KPATKA XAPAKTEPUCTHKA HA ITPOIYKTA

1. HUME HA JIEKAPCTBEHHUA ITPOAYKT

aiﬁi’fiiusﬁﬂ N0 NEKAPCTBATA

Wsontun SR 120 mg TabNeTKH ¢ yAbMKeHO ocBo00K1aBaHe Eb’?"?;"m"“ xapaKmepucmuka Ha .57,»',-'5;;;;;;.'?'7:;?5;2;;;;?"_

Isoptin SR 120 mg prolonged-release tablets Kum Poz. Ne L,2(}\) 30 0/3/ /Y

Msontun SR 240 mg TabaeTkn ¢ ymuKeno ocsoboxasane | Fapeuene e

Isoptin SR 240 mg prolonged-release tablets BG/MA/MP - f?'lioé'o*/*iw {076
}_‘ng'ff{;_’f?,",“ s — [YTRY ATTTr |

2 KAYECTBEH H KOJTHUECTBEH CbCTAB

Besika tabnetka Msontun SR cbabpxka cborsetHo 120 mg winn 240 mg BepanamMuIOB XWIPOXJIOPHI
(Verapamil hydrochloride).

[TomouHo(#) BeuiecTBo(a) ¢ H3BECTHO J€HCTBHE
HzonTun SR 240 mg
Beska Tabnerka ¢ yasmkeHo ocBoOokaaBaHe chabpka 37,1 mg HaTpUi.

3a M'bJIHKSA CIHCHK HA MOMOLLHHUTE BELICCTBA, BUIKTE TOYKA 6.1.

3. JIEKAPCTBEHA ®OPMA
Tabnetka ¢ yabmkeHo ocBoOOK/1aBaHe

HM3ontun SR 120 mg - kpbrau, ABOHHO M3nbKHaNK, Oesn Ha uBaT TadsieTky, ¢ noro “KNOLL” ot eanata
crpana 1 “120 SR” ot npyrara crpaHa.

Hsontun SR 240 mg — npoawiroBaty, CBET/IO 3€JieHH Ha UBAT TaOJIETKH, C Je/MTe/IHa YepTa OT [ABETe
CTPaHH W TPUBI'BIHO JIOTO OT €/1HATa CTpaHa.

4. KJIWHUYHU JAHHH
4.1 TepaneBTHUHH NOKa3aHHS
H3onTHH e noka3aH MpH Bb3pacTHH, HOBOPOAEHH, KbpMayeTa, /Iela H IOHOLIIH,

H3onTHH e nokasaH 3a JieveHHe Ha HcXeMHuHa 0onecT Ha ChpUeTo (ChCTOAHMA, XapaKTepPH3HPaLH ce ¢

HE0CTATBYHO cHAbAABAHE HA ChPIEUYHMS MYCKYJ1 ¢ KHCJIOpO1), BKITKOUBALLLO:

- XpPOHHYHA cTabM/IHA AHMMHA NEKTOPHC;

- HecTabWIIHA AHFMHA NEKTOPHC (KpecyeH10 aHrMHA, aHTMHA B MOKOH);

- Ba3ocnacTHYHa aHrMHa nekTopuc (aHruHa Ha Prinzmetal, BappanTHa aHruHa);

- aHruHa cie/l MHpapkT Ha MHOKap/a MNpH NauMeHTH 0e3 Chp/evHa HEJ0CTAaThbYHOCT, B Cy4aH ue
npuacKeHHeTo Ha GeTa-0il0kepH He e MoKa3aHo.

M3onTHH e nokasaH 3a jieueHHe Ha HapyUEeHHA Ha CbpPACYHHA PUTBM IPH NMapoKCH3Mall

HM3onTHH e nokasaH 3a IeYeHHe Ha MOBHIIIEHO aprepraiHo HajsraHe (XHHCpTOH

4.2 lo3MpoBKA H HAYMMH HA MPHJIOKEHHE



Joavpoeka

Hozata na M3ontun TpaGea pa 6bae WHAMBHAYATHO OMpPEAC/iEHA B 3aBHCHMOCT OT TEXECTTa Ha
3abonaBaHeTo. [bIrOroAMILHMAT KJIMHMYEH OMMT [OKAa3Ba, Ye CpeaHaTa JHEBHA [03a MPH BCHUKK
nokasaHua e mexay 240 w 360 mg. JlHeBHata fo3a He Tpabepa aa npeeuwaBa 480 mg npu
NPONBIKHTEIHO NPHJICKEHHE, BBIIPEKH UE€ MOTAT Ja Ce H3MOQJI3BAT NMO-BHCOKH [03M 3a KPAThK NEPHOA OT
BpeMe. Hama orpaiuueHMs OTHOCHO NPOABMKHTENHOCTTA HA MpHNOXKeHWe. [IpH NPOALIKHTENHO
NpuUnoXKeHHe, npiembT Ha M3onTHH He Tpabea na 6bae npeycraHoRsBaH H3BeAHBK. [Ipenopbusa ce
NOCTENEHHO HaMalfABaHe Ha 103aTa.

Bv3pacmnu

Hexemuuna Gosecm  Ha  cobpyemo, nNApOKCUIMAIHA  HAOKAMEDHA MAXUKAPOUs #  NpedCopoOHO
MudcOeHe/ mpenmene.

JHerHarta nosa ot 120 no 480 mg, npuera B enHa WNK [BE OTAENHH 103H.

Xunepmonus
HHepnata noza or 120 no 480 mg, npHeTa B eaHa UM e OTAENAHH NO3H.

Creyuanana nonyaayus

Heduampuuna nonyaayus

BezonacHocTTa M edukacHoCTTa Ha M30NTHH ca YCTAHOBSHHM NMpU aeua
- 10 6 roauiiHa Bu3pacT: AueBHa 102a ot 80-120 mg MzonTHH, npHeTa B 2 20 3 OTAETHU N03H;
- 6-14 rogviuHa Bb3pacT: AHeBHa Ao3a ot 80-360 mg M3onTuH, npHeTa B 2 00 4 OTALIHK A03H.

bvbpeuno yapedscoane

Hanu4HuTe KbM MOMEHTA naHHM ca onucaHd B Touka 4.4. M3ontuH TpsaGea na ce ymotpebaea ¢
NOBUILEHO BHHMAHHE W NPH HENpPeKbCHAaTO MOHHTOPHpaHE MNpW TMAUWEHTH ¢ yBpeldeHa ObOGpeuHa
tyHKLHA.

Yepnodpobro yapexcoane

py naumenTH c yBpeieHa uepHOApPoOHa (QYHKUMA, METabONUIMDBT Ha NekapcTBoTo e 3abaBeH B (10-
roasMa MK No-MIKa CTENEH B 3aBUCHMOCT OT TEXKECTTa Ha yepHoapobHaTa AMChYHKLHA, KOETO OT CBOA
CTpaHa NOTEHUMpa M YyAbMkaea edektute Ha HzontuH. CnemoBaTenHo € HeoOXOAMMO MOBMLICHO

BHHMAHHKE MpH ajanTHpaHe Ha J03aTa NMPH HAUMEHTH C yBpeaeHa yepHoapobHa ¢yHKLUHA U 3aMoyBaHe Ha
JIEUYEHHETO ¢ HHCKH 103K (BXK. Touka 4.4),

HauyuH Ha npuioxkenne

3a nepopanHo NpUIOKEHHE.

Tabnetkute Tpatpa na ce npuemart Ge3 na ce CMy4aT WIH AbBYAT, C ROCTATLYHO KOJIMYECTBO TEUHOCT, 34
NpeAncUYMTAHE MO BPEME HA XPAHEHE MK CKOPO Cejl TOBA.

4.3 IlpornBonokazanus

HzonTHH € NpOTHROACKA3aH B clydait Ha:

- CBPBLXYYBCTBHTEJIHOCT KbM aKTHBHOTO BEILECTBO (BEPaNaMHIOB XHAPOXJIOPH]) UK KBM HAKOE OT
FIOMOLLHHTE BeUleCcTBa, H3OpOeHH B Touka 6.1.

