KPATKA XAPAKTEPUCTHKA HA IMMTPOAYKTA

1. HME HA JJEKAPCTBEHMHA ITPOAYKT

NINLAHUTENHA ATEHUKS 1O NEXKAPCTBATA
Kpamwa xapaxmepucmuxs Ha npogyxma [puromerue 1

... 30(50R33(35/38.

bpuexa 75 mg TBBLpAH Kancynau
Brieka 75 mg hard capsules

bpreka 150 mg TBBpAN KaANCynH
Brieka 150 mg hard capsules

650yY-%3, 03-0i Iy

............

.......................
--------------

rrrrrrrr

bpueka 300 mg TBBPAH Kancynu y

Brieka 300 mg hard capsules

2. KAMECTBEH H KOJIHYECTBEH CbCTAB

Bcaka TaspAa Kancyna cuAbpKa 75 mg nperabanux (pregabalin).
Bcaka TRBpAa kancyna ceabpxka 150 mg nperabanuu (pregabalin).
Bcaka Tespaa xancyna ceaspxka 300 mg nperabannx (pregabalin).

3a MLJIHUS CNHUCHK HA MOMOLIHUTE BELLECTRA BHaKTe Touka 6.1,

3. JIEKAPCTBEHA ®OPMA

Trbpaa kancyna
Kancynute o1 75 mg ca 6enu 1 opatdkesH, ¢ pazmep 4 (14,5 mm), ¢ oznauenne "PGB 75" pppxy

TAIOTO ¢ YePHO MACTHIIO.
Kancynute ot 150 mg ca 6enu, ¢ pasmep 2 (18 mm), c o3Hauenue "PGB 150" BrpXy TANOTO € YepHO

MACTHJIO.
Kancyaure ot 300 mg ca 6enau n oparxesH, ¢ pasmep 0 (21,5 mm), ¢ o3Hauenne "PGB 300" Bnpxy

TAJIOTO ¢ YEPHO MACTHIIO.

4. K/IMHHYHH JAHHH

4.1 TepaneBTHYHH NOKA3IAHHSA

Hesponamua b6oaxa
bpHeka € rmoka3aHa 3a JieueHHe Ha nepupepHa H LEHTpallHa HeBponaTHa 60/1ka NpH Bb3PacTHH.

Enunencus

Bpueka e noka3aHa KaTo AONMBJIBALIA TEPANUA PY BL3PACTHH C NAPLMAJIHH MbPUOBE CHC HIH O€3
BTOPHUYHA NeHepau3aums.

[lenepanuzupano mpegoxcho pazcmpoucmso
Bpueka e nokasaHa 3a NeyeHne Ha reHEpATHIMPAHO TPEBOXKHO pascTpoiicTso (I TP) npu Bb3pacTHH.

4.2 [o3HpoBKa H HAYHA HA NPH/I0KEHRE

EGSH pOBKa

JozouaT nHrepsan e 150 no 600 mg aHeBHO, pa3aeneHH B ABa WIH TPH NPHEMA.
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Heeponamna 6o01xa

JleuenueTto ¢ nperabannH Moxe Aa 3ano4He ¢ A03a oT 150 mg axesHo, pa3aeneHa B ABa WK TpH
npuema. B 3aBHCHMOCT OT HHAMBHAYATHHS TEPANCBTHYEH OTTOBOP Ha NALHEHTa H TOHOCHMOCTTa KbM
AEYEHUETO AO3HPOBKATa MOXe aa 6bae nosrieHa go 300 mg AHeBHO cnea HHTepBa OT 3 A0 7 AHH, a
NpH HeOOXOAMMOCT 0 MakcHManHa 103a oT 600 mg AHEBHO CeA NOMBIHHTENEH 7-nHEeBEH NHTEpBan.

Enunencus

JleueHueTo ¢ nperabannH MOXe aa 3ano4yHe ¢ Ao3a ot 150 mg anesHo, pa3feneHa B IBa WM TPH
npuema. B 3aBUCHMOCT OT HHAMBHAYATHHA TEPANEBTHYEH OTTOBOP HA MALIMEHTA H MOHOCHMOCTTA KbM
NIeYeHHeTo 03MpoBKaTa Moxe 1a 6bae nosuiena ao 300 mg nHepHo cnea | ceammuua.
Maxcumansara no3a ot 600 mg aHeBHO MOXe Na O6bae JOCTUrHATA Ciell Ollle €AHA AOTTLITHHTE/THA
ceaAMHLA.

Ienepanuzupano mpesoxcHo pacmpoucmeso
HozosuaTt unrepsan € 150 ao 600 mg aHeBHO, pasaeneHH B ABa HAK TpH npHueMa. HeobxoaumocTtTa ot
neyeHKe TpsbBa aa Obae NpeoUeHABAHA PEIOBHO.

Jleuennero ¢ nperabGannH MOXe aa 3ano4yHe ¢ A03a oT 150 mg aHesHo. B 3aBHCHMOCT OT

' MHIMBHAYa/HHS TEpaneBTHYEH OTTOBOP Ha NalMEHTa H AOHOCHMOCTTAa NOIUPOBKATA MOXe Ja Obae
nosHiieHa a0 300 mg aHeBHo cnen | ceamuua. Cnen eaHa AOMLIHKTENHA CEAMHLA NO3HPOBKATA
Moxe aa 6bae noBuiexa 1o 450 mg nHeBHo. MakcumanHara no3a ot 600 mg axnesHo Moxe na O6bae
AOCTHIHATA ClE] OLlle €AHa AOMLTHKTENHA CeIMHLA.

IIpexpamseane na revernuemo ¢ npecabanun

B ¢choTBETCTBHE C HACTOALLATA KTHHHYHA NPAKTHKA, aKO JIeYeHHeTo ¢ nperabanuy Tpadea aa 6vae
NMPeKPaTeHO, CE NPenopbyBa TOBA [a C€ H3BbPLUBA MOCTENEHHO 38 HE NO-MAJIKO OT | CeAMMLA,
He3aBHCHMO OT NOKa3aHHeTOo (BXK. TOMKH 4.4 U 4.8).

bvbpeuno yepeoxoane

[TperabanuH ce eTHMHUHHPA OT CHCTEMHOTO KpbBoobpalueHue rnasHo upe3 6bOpeyHa eKCKpeuns B
HerpOMeHeH BHA. ThH KaTo KIHPBLHCHT Ha nperadaiuH € npaso nponopuUHOHAIEH Ha KPpeaTHHHHOBHA
KJTUPBHC (BXK. TOUKA 5.2), MOHKABAHETO HA H03aTa NpPH MALMEHTH C HapylieHa 0b0peuHa GpyHKLMA

TpabBa na 0bae HHAMBHIY&/IH3MPAHO B CHOTBETCTBHE C KpeaTHHHHOBHA KAHPBHC (CLcr), kakTo €
nocoveHo B Tabanua 1 u ce onpeaens no cneaHara gopmy.ia:

1,23 % [142 -pbapact {roauHK)] X Tenecuo rerno (kg)
cepymeH kpeaTHHHH {(pmol/1)

CLA{ml/min) = [ ] (x 0,85 3a xxeHH)

IIperabanuH ce oTcTpaHsBa eeKTHBHO OT Ina3Mara upe3 xemoauanuia (50% ot nekapcTBoTo 38

4 yaca). [Ipy naumeHTH, NPOBEXAALLH XEMOAHANTN3], JHEBHATa 103a Ha nperabanuH Tpabsa na 6bae
ajlanTHpaHa B 3aBUCHMMOCT OT OLOpeyHaTa dyHkuusa. B nombnHeHHe KbM AHEBHATA 1034,
HEMOCPEACTBEHO Cliea Beaka 4-yacoBa xemoauanuza Tpabea na ce npunara JONTBJIHHTENIHE 1038
(Bx. Tabnuua 1).

Tabauya 1. AnanTrupase Ha 103aTa Ha NnperabajJuH B 3aBHCUMOCT OT HBOpeyHaTa GyHKUus

E(peamunnos x_;apbnc (CLcr) lO6ua nHesna nosa nperabanuu* PexxuM Ha JO3HPAHE
ml/min) |

a4ajlHa 1034
mg/AHEBHO)

aKCHMAaTHa MJ - |

mg/AHEBHO)

60
30-<60
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15-<30 ~ bs5-50 150 eHDbXK HIH ABa ITHTH
HEBHO

15 o f?S eIHbXK JHEBHO

' 5
OIMLAHMUTEIHA 71032 cea XeMoaHanu3a (m
5 100 IEuHHHqHa 4038’

* O0mara aseBHa Bo3a (mg/aeH) Tpadsa na 6bae pazneneHa, KakTo € yKa3aHo B peXXHMa Ha A03HPaHE,
3a fia ce MOMTy4H mg/nosa
" JlomenHMTENHATA 1038 € eAHOKPATHA

Yeprodpobno yspexcoane
[1pn nauneHTH ¢ yepHOAPOOHO yBpexkaane He e HeobxoanuMa NpoMsHa Ha JO3HPOBKATA (BX.
TOYKa 3.2).

Heouampuuna nonyaayus

be3zonacHocTTa H edHkacHOCTTa Ha bpuexa npu geua noa 12-roanuisa Bb3pacT H NMPH IOHOLUH
(12-17-roauiiHa BBLIPACT) HE €A YCTAHOBEHH. HANHYHHTE NOHACTOAILEM JAHHH €A OMHCAHH B TOUKH
4.8, 5.1 1 5.2, HO NpenoOpBKH 3a AOZUPOBKATA HE MOTAT Aa OBbAAT HANPABCHA.

Cmapuecka éb3pacm
[1py nauMeHTH B cCTapyecKa Bb3pacT MOXKE Ja C€ HAI0XKH NOHKKABAHE HA A03aTa Ha nperabanux

nopaau HaMasneHa 610pedna PyHkuMA (BXK. TouKa 5.2).

HauHH Ha NMPpHUIOKCHHC

bpueka MOXe Ja ce npHeMa cbe WK be3 xpaHa.
bpueka ¢ npeaHa3zHa4yeHa caMo 3a NEPOPAITHO NPUWIOKEHHE.

4.3 IIpoTHBONOKA3AHHS

CBpBXYYBCTBHTENTHOCT KbM AKTHBHOTO BEUIECTBO WIH KbM HAKO€ OT TOMOLIHHTE BELLIECTBA,
n36poeHH B Touka 6.1.

4.4 CoenHanHH NpeayNpexIeHHS H NPEANAIEA MEPKH NpH ynorpeba

Tlayuenmu c ouabem
B cLOTBETCTBHE ¢ HACTOSLATA KIHHHYHA NPAKTHKA NPH HAKOH NaUMEHTH ¢ AHa0eT, NPH KOHTO
TETJIOTO C€ MOBHILIABA NPH NeueHHe ¢ nperadaivH, MoXe 1a € HeoOX0IMMO KOpUrUpaHe Ha 103aTa Ha

XHMOTTHKEMHYHHKA JICKAPCTBEH NPOLYKT.

Peaxyuu na cepwxyyscmeumenrnocm

OT NOCTMAPKETHHIOBHA ONHT HMa CbOOILECHHUS 38 PCAKUMH HA CBPBXYYBCTBHTETHOCT, BIJTIOUYHMTENHO
cnyuyam Ha aHrHoeaeM. JledyeHunero ¢ nperabanvH TpabBa na ce npekpati He3abaBHO, aKo ce
Ha0OnMoaBaT CHMITTOMH Ha 8HIHOEAEM, KaTo daunaneH OTOK, MEPHOPAJIEH OTOK HH OTOK HA FTOPHUTE
AUXATENHU MHbTHLLA.

