IHCTPYKIIA

IJIs1 MEIUYHOT 0 3aCTOCYBaHHS JIIKapChKOT0 3aC00y

EPOTOH"®

(EROTON)

Cknao:
ditoya pevosuHa: sildenafil;
1 TabneTka MicTUTh cunmeHadiny MUTPaTy y mo3ax, ekBiBameHTHUX 50 Mr ab6o 100 Mr cungeHadiny;

donomidcHi peyo8uHU: Kanblliio TimpodocdaT oqurigpar, 1eaion03a MiKpOKPUCTaliyHa, KOMOBIoOH,
KPeMHil0 TiOKCUM KOloigHu Oe3BOIHUM, TalIbK, MaTrHil0 cCTeapaT, HAaTPil0 KPoCKapMeso3a, KpoxXMallb
KapTOTIISHUM.

Jlikapcbka ¢popma. TabneTku.

OcHosHi (pi3uko-xiMiuHi 81acmusocmi: TabneTKu 6i10r0 KOIBOPY, ABOOIYKJTi, IIECTUTPaHH] (hopMu
«HEXAGON»), 3 mo3Hauykoio «®» 3 060X OOKiB.

dapMakoTepaneBTHYHA rpyna. 3acobu, SKi 3aCTOCOBYIOTh IIPU €PEKTUIIbHIN AUCHYHKIIII.
Cunpenadin. Kog ATX G04B E03.

®Papmako102iuHi 8 1acmueocmi.
®apmakoOuHamika.

Mexani3Mm mii. CunpmeHadin € mepopaibHUM IIpenapaToM, 1[0 3aCTOCOBYIOTH [iJiS JIiKyBaHHS MOPYIIEHb
epexliii y 4onoBikiB. [Ipu ctaTreBoMy 30yAKeHHI IpenapaT BifHOBIIOE 3HUXKEHY €PEKTUIIbHY (PYHKIIIO
IIJIIXOM IIOCUJIEHHSI IPUTOKY KPOBI [0 IeHica.

dizionoriyHuil MexaHi3M, 110 3yMOBJIIOE €PEKIIil0, BKI0YaE BUBLIbHEHHS OKUCY a30Ty (NO) y
KaBEePHO3HUX TiJlaX Iifl 4ac cTaTeBOro 30yAKeHHS. BUBIMTbHEHNN OKCUL a30Ty aKTUBYE (PepPMEHT
TyaHiIaTHIUKIa3y, [0 CTUMYJIIOE MiABUIIEHHS PiBHS UUKJIIYHOTO I'yaHO3UHMOHOpochaTy (uI' M), m1o,
y CBOIO Uepry, CIpUYuHs€E po3ciabaeHHs I71agKol MyCKyIaTypyd KaBepHO3HUX TiJl, CIPUSIIOYN
IIPUTOKY KPOBI.

CunpeHadin € MOTyKHUM Ta CeJIeKTUBHUM iHTiGiTopoM I’ M®-crenudivnoi pochomiectepasu 5
(POED) y kaBepHO3HUX Tinax, ge ®IES Bipnosigae 3a po3nag ul' MO. Edekrtu cunperadiny Ha
epexKl1ilo MaloTh nepudepudHuil xapakrep. CunmeHadin He YMHUTL 6e3M0CEPEIHBO] pelaKCyooyol fii
Ha i3071bOBaHi KABEPHO3HI TiNla MIOOWHY, ajle MOTYKHO MTOCUITI0E Po3cnabmioiouy mito NO Ha maHy



TKaHUHY. [Ipu akTuBanii MetabosnivyHoro nuistxy NO/ul'M®, mio BinOyBaeThCs IIpU CTaTEBIil
ctumynsuii, inribyBanus cunperadinom GIES npusBoauTs 0o migBuieHHs piBHSI qI MO y
KaBEePHO3HUX Tilax. TaKUM YMHOM, AJISI TOTO, 1100 cungeHadin COpuYUHSIB MOTPIOHMIM
bapmakosoriuaui edekT, HeoOXxifmHe cTaTeBe 30yIKEHHS.

BnnuB Ha dapMakogrHaMiky. JOCTiAKEHHS in Vitro IpogeMOHCTPYBaJH, 110 cunaeHadin €
cenektuBHUM mono ®IES, sika 6epe akKTUBHY y4acTh y IIpolieci epekiril. Bnnus cunpgenadiny Ha
®IES moTyxXHImIKY, HiXK Ha iHIIl BigoMi ¢pocdomiectepasu. Lleir edekT y 10 pasiB mOTyXKHIIINN, HiXK
edekT BruBy Ha OJIEG, 110 6epe ydacTh y npoliecax GoToepeTBOPeHHS y CiTKiBLi. [Tpu
3aCTOCYBaHHI MaKCUMaJIbHUX PEKOMEHOOBAaHUX 003 CEJIEKTUBHICTh cungeHadiny momgo ®IES y

80 pa3siB nepesuilye 1oro ceaekTuBHICTh mopo ®IIE1, y 700 pasis Buia, Hix mwogo ®IE2, OIIE3,
®IE4, ®OE7, ®JES, ®JE9, ®IE10 Ta ®IIE11. 30KpemMa, ceneKTUBHICTh cunageHadiny mogo O®IES y
4000 paziB nepeBuiye #oro ceaeKTuBHICTH moa0 OIE3 - tAM®-cnenudivnoi izodpopmu
docdomiecTepasy, 1m0 6epe y4acTh y Perysiiil cepiieBol CKOPOTIUBOCTI.

dapmaxoKiHemuxka.

AGcopbuis. Cunpenadin mBuaKo abcopOyeThcsi. MaKCHMallbHi 111a3MOBi KOHIIEHTpAIlil Tpenapary
nocsraiTbes npoTaroM 30-120 xBunuH (i3 Megianoio 60 XBUIKMH) MHiCIS KOTO IMTEPOPAIbHOTO0
3acTtocyBaHHS HaTile. CepenHs a0comoTHa 6i0IOCTYNHICTE MiC/s TepopaibHOr0 3aCTOCYBaHHS
ctaHoBUTH 41 % (3 miamma3oHOM 3Ha4eHb Bif 25 [0 63 %). Y pekomMeHAOBaHOMY [iama30Hi 703 (Big 25
no 100 mr) nokasuuku AUC Ta C,,,, cungeHadiny micnas 1oro nepopaabHOro 3aCTOCYyBaHHS
HMigBUILIYIOTHCS IIPOIOPIINHO [0 AO3HU.

[Tpu 3acTocyBaHHI cungeHadiny mig 4ac mpuitoMy ki cTymiHb abcopOilii 3HUKYETLCS i3 cepeiHIM
nopoBxkeHHAM T, 0o 60 xBuIKH i cepenHiM 3HUXKeHHAM C, . Ha 29 %.

Posnopin. Cepennilt piBHOBazkHUM 00’'eM po3nopiny (V,) ctaHoBuTh 105 miTpiB, 0 CBIAYUTE IPO
PO3MOLiN IIpenapaTy y TKaHWHaX opraHi3my. I1ic/is ogHOKpPaTHOI'O IIepopasibHOT0 3aCTOCYBaHHS
cungenadiny B o3i 100 mMr cepenHss MakCUMasibHa 3arajibHa I1JIJa3MOBa KOHIIEHTpallid CungeHadiny
CTaHOBUTH Mpubnmu3Ho 440 Hr/mn (KoeditienT Bapiamii ctanoBuThb 40 %). OCKinbKu 3B’ sI3yBaHHS
cunpeHadiny Ta “oro roioBHOro N-gecMeTun-metabomiTy 3 6inkamu mira3mu gocsarae 96 %, cepemus
MaKCHUMaJbHa [JIa3MOBa KOHLEHTPallid BUTbHOTO cuigeHadiny gocsarae 18 ur/mn (38 amons). CTymiab
3B’s13yBaHH4 3 OiTKaMU IIJTa3MH KPOBi He 3a/IeKUTh Bifl 3aralbHUX KOHIIEHTPAIlil cunpneHadiny.

Y 3mopoBux m0GPOBOIBILB, SKi 3aCTOCOBYBaU cunigeHadin ogHoKpaTHO y m03i 100 Mr, uepes
90 xBunuH B esgKynATi Bu3Havanocs meHue 0,0002 % (y cepeguboMy 188 HI) 3aCTOCOBAHOL JO3M.

Biorpancdopmariisi. Metaboniam cunmeHadiny 3miiCHIOETHCS TOJIOBHUM YMHOM 3 Y4aCTIO
MikpocoMasnbHuX i30¢epmeHTiB nedinku CYP3A4 (ronoBuui nuisix) Ta CYP2C9 (ogpyropsApgHuy MUIsX).
[onoBHUY LUPKYITIOIYUY MeTa0OoJIiT yTBOPIOETHCS NUISIXOM N-IeMeTH/II0BaHHS CUNgeHadiny.
CenexTtuBHicTs MeTabomiTy BigHocHO ®IES nopiBHSIHHA 3 CEJIEKTHUBHICTIO CHIeHadiny, a akTUBHICTh
MeTabomiTy BigHocHO ®IIES cTaHOBUTH MpuOIu3HO 50 % aKTUBHOCTI II0OYATKOBOI PEYOBUHH.
[T1a3MoBi KOHIIEHTPAIIil ITbor0 MeTaboTiTy CTaHOBIATH MPubIU3HO 40 % KOoHIEeHTpallil cunmeHadiny
y mna3Mi KpoBi. N-neMeTunboBaHUN MeTabOoJIiT 3a3Ha€E MOanbiIoro Metabomiamy, a mepiox #oro
HalliBBUBEJIeHHS CTAHOBUTD MPUONINU3HO 4 TOOUHH.

Eniminanisa. 3aranbHuil KinipeHc cungeHadiny ctaHOBUTS 41 71/rof, 3yMOBIIIOI0YH II€piof 10T0
HaliBBUBEEHHS TPUBAJIICTIO 3-5 rofuH. fK MiC/sa MepopaabHOro, Tak i Mic/is BHYTPILIHBOBEHHOT O
3aCTOCyBaHHS €KCKpellis cunmeHadiny y BUTAAi MeTa0oJIiTiB 30iliCHIOETHCS TOJIOBHUM YHHOM i3
KanoM (mpubnu3uo 80 % 3acToCOBaHOI IEPOPaIbHOL 03H1) Ta MEHIIIOI0 Mipoi0 3 ceuelo (MpubIu3HO
13 % 3acTocoBaHOI ITepoOpaIbHOl HO3HU).



dapmakokiHemuka 8 ocobausux 2pyn navieHmias.

[NalieHTH TITHHOTO BiKY. Y 3M0POBUX HOOPOBOJIBIIIB JIITHLOTO BiKy (BiKOM Bifi 65 POKiB) Bim3Hayanocs
3HUXKEHHS KITipeHCy cuimeHadiny, 1o 3yMOBJIIOBAIO MMiIBUIIIEHHS 111a3MOBUX KOHIIEHTPAIlif
cunpeHadiny Ta #oro akTUBHOTO N-IeMeTHIbOBaHOTO MeTabomiTy mpubnu3uo Ha 90 % MopiBHSAHO 3
BiATIOBiTHMMM KOHIIEHTPALIsIMU Y 3[0POBUX MOOGPOBOJIBIIIB MOJIOAMIOTO BiKy (18-45 pokiB). V 3B’sI3Ky 3
BiKOBUMM BiIMiHHOCTSIMHU y 3B’SI3yBaHHi 3 OijTkaMu IIJTa3Mu KPOBI BifiMOBigHE MigBUIIIEHHS II71Ta3MOBOI
KOHIIeHTpallil BinbHOTO cunpeHadiny ctaHoBumo npubnausso 40 %.

HupkoBa HegocTaTHiCTh. Y 10OpOBOIBIIIB i3 mopyIIeHHAMHU GYHKIII HUPOK JIETKOTO Ta ITOMipHOTO
cTyneHs (kiaipeHc KpeatuHiny 30-80 mi/xB) hapMakoKiHeTHKa cunfeHadiny 3anuianacs
He3MIHEeHOI0 IIiCJIg 10T0 OGHOKPATHOI O IEPOPAJIbHOr0 3aCTOoCyBaHH4 y 1031 50 mr. Cepenni AUC Ta
Conax N-IeMeTHIL0BAaHOT0 META0OTITY MigBUIYBaIKUCSI Ha MakcuMyM 126 % Ta MmakcumyMm 73 %
BiITIOBigHO TTOPIiBHSHO 3 TAaKMMU ITOKa3HUKaMHU y TOOPOBOJIBIIIB TAKOTO X BiKy 0€3 mopyieHb QyHKIIii
HUpOK. OflHaK Yepe3 BUCOKY iHAMBiAyasibHY BapiabeNbHICTh 1Ii BiTMiHHOCTI He OyJIM CTaTUCTAYHO
3HAUyMUMU. Y 0OOPOBOJIBIIB i3 TIXKKUMU NOPYIIEHHSIME (PYHKI[il HUPOK (KJIipeHC KpeaTUHIHy HUKYe
30 mn/xB) KnipeHc cunpeHadiny 3HUXKYBaBCH, 110 Tpu3Boguio po migsuilerHs AUC Tta C,,, B
cepenaboMy Ha 100 % Ta 88 % BifmoBigHO MOPiBHAHO i3 HOOPOBOIBIIIMU TAKOTO XK BiKy 6€3
nmopyuieHs GyHKII HUpPoK. Kpim Toro, 3Hauenus AUC Ta C,,, N-meMeTuIb0BaHOT0 MeTa0O0IiTy
3Hauylle nigsuinyBanucsa Ha 79 % ta 200 % BignosigHO.

[TeyiHKOBa HEIOCTATHICTEL. Y HOOPOBOJIBINB i3 IMPO30M MEYiHKHU JIErKOr0 Ta IOMIpHOTO CTYIEeHS
(kmaciB A ta B 3a knacuodikaniero Yaunga — I1'10) KiipeHc cunpgeHadiny 3HUKYBaBCs, 110
npu3Bopuio po nippuiierHs AUC (84 %) ta C,,,, (47 %) nopiBHSIHO 3 JOOPOBOIBIIME TaKOTO XK BiKy
6e3 mopyuens GyHKIiN nevinku. PapMaKoKiHeTHKa cuifeHadiny y HalieHTiB i3 MOpymeHHIMU
(GyHKIIIM IeYiHKY TSIKKOTO CTYIEeHS He BUBYasacs.

Kniniuni xapaKTepuCTHKH.
Iloxka3zaHHA.

[IpenapaT peKOMeHAYETHCA 3aCTOCOBYBATH YOJIOBIKaM 3 €PEKTUIbHOIO AUCHYHKINEIO, SKa
BM3HAYa€EThCS SIK HE3TATHICTh JOCATTH ab0 MiATpUMaTH epeKIliio CTaTeBOro 4jieHa, HeoOXimHy At
YCHIIITHOTO CTAaTEeBOTO aKTy.

g epekTuBHOI fil npenapaTy HeoOXigHe cTaTeBe 30yIKEHHS.

IIpomunoka3aHHA.
- [ligBuieHa YyTNuUBIiCTL [0 cunpeHadiny abo Oyab-KO0l 3 JOIIOMIXKHUX PEUYOBHH JIiIKapChKOTo 3acoby.

- OmHOYaCHe 3aCTOCYyBaHHS i3 MOHOPAMHU OKCHU[Y a30Ty (TaKUMU K aMinHITPUT) abo HiTpaTaMu y
Oynb-aKiit hopMi — cunpmeHadin Ma€ BIJIMB Ha MINTSIXU MeTa00J1i3My OKCUAY a30Ty/ IUKITiYHOTO
ryaHo3uHaMoHodocdaty (uI'M®P) Ta MOTEHIIiI0€ TiMOTeH3UBHUYN e(heKT HiTpaTiB.

- OgHoyacHe 3acTtocyBaHHS iHribiTopiB O®IES (Y ToMy uuchi cungeHadiny) 3i CTUMyISTOpaMu
TyaHINaTIUKIa3u, TAKUMU K PIOLUTyaT, IPOTUIIOKAa3aHe, OCKIJIBKY MOXe IIPU3BECTU [0
CHMIITOMATHYHOI TinmoTeH3ii (IuB. po3min «B3aeMofis 3 iHMKMMMU JTiKapChKUMU 3aco6aMu Ta iHImmi
BUIM B3aEMOTIN»).



- CtaHu, Ipu IKUX CTaTeBa aKTHUBHICTh € He0axkaHO0 (TSIXKKi CepleBO-CYOMHHI PO3/IagH, TaKi K
HecTalOi/lbHa CTeHOKapHist a0 ceplieBa HEIOCTATHICTD TSIKKOTO CTYIIEHS).

- JlikapchKu# 3acib MpoTUIIoKa3aHUY MallieHTaM, SKi BTpATUIX 3ip Ha OMHOMY OIli BHACIioOK
HeapTepialbHOl IepelHbOl illeMigHOl HelpomaTil 30p0BOr0 HEPBa, He3aleXkHO Bifl TOTO, 0B’ I3aHa
1151 TTIATOJIOTis i3 momepenHiM 3acTocyBaHHAM iHribiTopis ®IES uu Hi.

- HasiBHiCTh TaKWX 3aXBOPIOBaHb, SIK MOPYIIeHHS QYHKII IeYiHKY TSIXKKOT0 CTYIIEHS, apTepiaabHa
rinoten3is (apTepianbHuii THCK HUXKYe 90/50 MM PT. CT.), HEIIOABHO ITepeHeCceHuH iHCYIbT abo
iHapKT MioKapaa Ta CIafKOBi lereHepaTUBHI 3aXBOPIOBAHHS CiTKIBKHU, TaKi SIK MIrMeHTHUU PETUHIT
(Taki maIfieHTH MOXKYTh MaTH F'eHETHUYHI po3naau gocdomiectepas CiTKiBKM), — Oe3meka
cunpeHadiny He gOCHigXKyBasacs y TaKuX Migrpynax Mali€HTiB.

B3aemodisn 3 iHwumu snikapceKumu 3acobamu ma iHwi eudu e3aemoditi.
Bnaus iHwux aikapcvkux 3acobie Ha cuadeHadi.

[ocnimxkeHHs in vitro. Metaboni3m cunpmeHadiny BinOyBa€eThCs IepeBaxkHO 3 y4acTio i3opopmu 3A4
(romoBHMIt mUISIX) Ta i3odopmu 2C9 (mpyropspuuit muisx) nutoxpomy P450 (CYP). Tomy iuri6iTopu
II1X i30)ePMEHTIB MOXKYTh 3HUXKYBaTH KIIipEHC CUIfeHadiny, a iHAyKTOpY LUX i30)epMEHTIB MOXKYTh
IiABUINYBATU KIIipEHC CUIgeHadiTy.

[ocnigxeHH4 in vivo. [Tonynsauiiaui apMaKOKiHETUUYHUM aHali3 JaHUX KJTiHIYHUX JOCHiIXEeHb
IIPOIEMOHCTPYBaB 3HUKEHHS KIipeHCYy cuipeHadiny npu 10ro OMHOYaCHOMY 3aCTOCYBaHHI 3
inriitopamu CYP3A4 (TakuMH K KETOKOHA30JI, EpPUTPOMIIINH, ITUMETUINH). X04a MIPU OMHOYACHOMY
3acTocyBaHHi cungeHadiny ta iHriditropis CYP3A4 3pocTaHHS 4acTOTH MOGIYHUX SBUIL HE
CIIOCTEpITrasnocs, Clif PO3TIAHYTHA MOXKJIMBICTh 3aCTOCYBaHHS II0YaTKOBOI 103U CuIAeHadiny 25 Mr.

