IHCTPYKIIA

IJIsI MEJUYHOI 0 3aCTOCYBaHHS JIiKapChKOro 3aco0y

EPOTOH®

(EROTON)

CKkn1ao:
ditoua pevosuHa: sildenafil;
1 TabneTka MiCTUTE cunmeHadiny nuTpaTy y fo3ax, ekBiBajeHTHUX 50 Mr ab6o 100 Mr cunpgeHadiny;

0onoMidicHI peyosuHU: Kambllilo rimpodocdaT gurigpar, menono3a MiKpoOKpUCcTasliyHa, KOMOBIIOH,
KPEMHiI0 TiOKCUA KOloigHuY Oe3BOHUM, TalbK, MarHilo cCTeapaT, HaTpilo KpockKapMeso3a, KpoxMalib
KapTOIJISHUM.

JIikapcbka ¢opma. TabneTky.

OcHogHi ¢izuko-ximiyHi 81acmueocmi: TabneTku 6i0ro Koapopy, ABOOMYKII, mecTUrpanHi (hopmu
«HEXAGON»), 3 mo3Haukow «®» 3 000X OOKiB.

dapMakoTepaneBTHYHA rpyna. 3acobu, sSKi 3aCTOCOBYIOTh IIPU €PEKTUIIbHIN quCYHKITII.
Cunpenadin. Kog ATX G04B E03.

dapmakonoeiuHi e1acmueocmi.
®apmakoduHamika.

MexaniaMm pgii. CungeHadin € nepopaibHUM MIpenapaToM, 1[0 3aCTOCOBYIOTh OIS TiKyBaHHS MOPYLIEHb
epexiiii y 4onoBikiB. [Ipu ctaTreBoMy 30yAKeHHI IIpenapaT BifHOBIIOE 3HUXKEHY €PEKTUIIbHY QYHKIIiIO
IIJIAXOM [IOCUJIEHHS IPUTOKY KPOBI [0 IIeHica.

dizionoriyHuii MexaHi3M, 110 3yMOBIIIOE €PEKIIil0, BKIII0YaE BUBIIbHEHHS OKUCY a30Ty (NO) y
KaBEPHO3HUX Tijlax IIifl 4ac CTaTeBOro 30yIKeHHs. BUBITbHEHUY OKCUT @30Ty aKTUBYE GEPMEHT
ryaHiaTuKKIa3y, 0 CTUMYJIIOE MiABUIIEHHS PiBHA HUKIIIYHOTO T'yaHO3UHMOHOMoCchaTy (1I'M®), 110,
y CBOIO 4epry, CIpUYUHSE po3cnabaeHHs I1alKol MyCKyIaTypy KaBepPHO3HUX TiJl, CIPUSIOUN
IIPUTOKY KPOBI.

CunpeHadin € MOTyKHUM Ta CeJIeKTUBHUM iHTi6iTopoM I’ M®-cremudivnoi pochomiectepasu 5
(POEDS) y kaBepHO3HUX Tinax, e ®IIES Bipmosimae 3a po3nag ul MO. Edektu cunmenadiny Ha



epeKIriio MaloTh mepudepuyHuil xapakrep. CunneHadin He YUHUTL O€3MOCEPEIHBOI PETaKCyI0Yol il
Ha i3071bOBaHi KaBEePHO3Hi Tisla TIOAWHM, ajie TIOTYXKHO IOCUITIOE po3ciabmioouy fito NO Ha many
TKaHuHy. [Ipu akTuBanii Metaboniynoro usaxy NO/uI'MO®, mo BifOyBaeThCs Ipu CTaTeBIiN
ctuMynsii, inribyBanus cungeHadinom ®IES npu3BoguTh O0 MigBUllleHHS PiBHS I MO y
KaBEePHO3HUX Tinax. TaKUM YUHOM, IJIs TOTO, 100 cungeHadin cupuyuHsaB IOTPiOHUN
(dapmakosoriuaui eekT, HeoOXifnHe cTaTeBe 30yIKEHHS.

Brnnus Ha dapMakoguHaMiky. [JOCTiAKEHHS in Vitro IpOAeMOHCTPYBaJH, 110 CUIAeHadin €
cenektuBHUM mmopo ®IES, sika Oepe akKTUBHY y4acTh y Ipolieci epekiril. Bnnus cungenadiny Ha

ONIES moTtyxHimui, Hixk Ha iHmi BigoMi ¢pocdomiectepasu. et edpekT y 10 pa3iB noTyXKHimmu, Hixk
edexT BnuBy Ha ®IIEG, 1mo Gepe ydacTs y mporecax GoTornepeTBopeHHd y ciTKiBui. [Tpu
3aCTOCYBaHHI MaKCUMaJIbHUX PeKOMEHIOBaHUX A03 CEJIEKTUBHICTh cunpgeHadiny mogo O®IES y

80 pagiB nepesuiye ioro cenektuBHicTh oo ®IE1, y 700 pasis Buiia, HixX mopo ®IIE2, ®IIE3,
®IE4, ®OE7, ®JES, ®IE9, ®IE10 Ta ®IIE11. 30KpeMa, CeneKTUBHICTh cunaeHadiny mono OIIES y
4000 pasiB nepeBuIye 10ro cenekKTuBHicTh momo ®IE3 - HAM®-cnenudiuHoi izodopmu
docdomiecTepasu, 110 6epe y9acTh y Perysiiii cepiieBol CKOPOTIUBOCTI.

dapmakokiHemuka.

A6copbuisa. CunpeHadin mBugko abcopOyeThcs. MaKCcHMallbHi 11a3MOBi KOHIIEHTpAIlil IpenapaTy
nocsaramTbes npoTaroM 30-120 xBunuH (i3 Mefianoio 60 XBUIKMH) HiCISI WOTO ITEPOPaIbHOTO0
3acTocyBaHHS HaTie. CepenHs a0comoTHA 6i0OCTYMHICTD IiC/Is TepopasbHOI0 3aCTOCYBAHHS
cTaHOBUTH 41 % (3 miama30HOM 3Ha4eHb Bif 25 70 63 %). Y peKoMeHoBaHOMY fiana3oHi 703 (Big 25
no 100 mr) noka3uuku AUC ta C,,, cungeHadiny micis ©oro nepopajbHOro 3aCTOCYBaHHS
MiABULIYIOTHCA IPOIOPLINHO IO AO3HU.

[Tpu 3acTocyBaHHi cungeHadiny mig 4ac IpuioMy 1Ki CTymiHb abcopOilil 3HUKYETHCS i3 cepefHIM
mofoBXeHHIM T, 0 60 XxBUNMH i cepegHim 3HUKeHHAM C,_ .. Ha 29 %.

Po3nopin. Cepennilt piBHOBaxkHUM 00’'eM po3mnoniny (V,) ctanoBuThk 105 iTpiB, 110 CBiAYUTE PO
PO3IMOMiN MpenapaTy y TKaHWHaX opraHi3my. ITic/is ogHOKPaATHOIO IIepopaibHOTO 3aCTOCYBaHHS
cunpeHadiny B go3i 100 Mr cepenHsl MakcuMaJsibHa 3arajibHa IJla3MOBa KOHIIEHTpalisd cungeHadiny
CTaHOBUTH Mpubau3H0 440 Hr/Mn (KoedimieHT Bapialii ctaHoBUTh 40 %). OCKinbKY 3B’ I3yBaHHS
cunpeHadiny ta #oro ronoBHOro N-gecMeTun-metaboniTy 3 6inkamu mina3mu gocsrae 96 %, cepemgus
MaKCuMaJibHa I1J1a3MOBa KOHIIeHTpallid BibHOT0 cunaeHadiny pocsarae 18 ur/mn (38 amons). CTymiHb
3B’A3yBaHH4A 3 OiTKaMu IIJTa3MU KPOBi He 3a/Ie’KUTh Bifl 3aralbHUX KOHLEHTPAIlil cunaeHadiny.

Y 3mopoBux H0OGPOBOJIBILIB, SKi 3aCTOCOBYBaJU cuigeHadin ogHoKpaTHo y 7o3i 100 Mr, uepes
90 xBunuH B edkynATi Bu3Hadanocs Menie 0,0002 % (y cepenaboMy 188 HT) 3acTOCOBaHOI LO3H.

BiorpancdopmMmariiis. Metabomni3M cungeHadiny 3giliCHIOEThCS TOIOBHUM YMHOM 3 y4acCTIO
MikpocoManbHuX i30hepmenTiB medinku CYP3A4 (romoBuuit nuisix) Ta CYP2C9 (OpyropsmHuy MIsx).
[o/TOBHUY IUPKYITIOIYNNA MeTa00IiT yTBOPIOETHCS IIUISIXOM N-IeMeTH/II0BaHHS culgeHadiny.
CenekTuBHicTh MeTabomiTy BitHocHo ®JIES mopiBHsAHHA 3 CEJIEKTUBHICTIO cueHadiny, a akTUBHICTh
MeTabomiTy BigHocHO ®IES cTaHOBUTH MpubIu3HO 50 % aKTUBHOCTI II0YAaTKOBOI PEYOBUHH.
[Tna3MoBi KOHIIEHTPAIlil IIbOr0 MeTaboIiTy CTaHOBIAThL MPubIU3HO 40 % KOHILeHTpallil cunmeHadiny
y mna3Mi KpoBi. N-meMeTunboBaHUM MeTabOoJIIT 3a3Ha€E MofanbiuIoro Metabomiamy, a nepiog #oro
HaliBBUBEEHHS CTAHOBUTH MPUONIU3HO 4 TOOUHU.

EniMiHaris. 3aranpHuN KilipeHC cunmeHadiny ctaHoBUTh 41 71/rof, 3yMOBIIIOI0YY TIEPiof HOTO
HaliBBUBEOEHHS TPUBAJIICTIO 3-5 FOOUH. fK MiC/IA NepopaabHOro, Tak i Mic/is BHYTPILIHBOBEHHOT O
3aCTOCYBaHHS €KCKpellis cunmeHadiny y BUTsai MeTa0oiTiB 3OiliCHIOETHCS TOJIOBHUM YUHOM i3



KanoM (mpubnu3uo 80 % 3acToCOBaHOI EPOPAJIBHOL 03H) Ta MEHIIIOI0 MipoI0 3 ceueto (IpubIu3HO
13 % 3acTocoBaHOI ITepoOpaIbHOI HO3HU).

dapmakokiHemuka 8 ocob.usux 2pyn navieHmis.

