KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA / VA /O S OS2 / O3

1. AME HA JEKAPCTBEHUS MPOYKT 702 -3 11-12- 0%

Jleetupaueram CTAJIA Apuneiimuren 500 mg punmupaHu TadneTku
Jleretupaneram CTAJIA Apunerimuren 1000 mg punmupanu tadnerku

Levetiracetam STADA Arzneimittel 500 mg film-coated tablets
Levetiracetam STADA Arzneimittel 1000 mg film-coated tablets

2. KAYECTBEH 1 KOJIMMECTBEH CbCTAB

Jleserupaneram CTAJIA Apuneiimuren S00 mg ¢puamupanu TadaeTKH
Bcaka ¢punmupana tabnetka ceaspxa 500 mg neserupaueram (levetiracetam).

Jleserupaneram CTAJIA Apuuneiimutes 1000 mg puamupann TadlieTkn
Besaka dunmupana tabnerka ceabpka 1000 mg nesetupaueram (levetiracetam).

IloMOILIIHO BELIECTBO C U3BECTHO NEHUCTBUE:
3a MbJIHUS CITUCHK HA MOMOIIHUTE BEIIECTBA BXK. TOUka 6.1.

3. JEKAPCTBEHA ®OPMA
dunmMupanu TabsieTKu

JleseTupaneram CTAJIA Apuneiimuren S00 mg ca )KbITH, €IUIICOBUIAHHU, IBOWHOU3MbKHAIIH
duaMupaHu TabNETKH C AENMTENIHA YepTa OT €iHaTa cTpaHa v pasMepu 16,5 mm x 7,7 mm. Tabnerkara
MOsKe Ja ObJie pa3jelieHa Ha IBe PaBHH JO3H.

Jleserupaneram CTAJIA Apuneiimuren 1000 mg ca 6enu, enuncoBUaHU, TBOMHOU3ITbKHAIH
¢unmupanu TableTKU ¢ JeNUTEIHA YepTa OT €jHaTa cTpaHa, ¢ pasmepu 19.2 mm x 10,2 mm.
JlenuTtenHara yepTa € caMo 3a yJIECHSIBAHE Ha CUYIIBAHETO 3a M0-JIECHO MperJibliaHe, a He 3a Aa pa3aens
TabJieTKaTa Ha JIB€ paBHHU JO3H.

4. KJIMHIYHA TAHHH
4.1 TepaneBTHYHH NOKA3AHHSA

Jlesetupaueram CTAJIA ApuHeliMuTe € nokasaH KaTo MOHOTEpanus MpH JIeYeHWe Ha napLuuaiHyd
MPUCTBITK C WIK Oe3 BTOpHUYHA reHepain3aLius 1Py Bb3pacTHHU MNALMEHTH H FOHOIIM Haja |6-roauiuiHa
Bb3PacT C HOBOAMArHOCTHLIMPaHa EMUJICTICHUA.

JleseTupaueram CTAJIA ApuHeldMHTEN € NMOKa3aH KaTo AO0MBIBALLO JICYEHHUE:

® [Py NapLUHaHHU NPUCTBIM C UK O€3 BTOpUUHA reHepaTu3alvs NPy Bb3PacTHH, IOHOLIHU, Aela U
HOBOPOAEHHU HaJ |-MecedHa Bb3pacT C CIHIIETICH.

® [P MHOKJIOHWYHM TIPUCTBIIM TIPH Bb3PACTHU U FOHOIIH HaJl 1 2-roauuiHa Bb3pacT C

MUOKJIOHMYHA EITUJIETICHSL.

® [IPU IIBPBUYHO IEHEPATU3UPAHU TOHUYHO-KJIOHWYHU IPUCTHIU MPU Bb3PACTH

rOAMILIHA Bb3pacT ¢ MAMONATHYHA FreHepaln3upaHa ernuiIerncus. |
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4.2 Io3poBKa H HAYHH HA NPHJIOKECHHE

Jo3upoBka

Monomepanus npu ev3pacmuu u onowiu Hao 16-200uwna ev3pacm

[IpenopbrunTenHaTa HauanHa ao3a € 250 mg aBa 0bTH AHEBHO, KOATO CJIEM IBE CEAMHLIM [a CE
MOBHUIIIK Ha MbpBOHAaYasHa TepaneBTH4Ha a03a oT S00 mg aBa nbTU AHEBHO. Clien TOBa 103aTa MOXKE
J1a ce MoBuLLaBa ¢ no 250 mg Ba IMbTH JHEBHO HA BCEKM JIBE CEAMMLM B 3aBUCUMOCT OT KIIMHHYHKS
oTroBop. MakcumanHara 1o3a € 1 500 mg aBa nbTH JHEBHO.

Jonvasawo neverue npu ev3pacmuu (= 18 coounu) u wonowu (12-17 2coounu) ¢ meeno 50 kg unu
nogeuye |

Hauannara TepanesTuuHa 103a € 500 mg aBa mbTH AHEBHO. Ta3u 103a Moxe 1a Obae 3anoyHara ot
MIbPBUS JICH HA JICYEHHUETO.

B 3aBHCHMOCT OT KJIMHUYHHS OTTOBOP M MOHOCUMOCT JHEBHATA A03a MOxe 1a ce yBenuuu 10 1 500
mg [aBa I'bTH JHEBHO. [IpomMsHa B J03aTa, CBBp3aHa ¢ yBe/IMYaBaHe UK HaMaJisiBaHe, MOXKE J1a Ce
M3BbPLIBA HA BCeKH 2 J10 4 ceamuuy ¢ 500 mg aBa MbTH JHEBHO.

CriupaHe Ha JICYEHUETO

AKo TpsiOBa aa ce cnpe JISYEHUETO C JIEBETUpALIETaM, IIPENopbyYBa CE€ TOBA [1a CTaBa [IOCTENEHHO
(HanpuMep NpH Bb3pacTHU U toHOLWHM ¢ Teruio Haa S0 kg: no3ara ce Hamansea ¢ 500 mg nBa NbTH JAHEBHO
Ha BCEKH IBE J0 YETHPH CSAMMLHU; NP4 KbpMadeTa HajJ 6 Mecena, aela U oHOLIM ¢ Terno noa S0 kg:
HaMaJIsIBaHETO Ha Jl03aTa He TpsAOBa na npesumara 10 mg/kg n1Ba NbTH JHEBHO HA BCEKHU JIBE CEAMULIM;
npu KbpMaderta (1oa 6 mecera): HaMaJIsIBAaHETO Ha J03aTa He TpaOBa na HaaBuwasa 7 mg/kg 1Ba NbTH
JIHEBHO Ha BCEKH JIBE CEIMMUIIU).

CneuuyaJsHy nomnyJaliuu

Cmapuecka ev3pacm (65 200uHu U NO-6b3paAcmuu)

[IpenopbuBa ce aganTUpaHe Ha J03aTa MPH MALUEHTH B CTapyecka Bb3pacT ¢ HapylieHa ObOpeuHa
dbyHKums (BK. no-nony “TlareHTy ¢ ObOpeyHO yBpexaaHe”).

Bvopeuno yspeorcoarie
JIneBHaTa no3a TpsaOBa na ce MHIMBUAYAJIM3MpPA B 3aBUCUMOCT OT ObOpeuHaTa hyHKLMSL.

[Ipu Bb3pacTHH NMaLMEHTH U3TOJI3BANTE NPUIIOKEHATA 110-10/1y Tab/IkIIa 3a aianTipaHe Ha 103aTa. 3a
npuJiaraHe Ha Ta3u Tabnuua € HeoOX0IUMO J1a C€ 3HA€ KpeaTUHHHOBHSA KJIMPBbHC Ha MalLlMeHTa,
n3paseH B ml/min (CLcr). Ilpu Bb3pacTiu u toHoww ¢ tersio Haza 50 kg CLcr B ml/min moxe na ce
Onpeesn oT cepyMHUsl KpeaTuHUH (mg/dl) upes caennara popMmyJia:

[140-BB3pacTTa (rogunu)| x termno (kg)
CLer(ml/min) = —=mmmmemmm e e (x 0,85 npu xkeHm)

72 X cepyMeH kpeaTtuHuH (mg/dl)

Karo CLcr ce anantupa cripsMo TejiecHaTta moBbpXHOCT (BSA) KakTo ciezaga:




CLcr (ml/min)

CLer (ml/min/1,73 m?)= ——-mmmmmmmemm e —eemmmm X 1,73

BSA nauuenTt (m?)

ApnanTtyupaHe Ha 103aTa MpyU Bb3pacTHHU U 0HOLIM ¢ Terno Haa 50 kg ¢ HapyuieHa Ob0peuHa pyHkuuMs:

['pyna KpeaTHHUHOB KJAMPBHC Jlo3a u yecToTa Ha nNpujaraHe
(ml/min/1,73m?2)

Hopmainna > 80 - 500 no 1 500 mg nBa MbTH AHEBHO
Jleka 50-79 500 mo 1 000 mg nBa MbTH AHEBHO
Ymepena | 30-49 250 no 750 mg nBa MbTH AHEBHO
Texka <30 250 no 500 mg aBa*nrbTH AHEBHO

[TauueHTH B KpaeH

CTalu#

Ha ObOpeyHa HeJ0CTaTbYHOCT 500 no 1000 mg BeaHbxK AHEBHO (2)
Ha aquanusa (1) -

(1) Ilpe3 nbpBUs A€H Ha JICUEHUETO CE NMPEeNoOpbYBa HaToBapsalua no3a ot 750 mg seseTupaneTram.
(2) Cnen nuanuza ce npenopbuBa A0MbAHUTENHA J03a oT 250 1o 500 mg.

[Ipn neua c 660peyHn yBpexkaanus, 103ara JeBeTupaleraM TpsOBa 1a ce aaantyupa Bb3 OCHOBA Ha
ObOpeuHaTa (yHKUHMsS, Thi KaTO KIMPBHCHT HA JIEBETUPALIETAM € CBbp3aH ¢ ObOpeuHaTa pyHKUHS.

[IpenopbkaTa ce OCHOBaBa Ha MPOYUYBAHE MPU Bb3PACTHHU ¢ OBOPEUHH yBpEKIaHUS.

CLcr B ml/min/1,73 m2 € Bb3MOXHO J1a C€ ONpPEAEInd OT U3UUCIIABAHETO HA CEPYMHHUS KPEaTUHUH
(mg/dl) 3a no-Majiku FOHOLIM, Aelia U HOBOPOAEHH C NMOMOLLTA Ha ciiefHaTa ¢popmyJia (popmyJia Ha
Schwartz):

Bucounna (cm) x ks

e ey R —

Cepymen kpeatuHuH (mg/dl)

ks= 0,45 npu kbpMauera a0 1-roauiuHa Bb3pact; ks= 0,55 npu geua nox 13 roguHu U AeBOMKU; Ks=
0,7 py IOHOLUIXA OT MBKKH TIOJI.

