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1. HMe Ha JieKapCTBEHHA NPOAYKT
Koat PY ...

Trileptal® 150 mg film-coated tablets

Trileptal® 300 mg film-coated tablets OAOBPEHO: conrteereeclvrtsn T hrsnne s rerere

Trileptal® 600 mg film-coated tablets
Tpunentan 150 mg punmupanu tabneTky
Tpunentan 300 mg punmupanu TabieTky

Tpunenran 600 mg punmupanu Tabnerku

2. KAYECTBEH H KOTHYECTBEH ChCTAB
Bcska dunMupana tabnetka csaspika 150 mg, 300 mg nan 600 mg okckapbasenuH.

3a MBLJIHHUA CIIMCHK Ha TIOMOLHUATE BEUIECTBA, BUXTE TOYKa 6.1.

3. JEKAPCTBEHA ©OPMA

dunmupanu TabJIeTKH.

150 mg: 611e/10 CHBO-3eNI€HH OBAIHH TabNIeTKH, C ACIUTENHA YepTa OT ABeTe cTpann. Haanue “T/D”
oT eaHara ctpaHa u “C/G” ot apyrara.

300 mg; xbATH OBaNHK TabNeTKy, ¢ AenuTenHa yepTa ot aAsere crpanu. Hagnue “TE/TE” ot ennara
crpana 1 “CG/CG” ot apyrara.

600 mg: 671eA0pO30BU OBAIHY TabaeTKH, ¢ AEAUTENHA UepTa oT AseTe crpanu. Haame “TF/TF” ot
eaHata crpana H “CG/CG” or apyrara.

JlenuTenHaTa 4epTa € Camo 3a YIECHABAHE HA CUYTIBAHETO, 3a N0-7IECHO NOTBILAHE. a HE 3a 11a
pa3aens Ha paBHHA JO3H.

4. KINYHAYHHA JAHHH

4.1 TepaneBTHYHR NOKAZAHHA

Trileptal e nokasaH 3a Jie4eHHE HA MAPLUMAJIHA IPUCTLIH ChC WK 6e3 BTOPHYHO FEHEPATH3HPaHH
TOHHYHO-KJIOHHYHH I'bPUOBE.

Trileptal e nokasaH 3a ynorpe6a KkaTo MOHOTEPANHUs WK AOMBIHUTEIHA TEPANUA NPH Bh3PacTHH H
Ieua Han 6-roaviuHa Bb3pacT.

4.2. o3npoBKa H HAYHH HA NPHJIOKEHHE

KaTo MOHO- WK JOMbAHMTENHA Tepanus Jeuenneto ¢ Trileptal ce 3anoysa ¢ KIHHUYHO e(eKTHBHA
1034, pasfencHa Ha ABa npuema. Jlosata Moxe J1a ObA€ yBETHUCHA B 3aBUCHMOCT OT KIAUHHUYHNA
oTrosop Ha nauuenta. Koraro Trileptal 3ameHs Apyry aHTHENTHIECTITUYHH JICKAPCTBCHY ﬁpﬁﬂymn
103aTa Ha CHITPTCTBALIOTO AHTHEMWIEITHYHO JiekapcTeo(a) TPSOBa a ce MOHHKABE NOCTENEHHO ﬁ’pm
sanousane Ha aedeHue ¢ Trileptal. ITpu yniorpe6a kaTo aaloBaHTHA Tepanus, TeH nam e MOBHIABA |
0610T0 06peMeHsABaHe Ha NTalMeHTa C aHTHENMWIETITUYHH JIEKApPCTBA, MOXE /12 ce; HEJ'LU}KH a/ce ‘;
peAyUMpa J03aTa Ha CHIrGTCTBALIOTO AaHTHEMMWIETITHYHO JIEKapCTBO(a) H/Unn ,uo:;aTa Ha ;;;rllaptaf ;.i.a cb

[MOBHILIABA [10-0aBHO (BXK. TOUKA 4.5)
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Trileptal moxxe na ce npuema ¢ v 6e3 xpana.

CrieanuTe NpenopbKUTE 3a J03MpaHe ca MPHIOKHMH 33 BCHYKY MALHEHTH NPY JIKNCa Ha HapyUIEHHE
Ha OnOpeunara pynkuma (8. Touka 5.2). He e HeoOX0aMMO MOHHTOpHpPAaHE Ha NIA3MEHHUTE HHBA C
LI€7 ONTUMHU3HpaHe Ha JieueHueTo ¢ Trileptal.

TabneTkure UMart genureniHa uepTa ¥ Morar Ja 6bJaT pa3fieJIeHH Ha ABE NMOJOBHHKH, 32 Aa MOXKE Aa
C€ MpPEryIbTHE NO-JIECHO OT MalHeHTa. Bunpeky Tosa, TabneTkure He Morar Aa ObaaT pasAe/IeHH Ha
IBE €1HAKBH T0O3H. 3a Ae€lid, KOWTO HE MOTaT J1a NPerypLuat TableTKy Wi B CTY4aHuTe, KOraTo
HeoOxoAMMaTa K032 HEe MOJKE Jia ce MPWIOXKH ¢ HU3NoI3BaHe Ha TabneTky, e ocurypeH Trileptal non
dopMaTa Ha nepopaliHa CYCIIEH3UA.

BL3pacTHH NanHenTH
Monomepanun

JIeuennero ¢ Trileptal Tpabea ga ce 3anoune ¢ go3a ot 600 mg/nen (8-10 mg/kg/nen), pasaeneHa Ha
ABa rnpuema. IIpyu KIHHNYHH NOKa3aHKA, 32 NOCTUraHe Ha XKeJIaHUA KJIMHMYeH edeKT HavajHaTa 103a
MOKE Aa C€ YBEIMUABA Npe3 NPUOIU3NTENHO SAHOCCAMUYHY HHTEPBAJIM CJICA 3aM04YBAHE HA
neveHreTo ¢ makchmyM 600 mg/neH. TepaneeTHuHNTe eekTH ce Habmoaasar npy ao3u Mexay 600

mg/nen ¥ 2400 mg/nen.

KoutponupaHnuTe npoy4YBaHUs Ha MOHOTepanuAara ¢ Trileptal npy nauyesTi, KOUTO NMOHACTOALUEM HE
Ce JIeKyBaT C aHTHETNUJIETITUYHM JIEKapCTBEHH TIPOAYKTH MOKa3Bar, ue epekTuBHaTa no3a ¢ 1200
mg/neH. Benpekn ToBa e poka3aHo, 4e go3arta oT 2400 mg/neH e edekTHBHA NPH NOBEYETO
pe(hpakTepHH NMALMEHTH, KOUTO MIPEMUHABAT OT JIEYCHHE C APYTrd aHTUETNUIICTITHYHH JIEKApCTBa Ha

MoHoTepanusa ¢ Trileptal.

B koHTponnpaHn O0NMHUYHYK YCNOBUS € IOCTHIHATO YBEAWYEHHE Ha aosuTte 10 2400 mg/neH B
paMKuTe Ha 48 vaca.

Adrosarnmua mepanun

Jleuenueto ¢ Trileptal TpaGsa aa ce 3anoune ¢ no3a ot 600 mg/aeH (8-10 mg/kg/nen), paznenena Ha
nBa npueMa. [Tpy KIMHUYHY MOKa3aHUs 3a NIOCTUTaHe Ha JKENaHHWA KIMHHYEH €(peKT HavyaiHaTa 1033
MOXKE Jla C€ YBEJIHYaBa npe3 NPHONM3UTETHO €AHOCCAMHYHH MHTEPBAJIH CJIe] 3arouBaHe Ha

neueHueTo ¢ Makcumym 600 mg/neH. TepaneBTHUHM OTTOBOPH ce HabmoaasaT npy A03K Mexay 600

mg/neH n 2400 mg/nen.

[TpH eAHO KOHTPONHPAHO MPOYYBAHE HA aJIOBAHTHATa Tepanus AHeBHUTE 103H oT 600 mg/aeH no
2400 mg/nen ce okazBaT e(PEKTHBHHU, BLIIPEKU Y€ NIOBEUETO NMALHEHTH HE Ca B CbCTOAHHE [1a NoHecar

nozara ot 2400 mg/neH 6e3 peAyKUHs HA CHITBTCTBALINTE AHTHENMHIENTHYHH JIEKApPCTBa, MNMaBHO
nopaay Hexenanu peakiiiu ot ctpana Ha L{IHC. J{nesnu no3wm Hajg 2400 mg/nen He ca npoy4BaHH
CHUCTEMHO [PH KIHHUYHH U3MUTBAHHA.

[TannenTR B HAnNpeaAnala Bb3pacT

[TpHu nauMeHTH B HaNpeaHaua Bb3pacT ¢ yBpeneHa 6u6peuna ¢pyHkuus (Bx. “IlaunenTn ¢ 6u0peuns
yBpEXNaHua") ce MpenopbUBa NPOMsAHaA Ha fo3aTa. OTHOCHO MALMEHTHTE B PHCK OT XHIIOHATPHEMMUA,

B3K. TOUKa 4.4.

