Ckian

Oitoua peyosuHa: cungeHadi;
1 TabneTka MicTUTh cunmeHadiny uuTpaTy ekBiBareHTHO 50 Mr cunmeHadiny
abo 1 TabneTka MicTuTh cungeHadiny uutpaTty ekBiBaseHTHO 100 Mr cunpgeHadiny;

OONOMIJCHI peuoB8uHU: HaTPil0o KPOCKapMeno3a; Kabllito rinpodocdar (ourigpar);
11eJII0JI03a MIKpPOKpUCTaIiYHa; MarHilo cTeaparT; Tajlbk ouniienuir; Onanpi yepBoruiu 11
85G55231 (micTtuTth 6apBHUK [ToHCO 4R (E 124).

JIikapcbKa ¢popmMa

TabeTKy, BKPUTI MJIIBKOBOIO 000JIOHKOIO.

OCHOBHI (Pi3UKO-XiMiUHI 81aCMUBOCMI: MyPIYPHO-4E€PBOHOTO KOJIHOPY TPUKYTHOL
bopMu mBoomyKITi BKpUTI 000JIOHKOIO TabsieTKU 3 TUCHEHHSAM «50» abo «100» 3
OmHOTO OOKY.

®dapMaKoTepalneBTHUYHA Irpyna

3acobwu, 1110 3aCTOCOBYIOThCS IIPU epeKTUuNbHiM auchyHkiii. Cungenadin. Kog ATX
G04B EO03.

®apMaKoOJIOridyHi BJIaCTHBOCTI

dapmaKkoduHamika.

CunpmeHadin - e npenapart AJid IepopaJlbHOT0 3aCTOCyBaHHS, MPU3HAYEHUHU O
JIIKyBaHHS epeKTusbHol qucdyHkKirii. IIpu craTeBoMy 30yIKeHHi penapaT BiIHOBIIIOE
3HUXKEHY epPeKTUIbHY (QYHKIN0 MIJIIXOM IIOCUJIEHHS IIPUTOKY KPOBI [0 IIeHica.

dizionoriyHuM MexaHi3M, 110 3YMOBJIIOE €PEKIIil0, BK/II0Ya€ BUBIJIbHEHHS OKCUOY a30Ty
(NO) y KaBepHO3HUX TijllaxX IIif 4ac cTaTeBOro 30ymKeHHs. BUBiIbHEHUI OKCUL a30Ty
aKTUBYE (pepMEeHT ryaHinaTuuKia3y, 110 CTUMY/IIOE MiOABUIIEHHS PiBHSA IMUKIIIYHOTO
ryaHo3maMoHodocdaTty (1I'M®), 1110, y CBOIO YepPry, BUKJIMKA€E Po3ciaabieHHs IaaKoi
MYCKYyJIaTyp¥ KaBE€PHO3HUX TiJI, CIPUSIOYU IIPUTOKY KPOBI.

CunpmeHadin € IMOTYy>KHUM Ta CEIEeKTUBHUM iHTiOiTopoM Ul MO-crienmdpivyHol
docdopmiecTrepazu 5 (OIIE 5) y kaBepHO3HUX Tinax, ge ®IIES BignoBimae 3a po3map
I’ M®. EdbekTu cunmeHadiny Ha epeKIlito HOCSATh nepudepudHnil XapakTep.
Cunpmenadin He cripuynHsie 6e3mocepenHbol pelakCyuoi Oil Ha i301b0BaHi



KaBEePHO3Hi Tilla TIOOWHY, ajie IMIOTYKHO ITOCUII0E po3ciaabmioouy mito NO Ha gaHy
TKaHUHY. [Ipu akTuBailii Metabonignoro nuiaxy NO/uI'M®, uio BinOyBa€eThCcsa Ipu
cTaTeBil cTumynsiii, inrioyBanus cunmeHadinom ®IIE 5 npu3BOAUTh OO0 IMiABUIIEHHS
piBHA I’ M® y KaBepHO3HUX Tijlax. TaKMM YMHOM, IOJIs1 TOTO, 1100 cungeHadin
BUKJIMKaB NOTPiOHUU (hapMaKoJoriuHui epeKT, HeoOxXigHe cTaTeBe 30yIKEeHHS.

IMocmigKeHHs in vitro IMoKa3alld CeIeKTUBHICTD BIIMBY cungeHadiny Ha OJIE 5, 110
Oepe aKTUBHY y4acThb y npoteci epekilil. EpekT cunmenadiny Ha OIIE 5 moTyXKHIIINUH,
HiXK Ha ixmIi Bimomi ¢ocdomiectepasu. Lle edpekT y 10 pa3 moTyKHIIINMMI, HixK ePekT
Ha ®JIE 6, u1o 6epe y4acTh y mpoilecax (GoToIepeTBOPEeHH Yy CiTKiBi. [Tpu
3aCTOCyBaHHI MaKCHMaJIbHUX PEKOMEHOOBaHUX A03 CEeJIEKTUBHICTh cuigeHadiIy go
®IIE 5 y 80 pasiB nepesuillye 1oro ceneKtuBHICTh 1o ®IIE 1, y 700 pa3siB Bulla, HixK
oo ®IIE 2, ®IIE 3, ®IE 4, ®IE 7, ®IE 8, ®IIE 9, ®IE 10 ta ®IIE 11. 30kpema,
cenekTUBHICTh cungeHadiny mo OIE 5 y 4000 pa3iB nmepeBUIllye MOT0 CEJIEKTUBHICTD
oo ®IOE 3 - ul M@-crienudiunoi izodpopmu pocdomiectepasu, 1o 6epe y4acTsb y
perynsirii cepiieBoi CKOPOTJIMBOCTI.

II715 OLIiHKY Yacy, BIIPOJIOBK SKOT'0 3aCTOCYBaHHS cunmeHadily CIpU4YUHSIE €PEKIIiIo Y
BiATIOBimbL Ha CTaTeBY CTUMYJIALi0, OyJiu MPOBeAeHi cuelliajbHi KIiHIYHI JOCTimXKeHHS.
Y KniHIYHUX OOCHTiAXKEeHHSIX 3 y4acCTIO Malli€eHTiB, IKi 3aCTOCOByBasu cuageHadin
HaTIe, IpU IPOBEeOeHHi (panonneTtu3dMorpadil MemiaHa 4yacy 00 IOYaTKy €pPeKIlil y
MAalli€eHTiB, SKi JOCATIN epeKIlil i3 purigHicTio 60 % (moCTaTHBOIO OJIsI 3OiMICHEeHHS
CTaTeBOI'0 aKTy), CTaHOBUIIA 25 XBUIUH (y Oiana30Hi 3Ha4YeHb 12-37 xBunuH). B
iHIIIOMY mOCiAXKeHHi O0yJI0 moKa3aHo, 110 cungeHadisn Bce 1ie OyB 3TaTHUU BUKIUKATH
epekKIIito yepes 4-5 roguH IIiciasa 3aCTOCyBaHHS.

CunpeHadin CIpUYUHSE JIETKE Ta KOPOTKOYaCHEe 3HUXKEHHS apTepialbHOTO TUCKY, IO
y GinbIIOCTi BUIMIAIKIB HE Ma€ KIiHIYHUX NPosiBiB. CepenHe MaKCUMaJlbHEe 3HUXKEHH S
CUCTOJIITYHOI'O apTeplajIbHOTO TUCKY Yy IIOJIOKEHHI] [allieHTa JjieXXa4du IIiC/Isd
IIepopaabHOro 3aCTOCYBaHHA cungeHadiny y go3i 100 mr ctanosuio 8,4 MM pT. CT.
BipmoBigHa 3MiHa AlaCTOJIIYHOTO apTepiaJIbHOTO TUCKY Y IIOJIOKEHH] allieHTa JjieXXa4yu
CTaHOBUJIa 5,5 MM. PT. CT. Lle 3HMXKEHHS apTepiaJlbHOI0 TUCKY Y3TOAXKYETHCSA 13
CYOMHOPO3IINPIOBAIbHOIO Ai€I0 cUIgeHadiny, MOXKIINBO, BHACIIAOK ITiOBUIIIEHHSI
piBHIB uI'M® y rinankiu MyckynaTtypi cyquH. OgHOKpaTHe mepopajibHe 3aCTOCYBaHHSA
cungeHadiny y mosax go 100 Mr y 3mopoBuxX JOOPOBOIBIIB HE BUKITUKAJIO JKOTHUX
KJIIHIYHO 3HAQUYYLIUX 3MIH Ha eJIeKTpoKapaiorpaMi.

Y mocnigxeHHI reMoguHaMidYHUX €(EeKTiB OOHOKPATHOTO IIepOPabHOTr0 3aCTOCyBaHHS
cunmeHadiny y mosi 100 Mr y maItieHTiB i3 TSXKKOIO inmeMiuHoi0 xBopob6oro cepiisa (IXC)
(3i cTeHO30M IIIOHANMeEHIIe OOHi€El KOpoHapHOI apTepil 6inbirte Hixk 70 %), cepenHin
CHUCTOJIIYHUU Ta OlaCTOJIIYHUYU apTepiaJlbHUMN THUCK Y CTaHi CIIOKOI0 3MeHIIUBCA Ha 7 %
Ta 6 % BiAMOBIOHO BiHOCHO IT0YAaTKOBOTO PiBHA. CepenHill TereHeBUl CUCTONIYHUNA



THUCK 3MeHIInBCA Ha 9 %. CunmeHadin He IPU3BOOUB O0 3MiHN ITOKa3HUKIB CEPIIEBOTO
BUKHOY Ta HEe 3MEHIIyBaB KPOBOTIK II0 CTEHO30BaHUX KOPOHAPHUX apTepisx.

KomHux KITiHIYHO 3HAUYYIIUX BifMiHHOCTEeM He OyJI0 ITPOAEeMOHCTPOBAHO IOJIsl Yacy OO0
BUHUKHEHHS JIiMiTyI040l CTeHOKap[ili IIpu 3aCTOCyBaHHi cunpeHadiny mMOpiBHSIHO 3
msanebo y JOCIigKeHHIX i3 BUKOPUCTAHHSIM TeCTy 3 (i3SMYHUM HaBaHTaXKEHHSIM 3
y4acCTIO MallieHTiB 3 epeKTUIbHOI AUCHYHKIIIEIO Ta XPOHIYHOIO CTabiTbHOIO
CTeHOKapHi€lo, SIKi ITOCTiiHO 3aCTOCOBYBa/JIM aHTUaHTiHaAIbHI JTiKapCchKi 3acobu (3a
BUHSITKOM HiTpaTiB).

