KPATKA XAPAKTEPHUCTHUKA HA ITPOJAYKTA

1. IME HA JIEKAPCTBEHMUS TIPOAYKT

Jleserupaneram CTAJIA Apuneiimuren S00 mg ¢puamupanu TabnerTku
Jlesetupaueram CTAJIA Apuneiimuren 1000 mg punmupanu TabneTku

[evetiracetam STADA Arzneimittel 500 mg film-coated tablets
Levetiracetam STADA Arzneimittel 1000 mg film-coated tablets

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

JleseTrupaneram CTAJIA Apuneiimures S00 mg puiamupanu TadJeTKH
Beska punmupana tabnetka cbabpika S00 mg nepetupaueraM (levetiracetam).

Jleserupaneram CTAJIA Apuneiimuten 1000 mg puamupann tadieTkH
Besika punmupana Tabnerka cvabpika 1000 mg nesetupaueram (levetiracetam).
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Jleerupaneram CTAJIA Apuneiimures 500 mg ca ) bJITH, €JIMIICOBH/IHH, IBOHHOU3ITbKHAIIN
dunmupanu TabneTku ¢ AeMTe/IHA YepTa OT eAHaTa cTpaHa U pasmepu 16,5 mm x 7,7 mm. Tabnerkara

MOKe J1a ObJ1e pa3/ie/ieHa Ha 1BE PaBHU J103H.

dunamupaHu TabdIeTKH

Jleerupaneram CTAJIA Apuneiimuren 1000 mg ca O6esiu, eJIMIICOBUIHU, IBOMHOU3ITbKHAIIN
dunmupanu TabaeTku ¢ AeaUTEe/IHA YepTa OT €iHaTa cTpaHa, ¢ pasmepu 19,2 mm x 10,2 mm.
JlenuTenHara yepra € caMo 3a yJI€CHSIBAHE Ha CHYINBAHETO 34 IMO-JI€CHO MNperiibliaHe, a He 3a J1a pa3aesis
TabyieTkara Ha JIB€ paBHH J103H.

4. KIMHUYHU TAHHHA

4.1 TepaneBTHYHH NOKA3AHHUHA

Jlesetupaueram CTA/IA ApuHendmuTen € nokasaH Kato MOHOTEparivs Mpu JIeYeHUE Ha napLuaaiHu
NPUCTBIH C WK O€3 BTOPUYHA FreHepasiv3alus Mpy Bb3PaCTHH NMALMEHTH U IOHOLIK Haa | 6-rojuiHa
Bb3PacT C HOBOJAMArHOCTHLIMPAHA EITUJICTICHSI.

Jlesetupaneram CTAJIA ApuHEHUMHTEN € 1MOKa3aH KaTo /10ITbJIBALLO JICYEHHE:
® [IpH NapLMHAJIHK MPUCTBITHA ¢ WK 0€3 BTOPUYHA IreHepaiu3aLivs MpHU Bb3paCTHH, FOHOLIH, Jela H
HOBOPOJIEHH Ha/l | -MeceyHa Bb3pacT C enuierncus.
®  [pH MHOKJIOHHYHH NPHUCTHIH NPH BB3PACTHU W IOHOLLIM HaJl 12-roLIHa BB3pacT C 10
MUOKJIOHUYHA EITHIIENCHA.
® [IpH MBPBHYHO I'EHEPATIU3UPAHU TOHHYHO-KJIOHUYHHU MPUCTBITH MPH Bb3PacTHH
rOJIMIIHA BB3PACT C MAMOIATHYHA MeHEepaIM3UpaHa ernujierncus.
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4.2 lo3apoBKa B HAYHH HA NPHJIOKEHHE

Ho3upoBka

Mownomepanus npu evzpacmuu u onowu ao 16-eo0uwuna ev3pacm

[IpenopbuKTenHaTa HauanHa A03a € 250 mg aBa mbTH JHEBHO, KOSITO CJIE] ABE CEAMHLH 1A Ce
MOBHILK Ha MbPBOHAYaATHA TepaneBTH4Ha Ao3a oT 500 mg nBa mbTH AHEBHO. Cel TOBa 403aTa MOXeE
1a ce nopuwiasa ¢ no 250 mg ABa MbTH AHEBHO H& BCEKH JABE CEAMHLM B 3aBUCHUMOCT OT KITHHUYHUS
otrosop. Makcumanuara aoza e 1 500 mg asa nbTH AHERHO.

Honwaeaujo nevenue npu ev3pacmuu (2> 18 2oounu) u onowu (12-17 200unu) ¢ mezno 50 kg wru
nogeve |
Hauanxara TepanesTHuHa fo3a € 500 mg aBa nbTH AHeBHO. TasH 103a Moxce 1a Obje 3anouHara oT
MbPBHA J€H HA JIEHEHUETO.

B 3aBMCHMOCT OT KIIMHHYHUSA OTTOBOP M MOHOCMMOCT JHEBHATA 1033 MOXKe Aa ce yseaunun ao | 500
mg ABa MbTH AHeBHO. IIpoMsiHa B 03aTa, CRbp3aHa ¢ yBeJIHYaBaHe WIH HaMalsABaHE, MOXKE 13 C€
W3BBLPIIBA HA BceKH 2 1o 4 ceamuu ¢ 500 mg aBa mMbTH AHEBHO.

CniMpaHe Ha JICYEHHETO
Axo TpsabBa J1a ce Cnpe JISUEHHETO C JIEBETHpAaLIETaM, NPENopbYBa Ce TOBA Ja CTaBa MOCTENEHHO

(HanpuMep Npy BLE3PACTHH W KOHOH ¢ Teryio Haa 50 Kg: nozara ce Hamanasa ¢ Y00 mg aBa NbTH AHEBHO
Ha BCEKM [IBE /0 YETHPH CEIMHUIIM; TPH KbpMaueTa Haj 6 Meceua, Aeua u HoHM ¢ Terno nox 50 kg:
HaManfBaHETO Ha [03ara He TpsadBa aa npesvwasa 10 mg/kg ABa MbTH ZHEBHO HA BCEKH ABE CEAMHLM;
npy kbpMadeta (Mo 6 MeceLia): HaMansiBaHETO Ha o03aTa He TpaOBa Aa HaaBMLlLaBa 7 mg/Kg ABa NbTH
AHEBHO Ha BCEKH JBE CEAMULIM).

CneumanHy nomynaiuy

Cmapuecka évapacm (65 200uHu U NO-8b3PACMHU)

[Mpenopbysa ce aganTHpaHe Ha 103aTa MPH NALMEHTHU B CTApYeCcKa Bb3pacT ¢ HapylieHa 0n0peyna
GyHKUHA (BX. no-goay “Tlaupentu ¢ 660peuHo yBpexaaHe™).

bvbpeuno yspeosicoane
JIseBHaTa 103a TpaOBa Aa ce HHAWBMAYANU3Upa B 3aBUCUMOCT OT OBOpeyHaTa QyHKUMA.

[Tpy BB3PaCTHH MALIMEHTH M3MOA3BATE NpUIokKeHaTa no-aoty Tabulia 3a ananTHpaHe Ha fos3ata. 3a
npuiaraHe Ha Ta3u Tabnuua e HeobXoAMMO Ja C€ 3Hae KpeaTHHHUHOBHUSA KIHMPbHC HA NaLHEeHTa,

uzpaseH B ml/min (CLcr). Ilpu Bbp3pactau u roHowM ¢ tersio Haa S0 kg CLer 8 ml/min Moxe aa ce
orpe/ieny OT cepyMHHs kpeaTHHUH (mg/dl) upes cneanara Gopmyna:

[140-pb3pacTTa (rogunn)] x terno (kg)
CLecr (ml/min) = ————mmmmmemm e (x 0,85 npu xkeHn)

72 X cepymeH kpeatiHuH (mg/dl)

Karo CLcr ce aganTupa cnpaMo TenecHaTa nopbpXHOCT (BSA) kakrTo cnensa:




CLcr (ml/min)

ClLer (ml/min/1,73 m?) = ——rmmmmmmemm oo x 1,73

BSA nauueHdT (m?)

AJanTHpaHe Ha A03aTa NPU Bb3PACTHH M IOHOWM ¢ Terao Haa 50 kg ¢ Hapymena 6u6peuta QyHKLMA:

['pyna KpeaTUHMHOB KIIHPBHC Jo03a 1 yecToTa Ha mpuUnarane
(ml/min/1,73 m?)

HopmanHa > 80 500 oo 1 500 mg aBa msTH AHEBHO
Jlexa 50-79 500 no 1 000 mg aBa NBTH AHEBHO
YmMepena 30-49 250 no 750 mg ABa NbTHU AHEBHO
Texka <30 250 po 500 mg asa NbTH AHEBHO

[laupedTH B KpacH

cTaqui .

Ha ObpOpeyHa HEAOCTATBYHOCT | 500 no 1000 mg BeaH®BX AHEBHO (2)
Ha auanmnia (1) -

(1) [pe3 nupBUA AeH Ha JIEYEHUETO CE NPENnOPbLYBA HATOBapBaila J03a ot 750 mg neBeTHpaLeTaM.
(2) Cnen nuanusa ce npenopbuBa AombAHUTENHA A03a oT 250 no 500 mg.

[Ipu neua ¢ 6u0peuHn yBpexxaaHua, 103aTa JieBeTApaLeTaM TpAOBa Aa ce ajantupa Bb3 OCHOB2 Ha
ObOpeuHara GyHKIHA, Thil KATO KIMPBHCHT Ha JICBETUPALIETaM € CBbp3aH ¢ ObOpeyHaTa PyHKIHA.

[TpenopbKaTa ce OCHOBaBa Ha NpOyHBaHe NPH Bb3PACTHHU ¢ OBOpeUHH yBpexaaHHsl.
CLcr B ml/min/1,73 m2 € Bp3MOXKHO A3 C€ ONpPeAesiv OT U3HUCAIBAHETO HA CEPYMHHUS KPEAaTHHUH

(mg/dl) 3a mo-mMank# KOHOLLH, JIella ¥ HOBOPOAEHH C MOMOLLTA Ha caeaHara gopmyna ((popmyna Ha
Schwartz):

BucouuHa (cm) x ks

CLer (ml/min/ 1,73 m2) = commm e

CepyMeH kpeaTHuH (mg/dl)

ks= 0,45 npu kbpmaudeTa a0 i-roauinHa eb3pact; ks= 0,55 npu neua noa 13 roauuu v neBoiky; ks=
0,7 nNpy IOHOUWH OT MBIKKH TTON.

