IHCTPYKIIA

IJIs1 MEIUYHOT 0 3aCTOCYBaHHS JIIKapChKOT0 3aC00y

EPOTOH"®

(EROTON)

Cknao:
ditoua pevosuHa: sildenafil;
1 TabneTka MicTUTh cunmeHadiny HUTpaTy y mo3ax, ekBiBameHTHUX 50 Mr abo 100 Mr cungeHadiny;

donomidcHi peyo8uHU: Kanblliio TimpodocdaT gurigpar, Leaon03a MiKpOKpPHUCTaIiyHa, KOMOBIgOH,
KPEMHiI0 MiOKCH[ KOIOigHWM 6e3BOMHUM, TaJIbK, MarHilo cTeapaT, HAaTPilo KPOCKapMeno3a, KpoxXMalilb
KapTOTISHUM.

JIikapcbKka ¢popMa. TabrneTku.

OcHosHi pisuko-xiMiyHi 81acmusocmi: TabneTKu 6is0or0 KOILOPY, ABOOIYKJTi, IIeCTUTPaHH] (hopMu
«HEXAGON»), 3 no3"aukow «®» 3 000x O0KiB.

dapMakoTepanmeBTHYHA rpyna. 3acobu, siKi 3aCTOCOBYIOTh IIPU €PEeKTUIIbHIN TuCOHYHKITII.
Cunpenadin. Kog ATX G04B E03.

Papmako102iuHi 8 1acmueocmi.
dapmakoOuHamika.

Mexani3Mm pmii. CunpeHadin € mepopajJbHUM IIpenapaToM, 1[0 3aCTOCOBYIOTH [Jid JIiKyBaHHS MOPYIIEHb
epekiii y 4onoBikiB. [Ipu cTaTeBoMy 30yIKeHH] IpemnapaT BifHOBIIOE 3HUXKEHY €PEKTUIBHY QYHKIIi0
IIJIIXOM [IOCUJIEHHS IIPUTOKY KPOBI [0 IeHica.

dizionoriyHUM MexaHi3M, 1[0 3yMOBIIIOE €PEKIIif0, BK/II0Ya€ BUBIIbHEHHS OKUCY a30Ty (NO) y
KaBEPHO3HUX Tijlax IIifi 4ac CTaTeBOT0 30yIKeHHs. BUBibHEHUN OKCUT @30Ty aKTUBYE GEPMEHT
TyaHINaTIUKIa3y, [0 CTUMYJIIOE MigBUIIEHHS PiBHS LKKIIIYHOT0 TyaHOo3uHMOHOGochaTy (' M®), 1o,
y CBOIO Yepry, CIPUYMHSE Po3ciabeHHs IIagKoi MyCKyIaTypyu KaBepPHO3HUX TiJl, CIPUSIOUN
IIPUTOKY KPOBI.

CunpeHadin € MOTyKHUM Ta ceJIeKTHBHUM iHTibiTopoM I’ M®-cenudiynoi pochoniectepasu 5
(®E5) y kaBepHO3HUX Tinax, e ®IES Bignosigae 3a posnapg ul' M®. Edextu cungenadiny Ha



epexKl1iio MalTh nepudepudHull xapakrep. CunmeHadin He YMHUTEL 6e3M0CEPETHBO] PeTaKCyooUol Aii
Ha i30/1b0BaHi KaBepHO3Hi TiNla TIOOUHMU, ajle IOTYXKHO ITOCUIIIoE po3ciabiioiouy fito NO Ha many
TKaHuHy. [Ipu akTuBanii Metaboniynoro usaxy NO/uI'MO®, mo BifOyBaeThCs Ipu CTaTeBIiN

cTuMynsLii, inribyBaHHs cungeHadinom OIES npu3BoguTh 00 MiABUILIIEHHS PiBHS I MO y
KaBEpPHO3HUX Tinax. TaKUM YUHOM, OIS TOTO, 00 cungeHadin cupuyuHsaB IOTPiOHUN
dbapmakosoriuaui eekT, HeoOXimHe cTaTeBe 30yIKEHHS.

BnnuB Ha dapMakoguHaMiky. JOCTigKeHHS in Vitro MpogeMOHCTPYBaJH, 110 cunneHadin €
cenexktuBHuM oo ®IIES, ska 6epe aKTUBHY y4acTh Y Ipolieci epekiil. Bonus cunpgenadiny Ha

®IES moTyXKHIIIKY, HiXK Ha iHII BigoMi pocdopiectepasu. Llei edhekT y 10 pasiB mOTyXKHIIINK, HixK
edekT BrnuBy Ha OJIEG, 110 6epe y4acTh y mpoliecax GoTonepeTBOPEHHS Y CiTKiBLi. [Tpu
3aCTOCYBaHHI MaKCUMaJIbHUX PEeKOMEH0BaHUX 03 CeJIEKTUBHICTh cufeHadiny mongo OIES y

80 pa3ziB nepesuilye oro ceaekTuBHiCcTh moa0 ®IIE1, y 700 pasis Buia, Hixk mogo O®IE2, OIIE3,
OIIE4, OIIE7, ®IE8, ®E9, ®IE10 Ta ®IE11. 30KkpeMa, ceneKTUBHICTh cunpeHadiny momo ®IES y
4000 pa3siB nepeBHUIy€e MOTO CeneKTUBHICTH momo ®IE3 - tAM®-cneuudiyHol i3odopmu
docdomiecTepasu, 110 6epe y4acTh y Perysiiii cepiieBol CKOPOTIUBOCTI.

dapmakoKiHemuxka.

A6copbitisi. Cunpenadin mBupko abcopOyeThes. MakcuMalbHi [71a3MOBi KOHIIEHTpallii mpemnapaTy
nocsiraioTbes npoTtsaroM 30-120 xBunuH (i3 MemiaHOI0 60 XBUIMH) MIiCJIA MOTO TEPOPAIbHOTO
3acTtocyBaHHS HaTile. CepenHs a0comoTHa 6i0IOCTYHICTH IiC/Is TepopaibHOr0 3aCTOCYBaHHS
cTaHOBUTH 41 % (3 miamma30HOM 3Ha4eHb Bif 25 70 63 %). Y peKoMeHOBaHOMY fiana3oHi 703 (Big 25
no 100 mr) noxka3zuuku AUC Ta C,,, cungeHadiny micis #oro nepopaabHOro 3aCTOCYBaHHS
MigBUINYIOTHCS IPOIOPLINHO OO AO03MU.

I[Tpu 3acTocyBaHHi cungeHadiny mig yac npuitoMy ixi ctyninb abcopOuii 3HUKYETHCS i3 cepenHiM
mogoBxkeHHIM T, mo 60 xBuuH i cepegHim 3auKeHHIM C, ., Ha 29 %.

Posnopin. Cepennili piBHOBaxkHUM 00’'eM po3mnopiny (V,) ctaHoBuTh 105 miTpiB, 0 CBiAYUTE IIPO
PO3MOLiN penapaTty y TKaHWHaX opraHi3my. [1icyis 0gHOKpPaATHOIO IIepopaibHOTO 3aCTOCYBaHHS
cungenadiny B o3i 100 Mr cepenHs MakKCUMalbHa 3arajibHa I1JIJa3MOBa KOHIIEHTpallid cCungeHadiny
CTaHOBUTH pubau3Ho 440 Hr/Mn (KoedimieHT Bapialil ctaHoBUTH 40 %). OCKinbKY 3B’ A3yBaHHS
cunpeHadiny Ta “oro roioBHOro N-gecMeTun-metaboniTy 3 6inkamu mia3mu gocsarae 96 %, cepegus
MaKCcuMaJbHa IJa3MoBa KOHIIEHTPallis BinmbHOTO cunaeHadiny mocsrae 18 ur/mn (38 amons). CTyIiHb
3B’s13yBaHHs 3 OiTKaMU I1JTa3MM KPOBi He 3a/IeKUTh Bifl 3ara/IbHUX KOHIEHTPAIliX cunneHadiny.

Y 3mopoBux m0OPOBOIIBILB, SKi 3aCTOCOBYBaU cuigeHadin 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
MikpocoManbHux i3ohepmenTiB nevinku CYP3A4 (romoBuuii uuisix) Ta CYP2C9 (gpyropsgHui msx).
[ooBHUY UUPKYITIOIYUY MeTa0OoJIiT yTBOPIOETHCS NUISIXOM N-IeMeTH/II0BaHHS cuigeHadiny.
CenexTuBHicTs MeTaboniTy BigHOocHO ®IES mopiBHSIHHA 3 CEJIEKTHBHICTIO cuieHadiny, a akTUBHICTh
MmeTabority BigHoCcHO ®IIES cTanoBuTh npubnau3Ho 50 % aKTUBHOCTI IOYaTKOBOI PEYOBUHH.
[Tma3mMoBi KOHIIEHTpAIlil I[bOT0 MeTabOoMiTy CTaHOBNATh MPubMu3HOo 40 % KOHIIEHTpalil cunmeHadiny
y ma3Mi KpoBi. N-meMeTunboBaHuM MeTabOoJIiT 3a3Hae MOasIbIIoro Metabosi3my, a mepiof #oro



HalliBBUBEJEHHS CTAHOBUTH HpI/I6HI/I3HO 4 TOOUHH.

Eniminanisa. 3aranbHui KiipeHc cungeHadiny ctaHoBUTSH 41 J1/rof, 3yMOBIIIOI0YH II€piof 10T0
HaliBBUBEIEeHHS TPUBAJIICTIO 3-5 FOOUH. fK MiC/IsA NepopasbHOro, Tak i Mic/is BHYTPILIHBOBEHHOT O
3aCTOCYBaHHS €KCKpellis cunmeHadiny y BUTsai MeTaboiTiB 3OiliCHIOETHCS TOJIOBHUM YUHOM i3
KasioM (mpubmu3Ho 80 % 3aCTOCOBaHOI IEPOPAIBHOIL J03HU) Ta MEHIIIOI0 Mipo0 3 ceuelo (mpubIu3HO
13 % 3acToCcoBaHOI IIePOPAIbHOI AO3H).