Jlerki Ta TUM4YacOBi OPYIIEHHS 3[IaTHOCTI PO3Pi3HATU KONbOPHU (OIaKUTHUM/3EJIeHU)
OyJiu BUSIBJIEHI y IesIKUX TMAlli€HTiB yepe3 1 roguHy Iicas 3acTOCyBaHHSA cunmeHadiny
y 0o3i 100 mr. Li edeKTHU MOBHICTIO 3HUKAJIM Yepe3 2 TOOUHU MiClIsg 3aCTOCyBaHHS
npemnapaTty. MoXIUBUYM MeXaHi3M i€l 3MiHU ¥ pO3Ni3HaBaHHI KOJIbOPIB OB sI3aHUU 3
inrioyBanusam ®JIE 6, o 6epe yyacTh y GOTOIEpeTBOPIOBAILHOMY KacKafi peakiliil y
ciTkiBui. CungeHadin He BIIJIMBA€E Ha TOCTPOTY 30py ab0 KOHTPACTHY YYTJIUBICTh. ¥
OOCJIIIZKEeHHAX 3 y4acCTIO [Ialli€HTIiB 13 JOKYMEHTAJIbHO IIiATBEPAKEHOI MaKyJISAPHOO
gucTtpodieio 3acTocyBaHHs cungeHadiny (omHokpaTHO ¥ A03i 100 MT) He BUKIIMKAJIO
OOCTOBIpHUX 3MiH y pe3yJibTaTaxX IPOBEOEeHUX OOCIiAXKeHb 30Ppy (TOCTpPOTa 30py, CiTKa
Awmcriepa, MOozeOBaHHS pPO3Mi3HaBaHHS KOJIbOPiB CBiTIOdOpa, mepuMeTp Xamdpi i
doTocTpec).

OpmHOKpaTHe epopaibHe 3aCTOCYBaHHS cungeHadiny y go3i 100 Mr 3mopoBuMnu
DOoOPOBONBIIIMU He BIJIMBAJIO Ha PYXJIUBICTH ab0 MOpP(OIoTiio cliepMaTo30ifiB.

Y KniHiYHUX OOCHiAXKEeHHAX cungeHadin 3acTocoByBalu HalieHTaM BikoM Bim 19 go 87
POKiB. Bynu nipencTaBiieHi Taki Ipynu NaLi€HTIB: NAlliEeHTH JIITHBOTO BiKYy, IAILllEHTU 3
apTepianbpHOIO TiepTeH3i€lo, MalieHTH 3 I[yKPOBUM fAiabeToM, illleMigHOI0 XBOP00OO0I0
ceplid, TrinepJinigeMieo, TpaBMaMU CIIMHHOTO MO3KY, OEeIPECi€l0, TpaHCypeTpaibHO0
pe3eKIIielo mepeaMixypoBol 3a103u, pafguKalbHOIO ITPOCTaTeKToOMie0. Hux4yeHaBegeHi
rpynu NalieHTiB He OyM IMpencTaBJieHi JOCTaTHHOIO Mipoio abo He BKITIOUaINCs OO
KJIIHIYHUX OOCIIIAXKEeHb: MallleHTH IIIC/IA XipypridYHOoro BTpy4YaHHs Ha OpraHax Ta3sa,
MalliEHTH ITiC/Is IPOMEHeBO]l Teparii, MalieHTH i3 TAXKKO0I0 HUPKOBOIO ab0 MeYiHKOBOIO
HEeOOCTATHICTIO Ta NallleHTU 3 OJeIKUMU CEepPLieBO-CYAIUHHUMY 3aXBOPIOBaHHSAMU.

Y mocmimKeHHSX 3aCTOCYBaHHS (PiKCOBaHOI MO3HU KiNIbKICTh MAIli€HTIB, AKi
TTOBiTOMJISIJIN IIPO IOKPAIleHHS epPeKTUIbHOI QYyHKIIil, Oyia BUIOIO, HiXK Y TPyITi
mane6o. Y mochigKeHHSAX KilbKiCTh BUIIAAKIB BimMiHU cunpmeHadiny Oyna HU3bKOIO Ta
monibHO0 [0 Takol y rpymi miaamneoo.

B ycix iux gocnigKeHHsX MalleHTU MOBIIOMJISAIN IPO IIOKpPAllleHHs IIPU 3aCTOCyBaHHI
cunpeHadily Ipu ICUXOTEHHINM epeKTUIbHIN OUCHYHKITI, 3MilllaHiil epeKTUIbHIN
OUCPYHKIIi], OpraHiuyHii epeKTUIbHIN AUCPYHKIi], Y JIITHBOMY BiIli, IPU IIYKPOBOMY



miaberTi, imeMiuHii xBopoOi cepils, rinepTeHsii, TpaHCypeTpasbHil pe3ekiril
IepeaMixXypoBOl 3a/103M, paguKalbHii IPOCTAaTEKTOMIl, TpaBMaX CIIMHHOTO MO3KY,
nenpecii. be3neuyHicTh Ta eeKTUBHICTEL cungeHadiny Oyiu MiagTBepAXKeHI JaHUMU ITUX
OOBIrOCTPOKOBUX OOCITiAXKEHb.

dapmakoKiHemuka.

AGcopbiisi. Cunmenadin mBuOKo abcopbyeTbcsi. MakcuMabHi IJ1a3MOBi KOHIIEHTPAIlil
npemnapaTty gocsaratTbesa npotarom 30-120 xBumnuH (i3 MeniaHo 60 XBUIIWH) ITiCIA
MOro ImepopajabHOr0 3aCTOCYBaHHS HaTie. CepenHs: abCconmoTHA OiOOOCTYIIHICTD ITics
IIepopaabHOr0 3aCTOCYBaHHS CTaHOBUTH 41 % (3 miama3oHOM 3Ha4YeHb Bifg 25 7o 63 %).
Y pekomenpgoBaHOMYy Aiarna3oHi 7o3 (Big 25 go 100 mr) nmoka3uuku AUC Ta Cmax
cunpgeHadiny Iicss Moro mepopaabHOT0 3aCTOCYBaHHS MiABUIIYIOTHCS IPOMOPIIMHO
0O IO3MU.

[Tpu 3acTocyBaHHi cunaeHadiny mig 4yac BXXKUBaHHS 1Ki CTyniHb aOCoOpO1Iii 3HUKYETHCSA
13 cepenHiM MOOOBXEHHAM Tmax mo 60 XBUJIMH 1 cepegHiM 3HUXKEHHSIM Cmax Ha 29 %.

Posnogin. CepenHit piBHOBaxkHUM 00’eM po3mnozniny (Vd) cranoBuTts 105 miTpis, m1o
CBIOUUTH IPO PO3MOMALI IpernapaTy y TKaHuHaxX opraHidmy. [licig ogHOKpaTHOTO
IIepopajbHOr0 3aCTOCyBaHHS cungeHadiny y gosi 100 Mr cepegHsi MaKcuMaiabHa
3arajibHa IJla3MOBa KOHIIEHTpallis cungeHadiny cTaHoBUTh Npubnu3no 440 Hr/Mn
(koedinieHT Bapianil cTaHOBUTE 40 %). OCKinbKY 3B’A3yBaHHSA CUJIAeHadiy Ta 10ro
rojoBHOro N-gecMeTus-MmetabomniTy 3 6inkamu nna3mu gocsarae 96 %, cepenHs
MaKCHMaJlbHa Mjla3MOBa KOHIIEHTpallis BiIbHOTO cungeHadiny gocsirae 18 ur/mn (38
HMOJb). CTyIIiHb 3B’sI3yBaHHS 3 OijIKkaMu IjIa3MHU He 3aJIeKUTh Bif 3arajibHUX
KOHIIeHTpalli cunmeHadiny.

Y 3p0poBuxX MOOPOBOIIBIIIB, SIKi 3aCTOCOBYBaiu cunmeHadin omHokpaTHo B mo3i 100 mr,
uyepe3 90 xBUIHUH B eAKynIATI Bu3Havanocs MeHie 0,0002 % (y cepegaboMmy 188 HT)
BiZl 3aCTOCOBAHOI O3M.

MeTabomnizaM. MeTaboJ1i3aM cungeHadiny 30iliCHIOETHCS TOJIOBHUM YMHOM 3 Y4aCTIO

MiKpocoManbHUX i30pepMeHTiB nneuiHku CYP3A4 (romoBuui usax) ta CYP2C9
(mpyropsimHui misix). [OMOBHUM ITUPKYTIOI0YNHN MeTaboJIiT yTBOPIOETHCS IINIIXOM N-
neMeTuIIoBaHHsA cungeHadiny. CenekTuBHicTh MeTabomniTy nmomo ®JIE 5 criBBigHOCHaA
3 CeJIeKTUBHICTIO cungeHadiny, a akTuBHicTh MeTabosmiTy moao ®IIE 5 cTaHOBUTH
npubnu3sao 50 % Big aKTMBHOCTI BUXiTHOI pedyoBUHU. [171a3MOBi KOHIIEHTpAallil IThOT0
MeTabomiTy cTaHOBIATL Npubnu3Ho 40 % Bif KOHILIEHTpaliu cungeHadiny y mia3mi
KpoBi. N-memMeTunroBaHUY MeTabOJIIT 3a3Ha€ NOAasbIIoro Metaboi3My, a nmepion
MOro HaliBBUBEIEHHS CTAaHOBUTh MPUOJIN3HO 4 TOOMHU.



EnimiHarisga. 3aranbHui KiipeHC cungeHadiny ctaHoBuTh 41 1/rom, 3yMOBITIOIOYU
repioq MOro HalliBBUBEOEHHS TPUBAJICTIO 3-5 rOOWH. 4K IIiC/Is mepopajbHOTO, TakK i
MiCJisg BHYTPIIIHBOBEHHOT'O 3aCTOCYBaHHSA €KCKpellid cungeHadiny y BUTIaal
MeTaboJTiTiB 3[IiiICHIOETHCS TOJIOBHUM YMHOM i3 KajyioM (rpubnu3ro 80 % Bim BBemeHOI
IIepopanbHOl JO03M) Ta MEHIIIOI Mipoio 3 cevyero (mpubnu3Ho 13 % Bix BBemeHOl
IIepopaabHOl JO3H).

[TamieHTH TiTHLOTO BiKy. Y 3MOpPOBUX HOOPOBOJIBIIIB JIITHROTO BiKy (BiKOoM Bif 65 poKiB)

Bi3HaA4as0Cs 3HUXKEHHS KIIipeHCy cungeHadiny, 10 3yMOBIIOBAJIO ITiABUIEHHS
MJIa3MOBUX KOHIIEHTpalil cuingeHadinly Ta KOro akTUBHOTO N-IUMEeTUILOBAHOT O
MeTabomniTy npubnu3no Ha 90 % mOpiBHSHO 3 BiATIOBIHUMU KOHIIEHTPALiIMU Y
300POBUX JOOPOBOJIBIIIB MOJIOAIIOrO BiKy (18-45 pokKiB). ¥ 3B’3Ky 3 BIKOBUMU
BiIMiHHOCTSIMU y 3B’sI3yBaHHi 3 OiTKaMu IJTa3MM KPOBi BilIIOBimHE IMigBUIIEHHST
I1JIa3MOBOI KOHIIEHTpPallil BibHOTrO cunmeHadiny cranoBuio mpubnusxo 40 %.

