IHCTPYKIIA

IJISI METUYIHOT'0 3aCTOCYBaHHS JIIKapChbKOT0 3aC00y

MAPITA®

(MARITA)

Cknao:
ditoua peyosuHa: JIEHOTeCT MIKPOHI30BaHUY;
1 TaGmeTKa MiCTUTD OiIEHOTECTY MiKPOHI30BAHOT'O 2 MT;

donomidcHi peyoguHU: JIaKTO3a, MOHOTIgpaT; noBifoH K 30; KpoxMasb KyKypyA3sHUN
IIpexXenaTHHI30BaHUY; 1[e/1I0J103a MIKPOKPHCTaIiYHa; KPOCIOBIOOH (TUII A); KpeMHii0
mioKcup KoJioigHui 0e3BOHUM; MarHilo creapar.

Jlikapcbka ¢popma. TabneTku.

OcHosHi (pizuko-ximiuHi 81acmugocmi: Kpyrii TabneTku 6inoro abo 37erka xX0BTYBaTOTO
KOJILOPY 3 TUCHEHHSIM «D2» 3 omHOro 00Ky Ta 6€3 TUCHEHHS 3 OPyroro 00Ky.

®dapmakoTepaneBTHYHA Irpymna. [opMoHU CTaTEBUX 3aJI03 Ta MIPEMapaTH, SIKi 3aCTOCOBYIOTh IIPH
naTtoJorii crateBux opraHis. [Iporectoreru. Kog ATX GO3D B08.

dapmako102iuHi e racmueocmi.
dapmakoduHamika.

[lieHorecT - oXiflHe HOPTEeCTOCTEPOHY 6e3 aHOPOTeHHOI Ta 3 IEBHOI0 aHTHAHAPOTeHHOIO
aKTHBHICTIO, 1[0 CTAHOBUTh MIPUOIN3HO OfHY TPETHHY aKTUBHOCTI IIUIIPOTEPOHY alleTaTy. [lieHorecT
3B’SI3YETHCS 3 pPEleNTOPaMH IIPOreCTEPOHY ¥ MaTLi Tinbku 3 10 % BigHOCHOIO adiHHICTIO.
He3Baxaiouu Ha HU3bKY a(iHHICTh 10 PELIENITOPIB IPOreCTEPOHY, Ni€EHOTECT BUSABISAE CUTTbHUMN
IporecToreHHui eekT in vivo. [[IEHOreCT He IPOSBIIsi€e 3HAaYHY aHAPOT€HHY,
MiHEPaNOKOPTHUKOITHY ab0 I'TIOKOKOPTUKOITHY aKTUBHICTS in vivo.

[lieHOreCT BIJIMBA€E Ha €HAOMETPiI03, 3MEHILIYIOUN €HIOTE€HHY IIPOAYKIIiI0 eCTPafioly i TaAKUM YMHOM
IpUTHIUy04M TPOPivyHi epeKTU eCTpafiony Ha eyTOMiYHUY Ta eKTOMIYHUY eHgoMeTpii. [1pu
Oe3nepepBHOMY 3aCTOCYBaHHi OiEHOTECT IPU3BOAUTH OO0 CTBOPEHHS Till0ECTPOTEHHOTO,



rineprecTareHHOT0 €HIOKPUHHOTO CEPEOBUINA, 110 CIPUYMHSIE T0YAaTKOBY AelUAyasisalliio TKaHuHI
€HIOMETpis 3 MOJABINO0 aTpodiclo eHIOMETPIOIIHUX BOTHHUIII.

[TaHi 1100 e(peKTUBHOCTI

[TepeBara mieHOTECTY MOPIBHAHO 3 Marie60 Oyia MpofeMOHCTPOBaHa y MPOIeci TPUMiCIYHOTO
gochigkeHHS 3 y4acTio 198 maifieHTok 3 eHmoMeTpio3oM. Binb y minsgHIi Ta3a, OB’ I3aHUH 3
€H[IOMEeTPio30M, BUMipIOBaJIX 3a AOMIOMOI00 BidyanbHOI aHamorosol mkanu (0-100 mm). Yepes

3 Micsini Teparmii mieHorecToM Oyia BU3HaYeHa CTATUCTHYHO 3HAUYINA Pi3HUIIS MOPIBHSHO 3 miare6o
(D =12,3MmMm; 95 % [II: 6,4 - 18,1; p<0,0001) Ta KniHiyHO 3HaAYYyIlle 3MEHIIeHHS 000
IIOPIBHSHO 3 IIOYATKOBUM PiBHEM (CepelHE 3MeHIIeHHd = 27,4 MM *+ 22,9).

Yepes 3 micsti mikyBaHHS 3MeHIIEHHS 000 ¥ OiNSHI Manoro Ta3a, o OyB OB’ I3aHUM 3
eHgomeTpio3oM, Ha 50 % abo Ginbire Oyno gocsArHyTo y 37,3 % MAallieHTOK, SKi OTPUMYBaJX Oi€EHOTECT
(mmane6o: 19,8 %) Oe3 BigmoBigHOTO 30iMbIIEHHS J03U CYIIyTHLOTO 3HEOOIIOBAIBHOTO 3aC00Y;
3MeHIIeHHs 00JT10 Y TiJSTHI MajIoro Ta3a, OB’ sI3aHOr0 3 eHIoMeTpio3oM, Ha 75 % abo Oinbie
(Takoxk 6e3 BigmoBimHOrO 30iNbIIEHHS OO3K CYIMYTHHOT0 3HEOOII0BAILHOT0) 610 mocarayTo y 18,6 %
MAIiEHTOK, SIKi OTPUMYBaIH fieHorect (mnaue6o: 7,3 %).

BigkpuTe MpomoBXKeHHS I[bOT0 IIaIe00-KOHTPOILOBAHOI'O NOCTiIKEeHHS IToKa3ano 0e3mepepBHe
3MEHIIIeHHS 1T0B’I3aHOr0 3 eHIoMeTpio3oM 00JTi0 B HiNSHIII Ta3a IMIPHU JiKyBaHHI TPUBAJIICTIO 10
15 micaiis.

Pe3ynbTaTu mnnare60-KOHTPOIbOBAHUX OOCIIIXKEHb HMiATBEPAXKYBaIUCS Pe3yibTaTaMU, OTPUMaHUMU
y IIpOLeCi MIeCTUMICAYHOTO aKTUBHO KOHTPOJILOBAHOT'0 NOCIIIAXKEHHS [TIOPIBHAHO 3 ar0OHICTOM
TOHAJOTPOIIH-PUJII3UHT TOPMOHY 3 y4acTi0 252 MallieHTOK 3 eHA0METPiO30M.

Tpu mocrnigKeHHS 3 y4acTio 252 NallieHToK, SKi OTPUMYBaIM [i€HOTEeCT 110 2 MT Ha 00y,
IIPOJIEMOHCTPYBAJIU iCTOTHE 3HUXKEHHS eHIOMETPiOIIHUX YpaxKeHb yepe3 6 MicAIiB TiKyBaHHS.

Y nporieci HeBeIUKOT0 AOCTiXKeHHS (n=8 Ha I'pyIly AO3yBaHHA) 3aCTOCYBaHHS AIEHOTeCTy y 1031 1
MT Ha 000y BUSIBUJIO BiICYTHICTh OBYJIALil uepe3 1 Micais Teparmii. [lieHorecT He OOCTigKyBasH 000
KOHTPAIIENTUBHOI e(eKTUBHOCTI ¥ Oi/IbIUINUX DOCITiAKEHHSX.

[TaHi 1mrogo 6e3meKn

PiBeHE €HIOTEHHOT0 €CTPOreHy TI/IbKU IIOMIPHO IPUTHIYYETHCA IIif] Yac JIIKyBaHHSA Oi€EHOIeCTOM.

Y maHui yac pe3ybTaTH HOBIOCTPOKOBUX MOCIiMKeHb MiHepanbHOI IIinbHOCTI KicTok (MIIK) i
PU3UKY IIePeJIOMiB y MALl€HTOK, AKi 3aCTOCOBYIOTH Hi€HOTeCT, foTenep HepocTynHi. MUK oiHoBanmu
y 21 mopocroi mallieHTKH [0 Ta Micysg 6 MicsIIiB TiKyBaHHS [i€HOTECTOM. 3HUXKEHHS CepPeqHbOT0
noka3Huka MIIK BusBieHo He 0yio0. Y 29 mallieHTOK, sKi OTpHMYyBaU JIEUIIPOPETTiHy alleTarT,
cepenHe 3uMkeHH 4,04 % + 4,84 Oyno Big3HaueHo 3a Tou ke nepion (D Mix rpymamu = 4,29 %,
95 % [II: 1,93-6,66, p <0,0003).

