THCTPYKIIA

IJISI MeTUYIHOT'0 3aCTOCYBaHHS JIiIKapChKOT0 3aco0y

EPOCHII

(EROSIL)

CKkn1ao0:
ditoua pevosuHa: sildenafil;

1 TabrmeTka MicTuTh cunmeHadiny uutpaty B nepepaxyBanHi Ha 100 % cunpenadin 50 mr a6o 100
MT;

0onoMidCHI pe4o8UHU: TaKTO3a, MOHOTIApAT; MarHiio IMIOKOHAT; ITyJpa LyKpoBa; Kabllilo cTeapart;
apoMaTu3aTop «JIuMon»; 6apBHUK TapTpas3uH (E 102).

JlikapcbKka ¢popMa. TabneTku.

OcHoBHI (pi3uko-xiMiyHi 81acmusocmi: IBOOMYKII TabJIeTKU KOBTOTO KOIHOPY ab0 KOBTO-
KOPUYHEBOT'0 KOhOPY i3 BKpAIJIEeHHSIMH 3 PUCKOI0 Ha OJHIN CTOPOHI.

®dapMakKkoTepaneBTHYHA Ir'pyna.

3aco0bwu, 110 3aCTOCOBYIOThCS IJIs JTiKyBaHHS epeKTunbHol gucdyHkiil. Kog ATX G04B EO03.

®Papmako102iuHi 8 1acmueocmi.
®apmakoOuHamika.

Mexani3Mm pmii. CunpmeHnadin - nikapchKuii 3acib [yis mepopaabHOr0 3aCTOCYBaHHS, TPU3HAYEHUN OJIS
TiKyBaHHS epeKTuIbHOI qucdyHKiil. [Ipy cekcyanbHOMY 30y KeHHi IIpeiapaT BifHOBIIOE 3HUKEHY
€PEeKTUNIbHY QYHKIIIIO IIJITXOM IIOCUJIEHHS IIPUTOKY KPOBI [I0 TeHica.

dizionoriyHuil MexaHi3M, 110 3yMOBIIIOE €PEKIIil0, BKIYa€E BUBIIbHEHHS OKCUAy a30Ty (NO) y
KaBEePHO3HUX TiJlaX Mif 4ac cekcyanbHOTo 30ymxkeHHs. BuBinpHenust NO akTuBye hepMeHT
TyaHiIaTHIUKIa3y, [0 CTUMYJIIOE MiABUIIEeHHS PiBHS UUKIIIYHOTO I'yaHO3UHMOHOpochaTy (uI' M), m1o,
3i cBoro 60Ky, BUKJIMKA€E PO3CiIabieHHs TIaIkoi MyCKYJIaTypyu KaBepHO3HUX TiJl, CHPUSAIOYU IPUTOKY
KDOBI.

CunpeHadin € MOTyKHUM Ta CceJIeKTUBHUM iHTiGiTopoM I’ M®-crenudiunoi pochomiectepasu 5
(POEDS) y kaBepHO3HUX Tinax, ge ®IES Binnosigae 3a po3nag ul’ MO. Brnus cungenadiny Ha
epex1iio Mae nepudepuyHuii xapakrep. CunneHadin He YMHUTL 6e3M0CEPENHBO] pelaKCcyooUoi fii Ha



i30/1hOBaHI KAaBEPHO3HI TiNa MIOOWHMU, ajle TIOTYKHO IMOCHIIOE po3cnabimoouy mito NO Ha maHy
TKaHuHY. [Ipu akTHBanii Metaboniynoro uuisixy NO/uI'M®, 1o BinOyBa€eThCs IPU CEKCyabHii
ctuMynstii, inribyBanus cungeradinom ®IES npu3BoguTh O0 migBUllleHHS PiBHS I MO y
KAaBEePHO3HMUX Tinax. TaKUM YUHOM, OJIsI TOTO, 100 cungeHadis BUK/IMKAB MOTPiOHMH
dbapmakosoriuauit eekT, HeoOXifHe ceKcyasbHe 30yIKeHHS.

BnnuB Ha dapMakoguHaMiky. [JOCTiAKEHHS in Vitro IpOAeMOHCTPYBaJH, 110 cunaeHadin €
cenektuBHUM fo ®IIES5, 110 Gepe aKTUBHY y4acTh y IIpotieci epekiiil. Binus cunpenadiny sa ®IES
IOTYKHIIINY, HiXK Ha iHmi Bigomi Ppocdomiectepasu. Lieit edekT y 10 pasiB MOTyXKHiMMNMA, HiXK edeKT
BBy Ha ®JIEG, 110 6epe y4acTs y mpoliecax GpoTonepeTBOpeHHs y ciTkiBi. [Ipu 3acTocyBaHHI
MaKCUMaJIbHUAX PEKOMEHIOBaHUX 103 CeNeKTUBHICTh cunpeHadiny go ®IES y 80 pasiB nepeBuiiye
1oro cenektusHIiCTh 1o ®IIE1, y 700 pasis Buina, Hixk 1o ®IE2, ®IE3, ®IE4, ®IE7, ®IES, OLIE9,
®IE10 ta ®IE11. 30kpeMa, cenekTuBHicTh cunpeHadiny go ®IES y 4000 pasiB mepeBuinye 1oro
cenekTuBHicTh 1o ®IE3 - HTAM®-cienudiunoi izopopmu pocdoniecrepasy, 1o 6epe ydacTs y
Perymsilil cepueBoi CKOPOTIUBOCTI.

dapmMaxkoKiHemuxka.

AGcopbuis. Cunpenadin mBrugko abcopOyeThesi. MakcuMalnbHa Ijla3MoBa KoHIeHTpalis (C,,.,)
JiKapChKOTro 3aco0y mocsraeTbes mpotsarom 30-120 xpunuH (i3 Memianoo 60 XBUIUH) IIiC/S HOT0
IIepopajIbHOTO 3aCTOCyBaHHS HaTie. CepenHs a0comoTHA 6i0OCTYIHICTD MHiC/s TepopasbHOr0
3acTocyBaHHS CTaHOBUTE 41 % (3 miama3oHOM 3Ha4yeHb Bif 25 10 63 %). Y pekoMeHOoBaHOMY
miama3oHi no3 (Bim 25 mo 100 Mr) moka3HUKH IIOIA ITifl KPUBOIO «KOHIIeHTpalisi-dac» (AUC) ta C,,
cunpeHadiny micns 1oro nepopaabHOro 3aCTOCYBaHHS MiABUIIYIOTHCS MPOIOPLIMHO [0 HO3H.

[Tpu 3acTocyBaHHi cungeHadiny mif 4ac BXKUBaHHS 1Ki CTyIiHb abcopO1lil 3HUKYETLCS i3 cepenHIM
mofoBXeHHIM T, no 60 XxBUIMH i cepegHim 3HuKeHHAM C, ., Ha 29 %.

Po3nopin. Cepennilt piBHOBaxkHUM 00'eM po3mnopiny (V,) ctaHoBuTb 105 11, 10 CBiqYUTE PO PO3IOMIIN
mpenaparTy B TKaHWMHaX opraHiamy. I[Ticyiss omHOPa30BOT0 ITepPOpPaIbHOT0 3aCTOCYBaHHS cungeHadiny B
mo3i 100 mr cepennst C,,,, cunneHadiny ctaHoBuTh npubnu3no 440 Hr/mn (KoedilieHT Bapialril
ctaHoBUTh 40 %). OcKinbKu 3B’g3yBaHHA cunmeHadiny Ta #0Tro rojloBHOT0 N-IecMeTun-MeTaboiTy 3
Oinkamu mima3Mu KpoBi gocsrae 96 %, cepenus C,,. BinbHOTO cunaeHadiny mocsirae 18 ur/mn

(38 aMmonb). CTymiHb 3B’s13yBaHHS 3 OiIKaMu IJ1a3MU KPOBi He 3a/IeXKUTh Bifl 3aTalbHUX
KOHIIEHTpaIlii cunpeHadiny.

Y 3mopoBux M0OGPOBOJIBILB, SIKi 3aCTOCOBYBaU cunigeHadin ogHopa3oBo ¥ no3i 100 Mr, yepe3
90 xBunuH B edkynATi Bu3Hadanocs Menie 0,0002 % (y cepenaboMy 188 HT) 3acTOCOBaHOI HO3H.

Biorpancdopmariisi. Metabomniam cunmeHadiny 3ailiCHIOEThCS TOJIOBHUM YMHOM 3@ Y4acCTIO
MikpocoMasnbHUX i30¢epMeHTiB nevinku CYP3A4 (ronosuHui nuisx) Ta CYP2C9 (opyropsAgHuy MUIsX).
[onoBHUY LUPKYITIOIYUY MeTabOoJIiT yTBOPIOETHCS NUISIXOM N-IeMeTH/II0BaHHS CUNaeHadiny.
CenexktuBHicTs MeTabomiTy mono ®IES mopiBHsIHHA 3i CeIeKTUBHICTIO cuimeHadiny, a akTUBHICTh
MeTtabomity mono ®IES ctanoBuTh mpubau3Ho 50 % aKTUBHOCTI BUXigHOI pedoBuHHM. [11a3moBa
KOHIIEHTPAIlis Iboro MeTaboJIiTy cTaHOBUTD mpubnu3no 40 % KoHIeHTpalii cungeHadiny y mma3mi
KpoBi. N-meMeTunroBaHUM MeTabOoJIiT 3a3Ha€E OaNblIoro Metabomi3my, a mepiof #oro
HalliBBUBEEHHS CTAHOBUTH MPUONIU3HO 4 TOOUHU.

