!

OLCbPc.C;
Kpamxa xapaxmepucmuxa Ha npodykma JATA // ’J'Z 2 “5:245

1. UME HA JIEKAPCTBEHHWA NMPOAYKT

METOCTAL 25 mg mabnemxu ¢ yObsmKeHO oceoboxOagaHe
METOSTAD 25 mg prolonged release tablets

METOCTA/L 50 mg mabnemxu ¢ yobmxeHo oceoboxdaeaHe
METOSTAD 50 mg proilonged release tablets

METOCTAL 100 mg mabnemku ¢ y0bs/mKeHo oceoboxdagaHe
METOSTAD 100 mg prolonged release tablets

METOCTAL 200 mg mabnemxu ¢ yobsokeHo oceoboxdasaHe
METOSTAD 200 mg prolonged release tablets

2. KAMECTBEH U KOJIMMECTBEH CBHCTAB
Bcaka TabneTtka ¢ yavmkeHo ocBoboxaaBaHe cbabpXka:

- 23,75 mg MeTonpononos CyKUMHaT CLOTBETCTBAL Ha 25 mg
METONPONoONOR TapTapar

- 47,5 mg MeTonpononoB CyKUMHaT cvoTBeTcTBaLy Ha 50 mg
METONPONONoOB TapTapart

- 95 mg meTonpononoe cykUuuMHaT cboTBeTcTBall Ha 100 mg
METONPONONOB TapTapar

- 190 mg MeTonpononos cykUuuHaT cboTBeTcTBaul Ha 200 mg
METONPONONoB TapTapar

3a NbNHUA CNUCHK C NOMOLLHW BELeCcTBa BUX ToYKa 6.1.

3. NEKAPCTBEHA ®OPMA
TabneTka ¢ yabnxeHo ocBoboXaaBaHe.




METOCTAL 25 mg TabneTkn ¢ yabmkeHo ocBoboxiasaHe ca Benm,
OBanHW, ABOUHOU3NBKHaANW, hunmupanu TadneTtkn, npudn. 9 mm x 5 mm
C AenuTenHa YyepTa OT ABeTe CTPaHMU.

METOCTAL 50 mg Tabnetku ¢ yabmkeHo ocBoboxagasaHe ca Henu,
oBanHW, OBOVMHOU3NBKHANW, dunmupadHu tabnertku, npubn. 11 mm x 6
mm C AenuTernHa YepTa OT ABeTe CTpaHM.

METOCTAL 100 mg TtabneTkun ¢ yabmkeHo ocBoOOXaasaHe ca benwu,
OBanHW, ABOWMHOU3NbKHaANW, pmnMupaHu Tabnetku, npubn. 16 mm x 8
mm C genuTenHa YepTa oT ABeTe CTPaHuW.

METOCTAL 200 mg Tabnetkn ¢ yavmkeHo ocsoboxnapaHe ca benu,
OBanHWu, ABOWHOU3NBKHaANKW, dunmMupaHn tabnetkn, npubn. 19 mm x 10
MM C JenuTenHa YepTa oT ABeTe CTpaHM.

Tabnetkute moraTt ga 6vaar pasgensHu Ha paBHU NOMOBUHM.

4. KNIWHNYHA JAHHMA
4.1 TepaneBTUYHM NOKa3aHUA

- ApTepuanHa XunepToHKA.

-  WcxemuuHa OonecT Ha CbpUETO.

- CovpaevdHa apuTMus, BKNYyBawa no-cneuuanHo HaagkamepHa
Taxukapaus.

- [lpodmnaktuka Ha 3adoneBaemMocTTa U CMBPTHOCTTA OT CbpPAEYHO-
CbAOBU WHUMAEHTU W MNOBTOpPeH WH@AapKT cnep ocrtpara ¢asa Ha
MHAPKT Ha MUOKapAaa.

-  CupuedbueHe avmKawlo ce Ha PYHKLUOHANHY CbpaeYHN HapyLleHUus

- [podunakTuka Ha MUrpeHa.

- B KOMOUMHUpaAHOTO nedveHne Ha CMMNTOMATUMHA XPOHWYHA CbpAaevHa
HepoctatedHoCT (NYHA II-IV dyHKUuoHaneH knac, neBoKaMepHa
natnackeawa cdpakuma < 40 % ) B KOMOUHaAUMA C ApYro nevyeHwe Ha
cbpaedHaTa HeAOCTATBLYHOCT (BWXK TOYKA 5.1).

4.2 lo3aupoBKa 1 HAYMH Ha NPUNOXeHue
Tabnetkute METOCTAD ¢ yabmkeHo  ocsoboxpaBaHe  ca
npeaHasHa4YeHn 3a npvem BeAHbLX AHEBHO. 3a npeanoduTaHe € fa ce
npuemar CyTpPpuH NO BpeMe Ha 3akycka. TabneTtkute C yABMKEHO



ocBoboxgaBaHe TpaAbBa ga ce npuemaTr uenu WM pasaeneHu Ha
nonoeuHn. He TpaGBa Aa ce AbBYaT Unu crpueat. Te TpAbBa Aa ce
npuemar ¢ Boga (Hai-Manko NONOBUH Yawla). |

HosaTta MoXxe aa Obae onpegeneHa B CLOTBETCTBME C yKasaHWATA
npeacrageHu Nno-gony:

ApmepuanHa xXunepmoHus

[lpenopbuMTenHaTa 403a Npyu NALMEHTU C neka A0 yMepeHa XMnepToHus
e 47,5 mg wMmeTonpononoB CykKuuMHaT (ekBuBaneHTeH Ha 50 mg
METONPONONOB8 TapTapaT) AHEeBHO. AKO € HeoBxoaumo, fo3aTa MoXe Aa
bbae nosulueHa Ao 95-190 mg MeTonpononos CykuuHaT (ekBUBaneHTeH
Ha 100-200 mg meTONpoNoOnoB TapTapar) AHEBHO UK Aa ce KoMOWHUpa ¢
APYru aHTUXUNEPTEH3IUBHU NeKapCTBEHU NPOAYKTH.

HNcxemuyHa b6onecm Ha cbpyemo

95-190 mg meTonpononos cykuuHaTt (ekBuBaneHTeH Ha 100-200 mg
METONPONIONOB TapTapaT) BeAHbX AHeBHO. [lpn HeobxoAuMMOCT B
nevYeHUeTo Morart aa 6baaT BKNIOYEeHU U ApYrM NekapcTsa 3a NneyYeHne Ha
aTepocKneposa.

CuplevyHa apummun
95-190 mg wmetonpononos cykuuvHaTt (eksuBaneHTeH Ha 100-200 mg

METONPONONOB TapTapaT) BeOHBX SHEBHO.

lMpoghunakmuxa cneod npexapan uHpapkm Ha MUoKkapOa
190 mg wm™meTonpononoB cykuuHat (ekBusaneHTeH Ha 200 mg
MEeTONPONoONOB TapTapar) BeAHBX AHEBHO.

