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1. HME HA JEKAPCTBEHIS IIPOAYKT

Nootropil 800 mg ¢rnvupann Tabnetkn

2. KAYECTBEH B KOMMMYECTBEH CBbCTAB

Beska dpunvupana tabnetka Nootropil 800 mg csanprxa 800 mg nupaueram (piracetam).
3a MOMOLIHNTE BEIECTBA B3, TOUKA 6.1.

3. JIEKAPCTBEHA ®OPMA

Nootropil 800 mg dunmupann TaGnetku ca 6eny, MpoabATOBATH, PHIMHPaHH TabNETKH ¢ JeIKTENHa
uepra, MapkupaHu ¢ N/N.

4, KJMHWYHH JAHHHA
4.1 TepanepTHund NOKAIANHA

Bwnapacrau:

. CuMnITOMaTHYHO JieueHHe Ha NCHXO~-OpraHiueH CHHAPOM ChC CIeTHNUTE MPOARK: HApYLIEHHE Ha
naMeTTa, HapyNIeHUs Ha BHHMAHHETO H JTUNCa HA MOTHBALMA.

. JleueHHe Ha rOCNENCTBHA OT MCXEMHYHH lepeOpoBacKyAapHH HHLUASHTH, NO-CHESHANHO
adasus.
JleueHne Ha KOpPTHKANICH MHOKJIOHYC, CAMOCTOATENIHO HITH B KOMOHHALIHA.
JleueHHe Ha BEPTHIO M CBBP3AHWTE C HETO HApPYIIEHHA Ha DABHOBECHETO, C M3KJIIOYEHHE Ha
3aMasHOCT OT Ba3OMOTOPEH HJIH IICHXHYeH HpPOHU3XOl.

Hena:
. Jleuenye Ha AUCIEKCHT B KOMOHHALMA C OAXOAALIN MEPKH, KaTO rOBOPHA TEPaTHA.

4.2 JIo3dpOBKA H HAYMH HA NPHIOKECHHE

ITupaueram ce mpuIara nepopaHo U Moxke Ja ce npuema ¢ uiu 6e3 xpana, Tabnerxure ce normsLIaT
¢ TeuHocT. [IpenopBuBa ce AHEBHATA J03a Aa C¢ Pa3Aeiid Ha [Ba JO YeTHPH NpHeMa.

B 3aBHCHMOCT OT HHAMKALIMUTE Ca ONIpeAEeNneHH CIeAHHTE JHEBHH OO3H:

CuMITOMATHIHO JIeUeHHe HA NCHX0-0PraHnyHH CHHAPOMH
Tpenoprysanara fHEBHa 1032 Bapupa oT 2,4 g no 4,8 g, pasmeneHH Ha ABa MM TPH NpHEMA,

JledyeHHe HA MOCAEACTBHS OT HCXEMHYHH UepeOpOBACKY/IAPHA HHIHJAEHTH, MO-CHENHATHO
ajazus

B mopocTpus cTagmii W IpH XpoHuwHHTe (opMH (Beue YCTAHOBeHH Hal-Manko cied 15 awH)
JHeBHata ;o3a Bapupaor 4,8 gno6 g.

JleueHne HA MHOKJIOHYC ¢ KOPTHKAaJIEH NPOH3XO0N
JlHeBHaTa mo3a TpaOBa Aa 3amo4re ¢ 7,2 g U #a ce yBenuyapa ¢ 4,8 g Ha BeekM TpH WM
oo Makcumyma oOT 24 g, pasnpefeHa Ha  [BA HIM TPH IIpHeMa. JqueHHe
IpOTHBOMHOKITOHHYHH JIEKapCTBEHH cpeAcTsa TpAOBa Aa ce 3anasy B cwlaTa gosa. B Pl
TMOCTHTHATHS KIHHHYHAA PEe3y]TaT, ako € BE3MOXKHO, MO3HPOBKATA HA APYTHTE MOAQ

TpAOBa Aa ce HaMaJtH.



Benuex 3alouHago, NEYEHHETO ¢ nMpaueram TpAOBa Ja  MpPOAB/DKH JOKATO MPOABIXkasa H
TEPBOHAYATIHOTO wepebpanno 3abondsase.

HpPl TMALHACHTH ¢ OCTBEP CIH30H, CIIOHTaHHA SBOJIOLMA MOXKE Aa CE IMONYHH Cjcd BpeMe, 3aTopa Ha
BCEKH O Mecena TpﬁGBa Ja ¢ ONUTBA HaMalliABaHE Ha J034Ta HIH HNPEKBCBAHE HA NCUSHHETO, Toea
Tpabsa Ja cTaBa ype3 HAMaJgBaHe 103aTa Ha IHpaueTaM ¢ 1,2 g Ha BCeKH Ba JHM (Ha BCSKH TPH HIIH
4eTHpH AHM NpH CHHApoM Ha Lance n Adams, 3a Aa ce¢ MpeJOTBPATH BB3MOXKHOCTTa 32 BHE3AITHO
BJIOINABAHE Wil BB300HOBABAHE HA PUCTEITHTE).

