IHCTPYKIIA

IUIs1 METUYIHOT 0 3aCTOCYBaHHSI JTIKAPCHKOI'0 3aC00y

INOTEHLIAIJIE

(POTENTIALE)

Cknao:
ditoua pevyosuHa: cunpeHadiny nuTpar;
1 TabneTka MiCTUTL cunmeHadiny UTpaTy y IepepaxyBaHHi Ha cunpeHadin - 50 mr abo 100 wmr;

O0ONOMINMCHI peyoBuUHU: I1e/II0JI03a MIKPOKPHCTaliyHa, HaTPilo KPOCKapMeno3a, TiIpoMennosa,
MarHiio cTeapaT, KpeMHi0 mioKcup KomoimHui 0e3poguuit, Tutany miokcup (E 171), Tansk,
IIPOITiIEeHTTiKOb, momieTunenraikonb 6000 (makporon 6000), ingurokapmin (E 132).

Jlikapcbka ¢popma. TabneTku, BKPUTI 000JI0HKOIO.

OcHosHi (i3uko-xiMiyHi 81acmusocmi: TabNeTKH KPyTriiol GopMu, BKPUTi 000JI0HKOI0, OITaKUTHOTO
KOJIbOPY (m1st mo3yBaHHS 50 Mr) abo CUHBOTO KOJIbopY (mist mo3yBaHHS 100 Mr), BepxXHS i HUXKHS
II0BEPXHI AKUX ONyKJli. Ha po3naMi npu po3risgaHHi mif Yo BULHO AAPO, 0TOYEHE OOHUM
CYLIIJILHUM LIapOM.

dapMmakoTepaneBTHYHA rpyna. 3acobu, 1[0 3aCTOCOBYIOTLCS P €PEKTUIbHIN OUCHYHKIIL.
Cunpenadin. Kog ATX G04B E03.

dapmakonoeiuHi e1acmueocmi.
®apmakoduHamika.

MexaniaMm pgii. CungeHadin € npenapaToM A IEPOPaNbHOr0 3aCTOCYBaHHS, IpU3HAYEHUH AT
JIKyBaHHS epeKTUIbHOI mucdyHKIil. [Tpy ctaTeBoMy 30yIKEHHI ITperapaT BiqHOBITIOE 3HIKEHY € PEKTUILHY
(GYHKIII0 IIIIXOM IIOCUJIEHHS IPUTOKY KPOBI 10 IIeHica.

dizionoriyHuii MexaHi3M, 110 3yMOBIIIOE €PEKIIilo, BKIYa€E BUBIIbHEHHS OKCUAy a30Ty (NO) y
KaBEPHO3HUX Tijlax IIifl 4ac CTaTeBOro 30yOKeHHs. BUBITbHEHUY OKCUL @30Ty aKTUBYE (epMeHT
TyaHITaTIWKIIa3y, [0 CTUMYJTIOE ITOBUIIEHHS PIiBHS MUKITIYHOT0 r'yaHo3uHMOoHOMochaTy (' M) 110, y
CBOIO 4epry, BUKJIMKA€E PO3CIalIeHHs ITIaleHbKOI MyCKY/IaTypy KaBePHO3HUX Tijl, CHPUSIOUU IIPUTOKY
KPOBI.

Cunpenadin € MOTyKHUM Ta CeJIeKTUBHUM iHTiGiTopoM 1l M®-cenudivnoi pochomiectepasu 5
(POEDS) y kaBepHO3HUX Tinax, ge ®IES Bipmosigae 3a po3nag ul’ MO. Edektu cungenadiny Ha



epeKIriio MaloTh mepudepuuHuil xapakrep. CunneHadin He YUHUTEL O€3MOCEPEIHBOI PEITaKCYI0Yol il
Ha i3071bOBaHi KaBEePHO3Hi Tisla IOAUHMY, aJie TIOTYXKHO TOCUITIOE po3ciabmioouy fito NO Ha gany
TKaHUHY. [Ipu akTHBanii Metaboniynoro unisixy NO/uI'MO®, 1o BigOyBa€eThCs IPU CeKCyabHil
ctuMynsii, inribyBanus cungeHadinom ®IES npu3BoguTh O0 MigBUllleHHS PiBHS I MO y
KaBEePHO3HUX Tinax. TaKUM YUHOM, OJIsI TOTO, 1100 cungeHadin CIpuYuHUB MOTPIOHUM
(dapmakosoriuaui eekT, HeoOXifnHe cTaTeBe 30yIKEHHS.

BnnuB Ha dapMakoguHaMiky. [JOCTIIZKEHHS in Vitro IpOgeMOHCTPYBaIH, 10 CUIAeHadin € CEIEKTUBHUM
no ®JIES, mo Oepe akTHBHY y4acThb y mporieci epektil. EpexT cunpenadiny Ha OIIES moTyKHIIMM, HiXK Ha
inmi Bigomi hocdomiectepasu. Liewt edhext y 10 pa3 nmoTyxHimmi, Hixk epekT Ha OIIE6, 110 Gepe
y4acTh y nporecax (poToepeTBOPeHH Y CiTKiBIi. [Ipy 3acTOCyBaHHI MaKCUMaIbHIX PEKOMEH0BaHKX 103
cenekTUBHICTh cunpeHadiny go ®IES y 80 pasiB mepeBuilye 1oro ceqeKTuBHicTh fo ®E1, y

700 pasis Buia, Hix no ®IE2, ®IIE3, ®[JE4, OIE7, ®ES, ®IE9, ®INE10 ta ®IE11. 30Kpema
cenekTuBHICTh cunpeHadiny go ®IES y 4000 pa3is nepeBuiilye 10ro ceneKTusHiCcTh 10 OIE3 -
n'M®-cnenudivgnoi isodpopmu pochopiectepasy, mo 6epe ydacTs y perysilii cepieBol
CKOPOTJIUBOCTI.

dapmakokiHemuka.

A6copbuis. CungeHadin meunko abcopbyeThcs. MakcuMaibHi I71a3MOBi KOHIIEHTPAllil ITpenapaTy
pnocsaraiTbesa npoTaroM 30-120 xBunuH (i3 MefiaHo0 60 XBUINH) ITiCA XOT0 IIePOPabHOTO
3acTocyBaHHS HaTie. CepenHs a0comoTHA 6i0OCTYMHICTD IiC/Is TepopasbHOI0 3aCTOCYBAHHS
cTaHOBUTH 41 % (3 miama3oHOM 3Ha4eHb Bif 25 % 0o 63 %). Y peKoMeHI0BaHOMY fiamna3oHi 703 (Bif
25 mo 100 mr) nokasnuku AUC Ta C,,, cunaeHadiny micis #0oro nepopajabHOro 3aCTOCYBaHHS
MiABULIYIOTHCA IPOIOPLINHO IO AO3HU.

[Tpu 3acTocyBaHHi cungeHadiny mig 4ac IpuioMy 1Ki CTymiHb abcopOilil 3HUKYETHCS i3 cepefHIM
nopoBxeHHaM T, 1o 60 xBuuH i cepenHiM 3HMKeHHAM C, . Ha 29 %.

Po3nopin. CepenHili piBHOBaxHU# 00'eM po3nopiny (V,) ctaHoBUTH 105 iTpiB, 1110 CBIqYUTE PO POIMOIIN
IperapaTy y TKaHWHaX opraHiamy. [Ticis OmHOKPaTHOTO IepPopabHOT0 3aCTOCYBaHHS cunmeHadiny B
no3i 100 Mr cepenHsl MaKCuMaJslbHa 3arajibHa IJla3MoBa KOHIIEHTpalis cungeHadiny CTaHOBUTH
npubnusno 440 Hr/mi (koedimieHT Bapiamii cranoBUTEL 40 %). OCKinbKu 3B'sg3yBaHHS cunmeHadiny Ta
10T0 To10BHOTO N-lecMeTu-MeTabosiTy 3 6inmkaMu ma3Mu gocirae 96 %, cepenqHs MaKCuMalbHa
IIJla3MOBa KOHIIEHTpalis BUtbHOTO cunpgeHadiny gocsarae 18 ur/mi (38 EMomb). CTymiHb 3B'd43yBaHHS
3 GimKaMu IyIa3MU KPOBi He 3aJIeKUTh Bifl 3arajbHUX KOHIIEHTpalil cungeHadiny.

Y 3mopoBux [0OPOBOJIBILB, SKi 3aCTOCOBYBaU cuneHadin ogHoKpaTHo B 1o3i 100 Mr, yepe3
90 xBunuH B edKynATi Bu3Hadanoch MeHie 0,0002 % (B cepemrboMy 188 HT) 3acTOCOBaHOL HO3H.

