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.  HAMMEHOBAHME HA JEKAPCTBEHHS TPOXVKT

METOCTAJ 25 mg rabaerku ¢ yasukeno ocpobomaanane
METOSTAD 25 mg prolonged release tablets

METOCTAXR 50 mg Tabnerkn ¢ yabmeno ocBobokianane
METOSTAD 50 mg prolonged release tablets

METOCTAN 100 mg TabaeTkn ¢ yInaIkeHo ocsoboxaasade
METOSTAD 100 mg prolonged release tablets

METOCTAJ 200 mg tabaerku ¢ yankeHo ocsoloxnaBane
METOSTAD 200 mg prolonged release tablets

2. KAYECTBEH H KOJIHYECTBEH CHCTAB
Beska Tabnerka ¢ yasmkeHo oceobokgabane ChabpXa;

23,75 mg Metonpononos cykuuHaT (metoprolol succinate) choTBeTCTRAUL HA 25 MZ METONPOAONOB
Taprapar (metoprolol tartrate),

47,5 mg MeTONPOAONOB CYKIMHAT {metoprolol succinate) crorsercTall Ha 50 mg METONPOROIOB
raprapat (metoprolol tartrate).

95 mg MeTonponoaoB cykuuHat {(metoprolol succinate) cvorsercreai Ha 100 mg MeTONPONONOE
Taprapar (metoprolol tartrate).

190 mg MeTonpononos cykuudar (metoprolol succinate) chorsercrpauy Ha 200 mg MeTonpononos
Taprapart (metoprolol tartrate).

34 NBAHUA CIIHCBK ¢ TOMOIUIHH REUISCTBA BIX Touka 6.1.

3. JEKAPCTBEHA ©OPMA
Tabnerka ¢ yAbMKEHO 0cBOOOKNaBAHE.

Merocran 25 mg TabneTku ¢ yIbkeHo ocroboxasane ca Genn, OBaNHu, ABOHHOUIMTBKHANH,
¢bunMupani Tabnetky, npudn. 9 mm x 5 mm ¢ JeauTeNnHa Yepra OT ARETe CTPAHH,

Mertocrag 50 mg TabneTky ¢ yAbJKEHO 0cBOOOXK AaRaHe ca Oeny, osanuy, ABOHHOMINTHKHANHN,
dunmupanu rabaersy, npubn. 11 mm X 6 mm ¢ genuTesIHa YepTa OT XBETE CTPAHH.

Metocran 100 mg tabnaetky ¢ yasikeHo ocgoboxaasane ca Oenu, OBaliHM, ABOHHOH3NEKHAIIH,
duamupann Tabaetky, npudn. 16 mm x 8 mm ¢ aeMurenHa yepta ot ABLTS CTPAHK,

Mertoctag, 200 mg TabaeTku ¢ yAbLIKeHO OcBOOOXKAaBaHe ca e/, OBATHH, ABOHHOHIMBKHAMY,
¢unmurpanu tabiaerkn, npuba. 19 mm x 10 mm ¢ geautensa Yepra oT ABeTe CTPAHU, e

Tabnerxkure Moxe A2 ObaatT pa3jensHy Ha PABHH NONOBHHA.




4. KIMHUAYHH TAHHH
4.1 TepaneBTHYHH NOKAZAHHSA
Bu3pacran
- XUIeproHus,
- CTeHokapxus
- ChbpaeuHa apuTMHA, BKIIOYBAIA NO-CNSUHATHO HAAKAMEPHA TAXUKAPIHS.
- [Ipodunaxtuka Ha 3a001€BAEMOCTTa H CMBPTHOCTTA OT CHPACHHO-CHAOBH HHLMIACHTH H
NOBTOpeH HHQPAPKT cnel ocTpara (pasa Ha HHPAPKT HA MHOKAPAA.
-  CopuebHene apmxkaiio ce Ha GYHKLUHOHAIHHE ChPACYHH HAPYILECHHA
- [Ipo¢unakrika Ha MHCpPEHA.
- Crabunda CUMOTOMATHYHA XpPOHHYHA cCbpieuHa HegoctaThuHocT (NYHA -1V
GyHKUHOHANEH KJac, JIeBoKaMepHa u3Tiackpama ¢pakuust < 40 % ) B koMOGHHaUMA C Apyro
Ne4eHne Ha ChpAeUHATa HEQOCTAaThYHOCT {BHK TOMKa 5.1).

Hena u wHomu ot 6-18 rognau
- ACYCHHUC HA XMTICPTOHUA.

4.2 103apoBKA H HAYHH HE NPHIIOKERAE

Tabnerkure MerocTaa ca npefHa3HAYEHH 3a IPHEM BeAHBX AHEBHO cyTpHH. TabneTkure TpaGna Aa ce
TpHeMaT NEeNH WK pa3AencH Ha nonosuHU. He Tpabra aa ce npBuar unu ¢Tpueart. 1Te 1pabpa aa ce
npMeMar ¢ Bojaa (Hali-MaJjiko NOJIOBHH valra).

JlozaTta Moxke Ra 6p1e onpefie/icHa B CHOTBETCTBHE ¢ YKAIAHUATA NMPeACTaReHH NO-ACNY:

Br3pacTHH:
Xunepmornus

[IpenopbuntenHaTa A03a NpH NAUUEHTH € jieKa 0O YMEpeHa XunepToHus e 47,5 mg meronpononos
CYKUHHAT (EKBHBANSHTEH Ha S0 mg METONPONOAOR Taprapar) AHEBHO. AXO ¢ HeoOXoaumoe, Jo3aTa Moxe
jJa Opge nopHilena ano 95-190 mg meronpononoe cykinuHar  (exsuBanentTeH Ha 100-200 mg
METONPONONOB TapTAPaT) AHEBHO MM Ja ce KOMOWUHHpa ¢ APYI'H aHTHXHIIEPTEH3IUBHH JNEKapCTBEHH

NPOAYKTH.

Cmenoxapous
05-190 mg meronpononos cykuuHar (eksusaieHTeH Ha 100-200 mg Metonpononos Taprapar) BeAHBK
aHeBHO. I1py HeoOXoAHMOCT B fleHeHHeTO Morar Ja 6bAaT BKAKYEHH H APYTH JICKApCTha 3a JIGYEHHE Ha

ATEPOCKIEpo3a.

Covpdeuna apummus
95-190 mg metonponoiioB ¢ykiHHAT (expuBaneATer Ha 100-200 mg MeTorpononos taprapar) BeAHBK

AHEBHO.

IIpodhunaxmura cned npexapan uH@GApKm Ha Muoxapoa
190 mg MeTonpononos CykuMHaT {ekBuBaneHTeH Ha 200 mg MeTonmpoonos TapTapar) ReAHLX JAHEBHO.

Copyeduene, 0vaxncauio ce na PyHKUUOHANHU COPOEHHU HADYUEHUR

95 mg MeTonpoNIOJIOB CYKIMHAT (ekBHBaNeHTeH Ha 100 mg MeTonpoIIoIoB TAPTapaT) BEAHR JHEBHO.
AKo ¢ HeoBxoaHMO, J03aTa MOke aa Obae noBuineHa no 190 mg MeTonpononos cyKUHHAT
(exBuBaneHTeH Ha 200 mg METONpOJIONOB TapTapar) BeAHbX AHEBHO,

Hpodunaxmurxa na Muzpena




95-190 mg MeTONpoJIONOB CyKHWHAT (eksuBaneHTed Ha 100-200 mg MeTOnpOONOB TapTapar) BeAHbX
AHCBHO.

