KPATKA XAPAKTEPHCTUKA HA TNPOAYKTA

N3N [
1. UME HA JEKAPCTBEHMS NPOIYKT BAHWTENHA ATEHUMS 10 MEKAPCTAAT,:
Kpamna xapaxmepucmuxa na Npogyxma Nousowerye | |
HeGrnan 5 mg TabaeTk Kitt Pog. e .......... A0 93(S

Nebilan 5 mg tablets on " |
,G -

2. KAYECTBEH H KOJIMYECTBEH CHCTAB BG/MA/MP - ..... 5b¥6/0304-202‘
Ugobperue Ne o N ’

Bcaka tabnetka cbabpxa S mg Hebuponon (nebivolol), ekBuBanenTen Ha 5, rng TEBABOTTO

xuapoxnopua (nebivolol hydrochloride).

IToMoLHO BEIECTBO ¢ H3IBECTHO AeicTBHE: Beaka Tabnetka curabpxka 143,48 mg nakrosa
MOHOXHAPAT (BHXKTE Touka 6.1).

3a NBAHHUR CNMCBK HA NOMOLHHTE BEILECTRA. BHKTE TouKa 6.1.

3. IEKAPCTBEHA ®OPMA

TabneTka.

benn no noutn Genn Ha UBAT, KPLIIH, ABOMHOW3MBLKHANU, CbC CKOCEH Kpai TabllieTku, ¢ Hanpe4Ha
ACJINTENHA YepTa OT €AHaTa CTpaHa M IUTOCKH OT ApyraTa CTpaHa.

Tabnetkara Moxe aa Obae pazaeneHa Ha €AHAKBH N073H.

4, K IMHAYHHU JAHHH
4.1. TepaneBTHYHH NOKAIAHAA

XUNEPTOHUS
JleueHne Ha eceHUHANHa XUMEPTOHHUS.

XpoHuuHa cbpaeyHa HeaocraTbiHoCeT (XCH)
Jledenne Ha ctaOunHa neka ¥ ymepeHa XPOHHYHA CbpPJEYHA HEAOCTATBLYUHOCT B JONMBJHEHHE KbM
CTaHapTHATA TEpanus NpH NAUMEHTH B CTapuecka Bb3pacT (370 roankn).

4.2. l03EpOBKA H HAYHH HA NPHJIOKEHHE

Ho3upoBka

Xunepmonus

Bw3pacmuu

Jlosata e eaHa tabnerka (5 mg) AHeBHO, 3a NpeaAnOYHTAHE NPHETA NO €HO H CBHULO BPEME Ha JCHA.
TabnerkuTe MOXKE Na ce npuemar ¢ xpaHa.

OTyeTNUB edeKT NO OTHOWEHHE NOHHKABAHE HA KPLBHOTO HANATaHe ce 0TOeNsn3Ba Clel] NPOBEKAAHE
Ha JICYCHHE B NPOABMIKEHHE Ha 1-2 CeAMH LK.

OOUKHOBEHO ONMTUMAaNeH ePeKT C€ NOCTUra camo cnea 4 ceaMHULM.

Kombunayus ¢ Opyou anmuxunepmenzuenu iexapcmea
bera-OsokepuTe Morat na ce HM3NOA3BaT CaMOCTOATESHO WIH €QHOBPEMEHHO C APYrH
AHTUXHMNEPTEH3IUBHH J1IEKAPCTBEHH NpoAYKTH. locera, JONMbAHUTENEH aHTUXHNEPTEH3UBEH edekT €
YCTaHOBEH €AMHCTBEHO NpH KoMOMHauus Ha Hebunan 5 mg ¢ xuapoxaopruazua 12,5- 25 mg.




Iayuenmu ¢ 6vbpeva HedocmamvyHoOCM
[Ipu Gonnu ¢ OBLOpeyHa HENOCTATBLUYHOCT C€¢ MPENnOpbYBA H3NOI3ZBAHE HA HavaaHa ao3a 2,5 mg
nHesHO. [IpH HeoOXOAUMOCT AHEBHATA N03a MOXKE [1a CE NOBHILM 10 5 Mg.

ITayuenmu ¢ wepnodpobrna nedocmamuvurocm
JlaHHHuTE 3a M3NON3BaHE HA NEKAPCTBEHHUS NPoAYKT NpH O0AHW ¢ YepHOAPOOHA HEAOCTATBYHOCT WIIH

yBpeaeHa depHoapobHa dyHkuusg ca orpaHdyery. Tlo Tasu npuunna, ynorpedbara Ha Hebunan 5 mg
npu Te3u DOJIHK € NPOTHBONOKA3AaHA.

Ilayuenmu s cmapuecka sv3pacm

[Ipy naumeHTH Haa 65 roaMIiHA BBLIPACT ce MPENopb4YBa H3MON3BAHE HA HavanHa ao3a 2,5 mg
aHeBHO. I1pn HeoOx0AUMMOCT AHEBHATA 1033 MOXKE 21a C€ NOBHLIH 10 5 mg. Bunpeky ToBa, BLB Bpb3ka
C OrpaHUYEHUA OMNMUT OT KW3INON3BAHE HA JIEKAPCTBEHHWA MPOAYKT NPH MaUMEeHTH HAad 75 roaviiHa
BbL3pacT, TOi TpaOBa JAa ce npunara npeanasnueo ¥ Te3d GonHu TpabBa ga GbAaT BHUMATENHO
APOCNEAABAHH.

Heouampuuna nonyrayus

He ce npenopbuBa ynorpebara Ha Hebunan 5 mg npu aeua v wHowu noa |8 roaviHa eb3pacT
nopagu Junca Ha/HEJOCTaTb4HO AaHHH 3a He30MacHOCTTa U €PHKACHOCTTA.

Aporuuna cepoeyna Hedocmamuvynocm ( XCH)

JleueHneTo Ha cTabunHa XpOHHYHA CbpAcuHA HEAOCTATHUHOCT TpAdBa [a 3anNo4yHe ¢ TMOCTENEHHO
MOBULUABAHE HA 103aTa J0 AOCTHIraHe Ha ONTUManHa HHAWBHAYAIHA NOAIbpXKALLA A03A.

[TauuenTHTE TPOBa Aa ca cbC cTabHIIHA XPOHHUHHA ChpAeUYHa HEAOCTATLYHOCT, 6€3 enn30au Ha ocTpa
CbpPACYHA HEAOCTATHYHOCT, Npe3 MoceaHnTe WwecT ceaMUuM. TIpenopbysa ce NeKyBaUlMST NeKap na
MMAa OfNHT B JIEYEHUETO HA XPOHUYHA CBHPACYHA HEAOCTATHYHOCT.

[lpy naumeHTUTE, KOMTO NpUEMAT JEKAPCTBEHW MPOAYKTH 33 J€YEHHE HA CbPACUHO-CHIOBH
3a00NABaHNA, BKIIOUMTESIHO AHYpPETUUM W/ nuau aurokcuH wuad ACE  uvHxuOutopu, w/unn
AHTArOHUCTH Ha aHrnoTeH3uH 11, ce mpenopbuBa 403MpOBKaATa Ha TE3H NPOAYKTH Aa Hbae

YTOMHEHA Npe3 NOC/IeAHUTE ABE CEAMULIM NPEX 3aMoUuBaHe Ha JIeYeHHe ¢ HeOUBONOII.

JlozaTta TpsbBa na ce TUTpHpa NbPBOHAYANHO HA WHTEPBaNW OT |-2 ceaMHUM B 3aBUCHMOCT OT
HHAUBHAYATHATA MOHOCUMOCT Ha nauMeHTa: [lozaTta ot 1,25 mg HeOuBonoA TpabBa na ce yBeauuyu Ao
2,5 mg HeOMBONON BeNHBXK MHEBHO, CJiell TOBA A0 5 ME BEAHbX JHEBHO, a ciea ToBa A0 |0 mg
BEOHBHX JHEBHO.

