C AnTeka iHTepHeT uev

IHCTPYKUIA

ANA MeAUYHOro 3aCTOCyBaHHSA JlikapCbKOro 3acoby

3AHIAIN®

(ZANIDIP®)
Cknapg:
Adirya peyoBuHa: 1 Tabnetka MictuTb 10 Mr nepkaHiguniny rigpoxnopuay
(ekBiBaneHTHO 9,4 Mr nepkaHigunniny) abo 20 Mr nepkaHianniHy rigpoxnopunay
(ekBiBaneHTHO 18,8 Mr nepkaHianniHy);
AOMOMIKHI PEYOBUHMN! NAKTO3N MOHOrigpaT, uesntno3a
MiKpOKpUCTaniyHa, HaTpito KpoxManernikonat (tun A), nosigoH K30, marHiwo
cTeapar;
obonoHka ana Tabnetknm 3 pgo3yeBaHHaAM 10 mr: Onagpn OY-SR-6497
(rinpomMenosa, Tanbk, TMTany agiokemp (E 171), makporon 6000, 3aniza okcupg
»xoBTun (E 172));
obonoHka Aana Tabnetkm 3 pgo3yBaHHaAM 20 mr: Onagpu 02F25077
(rinpomenosa, Tanbk, TMTaHy agiokemg (E 171), makporon 6000, 3aniza okcug
yepsoHun (E 172)).

NMikapcbka popma. TabneTkn, BKpUTi NNiBKOBOK 06010HKOHO.
OCHOBHI @i3nKo-XiMiYHI B/1aCTUBOCTI:

Tabnetku, wo Mictatb 10 Mr nepkaHigmniny rigpoxnopuay — tTabneTkn, BKpUTI
NNiBKOBOK OBOMIOHKOK, XXOBTOrM0 KOJbOPY, KPYrii, ABOOMYK/i, 3 HaCiyKow 3
oaHoro 6oky;

TabneTtku, wo Mictatb 20 Mr nepkaHigmniny rigpoxnopuay — tabneTkun, BKpUTI
NNiBKOBOK OHB0NOHKOK, POXEBOro KOMbOPY, KPpyrni, ABOONYKAi, 3 HACi4YKO 3
oAHoro 6oky.

dapmMmakoTepaneBTMyHa rpyna. CefleKTUBHI aHTaAroHiCTM  Kanbuito 3
nepeBaXHO Ai€t0 Ha cyauHu. MNMoxigHi aurigponipuamnHy. Kog ATX C0O8C A13.

dapMaKo/IoriyHi BJ1aCTUBOCTI.

QapmakognHamika.

JlepkaHignniH — ue aHTaroHICT Kanbuito gurigponipuanHoBoi rpynu. IHribye
TpaHCMeMbpaHHUI NOTIK  Kanbuito  BCepeauMHy  KapAaioMiouuTiB  Ta
rnagkoM’ss30BMX  KNITUH  CyAuMH. MexaHi3M  aHTuUrinepTeH3mBHOI  Ail
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NepKaHianniHy 3yMOBJIEHWM MNPSIMUM penakCyruuM BMJIMBOM Ha rNafeHbKi
M'S3M  CYAMH, 3@ pPaxyHOK 4YOro 3MeHWYETbCA 3arajbHUN CYAUHHUMN
nepudepnyHnin onip. Hessaxakw4ynm Ha KOPOTKUN Mnepios HaniBBMBeAEHHS 3
naasMm KpoBi, NepKaHianNiH YMHUTb MPOSIOHIOBAHY AHTUrINEPTEH3UBHY Ait0
3@ paxyHOK MOro BMCOKOro koediuieHTa meMbpaHHOro posnoainy. 3aBAsiku
BMCOKIN CYANHHIN CeneKTUBHOCTI npenapaT He YMHUTb HeraTUBHOI iHOTPOMHOI
Aii. FocTpa apTepianbHa rinoTeH3ia 3 pedneKTOpHOK TaXikapAielo BUHUKAE
piAKO 3aBASIKM MNOCTYNOBOMY PpO3BWUTKY Basoaunartauii npu npunomi
nepkaHigmniny.

AK | ana iHWuUx acuMeTpuuHux 1,4-gurigponipuanHiB, aHTUrinepTeH3nBHa
aKTMBHICTb NIepKaHiauniHy B OCHOBHOMY 06yMOB/iEHa NOro S-eHaHTIOMepOoM.

KniHiuyHa eeKTMBHICTb | 6e3neyYHiCTb 3aCTOCYyBaHHSA NIepKaHianniHy y Ao3i 10-
20 Mr ogmH pa3 Ha poby 6ynm BuMBYEHI B noAaBiMHO-cninoMy nnauebo-
KOHTPO/IbOBAHOMY  KNiHIYHOMY gocnigxeHHi (B gakoMmy 1200 nauieHTiB
oTpuMyBanu nepkaHignniH, 603 nauieHTM oTpuMmyBanu nnauebo) Ta B
aKTUBHO-KOHTPOJ/IbOBAHUX i B HEKOHTPOJIbOBAHUX AOBroTpUBANMX KIiHIYHUX
AOCNIAXXEHHSAX 3 3arajibHOK KiNbKicTio 3676 nauieHTiB 3 rinepTeHs3iElo.

o 6inbwocTi pocnigkeHb 6ynuM  3anydeHi NauieHTM 3 eceHuiaNbHO
rinepTeHsieto nerkoro abo MOMIpHOro CTyneHs TSXKOCTI (BK/IO4aumn
NauieHTIB NiTHbOro BiKy Ta XBOPUX Ha UYKpoBuUN piabeT), siKi oTpumyBanu
nepkaHignniH a9k MoHoTepanito abo y koMbiHauii 3 iHribitopamn AlO,
AiypeTnkamun 4ym 6eta-bnokatopamu.

