KPATKA XAPAKTEPACTHKA HA ITPOJIYKTA

1. HME HA JJEKAPCTBEHUS IMPOAYKT — T — —
C1BE USNLAHUTESHA ATEHLUA NO JIEKAPCTBATA |

IIHPAITIETAM Xumaxce ®apma 400 mg TBEpAH Kancy.i VPaTIKa XapaAKMBPUCIUKE Ha npogyKma - [puAoXerue 1
PIRACETAM Chemax Pharma 400 mg capsules, hard Kot Pez. Ne

MAPAIETAM Xumaxc ®apma 800 mg TBbpAH Kancy.Ij 1. L3320-1 ; 9 -03- 2015
PIRACETAM Chemax Pharma 800 mg capsules, hard  Paspewenue Ne ... ol el e ercsissssnssssansesasens

}
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2, KAYECTBEH U KOJTMYECTBEH CBHCTAB

Beska TBbpaa kancyna [Iupaueram Xumake @apma 400 mg cuaspka 400 mg nupanertam (piracetam).
Beska Teepaa kancyna INupaueram Xumake ®apma 800 mg chabpaka 800 mg nupauctam (piracetam).

3a ObAHMA CTIMUCHK HA IOMOLIHHUTE BEllecTBA, BHXKTE TOUKka 6.1.

3. JEKAPCTBEHA ®OPMA
TeBpaa Kancyna

[Mupaneram Xumakc ®apma 400 mg TBHpAH KaNCyaH NpeACTaBIABAT TEHPAU, LHITHHAPHYHH,
KEJATHHOBH KANCYJTH € XKBJITO TAJIO U XBJITO Kanaye.

IInpaneram Xumakc ®apma 800 mg TRLpAK KANCYIH NPEACTABNABAT TEHPAY, LMTHHAPHYHH,
XeJIATHHOBH KancynM ¢ 6410 TANO M OpamKeBO Kanaye.

4. K/MHHYHH JAHHHA
4.1 TepaneBTHYHR NOKA3ANHA

Buspactam: |

- CHMIOTOMAaTHYHO JICHUCHHUE HAa NCHXO-OPraHU4YeH CHHAPOM CbC CIICIHUTE [IPOABH: HapylIEHHE Ha
namerTa, HapylUeHHA Ha BHUMaHHETO M TUINCA Ha MOTHBALHA.

- JieqeHHe Ha KOPTHKAIIEH MHOKJIOHYC, CAMOCTOATETHO HIH B KOMOHHALMA.

- JICYEHHE HA BEPTHIO M CBBP3AHHUTE ¢ HETO HapyUICHWUA HA PABHOBECHETO, ¢ W3K/IIOYEHHE Ha
3aMasHOCT OT BA30MOTOPEH HJIH MICHXHYEH NPOH3XOI.

- 3a NPOYUIAKTHKA K PEMHCHA HA CHPIOBHIHO-KIIETHYHA BA30-OKITy3HMBHA KpH3a.

Jdena: |
- JICUCHHE HA AMCIICKCHS B KOMOUHAITHA ¢ MOXOIAIIH MEPKH, KaTO TOBOPHA TepanHs.
- 3a MPOQHUIAKTHKA 1 PEMHCHA Ha ChPIIOBHAHO-KIETEYHA Ba30-0KJIY3HBHA KPH3a.

4.2 Jlo3MpOBKa H HAYHH HA HPHAOKEHHE
B 3aBMCHMOCT OT OKa3aHHATA ¢a ONpEEIEHN CIIEAHHTE JHEBHH J103H:

CHMNTOMATHYHO JICUCHHE HA NCHXO~OPTAaHHYIHH CHHAPOMHA

npuema.




Jleuenue Ha NOCACACTBHS 0T HCXEMHYHH NepedpoBacKyJapHH HHRHACHTH, NO-CHCHHAJHO
adasnn

B nmogocTpus craguii M npu XpOHHYHKUTE GOpMH (Bede YCTaHOBEHM Hait-mMaiiko ciieq 15 gHn)
AHEeBHATa Ao3a Bapupa oT 4,8 g 10 6 ¢.

JlewerHe Ha MHOK/IOHYC ¢ KOPTHKAJEH IPON3X0/

JHeBHaTa nosa TpabBa fa 3ano4He ¢ 7,2 g M Aa ce yBenu4asa ¢ 4,8 g Ha BCEKH TPH H/IH YeTHPH JHH
A0 MaKCHMyMa OT 24 g, pasnpeNeneHa Ha 1Ba MJIA TPH NnpuemMa. JleueHHETOo ¢ Apyrure
NPOTHBOMHOKNOHHMYHM JIEKapCTBEHH NIPOAYKTH TpAOBa Aa ce 3anma3u B chlllaTa 1o3a. B 3aBucumoct or
NOCTHIHATHA KIHHHYEH PE3YJITAT NIPH CHIUECTBYBAINA BE3MOKHOCT 03aTa Ha TE3H NMPOAYKTH TpsAOBa
na 6bae HamManeHa.

Benwek 3anovnanc, TeUEHUETO ¢ NUpaueTaM TpAOBa Aa MpOoabIDKH JOKATO IPOAb/DKABA U
TbPBOHA4ANHOTO LepebpanHo 3abonsasaHe.

[1pn narpeHTH ¢ OCTBP €NMM30/, CIOHTAHHA CBOJTIOLUA MOXKE J1a CE€ NOJIY4H CJIER BpEME, 3aTOBa Ha
BcekH 6 Mecelia TpaOBa Ja ce ONUTBA HAMANABAHE HA J0O3aTa HIIH IIPEKLCBAHE HA JICUSHHETO, ToBa
TpsaOBa Aa cTaBa upe3 HaMa/lsBaHe J03aTa Ha MUpaleram ¢ 1,2 g Ha BCEKH JBa IHM (Ha BCEKH TPH WA
YeTHPH AHH Npy cHHApoM Ha Lance n Adams, 3a fa ce mpeaoTBpaTH BE3MOXHOCTTA 33 BHE3AIHO
BJIOINABAHE WK BE30OHOBABAHE HA MPHCTHITUTE).

Jleuenne HA BEPTHIO
Ilpenoprusanata gHeBHa A03a BapHpa oT 2,4 g 1o 4,8 g, pa3AencHa Ha ABa HWIH TPH [IPHEMA.

