THCTPYKIIA

IJIs1 METHYHOT'0 3aCTOCYBaHHSsI JIIKAPChKOI'0 3aCO0y

BETMHTA

(BETMIGA)

Cknao:
ditoua pevosuHa: MipaberpoH;
1 TabneTka mictuth 25 Mr abo 50 Mr mipaberposny;

donomiocHi peyoguHu: makporon 8000, makporoin 2000000, rimpOKCHIIPOITiNIIEI0n03a,
oyrunrigpokcutomnyon (E 321), cTeapaT MarHio;

nzaiskose nokpummsi: gns Tabaetox mo 25 mr - Opadry 03F43159 (rimpomenosa, makporoi 8000,
okcup 3aniza xkoBTul (E 172), okcup 3anisa uepBouuii (E 172)); mnsa tabnertok mo 50 mr - Opadry
03F42192 (rimpomemno3a, Makporosa 8000, okcup 3amida xkoBtuu (E 172)).

JIikapcbka ¢opma. TabmeTKu MPOIOHTOBAHOI [ii.
OcHo8HI (pi3uKko-xiMiyHi 81acmusocmi:

TabeTKy 25 MT - OBajibHA, ABOOIYKJIA TableTKa, BKpUTA MJIiIBKOBOIO 000JI0HKOI, KOPUYHEBOTO
KOJIbOPY, Ma€ rpasioBaHHS «325» Ta rpadiuHe 300pakeHHs JIOTOTUILY KOMIIaHil «AcTesnac» Ha
omHOMY 0OOTIi;

tTabneTky 50 Mr - oBajbHA, ABOONYKJIA Ta0leTKa, BKpUTA MJIiIBKOBOX 000JIOHKOI), JKOBTOT'0 KOJILODY,
Mae rpaBitoBaHHS «355» Ta rpadiuHe 300paXKeHHS JIOTOTUITY KOMIaHii «AcTennac» Ha OTHOMY OOIIi.

®dapMakKoTepaneBTHYHA rpymna.

3acobwu, 110 3aCTOCOBYIOTHCS B yposorii. 3aco6u mjist MiKyBaHHS YaCTOT'0 CEYOBUITYCKAHHS Ta
HeTpuMaHHA cedi. Kog ATX G04B D12.

dPapmako102iuHi 8 1acmueocmi.
®apmakoduHamika.

MexaHizm 0ii. MipaGerpoH € MOTyKHUM CeJIeKTUBHUM aroHicToM OeTa-3-agpeHoperientopis. Ilix
miero MipaberpoHy BimOyBaeThCs PO3CIabiieHHS TTaIkuX M s13iB CEY0BOT0 MiXypa y TBapHH i B



i30/1bOBaHIM TKAHWHI TIOOWHY, MigBUIIEHHS KOHIIEHTPAllil IHUKIIiYHOI afeH03uHMoHodochaTas3u
(rAM®) B TKaHMHaX CEYOBOT'0 MiXypa TBapHH i BigMida€eThCS pO3CIabII0I0unii BIIJIUB HA CEUOBUMN
MixXyp Ha QYHKIIOHYIOYil MOOeEIi CEY0BOT0 MiXypa Y TBapHuH.

MipaberpoHs migBuIlye cepenHiit 06 €M cedi mpu CeYOBUIYCKAHHI i 3HMAKYE YACTOTY
Ce4YOBUITyCKaHHS 0€3 CKOPOYEHHS M’sI3iB CEYOBOIr0 MiXypa I103a CEYOBUIIyCKaHHIM 0e3
BIIJINBY THCKY UM 3a/IMIIKOBOI Cedi Ha MOPOXKHUHY CEe40BOTO MiXypa Ha MOfesi
riepakTUBHOTO CEYOBOI0 MiXypa TBapUH. Y MOJesaX Ha Ce40BOMY MiXypi TBapuH
Mipa0OerpoH MoKa3yBaB 3HUXKEHHS YaCTOTU Ce4oBUNyCKaHHS. Lli pe3ynbTaTé I0Ka3yoTh, 10
MipaberpoH migBuinye GyHKIII0 YTPUMaHHS Cedi MIJITX0OM CTUMYJIsIil 6eTa-3-
afipeHOPELENTOoPIB ¥ M’s13aX CE4Y0BOr0 Mixypa.

