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IHCTPYKIIA
AJIS MEUYHOI0 32CTOCYBAHHS JIIKAPCHKOI0 3aC00y

MAPITA®
(MARITA)

Cknao:

Oitoua peuouHa . NIEHOTECT MIKPOHI30BaHHIA;

1 TabGneTka MICTUTh JIIEHOTECTY MIKPOHI30BaHOTO 2 MT;

OONOMIDICHI ~ pe4osuHu: IlakTo3a, MoHoriapar, mnoBimon K 30; kpoxmanb KyKypyA3sSHHI
MPEKEIIATUHI30BAHNM; IIETF0I03a MIKPOKPHCTAIIYHA; KPOCMOBIOH (THUI A); KPEMHIIO JIOKCH]
KOJIOTTHWH O€3BOJHMIA; MarHito creapar.

Jlikapcbka ¢opma. TabieTku.
OcnosHi Qisuxo-ximiuni eracmueocmi: Kpyril TabaeTku O10ro abo 371erka *KOBTYBATOTO KOJIbOPY
3 TUCHEHHSM «D2» 3 0THOTO OOKY Ta 0€3 TUCHEHHS 3 IPyroro OOKY.

dapmakoTepaneBTHYHAa rpyna. CrareBi TOPMOHU Ta MOJYJISTOPU CTAaTEBOI CHCTEMH.
[Iporecrorenu. [Toxigui npernanieny. Hienorect. Kog ATX G03D BO08.

Dapmakono2iuni enracmueocmi.

Dapmarkoounamika

JlieHorecT — TMOXiJJHE HOPTECTOCTEpPOHY O€3 aHAPOreHHOI Ta 3 TEBHOI AaHTHUAHAPOTCHHOIO
aKTHBHICTIO, IO CTAaHOBUTh NPUOJIU3HO OIHY TPETUHY aKTUBHOCTI LUIPOTEPOHY aleTary.
JlieHorecT 3B’SI3y€ThCS 3 pelenTopaMu MporecTepoHy y MaTumi Tuibku 3 10 % BigHOCHOIO
a¢inHicTI0. He3Bakaroun Ha HU3bKY a(iHHICTH J0 PELENTOPIB IPOreCTEPOHY, TIEHOTECT BUSBIISE
CWIBHHI TPOreCTOreHHHI edekt N Vivo. JlieHorecT He NPOSBISE 3HAYHY aHIPOTCHHY,
MIHEPaJIOKOPTHKOIIHY 200 TIFOKOKOPTUKOIIHY aKTHBHICTB iN VIVO.

JlieHorecT BIJIMBa€ Ha €HAOMETPio3, 3MEHUIYIOUM E€HAOT€HHY NPOAYKII0 ecTpaaiofly 1 TakUM
YUHOM MPUTHIYYIOUM Tpo(iuHi ePeKTH ecTpaaiony Ha €yTONIYHMM Ta EeKTONIYHHM EeHIOMETpiil.
IIpu Oe3nmepepBHOMY 3aCTOCYBaHHI [IEHOT€CT MPU3BOJUTH JIO CTBOPEHHS TiNOECTPOTE€HHOrO,
rimeprecTareHHOro EeHIOKPUHHOTO CEPefOBHUINA, IO CIPUYMHSE ITOYAaTKOBY JCIHYyaNi3alliro
TKaHUHH €HJ0METPis 3 MOAAJIBIIO0 aTPOdi€r0 eHJOMETPIOIIHUX BOTHUIIL.

Jlaui mog0 e eKTUBHOCTI

IlepeBara nieHorecTy MOpIBHSHO 3 IIanebo Oyia MPOJEMOHCTPOBAaHA y MPOILECI TPUMICIYHOIO
JOCII/DKEHHS 3 ydacTio 198 marieHToK 3 eHaoMeTpio3oM. bink y IisHIN Ta3za, MOB’sS3aHUMN 3
€HJIOMETP1030M, BHMIPIOBAIM 3a JOMOMOIOI0 Bi3yasnbHOi aHaioroBoi mkamu (0-100 mm). Yepes
3 wMicsaul Tepamii jAieHorectoM Oyjia BH3HAY€HAa CTAaTHUCTUYHO 3Hadylla pPI3HULS TOPIBHSHO 3
wiame6o (A = 12,3 mm; 95 % Al 6,4 — 18,1; p<0,0001) Ta KJIiHIYHO 3HAYYIE 3MCHIIECHHS OOJIO
MOPIBHSHO 3 TOYaTKOBUM piBHEM (CepeaHe 3MeHIeHHs = 27,4 mm + 22.9).

UYepes 3 wmicsrl JiKyBaHHS 3MEHIIEHHsS OOJI0 y NUISHII Maloro Tas3a, 110 OyB MOB’sI3aHUM 3
ennomerpiozom, Ha 50 % abo Oinbiie Oyno mocsruyro y 37,3 % mami€eHTOK, SIKI OTPUMYBAJIH
nienorect (rane6o: 19,8 %) 6e3 BiAMOBIMHOTO 30UIBIICHHS 03 CYMYTHBROTO 3HEOOIIOBAIILHOTO
3aco0y; 3MEHILIEHHs 000 y AUISHII MaJoro Tas3a, MOB’S3aHOTO 3 €HAOMETpio3oM, Ha 75 % abo
Outbmre (TakoX ©O€3 BIAMOBIMIHOTO 30UIBIICHHS 03U CYIMYTHBOTO 3HEOOJIOBAILHOTO) OyIo
nocsrayTo y 18,6 % mamieHTok, siki OTpUuMyBajH JieHorecT (mianebo: 7,3 %).

Bimkpute mpomoBKEHHS I[HOTO TUIANE00-KOHTPOIBOBAHOTO JOCIHIDKEHHS T0Ka3allo Oe3nepepBHE
3MEHILEHHS TOB’S3aHOTO 3 €HAOMETPio30oM OO0 B TUISHIN Ta3a MpH JIKyBaHHI TPUBATICTIO IO




15 micsis.

Pesynprat = minanebo-KOHTPOJIBOBAHUX  JOCHIDKEHb  MIATBEPDKYBAIMCS — pe3yjbTaTaMu,
OTPUMAaHUMH Y TPOIEC] MIECTUMICIYHOTO aKTUBHO KOHTPOJIBOBAHOTO OCIHIIKEHHS MOPIBHIHO 3
aroHiCTOM T'OHAJIOTPOITIH-PUITI3UHT TOPMOHY 3 YYacCTIO 252 MAIIEHTOK 3 €HIOMETPI030M.

Tpu nocmijpkeHHs 3 ydyacTio 252 Mali€HTOK, SKi OTPUMYBAJIM JI€HOTECT MO 2 Mr Ha 100y,
MPOJICMOHCTPYBAJIA 1CTOTHE 3HI)KCHHS €HIOMETPIOTTHUX YPaKEeHb uepe3 6 MICSIIIB JIIKyBaHHSI.

VY mporieci HEBETUKOTO JOCHIKEHHS (N=8 Ha TpyIy I03yBaHHS) 3aCTOCYBAHHSI TI€EHOTECTY y J031
1 Mr Ha 700y BUSBUJIO BIJICYTHICTh OBYJIALII uepe3 1 micsanp Tepamii. JlieHOreCT He AOCIIKyBaIH
I0JI0 KOHTPAIETITUBHOT €)EKTUBHOCTI Y OLTBIIMX JOCITIKEHHSX.

Jani moo 6e3nexu

PiBeHb €HJIOTEHHOTO €CTPOTeHY TUIBKH MOMIPHO IPUTHIYYETHCS MiJ] 4ac JIKYBaHHS JIEHOTECTOM.

VY nmaHwmii 4ac pe3yJbTaTd JTOBFOCTPOKOBHX JIOCHIIKEHb MiHepanbHOI miibHOCTI KicTok (MILIK) 1
PU3HKY TIEpeNIOMIB y TAIIEHTOK, SIKi 3aCTOCOBYIOTh Ji€HOTeCT, jaoTrenep HemoctymHi. MIIK
omiHOBaAM y 21 1Opocioi MamieHTKH 0 Ta Micis 6 MICAIIB JIKYBaHHS JIIEHOT€CTOM. 3HHMKCHHS
cepennporo nokazuuka MUK Bussneno e Oyno. Y 29 namieHTok, siKi OTpUMYBAIN JEHIIPOPENiHY
arerar, cepeae 3HwkeHHs 4,04 % + 4,84 Oyno Big3Ha4YeHO 3a TOM ke mepiof (A Mk rpynamu =
4,29 %, 95 % AI: 1,93-6,66, p <0,0003).

