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Kpatka xapakTepucTnrka Ha NIPOIYKYA

1. TeproBexo HME HA JIeKapCTBEHUA NPOAYKT
Keppra® 1000 mg gunm-rabneTin
2. KonnyecTBeH H Ka4eCTBEH CHCTaB

Beska duam-tabnerxa ceappika 1000 mg levetiracetam.
3a HOMOLIHHTE BEHIECTBA BHXK T, 6.1,

3. JlekapcTeeHa opma

Film-coated tablet (@nunm-Tabnerke).
Benwn, npopenroear ¢ oGozraves kog “uch 1000” sepxy enHaTa cTpana.

4. KaHHMYHN J3HEH
4.1. loxka3zanu4.

Keppra® e mokaszana 3a JONBNBALIO NeYeHHE HA NApHUAJHK NPHCTBIM ¢ Wik 0e3 BTOpHYHA
renepanu3auys NpH Bh3PacTHH H el Hall 4 TOAHHH C eIHIACNCHA.

4,2. Io3HpoBKAa U HATHH HA YHOTpeba
Dunm-rabreTkuTe ce NpHeMar Npe3 yCTara ¢ AOCTATLYHO KOJNHYECTBO TEHHOCTH, KATO NpHeMa
#M MO:e A@ CTaBa ¢ WiH Oe3 xpaHa. JiHepHaTa J03a ce Ha3HA4aBa KaTo JABe OTAENHH pPABHH

AO3H.

Brapactan (= 18 ropunn) ¢ oo (12-17 roguin) Hag 50 ke ¥ noBeue

Hauanuara repanestiiHa nosa ¢ 500 mg asa NTH GHeBHO. Tasu Ao3a Moxe a ObAe 3anoyHaTa
OT WEPBHS ICH Ha JISYCHYETO,

B 3aBHCHMOCT OT KJIHHWYHUS OTTOBOP H MOHOCHMOCT JHEBHATA A03a MOXE Aa C& YBENHYH IO
1,500 mg mpa mbTH nHesHo. IlpomsHa B nosara, CBbp3aHa ¢ yBelHYUaBaHe WIH HaMalliBaHe,
MOXe 1a ce W3BBPINRa Ha BeekH 2 jo 4 ceamuuu ¢ 500 mg nBa nbTH JHEBHO.

ManvenTy B HanpeaHana pb3pact { 65 TONHHN W NO-Bh3PACTHHU )

TlperiopbuBa ce MPOMAHA Ha J03aTa NPH NalKeHTH B HanpeHaina Bb3PACT ¢ HapylueHa 656peyna
Gyuxuus (Bux no-pony “Tlaunenty ¢ 650peyHo yBpexaane”).

Iena ua pp3pact o1 4 a0 11 roausy u toHoww (12-17 roxuxn) noa 50 kg

HauanHaTta Tepaneptuyna fo3a e 10 mg/kg ABa NBTH JHEBHO. B 3aBHCHMOCT OT KAHHHYHHA
OTroBOp W THOHOCHMOCT, Ao3ata Moxe fa Ownae ysemauena Ao 30mgkg japa WHTH IHEBHO.
TIoBHUIARAHETO HAH NOHMDKABaHETO Ha qosara ¢ 10mg/kg ABa NBTH JHEBHO MQME fa CE MpaBH




Ho3ara npu neua ¢ Terno 50 kg unn noseye e chllaTa KakTO IPH BH3PACTHH.

JlekapaT uie Mpenopwya Haii-MoAXOAsiNaTa AeKapcTBeHA (OpMa B 3aBHCHMOCT OT TEAECHOTO
TETNIOTO U JI03aTa.

ITperroprumTenya JO3HPOBKA NIpH A€lA U IOHOILH

Terno Hauanua gosza MaxcuManua gosa

10 mg/kg apa neTH SHEBHO 30 mg/kg npa ETH THEBHO
15kg! 150 mg rra NBTH AHEBHO 450 mg ABa IBETH AHEBHO
20kg 200 mg nBa NETH JHEBHO 600 mg fBa NBETH JFHEBHO
25kg 250 mg gpa UETH AHEBHO 750 mg nBa NETH SHEBHO
Ot 50kg? 500 mg ABa OBTH KHEBHO 1500 mg npa IHTH ZHEBHO
(1) Tlpu peua ¢ Tenecho Terno 20 Kr HAM MO-MANKO CE TIPETOpBUBA NIGHEHMETO fa 3anoyHe ¢ Kempa nepopaneH

pasTBOp

(2) Josara npu Aena H OHOWM Hag S0 Kr TENECHO TErNo € KaTo Ta3H TIpH BE3PACTHH

KnpMauera i gena nojt 4 ronyInHa Ep3pact
Harunre 3a ynorpedara Ha levetiracetam npu Aena noj 4 rogHINHA BE3pACT €A HENOCTATBYHH.

