Ckian

Oito4ya pevyosuHa: Oi€HOTEecCT;
1 TabreTka, BKpUTa IJIiIBKOBOIO 00OJIOHKOIO, MiCTUTh IiEHOTECTY 2 MT;

OONOMIJNCHI peyo8uHU: TaKTO3U MOHOTIApaT, KpoxMasb KyKypya3saHui, noBigoH (K-
30), HaTpito KpoXManbIrIiKoaaT (TUl A), MarHito cTeapaT, BoJa O4YMILEeHa;

naiekosa obosoHka: rinpomenosa (E 464), rinpokcunponiniemntonos3a (E 463), Tanbk (E
553b),

oJIist 6aBOBHsIHA rigporeHi3doBaHa, TuTaHy giokcupn (E 171), Boma ounieHa.
JIikapcbKa ¢opMma

TabeTKy, BKPUTI MJIIBKOBOIO 000JIOHKOIO.

OcHoBHI (pi3uko-ximiuHi 81acmugocmi: Oini Kpyrii ABOONYyKIIi TableTKu 3
rpaBipyBaHHSM «2» 3 OOHOT'O OOKY.

®dapMakKoTepalneBTHUYHA Irpyna

['opMoOHM cTaTeBUX 3aJI03 Ta IIpellapaTH, IKi 3aCTOCOBYIOTH IIPHU MATOJIOTil CTaTeBUX
oprasis. IIporectorenu. Kog ATX GO3D BO08.

dapMakKogHHaMiKa

IlieHorecT - MOXimHE HOPTECTOCTEPOHY 6€3 aHAPOTEeHHOI Ta 3 ITIEBHOI0
AHTHUAHOPOTeHHOIO0 aKTUBHICTIO, 110 CTAHOBUTH NPUOJIM3HO OOHY TPETUHY aKTUBHOCTI
LIUIIPOTEPOHY aneTaTy. [JiEHOrecT 3B'sI3y€ThCA 3 pelenTopaMu IPOreCTEPOHY y MaTIli
Tinmbku 3 10 % BigHOCHOIO adiHHiCTIO. He3Baxkaiouu Ha HU3BKY adiHHICTE [0
peLenTopiB IPOreCTEPOHY, OIEHOTECT Ma€ CUJIbHUM IIPOTeCTOTEeHHUMN e(PeKT in vivo.
[lieHoTrecCT He MPOSBIISI€ 3HAUHY aHAPOTEeHHY, MiHEPAJIOKOPTUKOIAHY abo0
TIIOKOKOPTUKOIOHY aKTHUBHICTE in Vivo.

IlieHorecT BIIJIMBAa€E Ha €HAOMETPiI03, 3MEHIYI0YX €HAOT€HHE ITPOAyKyBaHHS
€CTpafioily i TaKMM YUHOM NPUTHIUYIOYU TPOQidHi epeKTH eCTpamiony Ha eyTOIIiYHUN
Ta eKTOMiuYHuM eHgoMeTpii. [Ipu 6e3nmepepBHOMY 3aCTOCYBaHHI HiEHOTECT ITPU3BOOUTH
00 CTBOPEHHS TilIOEeCTPOTeHHOr0, TineprecTareHHOro eHOOKPUHHOTO CePefoBHUILa, 1110
CIIPUYMHSE MOYATKOBY IOellayaai3allilo TKaHUHU eHOOMETPis 3 IT0JasIbIIoo aTPodieio
€HIOMETPiOIMHUX BOTHUIII.



IaHi momo edeKTUBHOCTI

[TepeBara npenaparty [iMeTpio mopiBHsSHO 3 m1arebo Oyia TPoOeMOHCTPOBaHa Y XOMi
TPUMICAYHOI'O JOCIIAXKEeHHS 3 yyacTio 198 manieHToK 3 eHgoMeTpio3oM. Binb y
OiISHIN Ta3a, OB’ sI3aHUM 3 eHIOMETPiO30M, BUMipIOBAa/IX 3a JOIIOMOTOI0 Bi3yaJlbHOI
aHaJIOT0BO1 IIKaIu

(0-100 mMm).Yepes 3 micaui Tepanii npenapaTtom [limeTrpio 6yma BU3HaYeHa
CTAaTUCTUYHO 3HAYYIIA Pi3HUIIA MOpPiBHSAHO 3 myarebdo (D = 12,3 mm; 95 % [I: 6,4 -
18,1; p<0,0001) Ta KmiHiYHO 3HaAUYyIlle 3MeHIIIeHH OO0 IMTOPIiBHSHO 3 TOYAaTKOBUM
piBHEM (cepenHe 3MeHIIeHHsSI = 27,4 MM £ 22,9).

Yepes 3 Micsili TiKyBaHHS 3MEHIIIeHHS 000 V OiNSHIII Majioro Ta3a, 1o OyB
MoB’si3aHMuM 3 eHOgoMeTpio3oM, Ha 50 % abo Ginbiie Oymno gocsaruytoy 37,3 %
MMalieHToK, AKi oTpuMyBanu BizaH (mname6o: 19,8 %) 6e3 BinmoBigHOTO 30iIbIITEHHS
o034 CYNIyTHLOTO 3HEDOOII0BAILHOTO 3ac0o0y; 3MeHIIeHHsI 00J1I0 y OiJISTHII MaJioro Tasa,
IIOB’sI3aHOT0 3 eHJoMeTpio3oM, Ha 75 % abo OinbIine (TakozK 6e3 BimImoBigHOTO
30iyIbIIIeHHS 0031 CYIIyTHHOTO 3HEeOO0/I0BaIbHOT0) OyI0 gocsarHyTo y 18,6 %
MallieHTOK, AKi oTpuMyBanu [liMmeTpio (mmamebo: 7,3 %).

BigkpuTe npoOoBKEeHHS IIbOTO MJ1alle00-KOHTPOIbOBAHOTO OOCIIiAKEHHSI IT0Ka3alo
Oe3nepepBHE 3MEHIIEHHS IT0B I3aHOT0 3 eHOOMEeTpPio30M 00JIi0 B MiNIAHII Ta3a IIpu
JIIKyBaHHI TPUBAJIICTIO IO

15 micsauis.

PesynbpraTu nnaiebo-KOHTPOIbOBAHUX AOCIIiAXKEHb IMiATBEPOXKYBaIUCSA pe3yJibTaTaMy,
OTPUMAaHUMMU y XO[l IIEeCTUMICAYHOI'0 aKTUBHO-KOHTPOJIIBOBAHOI'O NOCIIIAXKEHHA
IIOPIBHSHO 3 arOHICTOM I'OHAOOTPOIIIH-PUII3UHT TOPMOHY 3 y4acTio 252 mallieHTOK 3
€HIOMETPiO30M.

Tpu gocrigzKeHHS 3 y4acTio 252 NalliEHTOK, SIKi OTpUMYyBaI OI€EHOTECT I10 2 MI Ha
no0y, IPOOEeMOHCTPYBaJIM iCTOTHE 3HUXKEHHS €eHIOMETPiOIMHUX ypaKeHb uepes 6
MICSALIB JIIKyBaHHA.

Y xopni HeBeNTUKOT o OOCHiAXKeHHs (n=8 Ha rpyny go3yBaHHS) 3aCTOCYBaHHS Oi€HOTeCTy
y [o3i

1 Mr Ha mo6y BUSIBUIIO BiICYTHICTh OByl yepe3 1 Micsup Teparmii. [JiMeTpio He
OOCITim KyBaJIu I100 KOHTPAIIENITUBHOI e(DEKTUBHOCTI y OiNTbIIINX OOCITiAXKEHHSX.

IaHi momo 6e3nexu

PiBeHb €eHOOTEHHOTO ECTPOTEHY TIJILKU IIOMIPHO IIPUTHIYYETHCA IIiJT Yac JIIKyBaHHS
npemnapatoM [liMmeTtpio.



Y maHui 9yac pe3ynbTaTU OJOBTOCTPOKOBHUX OOCIiAXKEHb MiHepaJIbHOI IIiJIbHOCTI KiCTOK
(MIIK) i pu3uKy nepeiloMiB y MAIliEHTOK, SIKi 3aCTOCOBYIOTh Ipenapart [iMeTpio, TOKHU
1m0 HegocTtynHi. MIIIK omiroBanu y 21 HOpOCol MallieHTKHU A0 Ta Hicasa 6 MicsaIliB
JIIKyBaHH npernapaToM [liMeTpio. 3HMXKEHHA cepenHboro nokasHuka MILK BusBieHO
He Oyno. Y 29 malieHToK, siKi OTpUMYyBaJlu JIEUIIPOPEJIiHY alleTaT, CEPeOHE 3HUKEHHS
4,04 % £ 4,84 Oyrno Bim3HauyeHO 3a ToM ke mnepion (D mix rpynamu = 4,29 %, 95 % [I:
1,93- 6,66, p <0,0003).

