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1. UME HA NEKAPCTBEHUA NPOOYKT

TOPIRAX®
TOMUPAKC

MexayHapoaHo HenaTeHTHO uMe:
Topiramate / Tonnpamar

2. KAMECTBEH U KOMMMMECTBEH CBbCTAB
QunmupaHy mabnemxu

TOMWPAKC/ronvpamar e HanuyeH kato unmupaHn Tabrietk 3a OparHO MpUrioKeHue,
cbabpxawm 25, 50 n 100 mg Tonupamar.

3. JIEKAPCTBEHA ®OPMA

TOMWPAKC e u3roTBeH KaTo W3mbKHaNM, Kpbrmv UNMUpaHn TabmeTku ¢ KOHLEHTpaUMs Ha
aKTUBHWTE BeLlecTea U LBETOBE KakTo cnegsa: 25 mg — 6an, 50 mg - ceetno xwnT, 100 mg -
BT,

Bvpxy dunmvpanute TabneTtkn uma cnegHute 06o3HaqeHus:
25 mg - "Top" o1 egHara cTpaHa, “25" ot gpyrarta cTpaHa
50 mg - "Top” oT.egHata cTpaHa, “50" ot Apyrata cTpaHa

100 mg - "Top” oT egHara ctpaxa, “100” oT Apyrata cTpaHa

4. KHNUHWYHU QAHHU
4.1. TEPANEBTU4HU NOKA3AHMA

4.1.1. Enunencus

TONMWPAKC e nokasaH 3a MOHOTEpPanus Npy NAUMEHTH C HOBOAWArHOCTULMpaHa eNVAEeRcHUs UK 33
NPEMUHaBaHe KbM MOHOTEPANUSA Mpu NaUWeHT ¢ enUNencus.

TOMNWPAKC e nokasaH 3a foMbiHUTENHa Tepanus 3a Bb3pacTHU 1 Aeua (Ha Bb3pacT 2 1 NOBeYe
OAVHW) C nNapuManHy MpUnagbly WM reHepanmMaupaHy  TOHMUHO-KIOHUYHU npyunagbLm.
TONWPAKC cblio Taka e nokasaH 3a NPUNoXeHne Npu Bb3PaCTHW WM geua, KaTo A0MbiHUTENHA
Tepan1s 3a fieYeHre Ha Npynagbuy, CBbP3aHn Cbe cUHapoma Ha Lennox-Gastaut.

4.1.2. MurpeHa A -

TOMNMWPAKC e nokasaH 3a npopunakTka Ha MWrpeHa Npu Bb3PacTHU 1 NOAD f:fgauwli Ea.u 16-
roguiuHa Bbapact. Ynotpebara Ha TOMUPAKC 3a neveHne Ha oCTpU MUrPEHO3 anpwcmnw Br:.e |
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TOPIRAX® - KpaTka xapaKTepHCTHKA HA TIPOAYKTA

4.2. IO3UPOBKA K HAYMH HA MPUNOXEHUE
4.2.1. OBwm npUHUMNK

HDEHOPB‘-IBEI Ce Aa ce 3ano4He Tepanud C HACKW 03K, NocnefBaHu OT NOCTeNEeHHO NokKavBaHe A0
AOCTUIaRE Ha E.‘CDEI{THBHB Ao3a.

TOMUPAKC e HanvueH kato punmupary Tabnetkv. Mpenopbysa ce unmupanuTe TabneTku aa He
ce pasdynear.

He e HeobxoOuMO Ba ce MOHWTOpWMpAT MNasMeHWTe KOHUEHTpaLMM Ha Tonvpamar, 3a fa ce
oTnummuaupa Tepamusita ¢ TOMWUPAKC. B pegkn cnydam npubasaqeTo Ha TOTMUPAKC Kb
(DEHUTOMH MOXE [1a U3KCKBa npucnocobsBaKe Ao3aTa Ha (DEHUTOWH, 38 Aa Ce NOCTUTHE OnTUMasneH
KMMHMaeH peaynTar. [lobaBAHeTO WM CriWpaHeTo Ha deHuToMH W KapbamasenuH kato
nonbnHuTenHa Tepanus Ha TOMAPAKCMmoxe ga usnckea kopurupaHe Ha aosara TOTTMPAKC.

Npuemareto Ha TOMNMPAKCHe ce Bnusie 0T xpaHara.

4.2.2. lonbnuutenHa Tepanus
4.2.2.1. Bb3pacTHu

Tepanusta Ou Tpabsano pa 3anodre ¢ 25-50 mg Bcska Beyep 3a egHa ceamuua. CoodLeHo e 3a
M3NOM3BaHe Ha MO-HMCKA [033, HO TOBA HE € U3yvyaBaHO CUCTEMHO. Bnocnepcteve 3a
eHOCEAMUYEH WU [ABYCEAMUYEH WHTEpBan Ao3ata bu Tpabsanc ga ce nosuwm ¢ 25-50 [go 100]
mg AHEBHO U NMpvembT Aa bbae B ABe OTAENHM A03W. YBenuyaBaHeTo Ha posarta Tpsabsa na e B

3aBUCUMOCT OT KNUHUYHATa KapTWHa. HDM HAKOW NauueHTn MOoXe Aa Ce NOCTUIHE ECDBKT npwu
0o3kpaHe seAHbBX AHEeBHO.

B KNMMHWYHWMTE ONUTU Hal-HUCKATa mM3cnensaHa 1 eekTUBHa A03a Kato AchbnBalla Tepanua e
ouna 200 mg. CnepoBartenHo, TOBa € cuuTaHaTta 3a MuHuManHa edektusHa aosa. ObukHoseHaTa

nHeBHa Jo3a e o1 200 go 400 mg 8 ABa npuema. iHOMBMOYaNHO nauveHTUTE Morat ga nonyyar
noau, poctuwrawwm no 1600 mg AHeBHO.

[Tuin kato TOMUAPAKC ce oTcTpaHsaBa OT fnasmarta nocpeacTBoM avanvaa, AoMbiHWTeNHa [03a
TOMUPAKC, paBHa Ha npubNUUTENHO NONOBMHATA OT AHEBHaTa fo3a Tpsbsa Aa ce NpUnoxum B
neHa Ha Avanusata. lombnHutenHata gosa TpabBa [a ce npueMe Ha pasfeneHyn aosu — B
HaYanoTo ¥ cref 3aBbpllBaHe Ha XemoauanuaHata npoueaypa. JormbnHurenHara fo3a Moxe aa
ce pa3nuyaea criopef, XxapakTepucTUKMUTE Ha M3MOM3BaHOTO AnanusHo 0DopyaBaHel.

Tean Ao3n ce npenopbyBa Aa ce NpUnaraT Ha BCUMKW BL3PACTHW BKIIOYUTENHO ¥ Ha NALUeHTU B

HanpeHana Bb3pacT NpM NOMOXEHWE, Ye HAMA ChIMbTCTBaWo OvbpeyHo 3abonaBaHe (Bux pasgern
4.4, “Cneunantn npeaynpexneHus n cneuvanHi npeanasHit Mepku’).

4.2,.2.2. leua Ha fBe roguHu ¥ no-ronemMu

[penopbuBanata obwa posa TOMNUPAKC (Tonupamar), kato [ponbnsalia Tepanvd, e
npubnuauTenHo ot 5 ao 9 mg/kg AHeBHo, pasaeneHa Ha ase no3uv. [losupaxeto du Tpsbeano aa
3anodHe ot 25 mg unu no-Manke (basvpann B gnanasoHa oT 1 go 3 mg/kg AHeBHO) BCska Beqep
npes mbpeata cegmuiia. Crea Toea gosara bu TpAbBanc Aa ce NoBulIABa HA €AHOCEAMUYEH U
asycegMuqHM uHTepeamm ¢ 1 go 3 mg/kg AHeBHO yBenuyerue (MPUNOXeHW B ABE pasgeﬂeHm goam)
N0 AOCTUraHe Ha ONTUManeH KIMHWYEH OTrOBOp. YBenu4yasaHeTo Ha fo3arta Tpﬁﬁsa ﬂﬁ e8
33ABUCUMOCT OT KIIMHUYHATE KapTUHa. N

MpoyueHata aHeeHa ac3a Ao 30 mg/kg obukHoBEHO UMa AoDpa TonepaHTHOCT. {f 5_;?
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TOPIRAX® - KpaTka XapakTepHCTHKa Ha TPOAYKTa

4.2.3.1. O6Lm npUHUMNU

Mp npekpaTABaHe nNpueMa Ha CLIBLTCTBAWMTE  aHTVeNMNenTU4HU  nekapctsa € LN
ocblLecTBABaHe Ha MoHoTepanus ¢ TONMPAKC/tonnpamar, by TpsabBano Ja ce 0bbpHe BHAMaHUE
Ha edeKTa OT TAXHOTO CrMpaHe BbpXy KOHTpOna Ha npunagbuute. [lpenopbysa Ce MoCTeNeHHo
HaMansBaHe Ha [03UTe Ha CbMbTCTBALWMTE aHTMENWNENTWYHM nexapcTea ¢ 1/3 Ha BCekw [ige

CeaMULM, OCBEH B CyuauTe, KOraTo rpiKaTa 3a MauUMEeHTUTE He M3MCKBA BHE3aMHO NPpEeKLCBaHe Ha
NPUAPYXaBaLLMTe aHTMENUNENTUHHKN NeKkapcTea.

KoraTto eHauM-MHAYLUMpaLLUTE NekapcTBa ca CpeHu, HuBarta Ha TonupamMart Ce Noka4ear. Moxe na
ce Hanoxv Hamansaeane posarta Ha TONMPAKC, ako 3a ToBa UMa KNMHWHHN NOKa3aHUS.

4.2.3.2. Bu3pacTHu

Nevyenneto 61 Tpabsano pa 3anodHe OT 25 mQ BCska Beuvep 3a efHa CeaMuua. flosata ou

TpROBANO Aa ce NOBULIABA HA EOHOCEAMUYHM UNY ABYCEAMUHHA WHTEDPBANW C YBENMHEHNE OT 25
unu 50 mg AHEBHO, NPUETU B ABa OTAENHU NpUeMa.

AKO NaLMEHTLT HEe MOHAcA NPeAnoxXeHaTa CXema Ha yBenvqeHne Ha [o3ara, ¢e Npenopbusa Mo-
Cnabo MNOBMILGHME HA MA03aTa WM NO-ObAr WHTEepBamM Mexny yBenuuenusTa. [osata u
CTOVMHOGTTA Ha [1030BOTO YBENMMUeHv e 61 TpaBeano Aa ce onpeaens oT KMHYYHATA KapTuHa.

Mpenopbysa Ce HadyarHa npuuenHa [o3a 3a Tonupamart, KaTto MOoHOTepanus MpW Bb3pacTHU Aa
6bae 100 mg OHEBHO KaTo MakcuManHata npenopbudTenHa AHesHa fosa e 500 mg. Hsxou
nauveHTU ¢ pedpakTepHu opmK Ha enunencus Morat Aa npuemar Tonvpamar Kato MoHoTepanits
B noan ot 1000 mg AHeBHO. Tean npenopbkW 3a A03vpaHe ce npunarar Ha BCWYKW BB3PECTHY,
BKTIOYMTENHO ¥ XOPa B HanpeaHana BbapacT, NPy fnca Ha chimbTeTaallo 6bopeuHo sabonseaxe.

4.2.3.3. Qela

NeyYeHNeTo Ha OBETOAMLLHM U No-roneMu aeua bu Tpsbeano fa 3anouHe ¢ 0,5 po 1 mg/kg BCAKa
Bevep 3a mbpeata ceamuua. Cnepn Tosa Aosara Ow TpsdBANo Aa ce NOBULLIM B €AHOCEAMU4EH TN
npyceamuueH uHTepean npu yeenvdedne ¢ 0,5 ao 1 mg/kg fHeBHo, npunoxeHa B Asa OTAENHW
npvema. AKO AeTETO He NoHacA NpefnoxeHara CxeMa Ha yBenuyeHre Ha 4o3ara, ce npenopbHsa
no-cnabo MOBMLIEHWE HAa A03aTa WM MO-AbArM MMTEpBan Mexgy yeenudeHuara. [losara
CTOMHOCTTA Ha JO30BOTO yBenudeHne b Tpabeano aa ce onpegens oT kKnuHudHaTa kapTuHa.

MpenopbyuBa Ce HauanHa npyuenHa Ao3a 3a TorMpamar Kato MOHOTepanus npyu Aela Ha Bb3pacT

nBe rogvHn 1 noeeve aa 6vae ot 3 go 6 mg/kg AHeBHO. [leya ¢ HOBOAMArHOCTALMPAHU NapLAatv
NpUCTBNW MOraT Aa npuemar Jo3n 4o 500 mg AHEBHO.

4.2.4. MurpeHa

[penopbunMTENnHaTa AHEBHA fJ03a TOMMpamar 3a MpOMUNaKkTuka Ha MUrpeHa € 100 mg,
pasnpefeneHa B ABa oTAenHu npuema. [losarta ce TUTPUpa NOCTENEHHO, KaTo Ce 3ano4ea ¢ 29 mg
Bevep npe3 mopeata cegmvua. Cnep ToBa Ao3ara ce nosullasa C Mo 25 mg; BCAKa CTbNKa OT
NoBvLIaBAHe Ha A03aTa Ce NOAAbPXKA 3a No eaHa ceamuua. B cnyyan, Ye nauyeHTLT HE NoHacs

TO3W PEXMM HA NOCTENEHHO MOBWLIABAHE, MHTEPBANMTE MEXMly BCAKA [03a MoraT Aa ObAar
YIbIKEHM.

B Hakou crydau AHeBHa aosa o1 50 mg Moxe Aa Aafe 3af0BonUTENHU PE3ynTaTi NPy NEYEHNETO.
Hait-BUCOKaTa npunarasa AHeBHa [o3a He Hagsuwaea 200 mg. BB BCWMKM Criydau [03ATA M

Fbp3UHaTa Ha noBuLwaBaHeTo 1 Tpsbea Aa Obae cbobpaseHa ¢ KnHuIHUTE PE3yNTATIA (g pasdes .
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TOPIRAX® - KpaTka XapaxTepuCTHKa Ha IPOAYKTa

4.4. CNELMANHW NPEAYNPEXAEHUA U NIPEANA3HW MEPKM NPY YNOTPEBA

Mpy nauyeHT ¢ wim Bes ncTopus 3a NPUNaLbLUY UM envnencus, NEYEHNETO C aHTUENINENTUHHY
npoaykTw, BkoumTento u TOMWPAKC /tonvpamar, cnefsa NocTenexHo Aa ce NpekpaTk, 3a Ad ce
cBeOe A0 MVHVAMYM DPUCKLT OT MOSIBATa Ha MO-YeCTW Mpunapbuy. B KNMHUYHW NDOyuBaHUA,
HEBHUTE 403W Ca HamanaBaHy Ha cepMuutn vHTepsanm ¢ 50-100 mg npu BL3PaCcTHY ¢ eNUnenciA
1 ¢ 25-50 mg npu Bb3PACTHU, Nonyyasaww Tonupamar B fosu o 100 mg Ha aeH 3a NPOMDUNAKTUKS
Ha MUrpeHaTa. B KnMHWdHK NpoyyYBaHusa Npy Aeua, Tonupamar e HamanssaH NoCTENEeHHO 3a NEPUOH
oT 2-8 cegmuum. B cnyyaute, Korato UMa MeMUMHCKa HeobxoguMocT OT 6bp30 NpexbeBaHe Ha
TOMUPAKC, ce npenopbyea Noaxoasiuo HabnoaeHme.

OCHOBHUSIT MbT 33 EMUMUHMpAHE Ha HEMPOMEHEHVS TONMpaMaT U HerosuTe MeTabormTu e Ypes
Gb6peuuTe. GbOPEYHOTO envMMHupaHe 3asuck OT ObbpeuHata QYHKUMA W HE 3aBMCU OT
BbapacTTa. [auueHT ¢ ymepeHo [0 Texko bbbpeuHo yspexaaHe MOXE fa C& HYKAanT Ot 10 po 15
IHA 33 [OCTUraHe Ha CTalUMOHapHX NrasMeHn KOHUEHTpauW, AOKaTo NpW Te3n ¢ HOpMariHa
6bOpeyHa PyHKUMS ca AOCTaTHYHN 4 — 8 AHM.

KakTo NpW BCWYKM NALMEHTH, CXemara Ha MOCTeNeHHO yBenuyasaWe Ha Ao3ata crnefea fAa ce
ONpenens OT KMMHM4HATA KapTWHa (HanpuMep, KOHTPON Ha NpunagbuuTe, usbarsaxe nossata Ha
CTPaHWYHK peaKLym), KaTo ce MMa NpeaBwd, Ye Npu nauvexTn ¢ 6bbpeuHo yBpexaate Moxe aa €
HEOBXOANMO NO-NPOABLIIKUTENHO BpEME 3a AOCTUraHe Ha CTaLMOHapHW NNasMeHn KOHLeHTpauun
Ha BCAKA A03a.

AneKsaTHaTa XuapaTauust no BpeMe Ha ynotpeba Ha Tonupamart e MHOTO BakHa. Xuaparaumara
MOXe fia Hamarnu pvcka oT HedponuTnasa (BX. no-pony). Nogxoaswara xvapatauus npeay v no
BpeMe Ha AeiHOCTY KaTo (hWU3MYECKK YNPakHEHUS Nk v3naraHe Ha BUCCKN TeMNeparypu MOXe Aa
HaManu p1cKa OT CbpAEUHO-CHAOBK HEXENaHX PeakLmMu (8. pasdes 4.8.)

[pomsiHa 8 Hacmpoexuemo / enpecus

Mo Bpeme Ha Ne4eHWeTo ¢ TonupamaT € HabnigasaHa yBenuueHa 4ecToTa Ha MNpoMAHa B
HaCTPOSHWUETO ¥ ASNPecKa.

Onum 3a camoybulicmso

Mpy nauMeHTh, fekyBaHM C aHTUEnMnenTWHHM nekapctBa (AEJT) no pasivqHM nokasakua Ca
cbobluaBaHu CywuMaHa wgeauus w rnosefedve. MeTaaHanu3 Ha paHAOMUSUDAHW, nnauebo-
KOHTpORMpaHy anuTBanust Ha AE[T Cbilio nokasea ManbK, HO MOBULIEH PUCK OT CyMLAAHA NACALINS
n nosegeHue. MexaHu3MbT HA TO3W PUCK HE € SCEH W HanuUyHUTe AaHHU HEe U3KIYBat
Bb3MOXHOCTTA 32 NMOBULLIEH PUCK NPy TonNMpamar.

3aToBa nauyeHTMTe Tpsbea aa Gvpar npocriensBaHM 33 NMpusHaWA Ha CyuunaHa wagauus u
noBefeHre v TpsiBa Aa ce NpefnpveMe CbOTBETHOTO NeyeHue. Ha nauueHTuTe (1 XOpaTa, KouTo
ce rpvkarT 3a TAX) TpAbBa fa ce 0ObpHE BHYMaHNe Aa NOTHPCHT feKapcku CbBET, B Cnyyan, |e ce
NOSBAT MPU3HALM Ha CynuumaHa aeauna u nosefexve.

Hethponumuasa

Hsikow nauveHTv, ocobeHo Te3un ¢ NpeancnoanLns KeM Heponmi1asa, Morar Aa ObAAaT C NOBULLEH
onck 3a oBpasysaHe Ha ObOpEYHM KambHM W CBbP3aHUTE C TOBa Oenesn ¥ CUMNTOMU KaTo
6ubpeuna konmka, Bubpeura bonka unn 6onka B cnabunuTe.

