IHCTPYKUIA
AN MeIMYHOI0 3aCTOCYBaHHS NiKapCbKOro 3acoby

MiTpeH
(Mitren)

Cknag:

[itoya peyoBuHa: AiEHOTeCT;

1 TabneTka MiCTUTb 4IEHOreCTy 2 Mr;

[ONOMI>KHI PEYOBUHU: NaKTO3a, MOHOTIApaT; KpOXMaslb KyKYpyA3sHWiA; noBigoH K-30; MarHito cTeapar.

JlikapcbKa thopma. Tabnetku.
OCHOBHI (pi3nKO-XiMiYHi BnacTUBOCTI: 6iNi Kpyrni N1ocKi TabneTku.

dapmakoTepaneBTUYHa rpyna. 3acobu, Lo BNANBaKOTL Ha CEYOCTaTEBY CUCTEMY, Ta CTaTeBI rOPMOHW. TOPMOHYM CTaTeBUX 3a/103 Ta MpenapaTu, SKi 3aCTOCOBYIOTb
npw NaTonorii ctaTeBux opraxis. MectareHu. MNoxigHi nperHagieHy.
Kog ATX GO3D BO08.

dapmMakosoriyHi BnacTmeOCTI.

dapmakogyHamika.

[ieHorecT — noxifHe HOPTECTOCTepOHY 6e3 aHAPOreHHol Ta 3 MEeBHOK aHTUaHAPOreHHOH aKTWBHICTIO, WO CTAHOBUTb MPWUGM3HO OfHY TPETUHY aKTUBHOCTI
LMNpOTepoHy aueTaty. [lieHOrecT 3B°A3yeTbCA 3 peLenTopamu NporecTepoHy y martui Tifibku 3 10 % BIAHOCHOK aiHHICTO. He3saXKatoum Ha HU3bKY aiHHICTb [0
peLenTopiB MPOrecTepoHy, AiEHOreCT Mae CUIbHWIA MPOrecToreHHWi eqekT in vivo. [lieHOreCcT He MPOSIBNSAE 3HaYHY aHAPOreHHy, MiHepasioKOPTUKOIgHY abo
NIFOKOKOPTMKOIAHYaKTUBHICTb iN Vivo.

[ieHorecT Bn/iMBae Ha eHLOMETPI03, 3MEHLLYHOUN eHAOreHHY NPOAYKLIK0 ecTpasiony i TakKMM YNHOM MPUTHIYYOUM TPOgivHI eekTy ecTpagionly Ha eyTonivyHui Ta
eKTONIYHNA eHAoMeTpi. Tpn 6e3nepepBHOMY 3aCTOCYBaHHI [IEHOreCT MNPU3BOAUTL A0 CTBOPEHHS TiMOECTPOreHHOro, rineprectareHHoro eHAOKPUHHOIo
CepesoBULLa, L0 CNPUYMHSAE NOYATKOBY Aeuunayanizalito TKaHNHM eHL0METPIA 3 NOAA/bLIOK aTPOIErD eHAOMETPIOIAHMX BOTHULL,.

[JaHi 11040 e(heKTUBHOCTI

MepeBara AieHOrecTy MOPIiBHAHO 3 nnauebo 6yna NPoAeMOHCTPOBaHa Yy Mpoueci AOCNIMKEHHA 3 y4yacTio NauieHTOK 3 eHAOMETpio3oM. binb y AinsHui Tasa,
MOB’A3aHWNIA 3 eHLOMETPIO30M, BUMIpIOBaNM 3a [OMOMOro0 BidyasibHOI aHanorosoi Wwkanun (0-100 mm). Yepes

3 micaui Tepanii gieHorectom 6yna BU3HayeHa CTaTUCTUYHO 3HauyLla PisHMUA MopiBHAHO 3 nnaue6o (D = 12,3 mm; p<0,0001) Ta KMAIHIYHO 3HAUYLLe 3MEHLLEeHHS
60/110 MOPIBHAHO 3 MOYATKOBUM PIBHEM (CepefHE 3MeHLUEHHS = 27,4 MM + 22,9).

Uepe3 3 MmicauUi NiKyBaHHS 3MEHLLEHHS 60N Y AiNsSHLUI Manoro Tasa, WO 6yB NoB’si3aHWiA 3 eHAOMETPio3oM, Ha 50 % abo 6inble 6yno gocsirHyto y 37,3 %
NawuieHTOoK, SKi oTpuMyBanu fieHorecT (nnaue6o: 19,8 %) 6e3 BignoBiAHOro 36iNbLUEHHS 403K CYNYTHLOrO 3HEOOMOBA/ILHOMO 3aC00Y; 3MEHLLEHHS 600 Y AiNAHLI
MaJsioro Tasa, NMoB’A3aHOro 3 eHAOMETPIo30M, Ha 75 % abo 6Ginblue (Takox 6e3 BiLNOBIAHOMO 36i/bLUEHHSA [03U CYMYTHLOrO 3HEO0/H0BAILHOr0) OY/10 JOCATHYTO Y
18,6 % nauieHTOK, SKi oTpuMyBanu gieHorect (nnayebo: 7,3 %).

MPOAOBXEHHS LibOr0 JOCNIIKEHHS NOKa3ano 6e3nepepBHe 3MEHLLEHHS MOB’A3aHOr0 3 eHAO0METPIO30M 60710 B AiNAHLI Tasa Npu NiKyBaHHI TPUBANICTIO A0

15 micauis.




[aHi  gocnijxeHb nNigTBepMKyBasMca  pesy/bTataMmy, OTPMMAHVWMW Yy  MPOUeci [HLWOro AOCNILXEHHS, L0 TOPIBHIOBAI0O [AIEHOreCT 3  aroHICTOM
rOHALOTPONIH-PUAI3UHT TOPMOHY 3 YHaCTHO NaLiEHTOK 3 EHLOMETPIO30M.

[aHi TpbOX JOCNifKeHb 3 y4acTio MauieHToK, AKi OTpUMYBa/IN [iEHOrecT no 2 Mr Ha Aoy, cBig4aTb NPO iCTOTHE 3HMXKEHHSA eHAOMETPIOIAHMX YpaKeHb Yepe3 6
MicALiIB NiKYBaHHS.

Y npoueci HeBeIMKOro AOCNIMKEHHS 3acTOCyBaHHSI AieHOrecTy y Ao3i 1 Mr Ha Aoby BMSIBUNO BIfCYTHICTb OBYNAUil yepe3 1 Micsaup Tepanii. [ieHorect He
[OCNILKyBanM WOA0 KOHTPALENTUBHOT eEKTUBHOCTI Y BiIbLUMX LOCNIIKEHHSAX.

JaHi 1Woao 6e3nexku

PiBeHb eH/I0reHHOro eCTPOreHy TifIbKM MNOMIPHO NPUTHIYYETLCA Nif Yac NiKyBaHHA 4IEHOreCTOM.

Y [aHuii yac pe3ynbTaTv JOBrOCTPOKOBUX AOC/IAXKEHb MiHepa/IbHOI LWifibHOCTI KicToK (MLLK) i p3nKy nepenomiB y nauieHToK, SKi 3aCTOCOBYHOTb AiEHOMeCT, MOKM
WO HegocTynHi. MUK ouiHtoBann y Aopocnnx nawieHToK Ao Ta nicns 6 MicAuiB NiKyBaHHSA LiEHOTeCTOM. 3HWXEHHS cepefHboro rnokasHvka MLLK BusBneHo He
0yno. Y 29 nauieHToK, AKi OTpUMyBann NeinpopeniHy aueTar, cepefHe 3HMKeHHS 4,04 % + 4,84 6yno Bif3Ha4yeHo 3a TOI Xe nepiog

(D mix rpynamu = 4,29 %, p <0,0003).

