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. HME HA JEKAPCTBEHMS IPOAYKT

Kom PY

Lodoz 2.5 mg/6.25 mg, q;unmupau*u TabaeTrH
Lodoz 5 mg/6.25 mg, dpuiMupaHun TabaeTkH
Lodoz 10 mg/6.25 mg, punmupany tabrneTku.

2. KAYECTBEH U KONHYECTBEH CHCTAB

Lodoz 2.5 mg/6.25 mg

Bcsaka punmupana tabnerka ChaAbpKa CASAHHTE aKTHBHH BEILECTBA!
2.5 mg buzonponon xemudymapar

6.25 mg XuAPOXNOPOTHA3HKA.

Lodoz 5 mg/6.25 mg
Besaka punmupana tabierka ChAbPKa CIEAHUTE AKTUBHY BELIIECTBA:

5 mg Huzonponon xemubpymapart
6.25 mg XUAPOXAOPOTHA3U/L

Lodoz 10 mg/6.25 mg

Besika dunmupaHa tabnerka CbAbpaKa CAEAHUTE aKTHBHY BELIECTBA:
10 mg 6buzonponon xemudpymapar

6.25 mg XnapoxsopoTHazua

3a MbIHUA CNHUCHK HA MOMOLLHUTE BEIECTBA, BXK. Touka 6.1.
3. JEKAPCTBEHA ®OPMA

Lodoz 2.5 mg/6.25 mg

Ouamupasny TabneTku
o (12
YKBATH, KPBIIHM, JBOHHOHIMBKHANH, OT FOPHATA CTPAHA € [AMIIOBAHO CHPLE, @ OT AONHATA — YUCIIOTO ,,2,0™.

Lodoz 5 mg/6.25 mg

dunmMupanu tabneTky
[lacTeNHOPO30BH, KPLIVIH, IBOMHOM3MbKHANMY, OT FOPHATA CTPaHa € MIaMIIOBAaHO CBPLE, 8 OT NOJHATA —
YUCIIOTO ,,5%.

Lodoz 10 mg/6.25 mg

Ounmupasu Tabnerku
or (14
Benu, kpurnu, ABOHHOU3MBKHANK, OT FOPHATA CTPaHa € UaMNoBaHo ChPLE, & OT A0JIHATA — YHCIOTO L 10%,

4. KJIAHHYHHA TAHHU

4.1 TepaneBTHYHH HOKAZAHAA

Jieka 10 yMepPEHO TeKKa €CeHLMaNHA XUNEPTOHMHA.
4.2 Jlo3mpoBKa H HAYHH HA NPHIOKeHHE

O6uuaiinaTa HayanHa no3a e eada rabnerka Lodoz 2.5mg/6.25 mg BeIHbK AHEBHO.
AKO aHTHXUMEPTEHIUBHUAT eeKT OT Ta3K LOZMPOBKA € HEJOCTATHYCH, KONHUYECTBOTO CNIE/BA [ia C€ 3aBHILH

HEe3aJ0BOMTENEH, 10 enHa Tabnerka Lodoz 10 mg/6.25 mg BeHbIK JHEBHO.

[Ipoab/DKUTENHOCT Ha TEpanusTa

[To npunumn nevyenuero ¢ Lodoz e apnrorpaiixo.
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[Tpenoprusa ce NOCTENEHHO CHUPaHe Ha Tepanuata ¢ 6{30Nponos, ThbH KaT0 BHE3AIHOTO i MPEeKbCBaHE
MOX€ Ja AOBEAE A0 PA3KO BJAOLUIABAHE HA CbCTOAHHETO HA TIALTHCHTA, W NO-CMICLMANHO HA MALHEHTHTE C
HcxeMuuHa OonecT Ha ChpUETO.

Hauux Ha NPpUITOKCHUE

Tabnerxure Lodoz ce mpueMar CyTpHH cbe Hu 6e3 xpana. TTornbiuat ce ¢ Manko TEYHOCT U He Tpabsa aa
Ce€ COBBKBAT. |

Creuuanyy rpyny NaUeHTH

. b1Opeyna uay uepHoapoOHA HENOCTATBYHOCT
He ce Hanara npoMsAHa B 1034Ta 1P NALMEHTH C JEKA 10 YMEPEHO H3pa3eHa 4epHoapodHa
HEJOCTATHYHOCT WM JIeKa A0 YMEpEeHO H3pazeHa DLOpeyHa HeaoCcTarbYHOCT (KPEaTHHHHOB KIIHPBHC
> 30 ml/min).

° [laiiMeHT® B HanNpeiHana Bb3pacT
OOMKHOBEHO HE Ce Hajara poMsiHa B 03aTa TIpH NalMEHTH B HaNpeAHana Bb3pacT.

e Jleua
JIuncea ONWT MpH Acna, HOPAIH KOETO HE MOKe Jia ce npenopbya ynorpebara Ha Lodoz npwu Tasu
Bb3PACTOBA rpyrna nauueHTH.

