C AnTeka iHTepHeT uev

IHCTPYKLUIA

AN MeAMYHOro 3aCToCyBaHHSA J1IKapCbKOro 3acob6y

I30MNTUH? SR

(ISOPTIN? SR)

Cknap:
Aditoya peyoBuHa: Bepanaminy rigpoxmaopua;
1 Tabnetka MicTUTb Bepanaminy rigpoxnopuay 240 mr;

AOMOMDKHI ~ pe4oBMHM: Lenno3a MIiKpoKpUCTaniyHa, HaTpilo anbriHar,
NOBIAOH, MarHit0o CTeapaT, BoAa ou4ulleHa, rinpomenosa, Makporosn 400,
makporon 6000, Tanbk, TMTaHy giokena (E 171), xiHoniHoBui xoBTui (E 104)
+ iHgurotnH (E 132) (antomiHieBnnn nak E104 + E 132), Bick MOHTaHOBMUM
rNikonesumn.

Jlikapcbka cpopma. Tabnetkn NponNoHroBaHoI Aii.

OCHOBHIi  @i3nKo-xiMi4Hi ~ BJIACTMBOCTI: Tabnetku, BKPUTI MniBKOBOHO
060N10HKOI0, CBIT/I0-3€/IeHOr0 KO/bOpY, A0BracToi ¢popmu, 3 060x H60KiB MatoTb
nonepeyHi pucku; 3 og4HOro 60Ky — TUCHEHHS 3 ABOMa NOroTunaMm KomnaHii.

dapMmakoTepaneBTUYHa rpyna. CenekTmBHi 610KaTopun KasbLiEBUX KaHanis
3 NpAMUMKN epekTaMmn Ha cepue, noxigHi peHinankinamiHy. Kog ATX CO8D AO01.

dapMaKoIoridHi B/1acTNUBOCTI.
QapmakognHaMika.

Bepanamin 6nokye TpaHCcMeMbpaHHMIM NOTIK IOHIB KanbLito Y KapaioMiounTn Ta
KMNITUHW TrNnagkux M™’'sa3iB cyauH. BiH 6e3nocepeaHb0 3MeHWYeE noTpeby
MiOKapZa Y KWCHi 3a paxXyHOK BIJIMBY Ha €HepreTMyHo 3aTpaTHi npouecu
mMeTaboniamMy y KNiTMHaAxX Miokapga Ta HenpsSsMMM UYMHOM BMJIMBAE Ha
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3MEHLEeHHS MOCTHaBaHTaXeHHs. 3aBaskM 6/10KyBaHHIO KasnbUIiEBUX KaHasniB
KNITUH rNagkoi MycKynaTypu KOpOHapHMX apTepin NnpunamMe KpoBi 40 Miokapaa
MOCUNIOETLCSA, HaBiTb Y MOCTCTEHOTUYHUX AiINAHKAX, Ta YCYBAETbCH Crasm
KOpOHapHMX  apTepin. AHTUrinepteHsnBHa edEeKTUBHICTb Bepanaminy
3yMOBJ/IEHA 3MEHLUeHHsIM onopy nepudepunyHmnx cyamH 6e3 36inblueHHS
4YaCTOTU CEepUEBUX CKOPOYEHb AK pednieKTOpHOI Bignosiai. HebaxaHnx 3MiH
dizionoriyHnx BeMYMH TUCKY KPOBi He CrocTepiraeTbcsa. BepanaMin YnMHUTL
BMPaXeHy aHTUapUTMIYHY Aito, 0cobnmMBo Npu HaALWIYHOUYKOBIN apuTMii. BiH
3aTPUMYE NPOBEAEHHS IMNYNbCY B aTPIOBEHTPUKYNAPHOMY BY3/i, BHAcNigoK
4YOro, 3aneXHo Bi4 TUNY apwuTMii, BIAHOBMIOETbCSA CUHYCOBMK pUTM Ta/abo
4acToOTa CKOPOYEHb LWIYHOUKIB HOpPMani3yeTbCs. HopManbHUN piBEHb YacTOTKU
cepueBUX CKOpPOYEHb He 3MIHIOETbCS abo HE3HAYHOK MipOK 3HMXKYETbLCS.

®apMaKoKIiHETUKA.

Bepanaminy rigpoxnopua siBnsi€ cob60i paueMiyHy CyMill, WO CKafaeTbCs 3
PiBHMX 4YacTWUH R-eHaHTiOMepa Ta S-eHaHTioMepa. Bepanamin akTMBHO
MeTaboni3dyerbcs. HopBepanamin € ogHMM i3 12 meTaboniTis, WO BU3HAYaAOTbCA
y cedi, mae 10-20 % dapmMaKonoriyHoi akTUBHOCTI BepanaMminy Ta CTaHOBUTb
6 % BuBeneHoro rnpenapaTty. PiBHOBaXHi KOHUeEHTpauii HopBepanaminy Ta
BepanamMiny y nnas3Mi KpoBi € o0OAHAaKOBMMU. PiBHOBa)XXHa KOHUeEHTpauis
nocaraeTbcs yepes 3-4 aHi nicng 6aratopa3oBoro npuvmoMy npenapaty 1 pas
Ha noby.

Abcopbuis

binbwe 90 % Bepanaminy nicns nepopasbHOro NpUMMOMYy LWBUMAKO Ta Manxe
MOBHICTIO BCMOKTYETbCSA Yy TOHKiM kuuwui. CepegHa 6iogoCTynHicTb nicns
OAHOPA30BOro NpUMOMY Bepanaminy NposIOHroBaHOI Aii CTaHOBUTb NPUBAN3HO
33 %, WO TOSACHETbCS €eKCTeHCUMBHUM MeTabonisMoM npu neploMy
NPOXOAXKEHHI 4Yepe3 nediHky. biogoCTynHicTb 36iNbWYETbCA Y 2 pa3un nicng
6aratopa3oBoro Npuiomy.

Micna npunoMy Bepanaminy MNpPOSIOHrOBaHOI Ail MakCMMasibHa KOoHUeHTpauida
Bepanaminy y nnaasMi KpoBi A0CAraeTbCca yepes 4-5 roguH, HopBepanaminy -
yepes 5 roauH. NMpurom ixi He BnamBae Ha 6i0A0CTYNHICTL Bepanaminy.

Po3zniogin

Bepanamin LWKWPOKO po3NOAINSAETLCA B TKAHWHaxX oOpraHiamMy, y 340pOBUX
nobpoBonbuiB 06’eM po3noainy craHoBuTb Big 1,8 Ao 6,8 n/kr. 3B’A3yBaHHA
Bepanaminy 3 6isikamMu nnasmm ctaHoBuTb Npmban3Ho 90 %.