He cnocTepirann 3Ha4yHOro BNAMBY Ha CTaHAAPTHI 1abopaTOpPHi MOKasHWMKK, Y TOMY YMCNi Ha pe3ynbTaTh aHanisy KpoBi, 6i0XiMIYHOro aHanisy KpoBi, piBeHb
MevyiHKOBUX (hepMeHTIB, piBeHb ninigis i HbALC, nig yac nikyBaHHA 4i€EHOreCTOM YNpoAoBX 15 micsuis.

besneka gieHorecTy woao MUK y nignitkis 6yna Bu3HayeHa y NpoLeci A0CNIMKEHHS, WO TpuBano 12 MicsauiB 3a yyacTi NauieHTOK NigniTkoBoro Biky (Big 12 go 18
POKiB) 3 K/IHIYHO Nifo3proBaHUM abo MiATBEPKEHUM eHAoMeTpio3oM. CepeaHs BigHOCHa 3MiHa MLUK nonepekosoro Bigginy xpe6ta (L2-L4) Big BUXigHMX
MOKa3HWKIB y NaLieHTOK [0 3aKiHYeHHS NiKyBaHHSA cTaHoBuna -1,2 %. MOBTOpPHe BMMIpIOBaHHA Yepe3 6 MICALIB NICNA 3aKiHYEHHA NiKyBaHHA y cybrpyni 3i
3HKEHUMU 3HaYeHHAMM MLLK nokaszano nigsuwieHHs MLLLK

[o - 0,6 %.

PapmakoKiHeTuKa.

BcMOKTYBaHHA

Micns nepopasibHOro NPUIAOMY iEHOreCT LUBUAKO i MOBHICTHO BCMOKTYETLCA. MaKcMMaibHa KOHLEHTpaLis y crpoBaTLi KpoBi AocAraeTbes ynpofoex 1,5 rogmHu
nicnsa OAHOPa30BOr0 MepPopasibHOr0 NPUIOMY i CTaHOBUTL 47 Hr/Mn. BiofOCTYMHICTb Ai€HOrecTy CTaHOBWUTL NPUOAM3HO 91 %. PapMaKOKiHETMKa [iEHOrecTy
3a/1eXNTb Bif 403K B fiana3oHi o3 1- 8 mr.

Posnogin

[ieHorecT 3B’A3YETHCA I3 CUPOBATKOBMM anbOyMIHOM Ta He 3B’A3YETbCA 3 N06YNIHOM, WO 3B°A3ye crartesi ctepoign (F3CC), abo rnobyniHom, Lo 3B°A3Yye
koptukoign (M3K). Ninwe 10 % Bif 3aranbHOT KOHLEHTpALIT LIEHOTECTY Yy CUPOBATLI KPOBI 3HAXOAATLCA Y BUMNAAI BiSIbHOro crepoigy, a 90 % - HecneyudivuHo
3B’s13aHi 3 anlbbyMiHOM. O4eBMAHMIA 06°eM po3noginy gieHorecTy ctaHoBUTb 40 /.

MeTtab60o/i3m

LlieHOrecT MoBHICTIO MeTaboNi3yeTbCA BIAOMUMM LUASXaMU MeTaboniamy CTepoiaiB, 3 YTBOPEHHSM MEPEBaXXKHO €HAOKPUHOMONIYHO HeaKTMBHUX MeTaboniTie. Ha
nigcTasi gocnimpkeHb in vitro 1a in vivo CY P3A4 — ronoBHUIA (hepMeHT, 3a/ly4eHnin y MeTaboniam gieHorecTy. Lii meTaboniti ayke WBUAKO BUBOAATLCS 3 NNa3Mu Yy
TaKWin crnocio, Wo AoMiHYHYMM MeTaboiTOM Y Nnia3Mi KPOBI € AiEHOrecT y He3MiHEHOMY BUTNALI.

LLIBMAKICTb KMIPEHCY i3 CMPOBATKM KPOBI CTAHOBUTL 64 M/I/XB.

BuBefeHHA

PiBeHb [iEHOrecTy y CMpOBaTLL KPOBI 3HMXYETLCS ABOMA3HO 3 MepiofoM HaniBBMBEAEHHS, WO cTaHOBUTbL 9- 10 roauH. [ieHorecT BUBOAMTLCA Y (hopMi MeTaboniTis
i3 CeYero Ta Kanom y chiBBigHOLEHHI npmbansHo 3:1 nicns nepopanbHoro npuiiomy y gosi 0,1 mr/kr. MNepiog HaniBBMBEAEHHS METAOONITIB i3 ceyetd CTaHOBUTb
nNpuénn3Ho 14 rogmH. Micna nepopanbHOro npuinomy 86 % BBeeHOT 031 BMBOAMTLCA 3 OpraHiamy y Mexxax 6 AHiB, 6inblia YacTuHa L€l KiNbKOCTi BUBOAUTLCS Y
rnepLui 24 rofuHu, rofIOBHUM YMHOM i3 CEYero.




CTaH piBHOBarun

dapmakoKiHETUKA iEHOrecTy He 3anexxuTb Bif piBHa M3CC. Mpu WwoaeHHOMY NPUIAOMI KOHLEHTpaLLis Pe4OBMHM Yy CUpoBaTLi KpoBi 3pocTae B 1,24 pasa, Aocsraoun
PIBHOB&XXHOIO CTaHy 4epe3 4 AHi 3acTocyBaHHS. PapMakoKiHETUKa AiEHOrecTy Mic/is NOBTOPHOro 3acTocyBaHHA MiTpeHy Moxke 6yam nepegbadeHa Ha NiAcTa.i
[aHMX Wo0 (hapMaKoKIHETUKM OAHIET f03N.

dapMaKOKIHETUKA B 0COBAMBUX rpynax NaLieHTIB

Y nauieHTiB i3 NOPYLLUEHHAMUN DYHKLIT HUPOK PapMaKkoKIHETUKY JIEHOTeCTY He BUBYAIN.

Y nauieHTiB i3 NOpyLIeHHAMM PYHKLIT NeYiHKN (hapMaKOKIHETUKY AiEHOrecTy He BUBYA/IN.

KniHiYHI XapaKTepUCTUKN.
Noka3aHHA.
JlikyBaHHA eHL0METpPIo3y.

MpoTunokasaHHs.
Mpenapat MiTpeH He cnif 3acTOCOBYBaTM Yy pasi HasABHOCTI OYy[b-AKOro i3 HvKYe3a3HayeHWX CTaHiB abo 3axBOpHOBaHb. Lis iH(opMaLis 4acTKOBO OTpUMaHa Ha
niacTaBi 3aCTOCYBaHHS iHLIMX MpenapaTiB, WO MICTATb TiNbKM MPOrecToreH. AKWO OyAb-AKWA i3 LMX CTaHiB abo 3axBOpPKOBaHb BMHMKAE BMepLUe Mif 4ac
3acTocyBaHHs npenaparty MiTpeH, M0ro Npuinom cnif HeraiHO NPUNUHUTMK.

BeHo3Ha TpoM60em60is B aKTUBHII (hopMi.

ApTepianbHi abo KapaioBacKynspHi 3aXBOPIOBaHHSA HUHI ab0 B aHaMHe3i (Hanpvknag, iHpapKT Miokap/a, LepebpoBacKynsapHa nogis, iluemivyHa Xxsopoba cepus).

LlykpoBuii fiabeT 3 ypaKeHHSAM CY4WH.

