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IHCTPYKIIA
JJISl METHYHOI0 32CTOCYBAHHS JIKaAPCbhKOTo 32c00y

CLIJIEKC
(SILDEX)

Cknao:

Oiloya pevosuna: cunaeHadi;

1 Tabnerka mictuth 70,24 Mr cunnenadiny nurpary, mo ekBiBaneHTHO 50 mr cuigeHadity,
abo

1 Tabnerka mictuth 140,48 Mr cunaenadiny nurpary, mo exkiBasieHTHO 100 Mr cunenadiny;
O0NOMIDICHI pevo8uHY. Kail0 NMOJAKPUJIiH; KaIiio ripoKcH] abo XJIOPHCTOBOJHEBA KHUCIIOTA;
MarHilo creapaT; KPEMHIIO MIOKCHA KoJoinHuii, Oe3Bomnwmii,; acmapram (E 951); Harpito
KpOoCcKapMesio3a; apoMaTH3aTop M sTa; JIaKTO3U MOHoriapaT; mosigon K-30.

Jlikapcbka popma. TabneTku KyBajbHi.
OcHoeni  ¢hizuxo-ximiuni  enacmueocmi: TabneTkun TpuKyTHOI (OpPMH, 3 JBOOIYKJIOIO
MOBEpPXHEI0, O110r0 Koabopy 3 THCHEHHIM «50» abo «100» 3 ogHOTrO GOKY.

dapmakoTepaneBTHYHA rpyna. 3aco0H, IO 3aCTOCOBYIOTHCS IIPH €PEKTUIIBHIN JHC(YHKILIT.
Cunpenadin. Kox ATX G04B E03.

Dapmakono2iuni e1acmugocnii.
Dapmarxoounamika.

Mexani3m aii. Cunnenadin € npenapaToM s MepoOpaIbHOTO 3aCTOCYBaHHS, MPU3HAYCHHM TSI
JMiKyBaHHS epeKTWiIbHOI auchyHkuil. [Ipu cekcyanbHOMy 30y/KeHHI mpemapaT BiJHOBIIIOE
3HIDKEHY epeKTUIBHY (YHKIIIO IIUISIXOM ITOCHJICHHS IPUTOKY KPOBI JI0 MeHica.

dizionoriuHui MexaHi3M, 110 3yMOBIIIOE €PEeKIIiI0, BKJIOYa€ BUBIIbHEHHS okcuay a3oTy (NO) y
KaBEpPHO3HUX TLNAaX IMijJl 4ac CeKCyaabHOro 30y KeHHs. BUBITbHEHMI OKCHI a30Ty aKTHUBYE
depMEeHT  ryaHUIaTUMKJIA3y, IO  CTUMYJIIOE  MiABHINEHHS  PiBHA  [HKJIYHOI'O
ryadosuamMoHodocdaty (uI'M®), mo, y cBorwo uepry, CHpUYHHSE pO3CIabIEHHS [IJIaJIKOl Z
MYCKYJIaTypH KaBEPHO3HUX TiJI, CIIPUSIFOYH IIPUTOKY KPOBI. E
Cunnenadin € MOTYXKHHM Ta  celeKkTHBHHM  iHriGitopom  ul M®-cneuudivnoi
dochomiectepazu S (PLES) y kaBepHo3Hux Tinax, ne ®JIES Biamosimae 3a posman ul MO.
BB cunpenaginy Ha epekuito Mae nepudepuunuii xapakrep. CuinaeHadis He UHHHUTH
Oe3nocepeHBOl penlakcyrodol il Ha i30JIbOBaHI KaBEPHO3HI Tijia JIIOAWHH, ajie ITOTY)KHO
nocuwioe posciabimorouy nito NO Ha gany TkanuHy. [Ipw aktuBauii MeTaboII9HOrO MIIAXY
NO/uI'M®, mo BinOyBa€eThCs NpH CEKCyalbHil cTUMYALl, iHriOyBanHs cunneHadiniom OJIES
NPHU3BOJUTH 10 MiaBHIIEeHHS piBHS Ul M® y kaBepHO3HUX TijiaX. TakuM YHHOM, JJIs TOTO, 100
cunneHapin CHpUYUHSAB TOTPiIOHHMH (¢dapmakonoriyauii edekr, HeoOXijHe CceKcyalbHe F
30y KSHHS.
BB Ha dapmakonuHaMmiky. JlocnimpkeHHs in vifro MPOAEMOHCTPYBAIH, IO CHAeHadin € :
cenextuBHEM 10 DJIES, mo Gepe akTuBHY y4acTh y mpoueci epexuii. Brms cunnenadiny na |
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@®JIES noryxHimmid, HiDX Ha iHmi Bigomi ¢ocdomiecrepasu. lleit edexr y 10 pasis
noTyXHimui, Hixk edexr BBy Ha ®JIE6, mo Gepe ydacts y npouecax GOTONepeTBOPEHHS Y
citkiBui. [Ipu 3acTrocyBaHHI MaKCUMaJIbHUX PEKOMEHIOBAHHX 103 CEIIEKTUBHICTH cuicHadiny
no ®JIES y 80 pasiB mepesuinye ioro cenektuBHicTh 10 ®JIE1, y 700 pasiB Buina, HiX J10
OJIE2, ®IE3, O/IE4, ®AE7, O®JIES, O®JIE9, ®JIE10 Ta ®JIE1]l. 30Kpema, CeIEKTHBHICTDH
cuaeHadpiny no ®JIES y 4000 pasiB mepeBuinye ioro cenektuBHicTh 10 ®JIE3 — nAMO®-
crienudivnoi i30¢opmu OJIE, mo Gepe ydacTs y peryssiii ceplieBoi CKOPOTIHBOCTI.
Dapmaroxinemuxa.

