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Hootponun 800 mg ¢punmupanu Tabnaerkn
Nootropil 800 mg film-coated tablets

2. KAYECTBEH H KOJTHYECTBEH ChCTAB
Besaxa $uMupana Tabnerka csaspxa 300 mg nupaueraM (piracetam).

3a ITRITAHA CIKCHK HA HOMCIIHHTE BELIECTRA, BIDKTE To4Ka 6.1,

3. JEKAPCTBEHA ®OPMA

DunmMupasa rabnerka
Benu, NpoabAToBaTH, hEIMUpaHH TaGNETKH ¢ AeNUTeNHa yepra, MapkupaHu ¢ N/N.

4. KIHHHYHH AAHHH
4.1 TepanesTHuHH HOKA3aHHA

BuipacTaa:

¢  CHMITOMATHIHO JIe9eHAE Ha ICHXO-0PTaHWYeH CHHAPOM CBC CIEIHHTE MPOSBH: HapyIIeHHe HA
HaMeTTa, HapyIIeHHs HA BHUMAHMETO H JTATICA Ha MOTHBALMAL

s  JleyeHHe HA KOPTHKANEH MHOKIOHYC, CAMOCTOSTENIHO HTH B KOMOMHAIIHA.

¢  JleyeHHe Aa BEPTHIO M CBHP3aHHTE ¢ HETC HAPYINEHHI HA PABHOBECHETO, C H3KMIOICHHE HA
3aMasgHOCT OT Ba30MOTODEH KM MICHXHYEH [IPOU3XOL,

e  3amnpodunakTHKa 4 PEMHCHN HA CHPINOBHAHO-KIETHYHA Ba30-0KTy3HBHA KPH3a.

Jema:
. JleueHHe Ha JUCIEKCHE B KOMOHHANA ¢ IOAXONAMH MEPKH, KATO TOBOPHA TEpaITHi.
. 3a npodHnakTHKaE H PEMHCHA HA CHPIOBHAHO-KIEThYHA BA30-OKITy3HBHA KpH3a.

4.2 /[lo3HpoBKa H HAYMHH HA NpPRIOKEHHE

EO3EP_OBI(8

B 3aBHCHMOCT OT NOKA3AHAATA Ca OIPEHENICHH CIIeAHITE AHEBHH A03H;

CHMITOMATHIHO J¢HCHHE HA OCHX0-OPIAHAYHH CHEAPOMH
Ipenoprupanara AHeBHa A03a Bapdpa o1 2,4 g 10 4,8 g, pasgencAs Ha [Ba WM TPH IpHEMA.

Jlegense HAa MAOKJIOHYC ¢ KOPTHKAIEH NPOA3IX0S

JlHerraTa no3a TpaGea Aa 3anoune ¢ 7,2 g ¥ Aa ce ypenuyaea ¢ 4,8 g Ha BCEKH TPH HIIH 9ETHPH JHH
o MaKcHMyMa ot 24 g, pasmpedeHa Ha JABa WIH TPH mnpHeMa. JleuenWero ¢ npyruTe
NPOTHBOMHOKIIOHHYHH JICKAPCTBEHH MPONYKTH TPAOBA Aa ce 3amas3H B ChilaTa A03d. B 3aBHCHMOCT OT
TIOCTHIHATHA KIHHHTIHHA Pe3yNTar, aK0 € BhIMOXHO, NO3UPOBKATA HA APYTHTE NOAOOHM JIeKapCTBA
TpaOBA /12 C& HAMaJTH.




BenupK 3al0o4YHANO, JEYCHHETC ¢ THpaneTaM TpadBa Ja NPOABIDKY AOKATO NPOABIIKABA H
ITEPBOHATATHOTO LepeGpaiHe saboIiBaHe.

TpH NanMeHTH ¢ OCTHP €MHA304, CMOHTAHHA €BOJIIOLMA MOXE Ja Ce MONYYH CJIel BpeMe, 3aTOBA Ha
BCEKH 6 Mecena TpabBa Aa ce OMMTBA HAMANABAHE HA /I034Ta HWIH MPEKLCBaHE Ha JigueHHeTo. Tosa
1pabaa 2 CTaBa 9pe3 HaManABaHe A03aTA Ha mUpaneram ¢ 1,2 g Ha BCEKH B HH (Ha BCEKH TPH WITH
YeTHPH HH NpH cHHApoM Ha Lance W Adams, 3a sa ce mMpeAOTBPATH BB3MOXKHOCTTA 38 BHEIAIHO
BIOIIABIHE WIH BE300HOBABAHE HA PHCTHIIHTE).

JledeHnune Ha BEPTHIO
TIpenmopruBanaTa AHEBHA 103a Bapupad ot 2.4 g 1o 4,8 g, paszenena Ha 183 WM TPH TIpUeMa.

3a npopHIAKTHKA H pEMECHY HE CHPHOBHAHO-KJIETHYHA Ba30-0K/JIY3HBHA KPH3a
IMpenopriranaTa AHeBHA Ho3a 3a Npodmnakteka ¢ 160 mg/kg, nepopaiHo, pasAencHa HA YETHPH
nmpHeMa.

[IpenopruBanaTa OHeBHa A03a 3a peMHCHA ¢ 300 mg/kg, MHTpaBeHO3HO, pa3peieHa Ha 4eTHpU
TipHeMa (M3MOI3BAT ¢¢ (GopMHUTe 3a MAKEKIMOHHO H HH{)YIHOHHO MPHIOKEHHE).

Jo3a no-umcka ot 160 mg/kg unm HEpEXOBEH [IPHEM € BE3MOKHO Ja JOBE/IE A0 NOJHOBABAHE HA
KpH3aTa.