Heua

Kakro kaTo MOHO-, TaKa M KaTo aaioBaHTHA Tepanid, nedeHHneTo ¢ Trileptal Tpabea ga ce samouHe ¢
nosa ot 8-10 mg/kg/nen, pazaenena Ha Asa npuema. [lpy aglosanTHa Tepanis TEPaneBTUYHUTE =
edeKTH ce HaOmOoAaBaT Npy cpejHa NoAabprKata 103a ot npubnusnrento 30 mg/kg/,[{e‘ﬂ l'lpn
KITMHUYHH NOKa3aHus 3a NOCTUIaHE Ha XKEJMaHWs KIMHMYEH eeKT HavaaHaTa 103a MOoxke a ce
yBesiHuaBa ¢ MakcuMyM 10 mg/kg/aen npe3 nprbnn3uTeIHO €AHOCEAMMYHH HHTepBaJIH CABM - Y
3aMoYBaHe Ha JEYEHHETo A0 MaKcHMailHa fo3a ot 46 mg/kg/neH. (BK. TouKa 5. 2)” S '. L

Trileptal ce npenopty4Ba 3a ynorpeba nmpu Aeua Haz 6-roJAMIIHA BB3PAaCT. Besonad@{}cﬂa’ﬂ ';f';-;.éej-if;.;-;;_,;
e(PHKacHOCTTa MY Ca OLICHEHH NPH KIMHHYHHY NPOYYBaHVs, BRITIOYBALIN npnﬁﬂmm*enm 230 ,ueua H-a
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BB3pacT Noa 6 roauny (ao 1 mecew). Trileptal He ce npenopbyBa Npu Aelia nox 6-roAUIIHA BBL3PacT,
THH KaTo 06€30MacHOCTTa ¥ ePUKACHOCTTAa My HE Ca NOKA3AHM B JOCTAThYHA CTEMEH.

BecHukK IO-rOpHH MPENOPBKH 3a J03HpaHe (Npy BB3PacTHH, XOPa B HANPEHAIA BB3PacT U Jela) ce
OCHOBABAT Ha JIO3HUTE, U3CJICIBAHU MPH KIIHHHYHHTE NPOYYBAHHUA 38 BCHYKH BB3PACTOBH IPYITH.
BrnpekH TOBa B CliyyauTe, KOraTo TOBa € yMECTHO, MOraT Aa ¢ o6CHKaaT no-HHCKH Ha4YaTHH J03H.

IlanuenTH ¢ 4epHOAPOOHE YBpPEXKAAHHA

He ce Hanara npoMsHa Ha JO3MTE NPH NAIMEHTH C JIEKH U YMEPEHH TEXKKH YepPHOAPOOHH HapyHIEHHS.
HeicTeueto Ha Tileptal He e npoy4BaHO NpPH NAUKEHTH C TEKKW YEPHOAPOOHH YBpeXKAaHHs, Iopaay
KOeTO € HeoOXoauMo ocobeHo BHUMaHKUE NMpH ao3upaHe Ha Trileptal npy Ta3u rpyna nauMeHTH (BX.
TOYKA 3.2).

IIaunentH ¢ 0n6peunn yepexaanun

[1py maumenTy ¢ HapyweHa 6s0peyuHa PyHKIUg (KpeaTHHHHOB KIHpBHC < 30 ml/min), neyenunero ¢
Trileptal TpsabBa na ce 3anouHe ¢ nonoBnHaTa ot oOH4aiiHaTa HavyanHa go3a (300 mg/nen), koaro na
CE€ YBEJIHYABA MPeE3 NMOHE €AHOCEAMHUYHH HHTEPBAIIW 10 JOCTUIAHE HA JKEJIAHUS KIIMHUYEH OTrOBOP
(BK. TOUKA 5.2).

YBenH4aBaHETO Ha Jo3ara npu OosHH ¢ HapyueHa Ob0pevyHa QyHKLMA N3UCKBa MTO-BHUMATENTHO
npocieaaBaHe Ha MaLHeHTa.

4.3 IlporaBONOKA3AHUS

CBpBXYYBCTBUTEHOCT KbM JIEKAPCTBEHOTO BELIECTBO WM KbM HAKOE OT MOMOLIHHTE BELIECTBA.
4.4 CnenHannn npeaynpexaeHHs A NpeJNa3HH MePKH NpH ynoTpeta
CBpbLXYYBCTBHTEIHOCT

B nOCTMapKEeTHHIOBHSA [EPHO; €A TIOJYUYEHHN ChOOIIEHHA 3a PEAKLIMH HA CBPBXUYBCTBHTE/IHOCT OT
Tun | (He3abasHy), BRAKOUBAINY OOPHB, CbpOeX, YpTUKapHs, anrvuoeaem v adadgunakend. Choyyau Ha
aHa(UIaKCHUA M AHIHOEAeM 3acsrall JapuHKCa, MMOTHCA, YCTHUTE B KIEauuTe ¢a CboOLIaBaHHt npu
NMaLUeHTH C/IcA TPHEM Ha TrbpBaTa Wik nocaeasawlnte 1034 Trileptal. B cayyai ue nipn nauneHra
HaCTBLMAT TE€3U peakunu ciiea aeqerune ¢ Trileptal. mpuemsT Ha siekapeTsoTo Tpadea na Obae
NMPeyCTAHOBEH Y /1a C¢ 3alI0UYHE AJITEPHATHBHO JICHEHHUE,

[TaueHTHTE, KOMTO Ca NOKA3aIH peaKlHK Ha CBPbXYYBCTBUTENIHOCT KbM KapOamazenun, TpaOBa fa

Obaar uudopmupan, He npubansutento 25-30% ot Te3n nauMeHTH MoraT Aa NPOsABAT PeaklMHi Ha

CBPBXYYBCTBHTETHOCT (HaMp. TEXKKH peakLdH OT CTpaHa Ha Kokarta) npy ynorpeba Ha Trileptal (Bx.
TO4YKA 4.8).

Peakiyin Ha CBPBXUYBCTBHUTETHOCT, BKIIOUKHTEIHO PCAKLIMMA Ha CBPBXUYBCTBUTEIHOCT € [TOJIMOPraHHo
3aCAIaHe, MOraT Aa ¢e HalJIlIoAaBaT ¥ NPH NauMeHTH 0e3 CBPBXYYBCTBHTEHOCT KbM KapbaMasenuH,
Taxkusa peakunn MOTaT 3a 3aCErHAT KOXKATA, YepHUA Apod, KPbBTA 1 IUMPHATA CUCTEMA. KAKTO
NOOTAE/IHO, TAKA U €1HOBPEMEHHO, B KOHTEKCTA HA CHCTEMHaTa peakuus (BxK. Touka 4.8), Ilpu nogsa
Ha MPH3HALIK ¥ CHMITTOMH, HalIOMHSILUH PeaKUWH Ha CBPBXYYBCTBUTETHOCT, npuema Ha Trileptal
TpAOBa He3abaBHO a Obae NpeyCTaHOBEH.

,HE]JIHHTDJ'IOI"H‘!HH PE€AKOHH

CepHO3HH 1epMaTOIOTHYHH PEaKLUK, BKIIOYHTENHO CUHAPOM Ha Stevens-Johnson, ToxcHYHa
enuaepManHa Hekponusa (cunapom Ha Lyell) u erythema multiforme, ce cxobmasar MHOTO paako
npu ynorpeba Ha Trileptal. Ilpu nauHeHTUTE C TEXKHA KOKHH PEaKLIHH MOXKE Aa C€ HAJIOMKH
XOCTIMTATIH3aLMs, T KATO T€3H CHCTOSHHA MOTaT Aa Ca JKUBOTO3aCTPaIlaBallld H B MHOTO: pemcn :
\-,\:h-
Lo o
cnyuau - darannd. TakuBa ciyvyan, cBbp3adu ¢ ynotpeda Ha Trileptal, ce Habnogasar, KaKTO npu , “;:

Iiella, Taka ¥ Mpy Bb3pacTtHU. CpeZiHOTO BpeMe A0 NosABaTa Ha peakuuaTa € 19 quu. Cwﬁmaﬂa’r ce ~ *

HAKCJKO HM30JIJMPaHy C/Tydad Ha pCLHONE Ha TCXKKa KOXKHa pCaKlIMA TIPH MMOBTOPHA ‘yno'rpeﬁa Hﬂ

Trileptal. CbCTOAHHETO Ha MALMEHTHTE, KOMTO PA3BHAT KOKHA PEAKLMA PH yroTpeba Ha Trllepfa] FL

TpaOBa Obp30 Aa 6bae npeueHeHo W He3abaBHO Aa ce NPEeYCTAHOBH JICUEHHETO C Tﬂlleptal OCBEH, axo /
OoOpUBBLT OHEBHAHO He € CBBP3aH C MPUIOKEHUE HA IeKapcTBOTO. B ciydaif Ha npeyC'raHoBﬂBaHe Ha
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neveHreTo TpadBa Aa ce obcnau 3amensHeTo Ha Trileptal ¢ aeuenume ¢ Apyro aHTHENHIETTUYHO
CPEACTBO, 3a J1a ce u3berHaT NPUCTHITATE Ciiej crHpale Ha neveHuero. Jleuenueto ¢ Trileptal ne
TpAOBA J1a Cce 3arovBa OTHOBO NPH NALMEHTH, KOUTO €a I'o NMPEKPATHIH NOpaaH peakuHa Ha
CBPBXYYBCTBUTENHOCT (BK. TOYKa 4.3).

