IHCTPYKIIA

IJISI METUYHOT' 0 3aCTOCYBAaHHSA JIIKapChKOT0 3aC00y

CTPOHIIEKC

(STRONDEX)

Cknao:
Oitoua pevosuna: sildenafil;
1 mo3a mictute 17,56 Mr cungeradiny LATpaTy, 10 eKBiBaleHTHO 12,5 Mr cuigeHadiny;

0ONOMIdICHI peuOBUHU: TIPOMiNEHTIiKOIb, eTaHon 96 %, Mmakporomn-400, 1eBOMEHTO, KACIOTa
XJIOPUCTOBOOHEBA PO3BEeHa, OJlisl TMMOHHA, caxapaso3a.

JlikapcbKka ¢popma. Cropeii s pOTOBOI TOPOKHUHYU [TO30BAHUH.

OcHosHi (izuko-ximiuHi 81acmugocmi: IPO30Pa piguHa 3 KOBTyBaTUM ab0 3eJIeHyBaTo-
JKOBTYBaTUM BiATIHKOM KOJIBODY, 3i CIIeU(PIiYHUM 3aIIaXOM.

QapMaKOTepaneBanHa rpyua.

JIikapchKi 3aco0w, 1110 3aCTOCOBYIOTHCS B YPOJIOTii. 3aco0u, 1110 3aCTOCOBYIOTHCS IIPU €PEKTUIIbHIM
muchyskuil. Cunpenadin. Kog ATX G04B E03.

Papmakoa02iuHi eaacmueocmi.
®apmakoOuHamika.

CunpgeHadin € mpemapaToM A IIEPOPAIBHOTO 3aCTOCYBaHHS, TPU3HAYECHUM IS JIIKyBaHHS
epekTunbHol guchyHkil. [Tpu cekcyanbHOMy 30yIKeHHI TpenapaT BiTHOBIIIOE 3HUKEHY €PEKTUIIbHY
GbYHKITi0 IUISIXOM ITOCUJIEHHS TPUTOKY BEHO3HOI KPOBi 10 KaBEPHO3HUX Till.

dizionoriyHuM MexaHi3M, 1[0 3yMOBJIIOE €PEKIIif0, BK/II0Ya€ BUBIIbHEHHS oKcuay a3oTy (NO) y
KaBEPHO3HUX Tijlax IIifi 4ac ceKcyanbHOoro 30ymxeHHs. BuBinbHenuit NO akTuBye hepMeHT
TyaHINaTIUKIa3y, [0 CTUMYJIIOE MigBUILIeHHS PiBHS UUKIIIYHOT0 TyaHo3uHMOHOGochaTy (1 M®), 1o,
3i cBOoro 60Ky, BUK/IMKA€E PO3CIabeHHs IIafKol MyCKyIaTypy KaBePHO3HUX TiJl, CIPUSIOYN IIPUTOKY
KPOBI.

CunpeHadin e moTyKHUM celleKTUBHUM iHTi6iTopoM ul' M®-cnenudiunoi pochomiecrepasu 5 (OJIED)
y KaBepHO3HUX Tinax, ge O®IIES Bipnosimae 3a po3napn ul'MO. Edekrtu cunpeHadiny Ha epekiito



MaloTh nepudepuyHuil xapakrep. CunngeHadin He YUHUTEL Oe3MMOCEPEIHbOl PETaKCydol il Ha
i3071bOBaHI KABEPHO3HI TiNla MIOOUHMU, ajie IOTYKHO IOCHITIOE po3caabmioyuy airo NO Ha gaHy
TKaHuHY. [Ipu akTHBanii Metaboniynoro unisixy NO/uI'MO®, 1o BigOyBa€eThCs IPU CEKCyabHil
ctuMynsii, inribyBanus cungeHadinom ®IES npu3BoguTh O0 MigBUllleHHS PiBHS I MO y
KaBEPHO3HUX Tinax. TaKUM YUHOM, OJIsI TOTO, 1100 cungeHadinn BUKINKaB MOTPiOHMM
bapmakosoriuauil eekT, HeoOXifHe ceKcyabHe 30yIKeHHS.

HocmimKeHHS in vitro IpogeMoHCTPYyBanH, 1o cunpeHadin € cenektusuuM go ®IES, mo Gepe
aKTHBHY y4acThb y mporeci epekuii. EQekT cunnenadiny Ha ®JES noTyXKHimmi, HiXK Ha iHIII BigoMi
docdomiectepasu. Lle#t edpekt y 10 pasziB moryxHimmi, Hik epekt Ha PIIE6, 1m0 6epe ydacTs y
mpoiecax poTomepeTBOPeHH y CiTKiBIi. [Ipy 3acTOCyBaHHI MaKCMMaIbHUX PEKOMEHIOBaHUX 103
ceneKTUBHICTh cunpeHadiny go O®IES y 80 pasis nepesuiye 1oro cenektusHicTs fo ®IE1, y 700
pasiB Buia, Hix o ®OE2, ONE3, ®IIE4, ®OE7, ®NES, ®IE9, ®IE10 ta ®JIE11. 30KpeMma,
cenekTuBHICTh cunpeHadiny go ®IES y 4000 pa3is nepeBuiilye 10ro ceneKTusHiCcTh 10 OIE3 -
TAMO®-cnenudivHoi izodopmu dhocdomiecTepasuy, 10 6epe y4acTh ¥ peryisilil cepieBoil
CKOPOTJIUBOCTI.

dapmakokiHemuka.

Abcopbuis

[IBupkicTh abcopOiril cunmeHadiny y hopmi crpero pelro 6inbliia MOPiBHSHO 3 TBEPAUMHU J030BaHUMU
dbopMaMu 115 TepopasibHOT0 3aCTOCYBaHHS, OCKI/IbKY Iil04a pedYOBHHA, SIKa Ma€ HU3bKY BOOHY
PO3YUHHICTD, MPUKAMAETHCS BXKE B PO3YMHEHOMY CTaHi. MakCcHUMasbHa Ia3M0Ba KOHIEHTPaLlisd
IpernapaTy JOCATAaEThCS B CEPeIHbOMY IPOTAroM 60 XBUIIMH IiC/IA 3aCTOCYBaHHS HaTile. CepenHs
abcomoTHa 6iomoCTymHICTE cunpeHadiny micus mepopaabHOT0 3aCTOCYBaHHS CTaHOBUTH 41 % (3
Miama3o0HOM 3HaueHb Bif 25 mo 63 %). [Ipu 3acTocyBaHHi cunaeHadiny mif yac BXKUBaHHS iKi CTYIiHb
abcopOI1il 3HUKYETHCA i3 cepegHiM MofoBXKeHHIM T,,,, 0 60 XBUJIUH i cepeqHiM 3HUKEHHIM
MaKCHManbHOl KoHIeHTpatil (C,,.,) Ha 29 %.

Po3nodis

CepepHiit piBHOBaxHUM 06’eM po3nominy (V,) ctaHoButh 105 miTPiB, 110 CBITYUTH PO PO3IIOMIN
IpenapaTy B TKaHWHaX opraHiamy. ITicig ogHOopa3osoro 3actocyBaHHs cupeto CTPOHIEKC y nosi
50 MTr cepefHsS MaKCUMaJjlbHa 3arajibHa IJla3MoBa KOHIIEHTpallis cunaeHadiny cTaHOBUTL TPUOIN3HO
200 ur/mn (koedimieHT Bapialil ctaHoBUTb 40 %). CTymiHb 3B’93yBaHHA cUIAeHadiny Ta 1oro
rosioBHOTO N-mecMeTun-metaboniTy 3 6inkaMu 1mia3Mu KpoBi gocsirae 96 % i He 3a/eXkuTh Bif
3araJibHOl KOHILIeHTpallil cunmeHadiny.

biompaHcopmauis

MetaboriaMm cunpeHadiny 3mifiCHIOETECS TOJIOBHUM YHHOM 3a y4acCTI0 MiKpOCOMaJIbHUX i30)epMEHTIB
neuinky CYP3A4 (ronosruu nuisx) Ta CYP2C9 (mpyropsapauil msax). ['0JI0BHUN OUPKYTIO0YUN
MeTaboJIiT YTBOPIOETLCA MINITX0M N-IeMeTunoBaHHs cunneHadiny. CeleKTUBHICTh MeTab0MiTy 0[0
®JIES mopiBHSHHA i3 CENEKTUBHICTIO cunaeHadiny, a akTuBHICTb MeTabomiTy momo ®IIES cTaHOBUTH
npubnu3Ho 50 % aKTUBHOCTI BUXiIHOI pe4yoBUHH. [171a3M0Ba KOHIIEHTPALIIiS IILOTO METabOoiTy
cTaHoOBUTH npubnu3Ho 40 % KoHUeHTpauii cunmeHadiny y nna3mi Kposi. N-neMeTuIL0BaHIH
MeTaboJIiT 3a3Ha€E oanbluIoro Metaboi3My, a mepiof #oro HamiBBUBEOEHHSI CTAHOBUTH IIPUOIU3HO
4 TomuHU.

Eaiminauisa



3aranpHUY KiIipeHc cunfeHadiny cTaHOBUTH 41 1/roguHy, 3yMOBIIIOI0YY TPUBAJIICTh IE€Piofy HOTo
HamniBBUBeHeHHs 3-5 roguH. fK micis nepopasibHOro, Tak i Micjis BHYTPIIIHBOBEHHOI'0 3aCTOCYBaHHS
eKcKpelis cunneHadiny y Burnsami MeTa0oJIiTiB 3MilCHIOETHCS TOJIOBHUM YHHOM i3 KajoM (Ipubiu3Ho
80 % BBemeHOI mepopasbHOI J03H) Ta MEHIIIO Mipoo i3 ceueto (mpubnau3Ho 13 % BBemeHo1
IIePOPaIbHOI I03H).

d®apmakoKiHemuka 8 ocobausux 2pyn navieHmia

ITauyieHmu AiMHbO20 BIKY

Y 3m0poBUX JOOPOBOJIBIIB MITHHOTO BiKY (BikOM Bifl 65 pOKiB) Bif3Hayanocs 3HUKEHHS KITipeHCy
cungeHadiny, 1o 3yMOBIIIOBAIO MiABUINEHHS [1JIa3MOBUX KOHIIEHTpAIlill cuigeHadiny Ta #0ro
aKTHBHOT'0 N-leMeTHIIbOBaHOTO MeTa0oJiTy npubnu3Ho Ha 90 % MOpPiBHSAHO 3 BiATOBiTHUMHU
KOHIIEHTPAIiIMH ¥ 300POBUX NOOPOBOJIBIIB MOJIOAIIOrO BiKy (18-45 pokiB). Y 3B’43Ky i3 BikoBUMHU
BiIMiHHOCTSIMU y 3B’sI3yBaHHi 3 OiTKaMu IIJTa3MU KPOBi BiATIOBiAHE MiIBUINIEHHS M1JIa3MOBOI
KOHIIeHTPallil BimbHOTO cunmeHadiny ctaHoBumo npubmusuo 40 %.

Hupkosa HeOocmamHicmb

Y 1o6poBOIBbLIB i3 mOpyIIeHHAMY QYHKIIiI HUPOK JIETKOTO Ta IMIOMIPHOTO CTYIeHs (KJIipeHc
kpeatuniny 30-80 mn/xB) papMakoKiHeTHKa cuIfeHadiny 3anuiianacsa He3MiHEHOIO MiC/Is U0ro
OJHOPA30BOT0 IIEPOPaIbHOr0 3aCTOCyBaHHSA y 0031 50 Mr. CepenHi MOKa3HUKY IO ITif
(dhapMaKOKiHeTUYHOI0 KPUBOIO «KOHIIeHTpalisg-yac» (AUC) Ta C,,, N-IeMeTuIb0BaHOr0 MeTaboIIiTy
migBuiTyBanucs Ha 126 % ta 73 % BiAMOBiTHO MOPIBHSHO 3 TAKUMH ITOKA3HUKAMU y TOOPOBOJIBILIB
TAKOTO0 X BiKy 6e3 mopyieHb GyHKIii HupoK. OmHaK Yepe3 BUCOKY iHOUBigyalIbHY BapiabembHICTD I
BiIMiHHOCTIi He OyJIM CTAaTUCTUYHO 3HAUYIIUMU. Y JOOPOBOJIBIIB i3 TSIKKUMU MOPYIIEHHAMY QYHKIIT
HUPOK (KJIipeHC KpeaTHHIHY HUXK4Ye 30 mi1/xB) KiipeHC cunaeHadiny 3HUXKYyBaBCS, 110
npu3Boauio oo cepenHix migsumiens AUC ta C,,, Ha 100 % Ta 88 % BigmoBimHO MOPIBHSHO 3
no6pOBOIBLISIMU TAKOTO X BiKy 6e3 mopyiieHs GyHkiii Hupok. Kpim Toro, 3uayennss AUC Ta C,,,, N-
IeMeTUILOBaHOT0 MeTabo0IiTy 3Hauyie mifpuilyBanucs Ha 79 % Ta 200 % BigmosigHo.

ITeyiHkosa HeOocmamHicmew

Y mo6poBOIBbIIB i3 IIMPO30M IEUiHKHK JIETKOTO Ta MTOMIPHOTO CTYIIeHs TSXKKOCTi (KmaciB A Ta B 3a
Knacudikauiero Yainpa-I1'10) Knipesc cunpeHadiny 3HUKYBaBCS, 110 IPU3BOAUIIO OO0 HiABUIIEHHS
AUC (84 %) Ta C,,, (47 %) nopiBHAHO 3 0OOPOBOIBIIMU TAKOTO XK BiKy 0€3 mopyIieHsb GyHKIIil

neuinky. PapMakoKiHeTHKa CUIfeHa(diny y HALi€HTIB i3 MOPYIIEHHAMHU (DYHKIII1 TeYiHKHU TAKKOTO
CTyNIeHs He BUBYAJacH.

Kniniuni xapaKTepuCTHKH.
Iloka3aHHs.

[Tpenapat CTPOHIJEKC pekoMeHAyeThCS 3aCTOCOBYBATH YOJIOBIKaM i3 epeKTUIbHOI OUC)YHKITIET,
siKa BU3HAYAEThCS SIK HE3[ATHICTh HOCATTH a00 MigTPUMATH epPeKIliio CTaTeBOro YieHa, HeoOXigHy
[JIS1 YCIIIHOTO CTaTEBOT0 aKTy.

Ons epektusHoi mii npernapaty CTPOHIEKC noTtpibHe cekcyasnbHe 30yIKeHHS.



IIpomunoka3anHus.

- TligBuileHa YyTIHBICTh M0 aKTUBHOI pe4oBUHU a00 0o OyOb-SKOI 3 IOIIOMiXKHUX PEUOBUH
JiKapchKoro 3acoby;

- OfHOYaCHe 3aCTOCYBaHHS i3 JOHOPaMM OKCHAY a30Ty (TaKUMHM SIK aMiIHITpUT) abo HiTpaTamu y
Oynmb-siKii hopMi, OCKiIBKHY BifoMO, IO CHJIAeHadin BIIMBA€E Ha IMIJISXHA MeTab0JIi3My OKCUAY a30Ty
(NO)/uukmnigyHOoro ryano3uaEMoHodocdary (i’ M®) Ta MOTEHI[iI0€ TiMOTEeH3UBHUM e(DEKT
HiTpaTiB;

- opmHOYacHe 3acTocyBaHHA iHriGiTopis ®IES (y ToMy uncni cungernadiny) i3 cTuMynsgTopaMu
ryaHijlaTUMKIIa34, TAKUMU 9K PIOLUTyaT, IPOTUIIOKAa3aHe, OCKiIbKY MOXKe IIPU3BECTH [0
CHMIITOMATUYHOI TillOTeH3il (ouB. po3min «B3aeMopmis 3 iHIMMY NTiKapChbKUMK 3aC00aMH Ta iHIII
BUIIM B3a€EMOJIiN»);

- CTaHH, IIpY IKUX He peKOMeH[I0BaHa CeKCyaslbHa aKTUBHICTb (HaNpUKaf, TAXKKi ceplieBo-
CYOUHHI pO3/1afy, Taki K HecTabillbHa CTeHOKapHis abo ceplieBa HEIOCTATHICTh TAXKKOTO CTYIIEHS);

- BTpaTa 30py Ha OgHEe OKO BHACJiIOK HeapTepiaabHOI IepegHbol illeMiuHol HeBpOIaTil 30pOBOT0
HepBa He3aJIeKHO Bifi TOT0, TOB’g3aHa II5 TaTOJIOTiA i3 MonepefHiM 3acTocyBaHHAM iHTi0iTopiB ®IES
YW Hi;

- HasBHICTh TAKWX 3aXBOPIOBaHb, SIK MOPYIIeHHS QYHKII IeYiHKYU TSIXKKOT0 CTYIIEHS, apTepianbHa
rinotenais (apTepianbHuit THCK HUKYe 90/50 MM PT. CT.), HEIIOIABHO ITepeHeCceHuH iHCYIbT abo
ingapkT MioKapma Ta BiloMi CITagKOBi JereHepaTHBHI 3aXBOPIOBAHHS CiTKiBKH, TaKi K IMIrMeHTHUN
PETHUHIT (HeBenrKa KilnbKiCTh TaKUX MAIiEHTIB Ma€ TeHeTUYHI po3nagu gocdomiecTepas CiTKiBKH),
OCKinbKu Oe3neka cuigeHadiny He HOCTigKyBanacs y TaKUX MiATpynax NalieHTiB.

B3aemodisa 3 inwumu snikapcoKumu 3acobamu ma iHwi eudu é3aemoditi.

Bnaus iHwux aikapcvkux 3acobie Ha cuadeHadin

HocnimXeHHd in Vitro

Metabomni3m cungeHadiny BigOyBa€eThCS MepeBaXkKHO 3a y4acTio i3opopmu 3A4 (ronoBHUMN
nuisix) Ta isopopmu 2C9 (opyropsamuui msax) uutoxpomy P450 (CYP). Tomy iuribiTopu mux
i30(pepMeHTIB MOXKYTh 3HUKYBATHU KIIipeHC CuIfeHadiny, a iHOyKTOpU LKX i30(pepMEHTiB
MOXKYTh IiABUIIYBaTH KJlipeHC cungeHadiny.

[TocmigXeHHs in Vivo

[TonynsaniHu# HapMaKOKiHETUYHUYN aHali3 JaHUX KIIIHIYHUX OOCHiAKEHb TPOIEMOHCTPYBaB
3HUKEHHS KIIipeHCy cuaeHadiny npu #oro oqHOYaCHOMY 3aCTOCyBaHHI 3 iHTi6iTOpaMu
CYP3A4 (TakuMM K KETOKOHA30JI, EPUTPOMILIMH, HIUMETUANH). X04a IIPU OGHOYACHOMY
3acTocyBaHHi cunmeHadiny Ta inribiTopis CYP3A4 3pocTaHHS YaCTOTH MOOIYHUX peaklliii He
CIIOCTepiraaocs, CHif pO3rISHYTH MOXKJIMBICTh 3aCTOCYBaHHS IT0YaTKOBOI JO3U

cunpgeHadiny 25 Mr.

OmHouacHe 3aCTOCyBaHHS iHribiTopa BIJI-mpoTeal3u pUTOHABIPY, AyXkKe MOTYKHOTO iHTribiTopa



P450, y craHi piBHOBaxXHO1 KoHIIeHTpalii (500 Mr 1 pa3 Ha mo0y) Ta cunpeHadiny
(omHOpas3oBa go3a 100 mr) mpusBopuno po mipumenHs C,,, cunaenadiny vHa 300 % (y 4
pasmu) Ta nigsumienHd nna3moBol AUC cunpernadiny Ha 1000 % (v 11 pasis). Yepes 24
TOOUHY I7Ta3MOBUI piBeHb cunmeHadiny Bce e cTaHoBUB mpubau3nH0 200 Hr/M IOPIiBHSIHO
3 piBHeM ImpuOIU3HO 5 HT/MJI, XapaKTepHUM [IJig 3aCTOCYBaHHS cuiimeHadiny okpeMo, 1110
TIOSICHIOETHCSI 3HAYHUM BIIJINBOM PUTOHABIPY Ha IIMPOKUM CeKTp cyOcTpatis P450.
CunpeHadin He BIIMBa€ Ha (h)apMaKOKiHETUKY PUTOHABIPY. 3 OTNIAY Ha i
(dhapMaKOKiHETHYHI JaHI OQHOYaCHE 3aCTOCYBaHHS CUJgeHadily Ta pUTOHaBipy He
PEKOMEHOYEThCS (IUB. po3ain «OcobIMBOCTI 3aCTOCYBaHHS»); MaKCUMaJlbHa [103a
cungeHadiny 3a KomHUX 00CTaBUH He NMOBUHHA MEPEBUIYBATHA 25 MT MPOTIToM 48 roguH.