- KapJHOTe€HEeH LLOK

- BTOpa MM TpeTa CTEeNeH ATpHO-BeHTpHKynapeH O6nok (¢ HM3KIOuUeHHE THTE C
(GYHKUHOHHUpaLL, neicMeiKkbp)

- cHHApoM Ha OOnHMSA CHHYCOBR BB3en (C MWIKMOUEHHE HA NallMeHT
neHCcMeHKLP) &/ N

- CbpAEYHA HEAOCTaTLYHOCT C HaManeHa ¢ppakuMa Ha M3ITNACKBAHE MOJ 5@, 1 DR

kPl
S

BKIHHeHO Handarane Haa 20 mmHg (ocBeH ako € NpH4HHEHO OT BTOpH
TAXWKAPAUSA H3UCKBALLA TEPATIHA C BEpANamMHi)



- NPeAChPAHO MBXKJIEHE/TPENTEHE MPH HATUYME HA JOIILJHHMTENEH MPOBOAEH NBT (HAMD, CHHAPOM
Ha Wolff-Parkinson-White, cunapom Ha Lown-Ganong-Levine). Te3an naumentd ca ¢ puck 3a
pa3BMTHE Ha KaMePHa TAXMapHTMHA, BKIIOUHTENHO KAMEPHO MBXKAEHE, aKo € npunoxkeH HUionTuu.

- koMOuHauMA ¢ upabpaauH (Bx. Touka 4.5 ,B3auMonedcTBHE ¢ APYTH NEKAPCTBEHM NPOAYKTH M
Apyry (POpMH Ha B3aMMOIEHCTBHE™),

4.4 Cneunanuu npeiynpexieHHA W NpeANalHH MEPKH NpPH ynotpeba
QcTbp MuOKapaeH HHDAPKT

Ha ce u3nonaea ¢ MoBHIIEHO BHMMAHWE NMPH OCTbP MMOKapaeH MH(apKT, ycaokHeH ¢ Gpaaukapaus,
U3pas’eHa XMNOTOHHA WM jIEBOKaMepHa ZHCHYHKLHS.

CrpaeueH 6nok/TIspBa cTeneH arpuo-BeHTPUKYNapeH 6nok/Bpaankapans/Acuctonus

H3onTHH 3acara arpuo-peHTpuKymapHua (AV) n ciHycoBHa Bblen (SA) M Moxe Aa YABDKH aTpuo-
BEHTPHKY/AapHOTO BpeMe Ha NpoBexxaaHe. Jla ce M3non3ea ¢ NoBHLIEHO BHUMAHKE, Thil KATO Pa3BUTHETO
Ha BTOpa WiH TpeTa crenedH AV 6nok (mpotMBonokazaHue) WaK yHuacUuKynapeH, GudacunkynapeH
Hir TpHdacuHkynapeH 6eapen 010K W3HCKBAT CNMpaHe Ha chaedpaluMTe 1034 M30NTHH M Mpunarade Ha
fOAXOAALIA TEPAINHS, aK0O € HEOOXOAUMO,

HzonTuH 3acara AV u SA Bb3ena ¥ MoXe 1a npeau3BHKa BTOpa WIIH TpeTa cTeneH AV 6ok,
Opaaukapans, 4 B MHOTO PEIAKH Clydad acHCTONHA. ToBa e ro-BeposTHO Aa CE Cy4YM MPH NALMEHTH ChC
CHHIPOM Ha DOJTHHA CHHYCOB Bb3eJl, MI0-4ECTO NPH Bb3PAacTHU MaLWEHTH.

ACHCTONMATA NPH MaLMEHTH, Pa3Iu4HH OT Te3H ChC CHHAPOM HAa GOIHHA CHHYCOB Bb3eNl 00HYARHO € C
KpaTka NpPOABLKHTENHOCT (HAKONKO CEKYHAM WM M0-MalKo), ChC CTIOHTAHHO BL3CTAHOBABAHE HAa
puTbMa Ha AV Bb3ena MM HOPMATHHA CHHYCOB PHTBM. AKO TOBa He ce ciyuM HezabaBHO, TpaGBa 1a ce
3aMOYHE BeIHara noaxoaawo fedeHye. Bukre Touka ,,Hexenann nekapcTeeHu peakumu®.

AntnaputMmuus, 6era-Gnokepu
B3aumHo noTeHuMpaHe Ha ChPAEUHO-CHRAOBMTE e(ekTH (No-BHCOKA cTerneH Ha AV 610K, B No-BHUCOKa

CTENEH HaMa/ABaHE HAa CbpAEYHATa YEeCTOTa, OTKIIOUBAHE HA CbPAEYHA HEAOCTaThbYHOCT H MMOTeHLKpaHe
Ha xunoToHusa). Habmionasana e acumnTomatuuHa Opaaukapausa (36 ynapa/mMuHyTa) ¢ Gnysaaetn
peAchpAeH NEeHCMEKbD MpH AalHeHT, fo/y4aBall eIHOBpeMeHHO TumMonon (6era- anpeHepriHeH
Onokep) kanku 3a o4 M nepopanen Usontux.

EHI‘OKCHH

Ja ce Hamanu N03aTa HA JMIOKCHH, aKO JMIOKCHH Ce Mpunara eJHOBRpeMeHHO ¢ M3ontuy. Buxre Touka
4.5

ChpaeuHa HeloCTaTbYHOCT

IMauueHTH CBbC ChpACYHA HEIOCTATBYHOCT ¢ (pakilMid Ha HM3TNacKBaHe rno-eucoka ot 35% Tpabea na
ObAAT KOMNEHCHPAHKW NpPEAH 3afno4YBaHe Ha JieueHHe ¢ M3onTuH u Tpabea na 6bAaT NeKyBaHH a1EKBATHO
no BpeMe Ha npuema Ha MzonTuH,

XHNOTOHHA
HuTpareHo3HHAT MI30NTHH YeCTO NMpeau3BHKBa NOHHKABAHE HA KPBBHOTO HanAraHe noja 6a3oBuTe HUBA,
KOETO YEeCTO e NMPEXOAHO H ACHMITOMATHYHO, HO MOXE Ja CE NPOABH KaTO 3aMasHOCT.

HMG-CoA penykraznu unxuburopy (,,CTaTuHU™) - BHXTE TOouKa 4.5,

HapyiueHus Ha HEBPO-MYCKYNHOTO NpefasaHe
Hsontun Tpa6ea na ce M3noi3Ba ¢ NOBHILIEHO BHUMAaHHE MPU HAIMUMETO Ha 3a60,
3aCerHaTo HEBPO-MYCKY/HOTO MpeaaBaHe (MUACTEHHS rPaBHC, CHHAPOM Ha Lam
MYCKynHa auctpodua Ha JioweH.

Apyrn



Cnreyuannu nonynrayuu

Br6peutio yepexnane

Bbnpeku ve roneMu cpaBHHTEIHM W3MNWTBAHMA Ca NOKa3alM, 4e yBpeaeHaTta GbOpeuna yHkuna HaMa
edext BBPXY (apmMakoKMHeTHKaTa Ha M30onTuH, NpH nNauMeHTH ¢ KkpaeH craauit Ha OnBpeuna
HE0CTATBYHOCT, HAKONKO ChboblieHHa nocousar, ye MzonTHH TpaGBa Oa ce npuwiara ¢ MOBMILEHO
BHMMaHHE M CTPOro HabnioaeHWe NpK NALMEHTH © yBpeneHa 6u0peuda dyHkuma. Mzontul He moxe aa
Obae oTAENEH OT OpraHH3Ma ¢ XeMOAHATH3A.

UYepHoapobHo yBpexaaHe
Ha ce npunara ¢ NOBHUIEHO BHUMAHWE MPH TIAUHEHTH ¢ TEXKKO yBpeaeHa yepHoapobHa dyHKuMs. (B,
CblIO TOYKA 4.2 M AO3HPOBKA NpPH 4epHOAPOOHO yBpexaaHe).

Momouun BemecTpa

Hampuii

H3ontud SR 120 mg: Tosk fekapcTBeH NPOAYKT ChAbpka No-Manko ot 1| mmol Hatpuii (23 mg) Ha
Taberka, T. €. MOXE Ja Ce KaXKe, Ye NPaKTHYECKH He ChALPXKA HATPHI.

H3ontun SR 240 mg: To3u nekapcteen npoaykt chabpxa 37,1 mg HaTpuil Ha TabneTka, €KBUBANEHTHH
Ha 1,9% ot npenopbusanus or C30 makcHManeH AHEBeH MpHeM OT 2 g HATPHIi 3a Bb3PacTHH.

