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1. HME HA JJEKAPCTBEHHA NPOAYKT

Jlepetupaneram CTAJIA 500 mg pmnmunpanu TabneTku
Jleserupaneram CTAJZIA 1000 mg punmupann TaGrerku

‘Levetiracetam STADA 500 mg film-coated tablets

Levetiracetam STADA 1000 mg film-coated tablets

2. KAYECTBEH H KOJIHUYECTBEH CHCTAB

JieseTrpaneram CTAJA 500 mg dnamupans Tabaerkn
Beska dunmupana Tabnetxa coanpka 500 mg nesetupanetam (levetiracetam).

JlegeTapaneram CTAJIA 1000 mg pramupann Tabnercn
Besixa punmapana Tabnerka chaepxka 1000 mg nesetupaneram (levetiracetam).

3a NBJIHAA CIIACHK Ha MOMOIIHHTE BEILECTBA BX. Touka 6. 1.

3. JEKAPCTBEHA ®OPMA
Ounmupann TabneTka

Jesernpaneram CTANA 500 mg ca XuITH TPOXLITOBATH, ABOMHOH3ITEKHATH QUIMHpPAHH TaONETKH C
ACNHTCRHA YePTa OT eAHaTA CTpaHA H TRIXKHHA okolo 16,4 mm. TabneTkara moxe s Obe paznencHa Ha
IBE PABHH JI03H,

Jeperapaneram CTAJIA 1000 mg ca Geny, npoaBAroBaTH, IBOHHOHINBKHANN PHIMHPAHH TabIETKH C
JENWTENHA 4epTa OT €RHATA CTpaHa, ¢ IbDKHHA Okoo 19,1 mm. [eaATenHaTa 9epTa € CaMo 3a
YJeCHABAHE Ha CYYMBAHETO 3a NO-NECHO NPETIbIIaHe, a He 34 4a pasaelia TablleTkaTa Ha JiBe PaBHH JO3H.

4. KTHHHYHH TAHHH

4.1 TepaueBTHYNE NOKA3AHES

Jleernpaneram CTAJIA e nokasaH KaT0 MOHOTEpaNnyA NIPH Je4SHHE HA NAPRUATHA NPUCTBIH ¢ WM Ge3
BTOPHYHA M¢HEPATTH3ANNAA NPH BH3PACTHH HAITHEHTH H IOHOLTH Haf 16-TORMINAA BB3PacT C
HOBOJAHATHOCTHIIHPAHA EIHJICTICHS.

Jlesetupaueram CTAJIA e nokasaH KaTo AOIEIBAMIO TEHCHHE:
¢ TP DapUHaNHH NPHCTHIH C HNH O€3 BTOpHYHA NeHepanu3anus PH BE3PACTHH, IOHOIIH, ACHA H
HOBOPOAEHH HAJ 1-Meceuna Bb3pacT ¢ eMHNencHs.
¢ [pH MAOKNOHHYHHA NPHCTHITH NIPH BH3pacTHH H IOHOMM Haj 12-TONHINHA BB3PACT ¢ IOBEHAHA
MHOKIIOHHYHA €MHISTICHA,
® HOpH NEPBHYHO MEHCPANHM3HPAHH TOHHYHO-KIOHHYHH NPHCTHIA NPH BR3pAacTHH H IOHOWIH Haz 12-
FOHUIHA EB3PAcT ¢ HAHONATHYHA MeHEPATHIHPAHS CIHIICIICHE.

4.2 lo3apoBKa H HAYEH HA NPHACKEHHE




Jlo3nponxka

IMapupanne NpHCTEIN

I[pemopruuTennaTa ao3a 3a MOHOTEPANHEA (0T 16 rofMuy Harope) H AOITL/BANG ICUYCHHUE € ChITATA
KaTO MOCO9YEHaTa No-1omny.

BCHUKH nOKasanns

Brapactun (uan 18 roauns) u tonowmn (12-17 rogunu) ¢ Terno 50 kg win nosede

Havanuara TepanepTuyna fo3a e 500 mg 5sa meTH AHeBHO. Ta3n n03a Moxe aa 6bae 3ano4nara ot
ITEPBHA JICH HA JIucHHeTo. BulpekH ToBa, MOXKe A2 ce 3amo4YHe ¢ Mo-HACKA Hadanua ao3a or 250 mg
ABa IBTH AHEBHO CNOPEN MpeNeHKaTa Ha JICKapd 0THOCHO HECOXOMMMOCTTA OT HaMANARAHE Ha
NPACTHAMTE CNPAMO NOTEHUMAIHHTE Hexenant edextd. Tasu fo3a Moxke Aa ¢e noBHmH Ao 500 mg
/(Ba ITTH JHEBHO CNEJ| IBE CEAMHLIM. B 3aBHCHMOCT OT KNTHHHYIHHMAT OTTOBOP H IOHOCHMOCTTA, JJHEBHATA
71038 MOXKE Aa C& YBEAHYH A0 .

1 500 mg npa meTH AHEBHO. [TpoMsHa B fo3aTa, CBLP34aHa ¢ YBE/IHYaBAHES WITH HaMAJiABaHe, MOXe 1a

ce HIBBPILBA HA BCEKH 2 1o 4 cenmuui ¢ 250 mg wim 500 mg nBa NbTH AHEBHO.

Onou (12-17 roaunn) ¢ Terno mox 50 kg 1 Aena Ha Br3pact 1 Mecell H MoBeve

Jlexapsar Tpabea na npeanyme Hali-NOAXOAALNATA IEKAPCTBEHA (POpMA, OTIAKOBKA H KONIMYECTBO Ha
AKTHBHOTO BENIECTBO B JO30BA ¢AMHHLIA, B 3aBHCHMOCT OT TETNOTO, Bh3pacTTa H A03ata. Brxte pasaen
IlepuarpadHa nomynan s 33 KOPEKIHA HA J034T4 B 3aBHCHMOCT OT TErAOTO..

CrupaHe Ha JeYeHRETO ,
Ako Tpa6Ba na ce Cripe NedeHNeTo ¢ IEBETHpaLEeTaM, IPenopbyBa ce TOBa /1a CTABA MOCTENSHHO

(Hanpamep Npk Bb3pacTHH U IOHOLIH ¢ Terno Hax 50 kg: Ao3aTa ce HaMangea ¢ 500 mg aBa 'bTH AHEBHO
Ha BCEKH JIBE JI0 YETHPH CeMHLIM; IPH KbpMaueTa Hajl 6 Mecewa, fieia M IOHOIMH ¢ Tero nog 50 kg:
HaMaLIBAHETO Ha 03aTa He TpAORa fa npeninasa 10 mg/kg ana NLTH JHEBHO HA BCEKH JIBE CEAMMITH;
npH KepMadeTa (oA 6 Mecena):HaMAIABaHETO HA [03aTa He TpAOBa na HaapMmasa 7 mg/kg ABa eTH
IHEBHO HA BCEKH ABE CEAMHIH).

CrienHATHA NOOYIAUHH

Cmapuecxa evspacm (65 200unu u no-gv3pacmuu)

[Ipenopb4Ba ce anamTHpane Ha 03aTa MPH NALMEHTH B CTApYecka BE3PACT ¢ HapylieHa 6p6peyna
dyukuEs (5. no-nony “Taumentu ¢ Gs6peuno yepexnase™).

Bwbpeuno yepexcoane
Huesnara xo3a TpabBa Aa ce HHAHBAAYATH3HPA B 3aBHCHMOCT oT GhOpeunara Gy,

[IpH BB3pacTHM NALMEHTH H3NON3BaliTe NPHIOKEHATa NO-A0NY TaGNHIA 38 afANTHpPAHE Ha J03aTa. 3a
npsnaraHe Ha Ta3k TablHla ¢ HeoOXOMUMO Ja ce 3HAe KPeaTHHHAOBHA KIIHPBHC HA NAIHEeHTA,
H3ipazed B m/min (CLcr). IIpn pB3pacTHH H roHOWH ¢ Terno Hag 50 kg CLer B ml/min Moxe aa ce

onpeaenH OT CepyMHHA kpeaTuHuH (mg/dl) upes cnenanara dopMyna:

CLer (mi/min) = [140-ebapacrra (rogusu) x terno (kg)
(X 0,85 npH XKeHH)

72 x ceiny-n}en era'mﬂnn
Karo CLcr ce anantupa cnpamo TenecHara nosbspxuoct (BSA) xakro crieapa:

CLer (ml/min)




CLer (ml/min/1.73 m?) = x1.73

BSA nauuent (m?)

ApanTHpane Ha 03aTa NIPH BBE3PECTHA H IOHOLIH ¢ Tersio Han 50 kg ¢ Hapymena 616peqna GyHkuua

T'pyna KpeaTHHHHOB KIHPBHC Jo3a ¥ 9ecToTa Ha NpHIIarage
(ml/min/1,73m2)

Hopwmanua >80 500 mo 1 500 mg xpa ITHTH AHEBHO

Jlexa 0-79 500 no 1 000 mg nBa ITETH AHEBHO

VMepeHa 30-49 250 go 750 mg apa MbTH JHEBHO

Texxa <30 250 no 500 mg gBa TLTH AHEBHO

I[lammaenTH B KpaeH

cTaguii

Ha 656peyna HeAOCTATEYHOCT : 500 mo 1000 mg BeaubxK JHEBHO (2)

Ha fauanuza (1) -

(1) Ilpes mbpBHA A€H HA JEUSHHETO cE NPENOPBYBA HATORAPRAINA A03a oT 750 mg nepeTHpaLeTaM
(2) Cnea nuanusa ce npenopsYBa JOIBIHHTENHE K032 oT 250 1o 500 mg.

Tipu neua ¢ GuOpeyHH yppeskzannsd, 03aTa NeBeTHpaLeTam TpabBa fa ce ananTapa Bb3 OCHOBA Ha
wuOpeunata dyHKUM:, THH KaTO KIMPEHCHT HA JICBETHPALETaM € CEbP3aH ¢ Gn0peunara GyHKOHA.

IIpenoprxara ce OCHOBABA Ha NPOYYBAHE MPH BH3PACTHH ¢ GLOPEUHH YBPeKIaHHs.

CLcr B ml/min/1,73 m2 e pu3M0XKHO 1A ce OTIPeAeNH 0T H3YHCIABAHETO Ha CEpYMHHA KPEeaTHHHH
(mg/d]) 3a no-ManKn IOHOLIA, AELA H HOBOPOIEHH C MOMOINTA Ha clexHaTa dopMyna (popMya Ha
Schwartz):

Bucounna (cm) x ks

CLer (mlmin/ 1.73 m?)=

Cepymed kpeatnsun (mg/dl)

ks= 0,45 npn xppMauera 1o 1-roaxmua se3pact; ks= 0,55 npu aena noa 13 roguayn u aeoiiky; ks=
0,7 npH 10HOITH OT MBXKH TON.

