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1. MME HA JEKAPCTBEHWA ITPOAYKT

Tormpamar Tepa (Topiramate Teva) 25 mg bunmupann TabneTku
Tomupamar Tega (Topiramate Teva) 50 mg dunMupanu Taberku
Tomupamat Tera (Topiramate Teva) 100 mg dhuwnmmuiparn TabneTKu
Tonupamar Tepa (Topiramate Teva) 200 mg dbunmupasu TabneTKu
Tomupamar Tepa (Topiramate Teva) 300 mg dumMupanu raGieTKu
Tonupamar Tepa (Topiramate Teva) 400 mg dunmupanu TabneTku

2. KAYECTBEH H KOJIAYECTBEH ChCTAB

Besxa punmupana tabdnetka cpaepxa 25 mg, 30 mg, 100 mg, 200 mg, 300 mg » 400 mg Tonupamar
(topiramate).

TIoMol1Hy BemmecTBa:

25 mg: Beaka dunMupana rabnerka ceaspxa 28,5 mg naxrosa.

50 mg: Beska dunmupada Tabnerka cplibpka 21,14 mg nakroza.

100 mg: Beaka gunmupana tabneTka cpabpxka 42,28 mg siakto3a.

200 mg: Beska dumvupana Tabaerka cpabpka 84,55 mg nakrosza u 0,060 mg yepsen AC nak (E129).
300 mg: Besika dunmupaHda tabnerka cpabpxa 128,83 mg naxroza.

400 mg: Beaka duiMmHpasa Tabnerka cpabpka 169,1 mg nakroza.

3a NBIAHUA CHIHCHK Ha ITOMOLIHHTE BellleCTBa, BIDKTE Touka 6.1.

3. JIEKAPCTBEEHA ®OPMA

dunmupana Tabnerka

25 mg: Bana no moutH Osana, uaMHpaHa KancyloBHXHa TabieTKa ¢ rpamsupan Hagnuc “T25” ot
¢AHaTa cTpaHa U riakKa OT Jpyrara.

50 mg: Ceerno xBaTa, GUIMHpaHa KallCynoBUAHA TabReTKa ¢ HEJIUTENHA YepTa M I'paBupaH HaamMC
“T” 1 “50” or enHaTa CTpaHa U IM1agKa OT Jpyrara.

Tabnerkara Moxxe a OB11€ pazfeicHa Ha fBe paBHM IOJIOBUHH.

100 mg: Xwnta, dunvupana, KalcynoBUaHa TabieTKa ¢ AeNUTeNHa YepTa U rpasupad Hannuc “T7 U
“100” oT epnara cTpaHa ¥ IiaKa OT Jgpyrara.

Tabnerkara moxke ga ObAe pazaeneda Ha B paBHU IT0/IOBHHH.

200 mg: Po3zoBa (¢ IBAT Ha chOMra), QUWIMHUpaHa, KaliCynoBHAHa TableTka ¢ ACNHUTENHA 4YepTa U
rpasupaH Hagnue “T” u “200” or egHara crpaHa U IilafgKa OT Apyrara.

Tabnerkara Moxxe na Ol pasfeNieHa Ha iBe paBHH IOJIOBUHH.

300 mg: bana o moutH 64na, ¢punMupasa, xancyJoBHAHA TadneTKa ¢ AEJINTeNIHa YepTa K rpaBupaH
Hagnuc “T7 u “300” or egnaTa cTpaHa U rMaaxka OT Apyrara.

Tabnerkara moxke aa 6b4e pazaeneHa Ha ABe paBHU NOIOBUHM.

400 mg: bsuia no noutH Osna, QUIMHpPaHa, KancyJoBujHa TabneTka ¢ AENIHTE/IHa YepTa H IpaBUpaH
Haxnue “T” u “400” oT egHaTa cTpaHa M rilaxka OT Opyrara.

Tabnerxkata Moxe ga Op1€ pazzieneHa Ha fBe paBHH IOJIOBHHM.

4. KJIHAHWYHMHM JAHHM

4.1 TepaneBTHYHH NOKA3aAHUSA




BripacTHd ¥ IOHOIUM Ha W Hal 12 roAyIHA BB3PACT: KaTo ZONBIHUTENIHa TEpalilks 3a HAlHUEHTH C
eHIISTICHS H NAPHHAITHH I'BPUOBE W/ WIN IeHepanu3upaly TOHHYHO-IJIOHHYHH I'EPUOBE.

Be3pacTHU ¢ IOHOIM Ha U Hal 12 roAuiiiHa BH3PACT: 3a MOHOTEpalMa NpH ITalHeHTH ¢ Havyajlo Ha
STUIICTICHS C TIAPIIHAnHN I'EPUYOBE W/ MU reHepanu3ipadl TOHHYHO-KIIOHHYHY I'bPYOBE.

BeapactHu: BTOpa JAHEA TEpalus 3a NpoQUIaKTUKA Ha MUTPEHO3HH NPUCTHIM (He € ApefHa3sHaueH
34 JIeYeHHe HA OCTPHA IIPUCTBII).

4.2 Jlo3upoOBKa H HAYHMH HA NPUJIOKEHHE

3a ONTEMANICH KOHTPOJ Ha bPUOBATA CUMIITOMATHKA IIPY BB3PACTHU M IOHOHIM HA BE3pACT Ha B Haf
12 ropunu ce npenopb4uBa TepanuaTa Aa ObAe 3aroyHaTa ¢ HUCKA A03a W IMOCTEISHHO JI03aTa Ja Ce
TIOBHHIABA A0 JOCTHraHe Ha e(deKTHBHA /1032, 32 Ja ce H30ernar 1030-3aBUCHMHUTE HEKeNaHH eDeKTH.
3a onTAMK3MpaHe Ha JeueHnero ¢ TonupaMar Tesa He € HeoOXOAUMO M3YHCIABAHE HAa IIa3MEHUTE
HUBa. 3a 03U, KOWTO He Ca OCHINECTBUMHU (JIpaKTHYHM) ¢ TO3H JIEKAPCTBEH MPOAYKT Ca HANMYHU
JPYTH KOHOEHTPAUHH Ha TO3H NPOIYKT WiH APYrH JIGKapCTBeHH (OPMHU U MPOAYKTH.

HauynH Ha NpUIoKeHye
Tabnerkure He TpaOBa Ja ce CMAYKBAT, THY KaTO €a rOPYMBH Ha BKyC. Tormpamar Tepa MOXKe xa ce

IipHEMA € HIIN Oe3 XpaHa, C JOCTATHUHC KOJIHUYCCTBO TEIHOCT.

Monotepanys 3a Bh3paCTHH M FOHOINK HAa ¥ Haj 12 roawmiza Bh3pacT

Jleyenuwero TpsGea ma 3amoyHe ¢ Ho3a OT 235 mg BCsSKa Bedep B NPOXNBLIDKEHME Ha eHAa ceIMHLA.
Josara TpsOra ga ce MOBHIIABA HA 1- UMM 2-ceMUYHM UHTEPBAJM C NOBHINEHHE OT 25 Wik 50 mg
OHEBHO, NPHIAraHo B ABE €IHAKBH JO3H. AKO NAUMEHTET He € B ChCTOSHUE Ja NOHECe NpeiioKeHaTa
CXeMa Ha NOBHIIABaHE HA J03aTa, MOXE JAa ce H3NOI3BAT NO-MallKH MOBUIIEHMS WIH HO-IBJITH
HUHTepBany MeXIY NOBUIIaBaHIATA Ha Ao3ara. [loBUmaBaHeTo Ha fo3aTa TpsAbBa Ia e chobpa3eHo ¢
KIIMHAYHATA KapTHHA.

IIpenopryBanata HauajgHa NpHUENHa J03a 3a MOHOTepanms ¢ TonxpamaT TeBa npH BE3PACTHH €
100 mg nHeBHO, 2 MaKCHMaNIHaTa NperiopsUBada JHeBHa fo3a e 400 mg.

IIpu mpexpatiBaHe npueMa Ha CHOBTCTBAIUM aHTHENMHJIENITHYHH JEKapCTBa C LieN IpeMMHAaBaHe Ha
MoHoTepanus ¢ Tonupamar TeBa 6u TpabBano Ja ce 00BbpHE BHUMAaHHE Ha BB3MOXHHTE e(EeKTH OT
TAXHOTO CIIKpaHe BBPXY KOHTPOJA Ha npunageLmre. Axko OesomacHocTTa Ha NALMeHTa HE Hajara
OBp30 OpeKkpaTapane Ha Jpyra ChbIFICTBAIA AHTHEITWICTITUYHA TEPAaHHs, e NPEnopBYBa NMOCTENCHHO
HaMangBaHe Ha fO3UTE Ha CLITETCTRANATa Tepanus ¢ 1/3 Ha BCeKH ABe CeAMULIM,

Koraro nexapcrBaTa- HRAYKTOPH Ha CH3MMH ca CIIPEHY, HHBAaTA Ha TONMpPAMAT CE IOBHIIABAT. AKO
¥Ma KIHHAYHH II0Ka3aHus, MOXKE fa ce HajloXKy HaMaJIaBaHe Ha [03aTa Ha ToIMpaMar.

Tesu NMpenopbKU 32 KO3MPAHE ¢a BAMHIHM 32 BCHUKM BB3PaCTHM HAlHEHTH, BKIIOYWTENIHO H TE3H B
cTapuecka BE3Pact, P OTCHCTBHE Ha NPUApY:kasamo 650peuno 3abonspare (BX. Touka 4.4).

HousHHTENHA Tepanis 3a Bb3PacTHH M IOHOMY Ha B HaXl 12 rofuIiHa BE3pacy

Jeuenuero Tpgabea na 3amcyHe ¢ go3a o1 25 win 50 mg Tonupamat BCska Beyep B INPOALIDKEHHE Ha
enana ceamuna. Obmara JHeBHa 4034 B TO3M cliryyalt TpaOBa fa ce ysenuuasa ¢ MOBHILEHHS OT 25 mg—
50 mg Ha MHTepBanH OT eAHa WIM JBe CEAMHIM M TpAOBa Za ce IpHeMa B ABE OTHENHM J03U. AKO
NAalHeHTHT He © B CBhCTOAHHUE [a TOJEpHpa TAKHB PEKMM Ha NOBUHIABAHE HA 2103aTa, MOXE Ja ce
H3I10/I3BAT MO-HUCKH HOBHIIABAHMA WIH NO-ABATY UHTEPBAIM MEXKIAY OTICIIHHTE YBeIHYaBaHUs Ha
fo3ara.