Heduampuuna nonynayus

3a npodBIAKTHKA M PEMHACHS Ha ChPROBHAHO-KICTHYHA BA30-0KTYIHBHA KPH3a
[lpenoppuBanaTa JHEBHA 0034 3a MpodwiakTuka e 160 mg/kg.
IIpenopruBaHata AHEBHa No3a 3a peMAcHA ¢ 300 mg/kg, HETpaBEHO3HO.

Jo3a mo-Hucka ot 160 mg/kg Hnn HEPEIOBEH NPHEM € BBEIMOXKHO 14 JOBee N0 [IOJIHOBABAHE HA
KpH3aTa.

TMupaneram Moxe fa ce Ipunara IpHA Jela Haj 3 roAHE CTPajallid OT CHPIIOBHAHO-KIETHYHA
aHEMHA B PEXKHAMA Ha MpENophyYBaHUTe THCBHH Ao3d (mg/kg). [IMpaneram € npuaaraH B OrpaHu4eH
Gpoi aeua ot 1 1o 3 rooHHH.

Jeuenue Ha ARCACKCHSE B KOMOAHALHSA ¢ rOBOPHA TEPANAS
IIpn mena oT 8 rogHHH M OHOMH MPENOPLYIBAHATA. THERHA /1034 € OKOAo 3,2 g, pasne/cHM Ha [Ba
npHeMa.

Crapuyecka BL3pacT

ApanTHpaHe Ha [03aTa Ce Npenophdsa MPH ALHEHTH B CTApYecka BL3PACT ¢ HapylieHa 6nOpeuna
byuxmas (Bx. mo-gony “Tlarpentu ¢ 650peuHo yepexnane™).

TIpONBDKATEIHCTO JICHeHHe TpY NAlHCHTH B CTapyecka BB3PAcT H3HCKBA PEAOBEH KOHTPON Ha
KpeaTHHHHOBHA KITHPBHC ¢ Liel afanTHpaHe Ha /103aTa OpH HeoOXONHMOCT.

NMannenTH ¢ 6L6peno yepexnane

JHerHarta no3a TpabBa 1a ce HEAMBUIYANHIHPA B 3aBUCHMOCT 0T OB0pedHara dynkuua. H3monssaiite
npunoxeHara TabaMia 3a aJanTHpade Ha [03aTa. 3a MPHIAraHeTe Ha TasH TabiHua € HeobXoauMo fa
Ce ONpefeNd KPeaTHHHHOBMA KinpbHC Ha maimenTa (CLcr), u3paseH B mb/min. CLer (ml/min) Moxke
Ja ce OnpelenHt OT cepyMHHA KpeatrHuH (mg/dl) ¢ nomoniTa Ha cenHarta GopMyna:

[140 - r3pacrtTa {z0dunuj] x Ternocro (kg)
CLcr= ( x 0,85 npu xeHH)
72 X cepyMeH KpeataHnd (mg/dl)




I'pyna " ﬂlf!g?::(l:::no;n) Jl03a B 9ecToTa HA APHIATAHE
HopMmanna > 80 OOuuaiiHa qHeBHa 4034, 2 Ao 4 npHeMa

Jlexa 50-179 2/3 or obudaiigara AREBHA /1034, 2 HAH 3 nIpHeMa
Yuepena 30 - 49 1/3 ot obuqalinara aHeBsa 1034, 2 IpHeMa
Texxka <30 1/6 ot o6wuaiinaTa JHEBHA 103a, €HOKPATHO
Kpaen craguii Ha -- IIPOTHBOIIOKAIHO

650peyHa HeTOCTATEIHOCT

IlanuenTH ¢ 9epnroapobHO YBpexaaHe _

Tpn mauMeHTH caAMO ¢ YEPHOAPOOHO YBPeXKaHe He Ce Hajara ajanTHpaHe Ha o3ara. AJanTHpaHe Ha
I03aTa ce MpEnops4Ysa NPH NMALMEHTH ¢ YepHOAPOOHO W OuOpeuno yspexnane (BX. no-rope
Tlanuenrn ¢ 6u6peyno yBpexaane™).

Hauwn Ha npHNOKEHHE

Tupaueram ce npHnara NepopaiHO U MOXE Aa ¢ npueMa ¢ Uni 6e3 xpana. GwiMApaHUTe TabIeTKH
€€ HOTMaIAT ¢ Te9HoCT. [Ipenophisa ce AHEBHATA A032 AA C PA3IACNH Ha ABa A0 Y€THPH NpHeMa.

4.3 TIporEBONOKA3IARHA

CBpPLXIYBCTBHTENIHOCT KEM ITHpaneTaM MIH KBM APYTH THPOAHAOHOBH TNMPOH3BORHH, KAKTO H KBM
HAKOE OT NIOMONIHWTE BEMECTEa, 360opern B Touka 6.1.

[Tizpaneram & MPOTHROMOKA3aH NPH NALHACHTH ¢ HepedpaiHa XeMoparts,

TTupaneraM ¢ NpeTHBONIOKA3AH TIPH MAIMCHTH B KpacH cTaamii na Opbpedro yepekaane.,

[Mupaneram He TpAOBa Aa ce M3MOM3BA IPH MANMEHTH ¢ X0oped Ha X BHTHHTTOH.