®apmakoKiHemuka 8 ocobausux 2pyn navieHmias.

[NanieHTH TITHBOTO BiKY. Y 3M0POBUX HOOPOBOJIBIIIB JTITHHOTO BiKy (BiKOM Bif 65 PoKiB) Bim3Hayamocs
3HUKEHHS KIIpPeHCy cuiigeHadiny, 10 3yMOBJIIOBAIO MMiABUIIEHHS I1Ia3MOBUX KOHIIEHTPALiN
cunpeHadiny Ta 1oro akTUBHOT0 N-IeMeTUIbOBAHOT0 MeTaboiTy npubau3uo Ha 90 % mopiBHSHO 3
BiITIOBigHMMMU KOHIIEHTPALisIMU y 3[I0POBUX JOOPOBOJIBIIB MOJIOALIOTO BiKy (18-45 pokiB). V 3B’s13Ky 3
BiKOBMMH BiIMiHHOCTSIMM Y 3B’sI3yBaHHi 3 OiTkaMu I1a3Mu KPOBi BiTIOBiIHE MigBUILIEHHS II7Ta3MOBOI
KOHIIeHTPallil BimbHOTO cunmeHadiny ctaHoBumo npubmusuo 40 %.

HupkoBa HegoCTaTHiCTh. Y HOOPOBOJIBLIB i3 MOPyIIeHHAMY (YHKIIil HUPOK JIETKOTO Ta IIOMIpHOTO
cTyneHd (kiaipeHc kpeaTuHiny 30-80 Mi1/xB) hapMaKOKiHeTHKa CUIAeHadiny 3anuinanacs
HEe3MiHEHOI0 IIiC/IS 1OT0 OQHOKPATHOI'0 IIepopaibHOro 3acTocyBaHHs y 1031 50 mr. Cepenui AUC Ta
Cax N-IeMeTHUTbOBAHOT0 MeTa0OoJIiTy MigBUIIyBaIKCs Ha MakcuMyM 126 % Ta makcumyM 73 %
BifIMOBIIHO MOPIBHSHO 3 TAKUMMU [TOKa3HUKaMM Y JOOPOBOJIBLIB TAKOT0 X BiKy 6e3 mopyiieHsb QyHKIii
HUpPoK. OfHaK yepes3 BUCOKY iHOUBiAyanbHY BapiaOenbHICTH i BiIMiHHOCTI He OYJIM CTAaTUCTUYHO
3HAUYIUMHU. Y 0OOPOBOJIBIIB i3 TIXKKUMU IOPYIIEHHSIME QYHKII HUPOK (KITipeHC KpeaTUHIHy HUKYe
30 m1/xB) KiipeHC cunaeHadiny 3HUXKYBaBCS, 110 nTpu3Boguio fo migsumenas AUC Ta C,,, B
cepenuboMy Ha 100 % Ta 88 % BimmoBigHO MOPIBHSHO i3 HOOPOBOIBIIIME TAKOTO XK BiKy 0e3
nopyieHs ¢yHKIl HuUpoK. Kpim Toro, 3nauenHs AUC Ta C,,,, N-IeMeTu1b0BaHOr0 MeTabotiTy
3Hauylle migBuinyBanucsa Ha 79 % ta 200 % BigmoBigHO.

[TeyiHKOBA HEIOCTATHICTEL. Y 0OOPOBOIBIB i3 IMPO30M MEYiHKM JIETKOT0 Ta IOMipHOTO CTYIeHS
(xmaciB A ta B 3a knmacudikarieio Yatinga — I1'10) KimipeHc cunpgeHadiny 3HUKYBaBCS, 110
npu3Bonuso po migpuinerHs AUC (84 %) ta C,,,, (47 %) MOpiBHSIHO 3 JOOPOBOIBIIME TAKOTO XK BiKY
6e3 nopy1eHs QyHKIIN nedinkyu. PapMaKoKiHETHKA cuIfeHadiny y NmalieHTiB i3 MOpyIIeHHSIMA
GYHKILIY TeYiHKY TSXKKOTO CTYIeHS He BUBYasacs.

KriniyHi xapaKTepHCTHKH.
IToka3zanHus.

[TpemapaT peKOMEHOYETHCS 3aCTOCOBYBATH YOJIOBIKaM 3 €PEKTUIBbHOI JUC]YHKITIE, sIKa
BM3HAYAEThCS K HE3MATHICTH HOCATTH a00 MigTpUMaTH epeKIlii0 CTaTeBOro 4jieHa, HeoOXimHy mist
YCIIIIHOTO CTATEBOTr'0 aKTy.

Ins epekTuBHOI {il mpemnapaTy HeoOXigHe cTaTeBe 30yIKEHHS.

IIpomunoka3aHHs.

- [ligBumieHa yyTauBicTh K0 cungeHadiny abo Oyab-sSKoi 3 TOTOMiXKHUX PEYOBUH JIIKAPCHKOT0 3aC00y.



- OmHO4YacCHe 3aCTOCYBaHHS i3 IOHOPAMM OKCHUAY a30Ty (TaKUMM SK aMiNTHITPUT) abo HiTpaTaMu y
Oymb-sikitt hpopmi — cunmeHadin Mae BIIMB Ha UIISAXH MeTab0/Ii3My OKCUIY a30Ty/ IUKITIYHOTO
ryaHo3uHMoHO(pochaty (uI'M®P) Ta MOTEHIIiI0€ TiMOTeH3UBHUYN e(dEeKT HiTpaTiB.

- OgHouacHe 3acTocyBaHH4 iHTi6iTOpiB ®IES (Y ToMy uncni cunpenadiny) 3i cTuMynsaTopaMu
TyaHINaTIUKIa3u, TaKUMU K PIOLUTyaT, IPOTUIIOKA3aHe, OCKIJIBKY MOXe IIPU3BECTH [0
CHMIITOMATHYHOI TinoTeH3ii (quB. po3mdin «B3aeMopmist 3 iHIMMMY JTiKapChKUMHU 3acobaMu Ta iHImi
BUMHM B3AEMOTIN»).

- CtaHu, 1Ipu SIKUX CTaTeBa aKTHBHICTh € HeOaxkaHOI0 (TSIXKKi CeplieBO-CYAMHHI PO3JIafH, Taki K
HecTabilbHa CTeHOKapHis abo ceplieBa HEIOCTATHICTh TAKKOTO CTYIIEHS).

- Jlikapchkuii 3acib MpoTUIIOKa3aHM MallieHTaM, SIKi BTPaTUIM 3ip Ha OJHOMY OIli BHACITiIOK
HeapTepiaibHOI IepeiHbO] illleMigHOl HelporaTil 30p0BOr0 HEPBa, He3aJieXkHO Bifl TOTO, OB’ I3aHa
1151 TIATOJIOTiS i3 MonepenHiM 3acTocyBaHHAM iHTibiTopiB ®IES 4u Hi.

- HasiBHICTh TaKMX 3aXBOPIOBaHb, SIK MOPYIIeHHS QYHKIIil IIeUiHKH TSIKKOTO CTYIIeHs, apTepiaibHa
rimoTeHsis (apTepianbHub TUCK HUKYe 90/50 MM pT. CT.), HEIIOOABHO IepeHeCceHuy iHCynbT abo
iH(papKT MioKappa Ta CIafKOBi fereHepaTHUBHI 3aXBOPIOBAHHS CIiTKIBKH, TaKi K MiIrMeHTHUU PETUHIT
(Taki marieHTH MOXKYTh MaTH FeHETHYHI po3nanu ¢ocdomiectepas ciTkiBku), — Oe3mekra
cungeHadiny He HOCTIgXKyBanacs y TaKUX Migrpynax nauiceHTiB.

B3aemodisn 3 inwumu nikapcoKumu 3acobamu ma iHwi eudu é3aemoditi.
Bnaus iHwux aikapcvkux 3acobis Ha cusadeHadi.

HocnimxeHnHd in vitro. MeTta6omniam cungeHadiny BimOyBaeThCs mepeBakHO 3 yyacTio izodpopmu 3A4
(romoBuu# mIsAX) Ta i3odopmu 2C9 (mpyropsapuuii mnax) uuroxpomy P450 (CYP). Tomy inribiTopu
X 130()epMEHTIB MOXYTh 3HUKYBATHU KJIipeHC cungeHadiny, a iHAyKTOpH IuX i30()epPMEHTIB MOXKYTh
IiABUINYBATU KJIipeHC cuigeHadimy.

[ocnigxkeHHd in vivo. [TonynguiiHuil GpapMakKOKiHEeTUYHUN aHai3 faHUX KIIHIYHUX AOCIiIXKEeHb
IIPOJeMOHCTPYBaB 3HUKEHHS KJIipeHCy cuipeHadiny npu #oro ogHOYacHOMY 3aCTOCyBaHHI 3
inribiTopamu CYP3A4 (TakuMH SIK KETOKOHA30JI, EPUTPOMIINH, ITUMETUINH). X04a MPHU OMHOYACHOMY
3acTocyBaHHi cungeHadiny ta iHribitopis CYP3A4 3pocTaHHS YaCTOTH MOOIYHUX SBUII He
CIIOCTepiranocs, CJif PO3TJISTHYTHA MOXKJIMBICTh 3aCTOCYBaHHS ITI0YaTKOBOI JO3U CUNgeHadiny 25 Mr.