[IpenopbrunTenHaTa MakCHMaNHa 103a € |0 mg HebMBONOA BEAHBK SHEBHO.

3anouyBaHETO Ha NEYEHHE U BCAKO NOBUILABAHE HA fo03ata TpabBa na ce U3BbLplIBaA Noa HabnoAeHUe
Ha OMKWTEH JIEKAap B NPOAbLKEHUE Ha HaW-maako 2 4yaca, 3a Aa ObAE CHIYPHO, Y€ KIMHHYHOTO
CbCTOAHHME (0COOEHO NO OTHOLIEHHE Ha KPbBHO HaAraHe, ChpPAEYHA 4€CTOTA, NPOBOAHH HAPYLICHHS,
Oene3n Ha BNOILLABAHE Ha CbpACYHATA HEAOCTATBYHOCT) OCcTaBa CTabunHoO.

[losBaTa Ha HEXENaHU peaklUK MOXKE 1a MNPeAOTBPATH TPETUPAHETO HAa BCHYKM MAUMEHTH C
npenopbumnTenHaTa MakcumanHa no3a. [Ipy HeoOXoaAMMOCT, AOCTUrHATATA A03a MOXE CbilO Taka
MOCTENEHHO 1a C& HAMAH W A3 C€ Bh30OHOBH NIEYEHHETO ¢ NPOAYKTA B NOAX0AA1Ua JO3HPOBKa.
[lpenopbuBa ce, B cnyyadl Ha BJAOLIABAHE HA CbpPACUHATA HEAOCTATHYHOCT WM NpPH NPOABH Ha
HENOHOCHMOCT, Bb3HUKHAJIM NO BPEME HA ONpeAefiAHETO Ha NMOoAXOoAAlaTa TepaneBTHYHa 4034, NbPBO
Aa C€ HaMalH 103aTa Ha HeOUBOMOM, WK NpK HEOOXOAUMOCT Aa ce npeycTaHOBU He3zabaBHO ripueMa
Ha NPOAYKTa (B C/Iy4aH HA TEXKKA XHAOTOHHA, BJIOWABAHE HAa CHP/ACYHATE HEJOCTATBYHOCT C NPOABH
Ha O0CTbp BenoapodeH OTOK, KApAHOrEHEH LWOK, CHMITTOMAaTHYHA Opaaukapana uiu AV-610k).
ObuuaiiHo, neyeHHETO Ha XPOHHYHA ChpAEYHA HEAOCTATBbYHOCT ¢ HeGHBONOA e npoabmxHTenHo. He
ce Npenopb4yBa BHE3ANMHO CMUPaAHE Ha JeYeHHUeTo ¢ HEOMBOAO, THH KaTo TOBAa MOXKE Aa JOBeAE 10
MNPEXOAHO BJIOILABAHE HAa CbpJAEYHaTa HEAOCTAaTLYHOCT. [IpH HEOOXOAUMOCT OT NpeycTaHOBABAHE HA

TepanuaATa, 103aTa TpsadBa NOCTENEHHO 1a ¢€ HaMa/IABa HAMOJIOBHHA BCAKA CEAMHLA.
TabneTKHUTE MOXE 21a C€ NIPHEMAT C XpaHa.




ITayuenmu ¢ 6vOpewna nedocmamuvunocm

Ilpn neka win ymepeHa 6bOpeuHa HeoOCTAaTLYHOCT HE C€ Hajnara MpoMsHa B A03aTa, TbH KaTto
NOCTENEHHOTO NOBHLIABAHE HA AO3MPOBKATA A0 OOCTUraHe Ha MAKCHUMAHO MOHOCHMATA Q033 ce
H3BbPLIBA MHAUBHAYANHO. HAMa ONMT OT Npunarane Ha NEKapcTBEHUs NPOAYKT NpH DOTHU ¢ TexKa
ObOpeyHa HeaoOCTaTBUYHOCT (cepyMeH KpeaTHHMH 2> 2,83 mg/dl). [lo TasM npuunHa, npu Te3M
NauKUeHTH HE C€ NpenopbyBa HINO0A3BaHE Ha HeOHBONON.

Iayuenmu ¢ 4eprodpobra HedocmamvyHoCm
JlaHHHTE 3a W3MON3BaHE HA NEKAPCTBEHHMA NPOAYKT Npyd OO0MHHU ¢ uepHOApoOHA HEAOCTATHYHOCT ca
orpaindeHu. 1o Ta3u npuurHa, ynorpedarta Ha HEOUMBONON NP TE3W BONHHU € NPOTHBONOKA3AHA.

IHayuenmu 6 cmapuecka evipacm
He ce Hanara apanTtvpaHe Ha fJo3aTa, Tbit KaTO NMOCTENEHHOTO NOBULIABAHE HA J03WPOBKATa 10
JOCTUraHE HA MAKCHMAITHO MOHOCHMATA 1034 C€ M3BbPLIBA HHAWBHAYATHO.

ITeduampuuna nonyrayus

He ce npenopbuysa u3nonseave Ha HeGunan 5 mg npu aeua v wHOWYW noa 18 roavwHa Bb3pact
MNOpaaM NIUNca Ha/He0CTATBYHO JAHHH MO OTHOLIEHHE Ha O€30MacHOCT U eDUKACHOCT.

Hauuu Ha npHaoKEHHE

[TepopanHa ynotpeba.

Tabnerkata Tpabsa ga ce nornblUa ¢ JA0CTAaTHYHO KONHYECTBO TEYHOCT (HaMp. valua BOAa), ChC MM
6e3 xpaHa.

4.3. [lpoTrBONOKA3aAHKY

- CBpPbXUYBCTBUTENIHOCT KbM aKTHBHOTO BELIECTBO MM KBbM HAKOE OT NOMOIUHMTE BELUECTBA,
H30pocHH B TOuKa 6.1 .;

- HepHoapoOHa HEAOCTAaTLYHOCT HITH HapyLIeHa YyepHOAPOOHA Gy HKUNA;

- OcTpa cbpAcUHA HEAOCTATBYHOCT, KapAUOreHeH WOK MK €MH30AH HAa AEKOMIIEHCHPaHa CbpAevHa
HEAOCTATBYHOCT, KOUTO W3NCKBAT HHTPABEHO3IHO HHOTPOMHO NeYeHHE

Oceex TOBa, Noa0OHO Ha ApyruTe beta-6nokepu, HebuBonon 5 mg e npotnBonokasaH npu:
- CuHapoM Ha HOHHA CHHYCOB Bb3€N, BKIHOUHTENHO CHHO-aTpHaneH 6nok;

- CbpaedeH 610K BTOpa U TpeTa CTENEH;

- AHAMHECTHYHH JaHHH 3a OpOHXOCNa3bM MW OpOHXHATHA acTMa;

- HenekysaH peoXxpoMOLUTOM;

- MeTabonuTHa aumMnoia;

- bpanaukapaus (cvpacyHa wectoTa < 60 yapa B MUHYTA NPeaH 3aN04YBaHE HA NEYEHHETO);
- XHNOTOHUA (CUCTONHUHO KPpbBHO Handrane < 90 mm Hg);

- Texxku nepudepHH LMPKYNATOPHH HApyLUEHHA.

