IHCTPYKIIA

IJIsI MEJUYHOI0 3aCTOCYBaHHs JIiIKapChKOI'0 3aC00y

ECMIsA

(ESMYA®)

Cknaod:
0ilo4ya peyosuHd: yJiNpUCTaJly aleTar;
1 TabneTKa MiCTUTH 5 MT yIIIpUCTaNy aleTarTy;

0ONOMIdiCHI peyosuHU: 1IeJTI0NI03a MiKpoKpucTaniyHa, MaHiT (E 421), Tanbk, HaTPil0 KPOCKApPMEI03a,
MarHito cTeapar.

JIikapcbka ¢popma. TabneTku.

OcHosHi (pi3uko-xiMiyHi 81acmueocmi: KpyTJli ABOOMYKII TabneTku 6ioro abo matizke 6is1oro KOJIbOPY
3 rpaBitoBaHHAM «ES5» 3 ogHOTO OOKY.

QapmaKOTepaneBanHa rpyma.

CTaTeBi TOpDMOHY Ta MOMYJISITOPY CUCTEMHU CTAaTEBUX OPTaHiB, MOOY/ISITOPH PELENTOPiB
TIPOTECTEPOHY.

Kopm ATX G03X B02.

®apMaKoI0riyHi B1aCTHBOCTI.

Yninpucrany alieTart - mepopaabHUM CHHTETUYHUY CEJIEKTUBHUM MOAYISATOP IPOreCTEPOHOBUX
PelenTopiB, 10 XapaKTePU3YETHCI TKAaHUHOCTIEU(PIUYHUM YaCTKOBUM aHTUIIPOTECTEPOHOBUM
epeKToM.

MexaHi3M mil.
Vninpictany amerat 6e3mocepeHbO BIIJIUBAE HA €HIOMETPii.

Yninpucrany aneTaT YUHUTH IPSIMUYN BIUIUB Ha Gi6poMioMu, 3MEHIIYIOYH X PO3MIp LIUISIXOM
IpUTHIYeHHS npoJideparil KJIiTUH Ta iHAYKIIi1 alonTosy.

dapmakoOuHamika.

ExngoMeTpiii



K110 WoAEeHHE 3aCTOCYBaHHS IIpenapaTy B 1031 5 MI TOYHMHAETHCS IPOTATOM MEHCTPYaIbHOTO
IIVKJTY, Y Oi/TbIIOCTI XKIiHOK (BK/TIOUAIOUM MallieHTOK 3 MiOMOIO MaTKM) YeProBa MEeHCTpYyallis
30epiraeTbCs, a HACTYIHI He HACTAIOTh 10 IPUNUHEHHS JIiKyBaHHS.

[Ticns 3akiHYeHHS JTiKyBaHHS BimOYBA€THCS BiMHOBIEHHS MEHCTPYAIbHOTO IUKITY MIPOTSTOM
4 TUXHIB.

[TpsiMu BIIMB Ha €HAOMETPil IPU3BOAUTD 0 ClelupivyHUX I IHOr0 KJacy IpelaparTiB
ricronmoriunux 3miH B eHnoMeTpii, Tak 3BaHuM PAEC (Progesterone Receptor Modulator Associated
Endometrial Changes - 3MiHU B eHIOMeTpIl, TOB'I3aHi 3 MOTY/ISITOPOM IIPOTECTEPOHOBUX
perenTopi). JK MpaBuIIO, FiCTONOTiYHA KapTHHA IPeiCTaBlIeHa HeaKTUBHUM i cj1abo
IpOoTihepyYUuM emiTesieM, 10 CYIPOBOAKYETHCS aCUMETPI€I0 POCTY CTPOMH i eIiTesIio Ta
IIPU3BOAUTH [0 BUPaKEHUX KiCTO3HUX PO3IIMPEHbD 3aJ103 31 3MIlIaHUMU eCTPOreHHUMU
(MITOTHYHKMHU) i IpOrecTareHHUMH (CEKPEeTOPHUMH) BIIMBaMM Ha emiTenid. Taki 3MiHA
cnoctepiranucs npubnusHo y 60 % mallieHToK, 110 TpuiMany yainpucTany aneTaTt IpoTsaroM 3
MicsiiB. Lli 3MiHM € 000POTHUMHU ITiCIII IPUIMHEHHS Teparii. BUsSBIeHHS TaKUX 3MiH He CJIif
IIOMHUJIKOBO IIPUKMATH 3a Tillepria3iio eHagoMeTpis.

[Tpubnu3Ho y 5 % MallieHTOK PeIPOOYKTHUBHOIO BiKY 3 TSXKKMMU MEHCTPyaIbHUMU KPOBOTEYaMHU
TIOTOBINIEHHST eHOOMETPisI CTAHOBUTH Oinbie 16 MM.

[Tpubnu3suo y 10-15% narieHToK, SKi OTPUMYIOTh YIIpUCTaNy aleTaT, eHIOMeTpiil Moxe
IIOTOBIIYBaTUCH (> 16 MM) B X0Ai mepuoro 3-MiCAYHOT0 KypCy JIiKyBaHHS. Y pa3i IOBTOPHUX KYPCiB
Tepallii MOTOBIIEHHS EHIOMETPisl CIIoCTepiranocst 3 MeHIO0 YacToTo (4,9 % mallieHToK micis
npyroro Kypcy Teparii i 3,5% micns 4eTBepToro). Lle mOTOBINEHHS 3HUKAE MiC/IS IPUNUHEHHS
IpUoMy IIpenapaty i BifHOBIeHHSI MeHCTpYyallii. [Ipu 36epexkeHHi IOTOBILIEHHS EHOOMEeTPis Mics
BiIHOBJIEHHSI MEHCTPYallill Mif Yac mepiofiB nepepuBaHHs Teparii abo yepes 3 micsaui micns
3aKiHYeHHS KyPCiB Teparil A1 BUK/II0YEeHHS iHIINX 3aXBOPIOBaHb CJIiJ IPOBECTU CTaHAapTHE
00CTeXKeHHS.

linodis

IoboBa [03a yIinmpucTaty aneTaTy 5 Mr IPUTHIYY€E OBYJIALI0 ¥ OiNIBIIOCTI MallieHTOK, 110 IOMITHO 3a
piBHEM IIPOreCTEPOHY, KWW CTaHOBUTEL 61113bK0 0,3 HI/MIL.

Io6oBa mo3a yIimpucTaly aleTaTy 5 MI YaCTKOBO 3HUKYE BMICT (DOTIKYIOCTUMYII0I0YOTO0 TOPMOHY
(®CT') B cupoBaTLi KPOBi, OMHAK KOHIIEHTPAIlid eCTPagioly B CHPOBaTLi KPOBi IIiATPUMYETHCS Ha PiBHI
cepenHbol GoikyngpHol pa3u y OiNbIIOCTi MalliEeHTOK i BigmoBifae Takii y rpymi mniaie6o.

Yninpucrany aleraT He YHHUTH BIUIMBY Ha KOHIEHTpPAIlil mupokcuH3e’ 3yuo2o 2100yaiHy (T3T),
agpPeHOKOPTUKOTPONHOT0 ropMoHy (AKTI') abo mposlakTUHY B CHPOBATIII KPOB.

Krniniyna ebeKTUBHICTS i 6e3meka

3acmocysaHHA Y nepedonepauitiHomy nepiodi

EdekTuBHICTh PiKCOBAHMX OOHOKPATHUX NOOOBUX 103 yIimpucTany ametraty 5 Mri 10 mr
OITiHIOBAJIaCsl B ABOX PAHIOMi30BaHUX MOABIMHUX crminux 13-TuxkHeBUX gocnimxkerHsax 111 das3u, mo
aKux OynIM BKIIIOYEHi MallieHTKHY 3 AyKe TAKKO0I0 MeHCTPYyalbHOI0 KPOBOTEUEI0, TI0B’I3aHOI0 3
¢i6po3HuMYU yxnuHAMK MaTKuU. [locigxkeHHs 1 Oy0 MOABIMHUM CIIinuM Ta Iianebo-
KOHTPOJIbOBaHUM. [ y4acTi B OCTig>KEeHHI BifOupanucs MallieHTKYA 3 03HaKaM¥ aHeMil



(Hb <10,2 r/mmn), sKi 0ogaTKoOBO OO0 OCHOBHOTO JTiKyBaHHS OTPUMYBaJIH IIpeliapaTy 3ajlisa (Fe*) y D031
80 Mr nepopasbHO. Y OOCIiAXKEeHH] 2 TPOBOLUIIOCS IIOPIBHAHHSA 3 IIpernapaToM JIEUIIPOpeTiH
(«aKTUBHUU KOHTPOJIb»), IKUY IPU3Ha4YaBCs OOWH pa3 Ha MiCIb B 103i 3,75 MI BHYTPIIIHEOM 30BO.
Y oMy mocmifKeHHi 3aCTOCOBYBaBCSI METO, «IIOABIMHOTO MacKyBaHHS» (KOHTPOJIb 3a AOIIOMOI00
nBox mane6o). B 060x mocmifiKeHHSIX MEeHCTpyalbHa KPOBOBTpATa OIiHIOBajIacs 3a 0II0MOI010
rpadidHoil mKanu OoIiHKM MeHCTpyasnbHOl KpoBoTedi (Pictorial Bleeding Assessment Chart (PBAC)).
Cyma 6amniB 3a PBAC > 100 npoTsarom nepiux 8 AHIB mic/is MeHCTpYyallil BBaXKa€eThCS 03HAKOIO
IiABUIIEHOl MEHCTPYa/IbHOI KDOBOBTPATH.