Texcku KoxcHu Hexceaanu peaxyuu
BB Bpb3Kka € JieueHHeTOo ¢ nperabanin paako ¢e chodllaBa 3a TEXKH KOXKHH HEXETAHU peakLHK
(TKHP), BkmtourTenHo cHHApoM Ha Stevens-Johnson (SJS) M TokcHYHA enuaepMaiHa HEKPOH3a
(TEH), konTo Morar na 6baaT KHBOTOIACTpALUABALIH HITH ¢ JieTaned uixoA. Koraro ce npeanncea
nperabanuH nauMeHTHTe TPAOBa na 6baaT HHPOPMUPAHH 38 NPH3IHALIMTE H CHMIITOMUTE M a OBaaT
HAGI01aBAHHU C FIOBHILEHO BHHMAHHE 33 KOXKHH PEaKLUMH. AKO C€ MOABAT NPH3IHALIH H CHMITTOMH,
MOACKA3BALIM 38 TC3H peakLlUK, NpHEeMbT Ha nperabanuH Tpabea He3zabaBHO a ce crpe M Ia ce
obMucan apyro neyenue (cnopen HeoOXOOAUMOCTTA).
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3amasnocm, cenausocm, 3a2yba Ha Cb3nanue, 0OBPKAHOCM U YMCMBEHO YEPENCOaHe

JleueHHeTo ¢ nperabaiuH € CBLP3aHO ChC 3aMatHOCT H CHHIIMBOCT, KOHTO OHXa MOI/IH Aa yBenu4aT
4YeCTOTATA Ha CJIydaliHO HapaHsBaHe (MagaHe) fpy NOMyaauUaTa B cTapyecka Bbr3pacT. Mma chuio M
IOCTMAPKETHHIOBH ChOOLLIEHHA 3a 3ary0a Ha cb3HaHHue, 0OBLPKAHOCT H YMCTBEHO YBPEXKIAHE.
CnenoarenHo, nauHeHTHTe TpAOBA a4 ObaaT NoCHLBETBAHM na ObAAT ¢ NOBHIUEHO BHUMAHME, JOKATO
HE OMO3HAAT Bb3MOXKHHTE €(PEKTH OT JIEKAPCTBEHHA MPOAYKT.

Egexmu, cevp3anu covc 3penuemo

B koHTponupaHu Npoy4BaHHKs, NNO-roj1AMa YacT OT NALMEHTHTE, NEKYBaHH ¢ nperadanus, ca
ChOOLIWIN 3a 3aMBITIEHO BHXKAHE, B CPaBHEHHE C MALMEHTHTE, IEKYyBaHH ¢ 11auedo, Koero B
NOBEYETO CIIyyau € OTIBYUANTO B X044 Ha JledeHHeTo. B KITHHUYHWTE NpOYyYBaHHKA, MPH KOHTO Ca
NpOBEACHH OPTANMONOTHYHH H3CIEABAHKA, YECTOTATA HA HAMANABAHE HA 3PHTE/IHATE OCTPOTa H
MPOMEHH B 3PHTEIHOTO 10J1€ € NO-BHCOKA NMPH NALKHEHTHTE, NEKYBaHH ¢ nperabannH, OTKONKOTO NpH
MALMEHTHTE, JIEKYBaHK ¢ 1nanuedo; yecroraTa Ha PYHAOCKONCKHTE POMEHH € HO-BHCOKA TIPH
NMaUHEHTHTE, JIEKYBaHHu ¢ ruauebo (Bx. Touka 5.1).

OT NOCTMAPKETHHIOBHA OIMHT CBILO C€ ChOOLIABA 3a HEXKENaHH PEaKLHH MO OTHOWIEHHE Ha 3PEHHETO,
BKJIIOMHTENHO 3ary0a Ha 3peHue, 3aMBINICHO 3pEHHE WK APYTH NPOMEHH Ha 3pHTEIHaTa OCTpOTa,
NOBEYETO OT KOUTO npexoaHH. [lpexpaTaBaHeTo Ha NEYEHHETO ¢ nperabaini MOXe Aa I0BeaAe A0
OT3BYy4YaBaHe WK NOACOPABAHE HA TE3H IPUTESTHH CUMITTOMH.

bvbpeuna neoocmamvunocm
Crobumasar ce cnyuan Ha HrOpeuHa HeAOCTATHYHOCT K NOHAKOra [IPEKPATABAHETO HA JIEYEHHETO C
nperabanMH noKaiea oOpPaTHMOCTTA HA TA3H HEKE/IAHA NEKAPCTBEHA PeaKLlHA.

Ilpexpamasane na areuenuemo CbC CoMeMCMEAU§U GHMUENUIENMUNHY AeKAPCMEeRY npooyKmu
HsMa 20CcTaTbyHO AAHHH OTHOCHO MPEKPAaTABAHETO Ha CBHITLTCTBALLIATA TEPANHA ¢ AHTHETHICITTHYHH
NeKapCTBEHH NPOAYKTH Cnej MOCTHraHe Ha KOHTPON Ha rbpuoBeTe ¢ nperabajivH kaTo obaBbHHA
TeparHi, 3a Aa ce NpeMUHe Ha MOHOTeparius ¢ nperadaiuH.

3acmouna copoeuna HeooCmamvy¥Hocm

HMa nocTMapKeTHHIOBH CHOOLLIEHHUSA 38 3aCTOHHA ChPACYHA HEAOCTATHYHOCT NPH HAKOH NALMEHTH,
npHeMallty nperabanuld. Tesn peakunu ce HabnoaapaT MpeAUMHO NPH NALKEHTH B CTApPYECKa Bb3PacT
CbC ChPAEHHO-CHAOBH YBPEKIAHHA NPU JleueHde Ha HeBponaTHa ¢ nperabanun. Ilperabanun Tpabea
Na ce K3MoJI38a ¢ BHHMaHHE NPH Te3H nalHeHTH. [IpeycTaHOBIBAHETO Ha JIEYEHKETO ¢ nperabaiuH
MOKE [1a NOBeAe B0 OT3BRYyuYaBaHEe Ha peaKLHATA.

Jleuenue na yenmparna nesponamua 601Ka 6CAEOCMBUE HA 2PYOHAYHOMOIBYHA MPABMA

IlpH neyeHHETO HA LIEHTpalHA HeBponaTHa 00nKa BCIEACTBHE Ha rPpbOHAYHOMO3bYHA TpaBMa €
YBEJIHYE€HA YECTOTATA HA HEXKC/IAHHTE PeakUMH KaTo WO, HEXEIaHUTe peakLiMK oT cTpaHa Ha LIHC u
0ocobeHo Ha chHIKMBOCTTA. ToBa MoXe fa ce 0bacHM ¢ aauTHBEH edeKT, ObXKall CE Ha
ChITBTCTBALLHTE JICKAPCTBEHH NPOAYKTH (HANp. aHTHCNIACTHYHH CPEICTBA), HEOOXOAHMH 33 TOBA
cheTOAHHME. Tora Tpabea na ce uMa npeasHA, Korato nperabanHiH ce npeankcsa 3a TOBa CbCTOAHHE.

[Tomucxane na owwuanemo

ITonyuyeHn ca cpOOLIEHNA 38 TEKKO NOTHCKAHE Ha AULLAHETO BLB BPb3Ka ¢ ynoTpebara Ha
nperabanuu. [launeHTHTE ¢ KOMNPOMETHPAHA IHXATENHA QYHKUHA, JHXATENHO HIH HEBPOJOTUYHO
3abonsapane, ObOpeuHo yBpexaaHe, cbnbTeTBalLLa YnoTpeba Ha cpencrsa, kouTo notuckar LIHC,
KaKTO H XOpa B CTAPYECKA BhIPACT MOXE Jia Ca HIJTOXKEHH HA NMO-BUCOK PHCK OT MOJIyYaBaHE Ha TasH
TEXKA HEXCIaHa peakuus. Moxe e na ca HeoOXOAWMH KOPEKLIHH Ha N038Ta MMPH TE3H NAUHEHTH ( BXK.
TOuKa 4.2).

Cyuyuona uoeayus u nogeoeHue |
[Tpy naiMeHTH, NEeKyBaHH C aHTHENKIENTHYHK CPEACTRA 38 PAVIHMHH NOKA3aHHA Ce ChobLl
CYMUHAHA HACALUHR H NoBeacHHE. MeTa-aHanu3 Ha paHAOMH3HpaHH, miauebo-koHTponUpaH
NPOYYBAHHA ¢ AHTHETWIEITTHYHH JICKAPCTBEHH NMPOAYKTH ChILO NOKa3Ba cnabo NoBHLIEH p
CYMUMOHH MHCITH K NOoBeAcHUe. MeXxaHH3MbT Ha TO3H PHCK He e u3BecTeH. [1pe3 nocTmapk
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nepxon ca HabJIIOAaBaHH CTyYaH Ha CYHUHMIHA HACALHA H MOBEACHHE [1PH NMAHECHTH,
nexyBaHH ¢ nperabanu, (Bx. Touka 4.8). In3aliHbT Ha ENHAEMHOJOTHYHO MPOYYBAHE C
M3MIO/I3BAHE HA CAMOKOHTPOJIA (CPAaBHABALIO NEPUOIH Ha NeHEHHE C NEPHOAH De3 ledyeHHe
MPH OTAC/HHS NALHEHT) NOKa3Ba JaHHH 3a MOBHIUEH PHCK OT HOBA N10ABA HA CYHIIHIHO
OBEAEHHE H CMBPT B pe3yITaT Ha caMoyOHiiCTBO NPH NMAlBEHTHTE, JIEKYBaHH ¢ nperabanuy.

[TaumenTHTE (M XOpaTa, KOMTO CE MPHXKAT 3a TAX) TpAOBa na ObAaT NOCHBETBAHM A2 NOTLPCAT
NleKapckKH ChBET MPH NOABA HA NPH3HALK Ha CYHLIMAHA WaeaLuuns unu noseacHue. llalneHTrTE
TpabBa na 6BAAT NpoceAsBaHH 3a NPH3IHALM Ha CYHLHAHA HACAlHS U OBEACHHE M TpAOBa
14 ce npeaAnpueMe CbOTBETHOTO neyeHue. Tpadea na ce oOMHUCIH npeKpaTaBaHe Ha
NIeYEeHHETO ¢ nperabanrH B clyyall Ha CyHUMAHA HACAUHS U NOBEAEHHE,

Hamanena gpyuxyus na oornume omoeau Ha 2acmpourmeCmutHaIHuR mpaxkm

HMa nocTMapKeTHHroBH choOLIIEHUS 32 CHONTHA, CBBP3aHH ¢ HAMANEHA QYHKLIMA HA IONHUTE OTRENH
HA rACTPOMHTECTHHANIHUA TPAKT (HANpBMep yYpeBHa OOCTPYKLIMS, NapaIHTH4YEH MIEYC, 3aMN€K), KOraTo
nperabanuH ce Npyuaara €AHOBPEMEHHO C JIEKAPCTBEHH MNPOIYKTH, KOWTO MOTaT Aa NMpearn3BHKaT
3arex, KaTo ONHOKWAHU aranreTun. Korato nperabanMi H ONHOHAHH AHANTETHLIHM LI€ C€ H3MOJI3BAT B
koMOMHaLmsA, TpAOBa Na ce NpeanpUeMaT MEPKH 3a NpeIOTBpaTABAHE Ha 3aneK (0CODEHO NPy KEHH H
NMaLuMEHTH B CTapyecKa Bb3pacT).

