HCTPYKIUA
JUIS1 MEIUYHOT 0 32CTOCYBAHHS JIIKAPCHKOI0 32C00y

MOTEHIIAJIE
(POTENTIALE)

Cknao:

Oitoua pevosuna. cunaeHadiny uuTpar;

1 TabieTka MiCTUTh CHIIICHA(UTY IUTPATY y NepepaxyBaHHi Ha cwiaeHadr — 50 mr abo 100 mr;
OONOMIICHI pevosuHy: TISIIONI03a MIKPOKPUCTATIYHA, HATPIO KPOCKapMeno3a, TImpoMelio3a, MarHiro
cTeapar, KpeMHII0 JIOKCH] KOJIOinHui Oe3BomHMiA, THTany miokcun (E 171), Tanpk, MponiIeHIIIIKOb,
nomietmieHntikoins 6000 (makporon 6000), inaurokapmin (E 132).

Jlikapcbka dopma. Talnetku, BKpUTi 000JIOHKOIO.

OcHosHi ¢hizuxo-ximiuni enacmusocmi. TaOIETKU KPyryioi GopMH, BKPUTI 0O0JIOHKOIO, OJIAKHUTHOTO
KoJbopy (u1st 1o3yBaHHS 50 Mr) abo cuHbOro KoJwopy (ans noszyBaHHs 100 Mr), BepXHS 1 HUXKHS
MOBEpXHI fAKUX omykii. Ha posnami mpu po3risgaHHi MHif JYNOK BHAHO SAPO, OTOYEHE OJIHUM
CYLLUJIBbHUM IIapOM.

dapmakoTepaneBTHYHA rpyna. 3acoOH, IO 3aCTOCOBYIOTHCS MPH EPEeKTHIIbHIA IUCHYHKIIII.
Cunnenadin. Kog ATX G04B EO03.

Dapmakonoiuni enacmueocmi.

Dapmaroouramixa.

Mexanidm nii. Cuiinenadin € mpenapaToM Jiisi IEpopaTbHOTO 3aCTOCYBAaHHS, IPU3HAYCHUHN IS JTIKYBaHHS
epekTibHOI aucdyrkiii. [Tpu crateBoMy 30yDKEHHI MpernapaT BITHOBITIOE 3HIKEHY €PEKTHIIBHY (YHKITIFO
IUTSIXOM TTOCHJICHHS TIPUTOKY KPOBI JIO TICHICA.

®iziosoriyHMii  MEXaHi3M, III0 3YMOBJIOE CPEKI[if0, BKIOYae BHBUIbHEHHS OKcumy asory (NO) y
KaBEPHO3HUX TUIaX MiJ 4Yac CcTaTeBoro 30y/KeHHSA. BUBUIbHEHWN OKCHI a30Ty akKTUBYE (epMeHT
T'YaHUIATIMKIIa3y, 0 CTUMYJIIOE IIBUIICHHS PIBHS IUKIIYHOTO TyaHo3uHMoHO(ochary (ul M®) mio, y
CBOIO Yepry, BUKIMKA€ PO3CIa0ICHHS IMIaJICHbKOI MYCKYJIATypu KaBEpPHO3HHMX TUI, CIPUSIOUU IPUTOKY
KpOBI.

Cunnienadin € OTYKHUM Ta celleKTUBHUM 1HTi0iTopoM il M®-criermdivnoi pocdomiecrepasu 5 (DES) y
kaBepHO3HUX Tinax, ne DJIES Bimmosimae 3a posnam ul M®. Edekrn cunnenadiny Ha €pekIliio MaroTh
nepudepununuii xapakrep. CwineHadin HE YMHUTH OE3MOCEPETHBOI pEelakCcyrouoi i Ha 130JIbOBaHi
KaBEpPHO3HI TUIa JIIOAWHHU, ajleé TIOTYKHO Tocwiroe posciadmorouy nito NO Ha mgany Tkanwny. [Ipu
akTuBarlii MmeradoiyHoro musixy NO/ul M®, 1o BitOyBaeThest MPH CEKCYalTbHIM CTUMYJISILII, IHT1OYBaHHS
cuaeHadiiom OJIES nmpuzBoauTh 10 minBuiieHHs piBHA 1l MO y kaBepHO3HUX TUIaX. TakuM YMHOM, IS
TOTO, 1100 CHUyIIeHAdUT CIIPUYMHUB MOTPIOHMH (papMakooTiyHui eeKT, HeoOXiTHEe cTaTeBe 30y IKEHHS.

B Ha dapmakoauHamiky. JIocmimKkeHHs in VItro mpoaeMoHCTpyBait, M0 CHIAeHa]IT € CENEKTUBHIM JI0
®JIES, mo Oepe akTHBHY y4acTh y Iporeci epekiii. Edekr cunnenadiny Ha OJIES moTykHIIMHI, HDK Ha
I BigoMi (ocdomiectepasu. Leii edexr y 10 pa3 noryxkuimmii, Hik edekt Ha DJIE6, o O6epe ydacth y
mporiecax (POTOICPETBOpeHHS Y CitKiBLL. Ilpy 3acTrocyBaHHI MaKCHMalbHUX PEKOMEHIOBAaHHMX 03
cenekTuBHICTh cunaeHadiny go GJIES y 80 pasiB mepepuiiye ioro cenektuBHicTh 10 OJIEL, y 700 paszis
Buia, HK 10 OJIE2, ®JIE3, ®JIE4, OJIE7, ®JIES, ®AE9, ®JIE10 tTa ®AE11. 30kpeMa CeIeKTUBHICTD
cumaeHadiny no GJIES y 4000 pasziB mepepuiye oro cenektuBHICTh 10 DJIE3 — ul M®-cnernmdianoi
Bodopmu PocdoaiecTepasu, 1o Oepe ydacTb y peryssiii cepreBoi CKOPOTIUBOCTI.

DapmakoKkiHemuxa.

AOcopbuis. Cunnenadin mBuako abcopOyeTbes. MakcuMaribHI IIa3MOBI  KOHLIGHTpALIii  Iperapary
nocsratoteess mpotsirom 30-120 xBwimmH (i3 Memianoro 60 XBUJIMH) TicIAs HOro MepopaTbHOTO
3actocyBaHHd Hatmie. Cepemnst aOcoioTHa OlOJOCTYMHICTH TMiCHs HEpOPabHOTO 3aCTOCYBAHHS
craHoBUTH 41 % (3 miamazoHoM 3HaueHb Bif 25 % 1o 63 %). YV pexoMeHIOBaHOMY Aiama3oHi 103 (Bil
25 po 100 wmr) mokasHukun AUC Ta Cmax cuigeHadiny Mmicis HOro MepopalbHOIO 3aCTOCYBAaHHS
T IBUILYIOTHCS TIPOMOPITIAHO JI0 JO3H.




Ilpu 3acrocyBanHi cuipeHadily Mg 9ac mpuiioMy DKi CTymiHb aOcopOrii 3HMKYETbCA 13 CepeaHiM
TOZOBKEHHSM Tmax 10 60 XBUITHH 1 cepeHiM 3HIKEHHM Cmax Ha 29 %.

Posmonin. Cepenniii piBHOBaXkHMH 00'eM po3moiny (Vd) craHoBuTh 105 JiTPIB, 110 CBITYHTH PO PO3MIOILT
npenapary y TKaHWHAaX opraHi3my. Ilicisi oJHOKpaTHOTO NEpOpaIbHOTO 3aCTOCYBAaHHS CHIIeHapiTy B
1031 100 Mr cepemHst MaKCUMallbHA 3aralbHa IJIa3MOBa KOHIIEHTpALIis criieHadiTy CTaHOBUTH MPHOIN3HO
440 wr/mn (xoedimient Bapiamii craHoBuTh 40 %). OcCKinbKHM 3B'I3yBaHHA cuigeHadiTy Ta ioro
rojoBHoro N-gmecMmermi-merabomnity 3 Oulkamu 1uiasmu jocsrae 96 %, cepemHss MaKCHMalbHA
TUTa3MOBa KOHIICHTpAIlist BUTbHOTO cuiaeHadiny nocsrae 18 ar/mi (38 HMoip). CTyniHb 3B'13yBaHHA 3
OLTKaMH IJIa3MH KPOBi HE 3aJIS)KUTh BiJl 3aralIbHUX KOHIICHTpAIlid cruiieHadiTy.