[NalieHTH MITHBHOTO BiKY. Y 3[M0POBUX HOOPOBOJIBIIIB JIITHLOTO BiKy (BiKOM Bif 65 POKiB) Bii3Hayanocs
3HUXKEHHS KITipeHCy cuiimeHadiny, 1o 3yMOBJIIOBAIO MiIBUIIIEHHS 111a3MOBUX KOHIIEHTPAIIiN
cunpeHadiny Ta #oro akTUBHOTO N-IeMeTHIbOBaHOTO MeTabomiTy mpubnu3uo Ha 90 % mopiBHSAHO 3
BiATIOBiTHMMM KOHIIEHTPALIsIMU Y 3[0POBUX MOGPOBOJIBIIIB MOJIOANIOTO BiKy (18-45 pokiB). V 3B’sI3Ky 3
BiKOBUMM BiIMiHHOCTSIMHU y 3B’SI3yBaHHi 3 OiTkaMu IIJla3Mu KPOBI BifiTIOBigHE MigBUINEHHS II71Ta3MOBOI
KOHIIeHTpallil BinbHOTO cunpeHadiny ctaHoBumao npubnusso 40 %.

HupkoBa HegocTaTHiCTh. Y 10OPOBOIBIIIB i3 mOpyIIeHHAMYU GYHKIIII HUPOK JIETKOTO Ta ITOMipHOTO
ctyneHs (kiaipeHc KpeatuHiny 30-80 mi/xB) hapMakoKiHeTHKa cunfeHadiny 3anuianacs
HEe3MiHeHOI0 IiC/Is M0T0 OQHOKPATHOT0 ITepopaibHOro 3acTocyBaHHs v 0o3i 50 mr. Cepenui AUC Ta
Conax N-IeMeTHIE0BAaHOT0 META0O0TITY MigBUIYBaIUCS Ha MakcuMyM 126 % Ta MmakcumyMm 73 %
BifITIOBigHO TTOPIBHSHO 3 TAaKMMU ITOKa3HUKaMHU y TOOPOBOJIBIIIB TAKOTO X BiKy 0€3 mopyieHb QyHKIIii
HUpPOK. OflHaK Yepe3 BUCOKY iHAMBiAyaslbHY BapiabeNlbHICTh 1Ii BiTMiHHOCTI He OyJIM CTaTUCTAYHO
3HAYYLUIUMU. Y H0OPOBOJIBIIB i3 TAXKKUMHU MOPYIIEHHIMHU QYHKINI HUPOK (KJTipeHC KpeaTHHIHY HUKYe
30 mn/xB) KnipeHc cunaeHadiny 3HUXKYBaBCH, 110 Tpu3Boguio fo migsuilerHs AUC Tta C,,, B
cepenuboMy Ha 100 % Ta 88 % BifmoBigHO MOPiBHAHO i3 HOOPOBOIBIIIMU TAKOTO XK BiKy 6€3
nopyuieHs GyHKIiI HUpPoK. Kpim Toro, 3Hauenus AUC Ta C,,, N-meMeTuIb0BaHOT'0 MeTA0O0IITy
3Hauylle nigsuiyBanucsa Ha 79 % ta 200 % BignosigHO.

[TeyiHKOBA HEIOCTATHICTEL. Y JOOPOBOJIBINB i3 IMPO30M MEYiHKHU JIEerKOr0 Ta IOMIpHOT'O CTYIeHs
(xkmaciB A ta B 3a knacuodikaniero Yaunga — I1'10) KiipeHc cunpgeHadiny 3HUKYBaBCS, 110
npu3Bopuso o nippuiieHHs AUC (84 %) ta C,,,, (47 %) mopiBHSIHO 3 JOOPOBOIBIIMEU TaKOTO XK BiKy
6e3 nopy1eHs QyHKIIN nevinku. PapMakoKiHEeTHKA cuiImeHadiny y HmalieHTiB i3 MopyIeHHIMU
(GyHKIIIM eYiHKY TSIXKKOTO CTYIEHS He BUBYasacs.

Kniniuni xapakKTepuCTHKH.
Iloxka3zaHHA.

[IpenapaT peKOMeHAYETHCSA 3aCTOCOBYBATH YOJIOBIKaM 3 €PEKTUIbHOIO AUCHYHKINEIO, SKa
BM3HAYa€EThCS 9K HE3NATHICTh JOCATTH ab0 MiATpUMaTH epeKIliio CTaTeBOro 4jieHa, HeoOXigHy At
YCHIIITHOTO CTAaTEBOTO aKTy.

Inst ebeKTUBHOI Ail mpenapaTy HeoOxXimHe cTaTeBe 30yIXKEHHS.

IIpomunoka3aHHA.
- [linBumeHa 4yTNuBIiCTL [0 cunpeHadiny abo Oyab-KO01 3 OTIOMiXKHUX PEUOBHH JIiIKapChKOT0 3aco0y.

- OmHOYaCHe 3aCTOCYBaHHS i3 JOHOPAMHU OKCHU[Y a30Ty (TaKUMU K aMinHITPUT) abo HiTpataMu y
Oyob-gKit hopMi — cunpmeHadin Ma€ BIJIMB Ha MINISIXU MeTa00Ji3My OKCUAY a30Ty/ IUKITiYHOTO
ryaHo3uHMoHodochaty (uI'M®P) Ta MOTEHIIiI0€ TiMOTeH3UBHUYN e(hEeKT HiTpaTiB.

- OgHo4acHe 3acTtocyBaHHS iHribiTopiB O®IES (Y ToMy uuchi cungeHadiny) 3i cTUMyIgTOpaMu



TyaHINaTIUKIa3}u, TAKUMU SK PiOLUTyaT, IPOTUIIOKAa3aHe, OCKIJIbKY MOXKe IIPU3BECTH [0
CUMIITOMaTUYHOI TimoTeH3il (OuB. po3nin «B3aemopis 3 iHmMMMYU miKapchbkuMu 3acobaMu Ta iHII
BUIU B3aEMOIIN»).

- CtaHu, Ipu SIKUX CTaTeBa aKTHBHICTh € He0axKaHOIO (TSIXKKi CeplieBO-CYOMHHI PO3/IagH, TaKi K
HecTalOilbHa CTeHOKapHis abo ceplieBa HEIOCTATHICTD TSKKOTO CTYIIEHS).

- JlikapceKkuii 3aci6 mpoTunoKasaHui malieHTaM, SKi BTpaTUIM 3ip Ha OMHOMY OIli BHACIIOK
HeapTepianbHOI TePeHbOIl illIeMigYHO1 HeWPOIIaTil 30POBOT0 HEPBA, He3a/IekKHO Bifl TOTO, OB’ A3aHa
1151 TTIATOJIOTis i3 monepenHiM 3acTocyBaHHAM iHribiTopis ®IES yu Hi.

- HasiBHiCTh TaKMX 3aXBOPIOBaHb, K MOPYIIeHHS QYHKII IeYiHKY TSIXKKOr0 CTYIEHs, apTepiaabHa
rinoTeHsis (apTepianbHuii TUCK HUXKYe 90/50 MM PT. CT.), HEIllOlaBHO ITepeHeCceHu iHCYIbT abo
iH(apKT MioKapga Ta CagKoBi lereHepaTUBHI 3aXBOPIOBAaHHS CiTKIBKM, TakKi SIK MIrMEHTHUYN PETUHIT
(Taki maIfieHTH MOXYTh MaTH TeHETHYHi po3nanu ¢ochomiecTepas CiTKiBKU), — Oe3meka
cunpeHadiny He OOCHigXKyBaacs y TaKUX Migrpynax Mali€HTiB.

B3aemodisa 3 iHnwumu nikapcbkumu 3acoéamu ma iHwi eudu e3aemodiii.
Bnaue iHwux aikapcvkux 3acobie Ha cuadeHain.

[ocnimxeHHd in vitro. Metaboni3m cunpeHadiny BinOyBa€eThCS IepeBaxHO 3 y4acTio i3opopmu 3A4
(romoBHuMit mIsIX) Ta i3odopmu 2C9 (mpyropspuuit nuisx) uutoxpomy P450 (CYP). Tomy iuri6iTopu
X i30(hepMEeHTIB MOXKYTh 3HUKYBATH KIIipeHC cungeHadiny, a iHIyKTOpH X i30(0epMEeHTiB MOXKYTh
MigBUILIYBATH KIIipeHC cuipeHadimy.

HocmimxeHHd in vivo. Tlonynaninaui papMaKOKiHETUYHUY aHai3 JaHUX KITIHIYHUX JOCTiAXKeEeHb
IIPOIEMOHCTPYBaB 3HUKEHHS KJIiPeHCY cuifeHadiny npu 10ro OMHOYaCHOMY 3aCTOCYBaHHI 3
inriitopamu CYP3A4 (TakuMM K KETOKOHA30JI, EPUTPOMIIINH, IIUMETUIKH). X04a IIPYU ONHOYACHOMY
3acTocyBaHHI cungeHadiny ta iHriditropis CYP3A4 3pocTaHHS 9acTOTH MOGIYHUX SBUIL He
CIIOCTEpITasnocs, Clif PO3TISHYTHA MOXKJIIMBICTh 3aCTOCYBaHHS II0YaTKOBOI 103U cUfeHadiny 25 Mr.

OpuouvacHe 3acTocyBaHHA iHTi6iTOpy BIJI-poTea3u puToHaBipy, AyKe NOTyxKHOTO iHTribiTopy P450, v
cTaHi piBHOBaxkHOI KoHIeHTpaIrii (500 mr 1 pa3 Ha moby) Ta cunmeHadiny (pa3oBa mo3a

100 mr) npusBogumo po migsuieHHs C,,. cungeHadiny Ha 300 % (y 4 pa3u) Ta HiABUIEHHS
nna3MoBoi AUC cunpenadiny Ha 1000 % (v 11 pasis). Yepe3 24 ropunu mi1a3MoBi piBHI cunpeHadiny
BCe Ile CTaHOBUIM Ipubnru3Ho 200 HI/MJI TOPiBHSAHO 3 PiBHEM NPUOIU3HO 5 HI/MJI, XapaKTEPHUM IS
3aCTOCyBaHHS cunfeHadiny 0KpeMo, Io BiAIoBifae 3HAYHOMY BILINBY PUTOHABIPY Ha IMMUPOKUI
crekTp cybcrpatiB P450. Cungernadin He BIrBae Ha papMaKOKiHETHKY PUTOHABIpy. 3 OTNISIAy Ha Ii
(hapMakKOKiHeTHYHI faHi OfHOYaCHe 3aCTOCYBaHHS CUIfeHadiy Ta pUTOHABIpYy He PeKOMEHIYEThCS
(ouB. po3min «Oco0IMBOCTI 3aCTOCYBaHHS»); ¥ OyOb-IKOMY BUIIAOKy MaKCUMaJjbHa [03a CUuIfeHadiny
3a XKogHUX 00CTaBUH He TIOBUHHA ITePEBUIIYBaTU 25 mr npoTsaroMm 48 ropus.

