MHNPUJIOKEHHUE I

KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA



1. HUME HA JIEKAPCTBEHUSA NIPOAYKT
Vimpat 50 mg punmupanu TabaeTku

Vimpat 100 mg ¢punmupanu TabneTKu

Vimpat 150 mg dbunmupanu TabneTkn

Vimpat 200 mg dhunmupanu TabIeTKn

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Vimpat 50 mg dbmwimMupany Ta0IeTKU

Besika punmmupana Tabnerka chabpika S0 mg naxo3amun (lacosamide).

Vimpat 100 mg dbrmiMupanu TaOIETKH

Bcesika punmupana Tabierka chabpika 100 mg makozamun (lacosamide).

Vimpat 150 mg driMupann TaOIeTKH

Bcesika punmupana Tabierka chabpika 150 mg nakozamun (lacosamide).

Vimpat 200 mg dbriMupasny Ta0IeTKU

Bcesika punmmupana Tabnerka cpabpika 200 mg makozamuy (lacosamide).

3a IBIHUS CHHUCHK HA IIOMOIIHUTE BEIMIECTBA BIDKTE TOUKa 6.1.

3. JIEKAPCTBEHA ®OPMA
dunmupana TabneTka

Vimpat 50 mg ¢puiMupanu Ta0IeTKu
Po3zoBu, oBanHM unmupanu TabieTKu ¢ npuban3uTenHu pazmepu 10,4 mm x 4,9 mm, Brrp0HATO
penedHo o3HaueHue ‘SP’ ot enHara crpana u ‘50’ ot xpyrara crpaHa.

Vimpat 100 mg dhuamupanu TabIeTKH
TBMHOXBATH, OBUTHU (PUIMUPAHU TaOIETKH ¢ NPUOIM3UTENHH pazmepH 13,2 mm x 6,1 mm,
BITHOHATO penedHo o3HadeHue ‘SP’ ot eqnara ctpana u ‘100’ ot gpyrara crpaHa.

Vimpat 150 mg ¢punmupanu TabieTku
OpaHxeBO-pO30BH, OBATHU (PUIMHPAHU TaOJIETKH ¢ NpUOIM3UTeNnHU pazmepu 15,1 mm x 7,00 mm,
BITHOHATO penedHo o3HadeHue ‘SP’ ot eqnara ctpana u ‘150° ot gpyrara crpana.

Vimpat 200 mg ¢punmupanu TabeTKu

Cunn, oBayHM GUIMHUpaHH TaOIETKH ¢ MPUOTU3UTETHN pasMepu 16,6 mm X 7,8 mm, BJurbOHATO
penedHo o3naueHue ‘SP’ ot eqHara ctpana u ‘200’ ot ApyraTa cTpaHa.

4. K/IMHUYHU JAHHU

4.1 TepaneBTHYHHU NOKA3AHUS

Vimpat e oka3aH 3a MOHOTEpAIUs MPH JEUCHUETO Ha NapIHaIHU IPUCTHIM ¢ WK 6e3 BTOpUYHA

TeHepaIM3alns MPH Bb3PACTHH, FOHOIIN U JIC1a, HABBPIIIHA 2-TOAUIIIHA BB3PACT, C SIHJICTICHS.
Vimpat e okasaH 3a JIOIbJIBAIa TeParusl



® [IpH JICYCHUCTO Ha MapUHuaJIHU NPUCTHIN CHC UIIN 0e3 BTOpHUYHA Ir'CHCPpAIM3alud Ipr
BB3PAaCTHH, FOHOIIHW U A€1a, HABbPIINIINU 2-1"OI[I/IHIHa BB3pPacT, C CIUJICIICHUA.

® [IPpH JICYCHUCTO HA MBPBUYHO I'CHCPATIN3UPAHU TOHUIHO-KJIIOHWUYHHA MIPUCTHIIN IIPU Bb3PACTHH,
IOHOIIHX U JI€lla, HABbPUIUIIN 4-1"OI[I/IHIHa BB3pacT, C rCHEpAIN3NPaAHA UANOIIATUYHA
CIIMJICTICH .

4.2 J103MpOBKA M HAYHH HA MPHJI0KEeHHE

EO3I/IQOBK3

Jlekapsr TpsiOBa 1a IpeanuIe Hail-oAXOoAsIIaTa JeKapcTBeHa (hopMa 1 KOJIMYECTBO Ha AKTUBHOTO
BEILECTBO B J1030Ba €IMHUIIA CIIOpPE]] TErI0TO U 103aTa.

B cnenBamara tabnuma e 00001eHa IpenopbUUTENHaTa J03UPOBKA 332 Bb3PACTHHU, IOHOUIN U Jela,
HaBBPIUIMIN 2-TOJMIIIHA BB3PACT.

Jlakozamun TpsiOBa Aa ce MpreMa JBa IbTH AHEBHO, MPUOIM3UTENHO npe3 12 yaca.

AKo OBJIe IPOITyCHATA /1033, MAIMEHTHT TPIOBa JIa € HHCTPYKTUPAH BeHAara Jia mpueMe poIycHaTara
71032 | CJIe]] TOBA JIa IpHeMe ClIeABalaTa 103a JIako3aMu1 B 00M4aifHOTO Bpeme 1o rpaduk. AKo
MaNMeHTHT 3a0eeKH, Ue € IIPOIyCHAI 103aTa B paMKHUTE Ha 6 4aca IMpean clieaBamiara, Toi/Ts TpsoBa
7la € MHCTPYKTUPAH Ja U34aKa IpueMa Ha cje/BalliaTa 103a Jako3aMua B 00u4aifHoTo Bpeme 10
rpaduk. [lanmenTrure He TpAOBa Aa MpHEeMaT ABOMHA /103a.

IOnomu u nena c rerjo 50 kg njau noseye, 1 BL3PACTHH

Havanna no3a Turpupane MaxkcumasiHa NpenopbYUTEHA 1032
(HapacTBamm
CTBIIKH)
MonoTtepanus: 50 mg nBa mbTH 50 mg aBa MonoTtepanus: 1o 300 mg nBa mbTH
nmaeBHO (100 mg/nen) nmm 100 mg IITU JTHEBHO nmHeBHO (600 mg/neH)
nBa IbTU AHEBHO (200 mg/men) (100 mg/nen)
Ha CEIMHUYHU Jombasama Tepanus: 10 200 mg n1Ba
JombaBamna tepanus: 50 mg 18a WHTEpBaIN mbTH qHEBHO (400 mg/nen)
nbeTH qHeBHO (100 mg/nen)

AJNTepHATUBHA MBPBOHAYAJIHA 103MPOBKA* (AKO € IIPIIIOKIMO):
200 mg equHUYHA HaTOBapBaIla 03a, nociensana ot 100 mg nBa meTH mHEBHO (200 mg/neH)

*HaroBapBaliia 103a MOXe J1a Ce 3all04He MPH NMaIMCHTH B CUTYAlUH, TIPU KOUTO JICKapsIT OMPeeNs, Y€ ce rapaHTHpa Obp30 MOCTUraHe
Ha CTallMOHApHA IUTa3MeHa KOHIIEHTpalys Ha JIJAK03aMH U TepaneBTideH edext. Ts TpsaOBa a ce mpuiiara noj MeAUIHUHCKO
HaOJI0/ICHHE IIPH OTYMTAHE HA BEPOSITHOCTTA OT MOBUIIEHA YECTOTA HAa CEpHO3HA ChPACYHA apUTMHS U HEXKEJTaH! PEeaKklUX OT CTpaHa
Ha LIEHTpaJIHaTa HEepBHA cuctema (BxK. Touka 4.8). [IpuiioxkeHneTo Ha HaTOBapBallla /1032 He € IPOYYECHO IPH OCTPH ChCTOSHUS,
HanpuMep npu status epilepticus.




Jlena HABBPIINJIN 2-TOAUIITHA BL3PACT M IOHOIIH ¢ Teryao nox 50 kg*

Hauanna no3a Turpupane MakcuMasiHa npenopbyMTeHA 1032
(HapacTBaIIH
CTBIIKH)
MonoTepanus u fonbjaBama | 1 mg/kg nsa MoHoTepanus:
Tepanus: IBTH JTHEBHO |- 10 6 mg/kg Ba IbTH AHEBHO
1 mg/kg nBa mbTH JHEBHO (2 mg/kg/nen) (12 mg/kg/nen) npu nauuentu > 10 kg
(2 mg/kg/nen) Ha CeIMUYHU o <40 kg
WHTEpPBaIN - 1o 5 mg/kg nBa IbTH THEBHO
(10 mg/kg/nen) npu nauuentu > 40 kg
1o <50 kg

JombaBaia Tepanus:

- 710 6 mg/kg nBa MbTU THEBHO
(12 mg/kg/nen) npu maumenTn > 10 kg
1o <20 kg

- 710 5 mg/kg nBa MbTU THEBHO
(10 mg/kg/nen) npu nauuentu > 20 kg
mo <30 kg

- 1o 4 mg/kg nBa IbTH JTHEBHO
(8 mg/kg/nen) npu naruentu > 30 kg no
<50 kg

* TIpm nena mox 50 kg e 3a npexanounrane na ce 3aro4He jedeHue ¢ Vimpat 10 mg/ml cupor.

FOunowu u oeya ¢ mezano 50 kg unu noseuve u 6v3pacmuu

Monomepanus (npu 1euenuemo Ha NAPYUATHU NPUCTIBAU)

[penoppuntennaTa HavanHa 103a ¢ 50 mg aBa mbTH JHEBHO (100 mg/neH), KoATO clie/ eHa CeMHUILIA
TpsiOBa Ja ce yBeNnnu4H 0 TbPBOHAYAIHA TepaneBTHYHa 1032 100 mg aBa IbTH THEBHO

(200 mg/nHeBHO).

Jlakozamu MOKe a ce 3aro4yHe cbiio ¢ Jo3a 100 mg nBa mbTH gHEBHO (200 mg/neH) mo npeteHKa Ha
JIeKaps 32 HeOOXOIUMOCTTa OT HaMaJISIBAHE Ha MPUCTHITUTE CIIPSMO MOTSHITHAHUTE HEeXeJIaH!
peaknuu.

B 3aBHCHMOCT OT OTrOBOpa M MOHOCUMOCTTA, MOJIIbPKAIaTa 1032 MOXKE Ja ObJIe TOIBIHUTEITHO
yBeNMYaBaHa Ha ceIMUYHY nHTepBanu ¢ 50 mg nBa mbrH Ha aeH (100 mg /neH) 1o MakcUMaTHO
mpernopburTenHa qHeBHa Mo3a 300 mg nBa mbtH Ha neH (600 mg/nen).

[Ipu marueHTH, JOCTUrHANM 1032 mo-rojisiMa oT 200 mg nBa nbTu AHEeBHO (400 mg /neH) U KOUTO ce
HYKIasIT OT IOIIBJIHATEIICH aHTHETIIIICTITUYECH JISKAPCTBEH MPOIYKT, TPSIOBA 11a Ce cra3Ba
JIO3UPOBKATa MO-J0Jy, KOATO Ce MPENopbhyBa 3a JOMbIBAIIA TepaIusl.

Jlonvasawa mepanusi (npu jeuenuemo Ha NAPYUATHY NPUCTIBIU UTU Je4eHUemo HA NbPEUYHO
2EHePANUZUPAHU MOHUYHO-KIOHUYHU NPUCTIBAU)

[Ipenoppunrtennata HauyanHa 1o3a ¢ 50 mg aBa mbTH AHEBHO (100 mg/neH), KoATO cliea eaHa ceaMULA
TpsiOBa Ja O'bjie MOBHILIEHA /10 HaYaiHa TeparneBThyHa qo03a 100 mg nBa nbtu aHeBHO (200 mg/neH).

B 3aBHCHMOCT OT HHIUBUIyaJIHUS OTTOBOP HA MAIMEHTA, MOIbpKaIaTa 103a MoXe Ja Obie
JIOITBTHUTEITHO MTOBUIIIABaHA Ha CeMUYHU nieprou ¢ SO mg aa meTu qHeBHO (100 mg/neH), 1o
MaKCHMaJIHa MPernopbhYuTEeIHa JHeBHA 1032 oT 200 mg n8a nbTu aHeBHO (400 mg/neH).



Jleya om 2-200uwna ev3pacm u ioHouiu ¢ meaino noo 50 kg

Jo3zata ce onpeness Bb3 OCHOBA Ha TeJIECHOTO Terio. [lopaan ToBa ce mpenopbyBa 3aoYBaHe Ha
JISYCHUETO ChC CUPOI U MPEMHUHABaHE KbM Ta0JIeTKHU 10 xkenanue. Koraro ce mpesmnucea cupor,
no3ara TpsiOBa j1a Ob/ie mocoueHa B equHuIN 3a obeM (ml), a He 3a Terso (mg).

Monomepanus (npu nevenuemo Ha napyuarHu NPUCMvnuL)

[Ipenmoppuntennara Havanaa qo3a € 1| mg/kg nBa meti nHeBHO (2 mg/kg/neH) u TpsOBa na Obae
yBeNIM4YeHa JI0 HayaliHa TeparneBTrdHa qo3a 2 mg/kg nBa metr gHeBHO (4 mg/kg/nen) cnex eqna
CeaIMHUIA.

B 3aBHCHMOCT OT OTrOBOpa U MOHOCHMOCTTA, MOAXbPIKAIIATA 1038 MOXKE Ja ObJe JOMBIHUTEIHO
yBenmuaBaHa ¢ | mg/kg nBa metu mHEeBHO (2 mg/kg/nen) Besika ceqmutia. Jlozara TpsioBa 11a ce
yBeJIM4YaBa MOCTENCHHO JI0 TOCTUTaHe Ha ONTHMalIeH oTroBop. TpsiOBa ia ce mpuiara Haii-HUCKaTa
edexTuBHa no3a. [Ipu nena c rerno ot 10 kg g0 mo-manko ot 40 kg ce mpenopbuBa MakcuMaliHa 1032
1o 6 mg/kg nBa meTi nHEBHO (12 mg/kg/nen). IIpu nena ¢ termo ot 40 kg mo mox 50 kg ce
MpernopbyBa MakcuMaiHa no3a 5 mg/kg nea metu gHeBHO (10 mg/kg/nen).

Honwneawa mepanus (npu 1evenuemo Ha NbPEUYHO 2eHEPATUSUPAHY MOHUYHO-KIOHUYHU NPUCIbIU
cned 4-200uHa 8v3pacm u npu le4yeHuemo Ha NApYUAIHU RPUCBIU cled 2-200ULHA 8b3paAchi)
[Ipenopruntennara HauaaHa qo3a ¢ 1 mg/kg nea mbtu nHeBHO (2 mg/kg/neH), kosTo TpsOBa aa ce
YBEJIMYH JI0 HayaliHa TepaneBTu4Ha jqo3a 2 mg/kg na metu aHeBHO (4 mg/kg/nen ) cnen enHa
CeIMHUIIA.

B 3aBHCHMOCT OT OTrOBOpa U MOHOCHMOCTTA, MOAIbpIKAIIATa 1032 MOXKE Ja ObJe JOMBIHUTEITHO
yBennuaBana ¢ 1 mg/kg nBa metu nHeBHO (2 mg/kg/nen) Besika ceqmuna. Jlozata TpssOBa na ce
aJIanThpa MOCTETNCHHO JI0 IOCTUTaHe Ha ONTUMAITHUS OTroBop. TpsiOBa la ce U3Mo3Ba Hall-HUCKaTa
edexTrBHA 103a. [Topaau yBenuueH KIMPBHHC B CpaBHEHUE C BB3PACTHUTE, TIpH Jielia ¢ Teryo ot 10 kg
1o mo-Mako ot 20 kg ce mpenopryBa MakcUMaiHa J03a 10 6 mg/kg n1Ba MbTH JTHEBHO

(12 mg/kg/nen). Ilpu neua c termno ot 20 o mox 30 kg ce mpenopbyuBa MakcumaiHa jo3a 5 mg/kg npa
et qHEBHO (10 mg/kg/nen), a npu gena c rerno ot 30 mo mox 50 kg ce mpemopbuBa MakcHMaTHa
no3a 4 mg/kg nBa mbTH JHEBHO (8 mg/kg/neH), BhIpeKy e B OTBOPEHH MTPOYUYBaHUS (BK.

ToukH 4.8 ¥ 5.2) npu MairbK Opoii OT Jerara OT MOoCIeHaTa IpyIa € U3IoJI3BaHa J103a 10 6 mg/kg nBa
et qHEBHO (12 mg/kg/nen).

3anousane nHa nevenue ¢ 1AKO3AMUO ¢ HAMOBAPBAWA 003A (HAYATHA MOHOMEPANUsL UTU NPEMUHABAHE
KbM MOHOMEPAnus 8 jledeHuemo Ha NapyuaiHu NPUCmvny Uil OONvI8aAWa mepanusi 8 ie4eHuemo Ha
NapyuaIHu NPUCMBbRUY, UTU OONBABAWA MEPANUSL 8 TICYEHUENO HA NBPEUYHO 2eHEPATUSUPAHU
MOHUYHO-KIIOHUYHU NPUCTIBAU)

[Tpu roHOIM U fena ¢ tersnio 50 kg v moBeye, KaKTO U MPH BH3PACTHH, JICYEHHUE C JIAKO3AMHU MOXKE Jla
ce 3aroyHe ChIIO C eAMHUYHA HaToBapBama 1o3a 200 mg, nocnensana npudau3UTeNHO 12 gaca mo-
KkbcHO OT 100 mg nBa mbTH Ha jeH (200 mg/neH) KaTo Mo IbpKaIia cxema Ha JedeHue. [locnenBanm
KOPCKIIMM Ha J03aTa Tpf[6Ba Ja C€ MpaBsT CbITIaCHO MHAWBUAYAJIHUA OTTOBOP U MHAMBUAYaJIHATa
MMOHOCHMOCT, KaKTO € oIucano no-rope. C HaToBapBalla /03a MOXe J1a c€ 3all04YHE NPH MAMEeHTH B
CUTYyallH, KOTaTo JIEKapsT MPeLeHH, Ye ObP30TO JOCTUTaHE Ha CTallMOHApHA IIa3MeHa KOHLCHTPALHS
Ha JIaKO3aMUJ M TepareBTUIeH eeKT € OCHOBATENHO. T TpsOBa 1a ce mpuiiara moJ1 JIEKapcKo
HaOJIoIeHNE, KaToO ce B3eMe 0]l BHUMaHHE Bb3MOKHOCTTA 32 IIOBUIIIEHA YECTOTA Ha CEPHO3HA
Chbp/ICYHA apUTMUS U HEXKENaHUTE PEAaKLUK OT CTpaHa Ha IEHTpajiHaTa HEpBHA cHCcTeMa (BXK.

touka 4.8). [IpuaraneTo Ha HaTOBapBalla J103a He € IPOYUEHO MPU OCTPH CHCTOSHUS KaTO CTaTyC
CITUJICTITUKYC.

Cnupane na nevenuemo

[Tpu HEOOXOMMOCT OT CIIMpPaHe Ha JIAKO3aMHJ] Ce TIPETophyuBa CEIMIUYHATA J103a Jia ObJIe MOCTETIEHHO
HamalsBaHa Ha cThIKU 10 4 mg/kg/nen (3a nmanuenTH ¢ Teryio no-manko ot 50 kg) umu ¢ 200 mg/nen
(3a manuenTH ¢ terno 50 kg uiam moBeue) 3a MAMEHTH, KOUTO MPUEMAT 71032 JIAKO3aMH ChbOTBETHO

> 6 mg/kg/nen vnm > 300 mg/nen. [1o MEMIIMHCKYU IPUYHHU € JOMYCTHMO U T0-0aBHO TIOHIKABaHE
Ha CeIMUYHMTE J03U Ha cThIKH 10 2 mg/kg/nen win 100 mg/nex.