Y 3mopoBHX JOOpPOBOJBINB, sIKI 3acTocoByBayM cuiaeHadin omHokpaTtHo B 1031 100 mr, yepes
90 xBumH B eyt Bu3Hadaoch meHie 0,0002 % (B cepemaboMy 188 HI) 3acTOCOBAHOT I031.
biorpanchopmartis. Metabonism  cwineHadiny  3IIHCHIOETBCST  TOJOBHMM  YHHOM 3 Y4acTHO
MikpocoMabHuX 30pepmenTiB newinku CYP3A4 (ronosamii nuisix) Ta CYP2CY (mpyropsaauii 1Iisx).
lonoBHMIT  1WpKyMIOIOUMi  MeTa0OMIT — YTBOPIOEThCS  HUIAXOM  N-AeMeTwoBaHHS — cuiieHa(uTy.
CenexktuBHICT, MeTabomiTy 10 BigHOmeHHio 10 DJIES crmiBcTaBHA 3 CENEKTUBHICTIO CHiieHaduty, a
aKTUBHICTh Meradonity BigHocHO DJIES cranoButh npubmizHo 50 % akTUBHOCTI MOYATKOBOi PEYOBUHHU.
[Tn1a3mMoB1 KOHIIEHTpAIlli IIbOTO META0OJITY CTAaHOBIATH MpHOIM3HO 40 % KOoHIEHTpalii cuineHaity y
mia3mi  kpoBl. N-geMeTHIhOBaHMN META0OMIT 3a3Ha€ MOAATBIIOr0 MeTaboii3My, a TeploJ] MOoro
HaITIBBUBE/ICHHS CTAHOBHUTH MPUOJIM3HO 4 TOIMHHL.

EniMinamisg. 3aranpHuil KiaipeHC cuiaeHaduty crtaHoBUTh 41 71/ron, 3yMOBIIOIOYM TEpioa HOro
HAIBBUBEJICHHS TPUBAIICTIO 3-5 rofuH. SIK Micis MepopalbHOro, Tak 1 MICis BHYTPILHHOBEHHOTO
3aCTOCYBaHHS €KCKpeIlis CHIIeHa(LTy Y BUTJISAI METAOOITIB 3MIHCHIOETHCS TOJIOBHUM YHHOM 13 KaJloM
(mpubmm3HO 80 % BiA BBEEHOT MEPOPATHHOT IO3H) Ta MEHIIIOKO MIpOTo 3 ceuero (mpuomi3Ho 13 % BBeneHoOT
MIEPOPATLHOT I03H).

DapmaxoKiHemuKa 8 0CoONUBUX pYN NAYIEHMIB.

[TamieHTH JITHBEOTO BIKY. Y 30pPOBHX J0OPOBOJIBIIB JIITHHOTO BIKY (BIKOM Bix 65 POKIB) BiI3HAYAIOCS
3HIDKCHHS KITIPEHCY CHiIaeHadury, IO 3yYMOBIIIOBAJIIO ITABHINCHHS IUIA3MOBHX KOHIICHTpAIIIH
cunaeHadiny ta Horo aktuBHOro N-aeMeTHiboBaHOTO MeTaboury mpubmsHo Ha 90 % mopiBHAHO 3
BIITOBIIHUMU KOHIICHTPAITISIMH y 3I0POBUX JI0OPOBOJIBIIIB MOJIOIIIIOTO BIKY
(18-45 pokiB). YV 3B'13Ky 3 BIKOBUMH BiIMIHHOCTSIMM Y 3B'I3yBaHHI 3 OUIKAMH IUIa3MH KPOBi BiATIOBiIHE
ITIBUIICHHS IJIA3MOBO1T KOHIIGHTpAIIil BUIbHOTO criieHad L1y cTaHoBIIIO nprom3HO 40 %.

HupkoBa HenocTaTHICTh. Y J0OPOBOJIBIIIB 13 MOPYIICHHAMH (PYHKIIIi HUPOK JIETKOTO Ta MIOMIPHOTO CTYICHS
(xmiperc kpearuHiHy 30-80 mi/xB) (hapMakokiHeTHka cuiieHadUTy 3amuinaiacs HE3MIHHOIO ITiCIsS Horo
OJIHOKpaTHOTO  TepopayibHoro  3actocyBanHs y 1031 50 wmr.  Cepemni AUC  T1a  Chax
N-neMeTrIb0BaHOTO MeTaboITy mimBHUIMyBaaucs Ha 126 % Ta 73 % BIONOBIAHO TOPIBHSHO 3 TaKUMH
MOKa3HUKaMHU y JOOPOBOJIBIIIB TAaKOTro K BIKYy Oe3 mopymieHb (yHKIii HUpokK. OJHAK yepe3 BUCOKY
IHIMBITyaIbHY BapiaOeNbHICTh 11 BIAMIHHOCTI HE OYy/JIM CTaTUCTUYHO 3HAYYIIUMH. Y JIOOPOBOJIBIIB 13
TSHKKMMH TIOPYIISHHAMH (DYHKIIIT HUPOK (KIpeHC KpeaTHHiHy Hwkde 30 MIV/XB) KIpeHC criieHadiry
3HWKYBaBCs, 1m0 npu3Boawio no cepenHix migsumenb AUC ta Crax Ha 100 % Ta 88 % BimmoBimHO
MOPIBHSHO 3 JOOPOBOJIBIISIMU TAKOTO JK BIKy 0€3 mopyieHb GyHKIiT Hupok. Kpim Toro, 3Hauenns AUC
Ta Crmax N-emeTrisoBaHOr0 MeTabosIiTy 3HauyIe miapuiryBamcs Ha 79 % ta 200 % BiqmoBimHO.
IeuiHKOBa HEIOCTATHICTD. Y JOOPOBOJIBLIB 13 IUPO30M MEUIHKH JIETKOTO Ta MOMIPHOTO CTyMeHs (KiaciB A Ta
B 3a xnacudikariero Yaitnaa-I11"10) kipeHc cuiaeHadiny 3HIKYBABCS, 10 MMPU3BOJAWIIO JO IiABUIIICHHS
AUC (84 %) ta Cmax (47 %) nopiBHSIHO 3 JOOPOBOJBLSIME AHAIOTTYHOTO BiKy O€3 mopymieHb (QyHKIIii
neuinky. dapmakokiHeTHKa cuiifeHaduly y Malli€HTIB 13 MOPYIIEHHSAMH (DYHKIIH ME4iHKH TSHKKOTO
CTYIEHSI HE BUBYAJIACS.

Kuiniuni XapakTepucTHKH.

Ilokaszanna.

[IpemapaT peKOMEHIYeThCS 3aCTOCOBYBAaTH YOJOBIKAM 3 EPEKTHJIBHOIO TUCOHYHKIIIEI0, sKa
BHU3HAYAETHCS K HE3JATHICTH MOCITTH ab0 MIATPUMATH €pEeKIli0 CTATEeBOTO WieHa, HEOOXiAHY s
YCIIITHOTO CTaT€BOTO aKTYy.

Jlnst eeKTUBHOI 11ii mpenapary noTpioHe cTtareBe 30y DKEHHS.

IIpomunokaszanna.
— IligBumena dYyTIUBICTH [0 AaKTHBHOI ped4OBHMHH ab0 10 Oyab-sKOi 3 JOMOMDKHUX PEYOBUH
npemnapary.



— OnHOYacHe 3aCTOCYBAaHHS 13 JOHOPAMHU OKCHJTY a30TY (TaKUMH SIK aMUTHITPHT) a00 HITpaTaMu y Oyab-sKii
(bopMi MpoTHIIOKa3aHe, OCKUTBKU BIIOMO, IO CHieHA(T Ma€e BIUIMB HA NUIAXA MeTabO0Ji3My OKCHIY
a30Ty/IUKIIYHOTO TyaHo3uHMOHO(ochaTy (1l MD) Ta MOTEHIIiIO€ TIMOTEH3UBHIM €(PEeKT HITPATIB.

— OpnouacHe 3acrocyBanHs iHriOiTopiB ®JES (y TomMy umcni cunaeHadiry) 31 CTUMYISATOpaMH
I'yaHITaTUMKIA34, TAaKUMH SK pIOLWTYaT, TMPOTUIIOKA3aHE, OCKUIBKM MOK€ NPU3BECTH [0
CHUMIITOMATUYHOI TimoTeH3il (quB. po3ain «B3aemomis 3 HIIMMHU JIIKapCBKUMH 3aco0amMH Ta iHIII
BHJIA B3AEMOJIN).

— Cranu, npH SIKHX HE PEKOMEH/IOBaHA CTAaTeBa aKTHBHICTH (HAIIPUKIIAJL, TSDKKI CEpIIEBO-CYIUHHI PO3IIaH,
TaKi sIK HecTaOUThbHA CTEHOKAPIis Ta CeplieBa HEJOCTATHICTD TSHXKKOTO CTYICHS).

— Brpara 30py Ha 0/1He OKO BHACIIZIOK HEapTEPIaTbHOT IEPEIHBOT IIIEMIYHOT Helpomarii 30poBOro HEPBA,
HE3aJIeKHO BiJl TOTO, TTOB'sI3aHa 114 TATOJIOTIA 13 oTepeiHiM 3acTocyBaHHAM iHrioiTopiB ®ES uu Hi.

— HasBHICTP TaKMX 3aXBOPIOBaHb SIK TOPYIICHHS (YHKI IMMEYiHKA TSHDKKOTO CTYICHS, apTepiaibHa
rinotensis (aprepiaabHuil TUCK HIKYEe 90/50 MM. pPT. CT.), HEIIOAABHO NEPEHECEHHUH HCYIbT a00 1H(ApKT
MIOKap/ia Ta BIOMI CIAJKOBI JEr€HEpPAaTHBHI 3aXBOPIOBAHHS CITKIBKM, Takl SIK MICMEHTHUM pPETUHIT
(HeBesMKa KUIbKICTh TaKUX MAlllEHTIB Ma€ FeHeTHuH1 po3naau ¢ocdoaiecTepa3 CITKIBKH), OCKUIbKH
Oe3neka cuiieHadUTy He IOCTKYBajgacs y TaKuX MIATpynax NalieHTiB.

