBAHOT O
OOCHiAXKEeHHS MpoTsaroM 12 micsuiB 3 ygacTio 111 maifieHToK mifgmaiTKOBOTO BiKy (Bim 12 mo

<18 pokiB) 3 KITiHIYHO Mifo3poBaHUM ab0 MiATBEPIKEHUM eHmoMeTpio3oM. CepenHs BimHOCHA 3MiHa
MIIIK momepekoBoro Bigminy xpeOTa (L2 - L4) Bim  moYaTKOBUX TIOKa3HUKiB y

103 ma1fieHTOK [0 3aKiHYeHHd JIiKyBaHHS cTaHOBUIA -1,2 %. [ToBTOpPHE BUMipIOBaHHSA yepes

6 MicsiLiB mics 3aKiHUYeHHS JTiKyBaHHS y cyOrpymi 3i 3HukeHuMu 3HadeHHamMu MIIK noka3zamo
nigumtenss MIIK go - 0,6 %.

[TaHi DOKIIHIYHUX OOCHIIXEeHDb 3 6e3meKn

HaHi mOKTiHIYHUX MOCTiIXKEeHb He BKa3yITh Ha iCHYBaHHS 0COOIMBOTO PU3UKY [JIS JTIOOUHU Ha
mifCcTaBi CTaHOAPTHUX JOCITiIXKEeHb TOKCUYHOCTI TpK 6araTopa3oBOMY IIPUHOMi, TeHOTOKCUYHOCTI,
KaHIIepOTeHHOI [Iii Ta TOKCUYHOT'O BIIJIUBY Ha PENPOAYKTUBHY PyHKIIi0. [IpoTe crig 6paTu o yBaru,
IO CTaTeBi CTEPOIAY MOXKYTb CIIPHUSITH POCTY ITEBHUX TOPMOHO3a/I€KHUX TKAHWH Ta IyXJIUH.

dapmakoKiHemuka.

BCMOKTYBaHHSA

[licnig mepopanbHOTO NPUNOMY Oi€HOTeCT IIBUAKO i IOBHICTIO BCMOKTYETHCS. MakCUMaibHa
KOHIIEHTpAIIisl Y CHPOBATII KPOBi JOCATAETHCS YIPOXOBXK 1,5 roguuu IiCIsg OGHOPa30BOr0
IIePOPaJIbHOTO IIpUoMy i cTaHOBUTH 47 Hr/Mi. BIOHOCTYIIHICTh Ji€HOTECTY CTaHOBUTDH IPUOIH3HO
91 %. PapmakoKiHeTHKa [i€HOTeCTy 3aJIeXKUTh Bif 03U B [iana3oHi fo3 1- 8 wmr.

Posnmopin

IlieHorecT 3B’sI3yE€THCA i3 CHPOBAaTKOBUM albO0yMiHOM Ta He 3B’SI3yE€ThCS i3 TI00YIIiHOM, 1110 3B S3YE

cratesi ctepoingu (I'3CC), abo rnobymninomM, 1o 3B’93ye KopTtukoiau (I'3K). Jlume 10 % Big 3aranbHOL
KOHI[EHTpAIIil JiEHOTeCTy y CHPOBATIIi KPOBi 3HAXOASATHCS y BUTTISOI BiTbHOTO cTepoiny, a 90 % -
HecnennGpivyHO 3B’g3aHi 3 anb0yMiHOM. OueBHgHUI 06'€M PO3MIOMiTY MiEHOTECTY CTAHOBUTH 40 II.

MeTaborizMm

IlieHorecT MOBHiCTI0O MeTaboTi3yeThCS BiTOMUMH IIUISTXaMU MeTa00J1i3My CTEpOifiB, 3 YTBOPEHHIM
IIepeBaXKHO eHIOKPUHOJIOTIYHO HeaKTUBHUX MeTaboiTiB. Ha mimcTaBi mocmimxkeHs in vitro Ta in vivo
CYP3A4 - ronoBHu# hepMeHT, 3ayueHui y MeTabomi3M mieHorecty. Lli MeTabomiTy oyKe MIBUOKO
BUBOMSITHCS 3 IIJIa3MU Y TAKKU CIIOCi0, 110 JOMiHYI0UYMM MeTaloJIiToOM y IJla3Mi KpOBi € Ii€HOTECT Y
He3MIHEeHOMY BUIJISIL.

IBuAKIiCTE KIIPEHCY 3 CUPOBATKU KPOBi CTaHOBUTH 64 MII/XB.



BusBenmenns

PiBenp HmieHOTeCTy B CUPOBATIIi KPOBL 3HUXKYETHCS ABO(A3HO 3 IEPiogoM HaIliBBUBELNEHHS, 110
ctaHoBuTh 9- 10 ropuH. [lieHorecT BUBOAUTHCS y GopMi MeTaboJIiTiB i3 ceuero Ta KajioM y
criBBigHOImEHH] mpubau3Ho 3:1 micns mepopanbHOro mpuiiomy y mo3i 0,1 mr/kr. IIepion
HalliBBUBEIEeHHS MeTaboIiTiB 3 ceuero CTaHOBUTD Mpubnu3Ho 14 romuH. ITicis mepopanabHOTO
npuiiomy 86 % BBefeHOI 031 BUBOAUTHCS 3 OpPraHi3My y Mexax 6 [HiB, Oinbilla YacTUHA ITi€l
KIJIbKOCTi1 BUBOOUTLCA y Ieplli 24 TOOUHY, TOJIOBHUM YMHOM i3 Ceyelo.

CTaH piBHOBAru

dapmakoKiHeTHKa [i€HOorecTy He 3anexutsh Bif piBag [3CC. [1pu mwogeHEHOMY IPUMOMi
KOHI[eHTpallisl peYOBUHHU Y CUPOBATII KPOBi 3pocTae B 1,24 pasa, mocsAraroyu piBHOBaKHOTO CTaHy
yepe3 4 i 3acTocyBaHHA. ®apMaKOKiHETHKA OIEHOTECTY IiCJIg TIOBTOPHOTO 3aCTOCYBaHHS
npemnaparty [iMeTpio Moxe OyTy nepenbadeHa Ha IMifCcTaBi JaHUX MOA0 hapMaKOKiHETUKY OFHIE]
NO3U.

®apMaKOKiHeTHKa B 0COOIMBUX I'PYIaX MallieHTiB
Y maruieHTiB 3 mOpyIIeHHIM (QYHKIII HUPOK (papMaKOKiHETHKY Ipenapaty [liMeTpio He BUBYAJIU.

Y nmatieHTiB i3 mopymeHHIM (yHKIII TeYiHKYU (papMaKOKiHETUKY IpenapaTty [liMeTpio He BUBYAIIU.

KrinigHi xapaKTepUCTHKH.
Iloka3anus.

JIiKkyBaHHSI €HIOMETPio3y.

IIpomunoka3aHHs.

[Tpemapart [liMeTpio He CIIifl 3aCTOCOBYBATH y pa3i HasIBHOCTI OyIb-KOTO0 i3 HUK4Ye3a3HaYEHUX CTaHiB
abo 3axBopioBaHb. L iH(opMalliss 4acTKOBO OTpUMaHa Ha IIifiCTaBi 3aCTOCYBaHHS iHIIKX MTperaparTis,
110 MIiCTSTh TiJIbKU IIPOTrecToreH. AKIo Oyab-SKKii i3 1IUX CTaHiB ab0 3aXBOPIOBaHb BUHUKAE BIIEPIIIE
IIif Yac 3aCTOCyBaHHA npemnapary [liMeTpio, mpuiioM IpenapaTy Clif HeraHo NPUIHHUTH.