OnnouacHe 3acTocyBaHH4 iHTiOiTOpy BlJI-IpoTeasu puToHaBipy, OyxKe NOTyxkHOro iHridiTopy P450, y
cTaHi piBHOBaxHOI KoHIeHTpallii (500 mMr 1 pa3 Ha moby) Ta cunmeHadiny (pa3oBa mo3a

100 mr) npusBogumo po migsuiienHs C,,, cungeradiny Ha 300 % (y 4 pa3u) Ta HiABUIEHHS
nna3mMoBoil AUC cunpenadiny Ha 1000 % (y 11 paziB). Yepes 24 roguHu mna3MoBi piBHI cunpeHadimy
BCe I1e CTaHOBUIM MPuOMu3H0 200 HI/MI IOPIBHSIHO 3 piBHEM MpuOIU3HO 5 HI/MJI, XapaKTePHUM [JIs
3aCTOCYBaHHS cuifeHadimy OKpeMo, 110 BiATIOBiia€ 3HAYHOMY BIIJINBY PUTOHABIpy Ha MIMPOKUU
crexkTp cybcrpatiB P450. CunpgeHadin He BIMBa€e Ha papMaKOKiHETHKY PUTOHABIpy. 3 OTNIIAY Ha Ii
(dhapMakoKiHeTUYHI JaHi OIHOYAaCHE 3aCTOCYBaHHS cuimeHadiny Ta pUTOHABIPY HE PEKOMEHIYETHCS
(muB. po3min «OcoBGIMBOCTI 3aCTOCYBaHHS»); Y OyOb-IKOMY BUIIAOKYy MaKCHMaJbHa J03a CUImeHadiny
3a XKOogHUX 00CTaBMH He TIOBUHHA [TEePEBUIIYBATH 25 Mr npoTarom 48 roguH.

OpHovacHe 3acToCcyBaHHS iHribiTopy BIJI-mpoTeasu caksinaBipy, iHribitopy CYP3A4, y mosi, 110
3abe3neuye piBHOBaxHY KoHIeHTpario (1200 mMr 3 pa3u Ha mo0y), Ta cunmeHadiny (100 Mr pa3oBo)
IPU3BOAUIIO [0 mimBuieHHs C,,, cunaeHadiny Ha 140 % Ta 36inbineHHs cucTeMHOi ekcro3utii (AUC)



cunpeHadiny Ha 210 %. He BusiBneHo BIINBY cunigeHadiny Ha papMaKOKiHETHKY CaKBiHaBipy (OUB.
po3min «Crmoci0 3acTocyBaHHs Ta go3u»). IlepenbavaeThes, 1o Oinbir moTyxkHi iHTiOiTop CYP3A4,
TaKi SIK KETOKOHA30JI Ta iTpakoHa30J1, 6yayTh MaTu OiNbIl BUpaXKeHU BIIJIUB.

[Tpu 3acTocyBanHi cungernadiny (100 Mr pa3oBo) Ta epuTpoMinuny, nomipHoro inribitopy CYP3A4, y
piBHOBaxkHOMY cTaHi (500 Mr 2 pa3u Ha mo0y IPOTIroM 5 OHIB) CIIOCTEPiranocs MmigBUIEHHS
cucTeMHOI ekcrno3utii cunpeHadiny Ha 182 % (AUC). Y 3mopoBux 106pOBOJIBIIB YOJIOBiYOI CTATi He
crocTepirasnocs BBy asuTpoMinuuy (500 mr Ha goOy mpotsirom 3 mi6) Ha AUC, C,.., Thew
KOHCTAHTY LIBUAKOCTI eniMiHalil Ta mogasbIInii epiof] HaMiBBUBeleHHS cunneHadiny abo foro
TOJIOBHOTO ITMPKYII0I040oro Metabonity. Llumetugus (iHribitop nutoxpomy P450 Ta Hecnenudiyuui
inri6itop CYP3A4) y mo3i 800 Mr mpu ofHOYAaCHOMY 3aCTOCYBaHHi i3 cunmeHadinoMm y gosi 50 mr y
3[M0POBUX NOOPOBOJIBLIIB IPU3BOAMB [0 MiABUIIEHHS I1J1a3MOBUX KOHIIEHTpalil cungeHadiny Ha 56 %.

['peiindpyToBuii cik € cnabkum inriditopom CYP3A4 y CTiHIII KUIIIEYHUKY i MOXKE CIPUYUHUTH
IIOMipHe IifABUIEeHHS PiBHIB cunmeHadiny y maa3Mi Kposi.

OpHOKpaTHe 3aCTOCYBaHHS aHTAIU/IB (MarHilo rigpokCcuay/ alatoMiHio rigpoKCuAy) He BIJIKBAJIO Ha
GiomocTynHicTh cunmeHadiny.

Xoua pmocimkeHb crelupivyHol B3aeMOZil 3 yciMa JlikapChbKUMHU 3aco0aMy He ITPOBOAMIOCS, 3a
NaHUMHU TIOMYJISAIiNHOTO (hapMaKOKiHETUYHOTO aHali3y, (papMakKoOKiHETHKa cuifeHadiny He
3MiHIOBanacs Mpu HOTO OMHOYACHOMY 3aCTOCYBaHHI i3 miKapCchbKUMU 3aco0aMu, 1110 HalexXaTh 40
rpynu inriditopis CYP2C9 (tonGyramin, Bapdapus, penitoin), rpynu inriditopie CYP2D6 (Takux siK
CeJIeKTUBHI iHTi0iTOpU 3BOPOTHOT'0 3aXOIJIEHHS CEPOTOHIHY, TPUIMKITIYHI aHTUAEIIPECAHTH), TPYIIU
Tia3UJHUX Ta Tia3uAOMONiOHUX [IiypPeTHKIB, IETIbOBUX Ta Kasiii30epirarounx AiypeTHKiB, iHTibiTOpiB
aHTi0TEH3UWHIIEPETBOPIOBaNIbHOTO pepMeHTy (AIID), aHTAroHICTIB KasbIlilo, aHTaroOHICTiB -
agpeHopelenTopiB abo iHAyKTOpiB MeTabomnizmy CYP450 (Takux 5K pudamminuH, 6apbiTypaTtn).

OpHoYacHe 3aCTOCYBaHHS aHTaroHiCTa eHoTeNiHy OoceHTaHy (moMipHuii iHgykTop CYP3A4, CYP2C9
ta, MoxuBo, CYP2C19) y piBHOBaxxHOMY cTaHi (125 Mr gBiui Ha moby) Ta cunpgeHadiny y
piBHOBaxxHOMY cTaHi (80 Mr 3 pa3u Ha mo6y) mpusBoauso go 3uuxeHHs AUC ta C,,, cungeHadiny Ha
62,6 % Ta 55,4 % BignoBigHO. TOMy OJHOYaCHEe 3aCTOCYBaHHS TaKUX MOTYyKHUX iHOYKTOpiB CYP3A4,
K pudaMITiH MoXkKe TPU3BOAUTH 0 OiNTbII BUPaXKEHOI0 3HUKEHHS KOHIIeHTpallil cunneHadiny B
IJ1a3Mi KPOB.

Hikopaunun sBnsie co0oto ribpup akTrBaTOpa KalbIlieBUX KaHalliB Ta HiTpaTy. HiTpaTHNUI KOMIOHEHT
3yYMOBITIOE MOXKJIMBICTb MOT'0 CEPHO3HOI B3a€EMOZIl 3 cungeHadinom.

Egexmu cundeHaginy Ha iHwi aikapcouki 3acobu.

[NocnimxeHHs in vitro. Cungenadin - cnabkuii inribitop izodopm 1A2, 2C9, 2C19, 2D6, 2E1 ta 3A4
muroxpoMy P450 (IK;, > 150 mrmoms). OCKibKY MiKOBI I1J1a3MOBi KOHIIEHTpallil cungeHadiny
MOPiBHIOIOTH MPUOMM3HO 1 MKMOJIb, BIIJIUB IIperapaTy Ha KiipeHc cyOcTpaTiB 1ux i3opepMeHTiB
MaJIOUMOBIPHUU.

BipcyTHi mani mopmo B3aemogil cunneHadiny Ta Takux HecrnenudiyHux iHri6iTopiB dhocdomiecTepasu,
SIK TeOQisTiH Ta OUIipUuaaMoI.

[TocmimxkeHHs in vivo. OCKinbKu BifoMo, 110 cungeHadin Mae BIJIUB Ha MeTabo0JIi3M OKCUIY a30Ty/
IIUKJIIYHOTO0 TyaHo3uHMOHOMochaTy (uI'M®), 6yno BcTaHOBNEHO, 110 cunngeHadin I0TeHIli0e
TillOTeH3UBHY Mil0 HiTpaTiB, TOMYy HOT0 OHOYACHE 3aCTOCYBaHHS 3 IOHOPAMM OKCHU[Y a30Ty abo 3
HiTpaTaMu y Oymb-siKiit popmi npoTunokasase (ouB. po3min «[IpoTUNIOKA3aHHS»).



Piomuryart. [TokmiHiuHi JOCTigXXKEHHS MPOOEMOHCTPYBaId afUTUBHUN CUCTEMHUN e(eKT 3HUKEHHS
apTepianbHOTO TUCKY, IIPU OOHOYACHOMY 3acTocyBaHHi iHri6iTopis ®IIES 3 pionuryatom. Kminiuxi
MOCTiAKEHHS MPOAEMOHCTPYBAJIH, 110 PiOIUIYAT IIOCUITIOE TiMOTEeH3UBHY Aito iHTiOiTopiB ®IES. ¥
TallieHTiB, sIKi Opanu y4acTh y HOCTiAKEeHH] He CIIOCTepirasiock IO3UTUBHOTO KITiIHIYHOTO e(peKTY Bif
OJHOYaCHOT0 3acTocyBaHH: iHTi0OiTOpiB ®IIES 3 pionuryatoM. [IpoTunokasaHe ogHOYacHe
3acToCyBaHHS piouuryarty 3 iHribiTopamu ®IIES (y ToMy yuchi cunpgeHadinoM) (QuB. po3min
«IIpoTUNIOKa3aHHS»).