[Ipu manmeHTH, KOUTO Pa3BHUAT CEPUO3HA ChPACYHA APUTMUS, TPSOBA J1a Ce HANIPABH OIIEHKA Ha
KIIMHUYHATA T10J133/PUCK U TIPH HEOOXOIMMOCT TpAOBa /1a ce MpeKpaTy mpreMa Ha JaK03aMH/I.

Crenuainy DomyJanun

Cmapuecka 8v3pacm (8v3pacm Hao 65 200unu)

He e HeoOxoauMo nmoHmkaBaHe Ha 103aTa P MAaUEHTH B CTapuecka Bb3pacT. CBbP3aHOTO C
BB3pacTTa MOHIKECHHE Ha ObOpEUHIsI KIIMPBHC ¢ moBumeHne Ha HuBaTa Ha AUC TpsiOBa na ce nma
MIpeIBU/I IPH TTAIIMEHTH B CTapyecKa BB3PacT (BXK. cleaBaius maparpad ,,050pedHo yBpexaane” u
Touka 5.2). ChliecTBYBaT OrpaHUYCHU KJIMHUYHY JJAHHM 32 MAI[UCHTH B CTapUyecKa Bb3pacT C
SIUJICTICHS, CTICIIUAITHO Ha 103U no-roemu ot 400 mg/nen (Bxk. Touku 4.4, 4.8 u 5.1).

bvopeuno yepescoarne

He e HeoOxoaumMo agantupaHe Ha 103aTa MPH Bb3PACTHU U EAUATPUYHH MALTUESHTH C JIEKO JI0
ymepeno 060pedno yBpexaane (CLcr >30 ml/min). Ilpu nennatpuyann namuentn ¢ ternno 50 kg nm
MOBEYE M MPH BH3PACTHH MALMEHTH C JIEKO IO YMEpPEeHO OBOPEUHO yBpekIaHe, MOXKeE J1a c& OOMUCIH
Mpuiarane Ha HatoBapsaia qo3a 200 mg qHeBHO, HO OBJICIIO TUTPHUPaHE Ha jo3aTa (>200 mg
JTHEBHO) TPsIOBa J1a ce N3BBPILBA C TIOBHIICHO BHUMaHue. [Ipu neauaTpuanu namuenTu ¢ terio 50 kg
WM TIOBEYE U MIPH BH3PACTHHU MALUEHTH ¢ TeKKO 0b0peuno yBpexnane (CLcr <30 ml/min) nim
TepMHUHATHA OBOpPEeUHa HEIOCTATHYHOCT € MPENOPbhUNTEIHA MaKCHUMalTHA J103a 250 mg THEBHO U
TUTpUpaAHE Ha J103aTa TPpsiOBa /1a ce U3BBPIIIBA C MOBUILEHO BHUMaHHE. AKO € HE00Xo1uma
HaTOBapBallla /1033, Ipe3 IIbpBaTa CeIMHIA TPAOBa J1a ce M3MoI3Ba HavanHa 1o3a 100 mg, mocieaBaHa
ot n03a 50 mg aBa mbTH JHEBHO. [Ipy neauaTpUyHY NAIMSHTH C TeTIIO mo-Maiko oT 50 kg ¢ Texxko
0u0peuno yspexaane (CLcr < 30 ml/min ) 1 ipu Te3u ¢ TepMUHaIHA OBOpEUHA HETOCTATHYHOCT CE
IpernopbyuBa HAMaIsIBaHEe Ha MaKCUMaHaTa 103a ¢ 25%. [1pu BCHUKM MalMeHTH, KOUTO ce HyKAAsT OT
XeMoJManm3a, ce mpernopbysa gobassae Ha 10 50% OT onpeeneHaTa JHEBHA J103a, HETIOCPEICTBEHO
Cclle/l MPUKJIIIOUBaHe HA XeMouanu3ata. JledeHue Ha MalueHTy ¢ TepMuHainHa Ob0peyHa
HEOOCTAaTBbYHOCT TpH6Ba Ja €€ U3BbpIIBA C TIOBUILICHO BHUMAHUEC MTOPAJU MAJIKUA KIIMHUYCH OITUT U
KyMyJIIpaHe Ha MeTa0onTa (¢ Heu3BecTHa (hapMaKOJIOrMYHA AKTUBHOCT).

Yeprodpobro ysepesicoane

[IpemoppuBa ce MakcumanHa A03a 300 mg qTHEBHO NpY NeIUaTpUYHM nanueHTH ¢ Terio 50 kg wim
MOBEYE U MPH BB3PACTHH MALMEHTH C JIEKO 0 YMEPEHO YE€PHOIPOOHO yBpEKJaHE.

Tutpupanero Ha 103aTa P T€3U MAUEHTH TPSIOBa Ja c€ U3BBPIIBA C TOBUIIEHO BHUMaHHE, KaTo ce
nMa IpeaBUI U Bb3MOKHOCTTA OT ChIIBTCTBALIO OBOpeyHo yBpexaaHe. [Ipu roHOmN 1 BB3PacTHH C
terio 50 kg unm nmoBeye Moxe ja ce 0OMUCIIM IpUJlarade Ha HatoBapBaia fo3a 200 mg, Ho Obaero
TUTpUpaHe Ha jo3ara (>200 mg nHeBHO) TpsiOBa Jla ce U3BBPINBA C MOBHIIEHO BHUMaHue. B3 ocHOBa
Ha JIAHHU 32 BB3PAcTHH, MIPU MEeJUATPHYHH NAIMEHTH C TETI0 mo-Manko oT 50 kg ¢ jeko 10 ymepeHo
TEXXKO YEePHOIPOOHO yBpeXJaHe TPsOBa Aa ce MPUIOKH HaMallsiBaHE Ha MaKCHMallHaTa 103a ¢ 25%.
dapMaKkOKMHETHKATa Ha JIAKO3aMUJ HE € MMPOyYBaHa MPH MAIMEHTH C TeXKO YEPHOIPOOHO yBpeXKIaHe
(Bk. Touka 5.2). Jlakozamuz TpsiOBa fa ce mpuiara mpu Bb3PacTHHU U NIEAUATPUYHH MAITUEHTH C TEXKKO
4epHOAPOOHO YBpEXAaHe, CaMO KOraTo ce MPeLeHH, Y€ OYaKBAHUTE TEPATICBTUYHH MOJI3U
HaJBHILIABaT B3MOKHUTE PUCKOBE. MoxXe J1a ce HaJl0KM KOPUTHMpaHe Ha J103aTa, KaATO BHUMATEITHO CE
Ha0JI0/1aBa aKTUBHOCTTA Ha 3a00JISIBAHETO M Bh3MOKHHUTE HEXEJIAaHH PEaKIIUK Ha MAIeHTA.

HeZ[I/IaTDI/I‘lHa nomyJjaanusa

He ce npenoppuBa ynorpeda Ha jlako3aMHJI 3a JICUSHHE Ha ITbPBUYHO IeHEPaTM3UPaHU TOHHYHO-
KIIOHMYHU MPUCTBHITU TIPH JIela o] 4-TOIUIITHA Bh3PAcT U 3a JICYCHHUE Ha MapIHaiHU IPUCTHITU IPU
Jielia 1o 2-rouiiiHa Bb3pacT, Thi KaTO JaHHUTE 3a 0€30IaCHOCT U 3a €()UKACHOCT B T€3H Bb3PaCTOBH
TPyIH ca OTPaHUYCHH.

Hamosapeawa 003a
[Mpunaranero Ha HaTOBapBallia J103a HE € MPOYYBAHO IpH Jena. 3mon3BaHeTo Ha HATOBapBaIia 1032
HE Ce TIPeTopbyBa MPH IOHOIIHN U JeTa ¢ TerIo mo-Maiko ot 50 kg.



Hauun Ha npunoxeHue
Jlakozamua pumMupanu TabJIETKH ca 3a IEPOPATHO IPUIIOKEHHUE.
Jlako3amu MOXKe J1a ce MpreMa ChC WM 0e3 XpaHa.

4.3 IIporuBomoka3zaHus

CBpBX4YYBCTBUTEIIHOCT KbM aKTUBHOTO BEIIECTBO MJIM KbM HSIKOE OT IIOMOIIHHUTE BEIICCTBA,
n30poeHH B TOUKa 6.1.

JlaHHM 3a BTOpa WIJIM TpETa CTENCH Ha aTPUOBCHTPHUKYJIapeH (AV) OJok.
4.4 Cneuuajanu mpeaynpeskaeHus U NpeAna3Hi MePKH NpHU ynoTpeda

Cyuruaga njieanus U IoBeJIeHNUE

CyMiuiHa uJieanus 1 MoBeJcHre ca ChoOIIaBaHy MTPU MAMEHTH, ICKYBaHH C AaHTUCTTAJICTITHYCH
JISKaPCTBEH MPOAYKT IO PA3JIMYHM MTOKa3aHus. MeTa aHau3 Ha paHI0OMU3HPaHH, TU1ane0o-
KOHTPOJIMPAHH KIIMHUYHY TPOYYBAHUS HA aHTUCHIIICIITUYHY JICKAPCTBECHH MPOYKTH ChIIO MOKa3Ba
MaJIbK, HO MOBHIIICH PUCK OT CYHIIMHA UIeallHs U oBecHue. MeXaHU3MbT Ha TO3U PUCK HE € SCCH U
HaJIMYHUTE JaHHHU HE U3KJIFOYBAT Bh3MOXKHOCTTA 3a TIOBUIIICH PUCK MPH JIAKO3aMUI.

3aToBa nanueHTUTe TPSOBa Ja ObAAT MPOCICASIBAHH 33 IPU3HAIIMA HA CYUIMIHA UICAIUs U TTOBEICHUE
U TpsIOBa Ja ce mpeAnpreMe ChOTBETHOTO JieueHue. Ha nanmeHTute (1 Xopara, KOUTO Ce TPHIKAT 32
TsX) TpsOBa Ma ce 00bpHE BHUMAHUE Ja MOTHPCAT JCKAPCKU ChBET, B CIIydai 4e Ce MOSBAT MPU3HAIU
Ha CyHIMIHA UJealus U nopeneHue (Bx. Touka 4.8).

CoplieyeH pUTHM U IPOBOJUMOCT

o BpeMe Ha KJIMHUYHUTE POYYBaHUS € HAOII0/IaBaHO CBBP3aHO C J103aTa yabbkaBaHe Ha PR-
WHTEpBaJia MPY MpUiiarane Ha Jiako3amu/l. JIakozamu TpsiOBa Jia ce mpuiara ¢ MOBUIIICHO BHUMAaHHE
MIPU TAIMEHTH C MOJUIKAIIA TPOAPUTMUYHHU CHCTOSHHS, KaTO MAIUSHTH C U3BECTHH MTPOOIeMH Ha
ChpJICUHATA MPOBOAMMOCT MJIM TEXKKO ChpJICUHO 3a00JisBaHe (HAIp. UCXeMHUs/MH(APKT Ha MUOKap/a,
Chp/ICYHA HEJJOCTATHYHOCT, CTPYKTYPHO ChPACYHO 3a00JSIBAHE UITH ChPJCUYHH HATPHECBH
KaHAJIOTIATUH) WJTU MAIIMEeHTH, JIEKYBAHU C JICKAPCTBEHH MPOAYKTH, 3acsrailly ChpJeuHaTa
MPOBOJMMOCT, BKIIFOUUTEIHO aHTHAPUTMUYHH CPEJICTBA M aHTHETTHIICHITUYHY JIEKAPCTBEHU TPOJTYKTH,
OJIOKHpAIX HATPUCBHUTE KaHAIH (BX.TOYKa 4.5), KAKTO U NP MAIUEHTH B CTApYECKa Bh3PacT.

[pu Te3u nanueHTH TpsAOBaA Aa ce oOMucau u3pbpimBane Ha EKT npean yBenudyenue Ha 1o3ara Ha
naxo3amua Hazx 400 mg/nieH U ciesl KaTo JIako3aMu/l ce TUTPUpA JI0 CTAIIHOHAPHO CHCTOSIHHUE.

B HJ'IaLIC60—KOHTpOJ'II/IpaHI/IT€ KIIMHUYHU TIPOYYBAHUA C JIAKO3aMH/J ITPU MMAOUCHTU C CITUJICTICHUA HE CC
CBOGHIaBa 3a NpCACHPAHO MBXKIACHE UIIU TPEIITEHE, HO CC CT)O6HIaBa B OTBOPCHMU IIPOYyYBAHUA 3a
CIWJICTICUA U ITPU IIOCTMAPKETUHIOBUSA OIIMT.

B mocTMapkeTHHroBHUS ONTUT UMa ChoOIeHe 32 AV 010K (BKIIFOUUTETHO AV OJIOK BTOpa CTEIICH WIIH
1mo-Brucoka). [Ipu marueHTH ¢ IPOapUTMHUYHHU ChCTOSIHUS € ChOOIIEHa BEHTPHUKYJIapHa TaXHAPUTMUSL.
B penxu ciayyan Te3u chOUTHS ca JJOBEIH IO aCUCTOJHS, ChPJICUYEH apecT U CMBPT IPH MAIUESHTH C
MOAJIeXKAIIN NPOAPUTMUYHU ChCTOSIHUSA.

[NaruenTuTe TpsOBa J1a ca 3aM03HATH ChC CUMIITOMMTE Ha ChpICYHA apuTMUs (Harp. 0aBeH, Obp3 WK
HEPaBHOMEPEH MYJIC, MANUTAINH, 33]yX, YyBCTBO Ha 3aMasiHOCT, Tpumaabk). [lanmenture TpsiOBa ga
Ce TIOCHBETBAT J1a ThPCAT He3a0aBHO MEAUITMHCKA TTOMOIIT, aKO T€3W CUMIITOMH CE TIOSIBSIT.

3amagHocT
JledeHneTo C J1ako3aMu ce€ CBBP3Ba ChC 3aMasHOCT, KOSITO MOXKE J1a TIOBHUIIH CIIy9anTe Ha CITyJaitHO

HapaHsBaHE WM MajaHe. 3aToBa Ha MAIUEHTUTE TPSOBA Aa ce 00bpHE BHUMaHUE Aa ObaaT 0coOeHO
BHUMATEITHH, IOKATO pa3depar MOTCHIMATHNTE €PEeKTH Ha JIEKapcTBOTO (BXK. Touka 4.8).



IToTeHmMan 3a Bb30OHOBSIBAHE WIIM BJIOIIABAHE HA MUOKIOHUYHU TPUCTBITN

Cr00I1IeHO € Bh300HOBSIBAHE WIIM BJIOIIABAHE HA MHOKJIOHUYHH MTPUCTHIIM KAKTO NPU Bh3PACTHHU, TaKa
u nipu nenuatpuunu nanuentu ¢ III'TKII, mo-cnenuanno mo BpeMe Ha TuTpupane. [Ipu nanuenTtu ¢
IIOBEYE OT AMH THIT IPUCTHIIH, HAOMIOAaBAaHUTE TIO3M OT KOHTPOJIMPAHETO HA IPHUCTHIT OT SIAH THII,
TpsIOBa Ja ce€ CHITOCTABH C BCUYKHU HAOJI0TaBaHM ITPU3HAIIA HA BIIOIIABAHE 110 OTHOIICHHE HA MTPUCTHIT
OT ApYT THIL.

IToTeHMan 3a eJIEKTPO-KIMHUYHO BIOMIABAHE IPU cENU(DHUYHN CHHAPOMH Ha IIEIHATPUYHA
EIIIENICUS

be3onacHocTTa 1 €pUKACHOCTTA HA JTAKO3aMUI TIPH MeIAATPHUIHH MAIMEHTH ChC CHHIPOMH Ha
SIUJICTICHS, IPH KOUTO € Bh3MOXKHO STHOBPEMECHHO ChIIIECTBYBaHE Ha ()OKAIHU U TCHEPATH3UPAHU
MPUCTHIN, HE € YCTAHOBEHA.

4.5 Bs3aumogeiicTBHe C APYId JIEKAPCTBEHHU NMPOAYKTHU U APYru (popmu Ha B3anMojeilicTBUe

Jlako3aMuz TpsAOBa Ja ce U3I0JI13Ba C TOBUIICHO BHUMAHKE MPH MALMEHTH, JIEKYBaHHU C JIEKapCTBEHU
MIPOAYKTH, CBbP3aHHU C yABIKaBaHe Ha PR-uHTepBana (BKJIIOYUTEIHO aHTHEMICITUYHY JICKApCTBEHU
MPOAYKTH, OJOKHUPALIY HATPHEBUTE KAHAIN) U TIPU MAIIMEHTH, JICKYBaHH C aHTHAPUTMUYHH CPECTBA.
Borpeku ToBa, aHaIU3BT MO MOATPYIH B KIMHUYHU POYYBAHMS HE YCTAHOBSIBA TOBUILIEHO
yabsmkaBane Ha PR-uHTEpBana npu ceBMecTHa ynoTpeda Ha KapOamMa3enuH Wi JTaMOTPHKHH.

In vitro nannu

Haii-001mo, naHawTe Npeamnonarar, 4e JaKko3aMiI Ma HACHK OTEHITHAI 33 B3aUMOJISHCTBHE C APYTH
JIEKapCTBEHU MPOIYKTHU. In vitro mpoyuBaHusaTa mokas3sar, ue en3umute CYP1A2, CYP2B6 u
CYP2C9 ne ce ungynmpat, a CYP1A1, CYP1A2, CYP2A6, CYP2B6, CYP2C8, CYP2C9, CYP2D6 u
CYP2E1 He ce nHXHOMpAT OT TaKO3aMU/I IIPH IIa3MEHH KOHIICHTpAIliK, HaOII0AaBaHu 10 BpeMe Ha
KIMHUYHUTE TIPOYYBAHUSL. [n Vitro MpOyYBaHUATA MTOKA3BaT, Y€ JJAKO3aMUJ] HE CE€ TPAHCTIOPTUPA Upe3
P-rnmukonpoTteun B uepBaTta. /n vitro nanuute nokassat, ye CYP2C9, CYP2C19 u CYP3A4 morar na
Karanu3upar oopasyBaHeTo Ha O-Ie3METHII METa0OIHUTA.

In vivo nanun

Jlakozamu He MHXUOMpPA WM MHIYTIMpa 0 3HaunMa kinnHugHA crereH eHsuma CYP2C19 u CYP3A4.
Jlakozammun ve moBusiBa AUC Ha mugazonam (Metadomusupaii ce oT CYP3 A4, kato nako3zamu €
npwrarad 200 mg aBa mbTU Ha JeH), HO Crnax HA MUIa30J1aM € Jieko yBenuueHa (30%). Jlakozamu He
noBnusiBa (hapMakOKMHETHKATa Ha oMmernpasoi (Metadomusupain ce or CYP2C19 u CYP3A4, karo
nmako3amuj e npriarad 300 mg 1Ba MbTH HA JIEH).

Nuxubutopst Ha CYP2C19, omenpazon (40 mg qHEBHO) HE BOAM A0 MOBUIIEHHE HA KIIMHUYHO
3Ha4YMMa MPOMSHA B EKCIIO3UIMsITa Ha ako3amul. ETo 3amo ymepennte naxudbutopu Ha CYP2C19 e
MAaJIKO BEPOATHO Ja MOBIMSAT 4O KIMHUYHO 3HaYMMa CTENEH CUCTEMHATA EKCIIO3ULIMSA Ha JIAKO3aMU.
[IpenopbuBa ce MOBUIIIEHO BHUMAaHKE TIPU CHITHTCTBAIIO JIEYEHUE ¢ MOIIHU HHXUOUTOPH Ha

CYP2C9 (nanp. pnykonazon) u CYP3A4 (Hanp. utpakoHasoll, KETOKOHA30J1, PUTOHABUD,
KJIQPUTPOMUIIMH), KOETO MOJKE J1a I0BEJIE O NOBUIIIAaBAaHE HA CUCTEMHATa eKCIIO3UIMA Ha JTaKO3aMHI.
TakuBa B3aMMOJECHCTBUS HE Ca YCTAHOBEHHU in ViVo, HO €A Bb3MOXHU Bb3 OCHOBATA HA in Vifro JAHHU.

