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1. HME HA JEKAPCTBEHUSA TIPOOYKT
[abanespan 100 mg TBLPAH Kancyau
Gabaneural 100 mg capsules, hard
2 KOJMHYECTBEH H KAYECTBEH ChCTAB

AKTHBHO BeLLUECTBO B | Kancyna:
Beska kancyna or 100 mg cbabpka 100 mg radanentuH (gabapeniin).

3a MLAHKSE CIIHCHK HAa NOMOLLHKHTE BEUIECTBA BHIKTE TOUKA 6,1,

3. JEKAPCTBEHA ®OPMA
Tebpaa kancyna

I'aGanerpan 100 mg - beny, TBbpAH HENATHHOBH KANICYMH CHABPKALLK G5 npax.

4, KIHHUYHAHW JAHHM
4.1 TepaneBTHYHH NOKA3AHHIA
Enunnencus

['abaHespan € Moka3zaH KaTo J0NbLABALIA TEPANHS NPH EHEHHETO HA NAPUHATHY IbpPUOBE ¢ HAK Oe3
BTOPHYHA FEHEPANIN3ALHA NPH BL3PACTHY U ASLA HA N HAN 6 rOAMLIHA Bb3pacT (BUXK T. 5.1).

Faﬁaneapan ¢ NoKazaH Kato MOHOTEPANKA NpH ICHEHHETO Ha napurdanHi MpPUoBE € HITH oes BTORHYHA
FeHepPanU3allis NpH BL3pacTHH U OHOLLN HA K Hal 12 roaMiLna Bb3pacT.

Jleuenue Ha nepudepsa HerponatHa Hoaka

lNabaneBpan € nokasaH 3a NeueHHe Ha nepudepua weBponatHa Goaka, kato Gone3HeHa AnabeTHa
HEBPOMATHA H CACA XEPNECHA HEBPAITHSA TP BL3PACTHH,

4.2 Jo3sHpOoBKA H HAYHH Ha NPHJIOKEHHE
3a nepopasHoO NPHIOKEHUE.

I"abanespan moske na 6bae npueMad ¢ UK Ge3 xpaHa, KaTo kancynarta Tpadsa aa Obje norbiHarta Lusna ¢
JOCTATHYHO TEYHOCT (HampUMep Yaila Boaa),

Mozuporka:
3a BCUUKH MOKA3aHUSA CXEMATA HA THTPUPAHE [1PH 3aNOUBAHE HA JIEYEHHETO € ONHCAH! %ﬁ&
KOATO Ce MPEnophuBa 3a BLIPACTHA 1 KOHOLIN Ha W Haj 12 roanwina BL3pact.



HucTpykuMnTe 32 A031paHe (pH aeua noa 12 roguuy ca npeacTaBeHt B OTASAHO NON3ArIaBHe no-
HATATBK B TO3H pasaen.

Tagauua 1

Jlo30Ba cxema - HauanHo THTPHpaHe

Hen 1 Hen 2 Jen 3

300 mg BeAHbK LHEBHO 300 mg 1Ba MbTH JHEBHO 300 mg TpH MbTH AHEBHO
Enunencus

Enunencusara 0GHKHOBEHO H3HCKEA ABLJIIOCPOUHO Nedenne. Jl03aTa ce onpenens OT NeKyBALHA AeKap
Cnope] HHAHBHAYANHATA DOHOCHMOCT U epHKacHocT. KoraTo, cnopen MHeHHETO Ha KIHHMIUCTA HMA
HY)K[a OT HaMansABaHE HA 103aT4, NMPEKbCBAHE HA NSYEHHETO HIIH 3aMAHA C APYTO NEKAPCTBO, TOBA TPAOEA
Ja CTaBa NOCTENEHHO B pAMKHTE MHHUMYM HA €1Ha ceaMHLA.

Buapacmuit w onouin:

B knuHUYHH npoyuBaHuaA epeKTHBHUSAT 10308 AHanaszoH ¢ ot 900 1o 3600 mg/aHesHo. JlevenueTo Moke
Aa 3aMoyHe 4pes THTPHPAHE Ha [03aTa, KakTo € oncano B Tabauua | unn 4pes npunoxenne na 300 mg
Tpu mbTi gHesHO B Jen 1. Cnen tosa, fasupaiiky ce Ha HHAHBHYANHHUA OTTOBOP HA NALIMEHTE
HeropaTta NOHOCHMOCT, ACaTa Mo#e Aa ObJe nopuuieHa ¢ 300 mg/nHeBHO Ha BeekH 2-3 1HN a0
MakcHmanHa aosa ot 3600 mg/aHesHo. [Ipy OTASNHH NAUHEHTH MOXKE 4 € NOAXOAALI0 No-GaBHO
THTPHPAHE Ha JO3MPOBKATA HA radaneHTHH. MUHUMAaNHOTO BPEME 32 OCTHIAHE HE 1034 OT

1800 mg/AHEBHO € enHa ceaMHUA, 32 ocTurane Ha 2400 mg/aHeBHO e 2 ¢ceAMHUUM K 32 AOCTHIAHE HA
3600 mg/AHeBHO € 00110 3 ceaMuun.

Joznposin 10 4800 mg/nHesHo ca 61nu 1o6pe NOHOCHMH B IBIFOCPOYHH OTBOPEHH KIHHUUHH
npoy4sadud, O0wara AHeBHa f03a TpAORa N4 ObJe pazzenena B TPH OTACHN J03H, MAKCHMAIHHAT
HHTEpBan MeXIy A03MTE HE TPAOBa Na MpeBuilaBa 12 yaca, 3a A2 ce NPEJOTRPATH MOBTOPHATA MOABA HA
IbpHoBe.

ITeduampuina nonvayun

Heya na v vad 6 roduwng ev3pacm.

Craprosara no3a sapupa or 10 a0 15 mg/kg/aHeBHo, a edekTHBHATA 1032 C¢ AOCTUTA UPE3 NOBHUIABALLO
THTPHPAHE 3a nepuoa ot npudauzutenno Tpy Anu. EfextubHaTta fo3a va rabaneHTVH NpyY Aeua Ha W Haj
6 roAniLHA BB3pacT € oTF 25 10 35 mg/kg/aneeHo. Ho3u o 50 mg/kg/aHeBHO ca A0GpEe noHeceHH B
ABIrOCPOUHO KNHHHYHO npoyusane. O0wata AHeBHA A03a TpaOBa 3a Oble pazneneHa B TPpH OTIeNHH
JO3H, MAKCHMANHHAT HHTEPBAJI MEKILY A03MTE He TpaOBa Aa npeBnluaea 12 uaca.

He e HeoOxoaumo aa ce MOHHTOPHPAT NNA3MEHNTE KOHIEHTPALNH HA Ta0aneHTHH 34 a Ce ONTUMH3KpPa
NederuneTo ¢ Hero. Oceer TOBA, radaneHTHH MoXe N3 GbAe W3NONARAH B KOMEUHALMS ¢ APYTH
AUTHEAUAENTHYHH NekapcTea 0¢3 onaceHnd 2a MPOMAHA Ha NNA3MEHHTE KOHUEHTPALUMH HA rabaneHTHH
HIIY HA CEPYMHHTE KOHUSHTPALKH HA APYTHTE AHTHEMMAENTHYHH NEKAPCTRA.

epudepna HepponaTua foaka

Buvipacmui
Jleuenneto Mmoxce aa Gble 3aNOYHATO YPE3 THTPHPAHE HA 103aTa, KakTo e onucano B Tadmuua 1. Kato

-~

alTepHaTHBAa, CTAPTOBATA 403a Moke 1a e 900 mg/AHeBHO, pazieneHa B TPU €JHAKBH A0
Ga3upaﬁku CC HA HHAHBHAYAJIHWTE OTFOBOP H NOHOCHMOCT Ha NalUHEHTA, J03aTa MO
ouwe ¢ no 300 mg/nneBHo Ha Beekn 2-3 HH 10 MakcHManHa a03a oT 3600 mg/nves




THTPIHPaHe Ha fo3aTa Ha radanenTHH Moke Aa O0bAC NOAX0AALLA (IPH OTIESTHH NaluedT. MunnmantoTo
BpeMe 33 J0CTHraHe Ha 1032 oT 1800 mg/nHeBHO ¢ eana ceamnua, 3a gocturade Ha 2400 mg/anesHo ¢
oDlo 2 ceaMuL, W 2a JocTurade Ha 3600 mg/aHeBHO ¢ obwo 3 ceaMuu.

