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DEPAKINE CHRONOSPHERE 500 mg modified — release granules
JENMAKHH XPOHOC®EPH 500 mg rpanyin ¢ #3MEeHEHO 0CcBobOKIaBaHe

2 KavecTBeH H KOJIHYECTBEH ChCTAB

Sodium valproate ( HaTpHes Bannpoar) 500,00 mg
noz ¢opMaTa Ha sodium valproate ( HaTpHeB BAIIPOAT) 333,30 mg
u valproic acid ( Bampoepa KHCeJIMHA) 145,14 mg
3a | came

3a TOMOIIHUTE BEINECTBA: BX. Paa,rien 6.1.

3 JlexapcTBeHa ¢opMa

["panynu ¢ H3MEHEHO OcBOOOKIaBaHe B calll€,

4 KinHu9HM JaHHH

4.1 TepaneBTHYHH HOKA3aHHNA

[Tpu BB3pacTHH:

ITon ¢hopMaTa Ha MOHOTEpaNHA WiIH B KOMOMHALMSA ¢ APYyTra POTHBOEMIICITHYHA
Tepanus:

nedeHye Ha reHepaTM3MpaHa eMwiencus: KIOHHYHH I'bpYOBe, TOHHYHH I'bPYOBE,
TOHHYHO-KJIOHHYHH I'bpUOBE, a0CaHCH, MHOKIIOHHYHH WIH ATOHHYHH I'bPUOBe U
ciHapoM Ha Lennox-Gastaut,

JieYeHHe Ha NapiiaiHa eIAIETICHA: TapUHAIHH I'EpUOBe ¢ WK 6e3 BTOpHYHA
reHepanu3anus.

IIpu neua:

Ilon popMaTa Ha MOHOTEpAITHA WIH B KOMOMHAIMA C IPyTa NPOTHBOCTIHICITHYHA

TOHHYHO-KNTOHHYIHH I'BPY0BC, aﬁcaﬂcu, MHOKIIOHUYHHA WM aTOH

cuHApOM Ha Lennox-Gastaut.




JleycHHe Ha MapUHaHA eMWIENCHA: MapIHaIHH bpYOBe ¢ Wi 6e3 BTOpUYHA
reHepanH3alus.

IIpn pena:

NpeacTBpaTABaHe Ha PeOpPHIHH I'bpYOBE IIPH BUCOKA TEMIIEpATypa, KOraro ce
MpeLicHH, Ye oA00Ha NpodHIaKTHKA € HeoOXOAHMa, HIIH aKO Ca HAJIULIC PUCKOBH

({aKkTOpH 3a peLMIUBHPAHE.

4.2 Jlo3MpoBKAa H HAYHH HA NPHJIOKEHHE

Jlenakun xpoHochepH e ekapcTBeHa popMa, KoaTo € 0cobeHO noaxonqma 3a
ynorpeba npH Aewa (KOraTo Te ca B ChCTOSHHE A4 MOTTHIIAT MEKK XPaHH), WIH HpU
BL3PAaCTHH C I'BJITATENIHH HAPYLICHHH.

Nenaxun xpoHochepH e ¢opma ¢ mw3meHeHo ocsoboxaapaHe Ha DEPAKINE, kodTo
CHMJKABA NMMMKOBHTE IJIA3MEHH KOHUEHTPALMH U OCUIypsiBa MO-TIOCTOAHHH IUIa3MEHH

HHEBA B JCHOHOIIHCTO.

Ho3HpOoBKa

[IbpBoHayanHaTa AHeBHa Ro3a oOukHOBeHO € 10-15 mg/kg, cnex xoeTo mo3uTe Ce
[OBHIIIABAT 70 ONTHMAJTHAaTa A03a (BX. ,, ] epaneBTHYHH NPENIOPBKH ).

Cpennara no3a e 20 a0 30 mg/kg aneBHO. AKO 06ade IrEpuOBeTe HE OBAAT OBNAJICHH C
Ta3M J03a, TA MoXe Aa ObJe yBeTHYeHa, a MAaleHTHTE TPAOBa /@ ce MOCTaBAT MO
CTPUKTHO Ha0JIONCHHE.

ITpu 6e6era M aena, obuaitnara fo3a ¢ 30 mg/kg nHEBHO.

[Tpu BB3pacTHH, oGuvaiinara go3a ¢ 20 mo 30 mg/kg anerHo.

[Tpw nuna B HanpeaHana BL3pacT, Ao3aTa TpAGBa Jja ce ONpPEeAEH CIpAMO
OB/IaJISBAHETO HA I'bPYOBETE,

JlHeBHaTa f103a TpabBa Aa ce onpeiend KaTo QYHKLHA OT BB3PacTTa H TEIECHOTO
Tero; TpsbBa ofadve, Ja ce B3eMaT MPeABH] IIMPOKHTE BAPHALIMH B IIOBJINABAHETO OT
BAITIPOATHTE IIPH Pa3IHYHHUTC HHIHBHIH,

B3auMOBPB3KATa MEKIY AHEBHATA 1033, CEPyMHHTE HUBA H TePaNeBTHYHUAT eeKT
He € ACHO ONpeAeNieHa: 103aTa ce ONnpe/iend HaH-Beue Bb3 OCHOBa HA KIIHHHYHOTO
nopnuaBaHe. Korato He ce NOCTUNHE OBIAAABAHE HA I'bPY0BETE, WIH KOraTo C¢

NORO3HPAT HEXEIAHH PEAKIMH, B PAMKHTE Ha KIHHHYHOTO NpociaeliapaHe Tpabea aa

(300 no 700 pmol/1).




HauuH Ha npwioXeHHe

ITepopanno.

JlHeBHaTa n03a TpAOBa Aa ce MpHIOKH Ha 1 110 2 npueMa, 3a IMPEAOMHTAHE IO BPEME
Ha XpaHEHe,

[Ipunaranero Ha gos3ara oA ¢opMara Ha €AHOKPAaTEH NPHEM € BB3MOXKHO B CIy4YaH
Ha pobpe OBIaiNHA SIMUICTICHA.

HenaxnH xpoHochepH TpaOba a ce MpHiiara cjies W3CHIIBaHe B MEKA XpaHa WIH
HANUTKA, CTYICHA WIH CHC CTAHHA TeMOepaTypa (KHCEN0 MJISIKO, TIOPTOKANOB COK,
IJIOAOBO MIOpe H T.H.).

Nenaxun xpoHocdepH He TpaOBa Aa ce mpuiara ¢ ropely XpaHv HIIM HATHTKH (Cyra,
kade, yail 1 T.H.).

Henaxun xponocdepu He Tpabpa Aa ce mocrasg B Hebernko muine ¢ O6bepoH, Thit
KaTO rpaHyJIATe MOraT Jia 3aIymar oTeopa Ha 6ubepoHa.

Koraro lenakuH XpoHOC)EpH ce IIpHeMa ¢ TEUHOCTH, IPENOPBINTENHO € YalllaTa Aa
¢e M3IUJIaKHE C MAJTKO BOJa M BOJATa [ia C€ M3IIMe, ThH KaTo rpaHyJIHTe MOoraT aa
3aJICITHAT IO CTHKJIOTO.