Cmabuing cumnmomamuuna CopoeuHa Heo0CmamvyHocm

Ilo3zaTa METONpONONOB CYKUMHAT Tpafsa Aa ce onpegens MHAXBUAYaIHO fpH NauHeHTH ChC CTabMIIHa
CHMITOMATHYHA CHPACYHA HEAOCTATHUYHOCT, NPH KOUTO € NpPHJIAra yCrnopemIHO APYro JICUYSHHE CpeLly
ChpASYHA HEROCTATBYHOCT. [IpenopbyMTE/NHATA HAYATHE A03a 3@ MAUHEeHTH ¢ XPOHHYHA CBPACYHA
HemoctaTbuHOCT, NYHA dynkunonaned knac III-IV e 11,88 mg MeTompoNosioR CYKIMHAT
(exBUBaneHTeH Ha 12,5 mg MeTONpONOOR Taprapar) BeAHBXK AHEBHO Npe3 Nbpeata ceamuua. Tlpes
BTOpaTa ceAMHLA € BL3MOMHO Ao3aTa aa Obae nosuwedHa Ao 23.75 mg METONPONONOB CYKUWHAT
(eXBUBAJCHTEH HA 25 mMg METOMPGJION0B TapTapaT) BEAHBLX AHEBHO.

[penopb4dTenHaTa HauanHa 71033 3a NAKWEHTH ChC CTabHIHA ChpAe4Ha HeAocTaThuyHOCT NYHA
dyrkumonaned knac [ e 23,75 mg MeTonpoNonoB cykMHat {€KBHBANCHTEH Ha 25 mg METONPOJIONOB
TapTapaT) BeAHbXc AHEBHO NPEs:IIbpBHTE ABE ceAMHMUM. [IpernopbYdTENIHO € CIEH TOBAa [03aTa [a Ce
yBenuyy ABoiuo. Jlosara Tpabea Aa 6bAe noBUilaBaHa BCAKa BTopa ceaMuua 1o 190 mg METOnpooJioB
CyKUMHAT (exBuBanedTeH Ha 200 mg MeTONpOMONOB TaprapaT) AHEBHO HIM JOKATO ObA€ JAOCTHrHaTa
MaKCHMATHO -MOH@CHMaTaA03a: AbpH. RPOABHKHTENHO NIEUEHHE, NaHMpanara no3a 1psdsa na Obae
¢ukchpana Ha 190 mg MeTonpoaonoe. cykuuHat (ekBuBanenTeH Ha 200 mg MeTOnponooB TapTapar)
AHEBHO MAH AOKATO ObAe AOCTHIHATA MAKCHMANIHO MOHOCHMATA A03a. IIpenophuyuTeAHO € NEKYBAIUUAT
ekap Ja € 3amo3HaT ¢ MNeYEHWETO Ha CUMITOMHTE Ha crabunHata cUMITOMATHYHa CbpJledHa
HegocTarhynocT. Crienq BCAKO NOBHIUABaHE Ha [03aTa, CHCTOSHMETO HAa TauyeHTa TpadBa fAa ce
HabMOaaBa BHUMATENHO, AKO KPBBHOTO HANsATaHe Ce TIOHIDKHU, MOXKE Jla C€ HAOXKH Na Oblde pelyuupas
MPHEMA HA ChTBTCTBAOTO NeKapeTso. He ¢ 3aAb/DKMTENHO NOHUKEBARETO HA KPbBHOTO HAJAraHe [a €
Ape4Ka 3a NPoAbKUTENHATa YyNoTpeba Ha METONPOION, HO B TakbB Cay4al Ao3HpoBkaTa Tpsbea na Obae
peayunpasa [OKaTo CbCTOAHMETO Ha naunenTa 6nae cTabHuan3upano.

Hapyuiera 6vbpeana Qyuxuns -
He ¢ neoBGx0xuMo KOpHrupaHe Ha n03aTa.

Hapywena vepnodpobna fpwyuxyun. - - .
[lpn naumenth ¢ ocTpa yepHoApobHa HEAOCTATBYHOCT, HANPUMEP NAUHEHTH C MOPTOKapaldeH MILHT,
nozata Tpalpa Aa Obae NoHMKeHa (BUXK Touka 5.2 @apMakOKHHETHYIHM CBOHCTBA).

Hauyuenmu 6 cmupqecka epipacm

Hama 0CTaTBYHO HH(POPMALIHS 3a IPUNOKEHUETO HA TOBA NIEKAPCTBO [PY MAUMEHTH Ha BL3pacT Hajd 80
ropuHd. Tpabsea aa ce eieMaT HeoOXOAUMMTE, CHOEUMANHW NPEANAZHH MEPKHM, KOTATO ¢ NOBHLIABA
J103aTa,

Heonampuuna nonyaayun

AUIEPTOHUS

IIpenopbuBanata HavanHa A03a [Pk NAUKMEHTH ¢ xunepronud > 6 roaudu e 0,5 mg/kg MeTonponoaos
taprapat {(exBuBaneHTed Ha 0,48 mg /kg METONpoNONOB CyKUHHAT), BeAHBK pHeBHO. KpaiiHara
npHaaraHa 103a B MHIHrpamu Tpadea Ja Obae Hal-6anskata npubausUTeIHA CTOHHOCT HA H34HUCIeHATa
noza ua 6asa mg/kg. [Npu naukeHTUTE, KOUTO He ce nommussar ot Ao3a 0,5 mg/kg nosara Tpadea fa ce
nosuiuy 10 1,00 mg/kg (0.95 mg/kg Metonpononos cykuuHar), 6e3 na Haasuilasa fo3a ot 30 mg (47.5
Mg METOIPONONOB cykuuKat). [Ipy nauneHTHTE, KOUTO HE ce noBnusBar ot fo3a | mg/kg, nosara tpadsa
na ce MOBUILW A0 MakckManHa AHeBHa fo3a oT 2 mg/kg (exeuBanenTeH Ha 1,9 mg/kg MeTompooos
CYKLMHAT). HaAMa npoyuBaHWa APH AELA U IOHOWK ¢ Ao3H no-BUCOKK oT 200 mg (190 mg MeTonpoaomnos
CYKUMHAT) BEAHDBX JHEBHO,




He ca npoyusanu egukacHocTra M Ge30nacHOCTTAa HpH AeHA MOA 6 rOAHHH, MOPagH KOero He ce
npenopbysa ynoTpedbara Ha MetocTal B Ta3u Bb3pactoba rpyna.

4.3 IIporuBonokazanns

- CBpPBXUYBCTBHTENHOCT KBM METOMPOJIONOB CYKUMHAT, APYrH OeTa-6loKepH UNMH KbM €XZHO
HJIH MOBEYE OT MOMOLIHHTE BEIIECTBAa Ha TO3M JICKAPCTBEH NPOAYKT, H30poeHHu B Touka 6.1.

- AtpHopeHTpHukynapeRr 6nok Il nnu Il creneH.

- HexkomneHcHpaHa cbpAevHa HegocTaTbuHOCT (OenoapobHa eaeMa, xunonepdy3us HIH
XHIOTOHHSA) U NMPOABKATENHA WIH HEepaBHOMEpPHA HHOTPOMHA Tepanud, AciicTBaumia ypes
aroHu3eM Ha OeTa-peLenTopHTe.

- JloxazaHa 4 KIHHHYHO 3HaYuMa cuHycopBa Opanukapaus (cbpaevHa udectota < 50
yaapa/MHHyTa).

- CuxapoM Ha OONMHHA CHHYCOB Bb3ell.

- KapaworeHeH 10K,

-  Texxka nepudepHa aprepuanHa Goject.

- XunotoHna (cHctona nox 90 mm Hg).

-  MetabonuTHa auHgo3a.

