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KPATKA XAPAKTEPUCTHUKA HA IIPOAYKTA

HAMMEHOBAHWE HA JEKAPCTBEHWS ITP

QERIC TEPCTE HA 21PABEOMASRANETO ]

Betaloc ZOK Mouaoienie xug

Eeranox ZOK. paspelndiie 9g yrorpelda Ne \M{ by 3\\ 03_ '% J/

KAUECTBEH M KOJWYECTBEH ChCTAB |68/ / /5.09 0y W

Edna mabnemra ¢ yowunoicero oceoboxcoasane coovpoica: 95 mg metoprolol succinate
otrosapam Ha 100 mg metoprolo} tartrate.

3a IOMOLIMM BelllecTRa BIK pasjen 6.1.
JEKAPCTBEHA ®OPMA

Tabnemxu ¢ yOwnoiceHo oceoGoscoasane 100 mg: Oeny, KpBLAH, HabpasneHd,
MapKUpAHH ChC CUMBONA A/mS, AHaMETHP 10 mm.

KIHNYHA OCOBEHOCTH

TepaneBTHYHH HHENKAAH

Xumepronust. AHIVHA MeXTopuc. B KOMOMHMpaHOTO JCHWCHMC HA CHMITOMATHIHA
XpOHH9HA CHPACYHA HEJOCTATHUHOCT C HapyMIeHa CHCTOINA dyHKIHI HA JIBa KaMepa.
TIpodunaxTuKa Ha 3a60NeBaEMOCTTa I CMEPTHOCTTa OT CHPACHHO-CHIOBH HHIHACHTY 1
nosToper MHbApKT clex ocTparta (asa Ha uH(apKT Ha MHOXapra. ChpACYHYN APUTMHHE,
BKIIIOYBAINM [O-CIIENMATHO HaJKaMepHa TaAXHKap/MA, HaMalleH{e Ha KaMepHara 1ecToTa
Opy TPENCHPIHO TpENTeHe H KaMEpHH EKCTPACHCTONH. OYHKIHOHATHY CHPHCYHH
CMyIIEHHs-XHIEPKHHETHEeH CuHApoM. 1IpogunakTixa Ha METPCHA.

Jlo3upoBKa B HAYHH HA IPHI0KEHNEe

Berarnox ZOK TabIeTKd ¢ YABDKEHO 0CBOOOXIaBaHe ca NPEAHa3HAIEHH 32 IpHEMaHe
BeOHDLK [HEBHO. 3a TPEANOYMTaHE € Ja C€ IpHEMaT CyTpdH. Tabrerxure ¢
ITPOXBIKHTENHO 0CBOBOKAABAHE MOTAT Aa 6baar pasuencau. He TpsaOsa na ce jpBYAT
uni crpuBaT. TabnerkuTe TpaGBa fa ce NPHEMAT IOHE C NONOBHH Hamla TeYHOCT.
EXHOBpPEMEHHOTO LIpAEMaHe Ha XpaHa HE NOBIHiIBa OMOHANMYHOCTTA HM.

IomposKaTa TpA0Ba 1a ce Ompefeli HHOMBUIYAIHO, 33 [a ce n3berne OpagukapIud.
Cremsara HHbOpMals € IpeficTapeHa MoK GopMara HA yKa3aHui:

Xunepmonusn

IpenopbyiTeNHATa /1032 NPH MAIMEHTH C JIeKa 0 YMEPEHa xupepronus e 50 mg
nuepHo. IIpn ManuesTy, KOUTO HE pearupar Ha 50 mg, mo3ata Moxe Ja OBAE MOBHIICHA
xo 100200 mg nueBHO W WM fa ce KOMOMHHpA C APYIH AHTHXMIIEPTOHHYIHH
IeKapCTBEHM TIPOSKTH, 32 MPSANOYHTAHE MUy PETHIH ¥ KaJUUCBH AHTArOHUCTH OT THIIA
NAXHUAPOTHPH I,




Anzuna nexmopuc
100-200 mg xaro emqHOKpaTHa H03a. IIpH HE0OXOMUMOCT Jo3aTa MOXe Ja ce KoMOHHupa

C HATpaTH WK A2 OBA¢ NOBHIICHA.

Honvnnumenna mepanus xem aexenue ¢ ACE-unxubumopu, ouypemuyn 6b3MON4CHO € U
npu mepanus ¢ OUSUMANUC ~ RPOU3BOOHU  FPU  CUMIMIOMAMUYHA  Cbpleuna
HedoCmamvYHOCH.

IManuentute TpabBa Na ca CBC XPOHWYHA ChpHEYHA HEHOCTATHYHOCT 0€3 ocIpa
HEIOCTATHYHOCT Ipe3 NMochaenuure 6 CEAMHIE H CHUJECTBEHO HENPOMEHEHa OCHOBHA
Tepamus pe3 IMOCISAHATE Z CeMHIIH.

JleyeHHeTo Ha CHPJEYHATA HENOCTAaTBYHOCT ¢ OeTa-ONOKepH MOXKE IOHAKOTa Aa
TpeAU3BHKa BpEMEHHO 000CTpsARE HA CEMITOMHUTE. B HiKOM Cydal € BE3MOXKHO Ja ce
HPONBIKY TEPAMKMATA HIK Ja € HaMaJii J03aTa U B ADYTH CIyYal MOXe Aa Ce HaJoXK
Ia ce IpexpaTH nedenwero. HasHauapamero Ha Tepanmma cec Betaloc ZOK mpu
TIANFESHTH ¢ TEXKA ChpAcyHa HegocraTbIHocT (NYHA IV) 1pabsa fa ce paBH caMo OT
JeKapH CIEeUMANHo oOy4eHH B JISYEHHMETO Ha ChPAEYHA HEHOCTATHYHOCT (BIDK pasmel
4.4).

Jlosuposxa npu nayuenmu cvc cmabunna cvpoeuHa HedoCMamvbyHOCH, QYHKYUOHAREH
rnac {1

IIpenopruKTenHa NEPBOHAYANHA J034 32 NBPBUTE ABe CeMMUM € 25 mg BeIHBK
nHepHo. Ciex jBe CeOMHIM Moxe fa Obnfe nmopBulieHa Ha 50 mg eAuH OBET Ha JEH.
Ilenesata [032 3a IPONBIDKHTENHO JeueHue ¢ 200 mg BeuEiK AHEBHO.