AJlanTHpaHe Ha A03aTa NPH HOBOPOAEHMU, Aela v oHoWH ¢ Terno noa 50 kg ¢ yspexxaane Ha
OBOpeuHaTa PyHKLUSA:




JBa MbTH JHEBHO

'pyna KpeaTHHHHOB KAMPBHC Ho3a v yectoTa Ha go3UpaHe
(ml/min/1,73m2)
KvpMmaueraor 1 10 6 Kbpmauera ot 6 no 23
Mecela Mecela, AeLa U KOHOLUH
C
terno nog 50 kg
Hopmanna > 80 7 no 21 mg/kg 10 no 30 mg/kg
(0,07 no 0,21 ml/kg) (0,10 no 0,30 ml/kg)
ABa MbTH IHEBHO [1Ba MbTH AHEBHO
Jleka 50-79 7 no 14 mg/kg 10 no 20 mg/kg
(0,07 mo 0,14 ml/kg) (0,10 no 0,20 ml/kg)
ABa MbTH JHEBHO
ABA METH OHEBHO
YmMepeHa 30-49 3,5 no 10.5 mg/kg 5 no 15 mg/kg
(0,035 00 0,105 ml/’kg) | (0,05 no 0,15 ml/kg)
JIBa ABTH IIBa TbTH AHEBHO
NHEBHO
Texka <30 3,5 no 7 mg/kg 5 no 10 mg/kg
(0,035 no 0,07 mli/kg) | (0,05 no 0,10 ml/kg)

ABa MBbTHA AHCBHO

[TauneHTH B KpaeH
craauit Ha ObOpeyuHa
HEAOCTATLYHOCT,
NpoBeKIaLlH
auanuisa

7 1o 14 mg/kg
(0,07 no 0,14 ml/kg)

BeJHBXK AHEBHO (2).(4)

10 no 20 mg/kg
(0,10 oo 0,20 ml/kg)

BeAHBX AHEBHO (3) (5)

(1) MNMepopanen pazTeop TpAGBa Aa ce U3NON3Ba NPH 103U NoA 125 mg, KOWTO HE ca KpaTHH Ha 125 mg,
KOTraTo MpenopbuBaHaTa 1033 HE MOJXKE Aa ce NOCTHTHE C [IPUEMAHETO Ha HAKONKO Tab/IETKH, KaKTO H MpH

MAUHEHTH, KOUTO HC MOTaT Aa MNpCrjipllarT TADNETKH.

(2) lNpenopbuBa ce HatoBapBaila go3a ot 10,5 mg/kg (0,105 ml/kg) npes nbpBud JeH HA Je4eHHe C

JICBCTHUPALICTaM.

(3) Npenopnusa ce HaTorapeaia Ao3a ot 15 mg/kg (0,15 ml/kg) npe3 nbpBHA ACH Ha JICUEHUE C

JIEBETHUPALICTaM.

(4) Cnen ananusa ce penopbUYBa AOMLIHMTENHA A03a oT 3,5 1o 7 mg/kg (0,035 mo 0,07 ml/kg)
(5) Cnen quanusa ce mpenopbuBa AobiaHUTENHA A03a oT 5 a0 10 mg/kg (0,05 no 0,10 ml/kg)

Yeproopobno yspeocoane

[Mpu nmaumeHTH ¢ JIeKa 10 yMEPEHa CTeNeH Ha HEPHOAPOOHO YBpeK/laHe He Ce Hanara ajanTHpaHe Ha
no3ara. [pu nalmeHTH ¢ TEXKKO HEPHOAPOOHO yBpeKAaHE CTOMHOCTHTE HA KPEaTHHHHOBHSA KITHPBHC

MOraT 4 He JafaT peanHa npeactara 3a ObOpeqHaTa HegocTaTbyHOCT. o Tasu npyuurHa nNpH

nogabpikatlld 1034.




[leaunaTpyuHa nomyaalung
JlekapaT TpaOsa Ja npeAnHLUE HAW-MOAXOAAIIATA IEKapCTBEHA dopMa, KOJSIMYECTBO B ONAKOBKA H

KOJIUHYECTBC HA aKTHBHOTO BCIUECCTBO B A030Ba €AHMHHLA B 3aBHCHMOCT OT TErJ10TO H 4034aTAa.

Tabnetrnata popma He e afanTupana 3a yrorpeda npu aeua noa 6 roquHy. 3a NpeanovYUTaHe e
MEpopaieH pasTBOp MpH Ta3u nomyaauusa. Olie noseye, Ye HATHYHATE KOHUEHTPALMH Ha TaONeTKUTE HE
ca MOAXOAALIM 33 HAYaJHO Je4eHHe NPH Jeua, ¢ Terno nog 25 kg, NpH nauUeHTH, HecnocobHH aa
nperabpwaT TabJeTKUTe WK 3a npuiarade Ha ao3u nog 125 mg (nosioBuHaTa Ha Tabnerka ot 250 mg).
BB BCHUKH Te3M ciiydad 1padBa aa ce U3rnos3Ba nepopajieH pasTBop.

Monomepanun
BesonacHoctTa M edekTHBHOCTTA Ha JleBeTupaueram CTAJIA ApuneiMHTEN NpH Aeua W FOHOLLK noA 16

rOAUWHH KaTo MOHOTEpANnAg HE € YCTAHOBCHA.
Hsama HanuvHK AaHHH.

Jonvasauo neyenue npu KepmMadema Ha ev3pacm om 6 oo 23 meceya, oeya (2-11 200unu) U 1oHOWY

(12-17 200unu) ¢ meano noo 50 kg |
[IpenopbuBa ce NepopasieH pa3TBOp KaTo JiekapcTBeHa popma MpH KbpMaueTa | Jeua nod 6 roanHu.

[Ipu mena Ha v Haa 6 roAMHY, NiepopalleH pa3TBOp TpadBa Aa ce W3MOA3Ba NpH J03W noa 125 mg, npu
1034, KOHUTO HE ¢a KpaTHH Ha 125 mg, koraro npenopruBaHaTa 4033 HE MOXKe J1a C€ MOCTUIHE ¢
MPUEMAHETO HA HAKOIKO TabJIETKH, KAKTO U MPH MaUMEHTH, KOUTO HE MOraT a NperabuaT TabneTKH.

Tpsabea na ce uznon3ea Hak-HUCKaTa €peKkTHBHA n03a. HauasiHata 103a npy JAeTe WK KIOHOLIA ¢ TErNo 25
kg TpabBa aa e 250 mg ABa NbTH AHEBHO, KAaTO MaKCUMaiHaTa ao03a € 750 mg ABa MeTH JHEBHO.

Jlo3aTa npu Aeua ¢ terio S0 kg unu noseye e cbluara KakTo NpH Bb3pPacTHH.

Llonvanumenno aevenue npu Kepmaema Ha sv3pacm om 1 0o 6 meceya
[Ipu kbpMaueTa ce npuara nepopaicH pa3TBop.

HauuH Ha npuioxkeHUue

dunmupanHi Tabnerku TpAOBa Aa ce NpUeMAT Mpe3 yCTaTa, NOrAbHIAT € ¢ AOCTATHYHO KOJHUYECTBO
TEYHOCT U MOXKE [1a Ce€ NPHEMAT cbC UK Be3 xpaHa. Ciea nepopanHo NPHIOKEHHE MOXKE [1a Ce YCeTH
rOpUUBHUAT BKYC Ha NeBeTHpalueram. /IHeBHaTa 1032 ce Mpunara Karo ¢e pa3ziens Ha [IBe PaBHH J03H.

4.3 [IpoTHBONOKA3ZAHESA

CBpBXUYYBCTBUTEIIHOCT KbM AaKTHUBHOTO BELUECTBO UM KbM RPYTrH MUPOJHIOHOBH MPOU3BOIHH, HAH
KbM HAKOE OT NOMOLIHHUTE BelllecTBa, U30poeHH B Touka 6.1.

4.4 CnendaaHH NpeaynpexKAeHNA H NpeaANa3HH MEePKH NpH yiiorpeda

buOpeyuHO yBpexaaHe
[Tpunaranero Ha Jleetnpauetam CTAIA ApuHedMuTen NpH NALKMEHTH ¢ OBOPEUHO YBPEXKIAHE HIHCKBA
ananTHpaHe Ha A03ata. [Ipy nauMeHTH ¢ TeXKO HapyLUeHHe Ha YepHoApoOHaTa GyHKUKMA CE€ NpenopbYBa

oueHKa Ha 6b0peuHaTa yHKUHA Npeau onpeaensaHe Ha a03arta (BXK. Touka 4.2).

Octpa 6B0peyHa HeAOCTATBYHOCT
Muoro paako ynorpebara Ha JIEBETUpALIETAM e CBbP3Ba ¢ ocTpa ObOpeuHa HeaoCTaTDb
BPEMETO 32 HEMHOTO Bb3HUKBAHE BAPHPa OT HAKOJIKO JHU 10 HAKOJIKO MEcCela.




KpbBHa kapTHHa
[Tpu npunaraHeTo Ha JeBeTHpaLieTaM, OOMKHOBEHO MPH 3aMo4YBaHe Ha JNe4eHUETO, Ca OTUCaHH peaKH

cjy4an Ha HaManeH Opoi KpbBHH KIIETKH (HEYTPOMNEHHUS, arpaHyoLnTO3a, JICBKOTICHHA,
TPOMOOLIMTONEHUA U NaHuMTONEHHUA). [Ib/iHaTa KpbBHA KAPTHHA C€ NMPENOPBLYBA MPH NALMEHTH C
M3pa3eHa ¢1abocT, MUpeKcUs, PEUMAMBHpALUY HHPEKUHA HIIH KOaryallHOHHK HapyLIeHHs (Tovka 4.8).

CamoybuiicTBo

[Ipy nauueHTH, NeKyBaHH ¢ aHTHEIMWIENTHYHH JIEKAPCTBA ( BKIIOUHTEIHO IEBETUPALIETaM) ca
cbOOLIABAHH CAMOYOHICTBO, ONUT 32 CaMOyOHICTBO, CyHLIMAHA HAcaLUa W noBefienHe. MeTa ananus
HA PAHAOMM3HpaHH, Mauedbo KOHTPOIMPAHH H3MUTBAHHUA HA AHTHETIHIICTITHYHH NIEKAPCTBEHH |
MPOAYKTH NMOKa3Ba MAIbK, HO NOBHLIEH PUCK OT MOsABA HA CYULIMAHH MHCIIH H NOBEICHHE.
MexaHH3MBT Ha TO3H PUCK HE € U3BECTEH.

3aToBa naMeHTUTE TPAOBaA Ja ObAaT NpocnenaBaHH 3a NPH3HALIK Ha AETIPECH W/WIH CYHUHIHA
niealus | nopeaeHue 1 TpAOBa Aa ce npeanpuemMe cLOTBETHOTO JieucHHe. [laumenTure (M XoparTa,
KOMTO C€ I'pIDKAT 3a TAX) TpaOBa 1a 0b4aT MOCHBETBAHHM 14 [IOTHPCAT JICKAPCKH CHBET, B CIYUaH, Ye ce
MOABAT MPU3HALUY HA ACMPeCHA W/ UM CYULIMAHA UACaUMa WIH NOBEACHHE.

AOGHOPMHO M arpecHBHO MOBEAECHHE

JleBeTHpalleTaM MOXKE 1a NPUUUHH NICHXOTHUYHHU CUMITTOMH U NOBEACHYECKH aHOMAJTHH,
BKJTIOUMTE/IHO Pa3ipa3HUTEHOCT M arpecuBHOCT. [lauMeHTHTE, NEKyBaHH C JIEBETHpALIETaM,
TpabBa Aa 6baaT HabmoaaBaHK 3a pa3BUTHE HA NICHXHATPHYHH NPOABH, HACOYBALUH KBM
CHLIECTBEHH NPOMEHH B HACTPOSHHETO H/HUITH JIMYHOCTTa. AKO ce 3a0enexaT TaKupa
noBeaeHU, TpAOBa Aa ce OOMUCINA KOPUTMPAHE HIIU MOCTENEHHO NPEYyCTAHOBSABAHE HA
JIEYeHHETO. AKO Ce B3eMe pellieHUE 3a NPEYCTAHOBABAHE, MOTIA BHXKTE TOUKa 4.2.

