Ckian

Oitoua peuvosuHa: sildenafil;

1 TabrmeTka MicTuTh cunmeHadiny uuTparty B nepepaxyBaHHi Ha 100 % cungenadin 50
Mmr a6o 100 wmr;

OONOMIJICHI pedyo8UHU: JTaKTO3a, MOHOTIApAaT; MarHilo IJIIOKOHAT; IIyApa IIyKPOBa;
KaJbllil0 cTeapaT; apoMaTtu3aTtop «JIumMoH»; 6apBHUK TapTpa3uH (E 102).

JIikapcbKa ¢opMma

TabneTku.

OcHOoBHI (pi3uKo-xiMiuHi 81acmMuBoCMi: OIBOOIYKIIi TaOIeTKH )KOBTOr0 KOJIHOPY abo
JKOBTO-KOPUYHEBOI'0O KOJILOPY 13 BKpalJIeHHSIMU 3 PUCKOIO Ha OOHIN CTOPOHI.

®dapMaKoTepalneBTHYHA rpymna

3aco0u, 1110 3aCTOCOBYIOThCS [JIS JIIKyBaHHS epeKTunbHol aucdyHkIlil. Kog ATX G04B
EO03.

®dapMaKoJI0riuyHi BJIaCTHBOCTI

dapmakoOuHamika.

Mexani3m gil. CungeHadin - J1ikapcbKui 3acib A1 mepopajbHOTO 3aCTOCYBaHHS,
NpU3HAYEHUN OIS MiKyBaHHS epPeKTUIbHOl oucdyHKIil. [Ipu cekcyanbHOMY

30yOIKeHHi mperapaT BigHOBIIIOE 3HUXKEHY €PeKTUJIbHY QYHKIII0 HIJITXOM ITOCUJIEHHS
IIPUTOKY KPOBI IO IeHica.

dizionoriyHuM MexaHi3M, 110 3YMOBJIIOE €PEKIIil0, BK/II0Ya€ BUBIJIbHEHHS OKCUOY a30Ty
(NO) y KaBepHO3HUX Tilax Miff 4ac ceKcyaabHOro 30ymxkeHHs. BuBinbHeHnuit NO
aKTUBY€ (pepMEeHT I'yaHilaTIIUKIIa3y, 0 CTUMYJIIOE ITiABUIIEHHS PiBHS HUKJIIYHOTO
ryasHo3maMoHodocdaty (1I'M®), 1110, 3i cBoro 60Ky, BUKJIHMKAE PO3CciabieHHs TIagKol
MYCKYyJIaTyp¥ KaBE€PHO3HUX TiJI, CIPUSIOYU IIPUTOKY KPOBI.

CunpmeHadin € IMOTYyKHUM Ta CEIEeKTUBHUM iHTiOiTopoM 1l MO-crienmdpivyHol
dochomiectepasu 5 (OPIIES) y KaBepHO3HUX Tinax, ge ®IES BianoBigae 3a po3mnafg
ul'M®. Brnnus cunpeHadiny Ha epekliilo Ma€e epudepudHnii xapakrep. CungeHadin
He YUHUTHL 0e3mocepeaHbol peakCyodoi Ail Ha i30/1boBaHi KaBePHO3Hi Tijla TIOOUHY,
ajie TIOTY2KHO ITOCUJIIOE po3ciiabmioouy gito NO Ha maHy TKaHuHY. [Ipu akTuBalii
MeTabomnigyHoro nsaxy NO/uI'M®, mo BinOyBa€eThCA IPU CEKCYalIbHIM CTUMYISLI],



inrioyBanHs cunpeHadinmom ®IIES npu3BoguTh o migBuIilleHHs piBHAI I MO y
KaBEPHO3HUX Tijtax. TaKuM YMHOM, [JIs1 TOrO, 00 cungeHadin BUKJIMKAB MOTPiOHUM
dbapmakomnoriuaui epekT, HeoOXigHe cekcyasibHe 30yIKeHHS.

BonuB Ha dpapMakogmHaMiky. [JoCHigKeHHs in vitro mIpogeMOHCTPyBaJliy, 110
cunpmeHadin € cenektuBHuM Ao ®IIES, 110 6epe akKTUBHY y4acTh Yy IIPOIIECi epeKIIil.
Bonus cunpgenadiny Ha ®IIES noTyXHImuUM, HiK Ha iHIIi BimoMi docdomiecTtepasu.

et edbekT y 10 pasiB moTyxkHimui, HixK edekT BunuBy Ha ®IIEG, 1110 6epe y4acTs y
npoiecax GoTonepeTBOPeHHA Yy CiTKiBLi. [Ipu 3acToCyBaHHI MaKCUMaIbHUX
PEKOMEHO0BaHUX N03 CEeIeKTUBHICTL cunpgeradiny o ®IES y 80 pasis nepesBuiiye
roro cenektuBHIicTh 0o ®IIE1, y 700 pagis Buila, Hixk 1o ®IE2, ®IE3, ©®IE4, ®IIE7,
®OES, ®IE9, ®IIE10 ta ®IE11. 30KpemMa, ceneKTUBHICThL cungeHadiny go ®IOES y
4000 pa3iB nepeBullye 1oro cenekKTuBHICTh 0o OPIE3 - tAM®-cnienudivro1 i30dhopmu
dbocdomiecTtepasu, 1o 6epe ydacThb y peryisiiii cepiieBoi CKOPOTJIMBOCTI.

dapmakoKiHemukKa.

AGcop6uisi. CungeHadin mBUAKO abcopOyeThcsi. MakcuMabHa M1a3MoBa
KOHIIeHTpallid (CmaX) JTikapchbKoro 3aco0y gocsraetbes nmpoTtsaroM 30-120 xBunuH (i3
MemiaHoo 60 XBUJIMH) ITiCJI MOTO IIepopaibHOTO 3aCTOCyBaHHA HaTile. CepenHs
abcomroTHa 0i0gOCTYITHICTE MiCJIsI ITIePOPaIbHOT0 3aCTOCYBaHHS CTaHOBUTDL 41 % (3
oiarma30HOM 3Ha4deHb Bif 25 mo 63 %). Y peKkoMeHOOBaHOMY fialia3oHi o3 (Big 25 o
100 Mr) moka3HUKH IIJIOINA ITil KPUBOIO «KOHIeHTpallisi-dac» (AUC) ta Cmax
cunpeHadinty micias Moro IepopabHOr0 3aCTOCYBaHHS MiABUIIYIOTHCS IIPOMIMOPLIINHO

00 NJO3MH.

[Tpu 3acTocyBaHHi cunaeHadiny mig 4yac BXXUBaHHS 1Ki CTymiHb aOCcopO11ii 3HUKYETHCSA
13 cepenHIM ITOIOBXEHHAM Tmax no 60 XBUJIMH i cepenHIiM 3HUXKEHHAM Cmax Ha 29 %.

Posnopin. Cepenniit piBHOBaxkHUM 00’eM posmnominy (V d) ctaHoBUTH 105 11, 110
CBIOUUTH PO PO3MOMALN IpernapaTy B TKaHMHaX opraHi3dmy. I[licisa ogHOpa30BoOro

IIepopanbHOro 3aCTOCyBaHHA cuingeHadiny B 0o3i 100 mr cepepusa C cungeHadiny

cTaHOBUTH NMpubau3Ho 440 Hr/Mi (KoedillieHT Bapialiil CTaHOBUTbH 4On‘1’/6:>))(. Ockinbku
3B’s13yBaHHS cuilgeHadiny Ta #oro rojoBHoro N-mecMeTun-MeTabomniTy 3 6inkamMu
Iy1a3Mu KpoBi gocsarae 96 %, cepegHs CmaX BiIbHOTO cungeHadiny gocsarae 18 Hr/mn
(38 umorb). CTyminb 3B’ sI3yBaHHS 3 OiIKaMu IJIa3MU KPOBi He 3a/1€XKUTh Bifl

3araJbHUX KOHIIEHTpalii cungeHadiny.

Y 3popoBuxX DOOPOBOIBIIIB, SIKi 3aCTOCOBYBalu cunmeHadin omHopa3oBo y mo3i 100 mr,
depe3 90 XBUIIUH B eAKyIATI BudHavanocs MeHie 0,0002 % (y cepeguboMy 188 HI)
3aCTOCOBAHOI O3MU.



BioTtpancdopmartisi. Metabomni3Mm cunmeHadiny 3miiCHIOETHCS TOJIOBHUM YHMHOM 3a

y4acTio MikpocoManbHUX i30pepmenTiB nedinku CYP3A4 (rojI0BHUU MINISIX) Ta
CYP2C9 (gpyropsigHui 1uisix). ['010BHUM HUPKYTIOIOYUNM MeTabO0IiT YTBOPIOETHCS
nisixom N-meMeTunioBaHHs cungeHadiny. CenekKTuBHiCT, MeTabomity monmo ®IIES
MMOpiBHSIHHA 3i CEJIEKTUBHICTIO cuiigeHadiny, a akTuBHICTh MeTabomity momo ®IIES
CcTaHOBUTH MPuO/M3HO 50 % aKTUBHOCTI BUXigHOI peuoBUHU. [Ina3dMoBa KOHIIEHTpALlis
1IbOr0 MeTaboIiTy cTaHOBUTH NPubNIKU3HO 40 % KOHIIeHTpalil cunpeHadiny y mna3mi
KpoBi. N-memMeTunroBaHUM MeTabOJIiT 3a3Ha€ MoaasbIIoro Metabosni3aMy, a nepion
MOr0o HaliBBUBEOEHHS CTaHOBUTH MPUOJIN3HO 4 TOOMHU.

