KPATKA XAPAKTEPUCTHKA HA ITPOAYKTA

A09300 L2
1. HUME HA JIEKAPCTBEHMS IPOAYKT 26 / f1h7 fp-J 3607

Hzontun 80 mg punmupanm tabnerku 24, 02. 201
Isoptin 80 mg film-coated tablets

2. KAYECTBEH H KOJIMYECTBEH CHCTAB
Enna tabnerka chabpka 80 mg Bepanamunos xuapoxnopua (Verapamil hydrochloride).

3a MbJIHKA CIMCBHK Ha MOMOLUHUTE BELLECTBA, BHXKTE TOUKA 6.1.

3. JIEKAPCTBEHA ®OPMA
®Ounmupana tabnerka

Hsontun 80 mg — npoHHousnmbkHanu, Genu gunMupand tabnetku, ¢ soro ,,KNOLL” or eaHarta cTpaHa
“ISOPTIN 80” ot apyrata cTpaHa.

4. KJMHWYHU JAHHH
4.1 TepaneBTHYHH NOKA3AHHS
H30nTHH e nokasaH npu Bb3pacTHH, HOBOPOAEHH, KbpPMayeTa, Jielia U FOHOLLH.

H3onTvH e nokasaH 3a JiedeHHe Ha HCXeMHM4Ha GONecT Ha ChpUETO (ChCTOAHMSA, XapaKTepU3UpallH ce C

HEJI0CTAThYHO CHAaO/1sIBaHE Ha ChPASUHHS MYCKYJI C KMC/IOPOA), BKJIKOUYBALLO:

— XPOHHYHa ctabuiiHa aHruHa TNMEKTOPHUC,

- HecTabuIHa aHTMHA NEKTOPHC (KPecUeH10 aHIHHA, AHIHHA B NOKOH);

- Ba30CMacTH4Ha aHrMHa NeKkTopuc (aHruHa Ha Prinzmetal, BapyanTHa aHrHHa);

- aHruHa criea MHOApKT Ha MMOKapaa npu nauumeHtH Oe3 cbpieyHa HEJOCTATBLYHOCT, B clydyail ye
NpUIoKeHHeTo Ha OeTa-0/10KepH He € MoKa3aHo.

HzonTuH e nokasaH 3a feueHMe Ha HapyLEeHHUA Ha CbpPACYHHA PHUTHM IMIPH MapOKCH3MallHa HaJaKaMepHa
TaxWKap/lia W NMPEAChPAHO MbiK/AEHE/TpenTeHe ¢ Obp30 aTPHO-BEHTPUKYJIAPHO MpoBeXaaHe (¢ H3KITIOHeHHE
Ha cuHapomute Ha Wolff-Parkinson-White unu Lown-Ganong-Levine).

HM30nTHH e nokasaH 3a JieueHHe Ha MOBHULIEHO apTepHaIHO HasiraHe (XMNePTOHMUS).

4.2 Jlo3npoBKa H HAYHH HA NPHJIOKEHHE

ﬂOBHQOBKa

I[oza’ra Ha HszontuH TpﬂﬁBa aa 6’1:113 HHIWBHAYAJHO onpenejieHa B 3aBHCHUMOCT OT TeXECTTa Ha
3abonsBaHero. JIbArOroAMIIHHMAT KIMHUYEH OMMT TOKa3Ba, 4Ye CpeAHATa /[HEBHA [103a MpPH BCHYKH
noxkaszaHusa e mexay 240 u 360 mg. /lneBHara nosa He Tpabsa ga npesuiuasa 480 mg npu npoamx{menﬂo
MPHI0XKEHHUE, BBIPEKH Y€ MOraT [Ja CE€ M3MOJ3BAT MO-BMCOKH JI03M 3a KpaThK TNEPHO.N %‘HHM&
OrpaHM4eHUst OTHOCHO MPOAB/DKHTEIHOCTTa Ha npuaokeHue. [IpH NpOABIKMTENHO Np @\g&

Ha M3ontun He Tpabea na Obae npeyctaHoBsABaH M3BeaHBXK. [Ipenopbusa ce nocrenf mam'egmaﬁ&
f03ara. / s




Bw3pacmunu

Hexemumna  Gorecm  na  copyemo, ROpoOKCUIMAING  HAOKAMEPHO — MAXUKAPOUR U RPeoCHpoHo
MuaCIene/ mpenmene:

Huernara nosa ot 120 no 480 mg, NpyeTa B TPH KK YETHPH OTAETHH 103H.

Xunepmonus
Hnernara no3a ot 120 1o 480 mg, npueta B TpH OTAENHH AO3H.

Creyuaauu nonyaayiil

Heduampuuna nonyaayus

Besonachoctra 1 epukacHocTTa Ha H30NTHH ca yCTAHOBEHM TNPH Jena:
- 1o 6 roAMIuHA BR3pacT: AHeBHA 103a oT 80-120 mg M3sontuH, npuera B 2 a0 3 oTaenHu 103H;
- 6-14 rognuHa BB3pacT: AHeBHA A03a ot 80-360 mg Hsommun, npyeTa B 2 10 4 OTASNHH JO3H.

bwbpeuno yepescoane
Hanuynute KoM MOMEHTA iaHHM ca OMMcaHd B Touka 4.4. Mzonmun TpaGea na ce ynorpefaBa ¢ NOBHILEHO
BHHMaHHE H NIPH HENPEKHCHATO MOHHTOPHPAaHE MPH NaLMeHTH ¢ yepeaeHa 6x0petta QyHKIMA.

Yepriodpobuo vepesicoane

IMpu nalmeHTH ¢ yBpeneHa YepHOAPOOHa (PyHKLIHA, MeTabOoM3MBET Ha NEKAPCTBOTO e 3afaBeH B NO-ronaMa
WIH TIO-MANKA CTENEH B 3aBUCHMOCT OT TEKECTTA Ha YepHOApoOHaTa AMCHYHKUMA, KOETO OT CBOA CTpaHa
noTeHuMpa H yAsmkasa edexture Ha Msontun. CnenosatenHo e HeoOXOOMMO MOBHINEHO BHHMAHHE TMPH
ajanTMpaHe Ha J03aTa NMpH NaLUEHTH ¢ yBpeleHa YepHoApodHa QYHKIMA M 3aN0YBAHE HA JIEYEHHETO ¢
HUCKH J03M (BK. Touka 4.4).

Hauywu na npunoxenve

3a nepopasna ynorpe6a,
TaGnetkure TpaGea Aa ce npuemar 6e3 1a ce cMYy4aT WM ABBYAT, ¢ AOCTATHYHO KOJHYECTBO TEMHOCT, 3a
NPEANOYMTAHE 110 BPEME Ha XPaHEHE WM CKOPO ClIEA TOBA.

4.3 Ilpormeonoxazanus

HsonTun e npoTHRONOKa3aH B cyuail Ha:

- CBPLXUYYBCTBHTENHOCT KbM AKTHBHOTO BELIECTBO (BepanaMHIOB XHAPOXJIOPHA) MM KBbM HAKOE OT
[IOMOLUHHUTE BelllecTBa, H30poeHU B Touka 6.1

- KapAHOTeHeH LUK

- BTOPA WM TPeTa CTEMNeH AaTPHO-BEHTPHKyNapeH ONoK (C HW3KNOYEHHe HA TNAUUEHTHTE C
(yHKUHORHMpALL NelicMelikbp)

- CHHAPOM Ha GOTHUA CHHYCOB Bb3eN (C MIKIIOYEHHE Ha MAayKeHTHTe ¢ hyHKUHOHKpAaLY, neiicMelKEp)

- ChbpAe4YHA HENOCTATBYHOCT ¢ HamaneHa (Qpakuns Ha u3ThackpaHe noa 35%, wum OenoapobHo
BKJIHHEHO Hajsrane Haj 20 mmHg (ocBeH ako € NPUYHHEHO OT BTOPHYHA CYMpPaBEHTPHKYJapHa
TaXHKAPAYs H3UCKBALIA TEPANHA C BEpanaMui)