TSKKI 3aXBOPHOBaHHSA NEYiHKM HUHI ab0 TX HasiBHICTb B aHaMHE3i, MOKM NOKa3HUKM (OYHKLLIT NeYiHKM He NOBEPHYTLCA 0 HOPMW.

MMyXNnHW NeYviHKK HUHI abo B aHamHe3i (J06POoAKICHI ab0 3M0SKICHI).

Bigomi abo nifo3proBaHi 3N0AKICHI NYX/INHW, 3a/1eXKHi Bif, CTaTEBMX FOPMOHIB.

BariHasbHa KpoBOTEYa He3’ACOBaHOI eTioNorii.

MigBuLLEHa YYTAMBICTb A0 Ai0UOT peYOBUHM ab0o [0 6yAb-AKOro3 KOMMOHEHTIB Mnpenapary.

B3aemogis 3 iHLUMMK NiKapcbKMMKM 3acobamm Ta iHLi BUAW B3aEMOAINA.

MpuMiTKa: NS BUSBMEHHA MOX/MBMX B3aEMOAIN CNif O3HANOMWUTUCA 3 THCTPYKUIAMU AN MeAMYHOrO 3aCTOCYyBaHHSA /liKapCbKMX 3aco06iB, fKi 3aCTOCOBYHOTb
CYNYTHbO.

Bnnue iHWKXX NnpenapaTis Ha AieHorecT

MMporecToreHn, BKIOYaOUM AiEHOrecT, MeTaboni3ytoTbCA rOIOBHUM YMHOM CUCTEMOK UMTOXpomy P450 3A4 (CYP3A4), Wwo po3TalloBaHa Yy Cnv30Bii 06010HLi
KULLIEYHMKY Ta B NeYiHui. Tomy iHAyKTopW abo iHricitopmn CY P3A4 MOXYTb BNMBATU HAa MeTab0/1i3M NPOrecToreHy.

306iNbLUEHHS KIPEHCY CTaTeBMX FOPMOHIB Yepe3 iHAYKLiH0 (PEePMEHTIB MOXe 3MEHLLUMTU TepaneBTUYHWIA epeKT npenapaty MITpeH i Npu3BecTU [0 HebaKaHUX
edhekTiB, HANPUKIag A0 3MiH XapakTepy MEHCTPYa/lbHOT KPOBOTEU.

3MeHLLUEHHS K/TipeHCy CTaTeBMX FOPMOHIB Yepe3 MPUrHivYeHHsS PepMEeHTY MOXe 3MEHLUMTU TepaneBTUYHMIA eeKT npenapaTy MITpeH i Npu3BeCTV LO PO3BUTKY
NoGIYHNX peakLin.

- PeyoBuWHY, WO MiABULLYIOTH K/IPEHC CTaTeBUX FOPMOHIB (3HMXKEHHSA €(DEKTUBHOCTI LLUIAXOM IHAYKYBaHHSA (DepMeHTIB), Hanpukiazg PeHiToiH, 6apbityparty,
npuMiLoH, KapbamaseniH, puamniuyH, a TakoX, MOX/IMBO, OKCKap6aseniH, Tonipamar, (ensbamat, rpuseodyibBiH Ta 3acobu, Lo MIcTATb 3Bipobin (Hypericum



perforatum).

IHAYKUiS epMeHTIB MOXKe cnocTepiraTucs nicns AeKinbkox AHiB Tepanii. MakcumanbHa iHAYKUiS (hepMeHTIB 3arasiom BUSBMSETLCA Yepe3 AeKiNbKa TUXKHIB.
IHAYKUIA (hepMeHTIB MOXKe TpuBaTK 40 4 TVXHIB NICsA NPUMMHEHHS Tepanil.

Bnnue iHgykTopa CYP 3A4 puamniynHy LOCNifpKyBaBCca Yy 340POBUX XKIHOK Yy MOCTKAIMakTepuyHoMy nepiogi. OfHOYacHe 3acTOCyBaHHS pudamniymHy 3
Tab/1IeTOBAHOK (POPMOKO ecTpagiony BasiepaTy/LieHOrecTy npusBesno A0 3HAYHOrO 3HWKEHHS PIBHOBXKHOT KOHLEHTpaLil Ta CUCTEMHOro BM/MBY Ai€EHOreCcTy Ta
ectpagiony. CUCTEMHWIA BN/IMB [iEHOreCTy Ta eCTpaziony Y piBHOBaXKHOMY CTaHi, BUMipsaHuii 3a AUC (0-24 rogmHu), 3MeHWwnBes Ha 83 % Ta 44 % BianoBigHo.

- PeyoBMHY 3 PI3HUM BMNJIMBOM Ha K/liPeHC CTAaTEBUX FOPMOHIB.

OfHouacHe 3acTOCyBaHHS 3i CTaTeBMMW TOPMOHaMW Be/IMKOI KiNbKOCTI KOMGiHauii iHribiTopis BI/1-npoTeasn Ta HeHYKNEO3WAHWUX iHri6GITOpiB 3BOPOTHOI
TPaHCKpUNTa3Kn y NOeAHaHHI 3 KOMOiHaLismMu iHri6iTopiB Bipycy renatuTy C MoXe 36inbnT abo 3MEHLLMTY PiBEHb NPOrecTUHY B NnasMi KpoBi. CyKynHWiA BB
LMX 3MiH MOXKe 6YTU K/TIHIYHO 3HaYYLLMM Y LeaKnX BUMaLKax.

- PeuoBuHU, L0 3HWXKXYIOTb K/TIPEHC CTaTEBUX FOPMOHIB (IHri6iTOpK PepmMeHTiB).

Bigomi iHriitopn CYP 3A4, Taki K a30/bHi NPOTUIrpUOKOBI 3ac06M (Hanpuknag, KeTOKOHA30/, iITpakoHa30/, (hIkoKOHA30/), ULMMETUAMH, Bepanamis, Makposnian
(Hanpuknag, epuTPOMILVH, KNapUTPOMILUH, POKCUTPOMILMH), AuTiasem, iHribiTopy npoTteasu (Hanpukiag, PUTOHaBIp, CakBiHAap, IHAWHABIP, HengiHasip),
aHTuaenpecaHTn (Hanpuknag, HeasodoH, (yokcaMiH, qIYOKCETUH) Ta FPernngpyToBUA CiK MOXYTb 36i/blUyBaTU PiBeHb MPOrecToreHy B Mna3mi KpPoBi Ta
MPU3BECTM [0 HebaxXaHWNX edeKTiB.

Y pocnifkeHHi, Lo B13Hadasio edoekT iHriditopis CY P 3A4 (KeTOKOHa30/1, epUTPOMILMH) Ha KOMOIHAL,it0 ecTpaionly BasiepaT/AieHorecT, ctalioHapHa KOHLEHTpaL,is
JiEHOrecTy y nnasmi KpoBi 36inbLunnacs. Pe3ynstaToM CynyTHbOr0 NPU3HaYeHHS MOTY)KHOrO iHri6iTopa KeTOKOHA30/y CTa/lo NiABULLEHHA CEPeAHbOro 3HaAYEHHS
nAowWi nig (apMakoKiHETMYHOK KPMBOK «KOHLIEHTpaLif — 4yac» pieHorecty y nnasmi (0-24 roguHu) Ha 186 %. lNpu npusHayeHHi MOMIpHOro iHri6itopa
epuTpoMiLnHy nokasHmk AUC (0-24 rognHn) ans aieHorecTy NiaBvLLmMBCA Ha 62 %. KniHivHa 3Ha4YMMICTb X B3aEMOIi HeBigOMa.

