KPATKA XAPAKTEPHCTUKA HA ITPOAYKTA

1. HME HA JJEKAPCTBEHHEA NPOXYKT

TOPIMARK 25 mg film-coated tablets
TOIMMAPK 25 mg maMupann TadNeTkH

TOPIMARK 50 mg film-coated tablets
TOIHNMAPK 50 mg hpuamupasn TabieTke

TOPIMARK 100 mg film-coated tablets
TOIIHMAPK 160 mg puamuapany TadaeTku

TOPIMARK 200 mg film-coated tablets
TOIMMAPK 200 mg ¢punmupanu tabaeTkn

2, KAYECTBEH W KOJJHYECTBEH CHCTAB

Topimark 25 mg: Beska dunvupana Tabnerxa cpabpxa 25 mg topiramate (Tomipamar).
FloMoIHO BenecTro: Nakrosa 28,5 mg B enna GuiMipana Tabuerka,

Topimark 50 mg: Besika GunMupaHa Tabnerka ceIspxa 50 mg topiramate (Tomupamar).
TomomuM BemectTsa: Nakrosa 57 mg B enna dunmupana TalneTka u chHcer xkhaTo 0,05 mg B enma
(bumvupana TadneTka.

Topimark 100 mg: Besxa dpummupana TabneTka cbabpxka 100 mg topiramate (Tonupamar).
[TomoInHO BelecTBO: Jakro3a 114 mg B enHa dunMupana Tabuerka.

Topimark 200 mg: Besika duvypana TadneTka chIbpxa:2HE TR HMAREHUHT BRLBEKAPCTBATA
ITomoIHO BelecTBO: JlakTo3a 228 mg B efHa dMApaBg AR FRapuomuna He 1pogykma - pusowenue 1

o 30 /Y
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3. JEKAPCTBEHA ®OPMA

Jgobperue Ne.,,. . JURTSY S— wrersereisens

Oumvupany TabAeTKH

Topimark 25 mg ca kpbrnu, 6emd GUIMHUpaHy TaONETKH, MapkupaHH ¢ G OT eIHaTa CTpaHa, a OT Apyrara
— ¢ unesoTo 25.

Topimark 50 mg ca kpbrau, »sATH QrMupasn Tabnerkd, Mapkupanu ¢ G OT emHaTa crpaHa, 2 OT
Ipyrata — ¢ uncnoto 50.

Topimark 100 mg ca KpbpruH, XBNTH (hHIMEpaHH TabneTky, Mapkupaan ¢ G oT GW aor
Ipyrata — ¢ gucaoro 100, P T
R

Topimark 200 mg ca kxperud, pozoBH GHIMHpaHH TaGneTKH, Mapkuparu ¢ G
Apyrara — ¢ qrcnoto 200,




4, KJHHHYHA JAHHA
4.1 ‘TepaneBTHYHH ITOKAZAHAS

Emwrencus

Topimark € oka3aH kaTe MOHOTEpallyA IIPH BE3PACTHY, IOHOIIN H Aelld Ha BE3pacT 6 | IOReye TORHHH,
¢ HOBOOHATHOCTHOHPAHA CHUNCIICHA, KOWTO HMMAT IeHepaNusHpaHHd TOHHYHO-KIOHWYHH IBPUYOBS HIIH
YACTHYHH BPYORE CHC HIH 633 BTOPHIHH I‘EHepaJIH?,HpaHH I"bp‘IOBe.

Topimark e oxazaH KaTo RONBNBAING ISYEHHE NPH BE3PACTHY ¥ AElA Ha Bb3PacT 2 WM MIOBeYe TOAMH,
HETO CHCTOAHHE HE C& KOHTPONMpA afeKBATHO OT KOHBCHLMOHANHATE aHTHEIIIENTHYHY CPencTEa OT
OBPE2 TEPaNeBTHYHA JUHMA 33 YACTHYHM BPUYOBE CHC WIM 063 BTOPHYHM I'eHepalTM3UpPaHi Ibpuobe,
IbPYOBE, CBBP3aHH CBC CHHAPOM Ha Lennox-Gastaut, ¥ IPRHYHY TeHEPATH3UPARH TOHHIHO-KIOHHYHM
TBPYOBE.

Mburpena
Topimark e rokasan 3a IOIpuiaraH€e HpH BBH3PacTHH 33 NPodHNakTHKA Ha MUIPeHOZHO LHapofoime.

3anoyBaHeTO HA JSYEHHE C topiramate IIOONCHKHY Ha OrpaHU4YEeHUETO JAg CE H3BBPIIBA B CHCICMATa Ha
Cnequaiisapadara IIOMOIE CACH BHHUMATENHA ONEHKA Ha IPHIKHIMHTE aATEPHATUBHH TEPANCBTHYHH
BB3IMOKHOCTH ¥ JCUCHHCTO TpﬂﬁBa Aa ce NpoBexa HOH KOHTPONA HA CICLHUaTHCT W IIPY HAMMYAC Ha,
YP&AEeHH YCIOBYA 38 CHEMECTHO O0TpIDKBaHE.

I'Ipodmnamwmo JEYSHHS Ha MHIpeHa MOKE Ja Ce ofcexaa NP CUTYalHHU Kard: BBR3PACTHH, KOHTO
HMAT TpH HIH TOREYE MHTPEHO3IHM IIPHCTHIIA HA MECEL) YECTH MHTPSHO3HH TNIPHCTBIM, KOHTO
SHAYHUTEHO ITPeYaT Ha PYTHHHHTE SXKCTHCBHK IeHHOCTH HA TIallUeHTa.

BenpechT 32 NPOXBILKABAHE Ha JIeYeHHeTo TPAOBA [ia e Npepasriieia Ha ECT Mecelia.
4.2  JI0o3MpOBKA H HAYHH HA NPHIOKEHIIe

QfmH goaoxeHus
3a onrEMaieH I{OHTpOJ'I Ha I"Bp'-IOBeTe H ¢ Ien Jga ce w3ibernar J0303aBHCUMI HEXETIAHH Pearkiii KaKTo

IIPH BBE3pacTHH, TaKa H IIPH AENA cC NPENIoperiBa Tepaliara ga ¢e 3anotiHe ¢ HHCKa J034, a cIen ToBa Ja
€€ MPHCTHEIM KEM TUTPHPAHES N0 IIOCTUrAHE Ha E@BKTI/IBHa [o34a.

Koraro ce npekpaTssa OpleMbT Ha SHHOBPEMEHHO [IPHNAraHy aHTHENWIeNTHIHY cpefcTa (AEC), 3a a
ce OCBHINeCTBH MOHOTepamus ¢ topiramate, Tpa6Ba na ce B3eMar ION BHUMaRHE eleKTHTE BBPXY
KOHTPOJIAa Ha TBpPHYOBETE, KOMTO MOr'aT Ja BB3HMKHAT B PE3YNTAaT OT Tasd Hameca. C M3KIIOYEHWE Ha
CHyYayTe, KOTaTo PA3KOTO IIPEKpaTsBaHe Ha IpHeMa Ha eqHoBpeMeHHo npmiarannre AEC ce Hanmara
HOpaf| 3arpHKEHOCT 3a 0e30lacHOCTTa, Ce IPEenophuBa IOCIENEHHO HAaMalsiBaHE Ha H03ara Ha
eNHOBpPeMEHHO npiaragoto AEC,

[Ipu mpekpaTsABaHe Ha IpHeMa Ha JIEKAPCTBa, KOHTO ¢4 CH3UMHH HHIYKTOPH, HUBATa Ha topiramate ce
nopHmagar. [Ipy Hamiype Ha KIMHUYHE [OKA3aHHA MOKe Ja Ce HaloKW HaMajiBaHe Ha fJosaTa
topiramate.

Tabnerkute He TpPAGRa Ja ce paszuynsaT ¥ TpsOBa Aa ce morreuiar, 6e3 fa ¢ ABBYAT, ¢ HOCTATHEYHO
KomdecTBo BoAa. Topimark Moxe na ce npuema ez ornel Ha XpAHEHAATA.

3a omTumMusdApade Ha Tepammara ¢ Topimark He ¢ Heobxomumo Ha ce npocne;[sma-r [LIa3MeHTe
KOHUSHTPANMA Ha topiramate. . ‘




fperoppkiTe 3a n03MpaHe cé OTHACAT 3a Fellg, FOHOUIHM ¥ BCHYKY BRIPECTHH, BIUTIOUMTENHO XOpaTa B
HampefHala H ¢TapYecka BBE3PACT, B clydail ye numcea npHppyRaeame Grlpeuno sabonseade. (Buxk
T0uKa 4.4.)

HanuenTH ¢ yepHoppoSHe w/unk 6n0peuHo yapesknane:
ITpn nampeHTH ¢ YMEpeHo IO TeXecT (KpeaTuHHHOB kaupbic 3069 mi/min) u Tesxko (kpeaTHHHHOB

KmapbHe <30 mi/min} Hapymenne ma On0pevnure OVHRUME ce DPeNOpHYRa JEYSHNUETO Aa 3aI0YHE C
TIONIOBHHATA OT 00HYaliHaTa 032 B TH Aa e THIPHDA 9pe3 TMO-MaNkH 110 KONHYECTRO YBEIHYeH A U I10-
OapHO B cpasHeHHe ¢ oOMuaiiNara mpakTEra. KakTo NpE BCHYKM TAUMEHTH, CXEMAaTa 33 TUTpUpPAHe
Tpa0Ba fa ce ONpeNens Bh3 OCHOBA HA KIMHHUHES pe3yIITaT, XaTo ce HMa NpenBuA, Y Npy MalueHTH ¢
OB0OpEYHO YBPEKAAHE BPEMETO 34 TIOCTHraHe Ha CTA0WNHO CLCTOSHME MOXE A2 e YIBILKY NPH BCSKA
IpoMAHA HA fo3aTa. [Ipn manueHTH c YMepeHo A0 TexKo yBpesxaaHe Ha GuGpeunara QyHKIMA MOXe [a
ca HeoOxomumu 10-15 xpH 3a mocTHrase Ha CTaOWiIME KOHUEHTPSHIUW, ACKITO Ipd NAUMEHTH C
HopManHa Gr0pevna QyHKUMA ¢a JOCTaThuRH oT 4 10 8 aun.

ITpw mam@enTy ¢ yBpexmane Ha gepuust npol topiramate Tpafea Ja ce npUiara ¢ NOBMIIERO BHUMAaHMe,
THHU KaTo MOJke A4 € Halulle HaMAaTeH KIHPRHC Ha topiramate.

INanrienT# Ha XeMoORHani3a

Teit Kato topiramate ce OTCTpaHsBa OT MNAIMATA TPe3 XEMOAMANN33, B AHHTC HA TpPOBEXKIAHE Ha
XeMOIUANH3aTa TPAGBa Ja ce Jaje AOMBIHHTENHA 1033, PaBHABAA ce NPpUCMI3UTENHO Ha [IONOBHHATA
OT OHeBHara fosa Topimark. Jomsnewuremsars fo3a Tpabsa Aa ce NpPRIOKH DasASICHA HA HAKOIKO
OpieMa B HAUATIOTO M CEX Kpas HA XeMONHANM3HATA HpoLeaypa. JOwsNHITeRHATA J03a MOKe fa Obae
pasNHyHa B 3aRHCHMOCT OT XapaxTepPHCTHKITE Ha H3NONI3BAHATa aNapaTypa 32 XeMOoAnanu3a.