Jleuenne HA BepTHIO
IIpenopruBanara fHeBHA J103a Bapupa ot 2,4 g no 4,8 g, pa3zpenena Ha ABa UMM TPU NpueMa.

JedeHHe HA NUCAEKCHSI B KOMOHHAIMS ¢ TOBOPHA TEPAIH
Tipu mena of 8 roiMHHU Y IOHOWIW TpeIOpBRYBaHATA OHEEHA A03a © OKOJIO 3,2 g, pasfeNcHH Ha ABa
npHeMa.

ApanTupaHe Ha 1o3ara [TpH HAlKeHTH B HallpeHaNa Bb3pacT
AnanTupaHe Ha [o3aTa ce NpenopbyBa NPH NMAUMEHTH B HApeAHATA BB3PacT ¢ HapyuieHa Os0peuHa
dyHroma (Bx. no-nony “TIpomMAHa Ha Z03aTa NPH NalHeHTH ¢ OEOpevHo YBpexIate™).

Ilpomsna Ha BozaTa Ipu nauHenTH ¢ 650pevo YEpesiane
JueBHaTa no3a TpabBa Ja ce HHAUBHAYaTH3Hpa B 3aBHCHMOCT OT OB0peuHata GyHkuua. Manonssatite

npunokenara Tabanuna 3a ajanTHpaHe Ha J03aTa. 3a NPHNaraHeTo Ha TasH Tablnba € HeoOxoauMo Aa
CE ONpEeReNTH KPeaTHHHHOBHA KIMpEHC Ha mauuenta (CLer), u3pases B ml/min. CLer (ml/min) moxe
Jia ce OnpexeNn oT cepyMHHEA Kpeatunud (mg/dl) ¢ noMolnra Ha chensata dopMyina:

[140 — pB3pactTa (200unu)] X Ternoto (kg)
CLer= (x 0,85 npwu xeHn)
72 X cepyMeH xpeaTHHHH (mg/dl)

I'pyna eram““"on. Jo3a i MecTOTA HA NpHAAFaHE
KAHpBHE (ml/min)

Hopmansa > 80 Oduuaiina qHeBHa 1033, 2 10 4 OpHeMa

Jleka 50-79 2/3 ot obuualiHaTa AHeBHA f03a, 2 HITH 3 NpHeMa

YmepeHa 30-49 1/3 ot ofnualinaTa qHeBHa Ao3a, 2 npremMa

Texka <30 1/6 ot oGuuaiiHaTa AHEBHA 03a, eHOKPATHO

Kpaen craguii Ha - MPOTHBOMIOKA3HO

616peyHa HEROCTATHUHOCT

[MpomsHa Ha 1o3aTa NPH TALKMEHTH ¢ YePHOAPOOHO YBPEiAaHe
ITpy nanuenTh caMo ¢ 4epHOAPoGHO YBpeXKAaHe He ¢ Hajiara alanTHpaHe Ha Jo3aTa. AJanTHpaHe Ha

RO3aTa Ce TpelopBuBa NPU IMAalMEHTH ¢ yepHoApobHo M Gnbpeuno yepexkaaHe (BiK. Mo-rope
“IIpoMsiHa Ha 403aTa NMpH NalupeHTy ¢ G0peuHo yBpekIane”).

4.3 IlpoTHBONMOKA3AHMSE

CBpBXYyBCTBHTEIHOCT KBM IHPALETaM HIH KbM JAPYTH MHPOMMIOHOBH NPOW3BOAHH, KAKTO H KBM
HAKOE OT [IOMOIIHKTE BELUECTBA.

MupaneTam e NpPOTHBONIOKA3aH NMPH NalMEHTH ¢ LepebpaliHa XeMoparus.

IMupaueraM e NpOTHBONOKA3aH [IPH NALMEHTH B KpaeH cTaguii Ha 6plpeuno yspem,uaﬂe
MupaueraM He TpaOBa Ja ce M3IION3Ra ITPH NALMEHTH ¢ Xopes Ha XBHTHHITOH.
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Topanu edexra Ha IMpaueTaM BbpXY TPOMGOUNTHATA arperauusa (Bx. Touka 5.1 ®apMakoagUMHaAMHUHH
CBOIHCTBa), ¢ HEOOXOAMMO BHHMaHHE MpPH MALHEHTH CBC CBUISCTBEHH HApYIICHHMS B XE€MOCTA3ara,
CIIEZl ToJIeM# XHPYPTHYHH WHTEPBEeHLUH HIIH C TeKKH KpbBOH3TIHBH.

IIupaneram ce enUMHHMpA npe3 OB0peLmTe, MOPagH TOBA ¢ HeOOXOAMMO CHCIHMANHO BHHMAHHE B
ciiydad Ha 660peyHa HeJoCTaTBYHOCT. (BK. Touka 4.2 o3upoBKa).

TIpoABKUTENHOTO JIEMeHUE NpPH MalMeHTH B HalpeZHana Bb3pacT M3HCKBA PEJOBEH KOHTPOJ Ha
KpEaTHHHHOBHSA KJIHPBHC ¢ U aJanThpaHe Ha A03aTa NpH HeoOXOauMOCT,

TpsabBa na ce u3b:Area pa3KOTO NPEKBCBAHE Ha JIEUEHUETO NPH MALHEHTH C MHOKJIOHYC, Thi KaTro ToBa
MO3Ke Z1a JOBeAE 10 BHe3aIHO BAOLIaBaHe WIH BE300HOBIRaHe Ha NPUCTHIINTE.

