Ckian

Oitoua pevyosuHda: conipeHaUHy CYKIIUHaT;

1 TabrmeTka MicTUTB coipeHaAlIMHY CYyKIUHATY 5 Mr abo 10 Mr, 1110 BifmoBigae
comnidpeHauuny 3,8 Mr Ta 7,5 Mr BiAIIOBigHO;

O0ONoOMIJICHI peyoB8uHU: TaKTO3W MOHOTIZIpaT, J1akTo3a 0e3BogHa, KpoxMaslb
KYKYpPyO3sHUU, TaJIbK, MarHito cTeapar;

cKks1a0 060s10HKU 0151 mabaemok no 5 me: Opadry yellow 0Y32823 (rimpomerio3a,
tuTany giokcun (E 171), makporos, 3aniza okcug yepBouuu (E 172), 3amisza okcup
x)koBtuu (E 172));

0151 mabaemok no 10 me: Opadry white 03B28796 (rimpomenosa, Tutany miokcup (E
171), makporomn 400), Opadry brown 02F23883 (rinpomernosa, Tutany giokcup (E
171), makporon 6000, 3amiza okcun yepBouuu (E 172), 3amiza okcup xkotuit (E 172)).

JIikapcbKa ¢opma

TabmeTKyu, BKPUTI MJIIBKOBOIO 000JIOHKOIO.

OcCHOBHI (i3uko-ximiuHi 81acmueocmi: TabNEeTKHU 110 5 MT - JKOBTi, OKpPYyTJ0i (hopMHu,
OBOOTIYKJIi, BKPUTI IJIiIBKOBOIO 000JIOHKOM0; TabmeTku no 10 Mr - poxkeBi, OKpyrioi
¢bopMu, IBOOIYKIIi, BKPUTI IJTIBKOBOIO 0O0JIOHKOIO.

®dapMaKoTepalneBTHYHA Irpyna

3aco0bu, 1110 3aCTOCOBYIOThCS B ypoJIorii. 3acobu mist JIiKyBaHHS 4aCTOTO
Ce4YOBUITyCKaHHA Ta HeTpuMaHHs cedi. Kog ATX G04B DO8.

®apMaKoOJIOridyHi BJIaCTHUBOCTI

dapmakoduHamika.

CormigeHallid € KOHKYPEHTHHM, CIIelli(PidHUM aHTAaroHiCTOM XOJIiHEPTidYHUX
penentopiB. Ce4yoBul MiXyp IHHEPBYETHCA apaCUMIIaTUYHUMU XOJIIHEPTiYHUMU
HepBaMU. ALIETUIIXOJIIH CKOPOYYyE I'J1afgKi M’ 13U OeTpy30pa, BIIJIMBalO4U Ha
MYCKapUHOBI PEeLIelITOPH, 110 IIepeBakKHo IIpeacTasjieHi M3 migTUIoM.

Y mocnipzkeHHSX in vitro Ta in vivo 0yJio BCTAHOBJIEHO, 110 coJlipeHaIUH €
KOHKYPEHTHUM CHenUu(igHUM aHTaroHiCTOM XOJIIHEPTiYHUX PELeNITOPiB ITepeBakHO
M3 nigTumny. Takoxk OyJ10 BCTAaHOBJIEHO, 110 coliheHaIlnH Ma€e CclabKy CIIOpPimHEeHICTh



a00 BiICYyTHICTh CIIOPIMHEHOCTI 3 iHIIMMHU pellelNTOPaMu i TECTOBAaHUMU iOHHUMU
KaHaJlaMu.

EdexTuBHICTE Ipenapary, IKy BUBYaJIM y KiJIbKOX ITIOABIMHO CIINUX PaHOOMi30BaHUX
KOHTPOJIbOBAHUX KJIIHIYHUX OOCIIIOXKEHHAX Y YOJIOBIKIB Ta XKIHOK i3 CUHIPOMOM
rinepakTUBHOI'O CEYOBOTO MiXypa, CIIOCTepirajgacs BXKe Ha 1-My THXKHI JIiKyBaHHS Ta
ctabinizyBanacs IPOTATOM HAaCTyImHUX 12 THUXKHIB JTIiKyBaHHS. Y BiDKPUTUX
OOCHiAKEeHHSX ITPU TPHUBAJIOMYy 3aCTOCYBaHHI IT0Ka3aHoO, 1110 e(PeKTUBHICTD
HiATPUMYETHCS IIPOTATOM IllOHauMeHIle 12 micaniB. PapmaKoKiHemukKa.

Abcopbuis. Ilicns nmpuiiomy TabIeTOK MaKCHUMaJlibHA KOHIIEHTPAllis cormideHanny y
na3Mi KpoBi (Cmax) mocsiraeThbCcs yepe3 3-8 roguH. Yac mocsrHeHHS MaKCHUMaJlbHO1
KOHIIeHTpallil (tmax) He 3aJIeXXUTh Biff f03U npernapaTty. [loka3HuKu Cmax 1 TIJIOLLi ITif
KpuBoio (AUC) 36inbUIyIoThCS MPOTOPLINHO A0 [03U y Aiana3oHi Big 5 mMr mo 40 mr.