AGcopbuis. Cunnenadin mBuako abcopOyerbes. MakcumanbHa IIa3MOBa KOHIEHTpPALlis
npenapary pocsraetbess mpotsaroM 30-120 xBwimH (i3 memiaHoro 60 XBWJIMH) Iicis Horo
nepopajibHOro  3actocyBaHHss Harme. Cepeanss aOcomoTHa  Ol0JOCTYNHICTh — Hicis
TepOPaTBHOIO 3aCTOCYBaHHs cTaHOBHTH 41 % (3 miama3oHoM 3Ha4eHb Bix 25 10 63 %). VY
pexoMeH1oBaHOMY Jaiana3oHi 103 (Bix 25 no 100 mr) mokazHuku AUC Ta Cpy cuinaeHadiny
HicJis HOro MepopaIbHOrO 3aCTOCYBAHHS ITiABUIIYIOTEHCS MTPOMOPLIHHO 10 JO3H.

[Tpu 3acrocyBanHi cuifeHadiny miJ yac mpuioMmy ki cTymiHb aGcopOuii 3HMKYETbCs i3
Cepe/IHIM MOJOBKEHHSIM Tmax 10 60 XBUIHH i cepeHIM 3HIKEHHIM Cpax Ha 29 %.

Posnonin. Cepenniii piBHOBaXkHH# 006°eM posnoziny (V4) craHoBuTh 105 miTpiB, MO CBIIYUTH
Ipo poO3MOJUT TIpernapary y TKaHMHax opradismy. [licias omHopa3oBoro mnepopajibHOIro
3actocyBaHHS cuigeHadiny B go3i 100 Mr cepenHs MakcHMMaibHa 3arajibHa I171a3MOBa
KOHLIEHTpaLlis criiieHapiry cTaHOBUTh puOmM3HO 440 Hr/mn (koediuieHT Bapiamii CTaHOBUTH
40 %). Ockinpku 3B’s3yBaHHS cuigeHadiny Ta ioro ronxoBHoro N-mecMmeTwii-metalboiiTy 3
OinkamMu miasmu Jocsrae 96 %, cepeiHs MakcHMallbHa IUIa3MOBa KOHIIEHTpAIllisi BIIBHOIO
cugenadiny pocsirae 18 ur/mn (38 Hmonb). CrynmiHp 3B’s3yBaHHS 3 OUIKaMH IUIa3MH He
3aJIeKUTh BiJl 3araJIbHUX KOHIEHTpaliil cunaeHadiy.