Ilosuposka npu nayueHnmu cvuC XPOHUHHA CBPOEUHA HEQOCHIAMBHHOCH, (DYHKYUOHATEH
xnac IIT -1V

[IpenophuMTENHATa IBPBOHaYaNHa X033 e 12.5 mg (pmoxosun Tabnerxa or 25 mg)
BEIHE:K AHEBHO IIpe3 IbpBata cenmuna. Jlosata Tpabsa fa ce KOpHIHpa HHIAHBHAYATHO,
a TalueHTa TpAOBa Ia e MOX IiarelHO HaONIOJEHHE Io BpeMeé Ha MOBHINABaHe Ha
mO3aTa, Thil KATO CHMYTOMMTE Ha XPOHHMYHA CHPIEYHAa HEJOCTATPYHOCT MOraT Ha ce
BIIOMIAT TIpH Hkoy NanpenTy. Cuen 1-2 ceqMuup 103aTa MOXKE g Ce OBHLIX A0 25 mg
BenubxK gHepHo. CHel ToBa cief Oule ABe CEOMMIH J03aTa MOXE Aa Ce IOBHIIM Ha 50
mg BENHEXK AueBHO. IIpH DalMeHTH, KOMTO HOHACAT IO-BHCOKA /1033, I03aTa MOXE Aa Ce
yIBOsSEA BCAKA BTOPA CEIMALA IO MakCHMaliHara crofinoct ot 200 mg Huesko.

Hpy XunoToHus #/umi OpafuMKapmud, MOXKe Ja ce HAJOXH HaMaleHwe Ha J033ara Ha
CHITBTCTBAMIOTO JEKAPCTBO MM TOHYDKEHMe Ha Jo3upopkata Ha Betaloc ZOK.
ITsproHayaiHa XUIOTOHKMS He O3HayaBa HENPEMEHHO, ue nozara Ha Betaloc ZOK He
Moke fa Opje TolepHpana NpH XPOHAYHO JedeHHe, Ho JO3HpOBKaTa He TpAbBa ja ce
TTOBHIIABA HOKATO CHCTOSHMETO Ha NallieHTa He ce cTabummM3Mpa. EIHOBPEMEHHO C
RpyTH IefCTBUA MOXE Jia e HalOXKH ¥ MOBMTOpHpaHe Ha Op0peunara QyHKOyA.

Copoeuna apummus
100-200 mg xaTo equoxpartHa Ao3a. JlozaTa MoXe /1a c& YBEIHYH NpH HeoOX0IHMOCT.

Hpogunaxmuxa cned npemvphan UHMAPKM Ha MUoKapoa
Tlopnepsxania Tepaisl T
Topmepixania AHERHa A03a e o0ukroBeHo 200 mg eJHOKPAaTHO. -

DyHKYUOHATHY CoPOHHY HAPYWEHA CbC CopyebueHe o K
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100 mg nHeBHO KaTO SHOKpATHA H03a. Jlo3aTa MOXe fa ce YBEeNHYy npy HeoOXomAMOCT
4o 200 mg.

Hpopunaxmura nHa muzpena
100-200 mg fHeBHO KaTO SOHOKpATHA J034.

Vepedena 6vbpeuna Gynryus
HuBOTO Ha eMMMHHMpPAHE € 3aCerHATO He3HaunTeNnHo oT 6sOpeunara ¢yHKiws 1 3aT0BA

He e HeoOX0JUMO KOPUTHpaHe Ha J03aTa IPH NalHeHTH ¢ yBpeaeHa On0peuna dhyHKuus.

Hapywena ueprodpobua Qyrxyus

ObuxHoBeHo mo3ara Ha Betaloc ZOK npeniicBaHa Ha [IAlHEHTH CTpajamiy OT
YepHOAPOGHA 1[MPO3a U Te3W ¢ HOPMAaiHa YepHOApoOHa QyHKHHSA € €lHa ¥ CHla, Thi
xaTo metoprolol ©Ma HHCKa CTelleH Ha CBBp3BaHe ¢ npoTenuure (5-10%). Camo, korato
ca HaJipe CHMIITOMH Ha MHOTO TEXKO YepHOApoOHO yBpexnane (HalpuMep OIepHpaHi
TIAlMEHTH ¢ IIBHT), TOrapa Tpa0Ba fa ce IpeAnpHeMe NOHKKABAHE Ha J03aTa.

Hayuenmu ¢ nanpednana ev3pacm:
He e xeoGxoxmMa KOPEKI Ha I03aTa.

Heya:

OnuTeT B NeueHyero Ha aeua cbe Betaloc ZOK e orpanmucH.

IIpoTUBONOKA3ANUA

Kapanorenen mox. CHapoMa Ha GONHMA CHHYC. ATPHOBEHTPHKYNapeH GI0K OT BTopa
Wi Tpera cremed. llanMeHTH ¢ HEKOMIEHCHDPAHA CBPAEYHA HEXOCTATRYHOCT
(6enoppobua enema, XUmonephysHus WIH XUXIOTOHMA) W MAlMEHTH ¢ NPOXBLKATEIHA
WIH HepaBHOMEpHA WHOTpOIHa Tepanusa, AcHcrsamia uYpes aroHussM Ha Oeta-
penenrropr. CuMaToMaTiaHa Opagukapiud UIH xanoTonws. Metoprolol He TpaGsa sa ce
JaBa Ha TIAaHMEHTH ¢ OCTBp MH(ApPKT Ha MHOKapha, ako chpleYHaTa yecrora e < 45
yoapa/mun, P-Q mnartepsan > 0.24 MUH. MK CHCTONMYHO apTepHanHo Haigrane < 100
mm Hg. Ilpy uMpoukanuw 3a CHPAEYHA HEJOCTATBYHOCT, TpAbBa Ja ce IpEOIEHH
CHCTOSHHETO Ha HAIHEHTHTS ¢ apTepHAlHO HandraHe B celHaNO monoxeHue 1mox 100
mmHg nmpeau 3aroupaHe Ha JedenHero. 3a0oniBaHe Ha MEPH(EPHHTE apTepUATHH
CBIOBE ¢ pUCK 3a raHrpesa. CBpPEXYYBCTBHTENHOCT XbM metoprolol umu Hskoe or
[IOMOLTHATE BENECTBA WK KBM JIPyTH Oera-Onokepu.

