Ckian

Oitova peuosuHa: sildenafil;

1 TabrneTka MicTUTh cunmeHadiny UUTpaTy y mo3ax, ekBiBameHTHUX 100 mr
cungeHadiny;

00ONoMIdJICHI pedyo8UHU: KaJblliio rigpodocdaT gurigpart, 1esion03a MiKpOKpHUCTalidyHa,
KOIIOBiTOH, KPEMHIil0 mioKcHu KonoigHui 0e3BOOHMM, TalbK, MarHilo cTeapaT, HATPiio
KpOCKapMesio3a, KpoxMallb KapTOMJISHUMA.

JIikapcbKa ¢popmMma

TabneTku.

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

®dapMaKoTepalneBTHYHA Irpyna

CpencTBa, IpUMeHsIeMble TPU 3PEeKTUNbHOM nucyHkuuu. CungeHadun.

Kog ATX G04B EO03.
dapMakogHHaMiKa

MexaHi3M gil. CungeHadin € mepopajabHUM IIperapaToM, 110 3aCTOCOBYIOTh OIS
JIIKyBaHHS MOPYIIEHb epeKIlii y 4omoBikiB. [Ipu cTraTeBoMy 30yOKeHHI IIpernapaT

BiTHOBJIIOE 3HUKEHY €PEKTUJIbHY (PYHKITIO IIJITXOM ITIOCHUJIEHHS IIPUTOKY KPOBi IO
IIeHica.

®izioyOriyHUY MexaHi3M, III0 3YMOBJIKOE €PEKIIit0, BKJII0Ua€ BUBIJIbHEHHS OKUCY a30Ty
(NO) y KaBepHO3HUX TijllaX IIif 4ac cTaTeBOro 30ymKeHHs. BUBiIbHEHU OKCUI a30Ty
aKTUBY€ (pepMEeHT I'yaHilaTIIUKIIa3y, 0 CTUMYJIIOE ITiABUIIEHHS PiBHS HUKJIIYHOTO
ryasHo3maMoHodocdaty (1I'M®), 1110, y CBOIO Yepry, CIIPUYUHSIE PO3CiIabIeHHs
rIafKol MyCKyJIaTypy KaBePHO3HUX TiJI, CHPUSIOUN IPUTOKY KPOBI.

CunpmeHadin € IMOTYyKHUM Ta CEIEeKTUBHUM iHTiOiTopoM 1l MO-crienmdpivyHol
dochomiectepasu 5 (OPIIES) y KaBepHO3HUX Tinax, ge ®IES BianoBigae 3a po3mnafg
ul'M®. EdbekTu cunpmeHadiny Ha epeKliilo MaloTh NepudepuyHu xapaKTep.
Cunpmenadin He YMHUTH Oe3M0CEepPeIHbOl PeIaKCcyydol il Ha i30/TboBaHi KaBepPHO3Hi
TiJla JTIOOUHU, ajie TIOTY2KHO ITOCUJIIOE po3ciiabmioouy gito NO Ha gaHy TKaHuHY. [Ipu
akTuBalii Metabosiunoro nuisixy NO/uI'M®, 110 BinOyBa€eThCsI IIPU CTATEBin



cTUMYIAIil, iHTiOyBanHsa cungeHadinom ®IES npu3BOAUTD A0 HNiABUILIEHHS PiBHS
11’ M® y KaBepHO3HUX Tijlax. TaKUM YMHOM, [JIsI TOTO, 1100 cunmeHadisn CIpuYuHSIB
notpibHui papmakonoriunut edpekT, HeoOXigHe cTaTeBe 30yIXKEHHS.

BonuB Ha dpapMakogmHaMiky. [locaigKeHHs in vitro mpogeMoHCTpPyBaiy, 110
cungeHadin € cenektuBHuM 11oa0 ®IIES, sika 6epe aKTUBHY y49acCThb y IPOLIEC] epeKIIil.
Bonus cunpgenadiny Ha ®IIES noTyXHImuUM, HiK Ha iHIIi BimoMi docdomiecTtepasu.

et edbekT y 10 pasiB moTyxkHimui, HixK edekT BunuBy Ha ®IIEG, 1110 6epe y4acTs y
npoiecax GoTonepeTBOPeHHA Yy CiTKiBLi. [Ipu 3acToCyBaHHI MaKCUMaIbHUX
PEKOMEHOOBaHUX A03 CeJIeKTUBHICTh cunpgeHadiny momgo ®IIES y 80 pa3iB nepeBuiiye
roro cenekTtuBHicTh momo ®IOE1, y 700 pasiB Builja, Hix mongo ®IE2, ®IIE3, ®IIE4,
®OE7, ®NES, ®OE9, ®IE10 Ta ®IIE11. 30Kpema, CeNeKTUBHICTh cunmeHadiny momo
®IIES v 4000 pasiB niepeBuIllye U0ro ceneKTuBHICTh mogo O®IE3 - tAM®-
crnenudiunoi iz3odhopmu pochomiecTepasu, 1o 6epe ydacTh Y peryssiiii cepieBoi
CKOPOTJIUBOCTI.

dapMaKOKiHeTHKa

AGcopbiisi. Cunmenadin mBuaKo abcopbyeTbcsi. MakcuMabHi IJ1a3MOBi KOHIIEHTPAIlil
npemnapaTty gocsaraiTbesa npotsarom 30-120 xBunuH (i3 MeniaHo 60 XBUJIWH) ITiCIA
MOro ImepopaabHOr0 3aCTOCYBaHHS HaTie. CepenHs: abCconmoTHA OiOOOCTYITHICTD ITicas
IIepopangbHOr0 3aCTOCYBaHHSA CTaHOBUTH 41% (3 giarma3oHOM 3Ha4YeHb Bif 25 1m0 63%).
Y pekomeHpgoBaHOMYy Aiara3oHi o3 (Big 25 go 100 mr) moka3uuku AUC ta Cmax
cunpgeHadiny Iicss Moro mepopaabHOT0 3aCTOCYBaHHS MiABUIIYIOTHCS IPOMOPLIMHO
0O IO3MU.