VY 3n0poBHX 100pPOBOJIBIIB, SIKi 3aCTOCOBYBaM cuiiaeHadin oqHopa3oBo B j03i 100 Mr, yepes
90 xBuiHH B esikynsaTi BusHadanocs MeHme 0,0002 % (y cepennpomy 188 Hr) 3acrocoBanoi
JI03H.

biotpanchopmanis. Mertabomizm cungeHadiny 3AiMCHIOETBCS TOJOBHHM YHHOM 3 Y4YacTIO
MikpocoMalbHUX  i30¢epMeHTiB nedinkd CYP3A4 (romoBuuit muisix) Tta CYP2C9
(mpyropsiqHuii  1uisx). [OMOBHHE IMPKYMIOIOUMH METa0OJIT YTBOPIOETHCS — IIUISXOM
N-nemerumoBanHs cuineHadiny. CenektuBHicte Metaboiity BigHocHo ®JIES mopiHsaHHA 3
CEeNIEKTHBHICTIO cuiaeHadiny, a akTuBHICTb MeTabomity BigHocHo ®JIES cranoBuUTH
npubmu3Ho 50 % akTHBHOCTI BHXiIHOT pe4oBUHH. [11a3M0oBa KOHIIEHTpALlis IILOIO METabOIITy
cTaHoBUTH Npubmu3Ho 40 % koHueHTpauii cuiaeHadiny y mia3Mi Kpoi. N-neMeTHiboBaHui
MeTaboMIT 3a3Ha€ MOJAIBIIOro MeTaboli3My, a mepiof HOro HamiBBHBEJIEHHS CTAHOBHTH
npuOIU3HO 4 TOAHHH.

Eniminanis. 3aranbHui KilipeHc cuiaeHadiry cTaHOBHTH 41 1/rof1, 3yMOBITIOIOYH Tepiol Horo
HaNiBBUBEJICHHS TpHUBalicTIO 3-5 romuH. JSIK micns mepopaipHOro, TakK 1  IHicis
BHYTPIIIHBOBEHHOI0  3aCTOCYBaHHS eKCKpelis cuwineHadiny y Burisali  MeraloliTiB
3M1MCHIOETECSI TOJIOBHUM YMHOM i3 KayoM (mpubnu3Ho 80 % BBeaeHOI mepopasibHOI J103U) Ta
MEHIIO0 Miporo 3 ceyero (mpubnu3Ho 13 % BBeeHOT MepopabHOT J03H).

Dapmakoxinemuka 6 0coOIUBUX 2PYN nAYIEHMIB.

[MamieHTH JITHBOrO BiKy. Y 3J0pOBHX J0OOPOBOJIBIIB JHTHBOTO BiKy (BiKOM Bia 65 pOKiB)
BIZI3HAYAJIOCSA 3HMKEHHS KJpeHCy cuifeHadiny, 10 3yMOBIIOBAIO MiJABHIIEHHS ILIA3MOBHX
KOHLEHTpalill cuiaeHadiny ta Horo akTUBHOr0 N-IAEMETHJIBOBAHOIO METAa0OITy MPHOIH3HO
Ha 90 % MOpIBHSHO 3 BIAMOBITHUMHU KOHIIEHTPALIsIMH y 30POBHX JA0OPOBOJIBIIIB MOJIO/IIIOTO
Biky (1845 pokiB). ¥V 3B’s3Ky 3 BIKOBHMH BiIIMiHHOCTSMH Yy 3B’s3yBaHHi 3 OiIKaMH ILJIa3MH
KpOBI BINOBIHE MiJABHUINEHHS IUIa3MOBOI KOHIEHTpalii BUIBHOrO CHiieHadily CTaHOBHIIO
npubinzHo 40 %.