IlanyenTH ¢ 6L0peuHO YRpexaane

B zaBrHcamoct or Ownlpeusara byHkumMs ao3ara TpsbBa Ja ce HHEMBHAYanu3upa. IIpu
HeoOXoAMMOCT HM3NOA3BaliTe TNpPHIOKEHATa HO-ROAY TalMMba 3a KOPEKNWs Ha fosaTa. 3a
ApHilaraHe Ha TasW Tabiuua € HeoOXOAUMO A Ce 3Hae KPSaTHHHHOBHA KIMPBHC HA MALeHTa,
u3pazed B ml/min (CLcr). CLcr B ml/min MoXxe Jia ce onpefeny oT cepyMHus KpeaTHHHH (mg/dl)
¢ TIOMoIUTa Ha crefHaTa opMyna:

[140 — BB3pacTTa (ronuHN)] X TeraoTo (Kr)
CLer= (x0.85 nipu xeHuTe)
72 X cepyMeH kpeaTHH#H (mg/dl)

IfpoMsHA Ha J03aTa IpH HALMEHTH ¢ HapyleHa 6s0peuna dyHKHU

I'pyna KpearuHnHOB Jo3za 1 yectoTa Ha

knnpsHe (ml/min) npHiarage
Hopmanuna > 80 500 mo 1,500 mg 2 NBTH GHEBHO
Jlexa 50-79 500 mo 1,000 mg 2 neTH AHEBHO
Ymepena 30-49 250 go 750 mg 2 0bTH JHEBHO
Texka <30 250 mo 500 mg 2 msTH AHEBHO
TlanuenTH B KpaeH CTaguu - 500 go 1,000 mg BeAHEXK KHEBHO(2)
Ha HapyLieHue

IMayuentn Ha puanu3za (1)
(1) TIpes nbpBHs [eH HA AEUEHHETO ¢ NPEnopbYBa Ao3a oT 750 mg levetiracetam.
(2) Cnaen nuanusa ce npenopbiBa AOIBIHMTENHA 1034 oT 250 Ao 500 mg.

TanyenTH ¢ 4epHoApobHo YBpekIaHe




TIpu nanyenTH ¢ neka A0 yMepeHa CTENeH Ha 4epHOAPODHO YBpexaHe He Ce Halara KOpeKIus
Ha [o3ara. led HagHeHTH ¢ TEXKO qepHOleOGHO YBPEIKAaHE CTOHHOCTHTE HA KpeaTHHHHOBHA
KIHPBHC MOraT &a He Aajar peajiHa mpencrapa 3a Op0peyHaTa HegocTaTBYHOCT. CREA0BATENHO
NpH KpPeaTHHWHOB KMHphHC < 70 ml/min ce npenopsuBa 50% HamaneHwe Ha AHEBHATA
HNONABPHKANE 5034,

4.3 IlpoTuBonokazaHHus

CBpBbXHYBCTBHTENHOCT KbM levetiracetam uny KuM APYFH NHPOAHACHOBH IPOM3BOIHH, KAKTO H
KBM HIKOS OT NOMOIIHHTE CHCTABKH.

4.4, Cienmajiny NpeAyNpe;KIcHAN U CHeLHAMHA Hpena3HH MepKH 3a ynorpeta

Cniope chBpeMeHHaTa KIIMHIIHA NPaKTHKa, axo ce Hallara cnupane Ha Jeuyenuero ¢ Keppra, To
ToBa TPsOBa Ja craBa nocreneHHo ( Hanpumep 500 mg aBa NBTH KHEBHO HAManaBane BCEKH 2
J10 4 ceAMMIM NpH BB3PACTHH, NpK ACLAa — HaMalnsraHe Ha ao3ata ¢ 10mg/kg ABa MBTH QHEBHO,
BCEKH J(BE CCAMHMITH).

B rnpoyusaue oOTpa3sfBall0 KIMHHYHATA NpaKTHKA, CBOBTCTBALLATA TEpanuks MOXe Ha ce
npeKsCHE NpU OrpaHKveH Opol marmeHTH, KolTOo ca ¢e noBIMaAnM Ot levetiracetam jJombiBala
Tepanus (36 Bp3pacTHY nauyenTa ot 69)

HanudauTe qasuy MpH Aela He TOKa3BaT IOBNHsBAaHE Ha pacTexa H nybeprera. Beripeku Tosa
He ca H3BeCTH ABIroTpaiini edextH BBPXY 3ayuaBaHETO, WHTEJNEKTa, pacTexa, eHAOKPHHHHTE
(yHkuMH, MyGepreTa H BE3IPOH3BOACTBEHHS NOTEHLIHAM,

HapacTeaHe 4ecroTaTa Ha NPHCTBAONTE ¢ nosede o 25%, e poknamsano npu 14% or
BB3PaCTHATE M JelaTa, feKyBaHM ¢ levetiracetam, Rokato MpH rpynara Ha naanebo To3H
npoueHT e 26% 1 21%, CHOTBETHO HPH BB3PACTHH W NEAHATPHYIHH HaLHEeHTH.

Hpunaranero Ha Keppra npu nauuents ¢ Gu0peyHo yBpesxaaHe H3HCKBa NPOMSHA Ha A03aTa.
TIpH natHenTy ¢ TEXKO HapyHICHHe Ha yepHospobHaTa hyHkius e HeobXonHMa OLeHKa Ha
GnOpeunaTa QyHKUMSA IPEAM ONpefeNsHe Ha jjozara ( BIK T. 4.2).

4.5, JlexapeTpeHn ¥ APYrH B3aHMOAEHCTBHSA

TauHWTe OT KAMHMYHH NpOYYBAHHMA NPH BE3PACTHM MpeAH MMYCKaHe Ha Masapa NoKasBat, e
Keppra He OKa3Ba BAHAHHE BBPXY CEPYMHHTE KOHLEHTDZUMH Ha CBIUECTBYBALIUTE
aHTHeNHIENTH4YHH JeKapcrbeHu cpenctea (phenytoin, carbamazepine, valproic acid,
phenobarbital, lamotrigine, gabapentin, primidone), kakTo W 4Ye Te3M AHTHEHUICHTHYHH
JIEKApCTBA He BIUSAT BBPXY (apmaxokuHeTHkara Ha Keppra.