Emunencus

a) Mouarepanmis
BrapacTHE W WOHONIN Ha Bh3pacT 12 1 nopewe romisy

Tutprpasero Tpabdea ga 3amoure ¢ 25 mg BeSKa Beyep B opopemkeHue g2 1 ceavmia, Cnea ToRa A03ata
TpsaOBa ga ce YBeNMYABAZ MIPe3 HHTEPBaNH OT 1 Jo 2 ceAMuuy npy noBHutasase or 25 10 50 mg Ha
[HEBHATA Jf033, pasfeneHa Ha 183 npheMa. AKO NAUHERTHT He MOXe Ja HOHeCe CXeMaTa Ha TUTPMpaHe,
MOXe [Ia C& OPHIGKAT TIO-MANKH KOMHYECTEA HA NORHIARAHE KN I0-IBATH HHTSPBANH OT BpeMe MEKRY
TOBHLIeHM%TA, J03aTa H CKOPOCTTa Ha TUTpHpase TpuOpa fa & COPEASNST B3 OCHORA Ha KNNHMYHES
pesyiaTar,

[TpenoppuyTeNsaTa HadamHa oeNieBa A03a 32 MOHOTEpamux C topiramaie Npu BB3PACTHH C
HOBOQHATHOCTHIMPaHa emuxencus e 100 mg Axenrno, a MAKCHMaNHaTa NpeHopbYBaHA THEBHA 034 €
500 mg. TIpenophkHTe 34 ONPSNENSHE Ha AO3ATA C& OTHACHT 34 BCHHUKHA BHIPACTHH, BIUNOUHTEAHO 32
HMAMEHTHTE B WATIPSNHANA M CTAapuecKa BE3PACT, TPH YONOBME ue NHICRA HpHIpYyxasamo Gs0peyHo
sabonsBaHe.

eI1a, Ha Bh3pacr 612 royEHy

JledyeHreTo Ha Jela Ba BRIPACT 6 win HoRede rofuny Tpsdha fa samouse ¢ 0,5 Ro 1 mg/kg Beska Bedep
npes epBara cenmuna. Cnex Tosa aosata TpsOBa fa ce yRENHUARA Mpes HHTepsany oT 1 Jo 2 ceamuuy
npu noeuimasake ¢ 0,5 xo 1 mg/kg nHeBHO, paskencHa Ha [Ra OTAENHH HpHeMa. AXO IeTeTo He MOxe Aa
NOHEce CXeMaTa Ha THTPUpaHe, MOXKe Ja €& TPEAMKAT TO-MaJIkH KOMMUECTBA Ha MOBHILABAHE WIH 1O-
RKBITH MHTEPBANH OT BpeMe MENy TOBMIIGHHATA KA Jo3ara. Jl03aTa M CKOPOCTTa Ha THTpHpaHe Ha
Jozata TpadBA Ja ce OUpPeNeNsT Bh3 OCHOBA HA KIMAHTHHS PS3yTar.

TIpenopBURTENHEAT ENCBH HHTEPBANl HA HAYAMHATA A033 Ha topiramate Xaro MOHOTepanud Ipd Jena ¢
HOBOAMATHOCTHITHPAHA STIMNENCAs Ha BB3pacT 6 Mk MoBeye ronuHu ¢ 3 no 6 myke iHesHo.

TaGneraure dopMH He ca TOAXONSIY 34 Jella, IPH KOHTO ¢ HeoOXOmMMa 034 MoA 2
Tpatea Aa Obe NPENNHCaHa MOAKONIUA SEKapCTBeHa Gopma.



b) Joneagaimo sevyeHwue

B13pacTH M I0HOMI HA BBR3pAct 12 ¥ HOBEYE TOIMHN
Munnavandata edekrHBHA 1033, [IPUNarana B KIMMHHYHY H3ITHTBAHUA KaTO AOMBIBAING TepanHnd, e Guia

200 mg nuesHo. OOmuaiinata ofma grepHa fo3a ¢ 200 po 400 mg, pasmeneHa Ha XBa nprema. [Tpu
HAKOM IalMEeHTH ¢ HeoOXomuMo Ao3uTe Ja ca Ao 800 mg IHEBHO, KOeTO € H MAaKCHMANHATA
NpenopsInTeHa fo3a. [Ipenopryea ce eYeHHeTo Ja 3allovHe ¢ HACKA 7038, a CIIel TOBa Ja ce THIpHpa
1o eeKTHEHATA N03A.

Turpupanero TpAdBa fa 3amouHe ¢ 25 mg BeAKa Beuep B NPOABIKEHHe Ha enHa ceamuna. Chen ToBa
obmara AueBHa o3a TPAOBa Iia ce ysenuuasa ¢ 25-50 mg rpes WATEpBa) OT eNHa A0 ABe CeIMHLH H
TpAGBa Aa Ce NpWiara, pa3feicHa Ha XBa npuema. [Ipy HAKOM HallleHTH MOXe [a Ce IOCTHIHE
ehMKaCHOCT W IIPH SMHOKPATEH JHEBEH HpueM.

AKO TIALHERTHT HE MOXKE Ja MOHECE CXEeMATa HAa TUTPHPAHE, TOTABa MOXE Ja e MPHIIOKAT 0-HHCKH
JO3H Ha ITOBYINABAHES MK ITO-ABJITH HHTEPBAJIA OT BpEME MEXAY [IOBUINCHUATA. THTpHpaHeTO Ha n03ara
TpA6Ba 12 Ce Onpenesis Bb3 OCHOBA Ha KNMHIIHMS Pe3yITaT,

Lerta na ae3pact 2—12 ronuny

TIpenopwuuTeiaHaTa ofa AHEBHAa Ho3a topiramate KaTo AOMBJIBAllE Tepamus € NPHONMSHTENHO 5 NO
9 mg/kg AHSBHO, pasienieHa Ha ABa NpHeMa, THTpHpaneTo TpaGBa Aa 3arnodHe ¢ 25 mg BCAKA BeUep Npes
IBpBaTa ceMuNa (WA ¢ Io-HYcKa f03a, HanpuMep 0,5-1 mg/kg nueBno). Cnen ToBa mosara Tp:abBa Ja
ce VBeIHYapa Ipe3 MHTepBaIM OoT 1 no 2 cenMuUIM 4pe3 IOBHIDaBaHe ¢ okoao 1 mg/kg AHEBHO
(pasmencHa Ha JBa OTHENIHH INpHeMa), 3a Jja ce IIOCTHTHE ONTHMANCH IUTHHIYEH pesynTar. TarpupaHero
Ha Mo3aTa Tpsa0EBa Ja ce ONpefeis Bb3 OCHOBA Ha KIHHIIHHA DE3yJITart.

HanpapeHu ca MpoyIBaHIs BBPXY AHEBHH Jo3H 1o 30 mg/kg AHeBHO H IO IIPaBMIIO T¢ ¢a GIIH TORACIHH
nobpe.

Murpesa

BE3pacTay ¥ IOHOIY HA BE3PACT HAA 16 ronyHN
TurpupadeTo TpAOGEA Aa 3aN0UHE ¢ 25 mg BeAKa BEYSp B IpoxbLKeHye Ha | cenMuna. Clel ToBa Ro3ara

TpabBa A2 Ce yBelHYapa Hpe3 [OBMINABAHMS OT 25 Mg JHEBHO, NPHIATAHM Ape3 MHTepsany or 1
cenMung. AKO TAUUEHTET He MOke Ja TOHece CXeMaTa Ha THTPHpaHe, MOTAT JA Ce M3NON3RAT N0-IRIrH
HHTEPRANH OT BPEMEe MEMUILY MIMEHEHMATA HA J103aTA,

Mpenopeuarennara ofia AHesHa Ko3a topiramate KaTo Tepamys 33 MpoQUAAKTHKA Ha MUIPEHO3HO
rmapoBonye e 100 mg/kg aHenso, pazaeneHa Ha JBa npHeMa. TIpH HAKOH IamHEeHTH MOXe Ja HACTBIM
rono6pere npy ofma AHerHA 1032 ot 50 mg auenHo. [Ipn npunarave » xo3u Han 100 mg AxesHo He €
yCTanoBeH no-ro6ep edekt Ha nopnuapane. Josara 1 ckopocTTa HA THTpHpaxe TpaOpa fa ce onpexessr
BBH3 OCHOBA HA KIIHHITYHIT Pesyarar,

3a HOZHPOBKH, ROWTO He MoTar/He e NPAKTAYHY 12 &8 TIOCTHIHAT ¢ JIEKAPCTREHA qJOIDMa C HIOCOHEHOTO
CBARDRAHME Ha AKTHEHO BeIICCTRO, TO3H JIEKAPCTBEH [POLSYKT C& Ipsumara i B IEKAPCTRCHH (l)OpMH o
PABIHYHO CHALPKAHNEES HA AKTHBHOTO BEMECTBO.

4.3 IpoTHBOMOKAIAHNS

CBp‘BX‘iYB(?I‘BH‘I‘%JIHOC’I‘ EBM aKTHBHOTO BEIECTRO HIH KHM HAROE OT IMOMOIHHTE BellecTsaa.

Koraro Topimark ce npuara 3a IpO(RIAKTIKA Ha MHIPEHa, TOH @ IPOTHBONOKA3AH NPH GpeMeHHoG:
NPH EeHH ChC 3ANA3CHH JACTEPOAHH (YHKIMH, OCBEH aK0 He WINONIBaT edexribe @@W
KOHTPAIeIHL,




4.4 CnenuajHn BPeAyNpPexIeHHs: M PEXNA3HH MEPKH BpH ynoTpeda

Oy ToMoKeHHs
Ilpu manueHTH Che WK Oe3 aHaMHe3a 33 IHPUOBE UNH eMWIEHNCHS CIOXPAHETO HA AHTHEHMIENTUYHHTS

TICKaperRa, BRAOYATENHO M Ha topiramate, TpaOBa na CTaBa INOCTENEHHO C L€k Ja Ce HAMAmH HO
MHHHMYM €BEHTYAJIHATA OIACHOCT OT MOABa HA IbPY0BE MM OT HAPACTBAHE Ha HeCTOTATA HAa TEPYORETe.
Tipu npoBeneHw KMHHWYHM H3IHTBAHMA THEBHUTE AO3M 4 HAMAILABAHH NMpe3 eAHOCEOMUMHY HHTEPBANM
¢ 1o 50100 mg npu BE3pacTHH C EMUIENCHA M ¢ Mo 25-50 mg IpH BE3pacTHH, TpreMally topiramate B
o3y go 100 mg queBHO 3a mMpoduiaxTuka Ha mMurpexa. [Ipyn KWIHHHYMHHM M3NATBAHAS, NPOBSIEHH NIPH
Jena, topiramatesT € G1A CIHpaH MOCTENIeHHO B NPOILIKeHHe Ha 2-8 ceavuy. B cnydaute, korato ce
Hanara OBp30TO CrMpaHe Ha topiramate Mo MEeRWIMHCKY IOKa3aHHS, ce NPENOpBYRaA MpocieqIBade Ha
CBCTOAHHMETO N0 HONXOANI HAYHH,

Hapymenne na 6n6peunara dvaxmms

Henmpomenenuar topiramate M MeTaGoNHTHTE My Ce eNMMHHMpAT IpeAHMHO Ipes OnOpenwre.
Enuvanupanero npes GuOpelure 3aBucH OT (YHKUMOHAIHOTO WM CBCTOAHAE H HE CE BIHMfAE OT
BB3pacTTa Ha naugeHTa. [TpH NanueHTH ¢ yMEpeHO A0 TeXKC yBpexaane Ha Os0peunara hyHKuus MoKe
Ja ca HeoOxomuvi 10-15 nun 3a MOCTHraHe Ha CTAOHUIHO CBCTOAHHEC HA INA3MEHWTE KOHMEHTpALIHH,
AOKATO NPU TAUUSHTH ¢ HopMaliHa 050pedna diyHKUMA ca AOCTAaTHYHA OT 4 Ko 8 AHm,