PuckoBUTe haKTOPU 3a He(PONUTUA3a Ca aHAMHECTVYHYM AaHHV 38 NPeaWecTBaLlo (popMupaHe Ha
KaMbHY, (haMunHa aHamHeaa 3a HetponuTUasa 1 xunepkanuuypus. HuTo eaus OT:Tean hakTopy
He MOXe f1a Gbfie CHrypeH MporHOCTYeH Bener 3a o6pasyBaHe Ha GbOPEUHN kaMbHU NpY NeusHIe
¢ TOMUPAKC. OcseH ToBa, C MOBWLLEH PUCK MOXE Aa €a W NauvedTs Mexysaliv ce ¢ Apyrw

nexapcTBeH NPOAYKTH, KouTo Buxa MoTTM Ja noseaaTt Ao HedponnuTha a% P
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TOPIRAX® - KpaTka xapaKTepHCTHKA Ha IPOIYKTA

Hamanerna 4epHodpobHa byHKUUA

Mpu naumeHTV ¢ yBpeaeH YepeH apob Tonupamar Tpsadsa aa Gbae npunaras ¢ BHUMaHue, T KaTto
KMMPBHCHT Ha TOnMpamar MoXe 4a bbae HamaneH.

Ocmpa MUONUs U 8MOpUYHa 3aKPUMObLabiTHa 2nayKoMma

3a nauveHTH, npuemMatln Tonupamat be cbobuieH CUHAPOM, BKMKYBALY OCTPa MUOTIUS, CBbP3aHa ¢
BTOPUYHA 3aKPUTOBLILMHA rNaykoMa. CUMITOMUTE BKNIOYBAT OCTPO pa3sBMTWE HA Hamanssalla
3pUTENHA OCTpoTa WU ouyHa 6orka. [laHHuTe oT OTaNMONOrMYHUTE W3CNeABaHWA BKIOYBAT
MUOMUA, CTECHRBAHE HA npeaHaTa kamepa, O4Ha Xunepemus (3a4epeasaHe) W MOBULLEHO
BbTPEOYHO HansraHe. Muapuasa mMoxe Aa e Hanmvyda wunv He. To3n cuHapOM Moxe aa fupe
CBLP3aH CbC CYMpaUMnuapHo W3TWYaHe, BOLELC [0 NpefHO M3MeCTBaHe Ha fellara v upuca, ¢
BTOPUYHA 3aKPUTOBIMLHA rnaykoma, OBUKHOBEHO CUMITTOMUTE CE NOSBABAT NPe3 MLPBUA Mecel OT
HayanHaTa Tepanus ¢ Tonvpamar. 3a pasnivka OT MbpBWYHaTa TECHObIb/IHA MMNaykoMa, KOSTO €
psiAKa NpU nauneHT Ha BbapacT nof 40 roguHK, BTOpUYHATA 3aKpUTOBIbIIHA TTIaYKOMa, CBbp3aHa ¢
TONMpaMar e HabmoaaeaHa Cbllo U NMpU Aela, OCBEH Mpu BbL3pacTHU. JleuyeHMeTO BKITOYBA
NPeKLCBAHE Ha TOMMpamart, KOMKOTO ce Moxe no-6bp30 no npeleHka Ha Nexysalwa nekap W

NoaxoaAalln Mepku 3a HaManABdHe Ha BbTPEOYHOTO HanAraHe. ObukHoBEHD TE3N MEPKW BOOAT OO
HaManaBaHe Ha BbTPeOYHOTO HanAraHe.,

AKO ce ocTaBu be3 neyeHue, NOBULIEHOTO BbTPEOUHO HallAlaHe OT BCHKaKBd €TUONOMNH, MOXE La
Aoseae 0o Cepuo3H nocnecTens, BKNKYATENHO NEPMaHEeHTHA 33I'y68 Ha 3PeHNETO,

Memabonumda auudosa

Xunepxnopemnysa MetabonuTHa aumaosa 0e3 3aryba Ha aHuoHW (Hanp. HaMmaneHo HWBO Ha
cepymuute BrukapboHatT nog HopManHuTe CTOMHOCTK De3 Hannvne Ha pecnupaTopHa ankanoaa) ce
CBBLP3Ba C NEYEHUETO € TonMpamMar. Tosa NoHWKEHWE Ha CEPYMHUTE BuKapbHoHaT € B pe3ynTar Ha
mexmbupawmn edext Ha Tonupamar Bbpxy OvbpeuHata kapboawxmuppasza. o npuHLmN,
NoHWXKaBaHe HUBOTO Ha bukapboHaTUTe ce HabrwaaBa B HAYaNOTO HA NEYEHWMETO, BLIIPEKW Ye
MOXe ga ce Habniofasa No BCAKO BPEME Ha NEYeHUeTO. Tesn MOHMKEeHWs Ha Oukapbowatute
ODUKHOBEHO Ca nexky A0 yMepeHu (CpeaHo HamaneHue o1 4 mmol/L npn ao3sa pasHa Unu no-BUCOKa
o7 100 mg/aeH npu Bb3pacTHU NauMeHTU 1 Npy NpubnusuTenyo 6 mg/kg/nexH npu geua). Pagko ce
cpella npy HRKOW nauweHTn HamaneHue Ha cronHocTure nog 10 mmolll. Hakon cuetosuua unu
feveHVe ¢ npegucnosvuMs KbM nosBa Ha auvposa (kato 6ubpeuHo 3abonseaHe, TEXKM
pecnupaTopHu 3ab0NsSBaHWA, EMUNENTUYEH CTaTYC, AMapua, onepaLmsi, KeTOFEHHA ANETAa WA HAKOW

NeKkapcTea) MOXE fAa MMaT aautveeH edeKT KbM MOHWKaBalma OukapboHatvTe edekT Ha
TOMMpamar.

XDOHHLIHaTa meTabonuTHa alifosa npu gella MOXe Aa 3abaBu PaCTEXa., ECDBHTBT Ha TOMWpamar
BbPXY pactexa u Nnocneicrsusdta Bbpxy KOCTUTE HE Ca CUCTEeMATUYHO NPOoy4YeHW Npu aela WUiu
Bb3pPaCTHH.

B 3aBMCUMOCT OT CbiTbTCTBALMTE CHCTOAHWA CE NPEnOPbUBA MPY NeYeHMe C TONMpaMaT ChOTBETHO
n3cnenBaHe Ha Huearta Ha OwmkapboHartnte. B cnyyaid 4ve ce nosiBu MeTabonuTHa aunaosa
nepcucTpa, TpAbBa Aa ce NpeLeHUM HeobXoauMoCcTTa OT HamansdBaHe Ha f[o3ata unu
NpeycTaHOBABaHE Ha NEeYEHNETO C Tonupamar (Mpe3 nocTeneHHo HaMansBaHe Ha A03aTa).

XbarumesHu 0obasku

AKO nauueHTute I'YSFIT Terno, Ao0Kato npuemar 103u NeKapCiBeH NpoaykKT bu morno p,a CE obmuenu
BKNKYBaHe Ha AUEeTUMHU XPAaHWUTEHU no6aBKu UNK NOBULLEH XpaHuTeneH Npuem. .~ ..
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TOPIRAX® - KpaTka xapakTepPHCTHKA Ha TIPOLYKTa

NobassHeto Ha TOMWPAKC B cxemara Ha nedeHue ¢ Apyri aHTMenunenTudHu CpepcTsa
(beHuTOMH, KapbamasenuH, Barmpoeea kucenuHa, exobapbutan, npumMULOH) He OKassa BrMsHUE
BbPXY TEXHUTE MNasMeHu KoHueHTpauuv. Camo npu OTAENHM naumeHTV npubaBsHETo Ha
TOMNPAKC kbM heruTonH MOXe Aa Npeav3BuKa MoKauBaHe Ha NNasMmeHaTa KOHLEHTPauws Ha
nocreaxus. TOBa Ha-BEPOATHO Ce AbIDKY Ha NOTHCKaHe Ha cneumduyHaTa eHsmMHa nonumopdHa
nsodopma (CYP2C19). Nopaau ToBa, NOABATa HA TOKCMYHU CMMNTOMU NPU NAUUEHTH NEKyBaHK C
deHuToMH TpAbBa Aa Obe CyrHan 3a NpocneAaBaHe Ha NNa3MEeHNTE HUBA Ha PEHUTOMH.

TpoyqBaHe 3a HapMaKoOKMHETUYHUTE B3auMOJEWCTBUA NPU NaUMEHTW C ENMNEncKUs NOKassaT, ye
pubaBAHETO Ha TONUPaMaT KbM faMOTPUXUH He OKa3sa BNUAHWE BbPXY NNa3MeHaTa PaBHOBECHA
(OHLEHTPaLNSA Ha NaMOTPVKUH Npu Ao3v Ha Tonvpamat ot 100 go 400 mg/pen. Cbllo Taka, HAMA
POMAHA B CTaUMOHapHaTa nnasMeHa KOHUEHTpauus Ha TonuMpamar no Bpeme w cnel
npekpaTsBaHe Ha NeYeHNEeTO C NAMOTPYKUH (CpeaHa fosa oT 327 mg/aeH).

BrusHue Ha Opyeu aHmuenunenmuyHu cpedemea evpxy TOMMPAKC

GeHnTONH 1 kapbamasenyH CHKaBaT NnasMeHaTa KOHUeHTpaums Ha Tonupamar. JobasaHeTto unn
CIMPaHeTO Ha NeveHWeTo C (eHUTOMH unmn xapbamasenuH Npu npoBeXaaHe Ha neyenve ¢
TOMWPAKC moxe Oa Hanoxu KopuripaHe nosarta Ha nocnegHuda. Toea cnepdBa Aa CraHe Ypes
MOCTENEHHO YBEnWueHUe cnopen KnuHudHWA edekT. [JobaBsaHeTo UnM CMUPaHeTo Ha neuexvie ¢
BaNMPOEBa KACENIMHA HE BOAN A0 KNWMHWYHO 3HaYMMM NPOMEHW B NNa3meHata KOHUeHTpauus Ha
TONWpamaTt v nopagv TOBa HE Ce HanaraT NpOMEHX B J03vpoBkata My. Pesynrtatute OT Te3u
B3aUMOAEeNCTBMS ca 0BoBLLIEHN No-a0ny.

| _5Enn. npunomeu MHBBPEHE_HH_B ¢ | Kﬂﬂuemp;;qua Ha AENM KoHueHTpauus Ha Tonupamar

et o CTQRWPEMAT -
OeHWUTOUH o FX J
KapbamazennH{CBZ) PN d
Bannpoesa KMcenHa > <>
ITaMOTPHKUH o o>
deHobapburan > Hi
[pumnaoH PEN HM

¢> - 063 ehekm sbpxy nnasmenume KoHueHmpayuu (< 15% npomsiHa)
*¥ . [nasMexama KOHUEHMPaUUs Hapacmea npu omaenHu nauueHmu
J - [nasmeHama KOHUEHMPaUUs Ce NOHUXasa

Hf 1 - He e npoyJyeaH

AEJIT - ArmuenunenmuyeH NeKkapemeeH npodykm

[Ipvau nexapcmeeHU 83auMo0eLcmeus.

Nlurokcuu: [py npoyyBaHe C eAHOKpaTHA [03MPOBKA MMOLITa 104 KpuBata Ha MnasmeHara
KoHLeHTpauus (AUC) Ha cepyMHMa aurokeviH Ramansasa ¢ 12% nopaan eaHOBPEMEHHOTO NeYeHne ¢
Tonupamar. KNUHUYHOTO 3HaueHne Ha ToBa HabnioaeHue He € onpefeneHo. Korato Kb NeYeHNeTo
ce pobasn unm ce npekpatn neverve ¢ TOMWUPAKC, tpsbsa ga ce obbpHe BHWMaHWE Ha
DYTWHHOTO NPOCIeasBaHe Ha CEPYMHWTE HUBA Ha AUTOKCUH.

LIHC-nenpecanTu: EQHOBPEMEHOTO NPUNOKEHWE HA TONWPaMaT C ankoxon Win Apyrv AenpecaHTu
Ha UHC He € oOoueHsiBaHO B KIMHWYHU Mpoy4vBaHWA. He ce npenoptbuyBa €4HOBPEMEHHOTO
npunoxerne Ha TOMUPAKC ¢ ankoxon unm gpyrm aenpecarti Ha LHC.

NepopanHu KoutpauenTusu: [Ipy ucneaBaHe OTHOCHO APMAKOKUHETUUHUTE ﬁSaHMDﬂéMCT&Hﬂ 3
BBPXY 37paBu A0DPOBONLUM C HA3Ha4YeHa CbAbTCTBALWA KombuHaumua oT KOHTpalf{enTmseH npap,yl(r
CbabpKaLl 1 My HOPETUHOPOH + 35 mCg eTUHUNecTpaanon Tonupamar, npue foHi'B DTC‘hGTBMe Ha -
npymv meaukamenTy B 4o3m ot 50 go 200 mg/nex He e bun cBLP3BaH Cbe CTa l(lc}Tqucm 3Haqum1 o
npoMeHu B cpefHaTta excrnoanumst (AUC) Ha KOUTO U 4@ € KOMIMOHEHT Ha opaan(cre mmpauerrmaw
B apyro npoyysaHe eKCnosuuMsTa Ha eTMHUNECTPaauon € CTaTUCTUHECKN 3Haqmm l'lDHHH{eHG E';!T ot
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TOPIRAX® - KpaTka xapakTepHCTHKA Ha IIPOJYKTa

Tonvpamar B goau ot 200, 400 v 800 mg/d (18%, 21% v 30% cbOoTBETHO), Korato € npuemaH KaTo
CbMbTCTBALLA TEpanus npu nauueHTu, Npuemalin Bannpoesa kucenuHa. W B aBete npoydBaHva
tonupamat (50 mg/d ao 800 mg/d) He noBnusiBa 3HAUMTENHO edPeKTa Ha HOPETUHAPOH. Bbnpeku ye
vMa [030-3aBUCUMO NOHWKEHNE Ha eTUHUNECTpaamon-edekTa, npn posu mexgy 200-800 mg/peH,
HAMa 3HaYvMMa [0030-3aBUCMMA NPOMSHA B ETUHWUECTPaAMOI-excrosuumsiTa npu gosu mexgy 50 u
200 mg/neH. KnuHnuHata 3HauMMocT Ha HabniogasaHuTe npomeHn He e u3secTHa. Moxe pa ce
[ONycHe BbL3MOXHOCT 33 HamarneHwe Ha KOHTpauenTMBHAaTa e(eKTUBHOCT M MOBULLIABaHE Ha
NPOBMBHOTO KPLBOTEYEHWE MPU NAUMEHTKA, Npuemattin KomBuHaLMA oT oparnieH KoHTpauenTVBeH
npoaykt u TOMMPAKC. MaumeHTky, nprematln ecTporeH ChAbPXKaWM KOHTpauenTusu Tpabea aa
ObaaT NOMONEHW Aa CbobLiaBaT BCUYKWA MPOMEHW B TSXHATA MEHCTpyauus. KoHTpalenTuBHaTa
edhMKaCHOCT MOXe Aa Dbae NoHWKeHa AopW NPU OTCHLCTBUE HA NPODUBHO KPBbBOTEYEHHE,

Nutui {Lithium): Mpwn 3gpasu gobposonun ce Habniwgasa HamaneHue (18% 3a 3oHarta nod
kpueata, area under the curve - AUC) Ha CUCTEeMHOTO u3naraHe Ha nuTviM no Bpeme Ha
eHOBPEMEHHOTO nNpunarade Ha Tonupamat (topiramate) 200 mg Ha geH. [llpu naumeHTM ¢
bUNoNApHO pascTPONCTBO, (hapMaKOKUHETUKATA Ha NUTUS He Ce 3acara no Bpeme Ha NeyeHue ¢
Tonupamat 8 Ao3un oT 200 mg Ha aeH. Bee nak ce Habnioaaea yBenrYeHo CMCTEMHO uanaraHe (26%
33 30HaTa NOA KpWBaTa) crnep npunaraHe Ha tonupamat B fosu Ao 600 mg Ha AeH. HueaTa Ha
nuTre Tpabea aa ObaaT HabroLaBaHM NPY CHBMECTHO NPUIOKEHNE C TONMPaMaT.

PucnepuaoH (Risperidon): lpoeedeHn nNpoydBaHUA Ha NEKAPCTBEHUTE B3aUMOASUCTBUA NPy
MPUNOXKEHME HAa EOVHWMHA M MHOXECTBO [03U Npu 3apasn AoOpoBOMUM ¥ NpU MauueHTu C
OUNONAPHO Pa3CTPOMCTBO NOKaseaT cxogHW pesyntatu. [lpy eOQHOBPEMEHHO MPUNOXEHWE C
Tonupamat npu yeennyaeawm ce gosu ot 100, 250 n 400 mg Ha peH, ce Habnogasa HamaneHue Ha
cucteMHoTo uanarade (16 % u 33 % npu steady-state soHa nop kpuBarta CbOTBETHO NpWU A03KU OT
250 n 400 mg Ha AeH) Ha pucnepuooH (Mpunarad B 0o3mn o1 1 40 6 mg Ha fed). Habnmogaear ce
MUHMMAanNHU NPOMEHW BbB (DapMaKOKWUHETUKATA Ha UAnaTa akTUBHA NOSOBUHA (pucnepuaoH U 9-
XUAPOKCUPUCTIEPUAOH), HO HAMA NpOMEHM 3a 9-xnapokcupucnepupoH. He ce HabniogasaT KMMHAYHO
3HaYVMK NPOMEHW B CUCTEMHOTO W3naraHe Ha oblata akTMBHA NMONOBMHA Ha pUCnepuaoH UK Ha
TONMpamarT, CreaoBaTeNHO TO8a B3aUMOASUCTBMNE U3IMEXAa HE € OT KNUHUYHO 3HaYeHue,

Xungpoxnoptuasua (HCTZ): lpoyd4sale 3a nexapcTBEeHUTE B3avUMOASWCTBUSA, NPOBEAESHO Npw
3apaBn OobpoBOnUM OLEHsIBA CTauuoHapHaTa (hapMakokuHeTuka Ha HCTZ (25 Mr 3a 24 4)
Tonupamart (96 mr. 3a 12 u.), Korato ce npunara camocTOSTENHO M B KOMBUHaUWs. Peaynrtature oT
TOBa fpoyyBaHe nokasear, Ye Cmax NPU TONMpamar ce ysenuuaea ¢ 27% n AUC ce ysenwnvasa ¢
29%, korato HCTZ ce npubasu KbM NeYerUeTo ¢ Tonupamat. KnuHW4HaTa 3HaYMMOCT Ha Teau
NpoMeHun He e ycTaHoseHa. NpnbaeaHeTo Ha HCTZ KbM NEYeHUETo C TOMMpamMaT MOXE 43 HanoXu
npoMsHa B Jo3arta Ha Tonupamat. Pesyntatute OT nabopatopHuTe W3CneaBaHWA nokassar
HaMansABaHe B HUBOTO Ha CEPYMHUA Kanvi cnep npunoxkexue Ha tormpamat unn HCTZ, kouto ca
No-ronemy B CpaBHEHWE C KOMBUHMPaHOTO npunoxexune Ha HCTZ v Tonupamar.

