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IHCTPYKUIA
NS MeIMYHOr0 3aCTOCYBaHHSA NiKapCbKOro 3acoby

E3AHTAJ
(EZANTAL)

Cknap:

Aitoya pevosmHa: lercanidipine;

1 Tabnetka MictuTb 10 Mr a6o 20 Mr nepkaHiguniHy rigpoxnopuay (y BArns4i nepkaHigmniny rigpoxnopuay remirigpary);

[OMOMI>KHI PEYOBUHU: /1aKTO3a, MOHOTIAPAT; LieNt103a MIKPOKPUCTaivHa; HaTpito KPOCKapmenosa; MOBifOH; mosicopbar; marHito creapar; rinpomenosa;
nonieTuneHrnikonb 6000 (makporon 6000); TuTaHy giokeug (E 171) ;Tanbk; 3anisa okcmg xostuin (E 172).

JlikapcbKa thopma. TabneTku, BKPUTI NTIBKOBOK 060/IOHKOHO.
OCHOBHI (pi3nMKO-XiMiYHi BNaCTMBOCTI: ABOONYK/I TabNETKN KPYrnoi hopMU XXOBTOIO KOMbOPY, BKPUTI NTiIBKOBOKO 060/TI0HKOHO.

dapmaKkoTepaneBTUYHa rpyna.
bnokatopu KanbLieBUX KaHaniB. CeneKTUBHI aHTaroHICTU KanbLito 3 NepeBaXKHOK AIEK0 Ha cyauHW. MoxigHi gurigponipuanHy. SlepkaHigmnid. Kog ATX C08C
Al3.

dapmako/oriyHi BnacTueBoCTI.

dapmakogyHamika.

JlepkaHiguniH — Le aHTaroHICT KasbLito AWrigponipuanHoBoTl rpynu. IHribye TpaHCMeMOpaHHWIA NOTIK KasbLito BCepeanHY KapAioMiouuTiB Ta rnafKoM’ A30BUX
KNITUH CyanH. MexaHi3M aHTUrinepTeH3VMBHOI AiT nepKaHiguniHy 3yMOBMEHWIA NPAMMM penakcyroumMm BrIMBOM Ha NafieHbKi M’ 3K CyMH, 3a paxyHOK 4oro
3MEHLLYETbCS 3arafbHUA CYAUHHWIA NepudiepuyHnii- onip. HesBaxarounM Ha KOPOTKMIA Mepiof HaniBBMBEAEHHA 3 MNAasMU KPOBi, NEpKaHigvniH YMHUTb
MPOIOHTOBaHY aHTUTIMNEPTEH3VBHY A0 33 paxyHOK MOro B1MCOKOro KoediliieHTa MeMOpaHHOro po3noginy. 3aBAskn BUCOKIN CYAUHHIN CeNeKTUBHOCTI npenapart
He YMHWUTbL HeraTtMBHOI IHOTPOMHOI Aii. [ocTpa apTepiasibHa TiMOTEH3IA 3 PeeKTOPHOK TaxiKapAield BMHWKAE PILKO 3aBAAKW MOCTYMOBOMY PO3BUTKY
BasoAunataLii npy Npuinomi nepkaHigumniny.

AK | ANs iHWKWX acCUMeTPUYHNX 1,4-anrigponipuanHie, aHTUriNepTEH3MBHA aKTUBHICTb /IepKaHiauMiHy B OCHOBHOMY 00YMOB/1EHA MOr0 S-eHaHTIOMEPOM.
KniHiyHa e(heKTUBHICTb i 6e3neka 3acToCyBaHHA nepkaHiguniHy y aosi 10-20 mr 1 pa3 Ha go6y 6ynv BUBYEHI B NOABIIHOMY Cnlinomy nnaue60-KOHTPO/IbOBaHOMY
KNiHIYHOMY pocnigpkeHHI (y skomy 1200 nauieHTiB OTpUMyBanM nepkaHiguniH, 603 nauieHTV OTpMMyBaM Mnaueb0) Ta B aKTMBHO KOHTPONbOBAHUX i B


mailto:

HEKOHTPO/IbOBaHWX JOBrOTPUBASIMX KNIHIYHUX AOCMIIKEHHAX i3 3ara/ibHO KiflbKiCTH 3676 nauieHTiB i3 rinepTeHsielo.

[0 6inblIoCTi gocnigpKeHb 6y 3any4yeHi NauieHTU 3 eCeHUiaIbHOK FiNepTeH3IED Nerkoro abo NOMIPHOro CTYMNeHs TSXKKOCTI (BK/IOUatouM NauieHTiB NiTHbOro
BiKY Ta XBOPMX Ha LyKPOBUIA AiabeT), AKi OTpMMYyBav lepKaHigmniH Sk MOHOTepanito abo y kom6iHauii 3 iHriditopamm AMN®, giypetnkamu abo B-610katopamu.
[0[aTKOBO 0 KMIHIYHMX LOCNILXKeHb, MPOBeLeHNX A1 MiIATBEPLKEHHA TepaneBTUYHMUX NMOKa3aHb, Nojasiblie HEBE/IMKE HEKOHTPO/IbOBaHe, a/ie paHLoMi30BaHe
[OC/NIKEHHSA MpenapaTy 3a Y4acTHo NauieHTIB 3 TAXKOK apTepiasibHOK rinepTeHsielo (CepedHe £ CTaHAapTHe BiAXWIEHHA PIBHA AiacTONIYHOrO apTepiasibHOro
Tcky 114,5 + 3,7 MM pT. CT.) NPOAEMOHCTPYBa/I0 HOpManisaLito apTepiaibHOro TUcky y 40 % i3 25 nauieHTiB, Aki npuitmanu npenapat y fosi 20 mr 1 pa3 Ha
poby, Ta y 56 % i3 25 nauieHTiB, AKi npuiAManyu nepkaHiguniH y pgosi 10 mr 2 pasu Ha Aoby. Y noAgiiHOMy cninoMy paHAOMi30BaHOMY
nnawue6o-KOHTPONLOBAHOMY [OCNIMAXEHHI Y NauieHTIB 3 i30/1b0OBAaHOK) CUCTOMIYHOK TiNepTeH3ie0 NepKaHigMniH eqeKTUBHO 3HWMKYBaB CUCTO/MIYHWIA
apTepiaibHUIA TUCK i3 CepeaHbOro NOYaTKOBOr0 3HaYeHHs 172,6 + 5,6 Mmm pT. CT. Ao 140,2 + 8,7 MM pT. CT.