[leanaTpuyna nonyianus

Tabnetnata hopMa He € MOIXOAALIA 33 NPYEMaHE OT HOBOPOJEHHU H Aeua Noj 6-roanHH.

HanuuyHuTe JaHHM NpH Jeua He NMOKa3BaT MOBIUABAHE HA pacTexa v nydepreta. Burpeku toBa He ca
W3BECTHH JBArOTpaiHHTE eEKTH BBPXY COCOOHOCTTA 3a 3ay4aBaHe, HHTE/IEKTA, PacTEXKa,
eHAOKPHHHHUTE QYHKLHH, NyOEPTETa ¥ Bb3NPOU3BOACTBEHHS NOTEHLHAI.

4.5 BiauMoaeHcTBHE ¢ APYTH JIEKAPCTBEHH NPOAYKTH H APYrH QOpMH HA B3aHMOJCHCTBHE

AHTHENMWIENTUYHH JIEKAPCTBEHH MPOAYKTH

JaHHUTE OT KIMHHYHH NPOYYBaHUA NPH BB3PACTHH, npe;m MyCKaHe Ha Na3apa MoKa3sar, 4e
JleBeTHpaLieTaM HE OKa3Ba BJIMAHHE BbPXY CEPYMHHUTE KOHLEHTPALUHH HAa CHLUIECTBYBALLIUTE
AHTHENUJIENTHYHU JIeKapCTBEHK cpeacTBa (PeHUTOUH, KapbaMa3ernuH, BaanpoeBa KHCEIWHA,
deHobapOuTan, NaMOTPUIrHH, radaneHTHH, MPUMUIIOH), KAKTO H 4€ T€3H aHTHENWNENTHYHH JIEKapCTBa He
BJIMSSIT BbPXY (PapMaKOKHHETHKATA Ha JieBETHpaLIETaM.

He cbluecTByBat KaTEropyutHHU JaHHH 3a KIIMHUYHO 3HAYUMH JIEKAPCTBEHU B3aUMOIEHCTBHSA KaKTO
[pH Bb3PACTHM, TaKa U NPU NeAUATPHUYHM MAUUEeHTH, npueMary 10 60 mg/kg/nHerHo
NEBETUPALIETAM.

PetpocnexkTHBHATA OLICHKA HA PAPMAKOKUHETHUHHUTE B3aUMOICHCTBHA TIPH AELIA H IOHOLLH C

enunencHs (4 1o 17 roauHn), NOTBBPXKAABA, Ye AOMBIBALIOTO JIEYEHHE C NEPOPANHO NPHNITOXKEH
NeBETUPALIETaM He MOBJIMABA CTALMOHAPHUTE CEPYMHHU KOHUIEHTPALHH Ha €JHOBPEMEHHO

feKkapcTBeHU npooykTu. He ce Hanara agantupaHe Ha jo3ara.




[1pobeHeumn
YcraHoBeHO e, ye npobereuna (500 mg yeTUpy NbTH AHEBHO), Onokep Ha 6bOpeuHara TyOynHa

CeKpeLHs, HHXWOHPa PEHANTHHA KINPBHC HA NBbPBHYHHS METADOJINT, HO He U Ha neaempaue’ram
Bunpekn TOBa KOHLIEHTPAUMATA HA TO3H METAa0OJIUT OCTaBa HHUCKA.

MeToTpeKcar |

Cbo0ieHo e, 4e €1HOBPEMEHHOTO NMPHEMAaHE Ha JIEBETHPALETAM W METOTPEKCAT HAMAIABA KITHPbHCA HA
METOTPEKCAT, KOETO BOAH A0 MOBHLUIEHZ KOHIICHTpALHA/3adbpXKaHe Ha METOTPEKCAT B KPBLBTA J0
MOTEHLHANHO TOKCHYHH HUBA. HHBaTa Ha MeTOTpeKcaT M JieBeTHpaLeTaM B KpbBTa TpaOBa aa ce
MPOCAEASBAT BHUMATETHO NPH NALMEHTH, JIEKYBAHH €1HOBPEMEHHO C ABETE JIEKAPCTBA.

[lepopasH¥ KOHTpALENTUBY U APYTH hapMakOKHHETHYHH B3aHMOACHCTBHA
Jlesetupaneram 1000 mg qHeBHO He MOBAUABA (ApMAKOKUHETHKATA HA OPAJITHUTE KOHTPALIENTHBH

(eTUHHIIECTPAAMOI W JIEBOHOPTECTPEN); EHAOKPHHHUTE NapaMeTpH (NYTEUHHU3HPALL XOPMOH H
MpOrecTepoH) He ce npomeHaT. JlepeTupaueram 2000 mg NHEBHO HE NOBAMABA PapMaKOKHHETHKATA
Ha JIMrOKCUH W BapdapuH; npoTpoMOMHOBOTO BpeMe He ce NpoMeHs. EAHOBpEMEHHOTO rpueMaHe ¢
JIUrOKCHH, OPAJTHY KOHTPAUENTHBH W Bap(apuH He NOBNUABA PapMaKOKHHETHKATA Ha
NEBETHPALIETAM.

JlakcaTnBHM .
Mma n3onupanu cho0LIEHHA 33 HAMAJICHHE HA e(PUKACHOCTTA Ha JIEBETHPAUETaM, KOTraTo

OCMOTHYHOTO CnabUTETHO MaKpOroN ce npujara €JHOBPEMEHHO C NEPOPAJIEH JIEBETHPALIETAM.
CnenoBarenHo, MaKkporos He Tpsa0Ba Aa ce NpUeMa npe3 ycTata B NpOAL/DKEHHE Ha €JHH Yac Npean U
€IHH 4ac CheJl fpUeMa Ha NIeBeTUpaLIETaM.

XpaHa 4 ankoxoln

CreneHta Ha abcopO1Ins Ha NeBETHpPALIETAM HE Ce MPOMEHS OT XpaHarta, HO CKOPOCTTa Ha abcopduus e
¢1abo NOHUIKEHA.

Hsma panuM 3a B3aUMOJEHCTBHE HA JIEBETHpALIETAM C aIKOXOJ1.

4.6 ®epTnauTeT, OpeMEHHOCT H KbpMeHe

JKE€HHM ¢ AeTepOAEcH NMOTEHUMAT
Ha xxenn ¢ gereponeH noreHuMan Tpadra aa ce gaBa chBET OT crieuranucT. Jleuenuero ¢ jieBeTHpaueTam

TpsOBa Na ce Npepasriena, KOraTo xeHaTa naaHupa na 3abpeMenee. Kakto npu BCHUKH
aHTHEIHJIENTHYHH JIEKapCcTBa, TpsadBa aa ce n3bsarea BHe3anHO CNHpaHe Ha JICBETHPALIETaM, ThH KaTo
TOBA MOXE /1A ZOBEE 10 [TOABA Ha I'bpPYOBE, KOWTO OHMXa MOTJIM A3a UMAT CepHO3HH MOC/ICAULIM 3a )KEHATA
1 HepoieHoTO aeTe. Tpabsa na ce npeanodere MOHOTEpaANus, KOFATO € Bb3MOMKHO, TbH KaTO JIEHEHHETO ¢
MHOXXECTBO aHTHenuAenTHYHH JekapeTsa (AEJI) Moxe ga € cBbp3aHo ¢ MO-BHCOK PUCK OT BPOAEHH |
MaJipopMaLIHM, OTKOJIKOTO MOHOTEPAIKHATA, B 3aBUCUMOCT OT NPHIAraHUTe aHTHENHJIENITHLH.

bpeMEHHOCT
["onemMuaT Opoit MOCTMAPKETUHIOBH AAHHHU MpH OpeMEHHH XKEHH ¢ €KCTO3ULIUSA Ha JIERETUPALIETAM KaTo
moHoTepanua (Haa 1 800, cpen kouro npu Hap | 500 ekcno3uuMsaTa BL3HHKBA MO BpEME HA TbPBHA
TPHMECTBLP) HE NOKA3BAT YBE/MYABAHE HA PHUCKA OT OCHOBHMTE BpoJeHu Mandopmauun. Hanuunm ca
OrpaHHU4Y€HH JaHHH OTHOCHO HEeBPONOIrHMHOTO Pa3sBUTHE HA €U, C in ufero EKCIO3HLUHA HA MOHOTEPATIHS
¢ JieeeTHpaueTaM. JlanHuTe OT ABe 00CEePBALMOHHU MOMYNALHOHHU NMPOYUYBAHMA 110 PETHCTBP, NPOBEACHH
B MOYTH €JHH U Cbll HabOp OT JaHHHW OT CKAHAWHABCKUTE CTPAHH H BKAoUBaLlLU noseue ot 1 000 neua,
POAEHH OT JKEHH C CMHIETICHA, ¥ C NPEHATATIHA €KCITO3ULHA HA MOHOTEPANUA C JICBETHPALETAM, HE
NMOKA3BaT NOBUILEH PUCK OT PA3CTPOACTBA OT AYTUCTHYHUA CNEKTHP HITH HHTenemya.nH
CpaBHEHME € Aella, POACHH OT XKE€HH C EIHIENCHA, U KOUTO In ulero He ca ¢ eKCNo3HLIM/HY,
AHTUENTHNEITTHYHO ekapcTBO. CpeIHOTO BpeME HA NpOoCiiesIBaHe Ha eLara B rpynai 5&
NeBeTHpaLeTaM € No-KpaTKo, OTKOJKOTO NpH rpynarta Jeua, KOMTO He €A C eKCITO3HL

7




aHTHEMHUIENTHYHO JekapcTeo (Hanp. 4,4 roauHK cripamo 6,8 roguHu B €4HO OT NpOYUBaHUATA).
JleBeTHpalLeTaMm MOXE a CE€ rmpunara rno BpemMe Ha OpeMEeHHOCT, aKo Cliel BHUMATEIHA OLICHKA C€ CUeTe,
ye € KITMHUYHO Heo6XoaruMo. B TakbB cnyuaii ce npenopwuBa HaH-HUCKaT2 ePEeKTUBHA 03a.
DHU3IMONOTHYHHUTE MPOMEHH N0 BpeME Ha OPEMEHHOCTTA MOXKE J1a TOBNHUAAT KOHLICHTPALHATA Ha
nesetrpaueraM. [To Bpeme Ha OpeMeHHOCTTa ce Ha0MOAaBa NOHWKABAHE HA MJIA3MEHHUTE KOHUEHTPaLUH
Ha JieBeTHpaueTaM. [ToHrXaBaHeTO € No-u3paseHo npe3 TpeTus TpUMECThP (10 60% OT H3IXOAHOTO HHEO
rnpeau GpeMeHHOCTTa). 3aTOBa Ha GpeMeHHHTE XKeHHU, NEKYBaHU ¢ IEBeTHpaLeTaM TpabBa 1a ce OCHrypaT
NOAXOAALUH METHLIHHCKH TPHXKH.

