IHCTPYKUIA
NS MeANYHOr0 3aCTOCYBaHHSA JTiIKapCbKOro 3acoby

EPOTOH®
(EROTON)

Cknag:

Aitoya peyosmHa: sildenafil;

1 TabneTka MiCTUTb cungeHainy LMTpaTy y fo3ax, ekBisaneHTHUX 50 mr abo 100 mr cungeHadiny;

[OMOMI>KHI PeyoBMHW: KasbLito rigpodgocar Aurigpar, Lenono3a MiKpoKpuUcTasivyHa, KOMOBIAOH, KPEMHIto
AIOKCUA KONOTAHWIA 6e3BOAHNIA, Ta/lbK, MarHito cteaparT, HaTPit0 KPOCKapMenosa, KpoXMasb KapTOn/IsHWUIA.

JlikapcbKa thopma. TabneTku.
OCHOBHI  (Di3UKO-XiIMiYHI BNacTMBOCTI: TabneTkum 6inoro Konbopy, [ABOONYKAi, LeCTUrpaHHi  (popmu
«HEXAGOND), 3 M03Ha4YKOH «®» 3 060X OOKIB.

dapmakoTepaneBTUYHa rpyna. 3acobu, siKi 3aCTOCOBYHOTb NPW epeKTU/bHIN aucyHKuUii. CungeHadin. Kog
ATX G04B EO3.

dapMako/oriyHi BnacTmnBoCTI.

dapmakoguHamika.

MexaHi3m aii. CungeHagin € nepopasibHUM NpenapaToMm, L0 3aCTOCOBYIOTb A/1i IKYBaHHA MOPYLUeHb epekuii y
4oNOoBIKiB. [Npwn cTaTeBOMY 30YyKEHHI Npenapar BiAHOB/IKOE 3HWKEHY epPeKTUIbHY (DYHKLIO LUISAXOM NOCUIEHHS
MPUTOKY KPOBI A0 MeHica.

®i3ionoriyHniA MexaHiam, WO 3yMOB/IHOE epeKLito, BKNHOYa€E BUBINbHEHHS okucy a3oTy (NO) y KaBepHO3HUX Tinax
nig Yac crtateBoro 36ymkeHHs. BMBINIbHEHWIA OKCUL, @30Ty aKTUBYE (PEPMEHT ryaHinatumkiasy, Lo CTUMYSIHOE
NiABVLLEHHS PIBHA LMKNIYHOIO ryaHo3MHMoHodocgarty (I M®), wo, y CBOK Yepry, CnpudmHsae poscnabneHHs
rNafKoi MyCKynaTypy KaBepHO3HUX Tifl, CPUAKOYN NPUTOKY KPOBI.

CungeHadin € NOTYXXHUM Ta CENeKTUBHUM iHribiTopom ulrM®-crneundiyHoi ¢ocgogiectepasn 5 (PLOE5) y
KaBepHO3HMX Tinax, fge ®AE5 Bignosigae 3a po3nag ulrM®. Edektn cungeHadiny Ha epekuito MarTb
nepudepuyHmin xapakTtep. CungeHadin He YMHUTL 6e3nocepefHbOT penakcyrYol Ail Ha i30/1b0BaHi KaBepPHO3HI
Tifa MOAUHY, ane NOTY)XXHO nocuntoe poscnabntotody ito NO Ha faHy TKaHuHy. Mpu aktmsauii MeTaboniyHoro
wnaxy NO/ur Mo, wo BiabyBaeTbCs NpK CTaTeBil CTUMYNALT, iHFiOyBaHHS cungeHadinom ®E5 npu3soauTb 40
nigBuWeHHs piBHA UITM® y KaBepHO3HMX Tinax. TakMM YMHOM, ANs TOro, wWob cungeHagin cnpuynHAB
NOTPiIGHMI (hapMaKoorivHWi edheKT, HeOOXiHe cTaTeBe 30y /KEHHS.

Bnave Ha thapmakoaMHaMmiKy. [LlocnigpKeHHs in vitro NpoAeMOHCTPYBau, WO cuigeHadin € CeNneKTUBHUM LLOAO
®LE5, sika 6epe akTUBHY y4acTb Y npoueci epekuii. Bnave cungeHadiny Ha ®AES NOTYXXHIWWA, HX Ha iHLUI
BifOMi (hochogiecTepasn. Llelt edpekT y 10 pasiB NOTYXHILIWIA, HXX edeKT BnanBy Ha ®LE6, o Gepe yyacTb Yy
npouecax (hoTonepeTBOPeHHs Yy CiTKiBLi. MpKn 3aCTOCYBaHHI MakCUMa/lbHUX PEKOMEHA0BAHWX 03 CeNeKTUBHICTb
cungeHadiny wogo ®AE5 y 80 pasiB nepeBuLLye MOro cenekTneHIcTb Wwoao PAE1L, y 700 pasis BuLa, HIX LLOAO
dOAE2, ®AE3, ®AE4, ®AE7, ®OES, ®AE9, ®AELO Ta PAELL. 30Kpema, CeneKTUBHICTb cunaeHaginy woao
®OE5 y 4000 pasiB nepeBullye MKWOro CenekTUBHICTL wogo PAE3 - uAM®-cneundivyHoi izodopmu
(hocopiectepasu, L0 Gepe yyacTb Y perynsayii cepLesol CKOPOT/IMBOCTI.

PapmakoKiHe TuKa.

Abcopbuis. CungeHadin WwBNLKo abcopbyeTbes. MakcumMaibHI M1a3MOoBI KOHLEHTpaL T npenaparty AocAratoThes
npotarom 30-120 xBuaunH (i3 MegiaHoto 60 XBUIMH) NiCAs MOro nepopasbHOro 3acToCcyBaHHA HaTwe. CepeaHs
abcontoTHa 6i040CTYMNHICTb NiCNSA NepopasbHOro 3aCTOCYBaHHA CTaHOBUTL 41 % (3 Aiana3oHOM 3HayeHb Bif 25 10
63 %). Y pekomeHz0BaHOMY fiana3oHi f03 (Big 25 go 100 mr) nokasHukn AUC Ta Cy o CUngeHadiny nicns roro

MepopaibHOro 3aCTOCYBaHHA NigBULLYHOTLCA NPONOPLINHO A0 J03K.

Mpw 3acTocyBaHHI cungeHadiny nig yac npuinomy HKi CTyniHb abCcopOLiT 3HMXKYETLCSA i3 cepeaHIM NMOLOBXEHHSAM
T max 80 60 XBUNWH i cepefHiM 3HMKEHHAM Cpyax Ha 29 %.

Po3nogin. CepefHili piBHOBaXHWIA 06°eM posnoginy (V) craHoBuTb 105 niTpis, L0 CBIgYUTL MPO PO3MOAIN
npenaparty y TKaHMHax opraHiamy. icns o4HOKPaTHOro NepopasibHOro 3acToCyBaHHA cungeHadiny B fo3i 100 mr
CepefHs MakCUMasibHa 3arasibHa MnnasmMoBa KOHLEHTpauis cungeHadiny cTaHoBUTb NpubansHo 440 Hr/mn




(KoepinieHT Bapiayii cTaHoBUTL 40 %). OcCKiNbKM 3B’A3yBaHHA CUAeHainly Ta Oro roioBHOrO
N-gecmeTtun-meTtabonity 3 6inkamm nnasmu pocarae 96 %, cepefHs MakCUMMasibHa M1a3mMoBa KOHLEHTpauis
BiflbHOro cungeHadiny gocarae 18 Hr/mn (38 HMonb). CTyniHb 3B’A3yBaHHA 3 6ifIKaMU N1asMu KPOBi He 3a1eXnTb
Bifl 3ara/lbHUX KOHLEHTpaLiin cungeHadiny.

Y 300poBMX A06POBO/BLIB, SKi 3aCTOCOBYBaM cunAeHagin ogHOKpaTHO y Ao3i 100 mr, yepe3 90 XBU/IMH B
esaKynaTi Bu3Havanocs meHwe 0,0002 % (y cepefHbOMY 188 Hr) 3aCTOCOBaHOT LO3M.

bioTpaHcthopMauis. MeTaboniam cungeHaqiny 34iCHIOETLCA FOIOBHUM YMHOM 3 Y4yacTH) MiKPOCOMaslbHUX
i3othepmeHTiB neviHkn CY P3A4 (ronosHuin wnsx) ta CYP2C9 (apyropagHuin wnsx). M0N0BHUIA LMPKYNHOKYNIA
MeTaboNiT YTBOPKETLCA LWAAXOM N-AeMeTuoBaHHA cungeHadiny. CeneKTUBHICTL MeTaboniTy BigHOCHO ®ES
MOPIBHAHHA 3 CENEKTUBHICTIO cundeHadiny, a akTUBHICTb MeTaboniTy BigHOCHO ®LE5 cTaHOBUTL NPUOGIN3HO
50 % aKTMBHOCTI NOYaTKOBOT pe4OBUHU. [11a3MOBI KOHLEHTpaL,iT LbOro MeTaboniTy cTaHOBNATL Nprban3HO 40 %
KOHUEeHTpauii cungeHadiny y nnasmi Kposi. N-AeMeTUIb0BaHNA MeTaboniT 3a3Hae No4anbLLIOro Metaboniamy, a
nepioz oro HaniBBMBELEHHS CTAHOBUTb NPUOIN3HO 4 TOAVHN.