- NPENCHPAHO MBHAEHE/ TpeNTeHe NPH HANWYME Ha JONBJHHTENEH INPOBOACH MET (HAOpP. CHHAPOM Ha
Wolff-Parkinson-White, cunapom Ha Lown-Ganong-Levine). Tean mauMeHTH ca ¢ PHCK 33 pa3BHTHE HA
KaMepHa TAXMaPUTMHS, BIJTFOMMTENHO KAMEPHO MBik/IeHe, ako € punoked Hontua,

- koMOuHalmg ¢ uBabpanuH (Bx. Touka 4.5 ,,B3aumozeiicTeue ¢ Apyry JIeKapcTBEHH HPOLYKTH M IpYTH
dopMH Ha B3aMMOZeHCTBHE ™)

4.4 Cuennaanu npeaynpexaeHHs H NPeAIIa3HH MEPKH Opn ynoTpeda

OcThp MHOKapAEH MHDAPKT

Ha ce u3nonsea ¢ MOBMIIEHO BHMMAHWE MPH OCTBP MHOKApAEH HMHQApKT, yon
M3pa3EHa XMIIOTOHYA UK eBoKaMepHa AMCHYHKLNA. -"/ 5




HsonTnH 3acara arpro-seHTpHkynapuua (AV) u cuHycoeus Bb3enl (SA) M MOke [1a YIOB/BKH ATPUO-
BEHTPUKYSIAPHOTO BPeME Ha MpOBekAaHe. Ja cc H3MON3ea ¢ MOBHIIEHO BHUMAHHE, Thit KATO Pa3sBHTHETO Ha
Bropa und Tpera creneH AV 610k (npoTHBOMOKAa3aHMe) WIHM YHMpacuykynapey, GudacuukynapeH wmu
Tpuacuukynapen Oeapen Gnok M3MCKBAT CIMpaHe Ha crlefdBaluuTe A03d4 H30onTHMH W mpunarade Ha
NOAX0AALLA TEpamis, aKO & HEDOXOAMMO.

Hsontun 3acara AV 1 SA pb3ena 1 Moxe Ja NpeIM3BUKA BTopa WIH TpeTa ctened AV 610k, Spagukapans,
M B MHOTO pelIkh Clyvau acHcTonus. ToBa € MO-BEpoATHO fa €€ CJIy4H NpPH MALMeHTH CbC CHHAPOM Ha
§0MHMA CHHYCOB BB3€N, O-UECTO HPH Bb3PACTHH MAlIHEHTH.

ACHMCTO/IHATA NpPY MNAUMEHTH, PazTHYHH OT T€3H CbC CUMApOM Ha GOMHMA CHHYCOB Bb3en ofuuaiino e ¢
KpaTKa MPOABLILKHTENHOCT (HAKO/IKO CEKYHAM WIH MO-MaJKO), ChC CMOHTAHHO BB3CTAHOBABAHE HA PUTHMA
Ha AV Bh3eNna WIH HOPMAJIHUA CHHYCOB PHTBM. AKO TOBAa He ce CTyuH He3zaGaeHo, TpAGRA Ja ce 3anouHe
BEAHAra NoaxoAio JeueHHe. Bukre Touka ,Hexxenanu nekapcTeeHu peaxiy®,

AntuapuTMuy, Serta-6ilokepu
B3aMMHO MOTEHLHpaHe Ha CLPAEHHO-CLAOBHMTE eekTH (mo-BHCOKA CTenieH Ha AV ONOK, B MO-BHCOKA

CTENEH HaManABaHe HA CHPACHHATA YECTOTA, OTKIIOUBAHE HA ChpAevHa HELOCTATHYHOCT M NOTEHUHpaHe Ha
xunoronus). HabmonaeaHa e acumnromatiuna Gpaaukapaus (36 ynapa/munyra) ¢ Gyxkaaeu npeacspaeH
nedcMelKep Npu NaUHEHT, MoNyYapalll ejHOBpeMeHHo Tumonon (6eTa-aipeHepriuuen H10Kep) KANKHK 32 OMH
H nepopane HaonTuH.

EHFOKCHH

Ja ce namany Ao3aTa Ha AHFOKCHH, AKO JHIOKCHH Ce TIpunara e/iHoBpemeHHO ¢ MaontuH. Bukre Touka 4.5.

ChbpeyHa HeAoCTaTRUYHOCT

TTauueHTH cbe chpaeUHA HEROCTATHUHOCT ¢ (hpakLua Ha H3TIacKeane no-sucoka ot 35% Tpabsa aa Gbaat
KOMMNEHCHPaHH Mpe/ii 3anmo4BaHe Ha JeueHHe ¢ H3onTHl n Tpabsa na Ob1aT NekyBaHu aeKBaTHO NO BpeMe
Ha npuema Ha HaonTun.

XHNOTOHHA
HurpapeHo3HuaT M30NMTHH YeCTO Mpe/M3BHKBA NOHMKABAHE Ha KPbHBHOTO Hanarave noj 06a3oBUTe HMuUBa,
KOE€TQ HECTO € npexo,uHo H aCHMIITOMaTH4YHO, HO MOXKE [ia C€ I'lpDﬂBlfI KaTO 3aMafaHQCT.

HMG-CoA peayxraszhy naxubutopu (. CTaTHHR®) - BikTe TOuka 4.5.

Hapylienus Ha HEBPO-MYCKYIHOTO IpeaaBaHe

HzontuH Tpabea Na ce M3NOA3Ba ¢ NOBUIIEHO BHUMaHWe NpH HANHYHETO Ha 3a6onsBaHMA MPH KOHTO €
3aCerHaTo HeBPO-MYCKYJHOTO npeaaBaHe (MHACTEHHMA FpaBHC, CHHIpOM Ha Lambert-Eaton, Hanpennana
MycKySaHa guctpodua Ha drowen).

Apyra

Crenuannu nonyaanun

bn6peuHo yBpesnane

BenpekH ue rozeMu CpaBHHUTENTHH HANMTBAHMA ca NOKA3amy, e yBpeneHata 6u6peuna (hyHKIMA HAMA edekT
BEPXY (hapMaKOKMHETHKATa Ha M30NTUH, TIPH MauMeHTH ¢ KpaeH cTaauii Ha Ou0peuHa HEAOCTATHYHOCT,
HAKOJIKO ChoOWeHns nmocousart, de M3omrHH Tpabea aa ce mpuiara ¢ MOBHLIEHO BHHMAHWE M CTpPOro
HaOnoaeHHe TIpH MauUHeHTH ¢ yBpeaena OwOpeuda dyuxuua. MzonTu He moxe pa Swpae oTaeneH oT
OpraHH3Ma ¢ XeMOAHATH3A,

YepHoapobHo yepexaaH
Ja ce npunara c MOBMIIEHO EHUMAHHE NPH MALMEHTH ¢ TEXKKO YBPeaeHa qepﬂonpoﬁn
To4ka 4.2 1 103UPOBKA NPH UepHOAPOBHO YBpeXIaHe)

Homownu eenjecmen
Harpuit



Tosu nexkapcTBeH NPOAYKT ChABPKA NO-MaKO 0T 1| mmol Hatpuit (23 mg) na Tabnetka, T. €. MOXE 1a ce
KasKe, He NPaKTHUECKH HE ChABPKA HATPHIA,

4.5 B3aaumopeiicTBne ¢ APYri JeKAPCTBEHH NPOAYKTH H APYrH $OPMH HA B3anMojelicTBHE

MeraGonuTauTe in Vitro H3NUTBAHMA NOKa3BaT, ue H3onTun ce Merabonusmpa ot uuToxpom P450 CYP3A4,
CYP1A2Z, CYP2C8, CYP2C9 u CYP2C18. VYcraHoBeHO e, ye M30NnTHH € MHXHOMTOp Ha eH3MMHTe O
rpynata Ha CYP3A4 u P-rnuxonporeun (P-gp). CroGluasaHi ca KIHHMYHO 3HAYHMH B3aHMOJeHCTBHA C
HHxubuTopy Ha CYP3A4, pomems 10 MOBMIUABAHE HA MJIA3MEHWTE HMBA Ha M3OMTHH, 3a pasika OT
uHaykTopuTe Ha CYP3A4, KOUTO BOAAT 70 NMOHMWKEHHE HA IUIa3MeHHTe HuMBa Ha M3onTuH. ToBa Hanara

NpocieNsBaHe HA MAUMEHTHTE 3a HANM4YHETO Ha NeKapCTBEHH B3aHMOaeHCTBIA.