OpHouacHe 3acTocyBaHH# iHribiTopa BlJI-poTea3u cakBiHaBipy, inribitopa CYP3A4, y mo3i,
1m0 3abe3mneydye piBHOBaxkHY KoHIleHTpaio (1200 mr 3 pa3u Ha 0o0y), Ta cunaeHadiny (100
MT OTHOPA30B0) Ipu3BoAuo o nigBuienus C,,, cunneHadiny Ha 140 % Ta 30inbIIeHHS
AUC cunpenadiny Ha 210 %. He BusBneHo BIIuBY cungeHadiny Ha papMaKOKiHETUKY
cakBiHaBipy (muB. po3min «Cmocib 3acTocyBaHHs Ta Ho3u»). [lepenbadaeThcs, 10 OiTbII
noTyxHi iuribiTopu CYP3A4, Taki IK KeTOKOHA30JI Ta iTpakKoHa3011, OyayTh MaTu OiNbIl
BUPAXKEHUY BIIJIUB.

[Tpu 3actocyBaHnHi cunpgeHadiny (100 Mr ogHOPa30BO) Ta EPUTPOMILIMHY, TOMIPHOTO
inriditopa CYP3A4, y piBHOBaxXHOMY cTaHi (500 Mr 2 pa3u Ha mo6y npoTtsarom 5 mib)
croctepiranocs nigsumieHHss AUC cunpeHadiny Ha 182 %. Y 3mopoBux moOPOBOJIBIIIB
Y0JIOBiUOi CTaTi He crocTepiranocs BauBy asuTpoMinuny (500 mr 1 pa3 Ha mo0y mpoTsarom 3
ni6) va AUC, C,,,, 9ac HOCSTHeHHS MaKcuMaibHOI KoHIeHTpatii (T,,,), KOHCTaHTY IIBUAKOCTI
eJiMiHallii Ta IOmaIbIIKMY Iepion HamiBBUBEOeHHS cungeHadiny abo #oro roJJ0BHOTO
IUPKYyJoo4oro Metabonity. Llumetunus (iuribiTop uutoxpomy P450 Ta HecnerudiuHm
inri6iTop CYP3A4) y mo3i 800 Mr mpu ogHOYAaCHOMY 3aCTOCYBaHHI i3 cunpeHadinom y mo3i 50
MT Y 3[[0POBUX NOOPOBOJIBLIIB TPU3BOAUB A0 MifBUILIEHHS IIJTa3MOBUX KOHIIEHTPALil
cunpgeHadiny Ha 56 %.

['peiindpyToBuii cik € caabkum inriditopom CYP3A4 y CTiHIII KUIIEYHUKY i MOXKe BUKJIMKATH
IIOMipHE MiABUIEHHS PiBHA CUNIAeHadiny y mia3Mi KpoBi.

OpHOpa30Be 3aCTOCYBaHHS aHTAUU[IB (MarHio rigpoKCUAy/anoMiHi0 TiIPOKCUAY) He
BIIJIMBAJIO Ha 0i0lOCTYyNHICTh cunmeHadimy.

Xo4a gocmifKeHb crenu@ivyHol B3aEMOZI] 3 yciMa JTiKapChKUMU 3aco0aMu He IIPOBOIUIIOCS,
3a JaHUMU MOMYJIALIMHOT0 (papMaKOKiHETUYHOT0 aHali3y, (hapMaKOKiHeTHKa CUNIgeHadimy
He 3MiHIOBaIacs IMPU M0T0 OMHOYACHOMY 3aCTOCYBaHHi 3 JIiKAPChKUMU 3aco0aMu, IT10
HanexaTb g0 rpymnu inriditopiB CYP2C9 (tonGyramin, BapdapuH, GeHiTOIH), Tpynu
inri6iTopiB CYP2D6 (Takux SIK CeJIeKTUBHI iHTiOiTOpY 3BOPOTHOI'O 3aXOIIJIEHHS CEPOTOHIHY,
TPULIMKIIIYHI aHTUIeIPECAHTH), TPYIH Tia3UOHUX Ta Tia3UAOMOOiOHUX OiypeTUKiB, MeTIbOBUX
Ta Kanin3bepiraroymx OiypeTuKiB, iHTiOiTOPiB aHTiOTEH3WHIIEPETBOPIOBAILHOTO (PEPMEHTY
(AII®), aHTaroHiCTIB Kasbllil0, aHTATOHICTIB B-agpeHopelenTopiB abo iHOYKTOPiB
MeTabonizmy CYP450 (Takux siKk pudamminul, 6apbiTypaTn).

Y npoteci gocmifXKeHHs 3a y4acTiO 3MOPOBUX YOJIOBIKiB-00OPOBOIBIIIB OQHOYACHE
3aCTOCYBaHHS aHTaAroOHiCTa eHfoTeNiny 0oceHTany (momipuutt ingykrop CYP3A4, CYP2C9 Ta,



Moxk7uBo, CYP2C19) y piBHOBaxkHOMY cTaHi (125 Mr 2 pa3u Ha go0y) Ta cungeHadiny y
piBHOBaxkHOMY cTaHi (80 Mr 3 pa3u Ha mo0y) npussoaumno ao 3uuxkeHHss AUC ta C,,,
cungeHadiny Ha 62,6 % Ta 55,4 % BignoBigHO. TOMy OfHOYaCHE 3aCTOCYBaHHS TaKUX
noTyHux iHgyKTopiB CYP3A4, sk pudaMIrid, Moxke MPU3BOOUTHU A0 OiNbII BUPaKEHOTO
3HMXKEHHS KOHILIeHTpallil cunaeHadiny y maa3mi Kposi.

Hixopaugun siBnsie co6010 TiOpua akTUBATOPa KasbllieBUX KaHaJiB Ta HiTpaTy. HiTpaTHui
KOMIIOHEHT 3YMOBJIIOE MOKJIMBICTh MOT'0 CEPUO3HOI B3aEMOII i3 cunmeHadimom.

Bnaue cundeHainy Ha iHwi aikapcuKi 3acobu

HocnimxeHHd in Vitro

CunpeHadin - cnabkui iuridiTop isodopm 1A2, 2C9, 2C19, 2D6, 2E1 ta 3A4 mmuToxpomy
P450 (IKy, > 150 mkMomb). OCKinbKY MaKCHUMalbHa IIJTa3MOBa KOHIIEHTPAllis cunaeHadiny
CTAHOBUTH NMpuOIM3HO 1 MKMOIIb, BINTKB Jlikapchkoro 3acoby CTPOHIIEKC Ha kiipeHc
cy0OcTpaTiB LUX i30pepMEHTIiB MaTOMMOBIPHUM.

BigcyTHi maHi momo B3aeMopmil cunpgeHadiny Ta Takux HecmerupiyHux iHridiTopis
dbochomiectepasu, K TeODiTiH Ta OUITipUAAMOI.

JToCIiIXeHHs in Vivo

Ockinbku BifoMo, 1110 cunaeHadin BniuBae Ha MeTabonism NO/I'M®, Oyio BCTaHOBJIEHO, 1110
cunpeHadin NoTeHLioe TiMOTEH3UBHY [Iil0 HITpaTiB, TOMy M0r0 OGHOYaCHE 3aCTOCYBaHHS 3
noHopamu NO abo 3 HiTpaTamu y Oyab-siKii popMi npoTunokasaHe (IUB. PO3MIin
«[IpoTunokasaHHI»).

Piouueyam

TokmniHiuHi gocnimKeHHs IPOAEMOHCTPYBaIU afUTUBHUMN CUCTEMHUMN €(EeKT 3HUKEHHS
apTepiasbHOTO TUCKY ITPH OJHOYACHOMY 3aCTOCyBaHHi iHribiTopiB ®IIES 3 pionuryarom.
KiiniyHi [OCTiIXKEHHS IPOIeMOHCTPYBAIH, 10 PIOUryaT IIOCUITIOE TiTOTeH3UBHY Aif0 iHTi6iTOPIB
®JIES. V mamieHTiB, sKi Opanu y4acTh y JOCHTiOXKEHHi, He CIIOCTePirayioch MO3UTUBHOTO KITiHIYHOTO
eekTy mpu ogHOYACHOMY 3acTocyBaHHi iHrib6iTopis ®IIES 3 piomuryarom. IIpoTunoka3ane
OIIHOYACHe 3aCTOCyBaHHs pioiwryary 3 inridiropamu O®IIES (y TomMy umcri i3 cungeHadinoM) (ous.
po3min «[IpoTunokasaHHS»).

OpHouyacHe 3aCTOCyBaHHS cunpmeHadiny Ta 6710KaTOPiB X-aAPEeHOPEIENTOPIB MOXKe
IIPHU3BECTH [I0 PO3BUTKY CUMIITOMAaTHYHOI TiTOTEH311 Y AeSIKUX CXUIBHUX [I0 I[bOTO MalliE€HTIB.
Taka peaxkiliga HaldacCTillle BUHKAKAaJa IPOTAroM 4 TOAMH IiC/Isa 3aCTOCYBaHHS CUIAeHadiny
(muB. po3minu «OcoOnuBOCTi 3acTocyBaHHA» Ta «Crocib 3acToCcyBaHHS Ta [H03U»). Y mpolieci
3 mocrimKeHb crnenudiyHol B3aEMOil TiKapChKUX 3ac00iB 6JI0KATOP (-afiPeHOPEIeITOPiB
moKca303uH (4 Mr Ta 8 Mr) ta cungeHadin (25 mr, 50 mr ta 100 Mr) 3acTocoByBamu
OJHOYACHO TallieHTaM i3 moOpOosKiCHOIO TinepIasieio mepeamMixypoBoi 3ano3u, crabinizalris
CTaHy AKUx OyJia JOCATHYTa IIPU 3aCTOCYBaHHI JOKCA303UHY. Y IUX MOMYIALIIX
CIIOCTepiranocs cepenHe NONaTKOBe 3HUKEHHS apTepialbHOI0 TUCKY Y II0JI0OKEHH] ralieHTa
jiexXayu Ha 7/7 MM pT. CT., 9/5 MM pT. CT. Ta 8/4 MM pT. CT. Ta CePeIHE 3HUKEHHS
apTepiabHOTO TUCKY V IIOJI0OKEHHI IalieHTa CToA4u Ha 6/6 MM pT. cT., 11/4 MM pT. cT., 4/5



MM pT. CT. BigmoBigHO. [Ipy ogHOYaCHOMY 3aCTOCYBaHHI cunfeHadiny Ta fOKCa303uHY y
nalieHTiB, cTabinisanis crany gKux Oyia OCATHYTa IIPHU 3aCTOCYBaHHI JOKCA303UHY, iHOA]
ITOBIZOMJISITIOCS TIPO PO3BUTOK CHMIITOMATUYHOl OPTOCTATAYHOI TiOTeH3il. Y 1Iux
IIOBIAOMJIEHHSX UINJIOCS IIPO BUIIAAKY 3allaMOPOYEHHS Ta CTaH Ilepeq HeIPUTOMHICTIO, aje
0e3 CUHKOIIE.

He cnocTtepiranocst XKOOQHUX 3HAUYYIIUX B3aEMOZIN IIPU OMHOYACHOMY 3aCTOCYBaHHI
cungenadiny (50 mr) i Tonbyraminy (250 mr) a6o Bapdapuny (40 Mr), 110 MeTabomi3yI0ThCS
CYP2C9.

Cungenadin (50 Mr) He IPXU3BOAUB OO IOJOBKEHHS YaCcy KPOBOTeYi, CIPUYUHEHOL
3aCTOCYBaHHSM alleTUICATIIII0BO1 KucmoTu (150 mr).

Cunpenadin (50 Mr) He IOTEHIIiI0BAB TiIOTEH3UBHY Mil0 aJTKOT0JII0 ¥ 3MOPOBUX NOOPOBOJIBIIIB
IIpU CepegHbOMY MaKCUMaJIbHOMY PiBHI eTaHOTy KpoBi 80 Mr/mj.

Y martrieHTiB, SIKi 3aCTOCOBYBasiu CulgeHadis, He CIIOCTePIraaocs XKOOHUX BiIMIHHOCTEN
npodinto mobiyHUX peakilii MOPiBHSIHO 3 MIale00 Mpy OIHOYACHOMY 3aCTOCYBaHHI TaKuX
KJIaCiB TiOTeH3WBHUX JIiIKapChKUX 3ac00iB, IK [iypeTuku, 6J10KaTOpH B-agpeHOPENenTopiB,
inri6iTopu AII®, aHTAroHiCTH aHrioTeH3uHYy I, aHTUTIIePTEH3UBHI JTiIKapChKi 3aco0u
(CymMHOPO3IIMPIOBAJIbHI Ta LIEHTPaJIbHOI [il), 67I0KaTOPH agpeHepriuHuX HEUPOHIB,
0JI0KaTOpH KaJbIliEBUX KaHalliB Ta 0710KaTOPH a-afipeHOPELIeNITOPIB. V crelianbHOMY
IOCIIIXXKEeHHI B3a€MOil IpY OAHOYAaCHOMY 3acToCcyBaHHI cungeHadiny (100 mr) ta
aMJIOQUIIIHY [TalliEHTaM i3 apTepiaibHOIO IiepTeH31€ CIOCTePIiragocs ONAaTKOBE
3HUXKEHHS CUCTOJIIYHOTO apTepiaJIbHOr0 TUCKY B II0JIOKEHHI NallieHTa JleXkadyud Ha 8 MM pT.
CT. BignoBigHe 3HUXKEHHS OiaCcTOIIYHOI0 apTepiaJbHOr0 TUCKY CTAHOBUJIO 7 MM PT. CT. 3a
BEJIMYMHOIO I[i HOJATKOBI 3HMKEHHS apTepialbHOTO TUCKY OyIM MOPIBHIHHUMY 3 TUMH, 110
CIIOCTepiranaucs y 3mopoBuX J0OPOBOIIBIIB IIPK 3aCTOCYBaHHi nuie cungeHadiny (mus.
po3ain «®apMakKoIOriyHi BIaCTUBOCTI»).

Cunpgenadin y mosi 100 mMr He BInuBaB Ha (apMaKOKiHETUYHI TOKa3HUKHU
inribiTopin BIJI-mpoTea3u, cakBiHaBipy Ta PUTOHABIPY, SKi € cybcTpaTaMu
CYP3A4.

Y 3mopoBUx JOOPOBOJIBIIIB YOJIOBIYOi CTAaTi 3aCTOCYyBaHHA cunmeHadiny y piBHOBaXXKHOMY
ctani (80 mr 3 pa3u Ha mo0y) npussoguo fao nigsuienus AUC ta C,,, 6ocerTany (125 mr 2
pa3u Ha 1o6y) Ha 49,8 % Ta 42 % BigmoBigHO.

IomaBaHHSI OOHOPA30BO1 [03U CUIAeHadiny 1o cakyOiTpuiy/BancapTaHy y piBHOBaXKHOMY CTaHi y
NaLiEHTIB 3 apTepianbHOIO TinepTeH3iei0 OyI0 oB’si3aHe 3i 3HAYHO OibLI BUPaXKEeHUM 3HUXKEHHSIM
apTepiaTbHOr0 TUCKY MOPIBHSHO 3 TAKUM IIPU 3aCTOCYBaHHI cakKyOiTpuIy/BascapTany sk
MoHOoTeparii. Tomy ciim 6yt 06epekHUM IIPU NPU3HAUYEeHHi cuneHadiny namieHTaM, gKi OTPUMYIOTh
cakyOiTpu/BajiicapTaH.

Ocob1ueocmi 3acmocyeaHHsi.

ITo moyaTKy Teparii ciig 3i0paTu MEgUYHUYN aHAMHE3 TallieHTa Ta TPOBeCTH ¢i3uKaIbHe



00CTeXeHHS IS NiarHOCTUKY ePEeKTUIIbHOI AUCPYHKII Ta BU3HAYEHHS 11 MOXKITUBUX
IPUYKH.

daxmopu pusuky cepueso-cyoOuHHUX 3aX80PHOBAHb

OCKiNnbKY CeKCyaslbHa aKTUBHICTh CYIPOBOMXKYETHCS IEBHUM PU3UKOM 3 OOKY CEpIIs, 10
I04aTKy OyAb-IKOr0 JIiKyBaHHSA €PeKTUIbHOI AUCHYHKIIII JTikap Ma€ OLiHUTYU CTaH CepPIEeBO-
CYOMHHOI cuCTeMH naiieHTa. CunaeHadin YUHUTh CYOAUHOPO3IIKMPIOBAIbHY [il0, IO
MIPOSIBASETHCS IETKUM Ta KOPOTKOYACHUM 3HUKEHHSIM apTepiaabHOr0 TUCKY (OUB. PO3MOiN
«PapMakoguHamika»). [1o mpu3HadyeHHA CUNIAeHadiny Jikap Ma€ peTelbHO 3BaKUTHU, YN
MOXKe TaKHii e(peKT HeCIPUSATINBO BIUIMBATH Ha MAIli€HTIB i3 IEBHUMU OCHOBHUMU
3aXBOPIOBAHHSIMU, 0CO0IMBO Y KOMOiHallil i3 CeKCyabHOI0 aKTUBHICTIO. [10 MallieHTiB i3
MiOBUIIEHOI0 YYTIUBICTIO 0 Ba30AUIaTaTOPiB HaJleXKaTh MAIliEHTU 3 0OCTPYKIIi€I0 BUBITHOTO
TPAKTY JIiBOTO IUIYHOYKA (HAIPUKIA[, 3i CTEHO30M aOpTH, TinepTpodivyH0I0 00CTPYKTUBHOIO
KapaioMmiomnaTi€eto) abo mamieHTy 3 PigKiCHUM CHHIPOMOM MYJIbTUCUCTEMHOI aTpodil, omHUM
i3 IPOSIBIB AKOI € TSIXKKe MOPYIIeHHS Perynsllil apTepialbHOTO TUCKY 3 00Ky BETeTaTUBHOI
HEPBOBOI CUCTEMH.

Jlikapcekuit 3aci6 CTPOHIOEKC noTeHIIifoe rinoTeH3uBHUN e(eKT HiTpaTiB (OUB. pO3MIin
«[IpoTuIOKa3aHHI»).

Y nocTMapKeTHHTOBUM TEPiof IMOBIIOMIISIOCS PO TSAXKKi M00iYHi peakilii 3 00Ky ceplieBo-
CYOUHHOI CUCTEMH, BKJIIOYalouM iHpapKT Miokapaa, HecTabinbHy CTeHOKap/ilo, ParToBy
CepIeBy CMepPTh, IJIYHOYKOBY apuUTMilo, 1lepeOpoBacKy/sIpHI KDOBOBUIMBU, TPAH3UTOPHY
ileMiuHy aTaky, apTepiajibHy TillepTeH3i0 Ta apTepiajbHy TiNoTeH3i0, AKi 3a 4aCoM
36iranucs i3 3acTocyBaHHSIM cunneHadiny. Y OinbInocTi malieHTiB, ane He y BCiX, iCHyBamu
(bakTOpu PU3UKY CEPIIEBO-CYAMHHUX 3aXBOPIOBaHb. barato Takux mobiyHUX peakilii
criocrepirasnocs mig 4ac abo ompa3dy Iicis CTaTeBOro aKTy i JIKIlle KijlbKa TPamuiaocs
HEBJOB3i Mmic/s 3acTocyBaHHs cunfgeHadiny 6e3 ceKcyanbHOI aKTUBHOCTI. TOMy HEMOXKJTUBO
BM3HAUYUTH, IIOB'I3aHUM PO3BUTOK TaKUX IMOOIYHUX peakliil 6e3mocepenHbo i3 pakTopaMu
PU3UKY YU BiH 3yMOBJIEHUY IHITUMU YUHHUKAMU.