KakTo [pH BOHUKH MALUEHTH, CXEMAaTa 32 THTpUpaKe TpAGBa Ia ce orpefels B3 OCHOBA HA XIHHMYHNA
peayarar {(HampuMep KOHTPON Haj TIbpYOBeTe, H30ArBaHe Ha HeKeNAHH JIEKAPCTBEHH pEaKIHH,
TIPOGUIAKTHKA Ha MUTPEHOSHOTO IVIRBOOONME), KaTO ¢é HMa NPeHRH[, Y& NPV MALMEHTH ¢ YCTAHOBEHO
GrOpedyHe YBpeKIAHE BPeMETO 3a NOCTHIAHE Ha CTAOHAHO CHCTOAHME MOXE Ja Ce YABIDKA IpH BCAKA
Ji03a,

Hedponurnaza

IMpy HAKOH HAUMeHTH M 0COOCHO IIPH OHE3H, KOKTO Ca IpPenpasooxeHn KbM HehpolluTHasa, MoXe Aa
1Ma NIO-BHCOK PHCK OT 0fpasyBaHe Ha KaMBbHU B GBOpelliTe U OT HOsBa HA CBEP3AHUTE ¢ TOBA NPH3HALY
H CHMINTOMH, HanpaMep 6e0pevnd komiky, 6u6pedHa Gonka i Gonkd B KpbcTa, MHOrO BaXKHO € 10
BpeMe Ha ymotpedaTa Ha topiramate [a ce OCHIYPH aAeKBaTHO XHIpaTHpaHe Ha NMAlHeNTa, ThH kaTo [o
TO3H HAYHH MOXe Aa C& HaMaly PHCKET OT o6pasyBaHe Ha KaMBHH B OuOpenure, OCBEH TOBa TaKa MOXeE
IJa ce HaMalM DHCKBT OT TEPMHYHO OOYCNOBEHH HexellaHH JeKApPCTBEHH peaklMH IO BpeMe Ha
dusruecKky yIpaKHEHUA MM TIDH H3araHe Ha ph3fielcTBHE Ha H3Pa3eHO 3aToIUIeHa 3200HKANIIa cpela
(Bx. Touka 4.8).

Puckosute daxtopu 3a HedponHTHaza BKNHOYBAT NpeAieCTBallM ciyyan Ha ofpasypane Ha KaMBbHH,
(paMuiHa apaMEe3a 3a He(ppONHTHAZA H XUNEpKATUMypHs. HUTO emWMH OT Te3u pHUCKOBM (aKTopH He
MOxe 18 NOCHYXH 32 HaJexKIHO MPOTHO3HPaHe Ha 0fpasyBaHeTO Ha KAMBHH II0 BpeMe Ha JISYSHHETO ¢
topiramate, OcBeH TOBA IIALHEHTHTE, KOMTO YIPHEMAT ADYIH JIEKAPCTBa, CBHP3aHU ¢ He(pOIUTHA3ATa,
MOKe H2 ca M3MOKEHH Ha M0-BHCOK PHCK.

Hapymenve Ha yepsonpobHaTa GyHKIHI

Tpu mauprenTy ¢ yBpexmaHe Ha depHHa npob topitamate Tpabsa Ma ce MpUaara ¢ mOBUINEHO BHHMAHWE,
T KaTo MOJKe Ja e Halvile HaMaleH KIUPBHC Ha topiramate,

CynUMIHO CBEP3aHA CHOUTHS
3a CyMUMIHO MHCHEHE W HOBeleHHe ce choOliaBa IpH NAIMEHTH, JeKyBaHH ¢ AHTHENHISNTHYHH

CpeNCcTBa Ip¥ HAKONKO NOKasaHWA. EIUH MeraaHanws Ha paHIOMH3MPaHH, INanefo KOHTPONUpaHM
TpOYy4BAHYA HA AHTHETIANCHITHYHY JIEKAPCTBEHH NIPOAYKTH IOKA3B, Y€ CHINECTBYRA MAIKO MOBALIABAHE
Ha pUcKa OT NOSBA Ha CYHUMAHO MUCHEHE W TIoBefieHue, MeXaHn3MBT, CBBP3aH ¢ TO3M PHCKL S HEmey .
xato Ha Ga3aTa Ha CHINECTBYBANUTE JaHHW He MOXe Ja CE M3KIIOUM Bh3MOKHOCTTA Y.y
p¥icK Tpd ynoTpeda Ha topiramate,




3atoBa nmanpeHTHTE TPAGBA Ja ce CSIAT 3a NMPUSHAIN Ha HA CYHLMAHO MUCIEHE U [OBEAEHUE M Ja Ce
0OMHCIIS IpHIaraHe Ha NMOAXonAWo nedeHne. [lanuenture (M MUuaTa, TPHKEUIM C€ 38 IANMeHTH) TpAbaa
Ia GbaT WHCTPYKTMPAHH Ja Ce YIOCHBETBAT ¢ JIeKap B Ciiydall Ha 0sBa Ha NIPH3HALM Ha ACHPEcHs Wi
CYMIHIHO MUCTIEHE.

Iipomenn B HacTpoenueTo/[lenpecus

Ipn manuenty, JNekyBaHU ¢ topiramate, ce ¢poOllaBa 3a HENpecHs M IPOMEHH B HACTPOSHHETO.
IManuenrure Tpabsa Ja ce ClelAT 32 NPH3HAIM Ha NENpecHs W NPH HBYXHA Ja OBOAT H3NpALIaHU C
HAIpPABICHNE 34 NOOXOAAINO jeuyeHue. B CHOTBETCTBHE C NpaBHiara Ha N00parTa KIMHUYHA NPAKTHKR,
ApY DANMEeHTHTE C aHaMHes3a 3a Jenpecus TpAGBa Aa Obmar INarenHo HaGMOJAaBaHM MO BpeMe Ha
JIEYEHHETO.

Octpa MEOIHS H BTOPHYHA TJIAYKOMA ChC 3aTBOPEH BIbJ
CrofmmaBa ce 3a peAKH CIlydyal Ha OCTpa MHOIASA ¢ BTOPHYHA IIIAYKOMA CHC 3aTBOPEH BIBJ KaKTo IpH

BB3PacTHH, TaKa W IIPH JAela, IpHeMalny topiramate. Ilo npaemio cuMoToMuTe ce noasasar o 1 Mecen
ciie] 3amoyBaHe Ha JIEUEHHETO M BKIIOYBAT HaMajieHa 3PHTENHA OCTPOTa WHIH GOJKA B OYHTE.
OdraaMoNorHyYHaTa HaxoAKa BKJIIOUBA ABYCTpAHHA MHOINA, MO-MIHTKA NPSAHA KaMepa, XUmepeMas 1
MIOBMIIIEHO BETPCOYHO HalgraHe ¢b¢ MM 0e3 MuzpHasa. Be3MOKHO € Ia HMa 1 cynpalmapHa edysnd,
KOSTO BOAM JO IpefHa NUCIOKALMS Ha Jelara ¥ upuca. JIeyeHHeTo BKIIOUERA CIIHpPaHe Ha IMPHIATAHETO
Ha topiramate BB BB3MOMKHO HAM-KPaTHPK CpPOK B 3aBHCHMOCT OT KJAMHHYHHUTE 00CTOATENCIBA M
NONXONAIN MEPKH 332 HaMadsfBaHe Ha BETPEOYHOTO Hangrade. Tesu MepkH OOHKHOBEHO BOJAT IO
HaMandBaHe Ha BBTIPEQUYHOTO HalAraHe. AKC HMa [OAO3pPEHHS 33 MOBHMIIEHO BETPEOUHO HANATaHe,
Hesa0aBHO Tpa0Ba fla ¢& IOTBPCH CBBET OT CTELHATHCT,

MeraboauTHa alnosa
XunepxaopeMuyHaTa MeTaboONHTHA anuproza Oe3 3ary0a Ha annomy (T.e, HaMansgBane Ha CEepyMHHTE

GuxapOoHaTy 10X HOPMaJTHATe pedepeHTHH HYBa 03 peclMpaTopHa ajKano3a) ce CBBP3Ba ¢ JCUCHHSTO
¢ topiramate. Topa Hamansgpane Ha cepyMHuTe GUKApGOHATH Ce NBJDKM Ha HHXHMOUTODHHA edeKT Ha
topiramate eEpxy OsOpeunata xapGoamxmapasa. Ilo mpHHUMI HamaisBaHeTO Ha OMKapOOHATHTE
HacTHIBA CKOPO CHEJ 3aoyYRaHe Ha JeUeHHeTo, HO MOXE Jla Ce NOABY BBB BCEKH MOMEHT IO BpeMe Ha
Aeuennero, IocouenoTo RAMATHEAHS OGHKHOBEHO & JIEKO L0 YMEPEHO IO CTEeNeH (CPeaHd HAMATeHHE OT
4 mmol/l npu mosu or 100 mg XHEBHO MIH NO-BHCOKH NPH BR3PACTHH M npubanzuTenHo npy 6 mgkg
JHEeBHO NpPH NeNUaTpHYHM NalyeHTH). PHAKO IpH DAmMEHTH & HACTBOBAJIO CIafaHe [0 CTOHHOCT mox
10 mmol/l. ChoTofHES WIH MEIHUKAMEHTH, KOHTO NPeIpazioNarat KM amunosa (sanpumep Ou0pedno
3a00NARAHS, TEXKH PECIIMPATOPHH HAPYIISHWA, eIHNCHTAYEH craTyc, JHapus, XHpYpridea Hamecs,
KETOTCHHA JIVETa HIIH ONPEHSNeHH JeKapCTBa), MOXKE fa HMaT AONBIHUTENeH edeKT KbM HOHIDKABaoTO
Guxapbonarnre jelicrsie Ha fopitarnate.

XpouuyHara MeTaGoIMTHA AaUA03A NP NeIHATPIYHN NASHTH MOKe N2 3a0asy pacTedxa,
Xponugrara MeTaboyiTHa alpgesa NOBHARa pHCka oT obpazysade Ha kambrd B GrOpenpre B uMa
BEPOATHOCT A JOBENE X0 OCTeOTIeHASL.

Jlgrcsar CHCTEMHER NPOYIRAHHA OTHOCHO eq)ema Ha topiramate BEPXY PACTSXA H [OCNSNHUIHATE 38
ROCTHATA CHOTEME KAKTO B TIOIYIALFH OT Helld, Taka 0 0T Bh3PAcTHH.

B 3aBHCHMOCT OT OCHOBHOTO 3a00iISBaHe NpM IAlMedtn, npueMauy topiramate, ce npenopbuRa
HOAXOMAMIA OLIEHK HA IIALIHEHTA, BRITIOYATEIHO OIpefendne Ha Hubara Ha cepymuure OukapOonarh.
Axo ce paspre MeTaGONHTHA AHKO3A ¥ TS HepereTupa, TpalBsa Ma ce OOMECIAT HAMANISBAHE Ha [o3aTa
WA CHPAHE Ha MeMeHNeTo ¢ topiramate (Ypes NOCTeNe R0 HaMalapaHe Ha JosaTa).

XpaguTeHn ToGaRKI
B cnyganre, korato nanpenTire ryGar TenecHa Maca HIH HE HAIJABAT JOCTATHUHO HA Ter

Ha JeYeHHero ¢ MeJEKAMEHTa, MOXe Ha ce OOMECIAT npunarapne Ha XpaduTenHy
YBONHYABAHS HA npreMa Ha XpaHa.




To3u nexapcTBeH NPOAYKT ChABPKA FaKTO38,

Tozu MeIuKaMeHT He TPAOBA fa Ce NpHEMa OT NAlMeHTH © DAIAKO CPEIIAaHK HACNEeACTBEHH NpobieMy,
H3pa3fBalld Ce B HEMOHOCHMOCT KBM ranaxro3a, Lapp naxTasen AediiT HAK TNIOKO30-FANaKTO3HA
ManagcopOI.

