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IHCTPYKIIA
JJISE MEIUYHOT0 3aCTOCYBAHHS JIKAPChKOI0 3ac00y

MAPITA®
(MARITA)

Cknao.

diroua peyosura: MEHOTECT MIKpOHI30BaHUH,

1 TabGnerka MICTUTB AI€EHOTECTY MIKPOHI30BaHOTO 2 MT;

O00NnOMIdICHI ~ peyosuHu: JaKTo3a, MoHoriapaT; mnoBimoH K 30; kpoxmanb KyKypya3sHUi
MpeXeNaTHHI30BaHUH; IIeNI0I03a MIKPOKPUCTAIiYHA; KPOCIOBIIOH (TUI A); KpEeMHII0 ITiOKCH[
KOJIOTTHHMI O€3BOHMIT; MarHito cTeapar.

Jlikapcbka gopma. TabneTku.
Ocnosni @izuxo-ximiuni eracmusocmi: XKpyrii TabJIeTKH OUIOT0 a0o 3J7IerKa )KOBTYBATOTO KOJILOPY
3 TUCHEHHM «D2» 3 oHOTO 00Ky Ta 0€3 THCHEHHS 3 Ipyroro OOKy.

dapmakoTepaneBTHYHA rpyna. [ OpMOHHM cTaTeBUX 3a03 Ta MpenapaTH, SKi 3aCTOCOBYIOTh IPU
natosorii crareBux oprasis. [Iporectorenn. Kon ATX G03D BO8.

Dapmakonoziuni e1acmusocmi.

Dapmakoounamika.

JlieHorecT — TMOX1JAHE HOPTECTOCTEPOHY 0€3 aHAPOTeHHOI Ta 3 IEBHOI0 AaHTUAHAPOTEHHOIO
aKTHBHICTIO, 110 CTaHOBUTh NPUOIU3HO OJHY TPETUHY AKTUBHOCTI LUIPOTEPOHY aleTary.
JlieHorecT 3B’SA3YETHCS 3 PpELENTOpaMU MPOrecTepoHy y Marui Tuibku 3 10 % BigHOCHOIO
aginnicTio. He3Baxkaroun Ha HU3bKY a(iHHICTH J0 PELENTOPiB MPOreCTEpPOHY, AIEHOTECT BUSBIISE
CHJIbHUIM TpOrecTOreHHuit edekT IN Vivo. JlieHorecT He TMPOSBISE 3HAYHY aHIPOTCHHY,
MiHEPAIOKOPTHKOIIHY 200 ITIOKOKOPTHKOIIHY aKTHBHICTB N ViVO.

JlieHorecT BIUIMBAa€E Ha €HAOMETPIO3, 3MEHIIYIOUM €HJIOT€HHY MPOJYKIII0 eCTPaaiony 1 TaKkuM
YMHOM TNPUTHIYYIOYH TpOo(idHi ePeKTH ecTpaaiosly Ha eyTOMIUHUIM Ta eKTONMIYHHHA EeHJIOMETpIM.
[Ipun OGe3nepepBHOMY 3aCTOCYBaHHI JIEHOTECT MPHU3BOAMTH JO CTBOPEHHS TiMOECTPOr€HHOTO,
rineprecTareHHOro €HJOKPUHHOIO CEepelOBHUINA, IO CIPUYMHSE IOYATKOBY JACLUIyali3aliio
TKaHWHU €HJOMETPIs 3 MOJAJIBIIOI0 aTpOo(IEr0 €HIOMETPIOTAHUX BOTHUIII.

JlaHi 111010 eeKTUBHOCTI

IlepeBara nieHorecTy MOpPIBHAHO 3 IIanebo Oyia MPOJEMOHCTPOBAHA y MPOIECI TPUMICIYHOTO
JOCII/DKEHHS 3 ydacTio 198 marieHToK 3 eHaoMeTpio3oM. bink y misHIN Ta3za, MOB’sS3aHUMN 3
€HJIOMETP1030M, BHMIPIOBAIM 3a JOMOMOIOI0 Bi3yanbHOi aHaioroBoi mkamu (0-100 mm). Yepes
3 wMicsaul Tepamii jAieHorectoM Oyfia BHU3HA4€HAa CTAaTHCTUYHO 3HAyylla PI3HULS TOPIBHSHO 3
mwiae6o (A = 12,3 mm; 95 % AL 6,4 — 18,1; p<0,0001) Ta kiiHIYHO 3HAUYIIE 3MEHIIEHHS OO0
MOPIBHSIHO 3 MOYAaTKOBUM pPiBHEM (cepeHe 3MeHIIeHHs = 27,4 MM + 22.9).

UYepe3 3 wmicsmi JiKyBaHHS 3MEHIICHHS OOJI0 y JUISHII Majioro Tas3a, 10 OyB IOB’S3aHUM 3
engomerpiozoM, Ha 50 % abo Oinmpmie Oymno nmocsarHyto y 37,3 % marieHToK, sIKi OTpUMYBAIH
nierorect (rotame6o: 19,8 %) 6e3 BiAMOBIAHOTO 301IBIICHHS 03U CYIMYyTHHOTO 3HEOOIIOBATILHOTO
3aco0y; 3MEHIIeHHsT 000 y AUISTHIII MaJIoro Ta3a, MOB’S3aHOTO 3 €HJAoOMeTpio3oM, Ha 75 % abo
Oinpmie (Takok 0Oe3 BIAMOBIAHOTO 3OLUTBIIEHHS 03U CYINYTHBOTO 3HEOONIOBAIBHOTO) Oyio




nocarHyTo y 18,6 % marieHToK, sKi oTpuMyBaiu JaieHorect (miamnebo: 7,3 %).

Biakpute mpoaoBKEHHS 1BOTO TUIAE00-KOHTPOIHLOBAHOTO JOCIIKEHHS TMOKa3aio Oe3nepepBHE
3MCHILICHHS TIOB’S3aHOTO 3 CHIOMETPio30M OO0 B TUISIHIN Ta3a MpH JIKyBaHHI TPUBATICTIO IO
15 micamis.

Pesynmprat = 1mane0o-KOHTPONBOBAHMX — JOCHIDKEHb  MIATBEP/DKYBAIUCS  pe3ylbTaTaMu,
OTPUMAHUMH Y MPOIECI MIECTUMICIYHOIO aKTUBHO KOHTPOJIBOBAHOTO JOCIIIKEHHS MOPIBHAHO 3
aroHiCTOM T'OHAIOTPOIIH-PUITI3UHT TOPMOHY 3 Y4acTIO 252 Nali€HTOK 3 €HJI0METPIO30M.

Tpu nocmimpkeHHs 3 ydacTio 252 TAIl€HTOK, SKi OTPUMYBAJIM JIEHOTECT MO 2 Mr Ha 100y,
MIPOAEMOHCTPYBAIN ICTOTHE 3HWKEHHS €HIOMETPIOiTHUX YpaXeHb Yepe3 6 MICsIIiB JIiKyBaHHS.

VY mporieci HEBEIIMKOTO JOCTIHKeHHS (n=8 Ha rpyIy J03yBaHHsS) 3aCTOCYBaHHS JI€HOTECTY Yy 7031
1 mr Ha 100y BUSIBMIIO BiJICYTHICTh OBYIIALIi uepe3 | micsup Tepamii. JlieHorecT HE TOCTIIKYBaIu
11010 KOHTPAIIENTUBHOI €()EKTUBHOCTI y OIBIIMX JOCIIKEHHSX.

[Jani mozno 6e3neku

PiBeHb €HJIOTEHHOT0 eCTPOreHy TUIBKH MTOMIPHO MPUTHIYYETHCS I1]] 9ac JIKYBaHHS JI€EHOTECTOM.

VY nmaHuii yac pe3ysibTaTd JOBTOCTPOKOBUX JOCIHIIKEHb MiHEpaabHOI miabHOCTI KicTok (MILK) i
PU3HKY TMEpeNioMiB y MAI[i€HTOK, sIKI 3aCTOCOBYIOTH Ji€HOrecT, jaoTenep HemoctymHi. MIIK
omiHOBaIH y 21 AOpOCIOi MAIiEHTKH O Ta Micias 6 MICAIIB JIIKYBaHHS JI€HOT€CTOM. 3HIDKEHHS
cepennboro nokaznuka MIIK Buseieno e Oyno. YV 29 namieHToK, siKi OTpUMYBAIX JEHIPOpENiHy
arerar, cepene 3HrkeHHs 4,04 % + 4,84 Oyno Big3Ha4yeHO 3a TOM ke mepiof (A Mik rpynamu =
4,29 %, 95 % AI: 1,93-6,66, p <0,0003).