AnanTHpaHe Ha 103aTa NpH HOBOPONEHH, ZIela U HOowWH ¢ Teryio nox 50 kg ¢ yspexaune
OBOpeunara pyHxma:




I'pyma KpeaTnHuHoB KNHPBHC Jl03a M YecToTa HA AO3HPAHE
(ml/min/1,73m2)
Kspmauera ot 1 fo 6 Knpmauera ot 6 xo 23
Mecena Mecena, Aena i IHOIIH
c
Terno noa 50 kg
Hopmanna >80 7 no 21 mg/kg 10 o 30 mg/kg
(0,07 no 0,21 ml/kg) (0,10 a0 0,30 ml/kg)
IBa THTH THEBHO IBa ITHTH AHEBHO
Jlexa 50-79 7 no 14 mgikg 10 no 20 mg/kg
(0,07 no 0,14 ml/kg) (0,10 xo0 0,20 mlkg)
IBa I'bTH JHEBHO
JiBa ITTH AHEBHO
Ymepena 3049 3,5 a0 10.5 mg/kg 5 mo 15 mg/kg
(0,035 no 0,105 ml/kg) | (0,05 mo 0,15 ml’kg)
IBa TBTH JIBa TBTH AHEBHO
AHEBHO
Texka <30 3,5 no 7 mg/kg 5 no 10 mg/kg
(0,035 no 0,07 ml/kg) | (0,05 mo 0,10 ml/kg)
IBa TETH AHEBHO
IBa ITbTH IHEBHO
lanpenTn B kpaeH | -—--- 7 no 14 mg/kg 10 mo 20 mg/kg
craguii Ha GuOpevna (0,07 mo 0,14 ml/kg) (0,10 no 0,20 ml/’kg)
HEAOCTATHYHOCT,
npoBeRAaINH BeIHB* AHeBHO (2),(4) | BeaEExk aueBHO (3) (5)
Juanuia

(1) Hepopanen pasTeop TpaGBa ha ce H3NON3BA NPH A03H oA 125 mg, KonTo He ca kpaTHH Ha 125 mg,
KOTaTo npcnopp4iBaHaTa J03a He MOXKe 14 Ce NOCTHTHE ¢ NPHEMAHETO Ha HEKONKO TaﬁIlBTKI'I, K4KTO H IIpH

TNAIMENTH, KOHTO HEe MOTAT J1a NPCTribIIaT TaﬁJ'IETKI'I;

(2) Npenopbusa ce HaToBapeamma Ao3a ot 10,5 mg/kg (0.105 mlkg) npes mupBHSA EH Ha JIEYEHHE C

NeBeTHpaLeTaM.

(3) Mpenoprusa ce HaroBapeama 103a oT 15 mg/kg (0.15 ml/kg) npes mbpBHA JeH HA NEYEKHE ¢

JIEBETHPALIETAM.

(4) Cnen mramisa ce npenopbusa AOMBAHKTENHA A03a oT 3,5 o 7 mg/kg (0.035 to 0.07 mikg)
(5) Cnen nuanm3a ce npenopbuBa AOMEAHATENHA Ao3a oT 5 go 10 mg/kg (0.05 to 0.10 ml/kg)

Yepnodpobro yepexcoane
[Tpr nalHeHTH ¢ JIeKa 10 YMEPEHa CTENEeH Ha YePHOAPOOHO YBpeXaHe He Ce Haara ajl
Aoc3ara. [Ipd NalHEHTH ¢ TEXKO YePHOAPOOHO YBpexXAaHe CTONHOCTHTE HA KPEATHHHHO
MOTrar Ja He JajIaT peajiHa nmpeacrana 3a 0b0peuHara negocrarbunoct. [To Task np
KPEaTHHHHOB KITHPEHC < 60 m1/min/1,73m? ce npenopsusa 50% HaMaeHHe Ha QHE

TOAGBPXKAMIA fo03a.




IleanaTpHyiHa NOMYJAIHY
Jlexapar TpabBa fa npeanume nali-nogxondmaTa JiexapcTeeHa HopMa, KOMHUYESCTBO B OMAKOBKA H

KONMHIECTBO Ha AKTHBHOTO BEIIECTBO B JO30Ba ¢AMHHIIA B 3aBHCHMOCT OT TErNOTO H ao3ara.

Tabnernara popma He e azanTHpana 3a ynorpefa NpH fiena oM 6 FoHHH. 32 NpeANoUHTAHE €
nepopanet pasTeop NpH TasH nonynanua, Ome noBeue, 4e HATHMHATE KOHLEHTPAHH Ha TableTkuTe He
Ca MOAXOAANL 32 HAYaNHO JICYEHHE MPH Jelia, ¢ Terno moA 25 kg, mpH maiueHTd, necnocoSHH Ja
TIPErTBIIAT TablieTkHTe UK 3a NPHIAraHe Ha Aok MoA 125 mg (moNoBHHaTa Ha Tabnetka ot 250 mg).
BbB BCHUKH Te3H cydan Tpa6Ba na ce H3IOA3Ba NepopaeH pazTROp.

Monomepanua

BezonacHOCTTa M edekTHBHOCTT2 Ha Jlepetnpaneram Crana TIpPH Jlena H IOHOHIM o 16 roqHHH KaTo
MOHOTEPAIIHA HE € YCTAHOBEHA.

Hama HanmHyHE AaHHH,

FOnomn (16 n 17 rogunu), xonTo Texkat 50 kg wiu noseue, ¢ NapUHATHHE IPHCTHIM Che miA 063
BTOpPH'HA MEHEPANIH3ALHA C HOBOAHArHOCTHIIHPAHA ETKASNCHA. Mo, BIDKTe rOpHHA pa3aen 3a
BB3DACTHH (218 roanam) i 1onomu (ot 12 g0 17 roaunu) ¢ Terno 50 kg wiaH nopede

Honvrsawo nevenue npu kupmavema xa gvspacm om 6 do 23 meceya, deya (2-11 200unu) u onou
(12-17 200unu) c meano nod 50 kg

IpenoppyBa ce nepopaieH pasTBOp KaTo JeKapcTBeHa GOpMA IPH KbPMAadeTa H 1A IO/ 6 NOAHHH.

Ilpr neua na 1 Haa 6 ronuHHM, NEpopanen pasTeop TPAGBa Aa Ce HAOJ3BA HPH A03M 1oA 125 mg, npu
AO3H, KOHTO HE Ca KpaTHH Ha 125 mg, koraTo npenopbysanaTa f03a He MOXE /3 ¢e [IOCTHTHE C
IpHEMAHETo Ha HAKOJKO TabNeTKH, KaKTO H [IPH MAllHEHTH, KOHTO He MOTAT Jia TIperThmaT TabueTki.

Tpsabra na ce n3nonsea Haii-HHCcKaTa eexTUBRHA J03a NpH BCHUKH noxasanns. HavannaTa 103a np gete
HJTH 10HOINA ¢ Terno 25 kg Tpabpa Aa e 250 mg ABa MBTH IHEBHO, KaTO MAKCHMANIHATA Ao3a e 750 mg apa
ITETH JHEBHO,

Ho3ara mpy Aeua ¢ rerno 50 kg uan noBeve € CHULATA KATO NPH Bb3PACTHH NPH BCHIKH IOKA3AHHS.
Mons, BiokTe ropHus pasjien 3a Be3pacTHH (>18 rogunu) u tonomn (ot 12 70 17 roaHHH) ¢ Tero
50 kg unH moBede Npu BCHIKH MOKA3AHHA.

Honvrnumenno aexenve npu xepMavema na séwv3apacm om 1 Do 6 meceya
IIpn kppMaveTa ce npHjiara IepopaneH pasTeop.

HauuH Ha mpunoxenHe .

OanMupany TabneTkn TpabBa 1a ce NPUEMAT Npe3 yeTara, NOTThIAT C& ¢ AOCTATBUHO KONHYECTRBO
TEIHOCT B MOXKE A4 CE PHEMaT ChC Hiu O3 xpaHa. Ciiell HepopanHo NPHICKEHHE MOXKE J1a CE YCeTH
TOPYHBHAT BKYC Ha leBeTHpaueTaM. [{HeBHaTa 103a C¢ IPAJIATA KATO CE pasiens Ha JBe PaBHH J03H.

4.3 IipoTeBONOKA3aHASA
CEpPBXYYBCTBHTENHOCT KbM AKTHBHOTO BEMIECTBO HNH KLM JpPYTH MHPOIMACHOBH MIPOH3BOAHN, HIH
KBM HAKCE OT NIOMOLIHHTE BEIMIECTBa, H3OPOEeHH B ToUKa 6.1.

4.4 Cnenpra/ToM UpeaynpexAcHEs H NPEANAHE MEPKH NpHE ynoTpeba

brbpeyno yepexnane




Tpunaratero na JlesernpaneraM Craga npH NameHTH ¢ GL6PEUHO YBpEKIAHE HIHCKBA AJANTHPAKE Ha
Aosara. [1py malnenTy ¢ TexKO HapyIlleHHe Ha RepHOAPoOHATa GYHKIMA ce NPEmopHBa OLEHKA Ha
O0Opeqnata ynxuma npeas onpeaensne Ha fo3aTa (BX. TOUKa 42).

O Onbpedna e TEYHOCT
MHoro pajgxo ynorpeGata Ha neseTHpaneTaM ce CBBp3Ba ¢ ocTpa 6p0petHa HeAOCTATHYHOCT, KaToO
BpEMeTO 3a HeHHOTO BE3HHKBAHE BAPHPA OT HAKONKO JHH A0 HAKOJIKO MECEld.

KpuBHa KapTHHA
IIpH npunaraneTo Ha NeBeTHpalleTaM, OGHKHOBEHO NPH 3aII04BAHE HA JIEYEHHETO, Ca ONHCAHH PEJKH

Clyyan Ha HaManes 6poif KpBBHM KIETKH (HEYTPONEHHS, arPaHyIOLMTO3a, IEBKONEHH,
TpoMGousTOnE A 1 NaHEHTONEeHNA). [ThTHATA KpbBHA KAPTHHA CE TIPeNoOpEYBa NPH NAUMEHTH C
u3pa3eHa claboCT, NEPEKCHS, peHA¥BUPALI HH(pEXIHH HTH KOAryJallHOHHH HapyIeHns (Tovuxa 4.8),

CamoybmiicTBo

Ilpy naumHeHTy, ieKyBaHH ¢ AHTHENMNENTHYHHE NeKapCTBa { BIIOYHTENHO JEBETHPANICTAM) Ca
choGiaBaHy camoyGHICTBO, OMHT 3a caMOyGHICTBO, CYHIMAHA HACAMA U TOBeAeHHe. MeTa anamms
Ha paHZIOMH3HPaHH, I1AUe60 KOHTPOIHPAHH H3MHTBAHAA HA AHTHETHIETITHIHH JIEKApCTBEHH
OPONYKTH 0Xa3Ba MaTbK, HO MOBHINCH PHCK OT [10ABa Ha CYHIHIHM MHCIIH H TOBEACHHE,
Mexanu3MbT Ha TO3H PUCK HE € HIBECTEH.

3aroBa nauneHTHTE TPAGBA Na GBIAT MpOCNeAABaHH 32 TIPH3HALH Ha AeNpecHsd i/HWIH CyHIHAHA
HACAUHA H NOBeCHHE H TPAOBA a ce MpeaAnpreMe CHOTBETHOTO Nederue. [lanuenTuTe {u xopara,
KOHTO C€ IPHXAT 32 TAX) Tpa6Ba Na OhJAT NOCHBETBAHM [ MOTHPCAT JEKRPCKH CHBET, B CIydaii, ue ce
NOABAT MPH3HAIH HA ACNPeCH] H/AMM CYMIHIHA HICAUHS UNH TOBEASHHE.