Ab6comoTHa 6iomoCcTymHICTh cTaHOBUTE PuOIKU3HO 90 %. [IpuiioM ixki Ha 3Ha4yeHHS C

max T@ AUC comnideHalluHy He BIIJIMBAE.

Po3nooia. ComideHallul 3HaUYHOIO Mipoio (Matixke 98 %) 3B’s13yeThbCs 3 OiTKaMu

IJIa3MM KPOBi, TOJIOBHUM YHMHOM 3 a,-KUCJIUM TJIIKOTIPOTEIHOM.

1

MetaboniaMm. CormideHaliid 3HaYHOIO Mipoi0 MeTabo0Ii3y€eThCS ¥ IEeUiHIli, TOJIOBHUM
yrHOM nuTtoxpomoM P450 3A4 (CYP3A4). CucTteMHUM KIIipeHC coliheHalnHy
CTAaHOBUTH IMPuOIU3HO 9,5 I/TOOuHYy, i TepMiHaIbHUM ITePiofl MOoro HalliBBUBEOEeHHS
CTaHOBUTH 45-68 roguH. [licisg nepopalbHOro IPUKMOMY IIperapaTy y Ijla3Mi KPOBi,
Kpim comidpeHannny, OyB imeHTudikoBanuii 1 papmakonoriuno aktuBHuu (4R-
rigpokcucormigenamnun) i 3 HeakTuBHI MeTabomnitu (N-rmoKypoHig, N-okcup i 4R-
rimpokcu-N-okcup comideHaliHy)

Exckpemnia. Ilicias ogHOpa3oBOoro 3actocyBaHHsga 10 Mr 14c_mivenoro coripeHaMHy
npu6u3Ho 70 % pagioaKTUBHOIL MITKM IIPOSBIISETHCA y cedi i 23 % - y dekamnisax. I3
ceuelo mpubmu3Ho 11 % pafioaKTUBHOI MiTKHM BUBOOUTHLCS Y BUTISOI HE3MiHEHO1
aKTUBHOI cyOcTaHIIil; npubnu3uo 18 % - y Burnani metabomnity N-okcuny, 9 % -y
Burnagi metabonity 4R-rimpokcu-N-okcuny i 8 % - y Burnsagi 4R-riznpokcuMmeTaboIiTy
(aKTUBHUH MeTaObOJIiT)

Ilo3o8a 3aaedcHicmb. Y gianma3oHi TepaleBTUYHUX A03 (hapMaKOKiHEeTHKa IIpenapary €
JIIHIMHOIO.

Ocobausocmi hpapmakoKiHemuKu 8 okpeMux Kamezopill nauieHmias

Bix. Hemae HeoOXigHOCTI KOpUTYBaTU [03Y 3ajIe?KHO Bif BiKy XBopuX. [lOoCHiaXKeHHS
IMOKa3asH, 10 eKcrno3ullia comiperanuny (5 i 10 mr), BupaxeHa nokasuukom AUC,

OyJa nmomiOHOI0 Y 3MOPOBUX HOOPOBOIIBIIIB JTIITHROTO BiKYy (Bim 65 mo 80 pokiB) iy
3M0POBUX OOOPOBOJIBIIIB MOJIOOOTO Ta 3Piyloro Biky (< 55 pokiB). CepenHs IMBUOKICTh



abcop0Or11ii, BUpaxkeHa MOKa3HUKOM b ax’ OyJa gelno HM2KYO0I0, a KiHIleBUM Iepiof
HalliBBUBeOeHHs - npubau3Ho Ha 20 % TpuBamimui y mallieHTiB aiTHbOTO Biky. Lli
He3HayYHi BIIMIHHOCTI He € KJIIHIYHO 3HAUYYyIIVMHU.

dapMakKOKiHETHUKY COJlipeHallMHy He BUBYAJIU y AiTel Ta HifgJIiTKiB.
Cmampb. ®PapMakKoKiHeTHKa ColideHAllMHy He 3a/JIeXUTh Bifl CcTaTi MallieHTa.

Paca. PacoBa npuHaJieXXHICTh Ialli€eHTa He BILIMBA€ Ha papMaKOKiHETUKY
conipeHaVHY.

Hupkosa Hedocmamuicmb. AUC Ta Cmax comipeHAlIMHY y NALi€HTIB i3 JIETKOIO Ta
IIOMIPHOIO HUPKOBOIO HEJOCTATHICTIO HE3HAYHO BiAPI3HAIOTLCA Biff BIAIIOBIMHUX
IMOKa3HUKIB y 3TOPOBUX MOOPOBOJIBLIIIB. Y MAIli€HTIB i3 TAKKOIO HUPKOBOIO
HeIOoCTaTHICTIO (KiipeHC KpeaTuHiHy < 30 MJI 3a XBUJIMHY) €KCIIO3UIlis COoTideHaluHy

3HAYHO BUIIA: 30iTbIITeHHS Cm « CTRHOBUTB pubnusso 30 %, AUC - moran 100 %,

a
rnepiony HamiBBUBeAeHHS - oHap 60 %. Bin3HadyeHUM CTaTUCTUYHO 3HAYYIIUU
B3a€EMO3B’I30K MiX KJIIpEHCOM KPeaTHUHIHY 1 KJIIpEHCOM COJlieHalnHy.

dapMakKOKiHETUKY Yy MAlll€HTIB, AKi IPOXOAUIN I'eMofiasi3, He BUBYaJIu.