HupkoBa HEIOCTATHICTh. Y MOOPOBOJIBIIIB i3 mOpylIeHHIMH (QYHKIII HUPOK JIETKOTO Ta

IIOMIPHOT'O CTyHEeHS TAXKKOCTI (KiipeHc KpeaTuHiHy Big 30 mo 80 mMii/xB)
dapmakokiHeTuKa cungeHadiny 3anuiranacsa HE3MiHHOIO ITiCJI MOTO OJHOKPaTHOTO
rnepopanbHOro 3acrocyBaHHsa y no3i 50 mr. Cepensi AUC Ta Cmax N-OuMeTUIbOBaHOT O
MeTabosiTy migBuIryBanucs Ha 126 % ta 73 % BignmoBimHO MOPiBHSIHO 3 TAKUMU
IMOKa3HUKaMHU y MOOPOBOJILITIB aHAIOTiYHOTrO BiKy 0e3 mopyileHb QyHKITII HUPOK.
OnmHak yepes3 BHCOKY MiXKCy0’'€KTHY BapiaGenbHIiCTh I1i BiTMiHHOCTI He Oynu
CTAaTUCTUYHO 3HAYYHIUMU. Y HOOPOBOJIBIIB i3 TIXKKUMU ITOPYIIEHHIMHU QYHKITII HUPOK
(knmipeHc KpeaTuHiHy HHUK4Ye 30 MJI/XB) KiIipeHC cunpgeHadiny 3HUKYyBaBCs, 110
cupuuyuHAno cepengse nigsumiesssa AUC ta Cmax Ha 100 % Tta 88 % BigmoBiZHO
TTOPiBHSHO i3 JOOPOBOIBIIIMU aHAJIOTiYHOTO BiKy 6€3 mopyIiieHb QyHKIII HUPOK. Kpim
Toro, 3HaueHHsa AUC Ta CmaX N-meMeTHUIb0OBAaHOTO MeTaboIiTy 3Hauylle
nipgsuinyBanucsa Ha 200 % ta 79 % BignosigHO.

ITeyiHKOBA HEIOCTATHICTh. Y MOOPOBOJIBLIIIB i3 IIMPO30M IT€UiHKHU JIETKOTO Ta IOMipHOTO

ctyneHs (kmac A ta B 3a knacudikaiiieto Haunnma - [1'10) kiipeHc cungeHadiny
3HUKYBABCH, 1110 npu3Bonuio no nigsuiieHHss AUC Ha 84 % Ta Cmax Ha 47 %
TMOPiBHSHO 3 MOOPOBOJIBISIMU aHAJIOTiYHOTO BiKy 0e3 ImopyiieHb QyHKIIiN NediHKHU.
dapmMmakoKiHEeTHKA CUJIAeHadIy y Nalli€HTIiB i3 MOPYIIEeHHAMHU (PYHKIIIN IT€eYiHKHA
TSIKKOTO CTYIIEHS He BUBYaJsacH.

IToxa3aHHS

JIikyBaHHS MOPYIIEHb €PEKTUIBHOI QPYHKIIi], 110 BU3HAYAIOThCS SIK HE3OaTHICTh
gocartu abo migTpUuMaTH epeKIlilo CTaTeBOro YjleHa, HeOoOXigHY AJisA YCIIIIHOTO
CTaTEeBOr'0 aKTy.



I edpeKTUBHOI Oil MpenapaTy MOoTPiOHe cTaTeBe 30yOKEHHS.
ITporunnoka3aHHs

e TTigBHUINlEHA YYTIUBICTH IO aKTUBHOI pe4YOBHUHU ab0 A0 OyOb-AKOI 3 HOIIOMiXKHUX
PEedYOBUH IIpernapary.

e OmHOYaCHe 3aCTOCYBaHHS i3 JOHOPaAMU OKCULY a30Ty (TaKMMU SIK aMiJIHITPUT)
abo HiTpaTamu y Oyab-aKiit GopMi IpoTUIIOKa3aHe, OCKiJIbKY BioMO, 110
cunpgeHadin Mae BOIMB Ha HUIAXU MeTab0J1i3My OKCUAY a30Ty/ HUKJIIYHOTO
ryaHo3uHMoHOdochaTty (uI'M®) Ta IOTEHILIIOE TiMOTEeH3UBHUY e(pEeKT HiTpaTiB.

e OgHO4YacHe 3acTtocyBaHH4 iHTiOiTOPiB ®IE 5 (Y TOMY "nci cunpgeHadiny) 3i
CTUMYJIATOpPaMU I'yaHiTaTIUKI/Ia3u, TAKUMU K Piouryar, IPOTUIIOKa3aHe,
OCKiJIbKA MOXKe NPU3BECTH OO0 CUMITOMATHUYHOI TilTOTEeH3il (AuB. PO34in
«B3aemMopmis 3 iHmMMU JTiKapChbKUMHI 3acoO0aMu Ta iHIII BUOW B3aEMOMII»).

e JlikapchKi 3aco0u [ JTiKyBaHHS €PeKTUJIbHOL AUCGYHKIII, BKIII0OYal04uu
cungeHadin, IPOTUNIOKa3aHi Y0JIOBiKaM, SKMM He PeKOMeHI0BaHa cTaTeBa
aKTUBHICTH (HalpUKiiaf, Malli€eHTU 3 TIXKKUMU CEePLEBO-CYOIUHHUMU pO3JlajaMHy,
TaKUMMU SIK HecTabijlbHa CTEHOKAP[is Ta ceplieBa HEeOOCTaTHICTDb TSIXKKOTO
CTYTIEHS).

e BTpaTa 30py Ha OgHE OKO BHACJ/IAOK HeapTepialbHOl IIepeaHbOl iIIeMidHO1
HeWpoIiaTil 30poOBOT0 HepPBa, He3aJlezKHO Bifl TOTO, UM IIOB’si3aHa I IaTOJIorid i3
ronepenHiM 3acTocyBaHHSM iHTiOiTOpiB ®IIE 5.

e [TopymeHHs QyHKIII ITeYiHKM TSAKKOT'O CTYIIEeHS; apTepiajbHa riloTeH3is
(apTepianbauy TUCK HUXKYe 90/50 MM PT. CT.); HEIIOOABHO IIepeHeCEeHUHN iHCYIIbT
a6o iHdapkT MioKapaa Ta BimoMi cmagKoBi mereHepaTHUBHI 3aXBOPIOBaHHSI
CiTKIBKHM, TakKi SIK MIrMeHTHUU PETUHIT (HeBelIUKa KiIbKiCTh TaKUX MAIli€HTIB Ma€
reHeTU4YHi po3jagu ¢ocdomiecTepas CiTKiBKU) - Oe3MeYHiCcTh cunmeHadiny He
OOCIIAXKyBajlacsd y TaKuX MIATrPYyIl Mall€HTiB.

B3aemoaisi 3 iHIIMMH JTiKapChbKHMH 3aco0aMH4 Ta iHIII BHIH B3a€MoOIil

Egdexmu iHwux aikapcvbKux 3acobie Ha cuadeHai.

IlocnigzkeHHs in vitro. MeTtabomiaMm cungeHadiny BinOyBaeThCs ITepeBaKHO 3 y4acTIo

isopopmu 3A4 (rosoBHUM 1IIIX) Ta i3opopmu 2C9 (OAPpyTropaOHUN IISIX) HUTOXPOMY P
450 (CYP). Tomy iuri6iTopu 1ux isopepMeHTIiB 3maTHI 3HUKYBATHU KITipeHC
cungeHadiny, a iIHOYKTOPU LIUX i30(hepMEHTIB MOXKYTh MiIBUIIyBaTH KIIipeHC
cungeHadimy.

HocnigxkeHHs in vivo. [Tonynauinaui papMaKOKiHETUYHUY aHaJli3 JaHUX KITIHIYHUX

OOCIiAKEeHb IPOAEeMOHCTPYBaB 3HNUKEHHSA KIIIPEHCY CUuligeHadiIy IIpu Woro
OOHOYACHOMY 3acTocyBaHHi 3 iHribiTopamu CYP3A4 (TaKuMU SIK KETOKOHA30JI,



€PUTPOMIIINH, IMMETHANH). X04Ua IIPU OOHOYAaCHOMY 3aCTOCyBaHHI cungeHadiny Ta
inrioiTopiB CYP3A4 3pocTaHHS YaCcTOTU NOOIYHUX SBUIIl HE CIIOCTEPiranocs,
PEeKOMeHO0BaHa Mo4YaTKOBa Oo3a CuigeHadiy CTaHOBUTD 25 MT.

OpmHoyacHe 3acTocyBaHHs iHTiO6iTOpy BIJI-ITpoTea3u pUTOHABIPY, AyKe IIOTYKHOTO
inrioiTopy P 450, y cTaHi piBHOBaxHO01 KoOHIIeHTpa1il (500 mr 1 pa3 Ha mo0y) Ta
cunpeHadiny (pa3osa mo3a 100 Mr), TPU3BOAMIIO OO ITiTBUIEHHS Cmax cungeHadiny
Ha 300 % (y 4 pa3u) Ta nigsuineHHA nn1a3MoBol AUC cunpgenadiny Ha 1000 % (v 11
pa3siB). Yepes 24 roguHM 11a3MOBi piBHI cunmeHadiny Bce Ile CTAHOBUIU NPUOIN3HO
200 Hr/Mn DOpPiBHSHO 3 piBHEM NMPUOIU3HO 5 HI/MJI, XapaKTEePHUM [JIs 3aCTOCYBaHHS
cunpgeHadinly oKpeMo, 110 BiAIlOBiga€ 3HaYHOMY BIIJINBY PUTOHABIPY Ha IIUPOKUM
crekTp cyoctpatiB P450. Cungenadin He BIiMBa€ Ha papMaKOKiHETUKY PUTOHABIPY.
3 ornsAny Ha 1i (papMaKOKIiHETHYHI OaHi OgHOYacHe 3aCTOCYBaHHS cuiIgeHadiny Ta
PUTOHABIPY HEe PEKOMEHOYETHCS (OUB. po3ain «OcoOIUBOCTI 3aCTOCYBaHHS»); Y OyOb-
SIKOMY BUTIaJIKy MaKCHUMaJibHa Ho3a CuifgeHadiny 3a xKogHUX 00CTaBUH He OBUHHA
IIepeBUlllyBaTu 25 MI IpOTATroM 48 roguH.

OnmHouacHe 3acTocyBaHHs iHTiOiTOpy BlJI-mpoTea3u cakBiHaBipy, iHridiTopy CYP3A4, y
no3i, mo 3abe3meyye piBHOBaXKHY KOHIIeHTpaIito (1200 Mr Tpuyi Ha goby), Ta
cunpeHadiny (100 Mr pa3oB0o) IPU3BOOUIIO [0 MiABUIIEHHS Cmax cunpeHadiny Ha 140
% Ta 30inbireHHst cucteMHol ekcno3uitlii (AUC) cunnenadiny Ha 210 %. He BusiBneHo
BILUTUBY cuiigeHadiny Ha papMaKoKiHETUKY caKBiHaBipy (guB. po3min «Cmocio
3acTOCyBaHHS Ta mo3u»). [lepembadaeThcs, 1110 OinbIl MOTYKHi iHTi6iTOpu CYP3A4,
TaKi K KETOKOHA30JI Ta iTpaKoHa30J1, OyayTh MaTH OifibIll BUPAKeHUU BIIJIUB.