Y mocmigxenHi 1 cTaTUCTUYHO 3HAYYIII BiAMIHHOCTI CIIOCTepiranucs B MOKa3HWKaX 3HUXKEHHS
00’eMy MEHCTpPYyaIbHOI KPOBOBTPATH HA KOPUCTH YIIIIPUCTAITY alleTaTy MOPiBHSHO 3 miare6o (IuB.
tabnuiro 1), mo Tpu3BoaUIIO [0 GinbIl MIBUAKOI i eheKTUBHOI KOpeKIlii aHeMii TOPiBHSHO 3
IIPUMOMOM Ti/IbKY IIpernaparTiB 3aii3a. AHaJIOTIYHO MallieHTKY, 110 IPUUMalIi YIIiIpuCcTaly aleTar,
Masu OinbIll BUpaXkeHe 3MEeHILeHHS po3Mipy MioMU 3a pe3yiabTaTaMu MarHiTHO-pPe30HAHCHOI
tomorpadii (MPT).

Y mocnifKeHHi 2 3MeHIlIeHHSI MEHCTPyaIbHOI KPOBOBTpaTH GyJI0 MOPIBHSAHHUM B IPyIax
3aCTOCYBaHHS YIIIPUCTay alleTaTy i JeUIPOpeIiHy - arOHiCTa TOHaAOTPOIIIH-PUII3UHT TOPMOHY
(TPT). Y GinbImocTi manieHToK, SKi OTPUMYBaIH YIIPHUCTay alleTaT, CIOCTepirasocs MpunuHeHHS
KPOBOTeUi (aMeHOpes) IPOTSITOM IEePIIOro TUXKHS Tepamil.

Po3Mip Tphox HaUOINBIIKMX MiOM OILiHIOBaIM 3a JOTIOMOT0I0 y/IbTPa3ByKoBoro pocuimxkenus (V31I) B
KiHII KypCy JiKyBaHHS (TUXOeHb 13) Ta IPOTATOM Iie 25 TUXKHIB HACTYIIHOTO CIIOCTEPEeXEHHS Y
TAlliEHTOK, IKUM He BUKOHYBAJacs ricrepekromisi abo MioMekToMis. 3MeHIIIeHHS PO3Mipy MioM
IIPOJOBXKYBAJIOCS IIPOTATOM IIePiOfy IOJAbIIOr0 CIIOCTEPEXKEHHS Y MAIIEHTOK, IKi OTPUMYBaIu
YIINpHCTaly aleTar, a B TPYIi TeUnpopeniny Oyno BUSBIIeHO OesKe BifTHOBIEHHS 3POCTaHHS MiOM.

Tabmuiga 1.

Pe3ynbTaTu epBUHHOI Ta BUOIPKOBI pe3ynbTaTy BTOPUHHOIL OI[iIHKM ITOKAa3HUKIB e()eKTUBHOCTI B
KIiHIYHUX pochimxkeHHaX [II ¢pa3mn.

I[lapamerpu |Jocmimxkennst 1 HocaimxKkeHHs 2
[Inamedo |Yainpucrany|yainpu UTesnmpopein]y ninpuctanylyrinpucrany)
aleTaTt cTajay 3,75 mr/Mic [|amerat alerart
5 Mr/meHp |amerar 5 Mr/meHb 10 Mr/oeHn
10 Mr/meHn
N = 48 N = 95 N = 94 N =93 N =93 N = 95
MeHCTpY
|anbHA
KpPOBOTEYa
Meniana PBAC|376 386 330 297 286 271
Ha II04aTKy
NOCHIiAKEHHS
MeniaHa 3MiH |-59 -329 -326 -274 -268 -268
Ha
13-my TuXkHI
[lamienTku 3 |3 |69 76 74 70 85
ameHopeeio [(6,3 %) (73,4%) "' (81,7 %)* [(80,4 %) (75,3 %) (89,5 %)
Ha

13-My THXKHI




IMamienTku, |9 86 86 82 84 93

Y SIKHX (18,8 %) [(91,5%)" [(92,5%) "' [(89,1 %) (90,3 %) (97,9 %)
MEHCTPY
QJIbHA
KpoOBOTeYa
HOpMaJTi
3yBaJIaCh
(PBAC

< 75) Ha
13-my THXKHI
MepiaHna 3MiH |3,0 % -21,2 %° -12,3 %* -53,5 % -35,6 % -42,1 %
[00’emy MmioMu
BiJl IOYATKY
IOCJIiI2KeHb 0o
13-ro TuxHST

YV mocmimxenHi 1 3MiHa 3araJbHOTO 00’eMy MiOMU IIOPiBHSIHO 3 BUXiTHUM 3HaYEHHSM OIliHIOBaJacs
3a mommomoroi MPT. Y mocnigxkenHi 2 00’eMu TPhOX HAMOINBIINX MiOM BU3HAYaAINCS 3@ JOIIOMOTOI0
V3. 3Ha4yeHHs, BULiNEH] XKUPHUM IIPUQPTOM, BKa3yIOTh Ha 3HaYHI BiAMIHHOCTI IpU NOPiBHAHHI
yrninpucTany anerary i Koutposto. Li BigMiHHOCTI 3aBxkau OyIu Ha KOPUCTH YIIIIPUCTAIY alleTaTy.

3mauenns P: ' = <0,001; > = 0,037; °* = <0,002; * = <0,006.

[loszocmpokose (baeamokpamHe iHmepmimyroye) 3aCmocy8aHH A

JoBroctpokoBa eheKTUBHICTb OMHOKPATHUX (BiKCOBaHUX 03 YIIIPHUCTany auetraTty 5 Mr abo 10 mr
Oyrna Bu3Ha4eHa B IBOX JociimxkeHHX I ¢a3u, B AKUX OIiHIOBANIUCS MaKCUMyM YOTUPU

3-MicAYHMX KypCH iHTepMIiTyI040] Teparllii y MaI[ieHTOK 3 TSIXKKUMU MEHCTPyaJbHUMU KPOBOTeYaMH,
OB’s13aHUMU 3 HiOPO3HUMHM MyXTUHAMHU MATKHU. [loCimKeHHs 3 SBsIO COO0I0 BiTKPHUTE
OOCHiAKEHHS 3aCTOCYBaHHS YIIINIPUCTay aneTaty B 1031 10 Mr, B IKOMY ITiC/Ig KOKHOTO 3-MiCI4YHOTO
Kypcy Teparrii ciaigyBanu 10 gHiB momBiftHOI ciinoi Tepamnil mporectTuHoM abo mnare6o. [locmigKeHHs
4 aBnsino co0oi0 paHmoMi3oBaHe MOABiHE CIlille KITiHiYHe [MOCTiIXKeHHS 3aCTOCYBaHHS YIIIPUCTAITy
aleTaTy B fo3ax 5 abo 10 mr.

Y xomi mocmipxkens 3 i 4 Gyna BinmiueHa eheKTUBHICTh BiTHOCHO KOHTPOJIIO CUMIITOMIB MiOMU MaTKHU
(HampuKJiafi, MaTKOBa KPOBOTeYa) i 3MEHIIIeHH PO3MipiB MioMu mmicnis 2 i 4 KypcCiB JIiKyBaHHS.

Y mocnipxkeHHi 3 epeKTUBHICTD JIiKyBaHHSA CIIOCTepiranacs mpoTsarom > 18 micsiiB 6araTropa3oBoi
iHTepMiTyiogoi Teparii (4 Kypcu i3 3acTocyBaHHSAM 03U 10 Mr ofivH pa3 Ha fo0y): Ha MOMEHT
3akiHyeHHs 4 Kypcy Tepamii y 89,7% nauieHToK Oyia 3apeecTpoBaHa aMeHOpes.

Y mocnipxenHi 4 y 61,9% i 72,7% matiieHTok Oyna 3apeecTpoBaHa aMeHOpesl Ha MOMEHT 3aKiHUeHHS
1-ro i 2-ro Kypcy Tepamii (mo3u 5 Mr i 10 mr BigmosigHo, p 0,032); y 48,7% i 60,5% maiieHTOK
aMeHopes OyJla 3apeecTpoBaHa Ha MOMEHT 3aKiHYeHHS BCiX YOTUPHOX KypciB Tepamil (qo3u 5 mri 10
Mr BipmosigHo, p 0,027). 3rigHo 3 OIiHKOI0, HANPUKIHII 4-T0 KypCy Teparii ameHopes Oyna
3apeecTpoBaHa y 158 (69,6%) i 164 (74,5%) nauienToxk BigmosigHo (p 0,290).

Tabmuig 2.

Pe3ynbpTaTi MepBUHHOI Ta BUOIPKOBI pe3ybTaTy BTOPUHHOIL OI[iIHKK MOKA3HUKIB e(peKTUBHOCTI Y
OOBrOCTPOKOBHUX KIiHiYHUX mociimxenHax III dasu.