4iTu

KniHiYHi fgocnigpkeHHs y AUTadii nonynauyii He NPOBOAWNCS.

dapmakoKiHe TVKa.

AbcopbLis
JepkaHifnniH NOBHICTIO BCMOKTYETLCA MiCNA MPUIAOMY BHYTPILWHLO Y A03i 10-20 Mr, MakcMmasbHi KOHUEeHTpauii y nnasmi KpoBi (Cpgy) 3,30 HI/mn + 2,09 c. B.
Ta 7,66 Hr/mn £ 5,90 c. B. BiANOBIAHO PEECTPYHOTLCA NPUGIM3HO Yepe3 1,5-3 rognHu.

[lBa eHaHTiOMepW NepKaHiguniHy LeMOHCTPYHOTb NOAIGHWIA NPodisib PiBHIB Y Mia3mi KPOBi: Yac JOCATHEHHA Cyax Takuii camuii, (Cihax) Ta AUC (nnowa nig
(hpapMakOoKIHETUYHOK KPUBOK «KOHLEHTpaLlif-yac») B cepefHboMyY Y 1,2 pasa BULWi 418 S-eHaHTIOMepa, | Nepiof HaniBBMBEAEHHS [BOX eHaHTIOMepiB, Mo CyTi,
OHaKOBWiA. B3aeMonepeTBOPEHHS eHaHTIOMepIB iNn Vivo He BiAMiYaioch.

BHacnifok BMCOKOro Metaboniamy npu nepBuUHHOMY MPOXOPKEHHI Yepe3 neyviHKy abcontoTHa 6i040CTYMHICTb NepKaHiAuMiHy, 3aCTOCOBAHOMO NauieHToM nicns
BXXMBAHHA KI, CTaHOBUTb npunbam3Ho 10 %, xoya BOHa 3meHLYyBanaca A0 1/3 UbOro 3HayeHHs, AKLLO MnpenapaT 3acTOoCOBYBa/M 340PO0BI OOPOBO/bLI HATLLE.
FKLLO npenapaT NPMIIMaT He Ni3Hile HiXXK Yepe3 2 roAnHM MIiCNs BXXMBaHHSA AYXKE XXUPHOI 1XKi, Moro 6iogocTynHICTb 36iNbLUYeTbCA Y 4 pa3n. ToMy nepKaHiguniH
Cnig NpUiAMaT A0 BXMBaHHS 1XKi.

Po3nogin

Po3nogin i3 nnasmMu KpoBi Yy TKaHWHW Ta OpraHun € LWBNAKMM Ta o6wmpHUM. CTyniHb 3B’ I3yBaHHA NlepKaHianniHy 3 6i7ikaMn cMpoBaTKu KpoBi nepesuLLye 98 %.
Ockifnbkn piBeHb 6ifka y MnasMmi KPoBi 3MEHLIEHUIA Yy MalieHTIB i3 TAXKAMKU NOPYLUEHHAMU (DYHKLIT HAPOK Ta MeyviHKW, BiNbHa (Ppakuis npenapary Moxe
36i/bLUYyBaTMCA.

BioTpaHchopmaLiis

INepkaHiguniH ekcTeHCUBHO MeTabonisyeTbes i3ohepMeHToM CY P3A4, He3MiHeHWI npenapar y cedi Yn Kani He NposBnseTbes. BiH NepeTBOPIOETLCA NepeBaXKHO
Y HeaKTUBHI MeTaboniTu, Nnpn6amsHo 50 % NpuiAHATOT 403K BUBOAUTLCS i3 CEYELO.

EKCnepyMeHTH in Vitro 3 NOACBKUMI MIKPOCOMaMM MeYiHKM CBigvaTh, Lo nepkaHigmnid gewlo npurHivye CYP3A4 ta CYP2D6 npy KOHUeHTpaLisx BignosigHO
y 160 i 40 pa3siB BULLMX, HDDXK AOr0 MakcMMasbHI KOHUEHTpauii y nnasmi Kposi, siKi gocAratoTbea nicns npuitomy gosm 20 mr. KpiMm Uboro, A0CNIAXKEHHS
NiKapCbKOT B3aeMOfii y Ntofei NpoaemMOHCTPYBaIn, WO NepKaHigumniH y nnasMi KpoBi He 3MIHIOE piBeHb Migasonamy, Tunosoro cy6crtpaty CYP3A4, abo
MeTonposiony, TMnoBoro cy6ctpaty CYP2D6; TakuM YMHOM, NPW 3aCTOCYyBaHHI NepKaHiguniHy y TeparneBTUYHUX [03aX He O4iKyeTbCsA GioTpaHchopmaii
npenaparis, Wo MeTabonisytoTecad CY P3A4 a6o CY P2D6.

BusegeHHs

EnimiHaLis npoxoautb B OCHOBHOMY LLUISXOM GioTpaHcgopmauii. CepefHivi TepMiHafbHWUIA Nepiof HaniBBUBEAEHHS CTaHOBUTb 8—10 rofuH, a TepaneBTUYHA Lis
TpuBae 24 roAvHU BHACMIAOK BUCOKOMO CTYMeHs 3B’A3yBaHHSA NepKaHigvMNiHy 3 ninigamMmy KNiTUHHUX MemopaH. Mpy NOBTOPHOMY 3aCTOCYBaHHI KyMynislisi He




crnocTepiranaco.

