IHCTPYKIIA
JJIS1 METUYHOT0 32CTOCYBAHHA JIIKapCHhKOIo 3aco0y

EPOTOH®
(EROTON)

Cknao:

oiroua peuosuna: Sildenafil;

1 rtabneTka MicTUTh cuiaeHadiry HUTpaTy y Ho3ax, ekBiBaseHTHHX S50 mr a6o 100 wmr
cuiaeHadiny;

oonomidicHi  pevosuHu: Kalbllito Timpodochar murigpar, UET0NI03a MIKPOKPHCTATIIYHA,
KOIOBIJIOH,  KPEMHIiI0 [IOKCHJI KOJIOITHUN OE3BOJHUN, TajlbK, MarHil0 cTeapaT, HaTpilo
KpOCKapMeno3a, KpOXMallb KapTOTUISTHHM.

Jlikapcbka ¢gopma. TabneTku.
OcHosHi i3uko-Ximiuni eracmusocmi. TaOJETKH OUIOrO KOJbOPY, JBOOMYKII, IIECTUTPAHHI
(bopmu «KHEXAGONY), 3 mo3Haukoro «D» 3 000X OOKIB.

®apmakoTepaneBTHYHA rpyna. 3aco0H, fKi 3aCTOCOBYIOTh NPH EPEKTHIBHINA AUCHYHKII].
Cunnenadin. Kog ATX G04B E03.

Dapmakonoziuni er1acmueocmi.

Dapmaroounamixa.

Mexanism _nii. CungeHadisi € mepopajbHUM IpenapaToM, IO 3aCTOCOBYIOTH JUIsl JIIKYBaHHS
NOpyUIeHb epekuii y 4onoBikiB. Ilpu crateBoMy 30yKeHHI HpenapaT BiJHOBIIOE 3HIDKEHY
EPEKTUIIBbHY (YHKIIIFO IIJISIXOM MOCHIIEHHS IPUTOKY KPOBI JIO TIEHIca.

Di3i00TIYHUN MEXaHi3M, 10 3yMOBIIOE €PEeKIIiio, BKIOYaE BUBUIBHEHHS OKucy a3oty (NO) y
KaBepHO3HUX TijJlaX IiJ] 4ac CTaTeBOro 30y keHHs. BUBLIbHEHUN OKCH 30Ty aKTUBY€E (PEpPMEHT
TYaHITATIHUKIA3y, [0 CTUMYJIOE IMIIBUIICHHS PIiBHSA I[HKJIIYHOTO TyaHO3WHMOHO(OC)aATy
(uI'M®), 110, y CBOIO 4epry, CIpUUUHSE PO3CIA0IEHHS 1A K0T MyCKyJIaTypu KaBepHO3HUX Til,
CHPUSIOYH TPUTOKY KPOBI.

Cunnenadis € moTy>XKHUM Ta CeeKTUBHUM 1HTi0iTOpoM 1l M®D-cnenndivnoi dpocdomiectepazu 5
(D®AES) y xaBepHOo3HuX Tinax, ae OJES Bignosigae 3a posnag nl M®. Edextu cunaenadiny Ha
epeKIIito MatoTh nepudepuynuii xapakrep. CunneHadis He YHHUTH Oe3MOCcePeTHBOT peTaKkCy0voi
Iii Ha 130JIbOBaHI KaBEPHO3HI TiJIa JIFOJIMHU, ajie TIOTYKHO TOCHITIOE po3ciabdimorouay airo NO Ha
nany TkaHuny. [Tpu aktuBarii metadbosmiuynoro nuisxy NO/ul' M@, 1o BiiOyBa€eThCs IPH CTATEBIN
ctuMyIALii, iHTriOyBanHs cungenadinom OJIES mpusBoguth mo migBuineHHs piBHA nul MO y
KaBEPHO3HUX TuTax. TakuMm dYWHOM, HJIs TOro, mob cuiaeHadisl CHpUYUHSAB TOTPIOHUH
dapmakooriaHui epexT, HeoOXiaHe cTaTeBe 30y IKCHHS.

BB Ha dapmakoauHamiky. JlocmimkeHHs in Vitro mpoaeMoHCTpyBaniu, 1o cuiaeHadin €
cenexktuBHUM 110710 DJIES, sixa Gepe akTHBHY y4acTh y mpoleci epexiii. Bus cungenadiny Ha
®JIES moTy>xHimuMi, HiX Ha iHI11 BimoMi hochomiectepasu. Leit edhext y 10 pasiB moTyKHIMINH,
HiK edekT BBy Ha D@JIE6, mo Oepe yuyacts y mpouecax (oTomepeTBOpeHHs y citTkiBmi. [lpu
3aCTOCYBaHHI MAaKCUMAJIbHUX PEKOMEHIOBAaHUX /103 CENEKTUBHICTh cuiaeHadiny moao OJAES y
80 pasiB mepeBuirye ioro cenekruBHicTh o0 ®JIE1, y 700 paziB Bumia, Hik moao OIE2,
OJIE3, ®JIE4, DJIE7, DJAES, ®JIE9, ®JIE10 Ta ®JIE11. 30kpeMa, CENeKTUBHICTh CHIIeHa]LTy
mono ®JIES y 4000 pasiB nepeuiye ioro cenektuBHicTh moa0 ®JIE3 — tAM®-cnernudigaoi
130opmu ocdoniectepasu, o Oepe yuyacThb y peryJisiii cepieBoi CKOPOTIUBOCTI.
Dapmarokinemuxa.

Alcop6mis. Cungenadin mBuAKO abcopOyeTbes. MakcuManbHI TUIa3MOBI  KOHIEHTpAIii
npemapaty nocsratotbes mpoTsroM 30—120 xBmimwH (i3 MenmiaHoro 60 XBHIWH) TICIS HOTO
nepopagbHOTO 3acTocyBaHHs Harmie. CepeaHs abcooTHA 0100CTYITHICTD MICHS MEPOPATLHOTO
3acTocyBaHHA cTaHOBUTH 41 % (3 miama3oHoM 3HaveHb Bif 25 10 63 %). Y pekoMeHI0BaHOMY




mianmazoHi mgo3 (Bim 25 mo 100 mr) mokasnmku AUC ta Cmax cuinaeHadiry micis #oro
NEPOPATBHOTO 3aCTOCYBaHHS MiABHUIYIOTHCS TPOIIOPILIHHO 10 JT03H.

[Tpu 3acTocyBanHi cuiaeHa LTy i 4ac MpuioMy ixi CTyIiHb aOCOpOIIii 3HIKYETHCS 13 CEpEIHIM
MOIOBKEHHSIM Tmax 10 60 XBWIHH 1 cepeHiM 3HIKEHHIM Cmax Ha 29 %.

Posnonin. Cepenniii piBHOBaXXHHI 00’ €M posnoniny (Vd) craHoBuTh 105 miTpiB, 110 CBIAYUTH PO
PO3MOIUI TperapaTy y TKaHuHaX opraHizmy. [licist 0oTHOKpaTHOTO MEpOPATTBHOTO 3aCTOCYBaHHS
cwineHapiny B go3i 100 Mr cepemHs MakcuMaibHa 3arajibHa IDIa3MOBa  KOHIICHTpAITis
cuieHad 1y cTaHOBUTH prOn3HO 440 Hr/mi (koedinieHT Bapiauii ctTaHoBUTH 40 %). OCKiTbKU
3B’sI3yBaHHS CuieHadily Ta HOro rojoBHOrO N-IecCMeTHI-MeTa0oNiTy 3 OlIKaMu Iia3Mu
nocsirae 96 %, cepeHs MakCMMallbHA TIa3MOBa KOHIICHTPALlis BIJIBHOTO CHJICHA(LTY IocsTrae
18 ar/mi (38 HMoub). CTymiHb 3B’ sI3yBaHHS 3 OUTKaMH IJI1a3MHU KPOB1 HE 3aJIC)KHUTh BiJl 3araJIbHUX
KOHIICHTpAIlil cuaeHadiIy.

VY 310poBUX AOOPOBOJIBILIIB, SIKI 3aCTOCOBYBaNM CuiieHadiT oMHOKpaTHO y a031 100 mr, uepes
90 xBunuH B eakymaTi Bu3Havanocs Menuie 0,0002 % (y cepennbomy 188 Hr) 3acTOCOBAaHOI 103H.
Biorpancdopmanis. MerabGonism cunaeHadiry 3IIHCHIOETbCS TOJOBHUM YHHOM 3 YYacTiO
MikpocomainbHuX i130epmenTiB nedinku CYP3A4 (romoBuuii msx) ta CYP2C9 (apyropsaauit
nuisx). [ONMOBHUU IMPKYJTIOIOYUN METa0OJIT YTBOPIOETHCA TNUIAXOM N-IeMETHUITIOBAHHS
cunaeHadiny. CenektuBHicTh MeTabomity BimHocHo ®JIES mopiBHSHHA 3 CEJICKTHUBHICTIO
cuwineHadiny, a akTUBHICTh MeTaboiTy BiqHocHO DJIES ctanoBUTH ipubin3HO 50 % aKTUBHOCTI
MOYaTKOBO1 peuoBUHHU. [111a3MOB1 KOHIIEHTpaIlii IIbOTO META0OJITY CTAaHOBIIATH TpubInU3HO 40 %
KOHIIEHTpalii cuiaeHadiny y miaa3mi Kpoi. N-IeMeTHIbOBAaHUNA METabOoIIT 3a3HA€ MMOIAIBIIOTO
MeTabo0J1i3My, a Mepioj HOTro HaIliBBUBEICHHS CTAHOBHUTH MPUOIM3HO 4 TOTUHH.