Hpegynpemge}[m{ CBBP34HH ¢ NOMOIIHUTS BENIECTRA
ToBa nekapcTBO CBALPA Npubiusutenno 2 mmol (unu okono 46 mg) warpuii 3a 24 g nupaneram.

Tosa Tpabra fa B3eMe 110/ BHHMAaHHE fIpH NALMEHTH HA QHETa ¢ KOHTPOMHPAH NMPUEM Ha HATPHIL
4.5 DBsanmoaeiicTERe ¢ APYFH JexapeTseHn NPOAYKTH H IPYIH GOPMH HA B3auMoAeiicTBHE

IlpHu eaHoBpeMEeHHO neueHHe ¢ THpouaeH ekcTpakT (T; + Ty) ¢ cpobIueHo 3a mosBa #a O6GBPKAHOCT,
pasgpasHATETHOCT M CMYLIEHHS B CHHS.

[Ty6nuxyBanute pesynTard OT eJMHHYHO CAANC NpoydBaHe NpH HALHeHTH ¢ TEXKKAa XPOHHMYHA
BEHO3HA TpoMOO3a MoKa3Bar, 4e nupanetam 9,6 g/d He mpomeHs HeobxoauMaTa f03a aLeHOKYMAapo
3a gocrurane Ha INR 2,5 1o 3,5 HO cpaBHeHO CBC CaMOCTOATENHHS edieKT Ha alleHOKyMapol,
npubasaHeTo Ha nHpameTaM 9,6 g/d s3HauMTenHO HamanABa TpoMOOWWTHATa Aarperanus,
ocBoOocnaBaneTo Ha B-tpoMOornoGynun, HuBata Ha ¢ubpuHoreHa M ¢axropute Ha Willenbrand
(VIIL: C; VIIL : vW : Ag; VIII : vW : RCo0), KaKTo 1 HaMalIBaHe BHCKO3HTETA Ha KPBBTA H IJa3Mara,

BE3MOKHOCTTA 32 ISKapCTBEHH B3aWMOIEHCTBHSA B pe3yNTaT Ha NPOMEHH BB (JapMaKOKHHETHKATA €
MaJIKa, Thi kaTo npubaHsuTeAHo 90% OT mo3aTa Ha nHpaileTaMm ce OTASNA C YPHHATA B HEIIPOMEHEH
BHA.

In vitro, piracetam ne uHxuOHpar #30(OPMHTE Ha TIaBHHA  HOBEIIKHM YEPHOAPOOEH KOMINIEKC
nutoxpom P450 ( CYP1A2, 2A6, 2B6, 2C8, 2C9, 2CI19, 2D6, 2El, 3A4/5 wu 4A9/11) npu
xoHneHTpanud 142, 426 u 1422 pg/ml.

IIpu xoHUeHTpauus 1422 pg/ml e Habrofasan Mansk UHXHOHTOPeH edekt Ha CYP 2A6 (21%) 1 Ha
3A4/5 (11%). Brenpexn ToBa croiiHocTuTe 32 MHXHGHpaHe Ha TesH JABe CYP usodopmu Tpabea
3HAYMTENHO /13 Hageumasar 1422 pg/ml, Eto 3amo He ce ouakBaT MeTabONHTHY B3aUMOXCHCTBHA Ha
nypaLeTaM ¢ APYry AeKapersa.

JHeBHa poza or 20 g nupaueram noeeue OT 4 ceOMUUH HE NPOMeHA [THKA W CEPYMHHTE HWBA Ha
aHTHENMWIIENTHYHNTe JTeKapcTBa (kapbamazenuH, ¢enutomH, denobapbuTon W Bajampoar) MpH
Mall{EeHTH C eNUIENCHs, MPAEeMAL TOCTOSHHH NO3H.

EnHoBpeMeHHHUS NpueM Ha alKOXOJ He POMEH CepyMHHTe HHBa Ha THpaneTaM, KakTO H HHBATa Ha
anKoXoJa He ¢ IMPOMEHAT NpH 1,6 g nepopanHa A03a NHpaLeTaM,

4.6 BpemeHHOCT H KbpMeHe
[IpoyuBanus [pH SKUBOTHH HE MNOKA3BAaT MNPAKO MIH HENPAKO BPENHO RLIACHCTBHE BBHPXY
GpeMeHHOCTTa, eMOPHOHATHOTO/()eTANHO PA3BUTHE, POKAAHETO HIH IOCTHATANHOTO passuTHe. Hama

JOCTATHYHO AAHHM 3a ymoTpefaTa Ha mupaueraM Npd OpeMeHHH xeHH. [Impanetam NpeMHHaBa
mianeHTapHaTa Gapuepa. Husata y Horopoznenn ca nputausnrento 70% no 90% OTTE3H Y MaiikaTa.