4.4. CneunanHn npeaynpexIieHus H N1peANaiHl MEPKH NpH ynoTpeba
BuxTe cbino Touka 4.8 HexenaHu nekapcrBeHnd peakUMH,

Anecmeszus

IlponbnxkaBaneTo Ha Oera-Onoxkanara HaMansBa pUCKa OT apWTMHH MO BpEeME HA BbBEXKIAHE B
aHecTe3nd W MHTYbauusa. Ilpu npexncBaHe Ha Oeta-Onokajata BbB Bpb3KA ¢ MNOAMOTOBKAa 3a
OnepaTHBHA UHTEPBEHUMUS, NPHMEMBT HA HeOWBONON TpaAOBa na ce rnpeycTaHOBH Hail-manko 24 yaca
npead onepauusta. HaKoM aHecTeTHUHW, KOHTO OPHYKMHSBAT MHUOKapAHA JCMPECHs,
LIMKAONPOINAH, €T€P KWW TPHXNOpeTHIeH TpsbBa aa ce npunarat BHuMartenHo. JlaunenTsT
Obae npeanaseH OT BaryCOBH peakUmM NMOCPEeACTBOM HHTPABEHO3HA alJIHKALIMA HA aTPOIHH.




C'vpoexno-cvidosa cucmema

Hebueonon He TpsOBa na ce W3nona3Ba nNpH NAUHEHTH C HENEKYBAHA XPOHHYHA ChbpACUHa
HenocTaTbyHOCT (XCH) 0o ¢cTabuNU3upaHe Ha CbCTOSAHHETO UM.

[Tpu 60nHK ¢ UcxeMHuuHa BONECT HA ChPUETO, JIeUEHHETO ¢ HeOuBoon TPAOBA Na ce npeycTaHOBABA
MOCTENEHHO, HanNpUMep 3a nepuoa ot |-2 ceamuun. [1pu HeoOXxoaUMOCT, NO ChLIOTO Bpeme TpsOBa na
Ce 3anoyHe 3aMeCTUTENTHA TEPANKA C Oriea MpeaoTBpaTsBaHe 000CTpsHE Ha AHFHHA NEKTOPHMC.

Hebusonon Moxe na npuuvHu Opaavkapaus: npd NOHWKaBaHe Ha nyncoparta 4yectota noa 30-55

yaapa 3a MHHYTa B TIOKOHW W/HWIH B cnydYaH, ue NauKeHTLT 3a0enexu npoABH, KOUTO npeanonarat

HatHuMe Ha bpaarkapauna, no3ata TpabBa aa ce HamalH.

HeGusonon tpabea na ce npunara BHUMATENHO NPH:

- [TlaumeHTH ¢ HapylleHa nepudepHO-CHAOBA UHpKyauus (Oonect uav cHHApPOM Ha Raynaud,
K1ayAHKAUHO HHTEPMHUTEHC), Thil KaTO € Bb3MOXHO BIIQLIABAHE HA CHMIITOMATHKATA;

—  [Ilpn naunentn ¢ AV 610Kk nbpBa crened, Nopaa¥ HeraTHMBHWA edekT Ha Oeta-Onokepure no
OTHOUIEHHE HA NPOBOAHOTO BpEME;

— Tlpu 6onuu ¢ anruHa Ha Prinzmetal BcneacTBHMe Ha HekopUrupaHa anda-peuenTopHO MeAUUpaHa
BA30KOHCTPHUKLMS HA KOPOHAPHWTE apTepuH: OeTa-aApeHEPrMyHATE AHTArOHMCTH MOrar ja
yBeaH4aTt Opos 1 NPOABIKHTENHOCTTA HA CTEHOKAPAHHUTE NPUCTBIH.

Memaboauzem/Endoxpunna cucmema

HebuBonon He noBnMsBa HUBATA HA KPbBHATA I'MIIOKO33 NPY NAUMEHTH CbC 3axapeH anadetr. Bunpeku
TOBa, NEKAPCTBCHUAT MNPOAYKT TpabBa na ce npwiara BHUMAaTeNHO NpU AHadeTHud, Tbid Kato
HEOMBONON MOXKE 1A 3aMBIAH ONPEAC/IEHH CHMNTOMH Ha XUMOIIUKEMHUE (TaxHKapaa, NaNNUTalHH).
beTa-aapeHepruuHUTE GIOKEPH MOXKE Aa 3aMBINST TAXUKAPAHMTE MPOSBH MPH XHNEPTHPEOHAUIBM.
BHe3anHOTO NpeycTaHOBABAHE HA IPHEMA HA JIEKAPCTBEHWA NMPOAYKT MOXKE Ja 3aHIH CUMITTOMHTE.

Huxamenna cucmema
bera- Onokepute TpabBa ga ce HM3NOJ3BAT BHHMATEHO MPH NAUMEHTH ¢ XPOHHHYHA 0OCTPYKTUBHA
6enoapobua HonecT, THH KATO MOrar Aa 3acHST ¢NazbMa Ha JUXAaTEHUTE MbTHILA.

Hpyau
[launeHTd ¢ aHaMHECTHYHH JaHHH 34 [NCOPHA3ZHC Tpﬂﬁﬂa Ada MNpHEMaT HeOUBOJION caMmo chen

BHUMATE/IHA NpeLIeHKa.

HebuBonon mMoxe Na yBeqIMYH YYBCTBUTENHOCTTA KbM ANEPreHH H TEKECTTA HA aHAPUIAKTHYHHUTE
PEAKLLHH.

[Ipy 3anouBaHe Ha JIeYEHHE HA XPOHHYHA CHPASYHA HEJOCTATBYHOCT ¢ HebuBoson e Heobxoaumo
OCBLIECTBABAHE HA PeJOBEH KOHTPOJ. 3a AO3WPOBKATA M HAYHHA HA NPUIOXKEHHE, MOJI BUXKTE TOUKA
4.2

JleyueHHero He TpaOBa na ce npeycTaHOBABA BHE3anHO, OCBEH MPH HanWiHE HA KaTeropu4HH
nokalzaHus. 3a AONbAHKTENHA UHDOPMALHA, MONSA BHXXTE TOYKA 4.2.

[lo npuHumn, He ce npenopbvyBa KOMOWHHpaHeTO Ha HeOMBONOM C KANUHEBM AHTArOHHMCTH, KaTo
Bepanamui M AWITHazeM, |-BM Knac aHTHAPHTMHUYHH JICKAPCTBEHHU MPOAYKTH U aHTHXHUNEPTEH3HBHH
JIeKapCTBa C LUEHTPAIEH edeKT. 3a noaApoOHOCTH, MOJIS BHXKTE TOYKa 4.5.

To3n nexapcTBeH NpoAYKT chbAbpxa AakTo3a. [lalMEeHTH ¢ pAaKO cpeuwlaHa BpPOAEHA ranakTo3Ha

HEMOHOCHMOCT, Lapp-nakTto3eH AedHUUT HNH rA0Ko30-rajakrozHa Manadbcopbuma He Tpabsa na
MpUeMaT TO3M NIEKAPCTBEH NPOAYKT.

4.5. B3aamMoaelcTBHe ¢ APYrH JeKAPCTBEHA NPOAYKTH # ApYrAa ¢opMH Ha B3aHMOJCHCTBHE

PapMakoaHHAMWYHHK BIAUMOIEHCTBHA
ITo npuHuKMN 2a HeTa-OnokepHTE Ca XapaKTEPHH ClEeAHHTE BIAUMOACHCTBHS:




KombuHaliuKu, KOUTO He ce Npenopb4Bar

I-eu Knac aumuapummuynu  fexapcmeenu  nNPOOYKMu  (XUHUOUH, XUOPOXUHUOUH, YUOEH3IONUH,
aexaunud, ouzonupamuod, ITUOCKAUH, MEKCUNEMUH, NPOnd@eHoH): BB3MOXKHO € fla C€ TOTEHUHWpa
e(deKTbLT BbPXY aTPUO-BEHTPUKYJIAPHOTO MPOBOAHO BPEME H Na C€ YCHIIH OTPHLIATENHHAT HHOTPONEH
e(exT.