Eniminanis. 3aranbHuil KiipeHc cuiaeHadiry cTaHoBUTH 41 11/roj, 3yMOBIIOIOYH TMepiof] Horo
HaIliBBUBEICHHA TpHUBAIICTIO 3-5 roamH. Sk micis TmepopadbHOTO, TaK 1  ICHsA
BHYTPIIIHFOBEHHOTO 3aCTOCYBAaHHS €KCKpeLlis CuiieHa]iy y BUTTIS AL METaOOMITIB 311HCHIOETHCS
TOJIOBHUM YHMHOM 13 KayioMm (mpubim3Ho 80 % 3acTOCOBaHOI MEepopalibHOI JT03M) Ta MEHIIOKO
Miporo 3 ceuero (mpuoim3Ho 13 % 3acTocoBaHOI MEPOPATBHOI J03H).

Dapmaxokinemuxa 8 0CoOUBUX epYN NAYIEHMIE.

IamieHTH JITHBOTO BiKY. Y 3J0pOBHX JOOPOBOJBIIB JITHBOTO BIKY (BIKOM Bil 65 pOKiB)
BiJ[3HAYAIOCS 3HIDKCHHS KJIIPEHCY CHIIeHadiTy, 10 3yMOBIIOBAJIO MiJBHIICHHS TUIA3MOBHX
KOHIIEHTpaliil criaeHadiTy Ta HOro akTHBHOTO N-IeMeTHIHOBAHOTO METa0OITY MPUOJIM3HO Ha
90 % mopiBHSAHO 3 BIAMOBIAHUMHU KOHIIEHTPAIISIMU Y 3I0POBHUX JOOPOBOJIBIIIB MOJIOJIIOTO BiKY
(1845 pokiB). Y 3B’s13Ky 3 BIKOBUMHU BiJJMIHHOCTSIMH y 3B’sI3yBaHHI 3 OUIKaMH IUTa3MU KPOBI
BIJIMTOBITHE TTiJIBUIIICHHS IJIA3MOBO1 KOHIICHTpAIIii BUTBHOTO CHIIIeHA]1Ty CTAHOBHIIO TIPUOJIU3HO
40 %.

HupkoBa HenmocTaTHiCTb. Y TOOpPOBOJIBIIB 13 MOPYMICHHAMH (YHKIiI HHUPOK JIETKOTO Ta
noMipHoro ctyneHs (kimipeHc kpeatuHiHy 30-80 wmu/xB) ¢QapmakokiHeTnka cuigeHadimy
3aJIMINANIACsl HE3MIHEHOIO TICIIsl HOTO OJTHOKPATHOTO MEPOPATHHOTO 3aCTOCYBaHHS y 1031 50 Mmr.
Cepenni AUC ta Cmax N-1eMeTHI50BaHOTO METa0O0ITY MiBUIYyBaJTUC Ha MakCUMyM 126 % ta
MakcuMyM 73 % BIAMOBIIHO MOPIBHAHO 3 TAKUMU MOKA3HUKAMH Y JOOPOBOIIBIIIB TAKOTO K BIKY
6e3 mopymeHb ¢(yHkiii Hupok. OjpHaK dYepe3 BHCOKY IHIMBIAyalbHY BapiaOeNbHICTh IIi
BIJIMIHHOCTI HE OyJIM CTaTUCTUYHO 3HAYYIIUMH. Y JOOPOBOJIBIIB 13 TSHKKUMHU TOPYIICHHIMU
¢yHKuii HUPOK (KiipeHc KpeaTuHiHy Huk4ue 30 MI/XB) KiIipeHC cuineHadiry 3HIKYBaBCs, 10
npu3Boauiao no migBumeHHs AUC ta Cmax B cepenmnboMy Ha 100 % Tta 88 % BiamoBimHO
MOPIBHSHO 13 JOOPOBOJIBILISIMU TAKOTO X BiKy 0€3 opyiieHs GpyHKIiii Hupok. Kpim Toro, 3Ha4eHHs
AUC T1a Cmax N-gemMeTniap0BaHOTO METAa0OMITY 3Hadymle maBuinyBaavucs Ha 79 % ta 200 %
BiJITIOB1/THO.

ITeuiHKOBa HEJIOCTATHICTh. Y AOOPOBOJIBLIB 13 LIUPO30M MEUIHKH JIETKOTO Ta IOMIPHOTO CTYTEHS
(xmaciB A Ta B 3a wracudikamiero Yaiinma — I1'10) kimipeHc crigeHaduTy 3HIKYBaBCS, IO
npu3zBoauio 1o miasuiineHHst AUC (84 %) ta Cmax (47 %) mOpiBHSHO 3 10OPOBOIBIIMH TAKOT'O %K
Biky 0e3 mopymeHp (yHKOiH medinku. dapmakokiHeTHKa CuiAeHadioly y TalieHTiB i3
MOPYIICHHSAMHU (DYHKITIH TIEYIHKH TSHKKOTO CTYTICHS HE BUBYAJIACS.




KuainiuHi xapakTepucTukm.

Iloka3zanus.

[IpemapaT peKOMEHAYETHCS 3aCTOCOBYBATH YOJIOBIKAM 3 EPEKTHIIBHOIO JIUCQYHKIIEIO, SKa
BU3HAYAETHCS K HE3ATHICTH JOCITTH a00 MATPUMATH €PEKIIiI0 CTaTEBOTO WICHA, HEOOX1AHY s
YCIIIITHOTO CTaTEBOTO AKTY.

s edexTrBHOI 1ii mpenapaTy HEOOX1IHE cTaTeBe 30y IKEHHS.

Ilpomunoka3auna.

- [ligBumena yyTmBicTh 10 cuineHadiny abo Oyab-1KOi 3 JONOMIXHHUX PEYOBUH JIIKaPCHKOTO
3aco0y.

- OgHOYacHe 3aCTOCYBaHHSA 13 JOHOPAMH OKCHY a30Ty (TaKUMH SIK aMUTHITPUT) a00 HITpaTaMu y
Oynp-sKiii popmi — cuiaeHadisl Mae BIUIMB HA IIIXU METa00J1i3My OKCHAY a30Ty/ HUKJIIYHOTO
ryanozuaMoHodocdaty (1’ M®) Ta NOTEHI1F0€ TIMOTEH3UBHUN €()EKT HITPATIB.

- OnHovacHe 3actocyBaHHs 1HTIOITOpiB DJIES (Y ToMy uunchi cuineHadiny) 31 CTUMYJISITOpaMU
TyaHUIaTIHUKIA3W, TaKUMU SIK PIOLUTYaT, MPOTHUIIOKa3aHE, OCKUIBKA MOXKE HPU3BECTH [0
CUMITTOMATHUYHOI TIOTeH311 (IUB. po3ain «B3aemomist 3 1HIIMMHU JIIKAPCHKUMH 3ac00aMHM Ta 1HII
BHJIA B3aEMOII» ).

- CtaHu, py IKUX CTAaTEBa aKTUBHICTh € HEOAKAHOK (TSHKKI CEplIeBO-CYAMHHI PO3JIa/in, TaKi K
HecTablTbHA CTEHOKAP/ist a00 cepIieBa HEJIOCTATHICTh TSKKOTO CTYTICHS).

- Jlikapchkuit 3aci0 MPOTHIIOKA3aHHWK TAlliEHTaM, SIKI BTPATWJIM 31p HAa OJHOMY OIll BHACIIIOK
HeapTepianbHOI MEepeaHbOl imeMiuHoi HeipomaTii 30pOBOTO HEpBa, HE3AJIEKHO BiJ TOTO,
OB’ s13aHa 111 MATOJIOTIS 13 OTEePEeIHIM 3aCTOCYBaHHM 1HT101TOpiB DJIES um Hi.

- HasiBHiCTB TaKMX 3aXBOPIOBaHb, SIK MOPYLICHHS (DYHKIIIT IEUiHKU TSHKKOTO CTYIICHS, apTepiaibHa
rinmoTeHsis (aprepianbHuil TUCK HIKYe 90/50 MM pT. CT.), HEIIOAABHO NIEPEHECEHUH 1HCYIIBT a00
iH}papKT MioKapJa Ta CHaJKOBI JereHepaTHBHI 3aXBOPIOBAHHS CITKIBKH, TakKi SK MIrMEHTHUH
PETHUHIT (Taki Mali€eHTH MOKYTh MaTH T€HETUYHI po3niaau docdoaiecTepas CiTKIBKH), — Oe3reka
cungeHad iy He JOCiKyBajdacsa y TakuX MiArpynax MamieHTiB.

B3aemooia 3 inwumu nikapcokumu 3acoboamu ma inwi 6uOu 83aEmMooiil.

Bnaue inwux nikapcokux 3acobis na cunoenaghin.

Jocunipkenns in vitro. Mera6omni3zm cunieHadinay BigOyBaeThCs MEPEBAXKHO 3 Y4acTIO i30popMu
3A4 (ronoHuilt nuAx) Tta i3ogopmu 2C9 (mpyropsiaauii muisnx) nuroxpomy P450 (CYP). Tomy
1HTIOITOPH 1MX 130()epPMEHTIB MOXYTh 3HIDKYBATH KIipeHC cuiaeHadimy, a iHIYKTOpH IHX
130(pepMEHTIB MOXKYTh TIJIBUIIYBaTH KIIIPEHC CHIeHadiy.

Jocunipkenns in Vivo. [Tomynsmiitanit papMakoKiHETHYHHI aHANI3 JaHUX KITIHIYHUX JOCIIIKECHb
MIPOJEMOHCTPYBAB 3HIDKEHHS KIIpEeHCY cuiijieHadiry mpu HOro ogHOYaCHOMY 3aCTOCYBaHHI 3
iariditopamun CYP3A4 (TakuMu SIK KETOKOHA30JI, €PUTPOMILIMH, IUMETHAMH). Xo4a TpHu
OJIHOYACHOMY 3acToCyBaHHI cuiieHadiny Ta iHriditopie CYP3A4 3pocTaHHS 4acTOTH MOOTYHUX
SBUI HE CIIOCTEPIrayiocs, CIifi PO3MVISHYTH MOXIIHUBICTh 3aCTOCYBaHHS IOYAaTKOBOI 03U
cuiaeHadiny 25 mr.

