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V3NBNHATENHA ATEHLMSA NO NEKAPCTSA
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MpunoxeHue KbM paapeluerne 3a ynorpeca

1.  FIME HA JJEKAPCTBEHMS IIPOAYKT |Ne/flata na KiN Moanugy, 9,3 41| 3870n -

Nootropil 20 % nepopanieH pasTBop

e oe 0w | VA

2. KAUYECTBEH H KOINMYECTBEH CBCTAB

Bceeku ml mepopaner pazrsop Nootropil ceaepxa 200 mg nupaneram (piracetam).

3a noMOILHENATE BelllecTRa Bac. TouKa 6.1.

3., JIEKAPCTBEHA ®OPMA

Nootropil 20 % nepopaneH pa3TBop e GHCTBp Ge3HBETeH Pa3TBOP.

4. KIHMHWYHH TAHHU
4.1 TepaneBTHYHH NOKA3AHHA

BuapacTHn:

. CHMIITOMATHYHO SYEHHE Ha TICHXO-0praHHyieH CHHAPOM CEC CIIEOIHHTE NPOABH: HAPYLICHHE Ha
IIaMeTTa, HapyIIeHHs Ha BHUMAHHETO U JIHIICA HA MOTHBAIIHS.
e  Jleuenue Ha MOCHAENCTBHS OT HCXEMUYHH LepeGPOBACKYJIADHH HHLMAEHTH, MO-CTICHHAIHO

ajazua.

Jleuenne Ha KOPTHEKaNCH MHOKJIOHYC, CaMOCTOATC/IHO HITH B KoMOUHALIHS.
Jleuenue Ha BCPTHIO U CBBP3aHHTE ¢ HErO0 HapylIeHHA Ha pPaBHOBECHETO, C H3KAIOTCHHE Ha
3aMasHoCT OT Ba3OMOTOPCH HWIH IICHXHYCH IIPON3XO0H.

Hena:

. JleueHue HA OHUCIISKCHA B KOMOHHALNA C MOTXOOALIH MEpPKH, KaTO I'OBOpHA TECPAaIlHA.

4.2 JIo3upOBKA H HAYHH HA NPHJIOKEHHE

I[TupaneTaM ce mpuiara NepopanHoO M MOXeE Jia ce npuema ¢ K Oe3 xpana. TabaeTKHTE ¢e MOTIBIAT
¢ TeuHocT. [Ipenopbuba ce AHEBHATa A03a Ja ce pasfeny Ha OBa JO YETHPH MpHEMA.

B saBrCcHMOCT OT HHANKALHUTE Ca QNPCACNICHH CICAHHTS AHCBHW JO3H:

CuMnTOMATHYHO JIeYeHne Ha NCHX0-0PraHnIHA CHHAPOMHE
IpenopbyeanaTa JHeBHA Ko3a Bapupa oT 2,4 g (paBHaBamo ce Ha 12 ml) mo 4,8 g (paBHaBawO Ce Ha

24 ml), pa3geneHy Ha ABa WIIH TPH [IpHeMa.

Jleuenne HA NOCJHEACTBHSI OT HCXeMHYHH Nepe0pOBACKYJapHH MHIXMACHTH, M0-CHENHAIHO

adazusa

B mopocTpus CTAgMil M TpH XpOHHWYHHTE (OpMH (Beye YCTAHOBEHH Hali-Manko cimed 15 mnm)

JHeBHaTa 4o3a Bapupa ot 4,8 g (24 ml) no 6 g (30 ml).

Jleuenune Ha MHOKJOHYC ¢ KOPTHKAJESH IPOH3X0]

JlHeBHaTa nosa TpaGea Aa 3anovuHe ¢ 7,2 g (36 ml) u na ce yrenwuana ¢ 4,8 g (24
HIH YeTHPH OHH 10 MakckMyMa oT 24 g (120 ml), pasnpesesa Ha jBa WIH TPH NPHE
APYrUTE IMIPOTHBOMHOKIOHHYTHH JIGKapCTBEHH CPEACTBA TpH6Ba Aa ce 3ara3Hn R
3aBHCHMOCT OT NOCTHTHATHA KIHHHYHHA pe3yiTaT, ako € BB3MOXKHO, JO3HPOR

nooGHH JiekapcTBa TpAOBa Ja ce HaMalH.




BemHBXK 3alovHANO, JICUSHHETO ¢ OHpauerav TpadBa Ja MPOABIDKH JOKATO INpPOAbIKasa H
ITBPBOHAYATHOTO LepebpanHo 3abonspaHe.

[Ipn nauuenTHd ¢ OCTEp €30I, CMOHTAaHHZ GBOJIIOLMA MOXKE IOa Ce OMy4H clied BpeMe, 3aTOBa Ha
BCEKH 6 Mecena TpaOBa Ha ce ONWTBA HaMalfABaHe Ha J03aTa WM NpeKbCBAHE HA JIEUeHHETO. ToBa
TpadBa Aa cTasa upe3 HaAMalABaHe 103aTa Ha mHpaleTaM ¢ 1,2 g (6 mi) Ha BcekH ABa MHH (Ha BCEKH
TPH HJIH YeTHPH AHH NpH CHHApoM Ha Lance u Adams, 3a Ja ce MpeNoOTBpaTH BB3MOXKHOCTTA 3a
BHE3AITHO BIOLIABAHE IWIH BE300HOBIBAHE HA TIPHCTHIINTE).

