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FRETEIES

1. AME HA JJEKAPCTBEHMA HPOAYKT

Jleserupaueram CTAJIA Apumaiivuren 500 mg OENMHpanY TaGNeTKH
Jlesernpaueram CTAJA Apnuaiivuren 1000 mg drnmvmpary Tabnerxy

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

2. KAYECTBEH ¥ KOJIMYECTREH CHCTAB

Jesetnpaneram CTAHA Apunaiivaren 500 mg punMapann Ta6aeTkn
Beaxa hrmvupana rabnetka chaspia 500 mg ncseTApateraM (levetiracetant).

Jlepermpaneram CTANA Apnuaiimuren 1000 mg GUIMUPIHYE TableTKE
Beara puamMupana Tabaetka chaspxa 1000 mg neserapaieraMm (levetiracetam),

HoMomuo Bemtectso ¢ HIRECTHO JeiicTRHE:
3a IRIHAA CIIMCHK Ha HOMOIIHHTE BENIeCTBA BXK. TOYRE 6.1.

3, IEKAPCTBEHA ®OPMA
OunMApanu TaGNeTKH

Jleserupaneram CTAJA Apunaiimaren 500 mg €a KBITH, €AHICOBHAHH, TBOHHOAIITLKHATH
prnMApars TaGeTku ¢ AeMATeMNa HepTa OT €HaTa CTpaHa ¥ pasMepH 16,5 mm x 7,7 mm. Ta6nerxara
MoOXe ga Onme Ppa3fieneHa Ha JBe PARHH NO3H.

Jeperapaneram CTANIA Apumaiimmaren 1000 mg ca Hemmu, SMANCORMENY, FBONHOM3IBKHAIH
(prIMHpany TabneTky ¢ IETHTERAA TepTa OT eAHATa CTpana, ¢ pasMepr 19,2 mm x 10,2 mm.
HennTenHara YepTa € CAMO 33 YIeCHABAHE HA CYYIBAHETO 33 IO-ecHO DPErNEIaNe, a He 3a 42 pasfend
TabNleTkaTa Ha J{Be PaBHH O3M.

4. KIMHUYHU JAREN

4.1 TepaniesTHYRR HokazauAN

Jlesetupaneram CTAJIA ApumaifMuTen e noKazaH KaTo MOHOTEPAIHA DK TEICHHC Ha APLHATHA
NPHCTBIH C HiTH (€3 BTOPHYHA TeHEePaTU3AIIS IPH BE3PACTHH ITALNMEHTH H }0HOMYK Hajl [6-romuinua
BE3PACT C HOBOAMATHOCTHI{HPANS ENMIICIICHA.

Jenetupaueram CTAJIA ApumaiiMirren ¢ moxasaH KaTo JOTLIBAINO JeUCHHE:
¢ TP NApIHANKA NPHCTERNN C Hity Ge3 BTOPIMIHA reHepanusaums npu BREIPACTHH, HOHOWTH, JIela W
HOBOPOACHH Haj 1-Meceuna BR3pacT ¢ enwienchs,
® TP MMOIIIOHWYHH NPHCTHIH NIPH BLIPACTHH M IOHOMIM Hajl 12-roguumna BB3PACT C KB
MHOKNOHHYHA CINUIENICHA,
®  TPH IILPEUYHO ICHEPATHIHPAHH TOHHYHO-KTOHHIHY MIPHCTLIK MPH BL3pa
FOTHUTHA BB3PACT ¢ HAHONATHYHA MeHepATU3XPaHa SIMIeHCHI.




4.2 lo3HpoBka o HaNAH Ha MPKenne

Jozaponia

Monomepanua npu evzpacmuu u 1oHow nad 16-200utina evspacm

[penopharTennaTa Hadanya Jo3a € 250 mg apa NTLTH ZHEBHO, KOLTO ciie] ABE ceIMIIN fia ce
[TOBUINM Ha MHEPBOHATATHA TepaneBTHYHA 1033 0T 500 mg ABa mbTH AHeBHO. Cea TOBA J03aTa MOXE
Aa c¢ NOBANIABA ¢ Mo 250 mg ABa WHTH JHERHO Ha BCEKM JIBE CEIMUUN B 3ABNCHMOCT OT KIIRHHIHNS
orropop. Makcumamiara qo3a € 1 500 mg s1pa IBTH JHERHO.

Honvraauio neuenue npu evapacmuu (= 18 zodunw) u ronowu (12-17 200unu) ¢ meano 50 kg unu
nogeye

Havannata repaneBriana gosa € 500 mg 18a meTH nueBHo. Ta3su xo3a Moxe ma Obde 3amodHaTa OT
ITPBUM JicH Ha JIeYCHAETO.

B 3aBHCHMOCT OT KTHHHYHKA OTTOBOP H HOHOCHMOCT THEBHATA 71032 MOXKE A4 ce YBejmdH a0 1 500
mg ABa NbTH AHeBHO. [IpoMaHa B 103aTa, CRBP3aHA © yBeIHUaBaHE HIIA HAMATIIBaHe, MOJKC Ja ce
H3BBPIIBA Ha BCeKH 2 Ko 4 ceamuuu ¢ 500 mg 1Ba METH AHEBHO.

Criupane Ha JIeUEHHETO

Axo Tpabra Aa ce cripe NEUEHAETO ¢ JieBeTHpaleTaM, NPeNopLIBEa Ce TOBA JA CTAB2 MOCTENCHRD
(HanpHMEp NPH BE3pAcTHH U FOHOINY ¢ Terito rax 50 kg: nozata ce waManssa ¢ 500 mg 1Ba ULTH AHERHO
Ha BcexH IBe X0 9¢THPH ceAMHIIA; [IpH KhpMadera HAll 6 Mecens, Aela B IOHonH ¢ Terno oo 50 kg:
HaMangBaHeTo Ha J{03aTa He Tp26Ba 1a npebnmara 10 mg/kg 1Ba METH THEEHO Ha BCEKHM JIBE CEIIMHITH;
IIpH kspMateTa (oA 6 Mecelia): HAMAJABaHETO HA 03aTa He TpsiOBa Aa HanBWmaea 7 mg/Kg nBa ALTH
JHEBHO Ha BCEKH JIBC CEAMHIIH).

CrieltHa/Ing JonyIaluy

Cmapuecxa sb3pacm (635 codtnu u no-eb3pacmui)

Ipenopwisa ce afanTHpaHe Ha Ao34Ta IPH MalHEHTH B cTApYecka BEIPACT C HapymcHa OnOpegna
dynxmis (Bx. mo-moxy “Tlaumpentu ¢ 6E6peqno yRpexKIane™).

Bvbpeunio ygpencdane
Jnerrara no3a TpsOBa A2 ce HHAMBHAYAIMIAPA B 3aBHCHMOCT 0T OROpeunara GyHKuus,

ITpH BB3paCTHH NaHEHTH W3nON3Balite MpHIokeHaTa MO-JoMy TabnMua 3a aJanTHpane Ha 1ozara. 3a
OpHAaraHe Ha Taid TﬂGJIHIIa e HﬁOﬁXOJIHMO Ja ©€ 3Ha¢ KPEAaTHHHHOBKWA KIIHPEHC Ha MallleHTAa,
uspasen B ml/min (CLer). ITpu prapacTau # ronomu ¢ rerne wag 50 kg CLer B mb/min Moxe g2 ce
olpefien™ oT CepyMHHES KpeaTAHHH (mg/dl) upes cnemHara dopMyna:

[140-BR3pactTa (roaunH)] x Termo (kg)

CLcr(m)/min) = {x 0,85 upu xeHu)

72 x cepymeH KpearunuH (myg/dl)
Karo ClL.cr ce ananthpa clipsMo TenecHara norbpxHocT (BSA) raxTo caenra:
CLcr (ml/min)

CLer (ml/min/1,73 m%)= x 1,73

BSA naiment (m?)
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AnanTApaHe Ha 103aTa IPH RBIPACTHH M IOHOWIH ¢ TervIo Hag 50 kg ¢ HapymeHa On0peuna GyHKuHs

I'pyna KpeaTHHRHOB KIHPEHC Jo3za 1 9¢CTOTA Ha TIpHnaraHe
(m/min/1,73m2)

Hopmanua >80 500 no 1 500 mg 182 MBHTH JHEBHO

Jleka 5079 500 xo 1 000 mg nBa ITHTH THEBHO

Vwmepena 30-49 250 mo 750 mg AB2 WETH JHEBHO

Texka <30 250 mo 500 mg ABa MBTH AHEBHO

ITamstenTH B XpacH

cTalHit

Ha OB0peYHa HEAOCTATBYHOCT 500 o 1000 mg seauex AEEBHO (2)

Ha guanusa (1) -

(1) TIpes mspBUs AcH Ha JedeHHETO Ce MPEIOPHEYBA HATOBAPBAILA f03a 0T 750 mg NeBeTHpaneTaM
(2) Cnen mnamsa ce IpenopbaBa JOMBIHKTENHA 1032 oT 250 1o 500 mg.

Tlpu Acia ¢ 6B0pevHH yBpexAanAd, K03aTa JIeBETHpaleTaM TpAORa Ja ce alaliTHpa Bh3 OCHOBA Ha
tn0peunara GyHKIHA, ThH KaTo KNTHPEHCET Ha JEBeTHPALeTaM € CBEp3aH ¢ 6e0peTnaTa PyHKIHA.

Ipenopnkara ce ocHOBaBa HA NIPOyYBAHE NPH BBE3PACTHH ¢ OBOpeuny yBpeK TaHHA.