Beno3Ha TpoMOoeMOoItist B aKTHBHIiH (hopMi.

Aprepianbhi a6o KapAioBacKynIspHi 3aXBOPIOBaHHS HUHI ab0 B aHaMHe3i (Hanpukiap indapKT
MioKapfa, 1epeOpoBacKyiIsipHa Iofid, illeMiuHa XxBopoba cepiis).

LlykpoBuii miabeT 3 ypaxkKeHHSIM CyIUH.

TsKKi 3aXBOpIOBaHHS MeYiHKY HUHI ab0 1X HAasIBHICTh B aHaMHe3i, ITOKU MOKa3HUKY QYHKIIII
IIeYiHKY He IIOBEPHYTHCS [0 HOPMHU.

[Myxnuuau nevyinky HUHI ab0 B aHaMHe3i (MoOposikicHi abo 3/mosKicHi).

Bigomi abo mimo3pioBaHi 370SIKiCHI yXIMHY, 3a/ieXkHi Bifl CTaTeBUX TOPMOHIB.



BarinanbHa KpoBOTe4a He3'sICOBaHOI eTioJIorii.

[TigBuIleHa YyTNIUBICTH 0 AiI040l PeY0OBUHHU ab0 0 Oyab-IKOT0 3 KOMIIOHEHTIB ITperapary.

B3aemodisa 3 iHwumu snikapcoKumu 3acobamu ma iHwi eudu e3aemoditi.

[TpumiTKa: O BUSBIIEHHS MOXKJIMBUX B3a€EMOJIU CIIil 03HAMOMUTHUCS 3 IHCTPYKUISIMU AJII MEOUYHOTO
3aCTOCYBaHHS JIiIKapPChKUX 3aC00iB, 1110 3aCTOCOBYIOTHCS CYMyTHBO.

Bnaue iHwux npenapamia Ha [limempio

[TporecTorenu, BKJIIOYal04y [i€HOTECT, MeTab01i3yI0ThCSI TOJIOBHUM YMHOM CUCTEMOIO IIUTOXPOMY
P450 3A4 (CYP3A4), 1o po3TallioBaHa y CIM30Bil 000IOHII KUIIEYHUKY Ta V mediniri. Tomy
inmykTopu abo inribitopu CYP3A4 MoXyTh BIJIUBAaTH Ha MeTab0JIi3M IIPOTECTOTEHY.

30inbIIeHHS KITipEHCY CTaTEeBUX TOPMOHIB Yepe3 iHAYKIli0 (epMeHTIB MOXKe 3MEHIIUTH
TepaneBTUYHUYN eeKT npemnapaty [limMeTpio i mpusBecty 0o HebaxKaHUX ePeKTiB, HAPUKIIAM, 3MiH
XapaKTepy MeHCTpyalbHOlI KPOBOTEYi.

3MeHILIeHHS KIiPeHCY CTaTeBUX TOPMOHIB Uepe3 NPUTrHideHHS PepMeHTy MOXKe 3MEHIIUTH
TepaneBTUYHUN eeKT npenapaTty [liMeTpio i MpU3BeCTH OO PO3BUTKY MOGIYHUX peakilill.

- PeyoBuHY, 110 TiABUINYIOTH KJIipEHC CTaTEBUX TOPMOHIB (3HUKEHHS e(peKTUBHOCTI
IIJISXOM iHAYKyBaHHS (pepMEeHTIB), Halpukian: QeHiToiH, 6apOiTypaTH, IpuMinoH, KapOaMas3elriH,
pudamminmH, a TaK0XK, MOXKJIMBO, OKCKapOa3eriH, Tomipamar, ¢penbbamMaT, rpu3eodybBiH Ta 3aco0H,
110 MicTsTh 3Bipobit (Hypericum perforatum).

[HOyKITis hepMEHTIB MOXKe CIIOCTepiraTucs micis OeKinbKoX OHIB Teparil. MakcuMaibHa iHOYKITis
(dhepMeHTIB 3arajioM BUSIBISIETLCS Yepe3 OeKiNlbKi TUXKHIB.

[HpyKUisg GepMeHTIB MOXKe TpUBaTH 00 4 THUXKHIB IiC/Is NIPUNMHEHHS Teparil.

Brnnus inpgykTopa CYP 3A4 pudamminuHy goCligKyBaBcs y 3M0POBUX XKiHOK y
IIOCTKJIIMaKTepUYHOMY Iiepiopi. OmHOYacHe 3aCTOCYyBaHHS pudaMIIiliHy 3 TaOIeToBaHOI0 (OPMOI0
eCTpafiojly BajepaTy/mi€eHoreCcTy IIPU3BEJI0 N0 3HAYHOTO 3HUKEHHS PiBHOBAXKHOI KOHIIEHTpAIIiI Ta
CHCTEMHOT0 BIJIMBY OI€EHOTECTY Ta ecTpagiony. CUCTEMHUM BIIJIUB OIEHOTECTY Ta eCTPagiony y
piBHOBaxkHOMY cTaHi, BumipsiHuii 3a AUC (0 - 24 rogurn), 3MEHIIWBCA Ha

0 0 i i .
83 % Ta 44 % BiOmoBimHO
- PeuyoBHHH 3 Pi3HMM BIIIMBOM Ha KJTiPEHC CTATEBUX TOPMOHIB.

OpgHoYacHe 3aCTOCYyBaHHS 3i CTaTEBMMU rOPMOHaMU BeJIMKOI KiJTbKOCTi KoMOiHarli# inriditopis BIJI-
IIPOTea3y Ta HEHYKIE03UOHUX iHTi0ITOPiB 3BOPOTHOI TPAHCKPUIITA3H, ¥ OETHAHHI 3 KOMOiHaLisIMU
inribiTopiB Bipycy rematuty C, Moxke 30i/bIIUTH a00 3MEHIIUTH PiBEHb TPOTECTHUHY V IIJIa3Mi KPOBI.
CyKyTHUH BITUB I[UX 3MiH MOKe OyTH KJTiHIYHO 3HAUYIIUM V AeSKUX BUIAIKaX.

- PeuoBrHH, 1110 3HUKYIOTh KIIiPEHC CTAaTEBUX TOPMOHIB (iHTiOiTOPU hepMeHTiB).



Iienorect € cyoctpaTom utoxpomy P450 (CYP) 3A4.
KniniyHa 3HaUyLIiCTh IOTEHIINHKAX B3a€EMOIiii 3 iHTiGiTOpaMu (pepMeHTIB 3aUIIaeThCS HEBiIOMOIO.

OpHoYacHe 3acToCyBaHHS CUbHUX iHTiIOiTOPiB CYP3A4 MoKe 306inbIyBaTH IJ1a3MOBi KOHIIEHTPAIIil
OiEHOTeCTy.