Eniminarisa. 3aranbHuil KiipeHC cunfeHadiny cTaHoBUTS 41 J1/ToOfUHY, 3yMOBJIIOIOYY TIEPIOA MOTO
HaliBBUBEOEHHS TPUBAJIICTIO 3-5 rOfUH. fK MiC/IsA NepopaabHOro, Tak i Mic/s BHYTPILIHBOBEHHOT O



3aCTOCYBaHHS eKCKpelis cunpmeHadiny y BUTSAi MeTa0oIiTiB 3MiliCHIOETLCS TOJIOBHUM YUHOM i3
KajoM (mpuOnmu3uo 80 % BBemeHOI mepopaIbHOi JO03K) Ta MEHIIIO0 Mipoo i3 cedeto (mpubmusno 13 %
BBEIIeHOl IIePOPaJIbHOI NO3H).

dapmakoKiHemuka y ocobausux 2pyn nayieHmias.

[NarienTy MTHLOTO BiKy. Y 3M0pOBUX HOOPOBOJIBIIB TITHLOTO BiKYy (BiKOM Bifl 65 POKiB) Bil3Hadamocs
3HUKEHHS KJIipeHCy cuiigeHadiny, 10 3yMOBJIIOBAIO MiIBUIIIEHHS 111a3MOBUX KOHIIEHTPAIIiN
cunpeHadiny Ta #oro akTUBHOT0 N-IeMeTUIbOBAHOT'0 MeTaboiTy npubau3uo Ha 90 % mopiBHSHO 3
BiITIOBigHMMU KOHIIEHTPAILsIMU Y 3[I0POBUX TOOPOBOJIBIIIB MOIOAIIOTO BiKy (18-45 pokiB). ¥ 3B’s13Ky
i3 BikOBMMMU BiIMiHHOCTSIMH Yy 3B’SI3yBaHHi 3 OilKaMu Ij1a3Mu KpPOBI BiiMOBiAHE MigBUIIEHHS
II71a3MOBOI KOHIIEHTpallil BiIbHOTO cuifeHadiny ctanoBuio npubnusxao 40 %.

HupkoBa HegocTaTHiCTh. Y H0OPOBOJIBIIIB i3 mMOpyIIeHHAMY GYHKIIiI HUPOK JIETKOTO Ta IMTOMipHOTO
ctyneHs (kiaipeHc kpeaTuHiny 30-80 Mi1/xB) hapMaKoKiHeTHKa CUIAeHadiny 3anuinanacs
HEe3MiHEeHOI0 IIiC/Is 10T0 OOQHOPa30BOr0 IepopabHOro 3acTocyBaHHs y 031 50 mr. Cepenni AUC ta
Cax N-IeMeTHUTbOBAHOT'0 MeTa0OoJIiTy BiIIIOBIMHO MigBUIIYBaIKUCS MaKCUMyM Ha 126 % ta 73 %
TIOPiBHSHO 3 TAKMMHU NMOKa3HWKaMU ¥ HOOPOBOJIBIIB TaKOT0 XK BiKy 06e3 nopyieHs (QyHKIIil HUPOK.
OpHak yepe3 BUCOKY iHAMBiMyanbHy Bapia®enbHiCTh i BiTMIiHHOCTI He OY/IH CTAaTHCTUYHO
3HAYyLIMMU. Y 10OPOBOJIBIIB i3 TAXKKUMU MOPYIIEHHIMHU QYHKINI HUPOK (KJIipeHC KpeaTHHIHY HUXKYe
30 mn/xB) KnipeHC cunaeHadiny 3HUXKYBaBCS, 110 IPU3BOAUIIO [0 cepenHix mippuimeHb AUC Tta C,,,
BigmoBigHO Ha 100 % Ta 88 % mopiBHSIHO 3 OOPOBOJBIAMYU TAKOTO X BiKy 0€3 mopyineHb QyHKIIil
HupoK. Kpim Toro, 3uauennss AUC Ta C,,, N-nemeTunbroBaHoro MeTabosiTy 3Hauylle MigBUIlyBaIucs
Ha 200 % Tta 79 % BigmosigHO.

[TeyiHKOBA HEIOCTATHICTEL. Y 0OOPOBOIBINB i3 IMPO30M MEYiHKYU JIETKOT0 Ta IOMipHOTO CTYIEeHs
(xkmaciB A ta B 3a knacuodikaniero Yaunaa-I1'10) kiipeHc cunaeHadiny 3HUXKYBaBCH, 10 IIPU3BOAUIIO
no migBuinesHss AUC (84 %) ta C,,., (47 %) MOpiBHSIHO 3 BiAMOBITHUMU ITOKA3HUKAMU Y JOOPOBOJIBIIB
TAKOTO0 X BiKy 0e3 mopyienb GyHKiii medinku. PapMakokiHeTHKa cunmeHadiny y maiieHTis i3
NOpPYIIeHHAMY QYHKIIIl IeUiHKK TSIKKOTO CTYIeHS He BUBYasacs.

KrinigHi XxapaKTepHCTHKH.
Iloka3anus.

Epocun peKoMeHIyETHCS 3aCTOCOBYBaTH YOJIOBiKaM i3 epeKTUIIbHOI0 JUCOYHKIIIEIO, KA
BHM3HAYAEThCS SIK HE3NATHICTh JOCATTH ab0 MigTpUMaTH epeKIliio CTaTeBOro 4jieHa, HeoOXimHy ais
YCIIIIHOTO CTATEBOTr'0 aKTYy.

Ins epexTusHoi fii Epocumny notpibHe cekcyanbHe 30yOXKEHHS.

IIpomunoka3aHHA.
- IlipBuiieHa 4yTNUBICTh [0 cungeHadiny abo mo iHIIMX KOMIIOHEHTIB IIpemapary.

- OpHOYaCHe 3aCTOCYBaHHS 3 JOHOpPAMU OKCUAY a30Ty (TaKMMU SK aMiNnHITPUT) abo HiTpaTaMu y
Oynb-gKil hopMi, OCKinmbKM BifoMo, 110 cunmeHadin Ma€ BIIMB Ha IIISIXU MeTa00I1i3My OKCULY
a30Ty/IUKIIIYHOr0 TyaHo3uHMOHO(ochaTy (11’ M®) Ta MOTEHIIiI0€ TiTOTEH3UBHUM e(DEKT HiTpaTiB.



- OpHouacHe 3acTocyBaHHS iHTiOiTOpPiB ®IIES (Y TOMY uncii cungeHadiny) 3i CTUMynsiTOpaMu
TyaHINaTIUKIa3u, TaKUMU K PIOLUTyaT, IPOTUIIOKA3aHe, OCKIJIBKY MOXe [IPU3BECTU [0
CHMIITOMATHYHOI TimoTeH3ii (IuB. po3min «B3aemMopisa 3 iHIMKUMY JTiKapCchKUMK 3aco06aMu Ta iHIII BUAM
B3aEMOMIN»).

- CtaHu, IpU IKUX HE PeKOMeHJ0BaHa CeKCyalbHa aKTUBHICTh (HalpPUKaf, TSIXKKi CepleBO-CyIUuHHI
po3iaau, Taki K HecTabillbHa CTeHOKapHis abo ceplieBa HEIOCTATHICTD TSKKOTO CTYIIEHS).

- BrpaTa 30py Ha ofgHe OKO BHACJIiJOK HeapTepialabHOI IEPEeNHbOI illleMiYHOl HeBPOIaTil 30POBOTO
HepBa He3aJIekKHO Bifl TOT0, ITOB’g3aHa 115 TaTOJIOTis i3 ImonepefHiM 3acTocyBaHHAM iHribiTopiB ®IES
4y Hi.

- HasiBHiCTh TaK¥X 3aXBOPIOBaHb, K IMOPYLIEHHS QYHKIII MeYiHKM TSKKOTO CTYIIeHS, apTepiarbHa
rinoTteH3is (apTepianbHuii TUCK HUXKYe 90/50 MM PT. CT.), HEIlIO[aBHO ITepeHeCceHn iHCYIbT abo
iH(apKT MioKapaa Ta BifoMi CIagKOBi ereHepaTUBHI 3aXBOPIOBAHHS CIiTKiBKY, TaKi IK MirMeHTHUU
PETUHIT (HeBeJIMKa KiMbKiCTh TaKUX Malli€HTiB Ma€ reHeTUYHI po3nanu ¢ocdomiecTepas CiTKiBKY),
ockinbku 6e3neka cungeHadiny He HOCTigXKyBanacs y TaKUX MiATpynax NalieHTiB.

B3aemodin 3 inwumu snikapcoKumu 3acobamu ma iHwi eudu é3aemodili.
Bnaue iHwux aikapcvkux 3acobie Ha cuadeHain.

[ocnimxenHs in vitro. Metabomni3Mm cunpenadiny BinOyBaeTbCs IepeBaxHO 3a y4acTio i3odopmu 3A4
(romoBHMIA MUISIX) Ta i30dopmu 2C9 (mpyropsmuui muisx) nutoxpomy P450 (CYP). Tomy iuribiTopu
IUX i30(hepMEeHTIB MOXKYTh 3HUKYBATHU KIIipeHC CUNgeHadiny, a iHAyKTOpH IuX i30()epMEHTIB MOXKYTh
MigBUIIYBATH KIIipeHC cuipeHadimy.