B3aecmooia 3 inwumu nikapcoKumu 3acooamu ma iHuii 6UOU 63acMo0ill.

Egexmu inwux nikapcokux 3acobie na cunoenagin.

Jocnijpkenns in vitro. Mertabomnizm cuieHadiny BiOYBaeThCs MEpeBaKHO 3 ydacTio i3odopmu 3A4
(ronoBHu# nuIsX) Ta Bogopmu 2CY (npyropsanuit nuisx) nutoxpomy P450 (CYP). Tomy HriGitopu
uX 130(hepMEHTIB 37aTHI 3HWXKYBATH KIIPEHC cUiZeHadily, a IHAYKTOpU IUX 130E€PMEHTIB MOXKYTh
MIABUIYBATH KJIIPEHC CHiIIeHa(LTy.

Jocmipkennsa in Vivo. Tomynsiifiauii (papMakOKIHETHYHHIA aHali3 JaHUX KIHIYHUX JTOCITIIHKEHD
MPOJICMOHCTPYBAB 3MEHIIICHHS KIIPEHCY cuiieHadiTy Mpu HOro OJHOYACHOMY 3acCTOCYBaHHI 3
iriditopamu CYP3A4 (TakuMu sSIK K€TOKOHA30J1, EPUTPOMIIIH, IUMETUINH). X04a MPH OJJHOYACHOMY
3actocyBaHHi cuineHaduty Ta iHrioiropiB CYP3A4 3pocTaHHs 4acTOTH MOOIYHUX SIBUIIl HE CIIOCTEPIraIocs,
CJTIJT PO3TIISTHYTH MO>KJIMBICTh 3aCTOCYBAaHHSI TIOUATKOBOI 03U CHJIeHA(Ty 25 MT.

OnnouacHe 3actocyBanHs 1HTI0ITOpY BIJI-ipoTeasu puronaripy, myxe moTyxHoro iHridiropy P450 y
cTaHl piBHOBaxHOI KoHmeHTpamii (500 mr 1 pa3 Ha n00y) Ta cunmeHadiny (pazoBa mo3za 100 mr),
MPU3BOAMIIO A0 MiABHIIEHHS Cmax cruineHadiny Ha 300 % (y 4 pa3u) Ta nigsuiieHHs miazmMoBoi AUC
cuigeHagury Ha 1000 % (y 11 pa3ziB). Uepes 24 roaunu mia3MoBi piBHI criieHaLTy Bee 1e CTAaHOBUITU
nipr63HO 200 HI/MIT TOPIBHSHO 3 PIBHEM MPHUOIM3HO S5 HI/MII, XapaKTePHUM JJIsl 3aCTOCYBaHHS CHIIICHA(LTY
OKpeMo, 110 BINOBIa€ 3HAYHOMY BIUIMBY PUTOHABIPY Ha IMUPOKUI criekTp cyocrparis P450. Cunaenadin
HE BIUIMBa€E Ha (papMaKOKIHETHKY PHUTOHaBIpy. 3 ommiay Ha I (hapMakOKIHETWYHI JaHi OJHOYACHE
3aCTOCYBaHHS CWieHaUly Ta PUTOHABIPY HE pPEKOMEHIyeThCs (muB. po3air  «OcoOnmBOCTI
3aCTOCYBaHH:»); Y Oy/lb-sIKOMY BHUIIAJKy MakCHMalbHa 703a cuiifeHaduly 3a >KOJHUX OOCTaBHH HE Mae
MEPEBUIILYBATH 25 MI POTATOM 48 TOJHH.

OpnnouacHe 3actocyBaHHs iHTIOITOpy BlJI-poTeasu caksinaBipy, inridiropa CYP3A4, y no03i, 1o
3a0e3reuye piBHOBaKHY KoHmeHTpamiro (1200 mr tpuui Ha m00y) Ta cungeHadiry (100 Mr paszoBo)
npu3BoiI0 10 migBuineHHsT Cmax crnieHadiny Ha 140 % Ta 36itbimenns cucreMHoi ekcrosuiii (AUC)
cugenadiny Ha 210 %. He BusBneno BmiuBy cuigeHadiny Ha (apMaKOKIHETHKY CaKBIHABIPY (IIHB.
po3ain «Crocib 3acTocyBaHHs Ta 1031»). Ilepenbayaernces, mo Outbin noTyxHi iHTiOiTopr CYP3A4, Taki
SIK KETOKOHA30J1 Ta ITpaKOHa30J1, Oy1yTh MaTH OUIbII BUPa)KEHUH BILJIUB.

Ipu 3actocyBanHi cungenadiny (100 mMr pa3oBo) Ta epuTpoMinuHy, nomipHoro iHridiropy CYP3A4, y
piBHOBakHOMY crtaHi (500 Mr aBidi Ha A0OY MPOTATOM 5 JHIB) CIIOCTEpIragocs MiABUIIEHHS CHCTEMHOT
excriosutii cuneHadiny Ha 182 % (AUC). ¥V 310poBrX J0OPOBOJIBIIB YOJIOBIYOi CTATi HE CHOCTepiranocs
BIUIMBY azuTpoMinuHy (500 mr Ha 100y mpotarom 3 ni6) Ha AUC, Crax, Tmax, KOHCTaHTY IIBHIKOCTI
efmiMiHalll Ta TOJAIbIIMKA Mepio]] HaMIBBUBENEHHS CHiIeHadiry abo HOro rojoBHOIO ILHMPKYIIIOKYOIO
Mmetabonity. Liumernaun (iHridirop uuroxpomy P450 Ta necrienmdiunmii Hriditop CYP3A4) y no3zi 800 mr
NPY OJTHOYACHOMY 3aCTOCYBaHHI 13 criaeHaduioM y 11031 50 Mr y 370poBUX J00POBOJIBIIB NPU3BOAMB IO
TTIBUIIIEHHS TJIA3MOBUX KOHIICHTpaIlii cuiaeHad iy Ha 56 %.

I'peiindpyrosuii cik € cnabkuM iHridiropom CYP3A4 y CTiHII KUIIEUHUKY 1 MOXKE CIPUYMHHUTH TIOMipHE
MIZIBUIIEHHS PIBHIB cuiieHadily y miia3mi KpoBi.

OnHOKpaTHE 3aCTOCYBaHHSI aHTALMIHUX 3aCO0IB (MAarHito TiAPOKCHIY/aTIOMIHIIO TIIPOKCHY) HE BIUIMBAIO
Ha 010JJ0CTYIHICTh CHIIeHALTY.




Xoua JOCTiPKeHb crienrpigHO] B3aeMOJIii 3 yciMa JIKQpCHbKUMH 3aC00aMM HE MPOBOIIIH, 32 JTaHUMH
MOMYJALIIHHOTO (hapMaKOKIHETHYHOTO aHali3y (hapMaKOKIHETHKa CHIeHA(LTY HE 3MIHIOBAIACs MpU HOTO
OJTHOYACHOMY 3aCTOCYBaHHI 3 JIKApCBKMMH 3aco0amH, 10 Hanexarb 1o rpymu iHridiropis CYP2C9
(tronOyramin, BapdapuH, ¢enitoin), rpynu iHriditopis CYP2D6 (Takwx sIK CelEeKTHBHI IHTIOITOpH
3BOPOTHOTO 3aXOIIEHHS CEPOTOHIHY, TPUIMKIIIYHI aHTUACTIPECAHTH ), TPYITH TIa3HIHUX Ta TIa3UAOTOMIOHIX
JIypeTUKIB, TETIFOBHX Ta Kaii30epiraloumx JiypeTHKiB, IHTIOITOpPIB aHrIOTEH3WHIICPETBOPIOBAIBHOTO
(epMEHTY, aHTAroHICTIB KaJBI[I0, AHTATOHICTIB OETa-aPEHOPEIENITOPIB a00 IHIYKTOPIB METaboIi3My
CYP450 (taxux sk prdamriiuH, 6apoiryparn).

Y Xomi JOCHiIKEHHS 3 Y4YacTIO 3J0POBUX JOOPOBOJIBIIIB-YOJIOBIKIB OJIHOYACHE 3aCTOCYBAHHS
aHTaroHicra eHjaoTeniHy OoceHrany (momipauii iHAYKTOp CYP3A4, CYP2C9 T1a, moxnmBoO,
CYP2C19) y piBHOBaXXHOMY CTaHi Ta cuiieHadily y piBHOBaKHOMY CTaHI IPU3BOJIHIIO JI0 3HIKEHHS
AUC Ta Cmax cunnenadiny. ToMy ogHOYacHE 3aCTOCYBaHHS TaKUX MOTYXHUX 1HAYKTOpiB CYP3 A4 sk
pudamnia MOXe MPU3BOJAUTH 0 OUIbII BUPAKEHOTO 3HIKEHHS KOHLEHTpALll cuiieHaduly y mia3mi
KpOBI.