- Texka popma Ha OpoHXHaNHA aCTMA HIIH XPOHHYHA 00CTpYKTHBHA OenoapobHa donecr

- Henekysan geoxpoMountToM (BXK. ¢hiI0 T.4.4)

- EnaHoBpemenen npueM Ha MAQ unxubutopu (¢ uskmoueHue Ha MAO-B uHXHOHTOPHTE)
(BXx. ¢bmio T.4.5).

Meronponon He TpaGpa Jla ce npunara NpH MalHEHTH ChC CHBMHEHHE 32 OCTBHP HH(APKT Ha MHOKApAa K
axo ChpAEeYHaTa yecTora € < 45 ynapa/mMunyra, PQ uuTepBan > 0,24 cexyHAN HIIK CUCTONHYHO KPBBHO
Hanarane < 100 mmHg.

B nonbiHeHWe, MeTONPONOa € TIPOTHBONOKA3eH MPH MNalHeHTH ChC ChpPACYHA HEAOCTATHYHOCT H
NPOABL/KUTENHA XHITOTOHHA (KpBBHO Hanaradwe < 100 mmHg) (npenopbsuBa ce fa ce U3IMEpPH KPBBHOTO
HAJIAraHe MpeaH 3ano4YBaHe Ha JJIEYSHHETO).

EaHoBpeMEHHO HHTPaBEHO3HO MNPUIOKEHHEe HA KaNlLHEBH AHTATOHHCTH OT BepanaMHAOB MIH
AHATHA3EMOB THN MIIH APYTH AHTHADHTMHYHH cpeAcTBa (Karo AN3ONHpaMui) € NPOTHBONOKA3HO (OCBEH
[IPH yCOBUA Ha HHTEH3HBHA FPHXka) {BXK. Chilo T.4.5).

4.4 CnennanHu nupeaynpexieHHs H NpeAnasHa MepKHA npa ynorpeba
[Ipy nanyenTd ¢ GpouxHanHa acrma, Gera-Onokepute TpabGsa Aa ObparT nMpHIaraHd BHHMATENHO. AKO
acTMaTHK ynoTpe6apa §,-peuenropeH aronuct (noi ¢gopmarta Ha TabNeTKH WM HHXANAUHOHHO), NMpU

jano4Bane Ha JeHeHHE ¢ METOMpOIONIOB CYKUHHAT Z033Ta HA npHeManHs f,-aronuct Tpabsa aa 6nae

KOHTPONHpaHa M MOBWILEHA, ako € HeoOxonumo. Tabnetkure MetocTan ¢ yabDkeHO ocBobOX/AaBaHe
OKa3BaT BIIMAHHE Ha [, PeUENTOpHTE B MO-MAfKa CTENeH, OTKOMKOTO KOHBEHIHOHAIHATE TaONneTHH

(opmu Ha P, cenekrusHuTE Dera-OnoKepH.

MerocTax MoOe na HaManu edekra OT neyeHHeTo HWa AWabeT W A3 MacKupa CHMITOMHTe Ha
XHMOTIMKEMHA. PHUCKBT OT HapyUIEHHS Ha BBIIASXHAPATHUA MeTabomH3bM HIH MAacKHpaHe Ha
XUMOIMHKEMUA € 1o-ManbK, Npu ynotpedara Ha TaGnerkure MerocTan ¢ yabiDkeHO OCBOOOXaBaHe,
OTKOJIKOTO NMPH yNoTpeGata HA KOHPEHIHOHaNHNTe TabneTny Gopmu Ha B, cenekTusHHTe Geta-Onokepu H

3HAYUTENHO NO-ManbK Npu ynorpedara Ha HeceneKTHBHH Hera-Onokepu.

B peaxu cnmyvan Moxe Ja C€ YTexXKHH CHIIECTBYBAIO HAPYLUEHHE Ha AV NpOBOAHMOCTTA NPH ASUEHHE ¢
MeTtocTaa (eBeHTYANHO C AOCTHUTAaHE AQ ATPHOBEHTPHKYNapeH 01ok). -




Metocran MOxke A2 yCHIM CHMOTOMMTE HA UPKYIaTOPHH CMYIUEHHA Ha NepudepHATE apTepHH, KOETO
ce IbJDKH Ha HErOBUA aHTHUXUNEPTEH3HBEH edeKT.

Koraro ce npeanncea Meroctan Ha nauucHTH ¢ geoxpomMormtoma (BK. T. 4.3), npean 3anousane # No
BpeMe Ha JieueHHeTo TpAdBa aa Obae npueman anda 6nokep.

Jeuenuero ¢ Merocrag Moxke Aa MacKHpa CHMITTOMHTE Ha THPEOTOKCHKO3A.

[Ipean onepaTUBHA HHTEPBEHLHA AHECTEIHONOrsT TpAGBA Aa 6bie UHGOPMHpAH, Ye MalUHEHTa NMpUeMa
Oeta-6nokepu. He ce npenopbysa aa ce cnupa Je4eHHETo ¢ HeTa-6nokepH Mpu NalUEHTH NOANEXAUIH Ha
ONEPaTHBHO JICUEHHE,

Jleyenuero ¢ Oera-Gnokepu He TpAOBA A ce Npekpardsa BHe3anHo. BCAKO CnHpaHe Ha NMPHEMa, aKo €
BBE3MOXHO, TpAOBa 212 CTaBa MOCTENEHHO B NPOABKCHHE HA IOHE JABe CeAMHULM, Npe3 KOHTO J03aTa
Tpabea ja ce HamansBa HANONOBMEA, C BCIKA CTBIIKA, A0 MOCTUraHé Ha Hall-HHCKATAa BEIMOXKHAE J03a,
KOATO ¢ NOJOBHH TaOneTka ¢ yAaemkeHo oceoGoxmasade, cpaAbpkawla 23,75 mg MeTonpononos
CYKLIMHaT, T.¢ 11,875 mg Meronpononoe cykuMHat (ekBHBaIEHTEH Ha 12,5 mg MeTONponosnoB TapTapar).
Ilocneanara no3a Tpabea Aa ce npHeMa MTOHE YeTHPH JHH MPeAH HANMKIHOTO CIIHPAHEe HA JeYSHHETo. AKO
MAUMEeHTHT NHOMYYH HAKAKBH CHMITOMH ce npenophusBa Ao3zata jAa Obae peayuupaHa Mo-GaBHO.
BuesanHoTo cnMpaHe Ha fedeHHeTro ¢ Oeta-Onokepu Make Ja BAOIIM XPOHWYHA ChpASHHA
HEOCTATBYHOCT H ia MOBHILM pUCKa OT HHAPKT Ha MHOKApIA H BHE3AMHA CMBPT.

Karo apyrute Geta-6nokepn, Merocrag Moxe chilio Ja NOBHIMH YYBCTBUTENHOCTTE KbM alepreHHTe H
AA YCIOKHK JSUEHHETO HA aHadHIAKTHYHA peaklny. JiedeHHeTo ¢ anpeHaIHH He BUHAIM AaBa XKeTaHHAT
TepaleBTHYeH ¢(eKT NpH MAlHEHTH NpueMalltu Gera-OiokepH (BHX Chulo Touka 4.5 BiaumonehicTpre ¢
APYrA NEKapCTBEHH NPOAYKTH M ApYTH GOpMH Ha BlauMoaelicTeue).

