KPATKA XAPAKTEPUCTHUKA HA TTPOAYKTA

1. UME HA JIEKAPCTBEHHSA IMTPOAYKT
THAHUAH 25 mg puamupansd Tabiaerkn
TIDIAN 25 mg film-coated tablets

THIAUAH 50 mg pnamupanu tabaerkn
TIDIAN 50 mg film-coated tablets

TAAUAH 100 mg dpnamupanu TabiaeTku
TIDIAN 100 mg film-coated tablets

TUAUAH 200 mg duamupanu TablieTKn
TIDIAN 200 mg film-coated tablets

Tonupamar (topiramate)

2. KAYECTBEH H KOJIMMECTBEH CHCTAB

TUIUAH 25 mg dunmupann tabnetku: Bceska dunmupaHa TabneTka cbibpika 25 mg TONHpamar
(topiramate).

TToMoLHO BeLECTBO: 48 mg JIAKTO3a MOHOXHApAT

TUIUAH 50 mg $unvupanu Ttabnerku: Besxa ¢unmmpana tabnetka cunappka 50 mg TonupaMar
(topiramate).

[ToMoliHO BewecTBO: 95.9 mg nakT03a MOHOXHAPAT

TUIUAH 100 mg duamupann tabnetku: Beska ¢unmupana Tabnetka cwaspka 100 mg tonupamar
(topiramate).

TTomoiiHo BewiecTBO: 191.8 mg naxkTo3a MOHOXHApPAT

TUIHUAH 200 mg ¢unmupann Tabnerku: Beska ¢punmupaHa tabnerxa cbabpxka 200 mg Tonupamar
(topiramate).

[ToMoLIRO BelleCTBO: 124.5 mg nakTo3a MOHOXHApAT

3a TbJAHMA CIHUCHK HA TOMOILHMTE BELISCTBA, BHXKTE pasnen 6.1

3. JEKAPCTBEHA ®OPMA

TUUAH 25 mg ¢uaMupann TabiaeTku: benu, oBamHu GuiMupaHd TabneTkH ¢ Haanuc “T° OT efHaTa
CTpaHa M ‘25’ oT gpyrara.

TUIUAH 50 mg dunmupans tabnetku: OpamXeBH, OBAJIHM ¢GuIMHpaHu TabneTkn ¢ Haanuc “T° OT
eAHaTa cTpana ¥ ‘30’ or gpyrara.

TUJIUAH 100 mg ¢unmupanu tabnetku: XbiaTH, oBanHy ¢punMupay Tabnetku ¢ Haanuc “1° OT €1HaTa
crpada H ‘100° or apyrarta.

TUINAH 200 mg ¢umvupann taGnerin: Po3oBy, oBanny ¢uaMupanu TabneTku ¢ Haanue “I” oT efHaTa
ctpana 1 ‘200" or apyrara.

4. KIMHNYHH JAHHHU
4.1 TepaneBTHYHYU NOKA3AHHSA

Enunencun
Bb3pacTHd ¥ IOHOLIM Ha M HaA 12 roauviuHa Bb3pacT: MOHOTEpanuf NpPH NAMKUCHTH C ENAICNCHA ©

HAYaJTHHU NMapLHaiHy TIPUCTBNYA # WM C TeHEpaTU3Npasyd TOHHYHO-KJIOHUYHH IPUCTBNM.
Bb3pacTHY H IOHOLIM Ha M Hag 12 roguiliHa Bb3PacT: ROBIHHUTEIHA TEPANUA HA NALHCHT
HAYA,THY NApLHAJHU NPKCTHIN H/ WY C TeHEPANTH3HPAHH TOHHYHO-KJIOHUYHH NPUCTHN




HavalHK NaplHaJHA NIPDHCTBRIIA W/ UIu ¢ FrCHCPAJIN3HPaHH TOHUYHO-KJIIOHHYHH IIPUCTDBIIH.

Muzpena
BB3pacTHU: BTOPA IMHUA TEPAnus 3a MpopUIaKTHKa HA MUTPEHO3HO r1apobonne.

JI03MpOBKA H HAYHH HA NPHIOKEHHE

Obwu npunyunu

3a onTMMAleH KOHTPOJ Ha NPHCTBHINTE KAKTO TpPH BB3PACTHH, Taka W IIpH JecHa, C& NPENnophYBa
JIEYEHHETO JIa 3arovHe ¢ HUCKA J103a, NOCcicABaHa OT TUTpUpaHe N0 epukacHa fo3a. TabaeTkure He
TpabBa na ce pasuyneaT. He ¢ HeoOXoauMO Aa ¢€ MOHUTOpPUpAT [Ja3MEHUTE KOHLUECHTpalMH Ha
TOIMPaMaT 33 ONTHMHU3UPAHE HA JIEUeHHEeTO ¢ MeJuxaMeHTa. Psaaxo, npu no0aBsiHe Ha TONMpaMaT KbM
deHHTOMH MOXe Jia C€ Hajlara KOpHrUpaHe Ha A03aTa Ha BTOpPHUS NPOAYKT 3a MOCTHrAaHE HA ONTHMAalHa
KNMHUYHA edukacHocT. JIoOaBAHETO WM CNHMPAHETO HA QEHUTOMH UIH KapOaMasellHH KbM JICUYECHHE C

TONUPAMAT MOX€E A3 H3HCKBA Kopekuud Ha Ao3ara TIDIAN.
TIDIAN Moxe¢ aa ce npuema 6e3 cbodpasgBaHe ¢ XpaHEHE.

Enunencun

a) Monomepanun

O6wu npunyunu

ITpy NauWeHTH, KOWTO NPEMHHABAT KbM MOHTOTEpAINHA ¢ TOMMpaMaT, TpsabBa Aa Ce NPELEHAT edexTuTe
BbPXY KOHTDOJIA BBPXY IMPHCTBOHTE [OPH [IpeKpardBaHe Ha IpHeMa Ha CBIPOBOXKIALIOTO
[MPOTHBOCHHNENTHYHO jedeHHe. OCBeH B ClyuaWTe, KOrato Mo ChboOpaxeHHs 3a 0e30MacHOCT He ce
Hajara psA3KO MpeKpaTABaHE HA CBHIPOBOXKJAAUIOTO IMPOTHBOCMHUJIETITHYHO JCUCHHE, C€ IIpenophuBa
NOCTENEHHO IpeKpaTaBaHe NMPHOJIM3HTEIHO ¢ €QHA TpeTa OT J03aTa Ha NMPHJIaraHoTo CBhIPOBOXAALLO
NPOTHBOCMUIIENITHYHO JICUEHHE Ha BCeKU 2 ceaMuun. Korato ce cMpar €eH3HMHM MHAYKTOPU, HABATa Ha
TonupaMar ce noaumasar. [ToHKeHHEe Ha [03aTa TOOMpPAMAT MOXKE Ja Ce HaJoXH N0 KIHHHYHE
NOKAa3aHMUA.

Buvapacmnu u mnadexcu Ha u Hao 12 200uwmna ev3pacm

TutpupaHneTo TpAOBa 4a 3anmo4dHe ¢ 25 mg 3a efiHa ceamuua. Clel ToBa J03aTa cie/Ba 1a Ce yBenH4ana
npe3 MHTEPBAIM OT 1- WIH 2-CEAMHLM CBC CTBIKYU OT 235 mud 50 mg/AeH, npuiaraHi B ABE pa3JCiHuU
1031, AKO NAUUEHTHLT He TIoHece Jo0pe cxeMaTa Ha TUTPHpaHe, MOTaT J1a ¢€ M3MNOJ3BaT MMO-MAIKH CTHIIKH
HJIM TIO-TIPOJBJDKMTENIHM WHTepBaiu. Jlozata ¥ CKOpPOCTT2 Ha THTPHpaHE ciaejABa Ja 3aBHCAT OT
KJIHHUYHUTE PE3YIITATH,

[IpenopbuMTENHATA Ha4yaiHa TapreTHa XHEBHA J03a 3a Tomupamar wmoHoTepanus e 100 mg, a
MaKCHMAaJIHaTa NpenopbYMTeiHa JHEBHA J103a ¢ 400 mg.

Tezu npenopbKH 3a JO3UPAHE C€ OTHACAT JO BCHYKHM BB3PACTHH, BKIIOUHTENHO B HANpECOHAIA Bb3PacT,
Npy OTCHCTBHE HA MOJIEexkamo Op0pedHo 3ab01sBaHe.

6) Covnpoeorcoauio 1e4eHue Ra enuIencin
Bwapacmuu u maaoesxcu na u Hao 12 200uwuna ev3pacm
JleuenneTo crneapa Aa 3anoude ¢ 25 -50 mg .3a Howy 3a 1 ceamuua. Cnen ToBa jo3ara clielBa Aa ce
yBENHYaBa IIpe3 MHTEPBANH OT 1- MNH 2-CEAMHLM CbC CTBIKH OT 25 wix 50 mg/red (a0 100 mg),
NpUJIATaHM B ABE pasienHu A03u. CKOpOCTTa HA THTPHUpPaHE Clie/(Ba fa 3aBUCH OT KIMHUYHUTE PE3YNITATH.
[Ipn HAKOM NAMEHTH TEpaNeBTHYHa ePUKACHOCT MOXKE J1a Ce NOCTHIHe ¢ €IHOKPATHA JHCBHA 1034.
Criopel pe3yiTaTHATe OT KIMHHYHHMTE M3MMTBAHHS, HPH CBIPOBOXKIAINO JedeHue no3a or 200 mg ce
CYHMTA 33 MHHMMalHa edHUKacHa [033. B KJIHHMYHM [pPOYYBAHMS MHHMMAJHATa e(pUKacHa 1032 Ha
CBNPOBOXKAAMOTO neveHue € 200 mg. TMopagu ToBa TA C€ CYMTA 32 MHHMMAajHaTa e(HUKacHa M03a.
O6unuaiinara obia qaesHa 103a ¢ 200 mg a0 400 mg, pazneneny Ha JiBe Jo3H. Hakou nauueHt
ce HYXJaaT OT MakcuMantu fo3H 800 mg Ha AeH.




[lo oTHOIIEHKHE HA €IMMHHHPAHETO HA TONHpaMaT OT KpbBHATA INla3dMa IIpH KypC XeMoOJHanu3a, 103aTa

OW crneasano B JHUTE HA XEMOAVAIU3a Ja C€ YBEJIHYH C OKOJO MOJIOBHH THCBHA 0334 IIPH AHATH3HPpaHN
ManqHEHTH C CIIHUJICIICHA.

Tasu chIIpoBOXKJallia A03a OH clieJBaso Jia ce NPHJIOKH B ABE N03H, B HAYAJIOTO H Kpall Ha XHaIu3aTa.
HuBoTO Ha CBIPOBOXKIALIATA 033 MOXE Ja Bapupa B 3aBUCHMOCT OT MU3MOJ3BaHaTa TEXHOJOTHA Ha
JHann3a.

CxeMmaTa Ha J03MpaHe BaKd 3a BCH4KH BB3PACTHH, BKIIIOYMTENHO B B HaNpeHala Bb3pacT, KOUTO HAMA
6BOpeyHo yBpexaaHe (BHKTE TouKa 4.4).

Muzpena

Bw3pacmnu

TutpnpaHero TpabBa Ja 3anmodyHe ¢ 25 mg Ha HoI 3a eaHa ceamuua. Cien ToBa n03arta CiefiBa Aa ce
YBeJIHYaBa Cb CTHIKH OT 25 mg/AeH NpIIaraHy Npe3 WHTEpBa/H OT | ceIMHUA. AKO MALMCHTHT HE MOXKE
1a TIoHece Aobpe cxeMaTa Ha TUTPUPAHE, MOTaT Jia €€ M3MOJ3BaT HO-NPOABIDKHTEIHH HHTCPBAIH MCXKAY
KOPEKLIMITE Ha RO3UTE.

TTpenopbUHTENHATA JHEBHA J03a TONHPAMAT KaTo JNeUeHHe 33 MpoQHuIakTHKa Ha MHTPEHOZHO ITaBOOONHE
e 100 mg/neH, NpuiaraHu B JBe pasfenHH Jo3u. Hsakon mauueHTH ca OHIH yCOEIHO JISKYBaHH C ofila
NHeBHA 032 oT 50 mg/neH. Jo3zaTta M CKOPOCTTa Ha THTpUpaHe OW clelBajo Ja C€ ONPENenAT OT
KJIMHHYHUTE PE3YNTATH.