OpnnouacHe 3acTocyBaHHs iHTiOiTOpy BlJI-mipoTeasu putoHaBipy, AyKe MOTYXKHOTO iHTiOITOPY
P450, y crani piBHOBaXkHO1 KoHIIeHTparii (500 mr 1 pa3 Ha 100y) Ta cunaeHadiny (pa3osa 103a
100 mr) mpusBogwiio fo migBuiieHHS Cmax cunaeradiry Ha 300 % (y 4 pasu) Ta MigBUIICHHS
mwiazmoBoi AUC cunnenadiny Ha 1000 % (y 11 pasiB). Uepe3 24 roauHu miaa3MoBi piBHI
cungeHadiny Bee me cTaHoBUIH npuOin3HO 200 HI/MII MOPIBHSHO 3 piBHEM MPHOIM3HO 5 HI/MI,
XapaKTepHUM JJIs 3aCTOCYBaHHsS CHUJAeHa]ily OKpeMo, IO BIiAMNOBIa€ 3HAYHOMY BIUIMBY
pUTOHaBIpYy Ha MUPOKUH criekTp cyoctpatiB P450. Cunnenadin He BryiBae Ha papMaKOKiHETUKY
pUTOHABIpY. 3 OrJIsAy Ha LI papMaKOKIHETUYHI JaHI OJJHOYACHE 3aCTOCYBaHHs cHiieHadiTy Ta
PUTOHABIpY HE PEKOMEHIY€ETbCs (IUB. po3aul «OcoOIMBOCTI 3aCTOCYBaHHS»); Y OyIb-IKOMY
BUMAJKy MaKCMMaibHa J103a cuiaeHadily 3a *KOJHUX OOCTaBHH HE TMOBHMHHA IEPEBUIIYBaTH
25 Mr npoTsirom 48 TOAMH.

Onnouacue 3actocyBanHs 1HT10iTOpY BIJI-poTeas3u cakBinagipy, inriditopy CYP3 A4, y 1031, mo
3abe3mneuye piBHOBaXHY KoHIeHTpamito (1200 mr 3 pasu Ha nmoOy), ta cunaeHadimy (100 mr




pa3oBo) mpu3BoAMIIO 10 miABHIIEHHS Cmax cuigeHadimy Ha 140 % Ta 301IbIIEHHS CUCTEMHOL
excriozunli (AUC) cunpenadpimy Ha 210%. He BusBiIeHO BmMBY cuifgeHauly Ha
(apMakoKiHETHKY cakBiHaBipy (IuB. po3ain «Crocid 3acTocyBaHHs Ta 103u»). [lepenbauaernces,
mo Oinemn motyxHi 1Hri0iTop CYP3A4, Taki Ik KETOKOHA30JI Ta iTpaKoHa30i, OyayTh MaTH
O1TTBIII BUPAYKECHUI BIUIMB.

[Ipu 3actocyBanni cunaeHadiny (100 Mr pa3oBo) Ta epUTPOMIIMHY, MOMIPHOTO 1HTIOITOPY
CYP3A4, y piBHoBaxkHomy ctani (500 Mr 2 pasu Ha 100y MpoTAroM 5 IHIB) crocTepirainocs
MiBUIIEHHS CUCTEMHOI ekcro3ullii cuaenadiny Ha 182 % (AUC). V 310poBuX 100pOBOIIBIIIB
YOJIOBIUOT CTaTi HE crocTepiranocs BIUIMBY azuTpominuHy (500 mr Ha 100y mpotsrom 3 1i0) Ha
AUC, Cmax, Tmax, KOHCTaHTy IMIBHIKOCTI €JIMiHAIIl Ta MOJAJbIINNA TEPioJl HaIiBBUBEICHHS
cwineHadginy abo HOro TOJIOBHOTO MHPKYIIOYOro Meradonity. Ilumerwnuu (iHTiIGiTOp
nuroxpomy P450 ta necnenudiunmii inriditop CYP3A4) y nmo3i 800 Mr mpu oJHOYACHOMY
3acTocyBaHHI i3 cuigeHaduioM y 7031 S0 Mr y 310poBHX OOpOBOJIBIIB TNPHU3BOIUB 10
M1IBUIIEHHS IJIA3MOBHUX KOHIICHTpalii cuiijeHadiny Ha 56 %.

['peiindpyrosuii cik € caabkum inriditopoMm CYP3A4 y CTiHII KMIIEYHUKY 1 MOXKE CIPUUUHUTH
MOMipHE MiABUIIICHHS PiBHIB CHIAeHADUTY Y IJ1a3Mi KPOBI.

OnHOKpaTHE 3aCTOCYBaHHS aHTAIMIB (MarHilo riAPOKCU Y/ aIFOMIHIIO T1IPOKCUIY) HE BIUIMBAJIO
Ha 010JI0CTYMHICTh CHIIICHa]1TY.

Xoua nociipkeHs crerudiuHoi B3aeMoii 3 yciMa JiKapchbKUMHU 3ac00aMH He MPOBOAUIIOCS, 3a
JAHUMH TIONYJISIIIHHOTO (apMaKOKIHETUYHOTO aHali3y, (apMakoKiHETHKa CWIIeHA(iTy He
3MiHIOBaJIaCsl PH HOT0 OJJHOYACHOMY 3aCTOCYBaHHI 13 JIIKapChbKUMHU 3ac00aMu, 110 HAJIEKATh 110
rpymu iurioiTopiB CYP2C9 (TonbGyramin, BapdapuH, ¢eHiToin), rpynu iHridiropie CYP2D6
(TakuX $IK CEJIEKTUBHI 1HTIOITOpM 3BOPOTHOTO 3aXOIUIGHHS CEPOTOHIHY, TPUIMKIIYHI
AQHTUJCTIPECAHTH), TPyNu TIa3WTHUX Ta TIa3MIONMOMIOHUX JIypPETHKIB, TMETILOBUX Ta
Kaiii30epiralounx IiypeTHkiB, iHTOITOPIB aHT10TEH3UHIIEPETBOPIOBATBHOTO (hepmenTy (AIID),
AQHTAroHICTIB KaJIbIIiF0, aHTArOHICTIB -aapeHopenenTopiB abo iHayKTopiB MeTadomizmy CYP450
(Takux AK pudamminuH, 6apOiTyparTn).

OnHoOYacHE 3aCTOCYBaHHS aHTaroHicTa eHjoTeNliHy OoceHTaHy (momipami iHIyKTOp CYP3A4,
CYP2C9 ta, moximBo, CYP2C19) y piBHOBaskHOMY cTaHi (125 Mr 1Biui Ha 100y ) Ta cuiaeHadiny
y piBHOBaxHOMY cTaHi (80 Mr 3 pa3um Ha n00y) mpusBogmino 10 3HWKEHHS AUC Ta Cmax
cungenadiny Ha 62,6 % ta 55,4 % BinnosinHo. ToMy oJJHOYAaCHE 3aCTOCYBaHHS TaKUX MOTYKHUX
iHayktopie. CYP3A4, ax pudamMiiiH MoXe MPU3BOJUTH JIO0 OUIBII BUPAKEHOTO 3HUKEHHS
KOHIIEHTpaIlii cuiieHad Ty B T1a3Mi KPOBi.

Hikopanaun sBisie co0oro riOpua akTHBaTOpa KalbIli€eBUX KaHAMB Ta HiTpary. HirpaTtHuii
KOMIIOHEHT 3YMOBITIOE MOXKITUBICTh HOTO CEPO3HOT B3aEMOIIT 3 CHIIZICHA(IIOM.

Edexmu cunoenaginy na inwi nikapcoki 3acobu.

Hocnmipkenns in Vitro. Cunaenadin — cnabkuit iHrioiTop i3odopm 1A2, 2C9, 2C19, 2D6, 2E1 ta
3A4 wutoxpomy P450 (IKso > 150 Mkmoib). OcCKibKM MIKOBI IUIa3MOBI  KOHIIEHTpAIil
cunzieHa iy TOpiBHIOIOTH IPUOIM3HO 1 MKMOJIB, BIUIMB MpenapaTy Ha KIpeHC CyOCcTpaTiB IHX
130(pepMeHTIB MaJTOMMOBIPHHIA.

BigcyTHi nmani mono B3aemopii  cuiigeHadily Ta Takux Hecnmenu(iuHUX  iHTIOITOPIB
docdomiecTepasu, sk TeODITiH Ta JUTIPHUIAMOT.

JociipkenHs in Vivo. OCKUTBKY BiIOMO, IO CHIIIeHa] 1 Ma€e BILTUB Ha METa0O0IIi3M OKCHTY a30Ty/
UKIIIYHOTO TyaHo3uHMOoHOdochaty (il M®D), Oyino BCTaHOBJIEHO, IO CHIIICHA(]T TOTEHIIIIOE
TINOTEH3WBHY [0 HITPATiB, TOMY HOTO OJIHOYACHE 3aCTOCYBAaHHS 3 JIOHOPAMU OKCHJIY a30Ty a0o
3 HiTpaTaMu y OyIb-sKiil opMi mpoTunokasane (quB. po3ain «IIpoTtumokasanssy).

Pionuryar. JIokmiHIYHI JOCHIPKEHHS TPOJAEMOHCTPYBAIM AIWTUBHUN CHCTEMHHHA edeKT
3HIDKEHHSI apTepiaibHOr0 THUCKY, MPU OJHOYAaCHOMY 3acTtocyBaHHi iHrioitopie DJIES 3
pionuryaroM. KitiHiuH1 10CHIKEHHS TPOJEMOHCTPYBAJIH, 10 PIOLUTYaT MOCHIIIOE T1IIOTEH3UBHY
nito iHrioiropis ®JIES. YV narieHTiB, ski Opaiau ydacTb y JOCITIIKEHHI HE CIOCTEPIirajoch
MO3UTHUBHOTO KIIHIYHOTO e(eKTy BiJ OJHOYACHOTO 3acTtocyBaHHsS iHriOiTopiB DJIES 3
pioruryarom. IIpotumokasaHe oJHOYAaCHE 3aCTOCYyBaHHs pionuryaty 3 inriditopamu ®JIES (y
TOMY YuHuCIi cuigeHadiom) (auB. po3ait «I[IpoTunokasanHsm»).