Kaxro v npn opuimanuuTte hapMaKOKMHETHYHH NPOYYBAHHA HPH BB3PACTHH, HE CHIUIECTBYBAT
KATErOPHYHY JAHHM OTHOCHO KIHHWYHO 3HAUYMMM JIeKapCTBEHH B3aWMONEHCTBHSA NpH
nefuaTpHYRK mAUMeHTH, npuemaw 1o 60mg/kg/anesro. PerpocrnexTdBHATa ONEHKA Ha
(hapMaKOKHHETHYHHTE B3aHMOAUICTBYUS IpH Jela W IOHOHIM C SNHNETICHA {4 no 17 roguuw),

B'bnpexu TOBa, JaHHUTE TNpepgnojarar, He




JeKapCTBEHH NIPONYKTH, TOBHIIABAT KIHpbHCA Ha levetiracetam ¢ 22%. He ce Hanara npoMsHa
Ha J103a7a.

YeraHoBeHO e, de npobeHelwa (500 mg yerupy NBTH AHEBHO), Gnokep Ha GpOpeunara TyOynHa
cekpelns, HHXUGHpa peHalHis KNHPBHC Ha WHPBHUHKA MeTabonuT, HO He W Ha levetiracetam.
Benpekd TOBA KOHLEHTpPAaUUATA Ha TO3W Merabonmut octaea Hucka. OuaxBa ce, ue JApYrH
JiekapcTBa, OTHENSHH 4pe3 aKTHBHA TyOynHa ceKpellus MOraT ChINO A3 HAMAalAT peHailHHg
KNUpEHC Ha MeTabonuTa. Edekra Ha levetiracetam Bppxy npo0eHeNH HE € IIPOYYEH, KaKTO HE €
ycTaHoBeH W eexTa My BHpXy JpPYr¥ akTHBHO CeKpeTHpaHu Jnekapcrsa, karo NSAIDs,
cyndonamMui H METOTpeKcar.

Levetiracetam 1,000 mg ZOHERHO He BIMAe BBHPXY (APMAKOKMHETHKATa HA OPAIHUTE
xonTpaunentisi {ethinylestradiol and levonorgestrel); eHNoKpHHENTE NapaMeTpH (AyTEHHH3HPALL
XODMOH H INPOTecTepoH) He ce mpomeHAT. Levetiracetarn 2,000 mg AHEBHO HE BiMsE BEPXY
thapMakoKMHETHKATA Ha AHTOKCHH M Bapdap#H; mpoTpoMOHHOBOTO BpEMe HE C€ IPOMEHA.
EnHOBpeMeHHOTO fpHEMaHe ¢ RHIOKCHH, OpallHM KOHTpAUENTHBH W BapdapHH HE oKas3Ba
BIHAHME BBPXY (hapMaKkOKHHETHKATa Ha levetiracetam.

Hsama JaHHM 33 BAHAHNE Ha aHTHALHAHKTE cpeficTBa BBPXY abcopbuusTta Ha levetiracetam.
Crenenta na abcopOius Ha levetiracetam He ce Bivsie OT XPaHaTa, HO e c1alo NOHMKEHA.
HsMa aanHy 3a R3auMOAeHCTBHe Ha levetiracetam ¢ ankoxon.

4,6. BpeMeHHOCT H KbpMeEHe

Hsama naunu 3a ynotpebarta Ha Keppra npn Opemenrd xeHd. Macaeisanusta OpPH KHBOTHH
MOK23BAT PeNPOAYKTHBHA TOKCHYHOCT (BHX T. 5.3). He e AceH NOTeHUHANHHS PHCK NPH Xopa.
Keppra me Ttpabpa Ja ce npuiara Ha OpeMEHHM JXGHH OCBEH B clyvaure Ha abCOMOTHA
HeoGXoguMocT. TIpeKkbCBaHETO HA AHTHENMHIIENTHYHOTO IEYEHHE MOXKE A& HOBEAE JI0 BIOLIaBaHe
na 3a00A9BaHETO, KAKTO U JIa IPUYHHH YBPeKAaHES Ha MalKkaTa H TIoJa.

Levetiracetam ce oTaeas B KepMata. He ce mpenopstsa KbpMeHe.
4,7. Edexctir BbpXY cnocobHocTT2 33 modupase ¥ padoTa ¢ MalIHHI

He ca npoex/iany NpoyYBaHuA OTHOCHO eexTa BBpXy crlocofHOCTTa 32 wodupare # paboTa ¢
MaiuuHy, Tlopafy BBE3MOMKHA Pa3NHUHA MHAWBHMAYAHA HYBCTBUTEAHOCT NP HAKOM HAllHEHTH, B
HAYAJOTO Ha JNEYEHHETO HNH TIpH NOCASABALIO YBeAWYABAHE HA 1034Td, MOXE Aa €€ NOABH
CHHIMBOCT MM JPYFM CHMITOMH OT CIpaHa Ha LeHTpaiHaTa HepeHa cHcTeMma. ETo 3amo e
HeoBXOoAMMO BHEMAHYE NIPH TIAMEHTH, U3BbpPIUBAIIY ONpeAeNeHn 3a/1au, KaTo modupaHe HIH
paboTa ¢ MavHy,

4.8, Hejkenanu NeKkapcTBEHH PeaKIAM

O6obluenuTe NaHHU 32 GE30MacHOCT OT KAMHMYHM HpOydBaHWA nMokassat, e npu 46,4% or
nanuenTuTe npuemainy Keppra M 42,2% or nnanebo rpynara ca ceé NPOABHIH HEXENaHH
NEKApCTBEHH DPEaKUMH, KaTO MPOLECHT2 Ha CEPHO3HATE HEXENaHH JIeKApCTBEHH DeakuuH e

CRHJIMBOCT, aCTeHHA W 3aMasHoct. O000uieHnTe aHAMH3Y OTHOCHO 6e i e, IOKa3BaT
ACHA J030BA 3@BHCHMMOCT, HO MOABATA H TEHECTTA HAa HEKCARHHFE :




HEHTpanHaTa HepBHa CHCTEMA HaMalliBaT ¢ BPEMETO.