NiHIAHICTb/HENIHINHICTb

Mpn nepopasibHOMY 3aCTOCYBaHHI NepKaHianMiHy MOro KOHUeHTpauis y naasMi KpoBi He € NpsMO NPOMNOpLUiHOK A0 NPUAHATOI 4031 (HeniHiiHa KiHEeTMKA).
Micnsa npuiiomy 10 mr, 20 Mr i 40 Mr MakcvManbHi KOHLEHTpaLii y niasmi KpoBi, AKi crniocTepiranncsa, Manu cnissigHoweHHs 1:3:8, a niowi nig KpusumMu
3a/1eXKHOCTI KOHLeHTpaLii y niasmMi KpoBi Bif Yacy mManu criBBifHoLWweHHs 1:4:18, 10 BKa3ye Ha NOCTynoBe HaCUYeHHA MeTabo/1i3My Npu NepLLIOMy MPOXOMPKEHHI.
TaKuUm YMHOM, 6i0A0CTYNHICTb NepKaHiAMNIHY 36iMbLIYETLCA 3 NiABULLEHHAM A03W.

JojatkoBa iHpopmaLisi LWo40 OKPeMMUX rpyn NaLieHTIB

Byno nokaszaHo, L0 apMaKOKIHETMKA NepKaHiAMNiHY Yy NauieHTiB NiITHLOro BiKy Ta Yy NauieHTIB 3 AUCHYHKLIEI HUPOK abo MedviHKM cnabkoro abo cepejHbOro
CTYMEHS TSHXKKOCTI CX0Xa Ha Taky, L0 CNOCTepPiracTbCs y 3arabHild rpyni NauieHTiB. Y XBOPUX i3 TAHXKKUM CTyNeHeM AUCHYHKLIT HUPOK abo y Aianizo3anedXXHux
XBOPUX KOHLLEHTpaLiT NIKapCbKUX 3ac06iB 6ynu 6inbLl BUCOKUMU (MPprbn3HO 70 %). Y XBOPUX i3 CepeHIM ab0 TAXKKUM CTyNeHeM MopyLUeHHS QPYHKLUIT NeYiHKu
cucTeMHa 6i040CTYMHICTb NepKaHiAnMiHy, IMOBIPHO, 30iNbLLYETLCS, OCKINIbKN BiH METab0/Mi3yETbLCA rOMIOBHUM YNHOM Y NeYiHLi.

KniHIYHI XapaKTepuUCcTUKM.
Noka3aHHA.
EceHujianbHa rinepTeHsis 1erkoro abo nomipHOro CTyneHs TAXKKOCTI.

IMpoTnnoKasaHHA.

- TigBuvuieHa YyTIMBICTb A0 NiepKaHignniHy abo J0 6yAb-AKOro KOMMOHEHTA iKapcbKoro 3acooy;

- 06CTPYKLisa BMBIAHOrO BiAAiNy MiBOro LWIyHOYKa;

- HenikoBaHa 3acTiliHa cepLeBa HeJOCTaTHICTb;

- HecTabinbHa CTeHOKapAisa Y HelloaBHiv (npoTarom 1 micsaus) iHapKT MioKapaa;

- TAXKKa NeYiHKOBa He[OCTaTHICTb;

- TAXKa H/PKOBA HeLOCTATHICTb (K/ipeHC KpeaTuHiHy <30 M/XB), BK/IKOYAOUM NaLieHTIB Ha remoianisi;

- OflHOYaCHe 3acTocyBaHHS 3 iHri6iTopamun CY P3A4, UMKNOCNOPVHOM, FpenndpyTom Ta rpeindpyToBUM COKOM.

B3aemogis 3 iHLLIMMW NiKapCbKUMM 3ac06aMu Ta iHLi BUAW B3AEMOSIA.

[MpoTwWNoKasaHo OAHOYACHe 3aCTOCYBaHHS

IHri6iTopn CYP3A4

NepkaHigunin metabonisyetbesa nig gieto hepmeHTy CY P3A4, TOMY iHFiGITOPU Ta IHLYKTOPY LbOro epmMeHTy, sKi NpuiAMatoTb OAHOYACHO 3 NlepKaHignniHOM,
MOXYTb BMNAMBaTU Ha MeTaboni3M Ta BUBEAEHHS NepKaHiavniHy. OocnifkeHHs B3aEMOAIT NnepKaHigmMniHy 3 noTy>XHuUM iHri6itopom CYP3A4 KeTOKOHa30/10M
MPOAEMOHCTPYBa/IV 3HAYHE MIABULLEHHA PIBHA NIepKaHIAUMIHY Yy nnasmi Kposi (15-kpaTHe nigsuileHHs nokasHuka AUC Ta 8-kpaTtHe nigsuileHHs Cpgy €yTOMEpa
S-nepkaHignniny).

Cnif yHMKatTM O[HOYACHOrO 3acTOCyBaHHA fepkaHiguniHy 3 iHribitopamm CYP3A4 (3 KETOKOHA30/10M, iTPaKOHA30/10M, PUTOHABIPOM, EpUTPOMILMHOM,
Tpo/eaHAOMILMHOM, KNapUTPOMiLMHOM).