OpHouacHe 3acTOCYyBaHHA CHIACHA(1TY Ta 6JIOKATOPIB 0i-apEeHOPELENITOPIB MOXKE IPU3BECTH 710
PO3BHUTKY CHUMITOMATHYHOI apTepiajbHOI TIMOTEH31l Y JAESKMX CXWJIBHHX IO IbOTO TAaIli€HTIB.
Taxa peakiisi HaifyacTile BUHUKANA MPOTATOM 4 TOAMH MiCisl 3aCTOCYBaHHS cuiZieHadiny (AuB.
po3ain «Croci6 3actocyBaHHS Ta 103W» Ta «OCOOIUBOCTI 3aCTOCYBaHH»). Y XOA1 TOCIHIKEHb
cnenndivyHOI B3aeMO/IIT JIIKAPCHKUX 3ac00IB OJIOKATOP 0-aIpeHOPEIENITOPIB JOKCA303UH (4 MI Ta
8 mr) ta cungenadin (25 mr, 50 mr ta 100 Mr) 3acToCOBYBaJIM OJIHOYACHO TaAIli€eHTaM 13
TOOPOSIKICHOIO TiNepIUIa3iero mepeIMixypoBoi 3a103u, cTadiizalist cTany sIKux OyJjia JOCSATHYTa
NPy 3aCTOCYBaHHI JIOKCa303WHY. Y IMX MOMYJIAILIAX CHOCTEPIrayiocs CEpeIHE O0JaTKOBE
3HIDKEHHS apTepialIbHOTO TUCKY Y TIOJIOKEHHI Jiexadu Ha 7/7 MM pT. cT., 9/5 MM pT. cT. Ta 8/4 MM
PT. CT. 1 CepeAHE 3HIKCHHS apTePIaIbHOTO TUCKY Y TTOJIOKEHH] CTOSUM Ha 6/6 MM pT. cT., 11/4 MM
pT. cT., 4/5 MM pr. cT. BianmoBigHO. [Ipu oiHOYaCHOMY 3aCTOCYBaHHI CHIACHA(LTY Ta JOKCA303UHY
y TaIi€eHTiB, cTabum3alis cTaHy sSKUX Oyja JIOCATHYTa INPH 3aCTOCYBaHHI JOKCA303HMHY, 1HOJI
MOBIOMJISUIOCS  TIPO  PO3BUTOK CHMIITOMATHYHOI ~OPTOCTATUYHOI TimoTeH3ii. Y  mux
MOBIIOMJICHHSIX WIIOCS TPO BUIAJKK 3aIIaMOPOYCHHS Ta CTaH Nepei HeMPUTOMHICTIO, alie 0e3
CUHKOTIC.

He cniocrepiranocst )OIHUX 3HAYYIIHX B3aEMOJIIH TIPU OJHOYACHOMY 3aCTOCYBaHHI crulieHadiTy
(50 mr) i TonbyTaminy (250 mr) abo Bapdapuny (40 mr), mo metadoiizyrothest CYP2CO.
Cungenadin (50 Mr) He mnpuU3BOAMB 10 TMOJOBKEHHS dYacy KpOBOTEYi, CHPHYMHEHOI
3aCTOCYBAHHSIM alETUIICATIIIMIOBOT KUCIoTH (150 mr).

Cunnenadin (50 Mr) He TTOTEHITIFOBAB TIMOTEH3UBHY IO AJKOTOJIO Y 3I0POBHUX JT0OPOBOJIBIIIB
IPY CepeIHIX MaKCUMAIBHUX PIBHSIX eTaHoiy KpoBi 80 mr/mi.

VY mairieHTiB, K1 3aCTOCOBYBaJIU cuiifieHad 11, He CIIOCTEPIraiocs )KOAHUX BIIMIHHOCTEH MPOQiIto
no0IYHUX eQeKTiB MOpIBHAHO 3 IUIaned0 MpH OJHOYACHOMY 3aCTOCYBaHHI TakuX KIaciB
TIMTOTEH3UBHUX JIIKAPCHKHUX 3aC00iB, K AypEeTHUKH, OJIOKATOPH [-aapeHOPEIENnTOPIB, IHT10ITOpH
AllD, aHTaroHictu  asrioreHsuny  II,  aHTurimepreH3uWBHI  JHiKapchki  3aco0u
(CyIMHOPO3IMUPIOBANIBHI Ta MIEHTPAIBHOI [1ii), 6JIOKaTOpH aapeHEpriYHUX HEUPOHiB, OJIOKaTOPH
KaJbI[I€BUX KaHATIB Ta OJIOKATOPH 0i-aIPCHOPEIIETITOPIB. Y CIeNialbHOMY JOCIiKeHHI B3a€MO/Ii1
py  OJIHOYACHOMY 3acTocyBaHHI cwiaeHadiry (100 Mr) Ta aMIoaMITiHY TMaliEHTaM 3
apTepiajJbHOIO TIMEPTEH3I€I0 CIIOCTEPIranocs 10JaTKOBE 3HUKEHHS CHCTOJIIYHOTO apTepiaibHOTO
THCKY B TIOJIOXKEHHI JIS)Kauu Ha 8§ MM PT. CT. BiAmoBigHe 3HMKEHHS 11aCTOIIYHOTO apTepialIbHOTO
TUCKY CTAHOBWJIO 7 MM PT.CT. 32 BEJIMYMHOIO IIi JOJATKOBI 3HW)KEHHS apTepiabHOTO TUCKY OyiH
MOPIBHSHHUMH 13 THMH, IO CIIOCTEPITaiuCs MPH 3aCTOCYBaHHI JInIe CriiieHaduTy y 310pOBUX
JTOOPOBOJBIIIB (IUB. po3/iin «PapMaKoIOTT4HI BIACTHBOCTI» ).

Cunnenadin y mo3i 100 Mmr He BIuMBaB Ha (apMaKOKIHETHYHI MOKa3HUKH iHTiOiTOpiB BIJI-
NpoTeasu, CakBiHABIpy Ta pUTOHABIpY, 10 € cydcTpatamu CYP3A4.

VY 310p0oBHUX TOOPOBOJIBIIIB YOJOBIUOT CTAaTi 3aCTOCYBAaHHS CHIAeHA(DITY Y PIBHOBAXXHOMY CTaHI
(80 wmr 3 pa3u Ha 100y) npusBoamio 10 miaumneHHs AUC ta Cmax 00cenTany (125 mr 2 pasu Ha
n00y) Ha 49,8 % 42 % BinMoBiIHO.

Ocobaueocmi 3acmocyeanns.

Jlo mouaTtky Tepamii cmig 3i0path MEIMYHWI aHaMHE3 TAaIlieHTa Ta TPOBECTH (Qi3HKAIbHE
00CTeXeHHS sl 1IaTrHOCTUKY €PEeKTHIIbHOT NTUCYHKIIT Ta BU3BHAYSHHS 11 MOKIIMBUX MPUYHH.
Daxmopu  pusuxy — cepyego-cyOuHHuUx  3axeopiosamv. OCKIIBKM  CTaTeBa  AaKTHBHICTh
CYTPOBOJIKY€ETHCSI IEBHUM CEPLIEBUM PU3HKOM, JI0 MOYATKY OyAb-SIKOTO JIIKYBaHHS €PEKTUIHHOT
TUCYHKIT JTIKap Ma€e OMIHUTU CTaH CepPIIeBO-CYAMHHOI cucTeMu namienTa. CunieHadisi YMHATH
CYJIMHOPO3UIMPIOBAIbHY [0, LI0 TPOSBISETHCS JIETKUM Ta KOPOTKOYACHUM 3HIDKEHHSIM
apTepiaJbHOTO THUCKY (IUB. po3ain «DPapmakonuHaMikay). Jlo mpu3HayeHHs cuineHadiny mikap
Ma€ PeTeNbHO 3BAKUTH, UM MOKE TaKUil e(heKT HECTIPUSATINBO BIUIMBATH Ha MAIIE€HTIB 13 TEBHUMU
OCHOBHHMH 3aXBOPIOBAHHSIMH, OCOOJIMBO Y KOMOIHAIIIT 31 CTAaTEBOIO aKTUBHICTIO. JI0 MAIIEHTIB 13
MiBUIICHOI0 YyTJIMBICTIO O Ba30AMJIaTATOPIB HallekaTh MAIll€EHTH 3 OOCTPYKIII€I0 BHUBIIHOTO
TPaKTy JIBOTO TIUTyHOYKa (HANpPWKIAZ, CTEHO3 aopTH, TimepTpodidyHa OOCTPYKTHUBHA
KapJiomionaTisi) ado MAIieHTH 3 PIAKICHUM CHHIPOMOM MYJIBTUCHUCTEMHOI aTtpodii, OMHHM 3
IPOSIBIB SIKOT € TSKKE MOPYIICHHS PEryJIsLii apTepiaJbHOro TUCKY 3 OOKY BEreTaTUBHOI HEPBOBOI



CHCTEMH.
[Ipenapat MOTEHIIIIOE TIMOTEH3UBHUHN e(eKT HITpaTiB (auB. po3ain «[IpoTumnokazanusy).

