IHCTPYKIIA

IJIsI MEJUYHOI 0 3aCTOCYBaHHS JIiKapChKOI'o 3aco0y

COII®EHAIIUH-®PAPMAK
(SOLIFENACIN-FARMAK)
Cknao:
ditoya pevosuHa: conmipeHaliHy CyKIIMHAT;

1 TabneTka MicTuTh comnipeHanuny cykiuHaTy 5 Mr abo 10 mr, 110 BigmoBimae conipenanuny 3,8 mr
Ta 7,5 MT BifIIOBiOHO;

0onoMidCHI pe4oBuHU: TAKTO3W MOHOTIfIpaT, TakTo3a 6e3BOgHA, KPOXMaJjlb KYKYPYO3SHUM, TAJbK,
MarHito cTeapar;

cKna0 06010HKU 0152 mabaemok no 5 me: Opadry yellow 0Y32823 (rimpomernosa, TUTaHY OiOKCHL,
(E 171), makporomn, 3amni3a okcun yepBouui (E 172), 3aniza okcup xostuii (E 172));

0211 mabaemok no 10 me: Opadry white 03B28796 (rinpomenosa, Tutany miokcup (E 171), makporon
400), Opadry brown 02F23883 (rimpomenosa, Tutany giokcup (E 171), makporon 6000, 3ami3a okcug
yepBouui (E 172), 3aniza okcup xkostuii (E 172)).

JIlikapcbka ¢opma. TabmeTKy, BKPUTI IIiBKOBOIO 000JIOHKOIO.

OcHosHi (pi3uko-xiMiyHi 81acmueocmi: TaONETKH 110 5 MT - JKOBTi, OKPYyTJIOl (OpMHU, TBOOITYKIIi,
BKPUTI ITIBKOBOIO 000710HKO10; TabneTku 1o 10 Mr - poxkeBi, OKpyrioi ¢opMu, IBOOIYKIIi, BKPUTI
ITiIBKOBOO 000JIOHKOIO.

dapMakoTepaneBTHYHA rpyna. 3acobu, 1[0 3aCTOCOBYIOTLCS B YPOJIOTii. 3aco0u g TiKyBaHHS
YacTOT0 CeYOBUITYCKaHHA Ta HeTpuMaHHA cedi. Kog ATX G04B D08.

Papmakono2iuHi e1acmueocmi.
®apmakoOuHamika.

ComieHalluH € KOHKYPEHTHUM, CIeLU(piYHUM aHTAarOHiCTOM XOJIiIHepPriYyHuX pelenTtopis. CedoBui
MIXYp IHHEPBYETHCA [TapaCUMIIaTUYHUMU XOJIIHEPTiYHUMY HepBaMu. ALIETUIXOJIIH CKOPOYYE I1afKi
M’'g3U OeTpy30pa, BIIMBAOYX Ha MyCKapUHOBI PeLleNTOPH, 1110 TepeBaXHo IpefacTasieHi M3
MigTHUIIOM.

Y mocnipzKeHHSX in vitro Ta in vivo 0yJio BCTAHOBJIEHO, IO CONipeHAIMH € KOHKYPEHTHUM
cnenupiyHUM aHTArOHiCTOM XOJIiHEPTiUHUX pellenTopiB nepeBaxHo M3 migTuny. Takox 6yio
BCTAQHOBJIEHO, 110 comieHand Mae ciabKy CcropigHeHiCcTh abo BiICYTHICTh CIIOPiAHEHOCTI 3 iHIIUMHU



penmenTopaMu i TeCTOBaHUMHU IOHHUMM KaHaJlaMHu.

EdekTuBHICTS IpenapaTy, SKy BUBYAIU Y KiIbKOX IIOABIMHO CIIINUX PAHOOMi30BaHUX
KOHTPOJIbOBAaHUX KJTIHIYHUX AOCHIAKEHHAX Yy YOIOBIKiB Ta KiHOK i3 CHHAPOMOM TillepakKTUBHOTO
CEY0BOr0 MixXypa, CliocTepiranacst Bxe Ha 1-My TUXKHi TiKyBaHHS Ta cTabinidyBanacs mpoTsaroM
HaCTynHUX 12 TUXKHIB JIiKyBaHHS. Y BiIKPUTHUX AOCHIAXKEHHSAX [IPU TPUBAJIOMY 3aCTOCYyBaHHI
II0OKa3aHo, 10 e(PEeKTUBHICTh MATPUMYETHCS IIPOTATOM IOHauMeHIne 12 MicsaniB. apmakokiHemuka.

Abcopbuis. Ilicng npuitoMmy TableToK MaKCUMallbHa KOHIIeHTpallis colideHanuHy y naa3Mi KpoBi
(C,.,) mocsiraeThest yepes 3-8 romuH. Yac JocArHeHHS MaKCHMasIbHOI KOHIeHTpamil (t,,.) He
3aJIeXKUTh Bif mo3u mpemnapary. [Tokasuuku C,, i momi mig kpusoio (AUC) 36inbIIy0ThCS
IIPOTIOPIIiMHO [0 [03M Y Aiama3oHi Big 5 Mr go 40 Mr. AGcomioTHa 6i0g0CTYIHICTh CTAHOBUTH
npu6nusno 90 %. [Ipuiiom ixi Ha 3HaveHHs C,,, Ta AUC comidbeHaluHy He BIIJIUBAE.