CLcr 8 ml/min/1,73 m2 € BE3MOXHO Ja C€ OTPENENH OT HIMHCILIBAACTO Ha CEPYMHHS KPCaTHHHH
(mg/dl) 3a mo-ManKu 10HOITH, Jema ¥ HOBOPOJIEHH ¢ TIOMOIITA Ha ciieauaTa (opMyiia (hopmyia Ha
Schwartz):

Bucounna (cm) x ks

CLer (ml/min/ 1,73 m%) =

CepymeH kpeatinud (mg/dl)

ks= 0,45 mpu kspMadeTa o |-rojnmHa rE3pact; ks= 0,55 npu Aena roa 13 roguny u 1eRoMKH; ks=
0,7 Npy 1OHOWIH 0T MBXKKH MO,

AJlanTHpaHe Ha J03aTa IPH KOBOPOIEHH, Jelia M KHOIIM ¢ Terno nox 50 kg ¢ yepeknane Ha
OROpeanaTa GyHKIIL

I'pyna KpeaTHHHHOB KJIMpBHC Jo3a ¥ 9ecTOTa Ha K03
(ml/min/1,73m2)

Knpmagetaor | go 6

3




Meceiia Mecena, nena ¥ DHOIMH

c
ternoe nox 50 kg
Hoepmamia >80 7 a0 21 mg/kg 10 mo 30 mg/kg
(0,07 no 0,21 mi/kg) (0,10 no 0,30 mlkg)
7Ba IILTA HEBHO IIBa ILTH HHEBHO
Jlexa 50-79 7 mo 14 mg/kg 10 o 20 mg/kg
(0,07 o 0,14 ml/kg) (0,10 no 0,20 ml’kg)
JABa ITLTH AHCBHO
JBa ITTH JIHEBHAO
Vmepena 3049 3,5 no 10.5 mg/kg 5 10 15 mg/kg
(0,035 mo 0,105 mi/kg) | (0,05 no 0,15 ml/kg)
HOBa TETH IOBa IBTH FHEBHO
ITHEBHO
Texka <30 3,5 no 7Tmg/kg 5 mo 10 mg/kg

{0,035 no 0,07 mi’kg) (0,05 no 0,10 mi/kg)
JIBa IIETH JHEBHO

JABa ITHTH AHCBHO
TlapmenTd B KpaeH = | ~--- 7 no 14 mg/kg 10 mo 20 mg/kg
cTaguif Ha OLOpedna (0,07 10 0,14 ml/kg) (0,10 no 0,20 mlkg)
HEROCTATHUHOCT,

TpOREXIATIH BEIHBXK JHERHO (2),(4) | Bemaex nHEBHO (3) (5)
IMan3a

(1) IlepopancH pasrBOp TPabea ja ce MIMOINIB2 NPH 034 uop 125 mg, xouTo He ca KpaTHH Ha 125 mg,
KOTaTo MpeliophyBanara Jo3a He Moke M@ C¢ IMOCTATHE ¢ NpHeMaHeTo Ha HAKOJIKO TaONeTKH, KAKTO H IpH
[AIUEHTH, KOUTO He MOTaT A3 npernbmar tabnerxe;

(2) [Ipenopbusa ce paroBapama go3a ot 10,5 mg/kyg (0,105 mikg) npes mepeHg Jen Ha edeHHe ¢
HEBeTHPAICTaM.

(3) Ilpenoprura ce HaToBapBaina no3a ot 15 mg/kg (0,15 ml/kg) npes nspeus neH Ha TegeHHe ¢
TieBeTHPANETaM.

(4) Cnen nammsa ce IpenropsYRa JONBIHATENHA 103a ot 3,5 xo 7 mg/kg (0,035 mo0 0,07 ml/kg)
(5) Crmen AHami3a ce npenopbyBa AoTBITHHTENHA J03a oT 5 7o 10 mg/kg (0,05 no 0,10 ml/kg)

Yepriodpobro yepexcoane

IIpu mamienTa ¢ leka K0 YMepeHa CTeNeH Ha TepHOAPOOHD YEpeKIaHe He C¢ HallaTa afaTHpaHe Ha
nosarta. [IpH mallHeHTH ¢ Texkko IepHoApoDHO yBpexXIaHe CTOHHOCTHTE Ha KpEeaTHHHRHOBHA KITHPHHC
MOTAT J1a He JIa1aT peanHa NpexcTasa sa 666peanara HegocraTsdHoct. [To Tazn npruKHa ipH
KPCATHHHHOB KIMpBHC < 60 ml/min/1,73m’ ce npenoprusa 50% HaMaleHUe HA AHERHATA
TMORIEPKAIIA Jo3a.

{legmaTpyuaHa nomyraims
JlexapsaT TpaGRa fa npeANUIIE HAM-TOXXOAAATA eKapcTRena HopMa, KOTHYECTRO B
KOJIHYECTBO Ha aKTHBHOTO BEH[SCTBO B 030BA ¢HHHHIIA B 3aBHCHMOCT OT TETOTO H
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Tabnernara dopmMa He ¢ aEanTEPana 3a yNoTpeda UpH Aena Nox § rofuu#. 3a npejnodwTaie ¢
HOepopanes pasTBOp DpH Tasd momynarmus, Qe Horede, Te HATHYHATE KOHICHTPALMH Ha TabICTKUTE He
¢a MOIXOJANIM 33 HAYANHO JeUcHNE TIPH ReHa, ¢ Terno mof 25 kg, pA nalAeHTH, HecocoOHA Aa
MperTHIIaT TabNeTKHTe HIH 3a pAaraHe Ha Jo3u mox 125 mg (TMonosusaTa Ha TabreTka ot 250 mg).
BuB BcaKH Te3u crydal TpabBa 1a c¢ H3NOI3BA TICPOpancH PasTRop.

Monomepanus

BezomacHecTTa 1 edekTHRHOCTTA Ha JlereTnpaneram CTAZIA AprHaliMuTen npy fella H FOHOTIHE noj, 16
TOOWHHE KaTO MOHOTEpANHA HE € YCTaHOBEHA.

HamMa HanMeHH JaHHY,

Jonvasaupo neverue npu Kepmaiema Ha ewzpacm om 6 0o 23 meceya, deya (2-11 200unu) u rwoHowu
(12-17 z00unu) c mezao nod 50 kg
IIpenops9ea ce nepopaleH pa3TBOP KATO JCKapCTBCHA opMa HpH KbpMadera U leua 1o 6 Touny,

Tlpn fena Ha u Hax 6 TOAHHH, HepopalteH pasTeop TpAOBa Aa ce H3NOA3BA NpH 1036 oA 125 mg, npy
JIo3H, KOWTO He ca KpaTHH Ha |25 mg, XoraTo MpenophwYRaHaTa 032 HE MOMeE 4 C¢ TOCTHTHE ©
MpHEMAHETO Ha HAKONKC TAONeTH, KakTO M IpHW MAUMEHTH, KOWTO HE MOTAT Aa IperTeilar TadneTKH.

Tps6Ba ga ce n3non3Ba Haii-HuckaTa epekTUBHA o33, Hauamsara f03a IpH JeTe WiH 0HOINA ¢ Terno 235
kg Tpa6sa A2 e 250 mg Ba IBTH JHERHO, KaTo MakCHMATHATA 1034 € 750 mg JBa ILTH JHEBHO.

HJo3ata npH Aena © Terno 50 kg wmi noBese ¢ ChElaTa KAKTO TP FL3PacTHH.

Honvanumenno nevenue npu kupmavema na gvipacm om I 0o 6 Meceya
[Ipn xapMagera ce Npuaara nepopanted pasTBop.

Hawms H2 nprnoxenne

DuMHApaHy TadneTke TpabRa Ja ce IpUeMaT IIPe3 YCTaTa, MOrIBIAT ce ¢ AOCTaThYHO KOMHICCTRO
TEJHOCT H MOXKeE [1a CE [IPHEMAT chec MM Oe3 Xpara. Clell nepopaiHo (IpUIKEHHe MOKE Ia C& YCETH
TOPYHBUAT BKYC H2 JICBCTHPAUCTAM. I[HCBH&T& J03a ¢ IIpMJIara KaTo ¢e pa3snciid Ha B¢ PaBHH JO3H.

4.3 IlpoTrBONoKazanns
CRpBXYYRCTBHTEIHOCT KBM aKTHBHOTO BEMIECTRO HIM KbM JPYIH THPONHAOHORH MPOHIBOIHHA, WIH
KEM HAKQS OT MOMOIIHKTE REIECTBA, M30poeny B To9ka 6.1.

4.4 CienHaJIHA NpelynpexIeHAs A Opea3HA MeDKH IpH ynoTpeba

Brfipeuno yBpexiane

Ipunaranero wa Jleperupaneram CTAJIA ApnHaiivuTen npH TauneHTd ¢ 60pedHO yBpeXaaHe H3HCKBa
ajanTupape Ha fo3ara. IIpH NanmueRTH © TeXXo HapylIcHKe Ha YepHOapoOHaTa QyHEIHA ce mpemoprysa
oreHka Ha 6s6peuraTa QYHKIMA IpeH ONpelelidHe Ha 103aTa (BXK. Touka 4.2).

Octpa 6B0peyHa HEBOCTATLYHOCT
MHuoro pagxo ynoTpeGaTa Ha IeBEeTHPAIETaM CE CBEPIBa ¢ 0CTpa OB0peuHa HeTOCTATEHHOCT, KATO

BPEMETO 33 HEHOTO BL3HMKBAHE BapHpa OT HAKOIKO JHH J0 HAKOIKO MeCcela.

KpnBHa xapTHHA

llpu npHAaranero Ha JeBeTHpaleTaM, OOHKHOBEHO IPH 3a04BaHe HA IEYEHHETO, €A OHCAH
CIy4au Ha HaMajicH Opoii KphBHM WIETKH (HEYTPONeHMs, arpaHyIoNUTO34d, TeRKOIICHHS
TpoMOOLHTONICHNA X aplToneHus). [IhiHaTa KpreHA KapTHHA C¢ MPenophYBa npi
H3paseHa caafocT, NHIPeKCHs, peLIMIHRHPANTH HH(EKIIN WIH KOArYTAHORHH Hap
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CaMoyGHHACTEO
Tipn narMeHTs, NeKYB2HH ¢ AHTHERIMNENTIYHE JeKapeTBa (BKIIYHTEIHO NeBeTHPALETAM) ca

choOIaraHH caMoyOrifcTRO, OMAT 33 caMOyOWICTRO, CYMIMAHA HIcAIMA U oRecHme. MeTa anamia
HA PaHAOMH3HPAHH, NAane60 KOHTPOIMPaHH H3THTBAHHA Ha AHTHEIMWICTHIHH IEKaPCTBEHA
NPORYKTH IIOKA3BA MAITLK, HO IIOBHIIEH PACK OT NOSBA Ha CYHIHAHA MUCITH H TTOBCACHUE.
MexaHH3IMEBT Ha TO3H PHCK HE € UIBECTEH.

3arona naimenTiTe TpA6Ra A4 OBAAT NPOCNEAABAHH 33 PUIHALM HA TEPECHA H/UIH CYHIHIHA
HJlealts W oRecHKe | TPAORA 1A ce npeTpHeMe ChOTRETHOTO Nevenne. TlanueHTHTE (M XopaTa,
KOHTO CE IPHIKAT 3a TAX) TPAOBa fa OBAAT MOCEBETBAHH J1a NOTBPCAT TEKAPCKH ChBET, B caydaH, e ce
TI0SBAT TIPH3IHANH Ha AETpeCH WM CYHIHTHA Hiealms HWiH NoBeAcHAE,

AOHOpMHO W aTPeCUBHO NOBENCHHE
nE'BﬂTHpaIIBTaM MOXeE fa IIpH"!PIHH NCHXOTHYIHHE CEMIITOMH H ITIOBCREHYLCKH aHOMaITHH,

BEKJIOYHTE/HO Pa3/ipasHHTENHOCT U arpecHBHOCT. [lamuenTuTe, NeKyRany © NEBCTHPALICTaM,
Tpa6Ba fa 06,07 HAOIFOXABAHK 3a pa3BHTHe Ha NCHXHATPUYIHH IPOARH, HACOUBAIIH KBM
CBHINECTBEHH TIPOMEHH B HACTPOCHACTO H/UIH IMYHOCTTA. AKO ce 3a0enexar Takusa
TNoBecHI, TPA0Ra Ja ce 0OMMCIIH KOPUTHPAKE 1M MOCTENeHHO NpeyCcTanoRBane Ha
nedeAneTo. AKO ce B3eMe peilieHie 3a NpeycTaHOBARAHE, MOJIA BIDKTE To9KA 4.2.