EnHoBpeMeHHOTO

npunoxeHue Ha HMaontux u nexapereo, koeto ce MetaGonuznpa npeaumMHo o CYP3A4 unu e cyGetpar Ha
P-gp, MOXE na 6’[:-)13 CBLpP3aHO C NOBHIIABAHE HA KOHUCHTpaUuMATa Ha AeKapCTBOTO, KOCTO MOXE Ja 3aCH/IH
WIH YABDKH KaKTO TePaneBTHYHHTE e€(peKTH, TaKa 1 HEXKENAHHTE JIEKAPCTBEHH peakUHK Ha CHITBTCTBALIOTO

NeKapcTeo.
Ha Tabnunata no-mony ca npefcraBeMu BLIMOXKHWTE JIEKAPCTBEHM B3aMMOZEHCTBHA nopagu
(apMaKOKMHETHURH IPHUMHHE;
Bhimoxcnn nekapersens n3aiimoaeiicrens
CbnbreTBaw Iotennuanen  edext | Komenrap
JIeKapCTBEH BEpXy Mzowrun man
NPoayKT CLUBTCTBALLHSA
JeKapcTBEeH NPOIYKT
Aaghpa-baokepu
Hpazosuu T Cmex (~40%) Ha | JONBAHKTENEH XHIIOTEH3WBEH eeKT
npaso3uH, 0Oe3  edekr
BBPXY HEroBHA
{10y >KMBOT
Tepazoaun 1 AUC (~24%) # Chax
(~25%) na Tepazo3uK
Anmuapummunyu
{nexauHug Munumarner eext | Bukre Touka |, Creyuannu  npedynpescoeHus u
BBPXY nIasMEHHA | hpednasHu Mepku npu ynompe6a .
KTHPBHC Ha (aekauHup
(<~10%); ©6e3 edexr
BBPXY Ina3MeHHA
knupeHe Ha M3onrus
XMHWIRH lnepopaneH KIMPBHC HA | XunoToums
XHHHAWH (~35%) BenonpobeH oTok Moxe Aa ce MOABH NPH MaUMEHTH C
xunepTpodHuHa o5CTPYKTHBHA KAPAUOMHONATHA
Aumuacmmamuunu
Teodunun | mepopanen u cucremeH | [loHwxkenuero Ha KiHpbHca € 6uno no-cnabo npH

kaupeHC ¢ ~20%

nywauy (~11%)

Anmuxonsyacaumu /Anmuenunenmuuny

Kapbamasenun t AUC (~46%) Ha | IloBuwens HuBa Ha KapGaMazenHH/
kapbamazenun npu | Tosa Moxe fna Aoeene A0 , "u\“ua
MaLHeHTH ¢ | kapSamazenuu xato AMIAONMAL AKCHAITH
pepakTepHa MapuManHa | 3aMasHoCT. Z L
eNUENCH

DeHuTONRH |nna3menn




KOHLEHTpaLHH Ha
HzonTua
Aumudenpecanmu
Hmunpamun T AUC (~15%) wna| Hama edekt BbpPXy HHMBOTO HA AKTHBHHA METAGOIMT,
HMHNPaMHH JAe3unpaMuH
Aumuduabemuu
CnuGypua 1 Coax (~28%) u AUC
(~26%) na rubypua
Axmunooazposnu
Komxuigun t AUC (~2,0 nbtu) v | HamaneHMe na posata  HA  KOAXMUMH  (BioKTe
Cmax (~1,3 D®BTH) Ha | npoaykToBaTa MHOPMALIKS 38 KOMXMLIHH)
KOJXHLIHH
Anmuunghexyuoinu
Knapurpomuuux Bw3MoakHO T HHBATA Ha
H3ontun
EpurpoMHLHH Bb3moxno T HuBaTa Ha
HzonTHH
Pudamnuimn 1 AUC (~97%), Cunax | Moke na ce HaManu edeKTa Ha TMOHHKABAHE Ha
(~94%) w nepopanHaTta | KPBBHOTO HanAraHe
SuonanuuHocT  (~92%)
Ha HzonTuH.
Hama shauuma npoMssa
B PK npu uHTpapeHO03HO
IIPUAOKEHME Ha
HaonTuH
TeauTpoMHLIKH BhaMoxHO T HuBarTa Ha
H3ontuu
Anmuneonracmuunu
HokcopyGuLinH T AUC (104%) u Cuax | TlpH naupesTs ¢ gpeSHOKNETBYEH KAapllMHOM Ha Genms
(61%) Ha poxcopyGHumMH | npob
npu NepopanHo
MPHIOXKEHHUE Ha
Haontux
Hama snauuma npomsHa | [Ipu nanMeHTH ¢ HaNpeITHANH HEOTNIa3MHK
B PK Ha aoxcopyOHUMH
fIpH HHTpaBeHO3HO
ApHIOKEHHE Ha
Hzontun
Bapbumypamu
MenobapbuTan 1 {~5-xpartHo) Ha
NepopanHuid KNHPBLHC Ha
HzonTHH
Benzoouazenunu u Opyzu aHKCUOIUMUNY
Bycnupou T AUC, Crax ~3,4-muTH
Ha GycnMpoH
Mugazonam T AUC (~3-kpathHo) H
Cuex  (~2-kpaTHo) Ha
MHAA30/1aM
bema-broxepu
Metonposon 1 AUC (~32,5%) # Cuax
(~41%) Ha MeTomponod
rpu MALMEHTH C AHTHMHA
[TponpaHonon 1 AUC (~65%) H Cuax




(~94%) Ha nponpaHonon

OpM  HALMEHTH  CBC
CTEHOKAPAHA
Copoevnu 2auKo3ucu
Jururokcun | obLms TeneceH
wiMppHe  (~27%) m
EKCTpapeHATTHHA
widpeHe  (~29%) Ha
JMTHTOKCHH
JurokcuH [pu 3apaen nuua: T Crax | Ja ce HaManu ao3ara Ha JMrOKCHH.
(~44%), Buxre chuio Touka 4.4 ,,CrieiHanHy NpenynpexacHus H
TCi2n (~53%), Opeana3Hy MepKH npH ynorpeba“

1 Cw (~44%) u 1 AUC
{~50%) Ha AUroKCHH

H2- peyenmopnu anmazonucmi

HumeTHnyn T AUC na R- (~25%) u
S- (~40%) ua Waontun 1
CBOTBETHO | KIMpBHCA
Ha R-u S-Bepanamun

LlumMeTuanH HaMangea knMpkHca Ha MzonTuH crepn
KHTPABEHO3HO NpUAoKeHHe Ha HM3onTHH.

