Ckian

Oitoua peuvosuHa: sildenafil;

1 TabrmeTka MicTUTH cunmeHadiny uuTpaTy y mo3ax, ekBiBaseHTHUX 50 mMr a6o 100 mr
cungeHadiny;

00ONoMIdJICHI pedyo8UHU: KaJblliio rigpodocdaT gurigpart, 1esion03a MiKpOKpHUCTalidyHa,
KOIIOBiIOH, KPEMHIIO JiOKCUM KOJIOimHUYM O0e3BOOHUM, TalbK, MarHilo cTteapaT, HaTPiio
KpOCKapMesio3a, KpoxMallb KapTOMJISHUMA.

JIikapcbKa ¢popmMma

TabneTku.

OcHOBHI (i3uko-ximiuHi 81acmueocmi: TabneTKu 6iIoro KOJIb0opy, OBOOIYKITI,
mecturpadHi (popmu «HEXAGON»), 3 mo3Haukow «®» 3 000X OOKiB.

®dapMaKoTepalneBTHYHA Irpyna

3acobu, siKi 3aCTOCOBYIOTh IPU epeKTunbHiM quchyukiii. Cunmenadin. Kog ATX G04B
EO03.

®apMaKoOJIOridyHi BJIaCTHUBOCTI

dapmakoduHamika.

MexaHni3Mm gii. CunpmeHnadin € mepopaabHUM IIPerapaToM, II0 3aCTOCOBYIOTD IS

JIIKyBaHHS MOPYIIEeHb epeKIlii y 4onoBikiB. [Ipu cTaTeBoMy 30ymKeHHI IIpenapatT
BIIHOBIIIOE 3HUIKEHY €PEKTUIbHY (PYHKIIIO IIJITXOM IIOCUJIEHHS IPUTOKY KPOBi IO
IIeHica.

dizionoriyHuM MexaHi3M, 110 3YMOBJIIOE €PEKIIil0, BK/II0Ya€ BUBIJIbHEHHS OKHCY a30Ty
(NO) y KaBepHO3HUX TijllaxX IIif 4ac cTaTeBOro 30ymKeHHs. BUBiIbHEHUI OKCUL a30Ty
aKTUBY€ (pepMEHT I'yaHilaTIUKIIa3y, 0 CTUMYJIIOE ITiABUIIEHHS PiBHS HUKJIIIYHOT O
ryano3uaMoHodocdaty (1I'M®), 1110, y CBOIO Yepry, CIIPUYUHSIE PO3CiIabeHHs
rJ1agKol MyCKyJIaTyp¥ KaBEPHO3HUX TiJI, CIPUSIOYHN IIPUTOKY KPOBI.

CunpmeHadin € MOTYy>KHUM Ta CEIEeKTUBHUM iHTiOiTopoM 1l MO-crienndpivyHol
docdopmiectepazu 5 (OIIES5) y KaBepHO3HUX Tinax, e ®IES Biamosimae 3a po3nap
I’ M®. EdbekTu cunmeHadiny Ha epeKiliio MailoTh IepudepudIHu XxapakKTep.
Cunpmenadin He YMHUTH O€3M0CEPEeIHbOI PeIaKCcyoyol il Ha i30/TboBaHi KaBepHO3Hi
Tijla JTIOOWHY, ajie IOTYXKHO IMOCUJTIOE po3ciabmioouy mito NO Ha gaHy TKaHUHY. [1pu



aktuBallii Metaboniynoro nsixy NO/uI'M®, 11o BigOyBa€eThCsI IPU CTATEBIiM
cTuMysiii, inrioyBanus cunmeHadinom ®IES nmpu3BoOuTh OO0 ITiOBUIEHHS PiBHS
11’ M® y KaBepHO3HUX TijlaXx. TaKUM YMHOM, [JIs TOTO, 1100 cunmeHadisn CIpu4YuHsIB
notpibHul papmakonorivHu epeKT, HeoOXigHe cTaTeBe 30yaXKEHHS.

Bonus Ha dhapMakonmHaMiky. [TOoCHiaKeHHS in vitro MpogeMOHCTPYBaIu, 110
cunpgeHadin € cenektuBHUM 1oao ®IEDS, sika 6epe aKTUBHY y4acThb Yy ITPOIECi epexiii.

Bonus cunpgenadiny Ha ®IIES noTyXHImUM, HiK Ha iHIIi BimoMi pocdomiecTepasu.
et edbekT y 10 pasiB moTyxkHimul, HixK edekT BunuBy Ha ®IIEG, 1110 6epe y4acTs y
npoiecax GoTonepeTBOPeHHA y CiTKiBLi. [Ipu 3acTOCyBaHHI MaKCUMaIbHUX
PEKOMEHI0BaHUX A03 CeJIeKTUBHICTh cunpgeHadiny momgo ®IIES y 80 pa3iB nnepeBuiiye
roro cenektuBHicTh momo ®IOE1, y 700 pasiB Builja, Hix mono ®IE2, ®IIE3, OIIE4,
®IOE7, ®OE8, ®OE9, ®IIE10 Ta ®IE11. 30KpeMa, CENEKTUBHICTh cugeHadiny momo
®IIES5 y 4000 pa3iB nepeBuillye uoro ceneKTuBHIiCTh momo ®IE3 - HAM®-cnienudigro1
izopopmu pochomgiecrepasu, 1110 6epe y4acTh y perymisilil cepiieBol CKOPOTIUBOCTI.

dapmakokKiHemuka.

AGcop6iisi. CungeHadin mBUAKO abcopOyeThbcsi. MaKcuMaIbHi IJ1a3MOBi KOHIIEHTPallil
npenapaty gocsararotbes npoTaroMm 30-120 xBunuH (i3 MeniaHo 60 XBUIKWH) Hicad
MOro ImepopabHOr0 3aCTOCYBaHHS HaTie. CepenHs: abcomoTHa 6i0OOCTYIIHICTD ITics
IIepopanbHOr0 3aCTOCYBAHHS CTAaHOBUTH 41 % (3 miama3oHOM 3Ha4YeHb Bifg 25 g0 63 %).
Y pexomeHpoBaHOMY fOiana3oHi o3 (Big 25 o 100 mr) noka3uuku AUC Ta CmaX
cunpeHadinty micias Moro IepopabHOr0 3aCTOCYBaHHS MiABUIIYIOTHCS IIPOMIMOPLIINHO
0O OO3MU.

[Tpu 3acTocyBaHHi cunaeHadiny mig yac nmpuiioMy ixi cTyniab abcopO1ril 3HUKYETHCSA
i3 cepenHiM MOOOBXKEHHSIM Tmax oo 60 XBUIMH 1 cepegHiM 3HUKEHHSIM Cmax Ha 29 %.

Posnopin. Cepenniit piBHOBaxkHUM 00’eM posmnominy (V d) cTaHOBUTH 105 miTpiB, 110
CBIIUUTH PO PO3MOALJ IpernapaTy y TKaHMHaX opraHiamy. [licisg ogHOKpaTHOTO
IIepopaabHOr0 3aCTOCYBaHHA cuingeHadiny B 0o3i 100 Mr cepegHs MakCcUMallbHa
3arajibHa IJTa3MOBa KOHIIEeHTpallii cuiaeHadiny cTaHOBUTDH Ipubnu3Ho 440 Hr/MI
(koediieHT Bapianil cTaHOBUTE 40 %). OCKinbKY 3B’A3yBaHHSA CcUIgeHadiy Ta 1oro
ronoBHoro N-gecMeTus-MeTaboIiTy 3 OinKamMu mjaa3Mu gocsrae 96 %, cepenus
MaKCHMaJllbHa Mjla3MOBa KOHIIEHTpallisl BiTbHOTr0 cungeHadiny gocsrae 18 Hr/mn
(38 umorb). CTymiHb 3B’sI3yBaHHSA 3 OijIKaMu IJla3MM KPOBi He 3a/1€XKUTh Bifl
3araJbHUX KOHIEHTpaliu cuingeHadiny.

Y 3popoBux DOOPOBOIIBIIIB, SIKi 3aCTOCOBYBaiu cuingeHadin omHokpaTHO ¥ Ao3i 100 mr,
yepe3 90 xBUIMH B eAKyATI Bu3Havasnocs MeHule 0,0002 % (y cepenaromy 188 HT)
3aCTOCOBaHOI1 JO3MU.



BioTtpancdopmartisi. Metabomni3Mm cungeHadiny 30iCHIOETHCS TOJIOBHUM YHMHOM 3

y4acTio MikpocoManbHUX i30pepmenTiB nedinku CYP3A4 (rojI0BHUU MINISIX) Ta
CYP2C9 (gpyropsigHui 1uisix). ['010BHUM HUPKYTIOIOYUNM MeTabO0IiT YTBOPIOETHCS
nisixom N-meMeTunioBaHHS cungeHadiny. CeneKTuBHICTL MeTabommiTy BimHocHO OIIES
MMOpiBHSIHHA 3 CEIeKTUBHICTIO cungeHadiny, a akTUBHICTb MeTaboJtiTy BimHOCHO ®IIEDS
CTaHOBUTH MPuUO/IM3HO 50 % aKTUBHOCTI TOYAaTKOBOI pe4oBUHHU. [11a3MOBi
KOHIIeHTpallil Iboro MeTaboiTy CTaHOBNATh Npubnu3Ho 40 % KoHIeHTpallil
cunmeHadiny y nnasmi KpoBi. N-geMeTuIboBaHUM MeTabO0JIiT 3a3HA€ MOOAJILIIIOTO
MeTaboI1i3My, a Iepiof “oro HalliBBUBEOEHHSI CTAHOBUTH ITPUOIU3HO 4 TOOUHU.