He cmocrepiranocsi 3Ha4HOro BIUIMBY Ha CTaHAApTHI J1a0OpaTOpHI MOKA3HUKH, Y TOMY YHCII Ha
pe3yabTaT aHallizy KpoBi, 010XiMIYHOTO aHaJi3y KpOBi, piBeHb MEYiHKOBUX (PEPMEHTIB, PiBEHb
mimiais i HOAIC, mix gac jgikyBaHHS Ji€HOrecTOM yIpoaoBxk 15 micsiis (n=168).

Jani mo/10 6e3meku Julsl miUITKIB

besneky nienorecty moao MILK 6ymno mgocmimkeHo y mporeci HEeKOHTPOIbOBAHOTO JOCIIIKEHHS
npoTsiroMm 12 micsmiB 3a yvacti 111 mamieHToK miuniTkoBOTO BiKy (BikoM Bix 12 mo <18 pokiB) 3
KJIIHIYHO MMiI03pI0BaHUM a00 MiaTBepKeHUM eHpomerpio3om. CepenHs BimHocHa 3miHa MIIK
norepekoBoro Biaainy xpeora (L2 — L4) Bix BuxigHux moka3HukiB y 103 marieHToK 10 3aKiHYeHHS
mikyBaHHs cTaHoBwia —1,2 %. [loBTopHe BuMIpIOBaHHSA dYepe3 6 MICALIB Michas 3aKiHYEHHS
JiKyBaHHA y cyOrpyti 3i 3HmxkeHnMu 3HadeHHsMu MILK nokasano nigsumenns MILK no —0,6 %.

JlaHi TOKTIHIYHUX JOCHIKEHb 3 0e3MeKu

JlaH1 MOKIIIHIYHUX JOCTIIKEHh HE BKAa3yIOTh Ha ICHYBaHHS OCOOJIMBOTO PU3HUKY IS JIFOJUHU Ha
MiJCTaBl CTAaHAAPTHUX JOCIHIHPKEHb TOKCUYHOCTI NMPH 6araropazoBoMy MpPHIHOMi, TeHOTOKCHYHOCTI,
KaHIIEpOTeHHOI JIi Ta TOKCMYHOIO BIUIMBY Ha penpoAykTuBHY ¢yHkuito. IIpore cuig Opatu 10
yBaru, M0 CTaTe€Bl CTEPOINM MOXYTh CIPUYHHITH PICT MEBHUX TOPMOHO3AJEKHUX TKAHUH Ta
MyXJIVH.

Dapmakokinemuxa.

BcMokTyBaHHSA

[licns mepopanbHOro MPHUIOMY JI€HOTeCT IIBUJAKO 1 IMOBHICTIO BCMOKTYEThCS. MakcuMaibHa
KOHLEHTpallid y CHpPOBATLl KPOB1 JOCATAETbCS YNPOJIOBXK 1,5 ToAMHM WICIsT OJHOPA30BOIO
MepPOPaALHOTO MPUIHOMY 1 CTaHOBUTH 47 HI/MI. BiogoCTymHICTh Ai€HOTECTY CTAaHOBUTH MPUOIU3HO
91 %. ®apmakoKiHETHKA AI€EHOTECTY 3aJIS)KUTH Bifl TO3H B Jiarma3oHi 103 1-8 mr.

Posnonin

JlieHorecT 3B’SI3Y€THCS 31 CHPOBATKOBUM aTbOyMIHOM Ta HE 3B’ A3Y€ETHCS 13 TI00YIIHOM, IO 3B’ S3Yy€
crareBi crepoinu (I'3CC), abo rnobymiHoM, 1mo 3B’s3ye koprtukoinu (I'3K). Jlume 10 % Bin
3arajbHOI KOHIIEHTpAllii AIEHOTeCTy B CUPOBATIl KPOBI 3HAXOAATHCS y BUTIIAI BUIBHOTO CTEPOiy,
a 90 % — necneuudiuHo 3B’s3aHI 3 anpOyMiHoM. OueBUAHHMI 00’€M pO3MONLTY AIEHOTECTY
cTtaHoBUTH 40 1.

Metabomnizm

JlieHOTeCT MOBHICTIO METAa0OI3y€eThCs BIIOMUMHU IIJISIXaMU METabo0Ii3My CTEPOidiB 3 YTBOPEHHSAM
MEPEeBaXHO E€HIOKPUHOJIOTTYHO HEaKTMBHHMX MeTaboumitiB. Ha migcraBi mocmimkeds in Vitro ta
in vivo CYP3A4 — ronoBHuii hepMeHT, 3aIydeHnii y MeTaboui3M aieHorecty. Lli metabomiT myxke
IIBUAKO BHUBOJATHCS 3 IJIa3MU KPOBI y TakWi crocid, M0 AOMIHYIHOYMM METa0oJITOM Y Iuia3Mi




KPOBI € JIiEHOTeCT y HE3MIHEHOMY BUTJISIL.

[IBUAKICTH KJIIPEHCY 31 CHPOBATKH KPOB1 CTAHOBHUTH 64 MII/XB.

Busenenns

PiBeHb nmieHorecTy B CHpOBATIIl KPOBI 3HMKYETHCSA NBO(A3HO 3 MEPiOJAOM HAIIBBUBEIACHHS, IO
cranoBuTh 9-10 romwmn. JlieHorecT BUBOAUTHCA y ¢opMi MeTaOOIITIB i3 CEUYCI0 Ta KajaoM Yy
cniBBigHOMmIEHHI mpubnm3Ho 3:1 micis mepopanbHoro mnpuiiomy y no3i 0,1 wmr/kr. Ilepion
HaIiBBUBEICHHS METAa0OIITIB 31 ceYer0 CTaHOBUTH Npubau3Ho 14 roguu. [licns mepopanibHOTO
npuiiomy 86 % BBeIEHOI 03U BUBOJUTHCSA 3 OpPraHi3My y Mexax 6 JHIB, OijbIlla YyacTHHA ITi€i
KUTBKOCTI BUBOJIUTHCS Y Mepiili 24 TOJMHU, TOJIOBHUM YHHOM 13 CEYeIO.

CraH piBHOBaru

dapmakokinetuka JnieHorecty He 3anexutb Bifg piBHs [3CC. Ilpum mopeHHomy mnpuiiomi
KOHIICHTpAIlisl PEYOBHHH y CHPOBATII KPOBi 3pocTae B 1,24 paza, 1ocsraroui piBHOBOXKHOTO CTaHY
yepe3 4 nHi 3acrocyBanHs. DapMaKOKiHETHKA JI€HOTECTY IMICIs MOBTOPHOTO 3aCTOCYBAHHS MOXKE
OyTu nepeadadeHa Ha MiACTaBl JaHUX 1100 (papMaKOKIHETUKH OJIHI€T T03H.

dapMakOKiHETHKA B OCOOIMBUX IPYITaX NAIIEHTIB

VY marieHTiB 13 NOPYIIEHHAMH QYHKIIT HUPOK (hapMaKOKIHETUKY JIEHOTeCTY HE BUBYAIIH.

VY mani€eHTiB i3 mopymeHHsIMH (QYHKIIT e9iHKu (papMaKOKiHETHKY JIEHOTECTY HE BUBYAIIH.

Kuiniuni xapakrepucTuku.
Ilokazannus.
JlikyBaHHS €HIOMETPIO03Yy.

Ilpomunokazanns.