OpHoYacHe 3aCTOCyBaHHS cuifeHadiny Ta 6710KaTopiB a-afpeHOPELeNTOPiB MOXKe IIPU3BECTH 10
PO3BUTKY CUMIITOMATUYHOI apTepiaibHOI TiMoTeH3il y JesIKUX CXUJIBHUX OO0 IhOT0 MHalli€HTiB. Taka
peaxtlis Hal4yacTillle BUHUKAaa IPOTATroM 4 TOAUH MiC/Is 3aCTOCYBaHHS CUifeHadiny (OUB. PO3Min
«Croci6 3acTocyBaHHs Ta 0o3u» Ta «OcoONMMBOCTi 3aCTOCYBaHHA»). Y XOMi MOCTimXKeHb crienudiynol
B3a€EMOIl TiKapCchKUX 3ac00iB 06JI0KATOP O-agpeHOPEeIeNTOPiB TOKCAa303uH (4 MT Ta 8 MTI) Ta
cunperadin (25 mr, 50 mr Ta 100 Mr) 3acTOCOBYBaIu OJHOYACHO TallieHTaM i3 HoOPOSKiCHOI0
rinepmnasieio mepegMixypoBoil 3ai103u, cTabinisamnis craHy SKkux Oyia JOCATHYTa IPU 3aCTOCYyBaHHI
IO0KCA303uHYy. Y IIUX IMOMYIALIX CIOCTepiransocs cepefHe NONaTKOBE 3HMXKEHHS apTepiabHOI0
TUCKY y IIOJIOKEHH] 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 CTod4Y4 Ha 6/6 MM pT. cT., 11/4 MM pT. CT., 4/5 MM pT. CT.
BigmoBigHO. [Ipu omHOYacHOMY 3aCTOCyBaHHI cungeHadiny Ta JoKCa303uHY Y MAalli€HTiB, cTabimizalis
CTaHy gKux OyJia JOCATHYTa IIPU 3aCTOCYBaHHiI OKCA303UHY, iHOMI MIOBigOMIISITIOCS TIPO PO3BUTOK
CHMIITOMATUYHOI OPTOCTATUYHOI TiMoTeH3il. Y IIUX MOBiIOMIIEHHSX WIIJIOCS PO BUIIAAKK
3alraMOpPOYEHHS Ta CTaH Mepeq HeIPUTOMHICTIO, ane 6e3 CHHKOIIe.

He cnocTepiranocst KOmHUX 3HAUYIIUX B3aEMOZiN TP OMHOYACHOMY 3aCTOCYBaHHi cungeHadiny
(50 Mr) i TonbyTaminy (250 mr) abo Bapdapuny (40 mr), mo metabomizyrotscs CYP2C9.

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

Cunpgenadin (50 Mr) He OTEHIIiI0BaB TiOTEH3UBHY Ail0 alIKOTOJII0 ¥ 3MOPOBUX HOOPOBOJIBINB ITpU
CepepHiX MaKCUMaJIbHUX PiBHSX €TaHOJy KpoBi 80 mr/ai.

Y matuieHTiB, 9Ki 3aCTOCOBYBaIu CuwiIfeHa(dis, He CIOCTePiranaocs XOOHUX BiAMIHHOCTEU IIPOQio
no6iuHux edeKTiB MOPIBHSAHO 3 mianebo Mpyu 0GHOYACHOMY 3aCTOCYBaHHI TaKUX KjaciB
TinoTeH3WBHUX JTIKapChKUX 3aC00iB, IK miypeTukH, 6;10KaTOpHU B-agpeHopelenTopis, iHriditopu AIID,
aHTaroHiCTH aHTioTeH3uHY II, aHTUTiTepTeH3UBHI JTiKapChKi 3aco6u (CyIMHOPO3LINPIOBAJIbHI Ta
IIeHTpaJIbHOI Ail), 6710KaTOpU afipeHepriYHruX HEeNPOHiB, 07I0KaTOPH KaJbI[iEBUX KaHaiB Ta 0710KaTopu
O-afpPeHOPENENTOPiB. Y CIelialbHOMY OOCHiIXKEeHHI B3aEMOZil TPY OMHOYAaCHOMY 3aCTOCYBaHHi
cungenadiny (100 Mr) Ta aMIOOUIIiHY MTAIliEHTaM 3 apTepiaJbHOIO TilepPTEH3i€I0 CIIoCTepiranocs
[NOJaTKOBE 3HUXKEHHS CUCTOJIIYHOTO apTepiaJibHOr0 TUCKY B IIOJI0KEHH] 1eXayy Ha 8 MM pT. CT.
BignoBigHe 3HMXEHHS OlacTOIIYHOTO apTepiaJbHOr0 TUCKY CTAHOBUJIO 7 MM PT.CT. 3a BEJIMYUHOIO i
IONaTKOBI 3HUKEHHS apTepiallbHOT0 TUCKY OyJiM MOPIiBHIHHUMH i3 TUMH, 1[0 CIIOCTEPiranucs mpu
3aCTOCYBaHHI nuile cungeHadiny y 3mopoBux qoOpoBobIliB (AuB. po3min «®apMaKomoriuui
BJIQCTUBOCTI»).

Takok gomaBaHHS Pa30Bol J03U cuifeHadiny mo cakyOiTpuiy/BajicapTaHy y Malli€HTiB 3
apTepianbHOIO TilepTeH3i€io B cTabimbHOMY CTaHi 6yJ10 IOB’I3aHO 31 3HAYHO OiBIIMM 3HUKEHHSIM
apTepianbHOTO TUCKY IMOPIBHSHO i3 3aCTOCYBaHHSIM CaKyOiTpuiy/BancapTaHy okpeMo. ToMy crim 3
00epexkHiCTI0O PO3MOYNHATH 3aCTOCYBAaHHS cUIfeHadiny malieHTaM, siKi OTpUMYIOTh
cakyOiTpu/BajiicapTaH.

Cunpenadin y mo3i 100 Mr He BI/IMBaB Ha papMaKOKiHETHYHI MOKa3HUKY iHTibiTopiB BIJI-npoTeasu,



CakBiHaBipy Ta puTOHaBipy, 110 € cydocTpaTamu CYP3A4.

Y 3mopoBux H06GPOBOJIBIIB YOJIOBiYOI CTaTi 3aCTOCYBaHHS cungeHadiny y piBHOBaxKHOMY cTaHi (80 Mr
3 pa3u Ha mo0y) npussoguno mo migsuilerHs AUC Ta C,,, 6oceHTany (125 Mr 2 pa3u Ha no0y) Ha
49,8 % 42 % BigmoBigHO.

Oco6.1ueocmi 3acmocyeaHHsi.

IIo mo4daTKy Tepamil ciif 3i0paTy MeIUYHUIM aHaMHe3 IallieHTa Ta IPOBeCTH (isuKanbHe
00CTexXeHHS [J1s MiarHOCTUKU €PeKTUIbHOI AUCOYHKIIII Ta BU3HAUYEHHS 11 MOXKJIMBUX IIPUYHH.

daxmopu pusuky cepueso-CyOuUHHUX 3ax80p08aHb. OCKITbKM CTaTeBa aKTUBHICTh CYIIPOBOIXKYEThCS
IIEBHUM CEPLIEBUM PU3UKOM, [0 NTOYATKY OyAb-IKOT0 JIiKyBaHHS €PEeKTUIIbHOI AUCPYHKIII TiKap Mae
OLIIHUTH CTaH CepIeBO-CYOUHHOI CUCTeMHU NallieHTa. CungeHadin YUHUTH CYAUHOPO3IKPIOBAIbHY
[Iit0, 1110 IIPOSIBJISIETHCS JIETKUM Ta KOPOTKOUYACHUM 3HUKEHHSIM apTepiaabHOr0 TUCKY (OUB. PO3MiN
«PapmakonmHaMika»). 1o mpu3HauyeHHs cuifeHadiny Tikap Ma€ peTeIbHO 3BaXKUTH, YA MOXKE TaKuu
eeKT HeCTIPUSTINBO BIIMBATH Ha IAIli€HTIB i3 MEBHUMHM OCHOBHUMHM 3aXBOPIOBAHHSIMHU, OCOOIUBO V
KoMOiHal1lii 3i cTaTeBO0 aKTUBHICTIO. [0 MalieHTiB i3 MiBUIIIEHOI0 YYTIHUBICTIO 10 BA30AUIIaTaTOPiB
HajiexkaTh MalieHTH 3 06CTPYKIIi€l0 BUBIIHOTO TPAKTY JIiBOT0 LIIYHOYKA (HalpUKial, CTEHO3 aopTH,
rineprpodiyHa 06CTPyKTUBHA KaphiomionaTis) abo MaIlieHTH 3 PiAKICHUM CUHAPOMOM
MYJIbTUCUCTEMHOI aTpodil, ODHUM 3 IIPOSIBIB SIKOI € TSIXKKe IMOPYLIIeHHS perysllil apTepiaJbHOTO
TUCKY 3 00Ky BereTaTHBHOI HEPBOBOI CHCTEMH.

[TpemapaT mOTEHILiIOE TiNOTEH3UBHUY e(eKT HIiTpaTiB (TuB. po3min «IIpoTunoka3aHHsI»).