[pu nevenueTo HA nepudepra HeBponaTHa 0oKa, KaTO HoNe3HeHa AHabeTHa HEBPOMATHA W ¢aeil-
XeprecHa HEBPaNrHa, ehHKACHOCTTa W OE30NaCHOCTTA HE Ca H3CNEBAHU B KIHHHUHM NPOYUBAHMA, 3
NepHOL Ha NEYeHUE NO-TbbLI OT 5 Mecela. AKO NALHeHTLT ce HYXAae OT NPHeM Ha NeKApCTBOTO Mo-
ALATO 0T 5 Meceua 3a NeueHne Ha nepudepra HeBponaTHa OONKa, NeKYBALLMAT NeKap TpAOBA 14 OLUEHH
KIHHHYHOTO CBCTORHHE HA NALKHEHTA M A3 ONpeAeny HY®KATa OT JOMBLJIHATENLHO ledeHue.

HacTpyKuHH 3a BCHYKH 06JIACTH Ha MPHIOKEAHE

[pk NaUMEHTH B TEKKO OOLLO CLCTOAHHE, HANPHMEP HUCKO TENECHO TErIO, CNEJl OpraHHa
TPAHCMNAHTAUMA K APYIrH, A03aTa TpAdea aa Obae TUTpHpaHa no-0aBHO, ¢ N3MON3BAHE HA NO-HUCKH 103H
WAK MO-ILAMH HHTEPBANN MEKAY NOBHIUABAHETO HA JO3NTE.

Ynorpeda npy NALMEHTH B CTAPYECKA BBIPACT (HA/A 65 roadiiHa Bb3pacT)

[MauuenTHTe B CTapUECKa Bb3PacT MOXE fd €& HYK/AAAT OT KOPCKLHA HA J03aTa NOPaaH HAPYLISHATA ¢
BbipacTTa ObLOpeuHa dyHkuna (Bixk TaGruua 2). TIpH Bb3pacTHHTE MALMEHTH MOKE 14 CA N0-4eCTH
COMHOAEHTHOCT, NepupepeH OTOK H aCTEHUA.

Ynotpeda npu nauneHTH ¢ HLOPeYHH HAPYLIEHHS

Kopekunsa Ha fo3aTa ce NpenopLyuBa NPk NAUHEHTH C KOMNPOMETHPaHa ObOpeuHa DYHKLHA, KAKTO €
onucano B Tabnuua 2 w/uan Tesn Ha xemoauanusa. Kancynu raGanentns ot 100 mg Morar aa 6saaT
NoN3BaHH 32 13 C& CJIeBAT NPENopLKLTE 3a A03HPAHE NPH MALNEHTH ¢ OLOPeUHa HeOCTATLYHOCT.

Tabnuna 2

JlozupoBKa Ha radaneHTHH MPH BB3PACTHH Bb3 OCHOBA HAa ObOpeuHaTa DyHKUHA
Kpeatuunnos knupbic (ml/min) O6wa axesHa no3a’ (mg/nHeRHO)
=80 9200-3600

50-79 600-1800

30-49 300-900

15-29 150"-600

<15° 150300

? O6wara auesHa 103a TpadBa Aa Oblle NPUNKEHA KATO TPH OTASAHH 1034, PEOyLHPaHHTE A03H €3 34
nauueHTH ¢ Browena 0bu0peuna hyHruuA (KpeaTUHHHHOB KIUpBHE <79 ml/min).

® Ia 6bae npunoxena kato 300 mg npes aex.

¢ [Tpn nauuenTH C KpeaTHHUHOB KAKPBHC <15 ml/min, AHeBHaTa Ac3a Tpabsa ga Gbae HaManeHa
NPONOpUHOHANHO HA KPEATHHUHOBHA KIHPBHC (HAMPHMEP, NAUHEHTH ¢ KPEATHHHHOB KIHPBHC

7,5 ml/min Tpa0Ba 12 noAyuaT NONOBHHATA OT LHEBHATA 4033 HA NALNEHTHUTE € KPEATHHHHOB KIHPBHC
15 m1/min),

Yoorpeda npH 0AUMEHTH HA XEMOAHAIH3E

l_[pH AHYPWUHH NMAUHEHTH Ha XeMOJAHANN33, KOHTO HHKOra He €4 nonydapalu I'aﬁal'[eHTHH CE€ NpENOpBYBA
BLBCKNALLA 1034 OT 300 a0 400 mg, cnen ToBa 200 ao 300 mg raGaneHTHH cnel Boeky 4 qaca -----




Mpu nayuedTy ¢ BaoleHa S1L0peUHA PYHKUMA, KOUTO Ca HA XeMOAHANI3A, 0AbP&RALLATA 103a HA
rabanenTHH TpaOea fa Obie GaznupaHa Ha nperopbruTe 3a AosHpaHe oT Talnwua 2. B gjonsdiuedue Ha
noIbprKaLlaTa 1034, Ce Mpenopbysa AonwiaHutenda 1o3a ot 200 o 300 mg cnea ecexn 4 bac
XeMOAHANM3A,

4.3 IMporusonokazanust

CBpBXYYBCTBUTENHOCT KbM AKTHBHOTO BELLECTBO WIH KbM HAKOS OT NOMOLLHHTE BELLIECTBA, U3OPOEHH B
TOouKa 6.1.

4.4 Creunaany ppeayfpesIenind H APeINA3HE MEPKH NPH ynoTpeda

Jlekapcreed o8pHB ¢ eo3nHOG AU 1 cHeTeMHK cuMTome (Drug Rash with Eosinophilia and Systemic
Symptoms - DRESS)

TQ}KKH, JKHBOTO-3acTpamiaBalld, CUCTEMHU PeAKUHH Ha CBPLXUYYBCTBHTEAHOCT, KAaTO JICKApLTBEH DﬁpHB c
ea3uHopUIMA U cucTeMHu cumnTomu (DRESS), ca noknaasaHu nps naunenTn, npueMaiim
AHTHEMHASHTHYHI AEKAPCTRA, BKNIOUHTERHO rabanenTuH {Bx, Touxa 4.8).

BaxkHo ¢ 1a ce oTOencsH, 4e PaHHHTE NPOABH HA CBPLXUYBCTBHTEAHOCT, KATO HANPHMED TPECKA WJIH
AumdaseHonaTU, MOXKE 14 NPUCHCTBAT, BbIPEKk Ye o0pHBLT HE € BHIeH. AKO ¢a HaJllLe TaKHBa
NpU3HaUK HIH CUMOTOMH, CbCTORHUETO HA NAUMEHTA TpAdBa 1a Obae oueHeHo seaHara. [IpueMbT Ha
rabaneHTHH TpAORA 42 ce NPEYCTAHOBH, ak0 HE MOMKE JIa C€ YCTAHOBH aNTepHATUBHA €THOJOMA 3a
MPHIHALMTE UM CHMIITOMMTE,

Anadunakens

[abancHTnn MoxKe Aa npeauzekka aHadunakcua. TIpH3HALNTE W CUMITOMMTE B CILYYAHTE, 38 KOHTO €
CLOOLUEHO, Ca BKAOYBANTH 3aTPYAHEHO QUILAHE, TOAYBAHE HA YCTHHTE, THPROTO W e31Ka, H XUIIOTOHHA,
M3HCKBaLA CNewHo neyenne, Tlauuentute Tpadpa 42 ObAAT HHCTPYKTHPAHN 3 MPEKPATAT IpHEMa Ha
rafaneHTHH v He3adaBHO 14 NOTHPCAT MSAHLHHCKA TOMOL, B CIyUal, Ye NPOABAT NPHIHAUH H CHMIOTOMH
Ha aHapunakCHA.

3noynorpeda n 3aBHCHMOCT

B Ga3zara ¢ nocT-MapKeTHHIOBH JaHHW €4 JOKIAABAHMU Clly4ayu Ha anoymotpeba H 3aBHcuMocT. Kakto npu
BCHUKH MEANKaMeHTH, neiictsalin Bbpxy LIHC, BHEMaTenHo oUeHsBaliTe MAUHEHTHTE 34 aHAMHE3A 34
3noynoTpeda ¢ IeKkapeTBa M rH HabonasaiTe 3a eBEHTYANHH NPH3HAUKM HA 3n0ynoTpeda ¢ radaneHTHH.

OcTbp nankpeaTut
AKO NAUKMEHT PA3BUE OCTLP NAHKPEATHT NPY NEUEHHE ¢ rabanenTuH, TPAOBA Aa ce 00CHLAM PEKPaTABAHE
Ha AcucHUueTO (BinK T. 4.8).

['Lpuope
Brapexit, ve hama 2anuu 3a pebayua deHOMEH Npy NgueHHe © rabanenTHH, PpA3KOTO NPeKLCBAHE Ha

AHTHKOHBYJICAHTHTE NPH NALHEHTH ¢ SMIHASTICHA MOKE J1a LOBEAE 10 enuaentiYen ctatyc (Buk 1. 4.2).