4.3 IIpoTHBONOKA3AHHSA
CBpPbX4YBCTBHTENHOCT KbM HIKOE OT CHCTABKUTE HA JIEKAPCTBEHHA IIPOIYKT.

JleueHue 3a npodunakTika Ha MHrpeHa: Ilo BpeMe Ha OpeMEHHOCT W NIpH XXCHU B JAE€TCPOAHA Bh3PaCT,
aKo HE M3MoN3BaT eeKTHBEH MeToA 3a KaHTpaueniui. Ilosara Ha r'pp4YOBE MO BpEME Ha OpEMEHHOCT
NpeACTABNABA CEPHO3EH PHCK 3a Malikata u xerero. 1lpeRoTBpaTABaHETO Ha IrbPHOBC IOCPEACTBOM
TONHPAMAT,IPH YCIOBHE,Ue CE JaBa 3a TOYHATA UHAMKALKS, HAAAEIIABA HAZl pPHCKA OT ManQopMaluH.
[lpenoTBpaTsBaHETO Ha MATPEHOZHHTE MPHCTHNM obade HE ONpaBaasa TO3M PUCK. CnenoBarenHo
MHIMKALIMATA HA TONHPAaMaT 3a NpodHIAKTHKA HA MHTPEHO3HY IPUCTHIIH € NIPOTHBOINIOKAa3aH 110 BPCME Ha
GpeMeHHOCT M IIPHU XEHH C IETEPOJEH NOTEHIHANL, KO HE H3MOJI3BaT e(pHKaCeH METO/| 38 KOHTpALCIIM
(Byx pasznen 4.6).

CrenuaiHB NpelyNpeKIcHEs | NpeANa3HE MEPKH NpH ynoTpeda
IIpu nanueHTH ¢ Wiu 6e3 aHaMHe3a 32 OPUCTHIN WK SHIICIICHS, IIPOTUBOSTTHICHTHIHUTE MCAUKAMEHTH,
BKJIIOUMTEJIHO TONHMpaMat, O ClIeBaJIO [ia C€ CIIHPAT MOCTENEHHO 33 MUHUMH3HpaHe Ha NOTCHIHANA OT
MPUCTHIM WM MOBHILEHA YECTOTA Ha MPUCTHIM. B KIWHHYHM M3NHTBAHUSA JHCBHATA /1032 CC MOHMXA5a
npe3 ceaMudHH HHTEpBaad ¢ 50-100 mg npH BE3PACTHH ¢ €NMIICTICHA M € 25-50 mg npy BB3pACTHH HA
tonupamar B 103u A0 100 mg/aen 3a mpodunakTHKa Ha MUTPEHA. B xIMHUYHH H3NUTBAHUA C IELA,
TOTIHpaMaT Ce CHHpPa OCTENEHHO 3a MEPUOA OT 2-8 cenMHIIN. B ciyuau, xoraro ce Hajlara pAa3Ko CriupaHe
MO MEIUIMHCKY MHAMKAIHNH, Ce IPEenopbyBa HaO/IIOIeHHE HA NAIHCHTA.

OCHOBHUST MbT HA €IMMHHUDAHE HAa HENPOMEHEH TOTMPAMAT M HETOBUTE MeTabONMTH € 6p0peYHOTO
eNIMMUHHpaHe, KoeTo 3aBucH oT 6nbpeunara yHKUUA, HO HE 3aBHCH OT Bb3pacTTa. [Tpy mauMeHTH CbC
CPENHO-TEXKO H TEXKO YBpexJaHe Ha ObpOpeLTe MOXE 1A ca neoOxoaumu 10 go 15 auM 332 JOCTHraHe
Ha TOCTOSHHH TIJIa3MEHH KOHLIEHTPAIMH B CpaBHEHHE ¢ 4 10 8 JHM NPH NALUCHTH ¢ HOpMasiHa 610peuna
dyukuua. TIpy BCHUKH TAUHEHTH CXeMaTa Ha TUTpHpaHe TpsOBa 1a ce BOAH OT KIHHAYHHUTE pesynTaT
(T.€. XOHTPOJ Ha TPHCTBAHTE, H30ArBaHC HA HEXKEIAHUTE peaxiliy), KaTo C& MMa npel BUJ, Y& NpH
WHIMBHIK C AOKa3aHO GbOPEUHO YBpEXAaHe MOXE Ja € HY)XHO NO-NPOABINKUTENHO BPEME 3a TIOCTHIAHE
Ha ChCTOSHHE HA YCTOWYHNBO PABHOBCCHE NIPH BCAKA 1034,

[Mpu w3moN3BaHE Ha TOMHpPAMaT aAeKBaTHOTO OBOAHABAHE € ocobeHo BaxHO. OBOIHA
OpraHU3Ma MOXE [a HaMaJlH pHCKa OT GOpMHpPaHe Ha 6L6peUHH KaMbHH (BHXKTE 110-11011Y).




OBOLHABAHE, KOETO € MHOTO BaXHO, 0COGEHO NpH MOBHIUEHA (PH3NUECKA AKTHBHOCT, KATO (hHU3MYECKH

VIIpaXHEHNS WM M3JaraHe Ha [10-BUCOKH TEMINIEPAaTypH, MOXe la Hamajil pHcka OT CBLP3aHH C
FOpEIHA HEeXETAHH PEaKIAH.

CMyLIEHNS Ha HACTPOCHHETO/ ICIPECHH
Ilpu neueHue ¢ TOMApaMaT ce Ha0o/1aBa NOBHIICHA YeCTOTA Ha ICTIPECHA 1 CMYILEHHUS B HACTPOSCHHETO.

OnuTH 3a caMOYOMIICTBO

Tlpy NManMeHTH, NEKyBaHH € aRTH-CMWIENTHYHM CPEACTBA NIPH HIKOIKO HHAUKAIMY, ¢a HaOnrojzaBaHU
CYMUIHAHA MHUCJIH KM ONHTH 33 camoybuiicTBo. MeTa-aHanu3 Ha MauebO0-KOHTPOIKWPaHN KIMHAYHA
HATTMTBAHHS HA eMMUICITHYHHA JeKapcTBa MOKa3Ba JIEKO MOBUIIEH PUCK OT CYHUMAHO MUC/IH H NTOBEACHHC.
MeXaHH3bMbT HA TO3M PHCK HE € HM3BECTEH M € BBh3MOXKHO HAIMYHWTE JaHHM Ja HE N3KJIIOUBAT
NOBMILABaHE Ha pUCKa IPH TONHPAMAT.

3aToBa Npy nanueHTH (0coOEHO MpH TE3H C aHamHe3a 3a ACHPOCHi WU CYMUHAHO MOBEACHUE,
MOAPACTBALIH W NO-MJIalH WHAWBHAH, KOUTO MOraT ja 6baT NpeApasnoNoKEeHH KbM NO-BUCOK PHCK OT
yaed 3a M onuTH camoyOuiicTBo) OM cieABalo Na ce HaGJronaBaT 3a IOsABa Ha CYHMIHIHM MHCIH H
MoBeAeHHe ¥ Ja ce MpeanpueMa NoAXONAuio ACHCHUE. TlaruenTy (¥ TE3H, KOMTO CE IPUXKAT Ce 3a TAX)
tps6Ba fa 6BAAT NOCHBETBAHN 1a THPCAT MEAMLMHCKA TIOMOLL, ako CG NOSBAT IMPU3HANM 3a CYHIMIHH
MUCJIM KJIH TIOBEJICHME.

HedponntHasa

Hsaxou nauueHTH, oco0eHo Te3H ¢ NpeApasIooKCHUE KbM HedponuTHA3a, MOXe J1a OBaT TPH NOBUIICH
pHCK OT opMupaHe Ha ObOpeUHH KaMbHH H CBBP3aHHTE € TOBA CHMATOMH, KaTo ObOpedHa KOJIMKA,
6onka B Gn6penmTe wiaK 6oska B Xb10OKa (cnabunuTe).

PucxoBuTe GaxTOpH 3a HedpoIUTHa3a BKIIOUBAT JMYHA H ceMeliHa aHAMHesa 32 HepoJHWTHA3a M
xunepxaauuypust. HuTo exuH ot pucKoBUTE daxTOpH He NpeACTABNINBA HAIEKACH IPOrHOCTAHCH tdhaxtop
3a dopmMupaHe Ha 6BOpeUHN KaMbHH IIPH JIEUCHHUC C TOIIMpaMar. OcBeH TOBAa U NAIUCHTHTE NPOBEXKAAMIH
NeucHuUe ¢ ApPYrd MEIUKAMEHTH CBBP3aHH C HedponuTHasza Morar Aa ObAAT MPH NMOBUIIEH PHCK.

YBpeaeHa yepHoapobHa byHKUHA

[lpd nauueHTH ¢ 4epHOAPOOHO YBpeXJaHE TOMMpamar clieisa la ce NpHjara BHUMATE/HO, ThbH KaTo
KJIMPBHCHT Ha TOMHpaMaT MOXE 1a OB ¢ NOHHKEH.

OcTpa MHONHA ¥ BTOPHYHA 3aKpPUTOBIBIHA IJIAYKOMa
CuHApOM Ha OCTpa MHOINHS CBBP3aH C BTOPHYHA 3aKPHTODBIbIIHA IJIAYKOMA ce Habmo/1aBa TPy NalHCHTH

Ha Tomupamat. CUMNTOMKTE BKIIIOYBAT OCTPO HA4alo Ha MOHIEHA 3PUTE/IHA OCTPOTA U/HIIA OYHA OosnKa.
O¢bTaIMONOrHYHATE TPOSBH MOTAT Jia BKIIOYBAT MHOTHA, HaMallsBaHe ABJOOYMHATA HA NpelHATa
KaMepa, OUHa XHIepEMHA (3ayepBsBaHe) ¥ MIOBULICHO BBTPEOTHO HAJIATAHE,

Muapurasa MOXe J1a AMa HIM Ja HiMa. CuHApOMbT MOXe A2 Obje CBbP3aH CbC CYNPAHIMApCH H3IHE
BojJelll 0 NpHMENHO H3MECTBaHE Ha JCIaTa M HMpHCA, Gnokxpane Ha MbTHIIATa 33 JAPCHHpaHE Ha
BbTPEOYHaTa TEYHOCT, ¢ BTOPHYHA 3aKPHTOBIbIHA INIayKkOMa. CHMIITOMHUTE Hal-4eCTO C€ NOABABAT J0 1
Mecel] CeA 3aroyBaHe Ha JeUeHUETO C TomMpamar. 3a pasnuKa OT TBPBHYHATA 3aKPHTOBI'BIHA IJIaykoMd,
KOATO PAOKO C€ Cpellla IpH BB3pacT 1oA 40 rolMHM, BTOpPHYHATA 3aKPHTOBIbJHA Ilaykoma CBbp3ana ¢
TonupaMar ce HabllojaBa MpH MAlMEHTH KakTo B ACTCKA BB3PACT, TAKa ¥ TpPH Bb3pacTHH. JieueHneTo
BIUTIOYBA TIpEKpaTsABaHe MPUICOKEHHETO Ha TonnpaMart KOJMKOTO € PBB3MOXKHO TN0-0bp30 IO
HaGTIOEHUETO HA JIeKap, KaKTO M NOAXOAALIH MEPKH 33 NIOHIKABAHC Ha BHTPEOYHOTO HAJIATAHE.

Toga JleueHHe ce onpesiens oT opTAIMONOr CAOPEA PE3yNTATUTE OT o TAIMOCKONCKHS Nperien.
[IOBMIIEHOTO BHTPEOYHO HANAraHe C MPOM3BOJIHA €THONOTHA, aKO CL OCTaBM HEJIEKYBAHO, MQ
0BeAe AC TEXKH NOCAESINIH BKIIOUHTETHO NOCTOAHHA 3ary0a Ha 3pcHHe.
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MeTaboJauTHA alin103a

XunepxaopeMHuyHa, 063 aHHOHHO HECHOTBETCTBHC MeTaboMMTHA auupo3a (T.€. TOHWKCH CEepyMEH
6uKapOoHaT 110 HOPMATHUTE pedepeHTHE CTOMHOCTH MPH JIANICA HA peCTMpaTOpHa aJIKayo3a) ¢ CBbp3Ba
¢ JIcueHHe ¢ TOmMpaMar. [loHmKeHHeTo Ha cepyMHHsa GukapOOHaT ce IBhJDKM Ha MOTHCKALIAA epeKT Ha
TonupamaT Bupxy OwnOpednara KapboaHxuIpasa. [To npuHUMI NOHMXeHWe Ha OukapOOHAT WMa B
HAYANIOTO Ha JCYCHHETO, MAaKap Y€ MOXE Ja Ce pasBHE BBB BCEKM MOMEHT IO BpEME Ha JICHCHUETO.
ToHIKeHHEeTo € OGMKHOBEHO JIEKO N0 yMmepeHO (cpeaHo noHMkeHue oT 4 mmol/l npu n03u OT 100
mg/leH MY HOBeYe NpH BbL3PAaCTHH M NpH npubmusuTenHo 6 mg/kg/AeH Npu NaLUEHTH B ACTCKA
Bb3pacT). PAAKO NMpH NALHEHTHTE MMA NOHHKCHHE N0 croitmocty moz 10 mmol/l. CbCTOSHNA, KOUTO
ApeApa3nofiaraT KbM aluuao3a (xaTo 650pedHo 3300 ISIBaHe, TEXKKH TUXATSIIHN HApYLICHHS, eNHICITHYCH
CTaTyc, AMAapusd, ONMpalMH, KETOr¢HHa AKeTa WU ONpPECICHH MeJUKaMEHTH) MoraT Aa TNOACHJIBAT
[MOHMXABALMS OKapOOHaTHTE eEKT Ha TONHpaMar.