MomHnTe eH3MMHH UHIYKTOPHY KaTo pUQaMIUIMH UK KbAT KanTapuoH (Hypericum perforatum)
MOraT yMEPEHO J]a HaMaJIsT CUCTEMHATa eKCIIO3ULUS Ha JIako3aMU . 3all04YBaHETO WM CIIMPAHETO Ha

JICYCHUC C TE3U CH3MMHU NHAYKTOPH Tp}I6Ba Ja C€ U3BbpIIIBAa C BHUMAHUC.

AHTHCIUIICITUYHA JICKApCTBCHHU MMPOAYKTH

ITo BpPEMC Ha IIPpOYyYBaHUATA 3a JICKAPCTBCHU B3aMMOJCHCTBUS JIaKO3aMHUJ HE IMOBIUSBA 3HAUYUTEITHO
MIIa3SMCHUTC KOHICHTPAllUX Ha Kap6aM336HI/IH " BAJIIIPOCBA KUCCJIIMHA. IInazmenure KOHIICHTpAallU Ha
JJako3aMH/J CbIIIO HE CC IMOBJIUABAT OT Kap6aMa3eHI/IH " BaJIIIpO€Ba KUCEJIIMHA. HOHy.]'IaLIPIOHHI/I



(hapMaKOKMHETHYHH aHAJTU3M B PA3JIUYHU Bh3PACTOBH TPYITH YCTAHOBSBAT, Y CHOBPEMEHHOTO
JieYeHHe C IPYTy aHTHETTMIICITHYHH JICKAPCTBEHH MPOIYKTH, U3BECTHU KATO CH3UMHHU WHIYKTOPU
(xapbama3zenuH, heHuTOUH U PeHOOAPOUTANT B pa3IMuHU JI03H) MTOHMKaBA ¢ 25% o0miaTa CUCTEMHA
CKCITO3UIIMS Ha JIAKO3aMUJI IPH BB3pacTHU U 17% nipu neuaTpuyH MalueHTH.

IlepopajiHu KOHTPALICITUBHA

Ilo BpEME€ Ha NPOY4YBAHE 3a JICKAPCTBCHU B3aMMOJICUCTBHS HE ca Ha6J'IIO,I[aBaHI/I KIIMHHYHO 3HAYUMHU
B3aMMOJICHCTBHS MEXAY JJaKO3aMud U NIEPOPATHUTE KOHTPAUCIITUBU €TUHUIIECTPAAUOTI U
JICBOHOPTECTPELII. KOHHCHTpaHI/II/ITe Ha OpOreCTCPoOH HE Ca NOBJIUAHU IIPHU CbBMCCTHOTO MMPUIIOKCHHUC
Ha JICKAPpCTBCHUTEC NPOAYKTH.

EQYFI/I

[TpoyuBaHusATa BEPXY JICKAPCTBEHUTE B3aUMO/ICHCTBYS IIOKA3BaT, 4e JaK03aMHU/I He OKa3Ba BIMSHUC
BBPXY (hapMaKOKMHETHKATa Ha AUTOKCHH. HsMa KIIMHUYHO 3HAYMMH B3aUMOCHCTBUS MEKTY
JIaK03aMUA U MET(OPMHUH.

EnHOBpeMEeHHOTO NpHiIOKeHNE Ha Bap(apuH ¢ JaKo3aMK He BOJIH 10 KIMHUYHO 3HAYMMa IIPOMSHA
BBB (hapMaKOKWHETHKAaTa 1 (papMakoIMHAMHKATA Ha BapdapuH.

Brwnpeku ue HAMa GpapMakOKWHETHYHU IaHHH 33 B3aUMOICHCTBHE Ha JIAKO3aMH/I C ATKOXO0JI, HE MOXKe
Jla c€ U3KIII0UYH (papMaKoIMHAMUYUCH C(EKT.

Jlako3aMua nMa HUCHK OTEHLMAN Ha CBBP3BAHE € IIa3MEHUTE MIPOTEHHH (IO-MajKo 0T 15%).
ITopanu ToBa He ce 0YaKBaT KJIMHUYHO 3HAYMMHU B3aUMOJEUCTBHS C JPYTH JIEKAPCTBEHHU IIPOYKTHU 110
MCXaHMU3Ma Ha KOHKYPEHTHO CBBP3BAHC C IIJIASMCHHUTE IPOTCUHU.

4.6 @DepTHauTET, )PEMEHHOCT H KbPMeEHe

Kenu ¢ JACTCPOJCH ITOTCHIIHM AT

JlexkapsT TpsOBa qa 00CHIU BHIIPOCHTE OTHOCHO CEMEHHOTO TUTAHUPAHE U M3MOJI3BAHETO Ha
KOHTpALEMNIH PH KEHUTE C IETEPOCH MOTEHIHAI, KOUTO IpHeMar JJako3aMuJ (BK. bpemenHocr).
Axo eHa pem aa 3abpeMeHee, yrnorpedara Ha JJako3aMu[l TPsiOBa 1a ce MPeoLeHH BHUMATEIHO.

BbpemenHoct

Puck, cevp3zan ¢ enunencusama u aumuenuienmuyHume J1eKapcmeenu npooyKmu Kamo ysino

[Ipu BcHMYKM aHTHETTMJICTITUYHHU JICKAPCTBEHH MPOYKTH € YCTAHOBEHA JIBa JI0 TPH IIBTH M0-BUCOKA
YecToTa Ha MaJI)OPMAIIMUTE B TOKOJICHUETO HA KCHUTE, JICKYBaHH 3a CIUJICTICHS, B CPAaBHCHHE C
4ecToTa OT 0KoJIo 3% 3a obrrara nomynamus. Cpes JeKyBaHaTa MOITyJIAIUs OBUIIICHA YeCTOTa Ha
MajipopMalliy € YCTaHOBEHA B CJIydauTe Ha JICYCHHE C ITOBEYE OT €UH JICKApPCTBEH MPOIYKT
(nonuTepanwst), HO HE € YCTAHOBEHO JIOKOJIKO TOBA CE JBJDKHM Ha CAMOTO JICUCHHE W/WJIM Ha
3a00/I1BaHETO.

Brrpeku ToBa, epeKTHBHOTO aHTHETIMJICITUYHO JISYSHHE He TPsAOBa 1a Ob/ie PEeyCTaHOBSBAHO, Thil
KaTo BJIOIIABAHETO Ha 3a00JIIBAHETO € BPEIHO KaKTO 3a MaiKkaTa, Taka ¥ 3a ILI0ja.

Puck, cevpzan ¢ naxozamuo

Hsma mocTaThuHO TaHHA OTHOCHO YITOTpeOaTa Ha Jlako3aMu I ITpu OpemMeHHu xeru. [IpoyduBanusita
TIpH )KUBOTHHU HE Ca TIOKa3aJIi KaKBUTO U Jla € TepPaTOTeHHN e()eKTH MPH TUTbXOBE U 3aiIH, HO €
Ha0It0/JaBaHa eMOPUOTOKCUYHOCT MPH TUTHXOBE M 3aUlIlH, PU TOKCUYHH 332 MalKaTa 103U (BXK.

Touka 5.3). [loTeHIMaHUAT PHUCK MIPH XOpa HE € YCTAaHOBEH.

Jlako3zammu He TpsiOBa 11a ce mpujara 1o BpeMe Ha OpeMEHHOCT, OCBEH B CIIy9aWTe Ha aOCOTIOTHA
HE00XO0UMOCT (aKO ToI3aTa 32 MalkaTa KaTerOPUYHO MPEBUIIIABA MOTCHIIMAIHUS PUCK 32 II0JA).
AKo xeHaTa pemu 1a 3adpeMeHee, ynorpedara Ha TO34 MPOAYKT TPsOBa 1a ce MpeoLeH! BHUMATEIHO.



Kspmene

JlakozamMuJ1 ce eKCKpeTupa B YOBEIIKaTa KbpMa. He Moke Jla ce M3KIII0YH PHCK 32
HOBOpOJeHHUTe/KbpMaueTarta. [IpenopbuBa ce o BpeMe Ha JICUEHHETO C JaK03aMUJ KbPMEHETO Ja
ObJle TpeyCTaHOBEHO.

PepTunurer

He ca HabmotaBaHu HeXeNaH! Peakliy IO OTHOIIEHHE Ha MBXKKHS WIH KEHCKH (DePTIITUTET WK
BB3MPOU3BEK/IAHE IIPH ILTBXOBE B JIO3H, BOJCIIH [0 1a3Mena ekcrosuius (AUC) no
npubau3uTenHo 2 mbTH miazMeHa AUC npu MakcHMaTHaTa MpernopbhunTeITHa J103a 3a xopa (MITIX).

4.7 EdexTu BbpXy cioco0HOCTTA 32 mo¢upaHe n padoTa ¢ MAIIUHA

Jlako3zamu MOBNIMsIBa B MaJIKa IO yMepeHa CTENeH CIIOCOOHOCTTA 3a o upane 1 paboTa ¢ MalllMHHA.
JleuenueTo ¢ 1aKko3aMua ce CBBP3BA C MOSIBA HA 3aMasHOCT WM 3aMbBIJICHO 3pEHUE.

[Naruenture TpsiOBa 1a ObJAT ChBETBAHM Ja HE MIOGUPAT WK padOTAT ¢ IPYTU MOTESHIIMATHO OMIACHU
MAIlWHH, JOKATO HE OMO3HAAT HAIIBJIHO €(PEKTUTE Ha JJAKO3aMUJ BbPXY CIIOCOOHOCTTA UM 32
W3BBPLIBAHETO Ha MOJO0OHHU AEHHOCTH.

4.8 Hexenanu JeKapcTBEHH peaKIuu

O06001menue Ha npodriia Ha 6€300aCHOCT

Ha Ga3aTa Ha aHayin3 Ha AaHHUTE OT COOPHM IUIALe00 KOHTPOIMPAHU KIMHUYHY IPOYYBAHUS C
nombaBaia Tepanus npu 1 308 nauueHTH ¢ napuuaiHu IpyUcTbhiu oomo 61,9% ot nauueHTHTe,
paHIOMHU3UPAHU JIa IpHeMar Jako3aMull, u 35,2% OT paHJOMU3UpaHUTE Jia IPUeMaT ramnedo
ChOOIIABAT TIOHE 32 eJIHa HeXKemaHa peakius. Hali-uecto cho0IaBaHuTe HEXKEIaH! JIEKapCTBEHN
peaxuu (=10%) mpu I€UEHUETO ¢ JIAKO3aMH/] €A 3aMasiHOCT, IJIaBOOOJIME, rajieHe U AuIuonus. Te3n
peakiuyu OOMKHOBEHO ca JIEKH JI0 YMEPEHH I10 TexecT. Hsikon oT TsxX ca 1030-3aBUCHMH B MOXKE Ja
ObJaT 00JIEKYEeHHU Upe3 HamassiBaHe Ha J03aTa. YecToTaTa U TeXKecTTa Ha HeKeJIaHUTE JIEKapCTBEHU
peaknuu oT cTpaHa Ha neHTpanHaTta HepBHa cucreMa (LIHC) u cromamno-upeBHus tpakt (CUT)
OOMKHOBEHO HAMaJISIBaT C BPEMETO.

BbB BcHYKHM T€3W KOHTPOIMPaHU KIMHUYHHU MIPOYYBaHMS YeCTOTaTa Ha MPeyCTaHOBSIBAaHE Ha
JICUEHHETO MOPaay HEXKEIaH! JISKapCTBEHU peakiuu € 12,2% npu nauueHTuTe, paHI0MH3UPaHH 3a
nmako3amuj, u 1,6% mpu manueHTuTe, paHIoMU3Npanu 3a manebo. Hali-uecraTa HexenaHna
JIEKapCTBEHA PeaKIMs, BOJIEIIA IO IPEYCTaHOBSIBAHE JIEYEHHETO C JIAKO3aMU/, € TIosiBaTa Ha
3aMastHOCT.

YecroraTa Ha HexxenaHuTe peakuuu ot crpana Ha LIHC, karo 3amasHOCT, MOKe Aa Obe MO-BUCOKA
cJleJl HaToBapBallia 103a.

B®3 ocHOBa Ha aHaNMM3a HA JTaHHU OT HEMH(PEPUOPHO KIMHUYHO MPOYYBAHE 32 MOHOTEPAIIHS,
CpaBHSBAILO JIAKO3aMHJl 1 KapOamas3enuH ¢ KOHTpOoJIMpaHo ocBobokaaBane (controlled release - CR),
Haii-4ecTo choOIIaBaHUTE HEXKENIAaH! JIeKapcTBeHH peaknuu (> 10%) npu nako3aMuj ca Ouimm
rJ1aB00OJIME U CBETOBBPTEXK. [IpOLIEHTHT Ha OTNaaHe OT JieueHHEe OPaIN HEXKENaH! PeaKkuu

e 10,6% npu nanueHTuTe, JIeKyBaHU ¢ JaKo3aMu/, v 15,6% npu nanyeHTure, JeKyBaHu C
kapbamazernuH CR.

[IpodunbT Ha G€30MaCHOCT Ha JIaKO3aMUJl, ChOOIIECH B IIPOYYBaHe, TPOBEACHO BhPXY MAIIMSHTH HA 4-
TOJIUIIIHA BH3PACT HIIM TO-TOJIEMHU C FeHepaIM3upaHa HIUONAaTHYHA SITUIICIICUS C TBPBUYHO
reHepaTu3upany ToHnYHO-KiIoHnYHN npucThiy (I11'TKII), chBmaga ¢ mpodura Ha 6€301MacHOCT,
ChOOIIEH OT COOPHU TUIAIe00-KOHTPOINPAHU KIMHUYHY POYYBAHUS BEPXY HapIIUATHU TPUCTBIIH.
JIOITBITHUTEITHY HeKENaHu peakiuu, choOenu mpu nanuertu ¢ [T TKII ca MuoKkIIOHNYHA enHUeTcus
(2,5% mpm rpynara, nekyBaHa ¢ nako3amuna u 0% mpu mrane6o rpymnara) u atakcus (3,3% npu
rpynara, JiekyBaHa c jJaxo3amun u 0% mpu ruranedo rpynara). Hali-uecTure HexxenaHu JeKapCcTBEHI
peaKIuy ca 3aMasiHOCT U CHHJIMBOCT. Hali-uecTuTe HexenaHu peakiiuy, BOICIIH JI0 MPEYCTAaHOBSBAHE
Ha JICYCHHUETO C JIAKO3aMH/I, Ca 3aMasHOCT M CYUIMIHA uaearus. YectoTara Ha MpeyCcTaHOBSIBAaHE Ha
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JISYEHNETO MOpan HeXXeNanu peakiun € 9,1% B rpymnara, nekyBaHa ¢ Jako3amun, u 4,1% B miamne6o
rpymnara.

TabauueH CIMCHK HA HEXKETAHUTE JICKApPCTBCHHU PCAKIIMH

Ha tabnuinara mo-7oiny e mpejicTaBeHa 4ecToTara Ha HeXKeJIaHUTE Peakiiy, HaOItoJaBaHu 110 BpeMe
Ha KJIMHWYHH POYYBAHUS U IIOCTMAPKETUHTOBUS OIUT. Ta3n 4ecToTa € ONpeie/icHa KaKTo CIC/IBa;
MHoro decTd (> 1/10), yectu (> 1/100 no < 1/10), mHewectr (> 1/1 000 mo < 1/100), ¢ Hen3BecTHA
YyecToTa (0T HAIMYHHUTE JaHHU HE MOXKe Ja Oble HampaBeHa onieHka). [Ipu Besko rpynupane B
3aBHCHMOCT OT YECTOTAaTa HEXKEIAHUTE JICKAPCTBCHH PEAKIUY Ca NIPEJCTABCHU B HU3XOISII PE/T 110
OTHOIIICHUE HA TSIXHATA CEPUO3HOCT.

Cucremo-opranHa | MHoro Yectn Heuectn C HemsBecTHA
KIacu(pUKAHS YeCTH yecToTa
Hapyuienus Ha Arpanysnonurosa')
KpBBTa U TUM(HATa
cucremMa
Hapyienus Ha JlexapcTBeHa JlekapcTBeHa
MMYyHHATa CHCTeMa CBPBXUYBCTBUTEIH | PEaKIHs c
oct® €03uHO QM
U CHUCTEMHH
CUMIITOMU
(DRESS) 42
[cuxuunu Henpecust Arpecus
HapyIIECHHUS ChCTOsiHUE Ha Bn3oymal
00BPKAHOCT Eydopuano
Bescbuue) nactpoenne
[Icuxotnuno
pascrpoiicteo!
Onut 3a
camoy6uiicreo"
Cyunuaaa
uaeanyst
XamoruHarms )
Hapymenus Ha 3aMastHOCT MmuoKJIOHNYHI Cunkon® Konsyncun
HepBHara cucteMa | [maBoGonue | npuctbnu® Hapyienue Ha
ATtakcus KOOpJMHALIUATA
Hapyumienue Ha Juckunesus
PaBHOBECHETO
VBpexaaHe Ha
namerTa
Korautnean
HapYyIICHHS
COMHOJIEHTHOCT
Tpemop
Hucrarsm
Xurnoecresus
Huzaptpus
Hapymenns na
BHUMAaHHUETO
[Tapecresus
Hapymenus Ha Junutonus 3aMBIJIEHO 3pEHUE
ouuTe
Hapyiienus Ha Bepturo
YXOTO U JIaOUPHUHTA Tunutyc

11




Cepreunu ATpuoBeHTpuKyna | BenTpukymnapHa
HapYIIECHHUS pen 6ok taxuapuTmus')
Bpanukapaus!-?
[Ipencepano
mbxaene!?
[Ipencwpano
tpenrene'?
Cromanino-upeBau | [anene [MoBpwinane
HapyIICHAS 3amex
MeTteopuszbm
Mucnencus)
Cyxora B ycrara
Huapus
Xenaro-ounuapHu aOHOPMHH
HapyIICHUS pe3yJiTaTu npu
YepPHOAPOOHU
(OYHKIIMOHATHA
Tecroe®
IToBumenn
YePHOAPOOHU
eH3UMH (> 2X
ITH)®
Hapymenuns na Copbex AnrunoenemV CunapoM Ha
KOKaTa M O6pus?) Vprukapusa CTuBBHC-
HOJIKOYKHATA ThKaH Jxoncra)
ToxcuuHa
enuaepManHa
nexposmsza
Hapymienns Ha MyckynHu ciazmu
MYCKYJTHO-
CKelleTHaTa
cucTeMa u
CheIMHHUTEITHATA
THhKaH

OO0y HapyeHus

Hapyuenue Ha

u epekTn Ha [oX0/IKaTa
MSICTOTO Ha Actenus
MIPUIIOKEHUE YmMmopa
Pazgpasnurennoct
UyscTBO 32
ONMSHEHUE
Hapanssanus, [Tamane
OTpaBAHUA U HapansiBane Ha
YCIIO)KHEHUH, KOoXara

BB3HUKHAIU B
pe3ynTaT Ha
WHTEPBEHITUU

KonTty3us

(D' Hexxenanu peakiuu choOIIaBaHH TTPH TOCTMAPKETUHTOBHUSI OTTHT.
@ Bmxre Onucanne Ha M30paHN HEXETAHU PEAKIIUH.
©® Crobmenn B mpoyusanus Ha [T TKIT

Onucanue Ha I/136DaHI/I HCXKECJIaHU pCaKIIMH

Ynorpebara Ha Jako3aMHu/] € CBhp3aHa ¢ J0303aBUCUMO yabibkaBaHe Ha PR-unTepBana. Be3amoxkHa e
MosiBaTa Ha CBhP3aHUTE C yIbDKaBaHeTo Ha PR-uHTEpBana Hexenanu eextu (Hamp. AV-0II0K,
CUHKOII, OpauKapaus).