Omuaca ce camo 3a Topimark 30 mg dunssupany mabremzu
Tosm nexapcTBeH NPONYKT Chaspika opamkec-xeiro S, Toma Sarpuiic Moxe Ia TpeaV3BHKBa
ANEPTHIHE PEaKIIHK

Onakopxure ¢ GYTHITKM CBIBPXAT BIAroNOrasauy xonrelinep. Tolt ze T1palsa fa ce morsiIa.
ITpohiNaKTHKA Ha MATPEHA

Topiramate TpA6Ba fa ce A3MON3BA CaMO 32 PODUIAKTHES HA MUTPEHA ¥ He © MOKa3aH 3a JICYSHNUETO Ha
OCTBp IPHCTHIL

Tlpu mpodmiakTHKa Ha MUTpPEHA NPEAY CIMpaHe HA JICUEHHETO AOsata Tpadea Na ce HaManssa
HOCTENEHHO 3a HepHo/ OT Hal-Manko 2 cemMHNW ¢ LieT A2 Ce CBefie HO MHHUMYM BEPOATHOCTTA OT
MHTPeHO3HO riaBofome NopanH OTHanaHe Ha NEYeHHeTO,

3ary0a Ha TejlecHa Maca
IlperiopbuBa ce MANMSHTHTE, NPORESXNANI ABACOCPOUHO neueHme ¢ fopiramate 2a NpodMnaxIuka Ha

MHrpeHa, Ja OBAAT PeHOBHO M3MEPBaHK 32 TErAoTO M Ja OBAaT mog HabmioAeHue 3a MpONBIDKABaINA
3aryfa Ha TemecHa Macd. AKO HACTBIH KNHHWHNO 3HaysmMa 3aryba Ha terno, Tpadna na ce oOMUCHH
OpeKpaTABAHE HA JIeUeHHETO.

4.5 BsaumofeiicTeHe ¢ APYri nekapeTBeiy NpoAyKTH U Apyrd (opMH Ha BIaAMOelicTERE
3a pemtre Ha TASH TOUKA ,,503a §e3 ediext™ ce pedunnpa kaTo 1023, NPEANIBHKBAIA NPoMana <15%.
Edexrn Ha topiramate REPXY APYIH aHTHENWISTTHIHY JIEKAPCTBEHN APOAYKTH

JlonpiHUTENHOTO BRIIOUBAHE HA fopiramate KbM JIESCHHETO © ADYIH aHTHEMMISNTHYHEA MeIHUKAaMeHTH
(bernTonH, xapiaMazenuH, BalpocBa KECSNHHA, JAMOTpHTHE, perobapbural, NpUMUOOH) He OKa3Ba
KIHHATHO 3HaTHM ofeKT BEPXY TEXHHTE MIA3MEHA KOBLSHTPALH IpH cTabHAHe CRCTOSHIE OCBEH NPH
HAKOW MAlMeHTH, IIpK kouTo fobaessero Ha fopiramate KeM nedenueTo ¢ HEHHTOHH MOXE N3 NOBEIE A0
MOBHIIABAHE HA TIAIMEHATA KOHISHTPALNS A QeupTonHa, 3aT0BA ce NIPenopbuBa NIPY BCEKH MAl(eHT,
KoiiTo ce NeKyRa ¢ (JeHUTONH, 14 Ce MPOBSKA Ipocie sRaHe Ha HARATA Ha QeHUTOHHA.

EdexTd HA ApYra aHTHEMHISNTHYHN JEKAPCTBEHH NPOAYKTH BEPXY fopiramate

QeHUTOHALT H KapaMaselHHbT HaMASeaT TA3MEHaTa KOHNCHTpats Ha topiramate. JloGaaHeTo win
CIIMpPAHETO Ha JeYeHMeTO ¢ (EHHTOMH HAM ¢ kepbaMazemMH KEM TepanuAra ¢ topiramate moxe jma
HANOXKAT KODEKLHA Ha JNO3upoBKata My. Tosa tpabpa ma craEa upes THIPHpRNe 0 NOCTHIAHE Ha
KIHHUYEH ed)eKT.

Jo0apaHeTo WIH COHpAHSTO HA NeYeHWe ¢ BANNPOSER XUCHHMHAZ HIH ¢ MAMOTPHIHE HE BOIAT JO
KIMHAYHO 3HAYHMME ITPOMEHH B IIa3MEHWTe KOHIEHTpAl: Ha topirarnate B ClefoBARTENHO He Hajarar
KOPeKIHA Ha O3HPOBKATA MY.

PeaynTaTute OT Te3H B3aNMONEHCTRIA €A IPENCTABEHY HAKPATKO B tabmiuaTa no-1ony:




Ifpunarano enroppemerHo AEC Konnentpamust Ha AEC KonuenTpanus Ha topiramate

DennTomu o \

Kapoamazenmin (KB3) > 4

Bannpoera krceNuma — —r

JIaMOTPHTHH « «>

®enoGapbuTan s Henpoyuero

TMpumunon > Henpoyueno

« = Hama edext BBpXY masMeHara KOHLEHTpald (npoMIHa
<15%)

ok = Hapacreane nma nnasmeHaTa KOHIEHTpaLMsd IIPH HsKOH
NaUeHTH

4 = HaMmaipane Ha Mia3sMeHaTa KOHIEHTPALHS

Henpoyaeno = He e npoy4saro

AEC = AHTHETIHIENTHIHO CPEACTRO

BiaumopeficTeHe ¢ APYr# JeKapersa

Juroxcun: Ilpu npoyysaHe BLPXY €IHOKpaTHA J03a ILIOLITA ITOJ KPHBATa Ha IUa3MeHaTa KOHIEHTPaIyA
Ha cepyMHusa gurokcHH (AUC) Hamansea ¢ 12% mopanu efHOBpeMeRHO mpuiiarase Ha topiramate. 3a
MOMEHTa KIWHHTHOTO 3HAYCHME HA Ta3H HAXONKA He & YCTaHOBeHO, IIpy mofapsHe WM chiMpate Ha
topiramate OpH NMaNUeHTH, POBESXKIAIY Tepalid ¢ MUTOKCHH, TpaOBa &a ce 0O6LpHE 0cODEHO roaaMo
BHUMAHNE HA PYTHHHOTO NPOCIEAIBAHE Ha CEPYMHHAS JATOKCHH.

Jenpecantn Ha ITHC: He ca mpopexnaHy KIHHWYHH IPOYYBAaHMA 3a OLEHKA Ha €IHOBPEMEHHOTO
rpiarase Ha topiramate ¢ a)xoXoJ WIH ¢ APYTH Bemectra, notrHckauy LIHC. TTopanu ciocofHOCTTS Ha
topiramate aa npruunaBa notuckade Ha IIHC, a ¢bIno H ApYrH KOTHATHBHY W/HIH HEBPOIICHXHATPHIHK
HEMKENIANN JIEKApCTBEHH peakluy ToH TpaOBa Ja ce H3M0n3Ba MHOTO BHHMATeNIHO, AKO ce Mpuiara B
KoMOHHANA ¢ ANKOXOJ WIH APYrH Belectsa ¢ notuckamo ITHC neiicrere.

Hepopaanu npporueo3ayYaThbykM cpemcrsa: Ilpn  npoyusane BHpXy (apMakOKHHETHUHHTE
B3aMMOMEHCTRYA NpH 30paBH A0OpOBONNH, TPH KOHTO €MHOBPEMEHHO ce Mpluiara KOMOHWHAIMA OT
mepopaned NpOTHBO3aYaThYeH NpPOAYKT, cpIspxkanl 1 mg Hoperwrapor (HET) mmoc 35 pg
ernaunecrpanuoin (EE), topiramate, mprnoxeH B OTCECTBHE Ha APYTH MEIHKaMEHTH B H03H 50-200 mg
JHEBHO, He € CEBP3aH ChC CTATHCTHYECKH JOCTOBEPHH IIPCMEHH B cpefHara excrozunust (AUC) Ha HHTO
eNUH OT KOMIICHEHTHTE Ha TIEpOpPalHOTO INPOTHBO3AaYaThRUHO. [IpH Ipyro mpoydYsaHe eKCIIO3AHATa Ha
EE e Guna cTaTHCTHYECKH JOCTOBEPHO Hamaneda npu xo3u ot 200, 400 1 800 mg mHEBHO (CHOTBETHO
18, 21 u 30%) npu NpHIAraHeTO KaTO JONBABAIIO JIEUSHWe NMpH MALWeHTH, NpHeMalld BajIpoeBa
KucenmHa. M npH mBeTe mpoyusanzd topiramate (50-800 mg AHEBHO) He € NPeAH3BHKAN JOCTOBREPHO
noenuABaHe Ha excrosutyara Ha HET. Benpekn 4e ¢ ycTaHOBEHO [O303aBHMCHMO HaMansBaHe Ha
excrosnmmara Ha EE npu nosu ot 200-800 mg GHEBHO, HE € HMANIO JOCTOREPHA A0303aBHCHMA IIPOMIHE

NPpOMEHH HE € H3ACHEHO.

IMpH mArMeHTH, NpHeMall¥ KOMOMHHpaHH MEepOPayHy KOHTPAlENTHBHH HPOLYKTH
TpAbBa Ja Cce [peHeOperBa BEPOATHOCTTA OT HAMAIABAHE HA KOHTPALCITHBHA
VyBeNIMUaBaHe Ha MEEKIUHHHUTE KphBoTeueHud. IlalmeHTHTe, MpHEMALUM EcTp
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KOHTPaLICTITHEH, TpﬂﬁBa Aa 6’5}.16.'1‘ HECTPYKTHRpAHH Ja 03061{{&3&'1‘ 334 BCAXAKBH OTKIOHEHHHA OT
obuyalinuTe XapakTepHCTHKH HA KPBBOTEYeHAATA HM. EdHKAcHOCTTZ HA KOHTPALENTHBMTE MOXE ja
HaMajee JOPH H ITPH MHICA HA MK AHHHO KPBROTEUSHHE.

Xuppoxaoporuasug (XXT3):
XXT3 romu 70 HapacTRAHE HA eKCIIOIANMATA Ha fopiramate ¢ orono 30%.

KOIHEYHOTO 3HA4SHHS Ha OCOUSHHTe NpOMeH#H e ¢ mncHeno. Jobasatero #a XX T3 xeM Tepanusra ¢
topiramate MoXe Ja HalIOKU KOPEKIHS Ha JO3aTa Ha topiramate. GapMakoXxWHETHYHUTE OTHACAHUA HA
XXT3 B cTabHIHO CBCTOSHHE HE C& NOBAMEBAT 3HAMHMO IPH eNHOBPEMEHHO HpWIarase Ha topiramate.
PesynratuTe OT NaGopaTOPHE W3CASHRAHNS TOKA3RAT MOMIKABAHE HA CEPYMIMA Kailt ciey npuiarade
Ha topiramate mmu wa XXT3, xomro ca nmo-mzpaseHs, roraro XXT3 u topiramate ce Inpunarar
KOMOMHIPAHO.

JIutmii: CepyMAHTe HIRA HA NKTHA € BEOOXOAHMO A2 C& KOHTPONMpAT B CAYUANTE, KOTATO JNATHAT Ce
npuiara eNHOBPEMEHHO ¢ fopiramate, ThH kaTo B 3aBHCHMOCT OT AozaTa Ha topiramate cepyMHUTe HMBA
Ha JIMTHA MOTaT A4 ce TIOHINKAT WIIH fa c& [IOBHINAT.

