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IHCTPYKLUIA
AN191 MeANYHOr0 3aCTOCYBaHHSA JTiIKapCbKOro 3acoby

AimeTpio
(Dimetrio)

Cknapg:
Aitoya peyoBmHa: [iEHOrecT;
1 TabneTka, BKpUTa MaiBKOBOK 060/I0HKOK, MICTUTL AIEHOreCTy 2 Mr;

[OMNOMIXKHI  PEYOBMHU: NIAKTO3M MOHOriApar, Kpoxmasb KykypyassaHuid, nosigoH (K-30), Hatpito
KpoXMasnbrnikonsart (tTun A), MarHito cteapar, Bofa O4YMLLEHA;

nniskoBa 060s10HKa: rinpomenosa (E 464), rigpokcunponinuentonosa (E 463), Tansk (E 553b),

o/1ia 6aBOBHAHA rigporeHisoBaHa, TutaHy giokeup (E 171), sBoga ounieHa.

JlikapcbKa thopma. TabneTku, BKPUTI NTIBKOBOK 060/IOHKOHO.
OCHOBHI (pi3nMKO-XiMiYHi BnacTMUBOCTI: 6iNi Kpyrni ABOONYK/i TabNeTKM 3 rpaBipyBaHHAM «2>» 3 0HOr0 60KY.

dapmakoTepaneBTUYHa rpyna. FOpMOHM CTaTeBMX 3a103 Ta Mpenapati, siKi 3aCTOCOBYHOTb NpW NaTonorii
cTaTeBMX opraHis. MporecTorexHmu.
Kog ATX GO3D BOS.

dapmMakosoriyHi BnacTmneOCTI.

dapmakogyHamika.

[ieHorecT — noxigHe HOPTECTOCTEPOHY 6e3 aHAPOreHHOT Ta 3 MEeBHOK aHTWaHAPOreHHOK aKTMBHICTIO, L0
CTaHOBUTb MNPUOAU3HO OAHY TPETUHY aKTUBHOCTI LMNPOTEPOHY aueTaty. [lieHorecT 3B’A3yeTbCA 3
peuenTopamun NPorecTepoHy y matyi Tinbkn 3 10 % BiAHOCHOK aiHHICTIO. He3Baxkaroum Ha HU3bKY aghiHHICTb
[0 peLenTopiB NPOrecTepoHy, AIEHOreCT Ma€e CUNbHUIA NPOrecTOreHHMA eqoekT in vivo. [ieHOrecT He NPosB/se
3HAYHYy aHAPOreHHY, MiHepaIOKOPTUKOIAHY 860 IIFOKOKOPTUKOTAHYaKTUBHICTb in VIVo.

[ieHorecT BMMBaE Ha eHAOMETPIO3, 3MEHLUYUYN eHAOreHHe MPOAYKYBaHHA ecTpajiony i TakuM YMHOM
MPUrHIYYyUM TPOQiUHI edpeKkTn ecTpagiony Ha eyToniYHWI Ta eKTOMiYHUA eHZOMETPIN. Mpn Ge3nepepBHOMY
3aCTOCyBaHHI [Ai€EHOreCT NPW3BOAMTL [0 CTBOPEHHSA TiMOECTPOreHHOro, rineprectareHHoro eHAOKPUHHOIo
CepefoBMLLA, LIO CMPUYMHAE MOYATKOBY [eumayanizauito TKaHWHU eHAOMETPIs 3 MoJasibLUOoK aTpodieto
eHAOMETPIOIAHNX BOTHULL,.

JaHi 1Woao etheKTUBHOCTI

MepeBara npenapaTy [iMeTpio MNOPiBHAHO 3 Mnaue6o 6yna NpPoAeMOHCTpOBaHa Y XOA4i TPUMICAYHOrO
AOCNiKEHHS 3 yyacTio 198 nauieHTOK 3 eHAOMeTPio3oM. binb y AinsHLUi Tasa, NOB’A3aHWI 3 eHLOMETPIO30M,
BUMIpIOBa/I 3a AONOMOrOH0 BidyaslbHOT aHa/IOr0BOT  LLKa/In

(0-100 mm).Yepe3 3 micaui Tepanii npenapatom [imMeTpio 6yna BM3HauYeHa CTaTUCTUYHO 3Hauylla PisHULS
nopiBHaHO 3 nnaue6o (D = 12,3 mm; 95 % Al: 6,4 — 18,1; p<0,0001) Ta KNiHIYHO 3HauyLLe 3MeHLLEHHS 6010
MOPIBHAHO 3 MOYATKOBUM pPiBHEM (CepeAHE 3MeHLUEHHA = 27,4 MM + 22,9).

Uepes 3 Micaui NiKyBaHHA 3MEHLLUEHHS 60/10 Y AiNSHLI Manoro Tasa, Wwo 6yB NoB’A3aHWin 3 eHA0METPIO30M, Ha


mailto:

50 % abo 6inblie 6yno gocarHyTo y 37,3 % nauieHToK, Aki oTpumysanv Limetpio (nnaue6o: 19,8 %) 6e3
BIAMOBIAHOIO 30iNbLUEHHA [03M CYNYTHLOro 3He6O0/HOBA/IbHOIO 3aC00Y; 3MEHLLEHHS 60/H0 Y AINSHLI Manoro
Tasa, MOB’A3aHOr0 3 eHAOMeTpio3oM, Ha 75 % abo Ginblue (TakoX 6e3 BignoBIAHOIO 36iMbLUEHHS [03M
CyNyTHbLOI0 3He6010Ba/ILHOI0) 6yN0 AOCATHYTO Y 18,6 % nauieHTOK, fKi oTpumyBanu Aimetpio (nnayebo: 7,3
%).

BifKpuTe NPOLOBXEHHS LbOro naueb0-KoHTPOIbOBaHOro AOCNIAKEHHSA NMOKa3ano 6e3nepepBHe 3MEHLUEHHS
MOB’A3aHOr0 3 eHA0METPIO30M 60110 B AiNISHLI Tasa NpW NiKyBaHHI TPUBANICTIO [0

15 micsuis..

PesynbTati nnaueb0-KOHTPOMbOBAHUX AOCNILKEHb NIATBEPMKYBAINCA pe3y/bTaTamMmu, OTPUMaHUMKU Y XOAi
LLIECTUMICAYHOIO aKTMBHO-KOHTPO/IbOBAHOIO [OC/NIKEHHA MOPIBHAHO 3 aroHICTOM TOHAAOTPONIH-PUNIUHT
FOPMOHY 3 yyacTio 252 nauieHTOK 3 eHAOMETPIO30M.

Tpu JocnifKeHHs 3 yyacTio 252 nauieHToK, fKi OTPUMYBa/IM LIEHOTECT MO 2 MI Ha 06y, MPOAEMOHCTPYBa/Iv
ICTOTHE 3HVKEHHS eHAOMETPIOTAHUX YPaXKeHb Yepes 6 MicALIB NiKyBaHHS.

Y X0Ai HeBeNIMKOTo focnifkeHHs (N=8 Ha rpyny J03yBaHHA) 3aCTOCYBaHHSA [IEHOrecTy y  A03i

1 Mr Ha o6y BMABWIO BIACYTHICTb OBYNAUiT yepe3 1 micaub Tepanii. JiMeTpio He AOCNIApKyBaiu LWW0A0
KOHTPaLEeNTUBHOT eDEKTUBHOCTI Y BiNbLUNX AOCNIIKEHHSX.

JaHi wopao 6esneku

PiBeHb €HI0reHHOr0 eCTPOreHy TiNIbKK MOMIPHO NPUrHIYYETLCA Nif Yac NMiKyBaHHA npenapaTomM AimeTpio.

Y [aHuii yac pesynbTaTu LOBFOCTPOKOBUX AOCAIMKEHb MiHepasibHOI LWinbHOCTI KicTok (MLWK) i pusmky
rnepesioMiB y NawieHTOK, AKi 3aCTOCOBYHOTb npenapat AiMeTpio, NokK Wwo HegoctynHi. MUK ouiHtoBanm y 21
[lOpOC/oT MauieHTKM [0 Ta nicna 6 MmicAuiB NikyBaHHS npenapatoM [iMeTpio. 3HMXEHHA CcepeaHbOro
nokasHnka MUK BusiBneHo He 6yno. Y 29 nauieHTOK, fKi OTpUMYyBasM NennpopeniHy auetar, CepefHe
3HMKEHHSA 4,04 % + 4,84 6yno Big3HauyeHO 3a Toi e nepiog (D mixk rpynamm = 4,29 %, 95 % [il: 1,93- 6,66, p
<0,0003).