Bnnue gieHorecTy Ha iHLWI NiKapcbKi 3aco6tm

3a pesynbTaTamMmu LOCNIMKeHb [HribyBaHHA in Vitro, KNIHIYHO 3Ha4yylla B3aEMOAIA LIEHOreCTy 3 IHWMMKW npenapatamy, MeTabosiaM AKUX OnocepefKoBYETLCA
(hepmeHTamu LuTOXpomy P450, manoiMoBipHa.

B3aemogis 3 xapuoBMmmM NPoAyKTamm

B>XnBaHHSA DKi 3 BUCOKVM BMICTOM XWPIB HEe BNNBa/10 Ha 6I0LOCTYMHICTb [IEHOTECTY.

NabopaTopHi TecTw

MpWinoM NPOrecToreHiB MOXe BI/IMHYTY Ha pe3ynbTaTh AesKnX NabopaTopHUX aHanisis, 30kpema Ha 6ioXiMiuHi napaMeTpy NeviHKu, LWMTOBUAHOT 331031, (YHKLT
HUPOK Ta HaJHUPKOBMX 3a/103, PiBeHb GiNKIB (HOCITB) y nnasmi Kposi (Hanpuknag, M3K Ta gpakuii ninigis/ninonpoTeigis), napaMmeTpn MeTaboniamy BYr1eBOAIB i
MOKa3HWKM Koarynsauii ta iépuHonisy. 3MiHM 3a3BUYaii 3a/IMLLIAKTLCA Y MeXKaxX 1abopaToOpHOI HOPMU.

Oc06/1MBOCT i 3aCTOCYBaHHSI.

3acTepe>KeHHs.

Ockinbkn MiTpeH - npenapaTt, WO MICTATb TifIbKW MPOrecToreH, BBaXKAETbCA, L0 OCOOMMBI 3aCTEPEXXEHHA Ta 3axoan 6esneku LWOAO 3aCTOCYBaHHA
MPOrecTMHOBMICHMX NpenapariB TaKoX CTOCYHOTLCA LbOro npenapary, Xo4a He BCi 3aCTEPEXKEHHS Ta 3anobiKHI 3aX04M IPYHTYHOTLCA Ha BIAMOBIAHUX pe3ynbTarax
KNIHIYHUX JOCNIIKEHb caMe Ljiel pe4OBUHM.

Mpn NOripLeHHi abo nepLIoOMy BMHUKHEHHI BY/b-AKOr0 i3 3a3Ha4YeHUX HUXXYe CTaHiB/(haKTopiB PU3NKY B iHAMBIAYaSlbHOMY MOPSAAKY MOBUHEH BYTW NpoBefeHNIA
aHani3 CriBBiAHOLLEHHSA KOPUCTL/PU3NK Nepes novaTkoM abo NpPoAoBXKEHHAM 3aCTOCYBaHHA npenaparty MiTpeH.

TsHKKI MAaTKOBI KDOBOTEYi

MaTkoBa KpoBOTeYa, Hanpuknag y >XiHOK 3 ajeHOMiO30M MaTKu abo NelioOMiOMOI0 MaTKW, MOXe 36i/bLLyBaTUCA NPU 3aCTOCYBaHHI AieHOrecTy. FKLWO KpoBOTeva




BUpaKeHa i He NPUMNUHAETLCSA NPOTArOM TPUBAIONO Yacy, BOHA MOXE NMPU3BECTM [0 aHeMmiil (Y LesKUX BUNafKax — [0 TAXKKOI). Y Takomy pasi NOTPiGHO po3rnsHyTH
MUTaHHA NPO NPUMNMHEHHS NPUIAOMY Npenapary.

3MiHa xapakTepy KpoBoTeyi

JlikyBaHHS [liEHOreCTOM BMN/IMBAE Ha XapaKTep MEHCTPYa/IbHOT KPOBOTEYI Y 6iNbLLIOCTI XIHOK (AMB. po3ain «Mo6iyHi peakuii»).

LIMPKYNATOPHI NOPYLUEHHS

Ha nigcrtasi gaHuX enifemMionoriyHmx LOCNI[KEHb BUSB/IEHO HEBENIMKY KiNbKICTb JaHWUX LLOLO ICHYBaHHA 3B’A3KY MiX 3aCTOCYBaHHSAM Mpenaparis, WO MICTATb
TiNIbKM MPOrecToreH, i MigBULLEHHAM PU3MKY PO3BUTKY iH(apPKTYy MioKapda abo uepebpasibHOT TPOM60eM60nii. PU3MK KapAioBaCKyNApHUX i LepebpaibHUX ABULL,
LUBMALLE MOB’A3aHWUIA 3 BIKOM, apTepiasibHOK TiNepTeH3Iet0 i NaniHHAM. Y JKIHOK 3 apTepianbHOK TiMepTEH3IE PU3MK PO3BUTKY IHCYNbTY MOXe Aelo
36i/1bLUYBATMCA NPU 3aCTOCYBaHHI Npenaparis, WO MIiCTATb Ti/IbKW MPOrecToreH.

[aHi aesaknx focnifpkeHb cBifyaTb NpPo iCHyBaHHS MEBHOrO, NPOTE He CTAaTUCTUYHO 3HAYYLLLOrO 30i/bLUEHHS PU3MKY PO3BUTKY BEHO3HOI Tpomb6oem6onii (Tpomb60o3
rNMMBOKMX BeH, TpPOMBoeMbONiA NereHeBoi apTepii), NOB’A3aHOrO i3 3aCTOCYBaHHAM NpenapaTis, Lo MICTATb TiflbKU NPOrecToreH. 3arasibHO BU3HaHI (hakTopu, Lo
NiABULLYOTb PU3MK BUHWKHEHHSI BEHO3HOT TpoM6oem6onii (BTE), BKNHOYaOTb: 0COOMCTMIA abo CiMeiiHMin aHaMHe3 (HanpuKnag, Bunagkn BTE y 6patis um cectep
abo 6aTbKiB Yy BIAHOCHO MOMOAOMY BiLi); BiK; OXWPiHHS, TpuBany iMMoGini3auito, pagmkanbHi XipyprivyHi BTpyyaHHsi abo TpaBMW. Y BuUMagky TpuBanol
iMMOGini3auil peKoMeHZYETLCA NPUMUHUTI 3aCTOCYBaHHA npenapaTy MiTpeH (Npu nnaHOBMX onepauisx — LiOHaiMeHLWe 3a 4 TWKHI [0 11 NpoBeAeHHs) i He
MOYMHATM 3HOBY MOro NPUINOM paHiLle HiXK Yepes 2 TVXKHI Nicns NoBHOT peabiniTauii.

HeobxigHo 6paTy [0 yBaru NiABULLEHHS PU3MKY PO3BUTKY TPOMBOEMOONIT Yy NiCNSN0A0roBoMy nepiofi.

Y pasi BAHUKHEHHSA CUMIMTOMIB BEHO3HMX Ta apTepia/ibHNX TPOMOOTUYHUX 3aXBOPIOBaHb ab0 Nif03pU Ha HUX NIKYBAHHA CNiL MPUMUHATK.

