IHCTPYKUIA
AN MeIMYHOI0 3aCTOCYBaHHS NiKapCbKOro 3acoby

BETMUIA
(BETMIGA)

Cknag:

Aitoya pevyoBnHa: MipaberpoH;

1 Tabnetka MicTuTb 25 Mr abo 50 Mr MipaberpoHy;

[0NOMI>KHI peyoBuHK: Makporon 8000, Makporon 2000000, rigpokcunponinuentonosa, bytunrigpokeutonyon (E 321), cteapaT MarHito;

NnniBkoBe NOKPUTTH: AN Tabnetok no 25 mr — Opadry 03F43159 (rinpomenosa, Makporon 8000, okcug, 3anisa xosTuid (E 172), okeng 3anisa yepBoHuii (E 172));
Ans Tabnetok no 50 mr — Opadry 03F42192 (rinpomenosa, makporon 8000, okcug, 3anisa XoBTuii (E 172)).

Nikapcbka hopma. TabneTky NpPosIoOHroBaHoT Aii.

OCHOBHI (pi3nMKO-XiMiYHi BNacTMBOCT:

TabneTkn 25 Mr — oBa/lbHa, [BOOMNYyK/MIa TabneTka, BKpUTa MiBKOBOK 060/I0HKOK, KOPUYHEBOIO KOMbOPY, Mae rpaeitoBaHHA «325» Ta rpaivyHe 300paXkKeHHS
NOroTUny KOMNaHir «AcTensiac» Ha 0f4HOMY 60L;

Tabnetkn 50 Mr — oBasibHa, [ABOOMNYyK/a TabneTka, BKpUTa MaiBKOBOK 060/10HKOH), XXOBTOIO KO/IbOPY, Mae rpasitoBaHHs «355» Ta rpadivyHe 306paXKeHHs orotmny
KOMNaHii «AcTenniac» Ha 0fHOMY GOLi.

dapmakoTepaneBTMYHa rpyna.
3acobu, L0 3aCTOCOBYHOTLCSA B YPO/IOrii. 3ac00u A4/15 NiKyBaHHA YacTOro CeHOBUMYCKaHHA Ta HeTpuMaHHSA cedi. Kog ATX G04B D12.

dapmako/oriyHi B1acTmBOCTI.

dapmakogyHamika.

MexaHi3m fii. MipaberpoH € NOTYy>XHUM CeNeKTUBHUM aroHiCcTom 6eTa-3-afpeHopeuenTtopiB. [Mig Aieto MipaberpoHy BifoyBaeTbCsA PO3CnabneHHs rnafaknux M s3iB
CEeYOBOro Mixypa y TBapWH i B i30/1b0BaHii TKaHWUHI NMOAUHW, NiABULLEHHS KOHUEHTpauil LuKAiYHOT afeHo3MHMOHogocgaTasn (WLAM®) B TKaHMHAX CEY0BOro
MiXypa TBapwH i BigMiYaETbCA PO3CabntorUNiA BIIMB Ha CEYOBUIA MiXyp Ha (DyHKLIOHYHOYI MOAeni Ce40BOro Mixypay TBapuH.

MipaberpoH nigBuLLye cepefHii 06 €M Cedi MpY CEYOBUMYCKaHHI | 3HMXXYE 4acTOTy CEYOBUMYCKaHHA 06e3 CKOPOYeHHs M’S3iB CEY0BOro Mixypa nosa
CeYoBUMYCKaHHAM 6e3 BMMBY TUCKY Y/ 3a/IMLLIKOBOT CeYi Ha MOPOXKHUHY Ce4YOBOro Mixypa Ha Mofeni rinepakTMBHOIO CEY0BOro Mixypa TBapuH. Y MOoZensax Ha
Ce4yoBOMY MiXypi TBapuH MipaberpoH nokasyBaB 3HVKEHHS 4aCTOTU CEeYOBUMYCKaHHSA. LIi pe3ynbTaTi NoKasytoTb, WO MipaberpoH nigBuLye QyHKLUi0 YTPUMaHHA
ceyi WNsSXoM CTUMYnALiT 6eTa-3-aipeHOPeLLenTopiB Y M’S3aX CeHOBOro Mixypa.