HeauaTpuina nonynaimg

Tabnernara diopMa He € MOAXOAAMA 32 IPHCMAHE 0T HOBOPOXCHH M A¢la MOA 6~roAHHMA.

HamvrgHire RadHg OpH Aena He [10Ka3BaT MOBIHABAHE Ha pacTeka ¥ mybepTera. Brrpekn ToBa He ca
H3BECTHH JBATOTpaliENTE eexTH BEPXY Crioco0HOCTTA 32 3ayyaBane, HHTENCKTA, PacTexka,
CHIOKPHHHATe GyHKIIHH, MyOepTeTa H Bb3NPOHIBOACTBCHHA MOTEHUHAIL

4.5 BaaamoaeiicTeHe ¢ APYrH TeKapcTEEeHA IPOXYKTH H ApYra GopMu HA BIauMoJelHCcTBHE
AHTHeIMIeNTHIHH JIEKAPCTBEHH IPOAVKTH

JaHnuTe OT KNWHIYHE TIPOYIRAHNN NIPH BPb3IPACcTHH, IPCAH ITyCKaHe HA Ta3apa IIOKa3BaT, e
JleseTdpaneraM He OKa3Ba BAMAHEE PEPXY CEPYMHHTE KOHIEHTPAIMH Ha CBIICCTRYBAIKTE
AHTHEMHIICOTHYHH JeKapCTBEHU cpeicTEa (PCHUTOMH, KapOaMa3eliH, BANNPOeBa KHCEIHHA,
derobapbuTan, TaMOTPHIHH, Ta0aneHTHH, NPHMENOH), KAKTO H 4¢ Te3H aHTHEHIETTHIHEH TeKAPCTRa HE
BIMAAT BHPXY (PapMAKOKHHETHKATA Ha NEBETHPALIETAM.

He chmiecTByBaT KATETOPHYHM TaHHH 32 KITHHHIH( 3HAYHMY JEKAPCTBCHH B3aHMOeHCTBHSE KAKEO
IpH BL3PACTHH, TAKA M TIPH HeqHaTpHIHH NAllHEHTH, IpAeMali| Ao 60 mg/kg/ArcEHO
NeRCTHPALIETAM.

PeTpocnekTHBHATA OlleHKa Ha GapMaKOKHHETHYHUTE BRAUMOCHCTRUA HpK AETA | IOHOMK C
emAnenicHs (4 10 17 roguHu), MOTBHPAKAABA, Y€ JONBIBANIOTO JEYEHHE ¢ IEPOPATHO TIPHAOKCH
TIERETHPALETaM He II0BITHABA CTALOHAPHHTE CEPYMHH KOHIEHTPALMH HA eOHOBPEMEHHO
NMpHaraHuTe KapGaMa3elil o Bainpoar. Benpexu Tora gammueTe npemionarat 20% Ho-BHCOK
KIHPRHC Ha JIEBETHPAL[eTaM IIPH Jiella, IPHEMALTH EH2HM-HHIYIHPANH aHTHCTIHIEN THYHH
TleKapcTReHH NpoAykTH. He ce Halara ajanTHpaHe Ha JO3ATA.

IpoGerernin
Yctanosenro e, ye npobereuna (500 mg weTHpu MuTH THeRHO), Gokep Ha GuOpeunara TyGymHa

CCKpPCIHA, H]-D[Hﬁﬂpﬂ PCHANHMA KITHPRHC HE TRPRUNHMAA MeTabomut , HO Hie ¥ Ha JICBETHD
B'bl'lpeKH TOBA KOHIIEHTPAIMATA HA TO3H MeTafoHT 0CTaRA HHCKA.

Metorpekcar



Croblieno e, ue eTHOBPEMEHHOTO IIPHEMAHE Ha MeBETHPaneraM M METOTpeKcaT HaMaliBa KIHPLHCA Ha
METOTPEKCAT, KOETO BOAH 1O IOBHIICHA KOHLIEHTPal[HsA/3aikpXKaHe Ha METOTPEKCAT B KPBRTA JI0
MOTEHOHAITHO TokcH4HA HHBa, HupaTa Ha MeTOTpeRcaT W JIeBETHPAIIETAM B KPLRTA TpsORa a ce
TMPOCHEAABAT BHHMATENHO T[PK MAMEHTH, JSKYRAHH eTHOBPEMEHHAD © NBETE NEKAPCTBS.

Ilepopaniu KOHTPANEOTHRYE W IPYTH GapMakOKKHETHINY B3aUMoeiicTBHA

Jleretupaneram 1000 mg nxHesHO He MOBMNARA (apMaKOKHHETHKATA HA OpalIHITE KOHTPaUEIITHRH
(ETHHHIECTPAIHOI H TEBOHOPIECTPE); EHAOKPHHHHATE IIapaMeTpH (TyTeHHA3IKPAN] XOPMOH M
nporecrepor) He ce npoMendT. Jlererupaneram 2000 mg AHeBHO He MORIHARA (APMAKOKHHCTHKATA
Ha HMIOKCHH # BapghapHH; TpoTpoMGHHOBOTO BpeMe HE ce NpoMeHA. EnHOBpeMeHHOTO IPHEMaHe ¢
IUTOKCHH, OpPallHi KOHTPAlcTHBA K BaphapWH He NoRIHABa dapMaKOKHHETHKATA Ha
JIEBETAPALIETaM.

Jlaxcarvupn

Hma uzonHpans choBIIeHHA 32 HAMancHHe HA epHKACHOCTTA Ha JIEBETHPALIETAM, KOTATO
OCMOTHYHOTO cabHTENHO MAKPOTO Ce MPHara ¢IHORPEMEHHO ¢ TIEPOPANICH JIEBETHPALETAM.
Crenosaremio, MaKporos He TpA6pa Aa ce IpHeMa MIpe3 YCTaTa B MPOALIDKEHHE Ha C/IHH HacC MPS/H 1
€IIMH Yac CIIe TPHEMa Ha TEBETHPALIETAM.

Xpana ¥ ANKOXoN

Creutenra Ha abcopObuua Ha MEBETHPALETAM HE CE UPUMEHS OT XPAHATA, HO CKOPOCTTA HA abcopOuus ¢
cnabo nomnKena.

HdMa apHy 3a B3auMojielicTBHE Ha JEBETHpaLlETaM ¢ ATKOXO.

4.6 ®epTHANTET, GPEMEHNOCT H KLpMEHE

Jenu ¢ geTepomeH TOTEHIAAT

Ha xenu ¢ feTepofeH NoTeAMHAN TpaOBa A2 ce laBa CRRET OT ceMHanuct, JleqeHuieto ¢ tegeTHpaneTaM
Tpa6Ba A3 ce npepasriena, KOTATO XeHaTa MIaHupa Aa 3abpeMenee. Kakro npd BCHYKH
AHTHEHHIENTHIHN JickapCTBa, TPAORA N ce H304TBa BHE3AITHO CIMpade Ha JeBeTHpaNeTaM, Thil kato
TOBA MOXKE Ja JOBEIE A0 MOABA HA IEPIORE, KOUTO OWXA MOIIM A2 MMAT CEDHO3ZHH HOC/ISAHIH 32 JKeHaTa
H HepoicHOTO JeTe. TpAOBa Aa ce npeAmodcTe MOHOTEPAITHA, KOTATO € BBIMOXKHO, TEH KaTo IEYCHHETO ¢
MHOX€ECTBO aHTHelMIenTHHH JekapcTa (AEJL) moxe Aa e CRRP3aHO ¢ HO-BHCOK PHCK OT BPOJEHH
MaldopMaimH, OTKONKOTO MOHOTEPAITHATA, B 3aBHCHMOCT OT IIPHNIATAHKTE AHTHEITHICTITHIIH,

bpeMeHHOCT
TonemuaT Opoii NOCTMAPKETHHTOBY JNAHHYM [IPH OpPEMEHHN KEHH © EKCITO3HLMA Ha JIeBETHPAIIETaM KaTo

MonoTeparist (ran 1 800, cpen xouto npu Haf 1 500 excno3HUMATa BPE3HWKRA MO BPEMe Ha ITHPBHA
TPHMECTHP) HE NOKA3RAT YBETHIARAHE HAa PACKA OT OCHOBHMTE BpoXeHH MandopMaruy. ChilecTRYBaT
€aMO OTpaHHYEHM T0Ka34TeICTRA 33 HEBPOMOTHYHOTO Pa3sBHTHE HA ACla, HANOKEHH Ha MOHOTCPAITHA C
TNeReTHpalleTaM in utero. BripekH Tora TEKyITHTe eMATCMUONCTHIHH Npoyerands (py oxono 100 gena)
He IOKa38aT MOBHIICH PHCK OT HapYIIEHHA i 3a0aBdHe Ha HeBpONOrHYHOTO pA3BHTHE. JleBeTHparieTaM
MOXKE N3 ce MPUNara o BpeMe Ha GpeMERHoCT, ako Clell BHEMATEHA OIicHKa CE CYETE, Y€ & KITHHETHO
HeobxoauMo. B TakeR cayHaif ce MperopbaBa Hail-HHCKara edeKTHRRA 1033,

@DH3HONOTHYHATE MPOMEHH IO BpeMc Ha OpcMeHHOCTTa MOXKE a TIORMMAAT KOHIIGHTPAITESTA Ha
nererupateram. [lo Bpeme Aa 6pemenHOCTTa ce Ha0M0NaBA IOHHKaBaHe Ha ITA3MEHHTE KOHIEHTPAIHMN
Ha neserupareraM. [loHbikapaneTo € No-H3pa3eHo Npes TpeTHA TpHMECTEP (10 60% 0T HIXOAHOTO HHBO
npenu GpeMenHoctTa). 3aToRa Ha OPEeMEHHNTE MEHH, TEKYBaHA ¢ JICBETUPAETaM TPAOBA 1a ce OCHTYPAT
NOAXOAATNH MeTATHHECKH TPHKI.

KppMeHe
JlepeTupaneram ¢¢ OTHEIA B KBPMATa, 3dTOBA KEPMEHETO HE € MPENOPBLUHTEIHO,

Axo ofaye NeHeHNETO ¢ AEBSTHPASTIM ¢ HATOKHTENHO B TICPHOIA HA KEPMEHE, CLO
nom3a/pucK TpA6ea Ja 664e oLIeHeHO MPH OTIHTAHE HA 3HAYEHHETO Ha KbPMEHETO.
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Deprumurer
He ca oTxpyTH JanHM 32 BIMANAETO BBPXY PEPTHAHTETA HpH MPOYIBAHHA BEPXY XHUBOTHH (BXK.
Todka 5.3). HiMa xIMHUSHH TagHy, MoTCHIHANAHIA PHCK 38 X0Pa He € H3BeCTCH.