Cuenpanau npenynpexIeHns 1 MEPKH Npu ynotpeda

Ilpu nanmenTv Ha JedeHHe ¢ Gera-Olokep He TpAGBa Ja ce HmpuiaraT NapeHTepanHy
nponykri ¢ verapamil. Metoprolol Moxe Ha YCHAH CHMIITOMHIE HAa IHPKYI2TOPHH
CMYIIEHHS Ha HeprdepuuTe apTepul KaTo NEPHONHYHO HakynsaHe. CHIHO HapyMIeHa
0b0peuna ¢ynxuma. OGOCIPeHH CHCTOSHHA ¢ MeTabonuTHA aimposa. Jleuenwe B
KOMOWHANMA ¢ JUTHTAIIHC. R

TIpu manyeaty ¢ anruHa Prinzmetal gecroTara M npo,ammxmemr,ocm Ha- TPUCTHITHTE
MOXKE Ha ce yBelndapa B CHGACTBHE HA CBHBAHEG HA KODOHADHWTE  apTepHH
npeau3BuKaHo oT andia penentopuTe. 1o Tasu NpuduHa HECENEKTUBHM 6era—6ﬂoxepn He

E‘ v



TpsAOBa Ha ce W3WON3BAT OT Te3W HallueHTH. beral-cenekTusHU Onoxepu TpsbBa Ja ce
TIpHIAraT BHAMATEIHO.

Ha nanpests ¢ GpoHXManHA acTMa HIM JAPYTO XpOHHYHO OOCTPYKTHBHO 6enozpobHO
sabojsiane TpA0Ba [a Ce TNpEAOHIIE MONXOMIIIO CHIBTCTBAIO0 JICUEHHE C
OpoHxoxunaraTopy (52-aronncT) kaTo TabNeTKH Ml HHXalaudoHHO. Jlo3ata ot 6eta2-
CTUMYNATOPH € BE3MOXKHO Ja O'bJie 3aBHINEH4, KOTaTo 3a04He JieuenneTo ¢ metoprolol.

Ilo Bpeme Ha neyenme ¢ metoprolol pHCKET OT NOBAHABAHE Ha BBIVICXMIPATHHS
MmeTaboNM3EM MM MAacKupaga XWNOOTTIHKEMHA € I0-Malbk OTKOJKOTO IIpH
HeceleKTHBENTE OeTa-OnokepH.

MEBOTO pAZKO MOKE JA €& YTEXHU CBHINECTBYBAINIOTO YMEPEHO 110 TEXECT CMYUIEHHE Ha
A-V 1ipoBoEMOCTTa (€BEHTYAIHO ¢ JOCTHTaHe 10 A-V 6II0K).

Jegenuero ¢ GeTa-GlOKepH MOKe N2 YTEXKHH JEUSHHeTO Ha aHahHIaKTHYHA peakKi(us.
JleuenreTo ¢ aApeHalH B HOpPMaiHH JO3M HE BHHArM JaBa JKEJaHus TepaneBTHYeH
ediext, Axo Betaloc ZOK e npeanmcas Ha NallueHT ¢ phaeochromocytoma Tp:abea Aa ce
IpeABHIH Jeyerue ¢ anda-Ookep.

JlanuvTe 32 €(eKTHBHOCT ¥ 6€30IaCHOCT OT KOHTPONHPAHH KIMHHYHE IPOYIBAHHA IIPH
OanHEHTH ¢ TEXKa CHMITOMATHYHA chpreuHa HemoctarhuHOocT (NYHA xnac IV) ca
orpanmuesHy. JIedeHUEeTO Ha ChpAEYHA HEJOCTATHYHOCT IIPH TE3H MalieHTH TpadBa na
ce NpPeAnpHeMa caMo OT JIEKapH ¢ OITUT B Task obxacT (Bux pasnen 4.2).

ITanvenTH CBC XpoHWYHa (KOMIEHCHpPaHa) ChpIEeYHa HENOCTaThuHOCT, ACONHHpaHa C
ocTEp HMHGAPKT Ha MHOKApIa M 4HFMHA IEKTOPUC Ca H3KMOYEHH OT MpOydYBaHETo
Betaloc Zok npu cepleysa HeEOCTaThYHOCT. BBB BpPE3KA € TE3H YCIOBHA
eexTHeHOCTTa U (€30IIaCHOCTTA TIPH JIEYCHME HA OCTBHP MMOKApIeH HH(pApKT ke ca
HOKYMeHTUpaHH. YroTpebara NpH HEKOMIEHCHpaHa CBpPASYHA HENOCTATBYHOCT €
HpOTHBONOKa3aHa (Buk pasfen 4.3).

Ilpemu omepaTHBHA WHTepBeHIMA Tp#dBa Ia ce WHQOPMHPA AHECTE3HOiOra, 4e
HalMeHTET noiyuasa metoprolol. He ce npenoprusa fa 6B1e CIPAHO INEUEHUETO C -
6JI0Kep Hpu TAeHTH HOANEXaHIH Ha ONePATHBHO IIEUSHHE.

BuesannoTo HpekpaTsBaHe Ha NedeHHETO ¢ Oera-Onoxaja € omacHo, ocofexo npu
BHCOKO-PHCKOBH NALMEHTH ¥ MOYKE Ha BIOLIM XPOHMYHATA ChpHEYHa HEIOCTATHYHOCT,
KaKTO ¥ X4 NOBHMIIM PHCKa OT HE(APKT Ha MUCKap/a ¥ BHe3allHa CMEpPT. Besgko cnupane
Ha npuema Ha Betaloc ZOK, ako e BB3MOXHO, TpsabBa Ha crasa [OCTENEHHO B
HpORBKEHNe [IOHS Ha JBE CeIMHLM, Ho3ata TpsadBa jJa ce HaMalliBa HAIOJOBHHA C
BCSKa CTBIKA HO NOCHefHaTa Jo3a, Koraro tabmerka ot 25 mg Opae pasneieHa.
ITocaexraTta fo3a Tp2OBa 14 ce nprieMa [OHe YeTHPH AeH4 Npeay IpexpaTsasane. AKo ce
[OSBAT CHUMIITOMH NIPEIOpEYBa ce 0aBeH TeMII Ha HPEKBCBAaHe Ha JICYEHUETO.

Axo npuema Ha Betaloc ZOK Tpa6sa Ja ce IpeKpaTH IpeAd orepalyis Tosa Tpsdsa za
cTaHe mioHe 48 yaca mpeqyu NpoLeAypaTa ¢ H3KIIOUCHHE Ha CHCI.IHED‘IHH CIydau Karo
THPOTOKCHKO3a 1 phacochromocytoma. FER W

ITpu maupenty Ha 3-010Kep, apaQUIAKTHIHNAT HIOK € C no-ro.rmma Te}KeCT. .
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Creduume xombunayuu cve Betaloc ZOK mpsabea 0a ce uzbszeam:
IIpousgodnu Ha bapbumyposama wucenuna: bapOutyputd (MsclefpaHu 3a
nenToGapOHrTaN) HHAYKIHET Ha MeTabom3Ma Ha metoprolol dpes eH3nMHa UBIYKIH.