VY mocTMapKEeTHHTOBOMY MEPioJi MOBIAOMIIIIOCS MPO TSKKI MOOIYHI peakuii 3 00Ky cepieBo-
CYyIMHHOI CUCTEMH, BKJTIOUat0un 1H(HAPKT MiOKap/a, HeCTablIbHy CTEHOKAP/il0, paliTOBY CEPIIEBY
CMEpTh, LUTYHOYKOBY apHUTMIilO, 11epeOpOBacKyJIsipHi KPOBOBWJIMBH, TPAH3UTOPHY IMIEMIYHY
aTaky, apTepiayibHy TINMEPTEH31I0 Ta apTepiajbHy TIMOTEH3i0, M0 3a YacoM 30iramucs i3
3aCTOCYBaHHAM cuieHadiny. Y OUIBIIOCTI MalieHTIB iCHyBanmu ()akTOpU PU3HMKY CEpLEBO-
CyIMHHHUX 3aXBOpIOBaHb. barato Takux moOIYHMX peakiliid criocTepiragocs mig yac abo oapasy
IICJISI CTATEBOTO AKTY 1 JIMIIE KiJIbKa TPAIIIOCS HEBJOB31 MMICHS 3aCTOCYBaHHA cuicHadiry 0e3
CTaTeBOl aKTUBHOCTI. TOMY HEMOXIIMBO BU3HAYHMTH, YU TOB’SI3aHUI PO3BHTOK TAKHX IMOOIYHUX
peaxkiiii 6e3mocepeiHbO 3 (haKTOpaMH PU3HKY, YU IX PO3BUTOK 3yMOBJICHUHN 1HITMMHA YAHHUKAMH.
Ilpianizm. 3aco0u miis JIIKyBaHHS €PeKTHIBHOI AUCHYHKINI, Y TOMY YMCIi 1 cuiaaeHadia, Ciifg
NpU3HAYaTH 3 OOEPEXHICTIO TMali€HTaM 3 aHATOMIYHUMH JAedopMarisiMu neHica (TaKuMH SK
aHTYJIALIsI, KaBepHO3HUHU (h10po3 a6o xBopoOa [lelipoHi) Ta marieHTaM 31 CTAaHAMM, 10 CIPUSIOTH
PO3BHUTKY TMpiami3My (TakUMHU SIK CEpIONOJIOHOKIITHHHA aHEeMis, MHOXHHHA Mi€jgoMa abo
JeHKeMmis).

[Ticns Buxoxy cwigeHadioy Ha PUHOK MOBIIOMIIIIOCS MPO BUMAIKK IMOJOBXKEHOI epeKIii Ta
npiamizmy. SIKIIO epekilis TpuBae JoBIIe 4 TOJWH, TMAIliEHTaM CJIiJI HETalWHO 3BEPHYTHCS 3a
MEIMYHOIO JOMOMOT00. Y pa3i BiICYTHOCTI HETaHOTO JIIKYBaHHS Ipiammi3M MOKe MPU3BECTH JI0
MIOIITKOJKCHHST TKAaHHWH TICHIca Ta JI0 CTIMKOI BTPATH MOTEHIII.

Oonouacne 3acmocysauns 3 iHwumu ineioimopamu D/ES abo iHwumu npenapamamu OJis
JUKYBAHHSI epeKmuibHoi oucgynkyii. besnexky Ta e(peKTHBHICTh OJIHOYACHOTO 3aCTOCYBAaHHS
cungenadiny 3 iHmmMu iHrioitropamu ®OIAES abo iHmMMM npenapaTaMd IS JTIKYBaHHS
rinepTeHsii JiereHeBoi aprTepii, 1o MIcTATh cuiaeHadin (Hampukian «Pesaiioy»), 4u 3 1HIIUMH
npenapaTamu JUisl JIIKyBaHHS €peKTHIBHOI AUCHYHKIT He BUBYAIH. TOMY 3aCTOCYBaHHS TaKHX
KOMOIHaIII1 HE PEKOMEH IOBaHE.

Bnaue ma 3ip. Hagxonmnu CHOHTaHHI MOBIOMIICHHS NMPO BUHUKHEHHS NEQEKTIB 30py IpH
3acToCcyBaHHI cuiieHadiny Ta iHmuUX iHTiIOITOpiB DJAES (muB. posnin «IloGiunHi peakiii»). 3i
CIIOHTAHHUX TIOBIJIOMJICHh Ta HArJISJOBOTO JIOCHIDKEHHS BiIOMO TIPO BHIIAJKU PIIKICHOT
HeapTepialbHOI MepeIHbOI IIeMIYHOT HEBPOIIATii 30pOBOTO HEPBA, IOB’SI3aHOT 13 3aCTOCYBAHHSIM
cungenadiny ta iHmux inridiropis ®AES (auB. posmin «IloGiuni peakmii»). [lamienTiB ciin
MOTIEPETUTH, IO Yy pa3l panToBOTO TOPYIICHHS 30pYy 3aCTOCOBYBaHHS CWiIIeHaduTy ciin
NPUMTUHATH Ta HETaHO 3BEPHYTHCS 70 JiKaps (IuB. po3ain «lIpoTunokazaHusy).

Oonouacne 3acmocysannsi 3 pumonasipom. OIHOYACHE 3aCTOCYBaHHSA CHIICHadiTy Ta
PUTOHABIpY HE PEKOMEHAYEThCA (IUB. pOo3/il «B3aeMonis 3 iHIIMMHU JIIKAPCHKUMH 3aC00aMH Ta
HIITI BUJIA B3aEMOTIN» ).

OoHouache 3acmocysants 3 b10Kamopamu a-aoperopeyenmopis. Ilanienram, siki 3aCTOCOBYIOTh
0JIOKATOPH Ol-aPEHOPEIETITOPIB, 3aCTOCOBYBATH CHIIZIEHADLIT CITiJT 3 00€PEKHICTIO, OCKITTLKH TaKa
KOMOIHAI[isl MOXK€ TIPU3BECTH JI0 CHMIITOMAaTHYHOI apTepiajbHOI TiMOTEH31i y AeIKUX CXHIbHUX
70 1hOTO TamieHTiB. CHMITOMaTHYHA apTepialibHa TINOTEH3is 3a3BUYaii BUHHUKAE MPOTITOM
4 TOIMH TiCIs 3aCTOCYBaHHS criieHadiry. 3 METO0 MiHIMI3allli pU3UKY PO3BUTKY MOCTYPaIbHOI
TimoTeH31i y Malli€HTIB, SIK1 3aCTOCOBYIOTH OJIOKATOPH 0l-apPEHOPEIENTOPIB, IXHIM CTaH MOTPIOHO
cTabuTi3yBaTH 3a JIONIOMOTOI0 OJIOKATOPIB 0-aJIPEHOPEIENTOPIB JI0 MOYATKy 3aCTOCOBYBaHHS
cungenadiny. Takox i po3rIITHYTH MOKIIMBICTh 3aCTOCYBaHHS ITOYATKOBOI 1031 25 Mr (JIUB.
posnin «Crocib 3actocyBaHHA Ta A03W»). Kpim Toro, ciia npoindopMyBaTy NaIi€HTiB, SK TiSTH
y pa3i mosIBU CUMIITOMIB OPTOCTATUYHOT T1IMOTEH311.

Bnaue na xposomeui. JIocmipKeHHS TPOMOOIMTIB JIFOJUHU TMPOJAEMOHCTPYBaIH, IO IN Vitro
cungeHadil TOTEHIIIOE aHTHarperamiiHi edexTu HaTpilo HiTponpycuay. Hemae >xomHol
iHpopMaii moxo Oe3nekn 3aCTOCYBaHHS cuiieHadTy MaieHTaM i3 MOpYyIIeHHSIMH 3TOPTAHHS
KpoBi a00 TOCTpPOI TMENTHYHOK BHUPA3KOw. TakuM YHHOM, 3aCTOCYBaHHS CHIIeHadiTy
Nali€eHTaMH i€l TPy MOXKIIMBE JIMIIE IICIsT PETENBbHOI OIIHKH CIIBBIAHOIICHHS KOPHCTI Ta
PHU3HKIB.

[Ticnsa 3actocyBanHst 103u 100 Mr 370poBHM JTOOPOBOJIBISIM HE CIIOCTEPIranocsl BIUIMBY Ha



MOP(}OJIOTII0 UM PYyXOMICTh CLIEPMATO301MiB (IUB. po3ain «DapMaKkoOIMHAMIKAY).

Bmpama cnyxy. Jlikapsim ciif mopaauTy narieHTaM NPUIMHATH 3acTocyBaHHs iHT161TOpiB DJIES,
BKJIIOYAIOUM 1eil JiKapchKui 3acid, Ta HEraiHO 3BEpHYTHCS 33 MEIUYHOTO JIOTIOMOIOI0 Y
BUTIQJIKAX PANTOBOTO 3HIDKEHHS Y BTpaTH ciyxy. [Ipo mi sBHIA, M0 TaKOX MOXYTh
CYTIPOBOJIXKYBATHUCS JI3BOHOM Y ByXax Ta 3allaMOpPOUYEHHSIM, ITOBIIOMIISIIIOCS 3 acoIlialli€lo y vaci
13 3actocyBaHHsM iHT10iTOpiB DJIES, BRtouatoun cunaeHadisn. BuzHauuTu, 4u 11l SBUINA TPSIMO
OB’ s13aHi 13 3acTocyBaHHAM iHri6iTopiB ®JIES, un 3 iHmMMEU PakTOpaMu, HEMOKIIHBO.
Oonouache 3acmocyganmus i3 cinomeH3usHumu npenapamamu. Ilpenapar YHHUTH CHUCTEMHY
CYIMHOPO3UIMPIOBAIBHY JiI0 Ta MOXKE HaJajl 3HIKYBaTH apTepiaibHUM THUCK y TAIi€HTIB, SKi
3aCTOCOBYIOTH TIMIOTEH3UBHI JIIKAPChKi 3acO0U. Y OKpEeMOMY JOCIIKEHH] JIIKAPChKOI B3a€MO/Iii
Ipu OAHOYACHOMY 3acTocyBaHHI amoawminy (5 mr abo 10 mr) ta cungeHadimy (100 mr)
NEPOPATBHO CIIOCTEPITraocs CEPEeIHE I0IaTKOBE 3HIKEHHSI CUCTOJIYHOTO TUCKY Ha 8 MM PT. CT.
Ta J1aCTOJIYHOTO — Ha 7 MM PT. CT.

