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1. HVME HA JEKAPCTBEHHS IPOAYKT ensn o, N ,&9/;2;9

Lepsitam 1 000 mg film-coated tablets
JlencutaMm 1 000 mg dpunmmupanu TabaeTka

2. KAYECTBEH H KOTHYECTBEH CHCTAB

Beska ¢grvapana TabeTka chABpka AKTUBHO BENIECTBO IeBeTHpaneTaM (levetiracetam) 1 000 mg.

IToMoOIIHM BELIECTRA C U3BECTHO NEHCTBHE: JIaKTO3a 4 mg.

3a meIHHA CIIHCHK Ha TIOMOIIHHTE BEIIECTBA BIDKTE ToUKa 6.1.

3. JEKAPCTBEHA ®OPMA

CDHJ]MHpaHa TabnerTka
benu, NpoABITOBATH, JBOHHOMIITEKHATH (I)HJ'IMHPH.HI-I TabJleTKH.

4. KJIMHAYHA JAHHHA

| 4.1 TepaneBTHYHH NOKAIAHAS

- MoHoTeparms nNpy Je4eHHe Ha MAPUHAIHH MPUCTHNM ¢ WK 6¢3 BTOPHYHA I'eHEepaTH3alHA IPH
BB3PACTHH H ICHOIIN Ha 16 M noBede roAWHH ¢ HOBOAHATHOCTHIIMPAHA EIHIIETICHA.
- JTOTTBJAHUTEITHO JIEYEHHE Ha:

TApUHAIHH NPUCTHITH ¢ WK 0e3 BTOPHYHO IEHEpan3kpaHe IpH BE3paCcTHH, FOHOIINH, ASHa H
KbpMadeTa Ha 1 ¥ NoRede Mecena ¢ eMmuICIICHY.

MHOKJIOHWYHH MPHCTHITH MIPH BB3PACTHH H IOHOWIM HA 12 M noBede OAHHH ¢ I0BCHH/IHA

MHOKJIOHHYHA EITICIICHS.
MEPBHYHH reHepATH3HPaHH TOHMYHO-KIOHWYHY MPUCTHIIM NPH Bb3PACTHH ¢ IOHOIM Ha 12 H moBeve

TOIHHH ¢ MIHONATHIHA FeHePAIH3HPAaHA EMHIIENCHS.
4.2 To3spoBKA H HAMHH HA NPHJIOKEHHE
JlexapsT Tpa6Ba fa peNuMIe Hal-NIOAXOANMATA (hapMaeBTH Ha GopMa, KOHUEHTPALHS H OMAKOBKa B

3aBHCHMOCT OT TETJIOTO M J03HpoBKara. Ilepopanes pazTeop TpaOBa J1a ce M3MOA3Ba 3a No3K o 250 mg u
3a MALIHCHTH, KOUTO HE MOTAaT Ja NPHeMAaT TabIeTKK.

Ho3upoeka

Monomepanus npu ev3pacmnu u onowiu Ha 16 u noseye 200unu

[IpenoprupaHaTa HadamHa 0034 € 250 mg ABYKpaTHO AHEBHO, KOATO CJIe IBe CEAMHIH TpiAOBa 11a ce
YBEIHYH /10 HA9AIHA TepaneBTHYHa 1034 0T S00 mg ABYKpaTHO AHEBHO, CJISA KOSTO A03aTa Moxe jJa Onae
YBEIIHMEeHa JOITBJIHHTEIHO ¢ 1Mo 250 mg ABYKpaTHO JHEBHO Ha BCEKH JBE CEIMHIIH B 3aBHCHMOCT OT
KIMHMYHKS OTTOBOp. MakcuManHara no3a ¢ 1 500 mg nsa meTH JHEBHO.

Honvreawo revenve npu ev3pacmuu (2 18 2oounu) u onowwu (12-17 200unu) c mezao 50 kg mu
Hauannata TepaneeTH4Ha go3a € 500 mg ABykparHo AHEBHO, C Ta3| 1033 MOXeE J[a C€ 3anOvHS
IIcH Ha JICYCHHETO. lg‘e&"
B 3aBHCHMOCT OT MOHOCHMOCTTA H KJIMHHMHHA OTTOBOP, JHEBHATA 034 MOXKE []a Ce YBEIIHYY
IBa ITbTH JHEBRHO. [IpoMiaHa B J03aTa, CBBP3aHA C YBEIHYMABAHE WM HAMAIABAHE, MOXKE Aalfe
BcekH 2 1o 4 ceamumm ¢ 500 mg aBa ITkTH AHEBHO.




CrelMaIHi KATETOPHH NAITMEHTH

Ilayuenmu e nanpeonana evapacm (Hao 65-200umna ev3pacm)
[Tpu naupeHTH B HaNpeHANA BE3PACT ¢ HapyueHa Op0peuna GyHKUMA ¢e IpenopbyBa KOPUTHpaHe Ha
no3ara (Bux "TlaumenTty ¢ 660pedHH HapyIneHUus" Mo-J0IIy).

ITayuenmu c 6vopeunu napyuenus

JlHeBHATA K033 TpAOBA /a ce HHIMBHAYAIH3NPA B 3aBUCUMOCT 0T 0b0pednaTa PyHKIms.

[Tpu BB3pacTHH NaLMEHTH U3MOM3BaiTe Ta0MHIaTa MO-JOJTY 3a aJallTHpaHe Ha 403aTa. 3a NpuiIaraHe Ha
Ta3H TabauIla € HeoOXOAMMO Ja ce 3Hae KpeaTHHHHOBUA KiupbHe (CLer) Ha namaenTa, H3pa3eH B ml/min.
CLcr B ml/min MOske Ja ce onpenesii oT cepymMHHs KpeaturmH (mg/dl) apes cieanata ¢opmyia:

[140-BB3pacT (rogunm)]| x Terno (kg)
CLcr (ml/min) = (x 0,85 mpu xeHU)
72 X cepymeH kpeaTHHHH (mg/dl)

Cnen Tora, CLcr ce aganTipa cripaMo TelecHaTa noBspXHOCT (BSA) KakTo cenBa:

CLcr (ml/min)
CLer (ml/min/1,73 m2) = x 1,73
BSA naupesT (m’)

AnanTypaHe Ha J03aTa IIPH Bb3PACTHH M IOHOMIH ¢ Terno Haja 50 kg ¢ HapymeHa 6u6peuna QyHKIuA:

Kpeatnauuoe kupbac | [o3a | qecToTa Ha leHJIa_l_‘-aHE
(ml/min/1,73 m?)

['pyna

Hopmamnna >80 500 mo 1 500 mg ABa NBTU AHEBHO
Cpenna 50-79 500 no 1 000 mg nBa ITTU AHEBHO
YMepena 30-49 250 go 750 mg ABa MBTH JHEBHO
Texka <30 250 no 500 mg gBa ITETH JHEBHO
[TatyeHTH B KpaeH cTafuil HA - 500 no 1 000 mg renHEX AHEBHO ¥

6p0peuna HEOOCTATHYHOCT,

npoBexKnamy Juasmsa‘’

0 Ilpenopr4Ba ce HaToBapBama A03a OT 750 mg npe3 TEPBHA NEH HA JTEYSHHETO ¢ JIEBETHPALICTaM.
® Crien nnanmza ce mpenophyBa ACIBIHMTEHA 1032 0T 250 10 500 mg.
ITpu aena ¢ OBOpeury YBpeXKIaHMA JO3aTa JieBeTHpaleTaM TpA0Ba a ¢ aaarrT¥pa Bb3 OCHOBA Ha
OBOpeynaTa HyHKUMA, THi KaTO KIMPHHCHET Ha JIEeBETHPALIETaM € CBhp3aH ¢ GpbpeyHaTa GyHKIHA.
IIpenoprKaTa ce OCHOBABa HA MPOYYBaHe MPH BE3PAacTHH ¢ ObOpeuHn yBpeKaaHHs.

CLcr B mV/min/1,73 m” Moxe a ce onpefieid OT H34HCIABAHETO HA cepyMHMs KpeaTuruH (mg/dl) 3a no-
MaJIKH [IOAPAcTBALIM, JeLiA ¥ HOBOPOACHH C MOMOIITA Ha clegHaTa popMyna (dopMyna Ha Schwartz):
Bucouuna (cm) x ks
CLer (mV/min/1,73 m*) = x 1,73
CepymeH KpeaTHHHH (mg/dl)
ks=0,45 nipu HoBopoaeuu a0 1-rogumHea BB3pacT; ks=0,55 npu nena nox 13 roauEy B AeBOHKH;
ks=0,7 npy 10HOMHM OT MBKKH TOJI.

AfanTypaHe Ha [03aTa [pH HOBOPOISHH, Acla H noapacTeamy ¢ Terno noxa 50 kg ¢ yspexnane Ha
Op0OpeunaTa hyHKIMA:




Tpyna KpeaTHHHHOB | o3a 1 yecTora Ha ao3upane (1) %
| KJIMPBHC
(ml/min/1,73m%) Hogoponesu ot 1 no 6 Hosoponenu ot 6 mo 23 |
| Mecela Mecena, AeLid H IOHOUIM C |
rerno noa 50 kg -§
Hopmanna > 80 17 no 21 mg/kg (0,07 a0 | 10 no 30 mg/kg (0,10 mo |
10,21 ml/kg) nBa IbTH 0,30 mlI/kg) ara mBTH
j THEBHO AHEBHO
Jleka 50-79 7 oo 14 mg;’kg (0 07 no |10 mo 20 mg/kg (0 10 o
0,14 ml/kg) npa muTH 0,20 ml/kg) nBa IBTH
AHEBHO { JHEBHO
Vmepena 30-49 13,5 no 10,5 mg/kg (0,035 |5 mo 15 mg/kg (0,05 oo
| 10 0,105 ml/kg) npa meTH | 0,15 ml/kg) nBa MBTH

| AHEBHO | ; AHEBHO

s ki

13,5 10 7 mg/kg (0,035 10 |5 20 10 m/kg (0,05 10

10,07 mi/kg) nra meTH 1 0,10 ml/kg) ABa wHTH

| IHEBHO | THEBHO
TlaupeHTH B - 7 mo 14 mg/kg (0,07 no | 10 mo 20 mg/kg (0,10 no
 KpacH CTa/Hii Ha 10,14 ml/kg) enHER | 0,20 ml/kg) BemHBK
 616peuna | aerHo (2) (4) | areBHoO (3) (5)
 HEIOCTATBYHOCT, | | |
TPOBEXAANTHA
Manmmsa

(1) JleBeTHpaitetam nepopalieH pasTBOp TpAOBa Ja ce M3MON3Ba 3a Jo3M NoA 250 mg ¥ 33 NallMeHTH, KOHTO
He MOraT Aa IprueMar TabIeTKy.