XpoHHYHATA METaboNHTHA aMAO3a MPU NALMEHTH B AETCKA BB3PACT MOKE Ad 3a0aBy CKOPOCTTA HA
pacTexxa. EQEeKTbT Ha TONMpamaT BBPXY pacTeXa ¥ CBhp3aHHTE C KOCTHUIC NOCNSACTBHA He € Oun
npeAMET HA CHCTEMHO NIPOyuBaHe NIPH MONyIalMK Aela ¥ Bh3pacTHY.

B 3aBHCHMOCT TO NOMJCKALIOTO ChCTOAHME, O BPEME HA JiUeHHEe C TONMHpaMar <€ IpemopbiBad
MOAXOAAIIO M3CHeABaHe, BKIIOUHTEIHO ONpEAEIsIHE HHBA HA CCPYMHH GuxapboHaTH. AKO C€ pa3BUE M
3abPXKH MUTAGONMTHA alW03a, CNelBa Aa CC MPEUCHH MOHIKABAHE HA nO3aTa MJH NpeKpaTsBaHe Ha
fledeHHETO (M3NON3BaKy IPOMEHSILH CE JO3H).

Qnuroxuapo3a U XuneprepMus
WMa ChOGIICHMS 33 OJUroxuaposa (no-cnaGo m3norsBaHe), pAAKO BOACIIA 1O XOCIIUTATH3AlHA, BbB

Bph3KA C W3NOJI3BaHE HA TONHpamar. [MopeueTo OT CHOOIIEHMATA ca Npy Aeua. [TanyeHTH, 0COOSHO B
neTcka BB3PAcT, JEKYBaHH ¢ TOMHpaMar 64 CleABao 1a 6baaT o HEnpeKbCHATO HaOMoAEHHE 32 MOABA
1A 10-cab0 MANOTIBAHE M MOBULIEHA TENECHA TEMIEpaTypa, 0COOSHO NMpH BUCOKA OKOMHA TeMIIeparypa.
TIDIAN 6# ClIeIBAIO 4 Ce M3MOI3Ba BHUMATENHO, KOraTo Ce MpelnucBa ¢ ApyrH MEINKaMEHTH, KOUTO
NpeApA3NoNarar MauMeHTHTe KbM CBBp3aHK C ropelnHa CMyIueHnA, Te3d MeJHKAMEHTH BKIIOUBaT, O€3
1a ¢e€ orpaHMyaBar caM0 [0 TiX, JApYyTY kapOoaHXuApa3BH HWHXHOMTOpDH K MCANKAMEHTH C
AHTUXOJMHEPrUYHa aKTHBHOCT.

X paHUTEIHH n0o0aBKH
X paHUTEITHHUTE K00aBKY MJIM MPHEMAHETO Ha MOBEYE XpaHa MOXe JAa CC MUMar Npel BUJ, aKO NalHCHTBT

ry6u Tersio JOKaTo MpOBEXAa JEYCHAC ¢ TONHUpaMar.

To3u NeKapcTBEH MPOAYKT ChAbPKA JIAKTO3a MOHOXU/PAT. TTalHEHTH ¢ PEIKA HACTEACTBEHH IIPOOAEMH
HA TANAKTO3HA HEMOHOCHMOCT, Lapp jakTazeH AC(HIMT WIM IJOKO30-TANakTo3HA HENMOHOCHMOCT He

TpsiOBa Ja MPUEMAT TOBA JIEKapCTBO.

4.5 BzauMojeiicTBAE ¢ APYTH JeKAPCTBEHH NPOAYKTH H APYTH ¢dopMH HA B3aHMOACHCTBHE
B Tasu Touka ca o6obuieHn npomeHH ¢ edexrt >15%.

Ecpexmu na monupamam epxy Opyeu npomusoenuienmuHny npodyxkmu
KoMOuBHpaHeTO Ha TOMMpPaMaT ¢ APYrH MPOTHBOCTIMIEHTHHRN MeAuKaMeHTH (ChAbpXKAIHA (PEHHTORH,
xapOamasenuy, BainopoeBa KHCEIWHA, dhenobapbutan, NPUMHIOH) HAMA edexT BBPXY TEXHHMTE
PaBHOBECHH TIA3MEHH KOHLEHTDPALHH, OCBEH IpH HIKIIOUCHHA, Korato nobaBgHeTO Ha TONUPAMAT KbM
hbeHUTOHH MOXE /3 JI0Beie A0 MOBALIABAHE HA ILIASMECHUTC KOHLEHTPAIMA Ha (PEHUTONH.
ce MPH4YMHABA OT NOTHUCKAHE Ha nonumoptHara u3odopMa Ha CIIEHPUHCH CH3HM (CY
BCEKH NALMEHT JeKyBaH ¢ QEeHUTONH, HUBaTa Ha GCHATOHH 64 CNeABANIO Aa ce& Hab




KIWHAYHU MTPpOABH MJIH CHMIITOMKH HaA HHTOKCHKALINJL.

[TpoyuBaHe BbpXY (apMakOKHHETHUHOTO B3AMMOXCHCTBUE NPH NAIMEHTH C €NUIICHCHA Ha TOMMpaMar B
KOMOMHALIMS C NAMOTPWKHH NOKa3Ba, ue Tonupamar 8 no3u 100 no 400 mg/aeH HAMA ePeKT BHPXY
paBHOBECHATA MNIa3MeHa KOHIEHTpAlNs Ha NaMOTPMxXUH. OCBEH TOBA HAMA NPOMsSHA U B PABHOBECHUTE
MAa3MeHK KOHIEHTpAlUMH HA TONHpaMaTr NO BpeMe MM clej CMUpaHe Ha JICUCHHETO C JIAMOTPHIKHH
(cpeaHa goza 327 mg/neH).

Egexmu na dpyau npomusoenuienmuysu npooyKmu 6bpxy monupamam

@eHUTONH U XapbaMazennyH NOHMKABAT M1a3MEHUTE KOHUEHTPAllH Ha TONHPaMaT H TAXHOTO BKIIIOYBAHE
WIK COMpaHe B KYpC Ha JieYeHHe C TONHpamaT, B Tash BpPb3ka, OW crenpano 1a ce ChilpOBOXKIA C
TUTPUpPaHe Ha J03aTa TORHpaMaT /0 IOCTHraHe Ha KIMHHYEH OTTOBOP.

BbBEXKIaHETO HJIA COHPAHETO HA BANMOpOeBa KHWCENMHA He BOAM 1O KIMHHYHO 3HaYMMU NPOMEHM B
Ma3MEHNTE KOHLIEHTPAHH Ha TOMHpaMaT ¥ MOPajK TOBA HE € HYXKHO Ja CE KOpUrypa n03arta.
BsaumojeiicTBuATa ca 06001meHH Ha cefiHaTa Tabjena:

Eonoepemenno npunazan | Konyenmpayus na | Konyenmpayus na monupamam
npomugoenwienmuyen npooykm | NPOMUBOERUIERMUYHUA
| npooyxm
DeHUTOUH >k XK l
[ KapbaMazeniH > i
Basiropoesa KHCC/IHHA | e —
JIaMOTpHXKHH e > )
denobapdbutan | < NS
[TpumuioH > NS

— ... 63 NPOMEHH B IJa3MEHUTE KOHLECHTPAUKH (TIPOMEHH [0 15%)

% %k ... IOBUILIABAHE HA IJa3MEHaTa KOHIEHTpAKA B H30JIMPAaHH CllyHau
| ... moHMWXeHKEe Ha Na3MEHaTa KOHLCHTPALAA
NS ... He € IPOYYEHO

Hpyzu e3aumooeucmeus

Nuroxcdu: Ilps npoyuBaHe BbpXy €IHOKpaTHO JIO3MpaHe, 30HaTa IOJ KpHBATa Ha IIA3MEeHaTa
xouuenTpauns (AUC) 3a nnasMeHHs IUIOKCHH Ce TIOHMXKasa C 12% mopand TNPHIOKEHHETO HA
ronupaMar. KIMHUYHOTO 3HAYCHHE Ha TOBa HabmojeHne He e ycraHoBeHo. Koraro TonHpamar ¢e€
npu6aBu MM TpeKpaTH NpH NAUMEeHTH NPOBEXAAUIM JICUCHHE C JUIOKCHH, TpsibBa Ja c€ OTAeNH
CIIENUATHO BHUMaHHE HAa PyTHHHOTO HabmoAeHHe BbPXY HABATA Ha CEPYMHHA JTUTOKCHH.

BemecrBa ¢ NEHTPAJHO NOTHCKAmO AedicTBHe: EJHOBPEMEHHOTO TPHJIOKEHME HA TONMpaMar,
[IpHEMAaHE Ha aJIKOXO0J 1 IIPUJIOKEHUE Ha APYTH BEIECTBA ¢ UCHTPAIHO IIOTHCKAHE HE € OUIIO TIpEeAMET Ha
KNHHAYHA IPOBEPKA U HE CE Npenoph4Ba.

Opaana xontpauenuus: [lpu QapmMakOKMHETHYHM WSNWTBAHHA ChC 3/pasH n00poBOILM, C LEl
[pOyuBaHE B3aHMOJECHCTBHETO HA KOHTPAUCHTHB ChABPHKALL 1 mg noperucrepon (NET) u 35 pg
ernnunecrpaguon (EE) U €THOBPEMEHHO NPAIOKEH TONHPaMaT B N03H 50 no 200 mg/nen 6e3 mpyro
JleYeHHe, HIMa CTAaTHCTHYECKM 3HAYHMH [TPOMEHHM B 30HATA NOA KPHBATA (AUC) Ha Koifl x “ ﬂb
¥

KOMIIOHEHTHTE Ha OpaJIHUs KOHTPALETITUB. Nt %,
[Ipu Apyro M3NMTBaHE MMa CTATHCTUYECKH 3HAYUMO IIOHHAKCHHC B ouonanuyHocTTa Ha EF, -




ot 200, 400 1 800 mg/neH ce npunarar (croTBeTHO € 18%, 21% 1 30%) xaTo CHIPOBOXKAALIO ACUCHUE HA
NAIMEHTH M3NOJ3BAlY BaJNopoeBa Kucenusa. M B JBeTe npoyyBaHud TonHpaMar B o34 50 mg/neH 1o
800 mg/leH HE TOBIMSABA CTATHCTHYECKH 3HayMMo OuoHammusoctra Ha NET. Hesasuchmo or
nonmxeHara 6uonamiunocT Ha EE B 1031 ot 200 no 800 mg/neH, He CHIIECTBYBA 3aBMCHMO OT A03aTa
IHAYUMO MOHIKeHue B Suonannynoctta Ha EE B f03u oT 50 g0 200 mg/neH. KNMHUYHOTO 3HAYEHHUE Ha
ToBa HabmoAeHue He e ycTaHoBeHo. HeobxoguMo e na ¢e B3eMe Npej BRI Bb3MOXKHOTO NMOHHXKCHHC B
eUKacCHOCTTA Ha KOHTpalleNTHBHTE M B IOBHMIABaHE 4eCTOTaTa HAa BB3MOXHA I0s4Ba Ha
MEXIYMEHCTPYAIHO KbpBEHE NpH XKEHH H3NOA3BAlIM KOMOMHMpaHa XOPMOHAIHA KOHTpaueMLus
eHOBPEMEHHO ¢ TtomMpamar. [lanMeHTHTEe H3MOJN3BAll KOHTpaUEenuMd ChAbpXamla €CTPOrcHH ou
cneABajIo Aa ObJAT YBEIOMEHH, Y€ € Heobxoaumo Aa HHGOPMHPAT 32 BCAKA NPOMAHA B MEHCTPYaJIHOTO
kbpBeHe. EQHKACHOCTTA HA KOHTpaLenLuATa MoXe Aa Oble HaMalcHa IIpH JINICA Ha MEXAYMEHCTPYAHO
KbPBEHE.

JIurnii: ITpn 3xpass 106poBONLM HMa BEAMMO noHMmKkeHHE (18% 3a AUC) npH CHCTEMHO NMPUJIOXKCHUE
Ha JTUTHH NpU eJHOBPEMEHHO npuioxenue ¢ Tomupamar 200 mg/aen. Ilpu nanueHtH ¢ OUNONApHO
HapylmieHde (apMaKOKHHETHKATa Ha JMTHH HE ce MOBJIUABA IIPH JICUCHHE C TONMpaMaT B O3H 200
mg/neH; chulecTByBa, ofave, nopuimeH cacTemeH edekr (26% 3a AUC) cnen 103u TONApaMat 20 600
mg/ned. HupaTa Ha 1MTH# cleiBa a C€ MOHHTOPHpAT NPH eJHOBPEMEHHO NPUIIOXKEHHE C TOMHPpaMaT.