3a npodHAaAKTHKA H PEMHCHSA HA CHPHOBHAHO-KICTHYNA BA30-0K/IY3HBHA KpH3a

- IlpenopwpyBaHara qHeBHa 1032 3a podunakTeka € 160 mg/kg, nepopanHo, pasacieHa Ha YeTHPH
npHeMa.

[IpenopruBanaTa AHeBHa 032 3a pemucui € 300 mg/kg, MHTPABEHO3HO, pa3e/ieHa Ha YeTHPH
pHeMa (M3noa3ear ce GopMUTE 33 HEDKEKIMOHHO H MH(Y3IHOHHO [PHIOKEHHE).

Jlo3a no-#ucka ot 160 mg/kg WK HePEAOBEH NPHEM € Bb3MOXKHO Aa AOBEAE A0 NMOJAHOBABAHE Ha
KpH3aTa.

ITnpaueraM Moske a ce NpUiara npH Jela Haja 3 roaMHH CTpajallld 0T ChPIOBHAHO-KIETLYHA
aHEMHA B PEXKHMa Ha NpenopbyBaHHTe AHEBHU 403U (mg/kg). [Tnpalieram € npuiaral B orpaHH4YeH
Opoii gewa ot 1 Ao 3 roamMHu. '

Jledenne na JHCIEKCHA B KOMOHHANHA C TOBOPHA TEPANHS
Ilpw Aetia OT 8 roAHHH | IOHOIIW NPENOPHUBAHATA JHEBHA 034 € OKOJIO 3,2 g, pa3[eiicHa Ha JRa
npueMa.

IIanHeHTH B cTApYeCcKa Bh3pacT

AnanTHpade Ha Ao3aTa ce NpenopbyBa NPH NaUHEHTH B CTapyYecka Bb3pacT ¢ HapyllleHa Gubpeuna
¢dyHKims (BX. Mo-gomy ,[laiuenTtu ¢ 6p0peunHo yepexaane™).

IIpoaB/KHTETHOTO IeYeHHE NPY NALHEHTH B CTAPUECKA BH3PacT H3HCKBA PeOBEH KOHTPOJ Ha
KPeTHHHHOBHS KJIMPEBHC C Lien afalTHpaHe Ha Ao3aTa NPy Bb3HHKBaHe HA HEOOXOQHUMOCT.

IlaunenTH ¢ 0nL0peuno yBpe:KAaHe

JlHeBHATa no3a TpAOBa Ja ce HHAMBHAYAIHW3HPA B 3aBHCUMOCT OT Ob0peuHaTa dyHxuusa. Manonssaiire
NpHIOKeHaTa TablIMLa 32 agarTHpaHe Ha J03aTa. 3a NpwiaralHeTo Ha Tasd Tabnuua € HeobxoauMo na
C€ ONpeNe/IH KpeaTUHHHOBHA KJIMpBHC Ha nauueHTa (CLler), uzpazen B ml/min. CLcr (ml/min) Moxe
Ja ce Onpeaesu oT cepyMHus kKpeatuduH (mg/dl) ¢ nomonira Ha cieaHaTa PopMya:

_[140 — Be3pacTTa (200unu)] x Ternoto (kg)
72 x cepymeH KpeaTUHHH {mg/dl)

CLer = - (x 0.85 “pr-.- GHY) s pe A2




I'pyna KpeaTHnHHOB Jdo3a 7 4ecToTa Ha NpHJIArane
KJIHpBHC (ml/min)

Hopmainna > 80 {IpenopbuBaHa AHEBHA 10348, 2 10 4 npuema

Tleka 50-79 2/3 ot npenopbyBaHara AHEBHa 1034, 2 HilH 3
npuemMa

YMepeHa 30-49 1/3 oT npenoprYBAHATA JHEBHA 1038, 2 NpHEMa

Tesxia <30 1/6 ot mpenopbyBaHaTa AHEBHA 1034, €AHOKPATEH
npUeM

Kpaen cragnii Ha

bubpeuna NPOTHUBOIIOKA3aHO

HEJIOCTAThYHOCT

ITanneHTH ¢ YepHOAPOOGHO yBpexaaHe

[Ipu naupeHTH caMo ¢ YepHOAPOOHO yBpeXIaHe He ce Hanara ajanTHpaHe Ha Ao3aTa. AJanTHpaHe Ha
A03aTa ce NpenopBYBa MPHU MaLKeHTH ¢ YepHOApoOHO U 0B0peyHO yBpexXaaHe (BK. no-rope
1 1atiHeHTH ¢ OBOpeuHo yBpeknane™).

Haunn na npujioxenne
Ilnpaueram ce npuiara nepopaiHO U MOXKe J1a ce TIpreMa ¢ HiaH 6e3 XpaHa. Kancynure ce nornsiuar ¢
TeYHOCT. [IpenopreuBa ce AHeBHATa 032 Aa Ce pas3desu Ha ABa J0 YSTHPH NpHEMa.

43 IIpoTHBONOKAZAHHA

CBpPEXUYBCTBUTENHOCT KbM MHpAETAM HIIH KbM APYTH MHPOITHAOHOBH NIPOM3BOAHH, KAKTO H KBM
HAKOE OT NIOMOLIHKTE BELLECTBA.

[TupaueraM e npoTHBONOKA3aH NMpH NaUMEHTH ¢ Lepebpanaa xemoparus.

[Iupalieram € NpoTHBONOKA3aH NMPH NALUMEHTH B KpacH CTaauit Ha 6n6pedHo yBpexKaaHe,
[Tapaueram He TpaGBa na ce U3NOI3BA MPH NAUHEHTH ¢ XOpes Ha X bHTHHITOH.