(2) IIpenoprura ce HatoBapBaina xo3a ot 10,5 mg/kg (0,105 ml/kg) npes mepeHA A¢H Ha JIEUYSHHE C
JIEBETUPALIETAM.

(3) IIpenopbuBa ce HaToBapBama 8o3a or 15 mg/kg (0,15 ml/kg) npes mepBUA AeH HA ICUSCHHUE C
JICBETHpALIeTaM,

(4) Cnen nuanm3a ce rpenophyusa AOMBIHUTENHA Jo3a ot 3,5 1o 7 mg/kg (0,035 no 0,07 ml/kg).

(5) Cnen muanmsa ce NpenopbhuBa AOMBIHUTENHA fo3a ot 5 o 10 mg/kg (0,05 zo 0,10 ml/kg).

Hayuenmu c veprnodpobro yepesxcoane
He ce Hanara ajarTHpaHe Ha JO3aTa MIPH TALHEHTH C JIeKa A0 YMEpeHa CTENEH Ha YePHOAPOOHO YBpekKaaHe.
ITpH nalHeHTH ¢ TEKKO YSPHOAPOOHO yBpekKIaHe CTOMHOCTHTE Ha KPeaTHHMHOBHA KJMPBHC MOTaT Ja He
Jazat peanHa npeacrasa 3a 6pOpednaTa HexoCTaTBYHOCT. 110 TasK OPHYIMHA NPH KPEATHHHHOB KIIMPBHC <
60 ml/min/1,73m’ ce npenopraBa 50% HamaleHue HA JHEBHATA IOAXBPKAINA 1034,

[Teouampuuna nonyrayun
JlexapsT TpaOBa Na NpeanHIne Hai-NOIXOAAIIATa JICKAPCTBEHA (popMa, KOTHYECTBO B OTIAKOBKA U
KOJIHMYECTBO HA aKTHBHOTO BELISCTBO B J030BA CIMHMIIA B 3aBUCHMOCT OT BB3pacTTa, TEIVIOTO H J03aTa.

Ta6neTHaTa opma He e npacnocoﬁeﬂa 33 W3MO/I3BAHE TPH HDBGPGI[BHH H Oena 1000 6—romﬂa Bmpac'r
JIeaempaueTaM EPOPAJICH pasTBoOp & TpeAnoYMTaHa GopMa 3a M3IOI3BAHE PH Tasy nomynaipa. B -
HOIBITHEHHE, HATMIHUTE 030BH KOHLIEHTPALIIH Ha TabneTkuTe He ca MOMXOIANIH 32 mpnouaqanﬁum
JICHCHHE TIPH fie1la ¢ TerNo, Mo-MayKo 0T 25 kg, 3a NAIMeHTH, KOMTO He MOTaT N1a MOTsaT Tabner
33 NPAOXKCHHE Ha I03H oz 250 mg l'IpH BCHKH OT FOPHHTE cnyqan IpﬂﬁBa fa ce H3IION3BA

nenempauerrau nepopanen pas’.anp - ST
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besonacHOCTTA B €MEeKTHBHOCTTA HA JIEBETHPALIETAM IPH AeLia B [OAPACTRAINH Mo 16-roguinHa Bp3pacT
KaTO MOHOTEPAIIMA HE € YCTAHOBEHA.
| Hama HanuvHM TaHHHA.

Honvanumenro aevenue npu HOGOPOOeHY HA 8v3pacm om 6 0o 23 meceya, Oeya (2-11 2o0unu) u 1onowu
(12-17 eoounu) ¢ meano noo 50 kg

JleBeTupaneTam mepopaneH pa3TBoOp e npeanoduTana Gopma 3a yrnotpeda npi HOBOPOACHH M Acla Iox 6-
rOHIITHA BB3PACT.

Havannara tepanepravHa ao3a € 10 mg/'kg 18a METH AHEBHO.

B 3aBHCHMOCT OT KJIMHMYHHA OTrOBOP M MOHOCHMOCT, 103aTa MOXKe Aa ce yremudm Ao 30 mg/kg nBa mbTH
AHEBHO. 1IpoMsaHaTa B Ho3ara He TpAORa Ja HaABHINABa TOHIKABAHE WM [IOBHIIABAHE ¢ ITOBeYe oT 10
mg/kg nBa IETH JHEBHO Ha BCEKH IBe ceamuim. Tpadea qa ce H3non3sa Hai-HUCKATa e(peKTHBHA 1034,

[Ipu mena ¢ Termo 50 kg sIM moBeye [03aTa € KAKTO NTPH BB3PAaCTHH.

HPEHOP'I:T-IB&HH AO3H 34 HOBOPOACHH HA 6 u rosede MCCCLa, AC1a H NTOAPACTBRAllA.

Terno Havanua noza: MaxcHMaHa fo3a:

10 mg/kg npa I'bTH THEBHO 30 mg/kg nBa ITTU AHEBHO
6 kg (1) 60 mg (0,6 ml) ABa THTH AHEBHO 180 mg (1,8 ml) fBa MLTH KHEBHO
10 kg (1) 100 mg (1 ml) oea et xpeeHo  |300 (3 11-1_1-5- mg ABa ITTH JHEBHO
15 kg (1) 1150 m_é (1,5 ml) ABa TETH AHEBHO 450 mg -(-ES ml) ABa TETH ZHEBHO
20 kg (1) 200 mg (2 ml) aBa IETH AHEBHO 600 mg ngl) JBa IThTH JHEBHO
25 kg (1) 250 mg nBa TBTH AHEBHO 750 m_g IBa IIHTH JHEBHO
Han 50 kg 3 500 mg aBa TBTH AHEBHO 1 500 mg ABa ITTH [HEBHO

MMIpu neua ¢ Terno 25 kg wim No-MaNKo ce NPenoph4Ba JCUSHKETO 2 3aN04He ¢ JereTrpaneTam 100
mg/ml nepopaneH pasTBop.
® Nosara npu mena u noapacTeamy ¢ Tersio Hax SO kg WM MoBege € KAKTO MPH BE3PACTHH.

Llonvneaiyo revenue npu HO8OPoOeHU Ha év3apacm om 1 0o 6 meceya
IIpH HOBOPOAECHH Ce NpHJIara NepopaicH pasTBop.

Hauun Ha OpuiIokKeHHe

OwiMupannTe TabneTkH TpAOBa I3 ¢€ IPHEMAT NMpe3 yCTaTa, Ja ¢€ NOTrTBINAT ¢ JOCTATHYHO KOMHIECTBO
TEYHOCT ¥ MOXKeE Ja C€ IPHEMAT ¢ K Oe3 XpaHa. /IHeBHATA 1034 Ce IIPUIara, KaTo c¢ paszeiis Ha JBE paBHH
NO3U.

4.3 IlpormBomoxazanns

CBpPBXYYBCTBHTENNHOCT KBM JIEBETHpALICTaM, APYTH IPOM3IBOAHM Ha MAPOITHIOH HITH KBM HAKOE OT
IIOMOLIHKTE BCHIECTBA, H30pOeHH B TOYKA 6.1.

4.4 CoendaaHn NpelynpexkIcHHsn H NpeANA3ZHE MepKH NPH ynorpeda

[IpexkpaTaBale Ha JICYCHHETO
Cniopen cbBpeMeHHAaTa KIMHHYHA MPAaKTHKA, aKo € HeoOXoanuMo ynoTpedaTa Ha JIeBeTHpAaLIETaM Ag-L: ~—

NpexpaTH, TO TOEa TpA0Ba Ja CTaBa MOCTENEHHO: HANPAME)P IIPH BB3PAaCcTHH H IOHOIIH Haj 5 y g yosiitop,
Hama/iBa ¢ o 500 mg nBa METH AHEBHO, BCEKH 2 A0 4 CEOMHLH; NPH HOBOPOAESHH Haj 6 I.. K fieHa
}OHOMHM ¢ Terno nof 50 kg - HamangBaHe Ha qo3aTa ¢ He mosede oT 10 mg/kg ABa DETH AHYREO, Be@NE




ceIMHLI; IPH HOBOPOJAEHH (TIOX 6 Mecella) - HAMAJIABaHe Ha [03aTa ¢ He noseue ot 7 mg/kg NBa TETH
JTHEBHO, BCEKH BE CEAMUIIM).

bpbpeyHa HeTOCTATHYHOCT
[IpunaraHeTo Ha J€BETHPALICTAM NIPH NAIMEHTH ¢ 6B0peuno yBpeXkIaHe H3UCKBA aJalTHpaHe Ha Jo3ara.

[TpH NalweHTH ¢ TEXKO HapyIICHHe Ha YepHOApoOHaTa GyHKIm ¢ npenophuBa oleHKa Ha OBOpeuHaTa
GHYHKIMA IIpeH ONpeACIaHe Ha A03aTa (BAK. To4Yka 4.2),

CaMOYOHIHCTBO

ITpH mAIMEHTH, JCKYBaHH C AaHTHEIIMIIENITHYHH JIeKapCTBa (BK/IIOUMTENHO IeBeTUpaLIeTaM), ca ChOOLIaBaHH
cJIy4aH Ha CaMOYOHICTBO, OITHT 338 caMOyOHIHCTBO, CYHIIMAHA HACAUMS M NoBeAcHUe. MeTa aHanu3 Ha
paHIOMH3HpPaHH, IIaled0 KOHTPOIMPAHH H3IMTBAHKA HAa AaHTHEITHICTITHYHH JIEKaPCTBEHH NPOAYKTH
[IOKa3Ba MAThK, HO MOBHULIECH PHCK OT MOSBA HAa CYHLIMAHY MHCIH H ITOBEACHHE.

MexaHu3MBT Ha TO3M PHCK HE € H3BECTEH.

[TaienTrTe TpaOBa Ja OBAAT HpociedBaHM 33 MPU3HAUHN Ha NCNPECH] WWIM CyHUMIHA HACalUd H
NoBeACHHE U TpAOBa Aa ce npennpHeMe ChOTBETHOTO JeueHue. [TaienTare (M Xxopara, KOMTO ¢ TPHXKAT 33
T4X) TpaA6Ba Ja OBAAT NOCHBETBAHH J1a IOTHPCAT IEKAPCKH CHBET B CJIydak, 4e ce MogBAT NIPH3HAIMH Ha
nenpecHa W/WIK CYHITHAHA HACALNS WIH NOBEIECHHE. |

[TeanaTpuynHa nomyaauys
TaGnetHaTta opMa He € MOAXOAAIIA 3a NpUEMaHe OT HOBOPOAESHH ol 6-MecedHa BE3pacT.