Hmynonozuunw/Hmynocynpecopu

Huxknocnopux T AUC, Cs, Cinax C OKONO
~45% Ha NMKAOCIOpHH
Eseponumyc Epeponumyc: 1 AUC | Moxe 1a ca HeoGXOQHMHU OTpesieNaHE Ha KOHLSHTPALHH
(~3,5-neTH} M T H aJlafITUpaHe Ha J03aTa Ha eBepoiluMYyC
Cuax (~2,3-11BTH);
Hzonrnr: T Cyowgn (~2,3-
NBTH)
Cuponumyc Cupomumyc 1 AUC | Moxe aa ca HeoGXOMHMHM ONpeNeAsHE Ha KOHLEHTPaLMn
(~2,2-mreTH); S- | v aganTupaHe Ha N03aTa HA CHPONHMYC
BEpanamMun
1 AUC (~1,5-nb11)
Takponumyc Bn3moxkHo 1 HHBaTa Ha

TAKPOIHUMYC

Junudo-nonuxcasaniu nexapemea (HMG-Cod pedyxmasny unxubumopu)

ATOpBacTaTHH Bb3mokHo 1 HMBaTa Ha
aTOpPBACTATHH ;

T AUC ¢
Haonmuu

~43%mna

JlosacTaTiiu Bramoxno 1 HHBaTa Ha
JIOBACTATHH,
1 AUC (~63%) v Cmax

(~32%) na HzonTun

CuMBacTaTHH T AUC (~2,6-kpatHo),
Cinax(~4,6-kpaTHo) Ha

CHMBACTaTHH

Cneapa nonbaHHTENHA HHGOPMALIH

Aumazonucmu na cepononutosume peyenmopu

AMIOTpUNTaH T AUC (~20%) n

T Cmax ("‘"24%) Ha

ATMOTPHITAH ——
Ypuxozypuunu ,//Q,\A\S.Vm AN
CynduHnupason T nepopanHHa KIMPBHC t ‘

(~3-kpatHO) 1 |
GuoHannuHoctTa (~60%)
Ha MzomTui

Hama npomsna B PK

Moxe pa ce Hamamu eqoelc'ra_../
KPBBHOTO HanATaHe 7%
B

=

py




npu HHTPABEHO3HO
IIPHUNOKEHHE Ha
Haontux

Anmukoazyranmu

Haburarpan

Bepanamus —
nekapcTBeHa opMa ¢
He3abaBHO
ocroDOKAaBaHE:
Tnaburarpat (Coax ¢
okono 180 %) u AUC (¢
oxono 150%)
Bepanamun—
NexapcTReHa (opma ¢
YALDKEHO
oceobmKaaBaHe:
Taaburarpau (Crax ¢
oxono 90 %) u AUC (¢
okoao 70%)

PuckbT OT KBpBEHE MOXKeE Aa ce ysenuud. Moxe aa e
Heo0XOMHMO fla ce HaMany o3aTta Ha gaburatpan,
KOraTo Ce npyema 3aeHo € NepopalieH BepanaMm
(BrKTE YKa3aHUATA 3a AO3HpaHe Ha naGuraTpaH).

Jpyrv DMpPeKTHO
JeHcTBalun
Nepopantn
AHTHKOAryIanTH
(DOAC:s)

INosuweHata abcopbuma
Ha DOACs, Tbii kato Te
ca cybcrpatu Ha P-gp, n
aKO € NPHIOKHMO, CHUIO
TaKa HAMANEHOTO
eIHMHHHpPaHe Ha
DOACS, kouro ce
merabonusupar ot
CYP3A4, moxe na
HORMIIM CHCTEMHATA
OHOHAJTHHMHOCT Ha
DOACs.

Hsakou aanuy npennonarat BL3MOMXKHO NOBHIIZBAHE HA
PHCKA OT KBpBEHE, 0COOEHO NPH MALMEHTH ¢
JOMBHUTENTHH PHCKOBH (akTopy. Mosxke na e
HeoOxoauMo Oa ce HaMann Aosara Ha DOAC, korato ce
MpUEMA C BEpanaMil (BUKTE YKA3aHKWATA 33 JO3MpaHe Ha
DOACSs).

Apyzo kapduoaozuunoe aevenue

Hsabpaguu

ExnospemeHnaTa
ynotpeba ¢ npabpanuH e
IIPOTHBONOKa3aHa
nopand edexra Ha
Bepanamin 3a
AonBAHKTENHO 3a0aBdHe
H& CBPJACYHATA UECToTa
COpAMO MBaOpaIHH.

Buxcre Touka 4.3 , [IporHBonokasaHus™

r_gpyzu

Coxk ot rpeitngpyT

1 AUC Ha R- (~49%) u
S- (~37%) BepanaMuI 1
T Cinax Ha R- (~75%) u S-
(~51%) Bepanamun

Bpemero Ha noayxuBor 1 OBOpeUHHAT KIMPBHC He ca
3aCeI'HATH.
Cok ot rpeiingpyr ue TpadBa Ja ce npueMa ¢ Haontun.

JXKBAT KaHTApHOH

} AUC Ha R- (~78%) n
S- (~80%) BepanamMui u
ChOTBETHO  TOHHXKEHHE
Ha Crax

rH__JIGKAPCTBEHH
B3AUMOteHCTBIUY

IIpomusosupycuu rexapcmeent npodyxmu cpeuy HIV

B3aMMONEHCTBHA H




Benencrbue Ha metabonurHus MHXMOGMTOPEH NOTEHUMAaNn HA HAKOH OT IIPOTHBOBHPYCHHTE JIEKAPCTBEHM
npoayktu npu HIV, xaro putonaeHp, nuiasmeHMTe koHueHTpauud Ha W30nTHH Morar na ce NOBMILAT.
HeofxoauMo e noBHINEHO BHHMAHME WK HAMANABAHE 103aTa Ha M3onTHH.

Humuii

JloknanpaHa e NOBMMIEHA HYBCTBMTENHOCT KbM e(exkTHTe Ha NMTHA (HEeBPOTOKCHYHOCT) MO BpEMe Ha
eHOBpeMeHHa Tepanks ¢ M30nTHH M JinTuii 6e3 aa HMa NpoMAHA WM MOBUILIABAHE HA CEPYMHHTE HHBA Ha
nutHa. OBGaue nobGasanero Ha MzonTun € AoBeno 1o HamansABaHe Ha CEPYMHHTE HMBA Ha JIMTHA [pH
NAUMEHTH, KOUTO Noay4YasaT Xpouudex cTabuned nepopanen nuTuil. TlauMeHTH, KOMTO TMOMyuaBaTr ABere
nekapctsa Tpsa6Ba ga Obaar nabnoaaBaHy BHUMATENHO.

Heapo-mycxyanu 6aoxepu

KAHHU49HY JaHHH W MPOYYBAHMA NPH KHBOTHM MOKA3B4T, ue eeKTHT HAa HEBPO-MYCKYIHHMTE OIOKepH
{kypape-nonoGen n nenonspHMpaln) Moxe Aa 6bae noreHuupad ot MsontuH. Moxe aa e HeobxomuMo Aa
ce MOHWXM fo3ata Ha H30nTHMH M/HAM no3aTa HAa HEBPO-MYCKYJIHHA O1OKep, KOraro ce M3MoN3BaT
e HOBPEMEHHO.

Ayemurcaruyunosa Kuceauna
TToBHLIEHA CKIQHHOCT KbM KBPBEHE.

Emanon (ankoxon)
[MoBMwagate Ha NMia3MEHHTe HHBA Ha eTaHoa,

Memdpopmun
EfHOBpEMEHHOTO NpHIOXEHHE Ha BepamaMul ¢ MeTGOPMHH MOXe 43 HaManu e(UKAacHOCTTa Ha
MeTHOPMUH.

HMG-CoA peoyxmasuu unxubumopu (cmamunu)

Jledennero ¢ HMG-CoA peaykTasHM MHXMOMTOpH (HAnp. CUMBACTATHH, ATOPBACTATHH H/M JIOBACTATHH)
NpH NaUHEHTH, KOUTO npuemaT M3onThH, TpaGea Aa 3aroyHe ¢ Bb3MOKHO Hali-HMCKATA 1034, KOATO clief
TOBA MOCTEMEHHO Aa €€ noBHwWaea. AKO NpH NaiMeHTH, KOMTO Bede mnpuemar HAkaxkse HMG-CoA
peaykrazeH MHXHOWTOp (Hanmp. CHMBACTATHH, ATOPBACTATHH WJIH JIOBAcTAaTMH), TpaAGBa Aa ce d00aBH
Hf?.Ol'lTHH, [+ HCOGXO,LIHMO OOMMCIAHE HA BLIMOKHOCTTA 32 NOHWXKaBaHEe JO3aTa HAa CTaTHHa W NIoCHensamo
HOBO TUTPHPaHE CHOpel CepyMHMTE KOHLEHTPALIMK HA XOJECTEPOIIA.