IloBHIIaBaBeTo Ha J03aTa ce PHKOBOAU OT KIIMHMYHATA KapTHHA.

MunuMangata edeKkTHBHA /1033, JaBaHa N0 BpeMe HAa KIMHUYHU M3MUTBAHKL X BHUTEITHA
Tepanpa Oemie 200 mg [HEBHO. 3aToBa CE€ CUMTA 4€ TOBA € MHHHMAR g@nté_@ék’fﬁpﬁa Qpo3e.
Obnuaiinara nuesna gosza e 200 mg no 400 mg B nBe OTAENHH NO3H.




MaxKcHManHa e(puKacCHOCT ¢ €RHOKpaTHa AHEBH2 £03a. HiKoW INanpeHTH Moke Aa ce HYXKJasT OT
MaKcHManHaTa nHeBHa fosa ot 800 mg.

JleueHue 3a MUrpeHa Npy BE3PACTHH

Hosarta ce TUTpUpa IOCTENEHHO, KaTo ce 3aloypa 0T 25 mg Beuep B MPOXBIDKEHHUE Ha €[Ha CeNMUIIa.
Cnen toBa jo3ata Moxe ga OpAe MNOBMIIEHa € YBEIMuUeHWs OT 25 mg JHEBHO, NMPUiaraHo Ha
HHTEPBANIM OT IO €OHa CeAMMila. AKO MAaiMEeHTLT HE € B CHCTOSHHME Ja IIOHECE TO3M PEKHM Ha
IIOBUINIABAHE Ha J03aTa, MOXKe Ja C€ H3NoI3Bar NO-ABIrd HHTEpBANM MEXAY OTHCIHUTE
[IORMUIABAHVA Ha A03aTa.

IIpenoppuBanaTa qHeBHa no3a Ha TonupaMar Tepa KaTo JICHEHHE 34 MPOPUIAKTHKE HA METPEHO3HOTO
rnagobonue ¢ 100 mg qHeBHO, Npuiarado B JBe OTAENHU x03U. HAKOM ranweHTH MoxKe Ja noiydart
obnexyenne oT obma gHeBHa Ko3a ot 50 mg nperHo. [Ipu npunarane Ha mo3u no-sHcoku ot 100 mg
JHEBHO He ce HaOmomaBsaT AOIIBIHUTENHY OnaronpusaTHH edexty. Jlo3aTa 1 CKOpOCTTa Ha TUTPaLius
TpAOBa J1a ce chobpa3aBaT ¢ KITHHUYHUTE PE3YyNTaTH.

3a npo(MIaKTHMYHOTO JICYEHHE HAa MUIPEHA JUIICBAT JAHHHM IO OTHOWIEHHWE HAa €(UKACHOCT H
Oe30nacHOCT NpH ynoTpeda 3a NepruoA Mo-ABITEE OT WIECT MeCela.

[anuenTy ¢ 4epHoipoOHo Wiiu 6pOpeuHO YBpEeKAaHe
IIpy maupeHTH ¢ YMepeHO TEeXKO (KpeaTMHMHOB KIHpBHC 30-69 ml/min) M Texko (KpeaTUHHHOB

wmpeHe <30 ml/min) 6606peuso yBpexaaHe, ce HpEenoprpYBa Ja C¢ 3al0YHE C TIONOBHMHATA OT
obuyaiinaTa JHEeBHA A03a H Ja ce YBEANYAaBa ¢ N0-MajlK¥ CTHIKH U ¢ N10-0aBHA CKOPOCT OTKOJIKOTO €
obnuaiine. Kakro mpy BCUYKM HAHNUCHTH, CXeMaTa Ha TUTPHpaHe Ha Jlo3aTa TpA0Ba fa ce chobpasssa
C KIMHUYHUS PEe3YATAT, KaTO Ce uMa IPEBMJA, Ye 3a JOCTHraHe Ha CTAHHOHApHO ChCTOAHME (Sfteady-
state) cnen BCAKa NPOMSsHA Ha JI03aTa IIpY naleHTHTe ¢ Ob0pedHo YBpexaaHe MoXe Aa € HeoOxoaum
MO-OEIEI NepuoA oT BpeMe. IIpu mauueHTHTe ¢ yMEPEHO TEXKO M TEXKKO OBOpeuHo yspexaane, 3a
AocTHraHe Ha steady-state KOHLeHTpauuM Moxe Aa ca HeoOxomumu 10 mo 15 nHu, 3a pasnuka ot
nangeHTHTE ¢ HopMaiHa 6Gp0peuHa PpyHKIMS, 32 KOUTO TO3M nepHoa € 4 no 8 nuu.

Ilpu nanueHTH ¢ yepHOApOoOHO yBpeXxaaHe Tonupamart Tpadpa [a ce Ipuilara BHUMATENHO, ThH KaTo
KIIMPBHCHT Ha TONMHpaMar MOXE a € HaMaJieH.

{laruenTH Ha XeMOonuaAI3a

Toii xaTo TonupaMar ce OTCTpaHIBa OT IJJa3MaTa NOCPEACTBOM XeMOAUanu3a, B AHHTE Ha JHaJIH3a Ha
MalyeHTHTE TPAOBa Ja ce Ipuiara OMBIHUTENHA 1032 TOIMpPaMaT, EKBUBAJICHTHA NPpHOIH3UTENIHO Ha
TIIOJIOBMHATA OT MIpernophbuaHaTa JHeBHa Ao3a. JonmbiHuTenHaTa Ao3a TpiaOBa nNa ce Jasa B [Ba
OTHENHMA NpHeMa, B Ha4YaJOTO W NpH 3aBbpIIBAaHE HA XeMmoAvanmsara. JlombiHMTeNnHaTa n03a
TONHpaMar ce OIipesesid B 3aBHCHMOCT OT XapaKTEpHCTHKHTE M BHAA Ha AMANM3aTa Y U3NO0JI3BaHATa
anapatypa. Ilonobro Ha Apyry riallueHTH, THTPHPAHETO Ha J03aTa C¢ NpOBEXKAA B 3aBHCHMOCT OT
KITHHUYHHA OTroBop (Harp. KOHTPOI Ha TEPYOBETE, U304ArBaHe Ha HEXENaHUTE ePEKTH).

CripaHe Ha JIEYEHUETO
AHTHEeNNIENITHYHNTE CPEACTRA, BKIIOUHTEIHO TonHpaMar TpsdBa ga OpAaT CrikipaHd NOCTENEHHO, C

orjien Aa Ce MMBHMH3UpPA BEPOATHOCTTA 3a YBENHYaBaHe 4EeCTOTaTa Ha rppuyosere, Ilo BpeMe Ha
KAWHAYHE M3NHTBaHMA po3ure Osxa Hamansanw ¢ 50-100 mg AHeBHO Ha MHTepBaid OT eXHA
cenmuna. [IpH HikoM MalMEeHTH NOHIWKaBAHETO Ha Ko3aTa Oelue yCKOpeHo 0e3 yCIoKHeH .

4.3 FHipornBonmoxazaHHs

CepbxXuyBCTBHTENHOCT KbM Tomupamar Tera 200 mg: amypa 4depBeHO AC Jak WIH HAKOE OT
MOMOIIIHHUTE BEILISCTBA.
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NIpPEeOTBPATABAHETO Ha FEPYOBATA CUMNTOMATHKA IOCPENCTBOM TOIMHpPAMAaT IIpHU YCIOBHE, ue ce JaBa
3a TOYHaTa HHAWKAUMA, HaJ#eNnsBa Hag pucka oT Mandopmauud. IlpemoTBparsBaHeTO Ha
MHTPEHO3HUTE NPHCTBIIM obadye He onpaBgasa pHcka oT MandopMmanuu. ChenoBaTenHo, B
[OKa3aHKETO CH 3a NPOPUIIAKTHKA Ha MUTPEeHO3HH NPHCTHIM Tomupamar Tesa e npoTUBONOKa3ad II0
BpeMe Ha OpeMEHHOCT M NpU >XEHU C ACTepPOLeH IIOTEHLMak, ak0 He H3M0I3BaT edeKTHBHA
KOHTpalenuus (BX. To4ka 4.6).

4,4 Craennalsm Dpeaynpexiends H Ipeanasiy MepKH npn ynorpeda

Br0peyHo yBpexxnate

OCHOBHHAT NBT 32 CHUMUHMpaHe Ha TOMHpaMaT M HeroBuTe Metabonuty e mpes Oubpetinre. 3aToBa
IIpU MAUHEHTH C YMEPEHO TEXKO HIH TEXKO OBOpeuHo yRpexxaane € Heodxonumo BEUMaHMe. Ilopaau
3a0apeHaTa enuMUHAEA MOXKe J1a C€ pa3BHe HATPYNBaHE M Aa OTHEME MOBEYE BpeMe OT 0OMYaiHOTO
33 OCTUraHe Ha CTalfMOHapPHO CHCTOSHUE. THTPHpaHeTO Ha KO3aTa MOXKE Jia ce IIPOBEXAA C ITO-HHUCKa
ckopocT ot obHyaiinara (k. T.4.2).

Yrotpeba npu pera
HudopmanmsTa 3a ynorpedara Ha TO3M JIeKapCTBEH MPOAYKT Npy Hela rmoy 12 roguuiHa Be3pacT €
OrpaHUuyeHa.

Xuaparanys
ApexsaTnara Xupparauus mo ppeMe Ha y notpebara Ha TomupamaT Tepa e BakHa. Xuaparanusara

MOJKe 13 HaMaJId PYCKa OT pa3BHTHE Ha HedponuTrasa (BK mo-goiy). Jleuenuero ¢ Tonupamat Tepa
MOXEe Ja HaMalid H3MOTABAaHEeTO IVIABHO IipH Jelara., HIkoM M[EeHHOCTH Kato (H3HYECKHUTE
YIPaXXHEeHYS WM W3MaraHeTo Ha I0-BHCOKa TeMIepaTypa, JOKaTo ¢e Npuilara TOIMpaMaTr MOXe Ja
IOBHMLLIAT PHCKA OT Pa3sBUTHE Ha CBBP3aHM C TOIUIHHATA HEeXeNaHU peaknuy (k. Touxa 4.8).