Jieuenuero ¢ Geta-O10Kepu MOXE a NPEIHIBHKA HITH 1A BJIOUIM Bede ChUIECTBYBAII TICOPHA3MNC.
[Ipu nauueHTH ¢ aHrHHa Ha TIpHHIMeTan B, cenextupHuTe Geta-Onokepu TpaGea na GHAAT HINOAIBAHK

BHHMATETHO,
Hocera #aMa JocTarsuno wHpopMaums 3a npunoxkenuero Ha METOCTAJ] npu nauueHTH Che ChpaeYHa
HEJOCTaTBYHOCT B ChUETAHHE ChC CeIHUTE (PAKTOPH:
- Hecrabunua chpaedna HegocratsuHocT (IV dyakunoHaneH kiac no NYHA).
- Octbp uHGpapKT HA MHOKApPJA HAH HecTaGHNIHA CTEHOKapAHA Npes npeaxoxaalmure 28
JHH.
- Hapymena 666peuna pyHKus.
- Hapymena yepnoapobHa QyHKuuA.
- [NauuenTtd Ha BR3pacT HaX 80 roguHY.
- IlauMeHTH Ha Bb3pacT noa 40 rogHHH.
- XeMmOZuHaMHUMHY 3HAMHMY KIANHA HapyUleHWA.
~  XuneprpoduuiHa 0OCTPYKTHBHA KAPAHOMHONATHS.
- Ilo Bpeme unn cnel chpAeyHA ONEPATHBHA MHTEPBEHIUA B PaMKHTe Ha YETHpH Mecela
NPeAU JIEYEHHETO C METONPOJIONOB CYKLIHHAT.

4.5 BzanMoneiicTBue ¢ ApYrd JIEKAPCTBEHN IPOAYKTH H ApYra GOopMH HA BIaHMojelcTBHE
DapMaKoOUHAMUYHI B3AUMOOCHCTMBUR.

CBCTOAHHETO HA MalleHTa TPAOBA Ja ¢e HAONOAARA BHWUMATENHO, aKo TAHCIUOORoKepH ce npunarat
€AHOBPEMEHHO ¢ ApyrH 6eTa-0nokepu (Harlp., KamkH 3a o4H) HIH MAQO uHxuOHTOpH (BX. cHLIO T.4.3),

AKO ¢AHOBPEMCHHO JIeueHHe ¢ KIOHUIHH Lile ObJie PEKPATEHO, CIIMPAHETO HA NiedeHneTo ¢ beta-Onokepa
TpaOBa Ja CTaHe HAKOJKO JHH NPEaH TOBA.
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Axo Metocrax OvAe OpHMAaraR €JHOBPEMEHHO ¢ KAJHEBH AHTAaCOHHCTH OT BepanaMHJIOB HIH
AHJITHA3EMOB THI HAH C aHTHAPUTMHYHM NIEKapCTBa, MALUMEHTHT TPAOBa Aa Obae HaldNMoAaBaH 3a BCAKa
¢opMa Ha HeraTHBEH HHOTPOMEH WM XpoHOTponeH edext. KannueBuTe aHTATOHKCTH OT BEPANIAMEIIOB THN
He TpA0Ba f1a ce NPHIIATAT HHTPABEHO3HO HA MALMEHTH NpHeMallH 6eTa-0okepH (BXK. chwo T, 4.3.).

ARTHApHTMHYHH JexapcTBa knac [: AHTHapuTMHuHHTe nekapcrBa knac [ u Gera-Gmokepure umar
aNHTUBECH HeraTHBeH MHOTpPoneH edekT, Koero MoXe JMa J0BeAe JO CepHO3HH CTPaHHYHH
XeMOAHHAMUYHY eQeKTH [IPY NAUMEHTH ¢ HAaMaJleHa NeBoKkaMepHa pyHkuna. Tasn komOGHHauusg Tpadea
Aa ce u30iarea ¥ NMpH cHUHApOMa HAa OONHHA CHHYCOB Bb3el H MpPH NATOJOTHYHH HApylIeHHS Ha AV
MPOBOAUMOCTTA. ToRa B3aUMOAEHCTBHE & Haii-106pe NOKYMEHTHPAHO 3a QH3ONHpaMuZ, (Bx. cuulo 1.4.3.).

IIpn nauMeHTH npremaiun Hera-61oKkepH, HHXANHPAHETO HA AHECTETHIIY MOXE XA 3aCHIM TTOHHKABALIHA
ChpfcyHaTa YecToTa eexT Ha Oera-6nokepurTe.

EAHOBpEMEHHOTO NpuIIOXKEHWe Ha JEKapCTBA MOHMXKABALM KPBBHOTO HanAraHe W Merocran Moke Aa
3ACIITH TEXHURA edeKT.

EanoBpeMenHOTO mpHIoxkeHHe Ha Merocran W HOPaJApeHaNMH, agpeHaANHH HWIH JpYyru
CHMMATHKOMHMETHLH MOXE 10 AOBEAE AQ IHAMHTENHO MOBHIIZBAHE HA KPHBHOTO HANACAHS,

Moxe pa wWacTbnM wu3padeHo 3alaBsHe HA ChbpAevHAaTa YECTOTA H HAMAIABAHE HA CHPAEYHATA
NPOBOAHMOCT, NIpH €AHOBPEMEHHO NedcHHe ¢ Meroctan u pezepnuH, anda-MeTHaaona, KMOHHIHH,
rya@aiiH u CbpAeYHH rIHKO3AAM,

EnnoBpeMeHHOTO JIeYcHHE Ha NAHEHTH ¢ ApYrH Oera aApeHepriYHY aHTArOHHCTH (HanpHMep THMOJION —~
~ Kamnku 3a o4RA) Tpabea Aa crara noa nNpako MEeAHLIHHCKO HaboaeHHE.

Merocran Moxe ma obiiekud CHMITOMHUTE HA XHIOTAMKEMHA, 110 CHEUHANHO TaxHkapAHaTa, Bera-
peuienTopHuTe ONOKEepM MOTaT Aa noTHcHAT ocBoOOXKIaBaHETO Ha MHCYIMH TIPH NManMeHTH ¢ Axaber II
Tan. KpesHata 3axap TpabBa na ce onpefens pefoBHO H aHTHAHaOeTHOTO neuyeHne (MHCYNMH o
MepopalHH aHTHAHAOETHH IekapcTea) TpAOBa fa 6ble KOPUTHPAHO NO CHOTBETHHA HAUMH.

EAHOBpeMEHHOTO IpHIOKeHHEe Ha HHAOMETAUHH WIH JPYrd HHXHOHTOPH HA NPOCTATTTAHAHHOBHA CHHTE)
Ha MOXE Ja HAManH aHTHXHNIEPTEH3UBHMA edekT Ha Geta-Onokepure.

Tpabsa xa ce uma npeABHA, Ye KOraTo NMPH oNpefielieHH 0OCTOSTENCTRa, Obae NPEANHCaH AXPeHAHH Ha
nanueHT npuemanl Sera-6nokepu, edexra Ha KapauocenekTUBHUTE Oeta~-Onokepy RBPXY peryaHpaHeTo
Ha KPbBHOTO HANIAraHEe € 3HAYHTENHO NO-MATLK OT TO3H HA HECeNIeKTUBHHTE GeTa-0l1oKkepH.

EdexTbT Ha aapeHanuHa MpH jedMcHHEe HA aHAQUIAKTHYHH peakuMH Moxke jga Onie otcnaben npu
ManueHTH, npuemaiuyn Oera-Onokepd (B cbuo T. 4.4 CneuHanHH MpeAyNpexReHUs H MpeAnasHy
MEPKH TPU yiioTpeda).