He cniocTepiranocst 3Ha4HOT0 BIIJIMBY Ha CTaHOAPTHI lTaO0opaTOpHi MOKA3HUKYU, ¥ TOMY
YHCIIi Ha pe3ynabTaTH aHalli3dy KpoBi, 6i0XiMiYHOTO aHaJli3y KpPOBi, piBeHb ITeYiHKOBUX
(bepmenTis, piBens minigis i HbA1C, mig yac nikyBaHHSA npemnapaTtoM [liMeTpio
yuponoBxk 15 micsaniB (N = 168).

IaHi momo 6e3nexu O NiIIiTKiB

Be3neky npemnapaty [imeTpio BimHOCcHO MIIIK Oymo gocrim»keHo y Xomi
HEKOHTPOJIbOBAHOI'0 OOCIIIAXKEHHS NpoTAroM 12 micauiB 3 ydyacTio 111 mamieHToK
HigJIITKOBOTO BiKY (Bim 12 mo

<18 pokKiB) 3 KIIiHIYHO ITiM03pi0oBaHUM abo ITiaTBEePOKEeHUM eHgoMeTpio3oM. CepenHs
BimHOCcHa 3mina MIIIK nmomepekoBoro Bigminy xpebdTta (L2 - L4) Bim moYaTKOBUX
IIOKAa3HUKIB y

103 nawieHTOK [0 3aKiHYEHHS JIIKyBaHHs cTaHoBUia -1,2 %. [ToBTOpHE BUMiplOBaHHSA
yepes

6 MicALiB micnig 3aKiHYEeHHS JTiKyBaHHS y CyOrpymi 3i 3HMKeHUMHU 3HaueHHAMu MIITK
noka3zasno nigsumieHHsa MIIIK mo - 0,6 %.

IaHi DOKITIHIYHUX OOCIiIXXeHb 3 0e3IeKu

IaHi DOKTiHIYHUX OOCITiIXKeHb He BKa3YIOTh Ha iCHYBaHHS 0COOJIMBOTO PU3UKY MIJIs
JIIOOWHY Ha MificTaBi CTaHOAPTHUX MOCIiAXKeHb TOKCUYHOCTI IIpu 6araTopasoBoMy
MMPUIOMi, TEHOTOKCUYHOCTI, KaHIIePOT€HHOI il Ta TOKCUYHOTO BIJIMBY Ha
penponyKTUuBHY QyHKIIiI0. [IpoTe ciig 6paTu g0 yBaru, 1o cTaTeBi CTEPOiau MOXKYTh
CIIPUSATU POCTY II€BHUX TOPMOHO3AJIE’KHUX TKaHUH Ta MyXJIKH.

dapMaKkoKiHEeTHKA

BCcMOKTYBaHHS

[Ticrns mepopaibHOr0 IPUKOMY OI€HOTECT IIBUAKO i IOBHICTIO BCMOKTYETHCH.
MakcuMarnibHa KOHIIEHTpAllisd y CUPOBAaTIli KPOBi HOCATAEThHCA YIIPOOOBXK 1,5 roguHu
IicJIsT OOJHOPAa30BOT0 II€POPaIbHOIO IPUUOMY I CTaHOBUTH 47 Hr/MJI. BiogOCTYIIHICTH



Oi€eHOTeCTy CTaHOBUTH NMpubu3Ho 91 %. ®apMaKOKiHETHKA Ji€EHOTECTYy 3aJIeXUTh Bif
003U B Aiana3oHi o3 1- 8 mr.

Pos3nonin

IlieHorecT 3B’I3yETHCA i3 CUPOBAaTKOBUM aJIbOYMiHOM Ta He 3B’SI3yEThCH i3
rinoOymniHoM, 110 3B’s3ye crtaTeBi cTepoinu (I'3CC), abo rimobymiHoM, 110 3B’ A3y€E
kopTukoigu (I'3K). JIuie 10 % Big 3aranbHOl KOHIIEHTPAIlil MiEHOTECTY ¥ CUPOBATIIi
KPOBi 3HAaXOOATLCA Y BUTTISAOL BiTbHOTO cTepoiny, a 90 % - HecnenudigyHO 3B’s13aHi 3
anboyminoMm. OueBugHUM 00’€M PO3MOMiNy Oi€HOrecTy CTaHOBUTH 40 JI.

MeTabomi3Mm

IlieHorecCT MOBHICTIO MeTabo0Ti3yeThCA BiJOMUMHU HIIJITXaMU MeTab0J1i3aMy CTEPOIfiB, 3
YTBOPEHHSAM IIepeBaXKHO €eHJOKPHUHOJIOTIiYHO HeaKTUBHUX MeTabomiTiB. Ha migcrasi
OOCIiaKeHs in vitro ta in vivo CYP3A4 - ronoBHUU (hepMEHT, 3aly4eHUN y
MeTabosi3M mieHorecty. Lli meTabomiTH OyKe IIBUIKO BUBOIASTHCS 3 IJIa3MU Y TaKUM
CIoci6, 110 goMiHy0YMM MeTaboJIiTOM Y IIJ1a3Mi KPOBi € [iEHOTECT Y HE3MiHEHOMY
BUTISAOL.

[MIBUAKICTH KJIIPEHCY 3 CUPOBaTKU KPOBi CTaHOBUTH 64 MJI/XB.
BuBegeHHs

PiBeHb mieHOTECTY B CHPOBATIIi KPOBi 3HUKYETHCA OBOMA3HO 3 IIEPiogoM
HamiBBUBeOeHHS, 1110 CTaHOBUTh 9- 10 roguH. [lieHOrecT BUBOOUTHCS y hopMi
MeTaboJIiTiB i3 ceyero Ta KajoM y CIIiBBimHOIIeHHI mpubiu3Ho 3:1 micias mepopaabHOTO
npuiiomy y mo3i 0,1 mr/kr. Ilepiog HaniBBUBeneHHS MeTabOJIiTiB 3 ce4ei0 CTAaHOBUTH
npubnusHo 14 ropuH. [licna mepopanbHOTO puioMy 86 % BBegeHOl HO3U BUBOOUTHCS
3 OpraHi3My y Mexkax 6 OgHiB, OifTbIlla YacTHUHA IIi€l KiTbKOCTi BUBOOUTHCS V IepIri 24
TOOWHU, TOJIOBHUM YMHOM i3 cedero.

CrtaH piBHOBaru

dapMmakoKiHeTUKa AieHOorecTy He 3aexuTth Bif piBHA ['3CC. [Ipu mogeHHOMY
MIPUKOMIi KOHIIEHTpallisi pe4YOBUHU Yy CUPOBaTILIi KPOBi 3pocTae B 1,24 pasa, gocsramodu
PiIBHOBaXXHOTO CTaHy 4Yepe3 4 gHi 3acTocyBaHHA. PapMaKOKiHETHKA OI€HOTeCTy MHicis
TTOBTOPHOT'0 3aCTOCYBaHHs mpenaparty [liMmeTpio Moxke OyTu nepenbadeHa Ha ITigcTaBi
OaHuX IoOo0 ¢hapMaKOKIiHETUKHN OOHI€l JO3MU.

dapMaKOKiHEeTHKA B 0COOIMBHUX I'PyHax MallicHTIiB

Y nanieHTiB 3 nmopyiieHHSM QyHKIII HUPOK (hapMaKOKiHEeTHUKY npenapary [iMeTpio He
BHUBYAaJIU.



Y nanieHTiB i3 nopylIeHHAM (YHKIII] Ie4YiHKU (papMaKOKiHETUKY HpernapaTty [iMeTpio
He BUBYAJIU.