AnanTvpaHe Ha J103aTa IpH HOBOPOJIEHH, Jelia M FoHOIIH ¢ Tersio moa 50 kg ¢ yBpexxaaHe Ha
ObOpeuHaTa GyHKUMUA:




AB4 INbTH JHCBHO

['pyna -KpEﬂTHHHHOB KJIMPBHC Jlo3a 1 yecToTa Ha IO3UpaHe
(ml/min/1,73m?2)
KspMmauera ot | 1o 6 KbpMmauera ot 6 1o 23
mecela Mecena, aela U IoHOLIH
C
terno noa 50 kg
HopmainHa > 80 7 no 21 mg/kg 10 no 30 mg/kg
(0,07 no 0,21 ml/kg) (0,10 mo 0,30 ml/kg)
JBa IMTbTH JHEBHO JBa IMbTH JHEBHO
Jleka 50-79 7 no 14 mg/kg 10 no 20 mg/kg
(0,07 no 0,14 ml/kg) (0,10 no 0,20 ml/kg)
JBa MbTU JHEBHO
JBa IIbTH JHEBHO
YMepeHa 30-49 3,5 no 10.5 mg/kg 5 no 15 mg/kg
(0,035 mo 0,105 ml/kg) | (0,05 no 0,15 ml/kg)
JBa MIBTH 1Ba MbTH JIHEBHO
JTHEBHO
Texka - < 30 3,5 no 7 mg/kg 5 mo 10 mg/kg
(0,035 no 0,07 ml/kg) (0,05 mo 0,10 ml/kg)

ABa ITbTH JHCBHO

[TaumeHTH B KpacH
cTaauii Ha ObOpeyHa
HEOCTATBhYHOCT,
MPOBEXKAALLH
Masnusa

7 mo 14 mg/kg
(0,07 no 0,14 ml/kg)

BEIHBK THEBHO (2),(4)

10 no 20 mg/kg
(0,10 no 0,20 ml/kg)

BEOHBXK JTHEBHO (3) (5)

(1) Ilepopanen pa3TBop TpsAOBa 1a ce W3MoJ3Ba Mpu 103K noA 125 mg, KOMTO He ca KpaTHHU Ha 125 mg,

KOraTo npenopnruBaHarTa 403a HE MOXKC Jid CC [TIOCTHUI'HC C MMPUEMAHCTO HA HAKOJIKO 'I‘aﬁ.l'lﬂTl{H, KaKTO H TIpH
MalUCHTHU, KOUTO HEC MOTIAaT A4 NpCriibliar TaOJIETKM.

(2) [penopbuea ce HatoBapsaila 1o3a or 10,5 mg/kg (0,105 ml/kg) npe3 mbpBus 1eH Ha Jie4eHHe ¢

JIEBETUPALIETAM.

(3) Ilpenopwuga ce HaToBapBaiia 103a oT 15 mg/kg (0,15 ml/kg) npe3 nbpBus JeH Ha JieueHue ¢

JICBETHUPALICTAM.

(4) Cnen nuanusa ce npenopb4Ba A0NbJIHUTENHA 1032 oT 3,5 1o 7 mg/kg (0,035 no 0,07 ml/kg)
(5) Cnepn nmanu3za ce npenopbuBa AoNmbAHUTENHA 103a 0T S 1o 10 mg/kg (0,05 no 0,10 ml/kg)

Ueproopobro yspesicoane

[Ipy nauMeHTH € JieKa 0 yMEpeHa CTENEH Ha YEPHOAPOOHO YBPEXK/IaHe He Ce HaJlara ajanTyupaHe Ha
no3ata. [Ipy mauMeHTH ¢ TeXKO YepHOAPOOHO yBpekKAaHe CTOMHOCTUTE HA KPEATHHUHOBHS KJIMPBHC
MOraT Ja He JafaT peajiHa npenacrasa 3a 0b0peyHara HepocTaTbuHOCT. [10 Tazu npuynuHa Npw

KpeaTHHHHOB KIUpbHC < 60 ml/min/1,73m? ce npenopbuBa 50% HamajieHHe HA AHEBHATA -

[noaAabpiKalla 1034.




lleaguaTpyuHa rnomynarus |
JlekapsaT TpsOBa na npeanuine Hakl-MoAXoA411aTa JieKapcTBeHa (JopMa, KOJIMYECTBO B ONMAKOBKA U
KOJIMYECTBO HAa aKTMBHOTO BELLECTBO B 1030Ba €IMHULIA B 3aBUCUMOCT OT TErJIOTO U /J03aTa.

Ta6nerHaTta opMa He € afanTUpaHa 3a yrnoTpeda Npu JAeua noj 6 romauHy. 3a NPeanoYuTaHe €
rnepopajieH pa3TBop TpH Ta3u nomynaauus. Oule nopeye, Ye HAIMYHUTE KOHLEHTPALMK Ha TabJIETKUTE HE
ca MOAXOIALIM 3a HavyaJIHO JIEYEHUE NpHU aeua, ¢ Terno noa 25 kg, npu nauMeHTH, HeCNoCcOOHHU Aa
nperyiblaT TabIeTKUTE WM 3a NpujiaraHe Ha 1034 noa 125 mg (nosioBuHaTa Ha Tadbnerka ot 250 mg).
BbB BCUUKM T€3M ciiydau TpsAOBa a ce M3MoJi3Ba rnepopajieH pasTBop.

Monomepanus

be3zonacHoctTa U edekTuBHOoCcTTa Ha JleBeTupaueram CTAIA AplLHenmuren Npy aeua v 1oHowuU nox 16
rOJIMHU KaToO MOHOTEpPAIUs HE € YCTaHOBEHa.

Hsama Hann4yHu N1aHHHK.

Lonvasawo nevenue npu kepmavema nHa ¢v3pacm om 6 0o 23 meceya, oeya (2-11 200unu) u ionouiu
(12-17 200unu) ¢ meano noo 50 kg
[IpenopbuBa ce nepopasieH pa3TBOp KaTo JiekapcTBeHa (hopMa Npu KbpMaueTa ¥ eta noj 6 roauHm.

[Tpu neua Ha u Hax 6 roAMHU, NEPOpAIEH pa3TBOp TpAOBa Aa ce U3MOoJ3Ba MpH 103U noj 125 mg, npu
1034, KOUTO He ca KpaTHH Ha 125 mg, koraTto npenopbyBaHarta 403a HE MOXKE /1a C€ MOCTUIHE C
MPUEMAHETO Ha HAKOJIKO TaOJIETKH, KAKTO U TIPU MaLMEHTH, KOUTO HE MOTAT /1a IIPErIblIaT TabIeTKy.

TpsbBa na ce u3non3pa Hal-HUcKaTa eexTuBHa A03a. HayanHaTa 103a npu AeTe WK I0HOIA € Terio 25
kg TpsOBa na e 250 mg nBa mbTH IHEBHO, KATO MaKCUManHara no3a € 750 mg aBa mbTH AHEBHO.

Jlo3ata nipu neua ¢ teryio 50 kg uiam noseye € coliiara Kakro rnpy Bb3pacTHH.

Jlonvanumenno nevernue npu kepmavema Ha evspacm om 1 0o 6 meceya
[Ipu kppmauera ce npunara rnepopajieH pasTBop.

HauuH Ha npuiiokeHue |
@uamupaHu Tabnetku TpsAOBa a ce mpuemart npe3 ycrara, Morjabliar ce ¢ J0CTaThYHO KOJTUYECTBO
TEYHOCT M MOXKE J1a CE€ MpUeMaT CbC WK 0e3 XpaHa. Ciiel nepopaiHO NMPUIIOKEHUE MOXKE J1a CE YCETH
FrOpUMBHUSAT BKYC Ha JieBeTUpaLleTaM. JJHeBHaTa 103a ce Ipujiara KaTo ce pas/elis Ha AB€ paBHH JO3H.

4.3 IlporuBonoKasanus

CBpBbXYYBCTBUTEIIHOCT KbM aKTUBHOTO BEILECTBO UM KbM APYTd IMUPOJIMIOHOBY IPOU3BOAHH, HIIH
KbM HAKOE OT MOMOIIHUTE BELIECTBA, U30pOeHH B TOUKa 6.1,

4.4 Cnenua/iHy npeAynpexIeHHs H NpelnasHi MepKH NpH ynorpeda

bbOpeuHo yBpexaaHe .

[Tpunaranero Ha JleBetupaneram CTAJIA ApuHeiMHUTEN NMPU NALMEHTH ¢ ObOPEUHO YBpEXKAaHE W3UCKBA
azianTupaHe Ha no3ata. [Ipy naiueHTH ¢ TEXKO HapyLIEHHe Ha YepHoApoOHaTa (PyHKLUS Ce TIpenopbyBa
olieHKa Ha Ob0OpeyHaTa GpyHKUMs Npeau ornpeaesisiHe Ha fo3aTa (BxK. Touka 4.2).

Octpa OB0peyHa HeOCTaATbYHOCT
MHoro psaako ynorpedaTa Ha JieBeTUpalleTaM ce CBbP3Ba ¢ ocTpa ObOpeUHa HEAOCTAaTHUHOC
BPEMETO 3a HEMHOTO Bb3HUKBAHE BapHpa OT HAKOJIKO AHH 10 HAKOJIKO MeceLa.




KpbBHa KapTUHa

[Tpu npusiaraHeTo Ha neBeTUpaneTaM, OOMKHOBEHO TNPH 3aMOYBaHe Ha JICUCHUETO, Ca OMNKUCAHH peaKH
cJlydyad Ha HamaJjleH Opoi KpbBHU KJIETKU (HEYTPOINEHHUs, arpaHyJIOLHUTO3a, JIEBKONIEHMH,
TPOMOOLIUTONEHUs U aHuMTONEHus ). [IbiiHaTa KpbBHA KapTHHA C€ MPENopbUBa MPU MALMEHTH C
u3paseHa ¢iabocT, MUPEKCHs, peUMAMBUpALLUd HHPEKLMK WK KOoaryJaLuMOHHU HapyLueHHs (Touka 4.8).

CamMoyOUHCTBO

[Ipy NalKeHTH, JEKYBaHU C aHTUENWIESNITUYHHU JIeKapCTBa (BKJIFOUUTEITHO JIEBETHpALIETaM) ca
cboOLIaBaHU caMOyOHICTBO, OMUT 332 CaMOyOUNHCTBO, CYMLIM/IHA HacaLus U noBeaeHue. Mera anaius
Ha paHIOMM3HUpPaHHM, M1aledo KOHTPOJIUPAHH U3MUTBAHUS HA AHTUETUIIETITUYHHU JIEKAPCTBEHH
MPOAYKTH OKa3Ba MaJIbK, HO MOBHUILIEH PUCK OT M0sBAa HA CYULIMIHU MUCIIU U MOBEJIEHHE.
MexaHu3MBT Ha TO3U PUCK HE € U3BECTEH. |

3aToBa nalyeHTHTe TPAOBA Aa OBIAT MpocesBaHH 3a IPU3HALIA HA JeTpecus U/WU CyMUUIHa
WaeaLys U NoBeieHue U TpsAOBa Jia ce NpeanpueMe CbOTBETHOTO JieueHue. [lauuenture (U Xopara,
KOMTO C€ I'PHOKAT 3a TAX) TpsAOBa aa ObJaT NOCHBETBAHM Aa MOTHPCAT JIEKAPCKHU ChBET, B C/Iy4YaH, ye ce
MOSIBAT MPU3HALK HA JENPEeCUs W/ WK CYULIMAHA UACALMS UIIU TTIOBEIEHHE.