ITpu 3actocyBanHi cungeradiny (100 Mr pa3oBo) Ta epPUTPOMILIMHY, CIIELIUPIIHOTO
inridiTopy CYP3A4, y piBHOBaxxHOMY cTaHi (500 Mr gBiui Ha moOy MPOTSATOM 5 OHIB)
CIIOCTepirasocs IIigBUIIIEHHS CUCTEMHOI eKCIo3ullil cungeHadiny Ha 182 % (AUC). Y
3I0POBUX AOOPOBOJIBIIIB YOJIOBIUOl CTATi HE CIIOCTEPIrasocs BIJINBY a3UTPOMIIIUHY
(500 Mmr Ha o0y npotsarom 3 #i6) Ha AUC, Cmax' Tmax’ KOHCTAHTYy IIBUOKOCTI
eJliMiHallil Ta MOmaIbIINM Iepiod HaliBBUBEOEeHHS cuiaeHadiny abo Moro roJioBHOTO
IIUPKYJItolo4uoro Metabomnity. Llumetunus (iHriéiTop uuroxpomy P450 Ta
Hecnenudiuunit inriditop CYP3A4) vy no3i 800 Mr nmpu ogHOYaCHOMY 3aCTOCyBaHHI i3
cunnmeHadinomMm y gosi 50 Mr y 300opoBuX HOOPOBOIBIIB ITPU3BOAUB 0 MiTBUIIIEHHS
M1JIa3MOBUX KOHIIEHTpaliu cungeHadiny Ha 56 %.

I'peuindpyToBui cik € cnabkuM inriditopom CYP3A4 y CTiHIII KHIIIEYHUKY i MOXe
BUKJIMKaTU IOMipHe IIiABUILIEHHS PiBHIB cuigeHadiny y maa3Mi KpPoBi.

OmHOKpaTHe 3aCTOCYBaHHS aHTAUMOHUX 3aco0iB (MarHiio rigpokcuny/ aiatoMiHito
rigpoKcuay) He BIIJIMBA€ Ha 0iogOCTYyIIHICTH cuigeHadiny.



Xoya mochimkeHb crenudivHol B3aeEMOii 3 yciMa JTikapchbKUMU 3aco0aMu He
MIPOBOOUIIOCS, 3a JaHUMU IIONYIAILIMHOT0 PapMaKOKiHETUYHOTO aHali3y,
(bapmakokiHeTrKa cungeHadily He 3MiHIOBajIacsa IPU MO0 OOHOYaCHOMY
3acTOCyBaHHI i3 TikapcbKUMHU 3acobamMu, 1110 HajiexkaTh Oo rpymnu inriditopia CYP2C9
(Tonbytawmin, BapdapuH, ¢heHiTolH), rpynu iHridiTopiB CYP2D6 (Takux sIK CeIeKTHUBHI
iHri6iTOpPM 3BOPOTHOTO 3aXOMJIEHHS CEPOTOHIHY, TPULIUKITIYHI aHTUOEIIPEeCaHTH),
TPyNU Tia3uOHUX Ta Tia3UOOIIOOIOHUX OiypeTUKiB, MEeTIHOBUX Ta Kajilidbepiraroumux
OiypeTUKiB, iHTiOiTOPiB aHTiOTEH3UHIIEPETBOPIOBAILHOTO (hepMeHTy (ATID),
QHTArOHICTiB KaJlbIlifo, aHTArOHiCTiB OeTa-agpeHopelenTopPiB abo iHAYKTOPiB
MmeTaboniamy CYP450 (Takux K pudamiinmH, 6apbiTypaTtu).

Y xomi mocnigKeHHS 3a y4acTiO 3T0POBUX AOOPOBOIBIIiB-4OJIOBIKiB OOHOYACHE
3aCTOCYBaHHS aHTaroHicta eHmoTesliny 6oceHTaHy (moMipuHui iHgmykTop CYP3A4,
CYP2C9 Ta, moxnuso, CYP2C19) y piBHOBaxkHOMY cTaHi (125 Mr aBigi Ha goOy) Ta
cunnmeHadiny y piBHoBaxxkHoMYy cTaHi (80 Mr 3 pa3u Ha 000y) IIPU3BOAUIIO [0

3HuKeHHsI AUC Ta Cm < cunpgeHadiny Ha 62,6 % ta 55,4 % BigmoBigHO. ToMy

a
OOHOYACHE 3aCTOCyBaHHS TaKUX MOTYXKHUX iHAYKTOpiB CYP3A4, K pudaMIiid, Moxke
MTPU3BOAUTHU IO OiJTbIlI BUPaXKeHOTro 3HUKEHHS KOHIIEHTpallil cunmeHadiny B nna3mi

KPOBI.

Hikopaupgun sBssie cobolo ribpum akTUBaTOpPa KasblliEBUX KaHalIliB Ta HiTpaTy.
HiTpaTHUU KOMIIOHEHT 3yMOBJIIOE MOXKJIUBICTh MOTO CEPUO3HOL B3a€EMOIIl 3
cungeHadinom.

Epexmu cundeHaginy Ha iHwi aikapcvki 3acobu.

Cunpmenadin - cimabkui inridiTop isodpopm 1A2, 2C9, 2C19, 2D6, 2E1 ta 3A4 (IK50 >
150 mmomnp) nuToxpoMy P450. OCKinbKH IMiKOBI ITJITa3MOBI KOHIIEHTPAIlil cungeHadiny
OOPiBHIOIOTH IPUOIM3HO 1 MKMOIIb, BIIJIMB IIpenapaTy Ha KJlipeHc cyOcTpaTiB uX
i30(bepMeEHTIB MaJIOMMOBIPHUM.

BigcyTHi maHi mjomo B3aemopii cungeHadiny Ta TakKux Hecnenu@ivHUX iHTiOITOPIB
docdomiecTtepasu, Ik TeodisliH Ta OUIIPpUAAMOII.

Ockinbku BigoMo, 110 cunpgeHadin Ma€ BIIUB Ha MeTabo1i3M OKCUIY a30Ty/
IUKJIiYHOTO0 TyaHo3uHMOHOpochaTy (1I'M®), 6ysio BCTaHOBIEHO, 110 1Ie¥ IIpernapaT
IIOTEHIIiI0€ TIIOTEeH3UBHY [il0 HITpaTiB, TOMY MO0 OHHOYACHE 3aCTOCYBAaHHS 3
OOHOpPaMM OKCUAY a30Ty abo 3 HiTpaTaMu y Oynb-aKiti ¢popMi mpoTuiokasaHe (OuUB.
po3main «IIpoTUoka3aHHsI»).

Pionuryart. [JOK/IiHIYHI OOCHIAXKEHHS IPOAEMOHCTPYBaIX afUTUBHUN CUCTEMHUU
edeKT 3HUKEHHS apTepialbHOT0 TUCKY ITPU OJJHOYACHOMY 3aCTOCYBaHHi iHTiOiTOpIB
®JIES 3 piomuryatom. KiiHidHI OOCHIOXKEHHS IIPOAEMOHCTPYBaIu, 10 piouuryaTt



TIOCUIIIOE TiMOTeH3UBHY Aito iHribiTopiB ®ES. YV nanieHnTiB, sKi 6panu y4acTb y
OOCJIIiIKEHHI, He CIIOCTEePIrasocs MO3UTUBHOIO KITIHIYHOTO e(eKTy IPU OOHOYACHOMY
3acTocyBaHHi iHri6iTOpiB ®IIES i3 pionuryatom. [IpoTunokasaHe oHOYaCHE
3acToCyBaHHS pionuryary 3 inriditopamu ®IES (y Tomy uuchi i3 cunmeHadinom) (ous.
po3main «IIpoTuoka3zaHHsI»).

Y mesiKkux CXUJILHUX OO LILOTO MAIliEHTIB OOHOYACHE 3aCTOCYBaHHSA cuUlgeHadiny Ta
610KaTOPiB anbda-agpeHopPeIenTOPiB MOXKe IIPU3BECTH 10 PO3BUTKY CUMIITOMATHUYHOI
rimoTeH3sii, 10 Hal4acTillle BUHUKAajla IPOTAroM 4 TOOWH ITiCJIS 3aCTOCYyBaHHSA
cungmeHadiny (muB. po3ain «Crocid 3acTocyBaHHS Ta o3u» Ta «OcoOIMBOCTI
3acTOCyBaHHSI»). Y X0fi mochigxKeHb cueudiyHol B3aEMOil TiKapChKuX 3acobiB
61okaTop anbda-agpeHopelnenTopiB JoKca303uH (4 Mr Ta 8 mr) Ta cunmeHadin (25 mr,
50 mr ta 100 Mr) 3acTOCOBYBa/ii OMHOYACHO IalliEHTaM i3 JOOPOsSIKiCHOIO
rinepruiasieio nepenmixyposoi 3ano3u ([II'TI3), crabinisallis cTtany sskux Oysa
OOCSATHYTa IPU 3aCTOCYBAaHHI JOKCA303UHY. Y IUX OOCIIAXKYBaHUX IOIIYJIALIAX
CIIOCTEPIrasaocsa cepenHeE O0OaTKOBE 3HUXKEHHS apTepialbHOI0 TUCKY YV IIOJIOXKEeHHI
nallieHTa jexadu Ha 7/7 MM pT. CT., 9/5 MM PT. CcT. Ta 8/4 MM PT. CT., Ta CEPEOHE
3HUXKEHHS apTepiarbHOTr0 TUCKY Yy IIOJIOXKEHH] CTOSA4YU - Ha 6/6 MM pT. cT., 11/4 MM pT.
CT., 4/5MM pT. CT. BinnoBigHO. [Ipy omjHOYacHOMY 3aCTOCYBaHHI cungeHadiny Ta
NOKCa303MHY y MallieHTiB, cTabini3allisa ctany akux OyJia HOCSATHYTa IIPU 3aCTOCYBaHHI
OOKCa303uHY, iHOAI MOBIiAOMIISIOCS PO PO3BUTOK CUMIITOMATUYHOI OPTOCTAaTUYHO1L
rimoreHsii. Y 1Iux moBijoMIeHHSIX MIIJIOCS ITPO BUMNAOKKW 3allaMOPOYEHHS Ta
InepegHEeNPUTOMHUM CTaH, ajie 0e3 CUHKOIIE.

He cnocTepirasocs xXK0OHUX 3HaYyIINX B3aEMOMIN IPU OQHOYACHOMY 3aCTOCYBaHHI
cungenadiny (50 mr) i Tondytaminy (250 mr) ab6o Bapdapuny (40 Mr), 1110
MeTabomizyoTecsa CYP2CO9.

Cunpenadin (50 Mr) He IpU3BOAUB A0 ITOAOBXKEHHS Yacy KPOBOTEYi, CHIPUYNHEHO1
3aCTOCYBaHHSM alleTUIcaiuuiaoBol KuciaoTu (150 mr).

Cunpenadin (50 Mr) He IOTEHIIiIIOBaB TiMMOTEH3UBHY [il0 aJIKOTOII0 3TOPOBUX
nOoOpPOBOJIBIIIB IIPU CEPENHIX MaKCUMaJIbHUX PiBHSIX €TaHOJy KpoBi 80 Mr/mi.