Cmecra TpaOBa J1a ce NONTHIIA Hanpaso, Oe3 capBKBaHe. T4 HE TpAOBa na ce
ChXpaHsABa 3a NO-HATATHIIHA YIIoTpeba.

3a LleMTe Ha Mpolieca Ha H3MeHeHO ocBo00KIaBaHe ¥ Mopaay NPUpOAaTa Ha
NMOMOIIHHMTE BEIIECTRA B JIeKapcTBeHaTa ¢popMa, CBHP3BAIOTO BELIECTBO HA
rpaHy/iuTe He ce abcopbupa OT XpaHOCMHIIATE/IHATA CHCTEMA; TO C€ eJIMMHHHMPA Ype3

M3NpaKHEHUATA CJIe]] KaTO ¢€ OCBOOOIAT JIGKAPCTBEHHTE BEIECTBA.

TepaneBTHYHH NPENOPHEKH
3a MalMeHTH, NIPH KOHUTO € [IOCTHIHATO ONTHMAIHO ORJIaAsgBaHe 4pe3 PopMa Ha
DEPAKINE ¢ 65p30 AeiCTBHE WM TAKABA C H3IMCHEHO ocBoboX/IaBaKe, &
NPEeNnOPHUHTEIIHO AHEBHATA 1032 Ja Ce MOAXbPXKa Ype3 3aMecTBaHe ¢ Jlenakuu
XpoHOC(hepH.

AKO NMAIHEHTET Beue Ce JIEKYRA H NNPHEMa APYTH NMMPOTHBOSMIIENITHYHA CPENCTRA,
BKIOYeTe JlenmakuH XpoHocpepH NMOCTENSHHO, KATO JOCTUTHETE ONTHMANHATA 032 33
OKOJIO 2 CEIMHIIH, ClIe]X KOeTO NMPH He0OXOAHMMOCT Bb3 OCHOBa Ha IIOCTHTHATOTO
OBJIAJABaHE, CHITBTCTRAIIOTO JICUCHUE CE HAMAJIABA.

AKO NAUMEHTLT HE [IpUEMa NPYTHA MPOTHBOCMTUICITHYHYU CPE/CTBAa,32 UPEANIOUHTAHE
€ A034aTa Jla C€ YBEJIHYARA HA NOC/ISAOBATE/IHH €TAIH OT g

JOCTHIrHE OCIITHM&JTHA [03a 38 OKOJIO €0Ha CCAMHAIIA. LS




[Ipn Heob6xoauMOCT, KOMOMHHpAHETO ¢ APYrH MPOTHBOSITWICITTHYHH CpECTBa
TpAOBa Ja ce mpasu nocreneHHo (BxX. Pasnen 4.5 ,,BlanMoneiicTeuda ¢ apyru

JIEKapCTBEHH CPEACTBA H APYrH (OPMH Ha B3aHMOJICHCTBHE™).

4.3 IIpoTuBONOKA3AHHA

ITaHHM 32 CBPBXYYBCTBHTEIHOCT CIIPAMO BAMNIPOAT, AUBAMIIPOAT, BAMPOMHUA, WIH
HAKOE OT NOMOIIHHATE BEINCCTBA.

OcThp XEeNaTHrT.

XpOHHYEH XeIaTHT.

Jlmgna win damMmiHa aHaMHe3a 3a TeXBK XEMATHT, U CIICLHATHO CBBP3aH ¢
MEAHMKAMEHTH.

YepHoapobua nopdupus.

KomOnnaums ¢ mefloquine.

B o6wmus ciryuaif, TOBa JIEKapCTBO HE C€ MpenopbhuBa B KOMOHHALIHA ¢ lamotrigine.

4.4 ChnenHaJHH NpeaynpexXIeHHs H CIeIHAJHH NpeANa3HH MEpPKH
npu ynorpebda

CrnieumaiHy npeRYyTIpEeKACHUN

B penxw ciyyaH, BKTIOUBAHETO HA MPOTHBOSTTHICIITHYEH NpenapaT Moxe J1a Obae
NoCcAeABAHO OT MOBTOPHA NMOSABA HA MEPYOBETE WIH HAYAJI0 HA HOB 32 TMalHEeHTa THII
rbPUYORE, HE3ABHCHMO OT CIOHTAHHHTE (UIyKTYalUUH HaOMmoAaBaHH NpH HAKOH BHIOBE
enmencud. B ciydas ¢ Bammpoara, TOBa ¢€ AHDKH OCHOBHO Ha ITPOMSHATA B
CBITBTCTBALIOTO NMPOTHBOCIDUIENITHYHO JISUCHHE WIH Ha PapMaKOKHHETHYHO
B3auMozeiicTeue (Bx. Pasnen 4.5 ,,B3auMoIeNcTBHA ¢ APYTH JICKAPCTBa U APYTH
¢opMH Ha B3auMoOAEeHCTBHE”), HHTOKCHKAIA (MepHOAPOOHO 3ab0msBaHe HIH
ennedanonaTus (BxK. Pasnenu 4.4 ,,CrnielHasHH Npexynpe;KaIeHNs M CIICLHATHN
npeanasHy MepKH npH ynotpeba” u 4.8 ,,Hexenanu nexapCTBeHH peakLdd’)) UITHA
npeao3HpaHe.

Tif KaTO TOBA NIEKAPCTBO ¢ MeTaboNM3Upa A0 BAMPOCBa KHCE/IMHA, TO He TpaldBa na
Ce ChUETaBa ¢ IPYTH JICKAPCTBA,KOHTO NMPETHPIIRBAT CHIIUTE IIPOMEHH, C OTJIEH Ja CE

H30erHe npeao3sHpPaHeTo ¢ BAMPOEBATA KMCEINHA (Hanp. OUBANINPOAT, BAJIIPOMHEN).

YeprogpoOuu 3abonsapanua:

YcnoBUS HA BL3HHKBAHE




Panko ca HabmoaBaHH TEXKH YEpHOAPOOHH YBpeKAaHNA,3aBbPIIBAINM MTOHAKOTA
¢aTanHo.

beberata u meua noa 3 rogUIlHa BB3PACT ¢ TEKKH MPUITATBLM U NO-CHELMANHO ¢
CITUNETICHA CBBP3aHa ¢ MO3BYHO YBpEkKIaHe, YMCTBEHO H30CTABAHE W/H/IH M€HETUYHO
MeTabOJIMTHO WM JereHepaTHRHO 3a00IMBAHE Ca HATOXKEHH Ha Hal-BHCOK PHCK.
Cnen 3-roaminHa BE3PACT Y€CTOTATA HA BB3HUKBAHE CMaja 3HAYMTENHO U MOCTENICHHO
HaMAJIABa C BB3pacTTa.

B noseveTo ciy4ad, rnogooHu yepHoApoOHH YBpeXAaHUA Ce HAOIIOAaBaT B IBPBHUTE
6 Mecena OT JieYeHHeTO, OOMKHOBEHO MEXy BTOpaTa M JBaHaJAeCeTara CeAMHLIA U

OCHOBHO B X0/1a Ha KOMOHHHPAHO ITPOTHBOCTIHICITTUYHO JIEUCHHE.