He cnocrepiranocsi 3Ha4HOro BIUIMBY Ha CTaHAApTHI J1a0OpaTOpPHI MOKA3HUKH, Y TOMY YHCII Ha
pe3yabTaT aHallizy KpoBi, O10XIMIYHOTO aHajli3y KpOBi, piBeHb INEUIHKOBHX (DEPMEHTIB, PiBEHb
mimiais i HOAIC, mix dac jgikyBaHHS Ji€HOrecTOM yIpoaoBxk 15 micsiis (n=168).

Jani mo/10 06e3meku Juls miUIiTKIB

besneky nienorecty moao MILK 6yno mgociimkeHo y mpoiieci HEeKOHTPOIbOBAHOTO JOCIIIKEHHS
npotsaroM 12 micsuiB 3 yuactio 111 marieHTok miamiTkoBoro Biky (Bikom Bix 12 mo <18 pokiB) 3
KJIIHIYHO MMiI03pI0BaHUM a00 MiaTBepKeHUM eHmoMmerpio3om. CepenHs BimHocHa 3mina MIIK
nomnepekoBoro Bimmginy xpedora (L2 — L4) Big nmovyarkoBux mNOKasHUKIB y 103 mamieHTOK 10
3aKiHYeHHs JiKyBaHHS cTaHoBuna —1,2 %. IloBTopHe BuMIpOBaHHA Yepe3 6 MICALIB Micis
3aKiHUEHHs JIIKyBaHHS y cyOrpyi 3i 3HmkernMuy 3HaueHHssMu MILIK nokazano nigsumenns MILK
1o —0,6 %.

JIOBrOCTPOKOBI JIOCIIJDKCHHS 3 OC3MEKH

Bbyno mpoBeaeHO MOBrocTpoKOBe MicispeecTpalliiiHe oOcepBarlliiiHe TOCTiIKEeHHS 3 aKTUBHHUM
CIIOCTEPEKEHHSIM Il BMBUEHHS YacTOTH BUHUKHEHHS a00 NOTIPIIEHHS KIIHIYHO 3HAa4YyHioi
nenpecii Ta BUHUKHEHHS aHeMmii. Y JochifkeHHI B3suid ydacTh 27 840 XKiHOK, SIKUM BIEpIIe
MPU3HAUYUIIM TOPMOHAJIbHY TEpamilo JUis JIKYBaHHS €HJAOMETpPIo3y, 3a SKHMHU CIOCTepiraiu
MIPOTSIrOM 7 POKIB.

3aranom 3023 >kKIHKM TOYaldM JIKyBaHHsS JAieHorectoM 2 wmr, a 3371 mnaiieHTka posnodarna
JIKyBaHHS IHIIMMH CXBaJE€HUMM NpenapaTtamMM Ui JIIKYBaHHS €HAOMETpio3y. 3araibHUN
CKOpPUIOBaHMM KOE(IIIEHT PU3UKY BHHMKHEHHS HOBUX BHMAJKIB aHEMil y NAaI[lEHTOK, SKi
npuiiMany Ji€HOTeCT, MOPIBHAHO 3 MAI[lEHTKaMH, SIKI MpUHMaNM IHII CXBaJeHl Mpernapatd Ais
JiKyBaHHS eHjpomerpio3y, craHosuB 1,1 (95 % JI: 0,4-2,6). CxopuroBanuii KoeQilieHT PUUKY
BUHUKHEHHS Jerpecii, MOPIBHSAHO 3 JIEHOT€CTOM Ta IHIIMMH CXBAaJEHUMHU IpernapaTaMu JUls
JiKyBaHHSl eHjoMerpiody, craHoBuB 1,8 (95 % [I: 0,3-9,4). He MoxHaA BUKIIOYUTH €U0
MiABUILEHUH PU3UK BUHUKHEHHS JAerpecii y Nali€eHTOK NPy BUKOPUCTAaHHI IIEHOT€CTY MOPIBHSIHO 3
BUKOPHUCTAHHSIM IHIIUX CXBAJICHUX MpenapariB JUIsl JIKyBaHHS €HIOMETPI03y.

Dapmaxokinemuka

BcMokTyBaHHSA

[licns mepopanbHOro MPHUIIOMY JI€EHOTECT MIBUJIKO 1 TOBHICTIO BCMOKTYEThCS. MakcumallbHa
KOHIIGHTpALlil Y CHUPOBATIi KPOBI JOCATAETbCA YHOPOAOBXK 1,5 roauHM micias OJHOPA30BOTO
MepOPaTHLHOTO MPUUOMY 1 CTAHOBUTH 47 HI/MII. Bi0IOCTYMHICTh MI€HOTECTY CTAaHOBHUTH MPUOJIU3HO
91 %. ®apmakoKiHETHKA AI€EHOTECTY 3aJIeKUTh BiJ JO3H B Jiana3oHi 103 1-8 mr.

Poznoain

JlieHorecT 3B’SI3y€ThCs 13 CHPOBATKOBUM aJIbOYMIHOM Ta HE 3B’SI3y€THCS 3 INIOOYIIHOM, IO 3B’S3Y€E
crareBi crepoinu (I'3CC), abo rnobyminoMm, mo 3B’s3ye koprukoinu (I'3K). Jlume 10 % Bin
3arajbHOI KOHIIEHTpAIIil AIEHOTeCTY B CUPOBATIII KPOBI 3HAXOISATHCS y BUTIISAI BUIBHOTO CTEPOiy,
a 90 % — necneuudiuHo 3B’s3aHI 3 anbOyMiHoM. OueBUAHHI 00’€M pO3MONLTY AIEHOTECTY
cTaHoBUTH 40 1.




MeTtabomi3zm

JlieHorecT MOBHICTIO METa0OMI3YETHCS BIIOMUMHU MUISIXaMH METa0O0II3My CTEPOiliB 3 YTBOPEHHSIM
MEPEeBaXHO CHIOKPUHOJIOTIYHO HEaKTHMBHHMX MeTaOouiTiB. Ha mizcraBi mocmimpkeHsb In Vitro ta
in vivo CYP3A4 — ronoBuuii pepMeHT, 3anydeHuii y Mmetabomism aienorecty. L{i meraGomitu mxyxke
IIBUIKO BUBOJSATHCS 3 IJIa3MH KPOBI y TakWid CIIOCIO, IO JOMIHYIOYMM MeTaboJIiTOM Yy Ia3Mi
KpOBI € JI€EHOTECT Y HE3MIHCHOMY BHUTJISIII.

HIBUAKICTD KIIIPEHCY i3 CUPOBATKH KPOBi CTAHOBUTH 64 MJI/XB.

Busenenns

PiBeHb Ji€eHOTECTY B CHPOBATI KPOBI 3HMXKYETHCA IBO(A3HO 3 MEPiOJOM HAIIBBUBEACHHS, IO
ctaHOBUTh 9-10 rommn. JlieHorecT BHBOIUTHCS y (GopMi METaOOJITIB 13 CeYCr0 Ta KajoM ¥y
chiBBimHOMmIEHHI TpuOmm3HOo 3:1 micns mepopanbHOro mnpuiiomy y mo3i 0,1 wmr/kr. Ilepioxg
HaITiBBUBEJICHHS METAaOOMITIB 13 ceuero CTaHOBUTH NpuOau3HO 14 romuH. Ilicias mepopaibHOTO
npuiiomy 86 % BBeIeHOT 103U BUBOAMTHCS 3 OpraHi3My y Mekax 6 JHIB, OinbIlla 4acTWHA ITi€l
KUTBKOCT1 BUBOJUTHCS y Tepiti 24 TOIWHU, TOJIOBHUM YHHOM 13 CEYeIO.

CraH piBHOBaru

dapmakokiHeTrKa pgieHorecty He 3anexuth Big piBHs [3CC. Ilpu momeHHOMY mpuiioMi
KOHIICHTpALlisl PEYOBUHH Y CHPOBATIIl KpoBi 3pocTae B 1,24 pa3za, qocsArarouu piBHOBaXHOTO CTaHy
yepe3 4 nHi 3actrocyBaHHs. DapMaKOKiHETHKA JI€EHOTECTY IMICis MOBTOPHOTO 3aCTOCYBAHHS MOKE
OyTH nepeadavyeHa Ha MiACTaBi JAHUX 100 (apMaKOKIHETHKH OJHIET TO3H.

dapMaKkOKiHETHKA B OCOOIMBUX IPYIAax NAIIEHTIB

VY mani€eHTiB i3 mopymeHHsIMHA QYHKIIT HUPOK (hapMaKOKiHETHKY JI€HOTECTY HE BUBYAIIH.