Eniminanisa. 3arajgbHul KilipeHC cungeHadiny ctaHoBuTth 41 1/rof, 3yMOBIIIOI0YU
rnepiopn MOro HaliBBUBEOEHHS TPUBAJIICTIO 3-5 roguH. 4K miciasa mepopajbHOro, Tak i
IiCJisg BHYTPIIIHBOBEHHOTO0 3aCTOCYBAaHHSA €KCKpellisd cungeHadiny y BUTIAO1
MeTabOoJIiTiB 3ilICHIOETLCS TOJIOBHUM YMHOM i3 KajioM (ripubnuszo 80 % 3acTocoBaHOl
IIepopabHOl JO3M) Ta MEHIIIOI Mipoio 3 cedyero (mpubnau3Ho 13 % 3acTocoBaHOI
IIepopaabHOl MO3K).

dapmakokiHemuka 8 ocobausux 2pyn nauieHmis.

[TamieHTH MiTHLOTO BiKY. Y 3mMOpOBUX HOOPOBOMIBIIIB JIITHROTO BiKy (BikoM Bif 65 poKiB)

BiI3Ha4Yanocsa 3HUXKEHHS KIIipeHCy cungeHadiny, 1o 3yMOBJIIOBAIO IiABUIIEHHST
I1JIa3MOBUX KOHIIEHTpallill cunaeHadily Ta Horo akTUBHOTO N-IeMeTU/Ib0BaHOT O
MeTabomniTy npubnu3uo Ha 90 % MmOpiBHSHO 3 BiANOBIHUMU KOHIIEHTPAIISIMU Y
3[0POBUX OJOOPOBOMIBIIB MOJIOAMIOTO BiKy (18-45 pokiB). ¥V 3B’5I3Ky 3 BIKOBUMU
BiIMIiHHOCTSIMU y 3B’sI3yBaHHi 3 OiIKaMU IJTa3MU KPOBi BiITIOBiOHE MiABUILIEHHS
I1JIa3MOBOI KOHIIEHTpPallil BiTbHOTr0 cunmeHadiny craHoBuiao mpubnausxo 40 %.

HupkoBa HefjocTaTHICTh. Y HOOPOBOMIBIIIB i3 mOpyIIeHHAMU QYHKIII HUPOK JIETKOTO Ta

IoMipHOro cTyneHs (KiipeHc KpeaTuHiHy 30-80 mMii/xB) ¢papMaKOKiHETHKA
cunpeHadiny 3anuiianacs He3MiHEHOIO ITiCJIg MO0 OOHOKPATHOIO IePOPaIbHOT0
3acTtocyBaHHA y 7o3i 50 Mmr. Cepenni AUC Ta Cmax N-meMeTHUIb0BaHOTO METabOIIiTy
HigBUIITyBaIuCsa Ha MakCUMyM 126 % Ta makcuMyM 73 % BiOIOBiOHO IMOPIBHSHO 3
TAaKUMHU MOKA3HUKAMHU Y HOOPOBOJIBIIIB TAKOTO XK BiKy 0e3 mopylneHb QyHKITiI HUPOK.
OpHak yepes BUCOKY iHAWBiAyasibHY BapiabenbHICTh 1Ii BigMiHHOCTI He Oynu
CTAaTUCTUYHO 3HAYYHIUMU. Y TOOPOBOJIBIIB i3 TIXKKUMU ITOPYIIIEHHIMHU QYHKITII HUPOK
(kmipeHC KpeaTuHiHy HUXK4Ye 30 MJI/XB) KIIipeHC cuingeHadiny 3HUKyBaBCs, 110

npusBoguino oo migsuiieHHsS AUC Ta CH1 « B CEPEeTHEOMY Ha 100 % Ta 88 %

a
BiATIOBiAHO MMOPIBHSAHO i3 JOOPOBOJMBIIMU TAaKOTO K BiKy 0e3 mopymieHb QPyHKITi1

HUpOK. Kpim Toro, 3Hauennsa AUC Ta Cm < N-meMeTUIb0BaHOTO MeTabOoJIiTY 3HAUYIIE

a
nipsuinyBanucsa Ha 79 % ta 200 % BignmosigHO.



[TeyiHKOBa HEOOCTATHICThL. Y HOOPOBOJIBIIIB i3 IIUPO30M IMEYiHKU JIETKOTO Ta IOMipHOTO

cTymneHs (KnaciB A ta B 3a knacudikamiero HYaunma — [1'10) KinipeHc cungeHadiny
3HUXKYyBaBCH, 10 Tpu3Boauso o nipgsumieHHs AUC (84 %) Ta Cmax (47 %) nopiBHSHO
3 HOOPOBOIBIISIMU TAKOTO XK BiKy 0e3 mopyuieHb QyHKIIiM nedinku. PapMaKoKiHEeTHUKaA
cunpmeHadiny y maIfieHTiB i3 MOpPyHIeHHIMU QYHKIIN NeYiHKU TSIXKKOTO CTyIIeHS He
BHUBYAaJsacs;d.

IToka3aHHA

[IpenapaT peKOMEHAYETHCSA 3aCTOCOBYBaTU YOJIOBIKaM 3 €PEKTUIIHbHOIO OUCPYHKIIIEIO,
siKa BU3HAYAEThCS K HE3[aTHICTh JOCATTH abo MiATpUMaTH €PEKIIiI0 CTaTEBOTO
yjieHa, HeoOXigHY [JIs1 YCIIIIHOTO CTaTEeBOTO aKTy.

IIns edbekTuBHOI il mpemapaTy HeoOXimHe cTaTeBe 30YIXKEHHS.
ITporunnoka3aHHs

e TTigBHUINlEHA YYTAUBICTD A0 cungeHadiny abo 6yab-AKO1 3 HOIIOMiKHUX PEYOBUH
JIiIKapCchKOTO 3aco0y.

e OmHOYaCHe 3aCTOCYBaHHS i3 JOHOPAMU OKCULY a30Ty (TaKMMU SIK aMiJIHITPUT)
abo HiTpaTamu y Oyab-saKivt ¢popmi — cungeHadin Ma€ BIJIUB Ha HIJIIXU
MeTaboI1i3aMy OKCUAy a30Ty/ HUKIIIYHOT O r'yaHo3uHMoHodocdhaTty (1’ M®) ta
MOTEHIIiI0€ TiTOTeH3UBHUY e(DeKT HiTpaTiB.

e OgHO4YacHe 3acTtocyBaHH4 iHTiOiTOPiB ®IES (Y TOMy uuchi cunmeradiny) 3i
CTUMYISITOPaMU I'yaHiTaTIMKI/Ia3u, TaKUMHU SIK piolUryaT, IPOTUIIOKa3aHe,
OCKiJIbKA MOXKe IPU3BECTH OO0 CUMITOMATHUYHOI TiIIOTeH3il (AuB. pO34in
«B3aemMopmis 3 iHmIMMU JTiKapChbKUMHI 3acoO0aMu Ta iHIII BUOW B3aEMOII»).

e CTaHU, IIpU SIKUX CTaTeBa aKTUBHICTb € HeOaXKaHOM0 (TSXKKi ceplieBo-CyOuHHi
po3raaM, Taki IK HecTabislbHA CTEeHOKapHis abo ceplieBa HEOOCTATHICTh TSIXKKOTO
CTYIIEHA).

e JlikapchKui 3acib MPOTUNOKA3aHUM ITalliEHTaM, SIKi BTPATHUIM 3ip Ha OMHOMY OIIi
BHACJIIJOK HeapTepiaJlbHOL IIePeaHbO] IIIIeMidHOl HeUpoIaTil 30pOBOTO HEPBA,
He3aJIeXXHO Biff TOro, I0B’'s13aHa L1 [1aTOJIOTiA i3 IonepenHiM 3aCTOCYBaHHAM
iari6iTopiB ®EDS um Hi.

e HasiBHiCTh TaKMX 3aXBOPIOBaHb, SIK MOPYIIEHHS QYHKITII Te4iHKY TSAKKOTO
CTyIleHs, apTepiajbHa rinoteHsia (apTepianpbHuil TUCK HUXK4Ye 90/50 MM pT. CT.),
HeIIloJlaBHO ITepeHeceHul iHCynbT abo iHpapKT MioKapaa Ta ciagKoBi
OeTreHepaTHBHI 3aXBOPIOBaHHS CiTKiIBKHU, TakKi SIK IIIrMeHTHUU PETUHIT (Taki
MalieHTH MOXKYTh MaTU TeHeTU4Hi po3nagu pocdopiecTepas CiTKiBKH), —
Oe3rneka cunmeHadiny He OocCHifXKyBajacs y TaKUX IMiArpynax malli€HTiB.

B3aemonisi 3 iHOIMMH JTiKapChbKHUMH 3aCo00aMHu



Bnaue iHwux saikapcvkux 3acobie Ha cuideHadin.

HocnigkeHHs in vitro. MeTtabomniaMm cungeHadiny BigOyBaeThCs mepeBaxHO 3 y4acTio

izopopmu 3A4 (romoBHUM LIIAX) Ta i3odopMu 2C9 (APYTOPSAOHUN IIISX) TUTOXPOMY
P450 (CYP). Tomy iHribiTOopu 11X isopepMeHTiB MOXKYTh 3HUKYBATU KITipEHC
cungeHadiny, a iHOYKTOPU LIUX i30hepMEHTIB MOXKYTh MiABUIIyBaTH KIIipeHC
cunmeHadiny.

HocrnigkeHHs in vivo. [lonynaniiHui ¢papMaKOKiHETUYHUY aHalli3 JaHUX KITIHIYHUX

OOCHiAKeHb IPOAEeMOHCTPYBaB 3HNUKEHHSA KIIIPEHCY CulmeHadily IIpu Uoro
OOHO4YaCHOMY 3acTocyBaHHi 3 iHribiTopamu CYP3A4 (TakuMU K KETOKOHA30JI,
€PUTPOMIIIUH, IMMETHUANH). X04a IIPU OOHOYAaCHOMY 3aCTOCyBaHHI cungeHadiny ta
iaridiTopiB CYP3A4 3pocTaHHS YaCTOTH MOOIYHUX SBUIL HE CIIOCTEPiraaocs, CiIim
PO3TISHYTH MOXKJIUBICTh 3aCTOCYBaHHS IIOYATKOBOIL 03U culgeHadiny 25 Mr.