LinknocnopuH




Mpy ofHOYaCHOMY 3aCTOCYBaHHI fIepKaHIAWMNIHY | LMKIOCMOPUHY MiABULLYETHCA PiBEHb 060X PEYOBWH Y Mnasmi KPoBi. JOCNIIKEHHSA 3a y4yacTio MOSIOLMX
3[10pOBMX [06POBO/BLIB MOKa3ano, WO 3aCTOCYBaHHA LMK/IOCMOPUHY Yepe3 3 roguHM Nicns npuiiomy nepkKaHigmniHy He 3MiHIOBaNO piBeHb NlepKaHiguniHy y
nnasmi KpoBi, BogHouac nokasHmk AUC upknocnopuHy 36inbLiyBascs Ha 27 %. OfHak ofHOYacHe 3aCTOCYBaHHA NepKaHignmMiHy i LMKIOCMOPUHY NPU3BOANTL 40
3-KpaTHOr0 36i/bLLUEHHS PiBHA NepKaHiAMNiHY y niasMi KPoBi Ta 36iNbleHHA nokasHmka AUC uuknocnopuHy Ha 21 %.

LLMKNOCMOPUH Ta flepKaHiAnniH He cif, 3aCTOCOBYBATU Pa3oM.

["perndopy T abo rperndpy TOBWUIA Cik

AK | ona iHWKUX AUrigponipuanHie, mMeTaboniam nepkaHigvMniHy YMNoBiNbHIOETLCA Mif BMNAMBOM COKY rpeiingpyTta 3 nogaiblM MiABULLEHHAM CUCTEMHOI
[OCTYMHOCTI NepKaHiaumniHy Ta NiJCUNEHHAM FiNOTeH3UBHOI Aii. He cnig npuidimaTii 04HOYaCHO NepKaHiagnniH Ta rperingpyT abo rpeiindpyToBuii Cik.

He pekomeH0BaHO 0/HOYACHE 3aCTOCYBAHHA

IHaykTOpn CYP3A4

HeobXigHO 3 06epeXxHICTIO 3aCTOCOBYBaTWU flepKaHigMniH ofHoYacHo 3 iHaykTopamn CYP3A4, Takumu SK NPOTUCYAOMHI 3acobu ((heHiTOIH, heHOGapbiTan,
Kap6amaszeniH) Ta pudamniyMHOM Yepe3 MOX/INBE 3HVKEHHSI aHTUTINePTEH3NBHOI Aii NepKaHiguMniHy. Y uux BMNagkax PeKOMEeHAOBaHO YacTillni KOHTPO/b
PiBHA apTepiaibHOro TUCKY.

AnkKorosnb

Cnip, yHV/KaTU BXXMBaHHS ankorosio Yepes MOXK/IMBE NOTEHLiKoBaHHS Ba3oAMNaTaLiiHoOro epeKkTy aHTUriNnepTeH3NBHMX NiKapCbKMX 3ac00iB.

B3aemogii, ki noTpedytTh KOPEKLIT 403N

Cy6cTpaTn CYP3A4

Cnig 6yt 06epeXXHNM NpY 0HOYACHOMY 3aCTOCYBaHHI NiepKaHianniHy 3 iHwWnMmn cyoctpatamm CY P3A4, Takumn K TepdeHagnH, acTeMi3on, aHTUapuTMiYHUMK
npenapatamu 111 Knacy, TakuMmn SiK amiogapoH, KBIHIAWH, coTanon.

Migasonam

Mpn ogHoYacHOMY 3acToCcyBaHHI 20 Mr nepKaHiguniHy Ta Mifasonamy y A406poBO/bLIB MITHLOrO BiKy abcop6Lis nepkaHigmMniny nigsuiysanach (MprbamnsHoO Ha
40 %), a LWBMAKICTb abcopbLiT 3HMKYBaNach (tyax MOAOBXKYBaack 3 1,75 Ao 3 roanH). KoHUEeHTpauis Migasonamy He 3MiHIOBaIaChb.

MeTonponon

OfHoYaCHe 3aCTOCYBaHHA fepKaHiAWMiHy 3 MeTOMNpPonoNoM — [-6/10KaTOpoM, KU BUBOAUTLCA MEPEBAXKHO 4epe3 MediHKy, He 3MiHKE 6i0A0CTYMHICTb
MeTOMNpPonoNy, ane NPU3BOAUTL A0 3MeHLUeHHS 6i0A0CTYNHOCTI nepkaHiguniHy Ha 50 %. Llel etheKT MOXe BUHWMKATK BHACMIAOK 3MEHLLEHHS MeYiHKOBOro
KPOBOTOKY, LU0 CMPUYMHAETLCS [(-6/0KaTopamu, TOMY MOXe BUHMKATW 3 IHWWMKW npenapataMmu Liel rpynn. OTXe, fepKaHIAWniH MOXHa npusHayatu

3 B-afpeHobnOKaTopamu, ane npu oMy MOXKe 6yTK NOTPiGHE KOPUTyBaHHSA LO3N.
[NrokcuH
Mpw ofHoYacHOMY 3acTOCyBaHHI 20 MI fiepKaHiguniHy nauieHTam, sKi NOCTIHO NpUAMaloTb B-MeTU/IAUTOKCUH, He BY/0 BUSBNEHO [0Ka3iB

(hapmakokiHeTUUHOT B3aemogii. MpoTe cnocTepiranocs NiauLLeHHA Cmagy AUTOKCUHY B cepefHboMy Ha 33 %, Tofi AK AUC i HMPKOBMIA KNipeHC 3Ha4yHO He

3MiHIOBa/IUC. MMaLieHTiB, SKMM OAHOYACHO NPU3HAYEHWUIA AUTOKCYH, CMif PeTe/bHille KOHTPOOBATH LLOAO 03HAK IHTOKCUKALIT ANTOKCUHOM.

OfHoYacHe 3aCTOCYBaHHS 3 IHWIMMU NiKapCbK1UMM 3acobamm

®yoKCceTUH

BrBueHHs B3aeMogiTl Npy 0fHOYaCHOMY 3aCcTOCYBaHHi 3 (hnyokceTuHoM (iHriitopom CYP2D6 i CYP3A4) y 406poBonbLiiB BiKOM 65 + 7 pokiB (cepeaHili + c. B.)
He BUABWU/IO KNIHIYHO 3HAYYLLOT 3MiHM (hapMaKOKIHETUKN flepKaHignniny.