Hedponuruaza

Hanuie e mopuiieH puck ot (¢opMmupane Ha OBOpeuyHM KaMbHH M CBBP3aHHTE C TOBa NIPH3HALM U
CHMIITOMH KaTo OBOpeuHa xonuka, Ooska B Onbpeuure nam symbamdHara obmact, ocoOeHO Ipu
HaUHEeHTH ¢ Npeapa3noNokeHue 3a HedponnuTHasa.

PuckoBuTe (paKTOpH 3a He(ponHTHAa3a BKIXOUBAT IpeAxoaHo dopMHUpaHe na OBOpEYHH KamMbyeTa,
daMuiiHa aHaMHe3a 32 He(IPONWTHAa3a M XWrepkanuuypusa. HUTO emus OT Te3H PHCKOBH (aKkTopH
obaye He MOXKe KaTerOpH4YHO Aa IpeAckake (opmupaHero Ha OBOpeYHM KaMBHH N0 Bpeme Ha
neyennero ¢ Tonupamar Tesa. Koraro Tomupamar TeBa ce H3MOA3Ba €QHOBPEMEHHO ¢ APYIH
AeKapcTRa IipeApasmnonarali keM HedpomuThasa (alleTazonaMmuj, TpuamrepeH, suTamun C > 2
g/MHEBHO) MOXE Aa IMOBUILY PHCKA OT pa3zpuTHe Ha Hedponuruasza. IJo Bpeme Ha ynorpebara Ha
Tonupamar Tesa Tpabpa Ja ce m30sarear mexapcrea NMomoOHM Ha U30pOCHMTE, KAKTO U KETOreHHA
JHeTa, Thil KATO T€ MOXE Jia Ch3AaJaT (PM3MOIOrHIHM 0OCTOSTENICTBa, KOUTO IOBHILABAT PUCKa OT
thopmupane Ha KaMbHH B OBOpenuTe.

TTommkagade Ha YepHROAPOOHaTa DYHKIMA
IIpy nmanumenT ¢ 4YepHONPOOHO yBpexxknaHe TonupamaT Tesa TpsOBa Aa ¢e npwiara ¢ IOBHILEHO
BHUMaHWe, ThH KaTO KWIMPBHCHT Ha TOMHpaMaT MOXKE ia € HaMaJISH.

Octpa MHUOTIMS 1 BTOPMYHA 3aKPHTOBIBIHE ITIAYKOMA
[Ipu maumenTd, nofyvyaBainy TomupamaT Tepa ce ch00laBa 3a I0fBa Ha BTOPUYHA 3aKPUTOBIBIHA

TayKoMa H ocTpa MMOMMs (BxX. CBIO Touka 4.8). JleyeHuHeTo BKIOYBA CHMpaHe HpHeMa Ha
TONUPAMAT KOJIKOTO € BB3MOXKHO I0-OBP30 IO IpelieHKa Ha JieKyBallMsa JIekap U NpeanpueMaHne Ha
CHOTBETHUTE MEPKH 33 HaMAJsIBaHE Ha BBTPEYHOTO HAISITAHE.

MerabonuTHa anunosa

Xunepxnopemuusa MetTabonutHa auunosa (T.e. IOHMIKaBaHe Ha cep
MO HOPMANTHUTE peQEepeHTHU CTOMHOCTH MpH OTCHCTBHE Ha pecriup
JIEYEHHUETO ¢ TonupaMmar. ToBa NOHWKEHHE Ha CEpyMHUS 6HK&p60Ha‘i'ﬁG
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efext Ha TOnMpamMar BBpPXY ObpOpeunHara kapOoanxuppaza. Karo nano, noHmxaBaHero Ha
OuxkapboHaTuTe ce HaONIOABA B HAYANOTO HA JISUEHHETO, MaKap, Y€ MOXKe Ja C& IMOSBU 10 BCHKO
BpEME B X0Ja Ha Tepanusra. 103H THIT NOHMIKABAHE Ce CHYyYBa YeCTo, HO ODHKHOBEHO € JIexo Xo
YMEPEHO TeXKO (cpeaHo noBwxasave oT 4 mmol/l npu go3u ot 100 mg UM mopeve AHEBHO NpHU
BE3PAcTHM NaUMeHTH M npubnusutenHo 6 mg/kg/ nHeBHO npu jdena. PAAKO NpH NaiMeHTHTE Ce
HaOmMoaBsa NoKHWwkKaBaHe 1o cToitHocTy moh 10 mmol/]. CecTosnus unu Tepanuy, npeapasmnoarany
KBbM anposa (kato 6s0pedHo 3abonsBaHe, TeXXKY NHXATeIHN HapylueHws, status epilepticus, naapus,
XUPYPruYHH HHTEPBEHLIMH, KETOTEHHA [HETa WM HAKOH JIEKAPCTBEHM MPOMYKTH) MOXKE Ja HMAT
aAUTHBCH €(EKT IO OTHOHICHUE HA ITIOHIDKABAHETO HA CTOMHOCTUTE Ha OHMKapOOHATHTE OT TONUPAMAT.
XpoHHYHaTa MeTaboJIHTHA alM032a ITOBHIIABA PHUCKa OT pa3BuTHe Ha OBOPEUHN KaMBHH.
XpoHUuHaTa MeTabONKTHA aAlIHA03a IPH AcHa MOXKe Aa IIPeIH3BHKa OCTeOMaIalkg (paxuT) U MOXe A4
3a0aBY pacTeka IpH OeLa.

HsmepBaHero Ha cepyMHLTe HuBa Ha OukapboHata ce npenopbhyBa IO BpeME Ha JIEUEHHETO C
TONMpaMar, OCODEHO INpH IMAIMEHTH CHC CHCTOSHUS WIM Ha Tepampsi, KOWTO IIpeapasroyiaraT KbM
MeTabONKHTHA anmuno3a. AKo MeraboJuTHATa aHuEo3a ¢ IOSBY M HNEPCUCTHpPa € HeoOXORMMO fa ce
obCHOAT BB3MOKHOCTHTE 3a NOHWKABaHe Ha J03aTa MIH CIHpaHe Ha JISYEHHETO C TOPHIAMAT
(u3r03BalKK NOCTEIICHHO HaMallgBaHe Ha A03aTa).

1IpOMEHH B HACTpOEHHETO / AempecHs

ITo Bpeme Ha nevenuetro ¢ Tonupamar Tesa ca HaOmrogaBaHM MNOBHUIIEHA YECTOTA HA IPOMEHH B
HacTPOCHHETO (BKMIOUUTENHO Aarpecus), ICUXOTHYHM peakuuu H genpecus (Bx. Touka 4.8).
Hammentute Tpadea ma Oppar HaOnronaBaHu 3a IPH3HALM Ha JENpECHUs U J1a C€ HACOYAT KbM
NOAXOMALLO JIEYeHHnE, ako € HeoDXOAUMO.

Onuty 3a caMOYOHHCTBO

Ilo Bpeme Ha nBoHHO-clAna ¢aza Ha KIMHMYHHA M3NUTBAHUS € TONMHpaMar Npd OooOpeHH U
W3CNeABaHH HHIUKAIMKH HeyecTo ca HalIoJaBaHy ONMUTH 3a caMoyOumicTBO (BXk. Touka 4.8). B
CHOTBETCTBHE C NpaBWiaTa Ha poOpaTa KHMHWYHA NPaKTHKa, IMalUSHTHTE ¢ aHaMHe3a 3a ACIpecHs
WY ONMTHU 3a camMoyOuiicTBO Tpsadra na ObJaT BHUMATENHO HaOMIOAaBaHu, 0COOEHO B HAYalIOTO Ha
TepanuaTa. llauueHTHTe WIM XOpaTa, KOMTO Ce TPWMKAT 3a TIX Tpsbpa Aa ObHaT NOCHBETBAHM
He3a0aBHO [ia NOTHPCAT JIEKAPCKU CHBET, aKO C€ IMOABAT MUCIH 34 CaMOyORICTBO.

IpodunakTyka Ha MUTpeHa IPY BE3PACTHU

anuentr Ha NpoxkkuTenHa npodmwiakTKa Ha Murpesara ¢ Tonupamar Teea Tpabea na 6baar
CHCTEMHO TIpeTerNIIHH H Jia ce HabmropaBaT 3a 3aryba Ha Terno. AKO ce YIOABH IJIMHUYHO 3HaYuMa
3aryba Ha Terno, e HeodXouMo Na ce 00CHAHN CIHpaHe HAa NeUEHUETO.

OrcnabBane

Ilo BpeMe Ha KIMHWYHY W3MHUTBAHMA NIPH DOApacTBalyyd fena e Hadmogasana 3aryba Ha Terjio Win
OTCBCTBHE Ha NOKauBaHe Ha Ternoto. Ilpernoprusa ce MOHUTOPHPEHE HA TEJESCHOTO TEIJIO, AOKATO Ce
nojnaraT Ha Jeyenwe ¢ Tomwpamar Tepa. Ilpu nmaupeHTHTe CBC 3aryda Ha Teryno IO BpeMe Ha
neyeHneTo Tpadea ya ce HMa NpeABHA AONBIHUTEIHO XpaHeHe.

HoMoilHEH BelecTra
Tosu nekapcTBeH mpoOAYKT CHABPXKa AakToza. IlanpenTuTe ¢ peAxkd HacjeNCTBEHM mnpobreMu Ha

rajlakTO3Ha HEMOHOCHMOCT, Lapp nakrazeH AeHUMT MM IIIOKO3HO-TAlaKTO3HA MasiabcopOuys He
TpsibBa Ja IIPUEMAT TO3H JIEKAapCTBEH NPOIYKT.

200 mg: TO3W JEKApCTBEH MPORYKT CHAbpxKa amypa uepBeHo AC (E129) u moxe na npenussrka
aNepruuHy PeaKIiHi.

