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Beska dunvupana Tabnerka cbIbpika 250 mg neserrpaneram (levetiracetam).
3a noMoIIHKTe BemlecTBa BIUK TOUKa 6.1.

Keppra 250 mg dumvepars TabiaeTka

2. KAYECTBEHH KO/MYECTBEH CHCTAB

3. JEKAPCTBEBA ®OPMA

Dumrpany TabICTKH
Crini, IPONEBINOBATH, C ENHTENHa YepTa U peneden kox “uch” u “250” pEpxXy emHaTa CTpaHa.

4.  KIWMHHAYHHA TAHHA
4.1 TepaneBTHEYHH HOKa3aHHs

Keppra € MoKa3aHa 3a MOHOTCPAIIHSE [IPH JISYCHHAC Ha MTAPIYHanuy NPHCTEIM ¢ HilH Ge3 BTOPHYHA
FeHepanH3alis ITPH TallHCHTH Hax 16 ropuInHa BB3PacT ¢ HOBOAHATHOCTHIIHPAHA CIIMICHCHA.

Keppra e mokasana 3a JOIBABAINO JIEUSHHE Ha:
&  ApIEANHY OPUCTHITH ¢ WK 6e3 BTOpPHYHA reHepalli3aliiid Py BE3PacTHH U ena Hag 4
FOJHUINHA BE3PACT C SIHIIEIICHS.
e  MUOKIOHHYHH NPHCTHITH NpH BE3PACTHH M FOHOIIM Haj 12 roauiza BE3pacT ¢ IOBCHWIHA
MHOKIIOHHYHA €IENCIICHS,

4.2 Xo3upoBKAa H HAYHH HA [IPHJIOKEHHE

(DHJ'IMHpaHI/ITe TabHeTKUTE ¢ OpHeMar Ipe3 yoTaTa ¢ JOCTaThUHO KORHYeCTBO TEYHOCTH, KAaTO NPHEMa MM
MOXKE Oa cTaga ¢ HIIM Ge3 Xpa#a. )IHSBHaTa F03a ce HasHadYapa KaTo ZBE OTHEIHW PasHH JO3H.

. MoHoTepanuis
Br3pacTHE B 10HOWIM Haf 16 rofuINNa BE3pacT

IpenoppynTenHO € HaYalHaTa Xo3a Aa e 250 mg ABa ITTH JHEBHO, KOATO CNIE ABE CEHMHIMH /ia C& MOBHIIH
F0 500 mg xea eTH gHerHO, Cllefl TORBa A03aTa MOXKE fa ce HOBHIABa ¢ no 250 mg ABa METH JHEBHO Ha
BCEKH JBE CSHMHI B 3aBHCHMOCT OT KAHMHWYHIA OTFOBOp. MakcumanHara fosa € 1500 mg ABa neTH

HAHEBHO.

. Hormeseallio JeyeHHe
Beapactan (= 18 rogunu) ¥ oHomM (12-17 romum) ¢ terno 50 kg win nosese

Hayanuara repanestiusa Kosa ¢ 500 mg nea neTH aueBHo. Tasy A032 Moxe Oa Oble 3an04HaTa OT NLEPBHA

JieH Ha JISUSHHETO.
B 33BHCHMOCT OT ISTHHHYHEA OTTOBOD H NOHOCHMOCT JAHEBHATA 033 MOXE K2 ce ysenHuu o 1500 mg nea

eTH AHeBHO. [IpoMaHA B J03aTa, CBEp3aHa ¢ YBeNHYaBaHe WK HaMaJLIBaHe, MOXE A2 Ce H3BbPIIBA Ha
Beexu 2 0o 4 cepmunu ¢ 500 mg a8a IeTH NHEEBHO.

IManymenTH B HanpensEana Be3pAcT ( 635 ropuHyE ¥ NO-BL3PACTHH }

Ipenoprusa ce NpOMAHA Ha A03aTa NPH NALMEHTH B HaTIpEAHANA B}
(B no-nony “Hanuents ¢ 650pedno yBpeskmaHe™).




Heuia Ha prapact ot 4 mo 11 romwim u roromm (12-17 roxueu) ¢ TEro 1o 50 ke

Havanrarta Tepanesrnyna 1o3a e 10 mg/kg nea et AHEBHO.
B 3aBHCUMOCT O KIUHWYHUS OTTOBOP M HOHOCHMOCT, A03aTa Moxce Aa OBxe yreauyeHa go 30 mg/kg xpa
IYETH AHEBHO. [IOBHNIABAHETO WK [IOHIKaBaHeTO Ha gosata ¢ 10 mg/kg ABa MBTH JHEBHO MOXE Jia €&

NipaBy Ha BCGKH ABe ceAMHLIH. HeoOxomiMo ¢ fia ce mamon3ea Hali-HuCKaTa eekTHBHA 103a.
Hosata npy nenia ¢ Terno S0 kg wiH nopede € ChINATA KAKTO IpH BB3PaCTHH.

Jlexapsar TpaOBa fia npenopria Hali-IOAXONAINATA AEKapCTBEHa (bopMa B 3aBHCHMOCT OT TeITIOTO H J03aTa.

IlpenopbunTeNEa FO3UPOBKa [IPH AN M IOHOINH

Termo Hauanua foza MaxkcrManHa A038
10 mg/kg nBa METH AHEBHO 30 mg/kg npa I5TH JHEBHO
15 kg ¥ 150 mg mea ryeTH THERHQ 450 mg Apa OBTH JAHEBHO
20 ke ¥ 200 mg JIRa MBTH JHEBHO 600 mg 1Ba OIHTH JEEBHO
25 kg 250 mg f8a OETH JHEBHO 750 mg rBa IHTH JHEBHO
Hag 50kg ¥ 500 mg ABa TETH JHEBHO 1500 mg 1Ba I'ETH JHEBHO
M Tipu pena ¢ Temecro terno 20 kg i ro-Manko ce Npenophdsa JedeHReTo Ja 3anogHe ¢ Keppra 100
mg/mnl nepopanes pasrsop

@ Jlo3aTa opu Aena ¥ rOHOWHM Hax 50 kg TemecHO Terno € KaTo Ta3H [IPH BL3pacTHH

HOBOEOQGHH H [EIIa MO 4 TOAWINTHA BE3DACT

Keppra ue tpsabpea 1a ce npunara Ha Jella o 4 roj(iiIHa Bh3PacT, Thit KaTo aHHUTE 3a 6e30MacHoCT H
e(QIKACHOCT Ca HEOCTATHLYEM (BHK T. 5.2).