KbpMeHe |

JleBeTupaLeTaM ce OTAENA B KbPMaTa, 3aTOBA KbPMEHETO HE € NPENOPHhYHTEHO.

AKo 0b6aue NeYeHHETO ¢ JIEBETHPALIETAM € HANOXKHTENHO B MEPUOAA HA KbPMEHE, CbOTHOLIEHHETO
noJi3a/puck TpadBa Aa 6bae OLUEHEHO NpU OTYKMTaHE HA 3HAYEHUETO Ha KbPMEHETO.

DepTuanrer
He ca OTKpUTH JAHHW 32 BIHAHUETO BLPXY GepTHANTETA MTPH NPOYUBAHUSA BbPXY KHBOTHH (BXK.
Touka 5.3). HaMa KnMHHYHHK JaHHH, NOTEHUHAJIHUA PUCK 33 XOpa HE € H3BECTEH.

4.7 EdexTH BbpXY cCnocoOHOCTTA 32 inodupaHe U paboTa ¢ MAIIHHH

JlepeTHpalieTaM HMa f€KO A0 YMEPEHO Bb3AEeHCTBUE BbPXY CIOCOOHOCTTA 3a WodHpaHe U paboTa ¢
maiinHu. [Topaay Bb3MOXKHA pa3ivuvHa HHAWBHAYATHA YyBCTBHTEIHOCT NPH HAKOH NALMEHTH, B
HAYAN0TO Ha JISYEHHETO HJTM NPH IMOCIEABALL0 YBe/HYaBaHe Ha 103aTa, MOXKE Aa Ce NOSIBHU ChHIUBOCT
MIIH APYTH CUMNTOMM OT CTPaHa Ha lIEHTpanHaTa HepBHa cucTeMa. ETo 3alio ce npenopbyuBa NOBULIEHO
BHUMaHHe NPH NALMEHTH, U3BLPUIBALLM ONpeaeneHH 3aauM, KaTo wodupaHe uiu padbora ¢ MaLLIMHH.
[TauneHTHTE TpaOBa Oa ObJaT NpeaynpeacHN 1a HE M3MOI3BAT KAKBATO U [a € TEXHHUKA WU MalliiHH
NIOKATO HE YCTAHOBAT, Y€ Bb3MOXKHOCTTA UM 3a TOBA HE Ce € NOBAHsIA.

4.8 Hexxenanu NeKapcTBEHR peakuHH

Obobuenue na npoguna na bezonacrocm

Haii-uecTo cLOOIIABAHUTE HEXEIAHU peakLMK ca Ha30(apHHIHT, CBHIIMBOCT, rN1aBobonue, ymMopa H
3aMasHOCT. [1poduUbT HA HEXKENTAHUTE peaKLWH, MPEACTABEHH MI0-10Y, C€ OCHOBABa Ha aHa/IH3a Ha
cOOpHM Mauebo-KOHTPONUPAHH KIMHUYHH U3NUTBAHKUA 33 BCHUKH MPOYYBAHH NOKA3aHHA,
BKJIKOUBALUH 0010 3 416 nauMEHTH, NEKYBAHH C JieBeTHpaleTaM. Te3n NaHHU ca JOMbIIHEHH C
ynotpe0aTa Ha ieBETUPALIECTAM B CbOTBETHHTE OTKPHTH PasIIHPEHH MPOYUYBAHHA, KAKTO H OT
MocTMapkeTHHrosus onuT. [IpoduneT Ha 6e30MacHOCT Ha JIEBETHPALIETaM € KaTo LUI0 NOA0OEH npH
pa3/IHYHUTE BB3PACTOBH rPYNH (BB3PacTHU U NEAHATPHYHH NALMEHTH), KAKTO H B pPAMKHTE Ha
0100PEHUTE HHAMKALHHK CBbP3aHH C EMUIIENCHATA.

TabanueH CNHChK HA HEXENAHUTE JIeKAPCTBEHH peakuru

JlokNnaaBaHUTE HEXENAHH JIEKAPCTBEHH PEaKLMH NPH KIHHUYHH H3NKHTBAaHUA (NPH BB3PaCTHH, FOHOLUM,
fiena ¥ HOBOpOJIeHH HaA | Mecell) WKW OT NOCT-MapKETHHIOB OIMT ¢a U3OPOEHH NO CHCTEMO - OpraHHa
knacudHKaLug ¥ o yectoTa B Tabnuuata no-gony. Yectorata UM € neuHMpaHa, KakTo CleABa: MHOro
yectu (>1/10), uectn (=1/100, < 1/10), Hewectu (=1/1 000, <1/100), peaxn (=1/10 000, <1/1 000} u
muoro peaku (<1/10 000).




MedDRA KareropHu Ha 4ecroTa
Cacremo- MHOro 4ecTH YecTH HeuecTu Peaxu
OpraHeH KJac
Hudekuum HA30(apUHIUT HHPEKIUH
HHpeCTaLHH
Hapywenud Ha TpombouuToneHus, [lanuuTonexus,
KpbBTa U JICBKONEHHUS HEYTPOIEHHUA,
numdHaTa arpaHyJoLHTO3a
CHCTEMA
HapyuieHuns Ha JlekapcTBeHa
peakLus ¢
UMYHHATa €03uHOPUNHUA U
CUCTEMHH
cHUcTEMA CHMITTOMHU
(DRESS)
CBpPbX-
YYBCTBUTENAHOCT
(BKIIKOUHTENHO
AHNMOEAEM H
aHa(pUIIaKCHA)
HapyiueHus Ha AHOPEKCHUSA [ToHukaBaHe Ha XHUTMOHaTpHEMHUA
meTabonrsMa u TENI0TO,
XPAHEHETO MOBULLIABAHE HA
TErJIOTO
[Tcuxuunu Jenpecus, ONUT 3a caMOyOUHCTBO, | U3BBPLUCHO
HapyUIEHHA CYHUMAHA caMoyOuiicTBO,
BpaxaebHoct/ HOCALLHA, NUWYHOCTHU
NCAXOTHUYHO HapyLUEeHHUA,
arpeCUBHOCT, - | pa3CcTPOMCTRO, aObHOpMHO
0€3MoKOHCTBO, | HeobuuaiiHO MUCJICHE, ACTHPHUYM
Oe3chHue, NnoBe/IeHUE,
HEpPBHOCT/ XaNUHHALHH, THAB,
pasipa3HnTen- ChbCTOAHHUE HA
HOCT 00BbpKBaHE, [TAHUYECKA
aTaka, EMOLHMOHAIHA
HecTaOuTHOCT/MIpOMEHU
B HACTPOEHHETO,
TPEBOKHOCT
HapyuieHus Ha COMHONIEHTHOCT, | KOHBYJICHH, aMHEe3HA, HapylLlIEeHHUe X0peoaTeTo3a,
HEepBHaTa Hapylwi€HUE HA Ha NaMeETTa, HapyLICHA
CHOTEMA rjiaBofbonue PaBHOBECHETO, | KOOpAHHaLKA / IHCKHHE3NA,
3aMasiHOCT, aTaKCHA, NapecTe3ms,
feTaprus, HapylLUCHUE Ha
TPEMOop BHUMA3HUCTO




HapyLIEHHE HA

NOXOAKAaTa,
eHuedanonaTus
Hapyuwenns Ha OUTIIONNS, 3aMBIJIEHO
OUMTE 3peHHE
HapyuieHus Ha BEPTHUTO
YXOTO H
nabupuHTa
PecnupatopHy, KALLITHLA
rpbOHHU U
MEAHACTHHANHN
HAPYLLIEHHUS
CromaltiHo- OONKHU B NaHKpeaTuT
YPEBHH KOpEMa, |
AUapus,
HApYLUEHHS AUCTIETNCHA,
MOBpPbLIAHE,
ragcHe
Xenaro- aOHOPMHHU pe3yNTaTH yepHOApoOHa
GunHapHH NMpH QPYHKUHOHAIHU HeJOCTAaTbYHOCT,
HApYLEHHS YepHOAPOOHH TECTOBE | XENATHT
Hapyuienus Ha oOpHB anoneuus, eK3ema, TOKCUYHA
KOXKaTa H cnujacpMansa
MOJIKOXHATa NMPpYpHTYC HEKPOIu13a,
CHHAPOM Ha
TBKaH
Stevens-Johnson,
cpHUTEMA
MYJITHQOPME

HapyuieHus Ha
MYCKYJIHO-
CKENETHATa
CHCTEMA H
ChEAUHUTETHATA
THbKaH

MYCKYJIHa cnadocr,

MHAJI[HUA

PabxoMHonu3za U
MOBULIEHA KPEATHHHH
¢ocokrHa3a B
KpbBTa*

HapyuieHus Ha
6bOpeuuTe H
NUKOYHHTE
NbTHLIA

ocTpa OpOpedns
8o, X\
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O0uu acTeHHus/yMopa
HapyuIcHUA K
edekTu Ha
MACTOTO Ha
NPHIOKEHHE

HapausBanus, CNy4YaHHO HapaHABaHE
OTpaBAHMUA H
YC/IOXKHEHHA,
Bb3HHKHAIH B
pe3ynTar Ha
MHTEPBEHLIKH

* 3HaYHUTENHO NO-BHCOKO pa3NpoCTpaHeHUE ce Habnoaasa Npy NaUKEHTH OT AMOHCKH NMPOHW3XOA B .
CpaBHEHHE MpH NaLUEHTH OT HEAMOHCKH MPOU3XO/IL.

OnucaHve Ha H36PHHH HEXCIdHH PCAKLIHH
PucksT OT aHOPEKCHA € NO-BUCOK, KOraTo JICBCTHpaLCTaM CC ripunara ¢HOBpECMCHHO C TONMHpaMar.
HPPI HAKOJIKO CJiv4ad Ha aJiOlNCLUHA CC HabnloaaBa Bb3CTAHOBABAHE ClEl NMpCYCTAHOBABAHC HA

JICBCTHPALUCTAM.
le‘l HAKOH OT CnyHauTE Ha NaHUHUTOINCHHA € YCTAHOBCHO NOATHCKAHE HA KOCTHHA MO3bK.

Cny4au Ha eHuedanonaTius 0OMKHOREHO HAaCTBINBAT B HAYAJIOTO HA JNEYEHHETO (OT HAKOIKO JHH 0
HAKOJIKO Mecetia) U ca oOpaTUMHU Cel CIIHPAHE Ha JTEYEHHETO.

[leduampuuna nonyrayus

[Ipn nauMeHTH Ha PB3pacT OT | Mecew Ao noJ 4 roguHu, obuwo 190 nauueHTH ca OHIH TeKyBaHH C
NleBeTHpALIETaM B MTaUeOOKOHTPOIMPAHK N OTBOPEHHM pasliupeHH npoyusanus. Lllectaecer ot re3u
NMauMeHTH ca OUIH JIEKYBAHH ¢ NEBETUpPALICTaM B MU1auebo-KOHTpOAnpaHy npoyysaHHs. {1pu
MaLUMEHTH HA BL3pacT 4-16 roanHu, o0wo 645 nauneHTd ca OUITH JIEKYBAHH C IEBETUPALIETAM B
n1aLeb0-KOHTPONUPAHH H OTBOPEHH paslMPEHH NMpoy4BaHusa. B mnauebo-konTponupanm
npoy4saHHa 233 OT Te3W MaUMCHTH ca OUNK NeKyBaHH ¢ neBeTypaueraMm. B Tesu aBe neauaTpuiHu
BbL3PACTOBH IPYIIH, TE3W AHHU €a AOMbJIHEHHU C MOCTMAPKETHHIOB ONYT 3a ynoTtpebda Ha
NEeBETHPALIETaM.