Ederxtn Ha Tomupamart Tesa BEDX TH AHTHEeOHASOTHYHH JeKapcTRa
HobapsHeto Ha Tonupamar Tesa xpMm kapOamMa3senuH, BailpoeBa KUCENWHA

MalibK UJIN HAMA 8(1)61(’1‘ BBPXY TCXHHTES ILNia3MEHI KOHIICHTPAaHMHd B CTAlIHOHa E.E‘
Cra
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state). IIpn HAKOM NanpieHTH JICYSHHETO C TONUpaMar i (PeHHTOHH MOXKe Jia JOBEAE A0 HOBHINABAHE
Ha I1a3MeHaTa KOHLEHTpaiysa Ha (PEHUTONHA. 3aTORa, IIPY TALHICHTH CBC CHMIITOMH Ha (PEHHTOHHOBA
TOKCUYHOCT Tpa0Ba Ba ¢€ MOHATOPHPAT INIa3MEeHUTE KOHLEHTPALMH Ha (DeHHTOHHA.

EdekTH Ba ApYTH aHTHeNHACOTHYHY JeKapcTea BepXy Tonmpamar Tesa

ITo BpeMe Ha €XHOBPEMEHHOTO jieyeHHe ¢ (PEHUTOMH MWK KapOamazelHH ILIasMeHaTa KOHNESHTPaLks
Ha TOMHpaMaT C€ IOHIDKAaBa, BEPOATHO MOpaaK YCKopeH MeTabonu3bM. JoOaBsHeTO Wil CIUPAHETO
Ha ($EeHUTOMH WK KapbaMazenmuH KbM TepamuATa ¢ TONHMpaMaT MOXKE Ja HaIOXKH ajalTdpaHe Ha
IXO3ara Ha IocieqHus etan. Topa TpaOBa Xa ce NpaBy A0 NOAYYAaBaHE Ha KIIMHHYCH e(eKT.
Ho6aBaHETO HIM CHHPAHETO HAa BaJNIpOeBa KHCEIHHA HIH JAaMOTPHTHH HE BOAM AO KIIMHHYHO
3HaYMMHA [POMEHU B IUIA3MEHHTE KOHLIGHTpAallMH Ha Tomupamar. [Ipx manueHTtH, JIEKYBaHHd C
TOTIMpaMar , JOKaTo IPHEMAaT CHIIO M BAIMPOAT HWIH APYTM aHTUETIMJIENTHYHH JIEKapCcTBa PAAKO ce
MIOJTyuaBaT chOOLUEHNA 3a eHledhanonaTis ¢ Uiy 6e3 XunepaMoHHEMHUA.

EQ}{I‘H BB&HMOQBﬁCTBHH C JICKAPCTBCHH IIDOAYKTH

Huzoxcun:

IInomsra moxm kpusara (AUC) 3a egna no3a gurokcud HamansBa ¢ 12%, nmopagu eqHOBPEMEHHOTO
NpURoXKeHWe Ha Tonupamar. Korato nanuMeHTHTe ca JISeKYBaHH €HHOBPEMEHHO C JUIOKCHH H
TONMpaMar, CepyMHHST NUIOKCHH Tpia0Ba Ha ce MOHHTOpHpa BHuMaTearo. CwlnoTo Tpsabea za ce
IPABH ¥ NPY MIPEKTPATABAHE HEUSHHUETO C TOIUpaMar.

Konmpayenmugu.

B enHo m3nuTBaHe 3a (PapMaKOKHHETHYHO B3aHMOISHCTBHE IIPH 34paBy A0OpOBOJILH MOHOTEpAIIHATA
¢ TonyupaMatr B Ao3u Mexay 50 mg nueHo W 200 mg gHeBHO He npomens excrtoznnusra (AUC) Ha
CHI'PTCTBAILOTO MpIWIaraHe Ha NepopaiHy KOHTPALeNTHBHY (ChIbpXalM 1 mg HOPETUCTEPOH U 35 mg
CTHHHIIECTPaHoi). B npyro u3nuTBane obaye eKCHO3MIMATa Ha €THHUIECTPagUoN bele SHAYUTENHO
noHwxexa npH go3u Ha tomupamar ot 200, 400 u 800 mg nuesno (18%, 21% u 30% croTBETHO),
KOraTo ¢e JaBa KaTo AOMBIHUTENHA Tepariys NpH NManyeHTd IpUeMally BajllpoeBa KUCEIMHA, OKaTOo
eKCIIO3MNMATA HAa HOPETHCTEPOH OCTaHa HenpoMeHeHa. KIMHHYHOTO 3HaueHHE Ha HaOMIONABaHUTE
IIPOMEHH HE € M3BECTHO. PHCKBT OT NOHIDKEHA €(PHKACHOCT HAa KOHTPALEHTHBUTE M IIOBHILIEHA
BEPOATHOCT OT KbPBEHe TPpAOBa na ce uMa npeisuji npu NalnueHTH, NpHeMallli eCTpPOreH-ChAbpKallH
KOHTpaUEITTUBHY NPOTYKTU ¢ TomupaMat. IlaluenTH, KOUTO IpHEMAaT NEpPOpaIHU KOHTpAaLeNTHBH,
ChIbpIKALK ecTporesn TpsaOBa Aa ObzaT MH(POPMHpPaHH Aa chOOIIABAT BCAKA NPOMSIHA B Xapakrepa
HA KBPBEHETO Ha TeXHMA JIEKyBalll JIEKap.

Xuopoxnopomuazuo (HCTZ)
XBApoxXIOpOTHA3K TOBHILABA EKCHO3MHUATA Ha tonupamar ¢ npubnusutenHo 30%. Kiiuangnoto

3HAYEHHE HA TA3W NPOMSIHA HE € M3BEeCTHO, HO J00aBgHETO Ha XHAPOXJIOPOTHA3HA KbM TONHpaMmar
MOJKE Ja HAJIOJKHM KOpPeKId Ha Jo3aTa Ha Tonupamar, PapMakOKUHETHKATa Ha XUAPOXAOPOTHa3HE HE
ce NPOMEeHst 3HaUNTEIHO OT CHhIIFTCTRALOTO IPHWIOKEHHE HA TonupaMar. PesyaraTure oT KIMHHYHO-
TabOpaTOPHUTE H3CJIefIBaHUS NOKA3BAT IIOHIDKABAHE Ha CepyMHUS Kainuil crnel nNpuiaraHe Ha
TONHpaMaT MM XUAPOXJIOPOTHA3MJ, KOETO € IO-U3pa3eHO KOraTo JABaTa NPOAYKTa C€ IpMIarar
eTHOBPEMEHHO.

Memdoprtun

[IpoBeeHO e HHTEepaKTUBHO IPOYYBaHe NpU 35paBu JOOPOBOALM OLiEHsABa (PpapMaKkOKHWHETHUKATa IIPH
CTALIMOHAPHO CBCTOsSHME (steady-state) Ha MeTgopmuH 500 mg npwirarad jsa NBETH HHEBHO H
tonmupaMar 100 mg aBa NMBTH JHEBHO B INIa3MaTta, KOraro MeT(hOpPMHH M TONHMpaMaT ce Npuiarar
eqHOBpEMEHHO. PesyntaTyre OT TOBa NIPOYUBaHe 1I0Ka3BaT, ue cpeAHuTe CTOMHOCTH Ha Cp, U1 AUC,.
12n ¢ mopuasat ¢ 18% u 25%, noxaro cpennara CL/F ce nonwkasa ¢ 20%, mh&eii;tbopMHH ce

pyunara egHOBpeMEHHO ¢ TonmupaMar. KIIMHUYHOTO 3HaYeHue Ha ede L ’ﬁ\’FHth T, BBPXY
T
cdapMaKOKHHETHKaTa Ha MeT(OpMUH He € u3BecTHO. Ilepopannusr a3 H‘_\Rm-f“ PBHC, C H ‘Eanqgamar
R LS
H3TTIEXKAa € MOHIDKEH, KOrato ce npuiara ¢ Metgopmud. CreneHra H i;\f%g CTHa.
KAnHEYHOTO 3HaveHHe Ha edekTa Ha MeTdhopMHHA BLPXY dapMakoKH TODH e e
i
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u3BecTHO. Koraro tonupamar ce nobaBs Uy cIidpa MpH MAnNWeHTH Ha JIedeHHEe ¢ MeT(QOPMHH, KbM
00HualitHOTO MOHWTOpPHpPaHe € HeoOXOAMMO Aa ce MOAXONH C IOBHINEHO BHHUMAaHHE, 3a aJleKBaTeH
KOHTPOJ Ha ChCTOSHMETO Ha 3axapHus quaber.

Bzaumooeiicmeus ¢ anxoxon

IIpu emHOBpeMeHHaTa YIIOTpeba C aNkoXOji MOXEe JA Cce IOBHINAT €(QeKTHTS BhpXY NEHTpanHaTa
HepBHa cuctema. IlpenopruBa ce Tonupamar TeBa Ja e ¢e H3M0I3Ba B KOMOWHALMA ¢ anKOXOJI HAK
LpYyFH JieKapctBa, noTrckamu LIHC.

Huoznumazon

DapMaKOKWHETHKATA HA TONUPaMaT B CTALMOHAPHO CHCTOSHHME He Oelle MOBIUAHA B 3HAYMTENHA
CTENIEH OT €QHOBPEMEHHOTO MpHAaraHe Ha IMOMIMTAa30H. TolHMpamMar Npedu3BHKBa BIOLIABAaHE HA
eKCIIO3MLIMATA HA MHOTNNUTa30H ¢ 15% W Ha exclmosunmsaTa Ha aKTUBHUTE (HO IFO-MAJIKO MOIIHH)
XHIPOKCH~ i KeTo-MeTabonuTH Ha nuoriauTaszoH ¢ 16 u 60%. KnduniHoTo 3HadeHue Ha T34 (PaKkTH
He € u3BectHo. Koraro TomupaMmar ce podaps WX cOMpa KbM JIEUeHHE C ITHOTAMTA30H WM
MUOTRUTA30H ce No0aBd HAM Clypa OT JiedeHWE ¢ TONMMpAMAT, € HeoOXOoOuMO KbM PYTHHHOTO
MOHUTOpYpaHe Ha MALMEHTHTE Ja ce MOAXOIH ¢ NOBHILEHO BHUMAaHUE, 33 OCHIYPSBaHe Ha afeKBaTeH
KOHTPOJI Ha 3aXapHusd auader.

