KPATKA XAPAKTEPUCTHKA HA ITPOAYKTA

1. HME HA JEKAPCTBEHHUA NPOAYKT

r-r-wrv--.n—- R T

. W2TThAHKATENHA RI'EH-EI.[WE MH) NEKAPCTBATA
‘Hoenukce 250 mg dpunMupann tabneTku e

) Kparnka x&p&:fmepucmuxa wa npogvkma  lpusawxenue 1
Noepix 250 mg film-coated tablets

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

Hoenuke 500 mg dunmupany tabnerku | PaspeuieHue Pw
Noepix 500 mg film-coated tablets BG/MA/MP - [ ?J-Zl{ 9 - 54 .02 -0g- 2023

-------------

Hoenwmxe 1 000 mg drnmupanu TaGneTkn | Ogobpenue M__;’ Cretreseesseerntsansens

Noepix 1 000 mg film-coated tablets

- 2.~ KAYECTBEH H KOJIHYECTBEH CbCTAB
Beska ¢gunmupana Tabnerka c’E.,t[LpH{a_ZSO mg, 500 mg win 1 000 mg nesetHpaiieraM (levetiracetam).

3a TeIHMA CITUCHK Ha MOMOUHUTE BellleCTBA BHOKTE TOUKa 6.1,

3. JEKAPCTBEHA ®OPMA

QunmupaHa TabneTka

Hoenuke 250 mg gbmimgpa}m TabneTku:

EnmncoBuaHn, CBETIIOCHHH, ¢ pa3mepH 13,6 x 6,4 mm, mapkupanu ¢ “L” or eqHara crpana u “250” or
ApyraTa CTpaHna.

Hoemuke 500 mg ¢unmupaHy TabneTKH:

EnuncopuaHH, XKBJITH, ¢ pasMepd 17,1 x 8,1 mm, Mmapkupanu ¢ “L” ot eqnara ctpaHa u “500” ot
ApyraTa CTpaHa.

Hoenuxke 1 000 mg dwinmupany TabieTky:

Enuncosuany, 6enwm, ¢ pasmepn 19,0 x 10,0 mm, Mapkupasnu ¢ “L” ot eanara ctpana 1 “1 000” or
Apyrara cTpaHa. |

4. KJHHHYHHA TAHHAN | -

4.1 TepaneBTHYHH NOKA3ARHAY

Hoenukc e nokazan 3a MOHOTEpAIs TIPH JIEYEHUETO HA NapliHATHK NMPHCTBIN CbC WK 0€3 BTOPHYHA

r¢HEpaiM3alHs NMPY BEIPACTHH H FOHOLLIM Ha 16 M mOBeYe rogMHu ¢ HOBOAHArHOCTUIMPAHA
STTICIICHA, |

Hoemnukc e nmokazaH 3a AOMBABALIO JIEUEHHE HA'

. NapLHAATHE NPHCTHIH CbC MM 663 BTOpHYHA reHepaizanys NPH Bb3pacTHH, FKOHOLLH, elia U
KbpMa4eTa Ha 1 MeceLl U MOBEYE C ENHIETICHA.

. MHOKJIOHHYHH NPUCTHIIH NPH Bb3PACTHH H IOHOLIH Ha 12 H MIOBeY€e FOIMHH ¢ IOBEHHITHA
MHOKIOHHYHA €NTWICIICHSI.

. MEPBUYHO reHepalTi3HPaHH TOHUYHO-KIOHWYHH IPHCTHITH NMPH Bh3PacTHH M IOHOLIH Ha |

MNOBEYE T'OAHHH ¢ HAHUONMAaTHYHA I'CHOpaaM3UupaHa CTIANICTICHA.
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4.2 o3upOBKA H HAYMH HA NPHJIOKEeHHE

ﬂOSHEOBK&

Hapyuannuu npucnronu -
IlpenopruMresnHaTa fo3a 3a MOHOTepanHd (0T 16 roaMiHa BB3pacT) U JOIBIBALIO JIeYeHHE € ChilaTa
KaTo Moco4YeHaTa no-aomy.

Beuuru noxazarus

Bvapacmuu (2 18 200unu) uonowu (12 0o 17 200unu) c mezno 50 kg wiu nogeye

Havannara TepaneeTHdHa Ao3a ¢ 500 mg gBa IreTH OHeBHO. Ta3u Ho3a Moxe Ja Obae 3arnovHara or
IMBPBHUA JieH Ha NeueHueTo. Benpexu ToBa, MOKe J1a ce 3amo4He ¢ M0-HHACKA HaualiHa Jo3a oT 250 mg
JBa ITBTH JHEBHO CIIOpEX MPEUEHKATA HA JIeKapA Ha CbOTHOINCHHUETO HEOOXOXMMOCT OT HAMATABaHe
Ha NPHCTHITHTE CIPAMO TIOTEHIHATHH HexellaH#u edekTH. Tasu go3a Moxke Aa ce nosuinun 1o 500 mg
ABa [MTH JHEBHO CIIEA ABE CEAMHIIH.

B 3aBHCHMOCT OT KJIIMHMYHUS OTTOBOP M MOHOCHMOCT, JHERHATA 1034 MOJKE [a ¢€ [TOBHILH J0

1 500 mg nea weTH nHEeBHO. [IpOMsHa B 103aTa, CBBp3aHa ¢ yBellHyaBaHe HJIM HaMajlsBaHe, MOXe J1a
CE M3BBPINBA Ha BCeKH 2 10 4 ceamuui ¢ o 250 mg wim 500 mg aBa mbTH JHEBHO.

BOnowu (12-17 200unu) ¢ mez2no noo 50 kg u Oeya na gvapacm om 1 mecey nazope |

Jlekapst Tpsa6Ba Aa NpeanMiIe Hal-NOAXOAAIATA ICKAPCTBEHA M 1030Ba (POPMA M KOHLIEHTpALKs, B
3aBHCHMOCT OT TEIJIOTO, BE3pAcTTa H HeoOXxonumaTa ao3a. Buxre Touka Ileduampuura nonyrayus 3a
KOpeKLMs Ha A03aTa B 3aBHCUMOCT OT TErJIOTO.

CoupaHe Ha IEYEHHETO

AKO JIEYEHHETO C JIEBETHpaLeTaM TpaOBa zia C€ [IpeKpaTH ce MPENnopbYBa TOBA J1d ¢ H3BBPLUIN
NOCTENEHHO (HaNpUMep NpU BB3PacTHH U KOHOLIH ¢ Terno Hax 50 kg: nosarta ce nonmxkasa ¢ 500 mg
IIBa ITBTH JHEBHO Ha Bcekd 2 o 4 ceMMHIM; NPH KEpMaueTa Haa 6 Mecelia, Jella H FOHOLIH ¢ TETJIO
mof 50 kg: noHiwkasaHeTo Ha o3ara He TpAOBa na npesuasa 10 mg/kg aBa ITBTH JHEBHO Ha BCEKH
ABE CEAMHIIH; APU KEpMaueTa (Tiog 6 Mecenla): MOHHKaBaHe Ha Ao3aTa He TpAOBa ha IpeBHINaBa

7 mg/kg nBa TBTH JHEBHO, HA BCEKH ABE CSAMHLIH). |

CnenuaiHy AOMIyNalluH

Cmapuecra sv3pacm (Ha 65 u noseye 2oounu) |
[Ipenopbuea ce ajanTHpaHe Ha 103aTa NPy NALMEHTH B CTAPYECKa BB3pacT ¢ HapyLieHa 660peuHa
- (pyHKUIHA (BX. HO-A0y “BBOpedno yBpexnane™).

bvbpevuno yspescoane
MuenHaTa no3a TpaOBa Aa C¢ MHAMBHAYAIM3NPA B 32BUCMMOCT OT OpOpeunaTa PyHKmms.

[Ipy BB3pacTHH NALMEHTH K3MTOJI3BaiiTe MPHJIOKEHATA [10-10JTy TabluIia 3a ajanTHpaHe HA J034Ta. 33
pUaraHe Ha Ta3 TabnHia € HeoOXOAHMO Aa Ce 3Hae KpeaTHHHHOBHS KINPHHC Ha MAllMeHTa,
n3pazeH B ml/min (CLcr). Ilpu Bb3pacTan o roHowu ¢ Ternio Hax 50 kg CLer B ml/min Moxe aa ce
OTIpEACIIH OT CEpYMHMs KpeaTHHHH (mg/d]) upe3 cnenHara dhopMyna:

[140-eB3pactTa (rogunan)] x rernoro (kg)

CLer (1/min) = —mmeeee o s e e e (x 0,85 npu xeHm)
72 x cepyMeH kpeaTvHuH (mg/dl)
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cnen koeto CLer ce amanrupa cnpsamo TenecHaTta nopbpxHocT (BSA) Kakro cnensa:

- CLer (ml/min)
CLer (ml/min/1,73 m?) = ——mmemem oo x 1,73
BSA nanwenT (m?)

I
!

AjarrrupaHe Ha I03aTa MPH Bh3PACTHH M FOHOILIM ¢ Teryo Hax 50 kg ¢ HapymeHa Obp0peuHa pyHKLps:

I'pyna KpeaTHHHHOB KIUPBHC Jlo3a ¥ yecTOTA HA NpUIAraHe
. (ml/min/1,73m?) |

Hopmanna > 80 500 go 1 500 mg xBa MBTH

- JHEBHO
Jleka 50-79 500 no 1 000 mg ara TpTH

- NHEBHO
YMepeHa 30-49 250 mo 750 mg nea IreTH AHSBHO
Texka | <30 | 250 mo 500 mg Ba IbTH JHEBHO
[TaiuenTH ¢ TEpMHHANHA - - | 500 mo 1 000 mg BeAHEXK
| OLOpeYHa HEAOCTATHYHOCT nHeEHOo @

MOJISKAIM Ha JiHamuza (1)

(U TIpes mbpBHs JEH OT JIEYEHHETO C AEBETHpALIETaM ce [IPEnopbyBa HaToBapsama go3a ot 750 mg
@) Crien quanu3a ce npenoprsyuBa AOWEIHATENHA 1032 oT 250 a0 500 mg.

IIpn neua ¢ 6xOpeyunn yBpexxaaHHs, Jo3aTa Ha JISBeTHpalleTaM TpsaOBa [a ce aganTHpa Bb3 OCHOBA Ha
610peunara QyHKUHA, Thil KATO KIKPBHCET KA IEBETHpaLIETaM € CBBp3aH ¢ 610peunaTa QpyHKUHA.
[IpenopuKara ce ocHOBaBa Ha MpoyYRaHe NP B3PACTHH IMALHEHTH ¢ OBOpedHO yBpeKIaHe.

3a no-MaJIKK I0HOLIH, Jela M Kxpmadera CLer Moxe ia ce onpenend B ml/min/1,73 m* ot

H3YUCISBAHETO HA CepYMHHS kpeaTHUH (mg/dl) ¢ momomra Ha cnegHara dopmyna (dpopmyna Ha
Schwartz):

BucounHa (cm) x ks
CLer (ml/min/1,73 m?) = —mooem e

CepymeH kpeatunuH (mg/dl)

ks= 0,45 npy noHOCEHH KbpMaueTa 10 1 rogmnmHa gb3pact; ks= 0,55 npu neua nox 13 roausy |
AeBoiKku;ks= 0,7 npu KOHOUIK OT MBXKKH HOJL.