Kakto npyd 4pyru adiTHENHNENTHYHE AKAPCTBA, HAKOW NaUuHEHTH MOTAT 4 HMaT NOBHLIABAHE Ha
HECTOTATA HA MbPUOBATA AKTHBHOCT WITH MOABA HA HOB THIT rbPUYOBE MPH CHCHHE C raGanexTHH.

KakTo npu ApyrnTe aHTHENHASITUYHH JSKAPCTBA, ONMUTHTE 33 NpeKpaTaBaHe Ha npuapy
AHTHKOHBYJICAHTH MPH AEUSHHETO HA pePakTePHU NALKEHTH ¢ NOBEUE OT NHO aHTH
NeKapeTBO, C LEN /13 ¢€ NOCTHIHE MOHOTepAITNS ¢ rabaneHTHH, PAAKO HMAT YCRex. /




IaGanenTiHd ce cunTa 33 Hee(PeKTHECH N0 OTHOLWECHHES HA NbPBUYHO TeHEPANIIUPAHN FBPUOBE, KATO
abCaHCHTE W MOKE 1A BIOILH Te31 FbPUOBE [IPH HAKOW NalueHTH. 3aTosa, rabaneHTHH Tpadea aa Obae
H3NOM2BAH ¢ NOBHILEHO BHHMAHHE NPU MALHEHTH CbC CMECEHH MbPUOBE, BKNIOYBALLH U afCaHCH,

3amaiipaHe, ChHAMBOCT, 3aryda Ha Cb3HaHue, 00bPKBAHE H VMCTBEHO YBPEH/AHE

JleueHHeTo ¢ radaneHTHH € CBLP3AHO ChE 3amMaliBaHe H CBHIMBOCT, KOHTO UXa MOrJH aa yBennuat
ueCcTOTaTa Ha Cy4aliHo HapaHsisaHe (Nafane) npH MAUHEHTY B Crapyecka By3pact, [Tony4asatu ca ¢ollo
NOCT-MaPKeTHHIOBY ChOOIEeHNS 3 3ary0a Ha cb3HaHHe, 0OBLPKBAHE i YMCTBEHO yBpexaane. Mopaau
TOBA, NALBKSHTUTE TpﬂﬁBa ad 61::113'[‘ NOCHLBETBAHN A4 NOAXMAKIAT ¢ MOBHUWICHO BHHMAHWE, 10KATO HE
CBIIKHAT € NOTEHUHANHUTE ed)ercm Ha ﬂeKapCTBeHI/lH l'lpO,ElyKT.

Cynunana nagauns u nopeigHue

CyWUHAHN HALALKK Y MOBeAeHHE ¢a OHIU TOKNAABAHU TIPH TIALUEHTH, TEKYBAHH C AHTHENHIENTUHHH
JIEKAPCTBA N0 HAKONIKO Mokasanud. MeTa-anani3 Ha paHAOMU3HPAHU 1auedo KOHTPONNPaHH
NPOYYBAHUA € AHTHEMUASNTHYHMU NIEKApCTBa CBLUO AOKa3Ba IEKO NOBHILEH PHCK OT CYHUMIHH HAMEPEHHA
¥ NoBeAeHNE, MEXaHHAMDBT HA TOIM PHCK HE € WIBECTEeH U HANWYHUTE JaHHH HE HIK/IFOUBAT
Bb3MOXKHOCTTA OT [IOBMUIEH PUCK OPK JitYeHUe ¢ 'abaneHTIH.

Topaau Toea nauHenTute TpaAGEa Aa C¢ HADMOAABAT 34 NPN2HAUM HA CYMLMANH MOSALWH W NOBENSHKE H
TpadBa Ja ce pasrnea BbIMOKHOCTTA 32 NoaxoAawo neveHre, ManuenTnre (M nonarawmre rpiKy 3a
TaX) TpadBa Ja OLAAT NOCLBETBAHK A8 MOTHPCAT CNIELUHO MEAUIHHCKA NOMOLL, aKo 3a6eNekar NPH3IHALH
HA CYHUMAHKH HAMEPEHNA | [I0BEACHIHE.

E/HOBpeMEHHO NPUNATAHE € OMUOHIH _

[TalMeHTHTE, NPH KOHTO Ce HIUCKABA eAHOBPCMENHO NIEUSHHE ¢ ONMHOWAH, TPAGBA 1a GbAaT HAb ik IaBAHH
BHMUMATENRE 32 NPU3HALKN HA NOTHCKAHE HA UeHTPaTHATa HepaHa cHetema (LEHC), kaTo cOMHONEHTHOCT,
ceaauus M NOTUCKAHE Ra AHUIaKeTo. [TalHenTHTE, KOUTO NPHEMAT €IHOBPEMEHHO rafaneHTHH 1 MOphuH,
MOXKE 8 PA3BHAT [OBMILEHH KOHUEHTpaUWu Ha radaneHTHH. Jo3ara ua rabanedTud WiH OIHOUAKTE
Tpadea a3 6bJe NOAX0AAUWO HaMaieHa (BHK Touxa 4.5).

PecnivparopHa aenpecus

I'abanenTHH € CBbp3aH C TeXKKa PECNNpaTOpHa nenpechs. [TAUHERTH ¢ HapyLUeHa pecupaTopHa
(byHKUHA, PECTINPATOPHO HAH HEBPONOTHYHO 3ab00aBaHe, OHOPEUHO VBpEkKIAHE, eAHOBPEMEHHA
ynorpeda Ha aenpecant Ha LIHC v nauvenTy B HanpeaHana Bb3pacT MOXeE a Ca HIOKEHH Ha NO-TONAM
PHCK OT U3NHTBAHE HA TA3H TEKKA HEKEIAHa peakiua. BL3MOXHO e na ce HANOKY alal THPaHe Ha 1o3aTa
TPH TE3H ALUEHTH.

Crapuyecka Bh3pacT

He ca npoBexaatu CHCTEMHH NPOYYBAHNS [PH NALKEHTH Ha K Hag 65 roauud ¢ radanenTdd. B earo
ABOHHO-CNANO NPOY4BAHE NPH NALMEHTH ¢ HeBpONaTHa Goika ca HadHOAABaHH COMHONEHTHOCT,
nepr(pePEH OTOK U 4CTEHHA B NO-BHCOK NPOUEHT NpPH NAUMEHTH HA BL3PACT HA M HAal 65 rofHuH,
OTKOAKOTO MPH Mo-MNaau NauneHTH. OTAERHO OT TE3H AaHHN, KNIMHUYHU NPOYUBAHUSA B TA3H BbL3PacToBa
rpyfa He MOKA3BAT MPOPHA Ha CTPAHHHHHTE PEAKUMH, PAIIHYEH OT HabNoIaBaHNS NPK NO-MAAIH
AaLHeHTH.

[MearaTpuyta Gonyaauns

EdexTnte 0T AbNTOCpOUHO NeHenue (No-abiro 36 ceammuun) ¢ rabaneHTHH BhpXy 00yueHUeTo,
HHTENEKTa N pA3BHTHETO IIPH AEUA Y IOHOWIH HE €a NPoyHeHN aaekBaTHo. CneoBaTenHo, NON3UTE OT
NPOABLILKUTENHO JIeUenHe TPROBa 13 ce ChNOCTABAT ¢ PHCKOBETE, KOUTO TO HOCH,

JlaGopaTtopnu TecToBe :
DanuHeo NONOKUTENHH PE3YNTATH MOTAT 43 6bAaT HONYUEHH TIPH NONYKOMMUECTRE
0BLINA NPOTEHH B YPHHATA upes TecT-neHTH. [Topaay Toea ce apenopbyra, TaKHBA d




PE3YITATH OT TECT-JCHTH, A2 CE€ NOTBB{HKIABAT HPe3 METOAH, 5a3UPAHI NA PAMIHYCH AHANUTHYEH
NPHHUKMA, KATO MeToNa Ha Biuret, TYpOMAHMETPHUEH TECT LW CELPIBAIUM GOT METOAN, HAK TE3M
ANTEPHATHBHH TECTOBE A €& U3NON3RAT MbPBOHAYANHO.

ToBa nexapcTBo Chabpka nakTo3a. [MayueHTHTE ¢ peaKkH HACASACTBEHH NPOGIEMH HA rATAKTOIHA
HEMOHOCHMOCT, Lapp MaKTa3Ha HeAOCTATHYHOCT HIIH IVHOKD30-TANAKTO3EH ManabcopOHOHEH CHHAPOM
He Tpabea Aa NPUSMAT TOBA NEKAPCTRO.