MeTcdopmuH: [lpoyuBaHe, NpOBeAEHO BbLPXY 34paByW [ODPOBONUM 33 B3AUMOAENCTBUETO
NEKApPCTBO-NEKapCTBO OLEHUNO CTaUuoHapHaTta (hapMaKkoKWHeTVUKA Ha MET(OPMUH ¥ TONUpamaT B
nnasmara, kKorato MeTgOpPMUH € npunarad CaMoCTORTENHO U KOTaTo MET(OPMUH U Tonnpamar ca
NaBaHW eOHOBPEMEHHO. Pesynrarute OT NPOY4BaKETO noKasaxa, Ye cpefHUTe Cmax Y CPEAHUTE
AUCo-12n ca ce ysenmumnn ¢botBeTHO ¢ 18% un 25%, pokato cpeaHoto CL/F e Hamanano ¢ 20%,
KOTATO METQOPMUH Ce npunara CLBMECTHO C Tonvpamar. Tonupamar He noBnaABa Tmax Ha
MeTopMuH. KnuHWMYHOTO 3HadeHwe Ha edexTa Ha TonupamaTr BbpXy (bapMEKDKMHeTHI{aTa Ha
METGOPMUH He € ACHO, OpanHnaT NNasmMeH KNUPBbHC Ha ToNUpamar e Hamanew, KOJ‘@TO»«&HPHJ’IG}KEH-
¢ meTopmuH. CTeneHTa Ha NPoMAHa B KIMPbHCA e HeACHa. KNuHWYHOTO 3Had hs: Ha e@ema‘ Ha,-..
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TOPIRAX® - KpaTka XapaxTepUCTHKA Ha IIPOIYKTA

MuornutazoH; [poyusaHe 33 nekapcTBeHWTe B3aUMOOEUCTBMS, fpOBEEHO MNpyu  3ApaBw
noGpoBONUM OUEHSIBA PABHOBECHATA KOHLEHTPauWa Ha TonMpamar W NUOMKATA3oH, KOFaTo C€
npunaraT CamocTOATEenHo W B Kombuxauws. Habriopasa ce 15% Hamanssade Ha AUC,ss Ha
MMOrMUTa30H §e3 NpoMAHA B Cmaxss. TOBA OTKPUTME HAMA CTATUCTMYECKa 3HaumMocT. OCBeH TOBa
uMa HamaneHve 13% v 16% B Craxss M AUC,ss CbOTBETHO NP aKTVBHWS XMOPOKCUMETaboNMT,
kakTo U 60% Hamanerve B Craxss M AUC, ss NPY aKTMBHWA KETO-MeTabonuT. KnuHnyHaTa 3Ha4MMoCT
Ha Tean oTKpuTUA He e uasecTHa. Mpu npuibassHe Ha TOMUPAKC KbM neyeHne ¢ N1ornuTasoH Uni
nuornMTa3oH ce npubasm Kbm neverme ¢ TONMMPAKC, Tpsabsa BHUMATENHO PYTUHHO NpocneasBaHe
Ha MaUMeHTUTE 33 aAeKBATEH KOHTPON Ha TEXHWA auaber.

Fnnbypun (Glyburide): [poyuBaHe Ha nexkapcTBEHOTO B3aWMOLEMCTBME, NPOBEAEHO MpU
naumeHT ¢ avaber Tvn 2, oueHsBa steady-state dapmakokuHeTWKaTa npu CamOCTOATESNHOTO
npunoxexue Ha rnubypua (5 mg Ha AeH) U NpU eAHOBPEMEHHOTO NPUNOXEHWE C TonMpamar (150
mg Ha aeH). Habnionaea ce 25 % HamaneHve Ha 3oHaTa nop kpusara 3a 24 vaca (AUC24) no Bpeme
Ha NPUMOXEHWETO Ha Tonupamar. Habnwaasa ce Cbll0 HamManeHue Ha CUCTEMHOTO U3naraHe Ha
akTuBHUTE meTabonmTy, 4-TpaHc-xuppokew-rubypua (M1) u 3-umc-xwapokenrimbypua  (M2),
cvoTBeTHO ¢ 13 % u 15 %. Steady-state dapmakokuHeTHKaTa Ha Tonupamar He Ce 3acsAra o7
e[HOBPEMEHHOTO npunoxenne Ha Fnubypua. Mpu npubaBsHETO Ha TOMMPEMAT KbM NEYeHWE C
rmBypug, TpRbBa fa ce oTAens CneunanHo BHUMaHWe Ha PYTUHHOTO HabntoaeHne Ha naumeHTure
33 af1eKBaTHO KOHTPONMpaHe Ha TAXHOTO ANabeTHO ChCTOsHUE. |

Apyry opMK Ha B3auMofeNCTBHE:

AreHTu, npeppasnonaraiuy koM Hedponutrasa: TOMUPAKC, korato e npunaraH €fHOBPEMEHHO C
7IPYrv areHTw, KOUTO Npeapasnonarar KbM HedponiuTnasa, MoXe fia yBenuum picka OT NonyvasaHe
Ha HetponvThasa. [okato ce npunara TOMUPAKC, Tpabsa fa ce uU3DArBaT Takuea areHTn, Thy

KaTo Te MoraT Aa Cb3fagaTr (huUaMonorvuHa cpeda, KOSITO yBenwdaBa pucka oT 0bpasyBaHe Ha
KaMbHW B Dbbpeuute.

BannpoeBa KUCENMHA: EAHOBPEMEHHOTO MPUNOXEHUE Ha TOMMpaMar W Bannpoesa KucennHa ce
CBBLP3Ba C XMNepamMoHemmust ¢ urv Bes eHuedhanonatns Npy NauUeHTV, KOUTO MOHACHAT KOWTO U [ia €
OT ABaTa MEAUKAMEHTA, NPUMOXKEH CAMOCTOSTENHO. B NOBEYETO CyYan CUMNTOMUTE U NpU3HaLuTe
oTcnabBaT ¢ NpeKbLCBaHe Ha KOWTO U Aa e OT ABaTa MeauKkaMeHTa. Tasu CTpaHU4Ha peakums He e
LIV Ha (hapMaKOKMHETUYHO B3aumopencTemne. He e ycTaHoBEeHa Bpb3ka Ha XMNepaMOHEMMUATA C
MOHOTEpanUs C TOMMPaMaT UM CbC CbBMECTHO NEYEHKE C PYrY aHTUENUNENTUYHM CpeacTBa.

fonunHuTenHy  (apMakoKMHETUMHM NPOYYBaHMA 3a NeKapcTBeHW B3auMO[eNnCTBUS:
MpoBEAEHN €A KIMHWYHM MNPOY4BAHUA 33 OLEHKE Ha NOTeHUUanHUTe  (hapMaKoKNHETUHHM
NEKAPCTBEHW B3aUMOSNCTBUS MeXay TonmMpamar v Apyv nekapctsa. [pomaHaTa B Cmax N AUC
KaTo pesyNnTaT Ha IeKapcTBEHU B3aumofeicTsus e ofobileHa no-gony. BropaTa Konowka
(KOHLIGHTpPaUMS Ha CbMBLTCTBALWOTO NEYeHWE) MOKasBa Kak Ce MpOMeHs KOHLEHTpauuaTa Ha
ChIbTCTBALLOTO NEYEHNE, NOCOYEHO B MbpBaTa KOMOHKa, KoraTo ce npubasu TompaMaTt. TpeTata

KOMOHKA (KOHLEHTPALMS Ha TOMWpamat) Moka3sa Kak npu CbTbTCTBALIO NeveHue ¢ NekapcTeoTo,
M3NMVCAHO B MbpBaTa KOMOHKA, C MPOMEHA KOHLEHTpaLMATa Ha Tonvpamar.
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TOPIRAX® - KpaTka XapaKTepHCTHKa Ha IIPOAYKTa

O606tieHK pe3ynTaTi 0T (hapMaKOKMHETUYHU NPOYYBAHMA 33 NeKapCTBEHNTE B3auMoOenCcTBMUA

CobnbTCTBALLO NTeYeHME KoHueHTpaLnA Ha CLALTCTBAWOTO neveHne KoHUeHtpauua Ha TonrMpamar *
<>
AMUTPUTITUANH 20% yseneuunHe Ha Cmax ¥ AUC Ha HI

HOPTPUNTWNAH MeTabonuT

Nuxwapoeprotamud ([lepopanet v

< >

cyDKyTaHeH)

<~
Xanonepnaon 31% ysenuuenune Ha AUC Ha peayLmpanus HI'

MeTabonuT

< 0% ysenuuenme Ha Cmax, 16%-

Fponpaxonon 17% yBenuyeHme Ha Cmax Ha 4-OH 17% ysenvuenue wa AUC (80 mg
nponpaxonon (TPM 50mg q12h) nponpaxonon q12h)
Cymatpuntan ([epopaneH u
cyBKyTaHeH) « al
MnaotupeH <> “>
25% noHvxeHue Ha AUC 3a auntrasem 1 18% 0

[lunTiasem ToHUKeHe Ha DEA. 1 <> 3a JIEM 20% ysenwnyeHue Ha AUC
BeHnadakcuH > >
®nyHapusuH 16% ysenuyenve Ha AUC (TPM 50 mg g 12h)° >

a % CTOMHOCTW Ca NPOMEHWTE B nedeHneTo Ha Cmax un AUC CNpAMO MOHOTEpaNUA
<> = NWnca Ha edekT Abpxy Cmar M AUC (< 15% npomaHa) Ha CpaBHABAHWA NPOAYKT

HIM = He e npoy4ero

bAUC 3a ¢hnyHapuavH ce nosuwaea ¢ 14% npu nayueHTy, npremaluyn (pryNapuaud CaMOCTOATENTHO. [10BMILIABEHETO HE

EKCMOIMLIMATA MOXE 13 C8 JbIKU HA aKyMynipaHeTo No Bpeme Ha A0CTUraHe Ha CTabunHm nnasmeHn HvBa.

4.6. BPEMEHHOCT U KbPMEHE
4.6.1. Ynotpeba no Bpeme Ha GpeMeHHOCT

Tonmpamat € TepaToreHeH NPU MULLKK, NITbXoBe U 3aium. Tlpn nitbxose Tomupamat npeMrHasa
rpes nnauexTara.

He ca npaseHyn npoyusaHns 3a ecekta Ha TOTNPAKC npu bpemeHHu xeHu. HeaaBMcUMO OT TOBa
TOMWPAKC Tpsbea ga ce npunara npy BpeMeHHOCT, CaMo aKo nonsata 3a Maukarta npesyilasa
NOTeHUMANHNA pUCK 3a Nnofa.

4.6.2. Ynotpeba no Bpeme Ha KbpMeHe

Tonupamar ce ekcKpeTHpa B KbpMaTta Ha NiTbxose. EXcpeunsiTa Ha TonMpamar B HoBelKara KbpMa
HE € OUEHSBAHO C KOHTpONMpaHu npoyusaHns. OrpaHudyeHuTe HabniogeHust BbpxXy NaUMeHTKK
npeanonara rofisiMa ekckpeLvs Ha Tonvpamar B Kbpmata. by KaTo MHOTO NeKapCTBEHn NPOAYKTY
Ce eKcKkpeTupar B Kbpmara, Tpsbea fa Cce B3eMme petueHue Aanu Aa ce npekpatn KbpMEeHETo i

e ce NMPEeKpaTV fIEYEHWETO, KaTo 3a TOBA Ce B3eMa NpeABuf 3HAYEHWEeTO Ha J'IEI{apCTBeHMFI
NPOAYKT 3@ 3APaBETO HA MaikaTa. S

. ’OQEHM M@MH&T&
pantlytHHa Bp'bal{a c
. o

B nOCT-MapKeTUHIrOBUSA Nepuog ca ChoBLLUEHU Cryyan Ha XMnocnaaus npy HoB

M3TIOXEHU UHTPAYTEPUHHO Ha TONMpamar, ¢ unn 6e3 apyri aHTUKOHBYNCAHTK.
Tonupamar obade He e Buna ycTaHoBeHa.

4.7. EOEKTH BbPXY CNOCOEHOCTTA 3A LUIOGUPAHE 1 PABOTA C MAILIMHM N
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TOPIRAX® - KpaTka xapaKTepHCTHKa Ha IIPOAYKTA

TONMUPAKC peicTBa BLPXY LieHTpanHata HepeHa cucTema 1 MOXe Aia CTaHe npuyrHa 3a nossa Ha
CbHNWBOCT, CBETOBLPTEX U Apyrv nogobuu cumntomu. Toi B MOrbn Aa NPUUMHU CMYUIEHUA B
3DEHNETO W/MMW 3aMbINABaHE Ha 3pEHMETO. Te3l HeXenaHu nekapcTseHU peakuuu Morar Aa ce
OKaXaT NOTEHUMANHO onacHu npu wodgmpaHe uv pabota ¢ Mawunu, ocobeHo foKato He ce
YCTaHOBM MHAMBUAYaNHATa PeakLua Ha BCEKN NaLMEHT.

4.8. HEXENAHU NEKAPCTBEHW PEAKLIUY

[laHHW OT KNUHUYHK NPOYYBaHUA

Be3onacHoCTTa Ha TonMpamar e npeleHeHa no 6asa AaHHW OT KIMHWYHO MPOYYBaHe, BKINKOYBALLO
4111 nauvenTn (3182 Ha Tonupamar v 929 Ha nnaugbo), kouto yyactsat B 20 [BOWHO-CrEeny
TpoyyBaHna U 2847 nauweHTu, KOUTO yyacTsat B 34 OTKPUTM NPOY4BaHWs, CbOTBETHO 3a nedeHue
Ha  MbPBMUHO  reHepanvavipaHn  TOHWYHO-KNOHWYHU  Npunagbuy, napuvanHy  npunagbLy,
PUNaIbUM, CBBP3aHW CbC CuHApoMa Ha Lennox-Gastaut, HoBoAMarHOCTUUMpaHa enunencua v
MurpeHa. VIHdbopmMauusTa npeAcTaBeHa B Tav CeKUMA aBa OT LieHTpanuaupanqa basa aaHHu.
MHO3WHCTBOTO OT BCHYKY HEKENAHY peaKLmK ca Nexv 40 YMEPEHU NO TEXECT,

[leoiHo-cnenu, nnaledo-KOHTPOMNUpaHu AaHHW OT NPOY4BaHUA BbLPXY AONMbnBalla Tepanus
Ha enunencua NPU Bb3PacTHU NaLneHTH |
HexenaHute nexkapcTBeHW peakuun cbobliasaHu npu 21% OT nekyBaHWTe € TOnMMpamar
_ Bb3PACTHW NALMEHTN NPW ABOVMHO-CNENK, nnauebo-KoHTpoNMpaH npoyysakus Ha nobaBbyHaTa
Tepanua Ha enunencus ca nokasaHu Ha Tabnuua 1. Hexenanute nekapcTBeHn peakuuu, KouTo
UMaT pasnpocTpaHeHoct >5% B npenopbunTennus posos obxeat (200 go 400 mg/meH) npv
Bb3PacTHN B [BOVHO-CNeny, nnauebo-KOHTPoNMpaHu uscneaBaHust Ha JoMmbrBalia Tepanua Ha
enunencusiTa B HU3XOZAW pef Ha YecToTaTa BKKOYBAT COMHONEHTHOCT, 3aMasHOCT, U3TOWEeHKe,
Da3OpPasHUTENHOCT, HamaneHue Ha TEenecHOTO Terno, Opaavdpenus, napectesnd, OUNNONus,
HapylLeHue Ha XoopauHauuATa, rageHe, HUCTarbM, NeTaprs, aHOPEKCHs, an3apTpys, 3aMbrieHo
3peHne, NOHVKEH aneTUT, HapylleHne Ha NnameTTa U ouapus.

Ta6auna 1: HexenaHu JieKAPCTBEMH peaKiHH, chbobOmaBanu npH ~1% oOT JieKyBaHHTe C
TONUPAMAT BB3PACTHH NALHMEHTH NpH [ABOHHO-CJIENH, NAaNed0-KOHTPO/HMPAHH TNPOYYBAHUA HA
NONbJABAINA TEPANUS HA eXIHCNCHS

TONMKpaAMAT TONKPAMAT naauebo

200-400 mg/nen 600-1000mg/nen

CucTemo-opraiHa KiacHpHKalns (N=334) (N=437) (N=382)
Hexxenana peaxkuus % % %
Hapymenua Ha MeTa00/IH3Ma H XpaHEHETO
AHopekcus 5,4 6,2 1,8
TToHMKEeH aneTHUT 5,1 8.7 3,7
HcHXHYHH HAPYLUEHHS
bpagudpeHus 8,2 19,5 3,1
EKCTIpeCHBHO HapyLLIEHHWE Ha pe4Ta 4,5 9,4 f,flﬁ * ) RN
CbCTOSAHYE HA 0O BPKAHOCT 3,1 5,0 Jf‘ 0,8 _.__ ’5:"";?_."{1-_. )
Tlenpecus 31 1.7 {’ [ _h 3’4 i e
Hncomims 3,1 6.4 \RERe T E
Arpecumroct 28 32 SR
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Bu30yoeHOCT 1,7 2,3 1,3
["nsiB 1,7 2,1 0,5
TpeBOXKHOCT 1,7 6,6 2.9
JezopueHTalMA 1,7 3,2 1,0
[TpOoMEeHEHO HACTPOEHHE 1,7 4,6 1,0
HapyiueHHA HA HEPBHATA CHRCTEMA

COMHOJIEHTHOCT 17,8 17.4 8.4
3aMasgHOCT 16,4 34,1 13,6
[lapecreszus 8.2 17,2 3,7
Hapymenne Ha KOOpAHHALMATA 7,1 11,4 4,2
Huctarnm 6,2 11,7 6,8
Jleraprus 5,6 8,0 2,1
TuzapTpus 3,4 6,2 1,0
Hapymernye Ha maMeTTa 5,1 10,8 1,8
HapymeHre Ha BHUIMAHHETO 4.5 11,9 1,8
Tpemop 4,0 9.4 5,0
AMHe3us 3,4 5,3 1,0
Hapywienue Ha paBHOBECHETO 3,4 3,9 2,4
XHUnoecre3ns 3,1 3,9 1,0
MHTEHIIMOHEH TPEMOD 3.1 4.8 2.9
ucreysus 1,4 4,3 0,8
YMCTBEHO HapyLIEHHE 1,4 5,0 1,3
PazcTpoiicTBO Ha pevuTa 1,1 2,7 0,5
HapyunieHHs Ha OYHTE

Junnonus 7.3 12,1 5,0
3aMBIJIEHO 3PEHHE 5.4 8,9 2,4
HapyiieHue Ha 3peHHETO 2.0 1.4 0,3
CToMalIHO-4pPEBHH HapyLUeHNd

["apeHe 6,8 15,1 8.4
Jinapus 3,1 14,0 5,2
["opHa kopeMHa DOJIKa 3,7 3.9 2,1
Koucrunamus 3.7 3,2 1,8
CroMaluen nuckomMdpopT 3,1 32 1,3
JIACcHencuA 2,3 3.0 2,1
Cyxa ycTa 1,7 3.7 0,3
AGnoMHHanmHa DONKa 1.1 2.7 ,/ Q,S ‘
HapylueHMs HA MYCKYJIHO-CKEJIETHATA RS
CHCTEMA M CheJHHHTETHATA THKaH (i
Muanrus 2,0 2.5 ti v ;‘1 1,3
MycCKyieH cra3bM 1,7 2,1 ‘1}1\ “ﬁﬁ



TOPIRAX® - KpaTka XxapaKTepHUCTUKA Ha TPOLYKTA

MyckynHo-cKeneTHa rpbiaHa bonka 1,1 1,8 0,3
OO0 HapywieHHs1 1 ePeKTH Ha MACTOTO

Ha NPHJIOKEHHE

H3TonieHue 13,0 30,7 11,8
Pa3gpa3sHMTENHOCT 9,3 14,6 3,7
Actenus 3.4 3,0 1,8
[ToparpeHo cMylLIEHNE 1,4 2,5 1,3
H3cneapanns

HamaneHdue Ha TeNeCHOTO TETNO 90 11,9 4.2
[IpenopbLuuTENHATA 1032 3a JOMBIBALLA TEpanus Ha eNIIENCHs MpH Bb3pacTHu ¢ 200-400 mg/aeH.