BiorpancdopMariisi. Metabosti3M cungeHadiny 34iliCHIOETHCS TOIOBHUM YMHOM 3 Y4acCTIO
MikpocoMmanbHuX i30hepmenTiB mevinku CYP3A4 (romoBuuit nuisix) Ta CYP2C9 (OpyropsmHUy IMIsX).
[o/TOBHUY IUPKYITIOIYUHA MeTa0O0IiT YTBOPIOETHCS HIUISIXOM N-IeMeTH/II0BaHHS culgeHadiny.
CenexkTuBHicT: MeTabomiTy mo BigHOIeHH!0 no ®IES cmiBcTaBHa 3 CeIeKTUBHICTIO cunaeHadiny, a
aKTHBHICTh MeTabomity BinHocHO ®JIES cTanoBUTE mpubnu3Ho 50 % aKTUBHOCTI TOYATKOBOI PEUOBUHHU.
[T1a3aMoBi KOHIIEHTpAaIIil Ihoro MeTaboJIiTy CTaHOBNATh IPuOK3HO 40 % KOHIeHTpalliil cunaeHadiny y
11a3Mi KpoBi. N-meMeTunboBaHui MeTaboJIiT 3a3Ha€ IIOAAJIBIIOro MeTab0Ii3My, a IIepiof 1oro
HaITiBBUBEJIEHHS CTAHOBUTH IPUOTM3HO 4 TONUHHY.

EniMinaris. 3aranbHuil KinipeHc cunpeHadiny ctaHoBUTH 41 11/rofi, 3yMOBIIIOIOUM TIEPiof #oro
HalliBBUBEIEHHS TPUBAJICTIO 3-5 FOAUH. fK IiCIig [TepopasibHOro, TakK i Mic/s BHYTPIITHEOBEHHOT O
3aCTOCYBaHHS €KCKpellis cunmeHadiny y BUTsai MeTa0oiTiB 3OiliCHIOETHCS TOJIOBHUM YUHOM i3



KasioM (rmpubu3Ho 80 % Bim BBeIeHOI ITepOPaIbHOI 1031) Ta MEHIIIO Mipoto 3 cedelo (mpubnusuo 13 %
BBeIEHOI ITIePOpaIbHOl I03HU).

dapmakokiHemuka 8 0cobusux 2pyn navieHmie.

[NalieHTH NMITHBOTO BiKY. Y 3M0POBUX HOOPOBOJIBIIIB JIITHLOTO BiKy (BiKOM Bifi 65 POKiB) Big3Hayanocs
3HUKEHHS KITipeHCcy cunaeHadiny, mo 3yMOBIIOBaJIO MiIBUILIIEHHS I1JIa3MOBHX KOHIIEHTpAIlil
cunpeHadiny Ta #oro akTuBHOr0 N-IeMeTUIb0BaHOTr0 MeTabosiTy mpubnu3no Ha 90 % MOpiBHSHO 3
BiTIOBiTHMMM KOHIIEHTPALISIMU Y 3TOPOBUX MOOGPOBOJIBIIIB MOJIOAIIOTO BiKY

(18-45 pokiB). Y 3B's13Ky 3 BiKOBUMU BiIMiHHOCTSIMM y 3B'sI3yBaHHi 3 OiKaMu Imja3Mu KpoBi
BifITIOBigHE TMigBUIIIEHHS I1JTa3MOBO1 KOHIIEHTPAIlil BilbHOTO cuiigeHadiny cTaHOBUIO Mpubnu3Ho 40
%.

HupkoBa HeIOCTaTHICTE. Y HOOPOBOJIBLIIIB i3 MOPYIIeHHAMH (DYHKIIII HIPOK JIETKOTO Ta MTOMIPHOTO CTYTIEHS
(kmipenc kpeatuniny 30-80 mi1/xB) papMakoKiHeTHKa cummeHadimy 3amuIianacs He3MiHHOIO ITiCTIsT K0T
OHOKPAaTHOT0 ITepopasibHOro 3actocyBaHHs y 1031 50 mr. Cepenni AUC Ta C,,,, N-IeMeTUIb0BaHOT O
MeTaboriTy nigBuiyBanucs Ha 126 % ta 73 % BiAmOBiOHO IOPiBHSAHO 3 TAKUMU ITOKa3HUKaMH Y
I0OPOBOJIBIIB TAKOT'0 XK BiKy 6e3 mopy1ieHs (GyHKIi HUPoK. OfHaK Yepes3 BUCOKY iHAUBIOyaIbHy
BapiabenbHICTH 11 BifMIHHOCTI He 61 CTaTUCTUYHO 3HAYYIMMU. Y TOOPOBOJIBIIIB i3 TSKKAMU
NOPYLIEHHSIME (YHKIII HUPOK (KJTipeHC KpeaTuHiHY HUX4e 30 M/XB) KJlipeHC cunpeHadiny
3HUKYBaBCS, 1110 NpU3BOAuUIo f0 cepennix migsuiienb AUC Tta C,,, Ha 100 % Ta 88 % BigmosigHO
IIOPiBHSHO 3 OOPOBOJBLISIMU TAaKOT'0 X BiKy 6e3 mopyuieHb QPyHKIII HUPOK. KpiM Toro, 3HaYeHHS
AUC Tta C,, N-nemeTunpoBaHoro MeTabomiTy 3Hauyime migpuinyBaaucs Ha 79 % Ta 200 % BigmosigHoO.

[TeyiHKOBA HEIOCTATHICTE. Y OOPOBOJIBLIB i3 IIMPO30M ITEYiHKY JIETKOTO Ta IIOMIPHOTO CTYIIeHs (KyaciB A
Ta B 3a Knacudikargieto Yaitnga-I1'10) KiipeHc cungeHadiTy 3HUKYBaBCS, 110 IPU3BOAMIIO A0 MiiBUILEHHS
AUC (84 %) Ta C,,, (47 %) opiBHAHO 3 0OOPOBOIBIIMU aHAJIOTIYHOTO BiKy 6€3 MmopylIeHb QyHKITiH
neuinky. PapMakoKiHETHKa CUIgeHadiny y HALi€HTIB i3 MOPYIIEHHIMU QYHKIIN EYiHKN TAKKOTO
CTyIIeHSI He BUBYaIacs.

KriniuHi xapaKTepHCTHKH.
IToka3zanus.

[TpemapaT peKOMEHOYETHCS 3aCTOCOBYBATH YOJIOBIKaM 3 €PEeKTUIbHOI JUC]YHKITIE, sIKa
BM3HAYAEThCS K HE3MATHICTH JHOCATTH a00 MigTpUMaTH ePeKIlii0 CTaTeBOro 4jieHa, HeoOXimHy mist
YCIILIHOTO CTATEBOTr'0 aKTy.

Ins epekTuBHOI {il mpemapaTty noTpiOHe cTaTeBe 30yIXKEHHS.

IIpomunoka3aHHs.

- TligBuIeHa Yy TIUBICTh OO aKTUBHOI pe4oBUHM a00 H0 OyAb-5SKOI 3 OTIOMiXKHUX PEYOBUH
nmpenapary.

- OpHOYaCHe 3aCTOCYBaHHS i3 JOHOpPAMU OKCHAY a30Ty (TaKUMH K aMiNHITPUT) abo HiTpaTamu y
Oynmb-siKift GopMi IpPOTHUIIOKa3aHe, OCKIIbKY BiloMO, 1110 cuigeHadin Ma€e BIJIUB Ha HMUISXU
MeTabo0i3My OKCHUAY a30Ty/UUKIigHOro TyaHo3uHaMoHodochaTy (1I'M®) Ta IOTEHIIiI0E
rinoTeH3uBHUM e(eKT HITpaTiB.



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

- CraHy, nIpY SIKUX HE peKOMEeHJ0BaHa CTaTeBa aKTUBHICTh (HAalpPUKJIaf, TSXKKi CEPLIEBO-CYAUHHIL
po31aay, Taki K HecTabilbHa CTEHOKAPis Ta CeplieBa HENOCTATHICTh TSIKKOTO CTYIIEHS).

- BrpaTa 30py Ha ogHe OKO BHACJIiJOK HeapTepialabHOI MEPEeNHbOl illeMiYHO1 HENPOIIaTil 30pPOBOTO
HepPBa, He3aJIe3kKHO Bif] TOTO, TIOB'sI3aHa I [TAaTOoJIoTid i3 monepeaHiM 3acTocyBaHHAM iHribiTopis ®IEL uu
Hi.

- HasiBHIiCTh TaK¥X 3aXBOPIOBaHb SK MOPYIIEHHS QPYHKII MeYiHKU TSAKKOTO CTYIIeHs, apTepiaibHa
rinoTeH3sis (aprepianbuuil THCK HUKYe 90/50 MM. pPT. CT.), HEIIIOABHO IIepeHeCceHn  iHCy LT abo iHpapKT
MiOKapza Ta BijoMi CIIaiKOBi ereHepaTHBHI 3aXBOPIOBAHHS CITKIBKY, TaKi SIK IIrMEHTHUN PETUHIT
(HeBenMKa KiNbKiCTh TaKUX IAIli€HTIB Ma€ reHEeTUYHI po3nanu ¢ocdomiecTepas CiTKiBKY), OCKIIbKY
6e3neka cunmeHadiny He HOCTiAXKYyBanacs y TaKUX HMiATpyIax Malli€HTiB.

B3aemodin 3 inwumu snikapcoKumu 3acobamu ma iHwi eudu é3aemodili.
Egexmu iHwux snikapcvKux 3acobis Ha cundeHadin.