CuMIIaTUYHa CTUMYJIALIS HEPBOBUX PELIENITOPIB IepeBaXka€e Ha eTalll yTpUMaHHS Cedi, KOIu
Cceya HAaKONIMYYETHCA B Ce40BOMY Mixypi. HopagpeHastiH BUBIIBHAETECSA 3 HEPBOBUX
3aKiH4eHb, CTUMYJIIOI0YY ITIepeBakHO OeTa-afpeHOPELIENITOPY B M’ SI30Bill TKaHUHI CEY0BOTO
MixXypa, i, BifmoBifgHO, po3cabiIioe TnaaKi M'93u ce4oBOro Mixypa. I1ig yac ¢das3u
HaKOMMWYEHHS Cedi CeY0BUYU MiXyp B OCHOBHOMY mepebyBa€ Iifi KOHTPOIeM
ITapaCUMIaTUYHOI HEPBOBOI CUCTEMM. AIIETUIIXOJIiH, 1[0 BUBIIbHSIETHCSA B TA30BUX HEPBOBUX
3aKiHYEeHHAX, CTUMYJIIO€E XOJliHepriuni M2- i M3-peneniTopy, BUKJINKAIO4YU CKOPOYEHH S
CedoBOro Mixypa. AKTHBalligd M2-1ngaxXy TakKoXK NMpUrHidye 0eTa-3-agpeHOPELeNnTopH,
migBuIlyoun ntAM®. Tomy ctumynswis 6eTa-3-afpEeHOPEENTOPIB He BIIJIMBAE Ha IIPOLIEC
HaKONM4YeHHs ceui. Lle Oy0 migTBepaKeHO Ha MOIeJIsIX 3 YaCTKOBOIO YPeTpaIbHO0 06CTPYKIIieto, oe
MipaberpoH 3HUXKYBaB YaCTOTY CKOPOUEHHS Ce4Y0BOT0 Mixypa 6e3 CKOpoUeHHS M’sI3iB CEY0BOTO
MixXypa I103a Ce4YOBUITyCKaHHSIM 0e3 BIIJIUBY TUCKY YU 3aJIMIIKOBOI CeYi Ha MOPOXKHUHY CEY0BOTO
MIXypa.

dapmaxoKiHemuxka.
Abcopbuis.

[Ticns mepopanbHOTO MPUUOMY Y 3T0POBUX NOOPOBOJIBIIB MipaberpoH BCMOKTYETHCS B
KPOB’sIHE PYCIIO i ocsira€ MaKCuMaibHOl KOHLeHTpanii B mna3mi (C,,,) 94epe3 3-4 roguHu
nicns npuiiomy. A6comoTHa 6iogocTynHicThb 30inburyeThes 3 29 % mo 35 % micis migBUIEHHS OO3U 3
25 mr mo 50 wmr. ITpu ubomy cepenti 3HauenHs C,,, i AUC 30inbimmnucs Oibll HiXK MTPOIOPIINHO
11 BKA3aHOTO fliana30oHy 003. Y 3arasibHiil MOmyIsilil Y0JI0BiKiB i XKiHOK IIpu 2-KpaTHOMY 30i/bIIeHH]
no3u Mipaberpony 3 50 mr go 100 mr cnoctepiranocs 36inpmenss C,,,, i AUC,,, npubnusuoy 2,91 2,6
pasu BiANoBifHO, TOAi 9K 4-KpaTHe 306inmbineHHs fo3u Mipaberpony 3 50 Mr go 200 Mr iHOyKYye
36inpmenns C,,, i AUC,,, mpubnusno y 8,4 i 6,5 pasa. CTilika KOHIIEHTPAIlis JOCATAETLCS IPOTSATOM 7
IHiB (mpuitoM MipaberpoHy oguH pa3 Ha mo0y). Ilicia 6araTopa3oBoro 3actocyBaHHsa 1 pa3 Ha #o0y
KOHIIeHTpallis MipaberpoHy B mja3Mi KpOBi B piBHOBaXKHOMY CTaHi TPUOIN3HO B 2 pas3u
IIepeBUIIy€E TaKy IPU 3aCTOCYBaHHI Pa30BOl LO3U.

Kniniuni xapakTepuCTHKH.
Iloka3aHHA.

CuMITOMaTHYHE JIIKyBaHHS TEPMiHOBUX IIO3UBIB 0 CEYOBUITYCKaHHS, 30i/IbIIIeHHS YaCTOTH
CEUYOBHUITyCKaHHS Ta/ab0 HETPUMaHHS CeYi, IKi MOXKYTh BUHUKHYTH Y NOPOCIIUX TTAI[iEHTIB 3



CHHAPOMOM TillepakKTUBHOr0 ce40Boro mixypa (CI'CM).

IIpomunoka3aHHsA.

[TigBuileHa YyTIUBICTE [0 AiI040l peY0BMHU ab0 [0 Oyab-IKOi 3 MOMOMIKHUX PedoBUH. TAKKa
HEKOHTPOJIbOBaHa rinepTeHn3isd (CUCTONIYHUM apTepiasbHu TUCK = 180 MM pT. CT. Ta/4u
[iaCTOJNIYHUY apTepiajpHuy TUCK = 110 MM pT. CT.).

B3aemodia 3 inwumu snikapcoKumu 3acobamu ma iHwi eudu é3aemodil.
IaHi gocnig:keHHd in vitro.