Po3nodia. ComnieHalnH 3HAYHOIO Mipoio (Maiizke 98 %) 3B's13yeThCs 3 OiTKaMu MIa3Mu KPOBI,
TOJIOBHHUM YHHOM 3 a]-KHCJIUM TIiKOIPOTEIHOM.

Memab6oaizm. ComipeHaniluH 3HAYHOIO MipoI0O
MeTa00Ii3yEThCA Y MediHIli, TOJIOBHUM YHHOM IIHTOXPOMOM
P450 3A4 (CYP3A4). CucTeMHHH KJIipeHC cojtipeHaluHy
CTAQHOBHUTDL NPHOINU3HO 9,5 JI/TOMUHY, i TepMiHAIbHHAK TIEepiof
MOr'0 HalliBBUBEIEeHHS CTAaHOBHUTH 45-68 romun. ITicisn
MePopaJILHOr0 MPUHOMY Npenapary y Ia3Mi KpoBi, Kpim
coixipenanuny, OyB izenTudikoBanuu 1 ¢papMakosoriuuo
akTuBHHH (4R-rigpokcuconidenanun) i 3 HeaKTUBHI
MmeTaboaitTu (N-r1okyponia, N-okcun i 4R-rigpokcu-N-okcup,
comibenanuny).

Ekckpeuis. Ilicist ogzaopa3oBoro 3acrocyBanust 10 mr “C-
MidueHOro conigeHanuny npud;1u3Ho 70 % pagioakTHBHOIL

MIiTKH IIPOSsABIIAETBCA Y ceuii23 % - y dexanisx. I3 ceuero mpudIN3HO
11 % pagioaKTHBHOI MiTKH BUBOTHTHCS Y BUIJIsIi He3MiHEHOI aKTHBHOI CyOCTaHIIii;
npu6u3Ho 18 % - y Burisiai meradosnity N-okcuny, 9 % - y Burinsagi meradosiry 4R-
rizmpokcu-N-okcuay i 8 % - y Burnsai 4R-rigpokcumeTadostiTy (aKTHBHHH
MeTadoJIiT).

Llo308a 3anedxcHicmb. Y miana3oHi TepaneBTUYHUX 003 (papMaKoOKiHeTHKA IIpenapary € JiHINHOW.
Ocob.ueocmi (papmMakokiHemuKu 8 oKkpeMux kamezopitl nayieHmia

Bik. Hemae HeoOXifHOCTI KOPUTYBATH 03y 3aJIeXKHO Bif BiKy xBopuX. [loCigKeHHS TOKa3aH, 110
ekcro3utlis comidenaruny (51 10 Mr), BupaxeHa nmokasuukoM AUC, Oyna momi0HO0 y 3[0POBUX
moOpOoBOIBLIIB JTITHHOTO BiKY (Bim 65 mo 80 pokiB) i y 3mopoBuX 4OOPOBOIBIIIB MOJIOOTO Ta 3PiJIOTO
BiKy (< 55 pokiB). Cepenns mBUOKICTL aOcopO11ii, BupaXkKeHa MOKa3HUKOM t,,., OyJa meo HuK4oio, a
KiHIIeBUY Tlepiof HamiBBUBEOeHHS - TPUOIU3HO Ha 20 % TpuBaJimuii y NalieHTiB JIiTHHOTO BiKy. Lli



He3HaYHi BiIMIHHOCTI He € KIiHIYHO 3HaYYIIUMH.

dapMakKoKiHETUKY CONTi(peHalHy He BUBYANIX y OiTeH Ta MifJIiTKiB.

Cmamyb. PapMakKoOKiHeTHKA COJliheHalMHy He 3a71eXKHUTh Bifl CTaTi MallieHTa.

Paca. PacoBa npuHaneXHICTh MallieHTa He BIJINBA€ Ha (PapMaKOKiHETUKY CONTipeHalInHY.

Hupxosa Hedocmamuicmb. AUC ta C,,, conipeHalliHy y Malli€eHTiB i3 TeTKOI0 Ta IOMipHOI0 HUPKOBOIO
HEJOCTaTHICTIO He3HAYHO BigPi3HAIOTHCS Bif BiONOBIIHUX MOKA3HUKIB y 3MOPOBUX HOOPOBOJIBILB. Y
IIAIEHTIB i3 TAKKOI HUPKOBOIO HEJOCTATHICTIO (KJIipeHC KpeaTUHiIHY < 30 MJI 3a XBUJIUHY)
eKCITO3UIlisl comideHaIMHy 3HAYHO BUINa: 30inbinenHs C,,, cTaHOBUTL mpubnu3no 30 %, AUC - noHap
100 %, nepiony HamiBBUBe#eHHS - IToHaA 60 %. Big3HaueHU# CTaTUCTUYHO 3HAYYILIHUY B3a€EMO3B 30K
MiX KJIipeHCOM KpeaTHHiHy i KiipeHcoM comideHanuny. PapMaKOKiHETUKY y TAlli€HTIB, SIKi
IIPOXOOUIIA TeMOfiiali3, He BUBYAJIU.