Y mocTMapKeTHHT0BOMY I€piofii TOBIAOMIISIOCS IIPO TSIXKKi 06iUHI peakiiil 3 00Ky ceplieBO-CyIUHHOL
CUCTEMH, BKJII0Yaouu iHdapKT MioKapna, HecTabilbHY CTEHOKAP/Iilo, PalTOBY CePLeBy CMEPTE,
IIJTYHOYKOBY apUTMii0, lepeOpoBacKyIsipHiI KPOBOBUJIMBY, TPAH3UTOPHY illIeMiUHY aTaky,
apTepianbHy rinepTeH3ilo Ta apTepianbHy TilOTEH3i1o, 0 3a YacoM 36iranucs i3 3acTOCyBaHHSIM
cunpeHadiny. ¥ 6inpiIocTi nauieHTiB icHyBanu GpakTopu pU3UKY CEPIeBO-CyAUHHUX 3aXBOPIOBAHb.
BaraTo Takux moOiYHMX peaklliii criocTepiranocs mig yac abo ogpasy Iic/Isi CTaTEBOTO aKTy i JIHIiIe
KiJTbKa Tpamuiocs HEBAOB3I Micis 3aCTOCYBaHHS cunfgeHadiny 6e3 ctaTeBoi akTUBHOCTI. ToMy
HEeMOXKJIMBO BU3HAYMTH, UM IOB’I3aHUM PO3BUTOK TAKUX MOOIYHMX pPeakiliii 0e3rmocepeaHbo 3
(akTOpaMu PU3MKY, YU 1IX PO3BUTOK 3YMOBJIEHUY IHIIMMHU YUHHUKAMH.

ITpianiam. 3acobu Ojist MiKyBaHHS ePEeKTUIbHOI AUCPYHKIII, v ToMy yucsi i cunmenadin, cin
IpHU3HAvYaTH 3 00ePeXKHICTIO MallieHTaM 3 aHaTOMIYHUMHM fedhopMallisiMu meHica (TaKuMHU SIK
aHTyJIs1ig, KaBepHO3HUH (Hibpo3 abo xBopoba [lelipoHi) Ta malieHTaM 3i cTaHaMHU, IO CIIPUSIOTH
PO3BUTKY IIpiamniaMy (TaKUMH K CEePIONOAiOHOKIIITHHHA aHeMisl, MHOXKMHHA MienioMa abo nernkeMis).

[Ticnsa Buxony cunpgeHadiny Ha PUHOK MTOBiIOMIISAIOCS IIPO BUMIAaAKU ITONOBXKEHOI epeKllil Ta
mpiami3my. fAKIo epekliis TpuBa€ AoBIle 4 TOAWH, MalliEHTaM CJIiff HeraiHO 3BEPHYTUCS 3a
MeIUYHOI0 JOIIOMOI0. Y pa3i BiACYyTHOCTI HeTalHOr0 JIiIKyBaHH4 IIpiani3M MOXKe IPU3BECTHU [0
MOIIKOAKEHHS TKaHUH IeHica Ta [0 CTiMKOl BTPaTH MOTEHIIil.

OdHouacHe 3acmocysaHHA 3 iHwumu iHzibimopamu ®IIES5 abo iHwumu npenapamamu 0415 AiKYB8AHHS
epekmubHol ducpyHkuii. be3neky Ta e)eKTUBHICTb OIHOYACHOT'0 3aCTOCYBaHHS cUllgeHadiny 3
inmumu inriditopamu ®IES abo iHMmMME IperapaTaMu [ JIiKyBaHHS TimepTeH3il 1ereHeBoi
aprepii, o MicTsaTh cungeHadin (Hanpuknag «Pesanio»), 4y 3 iHIIKMHU IIpeniapaTaMu [JIis JTiKyBaHHS
€PeKTUIIbHOI AUCOYHKIIl He BUBYaau. TOMy 3aCTOCyBaHHS TaKUX KOMOiHAIlill He peKOMeH0BaHe.



Bnaue Ha 3ip. Hagxonunu CIOHTaHHI OBiIOMIEHHS IIPO BUHUKHEHHS NedeKTiB 30py npu
3aCTOCyBaHHI cunpeHadiny Ta inmwux inribiropis ®IES5 (quB. po3nin «I1o6iyHi peakiii»). 3i
CIIOHTAHHUX ITOBiIOMJIEHB Ta HATJISMOBOTO MOCTiIXKEHHS BillOMO ITPO BUIMAOKU PifKiCHOI
HeapTepiaibHOI TepefHbOIl illIeMigYHO1 HEBPOIIaTil 30POBOT0 HEPBA, ITOB’s13aHO] i3 3aCTOCYBaHHIM
cunpeHadiny Ta inmmx inribiropis ®IES (muB. po3nin «I1obiuyni peakiii»). [TamieHTiB cmin
TIOTIEPETUTH, IO Y pa3i panToBOr0 MOPYLUIEHHS 30PYy 3aCTOCOBYBaHHS CUJIAeHa(INy Cif IpUNIUHUTI
Ta HEeralHo 3BePHYTUCH [0 Jikaps (ouB. po3ain «IIpoTunoka3anus»).

OodHouacHe 3acmocy8aHHA 3 pumoHasipoM. OgHOYaCHe 3aCTOCYBaHHS CUAeHadiny Ta puTOHaBipy
He PeKOMEHIYEThCS (OuB. Po3Min «B3aemopmis 3 iHIIUMYU JTiKapChbKUMHU 3aco0aMu Ta iHI BUON
B3aEMOJIIN»).

OdHouacHe 3acmocysaHHs 3 baokamopamu a-adpeHopeuenmopieg. IlalieHTaM, SKi 3aCTOCOBYIOTh
6110KaTOPU (-agPEHOPEIeNITOPiB, 3aCTOCOBYBATH CUeHadin ciifg 3 00epexkHiCTI0, OCKITbKY TaKa
KoMOiHalliss MOXKe MPU3BECTH 00 CUMIITOMATUYHOI apTepialbHOI TiNoTeH3il ¥ HeSIKUX CXUTTbHUX [0
IIbOTO HaIfieHTiB. CUMIITOMaTAYHa apTepiayibHa TiMoTeH3iq 3a3BU4all BUHUKAE MPOTATOM 4 roouH
micIsl 3aCTOCyBaHHSA cunpfeHadiny. 3 MeTo0 MiHiMi3alii pu3uKy pO3BUTKY IIOCTYPaIbHOL IOTeH3il y
IallieHTiB, SIKi 3aCTOCOBYIOTH OJI0OKATOPH (-aflpEHOPELeNTOPIB, iXHill CTaH MOTPiOHO cTabimi3yBaTu 3a
IOIIOMOT 00 67I0KaTOPiB (-aipeHOPEeIenTOPIB 10 IMOYATKY 3aCTOCOBYBaHHS cunmeHadiny. Takox ciin
PO3TITHYTH MOXKJIMBICTh 3aCTOCYBaHHS ITOYATKOBOI M03U 25 MT (OuB. po3min «Croci6 3acTocyBaHHS
Ta [1o3u»). KpiM Toro, cnifg npoiHndopMyBaTy Mali€HTIB, K OiATH y pa3i MOSBU CUMIITOMIB
OPTOCTAaTUYHOI TiMmoTeH3si.

Bnaue Ha xposomeui. [JoCHifXKeHHS TPOMOOIUTIB TIOAUHY ITPOAEMOHCTPYBaIH, 1110 in Vitro
cunmeHadin MoTeHIli0e aHTAarperaiiliti eekTu HaTpito HiTponpycuny. Hemae xxonHoi indopmariii
mopo 6e3nmeKy 3aCTOCyBaHHS CuiIfeHadiny malieHTam i3 MopyuIeHHSIMU 3TOPTaHHS KPOBi abo
TOCTPOIO ENTUYHOIO0 BUPa3kKoi0. TakKUM YHHOM, 3aCTOCYBaHHS CUNOeHadiny maiieHTaMu Li€l Tpynu
MOXKJIMBE JIMIIIE IiCJIg PETEJIbHOI OLIIHKY CIIiBBiIHOLIEHHS KOPUCTI Ta PU3UKIB.

[Ticns 3acTocyBanHs mo3u 100 Mr 3opoBUM HOOPOBOJIBILSIM He CIIOCTEPIraaocs BIJIMBY Ha
MOPGOIIOTii0 Ui PYyXOMiCTh CIIepMaTo30iAiB (AuB. po3min «dapMakoguHaMiKa»).

Bmpama cayxy. JlikapsiM CJifl mopafuTy NallieHTaM IPUIUHUTY 3aCTOCYBaHHS iHTi6iTOpiB OIES,
BKJIIOYAIOYH Ie} JTiKapCchKuil 3acib, Ta HeraltHO 3BEPHYTUCS 3a MEOUYHOTO NOMIOMOI0I0 ¥ BUMIagKaX
PanToBOro 3HUXKEHHS YU BTpATu Ciyxy. [Ipo mi ABuIla, 110 TAKOXK MOXKYTh CYIIPOBOAXKYBATUCS
[3BOHOM Y ByXax Ta 3allaMOPOYEeHHSAM, IOBIAOMIIAIOCS 3 acoLiallielo ¥ 4aci i3 3aCTOCyBaHHAM
inri6iTopie ®JIES, BKmtovyarouu cungeHadin. BusHauuTy, uu 1i SBUIIA IPSIMO OB’ s13aHi i3
3acTocyBaHHAM iHri6iTopiB ®IIES, uyn 3 iHmuMu hakTopamMu, HEMOKITUBO.

OO0HouacHe 3acmocyB8aHHA i3 2inomeH3uBHUMU npenapamamu. [IpenapaT YUHUTL CUCTEMHY
CyIVHOPO3ILINPIOBAIbHY [il0 Ta MOXKe Hafalli 3HUKYBaTU apTepiaJlbHUN TUCK Y MAlli€HTIB, Kl
3aCTOCOBYIOTh TiIIOTEH3UBHI JTiKapchKi 3aco0u. Y oKpeMoMy [OCIiIKeHHi JTiKapCchKoi B3aeMOfii mpu
OOHOYACHOMY 3acTOoCyBaHHI amnopuminy (5 Mr a6o 10 mr) Ta cungenadiny (100 Mr) nepopaibHO
CIIOCTEPIranocs CepeqHe NOOaTKOBe 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
3aXBOpPIOBaHb, 10 IIepefalThCd CTaTeBUM LIIIXOM. CIIif IPOIHCTPYKTYBaTH MALi€HTIB 11010
HeoOximHUX 3ac00iB IJIs 3aXUCTY Bifl 3aXBOPIOBaHb, 1110 II€PelaloThCSA CTAaTEBUM IIUISTXOM, BK/IIOUAI0YH
Bipyc iMyHOmeQiUTY TIONUHM.



