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KPATKA XAPAKTEPUCTHKA HA TIPOIYKTA
AD I8/ Ty 19

1. WME HA JEKAPCTBEHUS IMPOJYKT | E9502-S (17 -1- 1
, U/ -U&- LU/3

bpueka 75 mg TBBbp/IM KarncyJju
Brieka 75 mg hard capsules

bpueka 150 mg TBbpAM Kancyau
Brieka 150 mg hard capsules

bpueka 300 mg TBbpAH KarncyJiu
Brieka 300 mg hard capsules

2. KAYECTBEH U KOJIHHECTBEH ChCTAB

Besika TBBp/a Kancyna chabpxka 75 mg nperabanut (pregabalin).
Besika Tbpaa kancyna cbabpka |50 mg nperabanun (pregabalin).
Besika TBbpaa kancysia cbabpika 300 mg nperadanun (pregabalin).

3a MbJIHKUA CIMUCHK HA MOMOIIHHUTE BELIECTBA BWKTE TOUKa 6.1.

3. JIEKAPCTBEHA ®OPMA

Tebpaa karicyna
Kancyaure ot 75 mg ca 6enu u opankeBH, ¢ pazmep 4 (14,5 mm), ¢ o3nauenue "PGB 75" Bbpxy

TANOTO C YEPHO MACTHJIO.
Kancynure ot 150 mg ca 6enm, ¢ pazmep 2 (18 mm), ¢ o3Havyenune "PGB 150" BbpXy T4J10TO € 4epHO

MAaCTHJIO.
Kancyaure or 300 mg ca 6enu u opamxkesu, ¢ pazmep 0 (21.5 mm), ¢ o3nauenune "PGB 300" Bbpxy

TAJIOTO C YEPHO MACTHIIO.
4. KJ/IMHUYHHU JAHHH
4.1 TepaneBTHYHH NOKA3ZAHHHA

Heeponamna 6o1ka
bpueka e nokasaHa 3a JeueHue Ha nepudepHa U LIEHTpaJiHa HEBpoOMaTHa 00JIKa NpH Bb3PaCcTHH.

Enunencus
bpueka e nokazana kato 10MbJBaLLa Tepanus NpU Bb3pacTHH € NapLHaIHK IbPUYOBE CHC HIIH 0e3

BTOPHYHA IN'CHCPAJIN3AllHUA.

[enepanuzupano mpesolicHo pazcmpoucmeo
bpueka e noka3aHa 3a jeuyeHHe Ha reHepaIu3uPaHo TPEBOKHO pazcTpoicTio (I'TP) npu Bb3pacTHH.

4.2 Jlo3MpOBKA H HAYHH HA NPHJIOKEHHE

J1o3upoBKa

JlozoBusT uutepsas € 150 10 600 mg AHEBHO, pa3/Ie/IEHH B JIBa WIH TPH NpHEMa.
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Hesponamua 6oaxa

JleueHuneto ¢ nperabajiMH MoXKe Ja 3anouHe ¢ 103a ot 150 mg AHeBHO, pa3esicHa B 1BA WK TPH
npuema. B 3aBUCHMOCT OT HHAUBHIYAHNA TEPANEBTHUEH OTIOBOP HA NALIMEHTA ¥ MOHOCHMOCTTa KbM
NeYEHHETO JO3HPOBKATA MOXe Aa Obae nmosuweHa Ao 300 mg JHEBHO cnea MHTEPBan OT 3 10 7 AHM, a
MnpH HeOGXOAUMOCT 0 MakcHManHa ao3a o1 600 mg AHEBHO cliel AOMBIHUTENEH /-AHEBEH HHTEPBAJL.

Enunencus |
JleuenneTo ¢ nperabanvH Moxe Aa 3ano4He ¢ go3a ot 150 mg nHeBHO, paznencHa B 1Ba WK TPH

npyeMa. B 3aBHUCUMOCT OT HHANBHAYA/THHS TEPANEBTHYEH OTFOBOP HA MALMEHTA U MOHOCHMOCTTA KbM
JIEYEHHETO A03UpOoBKaTa Moxke Ja Obae nosuiuena 1o 300 mg aHeBHo cnen | ceaMHia.
MakcumanuaTa 103a oT 600 mg aHeBHO MOKe N1a ObAe AOCTUIHATA CJIEA OLUE €HA NOITb/IHUTE/IHA
ceaAMMLIa.

Tenepanuszupano mpeeoscHo pascmpoucmeo
JoszosusT uHTepBan € 150 no 600 mg nHEBHO, pa3iesiceHH B Ba WK TpH NpHema. HeobxoanmoctTa ot
neyeHue TpabBa na Obae nNpeoueHsBaHa peloBHO.

JleueHuneTo ¢ nperabaiMH MOXe aa 3anouHe ¢ Ao3a oT 150 mg aHesHo. B 3aBHCHMOCT OT
HHAHBHAYATHHA TEPaNeBTHYEH OTFOBOP Ha NMalMEHTa H MOHOCHUMOCTTa JI03HPOBKaTa MOXe Ja Obae
nosuiena ao 300 mg nxaeBHo cnen | ceamuua. Chea eaHa BOMBJIHHTENHA CeAMHULA NO3WPOBKaTa
Moke Ja 6bae nosuwena ao 450 mg aHeBHo. Makcumanydara nosa ot 600 mg aueBHo Moxe na Obje
JOCTUIHATA ClEA OLle €Ha NOMBIHHTENHA CeAMHLIA.

TIpexpamagane na nevenuemo ¢ npecabaiun

B choTBeTCTBHE € HACTOALLATA KIMHUYHA NPAKTHKA, aKO JieueHHeTo ¢ nperabanuH Tpsbsa na Obae
NpeKpaTeHo, ce nNpenopbuBa TOBAa Aa CE W3BBLPLIBA MOCTENECHHO 33 HE N0-MANIKO OT |1 ceamula,
HE3aBUCHUMO OT NOKa3aHHETO (BXK. TOUKH 4.4 1 4.8).

bvbpeuno yapesxcoane

[perabanmvH ce ENUMHHUPA OT CHCTEMHOTO KpbBoOOpaLLeHHe rnaBHO upes 6bOpeyHa eKCKpeLns B
HenpoMeHeH BUA. Tbii KaTo KIMPBHCHT Ha nperabaiuH € HpaBo nponopLHOHaNECH HA KPEATHHHHOBHSA
KIMpBHC (BK. TOYKa 5.2), NOHWKABAHETO Ha J03aTa NP NALMEHTH ¢ HapyliueHa 656peuHa dyHKUuHns
TpabBa na 6Bbae HHAMBHIYAIW3IUPAHO B CHOTBETCTBHE C KPEATHHHHOBHA KIMpBHC (CLcr), kakTo €
noco4yeHo B Tabnuua 1 1 ce onpeaens no cneaHara gopmyna:

1,23 X [140 -B3pacT (roguHu)) X TenecHo terno (Kg)

CLc{ml/min) = [ ] (x 0,85 3a keHH)

cepyMeH KpeatHHH (pmol/l)

[lperabanun ce oTcTpaHsBa epeKTHBHO OT MNa3Mara upe3 xemonuanusa (30% ot nekapcTBOTO 3a

4 yaca). [pu nauMeHTH, NPOBEXAALLM XeMOAHaNIM3a, THEBHATA f03a Ha nperabanvH Tpadsa na Obae
aJlanTyupaHa B 3aBHCUMOCT OT ObOpeuHara @yHKUHA. B anonsiHeHne kbM JHEBHATA 1033,
HENMOCPEACTBEHO CNIE/l BCAka 4-yacoBa xeMoAHanu3a Tpabaa 1a ce npunara JONBIHHTENHA 10343

(8. TaGnuua 1).

Tabauya |. AnantvpaHe Ha no3aTa Ha nperabajikH B 3aBHCHMOCT OT 6b6peyHaTa GpyHKLHS

peaTHHHHOB KiHupbHC (CLcr) I0611a qHeBHa 103a NperabannH* PekuM Ha 103HpaHe
ml/min)
'
HauyanHa go3a aKcuMaJliHa 1033l
Kmg/aHEBHO) mg/AHEBHO)

> 60 1150 00 :Ilaa WK T‘pH )

>30-<60 75 00 [sa wm 1p ‘ﬁf AT
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>15-<30 25-50 150 BeaHbkK UK ABa MbTH
INHEBHO
<15 25 75 BeaHDbXK JHEBHO )
ONBJAHHUTE/IHA 034 Cllefl XeMoArann3a (mg)
rﬂ b5 100 EnxHu4Ha no3a’

* Obuara aAHeBHa 103a (mg/nen) Tpadpa na Obae pa3aencHa, KakTo € yKa3aHO B peXKUMa Ha 103HpaHe,
3a /1a ce NoNy4Yd mg/nosa
* lonbIHUTENHATa 1033 € eAHOKpaTHa

Yeproopobno yepexcoane
[Tpy naLMeHTH ¢ 4epHOAPOOHO YBpEXkAaHe He € HeobXxoIuMa NpoMAHA Ha NO3HPOBKATAa (BXK.
TOYKa 5.2). |

Ileouampuuna nonyaayus
BeszonacHocTTa M eprkacHocTTa Ha bpueka npu aeua noa 12-roguimHa Bb3pacT H NPH FOHOLIH

(12-17-roamiHa BL3PacT) HE €4 YCTAHOBEHU. HanMyHUTE NOHACTOAINEM JAHHH Ca OMHCAHH B TOYKH
4.8, 5.1 n 5.2, HO NpenopbKH 3a TO03WPOBKATa HE MOraT Ja ObJaT HanpareH!.

Cmapuecka év3pacm
[IpH NanMeHTH B CTapHECcKa Bb3PacT MOXE Aa Ce HAJIOKHW NOHHKABAHE HA 103aTa Ha nperabanuH

nopaad HamaneHa ObOpeuHa GpyHkUMs (BX. TOUka 5.2).

Ha4uH Ha npuaoxkeHHue

bpureka Moxe aa ce nprema che Win 0e3 xpaHa.
BpHeka e npeaHa3zHaueHa caMO 3a NEPOPATHO NMPUIIOKEHHE.

4.3 TIlporuBomnoka3aHus

CBpPBbXUYBCTBUTETHOCT KbM aKTHBHOTO BELUECTBO HIH KbM HAKOE OT NMOMOILUHHTE BEILECTRA,
H30poeHH B Touka 6.1,

4.4 Chnennannu npeaynpexieHHs H NPeANa3ZHA MEPKH NpH ynoTpeda

[Tayuenmu ¢ ouabem
B choTBETCTBYE ¢ HACTOALLATA KIHHHYHA NPAKTHKA NPH HAKOU NauHEHTH ¢ aAHabeT, rp1 KOUTO

TCrJ10TO C€ NOBHLIABA ITPH JICUCHHC C nperaﬁa.n HH, MOXC 1d € HeoOX0INMO KOPpHIHpaHC Ha 103aTa Ha
XHINOIMHKCMHYHAA JICKAPCTBCH NPOAOYKT.

Peaxyuu na cepvxuyecmeumennocm
OT NOCTMapKETHHIOBHA OIHT HMAa CHOOLLICHUSA 33 PEaKLUMH Ha CBPbXHMYBCTBHTENHOCT, BKJIKOYHTENAHO

ciyuau Ha aHrvoeneMm. Jleuenueto ¢ nperabanuH TpadBa na ce npekparn He3abaBHO, aKo ce€
Ha0JIIonaBaT CHMITTOMH HAa aHFTHOEAEM, KaTo dauHraneH OTOK, NEPHOPAIEH OTOK HIH OTOK Ha TOPHHTE
AMXATENIHH [TTHILIA.