4.5 BiaumojaeiicTBHe ¢ pYTH JIEKAPCTREHN NPOAYKTH H Apyrn (opMn Ha B3aHMoAeHCTBHE

MerabonutHure in vitro u3NUTBaHMA mNoKas3eaT, ue M3ontuH ce mertabonuaupa oT uuroxpom P450
CYP3A4, CYP1A2, CYP2C8, CYP2C9 u CYP2C18. YcraHoeeHo e, ye HMzonTun e uHXuOUTOp Ha
eHaumHuTe ot rpynata Ha CYP3A4 u P-rmukonpotenH (P-gp). ChofluaraHH ca KNMHHYHO 3HAYHMM
B3auMozeHCTBUA ¢ MHXHOUTOpU Ha CYP3 A4, Bosemn 40 MOBULIABAHE HA MIa3MeHHTe HHBA Ha M3onTuw,
3a pa3nuka OT HHAYKTopHTe HAa CYP3 A4, KOUTO BOAAT A0 NOHWKEHHE Ha NNIa3MeHHTe HHUBa Ha HzonTun,
Toea Hanara npocneaseaHe Ha NALHMEHTHTE 33 HAJIMYHETO Ha JIEKAPCTBEHH B3aHMOIEHCTBHS.
EnxospeMenHoTO npuiaoxeHHe Ha M3onTHH W JekapcTBo, KOeTo ce MeTalonu3upa NpeanMHO OT
CYP3A4 nnu ¢ cyGetpar Ha P-gp, MOke ga 6bae CBBP3aHO C MOBHMILABAHE HA KOHLIEHTPALMATA Ha
JIEKApCTBOTO, KOETO MOXE Ja 3aCHIIM MM YIABIDKH KaKTO TepaneBTHYHHTE eeKTH, Taka H HEXeNaHHTe
NEKAPCTBECHH PCAKUHH Ha CbMIBTCTBALUOTO JIEKAPCTBO.

Ha Tabnvuara no-pony ca npeiacTaBeHH Bb3MOXKHHTE 1EKapcTBEHM B3aMMOMEHCTBMA nNopaaM
thapMaKOKMHETHYHH MPUUYHHH!

BL3imoxnn iexkapcTBenH B3alimoaeiicTeus

CohubTeTBaI Tlorenunanen epexrt KomenTap
NleKApCTBeH Bbpxy HzonThn uan
npoayKT CbIbTCTBALLHA

JIeKAPCTBEH NPOAYKT

Anada-6rorepu

[paso3nu T Cinax (~40%) Ha HonbaHuTEREH XUMOTEH3HBEH eeKT
npazo3uH, 6e3 edekt
BbPXY HETOBHUA
MOJYKHBOT

Tepazozun T AUC (~24%) ¥ Cax
(~25%) Ha Tepazo3uH

Aumuapummunu




OnekanHKua MuHumanen edext Bwxre Touka ,, Crneyuannu npedynpexcoenus u
BbRXY MJ1a3MeHHKs npeonasuu Mepku npu ynompeta "',
KAMPBHC Ha QUIEKaUHKU]
(<~10%), 6e3 edexT
BBPXY IUIa3MeHNA
iipbHe Ha M3onTuH
XUHHAUH lnepopanen KIMpEHC HA | XunoToHus
XHHUANH (~35%) Benonpo6en oTok Moxe 1a ce NOABH NPH NaLHeHTH ¢
xMnepTpoHiHa O6CTPYKTHBHA KapAMOMHONATHA
Armuacmmamuunu
Teodwmnun | nepopaneH u IMoxmxeHueTo Ha KAKpbHEa e Guno no-cnabo npu
CHCTEMEH KIHMPBHC ¢ nywayqu (~11%)
~20%
Armuxonsyacanmu /Anmuendienmuiti
Kap6amasenuH 1 AUC (~46%) Ha [MoBHweHH H1Ba Ha kapbaMazenHH.
xapBamasenus npu Tosa Moxe Ja aoBele N0 CTPAHHUYHH €(EKTH Ha
MaLKEHTH C kapbamalzenuH KaTo AWNONHsA, rnapobonue, aTakcHs
pedpakTepHa MJTH 3aMasHOCT.
napuxaiHa enuIencHs
(DEHHTOHH lnnasMenm
KOHLIEHTpaLUMy Ha
Hzontuu
Aumudenpecanmu
Hmunpamun 1 AUC (~15%) Ha Hsama cdekT BbpXy HHBOTO Ha aKTMBHHA MeTabosTHT,
HMHIpPaMHH Je3WnpaMuH
Aumuduabemnu
Cnubypua 1 Ciax (~28%) 1 AUC
(~26%) Ha rnubypun
Armunooazpo3nu
Konxuumx 1 AUC (~2,0 nbH) W Hamanenune Ha fo3aTa Ha KONXHLUMH {BHXKTe
Cinax (~1,3 mbTH) Ha NpoayKToBaTa HHMOPMALHA 32 KOMXULIMH)
KOJXHULHH
Aumuundexyuosnu
Knaputpomuuus BB3MokHO T HHBaTa Ha
H3ontHH
EpaTpoMHUHH Bu3moxno T HuBaTa Ha
HaonTuu
Pudamnuumn 1 AUC (~97%), Crax Moske 1a ce HaMaH edeKTa Ha MOHWXKABaHe Ha
(~94%) ¥ nepopanHaTa | KPLBHOTO HaNAraHe
OxoHanu4yHocT (~92%)
Ha M3onTuH.
Hsama 3Haumma npomana
B PK npH MHTpaBeHO3HO
NpUNOKEHHE HA
Waontuu
TeauTpoMuuMH BbamoxHo T HHEaTA HA
W3ontux //m“\
Anmuneonaacmuutu /4 &‘3& -
Hoxcopybuuux T AUC (104%) 1 Crnax IMpu naunenTy ¢ ApeGHOKNETLYE R gy
(61%) Ha goxcopy6uumH | Apod b
[pH AEPOPATTHO

e AN
Sbjijzgvn®

il




ApPHIIOKEeHHe Ha
HaonTuu

Hsama 3HauumMa npomaHa
8 PK na aokcopyGHuMH
MPH UHTPABEHO3HO
TpUIIOHKEHHE Ha
HaonTun

ITpu NAUMEHTH © HanpeaHaIK HEOMIa3MH

Bap6umypamu

®enobapbuTan

T (~5-kpaTHo) Ha
nepopaiHusi KIHPBHC HA
HzontuH

Benzoouazenunu u

WeR dHKCHOIHmu LU

bycnupon

1 AUC, Crax ~3,4-nb1H
Ha OycnHpoH

Muaazonam t AUC (~3-kpaTtHo) 1
Crax (~2-KkpaTHO) Ha
MMJa30/1aM
Bema-brokepu
Meronponon 1 AUC (~32,5%) # Cinax | Buxre TOuka 4.4 ,,Cneunanti npeaynpexieHms 1
(~41%) Ha MeTonponon | NpeAnazHu MepKM MnpH ynoTtpeba®
MpU NaLHeHTH ¢ AHrMHA
[Iponpanonon T AUC (~65%) H Cpax

(~94%) Ha nponpaHonon
NMPH NaLHUCHTH CHLC
CTEHOKApAUs

Cupoeunu 2auKko3nou

JInruTokcHH

| obuins Tenecen
KnupbHe (~27%) K
eKCTpapeHaNHHA
KNHpEHE (~29%) Ha
JHTHTOKCHH

Jurokcun

Ipu 3apaen nuua: 1
Conax (~44%),

1C 120 (~53%),

T Css (""44%) H T AUC
(~50%) Ha AMrOKCHH

Ja ce HaManH 103aTa Ha AWTOKCHHA.
Bwxre cbio Touka 4.4 ,,Cneunanyu npeaynpexnenns
H MpeAna3sHH MepKH TNpd ynoTtpeba*

H2- peyenmopnu aumazonucmu

LumeTHanH

1t AUC na R- (~25%) u
S- (~40%) Ha Uzontun
M CHOTBETHO | KIHpBLHCA
Ha R-# S-BepanaMun

LluMeTaMH HaMansBa KaHpbHca Ha M30nTHH cnea
HHTPaBEHO3HO NpHNoxeHue Ha MU3onTuu.