CuMnromaTonorus

PaHHATA OIHArHOCTHKA C€ OCHOBaBa Ha INTMHHMYHMTE cHMIITOMH. [To-criemuanHo,
TpAGBa Aa ce UMAaT MPeABHA ABA THII IPH3HALY, KOHTO NPEALIECTEAT XKRITEHHIATa,
0c00EeHO NMpH PUCKOBHTE NMALMEHTH (BXK. ,,Y CJIOBHA HA BE3HMKBaHE”

MTBPBO, HecTieUdUYHH CHCTEMHH NpH3HaLM, B 0011Md cTyYaii ¢ BHE3aITHO HAYANIO,
KaTO acTeHMd, 3ary0a Ha aleTHT, OTIIAAHAIIOCT, ChHJIMBOCT, ITOHAKOra MPUIAPYKEHH OT
MHOTOKPATHO MOBPHIIaHe U KopeMHH O0IKH,

Y BTOPO, IOBTOPHO BE3HHKBaHE Ha €MHIEITTHYHUTE 'PIOBE BBIPEKH akTa, ye
JIEYeHHETO C¢ Apuiara MpaBHIHO.

[IpenopBYHTENHO ¢ NAUMEHTHTE, HIH aKO Ce Kacae 3a Jiella, CEMCHCTBATa HM, Aa
OBaaT npeaynpeaeHy He3abaBHO fa ce 0OBPHAT KbM JIEKap NPH Bb3HUKBAHE Ha
noao0OHH cHMITTOMH. B JOTB/IHEHME KBM KIMHHYHHA NPEryie]], ekapaT TpaOBa
He3a0aBHO Ja W3BBPHIH PYHKIHOHATHHA YepHOAPOSHH H3C/IeABaHUS.

OrkpuBaHe

B xona Ha mepBHTE 6 MEcelia OT JIeUEHHETO, YepHOApoOHaTa PpyHKUHs TpAOBa fa ce
npocneaasa nepuoanHo. UicneasaHuATa oTpa3spatiy S6enTEYHNA CHHTES H I10-
KOHKpeTHO, PR (mpoTpoMOUHOBO BpeMe) ca HAN-TIOAXOAALINTE KOHBEHUIIHOHAJIHH
u3cnenpaHud. IToTRBpXASHHETO HA NATONOTHYHO HHCKO MPOTPOMOHHOBO BpeME,
oco0eHo aKko € MPUAPYKEHO OT Apyra NaToJorudyHa sadboparopHa HaxoaKka
(3RaYUTETHO CHIDKEHHE Ha GUOpHHOreHa U KoarylauHoOHHUTE PakToOpH, NOBUIIECH

OwiupyOHH, NOBHINICHM HMBA HA TPaHCAMHUHA3KTE — BXK. Pazaen 4.4 ,,Coeuuanau

npeRyNpeXACHHA H CIICLHATIHH NPpeAna3Hyu MepKH IpH ynotpeba”

AOBEAAT A0 NMPEKpAaTABAHE Ha JICUCHHUCTO C HATPHUEB BAJIIIPOaA
MAPKa, 1 Ha NTCYCHHETO CBC CAJTHIIMIIATH aKO Ca IMPCATINCE

NMPeMHHABAT [0 CHIMA ITLT HA MeTaboNHu3Hpane).



IlaukpeaTHT:

B otmensu ciyyau ca HabmoaaBaHH TEKKH 4epHOAPOOHH YBpeKAaHHA,3aBbPIIBALIH
nonskora ¢aranno.Te3n ciryyan MoraT Aa Bb3HHKHAT HE3aBHCHMO OT BB3pacTTa HiTH
NPOABDKHTETHOCTTa Ha JICYEHHE,KATO MAIKHTE JIelia Ca B Hal- BHCOK PHCK. .
[TanxpeaTuT ¢ HeONMAronpUATEH W3XOA ce HabMmonapa Haii-Beve IPH MAJIKH AcLa Wi
MPH NAlHEHTH C TEXKKA eNWISNCHA, MO3bYHH TPaBMH IWIH NIPH MALMCHTH Ha JICYCHHE
C HAKOJKO NMPOTHBOCITMNCIITHYHH JIEKapCTBa.

br6peuHaTa HEAOCTATHYHOCT C [TAHKpEeaTHT yBEIN4aBa PHCKA OT (aTaeH H3XOA.
CrieLIMaJIHH NpeiNa3HH MEPKH NpH ynoTpeda

Ipeay 3anoYBaHE Ha JIEUEHHETO, Ce H3caeaBa (yHKIMATA Ha YePHHA Apod (BIK.
Pasnen 4.3 ,,JIporuBonokasaHua”), ciex KoeTo YyepHoapoOHaTa (PyHKUMA ce
npoceasBa MEPHOMMTHO Npe3 MEPBHUTE 6 Mecena, 0COOEHO NPH PHCKOBUTE NMALMEHTH
(8. Pasnen 4.4 ,,CnenaTHl NpeayNPeXICHH M CIICLMATHH NPEANnasHi MEPKH IIPH
ynotpeba”).

Tpa6Ba Ja ce oAuUepTae, 4e KAKTO M IPHU NOBEUETO MPOTHBOCMMNCIITHIHH CPENCTBA,
& BB3MONKHO JIa ce oT0eNexar M30MpaHH H IPEXOAHH YMEPEHH MTOBHILICHHS B HEBATA
Ha TpaHCaMHHa3UTe Ge3 KIMHHYHH IIPH3HALY, 0COGEHO B HAYAIOTO Ha JICHCHHETO.

B nofo6HH cTy4aH, MPEnopbYHTEIHO € 1a Ce H3BBPIaT ITh/IHM N1abopaTopHH
H3ceABaHNA (TO-CrIEIMATHO, TPOTPOMOHHOBO BpeMe), MPH HEOOXOAMMOCT A03aTa 3
ce KOPHTHPA, H M3CIEIBAHUSATA CE TIOBTOPAT Bb3 OCHOBA HAa IPOMEHEHHUTE
nabopaToOpHH NOKA3ATENH.

ITpH Aera Ha BB3pacT NoA 3 roAMHH, € PETIOPEYUTENHO HATPHEBHAT BaNNpoaT fia ce
W3ITO/I3BA CaMO KATO CAMOCTOSTEITHO JISYCHUE, Cliell TIPELIeHKa Ha TepaleBTHYHATA
110/13a COPAMO PHCKA OT YepHOApoOHO 3abonaBaHe NMpH NALUEHTHTE OT Ta3H
xateropus (Bx. Paznen 4.4 ,,CnelManHy NpeAyNpexICHAA U CTiCIIHATHHA NPeANasHH
MEPKH NpH yrnotpeba”).

XeMaTonorudHo n3cneapaHe (IThHA KPBBHA KAPTHHA BKITIOYMTEIHO TPOMOOLHTH,
BpeMe Ha KbPBEHE U KOoaryJalMOHEH CTaTyC) ce Npenophyba /1a C¢ M3BHPIIH NpeaH
JICYEHHETO, & CHINC H NPeAM KAKBATO M 1a € XHPYPrUYHA HHTCPBEHIMA, KAKTO H B
CJTy4ait Ha XeMaTOMH WM CIIOHTaHHO KbpBeHe (BK. Pasgen 4.8 , Hexemann
NEKAPCTBEHU pPeaKkLyn’ ).