4.3 IpoTHBONOKA3ARHA

Lodoz € npoTHBRONOKA3aH NPH NALMEHTH ChC:

¢ CBPbXYYBCTBUTEIHOCT KbM OU30NPONION, XUAPOXAOPOTUHAINA, APYTH THA3HIH, CyNOHAMUAH WU KBM
HAKOE OT TIOMOLHHUTE BEIUECTRA (BXK. TOUYKa 6.1); |

¢ OCTpa ChpACYHA HEJAOCTATHYHOCT HAH MO BPEME Ha €NM30AH Ha JeKOMITeHcaluus Ha Chpae1Hara
HEJOCTATLYHOCT, KOUTO H3UCKBAT UHTPABEHO3HA HHOTPOIHA Tepaliig;

KapAHOreHeR 1IoK;

AV 6nok BTOpa U TpeTa creneH (0e3 meMCMERKDbD);

CHHIPOM Ha OOJIHHA CUHYCOB Bb3€);

CHHOaTpHaleH ONOK;

cUMIITOMATHYHA OpasuKapans;

Texka GPOHXMATHA aCTMa MM TEXKKA XPOHHUHA 0OCTpyKTHBHA Benoapobua Gonecr;
Texku Gopmu Ha nepudepHa aprepranta OKTy3HBHa 60NECT KK TEKKH GOPMH Ha CHHIpOMA Ha
Penno;

HeJieKyBaH eOoXpOMOLMTOM (BXK. TOUKA 6);

Teskka 6p0pedHa HEAOCTATHYHOCT (KpeaTHHHHOB KIKPEHC < 30 mL/min);

TexXKa YyepHOoApOoOHA HEROCTATHYHOCT;

MeTaDONHUTHA antua03a;

pePpakTOpHA XUNOKANHEMHS,

44 Cheunannw npeAynpeXIeHnsi H NPeANa3HH MePKd NpH ynorpeda

[NpexscBaHeTo Ha Tepanusra ¢ Gusonposion He TpaGea a $TaBa PA3KO, OCBCH aKO HE ChHLLECTBYBAT ACHY
NI0Ka3aHHsA 3a TOBA, TbH KaTO BHE3ANHOTO H NpeyCTaHOBABAHE MOYXKe Aa N0BEAC A0 OCTPO B0

Touka 4.2)

Lodoz Tpabsa aa ce nprnara BHUMAaTENHO NP NTALHEHTH ChC!
° CBITHLTCTBALA ChPASYHA HEOCTATHUYHOCT,



* 3axapeH auabet ¢ ronemu konebaHua B CTOHHOCTHTE HA KPBHBHATA 3aXap; CHMIITOMHTE Ha
XHTornMkemus (Hanp. Taxukapaus, copuebieHe uny ©3noTssane) Morar Aa 0L4aT MackupanH,

CTPOrQ FNagyBaHE;
AY OnoK rppBa CTENEH,
aHr¥HA Ha Prinzmetal;

nepudepHa apTepUaATHa OKITy3uBHa GONECT; BIOIIABAHE HA CHMIITOMHTE € Bh3MOKHO, 0CO0EHO B
HaAYaJIOTO Ha TEParHsTa;
XHITOBOJIEMUS;

yBpeaeHa uepHOAPOOHA PYHKUHA.

HonobHo Ha Apyru Geta-Gnokepu OHU3CIIPOAOA MOXE 12 ROBHINH YYBCTBHTEIHOCTTA KbM aN€preHu U
TEXKECTTA HA aHapHunakrHyHuTe peakuuy. CHUIOTO Ce OTHACH M 33 NeCEHCHOMNK3MpaLIaTa Tepanus.
[punaraHero Ha enuHedPHH HEBHHAIH MOXE 2 JOBELE A0 OYAKBAHUS TEPaNcBTHUEH CREKT.

[TauMeHTH ¢ NCOPHA3HUC WM AHAMHECTHYHM JAHHK 33 Ncophasuc TpsOBa na npuemar Geta-Onokepy (Hanp.
GU30MPON0) CaMO clel BHHMATEIHA MPELEHKA Ha ChOTHOILIEHHETO ,,TI0N3a-PHCK™.

CUMIITOMHTE Ha THPEOTOKCHKO3aTa MOTaT Ja GbAaT MacKHpaHH OT TepanusTa ¢ GU30nposon.

[Tpu naienTy ¢ geoxpomonTom GH3onpoaon Tpadsa Aa ce nmpHeMa €ga CJICA NPEKPaTABAHE Ha
bnokaaara Ha anga-perenTopUTe.

Ipu naumenT nox odwa aHecresua 6era-6noxanara HaMajsIBa Y€CTOTaTa HA apUTMHUTE U MHOKapaHaTa
MCXEMUS 10 BpPEME HA YBOJAa B aHeCTe3WATa W HMHTYOaLMATa, KAaKTO H B CIEAONEPATHBHHUA TCPHOL.
[loHactosmeM ce TmpenopbuBa noaabpikamiara Oera-Onokajsa Ja OpOAB/MKH TNCPHOTICPATHBHO.
AHecTe3HoOrsT TpabBa na Obae yseoMeH 3a HanuumeTo Ha Oera-OMoKaga nopaad Bb3MOXHH
B3aMMOJENCTBIS C APYTH JIEKAPCTBEHH MpPOAYKTH, KOMTO Ja 10BeAaT #o OpapuapaT™uu, OTCiabBaHe Ha
pednekcHaTa TAXHKapAMs ¥ HamaseHa pedlieKTopHa criocOOHOCT 33 KOMIEHCHPAHE Ha KpbBo3arydara. {Ipu
MpeLieHKa 2a HeoOXOAMMOCT OT TpeKpardBaHe Ha Tepanusta ¢ Oera-0/oKepa HpedH OnNepaLMATa,
NPEyCTAHOBABAHETO CE€ M3BbLPLIBA MOCTENEHHO U CleAga O3 3aBbplLIM npuOnu3uTenHo 48 uvaca npenu
AHECTE3HATA.

[Tpu GpoHxHaTHA aCTMA MAK APYT BHA XPOHHYHA 00CTpyKTHBHA GenoapobHa Honect, KOATO MOXe Nia
OBE/IE [0 NOABATA HA CHMIITOMH, Ce NPeNopbUBa ChITHTCTBALLA Tepanus ¢ GporxoaunataToph. [loHskora
NP NalMEeHTH C aCTMa MOXKE Aa Bb3HHKHE MOBULIEHO CHIPOTHBICHHE OT CTPAHa HA AMXATEITHHTS NBTHLIA,
TOraBsa Ce€ HAJara ypejlHuaBaHe 103aTa Ha 6€Ta,-CTHMYIAHTUTE.