[TocnimxenHs in vitro. Meta6omni3m cunpeHnadiny BinOyBaeThCs epeBaxHO 3 yyacTio izodopmu 3A4
(romoBHMIA MUISIX) Ta i30dopmu 2C9 (mpyropsmuui muisx) nutoxpomy P450 (CYP). Tomy iuribiTopu
X i30()epMEeHTIB 37aTHi 3HUKYBATH KJIipeHC cunaeHadiny, a iHOyKTOpY LUX i30)epMEHTIB MOXKYTh
MigBUIIYBATH KIIipeHC cuipeHadimy.

[ocnigxkeHHd in vivo. [Tonynguiiauil GpapMakKOKiHETUYHUY aHai3 faHUX KIiHIYHUX AOCIiIXKEeHb
IIPOIEMOHCTPYBaB 3MEHIIEeHHS KIIipeHCY CuigeHadiy mpu Moro 0qHOYaCHOMY 3aCTOCYBaHHI 3
inriitopamu CYP3A4 (TakKMMU SK KeTOKOHA30JI, EPUTPOMIIIMH, IUMETUANH). X04a IIPpX OGHOYACHOMY
3acTocyBaHHi cungeHadiny Ta iHribitopie CYP3A4 3pocTaHHS YaCTOTH MOOIYHUX SBUII He
CIIOCTEpITrasnocs, CNif PO3TISHYTA MOXKIIABICTh 3aCTOCYBaHHS II0YaTKOBOL [0O3U CUIAeHadiny 25 MrT.

OpHouacHe 3acTocyBaHH4 inribiTopy BIJI-mpoTea3u puToHaBipy, AykKe MOTYKHOTO iHTibiTopy P450 y
cTaHi piBHOBaxHOI KoHIeHTpaIril (500 mMr 1 pa3 Ha mo0y) Ta cunmeHadiny (pa3oa mo3a 100 mr),
IPU3BOAUIIO A0 migBuineHHs C,,. cunpgeHadiny Ha 300 % (y 4 pa3u) Ta nigBuieHHs maa3mool AUC
cungenadiny #Ha 1000 % (y 11 pasiB). Yepe3 24 roguHu N1a3MOBi piBHI cungeHadiny Bce Ie
craHoBwIM npu6nu3Ho 200 HI/MJI IOPIBHSAHO 3 PiBHEM NPUONIU3HO 5 HI/MJI, XapaKTEePHUM [J1s
3aCTOCYBaHHS cunmeHadimy oOKpeMo, 110 BiATIOBiia€ 3HAYHOMY BIIJIMBY PUTOHABIPy Ha IIAPOKUU
crekTp cybcrpatiB P450. Cunpernadin He BrBa€e Ha papMaKOKiHETHKY PUTOHABIpy. 3 OT/IsAy Ha IIi
(hapMaKOKIHETYHI JaHi OqHOYACHE 3aCTOCYBaHHS CUAeHa(]iTy Ta pUTOHABIpY He PEKOMEHOY€ETHCS (OUB.
po3min «Ocob6IMBOCTI 3aCTOCYBaHHS»); y OyOb-IKOMY BUIIAAKy MaKCUMaJsbHa [[03a CulfaeHadiny 3a
JKOOHUX 00CTAaBUH HE MA€ MePEeBUIIYBATH 25 MT MPOTSATOM 48 romuH.

OnnouacHe 3acTocyBaHH4 iHTi6iTOpy BlJI-TpoTeasu cakBiHaBipy, iHribiTopa CYP3A4, y mo3i, 1o
3abe3neuye piBHOBaXKHY KOHIeHTpaIrio (1200 mMr Tpudi Ha moby) Ta cunmeHadiny (100 Mr pa3oBo)
TIpU3BOAMIIO [0 mipBuItenHs C,, cungeHadiny Ha 140 % ta 30inbieHHs cucTeMHol ekcroautiii (AUC)
cunpeHadiny Ha 210 %. He BusiBneHo BIIUBY cunigeHadiny Ha papMaKOKiHETHKY CaKBiHaBipy (OUB.
po3nin «Crocib 3acTocyBaHHS Ta H03u»). [lepembadaeThcs, 110 Oinmbi moTyKHi inridiTopu CYP3A4, Taki
SIK KETOKOHA30JI Ta iTpakoHa30J1, OyayTh MaTH OifibIl BUpaKeHU! BILJIUB.



[Tpu 3acrocyBanHi cungeHadiny (100 Mr pa3oBo) Ta epuUTpPOMINMHY, TOMipHOTO iHTibiTopy CYP3A4, y
piBHOBaxkHOMY cTaHi (500 Mr ABiui Ha m0OYy IPOTSATOM 5 OHIB) CIIOCTEpIiranocs MigBUIIEHHS CHCTEMHOI
ekcro3utrii cunpeHadiny Ha 182 % (AUC). Y 3mopoBux moOpOBOIIBIIiB YOIOBIUOI CTATi He
crocTepirasnocs BBy asuTpoMinuuy (500 mr Ha goOy mpotsirom 3 mi6) Ha AUC, C,.., Thee
KOHCTAHTY LIIBHOKOCTI eliMiHaIlil Ta moJabIlInui epion HamiBBUBEOeHHS cungeHadiny abo ioro
T'OJIOBHOTO IIUPKYJII0I04oro Metabonity. Llumetunu (inribiTop nuroxpomy P450 Ta HecmeuudiyHui
inri6itop CYP3A4) y mo3i 800 Mr mpu omHOYAaCHOMY 3aCTOCYBaHHi i3 cunmeHadinom y gosi 50 mr y
3M0POBUX MOOPOBOJIBLIIB TPU3BOAUB M0 MiABUINIEHHS I171a3MOBUX KOHIIEHTpalliX cungeHadiny Ha 56 %.

['peiindpyToBuii cik € cnabkum iHriditopom CYP3A4 y CTiHIII KUIIIEYHUKY i MOXKE CIPUYUHUTH
IIOMipHe MiABUIIEHHS PiBHIB cuimeHadiny y maa3mi Kposi.

OpHOKpaTHE 3aCTOCYBAHHS aHTAIMIHUX 3ac00iB (MarHito rigfpoKCcUay/anoMiHio TifpoKCumy) He
BIIJIMBAJIO Ha 0i0OCTYIHICTh cunpeHadiny.

Xoya mocimKeHs crenudiuHol B3aeMofiil 3 yciMa JlikapChbKUMH 3aco0aMy He ITPOBOAMIIH, 3a DaHUMMU
MONYJIALIMHOrO (hapMaKOKiHETUYHOI 0 aHali3y (papMaKOoKiHeTHKa cuifeHadiny He 3MiHIOBaIacs Ipu
10T0 OOHOYACHOMY 3aCTOCYBaHHI 3 JTiKapChKUMU 3aco6aMu, 1110 HajlexKaTh 40 TPYNH iHTiGIiTOPiB
CYP2C9 (tonbyTtamin, BaphapuH, ¢heHiToin), rpymnu iHriditopiB CYP2D6 (TakuX SIK CeIeKTHBHi iHTiOiTopu
3BOPOTHOTO 3aXOIJIEHHS CEPOTOHIHY, TPULUUKIIYHI aHTUEeTIPECalTH), TPYNIH Tia3UAHUX Ta
Tia3umononiOHUX iypeTHKIB, IETIbOBUX Ta Kaiii3bepirarouux AiypeTHKiB, iHTiGiTOpiB
aHTi0TeH3MHIIEPEeTBOPIOBAJILHOTO (DEPMEHTY, aHTArOHICTiB KaJlbIlil0, aHTAaroHiCTiB 6eTa-aqpeHOPELIeTITOPIB
abo ingykTopiB MeTaboniamy CYP450 (Takux sk pudamminut, 6apOiTypaTn).

Y xomi mocmimKeHHS 3 y4acTio 300POBUX NOOPOBOJIBIIB-40JIOBiKiB OMHOYACHE 3aCTOCYBaHHS
aHTaroHicta eHnoTeniny 6oceHTany (momipuuii iHgykTop CYP3A4, CYP2C9 Ta, Mmoxnuso, CYP2C19) y
piBHOBaXKHOMY CTaHi Ta cufeHadiny y piBHOBaxkKHOMY cTaHi npusBogumno go 3uuxkenus AUC Ta C,,,
cungenadiny. ToMy ogHOYacHe 3aCTOCYBaHHS TaKUX MOTyKHUX iHAYKTOPiB CYP3A4 gk pudammin
MO2Ke MTPU3BOAUTH [0 OiNbII BUPaKeHOT0 3HUKEHHS KOHIIeHTpallil cunmeHadiny y maa3Mi Kposi.

Hikopanaun sBisie co0oto ribpuy akTHBaTOpa KalbllieBUX KaHalliB Ta HiTpaTy. HiTpaTHUIT KOMIIOHEHT
3YMOBIJTIOE MOKJTUBICTE MOT'O CEPIHO3HOI B3aEMO{I1 3 cusmeHadinom.

Bnaue cuadeHadiny Ha iHwi nikapcoKi 3acobu.