IToka3aHHA
JIikyBaHHS €HOOMETPIo3y.
IIporunoka3aHHs

[Ipemapart [liMmeTpio He CiIi 3aCTOCOBYBATH Yy pa3i HassBHOCTI OyOb-IKOTO i3
HUXKYe3a3HaueHUX CTaHiB abo 3axBopioBaHb. s iHpopmMallis 4acTKOBO oTpuMaHa Ha
ifCcTaBl 3aCTOCYBaHH IHINUX [IpPeIaparTis, IO MICTATH TIJIBKU IPOTeCTOreH. fAKIIo
OyIob-IKUM i3 IUX cTaHiB a00 3aXBOPIOBAaHb BUHHKAE BIIEPIIIE IIif Yac 3aCTOCyBaHHS
npenaparty [liMeTpio, IpuKoM IIpernapary CJif HerauHo NPUIIVHUTHU.

e BeHo3Ha TpoMO0eM0OOJTiss B aKTUBHIiN GopMmi.

e ApTepianbHi ab0 KapAioBacKyIsPHiI 3aXBOPIOBaHHS HUHI ab0 B aHaMHe3i
(Hanpuknap iHpapKT Miokapaa, epebpoBacKyisapHa mofis, ilmeMidHa XxBopoba
cepls).

e LlykpoBui miabeT 3 ypaXeHHSIM CYOUH.

e TsKKi 3aXBOpPIOBAHHS MEeYiHKKM HUHI ab0 IX HasABHICTbL B aHaMHe3i, ITOKHU
MMOKa3HUKHU (QPYHKIII ITe4YiHKYU He IOBEPHYTHCS OO HOPMMU.

e IlyxnuHY neviHKY HUHI a00 B aHaMHe3i (oOposiKicHi abo 3710sIKiCHi).

e Bimomi ab0 mifgo3pioBaHi 3M0SKICHI MyXJIMHU, 3a/IeKHi Bifl CTaTEBUX TOPMOHIB.

e BarinanpHa KpoBOTeYa HE3 sICOBaHOI €TiONOril.

e ITigBHUINIEHA YYTIUBICTH A0 MOit040i peuyoBUHU ab0 M0 OyOb-IKOTO 3 KOMIIOHEHTIB
npemnapary.

B3aeMopisi 3 iHIIEMH JTiKapCLKHMH 3aCO00aMH Ta iHIII BHIHU B3a€EMOIiH

[IpumiTKa: O BUSBIEHHS MOXKJIMBHAX B3a€EMOIN CJIil O3HAUOMUTHUCA 3 IHCTPYKILIAMU
OJIsI MEOUYHOI'O 3aCTOCYBAHHS JIIKapChbKUX 3aC00iB, I110 3aCTOCOBYIOTHCSI CYIyTHBO.

Bnaues iHwux npenapamie Ha imempio

[IporecTorenu, BKII0Yal04Yu OIEHOTECT, MeTabO0/Ii3yI0ThCS TOJIOBHUM YMHOM CHUCTEMOIO
nuToxpomy P450 3A4 (CYP3A4), 1o po3TallloBaHa Y CIU30Bi 000JIOHIlI KUIIEUYHUKY
Ta y nedinii. Tomy iHgykTOopu ab6o iuriditopu CYP3A4 MOXKyTh BIJIUBaATH Ha
MeTabo0JIi3M ITPOTEeCTOTEeHY.

306inblIeHHS KIIipeHCy CTaTEBUX TOPMOHIB Yyepes iHAyKIliIo GepMEHTIB MOXKe
3MEHIIUTHU TepaleBTUUYHUYN eeKT nmpenapaty [imMeTpio i mpu3BecTu Oo HeOaxKaHUX
edekTiB, HaTpuKJag, 3MiH XapakKTepy MeHCTPya/IbHOl KPOBOTEYi.



3MeHIIIeHHS KJIIPEeHCY CTaTeBUX TOPMOHIB Uepe3 IIPUTHiYeHHSA (epMEHTY MOXKe
3MEHIIUTH TepaneBTUYHUU eeKT mmpemnapary [liMeTpio i Ipu3BeCTU OO PO3BUTKY
MOOIYHUX peakIliid.

e Pe4oBUHY, 110 HiABUILIYIOTH KJIiPEHC CTaTEBUX TOPMOHIB (3HUKEHHS
e(peKTHUBHOCTI HIJITXOM iHOyKyBaHHS (hepMEeHTIB), HalpuKiaa: (GeHiTolH,
OapbiTypaTu, npuMinoH, KapbaMaseriH, pudaMOiliuH, a TAKO¥K, MOKJIUBO,
oKcKapbaseriH, Tonipamar, penbbamaTt, rpu3eodynbBiH Ta 3aco0u, 1110 MiCTATH
3Bipob6it (Hypericum perforatum).

[HOyKIlig epMeHTIB MOXKe CIIOCTepIiraTucs IMiciisa OeKinmbKoX AHiB Teparil.
MakcuMarnbHa iIHOYKIlig PepMeHTIiB 3arajoM BUSIBISAETHCA Yepe3 OeKiTbKi TUXKHIB.

[HOyKIlig epMeHTIB MOXKe TpUBATHU OO 4 THMXKHIB MiC/Ig IPUIIUMHEHHS Tepartil.

Bnonus ingyktopa CYP 3A4 pudamninuHy HOCHiAXKyBaBCS y 3MOPOBUX XKIHOK y
MIOCTKJIIMaKTepU4YHOMY Iiepiomi. OmHOYacHe 3aCTOCYyBaHHSA pUPAMITIIIUHY 3
TabsieToBaHOI0 (JOPMOIO eCTPadioNy BajlepaTy/Oi€eHOrecTy IPU3BEI0 A0 3HAYHOTO
3HMKEHHS PiBHOBaXKHOI KOHIIEHTPallil Ta CHCTEMHOTO BIIJIUBY Oi€EHOTECTY Ta
ecTtpagiony. CuCTeMHUH BIIJIUB OI€HOTECTYy Ta €CTPafioyly y PiBHOBa>KHOMY CTaHi,
BumMmipsuuu 3a AUC (0 - 24 roguHu), 3MEHIIHWBCSI Ha

83 % ta 44 % BiAnoOBiOHO.
e PeyoBrHU 3 Pi3HUM BIJIMBOM Ha KJIIPEHC CTaTEBUX T'OPMOHIB.

OmHOYacHe 3aCTOCYBaHHS 3i CTaTEBUMM rOPMOHAMU BEJIUKOI KiTbKOCTiI KOMOiHaITiit
inridiTopiB BIJI-mpoTea3u Ta HEHYKJI€03UOHUX iHTi0iTOPiB 3BOPOTHOI TPAaHCKPHUIITA3H,
y IIO€EAHAaHHI 3 KoMOiHalligaMu iHTibiTOpiB Bipycy rematuty C, Moxke 30imbIIUTH abo
3MEHIIUTHU PiBEHb ITPOTECTUHY Y ITa3Mi KpoBi. CyKyITHUM BILIUB LIUX 3MiH MOXKe OyTH
KJIIHIYHO 3HAQUyIIVM V OesIKUX BUIlagKax.

e PeuyoBUHH, 1110 3HUKYIOTH KJIipEHC CTaTeBUX I'OPMOHIB (iHTri6iTopu dpepMeHTiB).
Iienorect € cyocTtpaTom 1utoxpomy P450 (CYP) 3A4.

KrnixniuHa 3Ha4YyIIicTh MOTEHUIMHUX B3aEMOiN 3 iHribiToOpamMu GpepMeHTIB
3aJIHUIIAETHCSA HEBiIOMOIO.

OpmHouacHe 3aCTOCYBaHHSA cunbHUX iHri6iTopiB CYP3A4 MoxKe 306iblIyBaTH I1J1a3MOBi
KOHIIEHTpallil Ji€HOTeCTy.

OnmHOYacHe 3aCTOCyBaHHs i3 cunbHUM iHTiGiTOpOoM hepMmenTy CYP3A4 KeTOKOHA30JI0M
IPU3BOAUIIO A0 migBuilieHHa y 2,9 paza AUC (0 - 24 roguHM) OI€EHOTECTY Y
piBHOBaxkHOMY cTaHi. OqHOYaCHe 3aCTOCyBaHHS 3 ITOMipHUM iHTi6iTOpOM



€PUTPOMIITMHOM ITPU3BOOUIIO A0 ImiaBuileHHsa y 1,6 paza AUC (0 - 24 roguaM)
Oi€EHOTeCTy y PIBHOBaXXHOMY CTaHI.

Bnaue dieHo2ecmy Ha iHWI aAikapcvki 3acobu

3a pe3yJbTaTaMU OOCHIAXKEeHb iHTiIOyBaHHA in vitro, KJIiHIiYHO 3Ha4Yyllla B3aEMOMis
OIEHOTECTY 3 iHIIMMU IIpernapaTaMu, MeTab0J1i3M SIKUX OIIOCEPEOKOBYETHCS
bepmenTamu nuToxpomy P450, € MasioMMOBipPHOIO.

B3aemoolisa 3 xapuosumu npo0yKkmamu

[TpuiioM 1XKi 3 BUCOKMM BMiCTOM KHMPiB He BIJIMBaB Ha OiOMOCTYMIHICTDL IIpenapary
IimeTpio.