4.5  BsaumogeiicTBue ¢ APYTH JeKAPCTBEHH NPOAYKTH H APYFH (POPMH Ha B3auMoneiicTBHe

Hma crouTannn o NHTCPATYPHH CLODUIeHIA 32 IOTHCKAHE HA JAHINAHETO Wuin cenanng, CBbpP3alu ©
rabaneHTHH u ynotpeda Ha onuonau. [Ipu HAKOM OT Te3n CLOGIIEHHA, ABTOPHTE OTAABAT CNEUMAIHO
3HAYEHHE HA KOMOUHHPAHETO Ha ralaneHTHH U OMUOHN, OCOGEHO MPH NALMEHTH B CTAPUECKA BbIPACT.

Mopdmn: B enno npoydrane, skawysain 3apasy godposonun (N=12), korato kancyna mopdut ¢
KOHTPOARPaHO 0CBODOKAaBaHe 0T 60 mg e npunokena 2 yaca npenu xancyna 600 mg raBanentun,
cpennata AUC Ha rabaneHTus ce e nosuimna ¢ 44%, B cpaBHeHE ¢ radanewTnn, npuacsken 6e3
mopduu. Tosa e Ouno cBbP3aHO ¢ yBENHUeH npar Ha Gonkara (cold pressor test), Knunnuuata
33BUCUMOCT Ha TAKHBa HPOMeERH HE e onpeaenena. CTolinocTHTE (hapMaKOKHHETHYHUTE NapaMeTpH Ha
MOPMUH He ca UM 3acerHaTy OT NpUIoKeHHeTo Ha radanentun 2 yaca cnea mopdun, Habmonasannre
ORHONA-MEAHRPAHN HEKENAHH PEAKLMYN, CBBP3AHH C NPHNOKEHHETO HA MOpdNH ¢ rabaneHTHH, He ca ce
pa3nuuaBany 3HAYUMO OT TE3M NPH NPHIoRKEHUE Ha Mopdud ¢ nnaueo. CTenenTta Ha B3aiiMoaeiicTBue
NpH ApYTH A03H He e u3BecTHa (BIKTE Touka 4.4).

[Topaau ToBa, nauueHTHTE TPEGBA CTPHKTHO Ja CE CNEAAT 33 NpH3IHauy Ha aenpecks Ha [{HC, karo
COMHOIEHTHOCT M A03UTE Ha radaneHTHR HAM MopdmHa Aa Tpsbea 6bAaT HaMAEHN 10 NOIXOAALL0 HHED,

He ca nabmonaeany BiaumoaeHcTBrA Mexy radanentu u genodapbnran, denntoun, Bannpoesa
KUCENUHA Uik kapbamasenuy. PapMakoKMHETHKATA HA radaneHTHH MPH PABHOBECHO CLCTOAHME €
nofobHa npu 3apasu 10GPOBONLK U NALMENTN € ENMUNEIICHS, EKYBAHN C HAKOH OT TE3H
AHTHKOHBYJICRHTH.

EAHOBPEMEHHOTO NPUNOKEHHUE HA ralaneHTUH W NEPOPATHH KOHTPAUENTHEU, ChALPHKALLN HOPETHHAPOH
H/MAK eTHHUIECTPAAMO, HE IOBAHABA PABHOBECHATA PapMaKkOKUHETHKA HA HUKOS OT CYGCTaHiIMuTe,

EanoBpeMenHOTO NPHACKEHHE HA radaneHTHH ¢ AHTHALWAM, ChAbPWKALLH aTyMHHHE U Mardeskii,
Hamanasa SHOHATMYHOCTTA Ha radanenTuH ¢ o 24%. [Ipenopbysa ce rabanedTuH Aa ce npuema Hali-
PaHo JABa “aca cael NPHIOKESHUS HA aHTHALMAK,

Bripeunara ekckpeuss va radaneHTHH HE & TPOMERA OT npobenenna.

JlexoTo chuapane Ha OpOpeyHara exckpelns Ha rabanedTiH, HabIOAABAKO NPy eAHOBPEMEHHOTO
NPHAOMKEHHE C UHMETHANH HE € OT KIMHHYNO 3HAYSHHUE,

4.6 @epTUaHTET, GPEMEHHOCT H KbpMEHE

OGU1IM pHCKOBE, CBBR3AHK C EMUIENCHATA Y AHTHENUASITHYHUTE JEKAPCTREHN OPOAYKTH

PuckbT OT BpoaeHu AedexTH e nosuiieH 2-3 NBTU B MOKOJCHHETO HA MAiKi, NEKYBAHH C
AHTUCTTHACHTHYHN IeKapCTBenH npoAykTH, Hali-uecTo JoKnafRanuTe ca 3aelliKa YCTHA, ChhAeUuHo-
¢bA0BU ManPopMauni AepeKTH Ha HeBpanHaTa Tphia. MHOrOKOMIOHEHTHATA aHTHENUNENTHYHA
TEPaANus ¢ CBLP3AHA C M0-BHCOKA YECTOTA HA BPOLCHU ManpOpPMaLuy OTKOAKOTO MOHOTEpAT




HY#1aTa OT aHTHENHAENTUYHO NeveHHe TpadBa 1a ce npepa3riena, KOraro xeHara niaHnpa SpeMeHHoCT.
He TpadBa aa ce npeanpuema BHEIANHO NPEKPATABAHE HA aHTHEMUIENTHYHOTO IeHeHHE, Thil KATO TOBA
MOJKE 44 N0BEAS 10 NOBTOPHA NOABA HA MBPHOBETE, KOSTO MOKE 1A #MA CEPHO3HU MOCTeANLH 32 MafikaTa
# feTero. 3adapaue B PA3BHTHETO NPH Jeua Ha Maliku ¢ enunencys e HabMOaaBaHO PAAKO. He ¢
Bb3MOXKHO Ja ce AnPepenLnpa, 1any 3a0aBeHOTO Pa3BUTHE € NPHUHHEHO OT reHETHYHH, COLHANHU
hakTopH, MaliulHATA SUACTICUS KU OT AHTUENHNENTHYHOTO JeYeH e,

Puckose ¢BBIaHU ¢ radanel T

BpemenHocT
Hama noctarsuay JauHM 32 ynoTpedarta Ha ralaneuTuH npu GpeMeHHH.

[TpoyysaHna NpH KUBOTHH NOKA3BAT PENPOLYKTHRHA TOKCHYHOCT (BIK T. 5.3). TTOTEHUNANHUAT PHCK
nput xopara € Henspecred. ['abanenTuH ne TpaOBa Aa ce M3n0m3Ba MO BPeMe HAa OPEMEHHOCT, OCBEH aKo
MOTEHUHANHATA 10133 3a-MaH KATA 3HAUHMO HAJBHILIABA NOTEHUHUANHHA PHUCK 3a nnaad.

He mozke 1a ce HanpaBu OKOHYATESHO 3aKSTI0UeHUE, Aank radaneHTUH € CBhP3ak ¢ MOBHIIEH PHCK OT
spoAeH MATPOPMALHH, KOTaTO CE NpUeMa N0 Bpeme Ha DPEMEHHOCT, Thif KaTO TE MOraT J1a ca pesyarar
Ha camaTa enuiercHa iKW Ha ChIbTCTBALIOTO AHTHENUISNITHYHO ACUEHHE MO BPEME HA BCAKA
Joknansana OpeMeHHOoCT.

Kvpmerie
I'abanenTin ce excKpeTupa B HOBEWKOTO MaAko. [Topaan ToBa, ue He € H3BECTeH ShEKTHT BBPXY

KbpMaderara, Tpabea Aa ce B3CMaT NPeAna3sHy MepKkM, KOraTo Tol ce npuiara Npv KbpMeElH Maliki,
l"abGancHTHH TPAOBA 1A Ce U3II03Ba NIPH KbPMELLH JKEeHH, caMmo KOraTo NoA3aTa 3HAYHMO NpesuiliaBa
NOTEHLUHANHUTE PHCKOBE,

Deprunmrer
Hsama edexT Bopxy GepTHIMTETa NPH NPOYUBAHUATA NPH KUBOTHH (BXK. T.5.3)

4.7  Ediexvd Bupxy cnocobHocTya 3a modupane H pabora ¢ MAMHAH

["abaneHTny MOXke Aa UMa CAAdo UK YMEPEHO BIUAHHE BLPXY crocobHOCTTa 3a wodmpane n pafora ¢
MawrHe, ["aBanenTiH aeficTea BbPXY LEHTPA/IHATA HEPBHA CHCTEMA H MOKE 14 IPHYHHH CHHIHBOCT H
3AMAAHOCT HIH APYTH NOAGOHR cuMnTomu. JopH ako ca B I€Ka MM YMEPEHA CTeNeH, Te3N HeKeNaln
ePeKT MoraT na ObJaT NOTEHLUHANHO ONACHH IPH MALMEHTH, KOMTO WOGUPAT nil padoTaT ¢ MallHHH.
Tosa e no-H3pa3zeHo B HAHANOTO HA NEMEHUETO W NMPH YBEJHYABAHE HA N03ATA.