[TocnigxkeHH4 in vivo. [laHi OCTifXXeHb TPOAEeMOHCTPYBaIU 3HUKEHHS KIIipeHCy cunfeHadiny npu
10T0 OgHOYACHOMY 3acTocyBaHHi 3 iHribiTopamu CYP3A4 (TakuMu SIK KETOKOHA30J1, ePUTPOMILIKH,
IUMEeTHUKH). X04a IpU OAHOYaCHOMY 3aCTOCyBaHHi cungeHadiny Ta inriditopis CYP3A4 3pocTaHHsA
YaCTOTH MOOIYHMX SBUII HE CIIOCTEPIraaocs, CIIif PO3TISHYTH MOXKJIUBICTh 3aCTOCYBAHHS II0YATKOBOI
no3u cunpeHadiny 25 mr.

OpHouacHe 3acTocyBaHH iHTiOiTOpa BIJI-poTeasu puToHaBipy, AyXKe MOTyXKHOrOo iHribiTopa P450, y
cTaHi piBHOBaxkHOI KoHIleHTpaIril (500 mr 1 pa3 Ha mo0y) Ta cunmeHadiny (pa3oa mo3a 100 mr)
IPU3BOAUIIO A0 migBuineHHs C,,. cunpgeHadiny Ha 300 % (y 4 pa3u) Ta nigBuieHHs maa3mool AUC
cunpeHadiny Ha 1000 % (y 11 pasis). Uepes 24 roguHu n1a3MOBUY piBeHb cuifeHadiny Bce e
cTaHoBUB pubn3H0 200 HI/MJI OPIBHSIHO 3 PiBHEM IPUOIM3HO 5 HI/MJI, XapaKTEPHUM [JIs
3aCTOCyBaHHS cuNAeHadiny OKpeMo, M0 Y3rOAXKY€eThCS 3i 3HaYHUM BIIJIMBOM PUTOHABIPY Ha
MmuUpoKuH cnekTtp cybcrpatiB P450. CunpeHadin He BIuBae Ha papMaKOKiHETUKY PUTOHABIpy. 3
OTJIsAOy Ha Li (papMaKOKiHETHUHI faHi OmMHOYAaCHE 3aCTOCYyBaHHS CUJIfieHa(dily Ta pUTOHABIpy He
peKoMeHOyeThCs (OUB. po3ain «OcoONMMBOCTI 3aCTOCYBaHHA»); B OyIb-IKOMY BUIIaIKy MaKCUMaJibHa
no3a cunpeHadiny 3a XKOOHUX 00CTAaBUH He MMOBUHHA IEPEBUIIYBATH 25 MT MPOTIroM 48 roguH.

OpHovacHe 3acTocyBaHHS iHribiTopa BIJI-mpoTea3u cakgiHaBipy, inribitopa CYP3A4, y mo3i, 1o
3abe3neyye piBHOBaxXHY KoHIeHTpaio (1200 mr 3 pa3u Ha 0oly), Ta cungeHadiny (100 mr
OIHOPA30B0) IMPU3BOAUIIO [0 mimBuieHHs C,,. cunpeHadiny Ha 140 % Tta 36inbmenus AUC
cunpeHadiny Ha 210 %. He BusiBneHo BIIUBY cuiigeHadiny Ha papMaKOKiHETHKY CaKBiHaBipy.
[TepenbadaeTnes, mo Oinmbin noTyxkHi iHribiTopu CYP3A4, Taki sk KeTOKOHA30JI Ta iTpPaKOHAa3071,
OynmyTh MaT# OinbIll BUPaXKeHUH BIITUB.



[Tpu 3actocyBaHHi cungeHadiny (100 Mr omHOPa30B0O) Ta ePUTPOMIIIMHY, IIOMipHOTO iHTibiTOpa
CYP3A4, y piBHoBaxHOMY cTaHi (500 Mr 2 pa3u Ha o0y IPOTATOM 5 [HIB) CIIOCTepiranocs
nippuienss AUC cunpgernadiny Ha 182 %. ¥ 3gopoBux qoOpOBOJIBIIB 40I0BiY0i cTATi He
crocTepirasnocs BBy asutpoMinuuy (500 mr Ha goOy mpotsirom 3 mi6) Ha AUC, C,.., Thwe
KOHCTAHTY IIBUAKOCTI eliMiHallil Ta Mmoganblinii Iepion HamiBBUBeOeHHs cungeHadiny abo #oro
T'OJIOBHOTO IIUPKYJTI0I04oro Metabonity. Llumetunun (inribiTop muroxpomy P450 Ta HecmeuudivyHui
inri6itop CYP3A4) y mo3i 800 Mr mpu omHOYACHOMY 3aCTOCYyBaHHi i3 cunmeHadinom y gosi 50 mr y
3[M0POBUX MOOPOBOJIBLIIB TPU3BOAUB M0 MiABUINEHHS I17Ia3MOBOI KOHIIEHTpallii cungeHadiny Ha 56 %.

I'penindpyToBuii cik € cnabkum inriditopom CYP3A4 y CTiHII KUIIIEYHUKY i MOXKE CIIPUYUHSTH
IIOMipHe MiABUIEHHS PiBHA CUNOeHadiny y mi1a3Mi KpoBi.

OpHOYacCHe 3aCTOCYBaHHS aHTAIMAIB (MarHiio TifpOKCHIY/amoMiHilo TifpOKCHUYy) He BIIJIMBAJIO Ha
6iomocTynHicTs cunmeHadiny.

Xoua pmocrimxkeHb crelupivHol B3a€MOii 3 yciMa NTiKapChbKUMHU 3aco0aMy He ITPOBOOUIOCS, € HaHi,
mo (papMakKoOKiHeTHKa cuifeHadiny He 3MiHIOBaIacs Ipu KOr0 OGHOYACHOMY 3aCTOCYBaHHI 3
JiKapChbKUMU 3aco0aMu, 10 HajlexkaTh [0 rpymnu inribitopis CYP2C9 (Ton6yTamin, BapdapuH,
¢eniToin), rpynu inriditopis CYP2D6 (Takux SIK CeJIeKTUBHi iHTi0iTOpY 3BOPOTHOTO 3aXOIJIEHHS
CEepPOTOHIHY, TPUIUKITIYHI aHTUAETIPECAHTH), TPYIIH Tia3uIHUX Ta Tia3UOONMOMiOHUX MiypPeTHKIB,
TIEeTJILOBUX Ta Kasii3bepiraloyux AiypeTukis, iHTi0iTOPIB aHTi0TEeH3UHIIEPETBOPIOIOUOT0 (GEPMEHTY
(AII®), aHTAroHICTIB KaJbIlil0, aHTATOHICTIB B-agpeHOperenTopiB abo iHAYKTOPiB MeTabomi3My
CYP450 (Trakux sk pudamminut, 6apbiTypaTn).

Y mportieci mocmimKeHHs 3a y4acTio 300POBUX YOJIOBiKiB-HOOPOBOIBIIB OMHOYACHE 3aCTOCYBAaHHS
aHTaroHicTa eHfoTeNiHy OoceHTany (moMipuuii iHgyKTOop CYP3A4, CYP2C9 Ta, MoxnuBo, CYP2C19) y
piBHOBaxkHOMY cTaHi (125 Mr 2 pa3u Ha mo0y) Ta cunmeHadiny y piBHoBaxkHOMY cTaHi (80 mMr 3 pas3u
Ha mo0y) npu3soguio mo 3uuxenHs AUC Ta C,,, cunmeHadiny Ha 62,6 % Ta 55,4 % BigmoBigHo. Tomy
OJIHOYaCHe 3aCTOCYBaHHS TaKuX NOTYyKHUX iHAYKTOpiB CYP3A4, K pudamiiid, MoxKe IPU3BOTUTH [0
OinbII BUPaXkeHOT0 3HUKEHHS KOHILIeHTpallil cunmeHadiny y maa3Mi Kposi.

HikopaHaun sBnsie co0oto ribpuj akTBaTOpa KalbIlieBUX KaHalliB Ta HiTpaTy. HiTpaTHUI KOMIOHEHT
3YMOBJTIOE MOXKJIUBICTh MOTO CeP03HOI B3aeMOZIi 3i cungeHadinom.

Bnaue cusndeHaginy Ha iHWi AikapcvKi 3acobu.

NocnimxkeHHs in vitro. Cunneradin - cnabkui inriditop izodpopm 1A2, 2C9, 2C19, 2D6, 2E1 ta 3A4
muroxpomy P450 (IK;, > 150 mrMob). OCKiNbKY MiKOBI 1J1a3MOBi KOHIIEHTpallil cungeHadiny
IOPiBHIOIOTH NTPUOGIN3HO 1 MKMOJIb, BIIUB IIpenapaty Epocus Ha KitipeHC cyOCcTpaTiB IUx
i3ohepMeHTIiB MaTOMMOBIPHU.

BipcyTHi mani momo B3aemogii cunmeHadiny Ta Takux HecrnenudiyHux iHri6iTOpiB dhocdomiecTepasu,
sIK Teodinin Ta dunipudamoa.

HocnmimzxeHHd in vivo. OCKinbKY BimoMmo, 110 cunaeHadin Mae BB Ha MeTtabomnizm NO ul'M®, 6ymno
BCTAHOBJIEHO, 110 CUJIAeHa()isl MOTEHIIiI0€ TiMOTEeH3UBHY [il0 HITPaTiB, TOMy KOT0 OGHOYACHE
3acTtocyBaHHS 3 foHopaMu NO abo 3 HiTpaTaMu B OyOb-sKiit popMi mpoTunokasaHe (AUB. PO3Mi
«IIpoTunoka3anHsa»).