Ipenapar Mapita® He ciifi 3aCTOCOBYBaTH y pa3i HasBHOCTI OyIb-AKOrO i3 HIKUE3a3HAUYEHMX
cTaHiB abo 3axBoproBaHb. Ll iHpopmaIriss 9acCTKOBO OTpHMaHa Ha MiACTaBi 3aCTOCYBAaHHS 1HIIAX
MpenaparTiB, U0 MICTITh TUIBKH MporecToreH. ko Oyab-akuil i3 1uX craHiB abo 3aXBOPIOBaHb
BHUHUKAE BIIEPIIE ITi] 9ac 3aCTOCYBAHHS JI€HOTECTY, IPUHOM Mperapary CIiJl HeTaitHO PUITHHUTH.
e Benosna Tpom0oemOo0IIisi B aKTUBHIN (opMi.

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

e IlykpoBuii giaGeT 3 ypaXeHHSM CYAMH.

e TspKKI 3aXBOPIOBaHHS MEUYiHKM HUHI a00 X HAsABHICTb B aHaMHe3l, OKM MOKAa3HUKU (QYHKIIT
MIEYiHKH HE MMOBEPHYTHCS 10 HOPMHU.

e [lyxnuHu nevyiHKKA HUHI a00 B aHaMHe31 (I0OposKiCHI 200 37TOSKICHI).

e Binomi abo mio3proBaHi 3JI05KICHI TyXJIMHH, 3aJI€XKH] B/l CTATEBUX TOPMOHIB.

e BarinanbHa KpoBOTeua He3 ICOBAHOT €TI0JIOTIi.

[TinBuIIeHa YyTAUBICTH 0 A1I0YO0T peYOBUHU 200 710 Oy/Ab-sKOTO 3 KOMIIOHEHTIB IIpernapary.

B3aecmooia 3 inwumu nikapcokumu 3acooamu ma iHuii 6UOU 63aEMO0iil.

[TpumiTka: A7 BUSBICHHS MOXIMBHUX B3a€MOJINA CIiJ O3HAWMOMUTHCS 3 I1HCTPYKIISIMHU JUIS
MEIMYHOTO 3aCTOCYBaHHS JIIKAPChKHUX 3aC001B, 110 3aCTOCOBYIOTHCS CYMYTHBO.

Bnnue inwux npenapamie na dicHozecm

[TporecTorenun, BKIFOYAOUHN JIEHOTECT, META0O0I3YIOTHCS TOJIOBHIM YHHOM CHCTEMOIO ITUTOXPOMY
P450 3A4 (CYP3A4), mo po3ramoBaHa y CJIM30Bid OOOJOHII KUIIEYHHUKY Ta B mediHii. Tomy
igmykTopr  abo inribitopy CYP3A4 MOXyTh BIDIMBAaTH Ha METaOONi3M MPOTECTOTCHY.
301IbIIEHHS] KJIIPEHCY CTaTeBUX TOPMOHIB 4Yepe3 IHAYKIiI0 (EpMEHTIB MOXKE 3MEHIIUTH
TepaneBTHuHUiA eekT mpemapary Mapita® i mpussectu 10 HeGakaHUX e(eKTiB, HANPUKIAML JO
3MiH XapaKkTepy MEHCTPYalIbHOI KPOBOTEUI.

3MEeHILIeHHSI KJIIPEHCY CTAaTeBUX TOPMOHIB 4Yepe3 MpUTHIUYEHHS (EepPMEHTY MOXke 3O0UIbIIMTU
TepaneBTHYHUI epekT npenapaTy Mapita® i Ipu3BeCTH 10 PO3BUTKY HOOIYHUX PEAKIIii.

- Jlo pedoBWH, IO MiJBHUIIYIOTh KIIPEHC CTaT€BUX T'OPMOHIB (3HMKEHHA €(EKTUBHOCTI
IUIAXOM 1HIYKYBaHHSI (pepMEHTIB), HANPHUKJIaA, BITHOCAThCA: (eHiToiH, 0apOiTypaTu, MPUMIIOH,



kapOamazenid, pudammiluH, a TaKoXK, MOXIWBO, OKCkapOasemiH, Tomipamat, (empdamar,
rpu3eodyIbBiH Ta JiKapCchKi 3aco0w, 110 MicTATh 3Bipoo6ii (Hypericum perforatum).

[Haykiis GepMeHTIB MOKE CIIOCTEpIiraTUCs Micis MEKUTbKOX THIB Teparmii. MakcuManbHa 1HTyKITis
(hepMEHTIB 3arajioM BUSBIBIETHCS Yepe3 NCKIIbKI THXKHIB.

[anykist pepMeHTiB MOXKe TpUBATH A0 4 THIXKHIB MiCIs IPUITMHEHHS Tepartii.

Brume imgyktopa CYP 3A4  pudamminuuay AOoCHiIKyBaBCS Yy 3J0pPOBHUX JKIHOK Yy
MOCTKJIIMakTepuyHoMy Tmepioni. OmHOYacHe 3acTocyBaHHS pHPAMIIIUHY 3 TabJIETOBAHOIO
dbopmoro ecTpamiony Bajepary/mi€HOTecTy TMPHU3BEIO 0 3HAYHOTO 3HIDKCHHS PIBHOBAXKHOI
KOHIICHTpALlli Ta CHCTEMHOTO BIUIMBY JI€HOTECTY Ta ecTpaaiony. CHCTeMHUHN BIUIMB AI€HOTECTY Ta
€CTpajiony y piBHOBaXHOMY cTaHi, Bumipsuuid 3a AUC (0 — 24 ronunn), 3MeHmuBcs Ha 83 % Tta
44 % BIIIOBITHO.

— Pe4yoBuHM 3 pi3HUM BIUTUBOM Ha KIIIPEHC CTaTEBUX TOPMOHIB.

OpnHoyacHe 3acTOCYBaHHS 31 CTATEBUMHM TOPMOHAMHU BEJIMKOI KiIBKOCTI KOMOiHAIii 1HTi0ITOPIiB
BlI-npoTreasn Ta HEHYKJICO3WAHUX IHTIOITOPIB 3BOPOTHOI TPAHCKPUIITA3W y TOEAHAHHI 3
KOoMOiHaIisIMH 1HT101TOPIB Bipycy rematuty C Moxe 301IbIIUTH a00 3MEHIIIUTH PIBEHb TPOTECTUHY
B Tu1a3Mi KpoBi. CyKyITHUH BIUTUB WX 3MiH MOKe OyTH KIIIHIYHO 3HAYYIIUM Yy ACSIKHX BUITAIKAX.

- PevoBuHM, 10 3HWKYIOTH KIIIPEHC CTaTEBUX TOPMOHIB (1HT10iTOpH (hepMEHTIB).

Hienorect € cyoctparom muroxpomy P450 (CYP) 3A4.

Kniniuna 3Ha4ymicTe MOTEHIIHHUX B3aeMonid 3 iHTiIOiTOpamMM (EPMEHTIB  3AIUIIAETHCS
HEBIIOMOIO.

OnnouacHe 3acrocyBaHHs cwibHuX iHTIOITOpiB CYP3A4 wMoxe 30i1pIIyBaTH —IUIa3MOBI
KOHIIEHTpAIllii JIEHOTeCTy.

OpHowacHe 3acTocyBaHHs 13 cuiabHUM iHTIOITOpoM depmenty CYP3A4 keTokoHA30JI0M
npu3BoaAWIIO 10 TiaBuineHHs y 2,9 paza AUC (0 — 24 roauHu) aieHOrecTy Y piBHOBOKHOMY CTaHi.
OnHOUYacHE 3aCTOCYBaHHS 3 MIOMIPHUM 1HTIOITOPOM €PUTPOMIITMHOM HPU3BOAMIIO A0 MiABHIICHHS Y
1,6 paza AUC (0 — 24 roauHK) 1i€EHOTECTY Y PIBHOBAKHOMY CTaHi.

Bnaue oienocecmy na inwi nixapcoki 3acobu

3a pe3yabTaTaMd JOCIIKCHb 1HTIOyBaHHS IN VItro, KTiHIYHO 3HAYyIa B3AEMOIIS TIEHOTECTY 3
IHIIAMH TIpenaparaMu, MeTaboi3M SKHX OMOCEePEIKOBYEThCs (hepMeHTamu mutoxpomy P450, e
MaJoHMOBIPHOIO.