V nmaui€eHTiB 13 NOpyEHHIMH (QYHKIIT Me4iHKH (papMaKOKIHETHKY JIEHOTeCTY He BUBYAIIH.

KuiniyHi XxapakTepucTHKH.
Ilokazannusa.
JlikyBaHHS €HJIOMETPi03Yy.

Ilpomunokazanns.

Jlikapcekmii  3aci6 Mapita® He cmim 3acTOCOByBaTM Yy pasi HAasSBHOCTI OYIb-IKOTO i3
HIDKYE3a3HAUeHUX CTaHIiB abo 3axBoproBaHb. Ll iHdopmallis yacTKOBO OTpuMaHa Ha MiJICTaBi
3aCTOCYBaHHS 1HIIMX Mpenaparis, 10 MICTATh TIIBKH MporecToreH. AKIo Oyab-sSKuil 13 IIUX CTaHIB
a00 3aXBOpIOBaHb BHHMKA€ BIEpIIE MiJ 4ac 3aCTOCYBaHHS JI€HOreCTy, NpUHOM IpenapaTy ciif
HEralHO MPUIIHHHTH.

e Beno3na TpoM6oem0O0i1is B aKTUBHIH popmi.

e AprepianbHi a00 KapA10BaCKYJISIPHI 3aXBOPIOBaHHS HUHI a00 B aHaAMHe31 (Hampukial, 1HPapKT
MioKap/a, TOCTpe MOpPYyIIEHHsI MO3KOBOT'O KPOBOOOITY, ilIeMiyHa XBopoOa cepliis).

e IlykpoBuii giaGeT 3 ypaXeHHSM CYAMH.

e TspKki 3aXBOpPIOBaHHS NMEYIHKM HUHI a00 X HasBHICTb B aHAMHE31, OKU MOKAa3HUKHU (PYyHKIIIT
MEYiHKH HE MOBEPHYTHCS 10 HOPMHU.

e [lyxyiuHU ne4yiHKM HUHI a00 B aHaMHe31 (100pOsKiCHI a00 3JI0SKICHI).

e Binomi abo migo3proBaHi 30SKICHI MyXJIHUHH, 3aJIeXKHI BiI CTATEBUX TOPMOHIB.

e BarinanbHa KpoBOTeUa He3 ICOBAHOT €TI0JIOTIi.

[TinBuIIeHa YyTAUBICTH 0 A1F0Y0T peYOBHUHU 200 710 Oy/Ah-sKOTO 3 KOMIIOHEHTIB IIpernapary.

B3aemodia 3 inwmumu nikapcoKumu 3acobamu ma inuwii 6UOU 83a€MOOIil.

[MpumiTka: A7 BUSBICHHS MOXIMBHX B3a€MOJINA CIIJIT O3HAMOMUTHCS 3 IHCTPYKIISIMHU IS
MEIMYHOTO 3aCTOCYBaHHS JIIKApPChKHUX 3aC001B, 110 3aCTOCOBYIOTHCS CYMYTHBO.

Bnnue inwux npenapamie na dicHozecm

[TporecTorenun, BKIFOYAOUHN JIEHOTECT, META0O0II3YIOTHCS TOJIOBHUM YHHOM CHCTEMOIO IUTOXPOMY
P450 3A4 (CYP3A4), mo po3ramoBaHa y CJIM30Bid OOOJOHII KUIIEYHHUKY Ta B mediHii. Tomy
igmykTopr  abo imribitopy CYP3A4 MOXyTh BIDIMBAaTH HAa METa0ONi3M MPOTECTOTCHY.
301IbIIEHHS] KJIPEHCY CTaTeBUX TOPMOHIB dYepe3 IHAYKILII0 (EpMEHTIB MOXE 3MEHIIUTH
TepaneBTHYHMH e(eKT JiKapchkoro 3acoby Mapita® i mpusBectm 10 HeGaxkaHHX edeKTis,
HaMpUKJIIaJ 10 3MiH XapakTepy MEHCTPYyaIbHOI KPOBOTEY.



3MEHIICHHSI KJIIPEHCY CTaTeBUX TOPMOHIB uepe3 MpUTHIUYeHHS (QepMEeHTy Moke 30UIbIINTH
TepaneBTHYHMI edekT Jikapchkoro 3acoby Mapita® i mpu3BecTn 10 pO3BUTKY MOGIYHHX PEAKIIii.

- Jlo pedoBWH, IO MiABUIIYIOTh KIIPEHC CTAaTE€BUX TOPMOHIB (3HMXKEHHS €(EKTUBHOCTI
IUISIXOM 1HIYKYBaHHS (PEpPMEHTIB), HapPHKJIaA, BIAHOCATHCS: (DEeHITOiH, OapOITypaTH, MPUMIJIOH,
kapOamazenin, pudammilMH, a TaKoX, MOXIWUBO, OKCKapOasemiH, Tomipamat, (enpdamar,
rpu3eoyIbBiH Ta JiKapCchKi 3aco0w, 110 MicTaTh 3Bipoo6ii (Hypericum perforatum).

[HayKiis GepMEeHTIB MOKE CIIOCTEpIiraTUCs Micis MEKUTbKOX THIB Teparmii. MakcuManbHa 1HIYKITisS
(hepMEHTIB 3arajioM BUSBIBIETHCS Yepe3 NEeKUIbKI THKHIB.

[anykist pepMeHTiB MOXKe TPUBATH A0 4 THIKHIB MiCIs IPUITMHEHHS TEpartii.

Brume imgyktopa CYP 3A4  pudamminuuy JOCHiIKYBaBCS Yy  3J0pPOBHUX JKIHOK Yy
MOCTKJIIMakTepuyHOMy Tmepioni. OpHOYacHe 3acTocyBaHHS pHPAMIIIUHY 3 TabJIETOBAHOIO
dopmoro ecTpamiony Bajepary/mi€HOTecTy TPHU3BEIO 0 3HAYHOTO 3HIDKCHHS PIBHOBAXKHOI
KOHIICHTpALlli Ta CHCTEMHOTO BIUIMBY JI€HOTECTY Ta ecTpaaiony. CHCTeMHUHN BIUIMB AI€EHOTECTY Ta
€CTpajiony y piBHOBaXHOMY cTaHi, Bumipsuuid 3a AUC (0 — 24 ronunn), 3MeHmuBcs Ha 83 % Tta
44 % BiIIOBIiTHO.

- Pe4oBuHHU 3 pi3HUM BIJIMBOM Ha KIIIPEHC CTATEBUX TOPMOHIB.

OnHouacHe 3aCTOCYBaHHS 31 CTaTeBUMH TOPMOHAMH BEJIHMKOi KUIBKOCTI KOMOiHaIiil iHTiOITOPIB
BUI-mpotea3n Ta HEHYKJIEO3UJIHUX IHTIOITOPIB 3BOPOTHOI TPAHCKPUIITA3M Y TOEJHAHHI 3
KoMOiHaIisiMu 1HT10iTOpIB Bipycy renatuty C Moske 30UIbIIUTH a00 3MEHIIUTH PIBEHb NMPOTECTUHY
y 11a3mi kpoBi. CyKynHUH BIUIMB IIUX 3MiH MOKe OyTH KJIIHIYHO 3HAYYIIUM y JESIKUX BUIA/IKAX.

- Pe4oBuHM, 110 3HWKYIOTH KIIIPEHC CTaTEBUX TOPMOHIB (iHT10iTOpH PepMEHTIB).

Hienorect € cyoctparom muroxpomy P450 (CYP) 3A4.

Kniniuna 3Ha4YymicTe MOTEHUIWHUX B3aeMOAid 3 iHTiOiTOpaMH (EpMEHTIB 3aJIHMIIAETHCS
HEBIIOMOIO.

OpnnouacHe 3acrocyBaHHs cwibHUX iHTIOITOpiB CYP3A4 wMoxke 30U1pIIyBaTH —IIa3MOBI
KOHIIEHTpAIlli JIEHOTeCTY.

OpHowyacHe 3acTocyBaHHs 13 cuiabHUM iHTIOITOpoM Qepmenty CYP3A4  keTokoHA30JI0M
npu3BoaAWIIO 10 miaBuineHas y 2,9 paza AUC (0 — 24 roauHu) aieHOrecTy Y piBHOBOKHOMY CTaHi.
OnHOUYacHE 3aCTOCYBaHHS 3 MOMIPHUM 1HTIOITOPOM €PUTPOMIIIMHOM HPU3BOAMIIO A0 MiABUICHHS Y
1,6 paza AUC (0 — 24 roauHm) TiEHOTeCTY Y PiBHOBaYKHOMY CTaHi.