AOGHODMHO M ArpeCHBHO NOBEAEHHE

JleeTHpaueTam MoXKe Aa IPHHYHHK TICHXOTHYIHH CHMITOMH H NOBEACHYECKH AHOMATHH,
BKIIIOYHTENHO PasApa3sHHTENHOCT H arpecHBHOCT. [lalHeRTHTE, IeKyBaHA C JIeBETHPALETaM,
TpabBa aa 6bAaT HaGMIOABAHH 32 Pa3BHTHE HA MICHXHATPHYHH NPOSBH, HACOYBALIA KbM
CBINCCTBEHH NPOMEHH B HACTPOSHHETO W/HIH THYHOCTTA. AKo ce 3afenexar Taknsa
MOBEACHN, TPAGBA Aa ce 0OMHECTH KOPHIHPAHE HITH NOCTENEHHO NIPEYCTAHOBABAHE HA
NleYeHHETO. AKO C€ B3eMe pellieHHe 3a NPEyCTAHOBABAHE, MO BIKTE ToMKa 4.2.

BromasaHe Ha npHCTENNTE
Kaxkro ce RabmojaBa 4 1pH APYTHTE BHAOBE AHTHENHNCITHIHH JIeKapCTBa, W IIPH JICBETHPALETAM B

PEAKH CITy4an MOXE Ja ¢€ 3aCHITH 9eCTOTATa HIIH TEKECTTa Ha npHcTenute. To3n napagokcaneH edekr ce
cBobinaBa 0OGHKHOBEHO MPE3 IBPBHA MECEI ClIe]l 3AN0YBaHe WIH ClIe] YBeJIHYaBaHe Ha J103aTd Ha
TICBETHPAETaM H € 06paTUM IpH NpekpaTABaHe Ha NPHEMA WM HAMANSBAHE HA J034TA HA JIEKAPCTBOTO.
INauuentute Tpatea Aa 6baar nockBeTBaHH He3abasHo 1a ce KOHCYRTHpAT CBC CBOA NEKAp B Cly4qaii Ha
BIICLIABANE HA enMICICHATA.

v, apake Ha QT-uHTepBana p eleKTPOKAPAHOTPAMATS
Io BpeMe Ha OCTMaPKETHHIOBOTO HAbMOAEHHE Ca YCTAHOBEHH PEAKH CNIyyYaH Ha yIbJokapaHe Ha QT-
untepsana b EKT. Jlepetnpaneram TpaGba Aa ce #3N0m3Ba ¢ NOBHINEHO BHAMAHHE NIPH HALMEHTH C
yAanpxaBate Ha QTc-HHTepBana, IpH NAKEHTH, JICKYBaHH CHITETCTBAINO C NeKapcTea, nopaHasamy QTc-
HHTEpBala, HIH NPH NAlHEHTH ChC 3HAYHMO NpeAUecTBaIO ChPASYHO 3a00/19BaHe HIH efle
HapyUICHHA,

[epuarpuuna nomynanns &
TabneTHara ¢opMa He e NOAXOAAIA 32 IPHEMAHE OT HOBOPOASHH H 1A€A [0 6-romm}§ LT
Hann4uute 1aunm nps Aiela He NOKa3BaT NOBTMABAHE HA PACcTEXa H nybeprera. Bmpe!\'qn;:’lpnafﬂe'ba ;
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H3BECTHH JBITOTPaliHATE edekTH BEPXY CIOCOGHOCTTA 32 3ayYaBaHe, HHTENIEKTa, PacTeka,
€HJIOKPHHHHTE QyHKIHH, MyOGepTeTa H BH3NPOM3BOACTBEHHAS ROTCHITAAN,

[MoMomHuu BemecTRa
Jlesetupaneram CTAJIA 750 mg dunmupanu TabneTkn chaspka Garprroto Ceheer xbiato FCF (E 110)

ANYMHHHEBA COJI, KOETO MOXKE Ja IPHYHHA ANIEPIHYHN peaKiHH,

4.5 BaauMojeiicTBRE ¢ APYrH JeKAPCTBEHH NPOAYKTH B APYTH OPME Ha BIaHEMoAcHCTBHE

AHTHENHNIENTHYHHA JCKAPCTBEHH NPOIYKTH
HaHHHTE OT KIHAHYHA NPOYYRAHHS NPH BH3PaCcTHH, HOpeAM NyCKaRe Ha Na3apa MOKA3BaT, qe

JleBeTupaneram He o0ka3Ba BITHAHHE BBPXY CEpYMHHTE KORIEHTPAlMM R4 ChIIECTRYBALINTE
AHTHEIHJICTITHYHH ICKAPCTBEHH CPeACTRa ((heHuTOHH, KapbaMa3elHH, BAIPOEBA KHCEJIHHA,
{enobapGuTan, naMoTpHrAH, rabaneHTHE, IPAMANOK), KAKTO H e Te3H AHTHEIWICNTHIHH NeKapCTBa He
BJTMAST BEPXY (papMaKOKHHETHKATA HA IEBETHPAIIETAM,

He coinecTByBaT KaTeropHyHi AaHHY 3 KITHHHYHO 3HAYMMH JIEKAPCTBEHH B3aHMOACHCTRIA KAKTO
Op¥ BB3PACTHH, TaKa U NPH MEAHATPHYHH NalHeHTH, NpHeMaTH Ko 60 mg/kg/nHaeBHO
JieBeTHpALeTaM.

PetpocniexTHeHaTa onerka Ha GapMakOKHHETHYHHMTE B3aWMOACHCTRHA NPH Jella H IOHOMIH ©
enunencus (4 10 17 rogunu), TOTBBPXKAABA, Y€ AOMBIBAIIOTO JIEYCHHE C EPOPATTHO NPHTIOKEH
JICBETHpAICTaM He NOBJIHSABA CTAIIHOHAPHYUTE CEPYMHH KOHLEHTPALHH Ha €AHOBPEMEHHO
TNpHIaranuTe Kapbamasenun W Bannpoar. Berpeku Tora naHAATe npeanonaratr 20% Mo-BHCOK
KIHPBHC Ha JICBETHPALETAM [IPH Jella, NPHEMAITH eH3HM-HHAYIHPallH aH THENHIENTHYHHA
TeKapcTBeHy npoAykTH. He ce manara ananTipane Ha nosara.

IIpobene

YeraHoseHo e, 4e npoGenenna (500 mg 9eTupH msTH AHEBHO), GnoKep Ha 6LGpeunata TyGyIHa
CeKpeilns, HHXAOHPA PEHATHAS KIHPBHC Ha ThPBMYHHEA METAbOHT, HO HE H HA JIEBETHpaLeTaM.
Bunpeku ToBa KOHIEHTPALAATA HA TO3H METAGONHT OCTaBa HHCKA.

Merortpekcar

CrobmeHo e, e eAROBPEMEHHOTO IPHEMAHE Ha JICBETHPALIETaM M METOTPEKCAT HaMa/aBa KIHpPBLHCA Ha
METOTPEKCAT, KOETO BOAH OO0 NOBHIIEHA KOHHGH’I‘p&IMB&H’bp)K&HC Ha MCTOTPCKCAT B KPBBTa A0
NOTEeHUHANHO TOKCHYHH HUBa. HuBara Ha MeToTpekcar u neBeTnpaneram B KprBra TpsbBa a ce
NpocneaaBaT BHHMATENHO NpH NalHCHTH, TEKYBaAHH CIHOBPEMEHHO C ABETE JIeKapCTBa.

Ilepopainu Ko ENTHBU H ODYTH MaKOKMHETHYHH B3auMoneHcTBHA

Jleetupaneram 1000 mg nxeBHO He MOBIHABA (PapMaKOKMHETHKATA HA OPANHATE KOHTPALETITHEH
(eTHHENECTPaaHON M IEBOHOPrecTpeN); eHAOKPHHHHTE NApaMeTpH (JIyTCHHHSHPAII XOPMOH H
MPOTrecTepOH) He ¢e MpomeHAT. Jleperpaneram 2000 mg AHeBHO He NOBTHABA PapMAKOKHHETHKATA
HA IATOKCHY M BapdapuH; NpoTpoMOHHOBOTO BpeMe He ce NpoMess. EXHOBPEMEHHOTO NPHEMaHE C
AHMIOKCHH, OPAIHA KOHTPALETTHBH H BapdapHH He NMOBNHABA (JaPMAKOKHHETHKATA HA
JIEBETHPAIIETaM,

JlakcaTHBH
HmMa usomapann cpo0lienns 3a HaManeHHe Ha eHKACHOCTTA Ha IEBETHPALIETAM, KOTAaTO
OCMOTHYIHOTO CN2OHTENTHO MAKPOTOJl Ce IIPHAATa SAHOBPEMEHHO ¢ MEPOPANCH JICBETH
Cneaosatenso, makporon ne Tpa6sa fa ce NpHeMa TIpe3 YCTATa B NPOABDKEHHE HA
€IHH 4ac cJj1e] IPHEMA HA NIEBETHPALICTAM.

XpaHa H aNKOX0N
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Crenenra na abcopbuus Ha ieBETHpaNeTaM He ce NPOMEHA OT XpaHaTa, HO CKOPOCTTa Ha abcopbnus e
cnabo NoHmKeHa.
HaMa nannn 3a B3aHmozelicTBHE Ha AEBETHPAUETAM C ANKOXOI.

4.6 ®epraanTeT, GpeMEeEHOCT H KbPMeNHe

XKeHn ¢ nereposicH NOTEHIHAN
Ha xenn ¢ aetepoaeH norenuman TpabBa 1a ce Zapa CHBET OT cHeNHAIHCT. JIeYeHHEeTo ¢ IeReTHpaLeTaM

TpAbBa na ce mpepasriena, KOraTo XeHara IaHUpa a 3abpemenee. KakTo npn BCHKH
aHTHETIHNENTHIHY JIEKAapCTRa, TpAOBA Nla ce H30sArBa BHe3aNHo CIApaHe Ha JIeBeTHpALETaM, Thil KaTo
TOBA MOXKe A3 NOBejie O MOABA Ha I'bPuoBE, KOHTO OHXa MOITIH Ja MMAT CEPHO3HH MOCIEHHIH 33 XKEHaTa
H HepoAeHoTo Aete. Tpabba aa ce NpeanoyeTe MOHOTEPAITHS, KOTATO € BE3MOXKHO, ThH KaTo JISYeHHETO ©
MHOXKECTBO aHTHeMMenTHIHH NekapcTsa (AEJ) Moxe Aa e cBbp3aso ¢ MO-BHCOK PHCK OT BPOAEHH
Man(OpMalHH, OTKONIKOTO MOHOTEPAIIUATA, B 3aBHCHMOCT OT NIPHJIATAHATE AHTHSTANEITHIH.