4.4 CneunanHu npeaynpe:xaeHas H RPpeAnA3HH MEPKR IpH ynoTpeda

Edexty BEpXy TpoMOOLMTHATA arperaipis

IHopanu egpexra Ha nupaneraMm BLpXy TpoMOOUMTHATA arperauusa (Bx.Touka 5.1 DapMakoaHHAMHYHH
CBOWCTBA), € HEODXOIUMO BHHMAHHE MIPU NMALHEHTH C HAPYIICHHA B XeMOCTa3aTa, CIICA roJIeMH
XHPYPrHYHM HHTCPRCHLHH, BKJTIOUHNTEIIHO JEHTATHA XHPYPIHsi, WIH C TEXKH KPbBOU3IMEBH, ITPH
MalHeHTH ¢ aHaMHe3a 3a XeMopar4eH HHCYIT, KaKTO B NALEeHTH, MPUEMallH JIEKapCTBa, KaTo
AHTHKOAT'yJIAHTH WIH TPOMOOLIWITHA AHTHATPEraHTH, BKIIOYHTETHO HACKA 1032 aleTHICATHUKNOBA
KUCEJTHHA.

brbpeuna HenocTaTHYHOCT
[Inpaueram ce enumuHUpa npes 6LOpelTe, Nopaay TOBa € HEOOXOAHUMO CIIELHAATHO BHHMAHHE B
cinyyan Ha OBOpeuHa HenocTaTEUHOCT {BX. Touka 4.2. Jlosuposka).

[lallHeHTH B cTapuecKka Bb3pacT

[IpoasmxuTeNnHOTO NeueHHe NpH MALIUEHTH B CTApPYeCcKa Bh3PacT H3HCKBA PEIOBEH KOHTPOI Ha
KPCATHHUHOBHA KIMPEHC C el agaliTHpaHe Ha Ao3aTa IMpH HeoOXoauMOocCT (BxK. Touka 4.2.

JlozupoBka).

T
[IpexscBane y TS
Tpabea na ce H36ArBa PA3KOTO MpEeKBLCBaHE Ha JICYSHHETO NPH MALIHEHTH ¢ MHOKJIOHYC, }piw Lk ‘
MOJXKe Ja IOBEZie A0 BHE3AMHO B/IOIIABAHE WIH BE30OHOBABAHE HA MPHCTEHITHTE. g ‘

CEPNOBUAHW KIETKH .
IpH CHPNOBHAHO-KJIETHYHOTO MOKA3aHKe, 103a No-HUcka or 160 mg/kg nin HepenoBey i
o

BB3MOXKHO N1a JOBCAC A0 NMCAHOBIBAHEC HA KpH3aTa. \



4.5 BsanmopeiicTBHE ¢ APYI'H JIEKAPCTBEHH NPOAYKTH W IpyrH GopMu Ha B3anMoaeiicTBHe

XOpMOHH Ha IIMTOBHAHATA XKJ1€32
IIp1 eAHOBpEMEHHOTO MPHIIOKESHHE ¢ THPCOHAHH XOPMOHH ¢a HaONIOJaBaHK Ci1ydaH Ha NoABa Ha
00BpKaHOCT, pa3Apa3sHATENHOCT U HAPYIISHHS B CHHA.

AIIEHOKYMAPOJI

[IyOnukyBaHWTE pE3yATATH OT SAMHWYHO CIIANO MPOYYBAHE NPH NALHEHTH ¢ TEXKKA XPOHUYHA
BEHO3Ha TpoMO03a noKaseat, ue mupaneram 9,6 g/d He npoMeHsa HeoGXoaMMaTa AO32 AUCHOKYMAPOI
3a pocturane Ha INR 2,5 10 3,5, HO cpaBHEHO ¢be caMocTOATENIHUA €(EeKT Ha allcHOKYMaposi,
npHOaBsHeTO Ha MUpaueTaM 9,6 g/d 3HauMMO HaMaysapa TpoMOOLMTHATA arperany,
0cBOOOMIaBaHeTO Ha P-TpoMOOrIo0YyIKH, HUBaTa Ha ubpuHoreHa u pakTopure Ha Willenbrand
(VIIL: C, VIII ; vW : Ag; VIII : vW : RCo0), KakTO H HaMaJIsBaHE BUCKO3WTETA HA KPBBTa H IUIa3MAaTA.

DapMAKOKHHETHYHN B3aHMOACHCTBHS

BBE3MOKHOCTTA 32 JISKAPCTBEHU B3aUMOACHCTRMS B PE3YNTAT HA NIPOMEHH BLB HapMAKOKMHETHKATA €
MaJika, Thi kato npubnausurenno 90% ot Ao3aTa Ha NUpALETaM Ce OTAC/IS ¢ YPHHATA B HEMPOMEHEH
BUZ.

In vitro, nupaneram He HHXMOHpa W30(OPMHTE Ha [TIABHHA YOBELIKH YEPHOAPOOEH KOMIUIEKE
urroxpom P450 (CYP1A2, 2B6, 2C8, 2C9, 2C19, 2D6, 2E1 w 4A9%/11) npu xonueHTpauuu 142, 426 u

1 422 pg/ml.

[Ipn koHuenTpanus 1 422 pg/ml e HabmoaaBan MaTbk HHXHOHTOpEH edekT HA CYP 2A6 (21%) 1 Ha
3A4/5 (11%). Benipexu ToBa, Ki croiiHocTuTe 32 HHXUOHpaHe Ha Te3H aABe CYP uzodopmu Tpsabea
3HAYHTENHO Aa Haasuluaear 1 422 ug/ml. ETo 3auio, He ce oyakBaT MeTabOJIMTHH B3aUMOIEHCTRBUA Ha
[IHpaLeTaM ¢ APYTH JICKapCTBa.

AHTHENMHICONTHYHH NEKAPCTBA

Jlnesna no3sa ot 20 g nupauetaM noseue oT 4 CeIMHIM He NPOMEHS ITHKA U CepyMHUTE HUBA Ha
AHTUETTWICNITHYHHTE JieKapcTBa (kapbama3enuH, PUHOTOMH, GeHODapOMTOH W BaNMpOoAaT) NpH
NMAUHEHTH C SMUNECNICUA, TIPUEMALLH MOCTOSHHH J03H,

AJIKOX0.1
EXHOBpPEMCHHHAT NPHEM Ha &TKOXOJ HE IPOMEHA CepyMHHTE HHBA Ha MHPALIETaM, KAKTO H HHBATa Ha
aJIKOX0J1a He Ce MPOMEHAT NpH 1,6 g nepopanHa go3a MUpaLeTam.