Teorcku KOMCHU HEXCEAaH: peaKkyuu
BB Bpb3Ka C Ie4eHHUETO ¢ NperabdajivH pAAKo ce ChoOINAaBa 3a TEXKKH KOXKHH HEXKENaHH peakLHH
(TKHP), sBxmountento cuHapoM Ha Stevens-Johnson (SJS) H TOKCHYHA enHAEpMATIHA HEKPOJIH3a
(TEH), konuTo Morart na 0bJaT xKHBOTO3ACTpallaBalty WM ¢ aetaneH uixon. Koraro ce npeanucea
nperaGajiMH nauveHTHTe Tpsbea na 6vaaT MHDOPMHPAaHH 3a NPH3HALIUTE H CHMITTOMHUTE M ha ObaaT
HabNoAaBaHH ¢ NOBHILEHO BHUMAHHE 33 KO)KHH PEakKLUMH. AKO C€ NOABAT NPH3IHAUM H CHM '
MOACKA3BALUM 33 TEIH PeakLUMH, NPHEMBT Ha nperabanuH TpadBa He3abaBHO aa ce cnpe
obMHUCIIM Apyro euenue (cnopen HeoOX0AUMOCTTa).
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Jamasinocm, coHAUSOCM, 3A2YOd HA Cb3HAHUE, OOBPKAROCH U YMCIBEHO YEpeXcoane

JleuenuneTo ¢ nperabajivH € CBbP3aHO ChC 3aMasHOCT M CBhHJIMBOCT, KOUTO OMXa MOTJIM 113 YBEIHYaT
YeCTOTaTA Ha C/IYUaiHO HapaHsiBaHe (MaaaHe) npy NOMyTaLMATA B CTapHecKa Bb3pacT. MimMa oo u
NOCTMaPKETHHIOBH CbHOOLIEHUS 32 3aryba Ha Ch3HaHHE, OOBPKAHOCT H YMCTBEHO yBpeXJaHe.
CneoBaTtesiHO, NaLMEHTUTE TpabBa Ja 6bAaT NocLBETBAHH Aa OBAAT C NOBHILEHO BHUMAHHE, 10KaTO
HE OMO3HAAT BB3MOXKHHUTE €QeKTH OT IEKAPCTBEHHUA NPOAYKT.

Edghexmu, cevp3anu cbC 3peHUemo f

B KOHTpONHpaHK NPOYUYBAHHSA, NO-TOJIAMa HaCT OT NALMEHTHUTE, JIEKYBaHHU ¢ nperadanux, ca
ChODLLYAM 32 3aMBIIIEHO BWXKIAHE, B CPABHEHHE ¢ NALMEHTHTE, NEKYBAHH € M1anedo, KOETO B
MOBEYETO CJIYHAH € OT3BYHAJIO B X014 Ha IEYEHHETO. B KAWHWYHKTE NPOyYBaHHA, TIPU KOUTO Ca
nposeAcHH 0QTAIMOJIOFMYHHK U3CTIeIBaHUA, YECTOTaTa Ha HaMallABaHEe Ha 3pMTEeHaTa OCTpOTa U
NPOMEHH B 3PHTEIHOTO MOJIE € MO-BHCOKA NPH NaUUeHTHTE, JEKYBaHH ¢ NperabaliH, OTKONKOTO NpH
NaLMeHTHTE, JEKYBaHHU ¢ MUiauebo; yecToTaTa Ha QYHAOCKONCKHTE NMPOMEHH € NO-BMCOKA MpH
MnaLHeHTHUTE, NEKYBaHHu ¢ auebo (Bx. Touka 5.1).

OT NOCTMapPKETHHIOBUA OIUT ChILO ce cboO1IIaBa 3a HeKENaHH PEakLMi N0 OTHOLEHHE Ha 3pEHHETO,
BKJTIOUYMTENTHO 3aryda Ha 3peHue, 3aMbIrieHO 3PEHUE WK APYTH MPOMEHH Ha 3pUTEJIHATA OCTPOTAa,
OBEYETO OT KOMTO NpexoaHi. [lpekparaBaHeTo Ha NEUEHHETO ¢ nperabanvH MOXKe Aa AOBEAE A0
OT3BY4aBaHe WAM NoJOOpABaHE Ha TE3H 3PHTEIIHH CHMITTOMM.

bvbpeuna neoocmamvunocm
Crobwaear ce cnydyan Ha ObOpeuHa HeAOCTATHYHOCT W MOHAKOra MPEKPaTABaHETO Ha JIEYEHHETO C

nperabanuH nokasepa o6paTUMOCTTA HA Ta3H HEXENaHa JEKAPCTBEHA PEaKLIuA.

[Ipexpamseane na 1eveHuemo cbC ConbMCMBAW U AHMUENWICNMUNHY IEKGPCMBEHU NPOOYKMU
Hama goctaTb4HO JaHHH OTHOCHO NPEeKpaTABAHETO HA ChITbTCTBALLATA TEPANUA ¢ AHTHENHWICIITHYHH
NIEKAPCTBEHU NPOAYKTH Cel MOCTHIraHe Ha KOHTPOJ Ha I'bpHOBETE ¢ NnperabanuH KkaTo 100aBbYHA
Tepanus, 3a 1a ce NPEMUHE Ha MOHOTEpaIus ¢ nperadaiuH.

3acmouna CePOeYHa HeOOCMAamv4YHOCM

WUMa nocTMapKeTHHIOBH CHOOLIEHHS 3a 3aCTOHHA ChbpAeYHa HEAOCTATHYHOCT NPH HAKOH NALMEHTH,
npHeMainy nperabdbanun. Tesn peakuuu ce HabaOAABAT NPEAUMHO NMPH NAUMEHTH B CTApYeCKa Bb3pacT
ChC CHPACYHO-CHAOBH YBpeXKOaHHS NpH NevdeHue Ha HeBponaTtua ¢ nperadbanuH. Ilperabaaun Tpadea
1a c€ W3N0J13Ba ¢ BHHMAaHHKE NMPHU Te3H nauueHTH. [IpeycTaHOBABAHETO HA JIEUEHHETO C Nperadanuy
MOXKE 1A NOBEI€ A0 OT3BYYABAHE HA PECAKLIMATA.

Jlewenue na yewmpaina negponamua 60.1xa 6credcmeue Ha 2PbOHAYHOMO3BYHA MPABMA

[Ipn nevyeHHeTO HA LIEHTPAITHA HeBponaTHa OoNKa BCNEACTBHE Ha rpLOHAYHOMO3bYHA TPABMa €
yBEIHYEHA YECTOTATA HA HEXENAHHTE PEAKLIMK KaTO LATO, HEXeNTaHWTe peakunH oT cTpaHa Ha LIHC u
ocobeHo Ha cbHanBoCTTa. ToBa MOXe 1a ce OOACHHU C aZUTHBEH €(EKT, ABKAaLl Ce Ha
CHITLTCTBALIMTE NEKAPCTBEHH MPOAYKTH (Hanp. aHTUCNACTHYHH CPEACTBA), HEOOXOAUMH 3a TOBA
cecrogHue. Tosa TpabBa Ja ce UMa NpeaBUAa, KOraTo nperadanvH ce NpeanyeBa 3a ToBa CbCTORHHE,

Homuckane na ouwanemo

[Monyuenu ca chOGIHEHHUS 32 TEKKO MOTHCKAHE Ha AMLIAHETO BHB BPb3Ka ¢ ynorpedara Ha
nperabanuu. [TalMeHTHTE ¢ KOMNPOMETHPaHa AUXATENHA QYHKIHA, TUXATETHO HIH HEBPOIOIHYHO
sabonasane, 6BLOpeYHO yBpEkKaaHe, ChITbTCTBALA yoTpeba Ha cpeacTsa, KouTo notuckar LIHC,
KaKTO M XOpa B CTapuecKa Bb3PacT MOXeE Ja Ca HIT10KEHH HA NO-BHCOK PHCK OT NONYy4YaBaHe HA Tasu
Texcka HexKenaHa peakums. Moxe e aa ca Heo6X0aMMHU KOPEKLIMH Ha 103aTa NPH TE3H NALHEHTH (BXK.

TOvKa 4.2). —

Cyuyuona uoeayus u nogéeoenue
[Ipn nauveHTH, NeKyBaHH ¢ aHTHENMWIENTHUHH CPEACTBA 32 pa3/IMYHH NOKA3aHKA Ce c o 1JAB4
CYHMLMAHA Haealna U nosejeHne. Meta-aHanu3 Ha paHIOMH3HUPaHH, nnaueﬁo-HoHTp g

NpPOY4YBaHUA ¢ AHTHETHIIENTHYHH JIEKAPCTBEHH NPOAYKTH ChUIO nokassa c1abo nosu ‘ l
CYHLIMAHH MHCJTH ¥ ToBeAeHHe. MexaHM3MBT Ha TO3H PUCK HE € u3BecTeH. [lpes nocr
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nepuoa ca HabJIIoJaBaKH cllydyad Ha CyHLMAHA uacalns H NOBEACHHUE IPH NMALHEHTH,
JIeKyBaHH ¢ mperabanuH, (BX. To4uka 4.8). [In3alHBT Ha eNHAEMHOJIOTHYHO POYYBaAHE C
H3I10/I3BAHE HA CAMOKOHTpOJIa (CpaBHABALLO NIEPUOIM Ha JIEUeHHE ¢ IEPHOAH 0e3 NeueHue
[pH OTAENHUA MALNEHT) IIOKa3Ba JaHHM 3a NMOBUILEH PHCK OT HOBA 10ABAa HA CYMIH/IHO
[MOBEJICHHE H CMBPT B Pe3yJITAT Ha CaMOYOHACTBO NIPH MALUEHTHUTE, JIEKYBaHH C MperadbanuHx.

[MauueHTUTE (M XOpaTa, KOWTO CE€ IPHXKAT 3a TAX) TpAOBa Aa OBLAAT NOCHLBETBAHKW Aa MOTHPCAT
NEKAPCKH ChBET NPH NOABA HA NPU3HALM HA CYHWLIMIHA uaeauus wim nosegenue. [launenture
TpsOBa na ObAaT NpocNeAsBaHH 3a MPH3HALM Ha CYMUHHA HACAIMA H [IOBEJACHHE H TpOBa
Ia ce npeJnpHeMe CbOTBETHOTO JiedeHHe. TpabBa aa ce oOMHUCIH npeKpaTaBaHEe HA
JIEYCHHUETO ¢ nperadajavH B ciiy4ai Ha CYHLUHUIHA HICANUA H NIOBEACHHE.