Lunmuazem

TonupaMmar B n03a ot 150 mg AHEBHO penyiypa eKCIO3HUMATa Ha AUITHA3EM H HEroBus MeTaGoIUT
ne3-aueTwn puitvazeMm ¢ 25% u 18% cBhOTBETHO, HO He MPOMEHS eKCIO3HIpATa Ha metabonurta N-
peMeTHN yunTHaszeM. EQexTsT Ha Tornupamar Moxe Aa ObAe NOo-fCHO M3pa3eH IIpH IIO-BUCOKH JIO3U.
JleyenueTo ¢ OWiITHA@3eM IOBUIIABA €kCHo3uuuaTa Ha TomnupamMar ¢ 20%. EdexTst Ha RWiITHa3eM
MoOxKe Aa OpAe Mo-BHCOK KOraTO TOMMpaMaT ce H3MOi3Ba B KOMOMHaIMs ¢ APYTH AHTHEHHICIITHYHI
JEKapCTBA.

Tubenznamud (znubypuc)

CHNBTCTBANIOTO JIeUeHHE ¢ TONHUPAaMAT, KOraTo 03aTa ce MOoBMIuaBa 0aBHO 3a IIOBeYe OT 5 ceMHUNY U
ce nogabpxka Ha 150 mg auerHO B NpoammkeHHe Ha 1 cemMMLA, BOAM 10 HamaneHue ¢ 25% Ha
roiomta ox Kpueata 3a rmubypun (AUCy,) u yMepeno HaMansBaHe B CHCTEMHATa eKCMNO3MLKi Ha
aKTHBHUTE Merabonuty, 4-Tpasc-XuApokcurnuOypun (M) u 3-uuc-xuapoxeurnubypun (M2)., He
MOKe Aa ObJe H3KIIOYeHa BEepOATHOCTTA €(deKTHT Ha TOIMPaMaT ha € MO-ACHO W3pa3eH IIpH Io-
BHCOKH A03H. DapMakOKMHETHKaTa B CTALIMOHAPHO CECTOsHME (Sfeady-state) Ha TONMUPaMaT OCTaHa
HenpoMeHeHa OT CHIBFTCTBAIOTO Npuiarase Ha rubypun. Korato xeMm repanuara ¢ mmbypra ce
n06GaBgd MAM cnupa TomHpaMaT U oO0paTHOTO, KbM ODHuAltHOTO MOHUTOpHMpaHE Ha MALUEHTHTE 32
afleKBAaTEH KOHTPOJI Ha 3aXapHus fAuader TpaOBa j1a ce IPUCTHIIBA C NTOBHIIIEHO BHUMAHHE.

JIumuii:

TIpw 3apasu gobpososiny Hewe Habmozasana penykuusa (18% 3a AUC) Ha cucreMHara eKCIo3HLIHA
3a JIUTHS 110 BpeMe Ha €HOBPEMEHHOTO npunoskenye ¢ TonupaMar 200 mg nueBHO. [Tpy nauyenTH ¢
bunosapHo pa3cTpoicIBO, PapMaKOKHHETHKATA Ha JINTHA OCTaHa HEIIPOMCEHEHA 110 BpeMe Ha JISHCHHE
¢ Tongpamar B Ao3u or 200 mg AHEBHO, BENpPEKU, Y€ ciell 03X Ha Tornupamar Ao 600 mg AxeBHO
Oellte HaOnIOAaBaHO MOBHUIABAHE HA cuCTeMHaTa ekcnosuiug (26% 3a AUC). Ilpu eguOBpeMeHHO
NPHIAraHe € HEOOXOAUMO MOHUTOPHUPAHE HA NHTUEBUTE HUBA.

Honwvruumennu npoyueanus Ha QAPMAKOKUHEMUYHUME 83AUMOOCUCIGUS
Tonupamar Tera He npoMeHs €KCIO3ULOMATA Ha aMUTPUNTHAMH. Bce nmak TomMpamar HOBHIIABa
eKCIIO3UHMATA Ha aKTHBHUA MeTabonut Ha amurpuntany, HoprpuntwmH ¢ 20%. Kauaumgnoro
3Ha4YE€HME Ha TORa He € U3BECTHO.

Tomupamar Tepa He MpOMeHA EKINOZUIMATA Ha Xanonepunaon. Bruhopexku
TONIHPaMAaT ITOBMINABA EKCHNO3WIMATA HA AKTHBHHA pexylUHpaH Xanome
KommHu4HOTO 3HayeHHe Ha TOBAa He € M3BeCTHO. Mexny Toripd Y
NUXHAPOECPrOTaMMH HiTH MTO30TH(DEH HiMa (PapMaKOKWHESTHIHHE B3aNMOJA "g'[“




Tomupamar Tera He mpoMens (papMaKOKWHETHKAara Ha CyMaTpuirTaH (MIpHjiarad HepopaiHo HIH
HOJKOKHO).

IOTeHIIHANHH B3aUMOISCTBHS., KOWTO HE Ca IPOYUBaHHU

Tonupamar naxubupa ensuma CYP2CI9 u moxe Aa nopnuse Jpyrd aKTHBHH BEHIECTBAa, KOHTO Ce
MeTa0ONHU3ApaT OT TO3H €H3UM, KaTo JuazenaM, UMHIpPaMHH, MOKIOOeMUA, NIPOryaHui, OMeNpason.
Bce pak, ToBa He € IPOYYEHO.

ExnospemenHus npeM Ha KapOoaHXHApPasHY HHXHOMTOpH (KaTO CYJITHAM, LOHU3aMHA) M TONHPaMaT
HE € H3CIeABaHO B KAMHUYHH npoyuyraHusa, KomOuHaluaTa OT Te3H JIEKapcTBa MOXKE Aa YBERUUH
HEXENIRHUTE peaKiyH, nopaau HHxuOupase Ha KapOoaHXuapasara.

4.6 bpemeHHOCT M KbPMEHE

bpemennoct

Crer ynorpe0ata Ha HAKOU aHTHETIMISITTHYHH JICKAPCTRA, Npe3 MBPRH TPUMeCTHp Ha OpeMenHoCTTa
e HabJIoNaBaHa MOBHILIEHA YECTOTa Ha MajngopMandd (ManopManusd Ha JHCTATHHTE KpaiHHLH H
KpaHuc-hananiy Mak(opMaliii, CbpAS4YHA HEAOCTaTBYHOCT).

KoMOKHMpaHOTO JleyeHHEe M3riIe)kAa NOBHINaBa pucka oT MandopMalMs M 3aTOBa € BaXXHO, KOraro ¢
BB3MOXKHO J1a C& M3M0I3Ba MOHOTEpAH.

VcranoBeHo e, ye Tonupamar TeBa MMa TepaToreHeH edeKT B IPOYYBRAHUTE BUIOBE (MHILUKH,
IUTEXOBE H 3ai1d).

¥pu misxose Tonupamat Tepa npeMyHAaBa niallcHTapHata Oapuepa.

JeHH, KOUTO € BEpOATHO Ja 3a0peMeHesT WM ca ¢ AETePOoJeH IOTeHIUan TpsOBa Ja ¢e KOHCYJITHpar
ChC clienuanucT. Ha >XKeHuTe ¢ AeTepolieH NOTEHHMall ce IpernopbyBa Ja H3MON3BaT aJIeKBaTHA
KoHTpalenuus. KoraTo »xeHara IimaHupa pa 3a0pemenee, TpsbBa na ce o0chad OTHORBO
HeOoOXOAUMOCTTA OT AHTHEIMUIENTHYHA TEPanHs.

Enunencus

o MoMmenTa HaMa npoyupanms ¢ Tormupamart Tepa npu OpeMenHH yxeHu. Bee nax, Tonupamar Tesa
TpAOBa fa ce H3MON3Ba II0 BpeMe Ha OpeMeHHOCT, caMO axe IMOTEHLHANHATA II0N32a HAaAXBEHpAA
MOTEHIHAJIHHS PHCK.

OT NOCT-MapKEeTHHIOBMSI ONUT HMMa CHOOMIEHMS 3a Cilydad Ha XUWrocnagus, HaONlrojaBaHu IpH
HOBOPOASHH MOMYETA, KOUTO ca OMIIM U3JI0KEeHM Ha TONMpaMar in ufero, MM KaTo MOHOTEpanus, Wil
KaTo AOIBJIHHTENHA Tepanus KbM APYTH aHTHerIentHuHu copencTea. He e ycraHoBeHa nanu
CHLUIECTBYBa NIPUYHHHO-CICACTBEHA BPB3Ka ¢ yNIoTpedara Ha ToIMpamar.

Axo ofaye mpouiIaKTHKaTa Ha I'bpUYOBETE € HapylleHa WX IpeKpaTeHa, TOBa MOXKE Ja NoBeAe A0
3HAYWTENEeH PHCK, KaKTO 3a MalikaTa, Taka ¥ 3a I10J2, KOHTO BepOATHO € IT0-CEPHO3EH OT pHCcKa 3a
mandopmMauus. ITo BpeMe Ha OpeMEHHOCTTa, aHTHENWIECIITHYHATa Tepars TpsOBa xa ce Impedvcea
KaTO Ce HMa NMpeABU Ka3aHoTo [f0-rope.