[IBoWHO-cnenK, nnayebo-KOHTPONMPaHU fAaHHM OT NMPOyYBaHWA Ha AOoMLNBailla Tepanua Ha
enuriencun npy aeua

HexenaHuTe nekapcTBEHW peakuwu, cbobluaBanu rpu 22% OT nekysaHuTe ¢ TomMpamar Aela (Ha
Bb3pacT oT 2 A0 16 roAMHM) OT ABOWHO-Creny, nnalebo-kKoHTpoNMpaH NpoyYBaHns Ha AOMbBALLA
Tepanus Ha enunencus ca nokasaHu Ha Tabrmua 2. HexenaHuTe nekapcTBeHy peakuun, KouTo umar
pasnpocTpaHeHocT >5% B npenopbuMTentnsa 4osos obxear (5 go 9 mg/kg/aeH), no HM3XOAAW pen Ha
YECTOTAaTa CW BKIKOYBAT HaManeH aneTWT, U3TOLLEHKe, COMHONEHTHOCT, NeTaprug, pasnpasHUTENHOCT,
HapylleHe Ha BHVMAHMETO, HamareHWe Ha TEeNecHOTO TEfno, arpecvBHOCT, 0OpuB, AOHOPMHO
noBeAeHve, aHOPEKCUA, HapyLleHWe Ha paBHOBECUETO U KOHCTUNALWA.

Ta6anna 2: HexenaHu jJekapeTseHH peakukn, chbofumiapann or 22% 0T AeKyBaHUTe ¢ TONMHpamaT

Aela B ABOHHO-CNENH, IJIanefo-KOHTPONHPAHH NPOYYBAHHMS HA JOMBJABANIZ TEPANHs HA enHJENCH
TONHPaMAT mranedo

CHcTeMO-OpraHHa KJacHPpUKalusa (N=104) (N=102)

Hexenana peaxius %o %

Hapywienus Ha merabouimMa 1 XpaHeHETO

HamaneH aneTuT 19,2 12,7

AHOpEeKCHA 5,8 1,0

[IcuXHYHM HApYILIEeHHS

ATpecUBHOCT 8,7 6,9

AOHOPMHO MOBEICHHE 5,8 3,9

ChcroaHRe Ha 0OBpKaHOCT 2,9 2,0

[IpoMeHEHO HACTPOEHHE 2,9 2,0

HapynieHHsi Ha HEpBHATA CHCTEMa

COMHONEHTHOCT 15,4 6,9

JleTaprus 13,5 8,8

HapyiieHHe Ha BHUMAHHETO 10,6 20

HapyimeHue Ha paBHOBECHUETO 5,8 ;2;,"0.,4

3aMagHOCT 4.8 f : 219 1

HapylwieHue Ha nmameTra 3.8 [’ ” :;__, Ee 1,0 h

PecniupaTOpHH, rPhAHE B MEXHACTHHATHH HAPYIEHHS 1 AR 5




TOPIRAX® - KpaTka XapakTepHCTHKA Ha IIPOAYKTa

Ercrakcuc 4.8 1,0
CTomMamiHo-4YpeBHH HADYDICHHUS

KoxcTunanus 5,8 4.9
HapyumieHus Ha KOXaTa H NONKOXKHATA TbKaH

Ob6pus 6,7 5,9
OO0y HapymeHns M e(PeKTH HA MACTOTO HA

NpHJI0KEeHHe

H3TonieHue 16,3 4.9
BoananeHocT 11,5 8,8
[ToparpeHo cMymeHHe 4,8 2,0
HicnenBaHHuA

HamaneHnuwe Ha TeJeCHOTO TEIJI0 96 1,0
[TpenopbunTeiHATa 032 33 JONbJBAINA EMIIENTHYHA Tepanus NpH Aeua (2 10 16 romumsa B3pacT) € 0T 5
o 9 mg/kg/nen.

NBoitHO-cnenu, Nnauebo-KOHTPONMpPaHu aHHW OT NMPOYYBAHNA Ha MOHOTEPannA Ha enunencus

NPU Bb3PACTHN NaLlReHTH

HexenaHute nekapcTBEHW peakuun cbobujaBaHu nmpu 21% OT nekyBaHWTe ¢ TOnMpamar
Bb3pacTHX MaUMeHT B [BOMHO-Cenw, nnauedo-KoHTPOoNMpaHn npoyyBaHUs Ha MOHOTepanus Ha
efiunencya ca nokasaHu Ha T1abnuua 3. HexenaHutTe neKapCTBeHW peakunn, KOUTO UMar
nasnpocTpaHeHocT >5% npu npenopbuntenHata aosa (400 mg/aeH) no HX3XOAAL pea Ha YecToTara ch
BKMIOYBAT NapecTe3nsi, HamanexHve Ha TEenecHOTO Terno, W3TOLeHne, adopeKkcus, aenpecus,
HapyLLEeHWe Ha NameTTa, avapus, acteHus, AMcrey3ns n XunoecTesns.

Tatanua 3: Hexenanu JiekapcTBeHH peakuuH cbobuasaHu oT >1% oT JeKyBaAaHHTE ¢ TONMHpaMarT
BLIPACTHH TAIHEHTH NPK ABOHHO-CNeNH, KOHTPOJHPAHH NPOYYBAHHH HA MOHOTepanHf Ha
CMRJICIICHA
TONHpamMarT TOAUPaAMarT
50 mg/nen 400 mg/nen
CHcTeMo-0praHHAa KNacHpuKaALHA (N=257) (N=153)
Hexenana peakumna % %
Hapylienus 4a KpLBTa K THM(PHATA CHCTEMA
AHeMHUA 0,8 2,0
Hapymenus Ha MeTab0OIM3Ma H XPaHEHETO
AHopekcus 3,5 12,4
HamaneHn anetuar 2,3 2,6
IIcuxnuHy HAPYWIEHHSA e
I[ETFPECHH 4,3 A - LT fBas N
; _:"-. | T - ": . . ., 1
TpesoxHOCT 3.9 f? o < 6,5 N
BpanubpeHus 2.3 { { ey yramal
EXcnpecHBHO HapylICHHE HA pevTa 3,5 "\\_ g= 46 ;.
:1*1 ff ' ~ . y
N\ S
\'L ri . .'-‘ J,/




TOPIRAX® - KpaTka xapaxTepuCTHKa Ha IIPOAYKTa

[loTCHATO HACTPOEHUE 0,8 2,6
[TpoMeHeHo HacTpOEHHE 0,4 2,0
Konebanua Ha HACTPOEHHUETO 1,6 2,0
HapylueHHUA Ha HepBHATA CHCTEMA

[TapecTezus 18,7 40,5
HapymeHue Ha naMeTTa 1,2 7,2
Hucreysus 2,3 3,9
XUTOECTE3IUA 4.3 5,2
HapymeHde Ha paBHOBECHETO 1,6 3,3
HuzapTpus 1,6 2,6
PascTpolicTBO HA MO3HABATENHATA CIIOCOOHOCT 0,4 2,0
JleTaprus 1,2 2,0
YMCTBEHO HapyLUEHHUE 0,8 2,0
HapymeHne Ha TICUXOMOTOPHHUTE YMEHHS 0 2,0
Cepaumsa 0 1.3
HedekT B 3pUTENHOTO T0JIE 0.4 1,3
Hapyuienus Ha o4HTE

CyXx0 0KO 0 1,3
Hapyennsi Ha YXOTO H J1aOHPHHTA

Yursa 60mnka 0 1,3
{llym B yHIyare 1,6 1,3
PecnupaTopHH, FPbAHH H MEAHACTHHAIHN HAPYILLICHHS

JTMCTIHes 1,2 2,0
PuHOpes 0 1,3
CroMamiHO-4YpeBHH HAPYIIEHUA

Hnapus 5,4 6,5
Opanna napecre3us 1,2 3,3
Cyxa ycra 0,4 2,6
[CacTpuT 0,8 2,6
KopemBa 00sika 1,2 2,0
["acrpoezodareanna pedrykcHa OonecT 0,4 2,0
KbpBeHe 0T BEHIUTE 0 1,3
Hapyliedus Ha KOMXATa H NOAKOKHATA ThKAH

OOpHB 0,4 3,9
Koconan 1,6 = 3,3
Copbex 0,4 //;"’ g 33
Jxuera xunoecTe3ns 0, /rﬂ / | 2,0;
['eHepanu3Upal CLpOeK 0 E r L .1.1;3



TOPIRAX® - KpaTka XapaKTepHCTHKA Ha IIPOAYKTA

Hﬂp}’ﬂlEHHH HA MYCKYJIHO-CKCJIETHATA CHCTEMA N

CheAMHHTEC/IIHATAE ThKAH

MyCKyJIHH criasMy 2,7 3,3
ApTpanrus 1,9 2,0
MycKyITHO NoTpeTBaHe 0,4 1,3

Hapywenns na 660penyTe 4 NUKOYHUTE NbTHINA

Hedponurunaza 0 2,6
Husypus 0.8 2,0
Ionakupyus 0,8 2,0

HHP}’HJEHHH H4 BL3INPOH3IBOAHTE/THATA CHCTEMA U I'bpJaTa

EpexkTunHa pucyHKIHs 0,8 1,3

O0wn napyuieHna 1 e(peKTH HA MACTOTO HA TIPHIIOKEHNE

H3roienue 15,2 14.4
AcTeHunq 3.5 5,0
Bu3naneHoct 3.1 33
H3cneasauus

HamaneHue Ha TelIeCHOTO TErno 7,0 17,0

[IpeniopbunTenHaTa 103a 3a MOHOTEpANUA MPH BB3pacTHH e 400 mg/neH

[1BouHO-cnenwy, nnaueﬁo-mHTponupaHM flaHHW OT Npoy4yBaHKWA Ha MOHOTEepanua Ha enunencud
NPEW fieda

HexenaHn nexapcTBeHu peakyyn, cbobiyasaHn ot 22% OT fekyBaHuTe ¢ TonMpamar gela (Ha
Bb3pacT Mexay 10 w 16 rogwHW) npu AsorHo-cnenu, nnauebo-KOHTPONUDAHK NPOYYBaHUA Ha
MOHOTEpanMA Ha enunencua ca nokasaru Ha Tabnuua 4. HexenaHwte NEeKapCTBEHW peakuun ¢
pa3npocTpaHeHocT >5% npu npenopruntenHa aosa (400 mg/neH) no HA3XOOALL pef Ha YecToTaTa e

BKMHOYBAT HamarneHue Ha TenecHOTO Terno, napecTesns, Ouapus, HapyleHWe Ha BHUMAHWETO,
PebpunHoCT 1 Koconag.

Tabsnua 4: Hexenanu NekapcTBeHN PEaKHH, cbo0IIaBaHu npH ~2% 0T IeKYBAHMTE ¢ TOTTHPAMAT
Aena npy ABOHHO-CJIENH, KOHTPOJIHPAHH NPOYYBAHHSA HA MOHOTEPANHUS HA eNHJIENCH

TOMUApaMaTr TONMHPAMAT

S50 mg/nen 400 mg/nex
CncremMo-opranHa Knacupukanmus (N=T77) (N=63)
HexxenaHa peaknus Yo %
Hapyurenus Ha MeTabGoM3Ma H XPpaHEHETO
HaManeH aneTHT 1,3 ﬁ"'g",h::ﬂ ; I:;. I
IIcuxy4HR HApYLIEHHS ;//F,; ﬁ :_ P
ITpoMeHeHo HacTpocHUE 1,3 453 .; |

N ek s

Aenpecs 0 352 A P S . )
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TOPIRAX® - KpaTka XapaKTepHCTHKa Ha TTPOLYKTA

HapyuleHust Ha HEPBHATA CUCTEMA

[lapectesus 3.9 15,9
HapylneHHe Ha BHMAHHETO 3.9 7.9
Hapywennsi Ha yxoTo H 1a0MpHHTA

BHeHe Ha CBAT 0 3,2
PecnupaTopHH, rpPLAHE H MEJAHACTHHRAJIIHA HAPYIIEHHH

Enucrakcuc 0 3,2
CTOMALIHO-YPEBHH HAPYUIEHHSA

Huapusd 3,9 9,5
ITospriuane 3.9 4.8
HapyuweHns Ha KoxaTa H NOAKOXKHATA THKaH

Kocomnan 0 6,3
OO0y HapyIIeHUA U ePeKTH Ha MACTOTO HAa

NPUIOKEHRE

Oebpunaoct 0 6,3
AcrteHus 0 4.8
HMzcaeaBapns

HamMmaneHue Ha TenecHOTO TEMIO 7.8 20.6
CouraaHH NpeaAnocTaBKH

HapymeHnue Ha criocoOHOCTTa 38 yUEHE 0 3,2

[IpenopbunTenHaTa 003a 3a MOHOTEpanus 1ipu aeua Ha 10 ¥ moBeve roanem € 400 mg/nes.

[lBowHO-crienu, nnauedo-KOHTPONMPaHN GaHHK OT NPOYYBaHKUA NPU NPodUNaKTUKa HA MUrpeHa

NpOYYBaHUA MPU BL3PACTHK NaLMEeHTH

HexenaHn nekapctBeHu peakumy cbobwasannm npu 21% OT nexyeaHuTe ¢ TonmMpamar

Bb3pacTHU NaluMeHTW B [BOWHO-CRENM, Rnauebo-kOHTPONMpaHu NPOoyYBaKWA 3a NPOMWUNAKTUKE Ha

MirpeHa ca nokasaHn Ha Tabmmua 5. KbM HexenaHute neKapcTBeHW peakuuu, KOUTO WMarT

pasnpocTpaHeHocT >5% npu npenopvuntenHaTa gosa (100 mg/aeH) B HM3X0AALY MO YecToTa pen ce
OTHACAT NapecTesunsl, WU3TOLLEHWe, rajieHe, AMApUs, HamarneHue Ha TEnecHOTO Terno, AWUCTey3us,
AHOPEKCUA, HamaneH aneTWT, MHCOMHUA, XWMOECTEe3ns, HapylueHMe Ha BHUMAaHWETO, TPEBOXHOCT,

COMHONEHTHOCT WU €KCNPECUBHO HapyLLEHWE Ha pevTa.

Tabnuua 5: Hexenanu nekapcreeHn peakynu, chobwasaHu npum =1% 0T NeKyBaHWTe C TONMPaMaT Bb3PACTHY

NauNeHTk NP ABOUHO-CRENK, NNauebo-KOHTPONMpaHK NPOoy4BaHNA 3a NPO(UNAKTUKA Ha MUTPEHa

TOMMApaMar TOMMpamar TOIMpAMaT nanedo

50 mg/nen 100 mg/men 200 mg/nen
CHCcTeMO-0praHna KiacH(pHKalns (N=227) (N=374) (N=501) /(N;:"436) N
Hexenana peakms % % % /" T %f
Hapymenun Ba MeTaboan3Ma H / EJ: TEETT
XPaHEHETO 1 i ; |
AHODEKCHS 3.5 7.5 j{f :'- 30
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TOPIRAX® - KpaTka xapaxTepHcTUKa Ha IPOAYKTa

HamaneH aneTur 5,7 7,0 6,8 3,0
chanﬂu HAPYUIEHUS

HNucomuns 4.8 7.0 5,6 3.9
TpeBoxHOCT 4,0 3,3 5,0 1,8
EKcnpecHBHO HAPYLICHUE HA pedTa 6,6 5,1 5,2 1,4
Henpecns 3,5 4,8 7.4 4.1
[TorucHaTO HAaCTPOSCHHE 0,4 2,9 2.0 0.9
CpCTOSAHUE HA 00BPKAHOCT 0,4 1,6 2,0 1,1
KonebaHusa Ha HACTPOSHHUETO 1,8 1,3 1,0 0,2
AdexTHBHA TAOUITHOCT 0.4 1,1 0,2 0.2
bpanudpenns 1,8 1,1 34 1.4
Hapymennst Ha HepBHATA CUCTeMA

[lapecte3usn 35,7 50,0 48,5 5,0
Hucreysus 15,4 8,0 12,6 0,9
XHTIOECTE3NA 5,3 6,7 7.4 1.4
HapymeHue Ha BRUMaHHETO 2,6 6.4 9,2 2,3
COMHONEHTHOCT 6,2 5,1 6,8 3.0
Hapyimenue Ha rnamerra 4.0 4.5 6,2 1,6
AMHe31A 3,5 2.9 5,2 0,5
Tpemop 1,3 1,9 2.4 1.4
HapyimeHue Ha paBHOBECHETO 0,4 1,3 0,4 0
YMCTBEHO HAPYILICHHUE 0,4 1,1 1,8 0,9
HapymeHnud Ha o4yHTE

3aMBIIIeHO 3PEeHME 4.0 2.4 4.4 2,5
Hapywenuda Ha yxoTo H 1abHpHHTA

lllyMm B yxoTO 0,4 1,3 1,6 0,7
PecnHpaTOpPHU, TPBAHH H

MEAHACTHHAJIHA HAPYLIEHH S

HucnHes 1,3 2.7 1,6 1,4
Enucrakcrc 0,4 1,1 0,6 | 0,5
CTOMaNIHO-YpeRHA HAPYWIEHHA

["ageHe 9.3 13.6 14.6 8.3

Huapns 9.3 11,2 10,0 ,,;*;-:f:‘-'-‘:*'--_'-flf;-t.

Cyxa ycra 1,8 3,2 J 2,§
OpaJida napecTe3ys 1,3 2,9 1,6 ;'/ f{ (},5 1
KoHcTunanus 1,8 2,1 1,3a “’ 1:4 1 :
KopeMHO pa3nyBaHe 0 1,3 0,21} K [},Z :: j:;
CtoMmameH nuckoMdopT 2,2 1,3 1,0 \ ; 9;2«‘“‘ ‘,fff';j




TOPIRAX® - KpaTka xapakTepHCTHKA HA IIPOLYKTA

["acTpoezodareansa peduIykcHa 0.4 1,1 1,2 0,5
bonecr

Hapymwenns #a MyYCKY/THO-

CKEJIETHATA CHCTEMA U

ChEIUHATEHATA THKAH

MyCKyJIHO NOTpenBaHe 1,8 i,3 1,8 0,7
O6wm HapynieHus U eeKTH HA

MACTOTO Ha MPHIOKEHHE

HUzTomenme 15,0 15,2 19,2 11,
Actenns 0,9 2,1 2,6 0,5
Bn3nancHocT 3,1 1,9 2.4 0,9
Kaxna 1,3 1,6 1,0 0,5
H3caneaBaHUATA

HamajeHHe Ha TeneCHOTO TETTO0 5,3 9,1 10,8 1.4
[TpenopbunTenHaTa Ao3a 3a MpodunaxTka Ha murpeHa e 100 mg/aen.

[laHHK oT APYrn KNnMHUYHW NpoyvYBaHuA

nokasaHu Ha tabnuua 6.