4.6 BpeMEeHHOCT H KbPMEHE

bpeMeHHOCT
Hama naHHu 3a HeOMaronpuATHH e(hekTH BbPXY PENPOIYKIHATA, OPEMEHHOCTTA, PA3BUTHETO HA

1014, PAKIAHETO U ITOCTHATAIHOTO Pa3BMTHE MNPH >KMBOTHH.
IlpoyysaHus [IpH XMBOTHH HE MOKA3BAT MPAKC WK HETIPAKO BPEIHO Bb3ACHCTRHE BBPXY
BpeMeHHOCTTa, eMOPHOHANHOTO/PeTANHO PA3BHTHE, PaXKJAHETO WIH IMOCTHATAJIHOTO paspuTHe. HiMa
NOCTAaTBYHO JaHHU 3a yroTpebara Ha mupaueTaM npH OpeMenHH xenH. I1HpaneraM npemMuHaBa
ialeHTapHarta Gapuepa. Husara y Hosopoaenu ca npubausurento 70% no 90% or Te3u Ha M&ﬁi{T&
[Mupaueram He Tpsa6Ba Aa ce M3n038a NpY GPEMEHHOCT, OCBEH B CJIy4al Ha KATErOpPHYHA -~ R
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[Iupaueram ce oTaens B HOBEIIKaTa KEpMA. 3aTOBA MHpalieraM He TpaOBa Ja ce nprmat_a 131
KbPMEHE H/IH KBPMEHETO TPAOBA Aa ¢e MPEYCTAHOBH JOKATO ¢e MPOBEX/A JICUEHHE C ni;p& f‘ Mw.k S
TpaGea na ce B3eMe pelIeHHE AanM Ja ¢e CIpe JIEICHHETO ¢ IIHPALleTaM KaTo ce B3eMe rn,?e;{a —_
Mon3aTa OT KbPMEHETO 334 ACTETO U NOJI34TA OT JISYCHHETO HA KeHaTa. -




4.7 EdexTn BBLpXy cnocobHocTTa 33 modmpane u padoTa ¢ MAIHHHHA

HabmonaBaHute HeskenaHH JIEKAPCTBEHH PEAKLIHH MOTAT 1a OKKAT BIMAHHE BbPXY CMOCOOHOCTTA 34
modupane U pabota ¢ MALIMHM, KOeTO TpAGBa Aa ce MMa [IPEABHA.

4.8 Hexenann 1eKapcTBeHH PeaKUHH

-a, Obobwerniue na npopuna na 6ezonacnocm

HannuHure nanHM 3a 0€30MacHOCT OT JBOHHO-CJIeNH ITaLle00-KOHTPOINPaHH KIHHHYHH HIH
PapMakoxkavHuany npoyysanus (s3eth o1 UCB Documentation Data Bank June 1997), xmoypaliu
moBeue oT 3 000 nanueHTH NPHEMaTH MUpPALIETaM, HE3aBHCHUMO OT NOKa3aHHATA, JIEKAPCTBEHATa
¢opma, THEBHATA 1032 WX DOMYJIaLIHOHHHMTE XapaKTEPHCTHKH.

0. Tabyaupan cnucvk Ha HEXCEAAHUME JICKAPCIMNBERU PEaKiull

He:xenaHvre nekapcTBeHH peakiiiM, chOOLIEHH B KIMHUUHHTE H3MHTBAHUA U OT NOCT-MAPKETUHTOBUA
onuT Cca u3bpoeHw B cneaBallaTa TabaHLa O CHCTEMO-OpraHHa KiacH(bHKAaIHA H IO YeCTOoTa.
Hectorara € aepuHMpaHa KaKTo ciaeasa: MHOro YecTH (>1/10), vectu (>1/100, <1/10), HeuecTH

(=1/1 000, <1/100), peaxu (=1/10 000, <1/1 000), maoro peaxu (<1/10 000), ¢ Heu3BeCTHA YeCTOTA
(decToTaTa HE MOXKE Ja C€ OTIPeeNd OT HATHYHUTE NAHHM).

HavnHTe OT MOCT-MapKETHHIOBHUA OMMT ¢a HEAOCTATHYHH, 33 A4 MOAKPENST OLIEHKATA 33 YeCTOTaTa
MM B TPETHpaHAaTa MMOMyaaLHs.

Hapymenns na KppBTa H JHM(QHATA CHCTEMA
C HEeH3BECTHA YECTOTA: XEMOPATHYHH HAPYIIEHHH

Hapyuienus Ha HMYHHATA CHCTEMA
C Hen3BecTHA vecToTa: aHAPHIAKTOUAHA pEaKUKs, CBPbXUYBCTBHTEIHOCT

HcnxHYHE HapyUIeHAY

YecTH: HEPBHOCT

HeuectH: nenpecus

C HeusseCTHa uKcTOTa: BB30YyHa, TPEBOXKHOCT, 0OBPKAHOCT, XaJNFOLHHALIMH

Hapymenns Ha HepBHATA CHCTEMA

YecTH: XUNEPKHHE3UA

HeuecTH: COMHONEHTHOCT

C HEM3BECTHA YECTOTA: ATAKCHA, HAPYIIEHHSA B PABHOBECHETO, BIOIIABAHE HA CITHICTICHATA,
rnapodonue, 6esceHue

Hapyiuienns Ha yxoro 0 1abRpAnTA
C Hen3BECTHA YECTOTA: BEPTUIO

CroManiHO-YpeBHR HAPYIICHHSA
C HensBecTHa yecToTa: 6oNka B KopeMa, O0JIKa B rOpHATA YacT Ha KOpeMa, AHapus, rajieHe,
NOBpPBIIaHE

Hapyiennsa Ha KokaTa ¥ MOJK0KHAATA THKAH
C HeH3BeCTHA YECTOTAa: aHTHOHEBPOTHYEH OTOK, IEPMATHUT, IPYPHTYC, YPTHKAPHS

O06un napymenus H e(peKTH HA MACTOTO HA HPHIOKEHHE
Heuectn: acTenmsn




HicnenBanus
YecTH: MOBHIIIABAHE HA TEIJIOTO

CrobmaBane Ha MOAO3WPAHN HEXKENIAHW PeaKLIAH

Cro01aBaneTo Ha MOJO3UPaHH HEXKENaHU Peakliiy el pa3pellaBaHe 3a yroTpeba Ha nekapeTBeHUS
NMpoAYKT € BaxkHO. ToBa rno3sosABa /1a NPoIb/bKH HabI0eHHETO HAa ChOTHOLLIEHUETO TION3a/pHCK 32
J€KapCTBEHHA NMPoAYKT. OT MEIHLIMHCKHTE CIIELIHATHCTH ¢€ U3HCKBA Ja ChoOILABAT BCAKa
NOAO3UPAHA HEXEMaHa peaKkLya Ypes:

H3menHUTeNHA areHIHA 110 IeKapCTBaTa
ya. ,,JamsaH I'pyeB™ Ne 8
1303 Codus

Ten.: +359 2 850 3417
yeOcaiT: www.bda.bg

4.9 Ilpenoznpane

CuMnToMu |
Hsama nonbHHTENHY HEXENaHH JIEKAPCTEEHH PEaKIiK, KOHKPETHO CBBP3aHH ¢ NPEAO3HpaHe Ha
NHpaLeTaMm.