CoupyebueHe, OLImKaulo ce Ha (PyHKUUOHaNHU CbhpOeYHU
HapyuwieHUs

95 mg MeTonpononoe cykuuHat (ekBuBanenTeH Ha 100 mg
METONPONONoB TapTapaTr) BeAHbX AHEBHO. AKO € Heobxoaumo, Ao3ara
MOXe Aa 6bae nosuweHa Ao 190 mg MeTonpononoB CyKUMHaT
(ekBuBaneHTeH Ha 200 mg MeTONPONONOB TapTapaT) BeAHbX AHEBHO.

fIpogpunakmiuxa Ha Mu2peHa
05-190 mg wmetonpononos cykuuHaT (eksuBaneHteH Ha 100-200 mg
METONPOSIONOB TapTapart) BeAHBX AHEBHO.

Cmabunna cuMnmoMamuyHa cbpoeyHa HedocmambyHOCM



[lozaTta MetonpononoB cykuuHat Tpabea ga ce onpeaena MHAUBUAYANHO
NpK NALVEeHTH Cbe cTabunHa CMMNTOMATUYHA CbpAeYHa He4oCTAaTBLYHOCT,
NnpU KOUTO Ce npunara ycrnopegHo Apyro neJyeHve Ha CbpaeuHa
HeaoCTaTbYHOCT. [lpenopbynTénHaTa HaJanHa f[osa 3a nauveHTM ¢
XpOHUYHa cbpaevHa HegocTaTb4yHOCT, NYHA dyHkumnoHnaneH knac -1V e
11,88 mg meTonpononoB CykuMHaT (ekBuBaneHTeH Ha 12,5 mg
METONPONONOB TapTapaT) BeAHBXK AHEBHO Npes nbpBaTa ceamuua. Npes
BTOparta cegmMuua € Bb3MOXHO fo3arta Aa 6bae nosuweHa Ao 23,75 mg
MEeTONPONoONOB CyKuuHaT (ekeuBaneHTeH Ha 25 mg meTonpononos
TapTapaT) ee4HbLX AHEBHO.

[lpenopbyMTenHaTa HavanHa 4o3a 3a nauveHTy cbe ctabunHa cbpaeyHa
HegocTatbdHOCT NYHA dyHkumoHaneH «knac Il e 23,75 mg
METONPONONoOB CyKUWHAT (eKBuBaneHTeH Ha 25 mg ™MeTonpononos
TaptapaT) BeAHbX [AHEBHO nNpe3 nNbpBUTE ABe  CeaMULN.
[1penopbyYnTENHO € cnegj ToBa Ao3aTa ga ce ysenuuu apoiHo. [lozata
TpAdBa Aa Obae noBullaBaHa BCsAKA BTOpa ceamuua go 190 mg
MeTonpononoB cykuuHat {eksusaneHtTeH Ha 200 mg wmMeTonpononos
Taprapar) QAOHEeBHO WU [okatoe ©Obae AocTUrHata MakKCUMarHo
noHocumara Aosa. [lpn npoabmMKUTENHO nNeveHwe, nnaHupaHarTa [o3a
TpAbBa na Ovae dukcupana Ha 190 mg MeTonpononoB CykKuWHaT
(ekBuBaneHTeH Ha 200 mg meTonpononoB rapTapaT) AHEBHO UNWU A0KATO
Obae AocTurHata MakCumanHo noHocumata Ao3a. {1penopbuuTenHo e
NeKyBalMAT NeKkap Aa € 3arno3HaT C fleyeHUeTo Ha CUMNTOMUTE Ha
crabunHata cMMNTOMaTUYHA CbpAevyHa HepocTaTbuyHOCT. Cnea BCAKO
noBullaBaHe Ha A03aTa, CbCTOAHWETO HAa nauueHta TpabeBa pa ce
HabnwaaBsa BHUMATENHO. AKO KPbBHOTO HaNAraHe ce NoOHWXKW, MOXe aa
cé Hanoxu ga 6vae peayumpaH npyema Ha CbNbTCTBALLOTO NEeKapCTBO.
- He e 3a4bmKUTENHO NOHWKABAHETO HA KPBLBHOTO HansraHe Aa € npevka
3a npoabnxuTenHata ynotpeda Ha MeTonponon, HoO B TaKbB Chnyyai
aosupoBkata Tpabea Aa Obae peayuupaHa A0KaTO CbLCTOAHWETO HA
nayuneHta o6vae cradbunusnpaxo.

Hapywena 6 L6peyHa pyHKUURA
He e Heobxoaumo kopurupaHe Ha ao3sara.

HapyuerHa yepHOOpoOHa PyHKUUA

[ipu nauyueHT™ ¢ ocTpa JdepHoapobHA HeAoCTaTBLUHOCT, Hanpumep
nauMeHTW C NOpToKaBaneH WBLHT, go3ata TpadBa ga Obpe noHuxeHa
(BUWK TOUKa 5.2 PapMaKOKMHETUMHU CBOUCTBA).



Mayuenmu e cmapyeckKa eb3pacm

HaMa goctathbyHO UHpOpMaUMA 3a NPUNOKEHUETO Ha TOBA SEKapCTBO
npu nauMeHTM Ha Bb3pacT Hap 80 roamnn. Tpabsa ga ce B3emar
HeoOxoauMuTe, cneuuanHu npeanasHyW MepKW, KoraTo ce nNoBULLAaBA
Aosara.

Leua u ronowiu
OnuTbT B nevyeHueTo Ha pgeua v wHown ¢ METOCTA]D Ttabnertku ¢
yABIHKEHO 0CBOOOKAaBaHE € OrpaHuYeH.

4.3 NMNpoTHBONOKa3aHURA

-  CBpbX4yBCTBUTENHOCT KbM METONPONONOB CyKuuHat, apyru beta-
Onokepu unvm KbM €4HO UNKU NnoBeYe OT NOMOLLHATE BelleCcTBa Ha TO3W
neKkapcTBeH NPOAYKT.

- AtpuoeHTpukynapeH o6nok |l unu lll crene.

- HekoMmneHcupaHa cbpaevyHa HeaocTaTbyHOCT (BbenoapobHa epema,
xunonepdysns  WNU  XUNOTOHUR) U NPOABLIKMUTENHA  UNU
HepaBHOMEpHa WHOTPOMNHA Tepanus, aencTBalla ypes3 aroOHu3bM Ha
beTta-peuentopure.

- [HokazaHa v KNKHUYHO 3HaA4MMa cuHycoBa 6Gpagukapaus (CtpaevHa
yecTtoTa < 50 ynapa/MmuHyTa).

-  CuHapom Ha OONHUSA CUHYCOB BBb3en.

- KapauoreHeH LLOK.

-  Texka nepucdepHa aprtepuanHa bonecr.

- XunotoHusa (cuctona nog 90 mm HQ).

-  MeTabonurHa aLuaosa.

- Texka ¢dopma Ha OpoHxuanHa acrma unum XpoHUYHa OOCTPYKTUBHA
6enoapobHa bonect (XOBD).

