KPATKA XAPAKTEPUCTHKA HA ITPOAYKTA

1. MME HA JIEKAPCTBEHHA ITPOAYKT

Tesetupasieram CTAJIA 500 mg GwiMHpatK TabnETKH 153771 WTENHA ATERUMA N0 NEKAPCTBATA
Jlepernpaueram CTAJIA 1000 mg dpuamMupany TabneTku Kpamxa xapaxmepucmuxa Ha npogyxma  Mpungwerue 1
Levetiracetam STADA 500 mg film-coated tablets Kem Poz. Ne pw//oéf-gg/}&@
Levetiracetam STADA 1000 mg film-coated tablets Pasusi.uenue Ne '

pomame- . FLBC3 €7, 31 -0k .
2. KAYUECTBFH 1 KOJWYECTBEH ChCTARB POGOBERUB NE e oo

JleseTupaneram CTAJA 500 mg pnamupann Tabaerkn
Beska dunmupana Tabnetka ceabpia 500 mg nesetupauetam (levetiracetam).

Jlenernpaneram CTAJIA 1000 mg pramupann TabieTkn
Besaka ¢punmHupaHa Tabnetka ceabpixa 1000 mg nesetupaueram (levetiracetam).

-3a MBLJIHHA CTIHCHK Ha MOMOIIIHHTE BEILUECTBA BXK. TOUKa 6.1.

3. TEKAPCTBEHA ®OPMA
Ounmupann Tabnerku:

Jleperupaneram CTAJJA 500 mg ca KbiTH NPOABIroBaTH, NBOKHOKM3MBKHANH QHIMHpaHH
TabNETKH ¢ ASNIUTENHA YePTa OT e/IHaTa CTpaHa H ABDKHHA 0ko1o 16,4 mm. Tabnerkara Moxe Oa
6bae pasneneHa Ha Be paBHH JO3U.

JlepeTupaueram CTAJIA 1000 mg ca 6enu, NpoxbAroBaTH, ABOKHOH3NEKHANH (GHIMHPAHH
TabNIeTKK ¢ AENHTENHA YepTa OT eIHATa CTPaH4, ¢ IbKHHa okoto 19,1 mm. Henuwtennara yepra e
€amo 3a yecHABaHe Ha CUYMBAHETO 3a MO-NECHO NMperbllale, a He 3a Aa pa3aend TabneTkarta Ha Age
PaBHH AO3H. '

4, KIMHAYHHU JAHHH

4.1 TepaneBTHYHH NOKA3AHHSA A
Jlesetupaueram CTAJIA € HOKa3aH KATO MOHOTEPANTHA NPH JIEYEHHE HA NAPLHMANHH NPHCTBIHN ¢ HITH
6e3 BTOpHYHA FeHepANIM3aLMA MPH BE3PACTHH NALKMEHTH H IOHOLIK HaJ 1 6-roauilHa BE3pPACT C
HOBOAMArHOCTHLIMPAHA E€MINEICHA. :

Jleretnpaueram CTAJIA e nmoka3ad xaTo AOMBABALIO JICHCHHE!
®  FpH NapLHAIHH NIPHCTBIH ¢ WK 63 BTOpHYHA reHepanK3aillus PH Bb3PACTHH, IOHOILLIH,
I€ua H HOBOPOICHH Hal |-MeceuHa Bb3pacT ¢ ENUAETICHA.
¢  IpH MHOKJIOHHYHH MPUCTBITH NIPH Bb3PacTHH W FOHOIWIH Haj 12-roaxiiHa Bb3pacT C
IOBEHWIHA ' '
MHCKJIOHHYHA E{THAEICHA.
¢  [pW IBPBHYHO FEHEPANH3HPAHH TOHHYHO-KJIOHHYHH MPHCTBIH MPH BL3PacTHH H 10
12-
rOAMILHA BE3PAcT C HANONATHYHA FEHEPAIIM3HPaHa ETTHIIENCHA.

4.2 Jo3RpoBKa H HAYHH HA NPHJICKEHHE

Jo3rpoBka



[MapLyaiHy NPUCTHH
IMpenopbukTenHaTa 103a 32 MOHOTEPANHA (OT 16 ronMHH Harope) U OOIMBLIBALLC IEYEHHE € ChLIATA
KaTO [noCOYeHaTa no-aomy.

Beyuxu nokazanus

Bu3pacthu (Han 18 roguen) w oHowM (12-17 roannn) ¢ Tero 50 kg win nosede

Hauanhara TepanesTu4sa 103a € 500 mg asa nbTH axesHo. Tasu no3a Moxe aa 6bae 3an04HATA OT'

NBPBHA K Ha eyeHHeTo. BBIpeKH ToBa, MOJKE JIa C€ 3aMOYHE C NO-HHCKa HadanHa gosa oT 250 mg
| [IBa ITBTH OHEBHO CMIOPE/ NMPELICHKATA Ha JIeKaps OTHOCHO HEOOXOAUMOCTTA OT HaMANABAHE HA

NPHCTBIKTE CAPAMO MOTEHUHANHHTE HexenaHH edextr. Tasn no3a mMoxe Aa ce nosuim 10 500 mg

JBa [TBTH OHEBHO Clel ABE CeNMHLINA. B 3aBUCHMOCT OT KIAHHHYHHAT OTMOBOP U MMOHOCHMOCTTA,

JHEBHATA 1032 MOXKE /14 e YBENHYH A0

1 500 mg aBa bTH AHesHo. [IpoMsHa B n03aTa, cBbp3aHa ¢ yBeTHYAaBaHE HIIH HAMaJIABaHE, MOXE Ja

ce M3BBPINBA HA BCeKH 2 10 4 cenmunu ¢ 250 mg wiwt 500 mg aBa MbTH AHEBHO.

HOHoiuu (12-17 roannu) ¢ Terno noa 50 kg u aena Ha eu3pacT 1 Mecey 4 noeeye

JlexapaT TpabBa na npeanuiue HaH-MOAXOAAIIATA IEKapCTBeHa FOPMa, ONAaKOBKa H KOTHYECTBO Ha

aKTHBHOTO BELLIECTBO B A030BA €AKHHHLIA, B 3aBHCHMOCT OT TEFJIOTO, Bb3pacTTa H Ao3aTa. Bukre

pasgen

[MeauaTpruHa nomyauys 3a KOPEKLMsA Ha 03aTa B 3aBUCHUMOCT OT TErNOTO..

CriHpaHe Ha ICYEHUETO

Axo Tpa0Ba [a ¢e Crpe ASHYSHHETO C neBeTnpaueTaM npernopbyBa ce TOBA 14 CTaBa MOCTENEHHO
(HanpyMep MpK BB3PACTHH U IOHOLUH ¢ Terio Han 50 kg: no3ata ce Hamanssa ¢ 500 mg aga mbTH
OHEBHO Ha BCEKH JIBE O YETHPH CEAMUMLIM; NPH KbpMadeTa HajJl 6 MeceLa, iella M IOHOLIHM C TerIo Noj
50 kg: HamassBaHeTO Ha [o3aTa He TpabBa Ja npeeuwara 10 mg/kg ABa TpTH AHEBHO HA BCEKH JBE
CeAMHLM, MpH KbpMayeTa (Noa 6 Mecella):HaMallABaHETO Ha J03aTa He TpAOBa na HageHwasa 7 mg/kg
JBa ITLTH AHEBHO Ha BCEKH JBE CEIMHLH). ' ‘

Crneunainy noltyaanuy

Cmapuecka gv3pacm (65 200unu ¥ no-ev3pacminu)

[MpenopbuBa ce ajanTHpaHe Ha 0034Ta NP NMALIMEHTH B CTApUECKa Bb3pacT ¢ HapylueHa 6p6pedHa
dyHkuus (Bx. no-gony “[Naunent ¢ 6s6peuHo yaperxkaaHe™).

Bvbpeuno yapescoane
JueBHata no3a TpAGBa Nia ce HHAMBHAYATH3HPa B 3aBHCHMOCT OT 6u6peunara dyHkuma.

Tlpu BBL3pacTHH MauKeHTH H3noM3BaliTe NpUNOXKeHaTa Mo-J0my TabnMla 3a ananTHpaHe Ha Jo3aTa. 3a
npunaraie Ha Ta3u Tabnrua e HeoOXOAMMO Aa Ce 3HAC KPEATHHHHOBUA KUTHPBHC HA NMALMEHTA,
uspaseH B ml/min (CLer). ITpu Bp3pacTHU # 1oHOUWH ¢ Terno Haa 50 kg CLcr B ml/min Moxe aa ce
OMIpEeNH OT cepyMHMs KpeaTHHuH (mg/dl) upes cnennara dopmyna:

CLcr (ml/min) = [140-b3pactra (roasHH) x terno (kg)
i (x 0,85 npy xeHu)

72 X cepyMeH KpeaTHHHH
Kato CLcr ce anantupa cnpamo TenecHaTa nosbpxHocT (BSA) kakTo cneapa:

CLcr (ml/min)

CLer (ml/min/1.73 m?)= x 1.73

BSA nauuenT (m?)




ApanTHpaHe Ha N03aTa NpH BB3PACTHH U IOHOWM ¢ Terno vag 50 kg ¢ HapyweHa 6u0peuHa gyBxUMS

Ipyna KpeaTHHHHOB KJTHPBHC Jlo3a v yecTOTa Ha NpuiaraHe
(ml/min/1,73m2)

Hopmanna _ >80 500 no 1 500 mg ABa MbLTH AHEBHO
JNeka 50-79 500 po 1 000 mg ABa NbTH AHEBHO
YmepeHa 30-49 250 po 750 mg nBa MbTH AHEBHO

Texxka <30 250 mo 500 mg npa MBTH JHEBHO

IMauuerTn B Kpaex

cTaguit )
Ha 6B0peyYHa HeooCTaTLYHOCT ‘ 500 no 1000 mg BeaAHBXK OHEEHO
(2) '

Ha aHannza (1) ‘ -

(1) [Ipes nbpBUs deH Ha NEUEHHETO Ce NMpefopbyYBa HaToBapBealla aosa or. 750 mg aepetupaueram
(2) Cnen nnanuza ce npenopbyea AOMbIHHTENHA 032 0T 250 no 500 mg.

[Ipwu geua ¢ 6LO6peyHH yBpexAaHHA, J03aTa JeBETHpaLeTaM TpAdBa Ja ce aaanTHpa Bb3 OCHOBA Ha
616peuHara pyHKUHUA, Thif KATO KIHPBHCHT Ha IEBeTHpALleTaM € CBbp3aH ¢ ObOpevHaTa dyHKLKA.

[TpenoprnkaTa ce OCHOBaBa Ha MPOY4BaKe NMpPH Bb3PACTHH ¢ GBOPeUHH YRpEKAaHHS.

CLer 8 ml/min/1,73 m2 e BE3MOXKHO Aa ce OTPeNesIH OT H3UMCIABAHETO Ha CEPYMHMSA KPEaTHHHH
(mg/dl) 3a no-Manku OHOLIK, Aella H HOBOPOAEHH C MOMOILUTA HA cieaHara Gopmyna (fopmyna Ha
Schwartz):

BucouuHa (cm) x ks

CLer (mi/min/ 1.73 m?)= -

CepyMeH kpeaTHHHH (mg/dl)

ks= 0,45 npu kbpmavera Ao 1-roaniuna Br3pact; ks= 0,55 npu neua noa 13 roauHu v aeBoliky; ks=
‘0,7 NpH KOHOIIH OT MEXKKH TOIT.