BpemeHHOCT .
[Conemusr 6poii NOCTMapKeTHHNOBH JAHHH MPH GpeMeHHH KeHH ¢ eKCIIO3KIHA Ha IEBETHpAIIETaM KaTo

monoTepanus (Haz 1 800, cpen xonto npn Han 1 500 ekcno3niBATa BL3HUKEA IO BPEME Ha ITbPBHA
TPHMECTEP) HE NOKA3BAT yBe/HYABAHE HA PHCKA OT OCHOBHMTE BpoaeHu Mandopmanuy. CeliecTByBaT
€aMo OrpaHHYeHH NI0KA3aTENCTBA 33 HEBPOJIOTHYHOTO Pa3BHTHE Ha AcHa, HANOKESHH Ha MOHOTEpanHA ¢
neBeTHpaleTaM in utero. Benpekn ToBa TeKymuTe ENHASMHEOIOIHIHY MpoyuBanud (npH okono 100 aeua)
HE MMOKa3BaT NOBUIIEH PHCK OT HAPYLIEHHA WiM 3a0aBAHe HA HEBPONIOTHYHOTO paseuTHE. JlepeTpaneram
MO3Ke Ja C¢ mpHnara 1o Bpeme Ha GpeMeHHOCT, aKko cieji BHUMATEHA OLEHKA ce CUETe, Ye € KIMHUIHO
Heobxomumo. B TakeB ciry4aii ce npenopbyBa Hal-HHCKATa e)eKTHEHA 1034,

OU3MONOTHYHHUTE IPOMEHH TI0 BpeMe Ha GpeMeHHOCTTa MOXKE Ja MOBIHSAT KOHIEHTPALMATA Ha
nesetupaneram. [1o Bpeme Ha 6peMeHnOCTTa ce Ha0MOAaBa IOHKXABAHE HA ANIa3MEHATE KOHLICHTPALHH
Ha nepeTApaneraM. [IoHnKaBaHETO ¢ No-M3pa3eHo Mpe3 TPETHA TPUMECTHP (A0 60% OT H3XOAHOTO KHBO
npejd GpemeHHOCTTA). 3aTOBA HA OPeMEHHHTE KEHH, TeKYBaHH C JCBeTHPALETaM TpS6Ba A Ce OCUTyPAT
MOOXONAINH MEAHIIHHCKH TPHXH.

KnpMere

JleseTnpaneram ce oTheNd B KbPMAaTa, 3aTOBA KBPMEHETO HE € NPEIOPHYMTENHO.

Axo o6ade TeICHHETO ¢ IEBETHPALETAM € HANOKHTENHO B HEPHO/IA HA KbPMEHE, CHOTHOMCHUETO
nonza/puck Tps6Ba fa ObIe ONEHEHO PH OTIHTAHE HA 3HAYEHHETO HA KEPMEHETO.

Qeprunuter
He ca oTXpHTH# NaHHH 32 BIHAHAETO BBHPXY (JEPTHINTETA IPH MpPOYYBAHHS BPXY KHBOTHH (BK.
TOYKA 3.3). HAMa KIMHHYHM JAHHH, IOTEHIHATHHA PHCK 33 XOPa HE € H3BECTEH.

4.7 EdexTa BLpxy cnocobEOCTTA 32 modupane H pabora ¢ MANIANE

JleseTHpaueTaM HMa JIeKO A0 YMEPEHO BB3ICHCTBHE BHPXY cnocobHOCTTa 3a modupane u paboTa ©
Mainnsn. [lopany BE3MOMNHA pasiHYHA HHAMBHAYATHA YyBCTBHTEHOCT IPH HAKOH NALHEHTH, B
Ha4al0TO Ha IeYeHHETO MM NPH NOCIeBall0 YBeIHIABAHE Ha A03aTa, MOXE Aa C€ NOABH CHHIABOCT
HITH APYT'H CAMIITOMH OT CTpaHa Ha LeHTpalHaTa HepBHA CHCTeMa. ETo 3aImo ce mpenopbhyBa NOBHINEHO
BHHMaHHKe NPH NaiHEHTH, K3BLPIIBALIA ONpeleNeHH 3a1a'H, KaTo modHpaHe HiIH paboTa ¢ MalIHHK.
IawuenTaTe TpsGBa Aa GBAAT NPEAYNPEACHA Aa He H3MON3IBAT KAKBATO K A4 € TEXHHKA HITH MAlIHHH
ACKATO HE YCTAHOBAT, e BE3MOKHOCTTA HM 34 TOBA HE CE € NOBNMANA.

4.8 HexeraHE IEKAPCTBEHA PEAKIHA
Obobusenue na npoghuna na besonacrocm
Haii-yecTo crobinaraHATe HexeNaHH PeaKUHH Ca Ha30(apHHTHT, CHHIUBOCT, FMAaBof
3amasHocT. [TpodHnbT Ha HexeNnaHNTe PeakL|H, PEACTABEHH NO-10IY, ¢¢ OCHOBAjA £
cGOpHHN MNaue6o-KOHTPONHPAHH KIMHAYHH H3NHTRAHHA 3a BCHUKH NPOYUBAHH 10 {438
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BK/09Bainy 0010 3 416 nanuenTy, JeKyBaHH ¢ neBeTHpaneTaM. Te3n JaHAK ca AOMBLIEHEHH ¢
ynorpebara Ha N€BETHPALETaM B ChOTBETHHTE OTKPHTH PaslIMPEHH (POYHBAHHA, KAKTO H OT
MOCTMAPKETHHIOBHA ONHUT. IIpodrireT Ba Ge30macHOCT Ha NeBETHPALETAM € KATO IIAI0 Mofo6en npu
PasNHIHHTE BL3PACTOBH TPYNH (Bh3PacTHH H NEAHATPHYHH NALMEHTH), KAKTO H B PAMKHTE Ha
0n00peHATE HHAMKALMH CEBP3aRH C EHICTICHATA.

TabnHueH CIACEK HA HEKENaHHTe JIEKAPCTBEHH PeaKHK

JloxnanBaHuTe HEXENAHH NIEKAPCTBEHH PEaKLHMH NP KITMHHYIHH H3THTBAHAA (IPH BB3PACTHH, FOHOIIIH,
RENa H HOBOPOAESHH HaX | Mecen) KM OT NOCT-MAPKETHHIOB ONHT ¢a H3GPOEHH IO CHCTEMO - OPraHHa
KnacHHKalms K 10 YecToTa B Tabiuiata mo-gony. YectoTara uM e AedHAHpaHa, KaKTO ClEIBA: MHOTO
4ecTH (>1/10) , gectn (=1/100, < 1/10), nevecru (>1/1 000, <1/100), peaxn (=1/10 000, <1/1 000) u
MHOIre peaxi (<1/10 000).

MedDRA KaTeropnn Ha secToma
Cucremo- MHoro 9ecTH Yeern Hewectn Peaxu
OpraHeH KJIaC
Hudreximm u HasodapuHTHT AHpEKLHH
HH(ecTaHH
Hapymenns ua Tpoubounronenns, IMaznnEronenus,
KPBETa H JIeBKOTICHHA HEYTPOTICHHS,
mimMpHara arpasynoLlHTO3a
CHCTEMA
Hapyimnenns na JlexapcTsena
' peaKknus ¢
HMYHHATA eo3HHODHINA 1
CHCTEMHH
CHCTCMA CHMIITOMH
(DRESS)
CBPBX-
JyBCTBHTEIHOCT
{BRIIIOYHTENHO
aHruoeneM H
anadHIaKcHs)
Hapymenus na aHOPeKCHS IToHR:kaBane Ha XANIOHATPHEMHSA
MeTabonH3Ma 1 TETJIoTO,
XpaHeReTo HOBHLIABAHE HA
TernoTo
Tenxaarm elpecus, OTIUT 33 caMoyOniicTBO, | H3BBPIIEHO
HAPYITeHHA CYHUMAHA camoyOHiicTBO,
BpaxnebHocT/ HIESalTHs, JIFYHOCTHH
NICHXOTHYIHO HApYLIEHHS,
ArpecHBHOCT, pascTpolicTBo, abHopmHO
GesmokoficTeo, HeoOmuatino
OescnHue, NIOBEACHHE,
HepBHOCT/ XamoNWHALAH, THAB,
CBCTOAHHE Ha




pasgpasHHTel- | o6BLpKBaHE, MAHHYECKa
HOCT araka, eMOLHOHATHA
HecTabnNHOCT/MPOMeHH
B HacTpPOEHHETO,
TPEBOKHOCT
Hapymenus Ha COMHOJICHTHOCT, | KOHBYJICHH, aMHe3HA, HapyHIeHHE XOpeoaTeTosa,
HEpBHATa HapyIlesHe Ha | Ha IAMETTa, HapymeHa
CHCTEMA rnasoborue paBHOBECHETO, | KOOpAHHAIMA / BHCKHHE3MUA,
3aMagHOCT, aTakcHsi, NapecTesns,
JeTapris, HapylieHde Ha XHOCPKHHEINA
TpeMop BHHMaHHETO HAPYMECHHE Ha
MOXOJKATA,
eHIedancnarna
BNOMIABAHE HA
MNPHCTHIHTE
Hapymenns na JHANIONHA, 32METTIEHO
CYHTE 3peHne
HapymeHns Ha BEPTHIO
YXOTO H
nabupunTa
Crpaeunu Y aenmxen QTHATEpBAN
HapyluicHHA B
eJIeKTpOKapAHOrpaMaTta
Pecnupatophs, KaUliHa
TPBIHH ¥
MEIUACTHHANHH
HApYIIeHHs
Cromamuc- Goaku B TIAHKpeaTHT
YpeBHU KopeMma,
JHapHA,
HapyIleHus JQHCHencus,
MOBPBIIANE,
rajicHe
Xenaro- abHOpMEM pesyirraTi gepHOApobHA
OHAHAPHE TpH PYHKUHOHATHH HEeAOCTATHYHOCT,
HapyILenns qepHOAPOOHH TECTOBE | XEHATHT
Hapymenns na o6puB ATONELHA, CKIEMA,
KOXarTa H
MOIKOXKHATA IIPYpUTYC
TBKaH /
0 &
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epHTeMa
MyJTHGOpME

Hapymenns na MYCKYJHa ¢nadocT, PabpomMuronnsa v
MYCKYJIHO- MOBHILICHA KPeaTHHHH
CKeNneTHara MHAIrHA ¢°°¢01:HH333 B
CHCTEMA KpBBTa
CheAHHATEIHATA
ThKaH

Hapymeras na ocTpa 666peuna
nOpenute 1 HENOCTATBHHOCT
IIHKOYHHATE
IThTHIOIA

Obmm acTeHHA/yMopa
RApYLIEHUA H
eeKTH Ha
MACTOTO Ha
NPAIOKESHUE

Hapanssanns, chay4aliHo HApaAABAHE
OTpaBAHMA H
YCIOKHEHHS,
BB3HHKHAIH B
pesynTar Ha
HHTEpPBEHIMH

¥ 3HaYMTENHO NO-BHCOKO PasNPOCTPaHeHHe c¢ HaboaBa PH NAIHEHTH OT ATIOHCKH NPOH3XO0J B
CPaBHEHHE ITPY NAHAEHTH OT HEATIOHCKH NPOH3XO,.

Onncanne Ha H30PaHH HEXENAHN PEAKIHH

PHCKBT OT anOpexcHs e No-BRCOK, KOraTo TOMHpaMaT C& NPHJIATA eJHOBPEMEHHO C JIEBETHPAIICTaM.
I1pu HAKONKO CNy4as Ha anonenHs ce HabmonaBa BE3CTAHOBABAHE Clle]l IPEYCTAHOBABAHE HA
JlereTHpaneram.

an HAKOH OT CIIYYAHTE Ha NaHLHTONCHHAA & ¥YCTaHOBCHO NOATHCKAHE HA KOCTHHA MO3bK.