Peakuuu Ha GoTOHYBCTBUTETHOCT Ca Bb3MOXKHH NPH NPHAATaHe Ha THa3SHAHH 1Y PCTHLIN. B TakuBa cy4au
Ce MpenopLYBa 3allyTa Ha OTKPUTHTE YaCTH HA TAJIOTO Cpelly CALHYEBa CBETIHHA WIH H3KYCTBCHa YB
cBeTyiMHA. [Ipy TexKuTe caydan TepanusTa Tpadea 1a ce npekpaTu.

[TpoaABIKHTENHOTO, HETIPEKBCHATO BLBEKIAHE HAa XHAPOXNOPOTHA3ZHI MOXKE 1a I0BCAC 0 BOJIHO-
eNeKTPONTIUTHH CMYLUICHHA, H NO-CHEUHATHO 0 XMMNOKATHEMHUA U XMNOHaTPHEMHA, HO CHLIO U
XUMOMATHE3UEMUs, XHTIOXIOPEMUS H XHIIEpKAILIHEMUA. X UNOKaIHeMHATa OnaronpusaTCTBa BE3HHKBAHETO
Ha TEXKH apuTMHH, H ocobeHo Ha torsade de pointes, KOATO MOXe Ja ce Okaxe (aTanHa.

ITo BpemMe Ha abarorpaiHara teparnds ¢ Lodoz ce npenopbyusa Npocne/BaHe Ha HUBATa Ha CCPYMHUTC
eneKTPONUTH (0coOeHO Katkil, HAaTPUH M Kanuuit), KpeaTHHUHA W ypesTa, Ha CEPYMHHTE UM
(xonecrepon v TPUrIULEPUAH), IHKOUHATA KMCETHHA, KaKTO # Ha KPbBHATA TIIOKO3a.

[py nalMeHTy ¢ XMNEPYPUKEMHS PHCKBT OT I0AarpO3HH NPUCTBITA MOXKE 12 HapacHe.

4.5 BiammonelcTBHE C APYrH JeKAPCTBEHN HPOAYKTH @ APYr# popmMu Ha B3aHMO)




He ce npenopbipsa kOMOHHHPAHOTO NPWIATaHE HA BPENapara che CACAHUTE HeKAPCTBEHH NPONYKTH

Jwutuit: Lodoz Moxke /ia 3aCHIM KapAMOTOKCHYHKS ¥ HEBPOTOKCHYHHS €QEKT Ha JIMTHA NOCPEACTBOM
HAMANABAHE Ha JIUTHEBATA EKCKpELM.

KanMeBy aHTArOHKUCTH OT BEPANIAMUWIOR THIT U B [I0-MaNKa CTeneH OT AWNTHA3EMOBATa rpyrna:
OtpuuateseH edeKT BbPXY CHKPATUMOCTTA H NPEACHPAHO-KAMEPHAaTa NpoBoauMocT. MHTPaBeHO3HOTO
ApUIaraHe Ha BepanaMuil Npu NatHeHTH Ha Tepannd ¢ [-0noxep MoXke 1a NOBEAE A0 TEKKA XUIIOTOHH U
aTPUOBEHTPHUKYNApeH OJIoK.

AHTHXMTIEPTEH3UBHY IPENapaTH ¢ LEHTpanHo Jeiictexe (#anp. clonidine, methyldopa, moxonodine,
rilmenidine): EanospemMeHHOTO npuiaraHe ¢ aHTHXUNCPTEHINBHY CPEACTBA OT HEHTPAIEH THII MOXE 113
[IOBEE JI0 OHIE MO-roNaMo 3abaBsiHe Ha ChpAe4HATA YeCTOTa M ChpacuHNA 00eM U 10 BasoaunaTauus.
Ps3k0TO npekparaBaHe, 0coGeHO aKo NpeALIECTBa NPEyCTaHOBABAHE Ha Tepanug ¢ bera-Osoxep, MOxke Aa
YBEJIU4H PHCKA OT ,,pubayH] XUNepToHua™.

KombuHauuu, kowto TpsaOBa Aa ce NpHUIarat ¢ NOBHINEHO BHUMAHHE

KajiugeBy aHTAaroHUCTH OT AUXKUAponupuarHos TN (Hanp. nifedipine, amlodipine): EnHOBpeMEHHOTO
MpHIaraHe MOXKe /1a AOBEAE N0 YBENYUEH PMCK OT XHITOTOHHUSA, KaTO HE MOJXKE Nia €€ H3KMIOYH B NOBUILCH
PHCK OT MO-HATAThIUHO BIIOLIABAHE HA KAMEPHATA NOMIICHA QyHKIMA NPH AALHESHTUTE CHC CHPACYHHA
HENOCTATHHYHOCT.

ENHOBPEMEHHOTO MIPHNIaraHe C APYrH aHTHXUNEPTEH3UBHI CPEACTRA HIIM JIEKAPCTBCHH NPOAYKTH C
HaMAIABALLO KPBBHOTO HAIAraHe AckcTare (HAnp. TPULMKIIMYHH aHTHAENpecaHTH, OapOuTypary,
(heHOTHA3HMHH) MOKE Aa YBEJIMYH PUCKA OT XHUTIOTOHHS,

ACE unxuGutopu (nanp. captopril, enalapril), antaronuctu Ha aHrinorensut II: PHCK OT 3nawuTesieH Craj
HA KPBBHOTO HanAraHe W/HiaM octpa ObOpeYHa HEJOCTATHbYHOCT MO BPEME HA HAUAI0 Ha TCpalni ¢ ACE
HHXUOUTOD MPH NALMEHTH C MpeAIISCTBAIA HATPHEB AeUUMT (M HO-CNIEIHAIHO NIPH NALUCHTH CBC CTCHO3A
Ha 6b0peuHaTa apTepus).