IIpianiam

JIikapchKi 3aco0u AJist MiKyBaHHS ePeKTUIbHOI AUChYHKIIII, Y TOMY YKCIi ¥ cungeHadin, cmifg
Ipr3HavYaTy 3 00epexKHICTIO MallieHTaM i3 aHaTOMIYHOI0 AedopMalli€lo meHica (aHTygIis,
KaBepHOo3HUM ¢idpo3 abo xBopobda IleripoHi) abo malieHTaM 3i CTaHAMH, 1[0 CIPUYHUHSIOTh
PO3BUTOK IIpiami3my (TaKMMH SK CEepPIONOiOHOKIIITUHHA aHeMiss, MHOXHWHHA MieroMa abo
JIeHKeMis).

[Ticrst BUXOAy MpemnapaTy Ha PUHOK ITOBiOMIISINIOCS PO BUITAOKY ITOOOBXKEHOI epeKIlil Ta
npiamiamy. fAKINO epekilis TpuBa€ OiNbII HiXK 4 TOOUHY, MalliEHTaM CJIiJl HeraiHo 3BEPHYTUCH
3a MEQUYHOIO [OIIOMOr010. 3a BiICYyTHOCTI HEralHOTO JIIKyBaHHS IIpialli3M MOXKe MPU3BECTU
[0 TIOWIKOAKEHHS TKaHUH IeHica Ta [0 CTilKOl BTPAaTH MOTEHIIl.

O0HouacHe 3acmocyBaHHs 3 iHwuMu iHzibimopamu ®IIE5 abo iHwumu npenapamamu 015
NIKYBAHHA epeKmuabHOl OUCHYHKUIT

Be3neka Ta eeKTUBHICTh OMHOYACHOTO 3aCTOCYBaHHS cuiigeHadiny 3 iHmmmu iHridiropamu



OJIES abo 3 iHKMMY IIpenapaTaMy AJis JIiKyBaHHS TilepTeH3il 1ereHeBoi apTepii, aKi
MiCTSITh cunmeHadin, Yy 3 iHIIMMY IpernapaTaMu A7 JIiKyBaHHS ePEeKTUIIbHOI quCyHKII He
BUBYanucs. ToMy 3aCcTOCyBaHHSI TaKuX KOMOiHalliil He peKOMeH/I0OBaHe.

Bnaue Ha 3ip

CrnoHTaHHI IOBiIOMJIEHHS [P0 BUHUKHEHHS Ae(eKTiB 30py HAAXOOUIN acolliiioBaHO i3
3aCTOCYBaHHSIM cunmeHadiny Ta immmx inriditopiB ®IOES (muB. po3min «ITobiuHi peakirii»).
[Tpo BUnapgKu HeapTepianbHOI IEPEAHbOI illeMiuHOl HEBPOIIaTil 30pOBOT0 HEPBA, III0 €
PIOKICHUM CTAHOM, HafXOAUJIU CIIOHTaHHI ITOBIOMJIEHHS Ta IIOBIIOMIISJIOCA Y HArJIAL0BOMY
MOCITiIXKEeHHi acoIliioBaHO i3 3aCTOCYyBaHHSAM cuifeHadiny Ta iHmux iHribiropis ®IE5 (mus.
po3min «ITo6iuHi peakii»). ITalieHTiB cif monepenuTy, 110 y pa3i pamToOBOTO MOPYLUIEHHS
30py 3acTocyBaHHS Jikapchkoro 3acody CTPOHIEKC crig npunuHUTY Ta HeTakHO
3BEPHYTHUCS [0 JiKaps (ouB. po3min «IIpoTUIOKa3aHHSI»).

O0HouacHe 3acmMoOCyB8aHHA 3 PUMOHABIPOM

OpmHo4YaCHe 3aCTOCYBaHHS cuimeHadily Ta pUTOHABIPY HE PEKOMEHAYETHCS (OUB. PO3MIiN
«B3aemoqis 3 iHIIMMHU TiKapChKUMM 3aco0aMHu Ta iHIII BUIKW B3AEMOMI»).

O0HouacHe 3acmocysaHHsA 3 baokamopamu a-adpeHopeuenmopis

[TamieHTaMm, sIKi 3aCTOCOBYIOTh OJIOKATOPHU -afPEHOPEIEeNTOPiB, 3aCTOCOBYBATH CUIIeHadin
ciim 3 00epekHICTIO, OCKiTbKM Taka KOMOiHaIlisl MOXKe MPU3BECTH N0 CUMITOMATUYHOL
rimoTeH3il y esIKUX CXUIbHUX [I0 I[bOTO MallieHTiB. CUMIITOMaTHYHA TilOTEH3is 3a3BUYail
BUHUKAE NIPOTATOM 4 TOOWH MiCNIS 3aCTOCYBaHHS CuafeHadiny. 3 MeTo0 MiHiMi3allil
MOZKJIMBOTO PO3BUTKY ITOCTYPAJIbHOI TiMTOTEH3i1 ¥ Malli€HTIB, SKi 3aCTOCOBYIOTh 0JI0KATOPHU

a-aipeHOPELEeNITOPIB, X CTaH MOTPiOHO cTabini3yBaTH 3a MOIIOMOTI00
61oKaTOpiB O-afpPEeHOPELeITOPIB O I0YaTKy 3aCTOCYBaHHSA
cungeHadiny. Takox CIifl pO3rASHYTH MOXKIUBICTh 3aCTOCYBaHHS IT0YAaTKOBOI 03U 25 MT
(ouB. po3min «Crocib 3acTocyBaHHS Ta [M0o3u»). KpiM Toro, HeoOXigHO IpoiHGopMyBaTH
MAIiEHTIB, SIK OiITH yV pa3i 0SBU CUMIITOMIB OPTOCTATUYHOI TiMmOTeH3lil.

Bnaue Ha Kposomeui

HocmigKeHHS TPOMOOLUTIB TIOAWMHYU TPOAEMOHCTPYBaIH, 1110 in vitro cungeHadin moTeHIioe
aHTHarperatiHi ehekTu HaTpito HiTponpycuny. Hemae xonmHoi iHpopmarril mono 6e3mnexku
3aCTOCYBaHHS CUJeHadiny naiieHTaM i3 IOpYyIIeHHSIMY 3TOPTaHHS KPOBi ab0 TOCTPOI0
MEeTNITUYHOIO BUPa3K0i0. TaKUM YMHOM, 3aCTOCYBaHHS CUIeHadiny malieHTaM Liel rpynu
MOZKJIMBE JIUIIIE IIiCIIsT PEeTEIbHOI OI[iHKY CIIiBBITHOIIEHHS KOPUCTI Ta PU3UKIB.

ITicnst 3acTocyBanHs go3u 100 Mr 3mopoBUMY JOOPOBOJIBIIME HE CIIOCTEPiranocs BIIUBY Ha
Mopdoriorito abo PyxoMiCTh CIIepMaTo30ifiB (OuB. po3nin «@apMaKoguHaMiKa»).

Bmpama cayxy

JIikapi MOBYHHI MOpPaguTH MallieHTaM MPUIUHUTY 3aCTOCyBaHH iHTibiTopiB ®IIES,
BKio4yarouu jikapchkui 3acio CTPOHOEKC, Ta HeraiHo 3BepHYTUCS 3a MEOUYHOIO
IOIIOMOT'010 V Pa3i panToBOT0 3HUKEHHS ab0 BTpaTu ciayxy. [Ipo 11i sBuIla, SKi TaK0XK



MOXYTh CyIIPOBOMAXKYBaTHCS A3BOHOM Yy ByXax Ta 3allaMOPOYEHHSIM, ITOBITOMIISIOCS 3
acollialfi€ero y 4aci i3 3actocyBaHHsAM iHribitopis ®IIES, BKmodaouu cunmeHadin.
Bu3HauuTH, YK MOB’s13aHi 0e31MocepeaHbo I1i SBUIIA i3 3aCTOCyBaHHAM iHTibiTopiB ®IES um 3
iHmMMY (paKTOpaMu, HEMOKIIUBO.

O0HouacHe 3acmocCy8aHHA i3 2inOMeH3UBHUMU Npenapamamu

Jlikapcekuit 3aci6 CTPOHIEKC 4uHUTE CUCTEMHY CyOUHOPO3IMINPIOBAJIbHY Iil0 Ta MOXKeE B
IIOJaIbIIOMY 3HMXKYBaTHU apTepialbHUY THUCK Yy HAIl€HTIB, AKi 3aCTOCOBYIOTh TilIOTEH3UBHI
npernapaTy. Y OKpeMoMYy HOOCIifI>KeHHi TiKapchKol B3aEMO{Iii y pa3i 0MHOYaCHOTO
3acTocyBaHHS amnonuiiny (5 mr abo 10 mr) ta cungenadiny (100 Mr) nepopaibHO
CIIOCTepiranaocs cepenHe NONaTKOBe 3HUKEHHS CUCTOJIIYHOTO TUCKY Ha 8 MM PT. CT. Ta
OlaCTOIIYHOTO - HA 7 MM PT. CT.

3axeopreaHHA, W0 nepeddrmsca cmamesum WAIXOM

3acTocyBaHHs nikapcbkoro 3acoby CTPOHIIEKC He 3axuliliae Bif 3aXBOPIOBaHb, 110
nepenanThCcsa cTaTeBUM HUIAXoM. CIIif MPOiHCTPYKTYBaTH IMallieHTiB 000 HEOOXimHUX
3ano0ikHUX 3ac00iB I 3aXUCTY Bifl 3aXBOPIOBaHb, 10 MEPEAIOTHCS CTaTEBUM IIJITXOM,
BKJIIOUAIOYH BipyC iMyHOOeQIIUTY TIOOUHU.

3acTocyBaHHs y nIepioa BariTHOCTi abo rogyBaHHs I'Pyaaio.

Jlikapcekuit 3aci6 CTPOHIOEKC He mpu3Ha4YeHUi [j1g 3aCTOCYBaHHS XKiHKaMH.

30amHicmb eniueamu Ha weudKicme peakuyii npu KepysaHHi asmompaHcnopmom abo iHwumu
MexaHiamamu.

[TpemapaT MoXke MaTH He3HAYHUM BIJIMB Ha KepPyBaHHS aBTOTPAHCIOPTOM abo iHImKUMU
MexaHisaMamu. OCKiJIbKHY Y MIPOLIEC] KITiHIYHUX AOCHIAKEeHb 3aCTOCYBaHHA CUNIAeHapiny
TIOBiMOMIISITIOCS IIPO BUIIQKK 3allaMOPOYEHHS Ta IOPYIIeHHS 3 00Ky OpraHiB 30py, mmepeq
THM SIK CiZaTH 3a KepPMO TPaHCIOPTHOTO 3aco0y abo mpaIffoBaTy 3 iHITMMU MeXaHi3MaMH,
nalfieHTaM HeoOXigHO 3’sICyBaTH, KO0 € IXHS iHOUBigyabHa peakilis Ha 3aCTOCYyBaHHS
nikapcekoro 3acoby CTPOHIIEKC.

Cnocid 3acmocyeaHHsi ma do3u.

Jlixapcokuit 3aci6 CTPOHIEKC po3numioiTh y pOTOBY IOPOXKHUHY, HE BOUXal04u cupel. [1s
MigBUIIEHHS [il CIPe0 PEKOMEHAYETHCS MOTPUMATH MOT0 OesKKU 9ac y poTi. B ogHix mo3i
npenaparty mMictuthea 12,5 mr cunpgenadiny. [Jo3u npemnapaty BU3HA4alOThCS 3 YpaXyBaHHSM CTaHY
XBOPOTO0 Ta MOTO YYTJIMBOCTI A0 cuifeHadiny B miama3oHi 12,5-75 mr. PekoMeHoBaHa OfTHOPa30Ba



mo3a CTaHOBUTH 25-37,5 Mr (2 abo 3 mocigoBHUX HaTUCKaHHS). JIiKapchKui 3acib 3aCTOCOBYIOTE 3a
20-30 XBUIMH OO CTATEBOTO aKTy. 3aleXHO Bifl e(eKTHBHOCTI Ta IEPEeHOCUMOCTI ITpemnapary Ao3y
MOXKHa 30inbmuTH 70 75 Mr. MakcuMasbHa peKOMeHI0BaHa 103a CTAHOBUTD 75 MT.

MakcuMasnbHa peKOMeHI0BaHa YacTOTa 3aCTOCYBaHHS IIperapaTy CTaHOBUThH 1 pa3 Ha mo0y.
IMauieHmu AimHb020 BIKY

HeoO6xigHicTh y KOPEKIIil 03U [JIg NallieHTiB JIITHHOTO BiKYy (= 65 POKiB) BiICyTHS.
ITauieHmu i3 HUPKOBOWO HedocmamHicmio

[l71s1 malieHTiB i3 HUPKOBOIO HEIOCTATHICTIO JIETKOTO Ta IIOMIPHOTO CTYIIeHs TSIKKOCTi (KJIipeHC
kpeatuniny 30-80 m/xB) peKoMeHoBaHa fo3a nikapchkoro 3acody CTPOHIEKC € Takoio Xk, K
HaBegeHO BUIIIE.

3 orisApy Ha Te, 110 Y MAallieHTiB i3 HUPKOBOI HEJOCTATHICTIO TAXKKOTO CTyIeHs (KJTipeHC KpeaTHUHIHY
< 30 M11/xB) KiipeHC cunpmeHadiny 3HUKEHWM, pEKOMEHI0BaHa [103a JIiIKapChbKOTo 3acoby
CTPOHIIEKC ctanoBuTh 12,5-25 Mr. 3anexkHo Bifl eheKTUBHOCTI Ta IePEHOCUMOCTI IIpenapaTy g03Y
MOZKHAa IIOCTYTIOBO 30i/bIIUTH 70 75 MT.

ITauieHmu i3 neyiHK080K HedocmamHicmio

OCKinbKY y Malli€eHTIB i3 MeYiHKOBOI HeIOCTATHICTIO KJIipeHC cuifeHadiny 3HNKEeHNH,
peKoMeHoBaHa fo3a jikapcbkoro 3acoby CTPOHIIEKC cranoButh 12,5-25 Mr. 3amexHo Bif
e(eKTUBHOCTI Ta TepPeHOCUMOCTi IIpenapaTy 403y MOXKHa MTOCTYIOBO 30iIbIIUTH [0 75 MT.

ITauienmu, AKi 3acmocoa8yomb iHWi AiKapcouKi 3acobu

AKI1I0 maIieHTH OMHOYaCHO 3aCTOCOBYIOTH iHTibiTopu CYP3A4 (3a BUHSITKOM PUTOHABIpY,
3aCTOCYBaHHS IKOT'0 OMHOYACHO i3 cungeHadinoM He peKOMEHAYEThCS, OUB. Po3ainu «B3aemopnis 3
iHMmMMY miKapchKUMU 3acobaMu Ta iHII BUAYM B3aeMOMii» Ta «OcoGIMBOCTI 3aCTOCYBaHHS», CIIif
PO3TIISHYTH MOXKJIMBICTh 3aCTOCYBaHHS IT0YAaTKOBOI IO3HU 25 MT).

3 MeTOI0 MiHiMi3alil pu3uKy pO3BUTKY OPTOCTATUYHOI TIOTEH3il, CTaH MallieHTiB, IKi 3aCTOCOBYIOTh
6110KaTOPU (-adpPEeHOPEIENTOPiB, Mae OyTu cTabilizoBaHMM 10 IIOYATKY 3aCTOCYyBaHHS cungeHadiny.
PexomeH0BaHa MoYaTKOBa fi03a Jikapcbkoro 3aco6y CTPOHIEKC ms Takux mali€eHTiB CTAHOBUTD
12,5-25 mr.

IHcmpyKuia 044 3acmocy8aHHA

[Iepepn nepimuM 3aCTOCYBaHHAM IIpenapary CIIif JeKijabKa pa3iB pi3Ko HAaTUCHYTU Ha PO3IIUIII0BAY,
HalpaBisAio4y OpHU3KY B MOBITPS, JOKK He chOPMYETLCS PiBHOMipHa XMapuHKa cripeto. Temep
npenapaT FOTOBUM [0 3aCTOCYBaHHS.

AKI10 micg 0CTaHHBOTO 3aCTOCYBaHHS IIperapary MuHYJOo GinbIine mo6u, mepiie po3MpHUCKyBaHHS
Cyif 3poOuTH B MOBITPS MJIs 3armo0iraHHs 3aCTOCYBAaHHIO HETIOBHOI TO3H.

[Tpu 3acTocyBaHHi ()JIaKOH CIIif TPUMATU BEPTUKAJILHO, PO3MNUIIIOBaYEM AOTOPH.

®1akOH MigHEeCTH BIPUTYJI A0 POTa i, HATUCHYBIIX KOPOTKUM Pi3KUM PYXOM Ha PO3IUJII0BAY,
BIIOPCHYTHU PO3YHKH [0 POTA TAKUM YUHOM:



- 3po0utu rmuboKuM BOUX;

- 3aTpuMaTHy OUXaHHS;

- pi3KO HAaTUCKAIOYM Ha PO3MUIIIOBAY, YIIOPCHYTH PO3YHUH 0 POTA;

- 3aKpUTHU pOT i npoTAroM HacTynHux 30 CEKyH[ OUXaTH JIUIIEe Yepe3 HiC.

Po3uwH He crig BouxaTtu. [I1s rapanTii 6e3m0oraHHoI [ii CJTif HATUCHYTH Ha PO3IUIIIOBAY [0 KiHIIS, He
nepepuBaOyYy HaTHCKaHHS. Yac Bif "acy ciig mepeBipsTi poO0OTy po3nuiIioBada, 0COOIUBO IPU
TPHBaJIOMy HEBUKOPHCTAHHI.

Himu.

Jlixapcokuit 3aci6 CTPOHIEKC He moka3aHwui [yt 3aCTOCYyBaHHSI 0oco0aMu BikoM [10 18 POKiB.

Ilepedo3yeanHsi.

Y nporteci KniHiYHUX DOCITIOXKEHDb 3@ y4aCTiO MOOPOBOJIBIB ITif Yac 3aCTOCYBaHHS
ogHOPa30Boi mo3u cunaeHadiny mo 800 Mr mobivHi peakuii Oyau nogiOHUMU [0 TUX, IO
CIIOCTepirajaucs Mpu 3aCTOCYBaHHI cungeHadiny y HUKUYKUX 103aX, ajie 3yCTpidanucs
yacTiure Ta Oynu OilbII TIKKUMHU. 3aCTOCYBaHHS cunaeHadiny y nosi 200 Mr He IpU3BOTUIIO
o mifgBUIeHHs eheKTUBHOCTI, ajle CIPUYUHSIO0 3POCTaHHS KiNbKOCTI MOOIYHUX peakii
(ronmoBHOro0 00JII0, IPUIINIUBIB KPOBi, 3allaMOPOYEHHS, IUCIIEICii, 3aKJIafeHOCTi HOCa,
TIOPYyIIeHb 3 60Ky OpraHiB 30py).

Y pasi nepemo3yBaHHS pU HEOOXiMHOCTI BAAIOTHCS [0 3BUUAWHUX IMiATPUMYIOYUX 3aXO0/iB.
[TprCcKOpeHHS KIIipeHCy cunaeHadiny mpu reMopianisi MaJIoiMOBipHE BHACTIIOK BUCOKOTO
CTYIeHs 3B'sI3yBaHHS IpemnaparTy 3 6ikamu I1a3My KPOBi Ta BiICYTHOCTI eimMiHaIril
cunpgeHadiny i3 cevero.

ITob6iyHi peakuii.

[Tpodins 6e3meru cunmgeHadiny 6a3yeTbcs Ha JaHUX, OTpUMaHuX Bifg 9570 mallieHTiB y

po1ieci 74 MOOBIMHUX CIINUX ITale00-KOHTPOIbOBAHUX KITIHIYHUX OOCHimXkeHb. HaluacTime
TTOBiHOMIISITIOCS TIPO Taki moOiyHi peakilii, SK TOJTIOBHUM Oiflb, IPUIIIUBY KPOBi, QUCIIETICIs,
3aKJIafeHicTh Hoca, 6inb Y CIIMHI, 3allaMOpPOYeHHs, HYOOTa, IIPUILINBY XKapy, IOPYIIeHHS 30Dy,
I1iaHOIICig Ta 3aThMapeHHs 30py. [HbopMalris om0 mo6iYHUX peaklii y paMKax
IIOCTMApKETUHTOBOTO CIIOCTEpPexKeHHS Oysia 3i0paHa MpOTIroM nepiony TpuBaicTio GinbIme Hix 10
POKIiB.

