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1. HME HA JIEKAPCTBEHUS MPOJAYKT
09-03- 2000
Penutenn 100 mg/ml nepopanen pasteop

Repitend 100 mg/ml, oral solution

2. KAYECTBEH U KOJIMMECTBEH ChCTAB

Beeku ml cbabpaa 100 mg neeetupaueram (levetiracetam).

I1OMOIIHH BelIeCTBA ¢ U3BECTHO JICHCTBHE: METHII napaxuapokcubensoat (E218),
nponunnapaxuapokcubensoar (E216), 300 mg teuen manturon u Harpuii 0,25 mg/ml.

3a NbJIHKA CIHMCBK HA MOMOIHHUTE BELIECTBA BHIKTE TOYKA 6. 1.

3. JIEKAPCTBEHA ®OPMA

[lepopanen pasrsop.
be3uBeTHa, npo3pauHa Te4HOCT.
Cro#inocT Ha pH: 4,6 - 6.6

4. KJIMHUYHHU JAHHHU
4.1 TepaneBTHYHH NOKA3AHHSA

Penmen,u € MMOKa3aH 3a MOHOTEPAINus IPH JICHEHHE Ha napuyaiHy MPHUCTBIIH CbC HITH oe3 BTOpHYHA
reéHepaiu3aliMsa NpH Bb3pacTHH U KOHOLIK HaJ 1 6-roamiza Bb3pacT ¢ HOBOJAHAarHoCTHLHpaHa
CIIHJICTICHA.

PenuTenn e nokasaH 3a 0IILJIBALIO JIEYEHHE HA:

- TNapuMaHH NPHUCTBITH CbC MM O€3 BTOPUYHA reHepaiu3alLis NPy Bb3PACTHH, FOHOLIM, JeLa U
HOBOPOJEHH Haj |-MecedHa Bb3pacT ¢ eruIIeTCHs.

- MHOKJIOHHYHH MPHCTBIH MPH Bb3PACTHH U IOHOLLK Haj |2-roaMiiHa Bb3pacT ¢ FOBEHWIIHA
MHOKJIOHHYHA eIHIeNCHs.

- ['bPBMYHO r€HEPANM3UPaHH TOHHYHO-KJIOHWYHH NIPUCTBIK NMPH B3PACTHH W IOHOIIM Haj 12-
roxuiHa BB3PAcT ¢ MAMONATHYHA FeHEePAIM3MpaHa CrHIENCHs.

4.2 Jlo3MpOBKA H HAYHH HA NPHJIOKEHHE

21031-‘1[205!(3

Monomepanus npu ev3pacmuu u lonowu nao 16-2o0wuna sv3pacm

[Ipenopbusanara HauanHa 103a e 250 mg Ba MbTH AHEBHO, KOATO CJie] ABE ceaAMHULH TpAOBa na ce
MOBHILM 10 MbPBOHAYAIHATA TepaneBTHYHa A03a oT 500 mg nBa nbTH AHeBHO. Cnel TOBa 103aTa
MOJKe J1a ce moBHIIaBa ¢ 1o 250 mg 1Ba MbTH AHEBHO HA BCEKH /IB€ CEJIMHLIH B 3aBUCHMOCT OT
KJIMHHYHHA OTroBop. Makcumannara no3a e 1500 mg aBa nbTH JHEBHO.

noeseye
Hauannara Tepanestuuna no3a e 500 mg aBa nbtv anesHo. Tasu 103a Moxke na 6by
IIbPBHUA J€H HA ICUCHHETO.



B 3aBHCHMOCT OT KIIHHHYHHA OTTOBOP H MOHOCHMOCT /THEBHATA 1034 MOXe Ja ce nmopuuM Ao 1500 mg
JIBa MBTH OHEBHO. I IpoMsiHa B no3aTa, CBbp3aHa ¢ NOBHINABAHE WIIH HAMAJIABaHe, MOXKE Ja C¢
H3BBPILBA Ha BCekH 2 A0 4 cenmud ¢ 500 mg npa nbTH AHEBHO.

CnupaHe Ha JICUEHHETO
Axo TpaGBa 21a ce cnpe JiedeHHETO © JIEBETHPALIETAM, MPENOPHLURA CE TOBA Ja CTABA NIOCTCTIEHHO

(HanmpWMep TIPH BB3PacTHH H IOHOILK ¢ Tero Haa 50 kg: noszata ce Hamansaea ¢ 500 mg apa MbTH
AHEBHO HA BCEKH JIBE 10 YETHPH CCAMHLIH; NMPH KbpMAaueTa Ha/l 6 MeceLla, Aela H I0HOLIH ¢ TEr/Io Mox
50 kg: HamanseaHeTo Ha A03aTa He TpsOBa 1a npesuwasa 10 mg/kg ABa ITHTH IHEBHO HA BCEKH JIBE
CeIMHIIH; NpPH KbpMaueTa (Noj 6 Mecelia): HamaliaBaHeTo Ha 703aTa He TpAdea na HaaBuILasa 7
mg/kg ABa MTH IHEBHO HA BCCKH ABE CEIMHLH).

CHenMandi nonyaanuu

Cmapuecka ev3pacm (65 200unu 1 RO-663pachiny)
[1penopryBa ce aganTHpaHe Ha 103aTa MPH NALMEHTH B CTApUYecKa BE3PacT ¢ HapylieHa GrOpeyna
¢byukuEs (BX. no-gony “ bropeuno yBpexaaHe™).

Bobpeuno yapexcoane

HAxeBuaTta Aoza TpabBa na ce HHIUBUAYAIH3NPA B 32BUCHMOCT OT Ob0pedHaTa HyHKUHA.

IlpH BB3pacTHH TpAOBa 42 ce M3MON3Ba TIPHIIOKEHATA NO-A0MY TabJHIlA 3a aJanTHpaHe Ha A03aTa. 3a
npunarade Ha TasM Tabnuia e HeoOXOAUMO /1a ce 3HAC KpeaTHHHHOBHA KIIMPBHC Ha NALIMEHTa,
uspased B ml/min (CL). Tlpn BrapacThu M roHowH ¢ terno 50 kg u noeeye CLg 8 ml/min Moxe fa ce
ornpeaenH ot cepyMuua kpeatuauH (mg/dl) ¢ noMourra na cnenpara dopmyna:

[140 — BB3pacTTa (roauan)] x rernoto (kg)
CL& (ml/min) = ( x 0,85 npwu xeHH)
72 x cepyMeH kpeaTUHuH (mg/dl)

CL.cr ce amanTHpa cnpaMo TelecHaTa MoBbLPxHOCT (BSA) kakTo cnieaBa:

CL¢ (ml/min)
CLe (ml/min/1,73 m2) = x1,73
BSA na naunenra {m?®)

ApnanTupane Ha no3aTa MpH Bb3pacTHU M 10HOWM ¢ Terno Hax 50 kg ¢ yBpencHa 60peuna GyHkLns:

I'pyna KpeaTHHHHOB KITHPHHC JlozupoBka 1 wecToTa Ha
(mi/min/1,73m?) npunaraHe

Hopmanua > 80 500 mo 1 500 mg nBa oeTH
JHEBHO

Jleko yBpeskmase 50-79 500 mo t 000 mg Apa MBTH
JHEBHO

VYMmepeHo yBpexkaane 30-49 250 ao 750 mg nea TeTH
AHEBHO

TexKo yBpexknane <30 250 no 500 mg nea nxTH
JHEBHO

ITatmendTs B KpaeH cTaauii - 500 no 1000 mg BenHbXK

Ha 6bOpeYHa HEAOCTATHYHOCT, nHeeHO @

NOJIOMEHH Ha grasnnsall)

D TTpes nbpeys fen Ha NeveHHETO ¢ NEBETHPALICTAM CE MPENOPbYBA HATOBAPRAIIA 1032 }
@ Cnen auanusa ce Npenops4Ba JOMLAHHTETHA 1033 OT 250 10 500 mg. y

[Ipu nena ¢ 6u6peunn yBpeknanus, Ao3ara JeBeTHpaleTaM TpaOBa Jia ce aIanTHpa
OnOpeunara QyHKUHs, T KATO KIMPBHCHT HA JIEBETHPALIETAM € CBBP3aH ¢ G16peu
Tazu npenopbkaTa ce OCHOBaBa Ha IPOYYBAHE MPH BLIPACTHH ¢ GLOPEUHO yBpexIa



CLe B ml/min/1,73 m? moske J1a ce onpenens oT H3HCISIBAHETO HA CepYMHHA kpeaTHruH (mg/dl) 3a
NO-MAlIKH FOHOLIH, Jelid M KbpPMa4eTa ¢ TIOMOLUTA Ha cieanara gopMyna (¢opmyna Ha Schwartz):

Bucounna (cm) x ks

CL& (ml/min/1,73 m?) =
CepymeH kpearuHuH {mg/dl)

ks= 0,45 npu kbpMaveTa 10 1-rofHiuna Bp3pact; ks= 0,55 npu aeua noa 13 rojMHK H 1EBOKH;
ks=0,7 np# 10HOLIK OT MBHKKH TO.

ApanTvpane Ha f03aTa OpH KbpMmadera, Aela K IOHOLWM ¢ Terio o 50 kg ¢ yBpexxaane Ha
6bOpeunara byHKuHS:

I'pyna Kpeatununos J[03MpOBKa M 4ecTOTa Ha ipuaarane’”
KITHPBHC
(ml/min/1,73m?) | Kepmauera ot | ji0 6 meceua | Kupmauera ot 6 10 23 mecena,
Jielia | IOHOUIH ¢ TErJIO MoJ
50 kg

Hopmanna > 80 7 no 21 mg/kg (0,07 no 10 ao 30 mg/kg (0,10 o
0,21 ml/kg) nBa nvTH 0,30 ml/kg) aABa OLTH AHEBHO
JIHEBHO

Jleko yBpexpane | 50-79 7 no 14 mg/kg (0,07 no 10 no 20 mg/kg (0,10 no
0,14 ml/kg) apa mbTH 0,20 ml/kg) npa WETH AHEBHO
AHEBHO

VYMepeHo 30-49 3,5 no 10,5 mg/kg (0,035 5 no 15 mg/kg (0,05 no

yBpexaane a0 0,105 mi/kg) apa oeti | 0,15 ml/kg) aga 0bTH NHEBHO
JHEBHO

Texxa yspexnane | <30 3,5 no 7 mg/kg (0,035 a0 | 5 mo 10 mg/kg (0,05 o
0,07 ml/kg) apa nxTH 0,10 ml/kg) npa METH AHCBHO
JHEBHO

ITauuenTy B kpaeH | -- 7 no 14 mg/kg (0,07 no 10 no 20mg/kg (0,10 no

CTanHH 0,14 ml/kg) peanbxk 0,20 mlkg) seanbk aHepro X3

Ha 6®0peuHa JHeBHo @)

HEAOCTaTLYHOCT,

NOUI0KEHH Ha

JHAJIH3a

) Pentens nepopaneH pasteop Tpa6Ba jia ce M3MON3BA NP A03H TIoA 250 Mg, MPH 103H, KOUTO He
ca KpaTHH Ha 250 mg, KOraTo NPENOPHUBAHATA [033 HE MOJMKE /1A CE TIOCTHTHE C MPHEMAHETO Ha
HAKONKO TabJIETKH, KAKTO W [PH (ALMEHTH, KOWUTO HE MOraT Aa TIPernbIaT TabneTky.