Bnaue oienocecmy na inwi nikapcoki 3acobu

3a pesympTaTaMu JOCII/DKEHb IHTIOyBaHHS IN Vitro, KIiHIYHO 3HAYyIla B3a€EMOJIs JI€HOTECTY 3
IHIIAMH TIpenaparaMu, MeTaboi3M SKHX OMOCEePEIKOBYEThCs (hepMeHTamu mutoxpomy P450, e
MajoHMOBIPHOIO.

Bszaemoois 3 xapuosumu npooykmamu

BoxuBaHHS 11 3 BACOKUM BMICTOM HPIB HE BIUTUBAJIO HA 01010CTYIHICTb J1€HOTECTY.
Jlabopamopni mecmu

[Tpuitom mporecToreHiB Moke BIUIMHYTH Ha PE3YJIbTaTH JESIKUX JIAOOpaTOPHUX aHali3iB, 30KpeMa
Ha O10XIMIYHI MapaMeTpy MEYlHKH, IUTOBUAHOI 3aJ1031, (YHKIII HUPOK Ta HAAHUPKOBUX 3aJ03,
piBeHb OuIKiB (HOCIIB) y muasMi kpoBi (Hampukian, ['3K Ta ¢pakuii ninmigiB/minonporeinis),
rapaMeTpy MeTadoii3My BYIJIEBO/AIB Ta MOKA3HUKU Koaryisuii Ta ¢iOpuHomi3y. 3MiHU 3a3BUYail
3aJIMIIAIOTHCS Y MEXax JJabopaTopHOi HOPMH.

Ocobnueocmi 3acmocyeanns.

3acmepedicenns

Ockinpkn Mapita® — mikapcbkuii 3aci6, O MIiCTHTH TiNGKHM IIPOTECTOT€H, BBAXKACTHCH, IO
0c00JIMBI 3aCTEPEKEHHS Ta 3aX0AU OE3MEeKH LI0JI0 3aCTOCYBAaHHS MPOTECTMHOBMICHUX IpenapariB
TaKOX CTOCYIOTHCSI JIIEHOTECTY, XO4Ya HE BCl 3aCTEPEKEHHS Ta 3all001KHI 3aX0/IU IPYHTYIOThCS Ha
BIJIMIOBITHUX Pe3yJIbTaTax KIIHIYHHUX JOCIiIKEHb caMe LIbOTO Mpernapary.

[Ipu noripuieHHi abo mepHIoMy BHHUKHEHH1 OyAb-sIKOTO 13 3a3HAYEHUX HUXK4YE CTaHIB/(pakTopiB
PU3UKY B IHAMBIIyaJbHOMY TMOpPSAAKY Mae OyTH TPOBEIEHUI aHai3 CIiBBITHOLICHHS
PH3HK/KOPHCTB Mepes] MOYaTKoM ab0 MPOJIOBKEHHSIM 3aCTOCYBAHHS JTiKapchKoro 3acoby Mapirta®.
TspKki MAaTKOBI KpOBOTEYI

MaTtkoBa KpoBOTEYa, HAIPUKIAJ Yy KIHOK 3 aJ€HOMIO30M MaTKH abo JIeHOMIOMOIO MAaTKH, MOXeE
TIOCHITIOBATHCSA TIPH 3aCTOCYBaHHI JliKapchKkoro 3aco0y Mapita®. SIkio kpoBoTeua BUpakeHa i He




NPUITMHAETHCS TPOTITOM TPUBAJIOTO Yacy, BOHA MOXeE MPU3BECTH 10 aHeMil (y ACIKHX BUIAJKax
TSOKKOT). Y TakoMy pasi HOTpiOHO pO3TJISTHYTH MUTAHHS PO MPUITMHEHHS TPUHOMY TIpernapary.
3MiHa XapakTepy KpoBOTeYi

JlikyBaHHS JI€HOTECTOM BIUIMBAE HA XapaKTep MEHCTPYAIbHOI KPOBOTEUl y OUIBIIOCTI KIHOK (JIMB.
po3ain «I1o6iuHiI peakiiin).

[opy1ieHHs KpoBOOOIry

Ha mincraBi pe3ynbTariB €MmiIeMiONOTIYHUX JIOCIHIIKCHh BUSBICHO HEBEIHMKY KUIBKICTh JaHHUX
11010 ICHYBaHHS 3B’SI3Ky MK 3aCTOCYBAaHHSIM TIPEIapaTiB, M0 MICTATh TUIBKHA IMPOTECTOTEH, 1
MiABUILEHHSIM PU3MKY PO3BHUTKY iH(apKTy Miokapnaa abo mepeOpanbHOi TpomOoemOomii. Pusuk
KapJlIOBacCKyJSIpHUX 1 IepeOpaJibHUX SBUIN IIBHJIIE II0B S3aHUNA 3 BIKOM, apTepiaibHOIO
rinepreH3i€l0 1 mamiHHAM. Y JKIHOK 3 TINEPTEH31€l0 PU3UK PO3BUTKY I1HCYIBTY MOXKE JCIIO
301JIBIITYBATHUCS TIPH 3aCTOCYBaHHI IIPENapariB, 10 MICTATh TUILKH MPOT€CTOICH.

Jleski JOCHIJDKEHHS CBiA4YaTh PO ICHYBAaHHS II€BHOTO, NPOTE€ HE CTATUCTHUYHO 3HAYYILOTO
30UIBIICHHS PU3MKY PO3BUTKY BEHO3HOI TPOoMO0emMOoii (TpoMO03 TIMOOKHUX BEH, TPOMOOEMOOJTis
JIeTEHeBOi apTepii), MOB’A3aHOTO 13 3aCTOCYBAHHSAM IpenapaTiB, 10 MICTATh TUIBKHA MPOTECTOTEH.
3aranbHO BU3HAaHI ()aKTOPH, 110 MiABUIIYIOTh PU3UK BUHUKHEHHS BeHO3HOI TpoMOoemboii (BTE),
BKJIIOYAIOTh: ocoOucTHii abo cimeliHuil aHamue3 (Hanpukiaxa, sunagka BTE y OpatiB um cecrep
abo OaTbKiB Yy BIJHOCHO MOJIOJOMY BiIli); BIK; OXKMUpPIHHS, TpHBaJa iMMOOLTi3allis, paguKaIbHI
Xipypriudi BTpy4YaHHs a0o0 TpaBMH. Y BHNAJIKy TPHUBAJIOI 1MMOOUTI3aIii PEKOMEHIYETHCS
IIPUIIMHUTH 3aCTOCYBAHHS IiKapchkoro 3acoby Mapita® (mpu TiaHOBUX omepaliax IoHaiiMeHIe
3a 4 TrXKHI 10 11 MpoBeeHHs) i He TOYMHATH 3HOBY HOTO MPHUIIOM paHile HiK uepe3 2 THKHI Ticis
MOBHOI peabimiTarii.

HeoOxigHo OpaTu 10 yBaru MiABHINEHHS PHU3UKY PO3BUTKY TPOMOOEMOOIi y MicCIsAMOIOroBOMY
nepioi.

VY pasi BUHUKHEHHS CHMOTOMIB BEHO3HHX Ta apTepiajibHUX TPOMOOTHYHHX 3aXBOPIOBaHb 200
MiJ03pY HA HUX JIKYBaHHS CIiJ IPUITUHUTH.