He cmocTepiranocs 3Ha4HOT0 BIUIMBY Ha CTaHOAPTHI 1Ta00paTOPHi MOKA3HUKHU, Y TOMY YKCIIi Ha
pe3ynbTaTH aHali3y KpoBi, GioxiMiuHOTr0 aHasi3y KpoBi, piBeHb eUiHKOBUX (hepPMEHTIB, piBeHb NiMmifiB
i HbA1C, mig 4ac nikKyBaHHS Ji€HOTECTOM YIPOAOBXK 15 MicaiiB (n=168).

[Hani mopo 6e3meKy O MiIIiTKiB

Besmneky mieHorecty mopo MIIK 6yro mocmifzxeHo ¥ mpoleci HeKOHTPOJIbOBAHOTO AOCTiAKEeHHS
npoTtsaroM 12 micsniB 3a yyacTi 111 mauieHTOK migmiTKOBOTO BiKy (BikoM Bif 12 mo <18 pokiB) 3



KJTiHIYHO mmigo3pioBaHuM abo migTBepaxkeHUM eHOoMeTpio3oM. CepenHs BigHOoCcHa 3MiHa MIIK
morepexkoBoro Bigminy xpedta (L2 - L4) Bim BuxigHuUX moka3HuKiB y 103 mamieHTOK [0 3aKiHYeHHS
JIiKyBaHHS cTaHOBUIa —1,2 %. [loBTOpHE BUMipIOBaHHS 4yepe3 6 MICALIB MiC/sa 3aKiHYEeHHS JIIKyBaHHS
y cyorpymi 3i 3HukeHuMu 3HadeHHsMu MIIK noka3zano migsuienHs MIIK mo —0,6 %.

IaHi DOKTiHIYHUX NOCHigXKeHb 3 Oe3lIeKu

HaHi mOKTiHIYHUX MOCTiIKEeHb He BKa3yI0Th Ha iCHYBaHHS 0COOMBOTO PU3UKY [JIS JTIOOUHU Ha
mifcTaBi CTaHOAPTHUX JOCITiIKEeHb TOKCUYHOCTI ITpK 6araTopa3oBOMY IIPUHOMi, TeHOTOKCUYHOCTI,
KaHIIepOTeHHOI [Iii Ta TOKCUYHOT'O BIIJIUBY Ha PENPOAYKTUBHY PyHKIIi0. [IpoTe crig 6paTu o yBaru,
IO CTaTeBi CTEPOIAY MOXKYThb CIIPUYUHSATH PiCT MEBHUX TOPMOHO3aJIeXKHUX TKAHUH Ta IyXJIUH.

dapmMaxoKiHemuxka.

BcMOKTYBaHHSA

[licns mepopanbHOrO NPUMOMY [Oi€HOTeCT IIBUAKO i IOBHICTIO BCMOKTYEThCS. MakCcuMaibHa
KOHIIEHTpAI[isl Y CHPOBATIi KPOBI HOCATAETHCS YIPOOOBXK 1,5 TOOUHY MiciIs 0MHOPA30BOTO
IIepOPaIbHOTO IPUMOMY i CTAHOBUTD 47 Hr/mi. BiomocTymHICTh mi€HOreCTy CTAaHOBUTD MPUOIIHU3HO
91 %. ®apMaKOKiHETHKA [i€EHOTeCTy 3aJIeKUTh Bifl JO3U B Aiana3oHi 103 1-8 mr.

Poznmopin

[lieHorecT 3B’sI3y€THCA 31 CHPOBAaTKOBUM abO0yMiHOM Ta He 3B’SI3yE€ThCS i3 TII00YIIiHOM, 110 3B S3YE
craTeBi crepoigu (I'3CC), abo riobymiHoM, 1o 38’s13ye Koptukoimu (I'3K). Jlumre 10 % Bif 3aranabHOL
KOHIIEHTpAIlil liEHOTeCTy B CHPOBATIIi KPOBi 3HaXO[sATHCS y BUTTISAI BilbHOTO cTepoiny, a 90 % -
HecnenupiyHo 3B’'s13aHi 3 anpbyMinoM. OueBUAHUM 006°'€M PO3NOMiNY OiEHOTECTY CTaHOBUTH
40 1.

Mertabonizm

[ienorecT MoOBHICTIO MeTab0Ii3yETHCS BITOMUMU IIJITXaMUd MeTab0J1i3My CTEpOIfliB 3 YTBOPEHHSIM
IIepPeBaXXHO eHOOKPUHOJIOTiYHO HeaKTUBHUX MeTabomiTiB. Ha migcTaBi gocmimxeHs in vitro ta in
vivo CYP3A4 - ronoBHU#M pepMeHT, 3anydeHull y MetabomiaM mieHorecty. Lli MeTabomiTu nyxe
IIBUJIKO BUBOJATHLCS 3 TJIa3MHU KPOBi y TaKul CIoci6, 1110 HOMiHyI09uM MeTaboJIiToM y Ia3Mi KpPoBi €
OiEHOTECT Y He3MiHEeHOMY BUTIISIfL.

[IBuAKIiCTE KIipEHCY 3i CUPOBAaTKU KPOBi CTaHOBUTH 64 MII/XB.

BuBeneHHsa

PiBeHb mieHOTreCTy B CUPOBATIIi KPOBi 3HUKYETHCS ABO(MA3HO 3 II€PiogoM HalliBBUBEOEHHS, 1110
ctaHoBuTh 9-10 roguH. [lieHOreCT BUBOTUTHCS Y popMi MeTaboIiTIB i3 ceyelo Ta KajioM y
criBBigHOmEHH] mpubau3Ho 3:1 micns mepopanbHOTo npuiiomy y go3i 0,1 mr/kr. [Iepion
HaliBBUBEIeHHS MeTa0o0IiTiB 3i ceuero CTaHOBUTD Mpubnu3Ho 14 romux. ITicis mepopanbHOTO
npuiiomy 86 % BBeIeHOi 031 BUBOOUTHCS 3 OPraHi3My y MexkaxX 6 mHiB, GinbIlla YacTUHA ITiEl
KiJIBKOCTi BUBOOUTHCS y Ieplui 24 roouHYU, TOJIOBHUM YMHOM 13 Ceyelo.

CtaH piBHOBAru

dapMaKOKiHETHKa Ai€HOTeCTy He 3anexuTh Bif piBHA [3CC. [Ipu moneHHOMY IpUAOMI
KOHIIEHTpAIIlis PeYOBHUHHU Y CHPOBaTIi KPOBi 3pocTae B 1,24 pa3sa, mocsaraiouu piBHOBAXKHOTO CTAHY



yepes 4 nHi 3acTocyBanHd. DapMaKOKIHETHKA OIEHOTECTY IICJIA IIOBTOPHOT0 3aCTOCYBAHHA
Moxke OyTu nepegbayveHa Ha IMifCTaBi JaHUX IO0A0 ¢GapMaKOKiHETUKY OOHI€l HO3M.

dapMakoKiHeTHKa B 0COOJIMBUX I'PVIIAX IAlliEHTIB

Y matieHTiB i3 mopyeHHIMU QYHKII HUPOK (papMaKOKiHETHKY Oi€EHOTECTy He BUBYAIIH.

Y nauieHTiB i3 nmopymeHHIMY QYHKII MediHKu HapMaKOKiHETUKY OiEHOTECTY He BUBYAJIY.

KniniuHi xapakKTepuCTHKH.
Iloka3zaHHA.

JIiKyBaHHS €HOOMETPiO3Yy.

IIpomunoka3aHHs.

I[Ipenapat Mapita® He CyIif 3aCTOCOBYBATH Y pa3i HagBHOCTI OYIb-IKOI0 i3 HUK4e3a3HadeHUX CTaHiB
abo 3axBopioBaHb. 1[g iHpoOpMalis YacTKOBO OTpUMaHa Ha IifiCTaBi 3aCTOCYBAaHHS iHIINX IIPenaparis,
IO MICTSITh TiJIBKM IIPOTeCTOreH. AKIo Oyab-SKUi i3 IIUX CTaHiB a00 3aXBOPIOBaHb BUHMKAE BIIEPIIIE
IIif 9Yac 3aCTOCYBaHHS Oi€HOTeCTY, IPUIOM IIpernaparTy Cifi HerallHO IPUIIUHUTH.