3axeoprosanns, wo nepedardmvpcs cmamesum uLiaxom. 3acTOCYBaHHS CHIICHA(LTY HE 3aXHIIAE
BiJl 3aXBOPIOBAHb, 1110 MIEPEAAFOTHCS CTaTEBUM IUITXOM. CIIi/T POIHCTPYKTYBATH MAII€HTIB MIOA0
HEOOX1IHUX 3aco0iB IS 3aXMCTy BiJ 3aXBOPIOBaHb, L0 NEPENAIOTHCS CTATEBUM IILJISXOM,
BKJIIOYAIOYH BipyC IMyHOAE(DILUTY JIIOIUHH.

3acmocysanns y nepioo sacimuocmi abo 200y8anHs 2pyooro.
Jlikapcbkuii 3aci0 He MpU3HAYEHUHN TSI 3ACTOCYBAHHS JKIHKAM.

30amuicmoy énausamu Ha WEUOKICMb pearyii npu KepyeanHi aemompancnopmom adbo iHuumu
MEXAHIZMAMU.

EporoH® MoXxe MaTH HE3HAayHHMH BIUIMB Ha KepyBaHHA AaBTOTPAHCIOPTOM abo IHIIMMHU
MeXaHi3MaMH.

JlocniKeHb BILIUBY Npenapary Ha 3JaTHICTb KEpYBAaTH TPAHCIOPTHUMHU 3ac00aMU Ta IpaLtoBaTH
3 IHIIMMU MEXaHi3MaMu He MPoBOAMIN. OCKUIBKH y X0l KIIHIYHUX JOCIIIKEHb 3aCTOCYBaHHS
cuiZieHad iy IOB1IOMIISUIOCS PO BUMAIKK 3alIaMOPOYEHHS Ta MOPYIIEHHS 3 00Ky OpraHiB 30py,
nepes TUM sIK C11aTH 3a KepMO TPaHCIIOPTHOTO 3aco0y abo MmpalroBaT 3 MeXaHi3MaMH, Mali€eHTaM
HEOOX1JJHO 3’5ICYBaTH, KOO € iXHs 1HAMBIlyaJbHa PEAKIlisl HAa 3aCTOCYBaHHS Mpenapary.

Cnoci6 3acmocyeanns ma 003u.

[Ipenapar 3acTOCOBYBaTH MEPOPATHHO.

Hopocni. PexomeHoBaHa /103a rpenapaTy cTaHOBUTH 50 MT, 3aCTOCOBYBATH y pa3i HEOOXiTHOCTI
npuOIM3HO 32 | TOIMHY 10 CTATeBOi aKTUBHOCTI. 3aJIeKHO Bijl €(peKTUBHOCTI Ta MEPEHOCUMOCTI
npenapary o3y MokHa 30imemuTH g0 100 Mr aGo 3meHmmUTH 10 25 Mr. MakcuMalbHa
pexoMeHaoBaHa s103a craHoBUTh 100 mr. YacToTa 3acTOCYBaHHS MAaKCUMAaJIbHOI PEKOMEHI0OBAaHOT
JI03M TpenapaTy cTaHOBUTH | pa3 Ha m00y. [Ipu 3acTocyBaHHI npenapary MijJ yac npuiiomy ixi
Jis Ipernapary MO)Ke HacTaBaTH IMi3Hille, HiX MPH HOTo 3aCTOCYBaHHI HATIIE.

Tayienmu nimnvoeo sixky. HeoOXimHICT y KOPEKIIil A03M IS TMAIliEHTIB JITHHOTO BIKYy (= 65
POKIB) BiJICYTHSI.

Tayienmu i3 nupxoeor nedocmammuicmio. JIJis IAILIEHTIB 13 HUPKOBOKO HEJIOCTATHICTIO JIETKOTO
Ta TIOMIPHOTO CTYNEHs TSHKKOCTI (kiipeHc kpeatuHiHy 30-80 MIi/XB) peKOMEHIIOBaHa 032
Ipernaparty € TaKom XK, sIK HaBeJCHO BUIIle y po3aim «Jlopociy.

OCKUTBKHM y TAIi€HTIB 13 HUPKOBOIO HENOCTATHICTIO TSDKKOTO CTyIeHs (KIipeHC KpeaTWHiHy
< 30 mMi1/xB) KITipeHc cuiaeHadiTy 3HWKEHUN, CITi PO3TIITHYTH MOXIJIMBICTh 3aCTOCYBAaHHS 7031
25 mr. 3anexHo BiJ epeKTHBHOCTI Ta MEPEHOCUMOCTI MpernapaTy npy HEOOXiTHOCTI 103y MOKHA
301 TH ocTynoBo A0 50 mr ta g0 100 mr.

Tayienmu i3 newinkosoio neoocmammuicmio. OCKUTBKY y TIAIIIEATIB 13 IEYiHKOBOIO HEIOCTATHICTIO
(HampuKIaA, IUPO30M) KIIpEeHC CcuiAeHauly 3HUKEHHHA, CIiJI PO3IJISIHYTH MOXJIHUBICTb
3aCTOCYBaHHA 103U 25 Mr. 3aJexHO Bii e(eKTUBHOCTI Ta TMEPEHOCHUMOCTI TpenapaTy IpH
HEOOXITHOCTI 103y MOXHa 301IBIIMTH MOCTYOBO /10 SO Mr ta 10 100 Mmr.

Tayieumu, sxi 3acmocogytoms iHWi TIKapcyKi 3acodu. SIKIO MaieHTH 0JJHOYaCHO 3aCTOCOBYIOTh



iaribitopu CYP3A4 (nuB. po3nin «B3aemomis 3 IHIIMME JTIKAPCHKUMHU 3aCO00aMH Ta 1HII BUIU
B3aEMO/IIIY), CITIT PO3TIISTHYTH MOKJIMBICTh 3aCTOCYBaHHS MOYATKOBOI /103U 25 MT (32 BUHATKOM
PHUTOHABIPY, 3aCTOCYBaHHS SIKOT'O OJHOYACHO 13 CHIIeHa]iIOM He PeKOMEHIY€EThCS, IUB. PO3/ILI
«Oco0OIMBOCTI 3aCTOCYBaHHS ).

3 MeToro MiHIMI3allil pU3HKY PO3BUTKY MOCTYPAIbHOI T1IIOTEH31{ Y MaIli€HTIB, AKi 3aCTOCOBYIOTh
0JIOKaTOpH O-aJAPEHOPEIICTTOPIB, iXHINM CTaH MOTPIOHO CTA0LII3yBaTH 3a JOTIOMOTOK0 OJIOKATOPIB
0-aJpEHOPELICTITOPIB 0 TOYATKy 3aCTOCOBYBaHHS cuiacHadiry. Takoxk Ciijx po3TIISTHYTH
MOJKJIMBICTB 3aCTOCYBaHHS TI0YaTKOBOI 1031 25 MT (IHB. po3is «OcoOIMBOCTI 3aCTOCYBaHHS Ta
«B3aeMois 3 IHIIUMU JTIKAPCHKUMHE 3aCO0aMU Ta 1HIII BUIHA B3aEMOJII»).

[Tpu npusHaueHHi cuieHadiny y 1031 25 MI 3aCTOCOBYBATH IperapaT y BiIMOBITHOMY J03yBaHH1
a6o nikapchKiil popmi.

Himu. Jlikapcpkuii 3aci0 He MoKa3aHMiA 710 3aCTOCYBaHHs ocobam BikoM 710 18 pokiB.

Ilepeodo3ysanns.

ITix yac 3acTocyBaHHs pa3oBoi 103U cuiaeHadiry 10 800 Mr mo6ivHI peakiii Oyau moIi0HUMH 10
TUX, IO CIIOCTEPITAIUCS TPU 3aCTOCYBaHHI CHICHA(ITy y HUKYHUX J103aX, aje 3yCTpIidalincs
yacTinie Ta Oy OUTBII TSHKKMMH. 3aCTOCOBYBaHHs cruieHadiry y 1031 200 M HE IPU3BOINIIO
70 TiABUIICHHA €(QEKTHUBHOCTI, aje CIPUYMHSIIO 3POCTAHHS KUIBKOCTI BHIIAIKIB PO3BUTKY
MOOIYHMX peakIliil (roJI0BHOTO OOJII0, MPUILIMBIB, 3alIAMOPOYCHHS, AUCIIEIICIT, 3aKJIaJIeHOCT1 HOCAa,
MOpYIIEeHb 3 OOKY OpTaHiB 30py).

VY pasi nepeno3yBaHHs Py HEOOX1THOCTI CII1JT BAABATUCS 0 3BUYANHUX MIATPUMYIOUUX 3aXO0/IIB.
[TpuckopenHs KiipeHCy cuineHadily mpu remMopianizi MaJoHMOBIpHE Yepe3 BUCOKHU CTYIiHb
3B’SI3yBaHHs Tpernapary 3 OuIKaMH IUTa3MH KpOBI1 Ta BIACYTHICTH eniMiHamii cuineHadiny i3
cedero.

Ioo6iuni peakuii.

HaiiuacTime moBigoMIIsIocs mpo Taki MoOi1UHI peakilii, SIK TOJTOBHUH OiJ1b, IPUILIUBH, TUCIICTICIS,
3aKJIaJICHICTh HOCA, OLTh y CIIHHI, 3a[IaMOPOYCHHS, HYI0Ta, TPUILINBH Kapy, MOPYIICHHS 30Dy,
I[IaHOTICIS Ta 3aTYMaHEHHS 30Dy .

