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 micns 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 po3din «@apmakoHazaa0» ma subpamu 3pyyHul cnocib.

MiCI.l;e3HaXOJ];}KEHHﬂ 3asiBHHKaA.

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


https://fitofarm.ua

IHCTPYKIIA

IJIsI MEJUYHOT 0 3aCTOCYBaHHS JIiKapChKOIo 3aco0y

EPOTOH®

(EROTON)

Cknao:

ditoua pevosuHa: sildenafil;

1 TabneTka MiCTUTh cunfeHadiny nUTpaTy y mo3ax, ekBiBameHTHUX 50 Mr abo 100 Mr cungeHadiny;
0onoMidiCHI peyosuHU: Kambliilo rimpodocdaT gurigpar, enono3a MiKpOKpUCTasliyHa, KOMOBIIOH,

KPEMHiI0 TiOKCUA KOnoigHuY 6e3BOIHUM, TalbK, MarHilo cCTeapaT, HaTpilo KpocKapMeso3a, KpoxMallb
KapTOIJISHUMN.



JIikapcbka ¢opma. TabneTky.

OcHogHi ¢izuko-ximiyHi 81acmueocmi: TabneTku 6i10ro KOabopy, ABOOMYKII, meCcTUrpanHi (hopmu
«HEXAGON»), 3 mo3Haukow «®» 3 000X OOKiB.

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

dPapmakonoeiuHi e1acmueocmi.
®apmakoduHamika.

MexaniaMm pgii. CungeHadin € nepopajbHIM MIpelapaToM, I[0 3aCTOCOBYIOTh OIS TiKyBaHHS MOPYLIEHb
epexiiii y 4onoBikiB. [Tpu ctaTreBoMy 30yAKeHH] IpenapaT BifHOBIIOE 3HUXKEHY ePEKTUIIbHY (QYHKIIiIO
IIJIAXOM [IOCUJIEHHS IPUTOKY KPOBI [0 IIeHica.

dizionoriyHuii MexaHi3M, 110 3yMOBIIIOE €PEKIIil0, BKIII0YaE BUBIIbHEHHS OKUCY a30Ty (NO) y
KaBEPHO3HUX Tijlax IIifl 4ac CTaTeBOro 30yoKeHHs. BUBITbHEHNUY OKCUL @30Ty aKTUBYE GEPMEHT
TyaHINaTIIMKAa3y, 10 CTUMYIIIOE MigBUIIIEHHS PiBHS HUKIIiYHOT0 TyaHo3uHMOHObochaTy (1l M®), 1110,
y CBOIO Yepry, CIPUYHHSE PO3CIabaeHHs IIIagKoi MyCKyIaTypy KaBePHO3HUX TiJl, CIPUSIOYN
IIPUTOKY KPOBI.

CunpeHnadin € MOTyKHUM Ta CeJIeKTUBHUM iHTiGiTopoM 1l M®-cenudivnoi pochomiectepasu 5
(POEDS) y kaBepHO3HUX Tinax, ge ®IIES Bipnosimae 3a po3nag ul’ M®. Edektu cunmenadiny Ha
epexKl1lito MalTh nepudepudHuil xapakrep. Cunnesadin He yMHUTL 6€3M0CEPEIHBOI pelTaKCyooUoi fii
Ha i30/1hOBaHi KaBePHO3Hi Tina JIIOAWHY, ajie IOTYXKHO IOCUITIoe po3cnabiioouy fito NO Ha gaHy
TKaHUHY. [Ipu akTuBanii MetabomnigyHoro nuistxy NO/ul'M®, mio BinOyBaeThCs IIpU CTaTEBI
ctuMynsii, inribyBanus cungeradinom ®IES npu3BoguTh O0 MigBUllleHHS PiBHS I MO y
KaBEPHO3HUX Tislax. TakKuM YMHOM, AJis TOTO, 106 cunmeHadin CIpUYUHSIB NOTPiIOHMIM
dapmakosoriuauit eexT, HeoOXifmHe cTaTeBe 30yIXKEHHS.

BnnuB Ha dapMakoguHaMiky. JOCTiAKEHHS in Vitro IpogeMOHCTPYBaJH, 110 cunaeHadin €
cenektuBHUM 1ono ®IES, sika 6epe akKTUBHY y4acCTh y Ipolieci epekiril. Bnnus cunmenadiny Ha
®IES moTyXHIimIKY, HiXK Ha iHIIl BigoMi ¢pocdopiectepasu. e edhekT y 10 pasiB mOTyXKHIIINN, HiXK
edekT BrnuBy Ha OJIEG, 110 6epe y4acTh y npoijecax GoTonepeTBOPeHHS y CiTKiBLi. [Tpu
3aCTOCYBaHHI MaKCUMaJIbHUX PEKOMEHIOBAaHUX 003 CEJIEKTUBHICTh cungeHadiny momgo ®IIES y

80 pa3siB nepesuilye 1oro ceaekTuBHICTh mopo ®IIE1, y 700 pasis Buia, Hix mono O®IE2, OIIE3,
®IE4, ®OE7, ®JES, ®JE9, ®IE10 Ta ®IIE11. 30KpeMa, ceneKTUBHICTh cungeHadiny momgo O®IES y
4000 pa3siB nepeBully€e 10T0 ceneKTuBHICTH mopo ®IE3 - tAMO-cneuudiyHol i3opopmu
docdomiecTepasy, 110 Oepe y4acTh y Perysiiil cepiieBol CKOPOTIUBOCTI.

dapmaxoKiHemuxka.

AGcopbuis. Cunpenadin mBugko abcopOyeThcsi. MaKCHMallbHi 11a3MOBi KOHIIEHTpAIlil Tpenapary
nocsramTbes npoTaroM 30-120 xBunuH (i3 Megianoio 60 XBUIKMH) MIiCIS KOTO IMTEPOPAIbHOTO0
3acTtocyBaHHS HaTile. CepenHs aOcomoTHa 6i0IOCTYNHICT IiC/Is TepopaibHOr0 3aCTOCYBaHHS
ctaHoBUTH 41 % (3 miarma3oHOM 3Ha4eHb Bif 25 [0 63 %). Y pekomMeHIOBaHOMY [iamla30Hi {03 (Big 25



no 100 mr) noka3uuku AUC Ta C,,, cungeHadiny micis #oro nepopaabHOro 3aCTOCYBaHHS
MigBUIYIOTHCS IPOIOPLINHO OO AO03MU.

[Tpu 3acTocyBaHHi cungeHadiny mig yac npuioMy ixi cTyninb abcopOuii 3HUKYETHCS i3 cepenHiM
mogoBxkeHHIM T, mo 60 xBunuH i cepegHim 3auKkeHHIM C, ., Ha 29 %.

Posnopin. Cepennili piBHOBaxkHUM 00’'eM po3mnopiny (V,) ctaHoBuTh 105 miTpiB, 110 CBiAYUTE IIPO
PO3MOLiN penapaTty y TKaHWHaX opraHi3my. I1iciis 0ogHOKpPaATHOI'O IIepopaibHOTO 3aCTOCYBaHHS
cungenadiny B o3i 100 Mr cepenHss MaKCUMalbHa 3arajibHa I1JIa3MOBa KOHIIEHTpallid cungeHadiny
CTaHOBUTH pubau3H0 440 Hr/Mn (KoedimieHT Bapialil ctaHoBUTH 40 %). OCKinbKY 3B’ A3yBaHHS
cunpeHadiny Ta “oro rosoBHOro N-gecMeTun-metaboniTy 3 6inkamu mia3mu gocsarae 96 %, cepegHs
MaKCcuMaJlbHa IJa3MOoBa KOHIIEHTPallis BinbHOTO cunaeHadiny mocsrae 18 ur/mn (38 amons). CTyIiHb
3B’s13yBaHHS 3 OiTKaMU I1JTa3MH KPOBi He 3a/IeKUTh Bifl 3aralbHUX KOHIIEHTPAIliX cunpgeHadiny.

Y 3mopoBux mOOGPOBOIIBIIB, SKi 3aCTOCOBYBaU cungeHadin ogHoKpaTHO y m03i 100 Mr, uepes
90 xBunuH B esKynATi Bu3Havanocs menue 0,0002 % (y cepeguboMy 188 HI) 3aCcTOCOBAHOI JO3M.

Biorpanchopmarris. Metabomniam cunmeHadiny 3miiCHIOETHCS TOJIOBHUM YMHOM 3 Y4aCTIO
MikpocoMasnbHUX i30¢epMeHTiB medinku CYP3A4 (ronoBuuit muisax) Ta CYP2C9 (ogpyropspgHuy MIsx).
[o7oBHUY HUPKYITIOIYUY MeTa0OoJIiT YTBOPIOETHCS NUISIXOM N-IeMeTH/II0BaHHS cuigeHadiny.
CenexTtuBHicTs MeTabomniTy BigHocHO ®IES mopiBHSIHHA 3 CEJIEKTHBHICTIO cuieHadiny, a akTUBHICTh
MeTabomiTy BigHocHO ®JIE5 cTaHOBUTH NpuOIn3HO 50 % aKTUBHOCTI II0YaTKOBOI PEYOBUHH.
[Tma3mMoBi KOHIIEHTpAIlil I[bOT0 MeTabO0MiTy CTaHOBNATh MPubnu3HOo 40 % KOHIEHTpalil cunmeHadiny
y ma3Mi KpoBi. N-meMeTunboBaHuiM MeTaboJIiT 3a3Hae MOasbIIoro Metabosi3my, a mepiop #oro
HalliBBUBEJeHHSI CTAHOBUTD MPUONIU3HO 4 TOOUHHU.