JlabopamopHi mecmu

[TpuitoM IIPOTECTOTEHIB MOXK€E BIIMHYTH Ha pPe3yIbTaTy AesIKUX J1abopaTOPHUX
aHasi3iB, 30KpeMa Ha OioxiMiuHi MapaMeTpu MediHKH, IIUTOBUIOHOI 3a/103U, QyHKIIi1
HUPOK Ta HaJHMPKOBUX 3aJ103, piBHi OinKiB (HOCIiiB) y nna3mi KpoBi (Hanpukiap ['3K ta
dpaxkuii mimigis/minonpoTeinis), mapaMeTpu MeTab0J1i3My BYTJIEBOMIB Ta ITOKAa3HUKU
Koarynsilii Ta ¢iopuHonily. 3MiHM 3a3BUYal 3aIMMNIAI0THCSA Y MexKax J1abopaTopHOI
HOPMU.

Oco00/1MBOCTi 3aCTOCYBaHHSA

3acmepedceHHA.

Ockinpku [liMeTpio - mpernapar, 0 MiCTUTh TiJIBKU IIPOTeCTOreH, BBaXKa€EThCS, 110
0COOJTMBI 3acTepeKeHHs Ta 3axoAu 0e3MeKH II0A0 3aCTOCYyBaHHS IIPOTeCTUHOBMICHUX
IIpernaparTiB TAaKOXK CTOCYIOTHCSA IIpenapary [liMeTpio, Xo4a He BCl 3aCTepeXeHHs Ta
3amo0ixKHi 3aX0u I'PYHTYIOTHCS Ha BiAMOBIiOHUX pe3ynbTaTaX KIIIHIYHUX OOCIiIXEeHb
caMe ILIbOT'0 IIpernapary.

[Tpu noripieHHi abo nepIioMy BUHUKHEHHI OyOb-IKOTO i3 3a3HaYeHUX HUXKYE
cTaHiB/(paKTOPiB PU3UKY, B iHAUBiAyaTbHOMY ITOPSAAKY Ma€ OyTH MPOBeOEeHUN aHaIi3
CIIiBBiAHOIIIEHHS PU3HUK/KOPUCTh Iepel IIoYaTKOM abo IMpPOa0BXKEHHSIM 3aCTOCYBaHHS
npemnapary [iMmeTtpio.

Ts2KKi MAaTKOBI KPOBOTEYi

MaTKoBa KpoBOTeYa, HallpUKJaM, y XKiHOK 3 afeHOMio30M MaTKu abo 1eiioMioMoI0
MaTKU MOKe 30iJbIlIyBaTUCS IIPU 3aCTOCyBaHHi npemnaparty [liMeTpio. AKIo
KpOBOTeYa BUpaXKeHa i He IPUNUHAETHCA IPOTATOM TPUBAJIOTO Yacy, BOHA MOXKe
MMPU3BECTH A0 aHeMil (y JedKUX BUIaJKax- TSI2KKO0I). ¥ TaKoMy pa3i moTpiOHO
PO3IJIAHYTHU NUTAHHSA PO NPUNIMHEHHS IIPUKXOMY IIperapary.



3MiHa XapakKTepy KPOBOTeYi

JlikyBaHHS npenapaTtoM [liMeTpio BIIJIMBaA€ Ha XapaKTep MEHCTPyaJIbHOlI KPOBOTEYi y
OinbIIOCTI XKiHOK (OuB. po3min «ITobiuHi peakIrii»).

HHupKyIaTOPHI HOPYHIEHHS

Ha migcTaBi pe3ynbsTaTiB emifeMioIOTiYHUX OOCIIAKEeHb BUABJIEHO HEBEJIUKY KUIBKICTh
OaHUX OO0 iICHYBaHHS 3B’sI3Ky MiXK 3aCTOCYBaHHSM IIpellapariB, IO MiCTATH TIJIBKU
IIPOTECTOTeH, i MiIBUILIEHHSIM PU3UKY PO3BUTKY iHDapKTy MioKapaa abo 1iepebpanbHOI
TpoMOoemOorii. PU3uK KapaioBacKynsipHUX i lepeOpanbHUX SBUI] HIBULIIIE
MIOB’I3aHUM 3 BIKOM, apTepialbHOIO TillepTeH3i€l0 i MaTiHHAM. Y XIiHOK 3 TillepTeH3i€0
PHU3UK PO3BUTKY iHCYIbTY MOXKe Helro 30iJIblIyBaTUCS ITPU 3aCTOCYBaHHI IIpenaparis,
110 MICTATH TUIBKU ITPOTe€CTOreH.

IMesKi goCHigzKeHHs CBim4YaTh IIPO iCHYBAHHS IIEBHOTO, ITPOTE HE CTATUCTUYHO
3HaA4yIIoro 30iIbIIEeHHST PU3UKY PO3BUTKY BEHO3HOI TpoMOoeMOo1il (TpomM603
rmubOoKUX BeH, TpoMO0eMOO0JTist TereHeBoil apTepii), MOB’I3aHOT0 3 BUKOPUCTAaHHSIM
pemnaparis, III0 MICTSTh TiIbKK NPOTECTOreH. 3arajbHO BU3HaHI ¢paKToOpH, 110
MiABUIIYIOTh PU3KUK BUHUKHEHHS BeHO3HO1 TpoMOoeM6Oo07tii (BTE) BK/II0UalOTh:
ocobucTuit abo cimeiHuM aHaMHe3 (Hanpukiap, Bunagku BTE y 6patiB uu cectep abo
0aThKiB Y BITHOCHO MOJIOOOMY Billi); BiK; OXKUPiHHS, TPUBaja iMMoOinizariris,
paguKanbHi Xipypriudi BTpy4aHHst abo TpaBMU. Y BUIIAOKY TPUBaiol iMmmoObimizarii
PEKOMEHOYETHCS IPUNUHUTUA 3aCTOCYBaHHS IIpemnapary [iMeTpio (IIpu IIJIaHOBUX
olepallisgx IjoHalMeHIIe 3a 4 TUXKHI 0o 1l TpoBeieHHs) i He TOYMHATU 3HOBY MOTO
MIPUMOM paHillle HixK yepe3 2 TUXKHI Micasa moBHOI peabimiTarril.

Heo6xigHo OpaTu [0 yBaru OMigBUIIEHHS PU3UKY PO3BUTKY TpomboeMOomii y
HiCISAI0JIOrOBOMY IIepiomi.

Y pa3i BUHUKHEHHSI CUMIITOMIB BEHO3HUX Ta apTepialbHUX TPOMOOTUYHUX
3aXBOPIOBaHb ab0 ITim03pu Ha HUX JIiIKyBaHHS CJIi IPUITUHUTH.

[TyxnuHu

MerTa-aHani3 54 enigeMioOriYHUX OOCIiAXKEeHb BKa3y€e Ha He3HayHe MiOBUILleHHS
BimHOCHOTO puU3uKy (BP = 1,24) pOo3BUTKY paKy MOJIOYHOI 3a/I03U y KIiHOK, AKi
3aCTOCOBYIOTh OpaibHi KoHTpalenTuBu (OK), rOTOBHUM YHHOM Ti, III0 MICTATH
eCTporeH-nporectoreH. Lley nigBuieHU PU3UK IIOCTYIIOBO 3HUKAE MpoTaroMm 10
POKIiB ITic/Is1 3aKiHYEHHS NPUMOMy KOMOiHOBaHUX OpanbHUX KoHTpalenTusiB (KOK).
OCKinbKM paK MOJIOYHOI 3a/1034 y KiHOK BikoM 10 40 poOKiB BUHUKAE PiAKo,
30iIbIIIeHHA KiJIBKOCTI BUIIQAKiB AiaTHOCTUKY PaKy MOJIOYHOI 3aJ103U Y KIiHOK, SKi
BUKOPUCTOBYIOTh ab0 HellofaBHO BuKopucToByBanu KOK, € He3HaUHUM 100
3arajibHOTO PU3UKY PaKy MOJIOYHOI 3a/103U. ICHye OMHaAKOBUU PU3UK BUSBIEHHS PaKy



MOJIOYHOI] 3aJI03H y XKIHOK, SIKi IIpuUiMaly npenapaTy, 0 MiCTITh TiJIbKU
nporectoreH, abo KOK. OgHak iHdopMaliisi, 1110 CTOCY€EThCS IIpenapariB, IKi MiCTSATh
TiJIbKU ITpOTecToreH, 6a3yeThCcs Ha HabaraTo MeHIIIN KiTbKOCTi 2KIiHOK, AKi X
3aCTOCOBYIOTH, 1 TOMY BOHA € MEHII [IEPEKOHJIUBOIO, HiXK AaHi, 110 cToCcyoThca KOK.
Pe3ynbTaTu 1UX OOCIIOXKEHDb He HafalOTh NOKAa3iB iICHYBaHHS IIPUYUHHOIO
B3a€EMO3B’I3KYy. [TimBUIIIeHHS PU3UKY MOXKe OyTU 3yMOBJIEHE SIK OiNbIIl paHHBLOIO
OlarHOCTUKOIO PaKy MOJIOYHOI 3aJI034 Y XKIHOK, AKi BUKOpuCTOBYIOTh OK, Tax i
OiomoriyHo0 Mi€ro uUX IpernapaTiB abo moegHaHHAM 000X ¢akTopiB. Bin3HaueHo
TEHIEHIIi0, 10 paK MOJIOYHOI 3ajJI03H1, BUSIBJIEHUH Yy XKiHOK, IKi KONIU-HeOyOb
npurManu OK, K/IiHIiYHO MeHIII BUPpaXK€eHUM, HiXK y THUX, XTO HIKOJIM He BXXKHBaB OpaJibHi
KOHTpPaLENTUBH.