AOHOPMHO M arpe€CUBHO MMOBEIACHUE

JlepeTupaueram MOXe Ja NPUYUHHU [ICUXOTUYHH CUMIITOMH U NOBEJIECHYECKH aHOMAaJTUH,
BKJIFOUUTEITHO pa3/IpasHUTENHOCT U arpecuBHOCT. [lanmeHTuTe, IEKyBaHH C JIEBETUPALICTaM,
TpsiOBa na ObaaT HabJsoAaBaHM 3a pa3BUTHE HA NMCUXUATPUUYHH MPOSBU, HACOYBALIHU KbM
CHIIECTBEHH NMPOMEHHU B HACTPOCHHUETO W/WJIM JIMYHOCTTA. AKO ce 3abenexar TakuBa
MoBeaeHHs, TpaOBa Aa ce OOMUCIM KOpUrUpaHe UM NMOCTENEHHO NMPEYCTaHOBSIBAHE Ha
JI€YEHHETO. AKO C€ B3€ME PELLCHHUE 32 MPEYCTAaHOBABAHE, MOJIA BIIKTE TOUKA 4.2.

[leaMaTpuyHa nonyJianus

Tabnernara hopma He e MoaAXoas1Ia 32 MIPUEeMaHe OT HOBOPOJAEHH U Jieua noja 6-roAuHu.

Hanuuynute qaHHM Npy Aelia He MOKa3BaT MOBJIMsABaHe Ha pacTexa u nybeprera. Boripeku ToBa He ca
M3BECTHHU JIBJITOTPAHUTE €(DEKTHU BHPXY CIIOCOOHOCTTA 3a 3ayyaBaHe, UHTEIIEKTa, pacTexa,
eHIOKpPUHHHUTE (DYHKLIMH, MyOepTeTa U Bb3MPOU3BOJACTBEHHS MOTEHIIHAI.

4.5 BzaumMoaelcTBHE ¢ APYTrH JIEKAPCTBEHH NPOAYKTH H APYrH (popMH HA B3aHMOJAEHCTBHE

AHTHENTUIETITHYHH JICKAPCTBEHH NPOAYKTH

JlaHHUTE OT KJIMHUYHU NPOYYBaHHUS MPH Bb3PACTHH, NPE/IU MyCKaHe Ha Mna3apa rnokassar, ue
JleBeTHpalieTaM He OKa3Ba BJIUSHUE BbPXY CEPYMHHUTE KOHUEHTPALIUK HA CHLUECTBYBALIUTE
aHTUENTHIIENTHYHH JIEKAapCTBEHM cpeicTBa ((eHUTOMH, KapOamMaseriH, BajJrpoeBa KUCE/IMHA,
denobapOuTan, TaMOTPUTrMH, radaneHTHH, MPUMUAOH), KAKTO W Y€ TE3U aHTUEITUJIENTTUYHH JIEKApCTBA HE
BJIMSISAT BbPXY (hapMaKOKMHETHKATA HA JICBETUPALICTAM.

He chliecTByBaT KATErOPMUYHM AaHHH 33 KJIMHUYHO 3HAYMMH JIEKAPCTBEHH B3aUMOJIEHCTBUS KaKTO
[IpH BB3PACTHH, TaKa U NPU NeIUaTPUYHH NalueHTy, npuemaiu no 60 mg/kg/nHeBHo
JIeBETUpALIETaM.

PeTrpocnekTHBHATA OLIEHKA HA (PapMaKOKMHETHYHHUTE B3aUMOLEHUCTBHS TIPH €11a M FOHOIIH C
enuiencus (4 1o 17 ronyHu), NOTBBPXKAABA, Y€ AOIBJIBALLOTO JICYEHHE C MIEPOPATIHO MPHJIOKEH
NeBeTHpaLIETaM He TMOBJIMABA CTALIMOHAPHUTE CEPYMHH KOHLIEHTPALIHK Ha €IHOBPEMEHHO
npuiaraHute kapbamasenuH u Bannpoar. Benpeku ToBa qannure npeanosnarat 20% no-BUCOK
KJIMPBHC Ha JIeBETUpaLleTaM TIpH JIela, MPUeMallli €eH3UM-HHIY LA aHTHETTHIICTITHYHH
neKapcTBeHM npoaAykTu. He ce Hanara agantupaHe Ha 103aTa.




[IpoOenenun | | |
YcraHoBeHo e, ye npobeHewu (500 mg yeTHpu MbTH AHEBHO), OjioKkep Ha ObOpevHaTa TyOyJiHa

ceKkpenms, MHXHOUpa peHaTH| KIMPBHC Ha MbPBHYHUA META0OIUT, HO HE W Ha JIeBETHpaLeTaMm.
BrIipeku ToBa KOHLIEHTpALMATa HAa TO3H META0OJIUT OCTaBa HUCKA.

MeTtoTpekcat

CboBIIEHO €, Ye eJHOBPEMEHHOTO TPHEMaHe Ha JIEBETUPALIeTaM U METOTPeKCaT HaMasisBa KIMPbHCa Ha
METOTPEKCaT, KOETO BOJIM JI0 TIOBHILIEHA KOHIEHTpALHA/3aAbpIKaHe Ha METOTPEKCAT B KPBBTA JI0
MOTEHLMAJIHO TOKCHYHH HMBa. HUBaTa Ha MeTOTpeKcaT M JieBeTHpalleTaM B KpbBTa TpAOBa na ce
poCeAsBaT BHAMATEHO MPH MALMEHTH, JIEKyBaHH €JHOBPEMEHHO C [IBETE JIEKAPCTBRA.

[lepopasiHy KOHTPALENTUBU W APYTH (PapMaKOKWHETHYHH B3aUMOJICHCTBHS
Jlesetupanieram 1000 mg aHEBHO He MOBAHABA (PAPMAKOKHHETHKATA HA OPaJIHUTE KOHTPALICTITHBH

(ETHHWJIECTPAIMOI ¥ JIEBOHOPTeCTpe ); eHAOKPUHHUTE MapaMeTpH (JTyTEHHH3Hpalll XOPMOH H
rporecTepoH) He ce npomeHnsT. Jleetupaueram 2000 mg J1HEBHO He MOBIKSABA (PapMaKOKHHETHKATA
Ha JIMFOKCHH M Bap(apHH; MpOTPOMOMHOBOTO BpEME HE ce NMpoMeHsA. EIHOBpEMEHHOTO NMPHEMAaHE C
JAMIOKCHH, OpaJIHH KOHTpAIIeNTHBY 1M BapdapuH He NMOB/IUABA (PapMaKOKHHETHKATA Ha

JIEBETHPALETAM.

JlakcaTHBH

Mma u30HpanH# chOOIEHNHS 32 HAMAIEHHE Ha e(PHKACHOCTTA Ha JIEBETHPALIETAaM, KOraTo
OCMOTHYHOTO CJIaGHUTETHO MAKPOTOJT CE TPUIara €JHOBPEMEHHO ¢ MepOpajieH JIeBeTHPALIeTaMm.
CriejoBaTeIHO, MAKPOTONl He TPAOBa 1a ce MpHeMa npe3 ycTaTa B POAb/KEHHE Ha SHH Yac Mpe/H |
e[IMH Yac CJeM MPHeMa Ha JieBeTUpaleTam.

XpaHa ¥ aJKoXo0Jl |
Crenenra Ha abcopOLys Ha JieBeTHpalLleTaM He ce MPOMEHs OT XpaHaTa, HO CKOpOCTTa Ha abcopOLus €

c1ab0 MOHMIKEHA. _
Hsma naHHM 3a B3aUMOJECHCTBHE HA JIEBETHPALIETAM C aJIKOXOJI.

4.6 ®epranuTeT, OPEMEHHOCT H KhpPMEHE

JKeHu ¢ neTepoAeH NOTEHLHAI _
Ha skenu ¢ aeTepozieH noteHuuan TpsaoBa a ce qaBa ChBET OT CNEUMAIUCT. JIeYeHHeTO ¢ JIeBeTHpaLeTaM

TpAOBa J1a ce mpepasriiesia, KOoraTo jKeHara riaHupa aa sabpemenee. Kakro rnpu BCHUKH
aHTHUEITWIENTHYHH JIEKapCTBa, TpAOBa fa ce W30sArsa BHE3AIIHO CIIMPAHE Ha JIEBETHPALIETaM, ThH KaTo
TOBA MO3KE Ja JOBe€E A0 TMOosABa Ha I'bPYOBE, KOUTO OMXa MOIJIM [ja UMAT CEPHUO3HHU MOCIEANIIH 3a JKEeHaTa
1 HepoaeHoTo aere. Tpabsa ga ce npeanoyeTe MOHOTEPAIIM, KOraTo € Bb3MOKHO, ThH KaTo JIEUSHHETO C
MHOKECTBO aHTHenuIenTU4Hu aekapcrTea (AEJ]) Moxe 1a e cBbp3aHO € I0-BHCOK PHCK OT BPOJCHH
MasipopMaLliH, OTKOJIKOTO MOHOTEpanusiTa, B 33aBUCUMOCT OT NpHJIaraHUTE aHTHETTHTICTITHLIA.

bpeMEHHOCT
["onemusaT Gpoii MOCTMAPKETHHIOBH JaHHH NMPH OpEMEHHH JKEHH C eKCTIO3UIIMS Ha JIEBETHPALETaM KaTo .

moHoTepanus (Han 1 800; cpen kouto npu Hazx 1 500 ekcnosniMsaTa BB3HWKBA MO BPEME HA NMbPBHS
TPHMECTBP) He MOKAa3BaT yBeJIH4aBaHe Ha pUCKa OT OCHOBHHUTE BpoJeHH MaihopMauuu. Hanuunu ca
OrpaHHY€HH JJAHHW OTHOCHO HEBPOJIOTHYHOTO Pa3sBUTHE Ha J€1ia, C in ufero eKCIO3ULIMs Ha MOHOTepaIius
¢ neBeTupaueTam. JlaHHuTe OT ABe 0OcepBaLlMOHHH TMOMYJIALMOHHH NPOYYBaHUS 10 PErUCTHP, MPOBEICHH
B [IOYTH €IMH W ChII HA0Op OT JaHHH OT CKaHIWHABCKUTE CTPaHM M BKouBaiy noseye ot 1 000 neua,
POJIEHH OT JXE€HHM C eMNUJIeNCUs, U C MPEeHaTalHa eKCTIO3HIMA Ha MOHOTEpanHus ¢ JICBETUPALIeTaM, He
MOKA3BaT MOBHIIEH PUCK OT pa3CTPOMCTBA OT aQyTHCTHYHHS CIIEKThP HIH HHTEJIEKTYaIHH 3a
CpaBHEHHeE C Jiella, POJEHH OT XKEHHU C EIWIENCHs, U KOHUTO in ufero He ca C eKCIO3ULIMS H
AHTHETTWIENTHYHO JiekapcTBo. CPEeIHOTO BpeMe Ha NMpocjieAsBaHe Ha Jelara B rpynara
JIeBETHpALIeTaM € MO-KpaTKo, OTKOJIKOTO MPH Ipyrnara Jiella, KOMTO He ca C €KCIO3ULHU
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aHTHENUIIENITUYHO JIeKapcTBO (Hanp. 4,4 roAuHu cnpaMo 6,8 roluHU B €JHO OT NMPOYYBAHUATA).
JlegeTHpanieTamM MOXe Jja ce npuijara rno BpeMe Ha OpeMeHHOCT, aKko cJie/l BHUMAaTeJIHa OLIEHKA Ce cYeTe,
ye e KJIMHUYHO Heobxoaumo. B TakbB ciyyaid ce npenopbyBa Hal-HUCKATa e(eKTHBHA 1034,
DU3HONOTHYHUTE TTIPOMEHH 0 BpeMe Ha OpeMEeHHOCTTa MOKe J1a MOB/IHAST KOHLIEHTPALMATA Ha
nesetrpaveram. [1o Bpeme Ha OpeMeHHOCTTa ce Hab/Io4aBa NOHMKABAHE HA MJIA3MEHUTE KOHIIEHTPALIMH
Ha JieBeTupaueTaM. [loHmkaBaHeTo € no-u3paszeHo npe3 TpetHs TpuMecTsp (10 60% OT H3XOAHOTO HUBO
npeau OpemeHHOCTTa). 3aTOBA HA OpPEMEHHMTE JKEHH, JIEKYBaHH C JIeBeTHpalleTaM Tpa0OBa 1a ce OCHTypST
NOAXOALIH MEOULIMHCKH TPHKH.