Eniminanisg. 3aragpHui KilipeHC cungeHadiny ctaHoBUTh 41 1/roguHy, 3yMOBIIOIOYHT
rnepiopn MOro HaliBBUBEOEHHS TPUBAJIICTIO 3-5 roguH. 4K miciasa mepopajbHOro, Tak i
IiCJisg BHYTPIIIHBOBEHHOTO0 3aCTOCYBAaHHSA €KCKpellisd cungeHadiny y BUTIAO1
MeTabOoIIiTiB 3ilICHIOETLCS TOJIOBHUM UMHOM i3 KajioM (nmpubnuszo 80 % BBemeHOI
IIepopaabHOl JO3M) Ta MEHIIIOI Mipolo i3 ceuero (mpubnusuo 13 % BBemeHOI1
IIepopaabHOl MO3K).

dapmakokiHemuka y ocobausux 2pyn nauieHmis.

[TamieHTH MiTHLOTO BiKY. Y 3mMOpOBUX HOOPOBOMIBIIIB JIITHROTO BiKy (BikoM Bif 65 poKiB)

BiI3Ha4Yanocsa 3HUXKEHHS KIIipeHCy cungeHadiny, 1o 3yMOBJIIOBAIO IiABUIIEHHST
I1JIa3MOBUX KOHIIEHTpallill cunaeHadily Ta Horo akTUBHOTO N-IeMeTU/Ib0BaHOT O
MeTabomniTy npubnu3uo Ha 90 % MmOpiBHSHO 3 BiANOBIHUMU KOHIIEHTPAIISIMU Y
3[M0POBUX OJOOPOBOMIBIIB MOJIOAIOTO BiKy (18-45 pokiB). Y 3B’sI3KYy i3 BiKOBUMHU
BiIMIiHHOCTSIMU y 3B’sI3yBaHHi 3 OiIKaMU IJTa3MU KPOBi BiITIOBiOHE MiABUILIEHHS
I1JIa3MOBOI KOHIIEHTpPallil BiTbHOTr0 cunmeHadiny craHoBuiao mpubnausxo 40 %.

HupkoBa HefjocTaTHICTh. Y HOOPOBOMIBIIIB i3 mOpyIIeHHAMU QYHKIII HUPOK JIETKOTO Ta

IoMipHOro cTyneHs (KiipeHc KpeaTuHiHy 30-80 mMii/xB) ¢papMaKOKiHETHKA
cunpeHadiny 3anuinanacs He3MiHEHOIO IIiCJIg M0Tr0 OJHOPa30BOT0 IIePOPaIbHOTO
3acTtocyBaHHA y 7o3i 50 Mmr. Cepenni AUC Ta Cmax N-meMeTHUIb0BaHOTO METabOIIiTy
BiATIOBIOHO MigBUIlyBaInuCA MakCcuMyM Ha 126 % Ta 73 % NOpPIBHSAHO 3 TAaKUMU
IMOKa3HUKaMHU y MOOPOBOJIBITIB TAKOI'0 K BiKy 0e3 mopyiieHb GyHKII HUpoK. OgHaK
yepe3 BUCOKY iHOUBigyanbHy BapiaGenbHICTh i BiMiHHOCTI He OyJIM CTaTUCTUYHO
3HAUyIIUMU. Y 0OOPOBOJIBIIIB i3 TAXKKUMU MMOPYIIEeHHAMU PyHKIII1 HUPOK (KITipeHC
KpeaTuHiHy HuUXK4e 30 MJI/XB) KJIipeHC cungeHadisy 3HMKYBaBCS, 1110 IPU3BOOUIIO OO
cepennix migBuiienb AUC Ta CmaX BignmoBinHO Ha 100 % Ta 88 % mOpiBHSAHO 3
DOOPOBOIBIIIMU TAKOTO K BiKy 0e3 nopyileHs ¢pyHKIll HUpOK. KpiM Toro, 3HaYeHHS
AUC Ta Cma
79 % BIOIIOBIAHO.

< N-meMeTuIbOBaHOTO MeTaboIiTy 3Hauyle nimBunryBanucs Ha 200 % Ta



[TeyiHKOBa HEOOCTATHICThL. Y HOOPOBOJIBIIIB i3 IIUPO30M IMEYiHKU JIETKOTO Ta IOMipHOTO

cTymeHs (KnaciB A Ta B 3a knacudikarmiero Yaunmga-I1'10) kinipeHc cungeHadiny
3HUXKYyBaBCH, 10 Tpu3Boauso o nipgsumieHHs AUC (84 %) Ta Cmax (47 %) nopiBHSHO
3 BiAMOBiMHMMY ITOKa3HUKaMHU y MOOPOBOJILIIIB TAKOT'0O K BiKy 0€3 IopyIleHb QYHKIIi1
neuvinku. ®apMaKoOKiHeTHKa cungeHadiny y Hali€eHTiB i3 mopylmeHHIMHA QYHKIIi1
MMEeYiHKM TSAXKKOTO CTYIIeHSI He BUBYasacs.

IToka3aHHA

Epocun peKoMeHAOYyeEThCS 3aCTOCOBYBATH YOJIOBIKaM i3 epeKTUIIbHOIO OUCPYHKIIIETO,
siKa BU3HAYAEThCS K HE3[aTHICTh JOCATTH abo MiATpUMaTH €PEKIIiI0 CTaTEBOTO
yjieHa, HeoOXigHY [JIs1 YCIIIIHOTO CTaTEeBOTO aKTy.

s epekTuBHOI Oil Epocuny notpidHe cekcyanbHe 30yOXKEeHHS.
ITporunnoka3aHHs

e TTigBHUINlEHA YYTIUBICTH A0 cuigeHadiny abo o iHIIIUX KOMIIOHEHTIB ITperapary.

e OgHOYaCHe 3aCTOCYBaHHS 3 IOHOPAMM OKCUOY a30Ty (TaKUMU SIK aMiJTHITPUT)
abo HiTpaTamMu y Oyab-sKik ¢popmi, OCKisTbKY BimoMo, 110 cungeHadis Ma€ BIIJIUB
Ha NUIAXU MeTaboIi3My OKCUAY a30TY/IUKIIIYHOT0 I'yaHO3uHMOHOoGochaTy
(uI'M®) Ta IOTEHLIIOE TITOTEeH3UBHUM €(peKT HiTpaTiB.

e OgHO4YacHe 3acTocyBaHH4 iHTiOiTOPiB ®IES (Y TOMy uuchi cunmeradiny) 3i
CTUMYJIATOpPaMU I'yaHinaTIUKI/Ia3u, TAKUMHU K PiouUryat, IPOTUIIOKa3aHe,
OCKiJIbKM MOKe IMPU3BECTH OO0 CUMITOMATHUYHOI TilTOTEeH3il (AuB. PO34in
«B3aemogis 3 iHImMMMM TiKapCchbKUMU 3acoO0aMU Ta iHII BUOU B3aEMOMIN»).

e CTaHu, Ipu IKUX He peKOMeHIOBaHa CeKCyajlbHa aKTUBHICTh (HaIIpUKIIag, TAXKKI
CepleBO-CYOIUHHI po3aau, Taki K HecTabinbHa cTeHOKapmisi abo cepiieBa
HEeOOCTaTHICTh TSIKKOI0O CTYIEHS).

e BTpaTa 30py Ha OOHE OKO BHACJIiJOK HeapTepiaJlbHOl IIepeaHbol imeMigHo1
HeBpOoIlaTil 30pOBOr0 HepBa He3aJlIeskKHO Bif] TOT0, OB’ A3aHa I I1aTOoJIOoTiq i3
MoIepenHiM 3acTocyBaHHAM iHriOiTOpiB ®IES 4u Hi.

e HasiBHICTH TaKMX 3aXBOPIOBaHb, K MOPYIIEHHS (QYHKIIil HEeYiHKHN TIKKOTO
CTyIIeHsI, apTepianbHa rinoreHsisa (apTepianbHUM TUCK HUXKYe 90/50 MM pT. CT.),
HeIllogaBHO ITepeHeceHu iHCcynbT abo iHpapKT MioKapaa Ta BimoMi ciagKOBi
oereHepaTUBHI 3aXBOPIOBaHHSA CiTKIBKHU, TakKi K IIIrMEeHTHUU PETUHIT (HeBeJiuKa
KiJIbKiCTh TaKUX MAIliEHTIB Ma€ TeHeTUYHi po3anu gocdomiecTepas CiTKiBKH),
OCKinbKM 6e3neka cunpeHadiny He OOCIifXKyBalacs y TaKUX IMiArpynax
MaIliEHTIB.

B3aemMonisi 3 iHOIMMH JTiKapChbKHMH 3aCO00aMHu



Bnaue iHwux saikapcvkux 3acobie Ha cuideHadin.

HocnigxkeHHs in vitro. MeTtabomniaMm cungeHadiny BigOyBaeThbCs IepeBaXkKHO 3a y4acTio
izopopmu 3A4 (romoBHUM LIIAX) Ta i3odopMu 2C9 (APYTOPSAOHUN IIISX) TUTOXPOMY
P450 (CYP). Tomy iHribiTOopu 11X isopepMeHTiB MOXKYTh 3HUKYBATU KITipEHC

cungeHadiny, a iHOYKTOPU LIUX i30hepMEHTIB MOXKYTh MiABUIIyBaTH KIIipeHC
cunmeHadiny.

HocnigxXeHHs in vivo. [laHi OOCiaXXeHb IPOAEMOHCTPYBaJI¥ 3HUXKEHHS KIIIPEHCY
cunnmeHadiny mpu #¥oro oMHOYAaCHOMY 3acToCyBaHHi 3 iHridiTopamu CYP3A4 (TakuMu
SIK KETOKOHA30JI, EpUTPOMILIVH, [UMETUOWH). X04a IPU OOJHOYACHOMY 3aCTOCYBaHHI
cunpgeHadiny ta inriditopis CYP3A4 3pocTaHHS 4aCTOTH ITOOIYHUX SIBUII] HE

CIIOCTEPIrasnocs, CIifl PO3TISHYTH MOXKJIMBICTh 3aCTOCYBaHHS ITOYAaTKOBOI IO3U
cungeHadiny 25 Mmr.