Y nmooguHOKUX BUMNAJKaX y XKIiHOK, SIKi 3aCTOCOBYBaJIM TOPMOHAJIbHI PEYOBUHHU, TTOAiOHI
1o Ti€el, 1m0 MicTuTh penapar [iMeTpio, criocTepiranucs goOPOsIKiCHI, a 11e pigiie -
37I0SIKiCHI ITyXJIMHU TEeYiHKY, SIKi B OKpeMUX BUNAJKaX IPU3BOOUIN [0 HeOe3meuHOol
0711 2KUTTS BHYTPIIIHROUYEPEBHOL KPOBOTEYi. Y BUNIaIKy BUHUKHEHHS CKapr Ha
CUJILHUM OiNb B emiracTpaabHiM OiASHIN, 30iTbIIeHHS ITe4YiHKU a00 MOsIBU 03HAK
BHYTPIIIHbOUYEPEBHOI KPOBOTEYi ITpU AUdEpeHIliliHiY OiarHOCTHUIIi CJIi BpaxOByBaTH!
MOXKJIMBICTh HAsIBHOCTI IYXJIMHU II€YiHKHU V XKIiHOK, K1 IpUUMalOTh IIpenapart
IimeTpio.

OcTteonopo3

3MiHM MiHepasibHOI HIiIIPHOCTI KicTKOBOI TKaHuHU (MIIIKT).

3acTocyBaHH4 IIpemnaparty [iMmeTrpio nigmitkam (12-18 pokiB) npoTsarom nepiony
JIIKyBaHHSA

12 mics1iB acoliitoBanocs 3i 3HUKEHHSIM cepenHboro 3HaueHHsda MIIKT y
rmornepekoBoMy Binmini xpebta (L2 - L4) Ha 1,2 %. [licnsg npunuHeHHS TiKyBaHHS
MIIKT nigBuiityBajniacss 3HOBY Y IIUX MalllE€HTIB.

CepenHs BigHOCHa 3Mina MIIKT Bim moYyaTKOBUX ITOKA3HUKIB 0 3aKiHYEHHS
JIiKyBaHHS cTaHoBua 1,2 % 3 miama3z3oHoM Mix -6 % Tta 5 % (OI 95 %: -1,70 % Ta
-0,78 %, n=103). [IoBTOpHE BUMipIOBaHHS 4Yepe3 6 MiCAIliB HiCJig 3aKiHYEeHHS
JIIKyBaHHA y HMiArpyImi 3i 3HUKeHuMU 3HaueHHaMu MIIKT noka3aslo TeHOEHIIIo 00
BiJHOBJIEHHS (CepenHs BifHOCHA 3MiHa Bif ITOYaTKOBUX MOKA3HUKIB: -2,3 % mpu
3aKiHyeHH] JIikyBaHHA Ta -0,6 % 4yepe3 6 MicALIB ITiCJIA 3aKiHYEHHS JIIKYBaHHS 3
mianma3zoHoM Mix -9 % 1ta 6 % (OI 95 %: -1,20 % Ta 0,06 % (n=60)).

[Mopy1iieHHS MiHEpalIbHOI UIiIJIBHOCTI KiCTKOBOI TKAHMHU Ma€ 0COOJIMBE 3HAYEHHS Y
NifJIiTKOBOMY Billi Ta y paHHIU Iepiof CTaTeBOI'0 OO3PiBaHHS, KPUTUYHUM Ilepiofn
poCTy KicTOK. HeBimoMoO, 4u 3MEeHIIUTH IIIKOBY KiCTKOBY MacCy Ta IIIIBUIIUTL PU3UK



repesgoMy KiCTOK y niTHbOMY Bitli 3HuKeHHA MIIKT y it momynsiil (IuB. po3min
«ditTu» Ta «®apMaKOIOTiUHI BIaCTUBOCTI»).

[Tepen moyaTKOM JIiKyBaHHS JIIKaQpIO CJIi 3BaXKUTHU IlepeBaru 3aCTOCYBaHHA
npenapaty [iMeTpio Ta MOXKJIUBI PU3UKHU 3aCTOCYBaHHS [OJI KOXKHOIO OKPEMOT0
MigJTiTKa, BpaXOBYIOYUH TAaK0XK HaASBHICTh CYTTEBUX (PAaKTOPiB PU3UKY OCTEOIIOPO3Y.

ApnekBaTHe 3aCTOCyBaHHS KaJibllilo Ta BiTaMiny D nmpu mieTuuHOMY XapdyBaHHi abo
IIPU 3aCTOCyBaHHI Xap4yoBUX M00aBOK € BaXKJIMBUM [JIs1 3TOPOBOT0 CTaHy KiCTKOBOI
TKaHUHHU y KiHOK yCixX BIKOBUX KaTeropil.

He cnoctepiranocsa 3auxkenssa MIIKT y nopocnux (ouB. po3nin «®PapmMakogruHaMidHi
BJIACTUBOCTI»).

Y mauieHToK, SIKi 3HaXOOATHCSA y TPYHi HiABUILEHOTO PU3UKY PO3BUTKY OCTEOMIOPO3Y,
peTenbHa OITiHKa CITiBBiIHOIIIEHHST PU3UK/KOPUCTD ITIOBUHHA OyTHU ITpoBeAeHa o
II04YaTKYy JIiIKyBaHHA IIpenapaToM [[iMeTpio, OCKIJIbKU PiBEHb €HOOTeHHUX €CTPOTEeHIB
IIOMIpHO 3HUXKYETHCS Ha TJIi JIIKyBaHHSA npemnapaToM [liMeTpio (OuB. po3min
«®apMaKoOrHaMiKa»).

Tamni ctauu

3a CTaHOM IIalliEHTOK 3 Jellpeci€lo B aHaMHe3l CJIifl peTeJIbHO CIIoCcTepiraTy i
OPUNINHUTY 3aCTOCYBaHHS IIpelapaTy IIPU PO3BUTKY BUPAKEHUX NPOSBIB Aenpecil.

[MpurHiyeHui HaCTPil Ta Aenpecis € modpe BimoMuMU ITOOIYHUMU SBUIAMHU, SIKi
MOXKYTh BUHUKHYTHY Ha TJIi 3aCTOCyBaHHS rOPMOHaJIbHUX KOHTPALENTUBIB (AUB. PO3AiI
«[TobiuHi peakiiii»). [lenpecisa Moxke OyTH CepHO3HUM CTAaHOM Ta € foOpe BigoMum
dbakTOpOM PU3UKY CYIlMOAIbHOI IIOBEiHKYU Ta caMory0cTBa. 2KiHKaM CIIifi TopaguTu
3BEPHYTUCS 00 JiKaps NPU 3MiHax HaCTPOIO Ta MOSBi CUMIITOMIB AEIIPECil, B TOMY
4uCIIi He3abapoM Miciisg moYaTKy IPUHMOMY.

[lieHorecT 3a3BMYal He BIJIMBAE Ha apTepialbHUM TUCK Y HOPMOTEH3UBHUX KiHOK.
[TpoTe, AKLIO TpUBaja KJIIHIYHO BHUpaXkKeHa TrilepTeH3id BUHUKAE IIi[ 4yac
3aCTOCYBaHHJ IIperapaTry, peKOMeHOYEThCI BIIMIHUTHU Iipernapar [liMeTpio Ta
JIIKyBaTH rinepTeH3sito.

[Tpu permuaouBi X0meCcTaTUYHOI XKOBTSIHUII Ta/ab0 cBepOexXy, 1110 BUHUKAJIH Y IIepiof
BariTHOCTi abo momepegHbOT0 3aCTOCYBAaHHS CTaTEBUX T'OPMOHIB, 3aCTOCYBaHHS
mpernapary CHIifl MPUINHUTH.

[lieHorecT MOXKe MaTH He3HaYHUU BIIJIUB Ha NepudepruyHy iHCYyTiHOPE3UCTEHTHICTh
Ta TOJIEPAHTHICTD A0 rioko3u. 2KiHKHM, XBOPi Ha IIyKpoBui miabeT, 0cOGIUBO 3
recTalliiHUM LIYKPOBUM IiabeToM B aHaMHe3i, TOBUHHI peTeIbHO 00CTEeXKyBaTUCS



IPOTSATOM 3aCTOCyYBaHHSA IIpenapary [iMmeTpio.