OpHouyacHe 3acTocyBaHHSA iHribiTopy BIJI-mpoTea3u puToHaBipy, AyKe MOTYyKHOTO
inridiTopy P450, y cTaHi piBHOBaxKHO1 KoHIleHTpalii (500 mr 1 pa3 Ha mo0Oy) Ta
cunpgeHadiny (pa3osa go3a 100 Mr) Ipu3BOOUIIO A0 IMiOBUIIEHHS Cmax cunpgeHadiny
Ha 300 % (y 4 pa3u) Ta nigBuieHHsa nna3MmoBoi AUC cunpmenadiny Ha 1000 % (y 11
paziB). Yepes 24 roauHU M1a3MOBi piBHI cungeHadiny Bce I1le CTaHOBUIIN IPUOTU3HO
200 Hr/MII IOPiBHSAHO 3 PiBHEM NPUOMMU3HO 5 HI/MJI, XapaKTePHUM [JIs 3aCTOCYBaHHS
cunpeHadinly oKpeMo, 110 BiAIIOBiZa€ 3HaYHOMY BIIJINBY PUTOHABIPYy HA IIAPOKUM
crekTp cyoctpatiB P450. Cunmenadin He BruBa€e Ha papMaKOKiHETUKY PUTOHABIPY.
3 ornsapy Ha 1l (papMaKOKiHETHMYHI JaHi OJHOYaCHe 3aCTOCYBaHHS cuigeHadiny Ta
PUTOHABIPY HE PEKOMEHAYETHCS (OUB. po3ain «OcoOIUBOCTI 3aCTOCYBaHHSA»); V OyOb-
SIKOMY BUIIQKy MaKCHMaJlbHa J03a cuigeHadiny 3a ;KogHUX 00CTaBUH He MOBUHHA
epeBHUIllyBaTu 25 MI IpoTaroM 48 roguH.

OnmHouyacHe 3acTocyBaHHs iHTi6iTOpy BlJI-mpoTea3u cakBiHaBipy, iHriditopy CYP3A4, y
mo3i, 1m0 3abe3rnevuye piBHOBaxkKHY KOHIeHTpallito (1200 mr 3 pa3u Ha gody), Ta
cunpeHadiny (100 Mr pa3oBo) IPU3BOAUIIO A0 HMiABUIIEHHA Cmax cungeHadiny Ha

140 % Ta 30inbiieHHs cucteMHol ekcro3utili (AUC) cunpgeHadiny Ha 210 %. He
BHSBJIEHO BIIJIMBY cuiifeHadiny Ha ¢papMaKOKiHETUKY CaKBiHaBipy (OAUB. PO3Oin
«Cmocib 3acTocyBaHHS Ta mo3u»). [lepenbada€eThcs, 1110 OiNbII NOTYXKHi iHTiIGiTOPH
CYP3A4, Taki 5K KETOKOHA30JI Ta iTpakKoHa30J1, OyayTh MaTu OinbIll BUpaKeHUM’

BIL/IUB.

ITpu 3actocyBanHi cungeHadiny (100 Mr pa3oBo) Ta epUTPOMILIUHY, IIOMIPHOTO
iuriditopy CYP3A4, y piBHOBaxkHOMY cTaHi (500 Mr 2 pa3u Ha goOy IpOTAroM 5 OHIB)
CIIOCTepirasocs IIiaABUIIEHHS CUCTEMHOI eKCIo3ullil cunmeHadiny Ha 182 % (AUC). Y
3MOPOBUX AOOPOBOJIBIIIB YOJIOBIUOl CTATi HE CIIOCTEPITrasocs BIJIUBY a3UTPOMIIIUHY
(500 mr Ha goOy npoTsarom 3 mi6) Ha AUC, Cm , T, KOHCTAQHTYy IIBUAKOCTI

aX max
esliMiHallil Ta IMOmanbIINM Mepion HaliBBUBeOeHHS cuiaeHadiny abo Moro rojioBHOTO



IIUPKYJtolo4uoro Mmetabomnity. LluMmetunus (iHriéiTop uuroxpomy P450 Ta
Hecnenudiuuuit inriditop CYP3A4) y no3i 800 Mr nmpu ogHOYaCHOMY 3aCTOCyBaHHI i3
cungmeHadinomMm y 0osi 50 Mr y 3mopoBuX HOOPOBOIBIIB ITPU3BOAUB 0 MiTBUIIIEHHS
MJIa3MOBUX KOHIIEHTpaLiu cungeHadiny Ha 56 %.

I'peuindpyToBui cik € cnabkuM inriditopom CYP3A4 y CTiHIII KHIIIEYHUKY i MOXKe
CIIPUYMHUTH IIOMipHE IMiABUINIEHHS PiBHIB cunIgeHadiny y maa3Mi KPoBi.

OnmHOKpaTHE 3aCTOCYBaHHS aHTAlMIB (MarHilo rifpokcuny/ aaiOMiHilo TiOpOKCUaOy) He
BILIMBAJIO Ha O6iomocTymHicTh cunmeHadiny.

Xoya mocnimkeHb crienudivHol B3aEMO/il 3 yciMa JTikapChbKUMU 3acob0aMu He
IIPOBOOUIIOCS, 3a JaHUMM IMONYIALIKMHOTr0 (papMaKOKIHETUYHOTO aHali3y,
bapmakokiHeTuKa cungeHadiny He 3MiHIOBaIacsa IIPU MOT0 OJHOYaCHOMY
3aCTOCYBaHHI i3 mikapchbKuMU 3acobaMu, 1110 HajlexkaTh go rpynu inriéitopis CYP2C9
(TonGytamin, BapdapuH, ¢heHiToiH), rpynu iHridiTopiB CYP2D6 (Takux sIK CEJIeKTHBHI
iHri6iTOPM 3BOPOTHOTO 3aXOMJIEHHS CEPOTOHIHY, TPULIUKITIYHI aHTUOEIPEeCaHTH),
Tpynu Tia3uOHUX Ta Tia3UOOIIONIOHUX OiypeTHUKiB, MEeTIHOBUX Ta Kasili3dbepirarouux
OiypeTHUKiB, iHTi0ITOPIB aHTiOTEH3UHIIEPETBOPIOBAILHOTO (hepMeHTy (ATID),
AHTaArOHICTiB KablIlil0, aHTAroHIiCTiB B-agpeHopeliennTOpiB abo iHAYKTOPiB MeTabomizMmy
CYP450 (Takux sk pudaMirinuH, 6apbiTypaTu).

OpmHouYacHe 3aCTOCYBaHHS aHTaAroHicTa eHA0TeNliHy O0CeHTaHy (IOMipHUN iHOYKTOP
CYP3A4, CYP2C9 Ta, moxmnuso, CYP2C19) y piBHOBaxkHOMY cTaHi (125 Mr gBigi Ha
noOy) Ta cunpmeHadiny y piBHoBaxkHOMY cTaHi (80 Mr 3 pa3u Ha no0Oy) IPU3BOAUIIO A0
3uuxeHHda AUC Ta CmaX cungeHadiny Ha 62,6 % Ta 55,4 % BignoBigHO. ToMy
OOHOYACHE 3aCTOCyBaHHS TaKUX MOTyXKHUX iHAyKTOpiB CYP3A4, gK pudaMilid Moxe
MIPU3BOAUTHU IO OiIbIlI BUPaXKeHOTro 3HUXKEHHS KOHIIeHTpallil cunmeHadiny B nna3mi
KPOBI.

Hikopaupgun sgBjsie coboio ribpua akTUBaTOpa KasblliEeBUX KaHalliB Ta HiTpaTy.
HiTpaTHUY KOMIIOHEHT 3yMOBJIIOE MOKJIUBICTh MOTO CEPMO3HOI B3a€EMO/il 3
cungeHadinom.

Egpexmu cuadeHaginy Ha iHWi aikapcovki 3acobdu.

HocnigxkeHHs in vitro. Cungenadin - cinabkuit iHridéiTop izodopm 1A2, 2C9, 2C19,

2D6, 2E1 ta 3A4 qutoxpomy P450 (IK50 > 150 MKMOJ1b). OCKIiNIBKHY MiKOBIi MJIa3MOBI
KOHIIeHTpallil cugeHadiny OopiBHIOIOTH IPUOIM3HO 1 MKMOIIb, BILJIMB IIpenapaTry Ha
KJIipeHC cyOCcTparTiB 1IuX i30hepMEeHTIB MaTOMMOBIipHUM.

BigcyTHi maHi mjomo B3aemofil cungeHadiny Ta TakKux Hecnelu@igHUX iHTiIOITOPIB
dochomiecTtepasu, K TeodisiH Ta UOIPUOAMOII.



HocnigzkeHHs in vivo. OCKibKY BigoMo, 1110 cunpmeHadin Ma€ BILIUB Ha MeTabo1i3m

OKCHUAY a30Ty/ HUKJIiYHOTrOo ryaHo3uHMoHodochaTty (uI'M®), 6yn0 BCTaHOBJIEHO, IO
cungeHadin MOTEHIIiI0€ TIMOTEH3UBHY [il0 HIiTpaTiB, TOMY MOT0 OGHOYaCHEe
3aCTOCYBaHHS 3 JOHOpPaMM OKCUAY a30Ty abo 3 HiTpaTaMu y OynOb-aKiu ¢popmi
IpoTUIIOKa3aHe (OuB. po3nin «IIpoTunokazasHsa»).

Piouuryart. [JOKIIiHIYHI OOCHIOXKEHHS IPOAEMOHCTPYBaIX agUTUBHUN CUCTEMHUU
edeKT 3HUKEHHS apTepialbHOT0 TUCKY, IIPU OOHOYACHOMY 3aCTOCyBaHHi iHTiOiTOpPiIB
®JIES 3 piomuryatoMm. KiiHiyHI OOCHIOXKEHHS IIPOAEMOHCTPYBaIu, 110 piouuryaTt
IIOCUJIIOE TiMOTEeH3UBHY Aito iHribiTopiB ®IES. YV namieHTiB, SKi Opanu y4acTb y
OOCIIIAKEeHHI He CIIOCTePirajoch MO3UTUBHOTO KIIHIYHOTO e(eKTy Bif OQHOYACHOT O
3acTocyBaHH4 iHriOiTOpiB ®IIES 3 pionuryatom. IIpoTunokasaHe ogHOYacHe
3acToCyBaHHsA pionuryarty 3 iHribitopamu ®IES (y Tomy uucii cungeHadinom) (qus.
po3nin «IIpoTunoka3aHHsI»).