XHHOHRTPHEMHH

[Mpm no 2,7% oT nauneHTHTE, NexyBaHy ¢ Trileptal, ce HabmoaaBaT cepyMHM HABa Ha HaTpuUs MoJ
125 mmol/l, xonTo 0GHKHOBEHO ca aCHMITTOMATHYHH U He HaJlaraT NpoMsHa B TepanuaTa. OnuTsbT OT
KJIMHWYHHWTE NTPOYYBAHNA MOKA3Ba, Y€ CEPYMHUTE HHBA HA HATPUA C€ HOPMAIIMIUPAT NPH HaMalsBaHe
Ha nosara Ha Trileptal, npu npekpaTgBaHe Ha [TpUEMa WIH MPU KOHCEPBATHBHO ICYEHHE Ha NaLWECHTa
(Hanp. orpaHHYaBaHe NMpUeMa Ha TeuHocTH). I1pn nauMeHTH ¢ npeaxoxkaamy 6u0peyuny yBpexKaaHus,
CBBP3aHH C TIOHHXEHH CTOMHOCTH Ha HATPHA WIIH NPH [TALIHEHTH, JIEKYBAHH ¢ HAaTPHA-NIOHHKaBallN
nexapcTsa (Hanp. AMypeTHLM, JesMornpecHH), kakto u HCIIBC (nanp. nHAOMETalUMH), pean
3anovBAHE Ha TepanusaTa TpAOBa J1a ce ONpeaesAT cepyMHHTE HHBA Ha HaTpHs. (el ToBa CEpPYMHHTE
HHWBA Ha HaTpHs TPAOBa Ja ce onpeaenat NpUOIH3HTENHO Cell ABE CEIMULIM U NO-HATATBK Ha
eIHOMECEYHH MHTEPBAJTH NPe3 MbPBHUTE 3 Mecella OT TEPANHUATA HITH CTIOPE KITHHHYHHUTE HYXKIH.
Te3n prckoBH GakTOpH ce OTHACAT 0coGEHO 3a MALMEHTHTE B HampeaHana Bb3pacT. I1py nalHeHTH Ha
neuenwe ¢ Trileptal, npyu KOMTO ce 3an04Ba Tepanua ¢ HaTPHH-NOHWKABAIIM JIEKAPCTBA, TPAOBa fa ce
crleiBa ChLIMA NMOAXO0] 33 NEPHOAMUHO NMPOBEpsABaHe Ha HuBaTa Ha HaTpys. Hak-061mo, ako B xona Ha
neuenuero ¢ Trileptal ce MOABAT CUMITTOMHM Ha BH3MOMHA XUIOHATPHeMH (BXK. Touka 4.8), MOXe /12
ce 06Cchau onpeaesisHe Ha cCepyMHHA HAaTpHil. IIpH ApyrH nalHeHTH MOXKe /1a C€ HaNO0KH PYTHHHO
W3CIICIBAHE HA CEPYMHHUS HATPHH,

TpsabBa peqoOBHO 4a C€ CIIEAH TEerJIOTO Ha BCHYKH MALMEHTH ChC ChpACYHA HEAOCTATEYHOCT H
BTOPHYHA ChPACYHA HEJOCTATEYHOCT 38 €BEHTYATHA 0ABA Ha 3a/(pbKKa HA TeHHOCTH. B ciyuak Ha
3a/IPbKKa HA TEYHOCTH WK BIIOIIABAHE Ha CHCTOSHHETO HAa CHPLETO TPAOBA 1a Ce MPOBEPH CEPyMHHA
HaTpHit. AKO ce HaGTI0AaBa XUITOHATPUEMHA € BAXHO J1a C€ OrpaHNYy NPHeMa Ha BOJa. ThH KaTo B
MHOT'O PEIKM CJTyqad okcKapGa3enyH MOXKe Ja A0Bee A0 HapyIlaBaHe Ha MPOBEKIAHETO Ha HMITYJICH
B CHPLETO, MALIMEHTHTE C MIPEAXOXAALM NIPOBOAHN HapylueHus (Hanp. aTPHO-BEHTPUKYIapeH OJIOK,
apuTMHA) TpaOBa fa 6baaT rpocneasBaHy BHUMATENHO.

Yepuoapobua pynkunn

Cro6L1aBaT Ce MHOTO PEKH CITYyUan Ha XENaTHT, KOWTO B NIOBEYETO CITyuan ca HMasiH 0/1aronpuaTed
n3xoa. B cryuail Ha ChMHeHHe 3a YepHoApoGHA peakuud, TpaOBa Aa ce OLeHN (YHKUMATA Ha YEpHHA
npol u Aa ce o6¢hau cniupaHe Ha Tepanuata ¢ Trileptal.

XeMATOJIOrHYHEA peaKiuH

[To BpeMe Ha NOCTMAPKETHHIOBHSA OIHT MPU NICHEHUE HA IALHEHTH C Trileptal ca HaOnronasanm
MHOT'O PEAKH CHOOLIEHNA 3a arpadyIOUHTO3a, AN1ACTHHHA aHEMHS U NAHIWTONEHNA (BXK. TO4Ka 4.8).

[Tpu NoABa HA 1OKA3ATENCTRO 33 3HAYUTETHO NOTHCKAHE Ha KOCTHHA MO3BK, TpAOBA Na ce obcbau
NpEexpaTaBaHe Ha MpUeMa Ha JIEKAPCTBEHHS TIPOAYKT.

CyRUHAHO NOBEAEHHNE

[Tpu naureHTy, nexysanu ¢ AEJ] no paznuunmn nokaszanus ca cL0OLIABAHH CYUUMAHA HACALNA U
noBeeHue. MeTa aHATA3 HA PAHIOMHIKPEHH, MIALEGO-KOHTPONNMPAHY M3NUTBRAHKA Ha AEJ] CBIRO
MOKA3Ba MATbK, HO MOBHILEH PHCK OT CYMLIMAHA Ueains H noeaeHHe. MexXaHn3MBT Ha TO3H pHCK
He € SCEH 1 HAJMUHMTE JAHHH He H3KIIOHBAT BE3MOKHOCTTA 3a MOBHLIEH PUCK NPH OKckapbazenuH.
3aToOBRa NalMeHTHTE TPAbea Aa 6bAAT APOCAEAABAHH 3a NPH3HALN HA CYWLIMAHA Haealks ¥ NOBEACHNC
v TpsGBa a ce npeAnpreme ChOTBETHOTO NeveHue. Ha magueHTvTe (M XOpaTa, KOUTO C& rpHiKart 34
TAX) TPAOBA /14 c& 0OBLPHE BHUMAHUE Aa MOTHLPCAT JAEKAPCKH ChBET, B Cy4aH, M€ CC NOABAT Npu3tiali
Ha CYWLINHA HAEALMS U MTOBEIEHHUE, p | 5
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HeedekTHBHA (BK. Touka 4.5). Ilpu ynotpeba Ha Trileptal ce npenopbysar A0MBIHHTETHH
HEXOPMOHAIHH (POPMH Ha KOHTPALICTIIINA.

AJKOX0J

Heobxonnma e ocobeHa npeana3nuBoCcT MO OTHOUICHHE ynioTpebaTta Ha aJIkoXoJ MO BpeMe Ha
neueHuero ¢ Trileptal, nopaau Bb3MOXEH JOITBITHUTENEH CEIaTHREH e(EeKT.

pexpaTABane Ha npHeMa

KakTo npH BCHYKW aHTUENTUIENTTHYHY JIeKapcTBa, JeyeHneto ¢ Trileptal Tpabea aa ce cnmpa
MOCTENEHHO, C LN Aa CE€ CBEAE A0 MUHHMYM Bb3MOXKHOCTTA OT MTOBUIIIABAHE Ha YeCTOTaTa Ha
MPUCTBIUTE.

4.5 B3anmopeidcTBHe C APYIA JEKAPCTBEHH NPOAYKTH H APYrd POpMH HA B3ARMOACHCTBHE

En3zaMBa naayKuns

Okckapba3ennH # HEroBHAT GapMakoNOrMyHO aKTHBEH MeTabOoINT (MOHOXHAPOKCH TPON3BOIHOTO,
MXII) ca cnabu in vifro v in vivo vaaykropy sa umtoxpom P450 ensumute CYP3A4 n CYP3AS,
KOWTO ¢a OTTOBOPHHU 3a MeTabonn3Ma Ha MHOTO rosiam Opoit 1eKapcTBa, KaTo UMYHOCYTIPECOPH
(Hanp. HHKAOCIOPHH, TAKPOJIMMYC), NEPOPAITHH KOHTPALCITHEH (BX. MO-A0Y) U HAKOH JpYry
AHTUETTWIEITTUYHHY JIEKAPCTBEHH NPOAYKTH (Hanp. kapbaMa3enHH), KOSTO BOAU 110 MO-HUCKH
nJia3MEHH KOHLIEHTpALIMKM Ha T€3M JieKapcTea (Bxk. Tabnuuara no-gony, obodimasaia pe3yaraTture ¢
APYr! aHTUETHIIENITHYHH JIEKAPCTBEHHU CPECTBA).