CumnatryHa CTUMY AL HEPBOBMX PeLLENTOPIB NepeBakae Ha eTani yTpMMaHHSA Cedi, KoM ceva HaKonuYyeTbCs B CEYOBOMY Mixypi. HopagpeHasiH BUBINIBHAETHCA 3
HepPBOBUX 3aKiHYeHb, CTUMY/IIOOYMN NEPeBaXXHO GeTa-aapeHopeLenTopn B M’A30Bil TKaHUHI CEYOBOro MixXypa, i, BifnoBigHO, po3cnabnoe rnaaki M’sa3m cevyoBoro
mixypa. ig yac (ha3nm HaKOMUYeHHs Cedvi CEeYOBMIA MiXyp B OCHOBHOMY MepebyBae Mif KOHTPO/SEM MapacUMMaTUYHOT HepBOBOT CUCTEMU. ALETUNXONIH, L0
BMBINIbHAETHCA B TA30BMX HEPBOBUX 3aKiHYEHHAX, CTUMY/IOE XONIHEPTivyHI M2- i M3-peLenTopu, BUKIMKAKOUM CKOPOYEHHS CeYOBOMo Mixypa. AKTMBALLiA M 2-Lunisaxy
TaKOoX NpUrHivye 6eta-3-agpeHopeuentopu, nigsuuyoun LAM®. Tomy cTumynsuis 6eta-3-apeHopeLenTopiB He BM/IMBAE Ha MPOLIEC HAKOMMYeHHs cedi. Lle 6yno
NiATBEPIKEHO HA MOJENAX 3 YaCTKOBOK YPEeTpasibHOH OOCTPYKLUIEHD, Ae MipaberpoH 3HMKYBaB YacTOTY CKOPOYEHHS CEYOBOro Mixypa 6e3 CKOpPOYeHHs M’A3iB



CeYyOoBOro Mixypa rnosa Ce4oBMMyCKaHHAM 6e3 BNNBY TUCKY UM 3/IMLLKOBOT CeYi Ha MOPOXHMHY CEYOBOro MixXypa.

PapmakoKiHe TuKa.

Abcopbuis.

Micna nepopanbHOro NpUioMy y 3[40POBUX A0BPOBOBLLIB MipaberpoH BCMOKTYETLCA B KPOB’sIHE pPYC/o i JocArae MakcMmasibHOT KOHUeHTpauii B nnasmi (Cray)
yepes 3-4 roguHu nicns npuinomy. A6contoTHa 6iogoCTYNHICTb 36iNbLUYETHCA 3 29 % [0 35 % nicns nigsuweHHs fo3n 3 25 Mr 4o 50 Mr. Mpu Uubomy cepegHi
3HaueHHS Cypax | AUC 36inbLumnnmces 6iblu HiXX NPOnopLiiHO ANs BKA3aHOro fianasoHy A03. Y 3aranbHii nonynauii YoNnoBsiKiB i XXIHOK Npy 2-KpaTHOMY 30i/IbLUeHHI

f03n mipaberpoHy 3 50 mr go 100 mr cnoctepiranocs 36iMblieHHs Crgx | AUC 5, NpnbnmsHo y 2,9 i 2,6 pasn BignoBigHO, TOAI AK 4-KpaTHe 36iNbLUeHHs 103K
mipaberpoHy 3 50 mr go 200 Mr iHLYKYE 30iblieHHA Cpax | AUCg, NpnbnmnsHo y 8,4 i 6,5 pasa. CTilika KOHLeHTpaLis JoCAracTbCA NPOTAroM 7 AHIB (Npuiiom

MipaberpoHy oauH pas Ha fo6y). [Nicna 6araTopa3oBOro 3acTocyBaHHs 1 pa3 Ha 400y KOHLEHTpaLis MipaberpoHy B Mna3mi KpoBi B piBHOBaXKHOMY CTaHi NPU6/M3HO
B 2 paswu nepeBuLLYE TaKy MpK 3aCTOCYBaHHI Pa3oBOT LO3N.

KniHIYHI XapaKTePUCTUKWN.

[MokasaHHA.

CumnTOMaTUYHe NliKyBaHHA TEPMIHOBMX MO3MBIB [0 CEYOBUMYCKAHHS, 36i/IbLLEHHA YacTOTU CeYOBUMYCKaHHSA Ta/abo HeTPUMaHHS cedi, AKi MOXYTb BUHUKHYTU Y
[OPOCNNX NaLieHTIB 3 CUHAPOMOM rinepakTUBHOro cevosoro mixypa (CIrCM).

MpoTunokasaHHs.
MigBvLLeHa YyTAMBICTb 4O Ai0YOT PEHOBUHM ab0 [0 6YAb-AKOI 3 LJOMOMDKHUX PeUYOBUH. TSHXKKA HEKOHTPObOBaHa rinepTeHsisa (CUCTONIYHWI apTepiaibHUIA TUCK =
180 MM pT. CT. Ta/um AiacTONIYHMIA apTepianbHUIA TUCK = 110 MM pT. CT.).

B3aemogisi 3 iHLLIMMW NiKapcbKUMM 3ac06aMu Ta iHLi BUAW B3AEMOSIA.

[aHi gocnifpxkeHHs in vitro.