OpuoyacHe 3acTocyBaHH iHTi6iTOpy BIJI-mpoTea3u caksinaBipy, iHriditopy CYP3A4, y mosi, 1o
3abe3neuye piBHOBaXHY KoHIeHTpailiio (1200 Mr 3 pa3u Ha mo0y), Ta cunaenadiny (100 Mr pa3oBo)
IPU3BOAMIIO [0 migBuineHHs C,,, cunpeHadiny Ha 140 % Ta 36inbineHHs cucTeMHOl ekcno3utiii (AUC)
cunpgenadiny Ha 210 %. He BusiBneHo BIuUBY cuipgeHadiny Ha (hapMaKOKiHETHUKY CaKBiHaBipy (OUB.
po3min «Cmocib 3acTocyBaHHS Ta 0o3u»). [lepenbavaeTscs, mo Oinbil noTyxKHi iHridiTopu CYP3A4,
TakKi IK KeTOKOHA30JI Ta iTpaKOHa30J1, OyAyTh MaTu OinbIl BUPaXKeHU! BIIJIUB.

[Tpu 3actocyBaHHi cungeHadiny (100 Mr pa3oBo) Ta epUTPOMILIMHY, TOMipHOTO iHTibiToOpy CYP3A4, y



piBHOBaxkHOMY cTaHi (500 Mr 2 pa3u Ha foOy IPOTSIroM 5 OHIB) CIOCTEPiranocs MigBUIIEHHS
cuCcTeMHOI ekcro3utii cunageHadiny Ha 182 % (AUC). Y 3mopoBux m06pOBOIIBLIIB YOJIOBIiYO0i CTATi He
crocTepirasnocst BIuBy asutpoMinuny (500 mr Ha goOy mpotsirom 3 mi6) Ha AUC, C,.., Thwe
KOHCTaHTY IIBUAKOCTI eJliMiHaIlil Ta OofaIbIInuy ITepiof HalliBBUBEOeHHS cuigeHadiny ado ioro
T'OJIOBHOTO ITPKYJTI0I04oro Metabonity. Llumetunu (inribiTop muroxpomy P450 Ta HecmeuudiyHmi
inri6iTop CYP3A4) y no3si 800 Mr mpu ogHOYACHOMY 3aCTOCYBaHHi i3 cunpeHnadinom y nosi 50 mr y
3M0POBUX MOOPOBOJIBLIIB TPU3BOAUB M0 MiABUINEHHS I17Ia3MOBUX KOHIIEHTpalliX cungeHadiny Ha 56 %.

['peitndpyToBuii cik € cnabkum inribitopom CYP3A4 y CTiHII KUIIEUYHUKY i MOXKE CIPUUUHUTH
IIOMipHe IiABUINEHHS PiBHIB cuimeHadiny y maa3mi Kposi.

OpHOKpaTHe 3aCTOCYBaHHS aHTalUIB (MarHilo rigpoKCcuAy/ alaioMiHil0 TiTpOKCUAY) He BIJIMBAJIO Ha
6iomocTynHicTs cunmeHadiny.

Xoua mocmimxkeHb creludivyHol B3aeMOil 3 yciMa NTiKapChbKUMU 3aco0aMy He ITPOBOOUIOCS, 3a
OaHUMU MOMyISAMiMHOTO (hapMaKOKiHETUYHOTr0 aHalidy, papMaKOKiHETHKA CUNIfeHadiny He
3MiHIOBasiacsg IIpy M0ro 0OgHOYACHOMY 3aCTOCYBaHHI i3 NiKapchbKUMHU 3aco0aMu, 10 HalexkaThb [0
rpymnu inri6itTopis CYP2C9 (ton6yTtamin, Bapdapus, dbeHnitoin), rpynu inriditopis CYP2D6 (Takux sk
CEeNeKTUBHI iHTiGiTOPY 3BOPOTHOTO 3aXOIJIEHHS CEPOTOHIHY, TPULUUKITIYHI aHTUETIPECAHTH), TPYIIH
Tia3UOHUX Ta Tia3uOOMONiOHUX [iypPeTHKiB, IETIbOBUX Ta Kasii3bepirarounx miypeTHKiB, iHribiTopis
aHTi0TeH3UHIIEPEeTBOPIOBaIbHOTO (pepMeHTy (ATID), aHTAaroHiCTiB Kasbllito, aHTAaroHiCTiB P-
agpeHopelenTopiB abo iHAyKTOpiB MeTabonizmy CYP450 (Takux 5K pudamminuH, 6apbiTypaTh).

OpHOYacHe 3aCTOCYBaHHS aHTaroHicTa eHHoTeNiny 6oceHTany (moMipHuit inmykTop CYP3A4, CYP2C9
ta, MoxkJBo, CYP2C19) y piBHOBaxkHOMY cTaHi (125 Mr gBiui Ha m00y) Ta cungeHadiny y
piBHOBaxkHOMY cTaHi (80 mMr 3 pa3u Ha mo0y) npussogumno go 3uuxkenHs AUC ta C,,,, cungeHadiny Ha
62,6 % 1a 55,4 % BignoBigHO. TOMy OJHOYaCHe 3aCTOCYBaHHS TaKUX IIOTYyKHUX iHAYKTOPiB CYP3A4,
K pudaMITliH MOKe IPU3BOOUTHU [0 OilbIll BUPaXKeHOTr0 3HUKEeHHS KOHIIeHTpallil cungeHadiny B
IIJ1a3Mi KPOB.

Hikopanpun sBnsie co0oto ribpuj akTUBaTOpa KabIlieBUX KaHaliB Ta HiTpaTy. HiTpaTHUI KOMIOHEHT
3YMOBJIIOE MOXKJIUBICTh MOTO CEP03HOI B3aEMOAii 3 cungeHadinom.

Egexmu cundeHaginy Ha iHwi aikapcwuKi 3acobu.

[NocnimxeHHs in vitro. Cunneradin - cnabkui inriditop izodpopm 1A2, 2C9, 2C19, 2D6, 2E1 ta 3A4
muroxpomy P450 (IK;, > 150 mrMob). OCKiNbKY IMiKOBI 1J1a3MOBi KOHIIEHTpallil cungeHadiny
IOPiBHIOIOTh TPUOGIN3HO 1 MKMOJIb, BIIUB IIperapaTty Ha KJlipeHc cyOcTpaTiB uux i3opepMeHTIiB
MaJIOMMOBIpHUN.

BipcyTHi mani momo B3aemogii cunneHadiny Ta Takux HecrnenudiyHux iHri6iTOpiB hocdomiecTepasu,
SIK TeodisiH Ta OUIipuIaMoI.

HNocninxeHHs in vivo. OCKinbKY BifoMo, 110 cuifeHadin Mae BIIUB Ha MeTabo01i3M OKcuny a3oTy/
IIUKJTIYHOT0 TyaHo3uHMOHOMochaTy (uI'M®), 6yno BcTaHOBIEHO, 10 cuiigeHadin IOTeHIliI0e
TiOTeH3UBHY [Iil0 HiTpaTiB, TOMy 0OT0 OQHOYACHE 3aCTOCYBaHHS 3 IOHOPaAMH OKCHOY a30Ty abo 3
HiTpaTtamu y Oynb-sKiit popMi mpoTunokasane (AuB. po3min «[IpoTUoKasaHHI»).

Piomuryart. [loKmiHiuHI JOCTiAXKEHHS NPOAEMOHCTPYBaId afUTUBHUYN CUCTEMHUN e(eKT 3HUKEHHS
apTepianbHOTO TUCKY, IPU OOHOYACHOMY 3acTocyBaHHi iHribiTopiBs ®IIES 3 pionuryatom. Kriniusi
OOCIiIKEeHHST TPOIeMOHCTPYBAJIH, 1110 PiOLUTyaT IOCUIIOE TiTOTeH3UBHY Hito iuribiTopis ®IES. ¥
nalieHTiB, SKi 6paay y4acTh y JOCTiAXKEHH]I He CIIOCTePirasoch MO3UTUBHOTO KITiHIYHOTO e(deKTy Bif



OJHOYACHOT0 3acTocyBaHHS iHTi0OiTOpiB ®IIES 3 pionuryatoM. [IpoTunokasaHe ogHOYacHE
3aCTOCyBaHHS piouuryarty 3 iHribiTopamu ®JIES5 (y Tomy yucsi cunpeHadinoM) (qus. po3min
«IIpoTunoKa3aHHg»).

OmHOYacHe 3aCTOCYyBaHHS cufeHadiny Ta 6710KaTopiB a-afipeHOPEelenTOPiB MOXKe IIPU3BECTH 10
PO3BUTKY CHMIITOMATUYHOI apTepiasibHOI TiM0oTeH3il y JesIKUX CXUJIBHUX OO0 IIbOT0 Malli€eHTiB. Taka
peakilig HalJacTile BUHMKaa IPOTAroM 4 TOAMH IiC/IsA 3aCTOCyBaHHA CUNgeHadiny (IUB. po3min
«Crmocib 3acTocyBaHHs Ta 0o3u» Ta «OcoONMMBOCTI 3aCTOCYBaHHA»). Y XOMi JOCTiXKeHb crienudigHol
B3a€EMOMII TiKapCchKUX 3ac00iB 6II0KATOP O-agpPEeHOPEIENTOPiB TOKCAa303uH (4 Mr Ta 8 MT) Ta
cunpesadin (25 mr, 50 mr Ta 100 Mr) 3acTOCOBYBaIu OJHOYACHO MAlliEHTaM i3 HOOPOSKiCHO0
rinepmnmnasieio mepeaMixypoBoi 3am103u, cTabinisamis crany skux Oyiaa JOCATHYTa IPU 3aCTOCYBaHHi
IO0KCA303uHY. Y IIUX IOMYJIALIAX CIOCTEPIrasocs cepefHe NONaTKOBE 3HMXKEHHS apTepiabHOI0
TUCKY y IIOJIOKEHH] jiexkauu Ha 7/7 MM PT. CT., 9/5 MM pT. CT. Ta 8/4 MM PT. CT. i CeEpefHE 3HUKEHHS
apTepiasbHOTO TUCKY Yy MOJIOKEHHI CTosi4uM Ha 6/6 MM pT. cT., 11/4 MM pT. CT., 4/5 MM PT. CT.
BigmoBigHO. ITpu ofHOYACHOMY 3aCTOCYBaHHI cunmeHadiny Ta OKCa303UHY Y MallieHTiB, cTabimi3allis
CTaHy SKuX OyJla MOCATHYTa IIPH 3aCTOCYBaHHI HOKCA303UHY, iHOMI MTOBiqOMIISITIOCS ITPO PO3BUTOK
CUMIITOMATUYHOI OPTOCTATUYHOI TiMOTeH3il. Y IMX MOBiIOMIEHHSX WIIJIOCS PO BUMAKU
3aaMOpPOYEeHHS Ta CTaH Iepeq HeIPUTOMHICTIO, ajle 663 CHHKOIIe.