Pioyueyam. TIoBigoMIsAIN IPO aQUTUBHUN CUCTEMHUN e(pEeKT 3HUKEHHS apTepialbHOT0 TUCKY IIpU
OJHOYACHOMY 3acTocyBaHHi iHribiTopiB ®IIES 3 pionuryaTom. [laHi JoCTigXKeHb CBiA4aTh, 10



pionuryaT IOCUIIIOE TiMOTeH3UBHY fifo iHribiTopiBs ®IIES. V mallieHTiB, gKi Opanu y4acTb y
IOCTiAKEeHH], He CIIOCTEePIiraaocs MO3UTUBHOTO KITiHIYHOTO e(peKTy Ipu OHHOYACHOMY 3aCTOCYBaHHI
inribitopis ®JIES 3 piouuryatom. IIpoTunokasane ogHOYaCHe 3aCTOCYBaHHS PioLUTyaTy 3
inribitopamu ®IE5, y Tomy uucri i3 cunnenadinom (muB. po3min «IIpoTUIIOKA3aHHS»).

OpHoYacHe 3aCTOCyBaHHS cuifeHadiny Ta 6710KaTopiB a-aipeHOPEenTOPiB MOXKe IIPU3BECTH [I0
PO3BUTKY CHMIITOMATUYHOI TiOTEH3i1 y AeIKUX CXUJIBHUX [0 LbOT0 MallieHTiB. Taka peakilis
HalyJacTile BUHUKAaa IPOTAroM 4 TOAUH IiC/IsA 3aCTOCYBaHHA cungeHadiny. Y npoueci gociifgkeHb
crenudigHol B3aEMOii TikapchKux 3aco0iB 6710KaTOp -afipeHOPelenToPiB J0KCa303uH (4 Mr Ta

8 mr) ta cunpgenadin (25 mr, 50 mr ta 100 Mr) 3acTOCOBYBai OQHOYACHO TallieHTaM i3
noOpOosIKiCHOIO TinepIasieio mepeaMixypoBoi 3a103u, crabinisaris crany skux Oyna JOCATHYTa IPU
3aCTOCYBaHHI [OKCA303UHY. Y LIUX IONYJIALIAX CIOCTEPIrasocs cepefHe NOOaTKOBE 3HUXKEHHS
apTepiasbHOTO TUCKY Yy II0JI0KEHH] MaljieHTa Jiexxayu Ha 7/7 MM pT. CT., 9/5 MM pPT. CT. Ta

8/4 MM pT. CT. Ta CepefiHE 3HUKEHHS apTepiasbHOr0 TUCKY Y IIOJI0KEHH] ITallieHTa CTOA4YU Ha

6/6 MM pT. cT., 11/4 MM pT. cT., 4/5 MM PT. CT. BignoBigHo. [Tpu ogfHOYaCHOMY 3aCTOCYBaHHI
cunpeHadiny Ta JOKCa303UHY Y MallieHTiB, cTabinisanis ctany skux Oya JOCSATHYTa IPU
3aCTOCYBaHHi IOKCAa303UHY, iHOAI IOBIAOMIISNIOCS PO PO3BUTOK CUMIITOMATUYHOI OPTOCTATHYHOI
rimoTeH3ii, a TaKOXK PO BUMAOKHU 3allaMOPOYEHHS Ta IePemHeNPUTOMHUN CTaH, aje 6e3 CHHKOIIE.

He cnocrepiranocst KOOHMX 3HaUYIIUX B3a€EMOZiN TP OOHOYACHOMY 3aCTOCYBaHHI cungeHadiny
(50 Mr) i Ton6yTaminy (250 Mr) abo Bapdapuny (40 mr), mo metabomnizyorscs CYP2C9.

Cunpgenadin (50 Mr) He IPU3BOAUB A0 MOOOBXKEHHS YaCy KPOBOTEYi, CIPAUYMHEHOI 3aCTOCYBaHHAM
areTusicatinuinosol kuciaoty (150 mr).

Cunpenadin (50 Mr) He MOTEHII0BAaB TiIIOTEH3UBHY [Iil0 aJIKOTOJII0 ¥ 3MOPOBUX NOOPOBOIIBIIIB ITpU
CepenHbOMY MaKCHMaJIbHOMY PiBHI eTaHOIy B KpoBi 80 Mr/ajl.

Y namieHTiB, sIKi 3aCTOCOBYBaJIX CUIfeHadis, He CIIOCTepiranocs KONHUX BiIMiHHOCTEH ITPOQiIio
no0iyHMX epeKTiB MOPIBHSAHO 3 IJanebo Ipu 0gHOYAaCHOMY 3aCTOCYBaHHI TaKuX KjlaciB
TinOTEeH3WBHUX JTIKapChKUX 3aC00iB, IK AiypeTukH, 6710KaTOpHU B-agpeHopelenTopis, iHriditopu AIID,
aHTaroHiCTH

aHrioTeH3uny lI, aHTUTiNEePTEH3UBHI JTiKapChKi 3aco0u (CyAMHOPO3MKPIOBaIbHI Ta IeHTPaIbHOI Ail),
0710KaTOPU afpeHepriYHUX HEMPOHiB, 6JI0KaTOPH KabIlieBUX KaHalliB Ta OI0KaTOpPH -
agpeHopelLenTopiB. Y JOCHIAXKEeHHI B3aEMOIil IPY OHHOYACHOMY 3aCTOCyBaHHI cunpeHadiny (100 mr)
Ta aMJIOAUIIIHY MallieHTaM i3 apTepiajibHOIO TillePTEeH31€10 CIoCTePiraaocs NogaTKOBe 3HUKEHHS
CUCTOJIIYHOT O apTepiaJibHOr0 TUCKY B II0JIOXKEHH] JiexKayy Ha 8 MM pT. CT. BifnoBigHe 3HUXKEHHSA
[iaCTOJIiYHOr'0 apTepiaibHOTO TUCKY CTAHOBUJIO 7 MM PT. CT. 3a BEIMYMHOIO I[i AOOATKOBI 3HUKEHHS
apTepianbHOr0 TUCKY OyIM MOPiBHAHHUMU 3 TUMH, 110 CIIOCTEPIraaucs Ipy 3aCTOCyBaHHI JIUIIe
cunpeHadiny y 3qopoBux HoOPOBOJIBIB (OUB. Po3min «®apMaKoIoTiyHi BIaCTHBOCTI»).

Cunpenadin y mo3i 100 Mr He BIJIMBaB Ha (papMaKOKiHETHYHI MOKa3HUKY iHTibiTOpiB BIJI-npoTeasu
cakBiHaBipy Ta puToHaBipy, siKi € cybcTtpatamu CYP3A4.

Y 3mopoBux H06GPOBOJIBIIIB YOJIOBiYO1 CTATi 3aCTOCYBaHHSA cuigeHadiny y piBHOBaxKHOMY cTaHi (80 Mr
3 pa3u Ha go0y) mpusBomauio mo migpumenHs AUC Ta C,,, 6oceHTany (125 Mr 2 pa3u Ha mo0y) Ha
49,8 % Ta 42 % BinmoBimHO.

IomaBaHHS OMHOPA30BOI1 103U CUAeHadiny mo cakybiTpuiy/BancapTaly y piBHOBaXKHOMY CTaHi y
MAIliEHTIB 3 apTepianbHOIO TiepPTeH3i€I0 acoIlifoBaNoCs 3i 3HAYHO OiNbIIUM 3HUXKEHHSIM
apTepianbHOTO TUCKY MOPIBHSHO i3 3aCTOCYBaHHSIM MOHOTepaIil cakyOiTpuiom/BasicapTanoM. Tomy



CJif moTpuMyBaTHCS 00€peXKHOCTI IpU PO3NOUYNHAHHI 3aCTOCYBaHHS cCuIfeHadiny marieHTam, SKi
TKYIOThCST CaKyOiTpUIOM/BasicapTaHOM.

Oco6.1ueocmi 3acmocyeaHHsi.

o moyaTKy Teparmii cif 3i6paty MeguYHUN aHaMHe3 TallieHTa Ta MIPOBECTH (i3uKambHe
00CTeKEeHHS IJIS1 AiaTHOCTUKY ePEeKTUNIbHOI AUCGYHKIII Ta BU3HaUEHHS 1i MOXK/IMBUX IIPUYHLH.

daxmopu pu3uky cepueso-CyOUHHUX 3ax8opto8aHb. OCKINTbKK CeKCyalibHa aKTUBHICTh
CYTIPOBOMKYETHCS TEBHUM PU3UKOM 3 OOKY CepIisi, OO MOYaTKy OyIb-sIKOT0 JIiIKyBaHHS €PeKTUIIbHOI
nucyHKIII JTiKap Ma€ OIL[iIHUTH CTaH CepPIEeBO-CYAUMHHOl CUCTEeMH NalieHTa. CunaeHadin YUHUTD
CyIMHOPO3IINPIOBAIbHY [Ii0, 110 IPOSBISETHCS JIETKUM Ta KOPOTKOYaCHUM 3HUXKEHHAM
apTepianbpHOrO TUCKY (HuB. po3min «dapMakogrHaMika»). [lo mpu3HadeHHS CUIAeHadiny TiKkap Mae
PeTEeNbHO 3BaXKUTH, UM MOXKe TaKui eDeKT HeCIPUSITIUBO BIIMBATH Ha IAIiEHTIB i3 IEBHUMU
OCHOBHMMH 3aXBOPIOBAHHSIMHM, 0C00IMBO ¥ KOMOiHallii i3 ceKCyambHOI aKTUBHICTIO. [0 mallieHTiB i3
IiABHUINEHO YYTIUBICTIO MO BAa30AUIATATOPIB HaleXaTh HalliEHTH 3 0OCTPYKITi€0 BUBIIHOT'O TPAKTY
JiBOTO IIJTYHOYKA (HAIPUKJIIa[, CTeHO3 aOpTH, rinepTpodiyHa o6CTpyKTUBHA KapaioMionaTis) Ta
NallieHTH i3 PigKiCHUM CHHIPOMOM MYJIbTUCUCTEMHOI aTpodii, OMHUM i3 MPOSBIB SKOI € TAXKKE
IIOPYIIEHHS PeTyIllil apTepialbHOr0 TUCKY 3 00Ky BereTaTUBHOI HEPBOBOL CUCTEMHU.