AKO MpeALIecTBallla JHYPEeTHYHA Tepanus € J0Beja N0 HamalisBaHe Ha HaTpusd, MIH CnpeTe JWypeTHKA 3
AHHM npeax Ha4anoto Ha tepanusTa ¢ ACE wnxuburopa, unu 3anoysere tepanus ¢ ACE inhibitor B HUCKH
AO3H.

Knac-1 aaruapuTMudHy cpecTea (nanp. quinidine, disopyramide; lidocaine, phenytoin; flecainide,
propafenone): EdekrsT BBpXy BpeMETO Ha aTPHO-BEHTPHKYJIapHaTa IPOBOAUMOCT MOXKCE /ia Obne
IOTEHIMPAH, 4 OTPULIATEHHAT HHOTPONIEH €QEKT — YBEINYCH.

Knac-Ill antuapuTrMuunu cpeactsa (Hanp. amiodarone). EGekTbT BbpXy BPEMETO Ha aTPHO-
BEHTPHKYJIAPHATA NPOBOAMMOCT MOXe 12 0bJe MOTeHLHpaH.

AHTMaDHTMHYHH CPEACTBA, KOUTO MOraT aa uHayuupar torsade de pointes (xnac 1A Hamp. quinidine,
hydroquinidine, disopyramide, u knac 11 Hanp. amiodarone, sotalol, dofetilide, ibutihde): Xunokanuemuara
MOXKeE [a YIECHU BBL3HHKBaHETO Ha torsades de pointes.

HeanThapuTMuuHu cpeacTba, KOHTO MOTAT 1a MHAYLMpaT torsade de pointes (Harip. astemizole, 1.v.
erythromycin, halofantrine, pentamidine, sparfloxacin, terfenadine, vincamine.): XUNoKaTdeMUsTa MOXE Aa
ynecHH Bb3HUKBaHETO Ha torsades de pointes.

YD1 N
[MapacuMnaTHKOMAMETHLM: EQHOBPEMEHHOTO NPUIAraHe MOXKE Jia YABDKH BPEMETO Ha aTPHOY” x@‘iu«--m_* TN
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HHCYJ'IHH H NCpOpaJIHA HpOTHBOﬂH&ﬁGTHH CpeACTBA. 3dCHJIBAHE Ha eq_)EETa Ha AOHHXKAaBaHE HA KPLBHATA
3axap. bnokanara Ha ﬁera~anpeﬂopeuem0pme MOXKC J1a MACKHDa CUMITTOMHUTC HAa XHIIOTJIHKCMHA.

Anecteruuun: OrcnabBaHe Ha pedieKcHaTa TAXMKAPIUA U YBEAHUABAHE HA PYCKa OT XHNOTOHHS (3a noseye
HH(POPMaLIHA OTHOCHO O0UIATA AaHECTE3HA BX. TouKa 4.4.).

C'BP,E[G‘{HH NINKO3HOH.: HapacTBaHeTo Ha BPpCMCTO HA aTPHUO-BCHTPHUHKYJAApPHAaTa [IPOBOAHMOCT, HaAMaJIABaAHC
Ha ChpAc€HHaTa 4YCCTOTA. Ako no BpCMC Ha TCpaliuatTa < {.odoz BB3HUKHAT XUNOKAIWEMUA W/ HUIH
XHMNOMATIrHC3HCMUA, MHOKAPADHT MOXKC na NPOABH NpU3HauM Ha HapacHana YyBCTBHTC/IHOCT KbM ChpACHHH
MMTHKO3KWAH, BOACHNA A0 3aCHACH ecbelcr M NMpOARd Ha HOXKCHAHUTC PCAKUHH OT CTPaHa Ha IMTHKO3HJHTE.

Hectepouanu nporusossinankrentu cpeacrea (HCIIBC): HCIIBC mMorar ga HaManaT XHNOTeH3WBHHS
edexT.

[Ipy pmanpenTH, pa3lBuBallK XHMIIOBONEMHS, €AHOBpeMEHHOTO npuiarane Ha HCIIBC moxe na oTionoud
HAYaI0 Ha ocTpa ObOpeyUHa HeIOCTATLYHOCT.

bera-cumnatrkomumernu (Hanp. 1soprenaline, dobutamine): CrueranueTo ¢ OM30MpPOSION MOXKE a HaMany
edeKTa oT AeiCTBHE H Ha JBETE JIEKAPCTBEHU CPEACTBA.

CHMNaTMKOMHUMETHLIH, KOUTO aKTHBHPAT KaKTo anda- Taka u Oera-aapeHopeuentopure (Hanp.
norepinephrine, epinephrine): cpuerannero ¢ GU30MPONOT MOXKe Aa pasKpHe MEAUUPAHHS C NOMOLITA Ha
alda-aapeHOpEENTOPHTE CHAOCBUBALL eeKT Ha Te3H NPEnapaTH, KOeTo MOXKE Aa JAOBEAE A0 YBEIHYABAHE
HA KPBBHOTO HAIATAHE H H30CTPAHE HA ChCTOAHHMETO Ha KNiayaukauuo wntepmutenc. [fonobuu
B3aUMOJCHCTBHA C€ CMATAT NO-BEPOATHH NPU NPRIATaHe Ha HeCceleKTHBHH OeTa-010KepH.