BB3IPACTHH NMAILTHCHTH

Tabauua 6. Hexenanu dexapcTBeHH peaKiHH, CHLOOWABAHH NPH ABOHHO-CIENH KOHTPOJHPAHM
KARHHYHH npoy4sanavsa npu <1% oOr nNekyBaHHTe ¢ TOMUPAMAT BBL3PACTHH NARHEHTH HJIH 32

KAKbBBTO M Ja € NMPOLEHT NPH OTKPHTH KJHHHYHH NPOYYBAHHS HA JIEKYBAHH € TONUPaMaT

Hapyumenus Ha KpsBTA H JIMM(GHATA CHCTEMA

Jlepkonenus, TuMpageHONATH, TPOMOOHUTONEHMS

Hapyiuenuss HAa MMYHHATa CHCTEMA

CBpPBXYYBCTBUTECAHOCT

HapyuweHnnsa Ha MeTab0113Ma H XpaHEHETO

XUnepxaopeMuyHa auu03a, XUIOKaJeMus, [TOBHINEH aneTHT, MeTaOoNMTHA alma03a, MOMHIUIICHS

[Mcpxu4dHy HapyLIEBHS

AGHOPMHO NOBEACHWE, AHOPra3Mus, ANATUA, a4, HAPYLICHME HAa KOHIIEHTPALMATa, Hapylue

cekcyanHara Bh30yamMocT, qucdemMud, paHHo ChOyXKIaHe CyTPHH, TOBHIISHO KHACTPOECHHE,

HacTpOCHHE, NTHIICA HA Oene3d, moxasBallu ﬂ(l]EI{T, XAIWIHHAalUHA, CIIYX0Ba XaJIFOIHHA

Cmy

XQDOLMHALMA, XHIOMAHWs, MbPBHYHA HHCOMHMS, JIMNCA HA CMOHTAHHA De4Y, NOHIKEHO [mubuio, [

]‘.!5!~ L .1-I -. L ]
allaTHYHO HHGH.IID, 3H-FYGH. Ha J]HGHI[‘U, MdHHA, MEXITHHHa HWHCOMHHA, TTOHHXCHO UPI'H.ZME_H_U{"}/E_E]HHHQ‘; |-

HexenaHuTe nekapcTBeHW peakuuu, CboBLEBaHM NPWU  ABOWHO-CAIENK KOHTPONMMPaHW  KIMHWYHM
poyuBaHua npy <1% OT NeKkyBaHWTe C TONMpamaT Bb3pacTHX NalmMeHTW WM 33 KakbBTO U [a €
TPOLIEHT TP OTKPUTW KIMHWMHY MDOYYBaHWA Ha NEKyBaHW C TOTMpamaT Bb3pacTHW NauueHTw, ca

MaHMMECKH arakW, [aHWYeCKO pa3CTPONCTBO, MaHMYecKa peakuus, MapaHod, MepéeBepais; | s



TOPIRAX® - KpaTka xapaKkTepHCTHKA Ha IIPOAYKTA

PascTPOMCTBO HA YETEHETO, HECNOKOHCTBHUE, HapyHIeHUe Ha CbHN, MUCIH 3a ¢aMOyOHMICTBO, OMUT 3a

caMOyYOHICTBO, Thra, abHOPMHO MHCIIEHE

HapymieHHsi Ha HepBHATA cCHCTeMa

Areysus, akMHe3Hs, aHOCMUs, aas3us, ycelllaHe 3a u3rapsne, uepedesapeH CHHAPOM, Pa3CTPOUCTBO Ha
LMPKAIHUA PUTBM HA CBHS, TPOMaBOCT, TOHHXEHO HHUBO Ha Ch3HaHWE, 3aMalBaHe NpY H3MNPABSHE,
TeYeHe Ha JIMTH, HH3ECTE3Wd, AHCrpadusa, AUCKHHE3Ms, Incdasus, SCEHLHaNeH TPEMOP, M3TPBLIIBAHE,
XUMEPECTE3NA, XHMIEPCOMHMS, XHIOrey3us, XUMOKHHE3HA, XWUNOCMHA, TepudepHa HeBpoONaTHs,
NapoCMHS, JIOLIO KadeCcTBO Ha CBHA, NPECHUHKOIN, MOBTApsALia Ce ped, CETHMBHO HapylleHHe, 3aryba Ha

CCTHBHOCT, CTYIIOP, CHHKOII, HCpCArupanl Ha CTHMYJIH

Hapymenus Ha oguTe

Hapymerue Ha akoMoJalUUAaTa, H3MCHEHHE Ha BbIMPHEMAHETO Ha 3PHUTENHATA ALNOOUUHE, aMOIHOIHA,
OnegapocnasbM, NOpPEXOoAHa ClernoTa, ¢IHOCTPaHHA CNETIOTa, TJIAYKOMa, MNOBHINEHO ChI30TEUCHME,
MUJpHa3a, BEUEpHa ciaenoTa, Qoroncusa, mpecOMONUA, CUWHTHIMpAIA CKOTOMa, CKOTOMa, HaMalleHa

3PUTCIIHA OCTpPOTa

Hapymexus Ha yxoTo 4 nabupunra

I'ImyxoTa, HEBPOCETHRHA NTYX0Ta, €NHOCTPAHHA TJIYX0Ta, YUIEH NUCKOMGbOpPT, HapyIIeHWEe Ha YYBAHETO

ChpaeyHn HApyUIeHHA

Bbpanukapnous, cuHycoBa Opagukapins, cbplicbueHe

CLA0BY HAPYUICHMS

[lpwnus Ha KpeB B AHLETO, ,,TOIUIM BEAHU, OPTOCTATHMHA XHUIIOTEH3UA, (heHOMeH Ha Raynaud

PecnupaTopun, rpLAHH H MEAHACTUHANHY HAPYUICHHSA

Juchonus, AMCTIHes MPK YCUNHe, 3alTyIIBaHE Ha HOCA, TApaHa3aIHa CHHYCOBA XUIIEPCEKPELIUs

CTOMAaUIHO-YPEBHH HAPYIIECHHS

AbpomunaneH nuckoM(popT, A0NHA KopemHa 6oJika, 60NE3HEHOCT IPY JOTMP Ha KOPEMa, JOII

AbX,CNHracTpaied AMcKoMpopT, GIaTyIeHTHOCT, IMOCOAMHMA, OpalTHa XHIIOECTE3HA, OpanHa 6oKa,

CIIIOHYCHA XHIEepCeKpenus

HapyuieHHs Ha K0KaTa H NOAKOXKHATA ThKaH

AHXHIpPO3a, aneprudeH AepMaTHT, epuTeMa, MakyilapeH obpHB, obe3lLBeTABaHe Ha Koxara, abHopMmeH

MHMpPHC Ha KO)KaTa, OTHYAHE Ha JIMLETO, YPTHKAPHUs, IOKANIH3HpaHa ypTHKapHs

Hﬂp}'ﬂlEHHﬂ Ha MYCKYJIHO-CKCJIETHATA CHCTEMA H CHEAHHHUTEIHATA ThKaH

Xbnbo4Ha 60nKa, MyCKYITHO H3TOLIEHHE, MYCKYJIHA CNabOCT, MYCKYJIHa CKOBAHOCT

HapyuwieHus Ha 0b0penHTe H RHKOYHHTE MBTHUILA

KaMeK B ITHKOYONIpOBOdd, KAMBK B [THKOYHHUTE ITbTHUINA, XEMAaTYPHA, HE3aAbPXKaHE Ha YPHHA,

HEOT/IOKHE O0JIC3HEHH MTOPUBY 3a YpHHHMpaHe, 6p0pedHa Konnka, 6v6peuna Gonka /A,_;_-;_-;: :
HapyuieHHs Ha BL3NPOU3BOAUTENHATAE CHCTEMA W IbpAaTa // f
HapyiieHue Ha nonoBata QyHKIH /{ TII .

N _i; n
O6un HapyuieRus ; “
OTOK Ha JIULETO, HEGCTECTBEHO YCEIIAHE, YCeMAHe KaTo ONMBAHE C AKOXOJN, HEPBHOCT, A .
HepasnoNOKeHOCT, neprudepHo H3CTHBaHe, Oe3neHOCT )
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NzcneaBasns

[TonmkeH KpbBeH OMKapOOHAT, HATHYME HA KPHCTAIH B YpHHATa, 40HOPMEH TECT 338 XOASHE Jpe3

MOCTABAHE Ha EOHHHUA KpakK Nnpel Apyrus, NoHmKeH Opoit Ha DEeNATe KPbBHHU KINETKH

HexenaHnuTe nekapCTBeHW peakuwu cboDlWaBaHK NPy ABOAHO-CMIENUTE  KOHTPOIMpaHu
KIMHWUYHK Npoyysanua npu >1% OT nekyBaHuTe ¢ TonupamaT Aela Vv 3a KakbBTO M 4a € NPOLEHT Npu

OTKPUTU KNUHMYHU NPOYYBaHKA Ha NEKyBaH C TOMUpaMdt Aeld, Cd NOKa3daHW Ha TElﬁJ'IMLI,a [

Tabnnua 7. HexenaHd JNEeKAPCTBEHH PeaKUMH ¢HO0MAaBaHy npu NBOHHO-C/IENH KOHTPOJIHPaAHH
KJAHHUYHYA NpoyYBaHUA NpH >1% 0T JeKyBaHUTE C TONHPaMaT Jela HJHM 3a KAaKLBTO H Ja e

NPpoOUcHT NPH OTKPHTH KNIHHHUYHHA NPOYUBARKUH HA JIEKYBAHH ¢ TOHNHPpaMaT acna

Hapyimenusa Ha XpuBTa M JUMPHATA CUCTEMA

Eo3unodunng, JeBKONeHU, JuMbageHOnaTHs, TPOMOOUHTOMTEHMS

HapymieHMsI H2a HMYHHATA CHCTEMA

CBpPBXYYBCTBUTENHOCT

Hapyimenus Ha MeTa00/TU3Ma B XpaHEHETO

XHHEPXJIGPEMH‘IHEI alliifo3d, XHINOKaAJIHMCMHWA, MOBULLICH AlICTUT

[TcuxHYHH HapyHIeHHS

FHFIB, arraTrd, 1nady, HApPYIWCHHES Ha KOHLUCHTPAaUHATd, CKCIIPCCHBHO HApYUICHHWC Ha pCYUTa, [IbPBHYHA
HHCOMHHA, HHCOMHHKA, MEXKIWHHA HHCOMHUA, xonebaHus Ha HAaCTpOCHUCTO, TICPCCBCPpALIHA, HAPYLICHNC

Ha ChHA, MUCIH 3a CaMOYOHHCTBO, OTIMT 332 CaMOYOUICTBO

HHp}’H]EHHH Had HEPBHATA CHCTEMA

Pa3cTpoiiCTBO Ha LIMpKagHWd pPWTbM Ha CbHA, AW3APTPUA, MUCTEY3Ws, XHMIIOSCTE3WA, YMCTBEHO
HAapyIleHHEe, HHCTarbM, MapocMudA, JOLWIO KadecTBO HAa CbHHA, [CHXOMOTOPHA XMIICPAKTHBHOCT,

HapvIIEHHE HA [ICUXOMOTOPHHUTE YMCHHA, CHHKOIL, TPEMOP

HapyumieHusa Ha o4uTe

I[HH.TIGIIHH, NOBHOICHO CLJ30TCUYCHE, 3aMBITICHO 3PCHHC

Hapymienus HA yXoT0 o JJabupHATA

boika B yxXoT0

CtpaeyHn HApyLUeHUS

Crpuecdbuene, cuHycopa bpaauxapaus

CbaoBH HapymeHus

OpTﬂGTﬂTHCIHH XAINOTECH3IHUA

PecnHpaTOpHH, I'PLAHE H MEeJKACTHHAJIHH HAPYIICHNSA

3amyiBane Ha HOCa, NapaHa3asiHa CHHYCOBA XHNepCceKpelus, PHHOpest

CToMallHO-YPEBHH HAPYLIECHHSA

- R |
Kopemen nucxkomoprt, xopemHa Oonka, cyxa ycra, (pUaTyJeHTHOCT, racTpPWT, TacTpo 2 aredsma
pedaykcHa BoiecT, KbpBEHE OT BEHIIUTE, VIOCOANHUA, OPANHA MApeCcTe3Us, CTOMAILEeH OH

O B4 S :

HapynieHHss HA MYCKYJIHO-CKEJIETHATA CHCTEMA H CLEAUHHUTEIHATA THKAH [ -

b vt

ApTpanrus, MyCKyTHO-CKENETHA CKOBaHOCT, MUANITHA A
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Hapywenus na Ob0peunte 1 NUKOYHHTE MbTHIILA

HesaabpiaHe Ha ypuHa, HEOTIOKHU OONE3HEHN NOPHBH 32 YPUHHUPAHE, NONAKHYPHUS

O6uwin HaApYILIeHHS

HeecTecTBeHO yCelllaHe, XHIIEPTEPMUA, HEPA3IIONOKEHNE, Oe3aeifHOCT

[TocCTMapKeTUHTOBU AaHHU

B tabnuuy 8 1 9 ca BKMO4EHM HeXenaHuTe NeKapcTBeHW peakuMm uaeHTUMUUMpasn MbpBO KaTto
HEXENaHW NeKapcTBEHW peaxLmMK No BPEME Ha U3NMTBaHE C ToNMpamar. Bue Beska Tabnuua YyectotuTe
Ca afeHv cnopep cneaHara ycTaHoBeHa NPaKTUKa:

MHorowectn =1/10

YecTu = 1/100 no < 1110
Hepeaku > 1/1 000 po < 11100
FPenkv = 1/10 000 no < 1/1 000

MHoro peakn < 1/10 000, BKAKMMTENHO M3CHMPaHK CbODLLEHUS

B tabnuua 8 HexenaHWTe NeKapCTBEHM peakuun ¢a NpefcTaBeHW KaTeropusnpaqi fo YecToTa, Bb3
OCHOBaZ Ha CNOHTAHHO CboOLIEHATa pa3npOCTPaHEHOCT, Aokato B Tabnuuya 9 CbliuTe HeXenaHu
NeKapcTBeHW peakusMu Cca nNpeacTaBeH KaTeropusupaHn no  Yectora, Bb3  OCHOBA  Ha
Pa3nNpOCTPaHEHOCTTA B KIMHMYHK NPOYYBAHMS, KOraTo Takasa & M3BecTHa.

[Benexxa 3a perynaropHus opraH : OtaenHute cubuTUs, N30poeHn BLB BCAKA e]Ha OT CNeHNTE
nBe Tabnuuu, ca WaeHTUYHK. Paznukarta Mexay ABeTe Tabnuum e B U3TOMHMKA Ha MH(pOopMaLus,
M3NON3BaH 3a NpeLeHKa Ha KaTeropu3auuATa no YecTorTa 3a BCAKO ckhbuTue. B Tabnuua 8 tou e
CNOHTaHHO ChoOLeHaTa pa3npoCcTpaHeHOCT, a B Tabnuua 9 e ToyHaTa pPa3npocTpPaHeHOCT UNK
npu enuaeMUONOrUHHO M3cneaBaHe, WAM NpU KNMHWYHO npoyysaHe/nmpoyysaHuA. Korato ce
nony4yasa MecTtHa ¢pabpuuda wmapka oT KomniOTbpHO KOHTpONupasaTa CUCTeMa 3a
pasnpefeneHue, caMmo efgHa oT Tesn Tabnuuu Tpabsa pa ce u3bepe 3a BKOYBaHE B CEKUMATA C
NaHHM cnep npoaaxbara, OCHOBaBalla ce Ha MECTHUTE perynaTtopHi U3UCKBaHNA/yKasaHu.]

Ta6nuua 8: Hexxenann JeKapcTBeHH peaKUUH, HACHTHMHOHDPAHH N0 BpemMe Ha yrnorpebdata Ha
TONUPAMAT CJIed NYCKAHETO MY Ha MNasapa, CNopel KaTerOpH3HPAHETO HA YeCTOTHTE OT

CTIOHTAHHO cHOOLUSHATA PA3NPOCTPAHEHOCT

Nudekunn 4 HHpeCcTALUN

Mruoeo peokue  Hazo(papuHrur

HapylieHust Ha KpHLBTA B JIMMGpHATA CHCTEMA P
YA e

Mrozo peoku  HeyTtponeHuwns

I
Hapymennsi Ha HMyYHHATa CHCTeMa i

Muozo peoxu  ANEprudeH 0TOK

Muozo peoxu  KOHIOHKTHMBA/EH OTOK
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TICUXHYHH HAPYLLIEHHUA

Mnozo peoxu  Y1yBCTBO Ha oTUasgHUE

Hapyuienus Ba o4yuTe

Munozo peoxu  ADHOPMHO YCEINAHE B OKOTO

Mrnozo peoxu  3aKpUTOBI'BIHA IMAYKOMA

Mrozo peoxu  HapyuieHue Ha O4HHMTE JBIKCHHA

Muozco pedxu  OTOK Ha KJIENauUTE

Muoeo peoxu  Muonus

HapyuieHus Ha K0KaTa U MOAK0KHATA THKaH

Mnuozo peoxu  Erythema multiforme

Mnuozo pedxu  IlepuopOuTaneH oTok

Mnozo peoxu  CunapoM Ha Stevens-Johnson

Muoco peoxu  TOKCHUYHA eNMACpManHa HEKPOJIH3a

HapymeHusi Ha MYCKYJTHO-CKEJIETHATA CHCTEMA W CheAHHHUTEIHATA ThKaH

Mnozo pedxuy  OTHYaHE Ha CTABUTE

Muozo peoxu  JIMCKOMQOPT B KPAWHULIUTE

Hapyinenust Ha 6L0pennTe H MTHKOYHHTE NLTHINA

Muozo peoxu  bbuOpedna TyOynapHa aumaosa

OO0y BapymeHHs H ePeKTH Ha MACTOTO HA MPHI0KEHHE

Mrnozo peoku | eHepanusnpaH OTOK

Muozo peoxu  I'punonopo6Ho 3abonssaHe

H3cneaBaung

Muozo peoxu YBeNIHYaBAHE Ha TENECHOTO TETJO

Tabnuna 9: HexenaHu JEeKapPCTBEHH peaknuM, HASHTUQUUHPAHHM [0 BPEMe HA ONHTA C

TONUpamMaT cled AYCKAHE Ha nasapa, cnopel KaATEropuiHpaHeT?o Ha Y1e€CTOTHTE, NPEUHEHCEHH OT

KJIHHHYHHTE NMPpOYYBAHHA

Hudexiny 4 HH(peCTAUHH

Mruoco yecmuy  Haszohapuurut*

HapyimieHus Ha KPBBTA H JIMM(PHATA CHCTEMA

Peoua  HeyTponeHus

HapyuieHua Ha HMYHHRAT2 CHCTEMa

Henosnamu  AnEpruveH 0TOK

Henosnamu  KOHIOHKTHBANECH OTOK PN
o
IlenxHyHH HapyLUeHHs / R
_;",,--’{a_ . J,
FF e
Peoxu  YyBCTBO Ha OTYASHHE i

HapyiueHusi Ha OYHTE

Peoxu  ABHOpMHO ycelllaHe B OKOTO

Peoxu  QOTOK Ha KIenavyuTe

-r Ll
- AR -
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Peoxu  Mmnonmus

Henosnamu  3aKpUTODBIBIHA IJIAYKOMA

Henosnamu  Hapymenue Ha OYHHTE OBIKESHHA

HapyHnieHus HA KOXKATA M MOJAKOKHATA ThKAH

Peoxu  Erythema multiforme

Peoxu  llepuopbutaneH oToK

Peoxu  Cunapom Ha Stevens-Johnson

Henosnamu  ToKcH4YHa enuiepMaliHa HEKpOoJH3a

HEP}’[[IEHHH Ha MYCKYJTHO-CKEJICTHATA CHCTEMA H Ch€JHHHTE/NHATA ThKaH

Hepeoku  OTH4yaHe Ha CTaBUTE

Peoxu  JnckoMpopT B KPAHHMLNTE

HapyweHnusa Ha Op0penrTe 1 NAMKOUHHTE NBTHIIA

Peoxu  bbbpeuna TyOynapHa auuiosa

O6mHy napyureHua 1 ePeKTH Ha MACTOTO HA [IPHJIOKEHHE

Hepeoxu  I'punononoOHo 3abonsBaxe

Henosnwamu  I'enepanusupal OTOX

HzcneapaHuna

Yecmu YBeJIW4aBaHe Ha TeJeCHOTO Terno

* HazothapuHmTbT 8 6a3arta AaHHN Ha KNUHWYHOTO NPOyYBaHe OTAaAEH Ha MHEKLIMO3HN UK APYTM NDWYWHW U HE TIPHUET 3a

HEKenaHa nekapcTeeHa peakuus. 3abenexxa; YectoTara Ha Teaw criyyay B 6asata paunmn cned npopaxdara (Tabrmua 8) e
MHOrO psiaka.