DnyeBacTaTHH, NPaBacTATHH M PO3yBacTaTHH He ce MeTabonu3upar or CYP3A4 u e no-Manko BepoATHO Ja
s3auMozeHcTsar ¢ Haomrun.

Anmuxunepmensusny 1exapemea, ouypemuiyl, 8a300UNGMamopu
INMoreHunpane HA XHNOTEH3IUBHKA edeKT.

Habuzampan

[Ip# eaHOBpEMEHHO TPHNOKEHHE HA NepopaieH Bepanamun ¢ Jaburartpan etekcinar (150 mg), xo#to e
cybcrpar Ha P-rnukonpoTenH, ce yBennyapar Cmax H AUC Ha gaGuraTpaH, HO CTeNEHTa HA TA3H NPOMAHA
Ce pas/iMuaBa B 3aBUCHMOCT OT BPEMETO MEXAY MPHEMHTE U NexapcTBeHaTa dopMa Ha sepanamun. Ipu
npunoxkeHnne Ha Bepanamun 120 mg ¢ HezabagHo ocBobolaBaHe €IMH 4ac Npeau eAMHWYHA f03a
nAaburartpad erexcunar, Cmax Ha naGuratpad ce yBenuuaea ¢ oxono 180% u AUC c okono 150%. He e
HabniomagaHo 3HauMMO B3aUMOZeHCTBHE MpH MpWIOKEHWe Ha sepanamunl 2 vaca cnen jaburaTpaH
etekcunar (yeermueHHe Ha Cmax ¢ okono 10% u AUC ¢ okono 20%).

[Tpenopsuea ce cTporo KIHHU4HO HalmomeHue, koraTo sepanamun ce komGrApa ¢ naburaTpan eTekcwiar

H ocobeno a cny‘laffl Ha KbpPBEHE, HaH-Be4ue MNPH MALHEHTH C NEKC 40 YMEPEHO 61:6[]3‘-[1‘]0 YBpexaaHe.
o D mee -

4.6 ®epTuauTET, GPEMEHHOCT N KLPMEHE

Bpemenuoct
Tepamozennu egperxmu



HsaMa joctaTbuHo JaHHH OT afiekBaTHW W 100pe-KOHTPONMpaHH W3NWTBAaHUA 3a yrnoTpebara Ha HMaomTuH
npy GpeMennm skeny. TlpoyusannATa TpH JKWBOTHW He MOKA3BAT AMPEKTHO HIH HHAMPEKTHO YBPEXKIALUM
eeKTH M0 OTHOWEHHE HA PENpOAYKTHBHA TOKCHuHOCT. [lopanu TOBa, Y PENpOAYKTHBHHTE MPOYUBAHHLTA
NpH JKMBOTHH HE BHHArH ¢a NOKA3ATENHH 34 OTTOBOpa fpH x0pa, MzonTun Tpada na ce M3MON3Ba MO BpEMe
Ha DPEeMEHHOCT caMo B cityyauTe Ha abcomoTHa HeobXoaumoeT (BkK. Touka 5.3).

Kupmetie
M3onTHH NpeMUHABA rpe3 MIALEHTATA H € U3MEPEH B KPbETa OT [TbIIHATA BPHB.

Hzontun/metabonuTH ce otnens B uopewmwkata KbpMa, OrpasHHucHM JaHHM [IPpY XOpa NP MEpOpaTHO
npuioxende Ha M30nTHH ca nokasany, ye oTHocUTenHaTa A03a Ha M3onTH npu kbpmadero e Hucka (0,1-
1% oT maitunHaTa NEpopanta 403a) M M3NOA3BaHETO HA VI30NTHH MOXKE J1a € CBBMECTHMO C KbPMEHETO.

PUCKBT 32 HOBOPOAEHOTO/KBPMAUYETO He MOXe fAa Oble MakmoueH. [lopaaM BEIMOMKHOCTTA 3@ CEPHO3HH
HEXENaHH JICKAPCTBEHH peakuUHH NpH KbpMEHM fJeua, MzonmuH Tpabsa Ja ce M3NoA3Ba IO Bpeme Ha
KbPMEHETO CaMo, aKO € OT ChILECTBEHO 3HAYEHHE 33 3APaBOC/IOBHOTO ChCTOSHHE Ha MaifkaTa.

4.7 Edexrn supxy cnocofnoctTa 3a modapane 1 pabora ¢ MaHHN

TMopaax aHTHXHNEPTEH3HBHMA CH €(eKT W B 3aBHCUMOCT OT WHAWBHMAYyaNHaTa 4yBCTBHTENHOCT, M3onTuH
MOJXKE /13 MOBJIMAS PeaKkLMMTe A0 CTENEH Aa Hapylun cnocobHocTTa 3a wodHpaHe uau pabora ¢ mMaluMHHM,
KakTO W BBH3MOXHOCTTA 32 paloTa B MOTEHLHANHO OnacHH yc¢aoBus., ToBa Baskh ocoDeHO B HAHAIOTO Ha
NEYEHHETO, MPH MOBHILABAHE HA [03aTa, NMpH NIPEMHHABAHETO OT €IHH KbM JpPYr JIEKapCTEEH MpPOAYKT,
KaKTO W MpH eHOBPEMEHHOTO KOHCYMHpaHe Ha ajkoxon. M30NTHH MoKe Ja NOBHUILH HHBATA HA ANKOX0 B
KpBBTa M Oa 3a06aBH HErosoto €lMmuHHpane. CnenoBaTeNHO edeKTHTE Ha ANKOXOMa MomKe ga Objar
3aCHIICHH.,

4.8 Hexenann JekapcTBenn peakuuy

CriefiBanlyTe He)KENAHH /1eKaPCTBEHH PeaKiMK ca AokiageaHy ¢ M3onTuH OT KIMHHYHA M3MHTBAHHA, IOCT-
MAPKETHHIOBHTe HabMIOAeHHa MM KIMHHMHM H3nHTBaHHua ¢aza [V W ca nMpeacTaBeH CBIIIACHO CHCTEMO-
oprannata knacuduxauns. Yecrorara ce gedHMHUpa KaKTo cnegsa: MHoro vectH (>1/10); yectu (>1/100 no
<1/10); Heuectn (=1/1 000 mo <1/100); peaxn (>1/10 000 mo <1/1 000); mMHoro penxu (<1/10 000); c
HEH3BeCTHA yecToTa (OT HATHYHKUTE JaHHH HEe MOdKe Aa Obje HANPAaBEHA OLEHKA).

Haii-uecto moknaasaHuTe HexeNaHW JIEKAPCTBEHM peaxuuu ca Ounau raapobonue, 3aMasHOCT, CTOMAUIHO-
YpeBHY Hapyllenwa (rajede, KOHCTMNAUMA W Kopemna Oonka), kakTo W Opaaukapius, Taxukapiui,
NANNIMTALHH, XHIIOTOHHA, NOPELH BbIHH, epudiepeH OTOK W yMOopa.

Hexenann nexapCTBEHM peakUMH, JOKTAJBAHM OT KAMHWYHM M3NHTBaHMa ¢ HMsontun u nocr-
MapKETHHIOBHTE HaOMIOACH!S:

MedDRA-Gaza YecTH Hexectu Penxn C HeH3IBecTHA YECTOTA
JAHHH HA CHCTEMOD-
OpraHH# KJAACOBE

Hapyienus Ha CBpBx4yyBCTBHTEIHOCT
WMYHHATA CHCTEMa

Hapyienus Ha ['nasoGonue IMapectezun | ExcrpanupaMuaHu
HepBHATa CHCTEMAa 3amasHocT Tpemop HapyLlleHHs, NapanuIn
(TeTpanapanusa)’