AnantHpaHe Ha n03aTa NPH HOBOPOJAEHH, A€Lla H IOHOLIH ¢ Terio nox 50 kg ¢ yBpekaaHe Ha
6b6peunara GyHKLMA:

I'pyna KpeaTHHHHOB Joza H yecToTa HA J03UpaHe
KJIMPBHC
(ml/min/1,73m2)

Kbpmauetaot | po 6 | Knpmau
Mecela - mecela
IOHOLL
TErNno




Hopmansa > 80 7 no 21 mg/kg 10 no 30 mg/kg
0,07 n0 0,21 ml/kg) | (0,10 mo 0,30 ml’kg)
JBa MbTH AHEBHO JBa MTbTH AHEBHO
Jieka 50-79 7 no 14 mg/kg 10 no 20 mg/kg
(0,07 no 0,14 ml’kg) | (0,10 go 0,20 ml/kg)
JBa MLTH JHEBHO
IB& TBTH AHEBHO
YmepeHa 30-49 3.5 no 10.5 mg/kg 5 no 15 mg/kg
(0,035 no 0,105 (0,05 10 0,15 ml/kg)
ml/kg)
JBa IbTH AHEBHO
DBa [TbTH
JHEBHO
Texka <30 3,5 mo 7 mg/kg 5 mo 10 mg/kg
(0,035 no 0,07 ml/kg) | (0,05 mo 0,10 ml/kg)
JBa IbTH AHEBHO
[Ba MbTH AHEBHO
MMauueHnTy B kpaeH | ----- 7 no 14 mg/kg 10 no 20 mg/kg
craguii Ha 6L6peuna (0,07 no 0,14 ml/kg) (0,10 no 0,20 ml/kg)
HENOCTATLYHOCT,
NpOBEXAALLH BeJHDbXK AHEBHO BeJHBXK AHeBHO (3)
JHaNH3a (2),(4) (5)

(1) TIlepopanen pa3teop TpaOBa Aa ce M3NON3BA MPH O03M NoA 125 mg, KOUTO He ca KpaTHH Ha 125
Mg, KOraTo NPENOPbLYBAHATA 1034 HE MOXKE A CE MOCTHIHE € MPHEMAHETO HA HAKOJIKO TabeTKH,
KakKTO H MPH MALKEHTH, KOHTO HE MOTAT A3 NPErbILaT TabNeTKH;

(2) Ilpenopbusa ce HaToBapealua fo3a oT 10,5 mg/kg (0.105 ml/kg) npes mbpBus AeH Ha nevenue ¢
NeBeTHpaLeTaM.

(3) Mpenopruea ce HaTopapeaiia Ao3a oT 15 mg/kg (0.15 ml/kg) npes mupBus aeH Ha neueHue ¢
NIeBETHpaLETaM.

(4) Cnen mnanusa ce npenopbYea JOMbIHHTENHA 103a oT 3,5 ao 7 mg/kg (0.035 to 0.07 ml/kg)

(5) Cnen onanusa ce npenopb4Ba JombiaHKTENHA J03a oT 5 no 10 mg/kg (0.05 to 0.10 ml/kg)

YeprnoopobHo yepedsicoane

[lpu mauMeHTH ¢ leka 10 yMepeHa CTeNeH Ha YEpHOAPOOHO yBpEXKIaHe HE CE Hanara afanTHpaHe Ha
nozata. [1py MaLHEHTH ¢ TEXKKO YepHOAPOOHO YBpeIaHe CTOHHOCTHTE HA KPEaTHHHHOBHA KIIMPHHC
MoraT 1ia He AajiaT peanHa npeacTaba 3a 6b6pedHaTa HeocTaTb4HOCT. [1o Task npH4KHA NIpH
KPEaTHHHHOB KIHApBHE < 60 ml/min/1,73m? ce npenopbusa 50% HamaneHHe Ha AHeBHaTa
noAabpxalla ao3a. '

IeavaTpuyHa nonyaaius .
Jlexapsar TpaOea na npeanuiue HaH-MOAXOAALIATA IEKAPCTBEHA (POPMA, KOJTHYECTEO B ONAKOBKA H
KOJIMYECTBO HA AKTHBHOTO BELUECTBO B A030Ba €AWHHLA B 3aBHCHMOCT OT TELJIOTO H A03aTa.

nepopaicH pasTBop NpH Ta3H nomynauus. OlLle noBeye, Y€ HANKHYHUTE KOHLUEHTPALHH Ha
He ca NOAXOAAINH 3a HaYaHO JISHEHHE NpPH Aena, ¢ Terno nog 25 kg, npu nauueHTH, H
NperTBILAT TabNeTKHTE WK 32 MPHIardHe Ha 03K noj 125 mg (nonoskHaTa Ha Tabn
BbB BCHYKH Te3H clyyaH Tpa6Ba Ja ce H3110/13Ba MepopaseH pasTBop.
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Monomepanun

BezonacHocTTa M edekTHBHOCTT2 Ha JleBeTnpaueram Crana npH Aeua U 1oHOLIHM 104 16 roJuHH KaTto
MOHOTEpaIlHi He € YCTAaHOBEeHa.

Hsama HanuuH# DaHHH.

IOuowmn (16 1 17 romsHu), KOMTO TexaT 50 kg HITH noBede, ¢ NapLHANEH IPHCTHIH ¢be HIH Ge3
BTOPHYHA reHepanM3alUs ¢ HOBOAHATHOCTHLIHpaHa enwiencus. Mons, BHKTe rOpHUS paszen 3a
BB3pacTHH (>>18 roguHu) W roHowu (ot 12 go 17 romuun) ¢ Terno 50 kg umu nosede

Jlonvasaiyo Aevernue npu KepMaiema Ka evipacm om 6 0o 23 Meceya, deya (2-11 200unu) u onouwu
(12-17 200unuj ¢ mezno noo 50 kg
[TpenopbuBa ce nepopasieH PasTBOP KATO NIEKAPCTBEHA (hOpMa MpH KEPMAYETa H ACLA MOA 6 TOOUHH.

TIpu neila Ha ¥ Haa 6 rONMHM, NIepopaseH pasTBoOp TpAGBa Ja ce M3MON3Ba NpH 103 noa 125 mg, npu
[03H, KOWTO He ¢a KpaTHH Ha 125 mg, koraTo npenops4BaHaTa J03a HE MOKE /1a CE MOCTHTHE ¢
MPHEMAHETO Ha HAKONKO TaONIeTKH, KAKTO H NPH NaUHEHTH, KOKTO He MOTaT Ja NPeriTblUaT TabneTkH.

Tpabsa na ce u3moOa3Ba Hal-HUCKATa eeKTHBHA 1032 NPH BCHYKH Moka3aHua, Hauannata noza npu
JeTe WnH wHoiua ¢ Terno 25 kg Tpabea aa e 250 mg ABa MbTH AHEBHO, KATO MaKCHManHara ao3a e 750
mg ABa MbTH AHERHO. :

Jo3ara npy neua ¢ Terno 50 kg 1M rnoeeye € chiaTa KATO [PU BL3PACTHH MPH BCHYKH NOKA3aHHA.
Mo, BHKTE TOPHHA pa3aen 3a Be3pacTHH (=18 roguun) H wroumw (o1 12 no 17 roauun) ¢ Terno
50 kg i noBeue NpH BCHYKH MOKA3AHUA.

Lonvarumenro nevenue npu kepmavema Ha evpacm om 1 0o 6 meceya
[lpu kbpMaueTa ce npunara nepopaneH pasTsop.

HauuH Ha npunoxeHne

Dunmupann Tabnetku Tpabsa Aa ce MpUeMaT Npe3 ycTara, NOrsaT ce ¢ JOCTATHYHO KOJIMYECTBO
TEYHOCT M MOXKE J1a ce MpHeMart cbe Wik Oe3 xpaHa. Cnen nepopanHo NpuiokKeHHe MOXe J1a ce YCeTH
rOpu4HBHAT BKYC Ha JleBeTHpalleraM. JlHeBHaTa 103a ce MpUiara KaTo ce pasjiend Ha ABE PaBHU JO3H.

4.3 llporuBonokazanun
CBpBbX4YBCTBUTENHOCT KbM AKTHBHOTO BELLECTBO MIIH KBM JPYTY MAPONHIOHOBH NPOU3BOJHH, HIH
KbM HAKOE OT MOMOLUHHTE BeLecTBa, H30poeHH B Touka 6.1.

4.4 CoeunajHH NpeayIpeRIeHHA H NPEINA3HA MEPKH IPH YNOTpeba

brbpeuno yepexaane

IMpunaranero Ha JleBeTHpaueram Ctaza npu NauHeHTH ¢ 6BOpeYHO yBpekaaHe H3HCKBA aJaNTHpaHe
Ha no3arta. [Ipu mauueHTH ¢ TEXKKO HapylueHHe Ha YepHoapobHaTa (yHKLUMA ce npenopbiBa OUEHKa
Ha 6n6peuHata QyHKUMA Npeau onpeac/isHe Ha no3aTa (Bxk. Touka 4.2).

Ocrpa 6B0peyHa HEAOCTATLYHOCT
MHoro pagko ynorpebaTa Ha JIeReTHpaLeTaM ce CBbp3Ba ¢ ocTpa 6BOpevHa HeROCTATHYHOCT, KaTO
BpeMeTO 33 HeitHOTO Bb3HWKBAHE BApHPA OT HAKOMIKO AHH 0 HAKOJIKO Mecella. :

KpbeHa kapTHHa
INpu npunaraHeTo Ha NeBeTHpaueTaM, oOUKHOBEHO NPH 3aNOYBaHE HA NIEYEHHETO, CA OMUCAHH PelKH

C/ly4aH Ha HaMaieH Opoii KpbBHH KIIETKH (HeYTPONEHHA, arpaHyIoLHMTO3a, JIEBKOMESHHA,
TPOMOOLIMTONEHUA H NAaHUHTONEHKA). [IBJTHAaTa KPBBHA KAPTHHA C€ MPENOpbYBa MPH MaLKHe

H3ipai€Ha CJ13.60CT, HHpEKGHﬂ, peun,mdaupamﬂ HHCI)CK]J,HH HJIH KOAryJJallHORHHW HApPYLUCH
4.8).

CamoyOuiicTBO



TIpn naumeHTH, TeKyBaHH ¢ aHTHENHIENTHYHY NeKapcTBa (BKIOYUTENHO TeBeTHpaLleTam) ca
choGImaBaky caMoyBGHIHCTBO, ONHT 3a cCaMOYOHICTBO, CHUMIHA KiealHs H NoBeeHHE. MeTa aHanus
Ha paHAOMH3HpaHH, Miauebo KOHTPOIHPaHH W3THTBAHHA Ha AaHTHEMWIENTHYHH JIEKapCTBEHH
NPOAYKTH NMOKA3Ba MATBK, HO MOBHILEH PHCK OT NOABA HA CYHLUMIHH MHCIIH H NOBEASHHE.
MexaHH3MBT HA TO3H PHCK HE € H3BECTEH.

3aToBa nauueHTHTE TpAOBA Ja OBIAT MPOC/CAABAHH 3a NPH3HALH Ha JeNpecHs WWIH CYHIHIHA
HAgaLHd M MIOBeAECHHE U TPAOBA Aa ce MpeANpreMe ChOTBETHOTO NeueHne. [lauueHTuTe (U Xopara,
KOWTO ce rpHKaT 3a TAX) TpabBa na 6baaT nocbBETBAHH Ja MOTHPCAT JIEKAPCKH CHBET, B CTy4ail, ue ce
MOABAT NPH3HALK Ha JAETIPecHs H/WIH CYHUHIHA HACALHA HIH MMOBEACHHE.