HupkoBa HeAOCTAaTHICTb. Y A00pOBONBIIB i3 MOpYIIEHHSIMH (QYHKII HHPOK JIEFKOro Ta
nomipHoro crymeHs (kiipeHc kpeatuHiHy 30-80 wmu/xB) (apmakokiHeTHKa cuiiaeHadiny
3aJHIIAJIAcsk HE3MIHEHOIO T1iCIs HOro 0JIHOKPAaTHOTO NEPOPATILHOrO 3aCTOCYBaHHs y /1031 50 Mr.
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Cepenni AUC Ta Cpax N-I€MeTHIIBOBaHOTO METabOoIIITy IMiABHINYBAIKCS HA MakCUMyM 126 %
Ta MakCUMyM 73 % BIAMOBIHO MOPIBHSHO 3 TAaKUMH NMOKa3HUKAMHU y J0OPOBOJIBIIIB TAKOTO
Biky 0e3 mopymens ¢yHKIil HHpok. OnHaK Yepe3 BHUCOKY iHIMBiAyaslbHy BapiaGenbHICTh Iii
BIIMIHHOCTI He Oy/IM CTaTHCTHYHO 3HAYYIIMMH. Y JOOPOBOJIBLIB i3 TSHKKMMH MOPYIICHHSIMH
GyHkuii HUpoK (KiIipeHc KpeaTHHIHY HIk4ye 30 MII/XB) KiTipeHC cuiiaeHadiny 3HHIKYBABCS, [0
npu3Boauio 1o cepenHix niasuieHb AUC ta Cpy, Ha 100 % Ta 88 % BixnoBigHO MOpiBHSHO i3
J0OpOBOJIBLISIMHE TAKOTO X Biky 0e3 mopyuiens ¢yHkuii Hupok. Kpim toro, 3nauenuss AUC Tta
Cmax N-IeMeTHIIb0BaHOTO MeTa0OoJ Ty 3HauyIe miaBuiyBaaucs Ha 200 % ta 79 % BianoBiIHo.
[leuinkoBa HENOCTATHICTh. Y JOOpPOBOJBLIB i3 IUPO30M IEYiHKH JIETKOrO Ta IOMipHOIO
crynens (knaciB A ta B 3a knacuikariero Yainna—I1’r0) kinipeHc cunaenadiny 3HHKyBaBCs,
mo npu3Boawio ao migsuiieHHS AUC (84 %) ta Chax (47 %) NOPIBHSHO 3 BiAIOBIIHUMHU
MOKa3HUKaMH y JOOpOBOJBLIB Takoro K BiKy ©0e3 mopymeHb (QYHKIIH [e4iHKH.
@apmakoKiHETHKY cuifeHadily y MalieHTIB i3 MOPYIMEHHSIMH (YHKIiH MNEUiHKH TSKKOTO
CTYIICHSl HE BUBYAIIH.

Kniniuni xapakrepucTuku.

Iokasanna.

[Tpenapar Cinekc peKOMEHAYEThCS 3aCTOCOBYBATH YOJIOBIKaM 3 €peKTHJILHOIO JUCHYHKIIELD,
fKa BH3HAYa€ThCs SK HE3JATHICTh JOCAITH abo NHiATPUMATH €peKLil0 CTaTeBOro 4ieHa,
HEeoOXIZIHY JJIsl YCHIIIHOTO CTaTeBOTO aKTy.

s edpexruBHOI aii npenapaty Cingekc noTpibHe cekcyanbHe 30y PKeHHS.

IIpomunoxaszanua.

o [ligBumieHa 4YyTIMBICT JO AKTHBHOI pe4OBHHH ab0 10 Oyab-KOI 3 JIOTIOMDXKHHX
PEUYOBHH Ipernapary.

e OpHouacHe 3aCTOCYBaHHSI 3 JIOHOpaMH OKCHAY a30Ty (TaKUMH SIK aMUIHITpUT) abo
HiTpatamu y Oyzab-sikifi ¢popMi MpoTHIOKa3aHe, OCKIJIBKA BiIOMO, IO CHJIACHA(LT Mae
BIUIUB Ha MUIAXM MeTalboi3My OKCHAY a30Ty/IMKJIIYHOTO TryaHo3MHMOHO(ochary
(u'M®) Ta noTeH1iIOE TiMOTeH3UBHUHN e()eKT HITpaTiB.

e OpnHouacHe 3actocyBaHHs iHribGitopiB DJIES (y Ttomy wumcni cuiaenadiny) 3i
CTUMYJIATOPaMH TyaHUIATIHMKJIA3M, TAaKUMHU SIK PIOIUIyaT, NMPOTUIOKAa3aHe, OCKLIbKH
MO>K€ NPU3BECTH A0 CHUMIITOMATHYHOI rinmoTeHsii (AuB. po3ain «B3aemomis 3 1HIINMU
JTKapChbKUMHM 3aco0aMH Ta iHIII BUIU B3a€MOII»).

e CraHu, NpU SKUX HE PEKOMEHJOBaHa CeKCyaJbHa AaKTUBHICTh (HAIPHKIAM, TSHKKI
CepLEBO-CYAMHHI po3naau, Taki sgK HecraOinipHa CcTeHOKapais abo cepuesa
HEJIOCTATHICTh TSHKKOTO CTYIICHS).

e Brpara 30py Ha OJJHE OKO BHACJiZIOK HeapTepialbHOI MepelHbol imeMiuHOl HeBpomaTii
30pOBOr0 HEpBa HE3aJIEKHO BiJ TOro, YW IOB’sA3aHa Il MATOJIOTis 3 IOMNEpPEe/IHIM
3actocyBaHHsM iHribitopiB ®/JIES.