[JoaaTkoBO A0 KAIHIYHUX A0CAiIAXEeHb, NpoBeAeHUX ANa NiagTBEepAXEeHHS
TepaneBTUYHUX MNOKa3aHb, Nojajnblle HeBeJIMKe HEKOHTPOJSibOBaHe, ane
paHAOMi30BaHe AO0CNIAXEHHSA MnpenapaTy 3@ Y4yacTi MAauieEHTIB 3 THAXKOK
apTepianibHOKO rinepTeH3ielo (cepeaHe £ CcTaHAApTHE BIAXWIEHHS pPiBHS
AiacTosivHoro apTepianibHOro TUCKY 114,5 £ 3,7 MM pT. CT.)
NMPOAEMOHCTPYBaAno HopManisauito apTtepianbHoro TUCKy Yy 40 % 3 25
nauieHTiB, sSKi npuiManun npenapat y A03i 20 mr 1 pa3 Ha aoby, Tay 56 % 3
25 nauieHTiB, AKi npunManun npenapaT 3aHiain® y nosi 10 Mr 2 pasu Ha 4o6y.
Yy noaBiNHO-CNINOMY paHAOMi30BaHOMY nnauebo-KOHTPOSIbOBAHOMY
AOCNIAKEHHI Yy nauieHTIB 3 i30/1bOBAHOK CUCTONIYHOK TiNepTeH3iEr
3aHigin® edekTMBHO  3HUXYBAB  CUCTONIYHMA  apTepianbHUA  TUCK i3
cepenHboro Mno4yaTKoOBOIo 3HAYEeHHA 172,6 £ 5,6 MM pT. CT. Ao
140,2 £ 8,7 MM pT. CT.

KniHi4YHi AOCNiAXEeHHSA y ANTAYiM nonynsauii He NpoBOAUNUCA.

DapMaKoKIiHETUKA.

Abcopbuia

3aHiain® nNoBHICTIO BCMOKTYETLCA MiCNa nepopasibHOro npuiiomy y aosi 10-20
MI, MakCMMasnbHi KOHUeHTpauii y nna3mi kposi 3,30 Hr/mn + 2,09 c.B. Ta
7,66 Hr/mn £ 5,90 c.B. BiANOBIAHO peECTpylOTbCA NpuMbnM3Ho 4epes 1,5-3
roANHM.

[1Ba eHaHTiOMepu nepKaHianniHy AeMOHCTPYTb NoAibHMn npodinb piBHIB Y
nna3sMi KpoBi: 4YaC AOCATHEHHS MaKCMMasibHOI KOHUEeHTpauii y nja3mi KposBi
Taknn cCaMUn, MaKkCMManbHa KOHUEHTpauisa Ta nokasHmk AUC B cepefHbOMY B
1,2 pasza BuwWwi ana S-eHaHTiOMepa, | nepiog HaniBBMBEAEHHA [ABOX
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€HaHTiOMepiB, Mo CyTi, oAHaKoBWW. B3aeMonepeTBOpeHHS eHaHTioMepiB in
Vivo He BiaMiyanocs.

BHacnigok Bucokoro Metaboniamy npuv NepBUMHHOMY MNpPOXOAXEHHI uyepe3
nediHky abcontoTHa 6i0A0CTYNHICTb NepKaHianniHy, MPUUHATOrNO MNaLiEHTOM
nepopanbHO nicna  ian, cTaHoBuTb npmbnm3Ho 10 %, xouya BOHa
3MeHLWyBasiaca A0 75 LbOro 3Ha4YeHHs, aKWo rnpenapaT 3aCToOCOBYBann 340POBI
nobpoBosbUi HaTwe. SAKWwo npenapaT nNpurMMaTU He ni3Hiwe HixX yepes 2
rOAVMHW NiCNs BXUBAHHSA AYyXKe XMUPHOI iXi, noro 6ioa40CTynHicTb 36iNblIYETLCA
y 4 pa3un. ToMy nepkaHiauniH cnig npmmMaT 40 BXUBAHHS iXi.

Po3noain

Po3nogin 3 nia3Mu KpoBi Y TKAHWHU Ta OpraHu € LWBWUAKUM Ta OOLUIMPHUM,
CTyniHb 3B'A3yBaHHSA fiepkaHiguniny 3 6inikamMmn cupoBaTkn nepesuntye 98 %.
Ockinbkun piBeHb 6inKka y nna3sMi KpoBi 3MEHLIEHUN Yy MAUIEHTIB i3 TAXKUMMU
NOpYyLWeEHHAMU (DYHKLUIT HUPOK Ta NeYiHKKW, BisibHa dpakuis npenapaTty Moxe
36inbwyBaTucs.

BioTpaHcdhopmMauia

3aHigin® ekcrteHCMBHO MeTabonisyeTbes izodepmeHToM CYP3A4, He3MiHEHUN
npenapaT y cedi UM Kani He BUABMIAETbCA. BiH NepeTBOPIOETLCA NEPEBAXHO Y
HeakTuUBHI MeTabonitn, npmbnnsHo 50 % nNpUAHATOI A03M BUMBOAUTLCHA 3
ceyero.

ExkcnepuMeHTH in vitro 3 NOACBKUMU MIKPOCOMaMM MNediHKW CcBigyaTb, WO
nepkaHignniH pewo npurHiuye CYP3A4 T1a CYP2D6 npu KOHUEHTpauiax
BignosigHo y 160 i 40 pasiB BMWMX, HDK MOro MakCuUMasibHi KOHUEHTpauii y
nnasmi KpoBi, §Ki gocsaratoTbca nicnsg npuromy posm 20 mr. KpiMm uboro,
AOCNIAXEHHS NiKapCbKOI B3a€EMoAii y nwoaen nNpoAeMOHCTpyBanu, LWO
nepkaHiguniH y nna3sMmi KpoBi He 3MIHIE piBeHb Miga3osiaMmy, TUMNOBOIO
cybecrpaty CYP3A4, abo metonponony, Tunosoro cybcrpaty CYP2D6; Takum
UMHOM, NpU 3aCTOCYBaHHI JNepKaHiauniHy Yy TepaneBTUYHUX A03ax He
ouikyeTbcs 6ioTpaHcdopmauii npenaparTiB, wWo mMetabonizytotTbcs CYP3A4 abo
CYP2DS6.