ABHOPMHO K arpecHBHO NOBeNeHHE

JlepeTHpaueTaM MOXe 1a NPHYHHH MCHXOTHYHH CHMITTOMH H NMOBEACHYECKH aHOMANHH,
BKJIIOYHMTEJIHO pa3sApasHHTENHOCT H arpecHBHOCT. [JalmeHTHTe, NeKyBaHu ¢ JICBETHPALIETaM,
TpsOBa Aa 6BAAT HaObMoAaBaHM 3a Pa3BHTHE HA MICHXHATPHYHH TIPOABH, HACOUBALH KbM
CBILECTBEHH MPOMEHH B HACTPOSHHETO WIITH THHHOCTTa. AKO ce 3abeneaT TakHpa
noBedeHus, TpAOBA Aa ce 0OMHMCIH KOPHIHPAHE HAH NOCTENECHHO NPEYCTAHOBABAHE Ha
JICYEHHETO. AKO CE B3EME PELICHHE 3a NPEYCTAHOBABAHE, MOJIA BHXKTE TOuKa 4.2,

BioinapaHe Ha NPUCTHLIKTE )
Kaxrto ce HabnopaBa 1 npH APYTHTE BHAOBE AHTHENMIISTTHYHH IEKAPCTBA, M NPH JNEBETHPALIETAM B

PelKH clIyYad MOXE Ja CE 3aCHIIH YECTOTATa HITH TEKECTTa Ha MpHCThIHTE. To3W napagokcaicH
edekT ce chodinaBa 0OMKHOREHO Mpe3 NbPBHA Mecell cNejl 3aNoYBaHe WK cieji yBelHYaBaHe Ha
A03aTa Ha JIeBeTHpaLeTaM U e odparHM MpH NpekpaTABaHe HAa MpUeMa WM HamaNsaBaHe Ha J03aTa Ha
nekapetBoto. [NaumenTrTe TpsORa Ja OBAAT MOCHEBETRAHK HE3a0ABHO J1a C& KOHCYJITHPAT ChC CBOS
Jiekap B clly4ai Ha BIOLIABAHE HA CAMICIICHATA.

Yaemkapane Ha QT-yHTepBana B enekTpoKapaHorpaMara ‘

Mo BpeMe Ha ROCTMapKETHHIOBOTO HAOMIOAEHHE Ca YCTAHOBEHH PEAKH CIyYaH Ha yAnKaBaHe Ha
QT-unreprana 8 EKT. JlepeTripaneram TpaGea aa ce M3non3Ba ¢ NOBHLIEHO BHUMAaHHE NPH MaLUEHTH
¢ yasmkaBaHe Ha QTc-kHTepBana, NPH NAUMEHTH, IEKYBAHH CHITBTCTBALLO C NEKAPCTBA, I0BIHABALLH
QTc-uHTEepBana, WK NPH NAUMEHTH CEC 3HAYHMO MPEALIECTBAIO ChPACYHO 3a00A%BaHE WK
€NIEKTPOJIMTHH HapyLUEHHA.

[NeayaTpHuHa NOTYIAIIMS

TaGnetrHata fopMa He € NOAXOALLA 3a NpHEMaHe OT HOBOPOAEHH M AeLa Noj 6-roauHH.

HanuuxvTe raHHM NpH Jelia He MOKa3BaT MOBNHABaHE Ha pacTexa W mybepreTa. Bonpeku ToBa He ca
H3BECTHH ABIroTpaiiHuTe e)eKTH BBPXY cnocoGHOCTTA 32 3ay4yaBaHe, HHTENEKTa, pacTexa,
eHAOKPHHHHTE dYHKUHH, MyOepTeTa H BL3NPOU3BOACTBEHHS NOTEHLNAT.

[ToMoliiHK BellecTBA
Jlésetupaueram CTAJIA 750 mg ¢punmupanu Tabnetku cpAbpka barpwioto CrHeet xbato FCF (E
110) anyMHHHEBA COJI, KOETO MOXKE 1a MPUYHHH aiePrH4HH PEaKLHH.

4.5 BaaumojeiicTBHe ¢ APYTH JIeKAPCTREHH DPOIYKTH H APYTH GOpPMH HA B3aHMoxelcTBHE

AHTHETIWJIENTUYHH JNEKAPCTBEHH NMPOOYKTH
HaHHHTe OT KNHHHYMHH TIPOYYBaHHUA NPH BBL3PACTHH, IPEIH ITyCKAHE Ha [1a3apa nokKaspar, e

JlepeTMpanieTaM He OKa3Ba BIHSHHE BBPXY CEPYMHMTE KOHLEHTPALMH Ha ChLUECTBYBAILHTE
aHTMENHNENTHYHM EKAPCTBEHH CpeacTBa (PeHuToNH, kKapOaMasennH, BaAnpoeBa KHCeNMHa,
¢denobapGutan, N1aMOTPUrKH, rabaneHTHH, MPUMHAOH), KAKTO U Y€ T€3H AHTHEMHIENTHYHH NIEK
HE BIHAAT BbPXY (apMaKOKHHETHKATA Ha IEBETHPALIETAM.

He chiuecTBYBAT KATErOPHUHM JAHHH 32 KIMHMYHO 3HAYHMM NIEKAPCTBEHH BIaUMOIE
NP BB3PACTHH, TAKE H MPYU MEAHATPHUHH NalHEHTH, npHeMawy o 60 mg/kg/nHerH
JIeBeTHpaLIETaM.
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PerpocnexrHBHaTa OLeHKa HA (PAPMAKOKHHETHUHHUTE B3aUMOAEHCTBHA TIPH J€HA H I0HOLIH
enunencud (4 1o 17 roquHH), MOTBBPXKAARA, Y€ AOMBIBALLOTC NEYCHHE C MEPOPATHO NPHACGKEH
JiEBETHpaleTaM HE [MIOB/IHABA CTALHHOHAPHHTE CEPYMHH KOHUEHTPAlLHH HA é,uHOBpeMeHHO
npunaradHure kapbamasenuH M sannpoar. Bunpekn Tora naHHuTe npeanonarat 20% no-BUCOK -
KJIUPEHC Ha JIEBETHPALIETaM TPH AeLa, MPHEMALH €H3HM-HHIYUHPAllH aHTHENUNEITHYHH
NeKapceTBeHH mpoaykTH. He c€ Hanara apamrHpade Ha no3ara.

IIpobeneuun
YcTtaHoseHo e, ye npobereunn (500 mg derupy MeTH JHEBHO), Onokep Ha GBOpeyHaTa TyGynHa

ceKpelHs, HHXHOHpa peHaNHHSA KIMPBHC Ha TbPBHYHKA MeTaboNIUT, HO HE M HA NEeBETHPALIETAM.
BrnpexH TOBa KOHLIEHTPALIMATA Ha TO3M METaOOIMHT OCTABA HHCKA.,

MertoTpekcar _
Cpo6meHo €, He efHOBpEMEHHOTO MPHEMaHE Ha NEBETHPALIETAM W METOTPEKCAT HaMaNABa KIHPBHCE

Ha METOTpPEKCAT, KOETO BOJAH A0 NOBHILEHA KOHLle’paJ.lHH/ 3a0bpKaHE HA METOTPEKCAT B KPBBTA A0
NMOTEHUHAAHO TOKCHYHE HiBa. Hupata Ha METOTPEKCAT H JieBETHpaLETaAM B KPBBTa T]JﬂﬁBa aace
nmpocienaBaT BHHMATETHO [IPA NaUHEHTH, JEKYBAHH €JHOBPEMEHHO C ABETE NEKapCTBa.

[lepopanHyu KOHTPAUENTUBH ¥ IPYTH (PapMAKOKHHETHYHH B3aUMOIEHCTBIA

Jlepetvpaueram 1000 mg aHeBHO He MOBAHABA papMAKOKHHETHKATA HA OPAJTHHTE KOHTPaLETTHBH
(ETHHH/IECTPAAHMON K IEBOHOPrecTpeN); eHIOKPHHHUTE NapaMeTpH (1yTEHHH3MPALI XOPMOH H
NporecTepoH) He ce npoMeHaT. Jlepetupatieram 2000 mg nHEBHO He NOBIMABA apMAKOKHHETHKaTa
Ha JWFOKCHH H BapdapHH; NpoTpOMOHHOBOTO BpeMe He ce npoMeHsa. EqHoBpeMeHHOTO npHeMaHe ¢
IOUTOKCHH, OpalHH KOHTPALCTTHBY K BapdapHH He NOBIHABA YapMaKoKHHETHKATa Ha
JIeBETHpALIETaM.

JlaKcaTHBH

Hma wzonupaun crobieHns 3a HaMaeH#e Ha e(hMKacHOCTTa Ha JIEBETHPALIETaM, KOraTo
OCMOTHYHOTO ¢1a0HTENHO MaKpOTell Ce NpHiara eHOBPEMEHHO C MepopaieH NeReTHPALICTAM.
CnepnoBarenHo, Makporon He TpaGpa jia ce mpHeMa npe3 ycrara B MPOAR/DKCHHE HA €IMH Yac Npeau u
" eJIHH Yac Ciell PUeMa Ha JIeBETHPALIETaM.

XpaHa ¥ aIKoxon
CrenedTa Ha abcopGuna Ha TeBeTHPALETaM HE CE MPOMEHS OT XpaHaTa, HO CKOpOCTTa Ha a6cop6una e

cabo moHuwxKeHa.
Hsama aaHH# 32 B3aMMOAEiCTBHE HA JIEBETHPALIETaM C aIKOXOJ1.

4.6 (I)epTI]JIHTeT,BPEMeHHOCT H KbpMeHe

Xenu c nereposeH NOTEHIMAN
Ha xeHu ¢ nereponen norexuyan tpabsa Aa ce 1aBa CbBeT OT cnelpatnct. Jleyenuero ¢

neBeTHpaueTaMm TpAOBa Aa ce npepasrnena, Korato )KeHata niaHvpa na sabpemenee. Kakro npu
BCHYKH AHTHCMHIICNITAYHH JICKapCTBa, TpﬂﬁBa Aace H304arBa BHE3AMHO CIHpaHe Ha JIEBETHpAUCTaM,
TBi KATO TOBA MO3Ke Aa NoBeAe [0 MosBa Ha bpPHOSBE, KOHUTO 6nxa MOrJIH 03 HMAaT CCPHO3HH
TOCTICAMLM 34 XEHATA B HEPOAeHOTO AeTe. Tpabea ga ce mpeanodeTe MOHOTEPANHKA, KOraTo €
BE3IMOKHO, Thi KaTO NIEUEHHETO ¢ MHOMXKECTBO aHTHENHACHTUYHY nexapcTea (AEJI) Moxe ga e
CBBLP3aHO C MO-BHCOK PHCK OT BPOJCHH MaJICbOpMaHPIH, OTKOJIKOTO MOHOTEpAINHKHATA, B 3aBHCHMOCT OT
TIPHAAraHUTE AHTHETTHIIETTTHLIM,

BpemenHocT
lonemusT 6poii NOCTMapKETHHIOBH JaHHH NPH OpeMEHHH EeHH ¢ eKCTIO3HLIMA Ha neaempa CTaM

KaTo MoHorepanus (Han 1 800, cpea kouro npu Han 1 500 ekcnosvUHATa BL3IHHKES M0 BpS “‘ gﬂ ENHg 4

IbpPBHA 'rpumecrbp) HE [MOKa3BaT YBeMH4YaBaHe Ha pUCKa OT OCHOBHHUTEC BpOACHH MaJ'l(l) l: e 655,’
-y -2