I[loka3HUK [Ticnsa 3aBeplleHHs 2-TO [Ticnsa 3aBepieHHS 4-T0
KYypCY JIiKyBaHHS KYypCY JIiKyBaHHS
(mBa Kypcu o 3 Micstii) (doTupu Kypcu 1o 3 Micsii)
Hocmin Hocaigkenns 4 Hocmin Hocaigkenns 4
bkeHHs1 3° bKeHHsT 3
[TalieHTKY, SKi 10 mr/mo6y |5 mr/ moby |10 mr/ mo6y |10 mr/ mo6y |5 mr/ goOy |10 mr/ moGy
[moYain N=132 N= 213 N=207 N=178 N=176
2-1t abo 4-i1 Kypc N = 107
Teparril
[TarieHTKH 3 N=131 N =205 |[N=197 N =107 N =227 N =220
aMeHopec™’ 116 152 162 96 158 164 (74,5%)
(88,5%) (74,1%) (82,2%) (89,7%) (69,6%)
[TalieHTKH 3 He N=199 N=191 He 3acTtocoBHO|N= 202 N=192
b IO SACTOCOBHO 7p 168 (88,0%) 148 144 (75,0%)
b,c,d (87,9%) (73,3%)
KPOBOTEYaMH
MepiaHa 3MiH -63,2% -54,1% -58,0% -72,1% -71,8% -72,7%
|00’emy miomu Big
[IOYATKOBOT'O
3HAYEHHS

*OmiHKa 2-To Kypcy Teparii BifmoBifae mepiomy 2-ro Kypcy Tepariii miioc ogHa MEHCTpyalibHa
KpPOBOTEYa.

"ITauieHTKH, M0N0 TKUX BiICYTHI JaHi Mpo aMeHOpeIo i KOHTPOJIbOBaHI KPOBOTEeUi Oy BUKJTIOYEH] 3
aHaJisy.

‘N i % nomaHi 3 ypaXyBaHHSIM MAIliEHTOK, 110 BUOYIIH.

‘KoHTponmboBaHa KpoBOTeua Oyila BU3HadeHa gK BiCYTHICTb eMi30fiB TSXKKOI KPOBOTEUi i HassBHICTh
MakKCUMyM 8 [IHiB KpoBoTedi (0e3 ypaxyBaHHS [OHIB HE3HAaYHUX BUMiNIE€Hb) IIPOTITOM OCTaHHIX 2
MicsILiB KypCy Teparii.

Y Bcix pocmipxkenHsax 1l ¢as3u (BKIodawun i JOCTIgXKEHHS JOBIOCTPOKOBOI iIHTEPMITyI0401 Teparlil)
cepeqn 789 malieHTOK 0yJI0 3apeecTpoBaHO 7 BUIMAMKiB pO3BUTKY rinepmrasii (0,89%), migTBepaxeHo01
pe3yibTaTaMu IaTOMOPQOJIOTIiYHOT0 OOCTigXKeHH. Y IepepBax MiXK KypcaMu JTiKyBaHHS i Tpu
BiIHOBJIEHHI MeHCTpYyali#l y Oi/bIIOCTi BUMaAKiB BinOyBasocs CliOHTaHHE 3HUKHEHHS BCiX paHilie
3apeeCcTpoBaHUX 3MiH eHEoMeTpid. [1ig yac HaCTyIHUX KyPCiB Teparmil 4acToTa PO3BUTKY rinepIinasil
He 30inbIIyBanacs, BKIo4aoyn gaHi npo 340 xinku, o npuiimManu 5 abo 10 mr yminpucrany
ateTaty [0 4 KypciB i obMexkeHi maHi mpo 43 XKiHOK, 110 npuiiManyu 10 Mr yninpucTany amerarty mo 8
KypCiB. 3apeecTpoBaHi 3Ha4eHHSI YaCTOTH BiATIOBIAAIOTh TAKUM Y KOHTPOJIbHUX I'PyNax i faHUM
HayKOBHUX Iy0JTiKalii 00 XKiHOK Ifi€l BIKOBOI I'pynu y IpeMeHonaya3i (cepenHil Bik - 40 pokKiB).

[lemiaTpyuyHa NONYNIALA

€BporielicbKa areHIlisa 3 JTikapChbKHxX 3ac00iB CKacyBasia 3000B’s13aHHS 1[0[I0 HaJaHHS pe3y/IbTaTiB
HoCTimKeHHs npenapaTy EcMis y Bcix migrpynax negiaTpuyHOI MOMYIALiL OO0 IeOMiOMHE MaTK{
(iHpopmalio Mpo 3aCTOCYBaHHA AIiTAM HafaHO ¥ po3mimi «JIliTu»).

dapmakoKiHemuxka.

BcMOKTYBaHHS



[Ticrst omHOPa30BOT0 MPHUMOMY BHYTPIIIHLO 03U 5 abo 10 Mr yminpucTany aneTaT IIBUOKO
BCMOKTYETHCS. [Tpnbnu3Ho yepe3 1 romuHy micis MpuioMy MaKCHMalbHa KOHIIEHTPALlis PEYOBUHU B
mta3mi Kposi (C,,,) mocsirae 23,5 + 14,2 ur/mn i 50,0 + 34,4 Hr/mn BigmoBigHo. ITolia mig KPHBOIO
«KOHIeHTpalisa - yac» (AUC,..) craHoButb 61,3 + 31,7 ar/mn i 134,0 = 83,8 Hr/roa/mn BifmoBigHO.
VninpucTany aneraT MBUAKO TPAaHCHOPMYETHCS B hapMaKOJIOTiUHO aKTUBHUHN MeTabO0IiT, IIpH oMY
yepe3 1 ropuny nicns npuuomy C,.. ctanoButs 9,0 + 4,4 ur/mn i 20,6 = 10,9 ur/mn, AUC,, - 26,0
12,01 63,6 £ 30,1 ar/romg/mMi BigIOBIAHO.

[Tpuitom yninpucrtany auetaty B o3i 30 MI pa3oM 3i CHiTaHKOM 3 BUCOKUM BMICTOM XKUPiB
IPU3BOIUTH 0 3HUKEHHS cepenuboi C,, mpubnu3Ho Ha 45 %, MOgOBXKEHHS Yacy OOCSATHEeHHS
MaKCUMabHOI KOHIeHTpaliil (t,.,) (Bim memianu 0,75 ropm mo 3 rom) i 25 % mipummensst AUC, .,
IIOPIBHSAHO 3 IPUMOMOM HaTile. Taki XK pe3ylIbTaTd OTPUMAaHO I[00 aKTUBHOI0 MOHO-N-
IeMeTH/IboBaHOr0 MeTabomity. Lie KineTuunui eekT iXi He PO3UIHIOETHCS K 3HAUYIIUH [T
IIOIEHHOT 0 IpUHOMY TabJIeTOK YIIiIpUCTaNy aleTarTy.

Po3nopin

YninpucTany aneraT 3HauHOIO Mipoio (> 98 %) 3B’43yeThcst 3 OinKaMu Iaa3Mu, BKITIOYAI0UK
anb0yMiH, o-1-KUCTTUY TIIiKOMPOTEIH, TMONpoTeiH BUCOKOI LUIiMBHOCTI i JTIinonpoTein HU3bKO1
IIiJIBHOCTI.

Yninpucrany aneraT i #0r0 akTUBHUN MOHO-N-IeMeTUIbOBaHUM MeTabo0IiT TPOHUKAIOTh ¥ TPYAHE
MOJIOKO; cepefnHe crmiBBimHomeHHs AUCt ans monoka/mnna3mu ctanoButh 0,74 + 0,32 gns
yIinpucTany aleTary.

BioTpaHcdopmatiisi/BuBeIeHHS
Yninpucrany alleTaT MBUAKO II€PETBOPIOETHCA Ha MOHO-N-IeMeTHUIbOBaHUY i TOTIM Ha

mu-N-meMeTunboBaHuM MeTabomiT. [JaHi in vitro moKa3yioTh, IO Iei MPoIlecC epeBaxHo
BimOyBa€eThCs B cucTeMi iuToxpoMy P450 3a yuacTio i3ohepmenty 3A4 (CYP3A4).

OcCHOBHUY NIINISIX BUBEMIEHHS - Yepe3 KullleyHuk, MeHiie 10 % pedyoBUHU BUBOOUTHLCS HUPKAMU.
Kinmesuii nepioq HamiBBUBeleHHS YIIIIPUCTAy alleTaTy IicJIsi OMHOPa30Boro mpuiiomy 5 Mr abo 10
MT CTAHOBUTH NpuOIM3HO 38 roguH, KilipeHC Py IepopalbHOMY 3aCTOCYyBaHHI B CEpPeOHLEOMY
cTa”HoBUTH O611u3bko 100 j1/rom.

[laHi in vitro moKa3yI0Th, 10 B KJIIHIYHO 3HAYYIINX KOHIIEHTPALisfX YIIIpUCTaNy aleTaT i ©uoro
aKTUBHUM MeTaboJiT He iHri0yIoTh i30depmentu CYP1A2, 2A6, 2C9, 2C19, 2D6, 2E1 i 3A4, a Takoxk
He iHOYKy10Th i30¢epMeHT CYP1A2. TakuM 94MHOM, 3aCTOCYBaHHA YIIIIPUCTaLy alleTaTy He IOBUHHO
BIIJIUBATH Ha KJIipeHC JIiKapCchbKuX 3aco0iB, 110 MeTab0mi3yI0ThCSA 3a y4acCTIO IUX i30(pepMEeHTIB.

Hasi in vitro mokas3yoTs, IO YINpUCTay aleTar i Horo akTUBHUY MeTaboliT He € cyOcTpaTamMu
P-rrmikonpoteiny (ABCB1).

OkpeMi nomyngirii

dapMakOoKiHETUYHI JOCIIIAXKEHHS i3 3aCTOCYBaHHAM YJIIPUACTALy alleTaTy He IIPOBOAUIIACS 3a
y4acCTIO XKiHOK 3i 3HMKEHOI0 HUPKOBOIO a0 MeviHKOBOIO (QYHKITIEI0. 3 OTNISAY Ha Te, 10 MeTabomi3M
YIIpPHUCTaNy alleTaTy OlOCepefKOBaHUN HUTOXpPoMOM P450, 049iKyeThCs BIIJIUB IE€YiHKOBOI
HEJOCTAaTHOCTI Ha BUBEJEHHS YIIIIPUCTay alleTaTy, 1o Ipu3Befe A0 30iablleHHs Hor0 eKCII03HUIIii.