[yxnauHu

Merta-ananiz 54 emifeMioNOriyHUX AOCITIKEHb BKa3ye Ha HE3HAUHE IIiIBUILEHHS BiJIHOCHOTO
pusuky (BP=1,24) po3BUTKY paKy MOJOYHOI 3aJI03U Y JKIHOK, fKi 3aCTOCOBYIOTH OpalibHi
koHTpanentuBu (OK), roJOBHUM YHMHOM Ti, 110 MICTATh ecTporeH-mporectored. Llei miaBumeHni
PHU3UK MOCTYNOBO 3HUKAE MPOTAroM 10 pokiB miciis 3aKiIHYEHHS IpUHioMYy KOMOIHOBaHUX OPaJbHUX
konTpanentusiB (KOK). Ockinbku pak MOJOYHOI 3a7034 Yy KiHOK BikoM 10 40 pOKiB BHHHKAE
piako, 301IbIIEHHS KUIBKOCTI BUIAJAKIB J1arHOCTUKH paKy MOJIOYHOI 3aJl03UM Y JKIHOK, SKi
3aCTOCOBYIOTH 200 HemoJaBHO 3acTocoByBanu KOK, € He3HAUHMM 1110710 3arajibHOT'O PU3UKY PaKy
MOJIOYHOI 3aJI03U. ICHye OJIHAaKOBHUN pHU3MK BHSBIEHHS pPaKy MOJOYHOI 3aJl03M Yy KIHOK, fKl
npuiiMany npemnapaTtH, Mo MICTATh TulbkH nporectoreH, abo KOK. Opnnak iHdopmaris, o
CTOCY€ETbCS TpenapariB, sKi MICTATh TUIbKU MPOreCTOreH, 0a3yeThcs HA JaHUX, OTPUMAHUX BIiJ
Habarato MEHIIOI KUIBKOCTI JKIHOK, K1 iX 3aCTOCOBYIOTh, TOMY BOHA € MEHII NEPEKOHINBOIO, HIXK
naui, mo crocytotbes KOK. Pesynmprat 1mux JociipkeHb HE HANalOTh JIOKa3iB 1CHYBaHHS
INPUYMHHOTO B3a€MO3B’s13Ky. I[liBUILEHHS PU3HMKY MOXe OYTH 3yMOBIJIEHE SIK OUIbII PAHHBOIO
J1arHOCTHKOIO paKy MOJIOUHO] 3aJ1031 Y JKIHOK, 5IK1 3acTocOoBYIOTh OK, Tak 1 610J10T14HOIO Ji€10 IUX
npemnapariB, abo moegHaHHAM 000X (akTopiB. Bifg3HaueHO TeHJEHLIo, M0 paKk MOJOYHOI 3a103H,
BUSBIIEHUH Y KIHOK, SIK1 KOnu-HeOyap npuitmanu OK, KIiHIYHO MEHII BUPaXEHUH, HIK Y TUX, XTO
Hikonu He npuiiMaB OK.

VY MOOIMHOKHMX BUMAAKaX Yy XKIHOK, SKi 3aCTOCOBYBAJIM TOPMOHAJIbHI pEYOBUHU, TTOA10HI J10 Ti€l, 110
MiCTHTh Tikapchkuii 3aci6 Mapita®, croctepiramucs moOposKicHi, a IIe pimmre — 37I0SKicHI
MyXJIMHU TIEYiHKH, SKIi B OKPEMHX BHUIAIKAaX MPU3BOIMWIN 10 HEOE3MEeYHOi ISl SKHUTTS
BHYTPIIIHBOYEPEBHOI KPOBOTEUI. Y BUIAJKy BUHUKHEHHS CKapr Ha CUJIbHUHN OUTb B emiracTpaibHii
IUISIHIN, 30UTbIIEHHS TMe4YiHKM a0o TOsSBM O3HAaK BHYTPIIIHbOYEPEBHOI KPOBOTEUl IpHU
nrQepeHIiiHINi JIarHOCTUII ClTiJl BPaXOBYBAaTH MOXIIMBICTh HasIBHOCTI MyXJIMHU MEYiHKU Y KIHOK,

SAKi MPUIMAIOTH MiKapchKuii 3aci6 MapiTta®.

Ocreonopos

3MiHU MiHEpaJIbHOT MUIBHOCTI KicTKOBOT TKanuHu (MILIKT).

3acrocyBaHHs JieHorecty mimmiTkam (12 — 18 pokiB) mpoTsroM mnepioay JiKyBaHHS 12 MicsiiB
acoIIFOBAJIOCS 31 3HIDKEHHAM cepeanboro 3HadeHHss MIKT y monepekoBomy Bimaiii xpeora (L2 —




L4) na 1,2 %. ITicast npunuaensst gikyBanas MILKT migsuiryBanacst 3HOBY y IIMX MAI[i€HTIB.
Cepennst BimHocHa 3miHa MIIKT Bim mnouyaTKOBMX TOKa3HHWKIB JO 3aKIHYEHHS JIIKyBaHHS
cranoBuiaa —1,2 % 3 miamazonom mMik —6 % T1a 5 % (I 95 %: —1,70 % Ta —0,78 %, n=103).
[ToBTOpHE BHUMIipIOBaHHS Yepe3 6 MICAIIB MICsA 3aKIHYEHHS JIIKYBaHHS y MIATPYI 31 3HWKCHUMH
sHaueHHsMu MIIKT mokaszano TeHIEHII0 10 BiHOBICHHS (CEpenHs BiIHOCHA 3MiHA BIJ
MOYaTKOBUX MOKa3HUKIB: —2,3 % npu 3akiH4yeHHi JikyBaHHs Ta —0,6 % uepe3 6 MicALiB micis
3aKiHYeHHS JIKyBaHHs 3 AianazoHoM Mk —9 % ta 6 % (I 95 %: —1,20 % Tta 0,06 % (n=60)).
[Mopymenns MILIKT mae ocobiMBe 3HaYeHHS y MITITKOBOMY Billl Ta y paHHINA MEpioJl CTaTEBOTO
J03piBaHHs, KPUTHYHHIA TIEpio]l pOCcTy KicTOK. HeBiomo, Yu 3MEHIIUTH MIKOBY KiCTKOBY Macy Ta
MIJIBUIIATh PU3HMK TEPEIOMYy KICTOK y JiTHhoMY Bimi 3HmwkeHHS MIIKT y miit momymnsmii (aus.
po3ainu «DapMaKoIOTidHi BIaCTUBOCTI» Ta «JliTH»).

Ilepen mouaTkoM JIIKYBaHHS JIIKApIO CJIil 3BaKUTH IIE€PEBaru 3aCTOCYBAHHA JIIKApPCBKOIO 3aco0y
Mapita® Ta MOXIMBI PH3HKH 3aCTOCYBAHHS IS KOKHOTO OKPEMOTO MiJIJliTKa, BPAXOBYIOUH TaKOXK
HasIBHICTh CYTTEBHUX (PAaKTOPIB PUZUKY OCTEOIIOPO3Y.

AZekBaTHE 3aCTOCYBAaHHS Kajbllil0 Ta BiTamMiHy D mnpu nieTmuHOMYy XapuyBaHHI a0o mpu
3aCTOCYBaHHI Xap4yOBUX J100aBOK € BaXKJIMBHUM JUISl 3J0POBOrO CTaHY KICTKOBOI TKaHMHHU Yy JKIHOK
yCiX BIKOBHX KaTETOpIiH.

He cnocrepiranocs sumxkenns MIIKT y gopociaux (quB. po3ain «DapMakoIoriuHi BIaCTUBOCTIY).
VY mamieHToK, SKi 3HAXOMATHCS Yy TPYIi MiABUIICHOTO PU3UKY PO3BHTKY OCTEONOPO3Y, pETeIbHa
OILlIHKA CHiBBIJIHOIICHHS PHU3UK/KOPUCTh IOBMHHA OyTHM TMpoBeleHa 10 TMOYaTKy JIiKyBaHHS
JikapchKuM 3aco60M Mapita®, ocKinbKH piBeHb €HIOTeHHHMX ECTPOT€HIiB MOMIpPHO 3HUKYEThCS HA
TAOl JIIKyBaHHA Ji€eHorectoM (auB. po3nin  «®PapMakoJOTiyHI  BJIACTUBOCTI»  MiAPO3ILN
«DapmakoIMHAMIKAY).

IHmi ctanu

3a CTaHOM TAaLi€HTOK 13 JENpeci€lo B aHaMHE3l CIiJ pPEeTeNbHO CHOCTepiraTd i NpPUIUHHUTH
3aCTOCYBaHHs IpenapaTy IpHU pO3BUTKY BUPaKEHUX IPOSIBIB Aemnpecii.

JlieHorecT 3a3BMYail HE BIUIMBAE Ha apTepiaibHUM TUCK Y HOPMOTEH3MBHHUX JKiHOK. [Ipore, sIKIIO
TpUBaJa KIIHIYHO BHpaXKEHA TiNepTeH3isl BUHUKAE IIiJ dYac 3acTOCyBaHHS IIpemapary,
PeKOMeH/yeThCsl BiIMiHUTH JikapchKuii 3aci6 Mapita® Ta mikyBaTu rineprensiio.

[Tpu peunauBi X0IECTaTUYHOI )KOBTSHHULI Ta/a00 cBepOexXy, 1110 BUHUKAJIM Y Mepio]] BariTHOCTI abo
MOTIEPETHHOTO 3aCTOCYBAaHHS CTATEBUX TOPMOHIB, 3aCTOCYBAaHHS IIpENapaTy CJIiJ| IPUITHHNTH.
JlieHorecT MOX€ MaTH HE3HAaYHWH BIUIMB Ha MNepU(epuuHy IHCYJIIHOPE3UCTEHTHICTh Ta
TOJIEPAHTHICTh J0 TMIOKO3U. JKIHKM, XBOpl Ha IyKpOBUH Jia0beT, 0coOJMBO 3 TecTalliHuM
LyKPOBUM J1a0€TOM B aHaMHe3l, MNOBHMHHI pETEIbHO OOCTEXYBAaTHCS MpPOTATOM Mepioay
3aCTOCYBaHHS JiKapchkoro 3acoby Mapita®.