MipaberpoH TpaHCNOPTYETbCA | MeTaboni3yeTbCsa pisHUMM  Wwinsaxamu. MipaberpoH € cybctpatom gna uyutoxpomy P450 (CYP) 3A4, CYP2D6,
oyTvpunxoniHecTepasu, ypuamHauhocdo-ratokypoHocun-TpaHchepasn (UGT), TpaHcnopTtepa P-rnikonpoTeiHy (P-gp) Ta TpaHCMopTepiB OpraHiyHWX KaTioHIB
(OCT) OCT1, OCT2, i OCT3. JocnimkeHHs MipaberpoHy 3 BUKOPUCTAHHSIM MIKPOCOM MeYiHKW NHOANHU Ta peKoM6iHaHTHMX hepmeHTiB CY P niognHM nokasanu,
L0 MipaberpoH € MOMipHMM IHriGITOPOM 3 3aneXHICTIO Bif Yacy CYP2D6, Ta cnabkum iHribitopom CYP3A. MipaberpoH y BUCOKMX KOHLEHTpauisx iHrioysas
TpaHCMopPTYBaHHSA NiKapCbKNX 3ac006iB, OnocepekoBaHe P-rniKonpoTeiHOM.

[aHi gocnifKeHHs in vivo.

Monimopdhiam CYP2D6.

"eHeTMYHMI nonimopiam CYP2D6 BUABNSE MiHIMa/IbHUIA BNMB Ha CepeAHI0 KOHLEHTpaLito MipaberpoHy B nnasmi KpoBi (AMB. po3ain «®PapMakoKiHETUYHI
B/IACTUBOCTI»).

He ouikyeTbcs | He AoCnimKyBanacb B3aEMOAis MipaberpoHy 3 Bigomum iHri6itopom CYP2D6. Y nauieHTiB, fKi npuiimatoTb iHri6iTopu CYP2D6, Ta nauieHTiB 3
ynoBinbHeHUM MeTaboniamom CY P2D6 Heo6XigHICTb B KOPEKL,iT 4031 MipaberpoHy BifCYTHS.

B3aemogii 3 nikapcbK1uMmn 3acobamu.

Bnave ofHOYACHOro 3aCTOCYBaHHS NiKapCbKMX 3ac06iB Ha (PapMakOKiHETMKY MipaberpoHy i BhAvB MipaberpoHy Ha (apMakoKiHEeTMKY iHWWMX Mpenaparis
AOCNidKyBaBCA Mpy NpuUiioMi pa3oBoi | 6araTopa3oBMX A03. BinblICTh NiKAPCbKUX B3aEMOAIN BMBYANUCSA MPU NPU3HAYeHHI MipaberpoHy y aosi 100 mr, npw
3aCTOCyBaHHI Yy (DopMi MepopanbHUX TabfeTOK 3 KOHTPO/iboBaHWMM BUBIMIbHEHHAM (OCAS). Y [JoCnimKeHHAX B3aeMOpil MipaberpoHy 3 MeTonposiosioM Ta
MeT(OPMIHOM BMKOPUCTOBYBa/IM MipaberpoH B NikapCbKiin popmi 3 HeranHUM BUBINIbHEHHAM (IR) y A03i 160 Mr. He O4YiKyeTbCA KMIHIYHO 3HAYYLLOT NIKAPCbKOT



B3aEMOZIT MK MipaberpoHoM i NiKapcbKnMmn 3acobamu, sKi iHribyoTh, IHAYKYHOTb ab0 € CybCTpaTOM UM TPaHCMOPTePOM OAHOrO 3 thepmMeHTiB CY P, 3a BUHATKOM
IHribyro4oro BNAnBY mMipaberpoHy Ha metaboniam cyoctpatis CY P2D6.

Bnaue Ha iHri6iTopy thepMeHTIB.

Y 300poBUX [0OPOBOMBLLIB Y MPUCYTHOCTI KEeTOKOHAa3osy, cuibHOro iHrieitopa CYP3A/P- rnikonpoTeiHy, MNOKa3HWKW ekcrno3uuii MipaberpoHy (AUC)
36inbwyBsannck B 1,8 pasa. Mpyn ogHoYacHOMY 3acTocyBaHHiI 3 iHribiTopamu CY P3A i/un P-rnikonpoTeiHy KOpeKLito A03W NiKapcbKoro 3acoby betmura nposoguTu
He NoTpi6Ho. MpoTe 415 NaLieHTiB 3 HUPKOBOID HEAOCTATHICTIO Bifl IETKOrO 10 CePeAHbOro CTyneHs TsHKocTi (LUK ® Big 30 o 89 mn/xe/1,73 M2) a6o 3 NeviHKOBO
HefOCTaTHICTIO nerkoro ctyneHs (knac A 3a Yaingom — M°10) Npu OAHOYACHOMY 3aCTOCYBaHHI 3 TakMMu CuibHUMM iHriGiTopammn CYP3A, K iTpakoHasor,
KeTOKOHa30/, PUTOHaBIp Ta KNapuTPOMILUH, peKoMeHAOoBaHa f03a CTaHOBUTbL 25 Mr OAMH pa3 Ha o6y HesaiexHo Bif npuiiomy i (aue. posgin «Cnocib
3aCTOCyBaHHS Ta A03u»). Mpn 0gHOYaCHOMY 3aCTOCyBaHHI 3 CUAbHMMK iHriGiTopamm CYP3A He pekoMeHAYeTbCA 3aCTOCOBYBATWU NiKapCbKuid 3aci6 beTmura
nawjieHTam 3 TSHKKOI HUPKOBOK HepocTaTHicTio (LUK® Big 15 go 29 mn/xe/1,73 M2) a60 naijieHTam 3 NedyiHKOBOK HEeAOCTATHICTHO CEPeAHLOrO CTYMEeHs THKKOCTI
(knac B 3a Yaiingom - M°10) (AnB. po3ainn «Cnocib 3acTocyBaHHs Ta f03U» Ta «OCO6MBOCTI 3aCTOCYBaHHS»).