In vitro oxckap6azenun w MXITI ca cnabun maaykropu Ha Y JID-rnioKypoHus TpaHcepasuTe
(edeKTHTE BBPXY OTACAHUTE CH3UMHU OT TOBA CEMEHCTBO He ca U3BeCTHH). ClIeOBATENHO in VIVO
oxckapOazenuH u MXII mMorat na nMar cnab nagykropeH edekt BppXy MeTabonnima Ha
NeKapcTBaTa, KOUTO C€ €JTMMMHHAPAT OCHOBHO Ype3 KOHIOTHpaHe OT Y JID-rimoKypoHHI
TpaHcdepasute. [1pu 3anourane Ha neuenuero ¢ Trileptal win npoMsiHa Ha Jo3ara MOXKe /1a €

HeobxoauMH 2 A0 3 ceaAMMUM 33 JOCTUraHe Ha HOBO HHBO Ha HHAYKLHUSA

I1pu npeycraHoBaBaHe Ha Tepanusara ¢ Trileptal Moxke aa ce HanOXKM HaMaiABaHe Ha 103aTa Ha
CHITBTCTBRALIMTE JIEKAPCTBA M TOBA TPAOBa Ja ce MPEeNeHH Upe3 KIMHUYHO MPOoCcieAIBaHe H/HIN
MOHHTOpHpaHe Ha TUTa3MeHNTe HUBA. MHAYKLMATA M3rnexaa nocTeneHHo HaManssa 3a 2 10 3
CEAMULH CJIe]l CITUPAHE HA JICUEHHETO.

Xopmonannu xowmpayenmusu. 3a Trileptal € nokasaHo, ue NOBNUABa ABETE CHCTABKH Ha
nepopaiHATe KoHTpauenTnen eTuHuiectpasnon (EE) n nesoHoprecren (LNG). Cpeansre CTOHHOCTH
Ha AUC 3a EE u LNG ce noHmkapat ¢b0TBETHO ¢ 48-52% u 32-52%. CnenosarenHo,
eaHOBpeMeHHaTa ynotpeba Ha Trileptal ¢ xopMOHa/IHN KOHTPALIENITUBHYA CPECTBAa MOXE Jla HanpaBH
TO3W BHJ KOHTpauenuus HeedekTreHa (BX. Touka 4.4). Tpadsa na ce u3nosssa ApyT HaaCKIEH

METOA 3a KOHTPaLEMLH.
Huxnbnpane Ha eH3HMHTE

Oxkckap6azenun u MXIT nuxubupar CYP2C19, Ilopaau ToBa € Bp3MOXKHO Aa Bb3HHKHAT
IEKAPCTBEHH B3aMMOJICHCTBHA NPH €IHOBPEMEHHOTO Npuiarade Ha Trileptal ¢ Apyru nekapctsa,
KOMTO ce MeraGonusupar riasHo upes CYP2C19 (nanp. penuronn). IlnasmMeHHTe HUBA HA (PEHUTOHH
ce nopuiasar ¢ no 40%, koraro Trileptal ce napa B go3n Han 1200 mg/neH (Bxk. Tabaunara no-gony,
obobmagaila pe3yaTaTHTE ¢ APYTrd aHTUKOHBYIICAHTH). B TO3M ciiywall MOXE aa ce HAJIOKH
NOHKWKaBaHe Ha J03aTa Ha NPHIaraHug GeHUTOHH (BX. Touka 4.2). e
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BramoxxuuTe B3anmoneicTeus Mexxay Trileptal n aApyru aHTHENMIETTTHYHM JIEKapCTBa ca QlleHﬁHIfl B
YCIIOBHMSA Ha KJIMHUYHH TIPoy4YBaHUA. EQEKThT Ha T€3W B3aHMOJCHCTBHSA BLPXY cpe,unme AUCS H Ll
Cipin € 000011eH B cneasamara tabinua. Lo



O600menne HA B3ANMOACHCTBAATA HA AHTHENHIeNTHYIHATE JexkapcTsa ¢ Trileptal

AHTHENHISNITHYEH Bmmanue Ha Trileptal supxy Bnusasue Ha aHTHENMHAECTITHYHNUA

NIEKapPCTBEH MPOAYKT AHTUENMWICNITHYHHUA NEKAPCTBEH  JIEKAPCTBEH NMPOAYKT BLPXY
NPOAYKT MXII

Kombunnpano npunoxenue KoHueHTpaums KoHueHTpauus

Kapbamazenun 0-22% noHWXKEHHE 40% MoOHWKEHHE

(30% noBuiieHKe Ha
kapOaMa3ennuH-eNOKCH])

Knobazam He e npoyueHo He okasBa BIMsHHE
dendamar He e npoyueHo He oka3Ba BnnsHHE
JlaMOTpHKHH Jlexo nonuxkeHue™* He oka3Ba BnusiHHE
denobapburon 14-15% noBHIICHHE 30-31% noHmxeHHe
DeHATOUH 0-40% nosumeHne 29-35% noHuxkeHnue
Bannpoesa xHcenHHa He oka3Ba BnusiHHe 0-18% noHnxkeHne

* TIpesiBapHTETHUTE Pe3yNTaTH MOKA3BAT, 4€ OKCKaphasenuH MOKe Ja A0BEAE 110 MO-HHCKH
KOHLIEHTPALMH Ha JIaMOTPHXCHH, KOETO MOXKE JIa € OT 3HaUCHHE NPH ACLA, HO BE3MOXKHOCTTA 34
B3aMMO/ICHCTBHE Ha OKCKapBasenuH H3riexaa e No-HMCKa OT Hab/oaBaHaTa npH ChITbTCTBALNO
fledeHHe C SH3NMHH HHAYKTOpH (kapGamasenuH, genobapOuToH U GeHUTOHH)

Jloka3aHo €, 4e MOILHHTE HHIYKTOPH Ha upToxpom P450 usoensumure (Hanp. xapbamasernyH,
dhennTouH ¥ GeHoGapOHTOR) MOKA3BAT NIOHKABAHE Ha [UIA3MCHHTE HHBA Ha MXITI (29-40%) npu
BBH3PACTHH, @ TIPH JieLa Ha Bb3pacT OT 4 A0 12 roAvHH KIHPBHCHT Ha MXIT ce nosUINaBa ¢
npubnusurenHo 35%, ako ce Mpuara €IHO 0T TPUTE AHTUETIMIENTTHYHH JICKapCTBa, KOUTO €4
€H3UMHH UHJIYKTOPH, B CPaBHEHHE C NPUAAraHeTO UM KaTO MOHOTCpanu4. KomOuHupanara Tepanui ¢
Trileptal v JaMOTPHKHH € CBBP3aHa C MOBULICH PUCK 33 HEXKEJIAHW PEaKLIMH (ragene,
COMHOJIEHTHOCT, 3aMaiiBane ¥ rnasobonue). Ako ceBMecTHO ¢ Trileptal ce npunarat eann uin
HAKONKO AHTHEIIWIETITHYHM JIEKAPCTBEHH POAYKTA 32 BCEKH KOHKPETEH ClIy4ain MOXE Aa ce
OB6MHCIIH BHUMATETHO NIOHIKEHHE Ha 103aTa /WM MOHHTOPHUPAHE Ha IUIa3MEHHUTE HUBA, 0CODEHO
MpH Jelia, KOHTO CE JIEKYBaT U C JAMOTPHXHH.

Ipu ynorpeba Ha Trileptal He ce HabmoaaBa ABTOMHYKLMA.
B3aumoeiicTBHE € APYIH JIEKAPCTBCHA MPOAYKTH

LIMMeTH/IHH, EPHTPOMHLIMH, BUIOKCA3HH, BapbapiH W IEKCTPONPONOKCH(EH HE OKa3BaT BIMAHHE
BupXY (papmakoxkuHeTHkata Ha MXIL

TeopeTH4HO € BB3MOXKHO B3aHMO/IEHCTBHETO MEXKY OKCKapOasemnuH 1 MAQO-uHXUOUTOPH Nopaax
CTPYKTYPHOTO CXOACTBO Ha OKCKapOasenuH ¢ TPMLMKITHYHATE aHTHACTIPECAHTH.

B WIMHHYHH NPOYYBAHHs CA BIJTIOUBAHHW MALMEHTHTE HA JICHEHHE C TPHLIMKJINHH AHTHJIETIPECAHTH H
He ca HabmoJaRaHW HUKAKBH B3aUMOJICHCTBUA.

KomOuHauuaTa ot TuTHii 1 okckapOazenuy MOXe a NPUYMHH TOBUIIEHA HCBPOTOKCHYHOCT.
4.6 bpeMeHHOCT H KhpM€EHE

BPEMEHHGCT ITF L G :HH\:\
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PHcK, CBBP3aH ¢ NHICNCHATA H ANTHENHJIENTHYRHATE JJEKAPCTBEHH CPEACTBA KaTO IAio: - -

JlokasaHo e, 4e TIPH FIOTOMCTBOTO HA XEHH C EMAIENCHA YeCToTaTa Ha MasiopMaLiK & 21Ba 10 TPH - -
[THTH MO-BUCOKA OT HeCTOTaTa OT IpHOAK3MTENHO 3% B ofluaTa nomynauus. B nekyeanata ~ -~ -

Nomny/auus € oTéena3aHo HapacTBaHe YeCTOTaTa Ha ManOpPMalMKTE TIPH JKCHUTE, nopfokeHw Ha - - o
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nostvtepanua. He e nasacHeHa obaue CTENEHTA, 10 KOATO 3a TOBA JONPHHACH JIEYEHHETO W/ HUIH
3abonaBaHeTo.