OnmHoYacHe 3aCTOCyBaHHS cuigeHadiny Ta 6JI0KaTOPiB a-aJipeHOPEEeNTOPiB MoXKe
ITPU3BECTH OO0 PO3BUTKY CUMIITOMATUYHOl apTepiaibHOI TIoTeH3il y AesIKUX CXUIbHUX
OO IIbOTO MallieHTiB. Taka peakilis Hal4dacTillle BUHKUKAaJla IPOTIroM 4 TOOWH Iicasa
3acTocyBaHHS cunmeHadiny (ouB. po3gin «Crocib 3acTocyBaHHS Ta OO3U» Ta
«Ocob6IMBOCTI 3aCTOCYBaHHS»). Y X0[i mocmigXKeHb crielindiyHol B3aeMOil TiKapChbKUX
3aco0iB 6I0KaTOP O-afpeHOoPeIenTopiB JoKca303uH (4 Mr Ta 8 Mr) Ta cungeHadin

(25 mr, 50 Mr Ta 100 Mr) 3aCTOCOBYBa/I OOHOYACHO MalliEHTaM i3 JO0OPOsKiCHOIO
rinmepmnnasieio nmepegMixypoBoi 3aymo3u, cTabini3allisg ctany SKux Oyna JOCSITHyTa IIpHu
3aCTOCYyBaHHI JOKCa303UHY. Y WX HOMIMYJALIAX CIIOCTEPIrajocs cepegHe OOOaTKOBe
3HUIKEHHS apTepiaJlbHOTO TUCKY y IOJIOXKEHHI j1eXXayu Ha 7/7 MM pT. CT., 9/5 MM pT.
CT. Ta 8/4 MM PT. CT. i CepejHE 3HUKEHHSA apTepialbHOI'O TUCKY y IIOJIOXKEHH] CTOA4YU
Ha 6/6 MM pT. cT., 11/4 MM pT. cT., 4/5 MM pPT. CT. BignosigHo. [Ipu ogHOYacHOMY
3acToCcyBaHHI cunpgeHadisy Ta JOKCa303UHY y MallieHTiB, cTabini3alis cTaHy SIKUX
OyJia mOCSATHYTa IIPU 3aCTOCYBaHHi TOKCAa3031HY, iHOMi ITOBIHOMIISIIIOCS ITPO PO3BUTOK
CUMIITOMATHUYHOl OPTOCTAaTUYHOI TiIOTEeH3il. Y IIMX MOBiHOMIEHHSX UIIJIOCS IIPO
BUITIQ[IKU 3allaMOPOYEHHS Ta CTaH mepeqn HEeIIPUTOMHICTIO, are 6e3 CUHKOIIE.

He cnocTepirasocs xXK0OHUX 3HaYYIINX B3a€EMOLIN IIPU OOHOYACHOMY 3aCTOCYBaHHI
cungenadiny (50 mr) i Tondytaminy (250 mr) abo Bapdapuny (40 Mmr), 1110
MeTabomnizyroTrbcss CYP2CO.

Cunpenadin (50 Mr) He TpU3BOAUB A0 ITOAOBXKEHHS Yacy KPOBOTEUi, CIPUYNHEHO]
3aCTOCYBaHHSM alleTHUJICcaiuuiaoBol KuciaoTu (150 mr).

Cunpenadin (50 Mr) He IOTEHIIiIIOBaB rIIOTEH3UBHY [il0 aJIKOTOJII0 Y 300POBUX
DOOPOBOIIBIIIB ITPU CEPeIHIX MaKCUMaIbHUX PiBHSX €TaHOJIy KpoBi 80 mr/mi.



Y maiieHTiB, sIKi 3aCTOCOBYBasu cuiageHadin, He CIIOCTePIranocsa XKOOHUX
BimMiHHOCTeM mTpodinio mobiuHux edheKTiB MOPIBHSIHO 3 Ij1aiiebo IIPpu OOHOYAaCHOMY
3aCTOCYBaHHi TaKUX KJIaCiB rilMOTeH3WBHUX JIiIKAPChKUX 3aC00iB, SIK MiypeTUuKH,
6710KaTOpHU B-agpeHopelenTopiB, iHridiTopu AII®, aHTaroHicTu aurioren3uny II,
AHTUTINEPTEH3UBHI TiKapCchKi 3aco0u (CyauHOPO3UINPIOBAaIbHI Ta IIeHTPalIbHOI [il),
0JI0KaTOpU afpeHepriuyHuX HelpoHiB, 6JI0KAaTOPH KaJIbIIiEBUX KaHaJIiB Ta 0JI0OKAaTOPH O-
aIpeHOpPeLenTopiB. Y clelialbHOMY OOCHIAXKEeHHI B3aEMOIil IIPY OOHOYAaCHOMY
3acTocyBaHHi cungeHadiny (100 Mr) Ta aMJIOOuUIIIHYy HalliEHTaM 3 apTepialbHOIO
rinepTeH3i€10 CIoCTePiraaocsa ogaTKOBe 3HUKEHHS CUCTOJIIYHOTO apTepiaibHOT O
THUCKY B IIOJIOKEHHI Jiekadyu Ha 8 MM PT. CT. BianoBigHe 3HUKEHHSA OiaCTOIIYHOTO
apTepiagbHOTO TUCKY CTAHOBUJIO 7 MM PT.CT. 3@ BEIUUYHUHOIO IIi MOOATKOBI 3HUXKEHHS
apTepiabHOTO TUCKY OYJ/IM MOPIBHIHHUMHU i3 TUMH, III0 CIIOCTEPIraaucs mpu
3acTOCyBaHHi nuie cunmeHadiny y 3mopoBux O0OPOBOJIBLIIB (OUB. PO3Oin
«®apMaKoOJIOTiYHi BIaCTHUBOCTI»).

Cunpmenadin y mo3i 100 Mr He BIiMBaB Ha papMaKOKiHETUYHI MOKA3HUKHU iHTi0ITOPIB
BIJI-ipoTea3u, cakBiHaBipy Ta pUTOHaBipy, 110 € cyocTtpatamu CYP3A4.

Y 3mopoBux JOOPOBOJIBIIB YOIOBIUOl CTAaTi 3aCTOCYBaHHS cuimeHadiny y
piBHOBaxkHOMY cTaHi (80 Mr 3 pa3u Ha goOy) npusBonuso go nigsumieHHs AUC ta C

max 6ocenTany (125 Mr 2 pa3u Ha mo0y) Ha 49,8 % 42 % BignoBigHO.

Oc006/1MBOCTi 111070 3aCTOCYBaHHSI

Ilo mouyaTKy Teparil ciif 3i0paTu MEOUYHUN aHaMHe3 IalliEHTa Ta IIPOBECTU
disukanbHe 00CTEXKEHHS OJI AiarHOCTUKY €PEKTUJIbHOI AUCYHKIII Ta BU3HAYEeHHS 11
MOKJIUBUX ITPUYUH.

daKkmopu pu3uky cepueso-cyOuHHuUX 3axeoptosaHb. OCKIIbKY CTaTeBa aKTUBHICTh
CYIIPOBOMXKYETHCS IEBHUM CEPIIEBUM PU3UKOM, MO ITOYATKY OyOb-IKOTO TiKyBaHHS
epPeKTUIIbHOI AUCPYHKIII JTikap Ma€ OLIIHUTHU CTaH CepPlLieBO-CyANHHOI CUCTEMU
naiiedTa. CungeHadin YMHUTE CYOUHOPO3IMINPIOBAIbHY [if0, III0 IPOSBIISETHCS
JIETKMM Ta KOPOTKOYaCHUM 3HUXKEHHSIM apTepiaJbHOTO TUCKY (OAUB. pO3OiI
«PapMakoguHaMika»). [1o mpu3HadYeHHs culgeHadiny JIikap Ma€ peTelbHO 3BaXKUTH,
441 MOXKe TaKui e(peKT HEeCIIPUATIINBO BIJIMBATU HA MAIli€HTIB i3 IEBHUMHU OCHOBHUMHU
3aXBOPIOBaHHSIMM, 0COOIUBO Y KoMOiHallil 3i cTaTeBOI0 aKTUBHICTIO. IO MallieHTiB i3
MMiABUIIIEHOI0 YYTJIMBICTIO [0 Ba30AMIaTaTOPiB HajlexkaTh NaIlliEHTH 3 00OCTPYKIIIEIO
BUBITHOTO TPAKTY JIiBOTO IIITYHOYKa (HaOmpUKIa[, CTEHO3 aOpTH, TrinnepTpodiuHa
0OCTPYKTHUBHA KapaioMiomnaTisi) abo mallieHTH 3 PigKiCHUM CHUHOIPOMOM
MYJIbTUCHUCTEMHO] aTpodil, OJHUM 3 IIPOSIBIB SIKO1 € TSAXKKEe IMOPYIIEHHS Perysil
apTepianbHOTO TUCKY 3 00Ky BereTaTuBHOI HEPBOBOI CUCTEMMU.



[IpenapaT MOTEHIIIIOE TITOTEH3UBHUM e(PEKT HiTpaTiB (OUB. PO3Min
«[IpoTUioKa3aHHSI»).