B nombaBainy KIMHAYHEA TPOYYBaHUS MIPH NAIIMEHTHTE C SIMJICTICHS YecToTaTa Ha MmosiBa Ha A'V-0110Kk
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OT ITBPBA CTENEH ¢ HedecTa B ¢hoTBeTHO 0,7%, 0%, 0,5% u 0% npwu npuiraraseTo Ha

mako3amua 200 mg, 400 mg, 600 mg wm mane6o. [Ipu Te3u mpoydBanus He € HAOIIOAaBaH BTOpa
WJIM MTO-BHCOKa CTereH Ha AV-0iok. Berpeku ToBa, ciiyyau ¢ BTopa U Tpeta cterneH AV-010k,
CBBP3aHH C JICYCHHETO C JIAKO3aMUJI, Ca ChOOIaBaHU 110 BpeMe Ha MOCTMAapPKETHHIOBYsI OoNuT. B
KIIMHUYHOTO MPOYYBaHE 32 MOHOTEPAIIVs, CpaBHSIBAIIO Jiako3amu/] ¢ kapbamaszernud CR, cTernenTa Ha
yabmkaBane Ha PR-uHTEpBana e cpaBHIMa MEXTy JTaKo3aMUJl 1 KapOama3ernuH.

[TosiRaTa Ha CHHKOII, KOSITO C€ ChOOIIaBa OT COOPHH KIIMHWUYHU MPOYYBAHUS 32 JOIBJIBAIIA TSPAITHS Ce
Ha0Ir0/1aBa HEYECTO, IMPU KOETO HAMA Pa3lInKa MEXy TpyTara Ha MalueHTuTe ¢ enmiencus (n=944),
nexyBaH# ¢ takozamuf (0,1 %) u marmentute (n=364) ot rpynara Ha wiane6o (0,3%). B kauarngHOTO
MpoyYBaHe 32 MOHOTEpaIus, CPaBHABAIIO Jako3aMuj ¢ kapbamasenuH CR, cunkomn ce chobimaBa

ipu 7/444 (1,6%) nanenty Ha nako3amun u 1/442 (0,2%) nanuenTtu Ha kapOamaszenua CR.
[penacwpIHO MBXICHE WK TPENTEHE HE ca ChoOIIaBaHU B KPATKOCPOYHH KIIMHUYHU MPOYYBAHHS, HO
ca ChOOIICHH B OTBOPCHU MPOYYBAHUS 32 CIUJICTICHS U TIPU TIOCTMAPKETUHTOBHUS OITHUT.

OmknoHnenus 8 1abopamoprume noxKasamenu

AOGHOPMHH pe3yNTaTH MPH YePHOIPOOHH (DYHKITMOHAIHH TECTOBE ca OMn HaOIroAaBaHy B TUTaie0o0-
KOHTPOJIMPAHU KIMHUYHU NPOYUBAHHUSA C JIaKO3aMU IIPHU Bb3PAaCTHU MAIIUCHTH C IMaplraIHN
NPUCTBIIN, KOUTO Ca TIPHEMAJIH €THOBPEMEHHO OT 1 710 3 aHTHENMICNTHYIHH JIEKaPCTBEHH MTPOTYKTH.
[oBumasanust Ha ALT no > 3x I'TH ca nactenunu npu 0,7% (7/935) ot nanuenture Ha Vimpat u 0%
(0/356) ot marueHTHTe Ha Iamnedo.

Mynmuopeannu peakyuu Ha C6PHXYYECHMEUMETHOCT

MynTHOpPraHHU peakluy Ha CBPbXUYBCTBUTEIHOCT (TI03HATA CHIIIO M KaTo JIEKAPCTBEHA PEAKIINA C
eosuHouims U cucteMuu cumnromu, DRESS) ca cho01ieny npu nanueHTy, JeKyBaHH € HSIKOU
AHTUETUICTITUYHY JICKAPCTBCHU MPOIYKTH. Te3U peakinu ce MpOosIBSIBAT pa3IHMIHO, HO OOMKHOBEHO ca
CBIIPOBOJICHH C TPECKa U OOPHB U MOTAT Jia ObJIaT CBhP3aHH C BKIFOUBAHETO HA PA3INYHU CHCTEMH OT
opranu. AKo ce 3amo103pe peakiys Ha MyJITHOPTaHHA CBPBXUYyBCTBUTEITHOCT, IPUEMBT Ha JJAKO3aMHU]T
TpsiOBa Jia ce MPEeKpaTH.

IleqnaTpuuHa momyaamnus

[IpodunbT Ha G€30MaCHOCT Ha JIaKO3aMU]] B IIaie00-KOHTpoIMpann (255 manueHT! Ha Bb3pacT oT 1
Mecer] 10 1o 4 roquau u 343 ManueHTH Ha Bh3PAcT OT 4 TOAWHHU 10 1oJ 17 TOMUHN) ¥ B OTKPUTH
KJIMHUYHYU TIpoy4uBaHus (847 manueHTy Ha Bh3pacT oT 1 Mecell o0 18 ronHn) Ha TOMBJIBAIA TEPATTHS
TIPY MTEANATPUYHHU TAIMEHTH C TTAPIUATHA TPUCTHIN € B CbOTBETCTBHE C Mpoduia 3a 0€30MmacHOCT,
HaOII0/IaBaH NP BB3pacTHU. Thil KaTO TAaHHUTE 32 TIeAUATPUYHH MMAIUEHTH MO 2-TOIUIITHA Bh3PACT
ca OTpaHUYCHH, JJAKO3aMUJ] HE € MTOKa3aH 3a TO3HM Bh3PACTOB JUAIA30H.

JlombIHUTETHO HAOIOIaBAaHUTE HEXKETAaH! PEAKINH B MeIUATPUYHATA MOyl ca MUPEKCHS,
HazohapuHTUT, (JAPUHTUT, HAMAJICH aleTUT, a0HOPMHO MoBeAcHHe U JieTapris. COMHOJICHTHOCT Ce
ChOOIIaBa MO-YECTO MPH NeauaTpruaHara nomynamus (> 1/10) B cpaBHEHHE C Bb3pacTHATA MOMYJIAIHSI
(> 1/100 mo < 1/10).

CTapquKa nomnyjaanusa

B mpoy4BaneTo 3a MOHOTEpaIusi, CpaBHSABAIIO Jlako3aMuj ¢ kapbamasenuH CR, npopmrbT Ha
0e301acHOCT Ha JIJaK03aMUJI TIPY NAIIMeHTH B cTapyecka Bb3pacT (> 65 rouHu) € CXOJIeH C TO3H,
HaOIIofaBaH IIpH MAMESHTH Ha BB3pacT moj 65 roauan. Benpekn ToBa, M0-BHCOKA Y4eCcToTa (pa3iinKa
> 5%) Ha majane, Auapys U TPEMOP ca ChOOIIEHU TIPH MAIMEHTH B CTapUecKa Bh3pacT CIPSIMO T10-
MJIaJii Bh3pacTHU nanueHTH. Hali-uectara cBbp3aHa ChC CHPIIETO HEXKENaHa PEaKIUsd B CTapuecka
BB3pacT CIIPSMO Mo-MJIajia mosynanus € AV 0Jiok mbpBa crerneH. Ts ce choOriaBa mpu 4,8% (3/62)
MPY TAMEHTUTE Ha JIAKO3aMUJI B CTapuecka Bh3pact crpsimo 1,6% (6/382) mpu no-miamy Bb3pacTHU
narueHTy. [IpekbcBaHe Ha JICUEHUETO TTOPaIy HeXKENaH! peaKIuy, HaOIF0IaBaHu C JIAKO3aMH/T

e 21,0% (13/62) npu narieHT! B cTapuecka Bh3pact cupsamo 9,2% (35/382) npu no-mmagute
BB3PACTHH MaMeHTH. Te3n pasivKu MEX/y MAlMEHTH B CTApUYeCcKa Bb3PacT U IMO-MJIa i Bh3pacTHH
MAIMEHTH ca CXOJHHU C Te3H, HAaOJII0IaBaHH NPY aKTUBHATA TPYyIIa 3a CPaBHEHHE.
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Cpo0111aBaHe Ha MMOI03UPAHN HEXKEITAHHU PEAKIIUN

Cro0I1aBaHeTO Ha MOJI03UPAHU HEWKEIIAHU PEaKIUM Clie]] pa3peliaBaHe 3a ynorpebda Ha
JICKapCTBEHUS MIPOAYKT € BayKHO. ToBa MO3BOJIsABA 1a TPOABIDKYA HAOIIOACHUETO HA ChOTHOIICHUETO
TI0JI33/PHUCK 32 JIEKAPCTBEHHUS MPOAYKT. OT METUITMHCKHUTE CIEIHMAINCTH Ce M3HMCKBA J1a ChOOIaBaT
BCsIKa TTOI03MpaHa HeXKeJlaHa peaKITus Ype3 HallMOHAIHA CHCTEMa 3a ChOOIIaBaHe, TOCOYCHa B

[Ipunoxenue V.

4.9 Ilpeno3upane
Cumnromu

CuMnToMuTe, HAOMIOIaBaHU CIIE/ CIIYYaiHO WU MPEAHAMEPECHO MPEI03UPaHe Ha JIAKO3aMUI, ca

cBbp3anu raBHo ¢ [IHC u cTomainiHo-upeBHa cuctema.

° BunoBere HexxenaHu peakiyu, HaOMIOAaBaHK MTPH MAIMSHTH, npueiu 1034 Haja 400 mg
1o 800 mg, He ca OWITM KITMHUYHO Pa3IUnYHA OT TE3W NP MAIMEeHTH, TPUeMalTl
NPENOPBUYUTEITHUTE AO3H JJAKO3AMUI.

° Peakumu, crobmenu cien npueM Ha Hag 800 mg, ca 3amMastHOCT, TaJieHe, MOBPHIIaHe,
mpUnaaby (TeHepalTn3upaHd TOHUYHO-KJIOHUYHH MPUIIAABIH, CTATYC CUICTITHKYC).
Hapymenns Ha chpreyHaTa mpoBOIAMOCT, IIIOK M KOMa ChHIO ca Ouin HaOmoqaBaHu. CMbPTHH
CIIy4ad ca ch0oOIIaBaH! MPH MAIUEHTH CJIe]] OCTPO €THOKPATHO MPEea03upaHe ¢ HAKOIKO Tpama
JIaKO3aMMU/I.

Mepku npu mpego3upaHe

Hsma cnenmduven aHTHIOT B clydaid Ha Mpeo3upaHe ¢ Jako3aMul. JIeueHneTo npu npeao3upane ¢
JIAKO3aMU/I BKITIOYBA TPEANPUEMAHETO Ha OOIIOMPUETUTE MO IbPKAIINA MEPKH, KaTO TIPH
HE00XOJMMOCT MOXKE J]a BKITFOUBA XeMOAHAaIu3a (BXK. ToUka 5.2).

5. ®APMAKOJIOTHYHU CBOMCTBA

5.1 @apmakoaMHAMUYHHU CBOIiCTBA

®dapMakoTepaneBTHYHA Ipyla: aHTHENWIESNTUIH, Apyru anTuenmientuiy, ATC kox: NO3AX18

MexaHu3sM Ha JEUCTBHE

AKTHBHOTO BeIECTBO, Tako3aMu (R-2-ameramuo-N-0eH3mII-3-METOKCHTTPOITHOHAMHU )
npeAcTaBisiBa GyHKITMOHATN3HPAHA aMUHOKHCETIHA.

TouHUAT MEXaHU3bM Ha AaHTUSTTWIICTITUYHUS e()eKT Ha JTaKO3aMUJI IIPHU XOpa BCE OIIE HE € HAITBIHO
W3SICHEH. [ Vitro eneKTpOohU3HOIOTHIHUTE MPOYUBAHUS MTOKA3BAT, Ue JIAKO3aMHU]I CEIIEKTHBHO
MMOBHINIaBa 0ABHOTO MHAKTUBUPAHE HA BOJITAX-3aBUCMHUTE HATPUEBU KaHAJIH, KOETO BOIH JIO
cTaOuiIM3upaHe Ha CBPBbXBBH30YIUMUTE HEBPOHHU MEMOpPaHHU.

q)aDMaKOlII/IHaMI/IT-IHI/I ed)eKTI/I

Jlako3aMua nmpeaoTBpaTsiBa MOABaTa HA MPUCTHIIN B OOIIMPEH Uana3oH OT )KUBOTUHCKH MOJIENIN Ha
napIyalHi U TEPBUYHO TeHEPATU3UPAHH IPUCTHITN U 320aBsi pa3BUTHETO HA OTHUILETO Ha
CBPBXBB30YIUMOCT.

ITo BpeMe Ha HEKJIIMHUYHY €KCIIEPUMEHTATHH MTPOYYBAHUS JIJaK03aMKJ B KOMOMHALKUS C
JeBeTHpaneTaM, kapoaMasenus, (EeHUTONH, BAIPOAT, TONMHMPaMaT WK rabareHTHH T0Ka3Ba
CHHEPIUYHU WM AUTHBHU e()EKTH Ha aHTHKOHBYJICAHT.
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Knonangna CQDI/IKaCHOCT 1 0€30IMacHOCT (DapuyaJIHy OPUCTHIN)

Ilonynanust Ha BE3pacTHH

Monomepanus

EdwukacHocTTa Ha JaKo3aMu[l KATO MOHOTEPAIHUS € YCTAaHOBEHA B JIBOMHO-CIISTIO, TIAPAIETHOTPYTIOBO,
cpaBHeHHE 3a HenH(pepruopHOCT ¢ kapbamaszernna CR mpu 886 manueHTH Ha BB3pacT 16 wim moBede
TOJMHHU C HOBOTIOSIBIJIA C€ MJTM HACKOPO AMarHocTUlpana enuierncus. [lanuenture e TpsoBaio aa
ObJaT ¢ HEMpPEeAN3BUKAaHN MapIHAHU IPUCTHIH, ChC WK 0e3 BTopuyHa reHepanm3anus. [lanrenture
ca paHmoMu3npaHu Ha kapbamazenuH CR win mako3amu, moa ¢popmara Ha TaOJIETKH, B
cooTHOWeHue 1:1. [lo3aTa e Omia onpezaeseHa OT 3aBUCUMOCTTa 103a-0TTOBOP U BapHpa

mexay 400-1200 mg /nen 3a kapbamazenud CR u ot 200 no 600 mg/meH 3a 1ako3aMu.
[IpoasmKUTETHOCTTA HA JICUeHHUETO € 10 121 ceaMuIt B 3aBHCHMOCT OT OTTOBOpA.

Jlunca Ha npucThIU 32 6 Mecena ce oneHsBa mpu §9,8% oT manueHTuTe MprUeMallly JaKo3aMu U
npu 91,1% OT manueHTHTe NpreMaliy kapoaMasenuH, KaTo ce U3M0JI3Ba METOIbT 3a aHAJIN3 Ha
npexussiemMoctTa 1o Kaplan-Meier. Kopurupanara abcontoTHa pasiuka Mexnay JieueHusra e -1,3%
(95% CI: -5,5, 2,8). Ouenenute pesynratu no Kaplan-Meier 3a nunca Ha IpUCTHIIN 3a

nepuoaute 12 mecena ca 77,8% npu narueHTHTe, IEKyBaHU C JIako3aMua u 82,7% Mpu MallMeHTHTe,
nexkyBaHH ¢ kapbamasermH CR.

JIunicara Ha npucThIU 3a 6 Mecela IpU NAlMEHTH B CTapUYecKa Bb3pacT Ha 65 U moBeye roguHu

(62 manuenTH Ha Jiako3aMua U 57 nanueHTy Ha kapoamasenuH CR) e Onna cpaBHUMa MEXTy JTBETE
rpynu Ha jedenue. HuBara cbio ca Ounm cpaBHUMU C Te3H, HaOIr0laBaHu B o0mara nomyianus. B
cTapyeckara IMOIyJIalus, o IbprKalara 1o3a sakozamua € 200 mg /nen mpu 55 nanueHTu
(88,7%), 400 mg /nen npu 6 naumentu (9,7%), kato no3ata ¢ nopuiieHa 10 Haa 400 mg /neH

npu 1 manuent (1,6%).

Ilpemunasane Kvm MoHomepanus

EdukacHocTTa 1 6€30MacHOCTTa Ha JIaKO3aMHJI IIPU NIPeMUHABaHE KbM MOHOTEpAIus ca Ouiin
OILIEHEHU B HCTOPUYECKH-KOHTPOJIMPAHO, MHOTOIIEHTPOBO, IBOMHOCIISIO, paHIOMH3UPAHO NPOYyYBaHE
¢ UCTOpUYecKa KoHTpoia. B ToBa mpoyuBane, 425 nauueHTy Ha Bb3pacT oT 16 1o 70 roaunu ¢
HEKOHTPOJIMPAHU NapLUUaIHU IPUCTHIIN, IPUEMAIIF TIOCTOSHHY 1034 OT | WiH 2 pa3pelieHu 3a
yrnoTpeba aHTUETTIICTITHIIN ca OMITH PaHIOMHU3UPAHH Ja IPEMHHAT Ha MOHOTEPAIHS C JIAKO3aMHUT
(nmm 400 mg/nen nwnu 300 mg/nen B ceoTHOMIeHKE 3: 1). [lpu ekyBaHuTE MalMeHTH, IPEMUHAIIN
[pe3 TUTPUPAHE U 3all0YHAIM J1a CIMPAT aHTHeNWIenTHIuTe (ChoTBETHO 284 1 99), e mojabpKana
MoHoTtepanus npu 71,5% u 70,7% ot nmauuentute, choTBETHO 32 57-105 nuu (Menuana 71 qHu), B
LeJsieBus nepuoa Ha HaoOmroneHue 70 THH.