LvmeTngnH

OpfHOYacHWIA NpUiioM LmumeTUanHY Y f03i 800 Mr Ha 406y He CIPUYMHAE 3HAYHUX 3MIH KOHLIEHTpaLiT lepKaHiguniHy y nnasmi KpoBi, ane cnif 6yt 06epedxxHuM




MpW 3aCTOCYBaHHI Oi/bLLI BUCOKMX [03 Yepe3 MOX/IMBICTb 30i/1bLLeHHS B6I040CTYNMHOCTI Ta aHTUTINEPTEH3NBHOMO eDEKTY NIepPKaHIANMIHY.

CumBacTaTWH

Konu nepkaHigunid y fo3i 20 Mr ofHo4acHO 3acTocoByBany 3 40 MI CUMBACTaTUHY, NokasHuK AUC nepkaHiguniHy iCTOTHO He 3MiHIOBABCSH, TOAi K MOKa3HUK
AUC cumBacTaTvHy 36inbLUyBaBCcs Ha 56 % i Lield e NOKa3HWK 415 K0ro akTMBHOIO MeTaboniTy B-rigpoKCuKMUcIoTn — Ha 28 %. MasioliMOoBIpHO, WO Taki 3MiHK
MatoTb K/iHIYHE 3HaYeHHs. He 04iKyeTbCA B3aEMOZIT MIXK LMK Mpenaparamu, SKLLO SIepKaHiAnMiH Npyu3HayaTy 3paHKy, a CUMBACcTaTWMH — BBEYepi, IK BKasaHo 414
LbOro npenapary.

AiypeTviKu, IHri6iTOpY aHrio TeH3NHNepe TBOPHOBa/ILHOTO (hepMeHTY (AlNP)

JlepkaHiguniH MOXHa 3aCTOCOBYBaTW OAHOYACHO 3 AiypeTKamu Ta iHribiTopamu AlM®.

IHWi nikapcbKi 3aco6m, AKi BNNBAKOTb Ha apTepiabHUA TUCK

AK i 4na BCIX aHTUTINEpTeH3VBHUX MpPenapaTisB, MOX/IMBE MOCW/IEHHS TIMOTEH3MBHOIO e(eKTy Mpy OAHOYACHOMY 3aCTOCYBaHHI NepKaHIigUMiHY 3 HLWUMU
nikapcbkUMmn 3acobamu, fAKi BNAVBAIOTb Ha apTepiaibHU TUCK, TaKMX AK 0-610KaTopyu ANF CUMNTOMATUYHOIO NiKyBaHHA 3axBOPHOBaHb CEYOBOro MiXypa,
TPULMKNIYHI aHTUAENpPecaHTW, HeMpPonenTuKN.

HaBnaku, MOXe CrocTepiratucsa 3HUKeHHs rinoTeH3MBHOMO eieKTy NPU 04HOYACHOMY 3aCTOCYBaHHI 3 KOPTUKOCTEPOiAaMu.

Oco6MBOCTI 3aCTOCYBaHHS.

CuHApOM cnabKoCTi CMHYCOBOTO By3na

NepkaHignniH cnif 3 06epeXxHICTIO 3aCTOCOBYBATU NalieHTam i3 CMHAPOMOM C1labKOCTI CMHYCOBOIO By3/1a (6e3 iMM1aHTOBaHOI0 KapAioCTUMYNATOPA).
[AVCyHKL IS NIBOTO LWAYHOYKa cepus

Xoya remoamMHaMiuHO KOHTPONbOBAHI AOCMIMKEHHS He BUSABUAM MOTIPLUEHHS LUTYHOUKOBOT PYHKLIT, 3 06EPeXHICTIO npu3Havatu npu AUCQYHKLUIT MiBOro
LLTYHOUKA cepus.

IlwemiyHa xBopoba cepus

Byno BUCNOBNEHO NPUNYLLEHHS, WO AesKi AUrigponipuavHM KOPOTKOI AiT MOXYTb 6YTU MOB’A3aHi 3 MiABULLEHUM CEPLLEBO-CYANHHUM PU3NKOM Y MaLieHTIB 3
iLemivyHo xBopoboto cepus. Xouya ESAHTAJ] € npenapatom A0OBroTpuBasiol Aii, NpoTe TakMM XBOPWUM Mpenapar C/if 3aCToCOBYBaTU 3 00epeXHicTio. [esKi
ANriaponipuanHU PigKo MOXYTb NPU3BOAUTY A0 NPEKopAiasibHOro 60110 abo cTeHoKapii. [yXe pigko y NauieHTiB 3 paHille iCHYHUOK CTEHOKapAieto MOXINBe
36i/IbLLIEHHSA YaCTOTW, TPUBAOCTI 260 THXKKOCTI LMX Hanagis. MoXyTb Bif3Ha4aTMCs NOOAUHOKI BUNaKKM iHDapKTy Miokapaa.

MepuTOoHeabHKIA diani3

3acTocyBaHHA nepKaHignniHy MOB'A3YETbCA 3 PO3BMTKOM MOMYTHIHHA MEPUTOHeaslbHOro eKcydaty Yy NauieHTIB Ha nepuToHeanbHOMY Aianisi. MOMyTHIHHA
06YMOB/EHO MiABULLEHOI KOHLEHTpaLieto TPUrNiLepuaiB B eKcyaaTi ovepeBUHU. Xo4va MexaHi3M HEBIAOMUNA, Lieil epeKT Ma€e TeHAEHLi0 3HNKATX HeBAOB3I MicNs
BiAMIHM nepkaHignniHy. Lleil B3aemMO03B’'A30K CAif B3ATU [0 yBarv 3a4/1s YHUKHEHHS BUMAAKIB, KOAW MOMYTHIHHS MEPUTOHeasIbHOro ekcyaarty moxe 6yTu
NMOMWU/IKOBO MPUAHATO 3a IHEKLiNHWIA NEPUTOHIT 3 NOAa/IbLLOK HENOTPIGHOK rocniTanisalieto Ta emnipuyHMM BBEAEHHAM aHTUBIOTUKIB.