e HagBHICTh TakMX 3aXBOPIOBAaHb SIK NOPYLIEHHS (QYHKIII NMEYiHKUA TSIKKOTO CTYNEHS,
aprepiayibHa rinmoreH3is (aprepianpHuil THCK Huk4Ye 90/50 MM pT. CT.), HEIIOJABHO
nepeHeceHuid iHCyNbT abo iH(apKT Miokapaa Ta BiJIOMiI CIAAKOBiI JereHepaTHBHI
3aXBOPIOBAHHS CITKIBKHM, TaKi SK IIIrMEHTHHH PETHHIT (HEBEJHMKAa KUJIBKICTh TaKMX
NAIliEHTIB Mae TeHeTHuYHi po3namu ¢ocdoaiecTepas CiTKiBKH), OCKiIbKH Oe3meky
cuiiieHad Ty He JOCHIDKYBAIH y TAaKUX MiArpyIax Maii€HTiB.

B3aemooia 3 inmumu nikapcokumu 3acobamu ma inuii euou 63aEmMooiil.

Bnaug inwux nikapcvkux 3acobie na cunoenagbin.

Hocnijpkenns in vitro. MetaGonism cungeHadiny BinOyBaeTbes IMEepeBaKHO 3  Y4acTiO
i30¢opmu 3A4 (ronoBHuit muix) ta i3odpopmu 2C9 (npyropsanuii nuisix) nuroxpomy P450
(CYP). Tomy iHribiTopu mux 130(1)epMeHTlB MOXYTh 3HHXKYBaTH KJIipeHC cHiieHadinty, a