IIpodunakTika Ha MUTpEHa

JleueHnue 3a rpo@IUTAKTHKa Ha MUFPEHO3HM NpUCTHIU: Tonupamar TeBa € NpOTUBOIIOKA3aH 110 BpeMe
Ha OPEMEHHOCT ¥ IPH KEHH ¢ JeTEPOASH NOTCHUMAN, KOMTO He U3ION3BAT e(peKTHBHA KOHTpaneHiys
(8. TOuka 4.3)

JlakTauus
Tonupamat Tesa ce exkckperupa ¢ kppMata. Manek Opoit HabaIOneHN TI0Ka3BaT, Y€ ChOTHOWEHHETO
KkppMa/fnasma € 1:1. xaTo ce uMa NpeiBUE IOTEHLWMANHHS BpeleH e(eKT BB pﬂea@p@%:o,

KBEPMEHETO HE Ce IPeriophuBa, ako IpH Maiikara e HeoOXOoauMO IIPOABIDKHTENH /npqeﬂpie th7
,»*




4.7 Edexrn Bbpxy cuocobnocrra 3a mogupane 1 padbora ¢ MANIUHHA

Tonupamat Tera noenusiea B 3HAUHTENHA CTENEH cnOCOOHOCTTA 3a 1odupale U paboTa ¢ MalllHHK.
Tonmpamar Biysie BBPXY LEHTpallHaTa HepBHA CHCTEMAa M MOXKe Xa IpeIu3BHKA MOABATA HAa
CBH/IMBOCT, BHEHE HA CBAT W JPYrd CBBP3aHM C TOBA CUMOTOMM M 34TOBA MOXKE Ja IIOHIKH
BHUMAHUETO, HEoOXOAMMO 3a JABHrarelnHu HeHHoctH, ToBa TpsOpa Fa ce HMa NpenBHi Harp.
Ioprpane WK paboTa ¢ Malll¥HY.

4,8 Hexenanu JiekapcTBeHN peaknun

MHnoro uect (< 1/10);

Yectu (> 1/100 u <1/10);
Heuectn (= 1/1 000 no < 1/100);
Penxu (= 1/10 000 to < 1/1 000);
Mmuoro penxu (< 1/10 000)
HeussectHy (decrorata He MOXKe Ja OBl H34HCIIeHa OT HAJIHYHUTE JaHHH),

ITpodunsT HA HeXelaHMTE peakuMd 32 TomupaMar ce Oasupa Ha zanuaure or 1 800 namueHTH B
KIHHUYHE H3IIUTBAHHA.

NOAKOXHHUTES TEKaHM

Cucmemo-opzauna | Mnozo vecmu Yecmu Hevecmu Peoxu
rnacuguxayus
Hapymenus Ha AHemus, Heyrponenns
KpBBTAa M JuMQHATA €IIHCTAKCHC,
cucreMa nypuypa,
JICBKOIICHHS,
TPOMOOITUTOTICHIIS
Hapyenus Ha | Atakcus, Tpemop, XHUITOKHHE3HMSA,
HepBHATA CUCTeMa  |IapecTe3ud, HapyIHEHHUs Ha | CTYIIOP
TOBOPHHU KOOPAUHALUATA,
HapyBIEHUs, IPOMEHU B
a(pazus MIOXO/IKATA,
HUCTA'bM,
H3BpaTEH BKYC
Hapymenris Ha | Jlunnonus, OcTtpa Muonus H
OKOTO HapylIeHne BTOpHUYHA
3PESHUHETO 3aKpUTOBIBIIHA
rJiaykoMma, Oojka B
OKOTO
PecriuparopHu, Jucnnes
IPBAHI 7
MeIHACTHHAITHH
HapyHmeHus
Hapymenus Ha KoncTunanms, Huapus,
CTOMAUIHO-YPEBHHUS KopeMHa OoNnKa  |HMOBpBIMIAHE M
TpaKT CYXOTa B ycTaTa
Hapymenns Ha HukoHTHHEHIUS,
OBpOpeuuTe 71 HedponuTHasa
NHKOYHHTE NBFTHIIA R
Hapymenus Ha Anonenuus DonUKYAUT H fﬁm
KOKaTa 1 IPYPHTYC




Hapymenus Ha|3aryba na Temio | MertaGonuThHa
meTabonusMa H anuao3a
XpaHeHeTO
OO0uru Hapymenus 1| CBETOBBPTEXK, Ckenerna ©Oonxa
edeKTH Ha MSICTOTO|cCIadocCT, Anepriaa
Ha IPUIOKEHHETO | CHHIIUBOCT, peaxkuus,
HEPBHOCT, Oe3crHue
ri1apoboiue,
rayicHe
XenaroOHIBapHu Iosumenue  Ha
HapyIeHUS YepHOAPOOHUTE
€H3UMH
Hapymenus Ha [Tpomenu B
BBH3NPOU3BOAUTENHA MEHCTPYAJTHHUSA
Ta  CHCTEMa U UKL,
I'bpAara HMIIOTEHTHOCT
[Icuxuynn 3aTpyaHEHHS BAnarus, acrenus, | XamonuHanumy,
HApYIISHHS I1aMerTa, eydopus, JTHYHOCTHH
aHOPEKCUS, eMOLIOHAIHA TipOMEHH,
00BpKBaHE H | T1aOHIHOCT, CYHIIHAHE HACH
IICUXOMOTOPHO kAT, ¥ onuTH  3a
3abaBdHe, KOTHHTUBHH caMoyOHRICTBO
Jelpecus, npobnemu,
IIPOMEHHK B | HOHIDKEHO
KOHLEHTpauuaTa, |aubunuo,
TPEBOXKHOCT arpecHBHU
peaKkuHy, NCHXO3U
UAH  TNICUXOTHYHU
CHMIITOMH

Ilpy manyeHTy, TPeTUpaHH C TOMUpaMaT KaTo HOMBJIHUTENHO BKIIOUSHA Tepamuid, € cbhodlieH
npubmuzurenso 1 ciyyaii Ha TpoMbo-emOonuyno ¢ebutne Ha 100 nauuenTH, 3a rogusa. I 'onamMa vacr
OT TAX ¢4 NeKyBaHW 3a IOBeYe OT IIOJIOBHH IOJIMHA M MMAaT IIoBe4e OT euH puckoB (axtop. He e
yCTAaHOBEHa BpE3Ka ¢ TONMHpaMar.

Twit kaTo TOnMHpamaT Hal-yecTO € MpUIarad eJHOBPEMEHHO C APYrH aHTHEeNUAENTHIHN CpelICTBa, €
TPYIHO Aa ce ONMpeJIeTH KO OT TAX ¢4 CBBP3aHU ¢ He)KeJlaHH peaKLyH.

KauecTBeHO, THIIOBETE HEXENaHM peakUWH, HaOlMoZaBaHM NP KIMHMYHH M3IUTBaHHA C
MOHOTeparn s Karo uano 61xa mogoOHU Ha Te3u, HaONIOAaBaHH 10 BpeMe Ha IJIMHUYHH U3NHTBAHHA
KaTO JONBJIHHTENHA Tepanud., C M3KIIOUEHHE Ha FapecTe3usTa M OTMaJHANOCTTa, TE€3H HEXENaHK
peakuuH Osxa cpodmienr B moAoOHA WM IIO-HHCKA YECTOTa IpH KIMHMYHUTE M3NMTBaHHA C
MoHOTepanusa. [Io BpeMe Ha ABOVMHO-CNIENH KIHHHYHH U3MUTBAHWS KIHHUYHO 3HAYHMUTE HEXeiaHU
peaKuMH, NOABABAINM C€ C 4YEeCTOTa INC-BHCOKAa OT MAM €KkBHBaleHTHA Ha 10% mnpu Be3pacTHH
HaUHeHTH, JIKYBaHH ¢ TONMpaMaT BKJIIOUBAT IapecTesHs, rinasobomue, OTIaaHaNoCT, BUEHE HA CBAT,
COMHOJIEHTHOCT, 3ary0a Ha TerJio, rajieHe 1 aHOPEKCHAL.

Ot MapKeTHHrOBHUA ONNT TIPH NALHCHTH, JEKYBAHM ¢ TOIMpaMaT ca MOJYyUYeHH PeaKd chOOIIEHHs 34
IOBHIIABAHE HUBATA Ha YepPHOAPOOHHUTE eH3UMH, MeTabOoNHUTHA aupo3a ¥ H30JIMpalHl ChoOIIeHHs 3a
XenaTuT M YepHONPOOH2Z HEAOCTATBYHOCT, KAKTO M KOHBYJICHH CHAEJ CIIHpaHe Ha JIEYSHHETO C
TonHpaMaT (HOpH MW INpH HanueHTH Oe3 anamHesa 3a enuierncud). [Jadn

HUBO Ha OuxapOonata (BX. cpmo T.4.4). Ilpu ynorpebara na TOomHpa
CHODLICHHS 38 ONUrOXHApPO3a, NOHAKOTA NPUIpPY)KaBaHa OT CHUMIITOMH



T'onsmara yact oT Te3M cpoOUIEHHA ca npH Aena. CyHuyaHO-CBBDP3aHH CHOOIISHMS Ce TONYYABAT
HeuecTo (BX. Touka 4.4).

TTonmyvyeHu ca wzonupaHM CHOOWIEHWS 3a OYJIO3HH KOXHYM M JIMTABHYHH peakiud (BKIHOYMTENHO
epuTeMa MyaTHQOpMe, TNeMQuryc, cuagpoM Ha Stevens-Johnson ¥ TOKCHYHa emMASpMaliHa
Hekponu3a). B mo-romamata cé wacT Te3H CBOOLIEHHS ca NPH MaUWeHTH, NpHeMany W IpYrH
NIEKapCTBa, KOUTO CBILQ CE CBBP3BAT C NOogBaTa Ha OyHNO3HH peakIHK HA KOXKAaTa M JIHTaBHLHTE.

Ipu nmanuertH, JHeKyBaHH ¢ TONMpaMaT MMa PeAKH ChOOLIeHHs 3a pa3sBHTHE HAa OCTpa MHONKA H
BTOPHYHA TECHO-BI'BIIHA IVIaykoMa (Bx. ¢hINo Touka 4.4). CHMIOTOMHTE BKIIOYBAT OCTPO HAYAIO C
HAMaJIBaHE Ha 3pHUTeNHaTa OCTpoTa H/MMH ovHa 0JKa, THIIHYHO B paMKHUTe Ha 1 Mecel[ oT HayanoTo
Ha Tepanuira ¢ ToNnupamar. 3acarar ¢e KakTo Aelid, Taka ¥ BE3PAcTHH NaldeHTH.