MipaberpoH TpaHCIOPTYETHCS i METa0O0i3yETHCA PI3HUMMU IIIsTXaMu. MipaOerpoH €
cybcrpatoM mnst nutoxpomy P450 (CYP) 3A4, CYP2D6, 6yTrupunxosiHecTepasy,
ypupuaaudocho-rIoKypoHocun-tpanchepasu (UGT), TpaHcnopTepa P-ruikonpoteiny (P-gp)
Ta TPAHCIIOPTePiB opraHiynux KaTioHiB (OCT) OCT1, OCT2, i OCT3. TocmigxeHHS
MipaberpoHy 3 BUKOPUCTAHHSIM MiKpOCOM IEeYiHKM JIOAMHYU Ta peKoMOiHaHTHUX (pepMeHTiB
CYP mromvHY MOKa3asu, 110 MipaberpoH € IOMipHUM iHTiOiTOPOM 3 3aleXKHICTIO Bif Yacy
CYP2D6, ta cmabkum inriditopom CYP3A. MipaberpoH y BUCOKHX KOHIIEHTpalisix iHriOyBas
TPAHCIOPTYBaHHS JTiKapChKUX 3ac00iB, OII0OCEpeNKOBaHe P-rmiKompoTeiHOM.

IaHi mocHimXeHHS in Vivo.
IToaimopgizm CYP2D6.

I'enetnunun noniMmopdizm CYP2D6 BusiBisS€ MiHiMaNbHUM BIIJINB Ha CEPEOHIO KOHIIEHTPAIIil0
MipaberpoHy B Ija3Mi KpoBi (AuB. po3min «®dapMaKOKiHETHYHI BTaCTUBOCTI»).

He ouikyeThcs i He mocmimKyBaiach B3aEMOZist MipaOerpoHy 3 BifoMuM iHTibiTOpomM
CYP2D6. V narienTis, siki mputiMaioTs iHribiTopu CYP2D6, Ta nauieHTiB 3 yIOBiTbBHEHUM
MeTabomnizmoMm CYP2D6 HeoOXifHICTh B KOPEKIIil 103U MipaberpoHy BigCyTHS.

B3aemo0ii 3 aikapcvbkumu 3acobamu.

BrnvB 0gHOYACHOTO 3aCTOCYBaHHS TiKapChKUX 3ac00iB Ha papMaKOKiHETUKY MipaOerpoHy i
BIIJIUB MipaOerpony Ha (papMaKOKiHEeTHKY iHIIKMX ITperapaTiB AOCIigXKYyBaBCs MIPU IPUNOMi
pa3oBoi i 6araTopa30BuX 003. BinbIIicTh MTiKapChKUX B3aEMOMiM BUBUAJIKCS MIPU MPU3HaYEHHI
MmipaGerpony y no3i 100 Mr, mpu 3acTocyBaHHi y ¢popMi mepopanbHUX TabIeToK 3
KOHTPOJIboBaHUM BuBinbHeHHAM (OCAS). YV mocmigkeHHSIX B3aeMofIii MipaberpoHy 3
METOIIPOJIONIOM Ta MeTHOPMiHOM BUKOPUCTOBYBaIX MipaberpoH B TiKapchKii Gopmi 3
HeratHuM BUBinbHeHHAM (IR) y 7o3i 160 mr. He o4ikyeThCsl KTiHIYHO 3HAUYLIO1 JIiIKaPCHKO1
B3a€EMOil MiK MipaberpoHoM i mikapcbKuMu 3acobaMu, SKi iHTiOyI0Th, iIHIYKYIOTh ab0 €
cyOCTpaTOM YU TPaHCIOPTepoM ogHoro 3 pepMenTiB CYP, 3a BUHSATKOM iHTi0yI04YOTO BIIJIUBY
Mipaberpony Ha MeTaboidaM cyoctpatiB CYP2D6.

Bnaue Ha iHzibimopu ¢pepmeHmisa.



Y 300poBuX MOOPOBOIIBIIB ¥ MIPHUCYTHOCTI KETOKOHA30I1y, CHIIbHOTO iHribitopa CYP3A/P-
TIKOIPOTEIHY, TOKa3HUKY eKcro3utlil mipaberpony (AUC) 36inbinyBanucsk B 1,8 pasza. [Ipu
OJHOYaCHOMY 3acTocyBaHHi 3 iHribitopamu CYP3A i/uu P-rnikonpoTeiHy KOpPeKIiio 03U JIiKapChKOTo
3aco0y bermura mpoBoguTu He OTPiOHO. [IpoTe [ MallieHTiB 3 HUPKOBOIO HEJOCTATHICTIO Bif
JIETKOTO 0 cepedHboro ctyneHs TsaxkKKOCTi (IIK® Big 30 mo 89 mn/xs/1,73 M*) a60 3 TIe4iHKOBOIO
HEeIOCTATHICTIO IeTKOT0 CTyneHs (Kimac A 3a Yainmom - I 10) mpu 0gHOYAaCHOMY 3aCTOCYBaHHI 3
TaKUMHU CuIbHuUMH iHTiOiTOpamMu CYP3A, K iTpakKOHa30JI, KETOKOHA30JI, PUTOHABIP Ta
KJIapUTPOMIlIMH, peKOMEeHI0BaHa /103a CTaHOBUTh 25 MT OIMH pa3 Ha fo0y He3aJleXKHO Bifl MpUAOMY
ixi (muB. po3min «Cmocib 3acTocyBaHHS Ta [H03u»). [Ipy 0MHOYACHOMY 3aCTOCYBaHHi 3 CUIIbHUMU
inriditopamu CYP3A He peKOMEHIY€EThCS 3aCTOCOBYBATHU JIiKapChKui 3aci6 beTmura naumieHTam 3
TSKKOI0 HUPKOBOIO HemocTatHicTio (IITIK® Bixm 15 mo 29 mn/xs/1,73 M%) abo malieHTaM 3 Ie4iHKOBOIO
HEIOOCTaTHICTIO CepemHbOr0 CTyIeHs TAXKKOCTI (kmac B 3a Yaiinmom - IT 10) (ouB. po3minu «Crocio
3aCTOCYBaHHS Ta [03u» Ta «OCOOIUBOCTI 3aCTOCYBaHHS»).