Propafenone: cnen npueMa Ha propafenone YeTHpH NauyeHTa Ha Tepanms ¢ metoprolol
IIa3MeHHTe KOHLEHTpaipy Ha metoprolol ce ysemuuaBaT OT JBa [0 IET IGTH H HpH
IBaMa ManuenTH ce Haﬁmoﬂanar cTpaHHYEH eeKTH THIHYHY 3a metoprolol. Peaxnuara
& DOTRLpPAEHA MPH OceM 37papy HoOposoinyd. Topa B3auMojelcTBue ce 00ACHAB2 OT
daxra, ye propafenone, mopo6Ho Ha quinidine moTmcka MeTabommsma ma metoprolol
ype3 uproxpom P450 2D6. KomOuHanuaTa € BEpoATHO TPYAHA 32 OBJajgBane THH Karo
propafenone uMa cbio ¥ 6eTa-GIOKMpaniy CBOHCTBA.

Verapamil: B xoMOuHaups ¢ Gera-perentop ONoKupald JeKapCTBEHY IPORYKTH (KaTo
atenolol, propranolol u pindolol) verapamil mMoxe na mpenusBrka Gpamuxapius H
MOHIKABAHe Ha KPBBHOTO Hansrane. Verapamil 1 Gera-GInoKepuTe HMaT NOMBIHUTEICH
noTHCKam eekT BEpPXY A-V IpoBOAMMOCTTA H (PYHKIMATA HA CHHYCOBYS BB3€IL

Creduama xombunayus cve Betaloc ZOXK mooice 0a Hanosicu npoMana & 003upoexama:
Amiodarone: Criopen moknay or nonoben ciydal NamdeHTHTE JIeKysaHU ¢ amiodarone
MOraT fa PasBHAT W3paseHa CHHyCHa GpajUKapius, ako Ca JEKYBaHH €IHOBPEMEHHO C
metoprolol. Amiodarone HMa H3KIIOUHTENHO ABIBP M0TyxuBOT (0Kon0o 50 ), kKoeTo
Npennoara, e B3auMOREHCTBHE MOXE [ia HaCTHIH JBIIO CIe[ NpexpaTsBaHe HNpHeMa
Ha JIEKapCTBOTO.

Anmuapummuunu aexapemeeny npodyxmy, wiac 1. knac I-agTHAPUTMUYHK CPEJICTBA U
Gera-OIOKMpalNkTe JIGKAPCTBEHH HPOAYKTH MMAT aJMTHBEH HETaTHBEH HHOTPONEH
e)exT, KOETo MOkKe Ja JOBeLe KO CEPHO3EH CTPaHHYeH e(eKT BBB XeMOAHHAMUKATA IPH
NANYeHTH ¢ Hapymena QyHKIws Ha JI1Bara cbpreysa kamepa. Tasu xombuuaiws Tpsadea
Ja ce u30sTBa U IpH “CHHApOMa Ha GOJBMA CHHYC” M MaToNoruyHa A~V NpoBOAMMOCT.
ToBa B3auMOAEHCTBHE € Hall~100pe YCTaHOBEHO IpH JiekapcTBoTo disopyramide.

Hecmepoudnu npomugos3nanumenty/ GHMUpesMamouony 1eKapemeen NpoOyKImu:
ycranoseno € ue HIIBC HamaniBar aHTUXUIIEPTOHMYHMA e(ekT Ha Oera-Giokepure,
VunoMeTalMd € Hali-MHOro H3cienBaH. ToBa B3auMOZEHCTBHE BEpOATHO HE ce
nabmopapa npu sulindac. IlpoeenieHO € M3CH&NBaHEe HA HErATHBHOTO B3auMOACHCTBHE
che diclofenac.

Diphenhydramin: Diphenhydramin nosmkasa knuepbHca (2.5 15TH) Ha metoprolol mo
alpha-hydroximetoprolol upes CYP 2D6 mpu Gbp3u xunpoxcunartopd. E¢exrer or
metoprolol ce yBennyapa. J{ubenxuapamMun Moxe fa IoTHCKa MeTabonusma upes CYP
2D6 cy6erparh.

Diltiazem: Diltiazem u Oera-O6HoKepuTe MMaT JONBIHUTENHO NOTHCKaNIO ASHCTBHE Ha
A-V npoBopuMOCTTa ¥ QYHKIHATA Ha CHHYCOBHS BH3€. SfcHo uspasena Opaguxapius e
Habmopasana (ToknaaeaH cnygaii) npH xoMOuH#pana Tepamus ¢ diltiazem.

Elpinephrine: TIpuOamsu1enHo HeceT CHOOWICHHMS OT JEUeHNE, Ha “NAUMEHTH ¢
HecelneKTHBHN OeTa-Onokepu (BrmrouutenHo pindolol m propranolol) norca:sBaT e
[IAUHEHTHTE PasBUBAT ACHO H3pa3eHA XHIIEPTOHHA M 6pa;mxapﬂ;na CHER aneM Ha
epinephrine (adrenaline). Tesn xmuHHuHM HaGmroxenus ca nom‘sngena B. npqunaﬂm
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BEPXy 3apaBd HoOposonuu. HampaBeno e M INpeAnonoxeHue, de epinephrine c
JNIOKANHUTe AHECTETHI MOXKE J@ NPeJUSBHKA TE3H PEAaKUMH CNef BBTPECHIOBO
npuloxkenre. TO3W DHCK € BEPOATHO IIO-ManbK IPH KapOMOCEneKTHBHHTE OeTa-

OmoKepH.

Phenylpropranolamine: Phenylpropranolamine (HopedeapyH) OpH eIHOKPATHE T03H OT
50 mg Moxke ha TOBHIIYM JHACTONHOTO HAIATAHE N0 IATOJIOTHYHH CTOMHOCTH IIpHM
sapaBu  gobposomuy. Propranolol mali-o6mo crnmpa HOBMIIABAHETO Ha KPBBHOTO
Hansrage mpegusBukaHo or phenylpropranolamine. Brmpexkn Toma Gera-Groxepure
MOTAT Na IPEeAM3BHKAT NapaJoKCalHH XMIEPTOHHYHA PEaKIHM IPH NAUMEHTH, KOHTO
npHeMatr BHCOKHM A03u phenylpropranolamine. XunepToHHYHH Kpu3H IO BpeMe Ha
nedenne camo cbe phenylpropranolamine ca OMHCAaHH B ABa CIy4asl.