ITeyiHKkosa HedocmamHicmy. Y TIAIiEHTIB i3 MOMiIpPHOIO MEYiHKOBOIO HEAOCTATHICTIO (IT0OKAa3HUK 3a
mkasnorwo Yainpaa - [1'1o0 Big 7 0o 9) 3HauenHs C,,,, He 3MiH0eThCd, AUC 3pocTae Ha 60 % Ta mepiof
HalliBBUBeMeHHS 30iblIyeThC BABiUi. DapMaKOKiHETUKY y NAIi€HTIB i3 TAKKOI HUPKOBOIO
He[0CTaTHICTIO He BUBYAJIU.

Kniniuni xapakKTepuCTHKH.
Iloka3aHHA.

CuMrToMaTuyHe JIiKyBaHHS YPIeHTHOTO (IMIIepaTUBHOTO) HETPUMaHHS cedi Ta/abo 4acToro
CEeYOBUITYCKAHHS, @ TAKOX YPreHTHUX (iMIepaTUBHUX) ITO3UBIB 1O CEYOBUIIYCKAaHHSA, XapaKTEePHUX
014 TALi€HTIB i3 CHHAPOMOM TillepaKTUBHOTO CEYOBOI'0 Mixypa.

IIpomunoka3aHHsA.

[TpemapaT mIpOTUIIOKa3aHK MAI[iEeHTaM i3 MigBUIIEHOI0 YYTIKBICTIO 0 aKTUBHOI CyOCTaH1ii abo [0
OyOb-9KOl 3 MOTIOMIKHUX PEYOBHH; IMAIliEHTaM i3 3aTPUMKOI0 CEYOBUITYCKAHHS; i3 TIXKKUMU
IIJTyHKOBO-KUIIKOBUMY 3aXBOPIOBaHHSIMMU (BKJII0Yal0UM TOKCHYHUU METaKoJIOH); i3 MiaCTeHi€l0 TpaBic
YH i3 3aKPUTOKYTOBOIO I'JTaYKOMOIO Ta MalliEHTaM i3 PU3UKOM PO3BUTKY LIUX CTaHiB; IPU IPOBEOEHH]
remopiani3y (ouB. po3nin «®apMaKoKiHETHKA»); MALliEeHTaM i3 TAKKOI0 ITeYiHKOBOI HEJOCTATHICTIO
(muB. po3min «®apMakKoOKiHeTHKa»); MalliEHTaM i3 TSIXKKO0I0 HUPKOBOI HENOCTATHICTIO ab0 IMeYiHKOBOO
HE[IOCTATHICTIO CEPEOHbOT0 CTYIIEHS TSIXKKOCTi, sIKi mepeOyBaloTh Ha JIiKyBaHHI CUTbBHUMU
inriitopamu nutoxpomy CYP3A4, HampuKiag KeTOKOHA30JI0M (OuB. po3min «B3aemogmis 3 iHImIuMu
JiKapChKUMH 3ac00aMu Ta iHIIi BUAKW B3aEMOIIN»).

B3aemodisa 3 inwumu snikapcoKumu 3acobamu ma iHwi eudu é3aemodili.
dapmaxo102i4Hi 83aemMO0ii

OpHOYaCHUM IPUKOM IHIIKX JTIKaPCHKUX IIpelapaTiB 3 aHTUXOJIIHePriYHUMU BJIaCTUBOCTSIMU MOXKe
MaT¥ BUPA3HIilll TepaneBTUYHI e(eKTH, a TaKoxK HeOaxkaHi Hacmigku. [Ticns npunuHeHHS



3acTtocyBaHHS Ipenaparty ComidenanuH-PapMak [0 IPUIOMY HaCTYIHUX JIiIKAPCHKUX 3ac00iB
aHTHXOJiHepriyHoi Teparii Heo6XigHO BUTPUMATH MPUOIU3HO ONHOTUXKHEBUY iHTEpBAJ.
TepaneBTuuyHUY epeKT conipeHaVHYy MOXKe 3MEHIIUTHUCS IIPU CYIIyTHHOMY 3aCTOCYBaHHI arOHICTiB
X0JiHepriunux penenTopis. ComideHaluH MOXKe 3HUKYBaTH e(PeKT JTiKapChKUX IIpelaparis, SKi
CTUMYJIIOI0Th IEPUCTANIBTUKY IITYHKOBO-KUIIKOBOI'O TPAKTy, TAKUX K METOKJIOIPaMif 1 TU3anpus,.

