(PATKA XAPAKTEPHCTHKA HA TIPOAYKTA

3; LAHWTERHA ATEHLIA 110 HEI{AFCTBATR

u f~ paiTicd xapamw;;usmuﬁa Ha npogyxma - Nipuacmenus 1

: UME HA JEKAPCTBEHUS IPOAYKT
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2. TAYECTBEH H KOJIHMECTBEH CbCTAB

Beexr 1} coavpwa (00 mg neserupaueram (levetiracetany).

[ToMOUH BellecTBa ¢ HIBECTHO AeHCTBHE!

Beekn mi':t;m'bpma 1,5 mg MeTw mapaxuapokcubensorT (E218), 0,18 mg nponua
napaxuapocubensoar (E216) 1 300 mg ManTuTon, TEUEH,

3& MTLAHKS ClACHK HA MOMOUHHTE BEILIECTREA BHHTEC TOUKE 6.1.

3. JEKAICTBEHA ®OPMA

Hepopaney pasrpop
| poapauba, GeagserHa TEYHOCT C APOMAT HA TPOIAE B OYTHIKH OT CTBRAO THT 110

4. KJIMHWYHYU JAHHN

4.1 TepaneBTHYHY NOKAIAHNS

MeBeTHPaKOH & NOKA3aH 3a MOHOTEPAMHA MPH NeYCHHe Ha NAPLHATHA NPHCTBIN C HAK Be3 BTophtHa
reHepanu3augus Mpy Bh3PACTHH 1 HHOWMK Ha 10 W MOBEME TOAMHW T HOBOAHArHOCTHUMpaha

EMUNCTNCUA. :

NepeTHpakoH € nokasaHa 3a AONB/IBALIO ACIEHHE HA:

' napuu%mnu MPHCTBOH ¢ UKW 03 BTOPWUYHA reHEpalHlalMa nIpH BBIPaCTHH, IOHCMH, NS4 H

HOBOPOASHH HA | ¥ nopeye Mecela C ermuiTenCHs.

MUOKIOHWYHH APHCTBIM NPU BB3DACTHA M IOHOWM HA [2 W noBEHe rOAHHH C FOBSHHIIHZ

MUAOKJIOHNYHA eNUNEncuA.

' NbPBHYHC FEHEPANMIHPEHHY TOHHAHO-KIOHWYHH NPHCTHIH Mp#t BBIPACTHH H FOHOMIN Ha 12 u
naaeq¢ rOOMHH ¢ HOKHOMATHUHE Medepanii3vpadHa enunencus.

L

4.2  /lo3uOBKA W HAYHH HA NPHIOKERHE

Monontepanta npt @u3pacmui 1 HOwY Ha 16 1t nogeue 2oouHY

| [penopbuynmesHata HavyatHa 103a ¢ 250 mg nBa Mb»TH AHERHO, KOATO CNCA ABE CCRAMHKLIM a Ce
NOBMLUK HE 1B PBOHAYANHA TepaneBTyvHa 1032 o7 S00 mg asa NbTH AHeBHO. (el TOBA 103aTa MoXke
na ce nopullaea ¢ no 230 mg aAa NbTH AHEBHO HA BCEKH IBE CCAMHUMH B 3&BHCHMOCT FUHFTIS
oTropop. Maxcumansarta aosa e 1 500 mg nBa 1TH JHEBHO.




Howvasawo nevenue npu gv3pacmuu (> 18 e0dunu) u tonowu (12-17 200uny) ¢ mezno 50 kg wiu
nogeye

Hauannara TepanesTuuyHa Ao3a € 500 mg nBa neTv AHeBHO. Ta3u n03a Moxe Oa Oble 3anoyHarta oT
MbPBHA I€H HA JISHEHHETO.

B 3aBUCHMOCT OT KIHHHYHHA OTTOBOP M NOHOCHMOCT JHEBHATA K032 MOXKE: Aa CC yBenW4M 10 1 500
mg ABa NbTH AHesHo. [[pomsHa B Ao03aTa, CBbp3aHa ¢ YBENW4ABAHE WNY HAManNABAHE, MOXE [ad CC
H3BLPLIBA Ha BCEKH 2 10 4 ceamuun ¢ 300 mg na mbTH AHEBHO.

CneuyanHy nonynamy

Cmapuwecka gvapacm (63 200uHu 4 RO-GB3PACMHL)

[MpenopbuBd ce AfANTHPAHE HA A03aTd MPH MALWEHTH B cTapdecka Bb3pacT ¢ HapyuleHa ObOpedHa
dyHikuMs (Bx. no-gony "buOpeuno yspexaane”).

bvbpeuno yepexcoare

Jnepnara n03a TpsiGea 1a ce MHAWBHAYANU3Apa B 3aBUCUMOCT OoT GbOpevHara QyHKUHA.

[1pH BB3PacTHH NALMEHTH U3MOM3BANTE NPUIOMKEHATa MO-RoTy TabJInLa 32 (0anTHpaHe Ha 103aTa. 3a
npHaarade Ha Tasu Tabnuua e HeoOXxoaMMo a ce 3Hae KpeaTMHWHOBMA KJIMPBHC Ha MalUCHTa,
wspased B ml/min (CLcr). Tlpu Bbapactuu W jonoww ¢ Terno wail 50 kg Cler B ml/min Moxe 1a ce
ONnpeneny oT CepyMHHUs kpeaTHHUH (mg/dl) upes cneanara popmyna:

[140 - Bb3pactra (roaunu)] x rernoto (kg)
CLEr (mI/Min) =ee-smsrorecomsmonccsnnee cmomsrmne e coe oo (x 0,85 npu xeHn)
72 X cepyMeH kpeaTHHHH (mg/dl)

Kato CLcr cé anantupa cnpsiMo TeaecHaTa mosbpxHocT (BSA) kakto caensa:

CLer (ml/min)
Cler uml/min/t,73 mz) = . X 1,73
BSA nauuent (m?)

AjanTypate Ha 103a1a 0PU Bh3PAacTHY W KHOIWY C Terjo Haj S0 kg ¢ HapylieHa 6n0peuHa GYHKINS:

pyna | KpeaTHHHHOB KITUPBHC L| Jlo3a 1 4ecTOTa Ha MprJiaraHe
L (ml/min/1,73m2) |
Hopmasta ¢yHKuks > 80 500 o 1 500 mg AaBa NBbTH !
JAHEBHO
Jexa cteneH wHa Hapyuwena | 50-79 500 zo 1 000 mg Jga NbBTH
{ (DYHKLY A _ JIHEBHD
| Ymepesa cTéned wa Hapyluena | 30 - 49 250 ao 750 mg 1Ba TbTH AHEBHO
QyHKUMS
Tewka cTeren Ha Hapyuena | < 30 250 0o S00 mg nBa BT AHEBHO
DyHKILMA
[lauvenTH B KpaeH cTanni - 500 oo 1 000 mg BeaAHBXK
Ha HbOPeHa HEAOCTATBYHOCT | i AHEBHD (2)
noanexalun Ha adanuia (1)

(1) TTped nbpBUS NEH Ha JAEUYSHHETO ce NPENnopLYBa HaToBapealld 103a OT 750 mg neserupaleTam
(2) Coien A¥AIN3a ce NPenopsYBa AonbARKTeNHE no3a oT 250 no 500 mg.




[lpu aeua ¢ OuOpeuHy yBpexaaHHs, no3ata neserupaueTam TpadBa na Cce alanTHpad Bb3 OCHOBA Ha
0bOpeunata )y HKLUKSA, Thil KaTO KINHPBHCHT HA NEBETHPALIETAM & CBbp3aH ¢ (bOpeunara QyHICLHAL.
[lpenopbxata ce 0CHOBaBa Ha NPOYYBAHE NPH BBL3PACTHH ¢ GLOPEUHN yBpEKIAHUS,

Cler 8 ml/min/1,73 m2 e BB3MOXKHO A2 C€ ONpeAenyd OT W3UUCIABAHETO HA CEPYMHUS KpPEaTHHHH
(mg/dl) 3a rn;o-mamm FOHOLIM, A€LA ¥ HOBOPOJAEHU ¢ AOMOIUTa Ha caenHata dopmyna (bopMyna Ha
Schwartz):

Bucounna {cm) x ks
CLer (ml/min/1,73 m') Oy
CepymeH kpeatnHHH (mg/dl)
ks~ (,43 npH HOBOPOAEHH 10 1-rofuuiHa swvipact; ks= 0,55 apu aeua non 13 roauHu 1 aesoitky, ks=
0,7 Npy FOHOWM OT MBXKKH [10J1.

ANanTypase Ha 403aTa NpM HOBOPOACHM, Neua W WHoWwM ¢ Terno noa 50 kg ¢ HapylueHa 0b0peyHa
OYHKLLHA

['pyna [ KpeaTHHHHOS8 KITHPBHC Jlo3a v yectoTa Ha Ao3upane (1)
- (ml/min/1,73m2)

MeceLla, Jeua M IHoWM ¢ Terno noa 50 kg

Hosopoaenu ot 1 oo 6 mecena Hosoponenn ot 6 1o 23

Hopmanna > 80 7 no 21 mg/kg (0,07 no | 10 ano 30 mg/kg (0,10 no
0,21 ml/kg) mea nvre | 0,30 mi/kg) moBa nbTH

o AHEBHO JHEBHO
Jleka 50-79 7 no 14 mg/kg (0,07 mo ! 10 po 20 mgikg (0,10 no
0,14 ml/kg) nsa npth | 0,20 mli/kg) aBa awTH

[HEBHO . IHEBHO
YMepeHa 30-49 3,5 oo 10,5 mg/kg (0,035 | 5 mo 15 mg/kg (0,05 no
? no 0,105 mi/kg) asa meti | 0,15 mikg) npa mBTH

5 NHEBHO IHEBHO
, Tewka <30 3,5 a0 7 mg/kg (0,035 no !5 no 10 mg/kg (0,05 no

0,07 mlkg) nmea wpru: 0,10 mikg) ABa NBTH
s . . LHEBHO | IHEBHO
TlauneHTH B KpaeH CTamud | - 7 no 14 mg/kg (0,07 go i 10 no 20 mg/kg (0,10 mo
Ha . Obbpeuna 0,14  ml/kg) segnwx | 0,20  ml/kg)  BeoHbXK
HEAOCTATBYHOCT AHeBHO (2) (4) aHesHo (3) (5)
NPOBEIKAALLN !i,zma.n W34a ;

(1) Keppra nepopanen pasTeop TpAOBA 1a ce WINO0iIBA MpH 03K 1104 250 Mg W fpH I'aLUKEHTH , KGHTO HE MOFaT
44 nperisUiaT TabneTry.