Epocun noTeHIIitoe rinoTeH3UBHUM eQeKT HiTpaTiB (AuB. po3min «[IpoTUIOKa3aHHSI»).

[ToBimomusinu mpo TSAXKKIi moOiuHi peakiril 3 60Ky ceplieBo-CyIMHHOI CHCTEMH, BKII04alouy iHpapKT
MioKapfa, HecTabibHy CTEHOKap/ilo, ParnToBy CEPIIEBY CMEPTD, IIIYHOUKOBY apUTMilo,
11epe0pPOoBacKyIIpHI KPOBOBU/IMBY, TPAH3UTOPHY illIeMidyHY aTaKy, apTepialbHy TrinepTeH3iio Ta
apTepianbpHy TinOTEH3il0, AKi 3a YacoM 306iranucs i3 3acTocyBaHHAM cuigeHadiny. Y 6inbinocTi
IallieHTiB, ane He y BCiX, iCHyBanu (HakKTOpU PU3UKY CEePLEBO-CYOUHHUX 3aXBOPIOBaHb. barato Takux
no0iYHMX peakllid crocTepiraaocs mig yac abo opasy Iicis CTaTeBOr0 aKTY i JuIle KilbKa
Tpanuiocs HeBOOB3i micnis 3acTocyBaHHs Epocuny 6e3 cekcyanbHOI akTUBHOCTi. TOMy HEMOXKJTUBO
BM3HAQYUTH, YU OB I3aHUY PO3BUTOK TaKUX IMOOIYHUX peakliiii 6e3rmocepenHbo i3 hakTopaMu pPU3UKY,
YY 1X PO3BUTOK 3YMOBJIEHU IHIIUMU YUHHUKAMHU.

ITpianiam. 3acobu Os JiKyBaHHS €PEeKTUIIbHOI AUCQYHKILI, Y TOMY YUCTIi ¥ cunpeHadin, ciig
IpHU3HavaTH 3 00epeXkHiCTIO MallieHTaM i3 aHaTOMiYHUMHU fedhopMallisiMu IeHica (TaKuMHU 5K
aHTYJIS1isg, KaBepHO3HUN (Hi6po3 abo xBopoba Ileitponi) abo marieHTaM 3i cTaHaMHu, 10 CIPUYHUHSIOThH
PO3BHUTOK ITpiamiaMy (TaKUMU SK CEePIONOAiOHOKIIITUHHA aHeMist, MHOXKUHHA MienoMa abo nerkemis).

[ToBigoMnsnu mpo BUIMIAAKY ITOMOBXKEHOI epeKIlil Ta npiamiamy. JKIo epekilist TpuBae Oinblie HixX

4 rooviHM, mallieHTaM CJIil HeralHO 3BePHYTHUCS 3a MEIUYHOI0 JOIIOMOr0. 3a BiICYTHOCTI HEralHOT' 0
JIiIKyBaHHS IIpiami3M MoKe IPU3BECTH [0 MOMIKOAKEHHS TKaHUH IeHica Ta A0 CTiMKOl BTpaTu
IIOTEHIIil.

OdHouacHe 3acmocy8aHHA 3 iHwumu iHeibimopamu ®JES5 abo iHwumu npenapamamu 044 AiKYBAHHSA
epekmusabHoi ducyHkuii. be3neka Ta epeKTUBHICTh OHOYACHOTO 3aCTOCYBaHHS cunmeHadiny 3
inmumu inriditopamu O®IES abo iHmuMu nikapchKuMu 3acobaMu i TiKyBaHHS TillepTeH3il
nereHeBol apTepil, SKi MicTITh cungeHadin (Hampukian, PeBanuo), U 3 iHIIUMY ITperapaTamMu s
TMiKyBaHHS €PeKTUIIbHOI AUChYHKII He BUBYanmucs. ToMy 3aCTOCYyBaHHS TaKuX KOMOiHaIlil He



PEKOMEHIOOBAHE.

Bnaue Ha 3ip. Bynu nooguHOKI IOBIAOMJIEHHS IPO BUHUKHEHHS Ae(eKTiB 30py acOoIiiioBaHo i3
3acTOoCyBaHHSIM cunfeHadiny ta iHmwux iuriditTopis ®IIES (guB. po3min «IlobiuHi peakirii»). ITpo
BUIIa[IKV HeapTepiaJbHOIL IepefHbOIl iMleMiYHOl HEBPOIaTil 30pOBOT0O HEPBA, 10 € PIIKICHUM CTaHOM,
HaAXOAWJIA CIIOHTaHHI ITOBIIOMJIEHHS Ta IIOBIOMJISJIOCS Y HArJIag0BOMY AOCHIAKEHH] K IIPO
acoIlrifioBaHi i3 3acTocyBaHHSIM cunfgeHadiny Ta iHmwux iHridiTopis ®IES (gus. po3min «I1ob6iuHi
peaxtii»). TTalieHTiB cyif momepenuTH, 10 Y Pa3i parnToBOT0 MOPYIIeHHS 30py 3aCTOCOBYBAHHS
npenapaTy Epocun ciif NpUunuHUTY Ta HeTallHO 3BEPHYTUCA A0 JiKaps (OUB. pO3Min
«IIpoTUNIOKa3aHHS»).

OodHouacHe 3acmocy8aHHA 3 pumoHagipoM. OmHOYaCHe 3aCTOCYyBaHHS CUAeHadiny Ta puTOHaBipy
He PeKOMEHIYEThCS (OuB. po3min «B3aemogmis 3 iHIIUMHU JTiKapChbKUMHU 3aco0aMu Ta iHIM BUOU
B3aEMOJIIN»).

OdHouacHe 3acmocyeaHHs 3 biokamopamu a-adpeHopeuenmopis. I1almieHTaM, SKi MpuiMaiThb
6110KaTOPU (-agPEHOPEIENITOPIB, 3aCTOCOBYBATHU CUIAeHadin citifg 3 00epexkHICTI0, OCKITBKY TaKa
KoMOiHalliss MOXke MPU3BECTH 00 CUMIITOMATUYHOI TiOTeH3ii y IesAKUX CXUIbHUX A0 I[bOTO MAalli€HTiB.
CuMnTomMaTHy4Ha TiOTeH3isd 3a3BUYail BUHUKAE IIPOTATOM 4 TOAMH IiC/ISA 3aCTOCYBaHHS
cunpeHadiny. 3 MeTor0 MiHiMi3allil MOXK/IMBOTO PO3BUTKY IOCTypPaIbHOI TimOTeH3il y maIjieHTiB, AKi
3aCTOCOBYIOTh OJIOKATOPU O-agpPEHOPEIENTOPIB, IX cTaH MOTPiOHO cTabinidyBaTu 3a OTIOMOT0I0
6710KaTOPiB 0-agPEHOPEIENITOPIB M0 MOYATKY 3aCTOCYBaHHS cuimeHadiny. TakoxK Citig po3rasHyTH
MOXKJIMBICTb 3aCTOCYBaHHS II0YAaTKOBOI f03u 25 Mr. Kpim Toro, ciifg npoiHdopMyBaTH Nalli€HTIB, K
[isiTH y pa3i I0sIBU CUMIITOMIB OPTOCTATUYHOI TimoTeH3il.

Bnaue Ha xposomeui. [JoCcHimKeHHS TPOMOOIUTIB TIOAUHY IPOAEMOHCTPYBAIH, 1110 in Vitro
cunmeHadin MoTeHIioe aHTAarperaiiliti epekTu Hatpito HiTponpycuny. Hemae xkonHoi indopmariii
mopo 6e3meKy 3aCTOCyBaHHS cuifeHadiny maiieHTaMu i3 OpyIIeHHSIMY 3TOPTaHHSA KPOoBi abo
TOCTPOIO IENITUYHOI0 BUPa3Koi0. TaKWM YMHOM, 3aCTOCYBaHHS CUIfeHadimy maljieHTaMu i€l Tpynu
MOXKJIMBe JIUIIE MiCJig PETeNIbHOL OLIHKY CIiBBiTHOIIEHHS KOPUCTI Ta PU3UKIB.

[TpemapaT Epocuin MiCTUTD TaKTO3y, TOMY He CJIifl 3aCTOCOBYBaTH MOr'0 YOJIOBiKaM i3 TaKUMU
PIOKICHMMM CIIagKOBUMHU MOPYIIEHHSIMHY, SK HEIIEPEeHOCHUMICTh TajlaKTO31, HeJOCTaTHICTh JTaKTa3u
Jlarmma a6o MambabcopOITist TIII0KO3K-TalaKTO3H.

[Ticns 3acTtocyBanHs mo3u 100 Mr 3opoBUME HOOPOBOJIBISIMY HE CIIOCTEPIranocs BIUIMBY Ha
Mopdosorito abo pyxoMicTh CIepMaTo30ifiB (AUB. po3min «dapMakoguHaMiKa»).