Havanena ghynxyun na ooanume omaoenu Ha 2aCMpOURMeCMUHAIHUA mMpaxm

MMa nocTMapKeTHMHIOBHM choOLIEHHS 3a CbOUTHSA, CBBP3aHH ¢ HaMalleHa GYHKUHWA Ha JOJIHHTE OTAECAH
HA raCTPOMHTECTHHAIHUS TPAKT (HaNpUMep YpeBHA OOCTPYKLMS, NMapalUTHYEH HIIEYC, 3aMeK), KOraTo
nperabannH ce npunara €AHOBPEMEHHO C NEKAPCTBEHH MPOAYKTH, KOUTO MOTAaT Aa NPeAUIBHUKAT
3aneK, KaTo ONHOUIHH aHanreTHuM. Korato nperadasinH ¥ ONMHOWHM aHAITETULM LIE CE U3MNION3BAT B
koMOuHauua, TpAOBa 1a ce npeanpueMaT MEpKH 3a MPeIOTBPATABaHE Ha 3aneK (0cobeHO NPH KEHH H
NaLMEHTH B CTAPUECKa BbL3PAcCT). |

Censmemeauya ynompeoa ¢ onuouou

[Ipenopbuea ce NOBULLEHO BHUMAHHUE NPH NPEANUCBaHe Ha nperabanvH chMbTCTRALIO ¢ ONHOHIH
nopaau puck ot notickane Ha LIHC (Bxx. Touka 4.5). B npoyuBaHe ,.clly4an-KOHTpOJIa™ NPH JIHLA,
NPHEMALLH ONHOKW/H, TPH NALUMEHTHTE CHC ChABTCTBALL NPHEM Ha nperabanuH ¥ ONHOMAH ce
Habn100asa NOBMILEH PHCK OT CMBPT, CBBp3aHa ¢ yroTpedaTa Ha ONUONIH, B CPAaBHEHHE CBC
caMOCTOATEIHATA ynoTpeba Ha onHouaM { KOPUTHpPaHO ChOTHOLIEHHE Ha aHcoBeTe [a0R ],

1,68 [95% CI, 1,19-2,36]). To3u noBuilieH puck ce RabAroAaBa NPH HUCKK 403 NperabaiHH

(£ 300 mg, aOR 1,52 [95% (1, 1,04-2,22]) u e HaniHLle TEHACHIIHA 34 NO-BHCOK PHCK MPH MNO-BHCOKH
no3u nperabanut (> 300 mg, aOR 2,51 [95% CI 1,24-5,06]).

Henpasuina ynompeba, nomenyuan 3a 3nroynompeba wiu 3a8ucumMocm

[Iperabanux MoKke Aa NpeAM3BHKA JIEKapCTBEHA 3aBHCHMOCT, KOATO MOXE /1a Bb3HHKHE NpH
TepaneBTHYHH N034. Cbobl1aBaHy ca Cilydyad Ha 310ynorpeba U HellpaBWiIHa ynorpeda.
[TauimeHTH ¢ aHaMHe3a 3a 3J10YnoTpeda ¢ BEIIECTBA MOXKE J1a ¢a ¢ MO-BUCOK PUCK OT
HempaBHJIHA yroTpeba, 310ynoTpeda H 3aBHCHMOCT OT nperadbaivl H € HeoOX0AHUMO
MOBHMILIEHO BHHMaHUe npH ynoTpedara Ha nperabanuH npu TakuBa nauueHTu. [lpeau
npeanHcBaHe Ha nperabanvy Tpadsa /1a ¢c€ OLIEHH BHHMATEIHO PHCKBT HA NTALIUEHTA OT
HEeMpaBMJIHA yroTpeda, 3oynorpeda i 3aBUCUMOCT.

[TauuenTHTe, JeKyBaHM ¢ nperabanuH, TpadBa Aa 6baaT HabnoAaBaHy 3a NPHU3HALH H
CUMIITOMM Ha HeNpaBHIHa ynoTpeda, 3noynoTpeda Uiv 3aBUCUMOCT OT nperadanuH Karo
pa3BHBaHe Ha TOJEPAHTHOCT, HEOOXOAMMOCT OT MOBUILIaBaHe Ha J03aTa, MOBEACHHE 38

HaCOYCHO THPCCHC HA JCKApPCTBOTO.

CuMnmomu Ha omHeMane
HabnronaBaHu ¢ca CHMIITOMHW HA OTHEMAHE NPH HAKOU MALMEHTH CIEA NPEKPATABAHE Ha
KpPaTKOCPOUHO H JBIrOCPOUHHO JieueHHe ¢ nperabdanud. Cneanvre cbOUTHA ca HWIM CrIOMEHATH:
Oe3cbHue, rNaBobonue, rageHe, TPEBOKHOCT, JHapHa, TPHUIICH CHHAPOM, HEPBHOCT, JCTIPECHA,
CYMUHIHA Maealus, 00aKa, KOHBYICHH, XHMNEepXuApo3a v 3amaiiBane. [loseara Ha cHMnTO
OTHEMaHE Cie]l CIIHpaHe Ha nperabairH MOoXe [a NoKa3Ba JIEKapCTBEHa 3aBUCHMOCT (
HauuenTuTe TpadOBa ga 6bJaT HHPOPMHUPAHH 338 TOBA NPH 3aNOYBAHE Ha JIEYEHHUETO.
TpsaOBa aa ce NpeycTaHOBH, MpenopbYBa C€ TORA Ja CTaHe NOCTENEHHO B NPOAbIIXKE
| ceIMHUA, HE3ABUCHMO OT NoKa3zaHUsTa (BxK. Touka 4.2.).
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KoHByJICHN, BKNIOYHTENHO status epilepticus u grand mal rspuose, MOrar ja ce noasAT No BpeMe Ha
nedeHHe ¢ nperabaauH WIK HaCKOPO C/ell IPEYCTAHOBABAHE HA TEPANHATA C NperabauH.

JasHuTe NOKa3Bar, Ye NpPH NPEKPaTABAHE Ha MPOABLILKHTENTHO JIEHEHUE C nperabanuH, yecTorata u
TEKECTTa HAa CHMIITOMUTE HA OTHEMaHE Morar fia 6baaT 10303aBHCHMMH.

Enyecpanonamus .
CpobLuaBanu ca cllydad Ha eHUeganonaTus, Hail-Beye Npy NAUKHEHTH C NOLIEKALH 3a00N9BaHNS, |

KOMTO MOraT [ia YCKOPAT NOABATa Ha eHue(anonaTus.

Kenu ¢ demepoden ROMEHYUay KOHmpayenyus

Ynotpebara Ha nperabanuH npe3 NbpBUA TPUMECTbP HA OPEMEHHOCTTA MOXKE 1a MPEAU3BUKA I'OJIEMH
BPOAICHH aHOMaHK Ha naona. [perabanux He Tpa6Ba Aa ce UINOM3BA NO BpeMe Ha OPEMEHHOCT,
OCBEH aKO N0J13aTa 3a MaiikaTa HECLMHEHO NPERULIIABa NOTEHLUHMANHHA PUCK 3a U1oAa. JKeHUTE ¢
IeTepoieH NOTeHUMa TpatBa Aa U3Non3Bat eeKTHBHA KOHTPALEMLUHA N0 BPEME Ha JIeHEHHETO (BX.

TOu4Ka 4.6).

4.5 BiaumoaeicTBHE ¢ APYrd JJEKAPCTBEHH NPOAYKTH H ApYrH GopMn HA B3IARMOIEHCTBHE

Tbii kaTo nperabajuH ce eKCKPeTHpa NPEIUMHO B HEMPOMEHEH BHA B ypHHaTa, MeTabonu3upa ce
HEe3HAYMTENHO NpH Xopa (< 2% OT A03aTa ce yCTaHOBABa B YpHHaTa nol ¢popmaTa Ha METabONMUTH), He
MHXHOHMpa NekapcTBEHUS METAabOIN3BbM in Vitro ¥ He Ce CBbP3Ba ¢ NJIa3MEHWTE MPOTEHHH, € MANIKO
BEPOATHO TOH [1a NPENH3BUKBA WK Ja YHacTBa Bb8 (PAPMAKOKHHECTHYHH B3aHMOJIEHCTBHA.

In vivo npoyueanus u nonyrayuonen apmMaKoxuHemuyen anaius

B in vivo npoyusanus He ca HabmoAaBaHH KIMHHYHO 3HAYHMH (PapMaKOKHHETHYHH B3aUMOJEACTBUA
CLOTBETHO Mexay nperadanvn v deHUTOUH, KapbamaseniH, BaINpoeBa KHCENKRHA, NAMOTPHXKHH,
raGaneHTHH, lopa3enam, OCKHKOAOH uny etaHod. [lomynaunoHeH papMakOKHHETHUEH aHAM3
MOKAa3Ba, 4Ye MepOPAHUTE aHTHAHAOETHH CPEICTBA, AMYPETHLIMTE, HHCYNHH, heHobapburan,
THarabuH ¥ TONHPaMaT HAMAT KIIHHUYHO 3Ha4HM eeKT BbpXY KIHPLHCa Ha nperabanuH.

Ilepopannu xoumpayenmugu, HOpemucmepoH Wiy emuHwIecmpaouoi
EAHOBpPEMEHHOTO NPUAOKEHHE HA nperabannn ¢ nepopajHUTe KOHTPALIENTHBHH CPEACTRA
HOPETHCTEPOH W/HIIH €THHIIIECTPAAHON HE NMOBNHABA PapMaKOKHHETHKATA B CTALIMOHAPHO CHCTOAHHE

Ha HUTO €AHO OT TE3H BCLIECTBA.

Jexapcmeenu npoOyKmu, KOUMo OKa36am GAURAHNUE 8bPXY YEHMPAINAMA HEPBHA cucmema
[lperabanub MoOxe Aa 3acHaK epeKTUTE Ha eTaHo W JlopasenaM. OT NOCTMApKETUHIOBHA ONUT KMa
CHOOLLIEHHS 33 JIUXATE/IHA HEAOCTAaTLYHOCT, KOMa H CMBPT NMPH NAUKEHTH, MPHEMALLH nperadanuH v
OMHOMAH W/HIIH APYTH JIEKApPCTBEHH NPOAYKTH, MOTHCKALLUMK LIEHTpaHATa HepBHA cucTeMa (LTHC).
[IperaGanyH BEpOATHO HMa aAHTHBHO JICHCTBHE BLPXY HAapYyLUIEHHUATA Ha NO3HABATETHATA W
JABUraTeNIHaTa PYHKLHA, MPHYHHEHH OT OKCHKOACH.

Bzaumooeticmeusn u nayuenmu 8 cmapuecka evbipacm

He ca nposexaaHu crneuudpyyHHA NPOyUBaHNA 332 (PApMAKOAMHAMHYHH B3aUMOCHCTBHA NpH
AOGPOROJILIK B cTapyecka Bb3pacT. [IpoyuBaHHs 3a B3aUMOACHCTBHA Ca NPOBECHH CaMO MpH
Bb3PACTHH.

4.6 PepTHIAHTET, OpeMEHHOCT H KbpPMEHe

JKeHu ¢ gerepoaeH noreHuuan/KoHTpalemius
Xeun ¢ nerepoaeH MoTeHUnan TpadBa Aa W3NON3BAT €PEKTUBHA KOHTPALIENLIHA MO Bpe

nevdeHHeTo (BXK. Touka 4.4).

bpeMEHHOCT
[lpoyuBaHHATa BLPXY KHBOTHH MOKA3BAT PENPOAYKTHBHA TOKCHYHOCT {BXK. TOYKA 5.3
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Joka3aHo e, 4e nperaGanyH NpeMHHaBa Npe3 MJaLeHTaTa npy Mmasxose (Bx. Touka 5.2). [Iperabanun
MOKE [1a IpEMHHE TIPEe3 YOBELIKATa IUIALECHTA.