ITeuiHkosa HeOocmamHicmvo. Y Nalli€eHTiB i3 MOMIPHOIO IEeYiHKOBOIO HEOCTaTHICTIO
(moka3HUK 3a mKasnow Yaunma - 110 Big 7 0o 9) 3HaYeHHS Cmax He 3MiHI0€eThCS, AUC
3pocTae Ha 60 % Ta nepiom HanmiBBUBeOeHHS 30iIbIIyeThCS BABiUi. PapMaKOKiHETUKY Y
MAIllEHTIB i3 TSIKKOI HUPKOBOIO HEJOCTATHICTIO HE BUBYAJIH.

IToxa3zaHHSA

CuMnToMaTU4YHE JIIKyBaHHS YPreHTHOTro (iMIlepaTUBHOI0) HETPUMAaHHSA cedi Ta/abo
YaCTOTr0 CEYOBUNYCKAHHS, a TAKOXK YPreHTHUX (IMIIepaTUBHUX) IIO3UBIB OO
CEe4YOBUNIYCKAHHS, XapaKTepPHUX [JI IIAlli€HTIB i3 CHHAPOMOM TillepakKTUBHOI'O
Ce4Yo0BOI'o Mixypa.

IIporunnoka3aHHs

[IpenapaT npoTUNOKa3aHUl MalliEHTaM i3 MiABUIIEHOIO YYTIUBICTIO 00 aKTUBHOI
cybcTaHIlii abo [0 Oyab-IKOI 3 AOMOMiIKHUX PEYOBUH; MalliEHTaM i3 3aTPUMKOI0
CEYOBUNYCKAHHS; i3 TAXKKUMHU IITYHKOBO-KUIIIKOBUMM 3aXBOPIOBaAHHSAMH (BKIIIOUAIOYU
TOKCUYHHNUN MErakoJIOH); i3 MiaCTeHi€l0 rpaBiCc 44 i3 3aKPUTOKYTOBOIO I''TayKOMOIO Ta
rnaieHTaM i3 pu3MKOM PO3BUTKY LIUX CTaHIB; IPU IIPOBEAEHHI remMmopianidy (Ous.
po3min «®apMaKOKiHeTHKa»); MallieHTaM i3 TAXKKOI IIe49iHKOBOIO HEOOCTATHICTIO (OUB.
po3min «®apMaKoOKiHEeTHKA»); MMAlliEHTaM i3 TSIXKKO0I0 HUPKOBOIO HEJIOCTAaTHICTIO abo
IMe4YiHKOBOIO HEJIOCTAaTHICTIO CepedHbOr0 CTYIIEHS TSIXKKOCTI, sIKi ITepebyBaloTh Ha
JIiKyBaHHi cunbHUMU iHTiOiTOpamMu nutoxpomy CYP3A4, HanpuKiag KETOKOHA30JI0M



(muB. po3min «B3aeMomisa 3 iHIIUMHU JTiKapChKUMM 3aco0aMH Ta iHIITI BUOM B3aEMOMiM»).
B3aemonisi 3 iHIIMMH JTiKapChbKHMH 3aC00aMu

dapmakono2iuHi 83aemo0lii

OpHOYaCHUU IIPUNOM IHINUX JIIKapChKUX IIpelapaTiB 3 aHTUXOJIIHEPTriYHUMU
BJIaCTUBOCTSIMU MOK€E MaTU BHUPa3Hillli TepaneBTUYHI epeKTH, a TaKoK HebaxkaHi
Hacnmigku. [Ticnsg npunuHeHHS 3acToCyBaHHA npemnapaTty ComideHanuH-PapMak oo
IIPUNOMY HACTYITHUX JIiKapChKUX 3aC00iB aHTUXOiHEPTriuHOl Teparnii HeoOXigHO
BUTPUMATHU NPUOIN3HO OOHOTUXKHEBUM iHTepBas. TepaneBTUYHUN e(eKT
coripeHaAIMHY MOXK€e 3MEHIINTHUCS IIPU CYITyTHbOMY 3aCTOCYBaHHi aroHicTiB
XOJIiHepriyHux penenTtopis. CosmideHauH MOXKe 3HUKYBaTU €pEeKT JIIKapChKUX
pernaparis, sIKi CTUMYJIIOIOTh IEPUCTAIBTUKY IIJIYyHKOBO-KUIIIKOBOT'O TPAKTy, TAKUX K
METOKJIOIIpaMif i nu3anpunm.

dapmakokiHemu4Hi 83aemMo0ii

[ocnigXKeHHsd in vitro moKasarjo, 1o colipeHaluH y TepaneBTUYHUX KOHIIeHTPpalliax
He npurHiyye Mmikpocomu nedinku CYP1A1/2, 2C9, 2C19, 2D6 yu 3A4. Takum 4YuHOM,
MaJIOMMOBIpHO, 1110 comieHallMH BIJIMBAE Ha KIIipeHC JTiKapChKux 3acobiB, 110
MeTabomi3yloTecsa depmenTamu CYP.