BuBeneHHs

EnimiHauia npoxoanTb B OCHOBHOMY wWAXoM 6ioTpaHcdopmauii. CepeaHin
TepMiHanNbHMIN  nNepiog HaniBBMBeAeHHA CcTaHoBUTL 8-10 roauH, a
TepaneBTUYHA Aiga TpuBae 24 TroAWMHWM BHACNIAOK BUCOKOro CTyneHs
3B'A3yBaHHA NepKaHianniHy 3 ninigaMmmn KNiTMHHKUX MeMmbpaH. Npn NOBTOPHOMY
3aCTOCYBaHHI KyMynsuia He cnocTtepiranacs.

JNiHINHICTb/HENIHINHICTb

Mpy NnepopanbHOMY 3aCTOCYBaHHI JiepKaHigMMiHy NOro KOHUEHTpauis y naasmi
KpPOBi He € MpsiMO MNPOMOPLINHOK A0 MPUUHATOI 403N (HeniHinHa KiHeTuka).
Micna npunomy 10 mr, 20 Mr i 40 Mr MakcMManbHi KOHUEHTpauii y nnasmi
KpOBIi, SKi criocTepiranncsa, Manu cniesigHoweHHsa 1:3:8, a naowi niga KpMBnMMK
3aN1eXHOCTI KOHUEeHTpauil y nnasMmi KpoBi Big 4acy Manu CniBBiIAHOLUEHHSA
1:4:18, WO BKa3ye Ha NOCTynoBe HacuyeHHs MeTaboniamy nNpu neplomy
NPOXOAXKEHHI. TaknM 4YMHOM, 6i0AOCTYNHICTb NepKkaHignniHy 36iNblyeTbCs 3
NiABULEHHAM A03U.

JopatkoBa iHdopMaLis LWoA0 OKPEMUX FPYN NALLIEHTIB

Byno nokasaHo, wWo dapMakoKiHETUKA NepKaHigMNiHY Yy Naui€eHTIB NiTHLOrO
BiKy Ta Yy MauieHTiB 3 AUCPYHKUIE HUPOK abo nediHkn cnabkoro abo
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cepefHbOro CTyrneHs TSAXKOCTI CXOXa Ha TakKy, WO CrnoCcTepiraerbca y
3aranbHin rpyni NauieHTIB. Y XBOPUX i3 TSXKUM CTyrneHeM AnCchYHKLIT HUPOK
abo y gianizosanexHuUXx XBOpUX KOHUEHTpaUii fikapcbkoro 3acoby 6ynun 6inbLu
BUCOKMMU (NpnbnnsHo 70 %). Y xBopux i3 cepeaHiMm abo TSXKUM CTyneHeM
NOpyLlweHHa @QYHKUIT Mne4diHkM cucTteMHa 6io40CTYMNHICTL fiepKaHiguniny,
iMOBIpHO, 36iNbLYETbLCS, OCKiNIbKM BiH MeTabonizyeTbCsi rONOBHUM UYMHOM Yy
neyviHu,i.

KniHiuyHi XapaKTepuCcTuku.
MNMokazaHHsA. EceHuianbHa rinepTeH3ia nerkoro abo MOMIpHOro cTyneHs
TAXKKOCTI.

lNpornnoka3saHHA.
- MigBuwieHa 4yTnmeiCTb A0 NepkaHiguniHy abo pno 6yab-sKoro
KOMMOHEeHTa npenapary.

O6cTpyKUuis BUBIAHOIO BiaAiny NiBOro WiyHo4YKa.

HenikoBaHa 3acCTinHa cepueBa HEAOCTaTHICTb.

HecTabinbHa cTeHOKapAis um HewoaaBHin (NpoTaroM 1 Micaus) iHdapKT
MioKapaa.

TaxKa neyiHkoBa HeLOCTATHICTb.

Ta)XKa HUPKOBA HeAOCTATHICTb (KNipeHC KpeaTuHiHy < 30 mn/xs),
BKJTHOHAQKOUM MaALLEHTIB HA remMoaianisi.

OnHoyacHe 3acTtocyBaHHA 3 nNOTYXHUMM iHribitopammu CYP3A4,
LMKIOCMOPUHOM, Frpenn@pyToM Ymn rpenndpyToBnUM COKOM.

B3aemogin 3 iHWuMMM nikapCcbKnMmn 3acobamm T1a iHWIi BUAN B3aEMOAZIN.
[IpoTnnokasaHo o4Ho4YacHe 3acToCyBaHHS

IHri6itopn CYP3A4

NepkaHignniH MeTabonisyetbca nig aieto pepmeHty CYP3A4, ToMy iHribiTopu
Ta iHAYKTOPU LbOro epMeHTy, AKi NpMnMatoTb OAHOYACHO 3 IepKaHiaAUMNIHOM,
MOXYTb BMJMBATW Ha MeTaboNi3M Ta BUBEAEHHSA NnepKaHianniHy. JocniaxXeHHs
B3aEMOAii fiepkaHiguniHy 3 MnoTyXHUM iHribitopom CYP3A4 KeTOKOHA30/10M
NMPOAEMOHCTPYBAIM 3HAYHE NIABULLEHHSA PIBHA NEPKAHIAUMIHY Y Nna3Mi KpoBi
(15-kpaTHe nigBMweHHs nokasHuka AUC Ta 8-kpaTHe niaBULWEHHS
MaKCMMasbHOI KOHLUeHTpauii eyToMepa S-nepKaHignniny).

