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1. MME HA JEKAPCTBEHHUH ITPOAYKT |Bamamp - 27 L0 Sorssrsssisssmssissassssessis

DQOBDOHUB NE .ccounvrre vramsesesssans o eeieeareains eraeereverssenstanss
HMzonTun SR 120 mg Tabnerku ¢ yIbDKeHO 0CBOO0K1aBaMR

Isoptin SR 120 mg prolonged-release tablets

HMzontaH SR 240 mg TadneTku ¢ yanmKeHO 0CBoOOXKAaBaHE
Isoptin SR 240 mg prolonged-release tablets

2. KAYECTBEH 4 KOJIMUECTBEH CBCTAB

Beaka tabnerka Msomrun SR cwbabpika cboTeeTHO 120 mg win 240 mg BepanaMuIOB XMAPOXJIOpULL
(Verapamil hydrochloride).

[TomomHo(u) BeulecTBO(a) ¢ UIBECTHO ACHCTBHE
H3ontux SR 240 mg

Bcaka TabneTka ¢ yAbJUKEHO ocBoOOXKaaBaHe cbabpxka 37,1 mg naTpuil.

3a MbAHUA CIIMCHK HA MMOMOLLHMTE BEILECTBA, BHXKTe To4UKa 0.1.

3. JJEKAPCTBEHA ©®OPMA
TabseTka ¢ yABDKEHO OCRODOXKIaRaHEe

Wzontud SR 120 mg - xpbriau, ABoAHO U3NBKHAIH, Oenu Ha URAT TabneTky, ¢ noro “KINOLL” ot egxara
cTpaHa M “120 SR” ot gpyrara cTpana.

Msonrun SR 240 mg - npoabaroearH, CBETNO 3€I€HM HA UBAT TaONETKH, C AenvTeHA YepTa OT ABETE
CTPaHM H TPUBI'BJIHO JIOrO OT €AHATA CTPaHa.

4. KVIMHHHUYHH JAHHN
4.1 TepaneBTHUHH NOKA3AKHA
H3onTUH ¢ Moka3zad Npu BE3pacTHH, HOBOPOJISHH, KbpMayeTa, J€1a U FOHOLLH.

HMzonTux € nokazaH 3a JeyeHrne Ha McxemuuHa 0osecT Ha cbpleTo (CHCTOAHMS, XapaKrepyU3upaliu ce ¢

HEAOCTATHYHO CHA0AABAHE HA CHPACUHUA MYCKYJ C KHCIIOPOX), BKIIOYBALLLO:

- XpoHMYHA CTaDWIIHA aHIHHA TIEKTOPHUC;

— HecTaOMWITHA aHTWHA IEKTOPHUC (KPEeCUEHJO aHrMHA, aHrMHa B MOKOM);

— Ba30CNIACTHYHA aHrMHA NMeKTopuc (aHrkuHa Ha Prinzmetal, RapuaHTHA aHCHHA);

- aHrMHa cied MH(pApKT HA MUOKapAa Npd MalMeHTH 0663 ChLPACHHA HEAOCTAThYHOCT, B Cydai ue
npunoxeHuero Ha Hera-0OmokepH He € NOKa3aHO.

4.2 [lo3upoBKa H HA4YHH HA NPUIOKEHHE




Jo3uposka

Hozata wa WzonTtun Tpabra 1a OvAe MHAMBUAYAIHO OINpPENENSHA B 3ABHCHMOCT OT TEKECTTa HA
3a009BaHeT0. JBArOroJMINHHAAT KIMHUYEH ONWT NOKa3Ba, 4e CpelHaTa AHEBHA 1032 MPH BCHUKH
nokazanug e mexay 240 u 360 mg. JlneBnata amo3a uHe TpsOBa na npepuwara 480 mg mnpu
NPOABJLKATENIHO NPUIOKCHHE, BLIIPEKH Y€ MOTAT [1a Ce H3IOM3BAT NO-BUCOKH J03M 32 KPAThK NEPHOI OT
BpeMe. Hama orpaHMYeHMs OTHOCHO NPOABL/DKMTEIHOCTTAa Ha MpWIMKeHHe. llpv NpogbmKHTETHO
NpUACKeHHe, npueMbT Ha Miontun ne Tpabsa na OnAe npeycraHoBaBaH m3BeaHBX. [Iperopbysa ce
MOCTENEHHO HaMa/ISBaHe Ha A03aTa.

Bv3pacmuu

Hexemuuna 6orecm HA  CoPUEG, NAPOKCUIMAARA  HAOKAMEPHA MAXUKAPOUA U NPEeOCHPOHO
MuoICcOeHe/mpenmene.

Huesnata nosza ot 120 no 480 mg, npveTa B e1Ha WM ABE OTACHAHU JO3H.

Xunepmonus
JIHesHara no3a ot 120 no 480 mg, npuera B e{Ha WM ABE OTAE/HH J03H.

Cneyuanna nonyaayus

Heouampuuna nonyaayus

BejonacHoctTa M epukacHocTTa Ha M30NTHH ¢ca ycTaHoBeHM NMpH Aeua
- 10 6 roavina BB3pact: JHeBHA 103a oT 80-120 mg WMzonTun, npueta 8 2 10 3 OTACIHH 103U,
- 6-14 roguina Buapact: gHeeHa 103a oT 80-360 mg HM3ontuH, npueta B 2 Ao 4 OTACTIHY JO3H.

bvbpeuno yspedsicoare

HanuyuuTe XbM MOMEHTA AaHHU ca onHcaH# B Touka 4.4. HMszontuH Ttpabea na ce ynorpebsasa ¢
MOBUINEHO BHUMAHHE W fPU HEMPEKBCHATO MOHUTOPHPAHE MPM TNALMEHTH C yBpencHa OnlOpeuHa
dyHKUHS.

Ueprodpobno yepesicoane

[Tpy naumeHTH ¢ yBpeAeHa HepHOAPOOHAa dyHKuMsA, MeTabOMM3MBT Ha JIeKapcTBOTO € 3abasen B mo-
roasiMa MK No-MaiKa CTENEH B 3aBUCHMOCT OT TEXKECTTa Ha HepHoapoOHaTa JMChYHKUHA, KOSTO OT CBOA
cTpaHa TMOTeHUMpa W yAwUkasa ebekrute Ha Mzomrun. CrneaosatenHo € HEOOXOMHUMO MOBHIHCHO
BHMMAaHME TIPK AJIANITHPAHE Ha X03aTa MpH TALMEHTH ¢ YBpeieHa YepHOAPOOHa (PYHKIIMS U 3AI04YBaHE HA
JICYEHHUETO C HUCKM 103K (BK. ToUKka 4.4).

Hauun Ha NPHIOKCHUE

3a nepopainge NPWIOXKEHHE,
Tabnerkure TpiaOBa A2 ce npueMar 0e3 Ja ce cMYYaT WiIK AbBYAT, ¢ AOCTATHYHO KOJIHUYECTBO TEUHOCT, 32
NMpeNO4HTaHE O BPeMe HA XPAHEHE HIH CKOPO CJIe]l TOBA.

4.3 [IpoTuBOnOKA3AHHA

HzonTuH € NpoTHROMOKA3aH B Cl1y4ad Ha:

- CBPBX4YYBCTBMTETHOCT KbM AKTUBHOTO BeLIECTBO {BEPanaMiion XHAPOXJIOPHA) HIIH KbM HAKOE OT
NOMOLIHKTE BeulecTra, H30poeHn B Touka 6.1.

- KapAWOr¢HeH UIOK

- BTOpa MIM TPETA CTENEH aTPUO-BCHTPHKYJApeH 060K (¢ U3KMOYECHHE HA NAUHEHTHTE ¢
hYHKUMOHKHpaW| neACMEHKLP)

- CUHAPOM HA OOMHMA CHHYCOB Bb3en (¢ H3IKIIOUEHWE HA TAUMEHTH
neRcMENKDLP)

TaxuKapaua U3HCKBALa TEpanys ¢ Bepanamun)



- IPEeICHPRAHO MbIKASHE/TPENTEHE PH HAMYKe Ha JOITbAHMTEAEH NPOBOAEH MBT (Hamp. CHHAPOM
Ha Wolff-Parkinson-White, cuugpom Ha Lown-Ganong-Levine). Te3n naumeHTH ca ¢ pHCK 3a
Pa3sBMTHE HA KAMEpPHA TAXHAPHTMHUA, BKIIIOUYUTEITHO KAMEPHO MBKIEHE, aKo € MpunoxeH H3oaruH,

- xoMbuHanud ¢ uBabpanuH (BK. Touka 4.5 ,BlaumoacicTBue ¢ APYry JNEKapCTBCHU TPOAYKTH M
Apyr¥ GOpMH Ha R3aUMOACHCTBHE ).