(2) [lpenopb4sa ce Haromapeawa noza or 10,5 mg/kg (0,103 ml/kg) npes nepBua AeH HA JCHEHHE ¢
JAEBETHPALETAM,

(3} lpenopbuBa ce waTopapeawa Aao3a ov 13 mg/kg (0,15 ml/kg) npes nbpBua NeH Ha jeueHHe C
ACBETHRALCTAM,

(4) Coren ananusa ce NpPenopLYBa ACMbAHMTENHA A03a oT 3,5 10 7 mg/kg (0,035 ao 0,07 ml/kg).

(5) Caea ananusa ce NpenopbYyBa A0NbARWTEHE 4033 0T 5 80 10 mg/kg (0,05 no 0,10 miskg).

Heprodpobuo. yepexcoane

[Tpy NALKMEHTH ¢ 1IEKa A0 yYMEPEHaA CTeneH Ha 4epHOoApOOHO yBpeKIaHe He C¢ Hanara alantyipaHe Ha
ao3zara. Tlpu nauyeHTH ¢ 7€XK0 4ePHOAPODRO yBPEHAAHE CTORHOCTHTE HA KISATHHUHOBHS KTHPLHC
MOraT Ja HE danaT peajiHa npeacrasa 3a OvOpeuHaTa HefpocTaTbyHOCT. |lo Ta3snm npuHyvdHA nNpH
KpeaTHHMHOB KkauppHe < 60 ml/min/i,73m2 ce npenopeusa 50% HawmaneHne¢ Ha [AHEBHATA
nofdkpIKalia Ao3a.




[leanarpyyuna nonynauua

JlekapaT Tpi6Ba na npeanuue Haii-noaxoasaTa nexkapcereeda GopMa, BB POPMA U KONTHYECTBO HA
AKTUBHOTO BELUECTBO B 1030Ba EAMHHWLA, B 3aBMCHMOCT OT Bb3PacTTa, TEMNIOT0 U A034Ta.

JleBETHPAKOH NepopanceH pasTBOp € npeanouuranata Gopma 3a ynoTpeda rpu HOBOPOACHH M Aeua Ha
BL3PACT NOR 6 rOAHHHK. B AOTBAHEHHE, HANMYHUTE 1030BH POPMH Ha TAONETKHUTE HE ca MOAXOAAUMN
33 HAaualHa Tepanus npd Oeua ¢ TeaecHo Ternmo noa 25 kg, npd nauMeHTH, KOWTO HE MoraT na
Aperabilar TabaeTKH Wiy NpW NpunowkeHue Ha 103u noa 250 mg. [lpu BcHuK# rOpenocoUeHu Ciy4an
TpAOBa a ce N3M013Ba NEBETHPALIETaM NEPOpaNeH pa3TBop.

Mownomepanus
besonacuoctra ¥ €EKTHBHOCTTA Ha JleBeTHpakOH MPA AEUA W IOHOLLK MOA |6 TOOWHW KaTo
MOHOTEpANNUK He e YeTaHoBeHa. HiiMa HaHYHK NaHHH.

Aonvieauo Acuenue npu HOBopoJdeHu Ha év3pacm om 6 00 23 meceya, deya (2-11 zoounu) u woHowWU
(12-17 20dunu) ¢ meaao nod 30 kg

HauannaTa TepaneBTHuHa no3a € 10 mg/kg ABa mbsTH AHESBHO,

B 3aBYCHMOCT OT KJMHUYHUA OTIOBOP H TIOHOCHMOCT, i03aTa MOXe Aa Oble yBennicHa 1o 30 mg/kg
nBa NbLTH aHeHO. flpomsanarta B nosara He TpadBa Ja HaABMILABA NOHHKEBAHC WK MOBHIUABAHC €
nogeue ot 10 mg/kg ABa NBTH AHEBHO HA BCekW Ase ceAMuuM. Tpalea na ce u3nonsea Hal-HHCKaTa

eeKTHBHA H03a.

HosaTta npu aeua ¢ terno 30 kg uny noBeve ¢ CbLLATA KAkTO MpH BBIPACHU.

[penopr4yTenHa 1032 Npr HOBOPOAEHH HA & W NOBEYE Meceud, ACLA M IOHOIUM:

Terno HavanHa noza MakcUMalHil B03a

10 mg/kg nBa ABTH AHEBHO 30 mgk&nﬂa MbTH JHEBHO
0 kg m "' 60 mg (0,6 ml} ABa NBTH AHEBHO 180 mg (1,8 ml) aBa nbTH AHEBHO
10 kg "” 100 mg {1 ml) ABa NbTH JHEBHO 300 mg (3 ml) ABa 1TH AHEBHO
15kg'" 150 mg (1,5 ml) ABa NbTH IHEBHO 450 mg (4,5 ml) ABa TbTH AHEBHO
20 kg B 200 mg (2 ml) a8&a 1bTH AHEBHO 600 mg (6 ml) nBa NBTH AHCEHO
25 kg 250 mg n8a NbTH AHEBHO 750 mg aBa iTbTW AHEBHO
Haj 30 lig 500 mg nBa NbTH AHEBHO { 500 mg 4B3 ObTH JHEBHO

" pw neua ¢ TenecHo Terao 23 Kg ¥AH MO-Manko €€ NPenopLYBa NEHEHHETO .18 3an04HE C© JleBeTHPAKOH

100 mg/ml nepopanen paisTBop

Y Tosata NpH AeUd w oHOWH Hal 3O kg e KaTo 1a3i opH BBIPACTHH,

Jonvasauo Aewerue npu HOGOPOJeH HA 8b3pacm om I mecey Jo & areceya

Hauannara TepaneBriyHa 103a ¢ 7 mg/Kg Apa MbTH IHERHO.

B 3aBUCMMOGT OT KNMHHYHMA OTFOBOP M NOHOCHMOCTTA, 103aTa MOKE Na Obne yBenunuena no 21
mg/kg aBa n'bru nHesHo. [lpomeHnTe Ha pgo3ara He TphOBa Ja npeBr.LaBar YBETWICHHA HIK
Hamasienus Haa 7 me/kg B2 NBTH OHEBHO HA BCekW ABE CEAMHIM. TpsdBa 1a Ce H3MON3Ba HaH-

HUCKaTa ePexTiiBHA 1034,
HosoponeHuTe Tpabpa na 3anounat J1evennero ¢ Jlesetnpakon 100 mg/ml nepopaneH pasTsop.

[Tpenopp4uTENHA 4038 NPpU HOBOPOIEHY HA BB3PACT OT ] mecey A0 oj 6 Megeua:

Terno | Hauanna no3a; MakcuManHa 103a.

7 mg/kg ABa NbTH AHEBHO 21 mg/kg nBa MbTH AHEBHO -
4 kg | 28 mg (0,3 ml) ABa NbTU QHEBHO 84 mg (0,85 ml) n8a NuTH ﬂHeBHﬁ
S kg '_ 35 mg (0,35 ml) aa NbTH HHEBHO 105 mg (1,05 ml) nBa [TbTH AHEBHE W !
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kg 49 mg (0,5 ml} aBa NLTH AHEBHO 147 mg (1,5 ml) Ill;_-a NBTH JHEBHO

Hayyn Ha OpUilQKSHKE

[MepopaiHBIT Pa3TBOP MOMKE A4 CC Pa3pelH B HAild BOAA WAH Gytvnka 3a GeGera karo NpPUEMBT My
MOE Aa cTaBa ¢ uin O3 xpana. KoM JlepeTupakoH ¢a OpPUIOKEHW rpanynpaHa CHpHHLUOSKA 34
NepopaiHe NO3UpaHe, aganTop KbM CAPUHUOEKATA M JIMCTOBKA C© qedopMaums 3a norpebutens.
MueBRaTa g3a C& HA3HAYABA KATO ABE OTICNHU PABHH JI03H.

4.3 TpoTusonoxKazauns

CBpbXYYBCTBUTENHOCT KbM aKTHBHOTO BEWIECTRO WAy KbM APYTH NHPOTHMACHOBH [IPOU3BOAMH, MK
KbM HAKOE OT MOMOMHHTE BeecTha, H30poeHy B Touka b.1.

44 Cneusnaasn npeaynpexaeHus H NPeANasHH MEPKH NipH ynoTpeoda

Cnppate Ha NeYEHNETD

Criopea cLBpEMEHHATA KIUHWYHA NPAKTHKA, ak0 Ce Hatdra CliHpaHe Ha NEUEHRETO € JleBETHDAKOH, TO
TOBa TpsaOBa AA CTABA MOCTENEHHO (HANpUMED NpPW BBLIPACTHH M HOHOWMM Hal 50 kg: nozara cg
Hama1sea ¢ o 500 mg, 184 NbTH AHEBHO, BCEKM 2 A0 4 CenMULM; MW HOBOPOACHW HAl 6 Mecela,
AELA W FOHOLWN ¢ TErNO oA 50 kg HamMangeane Ha 103aTa ¢ He noBeye oT 10 mg/kg Npa MBTH AHSBHO,
BCEXHM ABE CANMMLIK, NPH HOBOPOAeHH (O 6 MEceula): HamManABaHe HA 103aTa € ke NOBEHE OT 7 mg/kg
ABAa NbTH OHEBHO, BCEKY BE CEAMUUN).

Bufpeuta HEAOCTATBHHOCT

Mpuiaranete Ha JIeBETHPaKGH NpH nauMeHTH © GpOpeuHo yBpE#AaHe H3NCKEA ararTupaHe Ha
ao3ata. [1py NauBeHTH ¢ TEXKKO HapylleHWe Ha HepHoapobHaTa QyHKUHA ¢ NPEenoptyBa OUCHKA Ra
ObOpeuHaTa (PYHKUMA IPSAN ONPEALIAHE B N03aTa (B#. TOuKa 4.2).