Hmynorozuunw/Hmynocynpecopu

LiMknocrnopux

1 AUC, Css, Cinax ©
oKoJI0 ~45% Ha
LIHKJIOCIIOPHH

Eseponumyc

Eesepomumyc: T AUC
(~3,5-nbTH) U T

Cinax (~2,3-16TH);
HzontuH: T Cirougn
(~2,3-nbTH)

Maosxe 12 ca HCOGXOAMMM OlpesieNIAHe Ha
KOHLIEHTpALIMH W 8IanTHPaHE Ha 103aTa Ha
€BEPOSIHMYC

Cuponumyc

Cuponumyc T AUC
(~2,2-nbTH); S-
BepanaMuI

1 AUC (~1,5-nipTH)

Moxe na ca HeoOXxoaumu onpen
KOHLEHTpPAaLUKM U aianTHpaHe H




Takponumye

Bb3moxkHo T HMBaTa Ha
TAKPOIMHMYC

Junudo-nonuxcasawiu rexapcmea (HMG-CoA

edVKMAZHU UNXUBUmMOpU)

ATOpRACTaTHH

B3moxkHO T HHRATa Ha
aTOpPBACTATHH ;

1 AUC ¢ ~43%mHa
HaonTuu

Cneapa nombiHHTENHA HHDOpMaLKA

JloBacTaTHH

Bb3mokHo 1 HHBaTa Ha
NOBAaCTaTHH;

T AUC (~63%) 1 Cmax
(~32%) na Haontun

CuMBacTaTHH

1 AUC (~2,6-kpatHo),
Crmax(~4,6-KpaTHO) Ha
CHMBACTATHH

AHMA0HUCMU HA CePOMOHURVBUME PEenMOpU

AmnoTpunTan

1 AUC (~20%) n
AIMOTPHIITaH

Ypurozypuunu

Cyndunnupazon

T nepopanius KINpPLHC
(~3-kpaTHO) W

| buoHanHuHOCTTa
(~60%) Ha Uaontux
Hama npomsana B PK
NpPH HHTPaBEHO3HO
NPUITOIKEHHE HA
HsonTtux

Moske na ce HamanH ed)eKTa Ha NOHMXKABAHE Ha
KPBbEHOTO HanAraHe

A HmuKoazyaanmu

Jaburatpan

Bepanamun —
nexapcTeeHa ¢opMma C
He3abagHO
ocro0OXKaaBaHE:
tnaburarpan (Cuaxc
okono 180 %) n AUC (c
oxongo 150%)
Bepanamun —
NekapcTBeHa Gopma c
YABIAKEHO
oceoGoxaaBaHe:
tnaburatpan (Cmax ¢
okono 90 %) u AUC (c
okono 70%)

PHCKBT OT KbpBeHe MOe lia ce yBenuud. Moxe fa e
Heo0x0aWMO Ja ce HamManK 103aTa Ha naburaTpaH,
KOraro ce NpHeMa 3aeIHO C NEpOpaneH Bepanamun
(BHxTE yKazaHHATA 3a A03HpaHe Ha naburaTpaH).

Jpyru AMpeKkTHO
AeiicTRallK
nepopanHu
AHTHKOArynaHTH
(DOACSs)

[Mosuwenara abcopSums
Ha DOACS, 1o kato Te
ca cyberparu ma P-gp, 1
aKQ € NPUIOKHMO, ChUID
TaKa HAMAJIEHOTO
eNUMHHHpaHe Ha
DOACs, koHTO Ce
MeTabonusupatr ot
CYP3A4, Moxke Ja
NMOBHLIH CHCTEMHATA
OHOHANMUYHOCT Ha
DOACs,

HaxoW JaHHH MPeAfonaraT Bb3MOXHO NOBHLIABAHE HA
PHUCKa OT KbpBEHE, 0cobEHO MPH MaUUeHTH C
JOIBHUTETHH pHUCKOBH (hakTopu. Moske na e
HeoOXx0aHMO Ja ce Hamanu nosara Ha DOAC, korato
ce nNpHeMa ¢ Bepanamun (BHKTE yKa3aHHATA 3a
Aozupane va DOACs).




Apyeo kapouonozuuno reqenue

HBabpaaun EnHoBpeMenHaTa Bute Touka 4.3 . IlpoTueonokasaHus’
ynotpeba ¢ HpabpamuH e
MpOTHBONOKa3aHa
nopaiu edekTa Ha
Beparnamui 3a
JOIBJIHHTENHO 3a0aBaHe
Ha CbpIEYHATA 4ecToTa
cnpAMo HeabpanuH.

Apyzu

Cok ot rpefindpyr | T AUC na R- (~49%) u | BpeMeTo Ha MONy»HBOT H GbOPEUHHAT KIMPBHC He ca
S- (~37%) BepanaMuI | 3acerHaru.

H T Cmax 2 R- (~75%) u | Cok ot rpeiindpyT He TpaGBa na ce npxema ¢

S- (~51%) pepanamun | Mzontun.

KenT KaHTapHOH 1 AUC na R- (~78%) u
S- (~80%) Bepanamun
H CLOTBETHO MOHIKEHUE
Ha Cumax

HDYFH JIEKAPCTBEHH BBaHMOAeﬁCTBHﬂ H  AONBJIHUTENHA HHCbODMaLlHﬂ OTHOCHO JNeKapCTBEHHUTE
B3aUMOJECHCTBUA

IIpomusosupycuu aexapcmeenu npodyxmu cpewyy HIV

Beneactere Ha MeTabOMHTHHA HHXUOHUTOPEH MOTEHLIMAN HA HAKOH OT MPOTHBOBHPYCHHUTE NEKAPCTBEHH
npoayktu npu HIV, kato pHTOHaBHpP, MNa3MEHHTE KOHLUEHTpauud Ha HzonTud morat oa ce mosMuiar.
Heobxoaumo e noeuiieHO BHUMaHKWe WKW HaMansasaHe Ao3ara Ha M3onTuH,

Jumuii

HoxknasBaHa € NOBULIEHA YYBCTBUTENHOCT KbM edeKTHTe Ha AWTHS (HEBPOTOKCHYHOCT) MO BpEME Ha
enHOBpeMEHHa Tepanua ¢ M3onTuH u nuTHit Be3 na UMa NpoOMAHA MK NOBHLUIABAHE HA CEPYMHHTE HUBA
Ha nuTha. Obaye aobassHeTo HA M300THH e J0Beno A0 HamalsBaHE Ha CEPYMHMTE HUBA HA JIUTHA NpH
NaLHEHTH, KOUTO NONTyYaBaT XpoHHUEH cTabHneH nepopanet THTHH. launeHTH, KOUTO MoNyuyaBaT NBETE
Nexapcrsa Tpabpa na 6baat HabAKIaBaHH BHUMATEITHO.

Hespo-mycxyanu 6roxepu

KnuHH4HM A2HHM W NpOYYBAHMA MpPH JKHROTHH TNOKA3BaT, Y¢ SPEKTHT HA HEBPO-MYCKYJIHHUTE BIOKEpH
(kypape-nonobeH 1 aenonapusMpall) Moxe aa 6bae noreHumpan ot MzontrH, Moxe na e Heo6XoauMo
Na ce NoHWKH jfo3ata Ha MzontuH w/mnu nosata Ha HeBpo-MycKyNHHs Onokep, KOraTo ce H3Non3ear
eJHOBPEMEHHO.

Ayemuicaruyuiosd Kuceauna
[ToBHLIEHA CKNOHHOCT KbM KbpPBEHE.

Emanon (amoxon)
[MoBuwaBaHe Ha Maa3MeHHTE HUBA HA eTaHoNa.

Memdpopmun
ExHospeMeHHOTO MpUNOKEHHE Ha BepanamMa ¢ MeT(hOPMHH MOXE [Ja HaManu eduKacHOCTTa Ha
METHOPMHH.

HMG-CoA pedyxmasnu unxubumopu (cmamur)

Jleuenuero ¢ HMG-CoA penykrazHn MHXHOMTOPH (Hanp. CHMBAacTaTHH, aTopBacTa
MIpY NaLMeHTH, KOUTo npueMar M3onTuH, Tpabea aa 3anoyHe ¢ BB3IMOKHO Hal-HUCKYTA
TOBa MOCTEMeHHO A Ce MOBHINABA. AKO MPH MAUMEHTH, KOMTO Bedye NpHeMar s@
peayKTazeH MHXWOWTOp (Hanp. CUMBACTATHMH, ATOPBACTATHH HMIH JIOBACTATHH), TP




Hzontun, e HeoOxoaumo ofMHcAsHe Ha Bb3MOXKHOCTTA 33 NOHWXKABAHE [03aTa HA CTATHHA M
MOC/eBALLO HOBO THTPHpaHE CNOPeA CEPYMHUTE KOHLIEHTPALMH Ha XoJecTepona.