OpHoyacHe 3acTocyBaHHS iHTibiTopy BIJI-poTea3u puToHaBipy, AyKe MOTyxKHOTO iHTibiTopy P450, v
cTaHi piBHOBaXkHOI KoHIeHTpallil (500 mMr 1 pa3 Ha moby) Ta cunpmeHadiny (pa3oBa mo3a

100 mr) npusBogumo po miguienHs C,,. cungeHadiny Ha 300 % (y 4 pa3u) Ta HiABUIIEHHS
nna3MoBoi AUC cunpenadiny Ha 1000 % (v 11 pasis). Yepe3 24 ropunu mi1a3MoBi piBHI cunpeHadiny
BCe Ile CTaHOBUIM Ipubnr3Ho 200 HI/MJI TOPiBHSAHO 3 PiBHEM NPUOINU3HO 5 HI/MJI, XapaKTEPHUM [JIs
3aCTOCYBaHHS cunmeHadimy oKpeMo, 110 BiATOBiTa€ 3HaAYHOMY BIIJIUBY PUTOHABIPY Ha IIHPOKUU
cnekTp cyberparis P450. Cunpmenadin He BIMBa€ Ha GapMaKOKiHETUKY PUTOHABIpY. 3 Oorisay Ha i
(dhapMakKOKiHeTHYHI flaHi OHOYaCHe 3aCTOCYBaHHS CUiIfeHadily Ta pUTOHABIpy He PEKOMEHIYETHCS
(muB. po3min «OcoGIMBOCTI 3aCTOCYBaHHS»); Y OyOb-IKOMY BUIIAOKy MaKCUMaJjbHa f03a CuaaeHadiny
3a XKogHUX 00CTaBMH He TIOBUHHA ITePEBUIIYBATH 25 Mr npoTsarom 48 romguH.

OpHoyacHe 3acTocyBaHHS iHribiTopy BIJI-mpoTea3u caksinaBipy, iHriditopy CYP3A4, y mosi, 1o
3abe3neyye piBHOBaxHY KoHIleHTpamio (1200 mMr 3 pa3u Ha f00y), Ta cungeHadiny (100 Mr pa3oBo)
IpU3BOAUIIO [0 mimBumienHs C,,, cunaeHadiny Ha 140 % Ta 36inbineHHs cucTeMHOI ekcro3utii (AUC)
cungenadiny Ha 210 %. He BusiBneHo BIIUBY cunpeHadiny Ha apMaKOKiHETHKY CaKBiHaBipy (OUB.
po3min «Crmocib 3acTocyBaHHs Ta go3u»). [lepenbavaeTscs, 1o Oinbil noTyxKHi iHribiTopu CYP3A4,
TaKi K KeTOKOHA30JI Ta iTpakoHa307, OyayTh MaTu OiNbIl BUpaXKeHU! BIIJIUB.

[Tpu 3acTocyBaHHi cungeHadiny (100 Mr pa3oBo) Ta epUTPOMIlLIMHY, ToMipHOTO iHTi6iTopy CYP3A4, y
piBHOBaxkHOMY cTaHi (500 Mr 2 pa3u Ha moOy IPOTIroM 5 OHIB) CIOCTEpPiranocs migBUIEHHS
CHCTEMHOI eKcmo3utlii cunpgeHadiny Ha 182 % (AUC). YV 3mopoBux m0OpOBOJIBIIIB Y0OI0BI4OI CTATi HE
crocTepiranocs BIuBY asuTpoMinuny (500 mr Ha goOy mpotsirom 3 mi6) Ha AUC, C,.., Thwe



KOHCTAHTY IIBUKOCTI eliMiHallil Ta moganblivii epion HammiBBUBEOeHHs cungeHadiny abo #oro
T'OJIOBHOTO IIUPKYJTI0I04oro Metabonity. Llumetunu (inribiTop nuroxpomy P450 Ta HecmeuudivyHui
inri6itop CYP3A4) y mo3i 800 Mr mpu omHOYACHOMY 3aCTOCYBaHHi i3 cunmeHadinom y gosi 50 mr y
3[M0POBUX MOOPOBOJIBLIIB TPU3BOAUB M0 MiABUINIEHHS I171a3MOBUX KOHIIEHTpalliX cungeHadiny Ha 56 %.

['peiindpyToBuii cik € cnabkum iHribitopom CYP3A4 y CTiHII KHIIIEYHUKY i MOXKE CIPUYUHUTH
IIOMipHe IiABUIIEHHS PiBHIB cuimeHadiny y maa3mi Kposi.

OpHOKpaTHe 3aCTOCYBaHHS aHTalM/IB (MarHilo rigpoKCcuAy/ anioMiHil0 TiTpOKCUAY) He BIJIKBAJIO Ha
6iomocTynHicTs cunmeHadiny.

Xoua pmocmimxkeHb creludivyHol B3aeMOfii 3 yciMa NTiKapChbKUMHU 3aco0aMy He ITPOBOAUIOCS, 3a
OaHUMU MOMyISAMiMHOTO (papMaKOKiHETUYHOTr0 aHali3y, (papMaKOKiHETHKA CUlifeHadiny He
3MiHIOBasacsg IIpy HOro 0OgHOYACHOMY 3aCTOCYBaHHI i3 NiKapchbKUMHU 3aco0aMu, 10 HaneXkaThb [0
rpymnu inribitopis CYP2C9 (tonbyTtamin, Bapdapus, deHnitoin), rpynu inriditopis CYP2D6 (Takux sk
CEeJIeKTUBHI iHTiGiTOPY 3BOPOTHOTO 3aXOIJIEHHS CEPOTOHIHY, TPULUUKITIYHI aHTUETIPECAHTH), TPYIIH
Tia3UOHUX Ta Tia3uJOMONiOHUX [iypPeTHKiB, IETIbOBUX Ta Kasii3bepirarounx AiypeTHKiB, iHribiTopis
aHTi0TeH3UWHIIEPEeTBOPIOBaIbHOTO (pepMeHTy (ATID), aHTAroHiCTiB Kasbllito, aHTaroHiCTiB P-
agpeHopelenTopiB abo iHayKTOpiB MeTabonizmy CYP450 (Takux K pudamminuH, 6apbiTypaTth).

OpHoYacHe 3aCTOCYBaHHS aHTaroHiCTa eHoTeNiny 6oceHTaHy (moMipHuii iHmykTop CYP3A4, CYP2C9
ta, MoxkJKB0o, CYP2C19) y piBHOBaxkHOMY cTaHi (125 Mr gBiui Ha m00y) Ta cungeHadiny y
piBHOBaxkHOMY cTaHi (80 mMr 3 pa3u Ha mo0y) npussogumno go 3uuxkeHHs AUC ta C,,, cungeHadiny Ha
62,6 % Ta 55,4 % BignosigHO. TOMy OmHOYACHE 3aCTOCYBaHHS TaKuX NOTYXKHUX iHOYKTOPiB CYP3A4,
K pudaMITliH MOKe IPU3BOAUTHU [0 OilbIll BUPaXKeHOTr0 3HNKEeHHS KOHIIeHTpallil cungeHadiny B
I1J1a3Mi KPOB.

Hikopanpun sBnsie co0oto ribpup akTUBaTOpa KalbllieBUX KaHalliB Ta HiTpaTy. HiTpaTHUI KOMIOHEHT
3YMOBJIIOE MOXKJIMBICTh MOTO CEP03HOI B3aEMOAIl 3 cungeHadinom.

Egexmu cundeHagpiny Ha iHwi aikapcwki 3acobu.

[NocnimxkeHHs in vitro. Cunneradin - cnabkuit inriditop izodpopm 1A2, 2C9, 2C19, 2D6, 2E1 Tta 3A4
muroxpomy P450 (IK;, > 150 mrMob). OCKiNbKY IMiKOBI 1J1a3MOBi KOHIIEHTpallil cungeHadiny
IOPiBHIOIOTh TPUGIN3HO 1 MKMOJIb, BIIIUB IIpelapaTty Ha KJlipeHc cyOcTpaTiB uux i3opepMeHTIiB
MaJIOMMOBIPHHH.

BipcyTHi mani momo B3aemogii cunmeHadiny Ta Takux HecrenudiyHux iHri6iTOpiB hocdomiecTepasu,
SIK TeodisiH Ta OUIipuIaMoT.

HocnigxeHHd in vivo. OCKibKM BioMo, 1110 cujiieHadin Ma€e BIIUB Ha MeTab0J1i3M OKCUAY a30Ty/
IIUKJTIYHOT0 TyaHo3uHMOHOMochaTy (uI'M®), 6yno BcTaHOBNEHO, 10 cuiigeHadin IoTeHIli0e
rinOTeH3UBHY [Iif0 HiTpaTiB, TOMy HOT0 OgHOYAaCHE 3aCTOCYBaHHS 3 JOHOPaAMH OKCHAY a30Ty abo 3
HiTpaTtamu y OyOb-sKiil popMi mpoTunokasaHe (AuB. po3min «[IpoTUnokasaHHg»).

Piomuryart. [loKyiHi4HI JOCTiAXKEHHS NPOAEMOHCTPYBaJId afUTUBHUYN CUCTEMHUY e(eKT 3HUKEHHS
apTepianbHOTO TUCKY, IPU OGHOYACHOMY 3acTocyBaHHi iHribiTopiBs ®IIES 3 pionuryatom. KiixiuHi
MOCITiIXXKEeHHS TPOJEMOHCTPYBAJIH, 1[0 PiOLUTYaAT MTOCHUITIOE TilOTeH3UBHY fito iHribiTopis ®IES. ¥
nalieHTiB, Ki 6paay y4acTh y JOCTiAXKEHH]I He CIIOCTePirasioch MO3UTUBHOTO KITiHIYHOTO e(eKTy Bif
OHOYACHOT'0 3acTocyBaHHs iHTiOiTOpiB ®IIES 3 pionuryatom. [IpoTunokasaHe ogHOYacHe
3acToCyBaHHS piouuryarty 3 iHribiTopamu ®JIES (y Tomy yuchi cunpeHadinoM) (qus. po3min
«IIpoTunoka3anHsg»).



OpHovacHe 3aCTOoCyBaHHS cunmeHadiny Ta 6710KaTOPIiB a-aipeHOPELIENITOPIB MOXKE ITPU3BECTH [0
PO3BUTKY CHMIITOMATUYHOI apTepiasibHOI TiMOTeH3il y JesIKUX CXUJIBHUX OO0 IbOTO MNali€HTiB. Taka
peaxkilig Hal4acTile BUHMKAala IPOTAroM 4 TOOWH IiC/Is 3aCTOCyBaHHA cungeHadiny (IuB. po3min
«Croci6 3acTocyBaHHs Ta 0o3u» Ta «OcoONMMBOCTi 3aCTOCYBaHHA»). Y XOMi JOCTiKeHb crienudiyHol
B3a€EMOII TiKapCchKUX 3ac00iB 6JI0KATOP O-agpEeHOPEeIeNTOPiB TOKCa303uH (4 MTr Ta 8 MTI) Ta
cunpeHadin (25 mr, 50 mr Ta 100 MTr) 3aCcTOCOBYBaIu OOHOYACHO MallieHTaM i3 HOOPOSIKiCHOI0
rimeprmnasieio mepeaMixypoBoi 3an03u, cTabinisallisa ctany SIKux Oyna JOCATHYTa IIPU 3aCTOCYyBaHHI
IOKCa303uHY. Y IUX IOMYJISLisX CIIOCTEPIranocs CepeHE NOOaTKOBe 3HUXKEHHS apTepialbHOTO
TUCKY y IIOJIOKEHHI jiexkayu Ha 7/7 MM PT. CT., 9/5 MM pT. CT. Ta 8/4 MM pT. CT. i CepegHE 3HUKEHHS
apTepiasbHOTO TUCKY Yy II0JI0OKEHHi cTod4Yu Ha 6/6 MM pT. cT., 11/4 MM pT. CT., 4/5 MM pT. CT.
BigmoBigHO. [Ipu ogHOYacHOMY 3aCTOCyBaHHI cungeHadiny Ta [OKCa303uHY Y MAaIli€HTiB, cTabimi3alis
CTaHy sIKux Oyya JOCATHYTa IIPU 3aCTOCYBaHHI JOKCAa303UHY, iHOMI MTOBIIOMIISITIOCS ITPO PO3BUTOK
CHMIITOMATUYHOl OPTOCTAaTUYHOI TiMOTeH3il. Y IIUX MOBiIOMIIEHHSX WIIIOCS PO BUIIaAKK
3aaMOpPOYEHHS Ta CTaH Iepeq HeIPUTOMHICTIO, ajie 6e3 CHHKOIIE.

He cnocrepiranocs xX0OHUX 3HAUYIIMX B3a€EMO[iN IPU OMHOYACHOMY 3aCTOCyBaHHI cungeHadiny
(50 mr) i TonbyTaminy (250 mr) abo Bapdapuny (40 mr), mo metabomizyotscs CYP2C9.

Cunpenadin (50 Mr) He IPU3BOAUB [0 MOJOBXKEHHS YaCy KpOBOTeYi, CHPUYMHEHO! 3aCTOCYBAHHSAM
aneTuscaminuinoBol kucuoru (150 mr).

Cunpgenadin (50 Mr) He OTEHIIiI0BaB TiOTEH3UBHY Ail0 alIKOTOJII0 ¥ 3MOPOBUX HOOPOBOJIBINB IpU
CepenHiX MaKCUMaJIbHUX PiBHAX €TaHOJy KpoBi 80 mr/ai.

Y namieHTiB, sIKi 3aCTOCOBYBaju cCuieHadis, He CIIOCTepiranocs KOOHUX BiIMiHHOCTEH ITPOodinio
no0iyHKX edeKTiB MOPIBHSAHO 3 IJ1anedo TPy 0OJHOYACHOMY 3aCTOCYBaHHI TaKuX KjlaciB
TinOTEeH3WBHUX JTIKapChKUX 3aC00iB, IK AiypeTukH, 6;10KaTOpHU B-agpeHopelenTopis, iHridiTopu ATID,
aHTaroHiCTH aHTioTeH3uHY II, aHTUTiTepTeH3UBHI JTiKapChKi 3aco6u (CyIMHOPO3LINPIOBAJIbHI Ta
IIEeHTPaJbHOI i), 6JI0KATOPY afipeHepriuHuX HEUPOHiB, 07I0KaTOPH KaJIbllieBUX KaHAaJliB Ta O10KaTOpH
Q-apEeHOPELENTOPiB. Y CIelialbHOMY OOCHiIXKEeHHI B3aEMOZIil TPU OMHOYAaCHOMY 3aCTOCYBaHHi
cungenadiny (100 mMr) Ta aMIOgUIIiHY MTAIliEHTaM 3 apTepiabHOIO TillepPTEH3i€I0 CIIoCcTepiranocs
[0JaTKOBE 3HUXKEHHS CUCTOJIIYHOTO apTepiaJibHOr0 TUCKY B II0JI0KEHH] IeXkayy Ha 8 MM pT. CT.
BipmoBifHe 3HUKEHHS AiaCTOJIIYHOTO apTepiaJbHOTO TUCKY CTaHOBUJIO 7 MM PT.CT. 3a BEIMYUHOIO i
IOOaTKOBI 3HUKEHHS apTepiallbHOT0 TUCKY OyJiM MOPIiBHIHHUMH i3 TUMH, 1[0 CIIOCTEPiTranucs mpu
3aCTOCYBaHHI nuine cunpgeHadiny y 3mopoBux 0oOPOBOIBINB (OuUB. po3min «®apMakoaoriuHi
BJIQCTHUBOCTI»).

Takox omaBaHHS pa30Boi H03u cuigeHadiny 10 cakybiTpuiy/BaacapTany y MallieHTiB 3
apTepianbHOO TiepTeH3i€lo B cTabimbHOMY CTaHi 6yI10 IOB’sI3aHO 31 3HAYHO OiMBIIMM 3HUKEHHSIM
apTepianbHOTO TUCKY IOPIBHSHO i3 3aCTOCYBaHHSIM CaKyOiTpuiy/BancapTaHy oKpeMo. ToMy crif 3
00epexkHiCTI0O PO3MOYNHATH 3aCTOCYBaHHS CUIfeHadiy mallieHTaM, siKi OTpUMYIOTh
cakyOiTpu/BanicapTaH.

Cunpenadin y mo3i 100 Mr He BI/IMBaB Ha papMaKOKiHETHYHI MOKa3HUKY iHTibiTOpiB BIJI-npoTeasu,
CakBiHaBipy Ta pUTOHaBIpy, 110 € cyocTpatamu CYP3A4.

Y 3mopoBux [06POBOJIBIIB YOJIOBiYOI CTaTi 3aCTOCYBaHHS cuigeHadiny y piBHOBaxkHOMY cTaHi (80 Mr
3 pa3u Ha f00y) npussoauio po migsumerHs AUC Tta C,,,, 6ocenTany (125 mr 2 pa3u Ha 1o0y) Ha
49,8 % 42 % BigmoBigHO.



Oco06.1ue8ocmi 3acmocyeaHHsi.

IIo movaTKy Teparmii ciif 3i0paT MeIUYHUHM aHaMHe3 IMalliEeHTa Ta IPOBeCTH (isuKanbHe
00CTexX€eHHS [1s MiarHOCTUKU €PeKTUIbHOI IUCHYHKIIII Ta BU3HAYEHHS 11 MOXKJIMBUX ITPUYHUH.

daxmopu pusuky cepueso-cCy0UuHHUX 3ax80p08aHb. OCKINTbKM CTaTeBa aKTUBHICTh CYIIPOBOIXKYETHCS
TIEBHUM CEPLIEBUM PU3UKOM, [0 ITOYATKY OyIb-IKOT0 JTiKyBaHHS €PEeKTUIIbHOI AUCPYHKIII TiKap Mae
OLIIHUTH CTaH CEepIeBO-CYOUHHOI CUCTeMHU NallieHTa. CungeHadin YUHUTH CYAUHOPO3IKPIOBAIbHY
[1i10, 110 IIPOSIBISETHCS JIETKUM Ta KOPOTKOYACHUM 3HUKEHHSIM apTepiaabHOIr0 TUCKY (OUB. PO3AiN
«PapmakoguHaMika»). [Jo mpu3HaueHHS cuigeHadiny mikap Ma€e peTenbHO 3BaXKUTH, YU MOXKE TaKUi
eeKT HeCITpUSITINBO BIIUBATH Ha IAIli€HTIB i3 IEBHUMH OCHOBHUMHM 3aXBOPIOBAHHSIMHU, OCOOIUBO V
kKoMOiHa1ii 3i cTaTeBO0 aKTUBHICTIO. [0 MalieHTiB i3 MiBUIIIEHOI0 YYTIUBICTIO 10 BA30AUIIAaTATOPIB
HaJiexkaTh MalieHTH 3 06CTPYKIIi€l0 BUBIIHOTO TPAKTY JIiBOT0 LIIYHOYKA (HAIpUKal, CTEHO3 aOpTH,
rineprpodiyHa 06CTPyKTUBHA KapaiomiomnaTis) abo MallieHTH 3 PiAKiCHUM CUHAPOMOM
MYJIbTUCUCTEMHOI aTpodil, ODHUM 3 IPOSIBIB SIKOI € TSIXKKe MOPYLUIeHHS perysllii apTepiaabHOTO
THUCKY 3 00Ky BereTaTHBHOI HEPBOBOI CHCTEMH.

[TpemapaT MOTEHIIiIOE TiNOTEeH3UBHUM e(eKT HiTpaTiB (quB. po3min «IIpoTumoKa3aHHSI»).