Ceynememsawia ynompeba ¢ onuouou

[penoptusa ce NOBHILEHO BHHMAHHE NPH NPEANMUCBAHE Ha MperabaluH ChABTCTBALLO ¢ ONTHOHIN
nopaax pHck ot notuckaxe Ha LIHC (Bx. Touka 4.5). B npoyuBaHe ,,ciTy4aii-KOHTpona™ np nuua,
NpHeMAILH ONHOMIY, NPH NALMEHTHTE CbC CHITHTCTBALL NPHEM Ha NperabanuH H ONUOHAH ce
HabM0naBa NOBHILEH PHCK OT CMBLPT, CBLP3aHa ¢ ynorpedara Ha OMHOHIH, B CPABHEHHE ChC
caMOCTOATeNHATa ynoTpeba Ha oMMoNAH (KOpHTrHpaHO ChOTHOLIEHHE Ha taHcoseTe [aOR],

1,68 [95% Cl, 1,19-2,36]). To3u nosHiueH puck ce HabmioaaBa nNpH HHCKH 103 nperadbanvy

(< 300 mg, aOR 1,52 [95% CI, 1,04-2,22]) ¥ e HanKLEe TCHACHUMA 38 MO-BHCOK PHCK MIPH MNO-BHCOKH
no3u nperabanun (> 300 mg, aOR 2,51 [95% CI 1,24-5,06]).

Henpasuina ynompeba, nomenyuan 3a zioynompeda wiu 3a6ucuMocm

[perabannH Moxe na NpeAn3BHKA JICKAapCTBEHA 3aBHCHMOCT, KOATO MOXKE J1a Bb3HHKHE MPH
TepaneBTHYHHU 1034, CboblaBaHu ca ciiydaH Ha 310ynotpefa H HenmpaBHiHa ynoTpeoa.
[laieHTH C aHaMHe3a 3a 310ynoTpeda ¢ BeuecTsa MOXe [1a ¢a ¢ MO-BUCOK PHCK OT
HenpaBKIIHA ynoTpeba, 3noynorpeba v 3aBHCHMOCT OT nperabanui H e HeoOXOANMO
MOBHINIEHO BHUMaHHe npH ynorpedara Ha nperabajinH 1pH Takusa naiuyeHTH. [peau
npeanyucsaie Ha nperabanuH TpabBa aa ce OLEeHH BHUMATEIHO PHCKBT HA MALlHEHTA OT
HenpaBuiaHa ynorpeba, 3oynorpeba HnH 3aBHCHMOCT. ITaliueHTHTE, JIEKYBaHH ¢ nperadanHH,
TpabBa aa 6baaT HabnoapaHy 3a CHMIITOMH Ha HenpaBHJIHa ynoTpeba, 3noynoTpeba Uiy
3aBHCHMOCT OT NperabajlnH Kato pa3BUBaHe Ha TOJIEPAHTHOCT, HEOOXOAHUMOCT OT
[TOBHIIIABAHE Ha 103aTa, MOBEACHHUE 32 HACOUEHO ThPCEHE HA JIEKAPCTBOTO.

Cumnmomu Ha omnemane

HabniopaBaum ca CHMITTOMH Ha OTHEMaHE TPH HAKOH NalMeHTH C/IeA MpeKpaTABaHe Ha
KPaTKOCPOMHO H ABArOCPOUHO fleueHue ¢ nperabanus. Cneanure chOHTHA ca O cioMeHaTH:
6e3cbHHE, rnaBobonne, raaeHe, TPEBOKHOCT, JHAPHSA, MPHITEH CHHAPOM, HEPBHOCT, NENIPECHA,
CYHMLIMIHA HAacalms, 601Ka, KOHBYJICHH, XHNEPXKUAPO3a H 3amafiBaHe. [logpaTa HA CHMITTOMH Ha
OTHeMaHe CJie]l CnHpaHe Ha nperabaivH MoXke [a MoKa3Ba JICKapCTBEHA 3aBHCHMOCT (BXK. Touka 4.8.).
[TaumeHTHTE TpAOBa Na 6BAAT HHPOPMHPAHH 32 TOBA NPH 3aMIOYBAHE HA JIEUEHHETO. AKO nperadanny
TpAbBa Na ce NPEYCTAHOBH, NPENOPBLYBA CE€ TOBA A2 CTAHE NOCTENICHHO B NMPOAB/MKEHHE HA MHHHMYM
I ceaMuLia, He3aBHCHMO OT MoKa3laHHATa (BXK. Touka 4.2.).

KouByncuu, BKIKOUHTENHO status epilepticus v grand mal repuoBe, Morar aa ce NnosBAT Mo B
NEYEHHE ¢ nperadainH WIH HACKOPO CJie/l NpeyCcTaHoBABaHe Ha TepanMsTa ¢ nperadanuHx. { &
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JlaHHHTE NOKAa3BaT, Y€ NPH npexpaﬁaaﬂe Ha NPOAB/DKHTENHO JIEYEHHE C nperaﬁam_m, YeCTOTATa U
TEKECTTA Ha CUMITTOMUTE HA8 OTHEeMaHe MOraT Aa ObaaT n0303aBUCHMH.

Enyegharonamus
CrobuiaBan ca ciy4an Ha eHuedanonaTus, Hali-Beue NPU NAUMEHTH ¢ NOAJIEKALIH 3a00NABaHHA,
KOMTO MOraT Ja YCKOPAT NOABAaTa Ha eHuedanonarus.

XKenu ¢ demepoden nomenyuayKoOHMpPAYENnYun

Ynorpebara Ha nperaGajivH Npe3 MLPBUA TPHMECTBP Ha OPEMEHHOCTTa MOXE Aa NMPpeAH3BHKa rofIEMH
BpPOIEHH aHOMaNKH Ha rutoaa. [peraGanuu He Tpa6Ba na ce H3NON3Ba NO BpeMe Ha OpeMEHHOCT,
OCBEH KO NOJI3aTa 3a MaikaTa HECbMHEHO NPEBHILABa MOTEHLIMATHHA PHCK 3a 1noaa. JKexure ¢
aerepojieH noresunan Tpabsa fa u3anon3pat ¢PEeKTHBHA KOHTPALIETILUMS M0 BPeME Ha JIEHEHHUETO (BXK,
TouKa 4.6).

4.5 BiaumopelicTBHE ¢ APYTH JEKAPCTBEHH NPOIYKTH K ApYrE GOpPMHE HA B3anMoAeHCTBHe

Twit kaTo NperaGanyH ce eKCKPETHpa NPeANMHO B HENPOMEHEH BUA B YPHHATA, MeTaboan3Hpa ce
HE3HAYUTENHO NMpK Xopa (< 2% oT no3aTa ce YCTAHOBABA B YPHHaTa noA ¢opMaTa Ha METROONTHTH), He
HHXHOHPA TEKAPCTBCHHA MeTabOMH3BM in vitro N HE ce CBLP3BA C IUTA3IMEHHTE NMMPOTEHHH, € MAJIKO
BEPOATHO TOW Ja NpeIN3BMKBA WIH Aa yYacTBa BbB (papMaKOKHHETHYHH B3aUMOACHCTBHA.

In vivo npoyusanua u nonyrayuonen papmaxoxurHemuyen aiaius

B in vivo npoyuBanus He ca HAONIOAABAHK KIIMHHYHO 3HAYHMH (PAPpMAKOKHHETHYHH B3aHMOACHCTBHSR
CBHOTBETHO MEXAY nperabanuH U (eHHTOHH, kapOaMasenuH, BANNPOcBa KHCENHHA, NaMOTPHXHH,
rabaneHTHH, Topa3enaM, OCKHKOAOH WK eTason. Homynauunonen papMakxOKMHETHYEH aHANH3
NoOKa3Ba, Y€ NMEPOPAIHHTE aHTHAHAOETHH CPEACTBA, AHYPETHLHTE, HHCYIMH, deHobapduTan,
THarabuH ¥ TONMPEMAT HAMAT KIHHHUYHO 3HAYHM edeKT BbPXY KIHpbHCa Ha nperadbanut.

Ilepopannu xonmpayenmueu, HopemucmepoH Wwiu emururIecmpaouon

EnHOBpEeMEHHOTO NPWIOKEHHUE Ha nperabaiMH ¢ NepopaHUTE KOHTPaLUEHTHBHHY CPeaCTRa
HOPETUCTEPOH W/ WK ETHHWIECTPAAHOJ HE NOBIUsBA (PAPMAKOKHHETHKATA B CTALIHOHAPHO ChCTOSHHE
Ha HUTO €IHO OT TE3H BELIECTBA.

Jlexapcmeenu npodyxmu, KOumo oKa3eam GAUSANUE BbPXY YEHMPAIHAMA HEPEHA CUCTMEMA
[TperabGanny moxe na 3acinu edekTuTe Ha eTaHON W gopazenaM. OT NOCTMAPKETHHIOBUA ONMHT KMa
cHOOUIEHHS 38 AUXATE/IHA HEJIOCTATHYHOCT, KOMA H CMBPT NPH NaLHEHTH, NpHEMAaIM nperabanuH 1
OMHOMAH W/WIH APYTH JICKAPCTBEHH NMPOAYKTH, NOTHCKALLH LUeHTpantHaTa HepsHa cucrema (LIHC).
[Iperabanuy BepoATHO HMA AAWTHBHO ACHCTBHE BHPXY HAPYLUCHHATA HA MO3HABATEIHATA H
ABHUrATENHATA QYHKLUHR, NPHYHUHEHH OT OKCHKO/OH.

Bzaumooeticmeun u nayuenmu & cmapyecka gs3pacm

He ca npoBexaanmn cneuuddryHH rpoy4Balns 3a ¢papMakoiHHaAMHUHH B3aHMONEHCTBHR MNpH
NCOpPOBOLM B CTapyecKa Bb3pacT. [IpoyuBaHig 3a B3aHMOREACTBHA ca MPOBEAEHH CaMO NPH
BBL3PACTHH.

4.6 DepTHANTET, GpeMEHHOCT B KbPMEHE

XKenu ¢ aerepoaeH noreHuuan/KoHrpaueniima
KeHu ¢ aereponeH noreHuMan Tpabea fa M3NON3BAT ePEKTUBHA KOHTpALIETILHA 10 BpEME Ha
neyeHHeTo (BX. To4Yka 4.4).

bpeMeHHOCT
[IpoyuBaHHATa BbPXY )KHBOTHH MOKA3BAT PENPOAYKTHBHE TOKCHYHOCT (BX. TOuKa 5.3).

Joka3zaHo e, ue nperabanuH npeMKHaBa Npe3 IJialeHTaTa NnpH Iwibxose (BX. Touka 5.2). [Ipe
MOJXKE JIa NPEeMHHE Mpe3 YOBELUIKATA IUTaLEeHTa. f
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[onemn BpoaeHn MandopMalHy
JlaHHUTE OT CKAHAHHABCKO 00CEPBALIMOHHO NpoYyuBaHe npH noseue ot 2 700 OpeMeHHOCTH ¢

€KCMNO3HLKWA Ha NperabanyH nNpe3 NbpBUA TPHMECTLD MOKA3BAT M0-BHCOKA HECTOTA HA MOJICMH
spoaenn mandopmauny (F/BM) B neanatpruHaTa nonynauds (JXKHBO- HAH MBbPTBOPOIEHH) C
eKCMO3HLMA Ha nperabanHH B cpaBHEHKE ¢ nomyaauuaTta 6e3 excno3uuua (5,9% cnpamo 4,1%).