[pu neua a ce H30ATBa €AHOBPEMEHHOTO MPEANHCBAHE Ha CATHUHKAOE BBOJHH,

nopazau onacHOCT OT XENAaTOTOKCHYHOCT H PHCK OT XCMOpary

NPeAYNPEHKACHUS ).



[Tpu nauueHTH ¢ 6BOpeYHa HEAOCTATHYHOCT, TPAOBA 1A Ce B3EMAT NpeIBH/
NOBHINEHHTE CEPYMHH KOHLEHTPALMH HA LHPKYJIHpaliara GopMa Ha BaJIIPOEBATa
KHCEJIMHA, KaTo Ao3aTa TpAOGBa CHOTBETHO a C¢ HaMaJIH.

B cimy4aif Ha OCTpa KOpeMHa Gouica, a CBHIIO H B CNTy4ali Ha racTpO-MHTECTHHATHH
CHMITTOMH KaTO rafZicHe, NOBpblllaHe W/ Wiy 3aryba Ha aneTur, TpaOBa aa ce oOMHCIH
JAHArHO3aTa NaHKPeaTHT, A B CITyvad Ha YBEJIHYCHH NAHKPCATHYHH CH3HMH,
nedyeHneTo TpAOBa Ja ce NMPEKpaTH H Aa ce NMpeanpueMar HeoOXOAUMHTE
ATEePHATHBHA TepaneBTHYHH MEPKH.

Toga texkapcTBO He ce NMpenopb4Ba MPH NAIMEHTH ¢ ASQHIIT Ha €H3HMHTE OT
ypeHHUs LMKHI. IIpH TakHBa NalMeHTH ¢a OMHCaHH HAKOJIKO CITyYas Ha
XHIIePaMOHHUEMHMS CBBP3aHa ChC CTYTIOP H KOMa.

Ipu pena ¢ AaHHM 38 HEM3ACHEHH XEeMaTo-racTpO-HHTeCTHHAIHHA HapylLueHus (3aryba
Ha aleTHT, NOBPHINAHE, LHTO/IMTHYHH €ITH304H), €IIH3041 Ha JICTApTUsa HIH KOMa,
YMCTBEHO M30CTaBaHe, WIH B ClIyvai Ha paMHITHA aHAMHE3a 32 HEOHATAIHA WY
NETCKA CMBPT, IPEAH JIeUeHHe C Baampoat TpsadBa Ja ce u3pppmaT MeTabOMMTHH
H3CJICABAHHA, H IMO-CMICIMAIIHO H3CNEABAHEe HA AaMOHHEMMATA Ha IJIAAHO H
MOCTIpaHAHAIIHO.

Bbiipeku 4e € JOKa3aHo, Ye TOBA JICKapCTBO NpEAH3BHKBA HMYHONOIMYHA
CHUMITTOMATHKA CaMO B M3KTIOYHTETHO PEIKH ClTy4ad, ChOTHOLIEHHUETO PHCK/TION3a
TpsOBa BHUMATE/HO A Ce MpeLeHH NPH MAIMEeHTH ChC CHCTEMEH lupus
erythematosus.

[Tpu 3ano4BaHe Ha IeYeHHETO, NanxeHTHTe TpAOBa fa 6baaT HHQOpMHUpaHH 3a
OMMACHOCTTA OT NMOBHILIABAHE HA TEJIECHOTO TErJIO, KAKTO U 3a MOAXORAIIH MEPKH (
naseHe Ha JHeTa), KOHTO TpAOBa [a ce NpeAnpHeMar ¢ LieJl HaMaJIgBaHe 0 MUHUMYM

YBCITHYABAHETO HA TCIJIOTO.

4.5 B3anmoaelicTBHA C APYIH JIEKAPCTBA B APYrH GOpMH Ha

B3aAHMOACHCTBHE

EnnorpeMeHHaTa ynorpefa Ha MPOKOHBYJICHBHH JICKAPCTBA WIH HA TAKHBA
NOHIKABALLH EITHICIITHUHHEA Npar, Tpa0Ba Ja ce B3eMe NPeABHA, KaTO MOXE 12 €

HeMpenopbYHTENHA B 3aBUCHMOCT OT TeXkecTTa Ha pucka. [Tono6um nexapcersa

BKJIIQUBAT MNO-CMNELHHAITHO, IIOBEYCTO aHTHACHIPECAHTH (HMHI'IP&MHHH, CCINCKTHBHH




[IporuBonokazaHa koMOMHALIAA

+ Mefloquine

IIpu naieHTH ¢ enWICNCUA, PUCK OT OTKIIOYBAHE Ha SIMIISIITHYHH FbPYOBE
BCJICACTBHE YCKOPEH MeTa(oIH3bM Ha BAINPOEBATa KUCSITHHA U KOHBYJICHBEH edeKT

Ha mefloquine.

Henpenopruurenna koMOHHaLMA

+ Lamotrigine

[loBHINEH PHCK OT TEXKH KOXKHH peakiyiH (6onect Ha Lyell).

CpHo Taka, NOBMIIEHH IUTA3MEHH KOHIEHTpauuy Ha lamotrigine (CHIbKaBaHe Ha
YepHOAPOOHHA METAOONM3BM NMPEeAU3BUKAHO OT BATIIIPOATA).

AKO ce oKaxe, e TasH koMOuHalma € HeoOXoauMa, TpsadBa Aa ce U3BBPIIBA CTPHKTHO

KIHHHYHO ITIPOC/ICOABARC.

KoMOHHAIIMH H3MCKBAIIM MTpena3Hu MEPKH NpH ynotpeda

+ Carbamazepine

[ToBHIIEeHH IU1a3MEeHH KOHLEHTPALMH Ha aKTHBHHA MeTaboHT Ha carbamazepine Cbe
CHMITTOMM HA NIpeO3NpaHe. OCBEH TOBa, CHYDKCHUE HA IUIA3MEHHTEe KOHUCHTPAIWH Ha
BAJIMPOEBATA KMCETHHA, BCISACTBHE NMOBHINABaHE Ha YepHOAPOOHNS il MeTabomn3BM
npeAU3BHKAHO OT carbamazepine.

Heobxo01UMO0 € KIMHHYHO NpOCieAsBaHe, H3CICABAHE HA IUIA3MCHHUTE HHBA U

KOPCKIHA HAa JO3HUTE H 3a ABCTC MPOTHBOCIINICIITHYHH CPCACTBA.

+ Kap6anenemn, MmoroGaxramMu: meropenem, panipenem, no €KCTpanosarus
aztreonam, imipenem.