I'nuGenknamua; py npoydsanus BEpRY GapMakOKHHETHYHWTS B3aMMOACHCTRUA NPH IANHEHTH ChC
3aXapeH JUadeT Tl 2 e YoraHOBeRO Hamammsae ¢ 25% Ha mmowra mog xpweara (AUC) Ha
rrHOeHKTaMEAS chell BRIKOYBaHe Ha fopiramate (150 mg nueRuo) KBM Teparugra ¢ TAMOeHKNaMER (5 mg
JHEBHO), YOTAHOBEHC ¢ I HAMANABAHG HA CHCTEMHATE HUBAa HAa AKTHBHWTE MeTaloNMTH Ha
ragbeHknamMiA. YCTaHoReHD €, de (apMakoXHHETHKaTa Ha topiramate B cTalHIIHO CBCTOSHHE He € Guna
npoMereHa. [Tpu mobabgue Ha fopiramate xbM Jedenye ¢ MHOSHKIAMUA MAM HA DIAGEHKNAMHA KbM
TEKYWIO MedeHne ¢ topiramate Tpadsa A2 ce MpORSKIA IMATSIIHO GPOCHSRABAHE ¢ NeJ 3 ce rapaHTupa
afeKBaTeH ROHTPON Ha 3aXapHus pualer.

HMuntaazem u duynapunun: Tpoyuysatus BpXy GapMaKCKUHETHYHHTE R32MMOAEICTRHSA OKa3BaT, 4
topiramate BnEfe BBHpXy (GapMakOKUHETHKATA Ha DiyHapunuHEa B Ha AuinTHasema CHBMECTHOTO
npunarage Ha JHnTHaseM (240 mg) u topiramate (150 mg mHEBHO) BOAM AC Hamaygeade ¢ 25% Ha
wionira mox kpueara (AUC) na nunTuazeM 1 a0 Hasangsase ¢ 18% ma AUC Ba xesanetin JHITHa3eM,
mava edexT popxy N-meMeTni AunATHaseM 1 moBHmasa ¢ 20% AUC na topiramate.

Mergopman: Tlpn npoyusane BbpXY NeK&PCTRCHHTE B3auMONeHCTBUSM, NPOBENIEHO BLPXY 3ApaBH
noBpPOBONIIM, € HampaBeHa OLeHK2 Ha (PapMAKOKHHETHKATA TpH cTaluiHO CBCTOSHHE Ha MeThOpPMHH
500 mg pBa ITFTH AHSRHO ¥ HA topiramate 100 mg ABa METH AHEBHO B HRA3MATa, KOTATO MeTQOPMHH €
OpUiarafl caMocTogTenHo ¥ korare MertdopMuH u fopiramate ca npunarady  €IHOBPEMEHHO.
PesynTaTHTe OT TOBA IIPOYUBAHE IIOKAIEAT, e CpefHaTa cToMHOCT Ha Cu,, Ha MeTdOpMHHA M cpenHaTa
AUC,. 12, HapacTBaT CBOTBETHO ¢ 18 1 ¢ 25%, moxato opeanara croftnoct Ba CL/F namangsa ¢ 20%,
KoraTo MeTHOPMHH ¢ MpPHNAra ChLBMecTHO ¢ fopiramate, Topiramate He BIMge Ha BpeMETO HA
MOMYXKHBOT (tme) HAa Merdopmun. Kimsuuroro 3paveHue ma ebexta Ha topiramate BBPXY
(PapMaKOKFHETHUHHTE OTHACHHHAL Ha METHODMEH He ¢ u3ncHsHO. IDMasMeHmST WUIPHHC HA OpAlHO
NPHIOKEHHA topiramate & BHANMO HaMaJleH RpH eAHORpPeMEHHO Npunarae ¢ merdopMul. CrenenTa Ha
OpoMAHaTA Ha KIMpBHCA He e ¥3BecTHA, KAMEMIHOTO 3HavyeHue Ha odexta Ha MeThOPMHH BHPXY
(apMaKOKUHETHYHHTE OTHACAHMA Ha topiramate ne ¢ H3acsexno. [lpy aobapane wnM cnupane Ha
topiramate ITpH MAlHeHTH, IPoBeXTAIM Teparidd ¢ MeTdhopMuH, TprGBa fa ce 0GbpHE 0CO0EHO roIaMo
BHMMAHHE Ha PYTHUHHOTO ¥M NIPOCTeNsRaHe ¢ NEl aXeKBaTeH KOHTPON Ha 3axapHus AuaterT.

HMuornurason: [Ipu npoydYRaHe PupXY NEKAPCYBSHHTE RlaumMofnelicTans, NpPOBEASCHO BHPXY 3LpaBH

noGPORONIY, € HANpapeHa OlleHka Ha QapMaKOKUHETAKATA Npy cTalMNHO ChCTONHME Ha topiramate H Ha
TIHOTJIMTA30H, KOraro ¢¢ MPHIATAT CaMOCTORTENHO UM €IHOBPEMEHHO, YCTaHOBEHO € HaMaJIBaHE C
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aKTHBHAA KeToMeTabomuT. KiIMHIYHOTO 3HAYCHHE Ha Te3H NAHHM He € m3sicHeHo. Korato topiramate ce
R00aBA KbM JI€YeHHE ¢ MIOTNTA30H HITH MUOMNIMTA30H ce BKITF0YBA KBM JISYEHHETo ¢ topiramate, Tpadea
na ce o6bpHe 0cOOEHO roNAMO BHHMAHKE Ha PYTHHHOTO NPOcTeasBaie Ha MALHEHTHTE ¢ el afeKRaTeH
KOHTpOJ Ha 3axapund quaber.

Pucnepupon: [Ipt npoyuBane SBPXy JCKAPCTBEHH B3ANMOJEHCTRIA B YCAOBHATA Ha SIHOKPATHO HilH Ha
MHOTOKPaTHO JO3HpaHe & yCTAHOBEHO, e KOraTo PHCIISPHAOH Ce IpUiara eTHOBPEMEHHO ¢ topiramate B
HapacTsamy Jo3M ot 100, 250 1 400 mg JHEBHO, HACTHIIBA HAMANABAHE HA CHCTEMHATA EKCTIO3MLIMY Ha
pUcIepyRoHA(TIPHIATraH B JIO3H, Bapupamyl oF 1 10 6 mg qHeBHo) (Hamanspaye Ha AUC croTBeTHO ¢ 16
¥ 33% unpH crabunHo CheTOofHME TpH Aosu 250 u 400 mg nmuesHo topiramate). YeTaHoBeHH ca
MHHAMANHY IPOMEHM EBB (PApMAKOKHHETHYHOTO IIOBSJICHHE Ha PHCIICPYHOH IUNOC AKTHBHUA My
MeTabOoAUT 9-XHAPOKCUPUCTICPUIIOH H JIMIICA HA NPOMEHH 32 9-xunpoKcHpHCHepyoH. He ca yeTaHopesn
JIOCTOBEPHH NPOMEHM B CHCTEMHATa EKCIO3HIMA HA PHUCIEPUNOH IIIOC 9-XHIPOKCHPHUCTIEPUAOH, HUTO
Ha topiramate; mopazy TOBa He MOXKe Ja ce HpelNoliara, 4e TOBA B3aMMOAESHCTBHE MMa KAHHMYHO
3HAYCHHE,

Bennadaxcun: Maoroxparso nosupane Ha topiramate (150 mg xHeBHO) npy 3apaBy HOGPOBONLH HE
BAUAC BEpXY (apMakoKUHETHKATA HA BeHNadakcHH, HUTO Ha 0-me3sMeTiul BeHNadakcut, MHOTOKPATHO
Jos3HpaHe Ha BeHAadakcHH He BIUfAe BHPXY (apMaxoxunerKaTa Ha topiramate.

HJpyrn: EnHOBpeMEHHOTO MpHiarape Ha topiramate ¢ ApYrH MeOUKAMEHTH, IpefpasmoNaramiyl KbM
HedponuTrasa (HampuMep aLETasoNaMuN, TPHaMTepeH, 30HACaMul M BiTaMuH C >2 g NHEBHO) MOXKeE Aa
ToBele o MOBHIapaHe Ha pucKa oT HedpomuTHasa. [To BpeMe Ha H3MOM3BAHETO Ma topiramate Tpaba
Ja ce H30ATBa NMPIIAraHeTO HA TAKMBa MEAMKAMEHTH, Thif KaTo Te MOTaTr Xa Ch3Aajar (U3HONOTMYHA
cpelia, MpH KOATO CBHUIECTRYBA NOBHINEH PUCK OT obpasyeaHe Ha GBOpeunn xaMBHH. He ca npoyusaHu
B3AUMOIEHCTBHA ¢ GeH30MHA3IINHA,

JonbIHATeIHE NPOYUYBaAHMS BBEDPXY (PapMAKOKHHETHYHH B3aHMOAEHCTBHA ¢ APYrH JeKapersa:
ITpoBeseHH ca KSIMHUYHE TPOYYBAHHMA 33 OLEHKA Ha BH3MOKHATE (hapMakOKHHETHYHH JEKAPCTREHH
p3aUMOZeHCTREA A4 topiramate ¢ apyru MexnkaMentu. [lpomenute Ha Cp,, Wiad ma AUC, xourto ca
pesynratT or BSHHMOIIEﬁCTBHSI’I‘a, ¢& TPEACTABEHH HAKPaTKe [0-A0iy. Bre BTOpAaTa KOIOHa
{(KOHIEHTPALIMS HA ¢IHOBPEMEHKO NIPHIATAHOTO JIEKAPCTBO) G& YIOCOUBA KAKBO CTABA ¢ KOHIEHTPAUMATA
HA eIHOBPEMEHHO NPHIIATAHOTO JIGKAPCTRO OT CMHCHKA B IHPBATA KONOHA, cnel Kato ce AoOapH
topiramate. B Tperara kojoHa (KOHLEHTpaHs Ha topiramate) ¢ DOCOYBA XAK EXHOBPEMEHHOTO
npuUNarate Ha MEJMKAMEHTA OT CIMCHKa B II'BpBaTa KOJIOHA POMEH KOHUeHTpamsTa Ha topitamate,

Pesiome wa pesynrarare or JIOOBIHATENHH KIMHHYHE HPOYYRAHHE BEPXY (HapMaroKWHETHYHM
BapMONEHCTEEY © ApYIH NekapoTha

EnporpeMeHno nipunarago | Kosuenpaums na | Konnenrpanus ya topiramate®
JIGKAPCTBO SIHOBPEMEHHO  NIPHNATAHO

nexapeTeo”
AMHTPUITIVHE > Henpoyueno

Veemuaapane ¢ 20% wa Cypa 1
Ha AUC Ha mMerabonure

BOPTPUNITHAKHH
JmupoeproTaMis  (TIepOPANHO |« >
3 TIONKOMHO)
Xaxonepuaon - Henpoyyeno
Yeemuasawe ¢ 31% na AUC J!,M’k‘?! ‘
Ha peAyiuHpanns Merabormr //’ﬂ33 .
TTponpasonon “ Vpenuyasaye ¢ lﬁ,{"@l i
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Yeenuyasae ¢sC 17% Ha C [0, 17% Ha AUC (80 mg
Ha 4-OH mponpanonon (TPM |nponpasonon na 12 waca)

50 mg Ha 12 waca)
CymatpunTad  (HepopanHo H <> Henpoygero
TIOJKOXKHO)
IMizsotudhen o o

? CroitgocTiTe B % NpelCTABNABAT NPOMEHHTE B Pe3YNTAT OT JeYeHHeTo B cpelHata Cp, 0 AUC B
CpaBHEHHE CHC CHILUTE IapaMeTpH IIpH MOHOTEpaIi.
> = Hava edexr BBpXy Cuw ¥ AUC (mpomsna < 15%) na
H3XOJHOTO CheEHHEHHE

Henpoyuero He e npoyuBazo

TpoyusanpaTa 3a B3aUMOJMEHCTBMS MOKA3BAT, 4e topiramate He NPEAM3BHKA JOCTORSPHH NPOMEHH B
CEpYMHHTE HHBA Ha aMUTPUIITHIINH, IPONPAHONON W AVXHAPOepToTaMuH mesunar. Kombunamuara sa
topiramate ¢ BCAKO efHO OT Te3M JeKapcTha € Ouia MmoHacAHa Zobpe H He € HMalo HyXJa OT KOPEKIMH
Ha J103aTa.

