KPATKA XAPAKTEPUCTHKA HA MTPOAYKTA



1. HME HA JEKAPCTBEHMS ITPOAYKT
JlesetupakoH 100 mg/ml nepopanen pasteop

Levetiracon 100 mg/ml oral solution

2. KAYECTBEH M KOJIHYECTBEH CbCTAB

Beeku ml ot nepopanuua pazreop cuaspxka 100 mg nesetupaueTtam (levetiracetam).

[ToMOUHH BEWIECTBA C W3BECTHO NEHCTBHE!

Boeku ml oT NepopasHus pasTBop cbabpika 1,5 mg MeTHN napaxuapokcubeHsoar (E218), 0,18 mg
nponui napaxuapokcubensoat (E216) u 300 mg manTuTon, TeueH.

3a Mb/HUA CITMCHK Ha NMOMOLIHMTE BEUWECTRa BHKTE Touka 6.1,

3. JIEKAPCTBEHA ®OPMA W3NbAHMTEHA ATEHUAS NO IEKAPCTBATA
Kpamxa xapaxmepuormiiKe Ha 'npogmna?ﬁamameuue i

Tlepopanen pazTeop :

[Mpo3pauna, GesuBeTHa TEYHOCT € aApOMAT HA FPO3IE. Kom Pee. Mr 20/ 60 356’;
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4. KJIMHUYHH JAHHH

4.1 TepaneBTHUHH NOKAIAHUA
JleBeTHpaKkoH € NOKA3aH 332 MOHOTEPANHA NPH IEYEHHE HA NAPUHANHH NPUCTBIN C WK Oe3 BTopuuHa
FeHEpaNM3aLUMa NPH BL3PACTHH W IOHOWMW Ha |6 ¥ noBeve rOAWHM € HOBOAHArHOCTHUMpAHA

CNUNEncua.

J]CBGTHpaKOH € MOKAa3aHa 3a J0NbLABALLO NEHYEHHE Ha.

. NapuUaIHK NPUCTHNN C UAKM Ge3 BTOPHYHA FEHEpanu3auMa npud Bh3PACTHH, IOHOWH. A€ua W
HOBOPO/ICHHW Ha | M MOBEYe Meceua ¢ EMHNENcHs.

. MUOKNOHHYHK MPHCTBIIM NPH BB3IPACTHH U OHOLWKW Ha 12 W noBeue roAMHW ¢ KBEHWNHE
MHOKNOHKYHA enunencus.

. MLPBHYHO FEHEPANTU3IMPAHH TOHHYHO-KIIOHWYHW NPHCTBIM NPH Bb3PACTHH H IOHOIIH Ha 12 n

IOBEYE MOAKWHH C HANONATHUHA FEeHEPATHIHPAHA €NHIENCHA.
4.2 lo3upoBKa M HAYHH HA NPHIOKEHHE

ﬂosupomca

Mowomepanus npu sv3pactinu u wnowy Ha 16 u nosene 200unu

MpenopbunTenHaTa HavaaHa A03a € 250 Mg aBa 11bTH AHEBHO, KOATO CNEA ABE CEAMMUM fa cc
MOBHUIA HA MbPBOHAYAIHA TEPANEBTUUHA 1032 OT 500 mg ABa nuTH AHeBHO. Cnen TOBa 103aTa MOKe
2@ CE NIOBULIABA ¢ 1O 250 Mg ABa MHTHU AHEBHO HA BCEKYW ABE CEAMWLN B 3ABHCHMOCT OT KIMHWYHAWA
otrosop. Makcumansara ao3a ¢ | 300 mg asa NbTH IHERHO.




Honvasaujo nevenue npu evspacmuu (> 18 200unu) u wonowiy (12-17 200unu) ¢ mezao 30 kg ww
nogeye

Hauannara TepanesTwuHa 1o3a ¢ 500 mg na AbTW AHeBHO. Task 103a Moxe aa 6wae 3anouHara ot
NbPBHA eH Ha NEHEHHETO.

B 3aBMCUMOCT OT KTMHMYHUS OTFOBOP M MOHOCKHMOCT AHEBHATA /033 MOXe Aa ce ysenuyn 1o | 500
mg ABa NbTH AHEBHO. [TpOMAHA B [03aTa, CBBLP3AHA C YBEIMYABAHE W/IM HAMANABAHE, MOKE 1A c€
U3BLPWBA Ha Beekd 2 10 4 ceamuum ¢ 500 mg nBa NBTH AHEBHO.

Creuuaniv nonyAaunn

Cmapuecka gv3pacm (63 200unu u no-6v3pacmu)
TMpenopbyea ce aNanTHpaHe Ha 103aTa TIPH NALMEHTH B CTAPYECKa BL3PACT ¢ HapyweHa GuGpeuna
dyHkuys (Bx. no-aony "brépeuno yepencaane”).

Bvbpeuno yepeaciane
JlnesHaTa no3a TpaGaa Aa ce MHAWBUAYANM3UPA B 3aBUCKMOCT OT ObOpeunara dyHKumA.

Tpu BE3pacTHH NALKEHTH M3NOA3BaitTe MPUIOKEHATa No-10y TabnMua 3a ananTHpaHe Ha N03aTa. 3a
npunarake Ha TasH Tabnuua € HeobXOAMMO Ja C€ 3HAE KPeaTHHHHOBHA KIIMPBLHC Ha MalueHTa.
wpazer B ml/min (CLcr). Mpu Bw3pacthu M toHowu ¢ Terao Han 50 kg CLer B ml/min moxe na ce
onpeaenu or cepyMHKMs KpeaTuHuH (mg/dl) upes cneanara dopMyna:

[140 - Bb3pacTTa (roaunwn)] x TernoTo (kg)
CLer (ml/min) = (x 0,85 npu xeHu)
72 % cepymen kpeatunun (mg/dl)

Kato CLer ce anantupa cnpamo TenecHaTa NoRbpPxHoOCT (BSA) kakTo cienga:
CLer (mi/min)
CLer (ml/min/1,73 m?) = - x 1,73
BSA nauuest (m?)

AJanTupade Ha N03aTa NPd BL3PAcTHW W HoHOWM ¢ Terno Haa 50 kg ¢ napvena 6u6peqna dyxkums:

I'pyna KpeaTHHHHOB knupesHe | Jlo3a W uecToTa Ha npunaraHe
(ml/min/1,73m2)

Hopmanua ¢pyHkums >80 500 no 1 500 mg nBa NbTH
AHEBHO

Jleka crenew Ha Hapywena | 50-79 500 no | 000 mg aBa [bTH

thyHrUMs JAHEBHO

Vmepena crened Ha wapyuwsena | 30 - 49 250 ao 750 Mg AB2 LT ARCBHO

DYHKLIHA

Texka crenen Ha Hapywesa | <30 250 no 500 mg aBa NHTH AHEBHO

dyHKUMS

NauneHTH B KpaeH cTaauii - 500 a0 1 000 mg seaHbxK

Ha 6B0peyuHa HeaOCTATBUHOCT AHeBHO (2)

noanexawn va adanusa (1)

(1) [pes NbLpBMS ACH HA JEHEHHETO CE NPENOPLYUBA HATOBAPRALIA 1032 OT 750 mg neseTrpateTam
(2) Cnen ananusa ce npenopnuea AoMbjHHTENHA 03a o1 250 1o 500 mg.

Mpy neua ¢ GuOpeyHH yBpexaaHua, 403aTa JieseTHpaueTam Tpabea aa ce ajanTipa Bb bR
6u6peunara GyHKUMA, Thii KaTO KIHPLHCHT Ha NIEBETHPalETaM € CBbP3aH ¢ HhOpeuHaTy/)
[Tpenopbkata ce OCHORaRA Ha NPOYYBAHE NPH BL3IPACTHH C HLOPEUHU YBpEKAAHNS.



CLcr 8 mi/min/1,73 m2 € BbIMOXKHO 42 e ONPeleN OT H3IHUCIABAHETO HA CEpyMHWS KpeaTUHHH
(mg/dl) 33 NO-MaNKy KHOWM, flEUa W HOBOPOACHW C NIOMOLITA HA CEAHATA dopmyna {dhopmyaa Ha
Schwartz):

Bucourna (cm} x ks
CLer (mYmin/1,73 m"y = -
Cepymen kpearunuH (mg/dl)

ks= 0,45 npu HOBOpOAEHH A0 [-roauwHa Be3pacT; ks= 0.35 npu Aeua NoA 13 roaMHy KW aeBoiku: ks=
0,7 rpH FOHOLLM OT MBKKH NOJ.

AJanTHpaHe Ha A03aTa NpH HOBOPOACHH, ACUA H IOHOWH C TEIIO NOA 50 kg ¢ Hapywena DuOpeyHa

dyHKUWA:

['pyna KpeaTWHHHOB KIMPLHC Jloza u vecToTa Ha nozupawe (1)
{ml/min/1,73m2)

Hosopoaenn ot 1 no 6 meceua Hosopoaenn ot 6 10 23
Meceua, 1eua v woHowu ¢ Terno noa 50 kg

Hopmanna > 80 7 no 21 mgkg (0,07 no | 10 no 30 mg/kg (0.10 a0
0,21 ml/kg) naBa NbTH 0,30 mlkg) asa nbrw
JHEBHO JIHEBHO

Jleka 50-79 7 o 14 mg/kg (0,07 no |10 no 20 mg/kg (0.10 no
0,14 mlkg) asa nwru | 0,20 wlkg) aBa  NbTw
JHEBHO JAHEBHO

YmepeHa 30-49 3.5 no 10,5 mgkg (0,035 ]5 no 15 mg/kg (0.05 o
fo 0,105 mi/kg) asa nbri | 0,15 mbkg) aBa  neTH
[HEBHO JHEBHO

Texxa <30 3.5 a0 7 mg/kg (0,035 o |5 ao 10 mglkg (0,05 no
0.07 mlkg) nmsa nwv | 0,10 mikkg) aa  nbTH
JIHEBHO JIHEBHO

TMaumenTd B  Kpaew | - 7 no 14 mgkeg (0,07 no | 10 a0 20 mg/kg (0.10 1o

cranuii Ha ObOpeuna G, 14 ml/kg) peanbk | 0,20 ml/kg) BEAHLH

HEQOCTATLYHOCT aneeno (2) (4) AHeBHO (3) (3)

NpOBEXAALLH IHANK3A

(1} Mepopanen pastBop TpaGRa 13 C¢ HINON3BA NPK 103K NOA 250 mg ¥ NpW NAUHEHTH ,
Apermbar TafneTkru.