[Tpenapat EcMmis npoTrunoka3aHuil NallieHTKaM 3 IOPYIIeHHSAM (QYHKII] MeYiHKY (IUB. pO3MOinu
«IIpoTunoka3aHHsI» Ta «OCOOIUBOCTI 3aCTOCYBAHHSI»).

KniniuHi xapaKTepuCTHKH.
IloxkaszaHuus

Yninpucrany alneraT IoKa3aHUW O iIHTEPMITYI04O0l Teparil MOMipHUX i TIKKHAX CUMIITOMIB MiOMHU
MaTKH{ y HOPOCTIUX XKIiHOK, IKi He JOCATJIA MEeHOay3HU i SKUM HeMOXKJIMBO IIPOBeCTU eMOOoIi3alliio
MioMu MaTKu Ta/abo Xipypriune BTpy4aHHS abo0 SKIIO Take TiKyBaHHS 0yJ0 HEBOAUM.

IIpomunokKa3aHHsi.
» [ligBuIleHa YyTIUBICTD OO Aif040i peuoBHHU ab0 [0 Oymb-sIKOI 3 JOTIOMiXKHUX PEYOBUH
mpenapary.
* Ilepiopx BariTHOCTI Ta rOAyBaHHS IPYAIO.
» KpoBoTeua 3 mixBu HESICHOI eTioJorii abo 3 TPUYUH, He OB’ I3aHUX 3 MiOMOIO MAaTKH.
* Pak MaTKu, paK MIMWKKY MaTKH, PaK SEYHUKIB a00 MOJIOYHUX 3aJ103.

* HasiBHe 3aXBOPIOBAHHS [I€UiHKU.

B3aemodisn 3 inwumu snikapcoKumu 3acobamu ma iHwi eudu é3aemoditi.

BrnnuB iHIMKX NTiKapCchbKHX 3ac00iB Ha YIIIPHUCTANy aleTaT

* 'opMOHanbHI KOHTPAIlEIITUBU

Yninpucrtany alleTaT Ma€ CTEPOIAHY CTPYKTYPY i Oi€ K CeleKTUBHUU MOAYJISITOP IPOTeCTEPOHOBUX
pellenTopiB, B OCHOBHOMY BUSBISAIOUM iHTiOyi0uy fito. TaKUM YMHOM, TOPMOHAJIbHI KOHTPAIETITUBH i
IIporecTareH MOXKYThb 3HUXKYBaTH e(DeKTUBHICTD YIIMIPHUCTaNy alleTaTy IIJITXOM KOHKYPEHTHOTO
BILIMBY Ha IIPOreCTePOHOBI pellenTopu. OfHOYaCHe 3aCTOCYBaHHS Mpenaparis, [0 MiCTATh
IIporecTareHu, Ta yIinpuCcTasny aleTaTy He peKOMeHAY€eThCs (IuB. Po3ain «Ocob6nmuBoCTi
3aCTOCYBaHHS» Ta «3aCTOCYBaHHS B IIePiof BariTHOCTI ab0 TomyBaHHS TPYLII0»).

* Iuri6iTopu izobepmenty CYP3A4
[Ticns 3acTocyBaHHS noMipHoro inribiTopa i3opepmenTy CYP3A4 epuTpoMiliHy IPOIioOHATY

(500 mr 2 pa3u Ha 100y mpoTsaroM 9 gHIB) ¥ 3OPOBUX KiHOK-TOOPOBOJIBLIIB Big3Ha4an0Ccs
30inmbIneHHs moKa3HukKiB C,,, (MaKCHMaabHA KOHIIEHTPALlisT PeYOBHHH B Ma3Mi KpoBi) i AUC,.,
(mnoma mifg KpUBOIO «KOHIIEHTPALlid - 4ac») yninpucrany aneraty B 1,2 1 2,9 pasa Bignosiguo; AUC,,
aKTHBHOI'0 MeTaboJIiTy yiimpucTany amertaty 30inburyBanacs y 1,5 pasa, npu upomy ioro C,,.
3MmenmyBanacs (B 0,52 pasa).



Ha tr1i 3acTocyBanHs noTyxHoro iHridiropa CYP3A4 ketokoHa3omy (400 mMr 1 pa3 Ha fo0y mpoTarom
7 OHIB) Y 3MOPOBUX XiHOK-JOOPOBOJIBIIB Bif3Havanocs 30inbieHHs noka3uukis C,,, i AUC
yIinpucTany amnerary B 2 i 5,9 pasa, BifnosigHo. BinsHauanocs 36inbimenHs noka3uukis AUC pns
aKTHBHOT'0 MeTaloJIiTy yIinpucTany aneraTy B 2,4 pa3a, npu 3uuxkenHi #oro C,,, y 0,53 pa3za.

[Tpu omHOYaCHOMY 3aCTOCYBaHHI yJinmpucTany anertaty i cnabkux iHribitropis izopepmenty CYP3A4
KOPEeKIIis 1031 He noTpibHa. OfHOYacHe 3aCTOCYBaHHS MOMipHUX ab0 MOTYKHUX iHTi6iTOPIB
isopepmenty CYP3A4 3 yninpucTany alieTaToM He peKOMeHAYEThCS (quB. po3min «Ocob6auBOCTI
3aCTOCYBaHHS»).

* IugykTOpH i30epmenTy CYP3A4

Ha tri 3acTocyBaHHS moTyxkHOro iHOgyKTOopa CYP3A4 pudammninuny (300 mr 2 pa3u Ha go0y
npoTsaroMm 9 gHiB) y 3MOPOBUX XKiHOK-TOOPOBOIIBIIIB Bif3HAaUaI0Cs BUpaXkeHe 3HUKEHHS ITOKa3HUKIB
Cpax i AUC yrninpucTany ameraty i 1oro akTUBHOTO MeTabostiTy O0inbil Hixk Ha 90 % 3i 3HUKEHHIM
mepiony HalMiBBUBE[EHHS YIIMIPUCTANy alleTaTy B 2,2 pa3a, 110 BiATOBifa€ 3MEHIIEHHIO eKCII03UIIil
yrninpucTany anerary npubnussao B 10 pasiB. OgHouacHe 3aCTOCYBaHHS YIIIIPUCTATy aleTaTy i
noTyKHUX iHAyKTOpiB CYP3A4 (Hanpukmnapn, pudabyTuny, pudamninuny, kKapbaMa3seriny,
okckapOaszeminy, dheHiToiHy, pocdeHiToiHy, heHobapbiTany, IpuMinoHy, 3Bip060I0 IPOIiPABIEHOTO
(Hypericum perforatum), ecdaBipeHIly, HeBipaliHy, pUTOHaBIpY - Ha TJIi JOBTOTPUBAJIOTO
3aCTOCYBaHHS) He PeKOMEHAYETHCS (IUB. po3xin «Oco6IMBOCTI 3aCTOCYBAHHS »).

® HpenapaTH, IITO BIINIMBAIOTH Ha pH IIJIYHKOBOT'O COKY

[Tpu ogHOYACHOMY 3acToCyBaHHi yrinpucrany anetaty (10 mr/moby) i inribiTopa IPOTOHHOI TOMIIH
e3omernpa3sony (20 mr/moby mpoTsaroM 6 OHIB) Bim3Ha4amocs 3HUKEHHS cepenHix moka3Hukis C,,, Ha
65 %, momoBxkeHH t,.. (Bim memianu 0,75 rog mo 1,0 rom) i 36inbmenHs cepenHix moka3uukis AUC Ha
13 %. BBaxkaeThCs, 110 BIUIUB Ipeaparis, 0 DigBUIIYI0Th PH HIIyHKOBOT0 BMICTY, He Ma€ KIiHI4HO1
3HAYyLIOCTi Ha (HOHI MOAEHHOT0 3aCTOCYBaHH TabIeTOK yIinpuCcTaly aleTary.

[ToTeHIIiNHKY BINIMB VIITPUCTANY alleTaTy Ha iHIImi JikapchKi 3acobu

* ['opMOHaIbHI KOHTPALENTUBU

YninpucTtany alleTaT MoXe IOPYIIyBaTH Oil0 TOPMOHAJILHUX KOHTPALIENITUBIB (IIporectareHy, criparti,
1110 BU[INSIOTh IporecTareHu, KoMOiHOBaHi mepopabHi KOHTPALIETITUBY), @ TAKOXK IIPOTeCcTareHis, sAKi
3aCTOCOBYIOTH 3@ IHIIMMU NIoKa3aHHAMU. OgHOYaCHe 3aCTOCYBaHHA YIIINIPUCTaLy aneTary i
JiKapchKUX 3aco0iB, 110 MiCTSATH IPOrecTareHy, He PpeKOMeHAYEThCS (IuB. po3min «OcobIuBOCTi
3aCTOCyBaHHSI» Ta «3aCTOCYBaHHS B II€piof BariTHOCTiI a0 rogyBaHHS TPYAIIO»).

3acTocyBaHHS JTiKapChKUX 3aC00iB, 10 MiCTSTh TPOTeCTareHu, CIIif MoYnHaT yepes3 12 mHiB micns
IPUNIMHEHHS KypCy Tepail yIinpucrany aleTaToM.