Yci kniHiyHO 3Hauymi Mo6iuHi peakilil, 1110 cocTepiranucs mif Yac KJIiHIYHUX [OCTiIXKeHb YacTillle,
HiX IIpY 3acTOCYyBaHHi 11aie00, HaBe[leHO HUXKYe 3TiIHO 3i CTOBHMKOM CTaHAAPTHU30BaHOl MEOUYHOI
TepMminonorii MedDRA 3a cucTeMaMu OpPTraHi3aMy 3 TaKOI YaCTOTOI0 BUHUKHEHHS: AyKe 4acTo (=
1/10), wacrto (= 1/100, < 1/10), meyacTo (= 1000, < 1/100) Ta pigko (= 1/10000, <
1/1000). ¥ Mexkax KOKHOI YaCTOTHOI rpynu Mo0iYHi peakilii HaBefeHO y IOPSIOKY



3MEeHIIIeHHS 1X CEpAO3HOCTI.
IH¢exuii ma iH8asii: HeYacCTO - PUHIT.
3 6oky imyHHOI cucmemu: HEYACTO - peakllii Timep4YyTInBOCTi.

3 6oky Hepeosoi cucmemu: [yKe 4acTO - TOJIOBHUM 0ifib; 4aCTO - 3allaMOPOYEHHS; HeYacTo -
COHJIMBICTS, TillecTesis; pifKo - IHCY/IbT, TPAH3UTOPHA illleMiYHa aTaka, CyqoOMU*, peluauBy
cyooM*, CUHKOIIE.

3 60Ky opaaHis 30py: 4acTo - IOPYLUIEHHS CIIPUMHATTS KONbOPY**, po3/iafiu 30py, 3aThMapeHHSs 30DPY;
HEYaCTO - PO3JIagH CIIbO30BUOINEHHS *, 6inb B 04ax, hoTodobist, hoToImCis, rimepeMist ouel,
sICKpaBICTh 30PY, KOH IOHKTUBIT; PigKO - HeapTepiaibHa NepefHs illleMiyHa HelponaTisi 30p0BOro
HepBa*, OKJII03is CYOUH CiTKiBKU*, peTUHAJILHUI KPOBOBUJIUB, apTEPIOCKIEPOTHYHA PETUHOIATIS,
nopyueHHs 3 60Ky CiTKiBKH, TylaykoMa, fedeKTH 10 30Py, JUIIOINis, 3HUXKEHHS TOCTPOTH 30Dy,
MiOITisl, aCTEHOIis, MJIaBaloyi MOMYTHIHHS CKJIMCTOIO Tijla, MOPYIIEHHS 3 O0KY paiayKHOI 0007I0HKH,
Mifpia3, mosiBa CsII0UMX KPYTiB HABKOJIO [iKepeJlia CBiT/a (rajo) y mosi 30py, HabpsK oyeit,
IPUIYXJIiICTh O4Yel, IOPYIIeHHS 3 00Ky 04el, rinepeMisi KOH I0OHKTUBY, IIOAPa3HEHHs 04el, aHOMaJlbHi
BiI4yTTS B 04aX, HaOpSAK MOBIK, 3He0APBIEHHS CKJIEPHU.

3 60Ky opeaHie cayxy ma eecmubyA51pHO20 anapamy: HeYacTo - 3allaMOPOYEHHS, I3BiH Y
ByXax; PigKo - IIyXoTa.

3 60Ky cepuys: HEYACTO - TaXiKapmis, IOCUIIeHe CeplieOUTTs; PiIKo - palToBa cepieBa
CcMepTh*, iHhapKT MioKap/a, IIIYHOYKOBa apuTMis*, ¢pibpunsiis nepeacepnb, HecTabinbHa
CTEHOKapis.

3 60Ky CyOuH: 4acTo - MPUIIUBY KPOBIi 10 00IMYYS, IPUILIUBY XKapy; HEYacTo -
rinepTeH3isd, rinoTeH3iq.

3 60Ky pecnipamopHoi cucmemu, opa2aHie 2pyoHoi KAimKu ma cepedocmiHHsA: 4aCTo -
3aKJIafieHiCTh HOCa; HeYacCToO - HOCOBa KPOBOTeYa, 3aK/l1afeHiCTh IPUAAaTKOBUX ITa3yX HOCA;
PiOKO - BigUyTTSI CTUCHEHHS y TOPJIi, HAaOpsSK CIU30BO1 000JIOHKH HOCA, CYXiCTh Y HOCI.

3 60Ky WAYHKOBO-KUWKOB020 MpAKmMy: 4acTO - Hy[0Ta, AUCIIEIICis; HevyacTo - racTpoe3odareanbHa
pedmokcHa xBopoba, 61roBaHHS, 0ilb Y BepXHil YaCTHHI XKUBOTA, CYyXiCTh Y POTi; pigKo - rimecTesis
POTOBOI MIOPOKHUHU.

3 60Ky wKipu ma niOwkipHOi MKaHUHU: He4YaCTO - BUCUIIAHHS; PifKo - cuaapoM CTiBeHCca-
[I>KOHCOHa*, TOKCUYHUY elliflepMaIbHUY HEKPOTi3*,

3 60Ky 0NOPHO-PYX08020 anapamy ma CnoAYyYHOi MKAHUHU: HEYACTO - Mianris, 6inb y
KIiHIIIBKaX.

3 60Ky ceuosudinbHOi cucmemu: HeYaCTO - TeMaTypis.

3 6oky penpodykmusHoi cucmemu ma MO/A04YHUX 3d/103: PIIKO - KPOBOTEYA 3i CTATEBOr0 Y/ieHa,
Ipiami3m*, reMaTOCIEPMisi, TOIOBKEHA ePEeKIIis.

3azanvHi nopyweHHA ma peakuii y Micui e8e0eHHA: HevacTo - Oiflb y TPyasX, MigBUIleHA
CTOMJIIOBAHICTB, BIiIUYyTTA Xapy; PifKO - IOAPa3HEeHH.



ObcmediceHHs: He4acCTo - MigBUINEHA YaCTOTa CEePIEBUX CKOPOYEHb.
*[ToBimOMIIANIOCS NTUILE i Yac AOCIIAXKEHb IIiC/Is BUXOAY IIpelapaTy Ha PUHOK.
**TIopyllIeHHS CIPUUHATTS KOJIbOPY: XJIOPOIICisA, XPOMATOIICis, [IiaHOIICisA, epPUTPOIICis, KCAHTOIICI.

***TlopylIeHHS CIbO30BUIINIEHHS: CyXiCTh B 04YaX, MOPYIIEHHS CIbO30BUIINIEHHS Ta MiABUILEHHS
CJIBO30BUOiIC€HHS.

Hux4ye3a3HayeHi gBUIlA CIIOCTepiranuca y < 2 % MalieHTiB y IIpoleCi KOHTPOIbOBAHUX
KITiHIYHUX JOCITiIXKEeHb; MPUUYNHHNM B3a€EMO3B 130K He BU3Ha4YeHuu. [IoBifoMIeHHS
BKJIIOYAJIU AIBUIIA, 1110 MaJId BipOTiIHUY 3B’A30K 13 3aCTOCYBaHHAM IIpenapary. fBuiia, ki
He Oysu 3a3HaveHi, Oyu NerKuMu Ta NOBiAOMIIeHHS OyU AyKe HeTOYHUMH, 1100 MaTu
3HaYeHHA.

3aeanvHi nopywenHs: HAOpPSIK 00IKMYYS, peakilil HOTOUYTIUBOCTI, IIOK, acTeHis, Oiflb, panToBe
nafiiHHsA, Oiflb y KUBOTI, PAlTOBE MOIITKOIXKEHHS.

3 6oky cepueso-cy0uHHoi cucmemu: CTEHOKapHis, AV-610kafa, MirpeHs, ocTypajbHa
rimoTeHsis, imemis Miokapma, TpoM003 CyIUH I'OJIOBHOT'O MO3KY, PaIllTOBa 3yNMHKA CEPII,
nmopylueHHs pe3ynbTaTiB Ha EKI', KapgioMionaTis.

3 60Ky WAYHK0BO-KUWKOB020 MPAKmMy: TTIOCUT, KOJIiT, mucdaris, TaCTPUT, TaCTPOEHTEPUT, €30¢arir,
CTOMAaTHUT, TIOPYIIEHHS Pe3y/IbTaTiB Te4iHKOBUX P00, peKTalbHa KPOBOTEYaA, TiHTIBIT.

3 boky cucmemu Kposi ma AiMpamuyHoi cucmemu: aHeMisI, TeUKOIEHis.

ITopyweHHs memaboaizmy ma 06MiHy pewosuH: CIipara, HabpsK, mogarpa, HectabinbHUM miaber,
rimepriikemis, nepudepuydHi HabpsKy, rinepypuKeMis, TinoraikeMis, rimepHaTpiemis.

3 60Ky ckesnemHo-M’ 5130801 cucmemu ma Cno/Ay4YHOi MKAHUHU: aPTPUT, apTPO3, PO3PUB
CYXOKMUJII, TEHOCUHOBIT, OiNb ¥ KiCTKaX, MiaCTeHist, CHHOBIT.

3 6oky Hepsoeoi cucmemu: aTaKCisl, HeBpaJris, HEUPOIaTis, IapecTesisi, TPeMop, BEPTHUTO,
memnpecist, 6e3COHHS, aHOMaJIbHiI CHOBU[IIHHS, 3HUXKEHHS pedIIeKCiB.

3 boky pecnipamopHoi cucmemu, opa2aHie 2py0HOi KAimKu ma cepedoCmiHHA: aCTMa, TUCITHOE,
JIAPUHTIT, GApPUHTIT, CHHYCUT, OPOHXIT, MOCUJIEHEe CIIUHOBU/IIIEHHS, IIOCUJICHHS KaIIIJTIo.

3 60Ky wKipu ma nidwkipHoi mKkaHuHu: KPOIIUB'THKA, TepIiec, cBepOixK, MifBuUIlleHa MiTIUBICTD,
BUPAa3KHU IMIKipW, KOHTAKTHUU IE€PMaTUT, eKCHOIiaTUBHUY JepPMaTHUT.

Cneuueiuni 8i0uymms: panToBe 3HUKEHHS ab0 BTpaTa Clyxy, 0ilb y ByXaX, KDOBOBUJIUB Y
0KO, KaTapakTa, CyXiCTb B 04aX.

3 60Ky HUPOK ma ce4osudinbHOi cucmemu: UUCTUT, HIKTYpIsd, HiABUIIlEHA YacToTa
CEeYOBUNIYCKaHb, 30ibIIEHHST MOJIOYHUX 327103, HETPUMAaHHS Cedi, MOPYIIeHHs esKYIIsIIii,
HaOpsK CTaTEBUX OPTaHiB, aHOPTa3Mis.

Hocain 3aCTOCYBAHHA micns BHUXOOY Ha PUHOK



[Ticnsa Buxomdy mpenapaTy Ha pUHOK Oynu imeHTH(}iIKOBaHI HUXKYe3a3HadyeHi Mo0iYHiI peakiii.
OckKinbKu PO TaKi peakiiii moBigoMIsSIOTh MOOPOBIILHO Ta IOBITOMIIEHHST HAIXOISITh Bif
IOTYJIALil HEeBiAOMOlL YACEIbHOCTI, He 3aBXKOY MOXXHA JOCTOBIPHO OLIHUTH 1X YaCTOTY Ta
BCTAHOBUTU NPUYMHHUY 3B’SI30K i3 €KCIIO3HUIIi€0 TiKapchKoro 3aco0y. 1li spuima 6ymu
3a3HaueHi 9K 4epe3 1X CepPUO3HICTh, YaCTOTY MOBINOMIEHHS, BiICYTHICTh YiTKOTO
ambTepPHATUBHOTO 3B’I3KY, TakK i yepe3 KoMOiHalliio ux GpaKkTopiB.

Cepueso-cyOuHHi ma uepebposackyaapHi A8uw,d: TIOBiHOMIISITIOCS TIPO CEPHO3Hi CepIleBO-CyIUHHI,
11epe0pOBacKyJIIpHi Ta CyIMHHI SIBUIA, BKITI0Ya0un 11epedpoBacKyIspHY KPOBOTEYY,
cybapaxHoifaibHy Ta BHYTPilIHbOIIepeOpanbHy KPOBOTEYY Ta JiereHeBY KPOBOTeUy, 110 Oyniu
TI0B’sI3aHi ¥ 4aci i3 3acTocyBaHHSM cunpgeHadiny. Y 6inpirocti mauieHTiB 6ynu HasiBHI hakTopu
CepleBO-CYAMHHOTO PU3UKY. [ToBimoMIIsiyiocs, 110 OiNbIIiCTD i3 I[UX SBUII BUHUKIIM ITifl Yac a0o
Bigpasy IicIs CeKCyalbHOl aKTUBHOCTI, HeKibKa SBUIL BUHUKIIY Biipa3y Micsa 3aCTOCYBaHHS
cunpeHadiny 6e3 cekcyanbHOI aKTUBHOCTI. [HII SBHUIla BUHUKIIM MIPOTSATOM HACTYIIHUX TONUH YU [IHIB
TicyI 3aCTOCYBaHHS cumeHadiny Ta ceKcyaslbHOI aKTUBHOCTI. HEMOXKTMBO BCTAHOBUTH, UM IIi SIBUIA
II0B’513aHi i3 3aCTOCYBaHHAM IIpernapary, i3 CeKCyalbHOI0 aKTHBHICTIO, i3 HaABHUMHU (paKTOpaMu
pPU3MKY uu i3 KoMOiHalli€eto 1ux GhakTopiB, uu 3 iHIMmMMY paKTOpaMHu.

3 60Ky Kpo8OHOCHOI ma niMpamuyuHoi cucmemu: Ba300KTIO3UBHUN KPU3. Y HEBEJIUKOMY
3aBYaCHO MPUIIMHEHOMY [AOCTigXKeHHi 3acTocyBaHHs npenapaty PEBALIMO (cungenadin)
IS TIAITiEHTIB 3 JIETeHEeBOI0 apTepiabHOIO TimepTeH3ic€l0, BTOPUHHOIO 100 CepPIonomiOHo-
KJTITUHHOI aHeMil, Ipu 3aCTOCYyBaHHi cuigeHadiny mpo po3BUTOK Ba300KITIO3UBHUX KPHU3iB,
1110 oTpeOyBasnu rociitanilalii, MoBimOMIAI0CS YacTillle, HiXkK MPKU 3aCTOCOBYBaHHi 11a1e6o.
KniniyHe 3Ha4YeHHS 1i€l iHGopMalil gj1d Nali€eHTiB, SKi 3aCTOCOBYIOTh CUIeHadin 3 METO0
JiKyBaHHSI €PEKTUIIbHOI OUCPYHKIIiI, € HEBiJOMUM.

3 60Ky Hepsosoi cucmemu: TPUBOTA, TPAH3UTOPHA ri100aTbHa aMHe3is.
CneuudeiyHi 8ioyymmas4

3 60Ky opeaHis cayxy ma eecmubyaapHO20 anapamy: MiCJIs BUXOAY IIpernapaTy Ha pUHOK
IIOBIOMIJISITIOCS IPO BUIIaIKU PANTOBOTO 3HUKEHHS a00 BTpaTH CIyXy, IOB’g3aHi y 4aci i3
3aCTOCYBaHHAM cugeHadiny. Y mesKux BUMagKaX IMOBITOMIISIIOCS PO HAasBHICTh MEIUYHUX
CTaHiB Ta iHIMX (aKTOPiB, 110 MOTJIM BiflirpaTH poJib Y PO3BUTKY MOOIYHUX peakiliii 3 60Ky
cnyxy. Y 6araTtbox BUIlafiKax iHpopMamis Io[0 I0[aIbIlioro MEJUYHOTO CIIOCTEPEXKEHHS
BimCyTHS. BU3HauuTH, Yu IIi ABHUIla IPSIMO MIOB’sI3aHi i3 3aCTOCYyBaHHAM CUNgeHadiny, 3
HasIBHUMM (aKTOpaMU PU3UKY BTPATH CIIyXy, 3 KoMOiHalieo uux GakTOpiB YX 3 iHIIUMU
dhakTOpamMu, HEMOXKJIHBO.

3 60Ky opaaHis 30py: THMYACOBa BTpaTa 30py, IOUYEPBOHIHHS 04Yel, TeYiHHs B 04YaX, HiIBUIIEeHHS
BHYTPIIIHbOOYHOTO THCKY, HAOPSK CiTKiBKM, CyIMHHI 3aXBOPIOBAHHS CiTKiBKM a00 KPOBOTEUa,
BiflIapyBaHHS CKJIUCTOIO Tija.

[Ticna Buxomy mpenapaTy Ha PUHOK PiAKO MOBigOMIISIIOCS NP0 BUMAOKW HeapTepialbHOl TePeIHbO1
ilmemiyHOI HEBpoIaTii 30pOBOT0 HEPBA, 1[0 € IPUYMHOI0 3HUKEHHS 30PY, BKJIIOUAI0YHU ITOCTINHY
BTPaTy 30Dy, 9Ki Oynu noB’s3aHi y 4aci i3 3acTocyBaHHAM iHribiTopis ®IIES, BKI0Yar0uu
cunpeHadin. Y 6aratbox nauieHTiB Oyny HasiBHI aHaTOMiuHi ab0 CyguHHI aKTOpPU PU3UKY PO3BUTKY
HeapTepiaslbHOI TepefHbO] ileMiyHoi HeBpOIaTil 30pOBOT0 HEPBa, BKIII0Ya4u (ase Heo00B'I3KOBO
00MeXYIOUYKCh) TaKi: HU3bKe CIIiBBITHOIIEHHS HiaMeTpa eKCKaBallil Ta JuCKa 30POBOT0 HepBa
(3acTiiHMY OHCK 30POBOTO HEPBA), Bik moHan 50 pokKiB, TimepTeH3is, 3aXBOPIOBaHHS KOPOHAPHUX



apTepiy, rinepainigeMisa Ta naniHHg. HeM0XKIMBO BU3HAYUTH, YU 11l SBUIIA [IPSIMO [I0B’g3aHi i3
3acTocyBaHHSM iHri6iTOpiB ®IIES UM 3 HAIBHUMK aHATOMIYHUMHU a00 CyOUHHUMU GaKTopaMu
PU3UKY, Y¥ 3 KoMOiHaliew Iux BCix ¢pakTopiB, uu 3 iHIUMHU (paKTOpaMHu.

Tepmin npudamHocmi.

3 POKHU.

YMoBu 30epiranHsi.
30epiratu npu TeMmepaTtypi He Buille 30 °C B opuriHasbHiil ynakoiyi. He 3aMopoxKyBaTH.

36epiratu y HEJOCTYIIHOMY OJIST OiTe# MicIi.

VYnaxoBka.

ITo 10 M (64 mo3M) a6o mo 5 mi (32 mo3u) y (1aKoHax mojaiMepHUX ado 3i
CBiT/I03aXHCHOT'0 CKJIa Y MayYIli 3 KapTOHY.

Kareropis Bigmycky.

3a pelemnToM.

BUpPOOHHK.

TOB HBO «MIKPOXIM» (BipmoBiganbHUY 3a BUIIYCK CePil HE BKIIIOYAKYU
KOHTPOJIb/BUIIPOOYBaHHS Cepii).

Miciie3HaxoIKeHHsI BUPOOHHKA Ta afipeca MicIisi IPOBaXKeHHS HOTr0 Tis/IbHOCTI.

Ykpaina, 01013, m. Kuis, Byn. Bymiamyctpii, 0ym. 5

3asIBHHUK.
TOB HB® «MIKPOXIM».

[ToBimomuTH PO HebaXkaHe SIBUIIE MTPU 3aCTOCYBaHHI JTiKapchKoro 3aco0y Bu MoxeTe 3a TenedhoHOM
38 (050) 309-83-54 (11i10m000BO).



Micne3HaxomXKeHHS 3asiBHHKA.

