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" EHUUIS 10 NIEKAPCTBATA

1. UME HA JIEKAPCTBEHUS ITPOAYKT
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Panubaok 300 mg npax 3a uHdyY3MOHEH Pa3TBOP
Rapibloc 300 mg powder for solution for infusion
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Eavn ¢paakon ceabvpka 300 mg nanaumononos xuapoxnopua (landiolol hydrochloride), ekBuBaneHTHu Ha
280 mg nanauonon (landiolol).

Cnen pekoHcTUTYHpaHe (BxkK. Touka 6.6) Bceku | ml cbabprka 6 mg naHaHOM0JI0B XHAPOXIIOPHL.

3a MbJHUS CMUCHK HA MOMOLLHUTE BELLECTBA BUIXKTE TOYKa 6.1.
3. JIEKAPCTBEHA ®OPMA

[lpax 3a UHDY3HOHEH pa3TBOP.

bsan 1o nouru 640 npax.

4. K/IMHAYHHU JAHHHU
4.1 TepaneBTHYHH NOKA3AHHA

Jlananos101 € NokasaH npu Bb3PACTHH 3a ynorpeda npu:

e HankamepHa Taxukapaus v 3a Obp30 OBNaAsBaHe HA KaMEpHATa Ye€CTOTa MPH NALMEHTH C
MPEeACHPAHO MbKIAEHE WK NMPEACHPAHO TPENTEHE B NEPHONEPATHBHUS W MOCTONEPATHBHKS
[MePUOJL UK TMPU APYTH OOCTOATENCTBA, PU KOUTO € KeJlaTeIeH KPaTKOCpOUYeH KOHTPOJI Ha

KaMe€pHaTa 4eCToTa C KpaTKOAEHUCTBALIO CPEACTRBO.

e HekoMneHcaTopHa CHHYCOBa TaxXMKapaus, KbAETO MO NpeLEeHKa Ha JIeKaps YCKOpeHaTa Chp/ieyHa
NEWHOCT U3UCKBA CreUH(PUYHA HHTEPBEHLIUA.

Jlananonon He e nokasax 3a ynorpe6a npu XpOHHYHH CbCTOSHMUS.
4.2 Jl0o3HpPOBKAa H HAYMHH HA NPHJIOKEHHE

J1o3upoBKa

JlaHanonon e npeaHasHaveH 3a UHTPABEHO3HO MPHUJIOKEHHE B YCJIOBHUSA Ha MOHUTOpHUpaHe. Camo no6pe
KBaJIMPHULIMPAH MEMLIMHCKH CMIELMAJIMCT Ce/iBa 1a npuiara aaHanonon. Jlosuposkara Ha JaHaHO0J]
TpsOBa Aa ce aganTupa WHAHBUAYATHO.

Mudy3uara oOukHOBeHO 3anouBa cbe ckopocT 10 — 40 mukporpama/kg/min, rnpu KoeTo rnoHWkKaBaHe Ha
CbplevyHaTa yectora we Obae nocturnaro cnen 10 — 20 min.

B cnyuaii ue e HeoOxoauMOo Obp30 NOHWKABAHE HA Chp/ieYHATA YeCcToTa (B paMKUTE Ha 2 10 4 MUHYTH),
MOXKE J1a ce OOMHCIM npUiarase Ha HaToBapsaula ao3a 100 mukporpama/kg/min 3a | MUHYyTA, NocieBaHa
OT HEMpEeKbCHATa HHTPABEHO3HA HH(Y3HsA cbe ckopocT 10 — 40 mukporpama/kg/min.

[Ipn naumeHTH cbe ChpaeyHa AMCPYHKLMS UK CENTHYEH LIIOK TPAOBa a ce npuaarar rno-HUCKH HaualHu
N103U4. YKa3zaHUs 3a JO3UPAHETO ca JaJeHH B yacTTa ..CrieMaiHy nonyjaauuu™ U B MHTErpH
Ha 103UpaHe.




Maxcumanna oosza: Ilopabpkaluara 103a Moxxe na Obae yeenuyvena a0 80 mukporpama/kg/min 3a
OrpaHUYEH NMEepHOL OT BpeMe (BXK. TOYKa 5.2), aKO CbpPAEYHO-CBHOBHUAT CTATYC Ha MalMeHTa Halara u
MO3B0OJIABa TaAKOBA YBEJIMYEHHE HA /103aTa U TO HE BOJH 10 MpeBHLLIABAHE HA MAKCMMAaJIHATa JHEBHA /103a.

MakcumasiHaTa npenopbyMTesiHa IHEBHA 103a JJaHAUONOJIOB XUApoxaopua e 57,6 mg/kg/neHonome (T.e.
HH(}Y3Us cbe ckopocT 40 mukporpama/kg/min B npoabkeHue Ha 24 yaca).

Hann4yeH e orpaHH4€H OMUT OT HH(PY3HA Ha JJAaHAUOJO0 C MPOABIKUTETHOCT NoBeYe OT 24 yaca rnpu a03M
>10 png/kg/min.

DopmyJia 3a Nper3HUCIIBaHE Ha NPOAbKUTENHATa HHTPaBeHO3HA HH(DY3HUA OT MUKporpamu/Kg/min KM
ml/h (Panu6saok 300 mg/50 ml = 6 mg/ml):

Lenesa no3a (Mukporpamu/kg/min) x renecHo terno (kg)/100 = ckopoct Ha uudysus (ml/h)

Tabnuua 3a npeodbpaszysane (npumep):

kg l 2 5 10 20 30 40
TesiecHo | pg/kg/min | pg/kg/min | pg/kg/min | pg/kg/min | pg/kg/min | pg/kg/min | pg/kg/min
TEr0

40 0.4 0,8 2 1 8 12 16 ml/h
50 0,5 I 2,5 5 10 15 20 ml/h
60 0,6 1,2 3 6 12 18 24 ml/h
70 0,7 1,4 30 7 14 21 28 ml/h
80 0,8 1,6 4 8 16 24 32 ml/h
90 0,9 1,8 4,5 9 18 21 36 ml/h
100 ] 2 5 10 20 30 40 ml/h

B1b3M0OXHO Ha4aiHO 60/1yCHO NPHIIOKEHHE NPH XEMOJWHAMMYHO CTAOMIHHU MALUEHTH:
@opmyna 3a npeodpasysare ot 100 mukporpama/kg/min 1o ml/h (Panu6nok 300 mg/50 ml = 6 mg/ml):

CKOpOCT Ha UHQY3us (ml/h) Ha HaToBapBaulaTa 1034, KOATO ce npwiara 3a | MuHyTa = TejiecHoTO Terno (kg)

(Ilpumep: ckopocTTa Ha MH(]Y3Hs Ha HaTOBapBalllaTa /103a, KOSATO Ce npuara 3a | MUHyTa, 3a NaLMeHT ¢
Terno 70 kg e 70 ml/h)

B cnyuai Ha HexenaHa peakuus (Bx. Touka 4.8) nosara nanauonosn TpaGBa 1a Ob/ie HamaneHa Ui
HWH(]Y3HATA Ja Ce NMPEeKpaTH U NauueHTUTe TPAOBA J1a NMoyyaT NOAXOAALLO JIeUEeHHe, aKo € HeoOxoaumo. B
C/Ty4al Ha XHUMOTOHUA WK OpaauKapaAMs NPUIOKEHUETO Ha JIaHIMON0J MOXe 1a Obie Bb30OHOBEHO B M0-
HHCKa 1032 CJie]l Bb3CTAHOBSABAHE Ha KPBbBHOTO HAJIITAaHE W Chp/JEYHATA YECTOTA 0 NPHEMJIMBH
CTOMHOCTH. [Ipn NauMeHTH ¢ HUCKO CHUCTOJIHO KPBBHO Ha/IsraHe € HeOOXOAMMO MOBHILEHO BHUMAHHE NPH
ananTupaHe Ha 03aTa U Mo BpeMe Ha noaabpkaiiara HHPy3us.

IIpemunasane kom armeprnamueno nexkapcmeo. Cnell NOCTUraHe Ha aleKBaTeH KOHTPOJI Ha Chp/eYHATa
YECTOTa H Ha CTAOMJIHO KIIMHHYHO CBCTOSSHHE MOXE J1a C€ OCBLIECTBH MPEXO/ KbM aJITEPHATUBHH
NIEKaApCTBEHU MPOAYKTH (KaTo Hanp. nepopaiHd aHTHAPUTMHUHM JIEKapCTBa).

[1pn npexoaa oT 1aHANMON0N KbM aNTEPHATUBHH JIEKAPCTBEHH NMPOAYKTH JIEKApAT TpAOBa BHUMATEIHO Ja
B3€M€ NPEeBH HHPOpMALMATA U JO3UPOBKATa Ha aITEPHATUBHOTO JiekapcTBo. [Ipy npeMuHaBaHe KbM
aNTePHATHUBEH JIEKAPCTBEH MPOAYKT AO3UPOBKATa HA JIAHAMOJIOJ MOXKE Jla CE HAMAJIM KaKTO CJIe/1Ba:

e HMHdy3noHHaTa CKOPOCT Ha JIAHHOJO0J NPe3 MbPBHUS Yac CJie] NPHIIOKEHHETO




® C.ne.u NMPUJIOKCHHUEC Ha BTOPpaTa 103a OT AJITCPHATHBHHUA JICKAPCTBECH TMNMPOAYKT OTrOBOPBHT HaA
[NaLlMCHTA TpﬂﬁBa Ja CC H&GHH),[[&B& H, AKO C€ MOCTHUIHE NMOAABPKAHE HA 3a/10BOJIMTECJICH KOHTPOJI
34 NMNOHE €1HUH 4ac, HHCI)y'.ZHﬂTﬂ JJAHOAHOJI0J1 MOXKE 1a CC NMPCKpaTH.

CrneuMaliHyi nonyJjaluM

llayuenmu 6 cmapuecka év3pacm (= 65 coounu)

He e Heo6X0AMMO KOpHUrHpaHe Ha 103ara.

bvopeuno yspescoane

He e HeoOxoauMo kopurupaHe Ha no3arta (Bx. Touku 4.4 u 5.2).
Heprnoopobmno yepexcoane

JlaHHWTE NO OTHOLUEHHUE HA JIEYEHHUETO MPHU NALUMEHTH C YEPHOAPOOHO YBpEkKIaHE ca OrpaHUUYEHH (BXK
Touka 5.2). [lpenopbuBa ce BHUMaTETHO TUTPUPAHE Ha J103aTa MPH NALMEHTH C KaKBaTO M J1a € CTENEH Ha
4YEepHOAPOOHO yBpeXaaHe, KaTo Ce 3anoyvyHe ¢ Hal-HUcKaTa 1034.