OmHOoYacHe 3aCTOCYyBaHHS i3 cunbHUM iHTi6iTOopoM hepmerTy CYP3A4 KeTOKOHA30/I0M IIPU3BOAKIIO
no migBuineHHS y 2,9 pada AUC (0 - 24 roguHu) OiEHOTECTY y piBHOBaXXKHOMY cTaHi. OgHOYacHe
3aCTOCYBaHHS 3 TOMipHUM iHTi6iTOPOM epUTPOMIIIMHOM IIPU3BOAUIIO [0 MifBuIlleHHSA vV 1,6 paza AUC
(0 - 24 roguHU) Oi€eHOTECTY y PIBHOBaXKHOMY CTaHi.

Bnaue dieHO2ecmy Ha iHwi aikapcvki 3acobu

3a pe3ynbTaTaMu OOCTiOXKeEHb iHTi6yBaHHA in vitro, KJIIHIYHO 3HAYyIa B3a€MOZIA AIEHOTECTY 3
iHITMMY TIpenapaTaMu, MeTaboi3aM SKUX 0II0CEPEeNKOBYETLCS hepMeHTaMu HUTOXpomy P450, €
MaJIOMMOBIPHOIO.

B3aemo0is 3 xapuosumu npodyKkmamu
[TpuiioM Ixi 3 BUCOKMM BMIiCTOM XKUPiB He BIJINBaB Ha 6i0OCTYNHICTh pemnapaty [limeTpio.

JlabopamopHi mecmu

[TpuitoM IPOrecToreHiB MOXe BIJIMHYTH Ha Pe3yNIbTaTH AesSKUX 1abopaTOpHUX aHAaJi3iB, 30KpeMa Ha
6ioxiMiuHi mapamMeTpu NMEeYiHKY, IMUTOBUAHOI 3a/103H, PYHKIIiI HUPOK Ta HAZHUPKOBUX 3aJ103, PiBHI
6inkiB (HociiB) y mma3mi kpoBi (Hanmpukian I'3K ta ¢pakiiii nimigis/minonporeinis), mapameTpu
MeTab01i3My BYTJIEBOMIB Ta MMOKA3HUKU KOArymsiil Ta ¢GibpuHoidy. 3MiHM 3a3BUYail 3a/IMIIAI0THCS Y
MexKaXx J1abopaTopHOl HOPMHU.

Oco6.1ueocmi 3acmocyeaHHs1.
3acmepediceHHA.

Ockinpku [JiMeTpio - mpemapar, [0 MiCTUTh TiJIbKH IPOTECTOreH, BBAZKAETHCS, 1110 0COOIHBI
3aCTepeKeHHs Ta 3aX0au 0e3MeKH 00 3aCTOCYBaHHS IIPOTeCTUHOBMICHUX MTperapaTiB TaKoX
CTOCYIOThCS Impemnapary [iMeTpio, Xxoua He BCi 3acTepeXeHHs Ta 3arno0ixkKHi 3aX00u I'PYHTYIOThCS Ha
BI[IIOBIIHUX pe3yJbTaTax KIIHIYHUX JOCIIiIXKeHb caMe LbOro IIperapary.

[Tpu noripmiesHi abo mepioMy BUHUKHEHHI OyIb-SKOT0 i3 3a3HaYeHUX HUXKYe CTaHiB/QaKTOpiB
PU3HUKY, B iHOUBiAyalbHOMY NOPAAKY Ma€ OyTH IIPOBENEHW aHali3 CIiBBiTHOIIEHHS PU3UK/KOPUCTh
nepeq Mo4aTkoM abo IPOOBXKEHHSIM 3aCTOCYBaHHS Iipenapaty [iMeTpio.

TsKKi MATKOBI KPOBOTEYi



MaTkoBa KpoBOTeYa, HallPUKJIaf, V KiHOK 3 aleHOMi030M MaTKHu a0 JIelioMioMOI0 MaTK! MOXe
36inbIIyBaTHCS IPU 3aCTOCYBaHHI mpemnapaty [imeTrpio. dKIIo KpoBoTeYa BUpaXKeHa i He
IPUIUHSAETHCS IPOTATOM TPUBAJIOTO Yacy, BOHA MOXKe IPU3BECTU OO0 aHeMil (y esKuX BUlafKax-
TSKKOI). ¥ TaKOoMy pa3i moTpiOHO PO3TNISHYTH MUTAHHS NP0 IPUIUHEHHS IPUIOMY IIpenapary.

3MiHa XapakTepy KpOBOTeYi

JlikyBaHHS npenapaToM [liMeTpio BIIMBA€E Ha XapaKTep MEHCTPYaJibHOI KpOBOTeYi y OinbiIocTi
XKiHOK (muB. po3min «ITo6iuHi peakirii»).

[[MPKYIATOPHI IOPYIIEHHA

Ha migcTaBi pe3ynbTaTiB emigeMionoridHuX OOCTiIXKeHb BUSBIIEHO HEBEIUKY KilbKICTh JaHUX LIOA0
iCHyBaHHA 3B’s13Ky MiXK 3aCTOCYBaHHSAM IIpelnaparis, 110 MICTATh TUIBKYU IPOTECTOreH, 1 MiABUIIIEHHAM
PU3UKY PO3BUTKY iH(MapKTy Miokapaa abo 1epebpanbHoil TpoMOoeMOomii. PU3uK KapaioBaCKyISIpHUX i
1epeOpanbHUX SBUII IIBUAIIE ITOB'I3aHUHU 3 BIKOM, apTepiaJbHOIO TimepTeH3ieo i namuaHaM. Y KiHOK
3 rinepTeH3i€i0 pU3nK PO3BUTKY iHCYNIBTY MOXKe Oelo 30iblIyBaTHCS IPU 3aCTOCYBaHHI IIpenaparis,
[0 MiCTSATh TiIBKU IIPOTECTOTEH.

[esKi DOCTiIXKeHHs CBiAYaTh [P0 iICHYBaHHSA [I€BHOI'0, IIPOTE He CTaTUCTAUYHO 3HAUYII[OTO
30i/IbIIeHHS PU3UKY PO3BUTKY BEHO3HOI TpoMOoeMOortii (TpoM003 rmuboKux BeH, TpoMOoeMOoITis
JIeTeHeBO1 apTepil), IOB’sI13aHOT0 3 BUKOPUCTAHHSM IIpenapariB, 0 MiCTATh TiIIbKY IPOTeCTOTEH.
3aranabHO BU3HAHI (paKTOpH, IO MiABUINYIOTH PU3UK BUHUKHEHHS BeHO3HO1 TpoMboeMbomii (BTE)
BKJTIOHAIOTh: 0COOMCTHY abo ciMeliHuM aHaMHe3 (Hanpukiaf, Bunaakyd BTE y 6paTiB uu cectep abo
0aTbKiB Y BiTHOCHO MOJIOLOMY Billi); BiK; 0KUPiHHS, TpUBasa iMMo0ini3allisi, pafguKanbHi Xipypriusi
BTpPy4aHHS a00 TpaBMU. Y BUNAAKy TPUBaJol iMMo0ini3allil peKOMEeHAYEThCS IPUITHHUTH
3aCTOCYBaHHS mpemnapaty [liMeTpio (IIpu MIaHOBUX OIepalisx IMoHalMeHIe 3a 4 TUXKHi fo ii
IIPOBEEHH) 1 He TOUYMHATH 3HOBY MOT0 IPUUOM paHillle HiX 4epes3 2 TUXKHI MiC/IsA TOBHOI
peabimiTarmii.

Heo0OxinHo 6paTy 00 yBaru migBUILEHHS PU3UKY PO3BUTKY TPpoMO0eMOOoJIil y IicIsmonoroBoMy
mepiofmi.