Or IHOCT-MApPKETHHIOBHA OIIMT Ca JIONYYCHH MHOro pPeiaKH C’BOGU.IEHHH 3a IIPEXOAHA CIIETIOTA.
B'LHPGKH TOBa, [IPHYHHHO-CHACACTBEHA BPB3Ka € JICHCHUCTO HE © YCTAaHOBCHA.,

ITo BpEMC Ha JBOHHO-CJISHH KINHWYHY H3NWTBAHHUSY YECTOTATA HA CBBP3aHKTeC C O03aTa HOXKCIaHH
PEAKIUH KaTO LIAJIO Oeille MO-HHCKA OT KOJIKOTO IIPDH H3IIHTBAHMATA 334 CITUIICIICHA, TOH KaTo 10 BPEMC
Ha KIITHHHYHHTE H3ITMTBaHHA 32 MUT'PEeHA €A H3II0JI3BAHH It0-HUCKH JO3H,

4.9 Ilpenosnpane

Cpo0maBaHo € 3a npefo3upaHe ¢ TondpaMar. [IpH3HauTe 1 CUMIOTOMHTE Ha MpeHo3HpaHe BKIIOUBAT
CHHJIMBOCT, TIaBOOONNE, TOBOPHH HapylieHUs, 3aMbIMICHO BIDKAAHE, AUILIONHSA, IIPOMEHEH HHTENEKT,
neraprus, aOHOpMHa KOOpJHUHALUS, CTYHOp, XHIIOTOHMS, KOpeMHa 0OJKa, aKUTalusA, BHEHe Ha CBAT,
jJenpecus U repuose. B nopevyero ciyway KIMHMYHHTE TOCIEACTBHA He 0Ofxa TEXKH, HO HMa
CBOOIIEHHE 32 CMBPT OISR MYJITHIISKApCTBEHO NPeAO3NpaHe, BKIIOYATEHHO TONpaMar.

IIpenosupanero ¢ Tonupamar Tera MOxe Aa JoBene A0 Te)KKa MeTadonMTHA alpo3a (BK. Touka 4.4).
[TanienT, xoiTOo Oelue ImOreAHakm [Ao03a u3uucieHa Mexay 96 u 100 g tonupamar Oemie
XOCIHUTANK3HMPaH B KOMAaTO3HO CBCTOSHME, NpoAbbKWwio 20-24 yaca M IOCISABEZHO OT IIBJIHO
BB3CTAHOBSABAHE B paMKHTE Ha 3 K0 4 JHH.

JleueHue

Jleyennero BKmOuBa nojmbpxamid mepku. HeabcopOupanoTO akTHBRHO BelllecTBO TpsaAOBa ma Owpae
OTCTPAHEHO OT CTOMAIIIHO-YPEBHUA TPAKT ITOCPEACTBOM JIABAK U aKTUBEH BBIJIEH, aKO Ce IpHeMe, 4e
TOBa € HeoOXO0AMMO B KIHMHM4YHA IEpCIIEKTHBAa. YCTaZHOBEHO €, Ue XeMOOHANIN3aTa € €(eKTHBHO
CPeACTBO 32 OTCTpaHABaHE Ha Tomupamar OT opradHusma. [lauwenTst Tpadsa pa 6nme nobpe
XHApaTHpaH.

5.  @®APMAKOJOTHMYHU CBOHMCTBA

5.1 <PapmaxkoZHHAMIYHH CBOlicTB2
dapMaKoTepaneBTHYHA I'PYAa: APYri aHTHENISITTHIN.
ATC xon: NO3A X11

Tonupamar e knacuduiupaH Kato cyildaMar-cyOcTUTYHpaH MOHO3aXapu. AHTHKOHByJ]caHTHaTa

aKTUBHOCT Ha TOIIMPaMAaT € YCTaHOBEHO, Y€ C& ABJDKU Ha TpH HerosH dapm cBOI‘iCTBa
Tonupamar HamansBa 4eCTOT4aTd, NPH KOATO CE€ TIEeHEPHpAT AKLMOHHUF féHEﬁaHW\i\KOF&TO
HEBPOHHUTE Ca MpeaMeT HA MOCTOSHHA ASTOMApH3allus, HOKA3aTeNlHa 3a éBgl m &ostteTo
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TonupamaT NOBHINABA AKTUBHOCTTA Ha raMa-aMHHOMaciaeHaTa kucennHa (GABA) npu HIKOH BHIOBE
or GABA penerrropure. Torupamar c¢nab0 aHTaroHu3upa CTHMYyJHpaliaTa axTHBHOCT Ha
KauHat/AMPA-cy6GTHIIa Ha TIYyTaMaTHUTE PEUESHTOPH, HO HiMa BUAUM e(eKT BBpXY aKTHBHOCTTA Ha
N-metun-D-acnaprar (NMDA) sa NMDA peuenropHust cyOTHIIL.

B nmonwaHeHue, TonMpaMarT MHXWOHpa HAKOH HW30eH3MMU Ha KapOoamxupnpasara. Tozu edekr He ce
NpHEMA KATO OCHOBEH KOMIIOHEHT Ha aHTHeNWIENTAYHATa aKTHBHOCT Ha TONMpaMar.

Eduxacnocira Ha TonupaMatr @pH Ipo¢HIaKIHKaTa Ha MHTpeHa Oellle OLIGHeHa B JIBe
MHOFOLICHTPOBH, PaHAOMM3HMPaHH NABONWHO cnenH NHanebdo KOHTPONMpaHU KIMHWYHH U3INTBAHUA C
napanenHy rpynd. O0oDIEeHMTe Pe3ynTaTy OT W3NUTBAHMATA ONEHABAINK AO03H Ha Tonupamar oT 50
(N=233), 100 (N=244) u 200 mg/nuesro (N=228) ycraHOBABaT CpefeH MpPOLICHT Ha HaMANCHHE B
CpeaHMsA MECEUeH NMepHoJi Ha MurpeHa cborBeTHO 35%, 51% u 49%, cpaBren ¢ 21% B rpymnara c
nnanebo (N=229). Hosuposkure oT 100 1 200 mg nHeBHO ToNHMpaMar ca CTATHCTHYECKH T10-Ko0pH OT
nranedo., JOKaTo pasiMKUTe 3a AHeBHA Ho3a oT 50 mg cpaBHeHa ¢ minanebo ne felre CTaTHCTUYECKH
3Haupma. 27% o7 nauMeHTHTe, npuiaarand tonupamar 100 mg auesHo nocturat noHe 75%
HaMafieHHe Ha 4eCTOTaTa HAa MMIpeHO3HuTe npucThnu (mwnaunebo 11%), mokaro 52% momydapat
penykuus nore 50% (rnaneto 23%).

B Tpero MHOrOLICHTPOBO, PAHAOMH3UPAHO, ABOHHO-CIANO KIMHHYHO H3MHUTBaHE ¢ NapaJlefiHd TpynH
Beme ycTaHOBEHO, e MeCEeYHaTa YeCTOTA HA MUTPEHO3HHTE NPUCTHNH (IEpBHYHA KpaHHa TOYKA)
Hamansea ¢ -0,8 neprona/meceuno, nipu cpaBHEeHye ¢ OCHOBHHSA NepHoO, Ha maanebo. HamaneHueTo ¢
tonupamar 100 mg nueBuo Gewe -1,6 nmepuoza Ha Mecella, a ¢ Tonupamar 200 mg nuesHo Gewe -1,1
nepuofa MeceuHo. Te3n pa3linuMs He ca CTATHCTHYECKU 3HaUUMH.

B emso crmenpaunio AONBIHMTENHO H3MMTBAHE OT aHaiu3a Ha MbpPBHYHATA e(HKacHOCT He Osxa
HaMEpPEeHU CTATHCTHMUECKH 3HAYMMH pasiuKU MEXIY TapreTHa xosa tonupamar 200 mg u mianebo
(npoMsHa B MECEUHUTE NIEPHUOJIH Ha MUTPeHa CHPAMO M3XORHUTE).

5.2 dapmakoxKHHETHYHH CBOICTBA

Abcopbuug
Tonupamar Tesa ce abcopbupa Onp30. Crnen mepopanen npuem Ha 400 mg C,.« ce nocrura cien

Mpudnu3uTenHo 2 yaca. TonMpaMar uMa auHelHa apMaKOKHHETHKA ¢ IIPONOPLMOHANHO Ha [03aTa
MOBHMIIABAHE HA IINIa3MeHaTa KOHLeHTpauus B u3ciueasadus o308 HHTepsai or 200-800 mg nHesHO.

HsaMa panHM 32 HHTpPaBEHO3HO NpUioxeHHe. B3 OCHOBA Ha BL3CTAHOBSBAaHE Ha pagHOAKTHBHOCTTA
OT ypHHATa, cpeAHara abcopbuus Ha goza 100 mg “C-tormpamar Geme none 81%. Ocnosapaitku ce
Ha JaHHHTE OT ypuHaTa, OmoHanmuHocrra Moxke Aa Opfe m3uucheHa Ha npubnausurenHo 50%.
XpaHata HAMa KIHHHYHO 3Ha4uM eeKT BBpXy TorupaMaT. BapuaOmnHocTra Ha KMHETHKaTa € 25-
35%. MakcuMasninaTta nnasMeHa KonueHtpauus (Cya) OpH 34paBu gobposoiy, wabiionaBaHa ciel
MHOFOKpaTHH 1034 oT 100 mg ABa neTH ZHEBHO € NpuOnmsuTenHo 7 micrograms/ml.

Pasnpenenenue

Cpenuust obem Ha pasnperesneHue 6erue uzmepes karo 0,55-0,8 Vkg. CrmecTByBa N3BECTHO BIMAHUE
Ha 1mona BBpXY obeMa Ha pasdpeneiieHue, KbHASTO OOSMBT Ha pasnpeneNieHne IIpUd KEHM €
npubnuzutenHo 50% or To3u NpH MEBxKeTe. TonupaMar ce CBBP3Ba C EPUTPOLMTHTE, HO CBBHP3BAaHETO
BEpOATHO € HacuTeHo B 3-10 micrograms/ml. CreneHTta Ha CBBHP3BaHe ¢ Ma3MeHUTe NMPOTeUHH € 13-
17%. Hsima riadopmaliig 3a pasnpegenesuero B Hepedpo-cniHaIHATA TEYHOCT.