Haymaxure n1aHHA NpH AeLia He IOKA3BaT MOBIHUABAHE Ha pacTexa H mybeprera. Bunpeku TOBa, He ca
M3BECTHH IBATOTpakHKUTE €(heKTH BhpXY criocoOHOCTTA 3a 3ayuaBaHe, HHTEJIEKTA, PAacTeXKa, €HIOKPUHHHTE
$yHKIMH, TyOepTeTa 1 PHIMPON3BOACTECHUA TOTCHIMAIL.

be301macHOCTTa H €pHKACHOCTTA Ha JICBETHpPALIETAM HE € HAITBJIHO YCTAHOBEHA IIPH HOBOPOAEHH C
ermtencua noa 1 rogunHa. Camo 35 HOBOPOAEHH ¢ IIAPLHATHH NPHCTHIIM MO 1 roauHa ca OWIH BKIIOYEHH B
KJIMHAYHH pOoy4BaHM4, OT KOUTO caMo 13 ca 6w nox 6 Mecera.

B ckeraBa Ha JlencuraM ¢rumMHapanu Tabnetkd ot 1000 mg kaTo NMOMOLIHO BEIIECTBO € BK/MIOYCHA JIaKTO34.
TTalHEHTH ¢ PEOKH HACAACTBEHH NpobieMH Ha raiakTo3Ha HEMOHOCHMOCT, Lapp nakraseH AeHIMT HiIH

[TIOKO30-TalakTo3Ha ManabecoplOuug e TpaAORa A3 NPHEMAT TORA JIEKAPCTRO.

4.5 BsammopeiicTBHE ¢ APYTH JleKapCTBEHA NPOAYKTH H APYTH GopME Ha B3anMoaelicTBAe

AHTHEMWIEOTHYHH JICKAPCTBEHH OPOAVKTH
JIaHHH OT KIMHHYHH [TPOYIBAHHA NPH BB3PAaCTHH IPead ITYCKaHEeTO Ha ra3apa NoKa3paT, 9€ JICBCTHpaleTaM

HE BIIAAE BLPXY CEPYMHHTE KOHIIEHTPAIIMH HA CHIICCTBYBALIWTE AHTHEITHICIITHYHH JICKAPCTBCHH NPOIYKTH
(bernTONH, KapbaMa3enuH, BaJmpoesa KuceluHa, peHoGapGuTan, NaMOTPHIUH, rafaneHTHH U MPUMHIOH),
KaKTO H Y€ Te3H aHTHEITMICIITHIHH JIEKapCTBEHN NPOAYKTH HE BIMSAT BHpXY PapMaKOKHHETHKATA Ha

JEBETHPALIETAM.

He chinecTByBaT KaTeropMyHH JaHHH 34 KIMHUYHO 3HAYUMH JIEKAPCTBEHH B3aHMOACHCTBHA KAKTO NPH
BB3PACTHH, TaKa H IIPH NEIHATPAYHH MalHeHTH, npreMainy o 60 mg/kg/AHeBHO neBeTHpPALIETAM.

PeTpocneKTHBHATA OLIEHKA HA (PapMaKOKHMHETHYHHTE B3aMMOACHCTBHA NPH Aelia H IOHOIIH ¢ ermiencus (4
no 17 romuHi) NOTBBPKAABA, Y€ JOIIBABAIIOTO JICUCHHE ¢ NIEPOPATHO IPIWIOKEH JIeBETHPALICTaM He
MOBMHABA CTALHOHAPHHTE CEPYMHH KOHLEHTPAIMH Ha eHOBPEMECHHO MpuiarasduTe kapbamasenvs u
Bajnpoar. Beipexn ToBa ganamTe npexnonaratr 20% rno-BHCOK KIMPBHHC HA JeBeTUpalleTaM ITpH A€La,
NMpHEMaIiA eH3AM-HHIYLMpally AHTASITAICTITHYHH JIEKapCTBEHH MPOAYKTH. He ce Hajlara ajanrrupaHe Ha
I03aTa Ha JIeKapCTBEHUTE IIPOAYKTH.

IIpobenerma
Y¢TaHOBEHO €, e npodeHenuy (500 mg yeTHpu IBTH JHEBHO), Gokep Ha OBOpeyHaTa

HHXHOHpa peHATHHA KIMPBHC Ha ITEPBHYHES MeTalouT, HO He M Ha JIeBETHpaLeTaM. Bb
KOHLIEHTpaITHATa Ha To3H MeTabomur ocrara Hucka. OJaksa ce, u¢ ApYTH JIEKapCcTBa, eKC
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aKTHBHA TyOy/Ha ceKpellHs, MOTaT CBINO AA HaMAIAT PeHANHHA KITHpBHC Ha MeTaboauTa. EQeKThT Ha

JeBeTHpaieTaM BhpXY NpoOeHeLHa He € MPOYYeH, KAKTO HE € YCTAHOBCH M edekra My BEPXY Jpyra
AKTUBHO CeKpeTHpaHH Jekapcersa, karo HCIIBC, cyngonaMuam H METOTpEKCAT.

HH KO EITHRH U ApYTH QapMaKOKHHETHYHH B3aUMONEHCTBUA
Jleretupanueram 1 000 mg nHEBHO He MoB/IHABA PapMAKOKHHETHKATA HA [IEPOPATHUTE KOHTPALICIITHEH
(eTHHHIIECTPAIHO/I M JIEBOHOPreCTpeN); €HIAOKPHHHHUTE NapaMeTpH (JTyTeHHH3Upalld XOPMOHH H
IporecTepoH) He ce nmpomeHdr. JlesetupaneraMm 2 000 mg nHeBHO HE NOBIMABA PapMaKOKHHETHKATA Ha
ITMTOKCUH W BapdapuH; IIPOTPOMOHHOBOTO BpPEME HE ¢ npoMens. EMHOBPEMEHHOTO MPHICKEHHE C
NHTOKCHE, IEPOPANHY KOHTPAUCTITHBY ¥ BapdapyH He nopingea GapMakOKMHETHKAT2 Ha IEBETHPALIETaM.

AHTHALTAIH
Hama nanHu 3a BIMAHHAE Ha aHTHALHIHWATE CPEACTBA BEpXY aOcopOIMATa Ha J€BeTHpALICTaM.

XpaHa U aJIKOX0JI -
Crenenra Ha abcopOLHd Ha JleBeTHpaneTaM HE ce NPOMEHA OT XpaHa, HO CKOpocTTa Ha abcopOrms e cinabo

TIOHIKEHA.
HaMa JaHHH 3a B3auMOACHCTBHETO HA JICBETHPALIETaM € AIKOXOJI.

4.6 DepTuianTeT, 6GPEMEHHOCT H mpMEHe

bpemMeHHOCT |
Hsama noctaThuHo JaHHH 3a yniorpedara Ha JlencuraM npu OpeMeHHM keHH. IIpoyuBaHiaTa IIPH KUBOTHH

MOKAa3BAT PENpPOAYKTHBHA TOKCHUHOCT (B, TOUKa 5.3). [loTeHIMATHMAT pHCK IIPH XOpa HE € H3BECTEH.
JlencuraM He ce MpenophyBa NO BpeMe Ha OPEMEHHOCT M NPH KeHU ¢ OEeTepOoAeH MOTeHIHAN, HETIOI3BALIIH
KOHTpAUEIHI, OCBEH B CJIYIAUTe Ha a0COIOTHA HEOOXOTUMOCT.

KakTo NpH APYrd aHTHEIMWIENITHYHH JEKapCTBCHH NPOAYKTH, GH3HONOTHYHHTE NPOMEHH 10 BPEME HA
6peMEHHOCTTAa MOXKE J1a MOBJTHAST KOHIEHTPpaLMITa Ha leseTHpaneTaM. [1o BpeMe Ha OpeMEHHOCTTA Ce
HaOmo1aBa MOHMKABaHE HA INTa3MEHHTE KOHLEHTPALHH Ha JeBeTHpaneraM. IlonmkaBaHeTO € ITO-H3pa3eHo
npe3 TpeTHs TpuMecTsP (a0 60% OT H3XOAHOTO HHUBO MpeaH OpeMEHHOCTTa). 3aTOBa HA OPEMEHHMTE XKeHH
TpaOBa 1a ce OCHIYPAT NOAXOAAIMIH MEAUITMHCKH IPHXKU. [IpekbcBaHeTO Ha aHTHENHWICITHYHOTO JICYSHHES
MOXKE a JOBEE [0 BIOMABAHE HA 3a00MABAHETO, KOETO MOKE Ha IPHHHHEY yEperknane Ha MalkaTa

y 1) (o) F:

KnpmMeHe

JlencuTaM ce oTAeNs B MaliUHHATA KEPMa, 38TOBA HE Ce IIpenophyBa JIeYEeHHe ¢ Hero 1o BpeMe Ha KbpMEHe.
BBnpexu TOBa, aKo JEYUCHHETO ¢ JIEBETHPANIETaM ¢ HAIOKHTETHO 110 BPEME HA KbPMEHE, ChOTHOIIEHHETO
TOT3a/pHCK TpAOBa Ja C€ OLICHH IIPH OTYHMTAHE HAa 3HAYEHHETO Ha KEPMEHETO.

QepTianTeT

He ca OTKpHTH JaHHM 33 BIHAHHETO BHPXY (PePTHIHTETA NPH NPOYIBAHKA BEPXY JKHBOTHHM (BK. TOUKa 3.3).
Hama wianuane gaddad. [IoTeHnuanaug puck 3a Xopa He € H3BECTEH.