Bnnve Ha iHAYKTOPK (hePMEHTIB.

PeuoBuHU, ki € iHaykTopamun CY P3A abo P-rnikonpoTeiHy, 3H/KYTb KOHLEHTpaLit0 MipaberpoHy B nnasmi Kposi. Mpu 3actocyBaHHI puamMmniynHy abo iHLmnX
iHaykTopiB CY P3A B TepaneBTUYHNX f03ax abo P-rnikonpoTeiHiB He NOTPIOHO NPOBOAMTY KOPEKL,iO [,03U MipaberpoHy.

Bnnve mipaberpoHy Ha cy6cTpaTun CYP2D6.

Y 300poBUX J06POBO/LLIB MipaberpoH NomipHo iHridye CY P2D6, akTUBHICTb AKOr0 BiJHOBNIOETLCA Yepe3 15 AHIB NiCiA NPUMMHEHHSA 3aCTOCYBaHHA MipaberpoHy.
LLlofeHHUIA pa3oBuWin NpuiioM MipaberpoHy B NiKapcbKili pOpMi 3 HerainH1UM BUBINIbHEHHAM NPU3BOAMB [0 36inbLIeHHA Ca Ta AUC MeTonponony, sKuii npuiimanm
0fiHOpa30B0, Ha 90 % i Ha 229 % BignosigHo. LLLlofeHHWIA pa3oBWin NpuiioM MipaberpoHy npu3BoamB A0 36iblueHHS Coay Ha 79 % i AUC fesunpaminy Ha 241 %
npv oro Npuiomi B pasosiil 4o3i.

Cnipg poTpyMyBaTUCb 06ePEXXHOCTI NPU OAHOYACHOMY NPUInOMI MipaberpoHy 3 NiKapCbKMMK 3aco6ami 3 BY3bKMM TepaneBTUYHUM iHAEKCOM i CU/TbHUM Br/IMBOM Ha
meTaboniam CYP2D6, Takumy 6K TiopuaasuH, aHTUapuUTMivyHUMKM 3acobamm Tuny 1C (Hanpuknag 3 dekaiHigom, nponaeHOHOM) |1 TPUUMKNIYHUMUK
aHTugenpecaHTamun (Hanpukiag 3 iminpamiHom, gesvnpamiHom). TakoXx /i 3 006epeXHICTIO 3aCTOCOBYBaTW MipaberpoH ogHovacHo 3 cybctpatamu CYP2D6, ans
AKUX MOTPIOGHO IHAMBIAYaAIbHO TUTPYBATH L03Y.

Bnnve mipaberpoHy Ha TpaHcrnopTepu pepMeHTIB.

MipaberpoH € cnabkum iHri6iTopom P-rnikonpoteiny (P-GP). Mpy npuiAioMi AUroKCUMHY Y 340POBUX JO6POBO/bLIB MipaberpoH MoXe 36i/1bLUNTI AOr0 NOKA3HWKM
Ciax 1 AUC Ha 29 % i 27 % BignosigHo. [ns nauieHTiB, AKi 04HOYACHO MOYNHAIOTL MPUAMATY NTIKAPCbKWIA 3aCi6 BeTMura i AUroKCUH, Cif NpU3HayaTi HanHWKYY

[03Y ANTOKCUHY. [ OTPYMaHHA 6aXaHoro KNiHIYHOro eqyeKTy HeoOXifHO KOHTPOMHOBATN KOHLEHTPaLit0 AUTOKCUHY B KPOBI | TUTPYBATWU [03Y AUTOKCUHY. Chif
Opatn fo yBaru noteHuian iHribysaHHs P-rnikonpoTeiHy mipaberpoHOM Mpy 3acTOCyBaHHI npenapaty beTmura ofHOYacHO 3 NiKapCbKUMK 3aco6amu, YyTIMBUMU
cybctparamu P-GP, Hanpuknag 3 gabiratpaHom.