IanuerTn ¢ 686peyro yRpexnane

IueBnara fozaTa TPSOBa Aa ce HHAMBHAYANH3HPAa B 3aBHCHMOCT 0T OB0OpeunaTa QyHKIEA.

Ipy BE3pacTHY NANMEHTH W3MOI3BalTe NPHNOKEHATA HO-AONY TabJila 33 KOPEKITHS Ha Ko3ara. 3a
npriarage Ha Tasu tabiuna e HeoOX0A¥MMO XA ce 3HA€ KPEATHHHHOBHSA KIMPBHHC HA NALMEHTa, H3paseH B
ml/min (CLer). CLer B ml/min Moxe nia ce onpenens ot cepyMuus kpeatraus (mg/dl) ¢ nomomra Ha

cientHaTa opMyna;

[140 — pp3pactra (romuem)] x rerioto (kg)
Cler=
72 x cepymew xpeatunuH (mg/dl)

(x 0,85 npu xem)

TIpoMsHa Ha 103aTa [IpH BE3PACTHH ¢ Hapymena 0b0peyna dyHkima

T'pyna KpeaTuHiHOB IIIHPEHC Jo3a 1 yecToTa Ha

(ml/mim) [IpHnarase
Hopumasiza >80 500 no 1500 mg ABa IBTH SHEBHO
Jexa 50-79 500 no 1000 mg npa IETH AHEBHO
Ymepena 30-49 250 po 750 mg nBa IETH FHEBHO
Texka <30 250 xo 500 mg Apa TETH FHEBHO

TlammeHTH B Kpaes cramui - 500 no 1000 mg epHEx AHERHO(Z)

Ha 650peuHo HapyIIeHHe
Yanuernts Ha ppamsa (1)

(1) Ilpes nepBUA JeH Ha AEYSHHETO ce NPenopsYRa Ao3a oT 750 mg iepeTHpaneTaM




[Ipu nena c 6-6petHN yBpeskXanHs, Tpsa6Ba a ce KOpPHTHpa Bb3 OCHOBa Ha 6p0peunara QyHKUKI, TBH karo
KIHpBHCa € cBhp3al ¢ Os0OpeunaTa dynknns. [penopskara ce 0CHOBaBa Ha NpOy4YBaHe HPH BE3PACTHM ¢
6EOpevnH yBpes/IaHus.

TlanmenTu ¢ sepronpobuo yBpexaare

Ipn nanwpenTH ¢ Jexa A0 YMEpEHa CTereH Ha uepHoapoOHO YBpeKAaHe He Ce Haliara KOPexn s Ha J03aTa.
Hpwu naupeATs ¢ TEXKO 9epHOAPOOHO yBpeKKane CTOHHOCTHTE Ha KpeaTHHHHOBHA KAHPBHHC MOTaT [ia He
RajiaT peanHa npefcTasa 3a 6s0peunara HepocTaThuHOCT. Ilo Tasu MpHUYKHHEA IPH KPeaTHHHHOB KNTHPBHC <
70 ml/min ce npenopruBa 50% HamMalneHue Ha AHERHATA NOAABPMAINA J03a,

4.3 TIporABONOKA3AHEA

CBp’LX‘inCTBHTEJIHOCT KBM JICBETHpACTAM HIIH XbM OPYIH ITHPOIHIOHCEH IPOU3BOAHH, KaKTO # KbM
HAKOC OT NOMOITHHTEC BCIICCTRA.

4.4 Coemuaned NpexynpexIeHus H HpeINAsHH MeDKH HPH YHOTpe®a

Criopex chBpeMeHHaTa KAMHWYHA NPaKTHKA, aKO Ce Hajlara clipase Ha JleueHHeTo ¢ Keppra, To ToBa
TpsAOBa /12 CTARA MOCTEICHHO (HAMpHMep NpH BE3PACTHU: Ao3aTa ce Hamangea ¢ no 500 mg, ABa IETH
JIHEBHO, Beekut 2 5O 4 CeIMHNH; PU Aelia — HaMallaBaHe Ha A03aTa ¢ He-noeede ot 10 mg/kg npa neTH

JAHCBHO, BCCKH ABS CQE{MHI.[H).

B IIPOYYBAHE OTPa3ABRINO KHMHWYHATA [IPAKTHKE, CBLIIBTCTRANATA AHTHCITHACIITHYHA TCPAkd MOXKE A4 CC
TIPEKBCHE NpH OrpaHHiCH 6p0ﬁ HALMEHTH, KOHTO ca ce MOBIHSINE OT JICBCTHpALCTaM JOITBABALIA TCPANHg

(36 rE3pacTHH narMeHTa OT 69)

HanpgamTe fadHu pH felia He NTOKa3BaT NOBIMSBaHe Ha pacTe:ka ¥ myDeprera. Boripeku Tora He ca
W3BECTHH NBArOTpaiHUTE eEeKTH BEPXY 3ay4aBAHeTO, HHTeIEKTA, PACTEKE, EHNOKPUHHHETE (YHKIH,
nyGeprera ¥ BE3IPOH3BOACTBCHNA HOTCHIMAT.

Hapactgane yecroraTa Ha IPECTHIKTE C noBede oT 25 %, e foxnansaso 1pu 14% ot BE3DACTHHTE ¥ ASHIATa
C IaPIHATHY NPHCTEIH, ASKyBaHu ¢ JIeBETHPALeTaM, ZOKATO TIPH IPylaTa Ha mianefo TO3H HpOLEHT €
26% 1 21%, CHOTBETHO MPH BE3DACTHH U NEUATPHYHY TalHenTH.