Hali-rojgaMoTto ceo0mieHo Ipeac3HpaHe ¢ mHpaLeTaM € cliea epopaiHo nprHeMane Ha 75 g. KxpBasa
AHapus ¢ KOpeMHH OOJIKH, HaH-BEPOATHO CBBP3aHH C MPEKOMEPHO BHCOKA A03a8 HA COpOUTOI,
CHABPAAWIA CE€ B MpHeTaTa hopMa.

MepkH fIpH Npeno3HpaHe

Cnen ocTpo, 3HAYUTENHO NIPEIO3HPaHE € HEOOX0AMMO M3MPa3BaHe HA CTOMAxa Ype3 CTOMallHa
NMPOMHBKA WIH NpeAU3BHKBaHE Ha noepbliaHe. Hama cnenudnie aHTHAOT HA MUpaLETaM.
JIeueHHETO NpH Ipefo3upaHe € CHMITTOMATHYHO H MOXeE Aa BKIIOYBA XeMoZHaln3a., EpexTuBHOCTTA
Ha OTAEJITHE Ha MHpaueTaMa nNpu quanusa e ot S0% no 60%.

5. @®APMAKOJIOI'HYHHU CBOHCTBA
5.1 @apmakoguHAMHYHH CBOMCTBA

(QapmaxoTepanerTuvHa rpyna: Hoorponnu cpeactea, ATC xon: NO6BX03. AXTHBHOTO BELIECTBO
NHpaLeTaM € MMpOAHIAOH (2-0X0-1-pyrrolidine-acetamide), HUKIMYHO NPOU3BOAHO HA FaMa-
aMHHOMaceHaTa xucenvHa (GABA).

HanuuHWTe JaHHH NpeAnoarar, 4e OCHOBHUA MEXaHH3ILM HA AeHCTBHE Ha MUpaleTaM He € HUTO
KeThYeH, HUTO opranocnelududcH. [TupaneraM ce CBbp3ea DUIHYECKH B 38BUCHMOCT OT 03414 C
nonaspHaTa raasa Ha goconunuanara MemOpana, KaTto NpeAN3BUKEa BHICTAHOBABAHE Ha
naMelapHarTa CTpyKTypa Ha MeMOpaHata, xapaKkrepH3Hpaulo ce ¢ obpasysaHe Ha NOABHKEH
nexapcTBo-ocdonunuaer koMmieke. Tosa BeposTHO obsacHABa nonoOpasaHeTo Ha MemOpaHHaTa
YCTOMYHBOCT, BB3MOMKHOCTTA HA MeMOpaHHHTE W TpaHCMEMOPaHHHTE NPOTEHHH Ja MOAABPKAT H
BB3CTAHOBABAT TPH-U3MEPHATa CTPYKTYpPa HIH J1a [POABABAT TEXHHUSA €(eKT.

[Ipaneram MMa HeBpOHAJIEH H BacKynapeH edexT. T

Hesponanen edekr A

Ha HuBO HEBpOHH MHpaneTaM NPoABABA CBOATA MEMOpaHHa aKTHBHOCT IO Pa3/TMUHU METHNIA,. #.%% ¥fs,

-
--.*

I1pu xuBOTHHUTE, NUpaneTaM NoaocOpsBa MHOTO BUJIOBE HEBPOTPAHCMHCHA, NMPEAUMHO ']l;iegs
MOCTCHHANITHYHO MOJE/IMPAHE Ha PELIENTOPHATA IILTHOCT M @KTHBHOCT. [IpH AMBOTHH KX
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[POABA HA CCNATHBHH H NCHUXOCTHMY/Mpanik egekxty. [Tupaneram 3amassa H Bb3CTaHOBSARA
MO3HABATETHUTE CMIOCOOHOCTH IPH XKMBOTHH W XOpa CIEA PATHYHH YBPESKAAHHA Ha TIIABHHSA MO3BK
Karo XANOKCHS, HHTOKCHKALIHH M €IEKTPOKOHBYJICUBHA Tepanud. Tol npeanasea ot npeAH3BRKAHHUTE
OT XHITOKCHATA IPOMEHH B MO3BYHATA PYHKIIMA U ASHHOCT, OLCHEHH NOCPEACTBOM eHledanorpadus
(EEI') 4 ncuxoMeTpuYuHH H3C/IeABAHMS,

BackynapeH edexr
[lupaueram nposBsaBa CBOS XeMOPEOIOTHYeH e)eKT BEpXY TPOMOOIMTHTE, EPUTPOLIHTHTE H CTEHATA
Ha CHAOBE Ype3 YBE/IHYABAHE Ha INIACTHYHOCTTA HA EPUTPOLIMTHTE U Upe3 HaMallsBaHe Ha
TPOMOOLMTHATA arperaius, ¢pUTPOLIUTHATA ATXE3HA KbM CTEHHTE Ha ChAOBETE U KarH/IAPHHUA
Ba30CNA3BM.

- EdekTH BbpXY €pHTPOLIMTHTE:
[Ipx nauMeHTH CBC ChPMOBHAHO-KIIETEYHA aHEMHS, NHpaLeTaM MoaoOpasa NiacTUMHOCTTA HA
€PHTPOLIMTHaTa MEMOpaHa, HaMansBa BUCKO3HTETA Ha KPBBTa H Ipeanassa ot oOpazyBaHe Ha
gopmanuy.