Kanyueeu anmaconucmu om muna HQ Gepanamuwl/ounmuaszem:. HEraTUBeH €QEeKT BbpPXY
KOHTPAKTHINTETAa W AaTPUO-BEHTPHUKY/JapHaTa npOBOAMMOCT. HHTpaBEeHO3HOTO rMpHNaraHe Ha
BepanaMua npH 0onHK, TpeTupaHu ¢ OeTa-OnokepH, MOXe Aa AOBEdE 00 W3pa3eHa XHMOTOHHUR W
aTpUO-BeHTPHUKYNapeH 610K (Bik. Touka 4.4).

AHMUXUNepmMeH3uBHU 1CKAPCMBEHU NPOOYKMU ¢ YeHmpaino oeucmeue (KIOHUOUH, 2yan@ayuH,
MOKCOHUOU, Memuwioond, puiMenuoui). €IJHOBPEMEHHOTO MpWIaraHe Ha aHTUXHIICPTEH3HBHH
NEeKapCTBEHU NPOAYKTH € LEHTPANHO ACHCTBUE MOXKE Ja BOWH CbpAc4YHaTa HEAOCTATHUYHOCT
NOCPEACTBOM MNOHMKABAHE HA LEHTPAIHHA CHMNATHUKYCOB TOHYC (NOHKXKABaHE Ha CbpAcYHATA
YECTOTA M ChPACUHUA A1eOUT, BA30AUNATALUA).

BHe3anHoTO npeycTraHoBABaHe Ha npuema, ocobeHo npean cnupaHe Ha npuema Ha Hera-bnokepw,
MOKE J1a MOBUIUMW PHUCKA OT pa3BUTHE Ha ,rebound- XHNEpTOHUA .

KoMbuHauuu, kouTo TpadbBa na ce U3Nnoa3Bar ¢ MOBULICHO BHUMaHUE
IHI-mu kaac aemuapummuynu rexapemeer nPoOykmu (aMuodapon): MOXe Ja ¢€ NOTEHUHpa ePEeKTbT
BbPXY aTPHO-BEHTPUKYNAPHOTO NPOBOAHO BpEME.

Anecmemuyu — Aemaueu Xan02eHu. €AHOBPEMEHHOTO MPHNaraHe Ha HEOMBONOT U AHECTETHUMN MOXKE
na oTcnabu pedNekcHaTa TAXMKapAWS M a MOBHLUH PHUCKA OT XMNOTOHUA {BHXK TouKa 4.4). OCHOBHO
NPaBWIO € Aa ce€ H30ArBa BHE3ANHOTO NPEYCTAHOBABAHE Ha Je4YeHHeTo ¢ OeTa-Os10KepH.
AHecTe3nonorsT Tpabpa na 6bae yBegoOMeEH, B Cy4ail Y€ NaUKEHTHT MpHeMa HeOUBONON.

Hucynun u nepopaniu anmuouabemnu sexapemeaq: BbINPEKH Y€ HEOUBOO/ He OKa3Ba BIUAHUE BbPXY

HUBATaA Ha KPBLBHATA IMIOK03a, €AHOBPEMEHHOTO NpWiaraHe MOXe Na 3aMbriiH ofipeieICHH CHMNTOMH
Ha XUNOTJIUKEMUA (TaXHUKaApAHUA, NAIMUTALKH).

baxrogen (anmucnacmuuo cpedcmeo), aMu@ocmuH (aHmuKeonIacmuyHo cpedcmso 3a NROMOWHa
mepanus). UMa BEPOATHOCT NPH €JHOBPEMEHHATA UM yNnoTpeda ¢ aHTUXHNEPTEH3UBHH JIEKAPCTBEHH
NMPOAYKTH Aa Ce€ 3acHAM NOHWXXAaBaHETO HA KPBBHOTO HandaraHe, Mopaau KoeTo J03aTra Ha
aHTHXUNEPTEHIUBHOTO NEKAPCTBO TPAOBA CLOTBETHO Aa CE€ KOPHIHpa.

KombuHauuu, konTo TpabBa 1a ce uMarT npeasua
Hueumarucosu 2aukozuou. NpA €AHOBPEMEHHO NPHAOKEHHE € Bb3MOXKHO YABLIKABAHE HA aTPHO-

BEHTPHUKYNAPHOTO MPOBOAHO BpeMe. llpu npoeBeaeHWTe KIMHHYHH nNpoyuBaHHs ¢ HeOMBOMON He ca
YCTAHOBCHH KIIMHUYHH NaHHU 3a B3aKMOCHCTBHE,

HebuBonon He noBNHUABA KHHETHKATA HA IUFOKCHH.

Kanyueeu anmacorucmu om Ouxuoponupuounoe mun (aMaoounux, @Geroounut, Aayuounu,
nughedunun, HUKAPOUNUH, HUMOOUNUK, HUMPEROUNUH). €ITHOBPEMEHHOTO NPHJIATaHE MOXKE [1a MOBHLLN

PHCKa OT XHNOTOHHA, a NpH OONHHM CbC CBPACYHA HEAOCTATBYHOCT HE MOXKE [a ce M3KIIOYU
ONacHOCTTa OT AOMbLJAHHUTENHO BIIOLLABAHE HA KAMEPHATA MOMMNEHa PYHKLMSA.

Awmuncuxomuyu,  aumuodenpecanmu  (MpuyuKIUYHU,  Oapbumypamu U BEHOMUAIUHY):

€AHOBPEMEHHOTO MpHIAraHe MOXKE [a 3aCHiH XHNOTEH3INBHHUA edexT Ha HeOWBONON (aOMTHBEH
edekr).

Hecmepouonu npomusosvinarumeanu cpeocmaea (HCIIBC): He oka3BaT e(pexT BbPXY NMOH
KPBbBHOTO HansraHe eQexkT Ha HeOMBOJIO. /



CumnamukoMumemuynu cpeocmea: €JHOBPEMEHHOTO MNpWiaraHe MoOXe na MNPOTHBOACHCTBA Ha
edpekTa Ha HebuBonon. HebGuBoaon Moke [Aa npeaHM3BMKA MOABa Ha HEKOHTponWpyema anda-
aApPEHePrHyHa AKTUBHOCT HA CHUMIMAaTHKOMMMETHUHWTE ¢ anda-U ¢ OeTa-aapeHEepruyHa aKTHBHOCT
(pHCK OT XHNEPTOHUA, TeXKa Opaankapaus U cbpaeueH 010K).

PapMaAKOKHHETHYHH B3aUMOACHCTBHS

Toi kato B MetabonuisupaneTro Ha HebuBonon yuacrsa nioeH3MMBLT CYP2D6, egHoBpemMenHOTO
MPUAAraHe ¢ BELECTBA, KOUTO NOTHCKAT TO3HW €H3HUM, OCOBEeHO MapoKceTHH, PNYOKCETHH, THOPHIA3HH
W XHHUIYH, MOXE [a A0BEJC A0 MOBHIIABAHE HA MJIa3MEHUTE HUBA HA HEOWBONON, KOETO € CBBbP3AHO ¢
MOBHLLUEH PUCK OT TeXKa OpaaukapAHa U HeXKENaHW PEaKLIHH.