Ilpunaranero na Keppra npu narpenT# ¢ 650pevHO yBpexaaHe H3HCKBa NpoMsAHa Ha Ao3aTa. Ilpu
[IAIMEHTH ¢ TeXKO HapyIUeHHe Ha yepHoapobHaTa dyHKis ¢ HeobxoauMa onenka Ha Onbpeunara
thyHKII NpeH ONpeAeitae Ha fo3ata ( Bk T. 4.2).

4.5 BszaumopeiicTBHE ¢ APYFA JeKAPCTEERH NPOAYKTH H APYrH dopMH Ha B3auMOAeHCTRHE

JauHuTe OT KINHM4HM NPOYYBAHMS [IPH Bb3PacTHH, NPefy IyckaHe B ripofaxba moxassar, 4 Keppra e
OKa3Ba BAHAHHE BBPXY CCPYMHUTE KOHLIGHTDALMH Ha CHIISCTBYBAIIHTE aHTHOITAISIITHYHE JIEKapCTESHH
cpencTea ((eunToMH, KapGaMasemHH, BaINpoeea KkucenwmHa, (eHoGapOuTan, NaMOTPHAHH, rabareHTHH,
OpHMHZOH), KAKTO U 4e Te3d AHTHEMWISITHHHH JISKApCTBa HE BIHAAT BHPXY (apMaKkOKHHETHKATA HA

Keppra.

He cHmecTBYBaT KATErOPHYHH JAHHM 32 KIHHWYHO 3H2WHMM JISKADCTBEHH B3aMMOMEHCTBHS KAaKTO IIPH
BB3PacTHM, Taka H IPH DeAHATPHYHH [IAIHeHTH, npremainy 1o 60 mg/kg/AHeBHO NepeTHpanETaM.

PerpocnexTHBHATA OUEHKA Ha (PapMaKOKHHETHUHHTE B3aUMOXEHCTBIE ITPH Jiella H IOHOINY ¢ ermnerncus (4
Jo 17 ropunw), NOTRBPXKAABA, ¥e JONEBIBALIOTO JISYSHHE ¢ jCBETHPaNETaM IBA PABHOBECHHTE
COPYMHH KOHUEHTPAIlME Ha GOHOBPEMEHHO NpHIaraHure KapOamasemuH
HAHHUTE MPEXIONarar, 9¢ SH3UM-HHAYIMpalluTe AHTHEIIICITHYHN JIEKap
KAMpEBHCA Ha NepeTHpaneTaM ¢ 22%. He nanara npomsaHa #a 103aTa.




Veranoseno e, e npoSexewun (500 mg veTHpy TBTH FHEBHO), 6noKep Ha GhOpeunaTa TyOyNHA Cexpemys,
HEXHOHPA peHANHWA XHUDPLHC HAa NBEPBHYHMA MeTA0ONMT, HO HEe H Ha JieBeTHpaueraMm. Belipexu Tosa
KOHIIGHTpanuaTa Ha To3H Merabomar ocraa Hucka. Owakea ce, We ApYrd HEKapcTBa, OTAGHAHM upe3
axTHBHZ TyOyWiHa CeKpemMs MOraT CBIIC Jad HaMalaT DEHANHHA KIHpBHC Ha Merabonura. Edexra Ha
neBeTHpaneTaM BBRPXY HPOOCHELHK HE ¢ NpPOy4YeH, KaKTO He € YCTAHOBEH M e(eKTa My BLpXy APYTH
SKTHBHO CeKpPEeTHpaHH JIeKapcTea, kate HCIIBJI, cymdoraMBERH H METOTpeKcaT.

Jleretnpaneram 1000 mg fAHEBHO He Biuse BHPXY (apMakOKHHETHKATA Ha OPANHHTE KOHTPALENTHBH
(eTHHINECTpaAHON K JCBOHOPIECTPEIL); SHAOKPHHHMTE NApaMeTPH (JyTeHHH3HPALL XOPMOH M NPOTECTEPOH)
He ce npomenat. Jlesetupateram 2000 mg AHeBHO He BIHAe BEPXY (hapMaKOKMHETHKATA HA JHTOKCHH H
BapdapHy; NpOTPOMOKMHOBOTO BpeMe He ce IpoMeHs. ENHOBpEMEHHOTO HpHeMaHe C JWIOKCHH, OPaTHH
KOHTpaLSIFTHBH M BapdapHH He OKa3Ba BIHAHHE BEPXY (papMaKOKHHETHKATA Ha JIEBETHPALESTAM.

Hama papen 3a BIMsIHNE HA AHTHALEAHUTE CPEACTEA BBHPXY a0COPOLUITA Ha TCBETHPALIETAM.

CrenenTa na abcopbums Ha JieBeTHpaileTaM He ce BIHSE OT XpaHara, HO CKOpOCTTA Ha abcopbinis e cnabo

HOHEDKCHA.
Hsama pammn 3a B3aMOneHCTEHE Ha JICBCTHRALCTAM C AIKOXOJ.

4.6 BpeMmMeHHOCF ¥ KbpMeHe

Hama nocTaThuHO AaHHH 3a ynotpedara Ha Keppra npu 6peMennu sery. IIpoyuBaHisTa Py KHBOTHH
I[IOKA3BAT PENPORYKTHBHA TOKCHUIHOCT (BIXK T. 5.3). [loTeHUHAaNHUAT PHCK IPH XOpa He & H3BECTEH.
Keppra He TpaOra fa ce npmiara Ha OpeMEHHH JKeHU OCBEH B CIIy4awTe Ha aGCooTHE HEOGXOAUMOCT.
IpexecraneTo Ha AHTHEMIIENTHYHOTO HeYeHHe MOKe Ja JOBEZe IO BIomaBane Ha 3a00JisBaHeTo, KakTo H

Ja IpUYHEHN yBpexkAaHe Ha MalikaTa H INIOfA.
JlereTnpaneram ce OTHEAT B KEPMAT4, 33TOBA HE CE IPENOPEYRA KEPMEHe I1pH YrioTpebaTa My.
4.7 Edexra BpXy cnocofHOCTT2 32 modupane B paboTa ¢ MAMHHY