Hixopanaun siisie coboro ribpuj; akTUBaTopa KajblliEBUX KaHAJIB Ta HiTpary. HiTpaTHuil KOMIIOHEHT
3YMOBJIFOE MOKJIMBICTh MOTO CEPHO3HOT B3a€EMO/IIT 3 CHITAICHA(DLIOM.

Bnaue cunoenaghiny na inwi nikapcoki 3acoou.

Jocmipkenns in vitro. Cunaenadin — cnadkwuii iHTioiTOp 30dopM 1A2, 2C9, 2C19, 2D6, 2E1 Ta 3A4
muroxpomy P450 (IKsp > 150 mxmoub). OCKUTBKM TIKOBI I1a3MOBI KOHIIEHTpAIlil cuiiaeHadiny
JOPIBHIOIOTh MpUONM3HO | MKMONb, BIUIMB THperapary Ha KIIpeHC CYOCTpaTiB ILHMX 130()epMEHTIB
MaJIONMOBIPHUIL.

BincyrHi gaHi moa0 B3aemonii cuiieHaduly Ta TaKuX Hecnenu(IdHUX 1HTIOITOpiB (ocdoiecTepasu sk
Teo(UTIH Ta JUITIPUIAMO.

Jdocmipkennsa in_ Vvivo. Ockimbke BiZoMo, M0 CwiaeHadul Mae BIUIMB Ha METa0OMi3M  OKCHIY
a30Ty/IIUKIIIYHOTO TyaHo3uHMOHO(Mochary (il MD), Oymo BCTaHOBJIEHO, IO IIEH MperapaT MOTEHIIIE
TIMOTEH3UBHY IO HITPATiB, TOMY HOTO OJHOYACHE 3aCTOCYBaHHS 3 JOHOPaMH OKCHUIY a30Ty abo 3
HiTpaTtamu y Oynb-sKiid ¢popMi mpoTuriokazane (auB. po3ait «IIpoTumnokazanas).

Pionuryar. JIokmiHIYHI DOCTDKEHHS MPOJACMOHCTPYBAIM ATUTUBHHUMA CUCTEMHUN €(PEKT 3HUKEHHS
apTepiaJbHOTO THUCKY MPH OJHOYACHOMY 3actocyBaHHI iHTiOiTOpiB DJIES 3 piomuryarom. Kniniuni
JOCIIJKEHHST TIPOJIEMOHCTPYBAIM, IO PIONUTYaT MOCUJIIOE TIMOTEH3UBHY Ait0 iHriditopie ®JIES. ¥V
TMAaIE€HTIB, K1 Opaiu y4acTh y JOCIIKEHHI, HE CITIOCTEPIrajgocs MO3UTUBHOTO KIIIHIYHOTO € eKTY BiJ
OJIHOYACHOTO 3acTocyBaHHs iHTiOITOpiB DJES 3 piomuryatom. [IpoTumnoka3zane oaHOYacHE
3acTocyBaHHs pionuryary 3 iurioitopamu DJIE5 (y tomy umcni cuiamenadinmom) (IuB. po3min
«[IpoTunokazanus).

OpnHovacHe 3acTocyBaHHsI cuiieHadury Ta OMoKaTopiB anb(a-aapeHOPEHENTOPIB MOXKE MPHU3BECTH JI0
PO3BUTKY CUMIITOMATUYHO1 TIMOTEH311 y ISIKUX CXUJIBHUX JI0 ILOTO Malli€HTIB. Taka peakxiiis HaiyacTimie
BUHUKAJA IPOTAroM 4 TOJMH MIcTsl 3acToCyBaHHs cuinaeHadity (muB. po3nimm «Crocid 3acToCyBaHHS Ta
n03m» Ta «OcoOIMBOCTI 3acTOCYBaHHs»). [Ipu 0JHOYACHOMY 3aCTOCYBaHHI CHIIIcHA(LTY Ta JJOKCA303UHY Y
MaIfieHTiB, CcTadlIi3amis CTaHy SKHX Oyjla JOCATHyTa WIpH 3aCTOCYBaHHI JIOKCA303HMHY, 1HOJI
MOBIIOMJISUIOCS. TPO PO3BHTOK CHMITOMATHYHOI OPTOCTATUYHOI TIMOTEH3ii. Y IMX MOBIIOMIICHHSX
HIIUTOCS TIPO BUIAJIKH 3aIIAaMOPOYCHHS Ta CTaH Tepe/l HEMPUTOMHICTIO, ajie 0e3 CHHKOIIE.

He crniocrepiranocst sk0JHAX 3HAYYIIUX B3AEMOZIH TP 0JHOYACHOMY 3acTocyBaHHi cumaeHadiny (50 mr) i
Tondyraminy (250 mr) ado Bapdapuny (40 mr), o meradosnizyrotses CYP2C9.

Cunpenadin (50 Mr) He HPHU3BOMB JIO TOJOBXKEHHS Yacy KpOBOTEUl, CIIPUYMHEHOI 3aCTOCYBaHHIM
areTuiIcaTnuIoBoi KucaoTH (150 mr).

Cunpenadin (50 Mr) He HOTEHILIOBaB TIOTEH3HUBHY JIif0 AJIKOTOIO 3/J0POBHUX JI0OPOBOJIBLIB MPU CEPEHIX
MaKCUMaJIbHUX PIBHAX €TaHOJIy B KpoBi 80 Mr/maj.

V narieHTiB, 5K 32CTOCOBYBAIIM CHIJIZIEHA(LI, HE CIIOCTEPIrayiocst %KOMHUX BIAMIHHOCTEH MPOQLUII0 MOOITYHIX
edeKkTiB MOpIBHAHO 3 IMJanebo NpU OJHOYACHOMY 3aCTOCYBaHHI TaKUX KJIAaciB TIMOTEH3MBHUX
JIKapCbKUX 3aco0IB K JypeTHKH, Oyokatopu Oera-anpeHoperentopis, iHrioiropu AIID, axraronictu
aHrioreHsuny ||, aHTUTrinepTeH3MBHI JIKApChKi 3acO0M (CyAMHOPO3LIMPIOBATBHI Ta LEHTPAIBHOI ii),
O70KaTopu aApEeHEepriyHuX HEHUpOHIB, OJIOKATOpH KaJIbL€BUX KaHaIiB Ta OJOKaTtopu aibda-
aJIPEHOPELIENTOPIB.

Cunnenagin y no3i 100 Mr He BruMBaB Ha (hapMakOKiHETHYHI MOKa3HUKH 1HTiOITOpiB BlJI-poTeasu,
CakBIHaBipy Ta pUTOHaBIpPY, fAKi € cyocTparamu CYP3A4.




VY 310poBHX JOOPOBOJBIIB YOJIOBIUOi CTaTi 3acTOCyBaHHS cuwineHadily y pIBHOBaXHOMY CTaHi
npusBoauio 10 minsuiieHHss AUC ta Cmax O0ceHTany.

Ocobnueocmi 3acmocyanns.

Jlo mouaTky Teparmii ciig 310paTi MEIUYHHUI aHAMHE3 TAI[lEHTa Ta MPOBECTH (Di3MKATbHE 00CTEKEHHS
JUTSL TIarHOCTHKH €PeKTHIIbHOT TMCYHKIIT Ta BU3HAUCHHS i MOKJIMBUX MPUYUH.

Daxmopu puzuxy cepyeso-cyOuHHUX 3ax6o0ptoganb. OCKUIBKHA CTAaTeBa aKTHBHICTH CYIPOBOKYETHCS
MEBHUM PU3HUKOM 3 OOKY cepls, JI0 MOYaTKy Oyab-sKOTO JIKYBaHHS €peKTHJIBHOT AMCHYHKIIT JiKap
Ma€  OLIHUTH  CTaH  CEpUEBO-CyIMHHOI  cuctemu  mamieHta.  CunneHadin — YMHHTH
CYAMHOPO3MIMPIOBATBHY [0, IO TPOSBISETHCS JIETKAM Ta KOPOTKOYACHUM  3HIKECHHSIM
apTepiabHOTO THCKY (muB. po3ain «PapmakoauHaMmikay). Jlo mpu3HadeHHs cuiiaeHadity jikap Mae
PETCILHO 3BAXKHUTH, YW MOXE TaKuid €PEKT HECIPUSTIMBO BIUIMBATH Ha TMAIIEHTIB 13 TMEBHUMH
OCHOBHHMH 3aXBOPIOBAaHHSMH, OCOOJMBO Yy KOMOIHAIil 31 CTaTeBOIO aKTHUBHICTIO. /[0 MallieHTIB 13
MIJBUIIEHOI0 YYTIIMBICTIO IO Ba30JUJIaTaTOPIB HAJIEKATh MAIIEHTH 3 OOCTPYKIIIEI0 BUBITHOTO TPAKTY
JIBOTO IIIyHOYKa (HANpUKIaJ CTEHO3 aopTH, rimeprpodiuHa OOCTpyKTHBHaA Kapjaiomiomnaris) abo
MAlIEHTH 3 PIAKICHUM CHHJIPOMOM MYJIBTUCUCTEMHOI aTpodii, OJHUM 13 MpPOSIBIB KO € TSDKKE
MOPYILEHHS PEryssiii apTeplaibHOr0 TUCKY 3 OOKY BEre TaTUBHOT HEPBOBOI CUCTEMH.