Ilpy enHOBpEMEHHO npuaraHe ¢ LMMETHOMH MIa3MEHUTE KOHUEHTpauuu Ha HeOuBonon ce
nosyiLaBat, 6e3 aa ce NPpoOMeHs KIWHUYHHAT edekT. ETHOBpEMEHHUAT NPHEM ¢ PAHWTHIMH HE OKa3Ba
BJIMAHUE BBLPXY (apMaKOKHHEeTHKaTa Ha HeOWBonon. JIBere nekapcTBa MOXKE [1a C€ NpeAnUcBar
CAHOBPEMEHHO, NPU YCNOBUE 4€ HeOMBONONM C€ NpUHeMa ¢ XpaHarta, @8 aHTHAUWIHHAT JieKapCcTBeH
NPOAYKT MEKAY XPaHEHUATA.

Ilpy koMOuHHpaHe Ha HEOHBOAON C HMKAPAMMMH, JIEKO CE MNOBUUIABAT CEPYMHHUTE HHMBa U Ha ABETE
nekapeTBa, 6€3 npoMsHa Ha KNTHHUYHHAA edekT. ETHOBPEMEHHHAT NpueM ¢ ankoxo, Gypo3eMua WiH
XWAPOXNOPTHA3KA HE OKa3pa BAHAHUE BbpPXY (papmakokuHeTrnkara Ha Hebusonon. Hebusonon He
NoBIHABRa hPapMaKOKKHHETHKATA U (hapMaKOaHHAMUKATA HA BapdapHH.

4.6, ©@eprranTeT, OPEMEHHOCT H KbpMene

bpemMeHHOCT

Hebusonon npurexasa ¢apMakosorHiHu eeKTH, KOMTO MOXE [a OKaKaT BPEAHO BIHAHHE BbPXY
OpeMeHHocTTa W/WaM mnoga/HosopoaeHoTo. Ilo npuHumn, 6era-aapeHopeuentopHuTe 6/I0KEpH
HaManaBaT nepdy3uaTa Ha NNAUEHTATa, KOETO € CBLP3BAHO CbC 3a0aBsHe Ha pacTtexa Ha Nnoja,
BLTPEMATOMHa CMBPT, abopT WM npexacspeMeHHo paxaaHe. llpy nnoaa W HOBOPOLEHOTO €
Bb3MOXHO [a BB3HUKHAT HEKENAHW peakUMu (HANp. xunornuxkeMHa W Opaaukapausa). Ilpu
HeOOXOAMMOCT OT NPOBEXKAAHE Ha NeueHHe ¢ OeTa-aapeHOpeUeATOpHK ONOKEPH, 3a NpeaANOYHTaHE €
H3MOA3BAHETO HA 0€TA)-CENICKTHBHHU aAPEHOPEUESTITOPHH BN0KEPH.

HebuBonon He TpabBa ma ce Mm3non3sa no Bpeme Ha OpPEeMEHHOCT, OCBEH NPHM KaTeropH4Ha
HeoOxoauMMocT. B cnyuaili uYe € npeueHeHo, Ye ce Hanara Tepanua ¢ HebGuBoaon, Tpabea jga ce
npocaeasBaT yTepO-MIAUEHTAPHUAT KPBLBOTOK W pacTexbT Ha nnopaa. Ilpy BpeaHo Bb3jeHcTBHE
Bbpxy OpemeHHocTTa WaM naoaa, TpabBa na ce OOCHLAM NPOBEXKIAAHE HA ANTEPHATHBHO JICYEHHE,
Hosoponenotro Tpabsa na 6bae BHUMaTenHo npocneasasado. [lo npuHuun, TpabBa aa ce ouyakea
€BEHTYaJTHATA NO%Ba HA CHMITTOMM Ha XMNOTJIUKEMHA K ODpaaukapaus npe3 MbpBHTE 3 AHM.

KbpMeHe

[IpM npoBeneHUTE NpoyuBaHUA MPH ONUTHH KUBOTHH € YCTAHOBEHO, 4ye HebuBOnON ce WianbuBa B
MaHYHHOTO MIRKO. He € W3BecTHO AanM TO3W NCKAPCTBEH NPOAYKT €€ M3MBbYBA B KbpMaTa NMpH Xopa.
[loBeuero Oera-bnokepu, ocobeHo NMNOPUAIHNTE CheAMHEHUS KaTo HEOWBONOM U HErOBHTE aKTHBHH
MeTaboIUTH, NPEMUHABAT B MAYHHOTO MJIAKO, M2Kap M B pa3iHyHa creneH. He Moxe aa ce H3KIIOUH

PHCK 3a HoBopoacHWTe/KbpMauetaTa. Ilo Ta3sm npuuuvHa, HeOuBonon He TpabBa aa ce npwiara B
nepHoaa Ha KbpMeEHe.

DEepTHIHTET
Hebusonon nama edpekr BbpXy pepTHINTETA HA TILXOBE, OCBEH TNMPH A03H, HAKOJIKO NMLTH NO-BUCOKH
OT MaKCUMaHaTa NpenopbyYBaHa [103a NMPH Xopa, Korato ca HabmogapaHU HexelaHH eDeKTH BLPXY
MBIKKHTE H )KCHCKHTE PErpoayKTHBHH OPraHH Npu MAbXoBe 1 MHWKH. E¢ekTbT Ha HeOHBONON BLPXY
depTHAHTETA NPH XOPa HE € U3BECTEH.

4.7. EdexTH BBpXY cnocobROCTTA 33 WModApPAHE B paboTa ¢ MALIHHHA
Hsama npoyuBanus 3a edekTHTe BbpXy cnocobHOCTTa 3a wodupaHe U paboTa ¢ MAUMIHHM.




Pesyaratute 0T @apMaKOIHHAMHYHHTE

NPOYy4YBaHHS

[IOKa3Bart,

ye HebUuBOION He 13acHra

ncuxoMmoTopHarta ¢pyHkuua. Ilpu wodupane nnv pabora ¢ MawKnHKH Tpabea aa ce WMa nNpeaBus, Ye e
Bb3MOKHO NOHAKOra 1a Bb3HHKHAT 3aMasHOCT WM YMOpa.

4.8. Hexkenasn NekapcTeend peaknHn
HexenaHuTe JIEKapCTBEHU peakuHH ca H3dpoeHH otaenHo 3a xuneptoHHa U XCH nopaau 6azoBu
pa3IH4YHA NpH Te3u 3abonasaHus.

XHUNEPTOHMSA

He)xenaHure nekapcTBEHH peakuHM ca v3BpoeHH no-1051y, KaTo ¢a KJIacHPHLUUPAHU MO CUCTEMH W
OpraHy ¥ ca NoAPeAECHH MO YeCTOTA Ha NpogBa.

Cactemuo- YecTh HeuecTn Muoro peaks | C HeM3BecTHA 9€CTOTA |
OpPraHHa (z 1/100 ao (= 1/1 000 po (< 1/10 000) (OT HANUYHHUTE JJAHHH |
KJACRPHEKANRA <1/10) <1/100) HE MOXe Ja 6bae
HanpaBeHa OLEHKa)
Hapywenua na AHIMOHEBPOTHUYEH
UMYHHamMQ OTOK,
| cucmema i | CBPBXYYBCTBHTENHOCT
Covpoeunu bpanuxapaus,
HAPYULEHUA CbpAcYHa
HEJOCTATBbYHOCT,
3abaBeHa AV-
NpoBOoAUMOCT/AV -
bnok
Hapywenus na [ naBoGonue, q CuHkon r
HepeHama CBETOBBPTEXK,
cucmema | napecTesnu _ .
Hapywenus na HapyueHo 3peHue
oyume _ |
| Cooosu XHMOTOHHA
HapyweHus (B/1OLIABAHE HA
HHTEPMUTEHTHO
_ | kKnay IHKaLHo)
Pecnupamopiiu, HucnHes bpoHxocnaibM
CPYOHU U
MeOUAcCmMUuHINY
HaDYUeHUA | | |
Facmpo- KoHcTHnauus, Hucnencus,
UHMeCMuHIHU raacHe, naTyneHums,
HapyuweHus | AHapus | roBpLINaHe _ F
Hapywenus na [Ipypuryc, BrnouwasaHe Ha YpTukapus
Koxcama u EPUTEMATO3EH NCOPHA3UC
NOOKOICHAMAa obpHB
MBbKAH
Obuju napyuienun 'O'rna,uﬂa.m{:'r,
u eqhexmu Ha OTOK
MACMOMO HQA
| npunoxcenue |
Hapywenus na HMMOTEHTHOCT
DPenpooyKmueHam
a cucmema u
2bpoama