He cnocTepiranocs 3Ha4yHOro BMJIMBY Ha CTaHAAPTHI NabopaTopHi MOKa3HWKW, Y TOMY YWCNi Ha pe3ynbTaTut
aHani3y Kposi, 6i0xiMiYHOro aHani3y Kposi, piBeHb NeYiHKOBUX (hepMeHTIB, piBeHb ninigis i HbA1C, nig vac
NiKkyBaHHA npenapaTtom imeTpio ynpogosx 15 micauis (N = 168).

JaHi Woao 6e3nekn ang nigniTKis

Besneky npenapaty AimeTpio BigHocHO MUK 6yno focnigjkeHo y Xofi HEKOHTPONbOBAHOI0 AOCAIAKEHHS
npotarom 12 micaAuis 3 yyacTio 111 nauieHToK NigniTKOBOro Biky (Big 12 fo

<18 poKiB) 3 K/iHIYHO Nif03ptOBaHMM abo NiATBEPKEHUM eHAoMeTpio3oM. CepeaHs BigHOCHa 3MiHa MLLIK
nonepekoBoro Biaainy xpeérta (L2 —L4) Big novyaTKOBUX  MOKa3HWKIB Y

103 nawieHTOK 10 3aKiHYEHHS NliKyBaHHA cTaHoBWUNA -1,2 %. MMoBTOpHE BUMIpPHOBaHHS yepes

6 MicsuiB nicns 3aKiHYeHHS NiKyBaHHS y cyorpyni 3i 3HKeHUMM 3HavyeHHsM1 MLLLK nokasano nigBuLeHHs
MLLK go - 0,6 %.

JaHi AOKNIHIYHUX A0CNIMKEHb 3 6e3MeKN

[aHi JOKNIHIYHUX [JOCNifdKeHb He BKasylTb Ha ICHYBaHHA OCOO/NMBOrO PU3UKY ANS MOAMHU Ha nifcTasi
CTaHAapTHUX AOCNIKEHb TOKCUYHOCTI NpW 6aratopasoBoMy NpuiioMi, reHOTOKCUYHOCTI, KaHLepOoreHHoI Aii Ta
TOKCUYHOrO BMNJIMBY Ha PenpoayKTUBHY (yHKLUit0. MpoTe cnig 6paty [0 yBaru, WO cTaTeBi CTEPOIAN MOXYTb
CMPUATN POCTY NEBHUX FOPMOHO3AIEXHMX TKaHWH Ta MyX/INH.

PapmakokKiHeTuKa.

BCMOKTYBaHHS

Micns nepopaibHOro NpUnoMy LieHOrecT LUBMUAKO i MOBHICTIO BCMOKTYETbCA. MaKCcMMasibHa KOHLEeHTpauis y
CYpOBaTLi KPOBI AOCAraeTbCA YNPoLoBX 1,5 rofnHn nicns 04HOPa30BOro NepopasibHOro NPUnOMyY i CTaHOBUTD
47 Hr/mn. BiogoCcTynHICTb fieHOrecTy CTaHOBUTL NpU6/n3HO 91 %. dapmakoKiHeTMKA AIEHOreCTy 3aeXUTb
Bifl 403V B fiiana3oHi go3 1- 8 mr.

Posnogin

[ieHOrecT 3B’A3yETbCA i3 CUPOBATKOBUM &/lbOYMIHOM Ta He 3B’A3YETbCA i3 rN100YNiHOM, WO 3B’A3Ye CTaTesi
ctepoign (F3CC), abo rnobyniHom, wo 38’sa3ye koptukoian (M3K). Suwe 10 % Big 3arasibHOT KOHLEHTpaLiT
[IEHOreCTy Yy CUpoBaTLi KPOBi 3HAX0AATLCA Y BUINsAI BiflbHOro ctepoigy, a 90 % - HecneumivyHO 3B’A3aHi 3
anbbymiHom. OueBMAHMIA 06°€M po3nodiny AieHorecTy ctaHoBMTb 40 f.

MeTtaboni3m

[ieHorecT NOBHICTIO MeTaboMi3yeTbCA BiJOMUMM LUNSIXaMXU MeTaboni3My CTEPOIAIB, 3 YTBOPEHHAM MepeBaXKHO
eHOKPVHO/OTNIYHO HeaKTMBHUX MeTaboniTiB. Ha nigctasi gocnimkeHb in vitro Ta in vivo CY P3A4 — ronoBHui
(hepMeHT, 3a1ydeHunii y MeTaboniam gieHorecTy. Lii meTabonitv Ay>ke WBUAKO BUBOAATLCA 3 M1a3Mu Y Takuil




Cnocio6, Lo AOMIHYHUMM MeTaboMiTOM Y Niasmi KPoBi € LIEHOreCT Y HE3MIHEHOMY BUTNALI.

LLIBnaKicTb KNipeHcy 3 CMPOBaTKM KPOBI CTaHOBUTL 64 MA/XB.

BuBegeHHA

PiBeHb JiEHOrecTy B CMPOBATL,i KPOBI 3HMKYETHLCA BOJa3HO 3 NepiofoM HariBBUBEAEHHS, WO CTaHOBUTbL 9 10
roauH. [lieHorecTt BMBOAUTLCA Y (hopMi MeTaboITIB i3 CeYero Ta KasioM Yy ChiBBiAHOLEHHI npn6an3Ho 3:1 nicns
nepopanbHoro npuiiomy y gosi 0,1 mr/kr. MNepiog HaniBBMBEAEHHA METAOONITIB 3 CeYeto CTaHOBUTb NPUOBIN3ZHO
14 roamH. Micna nepopanbHoro npuiiomy 86 % BBEAEHOI A03M BMBOAMTLCA 3 OpraHiaMy y Mexax 6 [HiB,
6inbLUAa YaCTUHA LET KiNbKOCTI BUBOAMTLCA Y NepLli 24 roAvHK1, rofI0BHUM YMHOM i3 CeYeto.

CTaH piBHOBaru

dapmakoKiHeTUKa [ieHOrecty He 3aneXxutb Big piBHA 3CC. Tpu WOAEHHOMY MNPUIOMI KOHLEHTpaLis
PEYOBUHN Y CUpOBaTL,i KPOBI 3pocTae B 1,24 pasa, focAratoum piBHOBaXXHOMO CTaHy yepes 4 [HI 3aCTOCYBaHHS.
dapmakoKiHeTUKaA [iEHOreCTy Nicns MOBTOPHOr0 3aCTOCYBaHHA npenapary AiMeTpio Moxke 6yTn nepefdaveHa
Ha MiACcTaBi AaHMX LWOAO hapMaKOKIHETUKN OHIET f03M.

PapmakoKiHETUKA B 0COB/IMBMX rpynax MaLlieHTiB

Y nauieHTiB 3 NopyLleHHAM (YHKLIT HAPOK (hapMaKOoKiHETUKY npenapaty [iMeTpio He BUBYAIN.

Y nauieHTIB i3 NOpyLUeHHAM DYHKLIT NeviHKn hapmakoKiHETUKY npenapaty AiMeTpio He BUBYaIN.

KniHiYHI XapaKTepuUCTUKMN.
Noka3aHHA.
NikyBaHHsA eHA0MeTpIo3Y.

IMpoTnnoKasaHHA.
Mpenapat [imMeTpio He cnif 3acTOCOBYBATWU Y pasi HasBHOCTI Oy[b-AKOro i3 HubKYe3a3HayeHWX CTaHiB abo
3axBOprOBaHb. LiA iH(hopMaLlis 4aCTKOBO OTpUMaHa Ha NiAcTaBi 3aCTOCYBaHHA IHLWINX Npenaparis, WO MICTATb
TiNbKW NporecToreH. AKWO 6yAb-AKWi i3 X CTaHiB abo 3aXBOPHOBaHb BUHWKAE BrepLLe Mif Yac 3aCTOCyBaHHA
npenapaty AimeTpio, Npuitom npenapaty cnif HeranHo NPUNUHUTH,

BeHo3Ha TpoM60eM601is B aKTUBHIA (hopMi.