4.4 Coenuajans npeIynpesAcHHA ¥ NPeANa3HH MEPKH NPH yroTpeda

Edexru B MO0

Mopamu edexTa HA NMHPALIETaM BEPXY TPOMOONUTHATA arperaia (Bxk. Touka 5.1 PapMakoAHHAMHIHY
CBOMHCTBA), CE MPeNOopHYBa NOBHHIEHO BHAMAHNE NPH NMALHEHTH € TEXBK KPbBOH3JINB, MALMEHTH C
PHMCK OT KBPBEHE, KATO HAlIpHMEP CTOMALIHO-YPEBHA A3B4, [TIAl[HEeHTH ¢ HAPYIMCHHA Ha XEMOCTa3aT4a,
TIAIHEHTH ¢ AHAMHE34 33 XeMOParHieH HHCYJIT, TAIHEHTH CNIef TONEMH XHPYPrivHH HHTEPBEeHIHH,
BETIOYHTCNHO JCHTANHA XHDYPIHA, KAKTC H NALHCHTH, NPHCMAINH NCKAPCTRA, KAaTO aHTHKOaryJiaHTH
HIIHM TPOMOOLIHTHH aHTHAI PETaHTH, BKJIIOYHTEIHO HACKA 033 AllCTHICATHIIHIOBA KHCETHHA,

b10peyna HefOCTATRYHOCT
IupanetaM ce emviMEHHpa mpe3 OsOpenTe, NOpaJM TOBA € HeOOXOZAMMO CIEHHMAHO BHUMAHHE B
cryuas Ha Op0peuna HenocTaTbaHOCT. (BXK. Toaxa 4 2 loamposka).

Crapyecka Bb3pacT
HpO,II'bJI)KHTCJ]HOTO JCYCHHE TIPH NMAUNRCHTH B CTapyecka BL3pacT M3HCKBA PpEAOBEH KOHTPQII Ha

KpeaTHHHHOBHY KJIHPBHC C LieN afanTHpade Ha fJo3ata 1pd HeobGxommMocT (Bk. Touka 4.2
Hozupopka).

[IpexrcBane
Tpabea na ce H3I0ArBa PAIKOTO MPEKLCBAHE HA IEYEHHETO MPH NALMENTH ¢ MHOKIOHYC, Thil KaTo ToRa
MOXe Jia A0Bee A0 BHEe3aNHO WIOMABAHE HIH Bh300HOBABAHE HA TIPHCTHIHTE.

CopnosHaHA KIETKH
Ipu cEpIOBEAHO-KNETHIHOTO NOKa3aHUe, A03a 10-HUCKa oT 160 mg/kg UM HEpPENIOBEH IIPH
BE3MOXKHO Ja ZoBeJe A0 NOXHOBABAHE Ha KPH3aTa.




TpenynpexpaeHnd CBLP3aHH C IOMOIIANTE BEIICCTRA

To3d nexapcTBeH MNPOOYKT ChABPKA okomo 46 mg Harpuii 3a 24 g NHpalUETaM, KOMTO ¢a
eKBUBANICHTHH Ha 2,3% OT MPenoph4MTENHHd MaKCHMalieH AHEBEH IPMEM OT 2 g HaTpui 3a
ph3pacTed. Topa TpaOBa Jia BieMe O] BHHMAHHE MPH MALHEHTH HA IHETA ¢ KOHTPOIMpaH MPHEM Ha
HaTpHHi.

4.5 BiaumopjeiicTBHE C APYTH JIEKAPCTBeHH NIPOAYKTH ¥ APYIH GOpMHA HA BIaHMOAeHCTERE

X0opMOHH Ha IKTOBHAHATA FIIE3a
Tlpu emHOBpEMEHHO NedeHHEe ¢ THpouAeH ekcTpakT (T3 + Ts) e croOmeHo 3a nodBa HA 0OBLPKAHOCT,

Pa3EPa3HUTENHOCT H CMYNICHHA B CHHS.

Agcnogyy_apon

IyGnuKyBaHHMTe pE3yNTaTH OT EIHHMYHO CAATIO NpoyJYBaHe TIPH NAlHEHTH ¢ TEXKa XPOHMHYHA
BEHO3HA TpoMG03a MOKa3BaT, de nupaueraM 9,6 g/d He poMens HeoOX0AMMATA M1033 &UIEHOKYMApON
3a mocrurate Ha INR 2,5 10 3,5 Ho cpaBHEHO CBhC CAMOCTOATENHHA eeKT Ha aleHOKymapodn,
npubapsHero Ha mupaneraM 9,6 g/d 3HauMTENHO HamanABa TPOMOOIMTHATA arperaums,
ocsoboxaaBaneTo Ha B-tpombornobynuH, HuBata Ha (ubpuHoreHa W dakropure Ha Willenbrand
(VIIL : C; VIIL : vW : Ag; VIII : vW : RCo0), kakT0 ¥ HaMansaBa BHCKO3IHTETa Ha KPBLBTA M MIa3MaTa.

PapMaAKOKHHETHIHY B3aHMOEHCTRIA
BE3MOKHOCTTA 34 JIEKAPCTBEHH B3aMMO/IEIiCTBHA B Pe3yATaT HA NPOMCHH BLB (papMaKOKMHETHKATA ¢

Majika, Tbé kaTo nprbmmsrTenHo 90% OT fO3aTa HA MUPALETaM CE OTASIHE C YPUHATA B HCNPOMEHEH
BHJ.

In vitro, nupaneram He WHXHOMpa H30QOPMMTE HA IMABHAA YOBEIIKH YEPHOAPOOEH KOMILIEKC
untoxpom P450 ( CYP1A2, 2B6, 2C8, 2C9, 2C19, 2D6, 2E1 u 4A9/11) npu xonuenTpauuy 142, 426
d 1422 pg/ml.

Ipn xonnexTpama 1422 pg/ml e waGoaasan Mansk uExuburopen edext Ha CYP 2A6 (21%) u na
3A4/5 (11%). Benpexn toBa Ki croiHocrire 3a uHxubupane Ha TesH ase CYP msodopmu Tpabsa
3HAYMTENHO fla AamBumasatr 1422 ug/ml. ETo 3amo He ce ovaxsar MeTabONHTHA B3aUMONEHCTEBMA Ha
THEPAIETaM ¢ APYrH NEKapeTBa,

AHTHENWIENTHIHH JICKAPCTBA
JlHeBHa mosa or 20 g nHpaleraM noBede OT 4 ceJMHIH HE MPOMEHH [MKA H CCPYMHHTE HHBa Ha

aHTHeNIMNenTHIHuTe NeKapcTsa (kapbamazenun, denuronn, ¢eHoGapOHTOH H BAINpOAT) MNpH
NALACHTH ¢ SIHIETICHA, IPAEMALIH NOCTOAHHH AO3H.