Metabonizm

Bepanamin akTMBHO MeTaboni3zyerbcsa. Y xoadi pocnigxeHb Metaboniamy in
vitro BCTaHOBNIEHO, WO BepanaMin MeTabonisyeTbCcs 3a 4ONOMOrol LMTOXPOMY
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P450 CYP3A4, CYP1A2, CYP2C8, CYP2C9 i CYP2C18. lNicnga nepopanbHOro
NpUNOMY 340pOBUMKU A0OPOBOLLSAMM YONOBIYOI CTaTi Bepanaminy rigpoxnopua
3a3HaBaB iIHTEHCMBHOro MeTtaboniamMy B nediHui 3 yTBOpeHHsM 12 meTaboniTis,
BinbWiCTb 3 AKX BMU3HA4anacsa B CAigoBuX KiibKoCcTax. OCHOBHI meTabonitn
6ynn BmaHaueHi Ak pi3Hi N- i O-geankinoBaHi npoaykTn Bepanaminy. Cepep
uMx MeTaboniTiB TiNbKW  HOpBepanaMin  UYMHWUTb GapMaKkosioriyHy Aito
(npubnunsHo 20 % noO4YaTKOBOI CNOAyKW), Wo 6yno BCTAHOBNEHO Yy XOAi
AocnigxeHb Ha cobakax.

BuBeneHHs

[Micns nepopanbHOro nNpuMoMy nepiog HaniBBUBEAEHHS CTaAHOBUTbL 3-7
roavH. bnmsbko 50 % BBeaeHOI A03M BUMBOAUTLCS HUPKAMKU MNpoTArom 24
roavH, 70 % - npotarom 5 gHiB. o 16 % [03u BUBOAUTLCS 3 deKkanismu.
bnunsbko 3-4 % npenapaTy, WO BUBOAUTLCSA HUPKAMKU, BUBOAUTBLCS Y
HEe3MiHEHOMY CTaHi. 3arajsbHuUK KJipeHC Bepanaminy Manxe Takun camui
BUCOKWIN, SK i NEeYiHKOBWUMW KPOBOTIK, i CTaHOBWUTb NpubnusHo 1 n/roa/kr
(aianasoH - 0,7-1,3 n/roa/kr).

OcobamBi rpynu nayieHTIB

Aditn. JaHi woao dapMakoKiHETMKKM Bepanaminy y aiten obmexeHi. [llicns
nepopanbHOro 3aCTOCyBaHHSA MnpenapaTy PiBHOBAXHi KOHUEHTpauil y niasmi
KPOBi TPOXM MeHLWi y AiTen NOpiBHSAHO 3 AOPOCINMMN.

lauieHTn NiTHbOro Biky. Bik MOXxe BNAmMBaTK Ha apMaKoOKIiHETUKY BepanaMiny
y NMauieHTiB 3 apTepianbHOIO rinepTeHsieto. MNepioa HaniBBUBeAEHHS MOXe ByTH
NOAOBXEHNN y navuieHTIiB NITHBLOrO BiKY. BcTaHoBeHO, o
aHTUrinepTeH3nBHUN edeKT BepanaMiny He 3anexuTb Bia BiKy.

lNayieHTv 3 HUPKOBOK HeAoCTaTHICTIO. NopyweHHs QYyHKUIT HUPOK He BMNIMBAE
Ha (¢apMakoKiHeTMKY Bepanaminy, Wo MpOAEMOHCTPOBAHO Yy  XOAi
MOPIBHANMBHUX  AOCNIAXEHb Yy MauieHTIB 3 HWUMPKOBOK HEAOCTaATHICTIO
TepMiHanbHOI cTagii Ta oci6 3 HOpMasbHOK (QYHKUIEW HUPOK. Bepanamin i
HOpBepanamis He BUAANATbLCA 3a AOMNOMOro reMoaianisy.

llayieHTn 3 NeyYiHKoBOK HegocTaTHicTro. lNepioa HaniBBMBEAEHHS 3POCTaE€ Yy
NauUiEHTIB 3 MOPYLIEHO (QYHKUIE NevyiHKN 3aBASKM HU3bKOMY KJlipeHCy Ta
BenmkoMy o6’eMy posnoginy.

KniHiuyHi XapaKTepucTuKm.

lNoka3aHHS.
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o« IwemiyHa xBopoba cepus, BKAK4YaK4M: CTabiNibHY CTeHOKapAito
HanMpy>XeHHA; HecTabinbHy cTeHoKapaito (nporpecytwda cTeHokKapais,
CTEHOKapAia CrnokKok); Ba30oCNacTU4YHY CTeHoKapaito (BapiaHTHa
CTeHoKapAis, cteHokapais NpuHuMeTana); NoCTiHpapKTHY CTeHOKapAito
y nauieHTiB 6e3 cepueBOi HeAOCTATHOCTI, $SKWO He noKa3aHi b-
aapeHobniokaTopu.

e AputMmii: napoKcu3MasbHa HaALTYHOYKOBaA Taxikapgisd,;
TPINOTiIHHA/MepexTiHHA nepeacepab 3i WBUAKOK aTpPiOBEHTPUKYNSIPHOLO
NPOBIAHICTIO (3@ BUMHATKOM cuHApoMy Bonbda - lNMapkiHcoHa — YaunTa
(WPW).

e ApTepianibHa rinepreHsis.

lMporunoka3saHHs.

o [inepuyyTnuBicTb 40 BepanaMiny abo Ao 6yab-gKOro iHWOro KOMMNOHEHTa
npenapary.

e KapaioreHHui Wok.

o ATpioBeHTpukynspHa 6nokaga II a6bo III ctyneHsa (KpiM nauieHTiB 3
(dYHKLIOHYOUMM LWITYYHUM BOAIEM pUTMY).

e CuHapoM cnabkocTti cumHycoBoro By3na (KpiM  nauieHTiB 3
DYHKUIOHYOYUM LUTYYHUM BOLIEM PUTMY).

o« CepueBa HeAOCTaATHICTb 3i 3HMXEHHAM dpakuii Buknay meHwe 35 %
Ta/abo TUCKOM 3aK/MHIOBAHHSA nereHeBoi aptepii Buwe 20 MM pT. CT.
(KpiMm BMMaAKiB, KOMW Ui CTaHW BTOPWHHI LWOAO HAALAYHOYKOBOI
Taxikapaii, aKka niaaaeTbcsa Tepanii BepanaMinom).

e Qibpunauis/TpinoTiHHA nepeacepab NPUM HASABHOCTI  A0AATKOBUX
nposigHnx wnaxie (Hanpuknaa, WPW-cuHapoMm Ta LGL-cuHgpom). Y
TaKUX MauUi€eHTIB NMpW 3acTOCyBaHHI BepanaMiny rigpoxnopuay € pusunk
PO3BUTKY  WJAYHOYKOBOI  TaxiapuTMil, BKJ/OYa4M  WIYHOYKOBY
dibpunsuito.

e 3acTtocyBaHHA y kKoMbiHauii 3 iBabpaanHoMm (amB. «B3aemoais 3 iHWKMMMK
NiKapCbKMMM 3acobaMu Ta iHLWI BUAWN B3aEMOAIN>»).