[onemu BpoaeHu mMandopMauuu

JTaHHUTE OT CKAHAKWHABCKO 0OcepBallHOHHO NpoyyBaHe npH noseye ot 2 700 OpeMEHHOCTH ¢
€KCMO3HUMA Ha nperadaiuH npe3 mbpBUA TPHMECTBP MOKA3BAT MO-BHCOKA YECTOTA HA FOJIEMH
BpoaeHH Mandopmauun (FBM) B nenuaTpruHaTa nomynauus ((kKMBO- WIX MbPTBOPOAECHH) C
eKCNO3HUMA Ha NperabanuH B cpaBHEHHUeE ¢ nonynauuaTa 0e3 ekcnosuuus (5,9% cnpsamo 4,1%).

PuckeT of 'BM B neauaTpuiHaTa nomnyfialMs ¢ eKCro3uuus Ha rperadaivi npes mbpBUs TPHMECTLP
€ MaJIKO MO-BHCOK B CPaBHEHHE ¢ NOIMylauuaTa 6e3 eKCno3nums (KOpUrHpaHo ChbOTHOLUEHHE Ha
yectoTa U 95% mosepureneH HHTepBan: 1,14 (0,96 — 1,35)), kakTo 1 B cpaBHEHHE C NOIMYNALHUATA C
eKCNO3HUMA Ha namoTprkuH (1,29 (1,01 — 1,65)) wnu na aynokcerun (1,39 (1,07 - 1,82)).

AHaNW3K¥TE NO OTHOUIEHHE HA KOHKPETHH MandopMalnH MOKa3BaT [10-BUCOK PUCK OT MangopMalivy
Ha HEPBHATA CHCTEMa, OKOTO, 0bpa3yBaHe Ha opodalManHHi LeNHaTHHH, ManGOPMaLMH Ha NHKOYHHTE
MbTHILA H FEHHTATHHTE, HO OPOAT € MATBbK U H3YHCIEHHATA Ca HETOYHH.

Bpreka He TpaOBa Aa ce U3N013Ba 1O BpeMe Ha OpEMEHHOCT, OCBEH NPU KaTeropuuHa HeoOXOAUMOCT
(axo noJ3aTa 3a MalikaTa 3HaYMTENIHO HAJBMLIABA MOTEHUHAIHHA PUCK 33 IIOJA).

KtpMmeHe
[IperabanuH ce eKCcKpeTHpa B KbpMarTa fpy Xopa (BXK. TOUKa 5 2). BnusHueTo Ha nperabanuH BLPXy

HOBOPOIEHHUTE/KbpMaueTaTa He € W3BecTHO. TpaOBa 1a ce B3eMe peLICHHE AaNH 1a Ce NpeyCTaHOBH
KbPMEHETO WM [1a C€ MPEYCTaHOBH TepanusaTa ¢ nperabainy, KaTo ce B3eMar npeaBua noasara ot
KbPMEHETO 3a JICTETO H 1013aTa OT TEPANKUATa 32 MaiKara.

Oeprunurer
Hama K1TMHHYHM 1aHHH 33 e)eKTUTE Ha NperabannH BbpXy KEHCKHUA QEePTHIINTET,

B knuHWYHO Npoy4BaHe, 3a OLEHKA Ha edeKTa Ha nperabani BLPXY NOABHKHOCTTA HA
CMIepMAaTOIOHINTE, 3APABH MBe ca OWIHM W3NoXkeHH Ha nperadanuH B aosa ot 600 mg anesno. Cnen
NEeYEHHE B NPOABbIDKEHHE Ha 3 Mecela, He ca HabnoaaBaHu edEeKTH BbpXY NOABHKHOCTTA Ha
CNepMaTO30HAUTE.

[IpoyuBaHe Ha PepTHIMTETA NPH KEHCKH FUTLXOBE NOKAa3Ba BPEAHH €PEKTH, CBBLP3aHH ¢
penpoAyKTHBHA TOkcUUYHOCT. [lpoyuBanua Ha ¢pepTHIMTETA NTPH MBAKKH IIBXOBE 110Ka3BaT BPEAHH

e(heKTH, CBBP3aHH C PENPOAYKTHBHA TOKCHYHOCT W TOKCHYHOCT 3a pa3BHTHETO. KnHHHYHaTa
3HAYMMOCT Ha TE3H JIaHHH He € U3BecTHa (BX. Touka 5.3).

4.7 EdexTn BBpXY c1oco0HOCTTA 32 odupane ® padora ¢ MAIIAHHK

Bpueka Moxke Ja MMa J1eKO WIM YMEPEHO BIHAHHE BbPXY CMOCOOHOCTTA 3a WodHpaHe W paboTa ¢
MallMHU. bpHeka MoXe 1a NPUUMHHK 3aMasHOCT H ChHJIMBOCT H CIEA0BATETHO MOXKE Ja MOBUAEC
cnocoOHOCTTa 3a wWwodupaHe u paboTa ¢ MawiMHKA. Ha nauneHTUTe Ce npenopbuBa Aa He wodupar, aa
He paboTAT CbC CJIOKHHM MALLIMHK WIK 12 y4acTBaT B APYTH NOTEHLHANHO PUCKOBH A€HHOCTH, AOKATO
He pa3bepaT JAay TO3M JIEKAPCTBEH NPOAYKT 3acara TAXHATa CNOCOOHOCT Aa U3BbPLIBAT TE3H

JEHHOCTH.

4.8 HexenraHNn JeKAPCTBEHH PeAKIHH

KnunuyuaTa nporpaMa Ha nperabanuH BxumouBa Haz 8 900 naumeHTH ¢ eKCNO3HLHS
oT KOUTO Hax 5 600 ca yyacTeanu B ABOHHO-C/IENH Nauedo-KOHTPOIUPaHH NMPOYUE

cbOOLLaBAHUTE HEXKEaHH PEakLIMM €a 3aMasHOCT M CbHIUBOCT. Hexenanure pea Bty
cnabo 1o ymepeHo u3paszenn. Yectorara Ha npekpaTiaBaHe Ha JIEHEHHETO FIOPaaH e 4 h‘gw-..--.
3a BCHYKH KOHTPOIUPaHHU NpoyuBaHus € 12% npu nauueHTH, nojlyyasailly nperagags
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nauMeHTH, Noayuasaiy naauedo. Hali-uecTute HeXxenaHu peakUnu, NOBEH 10 NPEKPaTABAHE Ha
NIEYEHUETO B IPYNUTE, JIEKYBAHH ¢ nperadanuH ca 3aMasHOCT M ChHAHBOCT.

B Tabauua 2 no-noay ¢a U30poeHH! Mo K1acoBe Y Mo Y€CTOTa BCHYKY HEXKECITaHM JIEKApCTBECHH
peakLWy, KOUTO ca HabNoAaBaHW M0-4€CTO, B CPABHEHHE ¢ TU1aLed0 W NpH NMoBeye 0T €IHH MaLKEHT
(MHoro uectd (>1/10), yect (>1/100 o <1/10), neuectu (>1/1 000 no <1/100), peaku (=1/10 000 zo
<1/1 000), mHoro peaku (<1/10 000), ¢ Heu3BecTHa uecToTa (He MOXE 1a Obae onpeaeieHa OT
HanW4HHATE NaHHK). [1pn Besiko rpynupaHe No 4ecToTa HEKENAaHUTE €PEKTH Ca NPEeACTABEHH B
HU3XOAM1L peA N0 OTHOLIEHHE HA TAXHATA CEPHO3HOCT.

HU36poeHuTe HexenaHu peaklink Orxa Moriu aa 6bAaT CBbP3aHU ¢ NOMIEKALLOTO 3a009BaHE W/ UMK
CbC CBITBTCTBALIH JEKAPCTBEHH MMPOIYKTH.

[Mpu NedeHHeTOo HA LEeHTpalHa HeBponaTHa 6oska BCeACTBHE Ha rpEOHAYHOMO3bUYHE TPaBMa € Ouna
yBEJMUYEHA YECTOTATA HA HEXKENAHWTE PeakLIMK KaTo LSO, HEXENAHHTE peaKkurH ot ctpada Ha LIHC u
ocobeHO Ha CBHIMBOCTTA (BX. TOUKa 4.4).

JOMbAHKHTETHUTE PEAKUHH, CLOOLIEHH OT NOCTMAPKETHHIOBUS OTUT Ca oTpaseHH B WpHT italic B
CNHCBKA NO-A0JY.

Tabanua 2. Hexxenann NekapcTBeHR peaXiHH Ha nperadaiun

CHcTeMO-OpranHH KJIacoBe Hexe1aHH JIEKAPCTBEHH PEAKIHH
Hupexnnn 1 nHPeCTALHN

Yectn - Hazogapuirut

HapyiieHns Ha KPbBTa H JJHMQHATA

CHCTEMA HeyTponenus

HeuectH

HapymeHHSl HA HMYHHATA CHCTEMA

HeuecTH Cepovxyyecmeumennocm

Peakn Aneuoeoem, arepuina PeaxKyus
Hapymenns Ha MeTa001H3MAa H XPAHEHETO

YectH YBenuveH aneTur

HeuectH AHOPEKCHA, XHIOMTHKEMHSA
TcuXHYHH HAPYIHEHHRA

YecTH Eydopruno HacTpoeHHe, 0OBbPKaHOCT,

pa3/Ipa3HUTENIHOCT, A€30pHEHTaLUs, Oe3cbHUE
HaMajlIeHO Tuouao

HeuecTn XanoLMHALUHA, NTaHHYeCKa aTaka,
0e3noKoiCcTBO, Bb30Yaa, AeNpeCHs, NOTHCHATO
HaCTPOCHME, MPHIMOBANTHATO HACTPOCHHE,
aepecun, TPOMEHH B HACTPOEHHETO,
AeNepCOHANIN3ALHA, TPYAHO HAMHPAHE HA AYMH,
MATOJIOTHYHYU ChHHILA, NOBHLIEHO THOHIO,
aHOprazMus, anaTus

Peaku
A Heab3abpiaHOCT, CYHLIHHO MOBEIS
CyMiMaHA uaeauus
C HeW3BECTHA YecToTa Jexapcmeena 3asucumocm
Hapywenns #a HePBHATA CHCTEMA ‘
MHoro yectu 3amMasHOCT, CbHIUBOCT, I1aBOOYITS
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CHcTemMo-OpraHHH KJI2COBE

Hexe/laHH NeKapCTBEHH peakuin

HecTH

HevyecTH

Penku

ATakcHa, HapyLieHa KOOpAUHALIUA, TPEMOP,
AW3apTpUa, aMHE3UA, HApYLIEHH Ha NaMeTTa,
HApYyLICHHA HA BHUMAHHETO, NapecTe3ns,
XMMOECTE3UA, CeAaliusg, HAPYLIEHO paBHOBECHE,
netaprus

CHHKON, CTYNOP, MUOKAOHYC, 3a2yba Ha
Cb3HAaK e, MOBHLICHA NCHXOMOTOPHAE aKTHBHOCT,
JAUCKHHE3HA, 3aMasHOCT NPH U3NpassHe,
WHTEHLIHOHEH TPEMOP, HACTArbM, KOTHUTHRHO
pa3sCTPOUCTBO, YMCMBEHO VEPEIOaHe, TOBOPHO
HapyEHHE, XunopediekcHs, XHnepecTeus,
4YyBCTBO Ha NapeHe, areysus, obuo
HePA3NOA0INCEHUE