[Tpu 3acTocyBaHHi cungeHadiny mig yac npuioMy iXxi cTyniab abcopO1lil 3HUKYETHCSA
13 cepenHiM MOOOBXKEeHHAM Tmax no 60 XBUINH i cepegHiM 3HUXKEeHHSIM Cmax Ha 29%.

Posnogin. Cepenniii piBHOBaxkHUM 00’eM po3mnozniny (Vd) cranoBuTts 105 miTpis, m1o
CBIOUUTH IPO PO3MOALI IIpernapaTy y TKaHuHaxX opraHiamy. [licisg ogHOKpaTHOTO
IIepOopanbHOr0 3aCTOCYBaHHs cunmeHadiny B 0o3i 100 Mr cepemHss MaKCHMallbHa
3arajibHa IJla3MOBa KOHIIeHTpallis cungeHadiny cTaHoBUTh npubnu3no 440 Hr/Mn
(koedimieHT Bapialil cTaHOBUTE 40%). OCKinbKY 3B’s13yBaHHS culgeHadily Ta Moro
romoBHOro N-gecMmeTusi-MmetabomniTy 3 6inkamMu nna3mMu gocsarae 96%, cepenHs
MaKCHMaJlbHa MJla3MOBa KOHIIEHTpallis BiIbHOTO cungeHadiny gocsarae 18 ur/mn (38
HMOJb). CTyIIiHb 3B’sI3yBaHHA 3 OijlKkaMU Mj1a3MHU KPOBi He 3aJIeKUTh Bif] 3arajlbHUX
KOHIIeHTpalli cunmeHadiny.

Y 3mopoBux OOPOBOJIBIIIB, AKi 3acTOCOBYBanu cungeHadin omgHokpaTHo y mo3i 100 mr,
uyepe3 90 xBUIHUH B eAKyIATiI Bu3Hadanocs MeHie 0,0002% (y cepeguromy 188 Hr)
3aCTOCOBAHOI JO3H.



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 IMPUO/IM3HO 50% aKTUBHOCTI MOYATKOBOI pe4yoBUHU. [111a3mMoBi
KOHIIeHTpallil Iboro MeTaboIiTy CTaHOBNATDL NIpubmusHo 40% KOHIIeHTpallii
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
MeTabOoIIiTiB 3ilICHIOETLCS TOJIOBHUM YMHOM i3 KajsioM (nmpubnuszHo 80% 3acTocoBaHOl
IIepopaabHOl JO3M) Ta MEHIIIOI Mipoio 3 cedyero (mpubnau3Ho 13% 3acTocoBaHOL
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 npubnu3no Ha 90% MOpPiBHSIHO 3 BiANOBIiMHUMY KOHIIEHTPAIIIMHU 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 BiTbHOTrO cunmeHadiny cranoBuio npubnausso 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
3actocyBaHHs y 103i 50 mr. Cepenui AUC Ta Cmax N-meMeTu1r0BaHOTO MeTaboIIiTy
nigBullyBanucsa Ha MakCcuMyM 126% ta MmakcuMyM 73% BiAIOBITHO IIOPIBHSHO 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
npussoguio o mipgsuiieHHss AUC ta Cmax B cepenaboMy Ha 100% Ta 88% BigmoBigHO
MMOPiBHAHO i3 OOPOBOMBILAMU TAaKOT'0O XK BiKy 0€3 ImopyIieHb GyHKII HUPOK. Kpim ToroO,
3HaueHHs AUC ta Cmax N-meMeTH/Ib0BaHOr0 MeTaboIiTy 3Hauylle MigBUITyBaIuCsa Ha
79% ta 200% BiOIoOBIOHO.



[TeyiHKOBa HEOOCTATHICThL. Y HOOPOBOJIBIIIB i3 IIUPO30M IMEYiHKU JIETKOTO Ta IOMipHOTO
cTymeHs (KnaciB A Ta B 3a knacudikariero Yaunma - [1°'10) kinipeHc cungeHadiny
3HUXKYyBaBCH, 1110 Tpu3Boguio no nigsumeHHs AUC (84%) ta Cmax (47%) nOpiBHAHO 3
DOoOPOBOIBIIIMU TAKOTO XK BiKy 6e3 mopyIieHb GyHKIIY rmediHku. ®apMaKOKiHEeTHKa

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 MiABHUINEHA YYTIUBICTh [0 cungeHadiny abo Oyab-siKOl 3 JOTTOMiXKHUX PEYOBUH
JIIKapChbKOT0 3aco0y;

e OJHOYACHE 3aCTOCYBaHHA i3 MOHOPaAMHU OKCUAY a30Ty (TaKMMU SIK aMiJTHITPHUT)
abo HiTpaTamMu y Oyab-sKi ¢popmi - cunpmeHadin Mae BOIMB Ha HMIISAXU
MeTaboI1i3aMy OKCUAy a30Ty/ HUKIIIYHOT O r'yaHo3uHMoHodocdhaTty (1’ M®) ta
MOTEHIIiI0€ TiTOTeH3UBHUM e(EeKT HiTPaTiB;

e OJHOYACHe 3acTocyBaHHA iHridiTopiB ®IES (y TomMy uucni cungeHadiny) 3i
CTUMYISITOPaMU I'yaHiTaTIMKI/Ia3u, TaKUMHU SIK piolUryaT, IPOTUIIOKa3aHe,
OCKiJIbKA MOXKe IPU3BECTH OO0 CUMITOMATHUYHOI TiIIOTeH3il (AuB. pO34in
«B3aeMopmist 3 iHIIMMU JIIKAPCHKUMHU 3aCcO00aMM Ta iHII BUOK B3a€EMOTiN»);