@ IMpenopbusa ce natosapsaiia ao3a or 10,5 mgrkg (0,105 mY/kg) npes mrepBls ICH OT JleUSHHETO
C IeBeTHpALeTaM.

©) Mpenopwuea ce HaToBapsama ao3a or 15 mg/kg (0,15 ml/kg) npes MLpBUS JIEH OT JIGUEHHETO

C JIeBETHpaLETaM,

“ Cnen ananusa ce npenopbusa nonwIHETe Ha 032 ot 3,5 10 7 me/kg (0,035 1o 0,07 ml/kg).

) Cnen ananusa ce npenopsuBa AOMBAHKTENHA 1032 0T 5 10 10 mg/kg (0,05 mo 0,10 ml/kg).

Yeproopobro yepeacoane
Ilpu nauuenTH ¢ Neka 40 yMepeHa cTeneH Ha YepHOAPoOHO YRPEKAAHE He ce HAnara aja
no3ara. [IpH NalMeHTH ¢ TEXKO HepHOAPOOHO yBpeKaaHe CTOHHOCTHTE Ha KPeaTHHHHOBE
MOrar Aa He JaJiaT peanHa npescrasa 3a 6p0peutara HepocrarsHocT. ETo 3alo, opH |
KIMpBHCe < 60 ml/min/1,73m? ce npenoprusa 50% HaMaieHue HA THERHATA TIONIBLPKA




Ieauatpuyna nonynaius

JlexapsaT TpaGBa fa npeanyIe Hal-noaxXoasWATa lekapcTBeHa GopMa, KOJTHYECTRBO B OMAKOBKA U
KOJTHYECTBO HA aKTHBHOTO BELIECTBO B A030BA €/IMHHIA B 3aBHCHMOCT OT BH3pacTra, TerIOTO H
nosara.

Penurena nepopainen pazTeop e npeanodnTanara hopma 3a yrorpeba npu B aeua Ha BL3pacT noj 6
roauHy. B fombiHeHne, HUIMMHHTE 1030BH opMHU HA TabNeTKUTE HE Ca MOAXOAALLM 32 Ha4aHA
TEpanH IpH Aela ¢ TeJIeCHO Terno nof 25 kg, npH naunWeHTH, KOUTO HE MOraT Aa NperrbllaT
Tab/IeTKH WIH NPH NPAIOKEHHEe Ha A03H noa 250 mg. [Tpu Becuuky ropenocovueHn ciyuan tpadsa ga
ce uinomsea Penurens nepopaneH pasTBop.

Monomepanus

bezonacHocTTa M edmkacHocTTa Ha PenuTeHa MpH Jeua K I0HOIIH 110/ 16-roaxiuAa Bb3pacT KaTo
MOHOTEpAITHA He € YCTAHOBCHA.

Hama nannunu aannas.

Honvasawo nevenue npu kopmanema na evspacm om 6 do 23 meceya, deya (2-11 200unu) u 1onown
(12-17 200unu) ¢ meeao noo 50 kg

HauanHara TepaneBTuuna no3a € 10 mg/kg nBa sTH AHEBHO.

B zaBHCHMOCT OT KIIHHHYHMS OTFOBOP ¥ TIOHOCHMOCT, 103aTa Moske Ja Obae ysenudena 10 30 mg/kg
ABa METH JHeBHO. [IpoMAHaTa B no3aTa He TpAGBa Ja HANXBLPAA OHWKABAHE HIH NOBHIIARAHE ¢
noseye oT 10 mg/kg Asa MbTn ZHEBHO Ha BCeku ABe ceMMUM. Tpabsa aa ce H3non3sa Hak-HHCKaTa
edexTuBHA n034.

Hosuporkata npu geua ¢ terno 50 kg WM moseue ¢ ChIIATA KAKTO NIPH BH3PACTHH.

[penopryrana 1032 NP KbPMAYETa OT 6-MECEUHA BB3PACT, J€Lia H IOHOLIMK:

Terno Havanua poza: Maxcumanda goza:
10 mg/kg apa nbTH JHEBHO 30 mg/kg nBa TETH JTHEBHO

6 kg 60 mg (0,6 ml) aga nbTH 180 mg (1,8 ml) nBa mbTH
JHEBHO JHEBHO

10kg® 100 mg (1 ml) gpa msTH 300 mg (3 ml) nea neTH
JIHEBHO JHEBHO

15kg ™ 150 mg (1,5 ml) aga meTH 450 mg (4,5 ml) aBa MTH
JHEBHO JIHEBHO

20kg 200 mg (2 ml) apa nbTH 600 mg (6 ml) apa mvTH
JIHEBHO JHEBHO

25 kg 250 mg ABa ITBTH AHEBHO 750 mg nBa MHTH AHEBHO

Or 50 kg @ 500 mg ABa MbTH AHEBHO 1500 mg fBa I5TH JHEBHO

) TIpu geta ¢ TenecHo Terno 25 kg MM MO-MaNMKO ce NpenopbuBa TeYeHHETo Aa 3arnodne ¢ Penureny
100 mg/ml nepopanen pazteop
@ Iozara npH Zelia ¥ IOHOLIK Ha U Haa 50 kg e KaKTO Ta3u MPH RLIPACTHH.

Honwvasawo nevenue npu xepmavema wa évipacm om I 0o 6 meceya

HavannaTa TepaneBTHYHa no3a e 7 mg/kg ABa TbTH JHEBHO.

B 3aBHCHMOCT OT KUTHHHYHHS OTIOBOp H IOHOCHMOCTTA, 103aTa MoXke 1a Gbae yeeaHyeHa 10
21 mg/kg nsa meTH aHeBHO. [TpoMeHuTe Ha 03aTa He TPAGRA 1a HAXEBPJIAT NOBHILIEHHE HIH
noHwkeHue oT 7 mg/kg ABa MbTH THEBHO HA BCCKH JBE CEMHLIA.

Tpabpa na ce m3non3Ba Haii-HHCKaTa eeKTHBHA 1034,

HpenopsUBaHH A03H OpH KbpMaveTa Ha Bbipact ot | go non 6 Meceua:

Terno Havanua nosa: MaxcumanHta nosa:

7 mg/kg nBa 1HTH AHEBHO




4 kg 28 mg (0,3 ml) nBa nvTH AHEBHO 84 mg (0,85 ml} nBa TBTH THEBHO
S5kg 35 mg (0,35 ml) nga ObTH AHEBHO 105 mg (1,05 ml) aBa M5TH THEBHO
7 kg 49 mg (0,5 ml) Apa MBETH AHEBHO 147 mg (1,5 ml} ABa MBTH JHEBHO

HaynunH ca TpH pa3HOBHAHOCTH Ha ONAKOBKATA:

- Creknena Oyrunka ceabpikaima 300 ml Penurens nepopajicH pa3TBOp ¢ rpajyHpaHa

CIPHHLIOBKA 33 MEPOPAJIHO A03UPAHe, chabpxkalua A0 1200 mg nepetupaueTaM (OTroBapsulx Ha

12 ml), ¢ nenenns 3a Beeku 0,25 ml (otropapamu Ha 25 mg). Tazu onakoska TpsOBa fa ce npeanucea

MpH Aeua Ha 4 1 NOBEYC rOAHHH, FOHOIIH H BL3PAacTHH.

- Crornena OyTtanka ceabpikaila 150 ml Penutena nepopaien pa3TBop ¢ rpaayMpaHa

CMPHHLIOBKA 38 MEPOpaIHO A03HpaHe, ChAbpKalla ao 300 mg neseTupaneraM (oTroeapamy Ha 3 mi),

¢ menmeHus 3a BeekH 0,1 ml (orroapsiun na 10 mg).

3a 1a ce OCHIYPH TOYHOCT NIPH JO3HPAHETO, Ha KbPMAveTaTa Hajl 6 Meceua H MaIKHTE Jela oT &

Mecelia 10 4 TOJIMIIEHH TpAGRa f1a ce Mpe/INKCBa no-Maiukara onakoska (150 ml) u rpanynpanara

cnipHHUoBKa ot 0,1 g0 3 ml ¢ nenenns npes 0,1 ml.

- Crbknena 6yTunka cbabpaamwa 150 ml Penvrens nepopanen pasteop ¢ rpayMpaHa
CIMPHHIIORKA 3a [IEPOPATHO A03HPaHe, ChAbpxkawa go 100 mg AeseTHpaueTam (OTroBapsaily Ha
1 ml), ¢ nenenns 3a Beexu 0,05 ml (oTroeapsiuy Ha S mg).

3a na ce OCHIYpH TOYHOCT MPH JO3UPAHETO, HA KbpMayeTaTa ot | 10 6 MeceuHa Bbipact Tpabea Aa ce

npeanuesa no-Mankara onakoska (150 ml) u rpagympanara cnpunuogka ot 0,05 10 1 ml ¢ xenenus

npez 0,05 mlL

Hauun s#a npunoxenve

[lepopanHuaT pa3TROp MOKE Aa CE pa3peid B ualila BOAa WM B LIHWETo Ha 6eBeTo, KaTo NpHEMEBT MY
MO’Ke J1a cTaBa Cbe Wik Oe3 xpaHa. Criell mepopanHo MPHICKEHHE MOXKE [a C& YCeTH MOPYMBHAT BKYC
Ha NeBETHPAIIETaM.

4.3 IIpornBonmokazanms

CBpbXUYBCTBHTE/THOCT KbM JIEBETHPALIETAM WIIH KEM JPYTH NMPOJIHIOHOBH TIPOH3BOIHH, HITH KBM
HAKO® OT MOMOILHHTE BELICCTBA, H30pOeHH B Touka 6.1,

44 Crnenuansanm npeaynpekJeHHs H IPEINA3HA MePKH IpH ynorpeda

Bbrbpedno yepexnane

IlpunaraHeTo Ha NeBeTHpaLETaM NPH NAIMEHTH ¢ GLOPEUHO YBPEXK/IaHe MOYKE 1A M3UCKBA
ajanTHpaHe Ha nozata. [Ipy nauMeHTyH ¢ TeXKO HapylIeHHe Ha YepHOApOoOHaTa GYHKUMA Ce
npenopwuBa olelka Ha 6s0peunarTa GyHKUMA npenu onpenensHe Ha 1o3ara {(BXK. Touka 4.2).

OcTtpa 6E0pgYHA HeIOCTATRYHOCT
MHoro panko ynotpeGara Ha IeBeTHpaLIETaM ce CBbP3Ba ¢ 0cTpa 61LOPEUHa HEZOCTATHYHOCT, KaTo

BpEMETO 3a HEHHOTO BL3IHHKBAHE BapHpa OT HAKOJKO OHH 10 HAKOJIKO Mecelia.

KpbBHa KapTHHa

Penku ciyuaw Ha HamaneH Gpoii KpbBHH KJIETKH (HEYTPONIEHHA, ArPAHYJIOLUTO3a, IEBKONICHHA,
TpOMGO].[l‘[TOHEHHH H l'laHlJ,HTOl'leHPlﬂ) €a OMHCaHH BLEB BPbh3ka ¢ NIPHIOMEHHETO Ha JICBCTHPALICTAM,
CIIY4BaO ce OOMKHOBEHO B HAYaNoTo Ha fieueHueTo. [TeaHaTa KpbEHA KAPTHHA Ce PENOpHYBA IIPH
NanHuCHTH, KOUTO ooAy4ar 3HavYHTEMHA CJI&600’I‘, TNMHPEKCHs, TOBTAPAILLIH CC HHQJCKJ.II/]H HJIH HADYIUCHHA
B KPBBOCKCHPBaHeTo (Touka 4.8).