Bmpama cayxy. JlikapsiM CJifl mopafuTy NallieHTaM IPUIUHUTY 3aCTOCYBaHHA iHTi6iTOpiB ®IES,
BKJII0Yal0yy npenapat Epocus, Ta HerauHO 3BEPHYTUCS 3a MEOUYHOI0 JOIIOMOTO0 YV pa3i parnToBoro
3HUKEHHS YU BTpaTu Ciayxy. [Ipo 1i gBuIla, sKi TAKOXK MOXKYTh CyIIPOBOAXKYBATUCS A3BOHOM Y ByXax
Ta 3allaMOPOYEHHSIM, TIOBIIOMIISNIOCS 3 acolialli€lo y Yaci i3 3actocyBaHHAM iHribiTopis ®IIES,
BKJIIOYalO4u npemnapat Epocusn. BusHauuTy, 4y 1i sBUIla IPSIMO 0B’ A3aHi i3 3aCTOCYBaHHAM
inri6iTopis ®IE5 abo 3 iHmmMMMU GakTOpaMu, HEMOXKIIUBO.

OdHouacHe 3acmocy8aHHA 3 2inomeH3usHUMU npenapamamu. CungeHadin YUHUTD CUCTEMHY
CyIVHOPO3IINPIOBAIbHY [Iil0 Ta MOXKe B IOJAIbIIOMy 3HUXKYBATU apTepiaJbHUM TUCK Y NAIi€HTIB, Kl
3aCTOCOBYIOTH TiIIOTEH3UBHI JTiKapchKi 3aco0u. Y mocmimkeHH] TikapchbKol B3aEMOAil pu
OJHOYAaCHOMY 3acTOCyBaHHi amnoputiny (5 Mr abo 10 Mr) ta cunperadiny (100 Mr) mepopabHO
CIIOCTEpPIranocs cepeqHe NOgaTKOBe 3HUKEHHS CUCTOIIYHOIO TUCKY Ha 8 MM pT. CT. Ta
OiaCTONIYHOTO - Ha 7 MM PT. CT.



3axeopiosaHHsA, Wo nepedarmuscsa cmamesum WAsAXOM. 3aCTOCyBaHHS Ipenaparty Epocun He
3axulllae Bifl 3aXBOPIOBaHb, 110 IepefalThCsa CTaTeBUM HUIAXOM. CIIi pO3TISHYTH MOXKJIUBICTh
iHbopMyBaHHS MallieHTIiB 00 HEOOXiMHUX 3am00iKHUX 3aX0MiB M7 3aXUCTY Bifi 3aXBOPIOBaHb, 1110
IepenamThCsd CTaTeBUM LIIIXOM, BKIOYal04YHd BipycC iMyHOmeDIIUTY MTIOOUHH.

3acmocysaHHs y nepiod sazimHocmi abo 200y8aHHs 2py001o.

EpOCI/IH HE HpI/ISHa‘-IeHI/Iﬁ [Jid 3aCTOCYBAHHSA XKiHKaMu.

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

Epocun Moxke MaTH He3HaYHUI BIJINB Ha KEPYyBaHHS aBTOTPAHCIOPTOM abo0 iHIIMMU MeXaHi3MaMu.
OCkKinbKH y Ipoleci HOoCTiaKeHb 3aCTOCYBaHHA CUIfeHadily moBiqoMIIsIOCS PO BUMAAKU
3amaMOpOYEHHS Ta MOPYIIEHHS 3 00Ky OpraHiB 30py, Iepen TUM K CigaTv 3a KepMO TPaHCIIOPTHOTO
3aco0y abo mpalfoBaTH 3 iHITMMU MeXaHi3MaMu IallieHTaM HeoOXiIHO 3'SCyBaTH, KOO € IXHS
iHOMBiAyasbHA peakxlilisd Ha 3aCTOCYBaHHSA IIpernapaTy Epocur.

Cnoci6 3acmocyeaHHss ma do3u.
[Tpemapat 3aCTOCOBYIOTH ITEPOPATBHO.

Llopoci. PekoMeHi0BaHa fo3a npenapaty Epocun ctaHOBUTE 50 MI' Ta 3aCTOCOBYETHCS Y pa3i
HeoOxifHOCTI TpuOIKU3HO 3a TOAKUHY [0 CeKCyabHOI aKTUBHOCTI. 3a/ie’kHO Bifi e(eKTUBHOCTI Ta
IIePEeHOCUMOCTI IpemnapaTy m03y MoxHa 306inburutu 1o 100 Mr abo 3HU3UTH [0 25 Mr. MakcuMalbHa
peKoMeHJoBaHa f03a cTaHoBUTH 100 Mr. YacToTa 3aCTOCYyBaHHSA MaKCHMa/IbHOI pEKOMEHI0BaHO1
[03U IperapaTty CTaHOBUTh 1 pa3 Ha moby. IIpu 3acTtocyBanHi Epocumny mig yac BXKUBaHHS 1XKi mis
IpenapaTy MoXe HacTaBaTH Ii3Hille, HiXK IIPX KUOT0 3aCTOCYBaHHI HATIIE.

ITauienmu aimHbo2o 8iky. HeobXigHiCTh Y KOPEKIIil 4031 MallieHTaM JITHROTO BiKYy (= 65 pOKiB)
BiICYTHSI.

IMauienmu i3 HUPKOBOI Hedocmamuicmio. [ Mali€eHTiB i3 HUPKOBOIO HEAOCTATHICTIO JIETKOTO Ta
IIOMIPHOTO CTYIIeHs TSXKKOCTi (KimipeHc kpeaTuHiny 30-80 Mi1/XB) peKOMeH0BaHa [[03a IIpernapary €
TaKOI0 XK, K HaBeIEeHO BUIlle V Po3Aiii «[opocii».

OCKibKHY y MAaI[i€HTIB 3 HUPKOBOIO HEIOCTATHICTIO TAKKOT0 CTYIIeHs (KJIipeHC KpeaTUuHIHy

< 30 M1/xB) KJlipeHC cunfeHadiny 3HUKEHNN, CIIi PO3TISHYTH MOXKJIUBICTh 3aCTOCYBaHHS 03U
25 Mr. 3anexHo Bifg e(eKTUBHOCTI Ta MEPEHOCUMOCTI IpelapaTy Ipyu HeoOXiMHOCTI 103y MOXKHa
36inpmuTy noctynoso go 50 mr ta go 100 mr.

ITauieHmu i3 neuvinkogow Hedocmamuicmto. OCKiNbKY y MAIliEHTIB i3 Te4iHKOBOIO HEOOCTATHICTIO
(HaTIpuKIaf, i3 TUPO30M) KiIipeHc cungeHadiny 3HUKeHUH, CITiTg PO3TISHYTA MOXKIIUBICTh
3aCTOCYBaHHS 03U 25 MT. 3aJie’kHO Bifl eeKTUBHOCTI Ta IEPEHOCUMOCTI IIpenaparTy Ipu
HeoOXiIHOCTI m03y MOKHa 30i/bIIUTH MOCTYIIOBO 70 50 Mr Ta mo 100 mr.

ITauieHmu, AKi 3acmocosyomy iHWI AiKapcvki 3acobu. LAKIIo MallieHTH 0OTHOYACHO



3acTocoByioTh iHTi0iTopu CYP3A4 (3a BUHATKOM PUTOHABIPYy, 3aCTOCYBaHHS SKOTO
OJHOYACHO i3 cunpgeHadiioM He peKOMEHAYETLCS, OUB. PO3AiIN «B3aeMomis 3 iHIIUMHI
JMiKapChKUMU 3aco0aMu Ta iHIM BUAM B3aeMOfii» Ta «OCcoOMMBOCTI 3aCTOCYBAHHS»), CITifl
PO3TJITHYTU MOXKJIMBICTh 3aCTOCYBaHHS II0YaTKOBOI 103U 25 M.

3 MeTO0 MiHiMi3aIlil MOXKJIMBOTO PO3BUTKY ITOCTypPa/IbHOL FiNOTEH3il ¥ Malli€eHTiB, SKi 3aCTOCOBYIOTh
6110KaTOPU (-adPEHOPEIENITOPIB, CTAH TAaKUX MallieHTiB MOTPiOHO cTabinidyBaTH 3a JOIOMOI00
6710KaTOPiB (-agPEHOPELENITOPIB 0 TOYATKY 3aCTOCYBaHHS cuigeHadiny. Takox CIlif po3rasaHyTH
MOXKJIMBICTb 3aCTOCYBaHHS IT0YATKOBOI 03U 25 MT (AXB. pO3[inu «B3aeMofis 3 iHIMUME TiKapChKUMU
3acobamu Ta iHII Buou B3aeMopmili» Ta «OCOBIUBOCTI 3aCTOCYBAHHS»).

Himu.

[Ipemapat He ITOKa3aHUM [JI 3aCTOCYBaHH NallieHTaM BikoM 10 18 poxkis.

Ilepedo3yeanHs.

Y mporieci mocmimkeHb 3a y4acTi0 JOOPOBOJIBINB il Yac 3aCTOCYBAHHS Pa30BOil 103U cuImeHadiny mo
800 mr no6iyHi peakuii Oymu momiOHUMU [0 THX, IO CIIOCTepiraaucs Mpu 3aCcTOCyBaHHI cunmeHadiny
y HUKYHUX [03aX, ajie 3yCTpidanucs dacTiiie Ta Oyau OinbIl TSAXKKUMHU. 3aCTOCYBaHHS cunmeHadiny y
no3i 200 Mr He TPU3BOJUIIO [0 MiABUIIEHHS e()eKTHUBHOCTI, ajie CIPUYNHSIIO0 3POCTaHHS KilTbKOCTI
BUIIQ[IKiB PO3BUTKY NOOIYHUX peakiliil (r0JI0BHOTO 000, IPUILINBIB KPOBi, 3allaMOPOYEHHS,
[UCIIeTICi], 3aKIafeHoCTi Hoca, IopYyIeHs 3 00Ky OpraHiB 30py).