ATKoxon
E,HHOB])CMBHHI‘I}I MpHEM HA alKOXOJI HE MpOMEHA CCPYMHHTC HHBA Ha MMHPALCTaM, KaKTO H HHBATA Ha
ATKOXO0NA HE Ce MPOMEHAT NpA 1,6 g nepopasiHa 038 NHpaleTaM.

4.6 DeprHanTter, GpeMeHHOCT H KbpMeHe
BpeMerHOCT

Hsma poctaTsuHO MaHHE 3a yrnorpefara Ha mupaueraM IipH OpeMeHHH keHH. [IpoyduBaHua DpH
MHBOTHH He IIOKa3BaT NPAKO WIH HENpAKO BPeOHO Bh3NCHCTBHE BLPXY OpeMeHHOCTTa,
eMOPHOHATHOTO/ETATHO PA3BHTHE, PAKAAHETO WIH [IOCTHATATHOTO Pa3BATHE (BXK. TO4Ka 5.3).

Mupaneram npemunapa nianenrapuara Gapuepa. Hurata y HoBoponeHu ca npudmasuTendo 70% xo
90% ot Te3H y malikara. [THpaiteTaM He TpaOBa Na ce H3MON3BA NpB OPEMEHHOCT OCBEH B Ciy4al Ha
KateropuyHa HeoOXOAMMOCT, KOTaToO I[I0N13aTA HABUIIABA DHCKA H KIHHYYHOTO CECTOSHHE Ha
OpeMeHEaTa MalfKa H3HCKBA JICYCHHE ¢ NMHPALICTAM.




KnpMene

ITupaueram ce oTHens B 9OBEMIKATA KEpMa. 3aT0BA NMpalleTaM He TpabBa fa ce Mpunara Mo BpeMe Ha
KbpPMEHE MY KEPMEHETO TpAbBa Ja ce MPEYCTAHOBH JOKATO Ce MPOBEKMA JCUCHHE ¢ [IHPAlCTaM.
Tpabea ma ce B3eMe peIDeHHE FanM Ja Ce CIpe JICUEHWETO C ITHPALETaM Karo C¢ BIEME NpPEIBHJ
NOM3aTa OT KBPMEHETO 32 ACTETO H MON3aTa OT ICYCHHETO Ha KeHATa.

4.7 EdexTs BLpXY criocobnocrra 33 wodHpane u padoTa ¢ MAMAEYR

HabnionasaHuTe HeXenaHH JIEKApCTBEHH PEAKLHH MOTAT Aa OKAXAT BITHAHME BBPXY CTIOCODHOCTTA 32
modnpane A paboTa ¢ MAIHHH, KOETO TPAOBA a ce HMa NpeIBH,

4.8 Hexenann JeKapcTBERH PeaKIHA

a. Oboluienue na npodung rg Oezongeuocm

Hanuummre gaHHe 33 Ge30mMacHOCT OT ABOHHO-CIHENH IUIAHECO-KOHTPO/HpaHy KIHHHYHH HIH
dapMakokuHIMER npoyasanms (s3eTH ot UCB Documentation Data Bank June 1997), BinoyBamu
moeeue ot 3000 namueHTH NpHEeMANH NUpameTaM, HE3ABHCHMO OT IIOKA3AHHATA, JICKapCTBEHaTa
(opma, AHeBHATA 1032 WUTH MOMYIALKOHHUTE XapaKTEPHCTHKH.

6. Tabyaupan crucHk K@ Hediceaanume ReKapemeeu peaxyuu

Hexenanure NeKapCTBEHH PeakiH CHOOIIEHH B KIMHAYHATE H3MATBAHEA H OT MOCT-MAPKETHHTOBHA
OnMT ca M30pOSHH B CIIEABALIATA TabHUA MO CHCTEMO - OPraHHA INTACH()HKATAS H N0 YECTOTA.
Yecrorara e AedMHMpaHa, KaKTo CeaBa: MHOIO 4yecTH (>>1/10) , wectu (>1/100, < 1/10), nedectn
(=1/1 000, <1/100), peaxu (>1/10 000, <1/1 000), mucro peaxu (<1/10 000).

JIaHHITE OT NOCT-MapKeTHHIOBHA OIMT ¢A HEAOCTAThHHH, 33 J1a MOAKPENAT OIIEHKATa 3@ YeCTOTa UM B
TPETHPAHATE MOy RN,

Hapymenng Ha KPBBTA H JAM(HATA CHCTEMA
C HeH3BECTHA YECTOTA: XEMODArHIHH HAPYMIEHHA

Hapymenna Ha HMYHHATA CHCTEMA
C Hem3BeCTHa YECTOTA: aHA(UIAKTON/THE PEaKIHA, CBPBXYYBCTBUTEIHOCT

TcHXAIRA HAPYIIeHHS

YecTu: HepBHOCT

Heuectn: nenpecus

C Hem3BecTHA ¥ecTOTa: BBE30YIA, TPEROKHOCT, OOBPKAHOCT, XaTIOWHHALIHH

Hapymienus A2 HePBHATA CHCTEMA

YecTH: XHOEPKHHEIHA

HegecTH: cOMHONERTHOCT

C HeHm3BecTHA YECTOTA: ATAKCHA, HAPYIIEHHA B DPABHOBECHETO, BJIOIIaBaHe Ha ENMWIENCHATA,
raasobonnae, GE3CEHNEE