Jeuenne HA BEPTHTO
Hpenoprusanara AHeBHa io3a Bapupa of 2,4 g (12 mi) no 4,8 g (24 ml), pasnenena Ha ABa HIH TPH
npremMa.

Jlevwernue Ha AUCAEKCHA B KOMOHHAIMA ¢ TOBOPHA Tepanust
Ilpy meua oT § roAMHHE H IOHOINK NpenOpbYBaHaTa OHEBHA J03a € okono 3,2 g (16 ml), pasaeneHu Ha
IBa MpHeMa.

Agam‘ﬂgaHe Ha Jo3aTta IIpH HanyHeHdTH B HallpeaHana B'bSQaCT
ApanTapane Ha J03aTA Ce NpPEenopbYBa NPH MALMEHTH B HANPeNHaja BB3pacT ¢ HapyweHa 6rOpeyHa

¢dyHkums (Bx. no-gony “IIpoMsHa Ha A03aTa NPH MawkHeHTH ¢ 6B6pevHo yBpexnane™).

Hpomsiea Ha j103aTa OpY NAUHeHTH ¢ §h0pevHo YBpexaaHe
JHeBHaTa 03a TpaOBa Oa ce HHAMBUAYATH3HPA B 3aBHCUMOCT OT OBOpeuHata ¢yHkuus. Mznonssaiite

HpuiokeHaTa TabIHua 32 afjanTHpaHe Ha A03ara. 3a IpHIaraHeTo Ha Tasd Tabnuua e HeoGXoxMMo na
Ce ONpeneNnH KpeaTHHHHOBHS KIHupbHC Ha naumpenTa (CLer), u3pases B mi/min, CLer (ml/min) moxe
Jla Ce OIpeAeH OT cepyMHNs KpeaTHHHH (mg/dl) ¢ moMolra Ha ciueJHaTa GopMyna:

[140 — sB3pactTa (200unu}] X Ternoro (kg)
Cler= ( x 0,85 npu sxenu)
72 X cepyMEH KpeaTHHHH (mg/dl)

I'pyna Rpea'mmmm? J032 n 4ecToTA HA IpUIAraHe
KAApbHC (ml/min)

Hopmanna > 80 O6uyaiina gHeBHa K033, 2 10 4 npuema

Jlexa 50-79 2/3 ot obuvaiinaTa nHeBHa 1034, 2 UM 3 npueMa

YmMepena 30-49 1/3 ot obuualinara nHEBHA 1034, 2 rpHeMa

Texka <30 1/6 or oOwvatinara AHEBHA 034, 6JHOKPATHO

Kpaen craawit na -- NPOTHEBONOKA3HO

OB0peuHa HeROCTATBYHOCT

HpomsaHa Ha J03aTA NpK NALHEHTH ¢ UePHONPOOHO YRpexaHe
[Tpu manueHTH camo ¢ YepHOAPOGHO YBpek/aHe He ce Hamara ajaitapaHe Ha f03aTa, AJaTTHpaHe Ha

[osaTa ce MPENOphYBA NPH [ALMEHTH ¢ 4YepHoApoGHO u OpbpeuHo yBpexpmaHe (BXK. MO-TOpe
“TIpoMaHa Ha f03aTa NPH NaukeHTH ¢ Op6pedHo yBpexaane™).

4.3 TIpoTHBONOKA3AHHSA

CBpBX4YBCTBHTEIHOCT KBM NMHpANeraM WIH KbM APYTH MNHPOJHACHOBH MPOH3BOAHH, KaKTO H KBM
HAKO@ OT [OMOIIIHHTE BEILECTBA.

INuparieram e NPOTHBONOKA3aH NPH NAUHEHTH ¢ LiepebpaiHa XeMoparus.

IMupaveram e NPOTHBOIMOKA3aH IIPH MALMEHTH B KpaeH cTajiui Ha 610pedHo yBpeskaaH
INMupaueram He Tpa0Ba fa ce H3RON3Ba NPH NALMEHTH ¢ XopesA Ha XbHTHHITOH.

4.4 ChenuaidHH npeaynpexIeHds H NPeXNa3Hi MEPKH NPH ynoTpeda




Tlopanu ediexta Ha rinpaneTaM BEpXY TpoMOOLMTHATA arperatiis (Bxk. Touka 5.1 ®apMakoJHHaMHYHH
CROHiCTBa), ¢ HeoOXOAMMO BHHMaHHe NP MAIWEHTH ChC CHIIECTBEHM HApyLICHHS B XEMOCTAa3aTa,
CJIEJ] FONIEMH XMPYPTrHYHH MHTEPBEHLHM UM C TEXXKH KPBBOH3JIHBH.

IMupaneraM ce enuMuHMpa npes3 OBOpeLMTe, HOpaau TOBA ¢ HEOOXOOHMO CHEIMAIHO BHUMaHUe B
caydau Ha 6x0peyHa HeJOCTATEYHOCT. (BaK. Touka 4.2 Jo3HpoBxa),

ITpoABIKKHTENHOTO JIeYeHHe NpU NMANHCHTH B HanpenHana BB3PAacT H3MCKBa PeJOBEH KOHTPON Ha
KPeaTHHHHOBUA KIMPBHC C LIS aJanTHPAHe Ha 03aTa Npy HeOOXOHMOCT.