Y pazi nepemo3yBaHHs TPU HEOOXITHOCTI BHAIOTHCS [0 3BUYAMHUX MiATPUMYIOUHUX 3aXO[iB.
[TpuckopeHHS KIIipeHCy cunpeHadiy Ipu reMofianisi MaJoiMOBipHE BHACTIIOK BUCOKOTO CTyIIE€HS
3B’s13yBaHHS IIpemnaparty 3 OinKkamu njaa3Mu KPoBi Ta BifCyTHOCTI eniMiHalii cungenadiny i3 cevero.

ITo6iuni peakuii.

Haiiuacrime moBigoMsnocs Ipo Taki mobiuHi peakilil, K ToJI0BHUY 0iib, MPUIISIMBU KPOBI,
[UCIIENCisl, 3aKIafileHicTs Hoca, 6ifb y CIINMHI, 3aTaMOpOYeHHs, HyJ0Ta, IPUIIJIUBY Xapy, OPYIIeHHS
30Dy, L[laHOIICig Ta 3aTbMapeHHs 30Dy.

[To6iuHi peak1ii HaBeoeHO HUKYe BigMOBiAHO [0 Knacudikamii «CucTeMa-opraH-Kiac» Ta 4aCTOTH:
noyxe 4dacTto (= 1/10), gacto (= 1/100 - < 1/10), mewacTo (= 1000 - < 1/100) Ta pigko (= 1/10 000 -
< 1/1000). ¥ Mexkax KOKHOI YaCTOTHOI I'pynu nobiyHi peakilii HaBeJeHO Y MOPSIAKY 3MEeHIIeHHS iX
CEpPHO3HOCTI.

IHexuii ma iHBasii: HeYacCTO - PUHIT.
3 6oky iMyHHOI cucmemu: He4acCTo - TilepUYyTIUBICTb.

3 60Ky Hepeosoi cucmemu: OyxKe 4acTo - TOJIOBHUH 6ilb; YaCTO - 3alTaMOPOYEHHS; HEYaCTO -
COHJIUBICTH, TilleCcTe3is; PiAKo - iHCY/IbT, TPAH3UTOPHA illleMiYHa aTaKa, CyZoMU*, peluauBU Cymom™*,



CHHKOIIE.

3 60Ky opaaHie 30py: YACTO - MOPYIIEHHS CIPUMHATTS KOIbOPY**, po3naau 30py, 3aTbMapeHHs 30DPY;
HEe4YacTo - PO3JIaiu CIIbO30BUAINIEHHA***, Oinib B 049ax, poTodobis, poTormcis, rimepemis ouel,
sICKPaBICTh 30PY, KOH IOHKTUBIT; PIOKO - HeapTepiaibHa NepenHs illleMiyHa HelponaTisi 30p0BOro
HepBa*, OKJII03ig CYAUH CITKIBKU*, peTUHaJIbHUY KPOBOBUJIUB, apTEPIOCKIIEPOTUYHA PETUHOMATIS,
nopyueHHs 3 00Ky CiTKiBKH, TJlaykoMa, fedeKTH 10 30py, JUIIOINis, 3HUXKEHHS TOCTPOTH 30Dy,
MiOIIisl, aCTEHOIis, MJIaBaloyi MOMYTHIHHS CKJIMCTOIO Tijla, MOPYIIeHHS 3 60Ky paigyKHO0I 0007I0HKH,
Mifpia3, osiBa CSAIOUMX KPYTiB HABKOJIO iZKepeia CBiT/ia (rajo) y mosi 30py, HabpsaK o4ei,
IPUIIYXJIICTh 04YeH, TIOPYIIeHHs 3 00Ky ouel, rinepeMist KOH IOHKTUBH, TIOOPa3HEHHS 04Yel, aHOMaJIbHi
BiIUyTTS B 04aX, HaOpsK MOBiK, 3He0apPBIEHHS CKJIEPH.

3 60Ky opeaHig cayxy: HeYaCTO - BEPTUTO, A3BiH y ByXaX; PigKoO - TIIyXO0Ta.

3 6oky cepuego-cCyOuHHOI cucmemu: 9acTo - IPUILIMBY KPOBi IO 00IMYYs, IIPUIIJIUBY Kapy; HEYACTO
- Taxikapgisi, mocuieHe ceplebuUTTs, apTepiaabHa rinoTeH3is/rinepTeHsis; pifgko - panToBa cepleBa
cMepTh*, iHhapKT MioKapaa, MITYHOYKOBa apuTMis*, ¢pibpunsiiis nepencepas, HecTabinbHa
CTEHOKapHis.

3 60Ky duxanbHOI cucmemu: 4acTo - 3aKJIafieHiCTh HOCA; HeYacTO - HOCOBA KPOBOTeYa, 3aKJIafleHiCTh
IPUAATKOBUX I1a3yX HOCA; PiKO - BigYYTTS CTUCHEHHS y TrOpli, HabpsK clI130B0l 000JIOHKK HOCA,
CYXICTB y HOCI.

3 60Ky mpasHO20 mpakmy: 4acTo - Hy[OTa, AUCIIEICis; He4acTo - racTpoe3odareanbHa pedIIoKcHa
xBopo0a, OmoBaHHs, 6i7Tb Y BEpXHil YaCTHHI KHUBOTA, CYXiCTb y POTi; PiiKO - rimecTesisi poToBO1
TIOPOKHUHH.

3 6oky wkipu ma niOwKipHOi MKAHUHU: HEYACTO - BUCUIIAHHS; PiIKO - CHHOPOM
CriBeHca-]IKOHCOHa*, TOKCUYHUY elligepMaIbHUN HEKPOIi3*.

3 60Ky Kicmkoso-M’530801 cucmemu: HeYacTo - Mianris, 6iib y KiHI[iBKax.
3 6oky ceuosudinbHOI cucmemu: HeYaCTO - TeMATYypis.

3 60Ky penpodykmueHoi cucmemu: Pifiko - KPOBOTEYa 3i CTaTeBOTO UJjieHa, mpiami3m*,
reMaToCIiepMis, MOMOBXKeHa ePeKIlis.

3aeanvHi po3aadu: HeYacTo - 6inb y rpyasx, MifBUIlleHa CTOMIIOBAHICTh, BITUYTTS XKapy; PigKo -
IOApa3HeHHs.

JlabopamopHi NOKa3HUKU: HeYacTo - MiIBUINEeHa YaCTOTa CePIIeBUX CKOPOUEHb.
* [ToBimOMIIANIOCS NTUILIE i Yac OOCTigXKEeHHS.
** TIopyllIeHHs CIPUUHATTS KOJIBOPY: XJIOPOIICis, XPOMATOIICisl, LIiaHOIICisA, ePUTPOIICisd, KCAHTOIICIS.

*** TlopyllleHHS CIIbO30BUIINIEHHS: CyXiCTh B 04YaX, MOPYILIEHHS CIIbO30BUIINIEHHS Ta MiABUILEHHS
CJIBO30BU/iIEHHS.

Huxuye3a3HaueHi sfiBHIla CriocTepiranuca y < 2 % mallieHTiB y IpoLeci JOCTiaXKeHb, IPUIYUHHUN
B3a€MO3B’SI30K He BU3HaueHuU. [10BiTOMIIEHHS BKIIIOYAJIN SBHUILA, 110 MaJiu BipOTigHUM 3B 30K i3



3aCToCyBaHHSM cungeHadiny. dBuila, ki He Oynu 3a3HayeHi, Oy/x JIETKUMH Ta TOBifOMIEHHS Oyin
nykKe HeTOYHUMH, 11100 MaTH 3HAYEHHS.

3azanvbHi nopyweHHA: HabpSK 006MMuYs, peakilil GOTOUYTIUBOCTI, 110K, aCTeHis1, Oinb, panToBe
napninHs, 6i7b ¥ XKUBOTI, panToBe MOMKOAXKEHHS.

3 60Ky cepueso-cyOuHHOi cucmemu: cTeHoKapmiss, AV-010Kafga, MirpeHs, MOCTypaibHa TimoTeH3is,
irmemist Mmiokapga, TpomM603 CyOuH T'OJIOBHOTO MO3KY, pPalToBa 3yIIUHKA CEPIlS, BiIXUIIeHHS
noka3HukiB EKI', kapgioMiomnaTis.

3 60Ky mpasHo20 mpakmy: TTIOCUT, KOJIiT, gucgarisi, raCTpUT, raCTPOEHTEPHUT, €30(arit, CTOMaTHT,
TIOPYIIeHHS Pe3yIbTaTiB Ie4iHKOBUX P00, peKTallbHa KPOBOTeYa, TiHTiBIT.

3 60Ky cucmemu Kposi ma aimpamuyHoi cucmemu: aHeMisi, JIeHKOIeHis.

3 60Ky memaboaizdMy ma xap4yyeaHHA: cripara, Habpsk, noparpa, HecTabinbHuUi miaber,
rineprinikeMisi, nepudepuyni HaOPsAKY, TinepypukeMis, Tinornikemis, rinepHatpiemis.

3 60Ky KicmKogo-M’ 30801 cucmemMu: apTPUT, apTPO3, PO3PUB CYXOKHUJIITIS, TEHOCUHOBIT, Oib y
KiCTKax, MiaCcTeHisI, CHHOBIT.

3 boky Hepeoeoi cucmeMu: aTakcis, HeBpaTis, HEUPOIaTisi, IapecTesis, TPeMop, BEPTUTO, [ETIPECis,
0e3COHHS, aHOMAaJIbHi CHOBUIIHHS, 3HUXKEHHS pedIieKkcis.

3 6oky OuxaabHOi cucmemu: acTMa, JUCITHOE, TAPUHTIT, GapUHTIT, CUHYCUT, OPOHXIT, IOCUJIEHE
CIIMHOBUMIJIEHHS, IOCUJIEHHS KalIlJTio.