Cnig yHMKaTM OAHOYACHOr0 3acCTOCYBaHHS NepkaHiauniHy 3 iHribitopamu
CYP3A4 (KeTOKOHa30/I0M, iTpaKOHa30/I0M, PWUTOHABIPOM, €EpPUTPOMILMHOM,
TpoNeaHAOMILMHOM, KITapUTPOMILMHOM).

LinknocrnopvH

Mpn  ofgHOYACHOMY  3aCTOCYBaHHI  JlepKaHiguMniHy | UWMKNOCNOPUHY
NiABULWLYETbCA piBeHb 060X peyoBUH Yy NnasMmi KpoBi. JocnigKeHHs 3a y4yacTio
MOJI04MX 340pOBUX A06POBOILLIB MOKAa3ano, Wo 3aCTOCYBAHHSA LUMKIOCNOPUHY
yepes 3 roguMHW nMicngd NpUAOMY nepKaHiguniHy He 3MiHBano piBeHb
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nepkaHigmniHy y nnasMmi Kposi, BoagHoYac nokasHmk AUC UMKNOCNOpUHY
36inbwyBaBcsa Ha 27 %. OgHak, ogHOYacCHe 3acCTOCYBaHHS JSiepKaHiauMiHy i
LMKAOCMOPUHY NPU3BOANTb A0 3-KPATHOro 36iNbleHHS piBHA fiepKaHignniny
y nnasMi kposi Ta 36inbweHHs nokasHnka AUC umknocnopuHy Ha 21 %.
LimknocnopuH Ta nepkaHigmniH He cnig 3acTocoByBaATU pa3oM.

FpenngpyTt yn rpenrngdpyToBmnn Cik

AK i Ang iHWuX aurigponipuanHia, MeTaboniaM nepkaHignniHy yrnoBifIbHIOETbCS
nig BAJMBOM COKY rpenndpyTa 3 nodanbWwmM NiABULWEHHSAM CUCTEMHOI
AOCTYMHOCTI NepkaHigMniHy Ta nigCMAEeHHAM TrinoTeH3uBHOI fii. He cnig
npMMMaT OAHOYACHO JSiepKaHiauMiH Ta rpenndpyT 4Um rpenndpyToBUN CiK.
He pekomeHA0BaHO 0AHOYacHE 3aCTOCYBaHHS

IHaykTopu CYP3A4

HeobxigHo 3 o06epexHiCcTio 3acTtocoByBaTM NepKaHiauniH OAHOYACHO 3
iHayktopammn CYP3A4, TakuMuM SK MpPOTUCYAOMHI 3acobu ((eHiToiH,
deHobapbitan, kapbamaseniH) Ta pndamMniuMHOM yepe3 MOXIMBE 3HUXKEHHS
aQHTUMINEePTEH3UBHOI Ail nepkaHigMniHy. Y uux BuUMagkax peKoMeHAOBaHO
YacTiWnMN KOHTPOsb piBHA AT.

AJIKOroJsib

Cniga  yHMKATM BXWBAHHSA aJIkKOrosld 4yepe3 MOX/MBE MNOTEeHUitoBaHHS
BasoAnnaTauinHoro epekTy aHTUrinepTeH3MBHUX NiKapCbkux 3acobis.
B3aemogii, siki noTpebyoTb KopekUii 403u

Cyb6ctpatn CYP3A4

Cnig 6ytTn o0bepexHuM npu OAHOYACHOMY 3aCTOCYBaHHI JiepKaHiguniny 3
iHWwuMM cybctpatamn CYP3A4, TakmMm 9K TepdeHaaumH, acTtemison, 3
aHTUapuUTMiYHMMKM 3acobamm III knacy, TakKMMu $SK aMiogapoH, KBiHIAWH,
coTasnon.

Miga3zonam

Mpn opgHO4YacHOMY 3acTocyBaHHi 20 Mr JsiepkaHiauniHy Ta Migasosiamy y
AobposonbuUiB  NiTHLOrO Biky abcopbuis nepkaHiguniHy nigBuLLyBanach
(npubnmnsaHo Ha 40 %), a WwBMAKiCTb  abcopbuii  3HMXKyBanach
(tmax NogoBxyBanace 3 1,75 pgo 3 roanH). KoHueHTpauisa Migasonamy He
3MiHIOBasachb.

MeTtonposion

OaHoyacHe 3acToCyBaHHS NepKaHiguniHy 3 MeTonposiosioM — b-6nokatopom,
AKMA BUBOAMTLCA MepeBaXHO 4epe3 MediHKy, He 3MiHE 6ioa0CTYynHICTb
MeTonposoy, ane Npm3BoAUTb A0 3MeHLWeHHA 6i040CTYNHOCTI iepKaHiauniHy
Ha 50 %. Llen edekT MoOXe BMHWUKATM BHACNILOK 3MEHLUEHHSI Me4YiHKOBOro
KPOBOTOKY, WO CMNPUYUHSETbCA b-6nokaTopamMm, TOMY MOXe BWHMKATU 3
IHWKWMK npenapaTtamu uiel rpynu. OTXe, fiepKaHianniH MOXXHa 3aCTOCOBYBATH

3 b-agpeHobnokaTtopamMn, ane npuv UbOMY MoXe 6yTu
noTpibHe KOpUryBaHHS A03MU.

LnrokcuH

Mpn opgHoO4YacHoOMy 3acTocyBaHHi 20 Mr nepkaHigMniHy nauieHTaMm, SKi
NOCTIMHO NpPUNMalOTb b-mMmeTngnurokcuH, He 6yno BUSABNEHO [A0Ka3iB
dapMakokiHeTMYHOI  B3aeMoail. [MlpoTe cnocTtepiranoca  MNiABULLEHHS

Cmax OUTOKCUHY B cepeaHboMY Ha 33 %, ToAi K noka3Huk AUC i HUpKOBUM
KMipeHC 3HAaYHO He 3MiHBanuUCb. MNauUieHTIB, SKMM OAHOYACHO MPU3HAYEHUN
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AOUTFOKCWUH, CNig peTenbHO KOHTPOJItoBaTM  WOAO O3HAK iHTOKCUKauil
ANTOKCUHOM.