Tpabra na ce u3bATBa PA3KOTO MPEeKBCBaHe Ha JISUSHHETO NPH NAIHEHTH ¢ MHOKJIOHYC, Thii KaTo TOBa
MOKe Jla XOBe/IE O BHE3AIHO BJIOIIABAHE HIIM BB300HOB)IBAHE HA NPHUCTHHHTE.

TpenynpexxneHus cBhP3aHy ¢ MOMONHUTE BEHIECTBA
Nootropil 20% nepopaineH pasTeop CHABPKA MOMOLIHOTO BEILECTBO MIHLEpon. [MHIeposrsT MOXKe Aa

NPHYHHK riaBoboiHe, CTOMAIIHO pa3cTPOHCTBO U Juapus.

Metunnapaxuapokcuben3oaT M NpONMANAapaXHApOoKcHOEH30aT MOXKE Ja NPHYHHAT aleprHuHy
peaxu (BeposTHO oT 3a6aBeH BH).

Tosa nexkapcTBO CBABPKA npuOmmsuTenHo 3,5 mmol (w1 oxomo 80,5 mg) marpuidl 3a 24 g
nupaueraM. Tosa TpaGea Ja B3eMe N0J BHUMAHKE MPH NAlMEHTH Ha JHETAa ¢ KOHTPOJMpaH MpHeM Ha
HATPHI.

4.5 BsanmojeicTBHE ¢ APYTH NeKAPCTEEHH NPOAYKTH U Apyru $opmMu Ha B3auMoJelicreie

[pu egHOBpeMEHHO JeueHHe ¢ THPOUAeH exkcTpakT (T3 + Ti) e crobuieHo 3a mossa Ha oOBPKAHOCT,
Pa3ApasHUTENHOCT H CMYLICHHA B CHHA.

ITy6nukyBaHuTe pesyiaTaTH OT eJHHMYHO CJIANO NpOoy4YBaHe INpH MALMEHTH ¢ TEXKAa XPOHHYHA
BeHO3Ha TpomO03a [Toka3Bar, 4e nupaveraM 9,6 g/d He npomensa HeoO0XoaMMaTa [103a aLEHOKYMapoJ
3a pocturane Ha INR 2,5 nmo 3,5 HO cpaBHEHO CBC CAMOCTOATEIHHA eeKT Ha alleHOKYMapol,
npudaBgHero Ha nHpanetaM 9,6 g/d 3HaukTenHo HamaniBa TPOMOOLMTHATA Aarperauus,
ocBoGoxIaraneTo Ha [B-TpomGoraoGynuH, HuBaTa Ha ¢uOpWHOreHa u (axtopure Ha Willenbrand
(VIIL; C; VIII : vIW : Ag; VIII ;: vW : RCo), KakTo H HaMafABaHe BUCKO3UTETa Ha KPBBTa U [Ia3Mara.

BB3MOMHOCTTA 34 JISKapCTBEHH B3aHMOICICTBYUA B pe3ynTaT Ha IPOMEHH BhB (hapMaKOKHHETHKATa ©
Malika, Thi kaTo npubnusutento 90% oT fo3ara Ha MHpaLETaM ce OTAeNs ¢ YPHHATA B HEMPOMEHEH
BHA.

In vitro, piracetam He WuHxXuOupar wu30(hOPMHTE Ha INIABHHA  HOBEIUKH YepHOAPOOEH KOMILIEKC
nuroxpom P450 ( CYP1A2, 2A6, 2B6, 2C8, 2C9, 2CI19, 2D6, 2E1, 3A4/5 wu 4A9/11) npu

Konuentpauud 142, 426 n 1422 pg/ml.

Ipu xouuentpauua 1422 pg/ml e naGronaBaH MaAbk HHXMOHTOpeH edekt ra CYP 2A6 (21%) u Ha
3A4/5 (11%). Boopexu Toea croliHocTHTe 3a uHxuOupaHe Ha Tesu Ase CYP uzodpopmm Tpsbra
3HauuTeHO Aa Hajeuuasar 1422 pg/ml. Eto saimo He ce owakBaT MeTaOONHTHH B3aMMOAEHCTBHA Ha
nHpareTaM ¢ ApyrH JieKkapcTBa.

JueBHa mosza ot 20 g nupaueraMm Mosede oT 4 ceaMulLM HE NMPOMEHA IIHKA U CepyMHHTE HMBA Ha
aHTHEIWIENTHYHATe JeKapersa (kapbamasennH, ¢eHHTOMH, (eHo0apOMTOH M BaNNpoOar) IIpH
HALHEHTH ¢ eNHIeTICHs, IPHEMAIIH MOCTOAHHH A03M.

EnHoBpeMeHHMS IpHEM Ha aJIKOX0J HE NMPOMEHA CEpPYMHHTE HHBA Ha MHMpaLeTamM, KakTo H HHBaTa Ha
anKoxona He ¢é IpoMeHsT npu 1,6 g nepopania no3a mipauetam.