ApTepiasibHi ab0 KapLioBacKyNspHI 3aXBOPKOBaHHA HWHI ab0 B aHaMHe3i (Hanpukiag iHapKT miokapaa,
LiepebpoBacKyiapHa nogis, iemivyHa xsopoba cepus).

LlykpoBuii fiabeT 3 ypaKeHHSM CyAWH.

TSOKKI 3aXBOPHOBAHHSA MeYiHKM HUHI abo X HasaBHICTb B aHaMHe3i, NOKN MOKa3HUKK PYHKLIT NeYiHKK He
MOBEPHYTLCA 0 HOPMU.

MMyX/IMHKX NeYiHKN HUHI abo B aHaMHe3i (J06POsKiCHI ab0 3M105KICHI).

Bigomi abo nifo3ptoBaHi 3M10AKICHI MYXIMHK, 3a1eXHI Bif, CTaTEBUX FOPMOHIB.

BariHasibHa KpoBOTEYa He3’ACOBaHOI eTiosOrii.

MigBuLLEHa YYTAMBICTb A0 [it0UO0T PeUYOBUHM ab0 [0 6y/Ab-AKOro3 KOMMOHEHTIB npenapary.

B3aemogis 3 iHLUMMKM NiKapcbKMMKM 3acobamm Ta iHLLi BUAW B3AEMOAINA.

MpuMiTKa: ANA BUSIBMEHHA MOX/IMBUX B3AEMOLINA CNif O3HAMOMUTUCS 3 IHCTPYKUIAMW AN MeAUYHOro
3aCTOCYBaHHS JTIKAPCbKMX 3aC006iB, LU0 3aCTOCOBYOTLCA CYMYTHBLO.

Bnnue iHWKX npenapaTis Ha [iMeTpio

[MporecToreHn, BKIKOYaOUM Ai€eHOrecT, MeTabosi3yroTbCA FO/I0BHUM YMHOM CUCTEMOKD umuToxpomy P450 3A4
(CYP3A4), o po3TalloBaHa y CNM30BiiA 060M10HLi KMLLIEYHMKY Ta Y NediHui. Tomy iHAYKTOpW abo iHribiTopu
CY P3A4 MOXyTb BNAMBATM Ha MeTab0Mi3M MPOrecToreHy.

36inbLUEHHA K/TipeHCY CTaTeBUX FOPMOHIB Yepe3 iHAYKLi0 (hepMeHTIB MOXKe 3MEHLLMTW TepaneBTUYHUI eheKT
npenapaty [imeTpio i Npu3BecT [0 HebakaHWX eMeKTiB, Hanpuknag, 3MiH XapakTepy MeHCTpyanbHOI
KpoBOTeui.

3MEHLLEHHS K/ipeHCY CTaTeBMX FOPMOHIB Yepe3 MPUrHiYeHHS (hepMEHTY MOXKEe 3MEHLLMTU TepaneBTUYHUIA
ehekT npenapaty AimMeTpio i NpM3BECTU [0 PO3BUTKY NOGIYHUX peakLil.

- PeyoBMHM, WO NIABULLYIOTb KIPEHC CTaTeBUX TOPMOHIB (3HMXEHHS e(eKTUBHOCTI LLNSXOM
IHAYKYBaHHA (hepMeHTIB), Hanpuknagd: (eHiToiH, 6apbiTypaTu, NpuMMIAoOH, Kap6amaseniH, pudgamniuuH, a
TakoX, MOX/IMBO, OKCKapbaseniH, Tonipamar, enbb6amar, rpuseodynbsiH Ta 3acobu, WO MICTATb 3Bipo6iii



(Hypericum perforatum).

IHAYKUiS PepMeHTIB MOXe crnocTepiratuca nicns AekinbKox AHiB Tepanii. MakcumanbHa iHAYKUIS (hepMeHTIB
3arasiom BUSBNSAETLCA Yepes AeKiNbKi TUXKHIB.

IHAYKUiS pepMeHTIB MOXKe TpMBaTU 40 4 TUXKHIB NICA NPUNUHEHHS Tepanil.

Bnave iHgykTopa CYP 3A4 pudamniunHy [LOCMIAKYyBaBCA Y 340POBUX XKIHOK Y MOCTKIIMaKTEPUYHOMY
nepiogi. OgHoYacHe 3aCcToCyBaHHSA pudamMniynHy 3 TabneToBaHOK POPMOKD ecTpagiony BasepaTy/aieHorecty
MpM3BeN0 [0 3HAYHOTO 3HWKEHHS PIBHOBAXHOI KOHLIEHTpauii Ta CUCTEMHOro BM/MBY [i€HOrecTy Ta
ecTpagiony. CUCTEMHWIA BNMB AIEHOreCTy Ta ecTpadiony y piBHOBaXXHOMY CTaHi, BUMipsHuii 3a AUC (0 - 24
roguHW), 3MEHLUMBCH  Ha

83% Ta 44 % BignoBigHoO.

- PeYOoBMHY 3 PI3HUM BNJIMBOM Ha K/ipeHC CTaTeBMX FOPMOHIB.

OfiHoYacHe 3aCTOCyBaHHS 3i CTaTeBUMM rOpMOHaMK BENMKOI KifIbKOCTI KOMGiHaUii iHribiTopis BlJ/1-npoTeasu
Ta HEHYKNeOo3nAHMX iHriBITOpPiB 3BOPOTHOI TpaHCKpUNTa3W, y NoefHaHHI 3 KOMOiHauisMK iHri6iTopiB Bipycy
renatuty C, MoXe 36iblIMTM 260 3MEHLUMTM PiBEHb NPOrecTUHy y nnasMi Kposi. CyKynHWIA BNANB LMX 3MiH
MOXXe OYTW KMIHIYHO 3HAYYLLMM Y LeAKNX BUMALKaXx.

- PeyoBMHU, L0 3HUXYHOTb KTIPEHC CTATEBUX FOPMOHIB (iHFi6iTOpK PepMeHTIB).

[LieHorecT € cy6ecTpaTom umtoxpomy P450 (CY P) 3A4.

KniHiyHa 3HauYyLLiCTb NOTEHLINHMX B3aEMOZIN 3 IHriGiTOpamMy PEPMEHTIB 3a/IMLLIAETLCA HEBIJOMOIO.
OpfHo4yacHe 3acTocyBaHHSi cunbHUX iHri6iTopieB CYP3A4 Moxe 36i/bllyBaTi M1a3mMoBi  KOHLEHTpaLiT
LIEHOTECTY.

OfiHOoYacHe 3acTOCyBaHHS i3 CUNbHWUM iHri6iTOpoM (epmeHTy CYP3A4 KeTOKOHa30/10M MPU3BOAMIO [0
nigsuieHHs y 2,9 pasa AUC (0 — 24 rognHu) fieHorecTy y piBHOBaXXHOMY cTaHi. OfHOoYacHe 3aCTOCyBaHHS 3
MOMIPHUM [Hri6ITOPOM epuUTPOMILMHOM NPU3BOAUIO A0 MigBuweHHs y 1,6 pasa AUC (0 — 24 roavHn)
[IEHOreCTy Y PiBHOBaXXHOMY CTaHi.

Bnnve fieHorecTy Ha iHLWWI niKkapcbKi 3acotm

3a pesynbTataMu AOCAIMAKeHb IHFiOYBaHHA in Vitro, KNIHIYHO 3Hayylla B3aEMOIA AIEHOrecTy 3 iHLIMMMU
npenapatamu, MeTaboni3m KX 0NoCepesKOBYETLCA (hepMeHTaMu LUTOXpomy P450, € ManoiiMOoBIpHOLO.
B3aemopisi 3 xapyoByMU NPOAYKTaMu

MpwuiAioM XKi 3 BUCOKMM BMICTOM XXUPIB He BN/IMBaB Ha 6i040CTYNHICTb Npenapaty AimeTpio.