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

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

Cunpenadin (50 Mr) He MOTEHII0BAaB TiIIOTEH3UBHY [Iil0 aJIKOTOJII0 ¥ 3MOPOBUX NOOPOBOIIBIIIB ITpU
CepenHiX MaKCUMaJIbHUX PiBHAX €TaHOJy KpoBi 80 mr/mji.

Y namieHTiB, sIKi 3aCTOCOBYBaJIX CUIfeHadis, He CIIOCTepiranocs KONHUX BiIMiHHOCTEH ITPOQiIio
no0iyHMX epeKTiB MOPIBHSAHO 3 IJanebo Ipu 0gHOYAaCHOMY 3aCTOCYBaHHI TaKuX KjlaciB
TinOTEeH3WBHUX JTIKapChKUX 3aC00iB, IK AiypeTukH, 6710KaTOpHU B-agpeHopelenTopis, iHriditopu AIID,
aHTarOHICTH aHTioTeH3uHY II, aHTUTiTepTeH3UBHI JTiKapChKi 3aco0U (CyIMHOPO3UINPIOBAJIbHI Ta
IIeHTPAJIbHOI [ii), 6JT0KaTOpH afpeHepriYyHuX HEeHPOHiB, 67I0KAaTOPHU KaJIbI[iEBUX KaHAIB Ta 6710KaTOpU
O-aPeHOPENENnTOopiB. Y ClelialbHOMY OOCHiAXKEeHH]I B3aEMOZIi]l TPY OMHOYAaCHOMY 3aCTOCYBaHHI
cungeradiny (100 mMr) Ta aMIOguUIIiHY MTaIliEHTaM 3 apTepialbHOIO TillepPTEH3i€I0 CIIOCTepiranocs
NOOAaTKOBE 3HUKEHHS CHCTOJIIYHOTO apTepialbHOTO TUCKY B IIOJI0KEHHI J1eKadyu Ha 8 MM PT. CT.
BipgnoBigHe 3HUXKEHHS AiaCTOJIIYHOT0 apTepiaJbHOTO TUCKY CTaHOBUJIO 7 MM PT.CT. 3@ BEIMYUHOIO i
MIOATKOBI 3HUXKEHHS apTepianbHOr0 TUCKY OyNM MOPIBHIHHUMMY i3 TUMH, III0 CIIOCTEPIraaucs mnpu
3aCTOCYBaHHI nuine cungeHadiny y 3mopoBux 0oOPOBOIBINB (OUB. po3min «®apMakonoriuHi
BJIQCTHUBOCTI»).

Takox momaBaHHS Pa30Boi J03u cuimeHadiny mo cakyOiTpuIy/BasicapTaHy y Malli€eHTiB 3
apTepianbHOIO TiepTeH3i€lo B cTabimbHOMY CTaHi 6yI10 IIOB’s13aHO 31 3HAYHO OibIIMM 3HUKEHHSIM
apTepianbHOTO TUCKY IMOPIBHSHO i3 3aCTOCYBaHHSIM CaKyOiTpuiy/BancapTaHy oKpeMo. ToMy crif 3
00epexkHiCTI0O PO3MOYNHATH 3aCTOCYBaHHS CUIfeHadimy malieHTaMm, siKi OTpUMYIOTh
cakyOiTpu/BancapTaH.

Cunpenadin y mo3i 100 Mr He BIJIMBaB Ha (papMaKOKiHETHYHI MOKa3HUKY iHTibiTOpiB BIJI-npoTeasu,
CakBiHaBipy Ta puTOHaBIpy, 110 € cyocTpaTamu CYP3A4.

Y 3mopoBux H06POBOJIBIIB YOJIOBiYOI CTaTi 3aCTOCYBaHHS cunfgeHadiny y piBHOBaKHOMY cTaHi (80 Mr
3 pa3u Ha mo0y) npusBomwio mo migBumnenHs AUC ta C,,, 6ocenTany (125 mr 2 pa3u Ha go0y) Ha



49,8 % 42 % BinmmoBimHO.

Oco06.1ueocmi 3acmocyeaHHsi.

ITo mouaTKy Teparii ciif 3i0paTu MegU4YHWI aHaMHE3 ITallieHTa Ta TPOBECTH (i3uKalIbHe
00CTexXeHHS [Is HiaTHOCTUKU €PEeKTHIbHOI TUCOYHKIIII Ta BUSHAYEHHS 1I MOXKJIMBUX IIPUYHUH.

daxmopu pusuky cepueso-cyOUHHUX 3ax80pt08aHb. OCKITbKM CTaTeEBA aKTUBHICTh CYIIPOBOIKYETHCS
TIEBHUM CEPILIEBUM PU3UKOM, IO MTOYATKY OyIb-IKOT0 JTiKyBaHHS €PEeKTHUIIbHOI AUCOYHKIII TiKap Ma€e
OILIIHUTH CTaH CEpLEeBO-CyIUHHOI CUCTEMH MallieHTa. CungeHadin YUHUTL CyIUHOPOIIINPIOBAIbHY
MIi0, 110 IIPOSIBISETHCS JIETKUM Ta KOPOTKOYAaCHUM 3HUKEHHSIM apTepiaJbHOI0 TUCKY (OUB. PO3MAiN
«QapmakoauHaMika»). [Jo Ipu3HaueHHS cuifeHadiny jikap Ma€e peTelbHO 3BaXKUTH, YU MOXKe TaKUi
e(eKT HeCTIPUSTINBO BIIMBATH Ha IAIli€HTIB i3 MEBHUMHU OCHOBHHMHU 3aXBOPIOBAHHSIMHU, OCOOIUBO Y
KoMOiHallil 3i cTaTeBOI0 aKTHUBHICTIO. [0 Malli€eHTiB i3 MigBUIIEHOI0 YYTIUBICTIO 10 BAa30JUIaTATOPIB
HaJieXkaTh MallieHTH 3 0OCTPYKIIi€l0 BUBIIHOTO TPAKTY JIiBOr'0 UIIYHOYKA (HAIIPHUKAL, CTEHO3 a0PTH,
rineprpodiyHa 06CTPYKTUBHA KapaiomiomnaTis) abo malieHTH 3 PifKiCHUM CUHAPOMOM
MYJIbTUCUCTEMHOI aTpodil, OqHUM 3 IIPOSIBiB SIKOI € TSIKKe IOPYIIeHHS perysllii apTepiaabHOTO
TUCKY 3 00Ky BereTaTUBHOI HEPBOBOI CUCTEMHU.

[TpemapaT MOTEHIIIIOE TiMOTEeH3UBHUY e(EKT HiTpaTiB (OUB. po3min «IIpoTHUIIOKa3aHHS»).

Y nmocTMapKeTHHTOBOMY IIE€Piofii TOBIMOMIISIIIOCS PO TSIKKi mo6iuHi peakiril 3 60Ky cepiieBo-CyIUHHOI
CHCTeMHU, BK/TI0Ualouu iHdapKT MioKapaa, HecTabiIbHYy CTeHOKapPZilo, paliTOBY CEepPLieBY CMEPTh,
IIJTYHOYKOBY apUTMii0, lepeOpoBacKyIsipHi KPOBOBUJIMBY, TPAH3UTOPHY illIeMiYHY aTaky,
apTepianbHy TiepTeH3ilo Ta apTepianbHy TilTOTeH3io, 0 3a YacoM 30iramucs i3 3aCTOCyBaHHSIM
cunpeHadiny. Y 6inbpiocTi namieHTiB icHyBanu GpakTopu pU3UKY CEPIEBO-CYAUHHUX 3aXBOPIOBAHb.
Bararo Takux mo6iuHUX peakiiit criocTepiranocs mig yac abo ofpa3sy Iiciisg CTaTeBOT0 aKTy i JuIie
KiJlbKa Tpamnuocs HeBAOB3i Micyig 3aCTOCyBaHHS cuifeHadiny 6e3 ctaTeBoi akTUBHOCTI. ToMy
HEMOKJIMBO BU3HAUYUTH, YH II0B 3aHKY PO3BUTOK TaKUX MOOIYHUX peakiliii 6e3mocepenHbo 3
(daxTopaMu pU3UKY, UM IX PO3BUTOK 3YMOBJIEHUH iHIMMMYU YUHHUKAMHU.

ITpianiam. 3acobu Ojisi NMiKyBaHHS €PEeKTUIIbHOI AUCPYHKIII, ¥ ToMy 9ucii i cunpmenadin, ciin
Ipu3HayvaTy 3 00epeXHiCTIO MallieHTaM 3 aHaTOMIYHUMU JedopMallisiMu TeHica (TaKuMH K
aHTYJIALis, KaBepHO3HuM (ibpo3 abo xBopoba Ileliponi) Ta mallieHTaM 3i cTaHaMH, 1110 CIIPUSIIOThH
PO3BUTKY IIpiamniaMy (TaKMMH K CepIONOAiOHOKITITHHHA aHeMist, MHOXKMHHA MierioMa abo nerKkeMis).

[Ticns Buxomy cunpeHadiny Ha pUHOK MOBIIOMJISIIIOCS IPO BUIAAKU ITOJOBXKEHOI €PEKIIil Ta
mpiami3my. fAKIIO epeKlis TpuBae HoBlle 4 FOANH, MalliEHTaM CJIiff HeraiiHO 3BEPHYTUCS 3a
MEeAVYHOI0 AOIOMOT00. Y pa3i BiACYyTHOCTI HerauHoro JIiKyBaHHS IIpialli3M MoxXe IIPU3BECTHU [0
MIOIIKOMKEHHS TKaHUH IeHica Ta [0 CTiMKOi BTpaTH MOTEHIIil.

OodHouacHe 3acmocy8aHHA 3 iHwumu iHeibimopamu ®JES5 abo iHwumu npenapamamu 044 AiKYBaAHHSA
epekmusabHoi ducyHkuii. be3neky Ta eeKTUBHICTh OHOYACHOTO 3aCTOCYBaHHA cunmeHadiny 3
inmumu inriditopamu ®IES abo iHmmMy npeniapaTaMu [AJig JIiKyBaHHS TiepTeH3il 1ereHesol
apTepii, o MicTaTh cunpgeHadin (Hanpukinang «PeBalrio»), 4u 3 iHIIMMY IIpenapaTaMu OIS TiKyBaHHS
epeKTunIbHOI fuc(hyHKIIil He BUBYamu. TOMy 3aCTOCyBaHHS TakKUX KOMOiHallili He peKOMeHIOBaHe.