4.4 ChneunaiHu gpeAynpexicHHNA U MPeaNa3Hu MEPKH NpH ynorpeba

Octbp MHOKApP/IeH HHQAPKT
Ha ce u3non3ea ¢ MOBUILEHO BHMMAHWE NPH OCTHP MHOKApASH WMHDAPKT, YCAOXHEH ¢ Opaaukapans,
M3pa3eHa XUIIOTOHHA WIH jIEBOKaMepHa AUCPYHKIMS.

CuppaeueH 6nok/ITbpsa ¢reneH aTpuo-eeHTpUKynapeH Onoxk/bpaaukapaus/AcCHCTONMSA

Hzontun 3acara atpuo-peHTpUKynapHus (AV) U cuHycoBUA BB3ea (SA) M MOXKE Aa YABDKH aTPHO-
BEHTPHKYJIAPHOTO BpEME Ha MpOBexX(AaHe. J[a ce u3non3ea ¢ mOBUILEHO BHUMAHUE, Thil KATO Pa3BUTHETO
HA BTOpa WIM TpeTa cTeneH AV 6ok (MpoTHBONMOKa3saHUE) WM yaudacuukynapeH, oudacumxkyiapeH
uin Tpudacuukyiapen Oeapen 610K MIMCKBAT CHHpaHe HA cielBaiiure 03 M3onTud H npunarane Ha
OAXOAALIA TEPANMS, AKO € HEOOXOIUMO.

Hsonmuu 3acara AV # SA Bb3ena w MOXe Aa OpeaM3BHKa BTOpa WiM TpeTa creneH AV Onok,
Opaavikapius, 1 B MHOTO PEIKU ClIydau acucTonus. Tosa € 1o-BepoATHO Ja ce CIIYUH IpH MAalHEeHTH Che
CHHAPOM Ha OOJTHUL CHHYCOB Bb3€II, NIO-4ECTO NPU Bb3PaCTHH NALIMEHTH.

AcHcToNIMATa NIPH MALMEHTH, PA3/IMYHKA OT TE3U ChC CHHAPOM Ha OO/IHMA CHMHYCOB BB3€N OOHUYAKHO € C
KpaTka MPOAB/DKMTEIHOCT (HAKONAKO CEKYHAM WIHM [10-MAnKO), ChC CIIOHTAHHO BL3CTAHOBABAHE Ha
puTbMa Ha AV Bb3ena WM HOPMaJIHUA CHHYCOB PUTHM. AKO TOBa He c€ ciyuM HezabapHo, TpAOBa jaa ce
3aM0YHE BEJIHATa NOAX0AALLO JieueHue. Brokre Touka ,,Hexxenanu jekapcTeeHu peaxuum®.

AHTHApUTMUL, OeTa-010Kepy

B3zaumMHO noTeHuMpaHe Ha ChPAEUHO-CBAOBUTE €heKTH (M0-BUCOKA cTENEeH Ha AV OJIOK, B I0-BHCOKA
CTEICH HAMAJIABAHE HA CHPAEHHATA YeCTOTA, OTKIHOUYBAHE HA CHPACYHA HELOCTATHLYHOCT ¥ NOTEHUUpAHE
Ha xunotoHus). HabmopaBaHa e acumnromatvuHa Opajukapauda (36 yaapa/MuHyTta) ¢ Omykhaein
NpeachpAeH MCHCMeRKbp NP MAlHEHT, NOJY4ABAll eAHOBPEMEHHO THMMOJOR (Oera- agpeHEpruHeH
bs10Kkep) Kanky 3a oun ¥ nepopaned Haontux.

Hurokcuu

Jla ce Hamanu no3ara Ha AMIOKCHH, aKO JUIOKCHH ce Ipuiara ¢aHospeMeHHO ¢ MizornruH. Bibkre Touka
4.5.

CopieyHa HEOCTATBYHOCT

[TaiiveHTH CBHC ChpAeUHA HEAOCTATBHYHOCT € (PPaKLus HA U3TIACKBAHE TO-BMcOKa OT 35% Tpadsa na
OBAaT KOMMIEHCHPAHH NPEAM 3an0uBaHe Ha neyeHHe ¢ MzonTud U Tpabea aa OblaT NEeKyBaHU aASKBATHO
no BpeMe Ha npuema Ha K3onTyi.

XUnoToHKY
HutpaBeHo3HuaT V30nTHH 4ecTo npe/iM3BMKRA MOHMKABAHE HA KPBBHOTO Hanarane noj 0azoBuTE HHBA,
KOETO YECTO € NMPEXOAHO U ACUMIITOMATHYHO, HO MOIKE Jd C€ ITPOABH KAaTO 3aMAaAHOCT.

HMG-CoA peaykrazuy uuxudburop (,,CraTUHU®) - BHKTE TOUKA 4.5,

HapyineHud Ha HEBPO-MYCKYJTHOTO NpeAaBaHe
HzontuH Tpsbea Aa ce U3MON3BA ¢ NOBHILICHO BHUMAHHKE TIPH HAIMYMETO Ha 3300
3aCErHATO HEBPO-MYCKYIHOTO MpelaBaHe (MHACTeHUs rpaBuc, cHHApoM HA Lamb
MYCKy/HA AUCTpOodhuUs Ha [{towe.

JApyru



Cneyuannu nonyaauitu

brbpeuHo yBpenane

Brnpekd ue rojeMu CpaBHUTETHA M3NWTBAHHUA Ca MOKA3anW, 4e yBpeaeHara OnOpeuHa QyHkUMA HAMA
edekT BbpXY dapmakokuHeTukata Ha MzonTMH, npu nauMeHTH ¢ KpaeH cragMi Ha OnOpedyHa
HEJOCTATRYHOCT, HAKOAKO ChoblmenHa nocousaT, ue MzonTun TpaOBa na ce npunara ¢ MNOBHIICHO
BHHMAaHKE M CTPOro HabMoAcHUE TNIPH MALMEHTH ¢ yBpeaeHa Ob0pevuna dynkuus. M3ommun He Moxe Ja
ObJie OTAENEeH OT OpraHU3mMa ¢ XeMOAnan3a.

YepuoapobHo yBpexaane
Ja ce npuiara ¢ NOBHILEHO BHUMAHUE IPH MALIKEHTH ¢ TCIKKO YBpeAeHA UepHOApoOHA QYHKUMA. (BXK.

CBILO TOUKA 4.2 U JO3UPOBKA NPU YSPHOAPOOHO YBpeKIaHe).

IHoMouHy BemecTna

Hampuun

Hsonmun SR 120 mg: To3u aekapcTBeH NPOAYKT Chabpa no-manko ot 1 mmol Hatpuit (23 mg) Ha
TabNETKA, T. €. MOXE J1a C€ KaXKe, Y€ NPAKTHUECKU He ChIIbPiKa HATPHIA.

Hszontua SR 240 mg: Tosu jiekapcTBER NPOAYKT Chabpka 37,1 mg HaTphii Ha TabneTKa, eEKBHBANCHTHH
Ha 1,9% ot npenopbusaHus 0T C30 MakCHMaIeH AHEBCH MTPUEM OT 2 g HATPUH 32 B3PACTHH.