(2) Mpenopbuea ce naropapsama noza ot 10,5 mglkg (0,105 mi/kg) npe3 nupeus
NeBeTHPAUSTAM,

(3) Tpenopvusa ce watosapsawa gosa oT 15 mghkg (0,15 ml/kg) npe3 mbpBHA AEH Ha NeueHHE ¢
NeBETHPALETAM, .

(4) Cnea Avanuza ce NpenopbyBa ACMBIHUTENHA 1034 OT 3,5 no 7 mg/kg (0,035 a0 0,07 mi/kg).

(5) Criea nMani3a ce NpenopbyBa AOMbAHKTENHE 1032 OT 5 10 10 mg/kg (0.05 no 0,10 ml/kg).

KOUTO HE MOrat Aa

ASH HA JgUEHWE C

Uepnoopobio yepedicoane

[Tpy NailMEeHTH ¢ fieKa 10 yMepeHa CTeneH Ha YepPHOAPOOHO YBPEXKAAHE HE Ce Hanard ananTupaHe Ha
no3ata. TIpy NALKEHTH C TEXKO HEPHOAPOGHO yBpEsk/IaHe CTOMHOCTHTE HA KPEATHHUHOBUA KAMPELHC
mMorar Ja He Jajat peansa npeacrtaa 3a GuOpevnaTa HEAOCTATHHMHOCT. Mo Tasn NpHvWHa NpH
KpeaTHHUHOB KaupbHe < 60 mi/min/1.73m2 ce npenopbusa 50% wHaManeHHe Ha /AHCBHATA
noaabpXKaLla 103a.




[TeanaTpyuHa nonyaauns

Jlekapst TpabBa na NpeanMiue Hal-NOAXOAALLATA JIEKAPCTBCHA dopma, BbB (HOPMa U KONHUECTBO HA
AKTHBHOTO BELIECTBO B 1030BA €AHHHLA, B 3ABHCUMOCT OT Bb3pacTTa, TETNOTO U 1034TA.

JleBeTHPAKOH MEPOpANeH pasTBOD € NpeanounTaHaTa gopma 3a ynoTpeba Npn HOBOPOACHH U 11€11a Ha
BLIpAcT NOA 6 roauHu. B nontiHeHHe, HANHYHUTE 1030BH ¢opMH Ha TabNETKMTE HE €2 NOAXOAALLA
33 HAYAIHA TEpanus MPH Oeua ¢ TENEeCHo Terno noa 23 kg, Npx NAUMEHTH, KOWTO HE MOraT Ja
nperbIUAT TabNReTKY MK NPH NPUAOKEHHE HA 103K NoA 250 mg. [pu BCHUKH FOpPENOCOUEHH CITyHan
TpabBa Ja c€ U3N0N38a ICBETUPALIETAM NECPOPANEH Pa3TEOP.

Monomepanus
BesonacHocTta W edekTHBHOCTTa Ha JleBeTHpakoH npW Acla H IOHOWM nol 16 roawnu KkaTo
MOHOTEPArHA He € YCTaHOBEeHa. HAMA HANHYHY aHHH.

Jlonvasamo aevenue npu HOBOPOOEHY Ha 6b3pACcm ont 6 00 23 meceya, deya (2-11 200unu} u wHowy
(12-17 200unu) c meano noo 50 kg

Hauannara TepanesTHuHa no3a ¢ 10 mg/kg 182 NbTH AHEBHO.

B 33BHCHMOCT OT KNIHHWUHHA OTTOBOP H MOHOCHMOCT, 103aTa MOXC Aa 6bae ysenuueHa 1o 30 mg/kg
1Ba MbTH AHesHO, TIpoMsHaTa B n03aTa He TPAGRA Na HAZABWLLABE NOHWKABAHE WAK NOBHLIABAHC ¢
noseue OT 10 mg/kg ABa NBTU JHEBHO HA BCEKH JBC CCAMHLM. Tpabea na ce W3NO/3BA HAKH-HUCKATA
edeKTHBHA 0034,

JlozaTa npu neua ¢ Terno 50 kg nin noeeve € chluaTa KakTo NP BL3PAcTHH.

ﬂpenophqmeﬂna 034 NpH_ HOBOPOACHH HA 6 1 NOBeve MECELa, ACUa 1 HOHOLLIW:

Terno HauanHa nosa Makcrmanna no3a

10 mg/kg A8a NbTH AHEBHO 30 mg/kg nBa fbTH AHEBHO
6 kg M 60 mg (0,6 ml) nBa NLTH AHEBHO 180 mg {1,8 ml) ara NHTH AHEBHO
10 kg th 100 mg (1 ml) aga NBETH AHEBHO 300 mg (3 ml) nBa MLTH AHEBHO
15 kg o 150 mg (1,5 mi) ABa NBTH AHEBHO 450 mg (4,5 ml} npa MbTH AHEBHO
20 kgm 200 mg (2 ml) nBa APTH AHEBHO 600 mg (6 ml) nsa NbLTH AHEBHO
25 kg 250 mp ABa HTH AHEBHO 750 mg ABa NHTH AHERHO
Hag 50 kg © 500 mg ABa NbTH JHEBHO 1 500 mg nga NLTH AHERHO

’ Mpw aeua ¢ TenecHo Terno 25 kg uan no-manko ce NpenopbHsa NEUEHHETO Ja 3anovHe ¢
JleseTupakor 100 mg/ml nepopanen pasTeop
@ TosaTa npu aeua M oHowH Ha 50 kg e KaTo TasH NpH BB3PacTHH.

Jonvasauo nevenue npu HOGOPOORKHY HA 6bIPACH Om 1 mecey oo 6 meceya

Hauanuata TepanesTHUYHa A03a ¢ 7 mg/kg aABa nbTH AHEBHO.

B 3aBMCHMOCT OT KJIWHHYHWA OTFOBOp M NMOHOCHMOCTTA, [03aTa MOXKe ja Obae YBEAWYEHA [0 21
mg/kg nea nuTd AHeBHO. [Ipomedute Ha po3ata He tpafea na NPERMLIABAT YBEIHHYEHWA WIH
HaManeHua Hag 7 mg/kg aAa MBTH JHEBHO HA BCEKM ABC CCAMHLM. Tpsabsa na ce WINON3IBA HAH-
HWCKATa CPEKTHUBHA 1034,

Hoeoponenure TpsGra na 3anodHat nevenvero ¢ Jlesetupakon 100 mg/ml nepopalieH pa3TBop.

lNpenopbunTeina 403a NPH HOBOPOJEHH Ha BB3DACT OT | MECE 40 NOA 6 meceua:

Terno Hauanuna nosa: Makcumansa no3za:
7 mg/Kg n1Ba NBTH JHEBHO 21 mg/kg nBa MbTH AHEBHO
4 kg 28 mg (0,3 ml) pra NuTY AHEBHO 84 mg (0,85 ml) nea wLTH AHEBHO
5 kg 35 mg (0,35 mi) aA8a NbTH AHEBHO 105 mg (1,05 ml) A8a nbTH AHEBHO
7 kg 49 mg (0,5 ml) ARa NbTH AHEBHO 147 mg (1,5 ml) nBa MbTH JAHCBHO ===

HauuH Ha npunoxeHve

[MepopaHUAT pa3TBOPp MOXE A2 CE pa3pead B Haila BoAa WIH Gytunka 3a 6ebeta
Moxe Aa ctaa ¢ HAM Ge3 xpaHa. Kbm JlepeTupakon ca NpHIOKCHH rpalynpat



NepopatHO A03MpaHe, a4AanTOp KbhM CIIPHHLUOBKATA M JIMCTOBKa ¢ MHpOpMauMa 3a noTpeburens.
JHesHaTa fo3a ce Ha3Ha4aBa KaToO NBE OTAENHH PABHU N03H,

4.3 TIlpoTuBonokazanun

CBpBLXUYBCTBUTENHOCT KbM aKTHBHOTO BELUECTBO WITH KbM APYrH NUPONWAOHOBH NPOUIBOIHH, WIH
KbM HAKOE OT NOMOLUHHMTE BELLECTBA, M30poeHH B Touka 6.1.

4.4 CneunajHn NpefyNPEKACHHA U NPEAUAIHE MEPKH NpH ynoTpeda

CrnypaHe Ha leHeHHeTo

Cropen cbBpeMeEHHaT2 KIMHHYHA NPAKTHKA, AKO CE HANAra crupaxe Ha Acuennero ¢ SleseTupakon, To
ToRa TpAOBa Aa CTaBa nocTeneHHO (Hanpumep nNpu Bb3pacTHH K WHowk Han 50 kg pozaTa ce
Hamansaea ¢ no 500 mg, nBa NbLTH AHEBHO, BCEKH 2 N0 4 CEAMHUM; NPH HOBOPOIAEHW Haa 6 meceua.
Aeua u oHoWH ¢ Terno noa 50 kg: namanaeane Ha nolata ¢ He noseve OoT 10 mg/kg ABa nbTy akesHo,
BCEKU ABE CEAMMLM; NPU HOROPOAEHHM (oA 6 Meceua): HamanaBaHe Ha 103aTa ¢ He noeeue oT 7 mg/kg
JABa NbTH AHCBHO, BCCKH JIBE CEAMHLH),

Bn6peuna HepoctaThyHOCT

Tlpunaranero Ha JleBeTupakon NpH NauueHTH ¢ ObOpeuHO yBpexlaHe H3WCKBa ajanTupaHe Ha
nosata. [lpu nauveHTH ¢ Texcko Hapywenue Ha YyepHogpoOHaTa (yHKUMA Ce NPenopbYRa OLCHKE Ha
6u0Opeunata ¢yHkuMA NpeaH onpeaensaHe Ha Ao3ata {(Bxk. Touka 4.2).

CamoyGHiicTBO
lpn nauxenTy, nNeKkyBaHW ¢ AHTHEMUAENTHYHH JekapcTa (BKIIOYMTENHO NEBETUpaLETaM) ca

¢voBuwasanyu camoyOHHCTBO, ONKT 3a camoyOUHCTBO, CyHUMAHA naeaumus W noseleHve. Mera ananus
HA PanOMH3Mpankh, TNauebo KOHTPOAHpaHH W3NWUTBAHUA HA AHTHEMMIENTUYHU /IEKAPCTBEHM
MPOJAYKTH MOKA3BA MAIBLK, HO TMOBHIWIEH PUCK OT NOABA HAa CYMUMAHW MUCIHM H TIOBEIEHME.
MexaHHu3MBT Ha TO3H PHCK HE € H3BECTEH.