CavoyDbuiicTBo

[Tpy nauMEHTH. feKyBaH« ¢ AHTHETHIESNTHHYHH NEK&PCTBA (BKNKOUMTENIHO AEBETHPAUETaM) C&
CHOGLIABAMH CAMOYOUNCTBO, 0NMT 3a caMoyOHICTBO, CYHLUN IHA NOCALKA 1 TTIOBEACHHC. MeTa aHaIH3
HA PaHAOMH3MpaH, Nnauebo KOHTPONMPAHM HWINHTBAHUSA HAa AHTACHWICHTHARH EKAPCTBEHN
NpoaysTl fOXKa3iBa MaNnbK, HO NoBWIUEH PHCK OT OOABdA H2 CYHUMIAHIH MHCHH H NoBeACHHE.
MexdHiidvbp T HE TO3H PUCK He € B3BECTEH.

3aiosa rauneHTHTe Tpabsa na ObAAT NPOCRSAABAHW 34 (TpH3HALM Ha JEPCChi W/MNK CyHUHAHA
Haeauns M MOBeAeHHe W Tpadea na ce NPeAanpueme CboTBETHOTO NEUTHHKE. [TaurenTuTe {H X0paTa,
KOHTO ¢ IpHAAT 3a TAX) TpaGsa fa 0baaT nocyBETEaNK A2 NOTHPCAT JICKAPCKU CBBLT, B cydaH, e ¢
NOSBST MPU3HALK HA ASNPECH HMIHM CYHIHAHA HACAUNA HIH MTOBEACHNE.

[leaHaTpru4Ha nonynauns

HatiurnTe AaHHH NPH AELA He MoKa3Bat oBTidaBaHe Ha PacTeXd 1 nybeprera. Benpexku ToBa HE <2
HIBECTHH AbIroTpadiHure ecdexTd BbPXy CnocoBHOCTT3 3a 3aydabaHe, HHTCNCRTa, PacTeNka,
eHOOKPHHHATE DYHKUKY. NyOepTeTa ¥ BLINPON3BOACTBEHHUA TOTEHLIHAM.

BeaonacHoCTTa M edMKACHOCTTa HA NEBETUPALIETAM HE € HambAHO YCTZHOBEHA NpPH HOBOPOLLHH C
snunencus roa 1 roawHa, Camo 33 HOBOPOLEHH ¢ napihiidi NpucTeid NON | rojguHa ca DK
BXHOUEHHM B KITMHHUEH T1POYYBAHKA, OT KOUTO ¢amMo 13 ¢a 61 Ha BB3pacT < 6 Meceua.

[loMouiny BEIECTBE
Nepsernpaxod 100 meg/ml nepopaneH pasTeop chaAbpia METHI napaxuzapoxcuerioar (E218), nponun
napaxuapokcuberzear (E216), xouTo MOrat Na npeau3BUKAT alCpritihi peakuri (BEPOATHO OT
wadased THI):

Cpowpia mantirton, teder, [lauveHTy ¢ pAAKaTa HAcieACTBEHa ocOpeMeHeHOCT Ha HET
KbM Dpy&T03a He TpAOea fa npremMaT TOBA NEKARCTBO.

g



4.5 BiammoaelicTue ¢ APYTH JieKAPCTBEHH IPOAYKTH U APYTH PopmMu Ha B3admoneHeTEHE

AHTHenWISHITHYHY NIEKAPCTBEHH NPOAYKTH

JankuTe 07 KAMHHMUBM NPOy4YBAHWA MPM Bb3PACTHW, (PERYM [yckaHe B npoAaxOa nokaspar, 4e
JIeBeTHpakoH K€ O0KalBa BAWAHME BBPXY CEPYMHWTE KOHUEHMTPAUHM HA ChISCTBYRALATE
AHTHEMWIETITHYHN  ISKAPCTBEHW  CPpeacTBd  (HEHUTOMH, KapdaMazenwH, BAaNfipOEBA KHCEIHHE,
beHobapOnTan, JAMOTPWKMH, TabaneHTHH, NPUMUACH), KAKTO W H4€ TE3H AHTHENHISNTHYHY
N2KapCTBa e BNMAAT BLPXY GapMaKoKHHETHRATA Ha JleseTHpPakoH.

He ChLISCTRYBAT KATErOPHYHKM AAHHM 38 KIMHHYHO 3HAYMMK NEKapeTBEH!N B3aUMOACHCTBMS KAKTO
MpH BbH3IPAGTHH, TAKA U TpH TElHATPHYHM TIAUHEHTH, npHemaik ao 60 mg/kg/naesHo
NEBCTHpALETaM.

PerpocnektusHata oleHka Ha (apMakQKHHETUYHWTE B3auMoIeHcTBMA NpH I¢ua W OHOWM ¢
endaencua (4 a0 |7 roaduy), NOTELPAAABA, YE AONBJABALOTO JEHUEHHE C MEPOPANHO MpPUIIOXKEH
NERETUPALETAM HE [OBAWABA  CTAUHOHAPHUTE CepPYMHU  KOHUEHTPHLMM Had CAHOBPEMTHHO
npuaarankre «apbamazendn M Bannpoat. Bhopeke TOBA MaHHWTE fApeinonarat 20% no-BHACGOK
KIMPLHC Ha JIeReTYpaleraM nNpH  deud, npUEMAld CHIUM-UHAYUHDAlH  aHTHEMWNENTHYHE
nekapcTBeH NPOAYKTH. He ce Hanara aganTHpaHe Ha 1034aTa.

[1podereuns

Veranoseno e, de npebeneuna {300 mg ueTwpn nbTH AHesHO), Gnokep Ha DbOpeunHara TyOynhHa
cekpels. HHXMOHpa peHanHua KIWPbHC Ha NbpBUUHMA METAOO0ANT, HO 4€ W HA JISBETHPALCTAM,
Bbnpeky Tosa KOHUEHTPAUKATA HA TO3W MeTabonuT ocTasa Hucka. OuaxBa ce, He ApyrH NSKapCeTea,
EKCKPETHPALLK €€ 4pe3 akTHBHa TyOy,Ha Cekpeuss MOrar Chil0 LA HAMATAT PeHANHUA KAHPBHHC HE
MeTabonuTa, EQEKTHT HA NEBETHPALETAM BLPXY NPoOSHEUH HE € NIPeYHEH, KAKTO HE € YCTAHOBEH X
ehekTHT MY BBPXY APYIM AKTHBHO CexpeTupanH jexapctea, kato HCIIBJL, cyndoHamuin &
METOTPEKCAT)

Gpanuu KOHTPAUENTHEM ¥ APYIH PapMaKOKHHETHSHH B3aNMOACHCTRYR

JlesernpaneraM 1 000 mg aAHSBHO He MOBIMABA QAapMAaKOKHHETHKATA HA CPATHHTE KOHTPALENTHBY
{emm:mewﬁammn H JIEBOHOPrecTpen); EHOOKPWHHMTE napaMeTpu (JIYyTEHHU3Hpall XOpMOH 1
NporecTepoN) He ce npomMensT. Jleserupaueram 2 000 mg AHEBHO HE NOBNHABE (apMAKOKHHETHIATA
H@ AMTOKCHH v BapapuH: NpoTpoMOMHOBOTO BPEME HE C€ nNpoMeHs. EAHCOBPEMEHHOTO NPHEMAHE C
JHFOKCHH,  OpaiHH  KOWTpauenTuer M BapdapuH  He [0OBJMABA papMaxkOKkWHeTHMkara Ha
EBETH PALETAM.

AHTHALMAY

Hsima TaHHH 33 BAHAHME Ha AHTHALMAHMTE CPEACTBA Bhpxy abcoplumuaTa Ha NEBLTHpALIETAM.

Cnabutensu

Mma  w300vpany  cboblleHds 33 HaMmaleHne Ha ePHkacHOCTTa HA ACBETHPAUCTAaM, Korare
OCMOTHMHOTO CNaBUTENHO MakpOoron c€ Npuidra ¢AHOBREMEHHO ¢ Mepopaien ACBETHPALLTAM.
Cnepoparenio, Makporon He TpadEa Aa ¢e npUeMa npe3 yCraTa B NpoAwDKeHHe Ha eWH Hac pefd
SMH YEC CIed NPHUEMA HA NeBETUPALIETAM.

Apana W ankoxo

CrensHra Ha abcopOLUNs Ha TERETHPANETAM He C& (IPOMEHS OT XpaHaTa, HO CKopocTTa Ha abcopOuus e
c1abo NOHMKEHA.

Hsiva aarnilaa B3anMoaeiCTEME HA IEBETUPAUETAM C anKOXoN,

4.6 Pepruanter, OPEMEHHOCT H KbpMEHe

bpeMenkEDLT




[10CT-MAPKETHHTOBATE  JaHHH OT  HAKOJIKO MPOCMSKTHBHK DESTUCTPH 38 OpeMEHHOCT (2
AOKYMEHTHPRAK pe3yntatu 0T tag 1000 mewH, apueMaliy KaTo MOHOTEPAnms JepeTHPALIETAM, TI0
BPEME Ha nLpeHAa TpumecTep Ha ODpemedHocTra, KaTo Lai0, Tesw DaHHM He NOKa3BaT 3HAYHTENHO
YBEIMYABAHE HA PHCKA OT OCHOBHUTE BROASHH MaN(POPMallMH, BBUPEKH Y€ TEPATOrEHHHA PHCK He
MOKE Nz Ce M3KNIOUY HAMBIHO. JICHEHHETO ¢ MHOKECTEO AHTHENMIENITHYHM NEKAPCTBEHH TPOAYKTH €
CBLP3AHO € NO-BUCOK PHCK OT BpOAeHH MaT(epMauKu, OTKOMKOTO MOHOTEIANHATA W 3aToBa Tpahsa
da C€ OMUCIH 38 MOHOTEpANKA. [1pOYUBAHHATA NPH SKUBOTHH NOKA3IBAT PEIIPOAYKTHBHA TOKCHYHROCT
(BX. TOUKa 5.3} [lOTEHUMANHHUAT PHCK NPK XOPa HE € W3BECTEH.
JleseTHpakoH He ¢ Npenopk4Ba No BpeMe Ha GPEMEHHOCT M TIPH KeHHM © JSTEPOACH NOTESHIMAN,
HETIONL3BALLM] KOHTPALIETUMA, OCBEH B CAYYaHTe A KAMHWYHE HeOGX0ARMOCT.
KakTo npu Apyrd aHTHENWIENTHYHN NEKAPCTBEHH TIPOVKTY, PHIHONOFUYHUTE (1POMEHH N0 BPEME
Ha OpEMEHHOCTTa MOWe [d MOBIHAAT KOHUCHTPALMATE Ha nesernpaleram. Ilo Bpeme Ha
OpemerHoCTIa ce HabmoaaBa NOHHMABAHE Ha NIAZMEHMTE KOHHEHTPa MM Ha NeBETHPALETAM.
Ionmiasanero e no-uspasenc npes TpeTus TpumecTsp (10 60% OT MIXOMHOTO HHBO Tpedw
OpeMerHoCTTa). 3aToBa HA GPEMEHHMTE KeHu TPAOBA Oa Ce OCHTYPAT ITOAXOLAILK MeIHUWHCKH
FEMKK, [IPeKBCBRHETO Ha aHTHENWIENTMYHOTO NEYEHMe MOWE N4 JOBEAEe A0 BIOLIABAHE Ha
1abonsBaneTo, KOETE MONE A2 NPHUKHE YBPEXKAAHE HA MAHKATA W TLIOAA.