Bnaue Ha iHOyKkmopu (epmeHmis.

PeuoBunu, gxki € ingykropamu CYP3A abo P-rrikonpoTeiny, 3HUKYIOTh KOHIIEHTPAlIii0
MipaberpoHy B ma3Mi Kposi. [Ipu 3acTocyBanHi pudamminuny abo inmmx iHgykTopiB CYP3A
B TE€PAIeBTUYHUX M03aX a00 P-rmikompoTeiHiB He MOTPiOHO MPOBOAMTH KOPEKITiIo 03K
Mipaberpony.

Bnaue mipabezepoHy Ha cybcmpamu CYP2D6.

Y 3mopoBux J00POBOILIIB MipaberpoH momipHo iurioye CYP2D6, akTUBHICTH SIKOTO
BiDHOBIIOETHCS Uyepe3 15 OHIB MMicisa MPUIKMHEHHS 3aCTOCyBaHHS Mipaberpony. llomeHHuM
pa3oBull IpHiioM MipaberpoHy B JliKapchKil ¢hopMi 3 HeralHUM BUBIJIbHEHHSIM IIPU3BOAUB [0
30inbmenus C,,, Ta AUC MeTOmposony, SKui mpuiiMany omHopa3oBo, Ha 90 % i Ha 229 %
BignmosigHo. lllofeHHMII pa30BUY PUIOM MipaberpoHy npu3BoauB Oo 30ineinenHs C,,, Ha 79
% 1 AUC pe3unpaminy Ha 241 % mpu 10r0 NIpuUKAOMi B pa3oBii go3i.

Cnig moTpuMyBaTHCh 00€PEXKHOCTI TP OMHOYACHOMY IIPHOMi MipaberpoHy 3 JiKapChKUMU
3aco0amMu 3 By3bKMM TepalleBTUYHUM iHJeKCOM i CUIIbHUM BIIMBOM Ha MeTaboniam CYP2DG,
TAaKUMU K TiOpUaa3uH, aHTHAPUTMiYHUMHU 3acobamu tuny 1C (Hampuknapm 3 ¢hrekaiHigoMm,
npornadeHOHOM) i TPUIUKITIYHUMY aHTUOeIpecaHTaMu (HallpuKiaz 3 iMinpaMiHOM,
ne3urpaMinoM). Takox ciiif 3 00epekKHiCTI0 3aCTOCOBYBaTH MipaberpoH OOHOYACHO 3
cyoctpatamu CYP2DG6, st skux noTpiOHO iHOMBIAyalbHO TUTPYBATH AO3Y.

Bnaue mipabeepoHy Ha mpaHcnopmepu ¢pepmeHmis.

Mipaberpos € cnabkuM inribitopom P-rnikompoTeiny (P-GP). [Ipu npuiiomMi fUTOKCUHY Y
300POBUX TOOPOBOJIBIIIB MipaberpoH Moxe 30inbIuTy Horo noka3Huku C,,. i AUC Ha 29 % i
27 % BigmoBigHO. [ maIlieHTiB, SIKi OMHOYACHO ITOYWHAIOTh MPUKXMATH JIiKapChKUW 3acid
Betmura 1 [UTOKCUH, CIIifi IpU3HA4YaT HAUHUKYY 003y OUTOKCUHY. [I119 OTpUMaHHSA
6axxaHoro KJIiHiYHOTO epeKTy HeoOXiIHO KOHTPOJIIOBAaTH KOHILIEHTPAIiI0 IUTOKCUHY B KPOBI i
TUTPYBaTH A03y AUTOKCHHY. Crif OpaTu 0o yBaru noteHuian iHribyBaHHsa P-rikonpoTeiny
MipaberpoHOM IIpU 3aCTOCYBaHHi IIpenapaTy beTMura oqHO4YacHO 3 JTiKapChbKUMHU 3ac0b6aMu,
yyTnuBuMu cyoctpatamu P-GP, Hanpukian 3 gabiraTpaHoM.