Camoy0uiicTBo -
IIpu naumenTH, NeKyBanu ¢ AHTHEMIICIITHYHM CPECTBA { BKSHOUHTENIHO IEBETHPALIETA :
chOOLIABAHM ClTyMau Ha CaMOYOHIiCTRO, OMHT 3a caMoyOMIiCTBO, CYHLIMAHH MHCITH H nph
Mera-anannsa Ha paHIOME3HPAHH, MNAIEGO-KOHTPOIMPAHH NPOYHBAHHS MTPH AHTHELTHEE
NeKapcTBEHH IPOJYKTH 110KA3BA JIEKO MOBHILICHHE Ha PUCKA OT [10ABA HA CYHIIAIHH,
MOBeicHHE. MEXaHH3MBT Ha TO3H PHCK He € H3BECTEH.




3aToBa nauHeHTHTE TpaAGea aa ObaaT NPOCIEAABAHH 32 NPH3HALM HA AENIPECHA H/MITH CYHLIMIHH
MMCIIH ¥ NIOBEAEHHE U TPAOBa 12 ce TIpeAlpHeMe CHOTBETHOTO JieucHHe. [TarmenTrTe (M x0para,
KOHTO CE€ IPHKaT 3a TAX) TpAOBA a OBJIAT MOCHLBETBAHK Aa NOTHPCAT IEKAPCKH CHBET, B C1YyYaii, ye ce
[OABAT NMPHIHALM HA NENPECcHS W/HIIH CYMUMAHH MHCIHM WIH [TOBEACHHE,

ABGHOPMHO H arpecHBHO NOBE/IEHHE

Hesempaue'ram MOXME Ja NPHYHHH NICHXOTHYHH CHMIITOMH H NOBESACHYCCKH aHOMAJIHH,
BIUTIOUHTE/THO Pa3Apa3HHTENHOCT H arpecHBHocT. [TaupenTuTe, IEKYBaHH ¢ NeBeTHpaLeTaM, TpaGBa
Aa 6baar nabnrogaBaHK 3a Pa3BHTHE HA NICUXMATPUYHH MPOABH, HACOURAINH KbM CHILECTBEHH
MPOMEHH B HACTPOSHHETO W/ MITH JIHYHOCTTA. AKO ce 3abenekar TakMBa noseJeHus, TpaGea fa ¢e
OOMHCIH KOPHIHpaHe WK MOCTENIEHHO NPEYCTAHOBABAHE HA IEYEHHETO. AKO CE B3eMe PEIUCHHE 3a
NpeycTaHOBABAHE, MO BHXKTE TOYKA 4.2,

[lennarpuyna nomnyaanus
HanuunuTe nanHH npH ieua He oKa3eaT OBNMABAHE Ha pacTexa W myDeprera. Bpnpeku ToBa, He ca

M3BECTHH ABLIATOTPaWHUTE ¢PEKTH BEPXY ciocoOHOCTTA 32 3ayuaBaHe, HHTEJIEKTa, pacTexa,
€HJOKPHHHATa QYHKIMA, NyGepTeTa H BH3IPOH3BOACTBCHHA TTOTEHIHA.

IToMowmHu BeuwlecTea:
Perurera 100 mg/ml nepopanen pasteop cbaspixka MeTin napaxuapokcidensoar (E218) u nmpormin

napaxuapokcnoenszoar (E216), KoMTO MOraT Ja npeaq3BHKAT allepridHK peakiHH (BEpOATHO OT
sabaBed TUN).

Champaka Cbillo H TeueH MaXTHTON. [launedTH ¢ peax HacaeacTBEHH NPOBIEMH HA HEMOHOCHMOCT
KbM (pyKTO3a He TpAORA fa MPUEMAT TOBA AEKAPCTEO.

‘Tora nekapcTro ChABLPKA No-Manko ot | mmol Hatpuii (23 mg) Ha ml, T.e. MOXXe Jla ce Kaxe, ue
NIPaKTHYECKH He ChALpKa HATPHH.

4.5 BaaumopaeiicTBHe C IPYIH JIEKAPCTBEHH BPOAYKTH H APYTH )OPMH HA B3IaHMOACHCTEBHE

AHTHENWISITHYHK IEKaPCTBEHH MPOAYKTH

JlaHHWTE OT KNIMHHYHH NIPOYUBAHWS NIPH Bb3PACcTHH, IPEAN NyCKaHe B npojaxia noka3ear, e
JCBETHPALIETaM HE OKA3BA BIHAHHE BbPXY CEPYMHHTE KOHLICHTpAIIHH Ha ChIUECTRYBALIHTE
AHTHCITHJISIITHYHH JIEKAPCTBEHH NMPOAYKTH {(peHUTOHH, KapOamaszenuH, Balnpocka KHCEIMHa,
¢enobapburan, JIaMOTPIKHH, rabaneHTHH H NIPAMUIOH), KAKTO H Y€ TE3H AHTHENWIENTHYHH
JIEKAPCTBA HE BJIMAAT BLPXY apMakOKHHETHKATA HA JIEBETUPALICTAM.

He chimecTByBaT KateropHuHH JaHHM 32 KIHHHYHO 3HAYMMH JICKAPCTEEHH B3aMMOACHCTBHS KAKTO
NPH BB3PACTHH, TAKA H MPH NECAHATPHYHH NaLMeHTH, mpueMawuy 1o 60 mg/kg/nnesHo
NIEBETHpALIETAM.

PeTpocnexTHBHara olleHka Ha (apMaKOKUMHETHYHHTE B3aUMOEHCTBHS NPH JELa H I0HOILH C
emIenchd (4 1o 17 roguiu), MOTELPYkKAABA, Y€ JOMLJABAIIOTO JEYCHHE C NIEPOPATHO TPIIOKEH
JIEBETHPALETAM HE NMOBJHABA CTALMOHAPHHTE CCPYMHH KOHUCHTPALHH HA ¢/THOBPEMEHHO
npunaraniTe kapbamaseniH H annpoar. Beapeku Toea gansute npeanonarar 20% no-BHCOK
KIAPBHC HA JIEBETHPALETaM NPH Acua, MPHEMAIIH CH3UM-HHIYLHPALIH aHTHENTHISITHIHH
JexapcTBeHH npoaykTH. He e HeoGxoanmo apanTupane Ha qo34aTa.

Ilpobenernyn
YcranoseHo e, ue npobetenma (500 mg ueTHpH METH JHEBHO), Bokep Ha 6b0peuHaTa TyﬁynHa

CEeKpeIHA, HHXHOHpa peHaJIHuA KITUPBHC HA MBPBHYHMA METABO/IHT, HO HE H HA JIeBCTHPAUCTAM.
Brnpeks ToRa KOHUEHTPALMATA HA TO3H META0ONT OCTaBA HHCKA.

MeToTpekcar



KPBBETA 10 NOTEHIHANHO TOKCHYHH HHBA. Hupara Ha meT OTpPEKCAT Y NEBETHPALETAM B KPLBTa TPHGBa
Aa ce MpocieIABaT BHHMATE/IHO MIPH NalHEHTH, N€KYBaHH €AHOBPEMEHHO ¢ JBCTE JIEKAPCTRA.

IlepopaiHy KOHTPALENTHBH H APYIH (apMaKOKMHETHYHH B3aUMOJEHCTBHA

Jlesetnpaueram 1000 mg gHEBHO He NOBIKUABA (hapMaKOKHHETHKATA Ha [ICPOPATHATE KOHTPALIENTHBH
(CTHHUAIECTPAZHON H TEBOHOPFECTPEN); CHAOKPHHHMTE NApaMETPH (JTyTEHHH3UpaLl XOPMOH H
POrecTEpPOH) He ce mpoMeHsT. JleseTHpauetam 2000 mg AHEBHO HE TIOBITHABA (hapMaKOKHHETHKATa
Ha JMroKcHH W BapdapuH; NpoTpoMOHHOBOTO BpeMe He e NMpOoMeHs. ETHOBPeMEHHOTO pHEMaHe ¢
IHrOKCHH, TIEPOPA/HH KOHTPALIENTHBH H Bap(apuH He NoBIMABa (apMAKOKHHETHKATA HA
NEBETHPALIETAM.

CrnabHTennn

Hma uzonupans croblueHns 3a HamManeHrne Ha eUKACHOCTTA Ha JIEBETHPALIETAM, KOTaTo
OCMOTHYHOTO CIabHTENHO MaKpOTOA Ce npHara eJHOBPEMEHHO ¢ NEPOPAIICH JICBETHPALIETaM.
CJ'ICI[OBaTeJ'IHO, MaKpOFOJ] HEC Tpaﬁaa Aa cC NpHeMa rnpes yerata B npo,um;xeuue Ha €JHH 4ac [IpEOH H
€IIHH Yac CJIe/| TPHEMA Ha JICBETHpALIeTaM.

XpaHa H anKkoxoJ
CrenenTa Ha abcopOLMs Ha NCBETHpALIETaM HE Ce NPOMEHs OT XpaHaTa, HO CKopocTTa Ha abcopbuns €
cmabo no"HkKeHa.

Hsma paHn# 3a B3aHMONICHCTBME HA IEBETHPALIETAM C ATKOXOJL.

4.6 @epTHAHTET, GPEMEHHOCT H KEpPMeHe

JHcHu ¢ JleTepolieH OTeHIHAan
Ha >keHH ¢ ferepoaeH noteHuHan Tpabea a ce AaBa ¢hBET OT crelaucT. JleyeHueTo ¢

NeBETHPaLETaM TpAOBa [a ce Npepasrie/a, KOraTo KeHaTa IaHKupa Aa 3adpemence. Kakto npu
BCHYKH aHTHENHJIENTHYHH JICKapcTBa, Tpabea Ja ce u304rea BHE3aNHo CIApaHe HA JICBETHPALIETAM,
TBH KATO TOBA MOXE [a JOBEE /10 MOSBA HA FBPUORE, KOUTO GMXa MOFM 12 UMAT CCPHO3HH
NOC/ICAMLIM 34 XKeHaTa W HepoJeHoTo A¢Te. Tpsabea aa ce npeanoyeTe MOHOTEpanug, KOraro e
BB3IMOKHO, TEH KaTO NEYEHHETO ¢ MHOXKECTRO aHTHEMWIENTHYHH NekapeTea {AEJT) moxe ga e
CBBP34HO C H0-BUCOK PHCK OT BPOAEHH Ma(opMaLHH, OTKOJIKOTO MOHOTEpANUATA, B 3ABHCHMOCT OT
TIPUNATAHHATE AHTHENHIIETITHLIA.

BpemenHoCT
l'onsamMo KONMHYECTRBO MOCTMAPKETHHIOBH JAHHH OT OPEMEHHH JKEHH, KOMTO ¢a OHITH Ha MOHOTEpAaIIHA

¢ nepetHpaneram (Han 1 800, cpen xonTo npH Haxa 1 500 eKcNO3HUMATA BE3HHKBA IO BPEME HA
NbPBHS TPHMECTEP) HE NOKA3BAT YBEIHYABAHE HA PHCKA OT OCHOBHHMTE BPOJAEHH MaIPOPMALIHH.
ChlizecTBYBaT CAMO OrpaHUUEHH AOKA3ATENCTBA 3a HEBPOIIOTHYMHOTO Pa3BUTHE Ha JIE1IA, W3JI0KCHH Ha
moHoTepanua ¢ Keppra in utero. Benpexs ToBa TeKYLINTE eMUAEMHONIOTHYHH MPpOYYBaHHA (IIPH
okosio 100 nena) He NOKa3BaT MOBMILIEH PHCK OT HAPYIIIEHHA WK 3a0aBiHe HA HEBPONIOTHYHOTO
pasBUTHe.