JlabopaTopHi TecTH

MpnitomM NPOrecToreHiB MoXe BI/IMHYTY Ha pe3y/ibTaTu AeskuX labopaTopHUX aHanisiB, 30kpeMa Ha 6ioXiMiyHi
napameTpy MeyiHKW, WMTOBUAHOI 3a103U, PYHKLIT HUPOK Ta HAAHWPKOBUX 3a/103, PiBHI 6inKiB (HOCIiB) Y
nnasmi Kposi (Hanpuknag M3K Ta tpakuii ninigis/ninonpoTeiais), napameTpyu MeTaboniamy BYrneBofiB Ta
MOKa3HUKW Koarynauii Ta ibprHonisy. 3MiHM 3a3B1Yaii 3a/IMLLIAKTLCA Y MeXax labopaTopHOI HOPMK.

Oco6MBOCTI 3aCTOCYBaHHS.

3acTepe>KeHHs.

Ockinbkn [imeTpio - npenapart, Lo MICTUTb TiSIbKN NPOrecToreH, BBaXAaeTbCA, L0 0COBMMBI 3aCTEPEXKEHHSA Ta
3axofm 6e3neku LLo0 3aCTOCYBaHHA NMPOreCTMHOBMICHUX MpenapariB TaKoX CTOCYHTbCA npenapaty JimeTpio,
X04a He BCi 3aCTepeXXeHHs Ta 3anobiKHI 3axodu TPYHTYHTLCA Ha BIiAMNOBIAHWX pe3ynbTaTax K/iHIYHMX
[OCMifKeHb came LbOoro npenapary.

Mpn noripweHHi abo MepwoMy BUHWKHEHHI Oy[ab-AKOro i3 3a3HayeHUX HuK4ve CTaHiB/(akTopiB pu3nKy, B
iHAVBIAYyaIbHOMY NOPAAKY Mae YTy NpPoBeAeHWIA aHani3 cniBBiAHOLWEHHS PU3NK/KOPUCTL Nepes noyaTkoM abo
MPOAOBXEHHAM 3aCTOCYBaHHSA npenapary JimeTpio.

TsHKKI MAaTKOBI KDOBOTEYi

MaTkoBa KpoBOTeua, HarnpuKnag, y XIiHOK 3 aieHOMiO30M MaTKu1 abo IeioMiOMOIO MaTK1 MOXKe 36i/bLyBaTnCs
npu 3acTocyBaHHI npenapaTy JiMeTpio. AKLL0 KPOBOTEYa BUPAXKEHA | HE NPUNUHSAETLCS MPOTArOM TPUBAIOro
yacy, BOHa MOXe MPU3BECTU A0 aHeMii (Y AeaKMX BuNagkax- TSHKKOI). Y Takomy pasi NOTPiGHO PO3rnsHyTy
NUTaHHS NPO NPUNMHEHHS NPUIAOMY Npenapary.

3MiHa XapakTepy KpoBOTeui

JlikyBaHHS npenapaToM [iMETPIO BN/MBaE Ha XapaKTep MEHCTPYasibHOI KpOBOTeYi Y BGiNbLLOCTI XKIHOK (AMB.
po3ain «[o6IYHI peakLii»).




LLMPKYNATOPHI NOPYLIEHHS

Ha nigcTtasi pe3ynbTatiB enifgeMionioriyHmx LoCNifAKeHb BUABIEHO HEBEIMKY KifIbKICTb AaHMX W00 iCHYBaHHS
3B’A3KYy MIDX 3aCTOCYBaHHAM Mpenaparis, WO MICTATb Ti/IbKW NPOrecToreH, i NiABULLEHHAM PU3NKY PO3BUTKY
IH(hapKTy Miokapga abo uepebpanbHOT Tpomb60eM60onii. PU3MK KapAioBacKynspHUX i LepebpasibHUX ABULL,
LUBMALLE MOB’SI3aHUIA 3 BIKOM, apTepiasibHOK TiNepTeH3Iiet0 | NaniHHAM. Y XXIHOK 3 TinepTeH3ie0 pusuk
PO3BUTKY IHCY/MbTY MOXe [ello 30i/bluyBaTUCA NPW  3aCTOCYBaHHI npenapariB, WO MICTATb TiNbKU
MPOrecToreH.

[esKi focnifKeHHA cBifyaTb NPO iCHYBaHHA NEBHOIO, NMPOTE He CTATUCTUYHO 3HAYYLLOrO 36i/IbLLIEHHS PU3NKY
PO3BUTKY BEHO3HOI TPOM60emM6b0nIT (TPOMO03 rNMOGOKNX BEH, TPOMOB0EMOONIA NereHeBoi apTepir), MOB’A3aHOr0 3
BMKOPUCTaHHAM MpenapariB, WO MICTATb Ti/lbKM NPOrecToreH. 3ara/ibHO BU3HaHI (hakTopu, WO MigBULLYIOTb
PU3NK BUHWMKHEHHS BEHO3HOI Tpom6oem6onii (BTE) BkIto4aloTb: 0COOMUCTMIA abo CiMeliHWui aHamHe3
(ranpuknag, sunagkn BTE y 6pati un cectep abo 6aTbkiB Y BifJHOCHO MONOAOMY BiLli); BIK; OXWPIHHS,
TpuBana iMMo6iNi3auis, pagukanbHi XipyprivyHi BTpyyaHHs abo TpaBMUW. Y BUMagKy TpuBanol iMMobGinisauit
PeKOMEHAYETLCA NPUMNMHUTI 3aCTOCYBaHHA npenapaTy diMeTpio (Npy nnaHoBMX onepawisx LLoHaMeHLLe 3a 4
TWKHI A0 i NpPoBeAeHHS) i He MOYMHATL 3HOBY IMOr0 NPMIOM paHille HiK 4Yepe3 2 TWdKHI Micns MOBHOT
peabiniTauii.

HeobxigHOo 6pati J0 yBarv nigBULLEHHS PU3NKY PO3BUTKY TPOMOOEMOOIIT Y MiCNAMN0N0roBOMY Mepiosi.

Y pasi BUHUKHEHHS CUMMTOMIB BEHO3HUX Ta apTepia/lbHUX TPOMOOTUYHMX 3aXBOPHOBaHb ab0 Mifo3py Ha HUX
NiKYBaHHA CNif4 NPUMUHATK.

[yxnnHm

MeTa-aHani3 54 enigemionoriyHnX fOCNifpKeHb BKa3ye Ha He3HayHe MiABWLLEHHSA BiJHOCHOro pusmky (BP =
1,24) p0o3BUTKY paKy MOJIOYHOT 3a/1031 Y XKIHOK, fiKi 3aCTOCOBYIOTb OpasibHI KOHTpauenTueu (OK), rofiosHum
YMHOM Ti, WO MICTATb €CTPOreH-nporectToreH. Liei NiABMLLEHWIA PU3NK NOCTYNOBO 3HMKAE NPoTArom 10 pokiB
nicns 3akiH4eHHsS NPUnoMy KOMBiHOBaHMX opasibHUX KOHTpauenTueiB (KOK). OcKinbku pak MOMOYHOT 331031
Yy XIHOK BiKOM fi0 40 pOKiB BUHUKAE PiAKO, 301/bLUEHHS KiSIbKOCTI BUMAAKIB 4IarHOCTVMKM PaKy MOTOYHOT

3a/10311 Y XKIHOK, abo HewlozasHO BuKopucToByBan KOK, € HE3HaYHUM LLLOAO0 3ara/ibHOro
PU3NKY paKy MOJIOYHOT 3a/103U. ICHYEe OAHAKOBWUI PU3UK BUSB/IEHHA PaKy MOJIOYHOT 3a/1031 Y KIHOK, fAKi
npuimanm npenapaTv, WO MICTATb TiNbkKM nporectoreH, abo KOK. OpHak iH(hopmaLis, WO CTOCYEThCH
npenapartiB, SIKi MICTATb TiflbKM NpPOrectoreH, 6asyeTbCsd Ha HabaraTo MeHLWI KiNbKOCTI XXIHOK, fKi iX
3aCTOCOBYIOTb, i TOMY BOHa € MEHLU MEepPeKOH/MBOI, HXK fdaHi, wo crocytoTbcd KOK. PesynbTatv umx
[OCMiMKeHb He HajatoTb [O0Ka3iB iCHYBaHHA MPUYMHHOIO B3aEMO3B’A3KY. MMiABULLEHHSA PU3MKY MOXe 6yTu
3yMOB/eHe K GiNbLL PaHHLOK [iarHOCTMKOK paKy MOJIOYHOI 3a/1031 Y XKIHOK, SIKi BUKOPUCTOBYHOTL OK, TaK i
6ionoriyHoo  fieto UMx npenapatiB abo MoegHaHHAM 060X (hakTopiB. BifszHayeHO TeHAEHUit0, WO pak
MOJIOYHOI 3a/1031, BUSBNEHWUI Y XKIHOK, AIKi KOMM-Hebyab npuiimann OK, KNIHIYHO MEeHLU BUPaXKEHWUIA, HIXK Y
TUX, XTO HIKO/M HE BXXMBaB Opa/lbHi KOHTPaLenTUBW.