OpmHouyacHe 3acTocyBaHHSA iHribiTopa BIJI-mpoTea3u puToHaBipy, AyKe IMOTYXKHOTO
inridiTopa P450, y cTaHi piBHOBaxkHO01 KoHIIleHTpa1ii (500 mr 1 pa3 Ha mo0y) Ta
cunpgeHadiny (pa3osa go3a 100 Mr) Ipu3BOOUIIO A0 IMiOBUIIEHHS Cmax cunpgeHadiny
Ha 300 % (y 4 pa3u) Ta nigBuieHHsa nna3MmoBoi AUC cunpmenadiny Ha 1000 % (y 11
pa3siB). Yepes 24 rogmHU 1a3MOBUM PiBeHb cuigeHadiny Bce Ile CTAaHOBUB
nmpu6u3Ho 200 HT/MJIT TIOPiBHSHO 3 piBHEM IIPUOJIM3HO 5 HI/MJI, XapaKTEPHUM IS
3aCTOCyBaHHS cuigeHadily OKpeMo, 10 Y3roAXKYyEThCSA 3i 3HAYHUM BIIJINBOM
PUTOHABIPY Ha IMUPOKUM CcrieKTp cyocTpaTtiB P450. Cunmenadin He BIJIMBa€E Ha
(papmMakoOKiHETMKY PUTOHAaBIPy. 3 OrIsAAY Ha 1Ii apMaKOKiHETHYHI JaHi OmMHOYaCHe
3acToCyBaHHA cuipmeHadiny Ta pUTOHaBipy He peKOMEHAYEThCSA (OUB. PO3MiN
«OCco6MMBOCTI 3aCTOCYBaHHS»); B OyOb-IKOMY BUITAAKy MaKCHUMaJbHa [03a
cunpeHadiny 3a )KogHUX 00CTaBUH He ITOBMHHA MEePEBUIIYBATU 25 MT IIpoTsarom 48
TOOUH.

OnmHouacHe 3acTocyBaHHs iHTriO6iTopa BIJI-mpoTea3u cakBiHaBipy, iHridiTopa CYP3A4,
y [o3i, 1m0 3abe3medye piBHOBaXKHY KoHIIeHTpalito (1200 mr 3 pa3u Ha o0y), Ta
cungeHadiny (100 Mr omHOPa30BO) IPU3BOAUJIIO OO IMiABUIIEHHS Cmax cunpgeHadiny Ha
140 % Ta 306inpmenuss AUC cungeHadiny Ha 210 %. He BUsIBIEHO BILJIUBY
cunmeHadiny Ha ¢papMaKOKiHETHUKY cakBiHaBipy. [lepemOada€eThcs, 110 OibII ITOTYXKHI
inridiTopu CYP3A4, Taki IK KeTOKOHA30JI Ta iTpaKOHa30J1, OyayTh MaTU OiIbII
BUPaXXEeHUU BIIJIUB.

ITpu 3actocyBanHi cungeHadiny (100 Mr ogHOpPa30BO) Ta EPUTPOMILIUHY, IIOMIPHOTO
inrioiTopa CYP3A4, y piBHOBaxkKHOMY cTaHi (500 Mr 2 pa3u Ha mo0y IpOTIaroMm 5 OHiB)
croctepiranocs nigsuieHHss AUC cunmeradiny Ha 182 %. ¥ 3mopoBux moOPOBOJIBLIIIB
YOJIOBiYOI CcTaTi He criocTepiranocs BIUIUBY a3uTpoMiniuHy (500 Mr Ha o6y IpOTSIroM
3 mi6) Ha AUC, Cm , T , KOHCTaHTYy IIBUOKOCTI eliMiHallil Ta IIOJaIbIInU IepPiof

aX max
HalliBBUBeOeHHS cungeHadiny abo 1oro roJoBHOTO IIUPKYJIIOI0YOT0 MeTabomiTy.



HumeTtupun (iuribiTop nutoxpomy P450 Ta Hecnenudiuumit inriditop CYP3A4) y mosi
800 Mr nmpu 0OgHOYACHOMY 3aCTOCYBaHHIi i3 cungeHadinom y mo3i 50 Mr y 3mopoBux
nOOPOBOIIBIIB ITPU3BOAUB [0 MiIBUIIIEHHS IJTa3MOBOI KOHIIEHTpaIlil cusgeHadiny Ha 56
%.

I'peuindpyToBui cik € cnabkuM inriditopom CYP3A4 y CTiHIII KHIIIEYHUKY i MOXKe
CIIPUYMHSATU IOMipHE IiOBUIIIEHHS PiBHSA culmeHadiny y miaa3Mi KpoBi.

OnmHOYacHe 3aCTOCyBaHHS aHTAIMIB (MarHilo rifpoOKCuay/aaioMiHil0 TiAPOKCULY) HE
BILIMBAJIO Ha O6iomocTymHicTh cunmeHadiny.

Xoya mocnimkeHb crienudivHol B3aEMO/il 3 yciMa JTikapChbKUMU 3acob0aMu He
IIPOBOOHUJIIOCS, € OaHi, 10 papMaKOKiHeTHKa cuigeHadisly He 3MiHIOBalacs IIpUA UOTO
OOHOYACHOMY 3aCTOCYBaHHI 3 TiKapChbKMMM 3aco0aMu, 110 HajlexkaTh A0 TPy
inribiTopiB CYP2C9 (TonbyTramin, BapdapuH, ¢eHiToiH), rpynu iHridiTopis CYP2D6
(TaKuX SIK CeJIEKTHBHI iHTi6iTOPY 3BOPOTHOT'O 3aXOIJIEHHSI CEPOTOHIHY, TPULMKITiIYHI
QHTUMEINIPEeCcaHTH), TPYIHU Tia3UOHUX Ta Tia3UAOMOOiOHUX MiypPeTHUKiB, IIETIbOBUX Ta
Kain30epiramoyux OiypeTUKiB, iHTiOITOPiB aHTiOTEH3UHIIEPETBOPIOIOYOT0 (PEPMEHTY
(AT1I®), aHTaroHiCTiB Kasbllil0o, aHTArOHICTiB B-agdpeHOpelenToPiB abo iHOYKTOPiB
MeTabonizamy CYP450 (Takux gk pudamiminms, 6apbiTypaTn).

Y nporieci gocmimKeHHs 3a y4acTiO 3[I0POBUX YOJIOBiKiB-HOOPOBOIIBIIIB OIHOYACHE
3aCTOCYBaHHS aHTaroHicta eHOoTesliHy 60oceHTaHy (moMipHui iHmykTop CYP3A4,
CYP2C9 Ta, moxkmnuo, CYP2C19) y piBHOBaxkHOMY cTaHi (125 Mr 2 pa3u Ha gody) Ta
cunpgeHadiny y piBHoBaxkHoMy cTaHi (80 Mr 3 pa3u Ha go0y) IIPU3BOAUIIO [0
3uuxeHHda AUC Ta CmaX cungeHadiny Ha 62,6 % Ta 55,4 % BignoBigHO. ToMy
OOHOYACHE 3aCTOCyBaHHS TaKUX MOTYXKHUX iHAYKTOpiB CYP3A4, sK pudamiiid, Moxke
MIPU3BOAUTHU IO OiibIll BUPaXkKeHOTro 3HUXKEHHS KOHIIeHTpallil cunpgeHadiny y mia3smi
KPOBI.

Hikopaupgun sgBjsie coboio ribpua akTUBaTOpa KasblliEeBUX KaHalliB Ta HiTpaTy.
HiTpaTHUY KOMIIOHEHT 3yMOBJIIOE MOXKJIUBICTh MOTO0 CEPMO3HOI B3a€EMO/il 3i
cungeHadinom.

Bnaue cuadenaginy Ha iHWi aikapcouKi 3acobu.

HocnigxkeHHs in vitro. Cungenadin - cinabkuit iHridéiTop izodopm 1A2, 2C9, 2C19,

2D6, 2E1 ta 3A4 qutoxpomy P450 (IK50 > 150 MKMOJ1b). OCKIiNIBKHY MiKOBIi MJIa3MOBI
KOHIIeHTpallil cugeHadiny OJOpiBHIOIOTH IPUOIM3HO 1 MKMOIIb, BILJIMB IIpenapary
Epocun Ha KiipeHc cyOCTpaTiB X i30pepMEeHTIB MajIOMMOBIpHUM.

BigcyTHi maHi mjomo B3aemofil cungeHadiny Ta TakKux Hecnelu@igHUX iHTiIOITOPIB
dochomiecTtepasu, K TeodisiH Ta OunipudamouJ.



HocnigzkeHHs in vivo. OCKibKY BigoMo, 1110 cunpmeHadin Ma€ BILIUB Ha MeTabo1i3m

NO uI’'M®, 6yno BCTaHOBJIEHO, 1110 cujideHadin MOTEHIIiI0E TiMOTeH3UBHY [il0 HiTpaTiB,
TOMY MOT0 OfHOYAaCHe 3acToCcyBaHHSA 3 moHopaMu NO abo 3 HiTpaTaMu B OyOb-IKil
¢dopwmi npotunokasane (AuB. po3ain «IIpoTunokazaHHg»).

Pioyueyam. TToBimoOMIsinu PO aAUTUBHUYU CUCTEMHUM e(PEKT 3HUKEHHS
apTepiaIbHOTO THUCKY ITPU OMHOYACHOMY 3acTOCyBaHHI iHribiTopis ®IIES 3
piouuryatoM. [laHi JOCIiOXKEHb CBig4YaTh, 10 PiOLUTIyaT IIOCUIIIOE TIIIOTEH3UBHY [Oi0
inridiTopiB ®IES5. VY marliieHTiB, siki Opanu y4acThb y JOCHIAXKEeHHi, He cmocTepiramocs
ITO3UTUBHOTO KIIiHIYHOTO e(eKTy IIpu OJHOYAaCHOMY 3aCTOCyBaHHi iHribiTopiB ®IES 3
pionuryaTtom. [IpoTumnoka3saHe ogHOYaCHE 3aCTOCYBaHHS pionuryarty 3 iHribiTopamu
®OES, y ToMy uuci i3 cunpgeHadinom (ous. po3fin «I[IpoTUnoKa3aHHI»).