4.7 EdexTH BLpXy cnocobHEocTTAa 32 modupane H padbora ¢ MAIIHAH

Hama npoyuBaHiAa 3a edexTHTe BBPXY cnocoOHOCTTa 32 odupane H pabora ¢ mammui. [lopany Bp3MoKHa
pazIHYHA UHAHBKIYATHA YYBCTBUTETHOCT MPH HAKOM MALIHEHTH, B HAYAIOTO HA JIEYCHHETO HIH TIPH
OC/IeBaINoe YBeAUYaBaHe Ha JO3aTa, MOXe 14 Ce TTOSBY CHEJIMBOCT WIK APYTH CHMIITOMH OT CTpaHa Ha
IEHTpAIHATA HEPBHA CHCTEMa. ETO 3allo ce Npenophysa NOBHINEHO BHHMAHKE MPH NALHeHTH, H3BBPIIBAIH
oTIpe/leNIEHH 3a0aYd KaTo modHpaHe wid pabota ¢ Mamunu. [lauperTrTe Tpa6Ba ga 6BAAT NpeXyNpeaAcHH
14 HE H3MO3BAT KAKBaTO H 4 € TEXHMKA HIH MAIOHHM JOKATO YCTAHOBST, Y€ BBIMOXKHOCTTA HM 33 TOBA HE

CE € ITOBJIHAIIA.

4.8 HexenaHn JexapCTBEHHE PeaAKIHHA

(Q6o0menne Ha mpohHia Ha 6€30MaCHOCT

[TpohrnbT Ha HEXETaHHTE CHOMTHS, TIPEeCTABEHH 10-J0JTy, C& OCHOBABA HA aHA/IK3a Ha CO




DAITHEHTH, JICKYBaHHM ¢ JICBETHpaleTaM. T€3H JaHHH ca JOMBJIHEHH ¢ yroTpebaTa Ha ieBeTHpalleTaM B
CHOTBETHHTE OTBOPEHH PA3lIHMPEHH IIPOYYBaHMA, KAKTO U MOCT-MapKeTHHIroBMs onMT. Hali-uecTo
cH00MABaHUTE HEXKETAHH peakLiMH ca Ha30(hapUHTHT, ChHIHBOCT, IT1aBO0ONME, YMOpPa H CBETOBBPTEXK.
[TpoduneT Ha H€30MaCHOCT Ha JIEBETHPALIETAM € KATO A0 NoacOeH NpH pasIMIHUTE BE3paCTOBH IpynH
(BB3PACTHH ¥ MEHATPHIHHM NAIMEHTH), KAKTO U B paMKUTe Ha 0R00PECHHUTE HHAMKAITHE, CBBP3aHH C

CITHUIICIICHTA.

TabaudeH cCNHCEK HA HE)KETaHWTE JIeKApCTBEHH PeaKIUH

ITposBeHTEe HeXXEIAHH JIEKAPCTBEHH PeaKlMH MPH KITMHMYHY M3NWTBAHKUA ([TpH BB3PACTHH, [TOJPACcTBALIH,
JIeTia H HOBOPOAEeHH Haj 1 Mecen) HTH OT MOCT-MapKETHHIOB OITHAT Ca H30pOEHH N0 CHCTEMO—OpraHHa
KJIacHGHKalMa | 1o YecToTa. YecToTara € neduHHpaHa, KaKTo cjeABa: MHOro yectd (>1/10) , dectn
(>1/100, < 1/10), veuects (1/1 000, <1/100), penaxu (>1/10 000, <1/1 000), Muoro peaxn (<1/10 000).

MedDRA SOC Kareropuu Ha 4€CTOTA |
Muoro yectTH Yectu Heuect Penxu
Hudeximm u Ha30(apUHTHTH HHPEKIHHA
HH}ECTaIMH
Hapymenua Ha TPOMOOLIMTONEHUA, | MAHIIHTOIIEHHA,
KpBLBTa W THMGHATA JIEBKONCHUS HEYTPOIEHHS
CHCTEMA
Hapyuienus Ha AHOPEKCHA HAMAJIABaHES Ha
MeTaboII3Ma H rernoro ),
XPaHEHETO TNIOBHINIARAHE HA
TErI0TO
[ lenxmyHn AEIpPeCcH, OITHT 38 H3BEPLICHO
HapylOeHHs BpaxxaeOHoCT/ caMoyOHICTRO, caMOYOHHCTBO,
arpeCHBHOCT, CYMLIMJHA HAeallHd | JIMYHOCTHH
0e3nOKONCTRO, TICHXOTHYIHO HApYLICHHA,
bescrHuUE, pas3CTPOICTRO, aOHOPMHO
HEepPBHOCT/ HeoOHJIaitHO MMCJICHE
pPa3sopasHUTETHOCT | NOBEOSHHE,
XaJrOLHHHalliK, I'niaBs,
CBCTOSHHE HA
0o0OBPKBaHE,
M3HHYECKA aTaKa,
EMOLIAOHATHA
HecTaOHNHOCT/
[IPOMEHH B
HAaCTPOECHHETO,
_ TPSBOKHOCT
HapymeHus na COMHOJIEHTHOCT, | KOHBYJICHH, aMHE3u4, XOpeoaTeTosa,
HECPBHATA CHCTEMA TrIaBoooIHE HapyIIeHHE HA HapVIOEHHE Ha JACKHHE3H,
PABHOBECHETO, NaMeTTa, HapylieHa | XHICPKHHE3HA
3aMagHOCT, KOOpAMHALMA/
JICTaprug, TPEMOpP | aTakcus,
IapECTE3H,
HapylLICHUE Ha
BHUMAHHUETO
Hapyiienud na THIUIOIHY,
OUHTE 3aMEITIEHO 3PEHUE
Hapymenudq Ha BEpPTHIO
| yXO0TO H s1abupuHTa
PecnupaTopHy, KAIILTHIIA
T'PBAHH H




MCLIHAaCTHHAJIHH

Omucanue Ha H30paHy HEKENAHW PEAKIIHH

HapylICHWA
CToOMaIHO-4peBHA OoIKH B KOpeMa, MaHKpEaTHT M
HAPYIICHAA OHApHA,
TUCTIETICHA,
MOBpBLIAHE,
ragcHe
XenaToOWiIHapHA abHOPMHH gyepHOApOOHA
HapyIICHHA PE3YIITATH IIPH HEAOCTATHIHOCT,
(OYHKIMOHATHH XeMnaTuT
gepHOApOOHH
TECTOBE
Hapymenns Ha oOpHB aJIOIICIIHA, €K3eMA, TOKCHYHA
KOKaTa | IIPypPHUTYC, eNUIepManHa
NOAKOXKHATA ThKAH HEKPOIH34,
CHHAPOM Ha
Stevens-Johnson,
epuTEMA
MyJITHQOpPME
HapymieHns Ha MYyCKYJIHa cl1adocCT,
MYCKYIHO- MHAJITHA
CKEJIETHATA CHCTEMA
W ChCAMHUTEIIHATA
THKaH
OO0IM HapyIIeHHs H ACTECHHMA/YMOpa
ehexTH Ha MACTOTO
HA NPHIOKEHHE
‘Hapauspanus, HapaHJBaHE
OTpaBAHHA U
YCIIOKHEHHS,
BB3HAKHAIIH B
pe3yiTaT Ha
MHTEPBEHITHH

PUCKET OT aHOPEKCHA € ITO-BHCOK, KOTaTO TOIHMPaMar ce nppmara ¢IHOBPEMEHHO ¢ JleBeTupaueTaM. [Ipn
HAKOIKO CIy4as Ha ajoneld ce Habmonapa BE3CTAaHOBABAHE Clell IPEYCTAHOBABAHE Ha JIEBETHpALIETaM.
ITpu HAKOM OT ClTydaHWTe HA NAHIUTONEHHA € YCTAHOBEHO MOATHCKAHE HA KOCTHHA MO3BK,

IlennaTpHuHa momyaamnus

[Tpu maiMeHTH Ha BB3pacT oT 1 Mecen 1o rox 4 roauan, obmo 190 nammeHTH, ca OMIH JEKyBaHH C
JIEBETHpALIETaM B 1U1anieGo-KOHTPOIMPAHH H OTKPHTH pasimHpeHH npoydusaHud. Lllecraecet (60) ot Tesu
NalMeHTH ca OMMH JTeKyBaHM ¢ ICBETHPALICTAM B IIIane60-KOHTPOMHpaHH npoyusanid. [Ipa nauueHTH Ha
BE3pacT 4-16 roguuu, o61mo 645 nanmMeHTH, ca OMITH JIeKyBaHHM ¢ JIEBETUpALISTaM B M1aleH0-KOHTpOIHpaHH
M OTBOPEHH paslIUpeHH mpoyuBaHHi. B rmaneGo-koHTponupaHy Mpoy4YBaHHA 233 OT TE3H NALHEHTH ca
O1uM JTeKyBaHH ¢ JieBeTHpaleTam. B Te3ud ape neguaTpyyHl BB3PAcTOBH IPYITH, T€3H JAHHH ¢a NOITBJIHCHH C
MOCT-MApKETHHIOB OIHT 34 YNOTpeOa Ha NeBeTHpAaLeTaM.,

ITpodmnsT Ha HexkelnaHuTe CHOMTHA HA JieBeTHpaneTaM € 110 MMPHHLIKI Mogo0CH MpU PazIHYHHTe
BB3PACTOBH IPYNH M B PAMKHATE Ha ON0OpeHHTE MOKa3aHud, CRbP3aHH ¢ eImilencuira. be3onacyg

MNeIHATPHYHA [TaLeHTH B IHIEI.IIEGO-KGH’IPOJIHPEHH KIMHWAYHH ITpoyvBaHni Ca B ChOTBCTCTBHEA IR ﬁ B

0e30MacHOCT HA IEBETHPALIETAM IIPH BB3PACTHH, ¢ HIKTIOYEHNE Ha [TOBSICHUYECKHTE H IICH:
HEXKEeJIaHH PeaKiiy, KOUTO ¢a MO-4eCTH IIPH ACL2 OTKOJKOTO NMpH Pe3pacTHH. Ilpu gena H I
BB3pacT oT 4 10 16 roauuu noppbmane (MHOro 9ectu 11,2%), su36yna (vect 3,4%), npo




HacTpoeHHMeTo (UecTH 2,1%), eMomHOHaIHa HecTabOHIHOCT (decTH 1,7%), arpecua (decTtH 8,2%),
HeoOMyaiitHo nopegenue (06mans,6%) u meraprua (o6mm 3,9%) ca crOOMAaBaHU [10-9ECTO, OTKOJIKOTO B
APYTHTE BB3PACTOBH MPYNH WIHA B o6urug npodat Ha GeszonacHoct. IIpu kbpMadeTa H Jella Ha BE3pacT OT |
Mecell /10 oA 4 TOAHHM pa3aApasHHTENHOCT (MHOro YectH 11,7%) 1 HapyineHa koopAUHaHA (YecTH 3,3%)
ca CHOOIIABaHH NO-YECTO, OTKOIKOTO MPH APYTrUTe BH3PAacTOBH I'PYIIM WIH B O0IHA IMpodiil Ha
0¢30MmAaCcHOCT.