4.5 BzanmoaelicTBHE € APYIH JIeKAPCTBEHH NPOAYKTH H APYTH (JOPMH HA B3aUMOEHLTBHE

MeTabonuTHUTE in Vitro u3nWTBaHMA Tokassar, dye HszontHH ce Mmeraboaumzupa oT uuToxpoMm P450
CYP3A4, CYPIA2, CYP2C8, CYP2C9 u CYP2C18. Ycraunoseuo ¢, de HMzonTtun ¢ uHXHDHTOD Ha
ensumure or rpynata Ha CYP3A4 u P-rnukonporeus (P-gp). ChoOwasadn ¢a KAMHHYHO 3HAYMMHU
BzauMoeicTrUA ¢ HHXUOuTOpH Ha CYP3 A4, BoAey 40 MOBKIIABAHE HA TL1a3MEHUTE HUBA Ha M30NTHH,
3a pasnuka ot yHAYKTopHTe Ha CYP3A4, KOMTO BOIAT AC NOHIKEHUE HA [LTa3MEHHTE H1BA Ha HMzonTum,
Tosa Hanara npochensBaHe HAa TALUMEHTUTE 332 HAJIMUMETO Ha JICKapCTBEHH B3AMMOCHCTBHA.
EnHoepemenuoTO mnpunoxeHue Ha MzonTuH W nekapcTtBo, koero ce MeTaboiM3Hpa MPEAHMHO OT
CYP3A4 unu e cyb¢Tpar Ha P-gp, Moxe Aa Obje CBbP3aHO ¢ MOBHLIABAHE HA KOHUEHTpALMWATA HA
IEKAPCTBOTO, KOETO MOXKE /12 3aCHIM WM YIL/DKYM KAKTO TEPANEBTUYHUTE eEKTH, Taka U HEXEIAHUTE
JIEKApPCTBEHM peakLMH Ha CHIBLTCTBAILOTO JIEKApCTBO.

Ha tabnvuara mo-gony ¢a NPEeACTaBeHH BB3MOXKHHUTE JICKAPCTBEHM B3aUMOACHCTBUA TMOpajH
dhapMaKOKMHETUYHH [TPUHHHH:

Bi3MoxkHH JeKapcTBeHd B3aHMoaelicTBHA

CeabprcTBAm [IoTenunanen edexr KomenTap
JIEKAPCTBEH Bepxy H3onTHn niau
HPOAYKT CbHBTCTBAIHA

JEeKAPCTREH NPOAYKT

Angpa-6rokepu
[Tpazo3uH 1 Crmax (~40%) Ha JIOMBJIHUTENIEH XHITOTEHIUBEH eeKT
npa3o3uH, 0e3 edext
BbPXY HETOBHA
NOJYXHBOT
Tepazo3un T AUC (~24%) 1 Crax
(~25%) Ha Tepazo3uH
Aumuapummnunu




Dnexanuug

Munumanen egekr
BBPXY IVIa3MEHNS
KITAPBHC Ha QreKauHusg
(<~10%); 6¢3 edekr
BBPXY [LTa3MEeHHA
KIUpbHC Ha M3onTuH

BiokTe TOouKa ,, Creyuannu npedynpesicoeHus u
npeonasnu MEPKH npu ynompeba .

Xnnuaus JnepopaneH KIMPbHC Ha | XunoTouus
XUHUAHH (~35%) BenoapoGen 0ToK MOXE N2 Ce NOABH MPH NALUEHTH C
xuneprpodruHa oOCTPYKTHBHE KapIHOMHONMATHA
Anmuacmmamuynu
Teodpunuu | | nepopaseH u [ToumxeHeTo Ha KIHpLHCa € bruio no-¢abo npy
CUCTEMEH KIIMPBHC C nywaun (~11%)
~20%
Anmurxonepacanmu /Anmuenuienmudnu
Kapbamasenun 1 AUC (~46%) Ha [TosuuieHH HMBa Ha Kapbama3enuH.
kapOamMa3zertiH 11pH ToBsa MokKe Aa AOBERE AC CTPAaHUYHM e(PeKTH Ha
MALHEHTY C KapOamasernuH KaTo JUIuonus, rnapodonue, atakcus
pedpaKTepHa WA 3aMasgHOCT.
napLUHANIHA CNUACICHUS
DenuTonH jnnasMenu
KOHIEHTpALHH HA
H3onTuH
Anmuoenpecanmu
HMunpamun 1 AUC (~15%) Ha Hsama edext BbpXy HUBOTO Ha aKTUBHUS MeTabonur,
HMHINIpaMHH AE3UNPAMHUH
Anmuduabemu
[ ubypun T Ciax (~28%) 1 AUC
(~26%) nHa rnubypun
Aumunooazpo3nu
Konxuuun T AUC (~2,0 nbTH) U Hamanenue Ha 103aTa Ha KOJIXHLMH (BHXKTE
Crmax (~1,3 mbTH) Ha IIPOAYKTOBATA MHPOPMALINS 33 KOJIXHIIMH)
KONXHLMH
Aumuunexyuosnu
KnapurpoMuuy Bb3MoxHo T HuBaTa Ha
Hz00THH
EpHTPOMULIH Be3MoxHo T HMBaTa Ha
H3onTuu
Pudamnuux j AUC (~97%), Chax Moxke 1a ce HamManHu eekTa Ha MOHMKABAHE Ha
(~94%) u nepopanHata | KPBbBHOTO HANAraHe
ouoHanuuHocT (~92%)
Ha HM3onTun.
Hsama 3HaurMa npoMsaHa
B PK npu uHTpaBeHO3HO
MPUIIOKEHUE HA
H3onTtuH
TenuTpoMhuH Bv3moxkHO | HUBaTa Ha
H3ontun
Anmuneonaacmutinuy
HoxkcopyOuuuH T AUC (104%) 1 Cuax [py naumeHTH ¢ ApPeOHOKICTHYE

(61%) Ha AoKCOPYDMIIHH
Py (IEPOPAJIHO

apod




IPUITOKEHHE Ha
H3onTuH

Hama 3Haurma npomsina
8 PK na nokcopybuliuy
NpH UHTPABEHO3HO
MPUIIOKEHHUE Ha
Hzonruu

Ilpy nauMeHTH ¢ HAMpEAHATH HEOLIA3MH

Bapbumypamu

®eunobapburan

T (~5-kpaTHO) Ha
NePOPATHUA KIIMPBHC HA
HzomtuH

Benzoouazenunu u Opy2u anKCuoaumuyy

bycnupon

T AUC, Cmax ""’3,4"HLTH
Ha OYCIIMpOH

Muaasoiam

T AUC {~3-kpatHo) H
Ciax (~2-KpaTHO) Ha
MHJA307aM

Eema-baokepu

Merornponoga

+ AUC (~32,5%) # Conax
(~41%) Ha MeTONpONIO
Mpy NALMEHTH C aHTHHA

Bmxre Touka 4.4 ,,CneuuMainu NpeaynpexIcHus 1
[[peANa3Hd MEPKU NPy ynoTpeda“

[Iponpanonon

T AUC (~65%) n Cinax
(~94%) Ha nponpaHoAON
NpH NaLMeHTH CbC
CTEHOKAP/IHA

Copoeunu 2n1uxo3udu

JIUTUTOKCHH

{ oOume Teneced
KTHPBHC (~27%) 1
eKCTpapeHaTHUA
KiHPBHC (~29%) Ha
JIUTUTOKCHH

Juroxcun

Ipw 3npasw nuua: T
Cax (~44%),

1Cizn (~53%),

T Cis ("‘“’44%) H T AUC
(~50%) Ha QMrOKCHH

Jla ce HamaJId Jo3ara Ha JJMIOKCHHA.
BibkTe ¢bino Touka 4.4 ,,CrieldanHu npeaynpexicHmus
W [peAna3Hyu MepKy Npu ynorpeda’™

H2- peyenmopru anmazonucmu

LlumeTnaus

T AUC Ha R- (~25%) w
S- (~40%) na Uzontun
H CHOTBETHO | KJIMPBHCA
Ha R-u S-BepanaMu

uMeTuanH HaMangBa KIMpbHCA HA H3onTHH crieq
MHTPaBEHO3HO NpUIoKeHHE Ha M30nTHH.