Icuxuunu Kowmapw;
HADYULCHUA fernpecus

OcBeH TOBa NpH NMPHNOKEHHETO Ha HAKOW OeTa-Onokepu ce c¢bobaBar M CNeHHTE HeEXKeJaHw
NEKAapCTBEHW peakuWH: XaMolLMHALKMM, MNCHXO3H, ODObpKBaHE, CTYASHW/LIMAHOTHYHHM KpalHMLH,
¢eHomeH Ha PeliHo, cyxoTa B OYHTE, OKYA0-MYKOKYTaHHA TOKCHYHOCT OT NPAaKTOJIOM0B THIL

XPpOHHYHA CHpACYHA HEAOCTATHYHOCT

HMma HanvuHu AaHHKM 33 HEXENaHW JeKapcTBEHH peaxuud npu bonvwn ¢ XCH ot nnauebo-
KOHTPOJIMPAHO KJMHUYHO M3NHTBaHE, B KOETO ¢a sKatoueHu 1067 naumenTa, npuemMaiy Hesubonon u
1061 naumenTa, npremaiim nitauedo. B Tosa vsnutaaHe, obiuo 449 nauuenTa, 1eKyBaHA ¢ HEOUBONOM
(42,1%) coobuiaBaT 3a HexenaHW peakuMH, HaW-MalKOTO ¢ BEPOATHOCT Ja ca CBBLP3aHH C
NPOBEXKAAHOTO NeueHue, B cpaBHeHHe ¢ 334 Gonnu (31.5%), npuemaumn naaunedo.

Haii-yecto cbobOuiaBaHuTe HekelaHW peakUuWH TNpH NauWeHTUTEe, JekyBaHH ¢ HebuBonon ca
OpaauMkapaus W 3aMasHOCT, M ABETEe NOABUAH ce npH okono 11% ot nauueHTHTe. CHLOTBETHHUTE
YECTOTH CPEA MALXUEHTHTE, NpueMaii naauebo ca pecnekTHeHo 2% u 7%.

Mma cbhobuweHus 3a cneanuTte cbOUTHA, KAaTO HEXENaHH peakuuH (Hai-MalkOTO ¢ BEPOATHOCT Aa ca

CBBbp3aHH C N1eKapCTBOTO), KOUTO C€ CYHWTAT 3a OTHACALUM C€ NPEAHUMHO A0 NEYEHHETO HAa XPOHHYHA

CBhpACHHA HEAOCTATBYHOCT:

— BnowaBaHe Ha chpacyHaTa HEAOCTATBUHOCT C€ € NMOABWIO NpH 5,8% OT NaUMEHTHTE, NPHEMANH
HebuBONION B cpaBHeHHE ¢ 5,2% OT NaLHeHTHTE, NEKYBAHH ¢ nnauebo,

- Tloctypanna xunorowus ce cboOuiaea npu 2,1% OT nauMeHTUTE, NEKYBaHH ¢ HeOHWBonon B
cpaBHeHHE ¢ |,0% oT nauMeHTHTE, NeKyBaHH ¢ nnaucoo;

— HenoHoCHMOCT KBM N1ekapcTBOTO ce e noasuna npu 1,6% ot naunedTuTe, npuemany Hebupoaon,
g cpaBHeHHe ¢ (,8% npu nauuenTuTe, npremany niauedo;

— ATtpHoBeHTpHKynapeH 6sok [-Ba cteneH ce e mosBun npu 1,4% OT NauMEHTHTE, NMpPHEMalH
Hebusonon B cpaBHenne ¢ 0,9% oT nauneHTHTE, NEKYBaHH ¢ Nnauedo;

— 3a OTOK Ha nonaHuTe KpaiHuuM ce cvobiasa npu 1,0% ot nauneHTHTe, npueManu Heb1BoNOI, B
cpasueHye ¢ 0,2% oT nauMeHTHTE, NeKyBaHH cbe nnauebo.

ChobiaBaHe Ha NOAO3WPAHH HEXKENAHH PEaKLIHH

Cbob1aBaHEeTO Ha NOAO3MPAHH HEXKENAHU PEaKLMK CNeA pa3pellapaHe 3a ynotpeba Ha nekapCTBEHHA
NPOAYKT € BaxHo. ToBa no3eonsea aa Npoab/xkd HabNOAEHHETO HA CHLOTHOLIEHHETO NOJI3A/PHCK 32
nekapcTseHus npoaykT. OT MeAHUMHCKHTE CHEUMANUMCTH C€ HW3INCKBa Ja ChoOllaBaT BeAKa
NogO3HpaHa HeXenaHa peakuus upes HManwvanurenwara areHuus no JnekapcTeata, ya. ,,JlamsaH

['pyes™ Ne 8, 1303 Codwms, ten.: +359 2 8903417, yebeaiit: www.bda.bg.

4.9, llpeno3upane
JIuncear naHHU 3a npeao3upaHe ¢ HeOMBONOI.

Cumnmomu

CuMnTOMHTE Ha npeno3upane c Oeta-dnokepu ca: Opaavkapaus, XMNOTOHHA, OPOHXOCNAa3bM H OCTpa
CbpACYHA HEAOCTATBYHOCT.

JTevuerue
B ciyuyail Ha npeaosHpaHe MM CBPbLXYYBCTBHTEHOCT, NMaUMEeHTHLT TpabBa na Objle BHUMATENHO
NpocaeasBaH U JIEKYBAH B HHTEH3IUMBHO oTAcncHUe. TpAOBAa Ja ce W3cneABAT HHBATA HA KpbBHATA
3axap. Ab6copbumnaTa Ha €BEHTYJIHO OCTAHANO KOJHYECTBO OT SIEKAPCTBOTO B rACTPOMHTECTHH
TPaKT MOXe€ Ja ce€ NPeaOTBPaTH upe’ CTOMaluHa MPOMHBKA M TIPHIOXKEHHE HAa aKTHBEH Bb Qgﬁi_
nakcaTHeHu cpeacrsa. Moxe aa ce HanoXu NpoBeXJaHe Ha M3KYCTBEHO AuvliaHe. bpaau
MAM CHIHO M3pa3eHUTE BaryCOBH peakUMH Ce JIEKYBaT 4pe3 NpWIaraHe Ha arporn

e -

!
b



MeTUNaTponuH. Ilpd XMNOTOHMA W WOK ce npunarar naazMa/naasMEHH 3aMEeCTHUTENH W, NpH
HeoOXoAHMOCT, KkaTtexonamMuHu. Ha Oeta-Onokupamms edexkt Moxe Ja ce NMPOTUBOAEHCTBA upes
6aBHO WHTPABEHO3HO NPHIOKEHUE Ha M3OMPEHANHH XUAPOXJIOPHA ¢ HauanHa A03a OT 5 pug/MUHYTa
N N00YyTAMUH C HauanHa 103a oT 2,5 pug/MUHYTa 10 nocTHrane Ha xenanus edekt. [lpu
pedpaKkTEpHH ClyHaH W30NpEeHAIWH MOXeE 1a ¢ KOMOMHMpa ¢ JonaMHH. AKO M MO TO3W HAYHH HE Ce
MOCTHIHE XKEIAHNAT ePEKT, MOXKE Aa ce OOMMCIIH HHTPABEHO3HO MPHUNOXKeHHe Ha rokarod 50-100
ug/kg. [lpn HeobxoaumocT, HHKeKLMsTa TPAOBa Ja c€ NOBTOPH B PAMKHMTE HA €AMH 4ac, NOcneaABaHa,
ako Cce Hasara, OT WHTpaBeHo3Ha HHQy3Hs Ha rokaroH 70 ug/kg/h. B kpalinn cnyuan Ha
PE3UCTEHTHA Ha JiedeHHe Opanukapang Moke Aa ce NOCTABH NeHcMeifKkbp.