Pazko ca Habmozapany ciydan Ha eHuedanonaTas cliel MPWIOKEHHE HA ieBeTHpaLeTaM. Tesu
HEXENaHH Peakily 0OHKHOBEHO HACTBIBAT B HAYANOTO Ha JIEYCHAECTO (HAKONKO MHH N0 HAKONKO MECELA)
H ca 00paTHMH Ces CHpaHe Ha Ie4eHHETO.

Tleduampyyna nonvrayus
ITpu naumenTy Ha BB3pacT ot 1 Mecen 1o noa 4 roxuuy, 06mo 190 manneHTH ca Gy

JieBeTHpALeTaM B IIale60-KOHTPONUPaHH H OTBOPEHM PasLIKPEHH ITPOYIBAHHA.

TE3H NALHEHTH ¢4 OHMH NeKyBaHH C JIEBETHpPALETaM B IL1ale60-KORTPOTHPaRH 11

DALHEHTH HA BB3PacT 4-16 romuuu, 0bimo 645 nanuenTy ca GHIH JTeKyBaHH ¢ Ji

1aue6o-KOHTPONHPAHH ¥ OTBOPEHH PasiuMpenH NpoyuBanus. B nmnaueSo-xon
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[poy4BaHMsA 233 OT Te3H NANHEHTH ca GWIIH JIEKYBAHH C NeBeTHpaleTaM. B Tean aBe NeAHATPHYHK
BB3PACTOBM IPYIH, TE3H AaHHH ¢4 JONBJIHEHH ¢ IOCT-MapKETHHIOB OIHT 3a ynotpeba Ha
JIeBeTHPALIETAM.

Ocgpel ToBa 101 kbpMadeTa Ha BB3pact non 12 Mecena ca GMITH ¢ eKCIIO3HIAS B IOCTMAPKETHHIOBO
npoy4BaHe 3a fesonacHoct. He ca maentHbuapann HOBH chobpaxkeH#s 3a §e30nacHOCT 3a
JieBeTHPaLeTaM NpH Aena ¢ CIHIENCHA Ha B3pacT nog 12 mecena.

[TpoduirsT Ha HexenaHuTe CHOHTHA HA EBETHPALIETAM € MO IPHHLINAT TIOA0OEH IPH PA3IHIHATE
BB3PACTORH IPYITH H B paMKHTE Ha 000peHUTe NOKa3aHKA, CBbP3aHy ¢ enuiencusrta. besonacHocrra npu
NeJUaTPHYHH NAUHEHTH B NJ1ane0o-KOHTPOIHPAHH KIHHMYHH NPOYYBAHHA ca B CHOTBETCTBHE ¢ Npoduna
Ha GesonacHoCT Ha NeBETHpaNeTaM NPH BB3PAcTHH, C H3KMIOYEHHE HA NIOBEACHYCCKHTE H NCUXHATPHIHY
HEXKENAHH PEaKIHH, KOMTO ¢a NMO-4eCTH NPH JIela OTKOIKOTO MpH BL3pacTHH. [IpH fena d I0HOINH Ha
BBb3pact oT 4 1o 16 roguum, nospomane {Muoro vecta 11,2%), pr36yaa (vect 3,4%), IPOMEHH B
HacTpoeHHeTo (wecTH 2,1%), eMonmonanHa HectaGunnoct (dectd 1,7%), arpecus (dectu 8,2 %),
neobuyalino nopenenue (06ma 5,6%) u netaprus (06w, 3,9%) ca cho6INaBaHK MO-4€CTO, OTKOIKOTO B
ApYTHTe Bb3DacTOBH IPYIH Wid B obuiua npotdun Ha Gesonmacuoct. [Ipu kbpmaveTa | Jella HA BB3PACT OT
1 Mecen a0 moa 4 roguHy, pa3npasHuTENHOCT (MHOTO 9ecTH 11,7%) U HapyHIEHa KOOpAHHAUNA (4ECTH
3,3%) ca cp06IMaBaHH NI0-9ECTO, OTKONKOTO NPH APYTHTE BH3PACTOBH IPYIIH, WA B 00IAA ipodun Ha
Ge3onacHoeT.

HeofiHo-ciano, nnane6o kOHTPOTHPaHO Hpoy4BaHe 3a Ge30macHOCT NpK Aeua ¢ HeHHPEPHOPEH An3aliH e
OLEHHIIO KOTHHTHBHOTO H HEBPOTNCHXOJIOFHYMHOTO ACHCTBAE Ha JIEBETHPALeTaM NpH feua ot 4 xo 16-
rOAHIIHA BB3PAcT ¢ NapLHaIHH NPHCTBIIH. Y CTAHOBEHO €, 4e JIeBeTHpAaIleTaM He ce pa3iiiyaBa (He € 1o-
aoma) copsMo nianeto no oTHOIMEHHE HA NPOMAHATA CIPAMO H3XOAHOTO HHEBO Ha Leiter-R BHUMaHHe U
nameT, KOMOHHHpAH CKOD 3a HiC/IeABAHE HA MAMETTA B ONpeeNicHaTa B NPOTOKONA MOMYJIAHA.
Pesynrarure, CEBP3aHH ¢ IOBESASHYECKATA H EMOUHOHANHA (PYHKIMA, ca MOXA3aAH BAOLIABAHE TIPH
nexyBanute ¢ Jleperapaneram Craaa nanueHTH MO OTHOILEHHE HA aIPECHBHO NOBEAGHHE, H3MEPEHO N0
CTaHAAPTEH H CHCTeMATH3HPAH METOJ dpe3 H3Non3Bsane Ha BanuaupaH cnocof (CBCL — Achenbach
BBIPOCHHK 32 JETCKO NoBEeHHE). BuNpekH T0Ba naunesTHTe, NpHeMany JleeetapaneraM Craga no
BpeMe HA NPOALDKATENHO,0TBOPEHO IpoCHeIABALIO IPOYYBAHE, He ¢a MOKasanH ofmo Blolasane no
OTHOLICHHE HANIOBEACHHETO Wil eMOLHOHANTHaTa GyHKINA; Hello ropeye, NOKa3aTe/InTE 32 arPeCHBHO
HOBEACHHE HE Ca MOKA3ATH BIOMAaBaHe CIPAMO H3XOAHHTE CTOHHOCTH.

Crobiiapane Ha MoA03MPAHA HEXENAHH DEAKIKH
Crobwmasanero Ha NOJ03HPaHH HEXETAHHN PEaKLHH CIIE/l paspelaBane 3a ynotpeba Ha NeKapCTBeHHS

MpOAYKT € BakHO. TOBA MO3BOJIABA 1A NPOLILKH HAOMOAEHAETO HA ChOTHOIIEHHETO NTOM34/PHCK 34
ACKAPCTBeHHA NPoAYKT. OT MEAHIHHCKHTE CIIEHANIACTH C¢ H3MCKBA Ja CHo0MmaBaT BCAKa NOA03HpaHa
HeXXellaHa peaKiys Jpes:

H3rrbnnnTERAa areHOUs MO IeKapCeTBaTa

ya. ,Jlaman I'pyen” Ne8

1303 Codus

Ten.: +3592 8903417

yebcaiiT: www.bda.bg

4.9 Ilpegozapane
CuMnToMHE

COMHONEHTHOCT, TPEBOXKHOCT, arpecHs, NOHMXEHA CTENEH HA Ch3HAHHE, NOTHCKAHE HA
KkoMa ca 6unn HabonaBasy NpH MpeAo3ApaHe Ha JEBETHPALCTAM.

Mepkn npu npegozupane i BN
Crien ocTpo npepo3ipase e HeoOX0AAMO H3NPa3BaHE HA CTOMAXA YPE3 CTOMALIHA NPOMHBKA HIEH
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NpeansBHKBaHe HAa noBpbmane, Hama cneiudnyen antuaot Ha nesetupaneram. JledeHHeTo pH
NPERO3HPAHEe € CHMIITOMATHYHO H MOXe Jja BKIHOYBA Xemouaiu3a. Edexra va otnensHe npy JHanusa e
60% 3a nesetHpaneraM H 74% 3a THPBAYHUS METAOONHT.

5. PAPMAKOJIOTWYHH CBOHCTBA

5.1 @apmakogaRaMHYEHE CBOHCTRA

PapMakoTepaneBTHYHA Ipyna: AHTHENHIENTHYHH IEKAPCTBA, APYTH aHTHETMWIENTHIHH JICKAPCTBA
ATC xox: NO3AX14.

AKTHBHOTO BeIIECTEO ICBETHPALIETAM € MUPONHACHOBO MPOH3BOAHO (S-eHanTHOMED Ha a-ethyl-2-
oxo-1-pyrrolidine acetamide), xummuueckn Ge3 Bpb3ka ChC CHIIECTBYBALIATE AHTHSTHIETITHYHH
cpencTsa.

MexanuzeM Ha nelicTBHE
MexanuaMbT Ha JielicTBHE Ha JIEBETHPALIETAM BCE OUIE HE € HAITBIHO H3sCHeH. In vitro U in vivo OIIMTHTE

NIOKA3BAT, u¢ NCBETHPALETAM He MPOMEHA CCHOBHHTE XapakTEPHCTHKH Ha KJIeTKaTa, KAKTO H HOpMalHaTa
HEBPOTPAHCMUCHS.

In vitro npoyuBaHus NIOKA3BAT, Y€ JEBETHPALETAM Bb3/eHCTEA BHPXY HHTPAHEBPOHHHATE HHEA Ha Ca’
Ype3s yacTHYHO HHXHGNpaHe Ha N-Tun Ca?* kananyeTa, KakTo U 4pe3 peAyIHpaHe OCBOGOXK/aBAHETO
na Ca®* oT HHTpaHeBpOHHHTe fena. B fomenHeHke, TOH YaCTHYHO HAMANABA PEAYKLUMATE B IOTOKA B
GABA- 4 riuMiiHH- 3aBHCHMHTE KaHAM4eTa, HHAYLHPaHH OT UHHK M B-kapbonuus. Hemo noede, B in
Vifro NpOyYBaHHA, IEBETHPALICTaM JIEMOHCTPHPA CEbP3BAHE KBM CCOH(HIHA MeCTa B MOIBUHATA
THKAH Ha rpusayl. ToBa MACTO Ha CREP3BAHE € HAMHPAINUA C€ B CHHANITHYHHTE BE3HKYIH NPOTCHH
2A, 3a xOHTO ce CMATA, e YHACTBA B Be3HKY/HaTa (y3Hs H HEBPOTPAHCMHTEPHATA €K20IATO34,
JlepeTHpaneTam H HErOBHTE AHANO3H TOKA3BAT H3ABSH aQHHHTET KbM CEBP3BaHE ¢ HAMHPAIITUI Ce B
CHHANTHYBKETE BE3HKYJH MPOTeHH 2A, KOETO OT CBOH CTPaHA € BhLE BPB3KA ¢ TAXHOTO AcHceTRrEe cpemy
HPHCTBITHTE B ayAHOTEHHE MOENH HA CHWJICNICHA MPH MHILKH, Te3n pesyaATaTd npeAOonaraT, 4e
B3aHMOACHCTEHETO MEXKTY ICBETHPANCTAM H HAMHPAIIHA C€ B CHHANTHYHATE BE3HKYJIH NPOTenH 2A
nojnoMara aHTHENMHJICITHYHAA MEXaHH3bM Ha AefiCTBHE Ha JIeKapCTBEHHA MPOAYKT.