JlepeTHpaueTaM MOXKE Aa ce NpUIIara ro BpeMe Ha OPEMEHHOCT, aKo cJie/l BHHMATEIHA OLICHKA Ce
cueTe, Ye ¢ KIMHUYHO HeobXoanMo. B Takbe ciyuai ce npenopbysa Hal-HHCKaTa eeKTHBHA 1103a.
DOU3HOAOTHYHHUTE [IPOMEHH N0 BpeMe Ha GPEeMEHHOCTTA MOYKE /1a TIOBRITUAAT KOHUEHTpAluATa Ha
nepeTHpaneram. [lo Bpeme Ha OpeMeHHOCTTA ¢ce HAOMOAaBA [MOHIKABAHE HA TIIA3MEHHTE
KOHUEHTPALIMA Ha JieBeTupaueTaM. [[OHHKABAHETO € TIO-U3Pa3eHO Npe3 TPeTHs TPHMECTLp (a0 60%
OT H3XOAHOTO HMBO NpeaH OpeMeHHOCTTa). 3aToBa Ha OpeMeHHUTE KCHH TpAOBa aa ce OCUIYpAT
MOJXOAAWMN MEIULIAHCKH [PHXKH.

Kbpmene
JleseTHpalieTam ce oTAENS B OBEHIKAaTA KbpMa. ETo 3310 ne ce npenopnusa KbpMe

CHOTHOLUCHHETO NOJI3a/PUCK OT JIEYEHHETO TPAOBA 1a ObJe OLeHeHO I1pH ommane/
KbpPMEHETO.



Oeprunurer
He ca oTKpHTH JaHHH 3a BAUAHWE BbPXY (PEepTHIMTETA NPH MPOYUBAHHSA BbPXY XKHBOTHH (BXK. TOUKA

5.3). Hama KMMHHYHH JaHHH, MOTEHUHANHHS PHCK 32 XOpa He € H3BECTEH.
4.7 EdexTH BLpxy cnocofHocTTa 32 mogupane n pa6oTa ¢ MAIIAAH

JleBeTHpaleTaM He NOBNHABA KW NOBIHABA npeHebpexkuMo crnocobHocTTa 3a WwodHpane U pabora ©
MALIHHH.

[fopanu Be3MOKHA PaznUYHA HHAUBKYAIHA YYBCTBHTEHOCT MPH HAKOM HALMEHTH, B HAYANOTO Ha
JIeUCHUETO WITH TIPH NOCAEBALLO YBEIMYABAHE HA 103aTa, MOXE Ja C& [I0ABU CHHIHBOCT HIH APYTH
CHMIITOMM OT CTpaHa Ha LUEHTpaNTHATa HepBHa cieTeMa. ETo 3alo ce npenophupa NOBHIIEHO
BHUMAHHE NPH MAUHCHTH, H3BFLPIIBALLH ONpeaeNeHH 3a1a4H, KaTo wodupaHe Hin paboTa ¢ MaMHH.
[Maunenrure Tpa6ra na 6paaT NpeynpeseHu Na He WOMUPAT WK H3N0/3BAT MAITHHH JOKATO
YCTAHORAT, Y€ BB3MOXKHOCTTA HM 3a NOJ00HH NeHHOCTH He Ce MOBIHABA.

4.8 Hexenann JekapcTBeHH peaKnnH

O60bwmeHue Ha npoduna na GesonacHoceT

Haii-vecTo ¢ho0LIaBaHHTE HEXKENAHH PeakliMK Ca Ha30hapPUHIHT, CHHAMBOCT, TNaBOOONHE, YMOPa H
samasHocT. [IpodrnbT Ha HexesranuTe CHOMTHA, MPEICTABEHH NO-A0ITY, CE OCHOBABA HA aHANH3a Ha
cGopHH Mnaneto-KOHTPONMPaHH KIMHHYHH H3IUTBAHKS 33 BCUYKH H3C/IE/IBAHH IOKA3aHHS,
BK/I0OYBaH ob6mo 3 416 naumeHTH, NekyBaH# ¢ neeTHpaLeTam, Te3d JaHHA ca JOMbIHEHH ¢
ynotpefara Ha JIeBETHPaLETaM B CHOTRBCTHHTE OTBOPEHH PA3ILIUPEHH IPOYYBAHHA, KAKTO H
NOCTMAPKETHHTOBHS onuT. [TpoduntT Ha Ge3onacHOCT Ha EBETHPALIETAM € KaTo L0 MoAoOeH MpH
pa3sIHyHHTE BH3PACTOBM FPYNH (BB3PACTHH H NEJHATPUYHM MTALHEHTH), KAKTO U B PAMKHTE Ha
ONOOPEHHTE HHANWKALKMH CBBP3aHU ¢ EIIMIENICHATA.

TabnuueH cnMCHK HA HEKETAHUTE NEKAPCTRCHU PECAKIIHH

Ilo-nony ca npeacTaBeHH HEXENaHUTE peakiii ChoOLIaBaH NPU KIMHHYHHTE OPOYYBAHHS (NpH
Bh3PACTHH, KOHOLIH, €1la H KbPMadeTa Hajg 1 Mecell) HITH OT MOCT-MAPKETHHIOB OITUT 110 CHCTEMO—
opraHHa K1acudukaums ¥ no vectora. Hexcenanure nekapcTBEHH peakuuH ¢a M30pOeHH B HU3XOAAIL,
PeX [0 OTHOMIEHHE HA TAXHATA CEPHOZHOCT H YECTOTATA HM € Ae(PHHHPaHA, KAKTO cile/iBa: MHOTO
vectd (=1/10), uectn (>1/100 go <1/10), neuectu (>1/1 000 po <1/100), peaxu (=1/10 000 xo

<1/1 000) u muoro peaku (<1/10 009).

MedDRA Kareropuu Ha wecrora

cHCTEMO-OpraHeH | MHOro vecti Yectu Heuectu Penxn

Knac

Hudekunn v HazodhapHHTHTH HHpEKLIUH

RHecTAIIM

HapymeHua na TpoMOOIMTONCHMU, TMAHLMTONEHHA,

KPBBTa i THEM{HATA JICBKOMEHHA HEYTPOMCHHA,

cHCTEMA arpaHyJIouuTosa

HapymeHna Ha JNexapcTBeHa

HMYHHATa peaKimi ¢

cCHCTEMa €03HHODHUNHA H
CHCTEMHH
CHMITTOMM
(DRESS), cBpBx-
YYBCTRMTENHOCT
(BKIIOUHTEITHO

Hapyiuenus ua AHOpEKCHs HamajisBaHe Ha

MeTaloIM3Ma H TErNoTo, NOBHLIABaHE

XpaHeHeTo Ha TErJIOTO




eheKTH Ha MACTOTO
Ha MPHIOKEHNHE

IMesxmaan aenpecus, OTUT 32 H3BBPLICHO
HApYINEHHA BpaxaedHocT/ camoyOuiicTeo, camoyGHitcTBO,
arpecHBHOCT, CYHLHAHA JIUYHOCTHH
Be3MoKOHCTRO, HACALHA ICHXOTHIHO HapyIeHs,
Oe3cbHHE, HEPBHOCT/ pa3cTpoHCTRO, aGHOpMHO
Pa3IpazHHTENHOCT HeoGHualiHo MHCIICHE,
NOBECHHE, HETHPHYM
XAMLUMHALHH, THAB,
CHCTOSHHUE HA
0ObpKBaHE, TAHMYECKa
araxa, eMOLKOHANHA
nectabuaHOCT/ MpoMeH
H B HACTPOEHHETO,
TPEBOKHOCT
Hapyiwienus na COMHONICHTHOCT, | KOHBYJICHH, HApyleHHe | aMHC3us, HApyLIeHHE XOpeoareTosa,
HepBHATa CHCTEMA rnarobone Ha paBHOBECHETO, HA NAMETTE, HAPYIIEHA | AMCKMHE3HA,
3aMasgHOCT, JIETaprus, KOODAMHALMA/ATAKCHS, | XHIEPKHHE3HA,
TpeMop napecresus, HAPYIUEHHE Ha
HapyIlIeHHE HA NoXOoAKATa,
BHHMaHHMETO eHnedanonaTus
Hapymenns na JUIUICIHS, 3AMBITICHO
O4HTE 3pEHME
HapymeHua Ha BEPTHIO
YXOTO M JTa0HpHHTA
PecninpaTophm, Kaununa
IPBIOHH U
MEAHACTHHATHH
HapyLIEHHUS
CroMalllHO-YpeRHH 60JIKH B KOpeMa, MaHKpeaTuT
HApYLICHHA AMapHi, AMCIIENCHS,
NOBPBIIAHE, TaJCHE
XenaroSunapHu aBHOPMHH pe3yJITaTH uepHOApOGHa
HAPYIIEHUA npu (pyHKIHOHATHH HEAOCTATRYHOCT,
YyepHOAPODHE TECTOBE | XENaTHT
Hapyenus Ha obpun aAnonenus, cK3ema, TOKCHYHA
KOKara H NpypUTYyC, emHaepManta
NOKOKHATA ThKAH HeKponusa,
CHHAPOM Ha
Stevens-Johnson,
epHTEMA
MyaTHpopMe
Hapyimenus Ha MyCKyJIHa crnabocr, pabGaomMuoansa H
MYCKYJIHO- MHATTAA MOBHILIEHA
CKeNeTHATa CHCTEMa KpeaTHHHH
H ChCAMHHTEHATA tocdornHaza B
ThKaH KpkETA*
HapymeHus na octpa Ob6pedna
6n6peunre n HEIOCTATBUHOCT
NMHKOYHHTE MhTHILA
O6n HapyImeHus i acTeHUA/'yMopa

HapaHasanus,
OTpPABAHUA U
YCIIOKHEHHS,
BL3HMKHAIH B
pesynTar Ha
HHTEPBEHLUHH

HapaHABAHE

¥ 3HaYATE/HO NO-BHCOKO Pa3NpOCTPAHEHHE ce HabNI0AaBa NPH NALMEHTH OT ANOHC

CPAaBHCHHC LIPH MALUEHTH OT HEAIOHCKH npousxona.




Psiako ca HabmoasaHy cryvad Ha eHUehanonaThs el NPUIOKEHHE Ha NeBeTHpaueTam. Tesu
HEeXeNaHH peakuu OOHMKHOBEHO HACTLNBAT B HAYAJIOTO HA JICUYCHHETO (HAKOIKO AHH 10 HAKOJKO
Mecela) M ca o6paTHMM clTe/l CTHPAHEe Ha JISYEHHETO.

OnuMcanye Ha W30PaHH HexedaHH peaklUHU

PackbT oT AHOPEKCHA € 110-BHCOK, KOTaTO TONHPaMAT ce Nnpuiiara ¢AHOBPEMEHHO € JICBCTHpALICTAM.
an HAKOJIKO ClIy4ad Ha ATONCUHA € HaDMOAABAHO BL3CTAHOBABAHE CE NpeycTaHOBABAHE IpHEMa
Ha JCBETHPANCTaM.

HpPl HAKOH OT CJIYUAHTE H& MAHUHWTONCHHA ¢ YCTAHOBEHO MOTHCKAHE HA KOCTHHA MO3DBK.