Pucnepnaon: IIpoyyBaHusaTa BHPXY B3aMMOAEHCTBHATa MEAHKAMEHT-MEJHKaMEHT NpH €IHOKPATHO M
MHOTOKDaTHO JO3¥paHe Ha 3/ApaBd NOGPOBOLM M NAauMeHTH ¢ OWNONpHO HapylMEHHE JaBa CXOAHU
pesyirati. Korato ce npuiara eIHOBpEMEHHO ¢ TONHpaMar B €CKAHpally 1031 100, 250 u1 400 mg/neH,
M2 TTOHIKEHHE HA CHCTeMHUS eeKT Ha PHCIEPHIOH (TpUNaraH B IO3H B JuanasoHa 1 jo 6 mg/neH)
(16% u 33% 3a pasnosecHa AUC nipu no3u cpoTBeTHO 250 1 400 mg/nen). Habmopaasar c€ MHHAMAJTHH
MPOMEHH BbB (APMAKOKWHETHKATA Ha o0mara axTdBHA MOJICKyna (pUCTIEpPHACH IUIIOC  9-
XHIPOKCUpHCTEpHIoH), 6e3 NpoMeHH B 9-XMAPOKCHPUCTIEPHAOH. HiaMa KIMHAYHO 3HAYHMMHM TIPOMEHH B
cHCTeMHHS e(eKT HA PHCIIEPHIOH MUK TONHPaMarT, OPaaM KOETO Te3H peakuuu BEPOATHO €A KIWHUYHO
HE3HAYMMM.

Xuapoxiopruasug (HCTZ): [IpoyusaHe BbpXy B3aHMOACHCTBUC MEIUKAMEHT-MCIUKAMEHT [IPOBCACHO
npH 34paBd JOGPOBONIM OLICHABE PaBHOBECHATA (PapMaKOKHHETHKA Ha XHIPOXIIOPTHA3H]L (25 mg/24 h) n
tonupamar (96 mg/12h) xoraTo ce mpHsaraT CaMOCTOATERHO H/IH €/JHOBPEMCHHO. PesynraTture OT TOBa
npoyuBaHe NoKa3paT, ye Cmax Ha TOMHpaMaT cE NOBHUIIABA C 27% u AUC ce nosuinaea ¢ 29%, korarto ce
100ABH XUAPOXJIOPTHA3KA KbM TOomMpaMmaT. K/IMHUMHOTO 3HAUCHHE HA TasW NPOMAHA HE € H3BECTHO.
Jlo6aBsAHETO HA XMAPOXJIOPTHA3HA KbM JIEYECHHE C TONHPAMaT MOXC Ja Hanlara KOpUTHpaHE Ha 03aTd
Tonupamar. PaBHOBecHaTa (APMAKOKMHETHKa Ha XHMAPOXNIOPTHA3uW] HE C€ BIMAAT 3HAYUMO OT
eIHOBPEMEHHOTO TPUIOKEHHE HA TOMMpaMar. PesynTarMTe OT KIIMHHYTHATA nabopaTopyus IOKa3BaT
MOHM)KEHME HA CEPYMHHs Kaauil ciej NPUIOKEHHE HA TOMHpaMar MM XHAPOXJIOPTHa3n/, KOETO € TO-
M3pa3eHO NPH KOMOMHHPAHO NPHIIOKEHHE Ha XHAPOXIOPTHA3MS K TOINpAaMar.

Merdopmun: [IpoyusaHe BepXY B3aHMOACHCTBHATA MEIMKAMCHT-MCIMKAMCHT IIPOBEACHO IIPH 3JpaBH
n06GpOBO/IIM TIPaBH OLICHKA Ha PaBHOBECHATa (papMaKOKHHETHKA Ha MeT(GOPMHH M TONIKpaMaT B NJa3Ma,
koraTo MeT(OpPMHUH B TONMMpaMaT ce MpHJIAr €AHOBPEMCHHO. PesyaTaTute OT TOBA NPOYHBAHE MOKasBal,
ye cpeaHaTa CTOMHOCT Ha Cpay 3@ METQOPMHH W CpelHaTa AUC.1o, €€ TIOBHILIABAT CHOTBETHO ¢ 8% M
25%, KaTO CPEAHHUAT OpaJicH IIa3MeH KJIMPBHC C€ MOHWXKaBa C 20%, xoraro MeT(hOpPMHH CE€ TpHiara
€IHOBPEMEHHO ¢ TOnHpaMmar. ToNnHupaMaT HE IOBIHABA lm.y HA MeThopMuH. KIMHHIHOTO 3HAYCHHE HA
edeKTa Ha TOMKpamaT BbPXY (apMaKOKHHETHKATA Ha MeThopMHH He € JoOpe u3scHesa, OpanHusT
niaasMeH KIAPBHC Ha TONHpamarT ¢¢ IIOHHXaBa NpH €JHOBPEMEHHO IPHJIOXKCHHE C MeT(QOPMHUH.
TolleMHHATA HA NIPOMSIHATA B KJIMPBHCA He € 3BeCTHA. KUIMHUYHOTO 3HA4EHHE Ha epexTa Ha METPOPMHUH
BBpXy (DApMAKOKMHETHKATA Ha TONMpaMaT He € AoDpe M3fACHEHa. Korato TonupaMar ce NpHQasH-t
ipexpard NpH NaUMeHTH IIPOBSKIAH JICUCHHE C merTdopmuH, TpsibBa na c€ OTIEIH




BHHMAHHE Ha PYTHHHOTO HabnwaeHne BbPXY HHBATA Ha TCXHHIA auaoer.

IInornuraszon: [Ipoy4yBaHe BbpXY B3aUMOJACHCTBHE MEIUKAMEHT-MERMKAMEHT NPOBEAECHO TNPH 3IpaBH
noOpoBOILM OLECHSIBA paBHOBeCHaTa (apMakOKMHETHKA Ha TONMWpamMaT M [HMOTJIMTAa30H, KOraro ce
nNpuiararT CaMOCTOATENIHO MM enHoBpeMeHHO. Habmognapa ce nonmwkenve or 15% B AUC Ha
NUOrAuTa3oH, 6e npoMaHa Ha Cruys. HAXOAKaTa ‘HsMa CTATUCTHYECKA 3HAYUMOCT. OCBEH TOBa C€
HaOJII0jaBa MOHWKEHHE HAa aKTHUBHH XHAPOKCH-METab0MHT € 13% H 16% CHOTBETHO 38 Cppy s H AUC, 4,
kakTo U 60% noHuxeHHe Ha Cp,, o U AUC,; Ha aKkTUBHUA KETO-META00NHT. KUIMHUYHOTO 3HAYECHHE HA
TE€3H pe3yaTaTH He ¢ u3BectHo. Koraro Ttomupamar ce mnpudaBd Wid MpeKpaTH TNpH MNalMeHTH
NPOBEXIAINHN JeYeHHe ¢ MAOIINTa30H, HIH NHOTIUTA30H ¢e 100aBU KbM JIeYeHUE TONHPAMAT, Cie/Ba Ja
ce OTAEMH CIIEHHAIIHO BHHUMAaHHE Ha PYTHHHOTO HaOMIOACHUE HA NALMEHTUTE 3a aJCKBaTEH KOHTPOJ Ha
TEXHUS JUadeT.

I'muGenxnaMug: IIpoyyBaHe BBPXY B3aWUMOICHCTBUETO MEAUKAMEHT-MEIHWKAMEHT NIPH NALMCHTH C
anadbeT THN 2 OlieHABa paBHOBeCHaTa (apMAKOKHMHETHKA HA riubeHknamuj (5 mg/ieH) caMOCTOATENHO
WK efHoBpeMeHHOo ¢ Tonupamart (150 mg/nen). Uma 25% nonnxenne Ha AUC,, Ha riMOeHKIaMuA NpH
eITHOBPEMEHHO NpUJIOKeHHe ¢ TomHpaMatr. CucteMHHMAT epekT Ha akTUBHMTE MeETaboNuTH, 4-mpaknc-
XU ApoKcH-rubenknamuy (M1) u 3-yuc-xunpokcurmibenknamuj (M2), ce noHHxaBa ChOTBETHO € 13% H
15%. PaBHOBecHaTa d¢QanpMakOKHHETHKA Ha TONHpaMaT oOCTaBa HENOBJIHAHA OT CAHOBPEMEHHO
npunarandd rmbenxnamug. Koratro tonmpamar ce mpu®aBd KbM JIEUCHHE ¢ TUHOCHKIAMHA HIH
riubeHknaMy ce A00aBu KbM JIEYEHHE C TOIMHpamar, CleiBa Ja ce OTACNIH CHElHaNTHO BHHMAHHUE Ha
PYTHHHOTO HaO/IOJEHNE HA TALMEHTHUTE 33 a/IeKBaTEH KOHTPOJ HA TEXHHUS Anaber.

Jpyru popMH Ha B3aUMoOJeiicTBHE:

MeAHKAMEHTH, NPeAPA3NoJaraiid KbM He(poanTHasa

Tonupamar, U3NoA3BaH €IHOBPEMEHHO C APYTH NPOAYKTH NpeApasnolaraliy KeM HedgponnTHa3a, MOXe
Jla TIOBHIIM pHCKa OT Hedpomuruasa. Koraro ce uinmomssa TonupaMar, oJAoOHH NPOAYKTH CICABA Aa Ce
u30ATBaT, THH KaTO Te MOrar Aa Ch3JaAaT (PH3MOJOTrHYHA Cpelia, KOATO NOBHILABa pHcka OT HopMHpaHe
Ha 6BOpPEeUYHH KaMBHH.

Baanopoesa KHceJIHHA
EnHOBPEMEHHOTO TPUIOKEHHE HA TOMMMPAMAT U BaJIIOPOCBA KHCENTHHA C€ CBBP3BA C XUIIEPAMOHEMMUS, C

i 6e3 eHiedanonarus, NIpv NMalMeHTH, KOUTO €3 IPOSBHIH IOHOCHMOCT BCEKH OT MEIHKaMCHTHUTE
NOOTAENHO. B nOBEYETO Cllyuyad CHUMITOMHTE M NposBHTE OTCiIadBaT ¢ NPEKPATABaHETO HAa BCEKM OT
MEIUKAMEHTHTE.

Tasu Hexenana peaxiuus He ce AbIDKH Ha (papMaKOKHHETHUHO B3auMoJelicTeue. He ce Habmonasa Bpb3ka
MEXAY AaMOHEMHS ¥ MOHOTepanWsi ¢ TOnMpaMaT KM ChIPOBOXKAAIO JIEHEHWE C  JApYT
NPOTHBOCTIHIENTAYEH MEIUKAMEHT.

Eonospemenno npunazan | Konyenmpayus na | Konyenmpayus na monupamam
NEKAPCMBEH RPOOYKM E€OHOBPEMEHHO NpURAZAHUR

Aexapcmeen npooyxn _
AMMTPHUITTHIIHH > NS

20% nopumenue Ha C, ., ¥ AUC
HA HOPTPHIITHIHUH MEeTa0OTUT

HuxuapoeprotaMuH > >
(OpasiHO U NOJAKOXKHO)

XaJIoNCpUAON > NS




31% nmnoeuuieHue Ha AUC Ha
peayuupaH MeTabonuT

[Iponpanonon — 16% noBumenue B C,.y,
17% noBumrenne B Cmax Ha 4- | 17% nosuimenune Ha AUC
OH nponpasonon (80 mg nponpanonosn/ 12 h)
(Tonupamar 50 mg/12 h)

CyMarpunTaH > NS

(OpaTHO H NMORKOKHO)

ITnuotnden > «>

HunTHazem 25% mnommxenne B AUC Ha | 20% nopumenue Ha AUC

HUJITHAZEM U
18% noumwxenue Ha DEA u

«— DEM
Bennadaxcun — >
MnyHapuU3uH 16% noeumeHue Ha AUC (TPM | <
50 mg q12h)°

a % CTOMHOCTH ca cpeanuTe npoMeHH B C,,, it AUC npu MOHOTEpanus

> - 6e3 edpext BBPXY Crax B AUC (£15% npoMsHa) Ha MbPBUYHOTO JIEKAPCTBO

NS — He e npoyueHOo

DEA = nez-auetun-auntuazeM, DEM= N-neMeTHI-TUITHA3EM

b AUC Ha ¢nyHapuszuH ce noBuIaBa ¢ 14% mnpH NOpoBexJalM NeYeHHE caMo ¢ GuUIyHAPH3MH.
[TOBHILEHOTO BB3ACHCTBHE MOXE Ja € IBJDKH Ha AKYMYJIMPAHETO B X0/la Ha IIOCTHIaHe Ha ChCTOAHHUE Ha

YCTORUYMBO PaBHOBECHE.