IHpaLeTam,




4.7 EdexTn BhpXy cnocofHOCTTa 3a mOgmpane 1 padoTa ¢ MAIHHH

HabiropaBaHuTe HeKSIAHH TeKapCTBEHH PEaKkuuy MOTAr Na OKKAT BIIMSHNE BEPXY cnocobHOCTTa
3a modupane H paboTta ¢ MaNMHH, KoeTo TpAOBa Aa ce HMa ApEABH.

4.8 Hexenann JEKaPCTBEHK PEARIHA

KnuHUYHKY 0poyYBaHUS
Hanwunure Aanad 3a Ge30MacHOCT ca OT ABOHHO-CNGNH NNaneSo-KOHTPONHPAHH KIMHWYHH HIIH

thapmakownHiryHKu npoyyBanus (e3erd oT UCB Documentation Data Bank June 1997), rxmoyparmu
riopeye oT 3000 maLMeHTH NpHeMa THpALeTaM, He3aBUCHMO OT M0Ka3aHMATa, HauxHa Ha Jo3upaHe,
JIHEBHATA 032 HIIH NONYJIALMOHHUTE XapaKTePHCTHKE.

Tpu rpynupaHeTo Ha HesKellaHuTe JEKAPCTBEHH peakL#Hy no cheremara Ha C30 cucrema-opral-kiac,
CAGIHHTE TPYIH ¢a OHITH ChC CTATUCTHYECKH 3HAUHMA I10-BHCOKA YECTOTA NIPH JISUEHHE C TAPALeTam:
*  [ICUXWYHH HApyLieHWUs

*  HapylUeHHS Ha LEHTpaJHaTa U nepH{pepHa HepBHa CHCTEMA

e  HapymeHus Ha MeTaboNN3Ma H XPaHEHeTo

e  00IKM HApYIIEHHS.

Che CTATHCTHYECKH 3HaYHMMa IIO-BHCOKA YeCToTa B CpaBHeHHe ¢ Mane0o ca GHIM AOKIanBaHH
ClleHHTE HEKEAHH JICKapCTBEHH peaklMy IIpH JIeueHHe ¢ nypauetaM, HectoTa € mpeacTaBeHa npu
JieyeHHe Ha maureHTH ¢ nupaderam (n=3017) B cpaBHeHHe ¢ mnaledo (n=2850).

C30 encrema-opran-kaae YeeTn Penkn
1%, <10%) (>0,1%, <1%)
HapyiueHns Ha [ieHTpaJHaTa | Xunepkunesus
nepudepHa HEPBHA CHCTEMA (1,72 % cnpsamo 0,42%)
Hapyrenns na Merabonusma IMoBuuteno Tero
H XpaHEeHETO (1,29 % copamo 0,39%)
ITeuxuvHA HApyIIEeHUs HeprHocT COMHONEHTHOCT
(1,13 % copsamo 0,25 %) (0,96% cnpamo 0,25%)
Heripecus
(0,83 % copamo 0,21 %)
O61E HapyUIeHHs Actenus
(0,23 %enpamo 0,00 %)

HOGT-M&QKCTI/IHFOBH Haﬁmogeﬂm
I[anm—rre OT IOCT-MApPKCTHHIOBUTC HaOMIoAeHns TIOKA3BaT CIeNHUTS HexKelaH! JIeKapCTBEHH PEaKIHH

(onncann cernacio MedRRA cucreMa-opran-kiac). JfaHHHTe ca HEOCTATBYHH 3a Ha MOAKPENAT
OLIEHKATa 10 OTHOHICHHE Ha YeCTOTATA B JICKYBaHaTa IOy alys:

- Hapywenns sa yxoto 1 nabupunra
BEPTHIO

- CroMalrHo-4peBHH HapylIeHWs
fonka B KopeMa, §oJIka B TOPHATA YacT Ha KOpeMa, JHaphs, raJieHe, MOBPEIIaHe

- Hapymeﬂnﬂ Ha HMYHHaTa CUCTCMa
aHa(bHHaICI‘OH,ILHa PEaKilug, CBPLXHYBCTBHTCHHOCT

- HapymeHua Ha HepBHATA CHCTEMA




aTaKCHi, HAPYLICHHKA B PABHOBCCHETO, BJIOILABAHE Ha CIIHIICNCHATA, rnasobonune, 6630'bHPIe,
CBHAHBOCT

- [NcuxuvHu HapyleHus
BB306yNa, TPEBOKHOCT, 0OBPKAHOCT, XaMOLMHALIHH.

- Hapymeﬂm Ha KOXXAaTa H [IOAKOXHATA ThKaH
GHCHOHCBPOTHUEH eneM, ACPMATHT, MOPYPHTYC, YPTHKAPHA

4.9 IIpepozupane

CrmMaromu

JloknazBaH € €JHH Ciy4aii HA KbpBaBa JHapya ¢ KopeMHH OOJTKH MpH [epopanHo IpHeMane Ha 75 g
HI/Ian;eTaM 3a ACH, KOCTO Haﬁ-Bepo}ITHO CC OBIKHA Ha H3KNKYHTENIHO BHCOKATa HO3a copﬁm‘on,
C"bm:pmama CE€ B H3MI0JI3BaHaTa nexachBeHa (bopma.