IIpn naumeHTH ¢ SMUICNCHA, PHCK OT OTKJIIOYBAaHE Ha NIPHCTRITH OT I'bpYOBE
BCJICACTBUE TTOHKABAHE IJIA3MEHHTE KOHLICHTPALMHM Ha BANIIPOSBAaTa KHCEIIHHA,
Heo6xomumMo € KIMHIYHO MPOC/eIIBaHe, H3CASABAHE Ha IUIA3MEHHUTE HUBA U TIIPH
HeOOXOAHMOCT, KOPEKLIMA Ha A038Ta Ha BAINpPOATA [0 BPEME Ha JIEYCHHETO C

NPOTHBOMH(EKLHO3HOTO CPEACTBO H CJIef] CIIHPAHETO MYy.

+ Felbamate




+ Phenobarbital, primidone

[ToBHuIEHH T1a3MeHH KOHIIEHTpauHH Ha phenobarbital mnu primidone ¢ mpu3Hay Ha
npeno3sHpaHe, 0OOHKHOBEHO IpH aeua. OCBECH TOBA, HAMAJICHH IIA3MCHH
KOHLICHTPaUMH Ha BaJIIPOEBaTa KMCENMHA IOpaJy YCHIIBAHE HA YepHOAPOOHMA i
mMeTaboMHu3sM npeau3BUKaHo oT phenobarbital unu primidone.

Heobxo011M0 € KTHHHYHO NPOCHeAABaHe Mpe3 MEPBHTE 2 CeAMHIM OT KOMOHHAIMATA
u He3a0aBHO HamManaBaHe Ao3uTe Ha phenobarbital nnu primidone ako BE3HHKHAT

KAaKBHTO H Aa OWIO CHMITTOMH Ha ceaalua, No-KOHKDCTHO, CACACTC IUVIAIMCHHTC

KOHHEHTpAUHH Ha JBCTE MPOTHBOCITHICIITHYHHA CPCACTBA.

+ Phenytoin

Bapuanyu B 1nasMeHUTe KOHLIEHTpalMu Ha phenytoin. OcBeH ToBa, pHCK OT
CHIDKEHHS B IVIa3MEHHTE KOHLICHTPAUMH Ha BaJNMpoeBaTa KHUCEIIHHA BCIICACTBHE
yCHWIBaHe Ha yepHOApoOHHs it MeTabonu3pM npegusBHKaHo oT phenytoin.
HeoOxoauMo e KITHHHYHO NPOociieASBaHe, H3CACABAHE HA IUIA3MEHHTE HUBA H NPH

HﬁOﬁXOIIHMOCT, KOPEKIHA Ha AO3HUTC H 34 ABCTC ITPOTHBOCTIMICIITHYHH CPCACTEA.

+ Topiramate
Prck oT OTKIIOYBaHE HA XHIIEpAMOHHEMHA WIH eHuedanonaTus, KOATO MO MPHHLHI
ce CBBP3Ba C BANNPOaTa, KOraTo NOCHeAHHAT C¢ MpUIara 3ae/iHo ¢ topiramate.

Heo6xoauMO € YCHIEHO KIHHHYHO M JIaGOpaTOPHO NpOCiesBaHe B HAYAIOTO Ha

JieYEHHETO M B CIIyqall Ha NpeayTIpeAHTENHHA CAMITTOMMU.

KoMOuHammy, KOUTO TpAOBRa Aa ce NMaT NpeaBU

+ Nimodipine (nepopanso #, Mo ekcTpanonaums HIKCKLKOHHO)

YcuneH xunoreH3uBeH ediekT Ha nimodipine BCJICACTBUE YBEIHYABAHE HA
IUIa3MEHHTe My KOHLIEHTpaLMH (CHIWKaBaHe Ha MeTaGonu3Ma My, MPEAU3BUKAHO OT
BAJIIIPOATA).

HOpyrn ¢opMu Ha B3aUMOACHCTBYE

+ IlepopanHu KOHTpaLIEITTHBH




Ilopaau OTCBCTBHETO HA €H3UMEH HHAYLHpal] eeKT, BaNpoaThT HAMA
HeOJaronpHATHO BIIMAHHE BBPXY €(PeKTHBHOCTTA Ha €CTPOrSH-NPOreCTEPOHHUTE MPH

KECHHTEC C XOpMOHAJIHA KOHTpallCIILHA.

4.6 bpeMeHHOCT H KbpMeEHe

bBpemenHoCT

1- Puck CBBp3aH C eNMWICIICHATA H NPOTHBOCTIHICIITUYHHTE CpeICTBA:

3a MpOTHBOSIMNENTHYHUTE CPEACTBA KAaTO LUI0 Oellle yCTaHOBEHO, ye oduiara
YyecTOTa Ha MaipOPMALIHH B NOKOJICHHETO HA JICKYBaHH JKEHM ¢ €NHICTICHA € 2 10 3
ITBTH NO-BUCOKA OT Ta3H (nmpubnuzurenHo 3%) Ha obmara momynauwa. Benpekn, ye
NPH MHOXKECTBEHA Tepanui ce Habmoaasa yBenTHYcHHE B Opos Ha Aenara ¢
MaJlhopMalliid, CHOTBETHHTE POJTH Ha IEMEHHETO K Ha CaMOTO 3a0osaBaHe He ca
TOYHO YCTAHOBEHH.

Haif-yectre Mandopmamum ca He3aTBapsAHE Ha HEOLETO M CHPACYHO-CHAOBH
MaJipopMarLyH.

Pa3KkoTo cnipaHe Ha NMPOTHBROEIMIWICIITHYHOTO JIeYeHHe TpsAOBa Aa ce n30Area, Toi
KATO TOBAa MOXe€ /1a IIPeAW3BHKA Y NaliHEHTa OTKIIOYBaHe HAa I'bpPYOBE, KOMTO OHxa
MOTI/IH J1a HABPEIAT KAKTO Ha MalKaTta, Taka H Ha IUIoza.

2- Puck ot MmandopMaliiHi CBEpP3aHH ¢ BAINPOATa

OnMTHTe BBPXY JKHBOTHH NOKA3BAT TEPATOreHEH ¢EKT MPU MMIKH, IUTHXOBE H
32,

ITpu xopa u3riexza, ue BAIMPOATHT IPSAH3BUKBA IIABHO Je(PEeKTH B 3aTBApPSIHETO Ha
HepBHATa Tpr0a: MueTIOMEHUHIONeNe, criMHa 6uduaa, u np., MandopMalluy, NpH
KOHTO € Bb3MO)KHA aHTCHAaTATHA AHATHO34.

YecToTaTa Ha To3H edpexr ¢ 1 no 2%.

Cro0laBa ce 3a HAKOJNKO CIydas Ha JIKLEB AUCMOP(PHU3BM H AHOMAIHH Ha

KpafiHuuMTE (NO-CNeLHANHO PeOYKIHOHHH AHOMAJIHH).

Ilo HacTOSHIMA MOMEHT, YECTOTATa HA Te3H eDeKTH He € TOYHO YCTAHOBCHA.

Wmaiikn npeaBup Ta3d HHPoOpMaLIUA:
[Ipu ’xeHH ¢ enmMNeNncHA NEKYBaHH ¢ BAIMIPOAT, HE € ONPaBIaHO da ¢€ MPenopb»4Ba
BB3BPIKAHE OT 3aYECBaHE.