Benosna Tpom6oeM60tis B aKTUBHiM Gopmi.

Aprepianbhi a6o KapmioBacKylIspHi 3aXBOpIOBaHHS HUHI a00 B aHaMHe3i (Hanpukiaz, iHhapKT
MioKapfa, ToCTpe MOPYIIeHHSI MO3KOBOT0 KpoB0OOiry, imemiuHa xBopoba cepiis).

LlykpoBuii miabeT 3 ypaxkKeHHSIM Cy[OUH.

TskKi 3aXBOpIOBaHHS MeYiHKY HUHI ab0 IX HAasBHICTh B aHAMHE3i, TOKU MOKa3HUKY QYHKIIii
MIeYiHKY He ITIOBEPHYTHCS A0 HOPMHU.

[MyxnvHu ne4yinky HUHI a00 B aHaMHe3i (HoOposiKicHi abo 3/10sAKiCHi).
Bigomi abo mimo3pioBaHi 3705IKiCHI yXIMHY, 3aJIeXkHi Bifl CTaTeBUX TOPMOHIB.
BarinanpHa KpoBOTeYa He3’ SICOBAHOI €TiOJOril.

[TimBuIeHa YyTIUBICTD [0 MiI040l PeYOBUHHU ab0 M0 OyIb-IKOT0 3 KOMIIOHEHTIB IIperapary.

B3aemodisn 3 inwumu snikapcoKumu 3acobamu ma iHwi eudu é3aemodiii.

[IpumiTKa: Oj19 BUABJIEHHS MOKJIMBAX B3a€MO[IiN CJIiff 03HAUOMUTHUCSA 3 IHCTPYKUIAMHU OJI1 MEOUYHOT O
3aCTOCYBaHHS JIiKapChKUX 3ac00iB, 1110 3aCTOCOBYIOTLCS CYIyTHERO.

Bnaue iHwux npenapamis Ha dieHoz2ecm



HpOl"eCTOI‘eHI/I, BKIIIOHalO49Hn JIiGHO]“eCT, MeTa60H13YIOTBCH TOJIOBHUM YHMHOM CHUCTEMOIO IUTOXPOMY
P450 3A4 (CYP3A4), 1o po3TallloBaHa y CIM30Bii 000I0HIII KUIIIEYHHUKY Ta B HediHii. Tomy
inmykTopu a6o inribitopu CYP3A4 MOXKYTh BIIMBAaTH Ha MeTa00J1i3M IIPOTEeCTOTeHY.
30inbIIeHHS KJTipeHCY CTaTeBUX TOPMOHIB yepe3 iHAYKII0 (epMEHTIB MOXKe 3MEHIIUTH
TepaneBTHYHUH edeKT mpenapaTy Mapita® i mpu3BecTu 1o HebaxxaHuX eeKTiB, HapPUKIaf
[0 3MiH XapaKTepy MeHCTpyasbHOl KPOBOTEYi.

3MeHIIeHHs KJIipeHCYy CTaTeBUX TOPMOHIB 4epes3 MpUrHideHHs GepMeHTYy MoxKe 36iTbIIuTH
TepaneBTHYHKE edekT mpenapary Mapita® i IpU3BeCTH [0 PO3BUTKY HOGIYHHUX PEaKILiil.

- o pedoBUH, IO MiABUINYIOTH KITiPEHC CTAaTEBUX TOPMOHIB (3HUXKEHHS e(DEeKTUBHOCTI
IIJISXOM iHAYKyBaHHS (PepPMEeHTIB), HallPUKJIIaf, BiTHOCATHCS: QPeHiTOIH, 6apOiTypaTH, IPUMIMIOH,
kKapbama3ernid, pudaMIinuH, a TaK0XkK, MOKIIMBO, OKCKapOa3eriH, Tomipamat, Gpenpbamar,
rpu3eodynbBiH Ta JiKapchKi 3aco0u, 110 MicTSTh 3Bipo6ilt (Hypericum perforatum).

[HOyKITig hepMeHTIB MOXKe CIIOCTepiraTucs micis OeKinbKoX OHIB Teparil. MakcuMabHa iHAYKITis
(dhepMeHTIB 3arajioM BUSIBISIETLCS Yepe3 JeKiNbKi TUXKHIB.

[apykuisa ¢hbepMeHTIB MOXKe TpUBaTX OO0 4 THUXKHIB IiC/Is NIPUNUHEHHS Teparil.

BB ingyktopa CYP 3A4 pudamninuey OOCIIIAXKYBaBCA y 300POBUX XKIHOK Y
IOCTKJIIMaKTEpUYHOMY Iepiofi. OqHOYacHe 3aCTOCYBaHHS pudaMIinuHy 3 TabIeTOBAaHOIO
bopMoIo eCTPaAiony BajepaTy/Oi€eHOTeCTy IPU3BEJIO OO0 3HAYHOI'0 3HUXKEHHS PIBHOBaXKHOI
KOHIIEHTpAIil Ta CUCTEMHOT0 BIIIUBY JiEHOTECTY Ta €CTPafiosly. CUCTeMHUN BIIUB [i€EHOTECTY Ta
eCTpafiosny y piBHOBaxXHOMY cTaHi, BuMipsiaui 3a AUC (0 - 24 rogunu), 3MeHmuBcs Ha 83 % Tta 44
% BigMoOBiAHO.

- PedoBrHY 3 Pi3HUM BIJIMBOM Ha KJIIpEHC CTaTEeBUX TOPMOHIB.

OmgHoYacHe 3aCTOCYBaHHS 3i CTaTEBUMU FOPMOHAMHU BEJIMKOI KiIbKOCTI KOMOiHaIIiN
inri6iTopis BIJI-mpoTea3u Ta HEHYKIE03UAHUX iHTi0iTOPiB 3BOPOTHOI TPAHCKPUIITA3H Y
moeNHaHHi 3 KoMOiHalliamu iHri0iTopiB Bipycy rematuty C Moxe 30inbmuTH ab0 3MEHIIUTH
piBEHb NPOTECTHUHY B Ia3Mi KpoBi. CyKyITHUYN BIIJIUB IIUX 3MiH MOXKe OyTH KITiHIYHO
3HAQUYIIUM y [AesSKUX BUANAAKaX.

- PeuoBuHH, 110 3HUKYIOTh KIIiPEHC CTAaTEBUX TOPMOHIB (iHTiOiTOpU hepMeHTiB).
Hienorect € cybctpaToMm nutoxpomy P450 (CYP) 3A4.
KriniyHa 3HAYyIIiCTh MOTEHITIMHUX B3aEMOIii 3 iHTibiTOpamMu HepMeHTIB 3aIUIIaeThCI HEBiIOMOIO.

OpHoYacHe 3acToCcyBaHHS CUNbHUX iHTiIOiTOPiB CYP3A4 MoKe 306i/bInyBaTH IJ1a3MOBi KOHIIEHTPAIIil
OiEHOTeCTYy.

OmHoYacHe 3aCTOCYBaHHS i3 cunbHUM iHTibiTopoM dpepmerTy CYP3A4 KeTOKOHA307I0M
IpU3BOAMIIO [0 mipBuineHHsa y 2,9 pasa AUC (0 - 24 roguHu) AIEHOTECTY Y PiBHOBaKHOMY
ctaHi. OmHOYacHe 3aCTOCYBaHHS 3 ITOMipHUM iHTi6iTOPOM €pUTPOMIIIMHOM ITPU3BOLUIIO [0
niguineHHs ¥ 1,6 pasza AUC (0 - 24 roguHM) Oi€HOTECTY Y PiBHOBAXKHOMY CTaHi.

Bnaue dieHo2ecmy Ha iHWi Aikapcuki 3acobu



3a pe3ybTaTaMU goclinXkKeHb iHri0yBaHHS in vitro, KJIiHIYHO 3HAUYyIla B3a€MOZISI Ni€HOTEeCTY 3
iHmMyu npenapaTtamMy, MeTa0omi3M SIKMX 0I0CEePEeNKOBYETHCS (pepMeHTaMU LIUTOXPOMY P450, €
MaJIOMMOBIPHOIO.