[TyXx/MHK

[aHi meTa-aHanisy 54 enigemionoriyHnX JOCNifKeHb BKa3ylTb Ha He3HauyHe NiABWULLEHHA BIAHOCHOro pusuky (BP = 1,24) po3BUTKY paKy MOIOYHOT 331031 Y
XIHOK, fIKi 3aCTOCOBYIOTb OpasibHi KOHTpauenTusn (OK), rofIoOBHUM YMHOM Ti, WO MICTATb eCTPOreH-nporectoreH. Lleil nifBuLLEHWIA pu3nK NOCTYMOBO 3HUKAE
npotaroM 10 pokiB Nicns 3akiHY4eHHs NpuinoMy KoMG6iHOBaHMX opasibHUX KoHTpauenTueiB (KOK). OcKinbku pak MOSIOYMHOI 371031 Y XXIHOK, BikOM A0 40 pokiB
3yCTpIiYaeTbCA PigKO, 30iNbLUIEHHA KiNbKOCTI BUMAAKIB AiarHOCTUKM PakKy MOJIOYHOT 3a/103M Y XKIHOK, fIKi 3aCTOCOBYHOTb abo HelofaBHO 3actocoByBaim KOK, €
HE3HaYHWM LLLOA0 3ara/lbHOro pU3MKy paky MOSIOYHOI 3a/103U. ICHYE 04HAKOBWIN PU3MK BUSBNEHHA paKy MOJIOHYHOI 3a/1031 Y XKIHOK, SiKi MpuUiiMann npenapatu, Wwo
MICTATb TiNbKK nporecToreH, abo KOK. OfHak iH(hopMallis, WO CTOCYETbCA Npenaparis, SKi MiCTATb TiNIbKW NPOrecToreH, 6a3yeTbcs Ha HabaraTo MeHLUIN KiflbKOCTi
XIHOK, AIKi X 3aCTOCOBYHOTb, TOMY BOHA € MEHLLU MEPEKOH/IMBOI, HXK AaHi, wo ctocytoTbca KOK. PesynbTatv unx JOCNiAXKeHb He HafatoTb [0Ka3iB iCHYBaHHS
MPUYUHHOTO B32EMO3B’A3KY. IMiABULLEHHSA PU3MKY MOXE BYTN 3yMOB/IEHE AK BifibLL paHHBLOK AiarHOCTUMKOK paKy MOJIOYHOT 331031 Y XKIHOK, AKi 3acTocoBYytTb OK,
Tak i 6i0N0rivHOO Ji€to LMX npenapaTis, abo NoeaHaHHAM 060X (hakTopiB. Big3HayeHO TeHAeHLiH0, WO paK MOOYHOT 3a/1031, BUSBEHWUIA Y XKIHOK, SIKi KONN-Hebyab
npuiimanm OK, KNiHIYHO MeHLL BUPaXXEHWIA, HXX Y TUX, XTO HiKO/IM He 3acTocoByBas OK.

Y NOOAMHOKMNX BMNafKax Y XIHOK, AKi 3aCTOCOBYBa/I FOPMOHa/IbHI Pe4oBUHK, NOAIOGHI 40 Tiel, WO MICTUTL npenapaT MiTpeH, crnocTepiranmcs A06PosKicHI, a e
piALle — 3/7109KICHI NYX/IMHU MEYiHKN, AKi B OKPeMUX BUNaLKax NPU3BOAUAM A0 HeOe3neyHo! 41 XUTTA BHYTPILLHbOUYePEBHOI KPOBOTEYI. Y BUNaLKY BUHUKHEHHSA
CKapr Ha CMNbHWUIA 6inb B eniracTpanbHii AiNaHLUi, 36iNbLUEHHS MeYiHKM abo MosSBU 03HAaK BHYTPILLUHbOYEPEBHOI KPOBOTeYI Npy AndepeHLiiHiin giarHocTuui cnig,
BPax0BYBaTW MOX/IMBICTb HAABHOCTI NMYX/IMHW MEYIHKN Y XIHOK, IKi NPUAMatoTb Ai€HOTeCT.

Ocrteonopos

Y nauieHTOoK, AKi 3HAX04ATLCA Y rpyni NiABULLEHOIO PU3MKY PO3BUTKY OCTEOMNOPO3Y, peTe/ibHa OLiHKa CNiBBILAHOLIEHHA KOPUCTL/PU3NK NOBUHHA BYTW NpoBefeHa 40
noyatky JiKyBaHHA [Ii€EHOreCTOM, OCKi/IbKW piBeHb EHAOreHHUX €eCTPOreHiB MOMIPHO 3HWXKYETbCA Ha TAI JIIKYBaHHA UMM npenapaTtoM (4MB. PO34in
«DapmakoanHaMiKa»).

3actocyBaHHA pieHorecty nignitkam (12-18 pokiB) MpoTArom nepiogy MikyeaHHA 12 MicAUiB acouitoBanocs 3i 3HMKEHHAM CepefHboro 3HavyeHHss MLUKT vy
rorepeKoBoMy Biggini xpebra




(L2-L4) Ha 1,2 %. MNicnsa npunuHeHHs nikysaHHA MLUKT nigsuiysanacs 3HOBY Y LMX NaUiEHTIB.

CepepHs BigHocHa 3miHa MLUKT Bif BUXigHMUX MOKa3HMKIB [0 3aKiHYEHHS NiKyBaHHS cTaHoBMNa 1,2 % 3 gianasoHoM MiXK —6 % Ta 5 %. MoBTOpHe BUMIpHOBaHHS
yepe3 6 MicALiIB NicNA 3aKiHYeHHA NIKYBaHHA Y MIArPyni 3i 3HWKEHNUMY 3Ha4YeHHAMU MLLKT nokasano TeHAeHUit0 [0 BifHOBMEHHA (cepefHs BIAHOCHA 3MiHa Bif
BUXIAHUX MOKa3HMKIB: —2,3 % Npu 3aKiHYeHHI NlikyBaHHA Ta —0,6 % — yepe3 6 MicAuiB Nicns 3aKiHYeHHS NiKyBaHHA 3 AianasoHoM MiXK —9 % Ta 6 %.

MopyLeHHa MLLUKT mae ocobnvBe 3HayeHHs y MigniTKOBOMY Billi Ta Y paHHIN nepiof CTaTeBOro A03piBaHHSA, KPUTUYHWIA nepiof pocTy KiCcTOK. Hesigomo, um
3MEHLUMTb MiKOBY KICTKOBY Macy Ta MiBULLMTL PU3UK Nepenomy KiCTOK Y NiTHbOMY Bili 3HWKeHHA MLLUKT y uin nonynauii (gue. po3ginn «®PapmakosioriyHi
BACTUBOCTI» Ta «[iTn»).

Mepen NovaTKOM NiKyBaHHSA NiKapro Cif 3BaXXWUTU MepeBary 3aCTOCYBaHHA [IEHOreCTy Ta MOX/IMBI PU3MKM 3aCTOCYBaHHA [ KOXXHOrMO OKPemoro nigfiiTka,
BPax0BYHOUM TaKOX HasBHICTb CYTTEBMX (DAKTOPIB PU3MKY OCTEOMOPO3Y.

AJleKBaTHe 3aCTOCYBaHHS KasibLito Ta BiTaMiHy D npu gieTM4HOMY XapyyBaHHi abo Npw 3acTOoCyBaHHI XapyoBUX [06aBOK € BaXIMBUM [ANS 3L0POBOI0 CTaHy
KICTKOBOT TKAHUHW Y XIHOK YCiX BIKOBUX KaTeropii.

He cnoctepiranocs 3HmkeHHs MLLLKT y gopocnux (4uBs. po3ain «PapmMakoiorivyHi BnacTUBOCTI»).