3aroBa naiMeHTuTe TpabGea na ObAAT NMPOCNEASBAHM 32 MPU3HALM HA AENPECHA W/HIIK CYWUHAHA
HCaUMs W MOBEJEHHE M TpabBa Aa ce npeanpHeMe CLOTRETHOTO neuenue. llauuenture (KM xopara,
KOWTO C€ IpHKaT 3a TAX) Tpadea 2a 6bAaT NOCKBETBAHK a NOTLPCAT ASKAPCKH CHBET. B CY4aH, Ye ce
MOARAT MPU3HALM Ha AENPECHA /MK CYHIWAHA HCALNA HIH NOBEEHHE.

IleaunaTpuuna nomynauus

Hanuunute nannu npu neua ve nokassar nosiuseaHe Ha pactexa W nyGeprera. Bunpeku Toea He ca
H3BECTHH ABNroTpaiHuTe edekTH BbpXy CNOCcOGHOCTTA 3a 3ay4aBaHe, WHTENEKTa, pacTexa,
€HIOKPHHHHTE PYHKUKH, MyOepTeTa U BB3NPOU3BOACTBEHNS NOTEHUHANL.

bezonacHocTTa H e(pHKaCHOCTTa Ha JICBETHPpALICTAM HE € HAIMLAHO YCTAHOBEH& NPH HOBOPOJACHH ¢
enunencks noa | roauHa. Camo 35 HOBOpOAEHH ¢ NapuUHaRHH NpHCTBNH noa | roauua ca Ounu
BKITOYEHH B KNTHHUHHH MPOYYBaHHA, OT KOMTO camo 13 ca OuiiM Ha BB3pacT < 6 mecela.

ToMouiHH RellecTRA

Jlepetnpakon 100 mg/ml nepopanen pasteop cbabpxka meTuanapaxuapokcuberszoar (E218), nponun
napaxuapokcuGensoat (E216), KOoWTo Morar Ra Npeau3BMKAT aNeprHMHH PEaKUMH (BEPOATHO OT
3a0asen THN).

Coawpma manTuron, Teuew. [MauvenTy ¢ paakaTa HacneAcTReHa OOPEMEHEHOCT HA HEMOHNOCHMOCT
KtM (pyKTO3a He TpAOBa na NpUeMaT ToBa JIeKapCTBo.

JleeTHpakoH wHe oOKa3sBa BNHAHME BLPXY CEPYMHHMTE KOHLEHTPaUMH Ha
AHTHENHUIIENTHYHY  fIeKapceTBeHH  cpeactBa  {(eHuTonn, kapbamaszenuH, BaInpag




teHoOapOuTan, NAMOTPHXKWH, rabaneHTHH, NPHUMHMAOH), KAKTO H Y€ TE3U AHTHCITHAENTHYHH
NeKapcTBa HE BJAHAAT BLPXY (PApMAKOKMHETHKATA HA JIEBETHPAKOH.

He CbUteCTBYBAT KaTEropH4HW JAHHM 33 KJIUHHYHO 3HAUMMM NIEKAaPCTBEHH B3AUMOLESHCTBHA KaKTO
MPpH BLIPACTHH, Taka M NPH NCAMATPHMHH NauveHTH, npuemau a0 60 mg/kg/aHesHo
NEBETHPALIETAM.

PeTpoCneKTHRHATA OlleHKa HA (apMaKOKHMHETUUHUTE B3AWMOAEHCTBHA TIPW AeHa M HOHOWM
enunencua (4 no 17 rogaMuM), NOTBLPIKABE, 4E ACHBABALLOTO JIEYEHHE C MEPOPATHO NPUNOHKEH
JieBeTHpaUeTaM HE TIOB/IWABR CTAUHOHADHUTE CEPYMHHM KOHUEHTPauWH Ha  €IHOBPEMEHHO
npunaranute kapbamazens M BannpoaT. Bbnpeku Tosa mawHuTe npeanosarat 20% no-sucok
KNIMpPBHC Ha JIGRETHpAUeTaM npW  Jieua, NpHEMaiild  CH3MM-HHAYUHPALLH  aHTHENMHNENTHYHH
NexapcTBEHW NpoayKTH. He ce Hanara agantupane na nosata.

Hpobeneuun
YcTaHoseHo ¢, ue npoGeneuna (500 mg 4eTHpH NLTH JHEBHO), Gnokep Ha GwnOpeunata TyGynHa

CeKpelMs, MHXMOMPA PCHANHUA KUIWPHHC Ha TIHPBUYHMA METAabONUT, HO HE W Ha NeBCTMpaUCTamM.
Bhnpeku ToBa KOHUEHTpauWsTa Ha To3u MeTabonuT octasa nucka. Quaksa ce, Ye ApyrH JeKapeTaa.
€KCKPETHpalL| Ce 4pe3 akTHBHA TyOy/iHa ceKpeuns MoraTt Cbll0 Na HAMANAT PEHANHHA KIMPBLHC Ha
Metabonura. EGekThT Ha neseTHpaueTam BbpXy NpoSeHeUn He € NPoYYeH, KaKTO HE ¢ YCTAHOBCH M
edeKTLT My BBPXY JAPYTH AKTMBHO cekperupauu nekapcrea, kato HCTIBJI, cyndonamuan w
METOTPEKCAT.

OpaJlHi KOHTPALIENTHRY W ApYrH hapMakOKHHETHYHU B3AWMO/IEHCTBHS

Jleetupaueram | 000 mg aHeBHO He NORAMABA (apMAaKOKMHETHKATA HA OPATHUTE KOHTPAUCNTHBH
(ETMHMNECTPARHON W NEBOHOPTECTPEN); €HAOKPHHHUTE NapameTpd (IYTCHHHU3IHpaLL XOPMOH H
nporecTepoH) He ce mpomeHAT. Jlesetupaueram 2 (00 mg AHEBHO He NOB/HABA (PAPMAKOKHHETHKATA
Ha IMrOKCHH W BapdapuH; npoTpoMOMHOBOTO BpEME He ce npoMeHs. ENHOBpeMeHHOTO NpUEMAHE C
JWTOKCHH, OpafNHK KOHTpauenTWex® W BaphapiH He TNOBNWSRA  (PAPMAKOKWHETHKATa  Ha
JieBETHpaLETaM.

AHTHALIMAN
Hsma naunu 3a BAMSHHE HA aHTWALMAHKWTE CPE/CTRA BLpXY abGcopbumara Ha neBeTupancTam.

Cnaburentu

Mma wuzonupanu cboOlueHMs 3a HamaneHHe Ha  e(UKacHOCTTA Ha JIEBETHpaLETaM, KoraTto
OCMOTHYHOTO CNTABHTENHO MAKPOroN ce NpUNara €AHOBPEMEHHO C MEPOPaneH JICBETHPaLETaM.
CnenosaTenno, MaKporon He TpabBa Aa ce NpHeMa Npes yeTara B NPOABLILKEHUE Ha €WK Hac NPEan u
€MH Yac cjie] MPHEME Ha IEBETHPALIETAM,

XpaHa K anKoxon

CrenenTa Ha aGcopbuys HA NEBETHPALIETAM He C& APOMEHSA OT XpaHaTa, HO CKOpoCTTa Ha abcoplums e
cn1abo noHuxeHa.

Hama nanuu 3a B3aMMOACHCTBHE HA IEBETHPALIETAM C AlKOXOI.

4.6 PepruanTeT, GPEMEHHOCT H KhpMeHe

EpemeHHocT
MoCT-MAPKETHHIOBHTE  JAHHH  OT  HAKOJIKO MPOCMEKTHBHW  PErucTpH 33  OPeMEHHOCT  ca
NOKYMEHTWpAIH pe3ynTtath oT Han 1000 xeHW, npydematid KaTo MOHOTEpanqA NeBeTUPALCTAM. No
BpEME Ha 1TBPBUA TpUMecTbP Ha OpemedHocTTa. Karo uano, Te3w NaHHW HE MoKazpaT 3HAYHTENHO
YBE/IMYABAHE HA PHCKA OT OCHOBHUTE BPOACHM Man(opMaLKy, BLOPEKH Y€ TEPATOrEHHHA PHE

CBBLP3aHO C NO-BUCOK PHCK OT BPOAEHH Man(opMauMH, OTKONKOTO MOHOTEPANHATA H 3
la ce NOMHUCIH 33 MoHoTepanus. [1poyyBaHMATA NPH KUBOTHY MOKA3BAT PENPOAYKTHB
(8. Touka 5.3). TloTeHUMaNHMAT PHCK NPH XOpa HE € H3BECTEH.
JleseTHpakoH He ce MpenopbHBa NO Bpemc HA OPEMEHHOCT H NPW KEHH ¢ ACTEPO.Y
HEeNOJ3BALIW KOHTPAUENLHA, OCBEH B CNYYAUTE HA KNHHUYHE HEOOXOAHMOCT.




Kaxto npu Apyr# anTHENMAENTHYHN IEKAPCTBEHH NPOAYKTH, (PU3HONOTMYHHTE NPOMEHH NO BPEME
Ha OGpeMEeHHOCTTa MOXe Ja MOBJMAST KOHUEHTpauusta Ha nepetupaueram. [lo Bpeme Ha
OpeMeHHOCTTa ¢ HaQmOJaBa MOHHMKABEZHE Ha MIA3MEHWTE KOHUEHTPALWH Ha NeBeTHpailleTam.
MounkasaneTo e no-u3paseHo npe3 TpeTHA TpumecTbp (A0 60% OT W3XOAHOTO HHMBO TIPEM
OpemennocTTa). 3atoBa Ha OpeMeHHWTE MeHW TpaGBa Aa C€ OCHIYpST MOAXOAAWMK MEAHUHMHCKH
rpuxcd. [IpeKBLCBAHETO Ha AHTHEMWJCNTHYHOTO JIGUEHHE MOXKE a AOBEAE N0 BIOWIABAHE HA
3a60N2BAHETO, KOETO MOKE 13 NPUUHHK YBPEIKIAHE HA MaKKaTa W nioaa.