Hapymenns 53 yX0T0 U JaGRpHATA
C HeW3BeCTHA HECTOTA: BEPTHTO

CToMamBo-4peBHHE HADYIICRHA
C HemssecTHa uectoTa: Gonka B kxopeMa, Golka B FOopHAT2 9YacT Ha KOpema, JHapus, TaieHe,
NOBPBINAHE




Hapymemm H2 KOXKaTa H HOAKOXHAATA ThKaH
C HeU3BECTHA YeCcToTa: AHM'HOHEBPOTHIEH €JIEM, JCPMATHT, IPYPHTYC, YPTHKAPDHA

O6mnA HapymeHaRs H ¢eKTH HA MECTOTO HA NPHICKEeHHE
HeuecTtn: acTeHus

Hicnensanus
YecTH: AOBHINABAHE HA TETAOTC

Crob1maBaHe Ha IOZO3MPAHHA HEXeE/IAHH PeaKiiy

CroblaBaHeTo Ha MONO3HPAHA HEKETAHH PEaKIIHH Crie]l pa3peliaBaHe 3a ynorpeda Ha IeKapCTBeHUA
NIPOAYKT € BAXKHO. ToBa no3BoNABa Ja TpOIbIDKH Haﬁmo,nenne'ro Ha ¢CHOTHOMICHUCTO noma/pucx 3a
AekapcrBesns npoaykr. OT MEAHIMHCKHTE CASLHATIMCTH Ce M3MCKBa Ja Cho0INaBaT Besika
IOA0ZUPAHA HEMKENAHa PCaKIud 9pes:

HMneAHHTeNHA areHIAS 0 JIEKapCTBaTa
yi. ,,Jlamau I'pyer™ Ne 8

1303 Codns

Ten.: +359 2 8903417

yebcaiir: www.bda.bg

4.9 Hpenosmpane

CHMIITTOMH
Hsma AOTBIHHTENTHKM HEXeNaHH JeKapCTBEHH PEakiHH, KOHKPETHO CBBp3aHH ¢ MPENO3HpAHe C
MHpaLEeTaM.

Haii-rossamoto ch0o0meHo npeJo3ApaHe ¢ MUpaLeTaM € cliefi TepopajiHe NpHeMane Ha 75 g. Kepsabsa
IHApHs ¢ KOpeMHK OOJKHM, HaH-BEPOSTHO CBLP3aHH C NPEKOMEPHO BHCOKA flo3a Ha copOuTon,
CBhIBPIKAIA Ce B NIpHeTaTa opMa.

Mepk# npu npefosupase

Cren ocTpo, 3HAMHTENHO Ipefo3ApaHe € HeodX0JAMO M3MPasBaHE HA CTOMAxa Ypes CTOMallHa
OPOMHMBKA HTH NpPeAW3IBHKBAHE Ha mnoeepsmaHe. HaMa cneupdideH aHTHAOT HA THPALETAM.
Jle4eHHETO FPH Npeo3Mpate € CHMITOMATHYHO H MOXE [a BKIOYRA XeMoznuanusa. EdexTHrHOCTTA
Ha OTAEIAHE HA ITHpaleTaMa NpH JHanisa e ot 50 1o 60%.

5.  ®APMAKOJIOTHYHH CBOMCTBA
5.1 @OapmakolHHAMHYHE CBOHCTBa

dapMakorepanesTuyHa rpyna: Hoorponsau cpenctsa, ATC xox: NO6BX03. AXTHMBHOTO BEECTBO
IMpaneTaM € TNHPONHAOH (2-0xo-l-pyrrolidine-acetamide), (MIIHIHC TPOM3BOAHO H& Tama-
amHHOMac)ienara kacenusa (GABA).

Hanwynure naAHu TpeAmonarar, Ye OCHOBHAA MEXaHH3BM HA AelicTBHEC HA IMHpPALETAM He € HHUTO
KIIeTh4eH, HHTO oprasocnermpugen. [TnpaneraM ce cBbp3Ba QU3HIECKH B 3aBHCHMOCT OT NO3aTa ¢
nonApHara Tnasa Ha (QoconmmupoHata MemOpaHa, KaTO @PENH3BHKBA BE3CTAHOBABAHE HA
naMenapHaTa CTPYKTypa Ha MeMOpaHaTa, XapaKTepusMpamo ce ¢ ofpasysaHe Ha MOABIDKEH
nexapcreo-ocdonumanen koMmiekc. Toea BepofsTHO O0SCHABAa nonoOpasaHeTo HAa MemOpaHHaTa
YCTOMYHMBOCT, WH3MOKHOCTTA HA MEMOPAaHWHTE M TpaHCMeMOpaHHH NPOTEMHH a NONIBPMAT H
BB3CTAHOBABAT TPH-H3MEPHATA CTPYKTYPA MM A2 IPOABABAT TEXHMUA edexT.
IMupaneram uma HEEpOHAJIEH H BacKynapeH edexT.




HepponaneH edekt

Ha HHBO HEBPOHH MMpaLETaM MpPOLEIBA CBOATa MEMOPAHHA aKTHBHOCT IO PA3THTHH ITHTHILA.

Ilpa XWBOTHHTE, NHpaNeTaM I[OACOpPABA MHOTO BHIOBE HEBPOTPAHCMMCHA, IPSIHMHO 'Ipes
MOCTCHHAITTHYHO MOJEIMpaHe Ha pEemenTOpHAaTa IUTETHOCT M axTHBHOCT. IIpH XHBOTHH H XOpa
$yHKUHHTE, BKIKOYEHN B [O3HABATETIHUTE NPOLECH KaTo obyyeHne, TaMeT, BHHMAHNE ¥ Ch3HaHHE Ca
noJo0peHHs, KakTo TpH HOPMAIHATE MHAMBHIW, TAka W IPH CHCTOSHHA HA HEJOCTATBUHOCT, Ge3
MpoABAa HA CEJATHBHH M ICHXOCTHMynHpamH edextd. [lupaneram 3amassd W BB3CTAHOBABA
TIO3HABATENHHTE CNOCOOHOCTH IIPH AKUBOTHH H X0pa CJie]l pavIAYHH YBPEKIAHAA Ha ITIaBHHA MOIBRK
KATO XHIOKCHA, MHTOKCHKANMH H eIEKTPOKOHBYJICHEHA Teparus. Tol Npeanaspa oT NpeAn3BUKAHATE
OT XHIIOKCHTA POMEHH B MO3bYHATA (YHKIMA ¥ ACHHOCT, OUEHEHH HOCPeACTBOM eHnedanorpadms
(EET") 1 ICHXOMETPHIHH H3CTEIBAHNA.