Y nocTMapKeTHHTOBOMY IIE€PiOfii TOBIMOMIISIIIOCS PO TSIXKKi 1M06iuHi peakilil 3 00Ky ceplieBO-CyIHHHOI
CHCTeMHU, BK/II0Ualouu iHdapKT MioKapza, HecTabilbHy CTeHOKapZilo, palTOBY CEepPlLieBY CMEPTh,
IIIJTYHOYKOBY apUTMilo, lepeOpoBacKyIsSpPHI KPOBOBUIMBY, TPAH3UTOPHY illIEMiYHY aTaky,
apTepianbHy rimepTeH3ilo Ta apTepianbHy TiOTEH3ito, 0 3a YacoM 36iranucs i3 3acTOCyBaHHSIM
cunpeHadiny. V 6inpirocTi nauieHTiB icHyBanu GpakTopu pU3UKY CEPlIeBO-CyIUHHUX 3aXBOPIOBAHb.
Bararo Takux mo6iuHUX peakiiiif criocTepiranocs mifg yac abo ofpa3sy Iiciig CTaTeBOTO akTy i JIUIIe
KiflbKa Tpanuiocs HeBAOB3i MicNg 3aCTOCYBaHHA cuifeHadiny 0e3 ctaTeBoi aKkTUBHOCTI. ToMy
HEMOZKJINBO BU3HQUYUTH, YU [I0B'I3aHUY PO3BUTOK TaKUX MOOIYHUX peaklliii 0e31m0ocepenHbo 3
(dbaxTopaMu pU3UKY, YU IX PO3BUTOK 3YMOBJIEHUY iHIMUMYU YUHHUKaMU.

IIpiani3m. 3aco0u s NTiKyBaHHS €pEeKTUIbHOI AuchyHKILII, y ToMy uuchi i cungenadin, cmig
IpU3HaYaTy 3 00epPekHiCTIO NMallieHTaM 3 aHaTOMIYHUMU fedopMalligMu NeHica (TaKuMu K
aHTYyJIs1ig, KaBepHO3HUY (Hi6po3 abo xBopoba [lettponi) Ta maiieHTaM 3i cTaHaAMHU, IO CIIPUSIOTH
PO3BUTKY IIpiamniaMy (TaKUMH K CepIONOAiOHOKITITHHHA aHeMisl, MHOXKMHHA MierioMa abo nernkeMis).

[Ticna Buxony cunpeHadiny Ha pUHOK MOBIIOMJISIOCS IPO BUIIAAKU IIOJOBXKEHOI ePEKIIil Ta
mpiami3My. fAKIo epekiis TpuBae HoBIIe 4 TOANH, NallieHTaM CJIiff HeTaHO 3BePHYTUCS 3a
MeIUYHOI0 JOIIOMOr0. Y pa3si BiICyTHOCTI HeTalHOI0 JIIKyBaHHA IIpiali3M MOXKe IPU3BECTHU [0
MIOIIKOMXKEHHS TKaHUH IeHica Ta [0 CTiMKOi BTpaTH MOTEHIIil.

OO0HouacHe 3acmocyBaHHs 3 iHwumu iH2ibimopamu ®IIE5 abo iHwumu npenapamamu 045 AiKYB8aAHHSA
epekmuvHol ducpyHkuii. be3neky Ta eheKTUBHICTL OHOYACHOT'0 3aCTOCYBaHHS culigeHadiny 3
inmuMmu inribiTopamu ®IES abo iHmuMu mpenapaTaMu AJid JTiKyBaHHS TinepTeH3il TereHeBol
apTepii, o MicTATh cunpgeHadin (Hanpukinang «PeBalfio»), 4u 3 iHIIMMY IIpenapaTaMu Ojis TiKyBaHHS
epPeKTUIIbHOI UCOYHKIII He BUBYau. TOMy 3aCTOCyBaHHS TakKUX KOMOiHaIlill He peKOMeHJ0BaHe.

Bnaue Ha 3ip. Hagxomunu CriOHTaHHI TOBIJOMJIEHHS IPO BUHUKHEHHS Oe(QeKTiB 30py Ipu
3acToCyBaHHI cungeHadiny ta iHmwux iHridiTopis ®IES (gus. po3min «I1ob6iuHi peakirii»). 3i
CIIOHTAHHUX ITOBiAOMJIEHD Ta HAT/ISIOBOTO MOCIIMKEHHS BiqOMO ITPO BUMIAKH PigKiCHOI
HeapTepianbHOI TepeHbOI illeMiuHOI HEBPOIIAaTii 30POBOT0 HEPBA, MTOB’SI3aHO] i3 3aCTOCYBAHHIM
cunpenadiny Ta iHmux inriéiTopis ®IES (ouB. po3min «[Tobiuni peakuii»). [TamienTis cuin
IIOTIIEPEeAUTH, 110 Y Pa3i parnToBOro MOPYIIEHHS 30py 3aCTOCOBYBaHHS CUNAeHa]iNy CIlig IPUNUHUTH
Ta HEranuHO 3BePHYTHUCA A0 JiKaps (ouB. po3ain «IIpoTunoka3anasg»).



OodHouacHe 3acmocy8aHHA 3 pumoHasipoM. OmHOYACHe 3aCTOCYBaHHS CUAeHadilny Ta puTOHaBipy
He PeKOMEHIYEThCS (OuB. po3min «B3aemogmis 3 iHIIUMHU JTiKapCbKUMHU 3aco0aMu Ta iHI BUOU
B3aEMOTIN»).

OdHouacHe 3acmocysaHHs 3 baokamopamu a-adpeHopeuenmopies. IlalieHTaM, SKi 3aCTOCOBYIOTh
6110KaTOPU (-adPEHOPEIENITOPIB, 3aCTOCOBYBATHU CUmeHadin ciig 3 00epexkKHICTI0, OCKITbKY TaKa
KoMOiHalliss MOXke MPU3BECTH 00 CUMIITOMATUYHOI apTepialbHOI TinoTeH3il ¥ AeSKUX CXUTTbHUX [0
IIbOTO0 MaIfieHTiB. CUMIITOMaTAYHa apTepiajibHa TiMoTeH3id 3a3BU4all BUHUKAE MPOTATOM 4 rOouH
Iic/Is 3aCTOCyBaHHSA cunpfeHadiny. 3 MeTo0 MiHiMi3alil pU3UKy PO3BUTKY IIOCTYPasIbHOL TOTEH3il ¥
TaLiEHTIB, SIKi 3aCTOCOBYIOThH 6JI0KATOPU X-aip€HOPEIeNTOpiB, IXHil cTaH moTpibHO cTabinizyBaTu 3a
IOIIOMOT 00 6710KaTOPiB O-aipeHOPEeIenTOPiB 0 IMOYaTKy 3aCTOCOBYBaHHs cunmeHadiny. Takox cmin
PO3TITHYTH MOXKJIMBICTH 3aCTOCYBaHHS ITOYaTKOBOI H03u 25 Mr (OuB. po3min «Crocib 3acTocyBaHHS
Ta [1o3u»). KpiM Toro, cnifg npoiHndopMyBaTy Malli€HTIB, K OiATH y pa3i MOSBU CUMITOMIB
OPTOCTAaTUYHOI TimoTeH3il.

Bnaue Ha kposomeui. [JoCHifKeHHS TPOMOOIUTIB TIOAMHU IPOAEMOHCTPYBaIH, 1110 in Vitro
cunmeHadin MoTeHIi0e aHTAarperaiiliti eekTn HaTpito HiTponpycuny. Hemae xxonHoi indopmarii
mopo 6e3nmeKy 3aCTOCyBaHHS CUIAeHa(diny malieHTaMm i3 MopyLIIeHHSIMU 3TOPTaHHS KPOBi abo
TOCTPOI0 IENTUYHOI BUPa3Kok. TaKUM YMHOM, 3aCTOCYBaHHS CUIgeHa(Diny NalieHTaMu 1€l Tpynu
MOXKJIMBE JIMIIIE IIiCJIg PETEIbHOI OLIHKY CIIiBBiIHOLIEHHS KOPUCTI Ta PU3UKIB.

[Ticns 3acTocyBanHs mo3u 100 Mr 30opoBUM HOOPOBOJIBILSIM He CIIOCTEPIraaocs BIJIMBY Ha
MOPGOJIOTiI0 Ui PYyXOMiCTh CIIepMaTo30i1AiB (AuB. po3min «dapMakoguHaMiKa»).

Bmpama cayxy. JlikapsiM CJifl mopafuTy NalieHTaM IPUIUHUTY 3aCTOCYBaHHA iHTi6iTOpiB ®IIES,
BKJTIOHAIOYH I1e#l JTiKapChbKUM 3acib, Ta HeraHo 3BepPHYTHUCS 3a MEIUYHOT0 JOTIOMOI'00 y BUIIagKax
PanToBOrO 3HUXKEHHS YU BTpaTH CIyXy. I[Ipo 1i siBuIa, 0 TaKOXK MOXYThH CYIIPOBOIXKYBaTHUCS
[3BOHOM Y ByXaX Ta 3allaMOPOYEeHHAM, IIOBILOMIIAIOCS 3 acoLiallielo y Yacl i3 3aCTOCYyBaHHAM
iuri6iTopie ®JIES, BKmouarouu cungeHadin. BusHauuTy, uu 11i SBUIIA MPSIMO OB’ s13aHi i3
3acTtocyBaHHAM iHri6iTopiB ®IIES, uu 3 iHmuMu hakTopamMu, HEMOKIIUBO.

Oo0HouacHe 3acmocy8aHHA i3 2inomeH3u8HUMU npenapamamu. IlpenapaT YUHUTL CUCTEMHY
CyIVHOPO3IINPIOBAJIbHY [il0 Ta MOXKe Hafalli 3HUKYBaTU apTepiaJlbHUY TUCK Y MAlli€HTIB, AKi
3aCTOCOBYIOTh TiIIOTEH3UBHI JTiKapChKi 3aco0u. Y oKpeMoMy [OCIioKeHHi JTiKapCchKoi B3aeMOpii mpu
OJHOYAaCHOMY 3acToCcyBaHHi amnoputiny (5 Mr a6o 10 Mr) ta cunpenadiny (100 Mr) mepopasbHO
CIIOCTEPIranocs cepeqHe NOgaTKOBe 3HUKEHHS CUCTOIIYHOI'O TUCKY Ha 8 MM pT. CT. Ta
OiaCTONIYHOTO - Ha 7 MM PT. CT.

3axeoprBaHHA, W,0 Nepedarmscsa cmamesum WaAAXoM. 3aCTOCYBaHHS cunfeHadiny He 3aXulllae Bif
3aXBOPIOBaHb, 1110 ITepefaoThCSa CTaTeBUM LIIgXoM. CJlif IPOiHCTPYKTYBaTH MallieHTiB 00
HeoOxiIHUX 3ac00iB IJIs 3aXUCTY Bifl 3aXBOPIOBaHb, 1110 IIepealoThC CTATEBUM IIUISTXOM, BK/IIOUAI0YH
BipycC iMyHOmeQiIUTY TIONUHH.

3acmocysaHHA y nepiod sazimHocmi abo 200y8aHHs 2py00to.

Jlikapcekuii 3acib He MpHU3HAYEHU 719 3aCTOCYBaHHS XKiHKaM.

30amuicmb enaueamu Ha weudKicme peakuii npu KepysaHHi asmompaHcnopmom abo iHwumu
MexaHiamamu.



Ep0TOH® MOXKe MaTH He3HAYHHM BIIIMB Ha KEePYBaHHSA aBTOTPAHCIIOPTOM a0o iHmMKUMH MexXaHi3MaMH.

HocmimKeHb BIJIUBY IIpeNapaTy Ha 30aTHICTh KepyBaTU TPAHCIIOPTHUMH 3aco0aMu Ta IIpalloBaTH 3
IHIIMMU MexaHi3MaMu He poBoguiu. OCKiIbKY y XOOi KITiHIYHUX AOCHiAXKEHb 3aCTOCYBaHHS
cunpeHadiny moBimOMIISIIOCS PO BUMTAAKK 3allaMOPOYEHHS Ta MOPYIIeHHs 3 00Ky OpraHiB 30Dy,
mepeq TUM SIK CifaTH 3a KepMO TPAHCIOPTHOI0 3aco0y abo mpaloBaTH 3 MexaHi3MaMH, MallieHTaM
HeoOxifiHO 3’sicyBaTH, SIKOIO € IXHS iHAWBigyalbHa peakllis Ha 3aCTOCYBaHHS IIpelapary.

Cnocid 3acmocyeaHHsi ma do3u.
[Tpenapat 3aCTOCOBYBaTH IIEPOPAJIBHO.

I[lopocai. PekoMeHOBaHa J03a IIpenapaTy CTaHOBUTL 50 MT, 3aCTOCOBYBATH y pa3i HeoOXimHOCTI
npubnu3Ho 3a 1 rogUHY 10 CTaTeBOI aKTUBHOCTI. 3asie’kHO Bifi eeKTUBHOCTI Ta IEPEHOCHMOCTI
npernapary 03y MoxHa 30inbmutu 1o 100 Mr abo 3MeHImUTH [0 25 Mr. MakcuMasibHa
peKoMeHJoBaHa fio3a cTaHoBUTH 100 Mr. YacToTa 3aCTOCyBaHHS MaKCHMaIbHOI pEKOMEHI0BaHOI
03U IIperapaTy CTaHOBUThL 1 pa3 Ha mo0y. [Ipu 3acTocyBaHHi Ipemnapary mif 4ac npuioMy ixi mis
IpernapaTy MOXKe HaCcTaBaTH ITi3Hillle, HiXK IIpXA MOT0 3aCTOCYBaHHI HATIIE.

ITauienmu aimHvo20 8iKy. HeoOxigHiCTh y KOPEKIIii J03u [JIsg Halli€HTiB JIITHBOTO BiKy (= 65 POKiB)
BiCyTHS.

ITauieHmu i3 HUpKoBow Hedocmamuicmio. [I7g MalliEHTIB i3 HUPKOBOIO HEJOCTATHICTIO JIETKOTO Ta
IIOMIPHOTO CTYIIeHS TSXKKOCTi (KinipeHc kpeaTuHiny 30-80 Mi1/XxB) peKOMeHIOBaHa [103a IIpemnapary €
TaKOI0 X, K HaBeIEHO BUIlle V PO3Aiii «[Jopoci».

OCKinbKHY y TAIliEHTIB i3 HUPKOBOIO HEOCTATHICTIO TAKKOTO CTYIIeHs (KJIipeHC KpeaTUHIiHy

< 30 M11/xB) KJlipeHC cunpeHadiny 3HUKEHNH, CHIi PO3rISHYTH MOXKJIUBICTh 3aCTOCYBaHHS 03U
25 Mr. 3amexkHo Biff epeKTUBHOCTI Ta TePeHOCUMOCTI IIpenapaTy pyu HeoOXimZHOCTi 03y MOXKHa
30inmbIuTH TOCTYIIOBO 70 50 Mr Ta go 100 mr.

ITauieHmu i3 neuinko80 Hedocmamuicmto. OCKIIbKY Y MAI[iEHTIB i3 Ie4YiHKOBOI HEJOCTATHICTIO
(HampuKaf, UMPO30M) KIIipeHC cufeHadiny 3HUKEHUH, CIIif PO3T/ITHY T MOXKJIUBICThb
3aCTOCyBaHHS 003U 25 MT. 3a/IeKHO Biff eeKTUBHOCTI Ta IepPeHOCUMOCTI IIpernapaTy Ipu
HeoOXiMHOCTI o3y MOXKHa 30i/bIIUTH MOCTYIIOBO M0 50 Mr Ta mo 100 mr.

ITauienmu, AKi 3acmocoa8yomb iHWi AiKapcuki 3acobu. SAKIO MalliEHTH OOHOYACHO 3aCTOCOBYIOTh
inri6itopu CYP3A4 (muB. po3nin «B3aeMofis 3 iHIMMMY TiKapChKUMM 3acobaMu Ta iHII BUOK
B3a€EMOZiN»), CIIif PO3TISHYTU MOXKJIUBICTh 3aCTOCYBaHHS II0YATKOBOI 103U 25 MT (3a BUHATKOM
PUTOHAaBIipy, 3aCTOCYBaHHS SKOT0 OHHOYACHO i3 cungeHadiioM He peKOMEHOY€ETLCS, OUB. PO3ALN
«Oco0IMBOCTI 3aCTOCYBaHHS»).

3 MeTOI0 MiHiMi3allil pU3uKy PO3BUTKY IOCTYyPajIbHOI TillOTEH3ii y MallieHTiB, SKi 3aCTOCOBYIOTh
6710KaTOPU (-agPEHOPEIENTOPIB, IXHil cTaH NOTPiOHO cTabini3yBaTH 3a HOIIOMOr00 0JI0KaTOPiB a-
agpeHOpPeLenTopiB A0 T0YaTKy 3aCTOCOBYBaHHSA cungeHadiny. TakoxX Cilif pO3rIsSHYTH MOXKJIUBICTh
3aCTOCYBaHHS ITOYATKOBOI 003U 25 Mr (guB. po3min «Oco6IuBOCTI 3aCTOCYyBaHHS» Ta «B3aemofis 3
iHIITIMM JTiIKapChKUMHM 3aC00aM¥ Ta iHIIN BUOY B3aEMOIii»).

[Tpu npu3HaveHHi cunpgeHadiny y gosi 25 Mr 3acTOCOBYBaTH IIpelapar y BigmoBimHOMY m03yBaHHI a0
JIiKapChKi#t hopMi.



Himu. Jlikapcbku# 3acib He MOKa3aHUU A0 3aCTOCYBaHHS oco0aM BikoM o 18 pokis.

IlIepedo3yeanHsi.

[Tig yac 3acTocyBaHHS pa3oBoi f03u cunpeHadiny mo 800 mMr mobiuHi peakuii Oymu momiOHUME [0
THX, 1110 CIIOCTePiraaucs Mpu 3aCTOCYBaHHI cunmeHadiny y HUXKYKX [03aX, ajie 3yCTpidanucs
yacTime Ta Oyiu GinbIN TSXKKUME. 3aCTOCOBYBaHHS cungeHadiny y mo3i 200 Mr He IPHU3BOAKIIO [0
nigBuUIeHHsS e)eKTUBHOCTI, ajie CIPUYMHSIIIO 3POCTAHHS KiJTbKOCTi BUTIAAKIB PO3BUTKY MOGIYHUX
peaxiiiit (roloBHOTO 60JTI0, IPUTINIMBIB, 3alIlaMOPOYEHHS, MUCIEICii, 3aKJIafieHOCTi Hoca, TIOPYIIEeHb 3
00Ky oprasis 30py).

Y pagzi nepeno3yBaHHs IpU HEOOXIMHOCTI CIifl BHaBaTHCS OO 3BUYANHUX MiATPUMYIOUYUX 3aX0iB.
[IpruckopeHHS KIIipeHCy cungeHadiny pu reMofiai3i MaloiMOBIipHEe Yepe3 BUCOKUY CTYIIiHb
3B’A3yBaHHS IIpemnaparty 3 OilKamMu nj1a3Mu KPOBi Ta BiICYTHICTH efliMiHallil cunpeHadiny i3 ceyero.

ITo6iuni peakuii.

Hattuacririe moBigoMIsiiocs Mpo Taki mobivHi peakiiii, K rOJIOBHUY 0iNlb, IPUIITUBY, TUCIIEIICIs,
3aKJIafieHiCTh HOCA, OiNb y CIIKHI, 3allaMOPOYEHHS, HYyAO0Ta, IPUILINBY XKapy, IIOPYIIEHHS 30Dy,
I[iaHOIICisl Ta 3aTyMaHEHHS 30py.

Yci kniniyHO 3HauyImi Mo6ivHi peakiril, 110 CIIOCTePiraaucs Iif Yac KIIiHIYHUX JOCTIiIXKeHb YacTille,
HiX IIPU 3aCTOCyBaHHi I1ale60, HaBeJeHO HUXKYe BifNMOBiIHO M0 Knacudikallil cucTeM oprasis Ta
YacTOTH: OyXke 4dacTo (= 1/10), wacto (= 1/100 — < 1/10), HevacTo (= 1000 — < 1/100) Ta pigko (=
1/10000 — < 1/1000). Kpim Toro, yacToTa KJIiHiYHO 3HAUYIIUX TOOIYHUX peaklliii, Mpo sKi
IIOBIAOMIIAJIOCS y pPaMKaX [LOCBIMYy 3aCTOCYBaHHA IICJIsA BUXOAY HAa PMHOK, BU3HAYeHa AK HeBimoMma. Y
MexKaX KOXKHOI I'PYIH 3a 4aCTOTOIO0 IMOOiuHi peakilil HaBe[eHi y MOPSAKY 3MeHIIEeHHS IX CEPHO3HOCTI.