Hapyuienus na
meTafonnama u
XPAHCHETO

[lcMXWYHY HApYLIEHUA CEBHAHBOCT




Hapywenus Ha yxoto TunuTyc Bepruro

1 JabHpHHTA

Copaeunu HapyweHus | Bpagukapaus [Manmrauun ATpHO-BEHTPHKYIapeH

Taxukapaus Gnok (1-Ba, 2-pa u 3-1a

creneH), CopreuHa
HeJOCTATBYHOCT,
Cunycos apect,
Cunycopa Spanukapans,
Acuctonus

CBA0BH HapyIIEHHA XunoroHus

lopenu BBAHH

Pecnupatopun, Bpouxocnaszem,

rpbAHH H Jucntes

MEIHACTHHANHH

HapyLlleHHs

CromaluHo-upeBHH lagene Kopemna [Mospbinante | Huckomdbopr B obnactra

HapyLieHus 3anek Gonka Ha kopema, Xunepniasus
Ha eeHuuTe, Mneye

Hapywenus va Xunepxuzapo | AHruoenem,

KOMaTa H MOAKMKHATA 3a Cunapom Ha CTHBBHC-

TBKaH JxOHCTH,
Epurema myntudopme,
Anoneuus, Copbex,
Iypnypa,
Makynonanynapes
obpus,
YpTHkapHa

Hapyiienus ua ApTpanrus

MYCKY/HO-CKelleTHATa Myckynna cnaboer

cHCTEMa H Muanrus

CBEMHHMTEHATA

TBKaH

Hapyuwienuns na Brbpeuna

OwvbpeumTe 1 HEAOCTATHYHOCT

[MKOYHHTE IBTHILA

Hapyinenus Ha EpexTnua aucgyHkuyA

BB3NPOMU3BO/MTENHATA T'uHekoMacTHA

CHCTEMA M IbpaaTa ["amaktopes

OO0y HapywmeHus u Mepudepex otok | ¥Ymopa

edeKkTH Ha MACTOTO Ha
NpUIoKEHHE

Hrcnensatus

IloBuieHHe Ha
YepHOAPODHHUTE EHIUMH
[NoBuienue Ha
NPoNaKTHHA B KPLBTA

'Tlo BpeMe Ha MOCT-MaKpeTMHrOBUA NEPHO/ € AOKNABAH €NHH clyuail Ha Napanu3a (TeTpunapesa) cBLP3aHa
¢ eAHOBPEMEHHOTO NpHnosesnne Ha MionTue 1 komxuuun. ToBa MoXe Aa ce IB/KM Ha NPEMHUHABAHETO HA
KONXMUMH TIpe3 KPBBHO-MO3bUNara Oapuepa B pesynrar Ha unxubupane Ha CYP3A4 u P-gp or HzomruH.

Bibkre Touka ,,BlaumoneficTBiS ¢ APy NEKApCTBEHH MPOIYKTH W ApYrH GOPMH Ha BlauMoaeHcTeHe".
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Crobimapane Ha NOA0IMPAHH HEXENAHH PEAKLIMH
CrobLiapaHeTo Ha NOJO3MPAHM HEXKENAHH pPeakuMM Ciej pajpellaBane 3a ynorpeba Ha NekapcTBEHHs

NpOAYKT ¢ BaXHO. ToBa No3BoNsABA Aa MPOABIDKM HADMIOASHMETO HA CBOTHOLIEHMETO MOA3a/PHUCK 3a
nexapcTBeHHs MPOAYKT. OT MeIHUHMHCKMTE CMEeLHaNMCTH @ M3WCKBA Ja ChOGWIABAT BCAKA TMOO3HPaHA
HEKENaHa PeaKlUMA Ype3 HalUMOHAHA CHCTEMA 3a ChoOIaBaHe:

W3nbaHuTenHa areHIMs No IeKkapeTpaTa
yil. ,,JdamsH I'pyeB™ Ne §

1303 Codun

Ten.: +35 928903417

yebcaiiT: www.bda.bg

4.9 Ilpemosnpane

CumnromMy
XuroToHus, SpaguKapaMs 10 BHCOKocTeneHeH AV-010K U CHHYCOB apecT, OCThP PECMpaTOpeH AHCTPeC

CHHAPOM, XHNEPrAMKeMus, CTyrnop H MeTaboauTHa auunoesa. CrobluaBaHu ca u ciyyan ¢ daranes uixon 8
Pe3yNTaT Ha NIpeRO3UpaHe.

Jleuenne

JleueHHeTo MpH npeaosupane Ha Haontuu Tpabpa oa 6bae NPeAMMHO NOATBPKALIO U MHAHBAAYATHIHPAHO.
Bera-aapeHepriyHa CTHMYNALUMA W/WIM [apeHTEepPaNHOTO TpHIaraHe HA KanuMid HHXeXUuMH (Kaluues
xiopun) ca 6MIM eeKTHBHO M3MON3BAHM NPH JIeHMEeHHE HA TpeJHAMEPEHO MpPEeAC3WpaHe ¢ MNepopajieH
HszonTun. KivHMYHO 3HAYHMHTE XHNOTEH3MBHHM PeakLHM WIH BHCOKO-cTeneHeH AV Gnok Tpabea ja ce
JICKYBAT ¢ BA30NPECOPHH JIEKAPCTBA IWIH NIOCTARAHE Ha neficmelikep, ceoTBerHo. [Ip acucTonudra Tpadea
Ia ce H3NoA3BaT 0OH4aiHUTE MepPKH, BKITIOUHTEIHO OeTa-aapeHepriuyHa CTHMynauua (Hanp. H30IpoTepeHon
XHAPOXJIOPHA), APYIH BA3ONPECOPHH JISKAPCTBA HIH KAapIHO-TyIMOHANHA peaHMALIHSL.

[Nopamu BBIMOKHOCTTA 33 3abaBeHa aGcopOuMa MpM NPHUICKEHHETO Ha (QOPMHTE C YABIDKEHO
ocpobokiaBaHe, nauneHTHTe Tpsadea aa ObaaT moa Habmogenue M xocnHTamuzauus ao 48 yaca. MsonTuu
He Ce OTCTPaHABA YPe3 XeMOAHATH3A.

5. ®APMAKOJOTHYHHA CBOMCTBA
5.1 PapmaxkoaHHAMUYHY cBolicTBA

®apmaxoTepaneBTHHMHA IPYNa: CENEKTUBHH OJIOKepH HAa KANLUMEBHTE KaHANM C (pekH e(eKTH BbpXy
cupuero, Genunankunamubosy sepusary; ATC xon: CO8DAO]

Bepanamunos xuitpoxnopun € 631 wid npaktavecku 6an kpuctaneH npax. Ha npaxtuka e 6e3 Mupuima v
HMa ropuus BKyc. PasTeaps ce pbB BoJa, HAMBIHO ce pa3TEaps B XI0POMOpPM, YACTHUYHO B AIKOXON H Ha
NPaKTHKA € HEPa3TBOPHM B eTep.

XMMHYHOTO HMMe Ha  pepanamMunoB  xuppoxnopun e OeHsemaueromutpwn,  a-[3-[{2-(3,4-
AMMETOKCHPEHHIT)ETH } METHAAMUHO] nponin]-3,4-nuMeToKCH-¢-( | ~-METHIIETILT) XUAPOXIOpHA.