|
Khomene |
JIeBETHDPALIETAM CE OTAENS B KbPMATE, 3aTOBA KbPMEHETO HE & NPENOPBLYUTENHO.
AKG 00de MEYCHHETO C JEBETHPAUETAM € HATOMHTENHO B IEPHOAA Ha KbPMEHE, CHOTHOWEHHETD
NORIAPUCK TPADBA Aa OBAE CLEHEHO NPH OTYUTAHE HA 3HAYEHNETO HA KBPMEHETO,

Depruaurer
He ¢4 OTKPHTH J1aHHM 33 BAMAHHETO BLPXY (epTWNWTETA NPN NPOYYBAHWE BBPXY NHBOTHH (BX.
TOUKE 5.5). HAMa KNUHHUHA AaHEH, NOTEHLVATHHA PHCK 3a X0Pa HE € H3BECTEH,

4.7 EderTy BLpPXY cnocoGHOCTTa 32 IwodupaHe U paGoTa ¢ MAWKHHK

Hsma npoyuBanns 34 eexTTe sbpxy crnocofuoctTa 3a wodmpane w patiora ¢ mawuuy. Ilopaiau
BHIMOMHA PAINHYHA WHIHBHAYAMHL HYBCTEATSIHOCT apy HIKOM NAUWEHTH, B HadaloTo Ha
JACHEHUETC WK OPK NOCNENBALD yBeNMYaBaHe HA J033TA, MOXKE fa e MOABH ChHINBOCT WITH JPYTH
CHMIITOMH OT CTPAHA HA LEHTPANHATA HePBHa cucTema. [lauuerTute tpabea na Sbaar npeaynpeacHu
fla HC M3M0M3BAT KAKBATO M A € TEXHUKA WM MAWKHK AOKATC HE YCTAHOBART, U€ BR3IMOKHOCTTA HM 3a
TOBa e Ce € NOBMTUSAAA.

4.8  HemelaHH nexapeTBesn peaKuHu

O6oQuicHpe Ha apoduna HA Fe30IMacCHOCT

HpogabT HA MewenanuTe ChOUTHR, NPECTABEHH NO-R0Y, L€ OCHOBABA Hi AHANKM3A Ha COOPHH
NAaUedD-KOHTPONHMPARY KANHHYHA M3CNEIBAHUS 33 BCHYKM M3CIEARAHK TIONa3aHHA, BXITOYBALLE
00w 3416 pauMenTy, NeKYBaHM C AeBeTHpalieTaM. el JaHHW Ca AOMBIHEHM C yoorpebara Ha
JEBCTUPALIETAM B CHbOTBETHHTE OTBOPCHH PASUIMPEHH NPOYYBanMi, KAKTO W 110CT-MaPKSTHHTOBHS
OMUT. Hai-4ECcTo ChoGLIABAHNTE HEKENAHH peakluy ca HA30MAPAHIUT, ChHAUBQCT, rNaBobosve,
yMopa v ceeToBBbpTEeX. [IpodunsT na GezonacHocT Ha neseTHpaUeTaM ¢ KaTo UAno nonodeH mpH
PA3NHYHKTE BbL3PACTOBH TPVIM (BL3PACTHH M NEeAMaTPUYHY MAUWEHTH), KAKTO ¥ B PaMKHUTE Ha
0200pEHNTE PHANKALMY CBBPIAHW © CIIWNENCHATA.

TabnyusH CAOMCDK HE HERENAHHTE JTIEKADCTBEHH PEakLHY
[IposBeHHTS HeXENaH NEKAPCTBEHH PEAKUMH NPH KNMHHUHE WINHTBEAHHA (NPH BBL3PACTHH, :OHOLIN,
JeUa w HOBORDIGHH Hal | Meceu) 1 OT NOCT-MapKETHHIOB OMNHUT ¢a W3OPO&EHH N0 CHCTEMO -




(<1/10 000).
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Muoro qeerss  [Yecrtu He4ectH ~ Peakwn
HapyilueHKd ua ; eOpHB anones, eK3e v, TOKCHMYHA
ROMATE W PYPUTYC, ENMAEPMATHA
MeAKOA(HATA ThKaH | HEKPOIIH3a,
| CHHAPOM Ha
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OTPaBAHNS ;4 1
VCI0WHEHHS,
Bb3HHKHATH B
pe3ynTaT Ha |

LfHTEPBEfHUﬂH ]'

Onucatne Ha nibpaHu HeXenaHu peakuny

PUCKBT 0T aHOpeKCHs € NO-BHCOK, KOFaTo ce Npuiara ToIMpaMaT eIHOBPE MEHHO C JICBETHPAUSTEM.
o1 HAKOIKO cAYYas HA ArOMEUHA CE HabNo0aBa BB3CTAHOBABANE Ceil MpeyCcTaHoBABAHE Ha
‘leBeTnpakon. [Tpu HsAKOW OT CNyYaWTE HA NAHUMTONEHMA € YCTAHOBEHO MOATHCKAHE HA KOCTHHA
MO3BE,

:leanarpnyda nonynauks

Fpyu nauventy xa Brapact or | meceu 10 non 4 roauny, oo 190 nauueHTH ca GHm JIeKYBAHH C
NEBSTUPAUeTay B NIauebo-KOHTPOIUDAHH 1 OTBODPSHE pasiunpeny npoyysanud. [lectaecer (60) or
TeIH nauMelTH ca Buau JACKYBaHy C NeBeTHpaueraM B NJjiauebo-KoNTponypaHy Npoydpanus. T1py
NAUHEHTH Hti 8u3pacT 4-16 roauud, obwo 645 naugeHTH ca GHAIH JIEKY3aHHW C JieBETHpalUeraM B
MAaucto-KOHTPOAUMPAHH W OTBOPEHH  pastldpeHH MpOyuBaHMA. B NAaUEDO-KOHTPOINPAHH
MPOYHBAHHA: 233 OT Tedy NaumeHTH ca GUIM 1eKyBaHH ¢ feBeTHpaUeTaMm. B Te3n nse NeAHATPHEEY
BEIPACTOBH  TPYMH, TE3H NaHHM C& JIONBIHEHH C [OCT-MAPKETHHIGB ONWT 3a yrnoTpeba Ha
NIEeBeTHPALETAM.

[po@unsT Ha HexenanuTe cHOHTHA Ha NepeTHpaUETaM & 1o MPHHUKI [OA00eH MpH pasiHvHHTE
BL3IPACTOBH IpyYNA W B paMKHTE Ha 0A0bpeHnTe nokasaHWA, CERP3aHH ¢ ETHIENCHATA, Be30nacHocTTa
NPH NENHATPHYHKE NALKEHTH B NNaULe0o-KOHTPONTHPAHH KAHMHHYHH NPOYUBAHMA ¢a B ChOTBETCTBHE C
npodiHia HE HEIONACHOCT Ha NCBETHPALETAM HPH BB3PACTIH, T UIKNIOMEEVE Ha NoBeieHYecKUTe |
~CHEMATPIYHR HOXENAHN PEAKUMW. KOHWTO ca NO-42CTY [P Nela 0TKOIKOTO Ipu Bb3pacTHU. T1pH
delda HOOROIIH HA BBIPACT OT 4 10 16 roidHM, noppbluane (MARTO secTr t1.2%), ne3byna (decTn
2.4%). npoMeny B HACTPORHHETD [YecTh 2.1%), eMOLMOHAIHE HEeCTaBiIHGCT {uectu 1,7%), arpecus
{uecTh 8.2 ?}h), HeobMuafino nopeseHue (obula 5.6%) 1 aetaprvs (o6wm, 3,9%) ca ¢hobuasadH no-
HECTO, OTKQRXCTC B ApPYTHTE BLIPACTOBH pyny wWaMd B oDiupa npodun Ha Be3onacHocs. -Jl H

KbDMAYCTA ¥ ACUA HA BB3PACT OT | MeCel A0 04 4 TORHHM, Pa3apPasHUTENHOCT {MHOT




W HapyuleHa KoopmuuHauusa (dectn 3,3%) ca cpoOWaBand no-uecTo, OTKQNKOTO NpH APYruTe
BLIPACTOBH [PYNH, UNY B obuMa npodu Ha BeonacHocT.