®apmakokiHemuuHi 83aemMo0il

HocmigxeHHS in vitro mokKa3saro, o comidheHalWH y TepaleBTUYHUX KOHIIEHTPAIliAX He IPUTHIUYE
Mikpocomu nedinku CYP1A1/2, 2C9, 2C19, 2D6 yu 3A4. TakuM YMHOM, MaJIOMMOBIPHO, 1110
cornieHalMH BIJIMBAE Ha KIIipeHC TiKapCchKUX 3aco06iB, 110 MeTabomi3yoThcs hepmenTamu CYP.

Bnaue iHwux aikapcvkux 3acobie Ha (papMakokiHemuky conipeHauyuHy

Cormidenanun metabonizyetscs pepmerTom CYP3A4. OgHo4acHe 3aCTOCYBaHHS KETOKOHA30IY,
cunbHOTO iHTibiTopa CYP3A4, y mo3i 200 mMr/mo6y npu3BOAKIIO 10 ABOKPATHOTO migBuineHHs AUC
cornipeHanMHy, TOAi K MPUIOM KeTOKOHa30iy B 7031 400 mMr/mo6y nipgBuinye nokasuuk AUC
comibenanuny B 3 pa3u. TakuM YMHOM, MaKCUMabHY 103y npemnapaty Comnibenauun-®apmak
HeoOXimHO 00OMEXKUTHU [0 5 MI IIPY OOHOYACHOMY 3aCTOCYBAaHHI 3 KETOKOHA30JIOM YU
TEepPaNeBTUYHUMU N03aMU iHIIUX aKTUBHUX iHTiOiTOpiB hepmenTy CYP3A4 (HampuKiag PUTOHABIPY,
HendiHaBipy, iTpakoHa3o0:my) (auB. po3min «Crmocib 3acTOCyBaHHS Ta IO3U»).

OpHOYacHe 3aCTOCYyBaHHS conmieHannHy Ta cunbHOro inribitopa pepmenty CYP3A4 mpoTumnokasaHe
MaIfieHTaM i3 TSIKKO0I0 HUPKOBOIO ab0 IMTOMipHO BHPaXKEHOI0 ITeYiHKOBOI HEJOCTATHICTIO.

He pocmigxyBanu BrnuB ¢pepmenTiB inaykuii CYP3A4 Ha apMaKOKiHETHKY coJipeHaluHy i 10T0
MeTaboIiTiB, a TakKOXK Aito cyOcTpartiB 3 migBuieHoo cnopigHenicTio CYP3A4 ta metabomnitisB CYP3A4
Ha eKcro3ulliio comidpenanuny. Ockinbku comnidpeHannn MetabonisyeTscsa pepmerTom CYP3A4,
(dhapMakKoKiHeTUYHI B3aeMOIii MOXKIKBI 3 iHmmMu cyoctpatamu CYP3A4, 1110 MaloTh MiABUIIIEHY
cropigHenicts 3 CYP3A4 (Hanpukiap 3 BepalaMisioM, IUITia3eMOM), Ta iHAyKTOpaMu (GepMeHTY
CYP3A4 (manpuknapn pudammoinmaoM, GpeHiToiHOM, KapOaMa3emiHoM).

Bnaue coaigpeHayuHy Ha papmakokiHemuky Aikapcbkux 3acobis
IlepopanvHi KOHMpauenmuesu

[Tputiom npenapaty Conipenanun-Oapmak He BIIMBA€E Ha GapMaKOKiHETUYHY B3a€EMOIII0
conipeHannHy 3 KOMOiHOBaHMMY ITePOPAIbHUMU KOHTPalleITHBaMI
(eTuninmecTpadion/meBOHOPTECTPEN).

BapgapuH

[Tpuiiom npenapaty ConipeHanua-®apmak He BIIMBA€E Ha (apMaKOKiHETUYHY B3a€EMOi0 R-
BapbapuHy uu S-BapdapuHy abo ixHill BIIUB Ha MPOTPOMOiHOBHH Hac.

Huz2oKcuH

[Tpuitom npemnapary Conipenaunn-dapMak He BIIMBa€E Ha (apMaKOKIiHETUKY QUTOKCUHY.

Oco6 1ueocmi 3acmocyeaHHs1.



[Tepen moyaTKOM JIiKyBaHHS IIpelapaToM HeoOXiqHO BCTaHOBUTHU iMOBIPHICTD iHIIUX TPUYUH YaCTOTO
CEeYOBUITYCKAHHS (CeplleBa HeJOCTAaTHICTh a00 3aXBOPIOBAHHS HUPOK). JAKIIO BUSIBIeHA iHPEKITis
CEYOBUBITHUX LUISAXIB, CIIiJ PO3MOYATH BiAMOBIAHY aHTHOAKTEPiaIbHy Teparliio.