He ca omucanH ApyrH cay4aH Ha Npejo3upaHe, BOJeIH M0 MONGJAHHTEHYN HeKENaHH JIEKapCTBEHH
peaKiuH,

MepKH npH pPeao3upaHe

Crnen OCTpO, 3HAUUTENHO NpPEfO3upaHe ¢ HeoOXOAWMO H3MpasBaHe HA CTOMAaXa Ype3 CTOMAallHa
NpOMHMBKA WNH IIpeAH3BUKBaHe Ha mnoBpbliaHe. HaMa cneluuyeH aHTHAOT Ha WHpaLSTaM.
JleueHueTo NpH Npeno3Hpale € CUMITOMATHYHO M MOKe Aa BKIIOYBA Xemoananusa. EdekxrusnocTTa
Ha OTHeNisiHe Ha MEpaleraMa IpH Auanunsa e oT 50 o 60%.

5. ®APMAKOJOIrMYHH CBOMCTBA
5.1 ®apmaxkoaHHAMHYHHE CBoOlicTBA

dapmakoTepariebriuHa rpyna: Hoorponuu cpefersa, ATC koa: NO6BX03. AKTHBHOTO BEIUECTBO
nupaneraM ¢ mnuponumoH (2-oxo-pyrrolidine-acetamide), UMKAHYHO [POH3BOAHC Ha rama-
aMuHOMaceHara xucenuna (GABA).

HamuuHuTe JAHHH Npenmofiarar, 4¢ OCHOBHHS MEXaHW3bM Ha ReHCTBHE HA MHpaleTaM He € HUTO
KJISThYCH, HATO opraHocrnieluguyeH. [Tnpanueram ce cBpP3Ba (DH3HHMECKH B 3aBHCHMOCT OT Ji03ara ¢
nondpHata rfAasa Ha dochonunuaHara MemOpaHa, KaTO NpeAU3BHKBA BHE3CTAHOBABAHe  Ha
naMenapHaTa CTPYKTypa Ha MemOpaHaTta, XapakTepusHpamlo ce ¢ o0pasysaHe Ha NOJBIDKEH
nexapcteo-pochonununen kommiexc. Tosa BepostHo ofsacHABa NoAoOpABaHeTO Ha MeMOpaHHATa
YCTOMUHBOCT, BB3MOXKHOCTTAa Ha MeMOpaHHHTE H TpaHcMeMOpaHHM MPOTEHHH [a MOAAbLpKAT H
BH3CTAHOBABAT TPH-M3MEPHATA CTPYKTYpPa MK Ja POABABAT TEXHHA ePEKT.

Tnpaueram MMa HEBPOHANEH M BACKY/IapeH e(exT.

Hespouanex edekr

Ha H{BO HEBPOHU MPALETAM NPOABARA CBOSTA MeMOpPAHHA AKTHBHOCT MO PA3NUYHA NHTHIA.

TIpy >KHBOTHHTE, NHpaneTaM MNoJoGpssa MHOTO BHJOBE HEBPOTPAHCMMCHA, NpPEIHMHO 4pes
NOCTCHHANTHYHO MOIENHpaHe Ha PEeLENTOpHATa INBTHOCT M aKTUBHOCT. IIpu XKHMBOTHM H XOpa
(yHKLHHTE, BKIIOYEHH B ITO3HABATEHUTE NPOLECH KaTo 00yueHue, naMeT, BHHMAaHHe H Ch3HaHHe ca
mono6peny, KAKTO NpY HOPMANHWTE WHAMBHAH, Taka ¥ NPH CHLCTOSHHA Ha HeJocTaTedHOCT, Oes
NPOSiBA HA CEAATMBHU M ICHXOCTHMYNHMpamly edekrd. Tlwpaueram 3amasea H Bb3CTaHOBABA

OT XMAOKCHATA NPOMEHH B MO3BYHATA (DYHKLMA K OeHHOCT, OLCHEHH [TOCPECTBOM ©
(EEI') 1 ncHXOMETPHYHH H3C/SIBAHNU.




Backynapen edekr

IMupaneraM MpOABABA CBOA XEMOPEONOFHYEH e(eKT BhpPXY TPOMOOIHTHTE, €PHTPOLUTHTE ¥ CTEHATA
Ha CBJOBE 4Ype3 YBENUUABAHE HA MNACTUMHOCTTA HA epPWIPOLMTMTE W upe3 HaMansBaHe Ha
TpoMOOIMTHATA arperallis, SPHTPOLMTHATA ajXe3Hs KbM CTEHHTe HA CHAOBETE M KAIMWIAPHHA
BA30CIA3BM.

- EdekrH BEpXy epUTPOLHTHTE!

Ilpp naupeHTH CBC CBHPIOBHIHO-KIIETEYHA aHeMMs, NHpaneraM nonobpsaBa IUIACTHYHOCTTA Ha
epPHTPOLIATHATA MeMOpaHa, HaMmaliiBa BHCKO3HTETa Ha KPEBBTAa M npeanassa or obpasyeaHe Ha
dhopmanun.