IHdexkilHi Ta iHBa3WBHI 3aXBOPIOBAHHS.

Heuacmo: puHiT.

3 60Ky iMyHHOI CUCTEMH.

Hevacmo: rinep4yTIuBiCTb.

3 60Ky HEPBOBOiI CHCTEMH.

IIyoce wacmo: TonoBHUM Bifb.
Yacmo: 3arraMOpPOY€eHHS.
Heuacmo: COHNUBICTS, TimecTesis.

Pioko: iHCynbT, TPDAH3UTOPHA illleMiYyHa aTaka, CyqoMu*, pelUuAuBYU CyIoM*, CUHKOIIE.

3 60Ky OpraHiB 30py.



Yacmo: opyIleHHs CIPUUAHATTS KOIbOPiB**, po3maau 30py, 3aTyMaHEeHHS 30Dy.

Heuacmo: po3naau clnbo30BUAINTEHHI***, 0ib B 09ax, poTodo0is, PoTorncis, rinepeMis odel,
SICKPaBICTh 30PY, KOH IOHKTUBIT.

Pioko: HeapTepiasibHa NIepegH illleMidyHa HeUpoIaTisa 30pOBOr0 HepBa*, OKJII03isd CYyAUH CITKiBKU*,
peTUuHaNIbHUM KPOBOBUIIUB, apTEPIOCKIIEPOTUYHA PETUHOIATIS, MOPYIIEHHS 3 00KY CiTKiBKH,
riaaykoma, 0eQeKTH MoJist 30PYy, OUIIIOINis, 3HUKEeHHS T'OCTPOTH 30Dy, MioOIlis, aCTEHOIIis, MlaBaloydi
IIOMYTHIHHSI CKJIOBUIHOTO Tijla, OPYIIeHHs 3 60Ky pauayKHoi 0007I0HKH, Mipia3, IosiBa CAIOYUX
KPYTiB HABKOJIO [2Kepesia CBiT/a (rajo) y mosi 30py, HabpsK o4ell, MPUIyXJIiCTh O4el, MOPYIIeHHS 3
00Ky ouel, rimepeMisi KOH IOHKTHUBH, TIOOpPa3HeHHs 04Yel, aHOMaJbHi Bif4yTTs B 04aX, HabpsK IMOBIK,
3HeOapBIIeHHS CKIIEPH.

3 OOKY OpraHiB CIYXy Ta BECTHOYIIPHOTO anapary.
Heuyacmo: 3artaMOpOY€eHHS, O3BiH y ByXax.

Pioko: rnyxora.

3 6OKy cepIis.

Heuacmo: Taxikapgisi, mocuieHe ceprebuTTs.

Pioko: panToBa ceplieBa cMepTh*, iH(apKT MioKapaa, IUTyHOUYKOBa apuTMis*, GhiOpunsiis
nepercepnb, HectabilbHa CTEHOKAPMis.

3 00Ky CyIWH.

Yacmo: TPUIINBY KPOBi IO 00IMYYS, IPUINBYU XKapy.

Heuacmo: apTepianbHa rinepTeH3isa/TinoTeHsis.

3 OOKY pecnipaTOpPHOi CHCTEMH, TPYOHOI KIITKM Ta CEePeNOoCTiHHS.

Yacmo: 3aKIadeHicTs Hoca.

Heuacmo: HOCOBa KpOBOTeYa, 3aKJIafieHiCTh MPUOAaTKOBUX I1a3yX HOCA.

PidKo: BimuyTTs1 CTUCHEHHS Y TOPJIi, HAaOPSK CI130BOi 000JIOHKK HOCA, CYXiCTh Y HOCI.
3 OOKY IIITYHKOBO-KUIITKOBOT'O TPAKTY.

Yacmo: HynoTa, OUCIIEICiA.

Heuacmo: ractpoe3odareanbHa pedrokcHa xBopoba, O1roBaHHS, Oiflb y BEpXHil YaCTHHI JKUBOTA,
CyXICTb y POTI.

Pioko: rinecTe3isi pOTOBOI IOPOXKHUHU.
3 OOKY LIKipK Ta NifIIKipHOi TKAHUHH.
Heyacmo: BucCUIlaHHS.

Pioko: cuagpoM CriBeHCa — [I?)KOHCOHa*, TOKCUYHUM elliflepMaJibHuN HEeKpoJi3*.



3 OOKY OIOPHO-PYXOBOTO anapaTy Ta CIOJIYYHOl TKaHWHH.

Heuacmo: mianris, 0inb y KiHITiBKax.

3 OOKY CEeYOBUIINBbHOI CUCTEMH.

Heuacmo: rematypis.

3 60Ky QGHQOEyKTI/IBHOi CHCTEMH Ta MOJIOYHHX 3aJI03.

Pigko: KpoBoTeda 3i CTAaTEBOI0 4JieHa, Ipiami3m*, reMaTocnepMmisi, IOJOBXKeHa epeKIIis.

3arabHi po3nagu.

Heuacmo: 6inb y TpyAsix, MigBUIleHa BTOMJTIOBAHICTh, Bif4yTTS XKapy.

Pi0oKo: mompa3HeHHS.

OO6CTexeHHS.

Heuacmo: migBuIieHa 4aCcTOTa CEPIIEBUX CKOPOUYEHb.

* [ToBigOMIIAIOCS JIMIIE TIifi Yac HOCIIIXKEeHHS IiCIg BUXOAY IIpernapaTy Ha PUHOK.

** TlopyIleHHS CIPUUHATTS KOJIBOPY: XJIOPOIICis, XpOMATOIICis, iaHOIICis, ePUTPOIICisI, KCAHTOIICid.

*** TlopylIeHHS CbO30BUMINIEHHS: CYXiCTh B 04aX, IOPYIIEHHS CIbO30BUAINIEHHS Ta MiABUIIEHHS
CJIbO30BU[I1JIEHHS.

Huxue3a3HaueHi gBHUllla criocTepiranucsa y < 2 % NallieHTiB; IPUYMHHNUN 3B’930K HEe BU3HAUEHUM.
[ToBimOMIEHHS BKIIIOYasIU SBHUILA, 110 MaIul KUMOBIPDHUM 3B’SI30K i3 3aCTOCYBaHHSM IIpemnaparty. He
Oynu 3a3HaveHi SBUIIA, SKi Oy/IM TeTKUMU Ta IMOBiOOMIIEHHS IIPO SKi Oy/Tx Oy:Ke HEeTOYHUMH, 1100
MaTHU 3HaYeHHS.

3aeanvhi. Habpsk obmuyysi, peakiii GOTOUYTINUBOCTI, 110K, acTeHis, 6ifib, panToBe MagiHHs, Oinb y
JKMBOTI, PalTOBE MOIIKOIXKEHHS.

3 60Ky cepueso-cyOuHHOI cucmeMu: CTeHOKapis, aTpioBeHTPUKYIISIpHa 010Kafa, MirpeHs,
IIOCTYypaJibHa TilnoTeH3is, imeMis Miokapaa, TpoM003 CyIHuH IOJIOBHOTO MO3KY, PallTOBa 3yIMHKA
cepid, nopymenssd Ha EKI, kapoioMmionaris.

3 60Ky WAyHK0BO-KUWKOB020 MPAKmMY: TTIOCUT, KOJIiT, mucdaris, TaCTPUT, TaCTPOEHTEPUT, €30(¢arir,
CTOMAaTHUT, BiTXUJIeHHS Bifl HOPMaJIbHUX pe3yIbTaTiB MeYiHKOBUX P00, peKTalbHa KPOBOTEUa,
TiHTIBIT.

3 boky cucmemu Kposi ma AiMpamuyHoi cucmemu: aHEMIiS, TEUKOTIEHiS.

3 6oky memaboai3my ma xapuyeaHHs: clpara, HabpsK, mogarpa, HectabinpHu miaberT,
rinepriikeMis, nepudepuyHi HaOPSKY, TinepypuKeMis, TilloTIiKeMis, rimepHaTpieMis.

3 60Ky ckesnemHo-M’ 5130801 cucmemu: apTPUT, apTPO3, PO3PUB CYXOKUJIISI, TEHOCUHOBIT, Gillb y
KiCTKax, MiaCTeHis, CUHOBIT.



3 60Ky Hepsosoi cucmemu: aTaKcCisi, HeBparisi, Helpomarisi, mapecTesisi, TpeMop, BEPTUTO, Oenpecis,
0e3CoHHS, aHOMaJIbHi CHOBUIIHHS, 3HUKEHHS pedIIeKcis.

3 6oky OuxaabHOi cucmemu: acT™Ma, IUCITHOE, TaPUHTIT, GapUHTIT, CHHYCUT, OPOHXIT, IOCUIIEHE
CIIMHOBHUMIJIEHHS, IOCUJIEHHS KalIlJTio.

3 6oky wkipu: KPONuB'IHKA, reprec, cBepOixk, MTIKUBICTb, BUPA3KM LIKipH, KOHTAKTHUHM epMaTHT,
eKkc(homiaTUBHUM IepPMaTHUT.

CneuuciuHi 8i0uymmas: panToBe 3HUXKEHHS YU BTpaTa CNyXy, Oi/lb y ByXaX, KDOBOBHUIUB Y OKO,
KaTapakTa, CyXiCThb B O4ax.

3 60Ky ypoeeHimasnvHOi cucmemu: UUCTUT, HIKTYPist, MigBUINEHA YaCTOTA CEYOBUITYCKAHb,
30inbIIEHHST MOJIOUHUX 3aJ103, HETPUMaHHS Cedi, MOPYIIeHHS esKyslil, HaOpsSK cTaTeBUX OpPraHiB,
aHOprasmisd.

IocBin 3aCTOCYBaHHS Mic/s BUXOOY Ha pUHOK. [Ticns Buxony cunpeHadiny Ha puHOK Oynu

imeHTH(iKOBaHI HUXYe3a3HauyeHi mobiuHi peakmii. OCKiIbKY PO TaKi peaxiiii MoBimoOMIISIOTh
noOpOoBiTbHO, HEe 3aBXKAKU MOXKHA JOCTOBIPHO OI[IHUTH iX YaCTOTY Ta BCTAHOBUTHU MIPUYMHHUM 3B 30K
3 [Ii€10 JIiKapChKOTOo 3acoby.

Cepueeo-cy0uHHi ma uepebposackyasapHi seuuid. [ToBimOMIIAIOCS PO CEPHO3Hi CepLeBO-CyIUHHi,
11epe0pPOBacKy/IIpHi Ta Cy[IMHHI SIBUIA, BKITI0Ya0un 11epedpoBacKyIspPHY KPOBOTEYY,
cybapaxHoifanbHy Ta BHYTPILIHbOIIEpeOpaIbHy KPOBOTEUY Ta JIETEHEeBY KPOBOTEUY, 1110 OyTH
TI0B’sI3aHi B 4aci i3 3acTocyBaHHAM cuigeHadiny. ¥ Ginpurocti nauieHTiB 6ynu HasiBHI hakTopu
CepleBO-CYAMHHOTO PU3uKYy. [ToBigomisisiocs, 1o 30e6ibiIoro 11 SBuilla BUHUKATH IIif 9ac abo
OfIpasy Iicysl CTaTeBOi aKTUBHOCTI, Ta MOOEKOIIH 11i SBHUIla BUHUKAIM Biipa3y IicjIs 3aCTOCYyBaHHS
cunpeHadiny 6e3 cekcyanbHOI aKTUBHOCTI. [HKONYM YCKIagHEeHHS BUHUKAJIU IIPOTSATOM HaCTYITHUX
KiIbKOX TOOMH 4¥ [HIB IiC/s 3aCTOCYyBaHHSA cuimeHadiny Ta ctaTeBol aKTUBHOCTI. HeEMOXITHBO
BCTAHOBHUTH, YU MalOTh IIi SBHUILA IPSIMUY 3B'I30K i3 3aCTOCYBaHHSIM IIpenapary, 3i CTaTeBOI0
aKTUBHICTIO, 3 HAsIBHUMU (aKTOpaMy PU3UKY, UM i3 KoMOiHa1i€ro uux ¢HakTopiB, Yy 3 iHIIUMU
dbakTOpaMu.

KposoHocHa ma aimpamuyHa cucmemu: Ba300KTI03UBHUY KPHU3. Y HEBEJIUKOMY 3aBUaCHO
IPUNMHEHOMY OOCIiXKeHHI IIPX 3aCTOCYyBaHHI cungeHadiny maiieHTaM 3 JIeTeHeBOI0 apTepialbHO0
rimepTeH3i€0, BTOPHHHOIO MO0 CEePIONONi0HOKIIITHHHOI aHeMil, pO3BUTOK Ba300KIIO3UBHUX KPU3iB,
o notpebyBasny rocimiTaisatlii, CriocTepiraBcs YacTillle, HiXK IIpX 3aCTOCOBYBaHHI Iaiie6o.
KriniuHe 3HaYeHHS WX JaHUX M7 MAlliEHTIB, SKi 3aCTOCOBYIOTh CUNOeHadin 3 METOIO JTiKyBaHHS
€PEKTUbHOI AUC)YHKII, € HEBiHOMUM.

Hepeosa cucmema: TpUBOXKHICTh, TPAaH3UTOPHA I100aIbHa aMHe3id.
CneyuciuHi giouymma.

Cayx. ITicng BUXomy npenapaTty Ha PUHOK [TOBILOMIISIOCS IIPO BUIIAOKKU PANITOBOTO 3HUKEHHS YU
BTPaTH CIIyXy, IOB’sI3aHi y 4aci i3 3acTocyBaHHAM cuifeHadiny. Y mesKux BUNagkax IOBiLOMISAIOCS
IIPO HasBHICTh MEJUYHUX CTaHIB Ta iHMKX (aKTOPiB, 1[0 MOTJIX BifirpaTu pojib ¥ PO3BUTKY MOOIUHUX
peakxiiiit 3 60Ky cnyxy. Y 6araTbox BUIagKax iHGpopMalis oo momaabioro MeguyHoro
CIIOCTEpPEeXKEeHH BiACyTH. BU3HayuTH, YU 11l ABUILA [IPSAMO II0B’3aHI i3 3aCTOCyBaHHAM IIpernaparTy
cunpeHadiny, 3 HagBHUMU (paKTOpaMu PU3UKY BTPATH CIyXy, 3 KoMOiHalli€lo ux ¢pakTopiB 4u 3
iHIMMMU paKTOpamMu, HeMOXKJIKBO.

3ip. TuM4acoBa BTpaTa 30py, IOYEPBOHIHHSA O4el, TeYiHHA B 04aX, MifBUILeHHS BHYTPILIHbOOYHOTO



TUCKY, HaOpSK CiTKiBKH, CyIMHHI 3aXBOPIOBAHHS CITKiBKM YU KPOBOTEYa, BifllapyBaHHS
CKJIONOAiOHOrO Tina.

[Ticns Buxomy npemnapaTy Ha PUHOK PiKO MOBiAOMIISIOCS IIPO BUIAOKKM HeapTepiaabHOl epegHbo1
ilmemiyHOI HeBpomarii 30pOBOT0 HEPBA, III0 € IPUUUHOIO 3HUXKEHHS 30PY, BKIIIOYal0Yu HEOOOPOTHY
BTPaTy 30pYy, sKi Oynu noB’s3aHi y 4aci i3 3acTocyBanHaM iHribitopis ®IES, y Tomy 4yuchni
cunpeHadiny. barato 3 naiieHTiB Maau aHaTOMiuHi a0 CyguHHI GaKTOpPU PU3UKY PO3BUTKY
HeapTepianbHOI TepPeHbOI ilMeMigyHOI HEBPOIIaTii 30pPOBOT0 HEPBA, BKITIOYAIOYM TaKi: HU3BKE
CITIiBBimHOIIIEHHS AiaMeTpa eKCKaBallil Ta JuCKa 30pOBOr0 HEpBa (3aCTiliHUIM IUCK 30pOBOT0 HEPBA),
BiK Bif 50 pOKiB, apTepianbHa rinepTeH3isa, 3aXBOPIOBaHHSA KOPOHAPHUX apTepiy, rinepuinigemMisa ta
nasinHsa. HeMoXIMBO BU3HAUUTHU, YU I SIBUIITA IIPSIMO TIOB’sI3aHi i3 3acTOCyBaHHSAM iHTi6iTOPIB
®MIES, yu 3 HasBHUMH aHATOMIiYHUMHU ab0 CyoguHHUMU QaKTOpaMu PU3UKY, YU 3 KoMOiHalli€o 1IHX
BCix (DaKTOpiB, 4u 3 iHIMUMH (HaKTOpPaAMHU.

38imysaHHs npo nido3ptosaHi nobiuHi peakuii. [ToBimomieHHs npo mobivHi peakilii micns peecTpartil
JiKapChKOT0 3ac00y Ma€ BeNluKe 3HaueHHs. Lle mae 3MOTy ITPOBOAUTH MOHITOPUHT CIIiBBiTHOIIEHHS
KOPHCTH/PU3UK IIPH 3aCTOCYBaHHI IIHOTO JIiIKapChKOT0 3ac00y. MeouyHUM Ta papMalleBTUUHUM
mpalliBHUKaM, a TaKOX MallieHTaM a0o iXHiM 3aKOHHUM IIpeiCTaBHUKAM CJIifl TIOBiIOMIISITH TIPO yCi
BUITQMIKH ITig03pI0oBaHuX MOOIYHUX peakiliii Ta BiICyTHOCTi e(eKTUBHOCTI JIiIKapChKOT0 3aco0y uepes
ABTOMaTH30BaHy iHGOPMaIiiHy cucTeMy 3 ¢hapMaKOHarIsaoy 3a

nocunaHHaM: https://aisf.dec.gov.ua .

Tepmin npudamHocmi. 5 POKiB.

YMmoBH 30epiranssi.
30epiraTu B OPUTiHANBHIN YIIaKOBI TpU TeMIepatypi He Bute 25 °C.

30epiratu y HegOCTYIIHOMY OJIS1 OiTeU MiCIIi.

YnakoBka.

Tabmetku 1o 50 Mr, mo 100 Mr Ne 1 (1 X 1), Ne2 (2 X 1), Ned (4 x 1), Ne 8 (4 X 2) y GmicTepi, y mautii.

Kareropis Bigmycky.

3a peLenToM.

BUpPOOHHK.

[TPAT «OITOPAPM».


https://aisf.dec.gov.ua/

Micue3HaxoaKeHHsI BHPOOHHKA Ta MOro aJpeca MicCIsi IPOBaJKeHHsI Tis/IbHOCTI.

Vkpaina, 84500, [Tounenpka 001., M. BaxmyT, Byn. Cubipiesa, 2.

3asiBHHK.

[TPAT «OITOPAPM».

Y pasi suHukHeHHs nobivHUX peakuit abo 3anumaHs w,000 6e3neku ma egpekmugHocmi
3acmocyeaHHs AiKapcbko20 3acoby npocumo 3eepmamucs 00 8i00iny papmaxorazandy ITPAT
«@ITO®APM>» 3a Homepom menepoHy 38 (044) 390 52 96 abo nepelimu 3a NOCUAAHHAM
https://fitofarm.ua y po30ia «®apmakoHaza5i10» ma aubpamu 3pyyHutl cnocib.

Micune3HaxoaKeHHs 3asiBHHKA.

Vkpaina, 02092, micto KuiB, Bysn1. AnMaTUHCBKa, 6yauHOK 12.