JIBoiino-cmano, m1anefo KOHTPONMPAaHO MPoyYBaHe 3a 5e30MacHOCT MpH ela ¢ HeMHGEPHOpeH qu3aiiH e
OLIEHIWIO KOTHUTHBHOTO H HEBPONCHXOIIOTAYHOTO AEHCTBHE Ha JI€BeTHpALICTaM NPH Jcua oT 4 1o 16-
roJHIIHA BB3PacT ¢ NapLMaTHY IIPHCTHIH. Y CTAHOBEHO €, Ye JIeBeTHpaneTaM He ce pa3iHyasa (He € IIo-
JIOHIZ) CIIpAMO ILIaIedo Mo OTHOIMEHHE Ha MPOMAHATA CIIPAMO H3XOOHOTO HUBO Ha Leiter-R BHMMaHHe H
[IaMeT, KOMOMHHpPaH CKOP 3a H3CACIBAHE HA ITAMETTa B OIPEacIeHaTa B MPOTOKOJA MOy IALMA.
PeayrnrraTuTe, CBEP3aHH ¢ MOBREACHYECKATA M eMOLMOHANHA (PYHKIHA, Ca MOKA3A/IH BJIOLIABAHE IIPH
JIEKyBaHHTe ¢ JIeBeTHpaleTaM NAUHEeHTH N0 OTHOLIEHHE Ha arpeCHBHO MMOBEACHHE, H3MEPEHO M0 CTaHRAPTEH
M CHCTEMATH3HpaH METOA upe3 H3non3Bade Ha BanuaupaH cnocob (CBCL — Achenbach BbNpocHHK 3a
OETCKO IoBeAcHHe ). BBEIIpexH TOBA MALMECHTHTE, MPHEMATH JIEBETHpALICTaM IO BpeMe Ha IIPOABIDKHTEIIHO,
OTKPHTO IPOCIIEAABALIO MPOYyYBaHe, He Ca MOKAa3alH 0010 BIoWaBaHe Mo OTHOLISHHE Ha MOBEICHHCTO WIH
eMOLIMOHATHATA (PYHKIIMA; HELO NOBEYE, MOKA3ATEMTE 33 ArPeCHBHO MOBEACHHE HE Ca ITOKa3aIH
BJIOIIABAHE CHPAIMO H3XOMHUTE CTOMHOCTH.

4.9 TIlpenosmpane

CuMnroMu
COMHONEHTHOCT, TPEBOKHOCT, arpecH, MOHIKEHA CTEIICH HA Ch3HAHME, NOTHCKAHE HA MHIMAHETO H KOMA
ca Ol HabMoKaBaHH NMpH IpeJO3UPaHe Ha JIEBETHPALIETAM.

MepkH OpH nIpeno3upaHe
Cnen ocTpo npeaosupane € HeoOXOIUMO U3Npa3BaHE HA CTOMAaXa Ype3 CTOMALIHA [IPOMHBKA WIH

npeau3BHKBaHe Ha MOBphinane. Hama cneumduyeH aHTHAOT 3a NeBeTHpateTaM. JleueHHeTo IpH
Npeao3HpaHe € CHMITTOMaTHYHO M MOXe Aa BKIIOYBA XeMoananu3a. EQexkTsT Ha OTACIIHE IPH THAJIH3A €
60% 3a nepeTUpancTaM u 74% 3a IIEPBHYHUA MeTabOIHT.

5. ®APMAKOJJOI'MYHH CBOMCTBA

5.1 ®PapMakoIHHAMHAYHA CBOHCTRA

DapMaKOTEpaNeBTHYHA IPyTIa; AHTHEITMISITTHYHH JIEKapCTBa, APYTH aHTHEWISIITHIHH JekapcTea, ATC
koa: NO3AX14.

AKTHBHOTO BELIECTBO JIEBETHPAIIETAM € HPOMMACHORO MPOH3BOAHO (S-eHaHTHOMep Ha o-ethyl-2-0x0-1-
pyrrolidine acetamide), xumMHueckd 6e3 BpB3Ka ChC CHINECTBYBAIINTE AHTHEWICITTHYHH CPEICTBA.

MexaHu3bM Ha JeHCTBHE
MexaHM3MET Ha AcHCTBHE HA JIEBETHPALIETAM BCE OIIe HE € HAITHJIHO H3SICHEH, HO TOH SBHO C€ OTIHWYaBa OT
 MeXaHH3MHTE Ha NeHCTBHE Ha OCTAHAIIMTE aHTHETDAICIITHYHH JIEKAPCTBEHH NPOAYKTH. HH 6umpo U tuH U0
OIIMTHTE MTOKA3BAT, 9€ JIEBETHPALIETAM He IIPOMEHS OCHOBHHTE XapaKTEpPHCTHKY Ha KICTKAaTa U HOPMaIHAaTa
HEBPOTPAHCMHCHAL.
Hn sumpo npoydBaHHUS N0Ka3BaT, Y€ JIEBETHPAIIETaM BB3ICHCTRA BhPXY HHTPAHEBPOHHHUTE HHUBA Ha Ca**
Ype3 YaCTHYHO HHXHOMpaHe Ha N-tin Ca’’ kaHamueTa, KAKTO M Upe3 peayLHpaHe 0CBOGOKIABAHETO HA Ca*
OT HETPAHEBPOHHHTE Jena. B NombIHeHHe, TOM YaCTHYHO ITPOMEHA PEIYKIMATA B OTOKA B LA ] |
AN 1,

ITHLHH-3aBHCHMHTE KaHaI4eTa, HHIYUHpaHu or UMHK U B-kapOormau. OCBeH TOBA, B W4 .
) .2(\ L] |

IpOYYBAHMA JEBETHPALICTAM JIEMOHCTPHPA CRBP3BAHE KBM CIEIMUIHN MECTa B MO i ¥Y ITIaH B
rpu3advd. ToBa MACTO Ha CBBP3BAHE € HAMMPAIHA CC B CHHAITTHYIHWTE BE3UKY/IH MPO] SRRl
CMATA, J€ YYacTBa BHB BE3HKYJIHATA (Yy3Hs U HEBPOTPAHCMHTEPHATA €K30IIATO3A.
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JleseTrpaneTaM U HETOBHTE aHAJIOZH MOKA3BaT M3ABECH AQHHHTET KBM CBBP3BAHE ¢ HAMHPAIIUA CE B
CHHANTHYHUTE BE3HKYJIH IIPOTEHH 2A, KOETO OT CBOA CTPaHA € BhB BPB3KA ¢ TAXHOTO ACHCTBHE CpelTy
HPHCTHIINTE B AYAHOTEHHHA MOIEH Ha SIMHIICTICHA PU MUIIKH. Te€3H pe3ynTaTH npeationarar, ue
B3aHMOASHCTBHETO MEXKIY JICRETHPALIETAM H HAMMPANIHS C€ B CHHANTHYHNTES Be3UKYIH IPOTEeHH 2A
MOAIIOMAra aHTHENMWICITTHIHHA MEXaHU3bM Ha JCHCTBHE Ha JIEKAPCTBEHHMI MIPOAYKT.

dapMakoaHHAMWIHH eDEKTH

JlepeTHpaLeTaM Npeana3sa OT MAPLHHAATHYA U ThPBUYHY reHepaIM3HPaHH PHCTHIH MPH IMHPOK KPBI
JKHBOTHHCKH MOZIENH, 6e3 1a uMa npo-KoHByacuBeH edexTt. [IspBHYHMAT MeTabonuT € HeakTHBeH. [Ipu
XOpa aKTHBHOCTTA T10 OTHOINEHHE KAKTO HA [TAPITMATTHHTE, TaKa M HA ICHCPAH3HPAHHTE CIIUICITHINH
CBhCTOAHUA (emuIeNTHOOPMEHO OCBO0OIKIaBaHEe/ QOTONAPOKCHIMANICH OTFOBOP) NOTRBPKIABA MMPOKMS
¢hapMaKOIOTHYEH CIIEKTHP HA JIEBETHpALIETAM.

KnpHuina edukacHocT ¥ 6e30macHOCT

Jlonwasawo revenue Ka NAPYHATHY NPUCTMBNY C Uil De3 8MOPUYHA 2eHepaRu3ayul nPu 6b3PACMHY, IOROUY,
Oeya u Hogopooeru na 1 u nogeue Meceyq ¢ enuiencun.

[pu BB3pacTHH ePUKACHOCTTA HA ASBETHpANETAM € foKa3aHa B 3 Apofino-cneny, ruianebo-KoHTpoMpati
npoyusadus ¢ 1 000 mg, 2 000 mg win 3 000 mg/neH, mpuiarand KaTo 2 OTAEHH AO3H €
MPOABDKHTEITHOCT Ha JedeHreTo a0 18 ceqmuim. [Ipu cOGoprma aHAIM3 MIPOLIEHTA HA MAIHEHTHTE,
poctHrHany S0% HiIH mo-BUCOKO HAMAJICHHE CIIPIMO H3XOAHOTO HHMBO HA YECTOTATA Ha MapIHATHHTE
MPUCTHIH 3a CeIMHIIA TIPH MOcTOAHHA no3a (12/14 cepmuim), e 27,7%, 31,6% u 41,3% mpH nauueHTH,
npueMaty 1 000, 2 000 win 3 000 mg nereTUpanieTaM B chOTBETHO 12,6% 3a mareHTHTE, MpHAEMATTH
mnatedo.

[Teouampuuna nonyrayua

IIpy negHaTpHIHM TauMeHTH (OT 4 10 16-roAMIITHA BB3pacT), eQHKACHOCTTA HA JICBeTHPaUEeTaM € JoKa3laHa
B JBOHHO-CIANO, I1ale00-KOHTPOIMPAHO TPOYdBaHe, BKMOYBAIO 198 nalmeHTH | ¢ IPOABDKHTETHOCT Ha
neueHueTo 1414 ceammii. B ToBa npoydpaHe NAlMEHTHTE, MOTYYABAIM JIEBETUPALIETAM KATO IIOCTOAHHA
no3a oT 60 mg/kg/nHeBHO (IIpHEM JBa ITETH Ha NeH), 44,6% OT MaIMeHTHTe, TIPHEMAINH JeBETHPAIICTaM
19,6% ot maneHTHTE, IpUeMAaImH Iu1anebo, ca uManu S0% WK Mo-BHCOKO HAMAIIEHHE CIIPAMO H3XOMHOTO
HMBO HA YECTOTATA HA NAPIMAITHHTE NPHCTHIM 32 ceaMuna. 1IpH NpOABIIKATEHO ABITOCPOUYHO JI€UCHUE
11,4% oT maLMEeHTHTE HE Ca MOJTY9aBa/IH NIPHCTHIH MOHE 3a 6 Meceua H 7,2% noHe 3a 1 roauna.