IHWi B3aemogii. He BigMivanoch HiIKMX KNiHIYHO 3HAYYLWMX B3aEMOMili MipaberpoHy npv OAHOYaCHOMY 3aCTOCYBaHHI Y TepaneBTUYHMUX A03aX 3 conidieHaLMHOM,
TamCyN03MHOM, BapapvHOM, MeT(HOPMiHOM abo 3 KOMOIHOBaHUMW NePoPa/IbHUMI KOHTPaLenTUBaMu, Lo MiCTATb eTUIecTpagion i neBoHoprecTpes. He notpibHo
KopuryBaTu fo3y.

MigcuneHHs BNANBY MipaberpoHy npu oAHOYaCHOMY 3aCTOCYBaHHI 3 IHLIMMM TiIKapCbKUMM 3ac06amMn MOXKe BUPaXKaTUCA Y 36i/IbLUEHHI YaCcTOTK My/ibCy.

Oco6MBOCTI 3aCTOCYBaHHSA.

HupkoBa HeLOCTaTHICTb.

He pocnigkyBanocst 3aCTOCYBaHHS NiKapcbKoro 3acoby beTMura naiieHTaM 3 TepMiHanbHOK CTajietd HUPKOBOT HegocTaTHOCTI (LUK® <15 mn/xe/1,73 M2 a6o
nauieHTn, Aki NoTpebytoTb NPOBeAEHHS remofianisy), TOMy AaHWin NiKapCbKWin 3aci6 He PEKOMeHAYETbCA 3aCTOCOBYBaTM [aHiii KaTeropii nauieHTiB. ICHYHOTb



06MeXeHi jaHi LoA0 3acTOCYBaHHS NiKapcbKoro 3acofy beTmura nawjieHTam 3 TSXKKOH HUPKOBOK HegocTaTHicTio (LUK® Big 15 go 29 mn/xe/1,73 M2); 3 ornsaay Ha
AOCNiIKEeHHS (hapMaKOKIHETUKM (AMB. po3ain «PapMakKoKiHETUYHI BNAaCTUBOCTI»), AaHUM MaljieHTaM PeKOMEHAYETbCSA 3HMKEHHS 403K A0 25 Mr. JlikapCbKuii 3acib
BeTMuUra He peKOMeHAYETbCS 3aCTOCOBYBATY MaL[ieHTaM 3 TSXKKOI HUPKOBO HefocTaTHiCTio (LUK® Big 15 g0 29 mMn/xe/1,73 M2) npu 0fHOYaCHOMY 3aCTOCYBaHHi
cunbHUMK iHriGiTopie CY P3A (auB. po3ain «B3aemogis 3 iHWMMK NiKapcbKUMM 3ac06amm Ta iHLLI BUAW B3aEMOLIN»).

MeyiHKoBa HEAOCTATHICTb.

He pocnigpkyBanocs 3aCcToCyBaHHS NiKapCbKOro 3acoby beTmura nmauieHTam 3 TSXKKOK Me4viHKOBOK HefdocTaTHICTHO (knac C 3a wkanoto Yainga-’to), Tomy He
PEKOMEH/YETLCA 3aCTOCOBYBaTU Mpenapar AaHii Kateropii nauieHTiB. JlikapcbKunii 3aci6 beTmMura He peKOMeHAYeTbCA 3aCTOCOBYBATM NauieHTaM 3 MeviHKOBOK
HeA0CTaTHICTIO CepefjHbOro CTyreHs THKKOCTI (Knac B 3a wkanoto Yaringa — 1°10) npu 0gHOYaCHOMY 3aCTOCYBaHHI 3 CUbHUMM iHriGiTopamm CY P3A («B3aemogis
3 IHLUMMW NiKapCbKMMK 3aC06aMm Ta iHLLI BUAW B3aEMOAIIN»).

ApTepianbHa rinepTeHsis.

MipaberpoH MoXke MigBULLYBaTW apTepiasibHUA TUCK. HeobXigHO BUMIptOBaTU apTepiaibHWUIn TUCK Nepef NoYaTKOM JliKyBaHHA Ta NepiogMyHO MPOTArOM BCbOrO
Kypcy NliKyBaHHs, 0C06/MBO Y NauieHTIB 3 apTepia/sibHOO rinepTeHsieto. JaHi Woao 3acTocyBaHHA Npenaparty nalieHTam 3 apTepiasibHOK rinepTeH3Ier 2-ro CTyneHs
(cuctoniyHunii AT= 160 MM pT. cT. abo giacToniyHmin AT=100 MM pT. CT.) OBMEXEHI.

MauieHTy 3 BPOA>KEHUM UM HABY TUM NOJOBXKEHHAM iHTepsaty QT.