Y pasi BUHUKHEHHS CUMIITOMIB BEHO3HUX Ta apTepiaJbHUX TPOMOOTHYHMUX 3aXBOPIOBaHb a0 Migo3pu
Ha HUX JIIKyBaHHS CJIi IPUNUHUTH.

[lyxnuau

Merta-aHasi3 54 emnifeMioIoriYyHuX JOCIIiIXKeHb BKa3ye Ha He3HayHe IiBUIIEHHS BiTHOCHOTO PU3UKY
(BP = 1,24) po3BUTKY paKy MOJIOYHO! 3aJI031 y XKIiHOK, IKi 3aCTOCOBYIOTh OpPajIbHi KOHTPALEITUBU
(OK), ro;10BHMM YMHOM Ti, II0 MIiCTSITh €CTPOTeH-TIporecTorex. ey migBUILleHUI PU3UK IIOCTYIIOBO
3HUKAE NPOTAroM 10 POKiB micyisg 3aKiHUYeHHS MpUioMy KOMOiHOBaHUX OpaIbHUX KOHTPAIENITUBIB
(KOK). Ockinbky pak MOJIOYHOI 3aJI034 Y XKiHOK BiKOM 10 40 pOKiB BUHUKAE PigKo, 30i/TbIIEHHS
KiTbKOCTi BUIIa[KiB [iarHOCTUKHU pPaKy MOJIOYHOL

3aJ103M Y XiHOK, 5IKi BUKOPHUCTOBYIOTh a00 HellomaBHO BUKOPUCTOBYBamu KOK, € He3HAUHUM IO
3arajbHOTO PU3MKY PaKy MOJIOYHOI 3aj103U. [CHyE OMHAKOBUYM PHU3UK BUSBJIEHHS PaKy MOJIOYHOI
3aJ103M Y XIiHOK, SIKi mpuiManu mpenapary, 1o MicTSTh Tinbku nporectored, abo KOK. Oguak
iHdopMmallis, 110 CTOCYETLCS IIPelapaTiB, SKi MiCTSATh TiJIbKU IporecToreH, 6a3yeThbcs Ha HabaraTto



MEHIIIi# KiTbKOCTi XKiHOK, 5IKi X 3aCTOCOBYIOTD, i TOMy BOHA € MEHIII TIEPEKOHINBOIO, HiX HaHi, 110
crocytoTbcst KOK. Pe3ynbTatu IuxX OOCIiOXKeHb He HaJaloTh N0Ka3iB iCHyBaHHS IPUYUHHOIO
B3a€MO3B’s13KYy. [ligBUIleHHS PU3UKY MOXKe OyTH 3yMOBJIeHe SK GiTbIl paHHBOIO JiarHOCTUKOI0 PaKy
MOJIOYHOI 3271031 y XKiHOK, sKi BuKopucToByoTh OK, Tak i 6ionoriynoo mi€ero 1ux mpemnaparis abo
noefHaHHAM 000X QakTopiB. Bif3HaueHO TeHMEHIIi0, 1110 PaK MOJIOYHOI 3aJI03¥, BUSIBIEHUM V KiHOK,
SKi Konu-HeOynp npuiiManu OK, KiHiYHO MeHII BUpaXkeHUH, HiX y TUX, XTO HIiKO/IU He BXKUBaB
opasbHi KOHTPALEIITUBH.

Y moopuHOKUX BUIIaAKaX Y XKiHOK, SKi 3aCTOCOBYBaJIi TOPMOHAJIbHI peUOBHHHU, MOAIOHI [0 Ti€l, 0
MicTUTh npenapat [liMmeTpio, criocTepiranucst moO6posKicHi, a e pifie - 37109KiCHI TyXITUHA
MeYiHKHY, IKi B OKpEMHUX BUIIAJKaX TPHU3BOOUIM [0 HeOe3MeYHOl OIS XKUTTS BHYTPIllTHbOUYePEBHOI
KPOBOTeYi. Y BUNIAAKy BUHUKHEHHS CKapr Ha CUJIbHUM Oilb B emiracTpanbHill mingHili, 36imbIneHHs
ne4diHKY abo MOsIBY 03HAK BHYTPIIIHbOYEPEBHOI KPOBOTEYi NTpX OubEpeHIIiNHIN AiarHOCTHIII CITif
BPax0OByBaTH MOXKJIMBICTh HAIBHOCTI IIyXJIMHY [IEYIHKY Y XIHOK, fKi IPUUMAIOTh Ipenapart [liMeTpio.

OcTteonopos

3MiHu MiHepanbHOI MIiTbHOCTI KicTKOBOI TKaHuHU (MIIKT).
3acTtocyBaHH4 npenaparty [imerpio nigmitkaM (12-18 pokiB) npoTsaroMm nepiony JIIKyBaHHA

12 micsniB acoritoBanocs 3i 3HUXKeHHAM cepegHboro 3HadeHHs MIIKT y nonepekoBoMy Bifmini
xpebra (L2 - L4) Ha 1,2 %. [Ticnsg npunuHeHHs nikyBaHHS MILIKT migBuiyBanacst 3HOBY Y ITHX
MMAllieHTiB.

CepepHs BigHOCHa 3MiHa MIIKT Bif m0YaTKOBUX ITIOKAa3HUKIB 0 3aKiHYEHHS JIIKyBaHHSI CTaHOBUJIA
1,2 % 3 miama3zoHoM Mix -6 % Ta 5 % (OI 95 %: -1,70 % Ta -0,78 %, n=103). IloBTOPHE BUMipIOBAHHS
yepe3 6 MiCALIB MiCig 3aKiHYEHHS JTIKyBaHHS Y MArpymi 3i 3HUKeHUMHU 3HaueHHAMU MIIKT
IT0Ka3aJio TEHEHIIiI0 [0 BifTHOBIEHHS (CepenHs BifHOCHA 3MiHa Bif] T0YaTKOBUX ITOKa3HUKIB: -2,3 %
IIpY 3aKiH4YeHHI JTiKyBaHHA Ta -0,6 % 4epe3 6 MicAIiB MiC/IsA 3aKiHUYEHH JIIKYBaHHS 3 Olalla30HOM
Mix -9 % Ta 6 % (I 95 %: -1,20 % Ta 0,06 % (n=60)).

[TopyuieHHs: MiHEPAJIbHOI IIiTbHOCTI KiICTKOBOI TKAHMHYU Ma€ 0Cc0o6JIMBe 3HAUYEHHS Y MiAJIiITKOBOMY Billi
Ta Y PaHHIU [1epiofl CTaTeBOT0 O03PiBaHHSA, KPUTUUHUY IIepiof poCcTy KicToK. HeBigomo, 4 3MEHIINUTh
MiKOBY KiCTKOBY MacCy Ta IiABULIATH PU3UK IIePeIoOMy KiCTOK y JiTHbOMY Biui 3HMKeHHS MIUIKT y miit
nonynaii (auB. po3min «IitTu» Ta «®apMaKonIoriyHi BIacTUBOCTI»).

[Iepen moyaTKOM JIiKyBaHHS JIiKaplo CIIif 3BaKUTHU IlepeBaru 3aCTOCyBaHHS npenapary [liMmeTpio Ta
MOXKJIVBi PU3UKU 3aCTOCYBaHHS [JI1 KOKHOI'0O OKPEMOTO IifJIiTKa, BPaX0BYIOYX TAaKOXK HasABHICTh
CyTTeBUX (HhaKTOPiB PU3UKY OCTEOIIOPO3Y.