IHwi 83aemo0ii. He BimMidanoch HiSKMX KIJIiHIYHO 3HAUYIIMUX B3a€MOZil MipaGerpory mnpu
OJHOYaCHOMY 3aCTOCYBaHHi ¥ TepaneBTUYHUX N03axX 3 cofliheHallnHOM, TAMCYJI03UHOM, BappapruHOM,



MeThopMiHOM ab0 3 KOMOIHOBaHMMY ITePOPaTbHIME KOHTPAIENITUBAMH, II0 MiCTSTh €TUIECTPAION i
neBoHOprectpen. He moTpi6HO KOpUryBaTu go3y.

[TigcuneHHs BIIMBY MipaberpoHy Mpy OMHOYACHOMY 3aCTOCYBaHHI 3 iHIMMMMU JTiIKapChKUMU 3acob6aMu
MOKe BUPaXKaTHUCs y 30i/IbIIIeHH] YaCTOTH MTyJIbCY.

Oco06.1u8ocmi 3acmocyeaHHsi.
Hupkosa HedocmamHicmeo.

He mocnipKyBaocs 3aCTOCYyBaHHS JIiKapChKOro 3aco0y beTmura nallieHTaM 3 TEpMiHATbHOIO
cTapiero HupKoBoi HegocTaTtHOCTi (IIK® <15 mi/xe/1,73 M* abo malieHTH, SKi oTpeOyTh
IPOBEJeHHS TeMOZiai3y), TOMy [AaHW JTiKapChKuY 3acid He peKOMEHOY€EThCS 3aCTOCOBYBaTH
IaHii KaTeropil namieHTiB. [cHYI0Th 00MeXeHi faHi 010 3aCTOCYBaHHA JIiIKapChKOI0 3aco0y
BeTMura naifieHTaM 3 TSI2XKKO0I0 HUPKOBOI HegocTaTHicTio (IIK® Big 15 mo 29 mn/xs/1,73 M°);
3 OTJIAAY Ha OOCHiAKEeHHS (hapMaKOKiHETUKY (AUB. po3min «dapMakOKiHETUYHI
BJIaCTUBOCTI»), JAHUM IallicHTaM PEeKOMEHYEThCS 3HUXKEHHS 003U A0 25 Mr. JlikapCpkuu
3aci6 beTmura He peKOMEHOYETHCA 3aCTOCOBYBATH IMAIliEHTaM 3 TSIKKOI0 HUPKOBOIO
nenocrataicTio (IIK® Bix 15 mo 29 mi/xs/1,73 M*) IpU OOHOYACHOMY 3aCTOCYBaHHI
cunbHuME iHTiOiTOPiB CYP3A (muB. po3min «B3aeMopis 3 iHIIMMY TiKapChKUMU 3aco0aMu Ta
IHIITI BUAY B3a€EMOMIN»).

ITeuiHkosa HedocmamHicme.

He mocmimxyBasocs 3aCTOCYyBaHHS JIiKapChKoro 3acoby beTmura maifieHTaM 3 TSIKKOIO
IIeYiHKOBOIO HeJocTaTHICTIO (Knac C 3a mKkarnoio Yaunga-11'10), TOMy He peKOMEHAYETHCS
3aCTOCOBYBATH IIpemnaparT OaHilk KaTeropii marieHTiB. Jlikapcekuit 3acid betMmura He
PEKOMEHIYETHCA 3aCTOCOBYBATH MALllEHTaM 3 [I€YiHKOBOIO HEJOCTATHICTIO CEPEIHBOI0
CTYIIeHs TSXKKOCTI (Knac B 3a mkamoio Yauinga - I1 1) mpu 0qHOYACHOMY 3aCTOCYBaHHi 3
cunpHuMY iHTiOiTOpamMu CYP3A («B3aemogmis 3 iHIIUMHY JTiKapChbKUMU 3aco0aMu Ta iHI BUOU
B3a€EMOIii»).

ApmepianbHa 2inepmeH3siA.

MipaberpoH MoxKe MigBUINyBaTH apTepianbHuil TUCK. HeoOXigHO BUMipIOBaTH apTepiaTbHUN TUCK
nepeq MoYaTKOM JIiKyBaHHS Ta IEPiOOUYHO MIPOTITOM BChOT'O KYPCY JIiKyBaHHS, 0COOIMBO Yy MALli€HTIB
3 apTepiasbHOIO TinepTeH3ieto. [laHi 040 3aCTOCYBaHHS IIpenaparTy MallieHTaM 3 apTepialbHO0
rineprensielo 2-ro crynens (cucrtomnmiynuit AT= 160 MM pT. cT. abo miactomiuauit AT= 100 MM pT. CT.)
oOMexkeHi.

ITauienmu 3 8podceHuM yu Habymum nodosdxceHHAM iHmepsaay QT.