B3zaemoois 3 xapuosumu npooykmamu

BoxuBaHHS 11 3 BUCOKUM BMICTOM XHPIiB HE BIJIMBAJIO HA 01010CTYIHICTb J1€HOTECTY.
Jlabopamopni mecmu

[Tpuitom mporecToreHiB Moke BIUIMHYTH Ha PE3YJIbTaTH JESIKUX JIAOOpaTOPHUX aHali3iB, 30KpeMa
Ha O10XIMIYHI MapaMeTpy MEUYlHKH, IUTOBUAHOI 3aJ1031, (QYHKIIIT HUPOK Ta HaJHUPKOBHUX 3aJI03,
piBeHb OunKiB (HOCIIB) y muasMi kpoBi (Hampukian, ['3K Ta ¢pakuii minmigiB/minonporeinis),
napaMeTpu MeTadoii3My BYIJIEBOIB Ta MOKA3HUKU Koaryysmii Ta ¢iOpuHoi3y. 3MiHU 3a3BUYail
3aJIMIIAIOTHCS Y MeXax J1JabopaToOpHOi HOPMH.

Ocoonueocmi 3acmocyganns.

3acmepesicenns.

Ockinekn Mapita® — mpemapaT, IO MIiCTUTh TibKM IIPOT€CTOreH, BBAXKAETHCA, 1O OCOOJIMBI
3aCTepe)XEeHHsI Ta 3aX0Au Oe3IMeKu IOJ0 3aCTOCYBAaHHS IMPOreCTUHOBMICHHUX IpernapariB TaKoX
CTOCYIOThCSl JIEHOTE€CTY, XO4a HE BCl 3acTEpeXeHHS Ta 3amoODKHI 3aXOAM TPYHTYIOThCS Ha
BIJIMIOBITHUX Pe3yJIbTaTax KIIHIYHUX JOCIiIKEHb caMe LbOTOo Mpernapary.

[Ipu noripuieHHi abo mepHIoMy BHHUKHEHHI OyAb-sIKOTO 13 3a3HAYEHUX HUXK4Ye CTaHiB/(akTopiB
PU3UKY B IHAMBIIyaJbHOMY TMOpPSAAKY Ma€ OYTH TpOBENEHUH aHaii3 CHiBBIJHOIICHHS
PU3HK/KOPHCTH Mepe/ II0YaTKoM abo IPoI0BKEHHAM 3aCTOCYBaHHs Tpenapary Mapita®.

TspKki MaTKOBI KpOBOTEYI

MaTtkoBa KpoBOT€Ua, HAIPUKIAJ Yy KIHOK 3 aJ€HOMIO30M MaTKH abo JIeHOMIOMOIO MAaTKH, MOXeE
NOCUTIOBATHCA TpPU 3acToCyBaHHI mpemapary Mapita®. SIkmo kpoBoTeua BUpakeHa 1 He
MPUNTUHSAETHCS TIPOTITOM TPHUBAJIOTO Yacy, BOHA MOXE MPHU3BECTH 110 aHeMil (y JeSIKHX BUIAIKaX
TSDKKOI). Y TakoMy pasi MOTpiOHO pO3TIISHYTH MUTaHHS PO MPUIIMHEHHS PUoMYy Mpenapary.




3MiHa XapakTepy KpoBOTeYi

JlikyBaHHSI JTIEHOTECTOM BIUIMBAE HA XapaKTep MEHCTPYAIbHOI KPOBOTEUl Y OUTBIIOCTI XKiHOK (IIUB.
po3ain «I1o6i4HiI peakiriin).

[opy1ieHHs KpoBOOOIry

Ha mincraBi pe3ynbTariB €miIeMiONIOTIYHUX JIOCHIIKCHh BUSBICHO HEBEIHMKY KUIBKICTh JTaHHUX
11010 ICHYBaHHS 3B’SI3Ky MK 3aCTOCYBAaHHSIM TIPEIapaTiB, M0 MICTATh TUIBKHA IMPOTECTOTEH, 1
MiABUILEHHSIM PU3MKY PO3BHUTKY iH(apKkTy Miokapna abo mepeOpanbHOi TpomOoemOomii. Pusuk
KapJlIOBacKyJSIpHUX 1 IepeOpaibHUX SBUI IIBHUJIIE IIOB’S3aHUN 3 BIKOM, apTepiaJbHOIO
rinepreH3i€lo i mamiHHAM. Y JKIHOK 3 TINEPTEH31€l0 PU3UK PO3BUTKY IHCYIBTY MOXKE JCIIO
301JIBIITYBATHUCS TIPH 3aCTOCYBaHHI IIPEMapariB, 10 MICTATh TUILKH MPOTECTOICH.

Jleski JOCHIJDKEHHS CBiA4YaTh PO ICHYBAaHHS IIE€BHOTO, NPOTE€ HE CTATUCTHYHO 3HAYYIIOTO
30UIBIICHHS PU3UKY PO3BUTKY BEHO3HOI TpOoMO0emMOoii (TpoMO03 TIIMOOKHUX BEH, TPOMOOEMOOJTis
JIeTEHeBOi apTepii), MOB’A3aHOTO 13 3aCTOCYBAHHSAM IpenapaTiB, 10 MICTATh TUIBKHA MPOTECTOTEH.
3aranbHO BU3HAaHI ()aKTOPH, 110 MiABUITYIOTh PU3HK BUHUKHEHHS BeHO3HOI TpomOoembomii (BTE),
BKJIIOYAIOTh: 0coOucTHi abo cimelHuil aHamue3 (Hanpukiana, sunagkda BTE y OpatiB um cecrep
abo 0aTbKiB y BIJHOCHO MOJIOJOMY BiIli); BIK; OKMpPIHHS, TpHBaJa iMMOOLTi3allif, paguKaIbHI
Xipypriudi BTpy4yaHHs a00 TpaBMU. Y BHIIAJKy TpHBaJIOi iMMOOLTI3aii pPEKOMEHIYEThCS
NPUIMHUTH 3aCTOCYBaHHsA HpenapaTy Mapita® (IpH MIaHOBUX omNepalisX MoHaiiMeHine 3a 4
THKHI /10 ii POBENCHHS) 1 HE TOYMHATH 3HOBY MOTO MPHUIOM paHille HiK 4yepe3 2 THXKHI Micis
MOBHOI peabimiTarii.

HeoOxigHo OpaTu 0 yBaru MiABHINEHHS PHU3UKY PO3BUTKY TPOMOOEMOOIi y MiCISAMOIOrOBOMY
nepioi.

VY pasi BUHUKHEHHS CHMOTOMIB BEHO3HHX Ta apTepiajibHUX TPOMOOTHYHHX 3aXBOPIOBaHb 200
M1JJ03pY HA HUX JIIKYBaHHS CIiJ IPUIUHUTH.

[yxnauHu

Merta-ananiz 54 emifeMioNoOriyHUX AOCITIKEHb BKa3ye Ha HE3HAUHE IIiBUILEHHS Bi1JIHOCHOTO
pusuky (BP=1,24) po3BUTKY paKy MOJOYHOI 3aJI03d Y JKIHOK, SKi 3aCTOCOBYIOTH OpalibHI
koHTpanentuBu (OK), roJJOBHUM YMHOM Ti, 11O MICTATh ecTporeH-mporectored. Llei niaBuieHui
PHU3UK MOCTYNOBO 3HUKAE MPOTAroM 10 pokiB micis 3aKiHYEHHS NPUHOMY KOMOIHOBAaHUX OPaJIbHUX
konTpanentusiB (KOK). OckiibKku pak MOJIOYHOT 3271031 Y )KIHOK BiKOM 10 40 POKiB 3yCTpi4a€eThesl
piako, 301IbIIEHHS KUIBKOCTI BUNAJKIB J1arHOCTUKH paKy MOJIOYHOI 3aJ03M Yy JKIHOK, SKi
3aCTOCOBYIOTH 200 HemloJaBHO 3acTocoByBainu KOK, € He3HAUHMM 1110710 3arajibHOT'O PU3UKY PaKy
MOJIOYHOI 3aJI03U. ICHye OJIHAaKOBHUN PHU3MK BHSBIEHHS pPaKy MOJOYHOI 3aJl03M Yy KIHOK, fKl
npuiiMany npemnapaTtH, 1o MICTATh TuUlbkH nporectoreH, abo KOK. Onnak iHdopmaris, o
CTOCYEThCSI TIpenapariB, SKIi MICTATh TUIBKH TPOTeCTOreH, Oa3yeTbcsi Ha Habarato MEHIIi
KUTBKOCTI KIHOK, SIKI IX 3aCTOCOBYIOTb, TOMY BOHa € MEHII MEPEeKOHJIMBOIO, HIXK [aHi, M0
crocytotbesi KOK. Pesynbrat 1mux IOCHiDKEHb HE HaJalOTh JOKa3iB ICHYBaHHS HPUYMHHOTO
B3a€MO3B’s13Ky. IliIBUILIEHHS pU3MKY MOXe OyTH 3yMOBJIEHE SIK OUIbII PaHHBOIO I1arHOCTHKOIO
paKky MOJIOYHO 3aJI03H Y KIHOK, siKi 3acTocoBYIOTh OK, Tak 1 610JIOT1YHOIO JII€I0 IUX MPErnaparis,
a0o0 moegHaHHAM 000X (pakTOpiB. Bif3HaueHO TEHAEHIIIO, 10 paK MOJIOYHOI 3aJI03U, BUSBJICHUHN Y
KIHOK, SIKI Konu-HeOyap npuitmanu OK, KIHIYHO MEHII BUPaXEHUH, HI)K Y THUX, XTO HIKOJH HE
npuiimas OK.