« Mig yac nikyBaHHA I3onTMHOME SR He 3aCTOCOBYBATM O4HOYACHO
BHYTPILUHbOBEHHO
B-aapeHobniokaTtopu (3a BUHATKOM iIHTEHCUMBHOI Tepanii).

B3aemMogpgis 3 iHLWWMMMU J1iIKapCbKMMM 3acobamu Ta iHLWIi BuAN B3aEMOZIN.

JocnipxxeHHa MeTaboniaMy Bepanaminy rigpoxnopuay in vitro nokasanau, LWo
BiH MeTabonizyerbca uutoxpomoMm P450 CYP3A4, CYP1A2, CYP2CS8, CYP2C9
Ta CYP2C18. Bepanamin € iHri6itopom depmeHTiB CYP3A4 Ta P-rnikonpoTeiHis
(P-gp). Mosigomndanocs npo KMiHIYHO Ba>/IUBI B3aeMoail 3
iHri6iTopamn CYP3A4, wo cynpoBOAXKXYyBanucs niaBULEHHAM piBHS Bepanaminy
y nna3mi Kposi, Todi Ak iHAYKTOpU CYP3A4 cCnpuumHANM 3HUXKEHHS piBHA
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Bepanaminy rigpoxnaopuay Yy nnasmi KpoBi, TOMYy HeobxiAHO npoBOAUTU
MOHITOPUHI LWOAO B3A€EMOAil 3 iHWKMMKM NikapcbknMm 3acobamu. CyMicHe
3aCTOCYBaHHS Bepanaminy Ta npenaparis, AKI B OCHOBHOMY
meTabonizytoTecss CYP3A4 abo € cybctpatom P-gp moxe 6yTm noB’si3aHo 3
NiABUIWEHHSAM KOHUEHTpaui npenapaTtie, wWo Moxe 36inbwyBatn abo
NOAOBXYBATW $SIK TepaneBTU4Hi, TaK i HecnpusatTamei edekTUn CynyTHbOro
npenapary.

MoTeHUiNHI B3aeModaii, NoB'a3aHi 3 dapMaKOKiHETUKOIO

lMpa3o3umH: NigBuUWeHHSA Cmax Npa3o3nHy (~40 %) 6e3 BnAMBY Ha nepiog
HaniBBUBeAEeHHS. ADUTUBHUN MNOTEH3NBHUN edekT.

Tepazo3uH: nigsnweHHs AUC (~24 %) Ta Cmax(~25 %) Tepa3o3unHy.
AONTUBHUN FNOTEH3UBHUN edeKT.

XiHignH: 3MEeHWeEeHHSN KNipeHcy XiHignHy (~35 %) npun nepopasibHOMY MPUINOMI.
MOXXNMBUN PO3BUTOK apTepiasibHOI FiNOTeH3ii, a Y NauieHTiB 3 rinepTpodiyHo0
O6CTPYKTMBHOW KapaioMionaTielo — Habpsik nereHis.

GnekaiHig: MiHiManbHUM BNJIMB Ha KNipeHC dnekaiHigay y nnasmi kposi (<~10
%); He BNAMBAE Ha K/ipeHC BepanaMminy y nnasmi Kposi (AvB. po3ain
«0Ocob6MBOCTI 3aCTOCYyBaHHS»).

TeoiniH: 3HNKEHHS OpasibHOrO Ta CUCTEMHOIO KnipeHcy npnbnmnsHo Ha 20 %,
Yy KypuiB — Ha 11 %.

Kapb6bamaszeniH: nigeuweHHa AUC kapbamaszeniHy (~46 %) y nauieHTiB 3
pedpakTepHO NapuiasbHO eninencietn; NiaBMWEHHS piBHIB KapbaMa3seniHy,
WO MOXe BUKAMKATM nobivHi edekTn kapbamaseniHy, Taki K Aunnonis,
roNnoBHMIN 6inb, aTakcia abo 3anamMopoYeHHs.

@DEHITOIH! 3HUXEHHSA KOHUEeHTpauii BepanaMiny y niaasMi Kposi.

Iminpamin: 36inbweHHa AUC (~15 %) iminpamiHy 6e€3 BN/IMBY Ha aKTUBHWU
MeTaboniT AesmnpamiH.

nibypua: nignweHHs Cmax rnibypuay npmnbnusHo Ha 28 %, AUC - Ha 26 %.
KosnxiymH: 36inbweHHa AUC (npubnnsHo y 2 pa3n) Ta Cmax (NpnbnmsHo y 1,3
pasa) KoONAXiuMHy. PeKOMeHAYETbCA  3MEeHWWUTU  A03y KonxiuumHy  (aus..

IHCTPYKLitO AN MEANYHOrO 3aCTOCYBaHHS KONXILUHY).

KnaputpomiymH, eputpoMiynH, TEAITPOMILUMH: MOXINBE NiABULLEHHSA PIBHIB
Bepanaminy.
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PucamniymH: MOXIMUBE 3HUMXEHHS TiNOTEeH3MBHOro edekTy. 3HumxkeHHa AUC
(~97 %), Cmax (~94 %) i 6iog0CTYNHOCTI nNicnsg nepopasibHOro 3acCToCyBaHHS
(~92 %) Bepanaminy.

Jokcopy6iynH: Nnpn ogHOYAaCHOMY 3aCTOCyBaHHI AoKcopybiunHy Ta Bepanaminy
(nepopanbHo) niaBuwyetTbca AUC (~104 %) Ta Cmax (~61 %) aokcopybiunny
Yy XBOpUX 3 APiOHOKMITUHHMM paKoM JiereHis.

®eHobapbitan NiaABULLYE OpanbHUI KNipeHC BepanaMiny y 5 pasis.
bycriipoH: 36inbweHHa AUC Ta Cmax 6ycnipoHyy 3,4 pa3sa.
Migazonam: 36inbwerHHs AUC migazonamy y 3 pa3sm Ta Cmax — Y 2 pa3mu.

Metonponosn: 36inbweHHa AUC (~32,5 %) Ta Cmax (~41 %) MmeTonponony y
nauieHTiB 3i cTeHokapaieto (amB. po3ain «OcobnAnMBOCTi 3aCTOCYBaHHSA»).

lporipaHososn: 36inbweHHa AUC (~65 %) Ta Cmax (~94 %) nponpaHonony y
nauieHTiB 3i cTeHoKapaieto (aAns. po3ain «OcobnmMBOCTi 3aCTOCYBaHHS»).