KnpmeHe
JleseTHpaleTaM ce OTAENA B KbPMATa, 3aTOBE KbPMEHETO HE € NPEMOPLYHTENHO.

Ako oDaye NeveHneTo ¢ JIeBeTHPALIETAM € HANMKHUTENHO B NEPHOLA HA KbPMEHE, ChOTHOWEHHETO
nonza/puck Tpabea na HGLAE OUEHEHO NPH OTUHTAHE HA 3HAYCHHETO HA KhPMEHETO.

DepTunuter
He ca OTKPHTH AAHHH 32 BIHSHWETO BLPXY (EPTHNMTETA NPH RPOYUBAHUA BBLPXY HHBOTHH (BK.

Touka 5.3). HamMa KIMHHYHK AaHHW, NOTEHUMANHHUA PUCK 33 XOPa HE € W3BECTEH.
4.7 EdexTu Bbpxy cnocobuocrta 3a wodupane u pabora ¢ MAITHHA

Hsama npoyusanus 3a edekTuTe BbpXy cnocobHocTTa 3a wodmpane v pabota ¢ Mawnnn. [lopaau
BL3MOXKHA Pa3zHyHA MHAHWBWAYANHA 4YBCTBMTENHOCT NPH HAKOM NAUMEHTH, B HA4AIOTO Ha
JEUEHHETO UM NpU NOCAeABall0 YBENHUABaHE Ha n03aTa, MOXKC Aa CC NOABH CBLHIAKWBOCT UMK APYTH
CHMITTOMM OT CTpaHa Ha UEHTPAIHATa HepBHA cuctema. [NaunenTtute Tpabea na Gbaar npenynpeactu
Ja He W3MOM3BAT KaKBaTO H A& € TEXHHUKA WJIH MalIHHKW JOKATO HC YCTAHOBAT, HE BB3MOXKHOCTTA UM 23
TOBA HE CE € MOB/IHANA.

4.8 Hexenann NeKapcTBeHH peakinn

O6o0uteHne Ha npodinna Ha Ge30NACHOCT

MpoduabT Ha HexenaHuTe CLOMTHA, NPEACTABEHH N0-10AY, CE OCHOBABA HAa aHATW3a Ha cOopHu
MNauebo-KOHTPONHPAHH KIHHUUHW WICNEIBAHUA 33 BCUHKW HICNEABAHW NOKARAHWUA, BIIIOURALILH
o6wo 3416 naunewTH, NEKYBaHW ¢ neBeTHpalieTam. Te3n aHHH €a JONBAHEHH ¢ ynoTpebara Ha
JIEBETHPALETAM B CbOTBETHHTE OTBOPEHH PasLIHPEHU NPOYUBAHHA, KAKTO H NOCT-MAPKCTHHIOBUA
onut. Haii-uecTo choGIABAHUTE HexenaHH PeakuK ¢a Hazo(apHHIHT, ChHIIMBOCT, r1apobonHe,
ymopa H ceeTosbprex. [IpoduisT Ha GezonacHOCT Ha neseTHpaueTaM € KaTo Lano nogoben npu
Pa3HYHKUTE BL3PACTOBH IPYNH (BB3PacTHH H NEAMATPUYHH MAUHEHTH), KAKTO W B PAMKHTC Ha
0onoOpeHUTE HHAHWKAUHKN CRBLP3aHH C eNnUIencHaTa,

Tabnuuen cNUChK HAa HEXKENAHUTE JIEKAPCTBEHH PEAKLIMH

IMposseHHTe HEXKENAHK JIEKAPCTREHN PeaKUHH NPH KIWHHUYHH H3NUTBAHHA {NPH Bb3PACTHH, HOHOUIH,
Aeua W HOBOPOJEHH Han | Mecel) WK OT NOCT-MAPKETHHIOB ONKT ¢a H30pPOoeHH NO CHCTEMO -OpraHHa
knacHukauma u no uectota. Yecrorara e AeHHKpana, KakTo cieaBa: MHOro uectu (>1/10) . vecty
(>1/100, < 1/10), vewectu (>1/1 000, <1/100), peaku (>1/10 000, <1/1 000) u MHOrO peakn

(<1710 000).

MedDRA SOC KaTeropun na uecrora

Muoro veern  |Yecrn Heuectn Peaxkn
Wndexumn n HazodapHHHTH HHpEeKUY
vHbecTaLuu @
Hapywenus Ha TpombBounToneHua, I X
KpBLBTa H NEeBKONEHUA
AumbHaTa cHcTeMa




Hapywenus Ha JlexapcTeeHa
MMYHHaTa peakUrs ¢
cHCTEMA eozuHoduang U
CHCTEMHM
CUMIMTOMH
{DRESS)
Hapywenus Ha aHOpeKCHA HaManABaHe Ha |XMAOHATPHEMMHS
meTabonusma u TErNoTO,
XpaHeHeTo NOBHLIABAHE Ha
TErNOTO
Tlenxrunu Jenpecus, onuT 3a| HIBBLPLLEHO
HAPYWEHUS epaxnebHocT/ camoyOuiACTBRO, camoyOMHcTRO,
arpecHBHOCT, CYWUHAHA  WIEAUuMA, [JHYHOCTHH
BeznokolicTeo, NCUXOTHYHO HapyWweHHs,
BescnHue, pa3cTpONCTEO, abHopMHO
HepBHOCT/ HeoOHualHO MUcCTeHe
PazaPA3HHTENHOCT |NOBEASHHE,
XANKOUWHALUHH,  THAB,
ChCTORHHE Ha
0o6bpKBAHE, NaHHYECKa
aTaka, eMOLMOHaNHa
HectabnaHocT/npomeH
H B HACTPOEHHETO,
TPEBOKHOCT
Hapyweuna Ha |COMHONEHTHOCT |KOHBYJICHH, AMHE3HA, HapylLIeHWE {xopeoaTeTosa,
HepBHaTa , rnasoGonue HapylleHWe  Ha [Ha nameTTa, |AMCKHHE3NS,
cHeTeMa pPaBHOBECHETO, HapylleHa XHNEPKHHEINS
3aMasHOCT, KOOpAHHALIMA/
neraprus, aTaKCHA, NapecTesns,
TpeMop HapyLIeHHE Ha
BHWMAHHETO
HapyuieHus Ha OHUIJIONHA, 38MDBrIEHO
ouHTE 3pEHHE
Hapyuienus Ha BEPTHTO
YXOTO W JabupHHTA
Pecnupatopun, Kaln4ua
rPBLAHH H
MEHACTHHAITHH
HapyLUEeHHs
CromaurHo-4peBHy fonku B Kopema, naHKkpeaTHT
HapyLIeHUA Auapus,
AUCencus,
NOBpPbLIAHE,
rajgeve
Xenaro- aGHOPMHK pe3ynTaTh |depHoApodHa
Ounuaptin npH  (YHKUHOHANHH |HEAOCTATHUHOCT,
HAPYLISHUA uepHoapodHH XEnaTHT
TECTOBE
Hapyuenus na obpue anonelmi, eK3eMa, TOKCHYHA
KOMaTa ! NpypHTYC enuaepManta

noAKOMHATA ThKaH




Hapywenus Ha MyckynHa cnabocT,

MYCKY./THO- MHanrns
CKeneTHaTa cHeTema

H

CheAMHHTEHATA

TBKaH

OO0y HapylueHus acTeHua/ymopa

H

eeKTH Ha MACTOTO
Ha NPHIOKEHHE

Hapansasanus, HapaHARaHe
OTpaBaHHA H

YCNOMHEHHS,
BB3HHKHA/H B
pe3yaTaT Ha
HHTEPBEHLIHH

Onucadue HAa H3IDPaHH HEXKENAHH PEAKUHY

PHCK‘bT oT aHUpeKCHSI e TMO-BUCOK, KOraTo ce npunara TormpamaT ellHOBpeMeHHO C neBeTupaueTaM.
an HAKOIKO cnyqaﬂ Ha anoneuHda ce Haﬁnmnasa BBICTAHOBABAHE Cne€A HPEyCTaHOBHBaHC HA
JleseTvpakoH. TIpx HAKOM OT ClyvaWTe HA NAHLUMTONEHHA € YCTAHOBCHO NOATHCKAHE Ha KOCTHHMA
MO3BK.

[TearaTpyyuHa NONyAaLHs

MMpn nauMeHTH Ha BB3pAcT OT | Mecel 40 Noa 4 roanHu, 06O 190 nauneHTH ca GHIIM NEKYBAHU ¢
neeeTHpaueTam B niauedo-KOHTPOAHPaHH W OTBOPEHH pasliMpeHn Npoy4BaHKa. LWecraecer (60) or
Te3W NAUMEHTH ca GunM NeKysaHu ¢ NeBeTHpaueTam B nnaueGo-KOHTPONHPaHW MPOoyHBAHUS. Mpu
nauMeHT Ha Bb3pacT 4-16 roaunm, obulo 645 naunenTn ¢a OWIW NIEKYBaHW C JICBCTHPALIETAM B
nraueBO-KOHTPONMPaHu W OTBOpEHH pasWHpeHd npoyusawws. B nnauedo-KoHTpoNnpaHm
npoyusanna 233 OT Te3W naunenTy ca Orunn nexysany © aeBeTHpalcTam. B ve3w ase neanarprtdbu
BL3PACTOBM IPyNH, TE3H NaHHW Ca JONBIHEHH C MNOCT-MAPKETHHIOB ONWT 33 ynotpeba Ha
JIEBETHPALIETaM.