5, DPAPMAKOJIOTHYHHU CBOVICTBA

5.1. ®apMakoaHHAMHYHEH CBOHCTBA

dapmaxkorepaneBThuyHa rpyna: bera-6okupaiun arentn, cenektusin, ATC xoa: CO7 AB 12

Hebusonon e pauemar or asa eHaHTHomepa, SRRR-uebuBonon (uau d-nebusonon) m RSSS-

Hebuoston (unu l-Hebusonon). Tol koMGuHKpa nBa papMakoONOrHUHH edekTa:

e Tol e KoHKypeHTEH W cenekTHBeH OeTa-peleNTOPEeH AHTATOHUCT. TO3H €(eKT Ce ABMKH Ha
SRRR-enanTuomepa (d- enanTHoMep).

o [lpossaBa cnabo BazonuWnaTaTUBHO AECHCTBME B PE3YNTAT HA B3AUMOAEHCTBUE ChC cUcTEMAaTa L-
AprHHHH/a30TEH OKHC.

[lpy ennoxkpaTeH W MHOrokpateH npHeM Ha HeOMBONOA CE NOHWKABAT CbpPAEYHATA 4ECTOTa M
KPbBHOTO HajlfraHe B NOKOH W MO BpeMe Ha (PU3MUYECKH YCHIIHMA, KAKTO MpH JIHLIA C HOPMAJIHO, TAaKa H
NPH NAUHEHTH ¢ NOBHUIEHO KPBbBHO Hansrane. AHTHXHMINEPTEH3UBHUAT e(eKT ce 3ana3Ba nps
MPOABIXKHTENHO IEYEHHE,

B TepaneBTH4YHH 1034, HEOXUBOION € NULIEH OT aNha-aHTATOHHUCTHYHA AKTUBHOCT

[Ipy OCTPO ¥ MPOABIIKUTENIHO JleUeHHEe ¢ HeOMBONON npv OONMHM C XMNEPTOHMA C€ NMOHMXKABA
NEPUPEPHOTO CHCTEMHO CHA0BO CHIIPOTHBIEHHE, BbNpekuH HaManfABaHETO HA CHPACHHATA YECTOTA, €
BL3IMOXXHO OrPaHHYaBaHE HA HAMAIABAHETO HA CBPACYHHA NeOUT B NOKOH W NMpH (PHIHYECKH YCHITHS
nopaau ysentMuaBaHe Ha yaapHHUA obeM. KaMHHUYHATA 3HAUHMOCT Ha T€3U XEMOANHAMUUHH Pa3IHKH B
CpaBHEHME C Apyru OeTal-peuenToOpHH aHTArOHUCTH HE € HANTBIIHO H3ACHEHA.

Ilpu OonHKM ¢ apTepuanHa xunepToHus, HebuBonon nosuwasa NO-MeAUHPaHHS CBIOB OTrOBOP KbM
aueTHnxonuH (Ach), KOMTO € NOHWXKEH NPH NaUUEHTH C EHAOTENHA AUCHYHKLIHA.

[Ipu xonTposrpano ruiauebo MpoyvBaHe MO OTHOLIEHHE HA CMBPTHOCT-3a001€BAEMOCT, B KOETO Ca
6unu BmoueHH 2128 nauvenTa Ha uau Haa 70 roaunM (cpeana Bb3pacT 75,2 roauMHu) cbe cTabuaHa
XPOHHYHA CbHpPACHHA HEAOCTATBHHHOCT, CbC MM Oe3 HapylueHa ¢pakUMA HA H3TNACKBAHE Ha NABaTa
Kamepa (CpeaAHH CTORHOCTH Ha (PpaKLMA HA U3TIAaCKBaHE Ha JgBaTa Kamepa: 36+12.3%, cbe cneaHoTo
pasnpeaeicHHe: (ppakLMA Ha H3TIACKBaHE Ha NAsaTa KaMmepa noa 35% npu 56% ot 6onuKTe, Ppakuus
Ha W3TJIacKBaHE Ha nasata Kamepa mexay 35% u 45% npu 25% ot naumenTture M dpakums Ha
U3TlackBaHe Ha nABaTa KaMepa Had 45% npu 19% ot HonHUTE) M npocneaeHH B NpoAbIKEHHE
cpexHo Ha 20 Meceua, mpM KOETO € YCTAHOBEHO, 4e NpH JeyeHue ¢ HebGuBonon, npubaBeH KbM
CTaHAApTHATa TEPANUA, 3HAYHTENHO € YAb/IKEH NMEPUOABLT A0 Bb3HMKBAHE HA JIETANEH H3XOI MM
XOCNUTAIM3aUNA BBB BPB3Ka CbC CbPAEYHO-CHAOBH NpobnemMu (NMbpBOCTENEHEH MOKaszaTen 3a
€PHKACHOCT), ¢ OTHOCHUTENIHO HamalaBaHe Ha pucka ot 14% (abcomoTHo Hamanasahe: 4,2%).
HamanasaHeTo Ha pycka € AOCTHIHATO ClieA NPOBEXKAAHE Ha JIEYEHHE B NPOABLIKEHHE Ha 6 Mecela H
€ NOAABLPKAHO 33 UESTHA TEPaneBTHUECH NepHoA (CpeaHa nponwnkuTenHocT: 18 Meceua). EdexrsT oT

N1ABaTa KaMepa Ha BK/IHYCHHTE B NPOYYBAHETO ciyyau. [lon3aTta OT nNpoBEACHOTO Je
NPOAYKT& NMPHA aHANH3 HAa BCHYKHTE IPHYHHH 3a JIETAJICH H3XO0J HE € CTAaTUCTHYECKH 3HA
CPaBHABAHETO ¢ TPETHPaHHTE ¢ nnaiedo (abcomoTHo HaManeHue: 2,3%).



[Ipn nauueHTHTe, NEKYBAHKW C HeOHMBONoA, € OTOENA3aHO HamansiBaHe Ha CJIY4YaUTE C BHe3anHa
cbpaeyHa cMbpT (4,1% cnpamo 6,6%, oTHOocHTeNnHO HamaneHue ¢ 38%).

[Ipy npoeeaeHHUTE IN-Vitro 4 in-vivo NPOYYBAHUA NPH ONMUTHH XKUBOTHH € YCTAHOBEHO, Ye HeOUBOON
HE MPHUTEXaBa BbTPELIHA CHMNATUKOMHMETHYHA AKTHBHOCT.

[Ipu npoeeaeHuTe IN-vItro ¥ N-vIivo APOY4YBaHHA NPH ONUTHH KMBOTHH € YCTAHOBEHO, Y€ NPWIOKEH
BbB (PapMaKOJIOTHYHH 103K, HeBMBONON He npUTekKaBa MeMOpaHO-CTabWMNIW3NpAILO AeHCTBHE.

I1pu 3apasn nobpoBonuM, HEOUBOJION HE OKA3BA 3HAUUTENEH eeKT BbpXY MAKCHUMANHHUA (PHINYECKH
KanaunTeT WK U3APLXKIUMBOCTTA.