IHomi MoXke po3BHBATHUCS XJI0a3Ma, OCOOJIMBO Yy KIHOK 3 XJIOa3MOIO BariTHUX B aHamHe3l. JKiHKH,
CXWJIbHI 10 BUHUKHEHHS XJI0a3MM, IMOBHHHI YHUKAaTH [ii NPAMUX COHAYHUX NPOMEHIB abo
yIbTpadioqeToBOro BUIPOMIHIOBAHHS I/ 4ac MpHUiioMy Jlikapchkoro 3aco0y Mapita®.

IMOBipHICTH T03aMaTKOBOI BariTHOCTI Y JKIHOK, SIKI BUKOPUCTOBYIOTh JUIsl KOHTpALENIIil penaparu,
10 MICTATh TUTHKU MPOTECTOTEH, € BUILOI0, HI)K Y JKIHOK, 5Ki 3acTocoBytoTh KOK. ToMy amst xiHOK
3 TI03aMaTKOBOIO BariTHICTIO B aHAMHe31 a00 MOPYIIeHHSIM (YHKIiT MaTKOBUX TPyO MUTAaHHA 00
3aCTOCYBaHHS JIiKapchKoro 3acoby Mapita® crmig BupilIyBaTH TifbKH THCNIS PETENbHOI OLIHKH
CHIBBIJIHOIIEHHSI KOPUCTh/PU3UK.

Ilig wac 3acTocyBaHHs IiKapchkoro 3acoby Mapita® Moske BMHHKATH TepcHCTeHIis (OTIKyIiB
(yacTo 3a3HavaeTbCs AK (QYHKIIOHAJIbHI KICTH $€YHMKIB). bimbmricte nux (QonikymiB €
0€3CUMIITOMHUMH, X04a JAESKl MOXKYTb CYITPOBOJIXKYBATHUCS 00JIeM Y IIISHIII Ta3a.

He BukopucToBy€eThCs y repiaTpUuHii MPaKTHUILL.

JlakTo3a

1 tabmetka mikapchkoro 3aco0y Mapita® mictute 62,81 Mr makTosm MoHorimpaTy. Y pasi
BCTaHOBJICHHSI HEMIEPEHOCUMOCTI JAESKHX IIyKpiB HEOOX1THO MPOKOHCYIBTYBATHUCS 3 JIIKapeMm, Mepii
HIK MpUAMAaTH LIed JiKapchKuil 3acio.

3acmocysannsn y nepioo eazimmocmi a6o 200y8anHs zpyoor.
Bazimuicmo
IcHyroTh OOMEXeH1 JaHl MI0JI0 3aCTOCYBAaHHS JIEHOTECTY BariTHUM KiHKam. JlociimKeHHS Ha



TBapMHAX HE BKa3yloTh Ha MpsMUNA ab0 HENpsSIMUN PU3UK PENPOAYKTUBHOI TOKCHUYHOCTI (AMB.
po31ain «PapMakoIOTIdH1 BIACTUBOCTI).

Jlikapcbkuii 3aci6 Mapita® He pekOMeHIyeThCs 3aCTOCOBYBATH BATiTHUM KiHKAM, TOMY IO HEMAe
MoTpeOu JIKyBaTH €HIOMETPI03 y Mepio 1 BariTHOCTI.

Ilepioo 2o0ysants 2pydoro

3acTocyBaHHs JiKapchkoro 3acoby Mapita® y mepion rogyBaHHS TpYHII0 He PEKOMEHIYEThCS.
HeBizomMo, 4YM TpOHMKAE JI€HOTECT y TPyAHE MOJIOKO KIiHKH. JlaHi, OTpUMaHi y mporeci
JOCHIUKeHb Ha TBapuHaX, BKa3ylOTh Ha INPOHUKHEHHs Ji€HOrecty y rIpyaHe Mosoko. Ciif
NPUAHATH PIIICHHS MPO NMPHUIMHEHHS TOJyBaHHS TPYIAI0 a00 MPUIIMHEHHS Teparii JiKapChbKUM
3aco6oM MapiTa®, BpaxoByIOUM KOPHCTb TOXYBAaHHS TPYUIIO JUI JUTHHH i HEOOXiAHICTh Teparil
JUISL SKIHKH.

DepmunbHicmo

Ha mincraBi HasBHUX JaHMX MOXKHA CTBEP/KYBAaTH, L0 IMijJ Yac JIKyBaHHS HI€HOTECTOM Y
OiTBIIOCTI IAlieHTOK iHTiOyeThcst oOBysAmis. OfHAaK Jikapchkuii 3aci6 Mapita® He €
MPOTH3AILTIAHAM 3aCO00M.

SIkmo mnoTpiOHAa KOHTpalemnuis, CliJ J0JAaTKOBO 3aCTOCOBYBAaTM HETOPMOHAIBHUI METOJ
3armo0iraHHs BariTHOCTI (IUB. po3aia «CrociO 3acToCyBaHHS Ta 1031»).

Ha mingcraBi HasiBHUX JaHUX MOXHA CTBEpPKYBATH, IO MEHCTPYalIbHMH IIMKJI TOBEPTAETHCS 10
HOPMH TMIPOTATOM 2 MICSIIIB MICJIS MPUITUHEHHS JIIKYBAaHHSI IIEHOT€CTOM.

30amuicms enaueamu Ha WEUOKICMb peakyii npu KepyeanHi agmompancnopmom ado inuumu
MexaHizmamu.

He cnocrepiranu BIUiMBY Ha 3/aTHICTh KEPYBAaTH aBTOTPAHCIIOPTOM Ta YIPABISITH MEXaHI3MaMH Y
MAIIEHTOK, SKi MPUHMaNY TpenapaTH, 10 MIiCTATh J1I€HOTECT.

Cnoci6 3acmocysannsa ma 0o3u.

Cnocib 3acmocyeannsi

Jlj1g nepopajibHOTO 3aCTOCYBaHHS.

/lozyeanns

[Tpuiimatu mo 1 TabaeTii uoaHs 6€3 mepepBy y 3aCTOCYBaHHI IIpenapary MpuOIN3HO B OJIMH 1 TOU
e Yac, 3alMBalOYd HEBEJIMKOI KUIBKICTIO piiuHHU. TabiaeTku MoKHa NmpuUiMaTH He3aJIeXKHO BiJ
BXKUBaHHS 1%KI.

Tabnerku cnif npuiiMaTH peryaspHO, HE3aNeKHO BiJl MEHCTPYaJbHOi KpoBOTeYi. SIK TIJIbKU
Ta0JIETKM 3 OJHIE] YMaKOBKM 3aKIHUWJIMCS, CIIIJ] MOYMHATH NpPUHAMATH TaOJETKU 3 HACTYIHOI
YIIaKOBKHU, HE POOJITYM NEPEPBH Y 3aCTOCYBAHHI JIIKapChKOT'0 3ac00y.

[IpuitoM mpenapaTy MOKHa pO3MOYATH y OyIb-IKUM 1€Hb MEHCTPYaJIbHOTO LIUKITY.

3acTtocyBaHHsS Oylb-SIKHX TOPMOHAJIbHHUX KOHTPALENTHBIB BapTO MPUIIMHUTU TEpe] MOYaTKOM
Tepamii JikapcekuMm 3acobom Mapita®. Skmio HeoOXimgHa KOHTpAIeNIis, CIig I0JaTKOBO
BUKOPHUCTOBYBaTH HETOPMOHAIBHUN METOJ] 3amoOiraHHsd BariTHOCTI (Hampukiaj, Oap’epHUi
METO[).

IIponyck nputiomy aikapcbkoeo 3acooy

VY BuUMNaAKy MpOMycKy HpuiloMy TaOneTKu, ONroBaHHS Ta/abo miapei (ki Majau MICLe MPOTATOM
3-4 rtoamH micna mpuiiomy TabneTku) edeKTHBHICTH Iikapchkoro 3acoby Mapita® Moxe
3MEHIIUTHCS. Y pa3i MPOMyCcKy MpUHoMy OJHI€T a00 KIIbKOX TabnaeTok 1 TaGieTKy i NpuiHSTH,
SK TUIBKM KIHKa 3rajiae mpo Iie, a HaCTYIHYy NpUHMaTh y 3BUYHUIN 9ac. AHAJIOTIYHO TabJIeTKy, 110
HE BCMOKTAJIacs yepe3 OroBaHHs abo Alapero, CITiJl 3aMIHUTH Ha 1HITY Ta0JIeTKY.