Hmynonozuunw/HmyHnocynpecopu

[{nxmocrmopud T AUC, Cssy Cmax €
oKOI0 ~45% Ha
LIMKJIOCTIOPHH

Eseponumyc Eseponumyc: T AUC Monce aa ca HeoOXOaUMHU onpeesifsHe Ha
(~3,5-mpt) 1 1 KOHLIEHTPALMM U aaliTUpaHe Ha J03aTa Ha
Crax (~2,3-11bTH); €BEPOJINMYC
HzontunH: T Cehough
(~2,3-0TH)

Cuponumyc Cupoanmyc T AUC Mosxe na ca HeOOXOoAUMH Onpe
(~2,2-nbTH); S- KOHLIEHTPAUMHU U aJanTupaHe
BEparaMuII

T AUC (~1,5-mb1H)




Takponumyc Bp3MoxkHO T HUBaTa Ha
TAKPOJTUMYC

Aunuodo-nonuncasawu rexapemea (HMG-CoA peoyxmasnu unxubumopu)

ATopBacTaTuH Bn3amoxno T HuBata Ha | Crie/Ba AONTbJIHUTENHA KHpOPMALUA
aTOpPBACTATHH ;

T AUC ¢ ~43%mHa
Hzonmyun

JlopacTaTuH Br3moxHo T HHBATa Ha
JOBaCTATHH;

t AUC (~63%) u Cmax
(~32%) na Msomrrus
CuMBacTaTUH T AUC (~2,6-kpaTtHo),
Chmax(~4,6-kpaTHO) Ha
CHMBACTATHH

Anmazonucmu na cegomonunaeume_geuenmapu
AMnoTpunTaH T AUC (~20%) u
? Crax (~24%) Ha
AIMOTPHNITAH

- Ypuxosypuunu

Cyndunnupazon T nepopanuus KMpsHe | Moxke fia ce Hama M edekTa Ha MOHMKABAHE HA
(~3-kpaTHO) " KpBBHOTO HAJAraHe

| 6HoHanmMYHOCTTA
(~60%) na Uszomrud
Hsama npomsita 8 PK
[IPY UHTPABEHO3HO
NPHIOKEHHE Ha
UzonTuH

Anmuxoaa_gﬂaumu

Haburatpad Bepanamnn — | PUCKBT OT KbpREHE MQXKE /12 ce YBEMH4H. Moxe 1a e
JaexapcTeeHa opma ¢ HeoDXOBMO Ja e HAMANY 103aTa Ha Jadurarpan,
He3adaBHO KOTATO CE [IPHEMA 3a€IHO ¢ MepopaieH BepanaMmJl
ocBODOKIaBaHE: (BrOKTE YKa3aHMATA 33 J03UpaHe Ha naburarpax).
TnaburarpaH (CraxC
oxoi0 180 %) n AUC (¢
oxono 150%)
Bepanamu —
neKapcTeeHa gopma ¢

y IL/IKECHO
OCBOOOXK/1aRAHE:
tnaburarpad (Cmax €
ok010 90 %) u AUC (c
oxono 70%)

Jpyru JUpeKTHO [TosuiigHaTa abcopbuns | Haxkou naHuu npeanonarar BL3MOXHO NMOBULLIABAHE HA
AcHCTBAIIM Ha DOACSs, Teif KaTo T€ | PUCKA OT KbpBeHe, OCODEHO NpH NALUMEHTH C
nepopanHu ca cybeTpaty Ha P-gp, U | AOTbAHUTENHM PHCKOBH (hakTopu. Moxke aa ¢
AHTMKOAryJ/IaHTH aKo € NPWIoKHUMO, ChbIo | HeoDXoauMo Ja ce HaManu Jo3ara Ha DOAC, koraro
(DOAC:S) Taka HaAMAIEHOTO ce [pyeMa ¢ BepanaMui (BIKTE yKa3zaHHuATa 3a
EMTUMMHHKPAHE Ha nozupare Ha DOACs).
DOACs, Kkouto ce
MeTaboIM3UPaT OT
CYP3A4, moxe na
NOBHKLIK CHCTEMHATA
OMOHAJIMYHOCT Ha

DOACs,




| [Ipyzo Kapouonozuuno aeuenue

Heabpannu EnnoBpeMeHnara Brokre Touka 4.3 ,,[IpotuBonokazanud ™
yniotpeba ¢ usabpanyt €
[POTHRONOKA3aHA
10pany edekTa Ha
BEpanamui 3a
NOMBIHUTENTHO 320aBAHE
HA CHPAEYHATA YeCTOTA
CIIPAMO HBAOpAANH.

Apyzu
Cox ot rpeitndpyt | 1 AUC na R- (~49%) u | BpemeTto Ha noTyXusoT U 6bGpeUnusT KIMPLHC He ca
S- (~37%) BepammaMua | 3acerHarty.
U 1 Cmax Ha R- (~75%) u | Cok ot rpeiindipyt He Tpabsa aa ce npuema ¢

S- (~51%) Bepanamus | M3onTun.

Xt kauTapuoH | AUC na R- (~78%) n
S- (~80%) BepanamMu
U CHOTBETHO MOHMIKCHHE
Ha Crax

Jpyrd _jiekapcTBeHW B3AMMOACHCTBUA M JAOMBJIAHUTEIHE HHGPOPMAUMS OTHOCHO JCKAPCTBEHHTE
B3aUMOJECHCTBUA

IIpomueosupycrnu rexapcmeenu npooyxmu cpetyy HIV

Bceneacreue Ha MeTabOIMTHHUA WHXHOMTOPEH MOTEHLHAJl HA HAKOW OT MPOTHBOBHPYCHHTE AEKAPCTBEHH
npoaykt npu HIV, karo puroHaBHp, Nia3MeHHTe KOHUEHTpaUWK Ha M3onTun Morar ha ce NOBMINAT.
HeobxoanMo ¢ NOBUINEHO BHUMAHUE UM HaMANgBaHe go3ata Ha Msontun.

Jumui

JloktansaHa € MOBKIUIEHA YYBCTBUTENHOCT KBM €PCKTHTE Ha JTHTHA (HEBPOTOKCHYHOCT) MO Bpeme Ha
eaHoBpeMenna Tepanng ¢ MzontuH u auruil 6e3 Ja uMa NPOMSAHA WIH [OBUIIABAHE HA CCPYMHHTE HUBA
na Jrua. OGaue gofasaHero Ha HzonTun e poBeno 40 HaMaIIBaHE HA CEPYMHUTE HWBA HA JIUTUSA TPH
MALMEHTH, KOUTO MOJNYYABAT XPOHUUEH CTa0WIEH NepopaicH jJuTui. [lauMenTn, KOMTO NoNy4aBat aABeTe
nexapcrsa Tpabsa na 6baaT HabnONaBaHW BHUMATETHO.

Heepo-myckynnu daoxepu

KJIHHMYEH JaHHY W TPOYYBAHMUSA MPU KUBOTHH NOKA3BAT, Ye edEeKTHT Ha HEBPO-MYCKY/IHHTE G/10KepH
(kypape-nogoben 1 aenoyispu3upain) Moxke a 6bae norenunpan ot Msontus. Moxe aa e HeoOxoaMMO
Jia € MOHWKM no3ara Ha M3onTul w/uid J03aTa Ha HEBPO-MYCKYHHMA DJIOKEp, KOFaTo Ce W3NON3BatT
EAHOBPEMEHHO.

Ayemuicaruyunoaea xucenuna
[ToBuiiena CKIOHHOCT KBM KbPBEHE,

Emarnon (awoxon)
TloBuiaBane Ha TLIa3MeHUTE HHBA HA eTaHo/1Aa.

Memdpopmun
ERHOBPEMEHHOTO TIPHIOKEHWE HA BepanamMun ¢ MerhopMUH MOXKe /[a HaMand ©(PHKaCHOCTTAa Ha
METHOPMHUH.

HMG-CoA peoyxmaznu unxubumopu (cmamunu)

Meuenunero ¢ HMG-CoA peaykrazdu uHxuOMTOPH (Hanp. CUMBACTaTUH, aTOpBa
Npy NaLUKEHTH, KOUTO Npremar HM3onruH, Tpabea Aa 3anouHe C BH3MOXKHO HAP-
TOBa NOCTENEHHO Ja ce MOBHWIARA., AKO NPM MALMEHTH, KOHTO BE4Ye npHepaz:
penyxrased wHXMOWTOp (Hanp. cMMBacTaTHH, aTOPBACTATHH WIK [I0BACTATUHY, O



UsonTHH, € HeoOXoauMo OoOMUCNSAHE H4a BB3MOKHOCTTZ 32 TNOHWKABAHE J03aTa HAa CTATHAHA M
MOCACABALLO HOBO TUTPUPAHE CIIOPE] CEPYMHUTE KOHLICHTPALMH Ha XONECTEPOa.