DapMakoaHHaMHYHK edeKxTH

JlepeTHpaneraM mpeAna3ea OT HAPUMAIHH H TBPBEYHO T¢HEPATH3HPAHH NPUCTBNH IIPH MIHPOK KPBF
XHBOTHHCKH MOZeNH Ge3 1a mMa Npo-KOHBYJICHBEH eeKT. [IbPBHUHHAT MeTabONHAT € HEaKTHBEH.
ITpw Xopa aKTHBHOCTTA 0 OTHOIMIEHHE, KAKTO Ha MapIHATHATE, TAaka H Ha TeHepaNH3HPAHNTE
eNANCNTHYHEH CHCTOSHASA {enuienTdopMuo ocBoboxaarane /hoTonapokcuamManes OTTOBOD)
[OTBBPXKAABa MHPOKHA (JaPMAKOIOTHYEH CIIEKTHP HA JIEBETHPALIETaM.

Knunwana edukacHocT H Gesonacuoct

Honvasawo nevenue na napysannu npucmehu ¢ unu 6e3 eMopuuHQ eeuepanu:mqun 7ipU 8B3PACHY,
foHOWY, Oeya ¥ Hoeopodenu Ha) 1-Meceuna 6b3pacm ¢ enunencus

IIpu pE3pacTHH, epUKACHOCTTA HA JIEBETHPAUETAM € A0Ka3aHa B 3 JEodHO-ClienH, wialebo-
KOHTpOJIHpaHH npoy4saHad ¢ 1 000 mg, 2 000 mg waw 3 000 mg/nen npunarany KaTo 2 OTACIHH
JI03H ¢ NPOABIDKUTENHOCT Ha nedeHHeTo A0 18 ceamuuu. Ipn cbopHud aHIN3, MPOLICHTA Ha
natHeHTHTe JoctHrian 50% nian no-BHCoxo HaMaNeHHe, CTIPAMO H3XOOHOTO HHBO, HAa YECTOTATa Ha
NapuUHaJHHTE NPACTBIY 3a CEAMHIA NPH [IOCTOARKA Ao3a (12/14 ceamunn) e 27,7%, 31,6% u 41,3%
npH nauuenTH npueManiy 1 000, 2 000 nan 3 000 mg neeernpaneraM 1 choTBeTHO 12,6% 32
NalHeHTHTE TpHeMAally Tianedo. .

[leanarprvsa nonyranus

INpn nenuatpuunu naupesTd (0T 4 A0 16-rogMIHa Bb3pacT), epUKAcCHOCTTA Ha JE
AOKa3aHa B ABOHHO-CIIANO, Ianedo-KOHTPONHPaHo Npoy4BaHe kmousamo 198 o
13
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OPOSB/DKATENHOCT Ha JedeHHeTo 14 cemmuiy. B ToBa npoyusase, nalHeATHTE MOXy4aBaIH
JIEBETHPALSTAM KATO [TOCTOAHHA Jo3a oT 60 mg/kg/nHeBHO {npHem ABa ITHTH HA AEH).

44,6% oT nalHeHTHTe PHEMALIH JEBETHpPaUETaM U 19,6% OT NalleHTHTe HpHEMAINH Naauedo ca
HMaH 50% WiH no-BHCOKO HAMANEHHE, CNPAMO H3X0JHOTO HABO, Ha YECTOTATA HA NAPLUHAIHHTE
TPHCTHIH 32 ceaMuia. [Tpr npoab/okHTeNHO ABATOCPOTHO NeueHre 11,4% oOT manueHTHTE HE ca
TMIONYYaRaJIH NPHCTEOH NOHE 3a 6 Mecela H 7,2% 3a none 1 rognna.

[1pA neanaTpuyny naunenTH (o1 1-Meceuna a0 4-rouuIHa BB3pacT), epHKACHOCTTA Ha
JNIEBETHPAIIETaM € YCTAHOBEHa B ABOHHO-CIIATIO, MIaLebo KOHTPOAKRpaHO MpoydBaHe, Bkaloysauio 116
TIALMEHTH H ¢ NPOABLIDKHTENHOCT HA NleueHueTo 5 gHH. B ToRa npoyypane Ha NAUMEHTHTE €
Npean#caHa AHeBHa No3a oT 20 mg/kg, 25 mg/kg, 40 mg/kg unn 50 mg/kg nepopanen pasTsop, B
3aBHCHMOCT OT TAXHaTa Bb3pact. B ToBa npoy4saHe e H3nomzpana A03a ot 20 mg/kg/nnesHo,
THTpHpaHa xo 40 mg/kg/aHeBHO NPH HOBOPOJEHH OT eMH Mecel] A0 6 Mecena | io3a ot 25
mg/kg/rseBHo, THTpHpana a0 50 mg/kg/nHeBHO NPH HOBOPOZEHH H JELA HA BB3PACT OT 6 Mecena Jo 4
rofmun. Obmara JHeBHA 1032 € NpUIaraHa JBa ThTH JHEBHO,

IIbpronadanHaTa oueHka Ha eeKTHBHOCTTA € HHBOTO HA OTroBOp (MPOUEHTHT NALMEHTH ¢ > 50%
HaMalleHHe, CTIPAMO M3XOMHOTO HHBO, HA IHCBHATA YECTOTA Ha NapUuANHHTE NPHCTHIIN), ONpeaeIcHa
OT 3aCTIENCH LEHTPANCR derel] 4upe3 48-uacoso Buaco EEI” nabGmonenne. AHATHIBT Ha €PHKACHOCTTA
obxsatna 109 nanueHTH, KOKTO ca MMaTH NoHe 24-gacoso BEAec EETN Habmonenue npes Apara
TICPHOJA - HA U3XOOHOTO HHEO H HA OLIEHKATA. [lanHenTHTE, IOKA3alH OTTOROP, ca 43,6% ot
JIeKyBaHKTE ¢ AeseTHpaLeTaM 1 19,6% ot nanuenTrTe, npuemaniy mianeto. PesynraTure orroBapat
Ha CBOTBETHATa Bb3pacToBa rpyna. [Ipu npoasmkurenso asarocpouso nevenne 8,6% ot nanuenTHre
HE ¢a NoNyvYasaH MPHCTHIH HoHe 34 6 Mecena u 7,8% 2a moHe 1 ropnna.

B rnaue60-kOHTpOJIHpaHH KIHHHYHH IPOYYBAHHS, ¢ EKIO3HLHMA ca 61H 35 KbpMaveTa C apLUHaIHE
NIPHCTEITH, Ha BB3pacT moA 1 roakHa, oT KOHTO caMo 13 ca SHan Ha BR3pacT < 6 Mecena.

Monomepanus npu nevesiue Ha RAPYUATRY NPUCITBRI C WY 623 EMOPUYHA 2EHEPARUIAYUA RPY
nayuenmu nao 16-200uuna ev3pacm ¢ HOBGOUAZHOCIUYUPANA ENUTENCIA

E¢uxacnocTTa Ha nepeTHpaneTaM KATO MOHOTEpAMNHA ¢ YCTAHOBEHA B IBOHHO-CIAIIO, MAPANIETHO-
TPYNOBO, HeHH(EPHOPHO CpaBHEHHE ¢ Kapbamasenun ¢ KoHTponupaso ocBoboxaasane (CR) npu 576
nanHeHTa Ha 16-roaMImHa BL3pacT UMK NO-EL3PACTHH C HOBOZHATHOCTRIMPAHA HAW HACKOPO
AHArHOCTHIHpaHa enunencus, [JanuentaTe € Tpadeano fa ObaaT ¢fHHCTBEHO ¢ HENPEAHIBHKAHH
NapuHATHY MPHCTHOM HIH FeHepalHIHPaHH TOHHUYHO-KIoHHYHH npacThIH, HlanuenTaTe ca
ONpeNeNeHH Mo CNyYaeH Ha4HH Ja npueMar kapGamasenu CR 400 ~ 1 200 mg/nen win
nesetupaneram 1 000 — 3 000 mg/aen, KaToO NPOTBIDKHTENHOCTTA Ha JedeBHeTe ¢ A0 121 ceamunH B
3aBHCHMOCT OT OTTOBOpA.

Jlanica Ha npueTHIH 38 6 Mecela e JOCTHTHATA npH 73,0% OT NalHEHTATE NPHEMALNH JIEBETHPALIETaM
u pH 72,8% 0T nanmueHTHTE NpHeMalIy KapbaMasenuH, yCTaHoBeHaTa a0COMIOTHA PAIHKA MEXTY
repannrte e 0,2% (95% CI: -7,8 8,2). Ilosede oT nonOBHEHATA OT DAIMEHTHTE OCcTABaT O3 Aa
MOOMY4aBaT MPHCTENH 3a 12 Mecena (56,6% u 58,5% CbOTBETHO OT NALMEHTHTE Ha JIEBETHPALICTAM H
kapbamasennH CR).

B npoyysase, oTpasABalio KNIHHUYHATA IPAKTHKA, CHITBTCTBAINATA AHTHEMAICITHYHA TEPAIIUS MOXKE
Ja ce MpeKbCHE NIPH OrpaHHyeH Opofi MalMeHTH, KOHTO ca ce MOBIHATH OT AOIThJIBAING TEPaNHs C
AeBETHpaLeTaM (36 Bb3pacTHH nalMeHTa oT 69).

Honvasaujo nevenve Ha MUOKAOHUNHY RPUCILIN NPY 8B3PACHIY 1 IONOWY Had 12-200

C WOBCHURHQ MUOKIOHUYHA CRUACNCUA.

E¢HKacHOCTTa Ha IeBETHPALIETaM € YCTAHOBERA B JBOHHO-CAANO, WIaneGo-KOHTpO

€ OPOABJDKHTENIHOCT 16 ceAMHUIH MPH NAUKHEHTH HA 12-TOAMINHA RBEIPACT HIH NO-

CTpafalid OT HAMONATHYHA N'eHEPAIH3HPAHA ETTHNENCHA ¢ MHOKIIOHHYHHE NPHCTHIH
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CHHApOME. [IoBedeTo manmenTH ca GHIM ¢ 10BEHATHE MHOKITOHHIHA ETTHIETICHA.

B ToBa npoyusane fo3aTa Ha iepeTHpaneraM e 6una 3 000 mg/nen paszeneHa Ha 2 mpiema.

58,3% ot nanHenTHTE NPHEMAIIH NeBeTHpALETaM H 23,3% oT nanuenTHTe Ka WwianeGo ca ¢ noue 50%
HaMafeHHe HA AHHTE Npe3 CeAMHALATA C MHOKJIOHHYHA MPACTHIH. [IpH NpOABDKHTENHO TBATOCPOIHO
neyeHne 28,6% oT nauMeHTHTE HE ca NONYYABANH MAOKNOHWYIHH IIPHCTHIH 32 NOHE 6 Mecella B
21,0% 3a nore ! roguna.

Jonuneaujo nevernue va mupeuHO 2eHepaRUSUPANY MOHUMHO-KTOHUYKY RPUCTBAY NPY 8b3PACTIHY U
IoHou RO 12-200umuna eu3pacm ¢ uduonamuuna 2eREpPaRu3UPANa eNURENCUA.