Y nocTtMapKeTHHTOBOMY II€Piofi ITOBIIOMIISIIIOCS PO TSKKi mMoOiuHi peakiril 3 60Ky
CepIeBO-CYOIUHHOI CUCTEMH, BK/II0UYal04Hu iH(papKT MioKapaa, HeCcTabinbHY
CTEeHOKapAilo, palToBy CePIEBY CMEPThD, IITYHOYKOBY apUTMilo, IlepeOpoBacKyIsIpHi
KPOBOBUJIMBY, TPAH3UTOPHY IIlIEeMiYHY aTaKy, apTepiajabHy rilnepTeH3ilo Ta
apTepianbpHy TimoTeH3iio, 110 3a YacoM 30iramucs i3 3acTocyBaHHSAM cuingeHadiny. ¥
OinbIIOCTI MallieHTIB icHYBanu GaKTOPU PU3UKY CEPILIEBO-CYIUHHUX 3aXBOPIOBAHb.
BaraTto Takux 1mo6iyHUX peakiliii crmocTepiranocs mim yac abo oapa3ly Miciasi CTaTeBOTO
aKTy i JTuIlle KibKa Tpanujocs HEBOOB3i ITiC/IsA 3aCTOCYBaHHSA cuigeHadiny 6e3
CTaTeBOl aKTUBHOCTI. TOMy HEMOIKJIMBO BU3HAYUTH, YU OB’ I3aHUN PO3BUTOK TaKUX
mo6iyHUX peakiliii 6e3nmocepenHbo 3 GakTopaMu PU3UKY, UM IX PO3BUTOK 3YMOBJIEHUM
IHITUMY YMHHUKaMHU.

IIpianizm. 3acobu Ojis JIiKyBaHHS €peKTUIbHOL AUChYHKII, y TOMYy YHUCITi i
cunpeHadin, ciig npu3HadyaTu 3 00epexKHIiCTIO ImalliEHTaM 3 aHaTOMIYHUMH
nedopmMallisiMu neHica (TaKUMU SIK aHTYJISALisI, KaBepHO3HUU gibpo3 abo xBopoba
ITeitpoHi) Ta nanieHTaM 3i CTaHaMU, 110 CIPUSAITH PO3BUTKY IIpiani3amMy (TaKUMU K
cepnonofiOHOKITITUHHA aHeMisi, MHOXKMHHa MieroMa abo menkeMis).

[Ticns Buxony cunpgeHadiny Ha pUHOK MOBIHOMIISIOCS PO BUIIAAKU MOOOBXKEHOI
€epeKlIlil Ta mmpiani3amy. JKIIo epekiliss TpuBa€ OOBIlle 4 TOOWH, HallilEHTaM CJIi HeralHO
3BEPHYTHUCS 3a MEOUYHOIO JOIOMOro0M. Y pasi BifCyTHOCTI HeraHOr 0 TiKyBaHHS
piamiaM MozKe ITPHU3BECTH OO0 ITOMIKOMXKEHHS TKaHUH IeHica Ta OO0 CTiMKOol BTpaTHu
TIOTEeHIIil.

O0HouacHe 3acmocyB8aHHs 3 iHwumu iH2ibimopamu ®ES5 abo iHwumu npenapamamu
0414 NIKYBAHHA epeKmusibHOl ducyHKkuil. be3neky Ta epeKTUBHICTh OOHOYACHOTO
3acToCcyBaHHs cunmeHadiny 3 iHmuMmu inriditopamu ®IIES abo iHIIMMU IpenapaTaMu
07 TiKyBaHHS TimepTeH3il 1ereHeBol apTepil, 10 MiCcTATh cunmeHadin (Hampukiag
«PeBar1iio»), 41 3 iHIMUMU IIpellapaTaMu [OJis JTIiIKyBaHHS €epPEKTUIbHOI AUCHYHKIII He
BUBYasM. TOMy 3aCTOCYBaHHS TaKux KoMOiHaIlill He peKOMeHIOBaHeE.

Bnaue Ha 3ip. Hagxoaunu CIIOHTaHHI ITOBIHOMJIEHHS PO BUHUKHEHHS Oe(eKTiB 30py
ITPY 3aCTOCyBaHHI cungeHadiny Ta iHmux iHriditopiB ®IIES (guB. po3min «I1o6iuHi
peaxiiii»). 3i CIIOHTaHHUX IIOBiIOMJIEHb Ta HATJISAOBOI0 MOCIIiAXKEeHHS BiJOMO PO
BUIIQJIKM PigKiCHOI HeapTepialbHOI MepengHbol illleMiuHOol HeBpoIaTil 30poBOT0 HEPBA,
MMOB’sI3aHO] i3 3aCTOCyBaHHAM cungeHadiny ta inmux iHriditopis ®IE5S (quB. po3min
«ITo6iuHi peaktii»). ITallieHTiB cig monepeouTH, 110 ¥ Pa3i parToOBOTO MOPYIIEHHS
30Py 3aCTOCOBYBaHHS CUIAeHa(ily CIig NPUIIMHUTH Ta HeraliHO 3BEPHYTHUCS OO
nmikaps (ouB. po3min «IIpoTUIIOKa3aHHI»).



OO0HouacHe 3acmocyB8aHHA 3 pumoHasipom. OmHOYaCHE 3aCTOCyBaHHSA cungeHadiny
Ta PUTOHABIPY He PEKOMEHAYEThCS (OUB. PO3Oin «B3aeMopisa 3 iHIIMMU JTIKAPCHKUMU
3acobamMu Ta iHIII BUOW B3a€EMOMOIN»).

OO0HouacHe 3acmocyeaHHs 3 baokamopamu a-adpeHopeuenmopis. IlanienTaMm, sKi
3aCTOCOBYIOTh OJIOKATOPU G-adpeHOPEeLeIITOPiB, 3aCTOCOBYBATHU cuiigeHadin ciig 3
00epexKHiCTIO, OCKiTbKM TaKa KOMOiHaIlisd MOKe IIPU3BECTH 10 CUMIITOMATUYHOI
apTepianbHOI TIMMOTEeH3il y AesIKUX CXUIbHUX 0 IIbOT0 MallieHTiB. CUMIITOMaTU4YHA
aprepiajibHa TilIOTEH3is 3a3BUYal BUHUKAE IPOTATOM 4 TOOUH IIiC/IsA 3aCTOCYBaHHSA
cunpgeHadiny. 3 MeTo0 MiHiMi3allil pU3UKy PO3BUTKY IIOCTypPaIbHOI TiOTEeH3il y
Malli€eHTiB, SIKi 3aCTOCOBYIOTh OJIOKATOPU (-adpPeHOPELEeNTOPIB, iIXHill cTaH MOTPiOHO
cTabiisyBaT 3a JOIOMOTO0I0 6JIOKaTOPiB -aApPEeHOPELIETITOPIB 0 MOYaTKy
3aCTOCOBYBaHHS cungeHadiny. TakoxX Cilif pO3TrISHYTU MOXKJIMBICTh 3aCTOCYBaHHSA
IMOYaTKOBOI 103u 25 Mr (muB. po3min «Criocié 3acTocyBaHHS Ta go3u»). KpiMm Toro, ciin
npoiHdOopMyBaTH IAIi€EHTIB, K OiSITH y pa3i MOSBU CUMIITOMIB OPTOCTAaTUYHOL
rimoTeHaili.

Bnaue Ha kposomeui. [locnigKeHHS TPOMOOILIUTIB JIIOOUHY ITPOAEMOHCTPYBAIH, 1110 in
vitro cunpgeHadin MOTEHIIIIOE aHTHUarperaliiHi epekTu HaTpito HiTponpycuny. Hemae
XKomHol iHdopmarrii 1mogo 6e3meKku 3aCTOCyBaHH cuiigeHadiny maiieHTam i3
MMOPYIIIEHHSIMHU 3rOPTAaHHS KPOBi ab0 rOCTPOI0 MENTUYHOI0 BUPA3K0l. TaKUM YHUHOM,
3aCTOCyBaHHSA cunAgeHadiny mamieHTaMu i€l TPyIXd MOXKJ/INBE JIMIIIE ITiCJIs PeTEeIbHOI
OLIIHKHY CIIIBBIOHOIIIEHHSA KOPUCTI Ta PU3UKIB.

[Ticna 3actocyBaHHA mo3u 100 MT 3MOpoBUM AOOPOBOJIBIISIM He CIIOCTEPIraaocs
BILUIMBY Ha MOP(OJIOTii0 Y¥ PYXOMIiCTh CIEPMATO301iB (OMB. PO3Tis
«PapMaKoOuHaMiKa»).

Bmpama cayxy. JIikapsiM CJIif IOpaguTH NalliEHTaM IPUINHUTU 3aCTOCYyBaHHSI
inridiTopiB ®IIE5, BKiIouaouu el JIikapChbKUl 3acib, Ta HeraliHO 3BEPHYTHUCS 3a
MEOWYHOI'0 JOIIOMOIOI0 ¥ BHIIaJKaX PaIlTOBOTr0 3HUXKEHHSA YU BTpaTu ciayxy. [Ipo i
sIBUIIA, 110 TAKOXK MOXKYTh CYIIPOBOAXKYBaTUCS O3BOHOM Yy ByXaX Ta 3allaMOPOYEHHSIM,
TMOBigOMIISAJIOCS 3 acolliallielo y 4aci i3 3acTocyBaHHsaM iHri6iTopiB ®IIEDL, BKIOYalo4yu
cunpgeHadin. BusHauuTy, 4y 1Ii SBUIIA IPSAMO OB’ sI3aHi i3 3aCTOCYBaHHAM iHTiOIiTOPIB
®IES, yu 3 iHImMMHU paKTopaMu, HEMOXKJINBO.

O0HoOuacHe 3acmocCyB8aHHA i3 2inomeH3usHUMU npenapamamu. IIpemapaT Y4MHUTH
CHUCTEMHY CYOUHOPO3MINPIOBAJIbHY [il0 Ta MOXKe HalaJli 3HUXKYyBaTH apTepialbHUNA
THCK Y IAIli€HTIiB, Ki 3aCTOCOBYIOTh T'IIOTEH3UBHI JIIKapChKi 3aco0u. Y oKpemMomy
OOCITiIZKEeHHI TiKapChKOl B3a€EMO[Iil IPXU OOHOYACHOMY 3aCTOCYBaHHI aMJIOOUIiHY (5 MT
a6o 10 mr) ta cunmeHadiny (100 Mr) rmepopaabHO CIIOCTEPITAIOCs CEpPeIHE O0IaTKOBE
3HUXKEHHS CUCTOJIIYHOI'O TUCKY Ha 8 MM PT. CT. Ta OiaCTOJIIYHOI'O - Ha 7 MM PT. CT.