@daysacTaTHH, NPaBacTaTHH W po3yBactaThl He ce meTtabonmzupar or CYP3A4 1 ¢ no-Majiko BEPOATHO
na saumMogercTear ¢ MzonruH.

AnmuxunepmeH3usHy lexapcmea, Ouypemuyu, 8azoo0uaamamopu
IloTeHuMpate Ha XUNIOTEH3WRHHUA EDEKT.

Habuzampan

[Ipy enHOBpeMEHHO MPUIOKEHNE Ha NEPOopasieH BepanaMun ¢ Aaburatpad erexcunar (150 mg), xoHTo €
cybctpar Ha P-rnukonpoteuH, ce ypenuuaBarT Cmax u AUC na paburarpan, HO CTENeHTa Ha Taszu
MpOMSHA, C€ Pa3jiU4aBa B 3aBUCHMMOCT OT BpPEMETO MEXAY (PHEMHTE M JCKapCTBEHATa (HopMa Ha
BepanaMul. EnHoBpeMeHHOTO MpUNOXKEeHHE Ha Beparniamnn 240 mg ¢ yAbKeHO ocBOOOKIaBAHE 110 €AHO
1 CBINO BpeMe ¢ JabHraTpaH eTeKCWIaT BOAM A0 YREJWUeHa SKCMO3MUMA Ha 1a0uraTpaH (YBeIMUYEHHE Ha
Cmax ¢ okoso 90% 4 Ha AUC ¢ oxono 70%).

IlpenopuuBa ce cTporo KIMHMYHO HaGMIOAEHWe, KOraro BeparnaMui ce KomMOuHmpa ¢ gaburarpan
eTexcunar ¥ ocofeHo B cilyuali Ha KbpBEHe, Hali-BE4e NPU NALMEHTH C JIEKO A0 YMEpEeHO OBOpPEHHO
yBpEXK/IAHe.

4.6 PeprHIHTeT, OpEeMEHHOCT H KbpMENHe

bpemMeHHOCT

Tepamozennu egpexmu

Hsma 2oCTaTh4HO JaHHHU OT ANIEKBATHH U 100pe-KOHTPONMPaHU U3NUTBAHMA 32 ynoTpedara Ha HM3onTuH
npu OpeMeHHH XeHH. [IpoyusaHusTa Nipy KUBOTHY He fI0KA3BAT JIMPEKTHO WIM MHAMPEKTHO YBpPEKIaLlH
ehekT MO OTHOLIEHHE Ha pPefpoAYKTHBHAa ToKCHUHOCT. llopagy TOBa, 4e DpPENPOAYKTHBHUTE
POYYBAHMATA TPH KUBOTHM HE BHWHATM €A NOKA3aTENHA 3@ OTrOBOpa MpH Xopa, Ysonrtun Tpsbsa na ce
M3II0JI3BA (10 BpEME HA DpeMeHHOCT camo B clydyante Ha abcontoTHa HeoGxoauMocT (Bx. Touka 5.3).

Knpmene
HzonTuH npeMrHaBa pe3 wialleHTara d € U3MEPEH B KPBbRTA OT NBITHATA BPhLB.

Usontra/merabourd ce OTae/d B uHoBeuIkaTta Kbpma., OrpaHHUuCeH JaHHH Opd Xopa OPH NEpOPanHo
npuaokenre Ha M3omTmuH ca nmokazanM, e OTHOCHMTENHaTa Jo3a Ha M30oNTHH NMpH KLPpMAYETO € HHCKa
(0,1-1% ot maliynHaTa nepopanHa [03a) ¥ U3ANON3BAHETO HA M3ONTHH MOXKE 1a € CHBMECTUMO ¢
KbPMEHETO.

PUCKBT 33 HOBOPOAEHOTO/KBpMAYETO HE MOXKE a3 Onae MaKmoUeH. Ilopany BE3MOXHOCTTA 32 CEPHO3HU
HEKEJAHH JIEKAPCTBEHM peakuuM mnpH Kbpmadvera, HzontuH TpsbBa za ce M3noIaBa no BpeMe Ha
KEPMEHETO CaMO, aKO € OT ChILECTBEHO 3HAYCHHE 33 3APABOCIOBHOTO ChCTOAHAC HA MAHKATA.

4.7 EdexktH BpXy cnocobnocTTa 3a Mohupane n padora ¢ MAINHHH

[Topagy aHTUXHIEPTCHIURHUA CH €(EKT U B 3ARHCUMOCT OT HHAWBHAYANHATa YyBCTBUTEIHOCT, MsonTHH
MOXKE Ja TIOBTMSAE PEaKIMUTE A0 CTeNeH Jia Hapyluu cnoco0OHOCTTa 3a WodUpaHe WK paboTa ¢ MalMHK,
KAKTO M BBLIMOXKHOCTTA 3a padoTa B NOTEHIIHATHO ONACHH YCIOBUA, TOBA BXKUA 0COOCHO B HAYANOTO Ha
JICUEHHETO, IPH NOBHINABAHE HA J034Ta, NPU NPEMUHABAHETO OT €/IMH KbM JpYr JEKapCTBEH IMPOAYKT,
KaKTO U NP €IHOBPEMEHHOTO KOHCYMHUPAHE HA aIKoX071. V301THH MOXKe [a NMOBHIIY HMBATA HA AIIKOXOJ

3aCHIICHHA.

4.8 HexellanH JICKAPCTRBEHHN peakMH




cHCTeMO-opranHara knacudukaudg. Yecrorata ¢ce neuHypa KakTo ¢reapa: MHOro dectu (=1/10); dectu
=1/100 mo <1/10); wewect (21/1 000 go <1/100); penxu (=1/10000 mo <i/1 000); muoro peaku
(<1/10 000); c Hen3BeCcTHA YeCcTOTa (OT HATHHUHHTE AaHHH HE MOXke Ja ObJie HarpaBeHa OLEHKa).

Ha#-uecTo noxiagBaHUTE HEXKENAHH JICKAPCTBEHH peaki{ui ca Ornu rnaBobone, 3aManHOCT, CTOMALIHO-
YpeBHU HAPYWICHMs (rageHe, KOHCTUNALUMA W KOpeMmHa Oojika), KakTo H OpanMkapiusa, Taxakapauf,
NaJIMATALK, XMIIOTOHHS, FOpey BhiHH, NepudepeH OTOK W yMopa.

Hexxenanu nexapCTBeHHM peaKLUWH, NOKIAABAHW OT KIMHMYHM M3nuTBaHMA ¢ H3onmmH U rnocrt-
MAaPKETHHTOBHUTE HabIoaeHUA:

' MedDRA-Ga3a | YeeTn Heuectn Peaxkn C Hen3BeCcTHA YeCTOTa
AaHHH HA CHCTEMO-
OPranfu KJIacoBe
Hapyuieuums Ha CeRpBbXuyBCTBHTEIHOCT
WMYHHaTa CUCTEMA
Hapytnexus Ha I'1aBobosnne [Mapectesun | ExcrpanspamyaHd
HEPBHATA CHCTEMA 3aMasHOCT Tpemop HapyLIeHHA, Napaiu3y
(TeTpanapannza)’
punagsun
Hapylrenns Ha XHepKATHEMHA
merabonuiMa u
XPAHEHETO
ITcuxuiuy Hapyulenys CBHAHBOCT
HapyuieHus Ha yXOTO TuHutyC Bepturo
H nabupuHTa
Cobpaeunu HapymeHus | bpaauxapaus [Tannurauud ATpHO-BEHTPHUKYapeH
Taxukapaus 6ok {1-pa, 2-pa u 3-ta
cremneH), ChpacuHa
HEOCTATBHHOCT,
CunycoB apecr,
CviHycopa Opagukapaus,
AcucTonus
ChaoBu HapyuleHUA XHUITOTOHUA
I opeluy BLIHH
PecnupaTopH, bpouxocnasbm,
(PBAHH U Hucndes
MEJHWACTHHATHH
| HapYLLEHMS
CroMauHo-4peBHH Ianene KopemHa lloepeiane | JIuckomdopT B obnactra
HAPYUICHHA 3anex Bonka Ha KOpema, Xunepiula3us
Ha BeHuuTe, Uneyc
Hapyiienud Ha Xunepxuapo | AHFHoOeaAeM,
KOXKaTa ¥ MOJKOXKHATA 3a Crugpom ga CTUBBHC-
THKaH JIKOHCHH,
Eputema myatngopme,
Anoneuus, Crpoex,
[Typnypa,
Makysonanynapex
Hapywenns Ha
MYCKYJIHO-CKEICTHATA
CHCTEMA H
CHEIUHMUTETHATA
| TBKAH
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Hapyimenua Ha bxb6peyHa