OmHoYacHe 3aCTOCYBaHHs cuimeHadiny Ta 6/10KaTOPiB a-aJipeHOPENeNnTOPiB MoXe
MIPHU3BECTHU A0 PO3BUTKY CUMIITOMaTUYHOI TiIOTEH3il ¥ AeIKUX CXUJIbHUX OO0 IILOTO
namieHTiB. Taka peakilis Han4dacTillle BUHHAKAalla IPOTATroM 4 TOOWH ITiC/IsA
3acToCcyBaHHs cunmeHadiny. Y mpoiieci mocnimkeHsb crienimdpidHol B3a€EMOil
JIiIKapChbKUX 3ac00iB OJIOKATOP K-aApPEeHOPEIENTOPIB M0KCa303uH (4 Mr Ta 8 Mr') Ta
cungenadin (25 mr, 50 mr Ta 100 Mr) 3acTocoByBajii OOHOYACHO ITallieHTaM i3
moOPOSIKiCHOIO Trineprasiero nepeamMixypoBoi 3ano3u, ctabinizallisa ctaHy sskux Oyra
OOCSTHYTa IPU 3aCTOCYBaHHI JOKCA303UHY. Y LIUX IIONYIAIsIX CIIOCTEpiraaocs
cepefHe JogaTKOBe 3HUXKEHHS apTepiaJbHOTO TUCKY Y IIOJIOXKEHHI IMallieHTa jieXXaydu
Ha 7/7 MM PT. CT., 9/5 MM pT. CT. Ta 8/4 MM PT. CT. Ta CEPeOHE 3HUXKEHHS
apTepiaJbHOI0 TUCKY Y IIOJIOKEHHI IallieHTa CToA4Yu Ha 6/6 MM pT. cT., 11/4 MM pT.
CT., 4/5 MM pT. CT. BignoBigHO. [Ipu omgHOYaCHOMY 3aCTOCyBaHHIi cungeHadiny Ta
NOKCa303MHY y MallieHTiB, cTabini3allis crany skux OyJia HOCSATHYTa IIPU 3aCTOCYBaHHI
OOKCa303WHY, IHOAI MOBIiAOMIISIIOCS PO PO3BUTOK CUMIITOMATUYHOlI OPTOCTAaTUYHO1L
rirmoTeH3il, a TAKOXK MPO BUIMAIKU 3allaMOPOYEHHS Ta IIepeJHeIIPUTOMHUMN CTaH, aje
0e3 CUHKOIIE.

He cmoctepirasnocs ;XKOOHUX 3HAYYIIUX B3a€EMOiN ITPY OJHOYACHOMY 3aCTOCYyBaHHi
cunmenadiny (50 mr) i Tondbyrtaminy (250 mr) ab6o Bapdapuny (40 Mr), 1110
MeTabomnizyoTecsa CYP2C9.

Cunpenadin (50 Mr) He IPU3BOAUB OO0 MOOOBXKEHHS YaCcy KPOBOTEUi, CHIPUYNHEHOL
3aCTOCYBaHHSM alleTUICcailuiIoBol KuciaoTu (150 mr).

Cunpenadin (50 Mr) He IOTEHIII0BaB TIIOTEH3UBHY [il0 aJIKOTOJII0 Y 3HOPOBUX
DOOPOBOJIBIIIB IIPU CEPEOIHBOMY MaKCUMalIbHOMY PiBHi eTaHOIy B KpoBi 80 Mr/mji.

Y mairieHTiB, sIKi 3aCTOCOBYBasu cuingeHadin, He CIIOCTepPIranocsa XKOOHUX
BimMiHHOCTeM mTpodinio mobiuHux epheKTiB MOPIBHSIHO 3 Iy1a1iedo TPy OQHOYAaCHOMY
3aCTOCYBaHHi TaKUX KJIaCiB riMOTEeH3WBHUX JIIKAPChKUX 3aC00iB, SIK MiypeTUuKH,



0s10KaTOpHU B-ampeHopelienTopis, iHribiTopu AII®, aHTaroHicTu

aHTioTeH3uHYy II, aHTUTiITEPTEeH3UBHI JTiKapChKi 3aco0u (CyqUHOPO3IIUPIOBAIbHI Ta
IIeHTPaJIbHOI [ii), 6JI0KaTOpu agpeHeprivHuX HeMPOHiB, 6JI0KAaTOPU KaJIbI[iEBUX
KaHaJIiB Ta OJI0OKATOPU a-afpeHOopelenTopiB. Y mociaigXKeHHi B3aeMoil mpu
OOHOYACHOMY 3acTocyBaHHi cungeHadiny (100 Mr) Ta amJIoguNIiHy malieHTam i3
apTepiaabHOIO TiIEepPTEH3I€I CIIOCTEPIrasocsa A0AaTKOBE 3HUKEHHS CUCTOIIYHOT O
apTepiaJbHOr0O THUCKY B IIOJIOKEHHI jiexka4yu Ha 8 MM PT. CT. BignoBigHe 3HUXKEHHS
OiaCTOJIIYHOTO apTepiaJbHOTr0 TUCKY CTA@HOBUJIO 7/ MM PT. CT. 3a BEJIMYMUHOIO 111
OOMATKOBI 3HUKEHHS apTepialbHOTO TUCKY OyJIM IMTOPiBHAIHHUMHU 3 TUMH, 1110
CIIOCTepiranucs IIpu 3aCTOCyBaHHI nullie cungeHadiny y 3mopoBux JOOPOBOJIBIIIB (OUB.
po3ain «®apMaKOJIOTiyHi BJIaCTUBOCTI»).

Cunpenadin y go3i 100 Mr He BIuBaB Ha (papMaKOKiHETUYHI ITOKa3HUKY iHTiGiTOPIB
BIJI-mpoTea3u cakBiHaBipy Ta pUTOHaBipy, siKi € cyocTpaTtamu CYP3A4.

Y 3p0poBuxX DOOPOBOIIBIIB YOJIOBIUOI CTaTi 3aCTOCYyBaHHS cuingeHadiny y
piBHOBaxkHOMY cTaHi (80 Mr 3 pa3u Ha mo0Oy) npusBogusno o migBuineHHsas AUC ta C

max 6oceHTaHy (125 mMr 2 pa3u Ha moby) Ha 49,8 % Ta 42 % BignoBigHO.

IlomaBaHHS OOHOPA30BOl 03U cungeHadiny mo cakyOiTpuiy/BajicapTaHy y
PIBHOBaXHOMY CTaHi y IIAlliEHTIB 3 apTepiabHOIO rinepTeH3i€r0 acoLioBanocs 3i
3HAYHO OiNBIIIUM 3HUXKEHHSIM apTepialbHOTO TUCKY MOPiBHSHO i3 3aCTOCYBaHHSIM
MOHOTepaIrii cakybiTpusoM/BanicapTaHoM. ToMy Cii JOTpUMyBaTuCS 00€ePEeKHOCTI
IIpY PO3MOYMHAHHI 3aCTOCYBaHHA CUIAeHadiny namieaTaM, AKi TiKyITbCsI
cakyOiTpunoM/BaricapTaHOM.

OC00/1MBOCTi 11010 3aCTOCYBaHHSI

ITo mouaTKy Teparii ciifg 3i0paTu MEAUYHUN aHaMHe3 ITalliEHTa Ta IIPOBECTHU
(disukanbHe 00CTEeXKEHHS /IS OiarHOCTUKM €PEKTUIbHOl AUChYHKIII Ta BU3HAYEHHS 11
MOXKJIUBUX ITPUYHNH.

dakmopu pu3uky cepueso-cyOuHHUX 3axeoprosaHsb. OCKINbKN CeKCyalibHa aKTUBHICTD
CYIIPOBOMXKYETHCS IEBHUM PU3UKOM 3 OOKY ceplisi, 40 IT0YaTKy OyOb-IKOTO JIiKyBaHHS
€PEeKTUIbHOI OUCOHYHKIII JTiIKap Ma€ OLIHUTHU CTaH CEePILeBO-CYANHHOI CUCTEMHU
namieaTa. CungeHadiy YMHUTH CYIUHOPO3MINPIOBAJIbHY Hif0, IO IPOSBIISAETHCS
JIETKUM Ta KOPOTKOYaCHUM 3HUKEHHSAM apTepialbHOTO TUCKY (OUB. PO3AiI
«®apmakonuHaMika»). [1o npu3HadYeHHs cungeHadiny jIikap Ma€ peTenbHO 3BaKUTH,
4YU¥ MOXKe TaKui e(peKT HeCIIPUSITIINBO BIJIWBATU HA MAIliEHTIB i3 IEBHUMH OCHOBHUMHU
3aXBOPIOBAHHSIMU, 0COOIMBO Y KoMOiHallil i3 cekcyanbHOI0 aKTUBHICTIO. [10 MallieHTiB
i3 MigBUIIIEHOIO YYTIMBICTIO A0 Ba30AMUIaTaTOPiB HajlexkaTh HNaIliEHTU 3 00CTPYKIIEIO
BHUBIJHOT'O TPAKTY JIIBOTO IIIYyHOYKa (HaOpHKIa[, CTEHO3 aOpTH, rinepTpodiyHa



0oOCTPYKTHBHA KapaioMiomnaTisi) Ta MallieHTH i3 PigKiCHUM CUHIPOMOM
MYJIbTUCHUCTEMHO] aTpodii, OMHUM i3 IPOSBIB AKOI € TSIKKE IMOPYIIEHHS PEeryasilil
apTepianbHOTO TUCKY 3 O0OKY BereTaTUBHOI HEPBOBOL CUCTEMHU.