» Cyb6cTpaTu P-rikonmpoTteiny

PesynbraTy mocnifzxKeHs in vitro MoKa3yoTh, 110 B IIPOLECi BCMOKTYBaHHS B CTIiHIII IIIYHKOBO-
KUIIKOBOT'0 TPaKTYy YJINIPUCTAJly aneTaT B KIIHIYHO 3HAYYIIUX KOHIIEHTPAligX MOXe [iiTU SIK
inribitop P-rnikonporeiny (P-gp).

OpHoYacHe 3aCTOCYBaHHS YIIMIpUCTaNy aneTary i cyocTpaTty P-gp He mocmimxkyBanu. OgHak He
MOXKHa BUKJIIOUHUTH IX B3a€MOfiii. Pe3ynbTaTl HOCTiAXKEHD in Vivo CBig4aTh PO Te, 110 YIIiIpuCTaty
aneTar (Tabnetka 10 Mr, ogHOPa30B0O), SKUI 3aCTOCOBYIOTH 3a 1,5 rOguHU 1o mpuiioMy cyocTparty P-
gp dekcoderanuny (60 Mr), He YUHUTD KTIHIYHO 3HAYYIIOT0 BIUIMBY Ha (hapMaKOKiHETUKY



bexcodeHanuny. TakuM 4YMHOM, pEKOMEHIYETLCSA HOTPUMYBATHUCS IK MiHIMyM MiBTOParoguHHOTO
iHTEpBay MiXK 3aCTOCYBaHHSIM yJimpPUCTay aueTaTy i cyocTpaTiB P-gp (Hampukiaz, gabiraTpany
€TeKCHUIIaTy, IUTOKCHHY, (heKcopeHaauHy).

Oco06.1ue8ocmi 3acmocyeaHHsi.

Yninpucrany aneTaT IpU3HAYaloTh TiIbKY IiC/IS PETEIbHOT0 00CTEeXKEHHS 1 BCTAHOBJIEHHS [iarHO3Y.
[lo moyaTKy JIiKyBaHHS CJIifi BUKJIIOYATY BaTriTHICTh.

fIKIII0 MO IMOYaTKy HOBOTO KypPCY JIiKyBaHHS € Iifo3pa Ha BariTHICTh, HEOOXiMHO MPOMTH TECT Ha
BaTiTHICTb.

KoHTpatenmnis

He pekoMeHOy€eThCSI OMHOYACHE 3aCTOCYBAHHS MMPOTHU3AIUTIIHUX 3aC006iB, III0 MiCTSTh TilTbKH
IIporecTareH, BHYTPIITHbOMATKOBUX CITipasieH, 0 BUIINSAIOTh IPOrecTaret, a Takox KoMOiHOBaHUX
IIePOpaIbHUX MMPOTH3AIUTITHUX 3aco0iB (OUB. po3min «B3aeMomis 3 iHIMKUMY TiKapChKUMHU 3acobaMu Ta
igmI BuOM B3aEMOMIin»).

Y GinbInoCTi XKiHOK TP 3aCTOCYBaHHi yIMIPHUCTaNy alleTaTy Bii3HaYaeThCs aHOBYJIALIS; OMHAK B
nepiof Kypcy Teparlii yiinpucTany aleTaToM peKOMeHIyEThCS 3aCTOCOBYBaTH HETOPMOHAJIbHI 3aco0u
KOHTpalIeImIIil.

3MiHM eHIOMETDis

Yninpucrany alleTaT YMHUATH celuGidyHy hapMakKOOUHaMIYHY Ail0 Ha eHOOMeTpil. Y malieHToK, SIKi
3aCTOCOBYIOTH YJIIIIPUCTANy alleTaT, MOXKJIMBa 3MiHa TiCTONOTiYHOI CTPYKTYpHU eHpoMeTpid Taki 3Minu
3HUKAIOTh MiCJIS IPUNKMHEHH] NiKyBaHHS. Lli ricTonmoriuni 3Minu K1acu@ikyloTbCs IK 3MiHH
€HIOMETpis, COPUYMHEH] 3aCTOCYBaHHAM MOIYJISATOPiB mporectepoHoBux penentopis (PAEC); ix crig
BifmpisHATH Bif rinepmnmasii ermoMeTpis (muB. po3ninu «ITobiynHi peakiii» Ta «®apMaKoIOTiuHi
BJIACTUBOCTI»).

Kpim Toro, B mepiof mikyBaHHS MOXKJIMBE 000POTHE MTOTOBIIEHHS €HOOMETPis.

Y pasi mpoBeneHHS TOBTOPHOI iHTEPMITYI040i Teparii peKOMEeHIY€EThCS TepiogudyHe 00CTEXKEeHHS
CTaHy €HOOMeTpis, sKe BKJII0Ya€ II0piyHe YIbTPa3ByKOBE HOCIIIXKEHHS, 110 IIPOBOSUTHCS IIiCIId
BiIHOBIIEHHSI MEHCTpYallil B IIepiofi mepepBH B Teparrii. [Ipu CTiiKOMY IOTOBIIIEHHI eHIOMETpis Mics
BiIHOBIIEHHSI MEHCTpYyallil ITif 4ac mepiofiB mepepuBaHHS Tepanil abo yepe3 3 micsti micrns
3aKiHYeHHs KypcCiB Teparil Ta/abo 3MiHM XapakKTepy KpoBOTeY (OUB. «XapakTep KPOBOTeU» HUXKYE)
[J1S1 BUKJIIOYEHHS 1HIIMX 3aXBOPIOBaHb, HAIPUKJIA[, 3JI0SKICHOTO HOBOYTBOPEHHS €HAOMETpis, CIIif
IIPOBECTH BigmoBifHe 00CTEXKEHHS, 10 BKII04a€ 0iomcio eHmoMeTpis.

Y Bunapky rinepmnasii (6e3 aTumii) peKOMeHY€eTbCS TPOBENEHHS MOHITOPUHTY BiiTIOBIIHO [0
IPUHINIIIB CTaHAaPTHOI KIIiHIYHOI TPaKTUKY (HallpUKJIaf, KOHTPOJIbHE CIIOCTEPeXeHHS Yyepe3 3
Mmicsii). ¥ pa3i aTumoBoi rinepmiasii 00cTexKeHHs Ta BeJeHHs HMaIliEHTKU CIIiJ 3aiCHIOBATH
BiITOBIOHO 10 MPHUHIMIIIB CTAaHIAPTHOI KITIHIYHOI TPAKTUKH.

TpuBamicTh KOKHOT'0 KypCy He MTOBMHHA IIEPEBUIIYBATH 3 MiCSIliB, OCKiJIbKM PU3UK HeOakaHOTO
BIIJIUBY Ha €HJIOMETpil y pa3i 6e3mepepBHOI Teparlil HeBigoMMii.

XapakKTep KPOBOTEY



[TarienTOK HEOOXimHO MPOiH(GOPMYBATH IIPO T€, 110 JIiKYBaHHS YIIIPHUCTANy alleTaTOM 3a3BU4Yai
IIPU3BOIUTH J0 3HAYHOTO 3MEHIIIeHHSI MEHCTPYaIbHOI KPOBOBTPATH a00 PO3BUTKY aMeHopel
npotsaroM nepiux 10 gHIB IiKyBaHHS. fAKIO KPOBOTEYA HE 3MEHIIYETHCS, NALIEHTI CIIif
3BEPHYTUCH [0 JIiKaps. fAK MpaBujio, MEHCTPYaJIbHUY [IUKJI BITHOBIIOETHCI IPOTATOM 4 TUXKHIB IIiC/A
3aKiHYEHHS KypCY JIiKyBaHHS.

AKI10 micyg I0YaTKOBOTO 3HUXKEHHS iIHTeHCUBHOCTI KpOBOTeY ab0 HaCTaHHS aMeHopel y Xofi
IIOBTOPHOI iHTEPMiTyI04O0i Tepalil BUHUKA€e 3MiHeHa CTilika abo Henepepn0adyeHa KapTUHa KPOBOTEY
(HampuKiaf, Mi2KMeHCTPyaJibHiI KPOBOTEYi), AJIsT BUKJTIOYEHHS iHIINX 3aXBOPIOBaHb (HapUKIIaZ,
37I0SIKiCHOTO HOBOYTBOPEHHST €HIOMETPisT) CIifl TPOBECTH BifIIOBimHE 00CTEeKEHHS, 10 BKITIOYAE
6iomcito eHmOMeTPis.

MakcuMarsbHa OOCIiIXKeHa TPUBaJIiCTh JOBIOCTPOKOBOIO JIIKyBaHHS CTaHOBUTH 4 KypCuU
iHTepMiTyI0401 Teparmil.

[MopyineHHs GYHKII HUPOK

BBaxkaeThcs, 110 MOPYIIeHHs (YHKIIl HUPOK He YNHUThH BUPAKEHOT0 BIIJIUBY HA BUBEHNEHHS
yninpicrana anertarty. Y 3B’13Ky 3 BiICyTHICTIO CIelliaIbHUX OOCIIIIXEHb yIinpicTana aneraT He
PEKOMEHI0BaHUY [l 3aCTOCYBaHHSA MALllEHTKaM 3 TSXKKHUM IOPYIIEHHSAM (QYHKII1 HUPOK IPU
HEMOKJIMBOCTI PETEILHOT0 KOHTPOJIIO iX cTaHy (muB. po3ain «Crocib 3acToCyBaHHS Ta [I03H).