B3aemo0is 3 xapuosumu npodyKkmamu
BxXuBaHHS 1XKi 3 BUCOKMM BMiCTOM KUPiB HEe BIIMBAIO Ha 0i0JOCTYIHICTh IiEHOTECTY.
JlabopamopHi mecmu

[TpuiioM mIPOTeCTOreHiB MOXKe BIIJIMHYTH Ha Pe3yIbTaTH AesdKuX TabopaTOpHUX aHaIi3iB,
30KpeMa Ha 0ioxiMiuHi mapaMeTpu MeYiHKY, IMUTOBUOHOI 3a1031, QYHKIIii HUPOK Ta
HaJIHUPKOBUX 3aJ103, PiBeHb OiNKiB (HOCIIB) ¥ mma3Mi KpoBi (Hanpukiap, I'3K Ta ¢pakiril
ninipiB/ninonpoTeinis), napaMeTpy MeTaboJIi3My BYIJIEBOIB Ta IIOKA3HUKU KOATYJIALl Ta
GiOpuHOMi3y. 3MiHM 3a3BUYail 3aTUIINAIOTHCS Y MexKaX J1abopaTOpHOI HOPMH.

Ocob.1ueocmi 3acmocyeaHHsi.
3acmepediceHHA.

OCKinbKHu MapiTa® - Ipemapar, 10 MiCTUTh TiTbKYU IIPOTeCTOTeH, BBAaXKAEThCS, 1110 0COOIHBI
3aCTepexKeHHs Ta 3aX0fu 0e3MeKu 1010 3aCTOCYBaHHS IIPOTeCTUHOBMICHUX ITpernapaTiB TaKoX
CTOCYIOTbCS IiEHOTECTY, X04a He BCi 3aCTepezkeHHs Ta 3ano0iKHi 3aX0[y I'PYHTYIOTHCS Ha
BIIIOBIIHUX pe3yJbTaTax KIIHIYHUX OOCIIIIXKeHb caMe LbOro IIpernapary.

[Tpu noripmiexHi abo mepioMy BUHUKHEHHI OyIb-SKOT0 i3 3a3HaYeHUX HUKYe CTaHiB/QaKTopiB
PU3UKY B iHOUBiOyaTbHOMY IOPSAKY Ma€ OyTH pOBeOeHNH aHalli3 CIIiBBiIHOIIEHHS PU3UK/KOPUCTD
nepen moYyaTKoM a0 IPOOBXEHHSIM 3aCTOCyBaHHSA IpenapaTy Mapirta®.

TsKKi MAaTKOBI KPOBOTEYi

MaTKkoBa KpoBOTeYa, HallPUKJIaf y KiHOK 3 afieHOMi030M MaTKHu abo JIelioMioMOI0 MaTKH, MOXKe
TIOCHUJIIOBATHCS TIPK 3aCTOCYBaHHi mpenapaTy Mapita®. SIKIo KpoBoTeda BUpakeHa i He
IPUIKAHSIETHCS MIPOTATOM TPUBAJIOTO Yacy, BOHa MOXkKe IIPU3BECTH 0 aHeMil (Y JesIKUX BUMIafKax
TSKKO1). ¥ TakoMy pa3i moTpiOHO PO3TNISHYTH MUTAHHS PO IPUIUHEHHS IPUIOMY ITpemapary.

3MiHa XapaKTepy KPOBOTeUi

JIikyBaHHS Ji€EHOTECTOM BIJIMBA€E Ha XapaKTep MEHCTPyaJibHOI KPOBOTEYi y OilbIIOCTi KiHOK (IUB.
po3min «ITobiuni peakirii»).

[TopyIeHHS KPOBOODiry

Ha mipcrasi pe3ynbpTaTiB enifeMionorivyHuX AOCIIAXKEeHb BUSIBIIEHO HEBEJIUKY KiNTbKICTh JaHUX LI0M0
iCHyBaHHSA 3B’SI3KY MiXK 3aCTOCYyBaHHSM IIpelaparTiB, 1[0 MICTATh TUIBKY IIPOTECTOTeH, i MiABUILLIEHHSAM
PU3HKKY PO3BUTKY iH(MapKTy Miokapaa abo 1epebpanbHoil TpoMOoeMOomii. PU3uK KapaioBaCKyISIpHUX i
1epeOpambHUX SBUII IIBUAIIIE ITOB'I3aHUH 3 BIKOM, apTepialbHOIO TinepTeH3ieio i namuaaM. Y KiHOK
3 rinepTeH3i€i0 pU3nK PO3BUTKY iHCYNIBTY MOXKe Helo 30iblIyBaTHCS IIPU 3aCTOCYBaHHI IIpenaparis,
10 MICTSATH TiIbKY IIPOTeCTOrEeH.



IesKi mocmigKeHHS CBi4aTh IPO iCHYBaHHS IMIEBHOTO, IPOTE HE CTaTUCTUYHO 3HAYYIIOTO
30iNTbINIEHHST PU3UKY PO3BUTKY BEHO3HOI TpoMOoeM6botii (TpomM603 rmuboKux BeH, TpoMOoeMOoTist
JIeTEeHeBO1 apTepil), MOB’sI3aHOT0 i3 3aCTOCYBAaHHSAM IIpelnapariB, 10 MiCTSATh TiIbKYM IPOTECTOTEH.
3aranbHO BU3HaHI (paKTOpH, IO MiABUINYIOTH PU3UK BUHUKHEHHS BeHO3HO1 TpoMboeMbonii (BTE),
BKJII04AIOTh: 0cOOMCTHY abo ciMeliHuM aHaMHe3 (Hanpukiap, Bunaakyd BTE y 6paTiB uu cectep abo
OaTbKiB Yy BiTHOCHO MOJIOOMY Billi); BiK; 0KUPiHHS, TpUBasla iMMo0ini3allisi, pafguKanbHi Xipypriusi
BTpy4aHHs a00 TpaBMu. Y BUIMIAAKY TPUBasol iMM0o0ini3allii peKOMEeHOY€EThCS TPUITUHUTH
3acToCyBaHHA Ipenaparty Mapita® (IpH MIaHOBYX OIepalifx MoHaiMeHIIe 3a 4 THXH] 10 1i
IIPOBEJIeHHS) i He MOYMHATH 3HOBY MOT0 IIPHIIOM paHillle HiXK Yyepes3 2 TUXKHI IiCIsa IOBHOL
peabimiTarii.

Heo0OxifnHo O6paTy IO yBaru MigBUILEHHS PU3UKY PO3BUTKY TpoMO0eMOOoJIil y IiC/IsI0I0roBOMy
mepiofi.

Y pa3i BUHUKHEHHSI CUMIITOMIB BEHO3HHUX Ta apTepiallbHUX TPOMOOTUYHHUX 3aXBOPIOBaHb a0o0 Mmigo3pu
Ha HUX JIIKyBaHHS CJIi IPUNUHUTH.

[Iyxnuau

Mera-anarni3 54 enifeMionoriyHux OOCIiXKeHb BKa3ye Ha He3HayHe MiBUIIEHHS BiTHOCHOT O PU3UKY
(BP=1,24) po3BUTKY paKy MOJIOYHOI 3aJI03H y XKiHOK, SIKi 3aCTOCOBYIOTh OpajibHi KOHTPAIeITUBU
(OK), royioBHUM YHHOM Ti, LIJ0 MICTSITh €CTPOTeH-IIPOrecToreH. Llel mifiBUIeHn PU3UK ITOCTYIIOBO
3HUKae npoTAaroM 10 pokiB micns 3akiHYeHHS MpUioMy KOMOiHOBAHUX OpaIbHUX KOHTPALIEITUBIB
(KOK). OckinbKy pak MOJIOYHOI 3aJ1031 Y XKiHOK BiKOM 0 40 pOKiB 3ycTpidaeThCs pPigKo, 30iIblIeHHS
KiTbKOCTi BUIIAAKIB HiarHOCTHKH PaKy MOJIOYHOI 3aJI031 Y XKiHOK, Kl 3aCTOCOBYIOTh a00 HEI0HaBHO
3actocoByBanu KOK, € He3HaQUHUM II0J0 3araJbHOTO PU3KKY PaKy MOJIOUHOI 3a/103u. IcHye
OJHAKOBUY PU3UK BUSBJIEHHS pPaKy MOJIOYHOI 3a/I03H y XKIiHOK, Ki IpHiiMay IpenapaTy, o MiCTSITh
Tinbku nporecrorex, abo KOK. OpHak iHdopMalis, 110 CTOCYETLCS IIpernapariB, SKi MiCTATh TinTbKU
porecToreH, 0a3yeTbcs Ha HabaraTo MeHIIiN KiTbKOCTI KiHOK, 5IKi IX 3aCTOCOBYIOTh, TOMY BOHA €
MEHII [TIEPEKOHIMBOM0, HiX aaHi, mo crocyoTbcsa KOK. Pe3ynbTatl IUX AOCHIAXKEHD HEe HAJAl0Th
MOKa3iB iCHyBaHHS MPUYUHHOTO B3a€MO3B 13Ky. [IilBUIlIEHHST pU3UKY MOXKe OyTH 3yMOBJIEHE SIK
OinbI paHHBLOIO AiarHOCTUKOI PaKy MOJIOYHOI 3aJI031 Y XKIHOK, sKi 3acToCcoByIOTH OK, Tax i
OionoriuyHoI0 mi€to 1uX mpenaparis, abo moegHaHHSIM 000X (akTOpiB. Bin3HaueHO TeHOEHIIiI0, 1110 paK
MOJIOYHOI 3a/103H, BUSIBJIEHUH Y XKIiHOK, sIKi Konu-HeOynb npuiiManu OK, KIiHiYHO MeHII BUpaXKeHUH,
HiX y TUX, XTO HikKoju He npuiiMas OK.