[Tpu 3acTocyBaHHI MipaGerpoHy B TepPaleBTUYHUX 003aX B XO[Ii KIiHIYHUX OOCITiIXKeHb He
BiIMiyaioCh KJIiHIYHO 3HAUYyIIUX N0J0BXKeHb iHTepBany QT Ha KaphiorpaMi. OCKiIbKY He
IOCTTiAKYyBaI0Cs 3aCTOCYBaHHS MipaberpoHy MmallieHTaM, sIKi ITpuiMaloTh JTiKapchKi 3aco0w, 1110
MOXKYTb NomoBxKuUTH iHTepBan QT, abo mallieHTaM 3 HasIBHICTIO B aHaMHE3i ITOJI0BXKEHOT0 iHTEpBaLy
QT, BunuB mMipaberpoHy Ha CTaH HaHUX Malli€eHTiB HeBimomui. Crif qoTpuMyBaTHCS 06€peXKHOCTI IPH
3aCTOCyBaHHI MipaGerpoHy maHii KaTeropii mamieHTiB.



ITauieHmu 3 06cmpyKUiero ceuoso20 Mixypa ma navyieHmu, wWo NPuiiMaromMms AHMUMYCKAPUHOBI
AIKapcoKi 3acobu 015 AiKYBAHHA CUHOPOMY 2inepakmusH020 Ceu08020 Mixypd.

[Tpu 3acTocyBaHHI MipaOerpoHy B TOCTMapKeTUHTOBUM TI€Piof MOBIIOMIISAIOCS TIPO 3aTPUMKY Cedi
B TAI[iEHTIB 3 06CTPYKIIi€I0 CEYOBOTO MiXypa Ta B HAI[iEHTIB, SIKi IpUiiManyu aHTUMYCKapPUHOBI
TiKapchKi 3aco0u Oj1st NTiKyBaHHS CUHOPOMY TillepaKTUBHOI'O Ce40BOro Mixypa. KoHTpomboBaHi
KJTiHiuHI JocnimxkenHs 3 6e3eKHu 3a y4acTio MAallieHTiB 3 00CTPYKIIi€l0 CeY0BOTr0 Mixypa He
IIOKa3yIOTh MiJBUILIEHHS KiJIbKOCTI BUIIaAKiB 3aTPUMKU Cedi B MMAI[i€HTIB, SKi IPUIAMau JiKapChbKUI
3acib bermura, ogHak ciifi 3 00epeXHICTIO 3aCTOCOBYBaTH IpenapaT beTMura mnaijieHTam i3 KIIiHigHO
3HAUYII00 00CTPYKIIE ceuoBOro Mixypa. Jlikapcekuit 3aci6 beTmura cjiif 3aCTOCOBYBaTH 3
00epexkHiCTIO MallieHTaM, I10 IPUIMaloTh aHTUMYCKapUHOBI JIikapchKi 3ac00u A7 TiKyBaHHS
CUHAPOMY TilepakKTUBHOIO CEY0OBOI'0 Mixypa.

3acmocysaHHs y nepiod sazimHocmi abo 200y8aHHs 2py001o.

KinekicTh maHi m00 3aCTOCyBaHHS MipaOerpoHy Iif 4ac BariTHOCTI oOMexeHa. [JoCTiIKeHHS Ha
TBaApUHAX [T0OKa3all PENpPONYKTUBHY TOKCUUHICTh. He peKOMeHyeThCs IpuiitMaTy TiKapChbKuit 3aci6
BeTtMmura mif yac BariTHOCTI, a TaKOXK XiHKaM PEIpPOAYKTUBHOTO BiKY, SIKi HE KOPUCTYIOTHCS
IPOTU3AILIIMHUMU 3aC00aMH.

Y rpusyHiB MipaOerpoH BUBOOUTHLCS 3 TPYIHUM MOJIOKOM, i TOMY iCHY€ PHU3HUK IOTafaHHs
IIpenaparTy y TpygHe MOJIOKO NoguHu. He mocmifxKyBaBCs BIIMB MipaOerpoHy Ha
BUPOOJIEHHS IPYAHOT0 MOJIOKa B OPraHi3Mi JIFOAMHY YU MOTO BILIUB Ha rpyfaHe
BUTOJJOBYBaHHS OUTUHU. MipaOerpoH He CIlif Ipu3HavaTH XiHKaM B IIepiofl TOgyBaHHS
TPYLLIO.

depmusbHicMb.

IocmimXeHHS Ha TBapuHAaX He BUSBUIIM BIUIUBY IIPU 3aCTOCYBaHHI MipaOerpoHy He B
TepaleBTHYHUX No3aX. He oliHIOBaBCA BIINIMB MipaOerpoHy Ha (PepTUIbHICT TIOAWHH.

30amuicmb eniueamu Ha weudKicmb peakuyii npu KepysaHHi asmompaHcnopmom abo iHwumu
MexaHi3mamu.

Bermura He BrniuBa€e abo Mae He3HAYHUY BIIJIMB Ha 3[aTHICTh KEPYBAaTH aBTOMOOIIEM YU MpaIllOBaTH
3 iIHIMMMM MexXaHi3MaMH.

Cnoci6 3acmocyeaHHss ma do3u.