Backynapen edekr

IIxpaneram nposRsBa CBOA XeMOPEOAOrHueH epekT BEpXy TPOMOOLHTHTE, CPHTPOLMTHTE H CTCHATA
Ha CHIOBE Ype3 YBeNHYaBaHe HA IUIACTHYHOCTTA HA EPHTPOLMTHTE H 4pe3 HaMaisaHe Ha
TpoMOOLMTHATA arperalyid, epHUTPOLHTHATA AnXe3ud KBM CTEHHTE HAa CBHIAOBETE H KaNHLAPHHS
BA30CTIATBM.

- EdexTn BbPXY epUTPOLHTHTE:

[lpn naUMEeHTH CHC CHLPIOBHIHO-KICTHYHA AHEMHSA, MHMpPALETAM IOA0OpABAa TNIaCTHYHOCTTA Ha
€pPUTpOLIMTHATA MeMOpaHa, HamajlsBa BHCKO3WTETa Ha KpLBTa H Dpeinassa or obpasysaHe Ha
dopMaIH.

-  Edexrn eopxy TpoMGOIMTHTE:

B oTBopeHO mpoy4BaHE NpH 3ApaBH AoOpoBonnM M mauMeHTH ¢ ¢eHomena Ha Raynaud,
YBENIMHABAHETO Ha 034Ta Ha NUpaneTaM Ao 12 g e Oune CBEP3aHO ¢ J030-3ABHCHMO HAMANCHME HA
dyHKUHKTE HA TPOMOOUMTHTE B CPABHEHME ¢BbC CTOHHOCTHTE TPEH JICYEHHETO (TECT 3a arperauuiTa
HHAOyLHpaHa ot ADP, xonareH, enunedpuy B oceoGoxcnapane Ha PTG), He3 3HaUHTENHA IPOMAHA B
6pos Ha TpombolTHTE. B TE3u npoy4YBaHM MAPANETaM YUKIKaBa BPEMETO HA KBPBEHE,

- EdexTH BRPXY KPBBOHOCHHTE CHICBE:

B npoyuBaHHs TIPH XKHBOTHH, OMPALETaM MHXHOHpA BA3OCIA3bMa M MPOTHBOXEHCTRA Ha edekTa Ha
MHOXKECTBO CIIa3MOTeHHHM BelilectBa. Tol HAMa BazQIMiaTHpamo AciicTBHE M HE MPEAU3BHKBA
¢eHOMeHa Ha “OTHeMaHe”, HHTC HAMAIABA HUTO YBEIHWYABA KPHBOTOKA, HHTO HMAa XHIOTEH3WBCH
cdexr. [pu 3apasn oGPORONI, NHApPAIlETAM HAMANABA AJXE3HATA HA €PUTPOIMTHEC KbM SHOTENA,
KaKTO H IPHTEXaBa NpAK CTHMyHpaim edeKT BLpXY CHHTE3aTa HA NPOCTAHKIHHATE B 3APABHA
€HIOoTel.

-  Edekru Bppxy dhakropuTe Ha KPFBOCECHPBAHETO:

Ipu 3apaBR H0OpOBONIIA, CPAaBHEHH CBC CTOHHOCTHTE TpeqH JeYeHHeTo, NHpaneTaM 1o 9.6 g
HaMa/I1Ba [IAa3MEHMTE HUBA Ha GpubpuHorena u daxropure Aa Willebrand (VIIL : C; VIIIR : AG; VIII
R : viW ) ¢ 30 1o 40% u yBenuvaBa BpeMeTO Ha KbpBeHe. [IpH nalmeHTH ¢ NEPBHIEH HIH BTOPHYCH
denomMen Ha Reynaud, cpasHeHE C¢bC CTOMHOCTHTE IpeqW JedeHueTo, MHpaileTaM 8 g/d B
NpOOLIDKEHHE Ha 6 Mecelia HaMayaBa IUTa3MEHHTe HHBa Ha ¢ubpuHoreHa U pakTopuTe Ha Willebrand
{VIl : C; VIII R : AG; VIII R : vW (RCF)) ¢ 30 no 40%, naMansBa Ia3MEHHA BHCKO3HTET K
YBE/THIaBA BPEMETO HA KBPREHE.

Jpyro npoyueaHe mpH 3apaeH No0pOBONIM He NOKA3BA CTATHCTHYCCKH 3HAYHMA pa3jiHKa MEXAY
mipageram (10 12 g nBa WHTH JHEBHO) M nnaneGo Mo OTHOmMIEHME HAa ePEKTHTE MY BBDXY
XeMOCTa3HHUTE APAMETPH M BPEMETO Ha KbPBEHE.

52 DapMaKoKHHETHYHH CBOiiCcTBa

DapMakOKHHETHIHMAT NpOQHT Ha MHPANETaM € JIHHEEH, He3aBHCel] OT BPEMETC H C HHCKA BLTPC-




BPEME Ha IIOJYKHBOT Ha MHpameraM ¢ 5 uaca. To e nofoGHO NPH BH3PACTHH AOOPOBONIM H
naupeHTd. To € yAbIDKEHO NPH XOpa B CTApuYecka BbipacT (TIaBHO Nopand Hapyuex 0Onbpeuen
KITHPEHC) M Takuea ¢ OnOpeuno yepexcnaHe. IlocTodHHM nna3MeHM KOHUCHTPALMH €€ AOCTHraT B
paMKHTe Ha 3 AHK OT IPHEMAHETO.