4.7 Ejdextn BLPXY cniocofMocTTa 32 modHpane i padora ¢ MANTHHHA

JlepeTupaneram ¥Ma TeKo 0 YMepeHO BB3ACHCTBHE REPXY cllocofHOCTTA 33 odMpane | padoTa ©
MalTHHA. Tlopail BE3MOKHY PasiHIHa HHIHRAIYATHA YYBCTBHTCITHOCT [IPH HAKOH TAI[HCHTH, B
HAYyaIoTO HA N€YCHHETO HIH IIPH TlocneABAMO YRENWIARAHE HA [03aTa, MOXKE 13 CE NOABY CLANMBOCT
HIY JPYTH CHMITTOMH OT CTPaHa Ha HeHTpalHaTa HepBHA cHcTeMa. ETo 3allo ce npenopsvsa [MOBAMIEHO
BHIMAHHE [IDH HaLMEHTH, K3BELPIIBAINA OOpeneleHy 3afa4n, KaTo modHpaHe HiM paGoTa ¢ ManIiHHH.
TMampeuTure Tpxﬁna Ja 6‘5118'1‘ TPERYIIPERACHY fa HE U3ITION3BAT KAKBATO M Ja e TCXHWKa WIH MantiHH
JOKATO HE YCTAHOBAT, Y€ BEEIMOXKHOCTTA HM 33 TOB& HE CC € ITOBIHANA.

4.8 HexenaHu NeKAPCTBERAN peakinul

Obo6uwenue na npodhuna Ha bezonacHocm

Haji-gecto chofmapandTe HexeldHH peakiiy ca Ha30dapHHIHT, CHHIHBOCT, ragoGonye, yMopa 1
saMasHOCT, IIpoduIbT Ha HexenaHUTe peakiu, MPEACTABSHH O-JOLY, ¢ OCHOBABA Ha aHATA3A HA
cOopHI Natedo-KOHTPONHPARH KNUHAYHNW H3TTHTRAANN 34 BCHAKH NPOYUBAKK NOKA3aHus,
BKAHO9IBANH 0010 3 416 NallHeHTH, TEKYBaHU ¢ ICBCTHpALeTaM. Tean NaHHH ca JOMBIHSHH ¢
ylroTpebarta Ha JIEB¢THPAUETAM B CHLOTBETHUTE OTKPHTH PA3INHPEHH [IPOYIBAHHS, KAKTO H 0T
MOCTMApPKETHHTOBHA ONAT. [IpodmasT HA Ge30TACHOCT Ha ACBSTHPANSTAM € KATO NAN) MogoOeH npH
PAUTHMIHHTC BR3PACTORH IPYITH (BE3PACTHH H TIAHATPHIHH NATIMEHTH), KAKTO H B paMKHTE Ha
OJIOGPCHHTC HHIHKAIHHE CRBP3aHH C CHHICIICHATA.

TaGniueH clHCHK HA HEXENAHATE ICKaPCTECHH PEAKIHA
Jowranepanure HeXEIAHH IEKAPCTECHH pEakiiie IPH KITHHWIHY H3MATEAHUA (TP BL3PACTHH, IOHONTH,

Iena ¥ HOBOPOACHA Han 1 Mecell) HiM OT HOCT-MAPKETHHTOB OMT ca H30POEHH T10 CHCTEMO - OpPTAHHA
KiTacu¢HKarits A Io decToTa B TA0MIara No-poay. YecroTara uM ¢ gedAHMpana, Kakro ClIenea: MHOTC
gecta (Z1/10} , decra (21/100, < 1/10), vegectn (=1/1 0060, <1/100), pemxs (=1/10 000, <1/1 000) 1
MHOTO peltki {<1/10 000).

MedDRA Kareropuu Ha 4ecrora

Cucremo- Mmuoro gectu Hecru Hewectn Peaxu

OpTraHed KJac

Wudexum 1 Ha30hapUHI U HHBEKIHH

HHECTAIIHA

Hapyimenns Ha TpoMOoUuuTONERNS, HManmuronenss,

KpBBTA H NeBKOTCHIA HCYTDOICHHA,

JMHaTa arpaHyNonHTOIa

CHCTEMA,

HapytneHia Ha JlexapcTBena
peakis ©

HMyHHATA eosuHodHIMA B
CHCTEMHH

cHCTEMa




ARTHOEIEM H

anaduraxkcun)
Hapymrenug ra AHOPEKCHA TlormxaBare Ha XHIOBATPHEMMA
MetabomsMa 1 TErfoTo,
XPaHEHETO BORHIIABAHE HA
TErnoTo
Tlcuxpunn Iienpecus, OTTHT 3a caMoyOHIfCTRO, | H3BBPINEHO
HapyTieHus CYMLHHA caMoyOHIiCTBO,
ppaxaebHocT/ | wieauss, AHYHOCTHH
NCHXOTHYHO HapyIIeHus,
arpecHBHOCT, pasctpoiicTso, abHopMHO
0e310K0HCTBO, | HeobuyaliHo MHCTICHE, JCTHPHYM
Ge3crHue, IIOBENECHHE,
HepBHOCT/ XAMKITUHAINH, THYB,
Pa3zaApasHHATEI- CBCTOAHHE Ha
HOCT o0BpKBaHE, TAHAMECKA
aTaka, EMOLHOHAMHA
HecTaOHMHOCT/TIpOMEH
H
B HACTPOEHHETO,
TPEBOXKHOCT
Hapymctms na COMHONICHTHOCT | KOHBYICHH, AMHC3HA, HapYIICHAC XOpCoaTcTosa,
HEpRHATA , HapylieHWE Ha | Ha DaMeTTa, HapylieHa
CHCEEMA paBHOBECHETO, | KOOpAMHAIMA / JUCKUHE3NA,
rnarobome 3aMAAHOCT, araKcHd, HapecTesus,
Jerapris, HAapyIHCHHC HA XHIICPKWUHEIWA
TpeMop BHHUMAaHHETO HApYyHIeHHe Ha
HOXOJKATA,
exedanonaTns
Hapynienus Ha JHILIOIIHMA, 3aMbIIICHO
ounTe 3peHue
Hapymenna na BEPTHIO
YXOTO B
na0HpHHTA
PecrmpaTtopry, Kamura
TPBAHH H
METHACTHHATTHH
HapyTieHHs]
CroMamno- Hostky B
IpERHH Kopema,
avapus,




HapynieHus JIUCTIENCHA,
NOBpBILane,
raficHe

Xenarto- abHOpMHM pesynTaTH gepEOApoGHA

OumiapHu HpH $YHKIIHOHATTHH HEAOCTATHYHOCT,

HapyIEHns 4epHOAPOOHA TECTORE | XENATHT

Hapynrenns Ha obpue ANMOTICLINA, eK3eMa, TOKCHYHA

KOXATa # enuiepMaa

HONKOKHATE IpypuTyC HEKpOJIH3a,
CHHEpPOM Ha

rhKal St;il:ls-J ohnson,
epuTeMa
MynTHDOPME

Hapymerna ua MycKyliHa cnabocr, PabmoMuoniza u

MYCKYITHO- [OBHINEHA KPEATHHHE

CKeNneTHaTa MHAJIIHA dochoxumaza s

CHCTEMA U KpBBTa*

CheTHHATCITHATS

TBHKaH

Hapymerus aa ocTpa 6n6peqna

bnbpeuuTe 1 HEAOCTATHIHOCT

TIHKOYHHTE

OBTHIIA

Obmu acTeHud/ymMopa

HapyIueHud 1

epeKTH Ha

MSACTOTO Ha

TIpHTOXKCHHE

Hapansaranms, ClygaifHo HapaHsAsaHe

OTpaBAHUA H

YCHOHESHH,

BEL3HUKHANH B

pe3yITaT HA

HHTEPBEHINH

* 3HayMTENHO M0-BUCOKO PA3NPOCTPaHEHHE ce HablojaBa PK NANMEHTH OT STTOHCKH TIPOM3XON B
cpasHEHHE IIPH NAHEHTH OT HESNIOHCKH MPOH3XO0.

OnHcanve Ha H30paHM HEXKENAHK DEaKIH
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PHCKET OT aHOpEKCHA € [T0-BHCOK, KOTAaTO AERCTUPALIETAM C¢ TIPHIAra eIHOBPEMEHHO ¢ TOTTHPAMAT.
Ilps HAKONKO ciTyuas Ha ANMONMEIHA ce HaOMOAaBa BRICTAHOBABANE CIEN NPEYCTAHORABAHE Ha
JIERETHpANCTaM.

Hpﬂ HAKOH OT CIy4auTES HA IMAHITHTONECHHA € YCTAHORCHO IIOATHCKAHES HA KOCTHHA MO3ZEBK.

Cayqan Ha cHuledanonaTig oGHKHORCHO HACTHIBAT B HAYANOTO HA IEYEHHETO (OT HAXONKG JHH JI0
HAKOJIKO MECelia) M ¢a 00paTHMH ¢liell CIHpaHe Ha eUeHHeTO.

Heduampuuna nonyiayus

Ilpn nauxeHTH Ha BB3pacT oT 1 Mecell 2o noa 4 roauHH, 06mio 190 nammenTn ca OHITH TeKyBaHH C
JeseTHpalleTaM B ITANcOOKOHTPOMMpaHK H oTBOPCHH pasimpens npoyssamus. HlecTaccer oT Tesn
NAlHMEHTH ca G IEeKyBaHM ¢ JIEBETHpALeTaM B ILIAleO0-KOHTpONMpARH npoyuBaHus. [Ipu
MAlHEeHTH Ha Bh3pacT 4-16 roanHy, obmo 645 naitenTu ca 61N NeKyRAHH ¢ HCBETHPALETAM B
nanedo-KOHTPOIHPaHH H OTBOPEHH Pa3lIMpeHn npoydsasus. B mnanebo-koRTponkpany
npoygBanig 233 oT Te3u MallMeHTH ca OIIH NeKyBanu ¢ IeBeTHpaneTaM, B Tesu ABe meJUaTpHIHe
BBE3PAcTOBH TPYIH, Te3H HaHHU €4 JONBIHEHH ¢ IOCTMAPKETHHTOB OMWT 32 YyrioTpeba Ha
JIEBETHPALETAM.

Oceen Toba 101 xbpMadeTa Ha Be3pacT mog 12 Mecena ¢a OHIIM ¢ EKCIO3MIINE B IOCTMAPKETHHTOBO
npoy4eane 3a Oesonacnocr. He ca naeHTHHIMpaHy HOBH choOpaxenns 3a 6e30MaCcHOCT 3a
TNEBETHPAILIETAM MK Aela C eMICICHA HA BB3PAcT mox 12 Mecena.