Honwvasauo nevenue

EdukacHocTTa Ha jJako3amul KaTo JAombiBaiio jgedeHue (200 mg qaesHo, 400 mg THEBHO) € OlleHEHa
B 3 MHOTOLICHTPOBH, PaHAOMHU3HPAHH, IJ1ae00 KOHTPOJUPaHH KIMHUYHU POYyYBaHUA ¢ 12-ceiMuIHa
MPOABIDKUTEIHOCT. Jlako3amug 600 mg JHEBHO MOKa3Ba ChINO M €)EKTUBHOCT B KOHTPOJIHUPAHU
MPOYYBAHUS 32 JIOMIBIIBAIIIO JICUSHHE, BhIIPEKH Ue erukacHOCTTa € Oim3ka 1o Tazu npu 400 mg
JHEBHO, HO IOHOCUMOCTTA 3a MAI[UEHTUTE € MTO-MaJjKa IMOPaau HEXKEIaHNUTE JIEKAPCTBEHN PEAKIIMU OT
ctpana Ha [IHC u cromamHo-upeBHus TpakT. 3aToBa fo3a 600 mg THEBHO HE CE MPENophYBa.
Maxkcumannara npenoppunTenta no3a e 400 mg nuesHo. Te3u npoyuBanus,

BkiouBany 1 308 manueHTH cbe cpeiHa NPOABIKUTEIHOCT Ha MapUUaTHUTE MPUCTBIN OT MOPSIbKa
Ha 23 roArHU, ca MPOBEICHH 32 OLIEHKA Ha e(pUKacCHOCTTa U 0€30MaCHOCTTa Ha JIAKO3aMH/] TIPH
€HOBPEMEHHOTO My IpHjIokeHue ¢ 1 10 3 aHTHEeNUIIENITUYIHH JIEKaPCTBEHHU MPOTYKTH MPH MallUEHTH
C HEKOHTPOJIUPAHU MMapIUAIHU MIPUCTHIN C WK 0e3 BTOPpHYHO reHepanusupane. O01oTo
CBHOTHOIICHHE Ha nanueHTute ¢ 50% HamaneHue Ha yectorata Ha npuctbnute € 23%, 34% u 40%,
ChOTBETHO 3a Iu1aie0o, jakozamua 200 mg qHeBHO U ako3amua 400 mg THEBHO.

dapMakoKMHETHKATa U 0€30MaCHOCTTA Ha €IMHUYHA HATOBapBallla /1032 0T HHTPABEHO3HO NPUIIOKCH
JIAKO3aMUJI Ca OTIPEJICIICHA B MHOTOIIEHTPOBO, OTBOPEHO MPOYYBaHE, IUNITAHUPAHO Ja OI[CHH
0e301acHOCTTa U TIOHOCUMOCTTA Ha OBP30TO BBBEX/IaHE HA JIAKO3aMUJI Upe3 eIMHIYHA HATOBapBaIa
1.v. mo3a (cecrosma ce oT 200 mg), mocieaBaHa OT JBa IIHTH THEBHO TIEPOPATHO TPUIIOKCHHE
(eKBMBaJCHTHO HAa MHTPABEHO3HATA J103a) KAaTO CHITHTCTBAIIA TePAMHs MPH BE3PACTHH MAI[UCHTH

oT 16 mo 60 roguHM ¢ MPUNAABIHN C TAPIIHATHO HAYAJIO.
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IleguaTpuyHa OMYJIAIIHS

[Ipunagbuure ¢ napUUaIHO HAYaJI0 UMaT MoJ00Ha MATOMU3UOIOTHS M KIIMHUYHA M35Ba [IPH Aela,
HaBBPIIWIN 2-TOIUIITHA BB3PACT, U IPH Bh3pacTHU. EhrkacHOCTTa Ha Tako3aMUI TIPH Jeria,
HaBBPIIWIA 2-TOIUIIIHA BB3PACT, € EKCTPAIIOIMpaHa OT JaHHU 3a IOHOIIN ¥ Bb3PACTHH C MPUTIAIBITHN C
napUyasTHO Havyao, 3a KOUTO ce 0YaKBa M0I00CH OTTOBOP, IPHEMAKKH, Y€ alalTUPaHEeTO Ha
MeArnaTprudHaTa /1032 € YCTAHOBEHO (BK. TOUKa 4.2) ¥ 0€30IacHOCTTa € IEMOHCTPHpaHa (BXK.

TouKa 4.8).

EduxacHoctTa, mogxpeneHa OT ropernocoYeHus MPUHIKI Ha eKCTPanojanus, ce MOTBbPKAaBa OT
JBOWHOCIIAIO, PAaHAOMH3UPAHO, TUIale00-KOHTPOIUPAHO KIMHUYHO NpoyyBane. [IpoyuBanero
BKJTIOYBA 8-ceIMUYeH 0a30B IEPUO/I, MTOCIEABaH OT 6-CeIMUYEH epruo 1 Ha Tutpupane. [Ipurogaure
MalMEeHTH ChC CTa0MITHA cXeMa Ha mpuiarade ot 1 10 < 3 aHTHeNUIENTUYHH JIEKaPCTBEHH MPOIYKTH,
KOHUTO BCE OIIIE Ca MMAaJK MOHEe 2 MaplUUaiHu NPUCTHIA Mpe3 nepruoa oT 4 ceIMUIIM PeAr CKPUHUHTA
¢ ¢a3a, cBOOOIHA OT MPUCTHITH, HE TIO-ABATa OT 21 THU Tpe3 §-ceaqMUYHUS TIepHO] TIPS HaBIH3aHe
B 0a30BUs MEPHOJI, Ca paHIOMHU3UPAHH Jia IMOTyqaBatT Wi 1anedo (n=172), unm nakozamug (n=171).
[Ipunaranero e 3amouHasio B 103a oT 2 mg/kg/nen npu ydactHuim ¢ Terio noj 50 kg wim 100 mg/nen
mipu ygactHUIHM ¢ Terino 50 kg nmm mosede, B 2 paznenenu ao3u. [lo Bpeme Ha mepro/ia Ha TUTPUPAHE,
JO3UTE JTaKO3aMH/l ca OMIIM KOpUTHpaHH ¢ yBenndenre ot | wim 2 mg/kg/nen npu y4acTHUIM C TETIIO0
mox 50 kg wiu 50 unu 100 mg Ha eH npu yyacTHHIM ¢ Terio 50 kg wiu nopedye Ha CeAMUYHU
WHTEPBAJIH, 3a 1a CE MMOCTUTHE JIO30BUT AUATNa30H Ha IeJCBHsI IEPUO]] Ha TIOAIbpIKAHE.
YyactHummTe TpsiOBa Aa ca MOCTUTHAIM MUHUMAITHATA [1eJIeBa J103a 38 KaTerOpHsITa CH Ha TEIECHO
TErJIo 3a MOCJeAHUTE 3 THU OT TIepHo/ia Ha TUTPYBaHe, 3a J1a ObJaT JOMyCHATH 32 BIU3aHE

B 10-ceAMUYHUS IEPHO/ HA MOJABPIKAILO JICUCHUE. Y YaCTHUIIUTE TPsIOBA J]a OCTAaHAT Ha CTa0MIIHA
71032 JTaK03aMUJI TTPpe3 MeJHsl IEPHOJ Ha TIOIBPIKAIIO JISUSHHE WIH Ja ca OMITH M3TETJICH U
BKJIFOUEHU B 3aclieTICHHsI IEPHO/ Ha HaMalsiBaHE Ha J03aTa.

Mesxay rpynara Ha JIako3aMH/]] M TpyIiaTa Ha ruianebo € HaOIoJaBaHo CTAaTUCTHYECKH 3HAYUMO (p
=0,0003) 1 KNTMHUYHO 3HAYMMO HaMaJeHHE Ha YECTOTaTa Ha MPUCTHIIUTE C MAapLUHaTHO HAYaIo

3a 28 gHEM OT 6a30BOTO HUBO JI0 MEPHOA Ha MO IbPIKaIIOo JiedeHne. [[porieHTHOTO HaMaeHne CIpsMO
ame0o Bb3 OCHOBA Ha aHAIM3 Ha KoBapuanusaTa e owrio 31,72% (95% JAU: 16,342, 44,277).

Kato 115710 mporieHThT HA yYaCTHUITUTE ¢ Hail-Manko 50% HaMajeHUe Ha YeCTOTaTa Ha MPUCTHIIUTE C
MapyagIHo Hadano 3a 28 MHU oT 6a30BOTO HHUBO A0 MEpHO/ia Ha MOIBPKAIIO JedeHue e omn 52,9% B
rpymnara Ha JJako3aMuj B cpaBHeHue ¢ 33,3% B rpymnata Ha miane6o.

KauecTBOTO Ha )KMBOT, OIICHEHO 10 MHJIEKCa 3a Ka4eCcTBO Ha )HBOT 1pu jena (Pediatric Quality of
Life Inventory), moka3Ba, 4e maljieHTUTE OT rpyIaTa Ha JIAKO3aMHUJ U Te3W Ha I1anebdo uMaT mojgo0Ho
Y CTaOMITHO Ka4eCTBO Ha )KHMBOT, CBBP3aHO ChC 3/IPABETO, MPE3 IeNINs Ieprol Ha JIeUeHHe.

Kinununa edukacHocT 1 0e30macHOCT (IbPBUYHO F'eHEPAIM3UPAHN TOHHYHO-KIIOHUYHHU IIPUCTHIIN)

E¢ukacHocTTa Ha JaKo3aMul KaTo AOIBJIBAIIA TEPANUs IPH NAIMeHTH Ha 4-TOINIITHA Bb3PacT WK
MO-TOJIEMH, C TeHEpaJIM3NUpaHa UANONATHYHA SIIIETICUS, C IPOSIBH Ha IbPBUYHO T'eHEPATH3UPaHU
toHnYHO-KJIoHNYHY npucTbiu (III'TKII) e yctanoBena B 24-ceIMUYHO ABOHHO-CIISIIO,
PaHIOMU3UPAHO, THIAe00-KOHTPOIUPAHO, MapajIeTHO-TPYIIOBO, MHOTOIICHTPOBO KIMHUYHO
npoyuBane. [Ipoy4yBaneTo ce e chCTosIo OT 12-ceAMUYeH MepHoa Ha ICTOPUYECKO U3XOTHO HUBO, 4-
CeIMUYEH MEeproJl Ha MPOCIEKTUBHO U3X0JHO HUBO U 24-ceIMUYEH MepHO/ Ha JedeHue (KOMTo e
BKJIIOYBAJ TUTPHUPAHE B MPOABIDKEHUE HA 6-ceMIdeH nmepro u 18-cenMudeH moaabpiKai] Imepuo).
OTroBapsIuTe Ha YCIOBHATA MTAIIMEHTH, C HA3HAYEHA YCTaHOBEHA /1032 OT | 710 3 aHTHeNMIeNTHIHI
JieKkapcTBa, nonyyasaiy none 3 qokymentupanu [1I'TKII mo Bpeme Ha 16-cenMuuHus N3X0AEH
NepUo]] Ha TUTPUPAHE, Ca PaHIOMU3UPAaHHU B ChOTHOIIEHHE | KbM 1 J1a mosryyaBar 1ako3aMul, HiTH
mare6o (marueHTH B Habopa 3a mhjieH aHann3: Jako3amua n=118, mrame6o n=121: ot Tax §
MAIMEHTH B Tpymnara Ha > 4 1o <12-roauiHa Bb3pacT U 16 manueHTy B rpymnata Ha > 12 go <18-
TOJIUIITHA BB3pacT ca JekyBanu ¢ LCM, a 9 u 16 manueHTH — ChOTBETHO C TUIa1e0o).

[NarueHTHTE Ca TUTPHUPAHHM 0 IIeJIeBaTa J103a 3a MOoAaAbpIKaIlus neproaa ot 12 mg/kg/nen npu
narerTs ¢ tero noj 30 kg, 8 mg/kg/nen npu naiueHTy ¢ Tero ot 30 mo mo-maiko oT 50 kg wnu
400 mg/nen npu nanmenty ¢ Terao 50 kg wmu noseye.
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ITpomennuBa 3a epukacHOCT [Tnane6o Jlakozamun
ITapameTsp N=121 N=118
Bpeme o Bropu ITT'TKII
Menuana (1H#M) 77,0 -
95 % CI 49,0, 128,0 -
Jlakozamuy — [Tname6o
CBHOTHOIIICHHE HA PHCK 0,540
95 % CI 0,377, 0,774
pP-CTOMHOCT < 0,001
OTCBhCTBHE HA IPUCTHITU
Onenka o Merona Ha Kaplan-Meier 17,2 31,3
(%)
95 % CI 10,4, 24,0 22,8, 39,9
Jlaxozamuy — [1nane6o 14,1
95 % CI 3,2,25,1
P-CTOMHOCT 0,011

3abenexka: 3a rpynara, JIeKyBaHa C JaKO3aMHI, CPEAHOTO Bpeme 1o nosBata Ha Bropu [1I'TKII He
MoKe Jla ObJie n3uucieHo nmo Metoaute Ha Kaplan-Meier, Toit kato >50% OT manueHTUTE He ca
nosryuniu Bropu III'TKII 1o nen 166.

Haxonkure B nequaTpuyHara NOArpyIna CbOTBETCTBAT HA PE3YNTATUTE OT LIsUIOCTHATA IIOIyJIalKs 3a
M'PBUYHUTE, BTOPUYHUTE U IPYTH KPaliHU TOYKH 32 e(hUKACHOCTTA.

5.2 dapmakOKMHETHYHHU CBOHCTBA

AOcopbuus

Cren nmepopaiHo MPUIOKEHUE JTaKko3aMujl ce abcopOupa 0bp30 1 HarbiHO. [IepopanHaTta
OMOHAIMYHOCT Ha ChABPIKAIIUS Ce B Ta0eTkuTe Jiako3amu e moutu 100%. [Ipu nepopanno
MPUIOKEHHUE IUIa3MeHaTa KOHLEHTPaLWs Ha HeIPOMEHEH JIAKO3aMHUJl e MOBHUIIaBa 0bp30, KaTO Crax
ce poctura okoio 0,5 10 4 gaca ciesi mpuema Ha Jio3ara. Tabiaetkure Vimpat v IepopaTHUAT CHPOIT
ca OMOEKBUBAJICHTHU. XpaHaTa He MOBIHUIBA CKOPOCTTA U CTETNICHTa HA aOCOPOIHSL.

Pasnpenenenue

O6embT Ha pasnpenenenue e oxono 0,6 1/kg. Jlako3zamun ce cBbp3Ba C MIa3MEHUTE TPOTEHHH B
no-Majko oT 15%.

Buorpancdopmaris

95% ot f03aTa ce eKCKPETUpAT C ypHHATA KaTo JIAKo3aMu I U MeTaboIuTH. MeTaboJIn3MbT Ha
JIAKO3aMUJI HE € HAIThJIHO U3SICHEH.

OCHOBHUTE BEINECTBA, OT/ICICHH C YPHHATA, Ca HEMPOMEHEH Jiako3aMu/] (okoio 40% oT mo3ara) u
HeroBus O-ne3MeTiI MeTaboauT (1o Maiko ot 30%).

[Tonsiprata dpakmust, 3a KOSITO C€ TIPEIoara, 4e € ChCTaBeHa OT CEpUHOBH ITPOU3BOIHH, B ypUHATA
BB3NM3a Ha 0Kkoio 20%, HO € ycTaHOBeHa caMo B Masiku KosmdecTBa (0-2%) B m1a3mara Ha HAKOH
vHAuBUIW. B ypuHara ca oTkputy U Manku konmdectsa (0,5-2%) oT qpyru MeTaboIUTH.

In vitro nannaute nokasear, ue CYP2C9, CYP2C19 u CYP3A4 Morat ia Kataiusupar o0pa3yBaHETO
Ha O-ze3MeTn MeTabonuTa, HO OCHOBHHS y4acTBalll H30€H3UM HE € MMOTBBPACH in vivo. He ca
Ha0JI01aBaHK KIMHUYHO 3HAYMMU Pa3IMyMsl B eKCIIO3UIHATA Ha JIAKO3aMH/I IPH CPaBHSBaHE Ha
(hapMaKOKMHETHKATa PN HHAUBUANTE C eKCTeH3uBeH MeTabomn3sM (EM ¢ pynkumonanen
CYP2C19) u Ta3u npu unnuBuauTe ¢ 6aBeH Mataboan3sM (BM, numnca na ¢pynkuuonanes CYP2C19).
OcBeH TOBa, poy4yBaHeTo 3a B3aumoaeicTaue ¢ omernpaso (CYP2C19 unxuburop) He pa3kpuBa
KJIMHUYHO 3HAYMMHU IIPOMEHHU B IUIa3MEHUTE KOHLEHTPALMH Ha JIAKO3aMUJ KOETO [10Ka3Ba, e
3HAYEHUETO Ha TO3U ITbT € He3HAauMuTeNHO. [1na3menaTa koHIeHTpausa Ha O-1e3MeTHiI-IaKo3aMus €
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okoJo 15% oT KoHIeHTpanuaTa Ha TJaKo3aMU/I B Tu1a3Mara. 1031 OCHOBEH METa0OIHT HsIMA ITO3HATa
(hapmMaKkoJIOTrHYHa aKTUBHOCT.

EnuMunupane

Jlakozamua ce eTMMUHUpPA OT CHCTEMHOTO KpbBOOOpaItieHue, MpeauMHO upe3 Ob0pedHa eKCKpenns u
ouotpanchopmanus. Cies mepopaTHO M MHTPABEHO3HO MPUIIOKEHNE HA PaJHOaKTUBHO Oemsi3aH
JIAK03aMUA 0K0JI0 95% 0T pagMoakTUBHOCTTA C€ YCTaHOBSBA B YpHUHATa, a mo-Manko ot 0,5% — B
M3NpaKHEHUATA. EMMMUHAIIMOHHUAT TOTYKHBOT Ha JIAKO3aMHJ € oKoJo 13 Jaca.
dapMakOKWHETHKATA € TIPOMOPIIMOHAIHA Ha J]03aTa U TIOCTOSHHA BBB BPEMETO, C MaJIKa HHTPa- U
WHTEPUHINBHYyalHa TpoMeHIuBOCT. Criesl mprueMaHe Ha J1o3aTa 1Ba ITbTH JHEBHO CTAllMOHAPHU
TUIA3MEHU KOHIIEHTPAIMH Ce TOCTHTaT ciel| 3-aHeBeH nepuol. [Inazmenara KOHIIEHTpAIs HapacTBa
MpU aKyMyJIalIHOHEH (aKTop OT OKOJIO 2.

KoHueHnTpanusita B CTAUOHAPHO ChCTOSTHUE HAa €IMHUYHA HaToBapBaia a03a 200 mg e
NpUOIM3UTETTHO eIHAKBA Ha Ta31 IPH NEpOpaHo npuinoxkenue Ha 100 mg aBa IbTH JTHEBHO.

dapMakOKMHETHKA [IPU CIIENMAIHN IPYIH HALUEHTH

Ilon
Knuanunute mpoydBanusl MOKa3Bat, Y€ MOTBT HAMA KIHHUYHO 3HAUMMO BIIHSHUE BHPXY IUIA3MECHUTE
KOHLICHTPAllMU Ha JIAKO3aMUI.

bvopeuno yepescoane

AUC nHa nako3amu[ € noBuiieHa ¢ okosno 30% npu MarueHTUTe ¢ JEKO U yMEPEHO ObOpeIHO
yBpexzaaHe u ¢ okojo 60% npu Te3u ¢ TexKo ObOPEeYHO yBpekaaHe U TepMHUHAIHA OBOpeyHa
HEJ0CTAaThYHOCT, M3UCKBAIIM XEMOIUAJIN3a, B CPABHEHUE ChC 3[[PABUTE UHIUBUIM, KATO Crmax OCTaBa
HENPOMEHEHa.

Jlako3amuz ce oTaens epeKTHBHO OT TuTa3Mara upe3 xemonuanmusa. Cnenx 4-uyacoBa xemoauanmza AUC
Ha JIako3aMuJ] HaMmassiBa ¢ okoJio 50%. Eto 3a1o ce mpenopbsuBa JOMBIHUTENHOTO TpUiIaraHe Ha /1032
cien xemoauanusa (Bxk. Touka 4.2). KonmyectBoTo Ha O-1€3METHII METa00IMTA € TIOBUIIICHO HIKOJIKO
ITBTH TIPH MAIUEHTH C YMEPEHO JI0 TeXKO 0hOpedHo yBpexaane. [lpyu Hen3BbpIliBaHEe HA XEMOIUAIH3a
MIpY MTAIUEHTH C TepMUHAITHA OBOpEYHA HEIOCTATHYHOCT HUBATA CE TIOBHUIABAT U MPOABIKUATEITHO
pacTtar 1o Bpeme Ha 24-yacoBus Mojiel. He e M3BECTHO J1ajIu MOBHUIIIEHOTO KOJUYECTBO HA METa0OIUTa
MIpY MTAIUEHTH C TePMUHAITHA OBOpEYHA HEIOCTATHYHOCT € BH3MOXKHO Ja TIOBUIIIAT HEXKEITAHUTE
peakuu, HO He € YCTaHOBeHa (papMaKOJIIOTUYHA aKTUBHOCT Ha METa0OJHTA.