I'vpuoee, napocMus, XHINOKUHE3Ud, AUcrpadus,
NAPKUHCOHUIBM

Hapymenns na ouure
Yectu

HeuecTH

Penku

3aMBIrNEeHO 3PpCHHUC, AHUTLITOINNUA

3aryba Ha nepudepHO 3peHue, 3PUTENHO
HapylileHHe, OTOK Ha ouuTe, ASEKT B
IPUTENTHOTO NOJIE, HAMANEHA 3PUTEITHA OCTPOTA,
OOJIKa B OYHTE, ACTEHOMNUA, POTONCHA, CYXOTA B
OUMTE, MOBHLLICHA NAKPUMALIMA, OMHO ApPA3HEHE

3azyba na 3penue, kepamum, OCLUUIONCHA,
HapyLIE€HO 3PUTENHO BBLINPUATHE 3a AbJIOOUKHA,
MHApPHA3a, CTPabU3BM, NOBHULUEHA APKOCT Ha
obpa3ure

HapyumieHHs HA YXOTO H JAGHNpPHHTA

YecTH Bepruro

HeuvecTn Xunepaxkysuc

CopaevHn napyuenns

Heuect | Taxukapaus, aTpHOBEHTPHKYIapeH ONOK MbpBa
cTerneH, CHHycoBa Opagukapaus, 3acmoiing
CBPOCUHA HEOOCMAMBYHOC

Penku Yovancasane na QT unmepeana, CHHycoBa

TaxXHKapAHf, CHHYCOBa apuTMHA

CoaoBH Hapymenns
HeuecTH

- XHNOTOHHA, XHNEPTOHHA, TOPEILH BLJIHH,

3a4€pPBABAHE, CTYJICHH KpAHHHIIH

PecnnHpaTOpHH, I'PLAHH K MEAHACTHHATHH
Hapyunienus
HeuyecTuH

Peaxu

C HeM3BeCTHA YecTOoTAa

JAHUCnHes, eNUCTaKCHUC, KALNKLA, Ha3ajue —
KOHTECTHS, PUHUT, XbPKAHE, CYXO r- /70

berodpoben omox, criarale B ./ 0.

[foTHCcKaHe Ha AULIaHeTO

CTroMaluHO-4YpeBHHE HAPYIWIEHHUS
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CHcTeMO-OpraHHH KJ1acoBe

HexceaaHu JeKAPCTBEHH PEAKIIHH

YecTH

HeuecTH

Penku

[loBpbluaHe, 2adene, 3anex, ouapus,
¢aTyNeHUHs, NOAYBaHe Ha KOpeMa, CyXOTa B
ycTaTa

["acTpoesodareaneH pedayKe, MOBULIEHO
CIIIOHOOTAENISHE, XHITOECTE3US Ha YCTHaTa
KYXHHA

ACLMT, NaHKPEaTHT, nodysane HA e3UKa,
guctarns

XenarobuanapHs HAPYIIEHHA

HeuectH [MoBuinEeHH YepHOAPOOHH eH3MMHU*
Peaku XKbnreHuua
MHuoro peaxu YepHoapobHa HEAOCTATHYHOCT, XENATHT

HapyuieHHs Ha KOXKATA K NOXKOKHATA
TbhKAH
HeuyecTH

Penku

IManynoseH o6puB, YpTHKapHi, XHNEPXHAPO3a,
npypumyc

Toxcuuna enudepmanna Hekpoausa, CUHOPOM Ha
CmugbHc-[[oxorchbH, CTYACHA MOT

Hapyuwlenss HA MYCKYJ/IHO-CKEJIETHATS
CHCTEMA H CheIHHHTE/IHATA ThKAH
YecTH

Heuectn

Peaokn

MyCKyTHH KpaMIin, apTpanrus, 00o/ku B rep0a,
OOJIKM B KpaHHHULIMTE, LIEPBUKAJIEH CNA3bM

[lonyBaHe Ha CTaBUTE, MHANMHA, MYCKYJIHH
noTpenBaHus, OOJIKH BLB BpaTa, MyCKYyJ1Ha
CKOBAaHOCT | |

Patnomuonuia

Hapymennsa na 6n6pennTe H NHKOYHHTE
NbTHIIA
HeuecTH

Penku

MHKOHTHHEHLIUA HA YpHHATA, AH3YDHUS

brOpeuHa HenOCTaTHUHOCT, OJTUIYPHA,
pemenyus Ha ypunama

Hapymienns Ha penpoiyKTHBHATA CHCTEMA H
rspaaTa
YectH

HeuyecTH

Penku

Epexriwina auchyHKUNA

CekcyanHa ancoyHKLMA, 3a0aBeHa eaKynauns,
AHCMeHopeA, DONKM B rbpAaTa

AMEHGPCH, CEKPCLIHA OT rbpAaTa, YIroJiCMABaAHC
HA I'bPAMUTE, CUHEKOMACINUA

O0mu HapymieHHS H epeKTH HA MACTOTO KA

NpHIOKCHHE Tlepudepen oToK, €neM, HapylLlieHa rgHe
HectH naaaHe, YyBCTBO 3a ONUAHEHHE, HOPOQE3 MM
ycerlaHe, yMopa
HeuecTH
10
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CHCTeMO-OpPraHHH KJIACOBE HexeIaHH JIEKAPCTBEHH PeaKIHH
["eHepanuinpaH OTOK, OMOK HA Auyemo, CTATaHe
B rbpaAMTE, DONKa, MUpPEKCHA, XKaXK1a, CTYIEHH
TPBNKH, aCTEHUSA

H3cienBaHusa

HecTH YBENHUYEHO TETNO

HeuecTu [ToBHineHa kpeatHHPOCPOKHHA3a B KPBBTA,
MOBUIIEHA KPbBHA 3axap, HaMasieH OpoH Ha
TpOMOOLIMTHTE, NOBULICH KpeaTUHHH B KPbHBTAa,
MOHHXEH KAJIUA B KPBbBTA, HAMAJIEHO TEJIECHO
TErJIO

Penxn HamaneH Opoii Ha NEBKOLIUTHTE

*[ToBH1IEHH anaHWH aMHHOTpaHcdepasa (ALT) 1 acnaptat aMmMHOTpaHc(pepasa (AST)

HaGmopasaHy aOCTHHEHTHH CHMIITOMH CJIe] NPEKPaTABAHE HA KPATKOCPOUHO H NPOLBIIAKHTENHO
seveHue ¢ nperabanni. CrobLuaBaHu ca clieAHUTe CUMITOMM: 6e3cbHIe, rnaBobonne, ragexe,
TPEBOMKHOCT, AHAPHS, TPHUNIEH CHHAPOM, KOHBYJICHH, HEPBHOCT, J€NpPecHs, CyHLIHAHA HAeauus, 00JIKa,
XUNIEPXHAPO3a U 3amaiiBade. [e3u CHMIITOMH MOXKE Aa Ca M0Ka3aTe/IHU 32 JICKapCTBCHA
3aBUCUMOCT. [TauneHTrTe Tpadea na 6vaaT HHPOPMHPAHH 3a TOBA NPH 3aNOYBAHE HA JIEHEHHETO.

JIaHHUTE 3a NPEKPATABAHE HA MPOIBDKUTENHO JIeYEHHE C MperabajnH NoKassar, Ye YecToTara u
TEKECTTa Ha aDCTUHEHTHUTE CUMITTOMMTE MOFaT Aa 6baaT 10303aBUCUMH (BXK. TOMKH 4.2 U 4.4).

ITeouampuuna nonyrayun |
MpodunsT Ha GezonacHOCT Ha nperabdanvH, HabNOAaBaH B NET NEAHATPUYHHU NPOYUBAHUA TIPU
MallMEHTH ¢ NapLUMAIHH NMPUCTHNU CbC WK Oe3 BTOpHUHa reHepanu3auma (12-ceAMHYHO NpoyyYBaHe
3a OlIEHKa Ha ePHUKacHOCTTA M 6€30NacHOCTTa NPH NAaUKEHTH Ha Bb3pacT OT 4 1o 16 roauHn, n = 295,
1 4-nHeBHO NpoyuBaHe 3a €PUKACHOCT W 6e30MacHOCT NMPH NaLMEHTH Ha BB3PacT OT | mecel 10 no-
MaJIKO OT 4 roauHu, n=175; (papMaKOKHHETUHHO M NMPOYYBaHE Ha MIOHOCHMOCT, N=65; U ABe ]-
FOAMLIHHM OTKPHTH MPOYYBaHHUs 3a npociaeaaBate Ha 6e3onacHocTTa, n=54 u n=431) ¢ noaobeH Ha
TO3M, HaO/II00aBaH NpH NPOYYBAHKA NMPH BB3PACTHH MAUKEHTH ¢ enunencus. Hak-uecTure Hexenanu
cbOUTHA, HaOmoaaBaHH B 12-CeIMHUHO NpOyYBaHE ¢ TeHeHHe ¢ nperabanuH, ca OMAM CHHIIHBOCT,
MAPEKCHA, UHPEKLIMA HA TOPHUTE AUXATEITHHU MMBTHLLA, MOBHILEH AMETHT, NOBULIEHO TETNO H
HazodapuHrut. Hait-yecture Hexxenanu cbOMTHA, HaOmoaasaHu B 14-AHEBHOTO M3NHMTBAHE HA
neyeHye ¢ nperabanmH ca ChHJIMBOCT, HHPEKLMA Ha TOPHUTE JUXATENHH NbTHIIA K NMUPEKCHS (BXK.

Touku 4.2, 5.1 u 5.2).

CnoblaBaHe Ha IOAO3HPAHHU HEXEJIaHU PEaKLIHH
Cro611aBaHETO HA MOJO3HPAHY HEXENAHU peakLHy ClIe] pa3pellasaHe 3a ynorpeba Ha 1ekapcTBeHus

NpOAYKT € BaxkHO. ToBa NO3RONARA Aa NPOABLINKH HAOMIOAEHHETO Ha CHOTHOLLEHHETO MOA3a/PUCK 32
nekapeTBeHns npoaykT. OT MEIMUMHCKUTE CNIELMATIMCTH CE H3KCKBA Ja ¢hoOLIaBaT BCAKa
MoJ03MpaHa HexeNnaHa peaklus upes H3anbnHuTenHa areHiids no nekapcreara, yi. ,,Jlamsau I'pyes”
Ne 8, 1303 Codmus, Ten.: 02 8903417, yebeaiit: www.bda.bg.

4.9 Ilpeno3upane

Haii-4yecTo crobuiaBannTe HEXKENaHH EKAPCTBEHHU PEAKLHUH OT NOCTMAPKETUHIOBHA ONHT,
HaOMOAaBaHK NPH NPEAO3HpaHE ¢ Nperabajiui ¢a; CbHIMBOCT, ChCTORHHUE HA O0BPKAHOCT, -
TpeBOXKHOCT H Oe3nokoiicTBo. [Tonyueny ca cboOLUEHHA 32 TbPUOBE.

Panko ce chrobuiasa 3a ciiyyad Ha KOMa.

JleueHneTo npu npeno3upale Ha nperabanun TpabBa Aa BKIIOYBA 00K MOAXbpXKalll
eBEHTYANTHO XEMOIHaIK3a npu HeobxoaumocT (Bx. Touka 4.2 Tabnnua 1).
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5.  ®OAPMAKOJIOr'HYHU CBOUCTBA

5.1 . ®apmakoaHHAMHYHH CBOHCTBA

PapmakoTepanesTHYHA rpyna: AHaANreTHLM, ,upym aHaAreTuuu v antunupetiun, ATC kox:
NO2BF02 |

AKTHBHOTO BELLECTBO nperadajivH e aHAJIOT Ha raMa-aMWHOMAC/eHaTa KHCeInHa ((S)-3-
(aMMHOMETHN )-S-METHIIXEKCAHOEBA KHCENTHHA).