[MagnerTute TpsGBa Aa 64T NOCLEETBAHU 4 He WOPHPAT UIH A3 HE PABOTAT ¢ NOTEHLUHANHO ONACHH
MaILHHH, 10KATO He paz0epaT AaiH TOBA JEKAPCTBO HAManaka CNoCcoBHOCTTA M 32 U3BBPLWBAHE HA Te3H
AeHHOCTH,

4.8 Hexenann JekapeTBeHH Peakuuy

Hesxenanute nekapcTBenis peakuni, HabMoAaBaRY 110 BPEME HA KIHHUYHH NPOYUBAHHA [pu enHIENCHS
(200aBbYHA HITH MOHOTEPATIMA) U HEBPONIATHA DOJIKA, Ca NPSACTABEHH NO-A00Y B CIHCHK, NOAPEAEHH
Cnopes TeXHUA KAaC U YecToTa (MHoro uectH (21/10), uectu (21/100 o <1/10), neuectu (21/1000, no
<1/100), peaku (21/10 000 go <1/1000), mHoro peaxu (<1/10 000}, uenipecTHa 4ecToTa (OT HATHUHHTE
JaHHU He Moxe 1a Oble HanpaBena oueHka). KpeTo HExeNanaTa NekapeTeeHa peakuys ¢ HaBmo1aBaHa
€ pazIH4Ha YECTOTA B KNMHHYHKTE NPOYUBAHWA, TA € 3aNMCaHa ¢ HAR-BUCOKATA A0K/IA/]BAKA YSCTOTA.




JONBAHKTENHUTE HEXKENAHN PeaKUHH, JOKNAIBAHH MO BPEME HA NOCT-MAPKETHHIOBHS OMKT, ¢a
BEJIFOUEHH € HEM3IBECTHA 4ECTOTA (OT HANMUHHTE JaHHH HE MOXKe Aa Obje HanpaBeHa OUCHKA),
NpeacTaBeHy ¢ KEpCud B NO-10JHHA CTIHCBK.

B PAMEHTE Ha BCAKO IPYNHPAHE [0 HECTOTA, HEKENAHNTE NEKAPCTBEHH peaklUHH Ca NPEACTABEHN B pea

Nno HaMansBalla CepHO3IHOCT.

MedDRA- encTemo-opramusi
K/BICOBe

Cumnrom ‘,

Hapymen HA R Kpeema o
AUMpRAmMA cucmend
Yectn

C HeusBeCTHA YecTOTA

TNeBroneHus
Trovboyumonenus

Copoennu Hapyttenun

HeuecTu [TannurauHu
Hapywenua ua yxomo u

2aDUPURIL

YecT Bepruro

C HeH3BeCTHA HECTOTa Tuwumye

Hapyuienun na owume
Yectu

HapyiteHus Ra 3penneto, kate amGRHOnNa, AHARONHS

CrmoMauno-4peeH U HapyuieHua
Yectn

Hevectn
C HEeH3BeCTHa YecToTa

[MoBpbuiane, rageHe, 3604 AHOMANTHY, THHIHBHT, HAPHA,
KopeMHa H0aKa, QHCTIENCHS, KOHCTUITALKA, CYXO0Ta B YCTATA U
I'bPJIOTO, METEOPHIEM

Hucdarns

[anupeamum

Odutu napyuwetina u eghexmu na
MACHIGINE RO HPHTONCEHIC
MHOro yecTH

YecTu

HeuecrTn
C HeuzBecTHA HeCToTa

Ymopa, Tpecka

lNepudepen UnK reHepany3upat oTok, adHOPMHA MOX0AKAE,
actenus, 000Ka, Hepa3MONOKEHHE, TPUTIONOA0OCH CHHAPOM
Fenepanusupad eneM, [Nanave

Pearyuy #a omueMane npu crupane g evenuemo (nati-uecmo
QE3RORCUCINED, DEICBHUE, cadene, Doaxra, UHOMABANE), ZpLind
Go.ara Coofiyasa ce 3a CIVNAN Ha BHEIANHA, REODACHUNG CUBPM,
KOO RPUSHHHO-CAEOCIIBERA 83K C JEYEHUEMO ¢ 2a0UneHmun
HE & VCHIAHOGEHA

Xenamodwiuapuu Hapyenun
C HeWn3BecTHa yecToTa

XenaTuT, HeATeHNLA

Hapywienua na umynaama
cucmema

Heuectn

C HeM3BECTHA YSCTOTA

ANEPruvHu peakunu (Hanp. ypTuKapus)

Cunopost Ha CBPBLXMYECHBUMETIOCH, CUCINEMHG PEUKYUS ¢
APOMEHAUGH CHMAMIOMYU, KOMUIO MO2Am O gRI0USOM MPECKA,
00Us, XeRamum, A uDoRamus, eoRUHOGUIUA, KAKMO HORSKOSA 1
Apyen caimmony, anadbuiarcun

Hudgrexunuu u undecmaruu
Meuoro yectu
Yecrr

BupycHn nuexumu
TlueBmoHKA, pecnupaTopHu nHeRUHH, HRDe
(TBTHLLE, OTHT Hd CPEIHATO YXO




Hupuanasanun, ompasanua u
YCAONCHEHHA YCIONWCHEH A,
GBIHNKHLTI ¢ pel).THidn Hd

HHMEPECHUNY

YecTH CnyyaiiHo napaHgBate, (hpakTypi, abpasus
Hicredsunun

Yectn JleBronennd, nokausaHe Ha Terao

HeuecTtu [ToBHineHy CTOHHOCTI HA YepHOAPOOHNTE PYHKUHOHANHHU

C HeuzBecTHa vecToTa

tectore CT'OT (ACAT), CTTIT (AJIAT) u GunnpybuH
Hoauuwiena kpeamunun hocorunasa ¢ xpvema.

Hapymwenua na vemiadoauina u
XPpaHeHemo

YecTH

HeuvecTH

Penkn

C Hel3BECTHA YecTOTa

AHOpPeKCUs, OBHILCH aNgTHT

XunepriukeMmus (Hafi-uecTo HAOMONABARA IPH NALKMEHTY ©
nuader)

XunornuxeMus (Haii-uecto HadMKNABAHA NPH NALHEHTH ¢
avadet)

Xunonamprueis

Hapywernun na mycxyano-
CKETEMRama cucmema
Uectn

{ HEM3BECTHA YecToTa

ApTpanrud, MHarng, SonKkH B rhkpla, coazMu
Paddovuouza, muorionye

Huapywenun na nepsnama
cHcema

Muoro uecTy

Hectn

Heyectn
Penkn
C neM3BecTHA yecTOTa

COMHONIRHTHOCT, 3aMAsHOCT, aTaKkcus

KoHBYICHH, XHIIEPKUHE3UH, NU3APTPHA, AMHE3HA, TPEMOD,
Oeschrne, rnaBoboNHE, YCEWAHNA KAaTo NAPECTE3HH, XHNECTEINH,
KOOPAHHAUHOHHH HAPYLUSHHA, HUCTArBM, MOBHILSHH, HAMANEHH
HJIM MUNCBALLK pethnekcH

XHNOKHHE3HH, YMCTBEHO YRPEKIAHE

3ary0a na cb3naHne

Heuzame iy napyiteHus (ranpuvep Xopeoamemosd, QUCKUHE FUA,
SUCHIOHA)

Heuxuunu napywenun
YeeTn

HeuecTtn
C Heu3BeCTHA YecToTa

BpascaeOnocT, 00bpKkaHOCT H eMOLNOHAHA HECTaBUITHOCT,
Aenpecus, 0e3N0KOACTBO, HEPBHOCT, A0HOPMHH MHCTH
AXKHTAUHA

Xanvoyunayuu

Hapywenun na svopeyqume u
HUKOUHUME HDIUIR
C HeH3BECTHA YecToTa

Hurxonmunenyua, Ocmpa fodipeina nedacmamviuoc

Hapywenua na
EBINPOUIEOOUMETHANNT CHCFHEM
u Zapoama

YecTu

C Hen3BeCTHA yecToTa

WUmnotenTHoCT

Xunepmpodus Ha SbpOoama, SUHEKOMACHIISL, CeRCYaTHa
SUCEVHRYUR (BRUOYIMNEING HPOMERU & AUOUDOMO, HOPVRIBHERSLL .
EAKVIQUUAMA U GHOPCA3WG) %