AjanTupaHe Ha A03aTa [IpH KbPMadeTa, fiena | oHomu ¢ Terno noa 50 kg ¢ napyuena Os0petina
$yHKIHA:

I'pyna KpeatuniHoB Jlo3a W yecToTa Ha mpHiarade
' KITHPBHC

(ml/min/1,73 m?)
| KspMauera or 1 | Knpmauera ot 6 go 23 Mecena, neua 1
10 oA 6 Meceua | roHowWH ¢ Terno nof S0 kg

HopmanHa > 80 7 1021 mg/ke | 10 no 30 mg/kg npa UBTH AHEBHO
| . JIBA IbTH AHEBHO
Jleka - | 50-79 7 mo 14 mg/kg 10 o 20 mg/kg nBa METH JTHEBHO
IBA IETH JTHEBHO
YmMepena 30-49 3,5 no 5 no 15 mg/ke nBa BT OHERHO

10,5 mg/kg nea
IT6TH JHEBHO

Texka <30 3,5 no 7 mg/kg
~ ABA BT JAHEBHO
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Haumenru ¢ - 7 no 14 mg/kg 10 g0 20 mg/kg BemHbK AHEBHO PO
TEpMHHATHA BEIHEK AHEBHO

O6p6peuHa @) (4)

HEeZOCTATBYHOCT,

NPOBEK AU

AUauza

() TIpn nosu noa 250 mg, npu 1034, KOKTO HE ¢a kKpaTHH Ha 250 mg, KOraTo NpenopBEYNTENHATA 1033
He MOJKe Ja C€ [IOCTHTHE C IIPHEMaHETO HA HAKOJIKO TaOJIETKH H NPH NallHeHTH, KOWTO HE Morar Jia
npernswWAaT TabieTku TpAOBa da ce W3MoJI3Ba NepopajieH pasTBop.

D [IpenopwuBa ce HaroBapBaina f1o3a oT 10,5 mg/kg npe3 MEPBHS [eH Ha JIEYCHHUE C JICBETHPALICTaM.
®) TIpenopbuba ce HaToBappala xo3a ot 15 mg/kg npes mLpBHA AEH HA JIEYEHHE C JIEBETUPALIETAM.
% Cnen nuanusa ce npenopr4sa JOIBIHATENHA 1034 oT 3,5 no 7 mg/ke.

) Cpen mpanusa ¢e npenopLuBa AONLIHKTSIHA A03a ot 5 10 10 mg/ke.

Ueproopobro yepescoarie

[Ipu manpeHTH ¢ Nexka A0 yMEpeHa CTeneH Ha YepHOApoOHO YBPEKIaHe He ce Halara aJjanTHpaHe Ha
no3zata. Ilpu nanmedTH ¢ TexkKo YepHOApoOHO yBpeXKaaHe, CTOHHOCTHTE Ha KPCaTHHHHOBHS KIIHPBHC
MOraT [1a He J1aJar peajiHa npeacTaka 3a Ob0peyHaTa HerocTaTh4HOCT. 1o Ta3H NpHYHHA, NIPH
KpeaTHRMHOB KIHPBHC < 60 ml/min/1,73m’ ce npenoppusa MOHWKABAHE HA IHCBHATA (O/IbPHAILA
no3a ¢ 50 %.

[leanaTpHYHa OOITYJIAIHS

Jlexapar TpsaOBa na npeAnMIIe Hal-oAX0AAIIATa JEKapCTBeHa H 1o30Ba ¢opMa, KOHUTO Jia
~ CBOTBETCTBAT HA BB3pacTTa, TEMJIOTO M HEOOX0AUMATAa [1034.

TabmeTnara dopMa He e aganTHpaHa 33 yoTpeda MpH KbpMaveTa H Aeua nox 6-roJHIIHa BE3pacT.
Ipu Ta3u nomynaiys, NpeanovyuTaHara ¢gopma 3a ynotpeda € nepopaieH pa3rBop. B gomeinnense,
HaJITHYHHUTE N030BH HOpMH Ha TAOIETKHTE HE ¢a [IOAXOAALIM 34 HAYATHA TepanHa NpH Jelia ¢ TEJIECHO
Terno nox 25 kg, npy NalueHTH, KOMTO HE MOTaT Aa NperTbilaT TabjeTKH HilH NpH NPHIOKEHHE Ha
1034 101 250 mg. Ilpy BCHUKH ropenocoyeHd cy4an TpaOpa fa ce U3Moa3Bsa EpopaicH pasTBop.

Monomepanus
be30onacHOCTTa B e(peXTUBHOCTTA Ha JieBeTHpaLleTaM TIpH Jela H KOHOWH o 16 ToaHHH KaTo

MOHOTEPAIHA HE € YCTAHOBCHA.
Hama HanHYHH JaHHM.

KOnowu (16 u 17 200unu) c mezno 50 kg unu noseye ¢ HOBOOUAZHOCIMUYUPAHA ENUIENCHA U
RAPYUGARY BPUCHIBIU CHC WU De3 MOopUYHA 2EHeParU3ayUus. | |

Mo, BIDKTE TOPHHEA pa3ien 3a Buspacmuu (218 200unu) u ionowu (om 12 0o 17 200unt) ¢ me2ino
50 kg unu noeeue. |

Honvrsawo revenue npu Kepmavema na evzpacm om 6 0o 23 meceya, deya (om 2 0o 11 200unu) u
wonowy (om 12 do 17 200unu) ¢ meeno nod 30 kg

IlepopadHuAT pa3TBOp € MpeanounTadaTa Gopma 3a ynorpeda NpH KbpMayeTa K Jella Ha BB3pacT MOJ
6 roIUHH,

Ilpw meua Ha 6 roaMHK M noBeye, TPAGBA Aa C€ M3MOJ3Ba NEPOPANICH pasTBOp NpH 103u nox 250 mg,
HPH J03H, KOUTO HE Ca KPAaTHH Ha 250 mg, Korarto npenopbpyYHTEIHATA 1032 HE MOXE 14 Ce IIOCTHIHE €
MPUEMAHETO Ha HAKOJIKO TaOJIETKH, KAKTO W NPH MAllHeHTH, KOWTO He MOraT Jia NPETTBIIAT TaOIEeTKH.

[Tpy BeHUKM NOKa3aHUa TpAOBa 1a ce W3MON3BA Haii-HUCKaTa eekTHBHA J1o3a. HauannaTa
AeTe WIH KHowa ¢ Terno 25 kg Tpadea na 6bae 250 mg aBa MbTH JTHEBHO, KATO MaKCHM
750 mg ABa IbTH JHEBHO.

Ho3sara ipu aeua ¢ Terno 50 kg unu nopeye € chlaTa KaKkTo IPH Bh3PACTHH MPH BC

BG/H/0107/001-003/1B/027



Mcum, BIDKTE TOPHUA A3 3a ev3pacmuu (>18 200unu) u wnowwu (om 12 do 17 200unu) ¢ mezno
50 kg wru nogeve NpH BCHYKH NMOKa3aHM.

Honvanumenno nevenue npu kopmavema Ha evspacm om 1 00 noo 6 meceya
[Ipu xBEpMadeTa ce MpHIIara NepopaieH pasTBop.

HaurH Ha npuioxkeHHe

OunMHpanuTe TabneTky TpaOBa fa ce NpHeMar NepopaiHO, MOFTBINAT Ce ¢ AOCTATEYHO KOJIHYECTBO
TEYHOCT H MOTaT a ce NpHeMaT cbe WiH 0e3 xpana. Criel nepopanHo NpAIOKEHHE MOXKE J1a CE YCETH
FOpPYMBHMAT BKYC OT JieBeTHpaLeTaM. JIHeBHaTa [103a ce Npriiara, KaTo ce pas3aeis Ha 1B PABHH J03M.

4.3 IIpormeonoxkazaHuf

CBpPBXUYYBCTBHTETHOCT KBM aKTHBHOTO BEIIECTBO MIH KBM APYTH MHPOIHAOHOBH MPOH3BOHH, HITH
KBM HAKOE OT IIOMOIIHUTE BEIIECTBA, H30POEHH B TOYKA 6.1.

4.4 CoenpajHi npeaylpesxIeHHs W npeJNa3sHA MePKHR NPH ynoTpeba

bLOpedno yBpexnane

[Ipy npuiolkeHreTo Ha JIEBETHpalleTaM NPH NalKdeHTH ¢ Os0pedHo yBRpeKIaHe MOKE /12 C& HAIOMKH
aflafiTMUpaHe Ha nosata. [Ipu nalMeHTy ¢ TeXKKO HapylleHue Ha YepHoapobHaTa HYHKUHA ce
NpenopbYBa OLEHKa Ha 6bOpeunara GyHKIMA IIpeJH oNpeaeisHe Ha /1o3ara (BK. TouKa 4.2).

Octpa 6B0peyna HeZOCTATBYHOCT

MHoro paako ynotpebara Ha ieBeTHpaLieTaM ¢e CBBp3Ba ¢ ocTpa 660peuHa HEAOCTATBYHOCT, KATO
BPEMETO 38 HEWHOTO BB3HHKBAHE BapHpa OT HAKONKO JHH A0 HAKOJKO MECEHa.

KpbBHA KapTHHA

Penku cinydan Ha HamalleH Opoi KpbBHU KJIETKH (HEYTPOIIEHH, arpaHyJIOLHMTO34, JICBKONCHHS,
TPOMOOLIUTONICHHSA M TIAHLMTONEHNKS ) Ca OMHCAHHA BHE BPB3Ka ¢ MPHJIOXKEHUETO HA JIEBETUPALIETAM,
CIYYBAlIO ce OOMKHOBEHO B HAYAIOTO Ha JiedenHeto. ITpiHaTa KphBHA KapTHHA C JH(EpPEeHIIHAIHO
OpoeHe ce NpenopbYBa NPH NALMEHTH, KOUTO TOMYYaT 3HAYUTeNIHA ¢1abocT, NUPEKCHS, TTIOBTapsIIH
ce HH()EKIIHH HJIY HapylIEHHS B KpbBOChCHPBaHETO {TouKa 4.8).

Camo:gﬁﬁﬁmo

[Ipn naliMeHTH, TeKyBaHH C AHTHSTTICNITHYHH JIEKapCcTBa ( BIUTIOYMTENHO JICBETHPALIETAM) €a
CHOOLIABAHM CAMOYOHIICTBO, ONHT 3a caMOyOMICTBO, CYHIIMIHA HAcauHa H moBeacHue. Mera-aHanus
Ha paHJAOMH3HPAHM, INaneO0 KOHTPONHPaHH H3NHUTBAHKHA Ha aHTHCTIWIEIITHYHH JIEKApCTBEHH
MIPOAYKTH [10KA3Ba ¢Na00 NOBHIICH PUCK OT NOABA Ha CYWLIMIIHM MUCIH ¥ NOBeAcHNE, MexanuiMbT
HAa TO3H PHCK HE € U3BeCTeH. | -

[lopagy ToBa, nanueHTuTe TPAOEA Aa OBAaT MPOCAEAIBAHH 32 IPH3HALM Ha JCIIPECHS H/HIIH
CYMLM/IHA HJICallHd H NoBeACHHE U TpAGBa fa ce npeanpueMe ChOTBeTHOTO JeueHue. [larmenTute (1
XOpaTa, KOUTO Ce rpiKar 3a Tax) Tpadea na 6s1aT MockEBETBAHHU He3abaBHO Jja IOTHPCAT JIEKAPCKH
CBHBET, B CITyYaii, e ce MOABAT NPHU3HALM HA JISNPECHs W/ HTH CYHLIMIHA HACAUHA WK [IOBEACHUE.

AOGHOPMHO M arpecHBHO OBEIEHHE

JleseTHpaneTaM MOXe J1a IPUYUHH NCHXOTHYHH CHMIITOMH M TIOBEICHYCCKH 3HOMAJIHH,
BKJTFOUHTENIHO pazipa3HHTENHOCT U arpecuBHOCT. IlaleHTHTE, TeKYBaHHU ¢ JEBETHPAL
Tps0Ba Na 6baaT HAOMONABaHM 34 PA3BUTHE HA TICHXHATPUYHH IPOABH, HACOYBALIH KBM

CBHIIECTBEHH MPOMEHH B HACTPOSHUETO M/UJTH JIHYHOCTTA. AKO ce 3a0enexar Takupa
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NMOBEICHHA, TPsAOBa J1a ce OOMHCIN KOPUTHPAaHE WITH NOCTENEHHO IPEYCTAHOBABAHE HA
JIEYCHHETO. AKO Ce B3EME PEIlIeHHE 32 NPeyCTAHOBABAHE, MOJIA BIDKTE TOUka 4.2.