Ocgex ToBa 101 kbpMaueTa Ha Bb3pacT noa 12 meceua ca OWIH ¢ EKCMO3HLIHA B TOCTMAPKETHHTOBO
npoyu4BaHe 3a 6e3onacHocT. He ca uaeHTHQUUMPaHK HOBH choOpakeHHs 3a De30nacHOCT 3a
JIeBETHpaLETaM NpH ASLA C eNWIEeNCcHs Ha Bb3pacT noj 12 Meceua.

[TpodunbT Ha HeXKeNaHUTE CHOUTHA HA IEBETHPALIETaM € MO NMPUHLIMIT TOA00EH NpH Pa3IHYHHUTE
Bb3PACTOBH IPYIIH H B PAMKHTE Ha 0100peHHUTe NOKA3aH#1s, CBbP3aHH C enunencusTa. bezonacHocTTa npy
eJUaTPUYHH MALMEHTH B NNALEO0-KOHTPONIMPAHH KITMHUYHH NPOYYBaHHS Ca B ChOTBETCTBHE C Npoduna
Ha 6e30nacHOCT Ha JICBETHPALIETAM MIPHA Bb3PACTHHU, C U3KITIOYEHHE Ha MMOBEACHYECKHTE H NCHXUATPUYHH
HE)KeJIaHH PeaKiLHH, KOWTO ca MO-4YECTH MPH el OTKOIKOTO MpH Bb3pacTHH. [1pu geua y
Bb3pacT oT 4 10 16 roguHy, nmospbuiaHe (MHoro yectH 11,2%), Bb30yaa (Hectu 3,4%), ShoMs
HacTpoeHHETO (uecTH 2,1%), eMouroHalHa HectabHiHOCT (uecth 1,7%), arpecus (qe ! i3
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HeoOuuaiino noseneHue (obwa 5,6%) n neraprusa (061K, 3,9%) ca crObLE@BAHH NO-YECTO, OTKOJIKOTO B
APYTUTE BB3IPACTOBH MPYNu Uny B oOwwKsa npodun Ha 6esonacHOCT. [Ipu kbpMaUeTa v Jetia Ha Bh3pacT OT
] meceu a0 nof 4 roavHy, pazapasHUTeNHOCT (MHoro 4ecTd 11,7%) n HapylieHa KOOpAHHALMA (YECTH
3,3%) ca cpoOLaBaHH M0-4eCTO, OTKOIKOTO MPH APYTHTE BE3pAacTOBH PYIH, HIM B 00LIMA MPOQHI Ha
Oe30nacHoCT.

JBoiiHO-cnsno, naauedo KOHTPONAUPaHo NpoyysaHe 3a 6e30MacHOCT NpU AELA ¢ HEHH(DEPHOPEH NH3ANH €
OUEHMI0 KOTHUTUBHOTO ¥ HEBPONCHXOJOMHYHOTO AEHCTBHE Ha JIEBETUPALIETaM MpH Aela oT 4 10 16-
FOAMLIHA BB3PACT C NAapLHAIHY NPUCTHH. YCTAaHOBEHO €, Y€ JIEBETHPALIETaM He ce pasjiMvasa (He ¢ no-
fowa) capaMo naanebo no oTHoLIeHWe Ha NPOMAHATA CPAMO H3XOAHOTO HUBO Ha Leifer-R BHUMaHHWE U
naMeT, KOMOHHUpPaH CKOP 3a H3C/IeBaHE Ha MaMeTTa B ONpeEAEICHaTa B NPOTOKOa NOITylauus.
Pesynrarure, cBbp3aHU ¢ NOBeAeHYECKAaTa H EMOLMOHATTHA QYHKIHA, Ca MOKA3a/MK BJOILIABAHE MPU
nekysanuTte ¢ Jlesetupaueram CTAJIA ApuHeHMHTEN NALHEHTH MO OTHOLLIEHHE HA arpECHBHO
NOBEACHUE, U3MEPEHO MO CTAHAAPTEH H CHCTEMaTH3HPaH METO YPe3 H3NOJ3BAHE HA BAIMANPAH Cnocob
(CBCL — Achenbach sbnpocHHK 3a IE€TCKO NoBeaeHue). Benpeky ToBa nalHEHTUTE, NpHEMATH
JleseTupauetam CTAZJA ApuneiiMuTen no BpeMe Ha MPOAbIKHTEIIHO, OTBOPEHO MPOCieaaBallo
NPpoyuBaHe, He ca MoKa3any obLIo BlowaBaHE M0 OTHOLLEHHUE Ha MOBEAEHHETO HAW €MOUHOHANHaTa
¢dyHKUHMS; HELLIO NOBEYE, NOKA3aTEUTE 3a arpeCUBHO NOBEICHUE HE €A NOKa3aJld BIOUIaBaHE CPSIMO

U3XOAHHTE CTOHHOCTH.

CpobujaBaHe Ha NOA03UPAHN HEKENAHH PEeakLHU

Cro6UIaBaHETO HA MOJ03HPAHH HEXETaHH PeaKLWH Cie pa3peliaBaHe 3a yroTpeoa Ha AeKapCTBeHHS
NPoOAYKT € BaxkHo. ToBa N03BOJIABA J1a NPOABL/KH HAGNIOASHHETO Ha ChOTHOLIEHHETO M10/13a/pUCK 32
nekapcTBeHHs NpoaykT. OT MEJUUYHCKHTE CIIELHANIMCTH CE U3UCKBA [1a CbODIABAT BCAKA NO/I03MpaHa
HEXeJIaHA peakira 4pes:

HM3mbnaHUATENHA areHIMA [0 J1EKapCcTBaTa

ya. ,,Jdamst ['pyes” No8

1303 Codus

Ted.: +3592 8903417

yeOcaiiT: www.bda.bg

4.9 Ilpexo3npane

CyMNTOMMH
COMHOJIEHTHOCT, TPEBOXKHOCT, arpeCcHs, OHHKEHA CTENEH HA Cb3HAHHE, NOTUCKAHE HA JHULLAHETO M

koMa ca Ounuv HabmogaBaHy NpU Apeso3npaHe Ha JIEBETHPALIETaM.

MepKy npH Npeao3npaHe

Cien ocTpo NMpeao3upaHe € HeodXoAMMO H3Mpa3BaHe Ha CTOMAaxa ype3 CTOMAalIHa MPOMUBKA UITN
npeaAn3BHKBaHe Ha noBpobluadHe. Hama cneumduueH aHTHROT Ha JieBeTHpaleTam. JleueHuero npu
peao3npaHe € CHMIITOMATUYHO K MOXE /1a BIUIIOUYBA XemMoaHanusa. Edexra Ha otaensHe npu auanudsa e
60% 3a neserupaueTaM 1 74% 3a NMbpBHYHHA METADOIIHT.

5. DAPMAKOJOI'NMYHHA CBOUCTBA

5.1 ®apmakoauHaAMHYHH CBOHCTBA

ATC kon: NO3AX14.

AKTHBHOTO BELIECTBO JIEBETUPALETAM € MUPOIHACHOBO NPOU3BOAHO (S-€HAHTHOMED He
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oxo- 1-pyrrolidine acetamide), xuMuueckn 0e3 Bpb3Ka ChC CbLUECTBYBALIHTE AHTHENWICTITHYHU
cpeacTaa.

MexaHu3bM Ha JEeHCTBHE
MexaHH3MBT Ha A€HCTBUE HA IEBETHUPALIETAM BCE OLLE HE € HAITBJTHO U3ACHEH. [n vifro H in vivo OTIUTHTE

MOKa3BaT, 4e JICBETHPALICTAM HE MPOMEHA OCHOBHHTE XapaKTEPUCTHKY HA KJIETKATA, KAKTO H HOpMaiHaTa
HEBPOTPAHCMUCHA,

In vitro npoyuBaHWA NOKA3BaT, Y€ JICBETHPALIETAM BB3EUCTBA BbPXY HHTPAHEBPOHHHTE HMBA Ha Ca*
ype3s yacTHMHO MHXHOWpaHe Ha N-tun Ca’’ kaHanveTa, KakTo U upe3 peayLupaHe 0cBo00kKIaBAHETO
Ha Ca’" OT MHTpaHeBpOHHHTE Aena. B nonmeanenue, Toit YaCTUUHO HaMasABa peaYKUHATA B IOTOKA B
GABA- ¥ raMUuWH- 3aBUCUMHTE KaHan4eTa, HHAYLMpaHH oT LHHK U B-kapbonnxu. Heulo noeeve, B in
Vitro NpoyuBaHH4, JIEBETHPALIETAM JEMOHCTPUPA CBLP3BAHE KbM CNELUPUIHK MECTa B MO3bUHATA
ThbKaH Ha rpu3ayy. ToBa MACTO HA CBBP3IBAHE € HAMUPALLHUA C€ B CHHANMTHYHWUTE BE3UKYJIH NPOTEHH
2A, 3a KOITO Ce CMATA, Ye Y4HacTBa B Be3UKYJIHaTa Qy3Usd H HEBPOTPAHCMHUTEPHATA €K30LMTO3A.
JleBeTHpalLleTaM H HErOBUTE aHAJI03H NOKA3BaT H3ABeH adMHUTET KbM CBbP3BaHE C HAMUPaUIUs Ce B
CHHANTHYHHUTE BE3UKY/IH MPOTEUH 2A, KOETO OT CBOA CTPaHa € BLB BPb3Ka C TAXHOTO ACHCTBHE Cpeilly
MPUCTBLIIHTE B ayAMON€HHW MOAENU HA enuAencHs NMpu MULLKH. Tesu pesyntatu npegnosarar, 4e
B3aMMO/IEHCTBUETO MEXY JIEBETHPALIETAM ¥ HAMHUPALLMA C€ B CHRAITHYHHTE BE3HKYJIH NPOTEHH 2A
noanoMara aHTHENUICNTHYHHA MEXaHU3bM Ha NEHCTBUE Ha JIEKAPCTBEHHA NPOAYKT.

(DEIQMEII{UQHHEIMH‘-IHH egbemu

JleBernpaileTam npeana3ea OT NAPLUHATHH H IBPBUUHO NEHEPATH3UPAHH PUCTHNH NPH LHPOK KPBIr
JKUBOTHHCKU Modenu 0€3 1a Ma npo-KOHBYNCUBeH edekT. [TopBuUHUAT METAOONUT € HEAKTHBEH.
[Ipyu xopa aKTHBHOCTTA MO OTHOWIEHHE, KAKTO Ha MAPUMATHHATE, TAKa U HA reHepantn3upaHuTe
eNWIENTHYHH ChCTOAHMA (elHAeNTHGOPMHO ocBOGOKAaBaHe /PoTONApOKCU3IMATIEH OTIOBOP)
NOTBLPKAABA UIHPOKHA (PapMAaKOMOrHYEH CIIEKTHP HA JIEBETHPALIETAM.