OcseH ToBa e(peKTHBHATA AHTHEITHIETITHYHA Tepanus He TpadBa Ja ce NPeKbCBa, ThH KaTo
BJIOLABAHETO Ha 3a00MABAHETO € BPEJHO KAKTO 3a MaHKaTa, TaKa H 3a IJioaa.

PHCK, CBBP3aH ¢ OKCKapOasenun:

KAHHUYHWTE Aa@HHU 3a eKCIO3KMIMA 110 BpeMe Ha OpeMEeHHOCTTa BCe OLUE ¢a HEAOCTATLYHH, 3a Aa Ce
OL€HH TepaTOreHH!s NMOTEeHUMaN Ha okckapbasenui. [IpH NpoyyBaHus BbPXY KHUBOTHH Ca
HA0JI0AaBaHU NOBUILEHa eMOPHOHAIHA CMBPTHOCT, 3a6aBsHE Ha pacTeka W MashOopMalliM Npy
TOKCHYHH 32 MaiKkaTa A030BH HHBA (BX. TOUKa 3.3).

Karto ce Ma npeasua Tosa:

- Ako xeHa, nonyvasaiua Trileptal, 3a6pemenee unu niaHupa 6peMeHHOCT ynoTpebaTa Ha TO3M
npoayKT TpAGBa BHUMAaTeENHO Aa ce npeouern. Tpabea na ce JaBaT MUHHMATHH e(EKTHBHH
034 M BUHATM, KOTaTO € BL3MOXKHO TpaOBa Aa ce npeAnovYnTa MOHOTEpanuATa IOHE npe3
MBEPBUTE TPH Mecella OT OPEMEHHOCTTA.

- TlaumenTture TpaOBa a ¢e KOHCYJITHPAT M0 OTHOWIECHHE BE3MOMCHOCTTA 32 IMOBUILICH PHUCK OT
mandopMaLIvK B 1a U¥MaT Bb3MOXKHOCT 33 MpEeHaTaIeH CKPUHHUHT.

- Tlo BpeMe Ha 6peMEHHOCT ehbeKTHBHOTO AHTHEMHIENTHYHO JICYEHHE C OKCKapbasenuH He
Tpa6BA [a CE NPEXbCBa, Thil KATO BJIOLIABAHETO Ha 3a60/1BAHETO € BPeAHO KAKTO 33 MaHKaTa,
TaKa ¥ 3a roja.

MOHATOpPHPpAHE H NIPEBEHIIHA

AHTHENMIIENITHYHHTE JISKapCTBa MOTAT Ja AoBeaaT A0 AcHUMT Ha ¢osieBa KHCCTHHE, KOETO €
BBL3MOXMCHA JOMbAHUTEIHA NPHYHHA 32 RHOMAJTHM Ha 1utoga. JloGaBsaHeTo Ha hONHEBa KHCETHHA CC
[penopbYBa NPeay U o BpeMe Ha GpeMeHHOCT. Tbi KaTo eeKTHBHOCTTA HA TOBA JIEHCHHE HE ©
70Ka3aHa, TO CIELHANH3HPaHa NIPEHATATHA IHArHOCTHKA MOXE a C€ TPSUI03KH IOPH 32 )KEHHUTE C
nobaeka Ha donuesa KHCEIMHA.

[Topaan dH3NONOFUUHKTE NPOMEHH N0 BPEME Ha OPEMEHHOCTTA € Bh3MOXKHO B X012 HA
6PEMEHHOCTTA 12 HACTBINU [IOCTENMEHHO MOHWKABAHE HA TIA3MCHHTE HUBA HA AKTMBHHA MeTadonuT
Ha okckapOazenuua, 10-MOHOXHAPOKCH Mpon3soaHoTO MXIL Tlpenopbusa ce BHUMATERHO
MOHHTOPHPaHEe HA KAWHHYHHSE OTIOBOP MNPH XKEHH, NEKYBAHH C Trileptal no Bpeme Ha OpeMeHHOCTTA U
714 C& HMa NPEABHA YCTAHOBABAHETO HA NPOMEHH B MIa3MEHHTE KOHUEHTPALUK Ha MXTT. 3a na Mmoxe
712 €€ OCHTYPH NOAIBPIKAHETO HA AEKBATEH KOHTPON Ha NPUCTLINTE NPE3 lidaTa OpemennocT. B
MOCAEPOAOBUA FIEPHOT CHILO MOXKE 1A ¢€ 0OMUCAU NMPOCACAKBAHE HA NNA3MEHNTC NUBA Ha MXIH,
0COBEHO B CIYHANTE, KOFATO 403aTa Ha MeAMKamMeHTa € OUna NoBHilIEHa NO BPEeME Ha OpeMeEHHOCTTA.

[Ipu woBOpoOAEHN

Crob11aBaT ¢€ XeMOpParHyH1 HapylIEHHs Ha HOBOPOAECHOTO, IPHYHHEHH OT aHTHENTHIICNITHHHHA
cpeactsa. Karo npeanasHa mspka tpsOBa a ce npujara BATaMHH K, mpe3s nocaeAHHTE HAKOJIKO
ceAMMILIM OT OpeMEHHOCTTA, KAKTO ¥ Ha HOBOPOJAECHOTO.

KnpMene

Oxckap6asenuH ¥ HeroBuaT aktueeH Metabonut (MXII) npemnnaBsat B KbpMata IpH XOpa. M 3a
BETE BEIIECTBA € YCTAHOBEHO CHOTHOLIEHHE HA KOHLICHTPALMUTE B KbpMaTa H ruiasMara oT 0,5. He
ca W3BECTHU ebEKTUTE BEPXY AETETO, W3NOXKEHO Ha Trileptal upe3 TaK®B BT Ha NPHIIOKCHHE.
CneposarenHo Trileptal He TpaOBa na ce u3110713Ba NO BPEME HA KbPMEHE.

4.7 Edextu BLpXY cnocobnocTTa 32 mogupane w padoTa ¢ MAIHHHA

-~ :

Vnorpebata Ha Trileptal ce cBbp3Ba ¢ HEXEMAHN PEAKINH KaTO 3aMasHOCT HIIH comumer_;ﬁgmﬂr (Bx.

Touxa 4.8). 3aToea nauneHTHTE TpAbBa Aa OBAAT NpeayNPEAeHH, Ye PU3HUCCKHTE wwna! o

CHXHMHECKHUTE MM CIOCOBHOCTH, HEOGXOMMMH TIpH paboTa ¢ MalIMHY win wodupaxe MoraT na 6baar =~ -

HApYLIEHH.
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4.8 Hexelanu NeKaAPCTBEHH PEAKIHH

Hait-uecTo ¢chOGIABAHNTE HEXENAHHA PEAKLIMKA Ca COMHONEHTHOCT, I1aBo0onne, 3amMasHOCT,
JAWTIAOTIMS, TaJicHe, MOBPBILAHE U YMOpa, U ce Habmonaasar npu nosede ot 10% ot nanuentnre.

IpodurkT Ha HeXeNaHNTe PEAKIUH N0 CHCTEMHU C& OCHOBABA HA HEXENAHNTE peakLiiK OT
KJIMHHYHHTE NPOYUBaHKsA, OLEHEeHH BB BpB3Ka ¢ Trileptal. OceeH TOBa N0J BHUMaHH® Ca B3CTH H
KITMHAYHO 3HAUHMH CHOOIIEHH 3a ClTyvaH Ha HeXENaHH PeakLHH OT NpOYYBAHHA NPH NALWCHTH C
M3BECTHA CAMOJIMYHOCT M CJleAperucTpaHOHHN NpOy4BaHUA

Ouyenxa Ha yecmomama - - mro20 vecmu: 2 1/10; wecmu: 2 1/100 - < 1/10; newecmu:

> 1/1000 - < 1/100; pedxu: > 1/10 000 - < 1/1000; mnozo peoxu. < 1/10 000; ¢ neussecmua vecmom.
OM HAAUMHUINE OURHU HE MOXNCe Od 0b0€ RAONPABEHA OYEHKA.

[Tpw BCsKO rpyNMpaHe B 3aBUCHMOCT OT YECTOTATa HEXKETAHUTE JICKAPCTBCHH PEAKLIMU CC u3GposaBart
B HU3XOIALI pell MO OTHOLIEHWE HA TAXHATa CEPHO3HOCT.

Hapymenns Ha KPbBOHOCHATA H THM(HA

CHCTEMH

HeuecTH JICBKOTICHUS.

MHoro peaxn TpoMOOLIMTONEHHA.