Brolliasane Ha NIpUCTHINTE

TlonoGHo Ha Apyry AHTHEIIMJIENTHIM JIEBETHpALIETaM B PEIKH CIIydai MOXE 12 yBEIHYH YeCTOTaTa
WJTH /13 BJIOITH TeXECTTa Ha MPUCTHIHTe. 1031 napagokcanieH ekt ce chobmapa 0OHKHOBEHO Mpes3
EPBHA Mecel] OT HAYAJIOTO Ha JIEUeHHETO HIIH cilef IOBHINABAHE HA A03aTa H € o0paThm npu
peKpaTaBaHE Ha MPHeMa KK IIPH NMOHHKaBaHe Ha no3sara. [lanueHTrTe Tpadea ga ObaaT
NOCHLBETBAHH HE3a36aBHO /1a ce KOHCY/ITHPAT ChC CBOA JIEKap B CTydaii Ha BJIOINaBaHE Ha CMUIENICHATA,
Hanpumep ce cho01asa 3a iufica Ha ehKacHOCT WIN BIOLIABAHE HAa TIPUCTBLINTE [IPH NALlHEHTH C
SHIIETICHA, CBBHp3aHa ¢ MyTall4 Ha anda cyOequHHIA 8§ Ha BONTAK-3aBHCHMHMTE HAaTPHEBH KdHAK
(sodum voltage-gated channel alpha subunit 8, SCNSA).

Yaemxasane Ha QT-unTepBania Ha eneKIpoKapIUorpaMara

[lo BpeMe Ha MOCTMAPKETHHIOBOTO HaOMOACHHE ca HaOIIoqaBaHH PeaKH CIIyYaH Ha YAb/IXKaBaHE Ha
QT-unreprana wa EKI'. Jleperupaneram TpsaOea Aa ce M3N0A38a ¢ NOBUINCHO BHAMANKE NPH
TAaLKEHTH ¢ yObKaBaHe Ha QTc-HHTepBana, NPy NalHeHTH, TEKYBaHH ¢JTHOBPEMEHHO ¢ JICKapCTRa,
KOHTO OKa3BaT BiusHHE BbpXy QTc-uurepBana, Wi npy NallMEHTH CbC CHOTBETHO NMPE/IECTBALIO
ChpAeyHO 3a00/1ABaHE HIIH HANTMYHE Ha €JIEKTPOJIMTHA HApPYIUECHH.

IenuaTpHyHa monyJianys

TabnetHara gopMma He e nogXoAAINA 32 MPUNATAHE APU KHPMAUETA U ACUA oA 6-TOAKINHA BH3PACT.

Ot HallMUHHUTE JaHHH IIPH Jela ge ce HadlloJasa OBIMIBAHE HA pacTexa K mydeprera. Brnpexu
TOBA, HE Ca H3BECTHH JbIroTpaiiHure edQeKTH BbPXY cocoOHOCTTA 32 3ayyaBaHe, HHTEJIEKTA,
pacTexa, CHAOKPUHHHTE QYHKIMH, MyOepTeTa H peIpoayKTUBHHA ITOTEHIHMAT [IPH Aela.

4.5 BiammopelcTBHE ¢ APYrA JJeKAPCTBEHR NPOAYKTH H APYTH GOPMHE HA B3AHMOAEHCTBHE

AHTHENNWNENTHYHH JeKAPCTBEHH IPOAVKTH

JlaHHHTE OT KITHHWYHH NPOYUBAHUA [IPU BH3PACTHH, MPEJH MYCKAaHe Ha IIPOAYKTa B Mpoaaxda
MOKA3BAaT, 4e JICBCTHPALIETAM HE OKa3Ba BJIIAHHE BbPXY CEPyMHHTS KOHISHTPALMH Ha
CHIIECTBYBAIUTE aHTHENWIEIITHYHH JIEKAPCTBEHH cpecTRa ((PCHUTOMH, kapbaMasenuH, BATNpPOEBA
KHCEJIHHa, (heHOOapOHTalN, NTAMOTPWKHH, Ta0aneHTHH, IPUMHIOH ), KAKTO H 4€ TE3H
 AHTHEITWISNITHYHH JIEKAPCTBEHH NIPOJYKTH He BITUAAT BBPXY (PapMakOKMHETHKATA Ha JICBETHPALIETaM.

Kakro 1ipu BE3pacTHH, Taka ¥ HPH MEIHATPUYHH [IAHEHTH, IPUEMAIIH JIEBETHPALIETAM J10

60 mg/kg/nHeBHO He CHIECTBYBAT KATErOPHYHM JaHHH 33 KITMHHYHO 3HAYHMH JIEKapCTBCHH
B3aUMORCHCTBHA. -
PetpocniekTHBHATA OLICHKA HA apMaKOKHHETHUHATE B3aHMOACHCTRBHS NP Aclia U IOHOIH ¢
enunencua (4 1o 17 roauHn), NnoTBbPXKAABA, Y€ JONBJBAILOTO JEYEHHE ¢ NEPOPATIHO MPHIIOKEH
NEBETHpAaleTaM He TIOBIMABA PABHOBECHHTE IUIA3MEHH KOHLIEHTPALMH HA € AHOBPEMEHHO
npunaraniTe KapbaMasennH ¥ Bajmpoart. Benpekn ToBa, jaunute npeanonarat 20 % mo-BHCOK
KITHPBHC HA JIEBETUPALIETAM NPH JISL(d, [IPUEMALIH SH3UM-UHTYIIHPAIIU AHTHENMICTITHYHHA
JEKapcTBEHH NpoayKTH. He ce Hanara agantipaHe Ha Ao3ara.

pobeHea

L]

YcraHoBeHO e, ue nmpobeneuun (500 mg YeTHPH MBTH JHEBHO), CPEACTBO, KOETO HHXHOUD
CEKpelHs, MOTUCKA PSHATTHUA KIMPHHE HA THPBUUYHKSA MeTaOOINT, HO HE M HA JIEBETHD
BenpexH ToBa, KOHLEHTpALKATA Ha TO3H MeTabOITHT OCTaBa HHCKA.

MeroTtpekcar
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Crolbuiaga ce, 9 eJHOBPEMEHHOTO MPUWIOXKEHHE Ha JIEBETHpALETAM U METOTpEeKCaT HAMAJIABA
IUTHPBHCA Ha METOTPEKCAT, KOETO BOAH A0 NOBULISHA/TIPOABIDKUTCIHA KOHLEHTpALH Ha
METOTPEKCAT B KPBBTa A0 IMOTEHIMAIRO TOKCUYHH HHUBA. [IpH MallHEHTH, KOUTO C€ JIEKYBaT
€IHOBPEMEHHO C JIBETE JIeKAPCTRA, HUBATA HA METOTPEKCAT H JICBETHPALIETaM B KpBBTa Tpa0Ba J1a ce
MpoceISBaT BHUMATEIHO,

[lepopaaHyd KOH CIITHBHU M 1 papMakOKMHETHYHH B3aHMOACHCTRHS

JleserupanetaM 1 000 mg nHeBHO HE OKa3Ba BIIMAHNE BbPXY (PapMAKOKHMHETHKATa Ha NEPOPATHHUTE
KOHTPALICNITHBH {(€THHIICCTPaHOI B JICBOHOPreCTpell); €HAOKPHHHHTE MOKa3aTeNH (JTyTeHHH3Upalll
XOPMOH H TIIPOreCTEPOH) He ce npoMeHAT. JleseTupaueram 2 000 mg nqHeBHO He NMOBIHABA
(hapMaKkOKHHETHKATA Ha JMIOKCHH W BapdapyH; NpoTpoMOUHOBOTO BpeMeE He ce MPOMEHS.
EAHOBpEMEHHOTO NpHEMaHe ¢ JUrOKCHH, [IepOpalHu KOHTPALENTHBH K BapdapuH HE OKa3Ba BIUAHUE
BBPXY (PAPMAKOKHHETHKATA Ha JIEBETHPALIETaM,

JlakcaTUBH

Hanuue ca nzoaMpany croblienns 3a HamajieHa e(PHKaCHOCT Ha JIEBETHpPALIETaM, KOraTo
OCMOTHYHHAT TAKCATHB MAKPOTOJl C& NPANIATa €HOBPEMEHHO C JICBETHPALIETAM TIEPOPATHO.
CrieJoBATE/IHO, MAKPOrol He TpaOBa Aa ce NpUeMa NIEPOPATHO eMH Yac PEAr ¥ €IHH Yac Crej
IIPHEMA HA JIEBETHPALIETAM. | |

XpaHa ¥ alKoxon

Crenenra Ha abcopOUHA Ha JIeBETHpALIETaM He Ce MPOMEHS OT XpaHara, HO CKOPOCTTa Ha abcopbiius e
_ cnabo MoHWXKeHa, |
HsamMa naHHH 3a B3aMMOOCHCTBHE HA JICBETHPALIETAM € aJIKOXO].

4.6 @epTHIHTET, OPEMEHHOCT H KbPMEHE

JKeHu ¢ geTeposieH NOTEeHIHAN

Ha »keHy ¢ AeTEpOACH NoTeHIMAa TpAORA Aa ce JaBa CHBET OT CHELHANCT, JledeHueTo ¢
NeBeTMpaLeTaM TpsaOBa Aa ce npepasricna, KOraTo keHara IiaHupa aa 3abpeMenee. Kakro npu
BCHYKY AHTHETIIWIENITUYHK NEKAPCTRA, TPAOBA /1a ce H30Area BHE3AMHO CIIHPAHE HA JICBETHPALIETaM,
THH KaTe TOBA MOXKE 1A JIOBEAC 0 NOABa HA I’bPYOBE, KOATO OHXa MOIJIH Ad UMAT CEPHO3HU
MOC/ICAMLIM 3a JKEeHATa U HEpOACHOTO AeTe. TpabBa Ja ce mpeanoyeTe MOHOTEPANUsA, KOraro e
BB3MOXKHO, THH KATO NEeYSHHETO ¢ MHOXKECTBO aHTHENMIIIETTTHYHH JickapeTBa (ALEJ) moxke na e
CRBP3aHO C NIO-BUCOK PHCK OT BpoAeHH MaipopMalliK, OTKOJIKOTO MOHOTEpAIHATa, B 3aBUCUMOCT OT
NpUiaraHAuTe AHTHETISHTHLIH. '

bpemenHocT

["'oneMusT OpoH HOCTMAapKETHHTOBH JaHHH MPH OpeMeHHH XKEeHH ¢ eKCIIO3MLUA HA JICBETHPALeTaM
xato MoHoTepanusd (Hag 1 800, cpen kouro npu Hax 1 500 ekcno3HIMATA BL3HHUKBA 110 BpEMe Ha
TbPBHA TPHMECTHP) He TMOKA3BaT YBEJTHUaBAHE HA PUCKa OT CEPHO3HH BPOJEHH MaT(QOPMALIHH.
CpillecTBYBAT CAMO OrPaHHYEHH JI0KA3ATENCTBa 33 HEBPOJIOTHYHOTO Pa3BHTHE Ha JELa, U3IOKEeHH Ha
MOHOTEpAIHA C JICBETHPALETAM in uiero. BEIPEKU TOBA TEKYLIUTE EMHASMHOJIOIHYHH NMPpOYyYBaHHA
(npr oxomno 100 fena) He moka3BaT MOBHILEH PUCK OT HapylleHHA WK 3aDaBiHe Ha HEBPOJOTMMHOTO
~ pa3sBuTHe. JleBeTHpalleTamMm MOXe Ja ¢e TIpWIara no epeMe Ha OpeMEHHOCT, aKko cJieJ BHHMaTeHa
OLICHKa C€ CUeTe, Ue € KIIMHMYHO HeobXxomuMo. B Takse clIy4yaii ce IpenopbuBa Hak-HUCKATa
chexTHBHA O034a.

s EE T e N\ £
DU3KONOTHYHHTE MIPOMEHH IO BpeME HA BPEMEHHOCTTa MOKE J1a MOBJIHAAT KOHLICHTpAalLNs e \
neeetupateram. [To Bpeme Ha GpemeHHOCTTA Ce HabMoONaBa NOHWKABAaHE Ha MIa3MEHHTE e
KOHUCHTPAHH Ha JICBECTHPALETAM. IToHuKaBayveTo € Nno-U3pa3eHo Mpe3 TPETHA TPHMECTED {
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OT U3XOJAHWTE KOHLIEHTpaLMK npeau OpemenHoctTa). [lopaau ToBa, 32 OpeMEHHHUTE JKEHH, JIEKYBaHH C
JieBeTHpaLeTaM, TpsAOBa 1a ce OCUIypAT MOAXOAALIM MEAHLIMHCKH IPHIKH.