Y manieHTiB, sIKi 3aCTOCOBYBanu CuiageHadis, He CIocTepiraaocs XKOOHUX
BimMiHHOCTEM mpodinio mobivHux eeKTiB MOPIiBHSIHO 3 Ij1aiiedo TPy OOHOYaCHOMY
3aCTOCyBaHHi TaKUX KJIaCiB rilMOTEeH3WBHUX JIiIKAPChKUX 3aC00iB, SIK MiypeTUKH,
67okaTopu OeTa-agpeHOpPeNenTopis, iHriditopu AIT®, aHTaroHictTu aHrioreH3uny II,
QHTUTINEPTEH3UBHI TiKapCchKi 3aco0u (CyAMHOPO3MINPIOBaIbHI Ta IIeHTPaJIbHOI [il),
0JI0KaTOpU afipeHepriyHuxX HelPoHiB, 6JI0KAaTOPH KaJIbIIiEBUX KaHaIiB Ta 6JI0KaToOpHU
anbda-agpeHOPEIEeNnTOPiB. Y crellialbHOMY OOCIHIAXKEHHI B3a€EMO/Iil IPU OOHOYACHOMY
3acTocyBaHHi cungeHadiny (100 Mr) Ta aMJIOOUIIIHY HalliEHTaM i3 apTepiaabHOIO
rimepTeH3i€l0 CrIocTepiragocsa JOOaTKOBE 3HUXKEHHS CUCTOJIIYHOIO apTepialbHOTO



TUCKY Yy IIOJIOKEHHI JIexkayu Ha 8 MM PT. CT. BignoBigHe 3HUXKEHHS OlaCTOJIIYHOT O
apTepiaJbHOr0 TUCKY CTaHOBUIIO 7 MM PT. CT. Take JogaTKOBE 3HUXKEHHS
apTepialbHOTO TUCKY OYJI0 MOPiBHAHHUM 3 THM, 110 CIIOCTEPIrasiocs IIpu 3aCTOCYBaHHi
nuie cungeHadiny y 3qopoBux DOOPOBOIBIIB (OUB. po3ain «®apMaKoIoriuHi
BJIACTUBOCTI»).

Cunpenadin y gosi 100 Mr He BnuBaB Ha (papMaKOKiHETUYHI ITOKa3HUKY iHTiGiTOPIB
BIJI-mpoTea3u, cakBiHaBipy Ta pUTOHAaBIipy, sKi € cydocTpatamu CYP3A4.

Y 3p0poBuX MOOPOBOIIBIIB YOJIOBIUOI CTATi 3aCTOCYyBaHHS cuilgeHadiny y
piBHOBaxkHOMY cTaHi (80 Mr 3 pa3u Ha mobOy) npusBogusno o mnigsuineHHs AUC ta C

max 6oceHTaHny (125 mr 2 pa3u Ha moby) Ha 49,8 % Ta 42 % BignoBigHO.

IlomaBaHHS Pa30BOl 03U cugeHadiny 00 caKyOiTpuiy/BajicapTaHy B PiBHOBaXXKHOMY
CTaHi y maIlieHTiB 3 apTepialbHOIO TinepTeH3ieio 0yJI0 MOB’I3aH0 3i 3HAYHO OiNbIIUM
3HUXKEHHSAM apTepialbHOI'O TUCKY IIOPIBHAHO 13 3aCTOCYBaHHAM
cakyOiTpuiy/BancapTaHy okpeMo. ToMy ciinm 3 00epeKHiCTIO pO3MOYUHATH
3acTOCyBaHHS cunmeHadiny maiieHTaM, sIKi OTPUMYIOTh caKyOiTpui/BancapTaH.

Oco00/1MBOCTi OO0 3aCTOCYBaHHSA

ITo mouaTKy Teparii ciifg 3i0paTu MeOUYHUN aHaMHe3 ITalliEHTa Ta IIPOBECTHU
(dizukanbHe 00CTEeKEHHS [JIs OiarHOCTUKHM €PEKTUIbHO1 AUChYHKIII Ta BU3HAYEHHS 11
MOXKJIUBUX ITPUYHH.

daxKkmopu pu3uky cepueso-cyOuHHUX 3ax80opro8adHb. OCKIIBKY CTaTeBa aKTUBHICTh
CYIIPOBOMXKYETHCS IEBHUM PHU3UKOM 3 OOKY ceplis, 0 IT0YaTKy OyAb-IKOTO0 JIiKyBaHHS
€pPEeKTUJIbHOL AUCPYHKIIi1 JIiKkap Ma€ OLIIHUTYU CTaH CepPLieBO-CyOUHHOI CUCTEMU
nanieHTa. CungeHadis Ma€e CyqUHOPOIMINPIOBAJIbHUM €(PEKT, 110 TPOSABIISAETHCS
JIETKMM Ta KOPOTKOYaCHUM 3HUKEHHSM apTepiaJbHOTIO TUCKY (OUB. PO3OiN
«@apMakoguHaMika»). [1o mpu3HaYeHHs CuilgeHadiny JIikap Ma€ peTelbHO 3BaXKUTH,
41 MOXKe TaKui e(peKT YMHUTH HEeCIIPUSATIUBUM BIIJIUB Ha IAIli€HTIB i3 IEBHUMHU
OCHOBHUMMU 3aXBOPIOBAHHSMHU, 0COOIMBO ¥ KoMOiHallii 3i cTaTeBOI0 aKTUBHICTIO. [0
Malli€eHTiB i3 MiOBUILIEHOIO YYTJIMBICTIO 4O Ba30OMIaTaTOPIB HajieXaTh Malli€eHTH i3
0OCTPYKIIi€I0 BUBIMHOTO TPAKTY JIiIBOTO HIJIYHOYKA (HAaIpUKJIall, CTEHO3 a0pPTH,
rineprpodiyHa o6CTPyKTHUBHA KapAioMionarTisi), Ta MalliEHTU 3 PiIKiCHUM CUHOPOMOM
MYJIbTUCUCTEMHOI aTpodii, OOHUM i3 IIPOSABIB SKOI € TSIKKe IMOPYIIEHHS Perysilil
apTepiagbHOTO THUCKY 3 00Ky BereTaTuBHOI HEPBOBOI CUCTEMMU.

[IpemapaT DOTEHIIIOE TIMOTEeH3UBHUU e(EKT HiTpaTiB (OUB. PO3TiN
«[TpoTUIOKa3aHHA»).



[ToBigoMmIisiyiocst IPO TSIKKi Mo6GiuHi peakiil 3 60Ky ceplieBO-CyIUHHOI CUCTEMH,
BKJIIOYaO4uH iHpapKT MioKapaa, HecTabilbHy CTEHOKAP/Iil0, paliTOBY CEPIIEBY CMEPTH,
IIJTYHOYKOBY apUTMIilo, 11epeOpoBacKyIsIpHi KPOBOBUIUBU, TPAH3UTOPHY illIeMiUHY
aTaky, apTepiajbHYy TillepTeH3ii0 Ta apTepiaabHy TiNOTEH3il0, sIKi 3a YacoM 30iranucs
i3 3acTocyBaHHSAM cungeHadiny. ¥ OinbIIOCTi MalieHTiB icHyBanu GakKTOpU PU3UKY
CeplLeBO-CYIUHHUX 3aXBOpPIOBaHb. baraTto Takux mobivHUX peakllii CriocTepiranocs iz
yac abo ofipa3y micist CTaTeBOT0 aKTy, i JIKIlIe KiTbKa BUHUKIIO HEBMIOB3i ITiciIs
3acToCcyBaHHs cunmeHadiny 6e3 cTaTeBol aKTUBHOCTi. TOMYy HEMOZKJIMBO BU3HAYUTH,
YW MOB’sI3aHUM PO3BUTOK TAaKHUX ITOOIYHMX peakliii 6e3rmocepenHbo i3 pakTopaMu
PU3UKY, YU IX PO3BUTOK 3YMOBJIEHUH iHITUMY YNHHUKAMU.

IIpianizm. 3acobu Ojis JIiKyBaHHS €pPEeKTUIbHOL UCHYHKIII, Y TOMYy YHUCIIi U
cunmeHadin, ciig npu3HavaTH 3 00epexkHICTIO mallieHTaM i3 aHaTOMiYHUMU
nedopMallisiMu neHica (TaKMMHM SIK aHTYs1isI, KaBepHO3HUM Hidbpo3 abo xBopobda
[TeutpoHi), Ta malmieHETaM 3i CTaHaAMH, III0 COIPUSIOTh PO3BUTKY Mpiami3aMy (TaKuMU K
CepIonomiOHOKIITHHHA aHeMisI, MHOXKHHHA MiejloMa abo J1elKkeMis).

be3neyHicTh Ta epeKTUBHICTL OMHOYACHOTO 3aCTOCYBaHHSA CUJiAeHadiny 3 iHIIUMU
MeTOooaMM JIiKyBaHHS €PEeKTUIbHOL AUCPYHKITil He BUBYAINUCS, TOMY 3aCTOCYBaHHS
TaKUX KOMOiHallii He pEKOMEHAYEThCH.

[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.

O0dHouacHe 3acmocyB8aHHs 3 iHwumu iHe2ibimopamu ®IE 5 abo iHwumu
npenapamamu 015 AIKYB8AHHA epeKkmuabHOol OucyHKuUil. be3neky Ta e(peKTUBHICTh
OOHOYACHOTO 3aCTOCyBaHHA cungeHadiny 3 iHmmumu inridiropamu OJIE 5 abo iHIIMMU
ImperiapaTaMu [OJisd JIiKyBaHHS TiepTeH3il IerTeHeBOol apTepil, 10 MiCTATh cunmeHadir,
Y¥ 3 iHIIUMU IperapaTaMu OIS TiKyBaHHS epPeKTUIbHOI JuCYHKITI He BUBYAIH.
Tomy 3acToCcyBaHHsI TaKuxX KOMOiHalIlill He peKOMeHIOBaHe.

Bnaue Ha 3ip. Hagxoounu CIOHTaHHI IOBIAOMJIEHHS IIPO BUHUKHEHHS Oe(EeKTiB 30py Y
3B’SI3KY i3 3acTOCyBaHHAM cuipmeHadiny Ta inmux iHriditopis ®IE 5 (guB. po3min
«I[ToGiuHi peaxilii»). 3i CHOHTaHHUX ITOBiTOMJIEHD Ta 3 PE3YyJIbTATiB HArIIAOBOTO
OOCHiO>KEeHHS BiTOMO ITPO BUMAOKN HeapTepialbHOI IepenHbol illleMivH0ol HeBpPoIaTil
30pPOBOI0 HEPBa, IO € PiAKICHUM CTaHOM, Y 3B’I3KY i3 3aCTOCYyBaHHAM cungeHadiny Ta
iHmmx inriditopie ®JIE 5 (muB. po3min «I1o6iuHi peakirii»). ITamieHTiB ciif
MIOTIEPEOUTH, III0 Y Pa3i palITOBOTO IIOPYIIEHHS 30Py 3aCTOCOBYBaHHSA cungeHadiny
CJIig IPUIIMHUTY Ta HETaWHO 3BEPHYTHUCS OO0 IiKaps (guB. po3min «[IpoTUIIOKa3aHHSI»).