Hodamxkosa inghopmayis wo0o 3acmocysanus 6 0COOIUBUX 2PYNAX NAYIEHMIE

Iayienmu nimnvo2o 6iky

Hemae BiIMOBiIHMX MOKa3aHb IS 3aCTOCYBAHHS JiKapchKoro 3aco6y Mapita® mamientkam miei
TPYIIN.

Ileuinkoea neoocmamuicme

[Ipenapar mpoTUIIOKAa3aHWUN TMAIIEHTKAM 13 TSHKKHMH 3aXBOPIOBAaHHSMHU TI€UIHKH HUHI ab0 B
aHaMmHe3i (1uB. po3ain «IIpoTumokazanHs»).

Hupkoea neoocmamnicmeo

Hemae >xoHUX JaHUX, IO CBITYaTh MPO MOTpedy B KOPEKIil JO3M JJs MAIi€HTOK 13 HUPKOBOIO




HEJIOCTATHICTIO.

Mimu.

Jlikapcekwuii 3aci6 Mapita® He mokaszaHmif JUIS 3aCTOCYBAHHS JiTAM JI0 HACTAHHS MEHapXe.

besneky Ta eQeKTHUBHICTh 3aCTOCYBaHHS JIEHOTECTy OYyJlI0 JOCHIDKEHO Y  Tpoleci
HEKOHTPOJIbOBAHOTO JOCTIKEHHST TpoTsAroM 12 wmicsaniB y 111 mamieHTOK MiIiTKOBOTO BIKY
(12 — <18 pokiB) 3 KIIHIYHO Mi03PIOBAaHKM a00 MiATBEPKCHUM CHIOMETPiO30M (JAMB. PO3ILIH
«®DapMakoIIoriyHi BIaCTUBOCTI» Ta «OCOOIMBOCTI 3aCTOCYBAHHS).

EdexTuBHicTh AieHorecty Oyia MpoJeMOHCTPOBAaHA MPH JIIKYBaHHI €HJIOMETPiO3y, acoLiiOBaHOTO
3 Ta30BUM OosieM, y mimiTKiB (12 — 18 pokiB) i3 3araJibHUM COPHUATIUBUM Tpodinem Oe3neku Ta
MEPEHOCUMOCTI JTIKaPCHKOTO 3ac00Yy.

3acTOoCyBaHHS JIE€HOTECTY y MIJIITKIB MPOTATOM TEPIONy JIIKYBaHHS 12 MiCSIIB acoIiroBagocs 3i
3HKeHHsAM cepennboro 3HadeHHs MILKT y momepexkoBomy Bimmini xpebra nHa 1,2 %. Ilicns
npunuHenHs JikyBanas MIKT migBuryBanacs 3HOBY y IIUX ITAIlI€EHTIB.

[Mopymennss MIIKT mae oco0nmBO BaKIMBE 3HAYCHHS Yy MIUTITKOBOMY Billli Ta y PaHHHOMY
Mepioji CTAaTEBOTO JO3piBaHHSA, KPUTHYHOMY Iepioai pocTy KicTok. HeBimomo, YW 3MEHIIHUTH
MIKOBY KICTKOBY Macy Ta IiIBHIUTH PU3UK NepeIoMy KiCTOK Y JiTHhoMY Binli 3HMKeHHS MILIKT y
iM TOMmysii.

ToMy JiKapro CIij 3BaKHTH TepeBard 3acTOCYBaHHs JIKapchkoro 3acoby Mapita® Ta moxmuBsi
PU3HMKHM 3aCTOCYBaHHS JJs KOXXHOTO OKpeMoro miminitka (auB. po3aiuim «DapMakoiorivxi
BJIaCTHBOCTI» Ta «OCOOIMBOCTI 3aCTOCYBAHHS).

Ilepeoo3ysanns.

JlocImipKeHHST TOCTPOi TOKCUYHOCTI, TIPOBENICH] 3 JIEHOTECTOM, HE BKa3yBaJll Ha PU3UK PO3BHTKY
TOCTPUX MOOIYHUX PEaKIild y BUIAJKy HEHABMHCHOTO MPUAOMY KUIBKOX JOOOBUX TepaleBTHYHHX
n03. XKogaux cnenudivHuX aHTUIOTIB HE icHYye. 3acTocyBanHs 20-30 Mr ieHOrecTy Ha 100y (110 Yy
10-15 pasip Bume, HiX 1032 B TabneTmi Jikapcekkoro 3aco0y Mapita®) ymponosx 6imbiue
24 TI>KHIB IEPEHOCUIIHCS TyKe 100pe.

I06iuni peaxuii.

[Mo6iuni peakii omucano 3rigHo 3 MedDRA.

ITo6iuHi peaxiiii HaifyacTilIe pO3BUBAIOTHCS MPOTIATOM MEPIIUX MICSIIB 3aCTOCYBAHHS J1€HOTECTY 1
3HMKAIOTh Yy Mpoleci JiKyBaHHSA. MOXyTh CHOCTEpIraTucs 3MiHU XapakKTepy KpOBOTed, TaKl SK
KpOBOMa3aHHsI, HEperyJIsipHi KpoBoTedi ab0 aMmeHopes.

[ToBigomMisocss mpo HAcTynHI MOOIYHI peakiii miJ yac JiKyBaHHS JieHorectoM. [1oGiuHi peakuii,
Ipo sIKi HaiyacTille MOBIIOMIISIIOCS MMiJ] Yac JIKYBaHHS JIEHOT€CTOM, BKJIIOYAIOTh TOJIOBHUN O171b
(9,0 %), nuckomdopt y MonouHux 3ano3ax (5,4 %), npurnidenuii Hactpiii (5,1 %) ta akue (5,1 %).
Kpim Toro, jmikyBaHHS JI€HOT€CTOM BIUIMBAE HA XapaKTep MEHCTPYyaJbHUX KPOBOTEU y OUIBIIOCTI
KIHOK. XapakTep MEHCTPyalbHHX KPOBOTEY OI[IHIOBAIH CHUCTEMAaTHYHO 3 BUKOPUCTAHHSIM
IIOZICHHUKIB TMAlliEHTOK Ta aHai3yBalH 13 3acrocyBaHHAM Mmetony BOO3 mpotsrom 90-neHHOro
3BiTHOTO TIepioay. [Iporsrom mepmmx 90 mHIB Teparmii J1€HOTECTOM CIIOCTEPIraau Taki KpoBOTeUl
3a xapaktepoM (n=290; 100 %): amenopes (1,7 %), Heuacti kpoBoredi (27,2 %), 4acTi KpoBoTEUi
(13,4 %), wmeperymsapui kpoBoreui (35,2 %), tpuBami kposoreui (38,3 %), HOpMambHa
MEHCTpyalbHa KpOBOT€Ya, TOOTO Taka, sika HE HAJEKUTh IO KOMHOI 3 IMOMEpeNHIX KaTeropin
(19,7 %). TIpoTsiroM YeTBEPTOrO 3BITHOrO TMEPiOAY CHOCTEPIraiucsi HACTYMHI KPOBOTEUi 3a
xapaktepom (n=149; 100 %): ameHopes (28,2 %), Heuacti kpoBoTedi (24,2 %), yacTi KpoBoTEUi
(2,7 %), neperynspHi kposoteui (21,5 %), Tpusaini kposoredi (4,0 %), HopMaabHa MEHCTpYyalbHA
KpoBOTeYa, TOOTO Taka, siKa HE HAJIEKUTH N0 KOAHOI 3 TorepenHix kareropii (22,8 %). 3MiHu
XapakTepy MEHCTPYaJTbHUX KPOBOTEU JIMIIE 1HOMAI MOBIIOMIISUTH SIK MOOIYHI peakilli y MaIi€HTOK
(muB. TabMUIIO0 MOOIYHUX PEaKIliif).

VY Tabnuui 3a3HaveHi moOiyHi peakiii BiamoBimHO no kimacugikanii MedDRA (MedDRA SOCs),
PO SIKi MOBIIOMIISIIOCS M1/ Yac JIIKyBaHHS JIIEHOTECTOM, Ta iX 4acToTa.

VY Mexax KOXHOI Ipynu MOOIYHI peakilii 3a3HauyeHi y MOPAIKY 3MEHIICHHS YacTOTH: 4acTo
(Bim > 1/100 mo <1/10) i mewacro (Bim > 1/1000 mo <1/100). YacroTa BuU3HAYEHA Ha MiACTaBi
00’€IHAaHKUX JAHUX YOTHPHOX KIIHIYHUX AOCTiKEeHb 3 yuacTio 332 namieHtok (100 %).