[HOAi MOZKe pOo3BUBATUCS XJI0a3Ma, 0COOIUBO y XKIiHOK 3 XJI0a3MOIO BariTHUX B
aHaMHe3i. KiHKM, CXUJIbHI IO BUHUKHEHHS XJI0a3MH, IOBUHHI YHUKATHU [il IIPAMUX
COHSYHUX ITPOMEHIB ab0 ynbTpadioneToBOro BUIIPOMIHIOBAHHS IIif Y4aC IPUHUOMY
npemnapary [iMmeTtpio.

IMOBipHICTH TO3aMaTKOBOI BariTHOCTI ¥ KiHOK, SKi BUKOPUCTOBYIOTH [OJII KOHTpPAIEeN1il
pernapaTy, 110 MiCTATh TIIBKU IIPOTeCTOTEeH, € BUIIO, HiXK y XKIHOK, SKi
3actocoByioTh KOK. Tomy A1t XKiHOK 3 IT03aMaTKOBOIO BariTHICTIO B aHaMHe3i abo
NMOpyHIeHHAM (QyHKIIil MaTKOBUX TPyO MUTAHHS IIPO BUKOPUCTAHHS IIpelnapary
IliMeTpio ciif BUPIIllyBaTU TiTbKU MiCIIsS PETENIbHOI OIliHKY CITiBBiMHOIIIEHHS
KOPUCTH/PU3UK.

[Tig yac 3acTocyBaHHS IIpemnaparty [liMeTpio MOoKe BUHUKATH IIEPCUCTEHIIIA (DOTIKYIIiB
(4acTo 3a3HAYAETHCA AK (PyHKIIIOHAJBHI KiCTHU I€EYHUKIB). BimbOIicTh 1IuxX (HOJIIKYIIIB €
0e3CUMIITOMHUMH, X04a AeSKi MOXKYTh CyIIPOBOIAXKYBaTUCSA O0IeM y TiJITHII Ta3a.

He BUKOPUCTOBYETHCA y repiaTpUUHIN IIPAKTHULIL.
JlakTO3a

KoxxHa TabsneTka npemnapaty [diMeTpio MicTuTh 62,8 MI' TaKTO31 MOHOTipaTy.
[TarieHTH 3 PiOKICHUMU CMIaJKOBUMHU 3aXBOPIOBAHHSIMU, [10B I3aHUMU 3
HemepeHOCHUMICTIO TajJlaKTo3H, AediluToM nakTa3u Jlanna abo manbabcopOiriero
TJIIOKO3M-TallaKTO3HU, IKi JOTPUMYIOThCSI 0€3/1aKTO3HOI Oi€TH, TOBUHHI BpaXOBYyBaTHU
KinbKiCTh 11i€l pedoBUHU y TabneTi npemnapaty [iMmeTpio.

3maTHiCTh BIUIMBATH HA IIBHIKICTH peakilili mpu KepyBaHHI aBTOTPAaHCIIOPTOM
a0o0 iHmMMHu MexaHi3ZMaMHu

He cniocTepiranu BIJIMBY Ha 30aTHICTh KepyBaTU aBTOTPAHCIIOPTOM Ta YIIPaBJIATHU
MexXaHi3MaMHU y HallieHTOK, SKi IpurMaJliy penaparTy, 110 MiCTITh Oi€EHOTeCT.

3acTocyBaHHSA y nepioa BariTHoOCTi a00 rogmyBaHHsI IPyaaio

BaeimHicmb

IcHy10TH OOMeEZK€eHi maHi om0 3aCTOCYBaHHS MIEHOTECTY BariTHUM JKiHKaM.
[ocnigKeHHs Ha TBapMHAaX He BKa3yIOTh Ha NPAMUM ab0 HEeNIPSIMUU PU3UKU
PENpPOOYyKTUBHOL TOKCUYHOCTI (AUB. po3ain «PapMaKOJIOTidyHi BTaCTUBOCTI»).

I[liMeTpio He peKOMEHOYETHCA 3aCTOCOBYBaTU BariTHUM XKiHKaM, TOMY 110 HEMAae€
nmotpebu JIiKyBaTU €eHOOMETPio3 y mepiof BariTHOCTI.



I'ooysarHs 2pydoro

JIikyBaHH4 npernapaToM [liMeTpio y mepiof rogyBaHHS I'PYAOI0 HE PEKOMEHAYETHCS.
HeBigoMo, 41 IIpOHUKAE OI€HOTeCT y TPyLHEe MOJIOKO XKIHKU. [laHi, OTpUMaHi y Xomni
OOCIigKEeHb Ha TBapMHaX, BKa3ylTh Ha MIPOHUKHEHHS Oi€HOTeCTy y TPyOHE MOJIOKO.
Cnig TpUUHATH PillleHHS PO NPUIINHEHHS roOAyBaHHS I'PyAnaio ad0 MpUNIUHEHHS
Teparrii mpemnapatoM [iMeTpio, 6epydu OO yBaru KOPUCTb TOOYBaHHS T'PYOOIO OIS
OUTHUHY i HeoOXimHICTh Teparril s XKiHKH.

depmuabHicMb

Ha mipcTaBi HagBHUX JaHUX MOXKHA CTBEPHAXKYBaTH, IO IIif Yac JIIKyBaHHA
npemnapaTtoM [liMeTpio y OiNbIIOCTi MalliEHTOK iHTiOyeThCSA oBynsllig. OOgHakK mpernapar
[liMeTpio He € TPOTU3aNJIiZHUM 3aCOO0M.

Ao noTpibHa KOHTpAIEIIlis, CJIif J0AaTKOBO 3aCTOCOBYBaTU HErOPMOHATbHUM
MeTo[ 3armobiraHHs BariTHOCTI (OuB. po3min «Crocib 3acTOCyBaHHS Ta [JO3U»).

Ha migcTaBi HassBHUX JaHUX MOXKHAa CTBEPAXKYBATH, 1110 MEHCTPYaJIbHUU LIUKJII
IIOBEPTAETHCS 00 HOPMHU IIPOTATOM 2 MICSILIIB MiCJId IPUIIUHEHHS JIIKYBaHHSA
npemnapartoM [limeTpio.

Cnocid 3acTocyBaHHsS Ta J03H

Cnocib 3acmocy8aHH

I71sT IepopaibHOTO 3aCTOCYBAHHSI.

Ho3y8aHHA

[MTpuiimaTtu no 1 TabneTwi moaHsa 6e3 IIepepBU Y 3aCTOCyBaHHI npenapaTry MpubInu3HO
B O[IVH i TOM Ke Yac, 3allMBaloYM HEeBEIUKOIO KibKicTiO pimuuu. TabneTku MOXHa
NpUKMMaTHU He3aJlesKHO Bif IPUUOMY 1xXKi.

TabneTku ciipg mpuiiMaTU perynasipHoO, He3aJlexKHOo Bif MEHCTPYaIbHOI KPOBOTEYi. fAK
TiTbKY TaOJEeTKY 3 OOHI€]l yIIaKOBKU 3aKiHYMIUCS, IIOYMHATHU IIpUUMaTU TabIeTKH 3
HaCTYIIHOl YIIaKOBKM, He POOJISYM IMepePBHU y 3aCTOCYBaHHi JIIKapChbKOT0 3aco0y.

BigcyTHIY mocBif siKyBaHHS IpenapaTtoM [[iMeTpio MalieHTOK 3 eHOOMEeTPio30M
IOBILIE

15 micsiiB.

[TpuiioM mpemapaTy MOXXHa pPO3IoYaTy y OyOb-IKUN JIeHb MEHCTPYaJIbHOTO ITUKITY.



3acTocyBaHHS OyOb-TKUX TOPMOHAJIBPHUX KOHTPALEIITUBIB CIIil MPUIHUHUTH IIepeq
IMoYaTKoOM Teparlil npemnapatoM [iMeTpio. AKmio HeoOXimHa KOHTpAIIEIIlis, CIIif
OOIaTKOBO 3aCTOCOBYBAaTH HErOPMOHAIbHUN MeTOM 3anobiralnHsa BariTHOCTI
(mampuknazn, 6ap’epHU MeToq).