Kbpmene

JleBeTHpaLeTaM ce eKCKpeTHpa B KbpMara, Nopajiu KOETO KbPMEHETO HE € NMPENOpBYHTEIHO.
Ako, 0Daue, 1e4eHHUETO C JIEBETHpALIeTaM € HAJIOXKUTETHO B MepHO/ia Ha KbPMEHE, CHOTHOLIEHHETO
non3a/ puck TpsAOBa 1a Ob/ie OLIEHEHO MPH OTYMTAHE HA 3HAYEHUETO HA KbPMEHETO.

OepTunurer

He ca oTkpuTH 1aHHM 3a BIMSHUETO BHPXY (epTHIMTETA MPH MPOYYBAHUS BHPXY HKHBOTHH (BXK.
TOuKa 5.3). HAiMa HaTWYHK KIMHWUYHU JTaHHH, MOTEHLMATHUAT PUCK 3a XOpa HE € U3BECTEH.

4.7 EdexTn BbpXy cnocofHocTTa 32 mopupane H padora ¢ MAIIHHH

JleBeTupaueram uma c1abo Wi yMepeHo BIUSHHUE BbPXY cocoOHOCTTA 3a odupaHe U padoTa ¢
mMawuHU. [Topaau Bp3MOMkKHA pa3iiuHa MHIAMBUAYAJIHA YyBCTBUTEIHOCT, ITIPH HAKOH TALMEHTH,
O0COOEHO B HA4YaJIOTO HA JIEYEHUETO WM MPHU NMOC/EABALL0 NOBUIIABaHE HA J103aTa MOXeE Ja Ce MOsSBH
CHhHJIMBOCT WJIM IPYTH CUMIITOMM OT CTpaHa Ha LieHTpa/iHaTa HepBHa cuctema. ETo 3amio ce
Mpenopb4Ba MOBHLIIEHO BHUMAHHWE MK MAlLMEHTH, W3BbPLUBALLM ONPE/IeNICHH 3a/1a4H, KaTo odupaHe
WM padora ¢ mammHu. [laumentrure TpaOBa aa ObaaT NpeAyNnpeIeHH Aa HE U3M0JI3BaT KaKBaToO U Aa €
TEXHHKA WM MallMHU J0KATO HE YCTAHOBAT, Y€ Bb3MOKHOCTTA UM 3a TOBA HE CE € MOBJIHAJIA.

4.8 HexenaHu JieKAPCTBEHH peaKIHH

O6001enue Ha npoduaa Ha 6e30nmacHOCT

Haii-uecTo crobIaBaHuTE HEXKEIAHH peaKLiy ca Ha30(hapUHIUT, CHHIMBOCT, rJ1aBOOOIHE, YMOpa H
3amasHoOCT. [IpopunbT Ha HEXXKeNaHUTE JIEKAaPpCTBEHU peaKLMK, NPEACTABEHH M10-1011y, C€ OCHOBaBa Ha
aHaJM3a Ha cOOpHU M1aNe00-KOHTPOJIHPAHH KIIHHHYHH W3ITMTBAHKS 32 BCUYKH M3CJI€/IBaHH
MOKa3aHus, BKIOYBaLlM 0010 3 416 nauueHTH, JIEKYBaHH C JieBeTUpaLieTaM. 1e3d JaHHH ca
JIOITBJIHEHH ¢ ynoTpedaTa Ha JieBeTUpaLeTaM B CbOTBETHUTE OTKPUTH Pa3lIMPEHH MPOYYBAHHUS, KAKTO
M OT NOCTMAapKeTHHToBHsA onuT. [IpoduabT Ha 6€30MacHOCT Ha JieBeTHpalleTaM € KaTo LsJI0 oa00eH
[PU pa3IMYHUTE Bb3PAaCTOBU IPynH (Bb3PACTHU M NEIUATPHYHH NMALMEHTH ), KAKTO H B paMKHTE Ha
0100peHNTE MHAMKALIMK CBBP3aHM C eMHJIeTICUSTA.

TabnuyeH cnuchbk Ha HEXKEJTAHUTE JIEKAPCTBEHH PeaKIUM

HesxenaHure JIeKapCTBEHH peaKLMHM, 10KIaiBaHH NPU KIMHUYHU W3NWTBAHKA (IPH BB3PACTHH,
IOHOLUK, JIela ¥ KbpMadeTa Haj | Mecel) ¥ OT IOCTMapKETHHIOB OIUT ca U36poeHH B TabauLaTa 1o-
J0J1y N0 CHCTEMO-OPraHHH KJIaCOBE U 110 YECTOTA.

HesxkenaHure JIEKapCTBEHH peakLMM ca W30pOeHH B HU3XO/AILL pe/l 10 OTHOLIEHHE Ha TAXHATa
CEPUO3HOCT U YECTOTaTa UM € AeuHUpaHa, KaKTo ciesiBa: MHoro yectH (>1/10), wectu (=1/100 no

<1/10), neyectu (>1/1 000 mo <1/100), peaxu (=>1/10 000 xo <1/1 000) u muoro peaxu (<1/10 000)

MedDRA SOC KaTeropuu Ha yecTora
MHoro yecty Hectu Heuectu Penxu MHoOro peaku

Hudexuun u Ha30(apUHIUT ' HHpeKLHs

uHpecTauuu

HapymieHnuns Ha ' | TPOMOOLMTOTIE | MAHIMTONCHHS *

KPbBTA H HHA, HEYTPOMEHN,

auMbHara JIEBKOTICHUS arpayJIoOLHTO3a

CHCTEMA

Hapywenns Ha JNieKapcTBEHA

HMyHHaT4 peakus ¢

CHCTEMA €03UHOPHITHA
CUCTEMHH
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CHMITTOMH

NOBPBLHIABREC, I'AACHE

.(DRESS
CHHApPOM),
CBPBXYYBCTBU-
. TEIHOCT
{(BKIIOYHUTEITHO
aHTHOEAeM H
aHa(HIaKCH)
Hapymenus Ha AHOPEKCHA HaMA/IABAHE HA | XWIIOHATpHEMHA
MeTabonmsMa H TEraoTo ,
XpaHEHeTo MOBHIIABAHE Ha
TErJA0To
[Icuxyaan aenpecus, OITHAT 3a H3RBLPUICHO O6¢cecHBHO
HapyIIeHUA BpaxneOHOCT/ camMoyOMiicTBO , | camoyOmiiCTRO , KOMITYJICHBHO
ATPECHBHOCT, CYHLHIRA THIHOCTHH Pa3CTpORCTRO* *
be3noKoHCTBO , HIealns, HapyIoeHHA,
0e3CchHHE, TICHXOTHYHO abHOpMHO
HEPBHOCT/ pasCTPOLICTRO, MHCJIEHE,
Pa3zIpazHATEIHOCT | HeoOwJaliHO ACHAPHYM
NIOBEACHUE, .
XaIIOLHHALIHY,
T'HB,
CHLCTOSHHE Ha
OOBLPKAHOCT,
IPHECTHITH HA
IIAHHKA,
eMOLMOHAIIHA
HeCTAOWTHOCT/
NpOMEHH B
HaCTPOCHUETO, -
TPEBOXKHOCT
Hapymenus Ha COMHOJIEHTHOCT, | KOHBYJICHH, AMHE3HA, XOpeoareTosa,
HEpBHATA CHCTEMA | rnaBodonue HapYLIE€HHEe Ha HapylIeHHe Ha | OUCKHHE3MA,
PaBHOBECHETO, nameTTa, XUNEPKHHE3UA,
3aMagHOCT, HapyLIeHa HapylIeHHE Ha
NETAPTHA, TPEMOP KOOPAVMHAIMA/A | IOXOOKATA,
- TAKCHA, eHuedanonaTH,
NapecTe3us, BJIOINIABAHE Ha
HapylleHHe Ha | TPUCTHLIINTE,
BRHMAHHETO HEBPOJICITTHYCH
| MAITUTHEH
cHHApoM®
Hapyviiienns na OHITONHSA,
O9HTE 3aMBITICHO
IPEHUE
HapyuieHus Ha BEPTHTO
EKDTD H
JTabHpHHTA
Cspaeanu yabsmken QT-
HApYLICHAUA: HHTEpBa] Ha
eIEKTPOKAPAMO-
rpaMara
Pecnuparophu, KAOLTALIA
'PbANN ¥
MEIMACTHHAIIHH
HApYIIEHUS
CroMamHo- GOJIKH B KOpeMa, NaHKPeaTHT
YpEBHM | ouapu,
HapYIIeHHS OUCTICTICHA,
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XenaroOunuapuu | aOHOPMHH gepHOoApodHa
HapyIICHHA pe3yaTaTH OT HEJOCTATLYHOCT,
| OYHKIHOHAIHH | XEnaTUT
TC
qEPHOAPOOHN
H3CICABAHNA
Hapyiienus na ocTpa 6s0pedHa
OnbpenuTe n | | HEAOCTATHYHOCT
NUKQYHUTE
TTHIIA
Hapyiuenus Ha | o0pHB ATOTICLIA, TOKCHYHA
KOXaTa i eK3eMa, eNUIepMATHA
MOOKOMXKHATA NpYPHTYC, HEKpOJIH3a,
ThKaH | CHHIPOM Ha
Stevens-Johnson,
epHTEMA
| MynTapopme
HapymieHus Ha | ' | MYCKYyJIHa paGaoMuonuia u
MYCKYJIHQ- caabocr, NOBHIIIEHA
CKeJICTHATA | MU HA KpeaTHH
CHCTEMA MW | docdoxuraza*
ChEJIHHHTETHATA | -
ThKaH
O0mA HapyWIeHUN acTEHHA/ YMODA
H eekTH Ha
MACTOTO Ha
IPHIQKCHHE
HapaHABanus, HapaHsBane
OTpABSHHUA H
YCIOKHEHHA,
BH3HVKHAMH B
pes3yJTar Ha
HHTEPBEHIHH

* 3HaUNTENHO MO-BHCOKA YECTOTA ce HalII0AaRa MPH NAIMEHTH OT SMIOHCKH NPOHU3XO/A B CPABHCHHE ¢
NMaUHEHTH OT HEAMOHCKH [TPOM3X O, ‘

** [1o BpeMe Ha NMOCTMAPKETUHIOBOTO HAOIIOAECHHE ¢4 YCTAHOBEHH MHOTO Pe/IKH ClTy4au Ha pa3BHTHE
Ha 00CECHBHO-KOMITYJICHBHH pascTpoiicTa (obsessive-compulsive disorders, OCD) npH nau#eHTH
Cbe CHITBTCTRAIA aHamHe3a 3a OCD WM NCUXMaTpH4YHU pa3cTPORCTRA.