Puckbt o 'BM B rieaMaTpryuHaTa nomysamnts ¢ eKCHO3HUMSA Ha NperabainH npe3 MbpBUA TPHMECTDBP
€ MaJIKO MO-BHCOK B CPaBHEHHE ¢ NomynauuaTa 6e3 eKkcno3uuMs (KOPHrHpaHo CHOTHOLLICHHE Ha
yectora H 95% noeepureneH nHrepsan: 1,14 (0,96 — 1,35)), kakTo ¥ B CpaBHEHHE C NOITYNAUHATA C
eKkcro3HuMs Ha namMotprkuH (1,29 (1,01 — 1,65)) wnwn Ha aynokcetus (1,39 (1,07 - 1,82)).

AHAITH3HTE NO OTHOLLEHHE HA KOHKPETHH MaKpOPMaUMK NOKA3BaT NO-BHCOK PHCK OT MangdopMaLivu
Ha HEPBHATA CHUCTEMA, OKOTO, 00pa3yBaHe Ha opodauyaiHH LENHATHHH, MATIQOPMALIMH HA NHKOUYHHTE
MLTHILA H FEHUTATHHTE, HO OPOAT € MATBbK H H3UHCICHHATA Ca HETOMHH.

Bpueka He Tpabpa aa ce W3MON3Ba NO BpeMe Ha OPeMEHHOCT, OCBEH MPH KaTeropH4Ha HEOOXOAHMOCT
(axo mos3aTa 33 MaiikaTa 3HAYMTEIHO HAJIBHIIABA MOTEHLUMANHHA PUCK 3a IU101a).

KbpmeHe
[IperabanmuH ce eKCKpETHPa B KbpMaTa NMPH Xopa (Bx. Touka 5.2). Bananuero Ha nperabanuu BupXy

HOBOPOJAEHHTE/KbpPMAYETATa HE ¢ H3BeCTHO. Tpsabpa Ja ce B3eMe pellleHHe JanH Ja ¢¢ NpeyCcTaHOBH
KBLPMEHETO WIH Ja C€ NMPEYCTAHOBKM TepanuaTa ¢ nperabanuH, KaTto ce B3eMaT npesnj NoN3aTa oT
KbPMEHETO 3a ACTETO H 10J13aTa OT TEPAITUATA 3a MaiikaTa.

QepTUIHTET |
Hama KIHHWYHK 1aKHH 32 edeKTHTE Ha nperadanvH BLPXY XKEeHCKHA PEepTHIHTET.

B K1HHHYHO NpoyuBaHe, 3a OLleHKa Ha e()eKTa Ha nperadbaiuH BbpXY NOABHXKHOCTTA Ha
CNEPMATO3OHINTE, 3APaBK MbXKe ca OHIH HATOXeHH Ha nperabanuH B 103a ot 600 mg anesHo. Cnen
nevyeHHe B NPOAL/DKEHHE Ha 3 Mecela, He ca HabnmogasalH €EeKTH BLPXY NOABHKHOCTTA Ha
CNEPMAaTO30HHTE.

[MpoyuBane Ha GpepTHIHTETA NMPH KEHCKH ILUTHXOBE NOKa3Ba BPEAHH ePEKTH, CBbpP3aHH C
penpoAyKTHBHA TOKCHYHOCT. [IpoyuBaHns Ha ¢pepTHIHTETA NIPH MBIKKH TUTHXOBE NOKA3BAT BpeHH
edeKTH, CBBP3aHHU C PENPOAYKTHBHA TOKCUYHOCT H TOKCHYHOCT 3a pa3BUTHETO. KiTHHHYHATA
ZHAYHMOCT Ha TE€3H AAHHH He € N3BeCTHa (BX. Touka 5.3).

4.7 E¢exrn Bbpxy cnocobHOCTTA 38 modrpate B paboTa ¢ MAIIHHA

Bpueka MOXe 1a HMa JIEKO WIH YMEPEHO BIKHAHKE BbPXY cnocobHOCTTa 3a wodHpaHe H paboTa ¢
MallK¥HH. bpuexa MoXke 1a NPHUYKMHH 3aMAAHOCT U CHHIHBOCT H CJIEIOBATETHO MOXKE A3 NOBNHAE
cnocobHocTTa 33 WwodHupake U pabora ¢ MawvHK. Ha naumedTHTe ce npenopbuba Ja He WOQHpAaT, 1a
He pabOTAT ChC COKHH MALLIMHH WIH 18 YHACTBAT B APYrH NOTEHUHATHO PHCKOBH ACHHOCTH, A0KATO
He pa30epar AanK TO3U NEeKAPCTBEH NPOAYKT 34CAra TAXHATA CMOCODHOCT a H3BbPLIBAT TE3H
NEHHOCTH.

4.8 HexelanH JeKaAPCTBEHA PEAKIHH

KnuuuunaTa nporpaMa Ha nperabanuy Bxmousa Haa 8 900 nauneHTH ¢ excno3uuna Ha nperabanuy,
oT koMTO Haj 5 600 ca yyacTBanu B ABOHHO-c/ienH nnauebo-koHTpoaupaHy npoy4saHus. Had-uecto
CHbOOLIABAHHTE HeXKeTAHH PeaKLIHH Ca 3aMasHOCT U ChbHIMBOCT. Hexenanure peakuu 0OHKHOBEHO ca
cnabo no yMepeHo HipaseHu. Yectorata Ha npexpaTaBaHe Ha IEYEHHETO NOPaAH HEXKENAHH PEaKLIMH
38 BCHYKW KOHTPOMHPAHH NpoyuBaHHa € 12% npy nauueHTH, nomyyasawy nperabanu, v 5% n

NeYeHHeTo B IPYNHTE, JICKYBaHH ¢ nperabanuH ca 3aMasHOCT H ChHAHBOCT.
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B Tabnuua 2 no-aomy ca H3GpOeHHW Mo KNAcOoBeE H MO YECTOTa BCHUKH HEXKENAHH JIEKAPCTBEHH
peakliHH, KOHTO ¢a Hab/1101aBaHH NO-4YeCTo, B CPaBHEHHE ¢ NL1aLeOo H NTPH NoBeYe OT €AHH NALMEHT
(MyOro YectH (>1/10), uectu (>1/100 po <1/10), neuectu (>1/1 000 ao <1/100), peaku (=1/10 000 ao
<1/1 000), muoro peaxu (<1/10 000), c Hen3BecTHa yecTOTa (HE MOXKeE 18 OBbAE ONMPEACACHA OT
HATHYHHUTE NaHHHK). [IpH BCAKO rpynupaHe no 4ecToTa HEXENaHHTE ePEeKTH Ca NPeACTaBeHH B
HH3XOAALL pel MO OTHOLICHHE HA TAXHATA CEPHO3HOCT.

H36poeHnTe HexkenaHn peakuyu 6uMxa MOryH aa 6bAaT CBBP3aHH ¢ noanexaioTo 3adongsaHe Wum
CBHC ChITTCTBALIM JIEKAPCTBEHH ITPOAYKTH.

[Ipn neseHneTO Ha LUEHTpaNHa HeBponaTHa 60JIKa BCNEACTBHE Ha rpbOHaYHOMO3bUHA TpaBMa e Onna
YBEIHUYCHA YECTOTATa Ha HeXENaHHTE peakLiMK KaTo LAUTO, HeskeNnaHHTe peakliMy oT ctpaHa Ha LIHC w
oco0€eHO Ha CHHAMBOCTTA (BXK. TOUuKa 4.4).

* JIONB/IHHTENHHUTE PEaKUNH, CHOBIUIEHH OT NOCTMAPKETUHIOBHUSA ONKT CA OTpa3eHH B LUpHOT italic B
CMHCBKA NO-A07y.

TaGaana 2. Hexxenann 1eKapcTBeHH peaknin Ha nperabaann

| CHcTeMO-0prangee KIAcoBe | HexelauH NEKAPCTBEHH PeRKIHH
Hedexnnn 1 nndecTanun
Hectn HasodapuHrur
| HapyuieHHS Ha KpLBTA H JIHEMQHATA
CHCTEMA Heyrponerus
HeuecTn
| Hapymenug Ha HMYHHATA CHCTEMA
HeuecTu Cepvxuyscmeumennocm
Penky Ancuoedem, arepeunna peaxkyus
HapymeHua Ha MeTaboanA3Ma B xpaReseTo |
HectH YBENHUEH aneTHT
HeuvecTn AHODEKCHS, XHNMOTNTHKEMHS
IIcuxHaHM HApYmEeBUuS
YecTn EydopuyHo HacTpoeHHE, 0OBpKaHOCT,
pa3apa3sHHTERHOCT, AC30pHEHTaLHA, Oe3ChHHE
HaManeHo Tubuao
HeuecTH | XanouMHaLMsa, NaHW4Yecka aTaKa,

He3nokoiicTeo, BL30YAa, AENPECHA, MOTHCHATO
HACTPOEHHE, NPHMOBOHIHATO HACTPOCHHE,
azpecus, NPOMEHH B HACTPOCHHETO,
AenepCoOHANN3aLMA, TPYAHO HAMHPAHE HA TYMH,
NaToNOTrWYHH ChHHULIA, NOBHLIEHO THONH10,
AHOPra3MHA, anaTHAa -

Penxku
A HeBb3abpkaKoCeT, CYHLIHAHO NTOBEACHHE,
CYHLHAHA BOcaLHn
HapymeHRS Ha HEPBHATA CHCTEMA
MHoro uecTv 3aMagHOCT, CBHIIHBOCT, IiaBoboHe
YecTH ATaKCHA, HapylLieHa KOOpaAHHAaLIHUA,

AHIAPTPHSA, aMHE3H, HAPYILCHNS Ha [
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CHCTeMO-OpPraHaH KJIACOBe Hexe1aHB JIeKAPCTBEHN PEAKIIHH
HApYIUEHHS HA BHHMAHHETO, NIAPECTE3HS,
XHIIOECTE3H, Cenatis, HapyUeHO paBHOBECHE,
neTaprus

CuHkon, cTynop, MHOKIIOHYC, 3a2yba na
Ch3IKAHUe, NOBHILIEHA NICUXOMOTOPHA AKTHBHOCT,
OUCKHHE3NA, 3AMAsHOCT MPH H3NpPaBAHE,
HHTEHLHOHEH TPEMOP, HUCTArbM, KOTHHTHUBHO
pa3CTPORCTBO, YMCMBEHO VEPEXNCOaHe, TOBOPHO
HapylleHHE, XHNOPePNEKCHA, XHIEPECTE3HA,
YYBCTBO HA MApeHe, arcysus, obuyo
HEPA3NoRoNCeHue

HeuecTH

Penku F‘bp'-iﬂﬂe, NnapocMHia, XHINMOKHHC3INA, ,[lHCFpHdJHH,
napKuhCoORuIvM

Hapymen#ua na ounte
Yectu 3aMBbriaeHO 3peHHe, UILUTOMNNS

HeuecTn 3ary6a Ha nepudepHO 3peHHE, IPUTENHO
HapylleHHe, OTOK Ha O4uTe, fedekT B
IPUTENHOTO MoAe, HAMAJICHA 3PHTETHA OCTPOTA,
Hosika B OuUHTE, aCTCHONMKA, POTONCHA, CYXOTa B
OUHTE, MOBHINEHA JTAKPHMALIHA, OMHO JPA3HEHE