JlabopaTopHHA H3CHENBAHN:
JlauHMTe OT KIMHMUYHHTE HPOYYBaHHsA 1I0KasBat, 4e topiramate e CBBP3AH ¢ NOHHKABAHE CpeqHO C 4
mmol/l Ha cepyMHOTO HEHRO Ha OukapOoHaTHTe (BK. Touka 4.4).

4,6  BpeMeHHOCT N KbpMEHe

Bpemennocy

051140 3Q pucxoeeme, CEBPIAHYU C GRUACHCURAA U aumyenuaenmuYume MEOURAMEHU.!

- JKeHure, nNpy KOHTO HMa BEPOATHOCT OT zabpeMeHdBaHe, M XKEHHTE ¢ NeTepoAeH MOTeHIHAI
TpsA6Ba ma OBAAT ICCHBETBAHH OT CIICHHANHUCT.

- B cimywaure, Koraro skemata INaHHpa Xa sabpemeHee, ¢ HEOOXOHHMO Ja ¢ mpepasriefa
HeoOXOAHMMOCTTA OT IpHarase Ha aHTHeHIenTHIHO JICUeHHE,

- Pucker or BpomeHH He(ekTH B NOKONEHHETO HAa Malikd, JIOKYBAHM C aHTHENMNEeNTHYHH
MeIUKAMEHTH, € 2 10 3 OBTH I0o-BHCOK OT oduyaiinoto, Hajt-uecto ce croflnasa 3a 3aclika YCTHa,
CBPACYHOCHAOBH MadopManuy 1 nedeKTH Ha HepBHara Tpbia,

- MHoskecTBeHaTa ARTHENIIECITHYHA Tepallia MOXKE J2 € CBBP3aHA ¢ MO-BHCOK PHCK OT BPONEHH
ManopMalHi B CpPaBHEHHE C MOHOTEpaNMATa, NMOPafH KOETO € MHOr0 BaXHO Ja ce¢ INpiiara
MOHOTEpalHd BbB BCHUKH C/IYYaH, KOTraTo TOBa € BE3MOIKHO.

- AHTHENMIENTUYHATZ Tepanyd He Tpadpa Ja ¢& CHUpa M3BEIHEXK, Thil Karo TOBAa BOAM IO
FBPUOBE BCNIGACTBHE HA IIPEKPATABAHE HA ICYECHHCTO, KOUTO MOTAT Ja MMAT CEPUO3HH MOCTeQUH KaKTo
3a Mafikara, TaKa | 3a OeTETO.

PuickoBe, CBBP3aHH ¢ topiramate:

Topiramate € TepaToreseH IpH MULIKH, IUIsXoBe M 3aiimu. Ilpn mabXoseTe topiramate MiHaBa mpes
IallesTHaTa 6apuepa.

He ca npogesxfaHy Npoy4yBaHys BhPXy HpHIaraseTo Ha topiramate mpi OpeMeHHM JKeHH.

B cimywanTe, KOraro ce mpunara 3a mpobuUNaKTHKA HA MHTpeHa, topiramate e MPOTHBONOKAa3aH IpPH
GpeMeHHOCT M TPH JKEHH ¢ AETePOJEH IIOTeHIWAN, OCBEH aK0 He M3MOJ3BAT e()eKTHBOM METOX 38

KOHTpaUeIk:L,

11




EKCTIO3HIIHATA Ha topiramate, Taka M PHCKBT 3a MalikaTa NOpagH PA3KOTO NPEKPATABAHE Ha IEYEHHETO ¢
topiramate. IIperopbuBa ce XKeHUTE C JETePOAEH MOTEHIMA A HAMON3BAT eeKTHBHA KOHTPALETIHA.

Tlpenw 3amoypase Ha JieUeHKUETO ¢ topiramate keHATe © A€TepoeH TOTEHITHAN TPAGBA Aa GBAAT HANLIIHO
BQOPMUDAYH 32 BB3MOXHHTE eQieKTH Ha topiramate BEPXY Hepolenusa deryc, Karo pHCKOBeTe TpiaGBa
Ia ce 00CHIAT ¢ NAlHeHTa BB BPE3Ka ¢ IION3aTa OT IeYeHreTo ¢ topiramate,

B mocTMapkeTsHroBUs Nepuon ce ¢b00liaBa 3a XUNOCHAAHs NPH HOROPOLEHM OT MEBIKKH HON CEX
HBTpayTepHHHA EKCIIO3HIMA Ha topiramate, IpUmaraH CcaMOCTOATENHO MIM 3aefHO C JPYIH
aHTHKOHBYJICAHTH; He € YCTaHOBeHa 06aue MpUuMHHO-CNeACTBEHA BPE3Ka ¢ topiramate.

Kupmene

Topitamate ce ormess B xppMara IPHM INIBXOBE B IepHoj Ha fdaktanud. He ca mmporexmann
KOHTPOJIHPAHH NPOYYBaHHA 33 OLEHKA Ha OTAENSHETO Ha topiramate B yoBemkara KbpMa. JaHHE OT
orpanHnyeH Gpolt HaONIONEHHs NpH IALVEHTH MOKAa3BAT, 4 € HANHIE BHCOKA CTETIeH Ha eKCKpEeIus Ha
topiramate B kbpMara. Topiramate He TpaGea 2a ce IpHIara B llepHola Ha KEpMeHe.

4.7 EdexTn BupXy cliocoGHOCTTA 32 mIopupaHe H padoTa ¢ MALIMHA

Topiramate Moxe 2 HOBAHAE B 3HAYUTEIHA CTENeH Ha CIocO0HOCTTA 33 [odHupane ¢ paGoTa ¢ MalIUHH,
Topiramate Moke A2 NPUYMHHU BEXENaHHM JeKapCTBEHH peakUUH, CBHP3aHA C LEHTpainara HEpBHA
cuCTeMa, M MOXE Ja MMa [O-CHJIHC CeJaTHBHC HelicTBHE, OTKONKOTO IPYTHTS AHTHENMJICITTHYHI
MeIUKAMeHTH, BeposTHO ¢ Ja ce TOABH CHHIMBOCT. B AOMBIHEHMe, CHUISCTBYBAT CHOGIIGHHA 3a
HapylIeHye Ha 3peHHeTo/3aMbIIeH0 H HeACHO BikAaHe. Jlopw fa ca caMo JIeKH JO YMEpEeHH II0 CTeleH,
Ge3 a ca 3HAUMTEIHH, TAKHBE HEXENaHH AeKapCTBEHN PeakniK MOXE Ja ¢a NMOTeHIMAIHO ONacH HpH
MAIMEeHTH, KOUTO ohUpaT MOTOPHO NPEBO3HO CPEACTBO WIH pabOTAT ¢ MamuHy, ocobeHo JOKaTo He
NpeMUHe HepHONLT, Hpe3 KolTo MaleHTsT Ha 6a3atra Ba cOOCTBEHY CH ONMT YCTAHOBABA KAK TOYHO My
ce 0Tpa3aBa npreMbT Ha MeKaMeHTa.

4.8 Hexenann JerapeYseHl peakumm

TpoduasT Ha HexeNaHHTE JNeKapCTBEHH peakiyy Ha topiramate ce ocHopapa Ha maHuHE oT 1800 muma,
YUaCTBANM B KIIHHUYHUTE IIPOYIBaAHMI.

Mmuoro uectr > 1/10

Yeeru = 1/100 no < 1/10

Hegectu = 1/1000 1o < 1/100

Pemxn > 1/10 000 no < 1/1000

Cucremo- Msuoro vecTr Yeern Heuectn Penxu
OpraHHA
KJacoBe
Oom 3aMasHOCT, Boakn B
HapylleHHs o | yMopa, CKeNleTHHTE
edexTu Ha | CHLHIHBOCT, KOCTH,
MACTOTC  Ha | HePBHOCT, anepruyHn
npIioKeHue | rmaeoboiue, peaKLu,
rageHe Geschume
Hapymenns 3aryba Ha | MeraGonuTHa
Ha TelecHa Maca aIMEO38
Merabonuama
H XpaHeHETo
Hapymenus AHxemus, HeyTpon ﬁ_ﬁqﬁ ;3;.’\:_“‘\
Ha KPBBTa H EIHCTAKCIC, »W*m ~
nmMdHaTa mypLypa,
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cucreMa JIEBKOMEHI,
TPOMOOIUTOMEHH
1
Tlermarmn TpymHoctz ¢ | Anatusd, acTeHus | XamOUHHALHM,
HApyIeHus MaMerTa, eyhopns, pascrpolicreo Ha
AHOPeKCH, €MOLMOHAITHA TMYYHOCTTA, CYHIMIHO
OoCBpKaHOCT ¥ | NaGHIHOCT, MHCIIEHe, ONNMTH 3a
sa0aBeHH KUTHPAHOCT, caMoyOHiCTBO
HCHXOMOTOpHY | KOTHHTUBHU
peaxum, pobieMH,
HeTpecus, HAMAIEeHO
HapylIeHNd IIpH | JIHOHAO,
KOHIIEHTPHPAHE | arpeCHBHH
Ha BHHMAHHETO, | peakmy,
TPEBOKHOCT MICHX03a K158
ICHXOTHYHH
CHMITOMH
Pecriparopur, JucnHes
IPBIHH H
MeTHACTAHAIH
W HAPYIIEHHAST
Cromanrso- 3anex, Comkm B | Jlmapms, TNOBpBIIaHE H
YpeBHU KopeMma cyxa ycra
HapyIIeHHs
Hapymenus Anonenis DOoNUKYNHT H CEplex
Ha KOXara H
HOMKOKHATA
THKAH
Hapymenus HukouTHHEHNIA
Ha Onlpenure Ha ypuHa,
H THKOYHHTE He(pomTHasa
IBTHIIA
Hapymenua Arakcus, Tpemop, XHIOKUHE3Ns, CTYIIOp
Ha HEpBHATA | MApecTesusd, HapylleHa
cucTeMa HapylleHUs Ha | KOOPHHMHALNA,
roeopa, adasus | HeHopMaiHa
TIOXOZK,
HHCTArbM,
H3BpaTeH BKYC
Xenaro- ITorumenn
OmmIapHY croliHocTH  Ha
HapyIIeHHsa qepHOIpodHNTE
SHIAMU
Hapymemis Jurroronis, Ocrpa Muonua u
Ha O4uTe HEHOpPMAJHO BTOpHYHA
BIAIaHE IIaykomMa  ChC
3aTBOPEH  'BI'BI,
GOJKK B O4HTE
Hapywrerus MencTpyanHy
Ha BBINMPOHIBO HapylIeHus,
LHUTENHATa HMHOTEHTHOCT
cHCTEMA H
I'bpHaTa
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[Ipy mauueHTH, JeKyBaHH ¢ topiramate kaTo DONBIBama Tepamud, ce choblnasa 3a MPUOIM3HTENHO |
ciydait Ha Tpombembomano croutie Ha 100 nanuenta. [lo-rosiiMara JacT OT TE3W NALMESHTH ca GHim
JIEKyBaHK TOBEUS OT MOJIOBHH FOJMHA H NIPH TAX € CBIIeCTRYBAJ IOBeYe OT eJIHH pucKoB (akrop. He e
yCTaHOBeHA BPB3Ka ¢ topiramate.