IHCTPYKIIISI
IJIs1 MEIUYHOT 0 3aCTOCYBaHHS JIIKapChKOT0 3aC00y
EPOTOH®
(EROTON)
Cknao:

ditoua pevosuHa: sildenafil;
1 TabneTka MicTUTh cunmeHadiny UTPaTy y mo3ax, ekBiBameHTHuX 50 Mr ab6o 100 Mr cungeHadiny;

donomidicHi peyo8uHU: Kanbllito TimpodocdaT gurigpar, 1enaion03a MiKpOKpPUCTaIiyHa, KOMOBIgOH,
KPEeMHil0 TioKCuM KOonoigHu# Oe3BOIHUM, TalIbK, MATrHil0 CTeapaT, HaTPil0 KpoCKapMeso3a, KpoxMallb
KapTOIUISHUH,

Jlikapcbka ¢popma. TabneTku.


https://fitofarm.ua

OcHosHi (pi3uko-xiMiuHi 81acmusocmi: TabneTKu 6isI0OT0 KOIBOPY, OBOOIYKJI, IIeCTUTPaHHI (hopMu
«HEXAGON»), 3 mo3Haukoio «®» 3 060x OOKiB.

dapMakoTepaneBTHYHA rpymna. 3acobu, sKi 3aCTOCOBYIOTh IIPU €PEeKTUIIbHIN quCYHKITII.
Cunpenadin. Kog ATX G04B E03.

Papmakono2iuHi e1acmueocmi.
®apmakoduHamika.

Mexaniam gii. CungeHadin € mepopaibHUM MIpeapaToM, 1[0 3aCTOCOBYIOTh OIS TiKyBaHHS MOPYLIEHb
epexiiii y 4onoBikiB. [Ipu ctaTeBoMy 30yIKeHH] IIpenapaT BifHOBIIOE 3HUXKEHY ePEKTUIIbHY (PYHKITiIO
IIJIAXOM [IOCUJIEHHS IIPUTOKY KPOBI [0 IIeHica.

dizionoriyHuii MexaHi3M, 110 3yMOBIIIOE €PEKIIil0, BKITI0YaE BUBIIbHEHHS OKUCY a30Ty (NO) y
KaBepHO3HUX TiJlaX Iifi 4ac cTaTeBOro 30ymKeHHs. BUBIMTbHEHUN OKCH[ a30Ty aKTUBYE (pepMeHT
TyaHinaTIKKIa3y, 1[0 CTUMYJIIOE MiABUINIEHHS PiBHS UUKIIIYHOTO I'yaHO3WHMOHOpochaTy (I M), 110,
y CBOIO Yepry, CIpUUMHSIE POo3CcaabieHHs IIagKol MyCKyIaTypy KaBePHO3HUX TiJl, CIIPUSIOYHN
IIPUTOKY KPOBI.

Cunpenadin € moTyKHUM Ta CeleKTUBHUM iHribiTopom I’ M®-cnenudiuxoi hochomiecrepasu 5
(POES) y kaBepHO3HUX Tinax, ge ®IES Binmosimae 3a po3nag ul M®. Edektu cunmenadiny Ha
epexKl1lito MarTh nepudepudHui xapakrep. CunneHadin He ynHUTL 6€3M0CEPEIHBOI pelTaKCyooyoi i
Ha i30/1hOBaHi KaBePHO3Hi Tina JIIOAWHY, ajie MOTYXKHO IOCUITIoe po3cnabioouy fito NO Ha gaHy
TKaHUHY. [Ipu akTuBanii MetabosnigyHoro nuisixy NO/ul'M®, mio BinOyBa€eThCs IIpH CTATEBIi
ctumynsiii, inrioyBanus cunmeHadinom O®IES npu3BoguTh O0 HigBuilleHHs piBHS UL MO y
KaBePHO3HUX Tilax. TaKUM YMHOM, OJISI TOTO, 1100 cungeHadin COpUYUHSIB MOTPIOHMIM
dbapmakosoriuaui eekT, HeoOXimHe cTaTeBe 30yIKEHHS.

BnnuB Ha dapMakogrHaMiky. JOCTiAXKEeHHS in Vitro MpooeMOHCTPYBaJH, 110 cunaeHadin €
cenexktuBHuM 1mono ®IIES, ska 6epe aKTUBHY y4acTh y Ipolieci epekiil. Bonus cungenadiny Ha
®IES moTyXHIimIKY, HiXK Ha iHII BigoMi pocdopiectepasu. e edhekT y 10 pasiB mOTyXKHIIINK, HiXK
edekT BrnuBy Ha OJIEG, 110 6epe y4acTh y mpoiiecax GoTonepeTBOPEHHS Yy CiTKiBLi. [Tpu
3aCTOCyBaHHI MaKCHUMaJIbHUX PEKOMEHIOBaHUX 103 CEJIeKTUBHICTE cunaeHadiny mopo O®IES y

80 pa3siB nepesuilye oro ceaekTuBHiCcTh moa0 ®IIE1, y 700 pasis Buina, Hix mogo O®IE2, OIIE3,
®IE4, ®OE7, ®JES, ®IE9, ®IE10 Ta ®IIE11. 30KpeMa, ceneKTUBHICTh cunaeHadiny mogo ®IIES y
4000 pasiB nepeBHUIy€e 10TO CeneKTUuBHICTH momo ®IE3 - tAMO-cneuudiyxol i3odopmu
docdomiecTepasy, 110 Oepe y4acTh y Perysiiii cepiieBol CKOPOTIUBOCTI.

dapmaxoKiHemuxka.

A6copbitis. Cunpenadin mBupnko abcopOyeThes. MakcuMalbHi [171a3MOBi KOHIIEHTpallii mpemnapaTy
nocsrarTbes npoTaroM 30-120 xBunuH (i3 Megianoio 60 XBUIKMH) MiCIIS MOTO MTEPOPAIbHOTO
3acTtocyBaHHS HaTile. CepenHs aOcomoTHa 6i0IOCTYHICTS IiC/Is TepopaibHOr0 3aCTOCYBaHHS
cTaHOBUTH 41 % (3 miama30HOM 3HadeHb Bif 25 10 63 %). Y pekoMeHOBaHOMY [fiana3oHi 703 (Big 25
no 100 mr) noka3uuku AUC Ta C,,, cungeHadiny micns #oro nepopaabHOro 3aCTOCYyBaHHS
MigBUILIYIOTHCS IPOIOPIINHO [0 AO3H.

[Tpu 3acTocyBaHHi cungeHadiny mig 4ac npuitoMy ixi cTyminb abcopOilii 3HUKYETLCS i3 cepeHiM



mofgoBxkeHHIM T, o 60 XxBUNUH i cepenHim 3HuKeHHAM C, ., Ha 29 %.

Posmnopin. CepenHiit piBHOBaxkHUM 00’eM po3nopiny (V,) ctanoBuTh 105 miTpiB, 110 CBiAYUTH PO
PO3IOLLN ITpenapaTy y TKaHWHaX opraHi3my. I1icyis oqHOKpPaTHOIO IIepopasibHOTO 3aCTOCYBaHHS
cunpeHadiny B mo3i 100 Mr cepenHsl MakcuMaJsibHa 3arajibHa IJla3MoBa KOHIIEHTpalis cungeHadiny
CTaHOBUTH npubnu3Ho 440 ur/mn (koeditieHT Bapiatii ctanoBuTh 40 %). OCKiNnbKYU 3B’sI3yBaHHSA
cunpeHadiny Ta “oro rosoBHOro N-gecMeTun-metabomniTy 3 6inkamu mira3mu gocsarae 96 %, cepemus
MaKCuMaJlbHa IJla3MOBa KOHIIeHTpallis BilbHOTO cunaeHadiny mocsrae 18 ur/mn (38 amons). CTymiHb
3B’s3yBaHH4 3 OiTKaMu IIJTa3MU KPOBi He 3a/Ie’KUTh Bifl 3arajlbHUX KOHLEHTPAIlil cunneHadiny.

Y 3mopoBux M06GPOBOIBILB, SKi 3aCTOCOBYBaU cunigeHadin ogHokpaTHo y 703i 100 Mr, uepes
90 xBunuH B edkynATi Bu3Hadanocs Menie 0,0002 % (y cepenaboMy 188 HT) 3acTOCOBaHOI HO3H.

Biorpancdopmariiisi. Metabomniam cunmeHadiny 3ailiCHIOEThCS TOJIOBHUM YMHOM 3 y4aCTIO
MikpocoMasnbHUX i30¢epMeHTiB nedinku CYP3A4 (ronosuui nuisix) Ta CYP2C9 (opyropsAgHuy MUIsX).
[onoBHUY HKUPKYITIOIYUY MeTabOoJIiT yTBOPIOETHCS NUISIXOM N-IeMeTU/II0BaHHS CUaeHadiny.
CenekTuBHicTh MeTabomiTy BitHocHO ®JIES mopiBHSAHHA 3 CEJIEKTUBHICTIO cueHadiny, a akTUBHICTh
MeTabomiTy BigHocHO ®IIES cTaHOBUTH MpubIu3HO 50 % aKTUBHOCTI II0YATKOBOI PEYOBUHH.
[Tna3MoBi KOHIIEHTPAIlil ITbOor0 MeTaboIiTy CTaHOBIATH MPubIu3HO 40 % KOHLEeHTpallil cunmeHadiny
y m1a3Mi KpoBi. N-neMeTunpoBaHUN MeTabOoJIiT 3a3Ha€E MofanbiIoro Metabomniamy, a nepiox #oro
HaliBBUBEEHHS CTAHOBUTH MPUONIU3HO 4 TOOUHU.

Eniminarisa. 3aranbHuil KiipeHc cungeHadiny ctaHoBUTSH 41 j1/rof, 3yMOBJIIOI0YH II€Piof 10T0
HaliBBUBEOEHHS TPUBAJIICTIO 3-5 rOfUH. fK MiC/IsA NepopaabHOro, Tak i MiC/is BHYTPILIHBOBEHHOT O
3aCTOCYBaHHS eKCKpelis cunpeHadiny y BUTTISAi MeTa0oIIiTiB 3MiliCHIOETLCS TOJIOBHUM YUHOM i3
KajoM (mpuOnmu3no 80 % 3acTOCOBAaHOI TePOPAJIbHOI 103H1) Ta MEHIIIO MipoIo 3 ceuyelo (MpubIu3HO
13 % 3acToCOBaHOI IIEePOPAJILHOI NO3H).

dapmakoKiHemuka 8 ocobausux 2pyn nayieHmias.

[NanieHTH JIITHHOTO BiKY. Y 3M0OPOBUX HOOPOBOJIBIIIB JIITHROTO BiKY (BiKOM Bif 65 PoKiB) Bim3Havamocs
3HUKEHHS KIIipeHCy cuiigeHadiny, 110 3yMOBJIIOBAIO MiIBUIIEHHS 111a3MOBUX KOHIIEHTPAIIil
cunpeHadiny Ta 1oro akTUBHOT0 N-IeMeTUIbOBaHOT0 MeTaboiTy npubau3uo Ha 90 % mopiBHSHO 3
BiITIOBiTHMMMU KOHIIEHTPAILisIMU Y 3[I0POBUX JOOPOBOJIBIIB MOJIOALIOTO BiKy (18-45 pokiB). V 3B’sI3Ky 3
BiKOBUMM BiIMiHHOCTSIMHU y 3B’SI3yBaHHi 3 OijlkaMu IIJTa3MM KPOBI BiATIOBiAHE MigBUIIEHHS IIJITa3MOBO1
KOHIIEHTpAllil BiTbHOTO cunaeHadiny ctanoBuao mpudnusuo 40 %.

HupkoBa HegocTaTHiCTh. Y H0OPOBOJIBIIIB i3 mMOpyIIeHHAMY (YHKIIiI HUPOK JIETKOTO Ta IIOMipHOTO
ctyneHs (kiaipeHc kpeaTuHiny 30-80 Mii/xB) hapMaKoKiHeTHKa CUJIAeHadiny 3anuinanacs
HEe3MiHEHOI0 IiC/Is 10T0 OQHOKPATHOI'0 ITepopaibHOro 3acTocyBaHH y 1031 50 mr. Cepenni AUC Ta
Conax N-IeMeTHI,0BaHOT0 MeTA0O0IITy MiABUIYBaIUCSI Ha MakcuMyM 126 % Ta MakcumyM 73 %
BiITIOBIgHO MOPIBHSHO 3 TAKMMU IT0OKa3HMKaMHU y TOOPOBOJIBIIIB TAKOTO X BiKy 0e3 mopyiieHb QyHKIIil
HUPoK. OHaK Yyepe3 BUCOKY iHAUBiAyanbHY BapiabenbHICTH i BiIMiHHOCTI He OYJIM CTaTUCTUYHO
3HAYyLIUMU. Y 10OPOBOJIBLIB i3 TAXKKUMHU MOPYIIEHHIMHU GYHKII HUPOK (KJIipeHC KpeaTHHIHY HUXKYe
30 mn/xB) KiipeHC cunaeHadiny 3HUXKYBaBCH, 110 Ipu3Boguio fo migsumenHs AUC ta C,,, B
cepenuboMy Ha 100 % Ta 88 % BimmoBigHO MOPIBHAHO i3 HOOPOBOIBIIIMU TAKOTO XK BiKy 0e3
nopyireHs ¢yHKIl HupoK. Kpim Toro, 3HavenHs AUC Ta C,,, N-IeMeTuIb0BaHOro MeTabotiTy
3Hauylle mipgBuinyBanucs Ha 79 % ta 200 % BigmoBigHO.

[TeyiHKOBA HEIOCTATHICTEL. Y 0OOPOBOIBINB i3 IMPO30M MEYiHKY JIETKOT'0 Ta IIOMipHOTO CTYIEeHs
(xmaciB A ta B 3a knacuogikaniero Yaunga — I1'10) KiipeHc cunpgeHadiny 3HUKYBaBCH, 110
npu3Boguno no migsuineHHs AUC (84 %) ta C,,,, (47 %) MOpiBHSHO 3 TOOPOBOIBIIIMU TaKOTO XK BiKY



0e3 nopymeHb QyHKIIiN nedinkyu. PapMaKOKiHETHKa cUiIfeHadiny y NallieHTiB i3 MOPYIIeHHSIMA
GYHKLIY TeYiHKY TSXKKOTO CTyIeHS He BUBYaacs.

KrinigHi xapaKTepHCTHKH.
Iloka3anus.

[IpenapaT peKOMeHAYEThCA 3aCTOCOBYBATH YOJIOBIKaM 3 €PEKTUIbHOIO AUCHYHKITEIO, SKa
BHM3HAYAEThCS SIK HE3NATHICTh JOCATTH ab0 MiATpUMaTH epeKIliio CTaTeBOro 4jieHa, HeoOXimHy aist
YCIIIIIHOTO CTATEBOT'0 aKTYy.

Ins epekTuBHOI fil mpemnapaTy HeoOXigHe cTaTeBe 30yIKEHHS.

IIpomunoka3aHHsi.
- [TigBuieHa YyTNuUBIiCTL [0 cunpeHadiny abo Oyab-KO0I 3 IOIIOMIXKHUX PEUOBHH JIiKapChKOT0 3acoby.

- OmHOYaCHe 3aCTOCYBaHHS i3 MOHOPAMHU OKCHU[Y a30Ty (TaKUMU SK aMinHiTPUT) abo HiTpaTaMu y
Oynmb-sikitt Gopmi — cunpmeHadin Mae BIIMB Ha UUIAXU MeTab01i3My OKCUIY a30Ty/ IIUKIIIYHOTO
ryaHo3uHMoHO(pochaty (uI'M®P) Ta nOTEHIif0€ TinOTeH3UBHUY e(eKT HiTpaTiB.

- OpHo4acHe 3acTtocyBaHHS iHribiTopiB ®IIES (y ToMy uuchi cungeHadiny) 3i cTUMyISTOpaMu
TyaHINaTIUKIa3}u, TAKUMU K PIOLUTyaT, IPOTUIIOKa3aHe, OCKIJIbKY MOXKe IIPU3BECTH [0
CHMIITOMATUYHOI TinoTeH3ii (quB. po3mdin «B3aeMopmist 3 iHIMMMU JTiKapChKUMHU 3acobaMu Ta iHIIi
BUMM B3aEMOTIN»).

- CTaHu, NIpu SIKUX CTaTeBa aKTUBHICTEL € HeOazKaHOIO (TSIXKKi CEPIIeBO-CYOUHHI PO3/lafy, TakKi K
HecTalOilbHa CTeHOKapHis abo ceplieBa HEIOCTATHICTD TSKKOTO CTYIIEHS).

- JlikapchbKu# 3acib MpoTUIoKa3aHUY MallieHTaM, SKi BTpATUIX 3ip Ha OMHOMY OIli BHACIiAOK
HeapTepialbHOl IepelHbO] ileMigHOl HelpomaTil 30p0BOr0 HEPBa, He3aJleXkHO Bifl TOTO, OB’ I3aHa
1151 TTIATOJIOTis i3 momepenHiM 3acTocyBaHHAM iHribiTopis ®IES yu Hi.

- HasiBHICTh TaKMX 3aXBOPIOBaHb, SIK MOPYIIEHHS (YHKIIl IeYiHKU TIKKOTO CTyIeHs, apTepiajbHa
rinoteHn3is (apTepianbHuit THCK HUXKYe 90/50 MM PT. CT.), HEIIOABHO ITepeHeCceHuH iHCYIbT abo
iHapKT MioKapaa Ta CIafKOBi lereHepaTUBHI 3aXBOPIOBAHHS CiTKiBKHU, TaKi K MIrMeHTHUU PETUHIT
(Taki maIieHTH MOXKYTh MaTH TeHETHUYHI po3naau gocdomiectepas ciTKiBKM), — Oe3meka
cunpeHadiny He OOCHigXKyBasacs y TaKuX Migrpynax Mali€HTiB.

B3aemodisa 3 iHwumu nikapceKumu 3acobamu ma iHwi eudu e3aemoditi.
Bnaus iHwux aikapcvkux 3acobie Ha cuadeHadi.

[ocnimxkeHHs in vitro. Metaboni3m cunpmeHadiny BinOyBa€eThCs IepeBaxkHO 3 y4acTio i3opopmu 3A4
(ronoBHuY mUIAX) Ta i3ohopmu 2C9 (mpyropsapuuii mnax) uuroxpomy P450 (CYP). Tomy inribiTopu
IIUX i30)ePMEHTIB MOXKYTh 3HUXKYBaTH KIIipEHC CUIfeHadiny, a iHAyKTOpY UUX i30)epMEHTIB MOXKYTh
MiOBUIIYBATH KITipeHC cunpeHadimy.



[ocnimxkeHHs in vivo. ITonynsiiiaui hapMakKOKiHETUYHUM aHaNi3 JaHUX KIiHIYHUX DOCIiIXKEeHb
IIPOIEMOHCTPYBAB 3HUKEHHS KIipeHCy cunpeHadiny mpu #10ro OMHOYaCHOMY 3aCTOCYBaHHI 3
inribiTopamu CYP3A4 (TakuMH SIK KETOKOHA30JI, EPUTPOMIIINH, ITUMETUINH). X04a MIPU OMHOYACHOMY
3acTocyBaHHi cungeHadiny ta iHriditopis CYP3A4 3pocTaHHs 4aCTOTH MOGIYHUX SBUIL He
CIIOCTEpIrasnocs, Clif Po3rISHyTHA MOXKJIMBICTh 3aCTOCYBaHHS II0YATKOBOI 103U cUifeHadiny 25 Mr.