Aobcopbima

IMupanieram ce abcopbupa GEP30 K B rojiIMa CTETNeH cief NepOpaTHO NprioxkeHue. 11pH 3apaBy auua
MHKOBH TNa3MEHH KOHIEHTpalMH c¢ AocTHraT | wac ciex npuema. AGcomorHara GHOHANHYHOCT Ha
ndpaneraM npH NepopajHaTa dopMa e 6mmska a0 100%. Xpanara He oKa3Ba eeKT BBPXY CTCHEHTA
Ha abcopbuus Ha mEpaneram, HO HaMaiasea Cmax ¢ 17% H yeemmmasa tmax or 1 mo 1,5 waca.
TTHKOBHTE KoHUEHTpauuM ca chorBeTHe 84 pg/ml w 115 pg/ml cney mpunarane Ha CAWHAYAA
nepopaiHa 033 oT 3,2 g ¥ MHOTOKPATHO, TP ITBTH JAHEBHO NPUIOXKEHHE, HA A03a oT 3,2 g.

Pasnpenenenne

TMupaneram He ce CREP38a ¢ IJIA3MEHUTE NPOTEHHH M 00eMa My Ha PasIpelelicHue € IPUOIHIATEIHO
0,6 1/kg. TInpaueraM ITpeMHHABa KPHBHO-MO3BYHATA Oaprepa W ¢ MIMEPEH B IEepeOpocHHaNHaTA
TEUHOCT CJIEfk HHTPABEHO3HO TIpHIOkKeHHe. B mepeGpocniHanHaTa TeYHOCT tmax ce JOCTHIA OKolo 5
yaca ¢liefi MpHEMa, a BPEMETC Ha TOMYKHMBOT € okoao 8,5 uaca, IIpH KuBOTHW Half-BHCOKHTE
KOHLIEHTpalMM Ha THPaNeTaM B MO3BKA Ca ycTaHoBeHH B UepebpanHas koprekc ((pponranew,
napHeTaned ¥ OKUHMIATAIEH Asn), B KOpTekca Ha uepeGemyma M Gazannute raxriud. [1npaueram
Iabys3upa BLB BCHYKHM THXAHH ¢ W3KTIOYEHHE HA MAcTHATa TbhKaH, NMPEeMHAABA IUIAlCHTapHATa
GapHepa u MpeMHHaBa Npe3 MeMOpaHKTe Ha OTACNHH EPHTPOLHTH.

MeraboamaeM

[tapaneram He ce MeraGonm3npa B YOBEIIKOTO Tano. Tasy nunca Ha MeTabOJH3EM 00scHABA
YIOB/DKEHOTO MNA3MEHO BPEME Ha MOTYKHBOT NPH AHYPHYHH ITALMEHTH H BHCOKOTO MY CBHIIBDKAHHE B
YpHHATA.

Enumunnpane
IlrasmMeHnAT NOMYXKMBOT HA NHpALETaM € OKONO 5 4Haca, KAKTO CIej WHTPABEHO3HO, Taka H CHen

nepopaiao npuiokenue. O6uma Tenece kaupohe ¢ 80-90 ml/min. I'masHud BT HA eKCKpeLms e
4ype3 ypuHata u ¢ oxono 80 ao 100% or mpuertata nosa. IIHpaueram ¢e OTAENA 4pe3 IJIOMepylHA
dunTpanm.

JinHeHHOCT
DapMaKOKWHETHKATA HA MUPALETAM ¢ JIMHeliHa mpu Jo3H ot 0.8 1o 12 g. BpeMeTo Ha MOmyXHBOT U
KNHPBHCA HE C€ MPOMEHAT B 3aBHCHMOCT OT J03aTa H NPONRDKHTETHOCTTE Ha JICYCHHETO.

XApPAKTEPUCTHKH HA [AIHEHTA
[Ton

B mpoyusane 3a GuoekBMBaNeHTHOCT npH j03a 2,4 g, Cmax u AUC ca npubnusutento 30% mo-
BHCOKH TIpH XexuTe (N=6), B cpasHeHHe ¢ MExeTe (N=6). BRupekn TOBa CTOHHOCTHTE HA KITHpBHCA,
8§ 3ABHCHMOCT OT TEICCHOTO TErIIO €A CPABHHMH.

Paca

He ca npoeexnann dapMakoKHHeTHHHHM [IPOyYBAaHHA 33 BAMAHHETO Ha pacara. Kpwcrocano
CpaBHABAHE [IPH OPOYYBaHE, BXMIOYBAINO peACTABHTENH Ha GAnara H a3HATCKaTa paca 110Kassd, 4
(apMakxoKHHETHKATA HA [IMPALSTAM € CpaBHHMAa PH ABeTe pack. ThH KaTo OTAENAHETO HAa MHpaleTaM
CTaRa TNaRHO npe3 OnOpenHTe, a MeXAy NPEACTABHTENNTE HA OTHENHHTE PAacH HE CHUIECTBYBAT
3HAYMMH pA3IHYMA 10 OTHONIEHME HA KPEATHHWHOBHMA KIMDPBHC, (PADMAKOKHMHETHEHH Da3IHIHA
OBIDKANIM C¢ HA PACATA HE C€ OYAKBAT.

TlampenTH B cTap4ecKa BH3PacT
TIpy malWeHTH B cTapdecka BB3PAcT BPEMETC HAa MOMYXHBOT Ha NMHMPALETAM ¢ yBen
CBLP3aHO ¢ HaManeHaTa 6u6peana GyHKuyA IpH Ta34 rpyNa NAHEHTH {BX. TOYKa 4.