EnimiHauis. 3aranbHuiA KnipeHc cungeHadiny ctaHoBuUTb 41 n/rof, 3yMOB/IIOKOYMN Nepios, oro HanisBrBeLEHHS
TpuBanicTio 3-5 roguH. AK nicns nepopanbHOro, Tak i Micns BHYTPILWHLOBEHHOIO 3aCTOCYBaHHS €KCKpeLis
cungeHadiny y Burnafi Metabonitie 34iMCHIOETLCA FO/I0BHUM YMHOM i3 KanoM (npnbnmnsHo 80 % 3acTOCOBaHOI
nepopasibHOI 403K) Ta MEHLLIOK Mipoto 3 ceyeto (MprbnmnsHo 13 % 3acTocoBaHOT NepPopasbHOT [03M).
dapmakoKiHe TVKa B 0CO6/MBMX rpyn nawyieHTIB.

MauieHTV NiITHLOrO BiKY. Y 3[40pOBUX L06POBO/bLLIB MITHLOIO BiKy (BIKOM Bif, 65 POKiB) Bi3HA4Ya10CA 3HVKEHHS
KNipeHcy cungeHaginy, WO 3yMOBMHOBaNO MiABULLEHHS M1a3MOBUX KOHLEHTpauiin cungeHadiny Tta 1oro
akTMBHOro N-ZemeTn/IboBaHOro MeTaboniTy npnbam3Ho Ha 90 % NOPIBHSAHO 3 BigNOBIAHUMW KOHLEHTpaLisMU y
340pOBUX JO6POBO/ILLIB MOMOALIONO BikKy (18—45 pokiB). Y 3B’A3KY 3 BIKOBUMUW BIAMIHHOCTAMU Y 3B’A3YBaHHI 3
6inkamn nnasmy KpoBi BIAMOBIAHE MNiABWLLEHHS MNa3MOBOI KOHUEHTpauii BifIbHOro cungeHadiny CTaHOBWIO
npu6nnsHo 40 %.

HupkoBa HeJOCTaTHICTb. Y [L06POBO/BbLIB i3 MOPYLIEHHAMW (PYHKLIT HAPOK JIErKOr0o Ta MOMIPHOrO CTYreHs
(knipeHC KpeaTuHiHYy 30-80 Mn/XB) (hapMakOKiHETWKa cundeHadiny 3anuwanacs He3MiHEHOH nicns oro
OAHOKpaTHOro mnepopasbHoro 3actocysaHHa Yy pfo3i 50 mr. CepegHi AUC T1a Cax N-4eMeTnnboBaHoro
MeTaboniTy niAsuLlyBaincad Ha MakcuMym 126 % Ta Makcumym 73 % BifAnoBiAHO MOPIBHAHO 3 TaKMMK
noKasHMKaMu y f06p0oBO/IbLIB TAKOTO X BiKY 6e3 nopyLueHb PYHKLUIT HUPOK. OfHaK Yepe3 BUCOKY IHAVBIAYaNTbHY
BapiabenbHICTb Ui BIAMIHHOCTI He OyNM CTaTUCTUYHO 3HAYYLUMMU. Y A06POBO/bLUIB i3 TSXXKUMU MOPYLLUEHHAMU
(YHKLUIT HAPOK (KNipeHC KpeaTUHiHY Hbkye 30 MN/XB) KNipeHC cungeHadiny 3HMXyBaBCH, WO NPU3BOAUIO [0
nigsuileHHa AUC Ta Cp o B cepesHboMy Ha 100 % Ta 88 % BifnoBsifHO NMOPIBHAHO i3 O6POBONLLAMY TaKOr0 X
BiKy 06e3 nopyLlleHb (PYHKUii HMPOK. KpiMm TOro, 3HaveHHs AUC T1a Cyg N-4emMeTunboBaHoOro mMetabonity
3HauyLe nigsuuysanmcs Ha 79 % ta 200 % BignoBigHO.

MeyiHKOBa HEOCTATHICTb. Y AOOPOBO/ILLIB I3 LMPO30M NEYiHKM IErKOro Ta NOMIpHOro CTyneHs (knacis A T1a B
3a Knacudikauieto Yainga — IM°10) KnipeHc cunaeHadiny 3HMKyBaBcs, Lo Npu3Boanno Ao nigsuweHHs AUC
(84%) Ta Cprgax (47 %) nopiBHAHO 3 [00POBOMBbLUAMU Takoro > BiKy 6e3 MopylleHb (YHKLUIA NeYiHKu.
dapmakoKiHeTUKa cunaeHadiny y nayieHTiB i3 MOpYLLUEHHAMU (YHKLIA NeYIHKN TSXKOro CTYNeHs He BUBYaacs.

KniHIYHI XapaKTepuUCcTUKMN.

Noka3aHHA.

MpenapaT pPeKOMEeHAYETbCA 3aCTOCOBYBATW YO/MOBIKaM 3 EPEKTU/IbHOK AMCHYHKLUIE, AKa BU3HAYaETLHCA AK
He3[aTHICTb AoCcArT abo NiATPUMATM epeKLito CTaTeBOro YneHa, HeobXigHy ANs YCNiLWHOro CTaTeBoro akTy.

[ns etheKTUBHOT AiT npenapaTy HeobxiAHe cTaTeBe 30y HKEHHS.

IMpoTnnoKasaHHA.

- MigBuLLeHa YyTAMBICTb 40 cungeHadiny abo 6yab-SKoT3 AONOMIXHUX PeYOBUH NiKapCcbKOoro 3acooy.

- OpHOoYacHe 3aCTOCyBaHHA i3 AOHOpaMu OKcuAy asoTy (Takumu fK aMifHITpUT) abo HiTpatamu y Oyab-aKiii
(hopMi — cungeHadin Mae BNAMB Ha LUAAXN MeTaboniamy okcuay asoTy/ UMKNIYHOro ryaHo3uHMoHoocharty
(4M®) Ta NOTEHWOE TINOTEH3UBHUIA eEKT HITpaTiB.

- OfiHo4acHe 3acTocyBaHHS iHribiTopiea ®AES (y TOMy uncni cungeHadiny) 3i CTUMynSToOpaMuy ryaHinaTumkiasm,
TaKUMW AK pioyuryar, NpoTUnoKasaHe, OCKIiSIbKM MOXe NPr3BecTU A0 CUMMTOMATUYHOT FiNOTeH3IT (41B. po3ain
«B3aemogisa 3 iHWMMKN NiKapCbKNUMK 3aco6amm Ta iHLLI BUAW B3aEMOLIN).

- CTaHu, Npu fKMX cTaTeBa aKTUBHICTb € HebaxaHO (TSXKKi CepLeBO-CYAMHHI po3nagn, Taki K HecTabinbHa



CTeHOKapAis abo cepuesa HeAOCTATHICTb TAXKOM0 CTYMEHS).

- JlikapCcbKuWin 3acib NpoTMMNOKa3aHUi nauieHTam, AKi BTpaTuAM 3ip Ha O4HOMY OLi BHaCMifoK HeapTepianbHOT
nepeaHbOi iLeMiYHOI He/iponarTii 30pOBOr0 HepBa, He3a/IeXXHO Bif TOro, NOB’s3aHa L NATO/OriA i3 nonepeaHiM
3aCcTOCyBaHHAM iHri6iTopis PAES um Hi.

- HasBHICTb TakMX 3axBOPHOBaHb, SK MOPYLUEHHA (YHKLUIT NMEeYiHKN TSHKKOro CTyneHs, apTepiasibHa rinoTeHsis
(apTepiaibHUiA TUCK Hudkde 90/50 MM pT. CT.), HELL0AaBHO NepeHeceHWi iHCYNbT abo iH(apKT Miokapha Ta
CMaAKoBi [ereHepaTMBHI 3aXBOPKOBAaHHA CITKIBKM, TaKi SK MIrMEHTHWIA PETUHIT (Taki MauieHTU MOXYTb MaTu
reHeTUYHI po3naam thocogiectepas CiTKiBKM), — 6e3neka cungeHadiny He AocnigpKyBanacs y Takux nigrpynax
nawieHTIB.

B3aemogis 3 iHLLUMMW NiKapCbKUMM 3ac06aMu Ta iHLi BUAW B3AEMOSIA.

Bnave iHWKMX NikapcbKux 3acobiB Ha cungeHadin.

JocnifpkeHHs in vitro. MeTtaboniam cungeHadiny BigbyBaeTbCs NepeBaXXHO 3 y4vacTio i3ohopmun 3A4 (roN0BHUI
wnsx) Ta isoopmu 2C9 (apyropagHuin wnax) umtoxpomy P450 (CYP). Tomy iHri6iTopy umx i3oepMeHTiB
MOXYTb 3HWXYBATWU KIpPeHC cungeHadiny, a iHAYKTOpU LMX i30(DEPMEHTIB MOXYTb MigBULLYBaTU KIipeHC
cungeHaginy.

JocnipkeHHss  in_ vivo. TonynauinHuii - hapMakoKiHETUYHWUIA  aHani3  AaHuMX  KAIHIYHWX  JOCAiIKEHb
NPOAEMOHCTPYBAB 3HWKEHHS K/ipeHCy cungeHadiny npu Moro ofHOYaCHOMY 3aCTOCyBaHHI 3 iHri6iTopamu
CYP3A4 (Takumy $K KETOKOHa30/, epUTPOMILMH, UUMeTMAMH). Xoya Npuv OAHOYAaCHOMY 3aCTOCYBaHHI
cungeHadginy Ta iHriéitopis CYP3A4 3pocTaHHA 4acTOTK MOBGIYHMX ABULL, He CNOCTepiranocs, Cnif po3srfisgHyTy
MOX/IMBICTb 3aCTOCYBaHHSA NOYaTKOBOT 4031 cungeHadiny 25 mr.