OpHoyacHe 3acTocyBaHHS iHTibiTopy BIJI-mpoTea3u puToHaBipy, AyKe MOTYyXKHOTO iHribiTopy P450, v
cTaHi piBHOBaxHOI KoHIeHTpallil (500 mMr 1 pa3 Ha moby) Ta cunpmeHadiny (pa3oBa mo3a

100 mr) mpusBopuino po nigsuienHs C,,,, cungenadiny Ha 300 % (y 4 pa3u) Ta HifBUILIEHHS
na3mMoBol AUC cunpenadiny Ha 1000 % (y 11 paziB). Yepes 24 ropuHu m1a3MoBi piBHI cunpeHadimy
BCe I1le CTaHOBUK MPuOnmu3H0 200 HI/MI IOPIBHSHO 3 piBHEM MPUOIU3HO 5 HI/MIJI, XapaKTePHUM M1
3aCTOCYBaHHSA cuIfeHadiy OKpeMo, 110 BifATIOBifae 3HaYHOMY BIIJIUBY PUTOHABIPy Ha MIUPOKUU
crexTp cybctpatiB P450. CunpeHadin He BIIMBaE Ha papMaKOKiHETHKY PUTOHABIpy. 3 OTNIAAY Ha i
(dhapMakoKiHeTUYHI flaHi OHOYaCHe 3aCTOCYBaHHS cuimeHadimy Ta pUTOHABIpy HE PEKOMEHIYETHCS
(muB. po3min «OcoBGIMBOCTI 3aCTOCYBaHHS»); Y OyOb-IKOMY BUIIAOKYy MaKCUMaJbHa [03a CulfeHadiny
3a XKogHUX 00CTaBMH He TIOBUHHA ITePEBUIIYBATH 25 Mr mpoTarom 48 roguH.

OpHovacHe 3acTocyBaHHS iHribiTopy BIJI-mpoTea3u cakBinaBipy, inribitopy CYP3A4, y mosi, 110
3abe3neuye piBHOBaxHY KoHIeHTpario (1200 Mr 3 pa3u Ha f00y), Ta cungeradiny (100 Mr pa3oBo)
IPU3BOAUIIO [0 mimBuieHHs C,,,, cunaeHadiny Ha 140 % Ta 36inbineHHs cucTeMHOI ekcro3utii (AUC)
cungenadiny Ha 210 %. He BusiBneHo BInuBy cunpgeHadiny Ha apMaKOKiHETHKY CaKBiHaBipy (OUB.
po3min «Crmoci6 3acTocyBaHHs Ta 0o3u»). [lepenbavaeTscs, o Oinbil noTyxkHi iHribiTopu CYP3A4,
TakKi SK KeTOKOHA30JI Ta iTpaKOHa30J1, 6yAyTh MaTu OiNbIll BUpaXKeHU! BIIJIUB.

[Tpu 3actocyBaHHi cungeHadiny (100 Mr pa3oBo) Ta epUTPOMIlLIMHY, ToMipHOTO iHTi6iTopy CYP3A4, y
piBHOBaxkHOMY cTaHi (500 Mr 2 pa3u Ha o0y IPOTIToM 5 OHIB) CIIOCTEpPiranocs migBUIEHHS
CHUCTeMHOI ekcno3utii cunpgeHadiny Ha 182 % (AUC). Y 3mopoBux f06pOBOJIBIIB YOJIOBiYOI CTATi HE
crocTepiranocst BIuBy asuTpoMinuny (500 mr Ha goOy mpotsirom 3 mi6) Ha AUC, C,.,, Toue
KOHCTAHTY LIIBUOKOCTI eliMiHaIlil Ta ITOofaIbIIni Iepion HalliBBUBENeHHS cungeHadiny abo ioro
TOJIOBHOTO IIMPKYII0I04oro Mertabonity. Llumetugus (iHribitop uutoxpomy P450 Ta HecnenudiyHmii
inribitop CYP3A4) y mo3i 800 Mr mpu 0ofHOYACHOMY 3aCTOCYBaHHi i3 cunpeHadinom y gosi 50 mr y
3MOPOBUX MOOPOBOJIBLIIB MPU3BOAUB M0 MiABUINEHHS IIJIa3MOBUX KOHIIEHTpPALi# cungeHadiny Ha 56 %.

peuindpyrosuii cik € cnabkum inridbitopom CYP3A4 y CTiHII KUIIEYHUKY 1 MOXKE CIPUYUHUTH
IIOMipHE IiABUINEHHS PiBHIB CuUIfeHadiny y maa3Mi KpoBsi.

OpHOKpaTHe 3aCTOCYBaHHS aHTAMAIB (MarHio TifpoKCUAYy/ alioMiHii0 TiAPOKCUOY) He BIIJIUBAJIO Ha
6iomocTymnHicTh cunmeHadiny.

Xoua mocrimxkeHb creludivyHol B3a€MOil 3 yciMa TiKapChbKUMHU 3aco0aMy He ITPOBOOUIOCS, 3a
OaHUMU MOMyNAMiMHOTO apMaKOKiHETUYHOTO aHali3y, papMaKOKiHETHKA CUNIIeHadiny He
3MiHIOBasacsg Py HOro OJHOYACHOMY 3aCTOCYBaHHI i3 miKapchbKuMU 3aco0aMu, 110 HalexkaThb [0
rpymnu inri6itTopiB CYP2C9 (ton6yTtamin, Bapdapus, dbeHnitoin), rpynu inriditopis CYP2D6 (Takux siK
CeJIeKTUBHI iHTi0iTOpU 3BOPOTHOT'O 3aXOIJIEHHS CEPOTOHIHY, TPUIMKIIIYHI aHTUAEIPECAHTH), TPYIIU
Tia3UJHUX Ta Tia3ugOMONiOHUX [iypeTHKiB, IETIbOBUX Ta Kaiii30epirarounx AiypeTHKiB, iHTibiTOPiB
aHTi0TEH3WHIIEPETBOPIOBaIbHOTO hepMeHTy (AIID), aHTArOHICTIB KasbIlilo, aHTArOHICTIB -
agpeHopelenTopiB abo iHgykTOpiB MeTabomnizmy CYP450 (Takux sk pudamminus, 6apbiTypaTth).

OpHouacHe 3aCTOCYBaHHS aHTaroHicta eHpoTesiny 6ocenTany (momipuuit inpykrop CYP3A4, CYP2C9
ta, MoxkJBo, CYP2C19) y piBHOBaxkHOMY cTaHi (125 Mr gBiui Ha mo0y) Ta cunmeHadiny y
piBHOBaxkHOMY cTaHi (80 mMr 3 pa3u Ha mo0y) npussogumno go 3uuxenHs AUC ta C,,, cunmeHadiny Ha
62,6 % 1a 55,4 % BignoBigHO. TOMy OfHOYaCHe 3aCTOCYBaHHS TaKUX MOTYyKHUX iHAYKTOPiB CYP3A4,



SIK pudaMITiH MoXKe TPU3BOOUTH 0 OiNTbII BUPAXKEHOI0 3HUKEHHS KOHIIeHTpallil cunneHadiny B
IJ1a3Mi KPOB.

Hikopannun sBnsie co0oto ribpup akTBaTOpa KaabIlieBUX KaHalliB Ta HiTpaTy. HiTpaTHUI KOMIOHEHT
3yYMOBITIOE MOXKJIMBICTb MOT'0 CEPUO3HOI B3aEMOZIl 3 cungeHadinom.

Egexmu cundeHaginy Ha iHwi aikapcovki 3acobu.

[NocnimxeHHd in vitro. Cunpgenadin - cnabkuii inribitop izodopm 1A2, 2C9, 2C19, 2D6, 2E1 ta 3A4
muroxpomy P450 (IK;, > 150 mrmoms). OCKiNbKY MiKOBI IJ1a3MOBi KOHIIEHTpallil cungeHadiny
MOPiBHIOIOTH MPUOMM3HO 1 MKMOJIb, BIIJIUB IIperapaTy Ha KiipeHc cyOcTpaTiB Iux i3opepMeHTiB
MaJIOUMOBIPHUU.

BipcyTHi mani mopmo B3aemogil cunneHadiny Ta Takux HecrenudiyHux iHri6iTopiB dhocdomiecTepasu,
SIK TeOQisTiH Ta OUIipuaaMor.

[TochimxkeHHs in vivo. OCKinbKu BifoMo, 110 cungeHadin Mae BIJIUB Ha MeTabo0JIi3M OKCUTY a30Ty/
IIUKJIIYHOT0 TyaHo3uHMOHOpochaTy (uI'M®), 6yno BcTaHOBNEHO, 110 cuigeHadin I0TeHIli0e
TillOTeH3UBHY [il0 HiTpaTiB, TOMy HOT0 OfHOYACHE 3aCTOCYBaHHS 3 IOHOPAMM OKCHU[Y a30Ty abo 3
HiTpaTaMu y Oymb-siKiit popmi npoTunokasane (ouB. po3min «[IpoTUNOKa3aHHS»).

Piomuryart. [ToKmiHiuHI HOCTigXXKEHHS MPOOEMOHCTPYBaIX afUTUBHUN CUCTEMHUN e(eKT 3HUKEHHS
apTepianbHOTO TUCKY, IIPU OOHOYACHOMY 3acTocyBaHHi iHri6iTopis ®IES 3 pionuryatom. Kiniusi
MOCTiAKEHHS MPOAEMOHCTPYBaIH, 110 PiOIUTYAT ITOCUITIOE TiMOTEeH3UBHY Aito iHTiOiTopiB ®IES. ¥
TallieHTiB, sIKi 6panu y4acTh y HOCTiAXKEHH] He CIIOCTepirasiock IO3UTUBHOTO KITiIHIYHOTO e(peKTY Bif
OHOYACHOT0 3acTocyBaHHs iHTi0OiTOpiB ®IIES 3 pionuryatoM. [IpoTunokasaHe ogHOYacHe
3aCTOCYBaHHS pionuryarty 3 inribiTopamu ®IIES (y ToMmy uucini cunmeHadinom) (QuB. po3min
«IIpoTUNIOKa3aHHS»).

OpHovacHe 3aCTOCyBaHHS cunmeHadiny Ta 0710KaTOPiB a-aipeHOPELIENITOPIB MOXKE IIPU3BECTH [0
PO3BUTKY CHMIITOMATUYHOI apTepiasibHOI TiMoTeH3il y JesIKUX CXUJIBHUX OO0 IbOT0 Nali€HTiB. Taka
peakilig Hal4acTille BUHMKAala IPOTAroM 4 TOOWH MiC/Is 3aCTOCyBaHHA cungeHadiny (IuB. po3min
«Croci6 3acTocyBaHHs Ta 0o3u» Ta «OcoONMMBOCTI 3aCTOCYBaHHA»). Y XOMi JOCTiKeHb crienudiyHol
B3a€EMOII TiKapChKUX 3aCc00iB 6JI0KATOP O-agpPEHOPEIENTOPiB TOKCAa303uH (4 MT Ta 8 MTI) Ta
cunpeHadin (25 mr, 50 mr Ta 100 Mr) 3aCcTOCOBYBaIu OOHOYACHO MallieHTaM i3 HOOPOSKiCHOI0
rinepmnmnasieio mepeaMixypoBoi 3am103u, cTabinisalis cTany skux Oyia JOCATHYTa IPU 3aCTOCYBaHHi
IOKCa303uHy. Y IUX IOMYJILisIX CIIOCTEPIranocs CepeHE NOOaTKOBe 3HUXKEHHS apTepialbHOTO
TUCKY y IIOJIOKEHHI jiexkayu Ha 7/7 MM PT. CT., 9/5 MM pT. CT. Ta 8/4 MM pT. CT. i CEpefHE 3HUKEHHS
apTepiasbHOTO TUCKY Yy II0JI0OKEHHi cToA4Y4 Ha 6/6 MM pT. cT., 11/4 MM pT. CT., 4/5 MM pT. CT.
BigmosigHO. [Ipu ogHOYacHOMY 3aCTOCyBaHHI cungeHadiny Ta JOKCa303uHY Y MAaIli€HTiB, cTabimizalis
CTaHy sIKUX Oya JOCATHYTa IIPU 3aCTOCYBaHHI JOKCAa303UHY, iHOMI MTOBIIOMIISITIOCS IIPO PO3BUTOK
CHMIITOMATUYHOl OPTOCTATUYHOI TiMOTeH3il. Y IIUX MOBiIOMIIEHHSX WIIJIOCS PO BUIIaAKU
3aaMOpPOYEHHS Ta CTaH Iepeq HeIPUTOMHICTIO, ajie 663 CHHKOIIe.

He cnocrepiranocs xX0OHUX 3HAUYIIMX B3a€EMO[iN IPU OMHOYACHOMY 3aCTOCYBaHHI cungeHadiny
(50 Mr) i Ton6yTaminy (250 mr) abo Bapdapuny (40 mr), mo metabomizyoTscs CYP2C9.

Cunpenadin (50 Mr) He IPU3BOAUB [0 MOJOBXKEHHS YaCy KPOBOTEYi, CHPUYMHEHO! 3aCTOCYBAHHSIM
areTuIICaIinuiIoBol Kucaotu (150 mr).

Cunpgenadin (50 Mr) He OTEHIIiI0BaB TiIOTEH3UBHY Ail0 aJIKOTOJII0 ¥ 3MOPOBUX NOOPOBOJIBINB IPU
CepenHiX MaKCUMaJIbHUX PiBHAX €TaHOJy KpoBi 80 mr/ai.



Y narienTiB, siKi 3aCTOCOBYBasu cunmeHadisn, He CIOCTepiranocs XkKOOHUX BiIMiHHOCTEH mTpodinio
n06ivyHKX edeKTiB MOPIBHSIHO 3 Myanedo IPU OJHOYACHOMY 3aCTOCYBAaHHI TaKuX KjlacCiB
TinOTeH3WBHUX JTIKAPCHKUX 3aC00iB, IK miypeTuku, 6;10KaTOpHU B-agpeHopelenTopis, iHribitopu ATID,
aHTaroHiCTH aHTioTeH3uHYy II, aHTUTiTepTeH3UBHi JTiKapChKi 3acobu (CyIMHOPO3UINPIOBAJIbHI Ta
IIeHTPAJbHOI [il), 6JI0KAaTOPH afipeHeprivHuX HEeHPOHiB, 67I0KaTOPH KaJbIlieBUX KaHAJIiB Ta O1I0KaTOpH
a-aipeHOpeLenTopiB. Y crelialbHOMY [OCTiAXKEHHI B3aEMOIii TpX OMHOYACHOMY 3aCTOCyBaHHi
cungenadiny (100 Mr) Ta aMIOOUITIiHY MTAIliEHTaM 3 apTepiabHOIO TillepTEH3i€I0 CrIocTepiranocs
[0JaTKOBE 3HUKEHHS CUCTOJIIYHOTO apTepiaJibHOr0 TUCKY B IIOJI0KEHH] 1eXayy Ha 8 MM pT. CT.
BignoBigHe 3HMXKEHHS OlacTOIIYHOTO apTepiaJbHOr0 TUCKY CTAHOBUJIO 7 MM PT.CT. 3a BEIMYUHOIO I
IONAaTKOBI 3HMKEHHS apTepiallbHOT0 TUCKY OyJM MOPIBHIHHKUMH i3 TUMH, 1[0 CIIOCTEPiranucs mpu
3aCTOCyBaHHI Juie cunfgeHadiny y 3qopoBux 0oOPOBOIBINB (OuB. po3nin «®apMaKoIoTiyHi
BJIACTHUBOCTI»).

Takok momaBaHHS Pa3oBoi J03U cuimeHadiny mo cakyOiTpuiy/BasicapTany y Mmalli€eHTiB 3
apTepianbHOIO TinmepTeH3iel0 B cTabinbHOMY CTaHi 0710 OB’ I3aHO 3i 3HAYHO OiNbIINM 3HUKEHHSIM
apTepianbHOTO TUCKY MOPIBHSHO i3 3aCTOCYBaHHSIM CaKyOiTpuiy/BancapTaHy okpeMo. ToMy crim 3
00epexkHiCTI0O PO3MOYNHATH 3aCTOCYBAHHS CUImeHadimy malieHTaM, siKi OTpUMYIOTh
cakyObiTpu/BasicapTaH.

Cunpenadin y mo3i 100 Mr He BI/IMBaB Ha papMaKOKiHETHYHI MOKa3HUKY iHTibiTopiB BIJI-mpoTeasu,
CakBiHaBipy Ta pUTOHaBipy, 110 € cyocTpatamu CYP3A4.

Y 3mopoBux m06GPOBOIIBIIB YOIOBiYO0I CTATi 3aCTOCYBaHHS cuigeHadiny y piBHOBaxkHOMY cTaHi (80 Mr
3 pa3u Ha f06y) nmpussoauio po migsumenHs AUC Tta C,,,, 6ocerTany (125 mr 2 pa3u Ha no0y) Ha
49,8 % 42 % BinmoBimHO.

Oco6 1ueocmi 3acmocyeaHHsi.

IIo moyaTKy Teparii ciif 3i0paTé MeIUYHME aHaMHe3 IMaIliEeHTa Ta IPoBeCTH (isukanbHe
00CTeKeHHS IJIs1 AiaTHOCTUKY ePeKTUNIbHOI AUCGYHKIII Ta BU3HaUeHHS 1i MOXKJIMBUX IIPUYHUH.

daxmopu pusuky cepueso-cCyOuUHHUX 3ax80pt08aHb. OCKITbKM CTaTeEBa aKTUBHICTh CYIIPOBOIKYETHCS
TIEBHUM CEPLIEBUM PU3UKOM, IO MTOYATKY OyIb-IKOT0 JTiIKyBaHHS €PEeKTUIIbHOI AUCOYHKIII TiKap Mae
OILIIHUTH CTaH CEpLEeBO-CyAUHHOI CUCTEeMH MalieHTa. CunpeHadin YUHUTL CyIUHOPOIIINPIOBAIbHY
[Ii10, 110 IIPOSIBISETHCS JIETKUM Ta KOPOTKOYACHUM 3HUKEHHSIM apTepiaabHOr0 TUCKY (OUB. PO3AiN
«PapMakoauHaMmika»). [lo mpu3HauyeHHs cunpeHadiny nikap Ma€ peTelbHO 3BaXKUTH, YA MOXKE TaKuU
epeKT HeCIIPUSATINBO BIIJIMBATH Ha IMAIli€HTIB i3 TeBHUMHU OCHOBHHMM 3aXBOPIOBAHHSIMU, 0COOIIUBO Y
kKoMOiHanii 3i cTaTeBOI0 aKTUBHICTIO. [[0 MAIli€eHTIB i3 MiABUIEHOIO0 YYTIMBICTIO 10 BA30UIaTaTOPIB
HaJieXkaTh MallieHTH 3 0OCTPYKIIi€l0 BUBIIHOTO TPAKTY JIiBOT0 LIIYHOYKA (HAIIPUKaL, CTEHO3 aOpTH,
rineprpodiyHa 06CTPYKTUBHA KapaiomionaTis) abo MallieHTH 3 PifKiCHUM CUHAPOMOM
MYJIbTUCUCTEMHOI aTpodil, OgHUM 3 IIPOSIBiB SIKOI € TSKKe MOPYIIeHHS perysillii apTepiaabHOTO
THCKY 3 O0KYy BETeTaTUBHOI HEPBOBOI CUCTEMH.

[Ipenapat OTEHIII0€ TiMOTeH3UBHUY e(PeKT HiTpaTiB (OuB. po3ain «IIpoTunoka3anusa»).

Y nocTMapKeTHHTOBOMY IIE€PiOfii TOBIMOMIISIIIOCS PO TSIXKKi 1M06iuHi peakiril 3 60Ky ceplieBo-CyIHuHHOI
CHCTeMHU, BK/TI0Ualoyu iHdapKT MioKapza, HecTabilbHy CTeHOKapZiio, palTOBY CEepPlLieBY CMEPTh,
IITYHOYKOBY apUTMilo, 1epeOpoBaCcKyIIpPHi KPOBOBUINBY, TPAH3UTOPHY illIEMIUHY aTakKy,
apTepianbHy rimepTeH3ilo Ta apTepianbHy TiOTEH3ito, 110 3a YacoM 36iranucs i3 3aCTOCyBaHHSIM
cunpeHadiny. V 6inpirocTi namieHTiB icHyBanu GpakTopu pU3UKY CEPIIEBO-CYTHHHUX 3aXBOPIOBAHbD.