- Edexty BBpXy TpOMOOLIUTHTE:
B oTROpeHO npoyusaHe npu 3ApaBH J0OpOBOJILH H AAlHEHTH ¢ peHomena Ha Raynaud,
yBeJIHYaBAHETO HA 103aTa HA NMHpaLeraM Ao 12 g e OMIo CBBP3aHO ¢ J030-3aBUCHMO HAMAICHHE Ha
gyHKUMHTE Ha TPOMOOLIMTHTE B CpaBHEHHE ChC CTOMHOCTHTE MPeaH JIeUeHHETO (TECT 3a arperaumiaTa
HHIynMpana ot ADP, konareH, ennuHe@puH U ocsoboxaasane Ha PTG), Oe3 sHaunTenHa NpoOMAHA B
6pos Ha TpomMOoLMTHTE. B Te3H NpoyuBaHis MHpaleTaM YAbDKABA BPEMETO Ha KEPBEHE.

-  EdekTH BbpXY KPHBOHOCHHTE CHIOBE:
B npoyuBaHKs npH >KMBOTHH, NHpaleTaM HHXUOMpa BazocnazbMa H POTHBOACHCTBA HA eeKTa Ha
MHO)KE€CTBO CNasMOreHHH BemecTsa. Toif HAMa BazoaMnaTHPAaLLO AeHCcTBUE U He MpeAn3BHKRA
(peHOMEHa Ha ,,0THEMaHe”, HUTO HAMAJIABA, HUTO YBEIMYABA KPBBOTOKA, HUTO HMAa XUNOTEH3HBEH
edexr. [1pu 3apaBu JoOpoBOJILM, THPAIIETAM HAMAJIABA a[IX€3NATA HA SPHTPOLIMTHTE KbM €HAOTEA,
KAaKTO ¥ [IPHTEXKABA MPAK CTUMYNHPAL €PeKT BbpXY CHHTE3aTa HA MPOCTALMKIIMHHTE B 3APaBuUs
€HAOTEN.

- Edexrtu Brpxy daxtopHTe Ha KPHBOCHCHPBAHETO;
[1pw 3apasu AoGPOBONLH, CPABHEHH ChC CTOMHOCTHTE MPEIH JISYEHHETO, MUpalieTam a0 9,6 g
HAMAJIsiBa NJJTA3MEHHTE HHBA HA pubpuHoreHa H ¢akropure Ha Willebrand (VIII : C; VIIIR : AG; VIII
R : vW) ¢ 30 no 40% u yBenu4asa BpeMeTo Ha KbpBeHe. [IpH MallHeHTH ¢ MBPBUYEH WIIH BTOPHUYEH
¢enomeH Ha Reynaud, cpaBHeHH Cb¢ CTOMHOCTHTE Mpeaun JeYEHHETO, mupaLeTaM 8 g/d B
NPOAB/DKEHHE HA O Mecella HaMasgBa IUTa3MEHUTe HuBa Ha ubprHoreHa H ¢axropure Ha Willebrand
(VIII: C; VIII R : AG; VIII R : vW (RCF)) ¢ 30 g0 40%, HamansBa [U1a3MEHHS BHCKO3HUTET W
YBE/IM4aBa BPEMETO Ha KbpBEHE.
Apyro npoyusaHe npH 3apaey A00POBONIH HE MOKA3Ba CTATHCTUYECKH 3HAYHMA Pa3jIMKA MEKAY
napaueraM (no 12 g 1Ba meTH AHEBHO) H 1anie60 mo OTHOIIEHHE HA e()EKTUTE My BHPXY
X€MOCTA3HHTE NAPaMETPH M BPEMETO Ha KbpBeHE.

5.2 @dapMakoKHHETHYHH CBOiCTBA

Pesopbupa ce 6bp30 H ITBIHO ¢ie]] NEPOPATHO MpHiiKkeHHe. MakCHMaTHA IIa3MeHH KOHLICHTpaLuH
ce poctdrar 1 yac cnen npuema. CucteMHara My OuHoHaimyHOCT € routu 100% cneg npueM Ha
nyupaueram noj gopmara Ha TabneTKH, Kancyad WIH BOJeH pa3Teop. [ nasMeHUTe HHBA NOKa3Bat
u3paseHa Jo3a - 3aBucumoct. O6embT Ha pasnpenenenue e 0,7 L/kg, a BpeMETO Ha TIONY’KHBOT - S yaca.
He ca ycranoreHM MeTabonuT Ha nupauetaM. EnMMHUHApPa ce HATBJIHO B HEMPOMEHEH B NIpe3
6B0peumTe, KaTO (PpaKLMATA HA ENTUMUHHPAHOTO Npe3 6E0pelTe KOJHYECTBO € HE3aBHCUMO OT
npUeTaTa A03a. |
GapMakOKMHETUUHHAT Mpodul Ha NHPALETaM € IMHEEH, HE3aBHCEILL OT BPEMETO H C H;{qua- f*' ,if -
BETPCHHAHBYAYANIHA BAPHAOMTHOCT 3a LIHPOK JA030B JiHana3oH. Tora e B %OTBGTCTBHB;&?H{DW&
nepMeabHIMTET, BUCOKA Pa3TBOPUMOCT H MUHMMATHHA MeTaboIu3sM Ha rupaueTam; [iig s




TakHuBa ¢ Os0OpeyHo yBpexxnane, [TocToAHEM 1a3MEeHH KOHUEHTPALHH CE JOCTHraT B PAMKHTE HA
3 AHY OT NPHEMAHETO.

Abcopbuus

[InpatieTam ce abcopbupa Obp30 H B royisAMa CTENEH ciel nepopaiHo npuwioxeHue. [Ipu 3apasu nuiia
MHKOBH ITA3MeHHM KOHLIEHTPAlHH ce JocTHraT 1 9ac cnea npuema. AOCONOTHATa GHOHANHYHOCT Ha
NMHpaLeTaM fpu nepopaiHata dopma e 6iuska 1o 100%, XpanaTa He oka3Ba eeKT BBPXY CTENEHTA
Ha abCcopLHA Ha nHpaneTaM, HO HaManiaBa Crax ¢bC 17% u yBenHUara tmax 0T 1 710 1,5 yaca. ITukoeure
KOHIICHTPALIHH ca croTBeTHO 84 ng/ml v 115 pg/ml cnea npunarade Ha eAMHHYHA NIEPOPANIHA 4034 OT
3,2 g ¥ MHOTOKpPaTHO, TPH IETH AHEBHO MPWIOKEHHE, HA 1033 OoT 3,2 g.