Yeprodpobro ysepesicoane

[Ipu manuenTure ¢ ymepeHno yepHoapodHo yspexnane (Child-Pugh B) ca HabmogaBaHu 10-BUCOKU
IJ1a3MEHM KOHIIEHTpaI|K Ha Jiako3aMu (puomnusuteano 50% mno-sucoka AUChem). [To-Bucokara
EKCITO3UIIMS Ce Ab/DKU B U3BECTHA CTEIICH HA MOHWKEeHaTa ObOpeuHa (yHKIIHMS Ha IPOYYBAHUTE
naruedTd. [lonmkerneTo Ha HeOBOPEUHNUS KIMPHHC MTPH YIACTBAIIUTE B MPOYYBAHETO MAITUEHTH
Boau 10 20% noBuienue Ha AUC Ha nako3amua. @apMakOKUHETUKATA Ha JaK03aMu HE €
MpOyYBaHa MY MAIMEHTH C TEXKO YePHOAPOOHO YBpekaaHe (BXK. Touka 4.2).

Cmapuecka ev3pacm (6v3pacm Hao 65 200uHu)

B nmpoy4BaHe nipu MBKe M )KEHHU B CTapuecka Bb3pacT, BKIIOYBAIIY 4 TAIIMEHTH Ha Bb3PacT

Han 75 roquau, AUC e nosumiena ¢ okoiio 30 u 50% B cpaBHeHHE ¢ MiIaau xopa. ToBa € CBbp3aHO
OCHOBHO C TIO-HHUCKOTO TeJsiecHO Teryio. OOnyaiiHara pa3iuka B TErJI0TO € ChOTBETHO 26 1 23%.
Habnronasa ce chIo u yBennueHa BapuabMITHOCT B €KCIIO3UIUATA. B TOBa npoyuBane OLOpeUHUST
KJIMPBHC Ha JaK03aMUJl € CaMo JIEKO ITOHMKEH MY MAlMEHTH B CTapuecKa Bb3pacT.

OOUWKHOBEHO HE ce Hajlara pelylupaHe Ha 103aTa, OCBEH aKo TOBa HE MOKa3aHO MOPaIy MOHIKEHA
O0bOpeuna QpyHkus (BX. Touka 4.2).

THeouampuuna nonyrayus

HCI[I/IanI/I‘lHI/I}IT q)apMaKOKI/IHeTI/I‘leH HpO(i)I/IJ'I Ha JIaKOo3aMHu/[ € OIIPCACIICH B IMMOMYJIAIITMOHCH
(I)apMaKOKI/IHCTI/I‘-ICH aHaJIM3 C U3I0JI3BaHC HAa PEAKH JaHHU 3a IUIa3MCHA KOHICHTPAIUA, IIOJIY4YCHU B
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IeCT M1ane00-KOHTPOIUPAHU PAaHAOMU3NPAHN KIMHIYHH MPOYYBAHUS U TIET OTBOPEHU IPOYYBAHUS
mpu 1655 BB3pacTHU M IICAUATPUIHH ITAIIMCHTH C SITHICTICHSI Ha BB3pacT oT 1 Mecer g0 17 roguHm.
Tpu oT T€3u MpoyUBaHUs ca MPOBEACHU C Bb3PACTHU, 7 ¢ IEAUATPUYHU NAIlMeHTH U 1 cbhc cMeceHa
nomynanus. [lpunaranure 103u Jako3amun Bapupar ot 2 1o 17,8 mg/kg/nen npu npuem Ba nbTH
THEeBHO 0e3 na Haxpuimasat 600 mg/meH.

TunmrmaauAT Ia3Med KuphHC € oneHneH Ha 0,46 1/h, 0,81 1/h, 1,03 I/h u 1,34 1/h 3a neguarpuaan
nanueHT cboTBeTHO ¢ Terso 10 kg, 20 kg, 30 kg u 50 kg. 3a cpaBHeHMe, MIIa3MEHUAT KITUPBHHC €
orreneH Ha 1,74 I/h mpu Bp3pactau (70 kg TenecHo Tero).

[Nomynannonen hapMaKOKHHETUYECH aHAIN3, U3IIOJI3BAI PeIKH (apMaKOKHHETHIHHU MPOOH OT
npoyuBane Ha [1I'TKII, moka3sa nogo6Ha excriozunus npu nanueHt ¢ [1I'TKIT u npu naruenTty ¢
MapIUaTHA PUCTHIIN.

5.3 IlpeaxkIuHUYHM JAHHU 32 0€30MACHOCT

[Tpu poy4BaHUSATA 32 TOKCHYHOCT MOJTYYCHUTE [UIA3MEHN KOHLICHTPALUH Ha JTAKO3aMHKJI ca OI00HU
WITH CaMO HECHIECTBEHO MO-BUCOKH OT MOJTYYCHUTE MPH HAL[MEHTH, TIPH KOSTO TPAHULIUTE 32
CKCIIO3UIUATA IPU XOpa Ca HUCKU WM HECHUICCTBYBAIIIU.

[Tpoy4BaHMsATa HA JIEKAPCTBEHA OE30MACHOCT 32 HHTPABEHO3HOTO MPHIIOKECHHUE Ha JTAKO3aMH/I IPH
aHEeCTe3UpaHH KyYeTa MOKa3BaT BPEMEHHO MOBHIIeHHE B PR-UHTEepBaia 1 npoIbDKUTETHOCTTA Ha
QRS-koMIuIeKCa U MOHMWKEHNE HAa KPBBHOTO HAJIATAHE, BEPOSTHO MOPAIH KapAUOJICTIPECHBHOTO
ILCI\/IICTBI/IC. Tes3u BPEMCHHHU ITPOMCHHU 3aIll04UBaT IIpU €AHa U Chllla KOHICHTpAalusd U CJI€a MaKCUMaJIHO
NPENOPBYUTEITHO KIMHUYHO Jo3upane. [Ipu aHecte3upanu Kydera u MaiimyHu ot pog Cynomolgus,
[P UHTPAaBEHO3HO mpriioxkeHue Ha 15-60 mg/kg ca HabnronaBaHu 3a0aBsiHE Ha peAChPAHATA U
KaMepHaTa IpOBOIMMOCT, aTPHOBEHTPUKYJIapeH OJIOK U aTPHOBEHTPUKYJIapHA AUCOIHALINS.

I[Tpu poy4BaHMs HA TOKCHYHOCTTA TIPH MHOTOKPATHO MPUIOKEHUE HPH ITHXOBE ce HAOII01aBaT
cnabu 00paTHMH YepHOIPOOHHU MPOMEHH, 3aM0YBAIH IIPH HUBA OKOJIO 3 IIbTH HaJ KIMHAYHATA
excrio3uiysl. Te3u MpoOMeHH BKIIIOYBAT OBUIIICHO TETJIO HA OPraHuTe, XUIepTpodus Ha
XCNaTOUUTUTE, MIOBUIICHUEC HA CCPYMHUTEC KOHIICHTPALIMU Ha T-IepHO,JIpO6HI/ITe €H3HMMHU U IIOBUIIICHHUEC
Ha 001 XosecTepol u Tpuriaunepuante. OCBeH XuneprpodusaTa Ha XeNaTOUTUTE HE ca
Ha6J’IIO,Z[aBaHI/I APYTHU XUCTOIIATOJIOTUYHU IPOMEHHU.

B npoyuBaHusATa BEpXY PENPOAYKTUBHOCTTA U PA3BUTUETO HA TOKCUYHOCT IIPU TPU3a4H U ILUIBbXOBE HE
ca HaOJII0JIaBHU TEPATOreHHHU e(EeKTH, a CaMO yBelInYaBaHe Ha OpOsi HA MbPTBOPOJCHHUTE U
MOYHHAIIUTE HACKOPO CJIE]T PAXXIaHETO TIOTOMIIM, KaKTO U CJIabo MOHMKEHHE B OPOsi Ha TIOTOMCTBOTO U
TErJIOTO HAa HOBOPOJACHUTEC MPU NPHUTIAraHETO HAa TOKCUYHU 3a Mamkara J034 IIpU ILTBXOBE, KOCTO
ChOTBETCTBA Ha HUBA Ha CHCTEMHA SKCIIO3HUIIHSI, IOJJOOHH Ha OYaKBaHATA SKCIIO3ULIUS PH KIMHUYHO
npuioxeHne. Thil KaTo MO-BUCOKH HUBA HA €KCIIO3UIINS IPH )KUBOTHH HE Ca M3CIICIBAHHU MOPAIH
TOKCUYHOCT 3a MaﬁKaTa, HAJIMYHUTE JaHHU Ca HEJOCTAaThUYHU 3a II'bJIHA OLICHKA Ha eM6pI/IOTOKCI/I‘IHI/I$I
Y TepaTOreHeH MOTEeHINA Ha JIAKO3aMUI.

[TpoyuBaHusATa IPH TUIBXOBE IMOKA3BAT, Y€ JIAKO3AMH/] W/MIIH HETOBUTE METa0O0INTH IPEMUHABAT
OBbp30 MIIarieHTapHaTa Gapuepa.

IMpu MiTaau TTBXOBE U KyYeTa BHI0BETEe TOKCHYHOCT HE Ce pa3inuaBaT KauyeCTBEHO OT TE3H,
HaOJII01aBaHK TIPH BB3PACTHH )KUBOTHH. [1pn MiIaau mirbXoBe ce HaOJIr0JaBa HaMaJIeHO TEJIECHO TErJIo
NIPY HUBA Ha CHCTEMHA EKCIIO3HLIMS, KOUTO ca MOJO00HM Ha OYaKBaHaTa KIMHUYHA ekcrio3ums. [Ipu
MJIaay KydeTa MPEXOAHH U CBbP3aHu ¢ qo3ara KiuHnuHY npusHany Ha [IHC 3amousar na ce
HaOJII01aBaT IPY HUBA HA CHCTEMHA EKCIIO3HMLIU 10J] OYaKBaHATA KIIMHUYHA EKCIIO3UIIHUS.

6. DOAPMAIEBTUYHU JAHHHA
6.1 Chnucnk Ha NIOMOIIHHUTE BelleCTBA

HI[DO Ha TabaeTKaTa

MUKPOKPHCTAITHA TIeTTyI03a

XHUIPOKCHIIPOITMIIIIETYII03a

XUJIPOKCHIIPOTIMIIIIEITYJI03a (C HICKA CTENICH Ha 3aMECTBAHE)
CIWJINLINEB TUOKCHU, KOJOUICH OEe3BOICH
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KpocnoBuA0H (Tonutiiacaod XL-10 papManeBTHIHO Ka4eCTBO)
MarHe3ueB creapaT

DUIMOBO IMOKPUTHE

Vimpat 50 mg cuimuparnu mabiemru

TTOJIMBUHUIIOB QJIKOXOJ
nonmeTHIeHTIuKo 3350

TaJK

tutaHoB quokcun (E171)

gepBeH xene3eH okeun (E172)

yepeH jkene3eH okcup (E172)

WHJNTO KapMHUH amymMuHueB jJak (E132)

Vimpat 100 mg cdurmupanu mabremku

TTOJIMBUHUIIOB QJIKOXOJ
nonueTwieHrnukoa 3350
TaJK

TtutaHoB auokeun (E171)
XKBIT kene3eH okcup (E172)

Vimpat 150 mg purmuparu mabremxu

MOJTMBUHUIIOB aJTKOXOJ
nonmeTwieHr ko 3350

TaJK

tutanoB auokcun (E171)

XKBIT xkene3eH okcua (E172), yepsen xxenesen oxcun (E172), uepen xkenesen oxcup (E172)

Vimpat 200 mg durmupanu mabremku

MOJIMBUHUJIOB aJIKOXOJI

nonueTuaeHrmukon 3350

TaJIK

TtutaHoB auokeun (E171)

WHAWTO KapMUH amymuHueB yak (E132)

6.2 HecbBMecTHMOCTH

Henpunoxumo

6.3 Cpoxk Ha roaHoCT

5 roauHU

6.4 ChoenuajHu ycJI0BHS HA CbXpaHeHHe
To3un nexapcTBeH NPOAYKT HE M3UCKBA CIICIIHATTHHU YCIOBHS Ha ChXPAHCHHE.

6.5 Bwua u chabpkaHne HA ONIAKOBKAaTAa

Vimpat 50 mg dwiMupaHu TaOIETKH

OmnakoBkH, ceabpxamy 14, 28, 56 u 168 punmupanu tadnetkn B PVC/PVDC Gnuctep, 3amedaTtan ¢
ATyMUHHEBO (OJIHO.
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OnakoBku, ceappikany 14 x 1 u 56 x 1 punmupanu tadnaerku B PVC/PVDC nepdopupanu
€IHO030BH OIMCTEPH, 3aleyaTany ¢ alfyMHHNEBO (pommo.

OmnakoBkH, ceabpxamy 60 punmupanu Tadnetku B Oytiika ot [IEBII ¢ o6e3omacena 3a nena
Karayka.

Vimpat 100 mg dbrimMupann TaOIETKH

OnakoBKH, chabpkany 14, 28, 56 u 168 dbunmupanu tadnetkun B8 PVC/PVDC Gmmcrep, 3ameyaTad ¢
ATyMUHHEBO (OITHO.

OmnakoBkH, ceabpxamy 14 x 1 u 56 x 1 ¢punmupanu tabnerku B PVC/PVDC nephopupanu
€/IHOJI030BH ONHCTEpH, 3arievyaTaHu ¢ ATyMHHUEBO (QOIHO.

OmnaxoBky, ceappkant 60 dunmmupanu Tadnerku B 6yTiiika ot [IEBII ¢ obe3omacena 3a nera
Karayka.

Vimpat 150 mg dbrmiMupanu TaOIeTKH

OmnakoBku, ceabpxkamy 14, 28 u 56 punmupanu tabierku 8 PVC/PVDC 6nucrep, 3aneuaras ¢
aryMuHHEeBO ¢Gonuo. ['pymoBu onakoBky, chabpkanty 168 (3 omakoBky 1o 56 TabneTkw) GUIMHpaHH
tabnetku B PVC/PVDC Gmmctep, 3anedarad ¢ aryMUHHEBO (OITHO.

OmnakoBky, ceabpxamy 14 x 1 u 56 x 1 ¢punmupanu tabnerku B PVC/PVDC nephopupanu
€IHOZI030BHU OJIUCTEPH, 3areyaTany ¢ allyMHHUEBO (oo,

OmnaxoBku, ceappkant 60 dunmupanu Tadnerku B 0yTiika ot [IEBII ¢ obe3omacena 3a nera
Karayka.

Vimpat 200 mg dbrmiMupann TaOIETKU

OmnakoBku, ceabpxamy 14, 28 u 56 punmupanu tabnerku 8 PVC/PVDC 6nucrep, 3aneyaras ¢
aTyMHHUEBO Goino. ['pynoBu onakoBky, chabpkamy 168 (3 onakoBku no 56 tabnetkn) GuiMupanu
tabnetku B PVC/PVDC 6nmcrep, 3aneyarad ¢ afyMUHHEBO (OIHO.

OmnakoBky, ceabpxamy 14 x 1 u 56 x 1 ¢punmupanu tabnerku B PVC/PVDC nepdopupanu
€IHOZI030BHU OJIMCTEPH, 3aleyaTany ¢ allyMHUHUEBO (oo,

OnaxoBku, cappkany 60 dunmupanu tadnerku B oyTiiika ot [IEBII ¢ o6e3omacena 3a nera
Karayuka.

He Bcruky BuioBE ONTaKOBKM MoTrar Jia ObJaT IyCHATH B MPOJakoa.
6.6 CrnenuajaHu NMpeana3Hu MePKH NPH U3XBHPJIsIHE
Hewusnon3BanusT neKkapcTBEH NPOIYKT WM OTIAIbYHUTE MAaTEepHaU OT HETO TPAOBA Jja C€ U3XBBPIIAT
B CbOTBETCTBHUE C MECTHUTC N3HUCKBAHU.

7. IIPUTEXATEJ HA PASPELHIEHUETO 3A YIIOTPEBA
UCB Pharma S.A.

Allée de la Recherche 60

B-1070 Bruxelles

benrus

8.  HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA
EU/1/08/470/001

EU/1/08/470/002

EU/1/08/470/003

EU/1/08/470/004
EU/1/08/470/005

21



EU/1/08/470/006
EU/1/08/470/007
EU/1/08/470/008
EU/1/08/470/009
EU/1/08/470/010
EU/1/08/470/011
EU/1/08/470/012
EU/1/08/470/020
EU/1/08/470/021
EU/1/08/470/022
EU/1/08/470/023
EU/1/08/470/024
EU/1/08/470/025
EU/1/08/470/026
EU/1/08/470/027
EU/1/08/470/028
EU/1/08/470/029
EU/1/08/470/030
EU/1/08/470/031
EU/1/08/470/032
EU/1/08/470/033
EU/1/08/470/034
EU/1/08/470/035

9. JATA HA I'BbPBO PA3ZPEIIABAHE/IIOJJHOBSBAHE HA PASPEHIEHUETO 3A
YIIOTPEBA

[ata Ha mbpBo paszpemanane: 29 asryct 2008 r.

Jara Ha mocneano nognoBsBane: 31 romm 2013 T.

10. JATA HA AKTYAJIMU3UPAHE HA TEKCTA

IMoapoOHa uHbopMarys 3a TO3M JEKAPCTBEH MPOAYKT € MPeJOCTaBeHa Ha yebcaiTa Ha
EBpornetickara arennus mo jgexapcrsara http://www.ema.europa.eu/
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1. HUME HA JIEKAPCTBEHUA ITPOAYKT

OmnakoBKa 3a 3armo4BaHe Ha JICYEHUETO (CaMo MpH IOHOMIX U Jena ¢ Terao 50 kg wnu nmoseue u
BB3pPACcTHH)

Vimpat 50 mg ¢punmMupanu TabiIeTKH

Vimpat 100 mg dbunmupanu TabreTKn

Vimpat 150 mg ¢punmupanu TabneTKu

Vimpat 200 mg dhunmupanu TabIeTKH

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Vimpat 50 mg dbwimMupany TaOIEeTKU

Bcesika punmmupana Tabnerka cpabpika S0 mg mako3zamun (lacosamide).

Vimpat 100 mg dbriMupany Ta0IeTKU

Bcesika punmmupana Tabnerka cpaspika 100 mg makozamuy (lacosamide).

Vimpat 150 mg dbriMupany Ta0IeTKu

Bcesika punmmupana Tabierka chaspika 150 mg makozamuy (lacosamide).

Vimpat 200 mg dbrmiMupann TaOIETKH

Besika punmupana Tabsierka chabspika 200 mg makozamus (lacosamide).

3a MBJIHUS CIUCHK Ha IIOMOIIIHUTE BEIICCTBA BUXKTC TOUYKaA 6.1.

3. JIEKAPCTBEHA ®OPMA

dunmupana TabieTka

Vimpat 50 mg ¢puimMupanu TabaeTKu

Po3oBu, oBastHM PuiaMupanu TabNeTKy ¢ Tpudu3uTeHu pasmepu 10,4 mm x 4,9 mm, BATE0HATO
penedHo o3nauenue ‘SP’ ot eqHara cTpana u ‘50’ OT apyrara cTpaHa.

Vimpat 100 mg ¢puamupasu TadbIeTKH

THMHOXKBITH, OBATHN (QUIMHPAHU TAOJIETKH C IPUOIH3UTEIHU pazmepu 13,2 mm

x 6,1 mm,Barp0HaTO peneduo o3HaueHue ‘SP’ ot enHara crpana u ‘100° ot apyrara crpaHa.
Vimpat 150 mg ¢puamupanu TadbaeTKH

YepBeHNKaBO-OpaH)KEBH, OBAJIHH (PMIIMUPAHH TabJIETKU ¢ MpUOIM3NUTeNTHH pasmepu 15,1 mm

x 7,00 mm, BanpOHaTo penedHo o3HaueHne ‘SP’ ot enHara crpana u ‘150° ot apyrara crpaHa.
Vimpat 200 mg ¢puamupasu TadbIeTKH

CuHu, oBayHM GUIMHUpaHH TaOIETKU ¢ MPUOIU3UTENHU pasMepu 16,6 mm x 7,8 mm, BIuIrbOHATO
penedHo o3naueHue ‘SP’ ot eqHara ctpana u ‘200’ ot ApyraTa cTpaHa.