Aroitto-cnagoe, nnauebo kKOHTPONMPAHO NPOYYBAHE 3a (el0onacHoOCT NpH Iela © HEHH{EPHOpeH
AM3AH € OUCHMITO KOTHUTHENOTO H HEBPOTICHXONOHYHOTO AeiCTBHE Ha JleseTHpakoH TpwW Agua ot 4
10 [6-roaHIIHA BL3PAcT ¢ HapUMANHU NPUCTBLIA. Y CTAHOBEHO e, ye FleBeTHPakoH He ce painMyapa
(HE & mo-nouja) crpaMo nnauefo 00 OTHOLEHHE HA NPOMAHATA CIIPSIMO M3XOLHOTO HKBO Ha Leiler-R
BHHMAHUE W NaMer, KoMOUHMpPAaH CKOD 38 WICTEOBaHE Ha TAMETTA B ONMPEIENsHATa B POTOKOIIA
nonynauns. PesynTaTWTe, CBBPIAHH € OBEAEHUECKATA A eMOUMOHATHA (YHKUMA, Ca MOKA3aiH
BAOILABAHE DPKY NEKYBAHHMTE ¢ JeBeTHPaKOH NAUHEHTH NC OTHOLICHME H3 ArPECHBHO NOBEIECHHE,
~3MEPEHO NO CTAHAAPTEH W CHCTEMATH3MPAH METOA YPE3 M3NON3BAHE Ha Banunupad crnocot (CBCL -
Achenbach BeNPOCHUK 3a A8TCKO Noseaekue). BPEKH TOBA MALMEHTHTE, npuemMany JleseTHpakoH
M0 8PEME HZ NPOALIDKHTEJIHO, OTBOPEHO IPOCHSIABALI0 NIPCYYBAHE, HE ca Mokasamnk obuo
BiOUWABaRe T OTHOWCHHE 1A NOBCSASHHETO WM eMOuWoRANHATA VHKUWA, HEUl0 [OBEYE,
NOKA3ATEINTE 33 ArpeCUBHO NOBLAEHHE HE CA TOKA3ANM BAOWABAHE CNIPAMO H3XOAHHUTE CTOHHOCTH.

Cro0taBane Ha IOA0IUPAHY HENERAHH DERKMUY

CroBiLaBaHeTo Ha NOZO3UPAHH HeXeNaHH PeakuuH cien paipewragane 3a yroTpeda Ha NexapcTEeHMIS
NPOAYKT € BaXHO. TOBa MO3BOIABA A3 NPOALIKY HAGNKACHHETO HA ChOTHOLICHUETO MOM3a/PHCK 34
aeKapcTBeHMS NpoaykT. OT MeAWUMHCKWTE CneuuanucTH <€ MW3MCKBa 3 cwobllasar BCAKa
NOAT3IAPAHE HEOKETAHA PeaKUHA YPE3 HALWOHKANHA CHCTEMA 3a CbhobllaBaHe:

HM3nbannTenna areHUus no nekapcrsara
vi.  Maman Ppyes” Ne B,

1303 CGEI)HH,{

Tes.: +35928B034 17,

vebcanr:

www bda.bg.

3.9 llpeaosnpane

CHMOTOMY

(COMHOACHTHOCT, TPEBOMKHOCT, arpechs, MORHKEHA CTENEH HA ChIHANME, NOTHCKAHE HA JWMINAHETO U
KOMa ca Onnl HabnronaBasu NpH npenoiMpane Ha fleseTHpaxoH.

MepKy npy Mpeao3upane

Caen acTpo noenosvpare © HeoDXOAAMO H3NPA3Basie HA CTOMAXA 4pe3 CTOMALUHA NMPOMKBKA HITH
Npeau3BrkBaHe Ha noBpbllaHe. Hama crneun@uyeH aHTHOOT Ha JeBeTHpaueTam. JieueHUETO TNpH
NPeLO3MPAHE € CHMMINTOMATHYHO ¥ MOXE Ja BKMNIOYBA XEeMOMUATH3A. Ediexra Ha oTaensHe NpH
aHanvsa e 60P% 32 neseTHpalieTam u 74% 3a [CBPBEHHHHA MeTabonuT.

—_—

5. ®APMAKOJOIrAYHU CBOWCTBA

51 DapvaxoiAHHAVHYHH CBOHCTBA

QapyakOTepanesTUYHA rpyna: AHTHETUICITHYHE AEKAPCTEA, NPYIH AHTHENHNENTHHHH NeKapcTBa,
ATC woa: NOSJAXIT,

|
AKTHBHOTO BELLECTBO JEBETUpALIETAM € MHPOIMACHOBO NPOHIBOXHO (S-eHaHTHOMEp Ha a-ethyl-2-
axe-1-pyrrolidine acetamide), xummueckn O3 Bpbika CbC CHUISCTBYBALIMTE ANTHEMIE
CPEUCTBA,

MexaniibM Ha JeHCTRHE
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MexahmsMbT Ha NefiCTBMe Ha JICBETWUPAUSTAM BCE OWE HE € HAMLIHD H3ACHEH, HO TOH ABHO Ce
OTILHMYABA OT:MEXAHWIMHTE Ha ISHCTBUE HA CCTANANHTE ChbBPEMERHU AHTHEN MASIITHYHHY NEeKapCTBeHH
TPOAYKTH. In VItIO W N VivO ONUTHTE NOKA3IBAT, Ye JEBETHpALSTaM He TPOMEHA OCHOBHMTE
XapaKTePUCTHKH HA KNETKATA, KAKTO 1 HOPMaTHATA HEBPOTPAHCMHCHA,

In vilré Npgy“BaHus [OXaIBAT, YE NSBETHPALETAM BR3ACHCTRA BLPXY MHTPAHEBPOHHKTE HMBA HA
Cal+ wupesivacTuuno uuxubupane Wa N-Tun Cal+ KaHanyerd, KaKo u 4Pe3  peAyUHpaHe
ocsobaxaasaneTy Ha Cal+ oT wHTpaHeBpoHHHTE nema. B ombiHeHMe, TOW YacTHYHO Hamaldpa
pERYXLMATA B ToToxA 8 GABA- W rMMUMH- 3ABMCMMKTE KaHanuera, WHIYUMPAHH 0T UMHK # b-
«kapOonuuu. . Hewlo noseus, B in vifro NPOYYBAHNS, JEBETHDALETAM JEMOHCTPUPA CBRLD3BAHE KBM
cneulHyng MeCTa B MO3BYHATA ThKaH HA Ipuiaud. TOBA MACTO Ha CBLDIBAHE € HaMupatlus ce 8
CHHAMTHUHHTE BEIUKYAM ApOTRMH 2A, 3@ KOWUTO Ce CMATa, de YHacTBa B BEIMKYAHATZ Py3un W
HEBPOTPAHCMHTEPHATR EX30UMTO3a. JIeBeTHPANETAM W HErOBUTE aHAI03Y IOKA3BAT H3ABEH aMHUTET
KbM CBBPIBAHE C HAMHPALLKA C& B CUHATITHYHHTE BE3HKY/H NPOTEHH 2A, KOETO OT CBOS CTPAHA £ BB
BPBIKA C THKHOTO ASHCTBHE CPEWLY RPHCTENNTE B AYJHOTEHHY MOAENW HE ENHIENCHA TIPH MMIIKW.
Tesn peayni‘aﬂd MPEANONnarar, 4g B3AUMOOSHCTBMETO MENAY JICBETHpAUSTAM H HaMHpallnd tc B
CHHANTHYHUTE BESHKYJIH NPOTEHH 24 NOANOMATA AHTHETMNENTHYHMA MEXAHMIBM Ha NeliCTBHE Ha
JRKAPCTBEH AR NPOAYKT.

GapmakoauHaMuu by edexTy

JleseTnpaueram Npeanaisa oT NApUBANHK ¥ NhPBULHO TEHSPANMIUPAHH TIPHUCTENM (IPK LINDOK KPET
AUBUTHECKA MODEnW 63 0a HMa NPO-KOHBYICHBSH edekt. [ThDBHYHHAT METabOINT & HEeaKTHBEH.
Hlpu xopa aKTHEHOCTTZ N0 OTHOIIEHME, KAKTO HA NAPUMANHUTE, TAKA M HA leHepanH3UpPAHKATE
STHNSNTHYAYM  CBHCTOSAHWA  (enuaNTHOOPMHO  ocsobokiasane /GoTONapOKCHIMANEH OTTOBOD)
NOTBLOKAABE WHPOKHA QapMaKkOnoruyeH CIeKThP Ha NeBETHPALETAM,

|
L

KAMHAYHA eDHKACHOCT ¢ G8300acHoCT

;}'f}n'b,maut:); ACUBHUE HA NAPHULTHE MPUCIHBANE C UTH D3 GMIPUNHE 2OR2DalHINT UR npu gLIPACHIHU,
0HOK i, QERG I HOBDPOOERU HA 1 11 NOBEYE Mecela © RSy,

Py BB3paCTHY, ePUKACHOCTTA ¥A NCBeTHPAMETAM & ACKa3aHa B 3 ABOWHO-cnenH, naameGo-
KOETPGNUPAHK TipoyuBarua ¢ [ G00 mg, 2 000 mg vad 3 000 mg/nen npunarany kaTo 2 OTOSRHA
J03H C npeﬂ;hnmmeﬂﬂow Ha nevyennero 4o 18 ceamuun. INpu cOOpHO-FpYIOBYA AHANNI, NPOLUEHTA HA
NAUHEHTUTE JocTdrHam 50% UnM no-BUCOKC HaMmanexue, CIpiMo WIKOAHNTO HHBO Ha HECTOTaTa Ha
MAPUHATHHTE MPUCTBIIY 33 CeaMulna NpH NOCTCIHAR no3a (12/14 ceamuun) ¢ 27,7%, 31.8% u 41.3%
npy nauuenTd npeemawn 1 000, 2 000 unv 3 000 mg neserupauerar W ¢hoTBeTHO 12,6% 33
NALHENTWTE NpHeMalty anauedao.