Kanuii-ryGemu nekapcrsenn npoayiry (nanp. kopruxocrepounu, AKTX, carbenoxolone, amphotericin B,
furosemide, vy sakcatusa): EAHOBPEMEHHOTO NpUiaraHe MOKe 13 YBEAWYH 3aryOuTe Ha KaltHii.

Methyldopa: xemonn3a ecaeacresue GopMUpaHe Ha aHTHTEa Cpelly XHAPOXIOPOTHA3nAa € OITHCAHA B
HEKOJIKO U30JIMPAHH CJIy4as.

EdexkThbT Ha HaMaNABAIHMTE KOMMYECTBOTO Ha MHKOUHATA KHCEJIMHA CPeACTBA Moxe 1a Obae orcnadeH npu
€HOBPEMEHHOTO UM Nnpwiarane ¢ Lodoz.

Cholestyramine, colestipol: Hamanasa abcopOumaTa Ha XHAPOXNOpoTHAZHAHATA KomroHeHTa Ha L.odoz.

KoMOxHal U, KOUTO CHSABA ia ce OOMHUCTST:

Mefloquine: nosuines puck ot Opaarkapaus.

KopTuxocTeponay: HaMalieH aHTUXHNEPTEH3NBEH eheKT (KOPTUKOCTEPOHI0-HHAYLHPAHO 3adbPiKaHe Ha
BOAA ¥ HaTpHi ).

4.6 DbpemMeHHOCT H KbpMeRe

bpeMEHHOCT

Bisoprolol okazsa speHo papMaKonorsyHo BL3ACHCTBHE BEPXY OpEMEHHOCTTA W/HIK
deryca/HosopoaeHoro aete. [lo npunumn, Gera-aapeHopeuenTopHrTe OM0KEPH HAMAIABAT IUTALICHTApHATa
nepdy3us, KOETO Ce CBHP3Ba ChC 3a0aBAHE Ha pacTexa, HHTPAYTEPHHHA CMBPT, abOpT WK
npexxaeBpeMenHo paxaane. Hexxenanu peakuuu (Hanp. Xxunorjiukemus u Opaaukapaus) Mor |
HabnoaaBar y deryca 4 HOBOPOAEHOTO ieTe. AKO Ce Hanara Tepanus ¢ 0era-aapeHopeue M e ﬁﬂ:‘i:, %
ce MpeanouyMTa npujarase Ha deral-celeKTHBHM aapeHOpeUenTopHy BI0KepH. SN Y
JIMypeTHLIMTE MOTaT 12 3aCUNAT (PETONAAUCHTAPHATA MCXEMHUA C NIPHAPYKaBaLl PHCK O

XANoTpodus. ChILECTBYBAT CHMHEHMUS, Y€ XHAPOXJIOPOTHAMALT NPUYKHsBA TpomBoLmToEe Hﬂ:y } !y
HOBOPOREHOTO JIETE. AN N “: ey # " *{?
NS ‘/ “b Hff
N s.?r.ﬂ“'“'* ----- mmrmr ":m{g :}
Lodoz He ce npenopbusa no Bpeme Ha OPEMEHHOCT, Thil KaTO CLABPXKA THA3HACH ﬂnypemx‘m TR 0T
e
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KbpMene
Lodoz He ce npenopbuBa HA KbPMELUH JKEHHU, 3aLOTO OM30NPON0IT BEPOATHO, 4 XHIPOXNOPOTHAZHABT ChC
CUIYPHOCT CE H3N'b4yBa B KbpMaTa. XHIAPOXIOPOTHAZHABT MOXE A4 chpe 00pa3yBaHETO HA KbpMA.

4.7 EdexTHa BLpPXYy cOocoOHOCTTA 32 moq)npané H pabora ¢ MADIHEH

[To npunnvn Lodoz He noenusBea uaM NOBKMABA NpeHeGpeskHMo cnocobHoCTTa 3a WodupaHe v pabora ¢
MalnvHd, Bee nak obaye B 3aBUCHMOCT OT HHAMBUAYAIHUA OTTOBOP HA NALMENTA Ha TEpArHATA
cnocobHocTTa 33 WodHpaHe wav padora ¢ MatukiHd Moxe Aa Obae 3acerHaTa. Tasv Bb3MOXHOCT Clie/iBa Ra
CE B3€M€E APEABHA B HAYAJIOTO HA TEPANMATA, NMPH NMPOMIHA B MEHKAMEHTHTE HJIH B CbYETAHHUE C TIPHEM Ha
aJIKoXofl.

4.8 Hexenanu JEeKAPCTBEHN PEAKNMH

Yectu (& 1% u < 10%), neuectn (> 0.1% u < 1%), peaxu (= 0.01% u < 0.1%), muoro peaxu (< 0.01%)
BKJIIIOMHTETHO H H30JTHPaHH CIIY4aH.

Hapyuienns Ha KpbBTa W nMM$HaTa cHCcTEMa
Penxu: neskoneHus, TpoMOOLUTONEHUA
MHOr0 peaKH: arpadyI01UTO3a

Hapyiienus na merabonusma # XpaHEHETO

HeuecTu: 3aryfa Ha anie€TUT, XMIIEPIITHKEMUS, CMYILEHU BHB BOAHO-EIIEKTPOIMTHOTO PABHOBECHE (H MO~
CTIEL{HANHO XHIIOKANMEMHSA U XUIIOHATPUEMHS, HO CBLUO XHITOMArHEe3HEMHS, XHIIOXTIOpEMUS U
XHUMepKATItHEMHAA )

MHoro peaku: MetabonrTHA anKaiosa

[TcuxviHu HApYUICHUS
Heuecru: genpecus, HapylueHUd HA CbHA
Penxu: xommapn, XaarouMHaLyn