Ilopocai, y m. 4. nauieHmu AiMHb020 BIK).

PexomeHpoBaHa [103a cTaHOBUTHL 50 MT OIMH pa3 Ha 400y He3aleXKHO Bif IPUUOMY 1XKi.
Hupkoea i neuiHkosa HedocmamHicmb

He mocmimkyBanmocs 3aCTOCYBaHHS JIiKapChKOro 3aco0y beTmura mnailieHTaM 3 TeEpMiHaTbHOIO
cragpiero HEpKoBoi HemocTaTtHOCTi (IIIK® <15 mi/x/1,73 M* abo y nalieHTaM gKi HOTpe6yIoTh



IIPOBEIeHHS reMofiai3y) 4y MnalieHTaM 3 TAKKOI0 [IeYiHKOBOK HeJocTaTHICTIO (Kiac C 3a
mkasoio Yaunga - [110), ToMy niKapchkud 3aci0 beTMura He peKOMEHIYEThHCS
3aCTOCOBYBATH IaHUM KaTeropisM MalieHTiB (auB. po3ainu «OcoONIMBOCTI 3aCTOCYBAHHS»,
«®apMaKOKiHETAYHI BIaCTUBOCTI»).

Y Tabnuui 1 HaBegeHO peKOMeH allil CTOCOBHO IIOIeHHOT0 [03yBaHHS IIpenaparTy Ojis
TallieHTiB 3 HUPKOBOIO ab0 MeYiHKOBOI HEJOCTATHICTIO B MPUCYTHOCTI uu 6€3 CUIBHUX
inri6iTopiB CYP3A (guB. po3ninu «OcobIuBOCTI 3aCTOCyBaHHA», «B3aeMopis 3 iHIIUMU
JiKapChbKMMU 3aco0aMu Ta iHIIi BUOYM B3a€MOfii», «PapMaKOKiHETHYHI BJIACTUBOCTI»).

Taomuns 1

Hupkosa/medinkoBa CTymiHb TAXKKOCTI  CuybHi inribitopu CYP3A®
HEJOCTaTHICTh Bes inribiTopa 3 inribiropom
Hupkosa JIETKOTO CTYNEeHs 50 mr 25 Mr
HemocTaTHIiCTE

cepegHbOro cTyneHs 50 mr 25 Mr

TSIKKOTO CTYIIEHST 25 MT He pekomMeHOyeThCS
[TeuinkoBa JIETKOT'O CTYIeHA 50 mr 25 Mr
HemocTaTHiCTE”

CEepPemHbLOro CTyNeHsd 25 Mr He pekoMeHOyeTHCH

1 Jlerkoro crynens: IIIK® 60-89 mm/xs/1,73 M cepenus: IK® 30-59 mn/x8/1,73 M’; TsiKKa: [IIK®
15-29 mn/xB/1,73 M°.

2 Jlerkoro cTymeHs: Knac A 3a mkasotwo Yainma-I1'10; cepenssi: kinac B 3a mkanoio Yainma - IT 1o.

3 CunbHi inribitopu CYP3A, muB. po3nin «B3aemogmis 3 iHIMMMY JTiKapCcbKUMM 3aco0aMu Ta iHIIN BUOK
B3aEMOJIiM».

TabneTKu ciifg mpuiMaT ONUH pPa3 Ha [JeHb, 3allMBal0UM PiguHOI0; TaONEeTKy KOBTAIOTh
ITi71010; HE CIIiJ PO32KOBYBATH, PO3MiNATY Ha YacTKH ab0 moapiOHIoBaTH TabIeTKY.

Cmamb

3ajie’kHO Biff CTATTi BifiCyTHS HEOOXigHICTh 3MiHU OO3M.

Himu.

Beameka Ta epeKTUBHICTh 3aCTOCYBaHHS Mipaberpony miTsaM (BikoM mo 18 pokiB) He [OCTiXKYBaIKUCh.

Ilepedo3yeanHns.



MipaberpoH 3acTocoByBaiu B pa3oBii 703i 400 Mr 3mopoBUM AOOPOBOJIBLISIM, BifMidasKCh
BiguyTTs cepueduTTs (B 1 3 6 MOOPOBOBIIIB) i MiABUIIEHHS YaCTOTHU MynbCy OinbIre Hix 100
yrapiB Ha xBunuHYy (y 3 3 6 mobpoBonbiB). [Ipu ujogeHHOMY TpuiioMi MipaberpoHy B 4o3i
300 Mr Ha goOy npotsarom 10 mHIB ¥ 3MOpoBUX HOOPOBOJIBIIIB BiIMi4amoCh MigBUALIEHHS
YaCTOTHU IYJIbCY 1 CUCTOJIIYHOTO apTePiaJIbHOI0 TUCKY.

JIiKyBaHH4A [Iepefo3yBaHHsA CUMIITOMaTUYHE 1 HiATpUMYyto4de. Y pa3si lepefo3yBaHHsA
PEKOMEHYETHCSA KOHTPOJIIOBATH YaCTOTY MYJIbCY, apTepialbHuX TUCK Ta IpoBogutu EKI-
KOHTPOJIb.