IHLI cTaHw

3a CTaHOM MaLieHTOK i3 [enpecieto B aHaMHesi CNif, pPeTesibHO CrocTepirati i MPUNUHUTI 3aCTOCYBaHHSA NpenapaTy npy PO3BUTKY BUPaXKeHWX NPOSBIB Aenpecil.
[ieHorecT 3a3BMyail He BNINBAE Ha apTepiaibHWUIA TUCK Y HOPMOTEH3MBHUX XXIHOK. MpoTe, AKLLO0 TpMBana, KNiHiYHO BUpaXXeHa apTepiaibHa rinepTeH3is BUHMKAE Nif
yac 3aCToCyBaHHSA npenaparty, PeKOMeHAYETbCA BIAMIHUTY npenapaT MiTpeH Ta NniKyBaTu apTepiasibHy rinepTeHsito.

Mpn peuunamBi XoNecTaTUYHOT XOBTAHULI Ta/abo cBepbexy, L0 BUHMKAIM Y Nepiof BariTHOCTi abo nonepeAHbOro 3aCTOCYBaHHA CTaTeBMX FOPMOHIB, 3aCTOCYBaHHS
npenapary cnif NpUnuHUTK.

[ieHorecT MoXKe MaTu He3HaYHWIA BNAMB Ha NepugepuyHy iHCYNiHOPE3UCTEHTHICTb Ta TOMEPaHTHICTb A0 rNoKo3W. XiHKK, XBOpi Ha LlyKpoBuWiA AiabeT, 0c06MBO 3
recTayinHUM LyKpoBUM fiabeToOM B aHaMHEe3i, MOBUHHI peTe/lbHO 06CTeXYBaTUCA NPOTArOM 3aCTOCYBaHHS [i€EHOrecTy.

IHOZI MOXKe po3BMBATMCA X/10a3Ma, 0COOMMBO Y XIHOK 3 X/10a3MOK0 BariTHUX B aHamHe3i. XKiHKW, CXU/IbHI A0 BUHUKHEHHS X/10a3MUW, NOBUHHI YHUKATK AiT NpsMUX
COHAYHMX MPOMEHIB abo YNbTPagioNeToBoro BUNPOMiHIOBaHHS Mif, Yac NpUinomy AieHorecTy.

IMOBIpHICTb NM0O3aMaTKOBOI BariTHOCTI Y >KIHOK, SIKi 3aCTOCOBYHOTb A1 KOHTpauenuil npenapaTu, WO MICTATb TiIbKW MPOrecToreH, BULLA, HIXX Y XKIHOK, AKi
3acTocoByoTb KOK. Tomy A5 XIHOK 3 N03aMaTKOBOK BariTHICTIO B aHaMHe3i ab0 MopyLUeHHAMM (DYHKLIT MaTKOBMX TPY6 NUTaHHSA NP0 3aCTOCYBaHHA [AiEHOrecTy
CNij, BUPILYBATW TiNIbKX NIiCNS PETeNIbHOT OLIHKM CNiBBIAHOLLIEHHS KOPUCTbL/PU3KK.

IMig Yac 3acTOCyBaHHSA [iEHOrecTy MOXe BUHMKATU MePCUCTEHLIA onikyniB (4acTo 3a3Ha4aeTbCsA K PYHKLIOHaIbHI KICTU A€YHUKIB). BifblWicTb UMX (onikynis
6e3CMMMTOMHI, X04a fiesiKi MOXYTb CyNpOBOKYBaTMCA 60/1eM Y AiNsHLi Tasa.

He 3aCcTOCOBYHOTb Y repiaTpMyHiin NpakTuLi.

JlakTo03a

OpHa Tabnetka npenapaty MiTpeH MicTuTb 60,93 Mr nakto3nm MoHorigpaty. [MauieHTy 3 pigKiCHMMU CMagKoBMMK 3aXBOPKOBAHHAMMW, MOB’A3aHUMK 3
HernepeHOCUMICTIO raflakTosu, AedhiynTom nakrasu JSlanna abo ManbabcopoLiero MHOKO3U-ranakTosu, ki JOTPUMYHOTLCA 6e3/1aKTO3HOT AIETU, NOBMHHI BpaxoByBaTu
KiNIbKICTb L€l pevyoBUHM y TabneTui npenapaty MiTpeH.

3acTocyBaHHs y nepiof BariTHOCTI abo rofyBaHHS rpyasto.

BariTHicTb

ICHYIOTb O6MeXeHi [JaHi LI0f0 3aCTOCYBaHHA [iEHOreCTy BariTHUM >XiHKam. [JOCNifKeHHs Ha TBapuMHax He BKa3yloTb Ha MpsAMUiA abo HenpsaMuiA pusnk
PENpPOAYKTUBHOT TOKCUYHOCTI (AMB. po3ain «PapmMakonoriyHi BlacTUBOCTI»).

MiTpeH He peKOMeHAYETLCA 3aCTOCOBYBATH BariTHUM XIiHKaM, TOMY L0 HEeMae NoTpeby NiKysaTy eHLOMETPIO3 Y Nnepiog BariTHOCTI.



[Mepiof rogysaHHsA rpyLato

JlikyBaHHS [liEHOreCcTOM y Nnepioj rofyBaHHA rpyaaro He peKoMeHayeTbes. HeBioMO, UM NPOHMKAE AIEHOreCT y rpyAHe MOMOKO XiHKW. [aHi, oTpumaHi y npoueci
[OCNiKeHb Ha TBAPUHAX, BKA3YKOTb HA NMPOHWKHEHHS LiEHOreCTy Y rpyAHe MOIoKO. Cnif NPUAHATI PiLLeHHS NPO NPUMUHEHHS roLyBaHHSA rpyAako a60 NPUMNMHEHHS
Tepanii fieHorectom, 6epyyu 0 yBarv KOpUCTb rofyBaHHSA rpyAA0 ANS AUTUHM | HEOOXIAHICTb Tepanii Ans XIHKN.

depTUNbHICTb

Ha nigcrasi HasBHMX JaHWUX MOXXHa CTBEPKYBATHU, LLO Nif Yac NiKyBaHHA LIEHONeCTOM Y 6ifbLLIOCTI NaUieHTOK IHriByeTbCA 0BYnALiA. OfHak npenapaTt MiTpeH He €
npoTm3annigH1Um 3aco60oM.

AKWO NoTpibHa KOHTpaLenLis, cnif 40AaTKOBO 3aCTOCOBYBATM HEFrOPMOHa/IbHUIA MeTO/, 3anobiraHHs BariTHOCTI (AMB. po3ain «Cnoci6 3acTocyBaHHS Ta [03W»).

Ha nigcrasi HasBHMX [aHWX MOXHa CTBEPLKYBaTW, L0 MEHCTPYa/IbHUA LMK/ MOBEPTAETLCA L0 HOPMU MPOTArOM 2 MiCAUIB Nicns NPUMNUHEHHS NliKYBaHHS
[IEHOreCTOM.

34aTHICTb BNAMBATY Ha WWBMAKICTb peakLii Nnpy KepyBaHHIi aBTOTPaHCNOPTOM abo iHWMMKU MeXaHi3mamu.
He cnocTepiranv BNAv1BY Ha 34aTHICTb KepyBaTy aBTOTPaHCMOPTOM Ta YNpaBiAT MexaHi3mamy y NauieHToK, AKi npuiiMany npenapaTy, WO MIiCTATb LiEHOrecT.

Cnoci6 3acTocyBaHHs Ta [03W.

Cnocib 3acToCyBaHHS

[ns nepopasibHOro 3aCTOCYBaHHS.

Jo3ysaHHs

MpuitvaTty no 1 TabneTyi WoagHA 6e3 nepepBuM y 3aCTOCyBaHHI NnpenapaTty NpuGAU3HO B O4UH i TOM Xe Yac, 3anMBatoun HEBEMKOKO KifbKICTIO pignHW. TabneTku
MOXHa NPUIMAaTN He3a/1eXKHO Bif, BXXMBaHHSA TXi.