HocnimxenHsd in vitro. CunpeHadin - cmabkui inribitop isodopm 1A2, 2C9, 2C19, 2D6, 2E1 Ta 3A4
utoxpomy P450 (IK,, > 150 MKMob). OCKiNbKY TIKOBI [17Ta3MOBi KOHIIEHTPallil cuigeHadimy
MOPiBHIOIOTB TPUONTM3HO 1 MKMOJIB, BIUIMB IIpenapaTy Ha KJTlipeHc CyOCTpaTiB IUx i30epMeHTIB
MaJIOMMOBIPHUN.

BipcyTHi mani momo B3aemogii cunmeHadiny Ta Takux HecrnenudiyHux iHriOiTOPIB ocdomiecTepasu K
Teo(iniH Ta gUIIipUOaMo.

[ocnimxeHHs in vivo. OCKinbKY BifoMo, 1110 cuaeHadis Mae BIIUB Ha MeTa001i3M OKCUIY
a30TY/IMKIIIYHOr0 r'yaHo3uHMoHOopochaty (u'M®), 6yi0 BCTAHOBIIEHO, III0 1€l MMperapaT IOTeHINI0E
rinoTeH3UBHY [Iil0 HiTpaTiB, TOMy HOT0 OQHOYACHE 3aCTOCYBaHHS 3 IOHOPAMH OKCHAY a30Ty abo 3
HiTpaTtamu y Oynb-sKiit popMi mpoTunokasane (AuB. po3min «[IpoTUoKasaHHI»).

Piomuryart. [loKmiHi4HI HOCTigXKEHHS MIPOAEeMOHCTPYBaId afUTUBHUYN CUCTEMHUY e(eKT 3HUKEHHS
apTepianbHOTO TUCKY IIPK OMHOYACHOMY 3acTocyBaHHi iHribiTopiB ®JIES 3 piouuryatom. Kniniusi
IOCTiAKEeHHS IPOAEMOHCTPYBaIH, 1[0 PiOIUTyaT IOCUIIIOE TiNOTEeH3UBHY Aiio iHTribiTopiB ®OES. Y
NaLi€eHTIB, IKi 6paay y4acTh y JOCTiIXKEeHHi, He CIIOCTePiraaocs MO3UTUBHOTO KITiHIYHOTO epeKTy Bif



OJHOYACHOT0 3acTocyBaHHS iHTri0OiTOpiB ®IIES 3 pionuryatoM. [IpoTunokasaHe ogHOYacHE
3aCTOCyBaHHS piouuryarty 3 iHribiTopamu ®JIES (y Tomy yuchi cunpeHadinoM) (qus. po3min
«IIpoTunoKa3aHHg»).

OnHovacHe 3aCTOCYBaHHS cungeHadiny Ta 6710KaTopiB ambda-agpeHOpPeIenTopiB MOXKe IPU3BECTH [I0
PO3BUTKY CUMIITOMATHYHOI TilTOTEeH3il y JeIKUX CXUIBHUX A0 LBOr0 MalieHTiB. Taka peakllisd HaldacTilie
BUHMKAJIa IPOTATOM 4 TOMH ITiCJIs 3aCTOCYBaHHS cuimeHadiny (nuB. po3minu «Crocib 3acTocyBaHHS Ta
no3u» Ta «OcobIMBOCTI 3aCcTOCyBaHHS»). [Ipy 0MHOYaCHOMY 3aCTOCYBaHHi cUiieHadiny Ta JOKCa303UHY Y
Tali€enTiB, cTabinizalis cTaHy SKuxX Oynia JOCATHYTa IIPU 3aCTOCYBaHHI HOKCA303UHY, iHOMI
IIOBIIOMJISNIOCS IIPO PO3BUTOK CHMIITOMaTUYHOI OPTOCTATHYHOI TiMOTeH3i1. Y I[uX MOBiIOMIEHHSX
MIIIOCS PO BUIIAJKK 3allaMOPOYEHHS Ta CTaH Iepe] HEIPUTOMHICTIO, ane 6e3 CUHKOTIE.

He cnocrepiranocst KogHUX 3HaUYIIUX B3aEMOZiN TP OMHOYACHOMY 3aCTOCYBaHHi cungeHadiny
(50 mr) i TonbyTaminy (250 mr) abo Bapdapuny (40 mr), 10 MmeTabomi3yroTscst CYP2CO.

Cunpenadin (50 Mr) He IPU3BOAUB [0 IOJOBXKEHHS YaCy KPOBOTeYi, CHPUYMHEHOI 3aCTOCYBAHHSAM
aneTusncanminuiaoBol kucuortu (150 mr).

Cunpgenadin (50 Mr) He OTEHIIiI0OBaB TiIOTEH3UBHY Aif0 aJIKOTOJII0 3[I0POBUX NOOPOBOJIBIIIB IIpU
CepenHiX MaKCUMaJIbHUX PIBHSX €TaHOJy B KpoBi 80 mr/m.

Y narmienTiB, sIKi 3aCTOCOBYBaju cuimeHadisn, He CIIOCTepiranocs XKOOHUX BiIMiHHOCTEH TPodinio
no0iuHuxX edeKTiB MOPIBHSAHO 3 IJanebo Npyu 0JHOYACHOMY 3aCTOCYBaHHI TaKUX KJlacCiB TiMOTEeH3MBHUX
JIiKapChKXX 3aco0iB SIK AiypeTuku, O710kaTopy OeTa-agpeHopelenTtopis, inridiropu ATI®, anTaroHictu
aurioTeHsuHy II, aHTUTiTePTEH3KBHI JTiKapChKi 3aco6u (CyIMHOPO3UINPIOBAJIbHI Ta IIEHTPAJIbHOI [ii),
0J10KaTOpU afpeHepPriyHux HeMPOHiB, 6JI0KATOPHU KaJbIiEBUX KaHaiB Ta 6110KaTopyu anbga-
agpeHOpeLenToPiB.

Cunpenadin y mo3i 100 Mr He BI/IMBaB Ha (papMaKOKiHETHYHI MOKa3HUKY iHTibiTOpiB BIJI-npoTeasy,
cakBiHaBipy Ta puToHaBipy, sKi € cybcTpatamu CYP3A4.

Y 3mopoBux H0OPOBOJIBIIIB YOJIOBiYOI CTATi 3aCTOCYBaHHS cuifgeHadiny y piBHOBaKHOMY CTaHi
npu3Bonuso po migpuinerHs AUC Ta C,,, 60ceHTaHYy.

ITicasapeecmpauitiHutl nepiod.

IomaBaHHS pa30Boi mo3u cunaeHadiny mo cakybiTpuy/BancapTaHy B piBHOBaXKHOMY CTaHi y
TAIiEHTIB 3 apTepialbHOIO TinepTeH3ielo 6yI10 moB’I3aH0 3i 3HAYHO OiNbIIMNM 3HUKEHHSIM
apTepianbHOTO TUCKY IMOPIBHSHO i3 3aCTOCYBaHHSIM CaKyOiTpuiy/BaicapTaHy oKpeMo. ToMy ciif 3
00epexkHiCTI0O PO3TMOYNHATH 3aCTOCYBaHHS CUIfeHadiy malieHTaMm, siKi OTpUMYIOTh
cakyOiTpu/BancapTaH.

Oco06.1ue8ocmi 3acmocyeaHHsi.

IIo moyaTKy Tepamil ciif 3i0paT MeIUYHUIM aHaMHe3 IMalliEeHTa Ta IPOBeCTH (isuKanbHe
00CTeXKeHHS [1s MiarHOCTUKY €PEeKTUIbHOI fUCOYHKIIII Ta BU3HAUYEHHS 11 MOXKJIMBUX IIPUYHH.

daxmopu pu3uky cepueso-cCyOuHHUX 3ax80p08aHb. OCKINTbKM CTaTeBa aKTUBHICTh CYIIPOBOIXKYETHCS
IIEBHUM PU3UKOM 3 OOKY CepIisi, 0O M0YaTKy Oyab-IKOT0 JIiKyBaHHS €PeKTUIIbHOI AUCOYHKIIII TiKap
Mae€ OI[iHUTH CTaH CeplieBO-CYAUHHOI CUCTeMH MallieHTa. CungeHadin YuHUTD
CYIHMHOPO3IMINPIOBAJIbHY [if0, 10 IPOSIBIISETHCS JIETKUM Ta KOPOTKOYaCHUM 3HUXKEHHSIM



apTepianbHOTO TUCKY (HUB. po3nin «®apMakoguHaMika»). [lo mpu3HadeHHs cUfeHadiny nikap Mae
PEeTENbHO 3BaXKUTHU, UM MOXKe TaKui eDeKT HeCIIPUSITIIMBO BIJIMBATH Ha IAIiEHTIB i3 IEBHUMU
OCHOBHMMM 3aXBOPIOBAHHSIMM, 0C06IMBO ¥ KOMOiHalii 3i cTaTeBOI0 aKTUBHICTIO. [0 maIieHTiB i3
IiABUINEHO0 YyTIUBICTIO M0 Ba30AUIaTaTOPIB HalexXaTh NallieHTH 3 00CTPYKITi€0 BUBIIHOTO TPAKTY
JIIBOTO IIJTYHOYKA (HAIpUKJIa[ CTeHO3 aopTH, TinepTpodiyHa o6CTPyKTUBHA KapaiomiomnaTis) abo
NallieHTH 3 PigKiCHUM CHHOPOMOM MYJIbTUCUCTEMHOI aTpodii, OMHUM i3 IPOSIBIB SKOI € TAXKKE
MOPYIIEHHS PETYNALil apTepiaJbHOr0 TUCKY 3 O0KY BereTaTUBHOI HEPBOBOI CHCTEMH.