HApyry ¢papMaKOKAHETHYHH HPOYIBaHHS BbPXY JEKAPCTBEHHTE B3auMojedicTBHd: [Iposenenu ca
KJIMHHYHY IPOYYBAHHA 32 OLCHKA HAa NOTEHUHATHUTE (apMaKOKUHETHYHH JCKApCTBEHH B3aMMOACHCTBUA
MEX Y TOHpamaTt ¥ apyrd npoxykTd. [Ipomenute B Cp.x 1M AUC B pe3ynTaT Ha Te3d B3aHMOJCHCTBUS
ca NpeACTABEHH MOo-moJy. BTopara KoloHa (JIEkapCTBEHa KOHHEHTpALMA) ONUCBA KaK C€ MOBJMABA OT
n00aBAHETO HA TONMHMpaMaT KOHLECHTpALIMATA HA JICKAPCTBEHHS NIPOAYKT MOCOYEH B IbpBATa KOJIOHA.
Tperata KonoHa (KOHLEHTpalM¥ Ha TONHMPaMarT) IOKa3Ba Kak €JHOBPEMCHHOTO MPHJIOKCHHE Ha
IEKapPCTBEHHS NPOAYKT OT MbpBaTa KOJIOHA NNPOMEHS KOHIEHTPALMATA Ha TOITHpaMar,

Jabopamopru uscredsanus
PesynraruTe OT KIMHHYHUTE U3MUTBAHKA NIOKA3BAT, Y€ TOMMHPAMAT Ce CBHP3Ba ChC CPEHO NOHMKEHHE OT

4 mmol/l B HUBOTO Ha cepyMHHs OuKapOoHar. (BHxkTe Touka 4.4)

4.6 bpeMeHHOCT H KbpMeHe

PHCK CBLP3aH ¢ eMHJICICHA B NIPOTHBOCNHJIENTHYHH NPOAYKTH KaTo UAJIO0.
[Topamy NO-BHCOKMAT PHCK OT BpoAeHH MaipopMalldd TpH HOBOPOIACHM OT MaHKH
MPOTUBOCTIMIENTUYHH MNPOAYKTH, >KEHMTE BBB (epTUIHA BB3pacT He OM creBayo
MPOTHBOCTHAIENTHYHO JicucHue 6e3 KOHCyNTalus ¢ Jjekap — cnenManuct. Heobxg
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TPOTHBOCTIUJICTITHYHO JieueHue OM ClIeABANO Jia Ce NMpeleHW B Clydall Ha MIaHHPaHO 3a0peMeHsBaHE.
IIpy HOBOpOZEHH OT MalKH C ENHJIENCHA MONYyYaBaIlM TIPOTHBOENMIEOTHYHO JIEYEHHE N0 BpEME Ha
OpeMeHHOCT, obmara decrorara Ha MandopMmalHHTe € 2 A0 3 MbTM MO-BHCOKAa OT 4YeCTOTaTa
(npubnusutenHo 3%) B obuara nonynauus. JIeUeHHETO ¢ MHOKECTBO NPOTUBOENHIEIITHYHY POIYKTH
MBOX€E [ia C€ CRbpKe C NO-BHCOK PHCK OT BPOJCHH MaiGOopMalid B CpaBHEHHE C MOHOTEpAIU, MOpPaaK
KOCTO € HY»HO BHHArd KoraTto € Bb3MOXHO Jla ce mpuiara MoHoTepanua. Had-uecture Mandopmaluu ca
3a€llKa yCTHa, ChPACYHO-ChA0BH MapopMaliiK U 1edeKTH Ha HEBpalHaTa Tphoa.

BLIpekH Te3sw NOTEHUMAaNHM PHCKOBE He OW CliefiBano Aa ce MpeAlpHeMa BHE3amHO MpeKpaTsdBaHEe Ha
MIPOTUBOCITHICTITHYHOTO JIeYeHHE, ThH KaTO TOBA MOXE [a JOBEAC A0 BHE3alHHM MPUCTBIH, KOETO MOXE
Jla UMa TE€XKH MOCIECACTBHA U 3a MaiKaTa, U 3a 11oaa.

KakTo np# Apyr¥ NpOTHBOCHHISNTHYHH CPEACTBa, TOMMPAMAT € TEPATOTEHEH NPH MHLIKH, IUIHXOBE U
3afiuy. IIpu mIsxoBe TonMpaMar NpeMHHaBa Npe3 MialeHTapHaTa dapuepa.

HsMa npoy4yBaHMs BBPXY U3INOJI3BAHETO HA TONMHMpPaMaT NpH OpeMeHHH xkeHH. Tomupamar cieasa ja ce
H3110J13Ba IIPH OPEMEHHOCT CaMO KOraTo DOTCHLIMAJIHATA [10]13a ONPaBJaBa NOTEHIHAIHUS PHCK.

Ilpy nasapHHs ONHT HMa CHOOLICHMS 3a CIy4ad Ha XUNOCHA#s IPM HOBOPOIEHH OT MBXKH IOJ
H3JIOKEHH in utero Ha Bb3NEHCTBHETO HA TOMHMpamaT, ¢ MJIH 0e3 Apyrd aHTHKOHBYJICAHTH. [IpHunHHA
BPb3Ka € TONUpaMart He ¢ Oua ycTaHOBEHaA.

Ilpenu na sarouyHe JIeYeHHE C TONHUpAMAT BCAKA XX€HA BBB (epTHUIIHA BB3pacT TpsOBa Ja ObJe HAMBAHO
MHGOPMHpaHa 3a BB3MOXHHTE €(EKTH HA TOMMpaMaT BBPXY IUIOJA TIpEAH paXkaHe, KaTO PHCKOBETE
CJIe[iBa 1a c€ 00CHIAT C NALUEHTA BB BPb3Ka C MOJ3aTa OT JIEYEHHETO ¢ TOMMPAMAT MpH NpodHIaKTHKA
Ha MMTPEHA.

IIpenopbUMTENHO € KEHUTE BbB (PEPTHIIHA BBH3PACT Jla U3IION3BAT AXEKBATHA KOHTpALIETILHS.

TonupaMat ce eKCKpeTHpa B KbpMaTa Ha KbPMEIIH INTbXOBe. EXCKpeTHpaHeTO HA TONUPAMAT B KbPMATA
NIpH XOpa HE € OLEHEHO B KOHTPOJMpPaHM MpOoy4YBaHHs. OrpaHHveHHUTe HAOMIOJeHHS Ha NaLMeHTH
IpeANnoyaraT eKCTeH3WBHA €KCKPEIllMA Ha TOnupaMar B KbpMara. s Karo MHOIO MENUKAMEHTH ce
EeKCKpETHpaT B KbpMara INpH XOopa, TpsbBa ga ¢e B3eMe pelueHue Jald Ja ce Cnpe KbpPMEHETO WiH
JICUEHUETO ¢ MEANKAMEHTA, KaTO C€ B3€ME Npel BUJ 3HAUCHHETO HA MEAMKAMEHTA 3a MalKkara.

HEOQ)HH&KTHK& Ha MHI'DCHA.
JleyeHue 3a HpO{IJHHﬂKI‘HKﬁ Ha MHUI'PDCHO3HA: TONIHpaMaT € NPOTHROIIOKA3aH 10 BPpEME Ha 6PEMBHHOCT H

IITH KCHH C ACTCPOJCH HOTCHIIHAJ, KOHTO HC H3IT0JI3BAT C(bEKTHBHEl KDH'I'])&I.IEHI.[HH.(BHK pa3acii 43)

4.7 EdpexTH BBpXY cnocobHOCTTA 32 IIodHpaHe H padoTa ¢ MALLIHHEA
KaxTo BCUUKH NMPOTHBOCMMICNITHYHK IIPOAYKTH TOIIHpaMart AciCTBa BEPXY LICHTPAIHATA HEPBHA CUCTEMA

H MOX€E J]a NPUMUHU CHHINBOCT, 3aMaiiBaHe WM XpYry MOAOOHH CHMNIITOMH. Te3H HHaye JIEKH 10 CPEeaHO
TEXKH HEXENaHHW peakiid ¢a NOTEHIHUANIHO ONACHH MPH NAUKEHTH OPUpaLId NPEBO3HO CPEACTBO HUIIH
paborelty ¢ MalllMHH, 0COOESHO AOKATO HE NPUACOHAT OMHUT ¢ U3MON3BAHETO HA MEIUKAMEHTA.

JlexapsT cneaBa fa B3eMa HHAHBHAYAIIHH PEIICHUS 3@ U3BBPIIBAHETO HA Te3H ASHHOCTH.

4.8 Hexxe1aHH J1IeKAPCTBEHH PeakIMH
OTueTHTE 33 HEXENAHHTE JIEKAPCTBEHHN pEaKklii¥ ca B CHOTBETCTBHE ¢ Kiacupukauusara Ha MedDRA.

oBeyero oT HaOmMOZaBaHUTE NPH KIHHHYHHTE H3NMHTBAHUA HEXKENAHH PEAKHHMH €A JEKU U CBBP3aHH C
nosara. Te oOHKHOBEHO ce IpOSBABAT 3a IIbPBM IT BBB (a3aTa Ha TUTPHUPAaHE Ha A03aTa U YECTO
MepCUCTHpAT BBB (azaTa Ha ITOAABPXKAIIO JieueHHe, HO PANKO 3anoyBaT BbB (pazara Ha NOLABPXKAINO
nedeHune. [To-BHcOKaTa CKOpPOCT HAa THTPHPAHE M IO-BUCOKATa Ha4YaliHa [03a € CBLP3BAT ¢ IO-BHCOKA
YECTOTA Ha HeXKEeNaHH PeaKiii BOACLUM OO NPEKPATIBAHE HA JIEUSHHETO.

Toit xaTo TONHpPaMAaT Hal-4eCTO € MPUJIAraH €JHOBPEMEHHO C APYIH MPOTHBOCHUACITHYHH IPOAYKTH, HE
€ Bb3MOJXKHO JIa C€ ONpeIeH KOH IPOAYKTH C€ CBBP3BAT C HEXKCIIAHU JICKAPCTBEHU PEAKIHH.

4.8.1 JIOMBJIHHUTENHO JCUYCHHE HA EMUJICTICHS IPH KNIMHHYHU U3NHTBAHUS
Bb3pacTHH




Ipu nBofiHO-CieNM KIMHMYHM M3NHTBaHHS C NAUMEHTH ¢ Gbp3a (asa Ha THTpUpame Ha 403ara,
HEKETIaHNTE peaklMM HabmoAaBaHu ¢ 4ecToTa OT 5% HIIM noBeye ¥ HAGMIOAARAHH C HO-BHCOKA YECTOTA
NpH TPETHPAHH C TOMHPAMAT BB3PACTHH TNAIlHEHTH B CPaBHCHHE C Iauedo TpeTHpaHW BhH3pacTHH
NallMeHTH, BKIIOYBAT CBHJIMBOCT, 3aMaliBaHe, HEPBHOCT, AaTakCHA, YMOpa, TOBOPHH CMYLICHMS,
NICHXOMOTOpPHO 3a0aBsiHe, a0HOPMHO 3peHHe, HecmeUMUYHH CMYIIEHHS Ha INaMeTTa, oObpKBaHe,
napecTe3ns, ABOWHO BIDKAAHE, AaHOPEKCHS, HUCTAI'bM, TajcHe, NIOHIKEHO TEIJIO, eKCIPECHBHH NOBOPHH
CMYILEHUS, YBpeJeHa KOHUEHTpallus/BHUMaHHe, ACHpecHs, KopeMHa OONKA, aCTEHHS M TIPOMEHH B
HacTPOECHHUETO.

Hexenanu peakuyy ¢ No-Manka 4ecToTa, HO CYHTAHM 33 MOTEHIHANHO 3HAYMMH OT MEIMLMHCKA IlenHa
TOYKa BKIIOYBAT NPOMEHCH BKYC, TPEBOra, HecneUM(GHUYHM KOHTHHTHBHH CMYILEHMSA, €MOLMOHANHA
NaOUNHOCT, MPOMEHEHA KOOpAMHaUMA, abHOPMHA NOAOXJa, anaTHs, NCHXO3U/TICHXOTHYHH CHUMIITOMH,
arpecHBHH peaklUK/NOBE/ICHHE, JICBKONEHHA W HeQponauTHaza. B nonbaHeHne HMa H30AMpaHH cy4YaH Ha
TPOMOEMOOIHYHY CHOUTHSA, MaKkap Ye TPUYHHHATA BPB3Ka ¢ JIEKApCTBOTO He € 6uia onpesiesieHa.

leua

[Ipyn nBOHHO-CIENIM KIMHWYHE M3NHTBAHMS, HEXENAHHUTE PEaKlMH HabmoaaBaHu ¢ yectoTa ot 5% wim
floBeve U HabMmoAaBaHH ¢ [10-BHCOKA YECTOTA NIPH TPETUPAHH C TOMHPAMAT MAUMEHTH B JETCKA Bh3PACT B
CpaBHEHHE C Maunedo TpeTHPaHH MALMEHTH B JETCKA BB3PacT, BKIIOYBAT CHHIMBOCT, aHOPEKCHS, YMOpa,
HCPBHOCT, NTUYHOCTHH HapylICHHs, YBPEAcHa KOHIeHTpaUya/BHUMaHHE, arpeCUBHU peaKH, TOHMKEHHE
Ha TErJoTo, a0HOPMHA NOXOAKA, IPOMEHM B HACTPOCHHETO, ATAKCHS, TOBHILIEHO CIFOHOOTAEISHE, TalICHE,
HecTielMpuyuHHA npobeMH ¢ IaMeTTa, XHNEPKHHE3HUs, 3aMaliBaHe, TOBOPHH CMYIICHHS, T1apeCcTe3N .
Hexenany peaknuy ¢ No-MajkKa 4ecToTa, HO CYHTAHH 3a NOTEHLHAIHO 3HAYMMHU OT MERHIMHCKA IJieAHa
TOYKa BKJIOYBAT €MOLIMOHANHA JIAOHMJIHOCT, TpeBOra, anartus, HeCnelH(UYHH KOTHHTHBHH CMYILUEHHS,
[ICHXOMOTOPHO 3a0aBsiHe, 00bpKkBaHe, XAMIOLMHALIMN, ACTIPECHA U JIEBKOIICHHA.