Cvpoeuna ouchynrkyus

[Tpn nauveHTH ¢ HapyweHa ¢pyHkuus Ha asBara kamepa (LVEF < 40%, CI < 2,5 I/min/m?, NYHA 3-4),
Hanp. cJiel Cbp/Je4Ha onepauus, 1o BpeEMe Ha UCXEMHSA WM NMPH CENTHYHH CbCTOAHHUSA, Ca U3MOJI3BAHH M0-
HUCKH J103H, 3ano4Baiuu ot | Mukporpam/kg/min v ca yBeJu4aBaHH CTbNAJOBUAHO 0 HE MOBEYE OT

10 Mukporpama/kg/min npu BHUMaTENHO HabNIOAEHHE HA KPBBHOTO HaJISraHe, 3a /1a Ce MOCTUIHE KOHTPOJI
Ha cbpaeyHaTa yecToTa. [lo-HaraTblIHK yBeMUYeHUs Ha 103aTa MOXKE /1a ce OOMMCISAT MPH CTPUKTHO
C/IeIeHE Ha XeMOJAHHAMHWYHHWTE NMapaMeTPH, aKO TaKUBA YBEJIUYEHHUA ca HEOOXOAMMH U NMOHOCHUMH OT
rneHa TOYKa Ha CbpJA€4YHO-CbAOBHS CTATYC HA MALUEHTA.

Cenmuuen wiok

3a NOCTUraHe Ha KOHTPOJ1 Ha Cbp/leYHaTa YeCTOTa NPH NMALMEHTH ChC CENTHYEH LIOK €a M3MOJ3BaHH MNO-
HUCKH [103H, 3anoysailv ot | Mmukporpam/kg/min, 10 He noseue ot 40 mukporpama’/kg/min. /lo3ara e
yBE€JIM4aBaHa CTHMAJIOBH/IHO HA HHTEPBAJIK HE NMO-MaIKH OT 20 MUHYTH MEX/1y BCAKO YBEJIHUYEHHE Ha
CKOpOCTTa Ha MHQY3HA ¢ | Mmukporpam/kg/min npu BHUMATENIHO ClieIeHe HA KPbBHOTO HaJISraHe.

Heouampuuna nonyrayus

be3onacHocTTa M €UKACHOCTTA Ha IAHAMOON NMPH Jieua Ha Bb3pacT oT 0 10 18 roauHu Bee olue He ca
yCcTaHOBeHH. HajlMuHHUTE MOHACTOSALLEM IaHHHU Ca OMKCAHKU B TOYKA 5.2, HO MPENnoOpbKH 3a 103MPOBKATA HE
MOrar aa ObaaTt JajeHM.

HauyuH Ha NpUIOKEHHE

Panubyiok TpaOBa aa ce pa3TBOpH Npeau NpUIOKEHHE (3a yKa3aHUs BK. ToUka 6.6) ¥ 1a ce U3nosi3ea
BeJHara cjiejl oTBapsHe (Bx. TOYKkH 4.4 u 6.3).

Panubn0k He TpsaOBa 1a ce cMecBa C ApYrH JIEKApCTBEHH MPOAYKTH, C U3KJIKOUYEHHE Ha U30POEHHTE B
TO4YKa 6.6.




Jlananonon TpAdBa na ce npujiara UHTPABEHO3HO MpPe3 LIEHTPaJIEH WK neprdepeH BEHO3EH NMbT U
He TpsaOBa 1a ce npujara B CbhlllaTa UHTPABEHO3HA JIMHUSA, NPe3 KOSATO Ce NPUJIarar JApyrure JieKapCTBEHU
MPOAYKTH (BXK. TOUYKA 6.6).

3a pa3ivka ot aApyru 0eta-0JI0KepH He ce NosSBABa TaXMKapaAus KaTo PeHOMEH Ha OTHEMaHe NMPH BHE3aMHO
CMHUpaHe Ha JlaHaHoJI0J ciel 24-4yacoBa HenpekbcHaTta HHGYy3usa. HezaBucuMo ot ToBa naumMeHTUTe TpaOBa
ja ce HabnKaaBaT BHUMATE/THO, KOraTo Ce npeKparsaBa NpUa0KeHHETO Ha JaHAHOJO.

4.3 IlporHBOonoKa3zaHHUs

-  CBpBX4YBCTBHTEJIIHOCT KbM aKTHBHOTO BELLIECTBO MJIH KbM HAKOE OT NMOMOILIHHWTE BELIIECTBA,
U30pOEeHH B TouKa 6.1.
- Texka Opaaukapaus (no-manko ot 50 ynapa B MUHYTA)
-  CuHapoM Ha OOJTHUA CHHYCOB Bb3€
- Texku arproBeHTpUKYJapHU (AV) HOJAHU HapYyLUEHUs Ha NMPOBOAUMOCTTA (0€e3 nelcMenKbD):
AV-0610k 2-pa unu 3-Ta cTenex
- KapauoreHeH ok
- Texka XMNOTOHUS
- JlekoMneHcUpaHa Cbpie4Ha HEAOCTATbYHOCT, KOTraTo CE CYMTA, Y€ He € CBbpP3aHa C apUTMHATA
- benoapobHa xuneproHus
- HenekyBaH ¢eoxXpoOMOLIMTOM
- OcTbp acTMATHUYEH NPUCTBI
- Texka MeTabO/IMTHA auKa03a, KOATO HE MOXKE J1a C€ KOpHIrupa

4.4 CpoenHajJHH npeaynpexaeHUs H NpeINa3HH MePKH NPH ynorpeda

Panubiok TpabBa na ce peKOHCTUTYHpa Npeau NMPUIOKEHHE U [1a Ce€ U3IMOM3Ba BEHAra C/le]l OTBapsHe
(BX. TOUKa 6).

Hak-4yecTo Ha0JIIOJaBaHUAT CTPAHHUUYEH eEeKT € XUITOTOHHUS, KOATO € Obp30 oOpaTuma npu HamassiBaHe Ha
[103aTa WJIKM NPEKpaTIBaHEe Ha NPUII0KEHHETO.

Habnooenue

[IpenopbYHTENHO € HEMpPEKBCHATO celeHe Ha KpbBHOTO HansraHe U EKI npu BcHukM naumeHTH, Ha
KOWUTO C€ Nnpujiara JaHauoJIo1.

Cunopom Ha nperncoespemeno 6b30yicoane

bera-0i0kepuTe TpsaOBa na ce U30ArBaT NPH NALMEHTH CbC CHHAPOM Ha NMpeXxaAeBpeMEHHO Bb30YyKaHE B
KOMOMHaLIMA ¢ npeaAcbpAHO MbxaeHe. [Ipu Te3u nauueHTH OeTa-0,10Kka1a Ha ATPUOBEHTPHUKYIAPHHUS Bb3EJl
MOXK€ J1a YBEJIMYH MPOBOAMMOCTTA MPE3 AOMbAHUTEHUSA BT U MOXKE 1a NPeH3BUKAa KAMEPHO MbIK/IEHE.
Cwvpoeuen 610k nvpea cmenen

[Topaau HeraTUBHHS UM e(EKT BbLPXY aTPHO-BEHTPHKYJIAPHOTO BPEME Ha NMpoBex1aHe OeTa-010kepu
TpsaOBa J1a ce npuJiarat ¢ NOBHLLIEHO BHUMAaHUWE MPH NaLMEHTH C MbPBa CTENEH ChpaeyeH 010K (BXK. ChILO

TOouKa 4.3).

Cmenokapous na Ilpunymeman

bera-610kepuTe MOrar aa noBUAT GpOs U MPOABIKUTETHOCTTA HA MPUCTHITUTE
NalMeHTH CbC CTeHOKapaua Ha [IpuHumeTan (BazocnacTHYHa CTEHOKapAUs) M0



NPOTUBOAEHCTBUE HA ajlpa-peLenTop-MeAMMpaHaTa KOpoHapHa apTepyaiia Ba30KOHCTPUKLIUAL.
HecenekruBuu Oeta-0n0kepu He TpsOBa aa ce U3N0JI3BaAT MNPU TE3W NALMEHTH, a OeTa-| ceIeKTUBHM
OJIOKEpPH MOrarT Ja ce M3Mo3BaT caMo ¢ U3KIHOUYUTETHO BHHMAHHUE,

Haz;ueﬂmu Cvl C"bp@&"”fﬂ HEOOCMAanbyYHOCI Wil KovMnpomMemupdud XeMOOUHAMUKA

Ynorpebara Ha JJaHAHO.10J1 3@ KOHTPOJI HA KAMEPHHUS OTrOBOP NMPH NALMEHTH C HAAKAMEPHHU apPUTMHH
TpAOBa 1a ce npeaAnpyemMa ¢ NMOBULLIEHO BHUMAaHHWE MPHU NaLMEHTH ¢ (npelliecTBalla) cbp/ieyHa
HEOCTAaTBbYHOCT WJIM KOraTo MaLMeHTHT € ¢ KOMIIPOMETHPAHA XEMOAMHAMHUKA WJIK NPHEMaA ApYTH
JIeKapcTBa, KOUTO MOHWXKABAT HAKOW MJIM BCHUYKH OT CJIEAHUTE NapaMeTpH: nepudepHo cbNpoOTHBIIEHHE,
MHOKapAHO IMbJIHEHE, KOHTPAKTHJIMTET HA MUOKAapa WK pa3npocTpaHEHUE Ha eJIEKTPUUYECKUS UMIYJIC B
MUOKapaa. [Ton3ure OT NnoTeHUHANHUS KOHTPOJ HA YecToTaTa TpAOBA 11a CE NMPELEHAT CNPSIMO pUCKa OT
JOMbJIHHUTENIHO MOTUCKAHE HA MUOKAPAHHUA KOHTPAKTHAUTET. [IpH NbpBUA NMPU3HAK WIH CUMIITOM Ha I0-
HaTaThLIHO BJIOLIABaHE J103aTa He TPAOBa Aa ce yBeJiM4aBa U, ako C€ Hajara, NpUJI0KEeHHETO Ha
NlaHAKOoN0 TpAOBaA 1a ce NpeKpaTH U NalMeHTUTE TPAOBA J1a NoayyaT NnoAXO0ASLIO JIEUEHHE.