DapmMaKoruReMuynY 83auUMOOCHCMBUA.
EH3uM-HHAYUMpaluTe Wik HHXHOWpAIIH feKapcTBa MOraT Aa OKaxaT BAHAHWE BBPXY MRAIMEHUTS
KOHUCHTpallHd Ha Meronposion, PudaMoHIMA NOHWXABa (UIa3MEHHTE KOHUEHTPALHH Ha METONpOoNo,
AOKATO UHMETHAMH, €TaHON W XuApajasuH MOorar Aa M[OBHILIAT MIJa3MEHHTE MY KOHLECHTPalHH,
MerabonuamMbT Ha MeToCTan ce ochIIECTBABA [JIABHO, HO HE CaMO, MOCPEACTBOM HepHOAPOOHHA eH3HM
nuroxpoM CYP2D6 (Buk cbito T. 5.2). Unxuburopn Ha CYP 2D6, manpumep CeleKTHMBHHTE
HHXHOMTOPH Ha oOpartHOTO 3axBamiane Ha ceporoHuHa (SSRIs) kato napokceTuH, HIAYOKCETHH H
CEPTPAIHH, AH(PEeHXHIPAMHH, XHAPOKCHXNMOPOKBHH, UENEKOKCHO, TepOHHA(UH, HeBponenTHUH(HAND.
XJOPNPOMAa3HH, TPHQAYNIPOMAa3HH, XJOPNPOTHKCEH), a ChLUI0 H OponadeHOH MOorar
NI1a3MEHUTE KOHLICHTPAaLHH Ha METOMPOJON. o




Hma cpobiuegnus 3a uuxuGupane ua CYP2D6 3a aMrozapoH ¥ XuHwWiKuH {(AHTHAPHTMHYHHE JIEKAPCTBR).
METOCTAJ] Moke Aa HamMaii KNHPBHCA HA APYTH JeKapcTBa (Hanp, THAOKAHH ).

4.6 QepTHINTET, GPEMEHHOCT H KbpMene

bpemennocm

Ilopazu nuncata Ha Aodpe KOHTPONHPAHH TPOYYBAHHA 332 HPHIOKEHHETO HA METOMPOJION MO BpeMe Ha
Opemennoct, MetocTan Moxke Aa ce npueMa no BpeMe Ha OpeMEHHOCT CaMO aKO OYaKBaHATa 1oJji3a 3a
Malkara HAABHIIARA BEIMOKHUS PHCK 33 NAOAA.

beta-OnokepurTe Hamandear MiaLeHTHATa nepgysHs, KOETO MOXe Aa JAOBeAe A0 CMBPT Ha ¢eryca H
nipeXAEBpPeMEHRO paxjade. HabmoxasaHo e 3abapsHe Ha HHTPAYTEPUHHUA PACTEX NPH NPOLBJDKHTENHO
NeKyBaHH OpeMEeHHM eHU ¢ Nexa AC yMmepeHa Xumepronus. bera-Onokepure mMorar na npeaq3BHKAT
3abaBiHe Ha paxzaHeTo H OpaaukapAms INpH 3apoAMina W HOBOpojeHoTe. FHMa cnolinenus 3a
XHTIOrNTHKEMIA, XHIIOTOHMA, NOBUILCHA OUNHPYOMHEMMS HNM HHXHOHUPAH OTTOBOp HAa AHOKCHA TIPH
HOBOpOAEHOTO. JieueHHeTo ¢ MeTonpoon Tpadea Aa ObJe npeycTaHOBeHO 48-72 4aca mpexy OYaKBaHOTO
pakaaHe. AKO TORA € HEBLIMOKHO, HOBOpogeHOTO TpsOBa Ja Obae nabmopasano 48-72 vaca cnex
PakAaHETO 3a HeXeaHU PEaKUHH, BCIEACTBHE Ha ynorpebara Ha Gera-6nokepu (HanpuMep CHPACYHY W
6enoapobHH YCOXKHEHHA).

HaMa naduu ot u3cnespanusta Npd KMBOTHM 233 NOTEHUMaNEH TepaToreHeH edekTt Ha Oera-Onokepure,
HO Teé HaMangBaT KpPBBHHR NOTOK B [TbNIHAaTa BpbB, MPEAWIBHKBAT 3a0aBiHe HA PAcTeXa, HaMaliBaT
OCH(HUKALMATa K MOBHINABAT PUCKA OT eTaliHa U NOCTHATANHA CMBPT.

Kvpmene

KoHueHTpaluaTa Ha MeTonpoioNn B KbpMaTa € NPHOMHIHTENHO TPH OBTH TNO-BHCOKR, OTKONKOTO B
nnasMara Ha Malikata. Belipeky Ye pUHCKBT OT HEXEJIaHH pPEaKLHH MPH KBbPMAYeTo, ClIel pHaaraHeTo Ha
TEPAMEBTHYHH AO3H OT TOBA NEKAPCTBO € MANbK ( OCBEH NpH HHAWBHAH ¢ NMOHMXEH MeTabonureH
Kanauurer), 70 TpadBa A4 Onie nabnogasano sa npusnanu Ha Sera Onokana.

4.7 EdexTn BLpxy cnocobHocTTa 33 modHpane u pabora ¢ Mainu-
Mertocran noBuABA B MAJIKA A0 YMEPEHA CTEleH CocobHOoCTTa 3a WwodupaHe H paboTa ¢ MALIHHM,
[lauuenture Tpabra fRa ofbpHAT BHUMAHME HA TOBA KAK METONPOJION HM TIOBAHABA Npelu Aa Wodupar
uny aa pabotar ¢ MaliMHH, T KaTO Ca BB3MOMKHH HEXeNaHW peakuuH Kare damaliBane Wad ymopa no
BpEMe Ha JIeYEHMETO ¢ TOBA JIeKkapcTBO. Te3d HexeNmaHH peakUuH Morar Ja OwaaTt 3acHneHW, MOpH
¢AHOBPEMEHHATA yNoTpeba Ha NEKAPCTBOTO ¢ ATKOXON HTH NMPOMAHA HA TEPANMHUATA.

4.8 Hexeaanu JekapeTBEeHn peakiun
Hexenanurte nekapcTBeHH peakuud H30pocHH mo-Zofly ¢a AOKNAABAHH KAaTO HEXKENTAHH PeakilUH o

BpeMe Ha KAMHHYHH MPOYYBAHHS MNH OT ynoTpeda B KIHHHYHATA NpakTHKA, Hal-uecTo NpH ynorpebara
HA KOHBCHUUOHANHN TabASTKH ¢ METONMpONONOB TapTapaTr. B MHOTO OT clyyaHTe NPHYHHHATA BPh3Ka €
ynorpebara He Moke fa 6BAe MOTBEPICHA.

Hexenannre peakUuud ca H3OpOEHH MO-ZOAY, MO CHCTEMHO-OPraHHH KAAacOBe H 4YeCTOTa CBITTACHO
MedDRa aedunupana, kaxto cneasa:

Muoro yectd | Yectu Heuectn Penxn MHoro peakn

< 1/10 < 1/100 1/1,000 HeH3BeCTHA

(= 1/10) > 1/100 ao > 1/1,000 no > 1/10,000 no< | (< 1/10,000); ¢




JIAHHU He MOXKe
Aa 6bne
HanpagseHa
OLICHKA).
Hapymenus TpomGonuTo-
Ha KpBBTa H NeHHA,
numMdHaTa NEBKONEHHA
cHcTEMA
Hapymienns Brouwasane na
Ha NaTeHTeH
€HIOKPHHHAT 3axapeH Juaber
a CHCTEMA
Hapywenus Hannaeaue Ha
Ha TErno
MeTaboH3IMa
H XpPaHEHETO
[TcuxuaHH Nenpecus, Hepsrocr, AMHE3HA/
HapyuIeHus HapylleHa TPEBOXKHOCT HAapYylLueHa
KOHLICHTpaLu, NIAMET,
COMHONEHTHOCT o0bpKBaHe,
unu 6e3cbHue, XATOLHHALAH,
KOLIMAPH NpOMEHH Ha
HACTPOEHHETO
Hapyiwenus 3aMasHOCT, [Tapecteans
Ha HepBHATa rnasobonue
CHCTEMA
Hapywenus HapymeHus Ha
Ha OMHTe IPEHHETO,
CYXOTa HIH
Apa3sHeHe B
OuHuTE,
KOHIOKTHBHT
HapyireHus Tunurye,
Ha YXOTO H npobneMH Che
nabupHHTA ciyxa
Bpapukapnus, | BpeMeHHo OyHK KO-
Copacanu OPTOCTATHYHH | yTeXKHABaHE HA HalTHH
HapYLICHHA HapyleH1 CUMIITOMHUTE Ha ChpJASHHH
(MHOTO pAAKO ChpACUYHA HApYIIEHHS,
JIO CHHKOI), HEOCTATBMHOCT | ApHTMHA ,
ChpueOueHe AV 6ok mupra HAPYIIEHUA B
CTeIeH, NpoBOAH-
npeJChpAHa MOCTTa
bonka




CraoBu 3gagurento | Cryaetn Hexkpoza npu
HApYWeyus NOHMXKEHUES KpalHnum TALHEHTH C
HA KPbBHOTO NpHIOOHTH
HajiArane H TEXKKH
OPTOCTATHYH nepudepHH
a XHITOTOHHH, ChAOBH
MHOT'0 PAAKO HapyLUIeHUA,
A0 CHHKOI YTeIKHARGHE Ha
KnayAuKauuo
HHTEePMHTEHC
HJH CHHAPOM Ha
Pedino
JucnHed npu BpoHxocnazsm Punut
Pecniparopu pH3HIECKO
H, TPBAHH H ycunue
MeTHACTHHA
HH
HapyuIeHHA
CromalHo- ["anene, Hospruiane Cyxora B Hapyienus 8B
YPeBHH eNUracTpaltta ycrara BKYycCa
HapyilteHus Oonka, puapus,
3areK
Xenaro- AbHopMmanuu | Xenarur
Ounuapuu YepHOApeOHH
HapyeHHs GyHKUHOHANHYU
TECTOBRE
Hapyinenns Ob6pur Kaconan DOTOUYRCTBUTE
Ha KoKaTa H (ncopuasugopmMe- RHOCT, BIOUISH
NOAKOKHATA Ha YpTHKAPHUA ¥ HCOPRAINC,
TBKaH KOXKHYU Je3Inu A3ABA Ha HOBH
HHAYLHPaHH OT MCOpUAa3HC-
auctpodus), noaoOHu
3aCHNEHO NpoMeHH Ha
A3NOTABAHE KOKATA
Hapyienus MycCKkynHH ApTtpanrus,
Ha criasMmu MYCKY/THA
MYCKYTHO- cnaboct
cKesleTHaTa
CHCTEMA H
ChEe/ITUHUTENRH
aTa ThKaH
Hapywenus HMOOTECHTHOCT
HA H ApyTH
BL3NPOH3BOA CeKCYRIIHH
HTENHATA CMYILCHHUA,
CHCTEMA U HHAYpaUHO
NEeHUC

rBpAaTa




IIACTHKA

(bonect Ha
[Tetiponu)
O6umiu OTnaananocr OTOK
HAPYLICHHA H
edekTH Ha
MACTOTO Ha
IIPHAOKEHHE

Cpolluapane Ha MOZO3HPAHH HEXENAHU PEAKIHH

CrofinaBaHeTo Ha MOJOIHPAHH HEXKENAHH PEakUHH cell pa3pelllaBale 3a ynorpeda Ha JIeKapCTBEHHA
NpOAYKT € BaxKHO, ToBA NO3BOJABA Aa NPOABIKH HaOMOAEHHETO Ha ChOTHOILEHHETO NOA3a/PHCK 32
NEKAPCTBEHUA NPOAYKT, OT MEAHIMUHCKUTE CIICHHANHCTH C& R3MCKBA Ja CHhoDINasaT BeaKka NOAO3HpaHa
HeKeNaHa peakius Ypes:

H3nbARuTeNHA ATCHIIHS [0 ICKAPCTBATA

yi. ., Jdaman I'pyes” Ne 8

1303 Codus

Ten.: +359 2 8903417

yebcaitT: www.bda.bg

4.9 Ilpeno3zupane

Cumnmomu.

[IpeAosupaneTo ¢ MeTOmponon MOXe Aa NpeAHIBHKA TeXKAa XHINOTOHHMA, CHHYCOBA Opaaukapmud,
aTPHOBSHTPHKYAApeH OnOK, CBPASYHA HEAOCTATHRYHOCT, KApAMOTeHEH UIOK, CBPACYEH AapecT,
OponxocnasbM, 3aryba Ha ch3HaHde (ROpH KOMa), rafiene, NOBPBUIAHE HITH LHAHO3A,

EnnoBpeMeHeH npUeM HA anKoXojl, AHTHXHNEPTEHIUBHH NEKAPCTBEHU MOPOAYKTH, XHHWIAMH WK
Oap6UTYpaT MOraT Aa BIOUIAT CHCTOSHHETO HA TALIMEHTA.

[TepBuTEe CUMNTOMHK HA MPEAO3HpAHE MOTAT Aa ¢e HabmoaasaT oT 20 MHHYTH J0 2 4aca ciaeld npHeMa Ha
IEKapCTBOTO.

Tepanua.

AKO € HeoOX0AHMO, MOXE Ja ¢ HaMPaBH CTOMALIHA MPOMHBKA ¢ aKkTHBEH BBLIieH. B cnyvait Ha Texka
XUMOTOHUA, OpafuKapRus WAW MOBHMIIEH PHCK OT CHpACYHA HEAOCTATHMHOCT, Ha NallueHTa TpadBa A3
Obae MpuIaraH HHTPABEHO3HO 3, arOHHCT (HANPUMEP MPEHANTEPON) HA HHTEPBANH OT 2-5 MUHYTH HIH Aa
Obte HanpaseHa NMpOABLKHTENHa HHGY3HA X0 MOCTHraHe HA skejaHuA edext. Karo zaMecTuTen Ha
CENIEKTHBHUA [, arOHMCT Moxe Ja Gbae npuaokeH AonaMHH. ATponuH cyadgar (0.5 — 2.0 mg

HHTP&BGHOBHO) 3a ﬁJIOI{H]JaHe H4a HEPBYC Baryc.

Ao xenanusit edexT He ObAe NOCTUCHAT, MOraT Aa OBAAT H3MOM3BAHH APYTH CHMIIATHKOMHMETHYHH
NeKapcTBa, HANPHMep AOOYTAMUHH AU HOPaAPEeHAUH.

Chuo Taka, Ha NOauMeHTa Moxe na Obae npunoxen 1-10 mg rmokaroH. Moxke za ce HaloXH
M3NON3BaHeT0 Ha nelicMmelikbp). 3a npeinoTeparaBaHe Ha OpoHXocnadsM Moxke Jia Obae NpunoxkeH
MHTPABEHO3HO [}, arOHHCT.

3abenexncka! HeobxoaumuTe 1031 32 OBNAZABAHE HA NPEAO3HPAHE ¢a MHOTO NMO-BHCOKH
TEpaneBTHYHH 103H Thil KaTo OGeTa-OnokephbT € Snokupan Hera peLenTOpHTE.