Kbpmene

JleBeTHpalieraM ce OTAE/IA B KbpMaTa, 3aTOBA KbPMEHETO HE € MPENOPbUYHUTENHO.

AKxo obaye JIeYeHUETO C JIEBETHPALIETaM € HAJIOXKUTENHO B MepPH0Ja Ha KbpMEeHE, ChOTHOIIEHHETO
rnoJi3a/puck TpsaOBa aa ObAe OLEHEHO NMPU OTYUTAHE HAa 3HAYEHHETO Ha KbPMEHETO.

QOepTUIUTET
He ca oTkpuTH NaHHU 3a BIUSHUETO BbPXY (PEPTUIIMTETA MPH NMPOYYBAHHSA BBPXY JKHBOTHH (BK.
TO4Ka 5.3). HAMa KIMHUYHU JaHHU, NOTEHLMATHUS PUCK 32 XOpa HE € U3BECTEH.

4.7 EdexTH BBHpPXY c10oCOOHOCTTA 32 modupane 0 pabora ¢ MAIIHHHA

JleBeTupaueram Uma JIEKO 10 YMEPEHO Bb3AEHCTBUE BbPXY COCOOHOCTTA 3a modupaHe U padoTa ¢
MawvHy. [lopaau Bb3MOXKHA pa3iMiyHa UHAUMBUAYAJIHA YYBCTBUTEITHOCT NPH HAKOM MAllHEHTH, B |
HAYaJI0TO Ha ICYEHUETO WK MPH TMOCJIEABAII0 YBENWYABAHE HA 103aTa, MOXKE J1a C€ MOSBH ChbHIHUBOCT
WK APYTH CUMIITOMHM OT CTpaHa Ha LieHTpajiHaTa HepBHa cucTtemMa. ETo 3a1110 ce npenopbyBa NOBHILIEHO
BHMMaHHWE NIPH NALMEHTH, H3BLPIUBALIH ONpeAe/IeHH 3aJa4u, KaTo wodupaHe UM pabora ¢ MalllMHHU.
[TaupenTture TpsaOBa na ObaaT npeaynpeaeHu aa He U3MoJ3BaT KaKBaTo M J1a € TeXHHUKA WKW MallliHH
NOKATO HE YCTAHOBAT, Y€ Bb3MOKHOCTTA MM 3a TOBA HE CE€ € MOBJIMIA.

4.8 Hexxes1anm JieKapCTBEHH peaknuu

Qbobwenue Ha npoguna Ha be30nacHoCcm

Haii-uecto cb0011aBaHUTE HEXKEJIAHW PEaKLIMK ca Ha30()apUHIUT, CHHIMBOCT, I71aB000JIHe, yMOpa H
3amasgHoCT. [IpodunbT Ha He)KeNTaHUTE peaklidy, NMPEACTaBEHH MO-/10JTy, C& OCHOBABA Ha aHaA/IKM3a Ha
cOOpHM Maued0-KOHTPOJIUPAHH KIIMHUYHYU U3ITMTBAHUS 38 BCUUKHU [TPOYYBAHH MOKa3aHUS,
BKJIFOUBALLK 00110 3 416 nauueHTH, JIEKyBaHH ¢ JieBeTupaLeraMm. 1e3u JaHHU ca AOMbJIHEHH C
yrnorpedara Ha IEBETUPALIETAM B CbOTBETHUTE OTKPUTH Pa3LIMPEHH MPOYyYBaHHA, KAKTO M OT
nocTMapkeTUHroBus onur. [IpodunsT Ha Oe30macHOCT Ha IEBETHpALIETaM € KaTo LA/10 Moa00eH Mpu
pa3JIMYHUTE BB3PACTOBU IPYNH (BB3PACTHH U MEIUATPUYHH MALMEHTH), KAKTO U B pAMKUTE Ha
on00peHUTe HHANKALIMK CBBP3aHH C ENHJICTICHATA.

TabyiiMyeH CUCHK Ha HEXKEJIAHUTE JIEKAPCTBEHU PEeaKLIUU
JIoK/1aIBAHUTE HEXKEJTAHU JIEKAPCTBEHU PEAKLIMM NPU KIMHUYHU U3NUTBaHKS (TIPH Bb3PACTHH, FOHOIIIH,

J€1a 1 HOBOPOJEHH Haj 1 Mecel]) WIM OT NMOCT-MAaPKETHHIOB ONMT c¢a H30POEeHH IO CUCTEMO - OpraHHa
kiacudukanms 1 no yectora B Tabnuuara no-aony. Yecrorara um e neduHupana, KakTo clie/iBa: MHOTO
yecTH (=1/10) , wectu (=1/100, < 1/10), newectu (=1/1 000, <1/100), peaxu (=1/10 000, <1/1 000) 1
MHOro peaku (<1/10 000).




MedDRA

Kareropnn Ha YecToTa

Cucremo- MHoro 4ectu YectH HeuecTH Penku
OpraHes KJac
HUudexkuuu 1 Ha30(hapUHTUT MH(pEKUUH
uHpecTauu
HapyieHus Ha ; TpombonuTonenus, [TaHLHMTONEHHS,
KPbBTA U JIEBKOTEHHMSA HEYTPOTIEHHS,
numHara arpaHyJioLuTo3a
cucTeMa
Hapymenus Ha JlekapcTBeHa
peakuus ¢
MMYHHaTa €03UHODUIHSA U
CUCTEMHH
CHUCTEMA CUMIITOMH
(DRESS)
CBPBX-
YYBCTBUTEJTHOCT
(BKJTHOUMTEIIHO
aHTHOE/IEM H
aHa(HUIIaKCHsA)
Hapyuienus Ha aHOPEKCHA [TonmxkaBaHe Ha XUITOHATPUEMHUS
meTaboHu3Ma U TENIoTO,
XPaHEHETO MOBHUIIABAHE HA
TErja0To
[Tenxuunu aenpecus, OITHT 3a CaMOYOMHCTBO, | U3BBPLIEHO
HApYILEeHUS CYMLIMIHA | camMOyOMHCTBO,
BpaxkaeOHOCT/ | uaeanus, JIMYHOCTHH
MCUXOTHYHO HapylIeHus,
arpeCUBHOCT, pa3CcTpOMCTBO, aOHOPMHO
0E3MOKOMCTBO, | HeoOGHMYaiiHO MUCIIEHE, JETHPHYM
GQBC'LHHE, MOBEACHHE,
HEepBHOCT/ XATHOLUMHALIMM, M'HAB,
pa3Apa3sHUTC/I- | ChCTOSIHHE Ha
HOCT 00BpKBaHe, MaHUYECKA
aTaka, EeMOLIMOHATHA
HeCTaOUTHOCT/TIPOMEHH
B HACTPOECHHUETO,
TPEBOKHOCT
Hapymienus Ha 'COMHOJIEHTHOCT, | KOHBYJICHH, aMHE3Hsl, HApyLUEHHE X0peoaTeTosa,
HEpBHATA | HapyLIEHHe HA | Ha MaMeTTa, HapylueHa
et riaBoOoIHe paBHOBECHETO, | KOOpAHHaLMs / JUCKUHE3US,
3aMasHOCT, aTaKcHs, MapecTesus,
neraprus, HapyLIeHUe Ha
TPEMOp BHUMAHHUETO




HapyLIeHHe Ha

MOXOKATA,
eHLedanonaTus
HapyuieHus Ha IIUTIJIOTTHS, 3aMBITIEHO
OUHTE 3pEeHUE
Hapyuienusa Ha BEPTHUIO
YXOTO H
nabupuHTA
PecniuparopHu, Kalutdna
rPbAHH U
MeqHaCTUHAITHH
HapyILIEHHUs
CromariiHo- OONKH B MaHKpeaTuT
YpEBHH KOpEMa,
auapus,
HapyLIECHHS AUCTIENICHU,
MOBPBIIAHE,
rajicHe
Xemnaro- aOHOPMHM pe3yJITaTH yepHoApoOHa
GUIHAPHH Mpy (HYHKLHOHAIHH HEJIOCTATBhYHOCT,
TECTOBE | XenaTuT
HapyLIEHUS yepHOAPOOHM TECTO
Hapymenus Ha oOpuB ajionelus, ex3ema, TOKCHYHA
KOKaTa U enuaepMaiHa
MPypPUTYC HEeKpOJI13a
MOJKOKHATA PYPHLY P =
CHHIPOM Ha
e Stevens-Johnson,
epuTeMa
MYJITH(OpME

Hapymienus Ha
MYCKYJTHO-
CKEJIETHaTa
CHUCTEMA M
ChEIMHHUTETHATA
ThKaH

MYCKYJIHa ciabocT,

MUK

PabnoMuonnza u

NMNOBHILICHA KPCATHHHH

(dochokHHa3a B
KpbBTA™

Hapyienus Ha
O0bOpeLuTe U
MAKOYHHUTE
OBTULLA

ocrpa 0b0peuna
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Ob1um acTeHUs/yMopa
HapyLUEHHS U
e(eKTH Ha
MSACTOTO Ha
MPUIOKEHHE

HapaHsBaHus, | | ' CJIy4alHO HapaHABaHE
OTpaBAHHS U
YCIOXKHEHMUS,
Bb3HMKHAJIU B
pe3yJITaT Ha
HHTEPBEHLIUH

* 3HAUUTEIIHO [MO-BUCOKO pa3npocTpaHeHue ce HabIIoaaBa Mpu NMalueHTH OT SMOHCKH NMPOU3XO0/ B
CpaBHEHHWE MPH MALMEHTH OT HEATOHCKH IMPOU3XO/I.

OnucaHue Ha M30paHU HEXEJIAHH peaKIliy
PUCKBT OT aHOPEKCHSI € TTO-BUCOK, KOraTo JIeBeTHpalleTaM ce Npuiara eIHOBPEMEHHO ¢ ToMupamar.

[Tpy HAKOJIKO CTy4as Ha ajonenus ce HabJro1aBa Bb3CTAHOBABAHE CIIE MPEYCTAHOBABAHE Ha

JIEBETUPALICTAM.
HpH HAKOH OT CIIY4auTe Ha INMaHIUTONEHHA € YCTAaHOBEHO MOATHCKAHE HA KOCTHHS MO3bK.

Ciy4dau Ha eHuedanonatis oOMKHOBEHO HACTHIBAT B HAYAJIOTO Ha JIEYEHHETO (OT HAKOJIKO JIHH A0
HAKOJIKO Mecelia) U ca oOpaTUMU ciell CIUPaHe Ha JIEYEHHETO.