Y nmooguHOKMX BUNAgKaX y XKiHOK, SIKi 3aCTOCOBYBa/Ii TOPMOHA/IbHI peUOBUHHY, TOAiOHI [0 Ti€i, 1m0
MiCTHTB IpenapaT Mapita®, cnocTepiranucs oOpOSKiCHi, a Ie pifme - 3/I04KiCHi NYXJINHYU [IE€YiHKY,
SIKi B OKpEMUX BUIIagKaX IPHU3BOAUIN [0 HEOE3MeUHOI IS JKUTTS BHYTPIITHhOUYEePEBHOI KpOBOTEYi. ¥
BUIIQ[IKy BUHUKHEHHS CKapr Ha CUJIbHUM Oifb B emiracTpasnbHil OinsgHii, 30iIblIeHHS ediHKu a0
II0SIBU O3HaK BHYTPIIHbOYEPEBHOI KPOBOTEYi ITpu AudepeHLiHIA JiarHOCTHUII C/Iifl BpaXOByBaTH
MOKJIMBICTh HASIBHOCTI IMyX/IMHHM NEYiHKY Y XIiHOK, Ki IPUIAMaTh Ipenapat Mapita®.

OcTeonopo3s
3MiHu MiHepanbHOI MIITHOCTI KicTKOBOI TKaHuHU (MIIIKT).

3acTtocyBaHHA mieHorecTy migmitkam (12 - 18 pokiB) mpoTarom nepiony jiKyBaHHS 12 MicsIiB
acoIfiloBasocs i3 3HUKEHHSIM cepequboro 3HaueHHs MIIKT y monepekoBoMy Bipmini xpedTa (L2 -
L4) 1a 1,2 %. Ilicng npunurenHd nikyBaHHA MIIKT migBuiilyBanacs 3HOBY Y LIUX MAlli€HTIB.

Cepepnns BigHOCHa 3MiHa MIIKT Bif BUXigHUX ITOKAa3HUKIB [0 3aKiHYEHHS JIIKyBaHHS CTaHOBUIA —1,2



% 3 miama3oHoM Mix -6 % Ta 5 % (I 95 %: —1,70 % ta —0,78 %, n=103). IToBTOpHE BUMipIOBAHHSI
yepe3 6 MICALIB ITic/d 3aKiHUYEeHHS JIIKyBaHHS y HIATPYIIi 31 3HUKeHUMU 3HayeHHaMu MIIKT
II0Ka3alio TEH[EHIIil0 [0 BiTHOBIEHHS (CepenHs BifHOCHA 3MiHa Bifi BUXiIHUX ITOKa3HUKIB: —2,3 %
IIpY 3aKiH4YeHHi JTiKkyBaHHSA Ta —0,6 % 4epe3 6 MicsLiB Micis 3aKiHUYEHHS JIIKyBaHHS 3 Jialla30HOM
Mixk —9 % 1a 6 % (OI 95 %: —1,20 % Ta 0,06 % (n=60)).

[MTopymenns MIIKT mae oco6nuBe 3Ha4eHHS y MiAIiTKOBOMY Billi Ta y paHHiii Tepiog CTaTeBOTO
[O3piBaHHSA, KDUTUYHUM Iepiof PoCTy KicTOK. HeBimoMo, Y¥ 3MeHIINUTE MiKOBY KiCTKOBY Macy Ta
IiABUIIUTH PU3UK [IePEIOMY KiCTOK Y JiTHbOMY Billi 3HUXKeHHa MIIKT y nii nonymnanil (ZuB. po3ainu
«®apMaKosIoriyHi BIACTUBOCTI» Ta «JIiTu»).

®

[Iepen mo4yaTKOM JIiKyBaHHS JIIKapIO CIIifl 3BaKUTHU IIepeBaru 3aCTOCyBaHHA IIpenaparty Mapita ~ Ta
MOZXKJIUBI PU3UKU 3aCTOCYBaHHS /I KOKHOI'0 OKPEMOTO IIiJIiTKa, BPaXOBYIOYU TaKOXK
HasIBHICTh CYTTEBUX (PAKTOPiB PU3UKY OCTEOIOPO3Y.

ApnekBaTHe 3aCTOCYBaHHS Kaslbllilo Ta BiTaMiny D mpu fieTMUHOMY Xap4yyBaHHI ab0 IIpu 3aCTOCYBaHHi
Xap4oBUX [06aBOK € BaXKJIMBHM [JI51 3[OPOBOT0 CTaHY KiCTKOBOI TKaHUHHU y XKiHOK yCiX BiKOBHUX
KaTeropiu.

He cnocrepiranocs 3auxenass MIIKT y gnopocnux (ouB. po3nin «®apMaKoIOTidyHi BTaCTUBOCTI»).

Y mauieHToK, AKi 3HaX0OAThCA Y IPYIIi HMiABUIIEHOI0 PU3UKY PO3BUTKY OCTEOIIOPO3Y, PETEJIbHA
OLIiHKAa CIiBBiIHOIIEHHS PU3UK/KOPUCThH IOBUHHA OyTH IIPOBeLleHa 0 0YaTKYy JIiKyBaHHS
npenapaToM MapiTa®, OCKiIbKM piBeHb eHIOTeHHUX eCTPOreHiB IIOMIPHO 3HMXYEThCS Ha T
JIiKyBaHHS [IieHOTeCTOM (OuB. po3ain «PapMaKoguHaMiKa»).

IHIi cTaHu

3a CTaHOM I[IalieHTOK i3 felpecielo B aHaMHEe31 CIIif peTeJIbHO CIIOCTEePIraT i IPpUIUHUTU
3aCTOCYBaHHS IIpenapary NPy PO3BUTKY BUPaKeHUX IIPOSBIB Jemnpecii.

[lieHorecT 3a3BU4Yail He BIUIMBAE Ha apTeplaJlbHUM TUCK Y HODMOTEH3UBHUX XKiHOK. [IpoTe, IKII0
TpUBaJia KJIiHIYHO BUpakeHa TinepTeH3is BUHUKAE IIiJl 4ac 3aCTOCYBaHHS IIpemnapary,
PEKOMEHMIyETLCS BifMIHUTH Ipenapat Mapita® Ta JIiKyBaTH TillepTeHsio.

[Tpu peuxauBi X0MeCTaTUYHOI KOBTSIHUII Ta/ab0 cBepOexKy, 110 BUHUKAIN Y TIepiof BariTHOCTI abo
IIOIIePegHBOT0 3aCTOCYBaHHSA CTaTEBUX TOPMOHIB, 3aCTOCYBaHHS IIpemnapaTy CJlif IPUIUHUTH.

[lieHorecT MoXKe MaTU He3HAYHUY BIIJIUB Ha epu(pepudHy iHCYTiIHOPE3UCTEHTHICTh Ta
TOJIEPAHTHICTh [0 TJTI0K03U. 2KiHKH, XBOPi Ha LyKpOBUM AiabeT, 0COOIUBO 3 TeCTallitHUM I[yKPOBUM
niabeToM B aHAMHe3i, TIOBUHHI peTeIbHO 00CTeKyBaTUCS IPOTATOM IIePiofly 3aCTOCYBaHHS
npenapaty Mapira®.