IpotdrnsT Ha HexenaHuTe CHOHTHA Ha JEBETHPALETAM € N0 NPHHIMI TOXOOCH NPH PAsTHYHHUTE
BB3pACcTOBH I'PYIIH H B paMKHTC Ha 0/100pPEHATE HOKa3aHKA, CBEP3aHH ¢ eMHIeNcHATa. besonacuocrTa mpu
AeAUATPUIHH MAUMEHTH B [UIaneGo-KOHTPOIIMpaH KIIMHHIHHA NPOYYBaHHS Ca B ChOTBETCTBHE ¢ Mpodiia
Ha 6e30TIacHOCT Ha JICBCTHpALeTaM IIpY BB3PACTHH, ¢ H3KIHOYCHHE Ha NOBEICHIECKUTE U ICHXHATPHIHH
HEXKENAHH PCAKIIHH, KOHTO €a IMO-4Y¢CTH MPH Zelda OTKONKOTO mpH BE3PpACTHH. HPPI JEa ¥ HDHOIIIH Ha
Bh3pacT oT 4 fo 16 romusm, Nopphimane (MHOTO 9ecTH 11,2%), BB30yaa (dectu 3,4%), IPpOMecHH B
HacTpoeHHeTo (decT 2,1%), eMOUHOHATHA HecTabunAoCT (Yectu 1,7%), arpecus (dectu 8,2 %),
HeoOM4YaiiHo moeenerne (06ma 5,6%) u netaprusg (o6mmw, 3,9%) ca crofmarany [F0-9eCTO, OTKOIKOTO B
APYIHTE Bb3PACcTOBH IPYIH HAK B o0IHA npodun Ha GesonacHocT. [TpH KBpMaveTa | Jella Ha BB3PAcT OT
1 Mecen Ro ToX 4 roauHu, pa3Apa3HUTEIHOCT (MHoro YecTH 11,7%) U HapynIeHa KOOPAHHALLA (YECTH
3,3%) ca crobllaBaHy 110-4ecTo, OTKOJKOTO IIPH NPYTHTE BB3PacTORH TPYITH, KIH B o6 mpodun Ha
He30IacHOCT.

JBoiino-csmno, nuane6o KOHTPOIHPAHO IPOyYBaHE 33 GE30MACHOCT NpH flela ¢ Heundiepuopen u3aiie e
OIEHHMIIO KOTHHTURHOTO K HEBPOIICHXONIOFHYHOTO JIEHiCTRUE HA JICBETHPAIIETaM LIPH Aela oT 4 go 16-
TOJMIIHA BE3PACT ¢ NIAPUHAIIH NPHCTEITH. ¥ CTAHOBEHO €, Y€ NCBSTHPALCTAM HE Ce pazIH4Yaea (HE ¢ no-
TI0IHA) CIIpAMO Tlaiiebo 1o OTHOIEHHE Ha IPOMAHATA CHPAMO W3X0JIHOTO HUBO Ha Leiter-R mHuManie u
nmaMeT, KOMOMHHpaH CKOp 32 H3c/IeqBaHe HA IAMETTA B ONpEAeieHaTa B IPOTOKONA NOTYIALMS,
Pesynrarute, cREp3aHH ¢ MOBSACHICCKATA B EMOIHOHATHA QYHKITHA, ca IOKA3a/IH RIONIARAHE NIPH
nexyBasuTe ¢ JleBerupaneram CTAJIA AprHaliMHTEN NAMEHTH (10 OTHONIEHHE HA ATPECHBHO
MORCIICHHC, H3IMEPEHO M0 CTAHTAPTEH M CHCTEMATH3HPAH METO] Ype3 HIOM3RaHe Ha BANHIBIpaH CIIocad
(CBCL — Achenbach BEIpOCHUK 32 IETCKO TOBEACHAS). BLOpeK: TOBa NAUHEHTHTE, MPUEMATH
Jenetnpaneram CTAZIA ApnHaliMATER 0 BpeMe Ha IPOXBKHTEIHO,0TROPCHO IIPOCIICAIBAIND
TPOYYBAHE, He ca HoKazamA obmo BIolasade N0 OTHOIIEHHE HA TOBEAEHHETO HIIH EMOHOHAIHATA
(QYHKIMA; HEMLO NoBede, MOKA3ATCAHTE 32 arpecHBHO ITOBEJICHHE He ca TIOKa3aTH BIONIABAHE CHPSIMO
E3X0JAHMTE CTOHHOCTH.

Cro0maBatc Ha NOMO3MPaHH HekelaHy PeakIHH

CrobmaBaHeTo Ha NONO3MPAHY HEKEIAHE PEAKITMH CIIeA paspellaBaHe 3a yIoTpeda
NPOAYKT € BaxkHO. ToBa No3BOIABA Ja NMPONB/IDKH HAOMOACHHETO Ha CHLOTHOMIEHA
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neKapcTREeHHA NpoAyKT. OT MEZHIHHCKITE CHENHAIHCTH Ce H3HCKRA 13 ChoOmagaT BeAKa HoJ03Mpana
HexenaHa peakuus Ipes:

W3mRIMHHTeNHA areHIHs 10 IeKapcTRATa

yn. . Jdamsa Ipyes” Ne8

1303 Codmua

Tex.: +3592 8903417

yeGcaift: www.bda.bg

4.9 IIpeno3mpane

CHMITTOMHE

CoMHOIIEHTHOCT, TPEBOXKHOCT, arpechd, MOHIbKEHA CTelleH Ha Ch3HaHHe, IIOTACKAHE Ha AWIHAaHETO H
KoMa ca OuIn HabmonaBany NPy HpefO3WpaHe Ha JICBETHPALETAM.

Mepki ipu npego3upane
Cnen octpo npenoskpane € He0OXOIHMO H3NPazBAHE HA CTOMAXa 9pe3 CTOMAIHA IIPOMHMBKA WIH

IpeIH3BHKBAHE Ha NoBphtade. HaMa cnenuduien aHTHROT Ha NeseTHpaneTam. Jlesenuero upu
Openosupane ¢ CHMITOMATHYHO H MOXE Ja BKIKOYRA XeMopamm3a, EQekTa Ha oTASIIHE [(pH AHAIH3a €
60% za neretipaueram W 74% 3a THPBAYHEA MeTabomuT,

5. PAPMAKOJIOTHWYHU CBORCTRA

5.1 @apMakoqHBEAMHAYHH cBOHCTBR

bapMakoTepancRTHYHa IpyTia: ARTHEITHICHITHIHN JcKapCTRa, APYTH aNTHEIIICHTITHH JIEKapcTBa
ATC xop: NO3AX14,

AXTHRHOTO BeIleCTBO NeBeTApPALICTaM € HHPOIEAOHOBO MIPOU3BOAHC {S-eHaATHOMED Ha ¢-cthyl-2-
oxo-1-pyrrolidine acetamide), xaMugecKH 6e3 RPE3KA CbC CHRIECTRYBALNHMTE aHTHENMHICII THIHH
cpeACcTRA.

MexanHi3bM Ha JeHCTBHE
MexaHHU3MBT Ha NefiCTEHE HA IICBETHPALIETAM Bee OLOE HE & HaTb/IHo H3fcHeH. Jn vifro U in vivo onUTHTE

MOKA3BAT, Ue IeBeTupaneTaM He IPOMEeHS OCHOBHHTE XapakTEPHCTHKY Ha KIIETKATA, KAKTO H HOPMAJHATA
HEBPOTPAHCMHCHS.

In vitro Npoy4BaHUS ITOKA3BAT, Y€ TCRCTHPALCTaM Bb3ACHCTEA BEPXY MHTPaREBPOHHNTE HIRA Ha Ca
9pe3 YACTHIHO HHXHOHpane Ha N-tin Ca™ kaHan4eTa, KaKTo H 4pe3 pelyLHpaHe ocBoGOKIaBaHETO
Aa Ca* OT HHTpaHEBPOHHHMTE Jcna. B pombirsenue, TOH 4acTHIHO HAMAILIBA PEAYKIHATA B [10TOKA B
GABA- U rIMIpiy- 3aBHCHMATE KaHAMETa, HEAYIMPaHy oT IUHK H B-kapbomunu. Hemo nosede, B in
vitro IPOYYBAHNA, ICBETHPALETAM AEMOHCTPHPA CBbP3BaHe KEM CICITHUYIN MECTA B MOZEUHATA
ThKaH Ha Ipusady. ToRa MACTO Ha CBLP3IBAHE € HAMUPAINHA C€ B CHHANITHYHHTE Be3HKYIH IPOTSHH
2A, 3a XOHTo0 ce cMATA, I€ YYACTRA B Be3HKYNHaTa (y3Ha M HEBPOTPAHCMHTEPHATA EK30IIHTO34.
JleperupalieTaM H HETOBHTE 8HATO3H NIOKA3BAT H3ABCH abMHATET KhM CBLP3BAHE ¢ HAMHpPAINHA CE B
CHHANTHYHHTE BE3HKYITH TIPOTEHH 2A, KOETO OT CBOA CTPZHA € BLB BPb3Ka ¢ TAXHOTO JEHCTBHE Cpemy
NPHCTRITHTE B 2y MOTEHHH MOJRCIH Ha eIHJICTICHA IpH MMIIKH. Te3n pesyNTaTH MpeAIonarar, 9e
B3aUMO/IeHCTBIETO MEA(TY NEBETUDANETAM W HAMUPAINUSA C& B CUHANTHIHHTE BE3UKYIHE TIPOTEHH 2A
HOIIOMAra aHTHEITHICTTHYHIA MEXaHH3hM Ha JeficTRHE Ha JIeKapCTBEHHS TIPOTYKT.

DapmakonmHaMany edextu
JereTHpaieTaM nipennaspa oT NAPIHANAY W MEPBHTHO FeHEPATH3HPANT IPUCTHITA TIPH MIMPOK KPBI
HKUBOTHHCKH MOJETH O€3 Jla IMa Npo-KOHBYIICHBEH edekT. ITbpBHIANAT MeTaGOITHT € He
IIpn xopa aKTHBHOCTTA N0 OTHOLIEGHNE, KAKTO Ha NAPHHATHHTE, TAKa H Ha TEHEPAIIN3
EITUIIETITHIHH CHCTOAHNUS (enHIenTH{opMHO ocBoboKIaBaHe /poTONApOKCHIMANEH
TIOTBbPXIaBa DIMPOKKA HhapMaKOMOTHICH CIEXTED Ha IeBeTHPALeTaM.
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Kimanang edukacHOCT M §e3onacHocT

Honvrgawo neuenue na napyuarky npucmvhu ¢ uii 63 EMOPUNHA 2EHEPARNIAYUA NP LIPACTHNY,
OHOWY, OBYG U ROBOPOOEHN HAd I-Meceuna epIpacm c enuaencus

Ipu BE3paCcTHH, ehHKACHOCTTA Ha ICBETHPALIETAM € okalaHa B 3 ARoHO-CIIeH, Iianeto-
KOHTpOIHMpaHn npoy4ysannd ¢ 1 000 mg, 2 000 mg nm 3 000 mg/aeH NpuraraHy KaTo 2 OTACIHM
J103H ¢ NpOTE/DKATEIHOCT Ha IedeAnero Ao 18 cemvrmu. TIpn cGopHuA awanus, apolicHTa Ha
MaumHeHTHTS A0CTHTHAMH 50% WITH Mo-BHCOKO HAMAaNCHHE, CIIPAMO H3X0THOTO HABO, HA Y6CTOTATa Ha
TIapliHalENTe NPUCTHIN 3a CeMHNa PH NocTosHHa qo34a (12/14 ceqmmir) e 27,7%, 31,6% 1 41,3%
npy natueHTH Npaemanty 1 000, 2 000 wm 3 000 mg nepeTEpaneTaM ¥ cxoTeeTHe 12,6% 32
NMamECHTHTE MPHeMAION MIAHCO0.