Epocun noTeHIIii0€ rinoTeH3nBHUN eDEKT HiTpaTiB (OUB. po3ain «IIpoTUIOKa3aHHSI»).

[MoBimoMiisiniu IIPO TSXKKi MOOiIYHI peakiiil 3 60Ky cepieBO-CYIUHHOI CUCTEMH,
BKJIIo4atouu iHpapKT Miokapaa, HecTabilbHYy CTEHOKApPilo, paliTOBy CEPIIEBY CMEPTH,
IIJTYHOYKOBY apUTMilo, 11epeOpoBacKyIsAPHi KPDOBOBUJIMBH, TPAH3UTOPHY illIeMiuHYy
aTakKy, apTepiajbHy TillepTeH3ii0 Ta apTepianabHy IilOTeH3ilo0, sIKi 3a YacoM 30iranucs
i3 3acTocyBaHHAM cunmeHadiny. Y OiIbIIOCTi AllieHTIB, ajie He y BCiX, iCHyBaiIu
(akTOpPU PU3UKY CEPIIEBO-CYOINHHUX 3aXBOPIOBaHb. baraTto Takmx moOiYHUX peakilii
criocTepirasnocs mig 4ac abo ogpa3ly Iicas CTaTeBOTO aKTy i Julle KijibKa TPaluiaocs
HeBOOB3i micnst 3acTocyBaHHS Epocuiny 6e3 ceKcyaabHOI aKTUBHOCTI. Tomy
HEMOZKJIMBO BU3HAYUTH, UM OB’ I3aHUN PO3BUTOK TaKUX IMOOIYHUX peakIlii
06e3rocepenHbo i3 akKTOpaMu PU3UKY, YU iX PO3BUTOK 3YMOBJIEHUH iHITUMU
YUHHUKaAMHU.

IIpianizm. 3acobu s JTIiKyBaHHS €PEKTUIILHOI OUCQYHKIIII, Y TOMY YUCIIi U
cunpmenadin, ciig npu3HavaTH 3 00epexkHICTIO mallieHTaM i3 aHaTOMiYHUMU
nedopMallisiMu meHica (TaKUMHU SIK aHTYs1isI, KaBepHO3HUM Hidbpo3 abo xBopobda
[Tetiponi) abo malieHTaM 3i cTaHAMH, 110 CIIPUYHUHSIOTh PO3BUTOK IIpiariamMy (TakKuMu
SIK CEPIIONONiOHOKIITUHHA aHeMisl, MHOXHWHHA MiejioMa abo JTelKeMmis).

[ToBimoMIIsiyiv TIPO BUMAAKM ITOAOBXKEHO1 ePeKIlil Ta mpiamidamy. AKIO epeKIlisi TpuBa€e
Oinbire HiK 4 TOOWHMY, IalliEHTaM CJIii HeralHO 3BEPHYTHUCS 3a MEIUYHOIO
OOIIOMOTO0. 3a BiACYTHOCTI HEraHOr0 JIiIKyBaHHS IIpiani3M MOxXKe IIPU3BECTU [0
MIOWIKOIKEeHHS TKaHMWH IIeHica Ta [0 CTilKOl BTpaTH MOTEHIIil.

O0dHouacHe 3acmocy8aHHs 3 iHwumu iHeibimopamu ®IE5 abo iHwumu npenapamamu
015 NiKYyBaAHHA epeKkmuabHoi ducyHKuii. be3neka Ta epeKTUBHICTL OOHOYACHOTO
3acTocyBaHHs cungeHadiny 3 iHmuMmu iHriditopamu ®IE5S abo iHIIMMY TiKapChbKUMU
3acobamMu [ JIIKyBaHHS TillepTeH3il TereHeBol apTepil, sSKi MicTATh cunmeHadin
(manpuknaz, PeBanyo), 9yu 3 iHIIUMHU IpenapaTaMy OIS JTiKyBaHHS €PEeKTUJIbHOL
nucyHKIII He BUBYAIMCsI. ToMy 3aCTOCYBaHHS TaKMX KOMOiHallill He peKOMeHJOBaHe.

Bnaue Ha 3ip. Bynu mOOOUHOKI IMTOBIJOMIEHHS IIPO BUHUKHEHHS Ae(eKTiB 30py
acolliioBaHO i3 3acTOCyBaHHAM cunmeHadiny ta inmux iHriditopiB ®IES (quB. po3min
«ITob6iuHi peakirii»). ITpo BUIIagKu HeapTepialbHOI IIepemHbo] illleMidyHOol HeBpomaTil
30POBOT0 HEPBA, IO € PIIKICHMM CTAaHOM, HAaXOOWUJIN CIIOHTaHHI ITOBIJOMIIEHHS Ta
IIOBIOOMIISIJIOCS Y HArIsgOBOMY OOCIIAXKEHHI K IIPO acollii0BaHi i3 3aCTOCyBaHHSIM
cunnmeHadiny ta inmumx inriéiTopiB ®IOES (ouB. po3min «I[1obiuHi peakirii»). [1alieHTiB
CJIif TIONIEPEeOuTH, II0 y pa3i palTOBOrO MOPYIIEHHS 30PY 3aCTOCOBYBAHHS IIpelapaTry



Epocurn cnig TpunuHUTH Ta HETaWHO 3BEPHYTUCH A0 JiKapsd (OUB. pO3Oin
«[IpoTUioKa3aHHSI»).

O0HouacHe 3acmocyB8aHHA 3 pumoHasipom. OgHOYaCHe 3aCTOCyBaHHSA cungeHadimy
Ta PUTOHaBIPY HEe PEKOMEHAYETHCS (OUB. PO34in «B3aeMofisa 3 iHIIMMU JTIKAPCHKUMHU
3aco0aMu Ta iHIIi BUOM B3AaEMOMIIN»).

O0HouacHe 3acmocyeaHHs 3 baokamopamu a-adpeHopeuenmopis. IamieHTaMm, sKi
MpuMaloTh 6JI0KAaTOPU Q-alpeHOPEIEeITOPiB, 3aCTOCOBYBAaTH cuigeHadin ciing 3
00epexKHiCTIO, OCKiTbKM TaKa KOMOiHalligd MO¥Ke ITPU3BECTHU 0 CUMIITOMATHUYHOI
rirnoTeH3il y AesiKUX CXUJIbHUX OO0 IIhOT0 MalieHTiB. CUMITOMaTUYHAa TiIlOTeH3isd
3a3BUYal BUHUKAE NPOTATOM 4 TOOMH IIiC/Is 3aCTOCYyBaHHSA cUlgeHadiny. 3 MeTO0
MiHiMi3allil MOXKJIMBOTO PO3BUTKY IMOCTYpPaJIbHOI TiIOTEH3il y Malli€eHTiB, SKi
3aCTOCOBYIOTH 0JIOKATOPH a-adpeHOpPeleITopiB, iX cTaH noTPiObHO cTabinizyBaTu 3a
OOTIOMOT 010 0JIOKATOPiB a-aIpeHOopPeleIITOPiB 40 IT0YaTKy 3aCTOCYBaHHS cuiigeHadiny.
TakoxXK ciif pO3rIsSHYTH MOXKJIUBICTh 3aCTOCYBaHHS ITIOYATKOBOI mo3u 25 mr. Kpim
TOT'O, CJIif IpoiH(OopMyBaTH MAIi€HTIB, SIK OIATHU Y pa3i MOIBU CUMIITOMIB
OPTOCTATHUYHOI TiImoTeH3il.

Bnaue Ha kposomeui. [TocmigKeHHST TPOMOOLUTIB TIOAUHYU IIPOOEMOHCTPYBAIH, IO in
vitro cungeHadin MOTEeHIII0E aHTHUarperalidi edpeKTu HaTpiio HiTpoupycuny. Hemae
XKomHol iHdopmarrii momgo 6e3rmeku 3aCTOCyBaHHS cuigeHadiny malieHTamMu i3
MMOPYIIEHHSMHU 3rOPTaHHS KPOBi ab0 rOCTPOI0 MENTUYHOI0 BUPA3K0l0. TaKUM YUHOM,
3acTOCyBaHHS cunmeHadiny maiieHTaMu Ii€l TPy MOXKJIMBE JIMIIIE MiCIIsi PeTelbHOl
OLIIHKHY CIIIBBIOHOIIIEHHS KOPUCTI Ta PU3UKIB.

[TpenapaTt Epocui MiCTHTH JIaKTO3Y, TOMY He CJIiJl 3aCTOCOBYBATH HOT0 YOJIOBiKaM i3
TAaKUMHU PiTKiCHUMU CIIaTKOBUMHU MIOPYIIIEHHSIMHU, TK HEIIePEeHOCUMICTh raJIaKTO3H,
He[OoCTaTHICTh JJakTa3u Jlamma a6o ManbabcopOIlisi III0KO3KU-TalaKTO3H.

[Ticns 3actocyBauHusa mo3u 100 Mr 3mopoBUMU AOOPOBOJIBISIMU HE CIIOCTEpPiranocs
BILIMBY Ha MOpP(O0JIoTito ab0 PyXOMiCTh CIIepMaTOo301aiB (OUB. PO3Iin
«®apMaKoOrHaMiKa»).

Bmpama cayxy. JlikapsM ciif nopagyuTy HaljieHTaM NPUIIMHUTY 3aCTOCYBaHHS
inribiTopiB ®IIEDS, BKItoyaioyu nmpenapaTt Epocurn, Ta HerailHO 3BEpHYTHUCS 3a
MEOUYHOI'O JOIIOMOIOI0 y pa3i parToOBOTIO 3HUXKEHHS YU BTpaTHu ciyxy. [Ipo 1i aBua,
sIK1 TAKOXK MOXKYTh CYIIPOBOXKYBaTUCS A3BOHOM y ByxXaX Ta 3allaMOpPOYEHHSM,
MMOBiIOMJISIJIOCS 3 acollialli€elo y daci i3 3acTocyBaHHsaM iHTiOiTOpiB ®IIES, BKiTIoYaouu
npenapat Epocusn. BuzHauuTH, 94U 11l ABUIA IIPSIMO [IOB’ s13aHl 13 3aCTOCYBaHHAM
inribiTopiB ®IES5 abo 3 iHmuMu hakTopaMu, HEMOXKIIUBO.