- HenekysaHa heoxpoMoLUTOMA (BX. CbLO T.4.4)

- EpHoBpemeHeH npueM Ha MAO uHxnbutopu (¢ nsknwyeHne Ha MAO-
B uuxnbutopute) (BX. CbLU0 T.4.5).

METOCTA]Ml He TpsabBa Oa ce npunara npu nayMeHTH CbLC CbMHEeHWe 3a
OCTbP WH(MAPKT Ha MUOKapda ¥ ako cbpaedHaTa 4vectota € < 45
vaapa/MuHyta, PQ wuHTepsan > 0,24 ceKkyHAW WU CUCTONMUYHO KPBBHO
Hansarale < 100 mmHg.

B ponbnHeHune, METOCTA/l e npoTuBOonokaseH npu nNayueHTn CcuC
cbpaeyHa HeAOCTAaTbLYHOCT U NPOABLIMKUTENHA XWNOTOHUA (KPBBHO



HansraHe < 100 mmHg) (npenopbyBa ce Aa ce U3MEePU KPBbBHOTO
Han\raHe npegu 3anouysaHe Ha NeveHueTo).

EAHOBpPEeMeHHO UHTPABEHO3HO NPUNOXeHWe Ha KanuueBn aHTaroHUCTU oT
BepanaMusioB wWnu gunTuasemMoB TUN WUAW  APYrM  AaHTUAPUTMUYHU
cpeacrea (KaTto gu3onupamui) e npoTUBONOKa3HO (OCBEH NPU YCNOBNA Ha
UHTEeH3UBHA rpuxa) (BX. CbLUo T.4.5).

4.4 CneunanHu npeaynpexaeHua U npeanasHn Mepku npu ynortpeba
Mpyn nauneHT ¢ BpoHxnanHa actma, beta-bnokepute Tpabea ga 6vaar
npunaraHn BHUMaTENnHo. AKO acTMaTtuk ynotpebsBa f,-peLenTopeH

aroHucT (noa cdopmarta Ha TabneTkn UNKU MHXanaTopHO), NPU 3anoysaHe
Ha neyenne ¢ METOCTA/l nosata Ha npuemanma 3,-aroHucT Tpsibea aa

Obae KOHTpoONupaHa W noBulleHa, ako e Heobxopumo. Tabnetkute
METOCTAL c yabmkeHo oceobogaBaHe oOKasBaT BnuaAHWe Ha [,

peuenTopute B MNO-Manka cTeneH, OTKONMKOTO KOHBEeHLWOHanHuTe
TabneTHn bopMu Ha B, cenekTuBHuTe beTa-Onokepu.

METOCTAl moxe aga Hamanu edeKkta oT nedyeHueTto Ha guabetr u ga
Mackupa CUMNOTOMUTE Ha XunornmkemMua. PUCKBT OT HapyweHUs Ha
BbrnexuaparHua Metabonmaem nnu MackupaHe Ha XUNOrnuKeMua e no-
Mansk, npu ynotpebara Ha Tabnetkute METOCTAL C yaABNXeHO
ocBODOXAaBaHe, OTKONKOTO npu ynotpebata Ha KOHBEHUMOHanHWUTe
TabnetHu cdopmu Ha B, cenekTMeHUTe DeTa-0nokepn M 3HAUMTENHO NO-

MantuK npu ynotpebarta Ha HecenekTuBHU beTa-bnokepw.

B peaku cnydan Moxe Aa Ce YTeXHW ChllecTByBalwlo HapylleHue Ha AV
npoBoaumoctTa npu neveHune ¢ METOCTAL (eBeHTyanHO ¢ AgocTuraHe o

aTPUOBEHTPUKYNapeH Onok).

METOCTAl moxxe ga ycunu CUMNTOMUTE Ha UAPKYNATOPHU CMYLLEHUA
Ha nepudepHUTe apTepun, KOeTo ce AbMKU Ha HeroBus

aHTUXUNEPTEH3IUBEH eeKT.

Korato ce npeanucea METOCTA/L Ha nayueHTn ¢ eoXpoMoUnToMa (BX.
T. 4.3), npeau 3anoysaHe U NO Bpeme Ha fnedyeHneTo Tpabea pa Ovae

npuemaH andga onokep.

Neyenneto ¢ METOCTAL moxe naa m™mackupa CUMMOTOMUTE Ha
TUPEOTOKCUKO3A.



[lpean onepaTuBHA UWHTEpBEHLUUA aHecTesnonorst TpsbBa pa 6bae
nrchopMupaH, Ye nauueHTa npuema 6eta-bnokepu. He ce npenoptyea Aa
ce cnupa neyeHweto ¢ Beta-bnokepu npu nNaUMUEHTU noaneXaw Ha
onepaTuBHO NeveHue.

Neyenveto ¢ OeTta-6Gnokepu He TpAdDBa Aa ce npekparABa BHe3anHo.
Beako cnupaHe Ha npuema, ako € BBb3MOXHO, Tpabesa pa craea
nocreneHHo B NPoAbMKEHMEe HA NOHe ABe ceaMuun, Npe3 KOUTO AosaTa
TpAbGBa Aa ce HaManABa HaANONOBUHA, C BCAKA CTbNKA, A0 AOCTUraHe Ha
Ha-HUCKATA BBL3MOXHA 0033, KOATO € NonoBuH Tabnetka ¢ yaAbIKeHo
oceoboxaasaHe, cbavpxawa 23,79 mg MEeTONpononioB CykKuuHar, T.e
11,875 mQ meTonpononoB CykuuHaT (ekBuBaneHTeH Ha 12,5 mg
MeTonpononos TaprapaT). NocnegHata gosa Tpabea na ce npuema noHe
YEeTUPU OHW Npean HaNbLAHOTO CNUpaHe Ha NevYeHUETO. AKO NALMEHTBLT
Noryyu HAKaAKBU CUMNTOMM ce npenopbuBa AosaTta ga bvae pegyuupaHa
no-6aBHO. BHe3anHOTO cnupaHe Ha neveHueTo ¢ beTta-Onokepu moxe aa
BNOLLK XPOHUYHA CbpAeYHa HeAOoCTATBLYHOCT U Aa NOBWLLUKM PUCKA OT
UHaPKT HAa MUOKapAa U BHe3anHa CMBbpT.

Kato ppyrute 6erta-6nokepu, METOCTAl moxe cCublwo Aa NoBUWW
YYBCTBUTENHOCTTA KbM anepreHnte WU na YCNOXHU nNeYeHUWeTo Ha
aHadwnakTruyHa peakuus. JleyeHuneTo ¢ ajapeHanuH He BUHaru Jaea
XEnaHuAT TepaneBTUdeH edekT nNpu NauneHT npyemallun deta-bnokepn
(BMXK CbLLo ToUKa 4.5 BaaumopencTeue ¢ Apyru nekapcTeeHu NpoAyKTU U
Apyrn hopMu Ha B3auMOOEUCTBUE).