Eonospemenno npunoscenue

EnHOBpEMEHHO NPUIIOKEHHE HA JJAHAMOJION C BEPANaMui WK IXITHA3EM HE Ce NMpenopbyBa Nnpu
MaLMEHTH C aTPUMOBEHTPHUKYJIAPHU NPOBOIHU HapyLLeHHUs (BXK. TouKa 4.5).

Hayuenmu ¢ ouabem
Jlananonon Tps0Ba aa ce npunara ¢ NOBULLIEHO BHUMAHHWE NpU 1Ha0ETULIM MM B Clly4ai Ha
XHMOIIHKEMHA. XHUMOTJIMKEMUATA € M0-TeXKKa npu 6eTa-010kepu ¢ no-cnaba kapauoceleKTUBHOCT. bera-

OJI0KepHUTE MOraT Jla MaCKMpaT NpoAPOMAJIHUTE CHMINTOMH Ha XMUITOTJIMKEMUS KATO Harp. TaXxUKapausTa,
HO 3aMaMBaHe W U3NOTABAHE MOXKE 1a HE ObJaT MaCKMPaHH.

bvopeurno yepescoane

[ 'naBHuaT metabosnut Ha slanauosnon (M1) ce ekckpetupa upe3 ObOpeLHTe U BEpPOATHO C€ HATPYIBa B
NnauuMeHTuTe ¢ ObOpPEeUHO yBpeXkKaaHe.

Bounpeku ue merabonutet M1 Ha nanaumonon Hama 6era-610kupalla akTUBHOCT A0pH nipu 1034 200 nbTH
MO-BUCOKH OT TE€3H Ha JIEKapCTBOTO, JIAHAMOJION TPAOBA /1a ce U3MO0J3Ba ¢ BHUMaHHE NMPU NALHEHTH C

yBpeaeHa Ob0peuHa hyHKLuA.

Pe3yJTaTuTe OT KIIMHUYHO MPOYy4BaHE NMOKa3BarT, Y€ He ca HEOOXOAMMH CNiELHaIHU MPe/Nna3Hi MEPKH MNpH
MPUJIOXKEHHE Ha JIAHAHOJI0J NPH NALMEHTH Ha OBOpEeYHO3aMEeCTUTETHA TEpaNHA.

Deoxpomoyumom

[1py nauMeHTH ¢ HeoXpoMOLIMTOM JTAaHAKHOJI0N TPAOBa 1a ce M3M0JI3Ba C MOBUILIEHO BHUMAHHE U CaMO CJie]l
NnpeaBaprTENTHO TpEeTHpaHe ¢ allpa-peuenTopHu O710KepH (BX. U Touka 4.3).

bponuxocnacmuuno 3abonseane

[TauneHTH ¢ OpoHxocnacTHuHO 3abonsBaHe Mo NpUHUMN He OW TpAOBano Aa npuemar 6eTa-010KepH.
[lopaau BHCOKaTa OTHOCHTE/IHA OeTa-| CeIeKTUBHOCT U Bb3MOXKHOCTTA 3a THTPUPAHE HA [103aTa

Tps0Ba BHUMATEIHO J1a ce TUTPHPA, 3a Aa Ce NOJIYyUYH Bb3MOXKHO Hal-HUCKaTa eu
OpoHxocna3bM HH(PY3HsaTa TpsOBa Ja ce npekpaTy He3abaBHO U TPAOBa J1a ce np



aKo € HeoOX0AMMO. AKO NMALMEHTHT BeYe W3MOJI3Ba CPEACTBO, CTUMYJIMpALIO OeTa-2 peuenTopuTe, MOXe
na € HeoOX0AMMO J1a ce HanpaBH MpPeoLIeHKa Ha 103aTa Ha TOBa CPeJICTBO.

Hapywenus na nepugheprnomo kpwveoobpauyenue

[Ipv nauMeHTH ¢ HapylueHUs Ha nepudepHOTO KpbBooOpaLeHue (OonecT wiun cuHapom Ha PeiiHo,
WHTEpMHUTHUpalla Knayaukauus ) dera-6nokepu TpsadBa 1a ce U3non3par ¢ NOBULIEHO BHUMAHHWE, ThH KaTo
MO2K€ J1a Bb3HUKHE BJIOLIABaHE Ha Te3u 3a0019BaHuUA.

bera-010kepHUTE MOrar na yBeMuyaT KakTo YyBCTBUTE/IHOCTTAa KbM ajlepreHu, Taka M CEpHO3HOCTTA Ha
aHauIaKkTHYHHUTE peakuuu. [laumenTu, u3non3sawm Gera-610kepH, MOXKe 1a HE pearupar Ha oOMualHUTE
11034 enNUHEePPUH, U3M0JI3BaHH 3a JlIeyeHHe Ha aHaPUIIAKTHYHU peaklHK (BXK. ¥ TouKa 4.5).

Tosa nekapcTBO cbhabpka no-manko ot | mmol HaTpuit (23 mg) Ha Gu1akoH, T.€. MOXKeE J1a Ce KaXKe, ye
MPAaKTHYECKHU HE CbABbPKA HATPHH.

4.5 BszaumojaeicTBHE ¢ APYIH JIeKAPCTBEeHH NPOAYKTH H ApPYrd GopMH HA B3aUMO/elCTBHE
Kanyueeu anmaeonucmu

KajiuueBy aHTaroHUCTH KaTo Hamnp. NPOM3BOJHHUTE HAa AMXUIPONUPHUANHA (Hanp. HUGEIUNHH) MOXKe aa
MOBHILIAT PUCKA OT XHUIMOTOHUA. [IpH naumeHTH cbe chpacUYHA HEAOCTATHYHOCT €JHOBPEMEHHOTO JICUEHHE
¢ bera-0s10Kkepu MOXe a 10Bejie 10 BJIOLIAaBaHe Ha Chpae4HaTa HeaocTaThbuyHOCT. [Ipenopbusa ce
BHUMATEJIHO THTPUPAHE Ha A03aTa JIAHAWO0A W NOAXOAAL0 HAOMOAeHHEe HAa XeMOAUHAMUYHUTE
napaMeTpH.

Anmuapummuyru cpeocmed

[TpunoxeHneTo Ha nanauonoN TpadBa 1a ce€ TUTPUPA BHUMATETHO, KOraTo Ce M3M0JI3Ba €IHOBPEMEHHO C
BEpanamul, IWITHa3eM, aHTHAPUTMUYHHU Cpe/ICTBA KJac I, aMMOAapOH WK AMIUTAJIMCOBH TpenapaTH, Thi
KaTo €JHOBPEMEHHOTO MPHJIOXKEHHE MOXKE J1a I0Be/IE 10 NPEKOMEPHO MOTUCKAHEe Ha Chp/euHaTa J1eHHOCT
W/WIK aTPUOBEHTPHUKYJIAPHU NPOBOAHHU HAPYLLEHUSA.

Jlananonon He TpAOBa Aa ce u3non3Ba eHOBPEMEHHO C BepanaMu/l WK JHJITHA3EM MNPH MaLMEHTH C
aTPHOBEHTPHUKYJIAPHHU NPOBOJAHU HApYLUEHHUA (BXK. Touka 4.4).

Anmuouabemnu 1exapcmea

EnHoBpeMeHHaTa ynorpeda Ha JJaHAHUOI0] U UHCYJIMH WK NEPOPaiHA aHTHAHWAOETHH J1IeKapCTBEHH
MPOAYKTH MOXeE Ja MOBJIMAE NMOHWXKABALLOTO KpbBHATA 3axap AeicTeue. HuBaTa Ha KpbBHaTa 3axap
TpsbBa na ce c/easT BHUMATENHO, KOraTo Te€3U JIEKAPCTBEHU NPOAYKTH CE NMPUJIAraT e JHOBPEMEHHO, Thil
KaTo Oera-aapeHepryuyHara 010kana MoxXe Aa MacKMpa NpU3HaLMTE Ha XMINOTJIMKEMUS KaTo Hanp.
TaxHKapausTa.

ﬂfKﬂpCfHGEHH rrpa()yxmu, UINOI36AHU O 8PDEME HA AHeCMe3UA

[IpoabmkaBaHe Ha U3MOa3BaHETO Ha OeTa-010Kep Mo BpeMe Ha MHAYKLMS Ha HapKo3a, MHTYOaLKs 1
peKpaTsBaHe Ha HAPKO3a HamMalliBa PUCKA OT aPUTMHAL.

B cnyuaii ye CbCTOSHUETO HAa BBTPECHAOBHA 00€M Ha NMaLUeHTa € HECHIYPHO MW @aHTUXHUIIEPTEH3UBHH
JIEKapCTBEHU MPOAYKTH (BKIKOUHUTEIHO ApYTrH OeTa-0/I0KEPH) ce NMpuarar €IHOB m Honoﬂ.
pedieKTopHaTa TaxXMKapaAusa Moxe aa Obae oTcabeHa U PUCKBT OT XHIOTOHUAN RS Ja-cE $a8/ U .




XHUIMOTEH3UBHHUTE €(PEKTH HA UHXANATOPHUTE AHECTETHLIM MOTAT J1a ObJaT YCHIIEHH OT JIAHHOJIOIN.
Jlo3upoBkaTa Ha BCAKO OT JIEKapcTBaTa MOJXKE /1a ce€ KOPUrupa, ako € HeoOX0AMMO, 3a J1a C€ MOUTbpKaT
JKEJIAHUTE XEMOAUHAMMUYHU NMapaMeTpPH.