3acmocysaHHs y nepiod sazimHocmi abo 200y8aHHs 2py00io.

Jlikapcekuii 3acib He MpH3HaYEHUH [JIg 3aCTOCYBaHHS XKiHKaM.

30amHicmb eniueamu Ha weudKicms peakuii npu KepysaHHi asmompaHcnopmom abo iHwumu
MexaHi3mamu.

EpoToH® MOXKe MaTy He3HAYHUM BIJIUB Ha KEPYBaHHS aBTOTPAHCIOPTOM abo iHIIMMU MeXaHi3MaMH.

HocmimXeHb BIIUBY IIpeNapaTy Ha 30aTHICTh KePYBAaTH TPAHCIIOPTHUMH 3aco0aMu Ta IIpallloBaTH 3
IHIIMU MexaHi3MaMu He npoBoauiiu. OCKINIBKY Y X041 KJIIHIYHUX AOCIIAXKEHb 3aCTOCYBaHHSA
cunmeHadiny noBimoMIIsAIOCS IPO BUMIAAKK 3allaMOPOUYEeHHS Ta MOPYIIeHHs 3 60Ky opraHiB 30py,
mepeq TUM SIK CilaTy 3a KEPMO TPAHCIIOPTHOr0 3aco0y abo mpalffoBaTH 3 MexaHi3MaMu, MallieHTaM
HeoOXiHO 3'sicyBaTH, SIKOI0 € iXHs iHOUBigya/JbHa Peakllis Ha 3aCTOCYBaHHS IIpemapary.

Cnoci6 3acmocyeaHHss ma do3u.
[Tpemapat 3aCTOCOBYBATH IIEPOPAJIBHO.

Lopocai. PekoMeH0BaHa f03a IIpenapaTy CTaHOBUTL 50 MT, 3aCTOCOBYBaTH y pa3i He0OXimHOCTI
npubIM3HO 3a 1 TONUHY 0 CTaTEBOI aKTUBHOCTI. 3ajIezkHO Bifl epeKTUBHOCTI Ta IEPEHOCUMOCTI
mpernapary m03y MoxHa 36inbmuTy 1o 100 Mr a6o 3MeHIUTH [0 25 Mr. MakcuMasbHa
peKoMeHOoBaHa fo3a cTaHOBUATH 100 Mr. YacToTa 3aCTOCYBaHHSI MaKCUMaJIbHOI peKOMEHI0BaHO1
[03U IIperapaTty CTaHOBUTH 1 pa3 Ha moby. [Ipu 3acTocyBaHHi ITpemapary IIif Yac IpuiuoMy ixi mis
ImpenapaTy MoXke HacTaBaTH Ii3Hille, HiXK IIPX UOT0 3aCTOCYBaHHI HATIIE.

ITauienmu aimHboe2o 8iky. HeoOxigHiCTh y KOPEKIIil 031 [JIg IallieHTiB JIITHHOTO BiKy (= 65 POKiB)
BIICYTHS.

IMauienmu i3 HUPKOBOI Hedocmamuicmio. [I7s Mali€eHTiB i3 HUPKOBOIO HEAOCTATHICTIO JIETKOTO Ta
IIOMIPHOTO CTYIIeHS TSXKOCTi (KiipeHc kpeaTuHiny 30-80 Mi1/XxB) peKOMeHI0BaHa [103a IIpernapary €
TaKOIO XK, SIK HaBe[eHO BUllle ¥ po3aiii «Jlopoci».

OcCKibKHY y MAIi€HTIB 13 HUPKOBOIO HEOCTATHICTIO TAKKOIO CTYIIeHd (KJIipeHC KpeaTUuHiHy

< 30 m/xB) KiipeHC cungeHadiny 3HUKEHNUH, CITif PO3TISHYTA MOXKJIMBICTh 3aCTOCYBaHHS 103U
25 Mr. 3anexHo Bifi epeKTUBHOCTI Ta IEPEHOCUMOCTI ITperapaTy Ipu HeoOXiMHOCTI 403y MOXKHA
30imbIIUTH TOCTYIIOBO 10 50 Mr Ta mo 100 mr.

ITauieHmu i3 neuinko8ow Hedocmamuicmto. OCKiNTbKY Y MAIliEHTIB i3 Ie4YiHKOBOIO HEOOCTATHICTIO
(HampuKIiaf, OUPO30M) KIipeHC cunfgeHadiny 3HUKEeHUH, CITiT PO3TISAHYTA MOXKJIUBICTh
3aCTOCYBaHHS 03U 25 MT. 3aJie’XHO Bifl eeKTUBHOCTI Ta IePEHOCUMOCTI IIpenaparTy Ipu
HeoOXiIHOCTI m03y MOKHa 30i/bIIUTH MOCTYII0BO 70 50 Mr Ta go 100 mr.

ITauieHmu, sKi 3acmocoayomyb iHWi AiKapcvki 3acobu. FKINO TaI[iEHTH OTHOYACHO 3aCTOCOBYIOTh
inri6iTopu CYP3A4 (muB. po3min «B3aemopmis 3 iHIMUMHU JTiKapCbKUMM 3aco0aM¥ Ta iHII BUOK
B3aEMOiN»), CITi PO3TISHYTH MOXKJIUBICTh 3aCTOCYBaHHS IMOYATKOBOI 103U 25 MT (3a BUHSITKOM
PUTOHABIPY, 3aCTOCYBaHHSA SKOTO OOHOYACHO i3 cunpeHadiioM He peKOMEHIY€EThCS, OUB. PO3TIN
«Oc06IUBOCTI 3aCTOCYBaHHS»).



3 MeTOI0 MiHiMi3aIlil pu3uKy PO3BUTKY IOCTYPaJIbHOI TillOTEH3il y MaIli€HTiB, IKi 3aCTOCOBYIOThH
6110KaTOPU (-agPEeHOPEIeNTOPIB, IXHil cTaH MOTPiOHO cTabimidyBaTH 3a JOIOMOI00 0JI0KATOPIB a-
aipeHOoPEeLeNTOPIB A0 TOYATKY 3aCTOCOBYBaHHSA cuifeHadiny. Takox CHif po3rasHyTH MOXKJIUBICTD
3aCTOCYBaHHS IT0YATKOBOI 003U 25 Mr (OuB. po3min «Oco6IMBOCTI 3aCTOCyBaHHS» Ta «B3aemofis 3
iHIITMMYM JTiKapCbKUMM 3aco0aM¥ Ta iHIIN BUOY B3aEMOIii»).

[Tpu npu3HayveHHi cunaeHadiny y gosi 25 Mr 3acTocoByBaTH IIpemapar y BigmoBifHOMY q03yBaHHI a60
JIiKapChKint hopMi.

Himu. Jlikapcbku#t 3aci6 He MOKa3aHUM N0 3aCTOCYBaHHS ocobaM BikoM 1o 18 pokis.

Ilepedo3yeanHns.

[Tig yac 3acTocyBaHHS pa3oBoi fo3u cunmeHadiny mo 800 mr mobiuHi peakuii Oymu momiOHUMU [0
THUX, 110 CIIOCTePirajaucs Npu 3aCTOCYBaHHI cuifeHadiny y HUXKYUX [03aX, ajie 3yCTpidanucs
yacTime Ta 6yau GinbII TSXKKUMU. 3aCTOCOBYBaHHS cunigeHadiny y mo3i 200 Mr He IPHU3BOAUIIO 0
nigBUIIeHHS e()eKTUBHOCTI, ajie CIPUYMHSIIO 3POCTaHHS KiJTbKOCTi BUMIAAKiB PO3BUTKY MOGIYHUX
peaxiiiit (ro1oBHOTO 60JTI0, MPUIIJIMBIB, 3aIIlaMOPOYEHHS, UCIENCii, 3aKJ/IafieHOCTi Hoca, IMOPYLIEeHb 3
00Ky oprasis 30py).

Y pazi nepepmo3yBaHHs IPU HEOOXITHOCTI CIil BIaBaTHUCS OO 3BUYANHUX MATPUMYIOYNX 3aXO0iB.
[IprucKopeHHS KITipeHCy cunngeHadiny mpu reMopiai3i ManoiMOBipHe Yepe3 BUCOKUY CTYIIiHb
3B’s13yBaHHS IIpemaparty 3 OinKamu njaa3Mu KPOoBi Ta BiICYTHICTH eniMiHallil cunmeHadiny i3 ceuero.

ITo6iuni peakuii.

Hattuacrime moBigoMIsIocs Mpo Taki mobivHi peaxiiii, IK roJIOBHUY 0i/lb, IPHUIIIUBY, TUCIIEICIs,
3aKjafeHicTh Hoca, 6inb ¥ CIIMHI, 3allaMOpPOYeHHS, HYO0Ta, IPUILINBY XKapy, TOPYIIEHHS 30Dy,
I[IaHOIICiA Ta 3aTyMaHEeHHd 30Dy.

Yci kniHiyHO 3HauyIi Mo6iYHi peakiiil, 1[0 CIIOCTepiranucs mif Yac KJIiHIYHUX [OCHiXKeHb YacTillle,
HiX IIpY 3acTOCyBaHHi 11alebo, HaBeJeHO HUXKYe BiATIOBIgHO [0 Kiacudikallil cucTeM opraHiB Ta
4acTOoTH: gyXke 4dacTto (= 1/10), vacto (= 1/100 — < 1/10), HeyacTo (= 1000 — < 1/100) Ta pigko (=
1/10000 — < 1/1000). Kpim Toro, yacToTa KJIiHiYHO 3HAUYIIUX MOOIYHUX PeakKIliid, Mpo sKi
IIOBIAOMIJIAJIOCS Yy paMKaX [AOCBify 3aCTOCYBaHHS IIiCJIs BUXOAY HAa PMHOK, BU3HAYeHa K HeBimoMma. Y
MexKax KOXKHOI TPyIH 3a YacTOTOI0 00iYHi peakilii HaBeeHi y MOPSIAKY 3MEHIIEHHS iX Cepio3HOCTi.