Hapyienns Ha HepsHaTa cUCTEMA
Yectu: 3amasHocT¥, rnmapobonue*

HapyiieHus Ha ouMdTe

Penxu: HamaneHo cuizoTedeHure (Aa ce uma npeaABU ] TPY NALMEHTH, HOCELIH KOHTAKTHH JelH),
HapYIIEHHs Ha 3PEHUETO

MHOro0 peKky: KOHIOHKTHBUT

Hapynienus HO yXOTO U JJabupHHTa
Penku: HapylwIeHUsi Ha cliyXxa

ChpIeyHu HApY IEHUS
Heuecti: 6panukapaus, HapyweHHs 8 AV-AIposOAXMOCTTa, S8/10LIABAHE Ha NpeALIecTBala ChpASYHA

HCAOCTATBYHOCT

ChbaoBH HapyLicHUs
HecTH: yceulane aa CTyACHH YA N3TPBIIHANK KpaHHHLM,
HeuecTu: oprocTaTiuHa XUAOTORMA,

PecnupatopHy, rpbIHyY B METHACTUHANHY HADYIHSHWS

HeuecTn: 6poHXOCHAazbM P NAUMEHTH ¢ OpOoHXHaANiHA aCTMA WJIH aHAMHECTHYHHK AaH
3a00JIIBaHE HA JUXATEITHUTE IIBTHLIA

Penku: anepruveH puHnT




CTOMAaINHO-YPEBHY HAPYIHEHHUS

Uectu: CTOMAIHO-YPEBHH OTUIAKBAHAS KATO IajicHe, NOBPbIMAHE, AHUapHs, 3ameK
HeuectH: kopeMHM OI1akBaHKg

MHoOro penku: naHkpeaTur

Xenato-6unuapHy HapyIeHus
Penxv: xenaTr, )XBATCHHLIA

HapyineHus Ha Ko)kaTa M NONKOXKHATA ThKAH

Penku: peakuuu Ha CBpBXUYBCTBHTEAHOCT KaTo chpOexk, 3auepnsisane, oOpuB, GoTOACPMATHT, MYpNypa,
ypTUKapus

MHoOro peaxku: anoneuus, KOXKeH JyImyc epureMarosyc. bera-0nokepure Morar 1a npoBOKHpaT KU
HHAYLIMPAT NCOPHA3UC-No100¢H 00pHB.

Hapyuienrg Ha MyCKYNTHO-CKE1€THATA CHCTEMA H ChSAMHHTEIHATA ThKaH
Heuectu: MyckynHa ¢cnabocT, MyCKYIHH KpamItu

Hapyiuenus Ha Bb3[POH3BOAMTENHATA CUCTEMA U MbPATA
Penxu: HapylueHus Ha auOUz0TO

Q6w HapyLIeHHs

Yectu: ymopa*

HeuecTn: acrenus

MHoro peaxH: rppaHa 6onaka

HNacnenpanus:

HeuecTu: yBennueHa amuiasa, 00paTMMO HapacTBAHE HA CEPYMHHA KPESATHHUH M YpedaTa, YBETHUCHH HYBA
Ha TPUTTTHLEPHAH U XONECTEpO1a, TIOKO3ypHUA |

Penku: ysennuense Ha yepHogpoduute eHzumu (ACAT, AJIAT)

¥Te3u CUMITOMH Ce MOABABAT 0COOEHO B Ha4aIoTO Ha Tepandara. OOHKHOBEHO ca ¢ JIeK XapaKTep ¥ Hal-
YECTO M3YE3BAT B PAMKHUTE Ha I-2 ceqMMLIM.

4.9 Mpepozupane

CuMITTOMaTHKA

Haii-decTo ouakBaHuTe NPU3HALM Ha npeo3upare Ha Dera-Onokepu ca Opaaukapams, XMNOToOHU,
OpoHXOCIa3bM, OCTPa ChpAeHHA HEAOCTATBYHOCT U XUnorinukeMua. ChulecTBYBa OrpaHU4eH OTIHT ¢
npeao3upaHe Ha OH30nposoN; cHOOIIABAT Ce CaMO HAKOJKO Cliyyas Ha MpeAo3HpaHe Ha OM30nposol.
HabnronapaHu ca Opagukapaus W/wid XunoTonds. BecHuky mauyeHTH ca ce Bs3cTaHOBUIN. ChlilecTBYBa
LIMPOKA WHTEP-MHAUBHAYA/THA BapHaLya B YyBCTBUTEIHOCTTA KbM eIHHHYHA BUCOKA 103a0H30npoIofi H ce
CMSITA, Y€ MO BCAKA BEPOATHOCT NMAUMEHTHTE ChC ChPASYHA HEAOCTATHEYHOCT C&@ MHOT'O YYBCTBUTE/IHH.

KinMHHYHAaTa KAPTUHE HA OCTPOTO WIH XPOHHYHO NPEA03UpaHe Ha XHAPOXJIOpOTHa3HAA ce onpeaens oT
CTEreHTa Ha 3ary0a Ha TEYHOCTH U ejeKTpoauTh. Hali-uecTHTe npusHaiy ca 3aMasgHocCT, rajieHe,

COMHOJICHTHOCT, XHITOBOJICMHA, XHIIOTOHHA, XHHOKANHCMHUA,

IloBenexue

[To npuHUMm, B ciy4ai Ha Ipeno3upaHe ce NMpenopbyBa NMpekparisade Ha TepanudsaTta ¢ Lodoz u
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5. @®APMAKOJIOTHYHU CBOUCTBA
5.1 DdapmakonnAaAMUIHH CBOHCTBA

PapmakoTepaneBTHUHa rpyna: 0eTa-0soxepH, CeneKTuBHM, 1 TyuasuaHu gaypernuu, ATC kon: CO7BB07

KnaunnyHUTE U3CIIeNBAHMS MOKA3BAT, Y€ AHTUXUNEPTEH3HBHUTE eeKTy Ha ABaTa JIEKAPCTBEHU NIPOAYKTA Ce
Hacnarear, Kato € nokasaHa epeKTHBHOCTTA OT NPUJIAraHeTO Ha Hal-HHCKaTa A03a, 2.5 mg/6.25 mg, 3a
TISYEHHETO HA JIEKA A0 YMEPEHO TEXKKa eCeHLIMAIIHA XHITEPTOHH.