EduxacHocTra Ha NieBeTHpaueTaM € JoKa3aHa B 24 CeIMHUUHO JBOAHO-CIANIO, e 0-KOHTPONHPAHO
IpOY9BaHE BKJIIOYBAMIO Bb3PACTHH, IOHOMIA U orpanHyer Opoif nena cTpanamu oT HIXOMaTHYHA
IFCHEpANH3HpaHa CITHNENICHA ¢ MBPBHYHO reHEPATH3HPAHA ToHHIHO-KNOHIRH (T1I' TK) npucTenm ot
Pa3THIHH CHHAPOMH (OBEHHIHA MHOKTIOHHYHA EIMIIETICHA, IOBCHHITHA a0CaHC eHNIETICHA, AeTCKa
abcanc emunencus anu enunencus ¢ grand mal npucTNH NpH cefyxnane). B ToBa nmpoy4Bane,
Ro3aTa Ha neserrpaueram e 6uma 3 (000 mg/aeH npu BsapacTHy KA 60 mg/kg/TeH npH Jena,
NpHEMaHH KaTO 2 OTAEHH J03H.

72,2% OT naupMeHTHTe NPHEMALIM JIEBETHPALETaM H 45,2% oT nauueHTHTe Ha manebo ca ¢ 50% win
No-ronsAMo HaMaJieHne Ha uectorarta Ha I TK nprerbmi 3a ceamuua. Tlpu npoxbmkuTenHo
ABITOCPOYHO JieueHnne 47,4% oT nauueHTHTe He Ca MONy4YaBanH TOHHYHO-KIOHHYHH NPHCTEIN 33
noHe 6 mecena u 31,5% He ca nomydaBanmu TOHHYHO-KIOHHIHH [PHCTHOM 33 MOHe 1 roAHHA,

5.2 PapMaKOKHHETHYRH cBOliCTRA

JlepeTHpaneTam ¥Ma BUCOKA CTEIIEH Ha PAa3TEOPHMOCT H NPOKHKBaHe. (apMaKOKHHETHIHHAT MY
TIPOQHN € NUHEEH C HECKA HHTPA-HHAMBHYaTHa H HHTep-HHAHBHIyanHa Bapuabuinoct. Hama
IpOMAHA B KTMPBHCA ClIef MHOTOKPATHO NMpuiaokenne. Hama 1aHAN 34 ChMECTBEHa BApHAGHIHOCT N0
OTHOWICHHE HA NONia, pacaTa H UMPKaaHHA PUTEM. PapMakOKHHETHYHHAT NPO(HEA € CPABHHM IIPH
3ApaBk Z0OPOROJIHM H NAUMEHTH C ENHIETICHA.

Nopazgu nbauara n muBeina aGcopbima, NiasMeHuTe HEBA MOTAT A GHAT NPEABUACHH B
3aBHCHMOCT OT OpalHaTa Jj03a JieBeTHpalleTaM u3paseHH B mg/kg Tenecna Maca. Ero 3aino He e
HEoOX0AKUMO ClieZicHE Ha IIA3MEHKTE HHBA JICBETHPALICTaM.

Tlpu BB3pacTHH ¥ A€na € yCTaHOBEHA 3HAYMMA B3AHMOBPB3Ka MEXKY CAIONYEHATa H IUIa3MeHa
KOHUEHTpaIHA (ChOTHOLICHHETO CNIOHKA/IL1a3Ma 10 OTHOIIEHHE Ha KOHIEHTpalasTa Bapupa ot 1 1o
1,7 npu opannara TaGnerna gopma u 4 yaca cnen pHeMa Ha NePOPANHHA pasTBOp).

Buvspacmuu u ronowu

Abcopbimg

JleseTHpaueram ce abcopbapa Gp30 cien nepopanHo npHTexkenHe. AGCONOTHATA opalHa
OroHanraHocT e Guska 10 100%. [Tukopy nnasMeny koHneHTpaiwy (Cmax) ce gocterar 1,3 yaca
cren npueMa. CTaUHOHAPHO CHCTOAHME ce AOCTHra CJle/l Ba HH PH CXeMa Ha NpHeMaHe 2 ITbTH
ZHEBHO.

ITuxoBuTe koRNEHTpanmy (Cmax) ca obuuaiino 31 pg/ml u 43 pg/ml choTRETHO ClieR €IHOKpaTHa 1032
1 000 mg ¥ MHOTOKpaTHO, B4 TETH AHEBHO NPHIOcKeHHe Ha 1 000 mg.
Crenenta Ha aGcop61ua He 3aBHCH OT f03aTa H HE C€ BIIHAE OT XpaHaTa.

Paznpenesnetne

Hsama nannm 3a THKaHHOTO pasnpenencHye NpH Xopa.
Huro nesetupaneram, HATO HETOBHS MEPBEMYEH METAGONHT Ce CELP3BAT B 3HAYHTENHA cTeney
asMeHHTe NpoTerHH (< 10%). Ob6eMa Ha pasnpeneneHne Ha TEBETHPALETAM € PH
Ao 0,7 /kg, koeto e 6imnso Ao oGmus Bogex 06eM Ha OpraHu3Ma.

buorpanchopmanps

JleeTnpanetam He ce MeTabOIH3MPa EKCTEH3UBHO NPH Xopa. [ IABHEAT IBT Ha M
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A03aTa) € eH3MMHa XHIPOJI3a HA AlleTAMHAHATA Ipyna. B o6pasyBaneTo Ha MHPBHYAEA METaGOMHT,
ucb L057, re yuactar ueproapoSHuTe uTOXpoM P450 H30¢popMu. XHApoIH3aTa Ha AlETAMHAHATA
rpyna € ycTaHOBeHa B ronigm 6poil ThkaHH, BKIIOYHTENHO KPhsHE kneTkH. MeraGoautst uch L057 e
hapMakoNOrHYHO HEaKTHBEH,

YcraHOBEHH Ca ChLID M iBA BTOPOCTENeHHH MeTabonuTa, ENHHMAT ce foTydaBa OT
XHAPOKCHNHPaHeTo (1,6% oT n03aTa), a APYTHAT OT OTBApPSHETO HA THPONHAOHOBHA npscTeH (0,9%
OT fo3ara). Jipyrute HenAeRTHPHOMPAHA KOMIOOKEHTH ca caMo 0,6% oT jJo3aTa.

In vivo He e ycTanoBena BETpEIIHA KOHBEPCHS HA EHAHTHOMEPHTE KAKTO HA JIEBETHPAIeTaM, Taka H Ha
HEr'OBHA THPBAYEH MeTal0MHT.

In vitro, ieBeTHpaNeTaM H HErOBHAT TbPBHYEH METa0ONHT He HHXHGHpAT H30(OPMHTE Ha [VIABHHA
4epHOApoGeH KOMILIEKE Y Xopara - maroxpom P450 (CYP3A4, 2A6, 2C9, 2C19, 2D6, 2E1 u 1A2),
rmoxopotnn Tpancdepazata (UGT1Al w UGT1A6) n enokcHa XMAPOKCHIA3HATA AKTHBHOCT. B
HOMBTHCHHE, ICBETHPALETAM He BB3AEHCTRA in vifro BPXY TTIIOKYPOHMPAHETO Ha BANTIPOERA
KHCE/TNHA.

B KynTypH OT YOBEIIKH XeNaTOLATH IEBETHPALIETaM 0Ka3Ba cliab HilH HHKAKBB e(eKT BhpXY
CYP1A2, SULTIE] unu UGT1AL. Jleetupaueram cnabo uugynupa CYP2B6 n CYP3A4. In vitro
AAHHUTE H in vivo JAHKWUTE 34 B3IAUMOJCHCTBHA C NEPOPANTHUTE KOHTPALCTITHBH, THTOKCHH H
BapdapHH NOKa3BaT, Ye in vivo HE Ce 0YaKBA 3HAYHMO HHAyUHpaHe Ha eH3HMH. 3aT0Bd MAIKO
BCPOATHO € B3AHMOEHCTBHE HA NNEBETHPALICTAM C JPYTH BELIECTBA,

EnpMuBrpane
TInasMeHHAT noMyXMBOT NpH BE3PACTHH e 741 yaca M He BApHPA B 3AaBHCHMOCT OT JI03aT3, ITETA Ha

NpHjIarane i MHOrokpaTHHA npueM. Cpearuar obm Teneced kupenc e 0,96 ml/minkg.

I'nasHusT BT Ha eKCKpeNMA € upe3 ypHHATA 3a cpenHe 95% ot nosara (MPHGNHIUTENHO 93% OT
MPHETATA 1034 CE OTAENAT B PaMKHTE Ha 48 gaca), OraensHerc upes HINpakHEHANTa € camo 3a 0,3%
OT Jo3ara.

KyMynatnsHaTa eKckpeuya Ypes ypHHaTa Ha JleBeTHpAlleTaM H HeTOBHA ITbPBHYCH METAOOMIHT ¢
cpoTBeTHO 66% H 24% npes mepeHTe 48 yaca.

PenanuusT knHpeHC Ha neBeTupauetam # uch LO57 e crotserHo 0,6 u 4,2 mYmin/kg 1 nokassa, ue
NICBETHpALIETaM Ce OTAeNd Ipe3 rIOMEpyNHa QHATpalia ¢ nocneasama Tyoynaa peabcopbupa, H ye
HPBHYHAAT META0OIHNT CBINO Ce OTAEI Ipe3 TyOylHa ceKpenps B NOMBIHEHHE Ha TOMEpyTHATA
bunTpamms,

Oraensnero Ha neBeTHpaLETaM KOPE/IUpA ¢ KPEATHHHHOBHA KITHPBHC.

Crapyecka acT
IIps naupeRTH B cTapuecka BL3pacT MOMYXUBOTHT € yBenHYeH ¢ 0ko10 40% (10 o 11 yaca). Topa e
CEBLP3aHO ¢ HamanaBane Ha GuOpeuHarTa GpyRKIAA npy Ta3m nomynaiHs (BX. Touka 4.2).

bubpeuno yepexaane

TIpHBHAMKAT TeNeceH KIHPBHC Ha JIEBETHPALIETAM H HETOBHA MhPBHYEH METaGONHT Kopennpa ¢
KpeaTHHHHOBHA KIHpPBHC. ETo 33110 ce Mpenopbuea afanTrHpane Ha NOS bDKamaTa AHEBHA 1033 Ha
Jlepetnpaueram Ctazia Ha 6asata Ha KpeaTHHHHOBHA KNHPBHC TIPH NAHEHTH CBC CPEIHO [0 TENHKKO
6u0peuHo yBpexnane (Bk. Touka 4.2).

Ilpn nampenTH B Kpaen crammii Ha GLGpeHa HEAOCTATHYHOCT ¢ AHYPHS, TIO.
npubnnzuTenHo 25 1 3,1 yaca CHOTBETHO npe3 HATEPAHANH3HNA H HHTPaHANHS
Io Bpeme Ha ofu4aiinara 4-pa yacoea AMaNH3HA NPOLEAYPa GPaKIHORHO CE OT/
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Yeproapobue yepexnane

[pa nammenTy ¢ nexa io yMepeHa CTenen Ha YepHOAPOGHO yBpeX/aHe He ce Hab/mojapa 3HAYHTENHA
NpoMAHA B KMHPBHCA Ha NepeTHpaneram. [Ipu noeeyere nanmpeHTH ¢ TEXKA CTENEH Ha YEpHOAPOGHO
YBpeXkAaHe KINPHHCHT Ha IEBETHPALETAM ¢ HaMalleH ¢ noBede ot 50% nopaiy ChILTCTRALLD
6B0peuno yBpeaane (Bx. TouKa 4.2).