NakTo3a

Llein nikapcbKuia 3aci6 MiCTUTb NaKTO3y.

MauieHTam i3 piAKiCHUMYK CNagKoBMMU NPo6eMamMy HEMepPeHOCUMOCTI ralakTo3u, 3ara/ibHOT N1aKTa3HOT HeOCTaTHOCTI abo M/IKOKO30-ranakTo3HOoT Mababcopouit
He Cnif 3aCTOCOBYBATU LIl NiKapCbKWiA 3acio.

3acTocyBaHHs y nepiog BariTHOCTI abo rofyBaHHA rpyaato.



BariTHiCTb

KniHiYHWMIA [OCBif 3aCTOCYBaHHA NepKaHiguniHy Yy nepiog BariTHOCTI BIACYTHIW. [ocnigM Ha TBapuUHax He BUSABWAW TepaTOreHHoOro eqekTy, ane BiH
criocTepirascs nif, 4yac 3aCTOCYBaHHA HLUIMX AMTILPONIPUANHOBUX CNONYK. He pekoMeH0BaHO 3aCTOCOBYBATW flepKaHIAMNIH Yy nepiof BariTHOCTI abo >XiHKam
PEMNPOAYKTUBHOIO BiKY, KLLO BOHWN He 3aCTOCOBYHOTb eDEKTUBHY KOHTpaLEnLito.

Mepiof rogysaHHs rpyaaro

TOYHO HeBIfOMO, YN MPOHUKAE NlepKaHigmniH abo 1oro mMeTaboniTv y rpyaHe MOMOKO, TOMY PU3MK ANA AUTUHWM He MOXe OyTu BMK/OYeHuid. He cnig
3aCTOCOBYBATW fIEPKaHIAMMNIH Nif Yac rofyBaHHA rPyALHo.

PEePTUNLHICTb

KniHivHi faHi Wofo BNAUBY flepKaHIAWUNIHY Ha (epTUNbHICTb BIACYTHI. HadBHI AaHi Mpo 060POTHI BIOXIMIYHI 3MiHM B TONIBLI CNepmaro30ijis, WO MOXYTb
BMN/IMHYTN Ha MOXK/IMBICTb 3an/iAHEHHS, Y NaUieHTIB, AKi NiKyBaimca 6/10kaTopaMuy Ka/bLiiEBUX KaHaniB. Y pasi MOBTOPHOr0 HeYCNiLLHOro 3an/ifgHeHHs in vitro Ta
3a BIICYTHOCTI iHLIMX NOSICHEHb LLOAO LbOro CAif, po3risHYTU 3aCTOCYBaHHS 6/10KaToOPiB KasibLiEBUX KaHasiB K MOX/IMBY MPUYKHY.

34aTHICTb BNAMBATY Ha WWBMAKICTb peakLii npy KepyBaHHi aBTOTPaHCNOPTOM abo iHLWIMMKU MeXaHi3mamu.
Bnnve nepkaHiguniHy Ha 34aTHICTb KepyBaTW TPaHCMOPTHUM 3aC060M abo iHWMMKU MeXaHi3Mamu He3HayHuil. OfHaK HeobXifHO BpaxoByBaTW MOX/IMBICTb
3arnamopoyeHHs, CnabkKocTi, MigBULLEHOT BTOMIKOBAHOCTI, PifKO — COHMBOCTI.

Cniocib 3acTocyBaHHA Ta [03W.

PekoMeH[l0BaHa fj03a CTaHOBUTbL 10 Mr nepopasibHO 1 pa3 Ha [o06y, NpuiiMatoTb HE MeHLUe HiXK 3a 15 XBUAMH A0 BXMBaHHA DKi. 3aneXHo Bif iHAMBIAYyaIbHOT
peakuii nawieHTa Ha NiKyBaHHA 403y MOXHA MigBULWMTN 40 20 Mr.

Migbip 4o3n mMae 6yT NOCTYMOBUM, OCKI/IbKA MaKCUMa/IbHa aHTUTINEPTEH3VNBHA [l PO3BUBAETLCA MICNA 2 TVXKHIB NIKYBaHHS.

MauieHTam, apTepiasibHUA TUCK AKUX afieKBaTHO He KOHTPOJIKOETLCSA NPU MOHOTEpanii aHTUrinepTeH3MBHUMM MpenapaTaMu, MoXxe 6yTy 3arnpornoHOBaHO Ao4aTu
nikapcbkuii 3aci6 ESBAHTAJ1 y cxemu nikyBaHHS 3 b-agpeHo610kaTopaMm (aTeHonon), aiypetukamu (rigpoxnopriasug) abo iHriditopamu AM® (kantonpun abo
eHananpun).

OCKiNbKKN KprBa «a03a-eheKT» Mae naato B NPOMiXKY A03 20-30 Mr, Ma/l0MMOBIPHO, L0 ePeKTMBHICTb Npenapaty 36iNbWKTLCA MNPY 3aCTOCYBaHHI BULLOT A03M,
TOAI K PU3NK BUHUKHEHHS NOBIYHUX edieKTIB MOXe 30i/IbLUNTUCH.