e CTaHU, IPU SIKUX CTaTeBa aKTUBHICTbL € HeOaxKaHOI0 (TSIKKi ceplieBO-CyauHHi
po3raaM, Taki IK HecTabislbHA CTEeHOKapHis abo ceplieBa HEOOCTATHICTh TSIXKKOTO
CTYIIEHS);

e JTIiKAaPChKHM 3acib MPOTUNOKA3aHUM ITallieHTaM, sIKi BTPATHU/IX 3ip Ha OOQHOMY OIli
BHACJIIJOK HeapTepiaJlbHOL IIePeaHbO] IIIIeMidHOl HeUpoIaTil 30pOBOTO HEPBA,
He3aJIeXXHO Biff TOro, I0B’'s13aHa L1 [1aTOJIOTiA i3 IonepenHiM 3aCTOCYBaHHAM
iaridiTopiB ®OEDL um Hi;

e HASIBHICTh TAaKMX 3aXBOPIOBaHb, SIK MOPYIIEHHS QYHKIIl ITeYiHKHU TSIKKOTO
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 TeHeTUYHi po3nanu pocdomiecTepas CiTKiBKHU), - Oe3meKa
cunpeHadiny He OOCHigXKyBajiacs y TaKUX IIiATrpyIax Malli€HTiB.

B3aeMmopisi 3 iHIIEMH JTiKapCLKHMH 3aCO00aMH Ta iHIII BHOIHU B3a€EMOIIiH



Bnaue iHwux saikapcvkux 3acobie Ha cuideHadin.

HocaidoceHHs in vitro. MeTtaboii3M cungeHadiny BinOyBa€eThCs IepeBaxKHO 3 y4acCTIO
izopopmu 3A4 (ronmoBHUM 1UIIAX) Ta i3odpopmu 2C9 (APYrOpAOHUN LIISAX) IUTOXPOMY
P450 (CYP). Tomy iHribiTOopu 11X isopepMeHTiB MOXKYTh 3HUKYBATU KITipEHC

cungeHadiny, a iHOYKTOPU LIUX i30hepMEHTIB MOXKYTh MiABUIIyBaTH KIIipeHC
cunmeHadiny.

HocrnigkeHHd in vivo. [TonynaniiEui ¢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
cunpeHadiny (pa3osa go3a 100 Mr) mpu3Boguso Ao migsuileHHsa Cmax cungeHadiny
Ha 300% (y 4 pa3u) ta nigsuileHHs mna3moBol AUC cunpgenadiny 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 % pa30B0) IPU3BOAUIIO A0 ImiaBuUIlleHH Cmax cungeHadiny Ha
140% Ta 306inbmeHHs: cucteMHoOl ekcno3utiil (AUC) cunpenadiny 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 IIiABUINEHHS CUCTEMHOI eKCIo3uilil cunmeHadiny Ha 182% (AUC). ¥V
3MOPOBUX AOOPOBOJIBIIIB YOJIOBIUOl CTATi HE CIIOCTEPITrasocs BIJIUBY a3UTPOMIIIUHY
(500 Mr Ha moby npotsarom 3 fi6) Ha AUC, Cmax, Tmax, KOHCTAHTY IIBUOKOCTI
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
M1JIa3MOBUX KOHIIeHTpaLin 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
3uukeHHdI AUC ta Cmax cunpgeHadiny Ha 62,6% Ta 55,4% BigmosigHo. 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.

HocrnigkeHHs in vitro. Cungenadin - cinabkuit inridéitop izodopm 1A2, 2C9, 2C19,
2D6, 2E1 Tta 3A4 uutoxpomy P450 (IK50 > 150 MKMoOJib). OCKiZIBKY MiKOBI ITJIa3MOBI

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.



HocnigKeHH in vivo. OCKinbKY Bigomo, 1110 cunpeHadin Ma€ BILUIUB Ha MeTaboi3m

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 GJI0KaATOpP a-afpeHOopPenenTopiB JoKca303uH (4 Mr Ta 8 Mr) Ta cunmeHadin (25
Mmr, 50 Mr Ta 100 Mr) 3aCTOCOBYBa/IX OJHOYACHO MalliEHTaM i3 JOOPOsKiCHOIO
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 nigsunieHHs AUC Ta
Cmax 6oceHTany (125 mr 2 pa3u Ha no0y) Ha 49,8% 42% BignosigHO.

Oc006/1MBOCTi 3aCTOCYBaHHS

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

daxKkmopu pu3uky cepueso-cyOuHHuUX 3axeoptosaHb. OCKIIBKY CTaTeBa aKTHUBHICTh
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 €peKTUIbHOLI 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. [JocnigKeHHST TPOMOOLUTIB TIOAWHY ITPOAEMOHCTPYBaIH, 1110 in
vitro cunpgeHadin noTeHLiI0e aHTHArperaillilidi edpekTu HaTpiio 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.

O0HouacHe 3acmocCyB8aHHA i3 2inomeH3uBHUMU npenapamamu. IIpenapaT YUHUTH
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) nepopanbHO CIOCTEpPirasocs cepegHe TogaTKOBe
3HUXKEHHS CUCTOJIIYHOI'O TUCKY Ha 8 MM PT. CT. Ta OiaCTOJIIYHOI'O - Ha 7 MM PT. CT.



3axBOpPIOBaHHS, III0 ITIEPENal0ThCS CTaTEBUM IIIJITXOM. 3aCTOCYyBaHHS cuigeHadiny He
3axuIla€ Big 3aXBOPIOBaHb, III0 IIepedalThCsa CTaTeBUM nuigxom. Crig
MMPOIHCTPYKTYBATH MAIliEHTIB MO0 HeOOXigHMUX 3aco0iB [JIs1 3aXUCTY Bifl 3aXBOPIOBAHb,
III0 IepefalThCs CTaTEBUM MIJITIXOM, BKJIIOYa04YM BipyC iMyHOOeQiuuTy JTIOOUHHA.