TabneTkn cnif Npuimatn perynspHo, He3aneXHo Bif MeHCTPyanbHOI KpPoBOTeYi. HAK TiflbKM TabneTkn 3 OAHIET YNaKOBKM 3aKiHYMAMCA, MOYMHATM NpuiiMaTi
Tab/IeTKN 3 HACTYIMHOI YNaKOBKW, He pO61siumM NepepBm y 3aCTOCYBaHHI NiKapCbKOro 3acoy.

BiacyTHili gocBif nikyBaHHS [iEHOreCTOM NalieHTOK 3 eHAOMETPIo30M foBLUe 15 MicsuiB.

MpwuiioM NpenapaTy MOXKHa po3noyaTiy 6yab-aKuii JeHb MEHCTPYa/lbHOTO LIMKAY.

3acTocyBaHHA OYy[b-SIKMX FOPMOHaNIbHUX KOHTPALENTUBIB CNif NPUNUHUATL neped noyvaTkoM Tepanii npenapatom MiTpeH. AKLWO HeobxifHa KOHTpauenyis, cnig
[0/aTKOBO 3aCTOCOBYBATW HErOPMOHa/IbHMIA MeTOZ, 3anobiraHHs BariTHOCTI (Hanpuknag, 6ap’epHuiA MeTog).

[Mponyck NpuinoMy NiKapcbKoro 3acoby

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

3-4 rogvH nicna npuiioMmy Tabnetku), eheKTUBHICTL npenapaty MITpeH MoXe 3MeHLUMTUCA. Y pasi Nponycky Mpuinomy OfHiel abo KinbKoX TabreTok nepLuy
TabneTKy cnif NPUAHATK, SK TiNbKN XIHKa 3rafae npo Le, a HaCTynNHY NpUiMaTy y 3BUYHUIA Yac. AHANOTiYHO, TabneTKy, Lo He BCMOKTa1acs vepe3 6/1t0BaHHA abo
Aiapeto, cnif 3aMiHUTU Ha iHLLY TabneTky.

JojaTkoBa iHhopmaLlis Woa0 3acTOCyBaHHA B 0COBNMBUX rpynax NaLieHTiB

MauieHTW NiTHLOrO BiKy

Hemae BifnoBIigHNX NOKa3aHb AN15 3aCTOCYBaHHA npenaparty MiTpeH nauieHTKam Liel rpynu.

MeyiHKOBa HEAOCTATHICTb

MpenapaT NPOTUNOKAa3aHWI NaLieHTKaM i3 TAXXKUM 3aXBOPIOBAHHAM MeYiHKM HUHI ab0 B aHamHe3i (41B. po3Ain «MpoTunokasaHHs»).

HupkoBa HeOCTATHICTb

Hemae »>ofH1X faHuXx, Lo CBig4vaTb Npo NoTpeby B KOPeKLiT 4031 414 NaLiEHTOK 3 HUPKOBOK HeOCTAaTHICTHO.




aiTn.

Mpenapat MiTpeH He NOKa3aHWi 415 3aCTOCYBaHHA AiTAM [0 HAaCTaHHA MeHapXe.

ICHYtOTb AaHi NPOo ePeKTUBHICTb AiEHOrecTy Npu NiKyBaHHI eHAOMETPI03Y, acoL|iioBaHOr0 3 Ta30BMM 60n1eM, y NigniTKiB (12—18 pokiB) i3 3arafibHUM CNPUSTINBAM
npodinem 6e3nekn Ta NePeHOCMMOCTI NiKapCbKOro 3acoby.

Nikapto cnif 3BXKUTW MepesBarn 3aCTOCyBaHHA AIEHOreCTy Ta MOX/IUBI PU3NKKU 3aCTOCYBAHHA A/1 KOXKHOrO OKPemoro mig/iiTka (4vB. po3ginn «dapmakonoriyHi
B1IACTUBOCTI», «OCO6IMBOCTI 3aCTOCYBaHHS).

NepenosyBaHHS.

JocnimpkKeHHs rocTpoi TOKCUYHOCTI, NPOBEAEHI 3 [IEHOTECTOM, He BKa3yBa/l HA PU3MK PO3BUTKY FOCTPUX MOGIYHWUX peakuiil y BUNaaKy HeHaBMWCHOrO MpuiiomMy
KifIbKOX A060BUX TepaneBTUYHMX A03. XKOAHUX CneumdiyHnX aHTUAOTIB He icHYe. 3acTocyBaHHs 20-30 Mr fiieHorecTy Ha o6y (o y 10-15 pasis BulLLe, HiXK [03a B
Tabnetyi npenapaTy MiTpeH) ynpo#oBX binbLue 24 TUXKHIB NEePeHOCUNNCA AyXe Ao6pe.

Mo6iyHI peakuii.

Mo6iyHi peakui’ onucaHo 3rigHo 3 MedDRA.

Mo6iyHi peakLii HaiyacTiLle PO3BMBAKOTLCA NPOTArOM NEPLUMX MICALLIB 3aCTOCYBaHHS [AIEHOreCTy i 3HMKaKOThb Y NPOLEeCi NiKyBaHHA. MOXyTb cnocTepiratucs 3amiHu
XapakTepy KpoBOTeY, Taki K KPOBOMa3aHHS, HeperynspHi KpoBoTeYi abo ameHopes.

MoBigoMAANN NPO HACTYMNHI NOGIYHI peakyii Nif vac NikyBaHHSA AieHorectoM. Mo6iyHi SBMLLA, NP0 AKI HalYacTile NOBIAOMAANIN Mif Yac NiKyBaHHA [iEHOrecToMm,
BK/1OHatOTb ro10BHUI 6inb (9,0 %), AMCKOMKOPT Y MONOYHMX 3a103ax (5,4 %), npurHivyeHnii HacTpii (5,1 %) i akHe (5,1 %).

Kpim TOro, nikyBaHHS [i€HOreCTOM BI/IMBAE Ha XapaKTep MEHCTpYa/bHMX KpPOBOTeY Yy Oi/IbLUOCTI >KIHOK. XapakTep MEHCTPYyaJlbHUX KPOBOTEY OLiHIOBaIN
CUCTEMATNYHO i3 BUKOPUCTaHHAM LLOAEHHUKIB MaLieHTOK Ta aHaidyBain i3 3acTocyBaHHAM metogy BO3 npotsarom 90-geHHOro 3BiTHOro nepiogy. Mpotarom
nepwux 90 AHIB Tepanii npenapaTtoM CnocTepirainM Taki XapakTepy KpoBoTey: ameHopes (1,7 %), HeyacTi KposoTeui (27,2 %), yacTi kposoTeui (13,4 %),
HeperynsapHi kpoBoTeui (35,2 %), TpuBani KposoTeui (38,3 %), HopMasbHa MEHCTPYyasibHa KpoBOTEYa, TOOTO X0AHa 3 nonepeaHix Kateropi (19,7 %). MpoTtsarom
YeTBEPTOro 3BITHOrO nepiogy CnoOCTepirainca HacTymHI XapakTepu KpoBoTey: ameHopesd (28,2 %), HeuyacTi kposoTeui (24,2 %), 4acTi KposoTeui (2,7 %),
HeperynspHi KposoTeui (21,5 %), Tpmani KpoBoTeui (4,0 %), HopMasibHa MEHCTpyasibHa KpoBOTeYa, TOOTO sika He HaneXWTb [0 XXOAHOT 3 NonepefHiX KaTeropil
(22,8 %). e iHoAi NOBIAOMAANM MPO 3MiHW XapaKTepy MEHCTPYa/lbHUX KPOBOTEY SIK MPO NOGIYHI peakuii y nayieHToK (a1B. Tabnunuto nobivHKUX peakuii).