[HOMi MOXKe PO3BUBATHCS XJI0a3Ma, 0COOIMBO Y XKiHOK 3 XJI0a3MOI0 BariTHUX B aHaMHe3i. 2KiHKH,
CXUJIbHI 10 BUHUKHEHHS XJI0a3MHU, TIOBUHHI YHUKATHU Oil IPSMUX COHSIYHUX IIPOMEHIB ab60
yIbTpadioneToBoro BUIPOMIHIOBAHHS Mif] Yac IpuioMy IpenapaTty Mapirta®.

IMOBipHiCTH T03aMaTKOBOI BariTHOCTI Y KiHOK, SIKi BUKOPUCTOBYIOTh AJISI KOHTpAIEIllil Ipenapary,
1110 MICTATH TIIBKYU IIPOTeCTOTeH, € BUILOK, HiX Y XKIHOK, fAKi 3acToCOoBYI0Th KOK. Tomy mjisd XKiHOK 3
1103aMaTKOBOIO BaTiTHICTIO B aHaMHe3i a0 mopyieHHIM (QYHKIIIi MaTKOBUX TPYO MUTAHHS 100
3acToCyBaHHS Ipemapary Mapita® Ciif BEpILlyBaTH TiTBKM IiC/IS PETeIbHOI OLiHKK



CHIBBITHOIIEHHSA KOPUCThL/PU3UK.

ITig yac 3acTocyBaHHS ImpernapaTy Mapita® MoxKe BUHMKATH IePCUCTEHIis BOIIKyIiB (4acTo
3a3HAYAETHCS K QYHKIIOHANBHI KiCTH SE€YHMKIB). BimburicTs 1ux GonikyaiB € 6€3CUMITOMHUMH,
X04Ya [IesIKi MOXKYTh CYIIPOBOAXKYBaTUCSA O0ONEM y miNstHI Tasa.

He BUKOpPUCTOBYETHCA y Te€piaTpUYHIN IIPaKTHUIII.
JlakT03a

1 TaGneTka npenapaTy Mapita® MicTuTh 62,81 MT TaKTO34 MOHOTimpaTy. Y pa3i BCTAaHOBIIEHHS
HETIepPeHOCUMOCTi OesIKUX LyKPiB HeoOXiqHO MMPOKOHCYIbTYBATUCS 3 JiIKapeM, MepI HikK
IpuiMaTH Ie¥ TiKapchbKui 3acio.

3acmocysaHHs y nepiod sazimHocmi abo 200y8aHHs 2py0010.
BaeimHicmb

IcHyIOTH 00MexKeHi fjaHi 1I0[I0 3aCTOCYBaHHS [Ai€HOTECTY BariTHUM XKiHKaM. [loCigKeHHS Ha
TBapUHaX He BKa3yIOTh Ha MPSIMUI a00 HEMPSIMUY PU3UK PENPOAYKTUBHOI TOKCUYHOCTI (IUB. PO3Mis
«®apMaKoIoriuyHi BJJaCTUBOCTI»).

Jlikapcekuii 3aci6 Mapita® He peKOMEHMIyETLCS 3aCTOCOBYBATH BAariTHUM XKiHKaM, TOMY 1[0 HEMA€E
noTpebu JIiKyBaTH €HIOMETPi03 y Iepiof BariTHOCTI.

ITepiod 200ysaHHs 2py00t0

3acToCyBaHHs JIIKapChKOro 3acoby Mapita® y Iepiof TomyBaHHS I'PYINI0 HE PEKOMEHIY€EThCS.
HesBimoMo, 41 IPOHUKAE AIEHOTECT y IPyLHE MOJIOKO XIiHKHU. [laHl, OTpUMaHi y mpoieci
OOCIIiIXKeHb Ha TBapUHaX, BKa3yl0Th Ha IIPOHUKHEHHS JIEHOreCTy y IpyAHe MoJiokKo. Crif
IPUWHSATH PillIeHHS PO IPUIMHEHHS TOOyBaHHS rpynmio abo mpunuHeHHs Teparil
npenapaTtoM Mapita®, BPaXOBYIOUM KOPUCTh TOAYBAHHS IPYAOIO OIS IUTHHY i HEOOXigHICTh
Teparii ojis KiHKH.

depmuabHicmMb

Ha nipcraBi HasgsBHUX JaHUX MOXKHA CTBEPHKYBaTH, IO ITiJ Yac JiKyBaHHS Oi€EHOTeCTOM y GinbIIocTi
NallieHTOK iHTi0yeThCs oBysLisg. OgHaK mpenapar MapiTa® He € IPOTH3AMIITHAM 3aCO60M.

Ao nmoTpibHa KOHTpALENis, CIIifl JOJAaTKOBO 3aCTOCOBYBATH HETOPMOHAJIBHUYN METO[ 3ar00iraHHs
BariTHOCTI (muB. po3min «Cmoci0 3aCTOCyBaHHS Ta JO3U»).

Ha migcTaBi HagBHUX JaHUX MOXKHAa CTBEPHAXKYBATH, 1110 MEHCTPYalIbHUYN LUK IIOBEPTAETHCSI A0
HOPMU IIPOTSTOM 2 MiCSIIB MiCs IPUNMHEHHS JIIKyBaHHS J1€HOT€CTOM.



30amHicmb eniueamu Ha weudKicme peakuii npu KepysaHHi asmompaHcnopmom abo iHwumu
MexaHiamamu.

He cnocrepirany BINIMBY Ha 30aTHICTh KePyBaTU aBTOTPAHCIIOPTOM Ta YIIPaBIATH
MeXaHi3MaM¥ y TNalli€HTOK, SIKi IpUiMasy npenapaTty, 10 MiCTATh Ji€HOTeCT.

Cnocio 3acmocyeaHHs1 ma 0o3u.

Cnocib 3acmocysdHHA

I 7151 IepopaabHOTO 3aCTOCYBAHHS.

Hos3 YBAHHA

[MTpuitmaTy o 1 TabmeTIi momgHs 6e3 mepepBy y 3aCTOCYBaHHI pemapaTy IPUOIU3HO B OOUH i TOMH
JKe Jac, 3alMBalouy HEBEJIUKOIO KiNlbKicTIO pimuuu. TabneTky MOXKHa MPUAMATH He3alexkHOo Bif
BXXUBAHHA 1XKi.

TabneTKH CIIifl IpUAMaTH PETyIISPHO, He3alIekKHO Bif MEHCTPya/IbHOI KpoBoTedi. K TilbKK
TabJeTKY 3 OOHi€l YITaKOBKY 3aKiHUUIIKCS, IOUNHATY IPUUMATHU TabIeTKy 3 HaCTYIIHOI
yIIakoBKY, He POOJISTYY ITepPepBH Y 3aCTOCYBaHHi JTikapChKOTO 3aco0y.

BipcyTHil mOCBIif NTiKyBaHHS [i€HOTECTOM IAI[iEHTOK 3 €HAOMeTPio30M foBlIe 15 MicAiB.
[Tpuiiom mpemapaTy MOXKHa PO3MoYaTu y Oymb-sIKUM OeHb MEHCTPYaIbHOT'0 LUKITY.

3acTocyBaHHS OyOb-IKMX TOPMOHABHUX KOHTPALIEITUBIB CJIifl IPUIIMHUTH MTepef IIoYaTKOM Teparil
npenapatoM Mapita®. SIKIo HeoOXigHa KOHTpaIeNIis, CIif JOLaTKOBO BUKOPUCTOBYBATHU
HETOPMOHA/IbHUM MEeTOJ 3arno0iraHHs BariTHOCTI (Hampukiam, 6ap’€pHUE METOL).

IIponyck nputioMy AiKapcbko20 3acoby

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

3-4 ropuH micna npuiioMy TabneTky) eeKTUBHICTE penapaTy Mapita® Moxke 3MeHIHTHCA. Y pasi
IIPOIYCKY IpHioMy ofiHiei a6o Kinbkox Ta6netok 1 TabETKY CIifl MPUMHATH, IK TiIbKM XKiHKa
3rajla€ mpo Iie, a HaCTYIIHY IPUUMaTH Y 3BUYHUM Yac. AHAJIOTiYHO TabIeTKy, 110 He
BCMOKTasacs dyepes OmioBaHHS a0 [iapelo, CITifl 3aMiHUTH Ha iHIIy TaOIeTKy.