EniMinaris. 3arajgpHuM KIipeHC cunfeHadiny ctTaHoBUTS 41 J1/rof, 3yMOBIIOI0YY IEPIof 10TO
HalliBBUBEEHHS TPUBAJIICTIO 3-5 rOAUH. fK Micd IepopasbHOro, Tak i MicJs BHYTPIIIHLOBEHHOTO
3aCTOCyBaHHS €KCKpellis cunpeHadiny y BUrsai MeTa0oiTiB 30iliCHIOETHCS TOJIOBHUM YHHOM i3
KanoM (mpubnu3uo 80 % 3acTOCOBaHOI IEPOPAIbHOL 03K1) Ta MEHIIIOI0 Mipo0 3 ceueto (IpubIu3HO
13 % 3acTocoBaHOI ITepoOpaIbHOI I03H).

dapmakokiHemuka 8 0cob.ausux 2pyn nayieHmis.

[NalieHTH NITHHOTO BiKY. Y 3[0POBUX HOOPOBOJIBIIIB JTITHLOTO BiKy (BiKOM Bif 65 POKiB) Bim3Hayanocs
3HUKEHHS KIIipeHCy cungeHadiny, 110 3yMOBIIIOBAJIO MiABUIEHHS I171a3MOBUX KOHIIEHTPALIil
cunpeHadiny Ta 10oro akTUBHOT0 N-IeMeTU/Ib0BaHOT0 MeTaboiTy npubau3Ho Ha 90 % mopiBHAHO 3
BiATIOBiTHMMM KOHIIEHTPALISIMU Y 3IOPOBUX HOOGPOBOJIBIIIB MOJIOAMIOTO BiKy (18-45 pokiB). V 3B’s13Ky 3
BiKOBUMM BiIMiHHOCTSIMHU y 3B’SI3yBaHHi 3 Oi/TkaMu IIJ1Ta3MK KPOBI BiiOBigHE MigBUINEHHS II71Ta3MOBOI
KOHIIeHTpallil BinbHOTO cunpeHadiny ctaHoBumo npubnusno 40 %.

HupkoBa HegocTaTHiCTh. Y 10OPOBOIBIIIB i3 mOpyIIeHHAMYU GYHKIII HUPOK JIETKOTO Ta ITOMIipHOTO
ctyneHs (kimipeHc KpeatuHiny 30-80 mi/xB) hapMakoKiHeTHKa cunaeHadiny 3anuianacs
He3MIiHEeHOI0 IIiCJIg ¥0T0 OMHOKPATHOI O IEPOPaIbHOr0 3acToCyBaHH4 y 1031 50 mr. Cepenni AUC Ta
Cpax N-IeMeTHIbOBAHOTO MeTa0OoJIiTy MigBUIIyBaINCs Ha MakcuMyM 126 % Ta makcumyM 73 %
BifITIOBigHO TOPIBHSHO 3 TAKMMU ITOKa3HUKaMHU y TOOPOBOJIBIIIB TAKOTO X BiKy 0€3 mopyiieHb QyHKIIii
HUpoK. OflHaK Yepe3 BUCOKY iHAUBiAyarbHY BapiabeNbHICTh 1Ii BiTMiHHOCTI He OyJIM CTaTUCTAYHO
3HAUyMUMH. Y 0OOPOBOJIBIIB i3 TIXKKUMU MOPYIIEHHSIME (YHKIIl HUPOK (KJTipeHC KpeaTUHIHy HUKYe
30 mn/xB) KnipeHc cunpgeHadiny 3HUXKYBaBCH, 110 Tpu3Boauio mo migsuinenHs AUC Tta C,,, B
cepenuboMy Ha 100 % Ta 88 % BifmoBigHO MOPiBHAHO i3 HOOPOBOIBIIIMU TAKOTO XK BiKy 6€3
nopyieHs ¢pyHKIil HupoK. Kpim Toro, 3HavenHs AUC Ta C,,, N-IeMeTunb0BaHOro MeTaboIiTy
3Hauylle mipgsuinyBanucs Ha 79 % ta 200 % BigmosigHO.



[TediHKOBA HEIOCTATHICTEL. Y 4OOPOBOIBIB i3 IMPO30M MEYiHKY JIETKOT0 Ta IOMiPHOTO CTYIEeHS
(kmaciB A ta B 3a knmacudikarieio Yainga — I1'10) KiipeHc cunpgeHadiny 3HUKYBaBCS, 110
npu3Bopuio po migpuinerHs AUC (84 %) ta C,,,, (47 %) mOpiBHSIHO 3 JOOPOBOIBIIME TaKOTO XK BiKY
6e3 nopymeHs QyHKIIiN nedinkd. PapMaKOKiHETHKa cUiIfeHadiny y MallieHTiB i3 MOPYIIeHHSIMA
GYHKILIY TeYiHKY TAXKKOTO CTYIeHS He BUBYaacs.

KrinigHi xapaKTepHCTHKH.
Iloka3anus.

[IpenapaT peKOMeHAYEThCA 3aCTOCOBYBATH YOJIOBiKaM 3 €PEeKTHILHOIO AUCHYHKINEIO, SKa
BHM3HAYAEThCS SIK HE3MATHICTH JOCATTH ab0 MmigTpUMaTH epeKIliio CTaTeBOro 4jieHa, HeoOXimHy aist
YCIIIIIHOTO CTATEBOT'0 aKTy.

Ins epekTuBHOI fil mpemnapaTy HeoOXigHe cTaTeBe 30yIKEHHS.

IIpomunoka3aHHs.
- [TigBuieHa 4yTNuUBIiCTL [0 cunmeHadiny abo Oymob-sKO0I 3 IOIOMIXKHUX PEUOBHH JIiKapChKOTO 3acoby.

- OgHOYACHe 3aCTOCYBaHHA i3 JOHOPaMM OKCHUIY a30Ty (TaKMMHU SIK aMilIHITpUT) abo HiTpaTamu y
Oynmb-sikitt Gopmi — cunpmeHadin Mae BIIMB Ha UIIAXU MeTab0/Ii3My OKCUIY a30Ty/ IIUKITIYHOTO
ryaHo3uHMoHO(pochaty (uI'M®P) Ta NOTEHIIif0€ TinOTeH3UBHUYU e(EeKT HiTpaTiB.

- OpHoyacHe 3acTocyBaHHS inribiTopiB ®IES (y ToMy uuchi cungeHadiny) 3i CTUMyISTOpaMu
TyaHiIaTIUKIIa34, TaKUMU K PiOLUTyaT, IPOTUIIOKAa3aHe, OCKIJIBKY MOXKe IIPU3BECTH 10
CHMIITOMATUYHOI TinoTeH3ii (quB. po3mdin «B3aeMopmist 3 iHIMIMMU JTiKapChKUMHU 3acobaMu Ta iHIIi
BUMIM B3aEMOTIN»).

- CtaHu, Ipu IKUX CTaTeBa aKTUBHICTh € He0axKaHO0 (TSIXKKi CepleBO-CYOUHHI PO3/IagH, TaKi K
HecTal0i/lbHa CTeHOKapHist a0 ceplieBa HEIOCTATHICTD TSIKKOTO CTYIIEHS).

- JlikapchKu# 3acib MpoTUIIOKa3aHUY MallieHTaM, SKi BTpaTUIX 3ip Ha OMHOMY OIli BHACIiAOK
HeapTepialibHOl IepelHbO] illleMigHOl HelpomaTil 30p0BOT0 HEPBa, He3aJleXkHO Bifl TOTO, OB’ I3aHa
115 TTIATOJIOTis i3 momepenHiM 3acTocyBaHHAM iHribiTopis ®IES uu Hi.

- HasiBHiCTh TaKMX 3aXBOPIOBaHb, SIK MOPYIIeHHS QYHKII IeYiHKY TSIXKKOT0 CTYIEHS, apTepialbHa
rinotenais (apTepianbHuii TCK HUKYe 90/50 MM PT. CT.), HEIIOABHO ITePeHeCeHuH iHCYIbT abo
iHapKT MioKapma Ta CIafiKOBi lereHepaTUBHI 3aXBOPIOBAHHS CiTKIBKHU, TaKi K MIrMeHTHUU PETUHIT
(Taki maIieHTH MOXKYTh MaTH FeHETHUYHI po3namu gocdomiecTepas ciTkKiBKu), — Oe3meka
cunpeHadiny He OOCHigXKyBasacs y TaKuX Migrpynax MalieHTiB.

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

[MocnimxeHHs in vitro. Metaboni3m cunpmeHadiny BinOyBa€eThCs IepeBaxkHO 3 y4acTio izopopmu 3A4
(romoBHwMIt mIsIX) Ta i30dopmu 2C9 (mpyropspuuit uuisx) uutoxpomy P450 (CYP). Tomy iuri6iTopu



11X i30pepPMEHTIB MOXKYTh 3HUKYBaTH KIIipeHC cunmeHadiny, a iHAyKTOpY KX i30)epMEHTIB MOXKYTh
IiABUINYBATU KJIipEHC CUIgeHadimy.

[ocnimkeHHs in vivo. ITonynsgiiiiui hapMakKOKiHETUYHUM aHaNi3 JaHUX KIiHIYHUX DOCIiIXKEHb
IIPOIEMOHCTPYBAB 3HUKEHHS KIipeHCy cunpeHadiny npu #10oro OMHOYaCHOMY 3aCTOCYBaHHI 3
inribitopamu CYP3A4 (TakuMH SIK KETOKOHA30JI, EPUTPOMIIINH, ITUMETUANH). X04a MMPU OMHOYACHOMY
3acTocyBaHHi cungeHadiny ta iHribitopis CYP3A4 3pocTaHHs 4acTOTH MOGIYHUX SBUIL HE
CIIOCTEpIrasnocs, Clig Po3rIAHYTHA MOXKJIMBICTh 3aCTOCYBaHHS II0YATKOBOI 103U cufeHadiny 25 Mr.