MpodunbT Ha Hexenanure cuOUTHA HA JeBETHpalETaM € NO NPUHUMN noaoGeH NpU paznHyuyHuTE
BL3PACTOBH PYNH H B PAMKHTE Ha 0A0GPEHUTE MOKA3aHHA, CBLP3AHM C EHIICTICHATE. BesonacHocTTa
NPH NEAMATPUHHY NAUMEHTH B NaueGo-KOHTPORUPaHY KIHHHHHH NPOYYBAHUS €A B CROTBETCTBHE C
npoduia Ha GE30NACHOCT HA NIEBETHPALIETaM NPy BL3PACTHH, C MIKNIOUCHHWE Ha NOBEAEHYECKHTE H
MCHXMATPUYHH HEKENAHM PEAKLMM, KOWTO C3 NO-4ECTH MPU JIElia OTKOIKOTO MpH BHIPACTHU. [pu
Aeua W IOHOUIM Ha BBL3pacT oT 4 1o |6 roanHu, nospbulaHe (muoro uectn [1,2%). Bpibyaa (uecTu
3,4%), npoMeHn B HacTpoeHueTo (dectu 2,1%), eMouuoHanna HecTabunuoceT (vectn 1.7%). arpecua
(vectu 8,2 %), HeoBuuaiiHo noreaeHue (obwa 3,6%) u neTaprua (oBwm, 3,9%) ca cbobluasaHy no-
4ecTo, OTKONKOTO B APYTMTE BL3PACTORM TPYNH unu B oOwns npodun Ha HezonacHocT. [lpu
KbpMaueTa W Aelia Ha BB3PACT OT | Mecel A0 NOA 4 FOAMHH, PA3IPASHUTENHOCT (mMuoro uectu +1,7%)
W HapyuweHa xoopauHauus (uecth 3,3%) ca cbobwasaHH NO-4eCTO, OTKONKOTO MNpu ApYruTe
Bb3pacTOBH IPyNH, MAH B 06L1MA npodun Ha Ge3onacHoCT.

JIgoiiHo-casno, nnaueho KOHTPonMpaHo NpoyusaHe 3a 6e30MacHOCT npu Aeua ¢ HeMHDEPHOPEH
[M3aHH € OLEHHI0 KOFHHTHBHOTO M HEBPOTICHXOAOMMYHOTO ACHCTBHE Ha JIeBETHPaKoH Npu feua ot 4
A0 16-rOAMIIHA BL3PACT C NApUHanHu NPHCTBNH. YCTaHoBEHO e, e JlereTHpakoH He Ce pasanuasa
(He e no-nowa) cnpamo iaueSo no OTHOWIEHHE HA NPOMAHATA CNIPAMO H3XOAHOTO HHBO J itk R
BHHMaHHE W MNaMmeTr, KOMOWHMpaH CKOp 3a M3CNEABAHE HA NaMeTTa B onpenene

nonynauus. Pe3ynTaTuTe, CBbp3aHH C TOBEACHYECKaTa M EMOUMOHANHA thy gy
BNOIIABAHE NpH NekyBaHWTE ¢ JleBeTHPAKOH NAUMEHTH MO OTHOLICHWE Ha ar
M3MEPEHO TI0 CTAHAAPTEH W CHCTEMATHINPAH METOA YPe3 H3MON3BaHE Ha BaNHAH
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Achenbach BbnpoCHUK 3a aeTcko noseaenue). Bunpekn ToBa nmauuenTHTE, Npuemani JlegeTHpakon
N0 BpEME HA TNPOABLIKMTENHO, OTBOPEHO MNPOCAEAABALLO TNIPOYYBAHE, HE c¢a nNokKazaau 00Ul
BJIOIIABAHE NO OTHOWEHWE HAa TNOBEACHHETO MM EMOUHOHANHATA (YHKUWA: HELO noBeYe,
NOKa3aTeNUTe 3a arpeCUBHO NOBEACHHE HE CA NOKA3a/M BIOLIABAHE CAPAMO H3XOAHWTE CTOHHOCTH.

Croflasate Ha MOA03HPAHK HEXKENAHW PEaKLHK
ChobuiaBaHeTO Ha NOAO3ZUPAHH HEKENAaHW PeakUMK CNeA paspellaBaHe 3a ynoTpeba Ha NeKapeTBEHNS

APOAYKT € BaHO. TOBA NO3BONABA N3 NPOAbLIKY HaGMONEHHETO HA ChOTHOWEHWETO NOA3A/PUCK 32
nekapcTBeHus npoaykT. OT MEAMUMHCKWTE CNEUMATMCTH ce M3MCKBa Ja cbhobulasar BCsAka
MOA03HPAHA HEXKENAHA PeaKLIMA upes:

HanenuvtenHa arenuns no jiekapcreara

yn. ,.,Jdamsu I'pyes" Ne §,

1303 Cogus,

Ten.: +35928903417,

yeGcalT:

www.bda.bg.

4.9 Ipeaompane

Cumaromy
COMHONEHTHOCT, TPEBOXKHOCT, arpecHs, MOHHMKEHA CTEMEeH Ha Cb3HAHWE, MOTHCKAHE HA AHLIAHETO M
koma ca funu Habnofasanu npy npeno3upase Ha Jleserupakon.

MepkH ApH npero3upaHe

Cnen ocTpo npeao3vpaHe e HeoOXOAMMO W3Mpa3BaHE HA CTOMAaxXa UPE3 CTOMAHIHA APOMUBKA WAH
NpeAH3BUKBaHE Ha NOBpbluane. HaMa cneunduyed aHTHAOT Ha nepeTHpaueTam. JleuenweTo npu
Npefo3vMpane € CHMNTOMATHYHO M MOKe a3 BKMOvBa Xemoavanwia. EdexkTta Ha oraensHe Npw
avannsa e 60% 3a neseTupauetram M 74% 3a NHPBUYHHA METAOOMNT.,

5,  @®APMAKOJJOTHYHH CBOUCTBA

5.1 ®apmakoaHHAMHYHH CBO#cTBa

MdapMakoTepaneBTHUHA rpyna: AHTHENMMASNTUYHY JIEKAPCTRA, APYM¥ AHTHENWNENTHUYHHK fteKapCTea,
ATC von: NO3AX 14,

AKTHBHOTO BEIIECTBO /IEBETHPALIETAM € MUPOIHIOHOBO NpousBoaHo (S-eHawTuomep Ha a-ethyl-2-
oxo-1-pyrrolidine acetamide), xWmuueckd O€3 Bpbika CbC CHLIMECTBYBAUIWTE AHTHEMMNCMITHYHH

cpeacTBa.

MexaHn13bM Ha JeHcTBHE

MexaHH3MBT Ha ACHCTBHE Ha JNEBETHpALIETaM BCE OUle HE € HAmBIHO M3ACHEH, HO TOH ABHO ce
OT/IHYaBa OT MEXAHW3MHTE HA AEHCTBME HAa OCTAHANNTE ChBPEMEHHH AHTHENHIENTHYHH IEKApCTBEHH
npoAyYKTH. fn vitro W in vivo ONUTHTE NOKAa3BaT, 4e ACBETUPALETAM HE MNPOMEHS OCHOBHHTE
XAPAKTEPHCTHKH Ha KIIETKATA, KAKTO H HOPMAJTHATA HEBPOTPAHCMHCHA.

In vifro npoy4BaHWs nokassaT, Y€ JEBETHPALIETAM BL3ACHCTBA BBHPXY MHTPAHEBPOHHWTE HURA HA
Ca2+ upez uacTH4HO WHXuOupaHe wHa N-tun Ca2+ KaHanueTa, KakTO W 4pe3 peayuupaHe
ocsobokaaBaHeTo Ha Ca2+ OT MHTpaHeRpoHHUTEe nena. B aomwiaHeHue, TOW 4ACTHYHO HAMAABA
peaykuusTa B notoka B GABA- M rnuuMH- 33BUCKMHTE KaHanuera, WHAYUMpPaHW OT LUMHK W b-
kapbonunu. Hewo noseue, B i vifro npoyuBaHuf, JieBETHpALETAM ASMOHCTPHpa CBLP3RA
crieunpHUHH MecTa B MO3bMHATA TbKaH Ha rpu3adu. ToBa MACTO Ha CRBLP3BAHE € HAMUE
CHHANTUYHUTE BE3HKYNM TIPOTEHMH 2A, 3a KONTO ce CMATA, Ye YHACTBA B BE3HKYJ
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Te3n pesyNTaTH NpPeANonarar, Y€ BIaHMOAEHCTBWETO MEXAY /IEBCTHPALIETAM W HAMHPALLHA CC B
CHHATITHYHMTE BE3VKYNW MPOTEMH 2A NOANOMAra aHTHEMUIETTHYHNA MEXaHW3bM Ha ACHCTBAC Ha
NEeKapCTBEHNA NPORYKT.

DapmMakoIMHAMHYHH edeKTH

JleBeTupalieTaM NpPeaAnassa OT NAPUHATHW H MBPBHYHO MEHEPAIMIMPAHI NPHCTHITA NPH LIKPOK KPbT
JKHBOTHHCKM MOJENH B3 a MMa Npo-KOHBYJICHBEH edekT. [THpBUUHUAT META0OMMT € HEAKTHBCH.
Mpr XOopa AKTHBHOCTTAa NO OTHOWEHWE, KAKTO HA MApUMaNHWTE, Taka W Ha [EHEPANH3IHPAHUTC
EMUNENTHYHW CHLCTOAHWA  (enuaenTudopmuo  ocsoboxkaasane /oTonapokcusManeH OTroROp)
NOTEBLPAAABA WHPOKHA (APMAKONOTHUEH CNEKTHP Ha AEBETHpaUCTaMm.

Knunuuna edukacHocT M 6e30nacHoOCT

Jonvasauo Aevenue Ka RAPYUATHY RPUCATONU C uay De3 6MmOopuuHa 2eHepary3aiui npi 6bpacm.
oo, Jena 1 Hogapodeny na | u noseye Meceya ¢ enUIEncus.

[lpy BB3pacTHW, edUKACHOCTTA HA NeBETHPAlCTaM € JoKasaHa B 3 asofiHo-cnenw, naauedo-
KOHTpoWpanK npoyusanns ¢ 1 000 mg, 2 000 mg uawn 3 000 mg/nen npuraraH{ Kato 2 OTAEHH
1021 C MPOABMKUTENHOCT Ha nevexueTo 10 18 ceamuun. [1pu cGOpHO-rPYNOBKS AHANN, TPOLCHTA HA
MAUMEHTHTE JOCTHIHANH 50% WAH NO-BUCOKO HAMANCHME, CIPAMO W3XOAHOTO HHBO HA HECTOTATA HA
NAPLHATTHUTE MPHCTBAM 3a CeAMHUA NPH nocTosHHa ao3a (12714 cenmuum) e 27,7%. 31.6% w 41.3%
npu naudedtH npuemaiun 1 000, 2 000 uam 3 000 mg neservpaucTaMm W CLOTBETHO 12,6% 3a
NaUMERTHTE NpHeMalll naauebo.