HanuuHu ca orpasd4eHH NaHHH OTHOCHO HEBPOJIOTHYHOTO Pa3BHTHE HA JieLa, ¢ \"f—,o

in utero eKCro3WLIMA HA MOHOTEPANHA C JIEBETHPALICTAM, I[aﬂmrre OT ABRC oﬁcepBauu i
HOMYMAUHOHHH NPOYUYBAHHA NC PETHCTHP, NPOBEOEHH B NNOYTH €4HH H ChlL Ha60p oT
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CKaHAHHABCKHTE CTpaHH H BKIIOYBaLLH NOBEYE OT 1 000 AcHa, poOeHH OT XKEHH C CNWIEIICHA, H

C MPEHATAIHA eKCMO3HLIHA Ha MOHOTEpANKUA ¢ JIeBeTHpALieTaM, He MOKa3BaT MOBHLLUEH PHCK OT
pa3CTpOHCTBA OT AYTHCTHYHHA CTIEKTBP HNH HHTEJICKTYAlIHH 3aTPYAHCHHS B CPABHEHHE ¢ AeLa,
POOEHH OT 3KEHH € Cl'IHJ'Iel'ICHH, H KOHTO In utero He ca ¢ CKCNO3HIHA HA aHTHCITHICITTHYHO

nekapcteo. CpeaHOTO BpeMe Ha NMpoc/easBaHe Ha JIELiaTa B rpyrnaTa Ha IEBETHPALETaM € Mo-

KpaTKo, OTKONKOTO [IPH I'pynaTa Aella, KOUTO HE €a € €KCIO3HLUHA Ha AHTHENMWIENTHYHO :
nekapetso (Hanp. 4,4 roguHuy cnpaMo 6,8 ronHHH B eIHO OT MpoyusaHuATa). JleseTHpaleram Moxe 1a
C€ npHnara rno BpemMe Ha 6pemeHHoc1", aKoO cieql BHHMATE/IHA OLICHKA C€ CHETE, 1€ € KITHHHYHO
Heobxonnmo. B taxeB cnyyvaii ce npenopbyBa Hati-HUCcKkaTa edeKTHBHA J03a.

Knpmene _
JlepeTupaueram ce OTAENA B KbPMaTa, 3aTOBA KbPMEHETO HE € NPENOPBYHTENHO.

AKo 06&'-]3 JIEYEHHUETO C ﬂeBe'mpaueTaM € HAJIQXKHTEJ/ITHO B nepuoua Ha K'l:pMCHC, CBOTHOLIEHHETO
ro/n3a/puck Tpadea 1a 6L OLUeHeHO MPH OTUHTAHE HAa 3HAHYEHHETO HA KEPMEHETO.

deprunuTeT
He ca oTKpUTH AaHHHM 33 BAHAHHETO BBPXY (PEepTHIHTETA NPH POYUBAHHA BbPXY KHBOTHH (BX.

Touka 5.3). HaMa KNHHUYHK NaHHH, MOTEHLIMAITHHA PUCK 3a XOpa HE € H3BECTEH.

4.7 EdexrTn BBpXY cnocobBOCTTA 32 ModHpaHe B pafoTa ¢ MAIIARE

JleBeTupaueTaM HMa NEKO 0 YMEPEHO BL3ACHCTBHE BBEPXY cnocobHocTTa 3a wodupane 1 paboTta ¢
MallHHH. [TopagH BBE3MOXKHA Pa3IHYHA HHAKWBHIYAIHA YYBCTBHTE/IHOCT NIPH HAKOH NTAUHEHTH, B
HA4aJI0TO Ha JIEYEHHETO WIH MPH NMOCE/BAILO YBEAKYABAHE HA KO34Ta, MOXE 2 C€ NOABH CHHIHBOCT
WITH APYTH CHMITTOMHK OT CTpaHa Ha LieHTpaJiHaTa HepBHa cHeTeMa. ETo 3allo ce npenopbusa
NOBUILIEHO BHUMAHHE MPH [TALIMEHTH, H3BbPLUBAILY ONIpEAe/IeHH 3a1a4H, KaTo WogupaHe iy pabora
¢ mawnHH. [TaumenTure Tpabea na 6baar NpeaynpeacHH Aa He H3MON3BAT KAKBATO U 1A € TEXHHUKA
HITH MalUMHH JOKATO HE YCTAHOBAT, Y€ BEIMMKHOCTTA HM 33 TOBA HE CE € MOB/IHANA.

4.8 Hexkenanu ekapcTBeHH peaknnl

Obobwenue na npoguna na bezonacnocm

Haii-yecto cbobLUaBaHHTE HeXKeNlaHH peaKLMH ca Ha30(papHHIHT, CHbHIHBOCT, I1aBo0O/IHe, YMOpa U
3amasiHoCT. [IponbT Ha HeRENAHUTE peaKLHH, MPeACTABEHH MO-10JTy, C& OCHOBABa HA aHa/IN3a Ha
cbopHK nauebo-KOHTPOMHPAHH KIIHHUYHK H3NHTBAHUSA 32 BCHYKH OPOYYBAHK NOKa3aHHA,
BKITIOYBALUM 00LIO 3 416 naiMeHTH, NeKyBaHH ¢ ieseTHpaueTam. Te3n NaHHK ca AOIMbJIHEHH C
yrnoTrpebara Ha JIEBETHPALIETAM B ChOTBETHHTE OTKPUTH PaslMpeHH NpOy4BaHHs, KAKTO H OT
NOCTMapKETHHIOBHA ONMHT. [TpoduneT Ha Ge30macHOCT Ha IEBETHPALleTaM € KaTo Lisio nojobeH npu
pa3iHYHHTE Bb3PacTOBH IPYIIH (BBL3PACTHH H MeJHATPHYHH ALHEHTH), KAKTO H B PaMKHTE Ha
0ON00pEeHHTE HHAHKALIMH CBBP3aHH ¢ ENUNIETICHATA.

TabnuueH CNHCHK HA HEXEAAHHTE JIEKAPCTBEHU peakiiny
JoknanpanuTe HeXXenaHH JIEKAPCTBEHH PEAKLIHH MPH KIHHUYHK M3MHTBAHHA (NTPH BB3PACTHH,
IOHOLIH,
Adelia M HOBOPOAEHH Haj | Mecel) WIH OT NOCT-MapKETHHIOB OMNHT ca H30poeHH Mo CHCTEMO -
opraHHa kiacuHKauHs M Mo yecToTa B TabnMuara no-noay. Uecrotata MM e AedHHHpaHa, KaKTo
cneasa: Muoro vect (=1/10) , uectu >1/100, < 1/10), newectu (=1/1 000, <1/100), peaku (>1/10
000, <1/1 000) u MHoro peaxu (<1/10 000).
MedDRA Kareropud 5a 4ecToTa
Cucremo- MHoro 4ecTH YecTn Heuectn Penku
OpraHeH KJIAac _
Hudekumu 1 Ha30(apuHrHT uHpekuu
HHpecTaLMH

Hapymexus Ha TpomGouuTonenus,
KPBBTa H JICBKOTNEHHA




auMbHaTa
CHCTEMA

Hapywienus Ha JlexapcTReHa
PeaKI|g ©
HMYyHHaTa €03HHODHINA U
CHCTEMHH
cucTema CHUMITTOMH
(DRESS)
CBpPBX-
YYBCTBUTENHOCT
(BKIIOYATENHO
aHrHoeaAeM H
aHadunaxkcus)
Hapywenus na aHOpeEKCHS IMoHmkaBaHe Ha XHITOHATPHEMHUS
MeTabonu3ma u TErnoTo,
XPaHEHETO NOBUILABAHE Ha
TErNoTo
Iecuxuunn Jenpecus, OIHT 3a caMOyOMIHCTBO, | H3BBPUIEHO
HapylUeHHs CYHLHIHa camoyﬁnﬁcmo,
BpakaebHocT/ HcallHA, JIMYHOCTHH
MCHXOTHAYHO HapyLUeHuA,
arpecHBHOCT, pascTpoHcTBO, abHopMHO
6e3nokoHCcTBO, | Heobuualino MHCJIEHE, 1ETHPHYM
6630'bHHe, NnoBeaAeHHe,
HEepBHOCT/ XATIOLHHALHMH, THAB,
pazipasHuTEN- ChLCTOAHHE HA
HOCT o0bpKBaHe, MAaHHYECKa
, aTaka, eMOLlHOHaTHA
HeCTabHIHOCT/MPOMEHH
B HACTPOEHHETO,
‘ TPEBOXHOCT
Hapyuenus Ha COMHOJICHTHOCT, | KOHBYJICHH, aMHE3HA, HapylUeHHe XOpeoaTeTosa,
HE¢pBHATA HapylieHHe Ha Ha maMeTTa, HapyleHa '
cHCTeMa rnasobonue PABHOBECHETO, | KOOpZHHALUA / JHCKHHE3NA,
3aMafHOCT, aTaKCHA, napecre3ns,
TeTaprus, HapyLUIEHKE Ha XHIEPKHHEIHA
TpeMop BHUMAaHHETO HapylIeHHe Ha
NOXOMKATa,
eHuedanonaTHs
BJIOLLIABAHE HA
- HOPUCTBINTE
Hapyenua Ha IHILICTHA, 3aMBIITCHO
QUHTE 3peHHe
Hapyiweuuns Ha BEPTUIO

YXOTO U
nabupuHTa




CoupacqHH

VYaoemxed QTurTepBan

HapyLieHus B
elIeKTpoKapaHorpamara
PecriupaTtopHH, KalTiua
CPBAHH H
MeAHACTHHATHH
HapylIeHHA
CromattiHo- 6onku B NaHKpeaTHT
YpeBHH kopema,
Avapus,
HapyUIeHHA AHCTIETICHA,
NOBpPBILAHE,
rageHe
Xenaro- abHOpMHH pe3ynTaTi yepHoapobHa
GUIHApHU npH GYHKUHOHAIHH HEJOCTaThYHOCT,
Hapy LIEHHS 4yepHOAPOOHH TECTOBE | XEMATHT
Hapyiuennd Ha o0Opue ayloNenys, eK3eMa, TOKCHYHA
KOMKaTa U ‘ enuacpMasiHa
NOJKOXKHATA NPYPHTYC HEKpONH3a,
ThKAH CHMHAPOM Ha
' Stevens-Johnson,
epuTeMa
MYJITHGOPME
Hapywehns Ha MycKynHa cnabocr, Pa6aomuonusa u
MYCKYJIHO- fI0OBHUIEHA KPpECATHHHH
cKeneTHara MHAJITHA thocdoknnaza 8
CHCTEMA H kpbBTa*
CheJHHHTEHATA
TbKaH
Hapywenus Ha octpa 6b0peuHa
6u6peunTe U HEJOCTaTBYHOCT
NHKOYHHTE
NBTHILA
Obun acTeHHs/yMopa
HAPYLUEHHA H
edexTH Ha
MACTOTO Ha
NIpUIIOKEHHE
Hapanspahus, c1y4adHO HapaHABaHe
OTpAaBAHHA H
YCIIOWKHEHMUS,
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BB3HUKHANM B
pe3yATaT Ha
HHTEPBEHLIMH

* 3HaunTeHO NO-BHCOKO paZ‘iHPOCTpaHeHHe ce Haﬁmo,uasa NpH MaUHEHTH OT ANIOHCKH NMPOH3XOO B
CPABHCHHE IMPH NAaUHEHTH OT HECAMMOHCKH NMPOH3XOa.