MauieHTn NiTHLOrO BiKY

3rifHoO 3 faHMMK (hapMaKOKIHETUYHMX Ta KAIHIYHUX JOCNigpKeHb NikapcbKuii 3aci6 E3AHTAJT MOXKHa 3aCTOCOBYBATM XBOPUM MiTHLOIO BiKy 6€3 crneuiabHOro
KOpUryBaHHs 4031, afie NOYUHATL NiKyBaHHS nauieHTaM NiTHbOro BiKy He06XigHO Mif Harns40M nikaps.

MauieH TV 3 HUPKOBOK abo NeYiHKOBOK HeLOCTaTHICTIO

XBOPUM 3 HUPKOBOH ab0 MeYiHKOBOK HEOCTATHICTIO /IErKOro Ta CepefHbLOro CTyneHs 3acTocyBaHHs npenapaty E3AHTAJI cnig noynHaTy Nif Harnsagom nikaps.
3BuyaliHa pekoMeHa0BaHa 4o3a 10 Mr nepeHOCUTLCA NaLiieHTaMu LMx NiArpyn 3a3suyain goobpe, NigsuLLeHHsA 1031 4o 20 Mr noTpebye 06epeXKHOCTI.

Y nauieHTiB 3 NeYiHKOBOK HEAOCTATHICTIO MOX/IMBE MiABULLEHHA aHTUTINEPTEH3UBHOIO e(PEKTY Mnpenapary, Lo noTpebye Kopekuii A03N.

MpoTunoKasaHe 3aCTOCYBaHHA NepKaHiAMMiHY NauieHTaM i3 TSHKKOK AUCHYHKLIE MEeYIHKN UM THXKOK ANCHYHKLiE HUPOK (KNipeHe KpeaTuHiHy < 30 Mn/xB),
BKNHOYatOUM NauieHTIB Ha remogianisi.

Cnocib 3acToCyBaHHS

Mepep 3aCTOCYBaHHAM NikapcbKoro 3acoby E3AHTAJT HeobXiAHO BpaxoByBaTW, LLO:

- 3aCTOCOBYBaTM Npenapar 6axxaHo BpaHLi, He MeHLLe HXK 3a 15 XBU/IMH [0 CHiJaHKY;




- Lei nikapcbKuid 3acib He MOXHA MpUAMaTK 3 rpeindpyTom Ta rpeinpyToBUM COKOM.

aiTn.
besneka Ta e)eKTUBHICTb 3aCTOCYBaHHA MIKapCbKOro 3acoby AiTAM BiKOM 0 18 poKiB He fOCNILKYyBaNCA, AaHi LLOAO 3aCTOCYBaHHA AiTAM BIACYTHI.

Mepeno3yBaHHA.

MpoTarom nepiogy nicnsapeecTpaylinHoro 3aCToCyBaHHA NepKaHiAWniHy NOBIAOMAANOCA NPO AesKi BUNagky nepenosysaHHs (8ig 3040 mr go 800 mr, y Tomy
yumcni cnpoba cyiunay).

CumnTomu

3a aHa/0ri€ero 3 IHWKUMK gurigponipuanHamu, npu nepefo3yBaHHi epKaHigMNIHOM CAif 0YiKyBaTW BUHUKHEHHSA HaAMIPHOT nepudepnyHoi BasogunaTauii i ABHOI
apTepiasibHOT rinOTeH3iT Ta peeKTOpHOI Taxikapaii. O4HaK Npu fyxe BUCOKUX [03ax NepuiepruyHa CeNeKTUBHICTb MOXe OyTH BTpayueHa, L0 MOXKe CIIPUYNHATA
OpaavKapAito i HeraTMBHUIM IHOTPONHWIA ethekT. HamoLmpeHiwi no6iyvHi peakLii, NoB’ A3aHi 3 Nepefo3yBaHHAM, — MNOTEH3is, 3anamMOpOYeHHS, FOI0BHUIA Bifb Ta
MOCW/eHe cepuebuTTa.

JlikyBaHHA

Mpn TAXKIA apTepia/ibHIA TiNOTEH3IT HEOOXigHO BXWTW 3aX0f4iB aKTMBHOT KapioBacKyNMAPHOI NiATPUMKKM, BKIKOYAOUM 4aCTUA MOHITOPUHI CepLeBoi Ta
AnxanbHOT (OYHKUiA, HagaHHA NauieHTy rOpPU30HTaNbHOIMO MOMIOXKEHHS 3 MPUNIAHATAMU HWKHIMW  KiHUIBKaMKW, KOHTPONb PIiAMHW, WO LMPKYMKE, Ta
CEeYOBMMNYCKaHHA. 3 Ornsgy Ha MnofoBXeHy (PapmakosiorivyHy Aito nepkaHiguniHy y pasi nepefo3yBaHHA € HeOOXigHWM Harnag 3a ctaHoOM CepueBO-CYAUHHOI
CUCTEMMW TaKMX MaLieHTIB LLOHaiMeHLLEe NPOTArom 24 rofuH. bepyun [0 yBaru BUCOKe 3B’ A3yBaHHA NiepKaHiguniHy 3 6isikamu, gianiz Moxe 6yTu HeeeKTUBHUM.
MayieHTn 3 04iKyBaHOH MNOMIPHOO ab0o TAXKKOK IHTOKCUKALLIE MatoTb Oy TV Nif Harnsa40M B yMOBax iIHTEHCMBHOI Tepanii.

Mo6iuHI peakuii.

3rigHo 3 AaHMMK KNIHIYHUX JOCNifKeHb Ta MicnsapeecTpauiiHoro 3acTocyBaHHSA MOGIYHI peakuil, SKi 3ycTpivanmnca HalvacTile, — Ue nepudepuyHi Habpsku,

rON0BHWIA 6iNlb, NPUNAMBK, TaxikapAia i NOCUNeHe CepueduTTA.