ITo6iuni peakuii.
Binbiricts mobiYHUX peakiiit Oymu 1erkoro abo cepemHbOro CTYIeHs TSIKKOCTI.

HaiiyacTimumu noGiyHUME peakiligMu Oynu TaxXikappis Ta iHdeKIlil ce4OBUBIIHUX IIISAXIB.
YacroTa Taxikappii ckimamana 1,2 % i mpu3Boguiia o mpunuHeHHs nikyBaHHS y 0,1 %
maIfieHTiB. YacToTa iH(peKIii CeY0BUBIAHUX IIIAXIB cTaHOBHUNA 2,9 %. [HeKIIil
CEYOBUBIIHUX IIJIAXIB HEe IPU3BOAUIIN OO0 IPUNMHEHHS JIIKYBaHHS Y KOOHOTO 3 Malli€HTIB.
Cepiio3ni mo0OiuHi peakiril Bkmoganu ¢iopumnsmio nepengcepas (0,2 %).

YacTroTa nmobiyHUX peaklliii BU3HAYAETLCSI TaKUM YHHOM: fyxKe dacTo (= 1/10); gacto (=

1/100 mo <1/10); mewacro (=1/1000 mo <1/100), pigko (= 1/10 000 mo <1/1000), myxe pimko
(<1/10 000), yacToTa HeBimoMa (HEMOKJIMBO OI[IHUTH Yepe3 HelOCTATHICTh MaHuX). Y KOXKHi# rpymi

no0iyHi peakuii MpefiCcTaBIeHO B IOPSIAKY 3MEHILIEHHS CEPHO3HOCTI.

Taonuus 2

MedDRA YacTto HeuacTto Pigxo Lyxe pigko YacToTa
Kmnac HeBigoMa
oprasiB/cuCTeMHU
Indexuii Ta Indexuis ceuoBux [TixBoBi iHdeKmii
iHBa3ii IIJISIXiB uctur
[TcuxiyHi po3magu besconnsg*
3 6OKy opraHis Halpsk moBik
30py
3 6OKy cepus Taxikapmis BiguyTTs

cepreduTTs

GibpumnsIis

nmepencepnb
3 60Ky CymuHHOI limepTeH-3uBHUN
CUCTEeMU Kpus*
3 0oky TpaBHOI  Hypora* [ucnemncis Habpsk ry6
CUCTEMU 3amop* Tactpur

Hiapes*

3 6OKYy ImKipH i Kponup'siHKa JIeNKOIMTO-KIaCTUIYHUHN
MigmKipHOI Bucunannsa BaCKyJIiT
TKaHUHU Makynbpo3He

BUCHUIIAHHS [Typnypa

[Tanynpo3He AHTiOHEBPO-TUYHUU

BUCHUIIaHHSA Habpsak*

Crepbix



3 6OKY KiCTKOBO- Habpsk cyrnobis
M’I30BO1 CUCTEMHU

3 6OKy BynbBoBariHamb-HUI

PEenpoayKTHUBHOI cBepOix

CHACTEMU i

MOJIOYHUX 3aJ103

3MiHM TOKa3HUKIB 36inmbIeHHS

mabopaTopHUX apTepianbHOTO

OOCITIi/IKEHDb TUCKY, 30iNbIIeHHS
ITT, nipsuilieHHs
[IOKa3HUKIB
AJIT/ACT

3 60Ky HHPOK Ta 3aTpuMKa ceui*

CE4YOBHUBITHUX

LITXiB

3 6oky HepBoBO1 ['omoBHuUM Oinp*

CUCTEMU 3anmamMopo4YeHHST*

*BigMidanucs B micasgpeecTpaliiHuy Mepiof.

Tepmin npudamHocmi. 3 POKW.

YMmoBH 30epiranssi.

30epiratu nmpu TemnepaTtypi He Buie 30 °C.

30epiraTv y HeIOCTYITHOMY [JISI OiTeH MicCIii.

YnakoBka.

ITo 10 Tabnetoxk y Gmictepi. ITo 1 abo 3 GmicTepu y KApTOHHIM KOPOOIIi.

Kareropis Bignmycky. 3a penentom.

BupoOHUK.

Actennac ®apma FOpon B.B.

Micue3HaxoKeHHsI BUPOOHHKA Ta HOro aJgpeca MicCIisi IpOBaIKeHHs Tis/IbHOCTI.

Xoremart 2, 7942 12K Mennern, Higepnaugu.



Y BuMagKy BUHUKHEHHS M0OiYHUX e(heKTiB IPOCUMO HalpaBasaTH iHdopMalrito 1o mpencTaBHULTBA
Actennac ®apma FOpon b. B. Ha agpecy 04050, m. Kuis, Byn. [lumMonenka, 13, kopm. 7-B, odic 41,
ten. 044-490-68-25, pakc: 044-490-68-26.