MetaboauszpMm
Tormmpamar Tepa ce merabonmsupa B yMepeHa crenmeH (umpubnusurenno 20%) mpu zxapaBu
robpososmm. Crnex €JHOBPEMEHHO NpuflaraHe Ha aHTHENWIENTHLH C H3BEC e:HweHs -:I:IHKHﬁHpaI].I
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EnuMuBupane

brOpeunuaT xupeHe e npubnusuTenHo 18 ml/min. ToBa e MHOrO MO-MaJIKO OT OYAKBAHOTO, KOETO
noKa3zpa TyOynHa peabcopbnusa na tonuMpaMat. Kato msmo, miuasMeHUsT KIMPHHC € NPUOHH3UTEIHO
20-30 ml/min cnen nmepopanHo npunoxenue. Hali-axuus neT 3a eNuMHHApAHE Ha TONHPaMar H
Heropute Metabonutu e npes 6vp6penuTe.

Cnepn nipunarane Ha moBroprd no3d or 50 mg u 100 mg TomupaMaTt OBa MBTH HHEBHO, CPEIHEST
NOJIY-KHBOT € oKoIo 21 yaca. Ha nanuenTu ¢ HopMmanua 660pedHa dhynxups Moxe Ja otHeMe 4 — 8
OHU 33 Ja JOCTHIHAT CTAlMOHApHO CHCTOSHME, JOKAaTO NaUMEeHTH ¢ YMEPEHOo JI0 TeXKO On0peuno
YBpexxAaHe MOXe Aa ce Hyxzaaar oT 10 -15 guu neuenne. TInasMenuar U ObOpeUHMST KIUPBHC Ha
TOIIEpaMarT ca HaMaJIeH! TIPH NAUEHTH ¢ HapylieHa 050peuna GyHKuus,

Coenyansy Irpyny nauueHTH

Bvbpeuno yepeoicoane:

CpaBHeH ¢ HopManHa OBOpeuHa GyHxima (KpeaTHHUHOB KMMpBHC > 70 ml/min) KIMpHHCHLT Ha
tonupamar Oeme 42% mo-HHCHK HOpPH TANWEHTH C YMEpPEHO TeXKO OBOpeuHO YBpeKnaue
(xpeaTuHuHOB KIUpBHHC 30-69 ml/min) 1 54% mo-HUCHK NMPH NALMEHTH C TeXKO OBOpeuHO yYBpeKRaHe
(kpeatununos wmapsHe <30 ml/min). IIpy Hakom namueHTH C Texkko OpOpeuno 3abonsaBane
TIOHIDKABAHETO Ha KIHpBHCa MoXke Ja 6pae u no-ronamo. Kato nano, npyu NauMeHtH ¢ yMepeHo WIu
TEXKO OEOPEUHO YBpeXAaHe ce IperopbuBa NOMOBUHATA OT 0OUJaiinaTa JHEBHA 032,

YeproOpobro yepeocoane:
[Ipy manueHTH ¢ YMEPEHO M TEXKO YBpeKAaHe Ha depHOApoOHaTa (yHKIMS TIa3MEeHUs KIHPHHC HA
Torypamar ce pegyuupa ¢ 20-30%.

Ilayuenmu ¢ cmapuecka ev3pacm:
IInasMenusT KITUPHHC HA TOTIMpPAaMaT Nipyd NAlUeHTH B CTAPYECKa BB3PACT, MPH OTCHCTBHC HA APYFH
3a00JIBaHHsA € HeIIPOMEHEH.

Heya

DapMaKOKHHETHKATA Ha TONUPpaMAaT IpH Jela, KakTo ¥ IIPH BB3PactTHH, NOJydaBalll AONBAHHTENIHa
Tepanus € JIHHEeHHA ¢ KIWPBHC HE3aBHUCHUM OT J03aTa, M Ia3sMeHHM KOHUSHTpaluH B CTalMOHAapHO
CBCTOSIHHE, HapacTBallld NPONOPLIMOHANHO Ha Ao3ata. Jenara obaue UMAT [O-BHCOK KIMPBHC H IMO-
KpaThk eNUMUHANWOHEH NONY>XUBOT. CHEeZOBATENHO, MIA3MEHUTE KOHLIEHTPAaLMHd Ha TonMpaMar 3a
chlara go3a B mg/kg mMoxxe na ca MO-BUCKH IIpu Jiena, B CpaBHeHHe ¢ Bb3pacTHH. KakTo M mnpu
BB3PACTHH, AaHTHEIHACNITHYHUTE JIEKApCTBa, UHAYHUpALH YepHOAPOOHHWTE EH3MMH HaMalgBaT
JUTa3MEHHUTE KOHUESHTPALHU B CTAUHMOHAPHO CHCTOAHUE.

3.3 IlpearauHUYHH JRHHH 32 0€30112CHOCT

TonupaMar-HHAyUHpaHaTa TOKCHYHOCT Oellie MASHTH(HULIHpaHa B IPOyYRaHUA 32 o0lla TOKCUYHOCT,
C TapreTHH OpraHu cTroMax, OnOpel, NMUKOYeH Mexyp M KpbB (aHemms). Tokcuunocrra Oemre
JOKa3aHa IIPH JKHBOTHH CHC CHCTEMHH EKCITO3HLIMH, KOWTO OsXa Tas|, O4aKBaHHM NpH HalfHeHTH,
NIOJTyYyaBany NpenopbYBaHUTe AO3UPOBKY. KNHMHHYHOTO 3HAYEHHUE Ha Ta3d HaXOHKH € HEH3BECTHO, HE
MOKe na 6pae npenedpersaro.

HMsnureanusara 3a penpOAYKTHIBHAZ TOKCHYHOCT IIOKa3Bat, Ye TOHMHMpaMaT € TeparoreHeH 3a
H3CIeABaHUTE BHIOBE { MHIIKH, IUIGX0BE M 3ai1M), B HHBa HAa CHCTEMHA €KCIIO3HIIMS II0J OYaKBaHHTE
3a MALMEeHTH, NOJyJaBalyl NpernophYBaHuTe TO3HPOBKHA, PUCKBT 3a X0pa HE € U3BecTeH, HO He MOXKe
na OBLe N3KIIOUEH.

In vitro 6eme rabmonasaHo OJOKHpaHe Ha KANIHEBHTE KaHAIH B CpelHa e:l;\/;gp e Ja
NOBMIK pUCKa OT ympibkaBaHe Ha QT uHTEpBajia NMpH BHCOKM JO3H nal }a'r" APy
apUTMOTEHHH QaKTOpH. PGS
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6. ©APMAHEBTHYHN JAHHU

6.1 ChnucbK HA IOMOUIHHUTE BEeHIECTBA

Cwpyesuna na mabremxama:

JlakTo3a MOHOXMIpAT

IIpexenaTuansupano HUIIECTE {1JAPEBHYHO)
MuKpoxpucTaita Uenyiao3a

Hatpuer numuecteH rmoxonar (T A)
CHIHIISB JHOKCHA, KONOKAeH, Oe3BOACH
Marnesues creapat

Obeusxa:
Turanos puokcugn (E171)

25, 300 31 400 mg:
Maxkporon 4000
Honupexkcrposa
XHUIIPOMER03a

50 mg:

Maxporoy 3350
IIonMBHHKUIIOB ANIKOXOM

Tank

XKesezen okcug, xont (E172)

100 mg: Maxporon 4000
IMomunexcrpoza
Xunpomenosa

Kemnesen okeup, xbiaT (E172)
Jenesen okxcuy, yepeH (E172)

200 mg: Maxporon 4000
[lonuzexcrposa

XApoMeno3a

Xenezen oxcuy, yepseH (E172)

Anypa uepeno AC (£129)
Wunuro xapmus (E132)
6.2 HecbBMecTMOCTH
Henpunoxumo.

6.3 Cpox na rogaocr

3 roxuuu (Tabnerku ot 25, 50, 100, 200 u 300 mg).
27 mecena (tabnerku ot 400 mg).

6.4 Chnemmannu ycjioBYA HA ChbXpPaHEHHe

Ha ce cexpansasat noz 30°C.
Ha ce chxpansBa B OpUrHHANIHA ONIAKOBKa, 3a Ja ¢e IpeAtiasH OT Blara.




6.5 Jlapuu 33 ONAKOBKATA
Bbnucrepu: OPA/Al/PVC-AnyMusnern 6ucTepi.

byrunkn: benu Gytunku or HDPE ¢ Genu monupponmneHOBH 3aIrymlajiky, 3aldTeHH OT Jela |
CHJIMKAres Kato JEeCHKAHT.

Pazmep Ha ornakoskara:

25 mg

bmucrepu: 10, 20, 28, 30, 50, 56, 60, 100 u 120 dbrmvipann TabueTky.
Bytunxu: 60 GunMupany TabneTki.

50 mg

bmucrepu: 10, 20, 28, 30, 50, 56, 60, 100, 120 u 200 dunmupanu TableTKH.
Byrunku: 60 dunMupany Tabnerxu.

100 mg

bimncrepn: 10, 20, 28, 30, 50, 56, 60, 100, 120 u 200 dunMupanu TabneTKy.
Bytuniu: 60 dunmupany TabneTKu.

200 mg

baucrepn: 10, 20, 28, 30, 50, 56, 60, 100, 120 1 200 drunmupanu TabneTKH.
Byrunku: 60 ¢punmupany TabneTky.

300 mg

Bmacrepu: 10, 28, 30, 50, 60, 100, 120 u 200 ¢hunmupasn TabneTky.
Bytunku: 60 ¢punmupany TabneTky.

400 mg

bimmcrepu: 10, 28, 30, 50, 60, 100, 120 1 200 drwmmupadu TabieTk.

He Bcuuky BEOOBE ONAKOBKY MOFat Aa O6bpOarT IycHaTH B iponaxda.
6.6 Cpennajanu NpeNNA3HH MEPKH IIPH H3XBBHPAsHE

Hama CHCUHAITHH W3UCKBAaHNA

7. IIPMTEXATEJ HA PASPEHIEBHETO 3A YVIIOTPEBA

Tesa ®apmaciotuxsnc benrapus EOO
yi. “H.B. I'oron” Ne 15, et. 1

1124 Codus
Brvirapus

8. HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

9. JATA HA II'bPBO PA3PEINABAHEAIOTHOBABAHE HA PA3PEIHEHHETO 3A
YIIOTPEBA

10. JATA HA AKTYAJIU3UPAHE HA TEKCTA
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