3maTHiCTh BIUIMBATH HA IIBHIKICTH peakilili mMpu KepyBaHHI aBTOTPAaHCIIOPTOM
a0o0 iHmMMHu MexaHi3ZMaMHu

EpoToH MOXe MaTu He3HAYHUU BIIJIMB HAa KEPYBaHHS aBTOTPAHCIIOPTOM abo0 iHIIUMU
MeXaHi3zMaMu.

IocmigzKeHb BIJIMBY IIpelapaTy Ha 3[4aTHICTb KepyBaTU TPAHCIIOPTHUMHU 3acobaMu Ta
IIpalroBaTy 3 IHIMMMU MeXaHi3MaMu He ITPOoBOAMIU. OCKIIBKY y X0l KIIIHIUHUX
OOCHiAKEeHb 3aCTOCYBaHHS CUIOeHadiTy IMOBIHOMIISAIOCS IIPO BUNaOKH!
3aIraMOpOYEeHHS Ta IMOPYIIeHHs 3 00Ky OpraHiB 30py, Ieped TUM SIK CigjaTu 3a KepMo
TPaHCIIOPTHOTO 3aco0y abo IpallfoBaTHU 3 MexaHi3MaMH, IallieHTaM HeoOXiTHO
3’s1cyBaTH, SKOIO € 1XHS iHOMBiOyasjibHa peakliis Ha 3aCTOCYBaHHS IIpelapary.

3acTocyBaHHs1 y niepion BariTHOCTi ad00 rogyBaHHsI IPyaaio
JlikapcbKui 3acib He MpU3HAYEHUH IOJIsT 3aCTOCYBAaHHS KiHKaM.
Cnoci0 3acTocyBaHHs Ta I03H

[Ipemapat 3aCTOCOBYBAaTH II€POPAJIbHO.

Ilopocai. PekoMmeHgoOBaHa [03a IpenapaTry CTaHOBUTH 50 MI, 3aCTOCOBYBaTH y pasi
HeoOxigHoCTi npubnu3HO 3a 1 TOOMHY OO0 CTaTeBOl aKTUBHOCTI. 3aJIe3KHO Bif
e(peKTHUBHOCTI Ta IEpPeHOCUMOCTI Ipemnapary Ho3y MoxkHa 30ineimuTu go 100 Mr abo
3MEHIIUTHU 00 25 MI. MakcuMaibHa peKoOMeHgoBaHa Jo3a ctaHoBuTh 100 mr. HYacTtoTa
3aCTOCyBaHHS MaKCHUMaJIbHOl peKOMEHAOBaHOl 03U IIpenapaTy CTaHOBUTH 1 pa3 Ha
noOy. [Ipu 3acTocyBaHHI IIpemnaparTy MiJ Yac IpUNOMY 1XKi [is mpenapaTy MoXe
HacTaBaTH IIi3Hillle, HiXK IIPXU UOr0 3aCTOCYBaHHI HaTIIE.

ITauienmu nimHvo20 8iky. HeoOXigHICTh ¥ KOPEKIIil 103K AJIS IMalliEHTIB TiTHHOTO BiKYy
(= 65 pokiB) BiACyTHS.

ITauienmu i3 HUpKog8o HedocmamHicmtio. [171s TTAIliEHTIB i3 HUPKOBOIO HEMOCTATHICTIO
JIETKOTO Ta IMOMIpPHOTO CTYIIE€HS TSIKKOCTI (KiipeHC KpeaTuHiHy 30-80 mMIi1/xB)
PEKOMeH0BaHa [J03a IpelapaTy € TakKOI XK, K HaBeOeHO BUIIle Y PO34il «Ilopocii».

OCKinbKY y MAIli€HTIB i3 HUPKOBOIO HEOOCTATHICTIO TSIKKOT0 CTyHeHs (KIIipeHC
KpeaTuHiny < 30 MJI/XB) KJIipeHC cunpgeHadiny 3HUKEHNN, CIIi PO3TISHYTH



MOZKJIUBICTh 3aCTOCYBaHHS 03U 25 MT. 3aJie’KHO Biff ePeKTUBHOCTI Ta IEPEHOCUMOCTI
Impernapary Ipu HeoOXimHOCTI J03y MOKHa 30iIbIINTU MOCTYIIOBO 1m0 50 Mr Ta go 100
MT.

ITauienmu i3 neyiHko80 HedocmamHicmioo. OCKIIbKM y MAlli€HTiB i3 IT€4iHKOBOIO
HeIOoCTaTHICTIO (HalpuKJaf, IIMPO30M) KIIipeHC cungeHadiny 3HUKEHUH, CIIif
PO3TISIHYTH MOXKJIUBICTh 3aCTOCYBaHHS 03U 25 Mr. 3ajexKHo Bil epeKTUBHOCTI Ta
TIePEeHOCHUMOCTI IIpernapaTy Ipu HeoOXiMHOCTI 03y MOKHa 30iJIbIINTH ITOCTYIIOBO IO
50 mr ta go 100 mr.

ITauieHmu, siKi 3acmoco8yoms iHWi AiKapcvKi 3acobu. AKII0 NalieHTH OJHOYACHO
3acTtocoByioTh iHTi6iTopu CYP3A4 (muB. po3min «B3aemopis 3 iHIIMMU TiKapChbKUMU
3acobaMu Ta iHIIII BUOU B3a€EMOMIN»), CIIiN PO3ITISHYTH MOXKIIUBICTh 3aCTOCYBaHHS
IIOYaTKOBOl 03U 25 MT (3a BUHATKOM PUTOHAaBIpPy, 3aCTOCYBaHHS SKOI'O0 OOHOYACHO i3
cunnmeHadiioM He peKOMEHOYETHCS, OUB. Po3Min «OCoBIMBOCTI 3aCTOCYBAaHHSI»).