Bnaue iHwux saikapcvKux 3acobie Ha papMmakoKiHemukKy coaipeHauuHy

Conidenauun metabonisyetscsa pepmerToM CYP3A4. OgHOYacHe 3aCTOCYBaHHS
KeTOKOHa30J1y, cusibHOrOo iHribiTopa CYP3A4, y mo3i 200 Mr/mo0y mpu3BOAMIIO A0
nBokpaTHoro nigsuilleHHss AUC comideHalluHy, ToAi K IIPUNOM KETOKOHA30J1y B HO3i
400 mr/mo6y minBuinye noka3dHuk AUC comnideHaruuy B 3 pa3u. TakKuM 4UHOM,
MaKCHUMalbHy 003y npemnapaty Comidpenanua-®apmMak HeoOXiqfHO 0OMEKUTU [0 5 MT
IPY OOHOYAaCHOMY 3aCTOCYBaHHI 3 KETOKOHA30JIOM YU TePaleBTUYHUMU A03aMUA
iHIIMX aKTUBHUX iHTi0iTOPiB pepmenTy CYP3A4 (HampuKiam puTOHaBipy, HesdiHaBipy,
iTpakoHa3ony) (auB. po3min «Crnocid 3acTOCyBaHHS Ta OO3W»).

OmHouYacHe 3aCTOCYBaHHSA cojripeHalMHy Ta CunbHOrO iHri6iTopa pepmenty CYP3A4
MIPOTUIIOKa3aHe IalliEHTaM i3 TSAKKO0I0 HUPKOBOIO ab0 ITOMipHO BUPaXKEeHOIO0
IIe4YiHKOBOI HEOOCTaTHICTIO.

He mocnipgxxyBanu BruB pepmenTiB iHayKIlil CYP3A4 Ha ¢hapMaKOKiHETUKY
comnidpeHalIMHy i 1oT0 MeTabOJIiTiB, @ TAKOXK Mif0 CyOCTpaTiB 3 MigBUILEHOIO
cunopigHeHicTio CYP3A4 Tta meTtabonitiB CYP3A4 Ha eKCIo3ullito comipeHalHy.
Ockinbku conidenanua metabomisyetrscst pepmernTom CYP3A4, papMakoKiHETUYHI
B3aeMOil MOXKIUBi 3 iHmuMu cyoctpatamu CYP3A4, 1110 MalOTh HiiBUILIEHY
criopigHeHicTh 3 CYP3A4 (Hanpukiapg 3 BepamaMijioM, OuUITia3eMOM), Ta iIHOyKToOpaMu



dbepmenTy CYP3A4 (Hanpuknazn pudaMirinimaoM, ¢peHiToiHOM, KapOamMa3emniHoM).
Bnaue coaigpeHauuHy Ha papmakoKiHemuky aikapcbKux 3acobis
IlepopasavHi KOHMpPauenmueau

[Tputiom nipenapaty Comnidperanma-®apMak He BIIMBa€E Ha (papMaKOKIiHETUYHY
B3aeMoOfiio comipeHalMHy 3 KOMOIHOBAaHUMH I1epOpaIbHUMHU KOHTPalLleIITUBaMU
(eTuHiIECTPamion/IeBOHOPTECTPEN).

BapgapuH

[Tputiom npenapaty Comnidperanma-®apMak He BIIIMBAa€E Ha (apMaKOKiHETUYHY
B3aeMopiio R-Bapdapuny uu S-Bapdapury abo ixHill BOIUB Ha NPOTPOMOIHOBUM 4Hac.

JIu20KCcuH

[MTpuiiom nipenapaty Conidpenanma-PapmMak He BOJIMBA€E Ha (papMaKOKiHETUKY
OUTOKCHUHY.

Oco006/1MBOCTi 111010 3aCTOCYBaHHSI

[Tepen moyaTKOM JIiKyBaHHS IpelapaToM HeOOXigHO BCTAHOBUTU iMOBIpHICTD iHIIIMX
IIPUYMUH YaCTOr0 CEeUYOBHUITYyCKaHHS (cepiieBa HeJOCTaTHICTh ab0 3aXBOPIOBaHHS
HUPOK). fAKIIo BUsiBIeHa iHPEKIliss CeHOBUBITHUX HMIJISAXiB, CIIi[l pO3IIOYaTH BiOMOBIiOHY
aHTuOaKTepianbHy Tepariio.