KnnnuyHa edhHkacHOCT M 6€301acHOCT
Llonvasauwo revenue Ha NAPYUQIHY RPUCITBRY C UAU Be3 8MOPUNHA 2EHEPATUZAYUS NPU 8b3PACHIHU,
IoHOW U, Oeya U HO8OPoOeHU Hao I-meceuna ev3pacm ¢ enwrencus

[py BBb3pacTHH, eQUKACHOCTTA HA JIeBETHPALIETAM € I0Ka3aHa B 3 NBOHHO-cienu, naaie6o-
koHTponupanu npoyusaHus ¢ 1 000 mg, 2 000 mg unm 3 000 mg/aeH npunarany kato 2 OTACTHH
N03H ¢ MPOABL/DKHUTETHOCT Ha NieyeHueTo Ao 18 ceamuun. [1pU cOopHug aHanus, NpoLeHTa Ha
nauneHTUTE A0CTUrHaNH 50% WU NO-BUCOKO HaMaJleHUEe, CAIPSMO U3X0JHOTO HHBO, HA HECTOTATA Ha
napUMalHHTE NPUCTbIYU 3a CeAMULA NMpU NocTosHHA no3a (12/14 ceamuun) e 27,7%, 31,6% v 41,3%
npu naumentd npdemaiuiy 1 000, 2 000 unu 3 000 mg neeetuparieram U cboTBEeTHO 12,6% 32
nalueHTHTE NMpyYeMally miauedo.

[leavaTpuyHa nonyaauus

[Ipu neanaTpuyHu naudeHTH (0T 4 10 16-roaHILHA BB3PACT), €(PUKACHOCTTA HA JIEBETHPALIETAM €
NoKa3aHa B JBOHHO-CNANO, N1aLedo-KOHTPOAHPAHO Mpoy4YBaHe BKIKYBALO 198 nauueHTH U ¢
NPOABL/DKUTEIIHOCT Ha JeyeHHeTo 14 ceamuuu. B Tosa npoyuBaHe, MallHEHTUTE NOAYYaBanH
NneBeTHpAaLETaM KaTo nocTosHHa no3a ot 60 mg/kg/nHesHo (MpUeM JBa NBTH Ha JCH).

44,6% OT NaliueHTUTE TIpUEMaIlM NeBeTHpaLeTaMm U 19,6% ot nauuMeHTHTEe NpyUeMally nauedo ca
uMaiu 50% uin No-BUCOKO HAMANEHHE, CIIPAMO H3XOAHOTO HUBO, HA YECTOTATa Ha NapLUHATIHUTE
NpHCTbIM 3a ceamuila. [1py npoabmkuTenHo AbarocpouHo sedeHre 11,4% ot nauveHTuTe He ca
MoJiy4aBajii MPUCTBITH NOHE 3a 6 Meceuia n 7,2% 3a noxne | roauHa.

[Ipy1 neauaTpyunyu naudeHTH (OT 1-MeceuHa o 4-roauiiHa Bb3pacT), epUKACHOCTTA Ha
NEBETHpaLIETaM € YCTAHOBEHA B ABOHHO-CAMNO, M1aucbo KOHTPOJIHPAHO Mpoy4BaHE, BEAIQYE;
NaUHEHTH K C NPOIBLIDKHTEIHOCT HA JIEYEHHETO 5 IHH. B TOBa npoyyBaHe HA NaLMEHTHTR
npeanKcaxa AHeBHa ao3a ot 20 mg/kg, 25 mg/kg, 40 mg/kg v 50 mg/kg nepopane|pis

[
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3aBUCHMOCT OT TAXHATa Bh3pacT. B ToBa npoyuBaHe € u3nona3eaHa n03a ot 20 mg/kg/nnesHo,
tuTpupaHa 0o 40 mg/kg/nHeBHO MpH HOBOPOAEHU OT eAUH Mecel A0 6 Mecelia U Jo3a oT 25
mg/kg/nHeBHo, TUTpUpana Ao 50 mg/kg/nneBHO NpyU HOBOPOAEHH U Aella Ha Bb3pacT oT 6 Mecelia A0 4
roauuy. Obwara AHEBHa [103a € MpUIaraHa 1sa NbTH AHEBHO.

[IspBOHaUanHaTA OLIEHKA HA €(PEKTUBHOCTTA € HHBOTO Ha OTTOBOP (MPOLEHTLT NaLUeHTH ¢ > 50%
HaMalleHUe, CIPAMO W3XOAHOTO HUBO, HA IHEBHATA YECTOTA HA NapUMATHUTE NPUCTDBIH), ONpeacncHa
OT 3acjierneH LeHTpaneH yetel] upe3 48-uacopo suaeo EEI" HabnroaeHne. AHANM3BT HA EPHKACHOCTTA
obxpawia 109 nauyMeHTH, KOUTO ca MManu noHe 24-yacoeo Buaeo EEI Habnronenne npes aBarta
NepUO/a - Ha U3XOAHOTO HHBO W Ha oueHkara. [laumenTture, nokasanud oTrosop, ca 43,6% ot
nexysaHuTe ¢ JeseTupaneTaM U 19,6% or naumenTute, npuemaitk nnauebdo. Pesynrature otrosapar
Ha CHOTBETHATA Bb3pacToBa rpyna. [Ipy npoabikUTENHO ABJITOCPOYHO JieyeHHe 8,6% oT naumeHTrre
He ca MoJy4aBaliM NPUCTBIM NoHe 3a 6 Meceua v 7,8% 3a none | roauna.

B nnaue60-KOHTPOJMPAHH KITHHHUYHHA NMPOYYBaHUA, C EKMO3MLIUSA ca OUNK 35 kbpMayeTa ¢ NapuHaiHu
NPUCTHINH, Ha BB3pacT Nof | rogrHa, ot koMTo camo 13 ca 6unu Ha Bb3pacT < 6 Mecela.

Monomepanus npu neyenue Ha NAPYUATHU NDUCTITBAU C UAY DE3 BMOPUNHA 2EHEPARUIAYUAL NPU
nayuesmu Hao 16-2ooutuna 6v3pacm ¢ HOBOOUAZHOCTNUYUDAHA ENUNENCUA

EdukacHocTTa Ha NeBeTHpaUSTaM KaTo MOHOTEpAlUs € YCTaHOBEHA B JIBOMHO-CIIANOG, NapaiemHo-
rpynoBo, HenHQEePHOPHO CPaBHEHHE C kKapbaMa3enuH ¢ KOHTpOJHpaHo oceoboxasane (CR) npu 576
RalMeHTa Ha | 6-roauiiHa Bb3pacT WK NO-Bb3PACTHHU C HOBOJAHATHOCTHLIMPAHA WIM HACKOPO
AWarHocTHuMpaHa enwnencud. [laupenture e Tpadsano Aa 6b4aT €AMHCTBEHO C HENPEAU3BHKAHH
NapLHUATHH NPUCTBhIH WK FEHEPANN3UPAHN TOHUHHO-KJIOHWYHHA NPHCTHIH. [laurenTuTe ca
ONpeAesIeHH MO cly4aeH HaunH Aa npuemat kapbamaszenuH CR 400 — 1 200 mg/aen uin
neserupaueram 1 000 — 3 000 mg/neH, kaTo NPOABLHKUTEIHOCTTA Ha fleueHHeTo € 10 121 ceaMnum B
3aBUCUMOCT OT OTFOBOpA.

JIunca Ha NpUCTBIK 32 6 Meceua e nocturHara rnpu 73,0% ot nauveHTHTe NpUeMally JIEBETHpALIETaM
H npu 72,8% oT nalHeHTUTE NnpHemawy kapbamasenuH, ycTaHOBEHaTa abCOMIOTHA pa3iiKa MEXAY
Tepanuure e 0,2% (95% CI: -7,8 8,2). [loeeue oT nonoBHHaTa OT NALMEHTHTE OCTaBaT Oe3 Ja
NoJTy4yaBaTt NpucTbIM 3a 12 Meceua (56,6% u 58,5% cbOoTBETHO OT MALHEHTHTE Ha JIEBETHpALETaM H
kapOamazenuH CR).

B npoyuBaHe, oTpa3aBallo KIMHAYHATA NPAaKTHKA, ChITbTCTBAILATA AHTHETHICIITHYHA Tepanus MOXe
Na ¢e NPeKBLCHE MpU orpaHHueH Opoil NauMeHTH, KOWTO ca ce NOBMHUANU OT AONbJIBALLA Tepanus C
neseTHpaueTam (36 Bb3pacTHH nayyeHTa ot 69).

Ilonvasauyo reyenue Ha MUOKNOHUMHI RPUCMBAN RPY 8b3PAcmHU U IOHOW U HAO 1 2-200uwuna ev3pacm
C I0GEHUNHA MUOKTOHUYHA eNURCHCUSA.
EdukacHocTTa Ha NeBeTHpALIETaM € YCTAaHOBEHA B ABOHHO-CIANO, M1aUed0-KOHTPOTHPAHO MPOYyUBaHe
C NPOABIKHUTENHOCT 16 ceaAMHMUM NPH MALMEHTH HA' | 2-roAULIHA BB3PACT HIIU MO-BBb3PACTHH
CTpanallid OT HAHONATHYHA MeHEPATH3UPAHA CWIETICUI C MUOKIIOHUYHH MPHCTBLIH OT pa3InyHM
cuHaApomH. [loseueTo mauueHTH ca OUAN C IOBEHWIHA MHOKITOHHYHA SMANIENCUS.
B Topa npoyyBaHe ao3ata Ha JepeTHpauetam € 6una 3 000 mg/nen pazaeneHa na 2 npuema.
58,3% OT maLiHEeHTHTE NpHeMaliH NeseTHpaleTaM U 23,3% oT nauueHTHTE Ha rauebo ca ¢ noHe 50%
HaMaJleHHE Ha JHUTE Mpe3 CeAMHLATa ¢ MUOKIIOHHWYHH NPHCTHNHK. [Ip# NpOaBMKUATENHO ABITOCPOSHO
neyeHue 28,6% oT nmauueHTUTE HE ¢a MOMy4YaBald MUOKIOHHYHH MPUCTHITM 34 NoHe 6 mecela U
21,0% 3a noHe | roauHa. |
Jlonvagawo nevenue Ha MoPEUHHO 2EHEPATUIUPAHY MOHUYHO-KIOHWYHY RPUCTIONY NPU 60336 &M ”0/)5-\
wHoOWU HAO 1 2-200uwina 8b3pacm ¢ HOUORAMUMHA 2eHEPARUIUPAHA ENUAENCUA. &

ooy

a¥

pn

EdukacHocTTa Ha neBeTypalieTaM € A0Ka3aHa B 24 ceIMHYHO ABOHHO-CNANO, Tulauebo-
NpOyYBaHE BKIIIOYBALIO Bb3PACTHH, IOHOLLK K OrpaHK4eH OpoH Aela CTpalalili oT H,[I,H
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reHepanu3upaHa enuiencus ¢ MbPBUHHO reHepanu3rpaiy ToHHuHo-knouuuHH (I1I'TK) npuctbny ot
Pa3NU4YHH CHHAPOMH (FOBEHWIHA MHOKITIOHHYHA CMUAENCHSA, IOBEHWIHA abcaHe enwnencus, 1eTcka
abcaHc enuiencus WA enunencus ¢ grand mal npucTenu npy cvOyxaane). B Tosa npoyusane,
po3ara Ha Jieeetupaneram e 6una 3 000 mg/nen npu sw3pactau win 60 mg/kg/neH npu aeua,
PHEMAHU KaTo 2 OTACTHK A03H.