IposenenyTe B NeAHATPHATA NpOYURaHUA (IPH Aella HA BB3PACT OT 4 fo 16 TORHHH) NMOKA3BAT,
ye 55.4% w 40.2% ot neauaTpHUHHTE NALWEHTH ca MMand HEXEeNaHd edextd npH IpHeMa
ceorBeTHO Ha Keppra unu nnane6o, karo 0.0% u 1.0% oT neapaTpHyHATE NaUHEHTH ca HMAIH
TEXKKH HexenaHun edexTd NpH npuema choTBeTHO Ha Keppra unu nnaneSo. Haii-uecto
JOKNaNBaHUTe HexenaHn ehekTH TpH Aclata ca COMHOAEHTHOCT, BPakAeOHOCT, HEPBHOCT,
eMOouuOHAIHA NIa0HAHOCT, TPEBOKHOCT, AHOpeKCcHd, acTeHHWA u riasoOomue. [anHWTe 3a
0c30NMaCTHOCT NpH NEAHATPUYHN NAlHSHTH ca noJoOHH Ha TE3H NpH Bb3PacTHH, ¢ H3KIOYEHHe
Ha NoBefleHYecKHTe H HCHXHYHH CTPaHHYHY peakiliH, KOUTO ¢a II0-UecTH NpH Acla CPaBHEHHE C
BB3pacTHU (38,6% cnpamo 18,6%) IIpobuna Ha GezonmacHoCT Ha levetiracetam IpH Jeniata e
nogofeH Ha TO3H NPH BB3PACTHHUTE.

ITposiBeHHTE HEKENAHM JISKAPCTBEHH peakUHH NpPH KNIHHHYHA M3NHTBaHHA (DY BB3PacTHH H
Jiela) WilH OT [MOCT-MAaPKETHHIOB ORHT ca H30poeHHu no System Organ Class u no yecrora. Ilpu
KIMHUYHHTE NPOYYBaHHs 4ecToTa e ZeduHupaHa KaKkro clie/iBa: MHore vectH > 10% , yect >
1% - 10%, neuectn > 0,1% - 1%, penxn 0,01% - 0,1%, muoro penxu < 0,01%, BrIIOYBAINH
H30JIHpaHK chydvaii, JITaHHHTe OT NMOCT-MapPKETHHIOBHA ONHT Ca HEJOCTATHYHH, 3& A2 MOAKPENAT
OLIEHKATA 34 YeCcTOTa UM B TPETHPAHATA HONYJIAlHA.

- QOmu HapyeHHs
MHOTO 4eCTO: acTeHHA

- Hapymienus Ha HepBHa cHcTeMA:
MHOTO HECTO: COMHOJI@HTHOCT
YeCTH: aMHE3HA, ATAKCHs, KOHBYJICHH, 3aMasHOCT, raBoboIHe, XHIICPKUHESHS, TPEMOp

- Teuxuynn HapyHIeHus:
YECTH: TPEBOKHOCT, ASNpecHs, eMONHOHANHE HecTabuIHoCT, BpaxaeOHoCT, 6e3CkHue,
HEPBHOCT, THYHOCTHH HapyLIeHUs, aHOPMAJIHO MHCHIEHE
NOCT-MAPKETHHTOBHS ONUT: HeoOHYalHO JIOBEJICHHE, AarPECHBHOCT, THAB, 6€3MOKOHCTBO,
00BpKBaHe,  XamONHHALMH,  PasApasHUTENHOCT, NCHXOTHYHO  HapyLIEeHHE,
camMoyOuicTBO, ONHT 32 camoyOuifcTBo, Haea 3a caMoyOHICTBO.

CToManIHO-YpeBHH HapylHeHHs
YECTH: JUapus, JHCHENCHs, FrafieHe, NOBphIaHe

MeTaGonuTHE U XpaHUTENHH HapyIICHH
YECTH: aHOPEKCHs. PHCKBT OT aHOPeKCHS € TI0-BHCOK, KOTATO € puAarad  topiramate ¢
levetiracetam

ViIAY ¥ HapylieHUs HA NaGUpPHHTHOTO TANO
HECTH: BEPTUTO

OuBY HapyLIeHHs
YeCTH: AUILIOHHA

HapanapaHus, OTPaBAHMS H YCIOKHEHHS
4yecTH: cny4uaiiHo HapaHsBaHe




Wndexnnn u nngectauy
YeCTH: MHpEeKIHH

Pecnnpa'ropﬂn, TOpaKalHH H MEAWACTHHAIIHKE HaAPYINCHWA
YECTH: YCHIICHA KalljIkla

Hapymenug g 00nacTra Ha KOxaTa ¥ NOAKOMHATA ThKaH

YecTH : 00pUB

TNIOCT-MapKETHHIOB OIIMT: &A0NeELusd, B IOBEYETO Cny4yal Ce Haﬁ]’lI'O)laBa Bb3CTAHOBABAHE
clieq cnupane Ha JIGUEHHETO