[leduampuuna nonyiayus

[Ipy nauueHTH Ha Bu3pact ot 1 Mecen a0 nox 4 roauny, obuo 190 naunenTy ca OWIM JIEKYBaHH C
JIeBETHpALIETaM B M1ale0OKOHTPOJIMPAHH M OTBOPEHH pasluMpeHH npoyysanus. lllectaecer or Te3u
NaLMeHTH ca OWIM JIEKyBaHH C JIEBeTUpaLeTaM B I1anedo-KOHTpolMpanu npoy4ysanus. [1pu
NaLyeHTH Ha BB3pacT 4-16 rogunu, ob1o 645 nauyeHTy ca OUIH JIEKyBaHH C JIEBETHpaLleTaM B
nnanebo-KOHTPOIMPaHH U OTBOPEHH pa3lIMPEeHH NpoyyBaHus. B ruiane0o-KOHTpoIHpaHH
MPOY4BaHUA 233 OT Te3M NaLMEHTH Ca 0w JIeKyBaHy ¢ JieBeTHpalieraM. B Te3u B neanaTpyiHy
Bb3PACTOBH I'PYITH, TE€3H JIaHHHU Ca JOIBJIHEHH C TOCTMAPKETHHIOB OIUT 3a yroTpeda Ha

JIeBETHpALIETaM.

Ocsen ToBa 101 xppMaueTa Ha Bb3pacT noj 12 Mecewia ca OMIH ¢ EKCIO3HLIMSA B MOCTMAPKETHHIOBO
Npoy4YBaHe 3a Oe3zonacHocT. He ca uaeHTuduuupany HOBH ChOOpaXKeHHs 3a 0e30nmacHOCT 3a
JIEBETHpALIETaM TIpH JieLa ¢ enuJIeNnCHs Ha Bb3pacT MO/ 12 Mecela.

[TpohunbT Ha HeXeNnaHHUTe CHOMTUS Ha JIEBETHPALIETAM € N0 TIPHHLIMN OA00EH NP pasIuYHUTE
Bb3pPACTOBH IPYITH U B PAMKHTE Ha 0100peHuTe NMoKa3aHHs, CBbP3aHH ¢ enuiencusara. besonacHocTTa npu
MeMaTPUYHH MALMEHTH B 11a1e00-KOHTPOIMPaHH KIIMHHYHM MPOY4BaHHMA ca B CbOTBETCTBHE C Npoduaa
Ha 0e30MacHOCT Ha JIeBETUPALIETaM MPU Bb3PACTHH, C U3KITIOYEHHE HA MOBEJIECHYECKUTE H NCHXHATPHYHH

HEXEJIaHH pEaKLMH, KOUTO Ca MNO-4CCTH IPpH Aclla OTKOJIKOTO IPH Bb3PACTHH. HPH Acla H 1o




HeoOHualiHO noseneHue (o0wa 5,6%) u neraprug (o0, 3,9%) ca cr001aBaHK 0-YECTO, OTKOIKOTO B
IPYTHTE BL3pacTOBH IPyIH UK B 001Ms npodui Ha 6e3omacHoCT. [Tpu kbpmaueTa 1 Je1a Ha Bh3pacT oT
1 Mecel 10 oA 4 roiMHH, pa3apasHUTETHOCT (MHOrO YecTH 11,7%) u HapylueHa KoopauHaLKA (YeCTH
3,3%) ca choOIaBaHu M0-4€CTO, OTKOJIKOTO MPH APYTUTE Bb3PACTOBH IPYNH, WK B 001 Npodui Ha
0e30MmacHOCT.

JBOMHO-CIIANO, ruianedo KOHTPOIMPaHO MpOoyUBaHe 3a 6€30MaCHOCT MPH Jelia ¢ HeHH(pEePHOPeH AU3aiiH €
OLICHWJIO KOTHUTHBHOTO H HEBPOICHXOJIOTHYHOTO JEHCTBUE HA JIEBETHpalleTaM NpH Jeua ot 4 no 16-
roJMLIHA BB3PAacT C MapLHaIHK [IPUCTBIIM. Y CTAHOBEHO €, Ye JIEBEeTHpalleTaM He ce pa3inyaBa (He € I1o-
nowia) cnpsAMo miauebo 1o OTHOLIEHHE Ha MPOMSHATA CIIPAMO M3XOJHOTO HUBO Ha Leiter-R BHUMaHUE U
nameT, KOMOMHUpPaH CKOp 3a U3C/Ie/IBaHe Ha MamMeTTa B ONpe/iesieHara B MPOTOKOJIA MOMyJIaLys.

- Pesynrature, cBbp3aHu ¢ OBeIeHYECKATA U eMOLMOHAIHA (DYHKIIMS, ca MOKA3a/IM BJIOLIABaHe MPH
nekypanute ¢ Jlepetupaueram CTAJIA ApuHeiMHUTeN MALMEHTH N0 OTHOLIIEHHE HA arPECHBHO
[IOBE/IeHHE, U3MEPEHO MO CTAHJAPTEH M CHCTEMATU3UPaH METOJ Upe3 U3MOJI3BaHe Ha BAJTUAMPAH crocod
(CBCL — Achenbach BenpocHUK 3a JIETCKO MoBeieHHe). Bbrpeku ToBa MalMeHTHTE, PHEMAaTH
Jleetupaneram CTAJIA ApuHeimMuTen No Bpeme Ha MPOABIKHTETHO, OTBOPEHO MPOC/IeAABALLIO
NMpOoy4YBaHe, HE ca MOKa3ajy 0010 BIOIIABAHE MO OTHOIIEHHE HA MOBENEHHUETO WM EMOLIMOHATHATA
(pyHKLIMA; HELIO MoBeYe, MOKA3aTeIUTe 3a arpeCMBHO MOBE/ICHHE He Ca MOKA3aJld BIIOIIABAHE CIIPAMO
U3XOHUTE CTOMHOCTH.

CopoluiapaHe Ha MOJO3UPAHU HEXKENIAaHU PeaKLUM

Chol1iaBaHeTo Ha MoJ03MpaHU HEIKENIaHU peaKLIMK cie]l pa3pelaBaHe 3a ynorpeda Ha JieKapCTBEHHS
MPOAYKT € BaxkHO. TOBa no3BoJiABa J1a MPOABIKU HaOMOAEHUETO Ha ChOTHOLLIEHHETO MOJI3a/PUCK 32
JIEKapCTBEHHs MPOAYKT. OT MEAMLIMHCKHUTE CIIEHMATNCTH Ce M3MCKBA a choOlIaBaT BCsAKa MOJA03HMPaHa
HEXKelaHa peaxkLysa Ypes: |

M3nmbnHUTENHA areHI|sA Mo JIeKapcTBAaTa

yi. ,,JlamsH ['pyer” Ne8

1303 Codpus

Ten.: +3592 8903417
yeOcait: www.bda.bg

4.9 Ipeno3upane

CHMNOTOMH
COMHOJIEHTHOCT, TPEBOXKHOCT, arpecus, MOHWKEHa CTENeH Ha Ch3HAHHE, MOTHCKAHE HA JUINAHETO W
KOMa ca OuiM HaOMOJaBaHy NMpH Npeao3MpaHe Ha JeBeTHpalleTaM.

Mepku nipu nipeno3upane

Cren ocTpo npeno3upaHe € HeoOX0AUMO U3MPa3BaHe Ha CTOMAaxa 4pe3 CTOMAIIHA MPOMHBKA HIIH
npeau3BUKBaHe Ha noepeliade. Hama cnenpuduyeH aHTHAOT Ha NeBeTHpalieTam. JIe4eHHeTo MnpH
npeao3vpaHe € CUMIITOMaTHYHO M MOXKE []a BKIIOYBA XeMoauasik3a. Edekra Ha oT/eNsHe npu aualinza e
60% 3a neretupaueraM u 74% 3a MbpBUUHUSA META0O0JIHT.

5. PAPMAKOJIOT'MTYHU CBOMCTBA

5.1 ®apmakoaAHHAMHYHH CBOHCTBA

PapMakoTepaneBTHYHA rpyna: AHTHENWIENTUYHH JIEKapCTBa, APYTrH AHTHETTUIIENITHYHH JIEKapCcTBa
ATC kom: NO3AX14.

AKTHBHOTO BELLECTBO JICBETUPALIETAM € MUPOJIUJAOHOBO NMPOU3BOAHO (S-eHaHTHOME
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oxo-1-pyrrolidine acetamide), xumu4ecku 0€3 Bpb3Ka ChC CHLIECTBYBALLMTE AHTHETTHIICTITUYHH
CpeacTRa.

MexaHu3bM Ha AEHCTBUE
MexaHM3MBT Ha JIeHCTBHE Ha JJeBeTHpALleTaM BCe OLUE HE € HAITBIIHO U3SCHEH. [n Vifro W in Vivo ONIUTHTE

[IOKa3BaT, Y€ JieBeTHpalieTaM He MPOMEHsA OCHOBHHMTE XapaKTEPUCTHKH Ha KJIEeTKaTa, KaKTO W HOpMaltHaTa
HEBPOTPAHCMHUCHS.

In vitro npoyuBaHUA MOKA3BaT, Y€ JIEBETHPALIETAM Bb3ICHCTBA BbPXY HHTpaHeBPOHHHUTE HUBA Ha Ca®’
ype3 YacTHYHO WHXMOUpane Ha N-Tun Ca’" kaHan4eTa, KakTo M upe3 peayLipaHe 0CBOOOK/IaBaHETO
Ha Ca*" oT MHTpaHeBpoHHUTE Aena. B qonbjiHeHHe, TOH YaCTHYHO HaMallsdBa peyKILMaTa B MOTOKA B
GABA- ¥ r/IMLMH- 3aBUCUMUTE KaHATYETa, MHAYLIMPAHHU OT IMHK M [B-kapbonunu. Hewo noseye, B in
yitro IpOyYBaHUs, JIEBETUPALIETAM JEMOHCTPHpA CBbP3BaHE KbM CNIELIM(QHYHH MECTa B MO3BYHATA
ThKaH Ha rpu3ayM. ToBa MACTO Ha CBBP3BaHE € HAMHPAIIHs C€ B CHHANTHYHUTE BE3UKYJIM MPOTEHH
2A, 3a KOMTO ce CMATa, Ye y4acTBa B Be3UKYJIHATa (Dy3Usl © HEBPOTPaHCMHUTEPHATA €K30LMTO34.
JleBeTHpalieTaM ¥ HETOBHMTE aHAJIO3M MOKA3BaT U3SABEH a(DMHHTET KbM CBBP3BaHe C HaMHUpalllus ce B
CHHANTHYHUTE BE3UKYJIM NMPOTEHUH 2A, KOETO OT CBOA CTpaHa € BbB BPBb3Ka ¢ TAXHOTO JEHCTBHE CPELLLy
MPHCTHITATE B Ay AMOreHHU MOJIENIHM Ha eNUJIENCHs NMpH MULIKH. Te3u pe3ynTaTi npeanonarar, 4e
B3aMMO/ICHCTBUETO MEKY JIEBETHPALIETaM W HAMHPALIKS C€ B CHHANITHYHKUTE BE3UKYJIH MPOTEUH 2A
[MOAIIOMAra aHTHEMUIENTHYHHA MEXaHH3bM Ha JICHCTBHE HA JIEKAPCTBEHHS NMPOIYKT.

dapmakoAMHAMUYHHN €PEKTH
JleeTupalieramM npezanassa OT Napl{aiH{ ¥ MbPBUYHO IeHEpaIM3MpaHy MPUCTHITH MPH LIKPOK KPbI
’KMBOTMHCKH Mojeu 0e3 1a uMa npo-KoHBYJicHBeH edekT. [ITbpBUYHHAT MeTabOIUT € HEAKTHBEH.