Neyenneto ¢ BeTa-6nokepy MoXe Aa npeaussvuka WK Aa BOWW Beve

CbllecTByBaLl NCOpUasuc.
Mpwn nauueHTn c aHruHa Ha lNpuHumeTan B, cenekTusHute GeTa-6rnokepu

TpAGBa Aa 6baaT n3non3saHn BHUMAaTENHO.
[locera HAMa A0CTATLYHO UHGOPMAUUA 33 TNPUNOXEeHWeTO Ha
METOCTAL npun naumeHTn CbC CbpaeyHa Hea0CTaTbYHOCT B CbYyeTaHue
CbC cneaHuTe PakTopu:
- Hectabunha cvpaeyHa HegocTaTbYHOCT (IV PyHKUMOHaANEeH knac
no NYHA).
- OcTbp vHapKT Ha MUoKapaa unu HectabunHa cteHokapauA npes
npeaxoxaawure 28 aHw.
- HapyuweHa 6b0peyvHa pyHKUMA.
- HapyweHa yepHoapoOHa yHKUMUA.



- [launeHT Ha Bb3pacT Hag 80 roauHm.

- [launeHTn Ha BB3pacT nog 40 roguHwn.

-  XeMOogUHaMUYHU 3HaYUMW KnanHW HapyLUeHus.

- XuneptpoduiHa ob6CTpyKTUBHA KApAUOMUONATUS.

- o Bpeme wnNu cneg cbpaedHa onepaTMBHA WHTEPBEHUUA B
paMKuTe Ha 4YeTMpM Meceua npeau neyYyeHwetTo ¢ MEeTONpPONioNnoB
CYKLUMHAT.

4.5 BzaumogeucTBue ¢ ApYyrM nekapcTeeHU npoayktu u apyrm ¢opmu
Ha B3auMoaencreme
DapmaKoOuHaMUyHU e3aumodelicmeus:
CbCTOAHMETO Ha nauueHTa TpaAbea Aa ce HabnwaaBa BHUMATENHO, aKo
raHrnuobnokepu ce npunarat egHoBpeMeHHO ¢ Aapyrn 6eTta-Gnokepu
(Hanp. kanku 3a ouun) unu MAO nHxbuTopM (BXK. CHLLUO T.4.3).

AKO efHOBPEeMeHHO neveHue C KNoHUAMH LWe Obvae npekpaTeHo,
cnupaHeTo Ha nevyeHneTo ¢ beTa-0nokepa TpAbBa Aa cTaHe HAKOMKO AHW
npeau Toea.

Ako METOCTAL ©6bvae npunaraH egHOBPEMEeHHC ¢ Kanuuesw
aHTArOHUCTM OT BepanaMmusiioB WM  OUNTUA3eMOB TN unNuM  C
aHTUApUTMUYHU NekapcTBa, naliMeHToLT Tpsdea aa 6bae HabnwpasaH 3a
BCAKA <¢dopMa Ha HeraTMBeH MWHOTPONEH M XPOHOTPONEH eqeKT.
Kanuweeute aHTaroHUCTW OT BepanaMunog Tun He TpsabBa aa ce
npunarat WHTPABEHO3HO Ha nauyuveHTV npuemawin deta-bnokepu (BX.
CbLlo T.4.3.).

AHTUAPUTMUYHK NeKkapcTBa Knac |: AHTUApUTMUYHUTE NeKapcTea Knac | U
OeTa-bnokepute UMaAT aguTUBEH HeraTUBeH MUHOTponeH edqeKkT, KoeTo
MOXe Aa AoBefe 40 CepMO3HM CTpaHWJYHW XeMOAWHaAMUYHU edeKkTU npu
naumeHTn ¢ Hamanexna nepokamepHa dpyHkuna. Tasn kombuHauua Tpadea
aAa ce w3dbsarea U npu cuHapoma Ha OONMHUA CHMHYCOB Bb3en W npwu
NaToONOrMYHU HapyweHua Ha AV npoBoaumocTTa. ToBa B3auMoAeUCcTBUE
e Han-aobpe AOKyMeHTUpaHo 3a agusonupamua (BX. cbulo T.4.3.).

Mpyu nauyweHTH npuemalun deta-oNokepu, MHXaANUPaAHETO HA aHECTEeTUL
MOXe Aa 3acuny fIOHWKABAWMUA CbppevHaTa yecrota edrekr Ha bera-
bnokepwure.



EQHOBpPEMEHHOTO MNPUNOXEHWEe Ha JeKapcTBa NOHMXKABALLWM KPBBHOTO
Hanarade n METOCTA/L Mmoxe Aa 3acunu TexHus edekxT.

EaHoBpemeHHOTO npunoxeHue Ha METOCTAL wu HopagpeHanuH,
agpeHanvud unu apyru CUMnNaTUKOMUMETULM MOXe A0 AoBede A0
3HAYUTEeNHO NOBULUABAaHE Ha KPBBHOTO HaANSAraHe.

Moxe fa HacTbnN U3paseHo 3abaBaAHe Ha cbpaevyHaTa 4vecToTa MU
HamansBaHe Ha CbpAeYHaTa NPoBOAUMOCT, NPU eAHOBPEMEHHO NeYeHue
¢ METOCTAL u pesepnuH, anca-metunaona, KNOHUAUH, ryaHdauuH v
CbpaeYHU FMUKO3UaMK.

EnHoBpeMeHHOTO nedeHne C¢ apyru 6eTa agpeHeprudHU aHTaroHWCTW
(HanpuMep TUMONON — Kanku 3a ouvun) TpsabBa ga craBa nop NPSKo
MeauUuHCKO HabnioaeHne.

METOCTALl mMoxe na oGnekdn CUMNTOMUTE HA XUAMOIMUKEeMUNA, no
cneynanHo TaxvkapaunaTta. beTa-peuentopHuTe Onokepu wMorat aa
notTucHaT ocsoboXaaBaHeToO Ha MHCYNUH Npu nauueHTn ¢ guabeT |l Tun.
KpbBHaTta 3axap Tpabesa ga ce onpenens peAoBHO U aHTMAMaABETHOTO
neveHne (MHCYNUH W nepopanHu aHTuguabetHw nekapcrtea) Tpadea pa
Obae KopurupaHo nNo CbLOTBETHUA HAUUH.

EAHOBPEMEHHOTO NPUNOXEeHNe Ha UHAOMETAUUH Unn Apyru mHEXubuTtopm
Ha nNpoCTarnaHAMHOBUA CUHTE3 Ha MOXEe Ja Hamanu aHTuxunep-
TeH3MBHUA edpeKT Ha DeTa-OnokepuTe.

Tpabea aa ce uma npeaBua, Ye Korato npu onpeneneHn o6CcToATENCTBa,
bbae npeanucaH agpeHanud Ha nauuveHT npuemall beTa-bnokepum,
ehekra Ha KapauocenektusHuTe beta-Onokepu BbpXy perynupaHeTo Ha
KPbBHOTO HaNsiraHe € 3HaYnTeNHO NO-ManbK OT TO3W HA HeCeneKTUBHUTE

DeTa-Onokepu.