Quinidine: Quinidine notrcka MeTaboIA3Ma Ha METOIPOJION B T4KA HapedeHuTe OBp3H
xupapokcuiaaTop (nosede or 90% s IHIpemys) chC 3HAUKTENHO NOBHIIEHE IUIa3MEHH
HHBA H KATO pesylTaTl mopuireHa Gera-6mnokana. IlomoOHO B3amMOmeHCTBHE MOXE Na
HACTBHIM TIpH Apyry GeTa-OnokepH MeraboNM3HpaHy OT ChINHs eH3uM (HUTOXpoM P450
2D6). Axo ce crupe cbBMecTHO mpuuaranus Quinidine, $-6rmokepsT TpsOBa Aa Obae
cnpsad uakonxo AuK npenn Quinidine.

Clonidine: XullepTOHUYHATa pPealiis NPU BHE3AIHO OTTEITIAHE OT KHOHMAUH MOXE [a
ObAe yeuiieHa oT beTa-O6IoKepH.

Rifampicine: Rifampicine Moxe ga wumynupa merabonusMa Ha metoprolol, xoero na
JOBEe A0 [OHIDKEHH ILIaSMEHH HHBa.

[Ina3MeHNTe KOHHEHTPALMM HA METOIPOJION MOY4T Ja C& KIOBHINAT NPH €1HOBPEMEHHO
TpUeMaHe Ha UMMESTHOWH, XUIAPANasHH, CEJEKTHBHH WHXHONTOPH Ha 00parTHOTO
saxBaniaHe Ha cepoTonnH (SSRI) xato napokceTHH, GIyOKCETHH M CEpTPanuH.
TlanyenTr mpueMainy W APyrH GeTa-Onokepd (HalpuMep Kauku 3a oud) mmu MAO —
HHXUOUTOPH TpsAORa Xa ca Yof| cTporo Habmoaernue. Ilpy nauueHTy Ha Oera-OiaokanHa
Tepanys HHXAIaTOPHATE aHACTETHLM JIOBHIIABAT KApAMO-HETIPECHBHUA e(exT.

IIpr manuentn na 3-Onoxepn Tpsabsa Aa Owpie ajanTHpaHa [033Ta HA XEPOpANHMUTE
auTHAn20eTHY JIEKapCTBEHM TIPOJYKTH.

Hzuonseane ipu GpeMeHHOCT U KbPMeHe

Bpemennocm

Metoprolol CR/ZOK we Tpabpa Aa ce mpuilara 110 BpeMe Ha OGpPEeMEHHOCT M KEDMEHE,
OCBeH ako ymorpebara My He ce CuMTa 3a BaHA.Kakro BCHYKH aBTHXMIEPTOHMYHU
NEKapcTBEHM MpOIYKTH [-GIOKepHTe MOTaT Aa HPEAM3BAKAT CTPaHMYHH edexTw,
HampHMep OpaiuKapips IpH 3apoauma, Hosopomenoto. TpsaGsa na ce oOmbpHe
BHIIMaHHe Ha TOBA 0COOSHO KO Te3M JeKapCTBEHM HPOAYKTH Ce H3IIHCBAT B NOCIENRNTE
TpH Mecela 0T 6pEMEHHOCTTa | IO BPeMe Ha PaKAaHe.

Kovpmene -
Metoprolol npemunaBa B KbpMaTa, HO PHCKET TOBa fa OKaxe edgerc'r B'pry ne:re’ro e
MAaJIKO BEPOATEH IIPH TEPANCBTHIHA JAO3H. ; . o,



4.7

4.8

Biusinue BLPXY ¢I0coGHOCTTa 32 modupane 1 padora ¢ MaAHK
TIpu negenvie ¢ Betaloc ZOK morar fia ce IIOSBAT CBETOBBPTEK U yMOpa. ToBa Tpsabea
Iia Ce p3eMe N0 BHAMaHue HpH modupae WiH NpH paGora ¢ MaInAHH.

Hesxeqany JeKAPCrBCHN Peariug

Metoprolol CR/ZOK ce monaca n00pe ¥ B HOBEYETO Cilyyal HEXCNAHHUTE PEaKUMM ca
nexd u obpatamu. Crexpure chOHTHA Ca JOKIAJBAHYM KATO HEXENAEH PEaKiuH IO
BpeMe Ha KIMHIYHY IPOYYBaKMs UM OT YHOTpeOa B KIMHHYHATA NPaKTHKA, Half-9ecTo
¢ kouBemuponaned metoprolol (metoprolol tartrate). B MHOTO oT CIOydaWre He e
yCTaHOBEHAa BpB3Ka C M3nonspameTo Ha metoprolol. Msmoassamy ca crejaure
JehUHAIMN 38 YECTOTa Ha peaknumre; Muoro gectr (>10%), dectn (1-9.9%), reuecry
(0.1-0.9%), pemxu (0.01-0.09%) 1 MHOTO peaKH (<0.01%).

CopdeyHocv008d cucmema

O6mruaiinn: 6pagiKkapiis, OpOTOCTATHYHE HAPYIIEHH (MHOTO PSAKO CHHKOIL),
A3CTHBAHE Ha MepudepHUTE YacTH Ha TAIOTO, Chpliebuere.

Heobuualiny: yTeXHABaHe HA CHpJEUHATa HENOCTATLYHOCT, ChplieueH OOk NEpBa
cTeneH, eAeMa, npenchpaHa Goaxa.

Pexxu: Hapyinenus Ha CBpAe9HaTa POBOXHMOCT, CBP/CTHA apHTMHA

Muoro peaxu: [aHrpena npu NanyeHTH CbC ChJOBH HAPYIICHMA.

Llenmpanna nepeHa cucmema:

MHoro 4ecTH: yMOpa.

QO6pnualinn: rIaBo0ONHe, CBETOBBPTEK.
HeoOnuajinn: mapacTesys, MyCKYIHH KpaMITH.

Tacmpounmecmunantu

O6uuaiium; abmoMuBanta GoNka, raxeHe, JUapysd ¥ KOHCTHIAIHS.
Heobqaiiau: HOBpHITaHe.

Pepmx: cyxora B yCTaTa.

Xemamono2uuru
MEOro pefKH: TpoMOOHTONEHHUS.