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 0JI0KaTOPU anbda-agpeHOopelenTOPiB, 3aCTOCOBYBaTHU cungeHadin ciifg
3 00epexKHICTIO, OCKiZTbKM TaKa KOMOiHaIlisd MOXKe IIPU3BECTH [0 CUMIITOMATUYHOI
apTepianbHOI TIMMOTEeH3il y AesIKUX CXUIbHUX 0 IIbOT0 MallieHTiB. CUMIITOMaTU4YHA
aprepiajibHa TilIOTEH3is 3a3BUYal BUHUKAE IPOTATOM 4 TOOUH IIiC/IsA 3aCTOCYBaHHSA
cunnmeHadiny. Yepes pu3uK PO3BUTKY OPTOCTATUYHOI TiMMOTEeH3il Teparrito
cungeHadisioM MOXKHa PO3IMOYHMHATH JIUIIE ¥ TeMOOUHaMi4YHO CTaOiIbHUX IAlli€HTIB,
sIKi 3aCTOCOBYIOTH OJIOKaTOpPHU alibda-aapeHopenenTopiB. PekoMeHoBaHa mo4aTKOBa
oo3a OJid TaKUX MallieHTiB CTaHOBUTH 25 Mr cungeHadiny (qus. po3ain «Cmocid
3acTOCyBaHHS Ta mo3u»). KpiMm Toro, cniig npoindopMyBaTH MAlli€HTIB, K OiITH Y
BUIIAJKY IIOSIBU CUMIITOMIB OPTOCTaTUYHOI IIOTEH3il.

Bnaue Ha kposomeui. [JocnimKeHHS TPOMOOIUTIB JIIONUHYU ITPOAEMOHCTPYBAIH, 1110 in
vitro cunpgeHadin MOTEHIlIIOE aHTHarperaliiHi epekTu HaTpito HiTponpycuny. Hemae
KopOHO1 iHpopMaliil moao 6e3MeYHOCTi 3aCTOCyBaHHA cungeHadiny mnaiieHram i3
MMOPYIIEHHSIMHU 3rOPTaHHS KPOBi ab0 rOCTPOI0 MEeNTUYHOI0 BUPA3K0I. TaKUM YHUHOM,
3aCTOCyBaHHSA cungeHadiny mamieHTaMu i€l TPyIId MOXKJINBE JINIIE ITiCJIs PeTEelbHOl
OLIIHKM CIIIBBIIHOIIIEHHS KOPUCTI Ta PU3UKIB.

[Ticns 3acTtocyBanHsa mo3u 100 Mr 3mopoBUM AOOPOBOJIBIISIM HE CIIOCTEpiramsocs
BILUIMBY Ha MOP(OJIOTii0 Y¥ PYXOMIiCTh CIEPMATO301iB (OMB. PO3is
«®apMaKoOuHaMiKa»).

Bmpama cayxy. JIikapsiM CIIif IOpaguTH NalliEHTaM NPUINHUTU 3aCTOCYyBaHHS
iHrib6iTOpiB

®JIE 5, Brimrouarouu npenapatr HOBAI'PA €BPO, Ta HeraiHO 3BEpHYTUCS 3a
MEeOUYHOI'0 JOIIOMOIOI0 Y BUIIaJKaX panTOBOr0 3HUKEHHS YU BTpaTtu ciuyxy. [Ipo ni
sIBUIIA, 110 TAKOXK MOXKYTh CYIIPOBOAXKYBaTUCS O3BOHOM Yy ByxXaX Ta 3allaMOPOYEHHSIM,
TMOBigOMIISAJIOCS 3 acollialli€lo y 4aci i3 3acTocyBaHHsaM iHTi6iTOpiB ®IIE 5, BKIOUa0uu
npenaparT. BusHauuTy, 4u 1Ii ABUIIa OPSAMO OB’ sI3aHi i3 3aCTOCYBaHHAM iHTiOIiTOPIB
®IIE 5, yu 3 iHmUMHU PaKTOpaMu, HEMOKIIUBO.

O0HoOuacHe 3acmocCyB8aHHA i3 2inomeH3uBHUMU npenapamamu. IIpemapaT Y4MHUTH
CHUCTEMHY CYOUHOPO3UINPIOBAJIbHY Hif0 Ta MOXKe [ajli 3HMKYyBaTU apTepiaJbHUU TUCK Yy
Malli€eHTiB, sIKi 3aCTOCOBYIOTH T'iIIOTEH3UBHI JIiIKapChKi 3aco0u. Y oKpeMoMy
OOCITiIZKEeHHI TiKapChKOl B3a€EMO[il IPHU 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., O1aCTOJIIYHOI'O - Ha 7 MM pPT. CT.



3axeoprosaHHs, W0 nepedarwmsca cmamesuM WAsIXoM. 3aCTOCYBaHHS cungeHadiny
He 3axHuIla€ Bill 3aXBOPIOBaHb, 110 IePeaalThCs CTaTeBUM IIsaxoM. Crifg
MMPOIHCTPYKTYBATU MAIliEHTIB MI0I0 HEOOXigHUX 3aro0iKHKUX 3aco0iB 151 3aXUCTY Bif
3aXBOPIOBaHb, III0 IEePEeaalThCA CTaTEBUM LIJIAXOM, BKJIIOUAIOYH BipyC iMyHOOepinuTy
JIIOOUHMA.

[TniBkoBa o6omonka Tabimetok HOBAT'PA €BPO mictuth 6apBHUK [ToHCco 4R (E 124).
Moxe COpUYMHATHY aJIepPridyHi peaxkiiil.

Llewt mikapcbkui 3acid MicTuTh MeHIIe 1 MMOIb HaTpito (23 Mr) Ha TabrmeTKy, TOOTO
NPaKTUYHO BiIBbHUU Bif HaTpito. [Ipo e MoxkKHa npoiHdOopMyBaTH IAlli€HTIB, SIKi
OOTPUMYIOTHCS OIETU 3 HU3BKUM BMICTOM HaTPIIO.

3acmocysaHHsA y nepiod eazimHocmi abo 200y8aHHsA 2py0010.
[IpenapaT He IpU3HAYEHUN [JIsI 3aCTOCYBAHHS XKiHKaM.

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

HoBarpa €Bpo M0oxe MaTu He3HaYHUM BIIJIMB Ha KEPYBaHHS aBTOTPaHCIIOPTOM abo
iHImMMHU MexaHidMaMu. OCKIJIBKH Y X0[i KITIHIYHUX OOCIiAXKEeHb 3aCTOCYBaHHSA
cunpeHadiny moBigoMIsIIIOCS PO BUIIQAKK 3allaMOPOYEHHS Ta MOPYIIEHHS 3 00Ky
OpTraHiB 30py, IIepeq TUM SIK CiaTH 3a KEPMO TPaHCIIOPTHOTO 3aco0y abo IIpallloBaTu
3 iHIIMMU MeXaHi3MaMu, NallieHTaM HeoOXimHO 3’sicyBaTH, SIKOIO € iXHS iHAuBimyalbHa
peaxliiig Ha 3aCTOCyBaHHA IpenapaTty HoBarpa €spo.

Cmocid 3acTocyBaHHsS Ta I03H

[IpemapaT 3aCTOCOBYBaTH II€POPAIBLHO.
s edpeKTUBHOI Oil MpenapaTy MOTPiOHe cTaTeBe 30yMKEHHS.
Ilopocai.

PekomMmeHnoBaHa fo03a nmpernapaTry cTaHOBUTE 50 MI' Ta 3aCTOCOBYETHCS IIPU
HeoOxigHOCTi npubM3HO 3a 1 TOOMHY A0 CTAaTEeBOr0 aKTy. 3aJeXHO Bil epeKTUBHOCTI
Ta MIePEeHOCUMOCTI ITperapaTy g0o3y MoxKHa 30iabmuT 10 100 Mr a60 3MEHIITUTH 00 25
Mr*. MakcumanbHa peKOMeH0BaHa 003a cTaHoBUTH 100 mr.

MakcumarnibHa peKOMEeHJOBaHa 4yacToTa 3aCTOCYBaHHA IIpeliapaTy CTaHOBUTH 1 pa3 Ha
noOy. IIpu 3acTocyBaHHI ITpemaparTy mif 4ac IpUHUoMy 1XKi Ois mperapaTy MoxkKe
HacCTaBaTH IIi3HillIe, HiXK IpU MOT0 3aCTOCyBaHHI HaTIIeE.

ITauieHmu AiMHBLO20 BIKY.



HeoOxigHiCTh Y KOPEKIIil MO3U OJI MalliEHTiB JIITHHOTO BiKy (= 65 pOKiB) BiICyTHS.
ITauienmu i3 HUPKOBOI HedocmamHicmio.

IIJ1s1 TIalieHTiB i3 HUPKOBOIO HEOOCTaTHICTIO JIETKOTO Ta IIOMIPHOTO CTYIEHS TSIXKKOCTI1
(kimipeHc kpeatuHiHy Big 30 7o 80 Mi1/XB) peKOMeHAOBaHa [03a IIpemnapary €
aHaJIOTiIYHOIO 031, HaBeJeHiu Bullle y po3aini «Ilopoci».

OCKinbKY y NaLliEHTIB 3 HUPKOBOIO HEJOCTaTHICTIO TAXKKOI'O CTyIlleHs (KJIipeHC
KpeaTuHiHy HuXK4Ye 30 MJI/XB) KJTipeHC cungeHadiny 3HUKEeHUY, peKOMeHA0BaHa f03a
npenapaTy CTaHOBUTD 25 Mr*. 3aexKHo Bif eeKTUBHOCTI Ta IIePEeHOCUMOCTi
mmpernapary Ao3y MoxKHa 30inbmuTu 10 50 mr ta 100 mr.

ITauieHmu i3 ne4iHKOB80K HedoCmamHicmio.

OCKinbKY y MALli€HTIB i3 NEeYiHKOBOI HEOOCTAaTHICTIO (HampUKiIah, IUPO30M) KIIIpEHC
cungeHadiny 3HMKEHUN, peKOMeH0oBaHa A03a IIpenapaTry CTaHOBUTh 25 Mr¥,
3asiekHo Biff eeKTUBHOCTI Ta IEPEeHOCUMOCTI ITpenaparTy 403y MOXKHa 30i/IbIIUTHU 00
50 mr ta 100 mr.

ITauieHmu, siKi 3acmoco8yroms iHWi AiKapcuKi 3acobu.

K10 malieHT OgHOYaCHO 3aCcTOCOBYIOTH iHTiOiTOp CYP3A4 (muB. po3min
«B3aemogis 3 iHIMMMU TiKapChbKUMHK 3aco0aMu Ta iHI BUOU B3a€EMOMIN»), CITiM
PO3TISTHYTH MOXKJIMBICTh 3aCTOCYBaHHS IMOYATKOBOI 03U 25 Mr* (3a BUHSITKOM
PHUTOHABIPY, 3aCTOCYBaHHS KO0 OOJHOYACHO i3 cuilgeHadisioM He peKOMEHOYETHCH,
OuB. po3min «OcoOIUBOCTI 3aCTOCYBAHHS»).

3 MeToI0 MiHiMi3allil pU3UKy PO3BUTKY OPTOCTAaTUYHOI IiMOTEH3il CTaH MalliEHTIB, AKi
3aCTOCOBYIOTh 0JI0OKaTOpU anbda-agpeHopelenTopiB, Mae OyTu cTabimizoBaHUM OO
IMo4YaTKy 3aCTOCyBaHHS cunmeHadiny. TakoxK Cif pO3TISHYTH MOXKJIMBICTh
3aCTOCYBaHHS ITOYATKOBOI mo3u cungeHadiny 25 mr* (ouB. po3min «Ocobm1uBOCTi
3aCTOCYBaHHsI» Ta «B3aeMois 3 iHIMMM TiKapChbKUMU 3acoO0aMu Ta iHIIN BUOU
B3aEMOMIN»).