[leanarpruna nonyaaums

I1pn nanuenTy Ha BB3pacT ot | Mecen A0 nod 4 roauuu, o6 190 naueHTH ¢a GUIH NeKYBaHH ¢
TeBeTHpaLICTaM B IUIALe50-KOHTPOJIMPAHH H OTBOPEHH pasminperu npoydysadus. lectaecer (60) ot
TE3H [TAHHEHTH ca onnn JICKYBAHH C JICBCTHpAUCTAM B MaueGO-KOHTPOIIHpaHﬁ npoy4BaHHA. le‘[
NauMeHTH Ha BE3pacT 4-16 roaunu, obuo 645 naumentu ca OWIH NEKYBaHH C IEBETHpALIETaM B
11aue60-KOHTPONHPaHH H OTBOPEHH PasluHpeHH npoyyusanus. B mnaueGo-KoHTpoanpaHH
npoyuBaiina 233 OT Te3n NauHeHTH ca OHIN JIEKyBaHH ¢ eBeTHpalleraM. B Tezu aBe neanaTpuyHu
BBE3PACTOBH MPYIIH, TE3H AAHHH Ca JOMbIHEHH € IOCTMAPKETHHIOB ONHKT 34 YNoTpeba Ha
JIEBETHPALIETAM.

Ocpen ToBa 101 xppMaveTa Ha BE3pacT nox 12 Mecelia ca GuE ¢ EKCNO3HIEA B [IOCTMAPKETHHIOBO
npoy4BaHe 3a OezonacHocT. He ca naeHTHRHKIMpPaHH HOBH ChOOpaXkeHusd 3a GezonacHoCT 3a
JIeBETHPALIETAM TNPH Jlela ¢ eMHICNCHA Ha BR3pacT noa 12 mecena.

ITpodhunbT Ha HEXKENAHKUTE PEAKLMH HA JIEBETHPALICTAM € N0 NIPHHLMIT OAODEH NPH Pa3iHYHHTE
BB3PACTORH I'PYITH H B PAMKHTE HA 0100peHHTe NOKA3aHNA, CBbP3aHH ¢ enuniencuaTa. bezonacHocTTa
NpH NeTHaTPHYHH NIAMMEHTH B TAUE00-KOHTPONHPAHH KIHHHYHK IPOYYBAHKSA Ca B CBOTBETCTBHE C
npogina Ha 6e30NaCHOCT HA EBETHPAIIETAM MPH BL3PACTHH, C H3KTIOUYEHHE HA TIOBEACHYECKHTE H
TICHXHATPHUYHH HEXENAHH PEaKUMK, KOWTO A NO-YeCTH IpH JAela OTKOJIKOTO MNpH BL3pacTHH. Ilpu
Zena M IOHOLIN Ha Bb3pacT ot 4 10 16 roauul, mospsiade (Muoro uectH 11,2%), r1nidyna (decTn
3,4%), npoMeHH B HACTPOoeHUETO (4eCTH 2,1%6), eMoumoHanHa HecTabuiHocT (wecTH 1,7%), arpecHs
(uectH 8,2 %), HeobHuatino nosepenue (obwa 5,6%) u neraprus (06w, 3,9%) ca cvoburasany no-
YeCTO, OTKOJIKOTO B JIPYTHTE Bb3PACTOBH IPYNH HIH B 061K npotun Ha 6ezonacHocT. [Ipn
KbPMayeTa H Ae1la Ha Rb3pacT oT 1 Mecell 710 1o/ 4 FOIHHH, pasapasHHTenHoeT (MHoro 4ectH 11,7%)
H HAPYMIEHa KoopAHHaLuA (uecTH 3,3%) ca cho0LIaBaHH Mo-4ecTO, OTKOIKOTO NMPH JPYTHTE
BBE3PacTOBH IPYNHM, WIH B o0ILUA npodun Ha Ge3onacHoCT.

JBoiiHocaano, nnanefo-koHTpoNKpaHo NpoyuRaHe 3a NPoCye/IaBaHe Ha Ge3onacHOCTTa IpM Jeua ¢
HEHH(EPHOPEN AH3aiH € OLEHWIO KOTHUTHBHHTE M HEBPONICHXOJIOrHYHE eekTH Ha JeBeTHpalleTaM
0pu feua ot 4 10 16-roaMiliHa BE3pAcT ¢ NAPUHAIHH NPHCTBIIA. Y CTAHOBEHO €, 4e IeBeTHpaLeTaM He
ce pa3nuara (He € Mo-~jow) CAPAMO MIAaneto NO OTHOLIEHHE HA MPOMSHATA CIPAMO H3XOAHOTO HHBO
Ha Leifer-R BHAMaHKe 1 naMeT, KOMOHHMPAH CKOP 3a H3CITE/BaHE HA [TAMETTA Ha NpeJBapHTEHO
OfpeaeNieHara B NPOTOKOAa nomynanus. PeayntaTire, cBLP3aHH ¢ TIOBEASHYECKATA H €MOLIMOHANHA
GYHKUMA, ca MOKa3aH BIIOILABAHE TIPH JIEKYBAHKHTE ¢ JICBCTHPALETAM NAUMEHTH N0 OTHOWEHHE HA
ArpecHBHO MOBEJCHHE, HIMEPEHO MO CTAHAAPTEH H CUCTEMATH3HPAH METOI Ype3 H3MOA3BaHE HA
sanmaupad cnocod (CBCL — Achenbach srnpocHuxk 3a aetcko noseaeHue). Brnpexu Tosa
NAUHEHTHTE, MPHEMAITH JICBETHPALICTAM IO BPEME HA NPOABIKHTEIIHOTO, OTBOPEHO MPOCIEAsBalio
OpOYYBAHE, HE €A 10KA3AIH 00ILO BAGLIABAHE N0 OTHOLIEHHE HA NIOBEACHHETO HIH EMOI[HOHANHATA
GyHKUMA; HEWO MOBEYe, IOKA3ATEIIHTE 3a ArPECHBHO NOBE/ICHUE HE Ca NI0KAa3a/IH BNOLIABAHE CIPSIMO
H3XOJHUTE CTOHHOCTH.

Crolitapane Ha HONO3HPAHY HEXKENAHH peaKIHi

C'bOﬁHlaBaHeT O Ha NNOAO3HPAHA HEXCIIAHH PEaKlHH cNel paspellaBpaHe 3a yno1"pe"
MPOOYKT € BaXKHO. Tora noszsonaea da NpOaLIIKH HaﬁJ’llOI[eHHBTO Ha CHOTHOLIEH



JIEKAPCTBEHMA NMPOIYKT. OT MeIHUMHCKHTE CNELMATTMCTH Ce H3HCKBA Jia Cho0IIAaBaT BCAKa
NORO3UPaHA HEXKENlaHa pPeakuus upe3 U3MbAHUTEIHA areHUMds 110 JICKapCeTBaTa

yiL. ,,Jlamsan I'pyee™ Ne 8

1303 Codusn

Ten.: +35 928903417

yebcaiit: www,bda.bg

4.9 Tlpeaocsupane

CHMITOMH
COMHONIEHTHOCT, TPEBOXKHOCT, arpechs, MOHKEHA CTENEH HA CL3HAHKE, MOTHCKAHE Ha JHILAHETO H
KOM4 ca Ounu HabMoIaBaHK NPH Npe]o3HpaHe Ha JIEBETHPALIETAM.

Mepku npy npegosupaHe

Cren ocTpo npenosupane, croMaxa Moxe Ja Obe uanpasHed 4pes CToMalllHa MPOMHBKA HIH
NpeAH3BHKBaHe Ha nospbiuane. Hama cneunduuen anrupor Ha nepetupaneram. Jledennero npu
npeo3npane € CHMIITOMaTHYHO H MOXKE 11a BKTIOYBA XemMoauanusa. EdukacHocTTa Ha OTACIAHETO
npu quanusa e 60% 3a nepeTupauetam U 74% 3a IbPBHUHHA METABONINT.

5. ®APMAKOJOIMYHH CBOMCTBA
5.1 ®apmakoJHHAMHYHN CBOACTBA
({apMakOTCPaneBTUYHA rpyna: AHTHENMISITHUM, ApyrH anTuemwientiuy, ATC kox: NO3AX14.

AKTHBHOTO BEILIECTBO NIEBCTHPALIETAM € TIMPONMACHOBO MPOU3BOAHO {S-eHaHTHOMED Ha Q-eTHII-2-
OKCO- | ~MTMPOJIMJHH alEeTAMU]T), XMMHUYECKH §e3 BPB3KA ChC CHILECTBYBAILIHTE AHTHENMMIETITHYHH
AKTHBHH BEILICCTBA.

Mexanu3eM Ha JeicTeue

MexaHu3MBLT Ha AeHCTBHE Ha NIEBCTUPALIETAM BCE OLLIE HE € HAITBLIHO M3scHeH. In vifro | in vivo
ONHTHUTE [IOKA3BAT, YC ICRETHPALIETaM He [TPOMEHs OCHOBHHTE XapaKTePHCTHKH HA KIETKATA, KAKTO M
HOPMAJIHATA HEBPOTPAHCMHCHA.

In vitro npoy4BaHUATA TIOKA3RAT, UC JICBETUPALIETAM Bb3AEHCTBA BbPXY HHTPAHEBPOHHHTE HHBA HA
Ca®" upe3 wacTHuHO UHxuGupane Ha N-tun Ca?’ kaHanuera, KakTo H ype3 peayuMpaHe,
ocsoboxaBareTo Ha Ca?* oT MHTpaHeBpOHHHMTE Jena. B 1ombaHeHHe, TOH 4aCTMUHO HaMANABa
peAyKuuaTa B notoka B GABA- H rUUMH- 3aBHCHMUTE KAHANYETA, HHAYIIMPAHA OT LMHK H f-
kapbonunu. Helllo noBeye, B in vifro Npoy4BaHns, IEBETUPALICTAM NTOKA3BA CEBP3BAHE KbM
CeIM)HUHH MECTa B MOZBYHATA ThKaH Ha rpu3aqn. ToBa MACTO Ha CBBpP3BaHe € HAMHPAIIHA Ce B
CHHANTHYHHTE BE3HKY/IM HPOTEHH 2A, 33 KOIHTO ¢ CMATA, Y€ YYACTRA BBB Be3HKY/IHaTa Qy3us H
HEBPOTPAHCMHTEPHATA €K30IIMTO3a. JIeBeTHpaLieTaM M HErOBUTE aHANO3H MOKA3BaT H3AREH AHHHTET
KbM CEBP3BAHE C HAMMpAILHs CC B CHHaNTHYHHTE BE3MKYJIH MpoTerH 2A, KOETO OT CBOA CTPaHa € BBB
BPB3Ka C TAXHOTO JEHCTBHE Cpellly MPHCTHINTE B AyIHOreHHH MOJIENIH HA STTHIICNCHS TIPH MHILKH.
Te3u pesynTari npeanonarat, 4e B3aMMOEHCTBHETO MEXKY JICBETHPALICTAM H HAMUPALIHA CE B
CHHANTHYHHTE BE3HKYIIH MPOTEHH 2A NOAIIOMAra AaHTHENHIENTHYHHA MEXAHH3bM Ha ACHCTEHE Ha
JIEKAPCTBEHHS POIYKT.