[IpunoxeHuero Ha jaHAKOI01 TpAOBa Aa ce TUTPUpA C NOBULIEHO BHUMAHHE, KOraTo ce rnpuJjara
€JHOBPEMEHHO C aHECTETHLIM C MOHWXKABALLl ChbpAeYHaTa yecTora eekT, cyOcTpaTH Ha ecTepasuTe (Hanp.
CYKCaMETOHHEB XJIOPHA) HJIH HHXUOMTOPH Ha XOJIMHECTEpa3aTa (Harnp. HEOCTUIMHH), ThH KaTo
€IHOBPEMEHHOTO MNPHJI0KEHHE MOXKE J1a YCHIIH MOHWKABALLIOTO ChbpAeYHATa YeCTOTa ACHCTBHE WM /1A
YABJDKH MPOABLIKUTENHOCTTA Ha JICHCTBUE HA JIAHMOJION.

[Ipu enHo npoyuBaHe in vifro ¢ W3MOJI3BaHE HA YOBELLKA MJ1a3Ma € YCTAHOBEHO, Y€ €IHOBPEMEHHOTO
MPHI0XKEHHE HAa CYKCAMETOHHH MOXKE /1a YBEJIMYHM MAaKCUMAaJIHATa KOHUEHTPALIM Ha JIAHAHOJIO/OB
XHPOXJIOpHU B KpbBTA ¢ 0K0JI0 20%. AHTaArOHUCTUYHOTO HHXMOUpPaHE MOXKE /1a JIOBEJIE W 10 Y b/KaBaHe
Ha MPOABJDKUTEIHOCTTA Ha HHAYLIMpaHaTa OT CYKCAMETOHHUEB XJIOPU HEBPOMYCKYJIHA OJi0Kaa.

Hecmepououu npomueogwvsnanumennu cpeocmea (HCIIBC)

HCIIBC moxe na Hamansat xunoteH3uBHUTe edekTH Ha Oera-Oiokepure.

IIpu enHoBpeMeHHa ynotpeba Ha ¢nokradeHuH ¢ OeTa-010kepHU € HEOOXO0AMMO 0COBEHO BHUMAHHUE.
Jlekapcmea ¢ anmuxunepmensusnu ehexmu (6KIOYUMENHO AHMUOERPECAHMU, AHMURCUXOMUYU U Op.)

EAHOBPEMEHHOTO NPUIIOKEHHE HA JIAHAMOJIO0J C TPULMKJIMYHH aHTHAENpecaHTH, 6apouTypaTy,
(peHOTHA3HHM WJIH AHTHXHNEPTEH3UBHH CPEICTBA MOXKE /14 3aCHIIM NMOHWKABALIMSA KPbBHOTO HaNsATraHe
edekr. [punoxenueTo Ha naHaKoN0N TpAOBa Ja ce aanTHpa BHUMATEJIHO, 3a /1a ce u30erHe HeoyakBaHa
xunoroHus. [lpu ynorpeba Ha amucynnpua € HeoOXoaAMMO 0COOEHO BHUMAHHUE.

KomOHHauMsaTa Ha JJaHAMO0M € raHTIUHHK 6JI0KEPH MOKE J1a YCHIIH XMITOTEH3UBHHS e(eKT.
Cumnamuxomume muyHu 1ekapcmea

Edexrure Ha nananonon Moxe aa ObaaT HAMaIeHH WM HEYTPATM3HPaHH, aKO CE MPHUIAra CbBMECTHO ChC
CUMIMAaTHKOMUMETHYHH JIEKAPCTBEHH NPOYKTH, IEHCTBALLM KaTO OeTa-aapeHeprudHU aroHucTH. Moxke na
C€ HAJIOXKH J103aTa Ha €IHOTO WJIK IPYTrOTO JIEKApCTBO Ja ObJe KOPUrupaHa Bb3 OCHOBA Ha OTrOBOpa Ha
MaLMEHTa WK 1a c€ OOMMCIIM U3MOJI3BAHE HA aJITEPHATHBHU TEPANEBTHYHH areHTH.

Kamexonamunuzuepneawju cpedcmea

KarexosaMHHH3YEpNBaLLK X AHTUCUMITATHKOTOHHYHH CPeACTBa (HaNpUMep pe3eprinH, KIOHWAMH,
ACKCMEAETOMM/IMH) MOrar Jla UMaT aJuTHBEH €(EeKT, KOraTto ce npujarat €JHOBPEMEHHO C JIaHAHOJIOJI.
[TaumeHTHTE, IEKYBaHH €1HOBPEMEHHO C TE€3U CPE/CTBA, TPAOBA 1a ObAaT BHUMATENIHO HA0I01aBaHU 3a
MPU3HALH Ha XHUIOTOHUA HJIM H3pa3eHa Opaaukapams.

EnHoBpeMeHHaTa ynoTpeba Ha KJIOHHAWH U OeTa-6iokepu yBesnnuasa pucka ot "rebound" xunepronus.
BBNpeKH Y€ TaKbB XHMEPTEH3UBEH €(PEKT HE € YCTAHOBEH CJIE/] MPUIOKEHHE Ha JIAHIUOJIO0 B
MPpOAbJDKEHHE HA 24 yaca, HE MOXE 1a Ce U3KJIKOUYHM TaKbB e(eKT, aKo JIaHIMOJI0N CE MW3MO0J13Ba B
KOMOWHAUMA C KNTOHHJIHH.

Xenapun




Ha JIAHMO0/10J1 BbB BPb3Ka C MPEAH3BUKAHO OT XernapruHa NOHWXEHHUE Ha KPbBHOTO HasATaHe U
MOBHLLIABAHE HA BPEMETO HA LMPKYJIauus Ha JlaHanono. CTOHHOCTHTE Ha ChpeYHaTa YeCTOTa HE ca ce
MPOMEHHWJIU B Ta3W CUTYaLIMS.

Bzaumooeucmeus ¢ Opyeu aekapcmeenu npooyKmu

AHA(QHIIAKTUYHH PEaKLMH, NPUYUHEHHU OT APYrH JEKapCTBEHH NMPOAYKTH, MOraT Aa ObJaT Mno-cepHO3HH
[P NauKUeHTH, Npyuemallm d6era-ookepu. Te3n nauMeHTH MOXe 1a HE Ce€ MOA/1aBaT Ha JIeYeHHe C
eNHHEPPHUH B HOPMaJIHA 1032, HO MHTPaBEHO3HO WHXKEKTHPAHE Ha IJIIOKAroH € epeKTHBHO (BXK. U TOYKa
4.4).

[ToreHunan®sT 3a B3aumoaelcTBUe Ha meTabonuTute M1 U M2 Ha 1aHAKO.10]1 ¢ €IHOBPEMEHHO
ynoTpedsBaHH JIEKapCTBEHU NPOAYKTH He € u3BecTeH. @apMakoaMHaMUUHUTE eeKTH HA METAOOITUTHUTE
HE CE€ CYMUTAT 3a KJIIMHUYHO 3HAYUMH (BXK. TOYKa 5.2).

4.6 DeprHiaHTET, DPEeMEHHOCT H KbpPMEHE

bpeMeHHOCT

Mma orpaHn4eHH AaHHH OT ynortpedara Ha JJaHAMOJ101 NpH OpeMeHHH KeHH. B e AMHCTBEHOTO KIMHUYHO
Mpoy4yBaHe CnpaMo riauedo npu 32 nauMeHTKH, NJaHUPaHH 3a paxkaaHe ¢ 1e3apoBo ceueHue, 200
MHKporpama/kg n1aHaHoN0J1, MPUIOKEH 110 BPEME Ha BbBEX/IaHE B aHECTE3HUsA, OTC1a0Ba XeMOAMHAMUYHUS
OTroBOp, NpEeAU3BHKaAH OT TpaxeasiHa UHTYOauusa. He ca cboOLueHu HexkenaHu cbouTHda. He ce
Ha0K01aBaT pas3/IMKK B OLEHKHTE MO Apgar Ha ruioj1a Ha |-Ba MMHYTa M 5-Ta MMHYTa MEXK/Y NMaUHEHTKHUTE
B rpynara ¢ JJaHAHOo/0/ U rpynara 0e3 nanauosnol. [lopaau Bucokara cu 6era-1 cesleKTUBHOCT JIaHAHOJION
HE MOBJIMABA MAaTOYHHTE KOHTPaKLUMH. [ IpoyuBaHUATA NPU )KUBOTHHU HE NMOKA3BaT KJIMHUYHO3ZHAYUMH
e(PEeKTH, CBbP3aHH C PenpoOAYKTUBHA TOKCHYHOCT (BK. TOuKa 5.3).

Karo npeanasHa mspka € 3a npeanoyqTaHe ga ce u304rea ynorpedara Ha JIaHM0JI0I 110 BpeEMeE Ha
OpEeMEHHOCT.

B13 ocHOBa Ha papMakoJIOrMuHOTO AeiicTBHe Ha GeTa-6710KepHTe B NO-KbCEH NEPHO/L OT OPEMEHHOCTTA
TpsAbBa 1a ce UMaT MpeaBH/L HexenaHH eekTH BbPXY MJ10a U HOBOPOJEHOTO (0COOEHO XHUMOTTMKEMHUS,
XHIMOTOHUA U Opaaukapaus).

AKO MPOBEXKAAHETO HA JIEYEHHE C JIAaHAMOJION Ce CMETHE 3a HEOOXOAMMO, TPAOBa J1a ce ClIeaT yTepo-
MJIAaLICHTAPHHUAT MPUTOK Ha KPbB M pacTexbT Ha ruioga. HoBopoaeHoTo TpsOBa aa ce Habs01aBa

BHHUMATCJIHO.

KbpMeHe

He € u3BECTHO Aaiv JIaHAHOI0/ UM HETOBUTE METabOIUTH Ce eKCKpeTHpaT B KbpmaTa. Hannunure
(papMaKOKHHETHYHH AAHHH TMPH )KHBOTHH MOKA3BAT €KCKPELIMs Ha JJaHAMO10 B MIskoTo. He Moxke na ce
H3KJIFOUYM PHUCK 3a KbpmaueTo. TpsabBa na ce B3eMe pelleHHe Aali 1a Ce NPeyCTaHOBH KbPMEHETO HIIH /1A
C€ NpeyCcTaHOBH/Jla HE Ce NMPHUJI0KH TepanuaTa C JJaHMO0J10J1, KaTO Ce B3eMaT IMpeABHIL 1o13aTa OT
KbPMEHETO 3a AETETO M 110J13aTa OT TepanusaTa 3a KeHara.

DepTUnurer




4.7 EdexkTn BbpPXY CnocoOHOCTTA 3a mopupane U padora ¢ MAIIHMHH

Henpunoxxumo.