ANrokcuH: y 340pOBUX nobposonbUiB 36inbweHHS Cmax (~44 %),
C12n(~53 %), Css (~44 %) i AUC (~50 %) anrokcuHy. PekoMeHAYETbCS
3MEHWMUTN 403y  AUFOKCUMHY  (AuB. Takox  posain  «OcobnumeocTi
3aCTOCYBaAHHSA»).

ANriToKcuH: 3MeHLEeHHS 3arasibHOro KAipeHcy AuritTokcunHy (~27 %) Ta
eKCTpapeHanbHOro KnipeHcy (~29 %).

UnmetuanH: 36inbwyerbca AUC R-Bepanaminy (~25 %) Ta S-Bepanaminy
(~40 %) 3 BigNOBIAHWUM 3HMXEHHAM KNipeHCYy R- Ta S-Bepanaminy.

UnknocriopnH: 36inbweHHs AUC, Cmax, Css UMKIOCNOPUHY MpUBANM3HO Ha
45 %.

Eseposiimyc: 36inbweHHs AUC (npnbnusHo y 3,5 pasza) Ta Cmax (Npnban3HO y
2,3 pasa) eseposniimycy. 36inbweHHs Cirough BEpanaminy (npmbnusHo y 2,3
pasza). Moxe 6yTm HeobXxiAHMM TO4YHEe BU3HaAYEeHHS  KOHUEeHTpauii
Ta KOpeKLUid 403K eBeposiMycy.

Cuposnimyc: 36inbweHHsa AUC (npnbnmsHo y 2,2 pasa)
cuponimycy, 36inbweHHs AUC (npmbnusHo y 1,5 pasa) S-sepanaminy. Moxe
6yTH NOTPIOHNM BM3HAUYEHHSA KOHUEHTpauin Ta KOpeKLUis 403U CUPOSiMyCy.

Takposimyc: moxnuee 36iNblEHHSA PiBHA LUbOro npenapaTy y njaa3Mmi KpoBsi.

J1inigo3HvxyBasibHi 3acobu [iHri6iTopn 'MIr-KoA-peaykrasun
(ctatnHm)]: nikyBaHHa  iHri6itTopamm  TMIM-KoA-pepyktasm  (Hanpuknag,
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CMMBACTATUH, aTopBacCTaTWH, NOBACTaTWUH) ANS NAUIEHTIB, SKi NpuAMMatoTb
Bepanamin, cnig po3no4ynmHaTU 3 HAMHMXKXYUX MOXIIMBUX [03 Ta MOCTYMNOBO iX
36inbwyBaTM. SAKWO MauUieHTY, SKUA BXe npuuMmae iHriéitop MIM-KoA-
peaykTasn, HeobxigHe npu3HavyeHHs Bepanaminy, cnig BpaxyBaTtu HeobxigHe
3HUXEHHS A03U CTaTuHIB i NigibpaTtn A03yBaHHSA BiAMOBIAHO A0 KOHLUEHTpauii
XONeCTePUHY Yy nna3mi KpoBi.

ATOpBacTaTtuH: MOXnunee nigBULLEHHSA piBHA
aTopBacTaTuHy. ATopsacTtaTtuH 36inbwye AUC Bepanaminy npnbnmsHo Ha 43
%.

JloBactatnH: MOXnBe nNiaBULLEHHSA PpiBHSA foBacTaTuHy. 36inbweHHs AUC
(~63 %) i Cmax (~32 %) Bepanaminy.

CumacratmH: 36inbwenHs AUC cumBactatmHy npubnusHo y 2,6 pasa,
Cmax CMMBacCTaTUHY - y 4,6 pasa.

@nyBactaTuH, rnpaBacratmH Ta  poO3yBacTaTuH He MeTabonisyrTbCa
umToxpomoM CYP3A4 Ta MatoTb MEHLUY MMOBIPHICTb B3aeEMoAii 3 BepanaMisioMm.

AnmotpuntaH: 36inbweHHs AUC (~20 %) i Cmax (~24 %) anMOTpunTaHy.

Cynb@iHMipa3oH: NiagBULLEHHS OpanbHOro KipeHcy Bepanaminy (NpnbnmsHo y
3 pasun), 3MeHWweHHs biogocTynHocTi - Ha 60 %. Moxe cnocTepiratucs
3HMXKEHHS FiNOTEH3MBHOIO edeKTy.

HabiratpaH: Bepanamin y ¢opmMi Tabnetok nponoHroBaHoi Aii 36inbwye
Cmax (4090 %) Ta AUC (o 70 %) pabiratpaHy. MigBUWYETbCA PU3KNK
KpoBoTeui. [lpy OAHOYACHOMY 3aCTOCYBaHHiIi 3 nepopasibHUM BepanamMisiom
MoXe 6yTu noTpibHMM 3MeHweHHA Ao3u aabiraTtpaHy (AMB. IHCTpPyKLUitO And
MeaMYHOro 3acToCyBaHHA AabiraTpaHy WoAo pekoMeHaauin 3 403YBaHHS).

IHWi nepopanbHi aHTUKoarynsaHTn npamoi aii (MAMAQ):

MiaBuweHa abcopbuisa MAMNA, ockinbkn BOoHW € cybcTpaTtamm P-gp, a Takox,
SIKLO 3aCTOCOBHO, 3HMXeHe BmBeaeHHs MAMA, aki metabonizyotbca CYP3A4,
MOXYTb NMpu3BecTu A0 36inblleHHs cucteMHoi biogoctynHocTi MAMA.

Jesaki pgaHi palTb 3MOry npunyctuTM MOXJIMBICTb  36iNbLUEHHSA PU3KUKY
KpoBOTeui, 0co6/IMBO Yy NaUi€HTIB 3 A0AATKOBMMK (hakTopaMm pusuky. Moxe
6yTM noTpibHe 3MeHweHHs ao3wm (AN npu 3acToCyBaHHi 3 NepopasibHUM
BepanaminoM (AMB. (HCTPYKUilO A9 MeAMYHOro 3acToCyBaHHS  WOAO0
aosysaHHg MAMA).
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IBabpaaunH: ogHo4YacHe 3acTOCyBaHHSA 3 iBabpagMHOM nNpoTUnoKasaHe 4yepes
A0AATKOBUIN eeKT 3HMXKEHHS YacToTK cepLebuTTa Bepanamifiom woao edekTy
iBabpaanHy (auB. po3ain «MpoTrUnoKasaHHa»).

peningpytoBuii cik: 36inbwyetbcs AUC R-Bepanaminy (~49 %) T1a S-
Bepanaminy (~37 %), 36inbwyetbcad Cmax R-Bepanaminy (~75 %) Ta S-
Bepanaminy (~51 %) 6e3 3MiHM nepiogy HaniBBMBEAEHHS Ta HWUPKOBOrO
KnipeHcy. Cnig YHMKATU BXUBAHHSA rpenndpyTOBOro COKy 3 BeparnaMinom.