ITponyck nputioMy /1ikapcbkoa0 3acoby

Y Bunagky nponycKy npuiiomy TabneTkKu, 61ioBaHHS Ta/abo miapei (1Ki Mmanu micie
IPOTATOM

3- 4 roguH micns npuiiomy TabneTku), eeKTUBHICTh npernaparty [liMeTpio Moxe
3MEHIIUTHUCSA. Y pa3i nponycKy nmpuitomMy ogHiel abo KinbkKox TabmeTok 1 TabieTKy CItim
NPUUHSATH, SIK TiJIbKY XKiHKa 3rafa€ npo 1ie, a HaCTyIIHy IpUiMaTH y 3BU4YalHUN 4ac.
AHarnoriuno, TabneTKy, 110 He BCMOKTajiacs depe3 OioBaHHS abo0 giapero, Ciifg
3aMiHUTH Ha iHIITYy TabJIEeTKY.

ITo0amkosa iHppopmauis w000 3aCmMoCy8aHHA 8 0C0DAUBUX 2pYyNAX NAUiEHMI8

ITauieHmu AiMHBLO20 BIKY

HemMae BiAmoBigHMX IIOKa3aHb [JIg 3aCTOCYBaHHA IIpenapary [liMeTpio nmamieHTKaM
IIi€l TPyIH.
IleuiHkosa HeOocmamHicmb

[IpemapaT npoTUIOKa3aHUM IMalliEHTKaM i3 TAXKKHUM 3aXBOPIOBAHHSIM II€4YiHKM HUHI
abo B aHaMHe3i (ouB. po3min «IIpoTUIIOKa3aHHSI»).

Hupkosa HedocmamHicmb

Hemae XomHUX OaHUX, 110 CBig4YaTh MPo NOTpedy B KOPEKIIil Jo3U [JIs MalliEHTOK 3
HUPKOBOIO HEIOCTATHICTIO.

itk
[Ipenapart [liMeTpio He MOKa3aHUM [OJIg 3aCTOCYBaHHA OITAM OO HaCTaHHSA MeHapXxe.

Be3neky Ta eeKTHUBHICTh 3aCTOCYBaHHS npernaparty [liMeTpio Oy10 mocmigzKeHo y Xomi
HEKOHTPOJIbOBAHOTI0 AOCIHiAXKeHHS poTarom 12 micauis y 111 nmamieEToK
HiAJIITKOBOI'O BIKY

(12 - <18 pokiB) 3 KJIiHIYHO TiK03pIoBaHUM abo IMiATBEPOXKEHUM €HIOMETPio30M (OUB.
po3minu «OcobamMBOCTi 3acTOoCyBaHHSI» Ta «®PapMaKOJOTiYHi BTaCTUBOCTI»).

EdekTuBHicTh npemnapaty [liMeTpio OyJia MpogeMOHCTpOBaHa MpH JIiKyBaHHi
eH0MEeTPio3y, acolliioBaHOTro 3 Ta30BUM OoneM, v mimmiTkiB (12-18 pokis) i3
3arajbHUM CIPUSATINBUM npodinem 6e3meKu Ta IepeHOCUMOCTI JTiIKapChKOT0 3aco0y.



3acTocyBaHH4 IIpernapary [liMeTpio y HigjIiTKiB IPOTATrOM Iiepiony JikyBaHHS 12
MICSIITiB aCOIlif0oBaJIOCs 3i 3HUKEHHSIM CepeqHbOr0 3HaUYeHHSI MiHepaJsIbHOI IIiJTbHOCTI
KicTkoBoi Tkanuuu (MIIIKT) y monepekoBoMy Binmini xpebta Ha 1,2 %. ITicnsa
npunuHeHH4 nikyBaHHA MIIKT migBuiyBasiacss 3HOBY Y LIUX ITAIIE€HTIB.

[MopyIieHHS MiHEpaIbHOI UIiIJIbHOCTI KiCTKOBOI TKAHUHU Ma€ 0COOJIMBO BaXKJINBeE
3HaQUeHHs y MiIJIITKOBOMY BIilli Ta Yy paHHbOMY II€piofi CTaTeBOr0 JO3PiBaHHS,
KPUTUYHOMY IIepiodi pocTy KicTok. HeBimoMo, 4 3MEHIIUTS IIIKOBY KiCTKOBY Macy Ta
HiBUIINTL PU3UK II€PEIOMY KiCTOK Y JIITHbOMY Billi 3HMKeHHA MIIKT y min
TIOITYJISIIil.

TowMmy J1iKapo CiIifl 3BaXKUTHU IIepeBaru 3aCTOCyBaHH4 IIpenapary [liMeTpio Ta MOXKJIMBI
PU3UKM 3aCTOCYBaHHS OJII KOXKHOT0 OKpPEMOTo mifjiTKa (ouB. po3fginu «OcobaImuBOCTi
3acTocyBaHHSA», «®apMaKOOWHaMi4Hi BIaCTUBOCTI»).

Ilepeno3yBaHHA

IocmimKeHHs TOCTPOl TOKCUYHOCTI, ITPOBEMIEHI 3 TiEHOTreCTOM, He BKa3yBa/Id Ha PU3UK
PO3BUTKY I'OCTPUX MOOIYHUX peakiliil y BUIIaJKy HEHaBMHUCHOTO IIPUMOMY KiJTbKOX
no00BUX TepaneBTUYHUX O03. 2KogHux cnenmudiyHUX aHTUOOTIB HE iCHYE.
3actocyBanHusa 20- 30 Mr mieHorecty Ha o0y (1o y 10- 15 pa3iB Bullle, HiXK 03a y
TabsneTii nmpenapaty [diMeTpio) ynpomoBK Oinbliie 24 TUXKHIB TePEHOCUIIUCS OyXKe
mobpe.

IToOiuni peakmii

[To6iuHi peakilii onmcaHo 3rigHo 3 MedDRA.

[ToGiuHi peakirili HaWYacTillle PO3BUBAIOTHLCS IIPOTATOM IIEPIITUX MiCSIiB 3aCTOCYBaHHS
npemnaparty [iMeTpio 1 3HMKAIOTh YV IIPOLEC IiKyBaHHA. MOXKYTh CIIOCTEPIraTUCs 3MIiHU
XapaKTepy KpOBOTeY, TaKi SK KpoBOMa3aHHS, HEPETYISAPHiI KpoBOoTedi abo amMeHopes.

[ToBimoMiisiniu PO HACTYMHI IMOOiIYHI peaxiiil Mg Yyac JmiKyBaHHS IIpenapaTtoMm [liMeTpio.
[To6GiuHi siBUINA, TIPO AKi HaW4YacTillle MOBiMOMIISIIN ITi Yac JTiKyBaHHS IIpermapaToM
IlimeTpio, BKIIOYAIOTh To1oBHUM 0inb (9,0 %), nuckoMdopT y MOIOYHUX 3as03ax (5,4
%), npurHidenuu Hactpiu (5,1 %) i akue (5,1 %).

Kpim Toro, nikyBaHHA npenapaTtoM [[iMeTipo BIIJIMBA€ Ha XapaKTep MeHCTPyaJIbHUX
KPOBOTEeY y OiNTbIIOCTI KiHOK. XapaKTep MeHCTPyaJbHUX KPOBOTEY OILiHIOBaJIN
CUCTEMaTHUYHO 3 BUKOPUCTaHHAM IIIOOEHHUKIB IIAalliEHTOK Ta aHaJjli3yBalu i3
3acTtocyBaHHAM MeTony BO3 npotsarom 90-meHHOro 3BiTHOTO Iepiony. [IpoTtsarom
nepmux 90 gHIB Tepamil npenapaToM [liMeTpio cmocTepiraau HaCTYIIHI XapaKTepu
kpoBoTed (n=290; 100 %): ameHopes (1,7 %), HeyacTi KpoBoTedi (27,2 %), 4acTi



KpoBorTedi (13,4 %), HeperynsapHi KpoBoTedi (35,2 %), TpuBasi KpoBoTedi (38,3 %),
HOpMaJlbHa MeHCTpPYyaJibHa KpPoBOoTeYa, TOOTO KOHa 3 MonepenHix kareropitt (19,7 %).
[IpoTsArOM 4eTBEPTOIr'0 3BiTHOI'O IIEPIONY CIOCTEpIrajaucs HaCTyIIHI XapaKTepu
KpoBoTed (n=149; 100 %): ameHopes (28,2 %), HedacTi KpoBoTedi (24,2 %), 4acTi
KpoBoTedi (2,7 %), HeperynsapHi kpoBoTedi (21,5 %), TpuBasi kposoTedi (4,0 %),
HOpMaJibHa MEeHCTPYyaJibHa KPOBOTeYa, TOOTO siKa He BiHHOCUTHCS OO0 KOIHOI 3
rnonepenHix KaTeropiu

(22,8 %). 3miHM XapaKTepy MeHCTPyaJIbHUX KPOBOTEY JIMIIE iHOAI HOBIHOMIISANIN SIK
nmo6iyHi peakil y maiieHTOK (OUB. TaOIUII0 MOOIYHUX peakilii).