3 MeTO0 MiHiMi3allil pU3UKy PO3BUTKY IIOCTYPAaJIbHOI IilIOTEeH3il y IallieHTiB, AKi
3aCTOCOBYIOTh 0JIOKATOPU G-adpPeHOPELEeINTOoPiB, iXHil cTaH NOTPiOHO cTabinidyBaTu 3a
OOIIOMOr010 6JI0KaTOPiB (-afpPEeHOPELEeNTOPIB A0 NOYaTKy 3aCTOCOBYBaHHS
cungeHadiny. TakoxXK Cif pO3TJISHYTH MOXKJIMBICTh 3aCTOCYBaHHS IT0YaTKOBOI 03U 25
Mr (guB. po3min «OcoBGIMBOCTI 3aCTOCYBaHHS» Ta «B3aemomist 3 iHIMMMU JTiKapChbKUMU
3acob0amMu Ta iHIII BUOW B3a€EMOMIN»).

[Tpu npusHaueHHi cungeHadiny y mo3i 25 MTr 3aCTOCOBYBaTH IIpelapar y
BiTIOBiZHOMY H0O3yBaHHI ab0 nikKapchKiit popwMi.

it
JlikapchKui 3acib He IMOKa3aHUM [0 3aCTOCyBaHHS ocob6aM BikoM A0 18 pokis.
Ilepeno3yBaHHSA

[Tig yac 3acTocyBaHHS pa30Bol mo3u cungeHadiny go 800 Mr mobiyHi peakiil Oynmu
MOOiOHUMHU MO TUX, 110 CIIOCTEpPiraaucs IIpU 3aCTOCyBaHHI cuigeHadiny y HUKYIUX
mo3ax, ajie 3ycTpivanucs dacTiiie Ta 0yau OifbIll TIXKKUMU. 3aCTOCOBYBaHHS
cungeradiny y mosi 200 Mr He IpU3BOOUIIO OO0 MiABUILEHHSA €(EKTUBHOCTI, aje
CIIPUYHUHSJIO 3POCTAaHHS KiJIbKOCTi BUITQAKiB PO3BUTKY ITOOIYHUX peakiliii (r0JIOBHOTO
00J110, IPUILINBIB, 3allaMOPOYEHHS, JUCIIEIICil, 3aKJIafleHOCTi HOCa, IMOPYIlIeHb 3 OOKY
oprasis 30py).

Y pa3zi nepeno3yBaHHS IIPU HEOOXiMHOCTI CIim BOaBaTUCS OO0 3BUYAWHUX
nigTpuMylouux 3axofiB. [IpruckopeHHs KiipeHCy cunaeHadiny npu remomgiamisi
MaJIOMMOBipHe Yepe3 BUCOKHUU CTYNiHb 3B’sI3yBaHHS IIpelnapary 3 0ilkaMu Ijia3Mu



KPOBI Ta BiICYTHICTH eniMiHalil cungeHadiny i3 cedero.
IToOiuHi peakmii

HaitgacrTiiie moBigoMIIsIjIOCs ITPO TaKi IMoOiuHi peaxirii, IK roJIOBHUM Oiib, IPUIIJINBH,
OUCTIETICisl, 3aKyafieHicTh Hoca, Oinb y CIIMHI, 3alaMOpPOYEeHHsI, HyJ0Ta, TPUIJINBU
XKapy, IOPYyIIeHHs 30y, IIiaHOIICis Ta 3aTyMaHeHHs 30pYy.

Yci kniniuHO 3HauyIIi TO0iYHI peaxiii, 1110 CIIocTepiraaucs mif 4yac KIiHIiYHUX
OOCITiI»KeHb YacTillle, HiXK ITPY 3aCTOCYBaHHI I1aneb0, HaBeIeHOo HUXK4Ye BiAIIOBimHO
oo Kinacudikallil cCMicTeM OpTraHiB Ta YacTOTH: AyxkKe 4acTo (= 1/10), gacTto (= 1/100 - <
1/10), HewacTo (= 1000 - < 1/100) Ta pigko (= 1/10000 - < 1/1000). Kpim Toro,
YacToTa KIiHiYHO 3HAaYyHMIMX MOOIiYHUX peakllil, IIpo AKi MOBigoMIIsIocs y paMKax
OOCBiAly 3aCTOCYBaHHSA ITiCJIsI BUXOAY Ha PUHOK, BU3HaYeHa sK HeBijoMa. Y Mexax
KOXKHOI I'PyIIX 3a 4YaCTOTOI0 MOOiuHi peakilil HaBeleHi y TOPSAOKY 3MEHIIIeHHS 1X
CEpPUO3HOCTI.

IH(dekI1iliHI Ta iHBa3MBHI 3aXBOPIOBAHHSI.

HeuacTo: puHiT.

3 60KV iMyHHOl CHCTEMH.

HeuacTo: rinepyyTiuBiCTs.

3 00Ky HEepPBOBOl CUCTEMH.

Ily>Ke 4acTo: TOJIOBHUU OifNb.

YacTo: 3artaMOpOYEeHHH.

HeyacTo: COHNUBICTE, rinnecresid.

Pigko: iHCynIbT, TPQ@H3UTOPHA illIeMidyHa aTakKa, CyqoMu*, peluguBU CygoM*, CUHKOIIE.

3 OOKY OpraHiB 30py.

YacTo: mopylLlIeHH CIPUUHATTS KOJIbOPiB**, po3nagu 30py, 3aTyYMaHEHHS 30pY.

HeuacTo: po3naau ciabo30BUOIIEeHHI®*, 0inb B ouax, poTodobisa, poTorcis, rinepemis
O4elu, sICKpPaBiCTh 30py, KOH IOHKTHUBIT.