PapMakoaHHaMH4HH ederTH
JleBeTHpaneTaM npeanassa OT NAPUMATHH H NLPBHYHO FEHEpalH3UPaHy HPHCTHITH TPH WHPOK KPBr
HHBOTHHCKH MoaesH 6e3 1a MMa TIPO-KOHBYACHBEH eext. IIbpBUUHIAT METAOOIHT € =
[1pu xopa aKTHBHOCTTA MO OTHOLLEHHE, KAKTO HA [APLMAJIHUTE, TAKa U HA MEHepaTH
SNWICTITHYHH CECTOAHRA (ennnenTUdOpMHO OCBODOKNARAHE /¢monapoxcu3man§’
TIOTBBPKAABA LHPOKHA $HapMaKONIOTHYEH CIEKTHLP Ha JCBETHPALETAM. '

KiipHu4Ha CQHKEICHOCT H Oe30macHocT \




Honvasaiyo aevenue Ha APYUATHY RPUCTABAY CbC Al Be3 6IMOPUNHA 2eHe PATU3AYHR NPU 8B3DACINY,
IOHOW Y, Oeya U KbpMuema HAO 1-Meceuna @v3pacm ¢ enuiencus

ITpu pp3pacTHH, edUKACHOCTTA Ha JICBETUPALIETAaM € JoKa3aHa B 3 ABOHHOCASMH, Taue6o-
KOHTpoAupanH npoyusasua ¢ 1000 mg, 2000 mg wnu 3000 mg/ned npunaranu B 2 OTIETHH JIO3H ©
MPOAB/KHTEIHOCT Ha stedeHHeTo N0 18 cepmuum. Ilpu 0GobeHHs aHamn3, OPOLEHTA HA MALIHEHTHTE
JoCTHrBIM 50% WM MO-BHCOKO HAMAaNeHHE, CIPAMO H3XOAHOTO HUBO Ha YECTOTATa Ha [apLIHAJIHHTE
NPHCTBLIM 33 CEAMULA NPH MOCTOAHHA J03a (12/14 ceamuiti) e 27,7%, 31,6% u 41,3% npH nalHeHTH
npuemMamy 1000, 2000 win 3000 mg neperupaueram W cboTBeTHO 12,6% 33 NALMEHTHTE NIPUEMAllIH
nnane6o.

[ennarpHyna nonynaums

I1pu neauaTpuuAy nauyeHTH (0T 4 10 16-roaxinHa Br3pact), ebHKACHOCTTA HA JIEBETHPALIETaM ©
¥Ycranosena B ABOHHO-CNAMNO, [U1ALe00-KOHTPOIMPAHO NPOyYBaHe, BKIIOUBALIC |98 nammenTy 1 ¢
NPOAL/KMTEHOCT Ha evenrero 14 ceamuuy. B ToBa npoy4eaHe, naundeHTHTE ca NONY4aBasH
NeReTHPALIETAM KaTO MOCTOAHHA 1033 oT 60 mg/kg/nuesHo (NpHeM IBa ITBTH Ha JEH).

44,6% OoT nauueHTHTE NPHEMAITH NTeBeTHpaLeTaM H 19,6% oT naumeHTHTe Ha Tauebo ca umann 50%
WIH [0-BHCOKO HAMAIEHHE, CNIPAMO H3XOAHOTO HHBO HA YECTOTATA HA NMAPLHAJIHKTE MIPUCTHIIM 32
ceqmuLa. [Ipu mpoabmkuTenHo aAbarocpouHo edenue 11,4% ot naLMEHTHTE He ca NOMYYaBalH
MPHCTHITH TIOHE 3a 6 Mecela, a 7,2% 3a nore 1 roauHa.

Ilpu neguarprynm nauredTH (0T 1-MecedHa a0 4-rojidiHa 8b3pact), ePUKacHOCTTa HA
NEBETUPALIETAM € YCTAHOBEHA B JBOHHO-CIIANO, IW1aLebo KOHTPOIHPaHO Npoy4YBaHe, BKIo4Baiio 116
MALUACHTH # C NMPOIBDKHTETHOCT HA JIEYEHHETO 5 AHK. B TOBa mpoyvBaHe HA NALHEHTHTE €
npeanucana aqHesHa go3a ot 20 mg/kg, 25 mg/kg, 40 mg/kg ann 50 mg/kg nepopanex pasTeop, B
3aBMCMMOCT OT TAXHaTa BB3pacT. B ToBa npoyuBane e u3nonssana n03a oT 20 mg/kg/aHesHo,
THTpHpaHa 10 40 mg/kg/nHesHO IpH KbpMAaYeTa OT €AMH Mecell 0 6 Mecelia H /1033 0T

25 mg/kg/nnerno, TurpupaHa Nio 50 mg/kg/nHeBHO NMpU KhpMaUeTa U Aeua Ha Bb3pacT OT 6 Meceua 10
4 roguny. Obwara gHEBHA 1034 € TIPH/IAraHa J1BA MbTH JHEBHO.

IIbpeOHauYanHaTa oneHKa Ha ¢)EKTHBHOCTTA € HHBOTO Ha OTroBoOp (MPOLEHTET HALMEHTH ¢ = 50%
HaMaJleHHE, CIPAMO H3XOAHOTO HMBO HA JHEBHATA HECTOTA Ha NapLUHATHHTE NPUACTLIIM), ONIPEIe/IeHA
OT 3ac/IeneH LeHTpaneH YeTew upes 48-uacopo Buaeo EEI HabnioneHre. AHATHIBT Ha eQHKACHOCTTA
obxsawa 109 nauueHTH, KOMTO ca WManu noxe 24-yacoso suaeo EEI” HaGnionenye npes asata
NEPHOAA - HA U3XOAHOTO HHBO U Ha olleHkaTa. [TanmeHTHTE, Mokasanu otroop ca 43,6% ot
JIeKyBaHWTe ¢ nepetHpaueraM H 19,6% ot naumerrnre, npueMaluy mancdo. Peaynrarure oTrogapar
Ha CLOTBETHATA BB3PACcTOBA rpyna. [Iph npoaABLIKHUTENHO ABITOCPOuHO JedeHHe 8,6% OT nauHenTHTe
He ca MOJTYYABAIH MPHCTHIM [10HE 3a 6 Mecewia W 7,8% 3a noue 1 roaqHa.

B maneokonTponpaHy KIMEHYHH IPOYYBAHHA, C CKII03HUMA ca OWIIH 35 KbpMayeTa ¢ NapHHaTHi
MPUCTBIIM, HAa BB3pAcT Noa | rogxHa, o1 KOUTo camo 13 ca Gunm Ha Bb3pacT < 6 Meceua.

Monomepanus npu nevenue Ha NAPYUATHU RPUCHTLAY CbC WK BE3 SMOPUYHA 2CHEPANUIAYUA NPU
nayuenmuy rao 16-200uunHa 6u3pacm ¢ HOGOOUAZHOCINUYUPAHA eRUIENCUS.

E¢dukacHocTTa Ha JIeBeTHpALIETAM KATO MOHOTEPAITHS € YCTAHOREHA B JABOHHO-CIIAN0, NIAPATCITHO-
FPYIOBO, HeHH(EPHOPHO cpaBHEHHE ¢ KapbamazenuH ¢ KoHTponupaHo ocsoboxnaeane (CR) npu 576
NalMeHTa Ha 16-roasngEa BE3pacT WIH MO-BB3PACTHH ¢ HOBOJMATHOCTULIHPAHA WK HACKOPO
JUarHocTHIMpana enunencus. IlaunenTrTe € TpaGsano ga ObAAT €JHHCTBCHO C HENPEIH3BHKAHH
NAPUHATHY TIPHCTBIH HIH TEHEPANH3MPAHH TOHHYHO-KIOHHYIHH npHcTenu. [Taumenture ca
pasnpeneneHu (paHIOMHM3HPaHH) Aa npueMart kapGamazenun CR 400 — 1200 mg/neH unn
JiegerHpaneram 1000 — 3000 mg/aeH, kaTo NPoAB/KHTENHOCTTA Ha JleweHueTo € Ouna 1o 121
CEMUIH B 3aBUCHMOCT OT OTIOBOpA.

Jlurca Ha npUCTBIK 3a 6 MeceLa € JocTHrHaTa npe 73,0% 0T NauMeHTHTe NPHEMAILH 1
H rpu 72.8% or nauueHTHTE npuemamn Kapﬁamasenuﬂ- CR; ycraHosenata aGCOMOTH:

xapbamaseniud CR).



B npoytsaue, oTpasfapallo KIHHUYHATS NPAKTHKE, ChITbTCTBAILATA AHTHENWICOTHYHA TEPANHA MOXE
1A ce MPEKLCHE NPU orpaHHyeH Opoi nalHeHTH, KOHTO ca ce MOBMUANH OT JONBNIBAILA TEPANHA C
JeBeTHpaneTaM (36 BB3pacTHH NalueHTa ot 69).

Honvasawo neyenve Ha MUOKIOHWHHI NPUCTHBAY NPU GbIPACKINU U OHOUIM HaO [ 2-200uuina eb3pacm
€ H08CHWIHA MUOKIOHUYHA ENUIENCUA.

EdwkacHocTTa Ha JrleBeTHpaLeTaM € YCTAHOBEHA B JBOMHO-CIANO, MNauefo-KOHTPOIHPaHo NpoyyBaHe
¢ NPOALIKHTENHOCT 16 cCeaMULIM NpH NaUMEHTH Ha 12-roAMiiHa BB3pacT WU MO-Bb3PACTHH
CTPAJAIIM OT HIHONATHYHA MeHePAITH3MPAHA eNMIIENCH ¢ MUOKIOHHYHH NPHCTEIH OT Pas/IHYHEH
CHHIPOMH. TTOBEYETO NALMEHTH ca OKITH C FOBEHHITHA MUOKAOHHYHA €ITHITENCHA.

B ToBa npoyuraHe mo3ata ha neernpauetaM e 6una 3000 mg/neH pasaeneHa Ha 2 ipHeMa.

58,3% OT mauMeHTHTE NPHEMaLIy IEBETHPaUeTaM u 23,3% oT MalLMeHTHTe Ha TuTanebo ca uMain
noue 50% HamaneHHe Ha JHHTE Npe3 ce/IMHLIATA ¢ MHOKIOHHYHH MPHCTBIY. [Ipn NPOABMKATENHO
ABIITOCPOUHO JeYeHHE, 28,6% OT NalHeHTHTE He ca NOyuaBalH MHOKIIOHHYHH MPHCTEIH 34 NoHe 6
Mecena H 21,0% 3a noue | roauHa.

Horvrsawo neuenue 1A HoPEUYHO 2eHEPANUBUPANY MONUUNO-KAORUNHY NPUCILIU NP 6b3PACTINY U
IoHOW Hao 12-200muna 6b3pacm ¢ uOUONAMUNHA 2eHEPAIUIUPAHA CHUNENCUN.

EdHnkacHOCTTa Ha NEBETHPALICTAM € A0KA3aHA B 24 ceIMMUHO ABOMHOCANO, MNaleG0-KOHTPOTHPaHo
NpOY4BaHe BKJIIOYBALIC BL3PACTHH, IOHOWIIN H orpaHu4eH Gpoi fena cTpafailiy oT HAHONATHYHA
reHepajH3upaHa enUeNnCHs ¢ MBPBUYHO FeHepaM3Hpany ToHHIHO-KIoHHYHH (TTT' TK) nprcTeng ot
Pa3THYHK CHHAPOMH (IOBEHH/IHA MUOKIIOHHYHA ETTWIETICHA, IOBEHHITHA abCcaHe CIMUNENCHA, 16TCKA
abcanc emunencus WK enunencus ¢ grand mal NpucTbnu npy ck6yxaaHe). B Topa npoyusase,
Jlo3ara Ha neeetupaueTaM ¢ 6uina 3000 mg/neH npu Bv3pacTHH win 60 mg/kg/nen pH Aeua,
TIPHEMAHa B 2 OT/Je/IHH JO3H.