4,6 BpemenHOCT H KbpMeHe
IpoyuBanus NPH JKUBOTHM He TMOKa3BAT MPSIKO MIY HEMPIKO BPEAHO BB3A

6peMeHHOCTTa, eMOPHOHANHOTO/(ETANHO PA3BHTHE, PAXKIAHECTO HIIH IIOCTHATAIIHOTO
ROCTATHYHO JAaHHH 3a ynoTpefara Ha MupalleraM npu OpeMeHHH sxeHH. ITmpan




mianienTapHaTa 6apuepa. Husara y HoBopoaeHu ca npudmusutento 70% mo 90% ot Te3u y maiikara.
IlupaneraM He TpaGBa ga ce Manon3sa npu OpeMeHHOCT OCBeH B clyyali Ha KareropHusa
HeoOxoaumoceT. [ThpaueTaM ce oTAens B yoBeNIKaTa KbpPMa, 3aTOBa nupalletam Tpadsa Aa ce usbarsa
[0 BpEMe HA KbPMEHE WIH KBPMEHETO TpabBa Za C€ NpeyCTaHOBH JOKATO C¢ MPOBEXKIA JIEYCHHE C
nHpaLeTaM.

4.7 Eg¢exTn BbpXy cnocofHOCTTa 32 1HoPHpPaHEe H paGoTa ¢ MAINHHE

Habmopasanute HexelaHW JIKAPCTBEHH peakLHH MOrar Ja OKaXkaT BAMSHHE BBPXY CrocobHOCTTa
3a wodupare 1 pabora ¢ MalIMHY, KOeTO TpaOBa J1a ce MMa NPEIBUI.

4.8 Hexesann KeKapCTBEHH PeaAKIHH

KJyiMHUYHY npoy4BaHud
Hampaypre manad 3a 0e30macHOCT ca OT JBOMHO-ClienH Iane0o0-KOHTPONHMPAHH KIWHHYHY WHIIH

(bapmakorIaHH4HA npoytsaHua (B3etH oT UCB Documentation Data Bank June 1997), srmousaiiu
rmoseue ot 3000 mauueHTH npHeMalH NUpaLeTaM, He3aBHCHMO OT NMOKA3aHMATA, HAMMHA Ha JO3HpaHe,
IOHEBHATA 033 WIH MOy alIOHHITE XapaKTepHCTHKH.

IIpu rpymipaneTo Ha He;KenaHHTe NEKapeTBeHH Peaklyy 1o cucTeMara Ha C30 cucTeMa-opras-Kiac,
CNEAHHTE TPYIH ¢a OHIIH CBC CTATHCTHYECKH 3HAYMMA NI0-BHCOKA HECTOTa TIPH JIeUeHHe ¢ NHpaLeraM:
*  [CHXHMYHH HapylIeHHs

*  HapyIeHHd Ha LICHTPaJIHaTa K Nepud)epHa HEPBHa CHCTEMA

o  Hapymenus Ha MeraGonuzma 1 XpaHeHeTo

e ofmu HapymeHws,

CBC CTATHCTHYCCKH 3HAYMMa IIO-BHCOKA YECTOTa B cpaBHeHHe ¢ muauebo ca Omwid NoxaaaBaHM
CIEeOHNTE HexKelaHH JEKAPCTBEHH PEeaKIMHi NpH JeyeHle ¢ nupaueTtaM. HecroTa e npencrageHa NMpH
JNieYSHHe Ha MalUeHTH ¢ nupaneram (n=3017) B cpaBHeHHe ¢ rnauebo (n=2850).

C30 cncrema-opran-Kiac Yectn Penxn
(>1%, <10%) 0,1%, <1%)
Hapywenns Ha LeHTpanHaTa 1 XunepkuHesus
nepupepHa HEPBHA CHCTEMA (1,72 % copsimo 0,42%)
Hapymenns Ha meTabonusma Ioeumeno Terno
H XPaHEHETO (1,29 % cnpsawmo 0,39%)
TlcHXHYHW HApYLIEHUA HepsHoct CoMHOIEeHTHOCT
(1,13 % cnpsamo 0,25 %) (0,96% cnpamo 0,25%)
Jenpecus
(0,83 % copsmo 0,21 %)
O6miu HapyneBus AcTeHus
(0,23 %cnpsamo 0,00 %)

IocT-MapkeTHHIOBY HabmoneHus
JlaHHATE OT NOCT-MaPKETHHIOBHTE HAOJIOIeHHs NIOKA3BAT ClIEIHUTE HEXKeNlaHK JEKAPCTBeHH peaKLUi

(omucann ceriaacHo MedRRA cucrema-opran-wiac). JlaHHMTE €a HENOCTATHUHH 32 a4 [OAKpPENAT
OLIEHKATA TI0 OTHOLIEHHEe Ha YecTOTaTa B ieKyBaHaTa oMy aalus:

- HapymeHus Ha yXoTo v J1aGUpHHTA
BEPTUIO

- CroMamHO-4peBHH HapyuleHHs
fonka B Kopema, O0JKa B TOpHATA YacT Ha kopeMa, Auapus, rafeHe, NOBpbhliaHe




- HapymeHns Ha HMyHHaTa CHCTeMa
aHa(UIaKTOHHA PeaKutd, CBPEXUYBCTBHTEHOCT

- Hapymenus Ha HepBHaTa CHCTEMA
aTakcud, HapyLIeHHs B pABHOBECHETO, BIIOIMIABAHE Ha eIIICTICHATA, I1aBobonke, Ge3chHYe,
CHHJTMBOCT

- llcHxuaHy HapyueHHA
BB30ya, TPeBOIKHOCT, 0OBPKAHOCT, XaAIOLMHALIVH,

- Hapylienus Ha koxara ¥ IMOAKOKHATA THKaH
@HTHOHEBPOTHYEH €/IeM, IEPMATHT, MpPYPHTYC, YPTHKApHS

4.9 Ilpenosmpane

CuMnToMu

JoKnaaBaH ¢ eIuH Ciaydail Ha KbpBaBa Juapus ¢ KOpeMHH DONIKH IIPU YIepOpanHo pHeMaHe Ha 75 g
HHpaneTaM 3a AeH, KOoeTo Hali-BeposTHO Ce NBIDKW Ha H3IJTIOYHTENHO BHCOKAaTa no3a copOuTom,
ChIBpIKALla ¢ B M3MOJI3BAHATA JIEKAPCTBEHA (bopMa.