4.9. MMPEQO3UPAHE

benesu u cuMnmomu

Ama C'bOﬁLLlEHI/IFI 3a npuem Ha CBpPbXpo3n Tonvpamart. beneaute 1 CUMNTOMUTE BKOYBAT
KOHBYMCWK, CBHNMBOCT, PEYCBU HaDYLIEHWH, 3aMblmeHO BUWXAAHE, AWNNONWA, HapyuleHue B

Cb3HAHWETO, NneTaprs, abHOPMHa KOOPAMHALMS, CTYNOP, XUNOTEH3WS, KopemHa bonka, Bb3dyaa,
obbpKkaHocT ¥ Jenpecun. KAMHWYHKTE YCMOXHEHUst B NOBEYETO Chyyaum He ca TEXKW, HO WUMa

ChOBLUEHNSA 32 CMBPTEH M3XOL NPU NPUEM HA NOBEYE MEeAWKaMEHTV B CBPBX03a, BKIOYMTENHO U
TOnMpamar.

Cepbxo3a TonupamaT MoXe fa Aaoeefe A0 Texka wmetabonutHa aumpgosa (Bx pasgen
“Npeaynpexaexus’).

NauneHT, norbnHan fosa naducneHa mexay 96 n 110 g Tonvpamar dmn npret B boMHULE B KOMa,
npoabsukuna 20-24 vaca v nocrieasaxa oOT MbAHO Bb3CcTaHoBABAHE Chnep 3-4 OHW.

JleyeHue

[py 0CTPO CLCTOAHME, NPEAU3BUKAHO OT NPYEM Ha CBPbXA03a TONMPaMaT, ako NpUEMBT € Hackopo,
cToMaxbT TpsibBa Ja ce u3npasHu He3abaBHO upe3 naBax WNU uUpe3 OpsfWIsikBaHe Ha
NOBPBLAHE. AKTMBHUST BbrMieH abcopbupa Tommpamar” vH suTpo”. NleuenseTo: Tpsisa aa Gbae
af1eXBaTHO Bb3CTAHOBABALLO. e e

]

i

: . -7
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Xemopmansata Ce OKaaBa e(QeKTBHO CPeACTBO 3a OTAENsHe Haj|Terypamar o THIoTo.
EAAR R

NauneHTute e Heoxoaumo Aa bvaar nobpe xmapatmpany., R [
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5. DAPMAKONOrMYHWU CBOUCTBA

TOMUPAKC e HOB aHTVUEnunenTyeH Npenapar U e Knacuduuupad xummndecku kato 2,3:4,5-bis-O-

(1-methylthylidene)-T-fructopyranosesulfamat.  EmnupuuHata  dopmyna e C12H21NOSS.
MonekynHoTo Terno e 339.36. CTpykTypHaTta hopmyna €.

Q . CH,0SO,NH,

O\\\\.‘l O
ch\}\ /kCHa
O O
H,C CH;

TonvpaMar e 6sn KpucTaneH npax ¢ ropyve Bkyc. TonupamaT e OoOpe pas3TBOPHUM B ankasiHy
pa3TBopH, Chabpxawy Na-tocdar u Na-xugpokewa u umawm pH ot 9 po 10. Ton e cBoboaHo

Da3TBOPUM B aLETOH, XNOpogiopM, AUMETNCYdokcua U eTaHon. PasTBopruMOCTTa BbB Boda € 9.8
mg/mi. HacutenusT pasteop e ¢ pH o1 6.3.

5.1. ®APMAKOOAUHAMWYHUN CBOUCTBA

TOMWUPAKC e HOBO aHTMEnuNenTUYHO CPeacTBO knacuduuupaHo kato cyndamar-cydbcTuTympaH
MOHO3axapua. [TOYHMAT MexaHusbM, MO KOWTO TomupamaTl nposiBABa NPOTUBOTBPYOBUA U
NPOTUBOMUIPEHO3HMA CH edekT e HewssecTer]. ENekTpoduavonorndyHuTe 1 BMOXUMUAYHUTE
NPOYYBAHMS BBLPXY KYATMBMpPAHU HEBPOHW, NOKA3BAT 4Ye aHTUenunenTudHata akTMBHOCT Ha
TONUDaMaT BEPOATHO Ce onpeaens OT TPy OCHOBHI CBOUCTBA.

AKUMOHHUTE NOTEHUMANW, MPEeAU3BUKAHA MHOTOKDATHO 4pe3 NOCTOAHHE AEnOnspu3auus Ha
HEBPOHUTE ce BnokupaT OT TonMpamaTt B 3aBUCUMOCT OT BPEMETO, KOeTo npeanonara bnokupaxe
Ha HaTpUEBWTE KaHanW, 3aBMCELLO OT ChCTOAHUETO. TOMMpamaT NOBULaBa YECTOTaTa, C KOATO -
amuHoByTupaTa (GABA) axtueupa GABAa peuentopute u 3acunsa cnocobHoctTa Ha GABA fa

MHOyUMpa MOTOK OT XMOPHW MOHM B HeBpouwuTe. ToBa npeanonara, Ye ToMMpamar noTeHUupa
aKTUBHOCTTA Ha TO3U UHXMBUTOPEH HEBPOTPaHCMUTEP.

Tosw edekt He ce bnokupa oOT driymaseHun — OeH30Ma3enuHoB aHTaroHMCT. Cbllo Taka
TONMPaMaT He MOBUWABA NPOALIDKUTENHOCTTA HA OTBApAHE Ha KaHana, AudepeHLpanii
Tonupamar ot 6apbutypatute, kouto mogynupat GABAa peventopure.

ThiA KATO @HTUENUNENnTUMHUAT Npodun Ha TonvpamaTt nojyepTaHo ce pasnnyaBa OT TO3W HA
DeH3oaMasenMHuTe, TOM MOXe aa Moaynupa OeH304AMa3EenuH-HeYYBCTBUTENHW NOATMNOBE Ha
GABAs peteniopu. TOnMupamaTl aHTaroHuampa CchnocobHOCTTa Ha  KalHata fAa  aKTueupa
kanHaTa/AMPA  (o-aMWUHO-3-XMAPOKCU-5-METUN-M30KCa30s1-4 MPONMOHOBA KUCENWHA), NOATUN Ha
ecUMNaToOpHATE  aMWUHOKMCENMHHK  (ryTamar) peuentopu, HO HAMa BUOMM  edeKT BbpXy
aKTUBHOCTTa Ha peuentopHus N-metun-D-acnaprtar (NMDA) nogrun. Tean edekrin Ha Tonupamar

ca B 3aBUCUMOCT OT KOHUEeKTpauwsiTa B guanasoHa ot 1 meM ao 200 meM ¢ MuHMManHa akTBHOCT,
Habmiogasana ot 1 mcM go 10 meM.

OcBeH TOBa, TonMpamar NOTUCKa HAKON M30eH3UMM Ha kapboarxuapasara. To3u dhapMakonormueH
edeKkT e MHoro no-cnab oTKONKOTO HabngaBaHWs NpW aueTasonamui, UIBECTEH MHXMOMTOP Ha

KapboaHxuapasaTta v He ce Nprema KaTo OCHOBEH KOMMOHEHT Ha aHTUermnenTuyHaTa akTMBHOCT Ha
TONMWPAMaAT. IR

py u3cnenBaHe Ha XMBOTHM TONMWUpaMaT NOKa3Ba aHTUKOHBYICUBHA aKTVB Thi-hﬁu--?hnﬁic’éae:"ﬂ.
MULLKN, U3CTIeABaHN C MAKCUManeH enekTpowwokos npueTbi (MES) u e edbedfiBeH npy rpusaun €
enunencus, KOUTO BKMIOYBAT TOHWMHW M absence-nopobHKM npucTbnn B énnn;érm«sqﬁw NTHXOBE:
(SER) ¥ TOHMYHM U KNOHWYHM NPUCTBLNK, MHAYUMPaHX NPy NITbXOBE nocﬂeigcmom B'b35y,ua;HH

w
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amurgana wnu rnobanHa vcxemus. Tonvpamar e cnabo-edektvBed npu BnokupaHeTo Ha
KNOHW4HWUTE NPUCTBAN nHayLmpanu 0T GABAA peLenTopHUA aHTaroHUCT NeRTUNEHTETPA3ON.

MacnegsaHuaTa npu MULLKK, NpUeMalLi TonMpamar Kato AonbnBatla Tepanus nne kapbamasenuH
Mnu (peHobapbutan, nokasear CHMHEprudHa aHTUKOHBYNICUBHA aKTUBHOCT, AOKATO KOMBMHAUMATA G
(PEHUTOMH MOKasBa agWTMBHA aHTMKOHBYNCMBHA akTUBHOCT. [pu npeunsHo nposefeHn add-on

ONUTU HE e OeMOHCTDUPaHa BPb3ka MEXIY MNI1a3MEHATd KOHUEeHTpAaUWa Ha TonupaMar U Herosarta
KITMHWYHA ECDBI{TMEHGCT. Hama gokasatenctsa 3a TONEepPaHc, ACMOHCTPUPAH NP HYOBEKA.

9.1.2. KNUHWYHU NMPOYUBAHUA 3A ENWUAENCUA:

PesynTati OT KOHTPONUpaHW KMMHWYHK NPOYYBaHMA YCTaHOBABAT e(PUKACHOCTTa HA TONUPaMaT
TabneTkm 1 Kancynu 3a pasnpbeKBaHe, NPWUNaraHi Kato MOHOTEPANKUA NpU Bb3PacTHW U Aella (Ha
Bb3pacT 6 roguku K no-ronemu), cTpajally o7 enunencus, MpunaraHn Kato JOMbiHUTENHa
Tepanus NPy Bb3PacTHU M feua Ha Bb3pacT 2-16 roavHM ¢ napuvaniy npucTbin NN MbpBUYHO
reHepanvanpany TOHUMHO-KIOHUYHY MbPYOBE M NPUAATaHK NMpU NAUMEHTU Ha 2-FOfULLIHE Bb3PAaCT
M NO-TONEMM C NPUCTLAK, CBBP3aHNA CbC cuHAPOMa Ha Jleroke-TacTo (Lennox-Gastaut).

MoHoTepanus

EdekTUBHOCTTa Ha TONMpaMaT Kato MOHOTEpanus Npu BL3pacTHu W aeua Ha 6-rouliHa Bb3pacT
W MO-TONEMN C HacKOPo AWarHOCTULUMpaHa enuiencys e YyCTaHoBEeHa B YeTUPU PaHAOMM3UPaHY,
NBOMHO-CNEnu, napanenHo-rpynosm npoyysaHuns. [1poyysaHeto EPMN-106 e npoeeaeHo nipu 487
nauneHTt (Ha Bb3pacT 0T 6 0o 83 roavHK), Ha KOUTO HACKOPO € NOCTaBeHa AWarHo3a enunencus
(napuuanHa uMnu reHepanusmupaHa) wny guarHosa noeTapslla Ce enunencus, Korato He ca
MpyeMany aHTUENUNENTUYHN MeauKameHTw. [TauueHTute ca pasnpeaeneHy Ha CnydaeH npuHLMN
na nonyyaear Tormpamat 50 mg Ha gaeH mnu Tonupamat 400 mg Ha aeH. MNauneHTuTe 0CTaBaT B
OBOWHO-CNANaTta asa, AoKaTo He nNony4ar Mbpeus Cit NapUvaned wnv reHepanuavpad TOHUYHO-
KNOHWYEH Tbp4, A0KATO HE NPUKMoUM ABOWHO-CNsAnaTa asa 6 Mecella cnef paHaoMU3aLMsaTa Ha
NocAeaHua WMHAMBKMA VAWM [OKaTO He ce OTTErnsT nopagv CBbp3aHu ¢ TpoTokona npwduHM.
[TbpeuyHaTa OUeHKa Ha eMKacHOCTTa ce Basupa Ha CPaBHEHUETO MEXAY TPYNUTE ¢ PasnvyHK
N03N TONUPaMaT Mo OTHOLLEHWE HA BPeMeTO A0 MLPBUA NapuuaneH unm reHepanvanpaH TOHUYHO-
KNOHUYEH MbpY NO BpEME Ha ABOWHO-cnAnata hasa. CpaBHEHWETO Ha KPUBUTE HA MNPEXUBABAHE
Ha KannaH-Manep (Kaplan-Meier) 3a BpemeTo Ao MbpBUA NPUCTBN [aBaT NPeaMMCTBO Ha
Tonvpamar 400 mg Ha geH npea Tonupamat 50 mg Ha geH (p = 0,0002, log rank test).
PasgeneHneTo MeXgy rpynute B Non3a Ha rpynata ¢ no-BuCOKa A03a Ce NosiBsBa PaHo B
MTpupawiata @asa W CTaBa CTaTUCTUYECKM 3HAYMMO HaW-paHo 2  ceaMuumn  chnej
paHpoomusauuaTa (p = 0,046), koraTo, cneaBankvm CEAMUYHUS rpaduk Ha TUTpUpaHe, NHOMBUONTE
B rpynarta ¢ no-BMcoka fo3a ca NocTUrHany Makcumanda aosa Tonmpamat ot 100 mg Ha gew.
[ pynaTa ¢ no-BUCOKa A03a NPEBbL3XOKAA ChbLUO Taka rpynarta ¢ No-HWUCKa 403a U N OTHOLLIEHWE Ha
CbOTHOLUEHWETO Ha WMHAUBMOWTE, KOMTO HAMaT NpucTenu, Dasupado Ha oueHkuTe Ha Kannak-
Mawep, 3a Tepanuns 0T MuHUMYM 6 meceua (82,9 % cnpamo 71,4 %; p = 0,005) n 3a Tepanus ot
MUHUMYM 1 ropusa (75,7 % cnpamo 58,8 %; p = 0,001). OTHOWEHWETO Ha CTENeHUTEe Ha ONacHOCT
32 BpemeTo 40 nmbpBua npucten e 0,516 (35 % posepurenen wHtepsan, 0,364 no 0,733).
EdexTiTe Ha nevenreTo, WO ce OTHacA A0 BPEMETO A0 MbPBUA NPUCTLM, Ca NOCNENoBaTEeNHU
MPY pasnuuHn TPYN MHOWBUAW, PasfeneHn no BL3pacT, non, reorpatCkn PervoH, HavanHo

TENECHO TErNOo, Ha4vdnexr sui Ha NPpUCTbia, BpEME Chel AnarHoCTuuMpaHe i HadvanHa YHUTp86a
HA aHTUETNMUNeNTUYHW MEOVKAMEHTIA.

e

B npoyusaHeTo YI, npoBegeHo B €OMH LEHTBbP, NAUMEHTM Ha Bb3pacT 1 3 I'O,EI,HHM c
pedppakTepHy napunandu npUcTLK (n = 48) ca NPEXBLPNEHW OT TEKYLIOTO
neyeHue ¢ Tonupamar 100 mg Ha aeH umm 1000 mg Ha geH kato MoHoTep: nuﬁ I'pyna‘ra c
BUCOKAaTa 71033 € CTAaTUCTMYecku No-nobpa CnpsiMo rpynata ¢ Hucka [o3a ng: GTHOIHEHME Ha
NPOMEHAMBUTE 32 eukacHoCT. 54 % 0T nauweHTUTe ¢ BUCOKa fi03a NOCTUraT MO-HQTBP&HHH,.,;B.
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cpaBHeHne CbC 17% B rpynata C HWCKa [03a, Karo pasnukata Mexiy [o3uTe € CTaTUCTUYECKM
asauuma (p = 0,005). CpeoHoTO BpeMe A0 M3XOAa € 3HAYUTENHO NO-TONAMO B rpynata ¢ BUCOKE
nosa (p = 0,002). Uscnepoatenst v rnobanH1Te OLEHKM Ha KNUHWYHMA OTTOBOP Ha WHAMBUAA
CTATUCTMMECKW OTEBAT NpeanouMTaHne Ha rpynata ¢ Bucoka aosa (< 0,002).

B npoyysaHeto EPMN-104, Bwb3pactH u peua (Ha Bb3pacT 6-85 rogmHu), ¢ Hackopo
nuardocTULMpaHa enunencus (n=252), ca paHaoMUanpaHn B rpyna ¢ Hucka Ao3a (25 uan 50 mg
Ha feH) unu B rpyna ¢ sucoka fosa (200 v 500 mg new), basnpaHo Ha TEeNecHoTo UM TErno.
Kato uano, 3a 54 % OT nmaumeHTute nonydyasalyy Bucoka go3a v 3a 39 % OT nauueHTwTe
noJsiyYaBally HUCKka Ao3a ce cbobyasa, ve He ca umanu NPUCTHLNK MO Bpeme Ha ABOWHO-CNsANaTa
dasa (p = 0,022). Tpynata ¢ BUCOKA 03a CbLIO Taka € no-gobpa oT rpynata ¢ HUCKa 033 Nno
OTHOLUEHME DAa3NpefeneHneTo Ha dectotara Ha npuctenute (p = 0,008) n pasnukata BbB

BPEMETO 40 MbPBYA MPUCTLN Cpes TPK HUBA Ha MnasmeHa KOHUEHTPaUMA Ha Tonupamar (p =
0,015).

B npoyusaneto EPMN-105 nauvedt Ha 8bapacT 6-84 roguHu, C HacKopo puarHocTuumpaHa
enmnencud (n = 613), ca paanpeaeneHun Ha cnyyaeH npuHumn ga nonyyasat unu 100, um 200 mg
Ha AeH ToNMpamar Wiy CTaHAapTHO aHTMENWIENnTUYHO nedeHue (kapbamasenud unn Bannpoar).
TonupamaT e noHe Tonkoea edmkaceH, KONKOTO KapbamasenmH unu Bannpoar B HamanseaHe Ha
NpUCTBNUTE NpY Tean nauueHTw. [Joseputennute vktepeanm ot 95 % 3a pasnukarta Mexay ABeTe
nevebHK rpyny ca Manki ¥ BKIIIOYBAT HyNa, KOETO NOKA3ea, Y& He CbLUECTBYBA CTATUCTUMECKN
3HaUMMa pasnuka Mexay rpynute. [lseTe TepanesTUMHN pyn Ca CbLi0o Taka CPaBHAMM MO
OTHOLEHME HA BCWMYKM KMMHUYHW NON3UM U eMUKacHU KpanHy Uenn, BKIOUUTENHO Bpeme AQ
M3X0Aa, CLOTHOLLEHWE Ha nauueHTy 6e3 NpUcTLNU U BpeEME A0 NbPBUS NPUCTBHA.