[TpemapaT HeoOXimHO mMpuUAMaTH 3 00ePEeXKHICTIO MaIlieHTaM:

- i3 kJTiHiYHO 3HAYYII0I0 0OCTPYKIIi€I0 BUXITHOT'O OTBOPY CEYOBOI'0 MiXypa, II0 IPU3BOAUTH 0O PUIUKY
3aTPUMKU CEUYOBUITYCKAHHS;

- 3i IIJIYHKOBO-KHIIKOBUMH O6CTPYKTI/IBHPIMPI 3aXBOPIOBAHHAMU;
- 3 PUBUKOM 3HUAKEHHSI MOTOPUKHU IMIJIIYHKOBO-KHUIIIKOBOT'O TPAKTY;

- 3 TAKKOI0 HUPKOBOIO (KJIipeHC KpeaTHHiHY < 30 MJI 3a XBUJIMHY) Ta IOMipPHOI IIE€YiHKOBOIO
(moka3HuK 3a mkanow Yaunga - 1’10 Bim 7 0o 9) HemocTaTHicTIO (muB. po3minu «Crocid
3aCTOCYBaHHS Ta 0o3u» Ta «dapMaKOKiHETHKA»); MO3U OJIS LIUX IMAIliEHTIB HE MAlOTh MIEPEBUIITYBATH 5
MT;

- IpY OOHOYaCHOMY IpuiioMi cunbHUX iHTiOiTOpiB CYP3A4, HanpuKiam KETOKOHA30JTy (IUB. PO3Minu
«Croci6 3acTocyBaHHS Ta Ho3u» Ta «B3aemopmis 3 iHIMMMU TiKapchKUMU 3aco0aMy Ta iHIII BUOU
B3aEMOMIN»);

- i3 rpuKelo CTPaBOXigHOTO O0TBOPY AiadparmMu Ta/abo MITYHKOBO-CTPABOXiTHUM pedIioKcoM Ta/abo
THM, XTO OOJHOYACHO IIPUIMaE JliKapchKi mmpenapatu (Taki gk 6ichochonarn), sKi MOKYTh
CIIPUYMHUTH a00 IMOCUNIUTH e30¢arit;

- 3 BEreTaTUBHOI0 HENPOIIaTi€o.

Y namieHTiB 3 paKTOpamMu PU3UKY, TAKUMU SK PaHillle 3ape€CTPOBaHUY CUHAPOM IIOJI0BXKEHHS
inTepBany QT, Ta rinokaniemi€r crocTepiranocs nogoBxeHHd iHTepBany QT i
TPIMOTIHHS/MEpPEXTiHHS WITyHOUKIB (torsade de pointes).

Besneky Ta e(eKTUBHICTh 3aCTOCYBaHHS IIpenapaTy XBOPUM i3 MMiIBUIIEHOK aKTUBHICTIO C(iHKTEpa
HEHPOreHHOI'0 ITOXOMXKEeHHS He OOCTiIXKeHO.

[TartienTaMm i3 pifKiCHUMU CIaJKOBUMHU (hopMaMU HETIEPEHOCUMOCTI ranakTo3u, Lapp-gediinutom
JlaKTa3u abo MOPYIIeHHSIM I/TI0K030-TallaKTO03HOo1 MasibabcopOiiii He cllifg mpuiiMaTH Ipemnapar.

Y mesKux malieHTiB, AKi 3aCTOCOBYBaIM CONTi(peHALIMHY CYKIIMHAT, IIOBIAOMIISANIOCS IIPO
aHTiOHEBPOTUYHKY HaOPSK 3 00CTPYKII€I0 AUxXaabHUX MUIAXiB. [Ipyu BUHMKHEHHI HabpsaKy KBiHke
JIiKyBaHHS CcoJieHAlMHY CYKIIMHATOM CJIifi IPUNMHUTY Ta BKUTHU BifIIOBIIHUX 3aX0AiB a0
NIPU3HAYUTY HaJleXXHe JIIKyBaHHS.

Y mesiK¥X MAIli€HTIB, IKi 3aCTOCOBYBaJIX COMipeHAIMHY CYKIIMHAT, CIIOCTepiranucs aHadinakTuaHi
peaxuil. [Ipy BUHUKHEHH] aHa(QiNTaKTUYHUX PeakIliil TiKyBaHHS CONi(peHanHy CyKIMHATOM CIIif
IPUIMHUTY Ta BXKUTY BiATIOBITHUX 3aX0fiB a00 MPU3HAYNTU HaJeXKHe JIiKyBaHHS.

MaxkcumanbHUY edeKT IpenapaTy SOCATAaEThCS He paHille HiX dyepe3 4 TUXKHI Teparil.

3acmocyeanns y nepiod eazimHocmi abo 200yeaHHsi 2pydoio.

BaeimHicmb



HeMmae kiHIYHUX faHUX PO XKiHOK, IKi 3aBariTHINMU Mif 9ac 3aCcTOCyBaHHSA cofidheHauuHy. [Jocmigu
Ha TBapvHaX He BUSBUJIM MPSMOI HECIIPUATIIUBOI Ail Ha GepTUNIbHICTh, PO3BUTOK eMOpioHa/mmona abo
noJioru. IToTeHIiHNY pU3uK HeBigomui. Crig moTpuMyBaTucs: 00epPeKHOCTI TPK 3aCTOCYBAHHI OO
IIperapaTy BariTHUM XiHKaM.