4. KJIMHUYHU JAHHU

4.1 TepaneBTUYHHU MOKA3ZAHUS

Vimpat e okas3aH 32 MOHOTEpaIus MpH JICYCHUETO Ha MapIHAIHU IPUCTHITN C UIIN 0e3 BTOPUYHA
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reHepaln3anys Py B3PaCcTHH, IOHOIIH U Ae1a, HAaBbPIIUIN 2-TOIUIITHA BB3PACT, C ETHJICTICHS.
Vimpat e mokas3aH 3a JOITbJIBAIa TePaITHs
®  IpH JICYSHHETO Ha MAPIHATHA IPUCTHIN ChC UITH O0€3 BTOPUYHA TeHEePaTHU3aIus Ipu
BB3PACTHH, IOHOIIY U JIEI[a, HAaBBPIIMIN 2-TOAMIITHA BE3PACT, C CHICTICHSL.
® IpH JICYEHUETO HA IBPBUYHO TeHEPATN3UPAHH TOHHYHO-KIOHUYHN PUCTHIIH MTPH BB3PACTHH,
FOHOIIIX U JIea, HABBPIIWIN 4-TOIUIITHA Bh3PACT C TeHepATM3UPaHa HINOTTATUYHA SITHIICTICHSL.

4.2 J103MpOBKA M HAYHH HA MPHJI0KEeHHE

ﬂosnpoma

JlexkapsT TpaOBa Ja MpeAnuile Hai-noAxoasIaTa JekapcTBeHa opma 1 KOJTMYECTBO Ha aKTHBHOTO
BEIIECTBO B 1030Ba €IMHULIA CIIOPEN TETJIOTO U J03aTa.

Jlakozamun TpsiOBa ga ce mpuema J1Ba MbTU JHEBHO, MPUOIM3UTENHO Ipe3 12 yaca.

AKo OBJIe IPOITyCHATA /1033, MAMEHTHT TPIOBa J1a € HHCTPYKTUPAH BeHara Jia mpueMe poIycHaTara
7103a U ciie]] TOBa Jia IpUeMe cieBaliara 03a Jako3aMua B 00n4aifHoTo Bpeme 1o rpaduk. Ako
MAlMEHTHT 3a0emexH, 4e € MpOoIlyCHaJ J03aTa B paMKHUTE Ha 6 Jaca Ipeau cieaBaliara, Toi/Ts TpsioBa
Jla € MHCTPYKTHPaH Aa U34aKa IpueMa Ha cieJBaliara 103a JaKo3aMua B 00MYaiiHOTO BpeMe 1o
rpa¢uk. [lanuenture He TpsOBa Aa MpUeMar JBOIHA 103a.

IOnowu u oeya ¢ mezano 50 kg unu noseue u gv3pacmuu

Monomepanus (npu ieyeHuemo Ha NAPYUAIHU RPUCTHBAU)

[IpemmoppuntenHara HavyadHa 032 € S0 mg nBa ety AHEBHO (100 mg/meH), KosATO cies enHa ceaMuIia
TpsiOBa J1a ce yBeJIH4H J0 TbpBOHAYAIHA TepaneBTH4YHA 1032 100 mg aBa MbTH THEBHO

(200 mg/nHeBHO).

Jlako3zamua Moske ma ce 3anouHe chio ¢ qo3a 100 mg na ety gHeBHO (200 mg/meH) mo npereHKa Ha
JIeKaps 32 HeOOXOIUMOCTTa OT HaMaJISIBAHE Ha MPUCTHITUTE CIIPSIMO MOTSHITUATHUTE HEeXEIIaH!
peaKIum.

B 3aBHCHMOCT OT OTrOBOpa M MOHOCUMOCTTA, TTOJIIbPIKAIIaTa 1032 MOXKe 12 ObJIe TOTBIHUTEITHO
yBeNIMYaBaHa Ha ceIMUYHY nHTepBanu ¢ 50 mg nBa mbrH Ha aeH (100 mg /neH) 10 MakcUMaTHO
npernopbuyrTeaHa qHeBHa n1o3a 300 mg nBa nmbtH Ha JeH (600 mg/nen).

[Ipu marueHTH, JOCTUTHANHU 1032 To-rojisiMa oT 400 mg/IeH U KOUTO ce HYXKIasAT OT AOIBJIHUTEIICH
AHTHETIMJICTITUYCH JISKapCTBEH MPOIYKT, TPAOBa Ja ce Cra3Ba I03WPOBKATa MO-A0IY, KOSTO Ce
MIPEeTopbhYBa 32 JIOMBJIBAIIA TePATIHSL.

Honvisawa mepanus (npu neuenuemo Ha NAPYUATHU NPUCHIBAY UTU IeYEHUEO HA NBPEUUHO
2EHePaNU3UPAHU MOHUYHO-KIOHUYHU NPUCHIBAU)

[IpenoppuntenHara HavaiaHa g03a ¢ S0 mg nBa mbTH AHEeBHO (100 mg/neH), KOATO Ciie eIHa CeaMuIia
TpsiOBa Ja O'bjie MOBHILIEHA /10 HAaYaiHa TeparneBTryHa qo03a 100 mg nBa nbtu aHeBHO (200 mg/new).

B 3aBHCHMOCT OT HHIUBUIyaJIHUSI OTTOBOP HA MAIMEHTA, MOIbpiKaIaTa 103a MOXe Ja Obie
JIOITBTHUTEITHO TOBHUIIIABAHA HA CEAMHUYHH Teproau ¢ 50 mg aBa nbTH qHeBHO (100 mg/neH), 1o
MaKCHMaJIHa MPernopbhYMTEIHA JHeBHA 032 oT 200 mg n8a nbTu aHEeBHO (400 mg/neH).

OmnakoBkarta Vimpat 3a 3aro4BaHe Ha JEYSHUETO ChAbpKa 4 pa3IMYHM OMAKOBKH (110 eHa OT BCSKa
KOHIIEHTPAIMs Ha aKTUBHOTO BEIIECTBO) C 10 14 TabieTKH BBB BCSIKA €/IHA OT TSIX, MPeAHA3HAUCHH 3a
ObPBUTE 2 0 4 CEAMUILIN OT JICYUEHHETO, B 3aBUCUMOCT OT OTTOBOPA Ha MAallUEHTa ¥ TOHOCHMOCTTA.
OmnakoBKUTE ca MapKupaHu cbe "ceamuna 1 (2, 3 unum 4)".

[Ipe3 mbpBUS JIeH OT JICYCHUETO MAUCHTHT TPSOBA Ja 3a1l09HE ¢ TpueM Ha Vimpat 50 mg TabieTku
nBa rbTH aHEBHO (100 mg/nen). [Ipe3 BTopara ceamuIia MaueHThT TPsIOBa Aa npuema Vimpat 100 mg
TabyeTku ABa mbTH JTHEBHO (200 mg/neH).

B 3aBucuMoCT OT OTrOBOpa U MOHOCUMOCTTA, IIPe3 TPeTaTa CEAMHULIA MAMEHTHT MOXKE 1a IIpueMa
Vimpat 150 mg tabneTku n8a nbtu aHeBHO (300 mg/neH), a npe3 4eTBbpTaTa CeaMuIla

Vimpat 200 mg tabnetku aBa mpTu AHEBHO (400 mg/nen).
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Cnupane na neuenuemo

[Tpn HEOOXOAMMOCT OT CITMpaHe Ha JIAKO3aMHJ] C€ MPENophUBa CEIMHYHATA 1032 Ja Ob/Ie TIOCTETIEHHO
HamalsBaHa Ha cThIKU 10 4 mg/kg/nen (3a manuenTH ¢ Teryio no-manko ot 50 kg) umu ¢ 200 mg/nen
(3a manuenTH ¢ terno 50 kg wim moeue) 3a NanueHTH, KOUTO PUEMAT J103a JTaK03aMH]l ChOTBETHO

> 6 mg/kg/nen nnm > 300 mg/nes. I1o MEUIMHCKY IPUYIMHY € JOIYCTUMO U I10-0aBHO IOHMKaBaHE
Ha CeIMUYHHTE 1031 Ha cThIkHu 1o 2 mg/kg/men wnm 100 mg/nen.

[Ipu manmeHTH, KOUTO Ca Pa3BUIIM CEPHO3HA Chp/CYHA apUTMUS, TPAOBA J1a Ce HAIIPaBH OIICHKA Ha
KIIMHUYHATA T10J138/PUCK U IPH HEOOXOIUMOCT TPIOBa /1a ce MpeKpaTy mpreMa Ha JaK03aMH/I.

Crenuainy DomyJIanun

Cmapuecka év3pacm (6v3pacm Hao 65 200unu)

He e HeoOxoauMo moHmkaBaHe Ha 103aTa IpH MalUeHTH B cTapuecka Bb3pacT. CBBP3aHOTO C
BB3pACTTa MOHMWKEHNE Ha ObOpeuHus KInphHC ¢ noBumeHne Ha HuBata Ha AUC TpsOBa na ce numa
TIpeIBU/I TIPH TTAIIMEHTH B CTapyecKa Bb3PacT (BXK. cleaBamus maparpad ,,050pedHo yBpexxaane” u
Touka 5.2). CpliecTByBaT OIrpaHU4YeHN KJIMHUYHY JaHHU 32 MAIlUeHTH B CTapyecKa Bb3pacT ¢
SMUIICTICHS, CIISIIIAITHO Ha 1031 no-rosemu ot 400 mg/nen (Bx. Touku 4.4, 4.8 u 5.1).

bvopeuno yepescoane

He e HeoOxoauMo agantupaHe Ha 103aTa MPH Bb3PACTHU U NTEAUATPUIHH MMAITUSHTH C JIEKO JI0
ymepero 060pedno yBpexaane (CLcr >30 ml/min).

[Tpu nenuarpuyHu nauueHTH ¢ Terao 50 kg uiu noBeye U Npu Bb3pACTHHU MALMEHTH C TEXKO
0b0peuno ypexaane (CLCR <30 ml/min) win TepMuHaiHa ObOpevYHa HEAOCTATHYHOCT ©
NpEnopbhUYUTENIHA MAKCUMAaITHA ToAabpsKama no3a 250 mg qaeBHo. [Ipu neauaTpuyHy MalueHTy ¢
Terio mo-Manko ot 50 kg ¢ texko 6p0peuno yBpexaane (CLcr < 30 ml/min ) u ipu Te3u ¢
TepMUHaITHA OBbOpEevHa HEJIOCTATHYHOCT Ce MPernophuBa HaMaIsIBaHe HA MaKcUMaliHaTa 103a ¢ 25%.
[Tpu BCHYKHK MAIMEHTH, KOUTO C€ HYKJasT OT XeMOJIMaju3a ce MpernopbuBa fodassae Ha 10 50% oT
olpezieieHara JHEeBHA 7032, HETIOCPEICTBEHO Clie]l IPUKITI0YBAHE HA XeMoquain3aTa. Jleuenne Ha
ManUeHTHU C TCPpMUHAIHA 6L6peqHa HEAOCTAaThbYHOCT TpH6Ba Jla C€ U3BbHpIIBA C IOBUIICHO BHUMAHHE
Mopajiyi MaJKHsI KIMHAYEH OMUT U KyMyJIMpaHe Ha MeTa0omuTa (¢ Hen3BecTHa (hapMaKoJIOrHyHa
akTuBHOCT). [Ipn Bcnukyn manmeHTH ¢ Ob0pedHN yBpekKIaHHUs TUTPUPAHETO HA Jj03aTa TpsiOBa 1a ce
M3BBPIIBA BHUMATETHO (BIKTE TOUKa 5.2).

Yeprodpobro yapedicoane

[IpemoppuBa ce MakcumanHa f03a 300 mg qTHEBHO NpY NeIUaTPUYHY ManueHTH ¢ Terino 50 kg wm
MoBEYE U NP BH3PACTHH MAIMEHTH C JIEKO JI0 YMEPEHO YepHOIPOOHO yBpEKIaHE.

Tutpupanero Ha 103aTa P T€3U MAUEHTH TPSIOBa Ja c€ U3BBPIIBA C TOBUIIEHO BHUMaHHE, KaTo ce
uMa MpeaBUI U Bb3MOKHOCTTA OT ChIIBTCTBAIIO OBOpEeYHO yBpexaaHe. Moxe ja ce 00MHUCIH 3a
MpuiIarane Ha HaToBapsamia go3a 200 mg, Ho ObAemo TuTpupane Ha mo3ata (>200 mg THEBHO)
Tpsi0Ba J1a ce M3BBHPINBA C TIOBUIIIEHO BHIMaHKE. B3 OCHOBa Ha JaHHU 3a BB3PACTHH, IPH
NeANATPUYHU MAUEHTH ¢ TerJIo mo-Manko oT 50 kg ¢ nexo 10 yMepeHo TeXKO YepHOIPOOHO
yBpeXIaHe TpsAOBa Aa ce MPUI0KH HaMalsBaHe Ha MaKCHMallHaTa 103a ¢ 25%. @apMakoKHHETHKATa
Ha JIaKO3aMU/] HE € TIPOYYBaHa MPH MAIMEHTH C TEKKO YSPHOAPOOHO yBpexkaane (BK. Touka 5.2).
Jlako3amuz TpsOBa Ja ce mpuiara npy NayueHTH ¢ TeKKO YePHOIPOOHO yBpEXJaHe, caMo KOraTo ce
MIPELIEHH, Y€ OYaKBAaHUTE TEPANEBTUYHHM MOJI3M Ha/IBUIIaBaT Bb3MOXKHHUTE PUCKOBE. MoXe 1a ce
HaJIOH KOPUTHUPaHE Ha [103aTa, KaTO BHUMATEITHO ce HaOJIF0/1aBa akKTHBHOCTTA Ha 3a00JIIBaHETO U
BB3MO)KHHUTE HEXKETaHU PEAKINY Ha MalreHTa.

HCJII/IaTDI/IT-IHa IOoImyJIanus

FOnowu u oeya ¢ meano 50 kg unu noseue
Jlo3upoBKaTa IMpH FOHOIIHU | Jena ¢ Terio 50 kg vk moBeye € chliara, KaTo NPy B3pacTHH (BK. TO-

rope).

Jleya (nasvpuwiunuy 2-200umna 63pacm) U IOHOWY ¢ me2no no-maiko om 50 kg
Tasu nexapcTBeHa popMa He € IMOAXOSIINA 32 Ta3h KaTerOpHs MMAI[HEHTH.
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Meya noo 2-200una ev3pacm
BesomnacHocTTa 1 ehmkacHOCTTa HA JJAKO3aMHU/I TIPH Jiella Ha Bb3pacT MoJ 2 TOJUHY HE Ca YCTAHOBEHHU.
Jlunceat ganHw.

HauuH Ha npuioxeHue

Jlakozamua pumMupanu TabJIETKH ca 3a IEPOPATHO PUIIOKECHHUE.
Jlakozamua Moxe Ja ce preMa ChC WiH 0e3 XpaHa.

4.3 IIpoTuBOMOKA3AHUSA

CBpBXUyBCTBUTEITHOCT KbM aKTHBHOTO BEIIECTBO MM KbM HSKOE OT MOMOIIIHUTE BEIECTRA,
n30poeHu B Touka 6.1.

JlaHHM 3a BTOpa WIIK TpeTa CTENEeH Ha aTpUOBEHTPHUKYIapeH (AV) OIok.
4.4 CoeuuaJIJHu npeaynpexaeHus U NpeanasHu MepKU Ipu ynorpeda

Cyuimaga njaeanus U IIoOBeICHNE

CywuiuHa ueaiys 1 MoBeICHUE ca ChOOIAaBaHU MPU MMAMEHTH, JICKYBaHU C aHTUSTMIICITHYCH
JIEKapCTBEH MPOAYKT TI0 PA3IMYHM MTOKa3aHUsA. MeTa aHanu3 Ha paHI0MHU3HPaHH, Tu1ane0o-
KOHTPOJIMPaHU KIMHUYHU IPOYIBAHUS HA AHTHETIMIICITUYHH JICKAPCTBEHU MPOYKTH CHIIO MOKa3Ba
MaJIbK, HO MOBHUIIIEH PUCK OT CYMIIMIHA UCAIlHs U MOBeeHNE. MeXaHW3MbT Ha TO3U PUCK HE € SICCH U
HaJUYHUTE JAHHU HE U3KIIFOYBAT Bb3MOKHOCTTA 32 MOBUILIEH PUCK IPH JAKO3aMHU/I.

3aroBa nmanueHTuTe TpsAOBa Ja ObAaT MpOCIeAsIBAaHH 33 IPU3HAINA Ha CYUIIMIHA HICAIUs U TTOBEICHUE
U TpsIOBa J1a ce MpeanprueMe ChOTBETHOTO JieueHue. Ha manuenTute (M xopaTta, KOUTO CE TPHKAT 3a
TsX) TpsIOBa 1a ce 00bpHE BHUMAHUE J1a MOTHPCAT JICKAPCKU ChBET, B CIIydail 4e Ce MOSABAT MPU3HAIU
Ha CYWIIMHA WJIeanus U MoBeAeHne (BXK. Touka 4.8).

CopiedueH pUTHM U IPOBOANMOCT

Ilo BpeMe Ha KIMHUYHUTE NPOY4BaHUs € HaOII0JaBaHO CBBP3aHO C J103aTa yabkaBaHe Ha PR-
UHTepBaJla [IpY [IpUIarase Ha jlako3amu[. Jlakozamus TpsiOBa a ce mpuara ¢ IIOBUILICHO BHUMaHUE
MIPY HaLMEHTH C MOJUISKALIN IPOAPUTMUYHHU CHCTOSHHSA, KAaTO MALMEHTH ¢ U3BECTHH MIPOOJIEeMH Ha
Chbp/I€YHATA IIPOBOJMMOCT MJIM TEXKKO ChPAEYHO 3a00s1BaHe (HAIp. HCXeMUs/MH(APKT HAa MUOKAp/a,
Chp/IeYHa HEJJOCTATHYHOCT, CTPYKTYPHO CHP/ICYHO 3200 IsIBAHE WITH ChPJCUYHH HATPHEBU
KaHaJIOTIaTHH) WM MAIEeHTH, JIEKYBaHH C JIEKApCTBEHH MPOIYKTH, 3acATAIIN Chp/eYHaTa
MIPOBOAMMOCT, BKIIFOUUTEITHO aHTHAPUTMHUYHH CPEICTBA M AaHTUEIWIICITHYHY JIEKAPCTBEHN IPOAYKTH,
OJIOKMpAITN HATPUEBUTE KaHAIHM (BXK. TOUKA 4.5), KaKTO W MPH MAIlMEHTH B CTapuecka Bh3pacT.

[Ipu Te3n manmpenTy TpsOBa na ce oomucin n3pbpiBane Ha EKI npean yBenndenue Ha n1o3aTa Ha
naxo3amua Hazx 400 mg/neH u cien KaTo JIako3aMu ¢€ TUTPUPA 10 CTAIIHOHAPHO CHCTOSIHHUE.

B HHaHe60-KOHTp0JH/IpaHI/I KIIMHAYHU IPOYUYBAHUA C JIAKO3aMHU/I IIPH IMAIIMEHTH C CIIUJICTICUA HE CC
C’LO6I]_[aBa 3a NPCACHPAHO MBXKACHC UIIU TPEIITCHE, HO CC c1>06u1aBa B OTBOPCHH IIPOYYBAHUS 34
CIWJICTICUA U IPU ITOCTMAPKECTUHIOBUSA OIIHUT.

B mocTMapKkeTHHIOBHS OIUT UMa ChoOIIeHHE 32 AV 010K (BKIIIOUUTETHO AV OJIOK BTOpa CTEIECH WIIH
1mo-BucoKa). [Ipy manueHTn ¢ MpOapuTMUYHU ChCTOSIHUS € ChOOIIIeHa BEHTPHUKYJIapHA TAXHAPUTMUSL.
B penku ciayyau Te3u CbOUTHS ca JOBEIH 10 ACUCTONHS, ChbPACUEH apeCcT U CMBPT MPH MMALUESHTH C
MOJTSKAIITH MPOAPUTMUYHU ChCTOSHHS.