Y MOOAVHOKMX BUMaAKaxX Y >KIHOK, AIKIi 3aCTOCOBYBa/I FTOPMOHa/IbHI PEYOBUHU, NOAIOHI A0 Ti€El, WO MICTUTb
npenapat [imeTpio, cnoctepiranmcs A06POosAKICHI, a Wwe pigwe — 3M10AKICHI MYX/IMHW NeYiHKK, SKi B OKpeMUX
BUMaAKax Npu3BOAWAM L0 HeGe3nevHoi ANA XUTTH BHYTPILLHbOUYEPEBHOT KPOBOTEYI. Y BUMNaAKY BUHUKHEHHS
CKapr Ha CUbHWIA 6inb B eniracTpanbHii AiNgHLi, 36iNbLEHHSA NeYiHKN a60 NOSBM 03HAK BHYTPILUHbOYEPEBHOT
KpOBOTEYI Npu AndepeHLiiHIA AiarHOCTULI CNij BpaxoBYBaTW MOX/MBICTb HAsABHOCTI MYX/IMHU MEYiHKKN Y
XIHOK, AKi NpuiiMatoTb npenapart JiMeTpio.

Ocrteonopos

3MiHWN MiHepa/ibHOT LWiNIbHOCTI KICTKOBOT TKaHMHU (MLLLKT).

3acTocyBaHHsA npenaparty dimetpio nigfiTkam (12—-18 pokis) NpoTArom nepiogy NiKyBaHH$

12 micsAuiB acouitoBasiocs 3i 3HKEeHHAM cepeAHboro 3HavyeHHs MLLUKT y nonepekosomy Bigaini xpe6ta (L2 —
L4) Ha 1,2 %. [Micns npunuHeHHs nikyBaHHAa MLLKT nigsuiLyBanaca 3HOBY Y UUX MaLieHTIB.

CepepHsa BigHocHa 3MiHa MLLUKT Bij noyaTkoBMX MOKa3HWUKIB A0 3aKiHYeHHs NiKyBaHHSA cTaHoBuia 1,2 % 3
Aiana3oHoM M —6 % Ta 5 % (A1 95 %: —1,70 % Ta —0,78 %, n=103). [0BTOPHE BUMIPIOBaHHS Yepe3 6 MicALliB
nicnsa 3aKiHYeHHS NiKyBaHHA Yy nigrpyni 3i 3HWKeHWMM 3HaveHHamn MLLUKT nokasano TeHAeHUio [0
BiZlHOB/IEHHS (CepesHs BiZHOCHA 3MiHa Bif MOYaTKOBMX NMOKa3HUKIB: —2,3 % Npw 3aKiHYeHHi NnikyBaHHA Ta —0,6
% yepe3 6 micauiB Nicns 3aKiHYeHHA NiKyBaHHA 3 AlanasoHoM MixX —9 % Ta 6 % (41 95 %: 1,20 % 1a 0,06 %
(n=60)).

MMopyLUeHHA MiHepasibHOT LWifIbHOCTI KiCTKOBOI TKaHWHW Mae 0CO6/MBe 3Ha4YeHHs Y MigniTKOBOMY Bili Ta y



PaHHI nepiof CTaTeBOro L03piBaHHA, KPUTUYHWIA Nepiof pocTy KiCTOK. HeBifoMO, 4M 3MEeHLWTb MiKOBY
KICTKOBY Macy Ta NiABUWNTL PU3NK Nepenomy KIiCTOK Yy NiTHbOMY Bili 3HMKeHHA MLUKT y ui nonynsuii
(ams. po3gin «iTn» Ta «PapmakonorivyHi BlaCTUBOCTI»).

Mepen NoYaTKOM NliKyBaHHA NiKapto CNif 3BaXWTU Mnepesarn 3acTocyBaHHS npenapaty [diMeTpio Ta MOX/MBI
PU3NKWN 3aCTOCYBaHHA [J19 KOXXHOr0 OKPeMOro Mif/iTka, BPaxoBYHOUM TaKOX HasBHICTb CYTTEBUX (DAKTOPIB
PU3KKY OCTEOorNopoasy.

AJeKBaTHe 3aCTOCYBaHHA Ka/bLito Ta BiTaMiHy D npu [ieTMYHOMY XapuyyBaHHI ab0 npw 3acTOCyBaHHI
Xap4oBuMX [06aBOK € BXXIMBUM /19 340POBOr0 CTaHy KiCTKOBOT TKAHWMHW Y XIHOK YCiX BIKOBUX KaTeropit.

He cnoctepiranocs 3HmkeHHs MLLKT y gopocnux (4us. po3gin «®apMakogyuHaMivyHi BaCTUBOCTI»).

Y nauieHTOK, fKi 3HaxogAaTbCs y rpyni NiABWLLEHOTO PU3MKY PO3BUTKY OCTEOMNOpOo3y, peTesibHa OLiHKa
CMiBBIAHOLLEHHA PU3MK/KOPUCTL NOBMHHA OYTW MpoBefeHa [0 Mo4vaTKy fiKyBaHHA npenapatom [AimeTtpio,
OCKi/lbKM PiBEHb EHAOreHHMX eCTPOreHiB MOMIPHO 3HMXKYETLCA Ha T/i NiKyBaHHA npenapaTom [imeTpio (auB.
po3ain «PapmakognHaMiKa»).

IHLWI cTaHW

3a CTaHOM MauieHTOK 3 [enpecield B aHaMHe3si Cnif peTeflbHO crnocTepiratv i NPUNUHUTU 3aCTOCYBaHHSA
npenapary npy po3BUTKY BUPaXXeHWX NPOsBiB Aenpecil.

MpuWrHivyeHWin HacTpiii Ta fenpecia € fobpe BiZOMUMM MOBGIYHUMU ABULLAMU, AKI MOXYTb BUHUKHYTU Ha T/
3aCTOCYBaHHS FOPMOHa/IbHUX KOHTPaLenTuBiB (4UB. po3ain «MobiuHi

peakLuii»). [enpecia moxe 6yTU Cepio3HMM CTaHOM Ta € Aobpe BifoMMM (haKTOPOM PU3MKY CYiuMAaIbHOI
noBefiHKN Ta camory6cTBa. XKiHkam cnif, nopaguTh 3BEPHYTUCA A0 NiKaps Npu 3MiHaX HAacTPOK Ta MOsBI
CUMNTOMIB A€enpecii, B TOMy YMC/i He3abapoM Micas NoYaTKy npuinomy.

[ieHorecT 3a3Buyaii He BNIMBaE Ha apTepiailbHWUA TUCK Y HOPMOTEH3MBHUX XIHOK. IMpoTe, AKWO TpvBana
KNIHIYHO BuMpaXKeHa rinepTeHs3id BMHWKAE Mif 4Yac 3acTOCYBaHHS Mpenaparty, PeKOMeHAYETbCA BiAMIHUTU
npenapat JimMeTpio Ta NiKyBaTu rinepTeHsito.

Mpn peumamBi XonectaTUYHOI >XOBTAHULI Ta/abo cBepbexy, WO BWHMKaNM Yy Mepiog BariTHOCTI abo
ronepeHLOro 3aCTOCYBaHHSA CTaTeBMX FOPMOHIB, 3aCTOCYBaHHA Npenapary i NPUNMHUTH.