I'odysaHHs 2pydoro

HeMae gaHuX 1010 eKCKpelii comidbeHaluHy y TPyaHEe MOJIOKO. Y Mute comideHnanus ta/abo oro
MeTa0oJIiT! TPOHUKAIOTh ¥ MOJIOKO i CHPUYMHSIOTE 10303aJIeKHY HEOCTATHICTh POCTY V
HOBOHAPOMXKEHUX Mullei. 3acTocyBaHHA npenapaTy ComidpeHanuH-PapMak He PEKOMEHAYETHCA Y
nepion rogyBaHHSA I'PYOAIO0.

30amuicmsb eni1ueamu Ha weudKicmob peakuii npu KkepyeaHHi asmompaHcnopmom a6o
iHwumMu mexaHizmamu.

Y 3B’13Ky 3 TUM, 1110 coflipeHaInH, K i iHII aHTUXOIiHEPTiuHi IpenapaTy, MOXe CIPUYUHUTHI
HEUiTKiCTh 30pYy i HEYaCTO COHJIMBICTh Ta IiABHUIIEHY BTOMIIOBAHICTh (OuB. po3min «I1o6iuHi
peaxtiii»), mpuitoM mpenapaTy Moxke HeraTHBHO BIIJIUBATH Ha 30AaTHICTh KepyBaTH aBTOMOOiIEM Ta
IIpaloBaTy 3 IHIIKUMHA MeXaHi3MaMu.

Cnoci6 3acmocyeaHHss ma do3u.

Lopocai, 8kawouaroyu nauieHmia AimHb020 8iKy. PeKoMeH0BaHa f03a - 5 MI Iipenapaty 1 pa3 Ha
no0y. Akino HeoOXigHO, MO3y MoXKHa migBumuTu 1o 10 Mr 1 pas Ha go0y.

ITauieHmu 3 HuUpKosow Hedocmamuicmio. He moTpiOHa KOpeKIIis 4o3u [JIs MallieHTiB 3 TOMipHOIO Ta
CepenHbOro CTYIIeHs TAXKOCTI HUPKOBOX HEOCTATHICTIO (KJIipeHC KpeaTuHiny > 30 MII/XB).
[TarmienTaM 3 TSXKKUM CTyIleHEM HUPKOBOI HEOOCTATHOCTI (KJipeHC KpeaTuHiHy < 30 MJI/XB) CIif 3
00epexkHiCTI0O 3aCTOCOBYBATH IIpenaparT y mo3i He Oinbire HixX 5 Mr 1 pa3 Ha moby (guB. po3min
«OapMaKOKiHETHKa»).

ITauieHmu 3 neuiHkogow Hedocmamuicmto. He moTpibHa KOpPEKITist 03 IJIs HMaIli€HTIB 3 TOMipPHOIO
IIeYiHKOBOIO HeloCcTaTHiCTIO. [TallieHTaM 3 MOMiIpHOI0 MeYiHKOBOIO HEIOCTATHICTIO (MTOKA3HUK 3a
mkasoio Yaiinga - [T'to 7-9) cnig npuiiMaTyl IpenapaT 3 00epeXkHiCTIO i He TIepeBUIlyBaTH OO3YBaHHS
5 mr 1 pa3 Ha m00y (ouB. po3min «®apMaKOKiHETHKA»).

3acmocysaHHsa nomyodcHuX iHeibimopie yumoxpomy P450 3A4. MakcuMalbHa [03a [IpernaparTy
Comipenanuu-®apMak mMae 6yt oOMexkeHa 5 MI P OOHOYACHOMY IPUIAOMI 3 KETOKOHA30JI10M a6o
TEpaneBTUYHUMHU J03aMU iHIINX CUIbHUX iHTi6iTOPIB i30popMu nuToxpomy CYP3A4, Hanpukiazg
pUTOHABipy, HendiHaBipy, iTpakoHa307y (OUB. Po3Mdin «B3aemomist 3 iHIIMMU JTiKapChKUMU 3aco0aMu
Ta iHII BUOU B3a€EMOMIN»).

Conipenanua-®GapMak IpurMaTH IePOPAIbHO, KOBTATH TAOJIETKY I[iTMMHM, 3aIMBAIOYH PiOUHOIO,
He3aJIexkKHO Biff IpUMOMY 1XKi.

Himu.



He pgocnigxyBanu 0e3meky Ta epeKTUBHICTh 3aCTOCYBaHHS IIpenapary Oitam, Tomy ComidheHalus-
dapMak He CIif MpU3HavYaTH Li KaTeropii maiieHTiB.

Ilepedo3yeanns.
Cumnmomu

[Tepeno3yBaHHS comidheHAMHY CYKIIHHATY MOXKe IIPU3BECTU [0 TIXKKUX aHTUXOIIHEPTiYHUX e(eKTiB.
HaiiBuia mo3a comnieHalnuay CyKIMHATY, IPUMHATA BUIIaAKOBO OJHUM IIAI[iEHTOM, cTaHOBUIA 280
MT IIPOTSITOM 5 TOJMH, BHACJIIIOK YOT'0 CIIOCTepPiranucs 3MiHU IICUXiYHOTO CTaHy, I0 He ToTpebyBaau
rocmitamizairii.