Hsama npoyupanns 3a eeKTHTe BEPXY criocobrocTTa 3a modupare u pabora ¢ mamumy. Hopany Be3MokEa
PasnyHa HEABRHAYanHa TyBCTBHTENHOCT IIPH HAKOH NallHCHTH, B HAYAIIOTO HA JIeYeHHeTO WIH IpH
TOCHeABAIIO YBeIMYaBaHEe Ha flo3aTa, MOXe [a O [TOSBH CHLHIHBOCT WM ApYTH CHMITOMM OT CTPaHA Ha
LeHTpaIHATa HepBHa cucTeMa. ETo 3amo e HeoOXOMHMOo BHUMAHNE IIPH NAIHEHTH, H3RBPHIBATH
OIpeneIeHH 3a5a4H, kaTo modupade win pabota ¢ Mamuny. IlanpenTare Tpa6ea fa OGBRAT NpeAYIPEKEHN
Ja He W3F0N3RAT KAKRATO H /2 & TeXHYKa MK MAIUHHE HOKATO He YCTAHOBAT, Y& BE3MOMKHOCTTA HM 34 TOBA

HE C€ € IIOBIHIHA,

4.8 Hexenasn JeKapCTEEHH PeaknHE

O06o6nrennTe xanHu 3a 6€201aCHOCT OT KAMHHYEK [IPOYy9IBaHUS IOKa3BaT, de IIpH 46,4% OT IalleHTHTS
npuemantd Keppra u 42,2% or mianeGo rpynara ca ce POABIIN HEKEJIAHH JISKapPCTBEHH PeaKIliH, KATo
HpOLEHTA Ha CEPHOSHUTE HEXNIAHH JISKapCTBCHH Peakiil e chorBerHo 2,4% 1 2,0%. Hait-wecto
CLOOIIaBaHKTS HEKeNIaHH IEKapCTBERH PeakIliH ca CHHIHBOCT, 2CTEHHA ¥ 3amasHocr. OGo0IerHTe
aHaNK3H OTHOCHO Oe30HacHOCTTA HE NIOKA3BAT SCHA JO30BA 3aBHCHMOCT, HO MOABATA H TEXECTTa Ha
HEXCNaHH JICKapCTBEHH PeaKliH OT CTpaHa Ha EHTPAIHATA HEPBHA CHCTEMa HAaMAamABaT ¢ BPEMETO,

1lpu monoTeparmis B 49,8 % ot cimyyanre ce HabNroaBa NOHE 6IHa HEXKEIaHa IeKapCTBeHa peakiis. Haii-
49ECTO cho0INaBaHKTe HesxellaHy JISKAPCTREHH Peakiiy ¢a yMOpa H CBHIHBOCT.




HEPBHOCT, EMOIMOHANHA IAOKITHOCT, TPEBOKHOCT, AHOPEKCHS, aCTeHHs K riasoGomue. JlaHHNTe 33
De3onacHOCT HpHM NeauaTpHIHY NalHeHTH ca Nofo0Hy Ha Te3k IPH BE3PACTHH, ¢ HAKIFOUEHHEe Ha
MOBEJICHYECKHTE ¥ TICHXWYHY CTPAaHHYHY Peaki(iy, KORTO Ca O-PEe/(KA OpH ACIA CPABHEHUE C BL3PACTHH
(38,6% cmpamo 18,6%) Ilpoduna na HezonacHOCT Ha ACBETHPALETAM IIPH JAenaTa e noyober Ha TO3H IpH
BE3pACTHHTE.

IporepeHuTe NpOyyBaH#s NIPH BE3PacTHH | roHOIW {01 12 A0 65 rojunu) ¢ MEOKIIORHYHH IPHCTHIH,
[IOKAa3B4T, Y& 33,3% or nanmenTHTe npueMarnt Keppra # czoteetHo 30,0% OT nam@EeHTHTe BpHeManty
naniebo ca HMaNTH HexXelaHy IeKapeTReHH peaKIA CRBP3aHH ¢ JieueHreTo. Hali-uecTo [OKIagpaHuTe
HEXEJIaHH IEKapCTREHM peakiliy ca IIaBofoNHe H COMHOIEHTHOCT. YecToTara Ha NOABATA HA HEKCIIAHUTE
JIEKAPCTBEHM PEaKIWH NPH MAHeHTH ¢ MHOKIIOHHYHH [IPHCTHIR € [HO-HHUCKa OTKONKOTO € IPH Bh3PACTHH
NALYEHTH ¢ napiyaniy npucTeimd (33,3% cnpsmo 46,4%).

TIpossBeHHTE HeXEHAHY IEKapCTBeHH peakiiy Ipy KNAHWIHH H3IHTBAHK ([IPH BB3PACTHY | JIeNa) HITH OT
MOCT-MapKeTHHIOR OItUT ca H3bpoenH 1o System Organ Class u no gecrora. IpH xasrIRuTe IPOYIBaHHA
YecTOTa € AeUANpaHa KaKkTo cilefea: Muoro wecrs (>1/10), wecr (>1/100, <1/10), neyecrun (>1/1000,
<1/100), peaxn (>1/10000, <1/1000), meOro penxu (<1/10000), BrmouBany OTAEIHN CEODINEHHA.
JlauuyTe OT NOCT-MapKETHHIOBHA OIIMT C& HEAOCTATHYHY, 32 Aa MOJKPeIaT OIIeHKATa 3a YeCTOTa AM B

TPETHpPaHATa NOMyIan#s.

- O6my HapyineHus
MHOTO 9ECTH: aCTEHHA, YMOpa

- H&IJYHIEHHH Ha HEpBHAa CHCTEMa:

MHOTQ HECTH: COMHOJIEHTHOCT
HECTH: aMHE3H, ATAKCHA, KOHBYJICHH, 3aMasHOCT, [VIaB000He, XHIICPKHUHE3HAS, TPEMOP, HAPYLICHH B

PaBHOBECHETO, HAPYIIEHIE HA BHHMAHHETO, l'IpOGJICMH C nHaMerTa

- TIcHxXyIHA HapyIIeHus:

9EeCTH: TPEBOXKEOCT, JNENpPecHs, eMOITMoHaNa HecTaCHITHOCT, Bpane0HOCT, arpecBHoCT, Ge3chHMe,
HEPBHOCT, Pa3ApasHUTCAHOCT, JHYHOCTHE HapYIICHUS, aHOPMATHO MHCIHSHE

TOCT-MapKeTHHIOB OIHT: HeoDmuaiHO MOBSRCHHE, THB, DE3MOKoMicTBO, 00BPKBAte, XANFOIGIHALH,

IICHXOTHYHO HapyLUeHHe, caMoyOuiicTBO, oMY 3a camoybRifcTRO, Hes 2a camoyOHifcTBO.