OaHo4YacHe 3acToCyBaHHS 3 iHLWMWMU J1iKapCbKuMu 3acobamm

@s1yoKCETUH

BuBueHHs B3aemoaii Npuv OAHOYACHOMY 3aCTOCYBaHHI 3 JIyOKCETUHOM
(iHriitopom CYP2D6 i CYP3A4) y pobposonbuiB BikoM 65 + 7 pokis
(cepegHin £ c.B.) He BUABWAO KIiHIYHO 3HAYyLWOi 3MiHM (apMaKOKIHETUKN
nepkaHigmniny.

LnmeTtuamH

OaHoyacHui npunoMm ummeTmamHy y paosi 800 Mr Ha Aoby He CnpuYMHSE
3HaYHUX 3MiH KOHUeHTpauil fiepkaHigmniny y nnasmi KpoBi, ane cnig 6ytu
obepexHMM npu 3acToCyBaHHi 6inbll BUCOKMX [03 4Yepe3 MOXI/IUBICTb
36inbweHHSa 6i040CTYNHOCTI | @aHTUTiNepTEH3MBHOIO ePeKkTy fiepKaHignmiHy.
CumBacraTmH

Konn nepkaHiguniH y posi 20 Mr ogHovacHoO 3actocoByBann 3 40 mr
CMMBACTaTUHY, Noka3sHUK AUC nepkaHiguniHy iCTOTHO He 3MiHOBaBCH, TO4i SK
nokasHnk AUC cumBacTaTuHy 36inbwyBaBca Ha 56 % i uen ke NoKasHUK AN
MOro akTMBHOro Metabonity b-rigpokcmkmncnotn — Ha 28 %. ManonMoBIpHO,
WO TaKi 3MiHM MalTb KJIiHIYHE 3HAYeHHSA. He O4iKyeTbCA B3aEMOAil MiXK LUMK
npenapaTtamMmm, SKWO NepKaHiguniH npusHayaTn 3paHKy, a CMMBACTaTUH -
yBeuepi, 9K BKa3aHo A4J19 UubOoro npenapary.

diypetuku 1a iHriitopamu Alr®

JlepkaHignniH MOXHa 3aCTOCOBYBaTW OAHOYACHO 3 JAiypeTukamMum Ta
iHFi6iTOpaMn aHriOTEH3MHNEPETBOPIOBANIbHOIO PEPMEHTY.

IHLIi nikapcbKi 3acobu, siKi BMJIMBAKTh Ha apTepiasibHUM TUCK

AK i 4Ang BCiX aHTUriNepTeH3uBHUX MNpenapaTiB, MOXJ/MBE MNOCUJIEHHSA
rinoTeH3MBHOro edekTy npuv OAHOYACHOMY 3aCTOCYBaHHi JsiepKaHiguniny 3
IHWKMMK NiKapCbKMMM 3acobaMu, sKi BNAMBAOTb Ha apTepiasbHUN TUCK, TaKNX
aK a-bnokatopu Ana  NiKyBaHHS  CEYOBUX CUMMTOMIB, TPULMKAIYHI
aHTNAenpecaHTn, HENPOJIENTUKMU.

HaBnakn, MOXe CrnocTtepiratMcad 3HUXEHHS TrinoTeH3UBHOro edekTty npu
O4HOYaCHOMY 3aCTOCYBaAHHI 3 KOPTUKOCTEPOIAaMMU.

Oco6/1MBOCTIi 3aCTOCYyBaHHSH.

CuHApoM cn1abkocCTi CMHYCOBOIro By3/1a

JlepkaHignnid cnig 3actocoByBaTu 3 06epexHICTIO NauieHTaM i3 CMHAPOMOM
cnabkocTi cnHycoBoro By3sa (6e3 iMn1aHTOBaHOro KapAioctumynsaTopa).
AncyHKuis niBOro wiyHo4YKka cepus

Xoya reMmogMHaMiYHO KOHTPO/IbOBAHI AOCNIAXEHHA HE BUABUAWN MNOripLUEHHSA
LWYHOUYKOBOI (PYHKUIiT, 3 0bepexHicTio npu3Hayatu npu anchyHKUIi niBoro
LWNYHOYKa cepus.

IiuemiyHa xBopoba cepusi

byno BucnoBneHo npunyweHHs, Wo Aedaki aurigponipuavHu KOpPOTKOI Ail
MOXYTb 6yTW noB'A3aHi 3 MigBMWEHUM CepueBO-CYAUHHUM PU3UKOM Y
NauieHTiB 3 iWwWeMiyHow XBopobow cepus. Xoda 3aHigin® € npenapaTtom
AOBroTpuBanoi Aii, npoTte TakMM XBOpPUM npenapaT cfig 3acTtocoByBaTu 3
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obepexHicTio. [eski AauvrigponipymamHu pigko MOXYTb MpPU3BOANTU OO
npekopaianbHoro 6onto abo creHokapaii. ly>e piagko y nauieHTIiB 3 paHiwe
ICHYIOUOK CTeHOKapAi€eo MoxnauBe 36ifbleHHA 4acToTu, TpuBanocTi abo
TSXKKOCTI UMX HanagiB. MoXyTb BiA3HayaTMCA NOOAMHOKI BUNAAKW iHDaApKTy
MioKapaa.