ApnekBaTHe 3aCTOCYBaHHS Kaslbllilo Ta BiTaMiny D mpu fieTUHUHOMY Xap4yyBaHHI ab0 IIpu 3aCTOCYyBaHHi
Xap4yoBUX [00aBOK € BaKJIMBUM [IJI1 3HOPOBOI0 CTAHy KiCTKOBOI TKAHWHU Yy XIHOK yCiX BIKOBUX
KaTeropii.

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

Y mauieHToK, AKi 3HaX0OAThCA Y IPYIIi MiABUIIEHOI0 PU3UKY PO3BUTKY OCTEOIIOPO3Y, PETEIbHA
OLIiHKA CIiBBiIHOIIEHHS PU3UK/KOPUCTh IOBUHHA OyTH IIPOBELleHa [0 I0YaTKY JIiKyBaHHS
npenapaToM [liMeTpio, OCKiIbKY PiBEHb €HIOT€HHUX eCTPOTEeHIB IOMIPHO 3HUKYETHCS HA TJIi
JIiIKyBaHHA npemniapaToM [iMeTpio (guB. po3pin «®apmMakoguHaMika»).



IHIi cTaHu

3a CTaHOM IIal[ieHTOK 3 Aelpecielo B aHaMHEe31 CIIif peTeJIbHO CIIOCTePiraTy i IpUIUHUTU
3aCTOCYBaHHS IIpernapary NPy PO3BUTKY BUPaKeHUX IIPOSBIB JeNpecii.

[TpurHiyeHwuit HaCTPi¥ Ta menpecis € mobpe BimoMuMHU MOOIYHUME SBUINAMU, SKi MOXKYTh BUHUKHYTH
Ha TJIi 3aCTOCYBAHHSI TOPMOHAIbHUX KOHTPAIENTHBIB (OUB. po3min «ITobiuwi

peakiiii»). [lempecis Moxke OyTH CEpHO3HUM CTaHOM Ta € HoOpe BigoMuM (HakKTOPOM PU3UKY
cyiuupanbHOI IOBeMiHKM Ta camory0cTBa. 2KiHKaM CJIif mopaguTy 3BePHYTUCS IO JIiKaps IpH 3MiHax
HACTPOIO Ta MOSBi CUMIITOMIB fieTIpecii, B TOMY 4KCIli He3abapoM IicIs MOYaTKy IMpPUioMy.

[lieHorecT 3a3BMYal He BIJIMBA€E Ha apTepiaJbHUN TUCK Y HODMOTEH3UBHUX XKiHOK. [IpoTe, AKIIO
TpUBaJia KJIiHIYHO BUpaXkKeHa TilnepTeH3is BUHUKAE IIiJl 4ac 3aCTOCYBaHHS IIpenapary,
PEKOMEHNYETLCA BIAMIHUTY Ipenapart [iMeTpio Ta JIiKyBaTH IilepTeH3sio.

[Tpu peluauBi X0IeCcTaTUYHOI JKOBTSIHHUIII Ta/a0o cBepOexy, 1110 BUHUKAIH Y Iepiof BariTHOCTI abo
IIOIIepPefHBOT0 3aCTOCYBaHHSA CTaTEBUX TOPMOHIB, 3aCTOCYBaHHS IIpenapaTy CJif IPpUIUHUTH.

[lieHorecT MoXe MaTU He3HAYHUY BIIJIUB Ha Iepu(pepudHy iHCYTiIHOPE3UCTEHTHICTD Ta
TOJIEPAHTHICTh [0 TTI0K03U. 2KiHKH, XBOPi Ha LyKpOBUY AiabeT, 0COOIUBO 3 reCcTalliitHUM I[yKPOBUM
niabeToM B aHaMHe3i, TOBUHHI PeTeIbHO 00CTEXKYBATUCS MTPOTITOM 3aCTOCYBaHHS IIpemapary
imeTpio.

[HOMi MOXKe PO3BHUBATHCS XJI0a3Ma, 0COOIMBO Y XKiHOK 3 XJ10a3MOI0 BaTriTHUX B aHaMHe3i. 2ZKIHKH,
CXUJIbHI 10 BUHUKHEHHS XJ10a3MH, IOBUHHI YHUKATH [ii MIPSIMUX COHSIYHUX IIPOMEHiB abo
ynbTpadioneToBOro BUIPOMIHIOBAHHS Mif Yac IpuiioMy npenapaty [limeTpio.

IMOBipHiCTh 1M03aMaTKOBOI BariTHOCTI Y KiHOK, SIKi BAKOPUCTOBYIOTh AJIST KOHTPAIEILil Ipernapary,
II0 MICTATH TiJIKU IIPOTeCTOTEH, € BUILOIO, HiX Yy XKIHOK, 5Ki 3acToCOBYI0Th KOK. Tomy fyig XiHOK 3
1103aMaTKOBOIO BaTiTHICTIO B aHaMHe3i ab0 mopyieHHIM (YHKIIil MaTKOBUX TPyO MUTaHHS IIPO
BUKODPUCTAHHA IIpenaparty [iMeTpio Cif BUPILTyBaTH TiMbKU MiC/IS PETEILHOL OIiHKU
CIIiBBITHOLLIEHHS KOPUCTh/PU3UK.

[Tig yac 3acTocyBaHHS Ipenapaty [iMeTpio MoXkKe BUHUKATH IEePCUCTEHIIS (HOIiKYyIiB (4acTo
3a3HAYa€EThCs K QYHKIIOHAbHI KiCTH €9HUKIB). BinbiicTh nux QomikyniB € 6e3CUMITOMHAMH,
X04a JesiKi MOXKYTb CyIIPOBOMXKYBaTHCS 601eM y minsHIl Ta3a.

He BUKOpPUCTOBYETHCA y TepiaTpUYHil IPaKTHULI.
JlakT03a

Koxna TabneTka mpemnapary [iMeTpio MicTuTh 62,8 Mr makTo3u MoHOTiApaTy. ITamienTu 3
PiOKICHMMM CITafKOBUMU 3aXBOPIOBAaHHSIMH, IIOB’I3aHUMU 3 HEIIEPEHOCHUMICTIO ralakTo3u, aedinurom
nakTasu Jlanmna abo ManbabcopOilieto III0K03U-TaTakTO3H, AKi JOTPUMYIOThCS 6e371aKTO3HOI Ai€TH,
TIOBUHHI Bpax0OByBaTH KilbKiCTh 1i€l pedoBuHM y TabneTii mpemnapary [iMeTpio

3acmocysaHHs y nepiod sazimHocmi abo 200y8aHHs 2py0010.



BazimHicmb

IcHyIOTH 0OMexKeHi jaHi 1I0[I0 3aCTOCYBaHHS [Ai€HOTECTY BariTHUM XKiHKaM. [locigXKeHHS Ha
TBapUHaX He BKA3yIOTh Ha MPSIMUM a00 HEMPSIMUN PU3UKKM PETTPOOYKTUBHOI TOKCUYHOCTI (IUB. PO3Min
«®apMaKoI0riyHi BIaCTUBOCTI»).