OnucaHue Ha W30paHu HEXENaHu Peakiiuy

PHCKBT OT aHOPEKCHS € TI0-BHCOK, KOTAaTo JICBETHPALIETaM ce MpHIara ¢HOBPEMEHHO ¢ TOMUpaMar.
[IpH HAKONKO C/Iyyas Ha AIOMENHA ce HAabIoNaBa Bb3CTRHOBABAHE CJIC] MPEyCTAHOBABAHE HA
JIEBETHPALIETAM. |

B HAKOH OT ciIy4anTe Ha NAHIUTONEHHA c¢ HAOMIONABa MOTHCKAHE Ha KOCTHO-MO3BUHATA (DY HKIIHA.

(Crnyyau Ha eHredanonaTHi OOMKHOBEHO HACTHIBAT B HAYANOTO HA JIeUeHHEeTO (HAKOJIKO AHM A0
HAKOJIKO Meceua) u ca oOpaTUMH ¢l CrIpaHe Ha IYEHHETO.

[leanaTpuHHa MOMyIALNAS

[Ipy maLMeHTH Ha BB3pacT oT | Mecel Ao noj 4 roarHH, obwo 190 naupenTH ca OUIIn NeKyBaHH C
JEBETHPALIETaM B IIANe00-KOHTPOJIIHPAHH U OTKPHUTH pa3lunpeHH npoy4uBanud. Lectaecer (60) ot
Te3H NALHEHTH ca OUTU J'IBK}’B&HH C JIEBeTUpAlleTaM B TUIalie00-KOHTponUpany nNpoy4usanus. [1p
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Ocsen ToBa 101 kppMayera Ha Bp3pacT noa 12 Mecena ca 61K ¢ EKCNO3HIIMA B HOCTMAPKETHHIOBO
npoy4sane 3a 6ezonacaoct. He ca naeHTHOHIMPaHH HOBH CHOOpaXeHH 32 6€30MacHOCT OTHOCHO
JICBETHPALIETaM IIPH JCLa C eITANESTICHA Ha BB3pacT nof, 12 Meceua.

[TpodmTbT HA HEXKeNaHWTE peaKl[UH Ha JIEBETHPALIETaM € 10 MPHHLMN ¢ NOA0DECH NPH pasTHYHHTE
Bb3pacTOBH I'PYIH H B pAMKHTE Ha 0O00peHHTE NOKA3aHHS, CREP3aHU ¢ enwiencudara. PesynraTture 3a
6e30nacHOCT IpH NEAUATPHYHH MALMEHTH B Tale0o-KOHTpOTApaHd KJIMHHYHH TIPOyYBaHKs Ca B
CHOTBETCTBHE ¢ NMpohuna Ha 6€30MaCHOCT HA JIEBETHpALIETaM P BB3PACTHH, ¢ H3KIIOUEHHE Ha
TOBEACHYECKHUTE H TICHXHWYHH HEXKEJIAHM PEaKIK, KOHTO €a NMO-YECTH NpH Aeua OTKOJIKOTO NpH
BBb3pacTHR. [Ipu fena u oHomu Ha Bhapact ot 4 a0 16 rogundy, nopemane (MHoro yectd 11,2 %),
BB36yna (dectu 3,4 %), npomend B HacTpoeHHneTo (uecTH 2,1 %), eMOLMOHATHA HECTAOWIHOCT (Y€CTH
1,7 %), arpecus (decTtH 8,2 %), HeoOHUalHO NoseeHne (0bma 5,6 %) 1 neraprus (0omu, 3,9 %o) ca
CBHOOIIABAHM MO-YECTO, OTKONKOTO B APYTUTE BB3PACTOBH I'PYNH WIH B 001K IpOdHIT Ha
GezonacHoct. Ipy KbpMaveTa | fAelia Ha BL3pacT oT 1 Meceln A0 1o 4 roaMHM, pasapa3sHHTETHOCT
(MHOTO 4ecTH 11,7 %) 1 Hapyena koopaMHaLys {(dectH 3,3 %) ca chobIapaHH MO-4€CTO, OTKONKOTO
NpH OPYTUTE Bh3PACTOBH IPYIH, WM B 00K MpoduiT Ha Oe30MmacHOCT.

JBoitHO-CIIANO, MMaleb0 KOHTPOIHPAHO NPOyUBaHe 3a OE30MacHOCT TIPH felia ¢ HeHH(epHopeH
AH3aHH € OUEHHIO KOTHHTHBHOTO H HEBPOIICHXOJIOrHYHOTO ACHCTBHE HA JICBETHPAHCTaM MpPU AC1ia OT
4 no 16-roaMuIHa BB3PACT C NAPIMATHHE [IPHCTBIM. YCTAHOBEHO €, Y€ JICBETHPALICTaM He ce
pasnu4aBa (He € MO-JoM) OT maneso Mo OTHOLIEHHE Ha MPOMSAHATA CHPAMO M3XOJHOTO HHBO Ha
Leiter-R BHUMaHHE H MaMeT, KOMOMHHPAH CKOP 3a H3CNIeABaHE HA MAaMeTTa B ONPeAC/ICHATa B
MPOTOKOIIA IOMyalks, Pe3yrraTire, CBHP3aHH ¢ TIOBEJCHYSCKATA H eMOLMOHATHA (PYHKIIHS, Ca
IOKA3a/TH BIOINABAHE NIPH ACKyBAHHTE C TEBSTUPALICTAM NALMENTH NIO OTHOLISHHE Ha arPECUBHO
MOBEACHHE, H3MEPEHO MO CTAHAAPTEH B CHCTEMATH3UPaH METOR Ype3 H3MOJI3BaHe HA BaTHIHpAH
cniocod (CBCL —~ Achenbach BenpocHHK 3a AeTCKO noBeacHue ). BENPEeKH TOBa, MALMEHTHTE,
MpUEMAIIH JIEBETHPALIETaM 110 BpEME Ha NIPOIBILKHTENHO, OTKPHATO NHPOCIeNdBallo MpoyuBaHe, He ca
MoKa3a/1d o610 BIOIIABAHE N0 OTHOLIEHHE HA TIOBEJICHHETO HITH EMOLMOHATHATA GYHKLHS; HEIo
[IOBEYE, TIOKA3aTEJIMTE 3a arPSCHBHO NMOBEASHUE HE Ca MOKA3aJIH BIIOIIABAHE CIIPAMO H3XOTHHUTE
CTOHHOCTH. | '

Cro0611aBaHe Ha MOMO3UPAHH HEKEIAHH PEAKITHH

Cp00ImAaBaleTO HA MOAO3UPAHK HENKETAHH peakiiny Clel paspeiasane 3a ynorpeda na nexkapersenms
npoAyKT € BaxHo. ToBa no3BonsBa Aa MPOAB/LKH HAbII0AEHHETO HA CHOTHOLIICHHETO IIOJI3a/PHCK 32
JIEKapCTBEHNS NPoAyKT. OT MEAMUMHCKHTE CIIELHATIMCTH C¢ M3HCKBA Ja ChOOINABAT BCAKa
MO/I03MPaHa HeKENAHa peakiis upes U3MbAHUTEIHA areHLIus No JiekapeTsaTa, yi. ,Jlamsn I'pyes”
Ne 8, 1303 Codus, Ten.: 02 8903417, yebealit: www.bda.bg.

4.9 IIpenosnpane

CHUMIOTOMH

CGMHOJIEHTHOGT, Tp&BOﬁ(HOCT, arpecus, nNOTHCHATO CE3HAHHUS, IOTHCKAHE HAa AMUIAHETO H KOMa Ca
OMnu HaOIoAaBaHH ITPH MPCOO3HpaHe Ha JICBCTHPALCTaM.

JleuecHue

Cnexn ocTpo npenosupaHe € HeoOXoIMMO H3Mpa3BaHe HA CTOMAaxa 4Ype3 CTOMaIlHA NMPOMHBKA WX
npeau3BHKBaHE HA MoBpbiaHe. Hama cnenuguuen aHTHAOT Ha NeBeTHpalieTaM. JleueHneTo npu
Npe03HPAHE € CHMITTOMAaTHYHO H MOXE Jla BIJIFOYBA XeMoauannsa. EQekTHBHOCTTa Ha [Hanu3ara ¢
60 % 3a neBeTHpaueTaM H 74 % 3a mepBUYHHAS METaOOIIHT.
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5.  HAPMAKOJOTNYHHU CBOMCTBA

5.1 DapmMakoAHHAMHAYTHH CBOHCTBA

®apMakoTepancBTHYHA rpyna: AHTHENWIENTHYHE CPEACTBA, APYTH AHTHEITHICITHYHH CPEACTBA,
ATC kox: NO3AX14.

AKTHBHOTO BEIICCTBO JIEBETHPALIETAM € MHPOJIHIOHOBO MPOH3BOAHO (S-eHaHTHOMEP HA
Q-€THN-2-0KCO-1 -TIUPOJIMINH alleTaMH), XMMHYHO HECBBP3aH ChC CHIICCTBYRALIUTE
AHTUENIUITENTTHYHH CPEICTRA.

‘MexXaHH3BEM Ha HEHCTRHE

MexaHu3MEBT Ha AEHCTBHE Ha JIeBeTUpALETaM BCe Ollle He € HAITBJIHO M3ACHEH. In vifro H in Vivo
OMUTHTE TIOKA3RAT, Y€ JIEBETHPALIETAM HE NPOMEHA OCHOBHHMTE XApaKTEPHCTHKH HA KJIETKATA, KAKTO H
HOpPMAJIHATa HEBPOTPAHCMHUCHS.

In vitro Ipoy4BaHHs OKa3BaT, ue NEBeTHPALIETaM Bh3/ieHcTBA BbPXY HHTPAaHEBPOHHHTE HUBa Ha Ca®*
ype3 YacTuYHO HHXHOUpaHe Ha N-tun Ca’' kaHanueTa, KaKTO H Upe3 peayLupaHe ocBODOKIABaHETO
Ha Ca?* oT unTpaHeBpoHHHTe Aena. B fonbiaHente, ToH YacTHYUHO BH3CTAHOBABA peLyKLUHATA Ha
noroka 8 GABA- U IIMIMH- 3aBUCHMHTE KaHaIYeTa, peu3BUKaHa OT LMHK U P-kapbonuun. Heino
HIOBEYE, B in Vitro MPOYYBAHMA € NOKA3aHO, Ye JIEBETHPALETaM Ce CBBp3Ba KbM crieliipHUYHH MECTa B
MO3BYHATA ThKaH Ha rpu3auy. ToBa MACTO Ha CBLP3BaHE € HAMHPALIHNA C€ B CHHAIITHYHHTE BE3UKYJIH
OpoTerH 2A, 3a KOWTO C€ CMATa, Ye y4aCTBa BbB Be3HKyIHaTa (y3us 1 HEBpOTPAHCMHTEPHATa
ek30LMTO3a. JIeBETHPAIIETaM 1 HErOBHTE AHAIIO3M NIOKA3BAT H3ABRCH AUHUTET KbM CBBPRRAHE C
HaMHpalys ce B CHHANITHYHUTE BE3UKYJIH POTEHH 2A, KOETO OT CBOA CTPaHAa € BbB BPB3Ka C TAXHOTO
ACHCTBHE cpely NMPHCTLINTE B aAYAHOT¢HHH MOZEIH HA CITHIICTICHS [IPY MHUINKH. Te3H pe3yiTaTH
[PEATIONArar, Y¢ B3auMOACHCTBHETO MEKAY JICBETHpALIETaM U HAMHpPALHA ¢€ B CHHAIITHHIHHATE
BE3UKYTH MPOTEHH 2A NIONNOMATE aHTHENWISNTHYHKSA MEXaHM3bM Ha JCHCTBHE Ha JIEKAPCTBEHHS

HNPOIYKT.