Bnaue Ha 3ip. Hagxonunu CIOHTaHHI IOBIIOMIEHHS IIPO BUHUKHEHHS NedeKTiB 30py npu
3acToCyBaHHI cunpeHadiny Ta inmux inribiropis ®IES5 (muB. po3pin «IIo6iynHi peakii»). 3i
CIIOHTAHHUX ITOBiIOMJIEHD Ta HATISMOBOTO MOCTiIXKEHHS BiIOMO ITPO BUIMAOKU PifKiCHOI
HeapTepiarbHOI IepeHbOI illleMigHOl HeBpoIaTil 30p0BOT0 HEPBA, ITOB’I3aH0] i3 3aCTOCYBaHHIM



cungenadiny ta inmmx inriditopis ®IES (muB. po3min «ITobiuHi peaknii»). [TamieHTiB ciig
MIOTIEPEUTH, LI0 ¥ Pa3i parnToBOro MOPYIIEHHS 30py 3aCTOCOBYBaHHS CUNIAeHA]INy CIig IPUNUHUTH
Ta HEralHO 3BePHYTUCS A0 Jikaps (ouB. po3ain «IIpoTunoka3aHHsg»).

O0HouacHe 3acmocy8aHHA 3 pumoHasipom. OfHOYaCHe 3aCTOCYBaHHS cunfeHadiny Ta puTOHaBipy
He PeKOMEHIYEThCS (OuB. po3min «B3aemogmis 3 iHIIUMY JTiKapCbKUMHU 3aco0aMu Ta iHI BUOU
B3aEMOMIN»).

OdHouacHe 3acmocysaHHA 3 baokamopamu a-adpeHopeuenmopieg. I1alieHTaM, SKi 3aCTOCOBYIOTh
6110KaTOPU (-adPEHOPEIENITOPIB, 3aCTOCOBYBATHU CUeHadin ciig 3 00epexkHiCTI0, OCKITbKY TaKa
KoMOiHalliss MoXke IPU3BECTH 00 CUMIITOMATHYHOI apTepialbHOI TiNoTeH3il ¥ AeIKUX CXUTTbHUX [0
IIbOTO0 THalfieHTiB. CUMIITOMaTAYHa apTepiajibHa TinoTeH3id 3a3BU4all BUHUKAE MPOTATOM 4 TOOuH
icys 3aCTOCYBaHHA CuIfeHadiny. 3 MeTo MiHiMi3alll pu3uKy PO3BUTKY IIOCTypPaIbHOIL TiMOTEH3il y
TaLliEHTIB, SIKi 3aCTOCOBYIOTEH 6JI0KATOPU X-alpEHOPELeNTOpPiB, IXHil cTaH moTpibHO cTabinizyBaTu 3a
IOIIOMOT 00 6JI0KaTOPiB (-aipeHOPEeenTOPIB 10 ITOYaTKy 3aCTOCOBYBaHHS cunmeHadiny. Takox cmin
PO3TISHYTU MOKJIMBICTH 3aCTOCYBaHHS ITOYaTKOBOI 03U 25 MT (OuB. po3min «Crocib 3acTocyBaHHS
Ta go3u»). Kpim Toro, ciig npoindopMyBaTy malieHTiB, K OiiTU V¥ pa3i MOSBU CUMIITOMIB
OPTOCTAaTUYHOI TiMmoTeH3il.

Bnaue Ha kposomeui. [JoCHifKeHHS TPOMOOIUTIB TIOAAHU TPOAEMOHCTPYBaIH, 110 in Vitro
cunpeHadin NOTeHII0e aHTHarperaliiiHi eekTn HaTpito HiTponpycuny. Hemae xxonHol iHdopmaii
momo 6e3meKy 3aCTOCYBAHHS CHImeHadiny malieHTaMm i3 mopyueHHsIMKU 3rOPTaHHSI KPoBi abo
TOCTPOIO IENTUYHOI0 BUPa3Koi0. TakKMM YHHOM, 3aCTOCYBaHHA CUNAeHadiny malieHTaMu i€l Tpynu
MOXKJIMBE JIMIIIE TTiCJIS PETEIbHOI OIHKY CIIiBBiTHONIEHHS KOPUCTi Ta PU3UKIB.

[Ticns 3actocyBanHs mo3u 100 Mr 3opoBUM HOOPOBOJIBILISIM He CIIOCTEPIranaocs BIJIMBY Ha
MOpPdOJIOTii0 YK PYXOMiCTh CIIepMaTo30ifiB (AuB. po3nin «PapMaKoguHaMika»).

Bmpama cayxy. JlikapsiM citif IOpafuTH MallieHTaM IPUIUHUTYA 3aCTOCyBaHHs iHribiTopis ®IIES,
BKJIIOHAIOYH I1e#l JTiKapChKUM 3acib, Ta HerailHO 3BepPHYTHUCS 3a MEIUYHOTO0 JOTIOMOI0I0 y BUIIagKax
PaIToBOTO 3HUKEHHS YU BTPATH CyXy. IIpo 1Ii sSBUIlla, 1[0 TaKOK MOXKYTh CYIIPOBOMXKYBaTHUCS
I3BOHOM Y ByXaX Ta 3allaMOPOYEeHHSIM, MOBIAOMIISIOCS 3 acollialli€l0 ¥ Jyaci i3 3aCTOCYyBaHHAM
inri6iTopis ®IIE5, BKtovatouu cungeHadin. BusHayuTH, uu 1i ABUIA IPSMO 0B’ g3aHi i3
3acTtocyBaHHSIM iHTiOiTOpiB ®IEDS, un 3 iHmIUMYU paKTOpaMu, HEMOXKJIIHBO.

O0HouacHe 3acmocy8aHHA 13 2inomeH3u8HUMU npenapamamu. IlpenapaT YUHUTH CUCTEMHY
CyIVHOPO3IIUPIOBAJILHY [Iil0 Ta MOXKe Hafalli 3HUKYBaTU apTepiaJlbHUY TUCK Y MALi€HTIB, AKi
3aCTOCOBYIOTH TiIIOTEH3UBHI JTiKapChKi 3aco0u. Y 0KpeMoMy [OCIiIKeHHi JIikapChbKoi B3aEMO[Iii ITpu
OJHOYaCHOMY 3acToCcyBaHHi amnopuminy (5 Mr abo 10 Mr) Ta cunpenadiny (100 Mr) nepopaibHO
CIIOCTepiranocs cepegHe OOAaTKOBE 3HUKEHHS CUCTOJIIYHOIO TUCKY Ha 8 MM pT. CT. Ta
OiacTONMIYHOTO - Ha 7 MM PT. CT.

3axeoprBaHHA, W0 Nepeddarmucsa cmamesum WaAAxXoM. 3aCTOCYBaHHS cunfeHadiny He 3axXulllae Bif
3aXBOPIOBaHb, 1110 ITepefaloThCsa CTaTeBUM LIIgXoM. CIlif IPOiHCTPYKTYBaTHU MallieHTiB 00
HeoOXigHUX 3aco0iB AJIsT 3aXUCTY Bifl 3aXBOPIOBaHb, 110 IEPENAIOTHCS CTATEBUM IIUISIXOM, BKITIOYAIOUHN
BipyC iMyHOmeQIIUTY TIONUHH.

3acmocysaHHA y nepiod sazimHocmi abo 200y8aHHs 2pydoto.

Jlikapcekuii 3aci0 He pH3HaYeHU 711 3aCTOCYBaHHS XKiHKaM.



30amuicmb 8niusamu Ha weudKicmbe peakyii npu KepysaHHi aBmompaHcnopmom abo iHwumu
MexaHiamamu.

EpoToH® M0OXKe MaTy He3HAYHHWY BIJIUB Ha KEPYBaHHS aBTOTPAHCIIOPTOM abo0 iHIIMMHU MeXaHi3MaMH.

HocmimKeHb BIIUBY IIpeNapaTy Ha 30aTHICTh KePyBaTU TPAHCIIOPTHUMH 3aco0aMu Ta IIpalloBaTH 3
IHIMMMU MexaHi3MaMu He npoBoauau. OCKIIbKY Y X0l KJIIHIYHUX OOCTIIXKEeHb 3aCTOCYBaHHSI
cungeHadiny moBigoMIIsAIOCS PO BUMAOKU 3allaMOPOYEHHS Ta IOPYIIEHHS 3 00Ky OpraHiB 30py,
mepeq TUM SIK CifaTH 3a KepMO TPAHCIOPTHOr0 3aco0y abo mpaloBaTH 3 MexaHi3MaMH, MallieHTaM
HeoOXiIHO 3’sicyBaTH, SIKOIO € IXHS iHOMBigyalbHa peakllis Ha 3aCTOCYBaHHS IIperapary.

Cnoci6 3acmocyeaHHsi ma do3u.
[Tpenapat 3aCTOCOBYBATH II€POPAJIBHO.

Ilopocai. PekoMeHOBaHa J03a IIpernapaTy CTaHOBUTL 50 MT, 3aCTOCOBYBATH y pa3i HeoOXimHOCTI
npubnIu3HO 3a 1 rOJUHY 10 CTaTeBOI aKTUBHOCTI. 3ajie’kHO Bifi eeKTUBHOCTI Ta IIEPEHOCHMOCTI
npernapary 03y MoxHa 30inbmutu 1o 100 Mr abo 3MeHImUTH 10 25 Mr. MakcuMasibHa
peKoMeHJoBaHa fio3a cTaHoBUTH 100 Mr. YacToTa 3aCTOCYyBaHHS MaKCHMaIbHOI pEKOMEHI0BaHOI
[03U IIpenapaTty CTaHOBUTH 1 pa3 Ha moOy. [Ipu 3acTocyBaHHi Ipenapary Mif Yac IpuUHuoMy 1Xi Ois
IpernapaTy MOXKe HaCcTaBaTH Ii3Hillle, HiXK IpXA MOTO 3aCTOCYBaHHI HaTIIE.

IMauieHmu aimHbo20 8iky. HeoOXigHICTh ¥ KOPEKIIil 03K [JIS MallieHTiB TITHLOTO BiKY (= 65 POKiB)
BiCyTHS.

ITauieHmu i3 HUpKoBow Hedocmamuicmio. [I7s MalliEHTIB i3 HUPKOBOIO HEJOCTATHICTIO JIETKOTO Ta
IIOMIPHOTO CTYIIEeHS TSAXKOCTI (KinipeHc kpeaTuHiny 30-80 MJ1/XB) peKOMeH[I0BaHa [03a IIpernapary €
TaKOI0 X, K HaBeJEeHO BUIlle V PO3Aini «Jopoci».