4.8 HexeaHH JIeKAPCTBEHH peaKUHH

a) Pesztome na npocuna na 6ezonacnocm

Haii-uecto HaOmonaBaHuTe HexenaHU aekapeTBeHU peakuuu (HJIP), cbobluaBaHu oT KIMHHYHM

M3NUTBaHUA (2382 nauMeHTH) U OT NOCTMAPKETHUHIOBH MPOYUYBaHHS 3a pe3y.JITaTUTE OT

JeyeHueTo/npoyyBaHusa Ha ynorpedara (1257 nauyMeHTH) Ha J1aHHO0J10J1, Ca XUNIOTOHUS U OpaauKapams
(= 1% no < 10%).

HexxenaHure 1€KapcTBEHH peakLMM ca NpeacTaBeHH B TabiMLaTa no-a0y no CUCTEMO-OpraHeH KJiac U
yecToTa — MHOro yectH (= 1/10), yectu (= 1/100 no < 1/10), Heuectu (= 1/1 000 no < 1/100), penku

(= 1/10 000 no < 1/1 000), mHoro peaku (< 1/10 000) u ¢ Heu3BecTHa yecToTa (UecToTaTa HE MOXKE 1A
Obae onpejaesneHa OT HAJIMYHUTE JaHHH).

6) Tabnuuno pesome Ha HedAceNanume peaxyuu

Undexkumnn u nudecraumu

Heyecmu: NTHEBMOHUS *
PeoKuU: MEAHACTUHUT*

HapyuieHus Ha KpbBTa M
NMM@HATa CUCTEMA

Hevecmu: TpoMOOUUTONEHUS *

HapyuieHus Ha
MeTabo/Iu3Ma U XPAHEHETO

Heyecmu. XUnoHatpuemus™*
PeOKU. XUNEPIITHKEMHA

Hapyuwienus Ha HepBHaTa
CUCTEMA

Hewecmu: uepedpaiHa ucxemus™, rnasodosime
PEOKU: MO3bYEH HH(DAPKT, MO3bYHOCHA0B HHCYJIT, NPUMNAAbK

CbpaeyHU HapyLLeHUs

yecmu: OpaauKapaus

Heyecmu: NPEACBPAHO MBXKIAEHE, CbpAEYEH apecT™, CHHYCOB apecT.
Taxukapaus*

peoku: MUOKapaeH HHGapkT*, kaMepHa TaXUKapaAHsa™, CHHAPOM Ha HUCBHK
CbpaeueH neOUT*, arpuoBeHTpUKYIapeH O10k™*, neceH 6eapeH 010K™.
HaJIKAMEPHH €KCTPACUCTOJIH, KAMEPHH €KCTPACUCTOJH

Cb10BH HapylLIE€HUS

Yecmu: XUNOTOHUSA
Hevecmu: XuneproHus *
PeOKU: WOK*, ropeliy BbjaHu*

PecnupaTtopHH, rpbIHH H
MENHACTHUHAJIHK HapYILIEHHUS

nHeuecmu: 6en10apo0deH OTOK
peoku. actMa®, pecnnuparopeH aAucTpec®, pecnupaTtopHO HapylueHHe™,
OpoHxocnaszbm, AMcnHes*, Xunokcus™*

CToMallHO-4YpeBHH

Hevecmu. NOBPbLUAHE, 'a1ICHC

HapYLUEHUS eOKU. TMCKOMGOPT B KOPEMa, OPaJIEH CEKPET, JIOLU JIbX
XenaroOuauapHH Heyecmu. 4YepHOApOOHO yBpexaaHe*, xunepounupyouHemus*
HapyLIEHHUS

HapyuieHus Ha KoxkaTa
MOJAKOXKHATA ThKaH

peoKu: epuTemMa, cTyaeHa nor*

HapyuieHus Ha MyCKYJIHO-
CKeJIETHATa CUCTEMA U
ChEAMHMTEIHATA ThKaH

PeoKu: MYCKYJIHU Cna3Mu

HapyweHnus Ha Ob0peumTe U
MUKOYHUTE MbTHULLA

peoku: 6pr0peyHa HelocTaTbYHOCT*, ocTpa ObOpeuH TaTb4YHOCT,

OJIUTY pHS




OOum HapylweHus U edeKTH | peoku: nupekcus™®, BTpucade®, auckoMdopt B rbpaute*, 60/1Ka Ha MACTOTO
Ha MACTOTO Ha NMPUJIOKEHUE | HA NPHUII0KEHUE

¢ Heuzgecmua yecmoma: O0NKa Ha MACTOTO Ha MPUI0KEHHUE, peaKLius Ha
MACTOTO Ha MHXKEKTHUPaHE, yCellaHe 3a HaTUCK

UzcnenBaHus yecmu: NOHWKEHO KPbBHO HAIsAraHe

Heyecmu: OTKJIOHEHUS OT HOpMaTa Ha alJaHUHaMHHOTpaHcdepaszara
(AnAT/GPT)*, acnapraramuHoTrpaHcdepasara (AcAT/GOT)*, noBUiueHH
TpaHchepasu, OTKIOHEHUS OT HopMaTa Ha Opost Ha EPUTPOLIUTUTE™,
xemornoouHa*, xemarokpura*, 6pos Ha TPOMOOLIMTHTE, 1aKTaT-
AeXH/IporeHasara B KpbBTa, ypesaTa B KpbBTa*, NOBUIIIEH KPEATHHHUH B
KPbBTA*®, OTKJIOHEHHUS OT HOpMaTa Ha KpeaTHH(PocPOoKHHa3aTa B KpbBTa™,
oOwms OenTovk*, andymMuHa B KpbBTa®*, Kanus B KpbBTa*, X0NecTepona B
KpbBTa*, Opos Ha NE€BKOLUMTHTE*

peoku: nenpecus Ha ST cermMeHTa B €JIeKTpOKapaAHOrpamaTa, HHBEpCHS Ha
T-BbsiHaTa B enekTpokapauorpamara®, yasnkeH QRS komruieke B
eJIeKTpOKaparMorpamMara, noBULLEHO apTepUaHO Handraie B 0enus apoo*,
noHwxkeHo PO*, noBulueHa ypes B ypuHaTa®, OTKJIOHEHHsS OT HOpMara Ha:
Opost Ha HeyTpodHunuTe, ankanHara docdarasa B KpbBTa*, ankanHara
pocdaraza B 1eBKOUMTHTE, CBOOOAHHUTE MACTHH KMCETHHH, XJIOPHIUTE B
KpBBTAa; IIIOKO3a B ypUHATa*, OTKJIOHEHHSA OT HOpMaTa Ha TPUIITHLIEPUIUTE
B KpbBTa*, HasiMuMe Ha O6enTbK B ypuHaTa*.

* vecmomama ce ochogasa na 00006uien ananuz na 42 npoyYeanus (RPOYYEAHUA CAPAMO KOHMPOIHU 2PYAU €
niayebo, ¢ Opyeo aKkmueHo éeuyecmeo ulu Oe3 j1evenue, Kakmo u npoy4Y8anus 6e3 KOHMmponHa 2pyna), 8 koumo 2264
nayueHmu ca 1eKy8anu ¢ 1aHoOuo10.

6) Onucanue Ha u3opanu HeduceIanu peaxKyuu

B nocTmMapKeTHHroBMTE NPOYyYBaHMS 3a pe3yJiTaTta OT JieHeHHeTo/Npoy4BaHus Ha ynorpebara Ha
JIAHJIHOJIOJ1 YECTOTATa Ha HEXKENAaHWTE CbOMTHUS XMNOTOHUS M Opaaukapaus € cboTBeTHO 0,8% u 0,7% (ot
1257 nauneHTH). Bcuuku ciiyyau Ha XUNOTOHUA U OpaauKapaus, CBbP3aHU C JIEYEHHE C IaHHOJIO/ B
OMUCAHHUTE MPOYUBAHHS, Ca 3aBbPLUKIIM C Bb3CTAHOBSABAHE WK noaodpeHue 6€3 1a ca U3BBbPLIEHH
KaKBMUTO M J1a ca ICHCTBUA UK B PAMKHUTE Ha MUHYTH CJie/l MPEeKpaTABaHETO Ha JIAHAHOJIOJ U/ WIIH
NOMBAHUTEHO JIEUEHHE.

CepHO3HHU HEXEJaHU ChOUTHA Bb3 OCHOBA HAa KIWHWYHHU MPOYYBAHHUS/MOCTMAPKETHHIOBH MPOYYBAHUS HA
ynorpedara: OT KIMHUYHO U3NUTBAHE € CbOOLLEH LLOK MOopaay NpeKoOMepHa XUNOTOHMS TIPH €WH
MaLKEeHT C TEXKKO KbPBEHE NepHonepaTHBHO (CbOMTHETO € NpUKIoUYUI0 10 MUHYTH cliea cnupaHe Ha
MPUJIOKEHHUETO Ha NaHAHO0JI0, NpocTariaHadH 1 u3oduypan). Cnyvyaure Ha CbpAEUYEH apecT, NbJjieH AV
0JIOK, CHHYCOB apecT U TexKa Opaaukapans, cboOLIaBaHH OT KJIMHUYHHW M3MWTBAHUS U MpOCiieIsBaHe Ha
JICYEHHETO C JIAHAHOJION CJle]l MYCKAHETO Ha nasapa, ca NpeAMMHO NMpH NAaUMEHTH B CTapyecKa Bb3pacT
WIH YCJIOXKHEHHA MPH NMALMUEHTH C XUNEPTOHUSA UK CbPACYHHU 3a001sBaHUA.

MepkuTe, KOMTO TpsaOBa 1a ce npeanpueMar, ako Te3u cnelurMdUYHU HeXKeslaHHW peakLMH ce NosABAT, ca
ONMUCaHH B TouKa 4.2.