OpfHoYacHe 3acToCyBaHHA IHri6iTopy BIlJI-npoTeas puTOHaBIpYy, AYXXe MOTYXXHOro iHriéitopy P450, y craHi
PiBHOBaXKHOI KOHLeHTpauii (500 mr 1 pa3 Ha Ao6y) Ta cungeHadiny (pasosa fo3a
100 mr) npu3BoAnno Ao NiaBuLeHHA Coax cuigeHadiny Ha 300 % (y 4 pasn) Ta nigsuLLeHHa nnasmosol AUC

cungeHadginy Ha 1000 % (y 11 pasiB). Yepe3 24 roguHn nnasMoBi PiBHI cunfeHaginy Bce Lie CTaHOBWAU
npuonn3Ho 200 Hr/MN MOPIBHAHO 3 piBHEM MPUOAU3HO 5 HI/MJ, XapaKTepHUM [18 3aCTOCYBaHHA cuigeHadiny
OKpeMmo, WO BifnoBigae 3Ha4HOMY BMNAMBY PUTOHABIPY Ha LUMPOKMIA cnekTp cybeTpaTie P450. CungeHadin He
BMN/MBaE Ha (papMakKOKiHETUKY puTOHaBipy. 3 ornafgy Ha ui hapmMakoKiHeTUYHI faHi OfHO4YacHe 3acTOCyBaHHSA
cungeHaginy Ta pUTOHaBIipY He PeKOMeHAYETbCA (auB. po3ain «OcobAMBOCTI 3aCTOCYBaHHA®); Y OyAb-AKOMY
BUMAAKY MakCUMasibHa [03a cuigeHadiny 3a Xo4HUX 06CTaBMH He NMOBMHHA MepeBumLLyBatn 25 Mr npoTarom 43
FOAVH.

OpfHoYacHe 3acTocyBaHHA iHribiTopy BlJ1-npoTteasn caksiHasipy, iHri6iTopy CYP3A4, y [03i, Wo 3abe3rneyye
PIBHOBaXKHY KOHLEHTpauito (1200 mr 3 pasu Ha [oby), Ta cungeHadiny (100 Mr pa3oBo) Npu3BOAMIO A0
nigsuLLEeHH:A Crax CNeHadiny Ha 140 % Ta 36inbLueHHs cuctemHol ekcnosuuii (AUC) cungeHadiny Ha 210 %.

He BusBNeHO BNAMBY cungeHadiny Ha (hapmMakOKiHETUKY CakBiHaBipy (AMB. po3fin «Cnocib 3acToCyBaHHSA Ta
[03u»). MepenbayvaeTbes, WO B6inbl NOTYXXHI iHriGiTopn CYP3A4, Taki K KETOKOHA30/1 Ta iTpakoHas3on, byayTb
MaTu GiflbLL BUPAXKEHWIA BNNB.

Mpy 3actocyBaHHi cungeHaginy (100 Mr pa3oB0) Ta epuTPOMIUMHY, MOMipHOro iHrieitopy CYP3A4, y
piBHOB&XXHOMY cTaHi (500 Mr 2 pasv Ha goby npoTtarom 5 AHIB) cnocTepirasiocd MiABULLEHHSA CUCTEMHOT
ekcno3uuii cungeHadiny Ha 182 % (AUC). Y 300poBUX A06POBO/BLIB YOMOBIYOT CTaTi He crocTepiranocs
BMMBY asuTpomiuuHy (500 mr Ha fo6y npoTarom 3 Aib) Ha AUC, Craxs Traxs KOHCTaHTY LUBUAKOCTI efiMiHaLiT

Ta Mofasblunini nepiof HaniBBUBELEHHS cungeHadiny abo MOro ronoBHOro LMPKYNHOKYOro MeTaboniTy.
LiumeTnauH (iHridiTop umutoxpomy P450 Ta HecneumdivHmin iHrieiTop CY P3A4) y nosi 800 Mr npu ogHoYacHOMY
3acToCcyBaHHI i3 cungeHadinom y aosi 50 Mr y 340poBMX A06POBO/bLIB NPU3BOAUB A0 NiABULLEHHS M1a3MOBUX
KOHUEeHTpaLiv cungeHadiny Ha 56 %.

perindpyToBuii cik € cnabkmm iHri6itopom CYP3A4 y CTiHUI KMWEYHUKY | MOXe CMpUUYMHUTL MOMipHe
NiABULLEHHS PIBHIB cungeHadiny y nnasmi Kposi.

OfHOKpaTHe 3acTOoCyBaHHA aHTauugie (MarHito rigpokcugy/ anoMmiHilo  rigpokcuay) He BMOAMBAIO Ha
6iof0CTYNHICTb cungeHadginy.

Xoua pocnigpkeHb cneumpivyHoi B3aemofdii 3 yciMa NiKapcbKUMKM 3acob6amMy He NPOBOAMIOCA, 3a [AaHUMU
nonynAuinHoOro (apMakoKiHETUUYHOIO aHanisy, (hapmakoKiHeTMKa cuigeHadiny He 3MmiHKOBanacqd npu Moro
0[JHOYAaCHOMY 3aCTOCYBaHHI i3 NiKapCbKMMK 3aco6amu, WO Hanexarb Ao rpynu iHriéitopis CY P2C9 (TonbyTamig,
BapapwH, ¢eHiToiH), rpynu iHriiTopis CYP2D6 (Takmx SIK CENeKTUBHI iHriGiTOpu 3BOPOTHOrO 3aXOrJeHHS



CEpPOTOHIHY, TPULMKNIYHI aHTUAENpPecaHTn), rpynu TiasugHMX Ta TiasugonogioHUX AiypeTuKiB, MeT/boBUX Ta
Kaninsbepiratoumx AiypeTuKiB, iHriGITOPIB aHrioTeH3NHMNEPETBOPIOBA/ILHOIO epMeHTy (AlMD), aHTaroHicTiB
KasnbLiito, aHTaroHicTiB B-agpeHopeuenTopiB abo iHAyKTopiB MeTaboniamy CYP450 (Takux K pugammniuuH,
6apbiTypatn).

OfHoYacHe 3aCTOCyBaHHS aHTaroHicTa eHAoTeniHy 6oceHTaHy (nomipHuii iHaykTtop CYP3A4, CYP2C9 Ta,
moxneo, CYP2C19) y piBHOBaXkKHOMY CTaHi (125 mr ABidi Ha fo6y) Ta cungeHadiny y piBHOBaXXHOMY CTaHi
(80 mr 3 pa3n Ha fo6y) npu3soanno 1o 3HmkeHHs AUC Ta Cy o cunigeHadiny Ha 62,6 % Ta 55,4 % BignosigHo.

ToMy OfiHOYACHe 3aCTOCYBaHHA TakuX MOTYXXHUX iHAYKTopiB CY P3A4, K pudammiH MOoXe Npu3BOAUTU 40 6ifbLL
BUPAXKEHOM0 3HMKEHHS KOHLEHTpaLiT cungeHadiny B niasmMi Kposi.

HikopaHaun siBnse co60to ribpug akTeaTopa KasbLieBUX KaHaniB Ta HiTpaTy. HiTpaTHWIA KOMMNOHEHT 3yMOB/IOE
MOX/IMBICTb MOr0 Cepino3HOI B3aEMOAIT 3 cungeHadinom.

EdekT cungeHadiny Ha iHWi nikapcbKi 3aco6u.

JocnimpkeHHs in vitro. CungeHadin — cnabkuin iHriéiTop isogopm 1A2, 2C9, 2C19, 2D6, 2E1 Ta 3A4 LUTOXpPOMY
P450 (IKsp > 150 MKMosib). OCKiNbKY MiKOBI NIasmMoBi KOHLEHTpauil cuiaeHadiny [OPiBHIOWTb NpubansHo 1

MKMO/1b, BM/IMB Mpenapary Ha KnipeHc cybCcTpaTiB LmX i30hepMeHTIB Ma/10AMOBIPHWIA.

BifcyTHI faHi Lo40 B3aEMOAIT cungeHainy Ta Taknx HecneumgivyHuX iHriéiTopis ocgogiectepasun, K Teoqini
Ta AMnNipuaamorn.

JocnifkeHHs in vivo. OCKinbKK BifOMO, WO cungeHadin Mae BNAnB Ha MeTaboniaM okcuay asoTy/ UMKIIYHOro
ryaHosnHmoHodochaty (ulrMd), 6yno BCTaHOBMEHO, WO cungeHadin NOTEHLUIOE TINOTEH3MBHY Ait0 HITpaTiB,
TOMY MOr0 OfAHOYacHe 3acTOCyBaHHS 3 [AOHOpaMW OKcuay asoTy abo 3 HiTpaTamu y O6yab-Kildi opMmi
npoTunokasaHe (4vB. po3gin «1poTUNOKA3aHHS).

Pioyuryat. JOKNiHIYHI AOCNIDKEHHS NPOAEMOHCTPYBa/IN aAUTUBHUIA CUCTEMHMI eDEKT 3HMXKEHHS apTepiasibHOro
TUCKY, TMPU OLHOYACHOMY 3aCTOCyBaHHi IHri6itopis ®AE5 3 pioyuryatoM. KniHIYHI  LOCNILKEHHA
NPOAEMOHCTPYBaN, WO pioyuryat NOCWIKOE TFiNOTEH3MBHY Aito iHriGiTopie ®AES. Y nauieHTiB, sKi 6panu
y4yacTb Y AOCNILKEHHI He CnoCTepiranochb MO3UTUBHOIO KNIHIYHOrO e(eKTy Bif OLHOYACHOrO 3aCTOCYBaHHSA
iHriditopis ®AES5 3 piounryatom. MNpoTunokasaHe ofgHoOYacHe 3aCTOCYBaHHA pioyuryary 3 iHriéitopamm ®LES (y
TOMY yncni cungeHadinom) (aus. po3ain «poTunokasaHHs»).