3Bipobiut npogipsiieHni: 3meHwyeTbcss AUC R-Bepanaminy (~78 %) Ta S-
Bepanaminy (~80 %) 3 BiaANoOBIAHNM 3HMXKEHHAM Cmax.

IHWi B3aemMoaii

lMpotusipycHi (BL/1) 3acobu: yepes 34aTHICTb AESKUX NPOTUBIPYCHMX 3acobiB,
TakKUX $SK PpUTOHaBIp, MpuUrHiyyesatu MeTabonisaM nnasmMoBi KOHUeHTpauii
BepanaMminy MoxyTb 3pocTaTun. MNpusHayaTn 3 0b6epexHicTio. MoxXe BUHUKHYTU
HeOobXiAHICTb Y 3HMXXEHHI 403K BepanaMiny.

JliTivi: nosBigoMnanocsa nNpo  NiABUWEHY  HEWPOTOKCUYHICTb  NiTito  npu
OAHOYaCHOMY 3aCTOCYBaHHI BepanaMiny rigpoxnopuay Ta niTito 3 NiABULLEHHAM
piBHIB NiTito Y nna3Mi kposi abo 6e3 Takoro. OgHaK y Naui€HTIB, SKi NOCTINHO
npunMann oOAHAKOBY [A03Yy AiTilO nepopanbHO, AOAaBaHHS Bepanaminy
rigpoxnopuay npu3BOAUIIO A0 3HUMXEHHSA PpIiBHIB NiTiKO Yy Mja3Mi KpoBi.
MauieHTn, Wo oTpuMytoTb 0bmnaBa nikapcbki 3acobu, NOBMHHI NepebyBaTn nig
peTenibHUM HarnsaaoMm.

Hervipom’sizoBi 6s710katopy: KNiHIYHI AaHi Ta AOCNIAXEHHS Ha TBapuHax
cBigyaTb, WO Bepanaminy rigpoxnopua MoXe MOoTeHUiloBaTU aKTUBHICTb
HenpoM’'a30BuX 6nokaTtopiB (KypapenoaibHux Ta aenonsapusytoumx). Moxe
BUHUKHYTN HEObXiQHICTb Y 3HMXXEHHI A03M BepanaMiny rigpoxnopuay ta/abo
A031 HenpoMm’'azoBoro 6okaTopa NpuM 04HOYACHOMY X 3aCTOCYBaHHI.

AuetusicaniynsiioBa KMcoTa: nigBuleHa MOXJ/IMBICTb KpOBOTeui.
EtaHon (ankorosib): NiaoBULEHHSA PiBHA eTaHONy Y nna3Mi Kposi.

AHTUrINEPTEH3UBHI  3acobu,  AiypeTuky, Ba3oaAmMiIaTatopu:  TMOCUNEHHS
riNnOTEH3MBHOro edekTy.

Oco6/1MBOCTIi 3aCTOCYBaHHS.

[ocTpuit iHbapKT Miokapaa
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MpenapaT cnig 3acTtocoByBaTh 3 06E€peXHICTIO NaLi€EHTaM 3 FOCTPUM iHAPKTOM
MioKkapaa, YCKnagHeHuM  bpagukapai€elo, BUpaXKeHoKw  apTepianibHOK
rinoTeHsieo abo AncdyHKUIE NiBOro WayHO4YKa.

CepueBa 6si0kaga/ aTtpioBeHTpuKyaspHa 6nokapa I cryneHs/ 6paavkapais/
acucronis

Bepanaminy rigpoxnopwuj BMNJINBAE Ha aTPIOBEHTPUKYNSAPHUI Ta
CUHOATpiaNbHMIM BY3/M Ta NPOJSIOHIYE Yac aTpPiOBEHTPUKYISPHOI NPOBiIAHOCTI.
3acTocoByBaTh 3 0OEpPEXHICTIO, Yepe3 Te WO PO3BUTOK aTPiOBEHTPUKYNSPHOI
6nokagn II um III cTtyneHs (WO € NpoTUNOKasaHHSAM) abo OAHOMYYKOBOI,
ABOMYYKOBOI UM TpunydykoBoi 6nokagn HiXXKKM Tica noTpebye BigMiHM
HaCTyNHUX A03 BepanaMiny rigpoxsopuay Ta npmsHadeHH4 BignosigHol Tepanii
B pa3i noTpebu.

Bepanaminy rigpoxsopua BN/IMBAE Ha aTPIOBEHTPUKYAPHUN Ta
CMHOATpiaNnbHUA BY3NM Ta AYyXe PpiAKO MOXe CrpOBOKYBATU BUHUKHEHHS
aTpioBeHTpukynsapHoi 6nokagn II abo III cTtyneHsa, Opaaukapgito Ta
HaA3BMYaMHO piAKO — acucTonito. Binblw iMOBIpHO, WO Taki cMMNTOMU ByayTb
cnocTepiratmca y nauieHTiB i3 CMHAPOMOM CnabKoCTi CMHYCOBOro By3na
(cnmHoaTpianbHa By3noBa xBopoba), KU 4YacTiwe 3yCTPIiYaETbCS Y NaLiEHTIB
NITHLOrO BiKY.

AcucCTonisa y Naui€eHTIB, SKi HE MalTb CMHAPOMY CNabKoCTi CMHYCOBOIro By3na,
3a3BMYan KopoTkoTpmBana (Kinbka cekyHa abo MeHwe), 3i CNOHTaHHUM
NOBEPHEHHSIM [0 aTpiOBEeHTPUKYNSPHOro By3/10BOoro abo HOpManbHOro
CMHYCOBOro puUTMYy. SKLWO Ue SBMULLEe He LWBUAKOMAMHHE, CNif HeramHo
po3noyaTtu BignosiaHy Tepanito (aAnB. po3ain «lMobivHi peakuii»).

AHTHMApUTMIYHI 3acobu, b-agpeHobnokatopu

B3aeMHe MOCUNEHHSA KapAioBacKynsapHMX edekTiB (nigBUWeEHHSA
CTYMeHs aTPioBEHTPUKYNSAPHOI 610KaaN, 3HAYHE 3HUMXKEHHS YaCcToOTU CcepueBux
CKOpOYeHb, NosiBa cepueBol HEAOCTAaTHOCTI, 3HAUYHE 3HMXXEHHSA apTepiasbHOro
TUCKYy). AcuMmnToMaTmyHa  6paaukapaia (36 ya/xB) 3 6baykawoumm
nepeacepaHUM BOAIEM PUTMY CrocTepiranaca y MauieHTiB, AKi OTpMMyBanum
CYMyTHIO Tepanito OYHUMKN Kpannsamu 3 TumonosioM (b-agpeHobnokaTtop) Ha Thi
NiKyBaHHSA BepanaMiny rigpoxaopuaomM.