3axeoprosaHHs, W0 nepedarwmsca cmamesuM WAsIXoM. 3aCTOCYBaHHS cungeHadiny
He 3axHuIla€ Bill 3aXBOPIOBaHb, 110 IePeaalThCs CTaTeBUM IIsaxoM. Crifg
MMPOIHCTPYKTYBATH MAIliEHTIB MO0 HeOOXigHMUX 3aco0iB [JIs1 3aXUCTY Bifl 3aXBOPIOBAHb,
III0 IepefalThCs CTaTEBUM MIJITIXOM, BKJIIOYa04YM BipyC iMyHOOeQiuuTy JTIOOUHHA.

3acmocysaHHsA y nepiod eazimHocmi abo 200y8aHHs 2py0010.
JlikapcbKui 3acib He MPU3HAYEHUM IOJIsT 3aCTOCYBAaHHS KiHKaM.

30amHicmb enausamu Ha weudKicmb peakuii npu KepysaHHi aemompaHcnopmom abo
[HWuMu mMexaHiamamu.

EpoToH® MOXKe MaTH He3HAaYHUM BIJIUB Ha KEPYBaHHS aBTOTPAHCHOPTOM abo iHIIUMU
MeXaHi3MaMMu.

IocmigkeHb BIUIMBY IpelnapaTy Ha 30aTHICTh KepyBaTH TPAHCIOPTHUMU 3acobaMu Ta
IIpalroBaTy 3 IHIMMMU MeXaHi3MaMu He ITPOoBOAMIN. OCKIIBKY Y X0l KIIIHIUYHUX
OOCHiAKEeHb 3aCTOCYBaHHS CUIOeHadiy IMOBIHOMIISAIOCS IIPO BUNAOKHN
3aaMOpPOYEeHHS Ta IOPYLIeHHS 3 00Ky OpraHiB 30py, Ilepeq TUM SIK CimaTH 3a KepMO
TPaAHCIIOPTHOTO 3aco0y abo ITpallloBaTHU 3 MexaHi3MaMH, IallieHTaM HeoOXiTHO
3’siCcyBaTH, SKOIO € 1XHS iHOMBiOyasjibHa peakllis Ha 3aCTOCYBaHHS ITpelapary.

Cnocid 3acTocyBaHHsS Ta J03H

[Ipermapat 3aCTOCOBYBAaTH II€POPAJILHO.

Lopocai. PekoMeHnoBaHa [go3a IIpernapary CTaHOBUTH 50 MrI, 3aCTOCOBYBaTH y pasi
HeoOxigHOCTi npubim3HO 3a 1 roguMHY OO0 CTaTeBOl aKTUBHOCTI. 3aJIe’KHO Bif
e(peKTHUBHOCTI Ta IEPEeHOCUMOCTI Ipenapary fo3y MoxkHa 30inemuTtu 7o 100 Mr abo
3MEHIIUTHU 00 25 MI. MakcuMasibHa peKoMeHgoBaHa fo3a ctaHoBuTh 100 mr. HYacToTa
3aCTOCyBaHHS MaKCHMaJIbHOl peKOMEHAOBaHOl JO3M IIpenapaTy CTaHOBUTH 1 pa3 Ha
noOy. IIpu 3acTocyBaHHI ITpemaparTy mif 4ac IpuioMy 1XKi i mperapaTy Moxke
HacCTaBaTH IIi3Hillle, HiXK IpPU MOT0 3aCTOCyBaHHI HaTIIe.

IMauienmu aimHvo20 8iky. HeoOXigHICTh ¥ KOPEKIIil 03K AJIS MalliEHTIB TiTHHOTO BiKYy
(= 65 pokiB) BigCyTHS.

ITauienmu i3 HUpKo8o HedocmamHicmio. [171s1 TTAIliEHTIB i3 HUPKOBOIO HEOOCTATHICTIO
JIETKOTO Ta IIOMIPHOTO CTYIIE€HS TSIKKOCTI (KiipeHC KpeaTuHiny 30-80 MJ1/XB)
PEeKOMeH0BaHa [J03a IpelapaTy € TaKOI X, AK HaBeeHO BUIlle Y PO34isl «Iopocii».

OCKinbKY y NAaLi€HTIB i3 HUPKOBOI HEOOCTATHICTIO TSIKKOT0 CTyHeHs (KJIipeHC
KpeaTuHiHy < 30 MJI/XB) KilipeHC cunpgeHadiny 3HUKEHUU, CIIil PO3TIISTHYTH
MO2KJIUBICTh 3aCTOCYBaHHS 03U 25 MT. 3aJie’KHO Bifi eeKTUBHOCTI Ta HIEPEHOCUMOCTI



Ipenapary Ipu HeoOXiMHOCTi 403y MOXKHa 30iIBIIUTH NOCTYIIOBO A0 50 MT Ta Ao
100 mr.

ITauienmu i3 neuiHko80t HedocmamHicmioo. OCKIIbKM y HAlli€HTIB i3 IT€4YiHKOBOIO
HeJOCTaTHICTIO (HalmpuKiafd, IUPO30M) KIIipeHC cungeHadiny 3HUKEeHUU, CIIif
PO3TJISHYTH MOXKJIMBICTh 3aCTOCYBaHHS A03U 25 MT. 3ajiexkKHO Bifl e(peKTUBHOCTI Ta
IMePeHOCHUMOCTI ITperapaTy Ipu HeoOXimHOCTI J03y MOKHa 30iIbIIINUTH ITOCTYIIOBO M0
50 mr ta go 100 wmr.

ITauienmu, siKi 3acmoco8yomb iHWI AiKapcuKi 3acobu. AKINO MalieHTH OQHOYaCHO
3acTocoByioTh iHTi6iTopu CYP3A4 (muB. po3min «B3aemomist 3 iHIIMMU TiKapChbKUMU
3acobaMu Ta iHIIII BUOU B3a€EMOMIN»), CIIiI PO3TASHYTH MOXKIIUBICTh 3aCTOCYBaHHS
IMO0YaTKOBOI 03U 25 MT (3a BUHATKOM PUTOHAaBipy, 3aCTOCYBaHHS SKOT0 OOHOYACHO i3
cunnmeHadiioM He peKOMEHOYETHCS, TUB. Po3min «OCOBGIMBOCTI 3aCTOCYBAaHHSI»).

3 MeTO0 MiHiMi3allil pU3UKy PO3BUTKY IIOCTYPaJIbHOI IriNOTEeH3il y IMallieHTiB, AKi
3aCTOCOBYIOTh 0JIOKATOPU Q-adpPeHOPEeLeITOPiB, iXHiM cTaH noTpiOHO cTabinidyBaTu 3a
OOTIOMOT 010 6JIOKATOPiB -aIpeHOoPEeLeITOPiB A0 IT0YaTKy 3aCTOCOBYBaHHS
cungeHadiny. TakoxK Cif pO3TJISHYTHA MOXKJIMBICTh 3aCTOCYBaHHS ITOYaTKOBOI JO3U 25
MT (OuB. po3min «OcobGIUBOCTI 3acTOCyBaHHSA» Ta «B3aeMomisa 3 iHIIMMHU JTiKapChbKUMU
3acob0aMu Ta iHIIII BUOW B3a€EMOMIN»).

[Tpu npusHaueHHi cungeHadiny y mo3i 25 MTr 3aCTOCOBYBaTH IIpelapar y
BimmmoBigHOMY H0O3yBaHHI ab0 nikKapchKiit popmi.

Himu. JlikapcbKui 3acib He mOKa3aHUM OO0 3aCTOCyBaHHs ocobaM BikoM o 18 pokis.
Ilepeno3yBaHHs

ITim yac 3acTocyBaHHS pa30Boi mo3u cungeHadiny go 800 Mmr mobiuHi peakiiii 6ymmu
NoJiOHUMU OO THUX, IO CIIOCTEpiraaucs Ipu 3aCTOCyBaHHI cungeHadiny y HUKYIUX
mo3ax, ajie 3ycTpivanucs dacTiiie Ta Oynau OifbIll TIXKKUMU. 3aCTOCOBYBaHHS
cungeHadiny y mosi 200 Mr He TpU3BOAUIIO A0 IMiABUILIEHHS €(EeKTUBHOCTI, aje
CIIPUYMHSIIO 3POCTAaHHS KiIbKOCTI BUNIAOKIB PO3BUTKY IMOOIYHUX peakilii (TOJI0BHOT'O
00J110, IPUILIUBIB, 3alTaMOPOYEHH S, AUCIIEIICi], 3aKJIafleHOCTi Hoca, ITOPYIIeHb 3 OOKY
OpraxiB 30py).

Y pasi nepeno3yBaHHS IIPU HEOOXiMHOCTI CIim BOaBaTUCS OO0 3BUYAWHUX
nigTpuMyo4dux 3axofiB. [IprucKopeHHs KilipeHCy cungeHadiny npu remopiamisi
MaJIOMMOBipHE Uepe3 BUCOKHUM CTYIIiHb 3B’sI3yBaHHSA MpelapaTy 3 0iIkaMu I1a3Mu
KPOBI Ta BiICYTHICTH eniMiHalil cungeHadiny i3 ceuero.

ITo6iuni epexkTHn



Hattyacriiie moBimoMIsiiocs IIpo Taki mobiuHi peaxiiii, SK TOJIOBHUM OiNlb, IPUIIIIUBH,
OUCTIEIICisl, 3aKJlaleHiCTh Hoca, OiNb y CIIMHI, 3alaMOpPOYeHHsI, HyJoTa, IPUIJINBU
JKapy, IOPYyLIEeHHS 30pPY, L[IaHOIICis Ta 3aTyMaHEHHS 30pY.