Yepnoopobru
Penxy: HeoGuyaliHE PE3yNTaTH OT H3CASHBAHAS HA YepHOAPOOHA (YHKIH.
MHOro pAAKo: XeaTHT.

Memabonuzem
HeoOpuaiini: DOBUHIABAKE HA TETIOTO.

Mycronockenemnu
MBoOro penku: apTpards.

Heuxuampuyunu
Heobpuaiiam: menpectisi, HapylieHa KOHIESHTpalis, COMHONSHTHOCT UM HapyIIEH CBH,
KOIIIMapH. e ©.

Peku: HEPBHOCT, TPEBOKHOCT, HMIOTEHTHOCT/ CEKCYyaliHa ;mc@yaréﬁfm.'- - S
MHoro pefkn: aMHe3ys/ HapyIlieHa namMeT, OOBPKBaHE, XAMIOIUHANNA. - L
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Pecnupamopnu

O6uyaiiny: gucnHes IpH QU3UYECKO YCHIHE.
HeobGuuaiinm: 6poHX0OCHa3sM.

Peniu: pUHHT.

Cemueru opzanu
Penxu: HapyleHus Ha 3peHHETO, CYXH K/ Wil PasipasHeH| 09H, KOHIOHKTHBUT.

MuOro pefKy: HIyM B YuHTe, HapylIeHHd Ha BKyca.

Koosica

Heobuuaiinu: o6pus (104 dhopmaTa Ha ICOpHasH(OPMEHA YPTHKAPHA M KOXKHM JNE3HH
HHAYUUPAHHA OT ZAUCTPOQHs), HOBHIICHO H3IOTABAHE.

Penxs: Kocona,

Muoro pefky: GOTOYYBCTBHTENHH PEAKIFH, BIOMEH IICOPHA3NC.

Hpenosupane

Ipedoszupare: 7.5 g e NPEOU3BHKAN CMBPTOHOCHA HHTOKCHKALHA MpH Bb3pacTed. 100
mg [pH 5 TOXUNIHO JeTe He NPeU3BHUKBA CHMIITOMH CHEJ CTOMAIIHA MPOMHUBKA. 450 mg
npu 12 ropumko 1 1.4 g npy BH3pacTeH JOBEXKA KO YMEpPEHa HHTOKCHKALWS, 2.5 g IIpH
BE3pAcTeH TPEIH3BHKA CepHO3HAa MHTOKCHKAOMA M 7.5 g NpH BH3pACTeH NpelusBHKa
MHOI'O CepHO3Ha HHTOKCHKaNHd.

Cumnmomu: XapIUOJOTHYHHATE CHMIITOMM C€a Hail-BaXKHM, HO B HAKOM CIy¥aH 0CobeHO
npu jgena W Miuagexu cmvnromu Ha ITHC u pecnmpatopsa penmpecust Morar nga
npeotnanapat. Bpamukapmust, AV-6rok I-lII, acucTonmyno moHpkeHwe Ha KPBBHOTO
Hamsarane, cnaba nepudepna nepdysus, CbpACYHA HENOCTAaTBYHOCT, CHPAEYEH INOK.
Pecripatopa JenpecHs, anpea. JIpyru: ymopa, OOBpKBane, Oe3Ch3HaHWe, IeKO
Tpenepede, KpaMIlM, M3NOTABaHe, HapecTe3ns, OPOHXOCHasMH, rajeHe, NOBpEHINaHe,
BE3MOKHM  e€30(areallHin  Cliasmi, Xumormukemua (ocoGeHo TMpH  Jella) HiH
XUTEPTIMKeMus, XAepkaineMus. Bausuue BspXy Os0penute. BpeMeHer MaacTeHmdeH
CHHAPOM. ENHOBpEMEHEH @pHEM Ha aiKOXOJN, AHTHXHMICPTEH3UBHH JeKapCTBEHH
YIpOIMYKTH, XMHUAMH MWiIM GapOUTypaTy MOraT [ia BIOWIAT CHCTOSHHETO Ha MaljUeHTa.
TILpBUTE CHMIITOMH Ha IPefo3HpaHe MoTat Ja ce Habmonasar oT 20 MuryTH [0 2 Yaca
clIe] IpaeMa.

Tepanus: Axo e HOTBBPICHO NPENO3UPAHETO, CTOMANIHA IPOMUBKA CBC BBIISH. MHOro
paxkHo! Atpormun (0.25 — 0.5 mg WHTPaBeHO3HO NpH BB3pacTHH, 10-29 mcg/kg npu
mena) TpsbGBa Ha ce paBa IpPemy CTOMallHAaTa HPOMEBK2 (TIOpafM ONAcHOCT OT
NiapacuMIaTuKoBU cuMirromy). ITokasanuero TpAdBa A2 € JoCTa CEPUO3HO 32 HHTYOaIHS
| JiedeHne ©pc pecnuparop. lloaxomsam 3amecrurel 3a obem. HHQY3wa Ha INOKO3a.
ECG-mounurtopupane. Arpormud 1.0 — 2.0 mg HHTPaBEHO3HO, KOETO MOXE 2 C& IIOBTOPH
(UpeEMMHO NpPOTHB MAPACHMIIATHKOBATE CHMITOMH). IIpu MHOKapiHa [erpecys:
HHQy3Ed Ha HOOYyTaMHH M JONaMHH M Kajnues riybmomar 9 mg/ml, 10-20 mi.
T'mokarod 50 —150 mcg/kg BHTpaBeHO3HO Npe3 1 MupyTa, IOCIEABAHO OT WHQY3HA
MoXKe chOI0 Aa Gbe MPUNOKEHO, KaKTO ¥ aMpHHOH. B Hikou ciiyyau JOOaBIHETO Ha
ermuedpun (afpeHamH) e Owio ebukacHo. Mudysna wa nHarpity. (xnopn,n: Uy
Ouxapbonar) mpu pasmmped QRS-xommnexc W apurmui. Moxe na” ce nsnonsaa
H3KyCTBEH Bonad Ha ceprero (pacemaker). IIpd IMpKymaTopeH apectT MoXKe-aa” ce
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HANOXKH peaHMMAaLlis] B IPOJBIKEHNE Ha HAKONKO Jaca. [Ipu GpoHxocHasMu MoXe fia ce
{30382 TepOyTanuH (MEDKeKIHA HAM HExanamd). CAMIIToMaTAYHa Tepanis.