AWNrokcuH

NMpn ooHOYaACHOMY 3aCTOCyBaHHI Bepanaminy 3 AUFOKCUMHOM CJliJ 3MEHLUTU
003y ANTOKCUHY (AUB. po3ain «B3aemopia 3 iHWMMK nikapcbknMK 3acobamu Ta
iHWIi BUWAW B3aEMOAIN>»).

CepueBa HEAOCTATHICTb
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Mepen noyaTKoM NiKyBaHHS BepanamisioM HeobXigHO KOMMeHCyBaTu cepueBy
HeAOCTaTHICTb Y NAUIEHTIB i3 dpakuieto Bukuay 6inbwe Hixx 35 % Ta agekBaTHO
KOHTPOJ1IOBATN NPOTArOM YyCbOro rnepiogy NikyBaHHA.

IHri6itopmn 'MIr-KoA-peaykrasun (CTaTuHK)

One. po3ain «B3aemogia 3 iHWWMMW NiKapCcbKMMKU 3acobaMu Ta iHWI BUAK
B3aEMOAIN».

MopyLleHHa HeEPBOBO-M'A30B0OI NPOBiAHOCTI

Bepanaminy rigpoxnopug cnig 3actocoByBaTh 3 06epexHiCTio Npu HasiBHOCTI
XBOopob6 3 MNOpYyLEeHHsSMM HepBOBO-M'A30BOI  MPOBIAHOCTI  (MiacTeHis
(myasthenia gravis), cuHapom JlambepTta - ITOHa, nporpecyt4ya M’'sg30Ba
anctpodia [oweHa).

HupkoBa HEAOCTAaTHICTb

Xouya AaHi niaTBepAXXEeHUX NOPIBHANbHUX AOCNIAXEHb MoKasasnu, Wo HUPKOBa
HeAOCTaTHICTb He BNAMBAE Ha (apMaKOKiHETUKY BepanaMiny y mnauieHTiB i3
TepMiHaNbHOK CTaAi€l0 HUPKOBOI HeAOCTaTHOCTI, 6yno Kinbka MoBigOMNEHD,
aKi cBigyaTb Npo Te, WO nauieHTaM i3 HWPKOBOK HeAOoCTaTHICTIO cnif
3aCToCOBYBaTM BepanaMmisi 3 o0b6epexHIiCTIo Ta nia peTenbHMM HarnsaoM.
Bepanamin He BUBOAUTBLCA 3a AOMOMOIroK remogianisy.

[MlediHKOBA HEAOCTATHICTb

MauieHTaM 3i 3HAYHMM MoOpyLWeHHAM QYHKUIT NediHKKM cnig 3acTocoByBaTwU
Bepanamin 3 obepexHicTio (amB. po3a4in «Cnocié 3acTocyBaHHSA Ta A403U»).

3acrocyBaHHS y nepiog BaritHoCTi abo rogyBaHHS rpyaato.

YiTki Ta pobpe BMBYUEHi AaHi 3acTOCyBaHHSA npenapaTy BariTHUM >XiHKaM
BiACYTHi. JocCnigXeHHA Ha TBapuvHax He BUSABWIM nNpaMoro abo HenpsiMoro
LWKiAMBOro BMNJIMBY CTOCOBHO PEnpOAYKTUBHOI TOKCUYHOCTI. OCKiNIbKW AaHi,
OTPUMaHIi B pe3ynbTaTi penpoayKTUBHUX AOC/IAKEHb HA TBApUHAX, HE 3aBXAu
MOXXHa €eKCTpanosiloBaTU Ha NOAMHY, nNpenapaT C/if 3acTocoByBaTu NiAg 4ac
BAriTHOCTI TiNbKW B pa3si HarasabHOI NoTpebu.

BepanaMin NpoHMKaE yepes nnaueHTy Ta BU3HAUYAETLCSA Y NYMNOBUHHI KPOBI.

Bepanamin Ta noro Metabonitv NpoHNKaKTb Yy rpyaHe Monoko. O6MexeHi aaHi
LLIOAO NepopasibHOro 3aCTOCYBaHHSA Y JIIOAUMHM CBig4YaTb, WO A03a Bepanaminy,
sika nonaja€ B OpraHiaM HoBoOHapoa)XeHoro, € Hulbkow (0,1-1 % posw,
NPUNHATOI MaTipt0), TOMY 3aCTOCYBaHHsS Bepanaminly MOXAMBO CyMiwatu 3
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roayBaHHAM rpyaalo, ane pu3nk Ansi HOBOHaPOAXKEHUX He MOXHA BUKITIOUUTH.
3Ba)karoum Ha pPU3NK NOSIBU CEPMO3HUX NOBIYHUX peaKuih y HOBOHapPOOXKEHUX,
SKMX roAylTb rpyaaro, Bepanamin y nepiog rogyBaHHS rpyagrd MOXHa
3aCTOCOBYBATU TiSIbKM Yy pa3si HaranbHoi NoTpebun ansa matepi.

34aTHICTb BNIMBATU Ha WBUAKICTb peakLuii Mpn KepyBaHHI aBTOTPaHCMOPTOM
abo iHWKNMKM MexaHi3MaMu.

Yepe3 aHTuUrinepTeH3MBHUN edeKT BepanaMiny riapoxsaopuay, 3anexHo Bia
iHOMBIAYyanbHOI peakuii, 34aTHICTb KepyBaTW TpaHCNOpTHMMKU 3acobamuy,
npauoBaTh 3 MexaHizMaMm abo npautoBaTn B HebesneyHmnx ymosax Moxe 6yTu
nopyweHa, ocobnmeo y no4daTtkoBin da3i NikyBaHHS, Npu NiABULLEHHI A03M,
Npy 3MiHi riNOTEH3MBHOrO npenapaTty, a TakoX Mpuv OAHOYACHOMY MPUMNOMI
npenapaTty 3 ankorosneMm. Bepanamin mMoxe nigBuWyBaTW piBEHb aNKOros B
naa3Mi KpoBi Ta YMNOBISIbHIOBATU MO0 BMBEAEHHS, TOMY Aisl anNKOrosito MoXe
niacuaoBaTUCA.

Cnocib 3acrocyBaHHSsI Ta [4O3M.

Jo3n nigbupatoTb iHAMBIAYyanbHO ANS  KOXHOMO AOPOCAOro nauieHTa.
[loBroTpmBanui KniHiYHWIM AOCBIA NOKA3YyeE, WO cepeaHs aoboBa fo3a npu BCiX
nokasaHHaX cTtaHoBuna Big 240 go 360 Mr Ha poby. lMpu foBroTpmBasoMy
3aCTOCYBaHHI npenapaTy cepefHs AoboBa Ao3a He Ma€ nepesunwysatn 480 mr,
MOX/IMBE NnLle KOpoTKoYacHe nigsuweHHs ao3n. MNpenapaT cnig npumiMmaTy He
PO3CMOKTYKOUM Ta He pPO3XOBYHUM, 3 [OCTATHbOK KiNbKICTIO piaAnNHU
(Hanpuknan 1 cknssHKa BOAM, B XOAHOMY BMNaAKy He rpenndpyToBUN CiK),
Kpalwle 3a Bce nig 4ac abo oppasy nicnsa ian.Tabnetka AiNUTbCS, i MOXHa
3acTocoByBaTM  MNOJIOBMHHY  Ao3y 6e3  3MiHM  dapMakoOKiHETUYHUX
BNaCTUBOCTEMN.