CunpeHadin noTeH1i0€e TinoTeH3UBHUYN e(eKT HiTpaTiB (IUB. po3ain «[IpoTUOKa3aHHA»).

Y nmocTMapKeTHHTOBOMY IIE€PiOfii TOBIMOMIISIIIOCS PO TSIXKKi 1M06iuHi peakilil 3 00Ky ceplieBo-CyIHHHOI
CHCTeMHU, BK/TI0Ualouu iHdapKT MioKapaa, HecTabinbHY cTeHOKapzhito, PCC (panToBy cepiieBy
CMepTh), IINTYHOYKOBY apUTMii0, llepeOpoBaCKyIsIPHI KPOBOBUJIMBY, TPAH3UTOPHY illIeMiYHY aTakKy,
apTepianbpHy rinepTeH3ilo Ta apTepianbHy TiMOTeH3i0, IKi 3a YacoM 30iranucs i3 3aCTOCYBaHHSIM
cunpeHadiny. V 6inpirocTi nmamieHTiB, ane He y BCiX, icHyBanu ¢GakTOPU PU3UKY CEPLIEBO-CYIUHHUX
3axBOpIOBaHb. baraTo Takux mobGivyHKX peakilili crocTepiranmocs mifg yac abo ofgpasy micis cTaTeBOTro
aKTy, i JuIIe KinbKa TPamuIocs HEeBAOB3i Mic/ig 3aCTOCyBaHHS Ipenapary 6e3 cTaTeBol aKTUBHOCTI.
ToMy HEMOXKIMBO BU3HAUMUTH, YU MOB'I3aHUY PO3BUTOK TaKUX MOOIYHUX peakiiiit 6e3mocepeqHyo 3
(dbakTOpaMu PU3UKY, YU IX PO3BUTOK 3YMOBJIEHUY IHIIMMHU YHHHUKAMH.

ITpianiam. 3acobu s NMiKyBaHHS €PEKTUIIBHOI IUCQYHKII], Y TOMY YUCTI U cunpeHadin, ciig
IpU3HaYaTy 3 00ePeKHICTIO MallieHTaM 3 aHaTOMIYHUMU fedopMalisMu MeHica (TaKuMu sIK
aHTyJIs1ig, KaBepHO3HUY (Hi6po3 abo xBopoba Ileitpowi), abo marfieHTaM 3i cTaHaMHU, 1110 CIPHUSIIOTH
PO3BUTKY IIpiamniaMy (TaKUMH K CepIONOAiOHOKITITHHHA aHeMis, MHOXKMHHA MieroMa abo nernkeMis).

[Tics BUxomy mpemnapaTy Ha PUHOK ITOBIOMIISINIOCS PO BUAIMIAOKM ITOMOBXKEHOI epeKllil Ta Impiami3my.
AKII0 epekilis TpUBA€E GiNbIN HixXK 4 TONUHM, TTAIliEHTaM CJIi[l HeTalHO 3BEPHYTHUCS 3a METUYHOIO
[OMIOMOr010. Y pa3si BifCyTHOCTI HeTalHOT 0 JIIKyBaHH IIpialli3M MOXKe MIPU3BECTU [0 NOIMKOAKEHHSI
TKAHUH IIeHica Ta 10 CTiWKOl BTPATHU MOTEHIIl.

O0HouacHe 3acmocyBaHHs 3 iHwumu iH2ibimopamu ®IIE5 abo iHwumu npenapamamu 045 AiKYBAHHSA
epekmuvHol ducpyHkuii. be3neka Ta eeKTUBHICTb OTHOYACHOT'0 3aCTOCYBaHHS cuiimeHadiny 3
inmuMu inribiTopamu ®IES abo iHmuUMu mpenapaTaMu AJid JTiKyBaHHS TinepTeH3il 1ereHeBol
aprepii, gki micTaTh cunmeHadin (Hanpuknag PeBairo), abo 3 iHIIMMY ITperapaTaMy OJIsl JTiKyBaHHS
€PeKTUIIbHOI IUCGYHKIIIl He BUBYAJIUCS, TOMY 3aCTOCYBaHHS TaKUX KOMOiHaIlill He peKOMeHI0BaHe.

Bnaue Ha 3ip. CIOHTaHHI OBiIOMJIEHHS IIPO BUHUKHEHHS [edeKTiB 30py HaAXOAUIIA aCoLlii0BaHO i3
3aCTOCyBaHHSIM cungeHadiny Ta iHmwux iHridiTopis ®ES (ous. po3gin «[1o6iuHi peakmii»). IIpo
BUTIAKU HeapTepianbHOI MepeiHboi ilmeMiyHol HelporaTii 30poBOr0 HEPBA, ITI0 € PiIKiCHUM CTaHOM,
HaJXOMUJIA CIIOHTaHHI IOBIIOM/IEHHS Ta IOBifOMJISIOCS y HATISHOBOMY [OCIiI2KEHH] acolii0oBaHo i3
3aCTOCYBaHHAM cunpeHadiny Ta inmux inridiTopis ®IES (ouB. po3min «[Tobiuni peakuii»). [TamienTis
CJIif TIOTIepeUTH, 110 V pa3i palToBOIo MOPYIIEHHS 30PY 3aCTOCOBYBaHHS IIpenapaTy CIIif
IPUNUHUTY Ta HETalHO 3BEPHYTHUCS [0 JiKaps (AuB. po3nin «[IpoTunokasaHHSI»).

O0HouacHe 3acmocy8aHHA 3 pumoHasipom. OfHOYaCHe 3aCTOCYBaHHS cunfeHadiny Ta puTOHaBipy
He PeKOMEHIY€eThCs (OUB. po3min «B3aemogmis 3 iHIIMMY JTiKapCbKUMHU 3aco0aMu Ta iHII BUOK
B3aEMOMIN»).

OdHouacHe 3acmocysaHHA 3 baokamopamu a-adpeHopeuenmopieg. I1allieHTaM, SKi 3aCTOCOBYIOTh
6110KaTOPU (-agPEHOPEIENITOPIB, 3aCTOCOBYBATH CUJIAeHadin ciifg 3 00epexkKHiCTIO, OCKITbKY TaKa
KoMOiHallisg MoXke MPU3BECTH 00 CUMIITOMATHUYHOI TiOTeH3i1 y IesKUX CXUIbHUX A0 I[bOTO Malli€HTiB.
CummToMaTH4Ha TiMOTEH3id 3a3BUYall BUHMKAE MPOTATOM 4 TOAUH IiCJIg 3aCTOCYBaHHS



cunpeHadiny. 3 MeTor0 MiHiMi3allil MOXK/IMBOTO PO3BUTKY ITOCTypaIbHOIL TiMOTEeH3il y MaIli€eHTiB, AKi
3aCTOCOBYIOTh OJIOKATOPH (-aflPEHOPELeNTOPIB, iX cTaH MOTPi6HO cTabili3yBaTu 3a MOIIOMOT 00
6710KaTOPiB 0-agPEHOPEIENITOPIB 10 ITOYATKY 3aCTOCOBYBaHHS cungeHadiny. Takox CIIif po3risHyTH
MOXKJIMBICTb 3aCTOCYBAHHS IMOYATKOBOI 7031 25 Mr (muB. po3min «Croci0 3aCTOCyBaHHS Ta JO3U»).
Kpim Toro, cnip mpoiHpopMyBaTH MAaIliEHTIB, IK TiATH ¥ pas3i MOSBU CUMIITOMIB ITOCTYpabHOI
rimoreHsil.

Bnaue Ha xposomeui. [JoCHifKeHHS TPOMOOIUTIB TIOAMHU IPOAEMOHCTPYBaIH, 1110 in Vitro
cunmeHadin MoTeHIiI0e aHTHarperaiiliHi epekTy HaTpito HiTponpycuny. Hemae xxonHoi iHdopmarii
momo 0e3meKy 3aCTOCYBaHHS cuImeHadiny maiieHTaMu i3 MOpYIIeHHSIMY 3TOPTAHHS KPOBi abo
TOCTPOI0 IENTUYHOI BUPa3Ko0. TaKUM YMHOM, 3aCTOCYBaHHS CUIgeHa(diy malieHTaM Liel rpynu
MOZKJIMBE JIMIIIE ITiCJIs PEeTEeNIbHOI OIIiIHKY CIIiBBiHOIIIEHHS KOPUCTI Ta PU3UKIB.

[Ticns 3acTocyBanHs mo3u 100 Mr 3gopoBUME HOOPOBOIBISIMU HE CIIOCTEPIranocs BIUIMBY Ha
Mop@osorito abo pyxoMicTh CIIepMaTOo30ifiB (AUB. po3min «dapMakoguHaMiKa»).