HemmaTpydaa NomyIalHs

IIpn mepuaTpudsu nanyedty (oT 4 7o 16-roaumna Bh3pact), e MKACAOCTTA HA IEBETHPALETAM €
JIOKa3aHa B ABOHHO-CIAIIO, MNale50-KoRTpONMpARo HpoyYRaHe BKIOYBAnI0 198 maluHeHTH W ¢
MPOABDKHTEIHOCT Ha tedeHrero 14 cepvueia. B Tosa npoyusatie, NARKEHTHTE HOTYYaBaTH
JIERETHPALIETaM KaTO IOCToAHNA J03a of 60 mg/kg/IHesHo (MpHeM JiBa TETH Ha JcH).

44,6% oT paluMeRTATe NMpHeMali neseripaneraM u 19,6% or marmentiTe npreMann mranebo ca
AaMamy 50% UNH M0-BHCOKQ HAMATCHHC, CIIPSAMO H3XOBHOTO HABO, HA 9eCTOTATA HA NAPITHATHUTE
NpACTEIH 33 cefmuila. Ipy npolnuxuTenso neArocpogno nedeHue 11,4% or nanuenTuTe He ca
ToNyyaBsaNH DpHCTLIE MoHE 33 6 Mecena u 7,2% 3a none | roguna.

Ipu nexuaTpudny nauenTH {0T 1-MecedHa Ko 4-rogumrHa Be3pact), ¢hHKacHOCTTa Ha
TIcBETHpANETaM € YCTAHOBEHA B ABOHAO-CIANo, mianefo KOHTPOJMHPaHO OpoyYBaHe, BIIogsamo 116
MalHEHTH A ¢ TIPONLIKUTENHOCT Ha jeuenseto 5 1un. B ToBa npoyusane Ha NAMHCHTHTE €
npeAnHcana JHeBHA Nosa of 20 mg/kg, 25 mg/kg, 40 mg/kg wm 50 mg/kg mepopalieH pasTRop, B
3aRMCHMOCT OT TAXHaTa Bh3pacT. B ToBa nmpoyuBaHe & H3MI0I3BAHA Josa oT 20 mg/kg/mHerxKo,
taTpupana o 40 mg/kg/ACBHO NPH HOBOPOACHY OT EIMH Mecel A0 6 MeceIa H 1o3a oT 25
mg/kg/nuesHo, THTPpHpaHa Ko 50 mg/kg/nHeBHO MPH HOBOPOIEHH H Jela Ha BE3PACT oT 6 Mecera Ao 4
rofay. O6marta AHeBHA 4032 € IpHIAraHa JBa ITRTH JHEBHO.

TlepeoHATaTHATA OIEKKA HA etheKTUBHOCTTA € HUBOTO HA OTTOROD (HpOUEHTHT IraAlHEHTH ¢ = 50%
HaMaJIeHHe, COPAMO H3XOAHOTO HHBO, HA JIHEBHATA 9€CTOTA HA MAPLHATHHATE IPHUCTHITH), ONpEAeneHa
OT 3acleneH neHTpaien derel apes 48-wacoso srneo EEI" HabmiofeHue. AHATH3LT HA ePHUKACHOCTTA
oOxeama 109 naluieHT!, KOHTO Ca WManK noHe 24-gacoso ugeo EET nabmonenne npes apara
Lepuo/la - HA H3X0AHOTO HHBO H Ha ollcHKara. [laumenTyTe, MoKa3amM o1roBop, ca 43,6% ot
TIEKYBaHHATE ¢ JeBeTHpaLeraM U 19,6% oT nauuedTHTE, mpHeManTd Iiuage6o. PesyaraTure oTrosapaT
Ha ChOTEETHATA BH3PAcTORA Ipyna. IIpu IpoakoKHTeIHD TRATOCpOYHO Nevenne 8,6% oT nanuedTHTE
He ca DOIyJaBalll NpHCTEIN NoHe 3a 6 Mecena i 7,8% 3a noxe 1 rogmua.

B mnanefo-koRTPONHpaHr KIMHHIHH OPOYIBAHHS, ¢ EKITOIHIHA ¢a O1MM 35 KnpMauera ¢ naplHalIHH
NpPHCTBIH, Ha BE3pacT HoX | rofHAa, OT KOHTO caMo 13 ca GHITH Ha RR3IpAcT < 6 Meceua.

Mouomepanua npu nevenue HA RAPYUATHY RPUCIIBNY C UMM HE3 6MOPUNHA 2CHEPATUZAYUS NPU
nayuenmu #ao 16-z00uuina ev3pacm ¢ HOBOOUUZHOCIIUYUPAHT CNUASACUR

E¢uxacnocTTa Ha JeBETHpaIleTaM KaT0 MOHOTEpANiA € YCTAHOBCHA B IBOWHO-CIIATIO, TAPAHETHO-
TpyTiOBO, HEHH(EPHOPHO CpaBHEHHE ¢ KapbaMa3elHH ¢ KOHTpomipaHo ocsoboxaasade (CR) npu 576
MAlHEHTa Ha 16-ToIMINHA BE3pacT WK NM0-BE3PacTHH ¢ HOBOZHATHOCTHUKPAHE RN Hackopo
JMArHOCTHUMpaHa envnercys. [Jaumpenture e TpaOBano ga 6bAar eNHHCTBEHO ¢ HENMPEAN3IBHKAHK
TAPIHAIHE TPACTEIH HIH MeHepaTH3HpaHE TOHITHO-IIIOHHIHH TPHCTRIH. [TarieHTHTe
OIpe/iciIeHH 0o cydasH HaYHH Ja npaeMar kapbamazerrun CR 400 - | 200 mg/nen un
neserapaneraM 1 000 — 3 000 mg/neH, kaTo MPoABIKUTENHOCTTA Ha JIEICHHETO € 10
3ABMCHMOCT OT OTTOBOPA.
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JIunca na OPUCTEIHM 33 6§ Mecena e ZOcTHrHATA apx 73,0% oT nanvesTHTe HPAEMAITH JeBeTUpaNeTaM
u mpn 72,8% OT nanueHTATE NpHeMaNly kapOaMaierii, YCTAHOBEHATA a0COMOTHA pa3NHKa MEATY
repanHute ¢ 0,2% {95% CI: -7,8 8,2). TTorede oT noNosAKaTa o1 HAIMEHTHTE OCTABRAT O3 Ja
ITOy4aBaT MpUCTEIH 33 12 Mecena (56,6% u 58,5% CLoTReTHO OT NalMeATHIC Ha NERETHpaLlcTaM H
kapGamazenuy CR).

B npoy4rane, 0Tpa3qsamo KIWHHTHATY TPAKTUKA, CHIBTCTBANATA AaHTHEIMICIITHYHA TEPAMA MOXC
Ja ce OpeKbeHe IpH orpaHdded Opoll naiMeHTH, KoiTo ca ce HOBITHAIH OT HOITLIBALLA TEPAITHI C
HAeBerApalieTaM (36 Bp3pacTHH alHeRTa oT 69).

Honursaiyo nevenie Ha MUOKIOHUYRYE NPUCMENT NPU 8b3pAcMHY U 1oHowiu HaO [ 2-200uwwma sv3pacm
C HOBEHUNNA MUCKIIOHUNHA ERUAERCIAL.

EduxacHocTTa Ha NeBeTUPAUCTAM € YCTaRoReHa b ARoiiHO-ciiino, nraneGo-KOHTPOIHPAHO TIPOYIBAHE
C EPORLILKHTENHOCT 16 ceIMHIIN PH KANHEHTH Ha | 2-ronpiiiNa BE3PACT WITH [I0-BE3PACTHH
CTPajainy OT HEHONIATHYHA TeHepaTH3HpaHa CIUIENCHA ¢ MHOKIOHHYHH MIPACTBIM OT PpazIHuHK
cubxpomu. [loBeuero mamuenTu ca OWIM € 10BEHITHA MHOKIOHMMHA SIMTIEIICHAL

B ToBa mpoyusaHe Jio3aTa Ha neBeTHpaneTaM ¢ Huna 3 000 mg/nen pa3gencHa na 2 mpHeMa.

58,3% oT nmau@eHTHTe MpUHEMAUTH nekeTHpaderaM u 23,3% or nanvmenTrTe Ha 1uranebo ca ¢ none 50%
HAMAIIEHHE HA THUTE IPEe3 CEAMMIIATA ¢ MUOKIOHIMIHE IPHCTHIN. TipH mponsioxHTenyo qeirocpodto
Aedenne 28,6% 0T naupeHTHTE He ¢4 IONYYaBaTH MHOKIIOHHYHH IIPHCTHITH 32 TTOHE 6 Mecelid i
21,0% 3arione 1 roxusa.

Jonwneauo nevenye Ha NLPEULHO 2CHEPANUIUPAHU MOKUWYHO-KIORUYHU NPUCHIBAU HPY 8b3PACIHU U
1oHowM Had 12-z200uwna ee3pacn ¢ uOUORAMULHA 2EHePANUIUPAHU enutencis.

Eduxactioctra Ha FeReTUPALETAM € JI0Ka3aHA B 24 CEAMAYHO JBOHHO-CIIANO, MIaebo-KOHTPOTHPAHO
NpoyYBaHe RKTIOIBAII0 BB3pAcTHH, TOHONIH H orpaHnded O6poil qena cTpajany oT HHOmaTHINA
TeHEpARTHIUPAHA elMHICHCH C IBPRHYHO IeHEpaTuIHpaHH ToHHTHo-knoHuHY (1T TK) npHcTsIM OT
pPa3nuIHy CHEAPOMHE (J0BeHHIIHA MAOKIIOHMYHA STHJCIICHA, FOBSHHIIHA AGcaHc elmNercHs, Jercka
abcaHc enMiencHs WK emuienchq ¢ grand mal npucrem mpH cbyxaane). B ToRa npoyusaue,
Jlosara Ha JieseTHpareraM ¢ Omra 3 000 mg/nen npu pE3pacTaH wiH 60 mg/kg/AcH NpH Aeua,
TipYieMaHy KaTo 2 OTAENHM JI03H.