O0HoOuacHe 3acmoCyB8aHHA 3 2inomeH3uBHUMU npenapamamu. CungeHadin YUHUTD
CHUCTEMHY CYOUHOPO3MIUPIOBAJIbHY [il0 Ta MOXKE B II0aJIbIIIOMYy 3HUXKYBaTU
apTepianbHUM THUCK y HAIi€HTIB, Ki 3aCTOCOBYIOTH TiIOTEH3UBHI JIiKapChKi 3acobu. ¥
OOCITiIKeHHi TiKapCchKOl B3a€EMOIil IPHU OJHOYACHOMY 3aCTOCYBaHHI aMJIOOUIIiHY (5 MT
a6o 10 mr) ta cunpmeHadiny (100 Mr) rmepopaabHO CIIOCTEPITaioCcsa CEPeOHE OOOaTKOBE
3HU2KEHHS CHUCTOJIIYHOTO TUCKY Ha 8 MM PT. CT. Ta OiaCTOIYHOIO - Ha 7 MM PT. CT.

3ax80prB8aHHA, W,0 nepedarmubCca CIMamesuM WaAAXoM. 3aCTOCYBaHHS ITpenaparTy
Epocun He 3axullla€ Bil 3aXBOPIOBaHb, II0 IIepedalThCsa CTaTeBUM IIsaxoM. Crifg
PO3TIISHYTH MOXKJIUBICTh iHpOpPMyBaHHS IAIliEHTIB 1010 HEOOXiAHUX 3aIl00iKHUX
3axO0[iB [IJIA 3aXUCTy Bill 3aXBOPIOBaHb, 110 IepefaloThCs CTaTEBUM IIJIAXOM,
BKJIIOYAK4¥ BipyC iMyHOOedIilUTYy JTIOOMHU.

3acmocysaHHsa y nepiod sazimHocmi abo 200y8aHHA 2py0010.
Epocun He npu3HadyeHUU 01 3aCTOCYBaHHS KIHKaMU.

30amHicmb enausamu Ha weudKicmb peakuii npu KepysaHHi aemompaHcnopmom abo
[HWUMU MexaHi3mMamu.

Epocun Mmoxke MaTu He3HAYHUY BIIJIUB Ha KE€PyBaHHS aBTOTPAHCIOPTOM abo iHIITUMU
MexaHizMaMu. OCKIiTbKH y IIPOIIECi AOCIiAXKEeHb 3aCTOCYyBaHHS cungeHadimy
TTOBigOMJISIJIOCS ITPO BUIIAAKM 3allaMOPOYEHHSI Ta IOPYILIEeHHs 3 00Ky OpraHiB 30Dy,
Iepeq TUM SIK CiaTH 3a KEPMO TPaHCIIOPTHOTO 3aco0y abo IpalffoBaTH 3 iHIINUMU
MeXaHi3MaMu IallieHTaM HeoOXigHO 3’sicyBaTH, KOO € 1XHS iHAMBiOyaJbHa peakilis Ha
3aCcTOCyBaHH4 npenapaty Epocur.

Cnocid 3acTocyBaHHs Ta I03H

[Ipermapat 3aCTOCOBYIOTh IIEPOPAIBHO.

Ilopocai. PekomeHgoBaHa go3a npenaparty Epocun ctanoButhk 50 Mr Ta
3aCTOCOBYETHCS Y pa3i He0OXimHOCTI MPUOIU3HO 3a TOAUHY 0 CEeKCyaIbHOl
aKTUBHOCTI. 3aJIe’KHO Biff e(eKTUBHOCTI Ta IEPEHOCUMOCTI IpernapaTy 03y MOXKHa
30inpmmuTy 0o 100 Mr abo 3HU3UTH OO0 25 Mr. MakcuManbHa peKoOMeHoBaHa [03a
ctaHoBuTh 100 Mr. YacTtoTa 3aCTOCYyBaHHS MaKCHUMaJlbHOl PEKOMEHIO0BAHOl TO3H
ImperapaTy CTaHOBUTH 1 pa3 Ha moOy. IIpu 3acTtocyBanHi Epocuny mig yac BXKMBaHHS
1XKi gis mperapaTy MOzKe HacTaBaTH IIi3Hillle, HiXK ITPU MOT0 3aCTOCYBaHHI HaTIIIe.

ITauienmu aimHbo20 8iky. HeoOXimHICTh ¥ KOPEKIIil 103K IalliEHTaM JIiTHBOTO BiKYy
(= 65 pokiB) BigCcyTHS.

ITauienmu i3 HUpKo8ow HedocmamHicmtio. [171s1 TTAIliEHTIB i3 HUPKOBOIO HEOOCTATHICTIO
JIETKOTO Ta IIOMIpPHOTO CTYIIE€HS TSIKKOCTI (KiipeHC KpeaTuHiHy 30-80 MIi1/xB)



PEeKOMeH0BaHa [J03a ImpelapaTy € TaKOI XK, K HaBeOeHO BUIIle y PO3aii «Ilopoci».

OCKinbKY y MaIli€EHTIB 3 HUPKOBOIO HEJOCTATHICTIO TAXKKOI'O CTyIIeHs (KJIipeHC
KpeaTuHiHy < 30 MJI/XB) KJIipeHC cungeHadiny 3HUKEHNH, CIIiI PO3TISIHYTH
MOKJIMBICTh 3aCTOCYBaHHSA O03U 25 Mr. 3aJieKHO Bif e(peKTUBHOCTI Ta IIePEHOCUMOCTI
mpernaparTy Ipu HeoOXiMHOCTI J03y MOZKHa 30iIbIINTH MOCTYIIOBO A0 50 Mr Ta [0

100 mr.

ITauienmu i3 neuiHKo801 HedocmamHicmioo. OCKiNIbKY y NAIli€HTIB i3 Ne4YiHKOBOO
HEeOOCTaTHICTIO (HallpuKiaf, i3 HUPo30M) KITipeHC cungeHadiny 3HUKEeHUH, CITif
PO3TISTHYTH MOZKJIUBICTh 3aCTOCYBaHHS 03U 25 Mr. 3ajleKHO Bifl epeKTUBHOCTI Ta
IIepeHOCUMOCTI ITperapaTy Ipu HeoOXiMHOCTI J03y MOKHa 30iIbIIIUTH ITOCTYIIOBO [0
50 mr ta go 100 mr.

ITauieHnmu, siKi 3acmoco8yromy iHWI AiKapcuKi 3acobu. AKINO MallieHTH OQHOYAaCHO
3acToCOBYIOTH iHTiOiTOpM CYP3A4 (3a BUHATKOM PUTOHABIPYy, 3aCTOCYBaHHS SIKOT'O
OOHOYACHO i3 cunpgeHadisioM He PeKOMEHOYEThCS, OUB. PO3ainu «B3aemMopisa 3 iHIIUMU
JIiIKapChbKUMHU 3aco0aMu Ta iHII BUAM B3ae€MOili» Ta «OCOOIUBOCTI 3aCTOCYBaHHS»),
CIIii PO3TJITHYTHU MOXKJIMBICTh 3aCTOCYBaHHS ITOYaTKOBOI 03U 25 MT.

3 MeTOr0 MiHiMi3allil MOXKJINBOT0 PO3BUTKY IOCTYPAaJIbHOIL riMOTEeH3il y NallieHTiB, IKi
3aCTOCOBYIOTh 0JIOKATOPU G-adpPeHOPeleINITOPiB, CTaH TaKUX IMalliEHTiB ITOTPiOHO
ctabimisyBaTu 3a JOIOMOT 010 6JIOKATOPiB -aApPeHOPEIEeNITOPIB M0 TOYaTKY
3acTocyBaHHA cungeHadiny. TaKoXK CIig pO3TIsSHYTHA MOXKIIUBICTh 3aCTOCYBaHHS
IIOYaTKOBOI Mo3u 25 MI (OuB. po3fainu «B3aemomisa 3 iHIMUMU TiKapChbKUMU 3aco0aMu
Ta iHIIl BUOM B3aeMoOfii» Ta «OcoOIMBOCTI 3aCTOCYyBaHHSI»).

Iimu.

[IpenapaTt He MOKa3aHUU [OJig 3aCTOCYBaHHS NallieHTaM BiKOM 10 18 pokis.
ITlepemo3yBaHHs

Y npoiieci gocniakKeHb 3a y4acTio OOPOBOJIBIIIB ITifT YaC 3aCTOCYBaHHS Pa30BOl 1O3HU
cungenadiny mo 800 mr mobiuHi peaxiiii Oy1u MogiOHUMHK OO THX, IO CIIOCTEPIiraanucs
IIPU 3aCTOCYyBaHHi cungeHadiny y HUK4YUX [H03ax, aje 3yCTpivanucs yacrTimie Ta Oynu
OinbIN TSXXKKMMU. 3aCTOCYBaHHS cungeHadiny y mosi 200 Mr He mpuU3BOOUIIO OO
nigBUILleHHSI e(eKTUBHOCTI, ajle CIIPUYMNHSAJIO 3POCTaHHSA KiTbKOCTI BUIIAJKiB PO3BUTKY
MoOiYHUX peakxiliii (roJoBHOro 00JII0, IPUMIJIKUBIB KPOBi, 3aIaMOPOYEHHS, MUCIIEICIl,
3aKJIafeHOoCTi HOoca, MopyllIeHb 3 O0OKY OpTraHiB 30py).