PdapMakoTHHAMHYHYN e(EeKTH

JIeBeTHpaLeTaM rnpeanassa oT NapuHaIHH U TBPBHYHO M¢HEPAIH3HPAHH NPHCTHIH NPH IIHPOK KPBI
’KHBOTHHCKH MOZeITH 6€3 Aa WMa MpoKoHBYJICHBEH edekT. [TepBUHHAT MeTaboMHT ¢ HeakTueeH. [pu
X0Opa, aKTHBHOCTTA 110 OTHOLISHHE KAKTO Ha NNapLMAJIHHUTE, Taka H Ha [EHePATH3UPAHUTE
eMWISNTHYHH ChCTORHES (enwienTuhopMHO 0cBobMKIaBaHe/GoTONapoKCH3MaleH OTrOBOP)
NOTBBPXAABA IIHPOKHS (PapMaKOJIOTHYEH CIIEKTLD HA JISBETHPALICTaM,

Knuunyna epuKacHOCT ¥ BezonacHoCT

Lonvreaiyo nevenue Ha hapyuanuu npucMBRU CbC wiu be3 emopuuna cenepanu3ayus npu 653pacmui,
FOHOWY, Jeya u kbpmavema na 1 Mecey u nogeve c enuiencus.

[Ipu BL3pacTHH, ePUKACHOCTTA HA JIEBETHPALIETaM € JOKa3aHa B 3 aBoifHo-clenH, mianedo-
KOHTPONMpPaHH npoyusanus ¢ fo3u ot 1 000 mg, 2 000 mg wnu 3 000 mg/neH, npunaraHd KaTo 2
OTAEJHH 034 C MPOABIKHTETHOCT Ha jiedeHHeTo 10 18 ceamuuu. 1IpH c6opHHA aHaMH3, MPOUEHTHT
HA MauMeHTHTe, AOCTHrHATH 50 % WnH no-rojisiMo NOHKEHHEe CIPAMO U3XOIHOTO HUBC HAa YECTOTaTa
Ha NAPOWATHUTE NPUCTHITH 3a CeAMMLIA OpH nocTosHHa o3a (12/14 ceamuum), e 27,7 %, 31,6 Yo 1
41,3% npu nauuenTH, npuemau 1 000, 2 000 wiu 3 000 mg neBeTHpalieTaM, H CbOTBETHO 12,6 % 32
NALMEHTHUTE, NMpUEMAIIH U1anebo.

IeapaTpuuna nonynanus

[1py neamarpuynd nauueHTH (0T 4 10 16-roguiHa BB3pacT), €PHKACHOCTTA Ha JICBETHPALeTa
AOKa3aHa B ABOHHO-CIAIO, MAaue00-KOHTPOJHPAHO MPOYyYBaHe BIUItOYBaLIO 198 nanyeHTH A
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NPOABLILKUTEIIHOCT Ha JieucHHeTo 14 cenMuii. B ToBa Npoy4YBaHe NALMEHTHTE ¢a N0 IYYaBaJIH
NOCTOSIHHA X034 NeserupaueraM oT 60 mg/kg/nHeBHO (npHeM JBa NBTH HA JCH).

44,6 % OT MalMeHTHTE IPHEMAIIHX JIEBETHpaleTaM H 19,6 % OT naupenTHTe NpHeMay rnaunedo ca
umanu 50 % WiIH 10-BMCOKO HaMalleHHe, CIIPAMO M3XO0JHOTO HUBO, Ha YECTOTAaTa HA NAapLHATHHTE
NpUCTHIH 38 ceaAMHLA. [Ipu npoakKUTENHO ABNTrOocpoYHO JdedeHue 11,4 % oT malHeHTHTE HE ¢a
NoTy4daBaiy NMPHCTBIIA NOHE 3a 6 Mecena U 7,2 % 3a nore 1 roguHa.

[Tpu neppaTpHYHM DAUMEHTH (OT 1-MeceuHa 10 noj 4-rofvirHa Bb3pacT), epUKaCHOCTTa Ba
JIEBETHpANETAM € YCTAHOBEHA B JBOMHO-CIIAIO, Ianebo KOHTPOIHPAaHO MPOoyYBaHe, BKIIOYBALIO

116 naupeHTH ¢ NPOAB/DKHTEIHOCT Ha JIEUSHHETO MeT JHU. B ToBa npoy4BaHe, Ha NaRUEHTHTE €
npeAnyrcada AHeBHa a03a ot 20 mg/kg, 25 mg/kg, 40 mg/kg wiu S0 mg/kg nepopanen pasTBop,
TATPHpaHa B 3aBUCAMOCT OT TAXHATA Bb3pacT. B TOBa mpoy4BaHe ¢ U3MoJ3BaHa 1034 OT

20 mg/kg/aueBHo, TuTpHpana no 40 mg/kg/nHeBHO MpH KbpMAveTa OT ¢AMH A0 HIECT MECEa H J103a
oT 25 mg/kg/nHeBHO, TUTpUpana 10 S0 mg/kg/nHEBHO NMpH KbpMadeTa U [ela Ha BB3pacT OT 6 Mecelia
00 4 rogurn. ObmaTa AHEBHA 1034 € NpHJlaraHa JBa ITbTH JHEBHO.

[TspBOHaYaIHATA OIIEHKA Ha €EKTHBHOCTTA € HUBOTO HA OTrOBOP (NPOLEHT nmamyueHT! ¢ > 50 %
HAMAJICHHE, CTIPAMO M3XO0AHOTO HHBO HA JHEBHATA 4e€CTOTA HA MApLHATHUTE MPUCTHIHN), OTIPSICICHA
OT 3acleleH IeHTpaneH yerel] ypes 48-yacoso suaeo EEIN Habmoaenue. AHATHIBT Ha ePHKACHOCTTA
obxpaia 109 naumeHTH, KOMTO ca UMaaH noHe 24-uacoso euaeo EEI nabmionenue npes Agata
TIepHOMA - Ha U3XOMHOTO HMBO M Ha OLIEHKATa. [lalHeHTHTE, TTOKa3aid OTTOBOP, ca 43,6 % ot
JEeKyBaHUTe ¢ JeBeTHpaneTaM H 19,6% oT nauuenTHTe, NpHeMally mwianedo. Pesynrature OTroBapar
Ha CHOTBETHATA BB3pacToBa rpyna. [IpH NpoAs/DKUTEIHO ARIrocpodHo nevette 8,6 % ot
MAlLMEHTHTE HE Ca NOJYYaBaik [IPUCTHIHM NIOHE 32 6 Mecena U 7,8 % 3a none 1 ronuHa.

- B nnane60o-kOHTPOJIHpaHU KIIMHHYHH NMPOYYBaHHA, C €KIO3HIMA ca 01 35 kbpMadeTa ¢ NapLyaIHH
' PUCTBIIH, HA BB3pacT nof | rofMHa, oT KOHTo caMo 13 ca GHIM Ha BB3pacT < 6 Mecela.

Monomepanua npu nevenue Ha NAPYUATHU NPUCMBHU CbC URU OE3 6MOPUHA 2EHEPATUIAYUA NPU

nayuenmu na 16 u nogeve 200uHU ¢ HOBOOUAZHOCIMUYUPAHA ENUTENCUA.

E¢ukacnoctra Ha JIeBeTHpaLieTaM KaTO MOHOTEPAIHS € YCTaHOBEHA B ABOHHO-CJIATIO, TAPAISITHO-
rpynoeo, HeHH(PEPHOPHO cpaBHEHKE ¢ KapbaMasenuH ¢ KoHTpoaupano oceoboxaapane (CR) npu
576 nanuenTa Ha 16 rogUInHa Bh3PAcT WM NO-BE3PACTHH C HOBOJAMATHOCTHIIMPAaHa WM HACKOPO

ArarHocTuiapaHa emwierncus. Ilampenrute e Tpabeaio Aa OBJaT €IHHCTBEHO € HENMPEAH3IBUKAHH
NapUHATHA MPHCTHIM WK FeHepalu3upaHy TOHHUHO-KJIOHHYHK NpucThIH. [lauueHTHTE Ca

pasgoMHU3UpaHH ga nmpueMat kapdamazermuH CR 400-1 200 mg/nen uny nepeTUpanecTaM

1 000-3 000 mg/neH, KaTo NPOAB/DKHTEHOCTTA Ha NeueHHETo € 10 121 ceamuLiu B 3aBHCHMOCT OT
OTTOBODA.

JIMrnca Ha NpUCTHIH 3a 6 Meceua e gocturdata npu 73,0 % ot nauMeHTHTe MpUeMally JICBCTHPALeTaM
U nipu 72,8 % OT nanMenTHTe NpHeMally kapbamasenud-CR; yeTanoBeHaTa abcomnmoTHa pa3iiika
Mexly Teparmuure € 0,2 % (95 % CI: -7,8 8,2). Iobeue OT MoJOBHHATA OT MALHEHTHTE HE MOTyYaBaT
npucTbnu 3a 12 Meceua (56,6 % M 58,5 % cpoTBeTHO OT MAHUCHTHTE Ha JIEBETHpaLleTaM H
kapbamazenuH CR).

B npoyuBane, 0Tpa3sBalio KIMHMYHATA MPAKTHKA, CHITHTCTBALIATA AHTHETIMJIEITTHYHA TEparns MOXe
Aa ¢€ NPEKbCHE IIPH OrpPaHU4eH Opoii NalMeHTH, KOWTO ¢a ¢€ MOBJIMUIH OT AOITBJIBALIA Tepanus ¢
neBeTUpaneraM (IpeKbCHaIM 36 BE3pacTHH rnauyenTH ot 69).

JHonvasatyo neuenue na MUOKIONUYHY HPUCINBIL HPU 6b3PACHIHY U IOHOWU Ha 12 1 noeeve 200uHu C
IOBEHUIHA MUOKTIOHUYHA ENUAENCL.

EdukacHocTra Ha JieBeTHpalleTaM € YCTAHOBEHa B ABOMHO-CIIAMNO, IaueO0-KOHTPOAHPAaHO TIPOYYBaHe
C MPOABJDKHMTEIHOCT 16 ceqMHUUM NpH NaleHTy Ha 12-roAuinHa Bp3pacT HiIH NO-Bb3pacTHH,
CTpajaliH OT HAHONIATHYHA reHEPaIM3UPaHa €IUWIeNICUs ¢ MUOKIOHHUYHH NPUCTHIH OT Pa3jInuHU
cuHIpomH. [lopeyeTo nanyeHTH ca OMIYM ¢ IOBEHWITHA MHOKIOHHYHA SITWICTICHA.

B ToBa npoyusaHe fo3aTa Ha JieBeTHpaleram e 6una 3 000 mg/nen, pazaeneHa Ha 2 npuema.
58,3% OT mauMeHTHTe, OpHeMailH JeBeTUpaneTaM U 23,3 % oT nauueHTHTE Ha IU1a1edo ca
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Jlonwasauo nevenue Ha NbPEUIHO 2CHEPANUIUPAHY MOHUHO-KIOHUYHY NPUCTTNY NPU 6b3PACTIHI U
JoRowu na 12 u nogeve 200UHY ¢ UOHORAMUYHA 2EHEPATUBUPAHA ENUNENCUA.

EdukacHOCTTa Ha JI€BeTHpALISTaM € JoKa3aHa B 24-ceIMHYHO JBOHHO-CIIATIO, IUIaue00-KOHTPOIHUPAHO
IIpoyYBaHe BKIHOYBAILO BL3PACTHH, HOHOIIH H OrpaHH4YeH Opoii Aewa, crpasaili OT HAHONATHYHA
ICeHEPATU3NPAHA ENWICIICUA ¢ ITBPBHYHO FeHEpaIH3upaHH TOHHYHO-KIOHMYHM (I 'TK) npucrhi ot
pasIHYHYA CHHAPOMH (IOBEHUJTHA MHOKIIOHHYHA eITIJISTICHS, I0BEHIIHA a0CaHC CMHUIeICHA, TeTCKa
abcaHc enwnencus wim emunencud ¢ grand mal nprcTend npu cs0yxaane). B ToBa npoyuBane,
103aTa Ha ficgerrpaneraM e Ouna 3 000 mg/men npu pE3pacTHH M 10HOIIH WK 60 mg/kg/nen npH
Jeua, IpHeMaHH KaTo 2 OTASIIHH A03H.