* - 3acmocosysamu AiKapcuKi 3acobu 3 0it0U0 peuosuHor cusadeHadin y
g8i0nogioHoMy 003yBAHHI.

Iimu.

[IpenapaT He MOKa3aHUM OO 3aCTOCYBaHHSA ocobaM BikoM mo 18 poxkis.

Ilepego3yBaHHs



ITpu 3acTocyBaHHi pa30Boi go3u cunmeHadiny mo 800 mr mobiuHi peakirii Oynu
MOJiOHUMHU OO TUX, 110 CIIOCTEpiraaucs Ipu 3aCTOCyBaHHI cungeHadiny y HUKYIUX
n03ax, ajie BUHUKAJIY YacTiie Ta Oynu OifbIl TIKKUMHU. 3aCTOCYBaHHS cuigeHadiny y
mo3i 200 Mr He IIPU3BOOUIIO OO0 MigBUIIEHHS €(DEeKTUBHOCTI, ajie CIIPUYHUHSIIO
30iIbIIIeHHS KiTbKOCTI BUIMIAJKiB PO3BUTKY NOOIYHUX peakiiii (Tr0JI0BHOTO 60JIIO,
ITPUIIIINBIB, 3allaMOPOYEHHS, AUCIEICil, 3aKIaJeHOCTi Hoca, MopYyIIeHb 3 O0KY OpraHiB
30py, onmucaHux y po3mini «ITo6iuHi peakiii»).

Y Bumapgky rnepeno3yBaHHS HEOOXiTHO BXKUTU 3BUYANHI MiATPUMYOUi 3aX0/IH.
[TpruckopeHHS KIIipeHCy cungeHadiny Ipu reMopiani3di MaJoMMOBIpHE Yepe3 BUCOKUU
CTYMIiHb 3B’sI3yBaHHS ITpemapaTy 3 OiJIkamMu 11a3Mu KPOBi Ta BiICYTHICTh eniMiHalIil
cungeHadiny i3 cedero.

ITo6iuni epexTHn

HatvyacrTiIle 1moBimoMiIsiig po TakKi moOivyHi peakiiil K roJI0BHUM 0ilb, IPUIIIUBU
KPOBIi, OMCIIENCis, 3aK/lIaJeHiCTh Hoca, Oilb y CIUHI, 3allaMOpPOYEeHHS, HyJOTa,
IIPUIIIMBY Kapy, IIOPYIIEeHHS 30Dy, IiaHOICiA Ta 3aTyMaHEHHS 30DYy.

Yci kniniyHO 3HAuyIIi M00iYHI peaxiiii, 1110 CIIocTepiraaucs mif 4yac KITiHIiYHUX
OOCITim»KeHb YacTillle, HiXK ITPU 3aCTOCYBaHHI m1anebo, HaBeOeHo HUXK4Ye 3a
CHCTeMaMM OpraHiB Ta 3a 4aCTOTOI0: Ayxke 49acTo (= 1/10), gacto (= 1/100 - < 1/10),
HedacTo (= 1/1000 - < 1/100) ta pigko (= 1/10000 - < 1/1000). 3a yacToTO!O MOOIYHi
peakiril HaBeeHi y mOpsAKy 3MEHIIIeHHS 1X IPOsBiB.

IHgeKuiliHi ma iHBa3UBHI 3aXB0PHOBAHHA.
Heuacmo: PuHir.

Po3znadu 3 60Ky iMyHHOI cucmemu.
Heuacmo: Peaxkiiil rinep4yTInuBOCTI.
Po3saadu 3 60Ky Hepeosoi cucmemu.
Ily>ke 4acTo: TOJIOBHUM Oinb,

Yacmo: 3aTaMOpPOYEHHS],

Heyacmo: COHIUBICTH, TinecTesis,

PiOKo: iHCYbT, HEIIPUTOMHICTh, TPAH3UTOPHA illleMidyHa aTaka, CyooMu*, peluaguBu
CyOoM*, CUHKOIIE.

Po3siadu 3 60Ky opaaHis 30py.



Yacmo: po3agu 30py, MOPYILIEeHHS CIPUNHATTS KOJIbOPY**, 3aTbMapeHHs 30Dy,

Hewyacmo: po3nanu cibo30BUIiNIEHHI* ¥, 6inb B ouax, poTtodobist, ¢poTormcis,
rimepeMis o4yeu, ICKpaBiCTh 30py, KOH IOHKTHUBIT,

Pidoko: HeapTepianbHa NepenHs illleMidyHa HeWpPOoMIaTisi 30poBOro HepBa*, OKIi03isa
CYOWH CITKiBKU*, peTUHa/IbHUM KPOBOBUJIUB, apTEPIOCKIIEPOTUYHA PETUHOIIATIA,
MOpYyIIeHHs 3 O0KY CiTKiBKHU, rmaykoMa, gedeKTHu oJisi 30PYy, OUIIIOITis, 3HUXKEHHS
TOCTPOTH 30pPY, MiOIIist, aCTEHOIIis, IIJIaBaloyi IOMYTHIHHS CKJIUCTOTO Tijla, IIOPYLIEeHHS
3 00Ky pangyKHOl 000JIOHKH, Mifipia3, IosiBa CAIYUX KPYTriB HABKOJIO OXKepesa CBiTia
(rasno) y moii 30py, HaOpsSK o4e, IPUNYXJIiCTh O4Yel, IMMOPYIIeHHS 3 00Ky O4el,
rimepeMiss KOH'IOHKTHBHY, IIOOPa3HEeHHS oYel, aHOMaJIbHi BifTUyTTS B o49ax, HaOpsSK
TOBiK, 3HeOapBJIEHHS CKJIEPH.

Po3saadu 3 60Ky opaaHis cayxy ma secmuby1apHO20 anapamy.
Hevyacmo: BepTuro, 1mym y Byxax,

Pioko: rmyxoTa*.

Po3saadu 3 60Ky cyOuH.

Yacmo: IpUIInBU XKapy, IPUIIIUBY KPOBi A0 00/1My4s,
Heuacmo: aprepianbHa TinepTeH3ia/TinoTeH3iq.

Poznadu 3 60Ky cepus.

Heuyacmo: ocuneHe ceplebUTTs, TaxXikapmis,

Pioko: indapKT Miokapaa, Gibpunsiis nepegcepnb, MIJIYHOUYKOBA apUTMist*,
HecTabijlbHA CTEHOKAPisi, palToBa ceplieBa CMEPTh*.

Po3sadu 3 60Ky pecnipamopHoi cucmemu, 2pyOHOI KAimKu ma cepe0oCmiHHA.
Yacmo: 3aKiageHicTh HOCa,

Hewyacmo: HOCOBa KpOBOTeYa, 3aKJIaleHiCTh MPUOATKOBUX Ma3yx HOCA,

PiOoKo: BifuyTTsI CTUCHEHHS y TOPJIi, HAOPsIK CJIM30BOI 000JIOHKK HOCA, CYXiCTh Yy HOCI.
Po3a1adu 3 60Ky WaAYyHKOBO-KUWKOB020 MpPAaKmy.

Yacmo: gucriencisa, HygoTa,

Hewacmo: ractpoe3odareanbHa pediiiokCHa XxBopo0Oa, O/1toBaHHS, 0ilb y BEpXHiU
4YaCTHUHI XKUBOTAQ, CYXiCTb Y POTi,



Pioxo: rinecTe3isa poTOBOI MIOPOXKHUHU.

Po3nadu 3 60Ky wKipu ma niOwkipHOl MKaHUHU.

Heuacmo: Bucunu Ha LIKipi,

Pidoko: cuaapom CriBeHca - [I2KOHCOHa*, TOKCUYHUM emigjepMalbHUN HEKPOIi3*.
Po3siadu 3 60Ky 0nopHO-pyx08020 anapamy ma CnoayyHoOi MKAHUHU.

Heuacmo: mianeris, 6inb y KiHIIiBKax.

Po3nadu 3 60Ky HUPOK ma ceyocmamesoi cucmemu.

Heuacmo: rematypis.

Po3aadu 3 60Ky penpodykmugHOi cucmemu ma MO/04HUX 3d/103.

Pidko: mipiami3am*, momoBxKeHa epekKllisi, reMaToCIIepMisi, KpoBOoTeda 3i CTaTeBOTO
4JieHa.

3azanvHi po3nadu ma peaxkuii y micui e8e0eHH:.

Hewacmo: 6inb y rpyasax, migBUIllleHa CTOMJIIOBAHICTh, BIIUYTTS XKapy,

Pidoko: mogpa3HeHHS.

ObcmedtceHHs.

Heuvacmo: TligBuileHa 4aCcTOTa CEPLEBUX CKOPOYEHbD.

* TloBigoMIISATIOCS JIUIIIE IIiJ1 YaC OOCIIAXKEeHHS IIiCJigd BUXOAY IIpeliapaTy Ha PUHOK.

** [lopylIeHHS COPUUHATTSA KOJIbOPY: XJIOPOIICisA, XpOMATOIICis, LiaHOIICi,
€PUTPOIICisA, KCAHTOICIi.

*+x [lopyllleHHs CIIbO30BUAIJIEHHA: CYyXiCTh B 0O4aX, IOPYILIEHHS CIIbO30BUIIIIEHHS Ta
MiOABUIIIEHHS CJIHO30BUIJIEHHSI.

Huxdyesa3HaueHi sBullla crioctepiranucsa y < 2 % Iali€eHTiB; IPUYUHHUYN 3B 130K HE
BU3HaueHuu. [ToBigoOMJIeHHS BKIIIOYasu SBUIIA, 10 MaJii BipOTigHUM 3B’I30K i3
3aCTOCYBaHHSM IIpernapary. fABuilia, siKi He Oy/Iu 3a3HadyeHi, OyIu TerkKuMu,
MMOBiTOMJIEHHS OY/IU OyKe HEeTOYHUMH, 11100 MaTU 3HAUEeHHS.

3aezanvHi. Habpsk ob6nuydsi, peakilil ¢OTOYYTINBOCTI, IIIOK, aCTeHis1, Oilb, panToBe
namiHHsg, 0ib y 2KMBOTi, palToBe MOMIKOIXKEHHS.



3 60Ky cepueso-cy0uHHOI cucmemu: cTeHoKapmisi, AB-651okaga, MirpeHs, mocTypajibHa
rimoTeHsis, immemist Mmiokapaa, TpoM003 CyOUH T'OJIOBHOT'O MO3KY, pPaliTOBa 3yIUHKA
ceplid, IIOpPYyLIEeHHS 3a pe3yabTaTaMu EKI', kapgiomionaTis.

3 60Ky WAYHKOBO-KUWKOB020 MPAKmMYy: TTIOCUT, KOJIT, gucdarisi, raCTpuT,
racTpOeHTEePUT, e30(darit, CTOMaTUT, IOPYIIEeHHS 3a pe3y/bTaTaMU IIe4iHKOBUX P00,
peKTanbHa KpOBOTeYa, TiHTiBIT.

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

3 6oky mMemaboaizmMy ma xap4yy8aHHsi: cCipara, HaOpsK, mogarpa, HecTabinbHUMN
miaber, rinepriikeMis, mepudepuyHi HaOPSAKY, TirnepypuKeMisi, rirnoriikeMis,
rimepHaTpieMis.