He ca onucanH ApyrH cAydau Ha Npefo3Upane, BOASHIH IO HOIBIHHTEIHY HeXelaHH IeKapCTBeHH
PEeaKIHH.

MepkH Opy Npefo3HpaHe
Cnep OCTpO, 3HAYHTENHO TpPeJO3MpaHe ¢ HeoOXOHHMMO H3Mpa3sBaHe Ha CTOMaxa upe3 CTOMAluHA

NpPOMHBKA MM TPENM3BUKBAaHe Ha noBpbluane. HaMa cnelnuyven aHTHAOT HAa IHpaLeTaM.
JleuenueTo npy NMpeao3UpaHe & CHMITTOMATHYHO H MO /la BKIOYBa XeMoHamsa. EdexTuBroCTTa
Ha OTHSAfHE Ha NUpaneraMa npy fuanuza € ot 50 10 60%.

5. ®APMAKOJOrHYHH CBOMCTBA
5.1 @apmakoxHHAMHYHN CBOlicTBA

(dapmakoTepanesTHyHa rpyma: Hootponuu cpencrsa, ATC xon: ‘NO6BX03. AKTHBHOTO BEIECTBO
nupaeraM e ndponupoH  (2-oxo-pyrrolidine-acetamide), UMKIM4HO TPOM3BOAHO Ha Trama-
amMuHOMAaciieHaTa kicenuda (GABA).

Hannunute JaHHH NMPEANONAraT, Ye OCHOBHHA MEXaHM3bM Ha ACHCTBHME HA mUpalleTaM He € HHTO
KJETBYEH, HUTO oprasocnelmduyed, [TupaueraM ce cBbp3pa (HH3MYECKH B 3aBHCHMOCT OT A03aTa C
nonspHarta rjaea Ha dochonununHaTa MeMOpaHa, kaToO Npedu3BHKBA BB3CTAHOBARAHE  Ha
namenapHaTa CTPYKTypa Ha MemOpaHaTa, XapakTepusupallo ce ¢ ofpasyraHe Ha MNOABIDKEH
AEKapeTBO-OCQOTUNHASH KOMIUIeKC. ToBa BEPOATHO ofscHABA MomoOpsaBaHeTo Ha MemOpaHHaTa
YCTOHYMBOCT, BB3MOKHOCTTA HAa MeMOpaHHHTe M TpaHcMeMODaHHH NMPOTEMHHM A3 TOANBPXKAT H
BB3CTAHOBABAT TPH-U3MEPHATA CTPYKTYPA HIIH Ja MPOSBSIBAT TEXHUA eeKT.

ITupaueram uma HEBpOHAJICH H BACKY/IapeH S(eKT,

Hesponanen edekr
Ha HHBO HeBpPOHM [MPALIETaM HPOABABA CBOATA MeMODaHHA aKTHBHOCT 1O Pa3/IMYHHA ITETHILA.
IIpH OKHBOTHWTE, mHpalleTaM ToHoOpABa MHOFO BHJOBE HEBPOTpAaHCMHCHSA, Ipe, i
[OCTCHHANTHYHO MoNejHpaHe Ha peleNTOpHATA NABTHOCT ¥ aKTHMBHOCT. IIpy JKuE
¢yHKUHEHTE, BIIIOYEHH B TO3HABATENHHTE MPOTIECH KaTo ofyueHHe, NaMeT, BHHMAHHQ
noAoOpeHy, KakTo NMpH HOPMAaTHHTe WHIMBHAM, TAKa M NPH CBCTOAHHA Ha HEROC
nposBa Ha CEAATHBHH W NCHXOCTHMyaupauu edextn. Ilmpaneram  3amassa




MOZHARATENIHUTE CIIOCOOHOCTH NpH XKHBOTHH M XOpa CJIef PAa3NUYHH YBPEMAaHHd Ha IVIABHHA MOIBK
KATO XMIIOKCHS, HHTOKCHKAUMH H €JIeKTPOKOHBY/ICKHBHa TepanHs. Toil peAnassa oT peAU3BHKAHHTE
OT XHMOKCHATA NPOMEHH B MO3BYHATA QYHKIMA M AeHHOCT, OLEHEeHH NOCPEACTBOM eHLedasorpadus
(EET’) 1 ricXOMeTpHHHE H3CTIeIBaHHL.

BackynapeH edexr

ITupaneTaM nposBgBa CBOS XeMOPEOJNOTHUEH e(eKT BbPXY TPOMOOLMTHTE, EPHTPOLIMTHTE M CTEHATa
HA CBOOBE 4Ype3 YBE/MHYABAHE HA ILTACTHYHOCTTA HA EPHIPOLMTHTE W Hpe3 HaMaldBaHE Ha
TpOMOOLIUTHATA arperamisa, CSPUTPOLMTHATA aJXe3Hsi KbM CTEHHTe Ha CBIOBeTe H KalWIApHHA
Ba30CHA3EM.