(DapmakogHHaMUYHUTE eeKTH, BITIOUNTETHO XUNOKaIHeMus (XUAPOXN0poTHa3ni), H Opaaukapaus,
acTeHMs M riaasodosiue (6830NPosIoN) ca 10303aBHCHMM.

CrbyeTaBaHeTO Ha [1BATa JICKAPCTBEHY MPOAYKTA B ChOTHOUIEHHUE €HA-YETBLPT/NONIOBMHA OT IPHAAraHUTe
J034 [IpH MoHOTepanud (2.5 mg/6.25 mg) uma 3a Uei HamansaBaHe Ha ONHCAHUTE eQeKTH.

buzonponon ¢ sBucokocenekTuBHo Bi-agpeHopeuenTop Onokupalno cpeacTBO 0€3 BhTpeLlHA
CHMIIATUKOMKBMETHYHA aKTUBHOCT H 6e3 chlecTBed MebpaHocTtabunuzupain edexr.

AHaNoru4yHo Ha Apyru OJIokepH Ha B -peuenTOpUTE MEXAHU3MBT KA AHTHXHNIEPTEH3UBHOTO ACHCTBHE Ha
OM30MPONON HE € HAMTBJIHO YCTaHoBeH. Bee nak obaue e fokaszaHo, ue OM30Nnponos Npeau3BHKBa
NOAYEPTAHO HAMAJIARAHE HA IUIA3MEHHA PCHMH ¥ HaMalldBaHe Ha CbpASYHATZ YECTOTa.
XHAPOXJIOPOTHA3HIBT € THA3UICH JHYPETHK C AaHTHXUIIEPTEH3UBHO AcHcTRYE. J{HypeTHUHUAT MY e(eKT ce
ABIDKH HAa MHXUWOHpAHE Ha aKTUBHUA TpaHCopT Ha Na™ ot 656peunute TyOYIM KbM KPBBTA, KOETO OKa3Ba
BAMAHHE BLPXY peabcopOuusara Ha Na”.

5.2 PapMakoKuACTHYRH CBOHCTBA

buzonponon

Abcopbuus: T, Bapupa Mexxay 1 u 4 vaca.

bronannuHocTTa € BHCOKA (88%); IpOLIGHTHT Ha YepHOAPOOHA EKCTPAKLIMA NPH IIHPBHYHO NPpEMHHABAHE €
MHOT'0 HHUCDHK; abcopOLmsTa He ce MOBAMABA OT HAJTMYKETO HA XpaHa. JIMHeHHA KHHeTHKa 3a 1034 oT 5 A0 40
mg.

Pasnpenenenue: Cepep3BaHeto ¢ miasmennre denrouu e 30%, a 0bembT Ha pasnpeaeneHune - BHCOK
(npubnuszurenno 3 L/kg).

buotpanchopmaina: 40% ot mozata Ha bisoprolol ce Merabonuaupa B uepnus apo6. Merabonurure Ha
Bisoprolo! ca HeakTHBHH.

HUznwypane: [nazmMeHHAT nonyxusot € 11 yaca.

bpOpeunusaT v yepHORPOOEH KIMPBHC Ca NPUOIN3ATENHO CPAaBHHUMY, a TONOBUHATA 032 (HEIPOMEHEHA),
KaKTO H MeTaboAHTHTE ce EKCKPETHPAT Ype3 ypHHaTa. [IbaHusT kndpbHe € npubnusurento 151/h.

XHAPOXJIOPOTHAZHU

AbcopOuua: BHOHATMUHOCTTZ Ha XHAPOXJIOPOTHAZHAA MTOKA3BA BAPUALINY MEXTY OTACIHUTE HHAUBUAU H €
B pamkuTe Ha 60-80%. Tmax ce xonebae mexay 1.5-5 yaca (cpeano ~4 yaca). - |

Pasnpenenenue: Cepp3Bane ¢ ruiazsmenure oenrouy - 40%.

-
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H3nbuysane: XuApoXJIOpOTHaZHABT He ce MeTaboIM3Kpa v Ce H3bYBA MOYTH HANTLIHO KaTO HEMPOMEHEHO
BEILECTBO Ype3 IJIoMepynHa GpunTpaums 4 akTuBHa TyOynHa cekpeuys. Kpaitnoro t, 3a
XHAPOXJIOpOTHA3KU A ¢ NpUOIM3uTENHO 8 Yaca.

[1py naurenTu ¢ 6pOpeuHa u/unu chpaedHa HEAOCTATHYHOCT OLOPEUHHAT KIMPBHC Ha XHAPOXJIOPOTHAZHAA
¢ HAMANEH, a SITUMHUHALHOHHHUAT IOTYKMBOT — YA b/DKeH. CbUIOTO Ce OTHACH H JI0 NMALUEHTHTE B
HallpeaHAJIa BH3PacT, NPH KOUTO Chilko ¢e HabmoaaBa HapacTBaHe Ha Coyay.