Cunnenadin NOTEHUIIOE TIOTEH3UBHUMN e(eKT HITpaTiB (AuB. po3ail «IIpoTunokazanus»).

Y nocTMapKeTHHIOBOMY IMepioJl MOBILAOMIISUIOCS HpO TsKKI MOOIYH1 peakiuii 3 OOKy cepleBo-
CYIMHHOI CHCTEMH, BKJIIOYaloud 1H(MapKT Miokapaa, HecTtabuibHy cTeHokapaiio, PCC (pamnroBy
CepLEBY CMEPTh), IUTYHOUKOBY apUTMil0, 1IepeOPOBACKYISPHI KPOBOBUIMBY, TPAH3UTOPHY IIEMIYHY
aTaky, apTepiajpbHy TINEPTEH31l0 Ta apTepiajibHy TIMNOTEeH3il0, fAKI 3a dYacoM 30iramucs 13
3aCTOCYBaHHSAM cuijeHaduly. Y OUIBIIOCTI MAaII€HTIB, aje HE Y BCiX, ICHYBaJu (PAKTOPU PUBHKY
CepLEBO-CYAMHHUX 3aXBOPIOBaHb. baraTo Takux MoOIYHMX peakuii crocTepirajocs Ml 4yac abo
0/Ipasy IICJsl CTaTeBOTO aKTYy, 1 JIWIIE KUTbKa TPAMUIOCS HEBIOB31 MICHISI 3aCTOCYBAaHHS Ipemnapary 0e3
CTaTeBoi aKTUBHOCTI. TOMy HEMOXIMBO BHU3HAYUTH, YW TMOB'SI3aHUN PO3BUTOK TaKUX MOOIYHHX
peaxiriii 6e3nocepeHbo 3 (PaKTOpaMu PU3HKY, YU iX PO3BUTOK 3YMOBJICHUH IHIIMMH YHHHUKAMHU.
Ilpianizm. 3acobu i JiKyBaHHS €PEKTWJIBbHOI AMCQYHKINI, y TOMYy 4YMCIi ¥ cuigeHadin, cimif
MpU3HAYaTh 3 OOEPEeKHICTIO TMaIlieHTaM 3 aHaTOMIYHUMH JAedopMallisiMd TeHica (TaKUMH SK
aHTYISAIIS, KaBepHO3HUH (HiOpo3 abo xBopoOa Ileiiponi), abo marieHTam 31 CTaHaMH, IO CHPHSIOTH
PO3BUTKY IpiarizmMy (TaKMMHU K CEpIIONo iI0HOKIITUHHA aHEeMisl, MHO)KHHHA MieioMa abo JIerKeMis).
[Ticns BuXoay mpenapaty Ha PUHOK MOBIIOMIISIOCS PO BUMAAKH MOJOBXKEHOI epeKIlii Ta mpianizmy.
Sxmo epekiisi TpuBae OUThII HDK 4 TOMWHMU, MAIIEHTaM CJiJ HEraifHO 3BEPHYTHCS 33 MEIUYHOIO
JOTIOMOT010. Y pa3i BIACYTHOCTI HETAaWHOTO JIIKYBaHHSI Mpiali3M MOE MPHU3BECTU J0 MOIITKOHKCHHS
TKaHUH TIeHIca Ta JI0 CTIMKO1 BTpaTH MOTEHIIII.

Oonouache 3acmocysanns 3 iHwumu ineioimopamu @HES abo inwumu npenapamamu Oas AiKy8aHHs
epexmunbHoi oucyukyii. besneka Ta e(eKTUBHICTH OJHOYACHOTO 3aCTOCYBaHHS cCHiAeHA(ily 3
iHmmMH iHridiropamu OJIES abo iHmKMMU penapaTaMu JUIs JTIKyBaHHS TiepTeH3ii IereHeBoi aprepii,
Kl MicTaTh cuiaeHadin (Hampukian Pesanumo), abo 3 IHIIMMH TpemapaTamu JUlsl JIIKyBaHHS
epeKTUIILHOT TUCHYHKI[IT HE BUBYAIIUCS, TOMY 3aCTOCYBaHHS TaKMX KOMOIHAIIIl HE peKOMEHIOBaHE.
Bnnueé na 3ip. CioHTaHH1 MOBIJOMIICHHS PO BUHUKHEHHS Je(EeKTIB 30py HAAXOJWIH acoIliii0BaHO 13
3acTocyBaHHsAM cuijeHadury Ta iHmux iHriditopis ®JIES (auB. po3min «llobiuni peakiii»). IIpo
BUIIQJIKM HeapTepiaabHOI MepeHboi ileMiuHo1 HelpornaTii 30poBOro HepBa, 110 € PIIKICHUM CTaHOM,
HAJXOJUJIM CIIOHTAaHH1 OBIIOMJICHHS Ta MOBIIOMIISIIOCS Y HATJISIIOBOMY JOCHIKEHH1 acoIiif0BaHO 13
3acTOCyBaHHSAM cuijeHadiry Ta iHmux iHrioitopis @JIES (mauB. pozain «I[lobGiuHi peaxiiin).
[NamieHTIB CNiJ MOMEPEIUTH, IO Y pa3i panTOBOTO MOPYILIEHHS 30py 3aCTOCOBYBAHHS MpenapaTy CJif
MPUIMHUTY Ta HETAHO 3BEpHYTUCA J0 JiKaps (IuB. po3ain «[IpoTunoka3zaHHs»).

Oonouacne 3acmocysanns 3 pumonagipom. OHOYACHE 3aCTOCYBaHHS CUJIeHA(UTy Ta pUTOHABIPY He
peKoMeHAyeTbes (IuB. po3ainl «B3aemomnis 3 IHIIMMH JIIKAPCHKUMHU 3aco0amMu Ta 1HINI BHIU
B3aEMOJIINY).

Oonouacne 3acmocyeanus 3 Oaokamopamu a-aopernopeyenmopig. IlarieHTaMm, SKi 3aCTOCOBYIOTbH
ONOKaTOpH 0-aJPEHOPELENTOPIB, 3aCTOCOBYBATH CHIIACHA(LT CIiT 3 OOEPek HICTIO, OCKUIBKM Taka
KOMOIHAIIisl MOK€e MPU3BECTHU 0 CUMIITOMATUYHOI TIMOTEH31i Y JSSIKUX CXUIBHHUX JI0 IIbOTO TMAIIEHTIB.
CuMrnromMaTHyHa TIMOTEH31sI 3a3BUYail BUHUKAE MPOTIToM 4 TOJWH MICHsS 3aCTOCYBaHHS cuiaeHadiy.
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3 MeTor0 MiHIMi3aIlii MOXJIMBOTO PO3BUTKY MOCTYpalbHOI TIMOTEH31T Y Malli€HTIB, SKi 3aCTOCOBYIOThH
OJIoKaTOpu 0-aJPEHOPENEeNnTOPiB, X CTaH MOTPIOHO CTAaOLTI3yBaTH 3a JOMOMOTOIO OJIOKATOPIB -
aJIpEHOPEIENTOPIB J0 MOYATKy 3aCTOCOBYBaHHs criiaeHadiry. Takox ciif po3rIsIHYTH MOXKJIHUBICTb
3aCTOCYBaHHS IMOYATKOBOI A03H 25 Mr (auB. po3ain «Croci0 3acTocyBaHHs Ta 103w»). KpiM Toro, i
poiH(OPMYBATH MAIIEHTIB, K IISTH y pa3i MOSIBU CHMIITOMIB TIOCTYPAJIBHOT MIIOTEH3I1.

Bnaue ma xposomeui. JlocnimpkeHHS TPOMOOIMTIB JEOJUHM TPOAEMOHCTPYBAIM, M0 IN Vitro
cunaeHad LT MOTEHII0e aHTHArperaniiHi egexTn Harpiro Hirpornpycuny. Hemae sxomnoi iHdopmarii
moao0 Oe3neKku 3acTOCyBaHHS cuineHadily mamieHTaMH i3 TOPYIIEHHSMH 3TOpTaHHS KpoBi abo
TOCTPOIO TENTHYHOI0 BUPa3Kowo. TakuM YMHOM, 3aCTOCYBaHHS CHJIeHA(iTy MalieHTaM Ii€ei rpymu
MO>KJIMBE JIHIIE TICTS PeTeIbHOT OI[IHKY CITIBBITHOIIICHHS KOPUCTI Ta PH3UKIB.

[Ticns 3actocyBanHa 103u 100 Mr 310poBHMHU JTOOPOBOJIBLISIMH HE CIOCTEpPIrajiocs BIUIMBY Ha
MopoJtoriro a0 pyxoMicTh ciepMaTo30iaiB (AUB. po3ain «PapMakoAUHAMIKAY).