3acyba Ha 3pernue, kepamum, OCUWIOINCHS,
Hapy1lleHO 3PUTENHO BbINPHATHE 33 AbNOOYUKHA,
MHpHa3a, cTpabuibM, MOBHILIEHA APKOCT Ha

Peaxu

obpasurte

HapyimieHHS Ha YXO0TO H JIa0HpHHTA l

YecTH BepTuro

HeuecTn | XHRepaky3uc

Cepaeunn Hapymenns

Heuectd Taxukapansa, aTpHOBEHTPHKYIApEeH ONOK MbpBa
CTENEH, CHHYCcOBa Opaaukapans, 3acmouna
CHPOeYHAa HeoocmamvyHocm

Penxu | Yowaowcasane na QT unmepsana, CHHYCOBA

TAXHKAPAHS, CHHYCOB3 aPUTMHS

—

Cbn0BH HApYIIeHHS

Heuectu , XHNOTOHHA, XHNEPTOHHA, FOPELLH BhIIHH,
| 3a4YEPBABAHE, CTYACHH KpaHHHLM

PecnapaTopas, rphaAHH B MEAHACTHHAIHA

HApYHIeHHS

HeuecTH JiMcnHesn, enNUCTAKCHC, KAalWTHLIA, HAa3aTHa
KOHIeCTHA, PUHHT, XbPKaHe, CyXoTa B HoCca

Peaxn bBeroopoben omok, cTArane B rbproTo

C HeH3BECTHA YecToTa [loTuckaHe Ha JMllIaHETO

CroMamHO-9peBHH HAPYII¢AHS

UectH [MoBpriuane, 2adene, 3anex, ouapus, il -

o . '

¢naTyneHuUHs, NOAYBaHE HAa KOpeMa, CYXoTdB i
ycrara a l |

9 " 4
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CIIQTCMO-{_IPHHHH KJIacoBe

Hexe/IaHR JIEKAPCTBCHHR PEAKIHH

HeuecTH

Penku

["acTpoesodareaneH pedayke, NOBHILIEHO
CJIIOHOOTAENAHE, XHIIOECTE3MA HA YCTHATA
KyXHHa

ACUMT, NAHKPEATHT, NooY8aHe Ka e3uka,
anucarus

XenaToOHNHADHE HApPYIICHAS

HeuecTH [loBHiieHH YepHOAPOOHH eH3UMHU™
Peaku XKbareHHua
MHoro peaks YepHoapobHa HEAOCTATBYHOCT, XENATHT

HapymeBESE B2 KOXKATA H NOAKOKHATA
ThiKaH
Heuectu

Penku

[lanynosen obpuB, yprukapus, xunepxuaposa,
npypumyc

Toxcuuna enudepmanna ReKpoau3a, CUROPOM Ha
Cmugvuc-ouconcen, CTyAeHa NOT

HapymeHHS HA MYCKYJ/JHO-CKEJJETHATA
CHCTEeMA H CH&JHHHTEIHATA THKAH
Yectu

HeuecTn

Peakn

MycCKyaHH kpaMmIiu, apTpanria, 6onku s repba,
OONKH B KpalHHLIMTE, UEPBHKAJIEH CIA3BM

[lonyBaHe Ha cTABHTE, MHANTHA, MYCKYTHH
noTpenBaHua, 60NKK BbB BpaTa, MYCKYJIHA
CKOBAHOCT

PabnaoMuonunaa

Hapymenus na 6n6penure m nuko9anTe
NbTHINA
HeuecTH

Penkn

HMHKOHTHHEHUNS Ha YPHHATAa, AH3YPHA

bu6peuHa HepOCTATBYHOCT, OIHIYpHA,
| pemenyus xa ypurama

HapymeHnns na penpoiyKTHBHATA CHCTEMA H
rbpaatTs
Yectu

Heuectn

Penku

EpekTnHa AuchyHKUMS

CexkcyanHa aucdyHxuud, 3abaBeHa eakynaums,
OHCMeHoped, 60KH B rbpaaTa

AMeHOped, CEKpeuHrs OT IbpaaTa, YroneMaBaHe
Ha I'bPAHTE, SUHEKOMACMUR

O0mn HapymieHHS H ePeKTH HA MICTOTO HA

BpHJIMKEHHe IepudepeH oTOK, eaem, HapylLueHa Noxoaxa,
YecTH nagaHe, YyBCTBO 32 ONMAHEHNE, HeoOHYaiiHo
ycellaHe, yMopa
HeuectH [ eHepanuivpaH OTOK, OMOK HA Auyemo, CTAra
B I'bPAHTE, OONKa, MUPEKCHA, XKaxK a4, CTyae
TPBNKH, ACTEHHS
Hicneasanng
Yectu YBENHYEHO TEr10
10 N
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CHCTeMO-OPraHHE KIACOBE HexXxelaHH JIEKAPCTBEHR PeAKIHH

Heuectn | [losuineHna kpearHHpochOKHHA3E B KPBBTA,
NOBMLIECHA KPbBHA 3aXap, HaMancH Opoil Ha
TpoMOOUHTHTE, NOBHLIEH KPEATHHHH B KpPbBTA,
NOHHXXEH KAJIHA B KPbBTA, HAMAJIEHO TEJIECHO
TErJo

Peaxu HamaneH Opoi Ha NeBKOLIUTHTE

*[ToBHiIeHH anaHH aMHHoTpaHcdepasa (ALT) u acnapTat amuHoTpaHcdepasa (AST)

HabmonaBaHu aOCTHHEHTHH CHMITIOMH C€/l NPEKPATABAHE HA KPATKOCPOUYHO H NPOABL/DKHTENHO
neuexue ¢ nperabanun. CrobmaBanu ca cneanute cuMmToMu: 6e3cbHue, rnasobonue, raaexe,
TPEBOXKHOCT, IHAPKA, FPUNEH CHHAPOM, KOHBYJICHH, HEPBHOCT, IENpPECHA, CYHIIMAHA Haeauns, bonka,
XUNEepXuapo3a 1 3aMalisane. Te€3H CHMIITOMH MOXE ZIa ca [IOKA3aTeIHH 3a JIEKapCTBEHa
3aBHCHMOCT. IlaumneHTrTe TpabBa aa 6baaT HHGOPMHpaHH 3a TOBA NPH 3aMIOYBAHE Ha NIEUEHHETO.

JlaHHHTE 33 NpeKpaTABaHe Ha NMPOTLIDKUTENHO JIeHEHHE ¢ nperadaniHi nOKa3BaT, Y€ YeCToTaTa H
TEXKECTTa Ha aOCTHHEHTHHTE CUMITTOMUTE MOTaT Aa 6BAAT 10303aBHCHMH (BXK. TOMKH 4.2 1 4.4).

Ileduampuuna nonyaayus

[TpodmneT Ha He3onacHOCT Ha nNperabanvH, HabmoaaBax B NET NeAHATPHYHH NPOYYBAHHUA NIPH
NAaLMEHTH C NaAPUHATTHH NMPUCTBNK CbC HIH O€3 BTOpHYHA reHepanu3auus (1 2-cenMHuHO nNpoyuBaHe
33 OLICHKa Ha e(PMKACHOCTTA H 6€30NacHOCTTa NPH NALMEHTH Ha BL3pacT oT 4 10 16 roanHu, n = 295;
14-aHeBHO NpoyuBaHe 3a epHKACHOCT W 0€30NMaCHOCT NPH MALHEHTH Ha BB3PacT OT | Mecew A0 no-
MaJIKO OT 4 roaMHH, n=175; papMakOKHHETHHHO H NPOyuBaHe HA NMOHOCHMOCT, =603, K ase 1-
rOAMIIHH OTKPHTH NPOYYBAHHS 3a NpocieaAsBaHe Ha bezonacHocTTa, n=54 M n=431) e nonobeH Ha
TO3H, HaOno1aBaH NpH NPOyUYBaHHA NMPK BL3PACTHH NALMEHTH ¢ enuiiencus. Hal-uecTure Hexenanu
cbOMTHA, HabatoaaBaHH B | 2-ce AMHUYHO NPOYUYBaHE C JIe4eHHE ¢ nperabaiuH, ca OWIH CHHIMBOCT,
MUPEKCHUA, HRPEKLIHA HA MOPHUTE AMXATENHH MBbTHLIA, MOBHILUEH ANETHT, MOBHUIEHO TErJIO H
HazodapHHruT, Hali-yecTHre Hexxenanu cubuTns, HabnwnaBaHu B 14-1HEBHOTO HINHTBAHE HA
neyetive ¢ nperabanuH ca CLHAMBOCT, HH(EKIIMA HA TOPHUTE AHXATENTHH ITHTULLA U NHUPEKCHA (BXK.
ToukH 4.2, 5.1 1 5.2).

Crobuiasane HA NOAO3UPAHN HEXKENAHH PEeakIluH

Cno0OHiaBaHeTO HA NOAO3IHPAHH HEXENaHH PeakLHH ClIe] pa3peLlaBase 3a ynoTpeda Ha nexkapCcTBeHHA
NPOAYKT € BaXXHO. ToBa NO3BONABA Ja MPOAL/DKH HAOMOAEHHETO Ha CLOTHOLUIEHHETO T10/1348/PHCK 38
NEKAPCTBEHHA NPOAYKT. OT MEAHLIMHCKHTE CIIELIHATUCTH C€ H3HCKBA A8 CboO1IaBaT BCAKA
NoaO3MpaHa HexeslaHa peakuus ypes Msmwnuurenna areHuus no aexapereara, ya. ,.Jlaman I'pyes”
Ne 8, 1303 Codus, ten.: 02 8903417, yebcaiiT: www.bda.bg.

4.9 Ilpexosnpane

Hati-4ecTo chob1aBaHHTE HEXERAHH ICKAPCTBEHH PEaKUMH OT NOCTMAPKETHHIOBHA OITHT,
HaOnoaaBaHH NMpHY Npeao3npaHe ¢ nperadanuH ca: CbHIMBOCT, ChCTOAHHE HA OOBPKAHOCT,
TpeBOXHOCT H Be3nokoiicTBO. [TonyyenH ca cxoblieHHs 3a repyose.

Paako ce cxo0LaBa 3a clyuad Ha KoMa.

JleueHuneTO NpH NpeaozrpaHe Ha nperabanuH Tpabea na BkIKOYBE 00LUM MOATBPKALLH MEPKH H
€BEHTYANHO XeMOAHAIKN3a NpH HeoOxoauMocT (Bx. Touka 4.2 Tabauua 1).
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5, ©OAPMAKOJJOrHMYHHU CBOMCTBA

5.1 PapmMakoaHRaMHYHH CBOHCTBA

dapmMakoTepanesTH4YHa rpyna: AHalreTHLIM, APYrH aHANTeTHUM H aHTHNHpeTHUM, ATC kon:
NO2BF02

AKTHBHOTO BELIeCTBO MperaGajinH € aHANor Ha raMa-aMMHoMacaeHarta kucenusa ({S)-3-
(aMHHOMETHT)-5-METHIIXEKCAHOEBA KHCETHHA).