[lennaTpuyna nonynanns
Heya (4 0o 12 200unu)

Crnen npaeMane Ha equHuaHa 032 (20 mg/kg) or aeua (6-12 roausn) ¢ eNUIeNcHd, HOXYXKHBOTET HA
nesetHpaueraM € 6,0 9aca. [IpHBRAHUAT KOPHIHPAH KbM TENECHOTO TErNO KIHPBHC € NPUOIH3HTENHO
¢ 30% no-BHCOK OT TO3W HA FB3PAcTHH C eNHACHCHS.

Caex muorokpartao nepopanHo npunoxenre (20 no 60 mg/kg/nuerno) npu Aeua ¢ enwnencus (4-12
TOAMHA), NeBeTHpaleTaM ce abcopbupa Obp3o. ITukosy NasMeHH KoRHeHTpamuH ce aocrarat 0,5 xo
1 vac cnen mpuema. Habnronasaro e MHEHHO M NPONOPLKOHAIHO HA 03ATA NOBHINABAHE 34
NHMKOBATE MIA3MEHH KOHIIEHTPALHH H INIOIITa o1 KpuBata. [TonyKHBOTHT € OKolo 5 4aca.
IpaeraaUaT Tenecen xupbHe € 1,1 ml/min/kg,

Kspmadera u fena {or 1 mecel] 10 4 roguHK)

Cnen npanokeRneTo Ha eArHKRYHa A03a (20 mg/kg) Ha 100 mg/ml nepopaneH pasTeop npH Aena (o 1
Mecel J0 4 TOAWHH) ¢ eMUIeNcHs, icBeTapaneTaM ce abcopbupa 6bp30, KATO HKOBH INIA3MEHH
KOHLEHTPAIHH ce JocTHraT 1 dac cnen npueMa. PapMakOKHHETAYHHUTE PE3YJITaTH NOKA3BAT, Ue
OOMYXXHBOTHT € No-kpaTek (3,3 Yaca), B cpaBHEeHHe ¢ TOBa NpH Bh3pacTHH (7,2 4aca), a IPHBUAHHAT
TeneceH KIMpBHC e no-ycxopeH (1,5 ml/min/kg), B cpaBHenne ¢ To3d npa pe3pacThH (0,96
ml/min/kg).

B nomynanuonnns dhapMakoKHHETHYEH aHATH3, NPOBEAEH NPH NALMEHTH oT 1-MecedHa fo 16-
TOJHIIHA BB3PACT, TENECHOTO TEFJIO € 3HAYAMO CBBP3aHO C NPHBUAHHA TeNeCeH KIHPHHC (KIHPHLHCHT
C¢ MOBHIIABA ¢ MOBHINIABAHETO Ha TEJIECHOTO TETN0) H TEASCHHUS 00eM Ha pasnipefiencHuie. Brapactra
CHILO BJIHAE BHPXY /ABaTa NapaMeTbpa. TozH eeKT e u3paseH NpH No-¢KOpo HOBOPOAESHHTE H
HaMalfBa NpY yBEIHYCHHE HAa BH3PAcTTa, KaTo CTARA He3HAYHTENEH OKONO 4-TONHIIHA FE3PACT.

B apara nonynanuosHH apMakOKHHETHYHH aHanu3a ce Habmozasa oxono 20% HapacTBaHe Ha
NPHBHAHMAT TeieceH KIHPHLHC HA IEBETHPALIETAM, KOTATO Ce MPHJIAra ChbBMECTHO ¢
€H3HM-HH(YIHpAI#TE aHTHCTIEITAYHH JTEKAPCTBECHH IPOYKTH.

5.3 llpeaxnann9nn nannn 32 Ge3onacHoCT

[IpeAKNAHHYHNATE JaHHH, CHINACHO OGILIONPHETHTE H3CeABaHMA Ka Ge3onacHOCTTa, dapMakonorusra,
TeHOTOKCHYHOCTTA H KapIHHOTEHHOCTTA, He NOKA3BaT H3BbHPEAEH PHCK MPH YOBEKA.

Hesxesnanu nekapcTBeHH peaklHH, KOHTO He ca HabIoIABaHH 1O BpeMe Ha KIHHHYHHTE IPOY'BaHHs,
HO YCTaHOBEHH IIPH ILTEXOBE H B 10-MaJIKa CTENEH IIpH MHLIKH, IPH HHB& Ha TIpHJIarane nojcOHH Ha
TE3H IPH YOBEKA H ¢ Bb3MOXKHA BPB3Ka C KNIMHHYHATA ynoTpeba, ca 4epHOApOOHHTE IPOMEHH,
MOKa3BallH ANANTHBHHA OTTOBOP, KATO HapacTBaHe Ha TEr10TO M EHTPANOOYIapHa XANEpPTPOhHS,
MacTHa HHQHATPAIHA U NOBHIIABAHE HA YEPHOAPOOHUTE EH3UMH B [1a3MATA.

He ca HabmionaBatu HexenaHH eeKTH FhPXY MBXKKATa H )KEHCKaTa JEPTHIHOCT HITH
PENPONYKIMOHHATA COOCOOHOCT IPH TITBX0Be B 1034 Ao 1800 mg/kg/nen (x § MRHD Ha mg/m2 unn
6a3aTa Ha excIoO3HIEATA) IpH poauTenuTe H F1 nokonenne.

I[Iposenenu ca aee eMGpuo-deranuu passoiinn (E®P) npoyqasaHHs NpH ITEXO0BE C
3600 mg/kg/nex. IMpu 3600 mg/kg/nen B camo enno ot 2 EOP npoyusanns € HMa y
B TETNIOTO HA 3apOAHIIa, CEBP3aHO ¢ IPAHHYHO NMOBUINEHHE HA MANGOPMATIHHTE. T
CMBPTHOCTTA Ha eMOPHOHNTE H TMIICBA NOBHIICHHE Ha YECTOTaTa Ha Mandgops i&i
Ha BeHabmozaBany HexeNaHd peakun) e 3600 mg/kg/nen npa GpeMeHHH KeH{KF
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MAKCHMaJHATa (pelopLYana JHeBHa A03a pH xopa MITITX, na mg/m2 6a3a) u 1200 mg/kg/nen npu
3apO/IHLIHTE,

IIpoBenenn ca geTHpn eMOpro-deTannn passoiHn NpoyvBanns HpH 3alild, TOKpHBaWH 03K OT 200,
400, 800, 1200 n 1800 mg/kg/nen. Hosa ot 1800 mg/kg/nen e npeansBHKana 3aGenexHMa TOKCHIHOCT
NpA MalkaTa H HAMANCHHE Ha TErJOTO Ha INIOAA, CBbP3aHO C OBHLIEH PHCK OT INIOK ChC ChPAEUHO-
CchaoBw/ckenerHd aHoMamin. HHHHP e <200 mg/kg/nen npu malikata u 200 mg/kg/nen npu nioaa
(pasno Ha MIIJTX na mg/m’ Gasa).

Tlepn- 4 nOCTHATANHO PAIBOKHO NPOYYBAHE € HPOBEACHO NIPA MITHXOBE C ZI03H neserHpaneraMm ot 70,
350 1 1800 mg/kg/nen. HHHHP e > 1800 mg/kg/nen 3a FO xenckd ¥ 3a NPEeXUBAEMOCTTA, pacTeka H
pasBuTHeTO Ha F1 nokonense no oréusasero uM (X 6 MITITX Ha mg/m® Gasa),

HeoHaranuwTe 1 10BEHHIHH NPOYYBANHA TPH SKHBOTHH (TUTHXOBE B KY4eTa) He OKA3BaT HeKeNaAHH
e()CKTH 10 OTHOLIEHHE HA CTAHAAPTHOTO Pa3BHTHE HilH CH3PABAHE IIPH AO3H 10 1800 mg/kg/nreBHo
(x 6 —x 17 MITTX Ha mg/m® Gasa).

6. (I)APMA[[EBTH‘I}IH JAHHA

6.1 CIHCBLK Ra NOMOLIHHTE BellecTRa

Anpo Ha Tabnerxara: 11e/yn03a MAKPOKPHCTATHA, KOMOBHAON, CHIHIMEE THOKCHI KOMOH/IeH
GeaBoneH,MarHe3neBs creapar

OHIMOBO NOKPHTHE:

Jlesemupayemam Cmada 500 mg dunvupans mabremucu -

Onanpait I eaT, CBABPXKALL: MONTHBHHAIOB ankoxoj, THTaHoB AHokcHA (E 171), makporon 3 350, tank,
xenesen oxcHy ket (E172)

Aesemupayemam Cmada 1000 mg hunmuparu mabremucy
Onagnpait II 651, cBABPXKANI:; FONKBHBHIOB anxoxon, TutaHoB auokc (E 171), makporou 3 350, Tank.

6.2 HeCLBMECTUMOCTH
He e npunoxumo

6.3 Cpok ua roanoct
5 roguHn

6.4 Cneuna/HH yc/i0BES HA ChXpaHeHue
Tosu nekapcTBeR GPORYKT HE WIUCKBA OCOGLHN YCNIORHA 33 CbXpaHEeHHe.

6.5 Iannu 33 onakoBKaTa
Brucrepru onakoskn (TIBX/Anymuuuii). ,

Bmucrepuute onakoskn Jlesetupaneram Crafa 500 mg punmupann Taberkn coaspaar 10, 20, 30, 50,
60, 100, 120, 150, 180 uum 200 TabneTku. '

Bimcrepnnre onakosku Jleernpaueram Craga 1000 mg ravupan:: TabneTku cuaupikar 10, 20, 30, 50,
60, 100, 150, 180 unu 200 TabreTiu.

He ncuuk BUAOBE OnakoBky Morar aa Gsaat MYCHATH B mpogax0a.

6.6 Coenmannu NPEANa3NA MEPKH NPH H3XBLPJIgHEe

HeusnomspaHusT neKkapcTBeR NPOAYKT MM OTHAXbIHHTE MAaTEPHAJH OT Hero Tpab
CHOTBETCTBHE C MECTHHTE H3HCKBAHMHA.
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7. IIPATEXXATEJ HA PAZPEHNIEHUETO 3A YIIOTPEBA
Stada Arzneimittel AG

Stadastrasse 2-18

61118 Bad Vilbel

Tepmanng

8. HOMEP(A) HA PAPENIEHHETO 3A YIIOTPEBA
PerucrpauyoneH Homep:

JeserupaneraM Crana 500 mg: 20110736

Jleserupaneram Craga 1000 mg: 20110738

9. JIATA HA ITbPBO PA3PEIIABAHE/TIOAHOBABAHE HA PASPEIEHHETO 3A
YIOTPEBA

Hara na mepBo paspemasane: 13,12.2011
Hara ra mocneano nogsosssane: 05.01.2016

10. AATA HA AKTYAJIU3HPAHE HA TEKCTA
02/2023
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