MexaHH3BEM HA NERCTBUE

[Mperabanuy ce CBbP3Ba ¢ AOMBJIHUTENHATa cyOeAHHHLA (02 -0 NPOTEHH) Ha BOJITK-3aBHCHMHTE
KaJIllHeBH KaHAJIH B LEHTPAIHATA HEPBHA CHCTEMA.

Knuanyna edukacHoCT M 0€30NacHOCT

Heeponamna boaxka
EdexTHBHOCTTA € J0Ka3aHa B NPOYUYBaHHUA NpH AxabeTHa HEBPONATH, NOCTXEPNETHYHA HEBPAJITUA H

rppOHaUHOMO3bYHA TpaBMa. EQEeKTHBHOCTTA HE € NPOYUCHa NPH APYTH MOJETH Ha HEBPOTATHA
foaka. |

[Mperabanuu e npoyyeH B 10 KOHTPONHPAHHN KJIWHHWYHH NPOYUBAHHA ¢ NPOABKHTENHOCT A0

13 cenmuum ¢ apykpateH aHeseH nipuem (JI1/1) u no 8 ceamuunm ¢ TpukpareH aHesen npuem (TIL).
Kato usno, npogunute Ha Ge3onacHoCT U edekTUBHOCT npH cxemute Ha npunarade ¢ A1 vw TI1M ca
CXOJIHH,

B KAHHHYHHMTE [IPOYYBAHHMA ¢ NMPOABIKUTESTHOCT A0 12 cCeAMHUH KaKTO 3a nepHepHa, Taka H 3a
LIEHTPa/IHA HeBponaTHa Oonka, oTcnabpaHe Ha bonkata € HaboaaBaHO A0 Kpas Ha TbpBaTa CEAMHLA
M CE € 3aMnas3uiio Npe3 LUeHs NepHo Ha NCUEHHE.

B koHTpOAMpaHH KIMHHYHH NPOYYBaHUA NpU neprdepHa HeBponaTHa O6onka 35% OT NallHeHTHTE,
nekyBaHH ¢ nperabanuH, 1 18% or nauneHTHTe Ha riauebo ca umanu 50% noaobpenue 8 ckopa 3a
oueHKa Ha Gonkara. Cpen nauvedTure Ge3 MPOSBM Ha CHHJIMBOCT TakoBa noaodpexye e Habmonasano
npu 33% ot nekysanuTe ¢ nperabanux M npu 18% o1 naumenTute Ha niaueto. I1pH nauueHTH ¢
NPOABH HA CHHIIHBOCT TEPaneBTHUHHAT oTroBop e 48% B rpynara ¢ nperabanuu v 16% B nnaue6o-

rpynara.

B KOHTPOAHPaHO KIMHHYHO NMPOYYBaHE NpPH LICHTPaiHa HesponaTHa bonka 22% OT NaUHeHTUTE,
NEKyBaHH ¢ nperabanuH, H 7% oT nauueHTHTE Ha auebo ca uManu noaodpeHue ¢ 50% B ckopa 3a

oueHKa Ha DoaKara.

Enunencus

Aodweanmua mepanus |
[Mperabanyu € npoy4eH B 3 KOHTPOJIHPAHH KIHHHYHH MPOYYBAHHA C NPOALIDKHTENHOCT 12 ceaMrLm

npu MM wnu TI npuem. Kato usno, 6e30nacHocTTa H €(peKTUBHOCTTA NPH PEXKHMH Ha A03HPaHE
JAITI u TT1] ca exoaHHu.

Ieouampuuna nonynrayus

EdukacHocTTa 1 6€30nacHOCTTa Ha nperabaivH KaTto AONbIHHTENHA TEpanus 3a en
NneaHaTPpH4YHH MauMeHTH noa 12-roauvilHa BL3pacT H MPH KOHOWIN HE ¢a YCTAHOBEHH.
cpOMTHA, HabNloNaBaHH NPH PapMaKOKHHETHYHOTO NPOYYBAHE H APOYYBAHETO 3a NNOH
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e BKJIIOYBAJIO NALMEHTH OT 3-MeceyHa 10 1 6-roauta Bbp3pacT (n=63) ¢ napuUHanHH NPUCTEBITH, Ca
noaobHU Ha Te3w, HabnoaaBaHK NMpH BL3pacTHH. Pesyatature ot 12-ceamuuHo rwiauebo-
KOHTPOJIMPAHO MpoyuBaHe NpH 295 neAvaTpU4HK NaLKEHTH Ha BB3pacT OT 4 1o 16 roaunu v 14-
JAHEBHO NU1ALIE00-KOHTPONHPAHO H3NKTBaHE NpH 175 NeAnaTpHYHH MAaLMEHTH Ha BB3PacT OT | Mecell
10 NO-MaJIKO OT 4 roaMHHK, NPOBEAEHO C 11/ 1a OLleHU e(pKacHOCTTa U He30MacHOCTTa Ha
nperaanud KaTo JOMBIAHKTEIHA TEPAnuA 3a JIEYEHHE Ha NapUHAIHH NPUCTHIH H ABE 1-rOANLLHH
OTKPHUTH H3NHUTBaHKA 32 6€30MaCHOCT CHOTBETHO NMpH 54 W 431 neaAHaTPHYHH MALKHEHTH OT 3-MeCeUHa
A0 16-roamiAa BL3PacT ¢ ENWAENCHS MOKa3BaT, Y€ HOKENaHUTE ChOUTHA Ha GEOPHIHTET H
uH(EKIMH HA TOPHUTE AUXATENIHH ITHTHILA ce HaOMNIOAABAT NO-4ECTO, OTKONKOTO B NPOYUYBAHUATA NPH
Bh3PaCTHH MALKEHTH ¢ enunencus (BX. Touku 4.2, 4.8 n 5.2).

B 12-ceaMuyHO nnaLebo-KOHTPOJHPaHO NPOYUYBaHE NEAHATPHYHH NMALMEHTH (Ha BB3pAcT OT 4 10

16 roquHy) ca pasnpeaeneHy aa noayvasat nperabanun 2,5 mg/kg/nex (Makcumym 150 mg/aen),
nperabanun 10 mg/kg/ned (Makcumym 600 mg/nen) win nnanebo. [poueHTsT nauMeHTH ¢ noxe 50%
MOHHIKEHUE HA NapLMATHUTE NPUCTHIH B CpaBHEHHUE ¢ H3XOAHO HUBO € 6un 40,6% oT nmauueHTHTE,
nexysanu ¢ nperabannn 10 mg/kg/nen (p=0,0068 cnpamo nnauebo), 29,1% ot nauneHTUTE, IEKYBaHH
¢ nperabanuu 2,5 mg/kg/nen (p=0,2600 cnpsamo naauebo) H 22,6% oT Te3H, nonyyasaii rawedo.

B 14-aHeBHO U1aneb0-KOHTPOIHpPaHO H3MIUTBAHE NEAHAaTPUYHU NAaLHEHTH (Ha BL3pacT OoT | Mecen A0
No-MaJKo OT 4 roAMHH) ca pa3npenesieHy Aa nonyyasar nperabanuH 7 mg/kg/aen, nperabanuu

14 mg/kg/nen win mnauebo. MeauaHaTta Ha yecToTa Ha NPUCTRIMTE 3a 24 Yaca Ha H3XOHOTO HHBO H
NPH NOCIEAHOTO NoceilleHHe e choTBeTHO 4,7 1 3,8 3a nperabanun 7 mg/kg/aen, 5,4 n 1,4 3a
nperabaiun 14 mg/kg/nen v 2,9 1 2,3 3a mnauebo. [perabanun 14 mg/kg/neH 3HauyNTENHO HaMalisBa
log-TpancthomMHpaHaTa 4€CTOTa Ha NapUMaiHK rbpuose cnpamo niauebo (p=0,0223), npu nperabanun
7 mg/kg/neH He ce Habnoaaea noaobpeHHe cnpamo rutauebo.

B 12-ceaMHuHO nnaLebo-KOHTPOMMPAHO MPOYYBAHE NMPH YHACTHHUH ¢ NbPBHYHH Fr€HEPATHIHPAHH
TORUYHO-KNOHHYHH [Primary Generalized Tonic-Clonic, PGTC] repuose 219 yyacTHHuM (Ha BB3paACT
OT 5 10 65 roauHH, OT KOUTO 66 Ha BB3PACT OT 3 A0 16 roguHK) ca pasnpeaesieHd aa noay4vaBat
nperabanun 5 mg/kg/neH (Makcumanno 300 mg/nen), 10 mg/kg/nen (Makcumanto 600 mg/nex) nnu
nnauebo kato AoNbABaLIO JieyeHHe. [IpolieHTLT Ha ydacTHUUMTE ¢ noHE 50% HaMaeHHe Ha
yectorata Ha PGTC repuose 3a nperabanun 5 mg/kg/nen, nperabanun 10 mg/kg/aen n nnauedo €
cbOTBETHO 41,3%, 38,9% u 41,7%.

Monomepanus (1H0800UdZHOCMUYUPAHU RAYUCHNIU)

IperabanuH e NpoyueH B €AHO KOHTPOIHPAHO KIIHHWYHO H3NHTBAHE C NPOABIKUTETHOCT

56 ceamuun, ¢ npunoxenue JI1J1. [Tperabanuu He e noka3an No-MajiKa €PEKTHBHOCT CMPAMO
NaMOTPHKHH [0 OTHOILIEHHE HA KpaitHaTa Touka - 6 meceua 6e3 npucTsnu. [Iperabanu u
NAMOTPHXKHH Ca CPABHHMH MO OTHOLLeHUe Ha 6e30nacHOCT U A00pa MOHOCHMOCT.

lenepanusupano mpegoxdcHo pacmpoucmeso

[TperabaiuH e npoyydeH B 6 KOHTPOJIUPAHH KIMHHYHH TPOYUYBAHHUA C NPOABIDKHTENHOCT 4-6 CeIMHULN,
eIHO NPOYUBAHE MPH NAUUEHTH B CTAPYECKA BH3PACT € NPOABDKUTEAHOCT 8 CEAMMUM H €1HO
ABJITOCPOYHO NMPOYYBAHE 3a MPeBEHLIMA HA PELIUAMB C IBOMHO-C/IANA (ha3a Ha NPEBeHLNsS Ha peLinIHBa
C TIPOABJIKHTEIHOCT OT 6 Meceua. '

O6nekuenne Ha cumntoMute Ha [ TP, namepeno upes ckanata Ha Hamilton 3a oueHka Ha
tpesoxkHocTTa (HAM-A) e HabntogaBano 10 kpas Ha MbpBaTa CEAMHLA. |

B KOHTpOAHpPaHH KIHHHUYHH NpOoYyUBaHHA (C MPOAWIKHTENHOCT 4-8 ceamMuun) 52% OT nalMeHTHTe,

cbOOLILUWAM 33 3aMbEJIEHO 3PEHHE, B CPaBHEHHWE C MALIMEHTHTE, JIEKYBAHH € Miaueodo, |
OT3BYYanO B MMOBEYETO CTYYaH NpH NpoLb/bKUTENHO NpHiarade. Ilpoeaenu ca ogrs

13

SE/H/1399/001-008/WS/030




IPUTENHOTO MoJie W pa3lidpeH GyHIOCKONICKH nperaea) npu noseve ot 3 600 nauneHTH B paMKHTE Ha
KOHTPO/IMPAHH KJIKHUYHYU npoyuBaHus. [Ipy Te3n nauMeHTH 3pyTeNHaTa OCTPOTa € HaMaIcHa NpH
6,5% OT NalHEHTHTE, TEKYBaHH ¢ nperabanuH u npu 4,8% oT nauneHTHTE, IEKyBaHH ¢ 1U1aLiebo.
[IpoMeHH B 3PHTENIHOTO MOJE ca yCTaHOBEHH NpH 12,4% ot nexysanute ¢ nperabanud u 11,7% ot
NeKyBaHHTE ¢ I1auebo nauyeHTH. YHAOCKONICKH NPOMEHH ca HabmoaaBaHkn npu 1,7% ot
nekyBaHute ¢ nperabanu M 2,1% oT neKyBaHUTE ¢ NNaLedo NaLReHTH.