AKoO ce raHdpa 6peMeHHOCT, MOKa3aHHATA 34 [IPOTHBOEMIENTHIHOTO-AeUCHHME

TpsibBa OTHOBO 71a C€ NPEOLICHAT.

[To Bpeme Ha GpeMEHHOCT, €(PEKTHRHOTO IIPOTHBOCIIMICITUYH

He TpaOBa Ia ce nmpexpaTaea. 3a MpEeANOYMTaHe € MOHOTEP:



npuiiara MMHAMAJTHATA €(EKTHBHA NHEBHA 034 , KOATO TpAOBa Z1a ce pa3feny Ha
HAKOJTKO TIPHEMA.

JI0 TO3H MOMEHT HE ¢ JoKa3aHO NpodUNaKTHYHOTO ACHCTBUE Ha (oyiUeBaTa KUCEIHHA
BBPXYy aHOMAIMHTE Ha HEpPBHATA TPpH0a npu OPEMEHHH XKEHH C SIMHICTICHA.
CneaoBaTeNIHO, NMPH BCHYKH CITy4aH Ha €KCIIO3HIHA 0 BpeMe Ha MbPBUA MECeLl OT
OpeMeHHOCTTa, TpAOBa Aa C€ W3BHPLIBA AHTEHATAITHO NIPOCIEASIBAHE HA HEBPOHAIHATA

Tpr6a, He3aBUCHMO AAJTH MAIMEHTKATa € NoTy4aBsana GonreBa KNCelIMHa HIH He.
3- Ilpu HOBOpOJAECHH

TIpOTHBOENMIENITHYHHTE CPEACTBA MOTaT Jia MPeAU3BUKAT XEMOParuieH CHHAPOM Y
HOBOPOAEHH. TO3H XeMOparuteH CHHAPOM BEPOATHO HE € CBBp3aH ¢ aepHuMT Ha
BuTaMHH K B ciTydas ¢ BampoarHre.

Hacnenpaiite Maiikata nmpeau paxkaaHeTo 3a Opoit Ha TpomborTHTe, HUOpHHOreH H
koarynauuoHeH cratyc (Akruupano [Tapmuanso Tpomboruiacrunoro Bpeme —
APTT). Hopmanuure pe3ynTaTH NMpH MaikaTa He 03HAYaBAT, Y€ BEPOATHOCTTA OT
aHOMAJIHM B X€MOCTa3aTa Ha HOBOPOASHOTO MOXE J1a ce eTMMHUHMpa. Ilopany ToBa,
npy¥ paxaaHero wicnensaiire pudbpunoren, APTT u 6poit Ha TpoMOOIUTH Ha IToAA.

TpaBMaTHUHOTO pakJaHe MOXE /1a MOBHIIH PHCKA OT KPBBOM3J/IHB.
KepMmeHe

Bannpoature npeMHHaBar ci1abo B Mal{YHHaTA K'meﬁ. J{o HACTOALUA MOMEHT €
OMHCAaH CaMo €JJHH cTyvai Ha TpoMOonieHrs npHu 3-MeceyHo Hebe perpecupana cien
NpeKpaTaABaHe Ha KbpMeHeTOo. OCBEeH TOBa, HHTO JIMTEPATypaTa OTHOCHO
peaAyUHPaHHTE NPOYYBaHU MOMYJIALMH, HATO KJIMHHYHHAT OIIHT, Ca [OKa3ail HAKAKBH
IPYTH HEXXeJIaHH peakiuH NMPK KbPMEHH aela. ETo 3alo, KbpMEHETO MOXe A1a Blie3e
B chOOpaXkeHHe MO BpeMe Ha anmaHeTu Ha TOBA JICKAPCTBEHO CPENCTBO MOA
¢opMara Ha MOHOTEpAIIHA, KaTO C€ HMa MpeaBn Mpoduia Ha HEXKEITAHHTE My

peakiyH (TIo-CrieMaJTHO KPBBHM M YepHOAPOOHH HAPYIIEHHs ).

4.7 Banaane BHLPXY cnocofHoCTTA 32 IodHpaHe ¥ paGoTa ¢




TEpanus, WK eTHOBPEMEHHO NPHIOKEHHE HA APYTH JICKAPCTBA, KOHTO 3aCHJIBAT

ChHIIHBOCTTA.

4.8 Hexe/laHH JIeKAPCTBEHH PeaKIHH

CrolinaBa ce 3a H3KIIOYKTETHO PEIKH CTy4ad Ha IIAHKPEAaTHT, HAJlaram paHHoO
npexKpaTsBaHe Ha JieueHHeTO. I loHIKOra naHkpeaTHTBET MOXKe aa Opae ¢ dparanen
w3xox (k. Pasnen 4.4 ,,Cnenpaniu mpeaynpeXKA¢HHS M CIICLHAIHA Npeana3HH
MEpPKH NpHu ynorpebda™).

Yepaogpobuu 3abonsasanus (Bx. Paznen 4.4 ,,Cneuyanyu npeaynpexxacHUs U
CMICLHAJIHH NTPpeAna3sHA MEPKH NpH ynoTpeba™).

Puck ot TeparorenHoct (Bxk. Pasaen ,,bpeMeHHOCT M KbpMeHe™).

B peakH ciry4aH ce cboOimasa 3a obpaTuM [1apkMHCOHOB CHHIPOM.

OnHcaHy ¢a MHOIO PEAKH C/TY4aH Ha KOTHHTHEHH Pa3CTPOMCTERA C IIPOrpecHpall Xon
(HapyIleHHd B ITAMETTA WIH BHIMaHHAETO, OOBPKAHOCT, Je30pHEHTAlHA ), KOUTO MOTraT
Ja JOCTMIHAT AQ IThIIHA AeMeHLMsA, O0paTHMH HAKOJIKO CEAMHIMM A0 HAKOKO MeceLa
cliell IpeKpaTaBaHe HA JICYEHHETO.

O6bpkaHocT Wi repuoBe: [Ipu BannpoaTHTe ca HabmoOaBaHH HAKOJIKO CIIy4as Ha
CTYNIOp WM JIETAPrUs, MOHAKOra BOACIIM A0 NpexoaHa koMa (eHuedanonaTus), Wi
M30JIHPAaHH, WIH CBBP3aHH C NapaZoKCATHA MOBTOPAEMOCT HA MbPYOBETE, KOUTO
OT3BYYAaBaT CJie/] MPEKPAaTABAHE HA JICHCHHETO WM HAMAIABAHE Ha No3ara. Te3n
CBCTOSHHA OOMKHOBEHO BB3HHKBAT B X044 HA MHOXKSCTBEHa Tepanus (Mo-CHeIHATHO
phenobarbital), wnu cnen pA3ko yBenuvaBaHe A03aTa Ha BaIIIpoara.

Hakou MHAUBHAHA MOTAT A4 MOJYYAT CTOMALIHO-YPEBHH Pa3CTPOMCTBA B HAYATIOTO Ha
neueHneTo (rageHe, noppblnaHe, 60JKHA B CTOMaxa, qHapHs ), KOUTO B 001mus ciryyait
M39€3BaT CJIe/] HAKOJIKO ZHH Oe3 Z1a ce MpeKpaTABa JICUSHHUETO.