Bmpama cnyxy. Jlikapsam ciig mopaauTd TaIlleHTaM TMPUIMHUTUA 3acToCyBaHHsS iHTiO1ITOpiB DJIES,
BKJIFOYaroun Tpenapar [loTeHmiane, Ta HeraiHO 3BEpHYTHCS 32 MEIUYHOIO JIOTIOMOTOI0 y pasi
panToBOrO 3HWKEHHS Y BTpaTH ciyxy. [Ipo 1i siBUIIa, siKi TaK0X MOXYTh CYIPOBOJDKYBATHCS
J3BOHOM Yy ByXax Ta 3allaMOPOYCHHSM, IMOBIIOMIISUIOCS 3 acoOIlialliel0 y Yaci 13 3aCTOCYBaHHSAM
iHriditopis ®JIES, Brumouatoun cuigeHadul. BusHaunty, noB’s3aHi 1l gBHILA O€3MOCEPEIHBO 13
3acrocyBaHHsAM 1HT101TOpiB ®JIES um 3 iHIIMMHU (hakTOpaMu, HEMOKIIHBO.

Oonouacne 3acmocyeanusi i3 ecinomeHzugHumu npenapamamu. CungeHadin YHHATH CHCTEMHY
CYIUHOPO3IINPIOBAIIbHY JIiF0 Ta MOXKE B MOJIANbIIOMY 3HHKYBATH apTepiadbHUI THCK y MAallI€HTIB, K1
3aCTOCOBYIOTh TIMOTEH3MBHI JIKapchki 3acobu. B okpeMoMy [OCHIIKEHH1 JIKapchbKol B3aeMOIii
OJIHOYaCHE 3acTocyBaHHS amuogumniny (5 mr ado 10 mr) ta cungenadiny (100 Mr) mepopaibHO
CIIOCTEPIraocsi CEPEeTHE TOJATKOBE 3HIDKEHHS CUCTOJIIYHOTO THCKY Ha 8 MM PT. CT. Ta JiaCTOJIYHOTO
—Ha 7 MM pT. CT.

3axeoprosanns, wo nepeoaomvcs cmamesum wiiaxoM. 3aCTOCYBaHHS Ipernapary He 3axXuIlae Bij
3aXBOPIOBaHb, IO TEPENAIOTHCS CTaTeBUM MNUIAXoM. Ciig MpOIHCTPYKTYBaTH TAIlI€EHTIB IIOJIO
HEOOXITHUX 3aMO0DKHUX 3aXO0/IB [T 3aXUCTY BiJl 3aXBOPIOBAaHb, 110 MEPEIAIOTHCS CTATEBUM IILISIXOM,
BKJIFOYAIOYH BIpyC IMYHOEDIUTY JIFOAUHH.

3acmocyeanna y nepioo eazimuocmi abo 200y8anHs pyoor.
[IpenapaT He npU3HAYECHUI U1 3aCTOCYBAHHS KIHKaM.

30amuicmo enaueamu HA WEUOKICMb peakuii npu KepyBanHi asmompanHcnopmom avo iHwumu
Mexanizmamu.

JlocnmipkeHb BIUTMBY IIpernapary Ha 3[aTHICTh KEPyBaTH TPAHCHOPTHUMH 3acO0aMH Ta MPAaIIOBATH 3
THIITUMU MEXaHI3MaMH HE TIPOBOTUIIH.

OCKUTbKM Yy XOJI KIIHIYHUX JOCHIDKEHb 3aCTOCYBaHHS CUIACHA(LTy MOBIAOMIISIIOCA MPO BUIMAIKH
3aMaMoOpOYEeHHsI Ta MOPYIICHHS 3 OOKy OpraHiB 30py, Iepeq TUM K CiJaTh 3a KePMO TPAHCIIOPTHOTO
3aco0y abo mpalroBaTu 3 MeXaHi3MaMH, TMallieHTaM HeoOXiTHO 3 SICyBaTH, SIKOIO € IXHS 1HIUBigyaibHa
peaxiiis Ha 3aCTOCYBaHHS Mpernapary.

Cnocio6 3acmocysanns ma 0o3u.

I[penapar 3acTOCOBYBaTH IEPOPATHHO.

opocni. PexomenioBaHa J103a npernapary cTaHOBUTh 50 MT, 3aCTOCOBYBATH y pa3i HEOOXITHOCTI MPUOIU3HO
3a 1 rofuHy 10 CTaTeBOi aKTUBHOCTI. 3aJI€KHO Bijl €PEKTUBHOCTI Ta IEPEHOCUMOCTI Mpernapary 103y MO>KHa
30ubmuTH 0 100 Mr abo 3HM3UTH A0 25 Mr*. MakcuMaibHa peKOMEHJOBaHa 1032 CTaHOBUTH 100 Mr.
YacroTa 3acTOCYBaHHS MAaKCMMAJIbHO PEKOMEHJIOBAHOI JIO3M Mpernapary CTaHOBUTH 1 pa3 Ha n00y. Ilpu
3aCTOCYBaHH1 Mpernapary il 4ac IpuioMy DKi Jisl mpernapaTy MOKe HacTaBaTH Mi3HIlIe, HDK IpH Horo
3aCTOCYBaHH1 HaTIIE.

Tayienmu nimmuvoeo 6ixy. HeoOXiIHICTh Y KOPEKIIii T03U MaIlieHTaM JIITHOTO BIKY (> 65 pOKiB) BIICYTHSI.
Tayicnmu i3 Hupkoeoilo Hedocmammuicmio. llalieHTamM 13 HHPKOBOIO HEJOCTAaTHICTIO JIETKOTO Ta
MOMIPHOTO CTYHEHs TSKKOCTI (KiipeHc KpearuHiny 30-80 MIiI/XB) pekOMEHJIOBaHa J103a Ipenapary €
AHAJIOTTYHOIO /1031, BKa3aHii BHIIe y po3aii «lopociix.



OCKUIBKH y TAILIEHTIB 3 HUPKOBOIO HEJOCTATHICTIO TSHKKOTO CTyreHs (KimipeHc kpeatuHiHy < 30 mul/xB)
KITipeHC criaeHadLTy 3HIKEHUH, 1T PO3TIISTHYTH MOJKITUBICTh 3aCTOCYBaHHS JI03H Ipemapaty 25 mr*.
3anexxHo BiJl eheKTUBHOCTI Ta MIEPEHOCUMOCTI Ipenapary 103y MokHa 30utbmmTe 10 50 mr ta 100 mr.
Tayicnmu 3 neuinkogoro Heoocmamuicmio. OCKUTBKY y TIAIIEHTIB 13 IEYIHKOBOIO HEOCTATHICTIO (HAITPUKIIA]
IIUPO30M) KITipeHC cuiieHaduTy 3HMKEHUH, pEeKOMEHJO0BaHA J03a IMpermapaTy CTaHOBHTH 25 Mr¥*.
3anexHo BiJ €(peKTUBHOCTI Ta MEPEHOCHMOCTI Ipenapary 103y MoxkHa 30utbuTH 10 S0 mr ta 100 mr.
THayienmu, sxi 3acmocogyloms iHwi JIKAPCoKi 3acoOu. SIKIMO TAIi€HTH OJHOYACHO 33aCTOCOBYIOTH
iariditopy CYP3A4 (muB. posnut «B3aemomis 3 IHIIMMH JIKAPCHKAMU 3aco0aMu Ta IHIIN BUIH
B3aEMOJIII»), CIIJ PO3TISHYTH MOMJIHMBICTH 3aCTOCYBaHHS MOYATKOBOI J03HM 25 Mr* (3a BHHITKOM
PUTOHABIPY, 3aCTOCYBaHHS SKOTO OJHOYACHO 13 CHJIEHA(pIOM HE PEKOMEHAYETHCS, ITUB. PO3ILT
«Oco0IMBOCTI 3aCTOCYBaHHS»).

3 MeTOr0 MiHIMIi3aIlii MOXJIMBOTO PO3BUTKY MOCTYPalbHOI TIMOTEH311 Y Mali€HTIB, SKi 3aCTOCOBYIOThH
OJIOKaTOpH 0-aJPEHOPEIENTOPIB, iX CTaH MOTPIOHO CTAaOLTI3yBaTH 3a JIOMOMOTOI0 OJOKATOPIB O-
aJPEHOPEIENTOPIB JI0 MOYATKY 3aCTOCOBYBaHHS cuiieHadury. Takox CIiJ pO3IJISTHYTH MOKJIUBICTh
3aCTOCYBaHHS MOYATKOBOI 403U 25 Mr* (muB. po3ain «OcobauBOCTI 3acTOCyBaHHI» Ta «B3aemonisa 3
IHIIMMH JIIKApChbKUMH 3ac00aMU Ta 1HII1 BUAM B3AEMO/III»).

* Ilpu mpu3HaueHH1 cuigeHaduly y 1031 25 MI 3aCTOCOBYBATH IpenapaT y BIANOBIIHOMY J03yBaHHI
abo siKkapchKiid Gpopmi.

Himu.

[IpenapaT He nmoka3aHuii 10 3aCTOCYBaHHS 0co0aM BIKOM 10 18 pokiB.