@nyeacTaTHH, NIPABACTATHH W PO3yBACTaTHH He ce MeTabonusupar oT CYP3A4 u e no-mManko BeposTHO
Aa B3auMoaeHcTsaT ¢ M3onTHH.

Anmuxunepmen3ugru rexapcmea, Ouypemuyy, 6azoduramamopi
IToreHuupaHe Ha XHIMOTEH3NBHUA eEKT.

Habueampan

IIpn enHoBpeMEHHO MpHIOKEHHE Ha NepopaeH BepanaMui ¢ naburatpan etekcunat (150 mg), koiiTo e
cybeTpaT Ha P-raMkonpotenH, ce yeennuapaT Cmax v AUC Ha paluraTpad, HO CTeNeHTa Ha Ta3M
NpOMAHA Ce pa3nuyaBa B 3aBUCHMOCT OT BPEMETO MEXAY NPpHEMHTe W JlekapcTBeHaTa ¢opMa Ha
BepanaMuil. EnnoepeMeHHOTO npunoskenue Ha Bepanamii 240 mg ¢ yabkeHo ocBoGOXKIaBAHE 10 €AHO
H CHLIO BpeMe ¢ AaburatpaH eTeKcHIaT RO/IM A0 YBENHYEHA €KCNO3HLHMA Ha naburatpad (yBelHUEHHE Ha
Cmax ¢ okono 90% u va AUC ¢ okono 70%).

[lpenopwuBa ce CTporo KIHHMYHO HabnmioAeHHe, KOraTo Bepanamun ce komGHHHpa ¢ naGurarpaH
€TEeKCHIIAT M 0co0EHO B ciyuall Ha KbpBeHe, Haii-Beue NpH MALMEHTH € NEKO 10 yMepeHo 6uOpedHo
yBpeXJaHe.

4.6 @epTHANHTET, GPEMEHHOCT H KbPMEHe

bpemennoct
Tepamozennu ehexmu

Hsama nocraThuHo AaHHM OT aaeKBaTHH M N0Ope-KOHTPOJIMPAHH HU3NHUTBaHKA 3a ynorpebara Ha M3omtuH
npy 6pemeHHH xeHH. [IpoyuBaHHATA NPy KHUBOTHH HE MOKA3BAT JUPEKTHO WIH MHAHPEKTHO YBPEXKAAIUH
edeKTH MO OTHOLWIGHME Ha penpoiyKTHBHA TOkCH4HOocT. [lopaaM TOBa, Ye pENPOAYKTHBHHTE
NpOy4BaHHATA NPH JKHBOTHH HE BHHATH Ca MOKAa3aTeNHH 3a OTFOBOpPA MpH xopa, M3omrun Tpabea aa ce
M3M013B4 M0 BpeMe Ha OpeMEHHOCT ¢aMo B CITy4YaHTe Ha abcooTHa HeoOXOAUMOCT (BXK. TouKa 5.3).

Kspmene
H30nTHH NpeMKHaBa (1pe3 NJIaLeHTaTa U € M3MepPeH B KPLETA OT MBNHATA BPLE.

HzonTHH/MeTaboIMTH ce OTAeNs B 4OBelIKaTa Kbpma. OrpaHduyeHH NaHHH [IpU XOpa fipH AepopaiHO
NPHIO0XKEHHE Ha H3onTuH ca nokasanu, 4€ OTHOCHTENHaTa 103a Ha HaonTun npy KppMa4d€To € HHUCKA
(0,1-1% or maHuuHaTa nMepopanHa [03a} W M3MON3BaHETO Ha M30nTHH MOXE 1a € CHBMECTHMO ¢
KbPMEHETO.

PuckbT 33 HoBOpOAEHOTO/KbpPMaAdeTO He Modke Ja Obae HakarueH. [Topagn Bb3MOMXHOCTTA 338 CEPHO3HM
HEXeNaHH JIEKAPCTBEHH pPEAaKUMH npH KbpMaveTa, Mzontun Tpabea na ce u3non3sa no BpeMe Ha
KBbPMEHETO CaMo, aKo € OT ChUIECTBEHO 3HAUEHHE 3a 34paBOC/IOBHOTO CLCTOSHHE HA MaliKaTa.

4.7 EdexTtn BbpXy cnocoGHocTTa 3a o HpaHe N padoTa ¢ MAIUHHH

Ilopaau aHTUXHNEPTEH3WBHHA CH edeKT U B 3aBUCHMOCT OT HHAMBHAYANHATA YYBCTBHTENHOCT, HM3onTnu
MO>Ke [1a MOBJIMAE PeaKLMHUTE 10 CTENEH Aa HAPYLIH cnocoGHOCTTa 32 wodupaHe HAK paboTa ¢ MALIKMHH,
KaKTO M Bb3MOXHOCTTA 3a paboTa B NOTEHLMANHO ONacHu ycnoeua. ToBa paxu ocofeHo B HAYANOTO Ha
Je4eHHEeTO, NpH MOBHIIIABAHE HA 103aTa, NPH NPEMHHABAHETO OT €AMH KbM APYr NEKAPCTBEH MPOAYKT,
KaKTO M IPH €HOBPEMEHHOTO KOHCYMHpaHe Ha ankoxon. M30nTHH Moxe Ia MOBHILK HHBATA Ha alIkOX0
B KpbBTA M Ja 3abaBM HeroBoTo enHMuHHpaHe. ChenoBatenHo edekTuTe Ha ankoxona Moxe na Gbiat
3ACHJIEHH.

4.8 HexenaHn JeKapcTBEHH PEAKUHH

CreBaliuTe HeKeNaHM JIEKAPCTBEHM peakuuu ca aoknaasaHu ¢ HMsonTuw ot
NOCT-MAPKETHHIOBHTE HabMIONEHHA WM KIHHWYHK M3NWTRaHMA ¢aza IV u ca




CHCTEMO-OpraHHaTa Kiacugpukaumua. HectoTaTa ce aedpHHMpa KakTo cieasa: MHoro yect (>1/10); yectn
(=1/100 po <1/10); Hewectn (=1/1 000 mo <1/100); peaxu (=1/10000 mo <I1/1 000); MHoro peaku
(<1/10 000); ¢ Hen3BecTHA 4YecToTa (OT HANMMYHHUTE JJAHHH He MOXE Aa Objle HaNpaBeHa OLEHKA).

Haii-uecTo 40KNafABaHHTE HEXENAHW NEKAPCTEEHH peakUHHK ca OHWIH rasofonure, 3aMagsHOCT, CTOMALIHO-
YpeBHH HapylueHMs (rajieHe, KOHCTHMAIMA W KOpeMHa 6o.Ka), KakTo W OpajuvKapaWA, TaXvWKapaus,
NaINHUTALMK, XUIIOTOHHA, TOPELIU BBIHH, MEPUPEPEH OTOK M yMOpa.