- Edextn sppxy TpoMOonuTiTe:

B orBopeHo npoyuBaHe HNpH 34paBH HJOOPOBOMLM H NaUMeHTH ¢ (eHomeHa Ha Raynaud,
YRENHYABaHETO Ha [03aTA Ha nupareraM Jo 12 g e OMI0 CBBP3aHO C J030-3aBHCHMO HaMAJICHHE Ha
dyrKIHTE Ha TPOMOOUHTHTE B CPABHEHKE CBC CTOHHOCTHTE NMPEAH JICYEHHETO (TECT 3a arperauuiTa
uaaynupana ot ADP, konaren, enusedpun 1 oceoboxaasane Ha BTG), Ge3 3HauMTETHA IPOMAHA B
6pos Ha TpoMbouuTHTe, B Tesu npoydBaHAs MApaneTaM yAbIkaBa BpEMETO Ha KbPBEHE,

- Edekrn BEpXy KPEBOHCCHHUTE CBHIOBE!

B npoyuBaHus [pH JKHMBOTHH, TIMpaleTamM MAXAOHpa BasocnasesMa U IpoTrBozelicTBa Ha edekTa Ha
MHOKECTBO CIA3MOTeHHH BellecTsa. ToH HAMA BAasOAMNATATHBHO AEHCTBHE M He IIPEJU3BHKBA
theHOMeHa Ha “OTKpajBaHe”, HATO HaMajsdBa HHTO yBeJIHYaBa KPbBOTOKA, HHTO MMA XMIIOTEH3HBEH
edexr. IIpu 3apaBy RoOpoBoLY, MHpaleTaM HaMajliBa aAXe3HATa Ha EpPHTPOLMTHTE KBM CHAOTENA,
KaKTO W IPUTeXKaBa MpAK CTHMYJIHpall edexT BBPXY CHHTE3aTa Ha NPOCTALMK/IHHHTE B 3ADABHA
EHIOTE.

- EdexTtn pppXy (akToOpHTE HAa KPEBOCECHPBRHETO!

IIpu 3ppasy JOOPOBONL, CPaBHEHH CBC CTOHHOCTHTE NpERY JiedeHHeTo, nupaletam ao 9,6 g
HaMmalIaBa riasMenire Husa Ha GudpuHorena U dakropure Ha Willebrand (VIII : C; VIII R : AG; VIII
R:vW )¢ 30 go 40% u yRennuaBa BpeMETO Ha KbPBeHE. [IpH NALHMEHTH ¢ MBPBAYCH MIH BTOPHYIEH
dberomen Ha Reynaud, cpaBHeHHM ¢bC CTOMHOCTHTE Mpedu JedeHHeTo, nupaneram 8 g/d B
HpOXBIKeHye Ha 6 Mecella HaMalisiBa [a3sMeHHTe Huea Ha (ubpunorena u dgaxropure Ha Willebrand
(VIIT ;: C; VHI R : AG; VIII R : vW (RCF)) ¢ 30 mo 40%, Hamanspa IiasMeHHs BHCKO3HTET H
yBeTHYaRa BPEeMETO Ha KLPBEHE.

Jipyro mpoy4BaHe INpH 37paBH XOOpOBONLE HE TOKA3BA4 CTATHCTHYSCKH 3HAYHMMA Das/HKa MEMAY
nupaneraM (mo 12 g ABa WHTH [HEBHO) M NAaLeGO MO OTHOIICHHE HAa ©(EKTHTE My BBPXY
XEMOCTa3HHTE I1apaMeTPH M BPEMeTO Ha KbPBEHS.

52 @®dapMakOKMHETHYHH CBOHCTBA

DapMakOKHHETHYHUAT Ipodun Ha nupaleTaM € JKHECH, HE3aBHCEI OT BPeMeTO H C HHCKA BBTpe-
HHKBHAyaIHA BapHabWIHOCT 32 IUMPOK A030B AuanasoH. ToBa € B CBOTBETCTBHE ¢ BHCOKHA
epMeabuINTET, BUCOKA PASTBOPHMOCT H MHHHMANHKA MaTaGoinnsbM Ha mupanera. Ilrasmeroro
BpeMe Ha MONMY)KHBOT Ha NhpaleraMm e 5 uaca. To e mopoGHO NpPH BB3PacTHH A0OGpoBONLM H
ranpeHTH. To € YABDKEHO NpH XOpa B HampeAHama Bh3pact (IVIaBHO nopaiu Hapyuen GulpeueH
KJIMPEHC) M TakuBa ¢ 6BOpevHo yspencaane, [loCTOAHHM MIA3MEHH KOHUSHTPAUMH ¢e AOCTHIaT B
paMKHTe Ha 3 JIHM OT IPHEMAaHEeTo.