Bmpama cayxy. JlikapsiM citif IOpafuTH MallieHTaM IPUIUHUTYA 3aCTOCYBaHHs iHribiTopis ®IIES,
BKJII04awyu npenapart [loTeHIjiane, Ta HeraiHoO 3BEPHYTUCS 3a MEIUYHOIO JOIIOMOI0I0 y pas3i
PanToOBOTO 3HUKEHHS YU BTpaTH Ciayxy. [Ipo 1i ABuUIla, sSKi TaKOXK MOXKYTh CYyIIPOBOMXKYBATUCS
[3BOHOM Y ByXaX Ta 3allaMOPOYEHHAM, IIOBIOMIIAIOCS 3 acoLialli€lo y Yacl i3 3aCTOCYyBaHHAM
iuri6iTopie ®JIES, Bkmiovaouu cungeHadin. BusHauuTy, 1o’ si3aHi 11i sBuia 6€31M0CEPENHEO i3
3acTtocyBaHHAM iHri6iTopiB ®IES uu 3 iHmuMu hakTopamu, HEMOKIIUBO.

OO0HouacHe 3acmocyB8aHHA i3 2inomeH3uBHUMU npenapamamu. CunpgeHadin YUHUTL CUCTEMHY
CyIVHOPO3IINPIOBAJILHY [il0 Ta MOXKe B IOJaJIbIIOMYy 3HUXKYBATU apTepiaJbHUM TUCK V NAlli€HTIB, Kl
3aCTOCOBYIOTH TiITOTEH3UBHI JTiKapChKi 3acobu. B okpeMoMy mocimKeHHi TiKapCchKoi B3aeMOii
OJHOYAaCHe 3aCTOCyBaHHS amoputminy (5 mr abo 10 mr) Ta cungenadiny (100 Mr) mepopasibHO
CIIOCTepiranocs cepegHe OOfaTKOBE 3HUKEHHS CUCTOIIYHOIO TUCKY Ha 8 MM pT. CT. Ta
OiacTONIYHOTO - Ha 7 MM PT. CT.

3axeoprBaHHA, W,0 nepedarmscsa cCmamesum WaAAXoM. 3aCTOCYBaHHS IIpelnapaTy He 3axullaE Bif
3aXBOPIOBaHb, 1110 ITepefaThCsa CTaTeBUM LIIgXoM. CIlif IPOiHCTPYKTYBaTHU MallieHTiB 100
HeoOXigHUX 3armo0iKHUX 3aX0fIiB [IJIs 3aXUCTY Bill 3aXBOPIOBaHb, 110 MTEPEaloThCS CTaTEBUM IIISIXOM,
BKJ/IIOUAIOYH BipyC iMyHOZeQIUTY TIOOUHY.

3acmocyeanHs y nepiod eazimnocmi ado 200y8anHs1 2pyodio.

[IpenapaT He IpuU3HaYEeHUH [JId 3aCTOCYBaHHS XKiHKaM.

3damuicmsb enaueamu Ha weudKicmob peakuii npu KkepyeanHHi asmompaxHcnopmom a6o
iHwumMu mexaHizmamu.

IocmimXeHb BIUIUBY IIperapaTy Ha 30aTHICTh KePYBaTH TPAHCIIOPTHUMHU 3aco0aMu Ta IIPaliOBaTH 3
iHIMMMY MeXaHi3MaM¥ He TPOBOIUIIH.

OCKinbKY ¥ XO[i KTiHIYHUX OOCIigXKeHb 3aCTOCYBaHHS CUIAeHa(iIy IOBIIOMISANIOCS IPO BUNAAKU
3allaMOPOYEeHHS Ta MOPYLIEHHS 3 00Ky OpraHiB 30py, Iepef TUM 5K CifaTé 3a KEPMO TPaHCIOPTHOTO
3aco0y abo mpailfoBaTy 3 MexaHi3MaMHU, IallieHTaM HeoOXiHO 3'ICyBaTH, KOO € IXHS iHAUBiyaIbHa
peaxllis Ha 3aCTOCYBaHHSA IIpernapary.



Cnocib 3acmocyeaHHs1t ma do3u.
[Tpemapat 3aCTOCOBYBAaTH IIEPOPAJIBHO.

Ilopocai. PekoMeHIOBaHa [103a IpenapaTy CTaHOBUTHL 50 MT, 3aCTOCOBYBATH y pPa3i HEOOXimHOCTI
pubIM3HO 3a 1 TOIUHY 10 CTaTEBOI aKTUBHOCTI. 3aJI€3KHO Bifl eeKTUBHOCTI Ta IEPEHOCUMOCTI

mpernapary f03y MoxHa 36inbmuTy 1o 100 Mr a6o 3HU3UTH [0 25 Mr*. MakcuMasbHa
peKoMeHoBaHa fo3a cTaHOBUTH 100 Mr. YacToTa 3aCTOCYBaHHS MaKCHMaJIbHO PeKOMEHI0BaHOl fO31
IpernapaTy CTaHOBUTH 1 pa3 Ha fo0y. [Ipu 3acTocyBaHHI Ipemnaparty Iif Yac IpuioMy ixi mis
IpenapaTy MOXKe HacTaBaTH Ii3Hille, HiXK IIPU KOr0 3aCTOCYyBaHHI HATIIE.

ITauienmu aimHboeo 8iKy. HeoOXigHICTh Y KOPEKIIil 031 MallieHTaM JiTHhOTO BiKy (= 65 pOKiB)
BIOCYTHS.

ITauienmu i3 HUpPKOBOI HedocmamHicmtio. TlalieHTaM i3 HUPKOBOIO HEIOCTATHICTIO JIETKOTO Ta
IIOMIPHOTO CTYIIeHS TSXKOCTi (KiipeHc kpeaTuHiny 30-80 Mj1/XB) peKOMeHOOBaHa 4o3a Iipenapary €
aHaIoTiyHOI0 4031, BKa3aHil BUIllEe V¥ PO3AUT «[lopoci».

OcCKibKY y MAIi€HTIB 3 HUPKOBOIO HEOCTATHICTIO TAKKOTO CTYIIeHd (KJIipeHC KpeaTUHIHy

< 30 m1/xB) kJtipeHC cunpeHadily 3HUKEHUH, CIIif PO3TJISHYTH MOXKJIUBICTh 3aCTOCYBaHHS NO3U
npenapaty 25 Mr*. 3anexHo Bif e(eKTUBHOCTI Ta IEPEeHOCUMOCTI IIpenapaTty 003y MOXHa 30iIbmuTu
oo 50 mr ta 100 mr.

ITauieHmu 3 neuiHko80 Hedocmamuicmto. OCKiTbKY Y MAIliEHTIB i3 Ie4YiHKOBOIO HEJOCTATHICTIO
(HampuKIam IMPO30M) KilipeHC cuifeHadiny 3HuKeHuM, peKOMeHI0BaHa f103a IIperapaTy CTaHOBUTD
25 Mr*, 3anexkHo Bif e(heKTUBHOCTI Ta IEPEeHOCUMOCTI ITperapary [03y MOoXKHa 30imbmuTi 1o 50 Mr
ta 100 Mmr.

ITauienmu, sIKi 3acmocosyoMb iHWi AiKapcuki 3acobu. FKIIO MaIliEHTH OOHOYACHO 3aCTOCOBYIOTh
iuri6iTopu CYP3A4 (muB. po3min «B3aemomis 3 iHIMUMHU NTiKapCbKUMU 3aco0aMu Ta iHII BUOM
B3aEMOMiM»), CITiT PO3TISHYTH MOXKJIUBICTh 3aCTOCYBaHHS ITOYATKOBOI 103U 25 MT* (3a BUHATKOM
PUTOHABIPY, 3aCTOCYBaHHSA SKOTO OOHOYACHO i3 cunpeHadiioM He peKOMEHIY€EThCS, OUB. PO3TIN
«0Oc06IUBOCTI 3aCTOCYBaHHS»).

3 MeTO0 MiHiMi3aIlil MOXKJIMBOTO PO3BUTKY IIOCTypPa/IbHOL FiNOTEH3il ¥ Malli€eHTiB, SIKi 3aCTOCOBYIOTh
6110KaTOPU (-agPEHOPEIENTOPIB, X CTaH MOTPiOHO cTabinmi3yBaTH 3a MOIIOMOI00 GII0KAaTOPIB a-
aJlpeHOoPeLIeNITOPIB A0 [T0YaTKy 3aCTOCOBYBaHHS cuifeHadiny. Takox CHif po3ragsHyTH MOXKJIUBICTD
3aCTOCyBaHHS IT0YaTKOBOI 103U 25 Mr* (muB. po3ain «OcobnuBoCTi 3acToCyBaHHS» Ta «B3aeMopmis 3
iHITMMY NTiKapCbKUMHM 3aco0aMu Ta iHII BUAM B3aEMOii»).

* [Ipu npu3HavyeHHi cunpeHadiny y £o3i 25 MI 3aCTOCOBYBaTH IIpelapaT y BiIIOBITHOMY [03yBaHHi
abo mikapchKilt GopMi.

Himu.

[TpemapaT He MOKa3aHUU [0 3aCTOCYBaHHS ocobaM BikoM 0 18 pokis.