1HﬂyKT0pI/I 11070 130d)CpMCHTlB MOXYTb wuuma::umpeu&cug eHaq)my
y3r0ﬂ>KeHO 3 MaTeplaﬂaML.
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HocnimkenHs in_ vivo. Tlonmynauiiiuuit (apMakoKiHETHUHHMH aHali3 JaHUX KIHHIYHHX
JOCTI/DKEHb TIPOJEMOHCTPYBAB 3HW)KEHHS KIIipeHCY cuiaeHadiny mpu HOro OJHOYaCHOMY
3acrocyBaHHi 3 iHribiTopamMu CYP3A4 (TakuMH SK KETOKOHA30JI, EPUTPOMILIMH, [IUMETHIMH).
Xoya mpu OJHOYACHOMY 3acTocyBaHHI cmigeHadiny Ta iHribiropie CYP3A4 3pocraHHs
4acTOTH NMOOIYHHX SIBUI HE CIOCTEpIirajocs, CIJiJl PO3IJISHYTH MOJXJIMBICTH 3aCTOCYBaHHs
IIOYaTKOBOI 103U cuiaeHadiny 25 mr.
OnnouacHe 3acrocyBaHHs iHribiTopy BlJI-poTeasu putoHaBipy, Ayke MOTYXHOTO iHriGiTopy
P450, y crani piBHOBaxkHOT KoHIeHTpallii (500 mr 1 pa3 Ha 100y) Ta cunaeHadiny (paszosa j103a
100 mr) mpuzBoamiio A0 miaBHIIEHHS Chay criinenadiny Ha 300 % (y 4 pa3u) Ta miIBHIIEHHS
wiazmMoBoi AUC cunnenadiny na 1000 % (y 11 pasiB). Uepe3 24 roauHu 1ia3MoBUil piBEHb
cuneHadiny Bee me cTaHoBUB pubau3Ho 200 HI/MII MOPIBHSHO 3 piBHEM NMPHOJIM3HO 5 HI/MII,
XapaKTepHUM JUIS 3aCTOCYBaHHS CHIIeHadily OKpeMo, IO Y3TrOoKYEThCS 31 3HAUHHUM BIUTUBOM
pUTOHABipy Ha MMHUPOKHH crektp cyOctpatiB P450. Cungenadin He BIUIMBaE Ha
dapMakoKiHETHKY pHUTOHaBipy. 3 orasimy Ha 1 (apMakOKiHETHYHI JaHi OJHOYacHe
3aCTOCYBaHHS CHJAEeHaduly Ta pUTOHaBipy HE pPEeKOMEHAYEThCs (AMB. po3ain «OcoGiMBOCTI
3aCTOCYBaHHS»); y OyIb-SKOMY BHUIIaJKy MaKCHUMallbHa J03a CHJeHadiny 3a KOIHHUX
00CTaBHMH HE MOBUHHA MEPEBUILYBATU 25 MI IpoTAroM 48 roauH.
OnuouacHe 3actocyBaHHs iHribitopy BlJI-nmporea3u caksinasipy, inriditopy CYP3A4, y nosi,
o 3abe3nedye piBHOBaXKHY KoHIeHTpanito (1200 mr tpudi Ha 100y), Ta cunaenadiay (100 mr
pa3oBo) NMpHU3BOAWIO 0 MiABULIEHHS Cpay cuieHadiny Ha 140 % Ta 3011bIIEHHS CUCTEMHOL
excriosunii (AUC) cunpenadiny Ha 210%. He BusBieHO BIUIMBY cuiaeHadiny Ha
dapMakokiHEeTHKY cakBiHaBipy (muB. po3ain  «Cmoci® 3acToCyBaHHS Ta  JIO3HY).
[Tepenbavaethes, o Oinbm motyxHi iHriGiTopu CYP3A4, Taki sK KeTOKOHa30J Ta
iTpakoHa30.1, Oy1yTh MaTu OiTbLI BUPAKCHUI BIUIHB.
[Ipu 3actocyBanHi cmianeHadizy (100 Mr pa3oBo) Ta epUTPOMILHHY, MOMIPHOrO iHTIOITOPY
CYP3A4, y piBHoBaxkHOMY cTaHi (500 mr aBiui Ha 100y HpOTSIroM 5 MHIB) CIIOCTEPIranaocs
IiIBUILEHHS CHCTEMHOI excno3uwii cunneHadiny Ha 182 % (AUC). ¥V 310poBHX 100pOBOJIBLIIB
YOJIOBIYOI CTATi HE CIIoCTepirajocs BIUIUBY asuTpoMiiuny (500 Mr Ha 100y npotsirom 3 1i6) Ha
AUC, Chaxs Tmax» KOHCTaHTY LIBHIKOCTI €TiMiHAIl Ta MOJAJIBLIMIA IepioJ HariBBUBEICHHS
cungeHadiny abo HOro rojOBHOro IUpKy/Ioodoro Metabomity. [{umerwaun (iHriGitop
mutoxpomy P450 ta Hecnmeumdiunmii inribitop CYP3A4) y nosi 800 Mr mpu oaHOUYacHOMY
3acTOCyBaHHI 13 cmineHadiioM y 1o3i 50 Mr y 370poBHX JOOPOBOMNBIIB INPH3BOIMB JIO
Hi/IBUIIEHHS [J1a3MOBOT KOHIEHTpallii cuineHadiny Ha 56 %.
['peiindpyroBuii cik € cnabkum inribitopom CYP3A4 y CTiHII KHINEYHHKY i MOXKE
CIPHYMHUTH NTOMipHE MiABUIIECHHS PiBHIB cHiIeHad iy y m1a3Mi KpoBi.
OpnHOpa3oBe 3aCTOCYBAHHS aHTAlMAIB (MarHito TiJIPOKCHUAY/AIOMIHIFO TIJPOKCHAY) HE
BILUTHBAJIO Ha O10AOCTYIHICTH cHIieHA(LTY.
Xoua jocnimkeHb crenu@iyHoi B3aeMonii cuigeHadiay 3 ycima JiKapchbKHMH 3aco0aMu He
NPOBOJMIM, 3a JAHMMHU INOMYyJSLiHOro (apMaKOKiHETHYHOrO aHawi3y, (apMaKkOKiHETHKa
cuiaeHadiy He 3MiHIOBAJIACs MPU HOro 0JJHOYACHOMY 3aCTOCYBAHHI 3 JIKapChbKUMH 3acobami,
mo Hanexare a0 rpynu iHribiropie CYP2C9 (tonbGyramin, BapdapuH, (eHiTOiH), rpymnu
inri6iropis CYP2D6 (Takux sk CeleKTHBHiI iHriOiTOpH 3BOPOTHOrO 3aXOILICHHS CEPOTOHIHY,
TPULHKITIYHI aHTHJCTIPECAHTH), TPYIH Tia3HIHHX Ta Tia3WIOMOAIOHHUX JiypeTHKiB, METIHOBUX
Ta Kaniizbepirarouux JiypeTHKiB, iHTIOITOpPIB aHTIOTEH3HHIIEPETBOPIOBAIBHOTO (EPMEHTY
(AIl®), aHTaroHicTiB Kajbllilo, aHTaroHicTiB [-aapeHopenenTopiB abo iHIYKTOPIB
Mmetabomnizmy CYP450 (Takux sik pudamninus, 6apoiTyparth).
V Xomi IOCHiKEHHS 3 Yy4acTIO 3J0POBHX JOOPOBOJIBIIIB-UOJIOBIKIB OJJHOYACHE 3aCTOCYBaHHS
aHTaronicra exjnoreniny Oocenrany (momipHuit iHmykrop CYP3A4, CYP2C9 Tta, MOXIHBO,
CYP2C19) y piBHOBackHOMY cTaHi (125 mr aBiui Ha 100y) Ta cungeHadiny y piBHOBaXKHOMY
ctati (80 mr Tpuui Ha n00y) npusBoamio a0 3HKeHHS AUC Ta Cpax cuinenadiny xHa 62,6 %
Ta 55,4 % BianosinHo. ToMy oHOUYAacHe 3aCTOCYBaHHS TaKkUX MOTY)KHHUX iHaykTopiB CYP3A4
K pudaMIiH MOXKe IIPU3BOAUTH 0 OLIBII BHPAXKEHOTO 3HUKEHHS KOHIEHTpaIil cuiieHadiny
N
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y I1a3Mi KpoBi.