IlimeTpio He PEKOMEHIYETHCS 3aCTOCOBYBATH BariTHUM XKiHKaM, TOMY 110 HEMa€ MOTPedu NiKyBaTu
€H0OMEeTPi03 y Imepiof BariTHOCTI.

T'odyeaHHs 2py00to

JIikyBaHH4 npernapaTtoM [iMeTpio y mepion rOAyBaHHS I'PYAAI0 HEe PpEKOMEHOYEThCS. HeBigomo, uu
IIPOHUKAE AIEHOreCT y IPyLHEe MOJIOKO XIiHKHU. [{aHi, OTpUMaHi y X0l OOCIIIAXXEeHb Ha TBapUHaX,
BKa3ylOTh Ha IPOHUKHEHHS Ji€HOTeCTy y IpygHe MOIOKO. CIifl IPUMHATH pPillleHHS PO IPUIUHEHHS
rogyBaHHS I'PyAnio abo IpPUIMHEHHS Tepallii mpenapatoM [liMeTpio, 6epydu O0 yBaru KOPUCTh
TOMyBaHHS I'PYOOI0 OIS JUTHHU i HeOOXimHICTh Teparii ais KiHKH.

depmuabHicmb

Ha migcTaBl HagBHUX JaHUX MOXKHA CTBEPAXKYBATH, LIO IIiJ Yac JIIKyBaHHA IIperapaToM [liMeTpio y
OinbInocTi maIieHToK iHribyeThea oBynsAuisa. OgHak npenapart [iMeTpio He € MPOTU3AITigHUM
3acoboM.

fAxmo noTpidHa KOHTpALENIlis, CJIifi JOZaTKOBO 3aCTOCOBYBaTH HETOPMOHA/IbHUM METO 3ano0iranHs
BaritTHocTi (TuB. po3ain «Crnocib 3acToCcyBaHHS Ta OO3U»).

Ha mipcraBi HasiBHMX JaHUX MOXKHA CTBEPHAXKYBATH, 110 MEHCTPYaJIbHUY IIUKJI IOBEPTAETHCS [0
HOPMHU IIPOTATOM 2 MICSLIB IIiCNIA NPUNIMHEHHS JIIKYBaHHA IIperapaToM [liMeTpio.

30amuicmb 8niusamu Ha weudKicmb peakyii npu KepyeaHHi aamompaHcnopmom abo iHwumu
MexaHi3mamu.

He cnocrepiranu BIIuBy Ha 30aTHICTh KepyBaTU aBTOTPAHCIIOPTOM Ta YIPaBIATA MeXaHi3MaMu Y
MAI€HTOK, SIKi IPUUMaIu IIpenapaTy, 0 MiCTATh Ji€eHOreCT.

Cnoci6 3acmocyeaHHss ma do3u.

Cnocib 3acmocyedaHHA

s IIepOpPaJIbHOTO 3aCTOCYBaHHA.

Hos3 YBAHHA

[TputimaTu o 1 tabnetui monHs 6e3 MepepBy y 3aCTOCYBaHHi IIpenapaTy NpUOIU3HO B OOUH i TOM



K€ Jac, 3aMUBal0Yd HEeBEJIUKOIO KilbKicTIo pinuuu. TabIeTKH MOXKHA MPUMMaTH He3alleskHO Bif
IPUNOMY 1Xi.

TabneTku crif mpuiiMaTy PErysSpHO, HE3aIeXKHO Bil MEHCTPYaIbHOI KpOBOTEeYl. fK TinbKu TabneTKu
3 OMIHi€] YITAKOBKY 3aKiHYUIKCS, IIOYMHATH [IPUUMAaTH TabIeTKU 3 HACTYMHOI yITaKOBKY, HE
po6IISTYM MepepBy Y 3aCTOCYBaHHI TiIKapCchbKOTO 3aco0y.

BipcyTHil mocBif nmikyBaHHA IpenapaToM [[iMeTpio mallieHTOK 3  eHAOMEeTPio30M IOBIIIE
15 micaiis.
[TpuiioMm mpenapaTty MOXHa po31oYaTd y Oyab-sIKuil 1eHb MEHCTPYaIbHOTO IIUKITY.

3acTocyBaHHS OyIb-IKMX TOPMOHATBHUX KOHTPALIETITUBIB CJIif MPUIIMHUTH [Tepef IoYaTKOM Tepatil
npernapatoM [imMeTpio. AKiro HeoOXimHa KOHTpAIEIMIis, C/Ii fOOaTKOBO 3aCTOCOBYBATH
HETOPMOHA/IbHIM MEeTOJ 3arno0iraHHs BariTHOCTI (Hampukian, 6ap €pHUNE METOL).

IIponyck nputioMy AiKapcbko20 3acoby

YV BUDagKy MpOMycKy npuitoMmy TabneTku, 6110BaHHS Ta/abo miapel (IKi Mamu Miclle MPOTATOM

3- 4 roguH micns mpuiiomy TabneTku), ebeKTUBHICTh mpenapaTty [liMeTpio Moxke 3MeHIIUTHCS. Y pa3i
IIPOIYCKY IpHitoMy ofiHiei a6o Kinbkox Ta6netok 1 TabIETKY CIifl MPUMHSATH, SK TiIbKM XKiHKa
3rajla€ mpo Iie, a HaCTYIIHY IPUUMaTH V 3BUYalHUN Yac. AHAIIOTiYHO, TabIeTKYy, IIo He
BCMOKTasacs dyepes 0mioBaHHS a0 [iapelo, CITifl 3aMiHUTH Ha iHIIy TaOIeTKy.

[To0amkoaa iHpopmauisa w000 3acmocy8aHHsa 8 0cobauBux 2pynax nauieHmis

ITauieHmu AimHb020 BIiKY

HewMmae BigmoBigHUX MMOKa3aHb [JI9 3aCTOCYBaHHS IIpenapary [iMeTpio mamieHTKaM Ifi€l Tpynu.
ITeuinkosa HeOocmamHicmb

[Tpemapat mMpOTHUIIOKAa3aHUH MAI[lEHTKAM 13 TAKKMM 3aXBOPIOBaHHSM MTeUiHKU HUHiI a00 B aHAMHe3i
(ouB. po3min «IIpoTUIIOKa3aHHS»).

Hupkoesa HedocmamHicmb

HeMae XKOgHUX JaHKX, 0 CBiAYATh nmpo MoTpedy B KOPEKIIil mo3u [ist MaI[ieHTOK 3 HUPKOBOIO
HEeOoCTaTHICTIO.

Himu.
[Tpenapart [liMeTpio He MOKa3aHUM [JIg 3aCTOCYBaHHS TiTSIM 0 HACTaHHS MeHapXe.

Beamneky Ta eeKTUBHICTh 3aCTOCYBaHHS Npemnaparty [liMeTpio 0yJi0o HOCTiAXKEHO ¥ X0fi
HEKOHTPOJILOBAHOT0 AOCIIIXKeHHS IpoTAroM 12 micsauis y 111 nmamieHToOK nigIiTKOBOTO BiKy
(12 - <18 pokiB) 3 KnmiHiYHO Nigo3poBaHUM ab0 MigTBEPAKEHUM €HOOMETPiIO30M (IUB. PO3TiNU
«0Oco61uBOCTi 3acTOCyBaHHS» Ta «PapMaKOJIOTi4HI BTaCTUBOCTI»).