Pecnupamopnu, 2pvonu u
MHEOUACHUHAIRU HAPYHIEHUA




Yectn HucnHes, OpOHXHT, GapiHTHT, KAILANUE, PUHUT
Peaku Pecnnparopha menpecHs

Hupyrenun na Koxcamia u
HOOKOMCHAMI INBKAH

Ueetn OTOK Ha IMUETO, NYPNYPa, Hait-4eCTO OMUCBAHA KATC HATBPTRAHE
mpu PpH3Muecka TpasMa, OOpHB, ChpBex, akHe
C Heu3BecTHa HeCTOTa Cundpon ua Stevens-Johnson, ancuoeden, epmenad

Myamubopue, d1oneyus, Jexapemeen 00pue ¢ eo3uHodINa U
cucmeMut ciwnmon (e, mouxa 4.4),

Cuoostt HapyuieHun
YecTH XMNepTOoHHKH, BA30AHIATALHA

an neyenne ¢ raaneHTh ca AOKNAABaHH CJIYy4aH HA OCThP NAHKPCATHT. przkaTa ¢ rabaneHTHH e
HencHa (BUK T, 4.4).

[pu nauneHTH Ha XeMOJHAAN3A TOPaJIH TEPMHHANIHA OBOPEUHA HEAOCTATLYHOCT Cé ChOOLLARA 34
MUOIMATHA ¢ NOBHILEHH HHBA HA KPeaTHHHHKMHA3ATA.

HHjerunn Ha JaXaTenHaTa CUCTEMA, CPEASH OTHT, KOHBYIICHH H OPOHXHT ca NOKNAARAHH CaMQ B
KAHHHUYHUTE NPOyYBaHHA NPH Aela. B 1onbIHeHHe, B KITHHHUHHTE NPOVUBAHHSA NPH JeLd ¢a JOKIaABaAHH
NO-YECTO AFPECUBHO MOBEACHUE N XUNEPKHUHEHH.

CoobulapaHe Ha NOAOIHPAHU HEMKENAHH PeaKkiiny

CroGuiaBaHeTo Ha NOAO3MPAHY HexKeNlaHH PeakUMA cnea pazpellaBaqe 2a ynorpeda Ha NeKapCTBeHHs
NPOAYKT € BaXHO, ToBa MOIROAARA A4 NPOIbJEKH HAONKACHHETO HA ChOTHOLICHUETO MON3a/PHUCK 3a
NekapeTBeHNS MPOoAYKT. OT MeIMUNHCKHTE CHEUHATNHCTH C8 H3HCKBA 1a ChoOILIABAT BCAKA NONO3HPaHA
HEWETAHA PEAKUKS Upes

HantnHuTeNHa areHU M NO ieKapeTeaTa

v JHaman [pyes™ Ne §

1303 Codpus

Ten.: +35 928903417

yebcadT: www.bda.bg

4.9 Ilpenozupane

He e Habaronasauna ocTpa, *KuBOTO3ACTPAIABALLA TOKCMYHOCT NPH CBPLXA03H rabaneHTin no 49 g.
CHMIITOMHTE HA NPEAO3HPAHE BKIIOUBAT 3aMafsHOCT, ABOIHO Bu#AaHe, HESCEH I'OBOP, CLHIHMBOCT,
NETAPrAsA W IEKa AHapHa, BCHYKH AaLHEHTH CA C& BB3CTAHOBUN HATBHO C MOALBPKAILO NeHeHHE.
Hamanenara abcopOuust Ha raaneHTHH MPH NO-BHCOKM I03H MOXKE J1a OrpaHH4H adcopbuuaTa na
NEKapCTROTO 10 BPEME HA NPSAO3UPAHE H TAKA A2 HAMANM TOKCUYHOCTTA OT CBPLXA03aTa.

Bunpeks, ye rabarneHTud Moxe fa 6b/1¢ OTCTPAHEH UYpes XeMOZHANIN3A, 0azHpaiKkH ce Ha MPeAHLLUEH ORHT,
TOBa OOUKHOBEHO He e HeodxonuMo. BhipekH TORa, NpH NauneHTH ¢ Texko ObOpeyHO HapyLIEHHe,
XEMOLHANMIATA MOYKE 12 € TOKA3aHA.

JletanHaTa [epopasnHa 303a Ha radaneHTHH He e HHEHTHCDH UupaHa mpyH MALIKH H NABX0BE, NPH J03H OT

8000 mg/kg. IlpriaHannTe Ha OCTPa TOKCHHMHOCT NPH KUBOTHH BKNHOUBAT ATAKCHS, 3ATPYAHEHO AHIIAHE,
nTo3a, HaMaJleHa aKTHBHOCT HIH Bb30YIA. :

5. ®APMAKOJIOTHYHH CBOHCTBA




5.1 ®apMakoIHHAMHUHH CBOHCTBA

QapmakoTepanesTHYHa rpyna: JIpyrd aHTHeNHIeNTHLLE H AaHTHKOHBYJICAHTH
ATC kon: NQ3AX12

Mexaunsbm Ha geficteme

TouHHAT MexaHu3bM Ha AcitCTBHE HA rabaneHTHH He ¢ u3BecTeH. [abaneHTHH & CTPYKTYPHO CBbp3aH ¢
HesporpadcMuTepa GABA (raMa-aMHHOMACTIEHA KHCENHHA), HO HETOBHAT MEXAHUIBM HA NEHCTBHE &
Pa3{yueH OT MEXAHN3MA Ha AEHCTBHE HA HAKOH JPYTH AKTHBHH CYOCTAHLME, KOUTO BlauMoeiicTear ¢
GABA-cHHancuTe, BKJIIOUHTENHO BANnpoart, 6apGHTypatH, GEH30HA3CNMHE, HHXHOHTOPH Ha
GABATpancamnnasata, HHXHOMTOPH Ha 08paTHoTO NoeMade Ha GABA, GABA aroHucty, u
npeawectsenuun Ha GABA. /n vifro npoyuBanus ¢ MapKHpaH ¢ H30TON rabaneHTHH XapakTepH3npaxa
HEMO3HATO 10 MOMEHTA NENTHA-CBbPBALLO MSCTO B MOFbUHATA ThKAH HA TINLX, BKAKUHTENHO B
HEOKOPTEKCA H XUMOKAMNA, KOETO MOXKE 1A € CBbP3aHO ¢ AHTHKOHBYNCHBHATA M aHANMETHYHA AKTHBHOCT
Ha radaneHTHH W HErOBHTE CTPYKTYPHHU Npou3BoaAH. CELP3IBALIOTO MACTO Ha rafaneHTuH ¢
HaexTuguurpato karo aapar-aenrta cydeAMHHUA Ha BONTAXK-3aBHCHMHTE KANLUHERH KaHaH,

PapmaxoauHamMu4HH ebekry

[a0ancHTHH B KTMHAYHO 3HAYMMU KOHUSHTPALMY HE CC CBLP3BA C PeLUERTOPHTE HA JIPYTO NOHATO
NIEKAPCTRO WM HERPOTPAHCMUTED B MO3bKA, BEMoUHTeNHO GABA L, GABAGR, OeHz0nHazeniHOBY,
rAyTaMaTHu, ridouH Win N-methyl-D-aspartate petientopn.

FabanexTus He B3aMOACHCTBA C HATPUEBHTE KAHANU in vifro ¥ O TOBA CE Pa3iuyaea ot GPEeHUTOUHA H
kapdamazennra. ['abanenTHH YacTHYHO PEAYLHPA OTMOBOPHTE HA MTyTaMaTHUA aroHHeT N-methyl-D-
aspartate (NMDA) B HAKON TECT-CUCTEMY iR Vilro, HO CEZMO NPH KOHUEHTPALMK No-rosiemi ot 100 uM,
KAKBHTO HE C€ NOCTHraT in vivo. [abaneHTHH cnabo HaManaBa 0CBOOOKIABAHETO HA MOHOAMHHHHTE
HEeBPOTPAHCMUTEPH in vitro, [TPUNOKEHHETO HA raDaneHTHH NPH NITbX0BE NOBHILABA 00MaHaTa Ha GABA
TLPHOBLPA B HAKQH MOFLUHH PErHOHH NO HAYWH NOA0GEH Ha HATPHEBHA BANNpOAT, BLIPEKH Ye TORA
CTaBa B PA3NNtHK 0DAACTH B MOIbKA. 3HAYSHHETO HA Te3H paziMyHH NelicTBHS Ha radaneHTHH 3a
AHTHKOHBYJICHBHUA ef)eKT, ocTasa 1a Obae ycTanopeHo. [Tpn muBoTHH, rabaneHThy NecHO HABIH3A B
MO3IbLKA M NPEAOTBPATABA TbPHOBE 0T MAKCHMAJIEH ENEKTPOLUOK, OT XUMHYHH KOHBYJICAHTH,
BKIOUMTENHO HHXUOHTOPH Ha cuHTe3a Ha GABA M B reHeTHYHH MOJENH Ha MbPUOBE.