Yci kniHiyHO 3HauyIIi M00iYHI peaxiiii, 1110 CIIOCTepiraaucs mif 4ac KIiHIYHUX
OOCIIiIZKeHb YacTillle, HiXK ITPY 3aCTOCYBaHHI I1a1ie00, HaBeOeHO HUXKYe BiAMIOBITHO
oo Kinacudikaliil cicTeM OpraHiB Ta 4aCTOTH: OyxKe dacTto (= 1/10), gwacTto (= 1/100 —
< 1/10), HeuyacTto (= 1000 — < 1/100) ta pigko (= 1/10000 — < 1/1000). Kpim Toro,
YacTOoTa KJIiHIYHO 3HAYYIIUX MOOIYHUX peakllii, Ipo SIKi IMMOBiIOMIISIOCS ¥ paMKax
OOCBify 3aCTOCYBaHH4 IIiCJIsI BUXOAY Ha PUHOK, BU3HaYeHa K HeBijoMa. Y Mexax
KOJKHOI I'pyIIX 3a 4aCTOTOIO MOOiuHi peakilil HaBefleHi Y TOPSAOKY 3MEHIIIeHHS 1X
CEPUO3HOCTI.

IHdeKIIiMHI Ta iHBa3MBHI 3aXBOPIOBAHHS.

Heuacmo: puHiT.

3 OOKY iMYHHOI CUCTEMH.

Heuacmo: rinepyyTiIuBICTS.

3 00Ky HEPBOBO1 CUCTEMH.

Iyoaice yacmo: ToOnoBHUM Oinb.

Hacmo: 3a1aMOpPOYEeHH.

Hevyacmo: cCOHNUBICTS, rinnecresid.

PiOKo: iHCYnbT, TPAH3UTOPHA illleMiYyHa aTaka, CyooMu*, peluaAnuBU CyoqoM*, CUHKOIIE.

3 OOKY OprasiB 30py.

Yacmo: TIOpYIIeHHSI COPUUHSATTS KOIbOPiB**, po3agu 30py, 3aTyMaHEeHHS 30DYy.

Heuacmo: po3nany cIbo30BUAINEHHSI* *, 6inb B o4ax, ¢poTtodobist, poTorcis,
rinepemis o4ei, siCKpaBiCTh 30py, KOH IOHKTUBIT.

Pidoko: HeapTepianbHa IepenHs illleMidyHa HeHWpoIaTisi 30poBOro HepBa*, OKII03is
CYOWH CITKiBKH*, peTUHa/IbHUM KPOBOBUJINB, apTEPIOCKIEPOTUYHA PETUHOIIATIA,
MMOPYILIeHHS 3 00Ky CiTKiBKH, rJlayKoMa, fedeKTH oIS 30py, OUIIIIONis, 3HUXKEHHS
TOCTPOTH 30py, MiOIlisA, aCTEeHOIIid, I1JlaBalo4yl IOMYTHIHHS CKJIOBUOHOTO TiJa,
MOpPYyIIeHH 3 00Ky paimyKHoI 000JIOHKHU, Mifipia3, ImosBa CAIUYNUX KPYTiB HaBKOJIO
oXKepesa CBiTia (rajo) y moii 30py, HaOpsK o4ei, IPUNyXJIiCTh O4Yel, IMOPYIIeHHS 3
OOKy o4el, rinmepeMis KOH' IOHKTUBHU, ITIOAPA3HEHHS O4Yel, aHOMaIbHi BiTUyTTs B Oo4ax,
HaOpsK IOBiK, 3HeOapBIeHHS CKJIEPH.



3 OOKY OpraHiB CIyXy Ta BeCTHOYJIIPHOTO amapary.

Heuacmo: 3anaMOpOYeHH, O3BiH Y ByXax.
Pioko: royxorTa.

3 OOKY ceplis.

Heuacmo: Taxikapmisi, TocuieHe cepieduTTs.

Pioxo: panToBa ceplieBa cMepTh*, iHpapKT MioKapaa, IUTYHOYKOBa apuUTMis*,
dbibpunsaiis nepencepab, HecTabilbHa CTeHOKapPHis.

3 OOKY CYOUH.

Yacmo: IpUIInByU KPOBi MO 00/IUYYSs, IPUJIMBU XKapy.
Heuvyacmo: apTepianibHa rinepTeH3isa/TinoTeH3is.

3 60KV pecHipaTOpHOlI CUCTEMH, TPYOHOI KJIITKM Ta CEPenoCTiHHS.

Yacmo: 3aKnageHicTh HOca.
Heuacmo: HOCOBa KpoBOTeua, 3aKJIafeHiCTh MPUAaTKOBUX Ma3yX Hoca.
PiOoko: BifuyTTsI CTUCHEHHS y TOPJIi, HAOPSK CJIM30BOI 000JIOHKU HOCA, CYXiCTh Y HOCI.

3 60KV HIJIYHKOBO-KHIIIKOBOI'O TPAaKTY.

Yacmo: HygoTa, QUCIIEIICIA.

Heuacmo: ractpoe3odareanbHa pedokcHa xBopoba, O/1ioBaHHsI, 0ifTb ¥ BEpXHil
4YaCTHUHI XXKUBOTAQ, CYXiCThb Y POTI.

PiOKo: rinnecTesiss poTOBO1 MOPOXKHUHMU.

3 OOKY IIKipHW Ta HigIIKipHOI TKAHUHHU.

Heuacmo: BucunaHHs.
Pioko: cuanpoM CriBeHca — [[2)KOHCOHa*, TOKCUYHUH eNifepMalbHUN HEKPOITi3*,

3 OOKY OIIOPHO-PYXOBOT'0 aapaTy Ta CHOJIYYHOl TKaHWHHU.

Heuacmo: mianris, 6inb y KiHIliBKax.

3 O0OKY CEYOBHIOIIbHOI CHUCTEMH.

Heuacmo: rematypis.



3 60Ky PenponyKTHBHOI CHUCTEMH Ta MOJIOYHHX 3aJI03.

Pigko: KpoBOoTedYa 31 CTAaTEBOTrO 4jleHa, IIpiami3aM*, reMaToCcnepMmisi, IIOgOBXKeHa
epeKilid.

3aranbHi po371agu.

Hevacmo: 6inb y rpyasax, migBUllleHa BTOMJIIOBAHICTh, BifUyTTS XKapy.
Pioko: mogpa3HeHHS.

OOCTeXKeHHH.

Heuacmo: niigBullleHa 4aCcTOTa CepPLEBUX CKOPOYEHb.
* IToBimomuisAsioCcA JUILE Hif Yac OOCIIIAXKEHHS [IiCJig BUXOAOy IIpernapaTy Ha PUHOK.

** [lopylieHHSI COPUUHATTS KOJIbOPY: XJIOPOIICisA, XpOMAaTOIICisd, IiaHOIICis,
€PUTPOIICisA, KCAHTOIICIs.

**¥* TlopyllleHHS CIIbO30BUAIJIEHHSA: CYyXiCTh B OUaX, HOPYIIEHHS CIIbO30BUOIIIEHHS Ta
HigBUIIIEHHS CJIbO30BUOIJIEHHS.

Huxue3a3HaueHi ssBUllla crioctepiranucsa y < 2 % IalieHTiB; IPUYUHHUU 3B 130K HE
BU3HaueHuU. [ToBigoOMIIeHHS BKIIOYaJIX SBUIIA, III0 MaJId MMOBIpHUM 3B’I30K i3
3acToCyBaHHSM IipernapaTty. He Oynu 3a3HadeHi siBuilla, gKi Oyau TerkKkuMU Ta
TMOBiHOMIIEHHS PO SAKi OyiM Oy»Ke HETOYHUMH, 11100 MaTH 3HaYEeHHS.

3aezanvHi. Habpsk ob6nuydsi, peakilii ¢oTOYYTINBOCTI, 110K, acTeHis1, 6ilib, panToBe
nmamiHHs, O0ib y 2KUBOTi, palToBe MOMIKOIXKEHHS.

3 60Ky cepueso-cyOuUHHOI cucmeMu: CTEHOKAPIis, aTPiOBeHTPUKYISTPHa 610Kafa,
MirpeHb, IIOCTypaJjibHa TiloTeH3id, illeMisa Miokapaa, TPOM0O03 CYyAUH I'OJIOBHOTO
MO3KY, palToBa 3ylIUHKa ceplid, nnopyuieHHsa Ha EKI', kapgiomionaTis.

3 60Ky WAYHKOBO-KUWKOB020 MpaKmy: TTIOCUT, KOJIT, gucdarisi, racCTpur,
racTpPOEHTEPUT, e30(ariT, CTOMaTHUT, BiIXUJIEHHS Bif HOPMaJIbHUX Pe3yJIbTaTiB
IMe4YiHKOBUX ITP0o0, peKTajlbHa KPpOBOTeYa, TiHTiBIT.

3 60Ky cucmemu Kposi ma AimpamuyHoOi cucmemu: aHeMist, TeHKOIeHis.

3 60Ky memaboaizmy ma xapuyyeaHHA: ciipara, HaOpsK, mogarpa, HecTabiTbHUN
miaber, rinepriikeMis, nepudepudHi HaOPSAKY, TilepypUKeMis, TinmorimikeMis,
rinepHaTpiemis.



3 60Ky ckesiemHo-M’ 30801 cucmemu: apTPUT, apTPO3, POIPUB CYXOKUIIIIA,
TEHOCHHOBIT, Oi/lIb Y KiCTKaX, MiaCTeHisi, CHHOBIT.

3 60Ky Hepsosoi cucmemu: aTaKkCisi, HeBpalrisi, HEWPOMIaTis, mapecTe3isi, TpeMop,
BEPTUTO, Jiernpecisi, 0e3COHHS, aHOMAaJIbHiI CHOBUIIHHSI, 3HUXKEHHS pediieKcis.

3 60Ky OuxasnvHOi cucmemu: acTMa, OUCIHOE, JTaPUHTIT, GapuHTIT, CHHYCUT, OPOHXIT,
IMoCUJIeHe CIMHOBUOIIEHHS, TOCUJIEHHS KaIllIo.