2) Apyeu cheyuannu nonyrayuu

B npoyuBaneto LANDI-SEP npu nauueHTH cbe cencuc HexenaHuTe CbOMTHUS, CBBP3aHH C JIAHAHOJION,
BKJIFOYBAT XMNOTOHUSA (5 cvOuTHs npu 5/98 [5,1%] naumentn), Opagukapaus (3 cvoutus npu 2/98 [2.0%]
NaLlMeHTH) WK NOHWXKEHA Cbhpae4vHa yectoTa (1 cvOurHe npu 1/98 [1,0%] naumeHTH), ChpASHHS
avcpyHkums (1 cuburure npu 1/98 [1,0%] nauueHTH), CHHAPOM Ha HHCBHK Chp/eye um:; POPRIE
1798 [1,0%] nauueHTH), noBuLieHH YepHoApoOHU eH3uMHU (1 cbOuTHe npu 1/98 G\
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NMOBHLIEHA MJiIeYHa KUceruHa B KpbBTa (1 cubutue npu 1/98 [1,0%] nauuenTn) u nonuypus (1 cuOuTHe
npu 1/98 [1,0%] nauneHTH).

Mma orpaHuyeHH JaHHH OTHOCHO Oe30nacHOCTTa NpU ynorpedara Ha JIaHIMOJ10/1 B CTapyecKa Bb3pacT.
HescHoTHUTE NO OTHOWIEHHUE HA Npoduia HAa OGE30NacHOCT Ha JIaHAKO010.1 TPAOBa J1a c€ UMAT NMpeABU/1, ThiH
KaTo HeXeJJaHU CbOUTHS OMXa MOIIM 1a HACTBNAT W B pe3yJITaT OT €JHOBPEMEHHOTO M3MO/I3BAHE HA APYTH
NIeKapCTBa WK OT aHECTe3UATA.

CpoOlaBaHe Ha NO103UPAHU HEXKEJIAHW PeaKLIHH

CpoOliaBaHeTo Ha NOJAO3MPaHH HEXENaHH peaKLMK Clie]l pa3pellaBaHe 3a ynorpeda Ha JiekapCcTBEHUS
NPOAYKT € BaXXHO. ToBa no3sosisiBa Aa Npoab/iku HabMOAEHUETO Ha ChbOTHOLLIEHHUETO NOoJ3a/pUCK 3a
NIeKapCTBEHUSA MPOAYKT. OT MEAULIMHCKHUTE CMNELUAJIMCTH C€ U3UCKBA J1a CbOOLIIABAT BCAKA MO103HpaHa
He)KeJlaHa peaklus Ha:

M3nbaHUTENHA areHUUs 1o JeKapcTBara

yi. ,Jamsau ['pyes™ Ne 8

1303 Codwus,

Ten.: +359 2 8903417

yeOcaiT: www.bda.bg

4.9 Ilpenosmpane

B ciyyai Ha npeno3vpaHe MOXKe 1a CE MOABAT CACAHUTE CUMNTOMH: TEXKA XUIMOTOHUS, TEKKA
Opaaukapausa, AV 010k, cbpeyHa HeJOCTaTbYHOCT, KAPAMOTreHEH LIOK, ChpAeU€eH apecT, OpoHXocna3bM,
AWXaTesiHa HEAOCTAaTbYHOCT, 3aryba Ha Cb3HaHHWE 10 KOMa, KOHBYJICHH, rajieHe, NMOBPblaHe,
XUMOIJIMKEMHUS, XUTNEePKaTUEMHUA.

B cnyuait Ha npeno3yMpaHe NpUIoKEHUETO Ha JIaHAWOJI0N TPAOBA J1a ce NMpeKpaTH He3abaBHO.

BpemeTro, He00X0AMMO 3a U3ue3BaHE Ha CUMNTOMMTE CJie]l NPelo3UpaHe, L€ 3aBUCH OT TMPHIIOKEHOTO
KOJIMYECTBO JIaHIH0J10J1. Bbnpeku ue eexkTbT Ha TAaHAMOI0N 32 NOHW)KABAHE HA ChpJEYHATa YEeCTOTA
HamassBa Obp30 ciiell Kpasi Ha NPUJI0XKEHHUe, 3a TOBAa MOXKe J1a € He0OXOIMMO NMoBeYe BpeMe B CPaBHEHHUE C
30-Te MUHYTH, YCTAHOBEHHU MPU NMPEKPaATABAHE HA JICUEHHETO MPH TEPANEBTHUHH 103H.

Moxe 1a ce Hall0’KH M3KYCTBEHO 00auuIBaHe. Bb3 ocHOBa Ha Hab01aBaHUTE KIMHUYHM eekTH TpaOBa
J1a C€ UMaT NpeaBH CieAHUTE OOLLUM MEPKHU:

- bpaduxapous: na ce npuaoX1 UHTPABEHO3HO aTPONMUH WK PYr aHTUXOJIMHEPTrHYEH JIEKapCTBEH
NMPOAYKT U ciiel ToBa Oeta-|-cTumynaHT (100yTaMHuH H T.H.). Ako OpaauKapausTa HE MOXKe /13
Obie JIEKyBaHa 10CTaTbYHO 100pe, MOXKe /1a € HEOOXOAUM nencMenKbp.

- bponxocnaszvm: 1a ce NpUJIOKHU HeOyIM3upaH 6eTa-2-CUHMNATUKOMHUMETHK. AKO TaKOBAa JieYeHHeE
HE € JOCTAaThYHO, MOXeE J1a c€ OOMHUCAH UHTPABEHO3HO NPHI0KEeHHEe Ha Oera-2-
CUMIMAaTHKOMHUMETHK HJIH aMHUHO(UIIUH.

- Cumnmomamuyna Xunomonus: 1a ce NPUJI0XKAT HHTPABEHO3HO TEYHOCTH W/ WITH JIEKapCTBa,
MOBULLIABALLM KPbBHOTO HajliraHe.

- Homuckane na cvpoeunama 0euHocm u Kpb8ooOPAeHUCMO WU KAPOUO2CHEH WOK: MOXE 1a Ce
MPUJI0KAT AUYPETHLH (B ciiyyaid Ha OesioapoOeH 0TOK) UM cuMnaTMKoMuMeTHLM. Jlo3aTa Ha
CUMMATHKOMUMETHLIMTE (B 3aBUCMMOCT OT CUMNTOMUTE, Hanp. J00yTaMHH, J10MaMHH,
HOpaJpe€HauH, aipEHAJIHH U T.H.) 3aBUCH OT TeparneBTHYHUA edekT. B cayuail ue e He0OX0UMO
MO-HATaTBLUHO JICYEHHUE, MOXKE J1a Ce MPUJIaraT UHTPABEHO3HO CEHUTE JIEKAPCTBA: aTPOIMH,
WHOTPOIHH CPeACTBA, KAJIUUEBH HOHH.




5. ®APMAKOJIOITMYHU CBOUCTBA

5.1 dapmMakoaHHAMHYHH CBOHCTBA

MdapmakorepaneBTHyHa rpyna: CenekTuBHU OeTa-0nokepu
ATC kon: CO7TAB14

Mexanu3bM Ha aekicTBue/DapmakogHHAMUYHU e(DEKTH

JlaHanos101 € BUCOKO cenekTuBeH Oerta- | -anpeHopelienTOpeH aHTaroHMCT (CEeNeKTUBHOCTTA 3a OeTa- | -
peuenTopHara 6;10kana € 255 NbTH NO-BUCOKA, OTKOJIKOTO 3a Oera-2-peuentopHara 610kaaa), KOWTO
HHXHOMpA MOJIOKHUTETHUTE XPOHOTPONHH €(EKTH HA KaTeXONAMUHHUTE aipeHAIMH W HOPAAPEHAJIUH B
CbPLETO, KbAETO NPEAHUMHO ca pa3nonoxeHu 6era-1 peuentopure. CMmaTa ce, Ye JAHAHOJION, KAKTO
Apyrure 0eTa-0/10kepH, HaMasiBa CUMNATHKYCOBOTO J€HCTBHE, KATO B PE3YTAT HA TOBA BOAH 10
HaMajisiBaHe Ha Cbp/eYyHaTa 4eCcToTa, HaMaJIIBAHE Ha CNIOHTAHHATA CTUMYJIALIUS OT €KTOMHUYHH
NEHCMEHKbPH, 3a0aBsHE Ha NPOBEXKAAHETO M YBelWYaBaHe Ha pedpakTepHHUs NMEPHO/ Ha aTPUO-
BEHTPHKYJIApHHUA Bb3el. B KIMHUYHH NpOyYBaHUA JIAHAMOJION OBJIAJIABA TAXUKAPAMUATA MO W3KITIOUYHTETHO
KpaTKOJIEHCTBAlll HAYUH ¢ OBbP30 HaYano U Kpak Ha IeMCTBMETO U OCBEH TOBA MOKA3Ba AaHTHUCXEMUYHH H
KapAUOINPOTEKTUBHU e(PeKTH.

KJiMHHYHA ehUKACHOCT

Bb3 ocHOBa Ha naHHuTe OT 21 nMyOnMKyBaHH KIMHWYHH NpoyuBaHus 1369 nauueHTH ¢ nepuonepaTuBHa
WJIH NAPOKCH3MA/IHK CYNPaBEHTPUKYJIApHH TaxHapuTMHUH (SV'T) ca Tpetupanu ¢ nanaumonon. Kpaiinara
TOYKa 3a €(PUKACHOCT 3a JiIeueHHe Ha CUHYcoBa Taxukapaus unu SVT e onpenesieHa KaTo HamansBaHe Ha
CbpJe4HaTa YeCTOTa W/HWIH Bb3CTAaHOBABAHE Ha CUHYCOBHS pUTbM. 3039 naumeHTH ca JIEKyBaHH ¢
NaHAHONON 3a NPEeAOTBPaTABAHE HA NEPHONEPATUBHO NPEACHPAHO MBXK/IEHE H 3a JIeYEHUE WK
NpeJoTBpaTsBaHe Ha HEOIArONPUATHH XEMOAHHAMHUYHH H IPYTH OTTOBOPH KbM OMpeeSeHH CTUMYJIH,
CBbP3aHH C HHBA3MBHH NMpoueypH. KOHTpo Ha cbpaeyHaTa 4ecToTa U KPbBHOTO HaJisraHe ca Ouiu
OCHOBHMTE TOKa3aTe/Iu 3a eUKAaCHOCT B Te3u npoyuBaHus. [Ipu nauMeHTHTE, NE€KYBaHH C JIAHAHOJIOJ, €
Ha0J1F01aBaHO 3HAYMTE/IHO HaMalIsBaHe Ha Chbp/IeYHATa Y€CTOTa WK MPEJOTBPATABAHE HA PA3KO
NOBHLIEHHE HA CbpAEUYHaTa YeCTOTA.