Hexenanu JIEKApCTBEHH peakKuUHH, OJOKNaABaHH OT KIWMHHYHH H3[HTBAaHHA C HzonTHH M nocT-
MApKETHHIOBHTE HabnoaeHHA:

MedDRA-Gaza YecTn Heuectn Peakn C HeH3BeCTHa YecToTa

JAHHH HA CHCTEMO-

OpraHHH KIACOBE

Hapyluenus Ha CBpbLXUYYBCTBHTENHOCT

HUMYHHATa cHCTeMa

Hapywenus na Cnaeobonue [apecteaun | Excrpanupamuann

HEepBHATa CHCTEMA 3aMasHOCT Tpemop HapylUIEHHA, Napaiu3y
(Tetpanapanuza)’
[lpunagsum

Hapyuiexuuns na Xunepkanuemus

Merabonuama u

XpaHeHeTo

ITeHXH4HH HapyLUIEHHSA CBHIUBOCT

Hapyienus Ha yxoTo THHHTYC BepTuro

Y nabupuurta

Copneunn Hapywenns | bpagukapaus [Tannutauuu ATpHO-BEHTpPUKYIApEH

Taxukapansa 6nox (1-Ba, 2-pa u 3-Ta

crened), Copaeuna
HEAOCTATBYHOCT,
CHHycoB apecT,
Cunycosa Gpaaukapams,
AcHcTonua

CbaoBH HapyLUEeHHs XHUnoroHus

[opewin pBIHK

PecnuparopHy, BpoHxocnazbm,

CPBAHH H JucnHes

MenHacTHHANHY

HapyLIeHHUs

CToMallHO-4peBHH lapene Kopemna Moepbwane | duckomdopT B 06nactra

HapyLieHKs 3anek 6onka Ha KopeMa, XHIepnaa3us
Ha BeHuMTe, Uneyc

Hapymenus Ha Xurepxuapo | AHMHoeaeM,

KO3KaTa M MoJaKoKHaTa 3a Cunpnpom Ha CTuUBBHC-

TbhKaH

JDLKOHCBH,

Eputema Myntudopme,
Anoneuus, Cepbex,
ITypnypa,

Hapymenus Ha
MYCKY/NHO-CKENneTHaTa
CHCTEMA H
CbeHHMUTENHATA
ThKaH

MakynonanysapeH
ofpus, ‘JJ;zﬂﬁAv
3 77
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Hapymenus na Bnbpeuna

6u0peuuTe H HEAOCTaTBYHOCT

NHKO4HHUTE MBTHLUA

Hapyenuns Ha EpexTunHa aucdyHkuua

Bb3NPON3BOAHTENHATA INiHekomacTHs

CUCTEMa M rbpaaTa lanakTopes

OBy HapyweHMA K [lepudepen ook | Ymopa

eheKTH Ha MACTOTO Ha

[pUIIOKEHHE

H3cneasanna [ToBuitenue Ha
4epHOAPOOHHTE eH3IUMHU
lNoBHieHHe Ha
MPONaKTHHA B KpbBTa

'Tlo BpeMe Ha MOCT-MAKPETHHIOBHS NEPHOA € AOKNAABaH eMH Cilydail Ha mapanusa (TeTpunapesa)
CBbP3aHa C €JHOBPEMEHHOTO npHiokeHue Ha H3onTuH M konxuuun. ToBa Moxe fga ce AbKM Ha
MPEMHHABAHETO HA KOJMIXMUMWH Npe3 KPLBHO-MO3b4HATa Hapuepa B pe3yniTaT Ha HHxuOupane Ha CYP3A4
u P-gp ot MzonTuH. Buikre Touka ,,B3anmoaecTBIA ¢ ApYrH nekapcTBEHH NPOLYKTH U ApyrH GOpPMH Ha
B2auMoaeHcTeHe™, :

CrobiuaraHe Ha NOKO3UPAHH HEXENAHH PeaKLInH
CrofiaBaHETO Ha MOJ0O3MPAHM HEXelaHH PEeaKuMM ciiell pa3peluaBaHe 3a ynorpeba Ha JeKapcTBEHUS

MpOAYKT € BaxHO. ToBa NO3BOMABA fla NPOILKH HAbnIonNeHWeTo Ha CLOTHOLIEHHETO MOM3a/pHCK 3a
JIeKapCTBEHHA NPOAYKT. OT MEIHUMHCKHTE CMELMATHCTH C€ WIUCKBA Na cbhoOILABAT BCAKA MOAO3MpaHa
HEXEJTAHA PeaKuMa Ype3 HaAUMOHAIHA CHCTEMA 33 ChoOILaBaHe:

HznbandTenHa areHuMs No nekapeTeara
yn. ,,Jlaman ['pyes” Ne 8, 1303 Codus
Ten.: +35 928903417

yebceaiiT: www.bda.bg
4.9 Ilpenosnpane

Cumnromu

Xunortouus, 6panMkapausa 1o BUcokocTeneHeH AV-610k # CHHYCOB apecT, OCThP PECITUPATOPEH AHCTpPEC
CHHAPOM, XUNEPriaHKeMHus, cTynop H MetabonuTha auuaocia. Crobluarany ca U cnydau ¢ QaTaieH Haxos
B PE3YTAT HA NPEao3HpaHeE.

Jleuenne

Jleuenieto nipu npedosMpaHe Ha Msontuxd 1pabea na  Obae npeAMMHO moaabpXkKAILO U
HHIWBHAYanH3upaHo. beTa-anpenepruuna cTUMynauus W/HMNHK NMapeHTCPalHOTO MpWaraHe Ha Kajiuwii
WHXKEKUHH (KanuueB xnopui) ca OWiM edeKTHBHO M3MON3BaHM TPH JeYeHHEe Ha MNpegHaMepeHo
npenosupade ¢ nepopaned HMsonTH. KaMHWUYHO 3HAUMMMTE XHIOTEH3MBHH PeaKLUMH WIH BHCOKO-
creneHeH AV Gnok Tpsbsa Ja ce NeKyBaT C BA3OMPECOPHH JIEKAPCTBZ WM NOCTABAHE Ha MelcMelkbp,
cboTBeTHO. [lpn acucTonuara TpaGea na ce usnompar ob6M4HaHHWTE MepKH, BKINIOUHTENHO OGera-
azpeHepriyHa CTUMYJIaUMs (Hanp. W30MpOTEePEHON XHAPOXIOPUA), APYFH Ba30NPECOPHH NEKapCTBa KK
KapAHO-NYJIMOHANHA peaHHMaLus.

ITopagu Be3mokHOCTT2 3a 3abaBeHa abcopOuus MpH OPHIOKEHHETO Ha (GopMHTE C YABMIKEHO

ocsoGomaBaHe, NMalMCHTHTE TpﬂGBa Ja Owgar noa HabmoaeHHe M XOCTHTaNIH3alUHA
HzonTHH He ce OTCTPpaHARa Hpe3 XEMOAHANH3A.

5. ®APMAKOJIOTHYHH CBOHCTBA

5.1 PapmakoiHHAMHYHE CBOHCTBA
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DapMakoTepaneBTHYHA IPyna: CENEKTHBHM GNOKepH Ha KallUMEBUTE KAHAIM ¢ NpeKH edeKTH BBpXy
cbpueTOo, heHunankunamuHoBl aepueatd; ATC kon: COSDAOI.

Bepanamunor xuapoxnopua e 641 Wik npakruuecku 6an kpuctaneH npax. Ha npaktuka e 6e3 mupusma
M KMa ropuMB BKYC. PasTeapsa ce BbB BOJA, HAITLAHO CE Pa3TBAPS B XNOpOGOPM, HACTHUHO B ANKOXOJN H
Ha MPAaKTHKA € HEPA3TROPHM B eTep.

XuMHYHOTO WME Ha  BepanaMHAOB  XHApoxnopua e  OenseHauetoHutpun, o-[3-[{2-(3,4-
AHMETOKCH(EHHN)ETHT } METUNAaMHHON] NporHn]-3,4-IMMeTOKCH-0-( 1 -MeTHAETHA) XHAPOXIOPHA.

Monekynnara my Maca e 491,07 1 uma cneaHata xumnuecka dpopmyaa: Co7HigN,Q4 » HCL.

MexaHnibm Ha JeiCTBHE
Bepanamunos xuapoxnopua 61okvpa TpaHCMEMOPaHHOTO HABNM3aHE HA KAILMEBHUTE HOHW {BBH3IMOMHO

Aa MHXHOMpA W HATPWEBMA HOH) B NPOBOJHMTE M KOHTPAKTHIHH MYCKY/IHHTE KIETKH Ha ChPLETO K
TNafIKOMYCKYJTHHTE KIIETKHM Ha cbaoBeTe. M3rnexa ye aHTHapUTMHUKHKMA edeKT Ha Bepanamidl ce IbJDKH
Ha HeroBHTe eheKTH BbpXY OaBHHTE KAHATH B KJIETKHTE HAa CbhpAEYHATa NMPOBOAHA CHCTEMA.