EcdekTbT Ha aapeHanuHa nNpuM neyeHWe Ha aHaPUMaKTUYHU peakLum
Moxe aa 6vae orcnabeH npw nauuveHTu, npuemawm deta-dnokepu (BMX
cbwo T. 4.4 CneywanHn npeaynpexgeHus U npeanasHn Mepku npu
ynotpeba).

QapMarKoKkuHemu4HU e3aumodelicmeus:



EH3UM-MHOyLUMpaWmuTe UK UHXMbUpalln nekapcTBa MoraTt ga okaxar
BNUAHUE BbBPXY NNA3MeHUTe KOHUEHTpauuMu Ha  MeTonponon.
PucpamMnmumH noHwxaea nnasMeHuTe KOHUEHTpauuu Ha MeTonponon,
DOKaTO UUMEeTUAWH, eTaHon W XxuapanasuH Morat ga noBuwart
nnasmeHnTe My KoHueHTpauuu. MetabonusmbT Ha METOCTAL ce
OCbllleCTBABA MaBHO, HO He CamMo, NOCPEeACTBOM YepHoApPOoOHUA eH3UM
uutoxpom CYP2D6 (Bwx cvwo 7. 5.2). UHxmbutopu Ha CYP 2D6,
HanpUMep CcenekTuBHUTe UHXMOUTOpKM Ha 00paTHOTO 3axBawlaHe Ha
cepotoHUHA (SSRIS) kaTto napokceTuH, NYOKCETUH W CEepTpanuH,
ancheHxugpamMmud, XUAPOKCUXNOPOKBUH, Lenekokcud, TepbuHaduH,
HeBponenTuuu(Hanp. XNopnpoMasuH, TpUNynpoMasuH, XNOpnNpoTUKCEH),
a cbullo U nponadeHOoH MoraT Aa NOBULLAT NMNasMeHUTe KOHUeHTpaLuuu Ha
MeTonponon.

Uma crobuweHun 3a nixubupaHe Ha CYP2D6 3a amuofapoH n XMHWAWH
(aHTMApUTMWYHN NeKapCcTea).

METOCTAl moxe Aga Hamanu KnupbHCa Ha ApyrM nekapcrtea (Hanp.
NUOOKanH).

4.6 bpeMeHHOCT U KbpMeHe
bpemerHHocm
Mopagn nuncata Ha pobpe KOHTponNUpaHU nNpoyyvyBaHus  3a
NPUNOXXeHUETO Ha MeTonponon no epeme Ha dpemenHoct, METOCTA
MOXe fa ce npuema no Bpeme Ha DpeMeHHOCT caMO ako oOJakBaHaTa
nons3a 3a Mavkarta Hagsuwasa Bb3MOXHUA PUCK 3a nnoaa.

beTa-Onokepute HamanABaT nNaueHTHaATa Nepoysna, KoeTo MoXe Ja
aogene [0 CMBPT Ha ddeTyca U NpexgeBpeMeHHO paxaaHe.
HabniogaBaHo e 3abaBfAHe Ha WHTPAYTEPUHHUS pacTex npwu
NPOALIMKATENHO NeKyBaHU OpeMeHHW XeHUW C neka [0 YyMmepeHa
xuneptoHusa. beTta-Gnokepute morat aAa npeauvsBukaTt 3abaBAHe Ha
pakgaHeto W OBpaguvkapavs npu 3apoguvuwia U HoBopoaeHoTo. Mma
cbobweHua 3a XUNornukemMusa, XWNOTOHWUA, nosuweHa BuNUpybuHemus
unu mHxubupaH OTroBOp Ha aHOKCUA NPU HOBOPOAEHOTO. JleueHueTo ¢
meTtonponon Tpabea pa Obae npeycrtaHoBeHo 48-72 4Yaca npeau
OYaKBaHOTO paXaaHe. AKO TOBa € HEeBBb3MOXHO, HOBOPOAEHOTO TpAabsa
Aa 6bvae HabnwpasaHo 48-72 yaca cnep paxpaHeTo 3a HexenaHu
peakunu, BcneacrTene Ha ynotpebata Ha ©OeTa-Onokepn (Hanpumep
cbpaevHu 1 6enogpodHU YCNOXKHEHUS).
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Hama paaHHW OT wu3cnegBaHuAaTa nMpyU XMBOTHW 3a nNoOTeHuuaned
TepaToreHeH ecpekT Ha beTa-Onokepure, HO Te HamanABaT KPbBHUA NOTOK
B NMbNHaTa BpPbLB, npeausBukBaT 3abaBAHe Ha pacTexa, HamanasaTr
ocncpukalmaTa U NoBULWIABAT pUCKa OT heTanHa v NocTHaTaNnHa CMbpT.

KvpMeHe

KoHueHTpauuaTa Ha MeTonponon B KbpMata e npudnusutenHo Tpu NbTH
NO-BUCOKA, OTKONKOTO B nnasMarta Ha maikara. Bbnpekm ye pucknT OT
HEXenaHu peakuyun nNpu KbpMadeTo, cnej npunaraHeTo Ha TepaneBTUYHM
003U OT TOBA feKapcTBo € Manbk ( ocBeH Npu UHAMBUAU C NOHWXKEH
meTabonuteH KanauuteT), TO TpaAbBa Aa ©Obae HabniogaBaHO 3a
npu3Hauu Ha beta 6nokaaa.

4.7 EchexTv BLpXYy CNOCOOHOCTTA 3a WwodupaHe U padboTta ¢ MalIMHU

METOCTA]Ll noenuaea B manka A0 yMepeHa cTteneH cnocobHocTTa 3a
wodupaHe n padbora ¢ MaLLUHM.
NauneHTure TpsibBa Aa 06bpHAT BHUMAHUE HA TOBA KaK METONPONON UM
noBnusBa npegu aa wodupat unu aa paboTAT ¢ MawnHK, Tb KaTo Ca
Bb3MOXH! HEXenaHu peakuuu KaTo 3aMmaneaHe Unu ymopa no speme Ha
NeMeHNETOo C ToBa NeKapcTso. Te3an HeXenaHu peakuuwn Morat ga bvaar
3acuneHn, npu eaHoBpeMeHHaTa ynoTpeba Ha NekapcTBOTO C ankoxon
UNWu NPoOMAHa Ha Tepanuara.

4.8 HexenaHn nexapcTBeHM peakuuu
HexenaHute nekapcTBeHW peakuwu wv3bpoeHu no-Aony ca AoKnagBaHW
KaTO HeXenaHu peakuuu No BpeMe Ha KMWUHWUYHWU NPoyyYB8aHMA WNK OT
ynotpeba B KNMUHMYHATA NpaKTUKa, Hau-4yecto npu ynoTpebata Ha
KOHBEHUWOHANHW Tabnetkn Cc MeTonpononoe TapTapaTt. B MHoro oT
cnyyaute npuyMHHaTa Bpb3ka ¢ ynorpebata He moxe Jga Obge
NnoTBLpAEHA.