72,2% oT nauueHTHTE NpHEMalM NieBeTHpaLIeTam H 45,2% oT MauueHTHTe Ha auebo ca uManH 50%
HAHK NO-TOJAMO HamaneHue Ha yectorara Ha [TEFTK npucrenu 3a cenmuna. [pu npoabmkHTeIHO
ABITOCPOUHO nederue 47,4% oT MalHeHTHTE He ¢a MoJYYaBa/IH TOHHYHO-KIIOHHYHH IPHCTBITH 33
noHe 6 Mecena, a 31,5% He ca nonyyasajii TOHHYHO-KJIOHHYHH IIPHCTBIIM 34 IOHE | rOOMHa.

5.2 PapMakokHHETHYHH CBoiicTBa

JlepeTHpalieram 1Ma BHCOKa CTEMEH Ha PA3TBOPHMOCT H NPOHHKBaHe. DapMaKOKUHETHIHAAT My
npodun € THHeeH ¢ HUCKA HHTPA-MHIUBHAYANHA M HHTEp-UHIMBHAYyanHa BapuabuntocT. Hama
NPOMsHA B KIIMPBHCA CJIe[l MHOTOKPATHO NpHiIoxkeHne. HaMa JaHHM 3a ChlIeCTBEHA BapHAOHITHOCT 1O
OTHOLUEHHE HA NOJa, PacaTa H UMpKanHua puTLM. DapMakOKHHETHYHHAT npodui € CPaBHHM NIpH
3ApaBH 1OGPOBONILIH W MALMEHTH C EMMIETICHS.

[opaan nenHara 1 THHelHa aGcopO1Ms, MTA3MEHHTE HHBA MOTAT A4 ObJAT NpeaBUACHH B
3aBHCHMOCT OT NepopajiHaTa 103a JereTHpaleTaM uipasedu B mg/kg TenecHa maca. Eto zamo se ¢
HEODXONMMO CEAEHE Ha ITa3MEHHMTE HUBA JIEBETHPALIETAM.

IIpu 8B3pacTHH H 1ELI2 € YCTAHOREHA 3HA4YHMa B3aHMHA BPb3Ka MEKAY CIIOHYeHaTa H IU1a3MeHa
KOHLEHTPailkA (CbOTHOMIEHHETO CIIOHKA/TUIAIMA [0 OTHOLIEHHE HA KOHLEHTpaLMaTa BapHpa oT 1 Ao

1,7 npn nepopanuara TaGietHa dopma u 4 uaca cies npuema Ha NCPOPAHHA PasTBOD).

BuspacTen u oHOWA

Abco

Jleetnpaneram ce aGecopbupa 6Bp30 cie nepopanHo npunoxetune. AGconoTHara nepe;
OuonanuuHoct e 6am3ka a0 100%. y
IInkoru nnasmernn koHueHTpanuu (Cmax) ce gocturar 1,3 yaca cnen npuema. Cranyy §

CHCTOAHHUE CC NOCTHrA CJied ABa AHH opu pencuM Ha MPpHIQKEHHC 2 bTH JAHECBHO. ;




Crenenta na aGcopOums He 3aBHCH OT 103aTa U HE CE BMSC OT XpaHara.

Pasnpenenexue
HsAMa AdaHHH 33 TBKAHHOTO paznpeaeneHue Npu Xopa.

Huto neseTHpalieram, HUTO HETOBHA MHPEHUYEH METAGONIMT Ce CBBP3BAT B 3HAYHTE/IHA CTETIEH C
NNa3MEeHATE MpoTeHHH (< 10%). OGema Ha pasnpeaeneHue Ha JeBeTHpaLUeTaM € npHOnusnTento 0,5
1o 0,7 kg, koeto e 61130 40 o61MA BOAeH 06EM Ha OpraHAzMa.

BrioTpanchopmaiys

JleseTHpaneTam He ce MeTaboNIM3MPa eKCTEH3NEHO Npu xopa. [aBHUAT MHT Ha MeTabonnsbM (24%
OT [J03aTa) € eH3HMHA XH/POJIN3a Ha alleTaMuanara rpyna. B obpasysanero Ha IbpBHYHHA
merabonuT, ucb 1057, e yuactear uepHoapobuute unroxpom P450 usopopmu. Xuaponusara Ha
aleTAMH/HATA PYNa € YCTAHOBEHA B TOJiM Opoi ThKaHM, BKTIOUHTEIHO KPBBHH KJIETKH.
MeTaGonutsT uch LO57 e dapmakonorauso HEakTHBEH.

VYeTaHoBEHH ¢a ChLIO U [IBa BTOPOCTENEHHH MerabonuTa. EQMaMAT ce nosyyaea ot
XHAPOKCHIIHPAHETO Ha DHPOJHAOHOBHA nIpbeTeH (1,6% or Ao3aTa), a Apyruar OT OTBApAHETO Ha
nuponujioHoeus npbered (0,9% ot posara). lpyrute HenpeHTHOUUMpPAHH KOMIIOHEHTH ca camo 0,6%
OT 03aTa.

In vivo He € ycTaHOBEHa BBTPEITHA KOHBEPCHS Ha EHAHTHOMEPHTE KaKTO Ha JIEBETHPAlIeTaM, TaKa
Ha HETOBHS MBPBHYCH MeTabOIHT.

In vitro, nesernpaneTamM U HErOBMAT NbPBAYCH MeTabONHUT HE MHXHUOHPAT U30(DOPMHUTE Ha rNaBHHA
4epHOApobeH KOMILIEKC Y Xopara — uzodopmuTte Ha LHToxpoM P450 (CYP3A4, 2A6, 2C9, 2C19,
2D6, 2E1 u 1A2), rmokoponun Tpancdepazara (UGT1A1 n UGT1A6) u enokCHa XWApOKCHNAIHATA
akTHBHOCT. B nonmiHenne, neseTHpaleram He Bb3jeiicTea in vitro BLPXY INOKYPOHHPAHETO Ha
BANMPOEBATA KMCEJIMHA.

B kynTypH OT YOBENIKH XenaToLMTH NEBETHPAUIETAM OKa3Ba Cial WM HHKakbB edekt sbpx CYP1A2,
SULTIE] wi UGT1AL. JleretHpaueram caaGo unnyurpa CYP2B6 u CYP3 A4, In vitro nanuure u
in vivo NaHHKTE 3a B3aHMOAEHCTBHA C NEpOpaTHUTE KOHTPAlIeITHEH, JIMTOKCHH H BaphapHH
MOKAIRAT, UE iN VIVO HE Ce OUAKBa 3HAYMMO HHAYHMUDAHE Ha CH3UMK. ETo 331110 € ManKo BEpOATHO
B3aMMO/ICHCTBHE Ha JieBeTHpALieTa ¢ APYrH BELIECTRA MK VICe versd.

EnvMunHpane
TnasMeHHST NOMYKHBOT NPH BH3PACTHH € 7+1 Yaca W He BapHpa B 3aBHCHMOCT OT JI03aTa, ITBTA Ha

[pHnarate ¥ MHOrokparHusa ApxeM. CpegHuar obiy TeneceH kinpbhce e 0,96 ml/min/kg.

[MaBHHAT 0BT HA EKCKPELMA € UPe3 ypuHaTa 3a cpeano 95% ot nosata (npubnusurenso 93% or
MPHETATA 1034 CE OTAENAT B PAMKUTE Ha 48 4aca). Oraensuero Ypes H3npaxkHeHHATa ¢ camo 3a 0,3%
OT J03aTa.

KyMynaTiBHaTa €KCKpeLHa Ype3 yPHHATA HA ICBETHpaLleTaM W HETOBMA NbpBHUCH MeTabonuT ¢
CbOTBETHO 66% M 24% npe3 nbpeute 48 uaca.

PeHannuAT KIHpBLHC Ha neseTupaueram W uch LOS7 ¢ crorBetHo 0,6 u 4,2 mi/min/kg 1 nokassa, 1e
NEBETUPALIETAM CC OTAENS 4Pes FRoMepyHa GuiTpaus ¢ nocneasama TyGynHa peabeopbums, 1 ve
MbPBUYHHAT METABOTHT CHILIO CE OTAENA YPe3 aKTHRHA TyOYJIHA CeKpeLtus B AOMbJHEHHE Ha
rIOMepy/THATA (PUITTPAIIUA.

Otaenanero Ha neBeTUPALICTAM CHOTBETCTBA HA KPEATHHUHOBHS KITHPHHC,

Crapuecka Bb3pact
Tlpy nan#eHTH B cTapyecka Bb3PacT NOMYKHBOTHT € YBeJHYeH ¢ okono 40% (10 o 11 qaca).,IQBa e




Pennrena Ha 6a3aTa Ha KPeaTHHHHOBHUS KJIMPBHC MPH NALHEHTH C YMEPEHO 10 TexKo 0b6peuno
yBpexaaHe (BiK. Todka 4.2).

[Ipn naumenTH B Kpaen crajui Ha 6u0peuna HEAOCTATHYHOCT ¢ AHYPHA, IOMY)KHBOTET €
npubin3nTenno 25 u 3,1 vaca, ChOTBETHO NPe3 HHTEPAHANUZHHSA H HHTPAJAWATUIHUA NIEPHOA.
[lo Bpeme Ha ofbuyalinaTa 4-pu 4acoBa AMANTH3HA NIPOLIEAYpa GPaKLHOHHO ce oTaenat 51% ot
JIEBETHPALICTAM.

Yepnoapobuo yBpexknaHe

[Tpu nauxeHTH ¢ Neka 10 yMepeHa cTeneH Ha uepHoApoGHO YBpexaaHe He ce Habmoaapa 3HaYMTETHA
NPOMAHA B KNMPBLHCA Ha JieBeTHpaueraM. [1pu noeevero nauMeHTH ¢ TeXKa creneH Ha uepHoapobHo
YBpeX[JaHe KIMPBHCHT Ha IEBETHPALIETaM € HamalleH ¢ noseue oT 0% nopany cbABTCTBALLO
610peyHo yBpexaaHe (Bx. Touka 4.2).

Ilennarpuina nonynauxa
Heua (4 1o 12 roauuu)

Cnen npuemaHe Ha exnHiyHa go3a (20 mg/kg) ot feua (6-12 rogHHH) ¢ ENKIENCHS, NOTYKUBOTBT HA
NEBCTHpALIETaAM € 6,0 qaca. HpHBH,ﬂHHHT KOPHIrHpaH KbM TEJICCHOTO TErJIO KIIHPLHC © HPHGJIPBHTBJ'IHO
¢ 30% Mo-BHCOK OT TO3M MPH BL3PACTHHU C SITHUACNCHA.