OfHoYacHe 3acToCyBaHHA cunfeHadiny Ta 6GnoKaTopiB O-afpeHOPEeLEenTopiB MOXe NPU3BeCTM O PO3BUTKY
CMMNTOMATMYHOI apTepianbHOI FiNOTeH3IT Y AesSKMX CXUIbHUX A0 LbOro MauieHTiB. Taka peakuisi HaivacTiwe
BUHMKaA NPOTAroM 4 roAuH nicns 3acTocyBaHHA cungeHadiny (aAve. po3gin «Cnocib 3acTocyBaHHSA Ta 403M» Ta
«OCc06MBOCTI 3aCTOCYBaHHSA»). Y XOAI AOCNIAKeHb CcneunpivyHOi B3aeEMOAIT NiKapCbKMxX 3acobiB 61oKaTop
a-afpeHopeLenTopiB Aokca3osvH (4 Mr Ta 8wmr) Ta cungeHadin (25wmr, 50 mr ta 100 Mr) 3acTocoByBav
OAHOYacHO NauieHTam i3 A0OPOSKICHOK rinepniasieto nepeamixypoBoi 3a103m, cTabinizayis cTaHy skux 6yna
[OCATHyTa MpY 3aCTOCYBaHHI AOKCA303MHY. Y LMX MOMYNALIAX CrOCTEpPIranocs CepefHe LOAATKOBE 3HVKEHHS
apTepiasibHOro TUCKY Y MOMOXEHHI NfeXaun Ha 7/7 mm pT. CT., 9/5 Mm pT. CT. Ta 8/4 MM pT. CT. i CepefHe
3HWKEHHSA apTepiasibHOro TUCKY Y MOJMIOXEHHI CToAyn Ha 6/6 mm pT. cT., 11/4 MM pT. CT., 4/5MM pT. CT.
BiAMNOBIAHO. Mpy 0HOYACHOMY 3aCTOCYBaHHI cuigeHadiny Ta AOKCa303unHY Y NauieHTiB, cTabinisauisa craHy AKnx
Oyna [ocArHyTa npu 3acTOCyBaHHI [0KCa303uHY, IHOAI MNOBIAOMAANOCA MPO PO3BUTOK CUMMTOMATUYHOI
OpTOCTaTUYHOI TFinNOTeH3il. Y LMX MOBILOMMIEHHAX WLWNOCA NPO BUMNAAKM 3anamMOpPOYeHHs Ta CTaH nepeq,
HENPUTOMHICTIO, afie 6e3 CMHKOTE.

He cnocTtepiranocs >O4HWX 3HaYyLMX B3aEMOAiIN Mpy OAHOYACHOMY 3acToCyBaHHiI cungeHadiny (50 mr) i
TonbyTamigy (250 mr) abo BapapuHy (40 mr), wo metabonisytoteca CY P2C9.

CunpgeHadin (50 Mr) He npu3BOAMB [0 MOLOBXEHHS 4acy KpOBOTeYi, CMPUYMHEHOT 3acTOCYBaHHAM
aueTtuicaniumnnosoi kucnotu (150 mr).

CunpgeHadin (50 Mr) He NOTEHUiOBAB FiMOTEH3VMBHY [il0 a/KOroto y 3[40p0BUX A0OPOBO/BLLIB MPU CcepeaHiX
MaKCUMasibHUX PiBHAX eTaHONy Kposi 80 mr/a.

Y naujieHTiB, AIKi 3aCTOCOBYBa/M cundeHadin, He CNOCTepiranocs >XXOAHWX BigMIHHOCTE NPOdinto NoBIYHMX
eheKTiB NOPIBHAHO 3 niaue6o nNpu 04HOYaCHOMY 3aCTOCYBaHHI TaKMX K/aciB rinoTeH3MBHMX NiKApPCbKMX 3ac006iB,
AK  piypeTukun, Gnokatopu [(-agpeHopeuenTopiB, iHribitopm AP, aHTaroHicTM aHrioteHsuHy I,
aHTUTINepTeH3MBHI NiKapCbKi 3ac06M (CYyAMHOPO3LLMPIOBA/IbHI Ta LEHTPasIbHOI Aii), 610KaTopy afpeHeprivyHmx
HelpoHiB, 6/1OKaTOPK Ka/bLieBMX KaHaniB Ta 6/10KaTopyu a-afpeHopeLenTopiB. Y cneuiaibHOMY AOCNIIKEHHI
B3aEMOAIT Npy 04HOYaCHOMY 3acToCyBaHHI cungeHaginy (100 Mr) Ta amioguniHy nawieHTaMm 3 apTepiaibHOK
rinepTeH3ieto CrocTepiranoca 40AATKOBE 3HVXKEHHSA CUCTOMIYHOMO apTepia/ibHOro TUCKY B MOJIOXKEHHI NleXkaun Ha
8 MM pT. CT. BignosigHe 3HMKEHHS AiacTONIYHOro apTepiasibHOro TUCKY CTaHOBWUIO 7 MM PT.CT. 3a BENIMYMHOLO Lii
[0aTKOBI 3HWKEHHSA apTepialbHOro TUCKY OY/IN MOPIBHAHHUMU i3 TVMWU, LLO CMOCTEPIraINCA MpW 3aCTOCYBaHHI




nuLwe cungeHadiny y 340poBux 406poBosbLiB (4MB. po34in «PapmakonorivyHi BlaCTUBOCTI»).

CunpgeHadin y gosi 100 mr He BnMBaB Ha (hapMakKOKIHETUYHI MOKa3HUKK iHTri6iTopis Bl/1-npoTeasn, caksiHaBipy
Ta pUTOHaBIpy, Lo € cybecTpatammn CY P3A4.

Y 300p0BMX AOOPOBO/LLIB YO/IOBIYOT CTaTI 3aCTOCYBaHHA cunaeHadiny y piBHOBaXXHOMY cTaHi (80 Mr 3 pa3u Ha
po6y) npmssoguno o nigsueHHs AUC Ta Cpg 60ceHTaHy (125mr 2 pasu Ha poby) Ha 49,8% 42 %

BiAMNOBIAHO.

Oco6MBOCTI 3aCTOCYBAHHSA.

[o novatky Tepanii cnig 3i6patv MeAMYHMIA aHaMHe3 MauieHTa Ta NPOBECTU (i3nKa/ibHe O0OCTEXeHHS ANs
[IarHOCTUKM epPeKTUNbHOT AUCHYHKLIT Ta BUSHAYEHHS TI MOXINBUX MPUYMH.

PaKkTOopu pUsNKy CepLEeBO-CYAMHHMX 3axBOpHOBaHb. OCKI/IbKM CTaTeBa aKTUBHICTb CYMPOBOMKYETHCA MEBHUM
CepLUeBMM PU3MKOM, O MOYaTKy Oyab-AKOro JfliKyBaHHS epeKTWU/IbHOI AUCHYHKUIT Nikap Mae OuiHUTM CTaH
CepueBo-CyANHHOT cucTeMu nauieHta. CungeHadin YMHWUTL CYAMHOPO3LUMPIOBAIbHY [Ait0, L0 MNPOSBAAETHCA
NEerkUM Ta KOPOTKOYACHUM 3HWKEHHAM apTepiaibHOr0 TUCKY (4MB. po3gin «PapmakofumHamika»). [o
NpU3HaYeHHs cungeHadiny nikap Mae peTenbHO 3BAXWUTU, YN MOXKe TaKMin edieKT HecnpusTIMBO BMAMBATU Ha
NawyieHTiB i3 MEBHMMU OCHOBHUMW 3aXBOPHOBaHHAMM, OCOONMBO Yy KOMOIHAUiT 3i CTaTeBOK aKTMBHICTIO. [0
navuieHTIB i3 NiABMLLEHOI YYT/IMBICTIO 0 Ba30AMIaTaTOPIB Ha/leXaTb NalieHTN 3 06CTPYKLIEKD BMUBIAHOIO TPaKTy
NIBOrO LWAyHOYKa (Hanpuknag, CTeHO3 aopTw, rinepTpodivyHa OBCTPYKTMBHA KapgiomionaTisa) abo nauieHTu 3
PIAKICHUM CUHLPOMOM MY/IbTUCUCTEMHOI aTpodii, OLHUM 3 MNPOSABIB AKOI € THKKE MOPYLUEHHA perynauii
apTepianbHOro TUCKY 3 60Ky BeretaTMBHOI HEPBOBOT CUCTEMN.

Mpenapat NOTeHL,it0€ MiNOTEH3UBHUIA etheKT HITPaTIB (4MB. PO3Lin «POTUNOKA3aHHS»).