DapMakoANHAMHUYHH eheKTH

EnexTpuueckata akTHBHOCT npe3 cHHo-aTpHanuug (SA) v aTpuo-BeHTpUKYIapHHA (AV) Bbaen 3aBHCH B
3HAYHTE/IHA CTENeH OT KanuMesua Muduiyke npes 6aBHuTe KaHanu. Ypes nHxuGupaHe Ha TO3M HHGAYKE,
Bepanamun 3ab6apis AV npoBexaaHeTo M yabkaea edekTHBHUA pedpakTopeH nepuoa B AV Bhiena, no
Ha4yWH CBbp3aH ¢ uecToTaTa. To3M edeKT JoBekaa A0 HaMansBaHe Ha BEHTPUKYJapHATa 4ecTOTa MpH
NalHEHTH ¢ NPEACHPAHO TPENTEHE W/HWAHM NpeAChPAHC MBXKAeHe W [0 Obp3 BEHTPHUKYNApeH OTroBOp.
Ypes npekbCcBaHe HA PHEHTPH MeXaHH3Ma Ha AV Bb3ena, epanaMmiil MOXKE Ja BE3CTAHOBH HOPMAaTHHA
CHHYCOB PHTBM MPH NaUMEHTH C NapoXCH3ManHa BEHTPMKYNapHa TaxHKapawsd, BKIouuTenHo Wolff-
Parkinson-White cunapom. Bepanamun Hama edexTy BLpXY NPOBOAHMOCTTA Ha JONBIAHHTENHHTE Gaiinac
MBTHILA.

KnuHnuyHa edukacHOCT K 6e300acHOCT

Bepanamun He npoMeHA HOpManHMA NpeAChpAeH aKLUMOHEH MOTEHUMAN MM WHTPa-BEeHTPHKYNAPHOTO
BpEMe Ha MpOBEXIaHE, HO MOTHCKa aMIUIMTYdaTa, CKOPOCTTAa HA JENONApPH3ALMA W APOBEXIAHETO B
NOTHCHATHTE MPEAChPAHH BIaKHa.

B H301MpaHO cbpue HA 33€K, KOHUEHTPALMMTE HAa BepanaMui, KOUTO 3HA4YMTENHO NOBNMABAT BJIAKHATA
Ha SA Bb3ena WM BNaKHaTa B AO/IHMTE W CpPeAHH obnacTH Ha AV Bb3ena HWMaT MHOIO Manbk edekT
BbpPXy BNaKkHaTa B JonHHA AV Bb3en (NH obnact) u namart edekt BbpXy NpeachbpaHUTE aKLMOHHH
NOTEHLHANU WK BBPXY BJlaKHATA Ha cHona Ha His.

Bepanamun He npeau3BHkBa nepugepeH apTepHaneH cra3bM, HHUTO MbK MPOMEH OOLIHTE CepYMHHTE
HHUBE Ha KaJUMi.

Bepanamun Hamansea CIeQHAaTOBAPBAaHETO W MMWOKAPAHWA KOHTpakTWUAMTET. [Ipn noseuero nauneHTy,.
BIJIIQUMTEJIHO TE€3H C OPraHHYHH CbpIe4HH 3a00NABAHMA, OTPHLATENIHOTO HHOTPOMHO AEHCTBHE Ha
Bepanamui ce KOMMEHCHpa 4Ype3 HaManspaHe Ha CNeJHATOBAPBAHETO, KATO ChPICYHHA HHAEKC oGHuYaiiHO
He e HaMaleH, HO NpH NALMEHTH C YMEPEHa A0 TeXKa chpAevHa AuchyHkumus (GenoapobHo BKIMHEHO
Hanqrade Haa 20 mmHg, ¢paxuna Ha vatnacksade noxn 30%) moxe na ce HabmoaaBa oCTpPo BIOLIARAHE
Ha CBPAEYHATA HEAOCTATBLYHOCT. [IHKBT Ha TepaneBTHUHHWA edeKT ce noseasa oT 3
Bonyc MHKEKLMA Ha BepanaMuIl.

Haii-uecTo U3non3BaHUTe WHTpaBEHO3HH J03M OT 5 no 10 mg Bepanamun
MPEXOAHO, aCHMIITTOMATHYHO HAMAJISBAHE HA HOPMATHOTO CHCTEMHO apTepHdpHO [HARATRECIN
CBbAOBO CHLAPOTHBACHHE H KOHTPAKTHIHTET; IEBOKAMEPHOTO HanAraHe Ha MBJH %'{eﬁq

g
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52 @apMakoKMHETHYHH CBOlcTBA

Bepanamunos xuapoxnopua € palieMH4Ha CMec, ChCTOALLA CE OT PABHM YacTH HA R-enaHTdoMmep M € S-
¢HaHTHOMep. Bepanamun ce Merabonusupa excteH3MeHo. Hopsepanamun e exun ot 12 meraSonutH,
OTKpHBalllM ¢¢ 8 ypuHata, Hopeepanamun mma 10 no 20% ot dapmakonorudHata akTHBHOCT Ha
Bepanamuil u NpeacTaBnaBa 6% OT eKCKPETHPAHOTO NeKapeTBO. PaBHOBECHHTE I1a3MEHH KOHUEHTPAIHH
Ha HOpBepanamMHil KW Bepanamua ¢a noaoOHW. PaBHOBECHOTO CBCTOAMME clie] MHOTOKPATHH, BEIHBK
ZAHEBHO J03H CE JOCTHra cnen 3 10 4 AHM.

Abcopbumsa
Han 90% ot sepanamun ce abcopGupa Obp30 B THHKUTE YepBa ClIeA NEPOPATHO npuioxkenue. CpeaHara

CHCTeMHa GHOHANMYHOCT HA HEMPOMEHEHOTO BEUIECTBO C/IE eAHOKPATHA A03a BEpanamui ¢ He3abaBHO
ocsoboxaaBane ¢ 23%, a Ta3u HA BEpaNamMKi C YALIKEHO OCROOOKAaBaHe € npuGaH3nTenHo 32%, KoeTo
CC [B/DKH HA EKCTEH3WBHHWA MeTabomuabM NpU NBLPBO NpeMMHaBaHe fpe3 depHus Apob. [lpu
MHOTOKPATHO MPHIoKeHHe DMOHAMYHOCTTA € OKOJIO B4 THTH NO-BHCOKA. [IMKOBH NIIa3MEHH HHMBA Ha
Bepanamun ce A0CTHraT 1 Ao 2 yaca cnen npunoxeHuetro Ha GopmuTe ¢ HezabaBHo ocsoboxnaBaHe u 4
Jo 5 uaca chel npunaraHe Ha QopMmure ¢ yawbkeHo ocsoboxaapaHe. [IMKOBMTE IUIA3MEHH
KOHLEHTPALMH Ha HOpBepanamMui ce NOCTHraT npuban3ntento 1 1 5 yaca cnen npunarave Ha gopMure
¢ Obp3o wu 3abaseHo ocoGoxpaBaMe, chboTReTHO. Hanvuuero Ha XxpaHa HsMa edekT BbpXY
OMOHANHYHOCTTA Ha BepanaMHIL.

PasnpenencHue
HsonTuH € MpOKO pasnpeneneH B ThKaHUTE Ha TANOTO, 00eMBbT Ha pasnpepeneHue e Mexay 1,8—6,8

l/’kg B 3npaBu muua. CRBP3BAHETO ¢ [U1A3MEHHTE NIPOTEHHH € NpUdIH3uTEnHO 90%,

Buotpancdopmanus

Bepanamun ce metabonunuznpa ekcTeH3MBHO. [n vitro MeTabOMUTHH NPOYYBaHUA NOKa3RaT, ue Usontun
ce Metabonusupa upes uutoxpom P450 CYP3A4, CYP1A2, CYP2C8, CYP2C9 u CYP2CI8. Ilpu
3ApaBd MBKE, NMEPOPaNHO MPUIOHKEHHS Bepanamuil ce MeTaboNU3Mpa eKCTEH3UBHO B 4epHHMs Apob, ¢
YCTaHOBEHH 12 MeTabonuTH, IIOBEUETO OT KOUTO B MHOTO HUCKH KOHUEHTpaUHH. OCHOBHUTE MeETABONHMTH
ca MAeHTHUUMpaHM KkaTo pasnuyud N u O-ZeankunupaHd NpoaykTd Ha Bepanamui., OT Tesu
MeTaboNuTH, caMo HOpBepanaMMi1 WMa 3Ha4uM QapMakonorHuyeH edekr (npubausurenHo 20% or
M3XO[HOTO CheJHHEHHE), KOETO ¢ HalM0AaBaHO B MPOYYBAHE C Ky4eTa.