6n6peunTe 1 HEJOCTATLYHOCT
NMKOYHHTE TIHTHLIA

Hapyuienuns Ha EpexTwnna pMCcpyHKUNA
BB3IIPOH3BOAHTEIHATA [MHekomacTHs

CUCTEMA U CBPAATA ['anakropes

OO0y HapyileHUus n [Tepudepen otox | YMopa
eeKTH Ha MACTOTO HA
TIPHUIOKEHHE

HacnenpaHud INoBuureHue Ha
YEPHOAPOSHMTE EHIHMM
[lopuineHue Ha
MpONaKTHHA B KPBHBTA

'Tlo BpeMe HAa MOCT-MAKPETUHTOBHS MEpHOA € JOKIaJBaH €JMH Ciydyaii Ha napanu3ia (TeTpHrapesa)
CBLp3aHa C €JHOBPEMEHHOTO npwiokeHve Ha HM3onTuH n xonxuuWH. ToBa MOme na ce AWDKH Ha
PEMHHABAHETO HAa KOJIXHLIMH IIpe3 KpHBHO-MO3EUHATa DapHepa B pelyirar Ha wHxuOupaue Ha CYP3A4
v P-gp or Usonrun. Bukte Touka ,,B3aumMoneiicTeus ¢ ApyrH JEKapCTREHH JIPOAYKTH K APYrd GopMH Ha
B3aUMOJENCTBHE .

Crobiasane Ha NOAO3IUPAHY HEXKCTAHW PEaKIHU

CroOliaBaHeTo Ha MOJAO3UPAHM HEXKENAHM PEAKUMH ClIE] pa3peluaBaHe 3a ynorpeba Ha /ICKapCTBeHUS
IPOAYKT € BaxHO. ToBa Mo3BonsBa J1a NPOALMKH HAONIONEHMETO HA CHLOTHOLIEHMETO TON3a/pPHUCK 34
JleKapcTBEHNs NPOAYKT. OT MEIHLWHCKUTE CHCHHAIMCTH C& M3MCKBA Aa chobuiaBaT BesAKa NMOAO3MpaHa
HEXeSlaHa peaKlHa Ype3 HAUMOHAIHA CUCTEMA 3a ChoOLaBaHE:

N3abaduTENHA areHus No JeKapcTeara
yi. ,,Jaman I'pyep” Ne 8, 1303 Codus
Ten.: +35 928903417

yeOcaiiT: www.bda.bg

4.9 Ilpeaosupane

Cumritomu

XHIoTOHUS, Opaaukapans 10 BUCOKOcTeneHeH AV-0JI0K M CUHYCOB apecT, OCTLD pecnupaTopeH JUCTpeC
CHHAPOM, XUNEPIIIMKEMuUs, cTynop v MetabonutHa aunaesa. Cro01aBany €a U ciyyay ¢ GaTaneH H3Xon
B PE3YJITAT Ha [IPEAO3UPAHE.

Jleyeune

Jeuennero npu upeaosvpade Ha HMiontue TpadBa ama OBAe OpeAHMHO  NIOAABPXKAIO H
AHAMBUAYARM3HpaHO, beTa-aipeHepruyHa cTUMYJIALHA W/ WK NapedTepallHOTO [pwiaraHe Ha Kanudid
MIDKEKIHH (KaMUUeB XJIopHa) ca OWnH eQeKTHBHO M3MION3BAHA IIPH JIEHEHHME HA TNPEAHAMEPEHO
npenoaupane ¢ mnepopaneH MzonTuH, KAuMHWYHO 3HAYMMMTE XHIIOTEH3HBHH DEAKUMH MM BHCOKO-
creneHer AV 040k TpsaOBa Ja ce JEKYBAT ¢ BA3OMPECOPHU JEKAPCTBA HIIM NOCTaBAHE HA NEHCMEHKEP,
chOTBETHO. [Ipu acucTonuara TpAOBa Aa c€ H3NOA3BAT OOMuYAiiuMTe MEpKW, BITIOHUTENHO OeTa-
aipeHepruYHa CTUMYNauus (Hanp. U3OMNPOTEPEHON XUAPOXIOPUA), APYTH Ba30HPECCOPHM JIEKAPCTBA WUITH
KapAHO-NYJIMOHATHA PEAHUMALINS.

Mopanu su3mMokHOCTTA 3a 3a0asena abcopOumst npu NPWIOKEHHETO Ha (QOPMHTE ¢ YABIDKEHO
oCcBOGOXKAABAHE, NauMeHTHTe TpAaOBa Aa ObaaT noa HabmogeHWe U XOCHUT yaca.
M30nTuUH He ce OTCTpaHaBa Ype3 XeMOAHATU3R.

" o AT G
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dapMakoTepanesTHUHA FPyTia. CENeKTHBHM OnoKepH Ha KanlMeBWTE KaHalH ¢ Tpekd ehekTu BBPXY
chpuero, pennnankunamunosu aepusati; ATC xox: COSDAO1.

BepanaMuioB XuApoXaopua € 651 wik npaktuaecku 641 xpuctaieH npax. Ha npaktuka e 6e3 Mapisma
M UMa ropyMB Bkyc. Pasteaps ce BbB BOJa, HAaNBbIHO € pa3TBapd 8 XiIOpodOpM, HACTHHHO B ANKOXOM U
Ha NPAKTHKA € Hepa3TBOPUM B €TEP.

XAMHMUHOTO ¥WMe Ha  BEpanamMwioR  xuapoxiopun e OemeHauetonutpua, o-[3-{{2-(3,4-
[MMETOKC HOCHHIT)ETIIT } METHIAMHHO] POTIHA]-3,4-THMETOKCH-0~( 1 -METHUNETHIT) XMAPOXIIOPUA.

Mousexynnata my mMaca € 491,07 u uma cneHata xumuuecka popmyita: Cr7HigN>O4 « HCL.

MexaHu3nM Ha JEUCTBUE

BepanaMiloB XMAPOXJI0pHa G10Kupa TPaHCMEMODAHHOTO HABMM3AHE HA KATUHCBHTE HOHH {BBHIMOXHO
na uHxuOKpa W HaTpHEBHA HOH) B MPOBOAHHTE ¥ KOHTPAKTUIIHM MYCKY/JIHUTC KISTKHM HA CBHPUETO M
rIanKOMYCKYNHUTE KIETKM Ha ChAoBeTe. Marnekna ye aHTHAPHTMHYHHSA €(QEKT Ha BepanaMui ce NhDKH
Ha HeroBHTE etheKTH BEpXy OaBHNTE KaHAIM B KICTKUTE HA CHPACUHATA NIPOBOAHA CUCTEMA.

dapmakoMHaMUIHY eDEKTH

EnexTpuueckara akTUBHOCT NPe3 CUHO-aTpUanHus (SA) U aTpHo-BEHTPUKYNapHus (AV) Bb3en 3aBUCH B
IHAUUTENHA CTENCH OT KATLMEBHA HHGAYKC apes GapuuTe kapany. Upes nuxubHpase Ha TO3M HHPIYKC,
Bepanamui 3a0ass AV NPOBEXNAHETO K YIALIDKABa eQeKTHBHUA pepakToper neprod B AV Briena, no
HAYHH CBBP3aH ¢ 4ecToTara. To3M eekT AOBEXKAA N0 HAMAIABAHE HA BEHTPHMKYJIApHATA YECTOTA IPH
MAUMEHTH C MPEACHPAHO TPENTEHE W/HIH NMPEACHPAHO MBIACHE M 10 Obp3 BEHTPHKYIAPEH OTTOBROP.
Upes npekbcBaHe HA PHEHTPM MEXaHW3Ma Ha AV Bhaefla, BepanaMiUt MOXKE 2 Bb3CTaHOBH HOPMATHHUA
CMHYCOB PUTBM MpH MAUHEHTH ¢ NApPOKCH3MANHA BEHTPUKYJIapHa TaxvkapaMs, skmountenHo Wolff-
Parkinson-White cuazgpoM. Bepanamut HsaMa eQeKTH BbpXY NPOBOAMMOCTTA HA IOMLIHKTEIHUTE Oalinac
OBTHILA.