Cnen MHOrokpaTHo nepopanto npuackenye (20 1o 60 mg/kg/nHeBHo) npu aeua ¢ enmwiencu (4-12
TOJMHH), TEBETHpaLleTam ce abcopOrpa Obp30. [THKOBH IUta3MeHH KOHIGHTpaUMH ce agocturar 0,5 no
1,0 vac cnen nprema. HabnronaBaHo € THHEIHO M NPONOPLMOHAIHO HA 103aTa MOBHLIABAHE 32
NHKOBHMTE IUIa3MEHH KOHIIEHTPALHK K NJIOILTa NOA KpHBaTa. ENMMHMHALMOHHHAT (0JIYKHBOT € OKOJIO
5 gaca. [lpuBuanuaT Tenecex kupbac € 1,1 ml/min/kg,

Kepmauera u geua (ot 1 Mecen 110 4 roavuu)

Cnen npuiaraneto sa enHHEYHa no3a (20 mg/kg) va 100 mg/ml nepopanen pasreop npu xena (ot 1
MeceL| A0 4 roMHK) ¢ ENMHNENCH:, NepeTHpalieTaM ce abcopbupa 61p20, KATO THKOBH TUTa3MEHH
KOHLIEHTPalHH ¢€ A0cTHraT 1 yac cied mpHeMa. GapmMakoKHHETHUHHTE PE3yNTaTH [IOKa3BaT, ue
TIOTY>KHBOTHT € NO-KpaTek (5,3 4aca), B cpaBHeHHe ¢ TOBa NpH BL3pacTaH (7,2 4aca), a TPUBHAHHAT
TeNeCeH KIHpBHE € No-6bp3 (1,5 ml/min/kg), B cpaBHehKe ¢ To3H npu Be3pactu {0,96 mU/min/kg).

B nonynausonHns gapMakOKMHETHYEH aHANK3, TPOBEACH MPH NIALKEHTH OT |1-Meceuna Ao 16-
FOJHIIHA BE3PACT, TEJECHOTO TEIVIO € 3HAYHMO CBBLP3AHO ¢ NPHBUAHHA KITHPBHC (IKIHPBHCET Ce
MOBHILIABA C MOBHIIABAHETO HA TENECHOTO TEII0) H NPUBHAHHA 00eM Ha pasmpezieneHHe.

BB3pactra Chio BAMSAE BBPXY ABaTa napamerbpa. Tosu edexT e no-u3paseH npu No-MajikuTe
KbpMayeTa W HAMAJIABA NPH YBEJIMYEHHE Ha BE3PACTTa, KATO CTAaBa HE3HAYMHTENEH OKOJO 4-ro/HIIHA
BL3pacT.

B nBara nonynaunosHn GapMakoKHHETHYHH aHanu3a ce Habmoaasa okomno 20% napacTeaHe Ha
NPHBHIAHHAT KIMPHHC Ha 1EBECTUPALIETAM, KOTATO CE TIPHJIAra ChBMECTHO C €H3HM-HILLYLIHPalllH
AHTHEMHIICITHYHH NEKapCTBa.

3.3 IlpeaxkMHHTHA JaAHH 3a GelonacHOCT

HexmuHHYHHTE JaHHH He MOKa3BaT 0co0eH pUCK 3a Xopara Ha §a3aTa Ha KOHBEHUHOHATTHHTE
(hapMaKoIOrHUHK H3NATBAHMS 32 Ge30MACHOCT, FEHOTOKCHYHOCT H KAPLIMHOTEHHOCT.

Heskenanu eekTH, KOHTO He ca HabMoOgaBaHu MO BpeMe HA KIIMHUYHUTE NPOYUBaHHs, HO YCTaHOBeHH
IIPH ILTEXOBE H B N0-MAJIKa CTeNEH NMPH MHILKH, TIPY HABA Ha [pHiaraHe nogo0HHU Ha Te3
YOBEKA H ¢ Rb3MOXKHA BPb3Ka ¢ KNHHHYHATA ynoTpeba, ca YepHOAPOOHHTE IPOMEHH,
AJANTHBHKS OTIOBOP, KATO HAPACTBAHE HA TEMIOTO M LHEHTPUNOGYIapHa xnneprO(b
MHQHITPAaLHA H TIOBHILABAHE HA YEPHONPOOHKUTE SH3UMH B NJ1a3MaTa.




He ca HabmionaBaHH HeXelaHN eeKTU BEPXY MBKKHA H KEHCKH QEPTITHTET HIH )
penpoayKLHOHHATA CHOCOGHOCT MpH MUIbXoBe NpH 103k o 1800 mg/kg/neH (x 6 MILX Ha mg/m
HIH 03a3aTa HA eKCTIO3HIMATA) NIPH poaHTeIuTe H F1 nokoenue.

[IpoBeneHu ca aBe eMOPHO-hETATHH NpoyuBanus BLpXy passutuero (EFD) npu mexose ¢ 400, 1200
1 3600 mg/kg/nen. Ipu 3600 mg/kg/nen mpu camo eauo or 2 EFD npoy4saHus e nMano crabo
HaMaJIeHHE Ha TETNIOTO Ha NI0/1a, CBbP3AHO C rPAHHYHO NOBULLIEHHUE HA MPOMEHH/MAIKH aHOMAJIHH.
Jluncea edekT BEPXY CMBPTHOCTTA Ha eMOPHOHHTE U He ce Habo1aBa NOBMILICHHE HA YECTOTATA Ha
mandgopmanunre. NOAEL (Huso na wenaGnionasanu Heskenanu peakwun) e 3600 mg/kg/nen npu
OpeMEeHHH JKeHCKH TUTBXoBe (X 12 MakcHManHaTa npenophyaHa JdesHa go3a npu xopa MITAX, sa
mg/m2 6aza) u 1200 mg/kg/nen 3a mogosere.

IIpoBenieHH ca yeTHpH NPOYUBaHHS BHPXY eMOPHO-(ETAIHOTO PA3BHTHE IIPH 3aill(H, BIIIIOYBALIK
Aozu ot 200, 400, 860, 1200 1 1800 mg/kg/nen. Jozara or 1800 mg/kg/nen e nosena Ao 3abenexuma
TOKCHYHOCT MpH Malikara H HaMaleHHe Ha TEeroTOo Ha IUIOAA, CBLP3aHO C MOBHINEH PHCK OT
Pa3BHTHETO HA IU10J CBC ChPAEYHO-ChAOBK/CKeNeTHH aHoMaluH. NOAEL e <200 mg/kg/nen npu
Maiikara u 200 mg/kg/nes npH mwiozaa (exsupanenTHo Ha Ha MITJIX Ha mg/m? Gaza).

[IpoBesieHO € npoyuBaHe BLPXY MEPH- H NOCTHATANHOTO PA3BHTHE NPH IUTBXOBE ¢ JI03H
neserupauetam ot 70, 350 u 1800 mg/kg/nen. NOAEL e > 1800 mg/kg/nen 3a FO >xeHckH M 3a
NPEKHBAEMOCTTA, PACTEXKA H PasBUTHETO Ha F1 nokonenwe o otGusanero uM (x 6 MIIIX na mg/m?
baza).

HeoHaTanHuTe M 10BeHWIIHH IPOYYBAHUA TIPH KHBOTHH ([LTbXOBE H KyYeTa) He OKa3BaT HeMeTaHH
e(eKTH No OTHOLLEHHE HA CTAHAAPTHOTO PA3BHTHE WK KPaHHO Ch3PABAHE MPH JO03H 10
1800 mg/kg/muenuo (x 6 —x 17 MIJIX na mg/m? 6aza).

6. @®APMAIEBTHYHH JAHHH

6.1 CoaEcnk HA NOMOITHHTE BelIECTBA

Anecyndam xannii (E950)
AMOHHER IHUMpPH3AT
JluMoHeHa KHcenuHa MOHOXHIIPAT
I'mautepon (E422)
Manturon, teuen (E965)
MeTtun napaxuapokcnbensoat (E218)
Iponwn napaxuapokcubenzoar (E216)
Harpues unrpar
Apomar Ha rposae:
- apoMaTH3UpaniH BelIecTea
- HapypanH4 apOMATH3HpALUM BEILECTBA
- apoMaTH3Hpaul npenapar
- nponunenrnukon (E1520)
- Tpuauerud (E1518)
- KyMapHH
Ipeuncrena Boga

6.2 HecsBMecTHMOCTH
He e npunoxumo.
6.3 Cpox Ha rogmoct

2 TOHHH.




Caen nbpBO oTBapsane: 7 Meceria.

6.4 CnenuajnH ycI0BHS Ha ChXpaHeHHe

'TO3M JleKapCTBEH NPOIYKT HE H3HCKBA HAKAKBY CNELIMAIHH YCIIOBHS Ha CHXpAaHeHHE.
6.5 [launu za onakoBKaTA

200 ml 6yTwika ot kadaBo cTHKIO, chiAbpxkama 150 ml Penureng 100 mg/ml nepopanex pasrsop -
3aTBOPEHA ¢ NOJIMIPONHICHOBA KaNayuka Ha BHHT 3alllMTEHa OT OTBApAHE OT AEUA H TIPBCTEH
OCHTYPABAIL 3allIHTa OT OTBapsHe.

ByrunkaTa ¢ eTvker, 3aeaHO ¢ McToBKaTa (MHbOpMalmsa 3a noTpeduTens), | ml cnpunuoska 33
NEPOPATHO JO3UPAHE M A/IaNTOP 33 CNPHHLIOBKATA CA MOCTABEHY B KAPTOHeHA KyTus. Tazd onakoBKa e
noaxoAdlia 3a Manki aeua (or 1 1o 6-meceusa BbapacT).

ByThiikaTa ¢ eTHKeT, 3a€/1HO C IHcToBKaTa (HHpopmawws 3a notpeburens), 3 ml cnpHHLOBKA 32
NEPOPANHO ZO3UPAHE H aJaNToP 3a CNPUHIIOBKATA ca MOCTABEHH B KApTOHeHa KyTHA. Ta3n Onakoeka e
NOAXOMALIA 33 MANIKK Aeua (0T 6 Mecena 10 MO-Maiky ot 4 roJHHH).

300 ml 6yThika ot kadgaBo cTbKIO, chabpxkauia 300 ml Periutenn 100 mg/ml nepopanex pasrsop -
3aTBOPEHA ¢ NONUNPOTIHICHOBA KaNauKa Ha BHHT 3alMTeHa OT OTBapaHe OT Acla U IPLCTEH
OCHrypABalll 3aIUTa OT OTBapAHe.

byrunkara ¢ eTHKeT, 33eHO ¢ THcTOBKATa (MH(popMauua 3a notpeburena), 12 ml cnpunnoska 3a
NEPOPaHO A03UPAHE M ANANTOP 33 CNPUHIIOBKATA ¢a MOCTABCHH B KAPHOHCHA KyTHA. TasK OMakoBKa
€ MoaXoAAIla 3a Aella Haj 4 rOJMIIHA BB3pPACT.

6.6 Cnennanas npeAnazHEH MePKH APH HIXBLP.fHe A pabora

Heu3non3eaHMAT NpoAyKT HIH OTMATbYHATE MATEPHANH OT HETO TPAOBa 1a C& H3XBBLPAAT B

CBOTBETCTBHE C MECTHHTE H3HCKBAHHA.

7.  HPHUTEXATEJ HA PASPEHIEHMETO 3A YIIOTPEBA

Pharmaceutical Works POLPHARMA SA

19 Pelpliniska Street

83-200 Starogard Gdanski

IMonua

8. HOMEP HA PAZPEIIIEHHETO 3A YIIOTPEBA

20120115

9. JATA HA ITbPBO PA3ZPEMIABAHE/IIOAHOBSBAHE HA PAZPEIIEHHETO 3A
YHNOTPEBA

Jara Ha bpBO paspemarane: 20.02.2012

Jlara na nocneano nonHoesBaxe: 26.09.2019

10. TATA HA AKTYAJIMBHPAHE HA TEKCTA