IiwemiyHa xBopoba cepus

PekomeHnoBaHa fgo3a - y Mexax 240-480 mr Ha poby, po3gineHmx Ha 2
npuiiomn: 0,5-1 Tabnetka IsonTMHY® SR ABivi Ha AeHb. IsonTMH® SR cnig
3aCTOCOBYBaATWU, KOMU HMXYi 403N He aatoTb baxkaHoro pesynbTaTy.

ApTepiasibHa rinepreH3is

PekomeHznoBaHa po3a - y Mexax 240-480 mr Ha pnoby, po3gineHa Ha 2
npuiiomn. Hanpuknaa: 1 tabnetka I3onTnHY® SR oaMH pa3s Ha AeHb BpaHLUi
(exkBiBaneHTHO 240 Mr Bepanaminy rigpoxnopuay Ha noby). Skwo Bignosiab
He3agoBinbHa, pogatm uwe 0,5-1 Tabnetky I3onTMHY® SR BBeuepi
(ekBiBaneHTHO 360-480 Mr Bepanaminy rigpoxnopuay Ha goby).
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lMapokcn3amanbHa  HaAgLWJ/lyHOYKOBa  TaxikapAisi,  TPIrnoTiHHS/MEPEXTiIHHS
nepeacepas

PekoMeHaoBaHa go3a — y mexax 240-480 Mr Ha aoby, po3aineHa Ha 2
NPUAOMMU:

0,5-1 Tabnetka IzonTnuHY® SR ABiYi Ha AeHb. I3onTUH® SR cnif
3aCTOCOBYBATU, KOJIM HMXYi L0O3M HE NMPpU3BOAATL A0 3a40BifIbHOI BiAMOBIAI.

lMopyLweHHs1 pyHKUIiI HUPOK

JocTynHi aaHi HaBeaeHi B po3aini «OcobnmnBoOCTi 3acToCyBaHHS». MNauUieHTaM 3
HUPKOBOK HeAOCTATHICTIO BepanamMiny rigpoxsopua cnig 3acrtocoByBaTtv 3
obepexHicTio Ta nig peTenibHUM HarnsaoM.

lMopyLweHHs1 pyHKUIT nevyiHku

Y XBOpux 3 06MexeHOo (YHKLIED NeYiHKW, 3anexHOo Big CTyneHsa TSXKOCTI,
Aig  Bepanaminy rigpoxsopuay MNOCUNKOETbCA Ta MNOAOBXYETbLCA 4epes
YNOBiNIbHEHHS po3Mnagy Jfikapcbkoro 3acoby. ToMy B TakKux Bunagkax
AO03YBaHHSA CNig BCTaHOBOBATM 3 0COBMBOIO 06epexHICTIO Ta pO3NOYNHATKU 3
Manumx Ao3 (Hanpuknaa, cnoyaTtky 2-3 pa3su Ha goby no 40 mr (y BignosiAHOMY
[l03yBaHHi, Hanpuknag Tabnetkn IsontMH® no 40 wmr), signosigHo 80-120 mr
Ha Aoby), amB. «OcobnNnBOCTI 3aCTOCYBaHHSA».

He 3acTocoByBaTK npenapaT y NOMOXEHHI siexauu.

Bepanaminy rigpoxnopua He MOXHa nNpu3HavyaTu NpoTaroM 7 AHIB nicns
iHpapKTy Miokapaa.

MMicna TpmBanoi Tepanii npenapaT cnig BIiAMIHUTU, MOCTYMOBO 3HMXYOUYM 403Y.

TpuBanictb NiKkyBaHHA BM3HAYaAETbCA NiKapeM iHAMBIAYaNbHO Ta 3aJieXuTb Bia
CTaHy nauieHTa i nepebiry 3axBoptoBaHHS.

itn.

[aHux nNpo 3acTtocyBaHHSA npenapaTty I3onTMH® SR aiTaM HeMae.

lMepepgo3yBaHHSA.

CumnTommn: apTepianbHa rinoTeHsis, 6bpagukapais A0 aTpiOBEHTPUKYNSPHOI
6bnokagnm BMCOKOrO CTyneHs Ta 3YNMWHKUM CUMHYCOBOIMO BYy3na, rinepriikemis,
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cTtynop Ta MeTaboniyHun aumpos. Cnocrepirannca cMmepTenbHi BUMNaaku B
pe3ynbTaTi Nnepeao3yBaHHS.

JlikyBaHHs1  nnepefol3yBaHHsl  Bepariamizly  rigpoxsaopugy noBuHHO  ByTu
FOZIOBHUM 4YMHOM MIiATPUMYKOYMM Ta I(HAMBIAYanbHUM. beTa-agpeHepriyHa
CcTUMynsuia Ta/abo BHYTpiLWHbOBEHHE BBEeAEHHS npenapaTiB KanbLito (KanbLito
xnopua) edpeKTUBHO 3aCTOCOBYHTbCS ANs YCYHEHHS CUMMMATOMIB HAaBMWUCHOrO
nepenosyBaHHA NpuU nepopasibHOMY 3aCTOCYBaHHI BepanaMiny rigpoxmaopuay.

Y pa3si 3HauyHoI apTepianbHOI rinoTeH3ii abo aTpioBeHTpUKYNsapHOi 6nokaan
BMCOKOro CTyneHs HeobxigHO 3acTtocoByBaTW 3acobu, WO nigBULLYHOTb
apTepianbHMM  TUCK  (CYAMHO3BYXYBasbHi), abo  KapaiocTuMynsatopwu
BianosiagHo. [lpn acuctonii ogHOYaCHO i3 3BMYAMHUMKM 3axodamum cnig
3acTtocyBaTtu 6eTa-agpeHepriyHy cTuMmynsaudito (Hanpuknag isonpoTtepeHony
rigpoxnopwua), iHWi BasonpecopHi 3acobm abo cepueBo-nereHeBy peaHimauito.

Yepe3 MOXNMBE yNoBilbHEHE BCMOKTYBaHHA TabneToKk NposIOHroBaHOI Aii
nauieHTaM pekoMeHAOBaHa rocniTanisaudia Ta nepebyBaHHA nig Harns4om
nikapsa ynpogosx 48 roavH. Bepanaminy rigpoxnopua He BMBOAUTLCA 3a
AOoMoMoror remogaianisy.

Mo6iyHi peakKuii.