[IpemapaT HeoOXimHO MTpUiMaTHU 3 00EePEKHICTIO MMalliEHTaM:

e i3 KJIiHIiYHO 3HAYYILI0I0 OOCTPYKIJi€I0 BUXITHOTO OTBOPY CEYOBOI'0 MixXypa, II0
NIPU3BOAUTH OO0 PU3HUKY 3aTPUMKM CE€UYOBUIIYCKaAHHS;

¢ 3i IIJTIYyHKOBO-KUIIIKOBUMM OOCTPYKTUBHUMHU 3aXBOPIOBAHHSIMU;

e 3 PU3UKOM 3HUKEHHS MOTOPUKHU IIIJIYHKOBO-KUIIIKOBOTO TPAKTY;

e 3 TAXKKOI0 HUPKOBOIO (KJlipeHC KpeaTuHiHy < 30 MJI 3a XBUJIMHY) Ta IIOMIpPHOIO
MIEe4YiHKOBOIO (IOKa3HUK 3a mKaiow Yaunga - I1':0 Big 7 0o 9) HegoCTaTHICTIO
(muB. po3minu «Cnocib 3acTocyBaHHS Ta m03u» Ta «PapMaKOKiHETHKa»); MO3U
[JIA [IUX Ialll€eHTiB He MalOTh IIEPEBUILYBATU O MT;

e IIPU OHOYACHOMY mIpuiiomi cunbHux iHridiTtopie CYP3A4, Hanmpukian
KeTOKOHa30J1y (auB. po3ninu «Crocib 3acTocyBaHHSA Ta OO3U» Ta «B3aemomis 3
IHIIMMY JTiKapChbKUMH 3acoO0aMu Ta iHIIII BUOW B3aEMOIIN»);

e i3 TPUIKEI0 CTPABOXiMHOTO OTBOPY AiadparMu Ta/abo IIITYHKOBO-CTPABOXigHUM
pedmnokcoM Ta/abo TUM, XTO OOHOYACHO IIpUMMAaE JIiKapCchKi mpemnapaTty (Taki K
bicdochoHaTH), SKi MOKYTh CIIPUYUHUATH ab0 ITOCUIUTHU e30(ariT;

3 BereTaTUBHOIO HEWPOIaTi€lo.



Y nanieHTiB 3 paKTOpamMu pU3UKYy, TAKUMU SIK pPaHille 3apeeCTPOBaHUN CUHAPOM
nopoBxkeHH4 iHTepBany QT, Ta rirmokasieMi€lo CIoCTePiraaocs MOOOBXKEHHS
inTepBany QT i TpinoTiHHSA/MepPEXTiHHA HIIYHOUYKIB (forsade de pointes).

Besneky Ta e(peKTUBHICTh 3aCTOCYBaHHS IIpelapaTy XBOPUM i3 MiABUIIEHOIO
aKTUBHICTIO COiHKTEpPa HEUPOTEHHOT 0 IIOXOOXKEHHS He OOCIIiIXKeHO.

[NamienTaM i3 pigKiCHUMHU CIIafKOBHMH (popMaMu HEIEPeHOCUMOCTI rajakTto3u, Lapp-
nedinuToM MakKTa3u abo MOPYIIeHHSIM T'JII0K030-TalaKTO3HOo1 MajtbabcopOirii He cItif
IpUuuMaTHu IIpernapar.

Y mesiKuX malli€HTiB, AKi 3aCTOCOBYBasiX COolipeHAaIUHy CYKIIUHAT, ITOBIHOMIISIOCS IIPO
AHTI0OHEBPOTUYHHUY HAOPSK 3 OOCTPYKIIi€I0 AUXaIbHUX IINSIXiB. [[p BUHUKHEHHI
HaOpsKy KBiHKe JTiKyBaHHS cOJlidpeHaIuHy CYKIIMHATOM CJIiJ IPUNUHUTHU Ta BXKUTHU
BimmoBimHUX 3ax0fiB a00 IPU3HAYNTU HaJlIeXKHe JTiKyBaHHS.

Y mesikux mailli€eHTiB, AKi 3aCTOCOBYBa/IA COJliheHAIIMHY CYKIIMHAT, CIIOCTEpiraancs
aHadimakTuyHi peakuil. [Ipy BUHUKHEHHI aHapiTaKTUYHUX PeakKlIlii JTiKyBaHHSA
cornidpeHallMHY CYKIIMHATOM CJIif IPUIIMHUTU Ta BXKUTHU BiANOBIMHUX 3axofiB abo
NPU3HAUYUTHU HaJleXKHe JTIiKyBaHHS.

MaxkcuManbHUY epeKT IIperapaTy OOCITaEThCsa He paHillle HiXK dyepe3 4 TUXKHI
Teparril.

3acTocyBaHHs y nepioa BaritTHocTti ad0 rogmyBaHHsI IPyaaio

BaeimHicmb

HeMmae kIiHIYHUX DaHUX IIPO XKIHOK, SIKi 3aBariTHIIN IIi YaCc 3aCTOCyBaHHSA
comnidpeHanuuy. [Jocnigy Ha TBapMHaX He BUSIBUJIM IIPSIMOl HECIIPUSTIIMBOI Iil Ha
bepTunbHiCTH, pO3BUTOK eMOpioHa/mnoma abo mojoru. IToTeHIINHUN PU3UK
HeBimoMuii. Ciim goTpuMyBaTHCSI 00epexKHOCTI ITPU 3aCTOCYBaHHI ITHOTO IIpernapary
BariTHUM JKiHKaM.