YecTo ce Ha0monaBa H30JIHPaHA H YMEPEHa XUIIepaMOHHEMHUA 0e3 TPOMEHHU BEHB
(bYHKUMOHANHUTE YepHOAPOOHH H3cIeABaHnA, 0COOEHO B ClIydaH Ha MHOXKECTBEHA
Teparui, KosSTo He TpAOBa Aa BOAM 10 NMpeKpaTABaHe Ha JIEYEHHETO.

Crobmasa ce cpl0 00aye, U 3a CIIy4aH Ha XHIEpaMOHHEMHUSA C HEBPOJIOrHMYHa
CHMITTOMATHKa (KOSATO MOXE Ja NporpecHpa A0pH 10 KOMa), KOeTo Hajiara
OOITLIHUTEHH H3caeaBaHu (Bx. Pasnen 4.4 ,,CrienManiy npeaynpexaeHis U

CHELMATTHH TIpeATia3HH MepKH NipH yniorpeba’™).

Coob1iaBa ce 3a MpeXoaHH H/HIH A0303aBHCHMH He:ic oKE
OnajBaHe Ha KOca, (PMH NO3HIMOHEH TPEMOP H CHHIBEC ggﬁﬂ

Cr0o0maea ce M 3a rnmasodonue.
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CpoO11aBa ce 3a CJTy9aH Ha J10303aBHCHMMa TPOMOOLIATONIEHHS, KOATO 1O MPHHLAI C€
OTKpHBa CHCTEMHO M 6€3 HHKAKBH KIHHHYHH OTPOKCHHA.

B cinyuan Ha 6e3cHMIITOMHA TPOMOOLIUTONEHHSA, AKO HHBOTO Ha TPOMOOLUTHTE U
OBJIAIABAHETO HA €MUICNICHATA MO3BOJIABAT, IPOCTOTO HAMA/IABAHE HA 103aTa Ha TOBA
NIeKapcTBO OOMKHOBEHO BOAH A0 H34YE3BaHE HA TPOMOOILUTONEHHUSATA.

Crolinasa ce 3a citydad Ha HaMasieH (GHOpPHHOreH WM YAB/DKABAHE HA BPEMETO HA
KbPBEHE, IO MPHHIMI 63 KIIHHWYHH OTPaXeHHsA, 0cOOEHO NPH BUCOKH A03H.
Bannpoarure npogasasaT HHXuOHpall edekT BppXy Bropara ¢asa Ha TpomGouHTHATA
arperaumsa. [To-paaxo ce cbolmasa 3a ciry4an Ha AHEMHS, MaKPOLIUTO3a, TEBKOMEHHS
H, B H3KIIOUHTENHHA CITY4aH, MaHIUTONCHHS.

HabmonaBanu ca KOXKHH peaki[iH KaTo ek3anreMHH oOpuBH. Cpobimara ce coino u 3a
H3KIIOYHTENTHO peakH cayvyan Ha Gonectra Ha Lyell, cunnpoMm Ha Stevens-Johnson u
noaUMop¢eH eprTEM.

B M3KTIOYMTENHO PEIKH CTydaH ce Cho0lLaBa 3a YepHOAPOOHH yBpeKIAHHA.

B u3KII0YMTENHO pefKny ClIydaH ¢e cho0inaea 3a o6paTuMH WiH HeoOpaTHMH YLIHH
YBPEKIAHHS,

Crofiasa ce 3a MHOTO Pe/IKH CITy9aH Ha He TeXBK nepudepeH eaeM.

HabmopaBaHuu ca CTy4ad Ha NOBAIIABAHE HA TEJIECHOTO Terio. ThH KaTo
NOBHIIABAHETO Ha TEJIECHOTO TEIJIO ¢€ ABABA PUCKOB (PaKTOP 3a MOJIMKHCTHUEH
OBapHaJICH CHHAPOM, TEIJIOTO Ha NMalMeHTHTe TpAOBa Nia ¢e ceid BHMMATEIHO. (BXK.
Paspen 4.4 ,,CnendaiHy MpeayIpeKASHHA W CTICLHANIHA NPEeANa3sHH MEPKH TIpH
ynotpeba™)

Cro0InaBa ce CBhINO H 33 aMEHOped U HepeAOBHOCT Ha MEHCTPYATHUS IHKDIL.

4.9 1lpenosupane

KTHHHYHATA KAPTHHA HA OCTPOTO OTpaBAHEe OOMKHOBEHO BKIIIOYBA CENALHOHHA KOMA,
kosTo 61 Morna aa 6pae ¢ pa3nMyMHA ABIOOYHHE, MYCKYTHA XHITOTOHHS,
xunopednekcus, MHO3a, MOATACHATO ABTOHOMHO AHINAHe,

OnucaHM ca HAKOJIKO CJIy4as Ha MOBHUICHO BHTPEYEPENHO HAJIAraHe CBBP3aHo C
MO3BYEH OTOK.

Mepkure, kouTO TpAOBa Aa ce mpeanpuemar B SonHuuHa o6CTaHOBKA ca: NpH
I0Ka3aHHA — CTOMAIIHA MPOMHWBKA , TOATEPXKaHE Ha eeKTHBHA AHYPe3a, KapaHo-
pecnipaTOpHO MOHUTOpHpaHe. [Ipu MHOrO TEXKH ClTyqaH, NpH HeOOXOAUMOCT MOXKe

13 C€ U3BBPIIH €KCTPAPEHATHO MPEYHCTBAHE.

[To npuHIMN, MPOrHO3aTa Ha NOAOOHH OTPABAHHA € €

ofaue, 3a HIKOJIKO CMBPTHH ClTy4as.
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S PapMaKoJOrd4HH JaHHH

5.1 ®dapmMaxkoAHHAMHYHH CBOHCTBA

IMPOTUBOEITWIEITTUYHHA CPEACTBA

ATC xox: NO3AGOI

Banmpoarure ynpaxHasaTr GapMaKOJIOrH4HHTE CH ¢PEKTH NPCAHMHO BEPXY
[eHTPAJIHATa HEPBHA CHCTEMA.

Te3n NpoTHBOrBPYOBH CBOMUCTBA CE YIPAXKHABAT BHPXY MHOKECTBO Pa3/IMMHH BHAOBE
rEPYOBH NIPHCTHIN NMPH AKHBOTHH H €IMHIICIICHA MPH XOPaA.

ExcriepuMeHTaTHUTE U KIIMHUYHUTE NIPOYYBaHHA BLPXY BAIIPOATHTE HACOYBAT KbM
J1Ba THIIa TPOTHBOIBPYOBO ACHCTBHE.