Y pa3si nepeno3yBaHHS IIPU HEOOXiMHOCTI BOAIOTHLCS OO0 3BUYANHUX HiITPUMYHOUYUX
3axopfiB. [IpuCcKoOpeHHS KIIpeHCy cuigeHadiy Ipu reMofiani3i MaJToMMOBipHE



BHACJIiMOK BUCOKOTO CTYIIEHS 3B’sI3yBaHHS Iperapary 3 OiTkaMu Ij1a3Mu KPOBi Ta
BIIICYTHOCTI eqiMiHaIil cungeHadiny i3 cedero.

IToGiuni epexkTn

HaliuacrTiiie moBimoMisiiocss Ipo Taki moOiuHi peakilil, K IOJIOBHUM Oilb, IPUILIUBU
KPOBIi, IMCIIeICisl, 3aK/lIaJieHiCTh Hoca, Oilb Y CIIUHI, 3allaMOPOYEeHHsI, Hyd0Ta,
IIPUILJIMBU XKapy, HOPYIIEeHHS 30Dy, LIaHOICiA Ta 3aTbMapeHHs 30pY.

[To6iuHi peakilil HaBegeHO HUXKYe BignmoBimHO mo Kinacudikarii «CucreMa-opraH-Kiaac»
Ta 94acTOTH: OayxkKe dacTo (= 1/10), gyacTto (= 1/100 - < 1/10), HeyacTo (= 1000 - <
1/100) ta pigko (= 1/10 000 - < 1/1000). ¥ mexkax KOXKHOI 4aCTOTHOI Tpynu moOiuHi
peaxkiiil HaBeJIeHO y MOPSAOKY 3MEHIIIEHHS 1X CEPHMO3HOCTI.

IHgeKuii ma iHBasii: He4acTO - PUHIT.
3 60Ky iMyHHOI cucmemu: HEYACTO - TilIepPYyTIUBICTb.

3 60Ky HepB8osoi cucmemu: my¥xKe 4aCTO - TOJIOBHUM Oillb; 4aCTO - 3allaMOPOYEHHS;
HeYacCTO - COHJIUBICTH, riiecTesid; pigKo - IHCYJIbT, TPAaH3UTOPHA illleMiYyHa aTaka,
CymoMu*, peluguBU CyooM*, CUHKOIIE.

3 60Ky opaaHie 30py: 4aCTO - MOPYIIEHHS COIPUMHSTTS KOJILOPY**, po3mamu 30py,
3aThMapeHHs 30pYy; HeYacCTO - PO3JIafu CJIbO30BUIIIEHHS***, 6inb B o4yax, poTodobis,
(doTorcis, rinepemiss odei, ICKpaBiCTh 30py, KOH IOHKTHUBIT; PiIKO - HeapTepiaabHA
epenHs illleMiyHa HeUpoIaTisd 30pOBOT0 HepBa*, OKJII03is CyAuH CiTKiBKU*,
peTHMHaNIbHUM KPOBOBUJINB, apTEPIOCKIEPOTUYHA PETUHOIATISA, ITIOPYIIEHHS 3 O0KY
CiTKiBKH, rmaykoMma, fedeKTH I10JId 30Py, OUILIOIisS, 3HUKEHHS TOCTPOTHU 30py, Miomis,
aCTEeHOITis, ITaBalovi MOMYTHIHHS CKJIMCTOTO Tijla, MOPYIIeHHS 3 00Ky palayKHO1
000JIOHKH, Mifipias, mosiBa CSAI0YMUX KPYTiB HABKOJIO OXKepesa CBiTia (rajo) y moii
30py, HAOPSK o4el, MPUNYXJIICTh O4Yel, IMMOPyIlIeHHsa 3 00Ky o4uel, rinepeMis
KOH'IOHKTUBH, IOAPa3HEeHHs o4el, aHoMaJIbHi BiguyTTs B o4aX, HaOpsK MOBIK,
3HeOapBJIeHHS CKJIEPH.

3 60Ky opeaaHis cayxy: HEYACTO - BePTUTO, O3BiH Y ByXaX; PiIKo - IIyxoTa.

3 60Ky cepueso-cy0uHHOI cucmemMu: 4acTo - IIPUIIJIMBYU KPOBi 0 0OIUYYS, ITPUTIITUBYU
XKapy; HeYacTo - Taxikap/is, mocusieHe cepiebuTTs, apTepiaabHa
rinoTeH3is/rirnepTeH3is; PidKo - panToBa cepiieBa cMepTh*, iHpapKT Miokapaa,
IIJTYHOYKOBa apuTMis*, ¢pibpunsainis nepegcepab, HectabilbHa CTEHOKaAPIis.

3 6oky OuxasbHOI cucmemu: 9acTo - 3aKJIaieHiCTh HOCa; HeYacTO - HOCOBa
KpOBOTEeYa, 3aKJIafieHiCTh MPUOATKOBUX MMa3yX HOCA; PiKO - BiTUyTTS CTUCHEHHS y
ropJi, HabpsAK CIU30BOi 000JIOHKY HOCA, CYXiCTh ¥ HOCI.



3 60Ky mpasHo20 mMpakmy: 4acTo - HyI0Ta, OUCIEINCisi; HevacTo -
ractpoe3odareanbHa pedIroKCHa XxBopoOa, O/1toBaHHsI, 0ilb Y BEPXHil YaCTUHI
KHWBOTA, CyXiCTh Y POTi; PiOKO - rimecTe3isd pOTOBOl IIOPOXKHUHHU.

3 60Ky wKipu ma nidwkKipHOI MKAHUHU: HEYACTO - BUCHUIIAHHS; PiIKO - CHHOPOM
CriBeHca-]I2KOHCOHa*, TOKCUYHUM eNifepMalIbHUN HEKPOIIi3*.

3 60Ky Kicmkoeo-M’a3080i cucmemu: He4yacTo - Mianris, 0iib y KiHIliBKaX.
3 60Ky ceyosuldinbHOI cucmemu: He4acTo - TeMaTypid.

3 60Ky penpodyKkmueHoi cucmemu: pPiTKo - KpoBOoTeda 3i CTaTEBOTO YJjieHa, Ipiamiam*,
remMaToCIlepMis, IIOOBXKEHa ePeKIlis.

3aezanvHi po3aadu: HedyacTo - OiNlb y TPyOsAX, MigBUIlleHAa CTOMIIOBAHICTD, BiTUyTTs
XKapy; pPiOKo - mogpa3HEeHHS.

JlabopamopHi NnOKa3HUKU: He4acTo - MigBUINIeHa YaCTOTa CEePIeBUX CKOPOUYEHb.
* TToBimoMIIsIyIOCs JIMIIIE ITif YacC OOCIIIm2KEeHHS.

** TlopylueHHS COPUUHATTS KOJIbOPY: XJIOPOIICisA, XpOMaTOIICisA, LIiaHOIICis,
€PUTPOIICisA, KCAHTOICIi.

*+* TTopyllleHHS CIIbO30BUOIIEHHS: CYXiCTh B O4YaxX, HOPYILIEHHS CIbO30BUOIJIEHHS Ta
HIOBUIIIEHHS CJIbO30BULIJIEHHS.

Hux4ye3a3HaudeHi gBUllla cnocTepiranucsa y < 2 % mallieHTiB y IPOoIleci JOCTiaXKEeHb,
IIPUYNHHUN B3a€EMO3B 130K He BU3Ha4YeHUU. [T0BimOMIIEHHS BKJIIOYau SIBUILA, 1110
MaJIu BiporigHuM 3B’SI30K i3 3acTOCyBaHHSAM cunmeHadiny. fdBuilia, siki He Oynu
3a3Ha4deHi, Oy/Iu JIETKUMU Ta MOBiOMJIEHHS OyIu OyKe HETOYHUMH, 11100 MaTu
3HA4YEeHHS.

3azanvHi nopyweHHA: HaOPSK 00IMYYsI, peakilili (hOTOYYTIUBOCTI, IIIOK, aCTeHis, Oifnb,
panToBe MafiHHs, Oiflb ¥ JKUBOTi, paliTOBE MOIIKOOXKEHHS.

3 60Ky cepueso-cy0uHHOI cucmemu: cTeHoKapmisi, AV-6j10kafia, MirpeHsb, IOCTypaIbHa
rinoTeHsis, ilmemiss Miokapaa, TPoM003 CyOUH TOJIOBHOT'O MO3KY, paliTOBa 3yIUHKA
cepis, BioxuneHHs nmoka3HukiB EKI', kapmiomionarTis.

3 60Ky mpasHo20 mpakKmy: TJIOCUT, KOJIIT, Aucdaris, raCTpUT, raCTPOEHTEPHUT,
e30¢arit, CTOMaTUT, MOPYIIeHH Pe3yJIbTaTiB IIeYiHKOBUX NPo0, peKTalbHa
KpOBOTeYa, I'iHTiBIT.

3 6oKy cucmemu Kposi ma aimgpamuyHoi cucmemu: aHeMisI, TeNKOIEeHis.



3 6oky mMemaboaizmMy ma xap4iyeaHHsi: cipara, HaOpsiK, mogarpa, HecTabinbHUMN
miabert, rinmepriikeMisi, mepudepuyHi HaOPSAKY, rirnepypukKeMisi, rirmornikemis,
rinepHaTpiemis.

3 60Ky Kicmkog0-M’ 5130801 cucmemu: apTPUT, apTPO3, POIPUB CYXOKHUJIIIS,
TEHOCHHOBIT, Oillb y KiCTKaX, MiaCTeHisI, CHHOBIT.

3 60Ky Hepsosoi cucmemu: aTakcCisi, HeBpaJsrisi, HeupomnarTisi, mapecTesisi, TpeMop,
BEPTUTO, Aempecisi, 0e3COHHS, aHOMaJIbHi CHOBUIHHSA, 3HNKEHHS pedIIeKCiB.

3 60Ky OuxanvHOi cucmemu: aCTMa, DUCITHOE, JTAPUHTIT, GapUHTIT, CHHYCUT, OPOHXIT,
TMocusieHe CIUHOBUMIIEHHS, TOCUJIEHHS Kalll/Io.