OnkcaHxe Ha H369&HH HeXkenaHH peakuvn
PucksT OT AHOPEKCHA € MO-BHCOK, KOraTo TOMHpaMar ¢e rnpuiara €eITHOBPpECMEHHO C ICBCTHpaLleTaM.

[lpu HaAKONKO criyyas Ha anoneuHs ce HabMIofaBa Bb3CTAHOBABAHE CJIE] NPEYCTAHOBABAHE Ha
JleeeTupaneram. -
Ipy HAKOH OT C/ly4anTe Ha NAHLMTONEHHA € YCTAHOBEHO NONTUCKAHE HA KOCTHHS MO3LK.

Panko ca HabnmofapaHH CHy4aH Ha eHLlC(bEU'IOI'IaTHH CJIeq NMpWIoKEHHE Ha JIEBETHPALIETaM. Tezwu
HeXeJlaHH peaKUHH 00OMKHOBEHO HACTBITBAT B HAYANIOTO Ha JIEHEHHETO (HHKOIIKO JAHH 00 HAKOJIKO
. Meceua) HcCa OﬁpaTHMH CJieq CITHpaHeE Ha ICHEHHETO.

lleduampuuna nonyrayus

I1pu nauneHTH Ha BB3pacT oT | Mecew a0 oA 4 ronuHu, obwo 190 nauneHTH ca 6UNK nekyBaHH C
neBeTHpalieTaM B IL1aLe00-KOHTPOHPaHH W OTBOPEHH pasIHpeHH npoyysaHHs. lllectaecer (60) ot
TE3M MALMEHTH ca OWTH IEKYBaHH ¢ JIEBETHpaLieTaM B Mnauef0o-KOHTPOHpaHH npoyy4eaHua. [pu
NALMEHTH Ha BB3pacT 4-16 rogunn, o6mo 645 naumenTtH ca 6UnH NeKyBaHH ¢ IEBETHPALIETaM B
nnanebo-KOHTPONMPaHH W OTBOPEHH pa3lIMpesH npoy4uBaHus. B nnauebo-koHTponupaHH
npoy4BaHHs 233 OT Te3u MaLUMeHTH ca GUIK NeKyBaHH ¢ JieBeTHpaueraM. B Te3u nBe neanaTpuvHu
BB3PACTOBH PYIH, TE3H JAHHH Ca AOMbLIHEHH ¢ NOCT-MAPKETHHIOB OMKT 3a ynotpeba Ha
JEBETHpALIETaM.

OcgeH ToBa 101 kbpMaueTa Ha BB3pacT Nok 12 Meceua ca GUITH C EKCIO3KLIHA B TIOCTMAPKETHHIOBO
npoy4eaHe 3a 6ezonacHoct. He ca uaenTHduumpaHy HoBH chobpaskeHHs 3a 6e3onacHocT 3a
JeBeTHpaLeTaM NpH Jeua ¢ enuiencHd Ha Bb3pacT noa 12 Mecelia.

IMpodrst Ha HexenanuTe cHLOUTHA HA NEBeTHpALIETaM € NO NIPKHUKN NoZoOeH Npy pasnHUHKUTE
BE3PACTOBH MPYIIH H B PAMKHTE Ha OJI0OPEHHTE NOKa3aHKA, CBBP3aHH ¢ eMUnencHarTa. besonacHocTra
NIPH NeJHATPHYHH NAUMEHTH B MIauef0-KOHTPOIHPaHH KIHHUYHH NPOYUBaHHA ca B ChOTBETCTBHE C
npoguna Ha 6e30MacHOCT Ha IEBETHPALIETAM NPH Bb3PacTHH, ¢ M3KIIOHEHHE HA NOBEAEHYECKHUTE U
TICHXHATPHUYHH HeXKeNaHH peaKLHH, KOHTO ¢a MOo-4eCTH NPH Aella OTKONKOTO fpH BL3pacTHH. [pu
JeLia M I0HOLLHK Ha Bb3pacT oT 4 10 16 roauHH, noepbinane (MHoro YectH | 1,2%), Bb30yna (yecTH
3,4%), npoMeHH B HacTpoeHHeTO (decTH 2,1%), eMouHoHaHa HecTabunHocT (dectH 1,7%), arpecus
(vectn 8,2 %), Heobu4aiiHo noseneHue (obwa 5,6%) 1 neraprus (o6, 3,9%) ca crobiuasaHu no-
4eCTO, OTKONKOTO B APYTHTE BL3PACTOBU rpynu Wi B 06msa npodun Ha GezonacHoct. [pu
KbpMaueTa H Jelia Ha Bb3pacT oT | Mecel J0 nof 4 roauHH, pasapasHuTeiHocT (MHoro yect 11,7%)
H HapylueHa koopadHauus (uectu 3,3%) ca cbobllapanH NO-4eCTO, OTKONKOTO MPH ApYrHTe
BB3PACTOBH MPYIH, WK B 0011Ka npodun Ha 6e30macHoCT.

JIBoiHO-c1AN0, niauebo KOHTPOMPaHO NPoy4YBaHe 33 GE30NacHOCT NPH Jela ¢ HeHHpEPHOpEH
OH3aiH € OLEHWIO KOTHHTHBHOTO H HEBPONCHXOIOTHYHOTO AeHCTBHE Ha ISBETHPALIETAM IIPH J€La OT
4 0o 16-roovuIHa Bb3pacT ¢ NapUHaTHA IPUCTBNH. YCTAHOBEHO €, Ue JIEBETHpaLleTaM He ce
pa3nuuaBa (He e Mo-jolla) CIpAMo nAanebo Mo OTHOWEHHE Ha NPOMSAHATA CIIPAMO H3XOAHOTO HHBO
Ha Leiter-R BHUMaHHe H NTaMeT, KOMOWHHpaH CKOp 3a M3c/ielBaHe Ha NaMeTTa B ofpe/ieNieHaTa
NPOTOKOJIA NOMYNALKA. q\\U‘ A g,
PeayntaTuTe, CBLP3aHH C NOBEAEHYECKATA H eMOLIMOHANHA PYHKLMSA, Ca MOKA3AIH BIOLIA @\\gp/ o

N0 CTAHAAPTEH M CUCTEMATHIMPAH METCA 4pes U3MON3BaHe Ha Bamuaupad crmocob (CBC
Achenbach BLNpocHHK 3a eTCKO MoBeAeHHe). Bunpeku ToBa nauueHTHTe, npremMany Jl
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Craga no BpeMe Ha NPOAB/LKHTENHO,0TBOPEHO NPOCNEAABALLO NPOYYBaHe, He ca nokaland obwo
BIOLIABaHE MO OTHOLIEHHE HATIOBEIEHHUETO Wi €EMOLMOHAIHATA (YHKLIHA; HEO MNoBeyYe,
NOKA3aTeNUTe 3a arPECHBHO MOBEAEHHE HE Ca NOKA3A/TH BIOLIaBaHe CIPIMO H3XOJAHHTE CTOHHOCTH.

CpobiiiapaHe Ha NONO3IHPAHW HEXENAHH PEAKLIHH

CrobuiapaHero Ha NOAO3HPAHH HEXKeNaHH peakLMH Clell paspellaBaHe 3a ynorpeba Ha IeKapCTBEHHS
NPOAYKT € BaykHO. TOBA NO3BONIABA A3 MPOALAKH HAOMIOAEHHETO HA CHOTHOLIEHHETO MOM3a/PUCK 33
JekapcTBeHHs MpoayKT. OT MEJMLIMHCKHTE CMELIHANHCTH C€ H3KCKBA Aa Cho01uaBaT BCAKa
NOAO3HpaHa HeXKeNaHa peaklus upes:

H3nbaHMTeNIHA areHLMs Mo JIEKapcTBaTa

yn. Jdamsas I'pyes” Ne§

1303 Codma

Ten.: +3592 8903417

yebcaiit: www.bda.bg

4.9 lpenosnpane

CuMITTOMH

COMHONEHTHOCT, TPEBOXKHOCT, arpecks, MOHIKEHA CTEMEH Ha Ch3HAHKE, MOTHCKAHE Ha AHIIAHETO H
KoMa ca GMTH HabnioaaBaHH MpH Npe1o3UpaHe Ha MeBETHPALICTaM.

Mepk# npu npexo3vpane

Creq ocTpo npeio3HpaHe € HEOOXO0MMO H3MPA3BaHE HA CTOMAXA Ype3 CTOMALUHA IPOMHBKA HITH
npeausBHKBaHe Ha NoBpbllaHe. HaMa cneuuduyen aHTHIOT Ha neBeTupaueTaM. JleueHnero npu
NpeAoc3upaHe e CHMIITOMATUYHO H MOJKE 1a BKIoUBa xeMoauanusa. Edexra Ha oTaensHe npu
ananusa € 60% 3a neseTnpalueTam H 74% 3a MbPBHYHHUA METAOOMT.

5. PAPMAKOJIOTHYHH CBOHCTBA

5.1 ®PapMakoARHAMHYHH CBOiCcTRa

dapmakoTepaneBTHYHA rpyna: AHTHENHAEITHYHH JIEKapCTBa, APYrH aHTHENWICNTUYHY JIeKapcTBa
ATC xon: NO3AX14.

AKTHBHOTO BELIECTBO JIeBETHpaLleTaM € NHPOAHAOHOBO MPOH3BOIHO (S-eHaHTHOMep Ha a-ethyl-2-
oxo-1-pyrrolidine acetamide), xumuueckn 6e3 Bpb3Ka ChC CHLIECTBYBALLHTE AHTHETIHIISNITHYHH
CpeacTBa.

MexaHuisMm Ha NeHcTBHE
MexaHH3MbT Ha AefiCTBHE HA JIEBETHPALIETaM BCE OLLE HE € HAITBIIHO M3ACHeH. In vitro W in vivo
OTIMTHTE 1OKA3BAT, Y€ NICBETHPALICTaM HE NPOMEHA OCHOBHHTE XapaKTEPHCTHKH Ha KIETKaTa, KaKTo H
HOPMAJTHATA HEBPOTPAHCMHCHSA.

In vitro npoy4BaHus NOKA3BAT, Y€ NEBETUPALIETaM BL3AEHCTBA BBHPXY HHTPAHEBPOHHMTE HUMBa Ha Ca®*
ype3 uacTHYHO WHXxHOKpaHe Ha N-tun Ca?* kaHanueTa, KAKTO W 4pe3 peqyuupaHe ocBOOOKAABAHETO
Ha Ca’" OT HHTPaHEBPOHHMTE fieNa. B A0MBIHEHHE, TOH YACTHYHO HAMAABA PEAYKIIMATA B TIOTOKA B
GABA- M MTHIIMH- 3aBHCUMKWTE KAHATYETA, HHAYLMPaHH OT LHHK ¥ B-kapbonueu, Hewo noeeve, B in
Vitro Npoy4BaHHs, JIEBETUPALICTAM NEMOHCTPHPA CBbP3BAHE KbM CTIeLHHYHH MECTa B MOYbYHATA
TbKad Ha rpu3ayl. ToBa MACTO Ha CBBP3BAHE € HAMHPAILHA CE€ B CHHANTTHYHHTE BE3UKYJIH NPOTEHH
2A, 3a KOHTO ce cMATA, Ye Y4acTBa B BE3HKY/IHATA Y31 ¥ HEBPOTPAHCMHTEPHATA €K30LHTO3A.
JleBeTHpaueTaM M HETOBHTE aHANO3H NOKA3BaT H3ABEH a(UHHTET KbM CBbP3BaHE C HAMHpalllHi ce B
CHHANTHYHHTE BE3HKYJIH MPOTEUH 2A, KOETO OT CBOA CTPAHA € BbB BPb3Ka C TAXHOTO AeicTBHE
cpely

APHCTBINTE B AYAHONeHHH MOZENH HA EMHIISNCHA MPH MULIKK. Te3u pe3ynTaTi NpeaAnonarar,
BSaHMOﬂEﬁCTBHETO MECHKIOY NEBCTHPALCTAM H HAMHPALHA CE€ B CHHAIITHYHHTC BEC3HKY/H I
MOANOMAra aHTHENHNENTHYHHA MEXaHU3EM Ha AeHCTBHE HA NEKAPCTBEHHA NMPOAYKT.

dapmakoaHaMHA4HK edeKTH _
JleseTHpaueTam npeanassa oT NapLHANHH H TbPBUYHO FEHEPATH3HPAHH NIPHCTHIH NP
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KHBOTHHCKH MOJCTH bes JAa HMa IMpO-KOHBYJICHBEH ed)elc'r. rI'l:pBPl‘-IHPlHT METa6OJ'IHT € HEAKTHBEH.
[Ipu xopa aKTHBHOCTTa 1O OTHOLIEHHE, KAKTO HAa NApLMATHHTE, TAKA H HA FE€HEPATTH3HPAHHTE
ENWIENTHYHH CECTOSHHA (emHnenTH(POpMHO ocroOOKAaBaHE /POTONAPOKCHIMAIIEH OTTOBOD)
NOTBbpKAABA LIHPDOKHA Cl)apMﬂKOJIOFH'-IEH CIIEKTHP HA NEBCTHpALCTaM.