- CTOMAIIHO-YPEBHH HAPYIICHUA
qecTH: 6ONKH B KopeMa, JHapys, AHCIIEIICHA, rajieHe, HORPhIaLe

- Hapymenns Ha MeTabOM3Ma U XpaHeHeTo
YeCTH: AHOPEKCHS, IOBHIIABaHE HA TerioTo.
PrcxeT OoT aHOpeKeHs e no-BUCOK, KOTaToO € IpWIarayl ¥ TONMHPaMarT ¢ JIEBCTHpaleTaM

- Hapymesus Ha YXOTO 1 JiabUpHHTa
YECTH: BEPTHIO

- Hapymenus na owmire
SECTH: AHIVIONK, 3aMBIIICHO 3PEHHE

- Hapymel-ms{ Ha MYyCKYIIHO-CKEJIETHATA CHCTEME H CREIHHNTENHATA ThKaH
YECTH. MHAIIHA

- Hapayspanus, oTpapaHMA H YCIOKHEHHS, BEBHUKHAIIE B DE3YNTAT HA HHTEPBEHLMH
9eCTH: ClIydaiiHO HapaHABaHe

- Hudexuun 1 nadectanyn
JEeCTH: HHQEKINH, Haz0QapUHTHTH



- PeciipatopaH, TPBAHM H MEAHACTHHAIIHH HapyLHEHHAS
YECTH: YCIIeHa Kaulnua

- Hapyiitenuis Ha KOXaTa ¥ NONKOXKHATa ThKAH

9eCTH : o0pHB, eK3eMa, IPYPHT

HOCT-MAPKETHHTOB OITHT: aJIOTIENH, B IOBEYeTo CIydaH ce HabmofaBa BE3CTAHOBEBAHE CHe/l CIHMpaHe Ha
JIeYEHHETO

- Hapymenns Ha KpRBOHOCHATA 1 TUM(HA CHCTEMH

9ECTH: TPOMOOLIMTONEHAS

[IOCT-MAPKETHHIOB OIHT: JIEBKOIICHS, HEYTPOICHI, AHIWTONCHHS
4.9 Tpenosmpane

CumirroMu

COMHONEHTHOCT, TPEBOKHOCT, arpecHd, OTHCHATO HHBO Ha CH3HAHHMETO, IOTHCKAaHe Ha JHIIAHETO H KoMa
ca Oumi HabMEORABAHM TIPH Npefo3HpaHe Ha Keppra.

Menku IpH HpeJo3Hpane

Cren octpo npeosHpaHe € HOOXOMMMO H3NpasBale Ha CTOMaxa 4pes CTOMallHa IIPOMHBKA HIH
IpeAu3BHKBaHe Ha oppemane. Hama cnerpidiraen aHTHOOT Ha jleBeTHpaueTanm. JiegeHyero npu
APEO3HPaHe & CAMITTOMATHYHO K MOXE Jia BKIIOUBa XeMoguany3a. EQexra Ha OTAensdHe Opy JHAH3a e
60% 3a nepeTHpaneTam U 74% 3a I5PBHYHMA METa0QIIHT.

5.  ®APMAKOJOIAYHH CBOUCTBA

5.1 @apmakopnHAMHYHM CBOHCTBAa

PapmakorepanesTHIHA Fpyna: ARTHeRenTEgHO JekapeTeo, ATC kom: NO3AX14.

AKTHMBHOTO BEINECTBO JIEBETHPAIIETAM & MHPOIHAOHOBO NIPOH3BOAHO (S-eHanTHOMep Ha -ethyl-2-0xa-1-

pyrrolidine acetamide), XiMHICCKH HAMAWO BPE3Ka CBC ChIICCTBYBAIHTE AHTHEIHUICIITHYHY CPEJICTRA.

MexannaemM Ha nelicTere

MexanusmMeT Ha AeiicTBHe Ha JIEBETHPALETaM BCE OIUE HE € HAIBJIHO H3ACHEH, HO TOH ABHO Ce OTAMYaBa
OT MEXaHH3MHTE HA NElCTRAE Ha OCTAHAIIATE CHRPEMEHHH aHTHEITHNENTHYHH JeKApCTBeHH MPOAYKTH. In
vitro u in vivo ONMTHTE NIOKa3BaT, 4& JEBETHPALETaM HE IPOMEHS OCHOBHMTE XapaKTepHCTHKY Ha
KJI€TKATa, KAKTO H HOPMamHaTa HeBPOTPaHCMHCHI.

In vitro npoyuBanHs OKA3BAT, Ue JICBeTHpaleTaM BE3IeHCTBA BEDXY HHTpaHeBPOHHUTe Hipa Ha Ca”™ upes
9acTHIRO HaXubvpade Ha N-Tun Ca™ kanageTa, KaKTo U 4pe3 peyHHpaHe 0cBo00KIABaRETO Ha Ca* ot
HHTP2HEBPOHHMTE Aena. B moirbiHenHe, Tol 4aCTHYHO IpeyCIaHoBARa orpandeHusaTa B GABA- 1
PUIHIHH- 3aBHCHMITE KAHATYETa, HEAYIHMpPatH OT HMHK i B-kapOomims. Hemo moBede, B HH BHTPO
HpOYYBAHHKA, JIEBETHpALEeTay NeMOHCTPHpA CBBP3BaHe KbM CIICLI(HUHN MECTa B MO3BYHATA THKAH Ha
rpH3ayH. TOBa MACTO Ha CBLP3BaHe © HAMUPANIES CE B CHHANTHYHHTE BESHKYJIN NPOTerH 2A, 33 KOWTO ce
CM:Ta, 4e y4acTRa B Be3HKynHaTa Gy3Us B HEBpOTPAHCMHTEPHATA eK30IMTo3a. JIeBeTHpalieTaM B HErOBHTE
aHATO3H NOKA3BaT H3gBeH aQUHUTET KbM CBHP3BaHE ¢ HaMHpallud e B CHHAUTHYHHTE BE3UKYJIH IIPOTEHH
2A, KOETO 0T CBOS CTpaHa € BEB BPB3Ka ¢ TAXHOTO AEHCTBHE CPEIy NPUCTEITMTE B Ay NHOTEHHH MOACHH Ha
enuIencHs npy MUNIKH. Te3n peaynTaTy NpeAnonarar, ¢ B3auMONeHCTBHETO MOXKAY JISBeTUpalleTaM |
HaMUpAIHE ¢e B CHHAIITHYHATE Be3UKYJIX NpOTeHH 2ZA IOJIIOMAra aHTHEeIHACITHYLA