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

100 mr) mpusBopuno po nigsuimenHs C,,, cungenadiny Ha 300 % (y 4 pa3u) Ta HifBUILIEHHS
nna3mMoBol AUC cunpenadiny Ha 1000 % (y 11 pasiB). Yepes 24 ropuHu m1a3MoBi piBHI cunpeHadimy
BCe I1le cTaHOBUM MPuOnmu3H0 200 HI/MI IOPIBHSIHO 3 piBHEM MPUOIU3HO 5 HI/MIJI, XapaKTePHUM [JIs
3aCTOCyBaHHS cunfgeHadiny oKpeMo, II0 BiANoBifae 3HaYHOMY BILIMBY PUTOHABIpY Ha IUPOKUMI
cnexTp cybctpatiB P450. CunpeHadin He BIIMBaE Ha papMaKOKiHETUKY PUTOHABIpy. 3 OTNIAAY Ha i
(dhapMakKOKiHeTUYHI flaHi OMHOYaCHe 3aCTOCYBaHHS cuimeHadiny Ta pUTOHABIpYy He PEKOMEHIYETHCS
(muB. po3min «OcoBGIMBOCTI 3aCTOCYBaHHS»); Y OyOb-IKOMY BUIIAOKYy MaKCUMaJbHa [03a CuaaeHadiny
3a XKogHUX 00CTaBMH He TIOBUHHA ITePEBUIIYBATH 25 Mr mpoTarom 48 roguH.

OpHouacHe 3acTocyBaHHS iHribiTopy BIJI-mpoTea3u caksinaBipy, iHribitopy CYP3A4, y mosi, 1o
3abe3neyye piBHOBaxHY KoHIleHTpario (1200 Mr 3 pa3u Ha f00y), Ta cunmeHadiny (100 Mr pa3oBo)
IPU3BOAUIIO [0 mimBuiieHHs C,,, cunaeHadiny Ha 140 % Ta 36inbineHHs cucTeMHOI ekcro3utii (AUC)
cungenadiny Ha 210 %. He BusiBneHo BInuBy cunpgeHadiny Ha apMaKOKiHETHKY CaKBiHaBipy (OUB.
po3min «Crmoci6 3acTocyBaHHs Ta go3u»). [lepenbavaeTscs, 1o Oinbil moTyxkHi iHridiTopu CYP3A4,
TaKi SK KeTOKOHA30JI Ta iTpaKOHa30J1, 6yAyTh MaTu OinbIl BUPaXKeHU! BIIJIUB.

[Tpu 3actocyBaHHi cungeHadiny (100 Mr pa3oBo) Ta epUTPOMIlLIMHY, ToMipHOTO iHTi6iTopy CYP3A4, y
piBHOBaxkHOMY cTaHi (500 Mr 2 pa3u Ha o0y IPOTIToM 5 OHIB) CIOCTepiranocs migBUIEHHS
CUCTeMHOI ekcrno3utii cunpeHadiny Ha 182 % (AUC). Y 3mopoBux f06pOBOJIBLIIB YOJIOBiY0I CTATi HE
crocTepiranocst BIuBy asuTpoMinuny (500 mr Ha goOy mpotsirom 3 mi6) Ha AUC, C,.,, Ty
KOHCTaHTY IIBUOKOCTI eNliMiHallil Ta ofabIIui Iepio HalliBBUBENeHHS cungeHadiny abo ioro
TOJIOBHOTO IIMPKYII0I04oro Mertabonity. Llumetugus (iHribitop uutoxpomy P450 Ta HecnenudiyHuii
inribitop CYP3A4) y mo3i 800 Mr mpu 0ofHOYACHOMY 3aCTOCYBaHHi i3 cunpeHadinom y gosi 50 mr y
3MOPOBUX MOOPOBOJIBLIIB MPU3BOAUB M0 IMiABUINEHHS IIJIa3MOBUX KOHIIEHTPALiN cungeHadiny Ha 56 %.

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

OpHOKpaTHEe 3aCTOCYBaHHS aHTAIMAIB (MarHio0 TifpoKCUAy/ alioMiHii0 TiAPOKCUOY) He BIIJIUBAJIO Ha
6iomocTynHicTs cunmeHadiny.

Xoua gocrimxeHb crenudiyHoi B3aeMopii 3 yciMa jikapchbkuMu 3acob6aMu He IPOBOAMIIOCS, 3a
OaHUMU MOMyNSAMiMHOTO (hapMaKOKiHETUYHOT0 aHali3y, papMaKOKiHETHKA CUNIfeHadiny He
3MiHIOBasacs Py HOro OJHOYACHOMY 3aCTOCYBaHHI i3 miKapchbKuMHU 3aco0aMu, 110 HaleXkaThb [0
rpynu inri6itTopis CYP2C9 (ton6yTtamin, Bapdapus, deHnitoin), rpynu inriditopis CYP2D6 (Takux siK
CeJIeKTUBHI iHTi0iTOpU 3BOPOTHOT0 3aXOIJIEHHS CEPOTOHIHY, TPUIMKIIIYHI aHTUAEIPECAHTH), TPYIIU
Tia3UOHUX Ta Tia3ugOMONiOHUX [iypeTHKiB, IETIbOBUX Ta Kasiii30epirarounx AiypeTHKiB, iHTibiTOpiB
aHTi0TEH3WHIEPETBOPIOBaIbHOTO pepmMeHTy (AIID), aHTArOHICTIB KasbIlilo, aHTArOHICTIB -
agpeHopelenTopiB abo iHgykTOpiB MeTabomnizmy CYP450 (Takux 5K pudamminus, 6apbiTypaTh).

OpHovacHe 3aCTOCYBaHHS aHTaroHicta eHpoTesiny 6oceHnTany (momipuuit inpykrop CYP3A4, CYP2C9



ta, MoxuBo, CYP2C19) y piBHOBaxkHOMY cTaHi (125 Mr gBiui Ha moby) Ta cunpgeHadiny y
piBHOBaxXHOMY cTaHi (80 Mr 3 pa3u Ha mo6y) mpusBoauso go 3uuxkeHHs AUC ta C,,, cungeHadiny Ha
62,6 % Ta 55,4 % BignoBigHO. TOMy OJHOYaCHE 3aCTOCYBaHHS TaKUX MOTYyKHUX iHOYKTOpiB CYP3A4,
K pudaMITliH MOKe IPU3BOAUTHU [0 OiNbIl BUPaXKeHOr0 3HNKEHHS KOHIIeHTpallil cuigeHadiny B
IJ1a3Mi KPOB.

Hikopaunun sBnsie co0oto ribpup akTBaTOpa KabIlieBUX KaHalliB Ta HiTpaTy. HiTpaTHNUI KOMIOHEHT
3yYMOBITIOE MOXKJIMBICTb MOT'0 CEPHO3HOI B3a€EMOil 3 cungeHadinom.

Egexmu cundeHaginy Ha iHwi aikapcwvki 3acobu.

[NocnimxeHHd in vitro. Cungenadin - cnabkui inribitop izodopm 1A2, 2C9, 2C19, 2D6, 2E1 ta 3A4
muroxpomy P450 (IK;, > 150 mrmob). OCKiNbKY IMiKOBI 1J1a3MOBi KOHIIEHTpallil cungeHadiny
MOPiBHIOIOTH MPUOMM3HO 1 MKMOJTIb, BIIJIUB IIperapaTy Ha KiipeHc cyOcTpaTiB 1ux i3opepMeHTiB
MaJIOMMOBIpHUM.

BipcyTHi mani mopmo B3aemogil cunneHadiny Ta Takux Hecnenudiynux iHri6iTopis docdomiectepasu,
SIK TeOQisiH Ta OUIipuaaMor.

[ocnimxkeHHs in vivo. OCKinbKu BifoMo, 110 cunigeHadin Mae BIIUB Ha MeTa0o0J1i3M OKCUIY a30Ty/
IIUKJIIYHOT0 TyaHo3uHMOHOMochaTy (uI'M®), 6yno BcTaHOBNEHO, 110 cunigeHadin I0TeHIliI0e
TillOTeH3UBHY Mil0 HiTpPaTiB, TOMYy HOT0 OfTHOYACHE 3aCTOCYBaHHS 3 IOHOPAMM OKCHU[Y a30Ty abo 3
HiTpaTaMu y Oyab-siKiit popmi mpoTunokasase (ouB. po3min «[IpoTUNIOKA3aHHS»).

Piomuryat. [ToKmiHiuHi JOCTigXXEHHS MPOOEMOHCTPYBaI afUTUBHUN CUCTEMHUY e(eKT 3HUKEHHS
apTepianbHOTO TUCKY, IIPU OOHOYACHOMY 3acTocyBaHHi iHri6iTopis ®IIES 3 pionuryatom. Kminiusi
IOCTiMKEHHS MPONEMOHCTPYBAJIH, 110 PiOIUTIYAT IIOCUITIOE TiMOTEeH3UBHY Aito iHTiOiTopiB ®IES. ¥
TallieHTiB, sIKi Opanu y4acTh y HOCTiAXKEeHH] He CIIOCTepirasock IO3UTUBHOTO KITiIHIYHOTO e(peKTY Bif
OJHOYaCHOT0 3acTocyBaHHs iHTri0OiTOpiB ®IIES 3 pionuryatoM. [IpoTunokasaHe ogHOYacHe
3acToCcyBaHHS piouuryarty 3 iHribiTopamu ®IIES (y Tomy yuchi cunpgeHadinoM) (QuB. po3min
«IIpoTUNIOKa3aHHS»).