3 60Ky wKipu: KPOIIuB’THKa, Tepruec, cBepOixK, migBuIlleHa IIiTIUBICTh, BUPA3KHU IIKipH,
KOHTAKTHUU OepMaTHUT, eKcomiaTUBHUYN OepMaTHUT.

3 60Ky opeaaHie uymmsi: paliTOBe 3HUXKEHHS UM BTpaTa CJyxy, 0i5ib y Byxax,
KPOBOBUJIMB ¥ OKO, KaTapaKTa, CyXiCTb B 04Yax.

3 60Ky ceuyosulinbHOI cucmemMu: HUCTUT, HIKTYypis, IigBUIlleHa YacToTa
CEYOBUITYCKaHb, 301/IBIIIEHHST MOJIOYHHUX 34103, HETPUMAHHS CeYi, MOPYIIeHHS
esIKyJisAllil, HaOpsSK CTaTeBUX OpPraHiB, aHOPTra3Mis.

[To6iuHi peaxiiil, Ipo SIKi HaAXOOUIU ITOBiHOMIIEHHS Bif momyJisilil HeBimomMoil
yncenbHOCTI. Lli sBua Oynu 3a3HadveHi SK Yepes iX CepHo3HiCTh, 4aCTOTy
IIOBIIOMJIEHHS, BiICYTHICTh YiTKOI'O aJIbTEPHATUBHOI'O 3B’A3KYy, TaK i yepes
KoMOiHaIrito 11ux ¢pakKTopiB.

Cepueso-cyOuHHi ma uepebposackyasipHi seuw,a. IToBimoMIIsiiy IIPo TSIXKKi CepPIIeBO-
CYyOuHHI, 11epeOpOoBacKyIspHi Ta CyOUHHI SBHUIllA, BKII0Yal04YU 11epeOdpPOBacKyJIIPHY
KpOBOTeuy, cybapaxHOimaabHy Ta BHYTPIIlIHbOLIepeOpaIbHy KPOBOTEUY Ta JIET€HEBY
KpOBOTeuy, 1110 OyJI1 ITOB’si3aHi y 4aci i3 3acTocyBaHHSAM cunmeHadiny. ¥ 6inbinocTi
MallieHTiB, ajnie He Yy BCixX, OynIu HasiBHiI (aKTOPU CEePIEeBO-CYITUHHOT O PU3UKY.
[MoBimoMmisiniu, 1110 6araTo 3 IIUX SIBUII] BUHUKIIY ITifT Yac abo Bimpasy micis
CeKCyaJlbHOI aKTUBHOCTI Ta AeKijibKa SIBUII] BUHUKJIIX Biipa3y Miclisg 3aCTOCyBaHHS
cungeHadiny 6e3 cekCcyalabHOl aKTUBHOCTI. [HIII siBUIIla BUHUKIIU IPOTATOM HaCTYITHUX
roauH abo OHIB micsis 3acTocyBaHHS cuingeHadiny Ta cekcyaabHOI aKTUBHOCTI.
HeMO0KI1BO BCTAHOBUTH, YM IIi ABHUIlA IOB’sI3aHi i3 3aCTOCyBaHHSAM cungeHadiny, i3
CEeKCyaJIbHOIO aKTUBHICTIO, i3 HassBHUMU (paKTOpaMu pU3UKy abo i3 kombiHalli€elo 1ux
(akTopiB, Yu 3 iHIMILMHU (aKTOPaAMHU.

KposoHocHa ma aimpamuyuHa cucmemu: Ba300KITIO3UBHUMN KPU3.



Y HeBenIMKOMY 3aBUaCHO IIPUIIMHEHOMY OOCIiAXKEeHHI 3aCTOCyBaHHSA cungeHadimy
ralli€eHTaM i3 JIerTeHEeBO0 apTepialbHOIO TillepTeH3i€:0, BTOPUHHOIO 1100
cepnonofiOHOKIIITUHHOI aHeMil, ITpU 3aCTOCyBaHHi cunmeHadiny mpo po3BUTOK
Ba300K/II03UBHUX KPU3iB, 110 MOTPeOyBasu roclriTaisallil, ToOBiMOMIIsIIIOCS YacCTillle,
HiXK ITpM 3acToCcyBaHHI manebo. KitiHiuyHe 3HaueHHS 1Ii€l iHgopMallil ojis mali€eHTis,
sIKi 3aCTOCOBYIOTh IIpemnapaT Epocun 3 MeToI0 JIiKyBaHHSI €PeKTUIbHOI OUCHYHKIII],
HeBimoMme.

CneuugiuHi giduymms.

Cayx. TloBimoMIsay IPO BUIIAAKHU PAIlITOBOTO 3HUXKEHHS ab0 BTpaTu CIIyXy, IIOB’s3aHi
y 4aci i3 3acToCcyBaHHAM cuilgeHadiny. Y gesakux BUIlagKaX IIOBIOOMIISIN IIPO
HasIBHICTh MEAWYHUX CTaHIB Ta iHIINX (haKTOPiB, 0 MOTJIX BifirpaTu pPojib ¥ PO3BUTKY
mo6iyHUX peakiriil 3 60Ky cnyxy. Y 6araTbox BUIlagKax iHdopMallis 100 ITOAaJIbIIOT0
MEOVYHOI'O CIIOCTEePEeXKEeHHS BiACyTHs. BU3HAUYUTH, YU LI ABUIIlA IPSIMO I10B’3aHi i3
3aCTOCYyBaHHAM CuiIfgeHadiny, 3 HaABHUMM (PaKTOpaMU PU3UKY BTPATH CIIyXYy, 3
KoMOiHaliero 1ux pakTopiB abdo 3 iHmMMH GpaKTopaMu, HEMOKIIUBO.

3ip. TuMmyacoBa BTpaTa 30py, IOYEPBOHIHHSA O4Yel, TeYiHHA B O4aX, MiABUILIEHHS
BHYTPIIIHBOOYHOTO TUCKY, HAOPSK CiTKiBKY, CyOUHHI 3aXBOPIOBAHHS CiTKiBKU 4M
KpPOBOTeYa, BifglllapyBaHHSA CKJIUCTOTO Tisa.

[MToBigoMsiiu MPO BUIIQAKKU HeapTepialbHOl IepegHbol ieMiuHOl HeBpomaTil
30POBOTO HEPBA, 110 € IPUYUHOK 3HUXKEHHS 30Dy, BKIIIOYAK4YU NOCTIUHY BTPATy 30Dy,
siKi Oy7iu TOB’si3aHi y 4aci i3 3acTocyBaHHsaM iHTi6iTOpiB ®IIES, BKIIoYawouu
cunpmeHadisn. Y 6araTthox ImallieHTiB, ajie He y BCix, Oy/11 HasiBHiI aHaTOMi4Hi abo
CYOWHHIi (aKTOpHU PU3UKY PO3BUTKY HeapTepiaabHOI IEePEeaHbO] illleMiuHO01 HEBPOIIATil
30POBOT'0O HEPBA, BKJII0YAl04M (ajie He 00MeXXYIOYHNCh) TaKi: HU3bKe CITiBBiIHOIIIEHHS
miaMeTpa eKCKaBallil Ta IHUCKa 30pPOBOro HepBa (3aCTiMHUM OMCK 30POBOT0 HEPBA), BiK
noHap 50 poKiB, apTepiaibHa rinepTeH3isi, 3aXBOPIOBaHHS KOPOHAapPHUX apTepiu,
rimepsimigeMisa Ta naidiHHEA. HeMOX/IMBO BU3HAUYUTH, YU 1Ii SBUIIla IPSAMO I10B s3aHi i3
3acTocyBaHHaM iHri0iTOpiB ®IIES, 41 3 HasIBHUMU aHAaTOMIYHMMHU a00 CYIUHHUMU
dbakTopamMu puU3UKYy, UM 3 KOMOiHAIIi€IO IIUX BCiX (haKTOPiB, UM 3 iHIIMMU (aKTOpPaMHU.

38imyeaHH A npo ni0o3pro8aHi nobiuHi peakuii.

3BiTyBaHHS IIPO ITigo3pioBaHi mMoOiUHi peakilil micyis peecTpailiil JTikapcbKOro 3acoly
Ma€ BaXK/IUBe 3HaueHHs. Lle mae 3Mory nmpoBoauTu 6e3mepepBHUN MOHITOPUHT
CIIIBBIIHOIIIEHHS KOPHUCTI 1 pU3UKIB, ITOB’A3aHUX 13 3aCTOCYBaHHAM LIbOT'0 JIIKAPCHKOT'O
3aco0y. Jlikapsam ciifg 3BiTyBaTu npo OyAb-Ki ITiZo3ploBaHi MOOiYHI peakiiil BiAIIOBIiAHO
IO BUMOT 3aKOHOOaBCTBa.

TepMiH NpUIATHOCTI



3 POKH.
VYMoBHM 30epiranus

36epiraTy B OpUTiHAJIbHIN YIIAKOBIIi IIpK TeMrepaTypi He Buie 25 °C.
30epiraty y HeZOCTYIIHOMY AJIS OiTEeU MicCIIi.
YnakoBka

ITo 1 abo 2, abo 4 tabneTku y 6mictepi; mo 1 6mictepy Ne 1 a6o Ne 2, a6o Ne 4; a6o mo 2
6stictepu Ne 4 v KOpoO1li 3 KapTOHY.

KaTeropis Bignycky
3a pelenTom.
BupoOHUK

TOB «<ACTPA®APM», YkpaiHa.

Micie3Haxo/dKeHHsI BHPOOHHMKA Ta aJpeca MiCIisi IPOBadXKXeHHsI HOTr o
OisIIHLHOCTI.

08132, KuiBcbKka 0071., KueBo-CBATOIMMHCHKUM P-H, M. Buitaese, Bys. KuiBcbka, 6.