MexaHH3bpM Ha JeHCTBHE

[TperabanuH ce cBBP3Ba ¢ AOITBAHUTENHATa cyOeanHuua (a2 -0 NPOTEUH) Ha BOMATAXK-3ABHCHMHTE
KaJILIMEBH KAHAAM B LIECHTPAIHATA HEPBHA CHCTEMA.

KnunnuHa edHxacHOCT H 6€30NMacCHOCT

Hesponamna 6oaxa

EdexTHBHOCTTa € A0KA3aHA B MPOYUBaHUsA NpH AHabeTHa HEBPOMATHA, NOCTXEPNETHYHE HEBPAITHa W
rppOHAYHOMO3BYHA TpaBMa. EQEKTUBHOCTTA HE € NpoyyeHa NpH ApyrH MOAE/IH HE HEBPONATHA
bonka.

Nperabanuy e npoyueH B 10 KOHTPONHUPAHH KNHHHYHH NPOYYBAHHUA C MPOAB/DKHTEIHOCT A0

13 cenmuuk ¢ npyxpateH AHeBeH npuem (JII1) v no 8 ceamuum c Tpukparen anesex npvem (TIT).
Karto uano, npodunaure Ha 6e30nacHOCT M epeKTUBHOCT nipu cxemute Ha npunaratde ¢ JIJ » TT1/] ca
CXOZIHM.

B KIMHWUHHKTE NPOYUBAHHS C NIPOABL/DKHTENHOCT A0 12 ceaAMHUM KaKTO 3a nepH¢epHa, Taka H 3a
LiEHTpaNHa HeBporaTHa 6onka, orciabsaHe Ha Honkara e HabnroaaBaHO 10 Kpas Ha MbpBaTa CeIMHLA
H C€ € 3aMa3nio npe3 Leaus NepHoOA Ha ICYEHHE.

B XOHTPONIHpaHH KIWHWYHH NPOYy4YBaHus npu nepudepHa HesponaTHa Honka 35% OT NAUMEHTHTE,
nexyBaHH ¢ nperabanus, ¥ 18% ot naumenTuTe Ha rwiauebo ca umany 50% noaobpenue B ckopa 3a
oLieHKa Ha OonkaTta. Cpen naudeHTHTE 0€3 NPOABH Ha CHHJIMBOCT Takosa nogodbpexue € HabaonaBaHO
npH 33% ot nexysaHuTe ¢ nperabanuy u npu 18% ot naunenTrre Ha nnauedo. Ilpu nauneHTH ¢
NPOSBH Ha CHHIKBOCT TEPaneBTHYHHAT oTroBop € 48% B rpynara ¢ nperabanud H 16% B rauebo-

rpynara.

B KOHTpONMHpPaHO KIMHHYHO MPOYYBAHE NIPH LUEHTpa1HA HeBponaTHa Oonka 22% oT NauHeHTHTE,
nexysaHu ¢ nperabanuH, H 7% ot naumeHTHTE Ha auebo ca umanu noaodperue ¢ 50% B cxopa 3a
olcHKa Ha Oonkara.

Emuiencus

Adwsanmua mepanus
[TperabannH e MpoyyeH B 3 KOHTPOIIHPAHK KIIHHHUYHH NMPOYYBaHHUA ¢ NPOABDKHTENHOCT 12 ceaMHULIHA
npu JII wan TI1J] npuem. Karo nsano, 6e3onacHocTTa B €pEeKTHBHOCTTA NPH PEXKUMH Ha J03HpaHE

JILA u TT1]] ca cxonnlm.

HaManeHue Ha YeCTOTATa HA NPHOAALLMTE € HabnoAaBaHO A0 Kpas Ha IMbpBaTa CeMMIIA.

[leouampuuna nonysayus
EduxkacHoctra K Oe3onacHOCTTa Ha nperabannH KaTo ROMbIHHTENIHA TEpallia 38 CNHICTICHS NpH
NEAHATPHYHH NalMeHTH noa | 2-roaxiuHa Bb3pacT M NPH IOHOLLIHK He ca yCTaHOBEHH. Hexenax
cbOuTHS, HaOoAaBaHH NMpH GapMaKOKHHETHYHOTO NMPOYYBaHE H MPOYYBAHETO 38 NMOHOCHM
e BKJIOYBAIO MAaLMEHTH OT 3-MeceyHa A0 16-roamiuHa Bb3pacT (n=65) ¢ napuHaniHi NpUCTDb
noaoOHM Ha Te3u, HabnoAaBaHH NMPH BB3PacTHHU. Pesyaratute ot | 2-ceaMuyHO iauebo-
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KOHTPOJIMPAHO NPOYHBaHE NpH 295 neauaTpUYHH NalLKHEHTH Ha Bb3pacT oT 4 10 16 roanHu u 14-
IAHEBHO ML1aUe60-KOHTPOMHPAHO H3NHTBaHe NpH 175 neaHaTpHYHH NALMEHTH Ha BB3PACT OT | Mecell
A0 NO-MAIKO OT 4 roJIMHM, NMPOBEAEHO ¢ LieN Ja OLeHH eprKacHOCTTa H H€30NaCHOCTTa Ha

nperabajMH KaTo AOMBIHHTEHA TEPANHA 38 JICUSHHE HAa NAPLMANHHU NMPKCTHIH H [Be | -TOAHLIHK
OTKPHTH H3NHTBAHKA 33 6€30MacCHOCT CLOTBETHO npu 54 1 431 neanaTpHUHHK NAUKEHTH OT 3-MeceuHa
10 16-roaMIuHa Bb3PAcT ¢ EMWIENCKA NOKA3BaT, Ye HexeNaHHuTe cbOuTHA Ha GebpunuTeT 1
ua(EeKLHH HA TOPHHTE AKXATeJIHK MbTHILA c€ HabMI0aABAT NO-YECTO, OTKOJIKOTO B MPOYYBAHHATA MPH
BB3PACTHH NMALIHEHTH C enwiencus (BxX. ToukH 4.2, 4.8 u 5.2).

B 12-ceaMHuHo nnauebo-KOHTPONKPaHO NPOyUBaHe NEJAWaTPHUHH NaLMEHTH (Ha Bb3pacT oT 4 1o

16 ronuKu) ca pasnpeaeneHH aa nonyyasar nperabanut 2,5 mg/kg/nen (makcumym 150 mg/aen),
nperabanuu 10 mg/kg/nen (makcumym 600 mg/aeH) wnun nnauebo. IpoueHTLT NauKeHTH ¢ noHe 50%
MOHWKEHHE HA NAPLUMAJIHHTE NPUCTHIIH B CPaBHEHHKE ¢ H3XOAHO HUBO € 6w 40,6% oT nauneHTHTE,
nexkysaHu ¢ nperabanuH 10 mg/kg/nen (p=0,0068 cnpamo mnauedo), 29,1% ot naumeHTHTE, NEKYBAHH
¢ nperabanuH 2,5 mg/kg/nex (p=0,2600 cnpamo nauebo) 1 22,6% ot Te3u, nony4asally naauedo.

B 14-nHeBHO Mnaue60-KOHTPONHPAHO MU3NHTBAHE NEIHAaTPHYUHY MaUMEHTH (Ha Bb3pacT oT | Mecel ao
NO-Manko oT 4 roMHH) ca pa3npeaeieHH aa nonyyasar nperabanun 7 mg/kg/nex, nperabanuu

14 mg/kg/nen wnn mnaue6Go. MeanaHata Ha yecTOTa Ha FIPHCTBNKTE 38 24 4aca HA H3XOLHOTO HHEBO H
NpH MOCAEAHOTO NOCeerHe e cboTReTHO 4,7 1 3,8 3a nperabanun 7 mg/kg/aen, 5,4 1 1,4 3a
nperabanuH 14 mg/kg/nen n 2,9 1 2,3 3a runauebo. [lperabanun 14 mg/kg/nen sHauMTENNHO HamMansaBa
log-TpaHcoMHpaHaTa 4eCcTOTa Ha NapLManHK rspuose cnpamo ruauebo (p=0,0223), npu nperadbanuu
7 mg/kg/neH He ce Habmoaaea nogobpenue cnpamMo miauebo.

B 12-ceamMHuHO Nnanebo-KOHTPOJIHPEHO NMPOYUBAHE [TPH YYACTHHUM C ITbPBHUBH FEHCPAIH3HPaHH
TOHUYHO-KIONHYHH [Primary Generalized Tonic-Clonic, PGTC] rbpuose 219 yuacTHuuM (Ha BB3pacT
oT 5 o 65 rooHHH, 0T KOUTO 66 Ka BB3PAcT OT 5 00 16 roANHHK) ca pa3nNpeac/JCHH 1a NnoJTy4yaBar
nperabanun 5 mg/kg/neH (Makcumanto 300 mg/aen), 10 mg/kg/aen (Makcumanuo 600 mg/nex) unu
ranebo KaTo AONBABAlo jJeveHue. [1poueHTsT Ha yyacTHHUMTE ¢ noHe 50% HamaneHue Ha
yectorara Ha PGTC rppuose 3a nperabanun 5 mg/kg/nex, nperabanvn 10 mg/kg/nen v nuiauedo e
cbOTBeTHO 41,3%, 38,.9% u 41,7%.

Monomepanus (Hoeoduaznocmuyupanu nayuenniy)

[IperaGaniy e Npoy4eH B €AHO KOHTPOJIHPAHO KIIHHHYHO H3MHTBAHE ¢ NPOABDKHTEIHOCT

56 cenMuLm, ¢ npunoxenue JI1J. IlperabanuH He € nokazan no-manka eGeKTHBHOCT CIIPAMO
JITAMOTPHXKHH MO OTHOLIEHHE Ha KpaiiHaTa Touka - 6 Mmeceua 6e3 npuctinu. [1perabanun n
AAMOTPWKHH Ca CPaBHHUMH NO OTHOLeHHE Ha Oe3onacHocT H 106pa NOHOCHMOCT.

Teneparuzupano mpegolicHo paicmpoucmso

IIperabanuH ¢ Npoy4eH B 6 KOHTPONHPAHH KIHHHYHH NPOYUBAHHS C NPOOBL/DKHTENHOCT 4-6 CeAMHLM,
€1HO NPOYUBaHe NPH MALUEHTH B CTAPYECKa Bb3PACT C MPOIB/DKUTENHOCT 8 ceAMHUM H €1HO
ABJArOCPOYHO NMPOYUBAHE 3a NPeBeHLIMA Ha PELMOMB ¢ JBOHO-CNiANA (pa3a Ha NPEBEHLIWA Ha peLWIHBA
¢ NMPOABLKHTENHOCT OT 6 Meceua.

O6nekuenne Ha cumnroMute Ha [ TP, u3mepeno upes ckanara Ha Hamilton 3a olieHka Ha
TpeBoxHOocTTa (HAM-A) e Habnionasano 10 Kpas Ha MbpBaTa CeAMHLIA.

B KOHTPONHpPaHH KJINHWYHH NPOYUBaHUA (C NPOABIAMTENHOCT 4-8 ceaMuL) 52% OT NALMEHTHTE,
nekyBaHu ¢ nperabanuy v 38% ot naumeHTHTE Ha naauedo ca umanu noHe 50% noaobpexue B
obuua ckop no HAM-A oT #3XOAHOTO HHBO 10 KpaHHaTa TOYKa.