[lganarpuyHa nony.1auus

[Tpw nem—m{frpuqmq NAUKEHTH (OT 4 A0 [6-roadilina BuipacT), eQuKachOCTTa HA CBETHDALSTAM €
LOKazaHa B ABOHHO-CAANO, Nnanebo-KOHTPONMPAHC MpoyusaHs BKAKUBAILO |98 nauveHTd # ¢
NPONBILKHTENRHOCT Ha neueruere 14 ceaMmuuu. B Toea fApoydsaHe, NAUMEHTMTE NOTYYABATH
ABBCTUPAUETAM KATQ JoCcToAHHaG 3032 oT 60 mg/kg/anesno [nipHem nBa WbTH H3 AcH]. 44,6% OT
NANEHTHTE CPHEMALLK NeBeTHpaleTaM i 19,6% OT nauMeHTHTe npuemalin miauebo ca TOCTHIHATH
50% Wau Mo-3HCOKO HaMATEHHE, CLPAMO MIXOIHOTO HHBO HA 4eCTOTaTa Ha NAPUHAnAWUTE NPUCTHITY
33 ceamuud. [Ipu NPpOALAKHTETHO ABATOCPOUHO seveHKe | 1,4% OT RAUHeHTHTS Ke Cca NOAYJABAIH
MPHCTBNM NOME 3a O Meceua | 7,2% 32 noxe | roguua.
é

[lpn ne,mffanw.qHH MAUHCHTH (0T l-MeceyHa g0 4-rofwuiHa BbAnacr), edrKkaCHOCTTA Ha
ACBCTHPaLETaM € YCTAHOBEHA B NBOHHO-CAANO, NNAUedO-KOHTPORUPAHO NOoYUBaHS BRICYBEMG 116,




@BHCHMOCT 0T TAXHATA BLapacT. B Tosa mpoyusave e usnomsaHa aoza o1 20 mgkg/auesHo,
THTEHpaHa A0 40 mgkp/nHeBHO NpPH HOBOPOAEHYW OT emuH Mecel 10 O Mecena v 0033 OT 25
mg/kg/AHesHo, TuTpHPpana no 50 ma'kg/nHeBHo NPH HOBOPO/AEHH ¥ Aela HA 3B3pact oT & mMeceua a0 4
roaunn. OfLiaTa IHEBHA 1033 & [PHIAraHa 1B8a ThTH THEBHO.

[TbpBO=ayanHaTa OUSHKA Ha £QEKTHBHOCTTA € HMBOTO Ha OTCOBOD (TPOUEHTHT nauseHTH ¢ > 30%
HAMATEHWE, CPAMO HIXOAHOTO HHBO, Ha AHEBHATA YeCTOTa Ha NApUHanHUTe ApHCTHNN), ONIPEALIeHa
OT 3aceNeH UEHTpaNeH veTel, uped 48-9yacopo Ao CEI HabawaenHe. AHATHIBT HA BHHKACHOCTTA
oOxpaia 108 naudertd, KOouTo ca wmand noHe 24-yacopo BHaeo BED 1adbmonenie mnpes meara
nepuona - Ha WIXOAHOTO HKMBO M WA DUEHKATE, [lanMeHTHTE noxazane orrosop ca 43,6% ot
JeKyBaHMTe ¢ NepeTHpaueTaM u 19,6% oT nauxeHTyTe npreMalny nnanedo. Pe3ynTaTuTe OTTOBAPAT
HA ChLOTEETHETI BLIPASTOES [oyd. {IpH IPCIWINKHTENHO 43IT0CPOYHD neueHHe 8.6% 0T NaLHeHTHTS
H2 3 MNOLyYAEAIY MMAYCTE™ # NOHES 3a 0 Mecsua » 7,8%) 33 “CHe | mof«-a,

MOHOMEPANUA NPU TEWEHUE KA AADQHIIHY APRCWMBRE © Wi Des @mODLusL 22HES0AU3AYLE HDU
naruesmy 1a 16 u nogeyve Co0MUHU ¢ HOBCOUAZHOCTRURUDARY eNUAEHCUS,

EdukacHocTTa Ha JNERETHpALeTdaM KaTo MOHOTEPANHA € yCTAHOBEHA B ABOHHO-CHANO, MAparneaHo-
rpYReBo, HedHibepHOPHO CpasHeHHe ¢ kapBaMalenHH ¢ KOHTpOnpaHo ocaooxaapare (CR) mpu 576
MaLMERTd Ha 16-roguiu#a 8u3pacT MW RO-BBE3PAcTHH ¢ HOBOAMATHOCTHUHPAHa HIH HACKOPO
ABargocTHUypana enunencus, IlauvenTuTe e Tpafsano na OLIaT €AMHCTBEHO ¢ HENpEAW3IBHKAHH
NAPUHATHY TIPUCTLMM  HIY  (eHEPAAHIHDAHW TOHWYHD-KNOMM4HM npHeThiy,  [lauMeHTHTE Ca
ONpelleIEHH ND CAYYAEH HaYWH Lad npuemar kapbamaienuun CR 400 - 1 200 mginen Win
aegetpaueram | 000 - 3 000 mg/aen, kaTo NPOABIKUTENHOCTTE HA 184EHHETO € 10 121 cenmuld 8
JABHMCHMOCT ©T OTrOBORA.

Jlvnca Ha TPUCTBIIM 338 0 veceud € N0CTHrHATa NpH 73,0% oT NauHEHTHTE MPHeMAaLLii JeReTHpaLeTaM
v onpi 72,8% oT MauMeHTHTE npueMalnM kapOaMazenmy, YCTAHOBREHATA abCONIOTHA Pasivka MEewIy
TEpanuuTe e:’_ 0,2% {(95% CI: -7,8 8,2). [ToBeue or nonoBvHATa OT OAUMEHTHTE Ocrapar He3 Ia
noayuaBar nhuersin 3a 12 Meceua (56,6% v 58,5% CLOTBETHO OT NALMEHTHTE Hi NEBSTHLAUETAM W
kapiamazendn CR)

B npovusang, OTPa3ABAIIO KAHHHYHATA (IDAKTHKE, CbIBTCTRALATA A~ THENKIEATUHA Tepa1d ¥ 0%k
N& 08 TIPEKBbCHE NPH Orpaniyed Opoil nauWeHTH, KOUTC <a ©¢ NOBNHAIH CT I0TbABALLA Tepanus ¢
NSBETHPEUETAM (30 BBIPACTHH auHedTa oT b9).

|
Aonbasatyo Rewenne Ha MUOKIOHUYHY APUCIMBIU NPy 8IPACMIHY U ioHOWU Ha 12 u noseve 200URY ¢
MAGEHLAN O MUGKAGHUYHE eRNLTENCHAL

EfhukacHocTTa Ha ISBETHRALRTAM € YCTAHOBeHA B ABOHHO-CT0, 11aUSD0-KOHTPONAPaHO NpoyYBaHe
O OPOABLANATETHOCT 16 ceamulH npH NauseHTH Ha |Z-ToAMILHA BBL3PACT MIM  Ne-Bb3pacThi
CTpadailly AT HAHOMNATHUYHA [SHEPANHIHPAHA 2MHACMCHA ¢ MUOKIGHHYHM NPHCTEAH OT pasiHiNy
cunLievy. TlopedeTo naupeHT ¢a OWnK C IOBEHUNHA MHOKNOHYHA enNHISTCHd, B TOBa Ipoy4Bans
no3ara Ha a¢serdpaueram e OGuna 3 000 mgiien pasneieHa Ha 2 npuema. 58,3% OT mamuerTHTe
OpHEMALIH NepeTHpaueTam H 23,3% oT naunenTnre Ha nyauedo ca ¢ node 50% HaManenne Ha OHHTE
npe3 CenMMUaTa ¢ MACKIOHHAHK NPUCTBNK, [IpH NpoABMKHTENHO NBATGCPOYHO NENEHHE 28,6% or
NAUMEHTHTE HE ca NONY-ABATY MHUOKIOHHYHH NPUCTBN 3 MoK 6 Meceua W 21,0% 3a rioxe | ronMHa.
AOMEICAWYG PSUEHHE NI HaZGUEAD J6HEDLIHIUDTAU IRGSAYA - KION W UWU ADLIMEAU NDW &03DITIN U
NHOWY HA {2 1 #OBeYe 200uHY C UDUTRAN UAHT SERSTANRIUDERA LNUREIICIA,

L.grKacHOCTTa Ha NEBETHPELIETAM € ROKAIAHE B 24 ceaMHUUHO OBOMHO-CAANG, MalLebo-KoHTPeIHPAHO
[poyBaHe BKAKYBALLC BBIPACTHH, JOHOWHM W OrpaHnqen Opoll peuwad crpanalnu OT UAMOMATHYHA
reHepaikspana eNUAencHa ¢ NEPBHYHO FEHEpIHIHpatl TOMHYHO-KIoHHUHY nprcThny (ITTTK) ot
PAINUUHKM CHHOPOMH [KOBEHWIHA MHOKNOHHYHA CIHIIENCHA, HBSHUIHE abranc enHiencys, OeTCKa
abcanc emilencHs unu enunencun ¢ grand mal npueTbnu npd ¢xOyxkoaHe), B Tosa MpoyuBd
n03aTa Ha .ﬂFBt‘-THpauETﬂM e Guna 3 000 mgimes mpu Be3pacTHH WhH 60 mgKg/nes n
NpremMa-iy K10 2 OTAENHH 1034,




72.2% OT nallMeHTUTe NpUeMaluK JeBeTHpaueTaM i 43,2% 0T naueHTHTe Fa nnaueto ca ¢ 30% wiv
10-FOAAMO HaMANEHHE Ha decTorared Ha T TE npucTulm 32 CeAMMLUL. [TpH  OPOABITKKUTETHO
nbArocpoutg neveHue 47.4% OT NaUMEHTHTE HE €A NOTYHaBaly TOHWYHO-KJIOHHYHH NPHCTRIN 34
noHe 6 MBC-E:IilEL H 31,5% He ¢a nonyvanany TOHWHHO-KIOHHYHE IPACTBNN 38 NORC | TOAHHA.

3.2 dapMaKOKHHeTHYHK CBOHCTBA

JlepeTypaustaM WMa BHCOKA CTENEH HA PA3TBOPHMOCT 4 NPOHHMKBAHE. QapMaKOKHHETHYHHAT MY
Npodia € AWHESH ¢ HWCKR WHTPA-MHAHBMLYyalHa H HHTEp-HHAMBYIyan!ia BapHAbHNHOCT, Hama
MIPOMARA B KAUPBHCR CHSL MHONOKDATHO TPUNTOKEHHE. Hamea nadpy 3a cellecTeHa BapuabniiHocT no
OTHOLIEHHE Ha NOJa. PACATA M UMPKAIHHA pyTbM. QapMakOKHHETHHHHAT npoua € cpasHuM NpH
3Apasi AOBPOBOIUN H NAUKMEHTH C CITHICTICHA.

[lopagu NbaHata W nuHeiina abcopluua, niasMexuTe HHUBa MOrdT Ja GpAaT MpeABUAEHH B
JaBHCHMOCT |OT ODANHATA 103a JeBeTHpaleram H3paseHH B mg/Kg TenecHa Maca. ETo 3ampo He €
HEOBXOMMMO| CIEIEHE HA NJTa3MERNTE HYBa JeBeTUPALLETaM.