72,2% OT mauMeHTHTe NpieMantd heBeTApaneraM 1 45,2% oT maneRTATE Ha Waaueto ca ¢ 50% uwnu
no-rondMo HamaieH#de Ha yecrorata Ha IITTK nprersny 3a ceamuna. Ipy mpopsIDKUTENHO
IuIrocpodHo ncyerne 47,4% oT malHeHTHTE He ¢a NONy9aBald TOHHIHO-KIOHHYHH TPHCTEITH 34
noHe 6 mMecena ¥ 31,5% He ca noay9JaBajiy TOHHIHO-KROHAYHY OPUCTHOM 34 NOHe | TOAUHA.

5.2 DapMaKOKNHCTHYHE CBROICTEA

JlereTHpalueTaM HMA BACOKA CTEIIEH Ha Pa3TBOPUMOCT 1 IPOHAKBANE, CapMaKOKHHSTUIHUAT MY
Ipodull e MMHeeH ¢ HHCKA HHTpA-HHAWBHAYATHA H HHTep-HHIUBHIyATHa RapuabuaHocT. Hama
NpOMaHa B KIHPEHCA clIe€X MHOTOKPATHO MpAnokeHHe. HaMa AaHHH 33 ChIIECTECHA BapHAGHIHOCT HO
OTHOIIECHHE Ha MONa, pacaTa ¥ THPKATHEA PUTEM. OapMaKoKHHETHIHUAT TpodM ¢ CPARHNM IpH
3apaBi GoOPOBONIM B NATHEHTH C CIIMIETICH.

Hopanu meimara ¥ HHeiHa abcopbiis, IIa3sMeRHTe HHBA MOT2T Ja OBIaT MpeNBHIeHH B
3aBHCHMOCT OT OPATHATA 033 MCBECTHPAICTAM H3pazenu B mg/kg TenecHa Maca. Eto sanmo ne e
HeoOXO0/IMMO clie/icHe HA TUIa3MEHHTe HUBA IEBETHpAEeTaM.

Tipn Br3pacTHA # Aena € ycTaHOBEHA 3HAYHMA R3AHMOBPB3KA MEXAY CITFOHYEHATA H TEIA3MeHa
KOHIIEATPallA (ChOTHOMIEHUETO CINIOHKA/TLIA3MA 0 OTHOLICHHE Ha KOHICHTPaIiaTa Bapupa oT 1 10
1,7 npy opanHatra tabneTHa dopMa 1 4 gaca CIel IpHeMa Ha IEPOPANHHA PasTBop).

Beipacmuu u wgHowu
AGcopbms

JlepeTupaneraM ce abcopbupa 6Ep30 crel NepopalHe NpHIoKeHHe, AGCOIIOTHATA
GronammuHocT e Grmaaxa 7o 100%. [Mukory nnasMeny xouyentpaun (Cmax) ce 4
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caes npraemMa. CTanHOHAPHO CRCTOSHEE CE JIOCTHIA CTIEJ JBa JIHM [IPH CXemMa Ha pHeMane 2 ihTH
JHEBHO.

TlsxopHTe KoHUEHTpamEM (Cmax) ca oOmgaiio 31 pg/ml 1 43 ug/ml choTRETHO ced eAHOKpATHA H034
1 000 mg 1 MEOTOKpATHO, ABA TLTH SHERHO ApIIoxeHAe Ha 1 000 mg.
Crenenta Ha a0copbiia HE 3ABHCH OT 03aTaA H HE CE BITHAE OT XPAHATA.

Paznpeneneuve
HsiMa JfaHHH 33 THKAHHOTO pasnpeleneHie npy Xopa.

Huro nepernpaieTaM, HITO HETOBUA ITEPBHYEH METAGOIMT ce CBEP3IBAT B 3HATHUTENHA CTENCH ¢
IIa3MEHUTE MIpoTeHHH (< 10%). Obema Ra pasipeAeIcHIe Ha JCBETHpALlETaM ¢ npHOmmnTeHo 0,5
zo 0,7 lkg, xoero e bimzo Ko oOmus BOXeH 00eM Ha opraHH3Ma.

BuotpancthopManms

JleperupaneraM He ce MeTaboIM3Hpa eKCTCHIHBHO 1IpH Xopa. I'nasHust sT Ha MerabomuzsM (24% oT
Jo3ara) € eH3HMHa XHAPOIIM3ad Ha alleTaMHAHATa rpyna. B o6paszysanero Ha NbpBHYHHA MeTaGOIHT,
uch LOS7, ne yuacTeaT 9eprogpodumTe nuroxpoM P450 wiohopmu. XuapomizaTa Ha aueTaMHIHATA
TpyTa € YCTaHOBEHa B ToJaM Opoi ThkaHH, BIITIOYHTENIHO KPHBHH KieTku. MetaGomurst uch L057 ¢
¢dapMaKonOTHYHO HEAKTHEEH.

VYcraHoBeHH ca ¢BINO H §Ba BTOPOCTENICHHH MeTabomita. Exummar ce nonygasa or
xEApoxcnupaneTo (1,6% OT Jo3aTa), a APYIAAT OT OTBApLHETO Ha MHPOIHIOHORHS IpheTeH (0,9%
oT Aosara). JIpyruTe aeuneHTH(OALMPANT KOMIOHEHTH ca caMo 0,6% oT Jo3aTa.

In vive He € ycTaHOBEHA RBTPEINHA KOHBEPCHA Ha CHAaHTHOMEPHTE KAKTO HA ICBETHPAllCTaM, TAKa H Ha
HETOBHA ITHPBHIEH METaGONINT.

In vitro, NeBeTHpAIETAM H HETOBHAT II5PBHYCH MeTabomuT He mHXMOHpAT m30thopMITE Ha TTTABHHA
yeproapolcH KOMIUIEK: v XopaTa - mroxpoM P450 (CYP3A4, 2A6, 2C9, 2C19, 2D6, 2E1L u 1A2),
rroxoponn TpaHcdepasata (UGT1AL s UGTLA6) u enokcHa XHIpoKcHAa3HATA aKTHBHOCT. B
JOITETHCHUE, NEBETHPAIIETAM HE BB3MEiCTRA in Vilro BRpXY MIXOKYPOHHPAHETO Ha BAINIPOCRA
KHCEITHHA.

B KynaTYpH OT HOBEIUKM XeNATOUMTH JIEBETHPALIETAM OKa3pa cnad WM HUKAKEB eeKT BEpXY
CYP1A2, SULTIE] wm UGT1Al. Jesernpaneram cnado magyunpa CYP2B6 u CYP3A4. In vitro
IAMHUTE W in vivo TAHHATE 334 B3aMMOICHCTBHA ¢ IEPOPATHHTE KOHTPAUCHTHEY, NHTOKCHH H
Bap(apHH MoKa3ear, 9¢ in Vive HE C¢ 0YaKBA SHAYHMO HHIYOMpPAHE HA ¢H3HMME. 3aTOBa MAIKo
BEPOATHO € R3aHMONCHCTRIE Ha NERETUPALIETAM ¢ JIPYTH BEMIECTBA.

Emunaraupane
TlrazmMeHHAT HOTYXHBOT NPH RE3PACTHH € 7+1 Yaca M He Bapupa B 3aBHCHMOCT OT JI03aTa, [ThTH Ha
TpHAATaHe ¥ MHOFOKPAaTHHA IpHeM. CpeAHHAT 001 TeneceH kmuphHC € 0,96 mli/min‘kg.

FrnarHuAT LT HA eKCKpeElHd ¢ Upe3 ypeRaTa 3a cpeHo 95% ot gosara (mpubmusurenno 93% ot
npHETaTa 1032 CE OTACHAT B pamiuTe Ha 48 yaca). OTaengnero 1pes HIMPaKHEHHATA € camo 3a 0,3%
OT Jo3ara.

KyMynaTHRAaTA €KCKpEIMA 3pe3 YPHHATA Ha ICBCTHPANETAM H HETORHA ITLPBAYCH MeTabomiT e
CBOTBETHO 66% H 24% npe3 nppeuTe 48 Haca.
PeHagHAST KIMPHHC Ha MeBeTHpalucTaM H ucb LO57 € crorserHo 0,6 1 4,2 mi/min/kg u no,
NEBETHPALETaM Ce OTREIM Ipe3 TIOMepyNHa (MHITpalHs ¢ IocuefBaiia TyOyiHA peadc
ITLPRHYHBAT MeTal0NUT CEMO ¢e OTAEHA 9pe3 TyOyNHa ceKpenna B JOMBITHCHAS Ha T,
dunTpams.
OToensHeTo Ha ISBCTHPANETAM KOPEIpa C KPEATHHHHOBHA KITHPBHC.
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Crapuecka BE3pact
ITpn namMcHTH B cTap4ecka Bh3pacT MONYKHBOTET € yReandeH ¢ okono 40% (10 ao 11 vaca). Tora e

CBBP3aHO C HAMAIARAHE HA OLOpeunaTa HyHKIHA IPH Ta3u HOIXyIALHA (B, TouUKa 4.2),

Brbpeyno yBpekmane

TTpHBUAHAAT TeNECEH KIHMPLHC HA JEBeTHPaNeTaM M HEroBHA TEPBHYCH MeTaloIMT Kopeaupa ¢
KpeaTAHHHOBHA KIIHPBHHC. Ero 3aU0 €& peiIcpbisd alanTUpaHe Ra NoINLPKAINATa AHEBHA NO3a Ha
Jleperupaneram CTAJIA ApuraiiMuTen Ha 6a3aTa H2 KpeaTHHHHOBMA KIHPHHC MPH NAIHEHTA ChC
CpeaHo R0 Texko OLOpedHo yBpexnane (BK. Touka 4.2).

Ilpn namMeHTH B KpaeH cTaauii Ha 6EOpeYHa HeOCTATHYHOCT C aHYPHA, HONYKHBOTET ¢
npromETenHo 25 # 3,1 9aca cHOTBETHO Mpe3 HHTEPIHATH3HNA H HETPaIHANAIHHS TICPHOA.
[To BpeMe Ha ofH9aiinaTa 4-pu yacoBa AUATH3HA UPONEAypa GpakudoHHO ce oTaenaT 51% ot
JIeBETHPALETAM.

HeprostpobHo YBpekaaHe

IIpn mauwenTH ¢ leka Jiv yMepeHa cTereH Ha 9eproipodHo YEpexIane He o Halunoasa 3HaTuTeHa
OpOMSHA B KIHPBHCa Ha JeBeTupaneraM. [Ipu nokeueTo nalMeRTH ¢ TeXKKa CTCICH Ha 9epHOAPOOHO
YEpeEaHe KIMPRHCRT HA IERCTHPAIETaM € HaMalleH ¢ roeede ot 50% nopajiv cLITBTCTRAMD
GB0peuno yepexaane (BX. Togka 4.2).