lNepuToHeasibHUI Aiasi3

3acToCyBaHHSA JiepKaHiauniHy MoB'A3YETbCA 3 PO3BUTKOM MOMYTHIHHS
nepuToHeasibHOro ekcypaTy Yy TMauieHTiB Ha rMepuToHeasibHOMY Aianisi.
MoMyTHiIHHA 06yMOBAEHO NiABULLEHOK KOHUEHTpAUiE Tpuraiuepuais B
eKkcynaTi oyepeBUHU. XO4Ya MexaHi3M HeBiAOMUN, uen edeKT MAE TeHAEHLUio
3HMKaATM HEeBAOB3i MNicng BiAMIHM nepkaHiguniHy. Llel B3aeM0O3B'A30K Cnig
B3ATM OO YyBarm 3a4/9 YHUKHEHHS  BUMAAKiB, KOJM  MOMYTHIHHSA
nepuToHeanbHOro ekcyaaty Moxe 6yTn NOMUIIKOBO NPUMNHATO 3@ iHEKLINnHUI
NEPUTOHIT 3 NoAaNnbWOK HenoTpibHOKW rocniTanisauielo Ta eMnipuyHmnM
BBeAEHHAM aHTUOIOTUKIB.

JlakTo3a

Llen nikapcbkuni 3acié MiCTUTb N1aKkTO3Yy.

MauieHTam 3 piakicHUMM  cnagkoBuMm npobnemaMnm HenepeHOCUMOCTI
ranakTo3u, 3arajibHOi JaKTa3HOI HeaocTaTHOCTI abo rKO30-ranakTo3HOoIl
Manbabcopbuii He cnig 3acTocoByBaTU LEN NiKapCbKuia 3acib.

3acrocyBaHHs1 y nepiofg BaritTHOCTi abo rogqyBaHHs1 rpyAaAro.

KniHiYHMX AOCBiA4 3aCTOCYBaHHA NepKaHianniHy y nepioa BariTHOCTI BIACYTHIN.
Adocnign Ha TBapuvHax He BUSABWIWM TepaToreHHoro edekTty, ane BiH
CrocTepiraBcs nifg-4ac 3aCTOCyBaHHS iHWUX AUrigponNipuanNHOBUX cnonyk. He
peKoMeHA0BaHO 3aCTOCOBYBaTKU NIepKaHiaAnNiH y nepioa BaritTHOCTI abo XiHKaM
penpoAyKTUBHOIO BiKY, $KWO BOHM He 3aCTOCOBYHOTb edeKTUBHY
KOHTpauenuito.

TOYHO HEeBiAOMO, YU MPOHUKAE fepKaHiauniH abo noro metabonitm y rpyaHe
MOMOKO. TOMY pU3UK AN9 AUTUHM He Moxe O6yTu BukawudeHun. He cnig
3aCTOCOBYBATU JIepKaHigUNiH Mig Yac rogyBaHHSA rpyaato.

@epTnsibHICTb

KniHivHi gaHi woao BnnBY nepkaHignniHy Ha hepTubHICTb BiACYTHI. HasdBHI
AaHi Npo 0b6opoTHi 6iOXiMiYHI 3MiHM B roniBuUi cnepMaTo30i4iB, WO MOXYTb
BMIMHYTU Ha MOXUBICTb 3anjigHeHHsa, Y nauieHTiB, 4Ki nikyBanucs
6nokaTopaMM KanbUiEBMX KaHanie. Y pasi MNoOBTOPHOro HeycnilwHOoro
3annigHeHH4a in vitro Ta 3a BIACYTHOCTI iHWWX MOSACHEHb LWOAO0 UbOro cnig
pPO3rAsiHyTM 3acToCyBaHHSA 6n0KaToOpiB KanbUiEBMX KaHaniB $IKk MOXIUBY
NMPUYNHY.

3aarHicTh Bn/MBat Ha WBHUAKICTb peakyii npun KepyBaHHI
aBTOTpPaHCNopToM abo iHWMMHN MexaHi3MaMMH.

Bnave nepkaHignniHy Ha 34aTHICTb KepyBaTu TpaHCNOPTHMM 3acoboMm abo
IHLWWMMM  MeXaHizMaMum He3HayHun. OaHak HeobxigHO B3ATWM A0 YyBaru
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MOX/IMBICTb 3anaMopoYeHHs, cnabkocTi, NigBULLEHOI BTOMAKOBAHOCTI, piAKO —
COHJINBOCTI.

Cnocib 3acrocyBaHHSs Ta 4O3M.

PekoMeHaoBaHa Ao3a cTaHoBUTb 10 Mr nepopanbHO 1 pa3 Ha Aoby He MeHwe
HiXX 3a 15 XBMAWH OO0 NpUMOMY iXi. 3anexHo Big iHAWBIAYanbHOI peakuii
nauieHTa Ha NiKkyBaHHA 403y MOXHa nigsnwmntn no 20 Mmr.

Miabip 003U Mae€ 6yTun MOCTYMOBUM, OCKiJIbKM MaKCuMasibHa
AHTUriNepTEeH3MBHA Ais PO3BUBAETHCH NPOTArOM 2 TUXHIB JTiIKyBaHHS.
MauieHTaM, TUCK SAKUX afeKBaTHO HE KOHTPOJIKETbCA MNpu  MOHOTepanii
aHTUrinepTeH3MBHUMK MpenapaTtamm, Moxe OyTu 3anponoOHOBAHO A04aTH
3aHigin® y  cxemm  nikyBaHHs 3 b-agpeHo6nokatopamu  (aTeHonon),
aiypetnkamun (rigpoxnopTtiasmg) abo iHribitopamn AlN® (kantonpun abo
eHananpwun).

Ockinbkn KpuBa <«pao3a-edekT» Ma€e nnato B MpoMixky pno3 20-30 wr,
MasiIoONMOBIPHO, WO edeKTUBHICTb NpenapaTy 36iNbWNTbCA NMPU 3aCTOCYBaHHI
BULLOI 03U, TOAI K PU3NK BUHUKHEHHSA NOBIYHMX edeKTiB MoXe 36iNbnTUCh.
llayieHTn IiTHLOro BIKY.