C Heu3BECTHA 4eCTOoTa NMOTHCKaHe Ha KOCTHHUA MO3bK, annacTuyna
aHEMHA, arpasyioHHTO34, NAHUHWTONEHHS,
HEeYTpONEeHHA

HapynieHus HA HMYHAATA CHCTEMA

MHOro peaku CBPBbXYYBCTBHTEIHOCT (BKJTOUHTEIIHO

CBPBXUYYBCTBUTEIHOCT ¢ MOIHOPraHHO 3aCHIAHE)
XapaKTepuzupalua ce ¢ 00pHs WM NOBHILICHA
Temneparypa. Morar na Obiar 3aCerHaTH Apyry
OpPraHHu W CHCTEMH KaTO KPBHBOHOCHATA ¥
aumdHaTa cucTema (Hanp. eosuHodunns,
TPOMOOLIMTONEHNS, JICBKONCHKA,
naMbaaeHOTIATHSA, CILIEHOMETAllHA) YEPHUS Apo0
(Hanp. OTKJIOHEHHs 0T HOPMAJIKUTE NOKA3aTe/ U
33 HepHOApOOHa QYHKUNS, XENaTHT), MyCKYTHUTE
U craBuTe (Hanyp. NoAyBaHE HA CTABUTE, MUALTUSR,
apTpaiTHia), HepBHATa CHCTeMa (Harp.
yepHOApoOHA eHuedanonatus ), 6bbpeunte
(HAIp. NPOTEUHYPHS, HHTEPCTHLIMAICH HE(PPHT.
GL6peuHa HenocTaTbuHOCT), BeanuTe Apodose
(Hanp. AucTnHes, fenoapobeH OTOK, acTMa,
GpOHXOCTA3HM, HHTEPCTHLIMANHA De10APeOHa
HOASCT), AHI'HOCAEM,

aHaQMNaKTUHHU PeakLuy e

C Heu3BeCTHA 4ECTOTA SR

Hapymenns Ha MeTa00/IH3IMA H XPAHEHETO

knacuukaums Ha uecrorara cnopea CIOMS 11




YecTH

MHoro peaku

XHITOHATPUEMHS.

XUIIOHATPHUEMHSA, CBBP3aHa ¢ MMPH3HALM H
CHUMIITOMH Ha I'bPUYOBE, 0OBPKAHOCT, NOHKEHO
HHMBO Ha CBH3HAHHUETO, eHLedanonaTHa (BX. ChIIO
“HapyiieHns Ha LIEHTpAIHA HEPBHA CHCTEMA™ 3a
[PYTH HEXKEJIaHN peakLMH), HapylIeHNs Ha
3peHUETO (Hanp. 3am1>meﬁo BHIKIAHE),
MOBPBLIAHE, rafieHe’, XHNOTHPEOHH3EM,

IlcnXnyYHH HAPYLICHNA

YecTH

CBLCTOSHHE Ha OOBPKAHOCT, ACNPECHs, anaTus,
HepBHA Bb30yAa (HANp. HEPBHOCT), TA0UITHOCT Ha
qyBCTBATA.

HapyuieHnsi Ha HEPBHATA CACTEMA
MHOro 4ectH

YecTH

COMHOJIEHTHOCT, T71aBO00JINE, 3aMagHOCT.

aTaxCHs, TPEMOP, HUCTArLM, HAPYLICHUA Ha
BHUMAHHETO, aMHE3NA,

HapymeHnns HA OKOTO

MHOro yecTH

YecTH

AHTLTOIHA.

3aMbBIJIEHO BHXJAaHE, 3pUTC/IHA HAPYHICHHA.

HapyumeHHs HA YXOTO H BbTPCIIHOTO YXO

YecTH

CBETOBBPTEK.

ChpaeuHn HADYLICHHSA
MHuoro peakn
ChI0BH HAPYHICRHA

HeuecTH

apHUTMHA, ATPHOBEHTPHKYIapeH OI0K.

XUNEPTOHUS

CroMamIHO-YPEBHH HAPYIICHHA
MHOrO 4eCTH
YectHn

MHoOro peaxku

rajieHe, NOBPLLIAHE.
AMapHs, KOHCTUNALUA, KOPEMHa BoNKa.

MaHKPEaTHT W/WiIK MOBHIICHHE Ha JIUIa3aTa
W/HJIH aMUJI1a3aTa

Xenaro-ONJIHAPHH HAPYINCHASA

MHoOro peikm

XCTIaTHT

HapyumeHnst Ha KOKAT2 B NOAKOKAATE ThKAH
YectH
HeuecTH

MHOro peakH

o0OpHB, aoNeLHA, aKHe. T

yPTHKapHA. R

aHIHOEAEM, CHHAPOM Ha Stevensf-Johnsaﬁ |
TOKCHUYHA eNHACpMaiHa HEKpGJ‘IHSﬂ (CHHHPOM Han
Lyell), epurema mMyaTngopme (B}l{ Tequa 4, 4)
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Hapymends Ha MYCKYJ/JIHO-CKEJIETHATA
CHCTEMA, CHEAHHATEIHATA THKAH H KOCTHTE

MHoOro peaku CHCTEMEH JIYITyC epHTEMAaToEC

OO0mu HApYlIeRHs H ePeKTH HA MACTOTO HA

NPAJIOKECHHE

MHoro uecTH yMopa

YecTu aCTEHUA

HUicaeaBaHHn

HeuectH MOBHLLIEHHE HAa YePHOAPOOHNTE €HIUMH,

MOBHLIEHHE HA aNKaiHaTa docgarasa.

" Muoro paaxo npu ynorpe6a Ha Trileptal Moxe aa ce pa3Bue KINHUYHO 3HAYAMA XHUITOHATPHEMHA
(narpuit <125 mmol/l). Ta 06MKHOBEHO HACTBIBA NPE3 MBPBHTE 3 MECELa OT JIEHEHHNETO C Trileptal,
BBIIPEKH Y€ MMA TALMEHTH, KOWTO 32 ITbPBM ITHT JOCTHraT CepyMeH HaTphif <125 mmol/l noseue ot |
roJMHa CNeJl 3aro4YBaHe Ha nedeHneTo (BxK. Touka 4.4).

4.9 Ilpexo3npane

Cpo6IaBaT ce OT/IEAHN CITyuaH Ha npeio3upanHe. MakcHMaiHaTa NPHETa 103 € MPHOTH3UTENHO

24 000 mg. BcuukH nauyeHTy ¢ce Bh3CTAHOBABAT C/IE/l CHMITTOMATHYHO JICHCHHC, CUMOTOMHTE Ha
NpeJO3HPaHe BKIIOUBAT COMHOJICHTHOCT, 3aMasstHOCT, FaJ€HE, NOBPBLIAHC, XUIIEPKHHE3NA,
XMIIOHATPUEMHS, 8TAKCHA U HIcTarsM. Hama cieupuyeH aHTHIOT. Tpabra na 6pae HA3HAYECHO
CBOTBETHOTO CUMITTOMATHYHO M TIOUIbpAKaLlo JeueHue. Tpabpa fa ce MMa npeiBUA OTCTPAHABAHE HA
JIEKAPCTBOTO Upe3 CTOMAlHA IPOMHUBKA H/WJIH MHAKTHBHPAHE 4Ype3 NPUEMAHE Ha aKTUBEH BBIVICH.

5. ®APMAKOJOIHYHH CBOMICTBA

3.1 dapMaKoIHHAMHYHH CBOHCTBA
$apMaKoTepaneBTHYHA rPyna: AHTHENTHICNTHYHY CPEACTBA
ATC xoa: NO3A F 02

PapMakoAAHAMAYHH ePeKTH

(dapMaKoIOrHuHaTa aKTHBHOCT Ha okckap6asenuH ce NpoABABa OCHOBHO 4PE3 HCTOBHA MeTaboONMuT
(MXIT) (Bxk. Touka 5.2). [Ipema ce, 1€ MEXaHHU3IMBT Ha nevicTeue Ha okckapbasennH U MXII ce
OCHOBABa [IaBHO Ha GJIOKMpaHE HA BOJTAX-3aBUCHMHTE HATPHEBH KAHAIIM, KOETO BOAH 110
CTaGHIM3NpAHE HA CBPBXIOIAPHINPAHUTE MEMOpaHH Ha HEPBHUTE KJICTKH, nuxubupane Ha
NMOBTOPHOTO HEBPOHATHO AKTUBHPAHE H oTcnabBaHe HA NpeJaBaHETO Ha CHHANTHYHHTE HMITYJICH.
OcBeH TOBa [OBUILEHATA POMyCKIHBOCT 38 K* 0HA 1 MOIy1aia Ha BUCOKOBONTXKHHTC

akTMBUpann Ca’ KaHanu MOraT ChLIO 1a AONPHHECAT 32 AHTHKOHBYJICHBHHUTE e(eKTH Ha
nexapcTeoTo. He ca OTKPHTH 3Ha4HMH B3aMMOAGHCTBHA ¢ MO3BHHEH HEBPOMELHATOP WK C

peLIENITOPHH MOAYJIATOPH,

Oxckap6a3enuH ¥ HerOBHAT AKTHBEH MeTabonuT (MXTT) ca MOLIHY H epUKACHH aHTUKOHBYJICHBHH
NeKapcTBa MpH KMBOTHH. Te NpenaIBaT rpH3a%HuTe OT FEHEPAU3MPAHA TOHUYHO-IIOHWHHN 1, B TI0-... .