Mpn 3acTocyBaHHI MipaberpoHy B TepaneBTUYHMUX A03ax B XOA4i KNIHIYHMX AOCAIMKEHb He BigMIYanocb KNIHIYHO 3HaYyLMX MOAOBXeHb iHTepBany QT Ha
Kapgziorpami. OCKiflbK/ He LOCMiKyBanocs 3aCTOCyBaHHA MipaberpoHy nauieHTam, fKi NpuiAMatoTb Nikapcbki 3aco0u, WO MOXYTb NOAOBXUTY iHTepBan QT, abo
nauieHTam 3 HasBHICTIO B aHaMHe3i MO4OBXeHOro iHTepsany QT, BNAMB MipaberpoHy Ha CTaH AaHMX NalieHTiB HeBigomuiA. Chig 4OTPMMYBATUCA 06EPEXXHOCTI Npu
3aCTOCyBaHHI MipaberpoHy AaHiin KaTeropii nauieHTiB.

MayieHTn 3 06CTPYKLiED CeYOBOro Mixypa Ta nauieHT!, Wo npuiiMalTh aHTUMYCKapUHOBI NiKapcbKi 3ac001 Ans NiKyBaHHS CUHAPOMY Tinepak TUBHOIO CEeYOBOro
Mixypa.

Mpw 3acTocyBaHHiI MipaberpoHy B MOCTMapKeTUHIOBUIA Nepiog NoBigOMAAN0CA NPO 3aTPMMKY Cedi B NawieHTIB 3 06CTPYKLiEH0 CeHOBOro Mixypa Ta B nauieHTiB, AKi
npuiMann aHTUMYCKapUHOBI IKAPCbKI 3aC00M A1 NIKYBaHHSA CUHAPOMY TiMepakTMBHOIO Ce4oBOro mixypa. KoHTpoiboBaHi KNiHiYHI JOCAiMKEeHHA 3 6e3nekn 3a
y4yacTiO NauieHTIiB 3 0OCTPYKLIEHD CEHOBOro Mixypa He MoKasdyrTb MiABULLEHHSA KifIbKOCTI BUMAAKIiB 3aTPUMKM Cedi B MalieHTIB, AKI NpuiManin nikapcbKuii 3acib
BeTmura, ogHak cnif 3 06epeXxHICTI0 3aCTOCOBYBaTW npenapaTt beTmura nauieHTam i3 KAiHIYHO 3Ha4YyLlOK O6CTPYKLIE CevyoBOro Mixypa. J1ikapCbKuil 3aci6
BeTmura cnif 3aCTOCOBYBaTM 3 0OEPEXHICTHO NalieHTam, WO NpUiiMatoTb aHTUMYCKapPUHOBI NTiKapCbKi 3aC00M ANs NiKyBaHHA CUHAPOMY TiNepaKTUBHOIO CEY0BOr0
Mixypa.

3acTocyBaHHs y nepiof BariTHOCTI abo rofyBaHHs rpyasto.

KifbKicTb faHi W00 3acTOCyBaHHA MipaberpoHy nig 4ac BariTHOCTI obMmexxeHa. [OCMifKeHHA Ha TBapuHaxX MoKasav PenpoayKTUBHY TOKCUYHICTb. He
PEKOMEHAYETLCA NpuiAMaTK NiKapcbKWii 3acibé beTMmura nig 4Yac BariTHOCTI, & TakOX >XiHKaM PenpoayKTUBHOIO BiKY, SIKi He KOPUCTYKOTbLCA NpOTU3aniigHUMu
3acobamu.

Y rpu3yHiB MipaberpoH BMBOAUTLCA 3 TPYAHVMM MOJIOKOM, I TOMY ICHYE PW3MK MOMajaHHA npenaparty y rpyfHe MOJOKO MOAMHW. He [ocnifxysascs BMuB
MipaberpoHy Ha BUPOG/IEHHSA IPYAHOr0 MOJIOKA B OPraHi3Mi NI0AMHN YK A0T0 BMMB Ha rPyAHe BUrOLOBYBaHHA ANTUHU. MipaberpoH He cnif, npusHayaTyi XiHkav B
nepiog roflyBaHHs rpyaato.

PepTUILHICTb.

JocnifpkeHHs Ha TBapyHax He BUABWAW BM/IMBY NPWU 3aCTOCYBaHHI MipaberpoHy He B TepaneBTUYHUX fo3ax. He ouiHioBaBCA BB MipaberpoHy Ha (hepTU/bHICTb
NMOLNHN.



30aTHICTb BNMBATU Ha LWBMAKICTb pPeakuii Npu KepyBaHHi aBTOTPAHCNOPTOM ab0 iHLWMMK MexaHi3MmaMmu.
bBeTmura He BniMBae abo Mae He3HaYHWIA BNIMB Ha 3[aTHICTb KepyBaTy aBTOMOGINIEM UM NPaLoBaTH 3 IHLLUMMK MexaHi3MaMu.

Cnocib 3acTocyBaHHA Ta [03Mu.