72,2 % OT nanmeHTHTe, NPHEMALLHM JIEBeTHpALEeTaM H 45,2 % ot nanuMeHTHTe Ha mauedo ca ¢ 50 %
WIH NO-TOIAMO HamasieHue Ha yecrorara Ha I1II'TK nmpuctTbid 3a ceaMua. [Ipy npoABLKHTENHO
ABLATOCPOYHO JicuenHe 47,4 % OT NalMeHTHTE He ¢a MOYYapaid TOHHYHO-KIIOHHYHY MPHUCTHITH 33
none 6 mecena M 31,5 % He ca momy4YaBai TOHHYHO-K/IOHHYHH TIPHCTHIIM 33 MOHE 1 roauHa.

5.2 @dapMaKOKHHETHYHH CBOHCTBA

JlepeTHpalleTaM NMPHTEKABA BHCOKA CTENMEH HA PA3TBOPUMOCT H MPOHHIIAEMOCT.
DapMakOKHHETHUHHAT My NPOGWI € THHEeeH C HHCKAa MHTPa~- H HHTePUHAHBHYaTHa BapHabHITHOCT.
Hsama npoMsaHa B KIIHpBHCA CI€ MHOTOKpaTHO NpuioxkeHHue. Hiama NaHHH 3a ChIlECTBEHA
BapHaOWIHOCT MO OTHOILEHUE Ha TOJIa, pacaTa M HAPKagHAs puThM. ©apMaKOKHHETHUHHAT IIPOQIT €
CpPaBHHUM IIPH 3/IpaBU JOOPOBOIIH H NALIMEHTH C CHUNENCHs.,

TTopaam nweiHATa M THHEHHA a0copOIMA, MNasMeHHTe KOHIIGHTPAIHH MoraT Aa ObaaT npeiBHacHH B
3aBHCHMOCT OT NIEpOpaIHaTa 4034 JeBeTHpareTaM, nipasena B mg/kg tenecHo rernto. ETo 3alio He €
HeOOXOAHMO HpocneasBaHe Ha TUIA3MEHHTe KOHLEHTPAI[NH Ha JIeBeTHpaleTaM.

IIpH BL3pacTHH H [€lla € YCTAHOBEHA 3HAYMMa KopeJallid MeXIy KOHUEHTPalMHTE B C/IIOHKaTa H
IUJ1a3MaTa (CHOTHOIIEHHETO CIIFOHKA/TINA3MA 110 OTHOHICHHE Ha KOHIIEHTpaisTa Bapupa ot 1 oo 1,7

NpH MepopanHara TabnetHa gopma ¥ 4 yaca cjieJi NpHEMA HA NIEPOPATTHAA Pa3TBOP).

Bospacrmiu u wonowu

AbGcopOuus

JlepeTHpaneram ce abcopbupa OBp30 crea nepopaiHo npuiackeHde. AGComOTHATa OHOHATTHYHOCT
MpH NEepopanHo npunioxeHue e 6muska no 100 %.

MakcuManHH mnasMedu KoHueHTpauuu (Cmax) ce gocturar 1,3 yaca cnep npyemMa. PaBHOBECHO
CBCTOAHHE CE AOCTHTA CJe] ABa AHM MPH CXeMa Ha MPpHEMaHe 2 IbTH AHEBHO.

MakcumanHuTe KOHUEHTpatdu (Cmax) ca 06Huaiivo 31 ng/ml n 43 pug/ml cHOTBETHO cex € AHOKPATHA
nosa ot 1 000 mg u cnex MHorokparHo nprIokeHure Ha 1 000 mg ABa METH AHEBHO.

CreneHTa Ha abcopOuMs HE 3aBUCH OT J03aTa U HE ¢€ BIUAE OT XpaHarTa.

Pasnpenencune

HaMa HATHYHU aHHW 338 THKAHHOTO pa3npeJeAcHUE IPH Xopa.

Huro neBeTHpaleTaM, HHTO HETOBHMA IILpBUYER METAOO/IUT C€ CBBP3BAT B 3HAUYMTENHA CTETICH ¢
IwiazMeHUTe NpoTerHH (< 10 %). o
OOGeMBT Ha pasnpeJeneHue Ha ieBeTHpaneTam e npubausurenydo 0,5 no 0,7 I/kg, koero e bimzo ao
o0IIHA BoJieH 00eM Ha OpraHH3Ma.

bioTpaHcOoOpMaLis

JlepeTHpanietaM He ce METa0ONMH3Hpa CKCTCH3UBHO MPH Xopa. [ TaBHUAT IbT Ha MeTabo
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alieTaMHHATA FpyIa € YCTAHOBEHA B IofiaM Opoif ThKaHW, BKIIIOYHTENHO KPEBHH KIIETKH.
MerabonuteT uch LO57 e dpapMakonoruyHo HEaKTHBEH.

YCTaHOBEHH €a CHINO U IBa BTOPOCTENEHHH MeTabonnuTa. EquHmAT ce nonyyaega ot
XHAPOKCHITHPAHETO Ha MUPOJIMI0HOBHA npbecTeH (1,6 % oT nosara), a ApyrusT OT OTBApPAHETO Ha
nuponunoHoBHs NpeCTel (0,9 % ot no3ara). Jpyrute HeMAeHTHQUIMPAHA KOMIIOHEHTH ChCTABJIABAT
camo (1,6 % ot nozara.

~ In vivo He ¢ ycTaHOBEHa BRTPEINHA KOHBEPCHS HA €HaHTHOMEPHTE KaKTO Ha JIEBETHpaLETaM, TaKa H
HA HETOBHA TbPBUYEH MeTabOJIHUT.

In vitro, nepeTApanieTaM U HETOBHAT ITEPBUYEH METabOHT HE HHXHOUPAT U30(POPMHTE HA TTABHHA
YepHOIPOOEH KOMILTEKC TPpH Xopata - nuroxpoM Paso (CYP3 A4, 2A6, 2C9, 2C19, 2D6, 2E1 u 1A2),
rmoKypoHua TpaHcgepazata (UGT1A1 u UGT1A6) u enokcH XHIPOKCHIA3HATA AKTHBHOCT. B
JOILITHEHHE, JICBETHPALICTAM HE BB3ACHCTRA in Vifro BEPXY ranypOHHpaHero Ha BaJIipPOEBa
KHCEITUHA.

B KynTypH OT YOBELIKM XEMATOLMTH JEBETHPALIETAM OKA3Ba c1ab HIH He OKa3Ba e(l)EKT BBPXY
CYP1A2, SULTIE] um UGT1Al. JlepetupaueraM crnabo uaayuupa CYP2B6 u CYP3A4. In vitro i
~in Vivo TaHHHTE 32 B3aUMOACHCTRHS C IEPOPATHATE KOHTPALENTHABH, JUTOKCHH H Bap(apHH
[TOKA3BAT, Y€ in Vivo He CE OYaKBa 3HAUMMO HHIYLHpaHE Ha eH3HMH. ETOo 3a10 B3aMMOJIEHCTBHETO HA
Hoenuke ¢ 1pyry BeImecTBa Wik o0paTHOTO € MAJIKO BEPOATHO.

EavMunupasne

[1na3MeHHAT MOJTY2KMBOT TIPH BB3PacTHH € 7+1 Yaca M He BapHpa B 3aBHCHMOCT OT A03ara, IBTA Ha
pyIaraHe 1 MHOTOKpaTHHUA NpueM. CpeAHusIT 00m TeneceH KIHpBHC € 0,96 ml/min/kg.

T MaBHHAT ITBT Ha EKCKPENMA € Upe3 ypHHaTa 3a cpeiHo 95 % oT nosata (mpubnmsurenHo 93 % ot
[pHeTaTa Jjo3a ¢e oTAensrT B paMkuTe Ha 48 uaca). Upes deneca ce ekckperupa camo 0,3 % ot no3ara.
KyMynaTuBHaTa €KCKpeLIMs upe3 YPHHATA Ha JICBETHPAHEeTaM H HETOBHS IThPBUYCH META0O/IMT €
CBHOTBETHO 66 Y% U 24 % npes mppeETe 48 4aca. |

PeHanHuaT WIMpBHC Ha nesetupaneTaM H ucb L057 e crorBerHO 0,6 4 4,2 ml/min/kg 1 nokasea, e
NIEBETUPALICTAM CE eKCKPETHPA Mpe3 roMepyiHa unrpaius ¢ nocieaeania TyOynna peabcopbums u
Y€ IBPBHUHUAT META0ONUT CBILO C€ OTAEA Ype3 aKTHBHA TyOynHA CEKpeLus B AOITBIHEHUE HA
riaoMepynHara Qpuirpanua. Enumuanpanero Ha nereTrpalieraM KopeaHpa ¢ KpeaTHHMHOBHA KITHPBHC,

Cmapuecka eb3pacm

[Ipn naMeHTH B CTap4ecKa Bh3pacT NOMYKHBOTET € YABDKEH ¢ okolo 40 % (10 go 11 vaca). ToBa e
CBBP3aHO ¢ NOHMWKeHa Ob0pevHaTa PYHKIMA NpH Ta3H Nomynal#A (BX. To4ka 4.2).

bvbpeuno yepeaucoane

[IpUBHAHHAT TEJICCEH KIHPBHC KAKTO HA JIEBETHPALIETaM, TaKa M HAa HETOBHS MbPBHYEH META0OIHMT
KOPENHpa ¢ KPCaTHHHHOBHA KIMPEHC. [lopaan ToBa NpH NALMENTH ¢ YMEPEHA J10 TEKKa CTETICH Ha
OBOpeuHo yBpeXXaaHe ce MpenophyuBsa aJaTHPAHE Ha MOAAbPKAINATA JTHEBHA Jo3a Ha HoenHke Ha
fazaTa Ha KPEATHHHHOBHA KAUPEHHC (BK. TOuKa 4.2).

[1py BE3pacTHU NALMEHTH C TEpMHUHANIHA OBOPEYHA HEHOCTATHYHOCT U C aHypHs, NIOTYKHBOTLT €
NprAOIU3KHTENHO 25 1 3,1 Yaca CHOTBETHO MPe3 UHTEPAHATUIHHA i NHTPAAHAIH3HAA TIEPUOL.
11o BpemMe Ha obuualiHaTa 4-yacoBa MHAH3HA MponieAypa (pakumoHHo ce otaeaaT 51 % or

JICBETHpAIETaM.
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Hepnoopobno yepesxcoane

ITpH naLMeHTH ¢ Jleka OO yMepeHa cTeneH Ha 4epHoApoOHO YRpeXKaaHe He ce HabnioaBa 3HAYMTE IHA
MPOMSIHA B KIMPBHCA Ha JeBeTpaieTaM. [Ipy noBeYeTo MalMeHTH ¢ TeXKA CTENEH HA YePHOAPOOHO
YBpeXKAaHEe KIHPBHCHT HA JIERETHpALETaM € HaMaieH ¢ noeeue oT 50 % nopaaH CENIBTCTRALLO
6BOpedno yspexiane (Bxk. Touka 4.2).

Heouampuuna nonyaayus

Heva (4 0o 12 200unu)

Cnen nepopanHo npiwiokeHue Ha eTuHEUYHa 103a (20 mg/kg) ot nena (6-12 mmmn) ¢ eMMIEeNCHs,
NOTYXHBOTHT Ha NeBeTHpaleTam ¢ 6,0 yaca. [IpHBAIHMAT KOPHTHPAH KbM TEJIECHOTO TErNO KIHPBHC
¢ nmpHonu3uTenHo ¢ 30 % no-BHCOK OT TO3H NPH BB3PACTHH C CITAJICTICHA.