I'odyeaHHs epy00io

Hewmae maHux 1moa0 eKckKpeliil conidpeHallmHy Y TPyOHE MOJIOKO. Y MUILlel
comnideHanuH Ta/abo 1oro MetTaboNiTH MPOHUKAIOTH ¥ MOJIOKO i CHPUYUHSAIOTH
[0303aJIe’KHy HeOCTaTHICTh POCTY Y HOBOHAPOAKEHUX MHUllle. 3aCTOCYBaHHS
npenapaty Comnidpenanma-PapmMak He PEKOMEHOYETHCA Y IIEePiof roOyBaHHA I'PYIOIO.

3maTHiCTh BIUIMBATH HA IIBHIKICTH peakiliili mpu KepyBaHHI aBTOTPAaHCIIOPTOM
a0o0 podoTi 3 iHmMMMMHu MexaHi3MaMHu



Y 3B’43Ky 3 TUM, IO cojripeHANWH, K i iHIIi aHTUXOJIIHEPTiYHi ITpenapaT, MOXe
CIIPUYMHUTU HEUITKICTh 30PYy 1 He4aCTO COHJIUBICTS Ta HiABUIIEHY BTOMJIIOBAHICTh
(muB. po3min «ITobiyHi peakiiii»), MpuiioM IMperapaTy MOXKe HeraTUBHO BIIJIMBATHU Ha
3[aTHICTh KepyBaTU aBTOMOOiIeM Ta mpalfoBaTH 3 iHIINMHN MeXaHi3MaMHu.

Cnocid 3acTocyBaHHs Ta J03H

Ilopocai, 8KA0uarwvu nauieHmis AiMmHb020 8iKy. PeKoMeHgoBaHa mo3a — 5 Mr
npemnapaty 1 pa3 Ha go0Oy. AkIno HeoOXigHO, 403y MOXXHa migBuIuTu 10 10 mMr 1 pas
Ha 1o0y.

ITauienmu 3 HUpKo8ow HedocmamHicmio. He moTpiOHa KOpPEKIliss mo3u OJis MalliEHTIB
3 IOMIpPHOIO Ta CEPEeOHbOr0 CTYIIEHS TSA2KKOCTI HUPKOBOIO HEOOCTATHICTIO (KIIipeHC
KpeaTuHiny > 30 m/xB). [lallieHTaM 3 TIKKHUM CTylIeHEM HUPKOBOI HEIOCTATHOCTI
(kmipeHc kpeaTuHiny < 30 MJI/XB) i 3 00epeKHICTIO 3aCTOCOBYBATH IIpemapar y
mo3i He Oinbire HiK 5 Mr 1 pa3 Ha mo0y (ouB. po3min «®apMaKoOKiHETHKA»).

ITauienmu 3 nedyiHKogow HedocmamHicmio. He moTpiOHa KOpPEKIIist mo3u s
MallEHTIB 3 MOMIPHOIO IT€YiHKOBOO HegoCcTaTHICTIO. [lallieHTaM 3 ITOMipHOIO
MIEeYiHKOBOIO HEOCTaTHICTIO (ITOKa3HUK 3a mKanoio Yaunma - [1't0 7-9) cnig npuniMaTtu
mpernapaT 3 00epexkHICTIO i He TepeBUIlyBaTU A03yBaHHSA 5 MT 1 pa3 Ha goOy (OuB.
po3min «®apMaKOKiHETHKA»).

3acmocysaHHsA nomyodcHUX iH2i6imopie yumoxpomy P450 3A4. MakcumMarbHa 103a
npenapaty Comnidpenanma-Papmak Mmae OyTu oOMexkeHa 5 MT ITPU OOHOYAaCHOMY
IpUIOMi 3 KETOKOHa30JI0M ab0 TepaleBTUYHUMU J03aMU iHIINX CUJIbHUX iHTiOiTOPIB
isopopmu nutoxpomy CYP3A4, HanipuKiiag puTOHaBipy, HeNldiHaBipy, iTpaKOHA30I1y
(muB. po3min «B3aeMomisa 3 iHIIUMHU JTiKapPChbKUMM 3aco0aMU Ta iHIII BUOY B3aEMOMiM»).

Comidpenanuu-®apMak npuiMaTH IIepopabHO, KOBTATU TAaOJIETKH IiJIMMHU, 3aIlIMBal0OYU
pimMHOI0, He3aJeKHO Bifl MpUHUOMY 1xXKi.

OiTu

He pmocnipgxxyBanu 6e3mneKky Ta e(eKTUBHICTh 3aCTOCYyBaHHS IIpenaparTy miTAM, TOMY
Comi¢enanmu-®apMak He CIIif Ipu3HadaTH Iii KaTeropil maijieHTiB.

Ilepeno3yBaHHs

Cumnmomu

[Tepeno3yBaHHSA conieHallMHYy CYKIMHATY MOXKe IIPU3BECTH [0 TAKKUX
aHTUXOJIiHepriuHmx edekTiB. HaliBuilla go3a conideHalnHy CYKIMHATY, IPUUHSATA



BUIAQAKOBO OOHUM ITalliEHTOM, CTaHOBHUJIAa 280 MI IIPOTATOM 5 I'OOWH, BHACIIIOOK YOr0
CIIOCTepiranucs 3MiHU IICUXIYHOTO CTaHy, 110 He MoTpeOyBasu rociiTaiisailii.