Hexenanute peakuyuuw ca u3bpoeHun no-agony, NoO CUCTEMHO-OpPraHHU
Knacose u YecTtoTa cbrnacHo MedDRa aehuHupana, kKakto cneea:.
MHoro uecty (2 1/10); yectu (2 1/100, < 1/10); HewecTn (= 1/1,000,

< 1/100); peakm (2 1/10 000, < 1/1000); mHoro peaku (< 1/10 000), c
HEeU3BEeCTHA YeCcToTa (0T HaNnUYHUTE AaHHW HE MOoXe Aa Bbae HanpaeeHa
oLeHKa).

Hapywernus Ha Kprema u numgHama cucmema

MHoro peaku: TpombouuToneHns, neBKoNeHns

11



HapyweHust Ha eHOOKpUHHamMa cucmema

Pedku: BnowasaHe Ha naTeHTeH 3axapeH amaber

HapyweHnua Ha meTabonuima U XpaHeHeTo

Hevecmu: HapnasaHe Ha Terno

lcuxuyHu HapyuweHus

Hevecmu: [lenpecws, HapylLeHa KOHUEHTpaLUWs, COMHONEHTHOCT UNu
Oe3cbHue, Kowmapu

Pedku: HepBHOCT, TpeBOXHOCT

MHo20 pedku: AMHe3ns/ HapylleHa nameT, 06bpKkBaHe, XaniouuHauuum,
NMPOMEHWN Ha HACTPOEHWETOo

Hapywenusn Ha HepeHama cucmema

Hecmu: 3amasiHocT,rnasobonue

Heuvect: [NapecTe3usn

HapyweHusn Ha ovume

- PeOku: HapyweHnsA Ha 3PeHUeTOo, CyXoTa UWNu ApasHeHe B ouuTe,
KOHIOKTUBUT

Hapywenusn Ha yxomo u nabupuHma

Peaku: TuHUTYC, npobnemu cbue cnyxa

CohpleyHu HapyuweHus:

Yecmu: bpagukapawa, opTocTaTUYHN HapyLeHnus (MHOro psako Ao
CUHKON), Cbhpuebunene

Pedku: BpeMeHHO yTeXxHaBaHe Ha CUMNTOMUTE Ha CbpaeyHa
HeQOCTaTBLYHOCT, AV BNOK Nnbpaa creneH, npeacovpaHa bonka
MHoz20 pedku: PYHKLMOHAMHU CEPACYHU HAPYLUEHUS, apUTMUSA |
HapyLleHnAa B NPOBOAUMOCTTA

Cndoeu HapyuweHusn

Muozo yecmu: 3HAYUTENHO NOHWXEHNE Ha KPBbBHOTO HansAraHe u
opTOoCTaTUYHA XUNOTOHUA, MHOIO PAAKO A0 CUHKON

Hecmu: CTyaeHn KpanHUuym

MHoz2o pedxu: Hekposa npu nauneHTn ¢ npuacbutn Texku nepudepHu
CbAOBWU HAPYWEHWA, YTEXHABAHE Ha KNayauKaLuno HHTEPMUTEHC UMK
cvHAPOM Ha PeuHo

PecnupamopHu, 2pbL0HU U MeOuacmuHariHu HapyuwieHus

Yecmu: AucnHena npu pusnyecko ycunuve

Heuectu: bpoHxocnasbm

Peakn: PuHuT

CmomMawiHoO-4peaHU HapyweHuUn

Yectu: Napgere, enuracTpanHa bonka, auapws, sanek

HeuecTu: IoBpbllyaHe

PedOku. CyxocT B ycTara
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MHoro peaku: HapyweHus BbB BKyca

Xenamo-6unuapHu HapyweHus

Pedku: AbHopmanhu YepHoaApobHM hyHKLNOHANHW TeCcToBE

MHo20 pedku: Xenatut

Hapywerus Ha KO)Xama u nooKoOXHama mbKaH

Heuyecmu: Obpus (ncopnasndiopmeHa ypTUKapuUs U KOXXHMU Nesun
nHAyuMpasu ot auctTpodus), 3acuneHo N3noTaBaHe

Pedku: Koconag

Mr+oeo pedku: POTOMYBCTBUTENHOCT, BITOLLEH NCOPUAa3uc, U3sBa Ha HOBW
ncopuasuc-noaotHu NPOMEHU Ha KoXaTta

HapyweHusi Ha MyCKyJIHO-CKenemHama cucmema u
cheOUHUMeNTHama MbKaH

Hedecmu: MyCKynHu cnasmu

MHo20 pedku: ApTpanrua, MyckynHa cnabocTt

HapyuwieHus Ha e b3npouszeodumenHama cucmema u 2bpdama
Pedku: IUMNOTEHTHOCT U ApYyry CeKCyanHu CMyLWeHus, nHaypauuo neHuc
nnacTuka (bonect Ha NenpoHn)

Ob6uwiu HapyweHun u ehexmu Ha MACMOMO Ha NPUJIOXeHUe
MHoz20 yecmu: OmnadHanocm
Hevectu: OToK

4.9 NMpenosupaHe
CumMnmomu:
[lpeao3npaneTo ¢ MeTONPOooN MOXe Aa npeausBuKka TexXKa XUNOTOHWS,
CuHycoBa Opaauvkapavsa, aTpuoBeHTpukynapeH 6nok, cbpaeuHa
HEeQOCTAaTLYHOCT, KapAWOTeHEeH iUOK, CbpAedeH apecT, BPOHXOCNAa3bM,
3aryba Ha cb3HaHuMe (4OpU KOMA), rageHe, nospbllade unv YuaHosa.

EaHOBpeMeHeH NpueM Ha ankoxon, aHTUXWUNEPTEH3WBHU NeKapCTBEHY
NPoAYKTU, XMHUOUH unu Bapbutypatn Morart ga Bnowar CbCTOAHUETO Ha
nauueHTa.

[TbpBUTE CMMNTOMU Ha npeaosupaHe morat ga ce Habnwpasar ot 20
MUHYTU A0 2 yaca cnej npuema Ha NeKapcTeoTo.

Tepanus:
AKO e HeoOX0AUMMO, MOXE Aa Ce HanpaBu CTOMallHa NPOMUBKA C aKTUBEH

BbrneH. B cnyvai Ha Texka xunotoHus, Gpaankapaust N NOBULLEH PUCK
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OT CbpAevHa HeaoCTaTLYHOCT, Ha nauueHTa Tpabea aa 6bae npunaran
MHTPaBEHO3HO [3, aroOHUCT (Hanpumep NpeHanTepon) Ha UHTepBanu oT 2-5

MWHYTU UNU Aa 6bae HanpaBeHa NpoAbKUTENHA UHGDY3WA A0 NOCTUraHe
Ha xenaHus edekT. Karo samecTuten Ha CenekTMBHUA B, arOHUCT MoXe

Aa Ovae npunoxeH AaonamuH. AtponuH cyncat (0,5 — 2,0 mg
WHTpaBeHO3HO) 3a ONokUupaHe Ha HEPBYC Baryc.