KnunuuHa edmkacHoCT B Oe30macHoCT

Honvasawjo nevenue Ha napyuanny npucmeny ¢ wid 6e3 6MoputHa 2eHEPATU3AYUA NPU 6b3PACTIHU,
IOHOWY, Oeya U HOBOPOOeHU HAO I-meceuna éwvipacm ¢ enurencus

[Mpu Bv3pacTHH, edHKACHOCTTa Ha JIEBETHpALIETaM € JoKa3aHa B 3 ABOiHO-cneny, nimauebo-
KOHTpOnHpaHH npoy4sanus ¢ 1 000 mg, 2 000 mg wnn 3 000 mg/aeH npunarany karo 2 OTAENHH
AO3H ¢ NPOXBLKHTENHOCT Ha NieueHueTo A0 18 cenmuu. Ipu c6opHus ananus, NpoLeHTa Ha
NaUHEHTHUTE DOCTHIHAAW 50% MITH NO-BHCOKO HaMalIeHHE, CIIPAMO HU3IXOAHOTO HHBQ, HA YECTOTATA HA
NapUHaiHHTE NPHCTHIH 33 CEAMHLA NMPH NOCTOAHHA n03a (12/14 ceamuum) e 27,7%, 31,6% u 41,3%
np# nauHeHTH npuemainy 1 000, 2 000 wnu 3 000 mg nepeTupaueTam H croTBeTHO 12,6% 3a
NAlHEHTHTE MPHEMaUIH rnanebo.

[leauarpHyuHa nonynauHs
Ipu neauaTpunn naumeHTy (ot 4 10 16-roayuHa BL3pacT), €PHKACHOCTTa Ha JIEBETHPALIETAM €

JoKa3aHa B IBOHHO-CJIATIO, IU1ale60-KOHTPONHPAHO MpoyyBaHe BIUTIOYBAIO 198 naunenTH M ¢
NPOABIDKHTENHOCT Ha leueHHeTo 14 ceamuLd. B ToBa npoy4BaHe, MaLHEHTHTE MOMy4aBalH
JleBeTHpaLieTaM KaTo NnocTosHHa Ao3a oT 60 mg/kg/aHeBHo (NpHeM 1Ba IMLTH Ha JeH).

44,6% oT naLMeHTHTE NpHemally neseTHpaleram U 19,6% oT nauueHTHTe MpHeMaiy raledo ca
AMaTH 50% Win no-BHCOKO HAMANEHHKE, CMIPAMO HIXOAHOTO HHBO, HAa 4ECTOTATA HA NAPLMANHUTE
MPUCTBITH 33 CeAMHIA. T1pH MPOIBMGKHTENHO ABATOCPOYHO NieueHHe 11,4% oT nauMeHTHTE He ca
NoNMy4aBani NPHCTBIOM NMOoHe 3a 6 Meceua U 7,2% 3a noHe 1 roguHa.

[Tpu neauaTpuuHy naLmeHTH (0T 1-MeceyHa 0 4-roAHiiHa BB3PAcT), €PHKACHOCTTA Ha
NeBeTHpaleTaM e YCTaHOBEHA B IBOHHO-CIIANO, M1auefo KOHTPOIHpaHo NpoyYBaHe, BKIoYeallo 116
NalKEeHTH H ¢ NPOIBKHTENHOCT HA IeYeHHETO 5 AHH. B TOBa Npoy4BaHe HA MALHEHTUTE e
npeanucaHa AHeeHa aoza ot 20 mg/kg, 25 mg'kg, 40 mg/kg vnn 50 mg/kg nepopanen pa3Tsop, B
3aBHCHMOCT OT TAXHaTa BB3pacT. B ToBa npoyusaxe e k3non3eaHa go3a ot 20 mg/kg/axeBHo,
TiTpHpaHa a0 40 mg/kg/nHeBHO NpH HOBOPOOEHH OT eMH MeceL 10 6 Meceua W 5o3a ot 25
mg/kg/nHeBHO, TUTpHpaHa 1o 50 mg/kg/0HeBHO NpH HOBOPOAEHH U AELA HA BB3pacT oT 6 Meceua Ao 4
roguHu. O6uata AHEBHA 1034 € NIpUMaraHa gea IbTH AHEBHO.

[TepBOHAYANHATA OLEHKA HA e(PeKTHBHOCTTA € HHROTO Ha OTIOBOP (MPOLIEHTET NALMEHTH ¢ > 50%
HaMaJiEHHe, CPAMO H3X0AHOTO HHBO, Ha IHEBHATA YECTOTA HA MAPLUMANHKTE NPHCTBITH), ONpEaeneHa
OT 3acReneH LeHTpaneH Yetell upes 48-yacopo Buaeo EEI" Habnonenune. AHanusbT Ha edHKacHOCTTa
obxpama 109 nauHeHTH, KoUTO ca UMaiTH moHe 24-qacoro Buneo EEI" Habmonenune npes nopara
NepHOda - Ha H3XOIHOTO HWRO K HA oueHkaTa. [TaupeHTHTE, MOKa3anu OTroeop, ca 43,6% ot
JleKyBaHHTE ¢ NeBeTHpaueTaM H 19,6% ot nauneHTHTe, NpMeMaiuy nnaiedo. Pesyntature otroBapar
Ha CHOTBETHaTa Bb3pacToBa rpyna. [Ipy npoab/mKUTEIHO ABATOCPOMHO NeueHHe §,6% OT nalHeHTHTe
He ca MOy4aBasTH MPUCTRNH NORe 3a 6 Mecela U 7,8% 3a noxe 1 roauxa.

B nnaue60-kOHTPOMHPaHH KIHHHYHH MPOYYBAHHA, C EKMO3MLMA ca 61K 35 kbpMaveTa ¢ napLUHanHH
NPHCTBIH, Ha BB3pacT noj, 1 roauHa, oT KOMTO camo 13 ca 6unu Ha BB3pacT < 6 mMeceua.

Monomepanun npu Revenue Ha NAPYUARKY NPUCTTLNU C WU €3 8MOPUNHG 2EHEPANU3AYUA NPU
nayuenmu Had 16-200una 6u3pacm ¢ HOGOOHAZHOCMUYUPAHA EHUNENCUA

EdukacHocTTa Ha NEBETHpALIETaM KATO MOHOTEPANHA € YCTAHOBEHA B JBOHHO-CIIANO, f1apane/iHo-
rpynoBo, HeuHpepHOpHO cpaBHeHHe ¢ kapbaMa3enuH ¢ KoHTponupaHo ocsoboxaasane (CR) n

AuarHoctuiwpana endiencus. [auuenTtute e Tpabsano Aa 6bAAT eAHHCTBEHO ¢ HEMpen
NapLHATHA TPHCTBIM WIH FeHEPATHIHPaHH TOHUYHO-KIOHHYHH pHCThIH. [lanueHT
OMpEREICHH MO c.nyqaeH HaunH ga npueMar kapGamaseniH CR 400 — 1 200 mg/nen

3aBHCHMOCT OT OTrOBOpA.
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Jlvnca Ha npvcTBIH 3a 6 Mecella e AJocTHrHata npu 73,0% OT nalKeHTHTe NpHeMalLlH eBeTHpaLIeTaM
1 npH 72,8% oT nauMeHTHTE NpHemaiiy KapbamasenuH, YCTAHOBEHaTa a0COMOTHA pa3iHKa MEXKIY
tepanuuTte ¢ 0,2% (95% CI: -7,8 8,2). [ToBeue OT MOIOBHHATA OT MALMEHTHTE OCTaBar be3 Aa
noydYaBaT NpHCTHNH 32 12 Mecena (56,6% u 58,5% cbOTBETHO OT MaUHEHTHTE Ha IEBETHpaleTaM H
kapbamazenuH CR).

B npoyuBaHe, 0Tpa3fBaLlio KNTHHHYHATA [IPAKTHKA, CBITbTCTBALLATA AHTHENMHIICITHYHA TEPANIHA MOXKE
Ja ce NpeKbCcHe NpH orpaHuyeH 6poii naLMeHTH, KOHTO ca ce MOBJHAIH OT NOITBJIBALIA TEPaNts C
neBeTHpaLeTaM (36 Bb3pacTHH NauxeHTa oT 69).

Lonvreawyo nevenue Ha MUOKIOHUMHY NPUCTHBNY HPU 6b3DACMHHK U I0HOW HAO 1 2-z00uwuna ev3pacm
C 106EHUTHA MUOKIOKUYHA ENWIENCUA. :
EdukacHocTTa Ha 1€BETHpALIETAM € YCTaHOBEHA B JIBOHHO-CIIAND, ML1auebo-KOHTPOIHPaHO MpoyYBaHe
C TMIPOABILKUTENTHOCT 16 ceAMHUH NPH NalMeHTH Ha 12-roaMiiHa Bb3pacT Wiy NMo-Bb3pacTHU
CTpajauly OT HAHONATHYHA FeHEPATH3HPAHA EMWIENHCHA ¢ MHOKITOHHYHH MPHCTBITH OT Pa3iH4yHH
cuHapomu. [loBedeTo naumeHTH ca 6HIIH C 10BEHWIHA MHOKJIOHHYHA EMHIENCHA.

B Toea npoy4BaHe Ao3ata Ha nepetupauetam € 6nna 3 000 mg/neH pasgeneHa Ha 2 npueMa.

58,3% oT naumeHTHTE MpHeMalll neBeTHpaueTam M 23,3% ot naudeHTHTE Ha MaLe6o ca ¢ noHe 50%
HaMmasleHHue Ha JHMTe Npe3 ceAMHULIATa C MHOKIOHHYHH MPHCTBNH. [IpH npoasbIKHATENHO ABATOCPOYHO
nNeueHne 28,6% oT NALMEHTHTE HE Ca NOTYYaBaIH MHOKIIOHHYHH NPHCTHIH 3a NOHE 6 Mecela u
21,0% 3a noxe 1 ronuHa.