Jlopocni, y T. 4. nauieH TV NiTHLOrO BIKY.

PekomeH/0BaHa f103a CTaHOBUTbL 50 M 04uH pa3 Ha 00y He3aeXXHO Bif, Mpuinomy ixi.

HupkoBa i neviHkoBa HeAOCTATHICTb

He foCnifiKyBasocs 3acTOCYBaHHA NiKapCbKOro 3acoby BeTmura naijieHTam 3 TepMiHaNbHOK CTafierd HUPKOBOT HegocTaTHOCTI (LUK® <15 mn/xe/1,73 M2 a6o y
nagieHTam siKi NOTPe6yoTb MPOBEAEHHS remogianiay) UM nauieHTam 3 TSHXKKOK NeviHKOBOK HepocTaTHICTIO (knac C 3a Wwkanoto Yainnga — IM°10), TOMY NikapCbKuia
3aci6 beTMura He peKOMeHAYETbCA 3aCTOCOBYBATM JaHUM KaTeropisiM nawieHTiB (auB. po3ginm «OcobamMBOCTI 3aCTOCYBaHHS», «PapMakOKIHETUYHI BNaCTUBOCTI»).

Y Tabnuui 1 HaBefeHO peKoMeHAaLiT CTOCOBHO LLOAEHHOr0 f03yBaHHSA npenapaTy 415 NnauieHTiB 3 HUPKOBOK ab0 MevyiHKOBOK HeJOCTATHICTIO B MPUCYTHOCTI UK
6e3 cunbHUX iHri6iTopie CYP3A (amB. po3ginm «OcobAMBOCTI 3aCTOCYBaHHS», «B3aemofisi 3 iHWMMK NiKapCbKMMK 3acobamMn Ta iHLII BUAW B3aEMOAiN»,
«DapMaKoKIHETUYHI BNIACTUBOCTI»).

Tabnuus 1
HupkoBa/neviHkoBa |CTyniHb TSXKOCTI CunbHi iHri6iTopn CYP3AQ)
HeA0CTaTHICTb be3 iHribiTopa 3 iHri6iTopom
Hwupkosa JIErKOro CTyneHs 50 mr 25 mMr

HegocTaTHicTb (1)

cepefHbOro ctyneHs (50 mr 25 mMr

TAXKKOI0 CTYneHA 25 mMr He pekomeHayeTbCA
MeyiHKoBa NNErKOro CTyneHs 50 mr 25 mMr
HegocTaTHICTL(2)

CepeaHbLOro CTyneHa (25 Mr He pekomeHayeTbCA

1 nerxoro cTyneHs: LLUK® 60-89 mn/xs/1,73 M2; cepefiHs: LUK® 30-59 mn/xB/1,73 M2; Tskka: LLIK® 15-29 mn/xs/1,73 M2
2 Nerkoro CTyneHs: Knac A 3a Wkanoto Yannga-N’to; cepefHs: knac B 3a wkanoto Yanga - M'to.
3 CunbHi iHri6iTopn CYP3A, anB. po3gin «B3aemogis 3 iHWMMK NiKapCbKMMM 3ac06aMu Ta iHLWI BUAW B3aEMOMiN».

TabneTku cnig NnpuimaTtn OAMH pas Ha AeHb, 3anuBatoun PigUHOK; TabNeTKy KOBTalOTh LifIOK; He C/if PO3XKOBYBATMW, PO3AINATM Ha YaCTKM abo noapibHIoBaTU
TabneTky.

CtaTtb

3anexHo Bif cTaTTi BiACYTHSA HEOOXiAHICTb 3MiHW 03,



aiTn.
besneka Ta e()eKTUBHICTb 3aCTOCYBaHHSA MipaberpoHy AiTam (BikoM 40 18 pokiB) He A0C/iApKYBa/IUCh.

Nepepno3yBaHHSA.

MipaberpoH 3acTocoByBa/v B pa3oBiii Ao3i 400 Mr 340poBUM A06POBOMLLAM, BigMivannch BiguyTTa cepueoutts (B 1 3 6 406POBONLLIB) i MiABULLEHHS 4acTOTK
nynbey Ginbwe HiXk 100 yaapis Ha xBunnHy (y 3 3 6 4o6poBosbLiB). MNpu WogeHHOMY npuiioMi MipaberpoHy B fo3i 300 Mr Ha fo6y npotsarom 10 AHIB Y 340pOBUX
A06pOBONbLIB BigMIYaNOCh NMiABULLEHHS YacTOTK NYy/bCY | CUCTONIYHOMO apTepiasibHOro TUCKY.

NikyBaHHA Mepefo3yBaHHA CUMNTOMaTUYHe | NigTpuMytode. Y pasi nepefo3yBaHHS PEKOMEHAYETbCA KOHTPO/IOBATU YacTOTy Ny/bCy, apTepiaibHUA TUCK Ta
npoBoanTn EKI-KOHTPO/Ib.