5. ®APMAKOJOTHYHH CBOHCTBA
PapMakoJOrHIHu cBolicTBa
dapmakorepanesTH4YHA rpyna: bera-Onoxupainy areHTH, CeTEKTHBHH,
ATC xon: C07 AB 02

Meronponon e f -cenextiren 6nokep, T.e. Toit 1elCTBA Ha | -penenTOPHTE Ha CHPLETO B MHOTO [10-
MAanKH 031 OT Te3H, KOUTO Ca HEOOXOAHMM 34 GiroKMpaHe Ha [ -peLenTopHTe.

Mertomnponon HMa He3HaYHTENNeH MeMOpaHocTabinH3Kpall epeKT U HAMA AarOHHCTHYEH eeKT.

CruMmynupamuar edexr Ha kaTexonaMuHUTE (KOUTO ¢ 0CBOOOKAaBAT TIpH (PUIMUMECKH H YMCTBEH CTpec)
CE HaMANgBaA MAH NOTHCKA OT Meronponod. Meronposion naMangasa TaxuKapanaTa, YCKOpPEHHAT NYNC H
ChpACYHHA NeOUT, NPeAHIBHKAHM OT KaTeXOAaMHHUTE, U MOHHKABA KPbBHOTO HANATAHE.,

[InasmMeHuTe KOHLEHTpAUHH W edekTa (P1-Onokupam) Ha TabmeTkuTe ¢ yawxkeHo ocoboxasaHe,

ChAbPAAIIH METONPONONOB CYKLUMHAT, €3 IMO-PABHOMCPHO pajnpenencHu 00 BpeMe Ha UEnus AcH,
OTKOJIKOTO TE3H ITOCTHIHATH ¢ KOHBEHLIHOHANHHTE TabNeTKy Ha 3 -CeNEKTHBHH GOKEpH.

Toii KaTo NNa3MEHUTE KOHUEHTpALMK ca cTabunHu, KINHWYHATA f1-CeNeKTHBRHOCT ¢ mo-gofpa B
CpaBHCHHE € Ta3H MOCTUIHATA ¢ KOHBEHLHOHATHHTE TaONETKH ChABPKAILH [3 -CENEKTUBHH BIoKepH.

PuckeT ©OT HeXeNaHW peaxilHd, CBbpP3aH ¢ MAaKCHMANHHTE KOHIEHTpAUHH, € CbI0 MHMHHMAaJeH
(Opanukapaus uan cnaboct B KpalitHHLIUTE).

AKO € HeobXOUMO, METOTIPONONT MOXeE Na Obje NPHAOKEH STJHOBPEMEHHO C p,-arOHUCT NPH MALUMEHTH
CBhC CHMIITOMYU HA 0GCTpYKTHBHA OenofpolHa GosnecT.

Eghexm npu xponuuna cepoeyna Hedocmamvyrocm:

MERIT-HF mpoyuBane 3a mpeXHBieMOCTTa ¢cpaBHasamo 3 991 nanHeHTa ChC ChpAEHHA HENOCTATHUHOCT
(NYHA II-IV ¢yHkuHoHaneH knac) H u3sTiaackpailla ¢paxkmua (< 40%), npd KOMTO METOMponon €
KOMOHHHpaH CBC CTaHAAPTHOTO JNEUeHHE Ha CHbpJAEeYHA HeRocTaTbuHocT (T.e. Auyperuud, ACE-
HHXMOHTODH HIIM XHApPanasuH, ako MAUHEHTHTE He ca ToNnepaHTHH KbM ACE-HHXHOHTOPH, HMTPATH ¢
YABIKEHO ACHCTBHE MM aHTrHOTEH3UH-II pelenTOpHM AHTArOHHUCTH H, aKO € HeoOXoAuMO, ChpAeYHH
IMHKO3HAM), NOKa3Ba HaMalasaHe Ha obuata cMbpTHOCT ¢ 34% (p= 0.0062 (kopurupana); p= 0.00009
(MuBKManHa)), CMBPTHOCTTA (HE3ABNCHMO OT NPHYKMHATA) B TPYNATA NpHeMalla MeTonponos ¢ buna 145
(7,2% npH nauHeHTH JIeKyBaHH C METONpOJIoNn efHa roauHa) cpeury 217 (11,0%) B nnaue6o rpymnara, ¢
otrocuTeneH puck 0.66% [95% C{ 0.53-0.81].

HeauaTpuuna nonyJanus

B exaro 4 — cexmMuuno npoyyusaHe npu 144 negwaTpuyHH nanMeHTH (HA BB3pacT oT 6 A0 16 roguHn) ¢
MEPBHYHA €CEHUHANHA XHOCPTOHHS € HaOAwAapaHo, Y€ METONPOIOA0B CYKUHHAT INOHHXaBa
CHCTOJIHYHOTO apTepuanto Hansrade ¢ 5,2 mmHg npn gosa 0,2 mg/kg (p=0,145) ¢ 7,7 mmHg npu no3a
1,0 mg/kg (p=0,027) u ¢ 6,3 mmHg npu no3a ot 2,0 mg/kg (p=0,049), npr MakcuManHa QHEBHA 0034 OT
200 mg, B cpaedHeHHe ¢ 1,9 mmHg npu nnanedo. Ilo oTHOUIEHHE HA ANACTONHYHOTO &PTEPHANHO
HAJIAraHe ToBa MOHHXKEHHE e CbOoTBeTHO ¢ 3,1 (p=0,655), 4,9 (p=0,280), 7,5 (p=0,017) u 2,1 mmHg. He ca
HaOMOAABaHK ABEM PASAMKH NO OTHOLICHNE MOHIDKSHHETO HA APTEPHANTHOTO HANATAHE B 3aBHCHMOCT OT
BB3pacTTa, cTamua nno TaHep unu pacoBara MPHHAAICKHOCT.




5.2 DapMakOKHHETHIHY CBOIiCTBA

Abcopbyus u panpedenenug.

Mertonponon ce aGcopOupa HameAHO ciel nepopaneH npueM. BrarogapeHne Ha u3paszeHns edekr Ha
TBPBO NpeMUHABANE Tipe3 YyepHHA ApoD, cHCTeMHATa OMOHANHYHOCT Ha METONPOJNON Clell eAHOKpaTHA
nepopasta A03a ¢ npubnusurenno 50%. buoHannuiocTTa Ha TabneTKUTE ¢ yabaXkeHo ocrobokapane €
npubnnsuTendo ¢ 20-30% nmo-HHCKa OT Ta3u HA KOHBEHLHOHAJNHHTE TAGNETKH, HO TOBA HAMA 3HAYUM
KAHHHYEH eQEKT, Thit KaTO CTORHOCTHTE 1O/ KpHBATA MnasMeHa koHueHTpauus apeMe (AUC) ca crninuTe,
KaTo pH KOHBEHUHOHANHHTE TabseTky. Camo Manka dact ot meronposion (npuba. 5-10%) ce cebpana ¢
MIJI23MEHHTE NPOTEHHH.

Bcesaka Tabnerka ¢ yapmkeHo 0CBOOOKAABAHE, CHBPXKAIA METONPOIOIOB CYKLHHAT, Ce CHCTOH OT IoJIAM
Gpo#t rpaHyny, CEABLKALK METONPONONOB CYKLHHAT, ¢ KOHTPONHpPaHO ocBofoxaasane. Beaka rpanyna e
o0BHTA B NOAMMepHA MeMOpaHa, KOATO KOHTPOIUPAlla CKOPOCTTA Ha OCBOGOKAABAHE HA METONPOJION.