ZeHCTBHE Ha JIEKAPCTREHHA [IPORYKT.

a2+

DapmakoaHHAMIYHE eOEKTH



JlepeTHpaneTaM NpeAia3sa OF NapLEaTHE M IEPBHYHO TeHEpaIH3Hpanyi PHNANBIH IIPH INHPOK KPET
JKHMBOTHHCKH Mojeny Oe3 Ja MMa npo-KOHBYJICHBeH edekT. [IrpBHuHIs MeTaboauT ¢ HeakTreeH. IIpH xopa
aKTHBHOCTTA IO OTHOIICHYE KaKTo Ha NApIHaiHHTe TaKa H HA MeHEPATH3HPAHNTS SNIUISNTHIHH CHCTOSHUA
(emanerrrudopMero ocBoboKnaBase /(QOTOAPOKCH3MAIIEH OTTOBOP) NOTBBPKAABAE IIHPOKHS
OpeAKIIHEHYEH (apMaKoIOTHIeH cleKTEP.

52 @apmakoKEHETHIHH CBOMCTBA

JleperrparieTam HMa BHCOKA CTENICH Ha PasTBOPHMOCT H pastipenenenue. DapMakOKHHSTHIHHST My IPOGQII
€ /HeeH ¢ HHCKA HHTpa-HHAWBHAYyaNHa U MHTep-HHAHBHAYAIHa BapraOunHocT. HaMa npoMsaHa B KiHpEHCa
CASK MHOIOKpaTHO npunokesre. Hama FaHHH 3a chINECTEeHa BapRaGHIHOCT IO OTHOMICHHE Ha II0NA,
pacara ¥ LHpKajHus puTeM. PapMakoKMHETHIHIA HPO(QIT € CPABHHM HPH 34paBH JOOPOBOIIH H
TMANHEHTH C CITHIICIICHS.

IIopanH OBJIHATA U AMHEHHA a6cop6um{, [IA23MeHITe HUBa Morat ga 6saar OOpEeHeICH B 3aBUCHMOCT OT
OopajiiaTa [03a JEBEeTHpaneTaM H3paizeHH B mg/kg TeAecHa Maca. ETo 3ailo He e HeoGxoouMo cliefleHe Ha

IUTasMEHITE HHBA JCBETHPALIETAM.

HPPI BE3PACTHH H AClla € YCTAaHOBEHA 3HAYHMA B3aHMOBDEIKA MEX(IY CIIFOHYCHATA H IiasMeHa
KOHIEHTpalus (CHOTHOLIGHHETO Ha CJIOHKa/Ia3Ma TI0 OTHOIIEH e Ha KOHIIeHTpanusTa Bapepa ot 1 o 1,7
IpH opanHaTa TablerHa dopma | 4 yaca cie/| IpHeMa Ha IEPOPanHIis pA3TBOP).

Br3pacTHy ¥ FOHOIOH

AbcopOuus

JlepeTupaneram ce aGcopbupa 6Bp20 CHEX HepopalHo IpHIoKeHEe, AGCOMIOTHATA OpanHa GHOHAMIMHOCT €
Gimska 7o 100%. IInkosr naasmeny koHBeRTparm (Cy.,) ce mocturar 1,3 waca ciren npuema. [octogrmum
THIa3MEHHE KOHUSHTPAllHH Ce AOCTHIAT CMIefl JABa JHH INpH CXeMa Ha MPHEMaHe 2 BTH THeBHO.

IhmxosuTe KoBOEHTPaHH (Cpryy) ca ofmuaiizo 31 pg/mi v 43 pg/ml croTRETHO Clell eAHOKpaTHA Ao3a 1000
mg U HOBTOPHO, JIBa ITETH AHEBHO NMpmioxkeHue Ha 1000 mg,

Crenesta Ha abcopOiua He 3aBHCH OT J033Ta H HE Ce BIMAC OT XpaHaTa.

Paznpenenenye

Hsma fadHy 3a TEKBHHOTO pasnpemeeHHe PR Xopa.
Huro neseTHpaneraM, HUTO HerOBHA NHPBHYCH MeTaloNUT ce CBEP3BAT B 3HAYMTEIHA CTeNeH ¢ [Ia3MeHHTe

npoTenHH (< 10%). ObeMa Ha pasnpe/ienenye Ha JieReTHpaleTaM e nputnusurento 0,5 xo 0,7 I/kg, xoero ¢
6nrz0 Ao obmuMs BoAeH obeM Ha OpraHH3Ma.

Baorpancdopmarnia

IIpr xopa JleeTupaneTaM He ce MeTabomn3npa B TolMa crerier., [iaBans IeT Ha MetabomsseM (24% ot
J[03aTa) € EH3HMHa XHAPOIK3a Ha aieraMuARarta rpyna. B o6pazysanero Ha nepBryis MerabolmrT uch
1057 me ygacreat yepHOAPODHITE HTOXPOM Pase H3odopyu. XuaponpsaTa Ha aeTaMHAHATA IPyTia €
yCTaHoBeHa B roiaM Gpoii ThKaHH BKIIIOYHTENHO KPBBHH KieTkH, MetabonuteT ucb L057 e
(hapMaKoJIOTHYHO HeaKTHBEH.