VYci kmiHiuHO 3Hauymli MOOIYHI peakilii, M0 CHOCTEepirajucs MiA 4Yac KIHIYHUX JOCHTIKEHb
yacTilie, HiXK IPH 3aCTOCYBaHHI IJ1aie00, HaBeICHO HIDKYE BiMOBIIHO 10 Kiacudikalli cucteM
OpraHiB Ta 4aCTOTH: Ay e yacTo (> 1/10), vacto (> 1/100 — < 1/10), nevacto (> 1000 — < 1/100)
ta pigko (> 1/10000 — < 1/1000). Kpim Toro, gactora KJIiHIYHO 3HAYYIIMX IMOOIYHKX pEaKIlii,
PO SIKi MOBIIOMIISUIOCS Y paMKax JOCBiAY 3aCTOCYBaHHS IICIIS BUXOy Ha PUHOK, BU3HAUEHA SIK
HeBiZioMa. Y MeKax KO>KHOI TPYTIH 32 4aCTOTOO MOOIYHI peakilii HaBeIeH1 y MOPSIKY 3MEHIICHHS
X cepifo3HOCTI.

[HdexuilHi Ta iHBa3WBHI 3aXBOPIOBAHHS.

Heuacmo: puHiT.

3 OOKY IMYHHO{ CHCTEMHU.

Heuacmo: rinep4yTINBICTb.

3 OOKy HEpBOBOI CHCTEMH.

Hyoice wacmo: TONOBHHMA OLTb.

Yacmo: 3a1aMOpOYCHHSI.

Heuacmo: coHnuBICTS, TinecTe3is.

Pioko: iHCyNbT, TpaH3UTOPHA 1IIEMIYHA aTaka, CyJJOMHU*, PEIUANBH CyI0M™*, CHHKOIIE.

3 OOKy OprasiB 30py.

Yacmo: OpyIIEHHS CIPUAHATTS KOJIBOPiB**, po3iaau 30py, 3aTyMaHECHHS 30Dy.

Heuacmo: po3naau cab030BUAUICHHA™**, Oinb B odax, (otodoOis, dororcis, rimepeMis odeH,
SCKpaBiCTh 30pYy, KOH IOHKTHBIT.

Pioxko: HeaprepianbHa TepeAHs ilIEMiYHAa HEWpOMaTisi 30pOBOrO HepBa*, OKIIO3iA CyIUH
CITKIBKM™*, pEeTHHAJIbHUN KPOBOBWJIMB, apTEPIOCKIEPOTHYHA PETHUHOMATISA, MOPYIICHHS 3 OOKY
CITKIBKH, INIayKOMa, Ae(PEeKTH 1oJist 30pY, JUILIONIsS, 3SHHKEHHS TOCTPOTH 30pY, MIOIIisl, aCTEHOITis,




IUIaBalOYi MOMYTHIHHS CKJIOBMIHOTO Tijla, MOpPYIIEHHsS 3 OOKy paiiiykHoi 00OJOHKH, Mifapias,
MOsIBa CSAIOUMX KPYTIB HABKOJIO JDKEpesa CBITIA (Tajlo) y Mol 30py, HAOPSK OYeH, MPUMyXJIiCTh
oueil, mopyeHHs 3 00Ky ouei, rinepeMist KOH IOHKTHBH, TTOJIPa3HEHHS Ouei, aHOMaJIbHI BITUyTTS
B 0Yax, HAOPSIK TTOBIK, 3HEOAPBIICHHSI CKJICPH.

3 OOKy OpraHiB CIyXy Ta BECTHOYJISIPHOTO anapary.

Heuacmo: 3ammaMopoUeHHsI, A3BiH Y ByXax.

Pioko: riyxoTa.

3 OoKy cepiisl.

Heuacmo: taxikap[isi, moOCUJICHE CEpLEOUTTS.

Pioxo: panroBa ceprieBa cmepTh®, 1H(MAPKT MioKapja, MIIYHOYKOBA apuUTMis™, (iOpuisiis
nepezacepib, HecTabiIbHA CTEHOKAPIis.

3 OOKY Cy/MH.

Yacmo. IPUTLUIMBH KPOBIi 10 OOTHYYSI, TPUIIMBH Kapy.

Heuacmo: aptepialibHa TinepTeH31s1/TINOTEH3I.

3 OOKy pecHipaTOpPHOi CHCTEMH, TPYIHOI KIITKHU Ta CEPEIOCTIHHS.

Yacmo: 3aKinajeHicTh HoOca.

Heuacmo: HOCOBa KpOBOTEYA, 3aKJIAACHICTh MPUIATKOBHX Ma3yX HOCA.

Pioko: Bim4yTTS CTUCHEHHS Y TOPJIi, HAOPSK CIIM30BOI 00OJIOHKH HOCA, CYXICTh y HOCI.

3 OOKY NUTYHKOBO-KHUIIIKOBOT'O TPAKTY.

Yacmo: Hy10Ta, TUCTIETICISL.

Heuyacmo: ractpoe3odareansHa pedaiokcHa xBopoOa, OmoBaHHs, OUTb y BEpXHIM YacTHHI
JKUBOTA, CyXICTh Y POTI.

Pioxo: rinecte3ist pOTOBOI HOPOKHUHHU.

3 OOKY LIKIpY Ta MiIIKIPHOT TKAHUHHU.

Heuacmo: BucunanHs.

Pioko: cunapom CriBenca — J[)koHCOHA*, TOKCMYHHI €ImiIepMaIbHANA HEKpOTi3™.

3 OOKY OIIOPHO-PYXOBOTO anapary Ta CHOTYYHOT TKAHWHHU.

Heuacmo: mianris, 6171 y KiHITIBKaX.

3 OOKY CEeYOBHIILHOT CHCTEMH.

Heuacmo: rematypis.

3 OOKY penpoAYKTUBHOI CUCTEMH Ta MOJIOYHUX 3aJ103.

Pinko: kpoBoTeua 3i cTaTeBOro 4ieHa, nmpiamis3M™*, reMaTocrepmis, oI0BKEeHA ePEKIIisl.

3arajibHi po3JIajH.

Heuacmo: 6inb y Tpyasx, mMiABUIIICHA BTOMITFOBAHICTh, BITUYTTS JKapy.

Pioko: nonpaznenHs.

OOCTexXeHHS.

Heuacmo: migBUILEHA YacTOTA CEPLEBUX CKOPOUECHb.

* [ToBimOMITSITOCS JIUIIIE TTiJT 9ac JOCTIKEHHS TICIs BUXOIY TperapaTy Ha PHHOK.

** JlopymIeHHs CIPUAHATTS KOJBOPY: XJIIOPOIICIS, XPOMATOIICIA, IIIaHOTICis, ePUTPOTIICIs, KCAHTOTIICIS.

*** [MopymieHHS CTLO30BUAUICHHS: CYXiCTh B 04aX, IOPYIIEHHS CIIbO30BHILICHHS Ta i IBUIIICHHS CIIHO30BHUIIIICHHS.

Hwmxuezaznaueni siBuIa criocrepiraiucs y < 2 % Mari€eHTiB; IPUYUHHUHN 3B’ 130K HE BU3HAUCHUI.
[ToBimoMIIEHHS BKITIOYAITH SBUIIA, 10 MAJIM HMOBIPHUH 3B’ 30K 13 3aCTOCYBaHHSIM mpernapaty. He
OynM 3a3HayveH1 ABUIIA, sIKi OYJIM JIETKUMH Ta MOB1IOMJICHHS PO sIKi OyJIU Ty»e HETOUHUMH, 11100
MaTH 3HAYCHHSI.

3acanvni. Habpsx oOmuyyst, peaxiiii GOTOUyTIMBOCTI, IIIOK, aCTEHis, O11b, panToBe MaaiHHA, O171b
y JKUBOTI, palTOBE MOIIKOKEHHS.

3 60oky cepyeo-cyOuHHoi cucmemu: CTEHOKApis, aTPiOBEHTPHUKYJSApHA OJOKaga, MIrpeHb,
MOCTypajbHa TIMOTEH31s, 1eMisi MioKapaa, TpoM003 CyIMH TOJIOBHOTO MO3KY, PaliTOBa 3yITUHKA
cepus, nopymenss Ha EKT, kapniomiomnaris.

3 60Ky WLIYHKOBO-KUWKOB02O0 Mpaxmy: TIOCHT, KOJIT, nucdaris, racTpHUT, TacTPOCHTEPHT,
e3odarit, CTOMaTHT, BIAXWICHHS BiJl HOPMalbHUX pPE3yJbTaTiB MEUIHKOBHX MPOO, peKTalbHa
KpPOBOTEYA, T1HTIBIT.



3 60Ky cucmemu Kposi ma nimgpamuyHoi cucmemuy. aHeMisl, TSUKOICHIsL.

3 bOoky memabonizmy ma XxapwyeawHs: CHpara, HaOpsK, Toaarpa, HecTaOUTbHHI mgialer,
rinepriikemis, nepudepuuHi HAOPAKH, TiEepypPUKEMIs, TIIOTITIKEMIs, TilepHaTpieEMis.

3 6oky ckenemno-m 130801 cucmemu. apTPUT, apTPO3, PO3PUB CYXOKUIUISI, TECHOCHHOBIT, OLTb Yy
KICTKaX, MiaCTEHisl, CHHOBIT.

3 6oxy Hepeosoi cucmemu: aTakcis, HEBpATis, HEUpoOMaTis, MapecTesis, TPEeMOp, BEPTHUTO,
Jernpecisi, 6e3COHHs, aHOMaJIbHI CHOBUIHHS, 3HW)KEHHS pe(IIeKCiB.

3 6oxy ouxanvHoi cucmemu.: acTMa, TUCITHOE, JIAPUHTIT, (DapUHTIT, CHHYCHUT, OpOHXIT, TOCHIICHE
CJIIMHOBH/IUICHHS, TOCUJICHHS KaIILTIO.

3 6oxy wxipu: KpOomWB’SHKA, Teprec, CBepODK, MITIWBICTh, BHUPA3KU IIKIPH, KOHTAKTHHUMA
JEPMATHUT, €KCHOIIaTUBHUIN TEPMATHT.