EdekTuBnicTs mpemnapaty [imeTpio Oyna IpogeMOHCTpOBaHa IIPY JTiKyBaHHI eHIOMETPio3y,



acoI[ilioBaHOTO 3 Ta30BUM 0ojieM, y miamiTkiB (12-18 pokiB) i3 3arasbHUM COPUATIUBUM IpodineM
0e3MeKy Ta IepeHOCUMOCTi JIiKapChKOro 3acoby.

3acTtocyBaHH4 Ipenaparty [iMeTpio y MigiTKiB NIpOTAroM Iepiony nikyBaHHs 12 micsIis
aCoI[iI0BaJIOCS 31 3HNKEHHSIM CEPEeIHbOT0 3HaUeHHS MiHepaIbHOl MITbHOCTI KiCTKOBOI TKaHUHU

(MIIKT) y monepexoBoMy Binmisni xpe6Ta Ha 1,2 %. ITicns npunuHeHHs nikyBaHHsS MIITKT
MiOBUINYBAJIacsa 3HOBY Y LIUX MTALlI€HTIB.

[TopyuieHHs MiHEpAJIbHOI IIiTBHOCTI KICTKOBOI TKaHMHYU Ma€ 0COOIMBO BaXK/IMBe 3HAUEHHS Y
MIIJIITKOBOMY BiIll Ta Y paHHBOMY IIepiofi CTaTeBOI0 HO3piBaHHS, KDUTUUYHOMY I1ePiofil pOCTY KiCTOK.
HeBimoMo, 4y¥ 3MeHIIUTH MiKOBY KiCTKOBY MacCy Ta MifABUIIUTL PU3UK IIE€PEJIOMY KiCTOK Y JIiTHBOMY
Bili 3HMKeHHSI MIIKT y 1iit momymsiil.

ToMy mikapio Cilig 3BaKUTU IIepeBary 3aCTOCYBaHHS IpemnapaTy [iMeTpio Ta MOXKIMBI PU3UKU
3aCTOCYBaHHS IJIST KOXKHOTO OKPEMOTOo MimIiTKa (quB. po3minu «OcobIuBOCTI 3aCTOCYBaHHS»,
«®apMaKOOMHAMI4YHi BITaCTUBOCTI»).

Ilepedo3yeanHs.

HocifKeHHs] TOCTPOi TOKCUYHOCTI, TPOBeMeHi 3 JiIEHOTeCTOM, He BKa3yBajlk Ha PU3UK PO3BUTKY
TOCTPUX TOGIYHUX PeaKI[iil y BUIlafKy HEHaBMUCHOTO IPUIOMY KiTbKOX T0O0BUX TepaleBTUYHUX
no3. Kopuux criennPpivHUX aHTHIOTIB He icHye. 3acTocyBaHHS 20- 30 Mr mieHorecTy Ha g00Y (110
y 10- 15 pas3iB Bue, Hixk m03a y TabneTui npemapaty [iMeTpio) yrmpomosxk Oinbine 24 THKHIB
IIepEeHOCUIUCS AyXKe Jo0pe.

ITo6iuni peakuii.
I[ToGiuni peaxiii onucano 3rigao 3 MedDRA.

[Mo6GiuHi peakirii HaM4yacTillle PO3BUBAIOTLCS MPOTATOM IIEPIIXX MIiCAIiB 3aCTOCYBaHHS
npemnaparty [iMeTpio i 3HUKAIOTH y IPOLEC TiKyBaHHA. MOXKYTh CIIOCTEPIraTUCs 3MiHU
XapaKTepy KPOBOTeY, TaKi K KPOBOMa3aHHS, HEPETYISIPHI KpoBoTedi abo aMeHopes.

[ToBimomusinu mpo HacTyIHi no0iYHi peakii mif 9ac JikyBaHHA npenapaToM [iMmeTtpio. [To6iuni
SIBUIIIA, TIPO SIKi HalyacTillle TTOBiMOMIISIIY ITif Yac JIiKyBaHHS IpemnapaToM [iMeTpio, BKII04YalTh
rosioBHu# 0inb (9,0 %), mucKOMGOPT y MOJIOYHUX 3aso3ax (5,4 %), nmpurnivenuit Hactpiit (5,1 %) i
akHe (5,1 %).

Kpim Toro, nikyBaHH4 mpenapaToM [[iMeTipo BIIMBa€E Ha XapakKTep MEHCTPYyaJIbHUX KPOBOTEY Y
OinbInocTi XKiHOK. XapaKTep MeHCTPYaIbHUX KPOBOTEY OIiHIOBAJIM CHCTEMATUYHO 3 BUKOPUCTAHHSIM
IIJOJIEHHUKIB MAlliEHTOK Ta aHaJli3yBau i3 3acTocyBaHHAM MeTony BO3 nporsarom 90-gerHOrO
3BiTHOTO nepiony. [Ipotsarom nepmux 90 mHiB Teparmii npenapaToM [liMeTpio cocTepiranu HacTyIHi
xapakTepu KpoBoTed (n=290; 100 %): amenopes (1,7 %), HedacTi KpoBoTedi (27,2 %), 4acTi



KpoBotedi (13,4 %), HeperynsapHi KpoBoTedi (35,2 %), TpuBasii kposotedi (38,3 %), HOpMasnbHa
MEHCTpYyaJibHa KpOBOTeYa, TOOTO KOMIHA 3 monepenHix kateropii (19,7 %). IIpoTsirom 4eTBEPTOTO
3BITHOTO II€PiOAY CIOCTEepiraaucs HacTyIHi XxapakTepu KpoBoTed (n=149; 100 %): ameHnopes (28,2
%), He4YacTi KpoBoTedi (24,2 %), yacTi KpoBoTedi (2,7 %), HeperynapHi KpoBortedi (21,5 %), TpuBaii
KpoBoTedi (4,0 %), HopManbHa MeHCTpyajibHa KpoBoTeda, TOOTO sSiKa He BiTHOCUTHLCS [0 KOMHOI 3
TIONepeaHix KaTeropiu

(22,8 %). 3mMiHnu xapaKTepy MEHCTPyaJIbHUX KPOBOTEY JIUINe iHOMi IOBiMOMIISANY K Mo0iyHi peakiii y
MaIlieHTOK (OUB. TAOMUIO MOOIYHUX peakiii).

Y tabnuni 1 3a3HaveHi nobiuHi peaknii BixmosigHo no Knacudikairii MedDRA (MedDRA SOCs), mpo
SKi TIOBimOMJISITIN Tif Yac JIiKyBaHHS npenapaToM [limMeTpio, Ta iX YacToTa.

Y Mexax KoXHOI I'pylu nobiuni edhekTy 3a3HaYeHi y NOPSAOKY 3MEeHIIeHHS YaCTOTU: YacTo (Big =
1/100 mo <1/10) i He"gacTo (Bim = 1/1000 mo <1/100). YacToTa BU3HAYeHa Ha IifcTaBi 00’eqHAHUX
MaHWX YOTUPHOX KITHIYHUX JOCTimKeHb 3 y4acTio 332 mamieHToK (100 %).