Vkpaina, 01013, m. Kuis, Byn. Bymirmyctpii, Oyzg. 5

IHCTPYKIIA

IJIsI MEIHYHOT 0 3aCTOCYBaHHsI JIIKapCHLKOT0 3aC0o0y

CTPOHIOEKC

(STRONDEX)

Cknao:
Oitoua peuosuHa: sildenafil;
1 mo3a mictuts 17,56 Mr cunpeHadiny nuTpaTy, 0 eKBiBaneHTHO 12,5 Mr cunpeHadiny;

0onoMidCHI peuoBuUHU: TIPOTiNIEHTTiK0Ib, eTaHon 96 %, makporon-400, 1eBOMEHTOJI, KUCIO0Ta
XJIOPHCTOBOAHEBA PO3BefieHa, 0Iis TMMOHHA, caxapasuo3a.



JIikapcbKa ¢popmMa. Crpeit 0yt pOTOBOI IIOPOKHUHHU [O30BAHUH.

OcHosHi (pizuko-ximiuHi 81acmugocmi: IPO30Pa piguHa 3 XKOBTyBaTUM ab0 3eJIeHyBaToO-
JKOBTYBaTHM BiITIHKOM KOJIbOPY, 31 Cenu(piYHUM 3amaxoM.

®apMakKoTepaneBTUYHa Irpyna.

JlikapchKi 3ac00H, 1110 3aCTOCOBYIOTHCS B yPOJIOTii. 3ac0o6H, 110 3aCTOCOBYIOThCS IIPU €PEKTUIbHIN
mucoyukuii. Cunmenadin. Kog ATX G04B E03.

dapmakon02iuHi e racmueocmi.
®apmakoduHamika.

Cunpenadin € npenapaToM Oj1sl IEPOPAIbHOIO 3aCTOCYBaHHS, IPU3HAYEHUM [IJ14 JIiKyBaHHS
epeKTUbHOI muchyHKIil. [Ipu cekcyanbHOMY 30yIKeHHI ITpernapaT BiTHOBIIOE 3HUKEHY ePEKTUIHHY
GbYHKIIi0 IUISX0M [TOCUJIEHHS IPUTOKY BEHO3HOI KPOBi 10 KaBEPHO3HUX Till.

dizionoriyHuii MexaHi3M, 110 3yMOBIIIOE €PEKIIilo, BKI0Ya€E BUBIIbHEHHS OKCUAy a30Ty (NO) y
KaBEpPHO3HUX Tijlax IIifi 4ac ceKcyanbHOoro 30ynxeHHs. BuBinbHeHu NO akTuBy€e hepMeHT
TyaHIaTUKKIa3y, 0 CTUMYJIIOE MiABUIIEHHS PiBHSA HUKIIIYHOTO T'yaHO3UHMOHOMoCchaTy (1I'M®), 110,
3i cBOoro OOKY, BUK/IMKA€E POo3ciiabieHHs TTIafKol MyCKylIaTypyu KaBepHO3HUX TiJl, CIIPUSIOYYN IIPUTOKY
KPOBI.

CunpgeHadin € moTyKHUM ceJIeKTUBHUM iHTiOiTopoM I’ M®-crierudiunoi pochomiecrepasu 5 (OJES)
y KaBepHO3HUX Tinax, ge ®IIES Bigmosimae 3a po3napg ul M®. EdpekTu cunpeHadiny Ha epekiiio
MaioTh nepudepudHuil xapakrep. CunpgeHadin He YnHUTEL 6e3M0CEPENHBOI pelakCcyoYoi fii Ha
i3071bOBaHI KABEPHO3HI TiNla MIOOUHHU, ajie IOTYKHO IIOCHTIOE po3cabmioiydy aito NO Ha gaHy
TKaHUHY. [Ipu akTuBanii MetabosnigyHoro nuisxy NO/ul'M®, mo BinOyBa€eThCs IIpU CeKCyaslbHil
ctumynauii, inribyBanus cunperadinom OIES npusBoauTs 0o migBuileHHs piBHSA HI MO y
KaBEPHO3HUX Tinax. TakuM YMHOM, AJig TOTOo, 06 cunmeHadin BUKIUKAB NOTPiOHUM
dbapmakosoriuauit eekT, HeoOXifHe ceKcyasbHe 30yIKeHHS.

HocmimKeHHS in vitro mpogeMOoHCTPYBalH, 1o cunmeHadin € cenektusauM go ®IIES, mo Gepe
aKTHUBHY y4acTh y nporeci epekuii. EbekT cunpgenadiny Ha OJIES noTyxHimmy, HiK Ha iHIII BifoMi
docdomiectepasu. Llent edekT v 10 pasziB noryxHimui, HiK epekt Ha PIIE6, 1m0 6epe ydacTs y
npotiecax OTONepeTBOPEHHS y CiTKiBIi. [IpK 3acToCyBaHHI MaKCHMaIbHUX PEKOMEHIOBaHUX 03
cenekTuBHICTb cunpmeHadiny mo ®IIES y 80 pasiB nepesuiye 1oro cenektusHicts mo ®IE1, y 700
pagsiB Bullla, Hix go O®E2, ®IE3, ®[1E4, ®IE7, ®IES, ®IE9, ®IE10 ta ®IIE11. 30Kpema,
cenekTUBHICTh cunpeHadiny go ®IES y 4000 pasiB nepeBuiye 10ro cenekTusHicTh 1o OIE3 -
HAM®-cenudiunoi izodpopmu pocdoniectepasy, 1o 6epe ydyacTs y perysilii cepiieBoi
CKOPOTIXBOCTI.

dapmaxkoKiHemuxka.
Abcopbuis

[IIBupKicTh abcop6iii cunmeHadiny y popmi cipeto merio 6inbiiia MOPiBHAHO 3 TBEPOUMHU



I030BaHMMHU (pOpMaMH A7 ITepopabHOTO 3aCTOCYBaHHS, OCKIJIbKY [Iif04a pe4oBHUHA, SKa
Ma€ HU3bKY BOOHY PO3UYMHHICTD, IPUUMAETLCA BXKE B PO3UMHEHOMY CTaHl. MakcuMasbHa
IIJITa3MOBa KOHLIEHTPALlid [TpernapaTy A0CATaEThCI B CepegHbOMY MPOTIroM 60 XBUJIUH ITiCIIS
3acTocyBaHHS HaTire. CepengHs abcomioTHa 6i000CTYIHICTE cungeHadiny micns
IIepOPasIbHOTO 3aCTOCYBaHHS CTaHOBUTH 41 % (3 miama3oHOM 3Ha4eHb Bif 25 10 63 %). [1pu
3aCTOCyBaHHi cunpeHadiny mif yac BXKUBAHHS iKi cTyniHb abcopO11il 3HUAKYETHCS i3
cepenHiM momoBxkeHHAM T, Mo 60 XBUIHH i cepegHiM 3HUKEHHSIM MaKCHMallbHOI
KoHneHTpaii (C,.,) Ha 29 %.

Po3nodis

CepeqHiit piBHOBaxkHUY 06’eM po3nominy (V,) ctaHoButh 105 miTPiB, 110 CBITYUTH PO PO3IIOMIN
IpenapaTy B TKaHUHaX opraHiamy. [licig ogHOpa3oBoro 3actocyBaHHs cupeto CTPOHIEKC y nosi
50 MTr cepefHsS MaKCUMaJlbHa 3arajibHa I1Jla3MoBa KOHIIEHTpallis cungeHadiny cTaHOBUTL TPUOIN3HO
200 ur/mn (koedimieHT Bapialil ctaHoBUTb 40 %). CTymiHb 3B’93yBaHHA cuUIfeHadiny Ta 1oro
rosioBHOTO N-mecMeTun-metabomiTy 3 6inkaMu 1mia3Mu KpoBi gocsirae 96 % i He 3a/eXkuTh Bif
3araJibHOl KOHILIeHTpallil cunmeHadiny.

biompaHcopmauis

Metabomni3m cungeHadiny 3mificCHIOETLCS TOJIOBHUM YMHOM 3@ YYaCTIO MiKpOCOMAJIbHUX
izodepmenTiB neuinku CYP3A4 (ronopuuii msax) Ta CYP2C9 (DpyropsimHUM IIIAX).
['o710OBHUM IIUPKYITIOI0UNN MeTabOJIiT YTBOPIOETHCS 1INITX0M N-IeMeTUnoBaHHs cunaeHadimny.
CenexkTuBHiCcTh MeTaboriTy mono ®IIES mopiBHSHHA i3 CEeEKTUBHICTIO cunmeHadiny, a
aKTHBHICTH MeTabomity momo ®JIES craHoBuTh mpubau3Ho 50 % aKTUBHOCTI BUXigHOI
pedoBuHU. [I1a3mMoBa KOHIIEHTPALliS IIbOT0 MeTabo0MIiTy CTaHOBUTh mpubnu3Ho 40 %
KOHIIeHTpallil cunpeHadiny y mna3mi Kposi. N-meMeTunb0BaHUN MeTabOIIT 3a3Hae
IIOfla/IbIIOT0 MeTabo1i3My, a Mepiof Moro HalliBBUBEAEHHS CTAHOBUThL IPUONIN3HO 4 TOOUHU.

Eaiminauis

3aranpHUM KiaipeHc cunaeHadiny cTaHoBuTh 41 n/roguHy, 3yMOBIIOIOYM TPHUBAJICTE ITEPiOAY
10r0 HamiBBUBeOEeHHA 3-5 TOOUH. fK IMicid mepopasbHOro, TakK i MiC/is BHYTPILIHOBEHHOTO
3aCTOCYBaHHS €KCKpellis cungeHadiny y BUTsai MeTaboIliTiB 3MiliCHIOETHCS TOJTIOBHUM
YyHOM i3 KasioM (mpubiau3Ho 80 % BBemeHOI mepopasbHOI 03K) Ta MEHIIIOK Mipolo i3 ceuero
(mpubnu3so 13 % BBemeHOI mepopasbHOlL 103K).

dapmakokiHemuka 8 ocobaugux 2pyn nauieHmis

ITayieHmu AiMHbO20 BIKY

Y 3mopoBUx JOOPOBOJIBIIB TITHROTO BiKY (BiKOM Biff 65 POKiB) Big3Hauanocs 3HUXKEHHS
KJIipeHCy cungeHadiny, o 3yMOBIIOBAJIO MiABUIIEHHS I171a3MOBUX KOHIIEHTPAIlil
cungeHadiny Ta #oro akTuBHOT0 N-IeMeTUIbOBAaHOTO MeTabomiTy mpubausHo Ha 90 %
TIOPiBHSIHO 3 BiITIOBiZHMMU KOHIIEHTPALiIMHU Y 300POBUX NOOPOBOJbBIIIB MOJIOIIIOTO BiKY
(18-45 pokiB). Y 3B’513Ky i3 BiKOBUMU BifMiHHOCTSIMU Yy 3B’sI3yBaHHi 3 OiTkaMu 11a3MU KPOBi
Bi[IIOBiiHE MiABUINEHHS I1JTa3MOBOI KOHIIEHTPAIlil BIIbHOTO CUIAeHa(iTy CTaHOBUIIO
npu6bnusno 40 %.

Hupkosa HedocmamHicmb



Y moOpoBOJIBIIIB i3 MOPYIIeHHIMHU (PYHKIIil HUPOK JIETKOTO Ta IOMIpPHOTO CTyIeHs (KIipeHc
kpeatuHiny 30-80 Mi/xB) hapMakKoOKiHETHKA CUIAeHa]iNy 3anuianacsad He3MiHEHOO MiCIs
10r0 OOHOPAa30BOr0 MEPOPaIbHOTO 3aCcTOCYBaHHS y 003i 50 Mr. CepenHi TOKa3HUKY IO
mig papMaKOKiHeTHUHOIO KPUBOIO «KOHIIeHTpalisg-4ac» (AUC) ta C,,, N-IeMeTHI0BaHOTO
MeTabomiTy migBuiryBanucs Ha 126 % Ta 73 % BigmoBigHO MOPIiBHSAHO 3 TAKUMU
IIOKa3HUKaMH y MOOPOBOJIBIIIB TAKOTO XK BiKy 6e3 mopyineHb QyHKIii Hupok. OfHaK yepe3
BUCOKY 1HIUBifyanbHy BapiaOenbHICTS IIi BIIMIHHOCTI He Oy/IM CTaTUCTAYHO 3HAUYIIUMHU. Y
nOOPOBOJIBIIIB i3 TSXKKUMHU IMOPYIIEHHSIMU (QYHKIIiI HUPOK (KJIipeHC KpeaTHHiHY

HUXKYe 30 m/XB) KJlipeHC cungeHadiny 3HUKYBaBCH, 1110 IPU3BOAUIIO [0
cepepnnix migsuieHs AUC Ta C,,, Ha 100 % Ta 88 % BigmoBimHO MOPiBHSIHO 3 0OOPOBOJIBISIMHU
TaAKOr0 X BiKy 0e3 mopyiieHb QyHKIlil HUpoK. Kpim Toro, 3nayenus AUC ta C,,, N-
IEeMeTUIbOBAHOTO MeTaboliTy 3Hauylle mimuinyBanucs Ha 79 % ta 200 % BimmoBigHoO.

ITeviHKoB8a HedocmdamHicmb

Y moOpoBOJIBIIIB i3 IMPO30M MEYiHKY JIETKOTO Ta IOMIpHOTO CTYIeHs TAKKOCTI (KmaciB A Ta
B 3a knacudikarieto Yaitnma-I1'10) KnipeHc cungeHadiny 3HUXKYBaBCS, 10 IPHU3BOAUIIO [0
nigsuienHs AUC (84 %) ta C,,,, (47 %) mopiBHSHO 3 0OOPOBOIBISIMU TAKOTO X BiKy 6e3
OpyIeHb QyHKII mevyinky. PapMaKoKiHEeTHKa cUgeHadiny y MallieHTiB i3 MOPYIIEeHHIMU
(GYyHKIIII TEYiHKY TAKKOTO CTYIEeHSI He BUBYaIacs.

KrinigHi xapaKTepHCTHKH.
Iloka3zauusa.

[Tpenapat CTPOHIOEKC pekoMeHOYy€eThCS 3aCTOCOBYBATH YOJIOBIKAM i3 €peKTUIbHOIO AUCHYHKIIIELO,
sKa BU3HAYAEThCS K HE3MATHICTh HOCATTH a0o MigTpUMaTH epeKIliio CTaTeBOro YjeHa, HeoOXigHy
[ YCIIIIIHOTO CTaTEBOT0 aKkTy.

Insa epexTusHoi mil npenapaty CTPOHIIEKC noTtpibHe cekcyanbHe 30yOKeHHS.

IIpomunoka3anHus.

- TligBuIneHa YyTNUBICTh [0 aKTUBHOI pe4oBUHU ab0 00 Oy[b-sKOI 3 IOMOMiKHUX PEeYOBUH
JiKapchKOro 3aco0y;

- OJHOYACHe 3aCTOCYBaHHA i3 MOHOpPAMM OKCHUAY a30Ty (TaKMMHU SIK aMinHITPUT) abo
HiTpaTamu y Oyab-sKiit GopMi, OCKinbKY BimoMo, 1110 cuimeHadin BIIUBaAE Ha MUISTXH
MeTaboni3My okcuay a3oty (NO)/muknigHoro ryano3uaMoHodocdaty (uI'M®) Ta moTeHIi0€
TiOTeH3UBHUM €(QEeKT HiTpaTiB;

- OofgHOYacHe 3acTocyBaHH4 iHTi6iTOpiB ®IIES (Y TOMY "uchi cunpgeHadiny) i3
CTUMYJIITOPAMU I'yaHUIATIUKIIa3U, TAKUMU K PIOLUTYaT, IPOTUIIOKA3aHe, OCKITbKA MOXKE
IIPU3BECTHU [0 CUMIITOMATUYHOI TilOTEeH3i1 (ouB. po3min «B3aeMopmist 3 iHUMMH TiKapChKUMHE
3aco0aMu Ta iHIII BUOU B3a€MOLIN»);



- CTaHW, IIpU SIKUX HE PeKOMEH[I0BaHa CeKCyaJibHa aKTUBHICTh (HalpUKJIIaf, TSIXKKIi
CepleBO-CyIUHHI po3nany, Taki K HecTabilbHa CTeHOKapAis abo ceplieBa HEAOCTaTHICTh
TSI2KKOT'O CTYIIEHS);

- BTpaTa 30py Ha OfIHE OKO BHACIIiMOK HeapTepianbHOI MepeHbOi ilmeMiuHol HeBpomnaTil
30POBOT0 HEPBa He3aleXkKHO Bil TOTO, MOB’s3aHa LS IaTOJIOris i3 IomepegHiM
3acTocyBaHHSM iHribiTopiB ®JES uu Hi;

- HasSBHICTh TAKHUX 3aXBOPIOBaHb, K IMOPYIIEHHS QYHKII] IIeYiHKN TSIKKOTO CTYIIEHS],
apTepianbHa rinoteHsis (aprepianbHui TUCK HUXKYEe 90/50 MM pT. CT.), HEIIOJABHO
nepeHeceHuy iHCynbT abo iHGapKT MioKapaa Ta BimoMi ClagKoBi lereHepaTuBHi
3aXBOPIOBAaHHS CITKiBKM, TaKi SIK MIrMEHTHUY PETUHIT (HeBeJiMKa KiIbKiCTh TaKUX IMALliEHTIB
Ma€ TeHeTHYHi po3naau gocdofiecTepas CiTKiBKM), OCKinbKM Oe3neka cungeHadiny He
[OCIIifXKyBanacs y TaKUX MiArpynax MalieHTiB.

B3aemodisa 3 iHwumu nikapceKumu 3acobamu ma iHwi eudu é3aemoditi.

Bnaue iHwux aikapcvkux 3acobie Ha cuadeHadin

[TochimKeHH4 in Vitro

Metabomi3m cunmeHadiny BigOyBaeThCS MepeBazkHO 3a y4acTio i3opopmu 3A4 (ronoBHUN
misax) Ta isopopmu 2C9 (opyropsapuui msax) uutoxpomy P450 (CYP). Tomy iuribiTopu mux
i30(pepMeHTIB MOXKYTh 3HUKYBaTHU KJIipEeHC CUAeHadiny, a iIHOyKTOPU UUX i30pepPMEHTIB
MOXKYTb MigBUIIYBATH KJIipeHC cuigeHadiny.

JTocmimXeHHd in Vivo

[TonynsaninHu# (HapMaKOKiHETUYHUY aHaIi3 JaHUX KIIIHIYHUX OOCHiAKEHb IPOIEMOHCTPYBaB
3HUKEHHS KJIipeHCy cuiaeHadiny npu #oro oqHOYaCHOMY 3aCTOCyBaHHI 3 iHTibiTOpaMu
CYP3A4 (TakuMM 9K KETOKOHa30JI, EPUTPOMILIMH, HIUMETUANH). X04a IIPU OGHOYACHOMY
3acTocyBaHHI cunpmeHadiny ta inribiTopiB CYP3A4 3pocTaHHS YaCTOTH MOOIYHUX peaklliii He
CIIOCTepiranaocs, CIif PO3TISHYTA MOXKJIUBICTh 3aCTOCYBaHHS ITOYATKOBOI J03H1

cungeHadiny 25 wmr.

OpHouacHe 3acTocyBaHH# iHTiOiTopa BIJI-mpoTea3u puToHaBipy, OyXKe MOTYXKHOTO iHTiGiTOpa
P450, y crani piBHOBaxXHO1 KoHIIeHTpalii (500 Mr 1 pa3 Ha m0o0y) Ta cunpmeHadiny
(omHOpas3oBa go3a 100 mr) mpusBopuno mo mipsumenHs C,,, cunaenadiny Ha 300 % (y 4
pasu) Ta nigeunieHHd n1a3moBol AUC cunpgenadiny Ha 1000 % (v 11 pasis). Yepes 24
TOMHMY IIJITa3MOBUY pPiBeHb cugeHadiny Bce 1ie cTaHOBUB Mpubaru3Ho 200 HT/MJIT TOPIBHSIHO
3 piBHeM ImpuOIM3HO 5 HT/MJI, XapaKTepHUM [IJig 3aCTOCYBaHHS cuiimeHadiny okpeMo, 1110
TIOSICHIOETHCSI 3HAYHUM BIIJINBOM PUTOHABIPY Ha MIKMPOKUM CIeKTpP cyOcTpatis P450.
CunpeHadin He BIIMBa€ Ha (h)apMaKOKiHETUKY PUTOHABIPY. 3 OTNISAOY Ha I
(dbapMakKoOKiHETUYHI faHi OfHOYACHE 3aCTOCYBaHHS CUIfeHadiTy Ta pUTOHABIPY HE
PEKOMEHOYEThCS (IUB. po3ain «OcobIMBOCTI 3aCTOCYBaHHS»); MaKCUMaJllbHa [103a
cunpeHadiny 3a XXOgHUX 00CTaBUH He [TOBMHHA IIE€PEBUILYBATU 25 MTI IPOTATroM 48 roguH.