Mo6iyHI peakuii.

BinbLwicTb NO6GIYHUX peakLiii 6ynn Nerkoro abo cepeaHbOro CTYNeHs TSHKKOCTIL.

HaliyacTilwmmMmn nobivyHMMK peakuismn 6ynmn Taxikapgisa Ta iHgeKuii ceqoBMBIgHUX WNAXiB. YacToTa Taxikapgii cknagana 1,2 % i npussoauna 40 NPUNUHEHHS
nikyBaHHa y 0,1 % nauieHTiB. YacToTa iH(eKLin cevoBMBIAHMX WNSXiB cTaHoBMNa 2,9 %. IH(eKUiT CevyoBMBIAHMX LUNAXIB He MPU3BOAWAW A0 MPUNUHEHHS
NiKyBaHHS y XX0HOr 0 3 nauieHTiB. Ceplio3Hi No6ivHi peakuii BKnovanm didpunsyito nepeacepap (0,2 %).

YacToTa No6iYHNX peakLiil BU3HAYaETLCA TaKUM YMHOM: Ay>e yacto (= 1/10); vacto (= 1/100 go <1/10); HeyacTo (=1/1000 go <1/100), pigko (= 1/10 000 go <1
/1000), ay»e pigko (<1/10 000), yacToTa HeBifgoMa (HEMOX/IMBO OLIHUTY Yepe3 HeAOoCTaTHICTb AaHMX). Y KOXHIi rpyni no6ivHi peakuii npeacTaBieHo B NOPAAKY
3MEHLLEHHS CEPNO3HOCTI.

Tabnmus 2
MedDRA Yacto HeuvacTo Pigko [yxe pigko  [YacToTa
Knac opraHis HeBigoma
lcuctemu
IHekLiT Ta iHBa3IT |IHeKLia cevoBumX |[1iXBOBI IHEKLIT
LUNAxis8 Lnctut
McmxiyHi po3nagu Be3CcoHHA*
3 60Ky opraHis Habpsk noBik
30py
3 60Ky cepus Taxikapgis BiguyTTa
cepLeounTTa
Pibpunauin
nepeacepib
3 6OKy CcyauHHOI inepTeH-3MBHUIA
cucTemMu Kpns*




3 60Ky TpaBHoi|HygoTa* Ancnencis Habpsik ry6
cucTemmu 3anop* [facTput
Liapes*

3 60Ky LKipn i Kponue’siHka NelikouymTo-

NiAWKipHOT BucunaHHsa KNaCTUYHUIA

TKaHVHU Makynbo3He BaCKy/iT
BUCKMNaHHS
lNanynbo3He Mypnypa
BUCUMAHHSA AHTiOHeBpo-
Csepbix TUYHUIA

HabpsaK*

3 6oKy Habpsk cyrnobis

KICTKOBO-M’A30BOI

cuctemu

3 BOoKy BynbBoBariHa/b-HY

penpoayKTUBHOI cBepbiX

cuctemu i

MOJIOYHUX 3a/103

3MiHM NOKa3HKKIB 36i/bLLUEHHS

nabopaTopHMX apTepiasibHOro

[OCNiKeHb TUCKY,
36inblWweHHs T,
Mi4BULLEHHS

nokasHukis AT
IACT

3 60Ky HMpOK Ta
CeYvyoBMBIHNX
LNAXiB

3aTpryMKa
ceyi*

3 06OKy HepBOBOI
cucTeMu

["0noBHWIA 6iNb*
3anamopoyeHHa*

*Bigmivanuca B nicnapeectpauiiHuin nepiog,.

TepMiH NpUAATHOCTI. 3 POKMK.




YMoBU 36epiraHHs.

36epiraty npu Temnepatypi He BuLe 30 °C.
36epiratin y HeJOCTYNHOMY AN AiTein Micu,.

YnakoBKa.
Mo 10 Tabnetok y 6nicTepi. Mo 1 abo 3 6/icTepn y KapTOHHI KOPO6LLi.

KaTeropis Bignycky. 3a peLenTom.

BupobHuMK.
AcTtennac ®apma FOpon b.B.

Micue3HaxomKeHHA BUPOOHMKaA Ta M0ro agpeca MicUsi MPOBagKeHHS AisiNIbHOCTI.
Xoremar 2, 7942 DK Mennen, HigepnaHaw.

Y BMNaKy BUHUKHEHHS MOGIYHMX eheKTiB NPOCMMO HanpasnsaTy iHpopmMaLito Ao npeactaBHMUTBa Actennac ®apma KOpon b. B. Ha agpecy 04050, m. Kuis, Byn.
MuMoHeHKa, 13, kopn. 7-B, oic 41, Ten. 044-490-68-25, dakc: 044-490-68-26.