[Tpu neauaTpUYHN NALMEHTH (OT 1-Mecedyna A0 4-ToAMINHa BE3pACT) e(PHKACHOCTTA HA JIEBETHPALIETaM €
YCTAHOBCHA B OBOHHO-CIANO, IUTAlIe00 KOHTPOMHUPAHO ITPOYIBAHE, BITIOUBALIO 116 mamyeHTH H ¢
MpOLB/DKHTEAHOCT Ha JIEYEHHETO 5 IHH. B TOBA IpOoyYBaHe Ha MANHCHTHTE € IPEIIHCaHa JHEBHA 1034 OT
20 mg/kg, 25 mg/kg, 40 mg/kg unu 50 mg/kg nepopancH pa3TBOp, B 3aBUCHMOCT OT TAXHaTa Bh3pacT. B
TOBA IPOYYBAHE € M3NoMsBana fo3a o1 20 mg/kg/nHenHo, THIpupasda 10 40 mg/kg/nHeBHO NpH HOBOPOEHA
OT eMH Mecen Ao 6 Mecena ¥ no3a ot 25 mg/kg/aneBHo, THTpHpada 10 S0 mg/kg/AHeBHO ITpH HOBOPOACHH
W Jelia Ha Bb3pacT oT 6 Mecena 10 4 roguun. O0mara JHeBHA J03a € IpIIarana Asa MbTH JHEBHO.
IIspBOHAYATHATA OLIEHKA HA €QEKTHBHOCTTA ¢ HUBOTO HAa OTTOBOP (MPOLICHTHT NawueHTH ¢ = 50%
HAMAJICHHE CIIPAMO H3XOOHOTO HHBO Ha JIHEBHATA YECTOTA Ha MapI[MaIHUTE MIPHCTHIIN), OnpeeneHa oT
3acJIeNieH LieHTpayied detell upe3 48-yacopo puaeo EEI" HaOmogeHie. AHATM3IBT Ha epHKaCHOCTTa oOXBaia
109 nauMenTH, XoUuTO ca HMau roHe 24-uyacoeo BuIco EEI" HaOmonexnue npes asara NepHoja - Ha
W3IXOAHOTO HMBO ¥ Ha onleHKara. [lanpenTre, nToKasanu oTroBop, ¢a 43,6% ot leKyBaHHTE ¢
nepeTHpaueTaM ¥ 19,6% OT nauHeHTHTE, NMpHEeMaInH IU1auebo. Pe3ynTaTHTe OTTOBapAT HA CHOTBETHATA
BE3pacToBa rpyra. [IpH IpoABIKHTEIHO IHIrOCPOUHO TeueHHe 8,6% OT MalMeHTHTe HE Ca MOMyYaBaTd
IIPUCTBIM NOHE 3a 6 Mecena u 7,8% none 3a 1 roausxa.

Monomepanun npu revenue na napyuannu npucmvnu ¢ Wik He3 gMOPUYHA 2EREPATUIAYUS NPU NAYUEHMU
ra 16 u noseue 200uru ¢ HOBOOUAZHOCTNUYUPARA EHIIENCHUA

EpuKacHOCTTa Ha JICBETHPALICTaM KaTO MOHOTEpANN € YCTAaHOBSHA B IBOHHO-CIATIO, [apaIeNHY; AW :
HeHH()EPHOPHO CpaBHEeHHE ¢ kapOaMasenmiH ¢ KOHTponupaHo ocsoboxaasane (CR) npH 576 ng m

16-roguinHa BE3PACT WIH MO-BB3PACTHH ¢ HOROAHATHOCTHLIMPAHA HIIH HACKOPO JUArHOCTHIY ,‘ ™) = ft“’f
r—__-:._?“‘___ y— .
CTIHJICTICHA. HaIIHEHTHTe c TpﬂﬁBaJIO Ja G'LII;aT CAHHCTBCHO ¢ HEIIPCAUIBAKAHH NAPIHATIHA TIPHCe 4-- TS 40
'E:.;},_ :'E -.T_: ;1.:;_..;’-:
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reHepaJH3ApaHH TOHHYHO-KJIOHHYHH NPUCTHIM. [laiieHTHTES ca ONMpEaeaCHH N0 CIyYacH HAYHH Aa
npuemat kapbamazernma CR 400 — 1 200 mg/nex wnn nesetnpaneram 1 000 — 3 000 mg/neH, Xato
IPOIB/DKHTEIHOCTTA HA JIedeHHeTo € A0 121 ceamMHUllK B 3aBHCHMOCT OT OTI'OBOpA.

JIunica Ha pHCTHIIM 3a 6 Mecena e JocTUrHaTa rmpH 73,0% oT naiMeHTyTe, IpUeMAIlH JIeBeTHPALCTaM, H
upy 72,8% oOT maLMeHTHTe, IpHeMaIH KapbaMasemiH. Y cTaHOBEHATa aOCOMOTHA pasiIMKa MEeXIY
tepanumTe e 0,2% (95% CI: -7,8 8,2). IToBeue oT nojI0BHHATA OT MALMEHTHTE OCTaBaT 0€3 1a MOJfy4aBaT
OpHCTHIM 3a 12 Mecena (56,6% 1 58,5% CHOTBETHO OT NANMEHTHTS HA JieBeTHpalieTaM ¥ kapOamasermuH
CR).

B npoyuBane, oTpa’sgBaiio KIMHAYHATA MPAKTHKA, CHIIBTCTRALLATA AHTHETHICTITHYHA TEpAmHa MOKe Aa Ce
NpeKECHE NPH OrpaHAdeH OpoH MaIUeHTH, KOMTO €a C¢ NOBJIHANTHA OT AOMb/IBAINA TEPAMHA C IEBETHPALIETAM
(36 BB3pacTHH naHeHTa ot 69).

Honvrsauo nevwenue HA MUOKIOHUYNYK NPUCTIBNU NPU BLIPACMHU ¥ IOHOWU Ha 12 u nogeue 200unu ¢
I0BEHWIHA MUOKTOHUMHA eNnURencus

EdHKacHOCTTa Ha IeBeTMpalieTaM € YCTAHOBEHA B JBOMHO-CIIATIO, IIALE00-KOHTPOITAPAHO MPOYYBaHE C
MPOIBDKHTEIHOCT 16 ceIMHLM IPH NMALMEHTH HA | 2-roavinHa BB3pacT WM NNO-BE3PACTHH, CTpaJalld OT
MIMOIIATHYHA reHepaIH3HpaHa €MHNENCHA ¢ MHOKIOHHYIHH IIPHCTHIIM OT PasiH4IHH CHHApoMH. [loeedeTo
MAIMEHTH ca OWIH ¢ IOBEHIWIHA MHOKIIOHAYHA CITH/IETICHA.

B ToBa npoyusane no3ara Ha neeerupanieraM € Owia 3 000 mg/neH, pajencHa Ha 2 pHeMa.

58,3% OT mauMeHTHTe, IPHEMAIIH JIeBeTHpaueTam, H 23,3% or rmaiMeHTHTe Ha Iwanebo ca ¢ node 50%
HaMalleHWe Ha JHHTE [Ipe3 CeIMHIATAa ¢ MHOKJIOHMYHHK NPUCTEHIH. [Ipyd MPOARIKUTENIHO ABIFOCPOTHO
neucHHe 28,6% OT MAIMEHTHUTE HE ¢a [10IY9IaBaIM MHOKIOHHYHH NPHCTBIIM NOHe 3a 6 Mecena K 21,0% mnione
3a 1 roguHa.

Lonvreawo neyenue Ha NbPEUYHO 2eHePARUIUPARY MOHUMHO-KIOHUYRY NPUCTMBAYU NPU Gb3PACMHU U
noopacmsaawu Ha 12 u nogeve 200uny ¢ UOUONAMUYHA 2EHEPANUSUPAHA ENUNCHCUA

EdukacHocTTa HA I€BETHpAIIETAM € [0Ka3aHa B 24-Ce AMHYHO JROMHO-CIAII0, INaneb0-KOHTPOIHPaHO
Npoy4BaHe, BIKTIOYBAINO BE3PACTHH, IOHOIIM M orpaHu4er Opoi zena, crpajailiy OT HANONATHYHA
reHepaJli3HpaHa eIMIENCH ¢ MEPBUYHO MeHePATM3UpaHi TOHHIHO-KIOHMYHH (I1I'TK) npucThIM OT
pas3lIM4HH CUHAPOMH (IOBEHHIHA MHOKJIOHMYHA STTHIIETICHSA, I0BeHITHA a0caHe eTmnencus, AeTcKa abcaHe
ENWISIICHS HIIH eWIeNcus ¢ grand mal NPpRCTHIM NpH ¢E0yXane). B Topa npoy4saHe no3ara Ha
 neBetHpaleTraMm ¢ 6ma 3 000 mg/nex mpu Be3pacTHr Wi 60 mg/kg/nen npu nena, npueMaHH KaTo 2
OTIENHH N03H.

72,2% OT NaLMeHTHTE, pHEMAIIIH NeBeTHPALeTaM, H 45,2% ot maumenTuTe Ha wianedo ca ¢ 50% unu no-
roiaMo HamaneHHe Ha decrorara Ha [ TK npHCTENH 3a ceamuiia. 1Ipd NpoasDKHTEIHO JEINOCPOIHO
neuyeHue 47,4% OT NAIHEHTHTE HeE Ca MOIYYABATH TOHHYHO-KIOHHYHM IIPHCTHIM IOHE 3a 6 Mecena H 31,5%
He ca MOMy4aBa/Ii TOHHYHO-KJIOHWYHM IPUCTHIH NOHE 3a 1 rouHa.

5.2 PapmMakoKHHETHYHH CBOHCTBA

JIeseTHparieTaM MMa BHCOKA CTEIIEH HA PA3TBOPHMOCT H MPOHHKRaHE. DapMaKOKMHETHIHHAT My ITpoduI e
JIHHEEH C HICKA HHTPA-MHIHBHIYATHA H HHTep-UHIUBUyalHa BapHaOHinHocT. HaMa mpoMsiHa B KITHPBHCA
CJI€] MHOTOKPATHO NpHnoxeHye. HaMa maHHH 3a ChIlecTBeHa BapHAOMIHOCT 110 OTHOIMICHHE HA TIOJA,
pacaTa H IHpKagHuA pHTEM. QapMakOKHHETHUYHHAT NPOdHI € CpaBHHM NPH 37IpaBH JOOPOBO/IH H
MAUHECHTH ¢ SIIUICTICHA.