BaraTo Takux moOiYHUX peaklliii criocTepiranocs mig yac abo ogpasy Iic/Ist CTaTEBOTO aKTy i JIHIiIe
KiJTbKa TPAImuIoCs HeBAOB3i MiCisg 3aCTOCyBaHHS cumeHadiny 6e3 ctareBoi akTUBHOCTI. ToMy
HEeMOXKJIMBO BU3HAYMTH, UM IOB’I3aHUHM PO3BUTOK TAKUX MOOIYHMX pPeakiliii 0e3mocepeaHbo 3
(akTOpaMy PU3MKY, YU IX PO3BUTOK 3YMOBJIEHUY IHIIMMHU YHHHUKAMH.

ITpianiam. 3acobu O MiKyBaHHS €PeKTUIbHOI AUCPYHKIII, v ToMy yucsi i cunmenadin, cin
IpHU3HAYaTH 3 00epeXkKHICTIO MallieHTaM 3 aHaTOMIYHUMHU fedhopMallisiMu meHica (TaKuMHU 5K
aHTyJIs1ig, KaBepHO3HUY (Hibpo3 abo xBopoba [lelipoHi) Ta malieHTaM 3i cTaHaMHU, IO CIIPUSIOTH
PO3BUTKY IIpiamniaMy (TaKUMH K CEePIONOAiOHOKIIITHHHA aHeMisl, MHOXKMHHA MienoMa abo nernKeMis).

[Ticnsa Buxony cunpgeHadiny Ha PUHOK MTOBiIOMIISAIOCS IIPO BUMIAaAKU ITONOBXKEHOI epeKIlil Ta
mpiami3my. fAKIo epekliiss TpuBa€ AoBIle 4 TOAWH, MalliEHTaM CJIiff HeraiHO 3BEPHYTUCS 3a
MeOUYHOI0 AOMOMOT00. Y pa3i BifCyTHOCTI HerauHoro IiKyBaHHS IIpialli3M MOXKe IPU3BECTHU [0
MOIIKOAKEeHHS TKaHUH IeHica Ta [0 CTiMKOl BTPaTH MOTEHIIil.

OdHouacHe 3acmocy8aHHs 3 iHwumu iHzibimopamu ®IIES5 abo iHwumu npenapamamu 045 AiKYBAHHS
epekmubHol ducpyHkuii. be3neky Ta eheKTUBHICTb OIHOYACHOT'0 3aCTOCYBaHHS CcUllgeHadiny 3
inmumu i#riditopamu ®IES abo iHMmMME IpelapaTaMu [ JiKyBaHHS TimepTeH3il 1ereHeBoi
aprepii, o MicTsaTh cungeHadin (Hanpuknan «Pesanio»), 4y 3 iHIIKMHU TIpeniapaTaMu [JIis JTiKyBaHHS
€PEeKTUINIbHOI AUCOYHKIIIl He BUBYaau. TOMy 3aCTOCyBaHHS TaKUX KOMOiHAIlill He peKOMeH0BaHe.

Bnaus Ha 3ip. Hagxonunu CIIOHTaHHI [TOBIJOMJIEHHS IPO BUHUKHEHHS Oe(QeKTiB 30py Ipu
3acToCcyBaHHI cungeHadiny Ta iHmux iHridiTopis ®JES (gus. po3gin «I1o6iuHi peakitii»). 3i
CIIOHTAHHUX TOBiOMJIEHD Ta HAT/ISHOBOT0 JOCIIIXKEHHS BilOMO IIPO BUMAAKU PigKiCHOI
HeapTepianbHOI TePeHbOI illIeMiYHOI HEBPOIIaTil 30POBOT0 HEPBA, ITOB’s13aHO] i3 3aCTOCYBaHHSIM
cunpeHadiny Ta inmmx inribiropis ®IES (muB. po3nin «I1obiuni peakii»). [TamieHTiB cmig
IIOTIIePEeAUTH, 110 ¥ Pa3i parnToBOro MOPYIIEHHS 30py 3aCTOCOBYBaHHS CUNIAeHA]INTy CIlig IPUNUHUTH
Ta HEranuHoO 3BePHYTHUCH [0 Jikaps (ouB. po3ain «IIpoTunoka3anasa»).

O0HouacHe 3acmocy8aHHA 3 pumoHasipom. OmHOYaCHe 3aCTOCYBaHHS CUIfeHadiny Ta puTOHaBipy
He PeKOMEeHOY€EThCA (OuB. po3xin «B3aemopis 3 iHIIMMY JTiKapCbKUMHU 3aco0aMu Ta iHIN BUAA
B3aEMOJIIN»).

O0HouacHe 3acmocyeaHHs 3 610Kkamopamu a-adpeHopeuenmopis. [1amieHTaM, sKi 3aCTOCOBYIOTh
6710KaTOPU (-agPEHOPEIENTOPiB, 3aCTOCOBYBATH CUIAeHadiN ciifg 3 00epexkHICTI0, OCKITbKY TaKa
KoMOiHallis MOXKe IIPU3BECTH 10 CUMIITOMATAYHOI apTepiasbHOI TiMOTeH3il y JesIKUX CXUIbHUX [0
[[bOT0 NauieHTiB. CUMITOMaTAYHA apTepiajibHa rinoTeH3id 3a3BU4yall BUHUKAE NPOTATroM 4 roguH
micys 3acToCcyBaHHS cunmeHadiny. 3 MeTo MiHiMi3allil pu3uKy PO3BUTKY IOCTypPaIbHOI TimoTeH3ii y
TIallieHTiB, SIKi 3aCTOCOBYIOTh OJI0KATOPH (-aflpeHOPELIeNITOPIB, iXHiil cTaH MOTPiOHO cTabini3yBaTu 3a
IOIIOMOroi0 0J10KaTOPiB O-aipeHOPEeleNTOPIB 0 I0YaTKy 3aCTOCOBYBaHHA cunpeHadiny. Takox cif
PO3TITHYTH MOXKJIMBICTh 3aCTOCYBaHHS ITOYAaTKOBOI M03u 25 Mr (OuB. po3min «Crmoci6 3acTocyBaHHS
Ta Jo3u»). Kpim Toro, ciuig npoiHdopMyBaTy Nali€HTiB, K OiiTU ¥ Pa3i I0SBU CUMITOMIB
OPTOCTATUYHOI TilTOTEH3il.

Bnaue Ha xposomeui. [IoCTimKeHHS TPOMOOIUTIB TIOAUHY TPOAEMOHCTPYBAIH, 10 in Vitro
cungeHadin MOTeHLi0e aHTHarperauivHi eeKTy HaTpio HiTponpycuny. Hemae xxogHol iHdGopMairil
mopo 6e3meKy 3aCTOCYyBaHHS cuifeHadiny maiieHTam i3 mopyueHHsIMU 3rOPTaHHSI KPoBi abo
TOCTPOIO IENITUYHOI0 BUPa3Koio. TaKWM YMHOM, 3aCTOCYBaHHS CUIfeHadimy maljieHTaMu i€l Tpynu
MOXKJIMBe JIUIIE MiCJig PETeNIbHOL OLiHKY CIIiBBiTHOIIEHHS KOPUCTI Ta PU3UKIB.

[Ticns 3actocyBanHs fo3u 100 Mr 3opoBUM HOOPOBOJBLSM He CIIOCTEPIraaocs BIJIMBY Ha
MOP(OJIOTii0 YU PYXOMICTh CIIepMaTo30ifiB (AuB. po3nin «PapMaKoguHaMika»).



Bmpama cayxy. JlikapsiM cJlif TOpafuTH NallieHTaM IPUINHUATY 3aCTOCyBaHHS iHTi0iTOopiB ®IIES,
BKJIIOYAIOYH Ied miKapCchKuil 3acib, Ta HeralHO 3BEPHYTUCS 3a MEOUYHOTO JOMIOMOTI0I0 ¥ BUMIagKaX
PanToBOrO 3HUXKEHHS YU BTpATU Ciayxy. [Ipo 1i ABuUIla, 110 TAKOXK MOXYTh CYIIPOBOAXKYBATUCS
I3BOHOM Y ByXax Ta 3allaMOPOYEeHHSIM, IOBIAOMIIAIOCS 3 acoLiallielo ¥ 4yaci i3 3aCTOCyBaHHAM
inri6iTopis ®JIES, BKmouarouu cungeHadin. BuzHauuTy, uyu 11i SBUIIA IPSIMO OB’ s3aHi i3
3acTtocyBaHHSM iHTiOiTOpiB ®ES, un 3 iHmMMHU paKkTOpamMu, HEMOXKJIIKBO.

O0HouacHe 3acmocy8aHHA i3 2inomeH3usHUMU npenapamamu. [IpenapaT YUHUTL CUCTEMHY
CyIUHOPO3IINPIOBAIbHY [Iil0 Ta MOXKe Hafalli 3HUKYBaTU apTepiaJbHUN TUCK Y MAlli€eHTIB, AKi
3aCTOCOBYIOTh TiTOTEH3UBHI JIiKapChKi 3aco0u. Y 0KpeMoMy [OCHiAXKeHHi JIikapChKOl B3aEMOIii Tpu
OOHOYACHOMY 3acToCyBaHHI amnopuminy (5 Mr a6o 10 mr) Ta cungenadiny (100 Mr) nepopabHO
CIIOCTEpIranocs cepeqHe NOJAaTKOBe 3HUXKEHHS CUCTOJIIYHOTO TUCKY Ha 8 MM pT. CT. Ta
OiaCTONIYHOTO - Ha 7 MM PT. CT.

3axeoprosaHHs, W,0 nepedarmscs cmamesum WaAsAXoM. 3aCTOCYBaHHS cunneHadiny He 3aXuIIlae Bif
3aXBOpIOBaHb, 10 IIepefalThCd CTaTeBUM LIIIX0M. CIif IPOiHCTPYKTyBaTH MaLli€HTIB 11010
HeoOximHUX 3ac006iB IS 3aXUCTY Bifl 3aXBOPIOBaHb, 1110 II€PelaloThCS CTAaTEBUM IIUISTXOM, BK/IIOHUAI0YH
BipyC iMyHOHEIIUTY TIOANHU.

3acmocysaHHs y nepiod sazimHocmi abo 200y8aHHs 2py001o.

Jlikapcekui 3aci0 He MpHU3HAYEHUH 71T 3aCTOCYBaHHS XKiHKaM.

30amuicmb eniueamu Ha weudKicmb peakuyii npu KepysaHHi asmompaHcnopmom abo iHwumu
MexaHi3mamu.

EpOTOH® MO2Ke MaTH He3HAYHHUM BIIJIMB Ha KePyYBaHHSA aBTOTPAHCIIOPTOM abo iHIIKMMU MeXaHi3MaMH.

HocmimKeHb BIJIUBY IIpeNapaTy Ha 30aTHICTh KepyBaTU TPAHCIIOPTHUMH 3aco0aMu Ta IIpalloBaTH 3
IHIIMMU MexaHi3MaMu He poBoguiu. OCKIiNbKY y XOOi KITiHIYHUX AOCTIAXKEHb 3aCTOCYBaHHS
cunpeHadiny moBimOMIISIIOCS PO BUMTAAKK 3allaMOPOYEHHS Ta MOPYIIeHHs 3 00Ky OpraHiB 30Dy,
mepeq TUM SIK CifaTH 3a KepMO TPAHCIOPTHOr0 3aco0y abo mpaloBaTi 3 MexaHi3MaMH, MMallieHTaM
HeoOxifiHO 3’sicyBaTH, SIKOIO € IXHS iHOMBigyalbHa peakllis Ha 3aCTOCYBaHHS IIpelapary.

Cnocid 3acmocyeaHHsi ma do3u.
[Tpenapat 3aCTOCOBYBaTH IIEPOPAJIBLHO.

I[lopocai. PekoMeHOBaHa [03a IIperapaTy CTaHOBUTL 50 MT, 3aCTOCOBYBATH y pa3i HeoOXimHOCTI
npu6nu3HO 3a 1 rOgUHY 10 CTaTeBOI aKTUBHOCTI. 3asie’kHO Bifi eeKTUBHOCTI Ta IIEPEHOCHMOCTI
npernapary 03y MoxkHa 30inbmutu 1o 100 Mr abo 3MeHImUTH [0 25 Mr. MakcuMasibHa
peKoMeHJoBaHa fio3a cTaHoBUTH 100 Mr. HacToTa 3aCTOCyBaHHS MaKCHMa/IbHOI pEKOMEHI0BaHOI
[I03M TIperapaTty CTaHOBUTh 1 pa3 Ha mo0y. [Ipu 3acTocyBaHHi pemnapary Imig 4ac npuioMy ixi mis
IperapaTy MOXKe HacTaBaTH Ii3Hillle, HiXK IIpXA MOT0 3aCTOCYBaHHI HATILE.

ITayieHmu aimHbo20 8iky. HeoOXigHiCTh Yy KOPeKIii 103U [ MallieHTiB JIiTHBOTO BiKY (= 65 pOKiB)
BiCyTHS.



ITauieHmu i3 HUpKoBow Hedocmamuicmio. [I7is TMaIliEHTIB i3 HUPKOBOIO HEJOCTATHICTIO JIETKOTO Ta
IIOMIPHOTO CTYIIEHS TAXKOCTI (KinipeHc kpeaTuHiny 30-80 MJ1/XB) peKOMeH[I0BaHa [03a Ipernapary €
TaKOI0 X, SIK HaBeJEHO BUIllEe V PO3Aiai «[Jopoci».

OCKinbKY y Malli€HTiB i3 HUPKOBOIO HENOCTATHICTIO TIKKOT0 CTyNeHd (KIipeHC KpeaTuHiHy

< 30 m1/xB) KiipeHC cungeHadiny 3HUKEHNUH, CIIiT PO3TISHYTA MOXJIIUBICTh 3aCTOCYBaHHS NO3U
25 Mr. 3ayexHo Biff epeKTUBHOCTI Ta TePeHOCUMOCTI ITpenapaTy npu HeoOXimHOCTi 403y MOXKHa
30inmbIUTH OCTYIIOBO 70 50 Mr Ta go 100 mr.

ITauienmu i3 neuinko80r Hedocmamuicmto. OCKITbKY Y MAI[iEHTIB i3 I€4YiHKOBOIO HEOOCTATHICTIO
(HampuKJiaf, OUPO30M) KIipeHC cuifeHadiny 3HUKEeHUH, CITiT PO3TIAHYTA MOXKJIUBICTh
3aCTOCyBaHHS 003U 25 MT. 3a/Ie3KHO Biff eeKTUBHOCTI Ta IepPeHOCUMOCTI IIpernapaTy Ipu
HeoOXimHOCTI 103y MOXKHa 30iMbUINTH OCTYNOBO A0 50 Mr Ta mo 100 mr.

ITauieHmu, saKi 3acmocoa8yomb iHWi AiKapcuki 3acobu. AKIO MalliEHTH OOHOYACHO 3aCTOCOBYIOTh
inri6itopu CYP3A4 (muB. po3min «B3aemMofis 3 iHIMMMY TiKapChKUMU 3aco00aMu Ta iHII BUOH
B3a€EMOZiN»), CIiJ PO3TISHYTU MOXKJIUBICTh 3aCTOCYBaHHS IIOYATKOBOI 103U 25 MT (3a BUHSATKOM
PUTOHAaBIipy, 3aCTOCYBaHHS SKOT0 OMHOYACHO i3 cugeHadiioM He peKOMEHOY€ETLCS, OUB. PO3MiN
«Oc00IMBOCTI 3aCTOCYBaHHS»).

3 MeTOI0 MiHiMi3allil pu3uKy PO3BUTKY IIOCTypPaJIbHOI TilOTEH3il ¥ MallieHTiB, SKi 3aCTOCOBYIOTh
6110KaTOPU (-agpPEHOPEIENTOPIB, IXHil cTaH MOTPiOHO cTabini3yBaTH 3a OIIOMOr00 0I0KaTOPiB a-
agpeHOpPeLeNnTOpiB A0 T0YaTKy 3aCTOCOBYBaHHS cungeHadiny. TakoX CIlif pO3TISHYTH MOXKJIUBICTh
3aCTOCYBaHHS ITOYATKOBOI 0031 25 Mr (guB. po3min «Oco6IuBOCTI 3aCTOCYyBaHHSI» Ta «B3aemogis 3
iHIMMY TiKapChKUMU 3aco0aMu Ta iHIII BUOW B3aEMOMil»).

[Tpu mpu3HaveHHi cunpgeHadiny y gosi 25 Mr 3aCTOCOBYBaTH IIpemapart y BigmoBiTfHOMY q03yBaHHI a0
JIKapChKii GopMi.

Iimu. JlikapcbKu#t 3acib He MOKa3aHUM 10 3aCTOCYBaHHS 0cobaM BiKoM 1o 18 pokis.

Ilepedo3yeanHsi.

[Tig wac 3acTocyBaHHS pa30Bol mo3u cungeHadiny go 800 mMr mobiuHi peakiii Oynu nmogiOHUMU [0
THX, 110 CIIOCTePirajaucs Mpu 3aCTOCYBaHHI cunmeHadiny y HUXKYUX [03aX, ajie 3yCTpidanucs
yacTime Ta 6ynu GinbIn TIXKKUME. 3aCTOCOBYBaHHS cungeHadiny y mo3i 200 Mr He IPHU3BOAKIIO [0
nigBuIeHHsS e)eKTUBHOCTI, ajlie CIPUYMHSIIO 3POCTAHHS KiTbKOCTi BUTTAAKiB PO3BUTKY MOGIYHUX
peaxiiiii (roioBHOTO 60JTI0, IPUIINIUBIB, 3alIaMOPOYEHHS, IUCIEICii, 3aKJIafieHOCTi Hoca, TIOPYIIEeHb 3
00Ky oprais 30py).

Y pagzi nepeno3yBaHHs IpU HEOOXiMHOCTI CIifl BOaBaTHCS OO 3BUYANHUX MiATPUMYIOUYUX 3aX0iB.
[TpucKopeHHS KIIipeHcy cunpeHadiny npu reMofianisi MajoiMOBipHe Yepe3 BUCOKUM CTYIIiHb
3B’A3yBaHHS IIpemnaparty 3 OiKamu nj1a3Mu KPOBi Ta BiICYTHICTH eliMiHallil cungeHadiny i3 ceyero.

ITobiuni peakuii.

Hattyacrimie moBigoMIsiiocs Mpo Taki mobivHi peakiiii, K TOJIOBHUY 0iNlb, TPUIITMBY, OUCIIEICis,



3aKJIafieHiCTh HOCA, Oib y CIIMHI, 3allaMOPOYEeHHS, HYOO0Ta, IPUTLINBY XKapy, IOPYIIEHHS 30Dy,
I[iaHOIICisl Ta 3aTyMaHEHHS 30py.

Yci kninivHO 3HauyMmi MOOiYHiI peakiril, 0 CIIOCTepiranucs mif Yac KIIHIYHUX JOCTioXKeHb YacTille,
HiX IIPU 3acTOCyBaHHi I1ale60, HaBeJeHO HUXKYe BifMOBiIHO J0 Knacudikallii cucTeM oprasis Ta
yacToTu: gyxe 4acto (= 1/10), yacto (= 1/100 — < 1/10), HewacTo (= 1000 — < 1/100) Ta pigko (=
1/10000 — < 1/1000). Kpim Toro, yacToTa KJIiHiYHO 3HAUYIIUX TOOIYHUX peaklliil, Mpo sKi
IIOBIIOMJIAJIOCS Y paMKaXx JOCBiy 3aCTOCYBaHH4 IIiCJId BUXONY Ha PUHOK, BU3HA4YeHa K HeBioma. Y
MezKax KOXKHOI TPyIH 3a YacTOTOI0 00iYHi peakllii HaBeeHi y MOPSIAKY 3MEeHIIEHHS 1X Cepi0o3HOCTi.