Pigko: HeapTepianbHa nepenHs ileMiyHa HeWpOIlaTisgs 30pOBOT0 HepBa¥*, OKIII03isd
CYOUH CITKiBKU*, peTUHa/IbHUU KPOBOBUJIUB, apTEPIOCKIIEPOTUYHA PETUHOIIATIA,
NopyuieHHs 3 00Ky CiTKiBKH, rmaykoMa, fe@eKTHU II0JIis 30Dy, OUILIOIis, 3HUXKEHHS
TOCTPOTH 30py, MiOIlisl, aCTEeHOIIis, I1JlaBalo4yi IOMYTHIHHS CKJIOBUOHOTO Tija,



MMOPYIIeHHS 3 00Ky paiimyKHOI 000JIOHKHU, Mifipia3, IosiBa CAIUYUX KPYTiB HAaBKOJIO
Imxkepesia CBiTia (rajo) y moii 30py, HaOpsiK o4ed, IPUNyXJIiCTh O4Yel, IMOPYIIeHHS 3
OOKy o4el, rimepeMis KOH' IOHKTUBHU, ITIOAPA3HEHHS O4Yel, aHOMaIbHi BiTUyTTs B Oo4ax,
HaOpsK IOBiK, 3HeOapBIeHHS CKJIEPH.

3 00KV OpraHiB CIIyXy Ta BeCTHOYISIPHOTO amapary.

HeuacTo: 3artaMoOpo4YeHHs, O3BiH y ByxaxX.
Pigko: rinoyxora.

3 00Ky cepIis.

HeuacTo: Taxikapmisi, mocuieHe cepreouTTs.

Pigko: pamnToBa cepiieBa cMepTh*, iHpapKT MioKapaa, IUIYyHOYKOBA apUTMisa*,
dibpunsauis nepencepab, HecTabibHa CTEHOKapPOis.

3 OOKY CYOUH.

YacTo: MPUNIUBY KPOBi M0 00IUYYSsI, ITPUIUBYU XKapy.
HeuacTo: apTepianbHa rinepTeH3isda/TinoTeH3id.

3 OOKYy pecnipaTOpHOI CUCTEMH, TPYOHOI KJIITKH Ta CePEeaOCTiHHSI.

YacTo: 3aKjIageHiCTh HocCa.
HeuacTo: HOCOBa KpOBOTeUa, 3aKJIafeHiCTh IPUAaTKOBUX I1a3yX HOCA.
Pigko: BimuyTTsI CTUCHEHHS y TOPJIi, HaOpPsSK CIU30BOI 000JIOHKK HOCA, CyXiCTh y HOCI.

3 60Ky HIJTYHKOBO-KHIITIKOBOT'O TPAKTY.

YacTo: HygoTa, OUCIIEeICid.

HeuacTo: racTtpoe3odareanbHa pedriokcHa xBopoba, 6s1toBaHHsA, 0i/ib ¥ BepXHil
YaCTHUHI XKMUBOTA, CYXiCTh V POTL.

Pigko: rimecTe3iss pOTOBOI ITOPOKHUHU.

3 OOKY HIKipH Ta ONigMIKipHOI TKAHWHHU.

HeuacTo: BUCUIIaHHS.
Pigko: cuagpoMm CTtiBeHca - [I3KOHCOHa*, TOKCUYHUU eIllifepMalbHUNM HEKPOJTi3*,

3 OOKY OIOPHO-PYXOBOTO amapaTy Ta COOJIYYHOI TKaHUHH.




Heuacro: mianris, 6inb y KiHIIiBKax.

3 O0OKY CEYOBHUIIIbHOI CHCTEMH.

Heuacrto: remarypis.

3 OOKY PenpoOnyKTUBHOI CHCTEMHM Ta MOJIOYHHUX 3aJI03.

Pigko: KkpoBOoTeda 3i cTaTeBOT0O 4jleHa, IIpiami3amM*, remaTtocrepMisi, HOOOBXKeHa
epeKii.

3arajibHi po3Iagu.

HeuacTo: 6inb y rpynsix, migBuIlleHa BTOMJIIOBAHICTD, BiTUyTTS XKapy.
Pigko: mogpa3HeHHSA.

OOCTezKEeHHS.

Hewacmo: niifBullleHa 4acTOTa CEPLIEBUX CKOPOYEHbD.
(*) IloBimoMmnsaocsa nullle Iif Yac OOCIIiAXKEeHHA Mic/Ia BUXOOy IIpernapaTy Ha PUHOK.

(**) ITopyllleHHSI CIIPUUHSATTS KOJIbOPY: XJIOPOIICisi, XpPOMAaTOIICisI, IIiaHOIICi,
€PUTPOICisA, KCAHTOICIA.

(***) IlopylIeHHS CTbO30BUAIJIEHHS: CYXiCTh B O4aX, MOPYIIEHHSA CIbO30BUOIJIEHHS Ta
MiOABUIIIEHHS CJIHO30BHUIJIEHHSI.

Huxxye3a3HaueHi siBullla ciocTtepiranuca y < 2% IallieHTiB; IPUYUHHUU 3B 130K HE
BU3HaueHuu. [1oBigOMJIeHHS BKIIIOYasy SBUIIlA, 10 Majid UMOBIpHUHU 3B’I30K i3
3aCTOCYBaHHSIM IIpenapaTty. He Oynu 3a3HaveHi ssBuiia, ki Oyau 1erkuMu Ta
MIOBiAOMJIEHHS PO 5Ki OyM Oy’Ke HEeTOYHUMU, 1100 MaTH 3Ha4YEeHHS.

3aezanvHi. Habpsk ob6nmydsi, peakilil ¢OTOYYTIIMBOCTI, IIIOK, aCTeHis1, Oilb, panToBe
nafiHHsg, 0i/1b y 2KMBOTi, palToBe MOMIKOXKEHHS.

3 60Ky cepueso-cy0uHHOI cucmemu: CTeHOKapPisi, aTPiOBeHTPUKYIsIPHA OJI0Kafa,
MirpeHb, IIOCTypalibHa TiloTeH3is, imeMis Miokapaa, TpoM603 CyAMH T'OJIOBHOTO
MO3KY, palToBa 3ylIUHKa ceplisd, nopyuleHHs Ha EKI', kapgiomionaTis.