[To61uni peakii, dhaza [l kaiHivHUX KocHiKkenb, N=332

Cucremu opratis
(MedDRA)

Yacto

Heuacto

3 OOKy CHCTEeMH KpOBI Ta
TiM(paTUIHOT CUCTEMH

aHeMis

Meraboizm Ta | HiABUILEHHS MacHy TLIa 3HIDKEHHS MAacH Tija, ITiJIBUILEHUN
MOPYIICHHS oOMiHy aneTuT
pPEUOBHH
3 OOKY MCUXIKH MPUTHIYCHHH HACTpi, | 3aHENOKOEHHS, Jerpecis,
MOPYIICHHS CHY, | Ja01JIbHICTh HACTPOIO
HEPBO3HICTb, 3HM)KCHHS
71161710, 3MiHH HACTPOIO
3 60Ky HEpBOBOI CHCTEMH | TOJOBHUH Oi1b, MITPEHb MOPYILEHHS BEreTaTUBHOI

peryusiii, opyueHHs yBaru

3 OOKy OprasiB 30py

CYXICTh OYei

3 OoKy oprasiB ciyxy Ta
BECTHOYJISIPHOTO anapaTy

J3BiH y ByXax

KMILKOBOT'O TPAKTY

METEOpU3M, 3AYTTS JKHUBOTA,

3 6oky cepus Hecrienu@iyHi MOpPYHIIEHHS 3 OOKY
CHUCTEMH KpOBOOOIry, IOCHIIEHE
cepreOuTTs

3 OOKy cyauH apTepiajibHa TiIOTeH3is

3 OoKy X AJTBHOT JTUCITHOE

CHCTEMH, OpPraHiB IpyIHOI

KJIITKH Ta CEPEOCTIHHS

3 60Ky IIJIYHKOBO- | HyJOTa, OUIb Yy JKUBOTI, | Alapes, 3amop, JAUCKOM(OpT y

YEepeBHIM IMOPOKHUHI, 3araJeHHs

HIIKIPHOT KIITKOBUHU

OJroBaHHS IITYHKOBO-KHUIIKOBOTO TPakKTy,
TIHTIBIT
3 Ooky WKipM  Ta | aKHe, aJomeris CyXiCTb HIKipH, rinepriapos,

CBepOIK, TIPCYTHU3M, OHIXOKJIa3id,
Jyma, JepMaTuT, OPYIIEHHS POCTY
BOJIOCCS, peakuii (OoTOUyTIUBOCTI,
3MIHH IMIrMeHTaril

3 0OKy ONOpHO-PYXOBOIi
CUCTEMH Ta CHOJYYHOI
TKaHUHU

OL1b y criuHI1

OUTh y KICTKax, M’ SI30BI CYIOMH,
Oinb y  KIHIIBKAaX, BIAYYTTS
TSDKKOCTI Y KIHITIBKaX

3 OOKy HHUpPOK Ta
CEYOBUIIIIHHOI CUCTEMU

1H(DeKII1 CeYOBUBIIHUX IUIAXIB

3 OOKy penpoAyKTHBHOI | IUCKOM(OPT Yy MOJIOYHMX | BarlHAJIbHUNA KaHIUA03, CYXICTb
CUCTEMH Ta MOJIOYHMX | 3aJ03aX, KICTa S€YHUKIB, | ByJbBU Ta IIXBH, BUAUICHHS 31
3aJ103 MIPUILIUBH, MaTKOBI/ | CTAaTEBUX OpraHiB, OUIb y IUISHII
BariHaJbHI KpOBOTEUl, Majoro Tasa, aTpod1yHMit
y T.4. KDOBOMa3aHHs BYJIbBOBATIHIT, 301TBIIICHHS
MOJIOYHHX 3aJ103, KICTO3HO-
(16po3H1 3aXBOPIOBAHHS MOJOYHHUX
3aJ103, HarpyOaHHS  MOJIOYHHUX
3aJ103
3aranpHi  po3dagM  Ta | aCTEHIYHI CTaHH, | HAOPSAK
MICIIEB1 peaKitii JIPaTIBINBICTD

Takox crmocrepiranucs Taki MOOIYHI peakiii: MepcucTeHLis (OiKyIiB, MiJBUIIECHHS AaleTUuTy,

peakIii rinepYyTIuBOCTI.

[Hmi cepiio3Hi moOiyHI peakuii crocTepiragucs MiJ 4ac 3aCTOCYBaHHS CTEPOIAHHUX CTaTeBHX




TOPMOHIB MPOTecToreHiB (aAuB. po3ail «OcoOIUBOCTI 3aCTOCYBaHHS»): BEHO3HI Ta apTepiaibHi
TpoMOOEMOOITIYHI ~ TIOPYIICHHS, apTepiajibHa TinepTeH3is, 1H(apKT Miokapaa, I1HCYIBT,
HOBOYTBOPEHHSI MOJIOUHUX 3aJ103, IMyXJMHHU NEUYiHKH, BIIUYTTS AMUCKOMGOPTY y CIHHI, XJ0azMa,
XOJIeCTaTHYHA JKOBTSIHHMIIS, OCTEONOPO3 (IUB. HIDKYE), 3MIHM TOJICPAHTHOCTI JO TIIIOKO3U abo
BIUIMB Ha MEepUQEepUUHY iHCYTIHOPE3UCTEHTHICTb.

3umxenHs MIIKT

VY mpolieci HEKOHTPOJIBOBAHOTO KIIIHIYHOTO JOCTI/DKEHHS 3 yyacTio 111 mamieHTOK MiJTiTKOBOTO
BiKy (BikoMm Bim 12 mo <18 pokiB), siki oTpuMyBaiau Tepamito gieHorectoMm, 103 marieHTKam
BuMiproBasiu MIKT. ITpubmusno y 72 % y4acHUKIB AOCHIHKEHHS CHOCTEpPIragocs 3HUKEHHS
MILKT mnonepekoBoro Bigainy xpeodrta (L2 — L4) micas 12 MicsiiB 3acTocyBaHHS (IUB. PO3ALI
«Oco0IMBOCTI 3aCTOCYBAHHS).

[ToBiAOMJICHHS PO M1JI03pIOBaH1 NO0I1YHI peakiii

[ToBimomieHHs po MOOIYHI peakuii mcis peecTpariii JKapchKOro 3aco0y Ma€e BaKJIMBE 3HAUCHHSI.
Ile mae 3MOry MpOBOJUTH MOHITOPHHT CIIBBIJHOIICHHS KOPUCTH/PU3HK TPHU 3aCTOCYBAaHHI IHOTO
JiKapchKoro 3aco0y. Meauunum Ta (papMarieBTUYHUM TpalliBHHKAM, a TaKOX TarieHTaMm abo ix
3aKOHHUM IPEACTaBHUKAM CJIiJI MOBIIOMIISATH MPO YCI BUMAAKHU ITI03PIOBAHUX MOOIYHUX PEaKIlin
Ta BiJICYTHOCTI €(eKTHUBHOCTI JIIKAPCHKOTO 3ac00y uepe3 ABTOMATH30BaHy iH(POpPMAIiifHY CHCTEMY
3 (hapmakoHarIsay 3a nocuinandsam: https://aisf.dec.gov.ua.

Tepmin npuoamnocmi. 3 poxu.
He 3actocoByBatu npemnapar micis 3aKiH4eHHS! TePMiHY MPUIATHOCTI, BKA3aHOTO HA yIaKOBII.

YMoBu 30epiranns. 30epiratu B OpUriHaJIBHIHN YITaKOBII AJISt 3aXHUCTY BiJl CBITIIA.
30epiraTtu y HEAOCTYIHOMY JUISI IITEH MicCIIi.

Ynaxoska. [lo 28 Tabnetok y 6mictepi; mo 1 6micTepy y nmadiii.

Kareropis Biagnmycky. 3a peuentom.

Bupoounuk. Cinnea ®apma, C.JI./Cyndea Pharma, S.L.

Micue3Haxoa:KeHHs1 BUPOOHMKA Ta aJipeca MicIA NPOBA/>KEHHS HOro il IbHOCTI.
[Ipomucinosa 3ona Emimiano Pesinbs Canc, ABenina ne Arpena, 31, 42110, Onssera (Copis),
Icmanist/ Poligono Industrial Emiliano Revilla Sanz, Avda. de Agreda, 31, Olvega, 42110 (Soria),
Spain.

3asBHuk. AT «®Papmax».

Micue3naxoa:keHHs 3aaBHUKA. Ykpaina, 04080, m. Kuis, Byn. Kupuiisceka, 63.

JlaTa octannboro neperasay. 15.07.2026


https://aisf.dec.gov.ua/