[ndeKIIiiiHi Ta iHBa3WBHI 3aXBOPIOBAHHS.

Hevyacmo: puHiT.
3 6OKy iMyHHOI CHCTEMH.
Heyacmo: rinep4yTIuBiCTb.

3 60Ky HEPBOBOI CUCTEMH.

[yoce yacmo: TonoBHUM Bifb.



Yacmo: 3arraMOpPOYeHHS.

Hevyacmo: COHNUBICTS, TimnecTesis.

Pioko: iHCynbT, TPAH3UTOPHA illleMiYyHa aTaka, CygqoMu*, peluauBY CyIoM*, CUHKOIIE.
3 60Ky OpraHiB 30py.

Yacmo: nopylieHHs CIPUUHATTS KOJIbOPiB**, po3agu 30py, 3aTyMaHeHHS 30Dy.

Heuacmo: po3nagu cinb030BUAineHHA ™, 6inb B 0yax, hoTodobist, hoTorncis, rinepemMis ouei,
SICKPaBiCTh 30pYy, KOH IOHKTHBIT.

Pioko: HeapTepiaibHa IIepefHs illleMiyHa HeUPOonaTisi 30POBOT0 HepBa*, OKIII03is CyIUH CITKiBKU*,
peTUHAIbHUY KPOBOBUJIKUB, apTEPIOCKIEpPOTUYHA PETUHOIIATIS, TIOPYIIeHHS 3 00Ky CiTKiBKH,
riaaykKoma, geQeKTHu Mmojis 30py, JUILIONis, 3HUKEeHHS T'OCTPOTH 30Dy, MiOIIisg, aCTEHOIIis, [JlaBaloydi
IIOMYTHIHHSI CKJIOBUJIHOTO Tijla, OPYyIIeHHS 3 60Ky paigyKHoi 0007I0HKH, Mifpia3, IosiBa CAIYUX
KPYTiB HABKOJIO [2Kepesa CBiTna (rajo) y moi 30py, HabpsK o4ei, MPUIYXIiCTh 04el, IOPYIIEeHHS 3
00Ky ouel, rinmepeMisi KOH' IOHKTHUBHY, TTIOAPa3HEeHHs 04el, aHOMaJIbHi BifTUyTTsA B 04aX, HAOPSIK MOBIK,
3He0apBIIeHHS CKIIEPH.

3 60Ky OpraHiB CIYXY Ta BECTUOYISPHOrO anapary.
Heuacmo: 3artaMOpOY€eHHS, [A3BiH y ByXax.

Pioko: rnyxora.

3 OOKY cepIIs.

Hevacmo: Taxikapisi, mocujieHe cepueOuTTs.

Pioko: panToBa ceplieBa cMepTh*, iHdapKT MioKapaa, ITyHOUYKOBa apuTMis*, ¢hibpunsiis
mepencepnb, HecTabilbHA CTEHOKAPis.

3 6OKY CyIVH.

Yacmo: TPUILINBY KPOBi IO 06IMYYsI, TPUIUBY Kapy.

Heuacmo: apTepianbHa TilepTeH3isa/TinoTeH3is.

3 00Ky pecnipaTOpHOI CUCTEMU, TPYIOHOI KIITKK Ta CEPENOCTiHHS.

Yacmo: 3aKiIafdeHicTs Hoca.

Hevyacmo: HOCOBa KpOBOTeYa, 3aKIafeHiCTh MPUAATKOBUX IIa3yxX HOca.

Pioko: BiguyTTsl CTUCHEHHS y TOpJli, HabpsK clI130B01 000JIOHKK HOCA, CYXiCTh Y HOCI.
3 60Ky HIIIYHKOBO-KHUIITKOBOTO TPAKTY.

Yacmo: HyAo0Ta, OUCIIENCis.

Heuacmo: ractpoe3ogareanbHa pedoKkcHa xBopoba, 6/1r0BaHHS, 0i/lb y BEPXHil YaCTHHI XKUBOTA,
CyXiCTb y POTi.



Pioko: rinecTe3isg poTOBOI MOPOKHUHH.

3 OOKY LIKipK Ta NifIIKipHOi TKAHUHH.

Heuacmo: BucumnanHs.

Pioko: cuampoMm CriBeHca — [I2)KOHCOHA*, TOKCUYHUY elliflepMalibHUK HEKPOITi3*.
3 60KY OIIOPHO-PYXOBOT'0 alapaTty Ta CIIOAYYHOI TKAaHUHU.

Heuacmo: mianris, 6inb y KiHITiBKax.

3 OOKY CEUYOBUOINEHOl CUCTEMU.

Heuacmo: rematypis.

3 00Ky penpOOyKTUBHOI CUCTEMU Ta MOIOYHHUX 3a/103.

Pimko: KpoBOoTe4a 3i CTaTeBOTr0 4/eHa, IIpiami3amM*, reMaToCIepMis, MOJIOBXKEHa ePEKITis.

3arasbHi po3nanu.

Heuacmo: 6inb y rpyasix, mifgBullleHa BTOMTIOBaHICTh, BITUYTTS XKapy.

Pioko: moipa3HeHHS.

OOcCTexeHHS.

Heuacmo: migBuiieHa 4aCcTOTa CEPLIEBUX CKOPOUYEHD.

* [ToBigoMIIATIOCS NUIIIE TIif Yac HOCHIiMXKEeHHS Iic/ig BUXOAY IIperapaTy Ha PUHOK.

** TTopylleHHS CIPUUHSATTS KOJIBOPY: XJIOPOIICis, XPOMATOIICis, LiaHOICisA, ePUTPOIICisA, KCAHTOICid.

*+* TlopyIIeHHs CbO30BUMIIEHHS: CYXIiCTh B 04aX, IOPYILIEHHS CIbO30BUAUIEHHS Ta MiIBUINEHHS
CIBO30BUMIIEHHS.

Huxuye3a3HaueHi sfiBHUllla criocTepiranuca y < 2 % malieHTiB; IPUUUHHUY 3B’ 130K He BU3HAYECHUU.
[ToBimOMIIEHHS BKJIIOYAJIX SIBUINA, III0 MajIy KMOBIPHHUY 3B’S130K i3 3aCTOCYBaHHSM Ipenapaty. He
Oynu 3a3HadeHi IBUIIA, AKi OyIK TeTKMMU Ta IOBifOMJIEHHS IIPO gKi Oyix Oy:Ke HeTOYHKUMH, 1100
MaTH 3HAYEeHHS.

3azanvui. Habpsk o6muyysi, peakiii GOTOUYTINUBOCTI, 110K, acTeHis, 6ifib, panToBe MagiHHsA, Oinb y
JKWBOTi, panTOBe MOUIKOOKEHHSI.

3 6oky cepuego-cyOuHHOI cucmemu: CTEHOKaPist, aTPioBEHTPUKYIsIpHA OI0Kafia, MirpeHs,
IIOCTypaJibHa TiloTeH3is, imeMia Miokapaa, TpoM003 CyIuH IOJIOBHOTO MO3KY, palToBa 3yNMHKa
cepud, nopymenHsa Ha EKT, kapaiomionaris.

3 60Ky WAYHKOBO-KUWKOB020 MPAKmMYy: TJIOCUT, KOJIiT, mucdaris, TaCTPUT, TaCTPOEHTEPHUT, e30(Qarir,
CTOMATHUT, BiTXUJIEHHS Bil HOPMaJIbHUX Pe3yIbTaTiB MeYiHKOBUX P00, peKTaabHa KPOBOTEUA,
TiHTIBIT.



3 60Ky cucmemu Kposi ma AimpamuyHoi cucmemu: aHeMisi, JIeHKOIeHis.

3 boxy memaboai3my ma xapuye8aHHsA: cpara, HabpsKk, mogarpa, HectabinpHM miaberT,
rinepriikeMis, nepudepuyHi HaOPSAKY, TinepypuKeMis, TiOTIiKeMis, TimepHaTpieMis.

3 60Ky cKesnemHo-M’ 5130801 cucmemu: apTPUT, apTPO3, PO3PUB CYXOXKUJIISI, TEHOCUHOBIT, Oilb y
KicTKax, MiaCcTeHisI, CHHOBIT.

3 60Ky Hepsosoi cucmemu: aTaKcCis, HeBparisi, Helpomarisi, mapecTesisi, TpeMop, BEPTUTO, Oelpecis,
0e3COHHS, aHOMa/IbHi CHOBUIHHS, 3HUXKEHHS pedIieKciB.

3 6oky OuxaabHOi cucmemu: acT™Ma, JUCITHOE, TAPUHTIT, HapUHTIT, CHHYCUT, OPOHXIT, IOCUIIEHE
CIIMHOBHUMIJIEHHS, TOCUJIEHHS KAlIlJTIo.

3 6oky wkipu: KPOIUB'THKA, reprec, cBep0Oixk, MTIKUBICTb, BUPA3KM LIKipH, KOHTAKTHUHM IepPMaTHT,
ekc(homiaTUBHUM IepPMaTHUT.

CneuudiuHi 8i0uymms: panToBe 3HUKEHHS YK BTPATa CNyXy, Oi/ib y ByXaX, KPOBOBUJIMB Y OKO,
KaTapakTa, CyXiCTh B O4YaX.

3 60Ky ypoeeHimasavHOi cucmemu: UUCTUT, HIKTYPist, MigBUINEHa YaCTOTA CEYOBUITYCKAHb,
30iNbIIIEHHST MOJIOYHUX 32103, HeTPUMaHHS Cedi, MOPYLIeHHS esKYIIsIil, HaOpsSK CTaTeBUX OPraHiB,
aHOprasmis.