Hapyiuenus Ha KpbBHA K THM(HA CHCTEMa
MOCT-MapKETHHIOB ONHUT: JICBKONEHUS, HEYTPONEHHs!, NaHUHUTOREHHS, TPOMOOUHTONECHHA

4.9, Ilpenosupane

CHMII'TOMH

COMHOJ’IGHTHOCT, &XKHTUPAHOCT, arpecHd, NOTHCHATO HHBO HAa CBH3HAHHETO, MNOTHCKaHC Ha
DUIIAHETO H koMa ca Ouny HaOMoAaBaHK NpH peaosupade Ha Keripa

Mepkn npu npegosupaHe

Cneg 0CTpO npeposupaHe € HeOOXOAHMO H3NPa3BaHE HA CTOMAXA Upe3 CTOMAIUHA [IPOMHBKA WIH
NpeAn3BHKBaHe Ha noBpbluane. Hama cneunduuer anTHIOT Ha levetiracetam. Jleuenuero npu
npejo3MpaHe € CUMNTOMATHYHO M MOXe fa BKIIOuUBA Xemonuannsa. Edexra Ha orTaensHe npu
JAnanuza e 60% 3a levetiracetam ¥ 74% 3a nepBHUHHA METa0OJHT.

5. ®apmMaKoJIOra1HH RAHHH

5.1. @apmaxogHHAMHYHN CBOMHCTBA

dapmaxoTepanesTayHa rpyna: antHenunentuk, ATC kox: NO3AX14.

AKTUBHAT2 ChCTAaBKA levetiracetam e MUpONMACHOBO NPOHM3BOAHO (S-eHaHTHOMEp Ha o-ethyl-2-
oxo-1-pyrolidine  acetamide), XuMH4eCKH HAMallo BPB3Ka CBbC  ChIIECTBYBALUWTE
aHTHEMUIENITHYHW CPEACTBA.

MexaHH3EM HA JelicTBHE

MexaunsmbT Ha geiicTBUe Ha levetiracetam Bce Ol He € HAITBAHO M3SCHEH, HO TOH SABHO ce
OTI¥YaBA OT MEXaHH3MHMTE Ha JGHCTBHE HA OCTAHAJHTE CLBPEMEHHH aHTHENUIeNnTHYHH
JleKapcTBEHHM mpoaykTd. In vitro u in vivo excnepuMerTHTe NpeAnonarar, ue levetiracetam e
FPOMEHS] OCHOBHHTE XapaKTEPHCTHKH Ha KNETKATa, KaKTO M HOPMaJiHaTa HEBPOTPAHCMHCHA.

In vitro npoylmal-mﬂ [TOKa3BAaT, Ue levetiracetam Bp3gelcTea BEPXY HAMHpAIIWTE C¢ B HEBPOHHTE
HuBa Ha Ca’!, upes yacTHuHO MHXMOHpaHe Ha NPEMHHABAHETO HA KalllWeBHTS HOHHM mpes TaKa
Hape4CHHTE N-type KaNIHEBH KaHAIYeTa, KaKTo H upe3 peaylupaHe O0CBOGOXAAaBaHETO Ha Ca®
OT MHTPaHEBPOHAIHHTE Jiena. B JONMBIHEHNe Ha TOBA, TOH YaCTHYHO BB3CTAHOBABA NOHMIKEHHS
npiToK mpes GABA- H TAMUMHOBHTE PEHENTOPH, HHAYLMpaH OT LuHka W  [B-kapGonuHuTe.
OcBeH TOBA, B #H BHTpO HpOyuBaBudA, levetiracetam e nokasan CBBEP3BAHE CBC cneumimqﬂn




Mexypuerata M HEBPOTpaHCMHTEpHATa ex3ouHTo3a. Levetiracetam # HerosHTe aHanO3H
NOKa3BaT sBeH aMHHUTET KbM CBBLP3BaHE C HAMHPAIMg ce B CHHANTHYHHTE MEeXypyeTa NpoTeHH
2A, KOETO OT CBOA CTpaHa KOpeiaHpa C TAXHATA AHTHENMACITHYHA aKTHBHOCT {(MOLI) NpH
ayluoreHHM MOJEIM Ha enuiencHa npu MHKH. Tes3nw pesynTatu IpeAnojarar, ue
B3auMoaeiicTBHETO Mexy levetiracetam 1 HaMHpailus ce B CHHaITHYHHUTE MEXYpUeTa NPOTEHH
2A, %BHO IOANIOMAara aHTHETTMNENTHYHHS MEXaHH3bM Ha AeHCTRHE Ha AGKAPCTREHHS IIPOEYKT.

dapmakofsIHAMHYHE edlekTH

Levetiracetam TpeAnassa or NaplBajiH{ U NEPBHYHO refepaliu3HpaHy NpHOaLbLH NPH HIHPOK
KPBI' )XMBOTUHCKH Mojen# Ge3 Aa HMa Npo-KOHBYJCHBeH epekT. IIbpBuuyHus MeTalomut €
HeaxrupeH. [lpm xopa akTWBHOCTTA NO OTHOWIEHHE KAKTO HA [IAPUMaNHUTE Taka U Ha
reHepani3upaHuTe CIMNENTHYHH CHCTOAHHA (emuaerntidopMen/QOTONAPOKCHIMANIEH OTroBOp)
NOTBBPKAABA IWHPOKHA NPEAKAHHAYEH (PapMaKOIOTHYeH CHEKTED.