3 60Ky wkipu: KpOIIMB'THKA, TepIec, CBepOixK, maBuilleHa MiTIUBICTh, BUPA3KK LIKipW, KOHTAKTHUN
OepMaTUT, eKCPOIiaTUBHUY TePMATHT.

3 60Ky opaaHie uymms: PaNTOBe 3HUXKEHHS UM BTpATa CNyXy, Oi/ib y ByXaX, KPOBOBUIIUB Y OKO,
KaTapakTa, CyXiCTb B O4Yax.

3 60Ky ceuyosudinbHOI cucmemu: UUCTUT, HIKTYPis, MigBUINIEHA YaCTOTAa CEYOBUIIYCKaHb, 30iIbIIeHHS
MOJIOYHHUX 3aJ103, HETPUMAaHHS CeYi, MOPYIIEeHHs esKysilil, HaOpsK CTaTeBUX OPraHiB, aHOPra3Mis.

[To6iyHi peaxii, mpo sIKi HAgXOOUTH MTOBIMOMIIEHHS Bifl MOMYISIli HeBimoMol yucenbHOCTI. i sBuia
Oynu 3a3HaveHi IK Yepes iX cepio3HiCTh, YaCTOTY MOBiOMIIEHHS, BiICYTHICTh YiTKOTO
anbTepPHATHBHOIO 3B’SI3KY, TaK i yepe3 KoMOiHaIlito 11X (HaKTopis.

Cepueso-cyouHHi ma uepebposackyaapHi asuwia. TIoBimOMIIsSIIM PO TSIXKKi CeplieBO-CyANHHI,
11epeOpoBacKyIspHi Ta CyqUHHI SBUIA, BKII0Ya0UX 11epeOpOBaCcKyIIpHY KPOBOTEYY,
cybapaxHoifanbHy Ta BHYTPilIHbOIIepeOpanbHy KPOBOTEYY Ta JiereHeBY KPOBOTeUy, 110 Oyu
TIOB’sI3aHi ¥ 4yaci i3 3acTocyBaHHSM cunfgeHadiny. Y 6inpirocTi mauieHTiB, ane He y BCix, Oyiu HasBHi
bakTopu CepleBO-CyAUHHOTO0 PU3uKy. [ToBimomsinu, 110 6araTo 3 IUX SIBUIT BUHUKIIY TIif 4ac abo
Bigpasy IicIs CeKCyalbHOl aKTUBHOCTI Ta AeKinbKa SBUILl BUHUKIIU Biffpa3y IMiC/s 3aCTOCYBaHHS
cunpeHadiny 6e3 cekcyanbHOI aKTUBHOCTI. [HII SBUINIa BUHUKIIK MIPOTSATOM HACTYIIHUX TOAUH ab0
[HIB Iic/sl 3acToCcyBaHHSA cunmeHadiny Ta ceKcyanbHOI aKTUBHOCTI. HEMOXKITMBO BCTAHOBUTH, UM 1Ii
sIBUIla [T0B’s13aHi i3 3acTOCyBaHHAM cuipfeHadiny, i3 cekcyanbHO aKTUBHICTIO, i3 HAIBHUMU
(daxTopaMu pu3uKy abo i3 koMOiHaIi€ X (HaKTOPiB, YU 3 iIHMKUMU PaKTOpaMu.

KPOGOHOCHCI ma ﬂiM(baquHd cucmeMu: Ba300KITIO3UBHUU Kpus.



Y HeBeNMMKOMY 3aBYaCHO IMPUIMHEHOMY [IOCTiIXKEeHHI 3aCTOCyBaHHS culgeHadiny maiieHTaM i3
JIETeHEeBOI0 apTepialbHOI0 TilepTeH3ie10, BTOPUHHOIO IIOA0 CePIIONOmiOHOKITITHHHOI aHeMil, Tpu
3aCTOCYBaHHi cungeHadiny mpo pPO3BUTOK Ba300KIIO3UBHUX KPU3iB, 1110 TOTpebyBasy rocmiTarmilatiii,
TIOBiIOMJISINIOCS YacTillle, HiXK IpU 3acTOCyBaHHi nnane6o. KiiHiuHe 3HaueHHS 11i€l iHpopMariii as
TIallieHTiB, SIKi 3aCTOCOBYIOTH IipenapaT Epocun 3 MeToI0 JTiKyBaHHS €peKTUNIbHOI AUCHYHKII,
HeBimoMe.

Cneuuciuni giduymma.

Cayx. TToBigoMIISIIM PO BUTIAAKK PAIITOBOTO 3HUKEHHS ab0 BTpaTH CIIyXy, ITOB’g3aHi y daci i3
3aCTOCYBaHHAM cuifeHadiny. V meskux BUMagKax IMOBIIOMIISAIIY IIPO HaABHICTh MEIUYHUX CTaHIB Ta
iHmuxX (axKTopiB, 1[0 MOT/IM BifirpaTu poib Y PO3BUTKY MOOIiYHUX peakiii 3 60Ky ciyxy. Y 6araTbox
BUTAKax iHGOpMalis UI00 MOAaIbIIOT0 MEIUYHOTO CIIOCTEPEKEHHS BiicyTHS. BU3HauuTH, 94U 1Ii
sIBUIIIa IIPSIMO TIOB’SI3aHi i3 3aCTOCYyBaHHAM cunpeHadiny, 3 HadBHUMHU (paKTOpaMu PU3UKY BTPaTH
cnyxy, 3 KombiHati€o 11ux ¢pakTopiB abo 3 iHmuMYU haKTopaMu, HEMOXKIIHBO.

3ip. TuMyacoBa BTpaTa 30py, IOYEPBOHIHHSA O4Yel, IIeYiHHA B 04YaX, MiABUILIEHHS BHYTPIIIHBOOYHOT O
TUCKY, HaOpSK CiTKiBKH, CyIMHHI 3aXBOPIOBAHHS CiTKiBKM Y¥ KPOBOTEYA, BifillTapyBaHHS CKINCTOTO
Tina.

[ToBimoMIsinu PO BUIIAKKM HeapTepialbHOI IePEeIHbOl ileMigHO0l HeBpoIaTil 30pOBOT0 HEPBA, III0 €
IPUYUHOIO 3HMKEHHS 30pY, BKJII0Yal0uu MOCTiHY BTPATY 30py, sKi Oynu 1moB’g3aHi y 4aci i3
3acTtocyBaHHAM iHTiOiTOpiB ®IES, BKmoyaoun cunpeHadin. ¥ 6araTbox MaIli€HTIB, aje He Y BCiX,
Oynu HasiBHi aHaTOMiyHi a60 cyouHHI (paKTOpPHU pU3UKY PO3BUTKY HeapTepialbHOI TepefHbOol
ilmemiyHOI HeBpomarTii 30p0OBOTr0 HEPBA, BK/II0Yarouu (aje He 00MeXKYI4NUCh) Taki: HU3bKe
CITiBBiTHOIIIEHHS liaMeTpa eKCKaBallil Ta JUCKa 30POBOr0 HepBa (3aCTiHUM OUCK 30POBOT0 HEPBA),
BiK moHap 50 pOKiB, apTepianbHa rinepTeH3is, 3aXBOPIOBaHHSI KOPOHAPHUX apTepil, rineprimigeMis
Ta NManiHHg. HeMoXnIuBo BU3HAUUTH, UM I1i SIBUIA NIPSIMO TI0B’s13aHi i3 3aCTOCyBaHHAM iHTi0iTOPIB
ONIES, yu 3 HasBHUMH aHATOMIYHUMHY ab0 CyOUHHUMHU (paKTOpaMu PU3UKY, YU 3 KOMOiHAlli€0 1IUX
BCiX (haKTOpiB, 4 3 iHMUMU (PaKTOPaMHU.

38imysaHHs npo nido3pro.aHi nobiuHi peakuii.

3BiTyBaHHS IIPO iK03pIoBaHi MoOiuHi peakilil micns peecTpatlii TikapchKoro 3aco0y Ma€ BaXkKJIuBe
3HaueHH4. Lle nae 3Mory mpoBoguTy Oe3mepepBHUY MOHITOPUHT CIiBBiIHOIIEHHS KOPUCTI i PU3UKIB,
TI0B’SI3aHUX i3 3aCTOCYBAHHSM IIHOTO JTiKapChKOro 3acoby. JlikapsiM ciif 3BiTyBaTH npo Oyab-sKi
nigo3proBaHi moOiuHi peakiril BiAmoBigHO M0 BUMOT 3aKOHOJABCTBA.

Tepmin npudamuocmi. 3 POKH.

YMoBu 30epiranHsi.

30epiraTu B OpUTiHANbHIN YIIaKOBIi Ipu TeMmepatypi He Buiie 25 °C.

36epiraté y HEOOCTYIIHOMY IJIST OiTeH MiCIIi.

YnaxoBka.



ITo 1 ab6o 2, abo 4 tabmeTku y 6mictepi; mo 1 6iictepy Ne 1 a6o Ne 2, a6o Ne 4; abo mo 2 6mictepu Ne 4 y
KOpoO1li 3 KapTOHY.

Kareropis Bigmycky. 3a peLenTom.

BupoOHUK.

TOB «<ACTPA®APM», YkpaiHa.

Micue3HaxoKeHHsI BHPOOHHKA Ta aipeca MicCIsi MpoBaIKeHHs HOro Jis/IbHOCTI.

08132, KuiBceka 0671., KueBo-CBATOMIMHCHKUY P-H, M. BuiiHeBe, Byn. KuiBchka, 6.