- Edexru BBpXy epHTpOLMTHTE:

[Ipy NaUMEeHTH CEC CHPIOBHAHO-KIETHYHA aHeMus, MNHpauveraMm Nomofpasa IJIACTHYMHOCTTA Ha
epUTPOIMTHATa MeMGpaHa, HaMaliBa BWCKOBMTETa Ha KPLBT2 M npeanassa or ofpasysaHe Ha
(popManmu.

- Edexty Bepxy TpoMGOLMTHTE:

B orBOpeHO mpoyuBaHe INpH 30paBE NoOpOBONIM M mauweHTH ¢ (eHoMenma Ha Raynaud,
YBETHYaBAHETO Ha J03aTa Ha nupauetaM Ao 12 g e GHAO CBBP3aHO ¢ N030-33BUCHMO HAMAJICHHE Ha
byHKIMHTe Ha TpOMGOLWMTHTE B CPaBHEHHE C'hC CTOMHOCTUTE Fpe/il JISYEHHETO (TeCT 3a arperamusara
uHOyLEpasa o ADP, konareH, enuredpus 1 ocsoboxzaaeade Ha BTG), Oe3 sHauUUTE/MHA NPOMAHA B
6pos Ha TpoMGoLTHTe. B Te3H NpOyIBaHys MHPANETAM YIBDKABA BPEMETO HA KBPBEHE.

- Edextu BbpXy KpPBBOHOCHHTE CHA0BE!

B npoy4BaHHs NpH XKHBOTHH, MMpaLeTaM MHXHGHpa BasocnashMa H NPOTHBOASHcTRa Ha edexra Ha
MHOMKECTBO CIIA3MOTEHHH BeIlecTRA., Toi HAMA Ba3OAUNATATHBHO ACHCTBHE H HE IPeAU3BHKBA
(heHOMeHa Ha “OTKpajeaHe”, HUTO HAMANABA HHTO YBENHYABA KPHBOTOKA, HHTO HMa XHMIIOTCH3HBEH
edext. [Ipw 3apark goCpoBoNIM, MHpaneTaM HaAMaABa aIXe3HATA Ha epHTPOLHTUTe KM CHIOTeNa,
KaKTO W NpHTeKaBa NpiK CTHMYIHpail eeKT BBpXY CHHTE3aTa Ha NMpPOCTAIMKIHHHIES B 3APaBHA
EHJIOTETL,

- EdexTu Bppxy dakropuTe Ha KPbBOCECHPBAHETO!

IIpy 3mpaBu HoOpOBOJLW, CPABHEHH CBC CTOMHOCTHTE TpEXH JIedeHWeTo, mupauetaMm A0 9,6 g
HaMaJIgBa Ia3MeHNTe HuBa Ha QuGpHHOreHa U daxropure Ha Willebrand (VIII : C; VIII R : AG; VIII
R :vW )¢ 30 no 40% u ysenmuaBa BpeMeTo Ha KepBeHe. IIpy naluenTH ¢ MbPBHYEH MAH BTOPHICH
hbeHomen Ha Reynaud, CpaBHEHM CBC CTOMHOCTHTe INPeA¥ JIeweHHETO, MupaueraM 8 g/d B
TNPOABIDKEHHYE Ha 6 Mecella HaMaliiBa [TasMeHHTe HiBa Ha ¢ubpunoreHa i gaxropare Ha Willebrand
(VI : C; VII R : AG; VIII R : vW (RCF)) c¢ 30 mo 40%, wamanasa ruiasMeHus BHCKOSHTET M
YBEJH4ABA BPEMETO Ha KhPBEHe.

Jlpyro mpoy4eaHe npu 3apaBu Ao0pOBONLM HE ITOKA3Ba CTATHCTHYECKH 3HAUMMA PasiyKa MEXIY
mupateTaM  (mo 12 g JABa DETH AHeBHO) W MIanebo MO OTHOIICHHE Ha edexkTuTe My BBPXY
XeMOCTa3HHTE [TapaMEeTPH W BPEMETO Ha KbpBEHe.

52 @apMaKOKMHETHYHH CBOHCTBA

DGapMaKOKHHETHUHHAT POl Ha NUpaLeTaM ¢ JKHEeH, He3aBHCell OT BPEeMeTO M C HHCKa BBTpe-
WHAMBHAYaNHA BapHabWIHOCT 3a INMPOK JN030B OHama3oH, Toea e B CBOTBCTCTBHE C BHCOKHA
repMeabITHTET, BHCOKA PasTBOPHMOCT M MHHMMaiHHA MaTaGoiusbM Ha mupaleram. [LiasmeHoTo
BpeMé Ha MONYKHMBOT Ha HHpaueraMm e 5 waca. To e nonoGHO HpH BB3PacTHH ZOOPOBOMIM H
nauuentd. To ¢ YABLKEHO TPH XOpa B HalpeAHaka BB3PAcT (INIABHO NOpaju HapymeH GBCpeveH
KIMPBHC) ¥ TakuBa ¢ OBOpedHo yBpexaane. [TOCTOMHHE INIA3MEHH KOHLIEHTPALUW ce A
PAaMKHTE Ha 3 JHU OT NPHEMAHETO.