5.2. dDapMaKORHHAETHIHH CBOHCTRA

Levetiracetam 1mMa BHCOKa CTeNeH HA Pa3TBOPHMOCT ¥ pasnpencneHne. GapMakOKHHETHUHHSAT
My Npodyis € JIMHEeeH ¢ HUCKA MHTpauHAHBUAYaAHa ¥ HHTepHHANBHAYaiHa Bapuabuntoct, Hama
HpOMgHA B KMHDBHCR CHeZ MHOTOKpaTHO npuiaokeHne. HaMa JawHd 32 ChIMECTBEHa
BapHaGHAHOCT 1O OTHOLIEHHE HAa TONa, pacara ¥ UHpKaiHuA puTbM. DapMaKOKHHETHYHUS
npodu e cpaBHUM TIPH 34paBu 10OPOBOMLM U ALHEHTH C eMUIIETCHS.

Tlopagu mohHata W nuHeiiHa alcopOlLiyst, nNNasMeHHTe HUBA MOrar fga 6bjgaT OpPEe/(BHACHH B
3aBHCHMOCT OT OpaliHaTa Jjo3a levetiracetam npogseny karo mg'kg Tenecua maca. ETo sampo He €
HeoDXOMHMO MOHHTOPHPAHE HA Na3MEHHTE HHEBa Ha levetiracetam.

YeraHoBeHa € 3HAYMTENHA Kopejauus MexAy CAIOHYeHaTa H IUIa3MEHa KOHLEHTPauMs IpH
BE3PAacTHY H Jeua (CROTHOLIEHHETO CNEOHKA/MIa3Ma Mo OTHOIISHYE HA KOHUEGHTPALMATa BAapHpa
ot 1 no 1.6 npu nepopanuara TabnerHa (hopma, 4 Haca cies nepopaHEA PasTBOR).

Bo3pacray 1 1oHOIN

AbcopOing

Levetitacetam ce aGcopbupa OBp30 ciefl opajiHo HpuliokeHHe, AOCOMOTHAaTa opaiHa
Guonanuunoct € Gmuska go 100%. IMukoBH nnazmenH xouueHTpauud (Cmax) ce mocrurar 1,3
yaca cnesl npuema. Steady-state ce nocrura cnell  JiBa JAHM NpH CXEMa Ha NpHEMaHe 2 IBTH
neesHo. [TuxoBuTe KoHmentpauuu (Cmax) ca 31 pg/ml cnepy emuruusa nosa 1,000 mg u
crOTBETHO 43 pg/ml cnien MHOTOKpaTHO npuaarane Ha 1,000 mg Apa msTH AHEBHO.

Crenenra na abcopOuus He € A0O30BO 3aBHCHMA H HE Ce BITHsE OT XpaHaTa.

Pasnpenesnenue

HsivMa ganHu 32 THKAHHOTO pasNpeAeneHte npH Xopa.

HuTto levetiracetam, HHTO HEerOBHA MBPBHYEH METAGONHT ce CEBP3BAT B 3HAYMTENHA CTeMeH C
nnasmennTe npoteHnu (< 10%). OBema Ha pasnpeneneHne Ha levetiracetam e MpuOAK3UTENHO
0.5 no 0.7 I/kg, xoeto e 6nmzo o obliHs BojeH 0GeM Ha OpraHu3Ma.




Brorpauchopmanus

Tpu xopa Levetitacetam He ce MeTabonuzupa B ronama crened. ['AaBHHSA NBT Ha MeTabOJUIBM
(24% oT mosara) € eH3MMHA XWAPOJH3a Ha alleraMupHara rpyna. OOpasyBaHETO HA MBPBUYHHSA
Merabonur ucb LO57 me ce moxmoMmara or vepHoapoOuute nutoxpom P450 uzodopmu.
Xupponuzara Ha aNECTaMHJHATA IPYNa € YCTAHOBEHA B ToisM OpoH ThKaHM BKJIOUHTEHO
KpbBHE Kierki. Metabonutst ucb LO57 e hapMakonorHiHO HeaKTHBEH.

YcraHOBeHM ¢a CBIIO MW JBa BTOpOCTeneHHM MetabonwTa. EnMHMsT ce mnonydasa OF
xunpokcunupanero(1.6% oT [Josara), a ApyrusT ot orBapsHeto (0.9% ot posara) Ha
NMPONHACHOBUS HpbeTeH. OcTaHaliiTe HeMJIEHTH(UHUPAHK KOMIOHEHTH ca camo 0.6% ot
Jo3ara.

In vivo He e yCTaHOBEHa BHTpElUHA KOHBEPCHA HA EHAHTHOMEpHTE KakTo Ha levetiracetam,
TaKa ¥ HA HeroBUA NBPBHYEH METAbONHUT.

In vitro levetiracetam H HErOBHsS MBPBHYEH MeTa0ONHT HE HHXuOHpaT H30QOPMHTE HA FNABHUA
yOoBEIUKH yepHoApobeH komieke muToxpoM P450 (CYP3A4, 2A6, 2C8/9/10, 2C19, 2D6, 2E1
n 1A2), rmokopoHuk TpaHcdepazara (UGT1+6, UGT1*1 u UGT [pl6.2]) u enokcup
XHJAPOKCHIa3HaTa aKTHBHOCT. B JlombnHeHHe levetiracetam He BB3felcTBa in Vitro  BBPXY
MOKOPOHKUPAHETO Ha BANMPOEBATA KHCENHHA.

Brpxy Kyntyps OT UYOBEIIKH XemaTonuute levetiracetamm He BOAM [0 €H3MMHA HHAYKOHA.
Crnenosatenno s3auMopeiicTeue Ha Keppra ¢ Apyra cy6eraniyin uav obpaTHO He c€ O4aKBa.