Lonvasayo nevenue Ha NPEUYHO 2eHEPATUSUPARY MOHUNHO-KIOHUYHY NPUCTIBAY NPY 6L3DACMHY U
1onowu nao 12-200uuna av3pacm ¢ uGUONAMUHHA 2eHEPATUIUPAHA eNUAENCUA. :
E¢ukacHOCTTa Ha eBeTHpaUETaM € A0Ka3aHa B 24 CeOIMHYHO JBOHHO-CITANO, Niauebo-KOHTPOTHPaHO
NpoyYBaHe BKJIOYBALLO BE3PACTHH, FOHOMK H orpaHuyeH Opoli feua cTpagaliy oT HAWOMATHYHA
reHepafH3upaHa eNHICTICHA C MbPBHYHO FEHEPATHIHPAHH TOHHYHO-KIoHHYHH (YT TK) npuctsnu ot
PazTHYHH CHHAPOMH (I0BEHWIHA MHOKIOHHYHA EITHIENCHA, IOBEHHIHA a0CaHC eMUIeNCcHA, IeTcKa
abcaHc efmlencHs WK emwienchs ¢ grand mal npucTbiti npu cp6yxkaaHe). B Topa npoyuraHe,
Ao3aTa Ha nesetHpaueraM e 6una 3 000 mg/neH npu BB3pacTHH WK 60 mg/kg/,uel-l npH aeua,
MpHEMaHH KaTo 2 -OTAE/IHH AO3H.

72,2% 0T nauMeHTHTE NPUEMALLlK NeBeTHpaLEeTaM H 45,2% OT MauMeHTHTE Ha rmaueﬁo cac 50% nin
no-roaMo HamaneHue Ha dectorara Ha [II'TK npuersnu 3a cenmuua. [Ipu npoabmGkHTENHO
OBLArOCPOUHO JieueHHe 47,4% OT NALMEHTHTE He ¢a MOMyYaBaH TOHHYHO-KTOHHYHH NPHCTENY 33
noHe 6 meceua u 31,5% He ca nomyuaBanH TOHHYHO-KIIOHHYHH MPHUCTBIH 3a noxe | roguHa.

5.2 apMakOKHHETHYHH CBOHCTBA

JleBeTHpaueTaM UMa BUCOKA CTENEH HA Pa3TBOPUMOCT ¥ NpoHHKBaHe. DApMAKOKMHETHYHHAT MY
Mpod1 e THHEeEH ¢ HUCKA HHTpa-HHAHBHAYANHA H MHTEp-HHAMBUAYaNHA BapHabunHocr. Hama
NpoMAHA B KJIHPBHCA C/IE] MHOMOKPATHO NpHnoxkeHHe, HaMa nanHu 3a ChLUECTRBEHA BAPHAOWIHOCT NO
OTHOLIEHHE Ha MoNna, pacaTa v LUpKagHHA puTbM. GapMaKOKUHETHUHHAT NPoGHT € CPABHUM MpU
3apaBd JOOPOBOILIM M NALMEHTH C EMWIETICHS.

[Mopany maHaTa i NuHelHa aGcopbLs, IIa3MEHHTe HHBA MOTAT Aa GbAaT MPeABHACHH B
3aBHCHMOCT OT OpaJlHATa [103a JIEBeTHpaLeTam H3paseHH B mg/kg TenecHa Maca. ETo 3awo He ¢
HeoOXOAHMO cliefieHe Ha I1a3MEHHTE HHBA JIEBETHPALIETAM.

[Mpy BE3PaCcCTHH K A€LA € YCTAHOBEHA 3IHAYHMMA B3aHMOBPB3KA MEXIY CAIOHYEHATA K IUTa3MeHa
KOHLIEHTpalHA (CHOTHOLIEHAETO CAIOHKA/TUIa3Ma [0 OTHOLUEHHE Ha KOHLIEHTpalHATa BapHpa oT | fo
1,7 npu opanHara Tabnetra gopma 1 4 uaca cyien IpHeMa Ha MEPOPAIHHUA PasTBOp).

Bwapacmuu u wonowu
Abcopbuus
JlepeTHpareTaM ce abcopOupa 6Bp30 cliex nepopaliHo npunokenue. AbconmoTHara op
6xoHanuuHocT e Onnzka A0 100%. IMuxkoBu nuasMeny KoHueHTpaunH (Cmax) ce nocT
cien npueMa. CTallHOHAPHO ChCTOSHHE C€ IOCTHra C/IEM ARA AHHM MPH CXEMa Ha npHe
JHEBHO.
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[MukoBuTe kKoHUeHTpalHK (Cmax) ca obu4aiino 31 pg/ml u 43 pg/ml croTBETHO Cnea eaHOKpaTHa
no3a

1 000 mg ¥ MHOTOKPATHO, ABa ITbTH AHEBHO nMpunoskeHHe Ha | 000 mg,

CreneHTa Ha abcopOLHA He 3aBHCH OT A03aTa H He Ce BiKAe OT XpaHara.

Paznpenenenne
Hama naHH# 32 TEKAHHOTO PA3NpeNeAcHHE NPH XOpa.

Huro neperHpaiieTaM, HUTO HETOBHS MbPBHYEH METalOMMT Ce CBBbP3BAT B 3HAYHTENTHA CTENEH C
nna3meHuTe npoteutu (< 10%). OGema Ha pasnpeneneHue Ha NeBeTHpaLeTaM e NpubnusuTento 0,5
no 0,7 kg, xoero e 61n30 A0 06LKA BoAeH 00eM Ha OpraHu3Ma.

Buorpancdopmauns

JleseTHpaueram He ce MeTabONH3Hpa eKCTEHIUBHO MpH xopa. [NaBHuAT nbT Ha MeTabonu3em (24%
oT :

N03aTa) € eH3MMHA XHMAPO/IU3a Ha alleTaMHIHATa rpyna. B o6pasysaHeTo Ha MEpBHYHHA METaGOHT,
ucb L057, He yuacTeaT yepHoapoOHUTE uuToXpoM P450 usodopmu. Xunponusarta Ha aleTaMuAHATA
rpyna e yctaioseHa B rofisiM Opoi TbKaHH, BKIIOYHTEAHO KPBBHH KieTkd. MetabonuTsT ucb LO57 e
thapMakonOrHvHO HeaKTHBEH.

YcTaHOBEHH ca CBUIC H JBa BTOpOCTENIeHHH MeTabonuTa. EAHHHAT ce nonyyaea ot
xuapokcuakpaneto (1,6% ot ao3arta), a APYrHAT OT OTBapAHETO HA MHPOANMAOHOBHA NMpbeTeH (0,9%
or gozara). Jipyrute HeuaeHTHQHIHpaHH KOMIIOHEHTH ca caMo (,6% ot Ao2ara.

In vivo He e ycTaHOBEHa BBTpEILHA KOHBEPCHS Ha EHAHTHOMEpPHTE KaKTO Ha NEBeTHpaLeTaM, Taka i
Ha

HETOBHSA TIBPBHUEH METabonuT.

In vitro, nepeTUpaLeTaM ¥ HEFOBUMAT MHPBHUEH METaGONUT He HEXHOUPAT H30hOPMHTE Ha INIABHUA
uepHoapobeH koMIUieke y xopara - uutoxpoM P450 (CYP3A4, 2A6, 2C9, 2C19, 2D6, 2E1 n 1A2),
raiokopornn TpaHcdepaszata (UGTIAT 1 UGT1A6) v enokcHa XHAPOKCHIA3HATA aKTHBHOCT. B
JOMbJIHEHHE, JIeBETHpALIETaM He Bb3gelicTBa in vitro BbPXY [NIIOKYpOHUPaHETO Ha BalpoeBa
KHCENHHA.

B KyNTypH OT YOBEUIKH XeNaTOLUMTH IEBETHPALETaM 0Ka3Ba ciab Wil HUKaKbB eeKT BbPXY
CYP1A2, SULTIE] unu UGTIA1. Jlepetupaueram cnabo neayunpa CYP2B6 u CYP3 A4, In vitro
JNaHHUTE H in vivo JaHHUTE 3a B3aHMOAEHCTBHUA C NEPOPASTHHTE KOHTPALESMTHBH, JUTOKCHH H
BapdapuH nokazpar, ue in vivo He Ce OYaKBa 3HAYMMO HHIYLMPAHE Ha €H3UMH. 3aTOBa MaJKO
BEPOATHO € B3aHMO/ICHCTBHE Ha JIEBETHPALIETAM C IPYTH BELLECTRA.

EnvMuHupaHe
InasMeHWAT NONYKUBOT NPH BB3pacTHH € 7+1 yaca U He Bapupa B 3aBHCHMOCT OT J103aTa, IMHTH Ha

NpHiaraHe ¥ MHOrokpatHusa npueM. CpeaHuAT o6 TeneceH kinpbHe e 0,96 ml/min/kg.

[ MaBHHAT BT HA EKCKPELMA € Upe3 ypHuHara 3a cpeaHo 95% ot nosara (npubnusurendo 93% or
fpHeTaTa 103a ce OTHeNAT B pamkuTe Ha 48 yaca). OtnensHero ypes u3npaxHeHHaTa e camo 3a 0,3%
OT A03aTa.

KyMynaTHBHATA €KCKpELHs Ype3 YPHHATA HA NEeBeTHpaLleTaM W HETOBHSA MbpBHHeH MeTabonuT e
¢BOTBETHO 66% U 24% npez nepeuTe 48 yaca.

PeHanHHAT KIHPBHC Ha NeBeTHpaueTaM H uch L057 e cvotretHo 0,6 1 4,2 ml/min/kg 1 noka3sea, ye
JIEBETUpALETaM Ce OTAENA Ypes raoMepyiHa dinTpauMs ¢ nocneasama TyoynHa peabeopbuus, H ye
MbPBUYHHAT MeTabOoNMNT ChILO ce OTAENA Upe3 TyOy/NHa CEKpeLHs B AOITbIHEHHE Ha TTOMEpYAH
dunTparns.

OraenaHeTo Ha NeBeTHpaLieTaM KOpenupa ¢ KpeaTMHHHOBHSA KIHPBLHC.

Crapuecka PE3pacT

[TpH nauneHTH B CTApUECKa BBIPACT MONYKHUBOTHT € YBenuueH ¢ okono 40% (10 no 11

CBBP3aHO C HamanaBaHe Ha ObOpeyHaTa GYHKUMA TIPH Ta3K Nomynauua (BXx. Touka 4.2),
15
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Enbpeuno yepexgaHe
[TpHBHOHMAT TeNeceH KTMPBHC HA NEBETHPALIETaM M HEroBUs MbpBU4eH MeTaboNHT Kopennpa ¢

KpeaTHHMHOBHA KiHpbHC. ETO 33110 ce npenopbusa ajanTupaHe HA NOAIBPIKALLATA AHEBHA 1034 Ha
JleBerupanetam Ctana Ha 6a3aTa Ha KPEATHHHHOBHS KITHPBHC NPH NALWEHTH CBC CPEIHO [0 TEXKKO
610peuno yBpexaaHe (Bxk. Touka 4.2).

[Tpu mauneHTH B KpaeH cTaauii Ha 6bOpevHa HeAOCTATEYHOCT C aHYPHSA, NOTY>KHBOTBT €
npubauzuTento 25 1 3,1 yaca ChOTBETHO NMpPe3 HHTEPAHAIMIHHA H HHTPAIUATH3HUA MEPHOA.
Mo BpeMe Ha obuuaiiHaTa 4-pH HacoBa AWATH3HA MpOUEAYpa PpakuHOHHO ce oTaeaaT 51% ot
NEBETHPALIETaM.