OpgHouacHe 3acTocyBaHHs iHTibiTOpa BlJI-mpoTea3u cakBiHaBipy, iHriditopa CYP3A4, y moa3i,
1m0 3abe3mneuye piBHOBaxKHY KoHIleHTpalio (1200 mr 3 pa3u Ha 0o0y), Ta cungenadiny (100
MT' OTHOPA30B0) Ipu3BoAuIo mo migBuienus C,., cunneHadiny Ha 140 % Ta 30inbIIeHHS
AUC cungenadiny Ha 210 %. He BusgBneHo BIIuBy cunaeHadiny Ha papMaKOKiHETUKY
cakBiHaBipy (muB. po3min «Crnocib 3acTocyBaHHS Ta 0o3u»). [lepen6adaeThcs, 10 OinbIm
noTyxHi iuridiTopu CYP3A4, Taki SK KeTOKOHA30JI Ta iTpaKoHa301, OyayTh MaTu OifbIil
BUPaKeHUH BIIJIKB.

[Tpu 3acTtocyBaHHi cungeHadiny (100 Mr ogHOPa30BO) Ta EPUTPOMILIMHY, ITOMIPHOTO
inribiTopa CYP3A4, y piBHOBaxkHOMY cTaHi (500 Mr 2 pa3u Ha mo0y mpoTsarom 5 i)
croctepiranmocs nigButenass AUC cunpmeHadiny Ha 182 %. Y 3mopoBux moOpOBOJIBILIB
Y0JI0BiYOl CcTaTi He criocTepiranocs BIIUBY a3uTpoMinuHy (500 Mr 1 pas Ha moby npoTtsarom 3
ni6) va AUC, C,,,, 9ac HOCSITHeHHS MaKcuManbHOl KoHUeHTpatii (T,,,), KOHCTaHTy IIBUAKOCTI
eJliMiHallil Ta OfaIbIINY Iepion HamiBBUBEOeHHS cugeHadiny abo oro roJI0BHOTO
IUPKYyIoo4oro metabonity. Llumetunun (iuribiTop nutoxpomy P450 Ta HecnerudiuHuim
inri6itop CYP3A4) y mo3i 800 Mr mpu ogHOYaCHOMY 3aCTOCYBaHHI i3 cungeHadinoM y mo3i 50
MT Y 3[I0POBUX NOOPOBOJIBIIIB ITPU3BOAUB [0 MiBUIIEHHS IIJTa3MOBUX KOHIIEHTPALlil
cunpgeHadiny Ha 56 %.

['peiindpyToBuii cik € crabkum iHnriditopom CYP3A4 y CTiHII KUIIEYHUKY i MOXKe BUKJIMKATU
IIOMipHe MiABUINEHHS PiBHSA CUIAeHadimy y maa3Mi KpPoBi.

OpHOpa30Be 3aCTOCYBaHHS aHTAUU[IB (MarHilo rigpoKCUOY/alioMiHi0 TiIPOKCHUAY) He
BIIJIMBAJIO Ha 0iofOCTyNHICTh cunmeHadimny.

Xoua gocmimKeHb crenudivyHol B3aEMOMIl 3 yciMa JTiKapChKUMU 3aco0aMu He ITPOBOIUIIOCS,
3a JaHUMHU MOMyJIALiNHOTO (papMaKOKiHETUYHOTO aHali3dy, (papMaKoKiHeTHKa cunmeHadimy
He 3MiHIOBajacs P M0T0 OMHOYAaCHOMY 3aCTOCYBaHHi 3 JIiKapChKUMU 3aco0aMu, III0
HasexkaTb g0 rpymnu inribitopiB CYP2C9 (tonbyTramin, Bapdapus, GeHiToIH), rpynu
inriditopis CYP2D6 (Takux sIK CeNTIeKTUBHI iHTiOiTOpH 3BOPOTHOTO 3aXOIJIEHHSI CEPOTOHIHY,
TPULKKJIIIYHI aHTUIeNIPECAHTH), TPYIH Tia3UAHUX Ta Tia3uAOMNOOiOHUX AiypeTUKiB, MEeTIhOBUX
Ta Kanii3bepirarouux OiypeTukis, iHTiOiTOPiB aHTiOTEeH3UHIIEPETBOPIOBAILHOTO (PEPMEHTY
(AII®), aHTaAroHiCTiB KaJbllii0, aHTArOHICTIB B-agpeHopelenTopiB abo iHOYKTOPiB
MeTabomniamy CYP450 (Takux sk pudamminuH, 6apOiTypaTn).

Y npoteci gocmimKeHHs 3a y4acTiO 30OPOBUX YOJIOBIKiB-HOOPOBOJIBIIB OOHOYACHE
3aCTOCYBaHHS aHTaroHicTa eHmoTeniHy 0oceHTany (momipaui ingykrop CYP3A4, CYP2C9 Ta,
Moxk7uBo, CYP2C19) y piBHOBaxkHOMY cTaHi (125 Mr 2 pa3u Ha no0y) Ta cungeHadiny y
piBHOBaxkHOMY cTaHi (80 Mr 3 pa3u Ha mo0y) mpuaBoauno po 3uuxkeHHs AUC Tta C,,,
cungeHadiny Ha 62,6 % Ta 55,4 % BigmoBigHO. TOMy OflHOYaCHEe 3aCTOCYBaHHS TaKUX
noTyXkHuX iHOyKTOpiB CYP3A4, siK pudamirid, MoxkKe IPU3BOOUTH IO OiJIbII BUPAkKEHOTO
3HMXKEHHS KOHLIEHTpallil cunaeHadiny y maa3mi Kposi.

Hikopannun siBisie co6oio ribpu akTUBaTOpPa KasbllieBUX KaHaJIiB Ta HiTpaTy. HiTpaTHu
KOMIIOHEHT 3YMOBITIOE MOXKJIUBICTb MOT0 CEPHO3HOI B3aeMOil i3 cunmeHadinoM.

Bnaue cundeHaginy Ha iHwi aikapcovKi 3acobu



JTocImimXeHHs in vitro

Cunpenadin - cnabkuit inribitop izodopm 1A2, 2C9, 2C19, 2D6, 2E1 Ta 3A4 nuToXpomy
P450 (IK,, > 150 MmkMomnb). OCKinbKM MaKCHMa/bHa IJ1a3M0OBa KOHIIEHTpallisd cuigeHadiny
CTaHOBUTD NMpuUOIU3HO 1 MKMOJB, BINTUB NTiKapcbkoro 3aco0y CTPOHIIEKC Ha KmipeHC
cybcTpaTiB ux i30pepMeHTiB MaTOMMOBIPHUH.

BigcyTHi gaHi mopmo B3aeMopil cunpgeHadiny Ta Takux HecrelupiyHuX iHTiOiTOPIB
dbocdomiecTtepasu, K TeodisTiH Ta QUITIPUOAMOII.

[TocnimXeHHd in Vivo

OCKinbKY BifoMo, 1110 cungeHadin BmiuBae Ha MeTtabosidaM NO/I'M®, Oyio BCTaHOBJIEHO, 110
cunpgeHadis MOTeHI[iI0e TiMOTeH3UBHY [Ail0 HITPATiB, TOMY Or0 OGHOYACHE 3aCTOCYBAaHHS 3
noHopaMu NO a6o 3 HiTpaTamu y 6yb-sKili ¢hopMi MpoTUnOKa3aHe (OUB. PO3Min
«[IpoTUIOKa3aHHA»).

Piouuzyam

TokmniHiuHi JOCTiAKeHHS TPOJIEMOHCTPYBaIl afUTUBHUY CUCTEMHUY e()eKT 3HUKEHHS
apTepianbHOr0 TUCKY IIPU OJHOYACHOMY 3aCTOoCyBaHHi iHribiTopiB ®IIES 3 pionuryarom.
KiiHiyHi JOCTiIXKEHHS IPOIeMOHCTPYBAIH, 10 PiOUryaT IIOCUJTIOE TiTOTeH3UBHY Mito iHTibiTOpiB
OJIE5. V mamieHTis, ki 6panu y4yacTh y HOCHTiOXKEHHI, He CIIOCTEPIrasoch MO3UTUBHOTO KITiHIYHOTO
eekTy mpu ofHOYACHOMY 3acTocyBaHHi iHTibiTopiB ®IES 3 piouuryatom. IIpoTuoka3aHne
OfIHOYACHEe 3aCTOCYBaHHS pionuryaty 3 inribitopamu OIES (y Tomy yuchi i3 cungeHadinom) (nus.
po3nin «IIpoTUIIOKa3aHHI»).

OpgHoyacHe 3aCTOCyBaHHA cuifeHadiny Ta 6710KaTOPiB a-aipeHOPELIETITOPIB MOXKe
IIPU3BECTH [0 PO3BUTKY CUMITOMATHUYHOL TiOTEH311 Y AEeSIKUX CXUIBHUX [0 I[bOTO MAalli€HTIB.
Taka peaxkilig HalluacTillle BUHHKAJa IPOTIroM 4 TOOUH ITic/s 3aCTOCYBaHHS CUIgeHadiny
(ouB. po3pinu «OcobnMuBOCTI 3acToCcyBaHHS» Ta «Crocib 3acToCyBaHHS Ta [03U»). Y Mpolleci
3 mocmimxkeHs crenudivHOi B3a€MOIil TiKapChKUX 3ac00iB 6JI0KAaTOP -afpeHOPEeLenTOPiB
nokca303uH (4 Mr Ta 8 Mr) Ta cunpgeHadin (25 mr, 50 mr ta 100 Mr) 3acTocoByBaIu
OJIHOYACHO TallieHTaM i3 moOpPOsKiCHOIO TilepIiia3sielo mepeaMixypoBoil 3ao3u, crabimizallis
CTaHy AKUX OyJia JOCATHYTa IIPU 3aCTOCYBaHHI OKCA303uHY. Y IUX MOMYIALiIX
CIIOCTEpIrasocs cepefHe DONAaTKOBE 3HUKEHHS apTepiaJIbHOTO TUCKY Y IIOJIOKEeHH] IallieHTa
jiexXauyu Ha 7/7 MM PT. CT., 9/5 MM PT. CT. Ta 8/4 MM PT. CT. Ta CEPEIHE 3HUKEHHS
apTepialbHOrO TUCKY y IIOJIOKEHHI IallieHTa CTOA4YU Ha 6/6 MM pT. cT., 11/4 MM pT. CT., 4/5
MM pT. CT. BigmoBigHO. [Ipy ogHOYaCHOMY 3aCTOCYBaHHI cuifeHadiny Ta fOKCa303uHY y
nalieHTiB, cTabinizalis crany skux Oyna JOCATHYTa IIPX 3aCTOCYBaHHI TOKCA303UHY, iHOM1
ITOBITOMJISITIOCS IIPO PO3BUTOK CHMIITOMAaTUYHOl OPTOCTATAYHOI TiOTEH3il. Y 1IuxX
MIOBiOMJIEHHSIX MIIJIOCS IIPO BUIMAAKM 3allaMOPOYEHHS Ta CTaH Iepeq HeIIPUTOMHICTIO, aje
0e3 cuUHKOIIE.

He crocTepiramocs x)XK0OHUX 3HAYYIIUX B3a€MOIill ITPY OMHOYACHOMY 3aCTOCYBaHHi
cungenadiny (50 mr) i Tonbyraminy (250 mr) abo Bapdapuny (40 mr), 1m0 MeTabomi3yI0ThCS
CYP2C9.

Cunpenadin (50 Mr) He IPU3BOAUB IO IMOJOBXKEHHS YaCy KPOBOTEYi, CIPUYUHEHO]



3aCTOCYBaHHSM alleTUICAIinnIoBol KucaoTu (150 mr).

Cunpenadin (50 Mr) He IOTEHIIiI0BAB TiTOTEH3UBHY Mil0 aJIKOT0JII0 Y 300POBUX NOOPOBOJIBIIIB
IIpU CepeHbOMY MaKCHUMaJIbHOMY piBHi eTaHOIy KpoBi 80 Mr/m.

Y naunieHTiB, gKi 3aCTOCOBYyBau CUfAeHa(disl, He CIIOCTepiraaocs KOOHNX BiTMiHHOCTEX
npodinio mobiyHMX peaklIliii MOPiBHSIHO 3 Iyanedo Mpu 0OgHOYaCHOMY 3aCTOCYBaHHI TaKHAX
KJIaCiB TioTeH3WBHUX JIiIKapChKUX 3ac00iB, IK AiypeTuku, 6J10KaToOpu B-agpeHOPEeenTopis,
inriditopu AII®, aHTaroHicTu aHrioTeH3uHy II, aHTUTiNEPTEH3UBHI TiKapCchKi 3acobu
(cymuHOPO3IIMPIOBaIbHI Ta IEHTPAIbHOI [iil), 67I0KaTOpY afpeHeprivHuX HEVPOHIB,
0JI0KaTOpH KaJbIliEBUX KaHalliB Ta 0710KaTOPH (-afipeHOPELIENITOPIB. YV crelianbHOMY
IOCIIXKEeHHI B3aeMOil Ip¥ OAHOYAaCHOMY 3acToCcyBaHHI cunpgeHadiny (100 mr) ta
aMJIOQUIIIHY [TalliEHTaM i3 apTepiasibHOIO TiepTeH3i€ CIIoCTePirasocs OAaTKOBE
3HUXKEHHS CUCTOJIIYHOTO apTepiaJibHOr0 TUCKY B IIOJIOKEHHI MallieHTa JieXka4du Ha 8 MM pT.
CT. BignoBigHe 3HUXKEHHS OlacTOIIYHOI0 apTepiaJbHOr0 TUCKY CTAHOBUJIO 7 MM PT. CT. 3a
BEJIMYMHOIO ITi HOOATKOBI 3HUKEHHS apTepialbHOTO THCKY OyIU MOPIBHIHHUMY 3 TUMH, 1110
CIIOCTepiranaucs y 3mopoBux H0OPOBOIIBINB IIPH 3aCTOCYBaHHi nuiie cungeHadiny (mus.
po3ain «®apMaKOoIO0TiyHi BIaCTUBOCTI»).

Cunpgenadin y mosi 100 mMr He BIuBaB Ha (hapMaKOKiHETUYHI TOKA3HUKHU
inri6iTopin BIJI-npoTea3u, cakBiHaBipy Ta pUTOHABIPY, 5Ki € cybcTpaTaMu
CYP3A4.

Y 3m0poBUxX JOOPOBOJIBIIIB YOJIOBIYOL CTAaTi 3aCTOCYBaHHA CuifeHadiny y piBHOBaXKHOMY
crani (80 mr 3 pa3u Ha mo0y) npussoaumo mao nigsuienHs AUC ta C,,, 6ocerTany (125 mr 2
pa3u Ha mo6y) Ha 49,8 % Ta 42 % BigmoBigHO.

IonmaBaHHSI OMHOPa30BOI1 03U cufeHadiny 1o cakyOiTpuiy/BancapTaHy y piBHOBaKHOMY CTaHi y
IallieHTiB 3 apTepialbHOIO TinepTeH3ielo Oyio noB’'si3aHe 3i 3HaYHO OiNbII BUpaKeHUM 3HUKEHHAM
apTepiaTbHOTO TUCKY MOPIBHSHO 3 TAKUM IIPU 3aCTOCYBaHHI cakyOiTpuIy/BascapTany sk
MoHOTeparii. Tomy ciig 6yt 06epekHUM IIPU TPU3HAYEHHI cuneHadiny namieHTaM, sKi OTPUMYIOTh
cakyObiTpu/BajiicapTaH.

Oco6 1ueocmi 3acmocye8aHHsi.

Ilo moyaTKy Teparlii ciif 3i0paTu MEOUYHUYM aHaMHE3 TallieHTa Ta IPOBECTH ¢i3WKalbHe
00CTeXXEeHHS I [IiarHOCTUKY ePEeKTUIIbHOI OUCYHKIII Ta BUSHAUEHHS 11 MOXKITUBUX
IPUYKH.

dakmopu pusuky cepu,ego-CyOUHHUX 3dX80PHOBAHb

OcCKinbKU CeKCyasbHa aKTUBHICTh CYIIPOBOAXKYETHCS IIEBHUM PU3UKOM 3 OOKY ceplid, I0
no4aTKy OyAb-SIKOTO JiKyBaHHS epPeKTUIbHOI AUChYHKIII JTikap Ma€ OL[iHUTYU CTaH CEPIEBO-
CyIMHHOI cucTeMHU MalieHTa. CungeHadin YMHUTh CyAUHOPOIIINPIOBAIbHY [il0, 10
IIPOSIBJISIETHCS JIETKUM Ta KOPOTKOYACHUM 3HUKEHHIM apTepiaJbHOT0 TUCKY (OUB. PO3Lin
«PapMakoguHamika»). [lo mpu3HauYeHHS CANgeHadiny aikap Ma€ pPeTelbHO 3BaXKUTH, YU
MOXKe TaKuil epeKT HeCIPUSTIKNBO BIJINBATY Ha MAalli€HTIB i3 IeBHUMU OCHOBHUMU



3axXBOPIOBAHHSAME, 0COOIMBO y KOMOiHallil i3 CeKCyabHOI0 aKTUBHICTIO. [10 MallieHTiB i3
MiOBUIIEHO0 YYTIUBICTIO 0 Ba30IUIaTaTOPiB HajlexKaTh MAlliEHTU 3 0OCTPYKIIi€I0 BUBITHOTO
TPAKTY JIiBOTO IUIYHOYKA (HAIPUKIAM, 3i CTEHO30M aoOpTH, rimepTpodivyH00 00CTPYKTUBHOIO
KappaiomiomnaTier) abo maIi€eHTy 3 PigKiCHUM CUHOPOMOM MYJIbTUCUCTEMHOI aTpodii, ogHUM
i3 IPOSIBIB AKOI € TSIXKKe MOPYIIeHHs Perysilii apTepialbHOT0 TUCKY 3 00Ky BETeTaTUBHOI
HEPBOBO1 CUCTEMHU.

Jlikapcekuit 3aci6 CTPOHIOEKC noTeHIrifoe rinoTeH3uBHuM eeKT HiTpaTiB (OUB. pO3Min
«IIpoTUTIOKA3aHHSI»).

Y nocTMapKeTHHTOBUM Tepiof MOBIIOMIISIOCS PO TSAXKKi mo0iYHi peakiiii 3 00Ky ceplieBo-
CYOUHHOI CUCTEMHM, BKITIOYalouM iHGapKT Miokapaa, HecTabinbHy CTeHOKap/ilo, ParnToBy
CepIeBy CMepPTh, IIJIYHOYKOBY apuUTMilo, 11epeOpoBacKyIsIpHi KDOBOBUIMBU, TPAH3UTOPHY
ileMiuHy aTaky, apTepiajibHy TillepTeH3i0 Ta apTepiaabHy TiNoTeH3it0, AKi 3a 4aCoM
30iramucs i3 3acTocyBaHHSIM cunaeHadiny. Y OinbInocTi malieHTiB, ane He y BCiX, iCHyBamu
(dbakTOpu pU3UKY CEPIIEBO-CYAMHHUX 3aXBOPIOBaHb. barato Takux mobiyHUX peakilii
crocTtepiranocs mim yac abo ompa3sy Iicias CTaTeBOro aKTy i JIKIlle KiflbKa TPamuiaocs
HEBMIOB3i Mmic/s 3acTocyBaHHs cungeHadiny 6e3 ceKcyanbHOI aKTUBHOCTI. TOMy HEMOXKJTUBO
BU3HAYUTH, IIOB’SI3aHUM PO3BUTOK TAKKUX IMOOIYHUX peakiliii 6e3mocepeHbo i3 hakTopamMu
PU3UKY YU BiH 3yMOBJIEHUY IHITUMU YUHHUKAMU.