Tabnerkata ¢ yasmxeHo ocBoOoxkAaBaHe ce pasmaga OBP30 NPH KOHTAKT ¢ TEHHOCT H CPAHYNHTE ¢
KOHTPOJIHPAHO OCBOOOXIABAHE C€ DPAsMPEAENAT B CTOMAUIHO-YPEBHHA TPAKT, KbAETO OCBOGOWKAABAT
aKTHBHOTO BEUISCTBO B NpoABL/DKeHHE Ha 20 yaca. BpeMeTo Ha NONyKUBOT HA METONPONON € cpeano 3,5
yaca (BX. T. OuoTpaHchopMmauua M eIMMHHHpaHe). Chaef nNpueM HA SAHOKPATHA JHEERa R038,
MAKCHMA/THUTE MIa3MEHH KOHUCHTPALMH HA METOMPOAON JOCTHrAT NpHONHM3NTENHO ABa NBTH 0230BHTE
CTOHHOCTH.

buompancgopmayua u enumunupane:
MeTtabonuamMbT Ha METOTIPOJION CE OCBLMIECTBSBA Ype3 OKCHAALMA B YepHHA Apob. YcTaHOBEHH ca TPH
OCHOBHM MeTabO0/IHTa, OT KOHTO HHTO €IHH HE NpuTekaBa Geta-6iokupauy edekT ¢ KIHHHYHO IHEYCHHE,

MeTa6bonu3sMBT Ha METOIPONON €€ OCBINECTBARBA [IABHO HO HE CaMo, OT YepHOAPOOHNS SH3HM IHTOXPOM
(CYP) 2D6. 3apann nonumopdnsma Ha Ha CYP 2D6 rexa, niasMeHNTe HUBA HA METOTIPONIONl BapHPAT
Npd OTHENMHHWTE HHAMBHAW. baBaure MerabonwszaTopn ¢ HaManen MeTaboluTeH KanauMTeT
(npubnusurenno 7-8%) nokassar BUCOKH MIa3MEHR KOHLEHTPaliid H GaBHO eTHMHHHPAHE B CPABHEHHE C
Obpsute MerabGonusaropu, NpUTEXaBamil HOpMaileH MeralonHTeH Kanmauurter. Bwnpeku Toea,
MIA3MEHUTS KOHUSHTPAL|K ¢a cTa0RNHH H IOBTOPHMHE MPH OTRENHHUTE HHAHBHIH.

Hoeeue oT 93% oT nepopannata 103a ce oTANS ¢ YprHATA. OKONO 5% OT NpHETaTa A03a Ce EKCKPeTHPa B
YpHHATA HENMpOMEHEHAa, KaT0 B OTACAHM caydyan MoOxe Jxa jgocturte jgo 30%. Bpemero wua
NOoJTyeNHMHHUPAaHE Ha METOTIPONOJ € CpeAHo 3.5 yaca ( oT 1 ac 9 waca). TOTANHUAT (11a3MEH KIUPBHC ©
nputauzntenHo 1 L/min,

Hama sHavuTenHa paznuxa see PapMakOKHHETHKATA NpH NALMSHTHTE B CTApYECKa BB3PACT B CpaBHEHHE
¢ no-MnamuTe Xopa. Cucremsara OHOHANMMHOCT M SNMMMMHMDAHETO Ha METONpPOJoN OCTaBar
HEMPOMEHESHH (pUH NalueHTH ¢ yBpenena OwnOpeuyna QyHKkUHA. BeOpekd TOBA, €NMHMHUHHPAHETO Ha
MeTaboNuTHTE € 10-0aBHO OT HOPMANHOTO. 3HAYHTENHO HaTpynBaHe Ha MeTaboauTH ¢ HabmogasaHo NpH
MAMEHTH CBC CKOPOCT HA TNOMEpPYNIHAa GUITpauHs no-Majko oT 5 mL/min. HatpynBadero Ha
MeTaboNHTH He NOTeHUMpa OeTa-ONoKNpPALOTO AeHCTRIE HA METOMPOAOIN.

[1pu nanuentu ¢ YyepHoApoOHa LHPO3a OHOHANHYHOCTTA HA METOUPONON MOXe HA ¢¢ NOBUIIK W obwHaT
KJIHPBHC f1a ¢e NOHKH. Bce nak ToOBa MMa KAHHUYHO 3HAYECHHE CaMO NTPH NALMEHTH © TEXKKO YBpEAEHA
YepHOAPOOHA (YHKUMN HIIM ¢ MOPTOKaBaneH IhHT. [IpH HMAUMEHTH ¢ NOPTOKABAJNICH WIBLHT, obLuAT
KnHpeHC € apuonmsurtenue 0,3 ml/min u AUC croitiocTTe ca npuOMH3HTENHO 1ECT MTbTH NO-BHCOKH
OT T€3H HIMEPSHU PH 34paBu AoOPOBOALIN,




HeanaTpuvna nonyaanus

DapMaKOKHHETHHHHAT NPOPUR HA METOMPONON NIPH MEAHATPHYHH NAUMSHTH ¢ XHIEPTOHHA HA BRIPACT
6-17 roamnn € cxo/ieH ¢ papMaKOKHHETHKATA, ONTHCAHA TO-TOPe NPH BH3PACTHUTE. SIBHUAT KIMPBHC Clleq
NEPOPANICH MPHEM HA METONPOAOA HAPACTBA NMHEHHO ¢ TENECHOTO TErO.

5.3 Upeavnuanynn Aanun 33 6esonacnocr
Hama npyrA 3naynMu NpeaxiuHHYHH JaHHH, OCBeH Beue WIOpOSHWTS B ApPYTHTE TOYKM Ha Kparkara
XapaKTepUCTHKA Ha MPOIYyKTAa.

6. PAPMAUEBTHYHA JAHHHU
6.1 Conenbk Ha TOMOMIHHTE BelllecTBA

Anpo na tabnerkara
Mukpokpucranya nenynosa
Mertunnenynosa
LlapeBdYHO HHULIECTE
aunepon

Etunienvnosa

Maruesnes creapar

OOBuBKa Ha TabneTkara
MiukpoxpucTanHa genaynosa
XHIIpOMeo3a

CreapyuHoBA KMCENHHA
Turanop auokeug (E171)

6.2 HechBMECTHMOCTH
Henpunoximo.

6.3 Cpox Ha reanocT
3 roauHm.

6.4 Cneuuanuy yCAOBHS Ha ChXpaHeAne
Ha ce cuxpansgsa npu reMnepatypa nog 30°C.

6.5 Jlannu 3a onakoBKaTa
Bnuctep ot IBXATEAIBIIX/AJL

METOCTAN 25 mg
Onakosku ¢ 28, 30, 50 u 100 TabneTkd ¢ yABRMKEHO 0cB00ONIaBaHE.

METOCTAA 50 mg, 100 mg, 200mg
QOnakorku ¢ 28, 30, 50, 56 n 100 TabneTky ¢ yAsmIKEeHO 0cBOOOXK1aBaAHE.

He Beuukit BUAORE ONAKOBKHM MOTAT Aa ObAaT mycHaTH B nipogaxba.

6.6 CnenAaAHA IpeANa3HA MEPKH MPH H3XBLpIAHE u pabora
HsamMa cnetdaniu u3ncKBaHus.

7. HPHTEAATEJ HA PAZPEILHIEHHETO 3A YIIOTPEBA




Stada Arzneimittel AG
Stadastrasse 2-18
61118 Bad Vilbel
lepManusn

8. HOMEP(A) HA PAZPEIIEHHETO 3A YHHOTPEBA
Metoctan 25 mg: 20090296

Mertoctaa 50 mg: 20090297

Meroctan 100 mg: 20090298

Mertocran 200mg: 20090299

9.JATA HA ITEPBO PASPEHIABAHEAIOAHOBABAHE HA PASPEINEHHETO 3A
YIIOTPEBA
23.06.2009/21.01.2014

10. RATA HA AKTYAJIM3UPAHE HA TEKCTA
01/2017