VY MOOJMHOKHX BHUIMAJKaX Y KIHOK, SIKi 3aCTOCOBYBAJIM TOPMOHAJIbHI PEUOBHHM, TIOIOHI 70 Ti€l, 1110
MicTuTh mpenapar Mapita®, crocrepiranucs n00pOsKicHI, a L€ piaule — 3I0SKiCHI MyXJIUMHH
MEYiHKH, SKI B OKPEMHUX BUMAJKaX MPU3BOAUIHN O HEOE3NMEYHOI AJIS JKUTTS BHYTPIIIHbOUYEPEBHOT
KpoBoTeul. Y BUNAJAKy BUHUKHEHHS CKapr Ha CUJIbHUM O1b B emiracTpaibHii IIISHIN, 30UIbIIEHHS
MeYiHKU a0 MOSBM O3HAK BHYTPILIIHHOYEPEBHOI KPOBOTEUl MpU AUDepeHLidHIi 11arHOCTULIl CITiJ
BpaxOBYBaTH MOXJIMBICTh HAsBHOCTI MYyXJMHU NEYIHKU Yy JKIHOK, SKI NPUHMAalOTh Mpemnapar
Mapira®.

Ocreonopos

3MiHM MiHEpaIbHOI MITEHOCTI KicTKOBOI TkaHuHU (MILIKT).

3actocyBaHHs JieHorecty mijmiTkam (12 — 18 pokiB) mpoTsrom mepioay JiKyBaHHsS 12 MicsiiB
acoIIi0BAJIOCH 13 3HIKEHHSIM cepeanboro 3HaueHHss MIIKT y monepekoBomy Bimaini xpedra (L2 —




L4) na 1,2 %. Iicast npunurenss aikyBanas MILKT migsuiyBanacs 3HOBY y IIMX MAIi€HTIB.
Cepenns BimHocHa 3mina MIIKT Big BUXiTHUX MOKa3HUKIB /10 3aKIHYCHHS JIIKYBAaHHS CTaHOBHJIA
—1,2 % 3 miamazoHoM Mk —6 % Ta 5 % (I 95 %: —1,70 % ta —0,78 %, n=103). [ToBTOpHE
BHMIPIOBAaHH Yepe3 6 MICSIIB MIC/A 3aKIHYCHHS JIKYBaHHS y MIATPYMi 31 3HWKCHUMH 3HAYEHHSIMHU
MIUIKT noka3ano TeHAEHIIIO 10 BiAHOBJIECHHS (CepeHs BiIHOCHA 3MiHa BiJ] BUXITHUX MOKa3HUKIB:
—2,3 % npu 3akiHdyeHHi JikyBaHHA Ta —0,6 % dyepe3 6 MicAliB MiciA 3aKIHYEHHS JIKYBaHHS 3
miamazoHoM Mix —9 % ta 6 % (JI1 95 %: —1,20 % 1a 0,06 % (n=60)).

[Mopymenns MILIKT mae ocoGimBe 3HAYEHHS y MiTITKOBOMY Billl Ta y paHHINA MEpioJl CTaTEBOTO
J03piBaHHs, KPUTHYHHIA NEpioJl pOCcTy KicTOK. HeBimomo, Yu 3MEHIIUTH MIKOBY KiCTKOBY Macy Ta
MIJIBUIIATDh PU3HMK TEPEIOMYy KICTOK y JiTHhoMY Bimi 3HmwkeHHs MIIKT y miit momymsmii (quB.
po3ainu «DapMaKoIOTidHi BIaCTUBOCTI» Ta «JliTH»).

Tlepen MoYaTKOM JIiKyBaHHs JIKAapIO CJIijl 3BaXKUTH MEPEBark 3aCTOCYBaHHs Ipenapary Mapita® Ta
MO>KJIMBI PU3UKU 3aCTOCYBAHHS U KOXXHOTO OKPEMOTO IMiJUIITKA, BPAXOBYIOUHM TaKOX HAsBHICThH
CYTTEBUX (PAKTOPIB PU3UKY OCTEOIOPO3Y.

AZekBaTHE 3aCTOCYBAaHHS KaJbllil0 Ta BiTaMiHy D mnpu nieTmuHOMYy XapuyBaHHI abo mpu
3aCTOCYBaHHI Xap4yoOBUX J100ABOK € BaXKJIMBHUM JUISl 3J0POBOrO CTaHY KICTKOBOI TKaHMHHU Yy >KIHOK
yCiX BIKOBHX KaTETOpIiH.

He cnocrepiranocs sumkenns MIIKT y gopocaux (aus. po3ain «PapMakoIoriuHi BIaCTUBOCTIY).
VY mamieHToK, SKi 3HAXOMATHCS Yy TPYIi MiJABUIICHOTO PU3UKY PO3BHTKY OCTEONOPO3Y, pETeIbHa
OILlIHKA CHIBBIJIHOIICHHS PHU3UK/KOPUCTh IOBMHHA OyTHM MpoBeleHAa 10 TOYaTKy JIiKyBaHHS
npenapaToM Mapita®, OCKiNbKM piBeHb €HJIOTEHHMX E€CTPOTeHiB NOMIPHO 3HIKYEThCA HA T
JKYyBaHHS A1€HOTeCTOM (IuB. po3ain «DapmMakoaMHAMIKAY).

IHmIi crann

3a cTaHOM MAlli€HTOK 13 JENpeci€cl0 B aHaMHeE31 CJIiJ PEeTEeNbHO CIOCTEpiraTd i MPUIIMHUTH
3aCTOCYBaHHS IpenapaTy Mpy PO3BUTKY BUPAKEHUX MPOSBIB ACTpecii.

JlieHorecT 3a3BUYail HE BIUIMBAE Ha apTepilajibHUM TUCK Yy HOPMOTEH3MBHHUX JKIHOK. [Ipore, sKIiio
TpHBajla KIIHIYHO BHpPaXCHA TiNepTeH3iss BUHHUKAE IIiJi Yac 3acTOCYBaHHS IIpemnapary,
peKOMeHIyeThesl BiqMinuTu npenapar Mapita® Ta JikyBaTH rinepTeH3ito.

[Ipu pennauBi X01I€CTaTUYHOI KOBTSIHHUIII Ta/abo0 cBepOeKy, 1110 BUHUKAIN Y NEpioj] BariTHOCTI abo
MOTIEPETHBOI0 3aCTOCYBAHHS CTaTEBUX TOPMOHIB, 3aCTOCYBaHHS IpenapaTy CJIiJ] IPUIHHUTH.
JlieHorecT MOX€ MaTH HE3HauYHWW BIUIUB Ha NepUEepuyHy I1HCYJIIHOPE3UCTEHTHICTh Ta
TOJIEPAHTHICTh JI0 TiroKO3W. JKiHKM, XBOpli Ha I[yKpoBHMH JiabeT, 0cOOJMBO 3 TecTaliifHUM
IIYKPOBUM Jia0€TOM B aHaMHE3l, TMOBUHHI PETEIbHO OOCTEeXYyBaTHUCA TMPOTATOM TNEPIOTy
3acTocyBaHHs npenapary Mapita®.