Ilepeoo3ysanns.

VY xo1 KIHIYHUX JOCIKEHHSX 3 Y4acTIO0 JOOPOBOJIBIIIB Mif] Yac 3aCTOCYBAHHS Pa30BOi 103U cuiieHadiTy
no 800 mr moOivHi peakiii Oyau MOMIOHUMH JO THX, IO CIHOCTEPIraiMCs TPH 3aCTOCYBaHHI
cuineHaguIy y HIKYMX J03aX, ajieé BUHUKAJIM 4YacTime Ta OylIM TSOKYAMH. 3aCTOCOBYBaHHS
cuaeHadury y 1031 200 Mr He TPU3BOAWIO J0 MIIBUINECHHS €(PEKTUBHOCTI, ajie COPUYMHSIO 3POCTaHHS
KUTbKOCT1 BUMNAAKIB PO3BUTKY MOOIYHMX peakiiii (TOJOBHOTO OO0, TNMPHUIUIMBIB, 3allaMOPOYCHHS,
JUCTIETICIT, 3aKJIaJICHOCTI HOCA, TIOPYIIEHB 3 OOKY OpTraHiB 30PY).

VY Bumaaky mnepeno3yBaHHS TPU HEOOXITHOCTI CJiJ BAATHCS JO 3BHYAWHHUX MIATPUMYIOUHMX 3aXOJIIB.
[TpumBuAmIeHHs KIIpeHCY cuiiieHadUTy Mpy TeMoialli3zi MaJOMMOBIpHE BHACTIIOK BUCOKOTO CTYIICHS
3B'I3yBaHHSI ITperapary 3 OUIKaMu TU1a3MH1 KPOBI Ta BIICYTHOCTI elliMiHAIT criieHadiTy 13 ceuero.

Ilo6iuni peakuii.

Inghexyitini ma inea3u6Hi 3axX60pIO6AHHS: PUHIT.

3 60Ky imyHHOI cucmemu: TIIEPUYYTIUBICTb.

3 60Ky Hepsosoi cucmemu. TOJOBHHMHA Oilb, 3amamMOpOYCHHS, COHJIMBICTh, TillecTe3is, IHCYJbT,
TpaH3UTOpHA IMIEeMiYHa araka, CYAOMU™, peuuauBH CyAOM™*, CHHKOIE, aTakcisi, HEeBpaTii,
HeWpomarisi, mapecresis, TPEMOp, BEpTUTO, JeNpecis, OS3COHHS, aHOMabHI CHOBUIIHHS, 3HIKCHHS
pedaekcis.

3 60Ky opeanie 30py: NOPYIIEHHS COPUHHATTS KOJIBOPY™ ™, po3naau 30py, 3aTbMapeHHs 30py, po3Iaau
CIIbO30BUIUTEHHA*** O11b B ouax, (oTodobis, doromcis, rimepemis ouel, SCKPaBICTh 30Dy,
KOH IOHKTHUBIT, HeapTepialibHa Mepe[Hs IIeMiuHa Helpomaris 30pOBOT0 HepBa™®, OKIIO3is CyIUH
CITKIBKM®, pPETHHAJbHUI KPOBOBWJIMB, AapTEPIOCKIEPOTHYHA PETUHOMNATIs, MOPYHUIEHHA 3 OOKY
CITKIBKH, TJayKoMa, Je(eKTu Mo 30py, AUIUIONIS, 3HMKEHHS TOCTPOTH 30Dy, MIOIis, acTeHOII,
IUIaBalOYl TOMYTHIHHS CKJIMCTOrO TUIa, MOPYIHIEHHS 3 OOKYy paiyxHOi 000JOHKH, Miapia3, MmosiBa
CSIIOUYMX KPYTIB HABKOJIO JUKepena CBiTiIa (rajo) y Moji 30py, HaOpsK odel, NMPUIYXJICTh OYeH,
MOpYIIeHHs 3 OOKY OYei, rinepeMis KOH IOHKTHUBH, MOJPAa3HEHHS O4el, aHOMaJIbHI BIIYYTTS B OYax,
HaOpsIK MOBIK, 3HEOAPBIEHHS CKIIEPH.

3 6oky opeanis cyxy ma eecmubynapHo2o anapamy. 3a1aMOpPOYEHHSs, 13BIH Y ByXaX, IIIyX0Ta.

3 6oxy cepyeso-cyounHoi cucmemu: Taxikapmis, mocwieHe cepueoburts, PCC (pamtoBa cepiieBa
cMepTh)*, 1H(apKkT MiokapJa, NUTYHOUYKOBa apuTMmis®, ¢iOpwsnis mnepencepab, HecTaOUIbHA
CTEHOKap[isi, MPUIUIMBH, NPUIUIMBU >Kapy, TilepTeHsisd, TiMoTeH3is, cTeHokapaisi, AV-0iokana,
MIrpeHb, MOCTypajbHa TIMOTEH3is, lemis Miokapja, TpoMO03 CyAHWH TOJIOBHOIO MO3KY, pamnToBa
3yMHMHKa cepls, nopymeHHs pe3ynbratiB Ha EKT, kapaiomionaris.



3 60Ky ouxanvHoi cucmemu, opeanie epyoOHOi KAimKU ma cepeoocminHa: 3aKIaAeHICTh HOCa, HOCOBA
KpPOBOTEYA, 3aKJIa/ICHICTh MPUAATKOBUX IMa3yX HOCA, BIUYTTS CTUCHEHHS Yy TOpJi, HAOpSK CIM30BOi
000JIOHKH HOCA, CYXICTh Y HOCI, OpOHXialnbHA acTMa, JUCITHOE, JIAPHUHTIT, PapUHTIT, CHHYCHUT, OPOHXIT,
MOCUJICHE CIIMHOBUIUICHHS, TOCUJICHHS KaIILTIO.

3 00Ky WIYHKOBO-KUWKOB8020 mpakmy: HyIOTa, IUCIENCis, ractpoezodarcaibHa pedIrrokcHa
XBOpoOa, OyitoBaHHS, OUTh Y BEpXHIN YaCTUHI )KMBOTA, CYXIiCTh Y POTi, TilleCTe3isl pOTOBOT MOPOKHUHH,
TJIOCHUT, KOJIIT, Aucdaris, racTpuT, racTPOSHTEPHUT, €30(Qarir, CTOMATUT, MOPYIIECHHS pPe3yJbTaTiB
MEYiHKOBUX P00, peKTanbHa KPOBOTEYA, T1HTIBIT.

3 6oky wkipu ma niOwKipHux mKanux: BUCUMAHHSA, cuHIpoM CriBeHca-/[)KOHCOHA™, TOKCHYHUI
eniiepMaIbHAN HEKPOJIi3*, KpONUB’THKA, TepIiec, CBepOK, MITIUBICTh, BUPA3KU IIKIPH, KOHTAKTHHHA
JCpPMaTHUT, CKCPOTIAaTHBHUHN JICPMATHT.

3 6oky ckenemno-m 51306801 ma cnoayyHoi mKaHuHy: Mianris, OiTb y KiHI[IBKaX, apTpHUT, apTPO3, PO3PUB
CYXO0 WIS, TEHOCUHOBIT, OUTh y KICTKaX, MIaCTEH1s, CHHOBIT.

3 00Ky HUpOK ma Ce4oB8UBIOHUX WIAXIG: TEeMaTypis, IUCTUT, HIKTYypisd, MIiJBUIIEHA YacTOTa
CEYOBMITYCKaHb, HETPUMAHHS CEYi.

3 oboxy cmamesux opeamié ma MOJNOYHUX 3an03. KPOBOTEUa 31 CTATEBOTO WIEHa, NpiamizmM*,
reMaTtocnepmis, MoJ0BKeHa epeKis, 30UTbIICHHS] MOJOYHUX 3aJ103, MOPYILIEHHS eAKYIALil, HaOpsK
CTaTE€BHX OpPraHiB, aHOPra3Mis.

3 60Ky Kposi ma nimgpamuyHoi cucmemu. aHeMisl, JICUKOTICHIS.

3 60Ky 00MiHy peuosunH ma XapuyeawHs: CIpara, HaOpsK, TMojaarpa, HeCTaOUTbHUUN (JIaOUTHhHUI)
LyKpoBUi  niaber, rimepriikemis, nepudepuuHi HaOpsSKH, TiIEpypUKEMIs, TIMOTIIKeMis,
rinepHaTpieMis.

3acanvHi posnaou ma nopywieHus y micyi 66edeHHs: OUIb y TPyIsAX, MiIBUIIEHA BTOMIIIOBAHICTb,
BITUYTTS »Kapy, MNOJpa3HEHHS, HaOpsAK oOnuyusi, peakiuii (OTOUYYTIMBOCTI, IIOK, acTeHis, OUIb,
panToBe MajiHHs, OUTh Y )KMBOTI, BUTIAJKOBI TPAaBMHU.

Cneyughiuni 6iouymms: panToBe 3HWKEHHS YM BTpaTa CiIyXy, OUTb y ByXax, KPOBOBWJIHB Yy OKO,
KaTapakTa, CyXiCTh B O4ax.