Y NOCTMapKEeTUHIroBOMY MepioAi NOBiAOMAANOCA NPO TAKKI NOGIYHI peakuii 3 60Ky cepLeBO-CYANHHOT CUCTEMN,
BK/IHOYAKOUN IH(ApPKT MioKapaa, HecTabifbHy CTEHOKapAito, panToBYy CEpPLEBY CMEPTb, LUYHOYKOBY apuTMItO,
Llepe6bpoBacKyNsiPHI KPOBOBW/IMBY, TPaH3UTOPHY iLIeMiYHY artaky, apTepiasibHy TinepTeHs3ito Ta apTepiasibHy
rinoTeH3ito, WO 3a YacoM 36iraimnca i3 3acTocyBaHHAM cungeHadiny. Y GinblIOCTI NauUieHTIB iCHYBan (pakTopu
PU3NKY CepLEBO-CYANHHUX 3aXBOPOBaHb. barato Takux nobivyHMX peakuii cnoctepiranocs nifg yac abo ogpasy
nicns CTaTeBOro akTy i JIMWE Kiflbka Tpanuioca HeBAOB3i NIiCNA 3aCTOCYBaHHA cunfeHadiny 6e3 crarteBoi
aKTMBHOCTI. TOMY HEMOX/IMBO BM3HAUMTU, Y/ MOB’A3aHMIA PO3BUTOK TakMX NMOGIYHUX peakuin 6e3nocepefHbO 3
(hakTOpamMun puU3nKy, 4u X PO3BUTOK 3yMOBIEHUIA IHLUMMUN YNHHUKAMU.

Mpianiam. 3acobu Ana NikyBaHHA epeKTUIbHOI AUCHYHKLIT, Y TOMY 4Yuchi i cungeHadin, cnif npusHadatu 3
06epeXHICTIO MalieHTaM 3 aHaTOMIYHMMKM AedhopMaLliamMy neHica (TaKUMKU SK aHrynsyis, KaBepHO3HUIA (ibpo3
abo xBopoba [MeipoHi) Ta nauieHTaMm 3i CTaHamy, WO CAPUAKOTb PO3BUTKY Mpianiamy (Takumy §K
cepnonofibHOKNITUHHA aHEMIsi, MHOXMHHaA MiefloMa abo nelikemis).

Micna Buxopdy cungeHadinly Ha PUHOK MOBIAOMAANOCA MPO BUMaAKM MOLOBXEHOT epeKUil Ta npianiamy. AKLLO
epekuis TpuBae AOBLIE 4 TOAMH, NauieHTaM CAif HerainHO 3BEpPHYTMCA 3a MeAMYHOK [JOMOMOrow. Y pasi
BIZICYTHOCTI HeramHoro fikyBaHHs npianiaM MOXe MPu3BecTM A0 MOLUKOMKEHHS TKaHMH MeHica Ta [0 CTINKOI
BTpaTV NOTEHLLI.

OfiHoYacHe 3aCTOCyBaHHS 3 iHWKUMK iHri6iTopamu ®AES abo iHWKYMK NpenapaTaMun Ans NiKyBaHHA epPeK T UIbHOI
AncayHKUiT. besneky Ta epeKTUBHICTb 0AHOYACHOMO 3aCTOCYBaHHSA cungeHadiny 3 iHWKUMKM iHriGiTopamm ®LAES
abo IHWWUMK npenapaTaMu Ana NiKyBaHHA TinepTeHsil fiereHeBol apTepil, WO MICTATL cuigeHadin (Hanpuknag,
«PeBaLio»), UM 3 IHWMMKU NpenapaTaMu AN NiKyBaHHS epeKTULHOT ANCHYHKLIT He BUBYa/IN. TOMY 3aCTOCYBaHHS
TakMx KOMbiHaLi He peKOMeH[0BaHe.

Bnime Ha 3ip. Hagxogwnu CnoHTaHHI MOBILOMMEHHS MPO BUHWMKHEHHSA [Ae(EKTIB 30py MpW 3acTOCYBaHHI
cungeHadiny Ta iHWKUX iHriéiTopie ®AES (anB. po3ain «ob6iuHi peakuii»). 3i CNOHTaHHMX MOBIAOM/IEHbL Ta
Harnsa4oBoOro AOCAiIKeHHS BiZOMO MPO BWNALKM PIAKICHOI HeapTepiaiibHOT MepefHbOi iemMiyHoT HesponaTil
30pOBOr0 HepBa, MOB’A3aHOT i3 3aCTOCYBaHHAM cundeHadiny Ta iHwmx iHriéitopis ®AES (amB. po3ain «IMobiyHi
peakuii»). MauieHTiB cnifg nonepeauTy, WO Yy pasi panToBOro MopyLleHHs 30py 3aCTOCOBYBAHHSA cuneHadiny
CNif, NPUNUHNTM Ta HEranHO 3BEPHYTUCSH [0 NiKaps (4MB. po34in «POTUNOKA3aHHS»).

OfHovyacHe 3acTOCyBaHHi 3 pWTOHaBipoM. OfHOYacHe 3acTOCyBaHHA CuAeHainy Ta PUTOHaBIpy He
pPeKOMeHAYETbCA (AMB. po3ain «B3aemogis 3 iHLWMMK NiKapCbK1MMM 3ac06amu Ta iHLLI BUAM B3aEMOAIA»).
OfHovyacHe 3aCcTOCyBaHHA 3 6/0KaTOpamy O-ajpeHopelenTopiB. lMauieHTam, AKi 3aCTOCOBYHOTb 6/0KaTtopu
a-afpeHopeLenTopiB, 3acTocoBYyBaTW cunfgeHadin cnif 3 06epeXxXHICTHO, OCKINbKA Taka KOMOiHauis Moxe
MpU3BeCcT” [0 CUMMNTOMATMYHOT apTepianbHOI FIMNOTEH3IT Yy [eAKUX CXWIbHUX [0 LbOro MauieHTIB.
CumnToMaTUyHa apTepiasibHa rinoTeH3is 3a3BMyail BUHMKAE NPOTArom 4 rofuH Micns 3aCTOCyBaHHA cungeHadiny.
3 METOK MiHiMi3auUii pu3NKy pPOo3BUTKY MOCTYypanbHOI FiMOTEH3IT Y nauieHTiB, SKi 3aCTOCOBYHOTb 6/10KaTOpU



a-aflpeHOPeLLEenTopiB, TXHIN cTaH MOTPIOGHO CTabinisyBaTh 3a AONOMOrOK 6/10KaTOPIB O-aApeHopPeLenTopiB Ao
MoYyaTKy 3aCTOCOBYBaHHA cungeHadiny. Takox cnif po3rnsHyTV MOX/IUBICTb 3aCTOCYBaHHA MOYaTKOBOT 403K 25
Mr (amB. po3ain «Cnocib 3acTocyBaHHA Ta f03U»). Kpim TOro, cnif npoiHopMyBaTh NauieHTIB, AK AIATU Y pasi
MosiBM CMMNTOMIB OPTOCTATUYHOT FiNOTeH3IT.

Bnave Ha KpoBoTeui. [OCNipKEHHS TPOMOOUWTIB MOAUHM NPOAEMOHCTPYBanX, WO in Vitro cungeHadin
MOTEHLit0OE aHTMarperauiiHi  edekTv HaTpito HiTponpycuay. Hemae >XogHoOT iHdopmauil wogo 6e3neku
3aCTOCyBaHHSA cungeHadiny nawieHTam i3 NopyLUeHHAMW 3ropTaHHs KpoBi abo rocTporo MenTUYHOK BUPA3KOHO.
TakvM YMHOM, 3aCTOCYBaHHSI CunfdeHainy nauieHTamu Liel rpynyu MOX/IMBE fiLe MNicns peTenbHOT OLiHKK
CMiBBIgHOLLEHHS KOPUCTI Ta PU3KKIB.

Micna 3acTocyBaHHA o3 100 Mr 340poBMM A0OPOBONMBLUAM He CroCTepiranoca Br/MBY Ha MOPQOJOTiIH0 Yu
PYXOMICTb CNepMaTo30i4iB (4uB. po3ain «PapMakoaMHaMIKa).

BTpaTa cnyxy. Jlikapam cnif nopagnty nawieHTaM NPUNMUHATL 3aCTOCYBaHHA iHri6iTopis ®OES, BKIOUaoum
Llen nikapcbKuid 3acib, Ta HeranHoO 3BEPHYTUCA 3a MeAMYHOro LOMOMOroK Y BUMaAKax PanTOBOrO 3HMXKEHHS Yu
BTpaTh cnyxy. Mpo ui sBuua, WO TakoX MOXYTb CynpoBOAKYBaTUCSA A3BOHOM Yy ByXaX Ta 3arnamOpOYeHHSM,
NoBIAOMNANOCA 3 acoLjialiero y Yaci i3 3acTocyBaHHAM iHribiTopis ®LAES, BKAouaoum cungeHadin. BusHaumTn,
Ym Ui ABMLLA NPAMO NOB’A3aHi i3 3aCTOCYyBaHHAM iHribiTopiB PAES, un 3 iHWMMK (haKTOpamm, HEMOXX/INBO.
OfHouyacHe  3aCcTOCyBaHHA i3 TINOTEH3MBHUMM  npenapaTamu.  [penapar YMHWUTL  CUCTEMHY
CYANHOPO3LUMPIOBa/IbHY [it0 Ta MOXE Hajasi 3HUXKYBaTW apTepiasibHUA TUCK Y NauieHTIB, AKI 3aCTOCOBYHOTb
rNOTEH3MBHI NliIKapCbKi 3aC06U. Y OKpPeMOMY LOC/IAXKEHHI NiKapCbKOT B3aEMOAIT NPy 04HOYACHOMY 3aCTOCYBaHHI
amnoamniny (5 mr a6o 10 mr) Ta cungeHadiny (100 mr) nepopanbHO CROCTepiranocd CepefHE [0AATKOBe
3HUXKEHHSA CUCTOMIYHOrO TUCKY Ha 8 MM PT. CT. Ta 4iaCTO/IIYHOIO — Ha 7 MM pPT. CT.