[HOA1 MOKe po3BUBATHUCS XJI0a3Ma, OCOOJIMBO Y JKIHOK 3 XJI0a3MOIO BariTHUX B aHamHe3l. JKiHKH,
CXWJIbHI [0 BUHUKHEHHS XJI0a3MH, MOBHUHHI YHUKATH [ii NPSAMUX COHAYHUX TPOMEHIB abo
yIILTPadioneToBOro BUMPOMIHIOBAHHS I1iJ] Yac npuiioMy npenapary Mapita®.

IMOBIpHICTh 03aMaTKOBOI BariTHOCTI y IHOK, SIKi BAKOPUCTOBYIOTH JUIsl KOHTpaleNii mpenapary,
10 MICTSTh TIJIBKH MPOTECTOTeH, € BUIIOK0, HIK Y KIHOK, 5K 3acTocoBYI0Th KOK. Tomy nst xKiHOK
3 1103aMaTKOBOIO BariTHICTIO B aHaMHe31 a00 MOpyIIEHHAM (YHKIi MAaTKOBUX TPYO MUTAaHHS LI0J0
3acToCyBaHHA mpenapary Mapita® clig  BUpIiNIyBaTH TiAbKM INCNIs  pETENbHOI  OLiHKHU
CMIBBiAHOIIEHHS KOPUCTh/PU3HK.

Ilin yac 3actocyBaHHs npemapaTy Mapita® Moske BMHHKATH HepCHCTEHIis (ONiKyIiB (4acTo
3a3HAYa€ThCH K (QYHKIIOHAIbHI KICTU S€YHUKIB). binbuiicTe nux QosikyiniB € 0e3CHMITOMHUMH,
X04a Jesiki MOXKYTh CYNIPOBOKYBATUCS 00JieM y AUISHII Ta3a.

He BukopucToBy€eThCs y repiaTpUuHii MPaKTHUILL.

JlakTo3a

1 Tabnerka mpemapary Mapita® micTuth 62,81 Mr JaKTO3M MOHOTiApary. Y pasi BCTAHOBIEHHS
HEMEePEeHOCUMOCTI JIeKUX IIYKPiB HEOOXiHO MPOKOHCYIBTYBATUCS 3 JIIKApeM, MEepII HIXK NpuiiMatu
el JikapchbKuit 3acio.



3acmocyeanns y nepioo eazimuocmi abo 200y8aHHsL 2pyoor.

Bazcimuicmo

IcHyrOTh OOMEXEH1 JaHl IIOJI0 3aCTOCYBaHHS JIEHOTECTY BariTHUM XiHkKam. JlociimkeHHS Ha
TBapMHAX HE BKa3ylOTh Ha MpsMHNA ab0 HENpsMUNl PU3UK PENPOAYKTUBHOI TOKCUYHOCTI (IMB.
po31in «PapMakoIOTidH1 BIACTUBOCTI).

Jlikapchkuii 3aci6 Mapita® He pekOMeHIyeThCs 3aCTOCOBYBATH BATiTHUM JKiHKAM, TOMY IO HEMAE
MoTpeOHu JIKyBaTH €HIOMETPI03 y Mepio 1 BariTHOCTI.

Ilepioo eo0ysants 2pydoro

3acTocyBaHHs JiKapchkoro 3aco0y Mapita® y mepios TogyBaHHS IPyAIl0 He PEKOMEHIYEThCSL.
HeBizomMo, 4YM TpOHMKAE Ji€HOTECT y TpPyAHE MOJIOKO KIHKH. JlaHi, OTpUMaHi y mporeci
JOCTIPKeHb Ha TBAapUHAX, BKA3ylOTh Ha MPOHUKHEHHS [I€HOTECTY Y TIpyaHe Mosoko. Crifg
MPUHHITH PINICHHS TPO TMPUIIMHEHHS TOAYBaHHS TPyLA0 abo MPUITMHEHHS Teparmii mpernaparoM
MapiTa®, BpPaxOBYIOYH KOPHUCTh TOAYBAHHS TPYIIIO Il AUTHHU 1 HEOOX1AHICTh TEparii s XKiHKH.
DepmunvHicmo

Ha migcraBi HasBHMX JaHMX MOXKHA CTBEPXKYBAaTH, IO IiJ 4Yac JIKYyBaHHS JIEHOTECTOM Y
GiMBIIOCT] MAIlieHTOK iHTiOyeThes oBymsmis. OnHak mpemapatr Mapita® He € IpOTH3AILTiZHEM
3ac000M.

SIkmo moTpiOHAa KOHTpAIemIis, CIiJ JOJAaTKOBO 3aCTOCOBYBAaTH HETOPMOHAIBHUN METO.
3arno6iranHs BariTHOCTI (IuB. po3ain «Crnocid 3acTOCYBaHHS Ta JA03M»).

Ha mijcraBi HasBHUX JNaHUX MOXKHA CTBEPIKYBATH, IO MEHCTPYAJIbHUU ITUKJ ITOBEPTAETHCS JIO
HOPMH MPOTATOM 2 MICAIIIB MiCIsl IPUITMHEHHS JIIKYBaHHS JII€EHOTECTOM.

30amuicms enausamu Ha WEUOKICMb pearyii npu KepysawHi A8MOMpPAHCHOPMOM abo [HUWUMU
MexauizmMamu.

He cmocrepiraiy BIUIMBY Ha 3/1aTHICTh KEPYBATH aBTOTPAHCIIOPTOM Ta YIIPABIISITH MEXaHI3MaMH Y
TMaIiE€HTOK, SIKi IPUIMaJH MpernapaTH, 10 MICTATh Ji€HOTECT.

Cnoci6 3acmocysanna ma 0o3u.

Cnocib 3acmocysanns

Jl1st mepopajibHOTO 3aCTOCYBaHHS.

[o3zyeanns

[TpuiimaTtu mo 1 TabueTwi moaHsa 6e3 nepepBH y 3aCTOCYBaHHI Npenapary npuOIU3HO B OJIUH 1 TOH
K€ Yac, 3alMBarO4YM HEBEIMKOIO KIIBKICTIO piiuHU. TabneTku MOXKHA NpUWMaTH HE3aJIEKHO BiJl
B)KMBaHHS 1K1.

Tabnerku ciii NpuUAMaTH PETYJISIPHO, HE3AICKHO BiJI MEHCTPYaIbHOI KpoBOTeUl. SIK TIIBKH
TaOJIETKH 3 O/IHIET YMAKOBKH 3aKIHUMIINCS, TOYMHATH MpUAMATH TaOJIEeTKH 3 HACTYNHOI YIaKOBKH,
He poOJIsTYM MEepepBH Yy 3aCTOCYBaHHI JIIKAPCHKOTO 3aC00Y.

BincytHiii 1ocBija JiKyBaHHS AIEHOT€CTOM MAllIEHTOK 3 €HJAOMETPIO30M JI0BIIE 15 MicsIIiB.

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

3acTtocyBaHHsS OyJb-SIKHX TOPMOHAJIbHUX KOHTPALENTHBIB CIiJ HPUIIMHUTH TEpe]l MOYaTKOM
Tepamii npemaparom Mapita®. SIkmo HeoOXinHa KOHTpaIeNIlis, i/l 10JaTKOBO BUKOPHCTOBYBATH
HErOpPMOHAJIBHUN METO/1 3ar00iraHHs BariTHOCTI (HampuKia, 0ap’€pHU METON).

IIponyck nputiomy nikapcbko2o 3acody

VY BUMajKy MpoOIycKy NpuioMy TabsieTKu, OMOBaHHS Ta/abo miapel (AKi Majdu Micle MPOTAroM
3-4 roaun micns npuifomy TabieTkr) eeKTHBHICTH mpenapaTy Mapita® mMoske 3MeHIIUTHCS. Y pasi
MPONYCKY MpuiioMy ofHi€i abo KibkoX TaOnerok 1 TaGueTky ciiJl MpUHHATH, SK TIABKU KIHKA
3rajia€e mpo 1e, a HaCTYIHY MPUUMAaTH Y 3BUYHUN 9ac. AHAJIOTIYHO TaOJETKY, 10 HE BCMOKTAJIACS
yepe3 OroBaHHs abo Jiapero, ClIijJl 3aMiHUTH Ha 1HIIY TaOJeTKYy.