72.2% OT MAaLMEHTUTE NPHEMAIIIH JieseTupatieTam U 45,2% ot nauueHTuTe Ha naauedo ca ¢ 50% unu
no-ronaMo HamaneHue Ha dectorara Ha I1I TK npuctenu 3a ceamuna. I1py npoabmKATeTHO
NbJrocpodHoO JieueHHe 47,4% OT nauneHTHTE HE ca Nony4yaBaild TOHHYHO-KJIOHHYHH NPHCTBIY 32
noHe 6 Meceua u 31,5% He ca Nosy4aranu TOHUYHO-KJIOHUYHH [MPUCTHIM 3a NMOHE | roguHa.

5.2 PapMAaKOKHHETHYHH CBOHCTBA

JleBeTHpaLleTAM HMA BUCOKA CTENEH Ha PAa3TBOPHMOCT U NMpoHUKBane. PapMakOKHHETHYHHAT MY
npodu € NHHEeeH ¢ HUCKA HHTPa-HHAMBUAYAIHA W HHTEP-HHAWBHAYaNHa BapyadunHoct. Hama
MPOMSHA B KJIMPBbHCA ClIEA MHOTOKpaTHO npHIoxeHHe, Hama 1aHHH 3a cbllecTBEHa BapHabWIIHOCT Mo
OTHOLLEHHME Ha NONa, pacaTta U UMpkaaHud puTbM. GapMakOKUHETHYHHAT NPOGHI € CPAaBHUM NpH
3/ipaBK JOCPOBOJILIM Y MALHEHTH C ENUIETCHA.

Tlopaay nwiHaTa ¥ NHHEHHa abcopbums, niazMeHUTe HUBa MOTaT 1a ObAAT NPEeABHACHH B
3aBUCHMOCT OT Opa/IHATa J103a JieBETHpaLeTaMm u3paseHd B mg/kg TenecHa Maca. ETo 3aino He €
HeOOXOAHMO C/I€ACHE Ha IUTa3MEHUTE HUBA JICBETHPALIETAM.

[Ipn Bb3pacTHU U AeLa € yCTaHOBEHa 3HaYMMAa B3aMMOBPDb3Ka MEXIY CIIKOHYEHATA M IL1a3MeHa
KOHLUEHTpaLHUs (ChOTHOLLIEHUETO CIIIOHKA/IUTa3Ma MO OTHOLIEHHE Ha KOHUEHTpaLMATa Bapupa oT | ao
1,7 npu opannata TabnerHa opma u 4 uaca cnea npyema Ha rnepopaiHus pa3TBop).

Bv3pacmuu u ionowu

Abcopbrug

JleBeTupaneram ce abcopGupa 61p30 clieq nepopaiHo nNpuwioxkeHue. AbconoTHaTa opanHa
OuoHanngHocT € 6auska ao 100%. [Mukosu mna3zmenu koHUeHTpauuH (Cmax) ce aocturart 1,3 yaca
¢ned npreMa. CtallMOHapPHO ChCTOSHUE Ce AOCTHUra Clie/l Ba JHH MPH CXeMa Ha NpHeMaHe 2 NbTH
IAHEBHO.

[lukoBute KoHueHTpauuy (Cmax) ca obunuaiino 31 ug/ml u 43 pg/ml cwoTBETHO Clen €1HOKpaTHA 4034
1 000 mg ¥ MHOrOKpaTHO, ABa MLTH AHERHO npunoxeHue Ha 1 000 mg.
CreneHra Ha abcopOurs He 3aBHCH OT A03aTa H HE C€ BIIMAE OT XpaHaTa,

PasnpeaencHue

Hsima 1aHHH 3a THKAHHOTO pasnpeaeneHue npu xopa.

HuTto nesetHpaileTam, HUTO HETOBUA MbPBHYEH METAabONUT CE CBBP3BAT B 3HAYHTENHA CTENEH ¢
nnasMeHuTe npotednu (< 10%). Obema Ha pa3npeaesieHMe Ha JieBeTHpaLeTam € npubnusurenso 0,5
a0 0,7 I/kg, koeto e 6au30 10 001K BoAeH 00eM Ha OpraHHu3Ma.

buoTpaHchopmalug

JleBeTHpaueTam He ce MeTaboTM3upa eKCTEH3UBHO npu xopa. ['1aBHHUAT nbT Ha MeTabonu3em (24% ot
[03aTa) € eH3MMHA XWAPOn3a Ha aueTaMHaHaTa rpyna. B oOpasyeaHeTo Ha mbpBHYHHMA MeTAbOJINT,
ucb L057, He yuacTBar yepHoapobHuTe uutoxpom P450 n3ogpopmu. Xuapoansara Ha aleTaMHAIHATA
rpyna € yCTaHOBEHA B FONAM Opoif TbKaHM, BIJTIOUMTENIHO KPbBHHU KIeTkd. MetabonuTtet uch L057 e
($hapMaKOJIOrHYHO HEAKTHBEH.

YCTAaHOBEHHM Ca ChillO H JIBa BTOpOCTENEHHU MeTabonura. EqMHUAT ce nonyuasa oT
xuapokcunupadero { 1,6% ot no3ara), a ApyrusaT OT OTBAPAHETO HA NUPOIHAOHOBHS TNPiK
oT a03ata). [lpyrure HeuaeHTHPUUMPAHHW KOMNOHEHTH ¢a camo 0,6% or gosara. /
In vivo He € yCTaHOBEHA BbTpeliHa KOHBEPCUS HA EHAHTHOMEPHUTE KAaKTO Ha JIEBETHE
HETOBUS MbPBH4YEH METAOOJIHT. o
X
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In vitro, neBeTHpALIETAM M HETORHUAT ITbPBUYEH METa0ONUT HE MHXUOHPAT H30(OPMHUTE Ha I1aBHHA
yepHoapoHeH koMmeke y xoparta - uutoxpom P450 (CYP3 A4, 2A6, 2C9, 2C19, 2D6, 2E1 u 1A2),
rimokopoHun TpaHchepaszata (UGTIA1 u UGT]A6) u enokcua XHAPOKCHIIA3HATA aKTHBHOCT. B
ROMBIIHEHHE, JIEBETHpALIETAM He Bb3ACUCTBA in Vifro BbpXy INIIOKYPOHHPAHETO HA BaJNpoeBa
KUCENHHA.

B kynTypH OT 4OBELIKH XENMATOLMTH JIEBETUPALIeTaM 0Ka3Ba cnad HiH HHKAKbB €(eKT BbpXY
CYPIA2, SULTIE!I umun UGT!AL. Jlepernpaueram cnabo nuayuupa CYP2B6 u CYP3A4. In vitro
NAHHWUTE W in vivo JaHHHTE 33 B3aUMOJEeHCTBHA ¢ MEPOpAIHUTE KOHTPALENTHBH, JIUMOKCHH U
papapyH N0Ka3BaT, 4e in Vivo He ce OYaKBa 3HAYUMO HHAYLIMPAHE HA €H3HWMH. 3aT0BA MAJIKO
BEPOATHO € B3aUMOJEHCTBHE HA JIEBETHpALICTAM C APYrH BEIIECTBA.

EnvMHHUpaHe
[[1a3MeHHAT NONYKKBOT MpH Bb3pacTHHU € 7] yaca ¥ He Bapupa B 3aBUCHMOCT OT A03aTa, MbTA Ha

MpUIaraHe ¥ MHOrokpatHus npueM. Cpeanust obii teneceH kaupeHe € 0,96 ml/min/kg.

['maBHUAT [THT HA EKCKPELIMA € Upe3 ypHHaTa 3a cpeaHo 95% ot nos3ara (npubnuaurento 93% ot
MpHeTaTa J03a ce OTAENAT B paMKHTE Ha 48 uaca). OtaengHeTo upes u3npaxueHuaTa € camo 3a 0,3%
OT J03aTa.

KymynarueHara eKCKpelMa Ype3 YpHHATA Ha JeBeTHPaLIETaM M HErOBHA ITbPBHUYEH METAOONNUT €
chOTBETHO 66% u 24% npe3 nbpsuTe 48 yaca.

Penanaust kaMpbsHC Ha nepetupaueraMm n ucb L0577 e cvoteTHo 0,6 1 4,2 ml/min/kg v noka3sa, ue
NEeBETUPALIETaM Ce OTAENs Ype3 rnoMepyaHa ¢punTpauus ¢ nocneapawa TyOyaHa peabcopbums, n ue
MbPBUYHHAT META0ONHUT CHLIO C€ OTAENA upe3 TyOyJIHA CeKpeLlUs B AOMbJIHEHWE Ha MIOMEpYIHATa
dbuaTpaum.

OTaenstHeTO Ha NE€BETHpALETaM KOpelupa ¢ KpeaTHHHHOBUA KIKPBHC.

Crap4vecka Bb3pacT
[Ipu maupeHTH B crapuecka BB3pacT NONYXKHBOTHT € yBeltHueH ¢ okosio 40% (10 oo 11 yaca). Tora e
CBBP3aHO ¢ HAMaIABaHE Ha ObOpeyuHaTa PYHKUMA NPy Ta3H nonyaauua (Bx. Touka 4.2).

BrGpeuno yepexaane

[IpUBHAHUAT TENECEH KIMPBHC HA JICBETHPALICTAM M HETOBHA MbPBHYEH METADOINT KOPEJIHpA C
KpeaTMHHHOBHA KIMpBHHC. ETO 3a1110 ce npenopbusa ananTHpaxe Ha nojabpxaliara AHeBHa 103a Ha
Jleperupaueram CTAJIA Apunefimuten Ha 0azaTa Ha KPEaTHHHHOBUS KIUPBHHC MPH NALHEHTH ChC

CpeaHO [0 TexKo ObOpeUHO yBpexaaHe (BxK. TOUKA 4.2).

[Tpu nanuyeHTH B KpaeH cTaauid Ha OBOpeUYHa HEAOCTATHYHOCT ¢ aHYPHA, MOAYHKHBOTDLT €
npubauzuTenHo 25 u 3,1 yaca CbOTBETHO Mpe3 HHTEPAHANK3HHA H HHTPAAHANH3HHS NEPHOS.
[lo Bpeme Ha obuuaiiHaTa 4-py yacoBa JHANIM3HA Npoueaypa ¢pakUHOHHO ce oTAEnaT 31% ot
NeBETHPALIETAM.

YepHonpobHo yepexnaHe
[Ipy naumeHTH ¢ NeKa A0 yMepeHa CTeNneH Ha 4epHOApOOHO yBpexAaHe He ce HabmoaaBa 3HayuTeHa
npoMsaHa B KIIHpbHCa Ha JieBeTHpaLeTaM. [Tpy MoBedyeTo NnauMeHTH ¢ TeXKa CTeNeH Ha YepHOAPOOHO

YBpexXAaHe KIMPBHCHT Ha JIEBETUPALIETAM € HamalleH ¢ noseye oT 50% nmopaad CbABTCTBALLO

610peyHo yBpexaaHe (Bx. Touxa 4.2).