[Ipu Xopa akTHBHOCTTA MO OTHOLIEHKHE, KaKTO Ha MapUMaJHUTE, Taka U Ha reHepaTH3HpPaHHUTe
eNWIETITUYHHU ChCTOAHMA (enmuienTudopMHO 0cBODOXKAaBaHe /(poTONapOKCH3MAJIEH OTIOBOP)
MOTBBPIK/IaBa IUPOKHUA (PapMaKOJIOrHu€eH CIIEKThp Ha JIEBETHPALIETaM.

KnuHryHa eukacHOCT W 0e30MacHOCT
Tonvasauyo nevenue Ha RAPYUWIHU RPUCIBbRU C UIU De3 BMOPUYHA 2eHePanu3ayus NP 6b3pacmuy,

IOHOWU, Oeyd U HOBOPOOEeHU HAO [-meceuna 6v3pacm ¢ enunencus

[Ipu BB3pacTHH, ehMKACHOCTTA Ha JIEBETHpALleTaM € l0Ka3aHa B 3 JBOHHO-CIIENH, MJialedo-
kouTponrpanu npoy4ueanus ¢ 1 000 mg, 2 000 mg wiu 3 000 mg/neH npunaraHy KaTo 2 OTACTHH
1034 ¢ NPOABIGKUTEIHOCT Ha JiedeHueTo 10 18 ceamunm. [lpu cOopHus aHanus, NpoNeHTa Ha
nauMeHTUTe nocTUrHaau 50% WM no-BUCOKO HaAMaJIEHHE, CIIPSAMO W3XOJAHOTO HUBO, HA YeCcTOoTaTa Ha
napLMaJHUTE PUCTHITH 32 CEAMMLA NpH nocTosHHa no3a (12/14 cenmuum) e 27,7%, 31,6% u 41,3%
npy naupentd npueMant 1 000, 2 000 unu 3 000 mg neBeTupaneram 1 cboTBeTHO 12,6% 32

[MalHeHTHTE NpHeMalli riauedo.

[lequaTpyyHa nomyJamnus

[Tpu neauaTpu4Hy nauueHTH (ot 4 10 16-roauliHa BB3pacT), €PMKACHOCTTA Ha JIeBeTHpALleTaM €

' 0Ka3aHa B JBOWHO-CJIATIO, TUae00-KOHTPOJIUPAaHO NpoyyBaHe BKIKOYBaLO 198 malHeHTH 1 ¢
MPOABLIDKUTEHOCT Ha JiedeHreTo 14 ceqmuui. B TOBa npoyuBaHe, MALMEHTHTE MOTyYaBajiy
NIeBETHUpALIETaM KaTo MocTosiHHA 1032 oT 60 mg/kg/nHeBHO (MpHeM Ba MbTH Ha [IEH).

44.6% oT NaLMeHTUTE NIPHEMALIM JieBeTHpaLeTaM | 19,6% oT naumeHTHTe npuemaliy miauedo ca
uManu 50% WM Mo-BHCOKO HaMaJieHHe, CIPsAMO U3X0JHOTO HWBO, Ha YECTOTAaTa HA NapLHaIHUTE
OPUCTBITH 3a ceMuIa. [1pu NpoabIDKUTENHO IBIATOCPOYHO jevenue 11,4% or nauMeHTuTe He ca
MOJTy4aBaJid MPUCTHITH MOHe 3a 6 mecela U 7,2% 3a noHe | rojauHa.

[Tpu nenquarpuyHM naumMeHTH (0T 1-Mece4yHa 10 4-ronuIIHA BB3pacT), €PUKACHOCTTA Ha
JIEBETUpALIETaM € YCTaHOBEHA B IBOWHO-CJIANO, I1aLe00 KOHTPOJIMPAHO NMPOYUYBaHe, BRI YRS
MAaLUEHTH U C MPOABIDKUTETHOCT Ha JIEYEHUETO 5 THU. B TOBa mpoy4BaHe Ha NalUeHTHI QR
npeanucada qHeBHa mo3a ot 20 mg/kg, 25 mg/kg, 40 mg/kg unm 50 mg/kg nepopanen)pgs
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3aBUCMMOCT OT TAXHAaTa Bb3pacT. B ToBa npoyusane € uznon3panda go3a ot 20 mg/kg/nnesHo,
tutpupana 10 40 mg/kg/nHeBHO MPH HOBOPOJEHM OT eMH Mecel 10 6 Mecelia U 103a oT 25
mg/kg/nHeBHO, TUTpUpaHa Ao 50 mg/kg/nHeBHO NMpU HOBOPOAEHH M AeLia Ha BB3pacT OT 6 Meceua 110 4
roaguHu. O0Lara AHeBHA [103a € [pujlaraHa Asa MbTH JHEBHO.

[TbpBOHauYanHaTa OLEHKA HA e()EKTUBHOCTTA € HUBOTO HA OTTOBOP (MPOLEHTHT NMalMeHTH ¢ = 50%
HaMaJIeHHe, CTIPSIMO M3XOAHOTO HUBO, HA IHEBHATA YECTOTA HA NApLMAIHUTE IPUCTBIIN), ONPe/eieHa
OT 3acJieneH LeHTpajeH vetel upe3 48-yacoro Buaeo EEI" Habmonenne. AHanU3bT Ha €(DUKACHOCTTA
oOxsama 109 manueHTH, KOUTO ca MManu rnoHe 24-yacoro euaeo EEI nabmonenue npes asara
MepHo/ia - Ha U3XOAHOTO HUBO M Ha olleHKaTa. [lanuenTure, nokaszanu otroBop, ca 43,6% ot
NeKyBaHHUTE ¢ jeBeTupaneTam U 19,6% ot nauuenTuTe, npuemalnu riauedo. Pesynrarture otroBapsr
Ha CHOTBETHATA BB3pacToBa rpymna. [IpH MpoabIHKHTETHO IBJTOCPOUHO JieueHue 8,6% OT nauueHTUTe
He ca NoJly4aBajid NPUCTHIM MoHe 3a 6 meceua u 7,8% 3a noxe 1 roauHa.

B nnaue60o-KOHTpOoaMpaHH KIMHAYHH MPOYYBaHMs, C €KMO3uLMs ca Ounu 35 KkbpMayera ¢ napLanHu
MPUCTBITK, HA Bb3pacT noj | roauHa, oT KOUTO caMo 13 ca Omim Ha BB3pacT < 6 Mecela.

Monomepanusa npu 1euenue Ha NAPYUATHU NPUCMBAU C WU 0e3 6MOPUYHA 2eHepanlu3ayusl npu
nayuenmu Hao 16-200uuina 6v3pacm ¢ HOBOOUAZHOCTNUYUPAHA ENUNERCUS

EdukacHocTTa Ha NeBeTHpaLieTaM KaTo MOHOTEPANKs € YCTaHOBEHA B JIBOMHO-CIIANO, MapasieiHo-
rpynoBo, HeMH(MEPUOPHO CpaBHEHUE ¢ KapOamas3enuH ¢ KOHTpoarpaHo ocsoboxaasane (CR) npu 576
narueHTa Ha 16-roMiiiHa Bb3pacT WM MO-Bb3PACTHH ¢ HOBOAHArHOCTHLHMpPaHa WIH HACKOPO
nuarHocTuMpana enunencus. [lauuenture e Tpsadsasio n1a ObaaT €AMHCTBEHO ¢ HENPEIU3BHKAHH
MapLyAaIHKA MPUCTHITH WK FeHepaTu3upaHi TOHHYHO-KJIOHWYHH NpUcThiu. [lanuenture ca
onpejieNeHy No ciiy4daeH HauuH aa npuemat kapbamasenud CR 400 — 1 200 mg/nen unm
neserupaueram 1 000 — 3 000 mg/neH, kKaTo MPOABIDKUTEITHOCTTA Ha JieYeHHETo € 10 121 cenMuLu B
3aBUCHMOCT OT OTTOBOpA.

Jlunca Ha PUCTHIH 3a 6 Mecela € AocTUrHaTa npu 73,0% OT NalMeHTHTE NPUEMALLM JIEBETHPALIETAM
u ripy 72,8% OT nain@eHTHTe NMpHeMallli kapbaMasenuH, ycTaHOBeHaTa abCOMIIOTHA pas/iuKa MEXAY
tepanuute e 0,2% (95% CI: -7,8 8,2). [loBeue oT monoBUHATa OT NALMEHTUTE OcTaBaT 0e3 1a
noJjydaBar npuctei 3a 12 meceua (56,6% u 58,5% cHOTBETHO OT NMALlMEHTUTE Ha JIEBETUpALIeTaM U
kapbamasernun CR).

B npoyuBaHe, oTpa3sBalllo KIMHUYHATA MPAaKTHKA, ChITbTCTBALIATA AHTHEIMJIENITHYHA Tepanus Moxe
f1a Ce NMpeKbCHe NMpU OrpaHuyeH Opoi MauMeHTH, KOWTO ca ce MOBIHMAIIM OT JOIThJIBALLA TEPAlHs C
jieBeTHpaneram (36 Bb3pacTHH NalueHTa ot 69).

Honwvasaiyo nevenue Ha MUOKIOHUYHY NPUCMBAU NPU 6b3PACTHU U IOHOWU HAO 1 2-200utiHa éb3pacm
C 108EHUTHA MUOKIIOHUYHA eNUNEHCUA.

EdukacHocTTa Ha NeBeTHpaLieTaM € yCTaHOBEHA B IBOWHO-CJIANO, Manedo-KOHTPOIMPAHO MPOyYBaHe
C MIPOJBDKUTENHOCT 16 ceaMuLM NpU NauUeHTy Ha 12-roguiiHa Be3pacT WIH MO-Bb3PacTHH
CTpajally OT WAWONATHYHA FeHEpAIM3UpaHa enWIencus ¢ MUOKIIOHHYHH MPUCTHIH OT pa3/IM4yHH
cunapoMu. [loeyero naupeHTH ca OMIM ¢ KOBEHHJIHA MHOKJIOHMYHA EMNUJIETICHA. |

B ToBa npoyupaHe n03ara Ha nepetupaueraM e ouna 3 000 mg/neH paszaesieHa Ha 2 IpUeMa.

58,3% oT malMeHTHTe IpHeMally JieBeTupaueTam U 23,3% or nauueHTHTe Ha ruianedo ca ¢ moxne 50%
HaMaJIEeHHEe Ha JIHATE Mpe3 CEAMHULIATa ¢ MUOKIIOHMYHM NPUCTHIM. [IpH NpoaABIHKHUTETHO ABJATOCPOYHO
neyenue 28,6% OT nalMeHTHTE HE ca MOoJTy4YyaBaJii MMOKJIOHHYHH NPUCTHIIU 32 MOoHe 6 Mecela u
21,0% 3a none 1 roguHa.