5.2 @dapmMakoKHHeTHYHH CBOHCTBA

dapMakOKHHETHUHH MOKa3aTesH Ha nperabanuH B paBHOBECHO ChCTOAHHE Ca CXOJHH NPH 31paBH
100pOBOJILIK, NPH NAUKMEHTH C ENMUAENCHA, NOTyYaBat¥ AHTHENWIENTAYHH IEKapCTBEHH NPOAYKTH U
[IpY NalIMEHTH ¢ XPOHH4Ha DoJIKa.

Abcopbuus

[Tperabanun ce aGcopOupa Obp30 NpyU NPWICKEHHE HA rMAAHO, KATO MAKCHMAHH TU1a3MEHH
KOHLEHTPALMH ¢ AOCTHIAT A0 €AMH Hac cliel MPWIoKEHHE KaKTo Ha €JHOKPaTHA, TaKa M Ha
MHOrokpaTHH a03u. [lepopanHaTa GHoHanKHYHOCT Ha nperabaanH ce u3uucnasa Ha >90% u He 3aBHCH
oT po3ara. Cnea MHOrOKpaTHO APHIaraHe paBHOBECHO ChCTOSHUE CE€ AOCTHIAa B paMKKTE Ha 24 10

48 uaca. CkopocTra Ha abcopbumna Ha nperabasiMH HaMalABa MPH NPUEM C XpaHa, KOETO BOAH 10
noHuxeHue Ha Cnax ¢ OKOJIO 25-30% 1 3abaBiHe HA tmax A0 NpUONUIMTENHO 2,5 Haca. [IpHeMbT Ha
nperabanuH ¢ xpaHa, obaue, HIMa KIIHHHUYHO 3HaYUM €QEKT BbPXY CTENEHTA Ha abcopbums Ha
nperadanuH.

Pasnpeaenenue

[MpenknMHHUYHH NPOYYBaHUA NOKA3BaT, ye nperabanuH NpeMUHaBa Npe3 KpbBHO-MO3bUHATA OapHepa
Ha MHMLUIKH, TUTbXOBE U MaiiMyHH. J{oka3aHo e, ye nperabaluH npeMHHaBa npes fvialeHTara np
NABbXOBE W CE OTKPHBA B MIIAKOTO Ha KbpMeilH msxose. ITpu Xopa npuBHaHUAT 00€eM HA
pa3npeneneHye Ha nperabanuH ciaea nepopanel npueM e npubansurento 0,56 1/’kg. Tiperadanuu He
Ce CBbP3Ba C TUIa3MEHHUTE MPOTEHHM.

buorpanchopmainig

[1py xopa nperabanvH npeTbpnsasa He3HauuTeneH MetabonuabM. Cnea npueM Ha 1033 paJUOaKTHBHO
OenszaH nperabanuH npubansutento 98% oT paauoaKkTHBHOCTTA, YCTAHOBEHA B YPHHATA, €
HenpomeHeH nperabaniH. N-MeTUIHpaHuaAT AepHBaT Ha nperabaiuH, OCHOBHHAT METabOIUT Ha
nperabanun, OTKPUT B YpUHATA, cheTapaBa 0,9% oT no3ara. B npeakiHHH4YHA NPOY4BaHKUA HE Ca
YCTAHOBEHH AaHHH 33 paleMH3aLMs MeXy S-eHaHTHoMepa v R-enaHTHoMep Ha nperalbanuH.

EnnMuHUpaHe

[Mperabanuu ce eNMMUHMPA OT CHCTEMHOTO KPpbBOOOpalleHHe FaBHO upe3 ObOpeuHa eKCKpeLus B
HenpoMeHeH BHA. CpeAHHAT eIMMHHALMOHEH NONYKUBOT Ha nperabanuH e 6,3 yaca. [LnazMeHunaT u
O6bOpeUHUSAT KIMPBHC Ha Nperabanuy ca Npapo NPONOPLHOHANIHH Ha KPEAaTHHHHOBHUS KIIHPBHC

(8. Touka 5.2 brOpeuHo yBpexxnaune).

[1py nauvieHTH ¢ HamaneHa 6sOpevHa QYHKLNA WIH Ha XEMOKHANH3a € HEOOX0AWMO aanTUpaHe Ha
no3ara (BX. Touka 4.2 Tabauua 1).

JInHeAHOCT/HENUHERHOCT
dapMaKOKMHETHYHHTE NOKa3aTeAW Ha nperadajiMH ca NHHEHN B pAMKHTE HA NPENOPBYMTENHHA
MIHEBEH N030B UHTEpBal. HHTEpHHAHBHOYaTHAaTa BapMaOUIHOCT HA GapMaKOKHHETHYHHTE
nokasarefy Ha nperabanut € Hucka (<20%). PapMakOKHMHETHKATA MPH MHOMOKPAaTHO NPHIIOKEHHE
MOXeE aa Obae npeABUAECHA OT JaHHHTE MPH NMPUEM Ha €AHOKpaTHa 103a. C1e10BaTeNHO, HE
HEOOXOAUMO PYTHHHO MOHHTOPHPAHE Ha MNa3MEHUTE KOHLIEHTPaUHH Ha nperabanuH.

[1on
KAHHUYHHTE NpOy4BaHHUA MMOKA3BAT, Y€ MONbT HE OKA3Ba KIIMHHMHO 3HAYHMO BIIHAHH

[U1a3MEHUTE KOHLIEHTPALHH Ha nperadaiuH.

-
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bnOpeuno yBpexaaHe
KnupbHCHT Ha MperabanuH € npaBo NpoNnopLHOHANEH HA KPEATHHHHOBUSA KIHPBHC. OCBEH TOBA

nperabajHH ce OTCTpaHsABa ePEeKTHBHO OT IU1a3MaTa Ype3 XeMOAHann3a (e 4-4acoBo
XEMOHATH3HO JIEUYEeHHE TUIA3MEHHTE KOHUESHTpAUMU Ha nperabanuy ce NOHKaBaT ¢ NPHOIHU3HTENHO
50%). Toit kaTo OBLOPEYHOTO CAUMHHHUPAHE € IMTABHHAT MbT HA CIMMHUHUAPAHE, NPH NMALNEHTH ¢
HapylueHa OuOpeuHa GpyHKUMA € HeoOX0AUMO NOHWKABAHE Ha JIO3MPOBKaTa, a Ce/t XeMOAHanu13a e
HeoDXOoOWM JOMbIAHUTENEH NpHeM (BX. Touka 4.2 Tabnuua 1).

YepHoapobHo yBpexaaHe

He ca npoeexaanu cnelnduvHH hapmMaKkOKUHETHYHH NPOYUBAHKA NPH NAUMEHTH C YBpeaeHa
yepHoApoOHa Pynkums. Tt kaTo nperabanuH He NpeTbpNABA 3HAUYMM METADOIH3BM H CE EKCKPETHPA
NPEeAUMHO B HENPOMEHEH BHJ1 B ypPHHATa, HapylieHaTa yepHOApoOHa GpyHKLHsA He OH TpabBano aa
NPOMEHs 3HAYMMO TIa3MEHHTE KOHUEHTpaUHH Ha nperabanux,

[tequaTpuyuHa momynauus
hapMakOKHHETHKATa Ha nperadanyH e oueHeHa Npy neJuaTpuyHN NauUeHTy C eMuIencus

(BBb3pacTosH rpynu: | no 23 meceua, 2 fo 6 roaunu, 7 no 11 ronvuu w 12 no 16 roaMHu) NpyH JHEBHN
no3u ot 2,5, 5, 10 n 15 mg/kg B apMakOKMHETHYHO NIPOYYBAHE H NPOYYBAHE 3a MOHOCHMOCT.

Crnea nepopaliHO pUIoAKEHUE Ha fiperabaivH NpH NeaAMaTpHYHKH NAUMEHTH Ha rNagHo, BpeMeTo 3a
NOCTHUraHe Ha MaKCHMAITHH MNJ1a3MEHH KOHLEHTpPAalMH 1O NMPHHUHN € CXOAHO NPH YYaCTHHUHNTE B
wsijlaTa Bb3pacToBa rpyna ¥ HacTensa 0,5 waca 10 2 yaca cnel NpHAOKEHHETO.

[TapameTtpute Cmax U AUC 3a nperabanuH HapacTBaT JIHHEAHO ¢ MOBHILIABAHE HA 103aTa B PAMKHTE HA
BCAKA €aHa oT Bb3pacToBuTe rpynu. AUC e ¢ 30% no-Hucka npH neAHaTpHYHHTE MALIHEHTH C
tesecHo Terno noa 30 kg nopaau no-BUCOKHA, alanTHPaH KbM TEJIECHOTO TErNO, KTUPBHC oT 43%
NPH TE3H NALIHEHTY B CPABHEHHE C MALMEHTUTE, KOMTO MMAT TenecHo Tero 230 kg.

TepMUHATHHAT MOJYXKHUBOT Ha fiperabanvH € CpeaHo 0KoNo 3 10 4 yaca NpH NeAHaTPHUYHH NALHEHTH
10 6-roauiuHa Bb3pacT U 4 10 6 yaca npH Te3H Ha 7 TOJMHU H NOBeYe. |

MonynaudoHHUAT PapMaKOKHHETHUEH AHANIW3 NIOKA3B4, Y€ KPEaTUHHHOBHAT KIIMPBHC € 3HaYUM
KOBAapHAT HAa KIMPLHCA Ha nperabanuH cieA NeEpopaiHo NPUIOKEHHE, TENECHOTO TENO € 3HAYMM
KOBapHaT Ha NpHBHAHHA 00eM Ha pasnpeneseHue Ha nperabanvu cnes nepopanHo NPUACKEHHE H
TE3H 3aBUCHMOCTH €a CXOAHH NPH NEeAHATPUUHH H Bb3PAaCTHH MaLtHEHTH. |

dapMakOKMHETHKATA Ha nperabanuH NpHy NaUKMEHTH NOA 3-MECeUHa Bb3PacT HE € NpoyyYeHa
(Bx.ToukH 4.2, 4.8 u 5.1).

CTapyecka Bb3pacT
ChluecTByBa TEH/AEHLMA 32 HAMAIABAHE Ha KJIHPBbHCA Ha NperadaiHH ¢ Hanpe/BaHe Ha Bb3pacTTa.