KnHuHu4Ha edyracHoCT M 6e300acHOCT

KAuH1uHO npoyusaHe Ha ACNbABALIOTO Jle4eHHE HA NApUHATIHA MBPYOBE NPH NEAHATPHUHH NALNEHTH HA
BB3pACT OT 3 10 12 roanHK, NoKa3sa pasnuka, KOSTO HE & CTATHCTHYRCKH 3HaunMa B 50% uvecTora Ha
OTroBapslLH B 00133 HA rpynarta ¢ rafaneHTuy, B cpaBieHye ¢ naauedo. JlonsaHUTeNHH nocieaBaum
aHATH3H HA YECTOTATA CIOPe] BhIPAcTTa, HE Pa3KPHBAT CTATHCTHUECKH 3HAUMM eekT Ha Bb3PacTTa,
HHTO KATO NPOABKUTENHA, HUTO KATO JHXOTOMHA NMPOMEHTHBA (BBL3pacToORM rpynH 3-5 1 6-12 rogudu).
JaHHUTE OT TO3H JOMBLJHHTENEH NOCNEABALL AHANH3 ca 0OOGILeHN B TAdIMLATA NO-A0ITY!

Otrosop (250% nonodpedn) oT nedvedueTo Ha Bbapactosa MITT* nonynauus
p ¥

Bunapactoea kateropus | [iaueto [abanenTH P-ctoiinoct

<6 o HUIHA Bh3pacT 4/21 {19.0%) 4/17 {23.5%) 0.7362

6 10 12 roauuinm 17/99 (17.2%) 20/96 (20.8%)




*Moaudnuipanara IOANEKAWA HA NEHEHIE NONYAAUMS € ONPEAENEHE KATO BCHUKH NalmeHTH
PaHIOMHIHPAHH 34 MPOYYBAHOTO JEYEHHE, KOHTO CHILO MMAT H MOAXOAALUM 3& OLEHKA I'PUOBH
JMHCBHHUH, HATHYHH 38 28 AHH NO BPEME Ha W3XOLHATA W ABOiHO-clAnaTa qasy.

5.2 ®apMaKOKHHeTHYHH ¢BoiicTBa

Abcopbuug

Cpen nepopaiHo fnpuiokeHHe, NHKOBHTE NIA3MEHH KOHLEHTPAUWH HA rabaneHTHH ce Habno1aBaT B
pamkuTe Ha 2 10 3 yaca. BuoHanuuHocTTa Ha rabaneHThH (aGcopGupanara dpakuna oT 1o3ara) UMa
TEHIEHLHS 12 CNala ¢ yBeNHYEHHE Ha A03aTa. ADCOMOTHATA GHOHANMYHOCT HA kancya oT 300 mg e
npnonusutento 60%. XpaHata, BKIIOYHTEIIHO JHETA ¢ BHCOKO ChbPKAHHE HA MA3HUHH, HAMA KITHHHYHO
3aBHcuM edekT BbPXY QapMaKokHHETHKATA Ha radaneHTHA,

DapMakoKUHETHKATA Ha radaneHTHH HE ce NOBNHABA OT NOBTOPHO NpuioxkenHe. Bunpekn, ue
MNa3MEHKTE KOHLUEHTPALUNH HA radaneHTHH ¢a OCHOBHO Memay 2 ng/ml u 20 ng/ml 8 KinHu4HK
NPOYYBAHHA, TEZH KOHUSHTPALUK HE Npeacka3BaT (e30nacHOCTTa WK ePHKACHOCTTA,
DapMakOKHHETHYHHTE MapaMeTpH ¢a nageny B Tabmuna 3.

Tabnuua 3
Oodobwenue Ha cpeannte (% CV) paBrosecHH dapMakokHHETHYHH napaMeTpH HA rabaneHTHH clen
MPHIOKEHHE HA BCEKH OCeM Jaca

Dapmaroxunetnuer | 300 mg 400 mg 800 mg
napaMeTsp {(N=7) (N=14) (N=14)
Cpeaen % CV CpeaeH % CV Cpeaen % CV

Conax (g7/ml) 4.02 (24) 5.74 (38) 8.71 (29)
Twax (hr) 2.7 (1%) 2.1 (54) 1.6 (76)
T 14 (hr) 5.2 {12) 10.8 (839 10.6 (41
AUC(0-8) 24.3 (24) 34.5 (34) 514 (27)
{pg x hr/ml)

Ae% (%) NA NA 472 (25 34.4 (37

Crnax = MakcHMaHa paBHOBECHA NITA3MEHA KOHUEHTPALMA

tmax = Bpeme 3a pocturade Ha Cgax
T 1/2 = enHMHHALKOHEH NOAYXKHBOT

AUC(0-8) = PaBuoBecHa 061acT nNoj KpuBaTa NAa3MeHa KOHUEHTpallus - speme ot 0 10 8§ vac caea

NpHeM Ha a03arta.

Ae% = [IpoUeHT HA eKCKPETHPAHATA HENPOMEHEHE YacT OT A03aTa B ypHHata oT () 10 § vac cien npuem
p P

Ha ao3aTa
NA = He e Hannuuo

PaznpenencHue

['abanenTyH He ce CBBLP3BA C NMNa3MEHMTE NPOTEHHN H MMa 00EM HA pasnpeaeneHne, paseH Ha 57.7 nutpa.
[pu naiMenTH ¢ ennencus, KOHUEHTPALKNTE Ha rabanenTuH B Uepebpocnunantata Teunoct (CSF) ca

npubnnzutenHo 20% oT CLOTBETCTBALLMTE PABHOBECHH TUIA3MEHH KOHUEHTpaunH. [MadaneHTHH
NPHCHETRA B KBHPMATA HA KbPMELLIHTE WEHMU.

BuoTtpancdopmanua

Hama nanun 3a metabonnima Ha radaneHTHH npH xopa. [adaneHTHH He WHAYUMpa xenarany g
OKCHIA3HH €H3HMH CbC CMECEHHW Eb\v HKLUHH, OTMOBOPHH 34 NEeKAPCTBCHHA MeTab0TH3bM.




EnuMitHupane
"abaneHTHH ce eNHMUHNPA HEMPOMEHEH eIHHCTBEHO Ypes ObOpeuHa ekcxpeuns. EnNMMUHALHOHHHAT

MTONYKHBOT Ha radaneHTHH € HE3ABHCHM OT A033aTa H € CPEAHO 5 no 7 yaca.

{Ipn nauuenTu B HapeAHANa Bb3PACT H MPH MALHEHTH ¢ yBpeieHa Gu0peuna hyHKUNA, MNa3MeHusT
KIHPBLHC HA radaneHTHH € peAyiupan. KoHCTaHTATA Ha CTENEHTA HA eNMMHHALIUA Ha ra0aneHTHH,
MNa3MEHHAT KIHPBHC H ObOPEYHUAT KIHPBHC Ca AUPEKTHO MTPONOPLHOHAAHH HA KPEATHHHHOBHSA
KIHMPBHC.

["abaneHTuH ce OTCTpaHABa OT MJIadMaTa vpe3 XeMonuanula. HEOGXO,EI,I/IMa € KOpCKLUHA Ha 003aT4d npH
[ALMEHTH ¢ KOMOpOMeTHpaHa OsdpeuHa PyHKUMS WKW TAKHBA HA Xemoduannia (e T. 4.2).

MhapmakxokHHeTHKATa Ha ra0aneHTHH NpH AeUa € YCTaHOBEHA npu 50 3ApaBH NAUMEHTH Ha Bh3PacT MEXAY
1 Mecew 1 12 roaunu. Hafi-o61io, mnasMeHuTe KOHUCHTPALMH HA raBaneHTHH OpH 1eua >5 roaHlIHa
BL3pACT ¢a MOoJ00HU HA TEZW NPH Bb3pactHH, A03MpadHd Ha 6asa me/ke.