[To0amkoaa iHgopmauisa w000 3acmocy8aHHsa 8 0cobausux 2pynax nauieHmis

ITauieHmu AimHb020 BIKY

HeMae BiIIOBigHMX OKa3aHb A7 3aCTOCYBAHHS Ipenapary Mapita® malieHTKaM ILiel Tpymu.

ITeviHKosa HedocmamHicmb

[TpemapaT IPOTUIIOKA3aHHUH MAIliEHTKAM 13 TSIKKMMH 3aXBOPIOBAHHSIMM MEYiHKM HUHI a0o B



aHaMHe3i (OuB. PO3Oin «ITpoTUITOKA3aHHS»).
Hupxosa HedocmamHicmb

HeMmae XKOIHUX OAHUX, IO CBiMYaTh PO MOTPEOY B KOPEKIIii 03K M/ MalieHTOK 3 HUPKOBOIO
HeIOCTaTHICTIO.

Himu.
I[IpenapaT Mapita® He ITOKa3aHUH [IJIsg 3aCTOCYBAHHS JiTSM [0 HaCTaHHS MeHapXe.

Beamneky Ta eeKTUBHICTh 3aCTOCYBAHHS Ji€HOTECTY OYJI0 [IOCTIXKEHO Y IIpolieci HEKOHTPOJILOBAHOTO
HOCHigXKeHHs npoTAroM 12 micsaniB y 111 namieHTOK HiAIiTKOBOTO BiKy

(12 - <18 POKIB) 3 KITiHIYHO MigO3PI0OBaHUM a00 MiATBEPIXKEHUM €HIOMETPIO30M (IUB. PO3MiNU
«®apMaKoJIOTiyHi BJIAaCTUBOCTI» Ta «OCOBIMBOCTI 3aCTOCYBaHHSI»).

EdekTuBHIiCTH mieHOTECTy OyJla MPOAEMOHCTPOBaHa IIPU JIiKyBaHHI €HIOMETPio3y, acoIliioBaHOTO 3
Ta30BUM OojieM, y miamiTkiB (12 - 18 pokiB) i3 3araabHUM CIIPUSTINBUM IIpodineM Oe3neku Ta
IIepeHOCUMOCTi JTiIKapChKOTO 3aco0y.

3acTOCyBaHHS OIEHOTECTY V IMIMJIITKIB IIPOTATOM Iepiofy JiKyBaHHS 12 MicsLiB acoLitoBanocd i3
3HUKEHHSIM cepenHboro 3HaueHHsT MIIKT y nonepekoBoMy Bifmini xpebra Ha 1,2 %. Ilicnsa
npunvHeHHd JikyBaHHA MIIKT migsuiyBaiacs 3H0BY Y LIUX ITQlll€HTIB.

[Mopymenns MIIKT mae oco0nuBO BaxkJiMBe 3HaUEHHS Y IMiI/IITKOBOMY Billi Ta y paHHbOMY Iepiofi
CTaTEeBOI'0 AO3PIBaHHSA, KDUTUYHOMY IIepiofi POCTY KICTOK. HeBiTOMO 4 3MEHIIUTS IT1IKOBY KiCTKOBY
Macy Ta MigBULIUTEL PU3UK IEPEesIoMy KiCTOK y NiTHbOMY Bini 3HMKeHHS MIIKT y niit momynsiil.

ToMy niKapro CIIiT 3BaXKUTH TIepeBary 3aCTOCYBaHHs Ipenapary MapiTa® Ta MOXKIIUBI PU3UKH
3aCTOCYBaHHS O KOXKHOTO OKPEMOT0 MifIiTKa (AuB. po3ninu «®apMaKoIoriyHi
BJIaCTUBOCTI» Ta «OCOBIMBOCTI 3aCTOCYBaHHI»).

Ilepedo3yeanHns.

IocmigXeHHS TOCTPOl TOKCUYHOCTI, IPOBEfiEH] 3 IiEHOTeCTOM, He BKa3yBa/ll Ha PU3UK PO3BUTKY
roCcTpux No0iYHUX peaklliil y BUMAKy HeHaBMUCHOTO IIPUIOMY KiJIbKOX I060BUX TepameBTUYHUX [03.
Kopuux cenudigyHnxX aHTUAOTIB He icHye. 3acTocyBanHs 20-30 Mr mieHorecTy Ha mo06y (mo y 10-15
pasiB BUllle, HiXK [03a B TabJeTIi npenapaTy MapiTa®) yIPOOOBXK OifnbIiiie 24 TUXKHIB TePEHOCUIHUCS
nyxe mobpe.

ITobiuni peakuii.
I[ToGiyni peaxirii onucano 3rigao 3 MedDRA.
[To6iuHi peaxiil HalyacTille PO3BUBAIOTLCS IIPOTATOM IIEPIINX MICS1iB 3aCTOCYBaHHS Oi€HOTECTY i

3HUKAITh y IIpoLleci JTiKyBaHHA. MOXYTh CIIOCTEPIraTUuCs 3MiHU XapaKTepy KpoBOTeY, TaKi 1K
KpPOBOMa3aHHs, HEPETYIISIpHi KpoBOTeUi abo aMeHOpes.



[ToBimomusiniocs: PO HACTYIIHI MOGIYHI peakilil mif Yac nikyBaHHS AieHorecToM. I[106iuHi peakiii, mpo
SIKi HayacTillle OBiMOMIISIIIOCS IIif] Yac JIiKyBaHHS Hi€HOTeCTOM, BKITI0Yal0Th rooBHUM 0inb (9,0 %),
oucKoMGOPT Y MOJIOYHUX 3aso3ax (5,4 %), npurHidenui HacTpiut (5,1 %) Ta akHe (5,1 %).

Kpim Toro, nikyBaHHS Hi€HOT€CTOM BIIJIMBA€ Ha XapaKTep MEHCTPyaIbHUX KPOBOTEY Y GiTbIIOCTI
KiHOK. XapaKTep MeHCTPYyaJIbHUX KPOBOTEY OILiHIOBA/IM CHCTEMATAYHO 3 BUKOPUCTAHHIM
IIIOJIEHHUKIB MAlliEHTOK Ta aHaJi3yBaiu i3 3acTocyBaHHAM MeTony BO3 mporsarom 90-geHHOrO0
3BiTHOTO nepiony. [Iporsarom nepiux 90 [HIB Teparii JiEHOTeCTOM CIIOCTepirany Taki XxapakKTepu
KpoBoTed (n=290; 100 %): ameHopes (1,7 %), HedacTi KpoBoTedi (27,2 %), 4acTi KpoBOTEUi (13,4
%), HeperynsapHi KpoBoTedi (35,2 %), TpuBaii Kposotedi (38,3 %), HOpMaibHa MEHCTpyaslbHa
KpOBOTeYa, TOOTO KOMHa 3 momnepenHix kateropiit (19,7 %). [IpoTsiroMm 4eTBepPTOro 3BiTHOTO mepiomy
CIIOCTepiranucs HaCcTYIHI XxapakTepu KpoBoTed (n=149; 100 %): ameHopest (28,2 %), HedacTi
KpoBoTedi (24,2 %), 4acTi KpoBoTedi (2,7 %), HeperynsapHi kpoBoTedi (21,5 %), TpuBaii KpoBoTeyi
(4,0 %), HopManbHa MeHCTPya/ibHa KPOBOTeYa, TOOTO TakKa, SKa He HaJleXUTh [0 KOJTHOI 3
nonepenHix kateropiu (22,8 %). 3mMiHU XxapakTepy MeHCTpPyaIbHUX KPOBOTEY JIullle iHOAl
TOBiTOMIISANK SIK TO0iYHi peakiii y marieHToK (muB. TaOnuito mobivHUX peakirii).

Y tabnuii 3a3HaveHi nobivHi peakuii BigmosimHo 0o Knacudikairii MedDRA (MedDRA SOCs), npo siki
TIOBiHOMJISINIOCS IIif Yac JIiKyBaHHS Oi€HOTeCTOM, Ta IX 4acToTa.

V Mexkax KOXKHOI I'PYyIH M00iYHi peakuil 3a3HaueHi y MOPSIKY 3MEHIIEHHST YACTOTH: 4acTo
(Bim = 1/100 mo <1/10) i HeyacTo (Big = 1/1000 mo <1/100). YacToTa BU3HAYEHA Ha IifCTaBi
00’eOHAHUX JaHUX YOTUPHOX KITiHIYHUX JOCTimKeHb 3a y4acTio 332 naiieHToK (100 %).