Ilepedo3yeanHs.

Y xomi KmiHIYHUX DOCTIIXKEHHSIX 3 y4aCTi0 JOOPOBOJIBIIB IIifl Yac 3aCTOCYBaHHS PAa30BOi J03U
cunpenadiny mo 800 Mr mobiuHi peakii Oymu MOmiOHUMHU OO THUX, L0 CIIOCTEPiranucs mpu
3aCTOCyBaHHI cungeHadiny y HUKYMX J03aX, ajle BAHUKAJIU YacTille Ta Oyau TAKYIYUMU.
3acTtocoByBaHHA cungeHadiny y go3i 200 Mr He IPU3BOAUIIO OO0 MiABUIEHHS €(DEeKTUBHOCTI, aje
CIIPUYMHSIIIO 3POCTAHHS KiJTbKOCTi BUMTAAKiB PO3BUTKY MOOIYHUX pPeakiliit (rojoBHOro 00JIIO,
IIPUIIIUBIB, 3allaMOPOYEHHS, TUCIIEICii, 3aKIageHOoCTi Hoca, OPYyIIeHb 3 60Ky OpraHiB 30py).

Y BunagKy nepeno3yBaHHS IIPU HEOOXIMHOCTI CIIif BOATUCS [0 3BUYAMHUX MiATPUMYIOUUX 3aXO0[iB.
[TpumBuAIIeHHS KIIipeHCy cuigeHadiny Ipu reMofianisi MaJIoiMOBipHE BHACIIIOK BUCOKOTO CTYTIEHS
3B'sI3yBaHHS ITpemnapaTy 3 6iIkaMu 71a3Mu KPOBi Ta BiICYyTHOCTI eiMiHarti cunmenadiny i3 cevero.

Io6iuni peakuii.
IHgpexuitiHi ma iHB8a3UBHI 3aXBOPIOBAHHA: PUHIT.
3 60Ky iMyHHOI cucmemu: TinepuYyTIUBICTb.

3 60Ky Hepeosoi cucmemu: TOJIOBHUY 0iflb, 3allaMOPOYEHHS, COHJIUBICTH, TillecTesis, iHCYbT,
TPaH3UTOPHA illleMiYyHa aTakKa, CyJoOMU*, peLIUABU CyIOoM™*, CUHKOIIEe, aTaKCisd, HeBpaJridi,
HeHMpomarisi, mapecTesisi, TpeMop, BePTUTo, Jenpecisi, 063COHHS, aHOMaJIbHi CHOBUIIHHS, 3HUXKEHHS
pednekcis.

3 60Ky opaaHie 30py: MOPYUIEHHS CIPUMHSATTS KONMbOPY**, po3naau 30py, 3aTbMapeHHSs 30Dy,
po3Nafu CIbO30BUAINMEHH ¥, Oinib B 049ax, poTodo0is, PoTorcis, rimepeMis odell, ICKpaBiCTh 30py,
KOH'IOHKTUBIT, HeapTepiajbHa IepefHs illeMiuHa HEMpoIaTis 30p0BOr0 HepBa*, OK/I03id CyouH
CiTKiBKW*, peTUHAIbHUY KPOBOBUJIUB, apTEPIOCKIIEPOTUYHA PETUHOIIATIS, IOPYIIeHHS 3 60Ky
CiTKiBKH, TrJlayKoMa, fedeKTH 0 30PY, AUIIONISA, 3HUKEHHS TOCTPOTH 30PY, MiOIlis, aCTEeHOIIis,
T71aBaloyi IOMYTHIHHS CKJIMCTOTO TiNla, IOpPyIIeHHs 3 00Ky palifyKHOI 000JIOHKH, Mifipia3, mosBa
CSI104YMX KPYTiB HABKOJIO AKepera CBiT/a (rajno) y moji 30py, HaOpsK odel, IPUIYXJIiCTh 04el,
TOpYIIeHHs 3 60Ky O4el, rimepeMist KOH IOHKTHBH, ITOAPa3HEeHHS 04el, aHOMaJIbHi BiIUyTTS B 04ax,
HaOPSIK MOBIK, 3HE0APBIIEHHS CKIIEPH.

3 60Ky opeaHia cayxy ma secmubyA5pHO20 anapamy: 3allaMOPOYEHHsI, A3BiH y ByXaX, TIyX0Ta.

3 60Ky cepueso-cyOuHHOi cucmemu: Taxikapmisi, mocunese cepiedutts, PCC (panToBa ceplieBa
cMepTh)*, iHpapKT Miokapaa, IITYHOUKOBa apuTMis*, Gpibpunsuis nepencepas, HecTabinbHa
CTEeHOKApIis, MPUIIIUBY, IIPUILINBY XKapy, TinepTeHsis, rinoTeHsis, creHoKapmisa, AV-6110kafa,
MirpeHb, IOCTypasibHa TinoTeH3is, imeMis Miokapaa, TPoMO03 Cy[IMH T'OJIOBHOT'O MO3KY, PaIllTOBa
3yIMHKA Cepld, nopyleHHa pe3ysnbrariB Ha EKI, kapmioMionaris.

3 60Ky duxaabHOi cucmemu, opaaHie 2py0HOi Kaimku ma cepedocmiHHA: 3aKnafgeHiCTh Hoca, HOCOBa
KpOBOTeYa, 3aKJIafleHiCTh IPUAAaTKOBHUX I1a3yX HOCA, BiIYYTTS CTUCHEHHS Yy TOpii, HaOpsK CIU30BO1
000JIOHKM HOCa, CYXiCTh y HOCi, OpOHXianbHa acTMa, QUCIIHOE, JIAPUHTIT, GapuHTIT, CHHYCUT, OPOHXIT,
IIOCUJIeHe CIIMHOBULIIEHHS, IIOCUIEHHS KAIIIIO.

3 60Ky WAYHKOBO-KUWKOB020 Mpakmy: HYNOTa, LUCIEICis, racTpoe3odareanbia pedIiiokCcHa
xBopoba, 6moBaHHSs, Oifib ¥ BepXHill YaCTHUHI XKUBOTA, CYXiCTb Y POTI, TimecTe3is poTOBOI MOPOXKHUHHY,
TJIOCUT, KOJIT, gucdarisi, raCTpUT, TaCTPOEHTEPHUT, e30(ariT, CTOMaTUT, IOPYIIeHHS Pe3yIbTaTiB
IeYiHKOBHUX P00, peKTalbHa KPOBOTEYa, TiHTiBIT.



3 60Ky wkipu ma nidwKipHUX MKAHUH: BUCUTIaHHS, cuHAPoM CTiBeHCa-[IKOHCOHA*, TOKCUYHUN
eligepManbHIM HEKPOJTi3*, KPOIIKMB'SHKA, repriec, cBepOixk, MiTNUBiCTh, BUPA3KM IIKipH, KOHTAKTHUN
nepMaTuT, eKchomiaTUBHUM IepMaTHT.

3 60Ky cKesnemHo-M’ 5130801 ma cnoay4YHOI MKAHUHU: Mianrisi, 6inb y KiHI[iBKaX, apTPUT, apTpo3,
PO3PUB CYXOXKHUJIJISA, TEHOCUHOBIT, 0ilb Y KiCTKaX, MiacTeHisi, CHHOBIT.

3 60Ky HUPOK ma ceyosuBiOHUX W/AXi8: TEMATYPisi, IUCTUT, HIKTYpis, mifgBUllleHa YacTOTa
CEYOBUINIYCKaHb, HETPUMaHHS CeYi.

3 60Ky cmamesux op2aHie ma Mo/04YHUX 3d/103: KPOBOTEYA 3i CTAaTEBOT0 4jieHa, mpiami3m*,
reMaToCIepMis, TToJoBkKeHa epeKilisi, 30iTbIIIeHHSI MOJIOYHUX 32103, IOPYIIeHHS eaKyslii, Habpsak
CTaTeBUX OPTaHiB, aHOPTra3Mis.

3 60Ky Kpoei ma aiMpamuyHoi cucmemu: aHEMIsI, TEUKOTIEHis.

3 60Ky 06MiHY peuosuH Mma xap4yeaHHs: cupara, HabpsK, mogarpa, HectabinbHUY (1abiTbHUN)
IIyKpoBuii miabeT, rimepriikemis, nepudepuyHti HaOPsSKU, TilepypuUKeMis, Timormikemis,
rinepHaTpiemis.

3aeanvHi po3nadu ma nopyweHHs y Micui egedeHHA: 6inb y TPyOsx, MifBuUIlleHa BTOMIIOBAHICTh,
BiI4yTTS Kapy, Iofpa3HeHHs, Ha0psK 06uyYs, peakiii GOTOYyTIMBOCTI, IIIOK, acTeHis, Gifb,
pamnToBe nafgiHHg, 6ifb ¥ JKMBOTi, BUTIaAKOBi TPaBMH.

CneuuciuHi 8i0uymmas: panToBe 3HUKEHHS YU BTpaTa CIyXy, Oi/ib y ByXaX, KPOBOBUJIUB Y OKO,
KaTapakTa, CyXiCTh B O4ax.