[ieHorecT MoXKe MaTV He3HauyHWi BMAMB Ha NeputepuyHy iHCYMIHOPE3UCTEHTHICTb Ta TOMEPaHTHICTL A0
FNOKO3N. KiHKK, XBOPi Ha LYKpoBWiA AiabeT, 0co6/MBO 3 recTauiiHM LYKpPOBUM AiabeToM B aHaMHesi,
MOBUHHI peTenbHO 06CTEXYBaTUCA NPOTATOM 3aCTOCYBaHHA npenapaty JimeTpio.

IHOAI MOXKe PO3BMBATUCS X/10a3Ma, 0COBMBO Y XKIHOK 3 X/10a3MOKO BariTHMX B aHamHe3i. XKiHKK, CXU/bHI [0
BUHWKHEHHSI  X/1083MK1, MOBWHHI YHUKATW AiT NPAMUX  COHAYHUX NPOMeHIB abo ynbTpadioneToBoro
BUNPOMIHIOBaHHS Mif Yac npuitomy npenapaty [imeTpio.

IMOBIpHICTb N03amMaTKOBOI BariTHOCTI Y XIHOK, iKi BAKOPUCTOBYIOTb /19 KOHTpaLenyii npenapaTu, Wo MiCTATb
Ti/IbKW MPOrecToreH, € BULLOK, HIX Y XKIHOK, AKi 3acTocoBytoTb KOK. Tomy Aif XXIHOK 3 M03amaTKOBOH
BariTHICTIO B aHamHe3i abo MopyLleHHAM (PYHKUIT MaTKOBMX TPy6O MUTaHHA NPO BMKOPWUCTaHHA npenapary
[imeTpio cnif BMpiLLyBaTu TiNIbKK NICNA PeTeNlbHOT OLiHKM CMiBBIAHOLLUEHHSA KOPUCTL/PU3NK.

IMig vac 3acTocyBaHHA npenapaty [iMeTpio MOXe BUHMKATU NepcuUCTeHuis Ponikynis (4acTo 3a3Ha4YaETbCa AK
(DYHKLiOHa/IbHI - KICTW  A€YHMKIB). BiNblWicTb UMX (ONiKyniB € 6e3CUMNTOMHUMK, Xova [esaKi MOXYTb
CynpoBOKyBaTUCS 60NeM Y AiNAHLI Tasa.

He BMKOPWCTOBYETLCAY repiaTpuyHiin NpakTuLi.

JlakT03a

KoxHa Tabnetka npenapaty [AimeTpio MicTuTb 62,8 Mr nakTto3n MoHorigpaTy. MMauieHTn 3 pigkicHUMUK
CMagKoBMMM 3aXBOPHOBAHHAMU, MOB’A3aHNMMN 3 HEMEPEHOCUMICTIO raiakTosu, fediumToM naktasm flarnna abo
Mas1babCcopOLIEID MNHOKO3M-ranakTo3u, AKi JOTPUMYOTLCA 6e3/1aKTO3HOIT AIi€TN, NOBUHHI BpaxoBYyBaTy KifIbKiCTb
LIET pevyoBrHK Y TabneTui npenapaty AimeTpio

3acTocyBaHHA y nepiof, BariTHOCTI abo rogysaHHs rpyaato.

BariTHiCTb

ICHYIOTb 06MeXeHi AaHi LWoA0 3acTOCyBaHHS [iEHOrecTy BariTHUM >XiHKaM. [LOCNi[pKEHHS Ha TBapuHaxX He
BKa3ylOTb Ha NpAMUIA abo HEMPAMUIA PU3MKN PenpPOSYKTUBHOI TOKCUYHOCTI (4MB. po3ain «PapmakonoriyHi
B/TACTMBOCTI»).

[iveTpio He peKOMeHAYETbCH 3aCTOCOBYBAaTM BariTHUM DKiHKaM, TOMY WO Hemae noTpebu nikyeatu
eHZIOMETpPIOo3 Y nepioj BariTHOCTi.

["ofyBaHHA rpyaato



NikyBaHH#A npenapatoM [imMeTpio y nepioj rofyBaHHS rPyALI0 He peKOMeHAYeTbCA. HeBifoMo, uM NpoHUKae
[IEHOreCT y rpyaHe MOMOKO XKiHKW. [laHi, oTpuMaHi Yy XOAi AOCNiMKeHb Ha TBapuvHax, BKa3ylTb Ha
MPOHUKHEHHA [iEHOTeCTY Y rpyaHe MOOKO. Criif NPUAHATI PiLLEHHSA NPO NPUNUHEHHS FOAYBaHHS rpy a4t abo
NPUNWHEHHA Tepanii npenapatom [imeTpio, 6epyyun [0 yBarm KOPWUCTb FOAYBaHHA TPyAA0 AN AUTUHU i
HeoOXIiAHICTb Tepanii AN XiHKK.

PepTUILHICTH

Ha nigcraBi HasBHUX AaHMX MOXKHa CTBEPKYBaTW, LLLO Nif Yac NikyBaHHA npenapatom [imMeTpio y 6iibLiocTi
NavuieHTOK iHribyeTbCA oBYNALis. OfHak npenapaT [AiMeTpio He € NpoTM3anaigH1UM 3ac060M.

AKWo noTpibHa KOHTpauenuis, cnif [AOAATKOBO 3aCTOCOBYBATM HErOPMOHa/IbHWMIA MeTof 3amnobiraHHs
BariTHOCTI (guB. po3ain «Cnoci6 3acTOCyBaHHA Ta [03M1»).

Ha niactaBi HasBHMX [aHWX MOXHA CTBEPAKYBaTW, WO MEHCTPYasbHUA UMK MOBEPTAETbCA O HOpMMU
NPOTAroM 2 MicsLiB NiCNs NPUNUHEHHSA NiKYyBaHHA npenapaToM [imeTpio.

30aTHICTb BNMBATM Ha LWBMAKICTb pPeakuii Npu KepyBaHHi aBTOTPAHCNOPTOM ab0 iHLWMMU MexaHi3MaMu.
He cnocTepiranv BNA1BY Ha 3[aTHICTb KepyBaTy aBTOTPAHCMOPTOM Ta YNpaBiaTh MexaHi3mamy y NauieHToK,
AKi NpuiAMany npenaparu, Wo MiCTATb Ji€EHOrecT.

Cnoci6 3acTocyBaHHs Ta [03W.

Cnocib 3acToCcyBaHHS

[ns nepopasibHOro 3aCTOCYBaHHS.

Jo3yBaHHs

MpuiimaTn no 1 Tabnetuyi WoAHA 6e3 nepepsBu Yy 3aCTOCYBaHHI npenapaTty Npuban3HO B OAMH i TOM e vac,
3arnmBaruy HEBEIMKOLO KiNbKICTHO PignHN. TabneTKy MOXHa NPUAMAaTL He3aeXHOo Big npuinomy ixi.

Tabnetku cnig npuiiMaTi perynspHo, He3asleXXHo Bif, MEHCTPYasibHOT KPOBOTEYi. AK TiNbK1 TabneTkun 3 ofHiel
YNaKoOBKM 3aKiHYUMANCA, MOYMHATL MpuUiAMaT TabneTKU 3 HaCTynHOT YMakoBKW, He pobnsun nepepsu y
3aCTOCYBaHHI JTiKapCbKOro 3acoby.

BigcyTHili focsig nikyBaHHs npenapaTtom [imeTpio nauieHTOK 3 eHA0MeTPio3oM [0BLLE

15 micsuis.

MpuiioM NpenapaTy MOXKHa po3noyaTny 6yab-gKuUi leHb MEHCTPYa/IbHOTO LMKy .

3acTocyBaHHA Oy[b-AKUX TFOPMOHA/IbHUX KOHTPAUEnTUBIB CMif NPUMNUHUTKA Mepes noyatkom Tepanil
npenapatom [imeTpio. AKWO0 HeobXifHa KOHTpauenuis, cnif A0AATKOBO 3aCTOCOBYBAaTWM HErOpPMOHa/IbHWUIA
MeTOZ 3anobiraHHs BariTHOCTI (Hanpuknag, 6ap’epHUin METOA).