Y HMKUeHaBe[eHi Tabnumui BKaszaHo MoGIYHI peakwui’, Npo SKi NOBiAOMAAN0CA Nif Yac KNiHIYHMX AOCAIAKEHb Ta NiCNSPEECTpaLiiHOro 3aCToCcyBaHHs npenaparty

y KpaiHax CBITY Ta 415 SKux OyB OOrpYHTOBaHWA NPUYMHHO-HACMIAKOBMIA 3B'A30K i3 3aCTOCYBaHHAM npenapaTy. lMobiuHi peakuii HaBefeHO 3rifHO 3

Knacugpikayieto MedDRA Ta 4aCTOTOK BUMHUKHEHHA: fAyxe 4yacto (= 1/10), yacto (= 1/100, < 1/10), HeuacTo (=1/1000, < 1/100), pigko (= 1/10000,
< 1/1000), ayxe pigko (< 1/10000), yacToTa HeBifiomMa (HEe MOXHa BM3HAYUTK 3rifHO 3 HASBHOK IH(OPMALLIELD). Y KOXKHII rpyni BiAMOBIAHO A0

4aCTOTW BUHUKHEHHS peaKLii 3a3Ha4eHOo B MOPALKY 3MEHLLEHHS X CepiO3HOCTI.

MedDRA
Knacuikauis cuctem YacTto Heuacto Pigko YacToTa HeBigoma

Ta OpraHis

3 60Ky IMyHHOT MigsuiLeHa
cucTemu Yy T/INBICTb

3 60Ky HepBOBOT "0noBHUN COHNUBICTb,

- 3anamMopoyeHHs . -

cucTemm 6inb HENPUTOMHICTb




Taxikapgis,
3 60Ky cepus rnocuneHe - CTeHokapgis -
cepuebuTTa
3 60Ky CyavH Mpunaven inoTeHsis _ _
. [inepTpodis
[wvcnencis, P p* @
3 6oky ; ACeH*,
HyzoTa, 6ifib y . .
LLYHKOBO-KMLLKOBOI O - - . |BnoBaHHs, fiapes MOMYTHIHHSA
BEPXHI YaCTUHI
TpakTy NnepuUTOHeaslbHO-Io
XnBOTa .
ekcyaary
3 6oky MigBULLEHHA PIBHSA
renaTobiniapHoi - - - TpaHcamiHa3s
cUcTemMm CUPOBATKWN KPOBi*
3 60Ky LLKipy Ta BucunaHHs,
. Ky LKIp - ) BucunaHhs Habpsak*
NiAWKIPHOT TKaHWHK cBepbik
3 6oky
CKEeNeTHO-M’ A30BOT L
- Mianris — —
cUcTeMn Ta
CNONYYHOI TKaHNHN
3 60Ky CevoBUAINbHOT - -
y A - Moniypis Monakiypis -
cucTemu
3aranbHi NOPYLWEHHs [MepudepnyHi ACTEHiS,
Ta peakuii y micui HabpsKM nigsuileHa Binb y rpyasx -
BBEZIEHHSA BTOM/IOBaHICTb

*T106iuHI peakuii 3i CMOHTaAHHMX NOBIAOM/EHb Mif Yac NiCNAPeecTPaLiiHOro 3aCTOCYBaHHS Y KpaiHax CBiTY.

JepkaHignniH He BNMBaE HEraTMBHO Ha PiBeHb LIYKPY B KPOBI Ta piBeHb NiMiAiB y CMPOBaTL,i KPOBI.

Y nnaue60-KOHTPOIbOBAHWX KMTHIYHUX AOCNIAXKEHHAX NepudepuyHi Habpsky CTaHOBUI 0,9 % Ha Tni npuitomy nepkaHiguniny y gosi 10-20 mr ta 0,83
% — npun nNpuitomi Nnaue6o. Lis yactoTa gocsirana 2 % y 3aranbHii nonynauii 4OCNiIKeHHs, BKKOYaoumM AOBroTpuBai KNiHiYHi BUNPo6yBaHHS.

3acTocyBaHHA [eaKuX AUrigponipuavHiB MOXKe iHOAI NPU3BOAWUTM O MpeKophiasibHOro 60710 abo CTeHOKapAil, Y BUHATKOBMX BUMafKax y MNauieHTIB 3i
CTeHOKapAieto MoXKe 361/IbLUMTUCA YacToTa, TPMBaNICTb ab0 TAXKKICTb HanagiB, MOXYTb Bif3HayaTnCs i30/1b0BaHi BUNaAKY iH(hapKTy Miokapaa.

TepMiH NpUAaTHOCTI.
2 poKn.



YM0BM 36epiraHHs.
36epiratv Npu TemnepaTypi He BuLe 25 °C B opuriHa/bHI YNakoBL,i.
36epiratny HegOCTYNHOMY AN15 AiTei MicLi.

YnakoBKa.
Mo 10 Tabnetok y 6nictepi, no 3 abo 6 6nicTepiB pa3oM 3 IHCTPYKLIEKD A1 MEAUYHOTO 3aCTOCYBaHHSA Y MauLi 3 KAPTOHY.
Mo 30 abo 60 TabneToK y 6aHLi, Mo 1 6aHLi pa3om 3 IHCTPYKLIE 419 MeAMYHOro 3aCTOCYBaHHA Y Nayli 3 KapTOHY.

Karteropis Bignycky.
3a peLenTom.

3ad4BHUK.
TOB HB® «MIKPOXIM>.

Micue3Haxom,KeHHS 3asiBHUKaA.
YKpaiHa, 93000, JlyraHcbka 06n., M. Py6ixHe, Byn. JleHiHa, 6ya. 33.

BupobHuMK.
TOB HB® «MIKPOXIM>.

Micue3HaxokeHHA BUPOOHMKa Ta agpeca MicLsi NPoBaKeHHS M0ro 4isifIbHOCTI.
YKpaiHa, 93400, JlyraHcobka 065., M. CeBEPOAOHeLbK, BYN. [pomMuciosa, bya. 24-B.