MoHoTepanys B KJIMHUMHHA U3OHTBAHNUA

KayecTBeHHTE BHIOBE HEXENaHW peakUMH HAOMOAaBaHM IMpPM KJIMHHYHM H3IUTBAHHS BBLPXY
MOHOTEPANHs Ca KaTo 1sn0 nog00HN Ha HaObnioAaBaHUTE NIPH AOIBIHHTENHO JeueHue. C U3KIIOYEHHE Ha
apecTe3ds ¥ YMOPa, 4ECTOTaTa Ha HEXEJIAHHUTE JIEKAPCTBEHH DPEaKIuH € MOoA00HA WIH NO-HUCKA TIpH

H3MATBAHHATA BbPXY MOHOTCPAITHA B CPABHCHHE C HINHUTBAHUATA C AOIBAHUTCIIHOTO JICUCHHUC,

Bb3pacTHy

[1py apoliHO-Cnenn KAMHKWYHY M3NMUTBAHUA ¢¢ HaO/II0qaBaT CACAHUTE HEXCNAaHH peakuuu, HabmoaaBaHu
C YECTOTa MO-BUCOKA UM paBHA HAa 10% npw AEKyBaHU ¢ TONHPAMAT BB3PACTHH MALMEHTH. MAPECTE3N,
rinaobonre, ymMopa, 3aMaiBaHe, CbHIKWBOCT, TOHHXKEHHE HA TETJIOTO, rajicHe U aHOPEKCHA.

Jelia

IIpn nBOHHO-CNENU KJIMHUYHH H3NMUTBAHUA C€ HADMIONaBaT CICAHUTE HEXENAHU peakuuy, HabmoaaBaHy
C 4YeCTOTa NO-BHCOKAa WiaM paBHa Ha 10% mpu snekyBaHH ¢ TONHpaMaTr MAIlMEHTH B HETCKAa BB3PAcT:
riaBodonre, yMopa, aHOPEKCHA H CHHIIMBOCT.

JIcUeHHEe HA MUTPEHA
[Ipu ABOMHO-CNENH KJIMHHYHH W3NMUTBAHHA , KTHHHYHO 3HAYHMHUTE HEKEIAHHU peakiud HabmoaasaHu ¢

4yecToTa 0T 3% MUiIH noBede H HabMoJaBaHH C [MO-BHCOKA YECTOTa IIPH TPETHPAHH ¢ TONHPAMAT NAUUCHTH
B CpaBHEeHHE ¢ mianebo TpeTHpaHH MalyeHTH, BKIIOYBAT YMOpa, NapecTe3ns, 3aMaliBaHe, XUIOECCTE3HS,
eKCIPECUBHH €3WKOBH HApYIIeHMs, TajJeHe, AHApHs, AMCHENCHSA, CYXOTa B yCTara, MOHHXKECHUE Ha
TErJioTO, AHOPEKCHA, CBHHJIHBOCT, HeCMeUM(PHWYHW  CMYLICHHS  HA  lAMeTTa,  YBpeleHa
KOHUEHTpallMs/BHUMAaHHUE, O€3CHHHUE, TPEBOXHOCT, IIPOMEHH B HACTPOSHUETO, ACTIPECHS, NP0
aOHOPMHO 3pEHUE.

[TauueHTH JEKYBaHH C TOMMPAMAT UMAaT MPOMEHH B TEJECHOTO TErJIO, KOHTO €2 J103a 3a




Te3u nmpomeHu He ce HaGmopaBar B rpynara Ha nnane6o. Cpeguu npoMmenu ot 0.0%, 2.3%, 3.2% u 3.8%
¢ HaO/moJaBat B IpynarTa ChOTBETHO Ha mianebo, topiramate 50, 100 u 200 mg.

4.8.4 [1azapen u apyr omur |
B cnepBamara Tabnunara ca 06001eHH HeXeNaHU TEKAPCTBEHN PEaKIHH OT CIOHTAHHH ChOOILLEeHNUS TTPH

fd3apHara péanM3allid Ha TonapaMar 1o cBeta, rpynupa#v nmo MedDRA TepMHHONOTHS U THAXHATA
YecToTa:

MHoro 4vectn (>1/10)

Yectu (=1/100, no < 1/10)

Hedecru (=1/1 000, no < 1/100)

Peaku (=1/10,000, no < 1/1,000)

MHuoro peaxu (<1/10,000),

He u3BeCTHH (He MOTAT Ja ce OLEHST 10 IOCTHITHUTE JaHHH).

I[lpeacrasenvte no-10ay CTOMHOCTH 3a YECTOTAa OTpPA3sBAT CHOOLIABAHATE 34 HEKEIAHHU JIEKapPCTBEHU
pEaKkuHH OT CIOHTaHHM CHODILIEHHS M HE NaBaT MO-TOYHA MPEACTABA OT Ta3W, KOATO OH Moria na ouie
NoJiyuyeHa B KIIHHHYHH UIIH €KCNEPUMEHTANIHH IPOYYBaHHSI.

FiMma n3omupanyu ChoOLIEHHS 33 XENATHT M YePHOAPOOHA HEZOCTATHYHOCT NpPH NALHEHTH NpHEMaIH
MHOXKECTBO Pa3/IMYHA MEJHKAMEHTH I10 BpEMe Ha JICYEHHE C TOMmUpamar.

MMa usonupanu cboOlueHusa W 33 OyNO3HH KOKHM M JIMTABHYHA PEaK[MH (BKIIOUMTEIHO epMTEMa
MynTudopme, nemMduryc, CHRApoM Ha Stevens-Johnson M TOKCHYHA enuAepMaliHa HeKpoau3a). IToBeuero
OT Te3d CBHOOINECHMA Ca HaOMoJaBaHH NpH NMALMEHTH NpPHEMan¥ H APYrH MeIUKAMEHTH CBbP3aHH ¢
OyJIO3HU KOXXHM W JIMFABMYHHM PeaKIHH.

Psanko npu M3Mno/3BaHe Ha TOPHNAPAMT ce ¢hoOIlaBa 3a onuroxuaposa. [1oseueTo oT Te3u chobIeHus ca
O6unu npu aeua.

C1o01eHNs 32 HexeNlaHH JIEKAPCTBEHH PEaKLIHH [IPH Na3apHaTa peaTu3aliys:

Kaacupuxkanus Ha MedDRA JeCTOTA Hexenanu JIEKAPCTBEHH
Cucrema opras kiaac ] . | PEAKIHH peaKIHH _
H3cnenpanns Heuectn IloBuiaBane Ha YepHOAPOOHHUTE
CH3UMH
Penxu HamangpaHe Ha Teriaoro
HapymeHns Ha KPBBOHOCHATA M | UecTH AHeMus], eNUCTAKKC, YPIypa
JUM{pHA CHCTEMH MHoro peakH JIeBKOTICHHSE H  HEYTPOIICHHS,
_ a TPOMOOLIMTONEHNS
Hapymexnus Ha  HepsHarta | YectH Tpenepene, Heobuyalina
CUCTEMA NOXOJIKa
HeuyecTH | XHIIOKMHE3HS, CTYIOD _
Penku [mapecTe3nd, I'bPYOBE,
rraBodoOnHe
MpHoro peaxu I'OBOPDHU CMYIUeHus, 3aryba Ha
BKYCOBM YCCIaHU$, aMHe3us,
YBPEKAAHE HA MAMETTa, I'bpUOBE
NpH  TNPEKpaTABAHETO  (BHXK
paznen 4.4)
Hapymenns Ha okoTo [ Penxu 3PUTEIHH CMYILCHHUS, HaMaJlicHa
3PUTENIHA OCTPOTA
L Muoro penku MHOIIH,




i

:

rmaykoMa (BHX pasfaen 4.4),
00JIKa B OKOTO

il

XPaHEHETO

Pecniuparophy, rpbaud ¥ | Hevectn | HucnHes
| MCAMACTUHAIHY HAPYIICHHS i
Hapymenns Ha  cTomaiHo- | Yectu KoncTunanus ]
YPEBHUS TPAKT Penxu | Tapene
MHoro peaku Huapns, KOpEeMHa Oonka,
NOBPEILAHE
Hapymenus Ha Onbpeuutre u | Pegku HMHkoHTHHEHINS, HedponuTHA3A
MUKOYHUTE IIbTHLIA _ _ (Brk paspen 4.4)
Hapywenuss Ha koxara u | Hewectu QOJIUKYJIIHT, IPYPUTYC
NOAKOXKHHUTE ThKaHU Penxu aJIoneL s
_ _ { MHOro peku oOpuB )
Hapymienns na MeraGommsma u | Penku aHOPEKCHS

MHoro peaku

MHUTabonuTHA anupo3a  (BHX
paszen 4.4.), NOHMXKEH AalleTHT,
XHIepaMOHEMHA (BHXK pasfc
4.5)

Obmiu HapymeHus W ePekTH Ha
MSCTOTO Ha IIPUIIOKEHHE

PCIIPOAYKTHBHATA CHCTEMA

Hapyinenus Ha |

YecTH CrenerHu OONKH, alepruyH#
_ peakunu
Pelku YMopa _
MHoro peaku [Tupekcusd, abHOPMHO yceHiaHe,
_ ACTCHHUA
YecTH MeHcTpyanHn HaPYIUCHHS,
UMIOTEHTHOCT

[TcuXuyHU HapyIIEHUA

MHoOro uecTtH

‘-IyBCTBU Ha 6e3noKoiCTBO

Yectn

Eydopus, noHumxeHo auduno,
NCUXO03W  WIH  TNCUXOTUYHH
CUMINTOMH

Heuectu CyHUMIOHM HACAHHY, OIMUTH 34
camoybuiicTeo (BuX pasaen 4.4),
OOBpKAHOCT, HApYHIEHHUS IIpH

| u3pas3gBaHe

Penxu Henpecun (BHX pazaen 4.4),

_ TPEBOXKHOCT, ChHIMBOCT

Muoro peakn HUHCOMHNA, 0OBpKAHOCT,
arpecus, XamoOLHHALHH,

NCHXOTHYHH HAPYIIICHHA

4.9 IIpenosupane
CaMnToMu

MMa cpoOiieHMs 3a rnpeao3upaHe Ha Tomdpamar. IIpoyBMTe M CHMIITOMHTE BKJIOYBAT MPHCTHIM,
CHhHJIMBOCT, TOBOPHH CMYILIEHHS, HaMal€Ha 3pHTENIHA OCTPOTA, ABOMWHO BHXJAHE, YBPEACHU NCHUXHYHHU
GYHKUMM, Heraprus, abHOPMHA KOOpPAHHAIMSA, CTYNOP, XHIOTEH3Hd, kOopeMHa 00iKa, 6e3mnoKolicTBO,
3aMaliBaHe U JienpecHs. KiIMHMYHHTE NOCICACTRHA B MIOBEUYETO CIYUYAH HE €A TEXKH, HO UM2 CHOOHICHNA
32 CMBPTHHM CJIy4Ya¥ CJel Npefo3upaHe eJHOBPEMEHHO ¢ MHOTO JICKapCTBa, BKIOYHTEIHO U TOMMHPAMAT.
Ilpeno3upaneTo Ha TOMUPAMAT MOXKE 1A NPHYHHM TEXKa MeTa00IMTHA allij03a (BHXKTe TouKa 4.4).

[lanuenT, npuen no3a H34YHCIeHa B Auana3oHa 96-110 g tonupamar, e npueT B OONHHIZ
npoabLkuia 20-24 4yaca ¥ nociexBaHa OT IIBJHO Bh3CTAHOBABAHE ciiel 3-4.