OCKinbKY y Malli€eHTiB i3 HUPKOBOIO HEAOCTATHICTIO TIKKOT0 CTyNeHd (KIipeHC KpeaTuHiHy

< 30 m/xB) KiipeHC cunpgeHadiny 3HUKEHNUH, CIIiT PO3TISHYTA MOXIIUBICTh 3aCTOCYBaHHS NO3U
25 Mr. 3ayexHo Biff epeKTUBHOCTI Ta TePeHOCUMOCTI IIpenapaTy npu HeoOXimHOCTi 03y MOXKHa
30inbIIUTH TOCTYIIOBO 70 50 Mr Ta go 100 mr.

ITauieHmu i3 neuinko80w Hedocmamuicmio. OCKIIbKY Y MAI[iEHTIB i3 Ie4YiHKOBOIO HEJOCTATHICTIO
(HampuKiaf, OUPO30M) KIipeHC cuifeHadiny 3HUKEeHUH, CIIiT PO3TIAHYTA MOXKJIUBICTh
3aCTOCYBaHHS 103U 25 MT. 3aJIe’KHO Bifl e(eKTUBHOCTI Ta IEPEHOCUMOCTI ITpenaparty Ipu
HeoOXimHOCTI Mo3y MOKHAa 30i/MbIIUTH MOCTYIIOBO M0 50 Mr Ta mo 100 mr.

ITauienmu, aKi 3acmocoa8yomb iHWi AiKapcuki 3acobu. AKIO MaliEHTH OOHOYACHO 3aCTOCOBYIOTh
inribitopu CYP3A4 (muB. po3nin «B3aemMopis 3 iHIMMMY TiKapChKUMK 3ac00aMu Ta iHII BUOH
B3a€EMOZiN»), CIif PO3TISHYTH MOXKJIUBICTh 3aCTOCYBaHHS IOYATKOBOI 103U 25 MT (3a BUHATKOM
PUTOHAaBIipy, 3aCTOCYBaHHS SKOT0 OMHOYACHO i3 cugeHadiioM He peKOMEHOY€ETLCS, OUB. PO3MLN
«Oc0o0IMBOCTI 3aCTOCYBaHHS»).

3 MeTOI0 MiHiMi3alil pu3uKy PO3BUTKY IIOCTyPaJIbHOI TilOTEH3i1 ¥ MallieHTiB, SKi 3aCTOCOBYIOTh
6110KaTOPU (-agpPEHOPEIENTOPIB, IXHil cTaH MOTPiOHO cTabini3yBaTH 3a HOIIOMOI0i0 OJI0KaTOPIB a-
apeHOPEIIeNITOPIB M0 MTOYATKY 3aCTOCOBYBaHHS cunaeHadiny. TakoxK CHif po3rasHyTH MOXKIIUBICTD
3aCTOCYBaHHS ITOYATKOBOI 0031 25 Mr (guB. po3min «Oco6IuBOCTI 3aCTOCyBaHHS» Ta «B3aemofis 3



iHITMMY NTiKapCbKUMM 3aco0aMu Ta iHIII BUOYM B3aEMOiii»).

[Tpu npu3HaydeHHi cunaeHadiny y gosi 25 Mr 3acToCOByBaTH IIpemapar y BigmoBifHOMY J03yBaHHI a60
JIiKapChKil popMi.

Himu. Jlikapcbku# 3acib He MOKa3aHUU N0 3aCTOCYBaHHS ocobaM BikoM o 18 pokis.

ITepedo3yeaHHs.

[Tig yac 3acTocyBaHHS pa3oBoi 03U cunpeHadiny mo 800 mMr mobiyHi peakuii Oymu momiOHUMEU [0
THUX, III0 CIIOCTEpiraaucs Mpy 3aCTOCYBaHHI cunmeHadiny y HUXKUMX [03aX, aje 3yCTpidanucs
yacrime Ta Oynmu OinbIl TAXKKUMU. 3aCTOCOBYBaHHS cungeHadiny y mo3i 200 Mr He MPU3BOAUIIO 0
nifBUIeHHS e(EeKTUBHOCTI, ajle CIPUYUHSIIO 3POCTaHHS KiJTbKOCTI BUIIAAKiB PO3BUTKY IOOIUHUX
peaxiiiit (romoBHOTO 60JTI0, IPUIINIMBIB, 3alIlaMOPOYEHHS, MUCIETCii, 3aKJIafieHOCTi Hoca, TOPYILIEeHb 3
00Ky oprasis 30py).

Y pazi nepepmo3yBaHHs IpPU HEOOXITHOCTI CIifl BHaBaTHCS OO 3BUYANHUX MIITPUMYIOUYUX 3aX0iB.
[IprucKOpeHHS KITipeHCy cungeHadiny pu reMofiai3i MaJoiMOBIipHEe Yepe3 BUCOKUY CTYIIiHb
3B’3yBaHHS Ipemnaparty 3 OiKamu nj1a3Mu KPOBi Ta BiICYTHICTH efliMiHallil cunmeHadiny i3 ceyero.

ITo6iuni peakuii.

HattuacrTirme moBigoMsiiocs Mpo Taki mobivHi peakiiii, Ik roJIOBHUY 0iNlh, IPUIITUBY, OUCIIEICIs,
3aKjafeHicTh Hoca, Oinb ¥ CIIMHI, 3a1aMOpPOYeHHS, Hy40Ta, IPUILINBY XKapy, MOPYIIeHHS 30Dy,
I[iaHOIICisl Ta 3aTyMaHEHHS 30py.

Yci kninivyHO 3HawyMmIi MOOiYHi peakiril, 10 CIIOCTepIranucs mif Yac KIIHIYHUX JOCTioXKeHb YacTille,
HiX IIPY 3aCTOCyBaHHi I1ale60, HaBeJeHO HUXKYe BifMOBiIHO M0 Knacudikallii cucTeM oprasis Ta
9acTOoTHU: OyXe 4dacTo (= 1/10), gacto (= 1/100 — < 1/10), HeuacTo (= 1000 — < 1/100) Ta pigko (=
1/10000 — < 1/1000). Kpim Toro, yacToTa KJIiHiYHO 3HAUYIIUX TOOIYHUX peaklliii, Mpo sKi
IIOBIIOMJIAJIOCS Y paMKaX JOCBiy 3aCTOCYBaHH4 IIiCJId BUXONY Ha PUHOK, BU3HA4YeHa K HeBigoma. Y
MexKax KOXKHOI TPyIH 3a YacTOTOI0 00iYHi peakilii HaBe[eHi y OPSAAKY 3MEHIIeHHS iX Cepio3HOCTi.

[ndeKIIiiiHi Ta iHBa3WBHI 3aXBOPIOBAHHS.

Heuacmo: puHiT.
3 60Ky iMyHHOI CHCTEMH.
Hevacmo: rinep4yTIuBiCTb.

3 OOKY HEPBOBOIL CUCTEMH.

[yoce wacmo: TonoBHUM Oifb.
Yacmo: 3ar1aMOpOYeHHS.

Heyacmo: COHIUBICTS, rimecTesid.



Pioko: iHCynbT, TPAH3UTOPHA illleMiyHa aTaka, CyoqoMu*, peluauByU CymoM*, CHHKOIIE.
3 OOKY OpraHiB 30py.
Yacmo: OpyLIeHHs CIPUUHATTS KOIbOPiB**, po3naau 30py, 3aTyMaHEeHHS 30Dy.

Hevacmo: po3nagy CIbO30BUIINeHHS ¥, 0itb B ouax, GpoTodo0bist, poTorcis, rimepemist ouder,
SICKPaBiCTh 30pYy, KOH IOHKTHBIT.

Pioko: HeapTepianbHa IepegHs illleMidyHa HEUPOIaTisa 30POBOr0 HepBa*, OKJII03is CYAUH CITKiBKU*,
peTUHaIbHUY KPOBOBUJIUB, apTEPIOCKIEpPOTUYHA PETUHOIIATIS, IIOPYIIeHHS 3 00Ky CiTKiBKH,
rinaykoMa, edekTu 1mosig 30py, QUIIJIONIS, 3HUKEHHS TOCTPOTH 30PY, MiOIIisl, aCTEHOIis, MlaBaoyi
IOMYTHIHHSI CKJIOBUIHOTO Tijia, MOPYIIEHHs 3 00Ky pauaykHoi 000JI0HKH, Migpia3, m0siBa CIIOYUX
KpPYTiB HABKOJIO [A2Kepesia CBiT/a (rajo) y mosi 30py, HabpsK o4ed, MPUIYXJIiCTh O4el, MOPYIIeHHS 3
00Ky ouel, rimepeMisi KOH'IOHKTUBH, TIOOPa3HeHHs 04Yel, aHOMaJIbHi Bif4yTTs B 04aX, HabpsK IMOBIK,
3HeOapBIIeHHS CKIIEPH.

3 60Ky OpraHiB CIYXy Ta BECTUOYISPHOTO anapary.
Heuacmo: 3artaMOpOY€eHHS, [A3BIiH y ByXax.

Pioko: rnyxora.

3 OOKy ceplis.

Heuacmo: Taxikappmisi, mocuneHe ceprebuTTs.

Pioko: panToBa ceplieBa cMepTh*, iHdapKT MioKapAa, IIyHOUYKOBa apuTMis*, ¢hibpunsiis
nepencepnb, HectabibHa CTeHOKapHis.

3 OOKY CyIuH.

Yacmo: TPUILIUBY KPOBi 10 00IMYYs, IPUIUBY XKapy.

Heuacmo: aprepianbHa TinepTeH3isd/TimoTeH3is.

3 60Ky pecnipaTOpHOi CHCTEMH, IPYOHOI KIITKK Ta CepeNoCTiHHS.

Yacmo: 3aKi1ageHicTh Hoca.

Heuacmo: HOCOBa KpOBOTeYa, 3aKIafeHiCTh MPUOAaTKOBUX Ta3yX HOCA.

Pioko: BiguyTTsl CTUCHEHHS y TOPJli, HabpsgK CI130B01 000JIOHKK HOCA, CYXiCTh y HOCI.
3 OOKY LIIYHKOBO-KHUIITKOBOTO TPAKTY.

Yacmo: HyAo0Ta, OUCIIEICis.

Heuacmo: ractpoe3odareanbHa pedIoKcHa xBopoba, 61roBaHHS, 0i/lb y BEPXHil YaCTUHI XKUBOTA,
CYXiCTB y POTI.