OpHoYacHe 3aCTOCyBaHHS cuiifeHadiny Ta 6710KaTopiB a-afpeHOPELeNTOPiB MOXKe IPU3BECTH 10
PO3BUTKY CHMIITOMATUYHOI apTepiasbHOI TiMOTeH3il y JesIKUX CXUJIBHUX OO0 IbOT0 MHali€HTiB. Taka
peaxtlis Hal4acTillle BUHUKAaa IPOTATroM 4 TOOUH MiC/Is 3aCTOCYBaHHS CUiIfeHadiny (OUB. PO3Min
«Crmoci6 3acTocyBaHHs Ta 0o3u» Ta «OcoO0NMMBOCTi 3aCTOCYBaHHA»). Y X0Mi JOCTimXKeHb crenudiyHol
B3a€EMOII JTiKapChKUX 3ac00iB 6JI0KATOP O-agpPEeHOPEIeNTOPiB TOKCAa303uH (4 MT Ta 8 MTI) Ta
cunpeHadin (25 mr, 50 Mr Ta 100 Mr) 3acTOCOBYBaIu OJHOYACHO TallieHTaM i3 HoOPOSIKiCHOI0
rinepnasieio mepegMixypoBol 3an03u, cTabinisanis craHy SKkux Oyia JOCATHYTa IPU 3aCTOCYyBaHHI
IO0KCa303uHy. Y IIUX IMOMYIALIIX CIOCTepiransocs cepefHe NOAaTKOBE 3HMXKEHHS apTepiabHOT0
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 cToA4Yu Ha 6/6 MM pT. cT., 11/4 MM pT. CT., 4/5 MM pT. CT.
BigmoBigHO. [Ipu omHOYacHOMY 3aCTOCyBaHHI cunigeHadiny Ta JoKCa303uHY Y MallieHTiB, cTabimizalis
CTaHy gKux OyJia JOCATHYTa IIPU 3aCTOCYBaHHI OKCA303UHY, iHOMI TOBiJOMIISITIOCS TIPO PO3BUTOK
CHMIITOMATUYHOl OPTOCTAaTUYHOI TMOTeH3il. Y IIUX MOBiIOMIIEHHSX WIIJIOCS PO BUIIAAKK
3alraMOpPOYEHHS Ta CTaH Mepej HePUTOMHICTIO, ane 6e3 CUHKOIIe.

He cnocrepiranocst KomHUX 3HaUYIIUX B3aEMOZiM TP OMHOYACHOMY 3aCTOCYBaHHi cungeHadiny
(50 Mr) i TonbyTaminy (250 mr) abo Bapdapuny (40 mr), mo metabomizyotecs CYP2C9.

Cunpenadin (50 Mr) He IPU3BOAUB [0 MOJOBXKEHHS YaCy KpOBOTeYi, CHPUYMHEHOI 3aCTOCYBAHHSAM
aneTusncaninuiaoBol kucioru (150 mr).



Cunpenadin (50 Mr) He MOTEHII(0BaB TilIOTEH3UBHY [Iif0 aJIKOTOJIIO0 ¥ 3TOPOBUX AOOPOBOJIBLIIB IIpU
CepefHiX MaKCUMaJIbHUX PiBHAX eTaHOoy KpoBi 80 mr/m.

Y narnienTiB, siKi 3aCTOCOBYBasu cunpmeHadisn, He CIIOCTepiranocs XKOOHUX BiIMiHHOCTeH Tpodinio
no6ivyHKX edeKTiB MOPIBHSIHO 3 Iyanedo IPU 0OJHOYACHOMY 3aCTOCYBAaHHI TaKuX KjIacCiB
TinOTeH3WBHUX JTIKAaPChKUX 3aC00iB, IK miypeTukH, 6;10KaTOpPHU B-agpeHopelenTopis, iHridiTtopu ATID,
aHTaroHiCTH aHTioTeH3uHY II, aHTUTiTepTeH3UBHi JTiKapChKi 3acobu (CyIMHOPO3UINPIOBAJIbHI Ta
IIEeHTPAJIbHOI [il), 6JI0KAaTOPH afipeHeprivHuX HEHPOHiB, 07I0KaTOPY KaJbIlieBUX KaHAJIiB Ta OJ10KaTOpH
O-aipeHOpeLenTOopiB. Y crelialbHOMY JOCTIAXKEHHI B3aEMOii TP OMHOYACHOMY 3aCTOCYBaHHi
cungeradiny (100 Mr) Ta aMIOOUITIiHY MAIliEHTaM 3 apTepiabHOIO TillepTeH3i€I0 CrIocTepiranocs
[NOOATKOBE 3HUXKEHHS CACTOJIIYHOI0 apTepiaibHOr0 TUCKY B IIOJIOXKEHH] j1eXkayu Ha 8 MM PT. CT.
BignoBigHe 3HMXKEHHS OlacTOIIYHOTO apTepiaJbHOr0 TUCKY CTAHOBUJIO 7 MM PT.CT. 3a BEIMYUHOIO I
IONAaTKOBI 3HUKEHHS apTepiallbHOT0 TUCKY OyJiM MOPIBHIHHUMH i3 TUMH, 1[0 CIIOCTEPiranucs Ipu
3aCTOCyBaHHI Juie cungeHadiny y 3qopoBux 0oOPOBOIBINB (OUB. po3nin «PapMaKonIoTriyHi
BJIACTUBOCTI»).

TakoK gomaBaHHS Pa3oBoi f03u cuifeHadiny mo cakyOiTpuiy/BasicapTaHy y Malli€HTiB 3
apTepianbHOIO TinmepTeH3iel0 B cTabinbHOMY CTaHi 0710 OB’ I3aHO 3i 3HAYHO OiNbIINM 3HUKEHHSIM
apTepiaIbHOTO TUCKY MOPIBHSHO i3 3aCTOCYBaHHSIM CaKyOiTpuiy/BancapTaHy okpeMo. ToMy ciim 3
00epexkHiCTI0O PO3MOYNHATH 3aCTOCYBAHHS cumeHadimy malieHTaMm, siki OTpUMYIOTh
cakyObiTpu/BanicapTaH.

Cunpenadin y mo3i 100 Mr He BIIMBaB Ha papMaKOKiHETHYHI MOKa3HUKY iHTibiTopiB BIJI-npoTeasu,
CakBiHaBipy Ta pUTOHaBIpy, 110 € cyocTpatamu CYP3A4.

Y 3mopoBux m06GPOBOIIBIIB YOJIOBiYO0I CTATi 3aCTOCYBaHHS cuiigeHadiny y piBHOBaxkHOMY cTaHi (80 Mr
3 pa3u Ha f06y) npussoauio po migsumerHs AUC Tta C,,,, 6ocerTany (125 mr 2 pa3u Ha no0y) Ha
49,8 % 42 % BinmoBimHO.

Oco6 1ueocmi 3acmocyeaHHsi.

IIo moyaTKy Teparii ciif 3i0paTi MeIUYHUIE aHaMHe3 IMaIliEeHTa Ta IPOBeCTH (isuKanbHe
00CTeKEeHHS [Is MiaTHOCTUKY €PEeKTHIbHOI IUCHYHKIIII Ta BU3HAYEHHS 11 MOXKJIMBUX ITPUYHUH.

daxmopu pusuky cepueso-cCyOuUHHUX 3ax80p08aHb. OCKITbKM CTaTeBa aKTUBHICTh CYIIPOBOIXKYETHCS
TIEBHUM CEPLIEBUM PU3UKOM, IO ITOYATKY OyIb-IKOT0 JTiIKyBaHHS €PEeKTUIIbHOI AUCOYHKIII TiKap Ma€e
OILIIHMTH CTaH CepLEeBO-CyAUHHOI CUCTeMH MalieHTa. CunpgeHadin YUHUTL CyIUHOPOIIINPIOBAIbHY
MIi10, 110 IIPOSIBISETHCS JIETKUM Ta KOPOTKOYACHUM 3HUKEHHSIM apTepiaabHOr0 TUCKY (OUB. PO3AiN
«PapMakoauHaMmika»). [lo mpu3HaueHHs cunpeHadiny nikap Ma€ peTelbHO 3BaXKUTH, YA MOXKE TaKuU
edeKT HeCTTPUSATINBO BIIUBATH Ha IAIli€HTIB i3 IEBHUMH OCHOBHUMHM 3aXBOPIOBAHHSIMMU, OCOOIUBO V
kKoMOiHalii 3i cTaTeBOI0 aKTUBHICTIO. [[0 MAIliEHTIB i3 MiABUIEHOI0 YYTIXBICTIO 10 Ba30UIaTATOPIB
HaJiexkaTh MallieHTH 3 0OCTPYKIIi€l0 BUBIIHOTO TPAKTY JIiBOT0 LIIYHOYKA (HAIIPUKaL, CTEHO3 aOpTH,
rineprpodiyHa o6CTPyKTUBHA KapaiomiomnaTis) abo MallieHTH 3 PiAKiCHUM CUHAPOMOM
MYJIbTUCUCTEMHOI aTpodil, O0HUM 3 IIPOSIBiB SIKOI € TSIKKe MOPYIIeHHS perysillii apTepiaabHOTO
THCKY 3 O0KYy BEreTaTUBHOI HEPBOBOI CUCTEMH.

[TpemapaT MOTEHIIiIO€ TiNOTEeH3UBHUM e(eKT HiTpaTiB (AuB. po3min «IIpoTUIOKa3aHHSI»).