[leamaTrpuyHa nonyJsauus

EBponelckara areHLMs 110 IeKapcTBaTa oT/1ara 3a/b/DKEHUETO 3a NPeIOCTaBAHE Ha Pe3yaTaTHUTE OT
npoy4BaHusTa ¢ Panub/ioKk B €AHa UK noBeye NOArpyNnH Ha NeAMaTPUYHATA MONYJIalus NPH JeYeHUE UK
Npo(HIaKTHKA HAa HAKaMepHH apuTMHH. BiokTe Touka 4.2 3a uHpopmaums OTHOCHO ynoTpeda B
neauaTpusTa.

JlaHHWTE 32 JieueHHe Ha HaJIKaMEPHU TaXHAPUTMHH C JIaHHOJIO MPH JeLla ¢a OrPaHHUYEHH U Ce OCHOBABaT
Ha nyOnuKyBaHaTa JuTeparypa. HenpekbeHara undy3us Ha nanaunonon 4 mukporpama’kg TT/min e
HamaJjiujia Cbpie4HaTa 4eCTOTa H € Bb3CTaHOBHJIa HOPMAJIEH CUHYCOB PUTBHM NpH 3-MeceuHo Oebe ¢

NOCTOINEPAaTHBHA €KTONMMYHA TaAXUKAP/HA OT aTPHO-BEHTPUKYIAPHOTO CheAMHeHHe (junctional ectopic
tachycardia — JET).

YeTupu nauuMeHTH Ha Bb3pacT Mexay 14 1Hu U 2 roaMHu, KOMTO ca pa3Buiu nepuoneparusua JET, ca
JIEKYBaHH ¢ JaHauono. [1pyu BcuukH TaX npunaraHeTo Ha naHaMos10 B 103a ot 1.0 1o

10,0 mukporpama’/kg TT/min noctura ycneuieH KOHTpoJ Ha cbpae4Hara uectora. He ca HabnonaBaHu
HeXeNaHH CbOMTHA KaTo OpaauKapans, XMNOTOHUSA WIH XHITOTJTHKEMHUS.

[1Ipn eanH perpocnekTuBeH aHanu3 |2 nauMeHTH Ha Bb3pacT Mexay 4 1HK U 9 roa /, i
CbhC CJICA0NEPATHBHH TAXHAPHTMHH, Ca JIEKYBAHH C JIAHAKOJI0N (CpeaHaTa noaany? zq.iﬁ*
6,8 = 0,9 mukporpama’kg TT/min) 3a HamansBaHe Ha CbpIEUHATA YECTOTA WIIH =.
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CHUHYCOBHSA pUTBM. TaxHapuTMHUH ca OMIIK NpeBbPHATH B CHHYCOB pUTbM B 70,0% OoT cayvyauTe U
CPEHOTO BpeMeE, HEOOXOAMMO 3a J1a Ce MOCTUIHE HaMaJIsBaHE Ha ChbpAeYHATa YeCcToTa, € OU/Io
2,3 £ 0,5 yaca. bpaaukapaus e HabaoaaBaHa NP €IMH NMaLMEHT, JIEKYBaH C JIAaHAWOJ10/1 B 1034
10 mukporpama’kg TT/min.

5.2 @PapMakOKHHETHYHH CBOHCTBA

Koraro ce npunara 4pe3 npoAb/KUTEIHA HHTPABEHO3HA HH(PY3HA, KOHLIEHTpALMATA HAa TaHHO0101 B
KpbBTa JOCTHUIa paBHOBECHH CTOHHOCTH (CTALLMOHAPHO CHCTOSAHUE) OKOJIO |5 MUHYTH Ciel 3ano4yBaHe Ha
NPUIOKEHUETO. CTALIMOHAPHO CHCTOSHUE MOXKE J1a C€ MOCTUrHE NO-0BbP30 (10 2 — 5 MUHYTH) CBC CXEMHU,
KOHUTO W3I0JI3BAaT HaTOBapBallia (1o-BMCcoKa) 103a, KOATO Ce BJIMBA B MPOAb/HDKEHHE Ha €1Ha MUHYTA.
rnocjieBaHa OT MPOABb/DKUTENIHA HH(DY3HUA C NMO-HUCKA A03HPOBKA.

AGcopbuus

Cnen eaHokpatHo 00/1yCHO npunoxxeHue Ha navauonon 100 mukporpama/kg npu 3apasu 100poBOLK
Cpe/lHaTa NUKOBa IJla3MeHa KOHLEHTpaLus Ha jlaHauosion € 6una 0,294 mukporpama/ml. CboTBeTHUTE
CTaLlHOHAPHH IJ1a3MEHU HUBA cliel MHQY3us 3a 2 yaca Ha 10, 20 unau 40 mukporpama/kg/min ca 6uiu
c¢poTBeTHO 0,2, 0,4 1 0,8 Mukporpama/ml.

B npoyuBaHe, BKJIOUYBALLO NALMEHTH C NPEACHPAHO MbXKIEHE WM NPEACHPAHO TPENTEHE, €/1Ha Irpyna €
nojy4unaa a03u ot 40 mukporpama/kg/min B npoaskeHue Ha 10 190 muHyTH Oe3 yBenMuaBaHe Ha 103arTa.
MPpH KOETO Ca NOCTUIrHATH NMUKOBH MNJ1azMeHHW KOHUeHTpauuu ot 0,52 no 1,77 mukporpama/ml. B rpynara.
rnoJiyyasana 103M ¢ eckanupane 10 80 mukporpama/kg/min 3a 14 no 174 munyTH, ca HabonaBaHH
MUKOBH IJIa3ME€HHU KOHUEHTpaLKWH B auanasoHa ot 1,51 no 3,33 Mukporpama/ml.

Mmaiku npeaBHa MOJIEKYJIHUTE XapaKTEPUCTHKH Ha IAaHAKOJ101 (HUCKO MOJNIEKYJIHO TEr10 NMPHOIU3HUTETHO
0,5 kDa n Mmanbk apuHuTeT 3a CBBp3BaHe ¢ OeNTbLM), HEe ce OYaKBa 3HaYMTEIHa peabcopOums upes

aKTHBEH TPaAHCIOpT 4Ype3 rnoemane ot 0bopeunure Tpancnoprepu OATI, OAT3 uau OCT2.

Pa3npeneeHue

OO0eMbT Ha pa3npeaenenue Ha naHaunonon e 0,3 I/kg — 0,4 1/kg cnea eaHokpaTHO GONYC NPUIOKEHHUE HA
100 — 300 mukporpama/kg WK B CTaLIMOHAPHO CbCTOSTHUE MO BpeMe Ha HH(Y3HUS Ha JTAHIHOJOJ

20 — 80 muxporpama/kg/min.

CBBbp3BaHETO HA JIAHJIHOJIOJ ¢ NpOTeUHHUTE € HUCKO (< 10%) 1 3aBHCH OT ao03ara.

buorpancdopmatius

Jlanaunonon ce Merabonusrpa upes XUapoaun3a Ha ecTepHaTa rpyna. In vitro v in vivo JaHHU cOoYar, 4e
JIAHAHOJ10J1 ce MeTaboU3Mpa NPEAMMHO B TUla3MaTa OT NCceBAOX0JIMHEeCTEPa3d U KapOOKCcHIecTepasH.
XHUApoJH3aTa 0cBOOOXKAaBa KeTas (AIKOXOJHUS KOMIIOHEHT), KOWTO MO-HAaTaThLK Ce pa3rpaxia 10
NoJy4yaBaHe Ha INIMLIEPOJT H aLIETOH, U KOMITIOHEHTa Ha KapOOoKCcHIHAaTa KUcearMHa (MeTadoauT M 1), KoiiTo
cjie/l TOBa MOMJIEKH Ha OeTa-OKMUC/IEHHe 3a oOpa3yBaHe Ha meTabonuT M2 (3amecTeHa OeH30€eHa
kucenuHa). bera-1-aapeHopeuentopOiokypaliiata akTHBHOCT Ha JIaHAHWON0J0BUTE MeTabouTH M1 1 M2
e 1/200 nau no-Manko B cpaBHEHHE C U3XOAHOTO ChEeJUHEHHE W NOKa3Ba HE3HAYMUTESIEH €(DEKT BbPXY
(hapMakOqHHAMHKATa KaToO ce B3eMaT NpeIBU MaKCUMaJiHaTa MPeropbYUTE/IHA 1034 JTaHUON0I U
MPOABILKUTEHOCT HAa HHDY3UATA.

Huro nanaunosnon, Huto Mertaboauture M1 u M2 He noka3saT MHXHOUTOPEH edekT BbPXY MeTabonuTHATA
aKTHBHOCT Ha pa3/iIM4HHA MOsIeKyHH BUa0Be uuToxpom P450 (CYP1A2, 2C9, 2C19, 2D6 u 3A4) in vitro.
CbabpkaHuero Ha uuroxpoM P450 npu nabxoBe He € OUJIO 3aCe€rHaTo ¢liejl MHOTO ARLPABEHO3HO




EaMMUHUpaHe

[Ipn xopaTta OCHOBHHMAT BT Ha OTAENSHE Ha JIAHAWOJION € Ype3 ypuHaTta. Chel MHTPaBEHO3HO
MpUJIOXKEHHE 0KOJ0 75% oT npunoxeHarta no3a (54.4% karto meradonut M1 u 11,5% kato meraboaur
M2) ce ekckpeTHpa B paMKUTE Ha 4 yaca. [ NaBHUAT NbT Ha €KCKPELIMS/€NTUMUHUPAHE Ha JIaHHOJI0 €
Ype3 ypuHaTa, KaTo CKOPOCTTa Ha €KCKPELHMs Ha JJAHAHO0 U rMaBHUTE My MeTaboIMTH M1 u M2 upes
ypuHara e > 99% B pamkute Ha 24 yaca.

OOuAT KIKMpBbHC Ha JaHauonon e 66,1 ml/kg/min cnen eaHokpaTHO OOYCHO MPHIIOKEHHE HA
100 mukporpama/kg, u 57 ml/kg/min B craunonapHo cwcrosHue ciea 20-yacoBa HenpekbcHaTa HHPY3US
Ha nanauvoson 40 mukporpama/kg/min.