[lpk BBL3PAcTHH H neua € yCraHopeHa 3HavnMa R1aMMOBPBIKE MEXAY (JMIOHYEeHaTa W T1a3MeHa
KOMLEHTPaWhs (CHOTHOILEHUETO CIOHKA/NNA3MA DO OTHOMWTRWS HA KOHUSHTTpaUHATa BapHpa oT 1 A0
1.7 npv opannata TabneTHa dpopMa v 4 Haca Cgi Npreva Ha NEpOPaHHS PAITBOP).

BbapacrHy 1 HIHOUIH

AfcopOuus &

NMepernpauctam ce adcopbupa Obp3o Ccled NEPOPANHO npunoAcere. ADCoMOTHATE NEPOPAIHA
ononanvanopT © Sauska ao 100%.

Mukosid muasmesy koHUuentpaudd (Cipas) ce foctHrar 1,3 4aca CHelL npHeMa. CTauMOHAPHO
CHCTOAHNE € AOCTHra c¢aed J/lBa IAHW MpH CXeMa HA NPHEMAaHC 2 nbry IOHesHO. [IMKOBHTE
KOHUEHTPALHNA (Cigye) a 0Buuanno 31 ug/ml 1 43 ug/mi ChOTBETHO Ciiek CAHOKpaTHa no3a 1 000 mg
H #MHOTOKPATHO, ABa MbTH AHEBHO OPHIOKEHNE Ha { 000 mg. Crenenta Ha abcopOums HE 3aBHCH 0T

103aTA W He $¢ BAWAE OT XpanaTa.
|

Paznpeaenetie

Haud OanHW 30 AbKAHHOIMO pusipedeienlie npi XOpd.

Huto JeserhpaueraM, HUTO HETOBWA [MBPBHHCH MeTabDOJIHT €& CBLP3BAT B 3HAUMUTENHA CTEMICH C
nnazvenuTe npoTern (< 10%). Ofema Ha pasnpeaeneHne Ha reBeTHpalletam & NPUOIH3ATENHO 0,5
no 0.7 kg, yoeto e /1130 10 obuiug poaey ob0eM Ha OpraHniMa.

BuorpanchopMauus

JlegeTHpaueTaM He ce MeTab0nNNIKWpa EKCTEHIHBHO NpH X0pa. [napyuaT OuT HAa MeraGonuseM (24%
OT NOGATAa) € SHIWMHA XWApOnuia HA aueTaMuaHaTa rpyTia. B cOpazypaHeTo Ha OBPBHYHHA
setaBonuT, uch L057, He y4acTear 4YepHOAPCOHMTE LIHTOXPOM P, W30(OpMH. XHAPONA3ATA HA
aueTamunnara rpyna € yCTaHOBEHZ B TONAM Gpof  ThKaHM, BXKMIOHKUTENHO KPbBHH KJIETKH.
MertaboauTsT uch LOS57 ¢ hapMakenoriiHo HeAKTHREH.

VOTaHOBEHH! €8 CbIUO H ABa  BTODOCTENEHHH verafbonuTa. EAWHWAT ce [o0aydasa  OT
xuapokcHavpaneTo (1,6% or nozara), & APYTHAT OF QTBAPRKETO Ha MWPOMACHOBNR HPBCTEH (0,9%
oT no3aTa). Jipyrute HEWAEHTHPNUKHPAHH KOMNOHEHTH Ca CaMO 0,6% oT go3uTa.

In vivo He £yCTAHOBEHA BbLTPEILHA KOHBEPCHA Ha eHAHTUOMEDUTE KAKTO Ha NEBETHPALLCTA
Ha HETOBEA [TBPBHYEH METADOTHT.
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In vifro, NeBETUPALETAM M HETOBHAT MBPBAYEH META00INT He MHXHOUPAT U30QOPMHTE Ha MNABHKA
UepHoapofed KOMIUIEKC ¥ XOpard - UMTOXpoM Puso {CYP3A4, 2A6, 209, 2C19, 2D6, 2ET u 1A2),
FﬂI{JHDp{}HHIj tpaHctepatata (UGTIAT AND UGTIA6) 1 enoKCHA XHAPOKCANA3HATa aKTUBHOCT. B
AOITBAHEHME, NEBETUPALETAM HE BBLILEHCTBA in Vitre BBPXY MIIOKYPOHHDAHETO Ha Bainpoesa
KHCENHHA, :

B KyATYPH dT YOBELIKH XETMATOLHTHY NEBETHpALeTaM oka3py cnal uwiu ¢ Ge3 edekT BEpXy CYPIAZ,
SULTIE! wunu UGTLAL Nesetvpaneram ymepeno urayumpa CYP2B6 w CYP3A4, In vitro naunure
Y in Vivo JAHHWTE 38 B3AWMOZEHCTBUA BBPXY OpaJHWTEe KOHTPALUENTHBY, AMIOKCHH H BapdapuH
NOKA3BAT, Y€ in vivo HE Ce O4YaAKBA 3HAYMMO WHAVUKPaHE HA €H3MMMU. 3uaTOBa MAfIKO BSPOATHO €

B3AMMOACHCTEYE HA JICBETUPAKOH C APYTH BELLECTBA,

EnuMuHupae

[TnaiMenusaT NONYKKBOT NP BB3IPACTHH € 7] yaca W He BapHpa B 3aBHCUMOCT OT A03aTd, ULTA HA
Mpuaarade vl MHOTOKpaTHHA npuem. CpeHHAT o1l Tenecer KIHPEHC ¢ 0,96 ml/min/kg.

CRagHUAT NbT HA SKCKPELHA € Upe3s ypyHaTa 3a CpepHo 95% or nciara npubausnTeado 93% or
npueTara A034 ce OTASNAT B paMkuTe Ha 48 uaca). OTenaueTo uped uinpaxcHeHaTa e camo 32 0,3%
OT 2.03aTa.

KyMmynaTHpHaTa eKCKPEUMs Ype: YPUHATA HA JICBETHpALEraM ¥ HeroBus MhpBk4eH Meradonur e
CLOTBETHO 50% W 24% npes nupBHUTE 48 Haca,

PesanBnsar }%ﬂ]ﬂpbﬂc Ha neseTupalteTam B uch LO57 e chormeTHo 0,6 W 4,2 ml/min/Kg 4 noxkaspa, ue
feBeETMpaLeTaM ce OTASNA upes roMEpyHa GUITPaUKa ¢ TecneaBalka Tylynna peabeopbums, u ye
MbIBUYHAAT MeTaboaMT Chlue ce oTaend ypes TyOynpa cexpeUds B JONBAHSHHE Ha TIOMEpPYTHATA
(DHATpALIKA.

EnnmisHupadeTo Ha JEBETUPALIETaM KOPEIHPd C KPeaTU HUHOBUA KIKPBHC,

!
|

X0pa B CTApHecKa Bb3PAacT

Tpy TAUMEHTH B cTApHEcKa BL3IpacT mONyXKHBOTHLT & yBenuyeH ¢ okono 40% (10 no 1) vaca). Tosa e
CBLP3AHO © HamansBaHe Ha GrOpeunaTa (hYHKUMA MTPpH TasH notyiaund (Bx. rowka 4.2).

brOpeto yBpexgane

[IpHBMAHHAT T€1eCEH KAWPBHC HA JIEBETHPALETAM M HErOBMA IbPBUYCH METADOIHT KOpEnwupa c
Epem'”H”HD]LHﬂ knupbHe. ETo 34l0 ce TIpEnophyBa adanThpaHe Ha NoAgbpikallaTa AHEBHA 1032 Ha
NeperTvpakoH Ha Gasata Ha KPeATHHMHOBHA KNUpPbHC HPH MAUMEHTH ChC CPEAHD A0 TeXKo bnipetHo
yBpexUane (Bx. Touka 3.2).

[pa naurepts 8 Kkpagn ctanpi Ha ObOpeyHa HENOCTATBHYHOCT C AHYPHUA, TIOMYHHBOTBET €
MprBnHsuTenEe 25 W 3,1 Yaca CLOTBETHO NPE3 MHTEPAMANU3HHA W WHTpaauannzHug nepdod. Ilo
BpeMe kA 0OuadHaTAa 4-pu 4acoBa AMAnu3HA Opouenypa (PpakuMOHEO ce 0TAeNAT S1% 0T
NEBETUPALLETAM.

YepHoanofHo yepexane

[Tpy MAUHEHTH C fieka [0 YMEPEHA CTENEH HA 9epHTIpobHD yBPeKAaNEe He cB HAONIOAABA SHAUMTENHA
NpoMaAHa B KNHPBLHCA HA JAeBeTHpaueTam. [Ipd N108e4ETO NAUHEHTH ¢ TEXKa CTENEH HA YePHOAPOOHO
YBPEXOAHE KLUPHHCBT HA NeserupaneTas ¢ Hamanen ¢ nosese oT 50% nopaiw ChOBTCTBALO
OLEpeUHo YEpesaaHe (Bxk. Touka 4.2).

l‘iegHanwu-ﬁ;a ofyJauus

ey (4 90 12 200unu)

14




|
Cnen ﬂpnairEHe Ha edkHKrYHa 4032 (20 mg/ke) or geua (6-12 roAMHN) ¢ equiencua, TONYKHBOTET HA
reserupauerad € 6,0 yaca. [IpHBHIOHUMAT KOPUTHPaH KbM TENECHOTO TerMIo KiIHPbAC € MPHOITHIUTENHO
¢ 30% Mo-BHCOK OT TO3H HA BBL3PACTHY C EMHIENCUA.

Cren .wmﬂro{«:pame nepopatHe npunoxkeHie (20 10 60 mg/kg/nHeBHo) npy deua ¢ enuiencua (4-12
CORWHMW), NeBeTHpPaueTam ce abcopbrpa 6bp3o. [Tukosu rnasMeHn KOHUSHTPALMY ce nocturat (0,5 ao
I yac ¢iaen! npuema. HalmonaBaHo € NMHEHHO W NPONOPUMCHANHO HA [03aTa IOBULUIABAHE 34
NHKOBHTE TINA3MEHH KOHUGHWTPALMM ¥ NROMITa NOA Kpusata. LlOAYWHROTET € OKono 5 uaca,
IprBraHMsT TeneceH KnHpbHC € 1,1 ml/minkg.