3rigH0O 3  AaHMMKM  (papMaKOKIHETUYHMX Ta  KAIHIYHMX  AOCNIAXKEHb
3aHigin® MoxHa 3acTocoByBaTM XBOPWUM MiTHbOro Biky 6€3 crneuianbHOro
KOpUryBaHHA [03M, ajse novYMHaTW NiKyBaHHA Maui€EHTaM NiTHbLOrMO BiKYy
HeobxigHO nig HarnNsaoM.

layieHT 3 HUPKOBOK abo rNevyiHKoOBOK HEAOCTATHICTIO.

XBOpPWUM 3 HMPKOBOK abo NeviHKOBOK HEeAOCTaTHICTIO NIerkKoro Ta cepeaHboro
CTyneHs nikyBaHHS npenapatoM 3aHiain® cnig nouyvMHaTy nig Harnsaom.
3BM4anHa pekoMeHzoBaHa pnfo3a 10 Mr nepeHOCUTbCA MauieEHTaMu UKMX
niarpyn, €9k npaswno, p[obpe, niaBuweHHa a[o3m ao 20 Mr noTpebye
o0b6epexHOoCTi.

Y nauieHTiB 3 NEYiHKOBOK  HEeAOCTATHICTIO  MOXMBE  MiABULLEHHS
aHTUrinepTeH3nBHOro edekTy npenapaTy, Wo noTpebye KopekLuii 403U.
[MpoTUNoOKasaHe 3aCTOCYBaHHA JiepKaHiauniHy nauieHTaM 3 THAXKOH
ANCAHYHKLIEID MEYiHKM UM TSXKKOK ANCHYHKLULIEW HUPOK (KNipeHC KpeaTUHiHY
< 30 Mn/xB), BKKOYAOUM NaAUIEHTIB Ha reMoaianisi.

Cnocib 3acTocyBaHHS.
Mepen 3acTtocyBaHHSAM npenapaTty HeobxiagHO B3STU A0 yBaru, Wo:
- 3acTocoByBaTu npenapat 6axaHo BpaHUi, He MeHwe HiX 3a 15
XBW/IMH [0 CHiAAHKY;
- uen nikapcbkui 3aci6 He MOXHa npunMaTu 3 rpenndpyToBuM
COKOM.

4ditn.
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be3neyHicTb Ta eeKTUBHICTb 3aCTOCYBaHHS NiKapCbKOro 3acoby AiTaM BiKOM
00 18 pokiB He gocnigXyBannucs, AaHi WoA0 3aCTOCYBaHHSA AiTSAM BiACYTHI.

lNMepepno3syBaHHSA.

MpoTaroM nepiogy nicnsipeecTpauinHOro 3acTtoCyBaHHSA MOBIAOMAANOCA MNpO
nesiki sunagkun nepenosysaHHs (Big 30-40 mr go 800 Mr, y ToMy ymncni cnpoba
cyiumay).

CuMmnTOMM. 3a aHANOrI€E 3 IHWUMKN gurigponipuanHammn, Npu nepenosyBaHHi
nepKaHiguniHoM cnig O4ikyBaTM BUHWKHEHHS HaaMipHOi nepudepuyHol
BasoAnnaTauii i ABHOI apTepianbHOi rinoTeHsii Ta pedneKTopHOI Taxikapaii.
OaHak npu ayxe BUCOKMX A03axX nepudepuyHa CenekTUBHICTb Moxe 6yTu
BTpayeHa, Lo MOXe CnpuynmHUTKM Opaankapaito i HeraTMBHUW iHOTPOMHUMN
edekT. Hanbinbw nowwupeHi nobivHi peakuii, NnoB'a3aHi 3 nepefo3yBaHHAM, —
Lie rinoTeH3is, 3anaMoOpOYEHHS, roNoBHMIK 6inb Ta NnocuneHe cepuebuTTs.
JlikyBaHH4A. MNpn TAXKIN apTepianbHi rinoTeH3ii HeobXigAHO BXWTW 3axoAis
aKTUBHOI KapAioBacKynsipHOI NIATPUMKKM, BK/IOYAKOYM YaCTUM MOHITOPUHI
cepueBoOi Ta AMXanbHOI YHKUiM, NIAHATTA KiHUWIBOK, KOHTPOJb PiAWHMK, WO
LMPKYJIOE, Ta CEYOBUMYCKAHHS. 3 Ornsay Ha noAoBXeHy hapMaKosoriyHy Aito
nepkaHiguniHy y pasi nepenosyBaHHs € HeobXiAHWMM Harnsg 3a CTaHOM
cepueBO-CYAMHHOI CUCTEMU TaKMX MNAUIEHTIB LWOHaMMeHLWwe npoTdarom 24
roanH. bepyun fo yBarm Bucoke 3B'a3yBaHHS nepKaHigunniny 3 6inkamu, aianis
Moxe 6yTn HeedeKTMBHUM. lMauieEHTN 3 O4YiKyBaHOK MOMIpHOK abo TAXKKO
IHTOKCMKaUi€ MatoTb 6yTK nig Harnsa4oM B yMOBax iHTEHCMBHOI Tepanii.

Mo6iuHi peakuyii.

3rigHO 3  AaHMMKW  KAIHIYHKMX  gOoChigXeHb Ta  MiCAspeecTpauinHoro
3acToCcyBaHHs nNob6iIYHI  peakuii, €Ki 3ycTpiyanuca HawndacTiwe, - uUe
nepudepunyHi Habpsakn, ronoBHUM 6inb, NpUNINMBK, Taxikapaia i nocuneHe
cepuebuTTs.