YpaxeHHd NEYiHKH

Y nepion mocTpeecTpaliitHoro 3aCToCcyBaHHs Oy 3apeeCTPOBaHi BUMAAKU 3aXBOPIOBAHb IMMEYiHKHU Ta
IIe4iHKOBOI HEIOCTATHOCTI, 1110 iHOAi moTpeOyBaiy TPaHCIIJIaHTallil MeYiHKK (OUB. PO3MiN
«ITpoTUTIOKa3aHHS»).

IIo mo4yaTKy JiKyBaHHS HEOOXiOHO MepeBipuTH MOKAa3HUKY QYHKIII medyinku. He MoXHa MOYMHATH
IIPUIOM IIpernapary, SKIIo aKTUBHICTh TpaHcaMiHa3 (anaHiHaMiHoTpaHCchepas3u (AJIT)) abo
acnaprataMinoTpaHcdepasu (ACT)) nepeButiye BepxHio Mexxy HopMmu (BMH) GinbIne, HiX B 2 pa3u
(i3onpoBaHO ab0 B MOETHAHHI 3 MiABUILIEHHSAM BMICTy OinipybiHy OinbIn HiXK y 2 pa3u BigHocHO BMH).

[Tig yac nikyBaHHS MOKa3HUKY QYHKIIL TeYiHKy He0OXigHO KOHTPOJIIOBATH IIOMICIYHO MIPOTATOM
MePIIUX ABOX KyPCiB Teparil. B mogansiioMy noKa3HUKKA QYHKIIII MeYiHKK ePeBipsI0Th epeq
KOXKHMM HOBUM KYPCOM JIiKyBaHHS Ta 3a KJIiHIYHUMU MOKa3aHHSIMHU.

K110 B epiof iKyBaHHS y NAli€HTKYU 3'IBJISIOTHCS O3HAKU Ta CUMIITOMHY, 110 BKa3yHOTh Ha
TIOLITKO/I?KEHHS MeYiHKY (BTOMA, acTeHis1, TourHoTta, 6/moBanHs, 6inb ¥ mpaBoMy mifpebep’i,
aHOPEKCis, XKOBTSHUIIS), TPUNUOM IIPelapaTy CJlif IPUIUHUTH, a MalliEHTKY HeranHo 00CTeXUTH, B
TOMY YMCJIi BU3HAUUTHU [TOKA3HUKYU (DYHKIIl IIeYiHKY.

[NauieHTKH, y IKUX Ha TIi Teparii akTuBHICTh TpaHcaMiHa3 (AJIT a6o ACT) nepeBUIIUTh BEPXHIO
MeXKYy HOpMHU Oifnbllie, HiXK y 3 pa3u, IOBUHHI IPUIMHUTHY IIPAUOM IIperapary i 3HaXOmUTHUCS TIifl
PeTenbHUM CIIOCTEepekKeHHSIM. [10JaTKOBUY KOHTPOJIb IIOKA3HUKIB PYHKIIII MeYiHKy HeoOXimHO
IIPOBECTH 4Yepe3 2-4 TUXKHI Micad IPUNUHEHHS IPUUOMY IIpenapary.

CynyTHA Tepamnig

He pekoMeHOy€eThCS OOHOYACHE 3aCTOCYBaHHS YIIIPHUCTaNy aleTaTy Ta iHribitopis CYP3A4
CepenHbOl IOTYKHOCTI, HAallPUKJIa[l ePUTPOMIIIMHY, TPeUN(PPYTOBOTO COKY, Bepamnaminy, abo
MOTYKHUX iHTi6iTOPIB, HANIPUKIIa[ KETOKOHA30/y, PUTOHABipy, Hea30moHy, iTpaKOHa301y,
TeJiTPOMIIIMHY, KITapUTPOMILMHY (OUB. po3min «B3aemofis 3 iHIIUMHU JTiKapChKUMU 3aco0aMu Ta iHIIi



BUMHM B3aEMOTIN»).

He pekomeHnyeThCSA OQHOYACHE 3aCTOCYBaHHS YIIIIPUCTAILY aleTaTy i IOTYKHUX IHAYKTOPIB
izopepmenty CYP3A4, Hanpukian pudaMinuny, pudpadyTrHy, KapbamasemiHy, oKkCKapOa3eminy,
denitoiny, pochenitoiny, penobapbitany, mpuMinony, 3Bipodoio mpomipsinenoro (Hypericum
perforatum), edaBipeH1ly, HeBipalliHy, pUTOHaBIpYy - Ha TJIi JOBTOCTPOKOBOTO 3aCTOCYBaHHS (OUB.
po3min «B3aemMomist 3 iHIMMMY JTiIKapChKUMHU 3aco00aMu Ta iHIi BUIKW B3aEMOTIN»).

bpoHxianbHa acTMa

He pekoMeHOYyeTbCS 3aCTOCYBaHHS YIIPUCTaly alleTaTy XKiHKaM 3 TSKK0i0 ¢hopMoi0 OpoHxiaabHOI
acTMH, fIKa HeJOCTaTHLO MifAaeThCSA KOPEKIil TepOpabHUMHU ITTIOKOKOPTUKOCTEPOLAaMU.

IOIIOMiXKHi PEYOBUHHU

Lleit mikapCchKUi 3aci® MiCTUTH HATPil0 KPOCKAPMEJI03y.

e nikapcbkuit 3aci6 MicTuTh MeHIIe 1 MMoIb (23 Mr) HaTpito B ofHi# TabeTIli, TOOTO MPAaKTUYHO
BIIbHUY Bif] HATpitO.

Le# nmikapchbKuit 3acib MiCTUTh MaHIT.

Moxe 4Y“HUTU M'9KYy IIPOHOCHY [if0.

3acmocysaHHs 8 nepiod sazimHocmi abo 200y8aHHA 2py0010.
KoHmpauenuisa y oHCiHOK

Yninpucrany alleTaT MOXe HECIPUATIUBAM YUHOM B3a€MOLIATHU 3 IIperapaTaMy, 110 MICTSATh TUIbKU
IporecTareH, BHYTPIIIHbOMaTKOBUMHU CITipaisiMHU, SIKi MiCTSITh ITporectared abo KoMOiHOBaHUMMU
IIepopajbHUMY KOHTPAIEITUBAMU, TOMY CYIIyTHE 3aCTOCYBaHHA 3 IIUMU IIperapaTaMu He
PEKOMEeHOY€EThCS. Y GINBbIIOCTI XKiHOK IIPY 3aCTOCYBaHHI yIIIMPHUCTaly alleTaTy CIoCTePiraeThCs
QHOBYJIALSA, IPOTE B XOXi JIIKyBaHHS YIINIPUCTANy alleTaTOM PEeKOMEHIYEThCS BUKOPUCTAHHS
HErOpMOHAIbHUX METOMIB KOHTpalenlii (IuB. po3ainu «B3aemopist 3 iHIIMMY TiKapCbKUMU 3aco0aMu
Ta iHII BUOYM B3aeMOii» Ta «OCcoOIUBOCTI 3aCTOCYBaHHS»).

BaeimHicmb. 3acTocyBaHH npenapaTy Ecmis B mepiog BariTHOCTI IPOTUIIOKA3aHO (IUB. PO3TiN
«IIpoTunoka3aHHs»). [laHi TPO 3aCTOCYBaHHS YIIIIPUCTAy alleTaTy BariTHUM BigCyTHi abo
oOMexeHi. TepaTOreHHOT0 IIOTEHIliay IIpenapaTy He BUSBIEHO, OOHAK Pe3y/IbTaTiB NOCTiAXKeHb Ha
TBapuHaX HEOCTATHLO IJI51 BU3HAUEHHS PENPOAYyKTHBHOI TOKCUYHOCTI Ipemnapary.

ITepiod 200ys8aHHA 2py00t0. Y TOKCUKOJIOTIYHUX OOCHIAKEeHHIX Ha TBapHHAaX II0Ka3aHo, 110
YIIIpUCTaNy aueTaT BUAUIAETHCA 13 TPYAHUM MOJIOKOM. YIIIIpUCTaly aueTaT BUAUIAETHCA 13 TPYAHUM
MOJIOKOM Y XKiHOK. []is IpenapaTy Ha HOBOHAPOOXKEHUX/OiTel MOJIOAIIOro BiKy He BUBYanach. He
MOXKHA BUKJIIOUUTHU PU3UKY A1 HOBOHAPOOKEHUX/IiTel MOJIOAIIOTO BiKy. 3aCTOCyBaHHS IIpenapaTy
Ecwmis B mepion rogyBaHHS I'PYALI0 IPOTUIIOKA3aHO (OuB. po3ninu «[IpoTunoka3aHHS» Ta
«®apMaKOIOTiYHi BIaCTUBOCTI»).

depmuabHicMb

Y GinbirocTi XKiHOK IPM 3aCTOCYBaHHI yimpuUcTany aleTaTy B TepaneBTUYHUX 003axX CIoCTepiranacs



aHoBynsmiga. OgHak piBeHb PepTUIBHOCTI IPU TPUBAJIOMY 3aCTOCYBaHHI yIINpUCTaly alleTaTy He
BUBYaBCH.

30amuicmb 8niusamu Ha weudKicmb peakyii npu KepyeaHHi aBmompaHcnopmom abo iHwumu
MexaHiamamu.

YninpucTany anetaT MoXe YAHUTH He3HaYHUU BIIJIMB Ha 3[aTHICTh KEpyBaTHA aBTOTPAHCIOPTOM abo
IIpaloBaTy 3 IHIIMMU MeXaHi3MaM¥, OCKIJIbKY IIPU MOT0 3aCTOCYBaHHI Bij3HAYaJIOCs JIeTKe
3alaMOpPOYEeHHH.

Cnocid 3acmocyeaHHsi ma do3u.