Cnen MHOrokpartho nepopaino npunoxkenue (20 ao 60 mg/kg/naerHO) 1ipy Aelia C CIHNIENCHs

{4-12 roaunn), nepeTupaleTam ce abcopbupa 0bp30. MakCHMaNHH TUIA3MEHM KOHLICHTPALMH C€
pocturar 0,5 no 1 yac cnex npuema. HaGnioaaBalo € NHHEHHO W NPOMOPIMOHATHO Ha J03aTa
HOBHILABAHE HA MAKCMMAHHTE IUIA3MEHH KOHLEGHTPALMH H TUIOLITA [0/, KpUBaTa. ENUMMUHAMOHHUAT
TIOJTY?KMBOT € okono 3 yaca. [Ipueuammsat Tenecer knupeHE € 1,1 ml/min/kg.

Kbpmauema u Oeya (om 1 mecey 0o 4 200unu)

Cnen npunokeHHeTo Ha eauHu4Ha go3a (20 mg/kg) Ha 100 mg/ml mepopanen pa3TBop npH AeLa (r.:rr
1 Mecen 00 4 roguaN) ¢ ENMHIIENICHs, JeBeTHpaLieTaM ce abcopbupa 6bp30, KaTO MAKCHMATHH
[UTA3MEHH KOHLEHTPALMH € AOCTHraT NpHOAM3HTenHo 1 uac ciiea npueMa. GapMaKOKHHETHYHHUTE
pE3yJITaTH NOKA3BAT, Y€ MOMYKUBOTET € NO-KPaThK (3,3 yaca), B CpaBHEHHE ¢ TO3H IIPH BE3PaCTHH
(7,2 yaca), a npABHAHMAT TENECEH KIMPBHC € no-yckopeH (1,5 ml/min/kg), B cpaBHEHHE C TO3H NPH
BB3pacTHH (0,96 ml/minvkg).

B nonmynanuoneH GapMakOKMHETHYEH aHAIKM3, IIPOBEACH NMPHU IIALMEHTH OT | -MecedHa JI0
16-roauinHa BE3pacT, TEJAECHOTO TEIIO 3HAYAMO KOpellHpa ¢ MPUBHAHMKSA TeNeCeH KIHPBHC
(KTHPBHCET ce MOBHINABA ¢ MOBHINARAHETO HA TENECHOTO TETJIO) ¥ C IPUBHIHMA 00€M Ha

- pasnpesieneHue. BrapacTra Chio oka3sBa BIMAHHE BEPXY ABaTa mapamerspa. To3u edekr € u3paseH
[IpPH KEpMAa4yeTa ¥ HaMAIABA ¢ YBE/IHYaBAHE HA BE3PACTTA, KATO CTABA HE3HAYHTEIeH OKOJIO
4-roAMIIHA BB3PAacT.

B npa nomynanmoHHH papMakOKMHETHYHH aHamH3a ce Habmoaasa okono 20 % HapacTBaHne Ha
NPUBHAIHUAAT TEACCEH KITHPBHC Ha JIeBETHPALIETaM, KOTaTO ce Npiiara CbBMECTHO ¢ €H3HM-
HHAYLHPAIHTS aHTHETWICSITTHYHH JeKAPCTBEHH MPOAYKTH.

5.3 TlpeakJIHHHYRA AAHHH 32 GezomacHOCT

HexnvHUYHUTE ZaHHH HE MOKA3BaT ocobeH pHCK 3a Xopa Ha 6a3aTa Ha KOHBCHIIMOHAIIHMTE
(papMakonOrHyHu Npoy4BaHM 3a 6€30NaCHOCT, TEHOTOKCHYHOCT M KAPUHHOrEHEH MOTEHLHA.
Hexxenanu JekapcTBeHH peakliMKi, KOMTO He ¢a HaOoaaBaHu no BpeMe Ha KIHHAYHHTE NPOYUBaHHA,
HO ¢4 YCTAHOBEHH NPH TUTHXOBE H B MMO-MAJIKa CTeleH MPH MHILKH, MPH HUBA HA [JPHIAarate nogodoHu
HA TE3U IIPH YOBEKA M ¢ BE3MOKHA BPb3Ka ¢ KIMHHYHATA yIoTpeba, ca yepHOApoOHHTE NPOMEHH,
TOKA3BAlllK aJANTHBHHA OTTOBOP, KATO HAPACTBAHE Ha TEINIOTO H HEHTPUIOoOYJIapHa XHIEPTPOPHS,
MAaCTHA MHQWITpAL(HA ¥ TOBHIIEHN CTOMHOCTH HA YEPHOIPOOHUTE eHIHMH B IU1a3MaTta.

He ca HabmrogaBaHu HexXeNnaHH peakllHH BbPXY MBKKATA H yKeHCKaTa GepTHIHOCT WiIH
PENPOYKLIMOHHATA cIOcOOGHOCT Npu wrbXoBe B 1034 a0 1 800 mg/kg/nen (x 6 MRHD Ha mg/m® win
OazaTa Ha eKCIIOIULMATA) NpH poaurenure U F1 nokonenie.

[IpoBeneHH ca aBe npoyuYBaHHUA 33 eMOpHO-PeTannoro pazsutre (EOP) npu msxose ¢ 400,
3 600 mg/kg/nen. Ipu 3 600 mg/kg/nen B camo eano ot 2 EOP npoyusaHusg € umMaio ciad
HAMAJICHHE B TETNIOTO Ha 3aPOMHLIA, CBBP3aHO ¢ MPaHHYHO MOBHILICHHE HAa CKEJICTHHTE

mangopMmaiEn/He3HaYHTENIMH aHOMAITHH. JIUNcRa eeKT BhpXy CMBPTHOCTTA Ha eMOPHO
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MOBHINIEHA YecToTa HA Mangopmauunte. NOAEL (HuBO, npi koeTo He ca HaO/MOMABaHH HEXETaHH
peakiiH) € 3 600 mg/kg/nen npu GpeMeHHN XKeHCKH IUTHXOBE (X 12 MakcHManHaTa npenopbyaHa
AHerHa n103a npH xopa (MITAX) na 6a3a mg/m? ) u 1 200 mg/kg/neH npu 3apogUiIHTE.

IIporeneHH ca yeTHpPH POYYRaHUA 33 eMOPHO-(DETATHOTO Pa3BUTHE TIPH 3aliM, ¢ AHEBHH 03U OT
200, 400, 800, 1 200 1 1 800 mg/kg. lo3a ot 1 800 mg/kg/nen e npeausBrKana 3HaYATEIHA
TOKCHYHOCT ITPH MaiKaTa ¥ HaMallCHHE Ha TerNIOTO Ha TWICHA, CBBP3aHO C TIOBULICHA Ye€CTOTa Ha
3apOJHIIN CBC CEPACUHO-ChA0BH/CKeneTHH aHoMalniH NOAELe <200 mg/kg/aeH nipH MaHkata U
200 mg/kg/nen npu nnozaa (pasao Ha MITIX na 6asa mg/m? ).

[IpoyuBaHe 3a nepH- B NIOCTHATAJIHOTO Pa3BUTHE € MPOBEACHO MPH IUTBXOBE ¢ JIEBETHPALIETaM B 103U
ot 70, 350 1 1 800 mg/kg/nen. NOAEL e > 1 800 mg/kg/nen 3a FO keHCKH 1 32 IPEKUBIEMOCTTA,
pacreska ¥ pa3euTHeTo Ha F1 nokonenwne no orbusanéro uM (x 6 MITX Ha mg/m” Ga3a).

HeoHnatanHuTe H I0OBEHIUTHH IIPOYYBAaHHAA NPH *KHBOTHH (ILTHXOBE H Ky4€Ta) HE [TOKA3BaT HEXKEJTaHH
e(eKTH M0 OTHOMIEHHE Ha CTAHIAPTHOTO Pa3BMTHE WM Ch3pssane npu 103 1o 1 800 mg/kg/nHeBHo
(x 6 — x 17 MILJIX Ha 6a3za mg/m?).

6. OPAPMAIIEBTHYHH JAHHH
6.1 ChoHchbk HA NOMONIAHTE BEIISCTBA

250 mg dbuaMMpann TabIeTKH:

Cwpyesuna va mabnemxama.
KpocnopHaoH

IloBHaoH

Konoupen, 6e3801eH CHIMIMEB JHOKCHI
‘Marsesues creapar

Duamoso nokpumue.

YacTuuro XUApOIH3UPAaH HOJMBHHHIOB aJIKOXOJH
Maxporosn

Tank

Turanos quokcua (E171)

Huguro xapmua (E132)

500 mg buaMupany TabIeTKH: -

Cwpyesuna na mabnemxama.
KpocnoBuaou

Tliornaon

KonoupneH, 6e3BoieH CHIMLIHER THOKCH,
MarHe3uer creapar

Dunmo8o nokpumiue:

HacTHuHo XuAPOIAM3HPAH IOJIMBHHUJIOR AJIKOXOJI
Makporon

Tank

Turanos guokcuy (E171)

Aear xeneseH oxcup (E172)

Hupuro xapmus (E132)

1 000 mg dpunmupany Tabaerku:
Cwpyesuna na mabremxama.
Kpocnornaon

[loBuaoH

KononaeH, 6e3801eH CHWIHIMER NHOKCH
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MarHezues creapar

Dunrrmoeo noxpumue:

YHacTHuHO XHAPONH3NUPaAH TIOMBUHKIIOB AJTKOXOJ
Maxporon

Tank

Turanoe auokcug (E171)

6.2 HecnBMecTHMOCTH

Henpuwnoxumo

6.3 Cpok Ha rog=OCT

3 roauHU

6.4 CnennanHy YCI0BHA HA ChXpaHeHHe

To3u nexkapcreen NPOAYKT HE H3UCKBA CIICLIMAIHM YCJIOBHS HA ChXPaHEHHE.
6.5 BuaH chbaBpAXaHEe HA OMAKOBKATA

bJCTEPHA OMmakoBKH OT aTyMMHH/PVC.
benm onakosku 3a Tabnetku (HDPE), 3aTBopent ¢ mpakama kanauka (LDPE), ¢ npbcTeH 3a 3amura
OT OTBapAHE Ha OMAKOBKATA. | |

Buodose onaxoexu: .
baucrepu: 20, 30, 50, 60, 100, 120 4 200 ¢punmapanH TabaeTKy.
Onaxoska 3a Tabnerku: 30, 100 1 200 ¢punmupanm TabaeTKH.

He BcHYKkY BUAOBE ONMAKOBKH MOTAT Aa OBJAT MyCHATH Ha mazapa.
6.6 Choennajann Opelna3dH MEPKH HPH H3XBhPJAsSHE

Hensnon3paHHAT JieKapCTBEH NPOAYKT WIH OTNANBYHITE MaTEPUANIH OT Hero TpAOBa 1a ce H3XBbPIIAT
B ChOTBETCTBHE C MECTHUTE H3HCKBAHHS.

7. NPUTEKATEJI HA PASPEIIIEHUETO 3A YIIOTPEBA

Teva B.V.
Swensweg 5 .
2031 GA Haarlem
Hunepnauaua

8. HOMEP(A) HA PASPEIIEHHUETO 3A YHOTPEBA
Noepix 250 mg - per. Ne 20110621

Noepix 500 mg - per. Ne 20110622
Noepix 1 000 mg - per. Ne 20110624
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9. JTATA HA ITbPBO PASPEMTABAHE/IMMOAHOBSIBAHE HA PASPEIIEHUETO 3A
YIIOTPEBA

JlaTa Ha MBEPBO paspernaBaHe: 24.10.2011 r.
Hata Ha nocienHo nogHoeseade: 16.06.2016r.

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA
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