Tsit kato topiramate Hali-4ecTo ce IPeAITHCBA eIHOBPEMEHHO ¢ IPYTH AHTHEMMIEITHYHH JEKapCTBa, ©
TPYIHO O €& ONpefeiy KOH JEeKApCTBa ¢4 CBbP3aHM ¢ HeskellaHUTE JIEKapCTREH!H peakuuy, ako H306Ho
CBHIIIECTBYBA HAKAKBA BPB3KA,

B xavecTReHO OTHOLICHHE HEXNENAHHTE JEKAPCTBEHHM peakiuH, HaDMOAABAHM NpH KIMHAYHHTE
NpoyYBaHWsi, B KOWTO € NpuiaraHa MOHOTepanmms, ca OHNM Karo IpaBuno mnomoOHH Ha Tesw,
HabmONaBaHA NPY KIHHWYHH IpOYYBaHMA, B KOHTO TPETHpaHeTo & 6uno nox ¢opmara Ha JONBIBALIA
Tepamusi. Karo ce H3WI0yaT napectesHuTe U YMopara, cr001aBaHaTa YECTOTa Ha M0ABa Ha [IOCOYeHNATe
HEXeNaHH FAekapcTBeHW CBOMTHA e Omia mogofHa WM HO-HWCKA B KIHHMYHHTE INPOY4BaHHA ©
mpuiiarapme Ha MoHoTepamud, IIp nBofiHo-clell KIWHHYHKM I[POYdYBaHHA KIMHHYHO 3HAUMMHTE
HEXENIaHH JIeKapCTBEHH CHOUTHA, KOHTO ¢ BH3HUKBAIH ¢ YecTOTa, paBHa iyl no-Bucoka oT 10%, cpen
BB3DACTHA TALVEeHTH, JeKyBaHM C topiramate, BKNIOYBAT: IapecTe3uy, IiaBobONHe, YMOpa,
3aMasgHOCT,CHHIAHBOCT, HAMaNSIBAaHe Ha TeJleCHaTa Maca, [aJeHe ¥ aHOPEKCHs.

Cnopen jaHHUTE 32 yrmorpefa ciiefl IIyckaHe Ha Tazapa OT NalMeHTH, JIeKyBaHH c fopiramate, ca
Hoyyedy ChOCHIEHHS 3a PEIKH CTyyaH Ha MOBHUIEHH HUBA HAa MEPHONPOOHHUTE eH3UMH, 3a METaCONUTHA
alyno3a ¥ cboBIUeHHS 3a ¢AUHHYHHE CIIYYad Ha XeNIaTHT H YepHOAPoOHA HeOCTaThYHOCT, 4 ChII0 Taka H
33 KOHBY/ICHH CJIef COMpaHe Ha JedeHHero ¢ topiramate (mopy ¥ mpH NaupeHTH Oe3 aHamHesa 3a
enunencust). JaHHUTe 0T KIMHHYHHTE MPOYYBAHMS ITOKA3RaT, Ue topiramate e cBEp3aH C IOHIKABAHE
cpenno ¢ 4 mmol/l Ha cepymuoTO HABO Ha OMKapGoHaTHTe (BXK. CBINO M Touxa 4.4), Ilpu ynorpeda Ha
topiramate ce cpoOmABa 33 pend CIydYad Ha ONIMCOXHIPO3a, KOATO IOHAKOTA ¢ HpHAPY)XEHA OT
CHMITTOMM HA BTPHCAHe M 3a4yepBsBane Ha JHMuETo. Ilo-romamara 9acT OT Te3H ChOGLICHN Ce OTHACH 34
cxyyad Ha gena. CpoSimeHnsTa 3a chORTYS, CBBP3AHH CHC caMoyORiicTRO, ca HedecTH (k. Tovka 4.4),

TToCTBIAM €A ¥ SAUHHYHE CHOBINEHHA 3a KOKHH OV M IUraBHuHY Peakuuy (BKIIOUHTSIHO epHTeMa
MyaragopMme, nempuryc, cugnpoM Ha Stevens-Johnson M TOKCHYHA enmmmepMamHa Hekpommsa). Tlo-
TOTAMATA YACT OT Te3U CHODMEHH €& OTHACH 3a NALAEHTH, KOWTO CA [pHeMany APYTd MENHKAMEHTH,
CHINO CRBP3AHE © HOABA Ha KOXKHH GY/TH M ANraBHYHE PeakIHA.

Crobmasa e 32 peixy CiIydan Ha 00TPA MHONMS M BTOpHYHA IAAYKOMa CBC 3aTBOPEH BIBJ IIPH
DAIHEHTH, IpreMain topiramate (mg. ¢bo ¥ Touxs 4.4). CHMITOMHTS BEIKIYRAT 0CTPO HACTBIBAIIY
saryda Ha 3PUTEAHR OCTPOTA W/MmH GONKAa B OYMTE M IO NpPABIIO CE TIOABABAT N0 | Mecen cney
3ANOYBANE Ha JNeYeHHeTo ¢ topiramate. 3acersarre ¢4 KAKr0 HAUHEHTH B NETCKA BB3PACT, TAKA M
BE3PACTHH.

Crobueras 3a IPEXOIHA CAeIToTs 8 IMONYIaBall MEOTO PANKO B IOCTMAPKETHHIOBHA MERHON, He e
YCTRHOBEHR ofaue NPHYIHHHO-CASNICTESHA BPB3KA C TIPHIIOKEHOTO NEHCHHE.

JHeya Ha REIPACT > 2 TONHHM:
B nompixeHne KeM H3GPOCHHTE NO-TOPE HEXENAHY NEKAPCTREHH PEAKIFH B KIMHIYHE FPOYUBAHMA IIPH

Hena Ha BB3PACT P 2 TONMEM €3 HaOWIOaBaMy CAGNEMTE HEXENAHH NEeKapeTBeHH pPEeakiidu:
XHIEPKIHE3HS, BHOPMAIHO IIOBSIHHE, XHIePCalHBalus.

an JBOHHO-CHENE  KITFEHYHN MPOYUBAHEA 38 MHIDOHA YECTOTATE HA AO303ABHCHMHTE HCKENAHH
JEKAPCTREHNE PEaKIHK 110 IPABHNG ¢ NO-HHCKA, OTROAKOTO NPH MPOYYBAHHATA 34 CIHICIICHH, ’I”I:ﬁ
NPOYYBAHHATA 38 MAIPEHA Ce B3TTONSBAT NO-HHCKH TO3H,

4.9  Xpenosupaue Sy
SRS, |
RS

3
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puzHary 1 cCHMIOITOMH
Cro0lilaBa ce 32 CNYYaH Ha MperolHpape Ha topiramate. TIpH3HanUTe ¥ CHMNOTOMUTE BKMIOYBAT

KOHBYJICHM, CBHIHBOCT, HAPYIUEHHS Ha FOBOPA, 3AMBIVICHO, HEACHO BWKAANe, AUIVIONMS, HApyIleHHe Ha
KOHLEHTPAUuATa, JNeTaprud, aHOpPMaiHd XOODAMHAIWMs, CTYNOD, XWDOTOHHA, GONKH B KOpeMa,
@KUTHPAHOCT, 3aMagHOCT, rmasobome ¥ fenpecks. B MoBeveTo CAY4aN HE € UMaN0 CEPHOIHM KNHHHYHY
TOCHEeHLY, HO ¢e ¢ho0IIaBa 32 Cygal Ha CMBPT cllef OPSHo3HPaHe Ha MHOMKECTRO JIEKApCTBa, cpen
KOHTO H topiramate.

IMpegosupaneTo va topiramate MoKe /1a BOBETE J0 TEXKA MeTaSONETHA AIH0%4,
Enun maumenT, HorsoHai Aosa, H3ducieHa Ha 96-110 g topiramate, e 6un mpeer B GONHMLA B KOMA,
KOATO € Ipoabikmaa 2024 yaca U e 3aBhPHNAa ¢ IEAH0 03APaBIBaNe cnen 3—4 An.

5. GAPMAKOJOIHYHN CBOBECTRA

5.1 DapmMaKoRHHAMIYHH CBOHCTBA
QapmakoTepaneBTHURA rpyma: Jpyri aHTHEMINCNTHYIHE CPEACTRS, ARTEMUTPSHOZHN TIpENapaTH
ATC xox: NO3AX11

Topiramate ce xnacHdwmimpa xato CynhaMaTHO 3aMecTeH MoHosaxapup. JeduHupanum ca TpH
(apMakoIorHyIHY cBoifcTBa Ha topiramate, KOUTO BEpOSTHO NOTPHEACHT 32 HEroBaT2 aHTHKOHBYJICHBHA
AKTHBHOCT:

Topiramate HamamBa YeCTOTATA Ha TEHEPHPAHS HA AKLHOHHH MOTCHIMAIH B HCBPOHH, TIONIOKEHH Ha
TpabiHo NOAREIKAHA AEIIOMIPHIALNS, KOSTO JOKG3BA 3aBHCEMA OT ChoTOANNETO GIoKana HA NOTeHUAN-
3ARMCHMUTS HATPHEEH KAHAITH.

Topiramate 3maunTENHC Younsa akTHRHOCTTA Ha GABA » maxod or GABA pelienTopiTe, HO HiaMa
BIIMM edekT REPXY akTHBHOCTTAa Ha N-umerun-D-acmaprata (NMDA) Ha HUBO NOATHII pelieniTopH 32
NMDA.

Topiramate uMa cnadC aHTATOHHCTHYHO AelicTBire BRPXY BBa0YHHATA AKTUBHOCT Ha IYTAMaTHUTE
penenTopH OT MOATHIT 32 KauHAT/AMPA.

QOceeH ToBa topiramate HHXHGHDA AIKOH HI0CHIMMH HA KapOoaHXHmpasara. To3W (papMakoioruyeH
eekT € MHOrO mo-cnabo H3paseH, OTKONKOTO NpH aneTa3onaMugl, H3IBECTeH HHXUOMTOp Ha
KapOOaHXHApPAsaTa, 1 HE Ce TNPHEMa 33 OCHOBSH KOMIIOHSHT HA aHTHENMNENTHYHATA AKTHBHOCT Ha

topiramate.

EduxacHocTra Ha topiramate npd mpodHiakTHKa Ha METpeHaTa ¢ Ouna TOASIOXKEHA Hd OLUEHK2 upes
MHOTOLSHTPORH NpoyuBanis. OGobmennTe pe3yATaTy OT IPOYIBAHMATA 32 OLEHKA Ha topiramate B 1031
ot 50, 100 1 200 mg ARERHO ca YCTAHOBEAH CPEICH NPOLSHT HA HAMANSBAHES HA TBPBUYHNA KPHTEPUH 33
e(HKACHOCT, T.€. CPeOHATA MeCeuHa MEeDHONHYHA YecToTa Ha MMrpesars, cboTeeTHO 35, 51 1 49% B
cpaBHeHne ¢ 21% 34 rpynara Ha miane6o.

EnHo Apyro MHOTOIEHTPOBO IPOYUBAHE H ERHO AOMBIHHTSNHO MPOYUBEHE IOKa3BaT, Y& MeceyHaTa
YECTOTA HA MHTPEHO3HHTE SIMM30HH (DDDRHTHHSAT KpHTepHil) HE HOKA3Ba CTATHCTHYECKH NOCTOBEPHA
Pas3iIHKAa B CPaBHEHHE ¢ 9eCTOTATA Ha HIXOAHOTO HUBO M0 BPEMS Ha TpeTHpaHe ¢ nnaueso.

5.2 PapMaKoKHHeTHIHA cBolicTea
Aécoptyun
Topiramate ce pesopupa 6sp30. Caen nepopancH npueM Ha 400 mg ca HeobxoauMo npubius !,enued

qaca 3a Jocrurade Ha C oy, Topiramate moxassa mimeliza HapMakoKkMHETHKA, © nponop/
JI033Ta TUIA3SMEHH KOHIEHTPUN B PAMKATE Ha HICHSARANIS NUana’cl or 1034 or 200-80

15




JIMmcBar JaHHY OT WHTPABEHO3HO NpHNarane. Bp3 ocHOBa Ha HaHHUTE 33 OTKPHTA PaIHOAKTUBHOCT B
YpuHATa IpY pMIarane Ha A03a oT 100 mg topiramate, 6ensizan ¢ '*C, e yeranoseno, ue abeopbuusTa na
topiramate ¢ MurnMyM 81%. Ha Gasata Ha NaHHUTE OT M3CIENBAHETO HA YPHUHATA MOXeE Ja C& M3UHCHH,
Je OHOHAMYHOCTTa € npudmusurenno 50%. XpaHata HAMA KNHHHYHO 3HAYHMO BIHMSHUE BHDXY
topiramate. BapuaGumHOCTTa B KHHETHYHWTE OTHacfAhma € 25-35%. MakcHMajHara IUIa3MeHa
KOHLEHTPAIs (Cie) IPH 38paBy HOGPORONIM, HAGNIONARAHA [IPM MHOFOKDATHO IIpUiaraHe Ha 703 OT
100 mg nBa nbTH JHEBHO, € NPHOIH3UTENHO 7 pg/ml.