Naunentute (n=207; 32 ca Ha Bb3pacT < 16 rofyHK), KOUTO 3aBLPLWBAT ABOKHO-CNANATa (hasa
Ha npoyyeanmata Y! u EPMN-104, ca BkmtoueH# B ABLIFOCPOYHU MPOOBIKEHWA HA Te3n
NPOYYBaHUA, KaTo NO-TONAMA YacT OT Tean NauMeHTH nonyyasar Tonvpamar 3a 2 Ao 5 roguHi. B
Teau NPOABLITIKEHWS Ha NpOy4BaHMATA Ce [AEMOHCTPUpa NOCTOAHHa egUKacHOCT  Mpw
ObATOCPOYHOTO MPUNOXEHWE Ha TonMpamat kato MoHoTtepanus. He ce Habriogasa 3Ha4uTENHA
npoMaAHa B A03MPOBKAaTa NG BPEME Ha Mepuoja Ha yObJhKaBaHe W HWKaKBU NpuUaHauu, e
etheKTMBHOCTTa Ha MOHOTEPaNUATA C TONUPAMAT HamManssa C NPOALITKUTENHOTO NPUNOXKEHME.

JllonbnHUTENHa TepanuA:

KoHTpOnvpaHu Npoy4saHns Npy NaUUEHTU C napuuanty NPUCTLNU
Bb3pacTHu ¢ napumanHu npucTonu

EchekTMBHOCTTA Ha TONMMpamar KaTo AOMbIHWTENHa Tepanust Npu Bb3pacTHU C rapLuanti
MPUCTBLMN € YCTAHOBEHA B LWECT MHOTOLEHTPOBM, PaHLOMU3UPaHK, ABONHO-CIIENK, KOHTPONMPAHY
¢ nnauebo NpoyuBaHWs, ABE CPaBHABALLM HAKOMKO AO3WPOBKM TOMMpaMar 1 Nnauebo 1 4eTupu

CPaBHABALLUM €AMHWYHA [103a C Nnauebo, npu NaLMEeHTW C UCTOPUA 33 NapuuanHu NPUCTBLIK, C
vnu 6e3 BTOPUYHO reHepanu3nupani NpucTbM,

Ha nayWeHTute B TE3M NpOyYBaHUA Ca pa3pelleHn MakcyMmym fBa aHTMEnUnenTUHHA
MeOUKaMeHTa B OOMbIHEHWE KbM TonupamaT Tabnetkn uni nnauebo. BbB BCAKO npoyyBaHe
naumeHTTe ca crabunuavpady Ha oOnNTUManHaTa [o3a Ha  TexHuTe NpUapyxasally
aHTVIeMMNENTUYHY MeMKaMEHTU NO BpeMe Ha HavanHata (asa, KOATo NpofbriKasa Mexay 4 u
12 cegmuuy. lauMeHTuTe, KOWMTO MO BpeMe Ha HadanHata dasa WMaE TPenBAPVTEnHO
onpepened MUHUManeH Bpoi napunanHit NPUCTLMM, C UNKM 0e3 BTOPUYHA geHeDaﬂmaaunﬂ (12
NpUCTHRA 33 12-CenMuyeH HavaneH nepuos, 8 npucTsna 3a 8-cegMuyeH | éqanel-l Nepuog. il 3.
npUCTbNa 33 4-Ce[IMMYEH HayaneH nepuop), ca paHaMMU3MpaHu aa nol y.anaT nnaqeﬁo ﬁarm

onpejenexa [o3a Tonupamar TabnetkM B AOMBNHEHME KbM nperTe'MM aHTMBﬂHJ'IEHTW-{FJIM
MELUKAMEHTH. T e
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Cnef paHaomusauusTa, nauneHTTe 3anodear ABOWMHO-CiAnara gasa Ha nedenneto. [pn net oT
LWeCTTe NPOYy4BaHNA, NALUEHTUTE MOSTY4aBaT akTMBEH MEAUKaMEHT ¢ Hadansa go3sa ot 100 mg Ha
geH. Cnep ToBa BCsika ceMinLa UM nNpes ceamuua no3ata e ysenuyasada cbe 100 mg unm ¢ 200
Mg Ha AEH AC A0CTUraHe Ha HasHayeHarta [03a, OCBEH aKO nofABaTa Ha HENOCHOCMMOCT He
nonpeyu Ha ysenuuenueTo. B wectoto npoyyeare (119) nbpeoHadanHute goam ot 25 unu 50 mg
Ha \eH TonMpamar ca nocneasaHn 0T CbOTBETHU CeAMUYHM yBeNmueHus oT 25 unn 50 mg Ha geH,
0o gocturaHe Ha npuuenHara gosa ot 200 mg Ha geH. Crell TUTPUPAHETO, NALMEHTUTE BNU3AT B
nepuoA Ha ctabunuanpare npoabmkasall 4, 8 unn 12 ceamuun. BposT nauneHTr, pasnpeaeneHu
Ha Cnydaes nNpuHUMN 32 BCAKA 032 W OSWCTBUTENHUTE CPeaHW A03M B Nepuoaa Ha
cTabunuanpate, ca npencraseHn 8 Tabnuua 11 2.

[launeHT Ha Bb3pacT 2-16 ro4MHU C NapLanHv NPUCTLNK

EheKTUBHOCTTA Ha TONMPaMaT, KaTo JOMBLMHUTENHO NEMEHWe NPU NaUMEHTU Ha Bb3apacT 2-16
rOAVHU C NMapUUasnHn NPUCTLIK, € YCTAHOBEHa B 84HO MHOTOLIEHTPOBO, paHAoMU3UPaHo, 1BOMHO-
CNANG, KOHTpONMpaHo ¢ nnauebo Npoy4YBaHe, CPaBHABALLO TONMpamart 1 NNauedo Npu NauneHTm
C NCTOPUS 3a RAPUManH1 NPUCTBAK, ¢ UNk He3 BTOPUYHO reHepanuavupaHii NPUCTLW,

Ha nauveHt#te B TOBa npoyyBaHe ca pa3peleHn MakCUMYM [Ba  aHTMeNUnenT§HW
MEAVKAMEHTA B [OMbIHEHWE KbM Tonupamatr 1abnetkn wnv nnauebo. B TtoBa npoyysaxe
nauveHTuTe ca crabunuampaHM Ha ofTuManHara fo3a Ha TexHutTe npuapyxaBallu
aHTUENUNENTUYHU MEeOWKaMeHTH N0 BPEME HA HauanHa hasa, npoAbnxasawa 8 ceamuup.
[auueHTnTe, KOWTO NO Bpeme Ha HavanHata gasa VMaT MoHe LWEeCT Napumandu NpucTona, ¢ Ui
0e3 BTOPUYHO reHeparavpani npucTbnu, ca pasnpeaeneHyn Ha CyyaeH NpUHLMN Ja nonyyasar

nnauebo unu Tonupamar TabneTkn B AOMLAIHEHWE KbM  JPYIATE WM SHTUENWUNENTUYHV
MeIUKaMEHTHU.

Cnep paHaoMU3aumATa NaLMeHTUTe 3anodsaT ABORHO-CNAnaTta dasa Ha nedenneTo. MNauyeHture
nony4aear akTvBeH meauKkameHT, karto 3anousat ¢ 25 unv 50 mg Ha aed. Crep ToBa npes
ceaMulia no3ata e yeenmyaeara ¢ 25 mg ao 150 mg Ha aeH, 4o AoCTUraHe Ha HasHaveHaTa aosa
ot 125, 175, 225 wnu 400 mg Ha feH, ba3vpaHo Ha TernoTo Ha nauueHTuTe, 3a Aa Ce MOCTUrHE
npubnuanTenHa po3a 01 6 mg/kg Ha AEH, OCBEH ako nosBaTa Ha HEMOHOCUMOCT HE NONPEYM Ha

yBenmyeHneTo. Cnepf TWTPUpaHeTO, NayMeHTUTe BNM3aT B nepuofd Ha cTabunuaupate
npoabkaBaly 8 cegmuuy.

KoHTpormMpaH# npoyuBaHWst NPKM NAUMEHTU C MBPBUYHO TEHEpanmManpaHy TOHWMYHO-KNOHUYHM
NPUCT BN

EeKTMBHOCTTa Ha TOMMPaMaT KaTto [LOMbIHUTENHO NEYEHWe 33 MbpBUYHM TeHepanuaupaHi
TOHWYHO-KNOHWYHY NPUNaABLLY NPY NALUMEHTY HA 2-TOAMILHA BL3PACcT U MO-TONeMM, & YCTaHOBEHA
B €[HO MHOTOLUEHTPOBO, PaHAOMWU3MPAEHO, ABOAHO-CNANO, KOHTPONMpaHo ¢ nnauebo npoyysaHs,
CPaBHSBALLIO eAyHVYHY 103W TOnMpamaT u nnavebo.

Ha nauneHTmTe B8 TOBA MNpoydBaHE Cad paspewleHn MakCAMyM [ABa aHTUSNUNenTUYHK
MedWKaMeHTa B AOCNbIHEHWE KbM TONWpamar Tabnetkn unm nnau,eﬁo. HEILI,HEHTVITE Cad
CTE]6HJ'IH3VIDEIHI4 Ha ONTUMaNHaTa f[03a Ha TeXHUTE npuapyxasaulr astTuenvnentmudH!
MeanKkaMmeHTW No Bpeme Ha HavanHa gasa, NPOdbJiXKaedlld 8 ceamMmui, n&lLI,HEHTMTE, KOWUTO NO
BpEME Hda Ha4anHala CIJESE! WMat fIoHE TpW TTEPBUMHO FeHepani3npabt TOHWYHO-KITOHNMYHK

ApUCTBNA, €a pa3npefeneHu Ha ChAy4YaeH NPUHUMN Oa nonyqasarT nnau,eﬁo U TONKMpamar B
AonenHexHe KoM gpyruie UM aHTUennenTuyiH1 MeauKamMeHTH.

Cneg DaHAOMU3AUMATA NaUMeHTUTe 3anoYBar ABOVHO-CisnaTa cbaaa Ha Jie4eHn

nonyyaear akTMBEH MeJWKaMeHT KaTo 3anousaT ¢ 90 mg Ha AeH B Npoab er—méﬂa qempw;ﬁf-;
ceamuum. Cnen ToBa npes cepmuua aosara e ysenuyasada ¢ 50 mg no | Dmﬂagen ﬂgf'.’."_‘-‘_l'.ﬁ :
AOCTWraHe Ha HasHaveHaTta fosa ot 175, 225 wnm 400 mg Ha pgen, 6a3mbal-la Ha. :Ternoxa Ha
nauveHTuTe, 3a ga ce nocturHe npubnusutenHa gosa ot 6 mg/kg Ha gew, ocseﬂ qxo I'EJHBaTa Ha
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HEMOHOCUMOCT He MONPeYn Ha yBennuerneTo. Chep TUTPUPAHETo, NAaUMEHTUTE BNU3aT B NEpUoA
Ha cTabunuanpane npoabmkasaly 12 ceammupm.

KoHTponMpaHu Npoy4yBaHus npy naumerTu cue CUHAPOM Ha JieHoke- acTo

EdekTMBHOCTTA Ha TONMpaMaT Kato AOMLAHUTENHO NEYeHne 3a NPUCTLMM, CBLP3aHM CbC
cuHapoMa Ha NeHoke-TacTo, e ycTaHoBeHa B €AHO MHOTOLIEHTPOBO, PaHAOMMU3NPaHO, ABOMHO-
CRAN0, KOHTPONMPaHo ¢ Nnauebo npoyyBaHe, CPABHABALLO eONMHUYHU A0341 TONMpaMaT K Nnatebo
NpY NAUMEHTW Ha 2-roavilHa Bb3pacT W NO-ronemu.

Ha nauweHTMTe B TOBa MpoOyyBaHe Ca pa3pelieHn MakCUMyM [Ba  aHTUEnURentThyHW
MeOVKaMEeHTa B AONbIHEHUE KbM Tonupamat uiv nnauebo. Maupexture, KOUTO ¢a UManu rnoHe
60 npucTbna Ha Meceu, NMpeau Aa B3emar ydyacTue B NpOYYBAHETO, ca CTabunuampaHn Ha
ONTHMAaNHaTa A03a Ha TEXHWUTE NMPUAPYXKABaWM aHTUENUNENTUYHK MeaVKaMmeHTU Mo Bpeme Ha
HayanHa asa, npoabspkasawa 4 cegmuun. Cned Havandata @asa, naupeHTute ca
naanpefenexy Ha CryyaeH NpuHUMN ga nonyvyasar nnauedbo unn Tonupamar B AOMbIHERME KbM
NOYIUTE UM AHTUENUNENTUUHU MEOMKaMeHTU. AKTUBHUAT MEOUKaMEHT € TUTPUpaH, Kato ce
zanoysa ¢ 1 mg/kg Ha JeH B NpoabiKeHne Ha egHa ceamuua. Cneg ToBa B NPOAbIMKEHWE Ha
efiHa ceMWLla fo3aTta e yBenuyasara Ao 3 mg/kg Ha aeH, a cref Toea 40 6 mg/kg Ha aeH. Cneq
TUTPUPAHETO, NAUMEHTUTE BIM3AT B NEPUOA Ha cTabunuavpaHe, npofbrkasail 8 cenmuum.
OCHOBHWTE TOKa3aTenum 3a ePeKTMBHOCTTA Ca NPOLIEHTa HamManeHe Ha NPUCTBLINNTE Ha NafjaHe n
rnobarnHaTta oLeHKa 3a TeXecTTa Ha NPUCTLNNTE, AadeHa OT PoauTenmTe.

Py BCWHKW AOMBAHUTENHK NPOYYBAHWUA Ce W3MEPBa peaykumusaTa Ha YectoTara Ha NPUCTbAKTE
CPAMO HavanHWa nepuog no Bpeme Ha usnata ABovHO-criana hasa. CpefHuAT NpoueHT Ha
PEAYKUMATE Ha YecToTaTa Ha NPUCTBIUTE U YecToTaTa Ha OTroBopa (HacT OT NMaUMeHTUTE C NoHe
50 % HamaneHue) no neyebHM rpynk 3a BCAKO Npoyysaxe, ca nokasaku B Tabnuuya 2 no-pony.
KakTo € onucaHo no-rope, Npy npoyyBaHeTO CbC CUHAPOMa Ha [leHokc-l acTo, € YCTaHOBEHO
rnobanHo nogobpeHne Ha TexecTTa Ha NPUCTBLINTE.
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Tabnuya 10: Peaynmamu 3a eghukacHocmma npu 08olHo-cnenu, KoHmposupaHu ¢ niayeoo,
0ONBLAHUMENHU NPOyy8aHus

[puyenHa Bo3a Ha monupamam (mg Ha OeH)

Mpomokon Pesynmamu 3a Mnaue6o 200 400 600 800 1000  ~6 mgkg/deH’
echuxacHocmma

[laptuantiu npucmsnu

[lpoyysaHus npu b3pacmHu

YO N 45 45 45 46 -- - -
Coeder % pedykuus 11.6 2722 4750 447¢ - - -

% omaogopunu 18 24 44 ¢ 469 - - —

YE N 47 -- - 48 48 47 -
Cpeder % pedykyus 1.7 - - 40.8¢ 41.0¢ 36.0¢ --

% ormaosopunu 9 - -- 405 41 36 _

Y1 N 24 .- 23 " - -~ -
CpeleH % pedyruus 1.1 -- 4079 - - - -

% oma0osopunu 8 - 352 - - - .

YZ N 30 -~ -- 30 - - .
Cpeden % pedykuyus -12.2 - -- 464 - - —

% omaosopunu 10 - - 47 8 - - -

Y3 N 28 - —- - 28 - -
CpedeH % pedykyus 206 - . -- 24.3e¢ - -

% ome0osopuUny 0 - - - 43¢ . .
119 N 91 168 -- - - -~ -
CpeleH % pedykuust 20.0 4428 - - - . »

% omzosopunu 24 456 - - " - -
[poyugarus npu nayuenmu oeya

YP N 45 - - - - - 41
CpedeH % pedyxuus 106 - - - — -- 33.1¢2
% omaosopunu 20 -~ - - —- - 39
[TbpRUYHU 26HEPANU3UPaHU MOHUYHO-KNOHUYHU eLpY08e ?

YIC N 40 - -- - - - 39
Cpeden % pedykuus 9.0 - - - - - 56.7 ¢
% omeosopury 20 - - -- - . 56 ¢
Cundpom Ha fleHokc-Macmo ¥

YL N 49 -- - - -~ - 46
Cpedet % pedykuus -5.1 - - - » - 14 8 2
% omzosopunu 14 - - - - - 28 x
[lodobpeHue Ha mexecmma 28 - -- - -- - 52 2
Ha npucmsnume

Cpasrerus ¢ nnayebo: ¢ p = 0.080;5 p <0.010;¢p <0.001;2p <0.050,°p = 0.065,¢ p <0. 005, *p=0.071,

» Cpeden % pedyxuus u % omeogopunu ca GoknadgaHy 3a NbpaUYHU 26HEPANUBLUDAHU MORUNHO-KNOHUYHU NpUNaosyy,

¢ Cpeden % pedykyus u % omaosopuriu 3a Opon-amaku, m.e. MOHUYHU U @MOHUYHU Npunadbuty;

¥ [Ipouexm uHOUBUGU, KOUMO UMAM MUHUMAIHO, 201AMO LN MHO20 20M1AMO NOJ0bPEHUe CRPAMO Havyanomo.

* 3a Mpomokonu YP u YTC, onpedenexume 8 npomokoia npuuenHu 0osuposku (< 9.3 mg/kg Ha OeH) ca HasHaveHu,
fasupaHu Ha meenomo Ha uxoueuda, 3a Oa ce nocmueHe npubnusumenrxa 0o03a om 6 mg/kg Ha Oen. Tesu dosu
omzo8apsam Ha mg Ha OeH Boauposka om 125, 175, 225 u 400 mg Ha Oek.

UK CbNbTCTBALWWMA aHTUenunenTuied MEQNKaMENT.

5.1.3. KNUHKUYHK MPOYYBAHUSA 3A MUIPEHA

PaspaboTBaHara KnMHUYH@ nporpama 3a OUeHKa Ha eduKacHocTTa Ha Tonnpamar 3a ;
npotunakTykaTta Ha MUrpeHaTa BKMKYBA 4BE MHOTOLIEHTPOBH, DaHOOMU3VNPaHH; naqmo-cnenvy

..--'"" -
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KOHTPONMPaHW C nnauebo, napanenHo-rpynoBM OCHOBHU NPOy4BaHWA, nposefdeHn B CeBepHa
Amepurka (MIGR-001 n MIGR-002). OcHoBHaTa KpaitHa uen Ha edbUKacHOCTTa & Hamanexue Ha
4ECTOTaTa Ha MUIPEHO3HOTO rMasobonve, M3MEpeHo Ype3 NpomMaHaTta B 4-ceamMmuyHaTa crenex Ha
MWIpeHaTa OT HayanHata hasa [0 fApovHo-cnanata nevebHa hasa npu BCsKa NEKyBaHa ¢

TOMUpamar rpyna, cpaBHeHa ¢ nnauebo npy nonynauusita ¢ Hamepenwe 3a nedeHve (intent to
treat - ITT).

ObepuHeHUTe peaynTtaTi OT OBETE OCHOBHM NMPOYYBAHWUS, KOMTO [ABaT OLIEHKA HA TOnMpamart B
poav ot 80 (N = 233), 100 (N = 244) n 200 (N = 228) mg Ha fAeH, yCTaHoBABAT cpefieH NPOLeHT
HamaneHWe B CPeHNS MECEYEH NepUo Ha MUIpEeHa CboTBETHO 0T 35 %, 51 % 1 49 %, cpaBHeH ¢
21 % B rpynata ¢ nnauebo (N = 229). Joavposkute ot 100 u 200 mg Ha aeH Tonupamar ca
cTatvcTvecky no-a0bpu ot nnauebo. Tpabea na ce otbenexu, de 27 % OT nauueHTUTe, KOUTO

ca npvemanu Tonupamar 100 mg Ha AeH, noctvrat noHe 75 % HamaneHue Ha Yectorara Ha
MUrpeHata, aokato 52 % nocturat noHe 50 % Hamanenwe.