IKnnunutia euxacyoct 1 6e30MaCHOCT

Bepanamul HE OPOMEHA HOPMATHHA MPEACHPAEH AKUHMOHEH MOTEHLMa]l HIIM WHTPA-BEHTPUKYNAPHOTO
BPEME Ha NPOBEXKAHE, HO TOTHCKA aMIUINTYAATa, CKOPOCTTa Ha AenOondpu3alid W NpOBKAAHETO B
TOTHCHATHTE NPEACHPHY BIAKHA.

B M30MpaHo ChpLE HA 336K, KOHISHTPAUMMTE HA BEPANAMMIIT, KOUTO 3HAUMTEIHO INOBINSBAT BlIaKHATA
Ha SA Bb3ea Wil BIAKHATA B ROJHMTE W cpelHH oOnacTH wa AV Bblena MMAT MHOIO MajbK epeKT
BbpXy BrakHata 8 goanust AV sn3en (NH obsacr) H HamaT e(exT BbpXy NpPEACHPAHUTE AKUMOHHH
FIOTEHIIMATA WK BLPXY BaKHaTa Ha cHona Ha His,

BepanaMmun He npeiv3BUKBa nepuepeH aprepHajieH Cr1a3bLM, HITO TIBK TIPOMEHS ODUIMTE CEPYMHMTE
HHMBA HA KATLUH.

BepanamMuil HaManspa CleIHATOBAPRAHETO H MHOKAPAHHA KOHTPaKTHAMTET. IIpM NOBE4ETO NMALKWEHTH,
BK/IFOYHTENHO TE3H ¢ OPraHMuHM ChPJACUHHM 3a00/ISBaHUA, OTPHLUATENHOTO HHOTPORHO HCHCTBHE HA
BepanaMuIT ¢ KOMIICHCHpa 4pe3 HaMaIsBaHe Ha CJ1eJHATORAPBAHETO, KATO ChPAEHHHA HHICKC 00UYaHHO
He € HAMAJEH, HO TPY NALMEHTH C yMepeHa 0 Texka CbhpAedHa Juchynxuns (OenonapobHo BKIMHEHO
ranfrane Hag 20 mmHg, bpakums Ha usTinacksaue nof 30%) moxe Ja ce Haba0AaBa OCTPO BAOWIABaHe
Ha ChLpACUHATA HEAOCTATHYHOCT. [IMKLT Ha TepaneBTHUHKS eEKT ce NoNBIBa OT 3
Gosyc MHKEKLIMA HA BEpariaMHuI.

Hait-uecto w3non3BaHUTe MHTPABEHO3IHM A03M OT 5 no 10 mg Bepanamun A0
NPEXOAHO, aCUMIITOMATHYHO HAMAIABAHE HA HOPMATHOTO CHCTEMHO apTEepH
ChAOBO CHIIPOTHRICHHE U KOHTPAKTHIMTET; JICBOKAMEPHOTO HAJIATAHE HA MTHJIHE
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5.2 PDapMAKOKVMHETHYHH CBOHUCTBA

BepanaMui0B XHAPOXJIOPH € PALEMUAUHA CMEC, ChCTOALIA CE€ OT paBHM 4acTh Ha R-eHaHTHoMep 1 € S-
eHaHTHOMep. Bepanamun ce merabomuanpa excrenzupuo. Hopeepanmammi e eauy oT 12 mertabonuTy,
oTkpupay ce B ypunarta, Hopsepamamun wma 10 go 20% or papMakonorudHara akTHBHOCT Ha
BepanaMil ¥ npeacTapiiisa 6% OT eKCKPETHPAHOTO NeKapcTBO. PABHOBECHUTE IMLTA3MEHH KOHUEHTPAlHK
HA HOpBEpAanmaMWji W BepanaMuil ca noaodHW. PaBHOBECHOTO CHLCTOAHHME CliEdl MHOTOKPATHM, BEAHBK
AHEBHO A03M ¢€ AoCcTura cjiea 3 no 4 1w,

AGcopbuns

Han 90% ot sepanamun ce abcopGrpa 6bp30 B THHKHMTE YEPBa ¢JI€]] [IEPOPAIHO Mpuiiokenue. CpejiHaTa
cucTeMHa BHOHATNUHOCT HA HETIPOMEHEHOTO BEIIECTBO CEA eIHOKPATHA 1038 Bepanamui ¢ He3abarHo
oceoBoxnaBaHe € 23%, a Ta3W HA BEPANaMM ¢ YIBJDKEHO OCBOOOKIABAKE € NPHOTU3UTENHO 32%, KOeTO
cé ALDKM HA EKCTEH3WMBHUS MeTaGoNW3bLM Mpu [BPBO [peMuHaBare npe3 uepuus apold. llpw
MHOTOKPATHO TIPHIOKCHHAC GHOHAIHYHOCTTA € OKOJIO ABA NLTH No-BUCOKA. [IMKOBM TUla3MeHy HUBa Ha
BepanaMmu ce aocturar 1 5o 2 vaca cliel NpunoxeHuero #a Gopmute ¢ HesabasHo ocsoboxnasaHe U 4
10 5 4yaca cied npugaraHe Ha ¢QopMuTe ¢ yABDKeHO ocBoboxknamaHe. [lmxoeure rutasmMenn
KOHLEHTPALMK Ha HOpBEpariaMun ¢e AocThraT npubnusdrento | u 5 yaca ciea npunarase Ha QopMHUTe
¢ Obp3o W 3abaBeHo ocBoOOMAaBaHe, ChOTBETHO. Hanvuuero Ha XpaHa HiAMa €QeKT BbPXY
DMOHANMYHOCTTA HA BEPATIAMAIL

PasnpejesieHue
U30nTHH € (UMPOKO pa3npeaeieH B ThKAHUTE Ha TANOTO, 00eMBT Ha pasnpeaeseHue € mexay 1,8-6,8
I/kg B 3apasu muua. CELPIBAHETO € TLIAIMEHHUTE [IpoTerHH € nprbimantenHo 90%.

buorpaHchopmauus

BepanaMui ce MeTaboIMNM3upa eKCTeH3UBHO. In vitro MetaboNnTHY NPOYy4BaHWA NOKa3Bart, 4e HM30ATHH
ce merabonuaupa upes uuToxpom P450 CYP3A4, CYP1A2, CYP2C8, CYP2C9 u CYP2CIS. lipu
3ApABH MBIKE, [EPOPATHO NPUIOKEHHS BepanaMui ce MeTafonu3vpa eKCTEH3MBHO B HEpHHA ApoD, ¢
yCTaHOBEHH 12 MeTabONHTH, NOBEYETO OT KOUTO B MHOTO HHCKM KOHLEHTpauuH. OCHOBHUTE METabONUTH
ca uaeHTuGduuMpanu Kato pasnuuHd N W O-neankwidpanu NpoAyKTu Ha Beparamuin. OT Te3u
METabONMTH, CaMO HOpBEpanaMui WMa 3HauyuM (apmakonoruued edext (npubnuzurenno 20% ot
H3XOZHOTO CHEAHHEHNE), KOSTO € HaOMI0ARaHO B MPOYUBaHE ¢ KYUCTa.

EruMunupase

Cnepn MHTpaBeHO3HA WHAYIAA, BepanaMuyl Ce €IHHMHWPA OM-CKCIOHEHLMAIHO, ¢ pakHa Obpsa
paznpeneauTenna hasa (NONYKMBOT OKOO 4 MHUHYTH) W GaBHA eIMMHHALHMOHHA TEPMHHANHa (ha3a
(MONYXUBOT OKOJIO 2 A0 S Yaca).