Monexynuara My maca € 491,07 u uma cnepHara xuMuuecka gopmyna: CaHagN2Os « HCL

MexaHH3IbM Ha JleHcTBHE

Bepanamunos xuapoxnopua 6nokupa TpaHcMeMOpaHHOTO HaBJIH3aHE HA KasillHEBHTe HOHH (B’LBMO}KHO aa
MHXHOUpa W HATpUeBHUA HOH) B TIPOBOJHHTE H KOHTPAKTHIHM MYCKY/JHHTE ﬁ[% ) ThpUETO H
TNaAKOMYCKYJIHUTE KIETKH Ha chaoeeTe. M3rnexaa ue aHTHapHTMUYHIA ederT Ha Rgﬁ%ﬁ% {ﬁgﬂmu Ha
HeroBMTe ethekTH BLPXY DABHMTE KAHAIH B KJETKHTE Ha ChpAcYHATA IPOBOAHA cnc'

DapMakoAMHAMHYHH eeKTH |
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Enextpuueckata aKTHBHOCT {1pe3 CMHO-aTpuanHusa (SA) W aTpHO-BEHTPUKYJapHMa (AV) BE3ET 3aBHCH B
3Ha4WTe/lHA CTENEH OT KanuweBHa HHDAYKe npez GaHuTe Kananu, Upes uHxHOMpaHe Ha TO3H MHMYKC,
BepanaMun 3abaa AV NposexJaHETo M yIB/KaBa edekTHEHUS pedipakTopeH nepuol B AV Bb3ena, no
HaYWH CBbp3aH ¢ wecToTata. Tosu edexT Rosexaa N0 HamanfBaHe HA BEHTPHKYJIAPHATA UYECTOTa MPH
NAUHEHTH ¢ NPEACHPAHO TPENTEHE H/HIM MPeAChPAHO MBXKAEHE K J0 OBp3 BeHTpHKYIapeH oTrosop. Upes
NpeKbLCBaHe HA PHEHTPH MEXaHH3Ma Ha AV Bb3e/1a, BepanaMHI MOXeE [Ja Bb3CTAHOBH HOPMATHHA CHHYCOB
PHTEM MpPH NALKEHTH C NAPOKCHIMANIHA BEHTPHKYIAPHA TaXuKapius, BIOUKTENHO Wolff-Parkinson-White
cuHapom. Bepanamui HimMa edeKTH BbPXY NPOBOAMMOCTTA HA AOBIHHTENHUTE Gainac mbTHILA.

KanHuuyHa eQHKACHOCT H §e30NACHOCT

Bepanamiin He NpoMeHs HOPMANHMA NPEACBPAEH aKLHOHEH MOTEHUHAN UTH HHTPA-BEHTPHKYIAPHOTO BpeMe
HA MPOBEKAAHE, HO TTOTHCKA aMILIMTY1aTa, CKOPOCTTa Ha JSNOIApH3ALKMS W NPOBEKAAHETO B MOTHCHATUTS
[IPEACHPAHH BJIAKHA.

B u3on4pano chpue Ha 3aeK, KOHLIEHTPALMHTE Ha BepanaMull, KOWTO 3HAYMTENHO MMOBJIHABAT BJIAKHATA Ha
SA Bw3esna Wi BlaKHATa B JOJIHWTE M CPedHH 06NMacTH HA AV Bb3ena MMaT MHOIO Mambk eexT BbpXy
BJjlakHata B goanua AV stien (NH obnact) i HAMaT edexrt BbpXy NpeACHPAHMTE AKLUMOHHH NOTEHLMANH
HIH BbpXY BJlakHaTa Ha cHona na His,

Bepanamun He nmpeau3sukpa nepudepeH apTepHaneH crasbm, HUITO MBK NpoMeHs ofLIMTe CepyMHKMTE HHBA
Ha Kanuuii.

Bepanamun namangea CICAHATOBAaPBAHETO M MHOKAPIHHS KOHTPAKTHAMTET. [IpM MOBEHETO NALMEHTH,
BRJIIOUMTE/HO Te3d ¢ OPraHWdHH ChpAguHM 3abonsBaHMs, OTPULATENTHOTO HHOTPONHO neHCTBME Ha
BCpanaMHi c€ KOMNCHCHpa Ype3 HaManABAHE Ha ClI¢IHATOBAPBAHETO, KaTO ChpACYHHA HHAEKC obHuyaiito He
€ HaMalleH, HO NpY NALIMEHTH C YMEPEHA JI0 TEKKA ChpAeyHa AUCPYHKUHNA (fenoapodHo BIUIMHEHO HanAraHe
BHag 20 mmHg, dpakuns Ha u3TiacksaHe non 30%) moxke aa ce HaGmogasa OCTPO BIIOIIABAaHE Ha
ChpAevHaTa HEJOCTATEHMHOCT, [IMKBT Ha TepaneBTHuHMs edekT ce nosesea oT 3 g0 5 MUHYTH caen Gonye
MIDKEKLIUA Ha BepanaMmuil.

Haii-4yecTo u3anonspaHMTe MHTPABEHO3HH 103 oT 5 mo 10 mg Bepanamuy noBeXJaT OOHKHOBEHO A0
MPEXORHO, aCHMNTOMATHYHO HaManABAHE HA HOPMANHOTO CHCTEMHO ApTepPHAIHO HAMAraHe, CHCTEMHO
CBLOB0 CBDIIPOTHBASHHC H KOHTPAKTH/IHTET, NEBOKAMEPHOTO HANATAHEe HA MBJAHEHE € JIEKO MOBHIICHO.

5.2 ®apMakoKHHETHTHH CEOHCTEBa

Bepanamunoa XHAPOXJOPHA € palgMHMHa CMEC, CbCTOALLA CC€ OT PaBHH 4acTH Ha R-eHaHTPIOMBp He S
eHanTHoMep. Bepanamun ce merabonusupa excreHzupHo. Hopeepamamun e emun ot 12 meraGonuth,
oTKkpHBaUM ce B ypuHaTa. Hopeepanamin uma 10 no 20% ot dapmakonoruusara akTHBHOCT Ha BEparaMHII
H npeacraensaBa 6% OT EKCKPETHPAaHOTO JIEKAPCTEO. PaBHOBECHHMTE IUTa3MeHH KOHLEHTPalWH Ha
HOpESpallaMiil ¥ BEpaliaMHil Ca HO,ROGHH. PaBHOBECHOTO CHCTOAHME ciea MHOMOKpaTHH, BEAHDBK JHEBHO
[l03H ce goctura cnen 3 o 4 AHH.

Abcopbuus
Hap 90% ot Bepanamun ce abcopbupa 6Bp30 B ThHKHTE YepBa ciel MepopaiHo npuaoxkedHne. Cpennara

CHCTEMHA GMOHANMYHOCT HA HEMPOMEHEHOTO BEILIECTBO Clie[ eJHOKpaTHa H03a BepanaMhn ¢ He3abaBHO
ocsoboxaBane ¢ 23%, a Ta3u Ha BepanaMHi ¢ YAbL/DKeHO ocBoboknasate e npubnusurento 32%, xoero ce
IObIDKH Ha €KCTeH3HBHHA MeTaboNH3IbM NpH MBPBO MpeMHHaBaHe npes uepHus apob. [Ipn MHorokpartHo
npunoxeHue GHOHAMMYHOCTTA € OKOJIO ABA MBbTH NO-BMcOKa. [TMKOBM MiasMeHH HMBA Ha BepanaMHn ce
nocTHraT 1 o 2 yaca cneql MpHICKEHHETO Ha opMuTe ¢ HezabaBHO ocBoOoKnaBane H 4 [0 5 uyaca clef
npunaraHe Ha ¢GopMHTe ¢ YABDKeHO ocsofoxnaBaHe. [IMKOBHTE mAasMeHH KOHLEHTpPallMM Ha
HOpBepanamMui ce ocTHrat npubnuavrendo 1 w 5 yaca cnen npunaraHe Ha GOPMHKTE
ocsoboxaasane, cOTEETHO. Hanuunero Ha xpaHa HiaMa eeKT BbpXyY GHOHAIHYHOC,

Pasnpenenetine ;
Bepanamun € WIHPOKO pasnpesieNieH B TBKAHHTE Ha TANOTO, 00eMbT Ha pasnpene)y

B 3ApaBH JuLUa. CBbp3BaHETO ¢ N1A3IMEHHTE NPOTEHHH € NpHbau3nuTeaHo 90%.
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buorpancihopmanus

Bepanamun ce MeTaGoNMTH3MPA EKCTEH3NBHO. [ Vitro MeTaboIMTHY NPOYYBAHHA TIOKA3BAT, Y€ BEpanaMHIl
ce metabonuzupa 4pes uuroxpom P450 CYP3A4, CYP1A2, CYP2C8, CYP2C9 u CYP2C18. Ilpu 3apasu
MBie, NEPOPATHO NPHIIOKEHHA BeparaMHul ce MeTaboNH3HPa EKCTEH3HBHO B YepHHA Apo6, ¢ ycTaHOBEHH 12
METabOJIMTH, NOBEYETO OT KOMTO B MHOMO HHMCKH KOHUeHTpauuu. OCHOBHHMTE MeTalonMTH ca
MAeHTHOHLKPAHN KaTo pasnuiud N M O-aeankuiupann NpoayKTH Ha eepanamui. Ot Tesw metaGonuTw,
caMo HOpBepanaMWil HMMa 3HauWM dapMmakonoruuen edekr (npubauaurenno 20% OT HIXOAHOTO
CheIUHEHHE), KOSTO € HAGMIONARAHO B IPOYUBAHE ¢ KyUeTa.