Honwvasawo nevenue Ha NbPEUYHO 2eHEPATUIUPAHY MOHUYHO-KIOHUYHY RPUCMBRU RPU 8b3DA
joHowY Hao 12-200uwna 8b3pacm ¢ HOUONAMUYHA 2EHEPANU3UPAHA eNUNENCUA.
EdukacHOCTTa Ha JIeBETHpaLIETaM € [loKa3aHa B 24 ceIMHUYHO ABOHHO-CIATO, niauedo-
[IpOy4YBaHE BKIKOYBANIO BB3PACTHH, IOHOLLM KM OrpaHuyeH Opo¥ nera cTpajaiily oT WiH

14




reHepaM3UpaHa ermMIEncus ¢ IbPBHYHO reHepaau3upaHy ToHH4YHO-KIoHHYHH (TTI'TK) npuctbnum ot
pasIMYHKA CHHAPOMHU (FOBEHHIHA MUOKIOHHYHA EMTUJIETICHA, IOBEHHM/IHA aDCAHC eMUIENcHs, IeTCKa
abcaHc enuiencus WM emwiencus ¢ grand mal npucTbnu npu cs0ykaaHe). B Tosa npoy4BaHe,
no3ara Ha jeBeThpaneram e 6una 3 000 mg/nen npu Be3pactiu win 60 mg/kg/nen npu neua,
MPHEMAaHM KaTo 2 OTJEIHH J03H. |

72.2% OT MAlLMEHTHTE [pHeMally JepeTHpaueraM 1 45.2% ot nauneHTuTe Ha manedo ca ¢ 50% wiu
no-roismMo Hamasenue Ha yecrtorara Ha [T TK npuctenu 3a ceamuna. [1pu npoabKUTENHO
IbArocpovHo nedeHue 47,4% ot nalMeHTHTE HE ca NMOoJTy4aBany TOHMYHO-KIIOHUYHH TIPUCTBITH 32
noHe 6 meceua v 31,5% He ca moJiyyaBajiy TOHHYHO-KJIOHUYHH MPHUCTBIM 32 noHe | roauHa.

5.2 PapMaKOKHHETHYHH CBOHCTBA

JleBeTMpALIETaM HMa BUCOKA CTETEH Ha Pa3TBOPUMOCT U MPOHHKBaHe. DapMaKOKHHETHYHHUAT MY
npoduI € JIMHEEH C HUCKA HHTPa-UHIMBHAYAIHA U HHTEP-UHAMBHyalHa BapuabuiHocT. Hama
MPOMSHA B KIIMPBHCA Clie[l MHOTOKPAaTHO NpuioskeHue. HaMa 1aHHM 3a ChIIECTBEHA BAPHAOMIIHOCT M0
OTHOILIEHHE Ha 10J1a, pacaTa U LHPKaaHUs puTbM. DapMaKOKMHETHUHHAT NPO(HI € CPABHUM IPH
37paBy AOOPOBOJILIM U MMALIMEHTH C EMHIIENICHA.

[Topanu mejiHaTa W JiMHEHHA abcopOLMs, NIa3MEHWTE HUBa MOTaT Ja ObAaT NMpe/iIBU/ICHH B
3aBHCHMOCT OT OpallHATA 034 JIEBETHpaLeTaM u3paseHn B mg/kg TenecHa Maca. ETo 3aio He €
HeoOXO0UMO CJie/IeHe Ha TJIa3MEHUTE HHUBA JIEBETHPALIETaM.

[1pu BB3pacTHH U JIella € YCTAaHOBEHA 3Ha4YMMa B3aMMOBPB3Ka MEXTy CIIFOHYEHATa M IU1a3MEHa
KOHLEHTpaLys (ChOTHOIIEHHETO CIIOHKA/TUIA3Ma 10 OTHOIIEHHE Ha KOHLEHTpAUKMsATa Bapupa oT 1 10
1,7 mpu opanHara taGneTHa ¢opMa U 4 yaca ciejl npuemMa Ha NepopaiHus pasTBop).

Bw3pacmuu u ioHOUU

AbcopbLums |

JleBeTupaueram ce abecopOrpa Obp30 cnes nepopaaHo NpuiIokKeHue. AOCOMOTHATa OpaliHa
6roHanuuHocT e 6au3ka 1o 100%. [Tukosu nnasmenu koHueHTpauuy (Cmax) ce nocturar 1,3 yaca
cren nprema. CTalMOHAPHO ChCTOSHUE Ce JOCTHTA clie]] ABa IHH IIPH CXEMa Ha MpHeMaHe 2 NbTH

JHEBHO.

[TukoBure koHueHTpalyy (Cmax) ca obuyaiino 31 pg/ml u 43 pg/ml choTBETHO Ciiell eAHOKpaTHA 103a
| 000 mg ¥ MHOTOKpaTHO, J1Ba bTU JAHEBHO npuioxeHue Ha 1 000 mg.
CreneHTa Ha abcopOLHMs He 3aBMCH OT J103aTa M HE Ce BJIUse OT XpaHaTa.

PasnpezaeneHue

Hsima naHHHM 3a TBKAHHOTO pasfpeie/ieHHe MpU Xopa.

Hwuro neseTupalieram, HUTO HETOBUS ITBPBHYEH META0OIMT C€ CBBP3BAT B 3HAUMTENIHA CTETEH C
riasMenuTe nporerny (< 10%). Ob6ema Ha pa3npeleneHHe Ha JeBeTHpaLeTaM € npuomusutento 0,5
no 0,7 I/kg, xoeto e 61130 10 o0Ms BOAEH 00eM Ha OpraHu3ma.

buotpaHchopMaLys

JleBeTupatieTam He ce MeTaboIM3MUpa eKCTEH3UBHO NP Xopa. [ TaBHMAT MbT Ha MeTaboInu3bM (24% OT
7103aTa) € EH3MMHA XH/IPOJIM3a Ha aleTaMu/iHaTa rpyna. B obpasyBaHeTo Ha MbpBHYHUA META0OJIHT,
ucb L057, He yuyactsart yepHoapoOHuTe uuroxpom P450 uzodopmu. Xuapoausara Ha alieTaMMaHaTa
rpyIa € ycTaHOBEHa B rojisiM Opoil ThKaHH, BKIFOUUTENTHO KPBEBHHU KineTku. MetabomutsT uch LO57 e

(hapMaKoOJOrHYHO HEAKTHBEH.

VCTaHOBEHH €a ChINO M JIBA BTOpOCTeNeHHH MeTabonuTa. EquHuaT ce nomyyasa ot
xuapokcunupaneto (1,6% ot no3ara), a ApYrHaAT OT OTBAPSHETO Ha MUPOJIMIOHOBHS MPBCTE
oT po3ara). Jpyrute HeuaeHTUGULUpPaHH KOMITOHEHTH ca camo 0,6% oT no3ara.
In vivo He e yCTaHOBEHa BBhTPELIHAa KOHBEPCUS Ha EHAHTHOMEPHUTE KAKTO Ha JIEBETUPA
HEroBHs MbPBHYEH METa0OMT.
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In vitro, NeBeTHPALIETAM W HETOBHAT MbpBHYEH METa0OJUT HE UHXUOMpAT H30(POPMHUTE Ha TJIaBHUA
uepHOPOOEH KoMILIeKe y XopaTta - uuroxpom P450 (CYP3A4, 2A6, 2C9, 2C19, 2D6, 2E1 u 1A2),
rmokoponun TpaHcdepaszara (UGT1A1 u UGT1A6) n enokcua XuAPOKCHIA3HATA aKTHBHOCT. B
[IOITBJIHEHHE, JIEBETHPALIETAM HE BB3IAECHCTBA in Vilro BbpXY IIIOKYPOHHPAHETO Ha BAJIMPOEBa

KHUCEJIMHA.

B KyATYpH OT YOBEIIKH XeNaTOLUTH JIeBETHPaLEeTaM OKa3Ba ciad WM HUKaKbB €DEKT BbPXY
CYP1A2, SULTIEI unu UGT1A1. Jlesetupaueram cinado unayuupa CYP2B6 u CYP3A4. In vitro
NAHHWUTE W i1 Vivo JaHHUTE 3a B3aUMOIEHCTBHSA C NEPOPATHUTE KOHTPALIEITHBU, IUTOKCHH H
BapdapuH MOKa3Bar, 4e in vivo He ce OYaKkBa 3HaUMMO HHYLIMpaHe Ha €H3MMH. 3aTOBa MaJIKO
BEPOATHO € B3aMMOJIEHCTBHE Ha JIEBETHPALIETaM C IPYTH BELLECTBA.

EnuMHHUpaHe
[11a3MeHMAT MOJYKUBOT IPU BB3pacTHH € /+1 yaca W HE BapHpa B 3aBUCHUMOCT OT J03aTa, IbTA Ha

rpuiiaraHe ¥ MHOrokpatHus npueM. CpeaHust o6 Teneced KaupbHe € 0,96 ml/min/kg.

[naBHUAT ITBT HA EKCKPELMA € upe3 ypuHaTa 3a cpeaHo 95% ot nosara (npubnusurenHo 93% ot
pHeTaTa j03a ce OTAENAT B paMkuTe Ha 48 yaca). OTae/sHeTo Ype3 H3NpaKHEHUATA € caMo 32 0,3%
OT J03ara. |

KyMmyjaTuBHaTa €KCKpELMs Ype3 ypHUHATA Ha JIEBeTHPALleTaM U HETOBHS ITbPBHYEH META0OJIUT €
cbOTBETHO 66% 1 24% npe3 mepeuTe 48 yaca. .

PenanuuaT KIMpbHC Ha jeBeTHpaneraM 1 ucb L057 e cvorserHo 0,6 1 4,2 ml/min/kg 1 nokassa, ye
IEBETHUpALIETAM CE OT/ENIS Ype3 IIoMepyJIHa punTpauus ¢ nocieasaila TyOyiHa peabcopOuus, v ye
NBPBHYHHAT META0OJUT CHILO Ce OTaeNA Upe3 TyOy/IHa ceKpeLus B A0MbJIHEHHE Ha IJIOMEpyJIHaTa
dunTparys.

OTae/isHeTO Ha JIeBEeTHpAaLeTaM KOpenupa ¢ KpeaTHHHHOBHSA KITHPBHC.

Crapuyecka Bb3pacT
[Tpu naLMeHTH B cTap4YecKa Bb3pacT MOMYKUBOTHT € yBenuueH ¢ okosio 40% (10 no 11 yaca). Tosa e

CBBP3aHO ¢ HaMassBaHe Ha ObOpeuHaTa QyHKLMA NP Ta3K Momynaums (Bx. Touka 4.2).

brOpeuHO yBpexaHe

[TpUBMAHMSAT TeJIeCeH KIMPBHC Ha JIEBETHPALIETaM M HErOBUs ITbPBUYEH META0OJIMT KOpenupa ¢
KpeaTHHWHOBHMA KiMpbHC. ETo 3aL10 ce npenopbyBa ajanTHpaHe Ha NObpiKallaTa JHEBHA 1032 Ha
Jlesetupaneram CTAJIA Apunelimuren Ha 0a3zaTa Ha KPEAaTHHHHOBHUSA KJIIMPBHC MPH MALMEHTH ChC

CPENIHO 10 TeXKO OBOpeuHo yBpexaaHe (BikK. Touka 4.2).

[1Ipy naieHTH B KpaeH cTaaui Ha ObOpeYHa HEIOCTATBhYHOCT ¢ aHypHs, MOJTYKMBOTHT €
npubnausurenHo 25 u 3,1 yaca CbOTBETHO MPE3 HHTEPAHAIU3HHA H HHTPaIHATH3HUS MTePHO.
[To Bpeme Ha oOuuaiiHaTa 4-py 4acoBa AMANM3HA npoLeaypa GpakLHOHHO ce oTaenaT 51% ot
JieBeTHpaLIeTaM. |

YepHoapoOHO yBpeKIaHe _
[Ipu nmaipeHTH € Jieka 40 yMepeHa CTENeH Ha qﬁpHOﬂpDGHG yBpeKIaHe He ce HaOJoaaBa 3HauYUTEeHA
MPOMsHA B KJIMPbHCa Ha JieBeTHpalieTaM. [Ipu moBeueTo naLKMeHTH ¢ TeKKa CTENEH Ha YepHOAPOOHO
yBpEXIaHe KIMPBHCHT Ha JIEBETHpalLleTaM € HaMasieH ¢ noseve ot 50% nopaau CHITBTCTBALLIO

o0BOpeuHo yBpexcaane (BxkK. Touka 4.2).

llequaTpyuyHa nonyJanus

Ieya (4 oo 12 2o0unu)

Crnen npuemaHe Ha eauHUA4Ha 1o3a (20 mg/kg) ot neua (6-12 roauHu) ¢ enuiiencus,
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nesetupaueraM e 6,0 yaca. [IpUBHIAHHAT KOPHTHPaH KbM TEJIECHOTO TETIIO KIMPBHC € NMPUOIH3UTETHO
¢ 30% Mo-BHCOK OT TO3U HA Bb3PaCcTHH C EITHJIENCHA.