[lopanu meaHaTa W MHHEHHA aGcopOLius, IIa3MeHMTe HUBA MOTaT @ OBAaT NpeaBHACHH B 3aBHCHMOCT OT
opalHaTa J03a JCBETHpALeTaM, H3pa3eHH B mg/kg TeaecHa Maca. ETo 3aio He € He0OX0HMO ClIeZICHE Ha
[UIa3MEHHUTE HHBA TCBCTHPALICTAM.

Ilpyu BB3pacTHH H A€la € YCTAHOBEHA 3HAYHMa B3aHMOBPB3Ka MeXXIY CIOHYCHATa H I1asMeHA
KOHIIEHTpaMA (CHOTHOMIEHWETO CIIOHKA/IAA3MA IO OTHOIISHWE Ha KOHIIEHTpalMaTa Bapupa 0T 1 1o 1,7
MpH opajtHaTa TabneTHa gopMa U 4 waca cieA pueMa Ha IEpOpaTHHA pasTBop).

Bvipacmnu u noopacmeawu

AbcopOiumg
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JleseTHparieram ce abcopbupa 6bp30 caen nepopaiHe npunoxeHHe. AScomorHara opainHa GHOHATHYHOCT €
ommska o 100%. ITuxoBH w1asMeHH koHUeHTpalMM (Cmax) ce pocturar 1,3 gaca cien npueMa. ChCTOAHHAE
steady-state ce JOCTHTa CJICH ABA JHH MPH CXEMa HA [IpHeMaHe 2 MbTU AHEBHO. [IHKOBHTE KOHIICHTpAIITHH
(Cmax) ca oGuuaiiHo 31 pg/ml u 43 ug/ml, croTBETHO cNex eaqHokparHa go3a 1 000 mg ¥ MHOTOKpaTHO, JABa
ITETH AHCBHO Mprioxkenue Ha 1 000 mg.

Crenenra Ha a0copOuMa He 3ABKWCH OT JO3aTa U HE Ce BIMAe OT XpaHaTa.

Pa3 EIcHIE

Hsama gaHHd 3a TBKAHHOTO paslpeneseHHe [Py xXopa.

Huro neperupaneraM, HUTO HEMOBHS ITEPBHYEH META0OMMT Ca CBHP3aHM B 3HAYWTENHA CTEIEH ¢ [IITa3MEHHTE
nporeHHH (< 10%). O6eMbT Ha paslpe/ieieHHe Ha ieBeTHpaneTam € npubmusurenno 0,5 ao 0,7 I/’kg, koero
e Os3o 1o obmma Boned obeM Ha OpraHM3Ma.

Buorpancthopmartng |
JleBeTHpalieTaM He ce MeTalOMM3Hpa €KCTEH3UBHO IIPH Xopa. | TaBHUAT 6T Ha MeTaboIH3BM (24% ot
[03aTa) € €H3HMHA XHPO/H3a Ha alleTaMHHaTa rpyna. B o6pa3yBareTo Ha MhpBUYHUS MeTaboIuT, uch
L057, e yuacTBat uepHOApoOHUTE rroxpoM P450 n3odopmu. Xunponusara Ha alleTaAMHAHATA Ipyma €
YCTAHOBCHA B TOJIAM Opoil ThKAHH, BKIIOUHTETHO KPBRHHE KeTkH, MetabonutsT uch LOS7 ¢
$apMaKOIIOTHYHO HEAKTHBREH.

YcTaHOBEHH ¢a ChILIO M IBA BTOpOcTeneHHH MeTabomura. EQMHMAT ce nmomyyasa ¥pe3 XHAPOKCHIHPaHETO
(1,6% ot mo3ara), a APYTHAT OT OTRAPAHETO HA ImAponHaoHOBHA npbeTeH (0,9% ot dozara). Jpyrure
HeMASHTU(PHIHMpaHH KOMIIOHEHTH ca caMo 0,6% ot nosara. |

In vivo He € YCTAaHOBSHA BBTPEINHA KOHBEPCHS HAa EHAHTHOMEPHTE KaKTO Ha JICBETHPAllCTaM, TaKka H Ha
HErOBHA ITEPBMMEH MeTAOOIIHT.

In vitro neBeTHpalieTaM U HETOBHAT ITEpBUYEH MeTaObOoIUT He MHXHOHpaT H30QOPMHTE Ha TTIaBHHA
YepHOIpoOeH KOMILTEKS Y XopaTta - muroxpoM P450 (CYP3 A4, 2A6, 2C9, 2C19, 2D6, 2E1 n 1A2),
rmokyposun tpancdepazara (UGT1A1 u UGT1A6) u emokcHa XHAPOKCHIA3HATa aKTHBHOCT. B
JOITBITHEHHE, IEBETHpAIlETaM He BB3AECHCTBA i Vitro BPXY IMMIOKYPOHHPAHETO Ha BANIPpOEBa KHceaHHa. B
KYJTYPH OT YOBEIIKY XCIIATOLIMTH JICBETHPALIETAM OKa3Ba ¢ciadb M HUKakbsR edpexT Bbpxy CYP1AZ,
SULTIE] wm UGT1A1l. Jlesetupaueram e cnad uazykrop Ha CYP2B6 u CYPIA4. In vitro v in vivo
JaHHHWTE 34 B3aHUMOJIEHCTBHA ¢ [IepOopalTHi KOHTPALECITHEY, JUTOKCHH H BapdapHH [TOKa3BarT, Ue in vivo He
CE€ O4YaKkBa 3HAYMMO HHIYLHPaHE HA €H3MMH. 3aTOBa MAJIKO BEPOATHO € B3aHMOAEHCTBHE Ha JIEBETHPALICTAM

C APYTH BELIECTBA.

EnvmuHEpane

[L1a3MeHHAT [TOMYKHBOT IIPH BB3pacTHM ¢ 7+1 "aca M He BapHpa B 3aBHCHMOCT OT A03aTa, MBETHA HA
nprIaraHe H MHOrokpaTHud npHeM. Cpeauuar o0 teneced kaupsHE € 0,96 mi/min‘kg. Tnasrwar meT Ha
eKCKpelHs € Upe3 YpUHaTa B BB3IH3a Ha 95% ot nosara (nmpubmusurento 93% ot npuerarta 1o3a ¢e OTASNAT
B paMKHTe Ha 48 qaca). OraensHeTo uype3 H3NpaxHeHUSTa € camo 3a 0,3% ot gozara.

KyMyIaTUBHATA €KCKpelHd Upe3 YPHHATA Ha JeBETHpALIETaM M HErOBHUA TbPBHYEH META00IHT € CHOTBETHO
66% u 24% npe3 mepeuTe 48 Haca.

PeHaTHHST KTHPBHC Ha JeBeTHpaueTaM # ucb L057 e cvorBetHO 0,6 1 4,2 ml/min/kg 1 nMokazpa, 4ge
JIeBETHpALETaM Ce OTHeNd Upe3 IIOMEPYIIHA (DITTpaltus ¢ nocneaBala TyOyiHa peabcopOims, 1 ve
ITbPBHYHHAT MeTabOJMT CHILIO ¢€ OTAEAA Upe3 TYOY/IHA CEKpelHs B JOIThIHEHHE HA ITIOMEPY/IHATA

($HITTpaLHA.
OtaeNsaHeTo Ha ICBETHPAIIETAM KOPEJIMpa ¢ KPEaTUHUHOBHA KITMPHHC.

Ilayuenmu 8 nanpeduana ¢v3pacm
I1pH marMeHTH B CTap4ecKa BB3PacT MOMYKHBOTET € yBenudeH ¢ okoi1o 40% (10 go 11 yvaca). Tosa e

CBEP3aHO C Hamanasaue ua Onlpeunara QyHKIMS OP¥ Ta3y NOMyaima (BxK. Touka 4.2).

bvbpeuno yepeoicoane
TTpHBHIHHMAT TENECEH KIHPHHC HA JICBETHPAIIETAM H HETOBHSA ITEPBHYEH MeTa0OIMT KOPEIHpa ¢

KpeaTHHHHOBHA KITHpHHC, ETO 3ai0 ce npenopbuba ajlanTupaHe Ha NOATbpKalnara JHEBHA 1034
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IepeTHpAaleTaM Ha 6a3aTa HA KpeaTHHHHOBHA KIHPBHC MIPH MATHECHTH ChC CPSIHO A0 TexkKO 650peyHO
yBpeskaaHe (BxK. ToYka 4.2).

ITp NalHEHTH B TEPMHHAICH ¢Taaui Ha OBOpeUHA HENOCTATHIHOCT ¢ aHYPHA, BPEMETO Ha NOIYKHBOT €
MpHOAM3UTENHO 25 1 3,1 yaca ChOTBETHO IO BpEME Ha MEXAYNHAIMIHHAA H JTHATW3HASA NEPHO/I.

ITo Bpeme Ha obuuaiiHaTa 4-4acoBa AHANTH3HA npoueaypa ¢pakHOHHO ce OTAeNAT 5 1% oT neBeTUpaLieTaM.

Heproopobro vepexcoane
[Tpu matMenTH ¢ IeKa M YMePeHa CTeIeH Ha YEPHOAPOOHO YBPEKIAHE HE CE Haﬁm{malsa THAYHTECIIHA

NpoMsiHa B KTHPBHCA Ha €BeTApaneTaM. [IpH NoBeueTo MaLHEHTH ¢ TEXKA CTETICH Ha YepHOAPOSHO
yBpEAKAaHe KIHPBLHCHT Ha JICBETHPAlleTaM € HaMalleH ¢ noBeue oT 50% mopanu cpITeTeTBAmO OBOpedHO
yBpexaaHe (BK. Touka 4.2).