JIikyeaHHA. Y pa3i nepemo3yBaHHSA cojlipeHallMHy CyKIIMHATY MallieHTOBI HEOOXimgHO
MIPUNHSITHA aKTUBOBaHe BYTi//Ig. Moxe OyTH KOPUCHUM IIPOMUBAHHS IUTYHKA, SKIIIO
BOHO 3po0JieHe IpoTaroM 1 rogmHu Iicis npuioMy npenapary, aje He CIIif
BUKJIMKATU OJIIOBAHHS.

[MTomo iHIIMX aHTUXOJIIHEPTiYHUX e(EeKTiB, TO 1X CJIif JiKyBaTh TAKUM YMHOM:

e TSIXKKi aHTUXOJIiHepPriuHi epeKTu 3 OOKY IIeHTPaIbHOI HEPBOBOI CUCTEMH, TaKi IK
rajrolnuHalil abo migBumieHa 30yOJnuBiCTh, - 3aCTOCOBYIOTH (i30CTUTMiH abo
Kapbaxo;

e cymoMu abo mmigBuilleHa 30yAJIUBICTh - BBOOSATH O€H304ia3€emiH;

e HEIOCTATHICTh 3 OOKY OpraHiB IUXaHHS - 3MiMCHIOIOTh IITYYHY BEHTUJIISIIIIO
JIeTeHiB;

e TaxikKappisi - 3aCTOCOBYIOTH OeTa-0710KaToOpH;

e 3aTPUMKa CEYOBHUIIyCKAHHS - IPOBOAATH KaTeTepu3allilo;

e Mifpia3 - 3aCTOCOBYIOTh OYHi Kparji, HallpuKJap MiToKapmniH, Ta/abo moMiiiaioTh
raljieHTa y TEMHY KiMHaTy.

4K i y pasi nepemo3yBaHHS iHIIUMU aHTUXOJIIHEPTIYHUMU 3aco0aMu, OCOOIUBY yBary
CJIiO IPUOIIATHU HallieHTaM 31 BCTaHOBJIEHUM PU3UKOM IOOOBXKeHHA iHTepBany QT
(mpu rimokamniemii, 6paguKkapmii, Ipu OOJHOYAaCHOMY 3aCTOCYBaHHIi Mperaparis, 110
CIIPUYMHSAIOTh NOO0BXKeHHA iHTepBany QT) i manieHTam i3 3aXBOPIOBAaHHSAMU CEPIIS
(imemiss Miokapma, apuTMil, 3acTiliHa cepileBa HEIOCTATHICTh).

IToG6iuni epexTn

Comnidpenanma-®PapMakK MOXKe COPUYMHUTHU MOOIUHI edeKTH, OB’ sI3aHi 3
AQHTHUXOJIIHePriyHOoIO Ji€lo comideHaluHty, SKi, SK IpaBuio, ciadki a6o momipHi. Ixaa
4acToTa 3aJIeXXUTh Bif J03U Ipenapary.

HarttuacrTime rmobiuHe SBUIlE - CYXiCTh y POTi, 1110 criocTepiranacs y 11 % marlieHTis,
sIKi OTpUMYyBasu 103y 5 MT Ha go0y, y 22 % mnauieHTis, siKi orpuMyBanu 10 Mr Ha mo0y,
vy 4 %, siKi oTpuMyBasnu 11aiedo. BupaxkeHicTb CyXOCTi y poTi, SK mpaBuio, Oyina
c1abKo10 i TiTBKM Y TOOOWHOKUX BUNAAKaX IMIPU3BOANUIIA OO0 IPUIINHEHHS JIIKyBaHHS.
3arasnom JiKapCchKHul mpenapaT gOCUTh mo0pe nmepeHocuBcs (61u3bko 99 %), i
npubnusHo 90 % malieHTiB IpUiiMaly IIpemnapaT IPOTITroM IIOBHOTO IIepioay
OOCIIIOXKEeHHs, IKUU TpuBaB 12 TUXKHIB.

Y Tabnuili HUXKYe HaBefeHO iHIli mobiuHi epeKTH, 3apeeCcTpoBaHi Ipu IpoBeAeHH]
KJIIHIYHUX OOocCHiaxeHb npemnapaty ConidpeHanma-OapMak Ta B ITiCIIpPeECTPaALlinHUN



nepiom.