TleauaTpuyita nonynaus
Hena (4 0o 12 zo00unu)

Cren npHeManie Ha efMHHYHA no3a (20 mg/kg) ot gena (6-12 rouHN) ¢ emUIencHs, TIOIYXKHBOTET Ha
neseTHEpaneTaM e 6,0 gaca. TIpuBAAEMAT KOPATHpaH KbM TEITECHOTO TETTIO KIHPBHC € MPHGIIMIHTEIHO
¢ 30% Mo-BHCOK OT TO3H Ha BE3PACTHH C eIFIETICHA.

Crie MHOrOKpaTHO NepopaliHo mpHloxkenne (20 go 60 mg/kg/aHenHo) IpH felia ¢ ermAnencus (4-12
TOJMHHK), JicBeTHPalleTaM ce abcopOupa 6bp30. ITHKOBH MIazMeHH KOHUEHTPALHH ce focTHrat 0,5 no
1 gac caen npueMa. Habmronaeano € MiHeffHO A pONOPIHOHATHC HA A034Ta TOBHIIABAHE 34
MHKOBHIC INa3MCHHE KOHUCHTPAITHKE H ILTOLITA IT0]T KPHBATA. HOJIY}KHBOT'LT € OKOIID 5 Yaca.
pusuauusT renecen kmpsac ¢ 1,1 ml/min/kg,

Knpmagera 1 gelia (ot 1 Mecen 1o 4 roausm)

Cren npwioxenrero Ha exuaRIHA 1034 (20 mg/kg) Ha 100 mg/ml nepopaned pasTsop npu fena (ot |
Mecell 20 4 ToAHHN) ¢ eNMIeNcHs, IeBeTHpaneTaM ce abcopOipa 6Lp30, KATO MHKOBH (LIA3MEHH
KCHIICHTpanuu ce Aocturar 1 vac croey nprema. $apMakoknHETHYHATE PE3yATATH MOKAIBAT, Ue
HONY>KHBOTET € HO-KpareK (5,3 uaca), B cpaBHCHME ¢ TOBA IIPH BBLIPACTHH (7,2 4aca), A IPUBHAHHAT
TelreceH KMHPERAC € No-yckopeH (1,5 ml/min/kg), B cpasnensie ¢ Tosu npu »h3pactad (0,96
ml/min/kg).

B monynaniossks dbapMaKOKMHETHICH aHAITHS, MPOBEAEH TPH IaMEHTH 0T 1-MecegHa 1o 16-
TOJHIIHA BL3PACT, TEASCHOTO TETIIO € 3HAYHMO CBBP3AHO ¢ MPUBUIHHS TeleceH KIUPBHC (KNMUPEHCET
¢C NOBHILARA ¢ HORMHIABAHETO Ha TENECHOTO TETilo) U TellecHHA 06eM Ha pasnpefencHHe. Brapactra
CBHILO BIHLE BEPXY ABaTa MapaMeThpa. To3u eekT € U3pa3eH NpH NO-CKOPO HOBOPONECHHTE H
HaMallfBa IIpH yBEIHMEeHRE Ha Bb3pacTTa, KaTo CTaRa HE3HaTHTENeH OKOJIO 4-TOAWIIHA BB3pact.

B neara nonynanuonny GapMakoKWHETHYHH aHamd3a ce Habmrogasa okono 20% HapacTBaHe Ha
TPHBHAHHAT TeleceH KMHPBHC Ha NeBeTHpalleTaM, KOTaTo ce IpHIara ChBMECTHO ¢
EH3HM-WHIYIIMPAIIHTE aHTHEIHICTITHYHH JIeKapCTBEHH NPOAYKTH.

5.3 lpeaxnunmyan anay 3a GesonmacwocT

TpeaxHHAIHYTE JaHHH, CBbllacHO OOHIONPHETHTE H3CIEARAHHA Ha Ge30MacHOCTT
TEHOTOKCHYHOCTTA 1 KAapUHHOICHHOCTTA, HE TIOKA3BAT H3BBHPEASH PHCK MPH JORE
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Hexenanu nekapcTBEHR peakinii, KOHTO He ¢ HabAoAaBaH| 110 BpeMe Ha KIMHHYHATE IPOYYBaHHA,
HO YCTaHOBEHH TPH ILTEXO0BE H B I0-MaJlka CTENeH TPH MHINKH, TIpH HHRA HA HpHlarade NoJo6HH Ha
Te3H NpH JOBEKA H ¢ BR3MOKHA BPE3IKA ¢ KIIHHMYHATA YNIOTpeha, ca YepHOOpoGHHTE HPOMEHH,
TOKA3BANIH a5alTHRHMS OTTOBOD, K2Te HapacTRaHe Ha TeTIQTO H HeRTpAnobymapHa XunepTpodus,
MacTHa HHQMITPAIHA H TTOBHINABAHE HA YEPHORPOOHKTE CHIUMH B ILIa3Mata.

He ca HabGmofakaHu HEKCNARY eeKTH BEPXY MEKKATA M KeHCKATa PePTHITHOCT HAR
PENPOAYKIIMOHAATA CTIOCODHOCT TPH NUIBX0RE B Jo3H Ao 1800 mg/kg/nen (x 6 MRHD na mg/m2 wmu
GazaTa Ha eKCMO3MIMATA) IpH poAuTenute ¥ F1 nokoncHue.

Hposenenn ca t8e eMOpHo-Gerantu passoiiny (EDP) npoyaranud npu mnsxose ¢ 400, 1200 n

3600 mg/kg/nen. TIpu 3600 mg/kg/nen B camo exmo ot 2 EOP npoyusanmd & HMano ¢labo HaMaleHne
B TETTIOTO Ha 3apONHIIA, CERP3aHO ¢ TpaHAIHO IOBHIICHNE Ha Mandopmaipmre. Jluncea ebext sbpxy
CMBPTHOCTTA HA eMOpUHOHUTE ¥ JIHIICEA [IOBHIIEHME Ha JecToTara Ha Mandopmanuure HHHHP (Hupo
Ha HeHablllogaBaHy Hexenanu peakitun) ¢ 3600 mg/kg/nen npu SpeMeHHM KEHCKA IIBXOBE (X 12
MaKCHMAIHATA NIpenophyana JHeBHa fo3a npH xopa MITJIX, na mg/m2 6asza) u 1200 mg/kg/nen mpu
3apPONUILHATE.

TIposenenu ca yeTHpH eMOpHo-heTalHH pa3BROVHK MPOYYRARNA TIPH 3aiLH, MTOKpHBaNK K03k oT 200,
400, 800, 1200 u 1800 mg/kg/nen. Josa ot 1800 mg/kg/nern e npeayspukana 3abenexuMa TOKCHIHOCT
TpH MalikaTa H HaMaleHKe Ha TerIOTO Ha TUIONAA, CBBP3AHO € MOBHMIIEH PHCK OT ILTOH ChC CHPICYHO-
cpaosu/ckenernn anoMannd. HHHHP e <200 mg/kg/nen npu Madikara u 200 mg/kg/nen npu mnoaa
{paeno Ha MILJX na mg/m* Oaza).

ITepu- 1 nocTHaTaNHO Pa3BOHHO NPOYYBAHE € IPOBEACHO TIPH MLXOBE ¢ A03H JeBeTHpaLeTaM ot 70,
350 n 1800 mg/kg/new. HHHHP ¢ > 1800 mg/kg/nen sa FO xkeHckd # 3a IpeXHUBACMOCTTA, pacTexa u
pa3BuTHero Ha F1 mokonenue o ordbusanero nM (x 6 MITIX ua mg/m? Gaza).

HeoHaTanuATe H IGRCHIITHY TpOyIRakus IpH XMBOTHH (TUTHX0BE B KyJeTa) He TIOKA3BAT HekelaHH
e)eKTH 10 OTHOIIEHHE Ha CTaHAaPTHOTO Pa3BHTHE WIH CB3PABAHE TPy H03H Ao 1800 mg/kg/aHento

{x 6 —x 17 MITJIX na mg/m’6aza).

6. PAPMATIEBTUYHU JAHHH

6.1 CuHchbK Ha HOMOIMIMHTE BEHIECTRA

Snpo Ha Tabnerkata: KpocnoerAoH (THI B) (E1202), Mopagod K30, xonouaeH, Oe3koIeH CHIMIHER
muokcun (E551), marneanes creapat (E470b).

$UIMOBO IOKPHTHE:
Jeaemupayemanu CTAIA Apynativumen 500 mg hunsmupanu mabremuu

Xunpowmeiiosa (E464), maxporon /PEG 400 (E1521), tutanos auokcun (E171), Tank (E553b), xwiT
aemescH okern (E172).

Hesemupayeman CTAHA Apynaiimumen 1000 mg gurmupany mabnemxu
Xumpomenosa (E464), makporon /PEG 400 (E1521), taranos guokcug (E171), rank (E553b).

6.2 HecnBMecTHMOCTH
He e npunoxmumo

6.3 Cpox nia refiRocr

3 ronuue
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6.4 CnenuayHA YC10BHS HA CHLXPAHEHHE
Tosn nexapcTBEH NMPOSYKT He HIHCKBA 0COOCHM YCAORHA 33 ChXpaHeHHe.

6.5 BEx B CLALPRAHEE HA ONAKOBKATA
Bmuacrepan onakosku (PVC-PE/PVDC/Al donua).

Bnucrepunte onakorku Jeserupaneram CTAZIA Apusaiimuten 500 mg ¢unmupann tabnerkn
ceaepkar 10, 20, 30, 50, 60, 100, 120 wm 200 TaGneTkH.

Bmcrepaute onakoekH Jleernpanetam CTAIA ApiHativiren 1000 mg dpunmupann TabneTeu
cerepxar 10, 20, 30, 50, 60, 100, 120 wm 200 TabneTku.

He BcHuKH BHOBE OIIAKOBKH MOTAT fa OBAAT MyCHATH B Mpoax6a.

6.6 Cnenaa nu ApeANA3HNA MePKH IPH H3XBLP/ISHE
Hen3noI3BaHAAT TekapCTREH NPOJIYKT M OTHAXBYHATE MATEPHAITH OT Hero TpAORa a & HIXBHPIAT B
ChOTBETCTBHE C MECTHUTE H3CKBAHHAA,

7. HPHTEXKATEJI HA PASPEIIEHHETO 3A YIIOTPEBA
STADA Arzneimittel AG

Stadastrasse 2-18

61118 Bad Vilbel

Tepmanms

8. HOMEP(A) HA PAIPEIIIEHHUETO 3A YIIOTPEEBA
PeruacTpauMoHeHE HOMep:

JleBetupaueram CTAJTA Apunaiivuren 500 mg: 20210302
JNepernpaneram CTATA Apunmaitvuren 1000 mg: 20210303

9. TATA HA ITbPBO PASPEINIABAHE/TIOJYHOBSIBAHE HA PASPEINEHHUETO 3A
YIIOTPEBA

Jara ya mepBo paspemasade: 12,10.2021
JlaTa Ha NocleHO TOAHORABANC:

10. JATA HA AKTVAJIA3HPAHE HA TEKCTA
04/2022
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