Y tabnuii 1 3a3HaveHi mobiuHi peakiril BignmoBigHo mo Kinacudikaiiii MedDRA
(MedDRA SOCs), po sKi TOBimOMIISIIN i Yac JIiKyBaHHS mpenapaTtoM [liMeTpio, Ta
IX 4acToTa.

Y Mexkax KOXKHOI rpynu 1mobiuyHi epeKT 3a3HadyeHi y NOPAOKY 3MEHIIEeHHS YaCTOTH:
gacTo (Big = 1/100 go <1/10) i HeuacTo (Big = 1/1000 mo <1/100). HacTtoTa
BH3Ha4YeHa Ha MificTaBi 00’€gHaHUX JaHUX YOTUPHOX KIIIHIYHUX OOCIiOXKEeHb 3 y4acTIO
332 nanieHTok (100 %).

Tabnuisa 1

[To6iuni peaxkii, ¢pa3za III kmiHiyHUX Hocmigxkenb, N= 332

(MedDRA) YacTo HeuacTo

3 60Ky cuCTeMH KpOBi Ta

. . aHeMida
nTiMpaTUYHOl CUCTEMU
MeTab071i3M Ta MOPYIIEeHHS . . 3HU2KEHHSI MaCH Tijla, Iifl
) OigBUIIEHHS MacCH Tijla
00MiHYy pe4yoBUH aIleTUuT

IIPUTHIYeHUH HACTPIH, ,
. _ 3aHEMNOKOEHHS, MeIpecisi,
ITcuxiuHi po3nagu IIOPYIIEHHS CHY, HEPBO3HICTh,

. , HaCTPOIO
3HUXKEHHS J1i0ig0, 3MiHKM HaCTPOIO

. . _ IIOPYIIIEHHS BereTaTUBHOI
3 OOKy HEPBOBO1 CUCTEMU roI0BHUU Oinb, MirpeHb
MIOPYILIEeHHS yBaru




3 60Ky opraHiB 30py

CyXiCTh Oo4en

3 OOKy OpraHiB CIIyXy Ta
BeCTUOYJIIPHOTO anapary

IO3BIiH y ByXax

3 OOKy cepus

Hecnequ@ivyHi QUPKYIATO;
TIOCUJIeHE CepleduTTsa

3 00Ky CyOouH

apTepiasibHa rinoTeH3isa

3 00Ky OuxasibHOI CUCTEMH,
OpraHiB IPyoHOI KIIITKM Ta
CepenoCTiHHA

OUCIHOEe

3 OOKY IIIJTYHKOBO-KHUIITKOBOT'O
TPaKTy

HyZmoTa, Oifb y )KUBOTI,
MeTeOpu3M, 3OYTTS JKUBOTA,
OJ1I0BaHHS

miapes, 3amop, OUCKOM(O]
TTOPOZKHUHI, 3alajieHHs I
KHWIIIKOBOI'O TPAKTYy, I'iHTIB

3 OOKYy IIKipu Ta IMigIKipHOl
KJIITKOBUHU

aKHe, aJIonelris

CYXICTB LIKipH, TiIeprigpo
ripcyTu3M, OHIXOKIIa3is, JI
OepMaTuT, IOPYLIEHHS PO
peaxiiili GoTO9YyTIMBOCTI, :
HirMeHTalril

3 OOKy OIIOPHO-PYXOBOIi
CUCTEMHU Ta CIOJIy4YHOI
TKaHUHU

0inb y ciuHi

0inb y KicTKax, M’'s130Bi CY,
KIiHIIBKaX, BIOUYTTS TSIXKK
KIHIIIBKax

3 OOKy HHUPOK Ta
CEeYOBUOIJIbHOLI CUCTEMHU

iH(pEeKITisI CeYOBUBITHUX III



3 00Ky pPenpOoayKTHUBHOIL
CUCTEMH Ta MOJIOYHHUX 3aJ103

OUCKOMMPOPT Y MOJIOUHUX
3aJ103ax, KicTa I€EYHUKIB,
MIPUIIJINBU, MaTKOBi/ BariHasbHI
KPOBOTEYI,

B T.9. KPOBOMa3aHHIA

BariHaJIbHUM KaHOUO03, C)
Ta MiXBU, BUOIJIEHHS 31 CT¢
oprasis, Oiflb y OiNSAHII Mé
aTpo(divyHUM ByJIbBOBATIHI"
MOJIOYHHUX 3aJ103, KICTO3H(
3aXBOPIOBAHHS MOJIOYHUX
HarpyOaHHS MOJIOYHUX 3a

3aranbHi po3nagu Ta MicIeBi
peaxkiiii

aCTeHIYHi CTaHu, OpaTiBJIUBICTh

HaOpsSK

TakozK crocTepiranucs HaCTyIIHi MOOiYHi peakilil: mepCcUcTeHLisA POIiKyIIiB,

MiABUIIIEHHS alleTUTy, Peakllil rinep4yTInuBOCTi.

[H11i cepito3Hi mOOGiIYHI peakilil criocTepiraaucs Imig 4Yac 3aCTOCYBaHHSI CTEPOITHUX

CTaTeBUX TOPMOHIB ITporecToreHiB (OuB. po31in «Ocob6IMBOCTI 3aCTOCYBaHHS»):

BEHO3Hi Ta apTepianbHi TpoMO0eMOOIiYHiI ITOPYIIIeHHS, apTepiaybHa TrinepTeH3is,

iH(papKT MioOKapmaa, iHCyJIbT, HOBOYTBOPEHHS MOJIOYHUX 3aJ103, IyXJIMHU IEYiHKH,

Bi)IqYTTﬂ )II/ICKOMd)OpTy y CIIHHI, XJI0a3Ma, X0JiIeCTaThu4YHa XKOBTSAHULIA, OCTeOoIIopo3

(muB. HUXKYE), 3MiHU TOJIEPAHTHOCTI [0 TI'JIIOKO3U ab0 BIIIUB Ha Iepudepudny

IHCYJIIHOPE3UCTEHTHICTh.

3HUKEeHHS MiHepaJIbHOI HIiIJIbHOCTI KiCTKOBOl TKaHUHU

Y Xomi HEKOHTPOJILOBAHOTI'O KJIIHIYHOI'O OOCIIIAXKEeHH 3 yyacTio 111 marnieHToK

nigmiTKoBOrO BiKY (Bim 12 0o <18 pokiB), siKi OTpUMyBaIud Tepallilo mpenapaToM
Himetipo, 103 manu BuMiptoBaHsa MIIIKT. ¥ 65mu3bko 72 % y4acHUKIB HOCHiIKEHHS

cuocrepiranocs 3uuxkeHHs MIIKT nonepekoBoro Bigginy xpebta (L2 - L4) micnsa 12

Mics11iB 3acTOoCyBaHHs (OuUB. po3mis «OcoOIUBOCTi 3aCTOCYBAHHS»).

IToBigOMIEHHS IIPO HigO3PIOBaHi NOOiYHI peakxiril

[MToBimoMiieHHS PO MimO3pIoBaHi M00iIYHI peakxilii y mepios MoCcTMapKeTUHTOBOTO
CIIOCTEpPEeXKEHHS € OyXKe BaXXJIMBUMHU. Lle ma€ MOXKIIUBICTh 3OiMCHIOBATU KOHTPOJIb

CHiBBiIHOIIEHHS KOPUCTh/PU3UK 3aCTOCYBaHHS JIiIKapChKUX 3aco0iB. MenuyHi

MpaliBHUKY ITOBUHHI MOBIZOMIISITH IIPO Iif03pioBaHi mobiyHi peakiiii.

TepMiH NpUIATHOCTI

2 POKH.



VYMmoBHu 30epiranHs

BigcyTHi oco6muBi BUMOTH CTOCOBHO 30epiraHHs jIiKapCchKOTo 3aco0y.
VYnakoBka

[To 14 TabneTok y 6micTepi, 1o 2 OicTepu B KapTOHHiM KOPOOIIi.
Karteropisi Biognycky

3a pelenTom.

BupoOHUK

AT «Apamen ®apma», [Tonbima/Adamed Pharma S.A., Poland.

Micue3HaxoIKeHHsI BHPOOHHKA Ta MOro ajJpeca MiCIisi IpoBaaKeHHsI
IisIIHLHOCTI

Byn. Mapu. [Ixk. ITincyacekoro 5, 95-200, ITa6’suine, ITonbiia/ul. marsz. J.
Pilsudskiego 5, Pabianice, 95 - 200, Poland.

[Ixkepesto iHCTPYKITil

[HCTpyKIIifo TiKapChKOTro 3aco0y B3aTO 3 0illiiHOTO mKepesia — [lepKaBHOTO PEECTPY

JIiIKapChKHX 3ac00iB YKpalHu.



http://www.drlz.com.ua/
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