ToBa HaMalleHHE Ha NEPOPANHUA KIHPBbHC Ha nperabaivH cHOTBETCTBA HA NMOHHKEHHETO Ha
KpeaTHHHHOBHA KJIHPBHC, CBbP3aHO C HaNpeaBaHe Ha Bb3pacTTa. Ilpu naumeHTH ¢ BB3pacToBO

. 06ycn0BeHo HapyuieHHe Ha 6bOpeunara pyHKLUMA MOXKE [1a C€ HAOXKH NOHIXKABAHE Ha 103aTa Ha
nperabanun (Bxk.Touka 4.2 Tabnuua 1).

Kbpmeuiy KeHH
Hanpasena e oueHka Ha gapMakokHHeTHKaTta Ha | 50 mg nperabanuu, npuaaran npes 12 yaca

(aHeBHa no3a 300 mg) npy 10 )keHH B NepHOZ HA NaKTaUUs HAR-MalKo 12 ceAMMUM Cliedl paXiaHeTo.
BausHUETO HA NaKTaLUHUATA BbPXY HapMaKOKMHETHKATa Ha nperadanuH e 6Wio MaIKo WK H30010 e

nuncaano. [perabanuu ce exckpeTpa B KbpMaTa B CPEAHH CTALHOHAPHH KOHLEHTPAUMH,
npUOIH3KMTEIHO paBHH HAa 76% OT KOHUEHTpauKnTE B MailunHaTa riasma. Msuncienara

oT xeHu, npruematuy 300 mg/neH win MakcuManHata aHesHa 103a otr 600 mg/aen, 6
0,31 unu 0,62 mg/kg/aeH. Usuncnenure no3u ca npubansurento 7% ot obuara aH
Maiikara, W3pa3eHa B mg/kg.
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53 [IpeAxkTHEAYHA JaHHH 32 6e30NMaCHOCT

B KOHBEHIIHOHAJIIHH (PAPMAKONOTHYHH NPOYYBaHHA 3a 0€30NaCHOCT NpH )KHBOTHU nperadbannH
nokasga 1o0pa NOHOCUMOCT B A03H, CHOTBETCTBALUMN HAa KIIHHHYHO npwiaraivre. B npoyuBaHus 3a
TOKCHYHOCT TIpH MHOTOKPATHO NPUJIOKEHUE, MPOBEICHH NPH MUILXOBE H MAMYHH ca Habaro1aBaHu
edexTn Bbpxy LHC, BKIOYMTENHO XUITOAKTHUBHOCT, XHITEPAKTHBHOCT M arakcud. Cnen
NPOABLJDKUTENIHA €KCTNO3ULIMSA HA nperadanyH, CbOTBETCTBAlLA HA EKCNIO3ULIMA = 5 MTBTH MNMO-BHCOKA OT
cpeaHaTa eKCno3uLMA NPH X0pa NPY MaKCHMAIITHATA [PEMOPBbUUTENHA KIWHUYHA 1034, 00HUYaiHO ce
Habno1aBa NOBHLLIECHA Y€CTOTa Ha aTpogUa Ha peTUHaTa, 00UYaHHO NPH Bb3PaCTHH IUTbXOBE
anOUHOCH.

[IperabanuH He € TEpaTOreHEH NPY MULLKH, ILTBXOBE WK 3aiUH. PeTanHa TOKCHYHOCT NP [UThXOBE
H 3aiilM ce HabnoaaBa caMo NMPH €KCNO3ZHLUMH, HAAXBbLPAALLHY 3HAYUTEIHO Ta3y NMpu xopa. B
NpeHaTATHW/ MOCTHATATHYA NMPOYYBAHUA 32 TOKCHUHOCT NperadanuH npein3BUKBa TOKCHYHH ePeKTH
BbPXY Pa3BHTHETO HA NMOKOJIEHUETO MPHU ILTHXOBE CJIE] €KCNO3ZHLUMN >2 [TbTH NMO-BUCOKH OT
MaKCHMaTHaTa MpenopbuBaHa eKCNO3HLUA NPH Xopa.

- Hexenauu edexT BEpXy PepTHANTETA NPH MBKKH H KEHCKH MUTBXOBE ¢4 HA0MI0AABAHU CaMO NpH
€KCMO3ULMH, NPEBULLABAINN 3HAYNTEHO TEPANEBTHYHATA eKcno3nuus. Hexxenanure edpextu BopXy
MBXKKHTE PENPOAYKTHBHH OpPraHM M CIIEPMAIHHTE [10KA3aTeNu ca 00paTHUMH H CE€ MPOSBABAT CaMo NpH
€KCNO3ULHHY, MPEBHUILABALILN 3HAYHTEIHO TEPANCBTHYHATA €KCMO3HLUE HIIH €A CBBP3aHH ChC
CNOHTAHHK JETEHEPATUBHH NPOLIECH B MBXKUTE PENPOAYKTUBHY Opraly npu wbxose. ETo 3auio ce
CYHUTA, Y€ e(PEeKTHTE Ca C HEZHAYUTENHO WM 0€3 KNHHHYHO 3HA4YEeHHE.

ﬂperaﬁaﬂuﬂ He € T€HOTOKCHYEH Bb3 OCHOBA Ha PEe3yJITaTH OT CEPHUA W3CICABAHUA NPOBEAECHH i VIIro
U in vivo,

[Tpy nABLXOBE U MHILIKHK €A NPOBEAECHH ABYTOAMIIHK NPOYUBaHHA ¢ nperabajiuH 3a KapUMHOTEHHOCT.
[Tpn nabxoBe He ca HabMmoaaBaHW TYMOPH ClE/l €KCIO3HIHKM 10 24 NbTH NO-BHCOKH OT CpeaHaTa
eKCMO3KLIHA NPH XOpa NpY MaKCUMaIHaTa NpenopbYUTe/THA KNHHKHYHA 103a oT 600 mg/aen. Ipu
MHILKH He e Ha0moaaBaHa NOBUILIEHA YECTOTA HA TYMOPHTE NMPU EKCNIO3HULIHH, NOACOHHN Ha cpeaHaTa
€KCMO3ULHA MPH XOpa, HO NMPH NO-BHCOKH €KCINO3HLHHK € Hab/oaaBaHa NMOBHLIEHa YECTOTA Ha
XeMaHrHocapkoM. HereHoTokCHYHHMAT MEXaHH3bM HA MHAYLIMPAHOTO OT nperabanuH obpasysaHe Ha
TYMOPH NPH MHUILKH BKJIIOYBA NPOMEHH B TpoMOOLMTHTE H NMponundepaums Ha €HAOTEIHH KIIETKH.
Takuea TpoMOOLIUTHW NPOMEHH HE Ca YCTAHOBEHH IPH MNJIBLXOBE HWIH NPH XOpa Bb3 OCHOBA Ha
KpPaTKOCPOYHH M OTPAHHYECHH OBJIFOCPOUYHH KJIIMHHUYHH NaHHH. JIMncsaTt nokasaTencTea,
NpeAnoaaraly pucK MnpH xopa. |

[Mpy MaaAK MIBXOBE BUAOBETE TOKCHYHOCT HE Ce pa3/iiuaBaT Ka4eCTBEHO OT Te3H, HabaraaBaHKn npu
[OJIOBO 3peNH MIbXoBe. Mnaaure mibxose, obaye, ca no-uyscTeuTe/HU. [Ipu TepaneBTHYHH
€KCIMO3ULIMH €& YCTAHOBEHH KNHHMYHM NposABH OT ¢TpaHa Ha LIHC, kaTo XUNEepakTHBHOCT M
OpYKCH3BbM H M3BECTHH NMPOMEHH B pacTexka (MPexoAHO MOTHCKAHE HAa HAAMABAHETO Ha TETJIO).
EdexTH BbpXY ecTpyca ca HaOnoaaBaHK NPH €KCNO3KMLUMH, HaABULLIABALUY 5 THTH Ta3H NPH Xopa.
PenyuvpaH oTroBOp KbM BHE3AIMEH 3BYKOB CTUMY € HabnioaaBaH npy MnaaM ruisxose 1-2 ceaAMHuH
CNell eKCNO3HLIKA >2 NMbTH NMO-BHCOKA OT TEPANEBTHYHATA €KCMO3UUHA NPH Xopa. [leser ceamMuuy
cnel eKCno3uLmMa To3M ePeKT He ¢e Habnoaaea.

6. GAPMAIEBTHYHH JAHHH

6.1 CnHcbK HA TOMOIIHHUTE BELIECTBA

KancynHo cbaAbPXKHMO

MaHHTON

Huwecre, cMec (NpeXenaTHHU3UPpaHO HULWIECTE U LAPEBHYHO HHLLIECTE)
Tank
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O06BHBKa Ha Kancy/iara
JKenatun

Turanos quokcua (E171)

Omuaca ce camo 3a 75 mg u 300 mg
Uepsen xkeneseH okcua (E172)

[euaTHo MacTIO

lennax

YepeH xene3ed okcun (E172)
Kanues xMaApOKCHA

6.2 HecbBMECTHMOCTH

Henpunoxumo

6.3 Cpok Ha roaHOCT

3 roauHHn

6.4 CnenHAaJIHH YC/I0BHA HA ChbXPaHEHHE
Ha ce cxxpaHaea noa 30°C.

6.5 B H CHAbLPKAHHE HA OMAKOBKATA
75 mg

Bavcrepu ot anymunuit/PVC, chabpakaiiu 14, 21, 30, 56, 60, 84, 90 unu 100 Tebpan kancynu.
HDPE 6yTtunka ¢ LDPE kanauka win PP kanauka na BuAT, chabpxkatia 100 TBbpan Kancyniu.

150 mg
Bancrepu ot anyMuHHi/PVC, ceabpxawn 14, 30, 56, 60 nnu 100 tebpau kancynu.
HDPE 6yrunka ¢ LDPE kanauka win PP kanauka Ha BHHT, ¢babpxaula 100 TBpay Kancyam.

300 mg

Bauctepu ot anyMuHHA/PVC, cvabpxxawnu 14, 56, 60 uaun 100 tabpan kancyu.

HDPE 6ytunka ¢ LDPE kanauka unu PP kanauka Ha BuHT, cbabpxKawa 100 TBbpau Kancynu.
He BcHukM BHAOBE ONAKOBKHM MOTaT Aa ObAAT MyCHATH Ha Nnasapa.

6.6 CneunalHn npeAna3zHH MepPKH NpH ynorpeda

Hsama cnevuunaniHd H3NCKBAHUA 3a U3XBDbPIISHE.

7. NMPUTEXATEJI HA PASPEINEHUETO 3A YIIOTPEBA

Teva B.V.,
Swensweg 3
2031 GA Haarlem

Huaepnanans

8. HOMEP HA PAPEHIEHUETO 3A YIIOTPEBA

Brieka 75 mg
Per. Ne 20150233
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Brieka 150 mg
Per. Ne 20150235
Brieka 300 mg
Per. Ne 20150238

9, JIATA HA I'BbPBO PA3SPEIIABAHEMTIOAHOBABAHE HA PAZPEIIEHHETO 3A
YHOTPEBA |

JlaTta Ha nbpBo pazpewasade: 14.07.2015
NaTa va nocnenno nogHosssane: 18.05.2020 r

10. JATA HA AKTYAJIMBUPAHE HA TEKCTA
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