Hooamkosa ingpopmayis w000 3acmocysants 8 0COOIUBUX 2PYNAX NAYIEHMIE

Hayienmu nimnvo2o 6iKy

HeMmae Bi/moBiTHUX MOKa3aHb /I8 3aCTOCYBAaHHS npenapary Mapita® namieHTkam 1ii€i rpym.




Ileuinkosa neoocmammuicmeo

[Ipenapar mpoTUIIOKAa3aHWUN TMAIIEHTKAM 13 TSHKKHMHU 3aXBOPIOBAaHHSMHU TI€UIHKM HUHI ab0 B
aHamHe31 (1uB. po3ain «IIpoTumokazanHs»).

Huproea neoocmammuicmo

Hemae xomHUX aHUX, IO CBIiT4aTh MPO MOTPeOy B KOPEKIl J03H IJIS MALi€HTOK 3 HUPKOBOIO
HEJIOCTATHICTIO.

Himu.

I[Ipenapar Mapita® ne mokasanuii 1y 3aCTOCYBaHHS JiTAM 0 HACTAHHS MEHApPXE.

besneky Ta edeKTHBHICTH 3aCTOCYBaHHs JlIEHOTeCTy Oylno JOCHIDKEHO y  Ipolieci
HEKOHTPOJIBOBAHOTO JOCTIKEHHs mpoTsaroM 12 wicsmiB y 111 mamieHTOK MHiATITKOBOTO BIKY
(12 — <18 pokiB) 3 KIIHIYHO MiZO3PIOBaHKM a00 MiATBEPIHKCHUM CHIOMETPiO30M (JMB. PO3ILIH
«®DapmakoIIorivHi BIaCTUBOCTI» Ta «OCOOIUBOCTI 3aCTOCYBaHHSIY).

EdexTuBHICTh nieHOTEeCTYy OyJia IPOJEMOHCTPOBAaHA MPHU JIKYBaHHI €HIOMETPio3y, acoliiiOBaHOTO
3 Ta30BUM OoJieM, y miumiTKiB (12 — 18 pokiB) i3 3aralbHUM CHPUSTIUBUM IpodiieM Oe3neku Ta
MIEPEHOCUMOCTI JIIKapChKOTO 3ac00y.

3acTocyBaHHS JII€EHOTECTY Y MiATITKIB MPOTIATOM MEpioAy JIiKyBaHHS 12 MICSIIB acomiroBaiocs i3
3HIKEHHsAM cepeanboro 3HadyeHHs MIIKT y nomepexoBomy Bimaini xpebra Ha 1,2 %. Ilicas
npunuHeHHs JikyBanHs MILKT mixgBuinryBanacs 3HOBY y X MAIli€HTIB.

[Mopymienns MILKT mae oco0nuBO BakKiIMBEe 3HAYEHHsS y MiUTITKOBOMY Billl Ta y PaHHbOMY
MepioJii CTAaTeBOTO JI03PiBaHHS, KPUTUIHOMY TEPioJii pocTy KicToK. HeBiioMO 41 3MEHIIUTH MIKOBY
KICTKOBY Macy Ta HiABUIIUTH PU3UK MEPEIOMYy KICTOK Y JiTHboMY Biui 3HMxkeHHs MILKT vy miit
TTOTTYJTSIIII.

ToMmy JiKapio CIiJ 3BaXMTH IlepeBard 3acTOCyBaHHs mpenapary Mapita® Ta MOMUIMBI PU3HKH
3aCTOCYBAHHS JJISi KOKHOTO OKPEMOro MiajiTka (AuB. po3nim «PapMakoJIOTidHI BIACTUBOCTI» Ta
«OCOOIMBOCTI 3aCTOCYBAHHS).

Ilepeoo3ysanns.

JlociaskeHHsl TOCTPOi TOKCUYHOCTI, IPOBEJEH] 3 JIEHOTECTOM, HE BKAa3yBalld Ha PU3UK PO3BUTKY
TOCTpUX MOOIYHUX peaklii y BUIAJKy HEHABMUCHOTO MPUHOMY KUJIBKOX J000BUX TepaneBTHYHUX
n03. XKonaux crenudiuHuX aHTUIO0TIB HE icHYye. 3actocyBanHs 20-30 Mr nieHorecTy Ha 100y (110 y
10-15 pasis Bume, Hi) g03a B Tabnerui npenapary Mapita®) ynpomossxk OGitblie 24 THXHIB
TIEPEHOCIIIUCS Ty Ke 100pe.

Io6iuni peakuii.

[To6iuHi peakiii ormucano 3rigHo 3 MedDRA.

[o61yHi peakiii HaifuacTille pO3BUBAIOTHCS MPOTIATOM HNEPIIUX MICALIB 3aCTOCYBAHHS J1€HOTECTY 1
3HHMKAIOTh Yy Tpolleci JiKyBaHHA. MOXyTh crocTepiraTucs 3MiHM XapakTepy KpOBOTeY, Taki K
KpOBOMa3aHHsI, HEPETyJIIpHi KpoBoTedl a0 aMeHopes.

[ToBimomisocst Mpo HACTYMHI MOOIYHI peakiii miJ yac JikyBaHHs JieHorectoM. [1o6iuH1 peakii,
Ipo SIK1 HalyacTille MOB1IOMIISIIOCS M1J1 Yac JIKyBaHHS JA1EHOI€CTOM, BKJIIOYAIOTh FOJIOBHUH OLIb
(9,0 %), nuckomdopT y MonouyHuX 3ano3ax (5,4 %), npurHidenuii HacTpiii (5,1 %) ta akue (5,1 %).
Kpim Toro, miKyBaHHS JIEHOT€CTOM BIUIMBAE HA XapaKTep MEHCTPYaJbHUX KPOBOTEU y OUIBIIOCTI
KIHOK. XapakTep MEHCTPyalbHHX KPOBOTEY OI[IHIOBAIH CHUCTEMAaTHYHO 3 BUKOPHUCTAHHSIM
IIOZICHHUKIB MAalliEHTOK Ta aHali3yBalM i3 3acTocyBaHHsAM Mmeroay BO3 mpotsrom 90-meHHoro
3BiTHOrO mepiony. IIporsarom nepmux 90 nHIB Teparii JI€EHOTECTOM CHOCTEpIraiu Takl XapakTepu
kpoBoteu (n=290; 100 %): amenopes (1,7 %), HedacTi kpoBoTeui (27,2 %), 4acTi KpoBoTeUi
(13,4 %), wneperynspui kposoreul (35,2 %), tpuBam kposoreui (38,3 %), HopMmanbHa
MEHCTpyaJlbHa KpoBoTe4a, TOOTO O/Ha 3 monepenHix kareropiit (19,7 %). [Ipotsrom yerBepToro
3BITHOTO TEpiojly CHOCTepirajgucs HacTymHI xapakTepu KpoBoreu (n=149; 100 %): ameHopes
(28,2 %), neuacti kpoBoteui (24,2 %), gacti kpoBotedi (2,7 %), HeperynsapHi kpoBoTedi (21,5 %),
TpuBam kposoteui (4,0 %), HOpMabHa MEHCTpyallbHAa KpOBOTEYA, TOOTO Taka, sika He HaJIe)KUTh J10
KOJHOI 3 morepeiHix kareropii (22,8 %). 3MiHM XapakTepy MEHCTpYaJIbHUX KPOBOTEY JIMILE 1HOI1



MOB1IOMJISUTH SIK TOO14HI peakiii y mamieHToK (AUB. TaOIMII0 MOOIYHUX peaKiliil).

VY rtabauii 3a3HadeHi moOiuHi peakii BignoBigHo 10 Kiacudikamii MedDRA (MedDRA SOCs),
PO SIKi MOBIIOMIISITIOCS M1/ Yac JTIKyBaHHS JIIEHOTECTOM, Ta iX 4acToTa.