®APMAKOJOTHYHE CBOMICTBA
®apMaKOAUEAMIHYA CBOHCTBA
ATC xog: CO7TA B02

Meromponon e (3;-celeKIvBeH OIOKep, T.e. TOH AelicTBa Ha [3i-perenTopare Ha CpLETo
B MHOTO ITO-MAIKH MO3M OT Te3H, KOMTO ca HeoOxomuMu 3a NOBIMABAHE Ha -
penenTopuTe, pasmONOKeHd TNaBHO B TNepudepHaTe CHHOBE M OpoHxwTe.
CenextriBrocTra Ha Betaloc ZOK e gozo-3aBucHMa, HO Omarogapesuwe Ha ZOK
(OpMyNHpOBKaTa INMKOBaTa ILIa3MEH2 KOHLCHTPAllMs € 3HAYHTCJHO IIO-HHCKa B
CpaBHEHWE CLC CBUIATa X032 B OOMKHOBeHH Tabmerkd. Tesu NO-HMCKH IIHKOBH
KOHUEHTpAllMd ca NpH4MHa 32 [o-Bycokata [Bi-cenexTuBHOCT Ha Betaloc ZOK.
Meronpornon HaMa GeTa-cTuMynupanl ebekT H UMa Malko MemOpaHO-CTaOHIM3Hpall
ediext. BeTa-6a0KepHTE HMAT HETATHBEH HHOTPOTIEH X XPOHOTPONEH epeKT.

Cramymiparuar edexT Ha KarexoHaMuHHTE (KOMTO ce M3ABYBAT MPH (QH3HYECKO H
YMCTBEHO HATOBAPBAHE CE HaMallfBa MK YIOTHCKA OT METOIPOJION, TOBA 03HAYABA, Ue
METONpoNON HamaisBa o0WualiHOTO [OKAaYBaHEe Ha IyJca, CHPHCYHHA 1eOuT,
HOpManHata (U3HONOFHYHA Ba3OANATALMs, HPENUSBHKAHA OT KaTexonaMuHute. IIpu
CTpECOBY CHTYALMH C NOBMIICHO OTACNNHE Ha ajpesanuH oT HaxGnOpeuHara jxiesa
METOHpONON He IIpefioTBpaTsBa HOpManHaTa (M3MONOIHYHA BasojuwiaTanmus. B
TepaNeRTHYHH JO3H METONpOJoN HMa TIO-MANbK KOHTPAKTHICH eQeKT BEPXY
GpoBXHaNHWTE MYCKYIH OT HeceleKTHBHHTe Oerabmoxepn. Tosa cCBOICTBO Ha
METOLIPONION NO3BOJIABA JiCUCHME HA [AIMEHTH ¢ OOCTpYKTHBHH 6enompofHu
3a60M9BaHHA B KOMOUHANU ¢ Bp-cTUMynaTopH. MeTonponon moBauaBa OTACIAHETO Ha
MHCYJIHH U BELIEXUAPATHHS METaG0IU3BM B [I0-MAJKA CTENEH OT HECCHEKTHEHHTE beTa-
GIOKEpH W 3aT0Ba MOXE Ja Cce JiaBa ¥ Ha NAlMEHTH ChC 3axapeH Auaber. CrpAeyHo-
CHAOBATA peakiis NPH XUIOTIMKEMHd, T.e. TAXMKAPAMA € YIO-MaliKo IIOBIHAHA OT
MeTOTIPOZION ¥ BpPBIIAHETO Ha KpBBHATA 3axap KBM HOpPMAnHH HHBa ¢ TO-OBp30
OTKOIIKOTO TIpY HeceNeKTHBHY OeTa-0noKepH.

Tpu xuneprorns Betaloc ZOK 3HauuTenHO HaMmalsBa KPHBHOTO HalAraHe 32 IToBede
0T 24 Jaca B W3MPABEHO ¥ JISTHATIO [IONOIKEH}E, KAaKTO | 110 BpeMe Ha YHPaKHEHUA.
JleyeHHETO C METONPOAON MOXE L2 DPWYHMHH IITEPBOHAYANHO, HO HE3HAYMTENHO
HOBHIIABAHE HA HEPU(EPHOTO CHIPOTHBIEHHE, KOETO OBP30 Ce HOpMaNM3Upa H MOXE
JOpH 3HAYMTENHO Ja CTafHe IPH HPOABKUTENHO JedeHne. llpu mbxke ¢ yMepena/
TEKKA XUOEPTOHHA METOIPONION BORH O IIO-HHCKa CMBPTHOCT OT CBPICYHO-CHIOB U
KopoHapeH xapakrep. Hama naGmonaBan eneKIpoINTeH nucbanaHc.

EexTsT TpH XpOHHYHA chpieuna HemocrarhynocT: npn MERIT-HF nscnensarme 3a
YIpEXMBAEMOCTTA CpapHsaBalio 3991 manpenta CBC CHPACUHA HEZOCTaTHYHOCT (NYHA
II-IV)n namanena ¢paxuus Ha usTnackeaHe (<=0.40), Betaloc Zok nosumasa
TPEKHBAEMOCTIA ¥ Hamansasa Opos Ha Xocnuralmsauuu. IIpa ABNXOCPOYHO HedeHHE
IMaNHeHTHTe W3OATBAT 00II0 NOoJoOpsBane Ha cuMnroMmuTre ( 1o pesyiaratd Ha New
York Heart Association u ckanara Overall Treatment Evaluation).

w 1,

B nonsiHenye Tepamusara cse Betaloc ZOK mosmmara dpaxnusta H4 W3THACKEAHE H
FOHMXABA CHCTOJMYHOTO U JHACTONMIHOTO HUBO HA KPHBHOTO HANATaHe: -~ 5

3
R
[
.

o
;

4

Y e T



5.2

5.3

Ilpu TaxuapuTmyug eeKTHT OT HOBHIIEHA CHUMIITOMATHYHA aKTHBHOCT € GINOKHMpaH H
TOBA BOIY IO HaMalleH CBPACYCH PHTHM, KOETO c€ NBIKH NPEAHMMHO Ha HOHIDKEHaTa
aBTOMATH3aM, KAKTO M Ha YBEIMYEHO BPEME Ha CYNPABCHTPHKYIApPHA IPOBOAUMOCT.
Metoprolol monm:xaBa pHCKa OT IIOBTOpeH HH(pAPKT M CHPJCYHA CMEPT, OCoOeHO
BHE3aIIHa CMBPT Clie/l MUOKApHAEH MH(AapKT.