Abcopbuug




Iuparieram ce abeopOrpa GBp30 ¥ B roIaMa CTelleH CIEx iepopaTHo npunoxenne. [Ipy sapasu nuua
[MKOBH IUIasMeHH KOHIEHTpALHH ¢e AocTurat | wac cied npuema. Ab6comoTHara OHOHAIHMHOCT Ha
nupaneTaM npu nepopaiHara gopma e Omuzka 1o 100%. Xpanara He okassa e(ekT BBPXY CTENeHTa
ua abcopbups Ha NHpaueram, Ho Hamanssa Cmax ¢ 17% n ysenwwasa tmax ot 1 mo 1,5 uaca.
TTvKkOBHTEe KOHIGHTpauMH ca cboTBeTHO 84 upg/ml u 115 pg/ml chnen mpuwiarane Ha eIHHWYHA
riepopaisa 103a oT 3,2 g ¥ MHOT'OKPATHO, TPH I'ETH AHEBHO NPHIMKEHHE, Ha fo3a oT 3,2 g.

Pasnipenenenue
ITrpaneTaM He ce CBHP3BA C IFIa3MEHKTe npoTerid 1 ofeMa My Ha pasApefeneHue e NpUOIH3IUTEIHO

0,6 I/kg. [TupaneraM npeMuHABa KpBBHO-MO3buHATa Oaprepa W € H3MepeH B LepedpocHHHanHara
TEYHOCT CNIeH MHTPaBeHO3HO NPHIOKeHHe, B nepebpocirHaiHaTa TEUHOCT tmax ¢e JMOCTHra OKOJo 5
yaca Ciiel NpHeMa, & BPEMETo Ha ModyxuBoT € okono 8,5 uaca. Ilpu KWBOTHH Hali-BHCOKMTE
KOHIIEHTPAlHK HA [HpaLeTaM B MO3bKa ca yCTaHOBeHM B  LepebpanHus koprekc ((poHTanew,
NapHeTaNeH ¥ OKLMIHTANICH I4T), B KopTekca Ha uepefemyma u OasanHurte rarjm#. ITupaueram
nudy3npa BBB BCHMMKH TBKaHH ¢ HSKIIOYeHHWe Ha MAcTHaTa TBKaH, HPEMHHABA IUTALECHTAPHATA
BapHepa 1 rpeMUHaBa TIpe3 MeMOpaHUTe Ha OTHASIHH SpHTPOLMTH.

MetabonuzeM

ITupauetam He ce metabonusukpa B 4oBewKoTo Tano. Tasu nwnca Ha MmerTabonustM o0ACHABA
VABIDKEHOTO IIa3MeHO BpeMe Ha NONYKUBOT MPH aHyPUYHH NalHeHTH M BUCOKOTO My ChIBPIKAHHE B
YPHHATA,

EnuMunppane
[DrasMeHHsT TIONYKHBOT Ha THpALETaM e OKOAO 5 4aca, KaKTO CJIEA HHTPABEeHO3HO, Taka H Clieq

nepopaiiHo npuiokeHue, O6ima Teneced knupeHC € 8§0-90 mi/min. I'aBHuA NBT HA €KCKpeUHs e
ype3 ypuHata u e okono 80 mo 100% ot npuerata mosa. ITupaueram ce othens 4pes IJioMepysiHa

¢rurTpams.

JuneiitHocT
(DapMakOKMHETHKATA Ha ITHpaLeTaM € JInHelHa npH Ao3n ot 0.8 no 12 g. BpemeTo Ha MOMY:KHBOT U
KIHPBHCA He ¢¢ MPOMEHAT B 3aBHCHMOCT OT 034714 H NPONL/DKHTETHOCTTa Ha JIEUSHHETO.

XapaKTepucTHKH Ha TAIHEHTa
Ilon

B nipoyurane 3a GHOEKBHBaJeHTHOCT NpH xo3a 2,4 g, Cmax u AUC ca mpubmusurenno 30% ro-
BHCOKH 1IpH keHHTe (N=6), B cpaBHeHMe ¢ MBxkeTe (N=6). BBIpekH ToBa CTOAHOCTHTE Ha KINHPBHCE,
B 3aBHCHMOCT OT T€JIECHOTO TETJI0 ¢4 CPABHHMH.

Paca

He ca npoBexxpaiy (apMakOKMHETHYHHM TNpPOYHBAHHS 3a BIHAHHETO Ha pacara. KpbeTocaHo
CpaBHABAHE IIPH MPOy4BaHe, BKIIOYBALIO NPEeACTABHTENN Ha §anaTa U asHaTCKaTa paca MoKasea, €
(hapMaKoKHHETHKATA HA [TAPAIIeTaM € CPABHHEMA IIPH J(BETE pacH. TH KaTo OTAGAAHETO HA IHPALCTaM
cTaBa miagHo Ipe3 OnOpennTe, a My IPESACTABHTENIMTE HA OTHCNHMIC PacH HE CBIICCTBYBAT
3HAYMMH DPasfAyKd 1O OTHOIUGHHWE HA KPeATHHHHOBHMA KIHPEBHC, (GapMakOKHHETHHYHH pa3mioius
IOBIDKANIH C6 Ha pacaTa He ce OYaKBar.

TManuenTH B HarpeAHANA BE3pacT
TIlpy manueHT B HampenHala BH3PACT BPeMETO Ha IOMYKBOT HA IHPANETaM € YBCJHYEHO H TOBa €
CBHP3aHO ¢ HamaneHara 6s6peyuna QyHKIUpA NPy Tasy rpyma namuerTH (8. Touka 4.2 Jlo3uposka),

Hena
He ca npoeexaann QapMakOKHHETHYHH NPOYYBAHUS NPY ASNA.