3axBOproBaHH4, L0 NepefaloThCsa CTaTEBUM LLUAXOM. 3aCTOCYBaHHA cuUigeHainy He 3axuLiae Bij, 3aXBOPHOBaHb,
LLL0 nepeaaroTbCs cTaTeBUM LUNASXOM. Chif NMPOIHCTPYKTYBATW NaLiEHTIB LWOAO0 HEOOXiAHUX 3ac06iB A/1A 3aXUCTY
Bi/] 3aXBOPHOBaHb, L0 NepesatoTbCs CTaTEBUM LUISAXOM, BK/IKOUaKOUM BipyC iMyHOLE(ILUTY HOAVHN.

3acTocyBaHHs y nepiof BariTHOCTI abo rogysaHHs rpyaato.
NikapcbKuid 3aci6 He NpU3HaYeHWI 419 3aCTOCYBaHHA XiHKaM.

3paTHICTb BNMBATW Ha LWBUAKICTb pPeakLii Npu kepyBaHHi aBTOTPAHCNOPTOM ab0 iHLWMMK MexaHi3MaMu.
EpoTOH® MOXKe MaTV He3Ha4YHWIA BNIMB Ha KepyBaHHS aBTOTPAHCMNOPTOM ab0 iHLLIMMY MeXaHi3mMamu.

[JocnipkeHb BNAWBY npenapaTy Ha 34aTHICTb KepyBaTW TPaHCMOPTHWMM 3acobaMu Ta npautoBaTyt 3 iHWMMU
MexaHi3mamy  He npoBoAunn. OCKINbKU Yy  XOA4I KAIHIYHMX [OCMIMKEHb 3aCTOCYBaHHA cuigeHaginy
MOBIZOMANOCA NPO BMNaAKM 3anaMOpOYeHHs Ta NOPYLLEHHS 3 GOKY OpraHis 30py, Nepes TMM AK CiaTi 3a KepMo
TpaHCMopTHOro 3acoby abo npautoBaTh 3 MexaHi3mMamu, nauieHTaM Heo6XigHO 3’dAcyBaTi, SKOK € TXHS
IHAMBIAYa/lbHA peakLis Ha 3aCTOCYBaHHSA npenapary.

Cnocib 3acTocyBaHHA Ta [03u.

Mpenapat 3aCTOCOBYBATH NepopasibHO.

[opocni. PekomeHoBaHa 4o3a npenapaty cTaHoBUTb 50 Mr, 3aCTOCOBYBaTW Y pasi HeOOXiAHOCTI Npnbam3HO 3a 1
rOAWHY [0 CTaTeBOi aKTMBHOCTI. 3a/ieXXHO Bif e(EKTMBHOCTI Ta MEepeHOCMMOCTI mnpenapaty A03y MOXHa
36inbwnTK o 100 Mr abo 3mMeHWUTK Ao 25 Mr. MakcrmaibHa peKoMeH/oBaHa fo3a ctaHoBuTb 100 mr. YacToTa
3aCTOCyBaHHS MaKCMMaslbHOT peKOMeH0BaHOI 403K npenaparty CTaHoBMTb 1 pa3 Ha Aoby. Mpu 3acTocyBaHHi
npenapary Mif Yyac npuinomy iXi 4is npenaparty MOXKe HacTaBaTy Ni3HiLle, HXX NPY MOro 3aCTOCyBaHHI HaTLLE.
MauieHTW NiTHLOro Biky. HeoOXiAHICTb Y KOPEKLiT 4031 ANS NauieHTiB NiTHbOrOo BiKy (= 65 pOKIB) BifCYyTHS.
MauieHTw i3 HMPKOBOK HefoCTAaTHICTHO. JNa nauyieHTIB i3 HUPKOBOK HEAOCTATHICTHO JIErKOro Ta MOMIpHOro
CTYMeHs TKKOCTI (KnipeHc KpeaTuHiHy 30-80 MJ1/XB) peKOMeHA0BaHa [i03a npenaparty € Tako X, K HaBefeHO
BULLLe Y po3aini «Jopochi».

OCKiNbKW Y NaLieHTIB i3 HUPKOBOK HEAOCTATHICTIO THXKKOro CTyneHs (KnipeHc KpeaTuHiHy < 30 MA/XB) KnipeHc
cungeHadiny 3HWKeHWUI, cif po3rnisHyT MOX/IUBICTb 3aCTOCYBaHHA 031 25 Mr. 3a1eXKHO Bif eDEKTUBHOCTI Ta
MepPeHOCMMOCTI npenapaTy Npy HeobXigHOCTI 403y MOXHA 36ibLWMTIX NOCTYNoBO A0 50 Mr Ta Ao 100 mr.
MauieHTw i3 NeYiHKOBOK HefoCTAaTHICTH. OCKI/IbKM Y NauieHTIB i3 NeYiHKOBOK HeJOCTaTHICTIO (Hanpvknag,
LIMPO30M) KNipeHC cungeHainy 3HWKEHWIA, CNif po3rnsaHYTU MOX/MBICTb 3aCTOCYBaHHS A03U 25 Mr. 3aneXHo
Bifl eDEKTMBHOCTI Ta NepeHOCMMOCTI npenapaTy npv HeobXiAHOCTI 403y MOXHa 306i1bLWMTU NOCTYMOBO A0 50 Mr
Ta go 100 mr.

MauieHTK, SKi 3aCTOCOBYHOTb iHLII NiKapcbKi 3aco6u. FAKLWIO MauieHTM OfHOYacHO 3aCTOCOBYHOTb iHFiGITOpK



CYP3A4 (auB. po3ain «B3aemogisi 3 iHLUMMK NiKapCbK1MKM 3ac06amu Ta iHLLI BUAM B3aEMOAIN>), CNif PO3rAsHYTH
MOX/IMBICTb 3aCTOCYBaHHS NOYaTKOBOT 403K 25 Mr (3a BUHATKOM PUTOHABIPY, 3aCTOCYBaHHSA AKOr0 OfHOYACHO i3
CunaeHainnoM He PeKOMeHAYETLCS, AMB. Po34in «OCO6/IMBOCTI 3aCTOCYBaHHSA»).

3 MeToK MiHiMi3auii pu3NKy PO3BUTKY MOCTYypa/ibHOI TiMOTEH3IT Y nauieHTIiB, AKi 3aCTOCOBYHOTb 6/10KaTOpU
a-agpeHopeLenTopiB, TXHIM cTaH NOTPIGHO CTabiniyBaTK 3a [4OMOMOroK 610KaTopiB O-aApeHOpeLenTopiB Ao
nMoYyaTKy 3aCTOCOBYBaHHA cungeHadiny. Takox cnif Po3rfsgHyTA MOX/IMBICTb 3aCTOCYBaHHA MOYaTKOBOI 03U 25
Mr (amB. po3gin «OcobAmMBOCTI 3aCTOCYBaHHS» Ta «B3aemopia 3 iHWUMK NiKapCbKMMK 3acobamm Ta iHWi BUAM
B3aEMOLil»).

Mpw Npu3HaYeHHi cungeHadiny y 4o3i 25 Mr 3acTocoByBaTy npenapar y BiZNOoBiAHOMY [103yBaHHI abo NikapcbKiii
thopmi.

[iTn. JTikapcbKunit 3acib He NokasaHWIA [0 3aCTOCYBaHHS 0c06am BiKOM 40 18 pokiB.

Nepeno3yBaHHSA.

MMig yac 3acTocyBaHHS pa3oBol 403w cungeHadiny fo 800 Mr nobiyHi peakuii 6ynm nogioHumu Ao Tux, Wo
criocTepiraimca Npu 3acToCyBaHHI CungeHainy y HMKYMX fo3ax, ane 3ycTpivaimnca yactiwe Ta 6ynm 6inbLu
TSOKKMMM. 3acTOCOBYBaHHA cungeHadiny y gosi 200 Mr He Npu3BOAWI0 A0 NIABULLEHHSA edeKTMBHOCTI, ane
CMPUYMHANO 3POCTaHHA KifIbKOCTI BMUNALKIB PO3BUTKY MOGIYHMX peakuii (rosoBHOro 6070, NPUNKBIB,
3arnamopoyeHHs, AnCnencii, 3aKnageHocTi Hoca, NopyLUeHb 3 60Ky opraHis 30py).

Y pasi nepefo3yBaHHA Npu HEOOXIAHOCTI CNif BAABATUCA A0 3BMYANHMX MIATPUMYOUMX 3aX04iB. MPUCKOPeHHS
KNipeHcy cungeHainy npu remogianisi ManonMMoBipHe Yepe3 BUCOKWUIA CTyMiHb 3B’A3yBaHHA Mpenapaty 3
6inkamMu Nnasmm KpoBi Ta BIACYTHICTb eniMiHauii cungeHadiny i3 ceyeto.

Mo6iyHiI peakuil.