* [T S BETICR R SR R N




Jleyenye

IIpn octpo npeposzupaHe Ha TonHpaMar, ako IPHEMAHETO € CTaHANO HEOTHABHA, CTOMAXBT CleABa
He3a0aBHO Jla ObJie W3NpPAa3HEH C JNABAXK HIH HHAYUHPAHE HA MOBPBIUIAHE. YCTAHOBEHO €, Y€ aKTUBHUSAT
BbIWIEH abcopOupa TomWpamaT in vitro. JledeHHeTo cnemsa na Gpie nogaspkaio. Hsma paHnn
XCMOLHan3aTa Aa NPEACTaBNABA €(DMKACHO CPEACTBO 34 OTCTPAHABAHE Ha TOIIHpAMAT OT OpraHH3MA.
[lauueHTsT cienpa aa 6bne 106pe OBOIHEH.

5. PAPMAKOJIOI'HYHH CBOMCTBA
5.1 ®apmMakogHHAMHYHH cBolicTBa

Papmaxomepaneemuyna zpyna: AHTHENUNENTHIIN, QHTUKOHBYJCAHTH, JAPYIH aHTHENHICITHLH,
TONIUpaMar

ATC koa: NO3AX11

Tonupamar ce xnacudmumpa xato cyndamar — CyOCTHTYHpaH MOHO3axapuA (MEeXaHW3MBT Ha
AHTHKOHBYJICUBHOTO JNEHCTBHE Ha TONHpaMaT He ¢ no0pe yTouHeH). EeKTpobM3MONOrHYHH H
OHOXHMHYHHM NPOYYBAHUSA BBPXY KYJNTHBHDAHH HEBPOHH NOKa3BaT CBUIECTBYBAHETO Ha TPH CBOMCTBA,
ROMTO MoOrar Ja JONPHHECAT 3a AHTHENWIENTHYHATA €(QUKACHOCT HA TOMUPAMAT. AKLMOHHHTE
NOTCHUHAIIM NPEJN3BUKAHH OT HENpPEKbCHATaTa ACTIONAPH3alMS Ha HEBPOHHTE ca OJOKUpaHH OT
TONHPaMAT 1O BpEME-3aBHCHM MOJIell. 'T0Ba NpeAnonara 3aBHCHMO OT ChCTOSHHETO GIIOKHMpAIIO ASHCTRHE
BhpPXY HAaTPUEBHTC KaHAJIH. TomMpaMar NMOBHINGBAa YeCTOTaTa, ¢ KOATO raMaaMHHOGYTHpar (GABA)
akTHBHpa GABAA pelenTopuTte 4 ylecHsBa cliocobHocTTa Ha GABA na HHAYUHPA NOCTBIBAHETO Ha
XJIODHHH HOHH B HEBPOHHUTE. TOBa 03Ha4YaBa, Ye TONMUPAMAT YCHJIBA AKTHBHOCTTA HA TO3H UHXUOHTOPECH
HEBPOTPAHCMHUTED.

To3u edpext He ce Onokupa oT ¢uiyMaszeHHs, GeH30IHA3CNHHOB AHTATOHHCT, HHUTO IIBK TONMHpaMar
YABIKABA BPCMETO 34 OTBapiHC Ha KaHAIWTE, KOETO OTJIHYaBa TONHPaMmaT OT OapOuTyparure,
npoMeHaId GABAA peuentopure.

TBiA Xaro npOTHBOSTHMICHTHYHHA NpPOdHI HAa TOMHPAMAT 3HAYHTENHO Ce& OTIMYaBa TO3M Ha
OeH30AHa3eIMHUTE, TOH MOXE [Ja NPOMeHS HEYYBCTBHTENHUA KbM GeHzommasenus nonpuny GABAA
peuentop. TonupaMar aHTArOHH3Upa CIIOCOGHOCTTA HA KAMHAT Jla aKTUBHpa kanHat/AMPA (a-aMHHO-3-
XHJIPOKCH-5-METHITH30KCa30/1-4-IPONIHOHOBA KHUCENIMHA) MOABHIA HA CTHMYJIMPAILNS €MHHOKHCEIHHEH
(rmyTaMar) peuentop, HO HAMa BHAMM €(EKT BLPXY AKTHBHOCTTA Ha N-merun-D-acnaprat (NMDA) B
NMDA penentopHus nogsua. Tesu edeKTd Ha TOMHPAMAT Ca 3aBHCHMH OT KOHIICHTPALUSTA B IPAHULIATE
oT 1 umol no 200 pmol, kKaT0 MHHAMANHA aKTUBHOCT ce Habmopasa mpu 1 umol

1o 10 pmol.

B nonmbiHeHue, TONMpaMaT NOTHCKA HAKOH M306H3MMH Ha KapboaHXuapasa. PapMaKOIOrHYHUAT ePEeKT €
MHOrO 1o-ciad OT TO3M Ha aueTa3onaMuji, H3BeCTeH kapGoaHXuapaseH MHXHOUTOD, U HE Ce cuMTa 3a
OCHOBECH KOMIIOHEHT Ha IIPOTHBOCITHIIETITHYHATE AKTUBHOCT HA TONMPAMaT.

B npeaxiMHUYHH TPOYYBaHHsA TOITMPAMAT UMA NPOTHROI'BPUYOBA AKTHBHOCT MPH HARBPLUBAH HA MITbXOBE
H MHILKH MakKCHMAJICH €JICKTPOINOK NPUCTBIIEH TECT U € eMKACEH B MOJAEN HA eNUJICTICUS TIPH IPU3AYH,
KOHTO BKIJIFOYBA TOHHYHM M abCeHC-NOA0GHH MPUCTBHIM NPH CHOHTAHHUTE SHHJICIITUMHA M TOHHYHMU H
KJIOHHYHH NPUCTBIH IIPH IITBX0BE, AHAYIIMPAHH IIPH TE3H )XKUBOTHH Upe3 CTHMYJIHPAHE HAa aMUTATIOBATA
30HA Ha MO3BKA WM Ype3 rnodaiHa HCXeMu4.

Tonupamar e cnabo epukacen nmpu Gnoxupane Ha KJIOHHYHMTE NPUCTBIIM MHAYLMpaHM oT GABAA
pPELERTOPEH AHTArOHUCT, IEHTHICHTETPA3O.

HpoyuBaHusATa NpH MULIKK TIOMY4aBald €IHOBPEMEHHO TOMMpPAMAT Y KapbaMasenuH Wiy eHoGapouTan
MOKa3BaT HATMYWC Ha CHHEPrH4Ha NMPOTHBOTBPYOBA AKTHBHOCT, AOKATO KOMOHHHDPaHETO ¢ (hEHHTOMH
NOKA3Ba aJNTHBHA (AONBJIHUTENHA) MPOTHBOTBPYOBA AKTHBHOCT. B KOHTPOJHpaHH MPOYYBAHUA BHPXY
AONbIHUTE/IHO JICYEHHE, HE ce HalMoJaBa Bph3Ka MEXAy MIa3MEHHTE KOHLEHTPAHH HA TONMUD
HeroBara KJIHHHYHA edukacnocT. He ca HabmonaBaHu JaHHH 32 MOHOCHMOCTTA IPH XOpa.
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3.2 QPapMaKOKHHeTHYHH CBOiicTRa

(DapMakOKMHETHHHUAT NpodMN Ha TONHMpaMaTr B CPaBHCHUC C OCTaHANMTE IIPOTHBOCIHICHTHYHN
ITPOAYKTH TI0Ka3Ba NPOAB/DKHTEIHO BpeMe Ha MOMY-XWBOT, THHEHHA (apMaKOKHHETHKA, NpeAOMHUHHpPALIL
OLOpeueH KWIMpBHC, JHICa Ha 3HAYHMO GEATEYHO CBBpP3BaHE M JIMIICA HA KJIMHHYHO 3HAYHMMM AKTHBHH
MeTabOIHNTH.

Tonmupamar me ¢ MOIIEH €H3MMEH HHIYKTOp, TOH MOXE Ha ce npunara 6e3 Bpb3Ka ¢ XpaHeHe U
[IA3MCHHTE My HHBA TpAOBa Na 6BAAT PYTHHHO MOHMTOPUpPAHH. KiIHHUYHHATE MPOYYBaHHA HE NOKA3BAT
HAJINYNE Ha BPb3KA MEXKNY NIa3MEHUTE KOHUEHTPAUXH H e)UKACHOCTTA MMM HEXETaHUTE JIEKAPCTBEHHU
peaKIn.

Tonupamat ce ab6copbupa 6bp30 H neaHO. Cnel OPaHO npuiioxeHde Ha 100 mg TonupaMar Ha 31paBu
HEINBH]H, CPCRHA THKOBA M1asMeHa KOHUEHTpaIus (C,,.x) OT 1.5 pg/ml ce moctura 3a 2 no 3 yaca (Tmax)-
CrHopea OTKpHTaTa B ypHHA PaJMOAKTHBHOCT, CPEAHHAT pasMep Ha abcopbuus Ha 100 mg opanHa o032
Mmapkupad ¢ 14C ronupamar e ye no-manko ot 81%.

HsMa KIMHUYHO 3HauMM eeKT Ha XpaHaTa BhPXY OHOHAJIMYHOCTTA Ha TOIHAPaMAaT.

Kato usino, 13-17% ot Tonmupamat ce CBBp3Ba ¢ IIasMeHHTe GenThIl. OTKpUTO € CBBP3BAILO MACTO 34
TonvpaMaT ¢ HUCBK KallaIMTET BbPXY MOBBPXHOCTTA Ha CPUTPOUMTHTE HJIM B €PUTPOLHUTHTE, KOETO ce
Hachina TIpH  IUIAa3MCHA KOHUEHTpauMs Haa 4 mg/ml. OGeMBT Ha pasnpenelieHde e ofpaTHO
NpONOpPLNOHANEH Ha ao3ara. CpeaHuAaT nokasaH o6eM Ha pasnpenenerue e 0.55-0,8 l/kg TenecHo Terjo
3a CcIHOKpaTHa no3a B auanasoHa 100 mo 1200 mg. O6eMbT Ha pasmpeneneHue ce NOBAMABA OT HOJNA.
Qbemute npH xkenn ca okono 50% OT Te3u 33 MbIKE.

ToBa ce AbIKM Hal-BEPOATHO Ha Pa3JIMMHUA MPOLEHT TEJIECHA Ma3sHHHA B BATa 11012 H HMA 3HAYCHHE
33 KIMHHYHATA NPAaKTHKA.

Tonnpamar ue ce MerabonmsHpa excTeHswBHO (mpHOI. 20%) MpH 3ZpaBd AOOPOBONHH, HO
MOTeOaIO3HpaHeTO My ce yBenuuaBa ¢ a0 50% npH NaHMEHTH NpPOBEXKAALIM EJHOBPEMEHHO
NPOTHBOCTIHJICIITHIHO JISYEHHE C H3BECTHM CH3HMHH HHAYKTOpH. M3onupaHM, XapaxTepH3HpaHH W
HACHTHOUHHpAHM OT Iia3Ma, YPUHZ M (eKalMH NPH XOpa ca IIecT MeTabomuTa, ¢opMUpaH 4Ype3
XHAPOKCHIIMPAHE, XHAPONIHM3a U IVIIOKOpOHHAauusA. Beexn MeTaboanT npeacTasisaBa mo-Maiko oT 3% oT
obliaTa paaMakTHBHOCT €KCKPeTHpaHa Clel TPHIOXECHHE HAa Mapkupan ¢ 14C Tonupamar. JiBa
METabOoNNTa, KOWTO 3ama3BaT MOBEYETO OT CTPYKTYPHTE HA TOLNMPAMAT, ¢a [OKA3ATM MaiKa MM
JINNCBAILA NPOTHBOT'BPUOBA AKTHBHOCT.

Ilpu xopa OCHOBHHSAT BT HA eIMMHHHPAHE HA HEMPOMEHEH TONHMpPAMaT M HETOBUTE METAGONHTH € npes
OBOpeka (He no-Manko ot 81% ot fo3sara). ITpubauzurento 66% ot 103a MapkupaHa ¢ 14C-Tonupamar ce
CKCKpETHpa HCIIPOMEHCHA B ypHHATa B paMKHTe Ha 4 auy. Clies J03UpaHe JBa ITBTH THEBHO ¢ 50 mg u
100 mg TonupaMar, cpeHUAT 6b0peueH KIHPBHHC € MpUbIu3uTeNHO ChoTBETHO 18 ml/min 1 17 ml/min.
HMma nannu 3a 6u6pedHa TyGynapHa peabcopbuus Ha TonrpaMar.

Tora ce moaxpens OT NPEAKIMHMYHHTE IPOYYBAHHA HA ILTBXOBE, KBAETO TOMHPAMAT Ce npuiara
CIHOBPEMEHHO C MpPOOEHHIMA ¥ c¢ HabmonaBa 3HAYHTENHO NOBUUICHHE HA GHOpEYHHS KJIUPBHHC Ha
TonMpamar. Karo 1sio, niasMeRHsT KIMphHC € npubiusurento 20 a0 30 ml/min npu Xopa cea OpaiHo
IPUIIOKECHHE.