Mpo Hu4e3asHadeHi nobiyHi peakuii NOBIAOMNANOCS Y XOAi KAIHIYHUX
AOCNigXeHb, Nig Yac NOCTMApPKETUHIOBOro 3aCTOCyBaHHS BepanaMiny abo nia
yac IV da3u KniHiYHnx BunpobyBaHsb.

[Ns KOXHOI cucTtemMun opraHiB nobiuHi peakuii KNacndikyoTbCs 3a1eXHO Bia
4aCTOTU BMWHUKHEHHSA: Ayxe 4acto (=1/10), uvacto (=1/100 mgo <1/10),
HevacTo (=1/1000 go <1/100), piako (=1/10000 po <1/1000), ayxe piako
(<1/10000), HeBigOMO (Y4aCTOTy He MOXHa BCTAHOBUTU 3 HASIBHUX AAHUX).

Hanbinbw 4acto cnoctepiranuca Taki nobivHi peakuii: ronosHun 6inb,
3anaMoOpOYeHHs; LWAYHKOBO-KUWKOBI po3niagn: HyAaoTta, 3anop Ta 6inb y
XMBOTI; Takox 6paaunkapais, Taxikapgis, BiauyTTa cepuebuTTs, 3HUXKEHHS
apTepiasibHOro TUCKY, MOYEPBOHIHHA/NPUNINBKU, nepudepuyHnin Habpsk Ta
BTOMJIIOBAHICTb.

3 60Ky IMyHHOI cucremMu: HEBIAOMO — rinep4YyT/UBICTb.
HesposnoridyHi po3naan: 4acTo — 3amMaMOpOYeHHH, rOSTIOBHUN 6inb;

piAKO — napecTesiq, TpeMmop; HeBIAOMO — eKCTpanipamiganbHi
po3naaun, napaniy (TeTpanapes)*, npunagku.
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lMopyLieHHs1 06MiHy pedyoBuH, METAbO0/1i3My: HEBIAOMO — rinepKaniemis.
[lcnxiyHi nopyLlueHHs: pigKO — COHNMBICTb.

3 60Ky opraHiB ciiyxy T1a BecTubysisspHOro anaparty: piAKo — A3BiH Yy ByXxax;
HEeBIAOMO — BEpPTUIO.

3 6oky cepLeBo-CyANHHOI cucremu: yacTo -
bpaankapaisi, NOYEepPBOHIHHA/NPUNANBKN, 3HUXEHHS apTepiaNbHOro0 TUCKY;
He4yacTo - BiguyTTa cepuebuTTsa, Taxikapaia; HEBIAOMO — aTpPiOBEHTPUKYNsSpHA
6nokaga I, II abo III cTyneHs, cepueBa HEAOCTATHICTb, 3YNMHKA CUMHYCOBOIro
By3Nna, CMHycoBa 6pagunkapais, acucronis.

3 60Ky AnxasibHOI CUCTEMM, OPraHiB rpyAHOI KJITKN Ta CEPEAOCTIHHS ! HEBIAOMO
- 6poHxocna3sMm, AUCMHOeE.

LLI1yHKOBO-KMLLIKOBI p03/1a4M: 4acCTo — HyAOTa, 3arnopwu; Heyacto — 6inb y
XWBOTI; piAKO - 6/10BaHHSA, HEBIAOMO — AUCKOMOOPT Yy XWMBOTI, KULWIKOBA
HenpoXiAHICTb, rinepniasia AceH.

3 b6oky LWKipy ] nigLwkipHor KJTITKOBUHU: PiAKO -
rineprigpo3; HeBiAOMO — @HrOHEBPOTUYHUN HabpsK, CUHAPOM
CriBeHca — [)KOHCOHa, MynbTUdOpMHA eputeMa, Makynonanynabo3HUM BUCUN,
anoneuis, Kponue’sHKa, Bia4yTTs cBepbexy, ceepbix, nypnypa.

3 60Ky OrnopHO-pyXOBOi CUCTEMMU | CrOJIYYHOI TKAHMHU: HEBIAOMO — Mianris,
apTpanrisa, Mm'a3oBa cnabkicTb.

3 60Ky HUPOK Ta CEeYOBUAI/IbHOI CUCTEMMU: HEBIAOMO — HUPKOBA HEAOCTATHICTb.

3 60Ky pernpoayKTUBHOI CUCTEMM Ta MOJIOYHMX 3a8/103: HEBIAOMO — epeKTU/bHa
ANcdyHKLUif, riHekoMacTis, ranakropes.

3arasnbHi  po3nagu: 4dacto - nepudepuyHmn  Habpsik, Heyacto -
BTOMJ/TIIOBAHICTb.

JlabopatopHi  MOKa3HWKK: HEBIAOMO — NiABULLEHHS piBHIB MeyiHKOBUX
depmeHTIB Ta piBHA NPOSIAKTUHY B CMpPOBaTLi KPOBI.

* Y xoai NOCTMapKeTUHroBMX CMOCTepeXeHb OAWH pa3 MoBiAOMASAIOCA MNpo
napaniy (TeTpanapes), acouioBaHuM 3 KOMOIHOBAHMM 3aCTOCYBaHHSAM
Bepanaminy Ta KonxiuumHy. Le moxe 6yTn 06yMOBNEHO MPOHUKHEHHAM
KONMXiUMHY 4epe3 remartoeHuedaniyHunm 6ap’ep BHaCNiAOK NPUrHIYEeHHS
BepanaminoMm CYP3A4 ta P-gp, AuB. po34in «Bsaemogia 3 iHWMMK NlikapCbKUMKN
3acobamu Ta iHLWI BUWAW B3aEMOAIN>».
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TepMiH NpnaaTHOCTI. 3 POKMW.

YMoBKu 36epiraHHsa. 36epiratm y HegoCcTynHOMY Ans AiTen Micui npwu
TemnepaTypi He Buwe 25 °C.

YnakoBka. 1o 15 tabnetok y 6nictepi, no 2 6nictepn y KapTOHHI KopobLi.

KaTteropis Bignycky. 3a peuenTtom.

Bupo6bHuk. A668i donunaHg M'M6X i Ko. KI, HimeyunHa/AbbVie Deutschland
GmbH & Co. KG, Germany abo ®amap A.B.E. AHToycca lnaHT, Npeuiss/Famar
A.V.E. Anthoussa Plant, Greece.

Micue3sHaxoa)keHHA BMPO6HMKA Ta apapeca Micus NpoBap)XeHHsA Uoro
AisnbHOCTI. KHonbwTpacce, 67061 JlioasircxadeH, HimeyumHa/Knollstrasse,
67061 Ludwigshafen, Germany abo AHTOyca ABeHt 7, AHTOoyca ATTUKa,
15349, INpeuiss/Anthousa Avenue 7, Anthousa Attiki, 15349, Greece.