Hosopoodenu u deya (om | mecey do £ 2o0unu)

Chep NpuaoweHHETo Ha eaMarnvna n03a (20 mg/kg) na 100 mg/mi mepopanen pasreep npu Aeua (ot |
Mecel 10 41 FOOHHH) ¢ enunencus, neserHpaueTam ce abeopbupa Obp30, KATC NUKOBH [UIA3MEHH
KOHUEHTPAUMM Ce pocTurar | wac cich npuema. QapMakoKMHETHURHHTE PEIVITATH MOKAIBAT, Y€
MONy#MBOTET € MO-KPaTwK (3,3 yaca), B CPABHEHHE ¢ TOBA IIPY Bb3PACTHH (7,2 4aca), a NPABUIHHAT
TeneceH KMpbHC € no-yckopeH {1,5 ml/minkg), B cpaBHeHMe ¢ To3u Mpw Bu3pacthu (0,99
ml/minkg). |

B nonynaugonuus dapMAKOKYHETHYEH aHANW3, NPOREASH NP NAUMEHTH OT 1-MeceyHa no 16-
rONULIHE BBEPACT, TENECHOTO TEM0 € 3HAYHMO CBBP3aHO C NPHBUIHNSA TENECEH KIMUPBHC (KNHPBHCET
C€ MOBWIIABA C MOBHILABAHETO Ha TENECHOTO Terno) M Teneckusn ofem Ha pisnpeneneHune. Br3pacTra

CBUIC BNHHE BbPXYV ABATA NAPAMETHPA. [03H edexT € K3paseH npH MNC-CKOpO HOBOPOUSHHTE
HAMAJIABA NPH YBENHUEHHE Ha BbIpacTTa, KaTo CTaBa He3HAYUTENEH DROJID 4-TOANILRS BB3PACT,

B apara nonynaunossn $apMaKkOKHMHeTHMYHH aHanuza ce Hadnwogasa oxdylo 20% HapaCTBane Ha
NPUBUAHKWAT TEAECeH KIMPBLHC HA NEBETMPAUSTAM, KOraTo C¢€ MpHaara ChBMECTHO C ¢H3UM-

HHAY UHPALIHTE daHTHENWIENTHYHIL J8KAPCTBE.

5.3 [peakJIHHHYHH A2HHH 32 Ge30MacHOCT

[peaknuuuyuHKTe  JaHHM, cbrnacHo  ofulonpueTHTe  W3CAeABEHMA  HAa  Oe30N4ECHOCTTA,

bapMaxonoOrusuTa, reHOTORCHMYHOCTTA H KADUWHOIEHHOCTTA, HE [I0KA3BAT H3BBHPEIEH PUCK TNpH
MOBRKA.,
Hesmenanu JekapCTBEHH peakling, KOMTO He ¢a HaGroAaBAHK Mo BPEME HA KIMHHYHUTE [IPOYYBAHHA
HO VCTAHOBEHH MPH ILXOBE # B NI0-MANKA CTENER NPH MALIXK, IPH AH¥Ba 12 BpuIarade 1101o0HY Ha
TE3H Npk 4oBeKA W C BHIMOWHA BPL3KA ¢ KnHHM4HaTa ynorpefa, Ca “epHOAPOOHHTE TIPOMEHH,
MOXA3BallH A0AT THBHHA OTTOBOP, KaTO HAPACTBAHe HA TErNOTO WM UeHTPU.108ynapra XUNepTpopHs,

MACTHA HH{b?rm"rpauﬁﬂ U NOBULLABAHE Ha HEpHOApOOHHUTE EH3HMK B I1183MaTa.

He Ca Ha%nmﬂaaaﬂu H2wenawu eBeKTH BbPXY MBKKATE MW OKEHCKATa (PEepTyIHOCT WM
penpoayKUMonHaTa cnocofHOCT npu m1bxose B 1034 Ao 1800 meg'kg/aer (x 6 MRHD na mg/m2 wix
GazaTa =a eqCTIOIHUNATA) NpH poanTennTe u Fl nokonenve.

Mposetedn. ca ase emdpuo-getainore (EGP) pazaurTe apn nabxose ¢ 400, + 200 u 3 600
me/kesaen. Tlpn 3 600 mg/ke/aen 8 camo eana ¢ 2 EDP npoyuBanna e ¥mano cnabo HaMaienue B
TERI0TO HA 3APOAMLIA, CBBLPIAHO C MPAHMYHO NOBHLEHKE HA NPOMEeHH B CKedeTa'MalkH aHOMaTHH.
Huncsa edexT BuLPXy CMLPTHOCTTA Ha emOpuoHMTe W NUNCBAa [OBHMILEHME HA 4eCTOTATa Ha
mangopmatinte . NOAEL (No Observed Adverse Effect Level, HiuBo, npi koeto He ce HabiioaaBar
Hewenank peaxunu) e 3 600 me'kg/nen npu OpeMenHH KEHCKM ANBXOBE (X 12 MakcHManHaTa
npelopbyada gHesHa hosa npl xopa MITIX, Ha mgfm2 6aza) ¥ | 200 ma/kg/nex npu gerycure.
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TOKCHMUHOCT [IPH MAlikaTa ¥ AAaMANSHKe Ha TerNoTQ Ha NAONA, CBbP3aHg ¢ NOBULIEH PHCK OT INOA ChLC
ChPAEUHO-CHI0BM/ CKeNeTHI anomanud. NOAEL e < 200 mg/kg/ned npn Mafikata 1 200 mg/kg/aeH
ApU NAoLa (paBuo va MITAX wa mg/m’ Gasal.
[lepu- 1 MOCIHATAMHO MpPOYYBAHE HA PAsBHTHETO NPH NTBXOBE & JO3W JIEBETHRaUETaM oT 70, 350 v
800 ma/kg/den, NOAEL e > 1800 mg/kg/nen 3a FO seHckM W 3a MpexHBAEMOCTTA, pacTeXa H
pa:ze.wmemjea F1 mokonenue no ordouBaneTo UM (x 6 MI1IX na mg/m’ 6a3a).
['[pqun.aHm'l Ha PE3BUTHETO B HEOHATANHA W MIAfa BL3PACT [PU KMBOTHI {MABXOBE U KYYeTa) HE
NOKA3BaT HEKENaHW eieKTY No OTHOUIBHHE Ha CTANAAPTHOTO PA3BHTHE WK CB3PABAHE NPH N03H [0
1800 mg/kg/nHeBno (x 6 - x 17 MITAX wa mg/m" 6asal.

ULEeHKA HE PrCKa 32 OXOAHATA CPEAE ERA)Y
Manko BepOaTHO & yrorpeGara sa JIeReTHPAKOH B CHOTBETCTBHE ¢ NPOAYKTOBATA HHGOPMAUNA Aa
ROBEAE 10 HERSTATENHO BLIOCHACTBNE BBPXY OKOIHATA cpeda {BX. ToUka 6.06),

|

6. PAPMAHEBTHUYHUW JAHRHN

6.1 Cnuchi Ha OMOIMHUTE BEMIECTBS

Hatpues qu'rpaT

SIMOHEHA KACENMHA MOHOXWIPaT

Metun  mapaxuapokcudenzoat  (E218)
[ponua rﬂapa}:unpomnﬁeﬁma'r (E216)
AMOHHER FAMLWPHIAT

Camiepon (£422)

MarnruTomn, Teued (E965)
Augcytpam|kanuit (E950]

BryC Ha rpogae

FpeuncTeHa BOOA

6.2 HecsBMeCTHMOCTH

He e npl-mm?«:mm

6.3 Cpmﬁ? Ha roaHoCT

3 TOAHHH. |

Cnen FLPEQTO OTBAPAHE: 7 Meceia,

6.4 CHELQEHH.?[HH YCAGBHA HA ChXPRHEHAE

Mz ce CLXPAHARBA B OPUIMHAIHATE ONAKOBKA 32 18 C& NPEATasH 0T CBETINHA.

6.5 Bua 1'1 ChAbPMKAHHE HA CIIAKOBKATS
|

Bymuara: |

ByTuake oT.ThMHO ¢TH&AD (Tun 11) (Z00 m) unn 300 mi obem).
ByTtunka m"'i?:UD mi oBem chabpka {50 mi nepupanen pastsop na nesetupauetav (| ml cwappxa 100
ME NeBeTHRAUETAM},
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k
bByTinka or :}D{J m) obem crabpaxa 300 ml nepopanen pastsop Ha neserupaueram { | ml cbabpixa 100
mg ﬂesempiueram).

Janywankat
”HECTMHCDBF 349y 1Wanka (MoaUnponkieH ), Chd 3all¥Ta OT ASUA, 28 mMm K npu ABara BKAa OYTHIIKH.

I
Cﬂpuuuofmit 3¢ nePpopaIng o3upate;

| miwnn 3 mi CpHHUOBKA 32 NO3KMPaHe Ha NEPOPAIEH PasTBOP € MOCTABEHA B KAPTOHEHATA OTIAKOBKA
Ceabpraia ' 200 ml Dytuaka.

[0 ml cnpdHUOBKa 3@ AO3HpaMe HA nepopaneH pasTBOP € NOCTABEHA B KAPTOHEHATA ONAaKOBKa
crabpkala | 300 ml OyrTunka.

6.6 CreuHaaHH MPEANAIHH MEPKH NPH HIXBLPARHe H palora

HeninonipapuaT NexapeTBeH NPOAYKT WY OTNALBYHUTE MATEPHATH OT Her) TPAGRA Ja Ce USXBBPART
5 t}:-DTBETCT%HE € MECTHUTE NIUCKBAHMS.

7. ﬂP;TEHATEﬂ HA PAZPEIHEHHETO 3A YIIOTPEBA

DAPMAKQHC AJ
Y164 rp. Copun
Gyn. . Ile#o ﬁ Haopos™ Ne 44 er,]
bLirapus

|
8. HOMEP(A) HA PASPEIMEHHETO 3A YIOTPEGA

9.  HNATA HA N'BPBO PA3SPEINABAHE/MIOAHOBIBAHE HA PASPELIEHKETO 34
VIIOTPEBA

|

|
10. JATA HA AKTYAJH3UPAHE HA TEKCTA
[
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