[adeKIIiiiHi Ta iHBa3WBHI 3aXBOPIOBAHHS.

Heuacmo: puHiT.

3 60Ky iMyHHOI CHCTEMH.

Hevacmo: rinep4yTIuBiCTb.

3 60Ky HEPBOBOiI CHCTEMH.

Ilyotce wacmo: TOOBHUM Oillb.

Yacmo: 3ar1aMOpOYeHHS.

Heuacmo: COHNUBICTS, TimecTesis.

Pioko: iHCynbT, TPDAH3UTOPHA illleMiYyHa aTaka, CygqoMu*, peLUaUBYU CyIoM*, CHHKOIIE.
3 60Ky OpraHiB 30py.

Yacmo: opylleHHs CIPUUAHATTS KOIbOPiB**, po3aau 30py, 3aTyMaHEeHHS 30Dy.

Heuacmo: po3nagu ciab030BUAiNeHHA™, 6inb B 09ax, hoTodobisi, hoTorncis, rinepemMis ouei,
SICKPaBICTh 30PY, KOH IOHKTUBIT.

Pioko: HeapTepiaibHa IIepefHs illleMiuHa HeUPOIaTisi 30POBOT0 HepBa*, OKJII03is CyIUH CITKiBKU*,
peTHHANbHUY KPOBOBUJIUB, apTEPIOCKIEPOTHYHA PETUHOIIATISA, TOPYIIeHHS 3 60Ky CiTKiBKH,
riraykoma, geQeKTHu moJis 30py, JUILIONis, 3HUKEeHHS TOCTPOTH 30Dy, MiOIIisg, aCTEHOIIis, MJlaBaloydi
IIOMYTHIHHSI CKJIOBUJIHOTO Tijla, TOPYIIeHHS 3 60Ky paniayKHoi 0007I0HKH, Mifpia3, 10siBa CAIYUX
KPYTiB HABKOJIO A2Kepesia CBiT/a (rajo) y moii 30py, Habpsgk o4ell, IPUMIyXJIiCTh 04el, MOPYIIeHHS 3
00Ky ouel, rimepeMisi KOH IOHKTUBH, IOOPa3HeHHs 04Yel, aHOMaJIbHi Bif4yTTd B 04aX, HaOpSK MOBIK,
3HeOapBIIeHHS CKIIEPH.

3 00Ky OpraHiB CIYXy Ta BeCTUOYISPHOTO anapary.
Heyacmo: 3ataMOpOYeHHs, O3BiH y ByXax.

Pioko: rnyxora.

3 GOKY ceplis.

Heuacmo: Taxikapisi, mocujieHe cepueOuTTs.

Pidko: panToBa ceplieBa CMepTh*, iHbapKT MioKapaa, IUTYHOYKOBa apuTMis*, GiOpumnsiris



nepencepnb, HectabibHa CTEHOKAPHis.

3 OOKY CyIuH.

Yacmo: TPUILIUBY KPOBi 10 00IMYYs, IPUIUBY XKapy.

Heuacmo: aprepianbHa TinepTeH3isa/TimoTeH3is.

3 60Ky pecnipaTOpPHOi CHCTEMH, TPYOHOI KIITKM Ta CepeNoCTiHHS.

Yacmo: 3aKi1afgeHicTh HOca.

Hevyacmo: HOCOBa KpOBOTeYa, 3aKIafeHiCTh IPUAATKOBUX I1a3yX HOCa.

Pioko: BiguyTTsl CTUCHEHHS y TOPJIi, HabpsgK CI130B01 000JIOHKK HOCA, CYXiCTh y HOCI.
3 OOKY IINYHKOBO-KUIITKOBOTO TPAKTY.

Yacmo: HynoTa, OUCIIEINCis.

Heuacmo: racTpoe3odareanbHa pedJIoKcHa xBopoba, 61roBaHHS, 0ifib y BEPXHil YaCTUHI XKUBOTA,
CYXiCTB y POTI.

Pi0Ko: rinecTe3is pOTOBOI ITOPOXKHUHM.

3 OOKY LIKipK Ta HifIIKipHOi TKAHWHH.

Heuacmo: Bucumnanus.

Pioko: cuagpoM CriBeHCca — [I?KOHCOHa*, TOKCUYHUM ellilepMaibHUuN HEKPoITi3*.

3 00Ky OIOPHO-PYXOBOTO amapary Ta CIONIYYHOl TKaHUHH.

Heuacmo: Mianris, 6inb y KiHIliBKax.

3 6OKY CEeYOBUIINTbHOI CUCTEMH.

Heuacmo: rematypis.

3 60K§Z QGHQOHyKTHBHOi CHCTEMH Ta MOJIOYHHX 3aJI03.

Pigko: KpoBOTeYa 3i CTaTEBOrO 4YJjieHa, Mpiami3aM*, reMaTOCIepMisi, IIOAOBXKEHA ePeKIIis.
3arabHi po3nanmn.

Heuacmo: 6inb y TpyAsix, MigBUIleHa BTOMJTIOBAHICTh, BifYyTTS XKapy.

Pi0oKo: mompa3HeHHS.

OO6CTexeHHS.

Hevacmo: nifBullleHa 4acToTa CepleBUX CKOPOYEHb.

* [ToBigOMIIAINOCS JUILE TIiff Yac FOCIIgXKEeHHS IIiCIg BUXOAY IIpernapaTy Ha PUHOK.



** TTopylleHHS CIPUUHSATTS KOJIBOPY: XJIOPOIICis, XpOMATOIICis, iaHOICisA, ePUTPOIICis, KCAHTOICid.

*+* TlopyIIeHHS CbO30BUMIIEHHS: CYXiCTh B 04aX, IOPYIIEHHS CIbO30BUALIEHHS Ta MiIBUIIEHHS
CIIbO30BULINIEHHS.

Huxue3za3HaueHi sgBuUllla criocTepiranucsa y < 2 % NalieHTiB; IPUYUHHUN 3B’930K He BU3HAYEHUN.
[ToBimOMIIEHHS BKJIIOYAJIU SIBHUILA, 10 MaJii UMOBIPDHUM 3B’I30K i3 3aCTOCYBaHHAM IIpemnaparty. He
Oynu 3a3HadeHi IBUIIA, AKi OyIK TeTKUMU Ta IOBiOOMIIEHHS IIPO SKi Oy/x Oy:Ke HEeTOYHKUMH, 1100
MaTH 3HA4YeHHI.

3aeanvui. Habpsk o6muyysi, peakiii GOTOUYTINBOCTI, 110K, acTeHis, 6ifib, panToBe magiHHsA, Oinb y
JKWBOTi, panTOBe MOUIKOOKEHHSI.

3 6oky cepuego-cCyOuHHOI cucmemu: CTEHOKaPIis, aTPioBEHTPUKYIsIpHA OJI0Ka/ia, MirpeHs,
IIOCTypaJibHa TiloTeH3is, imeMia Miokapaa, TpoM003 CyIruH IOJIOBHOTO MO3KY, palToBa 3yMHKa
cepud, nopymenHsa Ha EKT, kapaiomionaris.

3 60Ky WAYHKOBO-KUWKOB020 MpaKmy: TJIOCUT, KOJIT, gucdaris, raCTpUT, TaCTPOEHTEPUT, e30¢arir,
CTOMATHUT, BiTXUJIEHHS Bil HOPMaJIbHUX Pe3y/IbTaTiB MeYiHKOBUX P00, peKTaabHa KPOBOTEUA,
TiHTIBiT.

3 6oky cucmemu Kposi ma AimpamuyHoi cucmemu: aHeMis, JIeHKOIeHis.

3 6oky memaboaizaMy ma xap4yB8aHHA: crpara, HaOpsK, mogarpa, HectabimpHuM giader,
rineprnikemis, nepudepuyni HabPsSKY, TinepypukeMis, rimornikemis, rinepHatpiemis.

3 60Ky ckesiemHo-M’ 530801 cucmemu: apTPHUT, apPTPO3, POIPUB CYXOKHUIIISI, TEHOCUHOBIT, Oi/lb y
KiCcTKax, MiaCcTeHisI, CHHOBIT.

3 6oky Hepeoeoi cucmeMu: aTakCis, HeBpaTis, HEUPOIATisi, TapecTesiss, TPeMop, BEPTUTO, [ETIPECis,
0e3COoHHS, aHOMaJIbHi CHOBUIIHHS, 3HUKEHHS pedIIeKcis.

3 6oky OuxanbHOi cucmemu: acTMa, IUCITHOE, TAPUHTIT, HapUHTIT, CHHYCUT, OPOHXIT, IOCUIIEHE
CIIMHOBUMIJIEHHS, TOCUJIEHHS KalIlJTio.

3 6oky wkipu: KPOIuB'IHKA, reprec, cBepOixk, MTIKUBICTh, BUPA3KM LIKipH, KOHTAKTHUHM IepMaTHT,
eKc(homiaTUBHUM IepPMaTHUT.

CneuuciuHi 8i0uymms: panToBe 3HUXKEHHS YU BTpATa CIyXy, 6inb y ByXax, KDOBOBUJIUB Y OKO,
KaTapakTa, CyXiCTh B O4ax.

3 60Ky ypo2eHimaabHOi cucmemu: UUCTUT, HIKTYPis, mifBUIIleHA YaCTOTa CEYOBUITYCKaHb,
30i/TbIIIEHHST MOJIOYHHUX 3a/103, HeTPUMaHHS Cedi, IOPYLIeHHS esKYIIsIil, HaOpsK CTaTeBUX OPraHiB,
aHOprasmis.

IocBig 3aCTOCYBaHHS Mic/sl BUXOOY Ha pPUHOK. [Ticns Buxony cunpeHadiny Ha puHOK Oynu

imeHTH(iKOBaHI HUXYe3a3HauyeHi mobiuHi peakmii. OCKimbKY PO TaKi peakiiii MoBimOMIISIOTh
noOpOoBiNTbHO, HEe 3aBXKAU MOXKHA JOCTOBIPHO OI[iHUTH iX YaCTOTY Ta BCTAHOBUTHU MIPUYMHHUM 3B 30K
3 [Ii€1o JiKapChKOTo 3acoby.

Cepueeo-cy0uHHi ma uepebposackyasapHi seuuid. [ToBimOMIIAIOCS PO CEPHO3Hi CepleBO-CyIUHHi,
11epe0pPOBacKyJIIPHi Ta CyIMHH] SIBUIA, BKITII0Yai0un 1epedpoBacKyIspHY KPOBOTEYY,



cybapaxHoifanbHy Ta BHYTPIIIHbOIIEpeOpaIbHy KPOBOTEUY Ta JIETEHEeBY KPOBOTEUY, 1110 OyTH
TI0B’sI3aHi B 4aci i3 3acTocyBaHHAM cungeHadiny. ¥ Ginpurocti nauieHTiB 6ynu HasiBHI hakTopu
CepleBO-CYAMHHOTO PU3uKY. [ToBimomIsisiocs, 110 30e6iibiIoro 11 SBuilla BUHUKATH ITif 9ac abo
Ofpa3y IiC/sl CTaTeBOl aKTUBHOCTI, Ta ITOAEKOJH IIi SBUIla BUHUKAIM Bigpa3y IiCJisg 3aCTOCYBaHHS
cunpeHadiny 6e3 cekcyanbHOI aKTUBHOCTI. [HKOIYM YCKIagHEeHHS BUHUKAJIU IIPOTSITOM HaCTYITHUX
KiJIbKOX TOOWH YU [HIB IiC/s 3aCTOCyBaHHSA cuimeHadiny Ta cTtaTeBol aKTUBHOCTI. HEMOXKIHBO
BCTAQHOBUTH, YU MAIOTh Lii sIBUIlla IPIMUM 3B’I30K 13 3aCTOCYBaHHAM IIpernapary, 3i CTaTeBO
aKTUBHICTIO, 3 HASIBHUMH (aKTOpaMy PU3UKY, 4M i3 KoMOiHa1li€ro nux HakTopiB, Yu 3 iHIIUMU
(dbakTOpaMu.

KposoHocHa ma aimpamuyHa cucmemu: Ba300KITIO3UBHUY KPU3. Y HEBEIMKOMY 3aBYacHO
IPUNMHEHOMY OOCIiXKeHHI IIPX 3aCTOCYyBaHHI cungeHadiny maiieHTaM 3 JIeTeHeBOI0 apTepialbHO0
rimepTeH3i€0, BTOPHHHOIO MO0 CePIONONi0HOKIITHHHOI aHeMii, pO3BUTOK Ba300KITIO3UBHUX KPU3iB,
o notpebyBasny rocmiTaisallii, CriocTepiraBcs YacTillle, HiXK IIpX 3aCTOCOBYBaHHI Miarie6o.
Kniniyne 3HaYeHHS LXX JaHUX [Jg IalLi€HTIiB, SKi 3aCTOCOBYIOTh cuiigeHadin 3 MeTOI0 TiKyBaHHS
€PEeKTUNIbHOI IUCOYHKIIi], € HEBITOMUM.

Hepeosa cucmema: TpUBOXKHICTE, TPAaH3UTOPHA rJI00aibHa aMHe3is.
Cneuuciuni giduymma.

Cayx. ITicng Buxony npenapaTy Ha pUHOK IIOBIOMIISAJIOCS IIPO BUIMAAKY PAlITOBOTO 3HUXKEHHS YU
BTpaTHU CIIyXy, [I0B’A3aHi y 4aci i3 3acToCyBaHHAM cungeHadiny. ¥ HesKUX BUIagKaX [IOBIIOMIIANIOCS
IIPO HasBHICTh MEWYHUX CTaHIB Ta iHIMKX (aKTOPiB, 1[0 MOTJIX BifirpaTu pojib ¥ PO3BUTKY MOOIYHUX
peaxiiiit 3 60Ky ciyxy. Y 6araTbox BUIagKax iHGpopMarlis oo MomaabIIoro MeguYHOro
CIIOCTEpPEeXKEeHH BiACyTHI. BU3HAYMTH, YU 11l ABUILA IPSMO II0B’3aHI i3 3aCTOCyBaHHSM IIpernaparTy
cunpeHadiny, 3 HagBHUMU (aKToOpaMu PU3UKY BTPATH CIyXy, 3 KoMOiHalli€lo ux ¢paKkTopiB 4u 3
iHIMMMHU (paKTOpamMu, HEMOXKJIKBO.

3ip. TumMyacoBa BTpaTa 30py, IOYEPBOHIHHSA OYel, TeYiHHA B 04aX, MifBUIIEeHHS BHYTPILIHLOOYHOTO
TUCKY, HaOpsK CiTKiBKH, CyIMHHI 3aXBOPIOBAHHS CiTKiBKM Y¥ KPOBOTEYa, BifllapyBaHHS
ckJonopioHoro Tina.

[Ticnsa Buxomy npemnapaTy Ha PUHOK PiIKO MOBiMOMIISIOCS PO BUIIAOKKM HeapTepianbHOI MepegHbol
ilmemiyHOI HEBpoOIATil 30pOBOT0 HEPBA, 110 € IPUYNHOI0 3HUKEHHS 30PY, BK/II04al04ld He00OPOTHY
BTPATy 30pYy, sKi Oynu 1moB’s3aHi y 4yaci i3 3acTocyBanHaM inribitopis ®IIES5, y Tomy uucni
cunpeHadiny. baraTo 3 naieHTiB Manu aHaTOMiuHI a00 CyquHHI GaKTOPU PU3UKY PO3BUTKY
HeapTepianbHOI IePeIHbO] illIeMiYHOl HEBPOIIATil 30POBOTO HEPBA, BK/IIOYAIOUM TaKi: HU3bKE
CITiBBimHOIIIEHHS AiaMeTpa eKCKaBallil Ta JuCKa 30pOBOr0 HepBa (3aCTiliHMI IUCK 30POBOT0 HEPBA),
BiK Bif 50 pOKiB, apTepiaybHa rinepTeH3is, 3aXBOPIOBaHHS KOPOHAPHUX apTepiy, rinepainigemMisa ta
nasiHag. HeMoX/IMBO BU3HAYUTH, YU 1Ii ABUIIA IPSMO MIOB’A3aHi i3 3aCTOCyBaHHSIM iHTiOITOPIB
®JIE5, uu 3 HASIBHUMU aHATOMIiYHUMU a00 CyOUHHUMY QaKToOpaMu PU3UKY, YU 3 KOMOiHAIIi€I0 ITX
BCiX ()aKTOpiB, UM 3 iHIMMHU (PaKTOpPaMH.

3gimyesaHHs npo nido3piosaHi nobiuHi peakuii. [ToBimoMnenHs npo nobiyHi peakilil micns peecTparii
JiKapChbKOT0 3ac00y Ma€ BeNluKe 3HaueHHs. Lle mae 3MOTy ITPOBOAUTH MOHITOPUHT CIiBBiTHOIIEHHS
KOPHCTH/PU3UK IIPH 3aCTOCYBAHHI IIbOT0 JIiIKapChKOT0 3ac00y. MeouyHUM Ta ¢papMalleBTUUHUM
IpalliBHUKaM, a TaKOX IallieHTaM abo IxHiM 3aKOHHUM IIpefiCTaBHUKAM CJIiJ IIOBiIOMISATH IIPO YCi
BUTIAKY ITig03PI0OBAHUX MOOIYHMX peakllii Ta BilCyTHOCTiI e)eKTUBHOCTI JTiIKapCchbKOTO 3aco0y yepe3
ABTOMaTHU30BaHy iH(MOPMaLiiHy cucTeMy 3 hapMaKOHATISIAY 3a

nocuwiaHHAIM: https://aisf.dec.gov.ua .



https://aisf.dec.gov.ua/

Tepmin npudamHocmi. 5 POKiB.

YMmoBH 30epiraHHsi.
30epiraTu B OpUTiHANbHIN YIIaKOBIi Tpu TeMmepatypi He Buiie 25 °C.

36epiratu y HEJOCTYIIHOMY OJIST OiTe# MicIi.

VYnaxoBka.

Tabmetku mo 50 mMr, mo 100 Mr Ne 1 (1 X 1), Ne2 (2 X 1), Ne4 (4 x 1), Ne 8 (4 X 2) y OmicTepi, y mautii.

Kareropis Bigmycky.

3a pelemnToM.

Bupoonuk. [TPAT «OITOO®APM» (BigmoBifmaabHUM 3a BUIYCK Cepii, He BKII0Ya0un
KOHTPOJIL/BUIIPOOYBaHHA Cepil).

Micue3HaxoaKeHHs1 BHPOOHHKA Ta ajjpeca Miclsi IPoBagKeHHsI HOT0 TisIbHOCTI.

Yxpaina, 08303, KuiBcbka 0611., M. Bopucmine, Byn. Yymanska, 17.

3asiBHHUK.

[TPAT «OITO®PAPM».

Y pasi suHukHeHHs nobivHUX peakuitl abo 3anumaHb w,000 6e3neku ma egpekmugHocmi
3acmocyB8aHHs Aikapcvkoz2o 3acoby npocumo 3sepmamucs 00 8i0diny papmakoHazasndy ITPAT
«@ITO®APM» 3a Homepom menepoHy 38 (044) 390 52 96 abo nepelimu 3a NOCUAAHHAM
https://fitofarm.ua y po30ia «®apmakoHaza510» ma aubpamu 3pyyHutl cnocio.

Micue3HaxoaKeHHsI 3asiBHHKa.

Yxpaina, 02092, micto KuiB, Bysn. AnMaTuHCEKA, OyguHOK 12.


https://fitofarm.ua