[Mponyck NpuinoMy NikapcbKoro 3acoby

Y BunagKy Nponycky npuiiomy TabneTku, 6/1t0BaHHS Ta/abo giapei (SKi Manun micue NpoTarom

3- 4 roguH nicng npuitiomy TabneTku), eeKTUBHICTL npenapaty [iMeTpio Moxe 3MeHWWTUCH. Y pasi
MPONYCKY NpUinoMy OAHIET ab0 KiNlbKOX TabneTok 1 TabneTKy Cnif NPUAHATK, SK TiNbKW XiHKa 3ragae npo Le, a
HaCTYMHYy MpUAMAaTK Yy 3BUYaHWUIA Yac. AHanoriyHo, TabneTky, WO He BCMOKTanacs 4vepe3 6/1H0BaHHA abo
Aiapeto, CMij 3aMIHUTKN Ha iHLWWY TabneTky.

MlogaTkoBa iHhopMaLis LWoA0 3aCTOCYBaHHS B 0COBAMBUX rpynax NauieHTiB

MauieHTu NiTHLOrO BiKy

Hemae BifNoBigHMX NOKa3aHb [/11 3aCTOCYBaHHSA npenapaty JiMeTpio nauieHTKam Liei rpynu.

MeyiHKoBa HEAOCTATHICTDb

MpenapaT NPOTMNOKa3aHWI NaLieHTKaMm i3 TSHKKMM 3aXBOPHOBAHHSM MeYiHKM HUHI ab0 B aHaMHe3i (AWB. po3gin
«[TPOTUNOKA3aHHS»).

HupkoBa HeOCTaTHICTb

Hemae )KoHMX AaHuX, Lo cBifyaTb Npo NoTpedy B KOPeKLil 4031 ANA NalieHTOK 3 HUPKOBOK HEAOCTATHICTHO.

aiTn.

Mpenapat [iMeTpio He NOKa3aHWin 4N1s 3aCTOCYBaHHS AITAM [JO HACTaHHSA MeHapXe.

Be3sneky Ta egeKTUBHICTb 3aCTOCYBaHHS npenapaty [imeTpio 6yno JOCNiIKEHO Y XOA4i HEKOHTPO/IbOBaHOMO
JocnifpKeHHsA npotarom 12 micsauis y 111 nawieHTOK NigniTKOBOr0 BiKy

(12 — <18 pokiB) 3 KNiHIYHO Migo3ptoBaHMM abo NiATBEPLKEHMM eHLO0METPIO30M (AMB. po3ainn «OcobMBOCTI



3acToCcyBaHHA» Ta «PapMaKoIorivyHi BNaCTUBOCTI»).

EekTnBHICTb NpenapaTy [iMmeTpio 6yna npoAeMOHCTPOBaHa NpK NiKyBaHHI eHAOMETPIo3y, acoLiinoBaHOro 3
Ta3oBuUM 6071em, y nigniTkis (12—-18 pokiB) i3 3arasbHUM CNPUATAMBUM Npodiisiem 6e3neku Ta NepeHoCUMOCTI
NiKapCbKOro 3acoby.

3actocyBaHHa npenapaty AimMeTpio y NigNITKIB NPOTArom nepiogy NikyeBaHHA 12 micAuiB acouitoBasiocs 3i
3HWKEHHAM CepefHbOro 3Ha4eHHSA MiHepasibHOT LLiSIbHOCTI KICTKOBOT TKAHUHY

(MLLKT) y nonepekosomy Bigaini xpe6ta Ha 1,2 %. Micna npunuHeHHs nikysaHHs MLKT nigsuwysanacs
3HOBY Y UMX NauieHTIB.

[MopyLUeHHA MiHepabHOT LLIIbHOCTI KICTKOBOT TKAHWUHW Mae 0CO6/IMBO BaXK/IMBE 3HAYEHHS Y MiANITKOBOMY BiLli
Ta Y paHHbOMY Mepiofi CTaTeBOro 403piBaHHA, KPUTUYHOMY Mepiofi pocTy KiCTOK. HeBifoMO, UM 3MEHLLNTb
NiKOBY KIiCTKOBY Macy Ta NIABUWMUTbL PU3NK MEPenoMy KiCTOK Yy NiTHbOMY Bili 3HMWKeHHS MLLKT y Uil
nonynauii.

Tomy nikapto cnif 3BaXXWTU MepeBary 3acTocyBaHHS npenapaty [AiMeTpio Ta MOX/MBI PU3MKM 3aCTOCYBaHHS
ANA  KOXHOro OKpemoro nignitka (aue. posginn  «OcobAMBOCTI  3aCTOCYBaHHS», «®PapMakoAMHaMiYHI
B/TACTMBOCTI»).

Nepeno3yBaHHSA.

JocnifpkeHHs rocTpoi TOKCUYHOCTI, NPoBefeHi 3 [AiEHOrecTOM, He BKasyBa/lM Ha PU3NK PO3BUTKY FOCTPUX
NoBGIYHMX peakuiin y BUMNaaKy HEHaBMWCHOrO NPUIOMY KifbKOX [060BMX TepaneBTUYHMX [03. YKOAHMX
Creun@ivyHNX aHTUAOTIB He iICHYE. 3acTocyBaHHA 20— 30 Mr gieHorecTty Ha fo6y (Lo y 10— 15 pasis BulLLe, HIX
[03a y TabneTui npenapaty AiMeTpio) ynpoaoBxX 6inbLue 24 TUXHIB NepeHoCUnncs gyxxe fobpe.

Mo6iyHI peakuii.
Mo6iyHi peakuii onucaHo 3rigHo 3 MedDRA.
Mo6iuHi peakuii HayacTiLle PO3BMBAKOTLCA NMPOTArOM MepLUMX MICALIB 3aCTOCYBaHHA npenapaty [imeTtpio i
3HUKAKOTb Y MpOLeCi NliKyBaHHA. MOXYTb CroCcTepiratuca 3MiHN XapakTepy KpoBOTeY, Taki IK KpOBOMas3aHHS,
HeperynspHi KpoBoTeyi abo ameHopes.
MoBigoMnanm NPo HacTymHI NOGIYHI peakuii nif yac NikysaHHA npenapatom AimeTpio. MobiyHi asuLia, Npo
SKi HalyacTille noBigoMAANN Nif Yac NiKyBaHHA npenapaTtom [imeTpio, BKAKOYaKOTb rofoBHUiA 6inb (9,0 %),
ANCKOMMOPT Y MONOYHMX 3ano3ax (5,4 %), npurHiveHnin HacTpin (5,1 %) i akHe (5,1 %).
Kpim Toro, nikysaHHs npenapatomM [iMETIpO BNAMBAE Ha XapaKTep MEHCTPyasbHUX KPOBOTeY Y OifbLUOCTI
XIHOK. XapakTep MEHCTpya/lbHUX KPOBOTEY OLiHIOBAIM CUCTEMATUYHO 3 BWMKOPUCTAHHSAM  LLOAEHHVKIB
navuieHTOK Ta aHaniyBanu i3 3acTocyBaHHAM MeToay BO3 npotarom 90-4eHHOro 3BiTHOro nepiogy. Mpotarom
nepwmx 90 gHiB Tepanii npenapaTom [iMeTpio cnocTepirann HacTynHi Xxapaktepy KposoTted (n=290; 100 %):
ameHopes (1,7 %), HeyacTi KposoTeui (27,2 %), yYacTi KposoTedi (13,4 %), HeperynapHi kposoTeui (35,2 %),
TpuBasni KpoBoTeui (38,3 %), HOpMasibHa MEHCTPYasibHa KpOBOTeYa, TOOTO XOAHa 3 MonepeaHix Kareropii (19,7
%). MNpoTArom 4eTBEPTOro 3BITHOrO Nepiofy CnocTepirannca HacTynHi xapaktepyn kposoTed (N=149; 100 %):
ameHopes (28,2 %), HevacTi KpoBoTeui (24,2 %), yacTi KpoBoTeui (2,7 %), HeperynapHi KposoTedi (21,5 %),
TpuBasi KposoTeui (4,0 %), HOpMa/lbHa MEHCTpyasibHa KpPOBOTeYa, TOOTO fKa He BILHOCUTLCA [0 XOAHOT 3
nonepeaHix KaTeropiu
(22,8 %). 3MiHM XxapaKTepy MeHCTpya/lbHUX KPOBOTEY JiMLIe IHOAI MOBIAOMAAIM AK MOBGIYHI peakuii y
nauieHToK (AuB. TabnMLo NOGIYHUX peakLiiif).
Y Tabnuui 1 3a3HayeHi Nob6ivHi peakuii BignoBigHo A0 Knacudikauii MedDRA (MedDRA SOCs), npo sii
MoBIAOMANN Mif Yac NiKyBaHHA npenapaToM [imeTpio, Ta ix yactoTa.
Y Mexax KOXHOI rpynu nobiyHi edieKTn 3a3HayeHi y NopsAKy 3MeHLeHHs YyacToTu: vacTo (Big = 1/100 go <1
/10) i HeuacTo (Big = 1/1000 go <1/100). YacTtoTa BM3HayeHa Ha MiactaBi 06’eqHaHUX AAHWX YOTMPLOX
KMIHIYHUX JocnifxeHb 3 yyacTio 332 nauieHToK (100 %).