30py

Yacto PigkicHi Hdyxke HeBimoMo
. . |[[lyxe Hewacro pinkicHi (4acToTy t
Knacugikanisn ~ 1/100 > 1/10000,
4acTo , MO2KHa OIT
MedDRA > 1/1000, <1/1000 |< 1/10000 .
> 1/10 < 1/100 Ha OCHOBI
< 1/10
HasIBHUX ]I
Indexirii
[HdexkIil Ta )
. CEe4YOBUBIOTHUX
iHBa3il .
IIJISAXiB, IACTUT
3 60Ky iMmyHHO1 Anadinaxk-
CUCTEMHU peaxiris*
3 O6oKy
MeTabosIi3My Ta 3HUXKEHHS
TpaBJIeHHS ameTUTy*,
rirepkartie
lamronHAaLITY,
IMcuxiuni M .
po3nagu CILJIyTaHICTh apeHHsd
cBigomocTi*
3amaMopo-
1 S
TTOpyITeHHS 3 COHHUBICTE, YeHHS*,
- TOJIOBHUM
00Ky HEpPBOBOI [OpYIIeHEsT -
CHUCTEMU CMaKy
3 60Ky opraHiB
HediTKicTb
S0Py CyxicTb oueit I'maykoma



Torsades ¢

pointes*,
IMOIOBXKEH
iHTEepBany
€JIEKTPOKE
rpami¥,
3 60Ky cepis
diopumnsi
rnepencep;
BiOUyTTS
CepIeouTT
Taxikapmis
3 60Ky opraHiB CyxicTh
OUXaHHS, CJIN30BO1
TPYOHOIL KIIiTKA 000JIOHKHU Huchonis’
Ta HOCOBOI
CepenoCTiHHA TIOPOXKHUHU
3amop, Hempoxiz-
['acTpo- .
_|HiCcTB
3 Goky HYOOTa, e3odareasbHUHN Kumkosa
IIIJIYHKOBO- CyxicThb pedtokc, TOBCTOTO HEMPOXiTH
KHUIIIKOBOT' O y poti |RHCIICICLA, KHIIETHUKY, abmomiHar
CyXICTB y
TPaKTy 6ims v . KOMPOCTa3, OuCcKoMQ@o
TJIOTII
SKHBOTI OmoBaHHSA*
[Topyiient
dyHKIIT
IeYiHKu*,
.. . BiOXUIIEHH
IemaTtobimiapHi
pe3ynbTaT
po3nanu
abopaTor
OOCITIII>KEF
[IEeYiHKOBY

mpo6*



MynbTu-

dopmHa
3 OOKy IIKipH i . eputeMma*, _
) ) _ ) CBep0Oix*, Excdormiat
MiOIIKIpHUX CyxicTh mKipu )
BUCUIIAHHSA* |[KPONIUB’ sTHKa*, |mepMaTUT
TKaHUH
HaOpsK
KBinke*
3 OOKY OITOPHO-
PYXOBOTO
anapary M’sa30Ba
cnabKicTb
Ta CIIOJIy4YHOl1
TKaHUHU
3 OOKy HUPOK
YrpynueHe 3aTpuMKa
Ta HupxkoBa
. . CEe4YOBUNYCKaH- |CEYOBUIIYC-
CEeYOBUBIAHOI HEeOOoCTaTE
HSI KaHHS
CHUCTEMU
[TigBumieHa
3aranbHi BTOMJTIOBA-
po3nanu i HICTB,
MMOPYIIEHHSA Y
MicCIIi BBeOeHHS nepupepPUIHUN
HaOPSIK

* CnocTepiranucs B IIiCIspeeCcTpaliiHul mepiom.

IMoBigoMeHHs PO NoOiyHi peakirii

[ToBimoMneHHs mpo MoOiUHi peakirii mmicss peecTpatiii 1iKapcbKoro 3acofy Mae

BaXKJIUBe 3HauYeHHs. lle mae 3MOry IpOBOOUTH MOHITOPHUHT CIiBBIIHOIIIEHHS

KOPUCTBL/PU3UK IIPU 3aCTOCYBaHHIi IIbOT0 JTiIKapChKOro 3aco0y. MeguyHuM Ta

apmalleBTHYHMNM ITpalliBHUKaM, a TaKOXK MallieHTaM a0o0 X 3aKOHHUM

MIpefCcTaBHUKAM CJIiZl TOBIOMJISITH PO yCi BUITQAKU MMiT03pI0BaHUX MTOOIYHUX peaKIin

Ta BiCyTHOCTi e(peKTUBHOCTI JTiKapChKOT0 3aco0y yepe3 aBTOMaTU30BaHy

iHpopMaliiHy cucTeMy 3 papMaKOHArasaOy 3a IoculaHHAM: https://aisf.dec.gov.ua.



TepMiH NpHIATHOCTI
4 poku.
VYMoBHM 30epiranas

Jlikapcbkui 3acib He nmoTpebye crellialbHUX YMOB 30epiranus. 30epiratu y
HeIOOCTYIIHOMY OIS OiTel MicLi.

¥YnakoBka

ITo 10 TabneTok y 6micTepi, mo 3 abo o 10 GricTepiB B KapTOHHiM KOPOOLIi.
Karteropis Bignycky

3a penemnTomMm.

BupooHuK

Caneka ®apmacshroTikan3 AT.

Micie3Haxo/dKeHHsI BHPOOHHKA Ta HOro agpeca MiCIisi IPOBaaKeHHSI
OisTIBHOCTI.

Hitpsinceka 100, 920 27 I'moroBenp, CrnoBalibka Pecmy6itika.