Y nmocTMapKeTHHTOBOMY IIE€PiOfii TOBIMOMIISIOCS PO TSIXKKi 1M06iuHi peakilil 3 60Ky ceplieBo-CyIHHHOI
CHCTeMHU, BK/TI0Ualouu iHdapKT MioKapza, HecTabilbHy CTeHOKapZilo, palTOBY CEePLieBY CMEPTh,



IIJTYHOYKOBY apUTMilo, 11epe0poBacKyIIpPHi KPOBOBUINBY, TPAH3UTOPHY illIEMiIUHY aTakKy,
apTepianbpHy rimepTeH3ilo Ta apTepianbHy TiOTEH3ito, 110 3a YacoM 36iranucs i3 3aCTOCyBaHHSIM
cunpeHadiny. V 6inpurocTi mauieHTiB icHyBanu GpakTopu pU3UKY CEPIIEBO-CYTUHHUX 3aXBOPIOBAHbD.
Bararo Takux mo6iuHUX peakliiiif criocTepiranocs mig yac abo ofpa3sy Iiciisg CTaTeBOTO aKTy i JIUIIe
KiJlbKa Tpamnuocs HeBAOB3i Micyig 3aCTOCyBaHHS cuifeHadiny 6e3 ctaTeBoi akTUBHOCTI. ToMy
HEeMOXKJIMBO BU3HAUMTH, YU IOB’I3aHUM PO3BUTOK TAaKUX MOOIYHUX peakiliii 6e3rmocepeaHbo 3
(dhakTOpaMu PU3UKY, UM IX PO3BUTOK 3YMOBJIEHUY IHIIMMHU YHHHUKAMH.

ITpianiam. 3acobu Ojis NMiKyBaHHS €PEeKTUIbHOI AUCPYHKIII, y ToMy 9ucii i cunpeHadin, cin
IpU3HaYaTy 3 00ePeKHICTIO MallieHTaM 3 aHaTOMIYHUMU fedopMalliIMu MeHica (TaKuMu siK
aHTYJIALis, KaBepHo3HuM (ibpo3 abo xBopoba Ileliponi) Ta malieHTaM 3i cTaHaMU, 1110 CIIPUSIOThH
PO3BUTKY IIpiamniaMy (TaKUMH K CEpIONONiOHOKITITHHHA aHeMiss, MHOXKMHHA MienoMa abo nerkeMis).

[Ticns Buxony cunpgeHadiny Ha PHHOK ITOBITOMIISIOCS IIPO BUNAAKU IONOBXKEHOL epeKIIil Ta
mpiami3my. fAKIIO epeKlis TpuBae HoBlle 4 TOAUH, NalliEHTaM CJIiff HeraiiHO 3BEPHYTUCS 3a
MeIUYHOIO0 JOIIOMOr00. Y pa3si BifCyTHOCTI HeTalHOI0 JTiIKyBaHHA IIpiali3M MOXKe PU3BECTHU OO
MIOIIKOMKEHHS TKaHUH IeHica Ta [0 CTiMKOi BTpaTH MOTEHIIil.

O0HouacHe 3acmocyBaHHs 3 iHwumu iH2ibimopamu ®IE5 abo iHwumu npenapamamu 045 AiKYBAHHS
epekmusabHoi ducyHkuii. be3nexky Ta eeKTUBHICTh OIHOYACHOTO 3aCTOCYBaHHA cunmeHadiny 3
inmumu inriditopamu ®IES abo iHmMME npeliapaTaMu [AJig JIiKyBaHHS TilepTeH3il 1ereHeBol
aprepil, o MicTATh cungeHadin (Hanpukiag «Pesanio»), 4 3 iHIIMMY NIpenapaTaMu s JTiKyBaHHS
epPeKTUIIbHOI MUCOYHKII He BUBYaau. TOMY 3aCTOCYBaHHS TaKUX KOMOiHAIlill He peKOMeHJ0BaHe.

Bnaue Ha 3ip. Hagxonunu CIOHTaHHI IOBIIOMIEHHS IIPO BUHUKHEHHS NedeKTiB 30py npu
3acToCyBaHHI cungeHadiny Ta iHmwux iHridiTopis ®IES (qus. po3min «ITob6iuHi peakirii»). 3i
CIIOHTAHHMX ITOBiMOMJIEHD Ta HATJISIOBOTO MOCIIMKEHHS BiqOMO ITPO BUIAIKH PigKiCHOI
HeapTepianbHOI IepeHbO] illleMigHOl HeBpoIaTil 30p0BOT0 HEPBA, ITOB’I3aH0I i3 3aCTOCYBaHHIM
cungenadiny ta inmmx inriditopis ®IES (muB. po3min «ITobiuHi peaknii»). [TamieHTiB ciig
IIOTIEPEOUTH, LI0 Y Pa3i parnToBOro MOPYIIEHHS 30py 3aCTOCOBYBaHHS CUNAeHA]INy CIig IPUNUHUTH
Ta HEralHO 3BePHYTUCS A0 JiKaps (ouB. po3ain «IIpoTunoka3aHHsg»).

O0HouacHe 3acmocy8aHHA 3 pumoHasipom. OmHOYaCHe 3aCTOCYBaHHS cUnfeHadiny Ta puTOHaBipy
He PeKOMEHIYEThCS (OUB. po3min «B3aemogmis 3 iHIIMMYU JTiKapCbKUMHU 3aco0aMu Ta iHIN BUOU
B3aEMOMIN»).

OdHouacHe 3acmocysaHHA 3 baokamopamu a-adpeHopeuenmopieg. I1alieHTaM, SKi 3aCTOCOBYIOTh
6110KaTOPU (-adPEHOPEIENITOPIB, 3aCTOCOBYBATHU CUeHadin ciig 3 00epexkKHiCTI0, OCKITbKY TaKa
KoMOiHallisgs MoXkKe MIPHU3BECTH 00 CUMIITOMATHYHOI apTepialbHOI Ti0TeH3il ¥ HeIKUX CXUTTBHUX [0
IIbOTO0 THalfieHTiB. CUMIITOMaTAYHa apTepiajibHa TinoTeH3id 3a3BU4all BUHUKAE MPOTATOM 4 TOOuH
IiCcyIs 3aCTOCYBaHHA cufeHadiny. 3 MeToo MiHiMi3alll pu3uKy PO3BUTKY OCTyPaIbHOL TiMOTEH3il y
TaLiEHTIB, SIKi 3aCTOCOBYIOTEH 6JI0KAaTOPU X-alp€HOPELeNTOpiB, IXHil cTaH noTpibHO cTabinizyBaTu 3a
IOIIOMOT 010 6JI0KaTOPiB -aipeHOPEeIenTOPIB 10 ITOYaTKy 3aCTOCOBYBaHHS cunmeHadiny. Takox crin
PO3TIISHYTU MOKJIMBICTH 3aCTOCYBaHHS ITOYaTKOBOI 03U 25 MT (OuB. po3min «Crocib 3acTocyBaHHS
Ta go3u»). Kpim Toro, ciig npoindopMyBaTy malieHTiB, K OiATH V¥ pa3i MOSBU CUMIITOMIB
OPTOCTAaTUYHOI TiMOTeH3il.

Bnaue Ha kposomeui. [JoCTifKeHHS TPOMOOIUTIB TIOAAHY IPOAEMOHCTPYBaIH, 110 in Vitro
cunmeHa)in NOTeHIiI0e aHTHarperaliliiHi eekTy HaTpito HiTponpycuny. Hemae xxonHol iHdopmaii
monmo 6e3meKy 3aCTOCYBAaHHS cuImeHadiny malieHTam i3 mopyueHHsIMU 3TOPTaHHSI KPoBi abo
TOCTPOIO IENTUYHOI0 BUPa3Koi0. TakKMM YHHOM, 3aCTOCYBaHHS CUNAeHadiny malieHTaMu Li€l Tpynu
MOXKJIMBE JIMIIIE TIiCJI PETEIbHOI OIHKY CITiBBiTHONIEHHS KOPHUCTI Ta PU3UKIB.



[Ticns 3actocyBaHHs mo3u 100 M 3mopoBUM HOOPOBOIIBIISIM HE CIIOCTEPITaNocs BILIUBY Ha
MOP(OJIOTiI0 YU PYXOMICTh CIIepMaTo30igiB (AuB. po3nin «dapMaKoguHaMika»).

Bmpama cayxy. JlikapsiM cJlif TOpafuTH NallieHTaM IPUIUHUATY 3aCTOCyBaHHS iHTi0iTOopiB ®IIES,
BKJIIOYAOYH Ied miKapchKkull 3acib, Ta HeralHO 3BEPHYTUCS 3a MEOUYHOT'0 JOMIOMOI0I0 ¥ BUTIagKaX
PanToBOrO 3HUXKEHHS YU BTpATU Ciyxy. [Ipo 1i ABuUIla, 110 TAKOXK MOXYTh CYIIPOBOAXKYBATUCS
I3BOHOM Y ByXax Ta 3allaMOPOYEeHHIM, IOBIAOMIIAIOCS 3 acoLiallielo ¥ 4yaci i3 3aCTOCYyBaHHAM
inri6iTopis ®JIES, BKmoyarouu cungeHadin. BuzHauuTy, uu 11i SBUIIA MIPSIMO OB’ s13aHi i3
3acTtocyBaHHSM iHTiOiTOpiB ®IES, un 3 iHmIMMYU (paKTOpaMu, HEMOXKJIIHBO.

OO0HouacHe 3acmocy8aHHA i3 2inomeH3usHUMU npenapamamu. [IpenapaT YUHUTL CUCTEMHY
CyIUHOPO3IINPIOBAIbHY [Iil0 Ta MOXKe Hafalli 3HUKYBaTU apTepiaJlbHUN TUCK Y NAlli€HTiB, IKi
3aCTOCOBYIOTH TilTOTEH3UBHI JTiKapChKi 3aco0u. Y 0KpeMOoMy [OCHiAXKeHHi JIikapChKOl B3aEMOIii Tpu
OOHOYACHOMY 3acToCyBaHHI amnopuminy (5 Mr a6o 10 mr) Ta cungenadiny (100 Mr) nepopaibHO
CIIOCTEpIranocs cepegHe NOOAaTKOBe 3HUXKEHHS CUCTOJIIYHOTO TUCKY Ha 8 MM pT. CT. Ta
OiaCTONIYHOTO - Ha 7 MM PT. CT.