YepHoapoOHO yBpexaaHe

IMpy naiueHTH ¢ JleKa A0 YMEpEHa CTeMNeH Ha 4epHoApoOHO yBpexKAaHe He ce HabnioaaBa 3HAYHTEIHA
NpoMAHa B KIMPbHCA Ha JiepeTHpaleTaM. [IpH NoBeUeTO NaLMEHTH C TEXKA CTEIEH HA YEPHOAPOOHO
yBpEXAaHe KIHPBHCHT HA NEBeTHPALIeTaM € HamaneH ¢ moseve oT 50% nopaau censTCTRaLlO
6nOpeyHo yBpexxnaHe (Bx. Touka 4.2).

ITeanaTpHyHa NOMYNALNAI

Heya (4 do 12 2o0unu)

Cnea npueMaHe Ha equHHYHA 1032 (20 mg/kg) ot neua (6-12 roouHM) ¢ eNHNEncHs, NOMYKHBOTHT Ha
neeerrpaueram e 6,0 uaca. [[pUBHAHUAT KOPUTHPAH KbM TEJIECHOTO TErNo KIHPBHC € NPHOAH3UTENHO
¢ 30% no-BHCOK OT TO3H HA BL3PACTHHU C ETIHIENCHA.

Cnen MHOrokpatHo nepopanto npuamkerue (20 o 60 mg/kg/nHeBHO) npu Aeua ¢ emunencus (4-12-
roavHu), nepeTHpatetam ce abcopbupa Gup3o. [TukorH nnasMeHy KoHUEHTpaUHH ce aocturar 0,5 1o
1 vac cnen npuema. HabnionaraHo € MTMHEHHO U MPONOPLMOHAIHO Ha JO34Ta NOBHIUABAHE 32
NUKOBHTE MIa3MeHH KOHLIEHTPALMH H IJIOLITa NoA KpHBaTa. [ToyKHBOTLT € okono 5 Haca.
[puBHOHHAT TeneceH knupbHE € 1,1 ml/min/kg.

Kepmauera v gena (ot 1 Mecél A0 4 FOAMHH)

Cnen npunoxeHueTo Ha eauHHYHa 2033 (20 mg/kg) Ha 100 mg/ml nepopaneH pastsop npu Aeua (oT 1
Mecell A0 4 TOIHHH) ¢ eMUENCHA, JleBeTHpaLieTam ce abcopbypa OBbp30, KaTO NUKOBH IMIa3MEHH
KOHLIEHTpaLUK ce JocTHraT | uac cnen npuema. PapMaKOKHHETHYHHTE PE3yTATH NOKA3BAT, He
NONTYKUBOTHT € NO-KPaThK (5,3 yaca), B CpaBHEHHE C TOBA MPH Bb3pacTHH (7,2 yaca), a IPHBHIHHAT
TefeceH KIHpPbHC € no-yckoped (1,5 ml/min/kg), B cpaBaeHHe ¢ To3M npH pE3pacTHH (0,96
ml/min/kg). ‘

B nomynauuoHuus hapMakoKWHETHYEH AHANIH3, NPOBeAeH NpHY NalWeHTH oT 1-MeceuHa 10 16-
roaMILHA BL3PACT, TENECHOTO TErAOG € 3HAYHMO CBBP3aHO C NPHBHOHHA TENECEH KIHPBHC (KIHPBLHCHT
ce MOBHLIABA ¢ NOBHLIABAHETO Ha TENECHOTO TErJIO) H TenecHHus obem Ha pasnpeaenenne. Beapactra
CBLIO BITHAE BBPXY ABaTa napaMetsbpa. To3u edekT ¢ H3pazeH npH No-CKOPO HOBOPOAEHHTE H
HaMajsBa Mpy yBe/lMYeHHe Ha Bb3PacTTa, KATO CTaBa HE3HAYHTEIEH OKOO 4-TOAMIIHA Bb3PACT.

B apara nonynauHoHHH (apMaKOKHHETHYHH aHanu3a ce Habmoaara okono 20% HapacteaHe Ha
NMPHBHAHUAT TEJECEH KIHPBHC Ha NIEBETHpaLleTaM, KOTaTo ce npunara CbBMECTHO C
€H3MM-HHAYLUHPALLKTEe AHTHENWIENTHYHH JIEKApCTBEHH MPOILYKTH. '

5.3 IlpenxkuHHYHH JaHHH 34 BelonacHocT

npe,ﬂKJ]HHH‘[HHTC JAAHHH, CBriaacHo oﬁmonpne‘rme H3CIeABaHHA Ha GCSOHQCHOC'ITa,
c])apmalconoms'ra, F€HOTOKCHYHOCTTA H KAPDUHHOICHHOCTTA, HE TIOKa3BaT HBB'preIleH PHCK MNpH
YOBCKA.

Hesxenauu nexapcTBeHH peaKLHH, KOHTO He ca HabIO aBaHU M0 BpeMe Ha KAMHHYHUTE

HO YCTAHOBEHH NpPH MIIBXOBE H B NMO-MaJlKa CTENEH NPH MHLUKH, TIPH HHBA Ha nipanara

Te3H NPH YOBeKa M ¢ Bb3MOXKHA BPb3Ka C KIHHHYHATa ynoTpe6a, ca yepHoapobHHTe

NoKa3Ballli ANANTHBHHA OTTOBOP, KaTO HapacTBaHe Ha TETNIOTO H LEHTpHiIoGynapHa

MacTHa HHQUNTpALMA H MOBHIIABAHE HA YEPHOAPOOHHTE €H3HMH B MJla3Mara.

He ca HabniofaBaHH HeXeNaHU ePEKTH BhPXY MBIKKATA H JKEHCKATa PEPTHIHOCT UITH
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peNpOLYKIHOHHATA CIOCOGHOCT NpH ITbXoBe 8 103K A0 1800 mg/kg/nen (x 6 MRHD Ha mg/m2 unu
Gas3aTa Ha eKcro3HLKATA) npH poautendTe 4 F1 nokonenue.

IMpoeenenu ca ae emGpHo-eTanHu pa3soiinn (EQP) npoyusatus npu nabxose ¢ 400, 1200 1

3600 mg/kg/nen. [pn 3600 mg/kg/aeH B camo eano ot 2 EQP npoy4eaHus e uMano cnabo HamaneHHe
B TETIOTO Ha 3apOHILIA, CBBP3aHO C rPaHH4HO NOBKLIEHHE HA MandopmaliHuTe. Jluncea edexr BBPXY
CMBPTHOCTTa Ha eMOpHOHHTE M JIMIICBA MTOBHLIEHHE Ha YecToTaTa HAa Mandopmauuvte HHHHP (Huso
Ha HeHaOmonaBaHH HexenaHH peaxuuu) e 3600 mg/kg/neH npx GpeMEHHH KEHCKM IUTbX0Be (X 12
MaKCHMaJIHAT2 MpenopbyaHa AHeBHa no2a npu xopa MITIX, Ha mg/m2 6a3a) u 1200 mg/kg/neH npu
3apOAMLIHTE.

TMpoBeaeHH ca YeTHpH eMOpHO-(eTanHy pasBoiiHH NPOyYBaHHA NPH 3aliLiH, NOKPHBALLH A03H oT 200,
400, 800, 1200 1 1800 mg/kg/nen. osza ot 1800 mg/kg/neH e npeauspukana sabenexnma
TOKCHYHOCT

npH Maiikata H HaMaJleHHE Ha TET10TO HA M10AA, CBBP3aHO ¢ MOBHILEH PHCK OT U101 CbC ChPACYHO-
cbaoBu/ckenerHu anoManun. HHHHP e <200 mg/kg/nen npu maiikara u 200 mg/kg/nen npu rioxa
(paBno Ha MITJIX Ha mg/m? 6asa).

[lepn- ¥ NOCTHATANHO pa3BoiHO MPoyuBaHe € MPOBEICHO NPH IIBXORE ¢ I03HM JieBeTHpaneTam ot 70,
350 u 1800 mg/kg/men. HHHHP e > 1800 mg/kg/nen 3a FO >xeHCKH H 3a NPEXHBAEMOCTTA, PACTEXA H
paseutHeTo Ha F1 noxonenue ao or6ueaneto um (x 6 MITIX Ha mg/m? Gasa).

HeoHaTanHHTE W IOBEHHIHH NPOYYBAHHS NPH XHUBOTHH (IUTEXOBE H Ky4eTa) He MOKAa3BaT HEXKENaHH
eeKTH NO OTHOLIEHHE Ha CTAHJAPTHOTO Pa3BMTHE WM Ch3psBaHe npH ao3u 1o 1800 mg/kg/nHesHo
(x 6 — x 17 MITIX Ha mg/m? 6a3a).

6. PAPMALEBTHYHH JAHHH

6.1 CnHCHLK HA MOMOIUIHATE BEIIECTBA

SAnpo Ha TabneTKaTa: LENyNo3a MHKPOKPHCTAITHA, KOTTOBHAOH, CHTHLMEB AHOKCHA KONOHACH
6e3Bo/ieH,MarHe3HeB cTeapar

$unmMoBo nokpHTHE:

Jesemupayemam Cmada 500 mg unmupanu mabremxu
Onaapaii I1 EB1T, CHOABXALL: MONTHBHHUIOBR ankoxof, THTaHoB auokcua (E 171), makporon 3 350,
TAJK, Xene3eH okeHa wuaT (E172)

Jesemupayemam Cmaoa 1000 mg gpurmuparu mabnemxu
Onapnpaii 11 6aa, cbabpKaLl; MOTHBUHAAOB akoxon, THTaHoB auokcHy (E 171), makporoa 3 350,
TATK.

6.2 HecrBMeCcTHMOCTH
He e npunoxumo

6.3 Cpok Ha rogHoct
5 roaHHH

6.4 CriellHAJIHH YC/IOBHA HA CLXPaHenHe
To3u eKkapcTBEH NPOAYKT HE M3UCKBA 0CODEHH YCIOBHA 3a ChXpaHeH e,

6.5 J/lannAu 32 onaKoOBKATA

Bnuctepuun onakoeku ([IBX/AnyMuHuKR).
bnucTepHuTe onakoeku JleseTupaueram Ctaga 500 mg ¢punMupany TabieTky cbabp
50, 60, 100, 120, 150, 180 unu 200 TabneTxy.
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BavicrepHure onakosku Jlesetpaueram Craga 1000 mg ¢punmupanu Tabnetku ceaspxar 10, 20, 30,
50, 60, 100, 150, 180 uau 200 Tabnerks.

He Bcnuky BHaoBe onakoBky MoraT aa 6baar mycHaTH B npojaxba.

6.6 Cnennajny Npena3nA MEPKH OPH A3XBLPIAHE
Heuznon3sanusaT nexapcTeeH MPOIYKT WY OTNAIBYHHTE MATEPHaAIH OT HEro TpAdBa 1a ce H3XBBPAAT
B CHOTBETCTBHE ¢ MECTHHTE H3HCKBAHHA.

7. IIPHTEXATEJI HA PASPEIIIEHNETO 3A YIIOTPEBA
Stada Arzneimittel AG '

Stadastrasse 2-18

61118 Bad Vilbel

lepmanns

8. HOMEP(A) HA PABPEIHIEHUETO 3A YIIOTPEBA
Peructpaunonen Homep:

Jlesernpaueram Crana 500 mg: 20110736

Jleperupauetam Crana 1000 mg: 20110738

9. JATA HA ITHPBO PASPEINABAHE/TIOTHOBABAHE HA PASPEHIEHHETO 3A
YIIOTPEBA ’

Jara Ha nbpso paspewasane: 13.12.2011
Jara Ha nocnegHo nopHoeaeaxe: 05.01.2016

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA
11/2025
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