Pasnpeneneuue

[TuparieraM He ce CBBp3BA C TUIA3MEHHUTE MPOTEHHH H 00eMa My Ha paslpeaeiicHHe € NPUOIM3NTENHO
0,6 Vkg. ITupaueram npeMHHaBa KpBEBHO-MO3b4YHATa OapHepa H € U3MEPEH B LiepeOpocnHHanHara
TEYHOCT C/Ie] HHTPABCHO3HO NpHIokeHHe. B nepebpocrnnHaniaTa TEYHOCT tmax €€ JOCTHIa OKOJIO

J yaca CNeJ [IpHEMa, a BPEMETO Ha NOJTY>KHBOT € OkoJ1o 8,5 yaca. IIpH sKMBOTHH HaH-BHCOKHTE
KOHLCHTPALWK Ha MHPALIETaM B MO3bKa Ca YCTAHOBEHH B LiepeOpanHna KopTeke (QpOoHTANIEH,
[apMETAICH H OKIHITHTAJICH JsJ1), B KOpTeKca Ha uepebenyma H 6asannwre raurnud. [lupaneram
Au(y3Hpa BbB BCMYKH THKaHH ¢ H3K/TIOUYEHME Ha MAaCTHATA THKAH, MPEMHHABA IUIALICHTapHATA
bapuepa ¥ NpeMHUHaBa TIpe3 MEMOpPaHHTE Ha OTACITHH EPHTPOLUTH.

MeTabonH3IBM

[TuparietaM He ce MeTabOaH3Kpa B YOBEIIKOTO TU10. Tasu jiMica Ha MeTaboIn3BM 00sICHABa
YABDKEHOTO IUIa3MEHO BPEME HA MOJTY>KUBOT NMPU aHYPHYHH TTAIMEHTH M BHCOKOTO MY ChIBPIKAHUE B
YPHHATA.

EnnmpHupane

I1nasMEHHAT ONYKUBOT HA MUPALIETAM € OKONO 5 Yaca, KaKTo CJie]l HHTPaBeHO3HO, TaKa H cliel
[epopaito rpuaoxkenne. Obuus teneceH KNMpbHE € 80-90 ml/min. ['MaBHUAT BT HAa €KCKpeLUs €
ype3 ypuHara H € okonno 80 ro 100% ot npHerara nosza. [TupaueraM ce OTACHA YPE3 MIOMEPYIHA

dbunTpanys.

JIMHEHHOCT
OapmakOKMHETHKATA Ha [ApaLicTaM e JunaeiiHa npu aosu ot (0,8 10 12 g. Bpemero Ha NOMYKHBOT H
KJAMPBHHCA HE C€ IIPOMEHAT B 3aBHCHMOCT OT J103aTa U [POXB/LKHTEIHOCTTA Ha JICUEHHETO.

XapakTePHUCTHUKH HA MALMCHTa

I[Ton

B npoyuBane 3a OuoeKkBHBANESHTHOCT NpH 1032 2,4 g, Crax 1 AUC ca npubamsutenno 30% no-sucoky
npH xeHuTe (N=6), B cpaBHeHHe ¢ MBxeTe (N=0). Bblpexu ToBa, CTOMHOCTHTE HA KITHPBHCA, B
3aBHCHMOCT OT TE/IECHOTO TEITIO Ca CPABHHMH,

Paca
He ca npoerexxnanu papMakOKMHETHYHH NPOYUBAHKA 3a BIMAHHETO HA pacaTa. KpbcTocaHo
CpaBHABaHe NpH NPOoYyUBaHe, BKJIIOYBAILO MPEACTABHTEIH Ha Os/laTa M a3HaTCKaTa paca NoKasBa, ve
(papMaKOKHHETHKATa Ha NIHPALIETaM € CpaBHHMA [IPH ABeTe pacH. Thii KaTo OTASIAHETO Ha NHpaLETaM
CTaBa [JIaBHO Mpe3 6b0peLTe, a MEXDY NPEACTABUTEIUTE HAa OTACIHHTE pacH HE ChUIECTBYBAT
3HAYUMM PA3/IHYHA 110 OTHOLUEHHE HA KPSaTHHUHOBHS KJIHPBHC, PapMaKOKHHETHYHU pas/y
Ob/KALIA CE HA pacaTa HE ¢ OYaKBar.
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He ca nposexaatv (papMakoKHHETHYHH NPOYYBAHHA TIPH Jelia.

brOpeuno yBpexaaHe

KnvpbHCBT Ha NMpaleTam Kopenupa ¢ KpeaTHHHHOBHA KiMpsHC., ETo 3a1mo ce npenopbkysa NpoMsaHa
HA4 J03aT4 B 3aBUCUMOCT OT KpeaTHHUHOBHA KIIMPBHC NPU NALMEHTH ¢ OBOpEUHO yBpeKaaHe
(Bx.TOuKa 4.2 Jlosuposka). IIpu aHypHiHH nauueHnTy B KpaeH cTaiuii Ha 6b0peuHa HeAOCTaTEYHOCT,
BpPEMETO Ha TIOJIY)KMBOT Ha MHpaleTaM € YaObkeHo 1o 59 uaca. [1o speMe Ha obuvaiiHaTta 4-pH
4acoBa AMAITH3HA IpoLeaypa (pakiMOHHO ce oTaensT 50 no 60% oT nmupaueram.

YeproapoOHo yBpexaane

He e npoyueHo BJIHAHHETO Ha YepHOAPOOHOTO YBpexkaate BbpXxy PapMaKOKHHETHKATA Ha MHPALIETAM.
Tnit kato 80 10 100% oT npuerara x03a ce OTAENA Upe3 YPUHATA B HEMPOMEHEH BHJ, HE C€ OYaKBa
3HauMTENCH €QEKT BEPXY OTASAAHETO Ha MUPANSTaM B Ciiyuali na wepHoapoOHO YBpeKaaHe.