Enumunupane

Cnen wuTpaBeHO3Ha HWH(Y3Hf, BepanaMWl Ce €IMHMHMpA OH-EKCMOHEeHUHaNHo, ¢ paHHa Obp3a
pasnpeenvTenta asa  (NONYXMBOT OKOJMO 4 MHHYTH) M DaBHa eNMMHHAUMOHHA TEepMHHAMHA (asa
(nonyxuBOT okono 2 Ao 5 yaca).

Caen nepopanHo NpUIOHEHHE BpeMeTO Ha MoiyenMMHHMpaHe € 3 Ao 7 uvaca. 3a 24 vaca ¢ ypuHaTa ce
ekcpetHpa 50% oOr npuioNeHaTa 4033, a B pamkute Ha 5 aHM - 70% ot npuioxenara ao3a. o 16% ce
ekckperupar ¢ u3npaxdenuata. Okono 3 no 4% or ekckpeTHpaHoTo npe3 OnGpeunTe NeKapcTBO € B
HenpoMerieH Bua. OBMMAT KIMPBHC H& BEPANaMH € MOYTH TOJIKOBA BUCOK KOJIKOTO 4epHOAPOOHUS KPbBEH
notok, npubiuaurento 1 Vh/kg (B nnrepsan 0.7-1,3 /h/kg).

CrenyajiHi nomyaaumu

Heouampuuna nonyrayun

Haivuvia ¢ orpanmvena wH(OpMauus 3a (papMakOKMHETHKaTa B IlleauaTpuuHa noRyiauus. Chex
MHTPaBEHO3HO N03HpaHe, CPeNHUAT NONYKMBOT Ha Bepanamun e 6un 9,17 yaca U CPEeRHMAT KITHPBHC € O
30 I/h, noxato Toit € okono 70 /h 3a Beapacten ¢ Terno 70 kg. PaBHOBECHHTe Mila3MEHH KOHLEHTPALMM B
M3BECTHA CTEIIeH €A MO-HHCKH B NeJHaTPUYHATA [IOMyAaLMA ClieA NepopaHO A03MpaHe, B CPaBHEHHE C Te3H
NPH BB3PACTHH,

Haquenmu 6 CrapMecKkad guiapacin

Bmpacrra MOXKE Aa M[OBIHAEC d)apMaKOKHHeTHKaTa Ha BepantaMHl MOpH DauvMeHTd C XHOEPTOHHA,
EJ'IHMHH&L[HOHHHHT MONY>KHBOT MOXKE 18 toae YABIDKEH NpH NMallHEHTH B CTapyeCKa Bb3pacT. VYeranoseHo e,
Y€ AHTHXHIEPTCH3IUBHUAT e(lJeKT Ha BepanamMui HE € CBBp3aH ¢ BB3pacTTa.

Bubpeuna nedocmamuvurocm _
Hapyuienara 6b0peyna pyHrumMa HaMa edexr BppXy hapMakOKMHETHKATa Ha BepariamMiil, KaKTO € [OKa3aHO
B CPaBHMTEJIHHM NpPOy4YBaHWA IPH NAlHEHTH ¢ KpaeH cTaiMil Ha GhOpevHa HEAOCTATBYHOCT H MMUA CBC
3apasy 6u0pen. BepanamMun 1 HOpBepanaMun He ce OTCTPARHABAT 3HAYMMO ¢ XeMOIHANH3A.

Heprodpobua nedocmamvynocm
[Mony>KHMBOTHT Ha BepanaMu/l € YALDKEH NPH MALKMEHTH ¢ HapylleHa 4epHOApobHa GyHKUMA, NBLKALIO ce
Ha HHCKHA NIEpOpaeH KIMPHHC W rojieMHA 00eM Ha pasnpejg/ieHHe.

5.3 IIpenxkauuH9HH JAHHHA 3a GezonacHocT

[Ipopenenu ca penpoAyKTHBHH NPOYYBAHMA NpH 3alliM W IUIBXOBE NPH MEPOPAIHH A03M BEpanaMuil Jo
180 mg/m*/nen ¥ 360 mg/m*/ nen (B CpaBHEHHE ¢ MAaKCHMAIHA NpPeNOPbUMTEIHA JHEBHA 1034 NpPH XOpa
300 mg/m?) u Te He ca noka3anu JaHHM 3a Tepatorennoct. ITpu nnsxose, obaue, 1034, nogobHa Ha Ta3H

KInHAYHA go3a (360 mg/m?) e emOpuorokcHuna u € 3a6aBUNa pacTeXa W PasBUTHETO Ha mona. Tesu
ebekT HACTBNBAT MPH HANMYHE HA TOKCHYHOCT 3a MakkaTta (KOSTO BOAY [0 HAMaAcHa KOHCyMalMs Ha
xpaHa ¥ 3abapsHe HAANaBAHETO Ha TErO Ha Maiikara). JlokasaHo e cwulo, ue Tazp. nepopa.una Ao3a e
MPHYUHHKIIA XMNOTOHMs NpH IUIBXOBe. ANEKBATHH M 100pe KOHTPOAMpPaHU npqun i
NpH DpeMEHHH KEHH.

6. ®APMAIEBTHYHU AAHHH

13



6.1 CnHchbK Ha NOMOUWHHUTE BEIECTBA
Kanuues xuaporengocdar, nuxuapar, Ph. Eur.
Muxkpokpuctanya nenynoza, Ph. Eur.

CuinuueB auokcua, konouaeH 6e3soaeH, Ph. Eur.
Kpockapmenosa watpuid, Ph. Eur.

Marnesues cteapar, Ph. Eur.

Xunpomenoza tun 2910, Ph. Eur.

Harpues naypuncyndat, Ph. Eur.

Makporon tin 6000, Ph, Eur.

Tanxk, Ph. Eur,

Turanos anokenn (E171), Ph.Eur. EC Directive 78/25/EEC & 95/45/EC
Ilpeuncrena sopa, Ph.Eur.

6.2 HecbBMeCTHMOCTH

Henpunoxumo

6.3 Cpok na rogaocr

3 roaHHH

6.4 Cneunansn yCJOBHA Ha ChXpaHeHHe

He ce manckpar.

6.5 Buj ¥ chIBPKAHAE HA OMAKOBKATA

Isoptin 80 mg ce npegnara g PVC/PVDC GancTepH, NOCTaBEHH B KapTOHeHa KyTHA., Bceska onakoeka
ceabpka 50 win 100 rabnerku.

He BcHukH BHAOBE onakoBkM Morar Ja 6baat nycHary B npogaxba.
6.6 CneusHannn npegnasHH MepKH NPH H3XBLP/IAHE

Hsama crietiganiy U3MCKRAHHA,

HenanonssaHuat jJeKapeTBEH MPOAYKT WM OTNAZbYHMTE MATEPHAlH OT Hero Tpalsa da ce M3XBBPIAT B
CBOTBETCTBHE ¢ MECTHHTE H3HCKBAHU.

7.  TIPHTEXKATEJ HA PAPEHIEHHUETO 3A YIIOTPEBA
Maiinan EOOJI

Odgmc crpana ,,Ceparixa oducu*

6yn. CutHakopo Ne 48, er. 7

1505 Codun

Beirapus

8. HOMEFP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

20030012 ot 13.01.2003 r.
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9. HJATA HA HIbPBO PA3PEIIABAHEITIOTHOBSIBAHE HA PA3PEHIEHMETO 3A
YIIOTPEBA

Hara Ha mepeo paspewarane: 13 auyapu 2003 r,
Jara Ha nocnemHo noaHosseaxe: 31 mapt 2008 r.

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA

12/2020
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