JlixysaHHA. Y pa3i nepeno3yBaHHS ConipeHalMHy CYKIMHATY MaI[ieHTOBI He0OXiqHO PUNHATH
aKTUBOBaHE BYTimisi. Moxe OyTHM KOPUCHUM ITPOMUBAHHS IIUTYHKA, SKIIO BOHO 3po0ieHe mpoTsarom 1
TOIUHY MiCIIS MPUHAOMY IIperapary, ajie He CJIifl BUKJTUKATH OII0BAHHS.

[Tomo iHMMX aHTUXOJIiHEPTiYHUX e(deKTiB, TO IX CIIif JiKyBaTH TaKUM YHHOM:

- TSIKKi aHTUXOJMiHEePriuHi edekTu 3 60Ky LIeHTPaIbHOI HEPBOBOI CHCTEMH, TaKi IK TrajfonuHalil abo
migBUIlleHa 30yaTUBICTD, - 3aCTOCOBYIOTh PpidocTUrMiH ab0 Kapbaxo;

- cymoMu abo mifBuilleHa 30yAIUBICTE - BBOASATH O€H30Mia3€elliH;

- HefoCTaTHICTh 3 60Ky OpraHiB AUXaHHS - 3[iMCHIOIOTH WITYYHY BEHTUIIALIIO JIETEHiB;
- Taxikappisl - 3aCTOCOBYIOTh OeTa-6I0KaTOPH;

- 3aTPUMKa CEYOBUIIYCKaHHS - IPOBOASATH KaTeTepu3allito;

- Mifpia3 - 3aCTOCOBYIOTh OYHi Kpallsli, HalpUKJIaf MiJIoKapIiH, Ta/abo MOMIIaloTh MallieHTa Y TEMHY
KiMHaTy.

4K iy pa3si nepero3yBaHHS iHIIUMU aHTHUXOJNIiIHEPTiYHUMU 3aco0aMu, 0COOIUBY yBary Cif IPULIIATH
malieHTaM 3i BCTaHOBJIEHUM PU3UKOM MOAOBXKeHHS inTepBany QT (mpu rimokamniemii, 6pagukapmii,
IIpX OAHOYACHOMY 3aCTOCYBaHHI IIpenaparis, 10 CIPUYUHSIOTE TOf0BXKeHH iHTepBany QT) i
malfieHTaM i3 3aXBOPIOBaHHSIMM cepiis (ireMist Miokapaa, apuTMil, 3acTiliHa cepIiieBa HeIOCTATHICTh).

ITobiuni peakuii.

Conidenanun-Oapmak MOXKe CIIPUUYMHUTH M00iYHi eheKTH, TOB’g3aHi 3 @aHTUXOJIIHEPTiYHOI0
mielo comideHallvHy, AKi, K MpaBuiio, ci1abKi abo MoMipHi. [XHS 9acToTa 3a/le’kUTh Bif H03U
mmpernapary.

Haiiuacrimne nobiyHe siBUIIlE - CYXiCTh ¥ POTI, 110 criocTepiranacsa y 11 % maiienTis, SKi 0oTpuMyBaiu
no3y 5 Mr Ha 700y, y 22 % nauieHTis, ki orpuMyBanu 10 Mr Ha go0y, y 4 %, SKi 0OTpuMyBaIn
nnane60. BupaxkeHicTh CyXOCTi y poTi, IK mpaBuiio, 6ya c1abKoIo i TiNbKK y TOOAMHOKUX BUITAfKaX
IIPU3BOMKIIA 10 IPUIIMHEHHS JIiIKyBaHHS. 3arajioM JlikapChbKUii TpenapaT H0CUTh Ho0pe epeHOCUBCS
(6mm3pK0 99 %), i mpubnu3no 90 % malieHTiB MpuiiMay mpemnapar MPoTATroM ITOBHOTO Iepiofy
OOCHiIXKEeHHS, SIKUi TpuBaB 12 THXKHIB.



Y Tabnuni HUXKYe HaBefeHO iHIm no0iuHi edeKTH, 3apeeCcTpoBaHi Ipu NPOBeAeHH] KITiHIYHUX
mocrnigkeHs npenapaTy ComidbenanuH-PapMak Ta B MiCNISIpeECTPaliiHUM Tepiof.