3axeoprosaHHs, W,0 nepedarmsCs cmamesum WaAAXoM. 3aCTOCYBaHHS cunfeHadiny He 3aXuIIlae Bif
3aXBOpIOBaHb, 10 IIepefalThCd CTaTeBUM LIIIX0M. CIif IPOiHCTPYKTyBaTH MaLi€HTIB 11010
HeoOXimHUX 3ac00iB IJIsT 3aXUCTY Bifl 3aXBOPIOBaHb, 1110 II€PEaloTHCS CTAaTEBUM IIUISTXOM, BK/IIOHUAI0YH
BipycC iMyHOHEILIUTY TIOANHU.

3acmocysaHHs y nepiod sazimHocmi abo 200y8aHHs 2py001o.

Jlikapcekui 3acib He MpHU3HAYEHUH 71T 3aCTOCYBaHHS XKiHKaM.

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

EpOTOH® MOXK€e MaTH He3HAYHUM BIIMB Ha KePyYBaHHSA aBTOTPAHCIIOPTOM abo iHIMKMMH MeXaHi3MaMH.

HocmifKeHb BIJIUBY IIpenapaTy Ha 30aTHICTh KepyBaTU TPAHCIIOPTHUMH 3aco0aMu Ta IIpalloBaTH 3
IHIIMMU MexaHi3MaMu He TpoBoguiu. OCKINIbKY y XO4i KITiHIYHUX AOCHIAXKEHb 3aCTOCYBaHHS
cunpeHadiny moBimOMIISIIOCS ITPO BUMTAAKK 3allaMOPOYEHHS Ta MOPYIIeHHs 3 00Ky OpraHiB 30Dy,
mepeq TUM SIK CifaTH 3a KepMO TPAHCIOPTHOI0 3aco0y abo mpaloBaT 3 MeXxaHi3MaMH, MMallieHTaM
HeoOxifiHO 3’sicyBaTH, SIKOIO € IXHS iHOWBigyalbHa peakllis Ha 3aCTOCYBaHHS IIpelapary.

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

ILlopocai. PekoMeHOBaHa [03a IIperapaTy CTaHOBUTL 50 MT, 3aCTOCOBYBaTH y pa3i HeoOXimHOCTI
npubnu3Ho 3a 1 rOgUHY 10 CTaTeBOI aKTUBHOCTI. 3asie’kHO Bifi e(eKTUBHOCTI Ta IEPEHOCHMOCTI
npernapary 03y MoxHa 30inbmutu 1o 100 Mr abo 3MeHImUTH [0 25 Mr. MakcuMasibHa
pPeKoMeHIoBaHa no3a cTaHOBUThH 100 Mr. YacToTa 3aCTOCYBaHHS MaKCUMaJIbHOI peKOMEHI0BAHO1
03U TIperapaTy CTaHOBUThL 1 pa3 Ha mo0y. [Ipu 3acTocyBaHHi Ipemnapary mig 4ac npuioMy ixi mis
IperapaTy MOXKe HacTaBaTH Ii3Hillle, HiXK IIpXU UOTO 3aCTOCYBaHHI HATILE.



IMauieHmu aimHb020 8iky. HeoOXigHICTh ¥ KOPEKIIil 03K [JIS Malli€eHTiB JITHLOTO BiKY (= 65 POKiB)
BiCyTHS.

ITauieHmu i3 HUpKoBow Hedocmamuicmio. [I7is MalliEHTIB i3 HUPKOBOIO HEJOCTATHICTIO JIETKOTO Ta
IIOMIPHOTO CTYIIEeHS TAXKOCTI (KinipeHc kpeaTuHiny 30-80 Mi1/XxB) peKOMeH[I0BaHa [03a Ipernapary €
TaKOI0 X, K HaBeJEHO BUIllEe V PO3Aiii «[Jopoci».

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

< 30 M11/xB) KJlipeHC cunpeHadiny 3HUKEHNWU, CHIi PO3rISHYTH MOXKJIUBICTh 3aCTOCYBaHHS 03U
25 Mr. 3ayexkHo Biff epeKTUBHOCTI Ta TePeHOCUMOCTI ITpenapaTy npu HeoOXifHOCTi 03y MOXKHa
30inbImUTH TOCTYIIOBO 70 50 Mr Ta go 100 mr.

ITauieHmu i3 neuinko80 Hedocmamuicmto. OCKITbKH Y MAI[iEHTIB i3 I€4YiHKOBOIO HEJOCTATHICTIO
(HampuKJiaf, OUPO30M) KIipeHC cufgeHadiny 3HUKEeHUH, CIIiT PO3TIAHYTA MOXKJIUBICTh
3aCTOCYBaHHS 103U 25 MT. 3aJIe’KHO Bifl e()eKTUBHOCTI Ta IEPEHOCUMOCTI ITpenaparTy Ipu
HeoOXimHOCTI 103y MOXKHa 30iMbUINTH TOCTYTOBO A0 50 Mr Ta mo 100 mr.

ITauienmu, saKi 3acmocoa8yomb iHWi AiKapcuki 3acobu. AKIO MalliEHTH OOHOYACHO 3aCTOCOBYIOTh
inribitopu CYP3A4 (muB. po3nin «B3aemMopis 3 iHIMMMY TiKapChKUMU 3ac00aMu Ta iHII BUOH
B3a€EMOZiN»), CITiJ PO3T/ISHYTU MOXKJIUBICTh 3aCTOCYBaHHS IMIOYATKOBOI 103U 25 MT (3a BUHSATKOM
PUTOHABIipy, 3aCTOCYBaHHS SKOT0 OJHOYACHO i3 cuigeHadiioM He peKOMEHOY€ETLCS, OUB. PO3MLN
«Oc0o0IMBOCTI 3aCTOCYBaHHS»).

3 MeTOI0 MiHiMi3allil pu3uKy PO3BUTKY IIOCTypPaJIbHOI TilOTEH3i1 ¥ MallieHTiB, SKi 3aCTOCOBYIOTh
6710KaTOPU (-agpPEHOPEIENTOPIB, IXHil cTaH NOTPiOHO cTabini3yBaTH 3a OIIOMOr00 OI0KaTOPiB a-
agpeHOpPeLenTOopiB A0 T0YaTKy 3aCTOCOBYBaHHSA cunfgeHadiny. TakoxX CIlif pO3rIsSHYTH MOXKJIUBICTh
3aCTOCYBaHHS ITOYATKOBOI H03u 25 Mr (guB. po3min «Oco6IuBOCTI 3aCTOCYyBaHHS» Ta «B3aemofis 3
iHIMMMY TiKapchKUMU 3aco0aMu Ta iHIII BUOW B3aEMOMIl»).

[Tpu npu3HaveHHi cunmeHadiny y gosi 25 Mr 3aCTOCOBYBaTH IIpemapar y BigmoBimHOMY m03yBaHHI a0
JIiKapChKin Ghopmi.

Iimu. JlikapcbKu#t 3acib He IMOKa3aHUM 10 3aCTOCYBaHHS 0cobaM BiKoM 1o 18 pokis.

Ilepedo3yeanHsi.

[Tig wac 3acTocyBaHHS pa30Bol o3u cungeHadiny go 800 mMr mobiuHi peakiii Oynu nmogiOHUMU [0
THUX, 110 CIIOCTePirajaucs Mpu 3aCTOCYBaHHI cunmeHadiny y HUXKYUX [03aX, ajie 3yCTpidanucs
yacrimnte Ta 6ynu OibII TSKKUMU. 3aCTOCOBYBaHHS cunfgeHadiny y 1o3i 200 Mr He IpU3BOAMIIO 10
nigBuIIeHHs e)eKTUBHOCTI, ajlle CIIPUYMHSIIO 3POCTAHHS KiJTbKOCTi BUMTAAKiB PO3BUTKY MOGIYHUX
peaxiiiii (roioBHOTO 60JTI0, IPUIIJIUBIB, 3alIlaMOPOYEHHS, IUCIEICii, 3aKJIafieHOCTi Hoca, TIOPYILIEeHb 3
00Ky oprais 30py).

Y pagsi nepepno3yBaHHs IPU HEOOXiMHOCTI CIifl BOaBaTHCS OO 3BUYANHUX MiATPUMYIOUYUX 3aX0iB.
[TpuckopeHHS KIIipeHCcy cunmeHadiny npu reMofianisi MajoiMOBipHe Yepe3 BUCOKUM CTYIIiHb
3B’sI3yBaHH4 NpenaparTy 3 6iTkaMu I1a3Mu KPOBi Ta BigCyTHICTE emimiHalii cungenadiny i3 ceuero.



ITobiuni peakuii.

Haituacrime moBigoMsiocs Ipo Taki mobivHi peakilii, IK TOJI0OBHUY Oiflb, IPUIIIUBY, OUCIIEIICIs,
3aKjafeHicTh Hoca, 6inb ¥ CIIMHI, 3allaMOpoYeHHs, HYOO0Ta, IIPUILINBY Kapy, IOPYIIeHHS 30Dy,
I[laHOIICis Ta 3aTyMaHEeHHS 30py.

Yci kniniyHO 3Hauymi Mo6iuHi peakiril, 110 cIocTepiraaucs mif Yac KIiHIYHUX [OCTiIXKEeHb YacTillle,
HiX IIpY 3aCTOCYyBaHHi m1alebo, HaBeJeHO HUXKYe BiATOBIMHO 10 Kiacudikallil cucTeM opraHiB Ta
yacToTu: gyxke 4acto (= 1/10), vacto (= 1/100 — < 1/10), HewacTo (= 1000 — < 1/100) Ta pigko (=
1/10000 — < 1/1000). Kpim Toro, yacToTa KJIiHiYHO 3HAUYIIUX OOIYHUX peaklliil, Mpo SKi
IIOBiOOMIISITIOCS Y paMKaX AOCBiy 3aCTOCYBaHHS IIiC/Ig BUXOOY Ha PMHOK, BU3HAUeHa SIK HeBimoMma. Y
MexXKax KOXKHOI TPYIIH 3a YacTOTOI0 00iyHi peakilii HaBegeHi y MOPSIAKy 3MEHIIEHHS iX Cepio3HOCTi.