JuneiinocT/HennHeliHoCT

BuoHanuyHocTTa Ha rabaneHTHH (abcopBupaHarta 4acT OT 103aTa) HAMANABA IPH YBE/AHYABAHE HA 103aTa,
KOSTO BOAM J0 HE-MHEHHOCT Ha hapMakOKHHETHYUHHTE MAPAMETPH, KOMTO BKIKIHUBAT OHOHAAHYHUAT
napametsp (F), Hanpumep Ae%, CL/F, Vd/F. EnuMuHaunoHHaTa GapMakoKHHETHRA
(hapMarOKHHETHYHH NapaMeTpH, kOuTO He BkmoYBaT F kato CLr 1 T1/2), ce onucra Haii-no6pe ot
NuHelHaTa papmMakokUHEeTHIA. PABHOBECHHTE MNa3MeHH KOHLUEHTPALHH Ha rabaneHTHH ca NPeABHIHMHU
OT JAHHHMTE 3a eIHHIYHA A03A.

5.3 IIpeaKTHHHYHH JAHHH 32 G€30MACHOCT

Kanueporexesa
lMaaneHTHH € AaBaH B AWeTarta Ha Muluku no 200, 600 1 2000 mg/ke/nHesHo ¥ Ha nabxoee no 230, 1000

1 2000 mg/kg/nHeBHO B MPOABMKEHHE HA ABE MOAMHN., CTATUCTHYECKH 3HAYHMO NIOBHLIABAHE B
HEeCTOTaTa HA MAHKPEACHHTE ALMHAPHOKICTBYHY TYMOPH € HAMEPEHO CaMO MPH MBIKKHUTE [IIbXOBE NPH
Hail-Bucokara 403a. [IMKOBHNTE NNA3MEHH KOHUEHTPaUMN NpH NabxoBe npu 2000 mg'kg/aHesHo ca 10
ITETH [0-BUCOKH OT [UIA3MEHHTE KOHUEHTPALMN NMPH X0pa, ¢ 1031poBKa 3600 myg/ AHeBHO,
IankpeaTH4HNTE ALHHAPHOKIETBYHH TYMOPH TIPH [LTBXOBE €A € HUCKA CTENEH HA MAJHIHEHOCT, HE
MOBNHABAT NPEAKHBASMOCTTE, HE METACTAZMPAT WM HE HHBAZHUPAT OKONHHTE ThKaHH, U ¢a NOAODHH Ha
Te3H, HAaONIOIABAHN [IPH KOHKYPEHTHHTE KOHTPOM. 3HA4YEHHETO HA TE3W alWHAPHO-KAETHYHH TYMOPH
[PH MBIKKHTE [UIbXOBE 334 KAHUCPOTeHHHA PHCK NIPH XOpa € HeacHo.

MyTtareHesa
[aaneHTuH He nOKa3Ba reHOTOKCHYEH noTeHUHan. He e MyTareHeH i vifre B CTaHIAPTHH TECTOBE C

DaKTepHANHH KJSTKH MK KAETKH Ha Go3aiHuuUK. ["afanenTun HE HHAYUHPA CTPYKTYPHH XPOMO3OMHH
adepaunn B KAeTKH Ha SO3alHULM in Vitro WO in Vivo, W HE NHIYUMPA MHEPOHYKAeapHH 00pa3yBaHus B
KOCTHHA MOIbK Ha XaMCTEDPH.

Hapywenus BbB deprunntera

He ca HabnionaBanu Hexenanu eekTH BBPXY QepPTHANTETA H PENPOAYKTUEHOCTTA NPH NNBXOBE NPH
1034 10 2000 mg/kg (MPUONHINTENHO NET MbTH MAKCHMAIIHATA AHEBHA 1033 NPH XOPa Ha 6a3a mg/m’
TeNecHa MOBBLPXHOCT).

Tepatorenesa .
IMafaneHTHA He NOBHLIABA YECTOTATa HA Man(opMalKiTe, B CPABHEHHUE C KOHTPONHTE, B MOK

MHUIKH, NIBX0BE H 3aiillid NPH 403K ¢boTBETHO A0 50, 30 u 25 nbTu JHEBHATA 1034 NP X0
(CHOTBETHO YETHPH, T WK OCEM BTH YOBELIKATA JHEBHA A03a Ha Daza mg/m’ TenecHa,
}




lNadaneHTnn nuayunpa 3adapeHa ocH(pHKALKA HA Yepena, NPELINCHNTE, NPEAHUTE 1 3aAHUTE KpalHuUH
pH [PH3AYH, KOETO € NOKalaTenHo 3a getanHo 3adaeade Ha pactexa. Tesu edektu ce Habnwaasar,
KOraTo OpeMeHHHTE MHLLKH NoayvasaT nepopanHu 103k o7 1000 wnu 3000 mg/kg/anesHo no BpeMe Ha
OpraHOreHe3aTa | MPH NAbLXOBE, HA KoKTo ca aasanu 500, 1000 umy 2004 mg/kg npean u no BpeMe Ha
4H(TOCBAHETO H Npe3 OpemeHHOCTTA. Te3u A03u ca NpHGIHINTEnHo | 10 5 NbTH 103aTa NpU XOpa oT
3600 mg na Gaza mg/m” TENECHa NOBLPXHOCT.

He ca HaOnionaBaun edexTH npn SpeMEHH M MUILKH, HA KOWTO ca naBaHn 500 mg/kg/aHesHO
(npudnuzuTenno 1/2 OT IHEBHATA 1034 NPH Xopa Ha 6a3a ME/m” TenecHa MOBbPXHOCT).

lNoBuieHa yecTOTa Ha XHAPOYPETep H/HIIK XuaApoHedpo3a ca HabmoJaBaHi NPH NILXOBE, HAa KOHTO ¢a
Aasany 2000 mg/kg/nnesHo, B 0010 NpoyuBaHe Ha MEPTUIHTETA H PENPOAYKTHBHOCTTA, 1500
mg/kg/AHeeHO B TepatonorkyHo npoy4sase 1 500, 1000 u 2000 mg/Kg/AHEBHO B NEPHHATANHO H
MNOCTHATATHO NpOoy4YBaHe, 3naueHHeTO Ha Te3H AAHHH € HEW3BECTHO, HO TE €A CBLP3aHH CbC 3a0aBeHO
pazsuTHe, Tesn 103K CBILO ca NPUONKU3NTENHO | A0 5 MBTH J03aTta npH Xopa oT 3600 mg ua 6aza mg/m’
TEMCCHA NOBBPXHOCT.

B TepaTonornvHo npoy4sane NpH 3aiud ¢ Habn1o01aBaHa NOBULUIEHA YeCTOTA HA NOCTHMILIAHTALHOHHA
thetanna zarybda, npu 103 ot 60, 300 1 1500 mg/kg/nHeBHO No BpeMe na opraHoredesara, Tesu Jo3u ca
npudnuznTenHo 1/4 1o 8 nbTH AHeBHaTA 103a npw xopa oT 3600 mg Ha 6aza mg/m’ TenecHa NOBBLPXHOCT.
6. PAPMALEBTHYHH JAHHHA

6.1 Croncbk Ha NOMOIUKATE BellleCTBA

Taoanespar 100 g kancyau

JlakToza MmoHOXHApAT

LlapeBusHO HUIIECTE

Tank

Covemag Ha kancyiama

TutanoB AMOKCH]
HKenatuu

6.2 HecneMecTHMOCTH

Henpunoxumo,

6.3 Cpok ua rognoct

3 (Tpu ) roauHH.

6.4 CnenuaiHH yeIOBHA HA ChXPAHEHHE

Tpu Temneparypa noa 25°C.
Jla ce CHXPAaHsABA Ha MACTO, HEIOCTBITHO 34 Aela.

6.5 Buau cobaAbLpKAHHE HA ONAKOBKATA

["adanespan 100 mg xancym nol0 6pos B Gnuctep, no 5 1 no 10 Gauctepa B ONAKOBKA.




6.6 ChoeuHanuu ApeAna3Hy MePKH NPU HIXBBIAHE U paboTa
HsaMa cnenuaniy H3HCcKBaHns.
7. IIPUTEXKATEJ HA PA3PEIUEHHWETO 3A YIIOTPEGA

Pharmaswiss Ceska republika s.r.0.
Jankovcova 1569/2¢, 170 00 Praha 7
Yewra Penybnuka

8. HOMEP(A) HA PASPEIHEHHETO 3A YIIOTPEBA

100 mg Reg. No: 20060361

9. JATA HA ITbPBO PA3SPELUABAHE/TIOAHOBSIBAHE HA PA3ZPEIHEHHETO 3A
YHNOTPEBA

24.07.2006/12.08.2011

10. JATA HA AKTYAJ/IU3NPAHE HA TEKCTA