5.3 TIpeAknBHEHYHH JAHHH 32 6€300ACHOCT

[IpeAKIMHHYHNTE JAHHU NIOKA3BaT, Y€ THPaLIETaM HMa HUCHK TOKCHYEH noteHHan. Ilpoyusanus ¢
€AHHHYHA IepopanHa a03a ot 10 g/kg npu MHLLKY, MIGX0BE M Ky4eTa He NOKa3BaT HeoOpaThuma
TOKCHYHOCT, [Ipn n3cnenBare 3a XpoHHMYHA TOKCHYHOCT, CJIC MOBTAPALIHM C€ AO3H NMPH MHIIKH (10
4,8 g/kg/nen) u nnvxose (Ao 2,4 g/kg/neH) He € ycraHoBeHa cnielMUYHA OPraHHa TOKCHUYHOCT. Jleku
CTOMALLHO-YPEBHH HapylIeHUA (TOBpbUlaHe, IPOMAHA B KOHCHCTEHLHATA HA H3NPaXKHEHHATA,
NOBHILICHa KOHCYMAalsi Ha Bojia) ca HabmoaaBraHU NpH NepopanHo NpUeMaHe Ha Mpaneram oT
Kydera B NPOABDKSHUE Ha | roguna npy yeenuuasane Ha nosara ot 1 no 10 g/kg/nen. IoaobHo
HWHTPaBEHO3HO NpHaarade 1o 1 g/kg/nen 3a 4-5 ceAMUIIM HA ILTBXOBE M Ky4eTa He A0BEKAA 10
TOKCHYHOCT.

In vitro 1 in vivo npoyuBaHHATa HE YCTAHOBABAT FEHOTOKCHYEH WIH KaPLUHHOIEHEH OTCHIHA.

3.3.1. Ocmpa moxcuunocm

[lprHaneKn KbM MpaKkTHYECKH HETOKCHYHHTE BewtecTBa. CToiHocTHTe Ha LDs) 3a pasiiM4Hy
JKHBOTHHCKH BHOBE HAJBHIlIABAT MHOTOKPAaTHO cTokHOCcTHTE oT 5 000 mg/ke T.1.

3.3.2. Xponuuna moxcuurnocm

Hama nanHu 3a TOkCHYHHM epeKTH NPH >KUBOTHH, NOITOKEHH HA MHOTOKPATHO TPETHPAHE C
nupaneram. He npurexkasa cnenu@uyHa OpraHHa TOKCHYHOCT.

3.3.2. Kanyepozeunocm

Hsama navay 3a MyTareHHO H KaHLEPOT€HHO ACHCTBHE NPH OTNTMTHA XKUBOTHH.

3.3.4. Penpooyxmuena morcuunocm/Tepamozennocm

Hama naHHM 3a HEONaronpHATHO NOBJIUABAHE Ha PEPTHIMTETA H PENPOAYKTHBHHUTE CIOCOOHOCTH MIPH
OMHTHH XXHBOTHH. HsAMa naHHuM 3a eMOPHOTOKCHMHO M TEPATOreHHO AEHCTBUE.

6. ®APMAIIEBTHYHHW JAHHU

6.1 ChnnchK HA NOMOIHMTE BeNIECTBA

I lupaueram Xumaxc ®apma 400 mg TBbpAH KANCYJIU:
Xunpomesosa

Marne3neB cTeapar

IIpasna sceramunosa kancyna:

Twrano nuokcua (E 171)

Taprpazus (E 102)

XKenarun

ITnpaueramM Xumakc Papma 800 mg TBEPAH KancyJsn:
XUnpomesnosa
MarHesner cTeapar




XKenezen okcua, uepser (E 172)
Hpasna Jcenamurnoea kancyaa:
Turtanos auoxceng (E 171)
Kenesen oxcun, xuaT (E 172)
KenarvH

6.2 HecbBMeCTHMOCTH

He ca u3pectHu.
EdexTH BEpXy AMArHOCTHYHH H3CNeABaHHA {TECTOBE): HE Ca M3BECTHH,

6.3 Cpok Ha rogHoCT

3 (Tpu) roauHmu.

6.4 CroeuuaaHu yCIOBHS HA ChXPAHEHHE

[Tpyw Temnepatypa non 25°C.

6.5 JlanHH 32 ONAKOBKATA

Piracetam Chemax Pharma 400 mg

TeMHa cTokiieHa GaHka (xuaponuTHueH Knac III) ¢ mnacrtmacopa xana4dka (HDPE).

bnauctep (PVC/Anymunuii) x 10 kancyniu.

60 kancy/H B cThK/ICHA OaHKa B KAPTOHEHA KYTHS, 3a€JJHO ¢ JIMCTOBKA 3a MALUEHTA.
60 kancynu B 6aucrepu no 10 kancyi, B KapTOHEHA KyTHS, 3ae/IHO C JINCTOBKA 3a MALHEHTA.

Piracetam Chemax Pharma 800 mg
TovMHa cTUIEHa Oanka (xuaponuTuyeH Kiac I1I) ¢ imacTmacopa kanauka (HDPE).
Bructep (PVC/Anymunnit) x 10 kancynu.

30 xancynu B CTbKIEHA DaHKa B KAPTOHEHA KYTHS, 32€/HO ¢ JIMCTOBKA 32 MalLKUeHTa.
30 kancynu B OnvcTep no 10 kancysd, B KAPTOHEHA KYTH, 3a€/IHO ¢ JIHCTOBKA 32 NallHEHTA.

6.6 Chnennaanu opeanazsuu MEPKH NPH A3XBhHPJIAHE

HsaMa cneHaIHH H3UCKBaHK A,

7. IIPMTEXATEJI HA PAZPENIEHHUETO 3A YIIOTPEBA

XUMAKC ©APMA EOON

ya. “T'oprua” 8A, 1618 Codwus, beiarapus
Tenedon: 955 62 98; Paxc: 955 42 78
e-mail: info@chemaxpharma.com

8. HOMEP(A) HA PASPEHIEHHETO 3A YIIOTPEBA

Piracetam Chemax Pharma 400 mg: Per. Ne 20110104
Piracetam Chemax Pharma 800 mg: Per. Ne 20110105




9. JATA HA I'bPBO PA3SPEHIABAHE/TIOJHOBSABAHE HA PAPEHNIEHHUETO 3A
YIIOTPEBA

Jlata Ha mepBO paspellaBaHde: 14.02.2011

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA

Oeppyapu 2016 T