Tabmuig 1
[To6iuni peakmii, pasa III kmiriyHKUX mocmimxkeHb, N= 332
(MedDRA) YacTo HeuacTo
3 00Ky cucTeMu KpOBi Ta aHeMis
miMdaTryHOI cCuCTEMHU
MeTabo071i3M Ta MOPYUIEHHS [TigBUINEHHS MacH Tina SHUXKEHHS MaCH Tijlla, IiNBUILEHUN
00MiHy pe4OBUH QreTuT
[IcuxiuHi po3magu [IPUTHIYeHU HaCTPiH, 3aHEIIOKOEHHS, TeIpecis,
MOPYILIEHHS CHY, HEPBO3HICTB, |1abibHICTL HACTPOIO
SHUKEHHS 1i0ifo, 3MiHK
HACTPOIO
3 60Ky HEPBOBOI CUCTEeMHU [FOJIOBHUY 0ifib, MirpeHb [OPYILIeHHS BereTaTHBHOI
Perymsilil, IOpyIIeHHs yBaru
3 00Ky opraHiB 30py CYXiCTh oueln
3 00Ky OpraHiB CITyXy Ta N3BiH Y ByXax
BeCTUOYISIPHOTO arnapaty
3 60Ky cepIist HecnenudivyHi TUPKYISTOPHI
pO3JIaiu, MOCUJIeHE CepuebuTTs
3 60Ky CynouH apTepiasnbHa rinoTeH3sis
3 00Ky guXabHOI CHCTEMH, OUCIIHOE
OpraHiB TPy[HOI KJIITKY Ta
CepenoCTiHHSA
3 60Ky LIIYHKOBO- HynoTa, 0i/ib y XKUBOTI, miapesi, 3amop, AUCKOMGOPT Y
KUIITKOBOT'O TPAKTy METEeOPU3M, 30YTTI KUBOTA, [dePEeBHiM IOPOXKHUHI, 3allaleHHs
OJTI0BAHHS [TYyHKOBO-KUIIIKOBOTO TPAKTY,
TiHTIBIT
3 00Ky LIKipu Ta AKHe, ajoIellis CYXiCTb ILIKIpH, Tineprigpos,
MiIIIKiPHOL KJTITKOBUHU cBepOixk, ripcyTu3M, OHiX0KIIa3is,
fTyIia, [epMaTuT, OPYLIEHHS POCTY
BOJIOCCSI, peakuil HOTOUYTINUBOCTI,
3MiHU IirMeHTallil




3 00Ky OITOPHO-PYX0BO1 6inb y cinHi Oinb y KicTKax, M’s130Bi cygomu, Oinb

CHCTEMU Ta CIIOJTyYHOl [V KiHIIiBKaX, BITUYTTA TAXKKOCTI y
TKaHUHU KiHITIBKaXx
3 00Ky HUPOK Ta iH(eKIIis CeHOBUBIIHUX MIJISXIiB
CEUYOBUOIILHOL CUCTEMU
3 60Ky PenpoayKTUBHOL MUCKOM(MOPT ¥ MOJIOYHUX BariHa/JbHUY KaHOU03, CYXICTh
CHICTEMHU Ta MOJIOYUHHUX 3aJ103aX, KicTa I€YHUKIB, BYJIbBY Ta ITiXBU, BULIJIEHHS 31
347103 [IPUIIJINBY, MaTKOBI/ CTATeBUX OpraHiB, Oifb y minsHIT
BariHabHI KPOBOTEU], MaJioro Ta3a, aTpohigyHuU
B T.4. KDOBOMAa3aHHSA BYJIbBOBATiHIT, 30i/bIIEHHS

MOJIOYHHUX 3aJ103, KicTO3HO-(iOpo3Hi
3aXBOPIOBAHHS MOJIOYHHX 3a/103,
Harpy0aHHsS MOJOYHUX 3aJ103
3aranbHi po3nagy Ta QCTEeHIiYHi cTaHH, HaOpsK

MiClleBi peakiril IpPaTiBIUBICTh

Takox crocTepiranucst HaCTymHi o0iYHi peakiii: mepcucTenis GOMiKyiB, MgBUIIIEHHS alleTUTY,
peaxliil rinep4yTIuBOCTI.

[nmi cepito3ui mobiuHi peakmii criocTepiranucs mig Yac 3aCTOCYBaHHS CTEPOITHUX CTaTeBUX 'OPMOHIB
IIporecToreHiB (guB. po3min «Oco6IMBOCTI 3aCTOCYBaHHS»): BEHO3HI Ta apTepianbHi
TpoMO0eMOOTiYHi TOpYyIIeHHs, apTepiaiibHa TinepTeHsis, iHGapKT MioKapaa, iHCYIbT,
HOBOYTBOPEHHSI MOJIOUHMX 3aJ103, IyXJINHU [TeYiHKH, BiIUyTTS AUCKOMGOPTY Y CIIKHI, XJl0a3Ma,
X0JIeCTaTUYHA XKOBTSHUIIS, OCTEOIIOPO3 (OUB. HUXKYE), 3MiHU TOJIEPAHTHOCTI [0 TJTF0KO3HU a0 BIIJIUB
Ha nepudepudHy iHCYTIHOPE3UCTEHTHICTS.

3HUKEHHS MiHepaJlbHOI IIiTbHOCTI KiCTKOBOI TKAaHUHU

Y x0[i HEKOHTPOJIFOBAHOI'0 KJTiIHIYHOTO AOCIAXKeHHS 3 y4acTio 111 marieHToK mifgIiTKoBOro BiKy (Bif
12 go <18 pokiB), ki oTpuMyBanu Teparit npenaparoM [iMmertipo, 103 manu BumiproBanHs MIIKT.
Y 6;u3bk0 72 % y4aCHMKIB JOCTimKeHHs crocTepiramocst 3uuxkenHss MIIKT momepekoBoro Bimmimy
xpebta (L2 - L4) micns 12 micsiiB 3acTocyBaHHS (IuB. po3min «OcobIUBOCTI 3aCTOCYBAHHS»).

[ToBigoMIeHHS PO IMif03pI0BaHi M0OiYHI peakiril

[ToBimoMneHHs PO Mif03pioBaHi Mo6GiYHi peakiii y mepiofl MOCTMapKEeTUHTOBOT'O CIIOCTEPEKEHHS €
OyKe BaX/IMBUMHU. Lle ma€e MOXKJIUBICTh 3A1MCHIOBATU KOHTPOJIb CIIiBBiIHOLIEHHS KOPUCTh/PU3UK
3aCTOCyBaHHS JIiKapChKUX 3aco0iB. MeguyHi mpaliBHUKY TOBUHHI MMOBIJOMIISTH PO Iil03pIOBaHi
mob6iuHi peakiril.

Tepmin npudamHocmi: 2 POKH.



YmMmoBH 30epirannsi. BimcyTHi 0co6111Bi BUMOTH CTOCOBHO 30epiraHHs JIikKapchbKoro 3acoy.

YnaxkoBka. [To 14 tabneTox y 6iicTepi, mo 2 GmicTepu B KAPTOHHIN KOpOOIIi.

KaTeropis Bigmycky. 3a pernentom.

Bupo6nuk. AT «Agamepn ®apma», [Tonbsima/Adamed Pharma S.A., Poland.

Micue3HaxoIKeHHsI BUPOOHHKA Ta ajipeca Micus IpoBaJIXKeHHs HOro Tis/IbHOCTI.

ByJ. Mapi. [Ix. [Tincyncekoro 5, 95-200, [Ta6’axine, [Tonbina/ul. marsz. J. Pilsudskiego 5, Pabianice,
95 - 200, Poland.