[leanaTpyyHa AoOyaauKsg

Mpr neauaTpHuny nauveHT (0T 4 o 16-roaviiHa BLIPACT), ehMKACHOCTTa Ha JieBETUpALIETaM ¢
f0KazaHa B ABOMHO-CAANO, naueGo-KOHTpONHpaHo npoy4sane BkIO4Bawo 198 naumenTn u c
MPOABL/DKUTENHOCT HA JieweHneTo 14 ceamuun. B ToBa npoy4BaHe, NAUHCHTHTE noAy4apau
NEBETHpALIETAM KAaTO NOCTOAHHA 103a oT 60 mg/kg/AnesHo (npHeM IBa MBTH Ha aex). 44,6% ot
MauMeHTHTE NpyeMally JeseTupaletam U 19,6% oT mauueHTHTe NpyeMallli nnauebo ca AOCTHIHAIIN
50% WK NO-BHCOKQ HAMANEHHE, cnpAMo HU3XO0AHOTO HHUBO HA YECTOTATA HA NapUHATHHTE NPHCTHLITH
3a cepmuua. TIpH NPOABLIKHTEHO ALACOCPOUHO neverne 11,4% oT NALUMCHTHTE He Ca NONyHasaiv
NPHCTLAK nioHe 3a 6 Meceua v 7,2% 3a noHe | roaunua.

TMpu nemuaTpuunu naumentd (OT |-MeceyWa 10 4-roauulHa  BB3pAcT), edMKacHOCTTa  HA
NeBeTUPALIETAM € YCTAHOBEHA B ABOHHO-CNANO0, niauebo-KOHTPOIMPAHO BPOYHBAHE BKITOUBALLO L6
DAUMEHTH ¥ € MPOABKMTCIHOCT Ha JedeHHeTo 5 axW. B ToBa Npoy4saHe Ha NAUMCHTHTE ¢
npeanucana AreBHa fosza ot 20 mg/kg, 25 mg/kg, 40 mg/kg nau 50 mg/kg nepopaneH pasTeop. B
3aBMCHMOCT OT TsXHaTa Bb3pacT. B ToBa npoyveane € winonssaHa no3a oT 20 mg/kg/nHeeHo.
THTpupaHa g0 40 mg/kg/AHeBHO NpH HOBOPOAEHHW OT €AMH Mecelt A0 6 meceua ¢ no3a or 25
mg/kg/anesHo, THTpHpana no 50 mg/kg/AHEBHO NPH HOBOPOAEHH M AL Ha BBIPACT OT 6 meceuia no 4
roavuu. OOIIATA JHEBHA 1032 € NpUilaraHa Asa NbTH AHEBHO. :

[TepBOHAaYANHATA OLEHKA HA e(PEeKTHRHOCTTA € HUBOTO Ha OTroBOp (NpOUEHTBLT NAUMCHTH C > 50%
HAMaJIEHHE, CPSIMO M3XOIHOTO HKXBO, HA AHEBHATA YECTOTA HA NApUUATHHTE NPHCTBNH), ONpeaeneHa
OT 3acneneH ueHTpaneH uereu upes 48-uacoro suaeo EET HaGnionaeHue. AHanU3bT Ha edrkacHoCTTa
obxsawa 109 naLWeHTH, KoMTO ca uManu noue 24-uacoso supeo EE[ nabmoneHne npes apara
NepUOMAa - HAa WIXOAHOTO HWBO W Ha ouenkara. [lauweHTure nokasanu OTrOBOp ¢a 43.6% ot
NeKyBaHuTe ¢ neBetvpaueTam v 19,6% OT nauveHTHTE NpHEMallli nnauebo. Pesyntature oTrosapart
Ha CHLOTBETHATA Bb3pacToBa rpyna. IIpH NpOObL/BKKTENHO ABATOCPOHHO ACHEHHE 8,6% OT naumeHTHTE
HE Ca TIOJIyMaBany NPUCTLNK NoKe 3a 6 Meceua K 7,8% 3a noue | roguna.
Monomepanus npu nevenue HO NAPYUAIHY RPUCIHBRU C WM fez emopuyndg 4
nayuenmu Ha 16 u noeeue 200UNYU ¢ HOBOOUAZHOCTUYUPANG ENURENCUA.

EdUKACHOCTTA HA IEBETUPALIETAM KATO MOHOTEPANMs € YCTAHOBEHA B JIBOHN
rpynoeo, HeuHMEpHOpHO cpaBHEHHE C KapdamazenuH ¢ KOHTPOWPAHO ocrobo
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MALUMEHTE HA 16-roaMilIHA BLIPACT WAM NO-BBL3PACTHH C HOBOJIMATHOCTHUMPAHA MIIH  HACKOPO
AvarHocTuumpasa enunencua. Ilauventute e TpaGeano na GbAaT €AMHCTBEHO C HENpeaM3BUMKAHH
MapuHanHW NPUCTLITH  WIH TEHCPATHIMPAHH TOHUYHO-KIOHHUHM NpucTbnM. [laitmenTute ca
ONpeaeneHn no ciydyaeH HauWH Jaa npdemar kapGamazenudH CR 400 - 1 200 mg/aen wam
negerupauetam | 000 - 3 000 mg/nen, xaTo NPOXLIKHTENHOCTTA HA IEYEHHETO € A0 12| ceaMuiM B
33BHCUMOCT OT OTTOBOPA.

Jlunca na npucTenu 3a 6 Meceua e nocTHrHaTa Nipu 73,0% OT MALUMEHTHTE NPUEMALLN NEBSTUPALIETAM
u npu 72,8% ot naumentHTe npuematiy kapbamazenuH, YCTaHoBeHaTa abconioTHA Pasnuka Meskiy
tepanuute € 0,2% (95% CI. -7,8 8,2). Tloseue oT nonoBuHaTa OT NALUMEHTHUTE OCTaBaT Oe3 aa
noayuasat npucTenu 3a 12 mecena (56,6% v 58,5% choTBETHO OT NAUMEHTHTE Ha NEBETHpALIETAM M
kapbamazenvH CR),

B npoyugane, 0TpaszaBallo KNKHMUHATA NPAKTHKA, CHITKTCTBALIATA AHTHEAHNENITHYHA TEPANHT MOHE
Aa ce NpeKbcHe NpW orpaHuueH Gpoli nanueHTH, KOHTO Ca Ce NOBAUANK OT JONLABALA TEpanus ¢
JiegeTHpaueram (36 Bb3pacTHH nauMenTa ot 69).

,Honweazqo ReHeHUe Hd MUOKROHUYHY NPUCMBAY RPU BB3DACHHY W IOHOWU Ha 12 u nogeve 200unu ¢
IBEHUAHA MUOKAOHUYHA CRUIERCUA,

E¢mkacuocrra na nepeTvpateram e ycTaHoBeHa B ABOHHO-CAANO, NnaleGo-kOHTPOAWPAHO NpoyuBaHe
¢ NPOABMKUTENHOCT 16 CEAMMUM NPH NAUMEHTH HA |2-rOAMILHA BB3PACT WM NO-BLIPACTHH
CTpajattii OT HAMONATHYHA TEHEPATU3IHPAHA EMHIIENCHA € MHOKIOHWYHHM TIPUCTBNM OT Pa3AHYHH
cuHapomu. TloseueTo maureHTu ca 6unM ¢ I0BEHHTHA MHOKIOHHYHA enwiencus. B Tosa npoyusane
Ao3ata Ha neeeripauetam e Guia 3 000 mg/nen pasneaeHa va 2 npuema. 58,3% oT naudeHTHTE
npuemawi nesetupaueTam K 23,3% ot nauneHTHTe Ha naauebo ca ¢ none 50% wamaseHue Ha AHKTe
TIpe3 CeAMMIATA ¢ MUOKIIOHHWYHH NPHCTBNH. [Ipu npoabmkuTenHo awarocpouro aeueHune 28,6% or
NAMEHTUTE HE CA TIONYYABASTH MHOKJIOHHUHH NPHCTBNY 33 NoHe 6 meceua v 21,0% 3a noke 1 roauna.
EDHMBGWO ACYCRUEC HO HYbPBUYHO SeHEPARUIUPAHY MOHUYHO-KIOHUYHY RPpuCneiy Hpu 8L3PACHINY U
toHow Ha 12 u noseue 200uny ¢ uUSHORAMUYHA 2eHEPATUIUPANG CHUTENCUR,

EdmkactocTTa Ha neseTupanetaM € 10kazana B 24 CeAMUUHO AROHHO-CAANO, NNatebo-KoHTponHpano
NPOYYBAHE BK/MOUBAILG Bb3IPACTHH, KOHOLEM W OrpaHHYeH Opoil acua cTpajauwll OT MAHONATHYHA
FEHEPAIM3IHPaHA ENUACTICHA ¢ MMBPBHYHO MEHEPATH3HPAHH TOHHYHO-KAOHHYHK apucTbnn (ITT'TK) ot
Pa3iMyHA CHHIPOMH (IOBEHHIHA MUOKJIOHWMHA ENUJIENCHS, IOBEHWNHA alcaHe emuiencHs, AeTCka
abcaHc enunencHs WM enunencus ¢ grand mal npuctbnu npu cubyxaane). B Tosa npoyusaue.
nozata Ha neseTupauetam e OGuna 3 000 mg/aeH npu Bwb3pacTHH wam 60 mg/kg/aen npu aeua.
NPHEMAHU KATO 2 OTOE/THH 03K,

72,2% oT nauneHTHTE NpHeMaltu NeBeTHpauetaM U 45,2% ot nalmenTuTe Ha naauebo ca ¢ 50% wan
no-rofiamMo HamaneHwe Ha uvecrorata Ha [II'TK npuctenu 3a ceamuua. lMpu npoabnxkuTenHo
ABLArOCPOHHO Aevenne 47,4% OT NaUMeHTHTE He ca NONYHABAIH TOHWUHO-KIIOHHYHW TIPHCTHIM 3a
noHe 6 meceta u 31,5% He ca noayqaganu TOHHYHO-KAOHHYHH APHCTBNHM 3a noHe | roauna.

52 dapMakoKHHeTHYHH CBOJiCTBA

Jleserupaneram wMa BUCOKA CTENEH HA PasTBOPUMOCT M NPOHMKBAHE. MapMAKOKHHETHUHHST MY
npodui € SMHEEH C HHCKA MHTPA-WHAWBHAYANHA W MHTCP-HHAMBMAYanHa sapuabunuoct. Hama
NPOMAHA B KIHPBHCA CJIe1 MHOFOKPaTHO npunokenne. HaMa gaHHu 3a cbliecTReHa BapHabunHOCT No
OTHOILUEHHE HA NOJA, pacata W UMPKaaHWS pHThM. DapMaKOKHHETHYHUAT npodna € CpaBHUM NpH
31paBH A00POBOILM W NAUMEHTH ¢ SUACNCHS.