3 60Ky ckesiemHOo-M’ 30801 cucmemu: apTPUT, apTPO3, PO3IPUB CYXOKUJIIIS,
TEHOCHHOBIT, 0i/Ib Y KiCTKaX, MiaCTeHisi, CHHOBIT.

3 60Ky Hepsosoi cucmemu: aTakCisi, HeBpaJrisi, HelpomnarTisi, mapecTesisi, TpeMop,
BEPTUTO, elpecis, 6e3COHHS, aHOMallbHi CHOBUOIHHS, 3HUXKEHHS pedrieKcCiB.

3 60Ky OuxasnvHOi cucmemu: acTMa, OUCIHOE, JTAPUHTIT, GapuHTIT, CHHYCUT, OPOHXIT,
ITOCHUJIeHEe CIUHOBUINIEHHS, IIOCUJIEHHS KaIIlTo.

3 60Ky WKipu: KPOIuB’THKA, Teprec, cBepOixK, MiTIUBICTL, BUPA3KH IIKipH,
KOHTAKTHUU JepMaTHUT, eKChOoIiaTUBHUN OepMaTur.

CneuucgiyHi g8i0uymmsi: palToBe 3HUKEHHS YU BTPaTa CJIyXy, Oilb y Byxax,
KPOBOBUJIMB Y OKO, KaTapakTa, CyXiCTh B O4ax.

3 60Ky ypoeeHimaavbHOI cucmemu: TUCTUT, HIKTYypis, DigBUIeHa YacToTa
CEeYOBUITYCKaHb, 30i/TbIIIEHHSI MOJIOUHHUX 3aJ103, HETPUMaHHS Cedi, MOPyILIeHHSI
esIKyJIsAlii, HaOpsiK CTaTeBUX OPraHiB, aHOPra3Misi.

IlOCBif 3aCTOCYBaHHS MiCJIg BUXOOY Ha pUHOK. [licna Buxonmy cunpmeHadiny Ha pUHOK

Oynu imeHTH(}iKOBaHI HUXK4Ye3a3HaueHi mobiuHi peakirii. OCKinbKY ITPO TaKi peakirii
MMOBiAOMJISAIOTH JOOPOBIIbHO, HE 3aBXKAX MOXKHAa JOCTOBIPHO OLIIHUTH iX YaCTOTy Ta
BCTAHOBUTHU NPUUYMHHUU 3B’SI30K i3 BIJINBOM JIiKapChKOro 3aco0y. Lli sBuiia 6ynu
3a3HaveHi gK Yyepes 1X CepUO03HICTh, 4aCTOTYy MOBIMOMIIEHHS, BiICYTHICTh YiTKOT'O
aTbTEPHATUBHOTO 3B’SI3KY, TaK i yepe3 KoMOiHallito TuX (haKTOPiB.

Cepueso-cy0uHHI ma uepebposackyasapHi ssuw,a. IToBimoMsiziocst Mpo cepro3Hi
CepleBO-CyOUHHi, 11epeOpOoBaCKyISIPHi Ta CyYOUHHI SBUIlA, BKIIIOYAIOYU
11epeOpPOBaCKyIAPHY KPOBOTeUy, cyDapaxHOiganbHy, BHYTPIIlIHbOLIepeOpaIbHy
KpPOBOTEUy Ta JIeTeHeBYy KPOBOTeUy, 1110 OyJIx IMOB’sI3aHi B 4aci i3 3acToCyBaHHSIM
cunpgeHadiny. BinbuIiicTs mamieHTiB Manu (aKTOPHU CEPLEBO-CYOUHHOTO PU3UKY.



[ToBigomrisiziocs, 110 6araTo 3 UX SBUIL BUHUKIIU ITi Yac abo ompasy IIicis ctaTeBol
AKTUBHOCTI, a meKiTbKa SIBUIIl BUHUKJIU Bipa3y Micisi 3acTOCyBaHHS cunmeHadiny 6e3
CEeKCyaJIbHOl aKTUBHOCTI. [HII gBUIla BUHUKIIA IPOTATOM HACTYIIHUX T'OOVH YU OHIB
ITicJIsg 3aCTOCyBaHHS cuiigeHadisy Ta cTaTeBOl aKTUBHOCTI. HEMOXK/ITUBO BCTAHOBUTH,
4y MaloTh IIi IBUIlA IPSIMUM 3B’A30K 13 3aCTOCYBaHHIM IIpernapary, 3i CTaTeBOIO
aKTUBHICTIO, 3 pakTOpaMu pU3UKY, i3 KomOiHalli€ero nux ¢GakTOPiB YU 3 iHIIUMU
pakTOpamm.

KposoHocHa ma aim¢pamuyHa cucmemu: Ba30OKITIO3IMHUYA KPU3. Y HEBETIMKOMY
3aBYaCHO IPUIIMHEHOMY OOCJIiAKEeHH] 3aCTOCYBaHH4 MpelnapaTry CuigeHadiny nis
MalllEHTIB 3 JIET€HEBOI apTepialbHOIO IiIepPTEeH31€10, BTOPUHHOIO 1100
cepnonoAiOHOKIIITUHHOI aHeMil, ITPU 3aCTOCyBaHHi cunaeHadiny Ipo po3BUTOK
BA300K/IIO3IMHUX KPU3iB, 1110 moTpeOyBasu rocuiTanilaliii, moBimoMIsiyiocss yacTile,
HiXK IIpu 3acTOCOBYBaHHI naie6o. KimiHiuHe 3HaueHHs 11i€l iHdopMaliii A1s nmaiieHTis,
sIKi 3aCTOCOBYIOTh CUIZeHadisl 3 MeTOIO JIIKyBaHHS €PEeKTUIbHOI OUCPYHKIIil, €
HEeBIIOMUM.

Hepesosa cucmema: TpUBOXKHICTh, TPAH3UTOPHA I'1o0aibHa aMHe3is.
CneuugiyuHi giouymms.

Cayx. Ilicnsa Buxony npernapaTty Ha pPUHOK IIOBIAOMIISANIOCS PO BUIIAOKU PaAITOBOTO
3HUKEHHS YU BTpATH CIIyXy, IIOB’s3aHi y 4aci i3 3acToCyBaHHAM cungeHadiny. Y
OessKUX BUIIagKax IIOBiJOMJISIJIOCS IIPO HasABHICTh MEOUYHUX CTaHIB Ta iHIIINUX
dakTOpiB, 1110 MOTIX BifirpaTU POJib Y PO3BUTKY ITOOIYHUX peakiliii 3 00Ky CIyXy.
3mebinpuIoro iHgopMallisa MoO0 IMOOaIbIIOr0 MEOUYHOIO CIIOCTEPEXKEHHS BiJCYyTHA.
BusHauuTH, 4M 1l SBUIlla IPSAMO OB’ sI3aHi i3 3aCTOCYBaHHSAM IpemnapaTry
cunpgeHadiny, 3 HagBHUMHU (aKTOpaMU PU3UKY BTpPATHU CIIyXy, 3 KoMOiHaIli€lo ux
(bakTOpiB UM 3 iIHMIUMHU PaKTOpaMU, HEMOKIIUBO.

3ip: TMMYacoBa BTpaTa 30py, IIOYEPBOHIHHSA O4Yel, TeYiHHSA B 04aX, MiABUILEHHS
BHYTPIIIITHBOOYHOT'O TUCKY, HAaOPSK CiTKiBKY, CyONHHI 3aXBOPIOBAHHS CiTKiBKM 4YH
KpOBOTeYa, BiflllapyBaHHS CKJIUCTOTO Tijla.

[Ticnsa Buxoay mpenapaTy Ha PUHOK PiAKO MOBIOOMIISIOCS IIPO BUIIAOKU
HeapTepiaabHOl IIePeOHbO] IIIIeMidHO1 HEBPOIIaTil 30POBOT0 HEPBA, 1[0 € IIPUYUHOIO
3HUKEHHS 30py, BKJIIOYAl0OYM OCTAaTOYHY BTPATY 30Dy, siKi Oysu moB’si3aHi y 4aci i3
3acTocyBaHHsM iHribiTopiB ®IIE 5, BKIo4yaouyu cuigeHadin. barato 3 nmailieHTiB Manu
aHaTOMi4Hi ab0 cymuHHI ¢paKTOpU PU3UKY PO3BUTKY HeapTepialbHOI ITepegHbol
ilmeMiyHOl HEBPOIIAaTil 30pOBOT0 HEPBA, BK/II0UAIOUHX TaKi: HU3bKE CIIiBBITHOIIIEHHS
OiaMeTpa eKCKaBallil Ta JuCKa 30pPOBOT0 HepBa (3aCTiliHUY OUCK 30POBOT0 HEPBA), BiK
Big 50 pokKiB, apTepiasyibHa TinepTeH3isd, 3aXBOPIOBaHHSI KOPOHAPHUX apTepiu,
rimeprimnigeMisa Ta namdiHHS. HeMOX/IMBO BU3HAUYUTH, YU IIi SBHUIIlA IPSAMO II0B s3aHi i3



3acTocyBaHHAM iHribiTopiB ®E 5, 41 3 HaABHUMU aHATOMIiYHUMU ab0 CYIUHHUMU
bakTopamu pu3uKy, uu 3 KoMmOiHalli€I0 IUX BCiX paKTOPiB, UM 3 iHIMMMU PaKTOPaMU.

3simyesaHHs1 npo ni0o3pro8aHi nobiuHi peakuyii. 3BiTyBaHHS IIPO MimO3pIOBaHi MO0iUHi
peakxiiil Imicsis peecTpaliil TiKkapchbKoro 3acoby Ma€e BeluKe 3HaueHHs. Lle mae 3mory
IPOBOAUTH MOHITOPHUHT CIIIBBIIHOIIIEHHS MiXK KOPUCTIO 1 pU3WKaMHU, OB’ A3aHUMU 13
3aCTOCYBaHHSM IIbOTO JIiKapChKOTo 3aco0y. JIikapsiM ciim 3BiTyBaTu Mpo Oyab-sKi
mimo3pioBaHi moOiYHI peakilil BiAMoOBimHO MO BUMOT 3aKOHOIABCTBA.

VYMoBHM 30epiranus

30epiraTty B OpuUTiHaIbHIN yIAKOBIli ITpu TeMIepaTypi He Buiile 25 2C y HEIOCTYIITHOMY
IOJIs OiTeW Micrii.

YnakoBKa

ITo 1 TaGneTIii, BKPUTi# OITiBKOBOIO 000IOHKOIO, ¥ O1ticTepi; mo 1 6s1icTepy B KapTOHHIMU
KopoO11i abo 1Mo 4 TabneTKu, BKPUTUX MJTIBKOBOIO 000I0OHKOIO, ¥ O1icTepi; mo 1 abo 2
OJricTepu B KQpPTOHHIiM KOPOOIIi.

KaTeropis Bignycky
3a peLienToMm.
BupooHHK

IOnik ®apmaceioTukan JlabopaTopis (Bigminenus ¢pipmu «IIx. b. Kemikans eHp
dapmacwsioTukans JIta.»).

Unique Pharmaceutical Laboratories (a division of J. B. Chemicals & Pharmaceuticals
Ltd.).