Pasnpedenenue

Cpempuar mpueanen ofeM Ha pasTpeneneHHe cropen usdncnenusTta e 0,55-0,8 kg, O6embT Ha
pasnpeeleHne N0Ka2Ba 3aBHCHMOCT OT 110J1a, K&TO IPH JKEHNTE TOH NpeAcTarIgea NPRGNHsHTENHO 50%
or obema Ha pasripemeneHue mpu Mexere. Topiramate ce cRBp3RA ¢ EPHUTPOLMTHTE, HO Hali-BSpOSTHO
nipu 3-10 pg/ml HACTRIBA HACHIAHE Ha CBBpPIBaHETO. CTENMeHTa Ha CREP3BAHE ¢ IIA3MEHHTe GenTHLM &
13-17%. Hama urdopMariya 3a pasnpeneleHAETo My B IPEOHAYHOMO3BUHATA TETHOCT.

Memabonuzsvm

Topiramate nperbprsBa ymepeH Mo KomwuecTso MeTabonussM (mpubnusurenHo 20%) npH 3mpanu
Aobpoponuy, Crel eXHOBPEMEHHO NPHIIaraHe Ha AHTHENMMIENTUYHHA JEKapCTRa, 33 KOUTO € H3BECTHO, Ue
MMaT eH3UMHO-MHAYNMpAN! edeKT, MeTaboNH3MBbT MOXKe Aa HapacHe m0 50%. OXapakTepusupaHd H
HACHTH(QHUIMPAHH €4 1eCT MeTabonuTa, H30HPaHN OT MOBEIIKA IIa3Ma, YPHHA U M3IpAKHEHH.

Enuntunupane

BropeysmsT )iuphHe ¢ rpubnmsurento 18 ml/min. Tazu croiiHoCT € MHOTO [MO-HKCKA OT OYaKBRAHATA,
KOETO [OKa3Ra, e ChINeCTBYRa TyOynapHa peabcopbuua Ha topiramate, Karo 1510 Na3MEHIAT KIMPBHC
e npubmusurenno 20 xo 30 ml/min ciaen nepopanHo npuioxenue, Hali-BaXKHAIT OBT Ha eNUMHKHMpAHE
Ha topiramate 1 MeTaGonuTHTE My e npes Gpbpenure.

IIpy MHOTOXpATHO MpHyIarae Ha £o3u of 50 u 100 mg topiramate Ba IIBTH JHEBHO CPEAHOTC BpeMe HA
TIONTY:XHBOT € NpUBIU3UTENHO 21 yaca, IIpH nanuenTy ¢ HopManHa Gr6pednHara QyHKIHA 3a MOCTHraHe
Ha cTabWiHA KOHIEHTPalHd ca JOCTaThuHM 4 [0 8 AHE, JOKATO NpH IAIUEHTH ¢ YMEPEHO HO TEXKO
yBpeaeHa 6nbpedna dynkiws ca neobxomumu 10 mo 15 mum neverue. Tlnasmenusr u 6BOpevHMAT
KIHPBHC Ha topiramate ca r0-HUCKH NP ITALMEHTH ¢ yBpeAeHa 6s0peuna dynies.

Creynanny epynuy nayueHmy

gezga:

3aBHCHMMST OT TENECHOTO TeIVlo KIMpBHC Ha topiramate e MO-BHCOK IpH [EIA, OTKOIKOTO TPH
EB3pAcTHH, BpeMero Ha MoNyelHMMHUpaHe JOCTHra NMpHOmusuTenHo 7 waca Ipu Jela Ha BL3pacT 2
TOAMHK ¥ nmpuOnusuTenHo 15 uaca mpH fena Ha RB3pact 4—17 rouuwHH. CepyMHANTE KOHUESHTPALMK Ca
okos0 33% MO-HHMCKH, OTKOJNKOTO NpH BB3pacTHH (Npeamnonara ce, Ye JHO3aTa € onpefesieHa B
3aBUCHMOCT OT TENECHOTO TETIo).

Hapywenue na 6vbpewnama gyuxyus:

B cpaBHeHne ¢bC cioydad Ha HopMmanga O'60peyda (yHKiua (KpeaTHHHHOB KAHpBHC > 70 mg/min)
KIMPBHCHT Ha topiramate € ¢ 42% Io-HUCHK IPH NaUHeHTH ¢ yMepeHa crelled Ha GL0peyHo yBpexane
(kpeatrHuHOB KIHPBHC 3069 mi/min) u ¢ 54% NO-HUCHK NPH MAlMEHTH ¢ TeXKA CTeHeH Ha GLOpedHo
yBpexAaHe (KpeaTMHHHOR KiupsHC <30 ml/min). IlpM HIKOH NALMEHTH C TEKKO YBpekAane Ha
GrOpeunara QyHKIMS MOXE Ja € Hanyle ¥ NOo-TOjAMO HaMangBaHe Ha KiuphHca. [lo mprHLMI mpH
NAUHEHTH ¢ YMEPEHO HJIM TeKKO YBpexknaHe Ha GpOpcunara GyHKIHA ce OpemopbyBa [pUIarade Ha
HIOJIOBHHATA OT 00MYajiiHaTA JHEBHA 1034,

e
Huopywenue na vepnodpotuama gynxyun: .&3‘%\“
TInasMeHHAT KIMPBHC Ha topiramate € mo-HHCEK ¢ 20-30% mpH DalUeHTH ¢ yMe H{I%‘I ""fe)KKa o'qér‘j: \L

ﬁ!ﬁéﬂ“‘w
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Ha HapyIlIeHue Ha YepHoapoOHara QyHKINS.
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53 ITpeakJIHRHYHH JAHHH 33 0e30MacHOCT

B mpoyusanms BBpXy oOIMaTa TOKCHYHOCE € YCT2HOBeHa TONHPaMAT-HHOYIMpaHa TOKCHYHOCT, K4TO
KpHTHYHETE OPTaHH ca CTOMaxbT, OBOperuTe, HHROYHHUAT MEXYP H KPBBTA (aHeMHs), TOKCHYHOCTIA e
[pOABARA NP HHBA Ha CHCTEMHA €KCHOSHIMS HA JKABOTHY, KOHTO €A HO-HHCKH OT OJYAKBaHHTE HHBA Ha
eKCIIO3HIMA MpH MALMeHTH, HOUIOKSHN Ha JIUEHHe C NpelophbuMTeNHATa NO3HpoBKa. KIHHHYHOTO
3HAYCHHe Ha Te3W NAHIHH He e A3ICHEeHO, HO ne OHBa Jia ce npeHebpersa.

YMepeHo HHxuOHpaHe Ha Obp3uTe KAAHEBH KAaHAH € IOKA3aHO i1 Vitro, KOeTO NpeIiIonara NOTeHIHANeH
PHCK OT ynsikapade na QT xoMIlekca npH MpiJlaraHe Ha BUCOKH IO3M B IPHCLCTBHE HAa JpYry
apUTMOTeHRH daKTopH,

KaxTo u ocraHanuTe aHTHEIMASITAYHI MEIUKAMEHTH, topiramate e TepaToreHeH 3a MILIKH, TBX0BE U
saiing, OBmuar Opoit ma MandopMaumm Ha (eTyca mpd MUINKH HAPACTBA [IPH BCHYKY TPETHPAHH
MeAMKaMenTa TPYIH, HO He ca HabmomaraHH CTATHCTHIECKH NOCTOBEPHH PasiiKH, HATO 32RHCHMOCTH
Jo3a—edeKT O OTHOMIEHHE HA BCHYKY MITH Ha HAKOH crieluyHY ManihopMaliy, KOeTo IONCcKas3Ba, 4e
Mozxe 61 pornst HrpadT Opyry GaxTopH, HanpHMep TOKCHYHOCT 3& MaliKara.

6. DAPMANEBTHYHHA JAHHH

6.1 CrinchbK Ha MOMOWHATE BellleCTBA
CoplieBHHA Ha TableTkara:

NAKTO32 MOHOXHPAT,

MHKPOKPHCTANHA LUETyN033,
npeKeIaTHHH3NPAHO HapeBHHO HHIIECTE,
HaTpHeB HULIECTEH IMHKonaT (THIT A),
MArHe3ler creapar.

(OGeuBKa Ha TAOIETKATA
XHUIPOMeNoza
Makporoi 400
nomucopdar 80
TiTaEReR JuokeHL (E171),
crHceT xbaro (E110) (camo ot 50 mg),
HKBIIT Kenesed okeun (E172) (camo or 50, 100, 200 mg),
yepseH sxenesed okeu (E172) (camo ot 100, 200 mg).

F & 9 5 % & &

6.2 HecpemecTupocTa
Henpuaoxumo,

6.3 Cpok ua rogaocT
30 Mecena

6.4  CHeumaJHH YONOBHA Ha CLXpaHeHne

MacTMacoRH Gy THIKH
a ne ce cexpanapa Hay 25°C,
CohXpapsBaite OyTHIRATA INTETHO 3ATBOPEHA, 34 N4 C& NPSIa3H OT Bjlara.

Baucrepu
. Ja e ce cexpadapar Hax 25°C.
. Cexpapsasalite B opurapansnTe SIMcTepH, 34 12 o¢ lpeIasy oT Bara.
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6.5 Jaunn 3a onaxkoBraTra

To3y nexapcTReH NPONYKT ce Ipejyara B mmactMacoBH OyTunkd or HDPE cke samurens cpemry
MaHMIyJMpane, OTEAPAMIM Ce 4pes Iopaurane Kanauku ot LDPE, ceaspxamu 20, 28, 30, 50, 56, 60,
100 unu 200 dunmupanu tabnerTkd, B GyrunxuTe e NOCTaBEH M BIATONOMIBLUALY KOHTEHHED CBC
CIUTHKATEN,

To3u NexapcTBEr MPOAYKT e IpeiIara ¥ B SNHCTepH OT anyMHHHeBO Qonuo, ceaspkawty 4, 7, 10, 14,
20, 28, 30, 50, 56, 60, 84, 90,100 u 120 dunMupann TabneTkH,

He Bcuvkn BHAOBE ONAKOBKA MOraT fa OBMAT OYCHATH B npogaxda.
6.6 ChoennaaHa OpeanasHH MepKH NPH H3XBLDJAHE

Hama crenpanay H3HCKBaKMs,

7. OPUTENATEJ HA PASPEINEHHETO 3A YIIOTPEBA
Glenmark Pharmaceuticals s.r.o.,

Hv&zdova 1716/2b, 140 78 Prague 4

Yenrka PemyGimka

8. HOMEP(A) HA PA3SPEINIEHUETO 3A YIIOTPEBA
Topimark 25 mg — 20090159

Topimark 50 mg - 20090156

Topimark 100 mg - 20090157
Topimark 200 mg - 20090158

9. JATA HA THEPBO PASPEIIABAHE/MMOMHOBABAHE HA PASPEHIEHUETO 3A
YIIOTPEBA

23.04.2009

10, JTATA HA AKTYAJIM3APAHE HA TEKCTA

Oxromepy 2009

N

m

*
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