3 60Ky WAYHKOBO-KUWKOB020 MPAKMYy: TTIOCUT, KOJIT, gucdarisi, raCTPHT,
racCTpOeHTEePHUT, e30(ariT, CTOMaTHUT, BiOXUJIeHH Bif HOpMaJIbHUX Pe3yIbTaTiB
MMe4iHKOBUX P00, peKTalbHa KPpOBOTeYa, TiHTiBIT.

3 60Ky cucmemu Kposi ma aimgpamuyHoi cucmemu: aHeMisI, TeNKOIeHis.



3 6oky mMemaboaizmMy ma xap4iyeaHHsi: cipara, HaOpsiK, mogarpa, HecTabinbHUMN
miabert, rinmepriikeMisi, mepudepuyHi HaOPSAKY, rirnepypukKeMisi, rirmornikemis,
rinepHaTpiemis.

3 60Ky ckesiemHoO-M’ 230801 cucmemu: apTPUT, apTPO3, PO3PUB CYXOKHUIIIISA,
TEHOCHHOBIT, Oillb y KiCTKaX, MiaCTeHisI, CHHOBIT.

3 60Ky Hepsosoi cucmemu: aTakcCisi, HeBpaJsrisi, HeupomnarTisi, mapecTesisi, TpeMop,
BEPTUTO, Aempecisi, 0e3COHHS, aHOMaJIbHi CHOBUIHHSA, 3HNKEHHS pedIIeKCiB.

3 60Ky OuxanvHOi cucmemu: aCTMa, DUCITHOE, JTAPUHTIT, GapUHTIT, CHHYCUT, OPOHXIT,
TMocusieHe CIUHOBUMIIEHHS, TOCUJIEHHS Kalll/Io.

3 60Ky wWKipu: KPOITUB’THKA, Tepruec, cBepOixK, MiTIUBICTL, BUPA3KH IIKipH,
KOHTAKTHUU OepMaTHUT, eKcomiaTUBHUYN OepMaTHUT.

CneuucgiuHi gBiouymmsi: palToBe 3HUKEHHS YU BTPaTa CJIyXy, Oilb y Byxax,
KPOBOBUJIMB Y OKO, KaTapakTa, CyXiCTh B O4ax.

3 60Ky ypoe2eHimaavHOI cucmemu: ITUCTUT, HIKTypisi, migBUIlleHa YacToTa
CEYOBUITYCKaHb, 301/IBIIIEHHST MOJIOYHHUX 34103, HETPUMAHHS CeYi, MOPYIIeHHS
esIKyJisAllil, HaOpsSK CTaTeBUX OpPraHiB, aHOPTra3Mis.

IlocBif 3acTOCYBaHHS ITiCJIg BUXOAOY Ha pUHOK. [licia Buxonmy cunpmeHadiny Ha pUHOK

Oynu ipeHTH(diKOBaHI HMXKYe3a3HaueHi mob6iuHi peakilili. OCKinbKM PO TakKi peakiii
MMOBiIOMJISIIOTH JOOPOBIIBHO, HE 3aBXKOW MOXKHA JOCTOBIPHO OITIHUTH iX YaCTOTy Ta
BCTAHOBUTHU NPUYMHHUN 3B’SI30K 3 [Ii€I0 JIIKapChKOTO 3aco0y.

Cepueso-cyOuHHi ma uepebposackyasipHi seuw,a. [IoBimoMIIsiIiocss mIpo Cepro3Hi
CepIeBO-CyUHHI, 11epeOpoBacKyIspHi Ta CyOUHHI SBHUIIA, BKIIOUYAIOUX
11epedpPOoBaACKYISIPHY KPOBOTEUy, cyOapaxHOigalbHy Ta BHYTPIIIHbOIIEpeOpaIbHy
KPOBOTEUY Ta JIeTeHeBY KPOBOTeUy, 1110 OyJIx ITOB’sI3aHi B 4aci i3 3acTocyBaHHSIM
cunnmeHadiny. Y GinbIiiocTi marieHTiB 6ynu HassBHI (paKTOPU CepPIlIeBO-CYOUHHOTO
pu3uky. [ToBigommnsnocs, 110 30e0ibIIoro Iii sSsBUllla BUHUKAIU Iig 4yac abo oapa3y
ITiCcJIg CTaTeBOl aKTUBHOCTI, Ta MOAEKOJIH IIi SBUIlla BUHUKAJIX Bifpa3y micis
3acToCyBaHHS cungeHadiny 6e3 ceKcyalbHOl aKTUBHOCTI. IHKOIM yCKTagHEHHS
BUHUKAJIM IPOTATOM HaCTYIITHUX KiJIbKOX T'OOWH YU OHIB ITiC/IsI 3aCTOCYBaHHS
cunpeHadiny Ta cTaTeBOl aKTUBHOCTi. HeMOK/TMBO BCTaHOBUTH, YU MAIOTh 1Ii IBUIIIA
OPsIMUM 3B’S130K 13 3aCTOCYBaHHAM IIpernaparTy, 31 CTaTEeBOIO aKTHUBHICTIO, 3 HaABHUMU
dbakTopamu pusuKy, uu i3 KoM0OiHalli€o TuX GpaKTOPiB, YU 3 iHIMIUMU (PaKTOpaMMu.

KposoHocHa ma aim¢pamuyHa cucmemu: Ba300KJIIO3UBHUM KPU3. Y HEBEJIUKOMY
3aBYaCHO IIPUIIMHEHOMY [OCIiAXKEeHHI IPpU 3aCTOCyBaHHi cungeHadiny mnamieHTam 3
JIeT€HEeBOI0 apTepialbHOIO TiIlepTeH3i€l0, BTOPUHHOIO IIIOM0 CePHONOHiOHOKITITUHHOI



aHeMil, pO3BUTOK Ba300KJ/IIO3UBHUX KPU3iB, 1110 TOTpeOyBamu rocuitanilartiii,
CIIOCTepiraBcs 4acTillle, Hi2K IIPU 3aCTOCOBYBaHHIi Iyare6o. KniHiuHe 3HaYeHHS X
OaHUX OJIs MaIli€HTIB, SIKi 3aCTOCOBYIOTh CUIAeHadisl 3 MEeTOIO JIIKyBaHHS €PEKTUIIBHOL
oucyHKIIii, € HEBIIOMUM.