Kmacudikarist [yxe UacTto [Heuacro Pinkichi yxe pigkicHi [HeBinomo (uactoty
MedDRA 4acTo > 1/100, {> 1/1000, < 1/100 > 1/10000, < 1/10000 He MOXHA OI[IHUTH Ha
> 1/10 < 1/10 < 1/1000 OCHOBI HasIBHUX
maHuX)
[HdekIii Ta iHBa3il [HOeKIi ceuoBUBITHUX
[IISIXiB, IIUCTUT
AHadinakTUYHA
peakiis*
3 60Ky iMyHHOI
cucTeMu
3 60Ky MeTabomizmy SHUKEHHS ameTUuTy™,
Ta TpaBJIeHHS rinepkamiemis*
[Tcuxiuni po3nmanu CamonuHali*, |[MapenHs*
CIITyTaHIiCTh
cBimoMocCTi*
[TopyIreHHs 3 00Ky (COHIUBICTS, 3amaMopo-dyeHHT*,
HEepBOBOI CUCTEMU MOPYIIEHHSA CMaKy TOJIOBHUH Oip*
3 60Ky OpraHiB 30py HeuiTKicTp|CyxicTh ouel [maykoma*
30py
3 60Ky cepis Torsades de pointes*,
TTONOBXKEHHS
inTepBany QT Ha
eleKTpoKapiorpami*,
hiOpumnsIis
mepencepab®,
BiMUyTTS
cepuieOuTTST,
rTaxikapgis*
3 60Ky opraHiB CyxiCTh CITM30BOi Tuchorig*
[MUXaHHS, TPYIHOI 000JIOHKK HOCOBOL
KIITKY Ta [TOPOXKHUHU
CepenoCTiHHSI
3 60Ky LIUTyHKOBO- CyxicTs y|3amop, Tactpo-e3odareansuuiifHempoxin-HicTh Kumkosa
KUIIKOBOTO TPAKTy  [poTi HyOooTa, [pediiokc, TOBCTOTO HEIIPOXiMHICTE*,
[MUCIIencis,|CyXiCTh y TJI0TLI KUIIEYHUKY, a0moMiHAIbHUNR
0ip v KOITPOCTa3, mickoMpopT*
bKMBOTI OrmoBaHHT*
CenartoOiniapHi [TopymeHHs QyHKIii
po3nnagu Meginku*,
BIXUTIEHHS Y
pes3ynbTaTax
TaGopaTOpHUX
MOCTIiIXKEeHb
Me4iHKOBUX MPO6*
3 60Ky WIKipH i CyxicTp mKipu CBepbix*, MynbTu-popmualEKchomiaTUBHNN
MigIIKipHUX TKAHWUH BHCHIIAHHSI* epuTeMa*, mepMaTutT*
KPOTIUB THKa*,
HaOpsiKk KBinke*
3 60Ky OIIOPHO- IM’s130Ba crnabxicTs *
[DYX0BOT0 anapary
Ta CITONTy4YHOI
TKaHWHU
3 60Ky HUPOK Ta YTpynHeHe 3aTpuMKa Hupkosa
CEeYOBUBINHOI CeYOBUITyCKaH-HS CedoBUITyC-KaHHS HeooCTaTHICTHY
CUCTEMHU

3aranbHi po3nmamgy i
TOPYIIEeHHS y MicIi
BBeMIEHHS

[TigBHIIIEeHa BTOMJIIOBA-
HICTBb,

mepubepuUHuN
HaOPSIK




* CriocTepiranucs B MicasSpeecTpaliiHuy epiof.

[ToBigomiieHHs po mo6iuHi peakiril

[ToBimomneHHs mpo mob6iuHi peakiril micis peecTpaliii TikapchbKoro 3aco0y Ma€ BaXK/IuBe 3HaAYEHHS.
Lle nae 3MOry IpOBOAUTYU MOHITOPUHT CIIIBBiIHOIIEHHS KOPUCTH/PU3UK IIPU 3aCTOCYBaHHI IIbOTO
JiKapchbKoro 3aco0y. MeguyHuM Ta ¢apMalleBTUUHUM IIpalliBHUKaM, a TaKOoX IaljieHTaMm abo ix
3aKOHHUM IIpeiICTaBHUKAM CJIifl ITOBIIOMIISITH IIPO yCi BUMTAOKM ITig03pI0OBaHUX MOOIYHUX peakiii Ta
BiICyTHOCTI e(peKTHBHOCTI JTiKapChKOT0 3aco0y Yyepe3 aBTOMATH30BaHy iH(opMaliiHy CUCTEMY 3
(bapMakoHarIAAy 3a MOoCHIaHHSIM: https://aisf.dec.gov.ua.

Tepmin npudamuocmi. 4 POKHU.

YmoBu 30epiranns. Jlikapcekuii 3aci6 He moTpebye cienianbHUX YMOB 30epiranus. 30epiratu y
He[OCTYIIHOMY [JIS OiTe’ MICLi.

YnaxkoBka. ITo 10 tabneTok y 6mictepi, mo 3 a6o mo 10 GicTepiB B KApTOHHIN KOpPOOIIi.

Kareropis Bignmycky. 3a perentom.

BupoOHUK.

Caneka ®apmachioTikans AT.

Micue3HaxoKeHHsI BHPOOHHKA Ta MOro ajJpeca MicCIsi IPOBaAKeHHsI Tis/IbHOCTI.

Hitpsirceka 100, 920 27 I'moroBenp, CroBalibka Pecny6iika.

3asaBHHUK. AT «Papmak».

Micue3HaxoaKeHHsI 3asiBHHKa. Ykpaina, 04080, m. Kuis, Byn. Kupumnisceka, 63.
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