Hixopanaun sBisie coboro ribpua akTHBaTOopa KalbIi€BHX KaHaliB Ta HiTpary. HirparHwuii
KOMIIOHEHT 3yMOBJIIO€ MOJKJIUBICTh HOr0O CepiO3HOT B3aeMOJIT i3 criieHapiioM.

Bnnue cunoenagpiny na inwi nixapcoki 3acobu.

Hocnimxenss in vitro. Cunaenadin — cnabkuii iHriGiTop izodpopm 1A2, 2C9, 2C19, 2D6, 2E1
ta 3A4 nuroxpomy P450 (IKso > 150 mxmons). Ockinbku MiKOBI IJIa3MOBI KOHIIGHTpAIlil
cunaeHadury JOpIBHIOIOTH NMpHONU3HO | MKMOJb, BIUIMB IpenapaTry Ha KIipeHC cyOcTpariB
UX i30()epMEHTIB MaTOHMOBIpHUIA.

Bincytni manHi momo B3aemonii cuiageHadimy Ta Takux HecrneuupidHHX iHTiGiTOpIB
docdoniecrepasu sk TeodiTiH Ta AUTIPUAAMOI.

HocnipkeHHst in vivo. OCKITBKH BiIOMO, IO CWieHa(din Mae BIUIMB Ha MeTaboJi3M OKCHIY
a30Ty/IMKIIYHOrO ryaHo3uHMoHodochaty (ul'M®P), Oysno BCTaHOBIIEHO, IO CHIAeHALI
NOTEHIIIOE TIMOTEH3UBHY Mil0 HITpaTiB, TOMY WOr0 OJHOYACHE 3aCTOCYBAHHsS 3 JIOHOpaMH
okcuay aszotry abo 3 HiTpataMH Yy Oyab-skid ¢opmi mnpotunokaszaHe (AMB. PO3JLT
«[TpoTunoxazanus»).

Piomuryar. JIOKmiHIUHI JOCHIIDKEHHS MPOAEMOHCTPYBAIM AIUTHUBHHM CHCTEMHHH edekT
3HIDKCHHSI apTepiaIbHOrO THCKY IpH OJHOYAacCHOMY 3acTocyBaHHi iHriboitopie ®JIES 3
pionuryatoM. KUiHiuHI JOCHJKEHHS TIPOJEMOHCTPYBAJH, IO piOMUIryaT IOCHIIIOE
rinoteH3uBHy aito iHribitopie ®JIES. V nauienTiB, ski Opanm ydacTb y JOCHIJUKEHHI, He
CTIOCTEpPIrajiocss MO3UTHBHOTO KIIIHIYHOTO e(eKTy IPH OJHOYACHOMY 3acTOCYBaHHi iHTiGiTOpiB
®JIES 3 piouuryarom. [Iporunokasane ofgHOYacHE 3aCTOCYBaHHs pioLMIyaTy 3 iHribitropamu
®JIES (y Tomy umcii cunaeHadinom) (auB. po3aii «[IpoTHokazanHsmy).