VeTaHOBEHH ca CBIO B ABA BTOPOCTeNeHHH MeTadonuTa, ENUHMAT ce NOAy4aBa OT XUAPOKCHIHPAHETO
{1,6% or rosata), a APYTHAT OT OTBApAHETO HA nUponHEKoroskg prcte (0,9% ot mozaTa). Ocrananure
HEHACHTHOMITHPaHH KOMIIOHEHTH ca camo 0,6% ot mozaTa.




In vitro neseTHpaueTaM H HETOBHSA ILPBHYCH METAGONKT He HHXHOUPAT H30(OPMHTE Ha IJIABHAS
4YepHOApPODEH KOMIUIEKC Y XOpara - uToxpoM Pusy (CYP3A4, 2A6, 2C8/9/10, 2C19, 2D6, 2E1 1 1A2),
rmokoporun TpaHcepasara (UGT1+6, UGT1+*1 u UGT [pl6.2]) 1 enoxcrn XMAPOKCHIA3HATA RKTHBHOCT.,
B monennenue, neseTHpalieTaM He BL3jeHCTBA i Vilro BBPXY THIOKOPOHHPAHETO Ha BAIIPOEBaTa
KHCEJIMHA.

B kyRTYpH OT HOBELIKH XENATOIMTH TERSTHPALISTAM He BOJH JI0 SH3HMHA HHAYKIIMA. 3aT0Ba MaNko
BepoATHO ¢ B3auMopeiicTBHe Ha Keppra ¢ apyrs semectra.

EnvMpnppare

Ilnasmenys momyxHBOT IPH BE3pAcTHY e 7+1 yaca i He BapHpa B 32BUCHMOCT OT H03aTa, ILTA B
MHOrokpatays npuem. CpenHus obin renecen knupsre e 0,96 ml/min/kg.

I'nagmiar neT Ha eMMUHEPAaHE € Ype3 ypHHATA M BBaH3a Ha 95% 0T gosara (npubiusurento 93% ot
NIpHETaTa 1032 C& OTHENAT B paMKkuTe Ha 48 yaca). Oraensnero upes minpaxHeHnsTa ¢ camo 0,3% or
Jo3ara.

KymynatuesHaTa eKCKpeld Ypes YPHHATA HA JEBeTHPALIETaM W HerOBH: ITEpBHYEH MeTaboNuT e
CHOTBETHO 66% H 24% 1pe3 nepBHTE 48 Haca.

Penannus knupeHC Ha nepeTHpaneTam | ucb L057 e croteetro 0,6 1 4,2 ml/min/kg 1 riokassa, ge
JICRETHpAUETaM Ce OTHes Ypes FIoMepyitHa GrITpatys ¢ ocnepama Tyoynna peabcopbrms, 1 e
OBPBUYHKA METAOOAUT CBINO Ce OTAEN Ypes TyOY/Ha CeKpeIMa B NONBIHEHHE Ha IIOMepyTHaTa

duATpaHs.
OthendreTro Ha fieBeTHpaleTaM KOPERUpa ¢ KPeaTHHHHOBHA KIIHPBHC.

IantyerTii B HalipeHana BE3PACT

Ilpn nauenTy B HaNpeRHAaNa BE3PACT BPEMETO HAa FMOMYKHBOT € YBEAHUIeHo ¢ okono 40% (10 po 11 waca).
Tosa e cepp3ano ¢ HamMansBade Ha 6B0pegHaTa (GYHKIHS TPH T3y nomynanus (BK T. 4.2).

Henia (4 5o 12 ropunn)

Cnen npuemane Ha enprv=Ha 1032 (20 mg/kg) or mena (6-12 roXMHH) © SHUIENCHS, NOXY;KABOTA Ha
nepetupaueram e 6,0 yaca. AnepeHTHHS TENGCCH KOPHTHMpPaH KBM TEITIOTO KIMPHHC ¢ NPHONHM3HTENHO ¢
30% r10-BECOK OT TO3M Ha BE3PACTHH C SHMJIEIICHS.

Cnen MuOrokparHO nepopanHo npunoxenue (20 no 60 mg/kg/nHEBHO) mpy fewa ¢ ennnencus (4-12
FORWHH), TeBeTHparieram ce abcopbupa 6bp30. ITHKOBH MiTa3MeHH KOHIIEHTpalHH ce focturat 0,5 go 1 wac
cnep npuema. HabnropasaHo € MHEEHHO M NPONOPIHOHANHO Ha /103aTa IOBHIUARAHE 33 IIHKOBHTE [LIA3MSHH
KOHIIGHTPALMHE M IIIOINTA [0/ KPHBaTa. ENAMIHAAIHONHUAT HOY?KUBOT € OKOJIO 5 yaca. ANepeHTHIA
TexeceH KMMpEHE ¢ 1,1 ml/min/kg.

Horoponenu 1 nena (ot 1 mecen nio 4 rogumm)

Cren npanoxeHHeTO Ha eAuHEHa Ao3a (20 mg/kg) Ha 100 mg/ml nepopanes pasTeop npx Aena (ot 1
Mecen 1o 4 TORHEHY) C eIIReIIcHs, JeBeTHpaneTaM ce abcopObrupa 65p30, KATO HUKOBH TUIa3MEHH
KOHLICHTpAlHH c¢ AocTHraT 1 wac cirey npueMa. PapMakOKHHETHYHHUTE PE3yNTaTH [I0Ka3Bar, 3¢
MONYKHBOTA & II0-KpaTEK (5,3 yaca), B cpaEreH#e ¢ TO3H IIPH BE3pactHH (7,2 gaca), a allepeHTHEs TelSCeH
KNHpEBHC & no-yekopeH (1,5 ml/min/kg), B cpasrenwe ¢ To3u npH BE3pacTHE (0,96 mi/min/kg).

Bx6peuno yepexnaue

ArepeHTHHA TelieceH KIMPBHC Ha JISBETHPAIETaM 1 HETOBHA IITEPBHYESH MeTabor
KPEaTHHHHOBHA KIUPBHC. ETO 3amo ce Apenopb4Ba KOPEKIHA Ha HOUEE KA .@é
Ha §azaTa Ha KPeaTHHHHOBHS KITHPBHC NpH NAUHEHTH C YMEPEHO JO TEXKO §
4.2).