IHbexkilHi Ta iHBa3WBHI 3aXBOPIOBAHHS.

Heuacmo: puHiT.

3 60KV iMYHHOI CUCTEMH.

Hevyacmo: rinepuyTIuBICTE.

3 60Ky HEPBOBOiI CHCTEMH.

[lyoice yacmo: TonoBHUM Gifb.

Yacmo: 3an1aMOPOYEHHS.

Heuacmo: COHNUBICTS, TinecTesis.

Pioko: iHCynbT, TPAH3UTOPHA illleMiYyHa aTaka, CyoqoMu*, peluIuByu CymoM*, CHHKOIIE.
3 OOKY OpraHiB 30py.

Yacmo: OpyLIeHHs CIPUUHATTS KOIbOPiB**, po3nnaau 30py, 3aTyMaHEeHHS 30Dy.

Heuacmo: po3nagy CIbO30BUIINIeHHS ™, Oith B ouax, GpoTodhobist, poTorcis, rimepemist ouer,
SICKPaBiCTh 30pYy, KOH IOHKTHBIT.

Pioko: HeapTepianbHa IepegHs illleMidyHa HEUPOIaTisd 30pPOBOr0 HepBa*, OKJI03isd CYAUH CIiTKiBKU*,
peTUHaIbHUY KPOBOBUJIUB, apTEPIOCKIEpOTUYHA PETUHOIIATIS, IOPYIIeHHS 3 00Ky CiTKiBKH,
rinaykoMma, edekTu mosig 30py, QUIIIONis, 3HUKEHHS TOCTPOTH 30PY, MiOIlisl, aCTEHOIis, MlaBaoyi
IIOMYTHIHHSI CKJIOBUIHOTO Tijia, MOPYIIEHHs 3 00Ky pauaykHoi 000JI0HKH, Migpia3, m0siBa CIIOYUX
KPYTiB HABKOJIO AXKepesia CBiT/a (rajo) y mosi 30py, HabpsK o4el, MIPUIyXJIiCTh O4el, MOPYIIeHHS 3
00Ky ouel, rimepeMisi KOH'IOHKTUBH, IIOOPa3HeHHs 04Yel, aHOMaJIbHi Bif4yTTs B 04aX, HabpsK IMOBIK,
3HeOapBIIeHHS CKIIEPH.

3 GOKY OpraHiB CIYXy Ta BECTHOYISPHOTO anapary.
Heuacmo: 3artaMOpOY€eHHS, [3BiH y ByXax.

Pioko: rnyxora.

3 OOKy ceplis.



Heuacmo: Taxikapfisi, mocuieHe cepreOuTTs.

Pioko: panToBa ceplieBa cMepTh*, iHapKT MioKapAa, IIyHOUYKOBa apuTMis*, ¢hibpunsiis
nepencepnb, HecTabinbHa CTEHOKAPHis.

3 OOKY CyIuH.

Yacmo: TPUILIUBY KPOBi 10 00IMYYs, IPUIUBH XKapy.

Heuacmo: aprepianbHa TinepTeH3ia/TimoTeHsis.

3 60Ky pecnipaTOpPHOi CHCTEMH, IPYOHOI KIITKK Ta CepeNoCTiHHS.

Yacmo: 3aKi1afeHicTh HOca.

Heuacmo: HOCOBa KpOBOTeYa, 3aKIafeHiCTh MPUOAaTKOBUX ITa3yX HOCA.

Pioko: BiguyTTsl CTUCHEHHS y TOPJIi, HabpsgK CI130BO1 000JIOHKK HOCA, CYXiCTh y HOCI.
3 OOKY IINYHKOBO-KUIITKOBOTO TPAKTY.

Yacmo: HynoTa, OUCIIEICis.

Heuacmo: racTpoe3odareanbHa pedJIokcHa xBopoba, 61roBaHHS, 0iflb y BEpXHil YaCTHHI XXKUBOTA,
CYXIiCTB y POTI.

Pi0Ko: rinecTe3is pOTOBOI ITOPOXKHUHH.

3 6OKY LIKipK Ta HifIIKipHOi TKAHWHH.

Heuacmo: Bucumnanus.

Pioko: cuampoM CriBeHCca — [I?KOHCOHa*, TOKCUYHUM ellilepMaibHUN HEKpoITi3*.

3 00Ky OIIOPHO-PYXOBOTO amnapary Ta CIONIYYHOl TKaHWHH.

Heuacmo: Mianris, 6inb y KiHIliBKax.

3 OOKY CEeYOBUIINBbHOI CUCTEMH.

Heuacmo: rematypis.

3 60Ky peHQOEyKTI/IBHOi CHUCTEMH Ta MOJIOYHHX 3aJI03.

Pigko: KpoBOTeYa 3i CTAaTEBOr0 4YJjieHa, Mpiami3M*, reMaTOCIIepMisi, TOAOBXKEHA ePeKIIis.
3arabHi po3nanmn.

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

Pi0oKo: mompa3HeHHS.

OO6CTexeHHS.

Heuacmo: migBuIeHa 4aCcTOTa CEPIIEBUX CKOPOUYEHb.



* [ToBigoMmsinoCs Nullie Tif Yac MOCigXKeHHS MiCg BUXOAYy IIpernapaTy Ha pUHOK.
** TlopyIneHHSI COPUUHATTS KOJIBOPY: XJIOPOIICis, XPOMATOIICis, I[iaHOIICisdg, epUTPOIICiA, KCAHTOICI.

**+* [TopyIieHHS CIbO30BUMAIIEHHS: CYXiCTh B 04aX, IOPYIIEHHS CIbO30BUAINIEHHS Ta MigBUIIEHHS
CJIbO30BULIIIEHHS.

Huxye3za3HaueHi gBHUllla criocTepiranucsa y < 2 % MallieHTiB; IPUYNHHUN 3B’930K HE BU3HAUEHUM.
[ToBimOMIIEHHS BKJIIOYAJIX SIBUINA, 10 MajIu KMOBIDHUY 3B’S130K i3 3aCTOCYBaHHAM Ipenapaty. He
Oynu 3a3HaydeHi IBUINA, AKi OyJIK TeTKUMU Ta MOBiOMJIEHHS PO AKi Oy/u Oy:Ke HeTOYHKUMH, 1100
MaTy 3Ha4YeHHS.

3azanvHi. Habpsk o6muyys, peakiii poTOUyTIUBOCTI, 110K, aCTeHis, Oifib, panToBe NafiHHsA, Oinb y
JKMBOTI, PanToOBe MOIIKOIXKEHHS.

3 60Ky cepueso-cyOuHHOI cucmeMu: CTeHOKApIisi, aTPiOBeHTPUKYIIsIpHA 0/10Kafa, MirpeHs,
TIOCTypaJibHa Till0TeH3is, imemisi Miokapaa, TPoMO03 CYyAUH TOJIOBHOTO MO3KY, PalTOBa 3yIMUHKA
cepud, nopymenHsa Ha EKT, kapgiomionaris.

3 60Ky WAYHK0BO-KUWKOB020 MPAKmMY: TJIOCUT, KOJIiT, mucdaris, TaCTPUT, TaCTPOEHTEPUT, e30¢arir,
CTOMATHUT, BiTXUJIEHHS Bifl HOPMaJIbHUX Pe3y/IbTaTiB MeYiHKOBUX P00, peKTaabHa KPOBOTEYa,
TiHTiBIT.

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

3 6oky memaboaizaMy ma xap4yB8aHHA: crpara, HaOpsK, mogarpa, HectabinmpHuM giaber,
rinepriikeMis, nepudepuyHi HaOPsKY, TinepypuKeMis, rinornikemis, rimepHaTpiemis.

3 60Ky ckesemHo-M’ 230801 cucmemu: apTPUT, apTPO3, PO3PUB CYXOKUIIISI, TEHOCUHOBIT, OiNlb y
KiCcTKax, MiacTeHis1, CHHOBIT.

3 60Ky Hepeosoi cucmemu: aTakciss, HeBpaJIris, HeWpomarisi, mapecTesisi, TPeMOp, BEPTHUTO, ETIPecis,
0e3COHHS, aHOMAJIbHI CHOBUIIHHS, 3HUKEHHS pedIeKCiB.

3 60Ky duxaabHOI cucmemu: acTMa, OUCIIHOE, JTaPUHTIT, GapUHTIT, CHHYCUT, OPOHXIT, ITOCUTIEHe
CJIMHOBUIJIEHHS, IIOCUICHHS KAIIUIIO.

3 60Ky wkipu: KpOUB THKA, Teprec, CBepbixK, MiTNUBICTh, BUPA3KH IIKipH, KOHTAKTHUN OEePMATHT,
ekchomiaTUBHUM NEepPMaTuT.

CneuuciuHi 8i0uymmas: panToBe 3HUKEHHS YU BTpATa CNyXy, Oi/ib y ByXaX, KPOBOBUIIUB Y OKO,
KaTapakTa, CyXiCTb B O4ax.

3 60Ky ypoeeHimasnvHOi cucmemu: TUCTUT, HIKTYPisl, MigBUIleHa YaCTOTAa CEYOBUITYCKAHb,
30inbIIIEHHS MOJIOYHHUX 3aJ103, HeTPUMaHHS Cedi, IOPYILIeHHS esKyIsIil, HaOpsSK CTaTeBUX OpraHiB,
aHoprasmis.