BrOpeuHo yBpesxaaHe




KyHpBHCHT Ha NUpaLeTaM KopesHpa ¢ KPeaTHHHHOBHA KIHMpPBHC. ETo 3310 ¢e npenopbusa NpoMaHa
Ha 703aTa B 3aBHCHMOCT OT KPearHHHHOBHS KIWPBHHC NMPH NauMeHTH ¢ 0B0peuHo yspexpnane (BiK.
touxa 4.2 Jlosuposka). [IpH aHypuyHKM MaldeHTH B KpaeH cTajyuli na OpOpeyHa HEXOCTATBYHOCT,
BpEMETO Ha MNONY>XHBOT HA MHPANeTaM € YAR/DKeHO #o 59 uaca. Ilo Bpeme Ha ofuuaiinata 4-pH
YacoBa AHAIH3HA [IPOIeAypa (pakHOHHO ¢e oTaenar 50 Ao 60% ot nupaueraM.

HepruoRpobHE vBpexKAaHe
He ¢ mnpoyueHo BIHSHMETO Ha UEGpPHOAPOOHOTO YRpexkhaHe BBPXY (ApMAKOKHHETHKATA HA

nupaunTaM, Thii karo 80 1o 100% ot nipHeraTa 03a ce OTHEN Upe3 ypHHATa B HENpPOMeHeH BUE, HE
ce OJakBa 3HauuTelieH e(ekT BLPXY OTHENSHEeTO Ha MHpaleraM B Cilydad Ha uepHOAPOOHO
YBpEIIaHE,

5.3 Hpeaxnnuuunu xaHnu 3a Gezonacnoct

TpeAKMMHHYHNTS JaHHH [OKA3BAT, Y€ NUPailleTaM HMa HHCBK TOKCHMEH MOTeHIHai. IlpoydBaHud ¢
eJMHIYHa nepopansa A03a ot 10g/kg npu MuKH, TIBXOBE M Kydyera HE TOKaspaT HeoOpaThma
TOKCHYHOCT. IIpy H3cIeARaHe 38 XPOHHYHA TOKCHMHOCT, CIeJ MOBTAPAINM C€ NO3H NP MHLIKH (10
4,8 g/kg/men) v wrexore (o 2,4 g/kg/neH) He € yCTaHOBEHA crieldHyHA OpraiHa TOKCHYHOCT. Jlexd
CTOMALIHO-YPERHH HapylieHus (TIOBPBIIAHE, MPOMAHA B KOHCHCTGHLHATE Ha H3NPAKHEHMAT,
HOBHMINEHA KOHCYMAUHA Ha BOJa) ca KaDMIoONaBaHH TP NEPOPajHO TNPHEMaHe Ha MHpaueTaMm OT
KydeTa B HpORBDKEHNE HAa | roguHa Opr yBenuyapare Ha posata ot 1 mo 10 g/lkg/nen. Iono6xo
HHTPaBeHO3HOTO npHAarae xo 1 g/kg/neH 3a 4-5 ceamMIy Ha TIBXOBE M KyHeTa He JOBEXZAA OO
TOKCHYHOCT.,

In vitro ¥ in vivo nipoyYBaHHATa He YCTAHOBABAT FEHOTOKCHYEH HIIK KapIIHHOT@HEH IOTeHIHaI.

6. OAPMATIEBTHIHHI NAHHA
6.1 CnHCchK HA NOMONHATE BEIIECTBA
Glycerol (85 per cent)

Saccharin sodium .
Apricot flavour

Caramel flavour

Methyl parahydroxybenzoate

Propy! parahydroxybenzoate

Glacial acetic acid

Purified water

6.2 HecbBMecTHMOCTH

He e npunoxmumo

6.3 Cpox na rognocr

3 rofHHu
CpoK Ha TOIHOCT ClIe/] TLPBOTO OTBap:ate: 1 Mecel| npH cTaliha Temnepatypa.

6.4  CnenuanHu yCJI0BHY HA ChXPaHEHHE
To3u JeKapeTBEH NPCAYKT HE M3HCKBa ocoDenn yCiIoBHs 33 ChXpaHeHHe,

6.5 JaHup 32 oMAKOBKATA




Nootropil 20 % nepopasieH pasTBOp Ce ONaKoBa B ThMHH CTEKIeHH OyTHAKH oT 125 ml, saTBopenn ¢
KOHTPONHPpAIla OTBapAHETO Kamayka ¢ MOMHETHACHOBO YINIFTHEHHUE U HOCTABEHH B KAPTOHEHH KYTHH.

6.6 Cremnanan IpeANAa3sHy MCPKH NIPH H3XBbLPJIAHE

Hsama cnienuansy H3RCKBAHHA,

7. HNPHTEXATEJI HA PASPEINEHWUETO 3A YIIOTPEBA
UCB Pharma SA

Allee de 1a Recherche 60

B-1070 Brussels

Belgium

8. HOMEP(A) HA PASPEUIEHHETO 3A YIIOTPEBA
20000129

9.  JATA HA IIBPBO PA3SPEINABAHEMTIOJHOBABAHE HA PASPEINEHHETO 3A
YIIOTPEBA

Jata Ha mepBa peructparms: 19 Anpun 1971

Jara Ha ocnenwo noxnosgBare: 15 Asrycer 2006

10. JATA HA AKTYAJIMSUPAHE HA TEKCTA

Maii 2007