JlikyBaHHS npenapaToM EcMis noTpiOHO MOYKWHATY i TPOBOAUTH IIii KOHTPOJIEM JIiKaps, 0 Mae
[OCBIL OiarHOCTUKY Ta JIIKyBaHHS MIOMU MaTKH.

[To3u. [TpuiimMaioTh o 1 Tabnetii 5 Mr 1 pa3 Ha fo0y KypcaMu TPUBAJiCTiO He GinbIine 3 MicsliB
KOXK€eH, He3aJIeXXHO Bif mpuiioMy ixi. JIikyBaHHS 3aBXK[IX CJIi[l pO3NOYNHATH JIUIIE IIiCTIs T09aTKy
MEHCTpYyallii:

- HepI_HI/Iﬁ KypcC J'IiKy'BaHHH 3aBXKOY CJIif IIOYMHATH IIPOTATOM IIEPIIOT0 TUXKHA MeHCpraHﬁ,‘

- IIOBTOPHI KypCH JIIKyBaHHA CJIifl IOYMHATH SKOMOTI'a PaHillle - IIPOTATOM IIePIIOro TUKHS OPYroro
MEHCTPYaJIbHOTO LIUKIIY IiCJid 3aKiH4eHHS MoNmepefHbOro Kypcey Teparii. Jlikap noBUHEH
moiH(pOPMyBaTH MAIIEHTKY PO HEOOXigHICTh POOUTH ITePepPBH Y 3aCTOCYBaHHI Ipemapary.

HocmimKeHa TPUBaJIiCTh JOBTOCTPOKOBOTO JTIKyBaHHS CTaHOBUTH 4 KypCH iHTEPMITYyI040l Tepartii.
Y pasi npomnycky npuioMy [03H yIIpUCTaly aleTaT Clif IPUNHATH SKOMOTra IIBUAIIe. AKII0
3ami3HeHHs CTAaHOBUTH Oifbinie 12 romuH, TO MPOMYINEHY N03Y He IPUKUMAaIOTh, a BiTHOBIIIOIOTh

3BUYHUU PEXKUM MPUUOMY.

Oco6nuBi KaTeropil malieHToK

* [TopymenHs GyHKIIII HUPOK

[TamieHTKaM 3 IerkuM ab0 MOMIpHUM CTyIleHeM TOpYLIeHHS QYHKIII HUPOK KOPEKIIis 703U He
noTpiOHa. Y 3B’A3KYy 3 BiICYTHICTIO CIielliaJIbHUX OOCIigKeHb YIIiIpUCTaly aleTaT He
PEKOMEH0BaHUM [JIs1 3aCTOCYBaHHA IallleHTKaM 3 TSXKKOK0 HUPKOBOX HEJOCTATHICTIO y pas3i
BiICYTHOCTi PeTeIbHOr0 KOHTPOJIIO 3a iX cTaHOM (#uB. po3minu «Oco6IMBOCTI 3aCTOCYBAHHSI» Ta
«PapMakKoIoTiuHi BIaCTUBOCTI»).

Cnoci6 3acTocyBaHHs. TabmeTKy MpUIMalOTh BHYTPIIIHBO, 3alIMBAal0YU BOMIOIO.

Himu.

3acTocyBaHHS YIIIIPUCTay alleTaTy 10 BiATIOBiGHUM ITOKa3aHHSM [iTIM He nepenbadeHo. besmeka
Ta e()eKTHUBHICTH YIIIPUCTay alleTaTy BCTAHOBJIEHI TiIbKY 7T XKiHOK BiKOM Bif 18 pokiB.



Ilepedo3yeaHHsi.
IaHi Ipo mepeno3yBaHHS YIIIPHUCTANY alleTaTy 00MeKeHi.
HeBenukiii KibKOCTI MMAIliEHTOK IIpenapaT 3aCTOCOBYBaJIX OOHOPa30Bo B fo3ax mo 200 mMr abo

50 mr mpotsiroM 10 OHIB MOCIIiNb; cepito3HUX MOOIYHUX peakllii He 3aPeeCTPOBAHO.

ITo6iuni peakuii.
Ornsn mpodinio 6e3neku

Beamneky yminpucrany aiertaTy oliHioBanu y 1053 KiHOK 3 MioMOI0 MaTKH, SIKi OTpUMYyBaiu 5 Mr a6o
10 Mr yminpucrany ameTtarty mif 4ac gocuifxens 111 ¢pa3u. Haibinbin noumpeHuM SBUILEM, SKe
CIIoCTepirasnocs Iig yac KITiHIYHUX JOCTigXeHb, Oyna ameHopes (79,2 %), knacudikoBaHa SK
OaxkaHu# pe3ynbTaT (AuB. po3minn «OcoOIUBOCTI 3aCTOCYBAHHSI»).

Haiibinpmm yacToio mo6iuHOI0 peaklieto Oyiia mosgBa NPUIIKUBIB. BinbmicTs mo0iYHMX peaktiii Oynu
JIETKOT'0 Ta CEePemHbOro CTymneHs TAXKKOCTI (95,0 %), He MpU3BOOUIN OO IPUNUHEHHS JIiKyBaHHSA
npernapatoM (98,0 %) i munanu cami mo co6i.

Cepen nux 1053 xkiHoK 6e3meKy IIOBTOPHUX KYpCiB iHTEpMiTYI040i Teparmii (KoXKeH Kypc
o0MexXyBaBCS 3 MiCAISIMU) OLiHIOBany y 551 XKiHKM 3 MiOMOIO MaTKH, SKi oTpuMyBasnu 5 mMr abo 10
MT yIIIpHUCTaNy aneTaTty B Xofi ABox gociimkeHs I dha3u (BKmovatouu 446 XiHOK, 1[0 mpoumny 4
KypCH iHTepMiTyIo4oi Teparii, 53 i3 sKux oTpuManu 8 KypciB Teparil). B pe3ynbraTi 115010 0yI10
BCTaHOBJIEHO Npodink Oe3neky, mogioHUM 10 TPodisio, 3apeeCcTPOBaHOTO IIPU OJHOMY KypcCi Tepartil.

TabnuyHui cOMCOK MOGIYHUX peaKiIrin

[Tpu po3rnsami 00’eqHAHUX JaHUX YOTUPHOX HociigkeHs I1I ¢pa3u y mallieHToK 3 MioMOI0 MaTKH, SIKi
OTPUMYBaJIH JIiKyBaHHS IIperapaToM IPoTsaroM 3 MicsuiB, Oynu Big3HaueHi HacTymHi no0iyHi peakiiii.
[TepepaxoBaHi HUXK4Ye 1T0GiIUHI peakilil KjacugpikoBaHi 3 ypaxyBaHHSIM YaCTOTH BUHUKHEHHS i KIacy
cucTeM opraHis. B Mexax K0XHOiI KaTeropii 4actotu nobiyHi peakiiii mpegcraBiieHi B MOPSAKY
3MEHIIeHHSI CEPUO3HOCTI.

Yacrota: myxe 4acTi (3 1/10), gacri (3 1/100 - <1/10), Heyacri (3 1/1000 - <1/100), mooguHOKi

(31/10000 - <1/1000), pipkichi (<1/10000), yacTtoTa HeBifoMa (He Moxke OyTH OIlliHEHA 3a HAasIBHUMU
OaHUMH).

Tabnuusg 3

Kracu cucrtem [To6iuHi peakilil MPOTATOM MEPIIOTO KypCy Tepamil
OpraHiB [lyxe gacti [JacTi HeuacTi [MToomuHoKi [YacToTa HeBimoMa
3 00Ky iMyHHOI [imepYyTAuBICTh
crCTeMU mo mpemapaty*
[lopylLieHHs IICUXIKI Hecnokii

EMorritini

[po3magu




CUCTEMHU, OPTaHiB
TPYAHOI KJTITKY i
CepenoCTiHHSA

3 60Ky HEPBOBOI ["omoBHUY 3anmamMopoYeHHT

CHCTEMU Oimp*

3 OOKy OpraHiB CIIyXy BepTuro

i piBHOBaru

3 00Ky mUXanbHOI EmiTakcuc

M’SI30BOI CHCTEMH Ta
CIIONTYYHOl TKAaHUHU

M’ s130BUH Oinb

3 6OKy IIJTYHKOBO- bine y xkuBoTL [CyxicTh y poti |ducrnencis

KHIIIKOBOT'O TPAKTy HynoTta 3amnop MeTteopusm

3 00Ky MeviHKu Ta [TeuiHKOBa
PKOBYOBUBITHUX HenocTat

TI5IXIB HiCTH*

3 6OKy IIKipH i AKHE ArTomerris** AHTIOHEBPO-TUYHUH
MiAKipHOl CyxicTb IIKipu HaOPsK

KITiTKOBUHU [imeprigpos

3 OOKy CKeJleTHO- CkeneTHO- Binb y cuHi

TPUTIILEPULIIB ¥

KPOBI

3 00Ky HUPOK i HeTpuMaHHS
CEYOBUBIOHUX LITIXiB ceui
3 6OKy AMeHOpes [Tpunnusu*  [MaTKOBi Po3puB KicTu
PENpPOAYKTUBHOL [loToBIIeHHS [Binb y ManoMy [KpoBoTeui* sleuHUKa*
CHCTEMHU 1 MOJIOYHUX [eHOoMeTpig* [rasi MeTpoparis HalyxaHHS
3aJ103 Kictn BunineHHsa i3 |MOJIOUHUX
SI€UHUKIB* [TiXBU 34103
bomiouicts/  |duckoMdpopT B
HaIpyKEHICTh |[miIsHIi
MOJIOYHUX MOJIOYHUX 327103
385103
3arasnbHi po3nanu BiguyTTs HabOpsku
BTOMU IAcTeHis
Pesynbratil 30inbmenHs  ([limBUILEHHS
NOCIIiIXKeHb Macy Tina BMiCTy
XOJIECTEPUHY B
KPOBI1
[TigBUIIEHHS
BMiCTYy

* MuB. po3min «Onuc okpeMux MoGiYHUX peakifiin».