3 60Ky wkKipu: KpOIIUB’THKA, reprnec, cBepOixK, MiTIUBIiCTb, BUPA3KH IIKipH,
KOHTaAKTHUU OepMaTHUT, eKC(onmiaTUBHUYN OepMaTHUT.

CneuucgiuHi B8i0uymms: palToBe 3HNKEHHS YU BTpPaTa CJIyXy, Oilb y Byxax,
KPOBOBUJIMB y OKO, KaTapakTa, CyXiCTh B O4ax.

3 60Ky ypoeeHimaabHOI cucmemu: UUCTUT, HIKTYypis, DigBUIlleHa YacToTa
CEYOBUITYCKaHb, 301/IbIIIEHHST MOJIOYHUX 3a/103, HETPUMaHHS Cedi, IOpyIIeHHS
esaKynsiii, HaOpsK cTaTeBUX OpTraHiB, aHOPTra3Mis.

ITocBim 3acTOCYyBaHHS HiC/Isi BUXOOY Ha PUHOK. [Ticis Buxony cungeHadiny Ha pUHOK

Oynu imeHTH(}iKOBaHI HUXK4Ye3a3HadueHi mobiuHi peakirii. OCKinbKY ITPO TakKi peakiril
MMOBiIOMJISIIOTh JOOPOBIIBHO, HE 3aBXKAU MOKHA JOCTOBIPHO OIIIHUTH 1X YaCTOTy Ta
BCTQHOBUTHU MPUYUHHUM 3B’I30K 3 Ii€0 TiKapChKOT0 3aco0y.

Cepueso-cyO0uHHI ma uepebposackyasapHi ssuw,a. IToBimoMasiiocst Mpo cepro3Hi
CepIeBO-CyOUHHi, 11epeOpOoBaCKyIsIPHi Ta CYOUHHI SBUIlA, BKIIOYAIOYH
11epeOPOBaACKYISIPHY KPOBOTeUy, cCyDapaxHOigalbHy Ta BHYTPIlIHbOIlEpeOpanbHy
KPOBOTEUY Ta JIeTeHeBYy KPOBOTeUy, 1110 OyJIx OB’ sI3aHi B 4aci i3 3acToCyBaHHSIM
cungeHadiny. Y 6inbIIocTi mamieHTiB 0yiu HasgBHI (paKTOPU CepleBO-CyOUHHOTO
pu3uky. IToBimoMmsinocs, 110 3me0inbIIoro 11i SsBUIlla BUHUKAJM IIif 4ac abo ompa3y
Iic/Isl cTaTeBOl aKTUBHOCTI, Ta MOOEKOIIH IIi SBUIIla BUHHUKAJIM Bigpa3ly ITIicis
3acTOCyBaHHS cunmeHadiny 6e3 ceKcyaabHOl aKTUBHOCTI. IHKONMM YCKITaJHEHHS
BUHUKAaJIU IPOTATOM HaCTYIIHUX KiJIbKOX T'OOWH YU [OHIB IIiCJIs 3aCTOCYBaHHSA
cungeHadiny Ta cTaTeBol aKTUBHOCTI. HeMOXKJIMBO BCTaHOBUTH, YU MAlOTh IIi SBHUIIA
NpsIMUM 3B’SI30K i3 3aCTOCYBaHHAM IIpeliapaTy, 3i CTaTeBOI aKTUBHICTIO, 3 HAIBHUMU
dbakTOopamMu pU3UKY, UM i3 KoMOiHalli€lo 1ux GaKToOpiB, YU 3 iHIMKUMU PaKTOpaMu.

KposoHocHa ma aim¢pamuyHa cucmemu: Ba300K/IIO3UBHUYN KPU3. Y HEBEIIUKOMY
3aBYaCHO IIPUINHEHOMY AOCHIAXKEeHHi ITPpY 3aCTOCyBaHHI cungeHadiny maiieHTaM 3
JIeETeHEeBOI0 apTepialbHOIO TimepTeH3i€0, BTOPUHHOIO 1010 CePHONOaiOHOKITITUHHOL
aHeMil, pO3BUTOK Ba300K/IIO3UBHUX KPHU3iB, 1110 MOTPeOyBasiu rocuiTanilaliii,
CIIOCTepiraBcs 4acTillle, Hi’K IIPU 3aCTOCOBYBaHHI myaleb6o. KiniHiuHe 3HaYeHHS IUX
OaHUX [JI4 Mali€eHTiB, sIKi 3aCTOCOBYIOTh CUIAeHadisl 3 MEeTOI0 JIiKyBaHHS €PEKTUIbHOL
OuCQYHKII, € HEBIIOMUM.



Hepeosa cucmema: TpUBOXKHICTh, TPAH3UTOPHA I'Jio0ajibHaA aMHe3is.
CneuugiyHi giduymms.

Cayx. ITicng Buxony npenapaTry Ha pPUHOK IIOBIIOMIIAJIOCA PO BUIIAAKU PAiTOBOIO
3HUIKEHHS Y BTpaATH CIIyXy, IIOB'sI3aHi y 4aci i3 3acTocyBaHHAM cuiageHadiny. ¥
OesIKUX BHUIIagKaXxX IMOBIOOMIIAJIOCS IIPO HasgsBHICTh MEOQUYHUX CTaHIB Ta iHIINUX
dbakTopiB, 1110 MOTJIM BifirpaTu POJIb ¥ PO3BUTKY MOOIYHUX peakliti 3 60Ky ciiyxy. ¥
O0araTbox BUIIagKax iHdopMallis [0 ITOAAJIbIIOT0 MEANYHOI'0 CIIOCTEPEXKEHHST
BigCcyTHSA. BU3HauuTH, Y¥ 1l SBUIllA IIPAMO II0B’g3aHi i3 3aCTOCYyBaHHIM IIpelaparTy
cunpgeHadiny, 3 HagBHUMHU (paKTOpaMU PU3UKY BTPATHU CIIyXy, 3 KOMOiHaIli€l0 uX
(akTOpPiB UM 3 iHIIUMU (paKTOpaMM, HEMOKIINBO.

3ip. TuMm4yacoBa BTpaTa 30py, IIOYEPBOHIHHSA O4Yel, ITeYiHHA B 04YaX, MiABUILIEHHS
BHYTPIIIHBOOYHOTO THUCKY, HAOPSK CiTKiBKY, CyOUHHI 3aXBOPIOBAHHS CiTKiBKU 4M
KPOBOTeYa, BiflllapyBaHHS CKJIOMOAIOHOTO Tina.

[Ticns Buxony mpenapaTy Ha PUHOK PigKO MOBIOOMJISJIOCS IIPO BUIIAOKU
HeapTepialbHOI IepenHbOol illleMiyHOol HeBpoIlaTil 30pOBOT0 HEPBA, IO € IPUYUHOIO
3HUKEHHS 30py, BKJII0Yalo4u HeOOOPOTHY BTpaTy 30py, AKi Oynu moB’s3aHi y Yaci i3
3acTocyBaHHAM iHri6iTopiB ®IES, y ToMmy uuchi cungeHadiny. baraTo 3 nmauieHrTis
MaJiu aHaTOMiuHi abo cyauHHiI (haKTOpU PU3UKY PO3BUTKY HeapTepiasbHOI mepegHbol
iImeMidyHOl HeBpoOIaTil 30pOBOT0 HEPBA, BKII0Ya04YM TaKi: HU3bKE CIiBBiOHOIIIEHHS
OiaMeTpa eKCcKaBallil Ta I¥MCKa 30pOBOro HepBa (3aCTiMHUM OMCK 30POBOT0 HEPBA), BiK
Big 50 poKiB, apTepianbHa TillepTeH3is, 3aXBOPIOBaHHS KOPOHAPHUX apTepPil,
rimepJimnigeMisa Ta naidiHHEA. HeMOX/IMBO BU3HAUYUTH, YU 1Ii ABUIIlA IPSAMO I10B s13aHi i3
3acTocyBaHHAM iHri6iTopiB ®IES, uu 3 HaIBHUMHU aHATOMIYHUMHU a00 CYOIUHHUMU
dbakTopamMu puU3UKY, UM 3 KOMOiHAIIi€IO IIUX BCiX (haKTOPiB, UM 3 iHIIMMU (haKTOpPaMHU.

3s8imysaHHs npo nido3prosaHi nobiuHI peakuii. 3BiTYyBaHHS MPO Mimo3proBaHi M00iYHi
peakxiiil Imicyiss peecTpaliil TiKkapchKoro 3acody Ma€ BelukKe 3HaueHHs. Lle mae 3mory
IPOBOOUTU MOHITOPHUHT CIIIBBIIHOIIIEHHS MiXK KOPUCTIO 1 pU3WKaMHU, OB’ A3aHUMU 13
3aCTOCYBaHHSIM IIbOTO JIIKapChKOT0 3aco0y. Jlikapsam ciif 3BiTyBaTu Ipo OyOab-sKi
Imimo3proBaHi mobiyHi peakirii BigmoOBimHO 10 BUMOT 3aKOHOIABCTBA.

TepMiH NpUIATHOCTI
5 POKiB.
YMoBHu 30epiranus

36epiraTu B OpUTiHAJIBHIN YIAKOBIi IPpKU TeMIepaTypi He Bume 25 °C.



30epiraTty y HeIOCTYIIHOMY OJIsI OiTeM MicCIIi.
VYnakoBka

Tabnetku mo 50 mMr, mo 100 Mr Ne 1 (1 X 1), Ne2 (2 X 1), Ne4 (4 X 1),Ne8(4 X 2)Yy
OsticTepi, y mayii.

KaTeropis Bignycky
3a penenTom
BupooHHK

[TPAT «®ITO®APM» (BigmoBimanbHUY 3a BUNIYCK Cepil, He BKIIOYAIOTHU
KOHTPOJIbL/BUIIPOOYBaHHS cepii).

Micue3HaxoaKeHHsI BHPOOHHKA Ta MOro ajJpeca MiCIisi IpoBaaKeHHsI
IisIIHLHOCTI.

Yxkpaina, 08303, Kuiscbka 06:1., M. Bopucmins., Byn. Yymarpka, 17.