ObcmediceHHs: TIBUIIIEHA YaCTOTA CEPLEBUX CKOPOUEHE.
* [ToBiZOMIIAJIOCS JTUILE ITifl Yac OOCIIAXKEHH IIiC/Is BUXOAY IIperapaTy Ha PUHOK.
** [TopylleHHS CIIPUMHATTS KOJIbOPY: XJIOPOIICisi, XpOMATOIICis, LIiaHOIICisg, €ePUTPOIICisA, KCaHTOIICi.

*¥* TlopyllleHHS CIIbO30BUIINIEHHS: CyXiCTh B 04YaX, IOPYILIEHHS CIIbO30BUIIEHHS Ta IiABUILEHHS
CJIbO30BU/iJICHHS.

OCBIi[I 3aCTOCYBaHHS ITiCIIS BUXOOY HA PHUHOK.

Cepueso-cyouHHi ma uepebposackyaapHi seuuwid. TToBimoMIsIoCs Ipo Cepiio3Hi cepIrieBO-CyauHHi,
11epeOpoBacCKyIspHi Ta CyqUHHI SBUIA, BK/II0Ya0UX 11epeOpoBacKyIIpHY KPOBOTEYY,
cybapaxHoiganbHy Ta BHYTPilIHbOIIEpeOpaIbHy KPOBOTEYY, JIeTeHEeBY KpOBOTeY, 1110 OyIu OB’ si3aHi
y 4aci i3 3aCToCyBaHHAM Ipelnapary. binbIIicTs mali€eHTiB, ajle He BCi, Maiu iCHy104i ¢pakTopu
CeplLeBO-CYAUHHOTO pU3uKy. [loBigoMisiimocs, 1o 6araTo 3 IuX SBUIL BUHUKIIM IIif Yac abo ofpa3y
icyIs cTaTeBOl akKTUBHOCTI Ta AeKibKa SBUILl BUHUKJIIK Ofipa3y IIifi 4ac 3acTOCYBaHHS Npenapaty 6e3
CTaTeBOl aKTUBHOCTI. [HIII SBHINA BUHUKIN IPOTITOM HACTYIIHUX rOguH ab0 OHIB Miciis 3aCTOCYBaHHS
Ipenapary Ta CTaTeBOl aKTUBHOCTI. HeMOXKJIMBO BCTAHOBUTH, MAlOTh 1Ii SIBUIlla IPIMHUM 3B’ I30K i3
3aCTOCYBaHHSIM IIpemnapary, 3i CTaTeBOI aKTUBHICTIO, i3 HABHUMHU (paKTOpaMU PU3UKY YU i3
KoMmOiHalliero nux ¢pakTopiB, abo 3 iHMKUMEU HaKTOPaMH.

KposoHocHa ma aimpamuvHa cucmemu: Ba300KITIO3UBHUY KPU3. Y HEBEIMKOMY 3aBYacHO
IPUNUHEHOMY OOCIiIXKEeHH] 3aCTOCYBaHHS Npelapaty PeBanuo (cunpeHadin) g Dami€eHTiB 3
JIeTeHEeBOI0 apTepialbHOIO TinepTeH3i€10, BTOPUHHOIO MO0 CePIONOAiOHOKIIITUHHOL aHeMil, TpH
3aCTOCYBaHHi cumeHadiny Mpo PO3BUTOK Ba300KIIO3UBHUX KPHU3iB, 1110 TOTpeOyBasy rocmiTamilatiii,



TIOBIIOMJISINIOCS YacTillle, HiXK IIPU 3aCTOCOBYBaHHi mianebo. Kiiniune 3HaueHHs wiel iHpopmanii ais
NallieHTiB, SIKi 3aCTOCOBYIOTH Iipenapart [loTeHIiane 3 MeTOI0 TiKyBaHHS ePeKTUIbHOL OuChYHKIIL, €
HEeBIOMUM.

Hepeosa cucmema: TpUBOXKHICTh, TPAaH3UTOPHA I100aibHa aMHe3is.
Cneyuciuni giouymma.

OpeaHu cayxy. [ToBigoMIsANIOCS PO BUNAOKY PANTOBOTO 3HUKEHHS YU BTPATU CIIyXy, IIOB’g3aHi y
4aci 3 3aCTOCyBaHHAM cunpeHadiny. Y meskux Bunagkax MOBifOMIISIOCS PO HAIBHICTh MEIUYHUX
CTaHiB Ta iHIMX GaKTOPiB, 110 MOTJIU BifirpaTH pPojib y PO3BUTKY MOGIYHUX peakiiit 3 60Ky ciayxy. Y
faraThox BuUIagKax iHpopMallis 1000 MOJasIbIIOr0 MEUYHOTO CIIOCTEPEXKEHHS BiICYTHS.
BusHauuTy, 1moB’g3aHi 1i gBuia 6e3mocepeHbo i3 3aCTOCYBaHHAM cunneHadiny, 3 HagBHUMU
(daxKTopaMu pHU3UKY BTPATHU CIyXy, 3 KOMOiHaIli€lo 1uX HaKTOpiB 4y 3 iHIMUMU (aKTOpaMH,
HEMOXKJIUBO.

OpeaHu 30py. TumMyacoBa BTpaTa 30py, IOYEPBOHIHHA OYel, IEYiHHS B O4aX, MiIBUIIEHHS
BHYTPIIIHEOOYHOTO THUCKY, HaOpSK CiTKiBKM, CyIUHHI 3aXBOPIOBAHHS CITKiBKM YU KPOBOTEUA,
BifIlapyBaHHs CKJIUCTOrO Tija.

[ToBimoMIIsinoCs PO BUITAAKKM HeapTepialbHOI TepeaHbol ileMiuHol HelpomaTil 30p0BOr0 HEPBA, III0
€ IPUYHHOIO 3HUKEHHS 30Dy, BKJII0YAOUM IMOCTiHHY BTPATY 30Dy, SKi Oyu 1MoB’sg3aHi y 4aci 3
3acTtocyBaHHSIM iHTiOiTOpiB ®IEDS, BKouatoun npemnapat [loTeHiriane. baraTo 3 maifieHTis, ane He
BCi, Manu HasBHi aHaTOMiuHi a0 CymuHHI (paKTOpH PU3UKY PO3BUTKY HeapTepialbHOI IepefHbOol
imemiyHOI HelipormaTil 30pOBOT0 HEPBA, BKII0Ya04M (ase HeoO60B'13K0BO 00MEKYIOUHCh) TaKi: HU3bKe
CIIiBBigHOIIEHHS [iaMeTpa eKCKaBallil Ta IUCKY 30POBOTr'0 HepBa (3aCTiliHUM AUCK 30POBOT0 HEPBA),
Bik OinbIre Hixk 50 poKiB, rimepTeH3iss, 3aXBOPIOBaHHS KOPOHAPHUX apTepii, rinepninigemis ta
nasinHsa. HeMoXMBO BU3HAUUTH, ITOB’s13aHi I1i siBUIa 6e31ocepeHbo i3 3aCTOCYBaHHAM iHTiOiTOPIB
OMIES un 3 HaTBHUMHU aHATOMIYHUMHU ab0 CyguHHUMU QaKTOpaMu PU3UKY, YU 3 KoMOiHalli€t0 1IUX
BCiX (DaKTOpiB, 4u 3 iHIMUMH (HaKTOpPaMHU.

38imysaHHs npo nido3ptosaHi nobivuHi peakuii. 3BiTYBaHHS PO Migo3pioBaHi mobiyHi peaxiiii micus
peecTpaliil TiKapchbKoro 3aco0y Ma€ BaxK/InBe 3Ha4eHHs. Lle Jae 3Mory poBOgUTH Oe3repepBHUN
MOHITOPUHT CIIiBBIIHOIIEHHS KOPUCTI 1 PU3UKY, [T0B A3aHUX 13 3aCTOCYBAaHHAM LIBOI'0 JIIKAPCHKOI0

3aco0y. JlikapsM criif 3BiTyBaTH Ipo OyOb-AKy Iifm0o3py Ha mo0iyHi peaxiiil BiATIOBIgHO [0 BUMOT
3aKOHOJIaBCTBa.

Tepmin npudamHocmi. 3 POKU.

YMmoBH 30epiraHHsi.

30epiraTu B OpHUTiHANbHIN yIakoBIi mpu TeMmepatypi He Bute 30 °C.

30epiratu y HegOCTYIIHOMY OJIS1 OiTeU MiCIi.

YnakoBka.



[To 2 TabneTku y OmicTtepi; mo 1 abo mo 2 6icTepu y mayili 3 KapTOHY;

no 1 tabmetui y 6mictepi; mo 1 abo mo 2, abo 1o 4 6ricTepu y madili 3 KapTOHY.

Kareropis Bignycky.

3a peLemnToM.

BupoOOHHUK.
IIpAT «TexHOMOT».
Micue3HaxoIKeHHsI BHPOOHHKA Ta ajipeca Micus MpoBaIXKeHHS HOro Tis/IbHOCTI.

20300, YkpaiHa, Yepkacbka 00711., MicTo YMaHb, Bynuisg Ctapa npopi3Ha, OyguHOoK 8.