** [locTiBHUI TepMiH «He3Ha4yHe BUIaflaHHS BOJIOCCS» OYB 3aKONOBaHUY TEPMIiHOM «aJloIeLis».

[Tpu nopiBHSIHHI MOBTOPHUX KYPCiB Teparil 3arajibHa 4YacToTa MOOiYHUX peakiii 0y1a HUKYO0IO B
HACTYIIHUX KypcaX Teparlil, Hi’K B XOfii MepIIoro Kypcy, Mpu bOMY K0XKHa OKpeMa rmobiuHa peakiiis
BMHMKAJIa pifire a0o 3anuinanacs B OOHiM i Tiff ke KaTeropii 4acToTu (3a BUHSITKOM [MCIEICil, SKa
Oyna knacudikoBaHa K HedacTa I100i4Ha peakis B X0fi 3-T0 KypCy Tepallil 3 oriaay Ha il
BUHUKHEHHS Y ONHIE] MAIliEHTKH).

Onuc okpeMux mo6iYHUX peakirin

* [leyiHKOBa HEMOCTATHICTD



Y nepiog mocTpeeCTpaliiHoOro 3aCTOCyBaHHA Y MallieHTOK Oy/TM 3apeeCTPOBaHi BUMTAAKK IeYiHKOBOI
HemocTaTHOCTI. HeBenukii KinbKOCTI I[UX MallieHToK 6yna moTpidHa TpaHCIIaHTallis TeYiHKY.
YacToTa BUHUKHEHHS IEYiHKOBOI HEJOCTATHOCTI Ta (paKTOPHU PU3UKY [JIS MAIliEHTOK HEBigoMi.

* [ToTOBILIEHHST EHOOMETPis

Y 10 - 15 % mairieHTOK Ha ¢(OHi 3aCTOCYBaHHS YIIIPUCTANy alleTaTy Big3Ha4asiocs MOTOBIIEHHS
eHgoMeTpid (> 16 MM 3a faHWMHU yIbTPa3BYKOBOI giarHOCTUKY (Y3]]) Ta Mar#HiTHO-pe30HaHCHOL
tomorpadii (MPT) B kiH1i nepmoro 3-x MicI4HOro Kypcy Teparil). ITif yac HacTyImHUX KypCiB Teparil
IIOTOBIIIEHHST €HIOMETPIis CIIOCTEpIramocs 3 MEHI00 9acToToo (4,9% i 3,5% malieHToK mo KiHIS 2-TO
i 4-To Kypcy Teparrii BigmoigHo). [I0TOBIIIEHHS eHIOMETPis Mae 000POTHHUM XapaKTep Iicis
IPUNIMHEHHS JTiKyBaHHS i BiTHOBJIEHHS MEHCTPYaJIbHOTO IIUKIIY.

Kpim Toro, 060poTHi 3MiHM B eHOOMETPIil, CHPpUYHUHEH] 3aCTOCYBaHHSIM MOMYISTOPiB
nporectepoHoBux pernentopis (PAEC), Binpi3HsAIOTLCS Bif rimepnnasii engometpis. [Ipu
rictonorivHoMy mocimxkeHHi 6ionTaTiB eHmoMeTpis ab0 3pa3KiB TKAHUHU ITiCII TicTePeKTOMil CItin
indopMyBaTH ricTonora mpo Te, L0 MallieHTKa OTPHMYyBaJa YIiIpUCTally aleTaT (OUB. PO3Oinu
«0Oco61uBOCTi 3acTOCyBaHHSI» Ta «PapMaKOJIOTiuHi BIaCTHBOCTI»).

e [Ipunnusu

[TpunnuBu Big3Havanucs y 8,1 % maIieHToK, OOHAK B Pi3HUX JOCTIIXKEHHSIX YacToTa Ifiel mobiuHoi
peaxkilil HeogHaKOBa. Y AOCIIIXKEHHAX 3 BAKOPUCTAaHHSIM aKTHBHOTO KOHTPOJIIO B TPYIIi YIIIPUCTATY
aleTary ix yactoTa craHoBuna 24 % (10,5 % - momipni abo TskKi), B rpymi neinpopeniny - 60,4 %
(39,6 % - momipHi abo TAXKKi). ¥ miane60-KOHTPOILOBAaHUX JOCTIIKEHHIX YaCTOTa IIPUILIUBIB ¥
TPy yninpucTany aneraty ctanosumna 1,0 %, y rpyni nnaue6o - 0 %. Ilig gac nepmoro 3-MicI4HOTO
KYypCy Teparllii B paMKaX ABOX HOBTOCTPOKOBUX mociimkens 111 ¢ha3u yacToTa BUHUKHEHHS IIPUILIUBIB
y HalieHTOK, K OTPUMYBaJIM YIIillpicTasa auerat, ckiana 5,3% i 5,8% BigmnosigHo.

* ['inepuyTnIUBIiCTEL KO IIpenapary

Y 0,4 % nanieHToK B mocimxeHHX III ¢pa3u moBimoMsiyiocs Ipo PO3BUTOK TaKUX CUMIITOMIB
TinepuyTnIuBOCTI, SIK reHepasnidoBaHi Habpsku, cBepOixK, BUcHIl, HaOPSAK 00IMYYS i KPOTIUB'THKA.

* ['onmoBHUH 0iNTb
Y 5,8 % mallieHTOK Bil3HaYaBCs JIETKUM a00 IOMIipHUY TOTOBHUM Oifb.
» KicTu 1€4HUKIB

Y 1,0 % nanieHTOK Bii3Hayanucs QyHKIIOHANbHI KiCTH S€YHUKIB; B OiNBIIOCTI BUTIAAKIB BOHU
CIIOHTAHHO 3HUKAJM IIPOTSATOM [EeKiTbKOX THUKHIB.

* MaTKOBi KPOBOTEYi

[TarieHTKY 3 TAKKOI MEHCTPYaJIbHOI0 KPOBOTEYEl0, CIIPUYUHEHOI0 MiOMOI0 MaTKu, 1epe0yBaioTh y
TPYIli pU3UKY HaIMipHOI KPOBOTEYi, IIPH sAKiit Moxke OyTu noTpibHe XipypriuHe BTpy4YaHHS.
3apeecTpoBaHo KibKa TaKuX BUIAMKIB K B XOfi Teparil yIinpucrany aleTraToM, Tak i uepes 2 - 3
MiCsLi MiC/Is 3aKiHYeHHS KypCy JIIKyBaHHSA.

[ToBigomieHHs 1po mo6iuHi peakiril

[ToBimomneHHs mpo 1mob6iuHi peakilil micis peecTpallii TikapchKoro 3aco0y Ma€ BaXK/IuBe 3HAYEHHS.



Lle mae 3MOry IPOBOAUTH MOHITOPUHT CIIiBBiIHOIIEHHS KOPUCTH/PU3UK IIPU 3aCTOCYBaHHI IIbOT'O
nikapchkoro 3acofy. MeguuHuM Ta papMalleBTUYHUM IIpalliBHUKAM, a TAaKOXK IMallieHTaM abo ix
3aKOHHUM ITIpeCTaBHUKAM CJIif] TOBiTOMJISITH IIPO YCi BUITAAKK MiI03PI0OBaHUX IMOOIYHUX Peakllii Ta
BificyTHOCTI e(peKTHUBHOCTI MiKapchKoro 3aco0y yepe3 ABTOMAaTH30BaHY iHGOpPMaIliiiHy cucTeMy 3
(dapMakoHarasAgy 3a nocuiaHHAM: https://aisf.dec.gov.ua.

Tepmin npudamuocmi. 3 POKH.

YMmoBH 30epirannsi.

30epiraTu B OpUTiHANIBHIN YIIAaKOBI OJIs1 3aXUCTY Bif BIUIMBY CBiT/Ma. [715 TiKapchKOTo 3aco0y He
noTpibHi crenianbHi TEMIEepaTypHi yMoBY 30epiraHHs.

36epiraté y HEOOCTYIIHOMY IJIST OiTe# MiCIIi.

YnakoBka.
[To 14 Tabnetoxk y Omictepi; mo 2 (14x2) abo mo 6 (14X6) 6micTepiB y KAPTOHHIN yIIaKOBII, Y

KOMIIJIEKTi 3 iHCTPYKIIi€I0 [JIsi MEOUYHOTO 3aCTOCYyBaHHS Ta KapToio malfieHTa, sika BKajgeHa y Oinui
KapTOHHUYU KOHBePT 663 MapKyBaHHS.

Kareropis Bigmycky.

3a perenTom.

BupoOHHUK.

BAT «I'emeon Pixtep», Yropiusa.

Micue3HaxoaKeHHsI BUPOOHHKA Ta ajipeca MicCIsi MPOBaIXKeHHsI HOro Tis/IbHOCTI.

H-1103, Bynanermmr, Byn. Oempel, 19-21, VropuuHa.

3asABHHK.

BAT «I'emeon Pixtep», YropivHa.

Micne3HaxomXKeHHS 3asiBHHKA.



H-1103, bymanemr, Byn. dempei, 19-21, YropmuHa.