OnHOoYacHe 3aCTOCyBaHHs cuiieHadiny Ta 6JI0KaTOpIiB 0-aJpEHOPELENTOPIB MOXKE MPU3BECTH
JI0 PO3BHTKY CHMIITOMATHYHOI TilOTEH3I] y JESIKUX CXWIBHHX 10 LBOro mnauieHtiB. Taka
peakilis HaWyacTille BHHHUKaJIA MPOTArOM 4 rOAMH Micis 3aCTOCYBaHHS CuiiaeHadiny (aMB.
po3nin «Cmoci6 3actocyBaHHs Ta no3u» Ta «OcOOMMBOCTI 3aCTOCYBaHHS»). Y XOJI TPbOX
JOCHiKeHb crienu(pivyHol B3aeMonii JTiKapchbKHX 3aco0iB OJ0KaTOp «-aIpeHOpeLenTopiB
Jnokcazo3uH (4 mMr ta 8§wmr) Ta cungeHadpin (25 mr, S0 mr ta 100 Mr) 3acrocoByBasucs
OJIHOYACHO Yy TMAIliEHTIB i3 JOOPOSKICHOIO Tinepruiasiero nepeaMixypoBoi 3ano3u, crabiiizaris
CTaHy sKHX Oyna JOCATHyTa NpH 3aCTOCYBaHHI JOKCAa303MHY. Y UHMX HOMYJSIIisIX
crocTepiranocst CepefHe JI0JaTKOBE 3HIIKEHHS apTepialbHOrO THCKY Y IOJIOXKEHHI IallieHTa
nexaydn Ha 7/7 MM pr. cT., 9/5 MM pr. cT. Ta 8/4MM pT. CT. Ta CepelHE 3HHIKCHHS
apTepiaIbHOTO THCKY Y IIOJIOKEHHI MallieHTa CTOos4YH Ha 6/6 MM pT. cT., 11/4 MM pT. cT.,
4/5 mm pt. cT. BianosigHo. IIpu omHOuUacHOMY 3acTocyBaHHI cuieHadily Ta JOKCa303HHY Y
NaiieHTiB, crabimi3amis craHy sSKuX Oyia AOCATHYTa IpPU 3aCTOCYBaHHI JOKCA303UHY, 1HOJI
MOBIIOMJISUIT  IIPO  PO3BUTOK CHMITOMATHYHOI OPTOCTaTHYHOI rimoTeHsii. VY  mux
HOBIIOMJIEHHSIX MIIUTOCS NP0 BHIA/IKU 3allaMOPOYEHHS Ta IEPEAHENPUTOMHOTO CTaHy, ajie 0e3
CHHKOIIE.

He cnocrepirasiocss MXOZHHUX 3HAUYyIIMX B3a€EMOJiM IpH OJHOYACHOMY 3aCTOCYBaHHI
cunneHadiny (50 mr) i TonGyraminy (250 mr) a6o Bapdapuny (40 mr), o mMeTaboIi3yI0ThCs
CYP2C9,

Cunpenadpin (50 Mr) He NpPU3BOAMB JO MOJOBXKEHHS Yacy KpOBOTEYi, CIPHYHHEHOI
3aCTOCYBAHHSM alleTHIICATIIUIOBOI KUCIOTH (150 Mr).

Cunzenadin (50 Mr) He NOTEHIIIOBAB TNOTEH3UBHY [0 &JIKOTOJIO y 3JOPOBHX J0OPOBOJIBLIB
IpH CEPEAHBOMY MaKCHMaJIbHOMY PiBHI €TaHOJy B KpoBi 80 mr/m.

VY nanieHTiB, fKi 3aCTOCOBYBAIM CHIIZeHa(dis, HE CIOCTEpirajiocss >KOAHHX BiJMiHHOCTEN
npodimo noGiuHUX e(eKTiB MOPIBHAHO 3 Ianebo MpH OAHOYACHOMY 3aCTOCYBAHHI TaKHUX
KJIaciB TINOTEH3MBHHX JIIKAPCHKUX 3aco0iB SIK AlypeTuku, OJ0KaTtopu [-aapeHopenenTopis,
iHribitopu AII®, anTaromictu asrioteHsuny II, aHTHrinepreH3WBHI JiKapchki 3acoOu
(cyAMHOPO3MMPIOBANIbHI Ta LEHTPAIBHOI Aii), 6I0KaTOpH apeHepriuHuX HeMpoHiB, OiokaTopu
KaIbLi€BUX KaHaIB Ta OJIOKATOPH O-aJpeHOpENenTopiB. Y CHeliaJlbHOMY JIOCIiHKEHH]
B3a€EMOJIii IIpU OJJHOYACHOMY 3acTocyBaHHI cuiaeHadiny (100 Mr) Ta amyIoIuIIiHy Malli€eHTaMU

Y3roaxeHo 3 MmaTepianamu
peecTpaLiiHoro AoCke