[TOCBiZ 3aCTOCYBaHHS IiCId BUXOOY Ha PUHOK. [licig Buxony cunpeHadiny Ha puHOK Oyiu

imeHTH(iKOBaHI HUXKYe3a3HaueHi mobiuHi peakmii. OCKiTbKY PO TaKi peakiiii MoBimoOMIISIOTh
moOpOBiTbHO, HEe 3aBXKIKM MOXKHA HOCTOBIPHO OI[IHUTH iX YaCTOTY Ta BCTAHOBUTHU MPUYMHHUY 3B’ 130K
3 [Ii€r0 JiKapChKOTo 3acoby.



Cepueso-cyouHHi ma uepebposackyasapHi seuw,d. TToBimoMIsSIOCsS PO Cepio3Hi cepIrieBO-CyquHHi,
11epe6pPOBaCKYIIIPHI Ta CYIMHHI SIBUIA, BKITIOYA0UK 11epe0poBaCKyISPHY KPOBOTEYY,
cybapaxHoimanbHy Ta BHYTPIlIHbOIIEpEOpaTbHy KPOBOTEUY Ta JIeTeHeBY KPOBOTEUY, 1110 OyIu
TIOB’s13aHi B 4aci i3 3acTocyBaHHAM cunmeHadiny. Y 6inbinocti marienTiB 6ynu HasiBHI pakTOpH
CeplieBO-CYAMHHOTO pU3uKy. [ToBigomisinocs, 1o 30e0inbioro 1 SBuilla BUHUKAJH IIif 9ac abo
Ofpasy IMic/s CTaTeBOi aKTUBHOCTI, Ta MOOEKOIIH 11i SBUIla BUHUKAIM Biipa3y Iicjsd 3aCTOCYyBaHHS
cungeHadiny 6e3 cekcyanbHOl aKTUBHOCTI. [HKOJIM YCKIagHEHHS BUHUKAIIM IIPOTSATOM HACTYITHUX
KiJTbKOX TOOWH YU [HIB IIiCJIg 3aCTOCYBaHHS CcUnAeHadiny Ta CTaTeBOl aKTUBHOCTI. HeMOXKITHBO
BCTAHOBUTH, YU MalOTh LIi SBHUILA IPSIMUU 3B'I30K i3 3aCTOCYBaHHAM IIpenapary, 3i CTaTeBOI0
aKTHBHICTIO, 3 HasBHUMH (paKTOpaMu PU3UKY, UM i3 KoMOiHaIli€o 1uX HaKTOPiB, Yy 3 iHIMUMHU
(dbakTopamu.

KposoHocHa ma aimpamuyHa cucmemu: Ba300KIIO3UBHUY KPU3. Y HEBEIMKOMY 3aBYacHO
IPUNUHEHOMY OOCIIiIXKEeHH] IIPX 3aCTOCyBaHHI cugeHadiny maiieHTaM 3 JIeT€eHeBOI0 apTepialbHO0
rinepTeH3i€l0, BTOPUHHOIO 00 CEePIONOAiOHOKITITUHHOL aHeMil, PO3BUTOK Ba300K/IIO3UBHUX KPHU3IiB,
1o notpebyBany rocmiTanizaliii, ciocTepirascs yacTime, HiXX IPU 3aCTOCOBYBaHHI miaie6o.
KniniyHe 3HaYeHHS LWX JaHUX [OJ14 NALi€HTIB, SKi 3aCTOCOBYIOTh cuyigeHadin 3 MeTO0 JTiKyBaHHS
€PEeKTUIIbHOl AUC)YHKII, € HEBIJOMUM.

Hepeoea cucmema: TpPUBOKHICT, TPAH3UTOPHA rj100abHa aMHe3is.
Cneuudeiuni giduymmas.

Cayx. TTicng Buxony npenapaTy Ha PUHOK ITOBITOMIISNIOCS PO BUMAAKKA PAlTOBOTO 3HUXKEHHS YU
BTPATH CIIyXy, IOB’sI3aHi y 4aci i3 3acTocyBaHHSIM cunaeHadiny. Y gesKux BUMaAKax MOBiIOMIISIOCS
IIPO HASIBHICTh MEIMYHUX CTaHIB Ta iHIMKX GaKTOPIB, 1[0 MOTJIM BiflirpaTu pPoyib ¥ PO3BUTKY MOOIYHUX
peakxiiiit 3 60Ky cnyxy. Y 6araTbox BuUnagkax iHpopMalis om0 Mofanbiioro MeguyHoro
CIIOCTEepeXEeHH BiCyTHA. BU3HauuTH, YU 11l ABUILIA [IPAMO II0B’3aHI i3 3aCTOCYBaHHAM IIperaparTy
cunpeHadiny, 3 HagBHUMU (paKTOpaMu PU3UKY BTPaTH CIyXy, 3 KoMOiHaIli€lo ux ¢GakTopiB 4u 3
iHImMMu paKkTOpamMu, HeMOXKJIKBO.

3ip. TumMyacoBa BTpaTa 30py, IOYEPBOHIHHSA OYel, TeYiHHSA B 04aX, [MifBUIIEHHS BHYTPIIIHEOOYHOT O
TUCKY, HaOpSK CiTKiBKM, CyOUHHI 3aXBOPIOBAHHS CiTKiBKM Y¥ KPOBOTEYA, BilllapyBaHHs
CKJIONOAiOHOrO Tina.

[Ticns Buxomy npemnapaTy Ha PUHOK PiKO MOBiAOMIISAIOCS IIPO BUIAOKKM HeapTepiaabHOl IepegHbOo1
imemiyHOI HeBpomarii 30p0OBOTr0 HEPBA, III0 € IPUUMHOIO 3HUKEHHS 30Dy, BKIII0Yal0Yu HEOOOPOTHY
BTpATy 30py, sIKi Oynu 1moB’si3aHi y 4aci i3 3acTocyBaHHsM iHribiTopis ®IES, y Tomy yucii
cunpeHadiny. baraTo 3 malieHTiB Manu aHaTOMiuHi a0 CyguHHI GaKTOpPU PU3UKY PO3BUTKY
HeapTepiaibHOI IepeHbO] illleMidHOol HeBPOIlaTil 30pOBOT0 HEPBA, BKITI0YAI0UN TaKi: HU3bKE
CITIiBBiIHOIIIEHHS AiaMeTpa eKCKaBallil Ta JuCKa 30pOBOT0 HEpPBa (3aCTiliHUM IUCK 30pOBOTO HEPBA),
BiK Bif 50 poOKiB, apTepianbHa rinepTeH3isa, 3aXBOPIOBAaHHA KOPOHAPHUX apTepiy, rinepiinigemMisa ta
nasiHasg. HeMoX/IMBO BU3HAYUTH, UM IIi SIBUIIA IPSIMO OB sI3aHi i3 3aCTOCyBaHHSIM iHTiOiTOPIB
OJIES, yu 3 HasBHUMH aHATOMIiYHUMHU ab0 CyguHHUMU QaKTOpaMu PU3UKY, YU 3 KoMOiHalli€to 1IUX
BCiX ()aKTOpiB, 4u 3 iHIIUMHU (HaKTOpPaMHU.

38imysaHHs npo nido3piosaHi nobiuHi peakuii. [ToBimomieHHs npo mMobivHi peakilii micis peecTpartil
JIiKapChKOT0 3ac00y Ma€ BeNlnKe 3HaueHHs. Lle mae 3MOTy TPOBOAUTH MOHITOPUHT CIiBBiTHOIIEHHS
KOPUCTB/PU3UK ITPHU 3aCTOCYBaHHI IIOT0 TiKAapChKOT0 3aco0y. MeguuHuM Ta GpapMalleBTUUHUM
IpalliBHUKAM, a TaKOX MalfieHTaMm abo iXHiM 3aKOHHUM ITPeCTaBHHUKAM CJIiJ IOBiIOMIISTH IIPO YCi
BUITIQMIKH ITig03pI0BaHUX MOOIYHUX peakIliii Ta BiCyTHOCTiI e(eKTUBHOCTI JIiKapChKOT0 3acoby uepes
ABTOMaTH30BaHy iHGOPMaIiiHy cuCTeMy 3 ¢apMaKOHarIsagy 3a



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

Tepmin npudamHocmi. 5 POKiB.

YmoBH 30epiranns.
30epiraTu B OPUTiHANBHIN YIIAKOBI Tpu TeMepatypi He Butie 25 °C.

36epiraté y HEOOCTYIIHOMY IJIST OiTe# MicCIIi.

VnaxoBka.

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

Kareropis Bigmycky.

3a perenToMm.

Bupoonuk. [TPAT «OITO®APM» (BigmoBifmanbHUM 3a BUIIYCK Cepii, He BKITI0Ya0un
KOHTPOJIL/BUIIPOOYBaHHS Ccepii).

Micue3HaxoIKeHHsI BUPOOHHKA Ta afipeca Micus MpoBaIXKeHHS HOTr0 Tis/IbHOCTI.

Ykpaina, 07455, KuiBcbka 0011., BpoBapcekuii p-H, c¢. Kusxkudi, Byin. JlaryHosol Mapii, 114-]].

3asIBHHUK.

[TPAT «®ITO®APM».

Y pasi suHukHeHHs nobiyHux peakuill abo 3anumaHs w,000 6be3neku ma epekmusHocmi
3aCMOCYB8aHHA AiKAPCbKo20 3acoby npocumo 3sepmamucs 00 8i00iny papmakoHazandy IIPAT
«@ITOPAPM» 3a Homepom meaepoHy 38 (044) 390 52 96 abo nepetimu 3a NOCUAAHHAM
https://fitofarm.ua y po30dia «®apmakoHaz2a50» ma aubpamu 3pyuHuil cnocio.

Micue3HaxoIKeHHsI 3asiBHHKa.


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

Ykpaina, 02100, micto KuiB, 6. BepxoBHoi Pagu, OyoguHOK 7, moBepx 3, npuMimnenHs 18.