AKO XenaHUAT egekTt He Bbae nocTurHaT, MoraT Aa 6baaT W3NON3BaHw
APYyrn CUMNAaTUKOMUMETWYHN rneKapcTBa, Hanpumep aAo6yTamuH wnu
HOpaApeHanuH.

Coblo Taka, Ha nauyneHTa moxe aa 6bae npunoxeHd 1-10 mg rniokaroH.
Moxe pa ce HanoXu wuv3NON3BaHETO Ha KapauocTumynartop). 3a
npeaoTBparaBaHe Ha OpoHxocnasbM MoOxe paa Obae npunoxe
MHTPaBEHO3HO [3,, arOHUCT.

3abenexxal Heobxoavmure 0o03u 3a oBnagsiBaHe Ha npefosupaHe ca
MHOro nNoO-BUCOKW OT OBuvyanHuTe TepaneBTUYHW O03M Tbil Kato Beta-
OnokepsT € bnokupan 6eta peuenTtopuTe.

®APMAKOJIOrMYHN CBOMUCTBA
PapMaKonorMiHu CBOMCTBaA
dapmakoTepaneBTUYHa rpyna: bera-dbnokupaiin areHTn, cenekTUBHM.

ATC koa: C 07 AB 02

MeTonponon e B,-cenextuseH Onokep, T.e. TOM AeicTBa Ha [1-

peuenTopUuTe Ha CbpPLETO B MHOMO NO-mMankM 403N OT Te3n, KOUTO Ca
Heobxoanmu 3a GnokupaHe Ha B,-peuenTtopuTe.

METOCTA[L nma HesHauyuteneH membpaHocrabunusnpaty edekT n HAMA
aroHUCTUYEH eqekT.

CTumynupawmaT epekT Ha kKatexonamuHure (KouTto ce oceoboxaaeaT
npu USUYECKW U YMCTBEH CTpec) ce Hamansasa unv MnoTUCKa OT
metonponon. METOCTA]] HamansBa TaxukapauaTa, YCKOPEHUAT NyC w
cbpAeyHuAa Nedbut, npeausBukaHu OT KaTexonamMuHuTe, U NOHWXKaBa
KPpBBHOTO HanAraxe.
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[lnasmeHuTe KoHUeHTpauun U edekta (B1-Onokupawl) Ha tabneTkute ¢

yABMXKeHO ocBoboxaaBaHe, CbAbPXaLLM METONPONONOB CYKUUHAT, ¢a No-
PaBHOMEPHO pasnpeaeneHu no BpeMe Ha uenus AeH, OTKOMNKOTO Tesw
NOCTUrHaTU C KOHBEHLMOHANHUTE TabneTku Ha B.-cenekTueHn bnokepu.

TbW KaTo nNasMeHuTe KOHUEeHTpauun ca crTabunHu, KnuHwyHata B1-

CEeNeKTuBHOCT ¢€ no-p,oﬁpa B CpaBHEeHWe C Ta3n nNOoCTUrHata oC
KOHBEHLWOHanNHUTe TabneTtku CbAbpKallH B1-CE.I'IEI(THBHH 6n0|<epu.

PUCKBLT OT HEXenaHu peakuuu, CBbp3aH ¢ MakCUManNHUTE KOHLUEeHTpauuu,
e Cblyo MMHUManeH (bpagukapaua nnu cnabocT B KpanHULUTE).

Ak0o e HeoBxogumo, wMeTonponon MoXe Jpa 6baoe npunoxed
€AHOBPEMEHHO C [,-aroOHUCT nNpuU MauMeHTH CbC CUMNTOMM Ha

obcTpykTueHa 6enoapobHa bonecr.

Ecbekm npu XpoHUYHa CcbpoeyHa HedocmammbyHOCM:

MERIT-HF npoyuyBaHe 3a npexusfaeMocTTa cpasHaBawo 3 991 nauueHTa
CbC cbpaevHa HepocTaTbyHOCT (NYHA -V dyHkuMoHaneH knac) w
natnacksawa gpakuma (£ 40%), npn KOUTO MeTOnNponon e KoMouHupaH
CbC CTAaHOAPTHOTO JleYeHue Ha cCcubpaedHa HenAoCTaTbUYHOCT (T.e.
anypetuun, ACE-nHxubutopu unun xuapanasud, ako nauuMeHTuTe He ca
TonepaHTHn KbmM ACE-MHXMOUTOPW, HUTPATU C yABLIMKEHO AEUCTBUE UNU
aHrMOTeH3uH-II  pelenTopHU aHTArOHUCTU W, ako € Heobxoaumo,
CbpAEUYHM TAINKO3UAW), NOKasBa HamansiBaHe Ha obwaTta CMBLPTHOCT C
34% (p= 0,0062 (kopurupaHa); p= 0,00009 (MuUHUManHa)). CMBPTHOCTTA
(He3aBuCMMO OT MpuUYMHATA) B rpynara npuemailna mertonponon e dwna
145 (7,2% npn nauneHT™ nekyBaHuM ¢ MeTonponon eaHa roguHa) cpeuwly
217 (11,0%) B nnauebo rpynata, ¢ oTHocuteneH puck 0,66% [95% CI
0,53-0,81].

dapMaKkoOKMHEeTUYHM CBOUCTBA

Abcopbuyus u pasnpedeneHue:

Metonponon c¢e abcopbupa HanbnHO cnea nepopaneH npuem.
BnaropapeHne Ha uspaseHMa egekT Ha NbpBO NpeMUHaBaHe npes
yepHua Apob6, cucrtemMHata OWOHANMYHOCT HaA MeTonponon cneag
eaHOKpaTHa nepopanHa aosa e npubnusutenHo 50%. buoHanuvHocTTa
Ha TabneTkuTe ¢ yabrkeHo ocsoboxaasaHe e npubnusutento ¢ 20-30%
NO-HUCKa OT Ta3u Ha KOHBEHLUMOHAaNHUTE TabneTku, HO TOBa HAMAa 3HaYMM
KNnuHUJYEeH edekT, TbA KaTo CTOWHOCTUTEe noAd KpuBaTa nnasMeHa
koHUeHTpauusa Bpeme (AUC) ca cbuwiuTte, Kato Npu KOHBEHUMOHANHUTE
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Tabnetk. Camo Manka Jact ot metonponon {npubn. 5-10%) ce cebp3Ba
C NNasMeHnTe NPOTEUHMN.

BcAaka Tabnetka ¢ yaAbKeHO  ocBoDOXKAaaBaHe, CbhAabpKauwla
METONPONONOB CYKUMHAT, Ce CbCTOU OT TronaAM Opon rpaHynu,
CbAbpXaln MeTONPONOoNOB CYKUWHAT, C KOHTpONUpaHo ocBobOXaaBaHe.
Bcaka rpanyna e obsuta B nonumepHa membpaHa, KOATo KoHTponupalla
CKOpocTTa Ha ocBoboxgaBaHe Ha MeTonponon.