IIpianiam

JlikapchKi 3aco0u [Jid NiKyBaHHS €pPeKTUIIbHOL AUCHYHKIII, ¥ TOMY YHMCII ¥ cunpgeHadin, cuing
IpH3HavYaTy 3 00epexKHiCTIO MallieHTaM i3 aHaTOMiYHOI0 fedopMalli€lo meHica (aHTysIis,
KaBepHO3HUM Pibpo3 abo xBopoOa Ileiponi) abo malieHTaM 3i CTaHaAMH, 1[0 CIPUYUHSIOThH
PO3BUTOK IIpiami3my (TaKMMU SK CEePIONONiOHOKITITHHHA aHeMisl, MHOXKHHHA MieroMa abo
JIeNKeMis).

[Ticnsa Buxomdy mpenapaTy Ha pUHOK ITOBiOOMIISIIIOCS PO BUIIAAKU IIOJIOBXKEHOI €PEKIIil Ta
npiami3my. fAKINO epekilis TpuBa€ OiNbII HiXK 4 TOOUHY, MalliEHTaM CJIiJl HeraiHo 3BePHYTHUCH
3a MEeIUYHOI JOIIOMOr010. 3a BiICYTHOCTI HEraHOT'0 JIIKYBaHH4 IIpialli3M MOXe IPU3BECTU
0 TIOIIKOAKEeHHS TKaHWH TeHica Ta 0 CTiKKOl BTpaTH MOTEHIIII.

O0HouacHe 3acmocysaHHs 3 iHwuMu iHzibimopamu ®IJES5 abo iHwumu npenapamamu 015
NIKYBAHHSA epeKmuabHoi OuCHYHKUiT

Be3neka Ta e(eKTUBHICTb OMHOYACHOTO 3aCTOCYBaHHS cungeHadiny 3 inmmmu iHriditopamu
OJIES abo 3 iHmMKMMY IIpenapaTaMy AJis JIiKyBaHHS TillepTeH3il 1ereHeBoi apTepii, aKi
MICTATh cUnAeHadin, 9u 3 iHIMMMHU IIpenapaTaMy A TiKyBaHHSA €ePeKTUIbHOI AUCPYHKIII He
BUBYanucs. ToMy 3aCcTOCyBaHHSI TaKuX KOMOiHallil He peKOMeH/I0OBaHe.

Bnaue Ha 3ip

CroHTaHHI ITOBIJOMJIEHHS PO BUHUKHEHHS Oe(eKTiB 30py HaAXOAUIN acOLii0OBaHO i3
3aCTOCYBaHHSIM cunmeHadiny Ta inmmux inriditopis ®IES (muB. po3min «ITobiuHi peakirii»).
[Ipo BUIapgKu HeapTepianbHOI IEPEAHbOI illIeMiuHOl HEBPOIIaTil 30pOBOT0 HEPBA, III0 €
PIOKICHUM CTAHOM, HafiXOAUJIU CIIOHTaHHI ITOBIOMJIEHHS Ta IIOBIIOMIILJIOCA Y HATJIAL0BOMY
MOCITiIXKEeHHi acoIliioBaHO i3 3aCTOCYBaHHAM cuifgeHadiny Ta iHmux iHribiropis ®IE5 (mus.



po3nin «ITo6iuni peaknii»). [TalieHTiB CIIifg IOIEPeuUTH, 0 y Pa3i panTOBOTO MOPYIIEHHS
30py 3acTocyBaHHS Jlikapchkoro 3aco0y CTPOHIEKC crig npunuHUTY Ta HeTalHO
3BEpHYTHUCS A0 HikKaps (auB. po3fain «[IpoTunokasaHHSI»).

O0HouacHe 3acmMoOCyB8aHHA 3 PUMOHABIPOM

OpgHoYacHe 3aCTOCyBaHHA CUIAeHadiny Ta pUTOHABIpYy HE PEKOMEHOYEThCS (IUB. PO3Tin
«B3aemoqis 3 iHIMMMM TiKapChbKUMM 3aco0aMu Ta iHIIT BUIM B3AEMOMIN»).

OdHouacHe 3acmocyeaHHs 3 b10Kkamopamu a-adpeHopeuenmopia

[TamieHTaMm, sIKi 3aCTOCOBYIOTh OJIOKATOPHU X-aAPEHOPEIeNTOPiB, 3aCTOCOBYBATH CUIIeHadin
cylim 3 00epekHiICTI0, OCKIIbKY TaKa KOMOiHalIlisi MOXKe IIPU3BECTH 10 CUMIITOMATUYHOI
TimoTeH3il y JesIKUX CXUIbHUX OO IIbOTO MalieHTiB. CHMITOMaTAYHA TiIOTEeH3is 3a3BUYan
BMHUKAE NPOTATOM 4 TOOWH MiCNIs 3aCTOCYBaHHS cuinfeHadimy. 3 MeTor0 MiHiMi3alril
MOZKJIMBOT'O PO3BUTKY ITOCTYPaJIbHOI TilIOTEH3i1 y Malli€HTiB, SIKi 3aCTOCOBYIOTh

610KaTOPHU a-aipeHOPeleNTOPIB, X cTaH MOTPiOHO cTabini3yBaTu 3a
IOIIOMOTI'010 6JTI0KATOPiB Q-aflpeHOPELIENITOPIB 0 MOYaTKy 3aCTOCYBaHHS
cungenadiny. Takox CIifl pO3TISHYTH MOXKIUBICTh 3aCTOCYBaHHS ITOYAaTKOBOI 03U 25 MT
(muB. po3min «Croci0 3acTocyBaHHS Ta mo3u»). KpiM Toro, HeoOXigHO IpoiHGopMyBaTH
TIAIli€HTIB, IK AiATH ¥ pa3i I0SBU CHMIITOMIB OPTOCTATUYHOI TilOTeH3il.

Bnaue Ha Kposomeui

HocmimXeHHS TPOMOOLUTIB TIOAWHY TPOAEMOHCTPYBAIH, 1110 in vitro cungeHadin nmorexiioe
aHTHarperauiiHi epeKkTy HaTpio HiTponpycuny. Hemae xkonHoi indopmartii mono 6e3mexu
3aCTOCYBaHHS cuifeHadiny maiieHTaM i3 MOpyLIeHHIMHU 3rOPTaHHsA KPOBi ab0o rocTpoio
IENTUYHOI0 BUPa3K0I0. TaKUM YMHOM, 3aCTOCYBaHHS CUJAeHadily nalieHTaM Ifi€l rpynu
MOXKJIMBE JIUIIIE TiC/ISl PeTeNIbHOL OI[iIHKY CIIiBBITHOLIEHHS KOPUCTI Ta PU3UKIB.

[Ticns 3acTocyBanHs no3u 100 Mr 3mopoBUMEU 0OOPOBOJIBISIMU HE CIIOCTEPIranocs BIIUBY Ha
Mopdororito abo pyXoMicTh CriepMaTo30ifiB (AuB. po3min «PapMaKoguHaMiKa»).

Bmpama cayxy

Jlikapi MOBMHHI IOPaAUTH MallieHTaM MPUIKUHUTYU 3aCTOCyBaHHS iHTi0iTOpiB OIIES,
BKIo4yarouu jgikapchkui 3aci6 CTPOHIOEKC, Ta HeraiHo 3BepHYTUCS 3a MEOUYHOIO
MOIIOMOT'010 y Pa3i panmToBOTo 3HUKEHHs ab0 BTpaTH ciayxy. [Ipo 11i sBuIla, SKi TaK0XK
MOXKYTh CyIIPOBOMAXKYBaTHCS A3BOHOM Yy ByXax Ta 3allaMOPOYEHHSM, ITOBITOMIISIIOCS 3
acollialfiero y 4aci i3 3actocyBaHHsaM iHribitopis ®IES, BKmoyaouu cunmeHadi.
Bu3HauuTH, YK MOB’sI3aHi 0e31MocepeaHbo I1i SBHUIIA i3 3aCTOCyBaHHAM iHribiTopis ®IES um 3
IHIIMMY (paKTOpaMu, HEMOXKJIABO.

O0HouacHe 3dCmMoCyBdHHA i3 2InOMeH3uBHUMU npenapamamu

Jlikapcekuit 3aci6 CTPOHIEKC 4uHUTE CUCTEMHY CyOUHOPO3IINPIOBAIbHY Iil0 Ta MOXKeE B
IIOMIa/IbIIIOMY 3HMXKYBATU apTepiaTbHUM TUCK Yy MAli€HTIB, AKi 3aCTOCOBYIOTh TiNOTEH3UBHI
npenapaTy. Y OKpeMoMYy OOCIifIXKeHHi TiKapchbKol B3aEMO{Iii y pa3i 0MHOYaCHOT0
3acTocyBaHHS amnonuiiny (5 mr abo 10 mr) ta cungenadiny (100 Mr) nepopanbHO



CIIOCTepiranaocs cepefHe NOJaTKOBe 3HUKEHHS CUCTOJIIYHOTO TUCKY Ha 8 MM pT. CT. Ta
OiaCTOIYHOTO - HA 7 MM PT. CT.

3axeopro.aHHs, UL0 NnepedarmsCs Cmamesum WaAsIXoM

3acrocyBanHs nikapcbkoro 3aco0y CTPOHIIEKC He 3axulila€ Bifi 3aXBOpPIOBaHb, 1110
IepenanThCcs CTaTeBUM HUIIXoM. CITif MPOiHCTPYKTYBaTH IMalliEHTiB 000 HEOOXimHMX
3ano0ikHUX 3ac00iB I 3aXUCTY Bifl 3aXBOPIOBaHb, 110 MEPENal0ThCS CTaTEBUM IIJISIXOM,
BKJIIOUAIOYM BipyC iMyHOOEeQILUTY TIOAUHH.

3acmocysaHHs y nepiod sazimHocmi abo 200y8aHHs 2py0010.

Jlikapcekuii 3aci6 CTPOHIEKC He mpu3HadYeHU A1 3aCTOCYBaHHS KiHKaMH.

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

HpenapaT MOXKe MaTH He3HauyHUM BILUIUB Ha KePYBaHHSA aBTOTPAHCIIOPTOM abo iHIIUMHI
MexaHiamamu. OCKiJTbKH Y MIPOILIECi KITiIHIYHUX AOCHIAkKEeHb 3aCTOCYBaHHS culmeHadiny
TTOBiIOMIISITIOCS IIPO BUIIQKK 3allaMOPOYEHHS Ta IOPYIIEHHS 3 00Ky OpraHiB 30Dy, Mepeq
THM SIK CiZaTH 3a KepMO TPaHCIOPTHOTO 3aco0y abo mpalfoBaTH 3 iHIIMMU MeXaHi3MaMH,
nalieHTaM HeoOXiHO 3'siCyBaTH, SIKOIO € IXHS iHOUBiAyasibHa peakilis Ha 3aCTOCYBaHHS
nikapcbkoro 3acoby CTPOHIIEKC.

Cnoci6 3acmocyeaHHs1 ma 0o3u.

Jlikapcekuit 3aci6 CTPOHOEKC po3mumiooTh Y pOTOBY IIOPOKHUHY, He BOUXalouu cupei. s
IiABUIIEHHS [ii CIIpei0 peKOMeHAYEThCS IIOTPUMATH MOT0 AeSKUM 9ac y poTi. B opHil mo3i
npemnapaTty Mictuthed 12,5 Mr cunpeHadiny. [Jo3u npemnapaTy BU3HAYalOThCSA 3 YpaxyBaHHSAM CTaHy
XBOPOT0 Ta MOTO YYTJIUBOCTI A0 cunfeHadiny B Aiana3oHi 12,5-75 mr. PekoMeHoBaHa OIHOPa30Ba
mo3a CTaHOBUTHL 25-37,5 Mr (2 abo 3 mocimoBHUX HaTUCKaHHA). JIikapchKui 3acib 3aCTOCOBYIOTH 3a
20-30 XBUIMH OO CTATEBOI0 aKTy. 3aleXHO Bifi e(eKTUBHOCTI Ta IEPEeHOCUMOCTI IIpenapary Ao3y
MOXKHa 30inpmuTy 0o 75 Mr. MakcuMaibHa PeKOMEHI0BaHa 03a CTAHOBUTL 75 MT.

MaxkcuMasnbHa peKOMeHI0BaHa 4acTOTa 3aCTOCyBaHHS IpenapaTy CTaHOBUTHL 1 pa3 Ha fgo0y.
ITayieHmu AiMHbO20 BIKY
HeoOximHiCTh Y KOpPEKIIil 031 [J1s NaLi€HTIiB TITHHOTO BiKYy (= 65 pOKiB) BifCyTHSI.

ITauieHmu i3 HUPKOBOI HedocmamHicmio



[lns maIfieHTiB i3 HUPKOBOI HEJOCTATHICTIO JIETKOT'0 Ta ITIOMIPHOTO CTYIEHS TSIXKKOCTI (KIipeHc
kpeaturiny 30-80 m/xB) peKoOMeHIOBaHa fo3a Jlikapchkoro 3aco0y CTPOHIEKC € Takow X, 5K
HaBe[eHO BUIIE.

3 ornsiny Ha Te, IO Yy Malli€eHTiB i3 HUPKOBOIO HEOOCTATHICTIO TSIXKKOTO CTyIeHd (KJIipeHC KpeaTUuHIiHy
< 30 mn/xB) KitipeHc cungeHadiny 3HUKEHNUH, peKOMeHI0BaHa [03a JIiKapChKOT0 3aco0y
CTPOHJIEKC ctanoBUTH 12,5-25 Mr. 3anexXHO0 Biff eheKTUBHOCTI Ta IePEHOCUMOCTI IIpenapaTy g03y
MOXKHa TIOCTYIIOBO 30i/IBIIUTH A0 75 MT.

ITauieHmu i3 ne4iHK080 He0oCMamHicmo

OcCKinbKHY y MAIliEHTIB i3 Ie4YiHKOBOIO HEOOCTATHICTIO KJIipeHC cuiigeHadiny 3HNKEeHUH,
peKoMeHoBaHa fio3a Jikapcbkoro 3aco6y CTPOHIIEKC cranoButh 12,5-25 Mr. 3amexHo Bif
e(eKTUBHOCTI Ta TePeHOCUMOCTI ITpenapaTy 403y MOXKHa ITOCTYIOBO 30iIbIIUTH [0 75 MT.

ITauieHmu, sKi 3acmocoayomy iHWi AiKapcvki 3acobu

fKI10 mamieHT 0OgHOYACHO 3aCTOCOBYIOTH iHTibiTopu CYP3A4 (3a BUHSITKOM PUTOHABIPY,
3aCTOCYBaHHS SIKOTO OAHOYACHO i3 cuifeHadisioM He peKOMEHYETLCS, OUB. po3ainu «B3aemopisa 3
iHImMUMY TiKapchKUMU 3acobaMu Ta iHII BUAYM B3aeMOAii» Ta «OcoOIMBOCTI 3aCTOCYBaHHS», CIIif
PO3TISTHYTH MOXKJIMBICTh 3aCTOCYBaHHS IIOYATKOBOI 103U 25 MT).

3 MeTOI0 MiHiMi3aIlil pU3uKy PO3BUTKY OPTOCTATUYHOI TiMOTeH3i], CTaH Malli€HTiB, SKi 3aCTOCOBYIOTh
O7moKaTopu a-afpeHOpPeNenTopiB, Mae OyTy cTabinizoBaHul [0 TOYATKY 3aCTOCYBaHHS CUIfeHadily.
PekoMeH[I0BaHa IMoYaTKOBA fo03a Jiikapchkoro 3aco0y CTPOHIIEKC pms Takux mallieHTiB CTaHOBUTD
12,5-25 mr.

IHcmpykuis 044 3acmocy8aHHs

[Tepen mepumuM 3aCTOCYBAHHSM IIpenapary CIlif JeKinbka pasiB pi3ko HATUCHYTH Ha PO3MUITIOBAY,
HaIpaB/sgioun OPU3KHU B IOBITPS, JOKU He CHOPMYETHCS PiBHOMipHa XMapHHKa crpeto. Temep
pernapar roTOBUM 10 3aCTOCYBaHHS.

SIKIII0 miCTIT 0CTAaHHLOTO 3aCTOCYBaHHS IIperapaTy MUHYIO Ginbine mobu, mepiie PoO3MPHUCKYBaHHS
ciipm 3po6uTH B MOBITPS MAJIS 3ano0iraHHs 3aCTOCYBaHHIO HETIOBHOI TO3H.

HpI/I BaCTOCYBaHHi (bJ'IaKOH cIifm TPHUMATHU BEPTHUKAJIBHO, PO3NUIIIOBAYEM OOTOPH.

®nakoH HiI[HeCTI/I BIIPHUTYJI OO POTa i, HATHUCHYBIIN KOPOTKUM p13KI/IM PYXOM Ha PO3IHUIIIOBAY,
BIIOPCHYTH PO3YHUH OO POTAa TAKHM YHUHOM:

3po0uTH rIUOOKUM BOUX;

3aTpUMaTH JUXaHHI;

Pi3K0O HATUCKAIOYX Ha PO3MUIIIOBAY, YIIOPCHYTH PO3YMH [I0 POTA;

3aKpPUTH POT i mpoTsAroM HacTynHux 30 CeKyH[ OuXaTu JIUIIe Yepe3 Hic.

Po3uun He crig Bouxatu. [I1s rapanTii 6e3moranHoI il CJTif HAaTHCHYTH Ha PO3IUIIOBAY [0 KiHIIS, He
nepepuBalOyy HaTHCKaHHS. Yac Bif yacy ciif mepeBipsATi po60Ty po3nuiaioBaia, 0COOIUBO IPU



TPHUBAJIIOMYy HeBI/IKopI/ICTaHHi.

Himu.

Jlikapcekuit 3aci6 CTPOHIOEKC He moka3aHMM [Jig 3aCTOCYyBaHHS 0oco0aMu BikoM f10 18 poxkiB.

Ilepedo3yeanHs.

Y npoueci KIiHIYHUX AOCTIIXKEHDb 3@ y4acCTiO JOOPOBOJIBIIIB IIif Yac 3aCTOCYBaHHS
ofmHOpa30Boi no3u cunpeHadiny mo 800 Mr mobiuHi peakirii Oyau MOmiOHUMU [0 THUX, IO
CIIOCTepirajaucs Mpu 3aCTOCYBaHHI cuNgeHadily y HUIKUKUX A03aX, ajie 3yCTpidanucs
yacrimie Ta Oynu OibLI TIXKKUMU. 3aCTOCYyBaHHS cungeHadiny y go3i 200 Mr He IpU3BOTUIIO
IO MigBUIlleHHS e(PEeKTUBHOCTI, ajie CIPUYMHSIIO 3POCTaHHS KiTbKOCTi MOOIYHUX peakIlii
(romoBHOTO 6010, IPUIINIMBIB KPOBi, 3alIaMOPOYEHHS, IUCIIEICii, 3aKIafleHOCTi HOCa,
IOpPYyIIeHb 3 60Ky OpraHiB 30py).

Y pasi nepemo3yBaHHS P HEOOXiMHOCTI BAAIOTHCS 10 3BUYAMHUX IMiATPUMYIOUYHX 3aXO0/iB.
[TprucKOpeHHs KIIipeHCy cunfeHadiny npu reMopianisi MajoiMOBipHE BHACTIIOK BUCOKOTO
CTYyIeHSs 3B'sI3yBaHHS ITpemnapary 3 6inkamu I1a3My KPOBi Ta BiICYTHOCTI eiMiHaIltil
cungeHadiny i3 cegero.

ITo6iyHi peaxuii.

[Tpodins 6e3neku cunmeHadiny 6a3yeThCst Ha JaHUX, OTPUMaHUX Big 9570 malieHTiB y

npo1eci 74 nonBifHUX clinux nane6o-KOHTPOJIbOBaHUX KITIHIYHUX HOCHimXKeHb. HaltuacTime
TIOBiIOMIISIIIOCS PO TaKi mobiuHi peakilii, K TOJIOBHUY Oiflb, MPUIIIUBY KPOBi, TUCIIEICis,
3aKjafeHicTh Hoca, 6inb ¥ CIIMHI, 3aT1laMOpPOYeHHSs, HYO0Ta, IPUILINBY XKapy, TOPYIIEHHS 30pY,
I[iaHOIICig Ta 3aThMapeHHs 30py. [HbopMalris 100 MoOiYHNX peaklliil y paMKax
IIOCTMapKeTUHTOBOTO CIIOCTEpekKeHHS Oysia 3i0paHa MPOTAroM nepiony TpuBaicTio Ginbine Hix 10
POKIiB.