Enumunupate

ITnasMeHOTO BpeMe Ha eIMMHHALMOHHEH NOMYKUBOT IPH Bh3PacTHH € 7x] yaca W He Bapupa B
3aBUCMMOCT OT 03474, BT ¥ MHOrOKpaTHuS ipreM. Cpeanus obiy Tedecen xmMpbHe ¢ 0.96
ml/min/kg.

I'iaBHUAT NbT Ha €THMUHUPAHE € Ype3 ypuHaTa # pb3musa Ha 95% oT acsata (NpHOIM3UTENHO
93% ot npueTara 8032 ce OTACNST B paMKUTE Ha 48 vaca). OTACNAHETO Ype3 H3NPaXKHEHUATA €
camo 0.3% or fozara.

OrxensHeTo Ha KyMylMpaHus B ypuuara levetiracetam M HeroBHA WbpBHYEH Merabomut €
CROTBETHO 66% 1 24% npe3 mepsute 48 uaca.

Penanuust knuprHe Ha levetiracetam 1 uch L057 e cxorseTHo 0.6 4 4.2 ml/min/kg # noxa3sa, ue
levetiracetam ce oTmens upes rioMepynHa QunTpawss ¢ nocneAsata TyOynna peabcopbuus, a
IILPBHYHHA MeTaGONMUT CHINO ce OTAeNs upes TyOyjiHa CeKpelus B JONbIHCHUE Ha TMOMepYHaTa
(huATpaLHs.

Orpnenauero Ha levetiracetam Kopennpa ¢ KpeaTHHHHOBHA KIMP&HC.

[ManuesTH B HANPEAHANA BR3PACT

TlpM NalKeHTH B HANpPEAHANa Bb3PACT BPEMETO Ha NCJYeTHMHUHAPAHE € YBEHUEHO ¢ okono 40%
(10 1o 11 uaca). ToBa € cBLp3aHO ¢ HamansBate Ha OpOpedHaTa QyHKLUHA GPH Ta3H NONYyJanus
(Bux T. 4.2).




Hena (4 no 12 ropunn)

Cneg npueMaHe Ha efuHu4Ha Aoza (20 mg/kg) ot metia ¢ enunencus (6-12 rojuHn), BpeMero Ha
HONyHBOT Ha levetiracetam ¢ 6.0 waca, O0muUAT amepeHTeH TERECEH KIMPBHC, alanTHpaH
KBbM TErNOTO, € npubnuzutento ¢ 30% no-BHCOK OT TO3W Ha BB3PACTHH C ENHICNCHL.

Cnea MHOTOKPATHO nepopanHo npunoxenue (20 go 60mg/kg/aHesro) npH fena ¢ enunencus (4-
12 roaunn)}, levetiracetam ce abcoptupa Opp30. IIMKOBH Nia3Meny KOHHEHTpAUMY CE AOCTHIaT
0.5 no 1 gac cnen npuema. HaGmopasano € mixeiHO ¥ NponopLHOHAIHO Ha AO3aT4 NOBHIABAHE
33 NHKOBHTE IUIA3MEHH KOHIEHTPALMK H IJIOLITA O KpHBaTa. ENHMUHALMOHHUAT NOMYXHBOT €
oKkono 5 yaca. OTyeTeHUAT TeneceH knupeHe € 1.1 mi/min/kg.

Kwpmauera u nena (ot 1 mMecen 5o 4 TOAKHE)

Crnen npuaoxeHHeTo Ha epunuyxa fAoza (20mg/kg) 10% nepopanen pasTeop IpH feua <
eminencus (or 1 Meceny mo 4 roauuu), levetiracetam ce aGcopbupa OBp20, KaTO NHKOBH
mIa3MeHy KOHHEHTpalHM ce JOocTHrar 1 yac cnepl Npuema. DapMakOKHHETHYHHTE DE3YNTATH
NOKa3Bat, Ye eINMHHAHUOHHHUAT MONYXHBOT € NMo-KpaTek (5.3 yaca), B CpaBHEHHE ¢ TO3H IIpH
Bb3pacTHY (7.2 4aca), a ABHUAT TeJeceH KIHpBHC € mo-Op3 (1.5 mimin‘kg), B cpaBHEHHE C
T03M npH Be3pacThH (0.96 ml/min/kg).

H3naragero Ha AeHCTBHETO Ha OcHOBHHAT MmeraGonut, ucbh L0537 e no-Hucko OT TOBa NpH
BB3PACTHH.

BErbpeyHo yBpesknaHe

OfmwusaT anepeHTeH TeleceH KIMPBHC Ha levetiracetam W HEroBHWS NbpBHYEH MeTAOOAHT
KOpEnvpa ¢ KpeaTHHHHOBH: KIHPEHC. ETo 3amo ce npenopbyBa KOpeKIMaA Ha MOIAEPXKAIIATA
AHeBHa nos3a Ha Keppra Ha 0azara Ha KpeaTHHHHOBHS KIMPBHC NPH NALHEHTH C YMEPEeHO X0
TexKo 6bOpeuHo yBpexnane (BHK T. 4.2).

Tlpi maumentTH B KpaeH cragud Ha ObOpeuHO YBpeXndaHe ¢ aHYpH#A, eIHMHHALHOHHHI
THIOIYXHBOT € npubnusnTenHo 25 u 3.1 uaca COTBETHO NPE3 HHTEP- H HHTPafHaNE3HUS TepHOA.
ITo BpeMe Ha ofuyaiiHaTa 4-pH YacoBa JUany3Ha HpoLesypa ce OTReRAT 51% ot levetiracetam.