Tabnetkara ¢ yarmxeHo oceoboxiagaHe ce pasnaga Obp30 NPy KOHTaKT
C TEYHOCT ¥ rpaHynuTe ¢ KOHTpoONUpaHo OCBOOOXKaBaHe ce pasnpeaenaT
B CTOMALLHO-UPEBHUS TPAKT, KbAeTO 0CcBOOOXAABaT aKTUBHOTO BeL|eCTBO
B npoarmkeHue Ha 20 vyaca. BpemeTo Ha NONy)XUBOT HAa METONponon e
cpegHo 3,5 yaca (BX. T. buoTtpancchopmauma n enumuHupane). Cneg
npuemM Ha efHOKpaTHA [AHeBHa [03a, MAaKCUManHuTe nnasmMeHu
KOHUEHTpauuu Ha MeTonponon AocturaT npubnu3nTenHo ABa NbTU
Da3oBUTE CTOWHOCTM.

buompaHcghopmMalus u enumMuHupaHe:

MeTtabonuaMbT Ha MeTonponon ce OCLLUECTBABA 4pe3 OoKcugauva B
JYyepHus Apob. YcraHoBeHM ca TpyM OCHOBHU MeTabonuTta, OT KOMTO HUTO
eauH He npuTexara OeTa-O0nokupaly epekT ¢ KMMHUYHO 3HaAYEHWe.

MeTabonuaMbT Ha MeTONPONON ce OCLLUESCTBABA IMAaBHO HO HE camo, OT
yepHoapobHua ensum uyutoxpom (CYP) 2D6. 3apaan nonumopdpuama Ha
Ha CYP 2D6 reHa, nnasMeHUTe HUBA Ha MeTonponon sapupart fpw
oTaenHute wuHaumsuan. baBHuTe MeTabonusaTopu ¢ Hamaned
mMeTabonuteH kanauutetr (npubnusutenHo 7-8%) nokasBaT BWUCOKW
nnasMeHy KOHUueHTpauvwm n 6aBHO enuMuHMpaHe B cpaBHeHne ¢ Dbp3uTe
metabonusatopn, nputexasawm HopmMmaneH MeTabonuTeH KanauwuTer.
Bbnpeku ToBa, NNasMeHuTe KOHUeHTpauuu ca ctabunHu v NOBTOPUMMU
npu OTASNHUTE UHAUBUAWN.

MoBeye oT 95% oT nepopanHara fo3a ce otaensa ¢ ypuHata. Okono 5%
OT npueTtaTa A03a Ce eKCKpeTupa B ypuHata HenpoMeHeHa, KaTto B
oTAenHW cnyyan wMoxe pna Jgocturie Ao 30%. Bpemeto Ha
nonyenuMmuHupaHe Ha mertonponon e cpeaHo 3,5 4yaca ( ot 1 4o 9 vaca).
ToTanHUAT NnasMmeH KNUpBLHC € npudbnuantenyo 1 L/min.
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HAamMa 3HauuTenHa pasnuka BbLB (hapMakoKuHeTukaTa npu NauueHTuTe B
cTtapyecka Bb3pacT B CpaBHeHWE C no-mnagute xopa. CucremHara
BUoOHaANUYHOCT U eNUMUHUPAHETO HA METONPOMOoN OCTaBaT HENPOMEHEHU
npu nauueHTM ¢ yeBpeneHa ObOpedvHa dyHKUMA. Bonpeku Toea,
enNUMUHUpaHeTO Ha MeTabonuTute € no-0aBHO OT HOPMASTHOTO.
3HAYUTEeNHO HaTpynBaHe Ha MeTabonutyn e HabnaaBaHO NpU NaLMEHTN
CbC CKOPOCT Ha rnomepynHa dountpauma no-mankoe oT o mb/min.
HatpyneaHeTo Ha wmetabonutn He noteHumpa ©OeTa-6noknpalloTo
neucTBUe Ha MeETONPONON.

[pu nauneHT ¢ YyepHogpobHa unposa OMOHANUUHOCTTa HA METONpoNnon
MOXXe Aa ce nosuwin U obLLIKAT KNUPBHC Aa ce NoHWKKN, Bce nak ToBa uma
KNMMHUYHO 3HaAYeHWe camMo NpU NAUUEHTU C TeXKO yBpeaeHa YyepHoapobHa
tbyHKUUR MM C nopTokasared WHHT. [py nauueHTM ¢ nNopToKasaneH
WHHT, OOWMAT KNUpBHC € npubnuauTenHo 0,3 mbL/min n AUC
CTOWHOCTUTE ca NPUONU3NTENHO WeCT NbTU NO-BUCOKU OT Teaun namepeHu

npw 3gpasu gobposonuyu.

NpeoknuHnMvHU AaHHU 32 6e30NacHOCT
HAma apyrv 3HauuMu nNpeaknuHUYHK AaHHK, OCBEH Beye n3bpoexuTte B
APYruTe TOMKW Ha KpaTKaTa XapaKrepucTUKa Ha Npoaykra.

6. PAPMALIEEBTUMHN JAHHA

6.1 CNUcHK Ha NOMOLHMTE BellecTBa
MukpokpucTanda uenynosa
MeTunuenynosa
LlapeBn4yHO HULLIECTE
[nuuepon
ETunuenynosa
MarHe3sunes cTeapar
XugpokcunponunMertunuenynoaa

MakporonoB creapar
TutadoB anokcug (E171)

6.2 HeCcbBMECTUMOCTM
HenpunoXxumo.

6.3 Cpok Ha rogHOCT
2 TOAUHW.

17



6.4 CneunanHu yCnOBMA Ha CbXpaHeHue
Ha ce cbxpaHssa npu temnepaTtypa noa 30°C.

6.5 [lanHm 3a onakoBKarta
Bnuctep ot MNBX/MNE/NMBOX/An.

METOCTAZA 25 mg
OnakoBku ¢ 28, 30, 50 #n 100 tabneTtku ¢ yavmkeHo ocsoboxaasaHe.

METOCTAZ 50 mg, 100 mg, 200 mg
Onakosku ¢ 28, 30, 50, 56 n 100 TabneTku ¢ yabnxeHo ocsoboxkaasaHe.

He Bcuuku BugoBe onakoBku moraT ga 6vaat nycHatu B npoaaxoa.

6.6 CneunanHiu npeanasHu Mepkn npu U3xsbLpnaHe U pabora
Hama cneuvanHu n3MCKBaHUA.

7. NMPUTEXATEIN HA PASPEILUEHMETO 3A YNNOTPEBA

STADA Arzneimittel AG
Stadastrasse 2-18

D 61118 Bad Vilbel, Nl'epmanuns
Tel: 0049 6101 603-0

Fax: 0049 6101 603-259

8. HOMEP(A) HA PA3PELLUEHUETO 3A YNOTPEDBA

9. JATA HA NBPBO PA3PEWWABAHE/NOAHOBABAHE HA
PA3PELULEHUETO 3A YNOTPEBA

10. AATA HA AKTYAJNIUSUPAHE HA TEKCTA
Onn 2009
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