EnumuHupaHe
Cnea uHTpaBeHO3HA HMHGY3WA, BEpanaMHl Ce CJIMHMHWPA OH-eKCMOHEHLMANHO, ¢ paHHa Obp3a

pasnpefenuTeaHa Gasa (NOAYKHBOT OKOMo 4 MMHYTH) M GaBHa €NMMHHALIMOHHA TepMHHaaHa (asa
(nonyskuBoT okono 2 A0 5 vaca).

Ciien nepopanHo MpUAOXKEHHE BPEMETO Ha MonyenuMuHUpane € 3 40 7 yaca. 3a 24 vaca ¢ ypHHaTa ce
excpetupa 30% OT MpUIoKEHATa 1034, a B paMKHTe Ha 5 aHK - 70% ot npunoxenata noza. Jlo 16% ce
eKCKPETHpaT ¢ HanpaxkHeHuaTa. Oxono 3 1o 4% or exckpeTHpaHoTo npe3 GnbpeunTe NEKapCTBO € B
HenpoMeHeH BHA. OOLMAT KIMPHHC HA BepanaMul € MOYMTH TOJKOBa BHCOK KOJKOTO 4epHOAPOGHMSA
KpbBeH norok, npubausurenHo 1 Vh/kg (B unrepean 0.7-1,3 I/h/kg).

CrielManHy nonyjJaluum

Heduampuyna nonyaayun
Hannyua ¢ orpanuuena undopmauus 3a QapMakokuHerukata B MeauaTpudHa mnonynauus., Cnen
HHTPABEHO3ZHO 03MPAHE, CPEAHKAT MONYKHMBOT Ha BepanaMui € 6Mn 9,17 vaca M CpeaHUIT KIHPBHC €

B CpaBHCHHE C Te3u NPH BL3PacTHH.

Hayuenmu e cmapuecka evapacm
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Brapactra Moxe na nopavde (hapMakOKWHETMKATa Ha BEPamamMHll NpH MALMEHTH C XHITEPTOHMA.
ENMMHHaUMOHHHUAT MONYXMBOT MOXE fJa Oble Yy[AbIKEH NpPU MALMEHTH B CTapuecka Bb3pact.
YCTaHOBEHO €, He AHTHXHMNEPTEHIUBHUAT eeKT Ha BEpanaMuil He e CEbP3aH ¢ Bb3pactTa.

Bvbpeuna nedocmamvunocm

Hapyweunara 6u6peuna dynkuma Hama edekt BBPXY (apMaKOKMHETHKATA Ha BEpanaMull, KakTo e
NoKa3aHO B CPABHMTE/HH MPOYUBaHHA NPH NALMEHTH C KPaeH cTaguid Ha GbOpeyHa HeZOCTaTLYHOCT H
Jvua cbe 3apaBd 6pOpel. Bepanamui M HopeepanaMun He ce OTCTPaHABAT 3HAYMMO ¢ XEMOJHAIH3A.

Yepnoopobua nedocmamvyHocm
[TonyKHBOTET Ha BEPANaMui € YABLJDKEH NPH MALMEHTH C HapylueHa 4epHOApPoOHa GYHKUKA, Ab/KALIO
€€ Ha HUCKHA NEpopaseH KIWPBHC U ronemus obeM Ha paznpeaeieHue.

53 IlpeaxsnHH4YHH NaHHH 32 6e30NACHOCT

[Tposenenn ca penpooyKTHBHH MPOYYBaHMA NIPH 3aHUM K TUIBXOBE NPH MEPOPATHH 103K BEpanaMHil 10
180 mg/m*/nen u 360 mg/m? neH (B cpaBHEHHE C MaKCMMAIHA IPENOPHLYMTENHA JHEBHA /1032 TIPH XOpa
300 mg/m?) u Te He ca nokasanu AaHHM 3a TepaToreHHocT. [Tpu nnbxoee, obave, Jo3a, Noxo6HA Ha Tazu
KIMHMuHa Jo3a (360 mg/m?) e emBpuoTokcuna u e 3abaBuna pacTexa M pa3BUTHETO Ha Mnoga. Te3u
eheKTH HACTLMBAT MpPH HATHYHE HA TOKCHYHOCT 3a MaikaTa (KOATO BOAM A0 HAMAJlEHAa KOHCyMalMs Ha
XpaHa M 3abaBsHe HAA/ABAHETO Ha TerNo Ha Maiikara). [loka3aHo € chuUlo, Ye Ta3W MepopanHa 03a e
NPHYUHHIA XHNOTOHHS NpU IAbXOBE. AjexkBaTHM M JoOpe KOHTPONMpaHM MpPOY4YBaHHA HEe ca
NPOBEKAAHU NPH OpeMEHHH KEHH.

6. PAPMAIIEBTHYHH JAHHHA
6.1 CnMchLK HA NOMOIHHTE BEIIECTBA

Haontun SR 120 mg
MHukpokpycTanHa uenynosa, Ph. Eur,
Harpuee anruusat, Ph. Eur.
[ToeuaoH, Ph, Eur,

MarHe3ues creapat, Ph. Eur,
Etanon, 6essoaen, Ph. Eur., He ce Hamupa B KpaliHuA NpoAyKT
[Ipeuncrena Boaa, Ph. Eur.
Xunpomenosa Tun 2910, Ph. Eur.
Maxkporon tun 400, Ph. Eur.
Maxkporon tur 6000, Ph. Eur.

Task, Ph. Eur.

Twuranos auokcun E171, Ph. Eur.
[TnaHuHcKK rnukonos Bockk, DAB

Hsontun SR 240 mg
Mukpoxpucranua uenynoza, Ph. Eur.
Harpues anrunar, Ph. Eur.
HoeunoHn, Ph. Eur.

MarHezues creapat, Ph. Eur.
Ipeuncrena sona, Ph. Eur,
Xunpomenosa tun 2910, Ph. Eur.
Maxkporon tan 400, Ph. Eur.
Maxporon tun 6000, Ph. Eur.

Tank, Ph. Eur.

Tutanor anokena E171 , Ph. Eur.
XHHONMHOBO XBIATO H HHAMTOTHH anyMuHHes sak E104 + E132 (npemukc 3a ¢un
[1naHuHCcKY rnukonos Bockk, DAB

G&ﬁ[.&t‘ﬂ“ *
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6.2 HecLBMeCTHMOCTH
Henpunoxumo
6.3 Cpox na rognoct

Hzontuu SR 120 mg - 2 rognHu
Haonrun SR 240 mg - 3 roauun

6.4 CnenHajHH yCJI0BHH HA ChXPAHEHHE
Ja ce cbxpansea noa 25°C.
6.5 Buau enabpxkanHe HA ONAKOBKATA

Hzontun SR 120 mg ce npemnara B PVC/PVDC 6anctep, nocTaBeHH B KapTOHeHa KyTHA. Bcaka
onakoBKH cbabpka 20 win 50 Tabnetku.

Hzontun SR 240 mg ce npeanara B PVC/PVDC GawctepH, nocrageHH B KaproHeHa KyTHa. Beska
onakoBka cuAbpaka 20, 30 v 50 TabneTkn.

He BcHUKH BHAOBE ONIakoBKH MoraT aa Obaar nmycHaTH B npoaaxba.
6.6 CneunaJHu NpeANa3sHN MEPKH NPH HIXBLPISAHE

Hsma crneunansiy H3MCKBaHHKA.

Hen3non3paHWAT NeKapcTBEH NPOAYKT MM OTIIAABYHHTE MaTepHANH OT Hero TpAGBa Aa ce M3XBBLPIAT B
CHOTBETCTBHE C MECTHHUTE H3UCKBAHUA.

7. INIPHUTEXATEJ HA PA3PEIIEHHETO 3A YIIOTPEBA

Buarpnec EOOJ]

o¢uc crpana ,,Cepauka oducH™

Oyn. CutHakoeo Ne 48, eT. 7

1505 Codua

Bwnrapus

8. HOMEP(A) HA PA3ZPELIEHHUETO 3A YIIOTPEBA

Hzontud SR 120 mg Ne 20030013 o1 13.01.2003 r.

Hzontun SR 240 mg Ne 20030014 or 13.01.2003 r.

9. JATA HA IIbPBO PA3PEITABAHEMTIOAHOBABAHE HA PA3PEHIEHHUETO 3A
YIIOTPEBA

Hara Ha nbpBo pa3petnaBaHe: 13 aHyapu 2003 r.

Jlara Ha nocneano noaHoBaBaHe: 31 mapt 2008 r.

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA
03/2026
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