Yci kniHiyHO 3Hauymi Mo6iYHI peakilil, 1[0 CIIOCTepiraaucs Mmif Yac KJIiHIYHUX JOCHiAXKeHb YacTillle,
HiXK IIpY 3aCTOCYBaHHi nnane6o, HaBeleHO HUXK4Ye 3TiTHO 3i CTOBHUKOM CTaHAapTU30BaHOI MEOUYHOI
Tepminomnorii MedDRA 3a cucTeMaMu OpraHi3My 3 TaKOI0 YaCTOTOIO BUHUKHEHHS: JyXKe 49acTo (=
1/10), vacto (= 1/100, < 1/10), HeuacTo (= 1000, < 1/100) Ta pigko (= 1/10000, <
1/1000). ¥ mexkax KOKHOI YaCTOTHOI rpynu M00iYHi peakiiil HaBefAeHO y IOPSIAKY
3MEeHIIIeHHS 1X CEpAO3HOCTI.

IH¢exuii ma iH8asii: He4acCTO - PUHIT.
3 6oky imyHHOI cucmemu: HEYACTO - peakliil Tinep4YyTInBOCTI.

3 60Ky Hepsosoi cucmemu: MyKe 4acTO - FOJIOBHUY 0ifib; YAaCTO - 3alIaMOPOYEHHST; HEYaCTO -
COHJIUBICTH, TileCcTe3is; PigKo - IHCYNIbT, TPAH3UTOPHA illIeMiyHa aTtaka, CygoMu*, peluguBU
CyooM*, CUHKOIIE.



3 60Ky opaaHis 30py: Y4aCTO - MOPYLIEHHS CIPUUHSATTS KOJIbOPY**, po3iafu 30Py, 3aTbMapeHHS 30DPY;
HEYacTo - PO3JIafgy CIIbO30BUAINIEHHI**, 6inb B 0uaXx, poTodobis, GoToricis, rinepemist ouel,
SICKPaBiCTh 30py, KOH IOHKTHUBIT; PifKO - HeapTepiajbHa epefHs illeMiyHa HeUpomaTisa 30pOBOT0
HepBa*, OKJII03ig CYAUH CITKIBKU*, peTUHaJIbHUY KPOBOBUJIUB, apTEPIOCKIIEPOTUYHA PETUHOMNATIS,
NopylIeHHs 3 00Ky CiTKiBKH, TjaykoMa, fe@eKTu IoJis 30py, AUIIIONis, 3HUKEHHS TOCTPOTH 30Dy,
MiOIIisl, aCTEHOIis, MJIaBaloyi MOMYTHIHHS CKJIMCTOrO Tijla, MOPYIIeHHS 3 O0KY paigyKHO01 000JI0HKH,
Migpias, mosiBa CSI0OUYMX KPYTiB HABKOJIO [2Keperna CBiTna (rajo) y mosi 3opy, HabpsK o4ei,
IPUIIYXJIiCTh 04el, TIOPYIIeHHs 3 00Ky ouel, rinepeMist KOH IOHKTHBY, IOOPa3HEHHS 04Yel, aHOMaJIbHi
BiI4yTTs B 0o4aX, HAOPSK MOBiK, 3HeOAPBIIEHHS CKIIEPH.

3 60Ky opeaHig cayxy ma secmuby/1pHO20 anapamy: He4acTo - 3allaMOPOYEHHS, O3BiH y
ByXax; PilKo - TJIyX0Ta.

3 60Ky cepus: HEYACTO - TaxiKapfis, IocuiieHe cepuebuTTs; pigKo - palToBa cepleBa
cMepTh*, iHpapKT MioKapaa, IIYHOYKOBa apuTMis*, Gpibpunsuis nepefgcepnb, HecTabinbHa
CTEHOKap[id.

3 60Ky cyOuH: 9aCTO - MPUIITUBY KPOBi 10 00MMYYSsI, IPUIITMBY XKapy; HEYACTO -
rinepTeH3sis, rinoTeH3sis.

3 boky pecnipamopHoi cucmemu, op2aHie 2py0HOi KaimKu ma cepedoCcmiHHA: 4aCTO -
3aKJIa[eHICTh HOCA; HeYacTo - HOCOBa KPOBOTeYa, 3aKJIaeHiCTh NPUAATKOBUX [1a3yX HOCA;
PifKo - BiguyTTsI CTUCHEHHS Yy ropJli, HaOpsiK CIu30B0oi 060I0HKY HOCA, CYyXiCTh ¥ HOCI.

3 60Ky WAYHK0BO-KUWKOB020 MPAKMYy: 4acTo - HYA0Ta, AUCIIENCis; HevyacTo - racTpoe3odareasabHa
pedriokcHa xBopoba, 6ii0BaHHS, 0ilb Yy BepXHill YaCTHUHI XKUBOTa, CyXiCTh ¥ POTi; pigKo - rimecTesis
POTOBOI IOPOKHUHU.

3 60Ky wKipu ma nidwkKipHOI MKAHUHU: HEYACTO - BUCUIIAHHS; PimKo - cuaapoM CTiBeHCca-
[I>koHCOHa*, TOKCUYHUH edigepMallbHU HEKPOITi3*.

3 60Ky 0nopHO-pyX08020 anapamy ma cno/ay4HOi MKAHUHU: HeYacTo - Mianris, 6ib y
KiHIIiBKaX.

3 60Ky ce4uosudinbHOI cucmeMu: He4acCTo - FreMaTypis.

3 60Ky penpodyKkmugHoi cucmemMu ma MO/A0YHUX 3d/103: PiIKO - KPOBOTEYA 3i CTATEBOT0 YJIEHa,
mpiami3m*, reMaTOCIEePMisi, TOJOBXKEHa ePeKIIis.

3azanbHi nopyweHHA ma peakuii y micui e8edeHHA: HeYacTo - Oifb y TPYASAX, MigBUINlEHA
CTOMJTIOBAHICTh, BITUYTTS XKapy; PidKO - MOAPa3HeHHS.

ObcmediceHHs: He4aCTo - MigBUINEHA YaCTOTa CePIEBUX CKOPOYEHbD.
*[ToBimOMIIANIOCS NTUIIE i Yac AOCIIAXKEHb IIiC/Is BUXOAY IIperapaTy Ha PUHOK.
**TIopyllIeHHS CIPUUHATTS KOJIbOPY: XJIOPOIICisA, XPOMATOIICisl, LIiaHOIICisA, ePUTPOIICis, KCAHTOIICI.

***TlopylIeHHS CIbO30BUIINIEHHS: CyXiCTh B 04YaX, MOPYILIEHHS CIbO30BUIIIEHHS Ta MiABUILEHHS
CJIBO30BUOiIEHHS.

Hux4e3a3HayeHi gBUIlla cCiocTepiranuca y < 2 % Nali€eHTiB y IpoLeci KOHTPOJIbOBAHUX



KJTiHIYHUX JOCTiAKEeHb; MPUUYNHHNN B3a€MO3B 130K He BU3Ha4YeHU. [I0BifoMIeHHS
BKJIIOYAJIU ABUIIA, 110 MaJIX BIpOTiIHUY 3B'A30K 13 3aCTOCYBaHHAM IIpenapary. fBuia, ki
He Oy/M 3a3HavyeHi, Oyau TeTKUMHU Ta MOBimOMIeHHS OyIH AyKe HeTOUHUMH, 11100 MaTH
3HA4YEeHHS.

3azanvHi nopyweHHs: HabpSIK o0nuyuys, peakiii GOTOUYTIUBOCTI, 110K, acTeHis, 6islb, panToBe
nafiHHsA, 0ifb y KHUBOTI, palTOBE MOIITKOOXKEHHS.

3 60Ky cepueso-cy0uHHoi cucmemu: CTeHOKapmist, AV-6y10kafa, Mirpess, mocTypajbHa
rimoTeH3is, imemisa Miokapaa, TpoM003 CyAWH T'OJIOBHOT'O MO3KY, PaIliTOBa 3yNMHKA CEPIId,
nopylueHHs pe3ynbTaTiB Ha EKI', kapgiomionaTis.

3 60Ky WAYHKOBO-KUWKOB020 MpAKmy: TIOCUT, KOJIT, qucdaris, raCTpUT, TaCTPOEHTEPUT, e30¢arir,
CTOMAaTHT, TOPYIIEHHS Pe3yJIbTaTiB MEeYiHKOBUX P00, peKTasibHa KPOBOTEYA, TiHTIBIT.

3 6oky cucmemu Kpoei ma Aim¢pamuyHoi cucmemu: aHEMisI, TeUKOIEeHis.

IopywenHs memaboizmy ma obmiHy pevosuH: CIIpara, HaOpsK, mogarpa, HecTabinbHuM miaberT,
rimepriikemis, nepudepuydHi HaOpsgKy, TinepypuKeMis, TilorIiKeMis, rimepHaTpieMis.

3 60Ky ckesiemHo-M’ 30801 cucmemMu ma cnoay4yHoi MKaHuUHU: apTPUT, apTPO3, PO3PUB
CYXOXKWUJIIg, TEHOCUHOBIT, 6ifib y KiCTKaX, MiaCTeHisl, CHHOBIT.

3 6oky Hepeosoi cucmemu: aTaKCis, HEBPAJIrisd, HeUPONIaTis, IapecTesis, TPeMop, BEPTUTO,
mernpecisi, 60e3COHHS, aHOMAaJlbHi CHOBUIIHHS, 3HUXKEHHS pedIieKCiB.

3 60Ky pecnipamopHoi cucmemu, op2aHie 2pyo0HOI KAimKu ma cepe0oCMiHHA: aCTMa, OHUCITHOe,
JIAPUHTIT, GApPUHTIT, CHHYCUT, OPOHXIT, MOCUJIEHEe CITUHOBUIIIEHHS, IOCUJIEHHS KaIIIJTIo.

3 6oky wkipu ma nidwkipHoi mkaHuHu: KPOIIUB'STHKA, Tepriec, cBepOixk, migBUIlleHa MiTIHUBICTh,
BUPAa3KH MIKipy, KOHTAaKTHUY JepPMaTuT, eKCHOTiaTUBHUY IepMaTHUT.

Cneuuciuni 8iduymms: parnToBe 3HUKEHHS a0 BTpaTa Ciyxy, 0ilb y ByxaX, KDOBOBUJIUB Y
OKO, KaTapakTa, CyXiCTb B O4ax.

3 6oky HUpPOK ma ce4o8uldinibHOi cucmemu: UCTUT, HIKTYpId, MiABUIEHA YacTOTa
CEYOBUITyCKaHb, 30iMbIIEHHS MOJIOYHUX 32103, HETPUMaHHS Cedi, IOPYIIEeHHS esSKyIlil,
HaOpPsIK CTaTEBUX OpPraHiB, aHOPra3Mis.

OCBI[l 3aCTOCYBAHHS TiCIg BUXOOV HAa PUHOK

[Ticna Buxody mpenapaTy Ha pUHOK Oynu imeHTH(iKOBaHI HUXKYe3a3HadyeHi Mo0iYHi peakiiil.
OckKinbKu PO TaKi peakliii moBifoMISIOTh MOOPOBIILHO Ta IOBITOMIIEHHST HAIXOSITh Bif
MOTMYJIALil HEeBiAOMOlL YACEIbHOCTI, He 3aBXKIOY MOXKHA JOCTOBIPHO OLIIHUTH 1X YaCTOTY Ta
BCTAHOBUTU NPUYMHHUY 3B’SI30K i3 €KCIIO3UIIi€I0 TiKapchKoro 3aco0y. 1li spuina 6ymu
3a3HayYeHi 9K 4epes iX Cepro3HiCTh, YaCTOTY IOBiOM/IEHHS, BiICYTHICTh YiTKOTO
arbTepPHATUBHOIO 3B’SI3KY, TakK i yepe3 KoMOiHalliio mux GpaKkTopiB.

Cepueso-cyOuHHi ma uepebposackKyaapHi A8uw,d: TIOBiHOMIISITIOCS TIPO CEPHO3Hi CepIleBO-CyIUHHI,
11epeOpOoBacKyJIIpHi Ta CyIMHHI SIBUIA, BKITI0Ya0un 11epedpoBacKyIspHY KPOBOTEYY,



cybapaxHoifanbHy Ta BHYTPIIIHbOIIEpeOpaIbHy KPOBOTEUY Ta JIETEHEeBY KPOBOTEUY, 1110 OyTH
TIOB’sI3aHi ¥ 4aci i3 3acTocyBaHHSM cungeHadiny. Y 6inpirocti mauieHTiB 6ynu HasiBHI hakTOpH
CEepleBO-CYAMHHOTO PU3UKY. [ToBimoMIIsIiIocs, 110 OiNbIIiCTD i3 I[UX SBUII BUHUKIIM ITif Yac a0o
Bigpasy IicJs CeKCyalbHOl aKTUBHOCTI, HeKibKa SBUIL BUHUKIIY Biipa3y Micsd 3aCTOCYBaHHS
cunpeHadiny 6e3 cekcyanbHOI aKTUBHOCTI. [HII SBHUIla BUHUKIIM IIPOTSATOM HACTYIIHUX TONUH YU [IHIB
IIic/Isl 3aCTOCYBaHHS cunpeHadiny Ta ceKCyalbHOI akKTUBHOCTI. HeMOXKTMBO BCTAHOBUTH, YU I1i SBUIIA
IIOB’sI3aHi i3 3aCTOCYBaHHSIM IIpPeraparTy, i3 CeKCyalbHOI0 aKTUBHICTIO, i3 HAassBHUMHU (haKTOpaMu
PU3MKY uu i3 KoMOiHalli€eto 1ux ¢hakTopiB, uu 3 iHmMMU paKTOpaMHu.

3 60Ky KpoBOHOCHOI ma niMpamuyuHoi cucmemu: Ba300KTIO3UBHUN KPU3. Y HEBEJIUKOMY
3aBYaCHO MPUIMHEHOMY AOCTigXKeHHi 3acTocyBaHHs npenapaty PEBAILIMO (cungenadin)
IS TIAITiEHTIB 3 JIETeHEeBOI0 apTepiabHOIO TimepTeH3ic€l0, BTOPUHHOIO 100 CEepPIonoai0Ho-
KJIITUHHO] aHeMil, Ipu 3aCTOCYyBaHHi cuigeHadiny mpo pO3BUTOK Ba300KITIO3UBHUX KPHU3iB,
1110 oTpeOyBasnu rociiranilalii, MoBimOMIAIO0CS YacTillle, HiXkK MPKU 3aCTOCOBYBaHHi 11a1e6o.
KniniyHe 3Ha4YeHHS Li€l iHGopMalil gjid Nali€eHTiB, IKi 3aCTOCOBYIOTh CUIeHadin 3 METO0
JIIKyBaHHSI €PEKTUIIBHOI OUCPYHKIIil, € HEBiJOMUM.

3 60Ky Hepsosoi cucmemu: TPUBOTA, TPAH3UTOPHA ri100aTbHa aMHe3is.
CneuudgiuHi 8iduymmas

3 60Ky opeaHis cayxy ma secmuby1apHO20 anapamy: MiCJIs BUXOAY IIpernapaTy Ha PUHOK
TIOBiIOMIISITIOCS IIPO BUIIQKX PAIllTOBOTO 3HUKEeHHS a00 BTpaTH CIyXy, IIOB’g3aHi y 4aci i3
3aCTOCYBaHHAM cugeHadiny. Y mesKux BUMagKaX IMOBITOMIISIIOCS PO HAsIBHICTh MEIUYHUX
CTaHiB Ta iHIMX (aKTOPiB, 1[0 MOTJIM BiflirpaTy poJib Y PO3BUTKY MOOIYHUX peakiliii 3 60Ky
cimyxy. Y 6arathox BUIaakax iHdopMallis om0 MOoAasIblIoro MeIUYHOTO CIIOCTEPEXKEHHS
BimCyTHS. BU3HauuTH, Yu IIi SABHUILA IPSIMO MIOB’sI3aHi i3 3aCTOCYBaHHAM CUNIAeHadiny, 3
HasIBHUMM (aKTOpaMU PU3UKY BTPATH CIIyXy, 3 KoMOiHalieo nux GaKTOpiB YX 3 iHIIMMU
(baxTopaMu, HEMOKIIUBO.

3 60Ky opaaHis 30py: THMYACOBa BTpaTa 30py, IOUYEPBOHIHHS 04el, TeYiHHs B 04YaX, HiIBUIIEeHHS
BHYTPILTHbOOYHOTO THUCKY, HaOPSK CiTKiBKM, CyIMHHI 3aXBOPIOBAHHS CiTKiBKM a00 KPOBOTEUa,
BifllTapyBaHHS CKJIUCTOIO Tija.

[Ticna Buxomy mpemnapaTy Ha PUHOK PiAKO IMOBigOMIISIIOCS NP0 BUMAOKU HeapTepialbHOl TePeIHbO1
ilmemiyHOI HEBpoIaTii 30pOBOT0 HEPBA, 1[0 € IPUYMHOI0 3HUKEHHS 30PY, BKJII0UAI0YH ITOCTINHY
BTPaTy 30Dy, 9Ki Oynu noB’s3aHi y 4aci i3 3acTocyBaHHAM iHribiTopis @I ES, BKI0Yar0uu
cunpeHadin. Y 6aratbox nauieHTiB Oyny HasiBHI aHaTOMiuHi ab0 CyguHHI (HaKTOpPU PU3UKY PO3BUTKY
HeapTepialbHOI TepefHbO] ileMiyHOoi HeBpOIaTil 30POBOT0 HEPBa, BKJII0Ya4u (ase Heo00B I3K0BO
00MeXYIOUYKCh) TaKi: HU3bKe CIIiBBITHOIIEHHS AiaMeTpa eKCKaBallil Ta JuCKa 30pOBOT0 HepBa
(3acTiHMU OUCK 30POBOTO HEPBA), Bik moHan 50 poKiB, TimepTeH3is, 3aXBOPIOBaHHS KOPOHAPHUX
apTepiy, rineprimigeMis Ta namiHHg. HeMoXKI1BO BU3HAYUTH, Y IIi IBUIIA ITPSIMO II0B’SI3aHi i3
3acTtocyBaHHSM iHTi6iTOpiB ®ES UK 3 HasBHUMYU aHATOMIiYHUMHU ab0 CyOUHHUMU (paKTopaMu
PU3UKY, uu 3 KoMOiHaIli€to 1ux BCix ¢pakTOpiB, uu 3 iHmmuMu pakTopamu.

Tepmin npudamHocmi.

3 POKHU.



YmoBH 30epiranssi.
30epiratu npu Temnepatypi He Buile 30 °C B opuriHasnbHi# ymakoBili. He 3aMopoxyBaTH.

30epiratu y HegOCTYIIHOMY OJIS1 OiTeM MiCIi.

YnakoBka.

ITo 10 M (64 mo3u) abo mo 5 M (32 mo3u) y dhrakoHax moniMepHux abo 3i CBITI03aXMCHOTO
CKJla y Iaulli 3 KapTOHY.

Kareropis Bigmycky.

3a pelemnToM.

BupoOHHK.

TOB HB® «MIKPOXIM» (BupoOHMYa OinbHUILS (BCi cTamil BUPOOHUYOTO IPOIIECY)).

Micue3HaxomKeHHsI BUPOOHHKA Ta aJjpeca Miclisi IPoBaIXKeHHsI HOro Jis/IbHOCTI.

Ykpaina, 93000, Jlyrauceka o6:., M. PybixkHe, Byn. JleHina, Oynd. 33

3asiBHHUK.
TOB HB® «MIKPOXIM».

[ToBimomuTH npo HebaXkaHe SBUILE ITPU 3aCTOCYBaHHI JTiKapchkoro 3acoby Bu MoxeTe 3a TenedoHOM
38 (050) 309-83-54 (uimomo60BO).

Micue3HaxoaKeHHsI 3asiBHHKa.

Ykpaina, 01013, m. Kuis, Byn. Bymiapyctpii, 0yzd. 5