AGcopbuus ;
TTupaueram ce abcopSupa GBP30 H B TONSIMA CTEIIEH ClIell IePOPATHO NpriokeHke. 1Ipy 3ApaBy JIua

MHKOBH [1a3MEeHH KOHIIGHTPAIMK e ZOCTHrar 1 dac crex npuema. AGcomoTHaTa OHOHARIHD
mipaLieTaM NpH nepopanHara gopma e Gmrska ao 100%. Xpanara He okassa e(exT B
Ha abcopbuus Ha mupaneram, Ho Hamansea Cmax ¢ 17% u yeenuwyaea tmax OT /
[TuxoBHTe KOHUEHTpAlMH ca chotBeTHO 84 ug/ml u 115 pg/ml cnen mpriarasg
nepopaHa Jo2a 0T 3,2 g H MHOTOKPATHO, TPH NIBTH AHEBHO IPAIIOKEHHE, Ha 033 OT 4




Pasnpenenenue
ITupaueram He ce CBBP3Ba C ITA3MEHHTE MPOTSHHEH H ofema My Ha pasnpeAencHue ¢ NpHONIH3HTeAHO

0,6 Vkg. IMupaueram npeMHHaBa KPHBHO-MO3BHHATa Oapuepa H € H3MepeH B uHepebpocmuHANHATA
TEYHOCT CJIel| HHTPABEHO3HO MpwioxeHHne. B uepebpocniHanAara TeUHOCT tmax ¢ JOCTHTa OKOJIO 5
yaca cied IIpHeMa, & BPEMeTO Ha NONYXKHBOT ¢ Okono 8,5 waca. IIpH KHMBOTHH Hal-BHCOKHTE
KOHUEGHTpALMH Ha THpalleTaM B MO3BKa Ca YCTAHOBeHH B  uepebpanHusa koprekc (Pppodranen,
napHeTasied H OKUMIMTANeH MsN), B KOpTekca Ha nepebenmyma u OazanauTe raHmiuH. IImpaneram
Ivdy3Hpa BB BCHYKH TBKAHH C HM3KIIOMEHHE HA MACTHATA TRKAH, IPEMHHABa MJIALCHTapHATA
Gaprepa 1 NpeMHHaBa 1Ipe3 MeMOpaHKiTe Ha OTASIHHA EPHTPOLKTH.

MeTabonussm

IMupauetam He ce Merabonmsupa 3 wopewkotTo Taa0, Tasy munca Ha metabonmseM ofaAcHABa
YABJDKEHOTO TUIa3MEHO BpeMe Ha ITONYKHBOT IIPH aHyPHYHH NANKeHTH K BHCOKOTO MY ChABPIKAHHEE B
ypHHaTa,

EnuMEHHpane
TInasMeHHAT TIOMY)XKYBOT Ha MHpALETAM € OKOJO 5 uaca, KaxkTo Ciefl HHTPaBCHO3HO, Taka M chnel

HepopaiHo npHackeHue. O6mus TeneceH WiMpsHCS ¢ 80-90 ml/min. TnasHus BT Ha eKCKpeLHs €
ypes ypunara u ¢ okono 80 mo 100% ot npHeTara moza. IlMpanieTaM ce OTAERA 4Pe3 TFIOMEPY/IHA
hunTpaups.

Junelinoct
apMaKOKHHETHKATA Ha THpanietaM ¢ JinHeliHa npu gosu ot 0.8 no 12 g BpemeTo Ha NOMY:KHBOT H
KHUPBHCA He C& NPOMEHAT B 3aBUCHMOCT OT A03aTa H NPOAB/LKHTETHOCTTA HA JIEUEHHETO,

XapakTepUCcTHKY Ha TANHEHTA

Ilon

B npoyusaHe 3a GHOeKBMBAXGHTHOCT NpH mo3a 2,4 g, Cmax u AUC ca npubnusurenno 30% no-
BHCOKY 1ipH KeHuTe (N=6), B cpasHeHHe ¢ MeikeTe (N=6), BeRpexH ToBa CTOHHOCTUTE Ha KITHPBHCA,
B 3aBHCHMOCT OT TENIECHOTO TeFJIO ¢4 CPaBHHMH,

Paca

He ca npopexnan (apMaxOKHHETHYHH IPOy4YBAaHHS 33 BIHSHUETO HA pacaTa. KpBCTOCAHO
CpaBHsBaHE MPH NMPOYyYBaHe, BKIIOYBAIIO NPESACTABHTENH Ha OAnarTa W a3uaTCKaTa paca NOKasba, He
(hapMakOKHHETHKATa Ha [HpaNeTaM e CpaBHHMA NpH JBeTe pack. ThH KaTo OTASHSHETO Ha mUpaLeTaM
cTaBa IiaBHO mpe3 OwuOpenute, a MexOy NPEACTABUTEAMTE Ha OTHCIHHTE DACH HE CHIICCTBYBAT
3HAYMMY Pa3TUYHS N0 OTHOINGHHE HA KPEaTHHHHOBHA KIMPBHC, (PAPMaKOKHHETHYHH PasiHuHA
IBFDKALTH CE HA pacara He Ce 0YaKBaT.

IMaumenTy B HanpeLHasia BB3pacT
Ilpu NAUMEHTH B HAPEAHANA BB3PACT BPEMETO Ha MOMY)KMBOT Ha MUpaleraM e YBeIHICHO H TOBa €
CBEP3aHO ¢ HaManeHaTa 656peyra GyHKUHs Py TasH IPya MaudeHTH (Bx, Touka 4.2 [osnupoka).

Jena
He ca nposexaanu hapMaKOKHHETHYHH NPOYYBaHHs Py Jella.