Caejl nepopanHo NPUIMKEHKe BPEMETO Ha NojlyeumMruHKpane € 3 Ao 7 yaca. 3a 24 uaca ¢ ypHHaTa ce
excpetupa 50% OT npuioxeHaTa 5033, a B pamMkute Ha 5 auu - 70% ot npuiioxenara nosa. o 16% ce
ekckperupar ¢ vsnpakHennara. Oxono 3 10 4% OT €KCKpeTupaHoTo npe3 ObOpeuuTe eKapcTBO € B
HenpoMeneH Bui. OBGWHMAT KIHPHHC Ha BepanaMWI € MNOYTH TONKOBA BUCOK KOJIKOTO YEPHOAPOOHHA
KpbBeH notok, npubiusurendo 1 I/h/keg (8 uarepran 0.7-1,3 /h/kg).

Coeupanyuy nonynayuy

Heguampuuna nonyiayus
Hanuuda e orpadndcHa undopmalina 3a GapMaKOKMHETHKATa B fieauarpuyda momynauud. Cnen
MHTPABEHO3HO A03UPAHE, CPEAHUAT MONYKUBOT Ha BepanaMui € Oun 9,17 yaca 1 CPEHHAT KITHPBHC €
6un 30 I'h, noxaro toit ¢ okoyno 70 VVh 3a Bu3pacten c¢ Tterno 70 kg. Pasrose
KOHLIEHTPAI[UM B M3BECTHA CTENEH €A NO-HKCKM B MeAHaTPHUHATA NONYNaLNs Chell
B CPaBHEHWE C TE€3d [PH BL3PACTHH.

Hayuenrmu 6 cmapuecka swapacm
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Bospactra moxe 22 noeause ¢(apMakOKMHETHKATa Ha BepanaMuwl NpW (AUACHTH ¢ XWNEPTOHUS.
EMMMUHAIMOHHHAT MOJYKHBOT MOKe Aa ObA¢ YAWDKEH 0NpyM NALMEHTH B CTapuecKa Bb3pacT.
YCTAHOBEHO €, 4€ AaHTUXUIIEPTEHIUBHUAT e(eKT HA BEPANAMIII HE € CBBLP3AH C BB3pacTTa.

Bvopeuna neoocmamvurnocm

Hapymenara 6v0peuna ¢yHKuMs HAMA eekT BbpXy (apMaKOKMHETHKAaTa Ha BepanaMui, Kakro ¢
[IOKA3QHO B CPaBHHYEIHM NPOYUBAHUA NPY MAUMEHTH ¢ KpaeH craguik Ha 0uOpedHa HEAOCTATHYHOCT U
NULA Cbe 31pasH OnOpein. Bepanamun H HOpBepanaMiun He ce OTCTPAHABAT 3HAUMMO C XEMOAHANU3a.

UeprodpobHa HeooCmamuvuHOCM
[Toay®HBOTBLT HA BepaniaMu)l € YABIDKEH NPH  [IAUMEHTH C HAPYIISHA YCPHOAPOOHE QyHKUUA, JBDKALIO0
ce Ha HUCKMA MMepopajied KIUMPRHC U rosieMud obem Ha pasnpeaesicHKe.

5.3 TlpeakanHUYHH JaHRH 3a OesonacHoCT

[IpoBeacHM ca PETIPOAYKTHEHHA NPOYYBAHHA NPH 3aHLUM ¥ ILUIBXOBE NPH NEPOPATTHA 103U BEpanaMun 1o
180 mg/m%/nen u 360 mg/m?* neH (B cpaBHEeHHE ¢ MAKCHMANHA fIPENOPBUUTENHA AHEBHZ 1032 TP XOpa
300 mg/m?) 1 Te He ca NOKA3aNK JaHHHM 3a TeparoreHuoct. I1py urexose, obaye, 1033, nogodHa Ha TasM
KIMHHYHA 3032 (360 mg/m?) e emOpuoToKCHYHA W ¢ 3a0aBuna pacTeka i pasBHTUETO Ha Iona. Tesn
eeKTH HACTBLNBAT MPU HAMYME HAa TOKCHHHOCT 3a MaiikaTa (KOSTO BOAM 0 HaMAaneHa KOHCYMalMWs Ha
XpaHa M 3a0aBsHe HaJUIaBAHETO Ha Terjo Ha Maikara). [{OoKasaHo e CbIlo, ¥€ TasH NepopaiHa No3a €
IPUUMHWIA XUNOTOHUA I[IPU [UIBXOBE. AAEKBaTHH M JoOpe XOHTPONMpaHU TNpOyuBanMs HE ca
POBEKARHH NPH DPEMEHHH KEHU.

6. PAPMAHEBTHYHU JAHHN
6.1 CnHcbr HA IOMOIIHHETE BellleCTRA

Wzontun SR 120 mg
MukpokprcTanna uestyiosa, Ph. Eur.
Harpuer anrunar, Ph. Eur.
Iosuaon, Ph. Eur.

MarHezuee creapart, Ph. Eur.
Etanon, 6e3sogen, Ph. Eur., He ce HaMupa B KpalHUS [IPOAYKT
[Ipeurcrena soja, Ph. Eur.
Xunpomenosza tan 2910, Ph. Eur.
Makporon tan 400, Ph. Eur.
Maxkporon Tan 6000, Ph. Eur.

Tank, Ph. Eur.

Turanos auoxeuna E171, Ph. Eur,
[[1aHMHCKH MTRKONOB BOCHK, DAR

Wiomrud SR 240 me
Muxpokpuctansa ueaysosa, Ph. Eur,
Harpues anrusar, Ph. Eur.
INMosugou, Ph. Eur.

Marueaves creapar, Ph. Eur.
[lpeunctena sopa, Ph. Eur.
Xunpomenosa tan 2910, Ph. Eur.
Makporon Taun 400, Ph. Eur.
Makporon tun 6000, Ph. Eur.

Tank, Ph. Eur.

Turanos quoken E171 , Ph. Eur.

X HHOTUHOBO HHJITO ¥ MHANrOTUH anymuHues nak E104 + E132 (npemuxkc 3a @
[TnaHHHCKY FIMKONOB BOCHK, DAB
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6.2 HecnBMecTEMOCTR
Henpuwioxumo
6.3 Cpok na roguocr

Hzontus SR 120 mg - 2 roavnn
Hsontusa SR 240 mg - 3 roauru

6.4 Cuoneuua/JTHu YC/I0BHA H2 ChbXpaHEHHE
Ha ce cbhxpadsea oa 25°C.
6.5 Buan cpanpkalne HA ONAKOBKATA

H3onmun SR 120 mg ce npeanara 8 PVC/PVDC Oauctepd, nocraBeHW B KapTOHEHA KyTus. Befka
onakoBkH curabpka 20 unu 50 tabnetww,

Maontun SR 240 mg ce npepnara 8 PVC/PVDC Onucrepn, nocragedHu B kaproueHa kyrtus. Bcska
onakopka cuabpxka 20, 30 unu 50 tabrerkn.

He Rcu4ku BUaORE OMAKOBKHA MOTAT Aa ObAAT yCHATH B npoaaxda.
6.6 Crenvajns NpeANAIHH MEPKH HPH HIXBBPJASHE
Hama crieliManiy W3HCKBaHHA.

Henznon3sanuar NEKAPCTHEH [IPOAYKT HilKd OTHHAXLYHHTEC MAaTEPHAJIA OT HEro TpﬂﬁBﬁ Ad CE UIXBLPIIT B
ChHOTBCTCTBHE C MECTHUTE U3IXHCKBaHHI.

7. TNPHTEXATEI HA PASPEIHEHHETO 3A YIIOTPEBA

Maitnan EOO/]

Oduc crpaaa ,,Cepavka obucu™
Oyn, CutHsakoBO Ne 48, e1. 7
1505 Codus

brnarapus

8. HOMEP(A) HA PAZPEHIEHHETO 3A YIIOTPEBA

Mzonmun SR 120 mg Ne 20030013 o1 13.01.2003 .,

Wsontun SR 240 mg Ne 20030014 o1 13.01.2003 1.

9. JATA HA NIBPBO PA3SPEIIABAHE/NIOJHOBSIBAHE HA PA3PEUIEHUETO 3A
YHOTPELBA

ara Ha mupeo paszpemarade: 13 auyapu 2003 r.
Jara Ha nocneano noaHossaBane: 31 mapt 2008 r.

10. JATA HA AKTYAJIM3NPAHE HA TEKCTA
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