VY Mexax KOXKHOI Tpynu ToOIuHI peakiii 3a3HayeHl y MOPSAKY 3MEHIIEHHS YacTOTH: YacTo
(Bim > 1/100 mo <1/10) i meuwacto (Bim > 1/1000 mo <1/100). YactoTa BH3HAueHa HA MiJICTaBi
00’€qHAHMX JaHMX YOTHPHOX KIIHIYHUX JOCITIIKEeHb 3a yyacTio 332 marientok (100 %).

ITo61uni peakii, dhaza Il kaiHivHUX KochipKkenb, =332

Cuctemu opraHis
(MedDRA)

Yacto

Heuacto

3 OOKy cHCTeMH KpOBi Ta
aiMpaTHIHOT cUCTEMU

aHeMid

Merabo:mizm Ta | IMABUIEHHS MAacH TijIa SHIDKEHHS MAacH Tija, IiIBUILEHUN
MOPYIICHHS oOMiHYy ameTuT
pEYOBUH
3 OOKy MCUXIKU MIPUTHIYEHU I HACTpIH, | 3aHETIOKOEHHS, Jenpecis,
MOPYLICHHS CHY, | TaOIIBHICTD HACTPOIO
HEPBO3HICTh, 3HUKCHHS
71161710, 3MIHU HACTPOIO
3 00Ky HEpBOBOI CHCTEMH | TOJOBHUH Oi1b, MITPEHb HOPYILIEHHS BEreTaTUBHOI

peryJisinii, HOpylIeHHs yBaru

3 OOKy OprasiB 30py

CYXICTh OYei

3 OoKy oprasiB ciyxy Ta
BECTHOYJISIPHOTO anapaTy

J3BiH y ByXax

3 OoKy cepiist

HecnenuQiuHi MOpyIIeHHs 3 OOKy

CHCTEMH KpOBOOOIry, TOCHIICHE
cepreOnuTTs

3 OOKy CyIuH apTepiajibHa roTeH31s

3 60Ky JUXAJIbHOT JIMCITHOE

CUCTEMHM, OpraHiB IpyAHOI

KIIITKU Ta CEPEOCTIHHS

3 OoKy IUTYHKOBO- | HyZ0Ta, OUIb Yy JKHUBOTI, | Aiapes, 3amop, AUCKOMPOpT Yy

KHIIKOBOI'O TPAKTY

MCTCOpU3M, 3AYTTA KHUBOTA,

YepeBHIM IMOPOKHUHI, 3amaJeHHs

OJOBaHHS [UTYHKOBO-KHIITKOBOT'O TPaKTy,
T'iHTIBIT
3 Ooky WKipM  Ta | aKHe, aJomnewis CyXiCTb HIKipH, rinepriapos,

HIIKIPHOT KIITKOBUHU

CBepOIK, TIPCYTHU3M, OHIXOKJIa3id,
ayna, JepMaTUT, TOPYIIEHHS POCTY
BOJIOCCS, peakuii (OoTOUyTIUBOCTI,
3MIHH IMIrMeHTaril

3 0OKy OHOpHO-PYXOBOIi
CUCTEMH Ta CHOJYYHOI
TKaHUHU

O11b y criuHI1

OUTh y KICTKax, M’ SI30BI CYIOMH,
Ok y  KIHIIBKaX, BIAYYTTA
TSDKKOCTI Y KIHITIBKaX

3 OOKy HHUpPOK Ta
CEYOBUIIIIFHOI CUCTEMU

1H(peKII1 CeYOBUBITHUX IUIAXIB

3 OOKy penpoayKTHBHOI
CHUCTEMU Ta MOJIOYHHUX
3a1103

TUCKOM(pOPT Yy MOJOYHHUX
3ajJ03aX, KicTa  S€YHUKIB,
MIPUILTABH, MAaTKOBi/

BariHaJbHI KpOBOTEUl,
y T.4. KPOBOMa3aHH:

BariHAIbHUNA KaHIUA03, CYXICTh
BYJIbBU Ta TMIXBH, BUIUICHHS 31
CTaTeBHX OpraHiB, OUTb y IUISHII

Majoro Tasa, aTpod1yHMit
BYJIbBOBATIHIT, 301TbIICHHS
MOJIOYHHX 3aJ103, KICTO3HO-

(10po3Hi 3aXBOPIOBAHHS MOJIOYHUX
3aJ103, HarpyOaHHS  MOJIOYHUX




3aJ103
3aranpHi  poO3JamMd  Ta | aCTEHIYHI CTaHH, | HAOPSK
MICIIEBI peakii JpaTiBIUBICTh

Takox crocrepiranucss Taki MOOI4HI peakmii: mepcucTeHuis (oiKymiB, MiABUILEHHS areTHUTy,
peaxIii rinepyyTIuBOCTi.

Iami cepifo3ni moOiuHI peakiii crocTepirajqucs MiJ 4Yac 3aCTOCYBAaHHS CTEPOIAHHUX CTaTEBUX
TOPMOHIB MPOTecTOreHiB (auB. po3aul «OcoOJMBOCTI 3aCTOCYBAaHHsI»): BEHO3HI Ta apTepiasibHi
TpoMOOeMOOJIiUHI ~ MOpYLIeHHS, apTepiajbHa TrinepTeHsis, iH(apKT Miokapaa, i1HCYIBT,
HOBOYTBOPEHHS MOJIOUHUX 3aJ103, MyXJMHH MEYiHKU, BIMUYTTS JUCKOMGOPTY y CIHHI, XJ0a3Ma,
XOJIECTAaTUYHA YKOBTSHUIISA, OCTEONOpPO3 (AWB. HIDKYE), 3MIHH TOJEPAHTHOCTI JO TIIIOKO3W abo
BIUIMB Ha nepudepruyHy 1HCYIIHOPE3UCTEHTHICTb.

Samwxenns MIIKT

VY mporieci HEKOHTPOIBLOBAHOTO KIIHIYHOTO JOCIIKEHHS 3a yvacTi 111 marieHToK miaTiTKOBOTO
BiKy (BikoM Bix 12 nmo <18 pokiB), ski oTpumyBanu Tepamito gieHorectoM, 103 mamieHTKH Manu
BumiptoBanHs MILKT. [Ipubnusno y 72 % ydacHUKIB AOCTIIKEHHS CIOCTEPIranocss 3HWKEHHS
MIUIKT nonepexoBoro Biaminy xpeodta (L2 — L4) micast 12 wmicsimiB 3acTocyBaHHs (AMB. PO3ALT
«OcobIMBOCTI 3aCTOCYBaHHS).

[oBiOMIICHHS PO MMiI03POBaHI MOOIYHI peaKitii

[ToBigoMIIeHHS MPO Mi03pIOBaHI MOOIUHI peakiii y mepioji MoCTMAPKETUHIOBOTO CIIOCTEPEIKEHHS €
IyX)Ke BaXITUBUMU. Lle 1a€ MOXIMBICTH 3I1HCHIOBATH KOHTPOJb CITIBBITHOIICHHS KOPUCTH/PU3HK
3aCTOCYBaHHS JIKapChbKUX 3ac00iB. MeAnuHi MpalliBHUKU MOBUHHI MOBIJOMIISATH MPO MiJ03PIOBaH1
noOivHi peakitii.

Tepmin npuoammuocmi. 3 poxu.
He 3actocoByBatu npemnapar micisi 3aKiH4eHHs! TePMiHY IPUIaTHOCTI, BKA3aHOTO HA YIaKOBII.

YMmoBu 30epirannsi. 30epiraTi B OpUriHaibHIM yIaKoBII 75 3aXKUCTY Bif CBITIA.
306epiraTy y HEIOCTYITHOMY JJISL IIT€H MiCIIi.

YnakoBka.
ITo 28 tabnerok y 6micrepi. 1o 1 6micrepy y madiii.

Kareropis Binmycky. 3a penenrom.

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

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

3asaBHuk. AT «Dapmaxy.

Micue3naxoakeHHs1 3aaBHHKA. Ykpaina, 04080, m. Kuis, Byn. Kupuiicbka, 63.

JlaTa ocrannboro neperasay. 19.05.2025.