MaJIKa CTEIEH, OT KIOHWYHM MbPUOBE, M IPEMAaxBaT UM MOHIDKABAT YECTOTAaTa HA XPOHWIHO PR
PELMANBHPALIH NAPUMATHHA MBPHOBE NPH PE3YC MAKALK C alyMHHHEBH MMILTAHTAHTH. Hece .

HaGJ110/1aBa TOJIEPAHTHOCT (T.¢€. OTcNabBaHe Ha AHTUKOHBY/ICHBHATA AKTHBHOCT) KbM Toﬂr;ﬁﬁfﬁ'f- S
KJIOHMYHHKTE bPYOBE MPH MHILIKH H [UTEXOBE, KOHTO Ca TPETHPAHH ©XeHEBHO B NpOAB/KCHHAE HA 5 . .
NHH WIH 4 ceaMULH ChOTBETHO ¢ OkckapGasenyH win MXIL. A

.II
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5.2 PapMaKOKHHETHYRH CBOHCTBA
AbBcopOnsn

Cnen nepopanno npunoxenne Ha Trileptal, okckap6aszenyn HambeHO ce abcopbupa H ce
MeTabomM3Hpa 310 JI0 HEroBus apMakoioruuHo aktuseH metaboant (MXII).

Crien IpUiIoskeHue Ha eauHuryHa go3a ot 600 mg Trileptal npu 3apaBn MBke 100POBOIILM HA TAAHO,
cpeanara CTORHOCT Ha Cax Ha MXII e 34 pmol/L, ¢bc CHOTBETHO CPEAHO tmax OT 4,5 Haca,

[Ipu u3cneaBane Ha MACOBOTO PABHOBECHE NPH MbKe, camo 2% OT ob1uaTa paaoakKTHBHOCT B
1a3Mara ce Ab/DKH Ha HeMpOMEHeHHs okckapGasenus, npubnusutenno 70% ce abmku Ha MXI], a
oCcTaHaaTa YacT ce OTHACA 32 HECHIUECTBEHN BTOPHUHH MeTabonnTH, KOHUTO OBP30 CEe OTCTpaHABAT.

XpaHaTa He OKa3Ba BIIMAHME BBPXY CKOPOCTTA M CTeneHTa Ha abcopOums Ha oKcKapGa3enuH,
cienosarento Trileptal Moxe na 6bae npuemaH cbe WK Oe3 xpaHa.

Paaznpeaenienne
[IpusnanuaT oGeM Ha pasnpenenende Ha MXII e 49 nutpa.

[Mpu6nuzurenno 40% ot MXII ca cBBLP3aHH CbC CEPYMHHU OENTHUM, MPEANMHO anbyMuH.
Cebp3BaHeTO ¢ GeNTHUNTE € HE3aBUCUMO OT CepYMHATa KOHUCHTPALMA B rPaHHLINTE HA
TepaneBTHUHUTE 103W. OkckapbasenH 1 MXII He ce CBBp3BaT C anda- 1 -kucen riIUKONpoOTEHH.

Oxckap6aszenud 1 MXIT npeMuHaBat iaueHTara. B equH cryval HeoHaTanHara ¥ Mai4ynHaTa
koHueHTpauun Ha MXII ca cxoaHn.

Buorpancdopmanus

OxckapOasenut Obp30 ce peayLiMpa OT UATO3ONHHTE CH3UMH B HCPHHS apo6 go MXTI, koeto nMa
OCHOBHO 3HaueHue 3a (apmakonornunms epekr Ha Trileptal. MXII ce MeTabonu3npa upes CBbp3BaHE
C FIIOKYpOHOBATa Kucenuna. Manku konvuectsa (4% ot 103aTa) e OKUCAABAT A0 PapMaKoJOrH4HO
HeakTuseH MetaGommt (10,1 1-auxuapokcu-nponssoaxo, IXII).

EanmuHHpaHe

Oxckap0asenHH ce eTMMHHHPA OT OPraHu3Ma IN1aBHO oA ¢opMaTa Ha META0ONINTH, KOUTO C€
eKcKpeTHpaT 0cHOBHO Nnpe3 6s6peunTe. [Toseue oT 95% oT n03aTa ce OTACNA € ypHHATA, KaTo
HePOMEHEHHAT okckapbaseniH e no-manko ot 1%. C deneca ce OTAENAT N0-MAJTKO OT 4% ot
npunoxeHara fo3a. ITpubnusurento 80% ot go3ara ce eKCkpeTHpa ¢ yprHHaTa HIH MO dropMarta Ha
rirokypoHuan Ha MXII (49%), nimn KaTo HENMPOMEHEH MXII (27%), aokaro HeakTHBHOTO JIXI1 €
oKk0J10 3%, @ KOHIOraTUTe Ha okckapGasenuH — 13% ot nosara.

OxckapGasenvn 6bp30 e €IMMHHHpPA OT KPbBHATA I/Ia3Ma CbC CTOWHOCTH HA NPUBHAHNA TIOTyAKHBOT
mexay 1,3 1 2,3 uaca. O6paTHO, IPUBHAHHAT TIONYXKUBOT Ha MXITI B nna3mara € cpenHo 9,3 + 1,8
yaca.

IIponopus#oRaJTHOCT HA JO3HTE

[Tpu naupenTw, npuemainy Trileptal aBa sTH JHEBHO, PABHOBECHUTE KOHLIEHTPALIMK Ha MXII B
[1a3Mata ce JOCTHraT B paMKHTe Ha 2 — 3 Anu. B paBHOBECHO CHCTOAHHE (hapMaKOKHMHETHKATA Ha
MXII e nunHeitHa 1 B Jo30BHA o6xBat Mexay 300 u 2400 mg/aeH nokassa nponopLUHOHAIHOCT HA
TIO3HUTE.

CrieHaJTHH FPYNHA NANHECHTH

HNanuenTH ¢ YepHOAPOOHH YBPEKAANHS T

(dapMaKOKUHETHHHHTE CBOHCTBA H metaGonuamsT Ha okckapbazenud v MXII ca oueHeHﬁ,ﬁp_n T >,
3/1paBH J0OPOBOJILM H XOpa © 4yepHOAPOOHH YBpEKaHUA CJIC]] TIPHIIaraHe Ha eJWHUYHA nepopaiHa .. M

no3a ot 900 mg. Jlexure A0 YMEPEHH HEPHOAPOOHH YBPEXKAAHUA HE MOBTHABAT papMakokyHeTHKaTa = | T
* . | ' N fos
na oxckap6asenun 1 MXIL. Trileptal He e n3cneBaH NpH NAUKMEHTH C TCHKKH HCPHOA obun © 4

yBpeXxJaaHus. 2
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Ilanuentn ¢ 6L0peunn yBpex(anHa

ChblUECTBYBA JIMHEHHA 3aBHCHMOCT MEXKIY KPEATHHHHOBHSA KIMPBHC H ObOpeunusa kiMpbHC Ha MXIIL
[Ipy npunarane Ha eauHUYHa no3a ot 300 mg Trileptal Ha naumenTH ¢ 6L0pevHH yBpeKIaHNA
(kpeaTHHHHOB KJIHPBLHC < 30 ml/mMuH), BpemeTo Ha noyxkusoT Ha MXTI ce yarikaea ¢ 60-90% (16
no 19 uaca), ¢ aBykpatHo noeuiuenne Ha AUC B cpaBHeHHeE ¢ BB3PacTHH ¢ HopmanHa 0b0peyuHa
dbyuxums (10 yaca).

Nena

dapmakoknHeTHKara Ha Trileptal e u3cnensana Npu KIMHAYHY TPOYUBAHUA C €11a, IPHEMALIN
Trileptal B go3u 10-60 mg/kg/nen. KopurupaHusar crnopes TerioTo KMpsHE Ha MXII ce noHnxkasa ¢
HAapacTBAHE HA BB3PACTTA U TETJIOTO, NPUGMIKaBaiKH Ce 10 TO3M 32 BB3PacTHH. CPeaHHAT
KOPHMTHpaH Copedl TEIOTO KIMPBHC IIPU AEUa Ha BH3pacT oT 4 10 12 rognHy ¢ NPUOIHZUTENHO C
40% 1o-BUCOK OT TO3M MpH Bh3pacTHH. Cnenoearendo excrnodnuuaTa Ha MXI1 npy Te3u aeua ce
OUYaKBa [1a € OKOJIO JIBE€ TPETH OT Ta3M 33 Bb3PACTHH NPH JICYCHHE ChC CXOHa NPEN3YHCIICHA CrIopel
TernoTo No3a. C NMoBUIIaBaHe Ha TETVIOTO MPH NMALMEHTH Ha BL3pacT Hak 13 roguHu npeu3unCieHAAT
criopea Ternoto knupbHe Ha MXII ce oyaksa Aa JOCTHUTHE TO3H MPH BB3PACTHH.

bpemennoct

[Topany PUIMONOTHHHHTE IPOMEHH 110 BPEME HA OPEMEHHOCTTA € BB3MOMKHO B X014 Ha
OpPEeMEHHOCTTA 214 HACTDBIIH NOCTEMNEHHO MOHIKABAKE HA MIA3MCHHTE HUBA HA MXIT (Bx. TOUKa 4.6).