Ilopann neanata u nuneiina aGeopSums, nnasveHure HMBa Morat na ObLAAT NPeABHIEHH B
3aBMCHMOCT OT OpasnHaTa [03a fneBeTHpaueTam u3pazeHd B mg/kg TenecHa maca. Eto sawo we e
HEOBXOAHMO CieieHe Ha NITA3MEHHTE HHBA NIEBETHPALICTAM.

l'lpu BbL3paCTHH H Oeua € YCTaHOBeHA IHAUHMMA B3aAWMOBPHIKA MEXIAY CIRKD,
KOHLUCHTpAaLHA (C’bOTHOIlleHHeTO CMIOHKA/NAa3Ma N0 OTHOWEHHE Ha KOHLUEHTpS
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BrapacThi u 1oHOINK

AGcopbuus

Jlepetupaueram ce abcopbupa Gbp3o cren NepopaiHo NPUAOKEHHE., ABCONKOTHATA NepopanHa
OuonanuuHocT e Gnuzka a0 100%.

Mukosu nnazmenn wortentpauuu (Cp,) ce noctwrat |3 uwaca caen npuema. CraumoHapHo
CLCTOAHWE CE JOCTHra Cned 1Ba JHM NPH cXemMa Ha MpHeMaHne 2 NbTH AHEBHO. [lukoBuTE
koHueHTpaunH (C ) ca 06uuaitno 31 ug/ml n 43 ug/ml cvoteeTHO cnen eaHokpaTHa ao3za | 000 me
M MHOTOKpATHO, [IBa MbTH AHeBHO mpunoxeHue Ha | 000 mg. CtenenTa Ha abcopbuns He 3aBUCH OT
103aTa M HE CE BIIHAE OT XpaHaTa.

Paznpeaencrve

Hama oannu 30 mMuRaHHOMO paznpedenenie npu xopa.

Huto neseTHpalieTaM, HWUTO HETrOBWSt MbLPBHYEH METabonuT €€ CBbP3BAT B 3HAYWTENHA CTEMNEH C
niasMeHuTe npotennn (< 10%). Obema Ha pasnpeaeacHue Ha NeseTupauetaM € npubansutento 0.5
1o 0,7 I/kg, xoeTo e 6nnzo po obmna roaeH 0bem Ha opraHu3IMa.

Buotpanchopmallka

JleBeTupalieTaM He ce MeTabonM3Mpa ekcTEH3HBHO npu xopa. [naBHusT nbT Ha MeTaGonuitm (24%
OT 103aTd) € €H3WMHa XMAPONM3a Ha auetamuaHata rpyna. B ofpasyBaHeTo Ha NbpBHYHMA
metabonut, uch L0S57, we yuactsar wepvoapoGHure uutoxpoM Pase wsodopmu. XuaponusaTa Ha
alueTaMHIHAaTA Tpyna € YCTaHOBeHa B roNAM Opodl TbKaHW, BIJIKOMHTENHO KPBBHH KICTKH.
MeTabonuTbT uch LOS7 e dapmMakonorHyHo HeakTHREH.

VCTaHOBEHM €3 ChIIO M ABA  BTOpOCTENeHHM MeTabomuta.  EanMHnST c€  nody4asa  of
xuapoxcuampaneto (1,6% OT no3ata), a APYFHAT OT OTBAPSHETO HA NUPOIMAOHOBWA npbeTen (0,9%
ot ao3ara). JIpyrure HeMReHTU(GHUMpaHH KOMIIOHeHTH ca camo 0,6% oT aoszara.

In vivo He e ycTaHOBeHa BbTpELHa KOHBEPCHA HA €HAHTHOMEPHTE KAKTO Ha JICBETHPALETAM, Taka
HA HErOBHA MbpBUUeH MeTaloauT.

In vitro, JNEBCTHpaUETaM H HCMOBHAT MbpBHYUEH MeTabONHUT He HHXH6HpaT H30Cb0pMHTe Ha rhHagHU#
yepHoapobeH koMmnaeke y xopata - uuToxpom Py (CYP3A4, 2A6, 2C9, 2C19, 2D6, 2E1 v 1A2),
rmokoponun Tpancdepasata (UGTIA] AND UGTIA6) n enokcua XHAPOKCHNA3HATA akTHBHOCT. B
AONBLAHEHHE, JIEBETHPALETaM He BB3AEHCTBA i Vilro BBPXY TAKKYPOHHPAHETO Ha Balpocka
KHCENKHA.

B KyATYPH OT HOBELIKH XENaTOLMTK NeBeTHpalueTam oka3ssa cnab uin e Ges edekt supxy CYPIAZ.
SULTIEL unk UGTIATL. Jlegetupaueram ymepero wiayuupa CYP2B6 u CYP3A4, In vitro nanuure
H in Vivo JaHHHTE 33 B3aHMOAGHCTBMS BLPXY OPANHUTE KOHTPALENTHBM, JHFOKCMH W BapdapuH
NOKa3BaT, 4e in vivo HE CE OYAKBa 3HAYUMO HHAYUHUpaHEe Ha €H3IHMH. 3aToea mManko BEpPOATHO ©
pzanMonelicTere Ha JleReTHPAKOH ¢ APYTH BEILECTRA.

Enumunupane

[MhasMeHWAT MONYKHBOT NP Bb3pacTHW € 7+| vaca ¥ He Bapupa B 3aBHCMMOCT OT /103aTa. NbTA Ha
Apunarane ¥ MHorokpartnus npuem. CpeanuaT obur Tenecen inpbHe e 0,96 ml/min/kg.

[NaBHUAT NBT Ha eKCKpeuWs e upe3 ypuHaTa 3a cpeano 95% ot nosara (npubausutento 93% or
NpYeTaTa 1033 ce OTAENAT B PAMKHTE Ha 48 uaca). OTaensaHETO 4pe3 W3npaxkHeHnaTa ¢ camo 3a 0.3%
OT no3ara.

KyMynaTuBHaTa eKCKpelHs 4pe3 ypHHaTa Ha JIEBETHPALETaM W HErOBWUS NbpBUYE
cbLoTBeTHO 66% W 24% npes nupaure 48 yaca.

PeHanHHAT KIMPBLHC Ha neBeTHpauetam M ucb L057 e chorsetHo 0.6 1 4,2 ml/mi
JIEBETHPALIETAM C€ OTAe/A YPEe3 rNoMepyaHa GUATPpauys ¢ nocneasawa TyGynHa
NbLPBHYHUAT METAbONMT ChUIO C€ OTAens upe3 TyOylHa CeKpeuwus B AONBLAHEHH
duaTpaums,




EﬂHMHHHpaHCTO Ha NEBETHpAUETaM Kopenupa ¢ KpeaTHHHHOBHUA KITHPLHC.

Xopa 6 cmapyecka eb3pacm
[lp1 naureHTH B CTapuecka BB3PACT NOMYKHMBOTLT € yBenHueH ¢ okono 40% (10 no 11 waca). Tosa ¢

CBBLP3aHO ¢ HamanaBade Ha 6pOpeunaTa dyHKUMA Npy Tazu Nonmynauus (BXK. Touka 4.2).

bubpeuno vepeoscdane

anBHJJ.HHSIT TEJICCEH KIHPBHC Ha NEBETHPALCTAM H HETOBHA NBbPBHYCH MeTabonuT Kopenupa <
KPEaTHHHHOBHA KIWUPbHC. ETO 3aL10 ce npenopbuBa ajanTHpaHe Ha MOANbPHALIATA AHCBHA 1034 HA
JleseTnpakoHn Ha 6a3aTa Ha KPEATHHWHOBHA KIHPLHC NPU MAUHEHTH CbC CPEIHO A0 TekKo 6uOpeuHo
yBpexaaHe (Bx. Touka 4.2).

Ilpy nauveHTH B Kpaed cTagHid Ha OuOpeuHa HegOCTATBYHOCT € AHYPHS, NONYKHBOTLT &
npubnusntensHo 25 v 3,1 yaca CLOTBETHO NPe3 WHTEPAHANMIHMA M MHTPAAMANH3HWS nepuoa. Tlo
BpeM¢ Ha oOwuadHaTta 4-pu vacoBa AuanM3Ha npoucaypa (pakUMOHHO ce oTaenat 31% ot
JIEBETHPALIETAM.

Yeprodpobuo yepesicoane
[lpu nauxenTH ¢ NEKa 1O yMEPEHA CTENEH HA YepHOAPOGHO YBpexaaHe He ce HabnoaAaBa 3HAUMTEAHA

NPOMAHA B KNHPBHCA HA neBeTUpaleTam. TIpH NOoBeveTO MALUMEHTH C TeKKA CTENEH HA YEPHOAPOOHO
VBPEKAAHE KIHPBHCLT Ha NEBETMpaleTaMm e HamaneH ¢ noseue ot 30% nopaau CHRABTCTBALLO
61.6peuHo yepexaaHe (BXK. Touka 4.2),

Heduampuuna nonyrayus

Heya (4 00 12 z00unu)

Cnen npuemane Ha eanHuyHa no3a (20 mg/kg) or aeua (6-12 roaMHK) ¢ ENUAENCHSA, NONYKUBOTHT HA
neseTHpaueram € 6,0 vaca. [NpHBUAHUAT KOPUIHPAH KbM TEIECHOTO TErI0 KNUPBHE € npubnuznTenHo
¢ 30% no-BUCOK OT TO3H HA BL3PACTHH C ENWIICHCHA,

Cnea muorokpatHo nepopanto npunoxenne (20 no 60 mg/kg/aHerto) Npy aeua ¢ ennaencus (4-12
roAWHH), neseTHpaleTam ce abcopbupa 6bp3o. Nukosn nnazMeHy koHUEHTpauKK ce pocturar 0,5 no
| uwac cnen npuema. HaGnonapano € nuHeliHO M NpoMoOpUMCHANHO HA A03aTa fOBMLIABAHE 34
IMKOBUTE NJa3MEHKW KOHUEHTPAlUWMH W miowTa noa kpHeata. [lonyXHBOTHET € OKONO 5 uaca.
[MpuBHAKHAT TeneceH knvpbhHe € 1,1 ml/min/kg.