5.2. DapMaKOKAAETHIHM CBOHCTBA

Abcopbuus

M nBarta eHaHTHOMepa Ha HeGuBosion ce abcopOupar ObLp3o cnen opaned npueMm. AGcopbuusra Ha
HeOUBONOA He ce BIMAE OT XpaHaTa, HeOHBONON MOXKe 1a NpHeMa Cbe WK He3 xpaHa.

OpanHata 6HOHanH4HOCT Ha Hebusoson e cpeaHo 12% npu nuua, KouTo 6Bp30 MeTabonusupar M
¢akTHYECKH ITbNHA NPUA NHUA, KOUTO MeTabonnsnpar 6aBHo. B steady-state cbCTOSHHE W MPH eAHU H
CbILKM A03M, NHKOBATA MNa3MEHAa KOHUCHTPALWA Ha HenpoMeHeHHs HebuBonon € 23 mbTH No-BHCOKA
MpH NauMeHTH ¢ 6aBeH mMeTaGoNM3BM B CpaBHEHHE C Te3u, ¢ Obp3 meTtabonuibM. AKO ce UMaT
[IPeABHA CYMAaTa OT HEMPOMEHEHOTO JIEKAPCTBO MIKC AKTHBHUTE METAaDOIMTH, pa3Niukara B THKOBHTE
naasMeHH KOHLEHTpauuu € okono 1,3-1.4 nvrH. Tlopagu pa3znuuuaTa B CKOpPOCTTa Ha
MeTaboansupade, aoszara Ha HeOuBosionl TpabBa BuHArM Na ce ONpedesis B CbhOTBETCTBHE C
MHAWBHAYAJTHHTE HYKIH Ha MaLUeHTa: Mo Ta3K NPUYKHA, MauneHTHTe ¢ BaBeH MeTabonu3ILM MOXe /13
Ce HYXKAAAT OT NO-HUCKHK JO3H.

[Ip4 noseueTo nauMeHTH (¢ ObP3 MeTabOAUIBLM) Ce JOCTUIaT IJIa3MEHH HHBA B cTaOUNHO CHCTOSHUE:
3a HeOHUBOJIOM - B paMKHTE Ha 24 yaca U 32 HAKOJKO JHH - 32 XHAPOKCHMETA0OUTHTE.

[InazMeHnTe KOHUEHTpaUMH Ca NpPONOpLMOHANHM HA npHeTraTta jgo3a B paMkute Ha 1-30 mg.
Bb3pacTTa He Oka3ea BAMgHHE BbpXY (PapMaKOKHHETHKATa Ha HeGuBonon.

PaznpeneneHue
B cepyma, nBaTa eHaHTHOMepPa Ha HeOHMBONION ca CBBP3aHH MMABHO € ANOYMHH.
CBbp3BaHeTO ¢ nnasMedute npoterHu € 98,1% 3a SRRR- vebueonon u 97,9% 3a RSSS- neGusonoan.

buoTpandopmaums

Hebusonon ce merabonnsupa 6bp30, HaACTUYHO A0 aKTHBHH XMAPOKCHIHH MeTabonuTH. HeGuBonon
ce M™ertabonnsvpa upe3s AIMMUMIKIIMYHO W apOMAarHO XWApPOKcWnupaHe, N-aeankuadpaHe o
FMTIOKYPOHH3HpaHe, OCBEH ToBa ¢e¢ 00pa3yBaT TINIOKYPOHHAH Ha XHAPOKCH-METabOoNHTHTE.
MetabonusMbT Ha HEOHMBONOJ 4Ype3 apoMaTHO XHAPOKCHIHpaHe ¢ obekT Ha 3aBucum ot CYP2D6
FreHETHYEH OKCHAATHBEH NOIUMOPDHILM.

ElMMHHUpaHe

[Ipy nauvenTHTe ¢ O6BHpP3 METAbOIMIBM E€NHUMHHAUMOHHUAT NOMYXHWBOT HAa EHAHTHOMEDHTE Ha
HebuBosion e cpeaHo 10 yaca. [pu naunenTuTe ¢ 6aBeH MeTaboOAHILM TOH € yabmkeH 3-5 mvTH. [Npw
NauMEHTHTE ¢ Obp3 MeTabonu3bM riazMenute HHUBa Ha RSSS-eHanTHOMEpa ca Manko No-BHCOKH OT
Te3d Ha SRRR-enanTHomepa. Ilpu naumenTute ¢ 6aBeH MeTabonn3ILM, TAa3M pa3iMka € Mo-ronsgma.
[Ipy mauneHTuTe ¢ Obp3 METAabOINIBLM CIHMHUHALIMOHHHAT NONYXKHUBOT HA XUAPOKCHUMETADOIHTHTE Ha

ABata €HaHTHOMepa e cpeaHo 24 vaca, a npu nauueHTuTe ¢ 6aBeH MetabonuibM TOH € OKONO IBa
MbTH NO-ABJBT.

Eana ceamuua cnen npuema, 38% ot nosara ce ekckpetupa ¢ ypunara, a 48% c dekanuure. [lo-
mMasko ot 0,5% oT npHeraTa 1o3a HeGMBOMON Ce U3TbUBA B HEMPOMEHEH BW/I ¢ YPHHATA.




5.3. [lpeaxnanA9aE J1aA0HE 33 Oe300aCHOCT.

npeﬂ.I{HHHH'—-IHHTE JaHHU HE MOKa3BaT ocoOeH PHCK 34 XopaTta Bb3 OCHOB4A HAd KOHBCHLIHOHANHHTC
H3MUTBAHHUA 34 TCHOTOKCHYHOCT H KApUHWHOTEHEH NOTCHUMAIT.

6. PAPMALEBTHYHHN JAHHH

6.1. CnachbK HA NOMOMIHATE BEIECTBA
JlakT03a MOHOXHApAT

LlapeBU4HO HHULLECTE

Kpockapmenosa HaTpui

Xunpomenosa

MukpokpHucTanHa Lienynosa

CuIUUHEB AMOKCUI, KOJIOMAEH, Oe3B0eH
Maruesues cTeapar

6.2. HeebBMeCTHAMOCTH
Henpunoxumo

6.3. Cpok na rogmoct
3 roauHM.

6.4. CnienuanHm YC/10BHS HA ChXPaHEHHe.
To3u nexapcTBEH NPOAYKT HE H3UCKBA CNIELMATHH YCIOBHA HA CbXPAHEHHE.

6.5. Bua B ¢cuaLpiKaAHAE A3 ONAKOBKATA
Tabnetkure ce npeanarar 8 6nucTepHHn onakoBkH {PVC/anymunues bancrep)

['oneMuHu Ha onakoBkara: 7, 10, 14, 20, 28, 30, 50, 56, 100 TabneTkmu.
He BcHukK BUAOBE OnakoBKu MoraT aa Objar fycHaTH B npoaax0a.

6.6. CnennanHn npeana3ns MEPKH NPH H3XBbpJASHE

Hama cneuHasHH U3UCKBAHUA.

7. IPUHTEXATEJI HA PASPEILIEHHETO 3A YIIOTPEBA
G. L. Pharma GmbH, Schlossplatz 1, 8502 Lannach, ApcTpus

8. HOMEP(A) HA PAZPEIIEHUETO 3A YIIOTPEBA
20090315

9. JATA HA IIBbPBO PA3PEIIABAHE/IOAHOBSIBAHE HA PA3PELIEHHETO 3A
YIIOTPEBA

Hata Ha NbpBO pazpewiaBaHe 3a ynotpeba: 30.06.2009

Harta na nocneaHo noaHosasane: 12.04.2017

10. IATA HA AKTYAJIMBUPAHE HA TEKCTA e

OkToMBpn/2023