TIpy HAIMEHTH B KPACH CTAHH Ha 6’56138‘{1-10 YBpexasne ¢ aHypHs, OMY:KHBOTa & IpHOnu3nTenHo 25 u 3,1
9aca CEOTBETHO Npe3 HHTEPAMATH3HNSA H HHTPaAHanU3HHA IePHOL.
1Io Bpeme Ha obmvatinaTa 4-pH Yacora QMANH3HA APONERYpa GPakIMOHHO ce oTaAemaT 51% ot

JICBECTHpaLCTaMm.

HepHoapobHO VBpexnane

Ilpy manMeHTH ¢ TeKO A0 YMEepeHOo YepHORpoOHO YBpe:KaaHe He ce Habirofara 3Ha4YHTEAHA [IPOMAHa B
KIHEpbHCA Ha AeBeTHpaneTaM. 1IpH NOBEYETO NalHeHTH ¢ TEXKO0 YepHOoApolHO YEpexane KupsHca Ha
JeBeTHpaneTaM ¢ HamaneH ¢ noeede oT 50% nopamu cearTeTEaNO 050peyHo yBpexnane (BIK T. 4.2).

53 IlpenknmEAYHE JAHHY 32 Ge30DacHOCT

IpepxmuHAEYRATE AAHHEY, CBITIACHO 0ONIONPHETHTE HacHeABARNS Ha 06e30HacHOCTTa, apMaKOHOTrHATa,
TeHOTOKCHYHOCTTA M KaHIISPOreHHOCTTA, He HOKA3RAT H3BBHPS/ACH PHCK IIPH HOBEKa.

Hesxenann nexapcTBeHH peakiliy, KOMTO He ca HaGMIOAaBaHM IIC BpeMe Ha KNWHIYHATE MPOYYBAHI HO
YCTAHOBEHW IIPH IITBXOBE U B I10-MAJIKA CTENSH IPH MUIUKY, IIpH HYBA Ha NpIaraHe nofxo0HU Ha Te3H IPH
JoBeKa H OTHOLIEHUE KbM KIIMHIIHATA yroTpeda, ca yepHopobRITe NPOMEHH, ITOKa3Bally afaNTHBHIA
OTTOBOP, KATO HapacTBaHe Ha TEINIOTO M UeHTpHnoCyNiapHa XANepTpo( s, MacTHa HEQUATpaIHa |
NOBHIIABAHE Ha YSPHOAPOOHHTE eH3AMH B IUTa3MaTa.

B npoy4panusi BEPXY penpoXyKTHBRHATA TOKCHYHOCT PH MIBXOBE, IEBETHPALICTaM WHIYIHDPa TOKCHIHOCT
CBBLP3aHa C pacTexa M pasBUTHETo (HApacTBaHe Ha CKEJICTHHTE H3MEHEeH A/ ManKHTe aHOMAaNIHH, 3a0aBsHe Ha
PasBUTHETO, YBEIMIABAHE HA CMBPTHOCTTA NP MaJIKK Ky4eHIa) IpH HUBa Ha IIPHNaraHe CXOXHH WIH [0-
BUCOKH OT Te3¥t pH yoseka. [Ipy 3aiinu e nabmogasan edekrt BEPXY IHHORA {eMOpHOHAHA CMBDT,
YBEIHYARaHe HA CKEJICTHHTS AHOMAJIAH H HapacTBaHe Ha MaropMalyrTe ) IIPH HadiW4dHe Ha TOKCHYHOCT 34
malikarta. [1pu 3aifiaTe HIBaTa Ha IpHIAraHe, NPy KOUTO He ¢ HabmofasaH e(exT ca oKoiao 4 A0 5 mETH OT
TE3H [IPH YOBCKA.

HeonaTaiHaTe ¥ IOBSHWIHE NPOYYBaHHA NIPH JKHBOTHH (IUT5X0BE H KYyI€Ta) He NOKA3BaT HeyelnaHu edekru
TI0 OTHOIIEHHE Ha CTAHAAPTHOTO pasBHTHE WIH ¢h3paBade npx no3u Ao 1800 mg/kg/aHesHO, oTroBapamy
Ha 30 IBETH HO-BHCOKH OT MaxCHMANHHTS IIPENIOPBYATEIIHN NO3H [IPH YOBCKA.

6. @APMATIEBTHYHNA JAHHHA

6.1 CuaHcbK Ha DOMOLHETE BEIIECTBA

Snpo:

Sodium croscarmellose
Macrogol 6000

Colloidal anhydrous silica
Magnesium stearate

dunmoso nokpuTHe: Opadry 85F20694:
Polyvinyl alecohol-part.hydrolyzed
Titanium dioxide (E171)

Macrogol 3350

Tale

Indigo carmine aluminium lake (E132)

6.2 HecnBMecTHMOCTH

He e npunoxumo




6.3 Cpox Ba rogEocT
3 rogHan
6.4 Coepmanyy yCIOBHS HA ChXpaHeHUe

To3u fexapcTBeH NPOIYKT HE H3KUCKBa 0CODEHH YCIOBHA 34 ChXPaHEHHE,

6.5 [Hanuu 3a onaxoBrara

Keppra 250 mg ¢unmupany TabNeTKH ce ONAKOBAT B ATyMiHHEBO/PVC 6iHCTepH, HOCTABEHH B KADTOHEHY
KyTHH, cpappixani 20, 30, 50, 60, 100 # 200 drnmMupanu TabneTky.
He BCH4KH BHROBE ONAKOBKH MOTAT fAa GBJAT [IyCHATH B IpoAaskOa.

6.6 CpenmanpH NPEANAIBH MEPKA NPH H3XBbPJIsSHE

Hama crienpanuu H3HCKBaHH,

7. IIPHTEXATEJ HA PASPEINEHMETO 3A YIIOTPEBA

UCB S.A.

Allee de la Recherche 60
B-1070 Bruxelles
Belgiom

8. HOMEP(A) HA PASPEHIEHWETO 3A YIIOTPEBA
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