Cneyughiuni 6iouymms. panToBe 3HWKEHHS Y BTpaTa CIyXy, OUTh y ByXaX, KPOBOBUJIMB y OKO,
KaTapakTa, CyXiCTh B OYaXx.

3 60Ky ypocenimanvbhoi cucmemu: THACTHT, HIKTYpis, MiABHINEHA YacTOTa CEUYOBHITYCKaHb,
301IBIICHHST MOJIOYHHMX 3aJ103, HETPUMAaHHS Cedi, MOPYIICHHS esSKyJlii, HaOpsSK CTaTeBUX
OpraHiB, aHOPTa3Mis.

JlocBia 3acTOCYBaHHS micis BUXOAy Ha puHOK. Ilicnms Buxomy cunaeHadiny Ha pHHOK Oyiu
imeHTH(diKOBaHI HIKYe3a3Ha4yeHl moOiuHi peakiii. OCKUIBKM MpO TakKi peakilii MOBIIOMIISIIOTh
JTOOpPOBLIBHO, HE 3aBXKAW MOXHA JOCTOBIPHO OIIIHUTH X YacTOTY Ta BCTAHOBHUTU NPUYMHHUIMA
3B’SI30K 3 JII€I0 JIIKAPCHKOTO 3aC00Yy.

Cepyeso-cyounni ma yepebposackynsipui seuwa. [1oBITOMISIIOCS TPO CEPHO3HI CEpPIIEBO-
CYIIMHHI, 1IepeOpOBACKYJISPHI Ta CYJAMHHI SBUINA, BKIIOYAIOYH [IEpPeOPOBACKYISIPHY KPOBOTEUY,
cyOapaxHOinajdbHy Ta BHYTPIIIHbOIEpEOparbHy KpPOBOTEUY Ta JIET€HEBY KpPOBOTeUy, IO Oyiu
MOB’s13aH1 B Yaci 13 3aCTOCYBaHHAM cHiieHadiy. Y OUIBIIOCTI MamieHTiB OyiH HasBHI (hakTOpH
CEepIIeBO-CYIUHHOTO pu3uKy. [ToBimomMisuIocs, 1o 3Ae01IbIIOrOo 11l SBUIA BUHUKAIH i yac abo
0JIpa3y MiCJIsi CTaTEeBOI aKTHBHOCTI, Ta IOICKOJIH I1i SIBUILA BUHUKAJIN BiIpa3y Iicis 3aCTOCYBaHHS
cungeHadiny 6e3 ceKCyanbHOT aKTUBHOCTI. [HKOMM yCKITaAHEHHS! BUHUKAJIM MPOTATOM HACTYITHUX
KUTBKOX TOJIMH YM JHIB TICJIS 3aCTOCYBaHHS CHIIIeHa(dIy Ta cTaTeBOI aKkTUBHOCTI. HeMOXXIMBO
BCTAHOBUTH, YU MAIOTh IIi SIBUIIA MPSMHUH 3B 30K 13 3aCTOCYBAHHSM IIpenapary, 3i CTaTeBOIO
aKTHBHICTIO, 3 HASBHUMH (paKTOpaMHU PHU3UKY, UM 13 KOMOIHAII€E€ ITUX (aKTOPiB, YU 3 IHITUMU
daxTopamu.

Kposonocna ma nimgpamuuna cucmemu: Ba30OKITIO3MBHUN KpHU3. Y HEBEIMKOMY 3aBUYACHO
NPUITUHEHOMY JIOCHTIJDKEHHI TpH 3acTOCYBaHHI cuiAeHadidy mallieHTaM 3 JIET€HEBOIO
apTepiaJIbHOI0 TIMEPTEH31€10, BTOPUHHOIO IIMOJ0 CEPIOMOAIOHOKIITHHHOI aHeMii, PO3BHUTOK
Ba300KJIIO3UBHHUX KpPH3iB, MO0 MOTPeOyBaaM TOCIITaNi3allii, CIIOCTepIraBcs 4acTillle, HiX TpU
3aCTOCOBYBaHHI Iiane6o. KiiHiuHe 3HaYeHHsS WX JaHWX IS TAIi€HTIB, SKi 3aCTOCOBYIOTH
cuizieHadia 3 METO0 JTIKyBaHHS €PEeKTUIIBHOT TUCQYHKIIT, € HEBITOMUM.

Hepeosa cucmema: TpUBOKHICTD, TPAH3UTOPHA TJI00aJIbHA aMHE3i.

Cneyughiuni 6iouymms.

Cnyx. Tlicnst BUXOy mpenapaTy Ha pUHOK MOBIIOMIISIIIOCS PO BUTIAJIKKA PANITOBOTO 3HIKEHHS YH
BTPAaTH CIyXy, TOB’s3aHI y dYaci 13 3acTOCYBaHHSAM cuiaeHapiry. Y JesSKuX BHIAJKax
MOBIIOMJISUIOCS TTPO HAsSIBHICTh MEIMYHUX CTaHIB Ta 1HIIMX (PaKTOPIB, 1[0 MOTJIU BiAIrpaTH poJib
y PO3BUTKY MOOIYHMX peakuid 3 Ooky ciyxy. Y OararboxX BuIaAKax iHopMalis 010
MOJJAJTBIIIOTO METMYHOTO CIIOCTEPEKEHHS BiICYTHS. BH3HAUNTH, UM 111 ABUIIIA TIPSMO OB’ s13aHi 13
3aCTOCYBaHHAM TMperapary cuwiaeHadiny, 3 HasBHUMU (aKTOpaMH PH3UKY BTpAaTH CIyXy, 3
KOMOIHAII €0 MUX (PaKTOPIB UM 3 IHIIMMH (PaKTOpPaMH, HEMOKITUBO.

3ip. TumdvacoBa BTpata 30py, IIOYEPBOHIHHS OYEH, TMEUYiHHA B OYaxX, IIiIBUIICHHS
BHYTPIITHLOOYHOTO THCKY, HAOpSAK CITKiBKH, CyJIWHHI 3aXBOPIOBAHHS CITKIBKM YM KPOBOTEUa,
BiJ[IIapyBaHHsI CKIIOMOIIOHOTO TiJa.

[Ticns BuUXOAy mpenapary Ha PHHOK PIIKO TMOBIJOMIISUIOCS TPO BHUMAJKH HeapTepiabHOI
NepeIHbO] 1IEMIYHOI HEBPOIIATii 30pOBOr0 HEPBA, 110 € MPUYNHOIO 3HUKEHHS 30pY, BKIIOUAI0Un
HEOOOPOTHY BTpATy 30Dy, SAKi OyJIM MOB’sI3aHi y 4aci i3 3actocyBaHHsM iHT101TOpiB DJIES, Yy TOMY
yucii cuinaenadny. barato 3 narieHTiB Manu aHaTOMI4HI a00 CyAMHHI (PaKTOPU PU3HKY PO3BUTKY




HeapTepianbHOI MepeHboi 1MeMiuHOI HEeBpOMaTii 30pOBOrO HEPBA, BKIIOYAIOUM TaKi: HU3bKE
CITIBBITHOIIICHHSI JllaMeTpa €KCKaBallii Ta JMCKa 30pOBOTO HepBa (3aCTIMHUEN IHUCK 30pOBOTO
HepBa), Bik Bix 50 pokiB, apTepiaibHa TINEPTEH3is, 3aXBOPIOBAHHSI KOPOHAPHUX apTepii,
rimepmimigemiss Ta mnadiHHA. HeMOoXIMBO BW3HAYWTH, YW I SBHINA MPSAMO TOB’S3aHl 13
3actocyBaHHAM iHTIOITOpiB OJES, UM 3 HAsIBHUMHU aHATOMIYHUMH a00 CyIMHHUMH (PaKTOpaMH
PHU3HKY, UM 3 KOMOIHAIIIEIO ITUX BCiX (PAKTOPIB, YK 3 ITHIIUMU (HaKTOpaMHU.

3simysanns npo nido3pioeani nodiuni peaxyii. 3BITYBaHHS MO IiJO3PIOBaHI MOOIYHI peakiiii
miciisl  peectparii JIiKapchbKoro 3aco0y Mae Belmke 3HaueHHs. lle mae 3mory mpoBoauTH
MOHITOPHHT CITiBBIJHOIICHHS MK KOPUCTIO 1 PH3UKaMU, ITOB’I3aHUMH 13 3aCTOCYBaHHSIM IIHOTO
Jikapcbkoro 3acoOy. JlikapsM ciig 3BiTyBaTH Npo OyAb-sKi IMi03pIOBaHI MOOIYHI peakiii
BiJIMIOBITHO 10 BUMOT 3aKOHO/IaBCTBA.

Tepmin npudamnocmi. 5 poKis.

YMoBu 30epiranus.
306epiraTy B OpUriHajIbHINA yIAKOBIII PU TemmepaTypi He Buie 25 °C.
30epiratu y HeJJOCTyITHOMY IS IiTE€H MICITi.

YnakoBka.
Ta6merku o 50 mr, mo 100 mr Ne 1 (1 x 1), Ne2 (2 x 1), No4 (4 x 1), No 8 (4 x 2) y GmicTepi, y
TAYIIi.

Kareropis Bigmycky.
3a penenTom.

BupoOuuk.
[TPAT «PITODAPM».

Micue3Haxo/:KeHHsI BUPOOHUKA Ta HOro ajpeca Micusi NPOBAAKEHHS islJIbHOCTI.
VYkpaina, 84500, Jonenpka 0611., M. baxmyrt, Bysn. Cubipiesa, 2.

3asiBHUK.
TTPAT «PITODAPM».

Micue3HaxoIKeHHA 3asiBHUKA.
VYkpaina, 02152, m. Kuis, npocniekt [laBna Tuunnau, 6ynunok 1B, odic A 504.