B KOHTPONHPAHH NPOYYBAHHA, 0-roNsAMa YacT OT AIALHCHTHTE, JIEKYBaHH C Nperabanun, ca
ChOOLLWAYK 33 3aMBITIEHO 3pEHHE, B CPABHEHHE ¢ MALIMEHTHTE, JIEKYBaHH ¢ ninanedo, KoeTo e
OT3BYYaso B MOBEYETO C/Ty4ay NpH NpoabinkuTenHO npunaraxe. [Iposeaenn ca odranmono
H3cneABaHHA ( BIJIFOUYMTENHO U3C/ICABAHE HA 3PHTENHA OCTPOTA, CTAHAAPTHO H3C/1€IBaHe
3PUTEJIHOTO NMOJIe U pasllidpeH (PYHAOCKONCKH npernen) rnpu noseye ot 3 600 nauneHTH
KOHTPOAHPAHH KIHHHYHH NpoyyBaHus. [Ipy Te3u NauMeHTH 3pHTENHATA OCTPOTA € HaM
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6,5% OT NaUMEHTHTE, NeKyBaHH ¢ mperabanuy u npu 4,8% o1 nauueHTHTE, NEKYBaHK ¢ nnauedo.
[TpoMeHH B 3PHTENHOTO NoJE ca ycTaHOBeHH npH 12,4% ot nexysanure ¢ nperabanud u 11,7% ot
nexysaHuTe ¢ ruiauebo nauneHTH. PyHIOCKONCKH NpoMeny ca Habmonasanu npu 1,7% ot
neKysaHuTe ¢ nperabanus u 2,1% ot nekyBaHHTe ¢ N1auedbo NauHEHTH.

5.2 OapMAKOKHRETHIHH cBOHCTBA

dapMaKOKHHETHYHH NMOKa3aTesH Ha NperadaiiH B pABHOBECHO ChCTOSHHE Ca CXOAHH NpH 3ApaBH
nOOPOBOJILIN, NPH MALMEHTH C ENWIENICHA, NOJYYaBalliH AHTHENMWIENTHYHH JIEKAPCTBEHH NMPOAYKTH H
NpH NaUHEeHTH C XpOHHYHa DOJIKa.

AGcopbuns

[perabanux ce abcopbupa 6bp30 NpH NpUNOKEHHE HA TNANHO, KATO MAKCHMATHH TUTA3MEHH
KOHIIEHTPALIUH CE JOCTHIAT A0 €AMH 4ac CJICA NMPWIOKEHHE KAKTO Ha €AHOKPATHA, TAKA H Ha
MHOTOKpaTHH 103H. [lepopanHara GHOHANTHYHOCT Ha nperabaniH ce HIYKCABa Ha 290% 1 He 3aBUCH
ot ao3ata. Cnea MHOrOKPaTHO NpUNaraHe paBHOBECHO ChCTOSHHE Ce JOCTHIa B paMKHTE Ha 24 110

48 yaca. CxopoctTa Ha abcopOuma Ha nperabanyH HaMansaBa NPH NPHEM C XPaHA, KOETO BOAH [0
noHwxeHHe HA Cmax ¢ 0K0N0 25-30% H 3a6aBaHe HA tmax A0 MpHOAK3KTENHO 2,5 4aca. [IpueMsbT Ha
nperabanuH ¢ XxpaHa, obave, HIMa KJIMHHYHO 3HA4YNUM edeKT BbpXY creneHTa Ha abcopOusa Ha
nperabanuH.

PasnpeaencHue
IIpeAXTHHHYHM MPOYYBAHHKA NMOKA3BAT, Ye nperabainH NpeMUHABa MPe3 KPbBHO-MO3bYHATA Gapuepa

Ha MHMUIKH, IUTbXOBe U MaliMyHH. Jloka3zaHo e, ye mperabannH NnpeMuHAaBa Npe3 IVIALEHTaTa Npy
[UTLXOBE H Ce OTKPHBA B MJIAKOTO Ha KbpMely rrsxose. [Ipu xopa npuBHIHKAT 0bem Ha
pasnpeaeneHye Ha nperabanuu cnea nepopasieH npueM e npubansurento 0,56 1/kg. Iperabanun ne
ce CBbp38a C IUIA3MEHHUTE NPOTEHHH. |

buotpanchopma

[Tpu xopa nperabanux npeTbpnaBa He3HauuTENIEH MeTabonuabm. Criel mpHeM Ha 038 PaAHOAKTHBHO
OenszaH nperabanun npuban3uTenHo 98% ot paanoakTHBHOCTTA, YCTAHOBEHA B YPHHATA, €
HenpoMeHeH nperabanus. N-METWIHPaHHAT AepUBAT Ha nperabaiiH, OCHOBHHAT METAbONHT Ha
nperabankH, OTKPHT B YPHHATa, CbeTaBnasa 0,9% ot ao3ara. B npeaknHHHYHH NpOy4YBaHHA HE Ca
YCTaHOBEHHK JaHHH 33 paLEeMH3aLHA Mexy S-eHaHTHOMepa W R-¢cHaHTHOMED Ha nperabanuH.

EnnMnHupate
[Mperabanvu ce enHMHHHPA OT CHCTEMHOTO KpbBooOpallieHHe r1aBHO 4pe3 OBb0peyHa eKCKpelns B

HenpoMeHeH BUA. CpeAHUAT eIMMHHALIMOHEH MOy AKHBOT Ha nperabanuu e 6,3 uaca. [InasMeHHAT H
6b0peyHnsaT KIMpbHC Ha nperabalMH ca npapo NpOMOPLUHOHANIHH Ha KPEATHHUHOBHA KNHPBHC
(k. Touka 5.2 brbpeuHo yBpexnane).

[Tpu nasmeHTH ¢ HamanteHa 6b0peyna QyHKLMS K HA XEMOIHANN3a € HEOOXOAMMO afanTHpaHe Ha
no3arta (Bx. Touka 4.2 Tabnuua 1).

JinHelHocT/HenMHERHOCT

@apMaKOKHHETHYHHTE NOKA3ATENH Ha nperabanuH ca NHHEAHH B pAMKHTE Ha NMPENOPBUYHTE/IHHS
AHeBeH N030B HHTepBan. MHTepHHAMBHOYATHATA BAPHAOHIHOCT Ha (apMAKOKHHETHUHHTE
nokasatenn Ha nperabanni € HUcka (<20%). @apMakOKHHETHKATA NPH MHOTOKPATHO NMPHJIOXKEHHE
MoXe Aa ObJe npeaABUIEHA OT JaHHHTE NpY NpHeM Ha eAHOKpaTHa ao3a. CneoBaTelHO, He €
HeoOXO0AHMO PYTHHHO MOHHTOPHUPAHE Ha IU1a3MEHMTE KOHLIEHTPALUWH Ha nperabaiuH.

[lon
KnuHHuHKHTE NpoyYBaHHA NMOKA3BAT, Y€ NOJBT HE OKA3Ba KIHHHYHO 3HAYHMO BINHAHHE BLPXY
NJ1a3MeHHTe KOHUEHTPAUMH Ha nperabanuH.
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brOpeuHo yspexaaHe
KnupuHCHT Ha nperabanvH e npaBo NMPONOPUHOHANEH HA KPEATHHHHOBHA KNHPBHC. OCBCH TOBA

nperabalinH ce OTCTpaHsBa epeKTHBHO OT UTa3MaTa ype3 XemMoaHanusa (cnen 4-4acoBo
XEMOAHAITH3HO JIEYEHHE TUIA3MEHUTE KOHLEHTPaLMH Ha nperabanuH ce NOHIKABAT ¢ MPUONUIUTENHO
50%). Toit kaTo 6BOpeYHOTO ETUMHHHPAHE € TTIABHHAT NBLT Ha €THMHHHPAHE, NPH NALKMEHTH C
HapylieHa 61u0peuna pyHKuMA € HeoOXOOMMO NOHIDKABAHE HA NO3IUPOBKATA, 4 ClIe/l XeMONHAIN3a €
HeoOX0 MM NOMBJIHHTESIEH NMpUeEM (BX. Touka 4.2 Tabnuua 1).

YepHoapoOHo yepexaaHe

He ca nposexxaanu cneunduyHy GapMakoKHHETHYHH NPOYYBAHHA NPH MalHEHTH C YBPEACHA
yepHoapoOHa PyHkuma. Tui kato nperabanny He NpeTLPNABA 3HAUWM META0ONIH3BLM H C€ EKCKPETHPA
NpeJMMHO B HEMPOMEHEeH B/ B YPHHATa, HapyieHaTa yepHoapoOHa dyHkuua He OH Tpabaano aa
MPOMEHA 3HAUHMO JIA3MEHHTE KOHUCHTPAUHHK Ha nperadanuH.

[leasaTpruuHa noMyaauus

QapMaKOKHHETHKATa Ha nperabdanyH e oLieHeHa MPH NEAHATPHYHH NALHEHTH C eTTHIeNncHA
(snapacToBu rpynu: | no 23 mecena, 2 a0 6 roaunu, 7 0o 11 roannu v 12 1o 16 roanHn) npu KTHEBHH
no3u ot 2,5, 5, 10 m 15 mg/kg BbB hapMaKOKHHETHUHO NMPOYUYBAHE H NPOYYBAHE 38 MOHOCHMOCT.

Cnen nepopanHo APHNOKEHHE Ha nperabanuy Npy NeAHATPHYHH NEALUEHTH Ha MaaHO, BPEMEeTO 3a
JAOCTHTaHE HA MAKCHMANHH IU1a3MEHH KOHLIEHTPAUXH NO NPKHLMN € CXOAHO NMPH YYaCTHHUMWTE B
LIA1aTa Bb3PAacTOBa rpyna M HacTbiBa 0,5 yaca no 2 yaca ciell NPUI0XKEHHETO.

[MapameTpuTe Cmax H AUC 3a nperabanuy HapacTBaT JWHEHHO ¢ NOBHILABAHE Ha 103aTa B pAMKHTE Ha
BCAKA €aHa OT Bb3pacTtosuTe rpynu. AUC e ¢ 30% no-uucka npy neAUaTpHYHHTE NMaLHEHTH C
TenecHo Terio noa 30 kg nopanH no-BUCOKHSA, aAaNTHPAH KbM TENIECHOTO TEM0, KIMPLHC 0T 43%
[PYU TE€3W NALMEHTH B CPABHEHHE C NALMEHTHUTE, KOUTO UMAT TenecHo Terno 230 kg.

TepMHHATHHAT NONY>KHUBOT Ha NperabaiMH € CpeaHO OKoNo 3 A0 4 yaca NMpH NEAHATPHYHH NAUKEHTH
a0 6-roaMiiHa Bb3pacT U 4 o 6 yaca NpH Te3u Ha 7 NOAUHH H NoBeYe.

[TonynauMoHHUAT GapMaKOKHHETHYEH aHAJTH3 NOKA3BA, Y€ KPEaTHHHHOBHAT KIHPBHC € 3HAUKM
KOBapHaT Ha KIHpbHca Ha nperabaiyH cliea NEPOPANHO MPUTOKEHHE, TENECHOTO TErJIO € 3HAYHM
KOBapHaT Ha NpHBHAHHSR 00eM Ha paznpeaefieHHe Ha nperadanyH cnel NepopantHoO NPUIIOKEHHE H
T€3W 3aBHCHMOCTH Ca CXOJHH TPH NeJHaTPHYHH K Bb3PACTHH MaLHEHTH.

dapMakoKHHeTHKaTa Ha nperabaninH NpH NALKEHTH NOA 3-MeceuHa Bb3pacT HE € MpoyucHa
(Bx.TOukn 4.2, 4.8 n 5.1).