[ToCBi 3aCTOCYBaHHS MicJg BUXONY Ha PUHOK. [Ticisa Buxony cungeHadiny Ha puHOK Oyiu

inenTudikoBaHi HUXKYe3a3HaueHi mobiyHi peakii. OCKiIbKY PO TaKi peakilii MoBiqoMIISIOTE
noOpOoBiTbHO, HEe 3aBXKAKU MOXKHA JOCTOBIPHO OI[iHUTH iX YaCTOTY Ta BCTAHOBUTHU MIPUYMHHUM 3B 130K
3 [Ii€1o JiKapCchKOTo 3acoby.

Cepueso-cyouHHi ma uepebposackyaapHi aeuwia. IToBimoMIsnIocs Ipo cepiio3Hi cepiieBo-CyauHHi,
11epe0pPOBacKyJIIpHi Ta CyIMHHI SIBUIlA, BKITI0Ya0un 11epedpoBacKyIspHY KPOBOTEYY,
cybapaxHoimanbHy Ta BHYTPIIIHbOIIEpeOpaIbHy KPOBOTEUY Ta JIETEHEeBY KPOBOTEUY, 1110 OyTH
TI0B’sI3aHi B 4aci i3 3acTocyBaHHAM cungeHadiny. ¥ 6inpurocti nauieHTiB 6ynu HasiBHI hakTopu
CepleBO-CYAMHHOTO PU3uKY. [ToBimoMIsiiiocs, 1o 30e6iibiIoro 11 SBuilla BUHUKATH IIif 9ac abo
Ofipa3y Iic/s CTaTeBOl aKTUBHOCTI, Ta ITOAEKOJH IIi SBUIla BUHUKAIM BiApa3y IicJisg 3aCTOCYyBaHHS
cunpeHadiny 6e3 cekcyanbHOI aKTUBHOCTI. [HKOIYM YCKIagHEeHHS BUHUKAJIU IIPOTSITOM HaCTYITHUX
KiJIbKOX TOOWH 4¥ [HIB IiC/Is 3aCTOCyBaHHSA cuipfeHadiny Ta ctaTeBol aKTUBHOCTI. HEMOXKITHBO
BCTAQHOBUTH, YU MAIOTh Lii sIBUIlla IPIMUM 3B’I30K i3 3aCTOCYBaHHAM IIpernapary, 3i CTaTeBO
aKTUBHICTIO, 3 HASIBHUMH (aKTOpaMy PU3UKY, 4M i3 KoMOiHa1liero nux HakTopiB, Yu 3 iHIIMMU
baxTopaMu.

KposoHocHa ma aimpamuyHa cucmemu: Ba300KTIO3UBHUY KPU3. Y HEBEIMKOMY 3aBYacHO
IPUNMHEHOMY OOCIiIXKeHHI IIPX 3aCTOCYyBaHHI cungeHadiny maiieHTaM 3 JIeTeHeBOI0 apTepialbHO0
rimepTeH3i€0, BTOPHHHOIO MO0 CePIONOoNi0HOKIITHHHOI aHeMil, pO3BUTOK Ba300KIIO3UBHUX KPU3iB,
1o notpebyBasny rocmiTaisallii, CriocTepiraBcs YacTillle, HiXK IIpX 3aCTOCOBYBaHHI Iiarie6o.
Kniniyne 3HaYeHHS LWX JaHUX [Jg IalLi€HTIiB, SKi 3aCTOCOBYIOTh cuiigeHadin 3 MeTOI0 TiKyBaHHS
€PEeKTUIbHOI IUCOYHKIIi], € HEBITOMUM.

Hepeosa cucmema: TpPUBOXKHICTE, TPAaH3UTOPHA IJI00abHa aMHe3is.
Cneuuciuni giduymma.

Cayx. Ilicng Buxony npenapaTy Ha PUHOK IIOBIAOMIIAIOCS [IPO BUIIaAKU PAIllTOBOTO 3HUXKEHHS YU



BTpAaTHU CIIyXy, IIOB’g3aHi y 4aci i3 3acTocyBaHHSIM cungeHadiny. Y gesKuxX BUIagKaX [IOBiIOMIIAIOCS
PO HASIBHICTh MEAMYHUX CTaHIB Ta iHIIKX (HAaKTOPIB, 10 MOTJIX BifirpaTu poJib ¥ PO3BUTKY MOOIUHUX
peakxiiiit 3 60Ky ciyxy. Y 6araTbox BUIagKax iHpopMaris oo momaabiioro MeguYHOro
CIIOCTepeXKEeHH BiiCcyTHs. BU3HauuTH, YU 1 ABUILA [IPSAMO II0B’I3aHi i3 3aCTOCYBaHHAM IIperaparTy
cunpeHadiny, 3 HagBHUMU (aKToOpaMu PU3UKY BTPATH CIyXy, 3 KoMOiHaIli€lo ux ¢GaKkTopiB 4u 3
iHImMMUMY paKkToOpaMu, HEMOKIIHBO.

3ip. TumM4acoBa BTpaTa 30py, IOYEPBOHIHHSA OYel, TeYiHHA B 04aX, MifBUIIEHHS BHYTPIIIHEOOYHOTO
TUCKY, HaOpSK CiTKiBKH, CyIMHHI 3aXBOPIOBAHHS CITKiBKM YU KPOBOTEeYa, BifllapyBaHHS
CKJIOIIOAiOHOrO Tina.

[Ticnsa Buxomy npemnapaTy Ha PUHOK PiIKO MOBiAOMJISIOCS IIPO BUIAOKKM HeapTepiaabHOl mepegHbol
ilmemiyHOI HeBpomarTii 30pOBOT0 HEPBA, III0 € IPUUMHOIO 3HUKEHHS 30PY, BKITI0Yal0Yu HEOOOPOTHY
BTPaTy 30Dy, sKi Oynu noB’s3aHi y 4aci i3 3acTocyBanHaM inribitopis ®IES, y Tomy 4ucni
cunpeHadiny. barato 3 maiieHTiB Maau aHaTOMiuHi a0 CyguHHI GaKTOpPU PU3UKY PO3BUTKY
HeapTepianbHOI TepeHbOI ilmeMigyHOI HeBPOIIaTii 30POBOT0 HEPBA, BKITIOYAIOUM TaKi: HU3BKE
CITIiBBimHOIIIEHHS AiaMeTpa eKCKaBallil Ta JuCKa 30pOBOI0 HEpBa (3aCTiliHUI IUCK 30pOBOT0 HEPBA),
BiK Bif 50 pOKiB, apTepianbHa rinepTeH3is, 3aXBOPIOBaHHSA KOPOHAPHUX apTepiy, rinepainigemMisa ta
najinHsa. HeMoXIMBO BU3HAUUTH, YU I SIBUIITA IIPSIMO TIOB’s3aHi i3 3acTocyBaHHSAM iHTi6iTOPIB
OIIES, yu 3 HasBHUMH aHATOMIiYHUMHU ab0 cyoguHHUMU QaKTOpaMu PU3UKY, YU 3 KoMOiHalli€to 1IUX
BCix (DaKTOpiB, 4u 3 iHIIMUMH (HaKTOpPaAMHU.

38imysaHHs npo nido3poeaHi nobiuHi peakuii. [ToBimomnenHs npo mobivHi peakilii micns peecTpartil
JiKapChKOTr0 3ac00y Ma€ BeNuKe 3HaueHHs. Lle ma€ 3MOTy ITPOBOAUTY MOHITOPUHT CIIiBBiTHOIIEHHS
KOPHCTH/PU3UK IIPH 3aCTOCYBaHHI IIbOTO JIiIKapChKOT0 3ac00y. MeouyHUM Ta apMalleBTUUHUM
mpalliBHUKaM, a TaKOX IallieHTaM a0o iXHiM 3aKOHHUM IIpeiCTaBHUKAM CJIifl TTOBiIOMIISITH TIPO yCi
BUITQMIKH ITig03pIOBaHUX MOOIYHUX peakiliii Ta BimCyTHOCTi e(eKTUBHOCTI JIiIKapChKOT0 3aco0y uepes

ABTOMaTH30BaHy iHGOPMaliiHy cucTeMy 3 ¢apMaKOHarIsagy 3a
nocunaHHaM: https://aisf.dec.gov.ua .

Tepmin npudamHocmi. 5 pOKiB.

YMoBu 30epiranHsi.

30epiraTu B OPUTiHANBHIN YIIAaKOBI TpU TeMepaTypi He Buie 25 °C.

30epiratu y HEJOCTYIIHOMY OJIS1 OiTel MiCIi.

YnakoBka.

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

Kareropis Bignycky.

3a peLenToM.



BupoOHUK.

[TPAT «OITOPAPM».

Micue3HaxoKeHHsI BUPOOHHKA Ta HOro aJgpeca MicCIisi IpOBaIKeHHs Tis/IbHOCTI.

Ykpaina, 84500, Jouenbka 0611., M. baxmyT, Byn. Cubipuesa, 2.

3asiBHHUK.

[TPAT «OITO®PAPM».

Y pasi suHukHeHHs nobivHUX peakuiti abo 3anumaHs w,000 6e3nexku ma egpekmugHocmi
3acmocyB8aHHs Aikapcvkoz2o 3acoby npocumo 3sepmamucs 00 8i0diny papmakoHazandy ITPAT
«@ITO®APM>» 3a Homepom menepoHy 38 (044) 390 52 96 abo nepelimu 3a NOCUAAHHAM
https://fitofarm.ua y po30ia «®apmakoHaza10» ma aubpamu 3pyyHutl cnocib.

MiCI.l;e3HaXOJ];}KEHHﬂ 3asiBHHKa.

Yxpaina, 02092, micto KuiB, Byn. AnMaTUHCBKA, OyguHOK 12.