ENMMUHALMOHHMAT MOJTYKMBOT HA JIAHAMON0 € 3,2 MUHYTH clie]l €AHOKPAaTHO BOJIYCHO MPUIOKEHHE Ha
100 mukporpama/kg u 4,52 muuyTH cinen 20-yacoBa HenpekbcHaTa HHDY3HUS Ha JTAaHAMONO
40 mukporpama/kg/min.

JIMHEeHHOCT/HENUHEHHOCT

JlaHano101 NOKa3Ba JIMHeHHa 3aBUCUMOCT hapMakOKMHeTHKA — apMaKoJAMHAMMKA (KOHLIEHTPALIMA —
€()eKT) B paMKHUTE Ha NpenopbYaAHHUTE JO3HPOBKH.

CneuuanHu rnonyJjauuu

IHayuenmu ¢ yepnoopobrno yapesicoane

BansHueTo Ha yepHoaApoOHaTa PyHKUMA BbpXY (hapMaKOKHHETHKATA Ha JIaHIHOJI0J € W3C/IEBAHO NPH
LUECT NALMUEHTH C JIEKO 10 YMEPEHO YepHOAPOOHO yBpexaaHe (5 naureHTH Kiac A no Child-Pugh, eaun
nauueHT Kinac B no Child-Pugh, cpeano nnazmeno HuBo Ha xonuHectepasa -62%) u wwecT 31paBH
noo6pososuM. [auuenTure ¢ 4epHOAPOOHO yBpekaaHe MOKa3BaT HamaleHHe B 00eMa Ha pasnpeaesieHHe
Ha JIAHHOJ10/1 U yBEJIHYaBaHE HA IJIa3MEHWTE HUBA HA NaHaHo0104 ¢ 40%. Hama pa3znuka B nojsy>KMBOTa M
€/TMMHHHPAHETO Ha JIEKapCTBOTO B CPAaBHEHHE CbC 3/1paBH Bb3PACTHH.

layuenmu ¢ 6vbpeuno yspexcoane

dapMaKOKHHETHKATA NMPU NaLMEHTH C JIEKa WIH yMEpPEHa CTerneH Ha OLOpeuHo yBpeKaaHe He €
OLIEHABaHa.

®apMaKOKMHETHYHHUTE XapaKTEPUCTHUKH Ha JIaHAMOJIO) ca NPOYUYEHH MPH NMalKreHTH (n=7) ¢bC CENTHYEH
LIOK, MOAJIOXKEHH Ha ObOpeyHo3amecTUTeNHa Tepanus. [IpMHOCHT HA IHANU3HUS KIIUPBHC KM 00LIUS
KJIMPBHC Ha JIAaHAHOJ0J1 € Npudamn3uTesHo 2% U ce CUMTa 3a He3HauuTelleH. 3a Metabonut M1 Ha
NAHAKOJION TPHHOCHT Ha IHAJTH3HHUA KIIMPBHC KbM 00U KIHPBHC € npubausutenHo 30%. He e
YCTAaHOBEHO aKyMYyJIHpaHE Ha JIaHAHOJI0J1 U Heroeus MetadoauT M1 npe3 8-yacoBus nepuoa Ha
npoy4BaHeTo. Pe3ynrature oT KIMHHUYHOTO NMPOYUYBAaHE NOKA3BaT, Y€ HE Ca HEOOXOAMMH CELHATHH
NpeaAna3sHi MEpKH NpH MpUJIOKEHHE Ha NTaHIHOJION TPH NAaUHEHTH Ha ObOpeUYHO3aMeCTUTETHA TEpanu.

EBPDI’IEH,E[HH H a3HaTCKa rnony.Jalmus

He ce Habnro1aBaT CbLIECTBEHH pa3/inuMs BbB (JapMaKOKMHETHKATA Ha JIAaHIAMOJION MEXKIY MALMEHTH OT
€BpOMNeuaHa U AMOHCKA rnonyalus.
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S.3 IlpeaAK/IMHHYHH JAHHH 32 Oe30NaCHOCT

HeknuHUYHUTE JaHHU He NoKa3BaT oco0eH PUCK 3a Xopa Ha 0a3aTa Ha KOHBEHLIMOHAIHUTE
¢apMaKosOrMuHM Npoy4YBaHus 3a 6€30MacHOCT, NPOYUBAHHS 3@ TOKCHYHOCT MPH €IHOKPATHO M
MHOIOKpPAaTHO NMpHJaraHe U reHOTOKCHYHOCT.

He € ycTaHOBEHa penpoayKTHBHA TOKCHYHOCT HJIM TOKCHYHOCT 3a Pa3BUTHETO MPH CKOPOCTH Ha UH(Y3HUs
M HWBA Ha €KCMO3MLKA Ha JIAaHAHO0M0J1, CbOTBETCTBALLM HAa T€3U B KIMHWYHATa npakTuka. Hai-HuckoTo
YCTaHOBEHO HHBO 0Oe3 HabmoaaBaH HebnaronpusaTeH edekrt e 25 mg/kg/min B npoyuBaHe 3a epekT BbpXY
eMOpHO-(peTaIHOTO pa3BUTHE NpH Mabxose. To HaaBuuaBa 100-kpaTHO MaKCHMasIHaTa CKOPOCT Ha
HH(]Y3Hs 3a KIIMHKWYHA ynoTpe0a.

YcTaHOBEHA € €KCKpeLMs Ha 1aHAHOI0N B MISKOTO ciea npuaokeHue Ha | mg/kg nanamonon kato

UHTPaBE€HO3€H 001YC NMPH MIbXOBE M0 BpEME Ha JIAKTaLlMA, KATO KOHLIEHTpaLMATa B MJISKOTO € Ousia no-
BUCOKA OTKOJIKOTO B IJlazMarTa Ha Manukara.

6. DPAPMAILLEBTUYHU JAHHHU
6.1 ChnHcbK HA NOMOIHHUTE BeleCTBA

Manuton E421
HarpueB xuapokcua E524 (3a kopekuus Ha pH)

6.2 HecbBMECTHMOCTH

To3u nexkapcTBeH NpoayKkT He TpAOBa Aa ce CMeCBa ¢ JIPYrH NIEKAPCTBEHH NMPOAYKTH, C U3K/THOUYEHHE HA
MOCOYEHUTE B TOYKA 6.6.

6.3 Cpok Ha rogHocr

3 roavHHu

XHMHYECKA U (pU3HvecKa cTaOUIHOCT B NEPHOAA Ha W3MOJI3BAHE Clie/] PEKOHCTUTYHMPaHE € A0Ka3aHa 3a 24
yaca npu temneparypa 25 °C. Ot MukpoOHoIoruyHa rieiHa Touka npoayKTbT TpAOBa Aa ce U3MnoJ3Ba
BeaHara. AKO He Ce M3MoJI3Ba BeHara, NepuoabT M YCIOBUATA Ha ChXpaHEHUe 10 ynorpeda ciiejl
pa3TBapsAHETO ca OTrOBOPHOCT Ha noTpeburend. Jla He ce 3ampa3sssa.

6.4 ChneunajHH yCJIOBHA HA CbXpPaHEHHE

To3u nekapcTBeH NPOAYKT HE U3UCKBA CNIELIMATIHH YCJIOBUS HA ChXPaHEHHE.

3a yc/0BHATA Ha CbXPaHEHHUE CJIe]l PEKOHCTUTYUPAHE Ha JIEKAPCTBEHHUS NMPOAYKT BUXKTE TOUKa 6.3.

6.5 Buau cbabpxkaHHe HA ONAKOBKATA

be3uBeTHH CTbKIIEHH (1akoHH (CTBKIO THN 1) o1 50 ml, ¢ 6pomobyTHIOBa MK XJTOPOOYTHIOBA Ir'yMEHA
3amyulanka M allyMMHUeBa oOKaTKa ¢ OTYYNBalllo ce Kanaye.

Onakoskata | ¢nakoH npax 3a HH(pY3HOHEH pa3TBOP ChAbpKa 300 mg naHaHOI0I0B
CbCTaBa Ha npaxa.
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6.6 CnennajHu npeanas’HH MepPKH NpPH H3XBBLPJIsIHE H paboTa
Panu610k He TpsOBa na ce u3non3ea Oe3 pa3TBapsHe, KaKTO € YKa3aHo Mo-a0y.
Vkazanun 3a ynompeba

PasrBopere | gnakon ¢ 50 ml ot eauH oT cneaHKTE Pa3TBOPH:
* Pa3stBop Ha HaTpueB xnopua 9 mg/ml (0,9%)
* PasrBop Ha rmoko3a 50 mg/ml (5%)
* Pa3sreop Ha Punrep
* PasrBop Punrep nakrar

benuaT 10 noutu 0551 npax ce pa3TBaps HaMbJIHO Cl1ea PEKOHCTUTYHpaHe. PazMeceTe BHUMATENHO, 10KATO
ce nony4n ouctovp pasreop. [Ipurorsenure pa3TBopu TpsOBa 1a ce NpoBepsBaT 3a BUAMMH YaCTHLIM

npoMsHa B ueTa. TpsabBa na ce uznonssar camo GMCTpH OE3LBETHH Pa3TBOPH.

Hen3non3BaHUAT N1€KapCTBEH MPOAYKT WM OTNabYHUTE MaTepHaH OT Hero TpsAGBa Ja ce U3XBbPISAT B
CbOTBETCTBUE C MECTHUTE U3UCKBAHHA.

T INPUTEXXATEJI HA PABPEIIEHHUETO 3A YIIOTPEBA
Amomed Pharma GmbH

Leopold-Ungar-Platz 2

1190 Vienna

ABCTpHUS

8. HOMEP HA PA3SPEHIEHHUETO 3A YIIOTPEBA

Per. Ne 20160357

9. JAATA HA ITBPBO PA3PEIIABAHE/TIOJJHOBSABAHE HA PA3PEIIEHUETO 3A
YIIOTPEBA

Jlata Ha nmbpBO pa3spewasaHe: 09 HoemBpu 2016 .
Jlata Ha nocneaHo noaHoBsaBaHe: 12 anpun 2022 r.

10. JATA HA AKTYAJIUBUPAHE HA TEKCTA

02/2024
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