BrbpeurHo yepexkiaane
KupEHCET Ha MUpaLieTaM KOpesiupa ¢ KpeaTHHHHOBHA KIHpPbHC. ETO 3au10 ce npenopbisa NpoMAHa
Ha F03aTa B 3ABHCHMOCT OT KPeaTHHHHOBHMA KIMPHHC NPH mammenTd ¢ 610peuno yspexaaue (B
touka 4.2 Josuposka). [Ips aHypHUHH NAIMGHTH B kpaeH ctajuil ha GeOpeuHa HeJlOCTATE
BpEMETO Ha MOJIY)KMEOT Ha IUpaleraM e yAnbreHo no 59 waca. Ilo Bpeme Ha obuyatin

YacoBa AHANM3HA NMPOleAypa PppakuKHOHHO ce oTAeNAT 50 no 60% or mupaueTam.

YeprohpoBHO YEPSIKTAHE




He e npoyweno BIHAHHETO HA HYepHOAPOOHOTO YBpeaAaHe BBPXY (HapMakOKMHETHKAaTa Ha
nupanutam. T'sii kaTo 80 no 100% oT npueTaTa 1032 ce OTAEAA Ype3 YPHHATA B HEIIPOMEHEH BHE, He
ce OYaKBa 3HauMTeNeH eexT BBPXY OTHE/SHETO HA NUpaneTamM B Cirydall Ha ueprROApoOHO
YBpe:KaaHe,

5.3 IlpearnHHHYHH JAHHEK 332 0€30ACHOCT

IpearnHHAYHHTE JAHHW TIOKA3BAT, Y€ NMEPALIETAM HMa HHCBK TOKCHueH noTerwai. Ilpoyusanus ¢
equHMyHa nepopanHa go3a or 10g/kg mpn MEMIKH, TIBXOBE W Ky4eTa He NokaspaT HeoOpaTuma
TokeuuHocT. [Ipy M3cefBaHe 3a XPOHHMHA TOKCHYHOCT, C/S] IIOBTAPAUIM C€ AO3H HPH MHLIKH (40
4,8 g/kg/nen) m nrsxose (o 2,4 g/kg/nen) He ¢ yeraHOBeHa cieLu(UYHA OpTaHHA TOKCHHYHOCT, Jleku
CTOMAIIHO-YPEBHH HApylIeHHs (IOBPBINAHe, INIPOMAHA B KOHCHCTEHIMATA HA H3NPLOKHEHHATA,
IMOBHIIEHAa KOHCYMAIlMA Ha BOZa) ca HAOMIOZaBaHW NpPH MEpopaiNHo [PHeMaHe Ha NHPaieTaM oT
KydeTa B NPOABJkeHHe Ha | rOAHHAa npH yselHuaBaHe Ha Aoszata oT 1 mo 10 g/kg/men. IlomoGHo
HHTPaBeHO3HOTO mpumarane Ao 1 g/kg/nen 3a 4-5 ceaMMUM Ha INTBXOBE M Ky4eTa He AOBEXAA JO
TOKCHYHOCT.

In vitro ¥ in vive Npoy9BaHKATE HS YCTAHOBABAT FeHOTOKCHYEH HIIM KapUHHOICHEH NOTeHIMAIL.

6. @OAPMAIEBTHYHNI JAHHH
6.1 CnpchbK Ha MOMOLIHHTE BELNECTBA
Hopo.

Macrogol 6000

Colloidal anhydrous silica.

Magnesium stearate

Sodium croscarmellose

Dunmoso noxpumue.
Hydroxypropylmethyleellulose
Titanium dioxyde (E171)

Macrogol 400

Macrogol 6000,

6.2 HecbBMecTUMOCTH

He ca n3BecTHH.
EdexTy BrpXy AHaTHOCTHYHHA H3CAC/BaHHA (TECTOBE): He Ca M3BECTHH.

6.3 Cpox na rogaocr

4 roguHn

6.4 ChennaJiHH YcJI0BHS HA ChXpaHeHHE

To3H IeKapCTReH MPOIMYKT He U3HCKBA 0COOESHH YCIIOBHA 32 CEXPaHeHH®.

6.5 JauHH 33 ONAKOBRATA

KapTOHEHH KyTuH, chabpyaii 30, 60 u 100 dunmupanu TabneTku.
He BCHUKH BHAOBE ONAKOBKH MOTAT Aa GBAAT IycHaTH B Ipojiaba.

6.6 Cnennajgnn NpegnasKi MEPKH NIPH H3XBHPIAHE




Hama cnenyanyy M3KCKBaHHA.

7. TPHUTEXATEJ HA PASPEINEHHUETO 3A YIIOTPEBA

UCB Pharma SA

Allee de la Recherche 60

B-1070 Brussels

Belgium

8. HOMEP({A) HA PA3PENIEHHETO 3A YIIOTPEBA

20000132

9. JATA HA IGPBO PABPEIIABAHE/IIOAHOBSIBAHE HA PASPEUIEHWETO 3A
YIIOTPEBA

Hara Ha npBa perucTpauna: 19 Anpan 1971

Hara sa niochenno nopHoeasaue: 23 @espyapu 2006

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA

Maii 2007