XHIAPOXJIOPOTHA3HALT NPEMUHABA IU1aLiCHTapHAaTa OapHepa U ce U3NBURA B YOBELIKATA KhpMa.
3.3 IlpeaknaHUYHH JAHHH 32 6e30NMACROCT

HexnuHHunMTE NaHHu 3a bisoprolol win XuapoxropoTHasi He nokasBat ocobeH pUCK 3a xopara Ha GasaTa
Ha KOHBEHLHOHATHHTE (PapMAKOIOrHYHM NPEeNISTMHUYHH W3NUTBAHUSA 338 TOKCHYHOCT (TOKCUYHOCT NpPH
NPOOBJKHTENIHO IPHIATaHE, MYTareHHOCT, FCHOTOKCHYHOCT ¥ KaPLMHOTeHEH ITOTEHLIMAT ),

[fonobuo Ha apyru Gera-Gnokepy npu BUCOKK 1034 Ha bisoprolol B ekcnepuMeHTH ¢ )KHBOTHHU ceE
HabnogaBaT TOKCHYHH €peKTH BbpXY Maiikara (HaMaJleH NpHEM Ha XpaHa M HaAJaBaHe Ha TErjo) H BhpXy
eMOproHa/peryca (yBenHueHa 4ecTOTa Ha KbCHUTE pe3opbuuu, HaManeHo TerNo MPH paxJaHeTo, 3abaBsHe
Ha (PU3HYECKOTO PA3BUTHE O KPasd Ha KbPMEHETO).

Bce nax obaue nuro bisoprolol, HuTo xuapoxIopoTHasuALT ¢a TeparorenHu. He ce Habnoaasa HapacTsaHe
Ha TOKCHYHOCTTA NPH MPUEM HA KOMIIOHEHTHTE B KOMOHHAIHA.

6. PAPMANIIEBTHUYHHU TAHHH

6.1 Canxcnk HA DOMOIIHATE BelleCTRA

Lodoz 2.5 mg/6.25 mg

Covpyesuna na mabnemrxama.

Marne3ueB creapar 1.0 mg
Kpocnorsjgon 3.0 mg
IlapeBu9anO HEIIECTE 6.75 mg
Ilpeapapurenno keNaTHHEZAPARO NAPEBAYHO HHIlecTe  0.75 mg
MHEKpOKpPHACTAIHA HENY/I032 37.5 mg
Kannues xuaporendocar, 6e3nonen 75.0 mg

loxpumue na mabnremrxama:
OPADRY YELLOW YS-1-6339G*

CreTaB®:

ITomacopbar 80 VS 0.035 mg
Kuar xenesen okcua (E172) 0.089 mg
Maxkporon400 0.280 mg
Taranos nuoxcuja (E171) 0.891 mg
Xnnpomenosa 2910/3 1.1025 mg
Xnanpomenosa 2910/6 1.1025 mg

Lodoz 5 mg/6.25 mg
Copyesuna na mabaemxama.

CujinnueB AHOKCHI, KOJOMXEH, 0e3BOaeH 0.5mg
Marne3sen creapar 2.0 mg
MukpoxpucTajina nej1yso3a 10.0 mg
I{apeBHYHO HHITECTE 10.0 mg
Kannues xuaporendocdar, 6e3Boaen 136.25 mg
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floxpumue na mabaemrxama:
OPADRY PINK 16B24024*
Coerar®:

Kpar xenesen okena (E 172)
Yepsen xenesen oxcra (E 172)
IHonucopbar 80 VS

Maxporoa 400

Tatanos anoxcnx (E171)
Xanpomenosa 2910/3
Xunpomenoia 2910/6

Lodoz 10 mg/6.25 mg

Copyesuna na mabnemxama.

CaHnRes NTHOKCHI, KOJIOHAEH, Oe3Boaen
Marne3ues creapar

Muxpoxpucranua neayno3a

IlapeBauno pAmMecTe

Kannunes xaaporendocdar, 6essosen

Hoxpumue na mabremxama:
OPADRY WHITE YS-1-7003%*
Cvcmas™ :

Hoancopdar 80 VS
Maxporoj 400
Xunpomesoza 2910/3
Xnanpomenosa 2910/6
TaTanos gnokeng (E171)
6.2 HecbBMeCTHMOCTH
Henpunoxumo.

6.3 Cpoxk na rogaocr

3 roIUHH

6.4 Crnenuannu ycjioBHS HA CbXPaHEeHME

Ha He ce ¢bXpaHara Hajg 25°C.
6.5 lanuu 3a onaxaBkara

[ lonunpornuneHor/anymununes onucrep.
Onakoexu ot 30, 50 unu 100 Tabnerkn.

0.0126 mg
0.045 mg
0.045 mg
0.360 mg
1.3329 mg
1.35225 mg
1.35225 mg

0.5 mg
2.0 mg
10.0 mg
10.0 mg
131.25 mg

0.045 mg
0.360 mg
1.34438 mg
1.34438 mg
1.40625 mg

He BcHYKM BHIOBE ONIAKOBKH MOTaT Aa ObjaT NyCHATH B npoaaxoda.

6.6 CraenuanrHR MepKH HPH BIXBHLPJASHE

HsaMa cneiiMa/IHH U3UCKBaHHK

7. NMPHTEXATEJ HA PABPEHIEHUETO 3A YIIOTPEDA

Merck KGaA,
Frankfurter Strasse 250,



D-642771 Darmstadt, I'epmanus

8.  HOMEPA HA PA3PEINIEHUETO 3A YIIOTPEBA
11-10482/08.03.2005

11-10483/08.03.2005

1i-10471/08.03.2005

9. IJATA HA ITBPBO PA3PEINIABAHETIOHOBSABAHE HA PASPEIHEHHETO 3A
YHOTPEBA

08.03.2005

10. JNATA HA AKTYAJIM3UPAHE HA TEKCTA

Cenremepu 2008
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