EnHo ponbnHutenHo noaabpxawo npoyysade, MIGR-003, noxassa, ye tonupamat 100 mg Ha
[eH € CpPaBHAM N0 OTHOWEeHWe Ha eukacHocTTa ¢ nponpaxonon 160 mg Ha peH. Hama

CTaTUCTUUECKW 3HaYMMa pasfnuka Mexay ABeTe rpynu rno OTHOWEHWE Ha OCHOBHATa KpawHa Lien
Ha euKacHoCTTa,

5.2. DAPMAKOKUHETUYHW CBOWCTBA
dunmupanuTe TabneTkn ca BUOEKBMBANEHTHM.

PapMakCKMHETUYHMAT TIPOMUN Ha TONMPaMat CPaBHEH C APYMM aHTUETMNENTUMHM CPEencTBa,
NOKa3Ba AbSTbr NNAa3MEH ENUMMHALMOHEH MNOMYXMBOT, NUHERHA dapMaKkokMHETUKa, Npeobnagasatly
OBbOPEYEH KMMPBHC, NUNCA HA 3HAYUTENHO CBBLP3BAHE C NMPOTEMHU U MATICA Ha KITUHUYHO 3HaYUMK
aKkTVBHA MeTabonuTi, TonupaMaT He € CUMEH WHOYKTOp Ha NekapcTBeHo MeTabonuavpalyute
eHaumn. Moxe na ce npuwema, 6e3 f[a ce obpblla BHUMAHWE Ha XPAHEHETO W PYTMHHO
npocneAsBaHe Ha NNa3MEHUTE KOHLEHTpauWW Ha TOnMMpamar He & Heobxoaumo. B KuHMYHMTE

M3CNEABaHNA HE Ce HaMepKu NOCNeAoRaTenHa BpPbL3KA MeXOy NNasMeHWTE KOHLEHTPaLMu W
edVKACHOCTTA UMM HEXENaHUTE peakLmu.

Tonvpamart ce abcopbupa 6bp30 n pobpe. Cnen nepopanHo npunoxenve Ha 100 mg Tonupamar
Npy 34paBu Xopa, cpefHaTa nyKoBa nnasMeHa KoHUeHTpauus (Cmax) 0T 1.5 pg/ml ce goctura 8
paMkuTe Ha 2 40 3 4aca (Tmax). [IpoyYBaHMsATa BLPXY PAAMOAKTUBHOCTTA B YpUHa NOKA3BAT, Ye
cpeaHara creneH Ha pesopbuvs npu aosa 100 mg mapkupan 14C TonupaMat e He no-manko ot
81%. He ce Habniogasa KNMHUYHO 3HAYMM e(EeKT Ha XpaHaTa BbpXy OMOHANMYHOCTTa HAa
TonmpamaT. ObukHoBeHo 13-17% OT Tonupamat ce CBbp3BaT ¢ NNa3MeHnuTe NpoTenHi. Habnwopasa
CE HWCBLK KanauwuTeT Ha CBbLp3BaHe Ha TOMMpamaT B/Ha epuTpouMTUTE, KOWTO Ce HacWlla npw
nnasMeHaTa KoHueHTpaums Hag 4 upg/ml. ObembT Ha pasnpegeneHve Bapupa 0bBpaTHO
nponopumoHanHo Ha aosara. CpeaHuat obem Ha pasnpegenenve e 0.80-0.55 I/kg 3a eanHuyHa
nosa ot 100 go 1200 mg. ObembT Ha pasnpepeneHure 3asuck ot nona. CTOMHOCTUATE NPYU KEHUTE
ca 50 % OT Tesu Npu MbXETE U TOBA C& CBLP3BA C NO-BYCOKMA NPOLIEHT Ha MacTUTE NPU KeHUTE.

Tonupamart He ce meTabonusmpa B ronama crener (~20%) npw 3apasu fodbposonuu. Tonupamar ce
mMeTabormsupa o 50% npu nauveHTw, npuemalim aHTHenunenTMYHa Tepanus ¢ M3BEeCTHMU

MHAYKTOPM Ha nekapcTBeHo meTtadonmyaupawy eHammu. Lect metabonuta ca claopmmpai-m pes
XMOPOKCUNMpAHe, XMApONu3a W TMIoKopoHWaauusa. Te ca Bunu nsonupanu, xa

1o

MaEHTNMLMPaHM OT nNnasmara, ypuHarta W gekanuure npu xopa. Beeku MeTabgfiur ﬂpeﬂeTaBﬂﬂBa-
no-Manko o7 3% OT TOTanHO PaAWoaKTMBHO EKCKpETVpaH cneq npuem Ha M4C- TﬂnnpamaT ,D,Ba
MeTabonuTa, KouTO 3anassaT MNoMTW HambiHO CTPYKTYpaTa Ha Tonvpamar ca MacnenBaHut W e
YCTaHOBEHO, Ye UMaT cnaba rv HAMET HUKaKBa aHTUKOHBYTICMBHA aKTWBHOCT. | -
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Mpy X0pa OCHOBHMAT MbT Ha eNMUMWHVPAHE Ha HEMPOMEHEHVS TONUPaMaT W HeroBuTe MeTabonuTy
e ypes Bubpeunte — He mo-manko oT 81% 3a fposa. MpubnuautenHo 66% ot fosata Ha '4C-
Tonupamar e buna exkckpeTupaHa HenpomeHeHa B ypuHara 3a 4 aHu. [Npunaranku gosupase Asa
meTU Ha AeH ¢ 50 mg 100 mg Tonupamar, cpephusT BubpeyeH kKnMpbHC € npubnnsutenHo 18
mi/min n 17 ml/min pecnektvsHo. ma panhu 3a TybynapHa 6bbpeura peabcopbupa Ha Tonupamar.
ToBa ce NOAKPens OT U3CNEABAHUSA NPK NITbXOBE, Ha KOUTO TonNWpamar & bun nasad eHOBPEMEHHO
¢ npobexeuma 1 e 3abenssaHo 3HauUTenHo nosulasaHe Ha DBOPEYHMA KNUPBHC Ha TonMpamar.
Obwuar nnasmeH knvpsHe e ot 20 Ao 30 ml/min npu nepopanHo NpwuroxeHue. Tonvpamar e ¢
HUCKa BAPUAOMINHOCT MO OTHOWEHWE Ha MNasMeHUTe KOHUEHTpaUuW Npy pasfnyHuTe MHAUBUAW,
nopagu KoeTo uMa npensvauma (DapMakoKUHETUYHA XapakTepucTika. PapmakokMHeTUKkaTa Ha
TonMpamaTr UMa NWHENHa XapakTepucTUKa, KaTto NNasMEHWAT KNWPBHC OCTaBa MOCTOAHEH U
NOBLPXHOCTTA MNOA KpvBaTa Ha nNnasMeHata KOHUEHTpauua HapacTBa mponopuuoHanHo C
yBeNnu4eHne Ha po3ara u avanasoHa ot 100 po 400 mg egHokpatHa nepopanka Ao3a npu 3apasi
nobposonuy. Npu naumeHTn ¢ HopmanHa BubpeuHa dyHKUMA mMoxXe aa vu3muHat 4 oo 8 fHM Ao
NOCTWraHe Ha CTaduoHapHa nnasmeHa KoHuedtpauws. CpegHata Cmax CMeR MHOMOKpaTHO
NPUMOXEHNe Ha nepopanHata Ao3a or 100 mg ABa MsTU AHEBHO NpU 34paBu JODPOBOSILM € 6.76
ug/ml. Crnep npunarake Ha muorokpatHu gosu o7 90 v 100 mg Tonupamar gga MbTW JHEBHO
CPEOHUAT NNasMeH eNMMUHALIMOHEH NOMYXMBOT € 21 Yaca.

FHOBPEMEHHUAT M MHOroKkpaTeH npueM Ha Tonvpamar ot 100 pgo 400 mg ABa MbTW BHEBHO C

heHUTOMH unu kapbamasenuH nokassaT NPONOPLMOHANHK Ha A03aTa MOBULEHUS B NNa3MeHUTE
KOHLIEHTpaLun Ha Tonupamar.

NnasmerusT 1 GbBpeUsH KNUPBHC Ha TONMpaMaT HaManaeat Npy NaukeHT ¢ yepesieHa bubpeyHa
dbyHkuma (Clcr < 60 ml/min), a nnasMeHuaT KNWPBHC Ha ToMMpamar Hamanasa Mpi nauueHTu B
kpaeH cragmn Ha 6vbpeuHo 3abonssade. Kato pesynTar ce O4akea NO-BUCOKE CTauuoHapHa
nna3meHa KOHUEHTpauus Ha Tonupamar npv nauueHtn ¢ yepefeHa ObbOpeuHa dyHkuus B

CpaBHEHMe C TakvBa ¢ HopmanHa BvbpeuHa dyHkuma. Tormpamar edekTUBHO Ce OTCTpaHABa OT
nnasmara ypes xemoguanmaa,

[TNasMEHUAT KNUPBHC Ha TONMpaMaT Hamanasa npu NnauueHTU C YMEPEHo 10 TeXKO yBpexaHe Ha
yepHus apod.

[InasMeHusIT KNMPBHC HA TONMpaMat OCTaBa HEMPOMEHEH MNP Xopa B HanpefHana Bb3pacT, ako
Hama noanexaLo 6xopeuno 3abonseane.

QapmakokuHemuka npu deya 0o 12 200utliHa 8b3pacm

dapMakMHeTUKaTa Ha Tonupamart npu Jeua e Kakto npy Bb3pacTHU, Npuemaly add-on tepanns —
NYHEapHa C KNWMPBHC, HEe3aBuUCMMM OT [03aTa W paBHOBECHA NMasMeHa KOHUEHTpauus,
NOBMLLABALLA C& MPOrnopuMoHanHo Ha fosata. [euara obave vmar no-BUCOK KNMMPBHC W MO-KbC
enuMUHaUVOHEH nonykneoT. CreaoBatenHo, NnasmeHarta KoHUeHTpaLus Ha Tonupamar 3a CbliaTa
MIfKr 0o3a MOXe Oa 6bae no-HUCKa NpW Aeua CpaBHeHa ¢ BbL3PaCTHW. KakTo mpy Bb3apacTHw,

4epHOAPOBHUTE EH3UMM VHIYLMpaT HaMmansBaHe Ha CTaLWoHapHaTa NNasmeHa KOHLEHTpauus Ha
aHTVMENUNENTUYHUTE NexapcTBa.

3.3. MPEAKNUHUYHW LAHHW 3A BE3ONACHOCT

OCTPOTO W NPOABLIDKATENHO TPETMPAHE Ha MMLLKM, NITbXOBE, KyyeTa W 3aiuy C Tonupamar ce
noHacs fobpe. Xunepnnaausita Ha CTOMALUHUTE evTENHM KNeTkW € Habnadeana: is'aMﬁ IV
rpusaun M NbxoBe. TA npeTbpnssa obpaTHO passuTWe cneg AeBeT ceﬁjlﬁwlm be3’ ﬂquHyfe
TyMopuTe Ha rnagkara Myckynatypa B NUKOYHUA Mexyp ca HaﬁﬂmﬂaBaH-ﬂ Eamo iy MMLIJKH
(nepopanxa fo3a Ao 300 mg/kg 3a 21 Mecela) U NOSBABAHETO UM € YHUKAINHG: 33 EIA,E\&” ﬂoxaﬁo an
XOpa HAMAa CLOTBETHW M3aCnefBaHus ¢ NOA0OHW KNMHWYHU Modenu. [1o Tasn rrpmqua He ‘Morat nar

ce MPaBAT KMWHMYHM napanenu. Hama noaobHu 4aHHM, KOWTO [a ce cpemaT nw nnbxoae’ an
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M3CnefBaHe Ha KaHlUeporeHHocTTa ¢ nepopanHa aosa o 120 mg/kg 3a 24 meceua. [pyr
TOKCUKONOTUYHYA U NaTonomv4HM edpekTvi Ha TonMpamar, Kouto Osxa 3abenssaHu npw Tesw

3cnenBaHua Morar fia ObaaT CBbp3aHi Cbe cnaba MHOYKUMS OT NexapcTBeHo MeTabonmaupalumTe
eH3UMK Unu cbe cnaba kapboaHxuapasHa UHXMBMLKS.

Bunpeku MaitumuHaTa v BalivHa MHTOKCHKaLMA He no-Manko oT 8 mg/kg/neH, HaMa edekT BLPXY
epTuamnTeTa, KOMTO f4a € HabnoAaBaH BbPXY MBXKM ¥ XeHCKK nibxose ¢ Ao 100 mg/kg/ae.

KaKTo W apyru aHTUENUAENTIHIA CPEACTBA, Taka M TOMMPaMaT UMa TEePaTOreHeH edekT NPV MULLKY,
NbX0BE U 3aluM. [pu MUKW TernoTo Ha etyca u ocudmkauusTa Ha CKeneTa, CBbp3aHW ¢
MaliuHaTa TOKCU4HOCT ca Oumm peayumpanm npu 500 mg/kg/aeH. O6um detanu mandopMaumm
MPU MUWKK €8 OUNK NOBUILEHW 3a BCUMKM TPYNU TPETUpaHU ¢ mekapcto — 20, 100 u 500
Mg/Kg/AeH. HaAma 3HauMTerHM pasnvku WM [O3033BUCMMOCT 3a OB UMK CheurdudHx

MandgopMauym, Thil kato ce fipeanonara BKIKYBAHE M Ha APyrv hakTopu, Kato MaiuuHa
TOKCUYHOCT.

[pn nibxoBe A030-3aBMCHMA MaiuMHa 1 emBpuo-theTanHa TOKCUYHOCT (pedyuvpaHo (eTanHo
Terno wimnu ocugmKauna Ha ckeneTa) ca HabniogasaHu npu no-manko ot 20 mg/kg/geH u ¢
TepatoreHeH eqekT (AethekT Ha KpadHuum n npbetv) go 400 mg/kg/neH v noseue. Npu 3aium
[030-3aBMCUMa  MaAluMHA TOKCWUYHOCT e HabmwogasaHa ao 10 mg/kg/neH, ¢ emBpro-theTanHa
TOKCUMHOCT (MoBUWEH neTanuteT) po 35 mglkg/meH v TepatoreHeH edexT (MandopMaumv Ha
pebparta v npewnenute) ao 120 mglkg/ne-.

TepartoreHHn edekty ce Habnoaasat Npu MITbXoBe U 3aiAUn. Te ca NoaotHW Ha Teaw, HabnionaBaHK
npu UHXubMTOPUTE Ha KapboaHxuapasaTa, KOVTO He ca CBbP3aHK C MandopMaunn npu xopata.
EexTbT BbpXy pacTexa ce NposBABa 1 C NO-HUCKO TETNO NPU paXaaHe 1 No BpeMe Ha nakTauusTa
Ha Mankute NbxyeTa Ha XeHckute nibxoee, TpetupaHn ¢ 20 go 100 mg/kg/aeH no Bpeme Ha
recTauuaTa u nakraumaTa. [pyu nbxose TonMpaMat NpeM1HaBa npes nnaueHTHaTa bapuepa.

Ilpy Hespenu nribxoBe [HEBHUAT npvem Ha Tonmpamat B aosn ao 300 mglkg/neH no Bpeme Ha
nepuofa Ha pasBuThe, CLOTBETCTBAL, Ha PaHHO AETCTBO, AETCTBO W OHOWECTBO, AOBEAE [0
OTPaBAHUSA CXOQHW C TE€3W NpK BL3PACTHW XKUBOTHU (HamaneHa KOHCYMaLWs Ha XpaHa ¢ HamaneHo
HaTpynBaHe Ha TenecHO Terno, LeHTponobynapHa xemaTouenynapHa xuneptpoduvs U Neka
ypoTenuanHa xunepnnasus B NUKOUHMS Mexyp). He ca yCTaHOBEHW CLOTBETHU edEeKTU BbpXy
pacTexa Ha Abnrute KOCTv (npu TVOMATE) UMK BLPXY KOCTHAaTa MUHEpansa NITbTHOCT (Mpw
demypa), BbpXy PasBATMETO MO BPEME HA KbpPMEHE W DPa3BUTUETO Ha MoMoBaTa CUCTEMA,
HEBPONOTMYHOTO  Pa3BUTUE (BKMIOYMTENHO OUEeHKa Ha NameTTa U YYeHeTo), ChellaBaHeTo M
NOAOBUTOCTTA UMK XUCTEPOTOMHUTE NapameTpu.

'Ipn Habop OT uacnefBaHWa 3a MyTareHHOCT in vivo U in vitro Tonupamar He e nokasan reHHo
TOKCUYEH NOTEHLMan.

6. PAPMALIEBTU4YHW DAHHU

6.1. CNUCBK HA NOMOWHWUTE BELLECTBA

TOMUPAKC {monupamam) unmupari Tabnetkn CbabpKaT CNeAHUTE NOMOLLHM BELECTBa:
JlakT0o3a MoHoXuapar

MyKpoKpuUCTanKa Lenynosa | 4,,{"“’: .y
{YLecTe, NpexenaTuHnanpaHo (MoanduUMpaHo) e
HuwecTe, npexenaTH13upaxo (; e

HaTpues HYLIECTEH rAMKONaT o

MarHeaues creapar LS |

[Tpeyncreda Boaa ._ ,
OPADRY 681, XbI1T, pO30B, YepBeH R |
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KapHaybcku BoChK

6.2, HECLBMECTUMOCTH
He ca u3BeCTHU.

6.3. CPOK HA FOQHOCT
36 meceLja 3a hunMupaHu TabneTku

6.4. CNELIMANHU YCNOBUA 3A CbXPAHEHUE
[1a He ce cbxpaHsaBsa Hag 25°C.
[la ce cbxpaHaBa B OpUrMHanHaTa OnakoBKa 3a g Ce npeanaswv ot Bnara.

6.5. [LAHHU 3A OMAKOBKATA

brmctepn o1 28 unn 56 dunmupanm TabneTku, KaTto Boeky brmctep e onakoBaH ¢ anyMUHMEBO
(ponmo M e NoCTaBeH B KapTOHEHa ONaKoBKa, 3alUMTEH OT BRara.

6.6. Cneumnantu ripeanasHu Mepku npn u3xXsbpnsaHe i paboTa

-aMa CneUmanHy MSUCKBaHMS

HEU3NON3BaHNAT NPOAYKT MM OTNabUYHUTE Matepuanu OT Hero Tpsbea [a ce M3XBLPMAT B
CbOTBETCTBUE C MECTHUTE U3UCKBAHUA.

7. MPUTEXATEN HA PA3PELLEHUETO 3A YNOTPEBA:
"CODAPMA” AL, Bbnrapus

1220 Codpusa, yn."Vinuercko woce” N 16

8. HOMEP(A) HA PA3PELLEHUETO 3A YNOTPEBA:
TONMUPAKC gunmupanu mabnemku 25 mg — 20060592
TOMNMWUPAKC gpunmuparu mabnemku 50 mg — 20060593
TONWPAKC ¢punmupariu mabnemxu 100 mg — 20060594

9. JATA HA MbPBO PA3PELIABAHE/MOAHOBSIBAHE HA PA3PELUEHUETO 3A
YNOTPEBA

TONMAMAKC ¢punmuparu mabnemku — 26.10.2006

10. BATA HA AKTYANU3UPAHE HA TEKCTA A
10/2008 ST
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