Heuva
He ca nposexany (papMakoOKMHETHIHH MPOYIBaHUA NIpY Aela.

buOpeuHo yBpeKnaHe

KnMpbsHCET HA MAPAUCTAM KOPEAHpa ¢ KPEaTHHHHOBHA KIHPEHC. ETO 3810 ¢e npenopbisa NpoMsHa
HA JI03aTa B 3aBHCHMOCT OT KDEATHHHWHOBHA KIHPHHC OPH NALKEHTH ¢ 6pOpeuno yppexaane (Bix.
Touka 4.2 Jlosapoeka). TIpH aHypH4HH NauMeHTH B KpaeH cTagmii Ha Op0peyHa HEIOCTATBYHOCT,
BPEMETO Ha TIONYXKHBOT HAa NMHpalleTaM ¢ yAbKeHo a0 59 gaca. Flo BpeMe Ha ofmwaiiHata 4-pu
YACORA JUATA3HA NMPoUeaypa (hpakuHoHHo ce oTaeiaT 50 go 60% oT mipaneTam.

Yeproapobuo yepexnane

He e mnpoyueHO RIMSAHMETO Ha depHoOpoOGHOTO yBpexaaHe BbPXy (apMakOKMHCTHKATa Ha
mupauaTaM. Toit kato 80 no 100% ot npHeraTa 103a ce oTHeNd Ype3 ypHHATA B HENPOMCHEH BHI, HE
Ce OYAaKBa 3HAYMTENEH eeKT BHPXY OTACANHETO Ha [MpaueTaM B cayualf Ha depHoapoGHO

yBpexaHe.

5.3 IlpeaxaInHEAYHA AaHAA 3a 6ezomacHoCT

IMpenxiHHMaHETE JAHHH NOKA3BAT, Y€ NMpAlETAM HMa HUCHK TOKCHYEH noreHnuman. llpoyusanus ¢
eUHUYHA Mepopanba A03a or 10g/kg MpH MHEIKH, TUTBXOBE H KyHeTa HE NOKa3BarT HeoOpaTHMa
ToKCH4HOCT. [Ipu M3c/enBaHe 33 XPOHMYHA TOKCHYHOCT, Cjiefi MOBTAPAIH Ce JO3H NPH MUIIKH (10
4,8 g/kg/nen) n wibxose (mo 2,4 g/kg/nex) He ¢ yCTaHOBeHa cnenpdIiHa OPraHHa TOKCHIHOCT. Jleku
CTOMAMIHO-YPEBHH HAPYICHAS (NOBpLIUAHE, MPOMAHA B KOHCHCTCHUHATA HA H3IIPAXKHEHWATA,
TICBMIIIEHa KOHCyMamys Ha Boja) ca HablmopaBaHu NpH [IEPOPANHO NpPHEMaHe Ha IHpareTaM oT
Ky4ueTa B MPOABIKEHHEe Ha | ToxvHa NpH yBeauwaBaHe Ha nosata ot 1 go 10 g/kg/nen. IMonobuo
WHTPaBeHO3HOTO npunarade 70 1 g/kg/nen 3a 4-5 cegmuum Ha IDIEXOBE H Ky4YeTa He JOBEXKTA 10
TOKCHIHOCT.

In vitre M in vivo NpoyuBaHu#Ta HE YCTAHOBABAT NEHOTOKCHIEH HITH KAPLIMHOTEHEH IOTEHIMA.

6. GAPMAIIEBTHYHH JAHHH
6.1 CuBRCBK HA DIOMOIMMARTE BEIeCTRA

Hopo:

Makporon 6000

CHIHMLHEB AHOKCH, KONoHeH Ge3poncH
Marnesues creapar

KpockapMenosa HaTpHii

Dunmoso nokpumue:
XHapoKCHITPOMHIMETHILETY 034
Twuranos nuokcua (E171)
Maxkporox 400

Maxporon 6000,

6.2 HecnheMecTEMOCTH

He ca u3BecTHH.
Edex pepXy IHArHOCTHIHH W3CNICABAHMA (TECTOBE): HE Ca H3BECTHH

6.3 Cpok Ha rogaocT

4 ropuEm




6.4 CHelHAJIIH YCIOBHA HA ChHXPAHCHHE

To3H NexapcTBEH NPOJIYET He H3HCKBA 0CODCHYU YCIIOBHA 34 ChXpaHEHHE.

6.5 JlaHHH 33 ONAKOBKATA

JlekapcTeeHAAT MPOAYKT € omaxoBaH B PVC/amymuauii OnHcTepH, MOCTABEHM B KAPTOHEHH KyTHH,
cpappkamd 30, 60 u 100 dunmmupann TablreTk#.

He BcHYKH BHMIOBE OITAKOBKH MOTAT Aa ObIar MyCHATH HAa 11a3apa.

6.6 CrieniHalHE NpeANazHA MEPKH NPA H3XBLPJISHE

Hsama cienmHaIHE M3HCKBAHMS,

7. TNPHTEXATEJ HA PAIPEIIEHUETO 3A YIIOTPEBA

UCB Pharma SA

Allee de la Recherche 60

B-1070 Brussels

benrus

8. HOMEP(A) HA PAZPEINIEHHETO 3A YIIOTPEBA

Perncrpansodes HoMep: 20000132

9. JATA HA I'bPBO PAZPEHIABAHE/TIOJAHOBABAHE HA PASPEIIEHHETO 3A
¥YIMOTPEBA

Jarta Ha mepeo padpemasane: 05 roun 2000 1.
Jara na nocaenHo mogHoBgBane: 24 okromepH 2011 1.

10. JATA HA AKTYAJIM3HPAHE HA TEKCTA
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