HaliuacTiwe nosigomnsnoca nNpo Taki No6iyHi peakLil, K ronoBHUIA 6inb, NPUNANBK, AUCMENCIA, 3aKNaAeHICTb
Hoca, 6i/1b y CMWHI, 3aNaMOpPOYeHHs, HyA0Ta, NMPUMNINBK Xapy, MOPYLUEHHSA 30pY, LiiaHOMNCIA Ta 3aTyMaHeHHS 30py.
YCi KNiHIYHO 3HauyLLi NOGIYHI peakuii, WO cnocTepiraincsa nNif vac KNiHIYHMX AOCMIMKEHb YacTiwe, HDK npu
3acTocyBaHHI nyauebo, HaBeAeHOo HXKYe BIAMOBIAHO L0 Knacudikayii CUCTeM OpraHiB Ta YacTOTU: AYy>XKe 4acTo (=
1/10), yacto (= 1/200 — < 1/10), HeuacTo (= 1000 — < 1/100) Ta pigko (= /10000 — < 1/1000). Kpim Toro,
4acToTa KNIHIYHO 3HaYYyLUMX NOGIYHMX peakuil, MPo SKi NOBIAOMAANMOCA Y paMKax [AOCBify 3aCTOCYBaHHSA Mic/s
BUXOAY Ha PUHOK, BM3HAYeHa AK HeBifoMa. Y MeXax KOXXHOI rpynu 3a 4acTOTOK MOGIYHI peakuii HaBefeHi y
MOPALKY 3MEHLLEHHS X CEpPInO3HOCTI.

IHeKLLINHI Ta iIHBa3WBHI 3aXBOPIOBAHHS.

HeuacTo: puHIT.

3 60KY iIMYHHOI CUCTEMM.

HeuyacTo: rinepyyTamBICTb.

3 60Ky HEPBOBOT CUCTEMM.

[ly>Ke 4acTo: rofioBHUM Bifb.

YacTo: 3anamopoYeHHS.

HeuyacTo: COHNMBICTB, rinecTesis.

PigKo: iHCYnbT, TpaH3UTOPHA iLUeMiYHa aTaka, CyoMU* , peunanBm CyJoM* , CUHKONE.

3 60Ky OpraHis 30py.

YacTo: nopyLUeHHsA CNPUAHATTSA KONbOPIB* *, po3/1amn 30py, 3aTyMaHeHHS 30py.

HeuyacTo: po3nagn cnb030BUAINEHHA*** | 6inb B 04ax, (hoTothobis, hoToncia, rinepemis oyen, ACKpaBiCTb 30pY,
KOH’FOHKTUBIT.

Pigko: HeapTepiasbHa nepeaHs ileMiyHa Helponaris 30p0BOro HepBa*, OK/H3iA CyAMH CITKIBKW* , peTUHa/IbHWI
KPOBOBW/IMB, apTEPIOCKNEPOTUYHA PeTMHONaTIfA, MOPYLUEHHA 3 6OKY CITKIBKMW, rfaykoma, AeekTn rnons 3opy,
ANNonis, 3HWKEHHS rocTPOTK 30pYy, MioMis, aCTeHONis, niasarodi MOMYTHIHHSA CKNOBUAHOIO Tifla, NOPYLUEHHS 3
60Ky paiigy>XHoT 060/10HKK, Miapia3, NosiBa CAKUMNX KPYriB HAaBKO/O AKepena ceiTna (rano) y noni 3opy, Habpsik
0Yen, NPUNyx/iCTb OYelr, NOPYLUEHHA 3 OOKY O4eid, rinepemMis KOH’HOHKTWBW, MOAPA3HEHHA OYeld, aHOMaJIbHI
BIAUYTTS B 04ax, HabpsK MOBIK, 3HEOAPB/IEHHSA CKIEpW.

3 6OKy opraHiB c/lyxy Ta BeCTMOYNAPHOIO anapaty.

HeuacTo: 3anamopoyeHHs, 43BiH Y ByXax.

Pigko: rnyxorta.

3 60Ky cepus.




HeuacTo: Taxikapgis, nocusieHe cepuebunTTs.

Pigko: panToBa cepueBa CMepTb*, IH(hapKT MiokapAa, LWIYHOUYKOBa aputmis*, ¢ibpunsayis nepeacepab,
HecTabi/flbHa CTeHOKapais.

3 60Ky CyauH.

YacTo: npmunamem KpoBi 40 061144, NPUANBK Xapy.

HeyacTo: apTepianibHa rinepTeH3isa/rinoTeHsis.

3 60KY pecnipaTopHOI CUCTEMU, TPYAHOT KNITKN Ta CEPEAOCTIHHS.

YacTo: 3aKknafeHicTb Hoca.

HeuacTo: HOCOBa KpOBOTEYa, 3aKNafeHiCTb NPMAATKOBMX NasyX Hoca.

Pigko: BifguyTTa CTUCHEHHS Y ropni, HabpsK CN1M30BOT 060/10HKM HOCa, CYXICTb Y HOCI.
3 60KY LLNYHKOBO-KMULLIKOBOIO TPAKTY.

YacTo: HyaoTa, AMcnencis.

HeuacTo: ractpoesogareasibHa pe/tOKCHa XBOPO6a, 6/1H0BaHHS, 6iNb y BEPXHili YaCTUHI XKMBOTA, CYXIiCTb Y POTI.
PigKo: rinectesis poToBOi MOPOXHUHM.

3 60KY LUKipX Ta NiALWKIPHOT TKAHVHW.

HeuyacTo: BUCUNAHHS.

Pigko: cuHapom CTiBeHca — [PKOHCOHA* , TOKCMYHWIA enigepManibHU HEKPOis* .

3 60Ky 0MOPHO-PYXOBOr0 anapary Ta CnoyYHOT TKaHWHW.

HeyacTo: Mianris, 6ib y KiHLIBKaX.

3 60Ky CeYOBMAINLHOT CUCTEMM.

HeuacTo: rematypis.

3 60Ky penpofyKTMBHOI CUCTEMM Ta MOJIOYHUX 3a/103.

PifIKo: KpoBOTeYa 3i CTaTeBOro YsieHa, npianiaM*, rematocnepMis, NO4OBXeHa epeKLis.
3arasibHi po3nagu.

HeuacTo: 6ifb y rpyasx, nifBuLLEHa BTOM/TIKOBAHICTb, BIAUYTTH Xapy.

PigKo: nogpasHeHHs.

O6CTeXEHHS.

HeyacTo: niguLLeHa YacToTa CepLeBnX CKOPOYeHb.

* TloBigomnanoca nnLLe nig vac LOCNIMKEHHS Micns BUXOAY NpenapaTy Ha PUHOK.

** [opyLUEHHS CAPUIAHATTS KO/IbOPY: XI0PONCis, XpPOMaTOoNCis, LiaHoMNCis, epuTpOonCis, KCaHTONCs.

*** [opyLUEHHS C/IbO30BUAINEHHS: CYXIiCTb B 04ax, MOPYLLEHHA C/bO30BUAINEHHA Ta NiABULLEHHS ClIbO30BUAINEHHS.

HwkuesasHaueHi sBuLa cnoctepiranmes y < 2 % nauieHTis; NPUYUHHAIA 3B’A30K He BU3HaYeHWIA. MNOBiZOMNEHHS
BK/IIOYA/IN ABMLLA, WO Mann WMOBIPHUIA 3B’S30K i3 3aCTOCyBaHHSAM npenapaty. He 6ynun 3a3HayeHi saBuLLa, AKi
OyNn NerkMmm Ta rnoBiLOMMIEHHSA NPO AKi 6yNn fy>Ke HETOYHUMMU, 06 MaTN 3HAYEHHS.

3aranbHi. Habpak ob6nmuus, peakuil (hOTOYYTAMBOCTI, LLOK, acTeHis, 6inb, panToBe NafiHHA, 6ifb Yy XXMBOTI,
panToBe MOLLKOLKEHHS.

3 0OKy CepLeBO-CYAMHHOI CUCTEMU: CTeHOKapdif, aTpiOBeHTPUKynsapHa 6/10Kaga, MirpeHb, MoCTypasibHa
rinoTeHsis, iwemis Miokapza, TPOM603 CyAMH FO/I0BHOr0 MO3KY, panToBa 3ynuHKa cepus, nopyLeHHs Ha EKT,
Kapgiomionaris.

3 OOKy LLMYHKOBO-KMLLKOBOrO TPaKTY: FNOCUT, KONIT, AUCKaria, raCTpuT, racCTpoeHTepuT, e3odarit, CToMaTuT,
BIAXW/IEHHSA Bif HOPMaNbHUX pe3y nbTaTiB NevyiHKOBUX NPo6, peKTaslbHa KPOBOTeYa, MHriBIT.

3 60Ky cucTemu KpoBi Ta NiMhaTUYHOT CUCTEMU: aHEMIS!, TENKOMEHIS.

3 6oKy MeTaboniaMy Ta XapuyBaHHA: cnpara, Habpsik, nogarpa, HecTabinbHWin Aiabet, rinepraikemis,
nepudepuyHi Habpaku, rinepypukemis, rinornikemis, rinepHaTpiemis.

3 60Ky CKeneTHO-M’A30BOI CUCTEMMW: apTpuT, apTpo3, PO3PWB CYXOXWU/NA, TEHOCUMHOBIT, 6iflb Yy KiCTKax,
MiaCTeHisl, CUHOBIT.

3 60Ky HEpBOBOI CUCTEMU: aTakCisi, HeBpasria, Heilponaris, napecTesis, TPemop, BEPTUIrO, Aenpecis, 6e3COHHS,
aHOMa/IbHI CHOBULIHHSA, 3HVXEHHS pedieKcis.

3 60Ky AnxanbHOT CUCTEMM: acTMa, AUCNHOE, NAPUHTIT, apUHTIT, CUHYCUT, BPOHXIT, NOCUIEHE CIMHOBUAINEHHS,
MOCUNEHHS KaLLHO.