Tabnuus 1
Mo6iyHi peakuii, hasa Il KniHiYHMX gocnimkeHb, N= 332

(MedDRA) Yacto HeyacTo
3 60Ky cucTemm KpoBi Ta aHemis
nimgaTUyHOT crucTemm




MeTa60/i3M Ta NOpYyLLEHHS
06MiHY peyoBuWH

NiABULLEHHS Macy Tina

3HWXKEHHSA Macy Tina, NigBuLLEHWIA
anetuT

McuxiyHi posnaam

MPUrHIYeHWA HacTpIN,
MOPYLUEHHS CHY, HEPBO3HICTb,
3HWXKEHHS Ni6iao, 3mMiHK
HacTpoLo

3aHernoKOoEHHS, fenpecis, NabiIbHICTb
HacTpoio

3 60Ky HepBOBOT CUCTEMU

rOMI0BHWI 6iNb, MirpeHb

MOPYLLUEHHS BereTaTUBHOI perynsui,
NOpYLLEHHS yBaru

3 60Ky opraHis 30py

CyXiCTb 0ouen

3 60Ky opraHiB cnyxy Ta
BECTMOYNAPHOro anapary

[3BiH Y ByXax

3 60Ky cepus HecneunivyHI UMPKYNATOPHI
po3/1aan, NoCKeHe cepLebuTTs
3 6oKy cyauH apTepiasibHa rinoTeHsis

3 60Ky AnXanbHOT CUCTEMN,
OpraHiB rpyAHoi KTk Ta
cepefoCTiHHSA

AnCnHoe

3 60Ky
LLITYHKOBO-KMLLIKOBOIO
TpakTy

Hyf0Ta, 6iNb Y XXMBOTI,
METEeOopU3M, 34YTTS XKUBOTA,
6ntoBaHHA

fiapest, 3anop, AUCKOMQopT y
YepeBHii NOPOXKHUHI, 3ananeHHs
LLTYHKOBO-KMLLIKOBOI O TPaKTY,
THriBIT

3 60Ky LLKipK Ta NigWwKipHOT
KNITKOBUHU

akHe, asionewis

CyXICTb LUKipK, rineprigpos, ceepoix,
ripcyTn3m, OHIX0Knasid, nyna,
[epmatuT, NopyLLEHHS poCTy
BOJI0CCA, peakuii (hoTOUYTANBOCTI,
3MiHM nirMeHTayii

3 6OKY OMOpHO-PYX0BOI
CUCTEMM Ta CNOJTYYHOI
TKaHUHU

6i/lb y CNvHI

6inb y KiCcTKax, M’A308Bi cyaomu, 6ifb
y KiHUiBKaX, BIAYYTTS TSXKKOCTI Y
KiHL|IBKax

3 60Ky HMPOK Ta
CevyoBMAINbHOT CUCTEMU

IHeKLif cCe4oBMBIAHUX LUNAXIB

3 60Ky penpofyKTUBHOT
CUCTEMW Ta MOIOYHMX 3a/103

AVCKOMMOPT Y MOJIOYHMX
3a/103ax, KicTa A€YHWKIB,
NPUMNINBKU, MATKOBI/ BariHa/bHi
KpoBOTeuUi,

B T.4. KPOBOMa3aHHS

BariHa/lbHWIN KaHAMA03, CYyXIiCTb
BY/IbBU Ta NiXBW, BUAINEHHS 3i
cTaTeBWX opraHis, 6ib y AinsHui
Masioro Tasa, aTpotiyHmi
BY/IbBOBAriHIT, 30i/IbLUEHHS
MOJIOYHMX 3a/103, KICTO3HO-(PiOPO3HiI
3aXBOPHOBAHHA MOIOYHUX 3aJ103,
Harpy6aHHs MOJIOYHUX 3a/103

3arasnbHi po3nagn Ta MicLesi
peakuii

acTeHiYHi CTaHW, ApaTiBUBICTb

HabpskK

TakoX crnocTepirainca HacTynHi

rinepyyTaMBOCTI.

IHWI cepino3Hi MNOGIYHI peakuii

MoGIYHI peakuii: mepcucTeHuia gonikynis, NiABULLEHHA aneTuTy, peakuil

crnocTepiramca nif Yac 3acTOCyBaHHSI CTEPOIgHWX CTaTeBMX TOPMOHIB
nporectoreHis (avB. po3gin «Oco6/MBOCTI 3aCTOCYBaHHSA»): BEHO3HI Ta apTepiaibHi TPOM60emM60niyHI
MOPYLLEHHS, apTepiasibHa rinepTeHsis, iHapKT Miokapaa, iHCY/bT, HOBOYTBOPEHHS MOJIOYHUX 3a/103, MYX/INMHW
neyviHKW, BIAYYTTA AMCKOMGOPTY Y CMNKHI, Xnoa3ma, XOfecTaTuyHa XOBTAHULA, OCTEONOPO3 (AMB. HUXYE),

3MIHW TOMIEPAHTHOCTI [0 I/TH0KO31 260 BMNMB Ha NepudepuyHy iHCYIIHOPE3UCTEHTHICTb.
SHWYKEHHSI MiHEPA/IbHOT LLLISIbHOCTi KICTKOBOT TKAHWHW

Y X0fi HEKOHTPO/IbOBAHOIO KNIHIYHOIO A0CNifpKeHHs 3 yyacTio 111 nauieHToK MigniTkoBoro Biky (Big 12 oo
<18 pokiB), AKi oTpuMyBanu Tepanito npenapaTom AimeTipo, 103 Manu BumiptoBaHHs MLLLKT. Y 6n1m3bko 72
% y4aCHUKIB [OCNIAKeHHs cnocTepiranocs 3HmkeHHs MLUKT nonepekosoro Bigginy xpe6rta (L2 — L4) nicns

12 micsuiB 3acToCcyBaHHS (AMB. po3ain «OcobANBOCTI 3aCTOCYBaHHS»).




[NoBigOMAEHHS NPO Nifo3ptoBaHi NObIYHI peakLLiT

MMoBiAOM/IEHHA NP0 Mifo3proBaHi MOGIYHI peakuil y nepiog NOCTMApPKETUHIOBOrO CMOCTEPEXEHHS € [AYyXKe
BaX/MBUMU. Lle Aae MOX/MBICTb 3AIMCHIOBATUM KOHTPO/b CIiBBIAHOLWEHHS KOPUCTL/PU3NK 3aCTOCYBaHHA
NIKapCbKMX 3ac006iB. Mefn4yHi NpaLiBHUKN MOBUHHI NOBILOMNATY NPO Mif03pHoBaHi NOGIYHI peakuii.

TepMmiH NpUAATHOCTI: 2 POKN.

YMmoBu 36epiraHHs. BigcyTHi 0co61Bi BUMOrM CTOCOBHO 30epiraHHs NikapcbKoro 3acooy.
YnakoBka. Mo 14 Tabnetok y 6nictepi, no 2 6/icTepn B KAPTOHHIN KOPOOLi.
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Micue3HaxomMkeHHS BUPOOHMKaA Ta afpeca Micua NpoBafyKeHHS MOro 4isiNIbHOCTI.
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