Cne MHOTOKpaTHO nepopainso npunokenue (20 no 60 mg/kg/nxesno) npy neua c enunencus (4-12
roJMHHM), JeBeTHpaleTam ce abcopoupa 6bp30. [MKkoBH NIa3sMeHH KOHLEHTpaLMH ce qocturat 0,5 1o
| yac cnen npuema. HabronapaHo € JIMHEHHO U MPONOPLHOHAIHO HA 103aTa MOBHLIABAHE 32
MAKOBUTE [JIA3MEHU KOHIIEHTPALMK W IUIoITa noj kpusara. [1omyKHBOTBET € 0KO0JIO J 4Yaca.
[IpuBuaHuAT TeneceH KaupbHe € 1,1 ml/min/kg.

Kbpmauera v neua (ot 1 mecen 10 4 rOAWHH)

Cnen nNpunokeHHeTo Ha equaudHa 1o3a (20 mg/kg) va 100 mg/ml nepopanen pasrsop npu aeua (ot |
Mecell 10 4 roJUHK) ¢ eNUIencHs, JeBeTrpateram ce abcopdbupa Obp30, KaTO NHKOBH IU1a3MEHH
KOHLIEHTpalLuu ce aocturat | yac cnen npuema. PapMakOKMHETHYHHUTE PE3YNTATH NMOKA3BAT, Ue
[OMYKHBOTBT € MO-KpaThk (5,3 yaca), B CpaBHEHHE ¢ TOBA NPH BH3PacTHH (7,2 yaca), a NPUBHUIAHMAT
TeneceH KIUpBHC € no-yckope (1,5 ml/min/kg), B cpaBHeHHe ¢ TO3M npu B3pacThH (0,96
ml/min/kg).

B nonynauxoHHus hapMakOKHHETHYEH aHalIM3, MPOBEAEH MPH NALMEHTH OT 1-MecevHa 1o 16-
FOJIMIIHA Bb3PACT, TEJECHOTO TETJIO € 3HAYMMO CBBP3aHO C NPHBUIHUS TEJIECEH KIIMPBHC (KITHPBHCHT
ce TIOBHIIIARA C MOBULIABAHETO HA TEJECHOTO TEIJI0) M TeleCHUs 00eM Ha pasnpeneneHue. Bu3pacrra
CBHILO BIIMSE BBPXY JBaTa MapaMeTbpa. To3u e(eKT € H3paseH NpH M0-CKOPO HOBOPOAEGHHTE H
HamassaBa MpH yBeJHUEHHE Ha Bb3PacTTa, KaTO CTaBa HE3HAYHMTENIEH OKOJIO 4-roAMIIHA BH3PaCT.

B nsata nonyjaluMoOHHH hapMaKOKMHETHYHH aHaliu3a ce Habmoasa okoo 20% HapacTBaHe Ha
MPUBHAHHUAT TEJIECEH KIMPBHC Ha JIEBETHPALIETaM, KOraTo ce rnpuiara CbBMECTHO €
eH3MM-HHTY[IUPALINTE AHTUETTHIETITHYHHM JIEKAPCTBEHU MPOLYKTH.

5.3 IllpeakIMHMYHH JAHHH 32 0e30MacCHOCT

[IpeKIMHUYHKUTE JAHHH, CHIIIACHO OOIIONPHETHTE U3C/eBaHU Ha O€30MacHOCTTa, (PapMaKoJIOrHATa,
FeHOTOKCHYHOCTTA U KAPLUMHOM€HHOCTTA, HE MOKAa3BaT U3BBHPEAEH PHCK MPH YOBEKA.

Hesxenanu ekapcTBEHH peakliMy, KOUTO He ca HaO/II0JaBaHM MO BpeME Ha KIIMHUYHUTE MPOYyYBaHHUA,
HO YCTAHOBEHM NPM TUTHXOBE H B MO-MaJIKa CTereH MPH MHILKH, TIPU HABA HA MpHUIaraHe noao0HU Ha
Te3H MPH YOBEKA H ¢ Bb3MOYKHA BPb3Ka ¢ KIMHHYHATA ynoTpeba, ca YepHOAPOOHHTE NPOMEHH,
[MOKa3Balll¥ aJalTHBHUS OTFOBOP, KATO HApacTBaHE Ha TErJIOTO U LEHTpUI00y1apHa XMIepTpodus,
MacTHa MHOHITpALMs W MOBULIABAHE HA YEPHOAPOOHHUTE EH3HMH B IJla3MaTa.

He ca Habmronapanu HexesnaHu eeKTH BbpPXY MBXKKATa M XKeHcKaTa QepTHIIHOCT MITH
penpoIyKLHMOHHATA crnocoOHoCT npu mrbxose B 1o3u 10 1800 mg/kg/nen (x 6 MRHD na mg/m2 wnw
0azaTa Ha eKCITO3MIMATA) NPH poauTenure U k1 nokonenue.

[TpoBenenu ca ase eMbpHo-(eTanHu pazsoiinu (EOP) npoyusanus npu misxose ¢ 400, 1200 u

3600 mg/kg/nen. TIpu 3600 mg/kg/nen B camo eaHo ot 2 EDP npoyusanus € imano cinado HaMalleHHe
B TETVIOTO Ha 3apOJMILA, CBLP3aHO ¢ TPAHMYHO MOBHILEHHE Ha MandopMaluuTe. JIMncBa eexT BbpXy
CMBPTHOCTTAa Ha eMOPHOHKTE W JIMTICBA NOBULIEHHE Ha yecToTata Ha mangopmauuure HHHHP (Hupo
Ha HeHaOoaBaHy HexkenanH peakuuu) e 3600 mg/kg/neH npu OpeMEHHM KEHCKH ITbXO0Be (X 12
MaKCHMMaaHaTa npenopbYaHa JHeBHa ao3a npu xopa MITJIX, na mg/m2 6a3a) u 1200 mg/kg/nen npu
3apOAHIINTE.

TIpoBesieHH ca ueTHpH eMOpro-heTanHu pa3BOHH TIPOYYBAHMS NPH 3akLy, nokpusainy 1034 ot 200,
400, 800, 1200 1 1800 mg/kg/nen. loza ot 1800 mg/kg/nen e npeaussukana 3adenexxuma TOKCHYHOCT
[pyM MalKaTa ¥ HaMaJleHHe Ha TErO0TO Ha IU10/1a, CBBP3aHO. C TIOBHUILIEH PUCK OT IUI0J ChC ChPAECYHO-
chaoeu/ckenetHi anomanud. HHHHP e <200 mg/kg/nen npu maiikata u 200 mg/kg/nes npu nioza
(paBHO Ha MITJIX Ha mg/m? Gasa). |
[lepu- ¥ MOCTHATATHO pa3BOMHO NPOYUBaHE € MPOBEAEHO MPH MIBXOBE C 103U JICBeTHPMETaM
350 u 1800 mg/kg/nen. HHHHP e > 1800 mg/kg/nen 3a FO xeHcku U 3a npexxuBaeMoy @t
pa3BuTHEeTO Ha F1 mokosnenue 1o otéusaneto uM (x 6 MITJIX Ha mg/m* Ga3a).
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HeoHaTanHWUTE ¥ FOBEHHIIHH NPOYYBAHHA MPH KMBOTHH (TUTBXOBE M Ky4eTa) He MOKa3BaT HeXellaHH
e()eKTH 10 OTHOLIEHHE HA CTaHAAPTHOTO Pa3BUTHE WK Ch3paBaHe rpu 1034 10 1800 mg/kg/nHesHo

(x 6 —x 17 MITOX Ha mg/m* 6a3a).
6. PAPMAILEBTHYHHA JTAHHH
6.1 CnuchK HA NOMOIIHHTE BellecTBA

Snpo Ha Tabnerkara: kpocrnoBuaoH (tun B) (E1202), [Tosunon K30, konouneH, 0€3B0ieH CHIHLIMEB
nuokcun (E551), marnesues creapat (E470b). -

DuUIMOBO MTOKPUTHE:!
Jlesemupayemam CTAIA Apyneiimumen 500 mg puamupanu madnremxu
Xunpomenosa (E464), makporon /PEG 400 (E1521), Turanos auokceua (E171), Tank (E553b), xbar

xeneseH okcun (E172).

Jlesemupayemam CTAIA Apyneitmumen 1000 mg ¢hunmupanu mabremxu
Xunpomenosa (E464), makporon /PEG 400 (E1521), tTuranos auokeun (E171), Tank (E553b).

6.2 HecbBMECTHMOCTH

He e npuinoxkumo

6.3 Cpok Ha rogHoct

3 rOAMHH

6.4 CnensajiHy yCJIOBHS HA ChbXPaHEHHE

To3u nexkapcTBEH NMPOAYKT He U3MCKBA OCOOEHH YCJIOBHS 3a ChXPaHEHHE.
6.5 Bua u chabpiKaHHe HA ONAKOBKATA

bnucrepuun onakoeku (PVC-PE/PVDC/AI domno).

Bavcrepunte onakoBku Jlesetupaueram CTAIIA Apuneiimuren 500 mg ¢punmupanu TabneTkH
ceabpakar 10, 20, 30, 50, 60, 100, 120 wnu 200 Tabnetkwu.

bnucrepuute onakoBku Jlesetupaueram CTAIA Apuneiimuren 1000 mg gpunmupanu raGneTkm
ceabpkat 10, 20, 30, 50, 60, 100, 120 wnau 200 Tabnerkwu.

He Bcuuku BHIOBE ONMAKOBKH MOTaT Jia Ob/iaT MyCcHaTH B NMpojaaxoa.
6.6 CnennajiHg Npeana3s’Hd MEPKH NPH H3XBLPJsHE

Heuznon3paHuAT JI€KapCTBEH MPOAYKT WM OTNAAbYHUTE MAaTepHalId OT Hero TpsAdBa 1a ce U3XBBPIIAT B
CBOTBETCTBUE C MECTHUTE M3UCKBAHHA.
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7. MIPUTEXATEJI HA PASPEIIEHHUETO 3A YIIOTPEBA
STADA Arzneimittel AG

Stadastrasse 2-18
61118 Bad Vilbel

| epmanus

8. HOMEP(A) HA PASPEIIEHHETO 3A YIIOTPEBA

PerucrpalliOHEH HOMED:
Jleserupaneram CTAJIA Apunedimuren 500 mg: 20210302

Jleperupaueram CTAJIA Apuneiimuren 1000 mg: 20210303

9. IATA HA THPBO PA3SPEIIIABAHE/IIOAHOBABAHE HA PASPEIIEHHUETO 3A
YIIOTPEBA

JlaTa Ha mepBO pazpewapane: 12.10.2021
JlaTa Ha moceAHO MOAHOBABAHE:

10. TATA HA AKTYAJIM3UPAHE HA TEKCTA

10/2025
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