Y Tabnuui 3a3HayeHi nobiyHi peakuii BignosigHO Ao knacugikauii MedDRA (MedDRA SOCs), npo fKi NOBIAOMAAAN Nif Yac NiKyBaHHA [iEHOrectoMm, Ta ix
yacToTa.

Y Mexax KOXHOI rpynu nobiyHi edekTy 3a3HaveHi y NopagKy 3MeHLUeHHs 4acToTu: vacto (Big = 1/100 go <1/10) i HeuacTo (Big = 1/1000 fo <1/100). YacTtoTa
BU3Ha4yeHa Ha niacrasi 06’ eAHAHNX JaHUX YOTUPLOX KMTHIYHMUX JOCNILXKEHD.

Cuctemu opraHis Yacto HeuacTo

(MedDRA)

3 60Ky cucTemMm KpoBi Ta aHemis

nimgaTnyHOT cucTemn

3 6oKy MeTaboni3my Ta NiABULLEHHS MacK Tina 3HMDKEHHS Macu Tina, NigBULLLEHNIA
nopyLUeHHs 06MiHY anetut

PEYOBUH




McmxiyHi posnagm

MPUrHIYEHWIA HaCTPIN,
MOPYLUEHHS CHY, HEPBO3HICTD,
3HWKEHHS Nibifo, 3MiHW
HacTpoto

3aHEeMNOKOEHHS, Aenpecisi, NabinbHICTb
HacTpoKo

3 60Ky HepBOBOI CUCTEMM

FONOBHWIA BiNb, MirpeHb

NMopYyLLUEeHHSA BereTaTUBHOI perynauif,
NoOpYyLLEHHA yBaru

3 60Ky opraHis 30py

CyXiCTb 0Yein

3 60Ky opraHiB cnyxy Ta
BECTUOYNAPHOro anapary

[3BIH Y ByXax

3 60Ky cepus HecneunmivHi LMPKYNATOPHI
po3/1au, NocueHe cepLebuTTs
3 60Ky cyauH apTtepiasibHa rinoTeHsis

3 60Ky AmxanbHoT

CUCTEMM, OpraHiB rpyaHoi

KNITKW Ta cepefoCTiHHSA

ANCIHoE

3 60Ky
LU/TYHKOBO-KMLLKOBOIO
TPaKTy

Hyf0Ta, 6iNb Y XXMBOTI,
MeTeopu3M, 34yTTH XMBOTa,
61t0BaHHS

Aiapes, 3anop, AMCKOM(OPT Y
YepeBHili NOPOXKHMHI, 3anasieHHs
LLI/TYHKOBO-KMLLKOBOIO TPAKTY,
THrIBIT

3 60Ky LLKipK Ta
NiALWKIPHOT KNITKOBUHM

akKHe, anoneuwis

CyXICTb LUKipW, Trineprigpos, ceepoix,
ripcyTm3m, oHiXoKnasis, nyna,
AEepMaTUT, NOpPYLLUEHHS pOCTy
BO/10CCA, peakLil (hoToUyT/IMBOCTI,
3MiHM nirMeHTayii

3 60Ky OrMopHO-PYX0BOI
CUCTEMU Ta CrNoyYHoOI
TKaHVHU

6iNb y CAVHI

6inb y KiCTKax, M’A30Bi cyaomu, 6ifb
Y KiHLIBKaX, BiAUYTT TAXKOCTI y
KiHLiBKax

3 60Ky HMPOK Ta
CevyoBMAINbHOT CUCTEMU

IH(heKUIT ce4yoBUBIAHMX LUNAXIB

3 60Ky penpoayKTUBHOI
CUCTEMM Ta MOJIOYHNX
3a/103

ANCKOMAOPT Y MOSIOYHUX
3a/103ax, KicTa SEYHUKIB,
NPUNIMBK, MaTKOBI/ BariHa/bHi
KpoBoTeuli,

B T.4. KPOBOMa3aHHS

BariHa/IbHUI KaHAWA03, CyXiCTb
BY/IbBM Ta MiXBU, BULINEHHS 3i
CTaTeBMX OpraHi., 6iNb y AiNAHLI
MaJsioro Tasa, aTpoiyHmi
BY/IbBOBAriHIT, 30i/IbLLUEHHS
MOJIOYHMX 32103, KiCTO3HO-(PiBPO3Hi
3aXBOPHOBAHHSA MOJIOYHUX 3a/103,
Harpy6aHHs MOJIOYHMX 3a/103




3aranbHi po3nagm Ta acTeHiYHi CTaHW, ApaTiB/MBICTb | HAOPAK

MicLieBi peakuii
Takox criocTepiranncs Taki nobiyHi peakuii: MepCMCTEHLIA (ONIKYNIB, MIABULLEHHA aneTuTy, peakuii rinepyyTansocCTi.
IHWI cepilo3Hi NOGIYHI peakUii cnocTepiranics nif Yac 3aCTOCYBaHHSA CTEPOIAHNX CTaTEBUX FOPMOHIB NPOrecToreHis (aue. po3ain «Oco6MBOCTI 3aCTOCYBaHHS»):
BEHO3HI Ta apTepiasibHi TPOMB0eMOONIYHI NOPYLLEHHS, apTepiasibHa rinepTeHsis, iHhapKT MioKapAa, IHCY/IbT, HOBOYTBOPEHHS MOMIOYHMX 3a/103, MYX/MHU MEYIHKMU,
BIAUYTTA AMCKOM(OPTY Y CMUWHI, X10a3ma, XO/necTaTMyHa >KOBTAHMLSA, OCTEOMNopo3, 3MIHW TOMEePaHTHOCTI [0 [/IOKO3M abo BM/IMB Ha MepudepuyHy
IHCY/TIHOPE3UCTEHTHICTb.
[NoBigOMAEHHS NPO Nifo3proBaHI NObIYHI peakLLit
MoBifOMMEHHA NPO Nigo3ptoBaHi NOGIYHI peakuii y nepiof NOCTMapKETUHIOBOrO CMOCTEPEXEHHS € AyXKe BaXXIMBUMM. Lle 1ae MOXNMBICTb 34iACHIOBATM KOHTPO/Ib
CNiBBIAHOLLEHHA KOPUCTb/PU3NK 3aCTOCYBaHHA NiKapcbKMX 3ac06iB. MeanyHi npauiBHUKM NOBUHHI NOBIAOMAATM NPO NiA03proBaHi NoGiYHI peakLil.

TepMiH NpUAaTHOCTI.
3 POKMW.

YMoBW 36epiraHHs.
36epirati B opuriHa/bHiin ynakoBLi npu TemnepaTypi He Buwe 25 °C. 36epirati y HeJoCTYyNHOMY 414 AiTein Micui.

YnakoBKa.
Mo 28 TabneTok y 6nicTepi; No 1 6nictepy B KAPTOHHIN KOPOOL,.

KaTteropis Bignycky.
3a peuenTom.

Bupo6HMK.
NNABOPATOPIOC/IEOH ®APMA C.A./LABORATORIOSLEON FARMA SA.

Micue3HaxomkeHHS BUPOOHMKaA Ta afpeca MicLs NPOBafXKeHHS MOro AisiNbHOCTI.
MoniroHo IHaycTpians Haeatexepa, Byn. Jla BanbiHa 6/H, Binbsikinamépe-/leoH, IcnaHis/ Poligono Industrial Navategjera, C/La Valinas/n, Villaguilambre-Leon,

Spain.