TomupaMar HMa HHCKA MEKAYHHAMBHIO0BA BaPHAGHIHOCT 10 OTHOLICHHE HA MIA3MEHUTE KOHUECHTpalHH
H B TasM BPb3ka € C npeABHAMMa (papMakoKMHeTHKA. PapMaKOKHHETHKATA HA TOIIMPAMAT € JIHHeHA ¢
HETIPOMEHAI CC IIa3MEH KIMPBHC ¥ NOBHUILIABAINA CE 30HA IIOR KPHMBATa HA IJa3MeHATa KOHLEHTpaLHs
no 1030-nponopuroHaicH Mojaen B rpanuuute 100 no 400 mg eaHokpaTHa OpajiHA J03a OpPY 3ApPaBH
HHANBHAY. [Ipn nanuenTd ¢ HopManHa ObOpedHa ¢QyHKIMA MOXe Aa ca HeobxoauMH 4 J0 8 auM 3a
MOCTUraHE Ha YCTOHYHBH IUIa3MEeHH KOHUeHTpaluuu. CpeaHata Cmax Cliel MHOTOKpPAaTHO, AB2 HBTH
AHCBHO opanHo nosupane Ha 100 mg na 3apaBu urauBuAu e 6.76 pg/ml. Cren npunarane Ha
MHOroKpaThy 1034 or 50 mg n 100 mg Tonnpamar ABa IbTH AHEBHO, CPEIHOTO BPEME HA OMpEACIISAHUS
OT MJIa3MCHO CIIMMUHHPAHE NOJIY-XUBOT € npubausurenHo 21 yaca.




ObOpeyna ¢ynkuus (Clkreat < 60 ml/min), a niasMeHUAT KIHPBHC C& NOHHXKABA IMPH MAllUECHTH C
0p0peyHo 3abonsiBaHe B KpaliHa (asa. OuakBaT ce MO-BHCOKH IUIA3MEHH KOHIEHTpALUU B YCTOWYHBO
PABHOBECHE 32 OTACTHA 1033 NPH NAUKEHTH ¢ OBOPEYHO yBpexkaHe B CpaBHEHHE C TAKHBA ¢ HOPMAJIHA
O0BOpeyHa dyHKIHS.

Tonupamar ce oTcTpassisa eeKTHBHO OT IJIa3MATA C XEMOXHAIIH3A,

[InasMEHHAT KAMPBHC HA TOMMpaMaT C€ MOHMKABA NIPH NALMUEHTH ChbC CPENHO TEXKKO A0 TEXKO
YEPHOAPOOHO YBpeXIaHe.

[Ina3MEHUAT KNMPBHC Ha TONHPAMAT OCTABA HENPOMEHEH B HapeaAHala BB3pPACT NPH OTCHLCTBUE Ha
noanexanio Os0peuHo 3abonaBane.

Dapmaroxunemuxa npu deya na evpacm nod 12 200umnu

PapMaKOKHHETHKATA Ha TOMHpPAaMar NPH Aeua, KAKTO M IIPH Bb3PACTHH POBEXKAIH AONBIHHATEIHO
JIEYCHNE, € IMHEHHA, C KIIMPBHC, KOHTO HE 3aBMCH OT J03aTa M NJIa3MEHH KOHIEHTPAlMH B CHCTOSHHE Ha
YCTOHYMBO DABHOBECHE HapacTBAIIM MpPONOPLUHMOHATHO Ha Jo3ara. [enara, obauye, HMAT IMO-BHCOK
KIMPRHC H TIO-KpaTKO BpEME Ha IOMy-€MMMHHHpaHe. [lopaiy 70Ba NNa3sMEHHTE KOHHEHTPAMH Ha
TollMpaMar 3a ChliaTa A03a B MUJIMTPaMH 32 KUJIOTPaM TeJIECHO Terjio Moxe Ja 6bJe no-HHCKa NpH Jena
B CPaBHCHME C BB3PaCTHH. KakTO TpH BB3PACTHH, UHIAYUHPAHHTE OT YEPHOAPOOHHTE EH3UMH
NPOTHBOCTIMJICTITHYHN MEIHKAMCHTH MOHMXABAT KOHLECHTPALUATE B YCIOBHE HA YCTOWYMBO paBHOBECHE.,

3.3 IlpeaxTuHHYHA JaHHH 33 Oe3omacHoCT
Tonupamar ce nonacs nobpe OT MULIKH, IUIbXOBE, KY4eTa U 3aiLiy Clesl OCTPO H XpOHUYHO JO3HpPAHE.
XUMEPIIA3KA HA CTOMALIHUS enuTeN ce HabmoAaBa CaMo NPH I'PU3AYH, a NIPH [LTEXOBE TH € obparuma 3a
9 ceAMHUM Clel CIIUpaHe Ha JICYEHHETO.

TyMopH Ha rianxara Myckynarypa Ha NMKOYHHS MEXYp c€ HabJIOAABAT CAMO MpU MHIIKH (OPATHHA AO3U
10 300 mg/kg 3a 21 Mecena), M KaTo ue NI Ce NOSBABAT CAMO IIPH TO3HM JKUBOTHHCKH BUJ. Te HE Ce CUNTAT
338 KANHHYHO 3HAYMMH, ThH KaTo NoZ00HH HabmoneHns npu xopa HaMa. HaMa nojo6un pezyaraTu npH
NpOy4BAHE HA NIBXOBE 32 KaPLMHOIeHHOCT(OpaiHy fno3d a0 120 mg/kg/neHn 3a 24 Mecena).

HApyrn edekTH Ha TonmMpamar, HaGmoJaBaHM NpPH TOKCUKOJOTMYHH H TIATONOTMYHH W3CEIBaHHS,
YCTaHOBCHH B XOIa Ha TE€3M NPOyYBAHMsA, MOTAT Ja CE CBBPXKAT ChC CNal0o €H3UMHO HHAYLIMpAaHE HIIH
HHUCKO MOTHCKaHe Ha KapboaHxuapasa.

YCTaHOBEHA € TOKCHUYMHOCT Ha JABaMaTa POAWTEIM HA 103a OT 8 mg/kg/d npH nabopaTopHH MIrLXOBE, HO
0e3 edexT BHpXy (epTUNIMTETA H B ABATA MONA NpH 103K A0 100 mg/ke/d.

B npenknuHu4YHM NpoyyBaHMA ce HaOMOAaBa TEPATOTEHHOCT HA TOMMPAMAT B IPOCACACHUTE
JXHBOTUHCKH BUIOBE (MHILKH, n1abOpaTOpHH ILTBXOBE M 3aiium). [TOHIKEHO TErjo Ha nIoxa U KOCTHH
HCH(HUKALMKM €IHOBPEMEHHO C TOKCHYHOCT 3a Malikata ce HabIIOJaBaT NIPH MHIIK cien no3a S00
mg/kg/aeH. Obwmar Gpod deramun MandopMalMy NP MHIIKK c¢ TOBMIIABA NPH BCHYKH W3CJIEBAHH
rpymu (no3u ot 20, 100 u 500 mg/kg/neH), HO He ce HabMIOAABAT 3HAYMMH PAMKH WIH 32BHCHMOCT 34
ob1M WM crietuHYHE MandopManHy, KOeTo NIPeArnoniara, Ye MoraT Aa yJacTnaT (paKTOPH Pas3iu4HH OT
TOKCHUYHOCT 34 ManKkara.

Ilpu nmexoBe ce 3alens3BaT 3aBHCHMa OT J03aTA TOKCHYHOCT 34 Mailkata, eMODHOTOKCHYHOCT M
TOKCHYHOCT a3 TIJI0fa ([IOHHKEHO TETTIO Ha IUI0Ja M KOCTHH OCHbHKALMH) ciie NIpHiarale Ha 2o3H ot 20
mg/kg/neH, a TepaTtoreHHy eekTH (NeeKTH Ha Kpaka M NPBCTHTE) Ce YCTAHOBSABAT Clic]l NIPUJIATAHE Ha
A03H paBHH uid no-BUCOKM oT 400 mg/kg/nen. Tlpm 3alium ce wabmopmasa 3aBHCHMa OT 103aTa
TOKCHYHOCT Ha MalKata cnel MpPUIOKEHWe Ha 103U Hansamasawy 10 mg/kg/neH, nokato
eMOPHUOTOKCHYHOCT ¥ (eTOTOKCHYHOCT (TI0-BHCOK JIETATMTET) ce HAabMIONABAT cliell IPHNOKEHHE HA 103U
35 mg/kg/nex, a TepaTorenHy edekTd (ManpopMauuy Ha pebpara ¥ rppOHAYHES CTHAG) ce HabmOaaBaT
cien ao3u 120 mg/kg/neH.
TeparorennuTe edexTH HabmogaBaHM NpH IUTBXOBe M 3aifiy ca CXOAHA Ha Ip
KapOoaHXMApa3HH HHXHOHTODPH, U He ce CBbp3BaT ¢ MaadopMaluH npu xopa. Edexture g




Ha 3aHLM, nonysuad no3u 20 umm 100 mg/kg/nen npe3 recTalMOHHAA ¥ NaKTALMOHHHS MEPUOJH, BOAAT
A0 TIO-HUCKO TETTIO0 APH pakJaHe, NIEPCHCTUPALLO U NPE3 MEPHONA Ha JIakTauus (KepMeHe). IIpu mwrsxoBe
TOIIMpaMaT He NPEMHUHARBA TIPE3 NIaleHTapHaTa Dapuepa. Meronute in vitro U in vivo 3a MYTarc¢HHOCT, He
MOKa3BaT HA/IMYKE HA TCHOTOKCHYHH e(PeKTH NMPH TOMHPAMAT.

6. PAPMAIIEBTHYHHU JTAHHH
6.1 CnuChK HA NOMOLIHATE BelleCTRa

Cepyesuna:

JlakT03a MOHOXHIpAT.

Harpuii Huiuecte rnuxonat (Tum A)
Konoeuaox (K-croinocr = 25-35)

MaruesueB cTeapar

Konoupanexn cunuuues fHOKcHa, 6e3soaex

Obsusxa:

TIDIAN 25 mg dunmupanu tabnetkn: Opadry II Ban (tutanues guokcun E 171, nonuaexkcrposza, HPMC
2910/XunpomMenosa 3cP, HPMC 2910/Xunpomenosa 6cP, tpuerus nutpar, HPMC 2910/Xuanpomenosza
50cP, Maxporon/PEG 8000

TIDIAN 50 mg dunmupann tabnetkn: Opadry II OpasxeB (MOMMBHHHI AIKOXOJM YACTHUHO
XUJPOJIM3NDAH, THTAHHEB AHOkcHA E 171, makporon/PEG 3350, rtank, »®JT keneseH okcup E 172,
UepBEH KenezeH okcua E 172

TIDIAN 100 mg ¢unmupann tabnerku: Opadry II Kbt (HOMHBHHAI aJIKOXOJ YACTHYHO XWPOJIU3HUPaH,
THTauneB AHOKCHA E 171 , Makporon/PEG 3350, tank, xsiT xenesen okcun E 172

TIDIAN 200 mg ¢unmupanu Tabnerku: Opadry I1 Po30B (ONTHBHHKUI aNKOX01 YaCTHYHO XUAPONU3NPaH,
THTanueB AUokCua E 171, maxporon/PEG 3350, Tank, uepsen xenesen oxkcug E 172

6.2 HecLBMeCTHMOCTH
Henpuaoxumo.

6.3 Cpok Ha rogHOCT
2 rOAHHH

6.4 CneunaJiHy yc/IOBMA HA CHXPAHCHHE
To3u nexapcTBen NpoAyXT He H3UCKBA OCOGEHH YCIOBHS 3a ChXPAHECHHE.

6.5 JlanHu 32 ONIaKOBKATA

- OPA-AI-PVC/Al 6imcTep, kKapTOHEHa KYTHS

- PVC/PVDC/Al 6nuctep, KapTodeHa KyTHS

Bunose onakoBku: 28, 30, 56, 60, 100 pummupann tabnerku.

He BCHYKM BH10BE ONTAKOBKH MOTrarT Ja ObAaT MyCHaTH B MpoAax6a.

6.6 CniennaJTHH NpeAna3Hd MEpPKH NPH H3XBLpJasHe H pabora
Hsama cnenuaniy H3IHCKBAHWSL.

7. HIPHTEXXATEJI HA PA3PEIIIEHHETO 3A YIIOTPEBA
Zentiva a.s., Prague, Henika PenmyOnuka

8. HOMEP(A) HA PASPEIIEHHETO 3A YIIOTPEBA




9. JATA HA MBPBO PA3PEHIABAHEIIOJAHOBSIBAHE HA PA3PE
VIIOTPEEA i | HIEHUETO 3A

10. TATA HA AKTYAJIN3UPAHE HA TEKCTA
081017