[legnaTpryuHa nomynaiuus
Ileya (4 oo 12 zo0unu)
Cnen npueMaHe Ha earHM4Ha 103a (20 mg/kg) ot neua (6-12 roaunu) ¢ enueEncH
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neservpauetaM e 6,0 uaca. [I[pUBHAHUAT KOPHUrMpaH KbM TEJIECHOTO TETJIO KIIHPBHC € NPUONH3HTENHO
¢ 30% Mo-BUCOK OT TO3M Ha BBL3PACTHH € EMHIIENCHS.

Cnen MHOroKpaTHo nepopaiHo npuaoxerue (20 go 60 mg/kg/aHesHo) npu aeua ¢ enunencus (4-12
roJIMHH), NeBeTHpaleraMm ce abcopbupa Obp30. [THKkOBY NIa3MEHH KOHUEHTpaUKUK ce goctvrar 0,5 1o
| yac caen npueMa. HabnrozaBaHo € NMHEHHO W NPONOPLUOHAIIHO HA A03aTa MOBHHIaBaHE 3a
MUKOBUTE MJIa3MEHMU KOHLEHTPALIMK M TU1oiTa noa xpusara. [lonyxMBOTBT € OKkono 3 4aca.
[MpuBHAHKUAT TeneceH KnupbHe € 1,1 ml/min/kg.

KbpMaueTa v geria (01 | Mecen 10 4 rofiMHH)

Crnel npunoXeHueTo Ha enquHiuHa Ao3a (20 mg/kg) va 100 mg/ml nepopanex pasrsop npu aeua (ot |
Mecel 10 4 roIMHH) ¢ enwIencus, JeBeTupaleram ce abcopbupa Obp30, Kato MUKOBH IUIA3MEHH
KOHLIEHTpaLKH ce focTHrar 1 yac cien npyema. QapMakOKHHETHUHUTE pe3y/ITaTH MOKa3BaT, 4e
MOMY>KMBOTBT € NMo-KpaThK (5,3 yaca), B CpaBHEHHE ¢ TOBA NPH Bb3pacTHH (7,2 yaca), a MpUBUAHUAT
TeNeceH KAUpbHC € no-yckopet (1,5 ml/min/kg), B cpaBHEHHE ¢ TO3M NMpH BB3pacTHH (0,96
ml/min‘kg).

B nonynauMoHHus papMakKOKHHETHYEH aHaJIU3, MPOBEAEH NpPH MaLUHEHTH oT | -MeceuHna o 16-
roJHuIHA Bb3PacT, TEASCHOTO TEMO € 3HaYMMO CBBP3aHO € NPUBHIAHUA TEJIECEH KIHPBHC (KIHPBHCHT
ce NOBMiIaBa ¢ MIOBHIIABAHETO Ha TEIECHOTO TErIO) U TenecHus o0eM Ha pasnpeaeneHue. Bripactra
CBLIO BIMAE BbPXY ABaTa MapameTrbpa. 103U edeKT € U3paseH fpH NO-CKOPO HOBOPOACHHTE H
HaMaJiaBa NMPH yYBENHYEHHE HA BB3PAcTTa, KATO CTaBa HE3HAYMTE/IEH OKOJNO 4-rOAHLIIHA Bb3pPacT.

B nBaTa nonynauuoHHd GapMakOKMHETHYHH aHanu3a ce Habmoaasa okoso 20% HapacTsaHe Ha
NPHBUAHKAAT TENECEH KIHPBHC Ha JIEBETUPALIETAM, KOTATO Ce€ MpHiara ChBMECTHO C
eH3UM-HHAYLHPALINTE AHTHENTWIEMTHYHH JIEKAPCTBEHH MPOAYKTH.

5.3 [IpeaknaHUY4HH JAHHA 32 0€30MACHOCT

[MpeaxnvHUYHUTE JAHHH, CBTNIACHO OOONpUeTUTE H3CeIBaHus Ha Oe3onacHoCTTa, (PapMaKONOrHiTa,
reHOTOKCHYHOCTTA M KApLIHHONEHHOCTTA, He MOKa3BaT H3BbHPEACH PUCK MPH YOBEKa.

Hexxenasy nekapcTBeHH peakLH, KOMTO He ca HabnoJaBaHH MO BpeMe Ha KIIHHHYHHTE NPoY4YBaHHA,
HO YCTAHOBEHH MPH IUTHXOBE U B MTO-MajlKa CTeNeH NPy MULIKH, NPY HYBA HAa NpUaraHe nogodHU Ha
Te3W NPH 4OBEKa H ¢ Bb3MOXKHA BPB3Ka C KJIMHMYHATA yoTpeba, ca YEpHOAPOOHUTE MPOMEHH,
NnoKa3sallld aAanTHBHUA OTTOBOP, KATO HAPACTBAHE HA TETNIOTO M UeHTpHIoOynapHa xuneprpodus,
MacTHA MHGUNTPailus U MOBUILABAHE HA YePHOAPOOHUTE EH3HMH B ILTa3MarTa.

He ca HaGntogaBaHu HexeNaHH €(PEKTH BLPXY MBKKATA W KEHCKATA PEPTUIHOCT HITH
PENPOAYKUHOHHATA CIOCOOHOCT nMpH mbxoBe B A034 Ao 1800 mg/kg/nen (x 6 MRHD na mg/m?2 win
Oa3aTa Ha ekcrnio3uLMATa) NpH poauTenuTe H F1 nokonedune.

[MpoBenenn ca ape emOpuro-erannu paszpoinu (EDP) npoyusanug npu nisxose ¢ 400, 1200 #
3600 mg/keg/nen. [pu 3600 mg/kg/nen B camo eaHo ot 2 EDP npoyusaHus € uMano ciabo HamaneHue
B TETJIOTO HA 3apOAHLIA, CBBP3aHO ¢ TPaHHHHO MOBHILECHUE HA MandopMaumuTe. JIMNCBA ePEKT BLPXY
CMBPTHOCTTA HA eMOpHOHMTE U JIHMCBA NOBHLIEHHE Ha YecTtoTara Ha MangopmMaumute HHHHP (Hueo
Ha HeHabmonaBaHy Hexenanu peakunn) € 3600 mg/kg/neH npu HpeMeHHH XKEeHCKH IIbXoBe (X 12
MAKCHMAIHATA [pernopbuaHa AHeBHa Ao3a npu xopa MIIJIX, na mg/m2 6a3a) n 1200 mg/kg/nen npu
3apOAMLLINTE. |

[Mposenenu ca ueTnpH eMOpuo-derantu pa3BoiHU NPOyUBaHUA MpH 3aiLK, NoKpyBallK 403k oT 200,
400, 800, 1200 » 1800 mg/kg/neH. o3a ot 1800 mg/kg/neH e npeauzsrkana 3abenexxnma TOKCHUHOCT
npy mMaiKaTa ¥ HAMAJIEeHWE Ha TEMIOTO Ha U104, CBbP3aHO C MOBULIEH PHCK OT ILTOA CbC ChPIIS

(pasHo Ha MITIX Ha mg/m’ Gasa).
[MepH- ¥ MOCTHATAIHO Pa3BOHHO NPOYUBAHE € NPOBEAEHO NPH TUTbXOBE C 103U NEBETF
350 u 1800 mg/kg/nen. HHHHP e > 1800 mg/kg/nen 3a FO sxeHckH U 3a ipeskrBaecMm
paszsuTHeTO Ha F1 nokonenue a0 ot6usaxeto uM (x 6 MITAX Ha mg/m? Gaza).
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HeonaTtanuure U FOBEHWIHH NPOYYBAHHA NPH XKUBOTHH (TUTEXOBE M Ky4eTa) He NMOKa3BaT HEXEIaHH
eeKTH MO OTHOLIEHKE Ha CTAHIAPTHOTO PazBUTHE WK Cb3pABaHE NpH 1034 Ao 1800 mg/kg/nHesHo

(x 6 —x 17 MIJIX na mg/m? 6a3a).
6. PAPMAIIEBTHYHM JTAHHH

6.1 CnuchK HA NOMOHIHHTE BelllecTBa

SAnpo Ha Tabnetkata: kpocnosuaoH (tun B) (E1202), ITosunon K30, kononaen, 6e3soaeH CHIHLKER
nuokcua (E551), mardesunes creapat (E470b).

(MDUAMOBO MOKPUTHE:
Jlesemupayemam CTAIA Apyneimumen 500 mg dhwwmupanu mabremxu
Xunpomenosza (E464), makporon /PEG 400 (E1521), turanos auokcunn (E171), tank (E553b), swat

xenesleH okeun (E172).

Jlegemupayemam CTAHA Apyneiimumen 1000 mg gpummuparu mabnemxu
Xunpomenosa (E464), makporon /PEG 400 (E1521), tutanos auokcua (E171), rank (E553b).

6.2 HecCbBMECTHMOCTH

He e npunoxxumMo

6.3 Cpoxk na roanocr

3 roJIuHH

6.4 CnenHAJIHH YCJIOBHR Ha ChbXPAHECHHE

To3u nekapcTBEH NPOAYKT HE H3UCKBA OCOOEHH YCNOBUA 3a ChXPaHEHHE.
6.5 Baa H chALpiKaHHE HA ONIAKOBKATA

banctepHn onakosku (PVC-PE/PVDC/AL poano).

bauctepHure onakoeku Jleetupaueram CTAIIA Apuneitmuten 500 mg dmnmupanu TabneTku
ceabpxar 10, 20, 30, 50, 60, 100, 120 nnn 200 rabnerkw.

baucrepHure onakoBkH Jleeetupaueram CTAIIA Apuneitmuren 1000 mg ¢punmupanu TabneTku
ceaspxar 10, 20, 30, 50, 60, 100, 120 nau 200 Tabnetku.

He BCHukH BWIOBE ONAKOBKH MOTaT Aa ObJaT MyCHATH Ha naszapa.
6.6 CnenHAJHM NpeANa3HH MEPKH NPH H3XBLPJIAHE

Heusnon3saHuiat JICKAPCTBCH NPOAYKT HIIH OTHNAABYHHUTE MATCPHAJIH OT HErO Tpﬂﬁﬂa Ad €€ U3XBBPJIAT B
CBOTBCTCTBUE C MECTHHUTE U3HCKBAHHI.
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7. IPHTEXATEJI HA PAZPEIIEHHUETO 3A YIIOTPEDBA
STADA Arzneimittel AG

Stadastrasse 2-18
61118 Bad Vilbel

['epMaHus

8. HOMEP(A) HA PA3PEIIEHUETO 3A YIIOTPEBA

PeructpaliioHEH HOMED:
Jlesetupaueram CTAJIA Apuneiimuten 500 mg: 20210302

Jlesetupaueram CTAJJA Apunerimuten 1000 mg: 20210303

9. JATA HA IHPBO PABPEHIABAHE/TIOAHOBABAHE HA PAZPEHIEHHUETO 3A
YIIOTPEBA

JlaTta Ha nbpBo pazpewarane: 12.10.2021
JlaTa Ha nNocleaAHO NOAHOBABAHE:

10. TATA HA AKTYAJIN3UPAHE HA TEKCTA

05/2026
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