Crapuecka Bb3pacT

CohlilecTBYBa TEHACHIIHA 32 HAMAIABAHE Ha KJIHPLHCA Ha nNperabanuH ¢ HanpeaBaHe Ha BL3PACTTA.
Tosa HaMaJIeHHe HAa NepopanBHA KIWPBHC Ha nperabanuH ChOTBETCTBA HA NOHKEHHETO HA
KpeaTHHHHOBHA KJIUPBHC, CRLP3aHO ¢ HaNpeABaHe Ha Bb3pacTTa. [1p# nauHeHTH ¢ BB3pacToBo
06ycoBeHO HapylueHue Ha ObOpedHaTa PyHKUMA MOXe Na c€ HANIOXKH MNOHIKaBaHE Ha 103aTa Ha
nperabanul (Bx.Touka 4.2 Tabaunua 1).

KbpMeIluH xeHu
HanpaseHa e olleHKa Ha apmakokuHeTHKaTa Ha 150 mg nperabanvH, npuwiarax npe3 12 yaca
(avesHa no3a 300 mg) npu 10 )xeHH B nepHOI Ha nakTaLUMA HaH-Manko 12 ceaMHULMN CIIER PAXIAHETO.
BansHHeTO HA 1AaKTALHATA BBPXY (PapMAKOKHHETHKATA Ha nperabanvH e OMNo Majko HIH W300LWo €
nrnceano. INperabanuH ce eKCKpeTHpa B KbpMaTa B CPEAHH CTALMOHAPHNA KOHUCHTPALNH,
npubAN3IKTENHO paBHH Ha 76% OT KOHUEHTpauKuHTe B MaiuMHaTa ruiadma. H3uncnewara gosa 3a
KbpMAaUeTo, NoeTa ¢ KbpMa (NpHEMaiikH, Ye cpeaHaTa JHEeBHAa KOHCYMallMd Ha kbpMa € 150 m
OT €HH, npremaity 300 mg/neH win MakcuMansaTa aHeBHa no3a ot 600 mg/aen, 61 6una c
0,31 wan 0,62 mg/kg/nen. U3uncnenure 1o3m ca npubanznrento 7% or obiara AHeBHa A0

Maiikara, uipaseHa 8 mg/kg.

]
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53 [peaxkinHauHE AaHHH 33 6ezonacHOCT

B koHBeHUHOHANHH HAPMAKOJIIOTHYHH NPOYUBaHHA 38 H€30NaCHOCT MPH XHBOTHH NperadanuH
noka3sa 200pa MOHOCHMOCT B 103H, CHOTBETCTBAIUM Ha KIIMHHYHO nipunaraHuTe. B npoy4usanus 3a
TOKCHYHOCT NPH MHOTOKPATHO NPHJIOKEHHE, POBEAEHH NPH IIbX0Be H MaHMYHH ca HabmmionaBaHK
edextd BbpXy LIHC, BKIIOYHTENHO XHNOAKTHBHOCT, XHNEPAKTHBHOCT H atakcHi. Cnen
NPOABDKHUTENHA €KCNO3HLMA Ha nperabanuH, ChbOTBETCTBALLA HA €KCNO3HULIUA 2 5 TTH NO-BHCOKA OT
CpeAHATa EKCNO3ZHUMA NPH XOpa NPH MAKCHMATHATA NPENOpPbUKTENHA KTHHHYHA 1033, 00HYaHHO ce
nHabnionaBsa NOBKHIIEHA HECTOTA Ha aTpogHa Ha peTHHaTa, oOHYaiHO NpH Bb3pacTHYU IUTHXOBE
anbuHocH.

FlperaGannH He € TEpaTOreHeH NPH MUILLIKH, IUTbXOBE WK 3aiiiiH. DeTanHa TOKCHYHOCT NPH MUTbXOBE
H 3alitd ce HabnoaaBa caMo Npy eKCNO3HLMH, HAAXBBP/IALLK IHAYUTEHO Ta3H NpH Xopa. B
NPeHATaNHW/ NOCTHATATHH NPOYYBaHHA 38 TOKCHUHOCT NperabaniH npeM3BHKBa TOKCHYHH eEKTH
BLPXY PA3BUTHETO Ha MOKOJEHHETO MPH ILUTBXOBE €€/l EKCNO3ZHUMH >2 ITETH NO-BHCOKH OT
MaKCHMaNTHaTa NpenopbyYBaHa €KCMO3MIIMA NPH Xopa.

Hexenanun epextu BEpXy pepTWINTETa MPU MBKKH M )KEHCKH TUTbXOBE ca HabmogaBaHy caMo Npu
eKCMO3HLIHH, NPEBHLLIABAIIM 3HAUUTEHO TepaneBTHUHATa ekcno3uumni. Hexxenanure edext Bopxy
MBXKKHTE PENPOAYKTHBHH OPraHH M CIIEpMANHHTE NMOKalaTe/ 1 ca 0OpaTHMH H Ce NMPOSBABAT CaMO TNIPH
€KCMO3ULMH, NPEBHLLABALIH 3HAYUTETHO TEPANEeBTHUHATA EKCNIO3HULIMA WIH Ca CBBP3aHH CbC
CHOHTAHHH JereHepaTHBHH NMPOLIECH B MBXKHTE PeNpoAYKTUBHH OpraHd npu nrsxose. ETo 3aino ce
CUHTA, Ye e(PEKTHTE Ca ¢ HEIHAYMTENHO HAH 0e3 KIIMHUYMHO 3HAYCHHE.

[IperabanuH He € NFEHOTOKCHYEH Bb3 OCHOBA HA PE3YJITATH OT CEPUA H3CJIEBAHHSA NMPOBEACHH in Viro
M in vivo.

[Ipy MIBLXOBE M MHILIKH €& NPOBEAEHH ABYTOAHILHH NMPOY4BAHHS ¢ nperabaniH 3a KapuUHHOreHHOCT.
[Tpu nbXoBe He ca HabmoOAaBaAHK TYMOPH CJ1e] eKCMO3HLMH 10 24 MbTH NO-BHCOKH OT CpeHAaTa
€KCMO3ULIMA NPH XOpa NPH MAKCUMAJTHATa NpenopbUHTeNIHa KIHHWYRa 103a oT 600 mg/aen. Tlpu
MULIKH He € Hab1101aBaHa MOBHILEHA YECTOTa HA TYMOPHTE NPH eKCMO3ULIMH, NOAOCHH Ha cpeHaTa
eKCNO3UIHA NPH XOpa, HO NMPH NO-BHCOKH €KCIO3HLUMHK € HabMnioaaBaHa NOBULIIEHA YECTOTa Ha
xeMaHrnocapkoM. HereHOTOKCH4YHHMAT MEXAHM3bM Ha8 HHAYLHPAHOTO OT nperabanuH odpasyBaHe Ha
TYMOPH IMPH MHLUKH BKIIOUBA MPOMEHH B TpoMOOUMTHTE M nponudepaLing Ha EHAOTETHH KIETKH.
Takupa TpoOMOOLMTHU NPOMEHH HE €8 YCTAHOBEHH MPH TTHXOBE WM NPU X0pa B3 OCHOBA Ha
KPaTKOCPOYHH H OrpaHH4Y€HM OLIATOCPOYHH KIMHUYHEKY NaHHU. JInnceaT aokasarescTea,
Npeanonaralulyd pHcK NpH xopa.

[Mpy Miaam MILXOBE BUACBETE TOKCHUYHOCT HE C€ PA3lIMYaBaT KBYECTBEHO OT Te3H, HabmonaBarn npH
NOJIOBO 3peNH IUTbXOBe. MnaauTe rinxore, odaye, ca No-4yBCTBHTENHM. [1pH TepaneBTHYHH
€KCMO3ULIMH €4 YCTAHOBEHH KITHHHYHH NpoABH OT cTpaHa Ha LIHC, xaTo xunepakTHBHOCT K
OpPYKCHIBM H H3BECTHH MPOMEHH B pacTexka (NMPexXoaHO NOTHCKAHE HA HA/IABAHETO Ha TErNo).
Edextn Bbpxy ecTpyca ca HabnroaBaHK NPH EKCMO3HUMK, HAABULIABALILMA 5 MbTH Ta3H MPH Xopa.
PeayuupaH oTTOBOp KbM BHE3aN€H 3BYKOB CTHMYJ € HabnioaaBaH npy MAaau mwrbxose 1-2 ceaMHLK
C/ie]l eKCNO3HLMA >2 ITBTH NO-BHCOKA OT TEPANEBTHYHATA €KCNO3HLMA NpH xopa. [leBeT ceaMulu
ca1e/1 €KCNO3HLMA TO3H edeKT He ce Habmonasa.

6. ®APMAIIEBTHYHHA JAHHH

6.1 Cnuchbk HA NOMOINHMTE BelllecTBA

KancynHo ¢CbALPKHMO
ManuTon

HuuiecTte, cMec (NpeXENaTHHUZHPAHO HULLIECTE W LAPEBHYHO HULLECTE)
Tank
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OO6ByBKA Ha Kancynara
XKenatH

Turanos nuokcua (E171)

Omuaca ce camo 3a 75 mg u 300 mg
Yepaen xkenesel okcua (E172)

[leyaTHO MacTHIO

Lllennax

Yepen xeneseH oxcua (E172)
KanneB Xuapoxkcua

6.2 HechBMECTHMOCTH

Henpunoxumo

6.3 Cpok Ha roaHocT

2 FTOAWNHH

6.4 CnenHA/THH YCJIOBHS HA ChXPAHEHHE

Jla ce cuxpanasa non 30°C.

6.5 BHA H CHALPKARAE HA ONAKOBKATA

75 mg

Bnucrepun ot anymunuit/PVC, ceabpxaium 14, 21, 30, 56, 60, 84, 90 win 100 TBppan kancynu.
HDPE 6yTtnnka ¢ LDPE xanauxa unu PP kanauka Ba BUHT, chAbpaKaLia 100 Teepan kancynu.
150 mg

Baucrepn or anymuHuit/PVC, coabpxawn 14, 30, 56, 60 wnu 100 Tenpau kancynm.
HDPE 6yrunka ¢ LDPE kanauxa unu PP kanauka Ha BHHT, cbabpxkaitia 100 TBspan kancynu.

300 mg
bnucrepn ot anymMuHut/PVC, chabpxaiuu 14, 56, 60 wnu 100 TBbpAH Kancynm.

HDPE 6ytunka ¢ LDPE kanauka nnu PP kanauka Ha BUHT, cbabpikaiua 100 Tenpau kancyam.
He Bcuukm BHAOBE ONAKOBKH Morart aa 6baaT mycHaTH Ha nasapa.

6.6 CnensajRy npeANa3HR MEePKH NpH ynoTpeda

Hama cneLianHy H3MCKBAHHA 34 H3XBBPJIAHC.

7. IIPHTEXATEJI HA PAZPELIEHHETO 3A YIIOTPEBA

Teva B.V.
Swensweg 5
2031 GA Haarlem

Huaepnanaus

8. HOMEPHA PA3PEIHIEHHETO 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. JATA HA TBPBO PASPEIIABAHETIONHOBSIBAHE HA PA3PEIIEHHETO 3A
YIIOTPEBA

IlaTa Ha mbpBo paspewasane: 14.07.2015r
IlaTa Ha nocnearo noaHosasaHe: 18.05.2020 r

10. JATA HA AKTYAJIMZIHPAHE HA TEKCTA
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