Obcmedicenns. MIBUIINEHA YaCTOTA CEPIIEBUX CKOPOYCHb.

* TToB1IOMJISITIOCS JIMIIIE TI1 Yac JOCIIHKEHHS IMICIs BUXOAY MperapaTy Ha pUHOK.

** [TopymieHHsT CIPUHHATTS KOJIBOPY: XJIOPOTICisA, XpOMATOIICIs, IIaHOTICIS, EPUTPOIICIS, KCAHTOTICI.
*** [TopymieHHsT CIbO30BHAUICHHS: CYXICTh B O4YaX, MOPYIICHHS CIbO30BUIUICHHS Ta ITiIBUIICHHS
CIIbO30BU/ILICHHS.

JloCBiz 3aCTOCYBAHHS IMIC/Is BUXOJIy HA PUHOK.

Cepyeso-cyounni ma yepebposackyiapHi asuwa. [10BiqOMIAIOCS TpO CEpHo3HI cepueBO-CyIUHHI,
nepeOpoBacKylIsipHI ~ Ta  CyOMHHI  SBUINA, BKIIOYAIOYM  I1epeOpOBacKylsipHy  KpPOBOTEWY,
cyOapaxHOiNalbHy Ta BHYTPIIIHBOLIEPEOpATbHY KPOBOTEUY, JIETC€HEBY KPOBOTEUY, 10 OYyJIM MOB’sI3aHi
y 4aci 13 3aCTOCyBaHHSIM IMpemnapaTy. bimbplricTe maiieHTiB, aje He BCl, Malu iCHYyIui (akTopu
cepieBo-cyqMHHOTO pu3uKy. [ToBimomisiocs, mo 6araTo 3 HUX SBUI BUHHUKIH I Yac abo ojapasy
ICTIsl CTaTeBOi aKTUBHOCTI Ta JEKUIbKa SBUII BUHHMKIIHM OJIpa3y MiJ Yac 3aCTOCYBaHHs Ipenapary 0e3
CTaTeBOi aKTUBHOCTI. [HIIN SIBHIIIa BUHUKIIM IPOTATOM HACTYITHUX TOAMH a00 JHIB MIiCIs 3aCTOCYBaHHS
npernapary Ta CTaTeBOi aKTUBHOCTI. HeMOXXJIMBO BCTaHOBUTH, MAlOTh LI SBHIIA NPSMHN 3B’S30K i3
3aCTOCYBaHHSIM I[Ipenapary, 31 CTaTeBOI0 aKTHBHICTIO, i3 HAasBHUMH (aKTOpaMHd pPH3HKY YU 13
KoMOiHaIi€r nux (GakTopis, a0o 3 IHIIMMHU HaKTOPAMHU.

Kpoeonocna ma nimgpamuuna cucmemu: Ba3OOKIIO3UBHUN Kpu3. Y HEBEIMKOMY 3aBYACHO
NPUITMHEHOMY JIOCHIPKEHHI 3acTocyBaHHA npenapary Peammo (cuineHadin) A MamieHTiB 3
JIETEHEBOIO apTepiajibHOI0 TilepTeH31€10, BTOPUHHOIO IIOJ0 CEPNONOAIOHOKIITUHHOI aHeMii, Mpu
3aCTOCYBaHHI CHJieHa(U1y PO PO3BUTOK BAa300KIIIO3MBHHUX KPHU3iB, 110 MOTpeOyBaIM rocmiraiizanii,
MOBIIOMJISIIOCS YacTillle, HDK IPU 3aCTOCOBYBaHHI Iuiane6o. KiiHiune 3HaueHHs i€l iHGopmartii 1s
MAIli€HTIB, SIK1 3aCTOCOBYIOTH mpenapat [loTeHiiane 3 METO JIKYBaHHS epeKTHIIbHOT JUC(YHKILII, €
HEBIJIOMUM.

Hepesosa cucmema: TpUBOXKHICTb, TPAH3UTOPHA TI100abHA aMHE3IS.

Cneyughiuni 6iouymmsi.

Opeanu cayxy. TToBinomMIIsiiocs Mpo BUIIAAKH PAaTOBOTO 3HWKEHHS UM BTPATH CIIyXYy, OB s3aH1 y 4aci
3 3aCTOCYBaHHSIM cuiieHadury. Y IesKuX BUIMAKaX MOBLIOMIIAIOCS PO HASBHICTh MEMYHUX CTaHIB
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Ta IHIMHKX (aKTOPiB, IO MOTJIM BIAIrpaTH POJb y PO3BUTKY MOOIYHMX peakuiid 3 OOky ciayxy. Y
OaraTbox BHMagKax iH(GOpMaLis MIOJ0 TOAAIBIIOTO MEIUYHOTO CIOCTEPEKEHHS BiACYTHS.
Busnaunty, moB’s3aHi Il SBUINA OE3MOCEPEIHBO 13 3aCTOCYBAaHHAM cCuiieHadiny, 3 HAasSBHUMH
(dakropaMu pH3UKY BTpaTH CIOyXy, 3 KOMOiHamiero IuX ¢GakTopiB uM 3 IHIHMH (DakTopamu,
HEMOXIIUBO.

Opeanu 30py. TumuacoBa BTpata 30py, NOUYEPBOHIHHS OYEH, TEYiHHS B OYaX, IiBUIICHHS
BHYTPIIIHBOOYHOTO THCKY, HAOpSK CITKIBKM, CYIMHHI 3aXBOPIOBAHHS CITKIBKM 4YM KpOBOTEYa,
BiJIIIapyBaHHS CKJIIMCTOTO TiNla.

[oBimomisTocst PO BUITAIKK HEapTepiadbHOI MepeHboi imeMiqyHOi HelponaTii 30poBOro HepBa, 110
€ TPUYUHOI0 3HWKEHHS 30py, BKJIIOYAIOYM IOCTIHHY BTpaTy 30py, AKi Oynu mMoB’s3aHi y dYaci 3
3actocyBaHHsM iHTiOiTOpiB DJIES, Brimouaroun mpemnapar Ilorenmiane. bararo 3 mamieHTiB, ane He
BCi, MaJIM HasBHI aHATOMIi4HiI a00 CyIWHHI (PAaKTOPH PU3HKY PO3BHTKY HeapTepialibHOI MepeaHbOl
eMiyHO1 Helponarii 30pOBOro HEpBa, BKIIOYaouu (aje HeoOOB I3KOBO 0OMEXKYIOUUCH) TaKl: HU3bKE
CIIBBIZIHOIIIEHHS JiaMeTpa eKCKaBallii Ta JUCKY 30pOBOTO HepBa (3acTiHUM JMCK 30pOBOTO HEpPBA),
BiK Outbiie HDK 50 pokiB, TimepTeH3is, 3aXBOPIOBAHHS KOPOHApHUX apTepii, rimepraimigeMis Ta
nanxiHHg. HeMokimnuBo BH3HAYMTH, NOB’s3aH] 111 SBHINA O€3M0CEPEIHbO 13 3aCTOCYBAHHSAM IHT10ITOPIB
OJIES uyu 3 HassBHUMH aHATOMIYHUMH a00 CYJUHHUMH (PAaKTOpPAaMM PU3HMKY, YU 3 KOMOIHALIEIO IUX
BCiX (haKTOpiB, UM 3 IHITUMHU (PAKTOPAMH.

3simysanns npo nioosprogaui nodiuni peakyii. 3BITYBaHHs MPO TIIO3PIOBaHI MOOIYHI peaKilii micis
peecTpalrii JiKapchKOro 3aco0y Mae BakiauBe 3HadueHHA. lle mae 3mory mpoBoauTh Oe3mepepBHHI
MOHITOPHUHT CIIBBIIHOIIEHHSI KOPUCTI 1 PU3HKY, MOB’S3aHUX 13 3aCTOCYBAaHHSAM LbOTO JIKAPCHKOIO
3aco0y. Jlikapsim ciim 3BiTYBatH mpo OyIb-sKy MiA03py Ha MOOIYHI peaxilii BIAMOBIAHO JO BHUMOT
3aKOHOJIaBCTBA.

Tepmin npuoamnocmi. 3 poku.

YMoBH 30epiraHus.
30epiraTi B OpHUTriHaIbHIN yrmakoBIli mpu temmnepatypi He Bume 30 [1C.
30epiraTi y HEOCTYITHOMY JIJIsl ITEH MICIII.

YnakoBka.
ITo 2 tabneTku y Gmictepi; mo 1 abo o 2 GiicTepu y madvili 3 KApTOHY;
no 1 Tabnermi y 6micrepi; mo 1 abo mo 2, abo mo 4 6iicTepu y nmadili 3 KapTOHY.

Kareropis Bignycky. 3a peuenrom.
Bupoonuk.
[IpAT «Texnomor».

Micue3HaxoaxeHHs BAPOOHUKA Ta ajjpeca Micls MPOBAIKEeHHS HOro JislJIbLHOCTI.
20300, Ykpaina, Yepkacbka 00:1., MicTo YMmanb, Bynuus Ctapa npopisHa, OyauHOK 8.
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