dapMakoKHHETHIHH CBOHCTBA

Tabnerxkata Betaloc ZOK c¢ HOpoabIKUTENHO O©CBOOOXKHABaHE Ce& CBCTOH OT
MUKPOCKONHYHK KalCyJMpaHy TpaHyldHd METONpOJNOX CYKUHMHAT H BCAKA IpaHyna e
oTAeneHa. Beska rpanyna € 00BHUTa ¢ nonuMepHa MemOpana, KOATO KOHTPOIHpa HUBOTO
Ha OTHENEHO JeKapcIBO BemiecTBo. Tablerkara ce pasmapa OBP30 NPH KOHTAKT C
TEUHOCT, a IPaHyNHTE Ce paslpBCKBAT BEPXY roHIMa IIOBEDXHOCT B FacTIpo-
uHTecTHHATHAA TpakT. CreneHTa HA ocBOOOKNaBaye & He3aBHCHMA OT (GH3HONOTHYHM
dakTopu xaro pH, XpaHa ¥ NepHCTANTHKA H HPOXBIKABA C HOYTH IIOCTOSHEH TEMI B
npoxsmxenne Ha 20 waca. JlosoBara (opMa NpenocTaBd pPaBHOMEPHH IIIa3MEHH
KOHIEHTpalHH | POLBIDKATENHOCT Ha eeKTa B HpOAbDKEeHYE Ha 24 daca.

Metoprolol CR/ZOK ce abcopbupa HansiHO CHef OpaleH IpueM. brmarozapenwe Ha
NpONLIDKHTENeH e(ekT Ha IbPBO MNPEMHHABAHE, CHCTeMHaTa OHOHANMYHOCT Ha
metoprolol oT exHOKpaTHa mepopanHa no3a ¢ npubnusurenHo 50%. Cppp3paneTo Ha
metoprolol ¢ npasMenns NPoTEHH € HECKO, NpAbmusKHTenHo 5-10%.

MeTonmponos NpeTspIniBa OKCHAALNA B Y4EPHUA Apod OCHOBHO NTOCPEACTBOM H30€H3HMa
CYP2D6. YeranoBeHH ca TpH OCHOBHM MeTa0oNMTa, 0T KOMTO HUTO eIHH He e ¢ Oera-
onoxnpaly edekT ¢ KIIHHHIHO 3HaYESHHE.

TIo mpasuno, Hag 95% oT Hepopanyarta 1032 MOXKe Jia ce OTAeNH B ypuHara. Oxono 5%
OT TIpHETaTa 032 Ce eKCKpPeTHpa B YpHHATa HENPOMEHEHA, KaTO B M3OIHpPaHK CIydaH
Moxe na gocturae 30%, a ocraHanara 103a ce OTAENS KaTo MeTaboIHTH.
ErvMHHAIMOHHHAT NOJYXMBOT B IUIasMara € cpeaHo 3.5 gaca. ToTalHMAT nrasMeH
KIMpBHC € npubausurenno 1 L/min.

Hama 3wayrrTenna OpoMsaHa BbB (apMakOKHWHETHKATa IIPH NalMeHTHIe B HaNpenHana
BB3pacT B CpaBHEHHE ¢ o-Muajure Xopa. CHcTeMHaTa OHOHATHYHOCT ¥ eMMUHANMA Ha
metoprolo! ocTaBaT HempoMeHeHa IpH IaHMEHTH C yBpeleHa OnOpeuHa QyHKUWMA.
Brrpexu ToBa eKCKpenuaTa Ha MeTabONWTH € HaMalieHa. 3HauYHTelHa aKyMylallis Ha
MeTaboNHTH e HaOJIoAaBaHa Ipy NalHeHTH ¢ HUBO Ha rnoMepynHa ¢uiatpanus (GFR)
rno-manko or 5 mi/min. Tasu akyMynanus Ha MeTaOOnNMTH He TIOBHMIaBa Oera-
6noxanara.

IToumxenata yepHonpoORa (QYHKINA NOBIHMARA MMHHMANHO (apMaKOKMHETHKATa Ha
metoprolol. Bripexu ToBa IpH NalHEHTH ¢ TEXKA 4epHOApoOHA IMpo3a H aHacTOMO32
HAa BEHa IOPTA ¥ BeHa Kapa OMOHaIHHYHOCTTA Ha metoprolol Moxe Aa ce IOBMINM K
OOLMAT KIHpHHC Aa ce NoBKu. IIanyeHTr ¢ aHacTOMO32 Ha BeHa [TopTa H BeHa KaBa ca
¢ obm kmappHe npubmusurenHo 0.3 L/min ® mom Noox KpHBaTa ILIa3MeHa
xounenrpamus-speme (AUC) o 6 m6TH 10 TolsAMa OT Ta3H IIPH 31PaBH NaliHeHTH.

peaxausnaan JAHHHN 32 0€30ACHOCT B T
Metoprolol € M3MHTBAH KNMHMYHO B TONAMA CTEICH. HnbopMmanmi 3a: nercapﬂ KOHTO
[peqnycBa JIEKapeTBOTO MOXe fAa OBAe HaMepeHa B npyTHL.- qacm Ha Kpamara
XapaKTepUCTHKA Ha NPOXYKTa. : T
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DPAPMANEBTHYHM OCOBEHOCTH
CnuchK Ha IOMOUIHHTE BEIECTBA

Ethylcellulose, hydroxypropyl cellulose, hypromellose, microcrystalline
cellulose, paraffin, macrogol, silicon dioxide, sodium stearyl fumarate,
titaninm dioxide (E 171).

HecnemecTnMocTH
He ca n3pectER

Cpox Ha roguocT
Tpu rogunn.

Crennanny MepKH 3a CbXpaHeHHe

He ce uzucksar. Jla ce cexpansgsa nox 30°C.

EcrectBO I ChABPAAHHE H2 ONIAK0BKATA

Dnaron om noAUEMUREH C BUCOKI NIBINHOCH € RONURPONHICHO8d Kanauxa.:

30 Tabnerxu ¢ yappxeHo ocBoboxaasage 100 mg

Hncrpyxnuu 3a padora
He ca nanwgnn

HPUTEXATEJ HA PASPEINIEHUETO 3A YIIOTPEBA
AsraZeneca AB, S-151 85 Sodertilje, Sweden

HOMEP HA PASPEIIEHHETO 3A YIIOTPEBA

JATA HA IIbPBO PASPEINEHHWE/ TOJHOBSIBAHE HA PASPEHIEHUETO

3A YIIOTPEBA

JATA HA AKTYAJIHU3HPAHE HA TEKCTA
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