Hepesosa cucmema: TPUBOXKHICTh, TPAQH3UTOPHA I'JI00aTbHA aMHe3is.

CneuugidHi giouymmas.

Cnyx. ITlicinga Buxony mnpernapaTy Ha PUHOK IIOBIOOMIISIJIOCS IIPO BUMNAOKU PAIITOBOTO
3HUKEHHS YM BTpaATH CIIyXy, IIOB’s3aHi y 4aci i3 3aCTOoCyBaHHAM cungeHadiny. Y
OessKUX BUIIagKax IIOBIAOMJISIJIOCS IIPO HasABHICTh MEOUYHUX CTaHIB Ta iHIINUX
(akTOpiB, 1110 MOTIX BifirpaTU POJIb Y PO3BUTKY IMOOIYHUX peakiliii 3 00Ky Cciayxy. Y
OaraThox BUNaAKax iHopMallis 100 MOAasIbIIOro MEOUYHOTO CIIOCTEPEKEHHS
BigCcyTHS. BU3HauuTH, YU IIi SBUIllA IIPSAMO II0B’g3aHi i3 3aCTOCYyBaHHSIM IpelapaTy
cunpgeHadiny, 3 HagBHUMHU (aKTOpaMU PU3UKY BTpPATHU CIIyXy, 3 KoMOiHalli€lo ux
(pakTOpiB UM 3 IHMIUMHU PaKTOPaMU, HEMOKIIUBO.

3ip. TuM4acoBa BTpaTa 30py, IOYEPBOHIHHS O4Yel, IeYiHHS B O4YaX, HigBUILIEHHA
BHYTPIIIHBOOYHOT'O TUCKY, HAaOPSK CiTKiBKY, CyOMHHI 3aXBOPIOBAHHS CiTKiBKM YU
KPOBOTEYa, BiflllapyBaHHs CKJIOMOAIOHOIO Tina.

ITicns Buxony npenapaTy Ha PUHOK PigKO IIOBIZOMIISIJIOCS PO BUIIAIKU
HeapTepialbHOI IepeOHbOl illleMiYHOl HeBPOIlaTil 30pOBOT0 HEPBA, IO € IPUYUHOIO
3HMKEHHS 30py, BKJII0OYalouu HeOOOPOTHY BTPaTy 30py, AKi Oynu moB’si3aHi y yaci i3
3acTocyBaHHsM iHribiTopiB ®IIES, y ToMy uucni cungeradiny. baraTo 3 mailieHTiB
MaJii aHaTOMi4Hi abo cyauHHi aKTOpu PU3UKY PO3BUTKY HeapTepialbHOI ITepegHbol
ilmeMiyHOl HeBPOIaTil 30pOBOT0 HEPBA, BKI/IIOUAIOUHY TaKi: HU3bKE CIIiBBITHOIIEHHS
OiaMeTpa eKCKaBallil Ta JuCKa 30pPOBOT0 HepBa (3aCTiiHUY OUCK 30POBOT0 HEPBA), BiK
Big 50 pokKiB, apTepiasnbHa TinepTeH3isd, 3aXBOPIOBaHHSI KOPOHAPHUX apTepiu,
rimepsimigeMis Ta namdiHHEHS. HeMOXK/IMBO BU3HAUYUTH, YU Il SBHUIIla OIPSAMO II0B s13aHi i3
3acTocyBaHHsM iHribiTopiB ®IIES, 41 3 HasIBHUMU aHAaTOMIYHMMHU a00 CYOUHHUMU
(akTOpamMu pu3uKy, uM 3 KoMOiHAIIi€I0 IMX BCiX PaKTOPiB, UM 3 iHIIMMU PaKTOpPaMU.

3eimyesaHHs npo nido3proeaHi nobiuHi peakuyii. 3BiTyBaHHS IIPO Mim03pIOBaHi Mo6iuHi
peakxtril Imicys peecTpaltiii TikapchbKoro 3aco0y Ma€ BeluKe 3HadeHHs. Lle mae 3Mory
IIPOBOOUTH MOHITOPHUHTI CHiBBIOHOIIIEHHS MiXK KOPUCTIO 1 pU3UKaMHU, OB’ I3aHUMHU i3
3aCTOCYBaHHSIM IILOTO JIiKapChKOT0 3aco0y. JIikapsM CJIif 3BiTyBaTu PO OyOb-sKi
mimo3proBaHi MoOiUHiI peakiril BigmOBigHO 4O BUMOT 3aKOHOOABCTBA.

TepMin npuIaTHOCTI

5 POKIiB.



VYMmoBHu 30epiranHs

36epiraTtu B opuriHambHiM yIIaKOBIli IIpU TeMIlepaTypi He Buiie 25 °C.

30epiraTty y HeIOCTYIIHOMY OJISI OiTeM MicIti.

YnakoBka

Tabnetku o 100 mr, o 4 TabneTku B 61ucTepe, o 2 6iicTepu y mayili.
KaTeropis Bignycky

3a peLenTomMm.

BupooHHK

[TPAT «OITOOAPM».

Micue3HaxoIKeHHsI BHPOOHHKA Ta MOro ajJpeca MiCIisi IpoOBaaKeHHs
IistIbHOCTI

Ykpaina, 02152, m. KuiB, npocnekT I[TaBna Tuuunu, 6youHok 1B, odic A 504.
[Ixkepesto iHCTPYKITil

[HCTpyKIIifo TiKapChKOTro 3aco0y B3aTO 3 0illiiHOTO mKepesia — [lepKaBHOTO PEECTPY
JIiIKapChKHX 3ac00iB YKpalHu.
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