ITupBusaT e aupekTeH ¢papMakosioruieH eexrT, CBbp3aH ¢ BajlllpoaTHaTa
KOHLICHTpallid B IUTA3MATA ¥ MO3bKA.,

BTOpHAT SBHO € HENPAK H BEPOATHO € CBBbP3aH ¢ MeTaboIMTHTE Ha BAINPOATa, KOHTO
OCTaBaT B MO3bKa, WIH ¢ MOZH(HKALMA B HEBPOTPAHCMHUTEPHTE WIN AUPEKTHH
meMOpannu edexTH. Hali-mupoko pasnpocTpaHeHaTa XHIIOTE3a €, 9¢ HUBATa Ha raMa-
aMEHOMaceHaTa kucenuHa (GABA) ce moBHIIABAT CJIEH MPUNAraHeTO Ha BANIMpPOAT.
BaympoarHTe CHIDKABAT MPOAL/DKHATEIHOCTTA HA HHTEpMEAMEpHATa ChbHHA ¢a3a, CbC

CBITBETCTBAILIC YAB/LKABAHE Ha OaBHHA CBH.

52 @apMaKOKHHETHYHH CBONCTBA

Paznmuvuny GpapMakOKMHETHYHH NMPOYYBAHHA IIPOBEJICHN BEPXY BAJINPOATHTE
MOKa3Bar, 4ye:

BuoHaMMYHOCTTA HAa BAIMPOATUTE B KPBBTA ClIe NEPOPATHO MPHIIOKEHHE € OTr30
100%.

OOeMET Ha pasnpeaesieHHe ce OrpaHMYaBa IMaBHO J0 KPpBBTa H OBp30 oOMeHsmMTE ce
H3BBHKJIETHYHH TEYHOCTH. BanmpoaTture nupKy/mMpar B LepeOpociMHanHaTa TCYHOCT
H MO3BKa. KOHIIeHTpallMiATe Ha BANINPOAaTHTE B LepeOpOCIHHANIHATA TEYHOCT Ca
CXOZHH ¢ Te3M B ¢B0OOAHATA I1a3MEHA (PpaKIHs.

Bpemerto Ha nonyxuBor € 15 go 17 qaca.

TepanerTHyHaTa e()EKTHBHOCT H3HCKBA MUHHMMAJTHA CEpYMHA konuexTpanus 40 mo 50
mg/l, mpu wupok auanazon or 40 no 100 mg/l. Hurara, 3anspxamm ce nap 200 mg/l

HAJIAraT peayKLys Ha J03aTa.

Steady-state riasMeHa KOHLIEHTPALHA Ce JOCTHra 3a 3 JI0 /




Banmpoaryre IMaT MHOTO BHCOKA CTerneH Ha cBbp3Bane ¢ Oenrsumre. Ta e
D0303aBHCHMA H NMOIEXKAINA HAa HACHINAHE,

BanmpoatuTte ce eKCKpeTHpAT [JIaBHO 4Ype3 YPHHATA Ciiea MeTaboMH3HpaHe Ypes
rMIOKYPO-KOHIOralmsa H OeTa-OKUCIeHHE.

BanmpoaTHaTa MOJIEKY/Ia MOXe JIa ¢ JUANM3HPA, HO XeMOAHAIM3AaTa 3aciara caMmo
cBoOOHATa KPBBHA (pakuma Ha Bannpoara (mpubausurenHo 10%).

Banmnpoarnre He HHOyLMpAT €H3IMMHTE YHacTBaIHH B MeTabOIHTHATA CHCTEMA Ha
nuroxpoM P450; nopaau ToBa, 3a pa3iIMKa OT MHO3HHCTBOTO JPYTH
NPOTHUBOCIIWIEITTHYHH CPEACTBA, HE YCKOPABAT COOCTBEHOTO CH pasrpaxkaaHe WiH
TOBA Ha APYrd BEHIECTBa, KATO €CTPONPOTeCTANeHH H aHTHBHTAMHHH K.

B cpaBHeHne ¢ 6bp30 ocBoboKAaBAIMTE C& (POPMH HAa BANINPOAT, B €EKBUBAJICHTHA
no3a JlemakuH XpoHOC(epH Ce XapaKkrepusnpa C:

yas/DkeHa abcopbs,

CXOHA GHOHATHYHOCT,

MMMKOBH IUIa3MEHH HHBA C€ NOCTUTAT NpAOIM3ATENHO 7 Haca ciell punaraHe,
NMHKOBHTE O0IMH H cBOOOAHH rna3mMeHH HHBA (Cmax) ca no-HHCKH (Cmax ce CHibKaBa
¢ OKOJIO 25%, HO MMa OTHOCHTEIHO CTA0WITHO IUTaTO MEXKAY YETBEPTHA H
YeTHPHHAJIECETHA Yac Cliel IPHEMaHe); TOBa H3IIaKAaHe Ha MHKOBETe MO3BOJIABA
ceé MOCTUTHAT BAIMPOUHOBH IUIA3MEHH KOHLIEHTPAIMH, KOHTO Ca MO-PaBHOMEPHH H
MO-XOMOTE€HHO pa3NpeAcieHH B TeUeHHE Ha JCHOHOIMHUETO: CJIe ABYKPATCH NPHEM 32
ICHS Ha ChINaTa J103a, aMIUIMTYAATa Ha IUTa3MeHHTE QIIYKTyaluH ¢e HaMaJIdBa Ha
MOJIOBHHA,

B3aMMO3aBHCHMOCT MEXAY J03aTa K IUTa3MeHaTa KOHUeHTpaums (o6ma u csoboaHa),
KOATO MO-JIHHEHHA.

dapMaKOKMHETHYHHAT TIPOGHIT HE ce MPOMEHs OT NpHeMa Ha XpaHa.

5.3 IlpeaxkJIAHAYHH AaHHH 3a 6€30MaCHOCT

HaMa nanHu.

6 ®dapMaleBTHYHH JaHHH

6.1 ChnHcbK HA IOMOIIHHTE BeINeCTBA

[Tapadun, TBBPA; FTHLEPOSOB JUOSXEHAT; CIIHIIAER JFHO) -u ,.
| \
XHIpaTHpPaH. ) _
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6.2 HecbBMeCTHMOCTH

Hama oTHOIEeHHE.

6.3 Cpok Ha roaHocr

2 TOAHUHA,

6.4 Chnennajnu yCJI0BHA H& CbXPAHCHHE

Jla ce cexpaHsaBa npu TeMneparypa noa 25°C.
Jla ce cbXpaHABa B OPUTHHAITHATA OINIAKOBKA, 34 [a € 3aL0ATEH OT Biiara.

Hﬂ HE CC ChbXpaHABa B XJIaAWIHHK H Ja HC CC 3aMpPDA3dABA.

6.5 EcTrecTBO H CHABPKAHHE HA OIAKOBKATA

['paHynu B caurera (XxapTHa/aTyMHHHI/KOMIIO3UTEH KOMOGOHOB HOHOMEP); KyTHH C
no 30 wim 50 Opos.

0.6 Ykaszanus 3a ynorpeba, paboTa H H3XBbLPJISHE

HamMa crienaiig H3HCKBaHUA.

7 IlpuTexaTes1 HA pa3pemIeHHETO 3a ynoTpeda

Canotu —ABeHntc briarapus EOO/]

1303 Codns, 6yia. An.Cramboaniicka 103 -bbrarapas

8 PerucrpannoHen Ne B perucropa

20060296

9 /laTa Ha M3JaBaHe HA MbPBOTO pa3pellicHHe /NOAHOBABAHE

HA pa3pemeHueTo/

20. 06.2006

Maw 2009
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