Pioko: rinecTesisi poTOBOI IOPOXKHUHH.

3 6OKY LIKipK Ta HifIIKipHOi TKAHWHH.



Heuacmo: BucumnasnHs.
Pioko: cungpom CriBeHCca — [I’)KOHCOHa*, TOKCUUHUY eliflepMaibHUK HEKPOTi3*,

3 60Ky OIIOPHO-PYXOBOTO amapary Ta CIIONYYHOI TKaHUHH.

Heuacmo: Mianrisi, 6inb y KiHIliBKaXx.

3 6OKY CEeYOBHUIINBbHOI CUCTEMH.

Heuacmo: rematypis.

3 00Ky PENPOOYKTUBHOI CHCTEMU Ta MOJIOYHHUX 3aJ103.

Pigko: KpoBOTeYa 3i CTaTEBOTrO 4YJieHa, Mpiami3M*, reMaToOCIIepMisi, TONOBXKEHA ePeKIis.

3aranbHi po3namu.

Heuacmo: 6inb y Tpynsix, MigBUIlleHa BTOMJTIOBAHICTh, BifUyTTS Kapy.

Pi0oko: mompa3HeHHS.

OO6CTexeHHS.

Heuacmo: nipBullleHa 4acTOTa CeplLeBUX CKOPOYEHb.

* [ToBigoMmsANOCS NHUIle Tif Yac MOCigXKeHHS Micig BUXOAYy IpernapaTy Ha PUHOK.

** TlopyIneHHSI COPUUHATTS KOJIBOPY: XJIOPOIICis, XPOMATOIICis, I[iaHOICidg, EpUTPOIICisA, KCAHTOICI.

**+* [TopyIieHHS CIbO30BUMAINIEHHS: CYXiCTh B 04aX, IOPYIIEHHS CIbO30BUMAINIEHHS Ta MigBUIIEHHS
CJIbO30BUITIEHHS.

Huxye3a3HaueHi gBUllla ciocTepiranucsa y < 2 % MallieHTiB; IPUYNHHUN 3B’930K HE BU3HAYEHUM.
[ToBimOMIIEHHS BKJIIOYAJIX SIBUINA, 10 Majly UMOBIDHUY 3B’S130K i3 3aCTOCYBaHHAM Ipenapaty. He
Oynu 3a3HadeHi IBUINA, AKi OyJIM TeTKUMU Ta MOBiOMJIEHHS PO AKi Oynu Oy:Ke HeTOYHUMH, 1100
MaTy 3HaYeHHS.

3aeanvhi. Habpsk obmuyysi, peakiiii GOTOUYTIUBOCTI, 110K, acTeHis, O6ifib, panToBe MagiHHs, Oilb y
JKMBOTI, PanTOBe MOIIKOIXKEHHS.

3 60Ky cepueso-cyOuHHOI cucmeMu: CTeHOKApIisi, aTPiOBeHTPUKYJISIpHA 0/10Kafa, MirpeHs,
TIOCTypaJibHa Till0TeH3is, imemist Miokapaa, TPoMO03 CYyAUH TOJIOBHOTO MO3KY, PalTOBa 3yIMUHKa
cepud, nopymenHsd Ha EKT, kapoiomionaris.

3 60Ky WAYHKOBO-KUWKOB020 MPAKmMY: TJIOCUT, KOJIiT, mucdaris, TaCTPUT, TaCTPOEHTEPUT, e30¢arir,
CTOMATHUT, BITXUJIEHHS Bifl HOPMaJIbHUX Pe3yIbTaTiB MeYiHKOBUX P00, peKTalbHa KPOBOTEUa,
TiHTiBIT.

3 60Ky cucmemu Kkposi ma aimpamuyHoi cucmemu: aHeMis, TIeHKOIeHis.

3 6oky memaboaizaMy ma xap4yB8aHHA: crpara, HaOpsK, ogarpa, HectabinmpHuM giader,
rinepriikeMis, nepudepuyHi HaOPsKY, TinepypuKeMis, Tinornikemis, rimepHaTpieMis.



3 60Ky ckesiemHo-M’ 530801 cucmemu: apTPHUT, apPTPO3, POIPUB CYXOKUJIISI, TEHOCUHOBIT, Oi/lb y
KicTKax, MiaCTeHisI, CHHOBIT.

3 boky Hepeoeoi cucmeMu: aTakCis, HeBpaTis, HEUPOIATisi, TapecTesiss, TPeMop, BEPTUTO, [ETIPECis,
0e3COoHHS, aHOMaJIbHi CHOBUIIHHS, 3HUKEHHS pedIeKcis.

3 6oky OuxaabHOi cucmemu: acTMa, IUCITHOE, TAPUHTIT, HapUHTIT, CHHYCUT, OPOHXIT, IOCUIIEHE
CIIMHOBUMIJIEHHS, IOCUJIEHHS KalIlJTIo.

3 6oky wkipu: KPOIuB'IHKA, reprec, cBep0Oixk, MTIKUBICTh, BUPA3KU LIKipH, KOHTAKTHUHM JepPMaTHT,
eKkc(homiaTUBHUM IePMaTHUT.

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

3 60Ky ypoeeHimasnvHOi cucmemu: TUCTUT, HIKTYPist, MigBHINEHa YaCTOTA CEYOBUITYCKAHb,
30inbIIeHHST MOJIOUHUX 3aJ103, HETPUMaHHS Cedi, MOPYIIeHHS esaKyslil, HabpsSK cTaTeBUX OpraHiB,
aHOprasmisd.

IocBig 3aCcTOCYBaHHS Mic/ist BUXONY Ha pUHOK. [Ticns Buxony cunpeHadiny Ha puHOK Oynu

imeHTH(iKOBaHI HUXYe3a3HauyeHi mob6iuHi peakmii. OCKimbKY PO TaKi peakiiii MoBimoOMIISIOTh
noOpOoBibHO, HEe 3aBXKAU MOXKHA JOCTOBIPHO OI[iHUTH iX YaCTOTY Ta BCTAHOBUTHU MIPUYUHHUM 3B 30K
3 [Ii€to JiKapChKOTo 3acoby.

Cepueeo-cyouHHi ma uepebposackyasapHi seuuid. [ToBimOMIIAIIOCS PO CEPHO3Hi CepLeBO-CyIUHHI,
11epe0pPOBacKyIIpHi Ta CyIMHHI SIBUIA, BKITI0Ya0un 11epedpoBacKyIsIpPHY KPOBOTEYY,
cybapaxHOimasbHy Ta BHYTPIlIHbOIIEpEeOpanbHy KPOBOTEUY Ta JIeT€HeBY KPOBOTEUY, 110 OyIu
TI0B’sI3aHi B 4aci i3 3acTocyBaHHAM cungeHadiny. ¥ Ginpurocti nauieHTiB 6ynu HasiBHI hakTopu
CepleBO-CYAMHHOTO PU3uKy. [ToBimomsiiiocs, 1o 30e6inbiIoro 11 SsBuilla BUHUKATH IIif 9ac abo
OfIpasy Iicys CTaTeBOi aKTUBHOCTI, Ta MOOEKOJIH 11i SBUIla BUHUKAIK Biipa3y Iicjs 3aCTOCYyBaHHS
cunpeHadiny 6e3 cekcyanbHOI aKTUBHOCTI. [HKONIYM YCKIagHEeHHS BUHUKAJIU IIPOTSATOM HaCTYITHUX
KiJIbKOX TOOWH 4¥ [HIB MiC/S 3aCTOCYBaHHSA cuifeHadiny Ta cTaTeBol aKTUBHOCTI. HeMOXKIHBO
BCTAHOBHUTH, YU MalOTh IIi SBHUILA IPSIMUY 3B'I30K i3 3aCTOCYBaHHAM IIpenapary, 3i CTaTeBOI0
aKTUBHICTIO, 3 HAsIBHUMU (aKTOpaMM PU3UKY, UM i3 KoMOiHa1liero uux ¢HakTopiB, Yu 3 iHIINMU
dbakTopamu.

KposoHocHa ma aimpamuyHa cucmemu: Ba300KIIO3UBHUY KPU3. Y HEBEJIUKOMY 3aBUaCHO
IPUNMHEHOMY OOCIiXKeHHI IIPX 3aCTOCyBaHHI cungeHadiny maiieHTaM 3 JIeTeHeBOI0 apTepialbHO0
rimepTeH3i€0, BTOPHHHOIO 1010 CEePIONONi0HOKIITHHHOI aHeMii, pO3BUTOK Ba300KITIO3UBHUX KPU3iB,
o notpebyBasny rocmiTaisallii, CliocTepiraBcs 4YacTillle, HiXK IIpX 3aCTOCOBYBaHHI IJa1e6o.
KriniuHe 3HaYeHHS WX JaHUX [JI MAlliEHTIB, SKi 3aCTOCOBYIOTh CUNOeHadin 3 MeTOI0 JTiKyBaHHS
€PEKTUIbHOI AUC)YHKII, € HEBIZOMUM.

Hepeosa cucmema: TpUBOXKHICTh, TPAH3UTOPHA I100aIbHa aMHe3id.
Cneyuciuni giouymma.

Cayx. ITicng BUXomy npenapaTty Ha PUHOK [TOBILOMIISJIOCS IIPO BUIIAOKKU PANITOBOTO 3HUKEHHS YU
BTpaTH CIIyXy, IOB’sI3aHi y 4aci i3 3acTocyBaHHAM cuifeHadiny. Y mesKux BUNagKax IOBiLOMISAIOCS
IIPO HASIBHICTh MEOUYHUX CTaHIB Ta iHIIKX (HAKTOPIB, 10 MOTJIX BiirpaTu poJib ¥ PO3BUTKY MOOIUHIX
peaxiriit 3 60Ky cnyxy. ¥ 6araTbox BUIagKax iHGpopMalis oo momaabioro MeguYHoro
CIIOCTEPeXKEeHH BiACyTH. BU3HaYMTH, YU 1l ABUILA [IPSAMO II0B’3aHI i3 3aCTOCyBaHHAM IIpernaparTy
cunpeHadiny, 3 HagBHUMU (aKTOpaMu PU3UKY BTPATH CIyXy, 3 KoMOiHalli€lo X ¢paKkTopiB 4u 3



iHmMMYU hakTOpaMu, HEMOKITUBO.

3ip. TumMyacoBa BTpaTa 30py, IOYEPBOHIHHSA OYel, TIeYiHHA B 04aX, MifBUIeHHS BHYTPIIIHEO0OYHOTO
TUCKY, HaOpSK CiTKiBKH, CyIUHHI 3aXBOPIOBAHHS CITKiBKM YU KPOBOTEeYa, BiflllapyBaHHS
CKJIONOAiOHOrO Tina.