Hosopodenu u deya {om 1 mecey do 4 200uni)

Ciien npunoxeHHeTo Ha enuHU4Ha fo3a (20 mg/kg) Ha 100 mg/ml nepopanen paszTeop npk deua (oT |
meceu 10 4 rOAWHM) C enunencus, neeerupaueram ce abcopbupa GbpP30, KaTO NMKOBH NIIa3MeHU
KOHUEHTPALKHH ¢€ ANOCTHraT 1 vac cnea npuema. DapMaKOKMHETHMUHWTE PE3YNTaTH NOKAIBAT. ue
NOSYXKHBOTLT € NO-KpaThk {5,3 yaca), B cpaBHCHHE ¢ TOBA NPH BL3pacTHH (7.2 yaca), a NPUBHAHKMAT
TeNeCeH KIHpBLHC e mo-yckoped (1,5 ml/min/kg), B cparHeHne ¢ To3W npu BbIpacTHu (0.90
ml/min/kg).

B nonyhaunoHHHs (apMaKOKHHETHYEH aHAM3, MPOBEIEH NPW fauUMEHTH OT l-meceuHa 10 16-
TOJIHLIHA BBL3PACT, TENSCHOTO TEFO ¢ 3HAYHMO CRLP3IAHO ¢ APHBHAHHKS TENECEH KIHPBHC {kn HUPBHCET
¢¢ MOBHILARA C AOBHILABAHECTO HA TEJIECHOTO TErJIO) U TENECHHs 00eM Ha pasnpenenenue. BnipacTra
CBUIO BJIMAE BLPXY JABara napamerbpa. TO3W edekT e HIpaseH NpH NO-CKOPO HOBOPOAEHHTE W
HAMAIABA NPH YBENHYEHHE HA BBL3PACTTa, KAaTO CTABA HE3HAYMTENCH OKONO 4-TO/MINHA BL3pacT.

B asata nonynauvoHHH dapmakokHHeTHUYHW aHanuza ce Habmoaasa okono 20% HapacTeaHe Ha
NPHBHIHHUAT TCNELCCH KITHFRHC Ha JieseTHpaueram, Korate c€ npuailara c<bBMECTHO
HHAYUHPALIMTE AHTHENHACNTHYHH JIeKapcTea.




5.3 TpeaxnuHuunu 1aHHH 33 e30nacHOCT

TIpeAKIMHWYHMTE  JaHHM, CbrnacHo  OOlWONpWeTMTE  WICNEABAHWA  Ha fe3onacHoCTTa,
hapMaKONOTUATa, FEHOTOKCHYHOCTTA W KAPLMHOTEHHOCTTA, HE MOKA3BAT H3BLHPEACH puck Npw
YOBEKA,

Hesenanu ekapcTBEHH peakuHy, KOUTO He ca HabniofasaHu No BpEME Ha KNHHWYHUTE NpoytiBatiii
HO YCTAHOBEHH TIPH MIBLXOBE M B NO-Mallka CTETIEH NPH MHUILIKH, MPW HKBA HA NpUarane noa0OHH Ha
Tean MpPH HOBEKA M C BB3MOXKHA BPb3Ka ¢ KIMHM4HaTa ynoTpeba, ca yepHOAPOOHHTE TNPOMEHH.
NOKA3BALM ANANTHBHUS OTTOBOP, KATO HApacTBaHe Ha TEINIOTO M LeHTpHiobynapHa xuneprpodus,
MACTHA MHAHUITPALMA H NOBHLIABAHE HA YEPHOAPOOHHTE CH3UMH B NaMara.

He ca HabmomasaHu HexenaHw edexTH BbPXy MbKKATa W OKeHckata (epTHAHOCT WiH
penpoaYKUHOHHATE CTIOCOGHOCT TIPH bXxose B Ao3k o 1800 mg/kg/nen (x 6 MRHD na mg/m2 wau
Ga3aTa Ha eKcno3uLmMATa) npu poauteante u Fl nokonexne.

Mposenenn ca ape emEpuo-geranHoro (EMP) passutve nipy MIbXOBE © 400, 1 200 » 3 600
mg/kg/nen. Tpu 3 600 mg/kg/aeH B camo enHo ot 2 EMP npoyusanua € MMano ¢iabo HamaneH1e B
TErNOTO HA 3apoAHLIA, CBBP3AHO C FPAHMYHO NOBHLICHHE HA NPOMEHH B ckeneTa/MalkH aHOMAIHH.
Jiuncea eekT BbPXY CMBPTHOCTTA Ha €MOPHOHWTE ¥ JUNCBA MOBULIEHWE HA HCCTOTATA HA
mandopmaunnte . NOAEL (No Observed Adverse Effect Level, Hueo, npu koero He ce HabmonapaT
HeweNaHd peakuun) e 3 600 mg/kg/nen npu GpemeHHH KeHCKM MbXoBe (x 12 makcumanHaTa
npenopbuana anesHa nosa npu xopa MIAX, wa mg/m’ 6aza) u | 200 mg/kg/nen npH derycure.

IpoBenenn ca YeTHPH NPOY4BaHHA Ha eMGpHO-HETANHOTO pa3BHTHE MPH 3aiiliM, NOKPHBALLY N03H OT
200, 600, 800, 1 200 u | 800 mg/kg/aeq. Hosa or | 800 mg/kg/nen ¢ npeanssukana 3alenexuma
TOKCHYHOCT MPH MAHKATa M HAMANTEHHE Ha TETOTO Ha MO, CEBP3aHO C MOBULICH PUCK OT 110 ChC
cbpaeuHO-ChIORH/ckeneTHn anomanun. NOAEL e < 200 mg/kg/nen npu maiikata n 200 mg/kg/nen
npu mioaa (pasHo Ha MITJIX wa mg/m2 Baza).

IMepy- 1 NOCTHATANHO NPOYHBAHE Ha PA3BUTHETO NPY NLXOBE C 2031 NEBETHPALETAM or 70.350m |
800 mg/kg/nen. NOAEL e > 1800 mg/kg/nen 3a FO XeHCKH W 33 NpEKWBACMOCTTA, pactena W
pa3BuTHETO Ha F1 nokoneHHe 10 oT6yBaneTo UM (x 6 MI1JX Ha mg/m’ Gaza).

l'lpquBaHusl Ha passdTHCTO B HCOHATaNHA ¥ Mnana BbL3pacTt NpH XKHBOTHH (HJH:XOBQ H K)’HCTa) HE

NOKa3BaT HEXKENaHH e)eKTH N0 OTHOWEHHE HA CTAHAAPTHOTO PA3BMTHE WM CL3PABAHE TIPH JIO3U 10
2

1800 mg/kg/anerno (x 6 - x 17 MIJIX va mg/m” 6aza).

QOueHKa Ha pHcKa 3a okonuata cpena (ERA)

Manko BeposTHo e ynotpefara Ha JleBeTupakoH B CLOTBETCTBHE C MpoayKTOBATA uHdopmauna na
JIOBE/IE 10 HEXENATENHO BB3ACHCTBHE BBPXY OKONHATa cpeaa (Bx. Touka 6.6).

6. OAPMANEBTHYHH JAHHH
6.1 Cnucbk HA NOMOUHWTE BEILIECTEA

Harpuer uuTpar

JlumoHeHa KUCenHHa MOHOXHApaT
Metunnapaxnapokcubensoar (E218)
TMponunnapaxuapokcubensoar (E216)
AMOHHEB [JTUUHpH3AT

Fnuuepon (E422)

Manruron, Teuen (E963)

Auvecyndam xanuid (E950)

Bkyc Ha rpo3ae

[ipeuncTeHa Boaa
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6.2 HecoBmecTHMOCTH
He e npunoxumo
6.3 Cpok Ra rogHocT

3 roAMHH,
Cnea nbpBoTOo oTBapaHe: 7 Meceua.

6.4 Cneumnannn yc1ioBad Ha CbXpanenne
Jla ce cbxpaHABa B OPHIHHANTHATA ONAKOBKA 34 [1a € NPEANa3H OT CBETIINHA,
6.5 Bna e chabpkanHe HA OMAKOBKATA

Bymuaxa:
Bytunka ot TeMuo cTbkio (tun 1} (200 ml uan 300 ml obem).

Bytunka ot 200 ml o6em chaspixa 150 ml nepopanen pasTBop Ha nereTupauetam (1 ml cbawpika 100
mg NeBETHPALIETAM ).

Bytuaka ot 300 m] o6em cuabpxka 300 ml nepopanen pasreop Ha seseTupauertam (1 ml cuanpika 100
M NeBETUPALETAM).

Sanymanxa:
MnacTMacosa, 3alUMTERA OT A€la 3anywanka (MoaHnportuieH), 28 mm u npw Agata sraa OyTHIAKY,

Cnpunuoska 3a nepopanno dozupane:
1 ml unn 3 ml cnpuHLUOBKA 33 J03WpaHE HA NEPOPAneH PasTBOp € MOCTABEHA B KAPTOHEHATA ONAKOBKA

ceabpkaina 200 ml Gyrunxa.

10 ml cnpuHuoBKa 3a AO3MpaHe Ha MEPOpANEH pa3TBOp € MOCTaRéHa B KAapPTOHEHATa ONAKOBKA
cbaspkawa 300 ml 6yrunka.

6.6 CneuuanHH NPeINA3HH MEPKH NPH H3XBbLpJisHe U paboTa

Heuznon3eaHUsT NEeKapcTBEH NpOAYKT HAH OTNAABHHHUTC MATECPHANH OT Hero TpﬂﬁBa Ja Cce H3XBBLPJAT
B CHOTRETCTBHE C MECCTHHTC UAHCKBAHHS.

7. IMMPUTEXATEJ HA PASPEHIEHMETO 3A YTIIOTPEBA
PAPMAKQOHC Al
6yn. ,Jletio K. SAeopor” Ne 44 ev.1

1164 rp. Codus
Bwarapua

8. HOMEP(A) HA PA3PEIIEHHETO 3A YIIOTPERA

Per. Ne20160338




9. JATA HA ITBPBO PA3PEIIABAHEIIOJHOBABAHE HA PA3PEIIEHHETO 3A
YHOTPEBA

Jlata Ha nepBo paspewasate: 04 Hoemspu 2016

IIaTa Ha nocneaHo NMNOAHOBABAHE!

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA

05/2021
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