[To6iuni peaktii, ¢asa III kniHiYHUX HOCTigXKEHb, N=332

CucreMu OpraHis HacTto HeuacTo

(MedDRA)

3 60Ky CHCTEMHU KPOBi Ta QHeMis

miM@aTUYHOI CUCTEMU

MeTab071i3M Ta MOpYILIeHH [IigBUIIIEeHHS MacH Tifla BHUXKEHHS MacH TifNa, TiABUIIEHUN
00MiHYy PeYOBUH QIEeTUT

3 OOKY IICUXiKH MMPUTHIYEeHUN HaCTPiH, 3aHEIIOKOEHHS, IeIpecis,

[TOPYIIEeHHS CHY, HEPBO3HICTH, [1abibHICTh HACTPOIO
SHUKEHHS J1i6ino, 3MiHK

HaCTPOIO

3 60Ky HEPBOBOI CHCTEMHU  |[rOJIOBHUM 6ifib, MirpeHb [OPYILLIEeHHS BereTaTUBHOI
perynsilil, NOpyIeHHs yBaru

3 00Ky OpraHiB 30py CyXiCTh Ouedn

3 00Ky OpraHiB CIyxy Ta N3BiH ¥ Byxax

BeCTUOYISIPHOTO anaparty

3 00Ky cepiist Hecnenrdiuni mopyueHHs 3 60Ky
CHCTeMU KpPOBOODiry, mocueHe
cepreduTTs

3 00Ky CynouH apTepiasibHa TrinoTeH3is

3 00Ky mUXabHOI CHCTEMH, NVCITHOE

OpraHiB IPy[HOL KJIITKU Ta
CepemoCTiHHS




3 00Ky LIIYHKOBO-
KUIITKOBOTO TPAKTY

HynmoTa, 0iib y KUBOTI,
METEOPHU3M, 3OYTTS XKUBOTA,
0JII0BAHHSA

miapesi, 3amop, AUCKOMGOPT Y
UepeBHil ITOPOXKHYUHI, 3ananeHHs
[ITyHKOBO-KUIIIKOBOTO TPAKTY,
TiHTiBIT

3 00Ky LIKipu Ta
MigIIKiPHOL KITITKOBUHU

AKHe, aJIoIelis

CYXiCTh LIKIpH, Tineprigpos,
cBepOixX, ripCcyTU3M, OHiXOKIIa3is,
TyTia, [epMaTHUT, TOPYIIEHHS POCTY
BOJIOCCS, PeakKilil GOTOUyTIUBOCTI,
3MiHU OirMeHTalril

3 60Ky OIIOPHO-PYXOBOI
CHCTEMU Ta CIIOTY4YHOL
TKaHUHU

Oinb y crimHi

Oinb y KicTKax, M’s30Bi cymomu, 6inb
V KiHIIiBKaX, BITUYTTS TAXKKOCTI y
KiHITIBKaX

3 00Ky HUPOK Ta
CEYOBH[IITbHOI CUCTEMHU

iH(deKIlil CeHOBUBIMHUX LINAXiB

3 00Ky penponoyKTHBHOI
CUCTEMH Ta MOJIOUHUX
327103

MUCKOM(OPT Y MOJIOYHUX
3a7103aX, KiCTa S€YHUKIB,
[IPUILIMBYU, MATKOBi/
BariHajabHi KpOBOTEUI,

y T.4. KDOBOMa3aHHS

BariHa/lbHUY KaHAUA03, CYXiCTh
BYJIbBU Ta IIIXBY, BULIJIEHHA 31
CTaTeBUX OpraHiB, OiNb y minsAHIi
MaJIoro Ta3a, aTpodigHum
BYJIbBOBATiHIT, 30iNbIIeHHS
MOJIOUHHUX 3a7103, KiCTO3HO-(iOpo3Hi
3aXBOPIOBAHHS MOJIOYHUX 3aJ103,
Harpy6aHHsS MOJIOUHMX 3aJ103

3aranpHi po3nanu Ta
MiCITeBi peakiil

ACTEHIYHi cTaHu,

OPaTIiBIUBICTD

HaOpsK

Takox crnocTtepiranucs Taki mo6iyHi peakiii: mepcucTennis GoJiKyiB, TiABUIIEHHS alleTUTY, peakii

rinepyyTIUuBOCTI.

[nmi cepito3ni mobiuHi peakmii criocTepiranucs mg yac 3aCTOCYBaHHS CTEPOIIHUX CTAaTeBUX 'OPMOHIB

IIporecToreHiB (OuB. po3min «Oco6IMBOCTI 3aCTOCYBaHHS»): BEHO3HI Ta apTepianbHi
TpoMO0eMOOTiYHi TOpYyIIeHHs, apTepiaibHa rineprensis, inpapKT Miokapaa, iHCYIbT,
HOBOYTBOPEHHSI MOJIOUHMX 3aJ103, IyXJIMHYU MTeYiHKH, BiIUyTTS AUCKOMGOPTY Y CIIKHI, XJloa3Ma,

X0JIeCTaTH4YHa XKOBTAHUIA, OCTEOIIOPO3 (JII/IB. HI/I}K‘-IG), 3MiHU TOHepaHTHOCTi 00 TIJIIOKO3HU abo BIIUB

Ha nepudepudHy iHCYTIHOPE3UCTEHTHICTD.

3auxennas MIIKT

Y nporeci HEKOHTPOJILOBAHOI'0 KJTIHIYHOTO AOCIIAXKeHHS 3a y4acTi 111 mauieHToK mifIiTKOBOTO BiKy

(BixoM Bif 12 go <18 pokiB), siKi 0OTpuMyBau Tepalito gieHorectoM, 103 nauieHTKY Manu
BuMiptoBanHst MILKT. ITpu6nusno y 72 % y4aCHUKIB JOCTiAKEHHS CIIOCTepiranocs 3HUKEHHS
MIIKT nonepekoBoro Bigminy xpedta (L2 - L4) micns 12 mics1iiB 3acTocyBaHHS (IUB. PO3Min
«Oc0o0IMBOCTI 3aCTOCYBaHHS»).

[ToBimoMIIEHHS PO Iim03pIoBaHi m06ivHi peakirii

[ToBigoMIieHHs PO Migo3pioBaHi MoOiuHi peakilil y mepiof MOoCTMapKeTUHTOBOT'O

CIIOCTEPEXEHHA € OyKe BaXXJIMBUMHU. Lle mae MOXKIUBICTD 30iMCHIOBATH KOHTPOJIb
CITiBBiIHOIIIEHHSI KOPHCTh/PU3UK 3aCTOCYBaHHS JIiKapChKUX 3ac00iB. MequuHi palliBHUKH
TIOBUHHI TIOBIOMISITH TIPO Iif03pIoBaHi mobiuHi peakiii.




Tepmin npudamHocmi. 3 POKH.

He 3acTocoByBaTu npermnapar Mmicjis 3aKiHYeHHS TEPMiHY IPUOATHOCTI, BKa3aHOT0 Ha
yIIaKOBLIi.

YmMmoBu 30epirannsi. 30epiraTé B OpUTiHaNbHINA YIAKOBII /I 3aXKUCTY Bif CBIiTINa.

30epiraTy y HEOOCTYIIHOMY [JIST OiTe¥ MicCIi.

VYnaxoBka.

I[To 28 Tabnetok y 6mictepi. [To 1 6micTepy y mayiri.

Karteropist Bimmycky. 3a pelenToM.

Bupoonuk. Cingea ®apma, C.J1./Cyndea Pharma, S.L.

Micue3HaxoIKeHHsI BHPOOHHKA Ta afipeca MicIsi MPpoBaIXKeHHs HOT0 TisTbHOCTI.

[Tpomucnosa 30Ha Eminiano Pesinbs Canc, ABeHina ne Arpena, 31, 42110, OnsBera (Copist), Icnanis/
Poligono Industrial Emiliano Revilla Sanz, Avda. de Agreda, 31, Olvega, 42110 (Soria), Spain.

3aaBHHK. AT «®apMak».

Micue3HaxomkKeHHs 3assBHMKa. YKpaina, 04080, m. Kuis, Byn. Kupurnisceka, 63.