3 60Ky LWKipyu: Kponue’sHKa, repnec, cBepbDK, NITAMBICTb, BMPa3KM LUKIPW, KOHTaKTHWA [epMaTwT,
eKchoniaTUBHUIA fepMaTHuT.

CneumndiyHi BigUYyTTA: panToBe 3HMXKEHHA 4YM BTpaTa CnyXy, 6ifb Yy Byxax, KPOBOBWIMB Yy OKO, KaTapakTa,
CyXiCTb B OYax.

3 60Ky yporeHiTa/bHOT CUCTEMU: LUMUCTUT, HIKTYPId, NigBULLEHA YacTOTa CeYOBUMYCKaHb, 30i/IbLUEHHS MOMIOYHUX



3a/103, HETPUMaHHSA Ceui, MOPYLUEHHS eaKyNALiT, HabpAK CTaTeBMX OpraHiB, aHOprasmis.

[0ocBig 3acTOCYBaHHA Nic/isi BUXOAY Ha PUHOK. Tlicna Buxogy cungeHadiny Ha puMHOK 6ynu igeHTudikoBaHi
HMKYe3a3HayeHi NobivHi peakyii. OCKifbKM MPO Taki peakuii NOBIAOMNAKOTbL JOOPOBINBHO, He 3aBXAN MOXXHA
AOCTOBIPHO OLIHUTM TX YacTOTYy Ta BCTAaHOBUTM NPUYNHHWIA 3B’ 30K 3 Ai€t0 NiKapCbKOro 3acoby.

CepueBo-CyauMHHI  Ta  uepebpoBackynspHi — sBuwa. [1oBigoMNANOCs Mpo  CepiosHi  CepLeBO-CYAMHHI,
LlepebpoBacKynsApHI Ta CYAUHHI ABWLLA, BK/IHOYaKUM LiepebpoBacKy/isipHy KpoBOTedy, cybapaxHoifasibHy Ta
BHYTpILLUHbOLEepebpasibHy KpPOBOTEYY Ta JlereHeBy KpOBOTeuwy, L0 Oyny NoB’sA3aHi B 4aci i3 3aCTOCYBaHHAM
cungeHadiny. Y 6inbWocTi nauieHTiB 0ynu HasBHI aKTopy CepLEeBO-CYyAMHHOIO pusmnky. Mosigomnsnocs, wo
30e6inblWoro ui Asvwa BUHMKaM Mig 4Yac abo ofpasy nicnd CTaTteBOl akTMBHOCTI, Ta MOAEKONM Ui ABMLA
BUHMKaNM Bifpa3y MiCns 3acTOCyBaHHA cungeHainy 6e3 CcekCyanbHOI aKTUBHOCTI. IHKOMWM YCKNagHeHHS
BUHWKaIN MPOTArOM HACTYNMHUX KifIbKOX FOAWH YW AHIB MICNA 3acTOCyBaHHA cunfgeHadiny Ta crartesoi
aKTMBHOCTI. HEMOX/IMBO BCTaHOBWTW, YM MaloTb Ui SBMLLA NPAMWIA 3B’S30K i3 3aCTOCYBaHHAM npenaparty, 3i
CTaTeBOK aKTMBHICTIO, 3 HasBHUMW (pakTopamMu PU3NKY, 4M i3 KOMOIHaUie UMX (hakTopiB, YM 3 iHWUMU
(hakTOpamu.

KpoBoHoCcHa Ta fimMhaTvyHa CUCTEMU: Ba30OK/MO3VBHUIA KPU3. Y HEBE/IMKOMY 3aBYaCHO MPUMNUHEHOMY
[OCNIMKEHHI NMPK 3aCTOCYBaHHI cunaeHaginy nawyieHTam 3 flereHeBO0 apTepiasibHOK TinepTeH3Ier0, BTOPUHHOKD
LLOA0 CepronofibHOKNITUHHOT aHeMmil, PO3BMTOK Ba30OK/HO3UBHMX KpU3iB, WO MOTPebyBasv rocnitanisawii,
criocTepiraBcs 4yacTille, HXX Npu 3aCTOCOBYBaHHI Nnaue6o. KniHivyHe 3HayYeHHs UMX AaHUX Ans nauieHTis, SKi
3aCTOCOBYHOTb CueHadi 3 METOHO fTIKYBaHHSA ePeKTU/IbHOT AUCPYHKLIT, € HEBIZOMUM.

HepBoBa cucTema: TPMBOXKHICTb, TPAH3UTOPHA rNobasibHa aMHe3iA.

CneumdiyHi BigUyTTA.

Cnyx. Micna Buxogy npenapaTty Ha PUHOK NOBILOM/IANOCA MPO BUMaLKM PanTOBOrO 3HVKEHHSA YW BTPaTU CyXY,
MOB’A3aHi Yy yaci i3 3aCTOCYBaHHAM cungeHainy. Y Aeskux BUNagkax noBigoMasanoca nNpo HasBHICTb MeANYHUX
CTaHiB Ta iHWNX (haKTOpiB, LLLO MOrAM BiAirpaTn posb Y PO3BUTKY MOBIYHMX peakLiil 3 60Ky cnyxy. Y baratbox
BUMagKax iHhopMaLis Wo40 No4abLIoro MegUYHOro CrOCTePEXXEHHS BiACYTHA. BU3HaunTy, um i SBuMLLA NPAMO
MoB’A3aHi i3 3aCTOCyBaHHAM npenapaty cwuigeHadiny, 3 HasBHWMU (hakTopamy pU3WMKy BTpatu Cayxy, 3
KOMOIHaLieto LyX (hakTopiB Uy 3 iHLWMMY hakTopaMm, HEMOX/IBO.

3ip. TumuacoBa BTpaTa 30pYy, MOYEPBOHIHHA OYeld, MeYiHHA B O4yaX, MiABULLEHHSA BHYTPILLUHLO0YHOrO TUCKY,
HabpsK CITKIBKW, CYUHHI 3aXBOPHOBAHHS CITKIBKW UM KPOBOTEYA, BifLLapyBaHHS CKNONOAIGHOro Tina.

Micna Buxody npenapaTty Ha PUHOK PiLKO MOBILOMANOCA NPO BUMAAKN HeapTepiasibHOI MepefHbol iLemivHol
HeBpONartii 30pOBOr0 HepBa, L0 € MPUUYNHOK 3HXKEHHS 30pY, BK/IKOYaoUuM He0BOPOTHY BTpaTy 30pYy, fKi 6ynu
MoB’si3aHi y Yaci i3 3acTocyBaHHAM iHri6iTopie ®AES, y Tomy umucni cungeHadginy. barato 3 nauieHTiB Maau
aHaTOMiYHI ab0o CyAUHHI (PaKTopu pU3MKYy PO3BUTKY HeapTepiasibHOT MepefHbOi iLeMiYHOT HeBpoMarTii 30pOBOro
HepBa, BK/IKOUalo4mM TaKi: H13bKe CMiBBiJHOLIEHHS fiiaMeTpa eKckaBaL,ii Ta AMCKa 30p0BOro Hepsa (3acTiiHMI AUCK
30p0OBOro HepBa), BiK Bif 50 pokiB, apTepiasibHa rinepTeHsis, 3aXBOPIOBaHHS KOPOHapPHWX apTepil, rinepninigemis
Ta Na/liHHA. HEMOXMBO BM3HAYMTK, UM L ABMLLA NPSMO MOB’A3aHi i3 3aCTOCyBaHHAM iHribiTopis ®AES, un 3
HasBHMMMW aHaTOMIYHMMKU ab0 CyAMHHMMU (DaKTOpaMu PU3MKY, YM 3 KOMOIHaLIEr UMX BCiX (hakTopis, uu 3
IHLWVMK (paKTopamm.

3BiTYyBaHHS NpPo Migo3proBaHi No6iYHI peakuii. 3BiTyBaHHA NPO MNif03ptoBaHi NOGIYHI peakLil nicna peectpauil
NiKapcbKoro 3acoby mMae BeNnKe 3HaveHHs. Lie aae 3Mory npoBOAUTY MOHITOPUHT CMiBBIAHOLLEHHS MiDK KOPUCTIO i
pU3nKamu, MoB’A3aHUMM i3 3aCTOCYBAHHAM LbOrO JIIKApPCbKOro 3acoby. Jlikapam cnij 3BiTyBatu nNpo 6yab-AKi
nifo3ptoBaHi NOBGIYHI peakwii BiANOBIAHO [0 BUMOr 3aKOHOAaBCTBa.

TepmiH npuaaTHOCTI. 5 poKiB.

YMOoBW 36epiraHHs.

36epiraTi B OpuriHanbHiin ynakoBLi Npyn TemnepaTypi He BuLle 25 °C.
36epiraTv y HelOCTYMHOMY NS AiTel MicCLi.

YnakoBKa.
Tabnetkn no 50 mr, no 100 mr Ne 1 (1% 1), Ne 2 (2% 1), Ne 4 (4 x 1), Ne 8 (4 x 2) y 6nicTepi, y nayuj.

Karteropis Bignycky.



3a peLenTom.

BupobHuK.
MPAT«PITODPAPM».

Micue3HaxomkeHHSA BUPOOHMKaA Ta A0ro agpeca Micua NPoBagKeHHS LisNIbHOCTI.
YKpaiHa, 84500, [loHeubKa 061., M. BaxmyT, Byn. Cubipuesa, 2.

3a8BHUK.
MPAT«®ITODAPM».

Micue3HaxolKeHHS 3asBHUKa.
YKpaiHa, 02152, M. Kuis, npocnekT MaBna TuumHK, 6yamHok 1B, odic A 504.