[Ticns Buxomy npemnapaTy Ha PUHOK PiKO MOBiAOMIISIOCS IIPO BUIAOKM HeapTepiaabHOl epegHbOo1
ilmemiyHOI HeBpomarii 30pOBOT0 HEPBA, III0 € IPUUUHOIO 3HUXKEHHS 30PY, BKIIIOYal0Yu HEOOOPOTHY
BTPaTy 30pYy, sKi Oynu 1noB’s3aHi y 4aci i3 3acTocyBanHAM inribitopis ®IES, y Tomy 4yuchni
cunpeHadiny. baraTo 3 nmalieHTiB Maau aHaTOMiuHi a0 CyguHHI PaKTOpPU PU3UKY PO3BUTKY
HeapTepianbHOI TepPeHbOI illeMivyHOI HEBPOIIaTii 30pOBOT0 HEPBA, BKITIOYAIOUM TaKi: HU3BKE
CITIiBBimHOIIIEHHS AiaMeTpa eKCKaBallil Ta JuCKa 30pOBOr0 HEpPBa (3aCTiliHMI IUCK 30pOBOTO HEPBA),
BiK Bif 50 poOKiB, apTepiaybHa rinepTeH3isd, 3aXBOPIOBaHHSA KOPOHAPHUX apTepiy, rinepiinigemMisa ta
najinHsa. HeMoXIMBO BU3HAUUTH, YU IIi IBUIITA IIPSIMO TIOB’s3aHi i3 3acToCcyBaHHSAM iHTi6iTOPIB
OIIES, yu 3 HasBHUMH aHATOMIiYHUMHU ab0 cCyoguHHUMU QaKTOpaMu PU3UKY, YU 3 KoMOiHalli€0 1IUX
BCixX (DaKTOpiB, 4u 3 iHIMUMU (HaKTOpPaMHU.

38imysaHHs npo nido3ptosaHi nobiuHi peakuii. [ToBimomeHHs Ipo mobivHi peakilii micis peecTpaitil
JiKapChKOTo 3ac00y Ma€ BeNnKe 3HaueHHs. Lle ma€ 3MOTy ITPOBOAUTH MOHITOPUHT CIiBBiTHOIIEHHS
KOPHCTH/PU3UK IIPU 3aCTOCYBaHHI IIHOTO JIiIKapChKOT0 3ac00y. MeguyHUM Ta papMalieBTUUHUM
mpalliBHUKaM, a TaKOX MallieHTaM a0o0 iXHiM 3aKOHHUM IIpeiCTaBHUKAM CJIifl TIOBiIOMIISITH TIPO yCi
BUITQMIKH ITig03pIOBaHuX MOOIYHUX peakiliii Ta BiICyTHOCTi e(eKTUBHOCTI JIiIKapChKOT0 3aco0y uepes
ABTOMaTH30BaHy iHOPMALiiHY CUCTeMY 3 hapMaKOHAarIIAy 3a

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

Tepmin npudamHocmi. 5 pOKiB.

YMmoBH 30epirannsi.
30epiraTu B OPUTiHANbHIN YIIAaKOBI TpU TeMIepatypi He Buie 25 °C.

30epiratu y HeJOCTYIIHOMY OJIS1 OiTeU MiCIi.

YnakoBka.

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

Kareropis Bigmycky.

3a peLenToM.

BupPOOHHK.

[TPAT «OITOPAPM».


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

Micue3HaxoKeHHsI BUPOOHHKA Ta HOro aJgpeca MicCIisi IpOBaIKeHHs Tis/IbHOCTI.

Vkpaina, 84500, [Toxenpka 00i., M. BaxmyT, Byn. Cubipiesa, 2.

3asiIBHHUK.

[TPAT «OITO®PAPM».

Y pazi suHUKHeHHA nobiuHux peakuiiti abo 3anumaHs w,000 6e3neku ma epekmusHocmi
3acmocyB8aHHs Aikapcvkoz2o 3acoby npocumo 3sepmamucs 00 8i0diny papmakoHaznsndy ITPAT
«@ITO®APM>» 3a Homepom menepoHy 38 (044) 390 52 96 abo nepelimu 3a NOCUAAHHAM
https://fitofarm.ua y po3dia «®apmakoHaensa0» ma aubpamu 3pyyHull cnocio.

MiCI.l;e3HaXOJ];}KEHHﬂ 3asiBHHKaA.

Ykpaina, 02100, micTto Kuis, 6. BepxoBHoi Pagu, OyoguHoK 7, moBepx 3, npuMimnenHs 18.


https://fitofarm.ua




IHCTPYKIIA

IJIs1 MEIUYHOT 0 3aCTOCYBaHHS JIIKapChKOT0 3aC00y

EPOTOH"®

(EROTON)

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

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

Jlikapcbka ¢popma. TabneTku.

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

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

®Papmako102iuHi 8 1acmueocmi.
®apmakoOuHamika.

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

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

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



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

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

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

dapmaxoKiHemuxka.

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

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

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

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

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

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



dapmakokiHemuka 8 ocobausux 2pyn navieHmias.

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

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

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

Kniniuni xapaKTepuCTHKH.
Iloxka3zaHHA.

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

g epekTuBHOI fil npenapaTy HeoOXigHe cTaTeBe 30yIKEHHS.

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

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

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



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

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

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

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

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

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

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

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

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

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



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

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

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

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

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

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

Egexmu cundeHagpiny Ha iHwi aikapcwki 3acobu.

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

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

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

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



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

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

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

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

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

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

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

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



Oco06.1ue8ocmi 3acmocyeaHHsi.

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

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

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

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

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

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

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

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



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

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

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

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

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

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

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

3acmocysaHHA y nepiod sazimHocmi abo 200y8aHHs 2py00to.

Jlikapcekuii 3acib He MpHU3HAYEHU 719 3aCTOCYBaHHS XKiHKaM.

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



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

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

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

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

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

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

OCKinbKHY y TAIliEHTIB i3 HUPKOBOIO HEOCTATHICTIO TAKKOTO CTYIIeHs (KJIipeHC KpeaTUHIiHy

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

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

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

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

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



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

IlIepedo3yeanHsi.

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

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

ITo6iuni peakuii.

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

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

IHdexkilHi Ta iHBa3WBHI 3aXBOPIOBAHHS.

Heuacmo: puHiT.

3 60Ky iMyHHOI CUCTEMH.

Hevacmo: rinep4yTIuBiCTb.

3 60Ky HEPBOBOiI CHCTEMH.

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

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

3 60Ky OpraHiB 30py.



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

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

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

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

Pioko: rnyxora.

3 6OKy cepIis.

Heuacmo: Taxikapgisi, mocuieHe ceprebuTTs.

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

3 00Ky CyIWH.

Yacmo: TPUIINBY KPOBi IO 00IMYYS, IPUINBYU XKapy.

Heuacmo: apTepianbHa rinepTeH3isa/TinoTeHsis.

3 OOKY pecnipaTOpPHOi CHCTEMH, TPYOHOI KIITKM Ta CEePeNOoCTiHHS.

Yacmo: 3aKIadeHicTs Hoca.

Heuacmo: HOCOBa KpOBOTeYa, 3aKJIafieHiCTh MPUOAaTKOBUX I1a3yX HOCA.

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

Yacmo: HynoTa, OUCIIEICiA.

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

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

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



3 OOKY OIOPHO-PYXOBOTO anapaTy Ta CIOJIYYHOl TKaHWHH.

Heuacmo: mianris, 0inb y KiHITiBKax.

3 OOKY CEeYOBUIINBbHOI CUCTEMH.

Heuacmo: rematypis.

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

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

3arabHi po3nagu.

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

Pi0oKo: mompa3HeHHS.

OO6CTexeHHS.

Heuacmo: migBuIieHa 4aCcTOTa CEPIIEBUX CKOPOUYEHb.

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

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

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

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

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

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

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

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

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

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



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

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

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

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

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

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

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

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

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

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

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

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



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

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

3simysaHHs npo nido3ptoeaHi nobiuHi peakuii. [ToBimomneHHs npo mobivHi peakilii micns peecTpartil
JiKapChKOT0 3ac00y Ma€ BeNluKe 3HaueHHs. Lle mae 3MOTy ITPOBOAUTH MOHITOPUHT CIIiBBiTHOIIEHHS
KOPHCTH/PU3UK IIPH 3aCTOCYBaHHI IIHOTO JIiIKapChKOT0 3ac00y. MeouyHUM Ta papMalleBTUUHUM
mpalliBHUKaM, a TaKOX MallieHTaM a0o iXHiM 3aKOHHUM IIpeiCTaBHUKAM CJIifl TIOBiIOMIISITH TIPO yCi
BUITQMIKH ITig03pI0oBaHuX MOOIYHUX peakiliii Ta BiICyTHOCTi e(eKTUBHOCTI JIiIKapChKOT0 3aco0y uepes
ABTOMaTH30BaHy iHGOPMaIiiHy cucTeMy 3 ¢hapMaKOHarIsaoy 3a

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

Tepmin npudamHocmi. 5 POKiB.

YMmoBH 30epiranssi.

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

30epiratu y HegOCTYIIHOMY OJIS1 OiTeU MiCIIi.

YnakoBka.

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

Kareropis Bigmycky.

3a peLenToM.

Bupo6nuk. [TPAT «®ITOOAPM» (BignoBiganbHUM 3a BUILYCK Cepii, He BKIIOUAIOUYH
KOHTPOJIL/BUIIPOOYBaHHS Cepii).

Micue3HaxoKeHHsI BHPOOHHKA Ta afjpeca MicClsi IpoBaIKeHHs HOro Jis/IbHOCTI.


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

Ykpaina, 08303, Kuicbka 061., M. Bopucmine, Byn. Yymanska, 17.

3asiIBHHUK.

[TPAT «OITO®PAPM».

Y pasi suHukHeHHs nobivHUX peakuitl abo 3anumaHb w,000 6e3nexku ma egpekmugHocmi
3aCcmocyB8aHHs AiKapcvkoz2o 3acoby npocumo 3sepmamucs 00 8i0diny papmakoHazasndy ITPAT
«@ITO®APM>» 3a Homepom menepoHy 38 (044) 390 52 96 abo nepelimu 3a NOCUAAHHAM
https://fitofarm.ua y po30in «@apmakoHazasa0» ma subpamu 3py4yHull cnocib.

Micue3HaxoaKeHHsI 3asiBHHKa.

Ykpaina, 02100, micto Kuis, 6. BepxoBHoi Pagu, 6ynuHoK 7, moBepx 3, mpuMimieHHs 18.


https://fitofarm.ua