YepruonpobdHo ypexcaate

IMps nainueHTH ¢ JIEKO J0 yMepeHo uepHoApobHO yBpexclaHe He ce Habnojapa 3HauMTENnHa
NpOMAHA B KiupbHCAa Ha levetiracetam. Ilpu mOBeueTo HALMEHTH C TEXKO YePHOLPOGHO
yBpexnane KIMpbHCa Ha levetiracetam e namaned ¢ nopeve oTf 50% mopajn CBIOBTCTEAILO
GuOpeuno yepexcnate (B T. 4.2).

5.3. llpearnHHENYHE JAHHH 32 6e3onacHoCT

TIpeniMHKYHKETE AaHHM 3a OesomacHocT Ha Ga3aTa Ha OOIIOMPHETHTE HM3CISABAHMA BBRPXY
(apMaKoNOTHATA, TEHOTOKCHYHOCTTA H KaHIIEPOTEHHOCTTa, He TTOKa3BaT M3BBHPSACH PHCK TIPH
4OBEKa.

Bohiipexu NHNCATA HA JOKA3ATENCTBA 32 KaHIIEPOTEHHOCT, NIOTEHIHANHATa KaH
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Ouna HanBIHO OLCHCHA NOpaxy HAKOH HENOCTATERLH NPH NPOBSKAAHE HA NMPOYYBAHHATA.

Hexenann AeKapcTBeHH peakiuH, KOWTO HE ca HaOlloAaBaHM 1O BpeMe Ha KAMHHYHHTE
NpOy4YBaHH, HO YCTAHOBEHH IIpH IITbXOBE M B NHO-MAlka CTENEH NpH MHLIKH, NpH HHBa Ha
Nprjarase HOZOOHH Ha Te3W TpPH YOBEKa M C BAXHO KIHHMYHO 3HAYCHHE Ca HEPHOAPOGHH
NpPOMEHH, TOKasBalld TpH3HALKM Ha afanTHpaHe KaTo HapacTBaHe Ha TErJoTo M
neutpunodynapHa xuneprpodus, MacrHa HHQWITpAUUA H YBejiHyaBaHe Ha 4epHOXpOGHHTE
€H3HMH B IINa3mMa.

B nmpoyusanus BBPXy PeHPOAYKTHBHATA TOKCHYHOC NPH NIbX0Be, levetiracetam BomH A0 HosBa
Ha TOKCHYHOCT (HApacTBaHe Ha CKelleTHH  H3MeHeHWs/MalkH aHOMalHH, 3abaBiHe Ha
PAa3sBHTHETO, YBENEUaBaHe Ha CMbPTHOCTTA NPH MaNKHi KyYeHIida) NpH HHABA Ha NPUIIAraHe CXOXHH
WM HO-BHCOKH OT Te3H NpH voBeka. [Ipw 3adiu e HabmopamaH eekr Bbpxy IUloga
(eMOpHOHaNHA CMBPT, YBENHYaBAHE Ha CKENETHWTE AHOMAIMM M  HapacTBaHe Ha
mMandopMaluuTe) npu HalHuHe HA TOKCHYHOCT 3a Malikata. IIpu zaliuuTe HHBATA Ha NIpHIIAraHe,
NIPH KOMTO HE € HaOMoAaBH edeKT ca okono 4 o 5 TbTH OT TE3M [PH YOBEKa.

Heonaranuute M IOBEHHIHH NpOYUBAHHS IIPH XHBOTHH (IABXOBE H KydeTa) HE MOKa3BaT
HexeNaHH eeKTH 110 OTHOINEHHE Ha CTAHAAPTHOTO PasBHTHE HJIH CB3pABAHE NpH no3u no 1800
mg/kg/nueBro, OTroBapmily Ha 30 MBTH NO-BUCOKH OT MAaKCHMAaNHHTE NPENOPBYHTEIHH JFO3H
HpH HOBEKA,

6. @apmaneBTHYHE JAHHK
6.1 CuHCBHE HA IIOMOLUHHTE BellleCTBa H TEXHITE KOJHECTEa
CrpuesuHa:
Sodium croscarmellosa
Macrogol 6000
colloidal anhydrous silica
magnesium stearate
®ummvoso noxputne Opadry 85F18422:
Polyvinyl alcohol-part.hydrolyzed
titanium dioxide (E 171)
macrogaol 3350
talc
6.2. DH3NKO-XHMHYHII HECHEBMECTHMOCTH
Hsama nannm.
6.3. Cpok Ha FoAHOCT
3 rogusl

6.4. CnenuajHH YCIOBHSA Ha ChXPaHeHue

He ce H3MCKBAT CHEUHANHY YCIOBHS HA ChXPaHeHHe.




il

6.5, [IaHHA 33 ONAKOBKATa

Keppra 1000 mg dunm-TablieTKH ¢a ONaKoBaH# B aryMuHHEeBO/PVC OnHCTepH, MOCTaReHH B
KapTOHEHH KyTHH, ceappikaiy 30 u 60 dunM-Tabnerki.

6.6. IlpenoprKkA npH ynoTpeda

HsMa cnenpaiii npenopeiy.

7. Ame #1 appec HA NPATERATENS B2 PA3pelIEHAETO 32 YIOTpeda
UCB S.A.

Allee de la Recherche, 60

B-1070 Bruxelles

Belgium

8. Pericrpamuonen HoMep

Ne 20020487/14.06.02

¢. lata Ba nLpBo paspemaBsane 3a ynorpeda Ha AeKAPCTBEHHS NMPOAYKT
14.06.2002

10. Jara Ha (uacTHYHA) AKTya/IH3alHA HA TEKCTA

13.09.20035