Y HMXx4eHaBegeHin Tabnuui BkazaHo nNobiyvHi peakuii, Npo saKi nosigoMnsnocs
nig 4ac KNIHIYHUX AOCNIAXEeHb Ta MNiCASAPEECTPaLIMHOINO 3acTOCYyBaHHS
npenapaTty Yy KpaiHax CBiTy, Ta 4ns akux 6yB o06rpyHTOBaHWMM MNPUYMHHO-
HacnigKoOBMM 3B’430K i3 3aCTOCyBaHHAM npenapaTty. MNobivHi peakuii HaBeaeHo
3rigHo0 3 knacudikauieto MedDRA Ta 4acCcTOTOK BWUHMKHEHHS: AYXE 4acTo
(=21/10), vacto (=1/100 po <1/10), HeyacTo (=1/1000 po <1/100), piako
(=1/10000 pgo <1/1000), ayxe pigko (<1/10000), HeBigomMo (He Moxe 6yTu
BM3HA4YeHO 3 HasBHOI iHdopMaLii). Y KOXHIM rpyni BigNOBIAHO A0 4acToTH
BMHUKHEHHS peakLii 3a3Ha4YyeHO B NOPSAKY 3MEHLUIEHHS iX CEPNUO3HOCTI.

MedDRA YacTto HeuacTto Piako HeBigomo
Knacuadikaui
a
CUCTEM |
opraHiB
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3 6oky
iIMYHHOI
CUCTEMU

niaBuLLEHa
Yy T/IUBICTb

3 6oky
HEepBOBOI
CUCTEMMU

rOTI0OBHUMN
6inb

3anaMopoYeH
HS

COHJINBICTb,
HENPUTOMHIC
Tb

3 6oky
cepus

Taxikapgaid
I

nocuneHe
cepuebutT
q

CTeHoKapAis

3 6oky
CYAVHHOI
CUCTEMU

npmnnanBun

rinoTeH3isa

3 6oky
LUSTYHKOBO-
KWULLKOBOIrO
TPaKTy

aucnencis,
HYZOoTa,
6inb y
BEPXHin
YaCTUHI
XNBOTA

6ntoBaHHA,
hiapes

rineptpodis
acen?!,
MOMYTHIHHSA
nepuToHeanbH
oro ekcyaarty!

3 6oky
NneyviHkKKM Ta
>KXOBYOBUBIAH
UX WNaxiB

niagBULLEHHS
piBHSA
TpaHcaMiHa3
CUpOBATKM
KpoBil

3 6oky
WKipy Ta 1
NpuAaaTKiB

BMCMN,
ceepbix

BUCUMNMAHHA

Habpsk?!

3 6oky
OMOPHO-
pPYyX0BOI
cuctemum,
CMoNy4HoI
TKAHWUHWU i
KiCTOK

Mianriga

3 6oky
HUPOK i
Ce4yoBUBIOHU
X WNaXiB

noniypisa

nonakiypis

3aranbHi
NOpYLUEHHS
Ta peakuil y
Micui
BBeAEHHS

nepudepun
YHi
Habpsaku

acTeHiq,
nigBuLLEHA
BTOMJIIOBAHICT
b

6inb y
rpyasx

MNo6iuvHi peakuii 3i CMOHTAHHUX MOBIAOMAEHb NiA 4Yac nicnsApeecTpauiiHoro
3aCTOCYBaHHA Yy KpaiHax CBiTy.
JlepkaHignniH He BM/JIMBA€E HEraTMBHO Ha piBeHb LYKPY Y KpPOBi Ta piBeHb
niniais y cmpoBaTLUi KpPOBi.
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Y nnayebo-KOHTPONbOBAHUX KAIHIYHMX AOCAIAXKEHHAX nepudepuydHi Habpsikn
ctaHoBunun 0,9 % Ha doHi npunomy nepkaHignniny y go3si 10-20 mrta 0,83 %
npu npunoMi nnauyebo. s 4dactota gocsrana 2 % B 3aranbHi nonynsuii
AOCNIAXEHHS, BKAKOYaoYM A0BroTpmBani KiiHiuHi BUNpobyBaHHS.
3aCTOCYBaHHA [OedaKuX aurigponipnauvHie  MoXxe iHoai npu3BoaMTu A0
npekopaianbHoro 6ont0 abo cteHoKapaii, y BUHATKOBMX BUMNAaAKaX Y NAUIEHTIB
3i CTeHoOKapaielo Moxe 36inblWKnUTUCA 4YacToTa, TpuBaniCTb abo TAXKICTb
HanaAiB, MOXYTb BiA3HA4YaTUCS i30/1bOBaHI BUNaAKu iHpapKTy Miokapaa.

TepMiH NpnAaTHOCTI. 3 POKMW.

YMmoBu 36epiraHHsa. 36epiratu npu Temnepatypi He Buwe 30°C, B
OopuriHanbHIn ynakosui. 36epiratn B He4OCTYNHOMY ANS AiTeN Micui.

YnakoBKa.

Tabnetku, wo mictate 10 Mr nepkaHigmniny rigpoxnopuay.

14 abo 28, abo 56, abo 98 TabneTtok y 6nictepax y KapTOHHIN KOpobLi.
Tabnetku, wo mictate 20 Mr nepkaHigumniny rigpoxnopuay.

14 abo 28, abo 56, abo 98 TabneTok y 6nictepax y KapTOHHIN KOpobLUi.
KaTteropisa Bignycky. 3a peuenTom.

BupobHuk. PekopaaTi IHaacTpia XiMmika e ®apmacesTika C.n.A.

Micue3Haxoa)XeHH BUpO6HMKA Ta MOro agpeca Micusa nNpoBag>XeHHSA
AisnbHOCTI. Bia M. YisiTtani 1, 20148 MinaH, Itanis.

3aaBHUK. PekopaaTi AineHa Jita.

Micue3sHaxop)xeHHs 3aaBHUKA. PexiH3 IcT, PiHreckiagai, Ko. Kopk, Ipnanais.