IlaguenTn B HANPEAHANA Bb3PACT

Crnie npuaoXkeHue Ha eaunuyHa (300 mg) wiy MHorokpaTtam 103H (600 mg/neH) Trileptal npn
noGpoBonLy B HanpeHana Bb3pacT (60 — 82 rofnH#), MAKCUMATHUTE T1a3MEHH KOHUCHTPALUH H
croiiHocTHTe Ha AUC 3a MXII ca ¢ 30% 10 60% no-BHCOKH, OTKONKOTO MPH M0-MAaAK A100poBOILMK
(18 — 32 roaunHu). CpaBHEHHA HA KpCATHHWHOBUA KITHPBHC NMPH MJ1AAN nobpososiy ¥ 1o6poBoauy B
Hanpe/HAasa Bb3pacT [0Ka3BarT, He PasiMKaTa ¢e Ib/DKH Ha 3aBUCUMOTO OT BB3pacTTa IMOHWKCHUE Ha
KpeaTHMHUHOBHS KIHpbHC. HAMA cneuuanyy npenopbky 3a A03UPaHe, THit KATO TEpaneBTUYHHUTE [03H
ce pery/Mpar Cropea HHAMBUAYATHUTE OCOOEHOCTH.

Ilon

He ce HabmoaBat CBbP3aHy ¢ nojia GapMakOKHHETHYHH pasfinyius MpH AL, Bb3pacTHH HAH
MalHEHTH B HaNpeAHata Bb3pacT.

3.3 NpeaxanauYHA JaHHH 33 6e30NaCHOCT

HexnTMHMYHHTE aHHH He MOoKa3BaT ocobeH pUCK 3a XxopaTa Ha Da3aTa Ha KOHBCHLIHOHAJIHUTE
apMaKOIOrHYHH U3NTHTBaHHUA 32 6€3011aCHOCT, TOKCHYHOCT NMPH MHOTOKPATHO NPHIaraHe,
FeHOTOKCHYHOCT Ha OKCKapba3enuH ¥ GapMakoIOrnyHO aKTHBHHA MY METaboNHT —
MOHOXHAPOKCHIHOTO My npoussoaHo (MXII).

Ha6moaasar ce I0Ka3aTecTBa 3a HepPOTOKCUYHOCT NPHU NMpPOYyYBaHUA HA TOKCHYHOCTTA NPH
MHOTOKpPAaTHO [PW/IaraHe NpH IUTbXOBE, HO HE M NP NPOY4BAHUA NIPH MHIIKH W Ky1ECTa. T karo
TUTICBAT CHOBIIEHHA 3a TAKMBA NNPOMEHH NTPH NAaUMEHTH, KIIHHWYHATA 3HAYAMOCT HA TC3M NIaHHH T1PH

MIbXOBE OCTaBa HEYCTAHOBEHA.

TIpoGuTe ¢ MUMYHOCTHMYJIHpAHE NPH MHLIKH MOKA3BAT, HC MXITI (1 B no-ManKa cTerneH
oKcKapOa3enuH) MOXe Ja HHIYUHPa Peakituy Ha CBPBbXHYBCTBHUTEIHOCT OT 3aaBeH TUN.

e,
-

[IpoyuBaHWATA BLPXY MBOTHH Pa3kpyBaT eeKTH KaTo NOBHIICHHE YECTOTATA HA eMOpuoHanHa . .
CMBPTHOCT, KAKTO M 3a0aBiHe B Ipe- W/HIIA IOCTHATAIHMA PACTEX IPH JIO3H, TOKCHHN 3a-MadKkara. . -

Ipu eHO OT OCeMTe NpoyYBaHHA Ha eMOpHOHAIHA TOKCHYHOCT, KOHTO Ca MPOBCACHH wianc, -

OKcKapba3enuH WK ¢ Herosua (GpapMaxonoruyHO aKTHBEH metaGonut (MXII), B TOKCHYHE M 38" "

Maiikara go3u (BX. To4ka 4.6) ce HabmoaaBa NOBUIICHHWE HA AHOMANIHUTE Ha [0/ [py fUTbXOBE.
Il_.lll. . - .- \ Lot
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[Ipy1 NpoyuBaHHATA 32 KAHIIEPOTEHHOCT MPH TPETHPAHHTE XKUBOTHH € NPEAH3BUKAHA N0ABA Ha
TYMOPH Ha uepHus Apol (TUThXOBE U MHIIKH), TECTHCHTE Y Ha TPaHYI03HUTE KIICTKU Ha JXCHCKHA
reHHTAJIEH TPakT (TUTbx0Be). [TosgBaTa Ha YepHOAPOOHH TYMOPH HaH-BEPOATHO € MIOCACCTBHE OT
MHAYLUPAHETO Ha YepHOAPOOHHTE MUKPO3OMATHH €H3HMH, KOETO BBIPEKH, HE HE MOXKC /12 obae
H3KITIOUEHO, € CNTaB0 MU3pa3eHO WK NHIICBA NPH NauMeHTH, nekysanu ¢ Trileptal. TecTukynapuure
TYMOpP¥ BEPOATHO ca GWIH NpeM3BUKAHH OT MOBHLICHHE B KOHUCHTPALMNTE HA JTyTCMHU3IHPALIKA
xopMoH. TTopaau nunicata Ha noAo6eH edekT Npu xopara, Ce NPUEMa, 4e TE3N TyMOPH HAMaT
KJIMHMYHO 3Hauenue. [Ipy npoyusaHeTo Ha kaHueporeHHocTra Ha MXII npu mibxoee, ce Habnogara
A0303aBHCHMO MOBHLICHHE HA YeCTOTaTa Ha rPaHyT03HO-KIETEYHY TYMOPH HA XCHCKNA TCHUTANICH
TpaxT (Wmiika v Bnaranuine). Tesu edekTn Bb3HMKBAT NPH CTENEH Ha CKCTIO3MIIKA, CPaBHUMA €
OYaKBaHATA KIWHMYHA EKCIIO3UIMS. MeXaHU3MBT Ha Pa3BUTHE Ha Te3H TyMOpH He e usacteH. [lopaau
Ta3y MPHYMHA He € U3BECTHA KIWHMYHATA 3HAYMMOCT Ha TE3H TYMODH.

6. GapManeBTHYHH JaHHH

6.1 CoHcehbK HA MOMONIHATE BemecTBA

CppueBuHa Ha TabaeTKarTa:

CIIMLIHEB JMOKCHA, KONOHAEH, OE3BOAEH
LETY1038 MMKPOKPHCTAJIHA
XHIPOMENO3a

KPOCTIOBHJOH

MarHe3MeB cTeapar.

INokpurHne na TadneTKaTa:
XHITPOMEIO32

TaJIK

tntanues avokcua (E171).

Omnacs ce camo 3a nokpumuemo va mabnremxume om 150 mg:
makporon 4 000

;keneseH okcu, )KuaT (E172);

keneseH okcua depeeH (E172);

skeneseH okcua uepeH (E172).

Omuaca ce camo 3a noxpumuemo na mabnemxume om 300 mg:
maxporon 8§ 000;
seneseH okcup, kuat (E172).

Omuacs ce camo 3a nokpumuemo Ha mabremxume om 600 mg:
makporon 4000

xkene3eH oxcua uepseH (E172)

xenesed okeua uepeH (E172).

6.2. HechbBMECTHMOCTH
Henpunoxumo
6.3 Cpok Ha roAHocT R
3 roanHH R
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6.4 CnennajtHH YCJI0BHA HA ChXPaHEeHne
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To3u J1eKapCTBEH MPOAYKT HE M3MCKBa 0COOEHH YCJIOBHA 33 CHXPAHCHHUC. N
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6.5 JTAHHH 33 ONAKOBKATA

Brvicrep, chabpikam 10 Tabnerku, Matepuan, oT koiito e n3paboten Gnucreper: PVC/PE/PVDC 1
NOKPHTa ¢ aJlyMHHHEBO (oo obparHa cTpaHa.

Tabnerkv ot 150 mg: 6nucrepuu onakosu ot 30, 50, 100, 200 w/nnw 500 TabneTkH.
Ta6netku ot 300 mg: GaucTepun onakosku ot 30, 50, 100, 200 u/mnn 500 TabneTkH.
Ta6nerku ot 600 mg: Gnucrepun onakosky ot 30, 50, 100, 200 w/wm 500 TabneTkH.

He BCHUKHM BHIOBE OMAKOBKK MOTaT Ja ¢a MyCHATH B nipoaaxda.

6.6 CoenHalRH BPEAnAIHH MEPKH NIPH H3XBBLPIAHE

Hama cnenpany U3HCKBAHUA.

7. IPUTEXATEJ HA PA3PEIIEHHUETO 3A YIIOTPEBA

Novartis Pharma GmbH,
Roonstrasse 25, 90429 Nuernberg, I 'epManus

8. HOMEP HA PA3ZPEINIEHHUETO 3A YIIOTPEBA

Trileptal 150 mg: 20010441
Trileptal 300 mg: 20010387
Trileptal 600 mg: 20010386

9. NATA HA IThPBO PA3ZPEINIABAHE/MOXHOBABAHE HA PA3ZPEHIEHHETO 3A
YIIOTPEBA

25.10.1994 r./noaHosseane 12.06.2006

10. JIATA HA AKTYAJIM3HPAHE HA TEKCTA P

. I_,.f.
K

14.10.2008
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