Ilecuampiung nonyaayus

Heya (4 0o 12 200unu)

Cnen npueMaHe Ha equaM4Ha go3a (20 mg/kg) oT neua (6-12 roguHy) ¢ emarencyi, MOTyKHBOTET Ha
nesetupaneraM ¢ 6,0 gaca. IIpHBUIHUAT, KOPHTHPAH CIIPAMO TENECHOTO TETTIO lU'al'lE-HC e 6un
mpuOCan3uTenHo ¢ 30% mo-BHCOK OT TO3Y Ha BB3PACTHM C EMMATETICH. |

Cnen MHEOTOKpaTHO nepopanino npunoxense (20 no 60 mg/kg/nnesno) npw nena ¢ emuiencus (4-12
rojMHH), JeBeTHpaueTaM ce abcopbupa 66p30. ITHKoBY mIa3MeHH KOHLIEHTpalMH e JoctHrar 0,5 1o 1 gac
caen npaema. HabmozaagaHo e IMHEHAO M MpONOPLUUOHAIIHO Ha A03aTA IOBHIIABAHE 332 IMKOBHTE ILTA3MCHH
KOHIIEHTPALIMH H ILTOMTa O KpHBaTa. BpeMeTo Ha nomyXMBOT € OKoJIo 5 4aca. [IpMBHAHMAT TeneceH
kmpsHE € 1,1 ml/min/kg.

Hoeopooenu u deya (1 mecey 0o 4 200unu)

Cnen npunokeHrne Ha eqHoKpaTHa no3a (20 mg/kg) ot 100 mg/ml nepopaneH pa3TBOp NPH JELA C
ermvtenicHA (0T 1 Mecel oo 4 rOAWHH), IeseTHpaueTaM ce abcopbupa 0Bp30, KaTo MHKOBHTE IUIa3MEHH
KOHIIEHTPALIHH ¢€ JOCTHTAT IMpubmu3uTenHo 1 vac cinen npueMa. PapMaKOKUHETHYHHTE Pe3yATATH
MOKa3BaT, 4€¢ BPEMETO Ha MOJTYKHBOT € Io-kpaTko (5,3 4aca), B CpPaBHEHHE C TOBA IIPH BH3pacTHH (7,2 Jaca)
a TIPUBHAHHAT TeJleCeH KIHPBHC € mo-yckopeH (1,5 ml/min/kg), B cpaBHeHMe ¢ ToBa pH Be3pacTHH (0,96
ml/min/kg).

B nonynansoHHMs (hapMaKOKHHETHYEH aHAIH3, POBEICH MPH TIallMEHTH OT 1-MeceuHa 1o 16-roaMiuHa
BB3pacT, TEMECHOTO TEIIIO € 3HAYMMO CBBP3aHO ¢ IIPHBHIHUA TEISCEH KIMPBHC (KIHPBHCHT €€ MOBHMIABA C
IIOBHINABAHETO HA TEJIECHOTO TETJIO) H TeJIECHHA 00eM Ha pasmpeacicHHe. B3pacTTa ChIO BIIHAS BHPXY
IBaTa rnapaMeTspa. To3H edexT e u3pa3eH NO-CKOpPC IIPH HOBOPOAECHHTE U HaMAIABA IIPH YBEJIHYEHHE HA
BB3pacTTa, KATO CTABA HE3IHAYMTEJIEH OKOJIO 4-rOIUIIHA BE3pAacT.

B npara nomynanuoHAH ¢$apMaKOKHHETHYHH aHaIM3a ce Habmogaea okoio 20% HapacTBaHe Ha
MPHBUIHHAT TENCCEH KIUPHHC HA JCBETUPAIISTAM, KOTATO e NPUIara ChbBMECTHO ¢ SH3MM-HHY THPaNiNTe

AEJL

5.3 lipeARITHHHYHH JaHHH 332 0€30HACHOCT

IMpeaIMHHYHHTE JAHHH CHITIACHO OOIIONPUETHTE M3CIeIBaHKHA Ha O€30IacHOCTTa, PapMaKoIOTHATA,
reHOTOKCHYHOCTTA H KAPIIMHOTEHHOCTTA He MOKAa3BaT W3BBHPECH PHCK IIPH YOBEKA.

HexenaHu JekapcTBEHH peaklii, KOMTO He ca HabIoZaBaH| Mo BpeME Ha KIIHMHHYHHTE NpOyYBaHHA, HO
YCTaHOBEHH ITPH ILTHXOBE H B MO-MAJIKa CTeIleH IIPH MUIIKH, NPH HUBa Ha NpHIarake, MoJo0HH Ha T€3H NpH
4YOBEKA H ¢ Bb3MOXKHA Bpb3Ka C KIIHHHYHATa ynotpeda, ca 4epHOApoOHHTE NPOMEHH, IIOKA3BaITH
aJlalITHBHMS OTTOBOP, KATO HApacTBaHe Ha TEIVIOTO M LeHTpriIoSynapHa xuneprpodus, MacTHa
MHGHATPALMA ¥ MOBHINABAHE Ha YEPHOAPOOHUTE €H3MMH B TJIa3MaTa.

He ca nabmozaasanu HexxenaHy edpeKTH BbPXY MBXKKATA M JKEHCKATA tbemen-mcr WK peNpOoyKTHBHATA
CrI0coBHOCT mpH ruTbXOoBe B 403K A0 1 800 mg/kg/nen (x 6 MRHD Ha mg/m’ 1 6a3ata Ha eKCIIC
npy pogurenuTe U F1 nokosenue.

IIpoBegenn ca aee emOpro-teranmun pa3roituu (EQP) mpoyusanma npu wisxose ¢ 400, 1 200
mg/kg/nen. Ipu 3 600 mg/kg/nen B camo enno ot 2 EOP npoyusanua ¢ mMano ¢1abo HaMaJJgHIEE
Ha 3apOJMIIa, CBP3aHO ¢ I'PAHMYHO MOBHIIeHHe Ha Mandopmarmure. JIMncea epeKT BEPXy|¢Nep “. __ IEME -
eMOpHOHMTE M JIMIICBa IOBMIICHHE Ha vYecroTata Ha Mandopmaumute HHHHP (Hupo Ha HeRpugiG: BH 5
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Hexke/TaHH peakuun) € 3 600 mg/kg/nen pH OpeMeHHM XKeHCKH IUTBX0BE (X 12 MakcHMaHaTa IpenophHana
HeBHa 11032 NpH xopa MITIX, Ha mg/m’ 6a3a) u 1 200 mg/kg/neH NpH 3apOJUIIMTE.

[Ipoeenenu ca ueTupu eMOpHO-(eTanHi pa3BoitHM NpoyuBaHua mpu 3akiM, nokpueamy no3u ot 200, 400,
800, 1 200 1 1 800 mg/kg/nen. Hoza ot 1 800 mg/kg/neH e mpeau3BuKaia 3abeliexKUMa TOKCHIHOCT MPH
malikaTa H HaMajleHHe Ha TerJIOTO Ha IUI0AA, CRBP3aHO C [TOBHIIEH PHCK OT IUICH ChC CEPIACYHO-

cpaoBH/ckeneTHH aHoMamad. HHHHP e <200 mg/kg/nen mpu Maiikara 1 200 mg/kg/neH mpu mwioza (paBHoO
Ha MIIJX Ha mgfm2 baza).

[Tepy- H MOCTHATATTHO Pa3BOMHO MPOYYBaHE € MPOBEAEHO MPH ITEXOBE C JO3H JieBeTHpaueram ot 70, 350 1
1 800 mg/kg/nen. HHHHP e > 1 800 mg/kg/nen 3a F{) ’xeHCKH W 3a IPEKHBIEMOCTTA, PACTEKa H
paspuTHeTO Ha F1 noxonexue o or6mBadeTo mM (x 6 MITITX Ha mg/m’ Gasa).

HeonatalHHTe ¥ KOBEHWIHH [POY4IBAHHA IIPH KHBOTHH (TLUTBXOBE M KydeTa) He IIOKA3BaT HeXKeNaHH ePeKTH
10 OTHOIIEHHE HA CTAHAAPTHOTO Pa3BUTHE HITH Ch3paBaHe mpu no3u 10 1 800 mg/ke/muerHo (x 6 —x 17

MITIX Ha mg/m’ Gaza).

O1neHka Ha DHUCKa 34 oKoJIHaTa cpena (ERA

Manko BeposaTHO € ynoTpebaTa Ha JIeIICHTaM B CHOTBETCTBHE ¢ MPOAYKTOBATa HHpOpManus Oa JoBEAe A0
HE)KeJIATETHO BB3JCHCTBHE BEPXY OKOJIHATA cpela (BxK. Touka 6.6). -

6. ©APMAIIEBTUYHMH JIAHHM

6.1 CoHchK HA DOMOIIHHATE BemecTBa

Anpo Ha TabneTkara:
Kammes xuaporeadochar quxuapar
MuxpoKpHCTaNHA LIETyH03a

KpocnoBuicH THnm A
XuaApoKCHITponumenyinosa (L)

dunmoro nokpurde Onagpait OY-LS-28908:
XHIIpoMeno3a

JlakTo3a MOHOXHApAT

Makporon 4000

Turanos ooxeHg (E171)

6.2 HecbBMeCTHMOCTH

HernpunoxamMo

6.3 Cpox Ha roaHocT

3 roguHH

6.4 Chnenuanam ycjI0BaS HA c'bxpﬁﬂenﬂe
HsiMa cnieliManHH YCIIOBHA Ha CBXPaHCHHE.

6.5 Bua# chABpPKAHEE H2 ONAKOBKATA

Jlencuram 1 000 mg c]aﬁnmnpmm TabaeTKH ca nakeTHpaHH B Oeny 6IMCTEPH OT HENMPO3pavHO
PVC/PE/PVDC-anymunueBo ¢oaHO B B KAPTOHEHH KYTHH, ChABbpskallH 30 TabmeTky.

6.6 Coennajnn npeﬁnaann MEpPKH IPH HIXBBLPJAAHE H padoTa

HeH3non3BaHUAT JIEKAPCTEEH IPOAYKT HITH OTNAABYHHTE MATEPHANH OT Hero TpsAOpa aa ce us3
CBHOTBETCTBHE C MECTHUTE H3HCKBAHMA.

15




7. MPATEXATEJ HA PASPEIIEHHUETO 3A YIIOTPEBA

COMLAPMA A

yi. Kmuercko moce 16, 1220 Codug, bunrapus

Tel. + 359 2 8134 253, Fax: + 359 2 936 0286

8. HOMEP(A) HA PASPEINEHHETO 3A YIIOTPEBA

20120060

9, JJATA HA I'BbPBO PASPEIMMABAHE/MIOOJHOBSABAHE HA PAZPEIIIEHHETO 3A

YIIOTPEBA

25.01.2012

10, [JATA HA AKTYATMIUPAHE HA TEKCTA

HOma 2012
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