HaI_II/IGHTI/ITe Tp;{6}3a Ja Ca 3all03HAaTH CbC CUMIITOMUTEC Ha CbpJACYHA apUTMUA (Hanp. 6aBCH, 6’Lp3 niIn

HEpaBHOMEPEH ITyJIC, MAIMTUTAIUH, 33/1yX, 9yBCTBO Ha 3aMasiHOCT, MpUNaabK). [lanmenture TpsOBa na
Ce IMOCHBETBAT Ja ThPCAT HE3a0aBHO METUITMHCKA ITOMOII], aKO T€3H CUMIITOMH C€ TTOSBSIT.
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3aMasgHOCT

JleuenueTo ¢ TaK03aMuUJI C€ CBBP3BA ChC 3aMAsTHOCT, KOSTO MOXE Ja TTOBHIIIH CITyYauTe Ha CITy4aifHO
HapaHsSBaHE WIH MaJIaHe. 3aTOBA Ha MAIUCHTUTE TPIOBa J1a ce 00bpHE BHUMAaHUE J1a ObJIaT 0COOCHO
BHUMATEIIHH, IOKATO pa3depar MOTSHIIHAHUTE e(DeKTH Ha JISKapCTBOTO (BXK. Touka 4.8)

IloTrenuman 3a BH300OHOBSBAHE WJIM BIOIIABAHE HA MHUOKJIIOHHYHHTE OPUCTHIIN

Cro0111eHO € Bh300HOBSABaHE MM BIOIIABaHE HA MHOKJIOHUYHH MIPUCTHIIHN KaKTO MPU BH3PACTHH, TaKa
u nipu nepuarpuydnu nanueHTty ¢ [I'TKII, mo-cnenuando no Bpeme Ha TuTpupane. [Ipu marueHTy ¢
MOBEYE OT €IMH TUII MPUCTHITU HAOFOIaBaHUTE MTOJI3H OT KOHTPOJIMPAHETO HA TIPUCTHITA OT SAWH TUI
TpsiOBa J1a Ce€ CHIIOCTABU ¢ BCHYKHU HAOJFOIaBaHU TPU3HAIY HA BJIONIABAHE 10 OTHOIICHHUE Ha MPUCTHIT
OT ApYT THIL.

IloTeHunan 3a eICKTPO-KIMHAYHO BJIOIIABAHE IPU Cl'IeLII/Id)I/I‘lHI/I CHHAPOMH Ha NNCAMaATpruIHa
CHMJICTICHA

BezonacHocTTa M eprkacHOCTTa HA JTaKO3aMHU/I IPH NIEAUATPUYHH MAUEHTH ChC CHHIPOMH Ha
STMJIETICHUS, IIPU KOUTO € Bb3MOKHO €ITHOBPEMEHHO ChLIECTBYBaHE Ha (JOKATHU U Te€HEPATH3UPAHU
MIPUCTHIN, HE € YCTAHOBEHA.

4.5 BzauMmopeiicTBHe ¢ IPYIrd JeKAPCTBEHH NPOAYKTH M APYrH (OpMH Ha B3auMojeiicTBHe

Jlakozamun TpsiOBa Aa ce U3MO0J3Ba ¢ MOBUIICHO BHUMaHUE MTPH MAlMEHTH, JIEKYBaHH C JIEKAPCTBEHH
MPOAYKTH, CBBP3aHH C yABbIKaBaHe Ha PR-uHTepBana (BKIIOYUTEIHO aHTHETTIIICTITUYHY JICKAPCTBEHN
MPOAYKTH, OJOKHPALIY HATPUEBUTE KAHAIN) U IIPU MALUEHTH, JICKYBaHHU C aHTHAPUTMUYHH CPEICTBA.
Brnpeku ToBa, aHAMU3BT MO MOATPYIH B KIMHUYHU POYYBAHMS HE YCTAHOBSIBA TOBUILICHO
yIbbkaBaHe Ha PR-uHTepBasa npu chBMecTHA yrnoTpeda Ha KapOaMas3eruH WK JIAMOTPUKHH.

In vitro manan

Haii-001110, taHHKMTE Tpe/ionaraT, 4e JaKo3aMHJl iMa HUChK MOTEHITMAN 33 B3aUMOJICHCTBHE C APYTH
JIEKapCTBEHU NIPOAYKTH. [n vitro Mpoy4dBaHUATA MMOKa3Bar, ue ensumure CYP1A2, CYP2B6 n
CYP2C9 ue ce ungyuupat, a CYPI1A1L, CYP1A2, CYP2A6, CYP2B6, CYP2C8, CYP2C9, CYP2D6 u
CYP2E1 He ce uHXUOUPAT OT JIAKO3aMU/I ITPH IJIa3MEHHM KOHIICHTpAI[|K, HaOII01aBaHu 110 BpeMe Ha
KIIMHUYHUTE MPOYYBAHUSA. /1 Vitro IPOYYBaHUATA TIOKA3BAT, Y€ JJAKO3aMHJI HE C€ TPAHCIIOPTHpA Ype3
P-rnuxonpoteun B uepBara. In vitro ganaute nokassat, ue CYP2C9, CYP2C19 u CYP3 A4 morar na
KaTanusupar oopa3yBaneto Ha O-1e3MeTHII MeTaboIInTA.

In vivo naHan

Jlako3zammu He MHXHOWpPA WM WHAYIHpa 10 3HaunMa kauHudHa crerneH ensuma CYP2C19 u CYP3A4.
Jlakozamun He noBnusBa AUC Ha munazonam (metabonusupain ce or CYP3A4, karo nakozamuj e
npwiarad 200 mg nBa rbTH Ha JeH) HO Ciax HA MUIa3011aM e Jieko yBenndeHa (30%). Jlakozamun He
nmoBirsABa (hapMaKOKMHETHKaTa Ha omernpazon (Metabonusupai ce or CYP2C19 u CYP3 A4, xato
nako3amuz e npuinarad 300 mg ABa IbTH HA JIEH).

Nuxubutopst Ha CYP2C19, omenpazon (40 mg AHEBHO) HE BOAM [0 TOBUILIEHHE HA KIMHUYHO
3HaYMMa MMPOMSHA B €KCITO3UIIMATA Ha Jlako3amu. Eto 3amo ymepennte naxuoburopu Ha CYP2CI19 e
MaJIKO BEPOATHO Ja MOBJIHSST 0 KIMHIYHO 3HAYMMa CTETIeH CHCTEMHATa eKCIIO3HIINS Ha JIAKO3aMUI.
[IpenopbuBa ce MOBUILIEHO BHUMAaHKUE IPU CHITBTCTBALIO JIEYEHHE C MOILHU HHXUOUTOPH Ha

CYP2C9 (nanp. pnykonazon) u CYP3A4 (Hamp. uTpakoHa3oll, KETOKOHA30Jl, PUTOHABHUD,
KJIAPUTPOMUIIMH), KOETO MOJKE J1a I0BEJIE JIO IIOBUIIIABAHE HA CUCTEMHATa EKCIIO3ULIMA Ha JaKO3aMuUl.
TakuBa B3auMOJIEHCTBHS HE Ca YCTAaHOBEHHU in Vivo, HO ca Bb3MOXHH Bb3 OCHOBATa Ha in Vitro JaHHU.

MorHuTe eH3UMHHI HHIYKTOPH KaTo pUGaMITAIINH WK KBIT KaHTapruoH (Hypericum perforatum)

MoraTt yMEpE€HO Ja HaMaJIAT CUCTEMHATa €KCIIO3UIUA Ha JIAaKO3aMU . 3anmo4BaHETO HIIU CIIMPaHETO Ha
JICYCHUC C TC3U CH3UMHU UHAYKTOPH TpSI6Ba Ja CC U3BbpIIBA C BHUMAHUC.
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AHTHENWICITUYHH JIEKAPCTBECHH TPOJTYKTH

o BpeMe Ha IpOyYBaHUS 32 JIEKAPCTBEHHU B3aMMOJICHCTBUS JTAKO3aMU/I HE TTOBIUSBA 3HAYUTEITHO
IJIa3MEHUTE KOHIICHTpAIMY Ha KapOaMa3eniH U BAINPOeBa KucennHa, [11a3MeHnTe KOHIIEHTpaIluu Ha
JIAKO3aMUJI ChIIO HE CE MOBIHUSIBAT OT KapOaMa3eluH U BapoeBa kucenvHa. [lonynannonau
(hapMaKOKMHETHYHH aHAITU3HM B PA3ITUYHU Bh3PACTOBH TPYITH YCTAHOBSBAT, Y€ €THOBPEMECHHOTO
JieYeHHe C IPYTH aHTHETTWIICITHYHH JICKAPCTBEHH MPOIYKTH, U3BECTHU KATO CH3UMHHU WHIYKTOPU
(xapbama3zenuH, GeHUTOUH U PeHOOAPOUTANT B pa3IMuHU JI03H) MTOHIKaBa ¢ 25% o0miaTa CHCTEMHA
€KCITO3UIIH Ha JIaKO3aMHUJI TP BB3pacTHH U 17% nipu nexnaTpudHu MarueHTH.

IlepopaiHy KOHTPALIEITUBU

IIo BpPEMC Ha MMPOYYBAHC 3a JICKAPCTBCHU B3aHMMOJCHCTBHSA HE ca Ha6J'IIOI[aBaHI/I KIMHUYHO 3HAYMMHU
B3aMMOJICUCTBHS MEXAY JJaKO3aMud U IEPOPATHUTE KOHTPAUCIITUBU €TUHUIIECTPAAUOTI U
JICBOHOPTECTPELII. KOHHCHTpaHI/II/ITe Ha OpOreCTCpoH HE Ca NOBJIUAHU ITPHU CbBMCCTHOTO MPUIIOKCHHUC
Ha JICKAPpCTBCHUTEC NPOAYKTH.

ﬂ[gyrn

[TpoyuBaHusATa BEPXY JICKAPCTBEHUTE B3aUMO/ICHCTBYS IOKA3BaT, Y€ JaKO3aMHUI He OKa3Ba BIIMSHUC
BBPXY (hapMaKOKMHETHKATa Ha AUTOKCHH. HsMa KIMHUYHO 3HAYMMU B3aUMOACHCTBUS MEKITY
JIAK03aMUA U MET(HOPMHUH.

EnHoBpeMEeHHOTO MpUIIOKEHHE Ha BapQapHH C JIaK03aMUJI HE BOAU 0 KIMHAYHO 3HAYMMa POMSHA
BBB (hapMaKOKWHETHKaTa U (papMakonnHaAMUKaTa Ha BappapuH.

Brwnpeku de HAMa GpapMakOKWHETUYHU IaHHH 33 B3aUMOICHCTBHE Ha JIAKO3aMH/I C ATKOXOJI, HE MOXKE
na ce m3KiIoun hapMakonuHaMuyeH edekr.JlakozaMua nMa HUCHK MOTEHIMANT Ha CBBP3BaHE C
IUTa3MEHUTE NPOTEUHH (110-MasKo OT 15%). [lopanu ToBa He ce OYaKBaT KINMHUYHO 3HAUUMHU
B3aMOJICHCTBHSA C IPYTH JICKAPCTBEHH IPOIYKTH 10 MEXaHU3Ma Ha KOHKYPEHTHO CBBP3BaHE C
TTa3MEHUTE POTEHHH.

4.6 ®epruanrtet, )peMEHHOCT U KbpPMeHe

Kenu ¢ JACTCPOJCH ITOTCHIIH AT

JlexapsT TpsiOBa g2 00CHAM BHIIPOCUTE OTHOCHO CEMEMHOTO TNIAHUPaHE M U3IIOI3BAaHETO HA
KOHTpAIEIIIUS IPH KEHUTE C IeTePOJICH MOTSHIINAJ, KOUTO IIpreMar Jlako3amun (Bx. bpemeHHocT).
AKo keHa pemu Ja 3abpemMenee, yrorpedara Ha JaKo3aMHul TPsIOBa /1a ce MPeolieH BHUMATEITHO.

BbpemenHoct
Puck, cevpzan ¢ enunencusma u aumuenuienmuyHume JeKapcmeeHu npooyKmu Kamo Yysio

[Ipu BcHuKM aHTHETTMIICTITUYHY JICKAPCTBEHH MMPOYKTH € YCTAHOBEHA JIBa JIO TPH ITBTH MO-BUCOKA
YyecToTa Ha MaJIOPMAaIIMUTE B MOKOJECHUETO HA KEHHUTE, JICKYBaHH 3a €IUJICTICHS, B CPAaBHCHHE C
4yecToTa OT 0K0JI0 3% 3a obrnara nomyamus. Cpej JeKyBaHaTa MOIMyJIalis MOBUIIIEHA YeCTOTa Ha
Maj(opMalliy € YCTAHOBEHA B CIyJauTe Ha JICUCHHE C MIOBEYE OT CIMH JICKAPCTBEH MPOIYKT
(monurtepanus), HO HE € YCTAHOBEHO JIOKOJIKO TOBA C€ ABJDKH HA CAMOTO JICUCHHE U/WIIHA Ha
3a001IBaHETO.

Brrpeku ToBa, eheKTHBHOTO aHTHETIMJICITUYHO JISYCHHE He TPsAOBa Ma ObJie MpeyCTaHOBSIBAHO, Thi
KaTo BJIOIIABAHETO Ha 3a00JIIBAHETO € BPEIHO KaKTO 32 MaiiKaTa, Taka ¥ 3a II0ja.

Puck, cevpzan ¢ naxozamud

Hsma noctaThuHO JaHHU OTHOCHO YIOTpedaTa Ha JIaKo3aMu pu OpeMeHHu xeHu. [IpoyduBanusaTa
IIpHU )XUBOTHU HE Ca IMMOKa3aJik KAaKBUTO U J1a € TEPATOTCHHU eq)eKTI/I IIpU IJTBX0OBE UIIN 3a171u1/1, HO €
Habro1aBaHa eMOPHOTOKCHYHOCT MPH TUTHXOBE W 3aMIIN, TPH TOKCUYHH 32 Malikata J03u (BXK.

Touka 5.3). [ToTeHIMaTHUAT PUCK MTPU XOpa HE € YCTaHOBEH.

Jlako3amun He TpsIOBa J1a ce mpuiIara mo BpeMe Ha OPEMEHHOCT, OCBCH B CITyYaunTe Ha aDCOMIOTHA
HEe0oOXOoAMMOCT (aKo MojI3aTa 3a MalkaTa KaTeTOpUYHO MPEBUIABA MTOTCHITMATHUS PUCK 3 IIJI0/1A).
AKO jKeHaTa pelu fa 3adpeMeHee, ynorpedaTa Ha TO3M IMPOAYKT TPsIOBa 1a ce MPEOLeHH BHUMATEIIHO.
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Kspmene

JlakozamMuJ1 ce eKCKpeTupa B YOBeIIKaTa KbpMa. He Moke Jla ce M3KIII0UM PHCK 32
HOBOpOJeHHUTe/KbpMaueTarta. [IpenopbuBa ce o BpeMe Ha JICUEHHETO C JaK03aMUJ KbPMEHETO Ja
ObJle TpeyCTaHOBEHO.

PepTunurer
He ca naGirronaBany He)KeJIaHU PEaKITMH 110 OTHOIIICHUE Ha MBXKKHS WITH )KCHCKH (DEePTHIIUTET WK

BB3MPON3BEKIaHE TIPH IUTHXOBE B IO3H, BOJEITH 10 TutazMeHa excriozunus (AUC) no
npubau3uTenHo 2 mbTH miazMeHa AUC npu MakCHMaTHaTa MpernopbhunTeITHa J103a 3a xopa (MITIX).

4.7 EdexTu BbpXy cioco0HOCTTA 32 modupaHe U padoTa ¢ MalIUHA

Jlakozamu1 IOBJIMSABA B MaJKa IO yMEpEHa CTeleH CocoOHOCTTa 3a Iodupane u padoTa ¢ MalluHU.
JleyenueTo ¢ JaKo3aMuUJI Ce CBBP3Ba C MOSBA HA 3aMastHOCT WM 3aMBIIICHO 3peHUE.

[NarmenTure TpsiOBa na OBAAT CHBETBAHM Ja HE MIOGUPAT WK padOTAT C IPYTH MOTEHIIMAIHO OMACHU
MAIlIMHY, JOKATO HE OMO3HASAT HAMIBIHO €EKTUTE Ha JTAKO3aMUJI BBPXY CIIOCOOHOCTTA UM 32
M3BBPILIBAHETO HA ITOJJO0HU TEHHOCTH.

4.8 Hexenanu JeKapcTBEHH peaKIUuu

O06006111eHMEe Ha podria Ha OE30IIaCHOCT

Ha 6a3aTa Ha aHayin3 Ha AaHHUTE OT COOpPHHM TUIANe00 KOHTPOIUPAHU KIMHIUYHY POYYBAHUS C
nombaBaia tepanus npu 1308 manueHTH ¢ mapuuanHy npucTbiu oomo 61,9% ot nanuenTure,
PaHIOMHU3UPAHU Jla IpUEMaT JaKo3aMun, u 35,2% OoT paHIOMU3UPAHUTE Ja IpUeMaT manedo
ChOOIIABAT TIOHE 32 eJIHa HeXKenaHa peakius. Hali-uecto cho0IaBaHuTe HEXKEIaH! JIEKApCTBEHN
peakiuu (>10%) npu JIEYSHUETO ¢ JTAKO3aMHU/] Ca 3aMasHOCT, TJIaB00OJIUE, TaJieHe U JuIutonus. Te3u
peakiuy OOMKHOBEHO ca JIEKH 10 YMEPEHH 110 TexecT. Hsikon oT Tsx ca 1030-3aBUCHMHU M MOXKE J1a
ObJaT 00JIEeKYeHU Upe3 HamassiBaHe Ha J03aTa. YecToTaTa U TeXKECTTa Ha HEKEJTaHUTE JICKapCTBEHH
peakiuu oT cTpaHa Ha neHTpanHata HepBHa cuctema (LIHC) u ctomarmao-upeBHus Tpakt (CUT)
OOMKHOBEHO HAMaJISIBaT C BPEMETO.

B®B BcHuky T€31 KOHTPOJIUPAHHU KIMHUYHY NPOYYBaHHUs YeCTOTaTa Ha IPEyCTaHOBSBAHE HA
JICYEHHETO MOPaaN HEXXETIaHH JIeKapCTBEHHU peakiuu € 12,2% npu mauueHTUTe, paHA0MU3NPaHH 32
nmako3amuj, u 1,6% mpu marueHTuTe, paHIoMU3Npanu 3a manebo. Hali-uecraTa HexenaHna
JIEKapCTBEHA peaKiys, BOJEIIA 10 IPEyCTaHOBSIBaHE JICYCHUETO C JIAKO3aMH/l, € T0sIBaTa Ha
3aMastHOCT.

YecroraTa Ha HexxenaHuTe peakiuu ot crpana Ha LIHC, karo 3amasHOCT, MOXKe 1a Objie TT0-BUCOKA
CJIe]] HaTOBapBalla J103a.

B®3 ocHOBa Ha aHaNM3a HA IAHHKU OT HEMH(PEPUOPHO KIIMHUYHO MPOYYBAHE 32 MOHOTEPATIHS,
CpaBHSBAILO JIAKO3aMH]l M KapOamas3enrH ¢ KOHTPOJIMpaHo ocBobokaaBane (controlled release - CR),
Hail-yecTo choOIIaBaHUTE HEXKEJIAaHU JIeKapcTBeHH peakuuu (> 10%) npu Jakozamuz ca Ouiu
rI1aBo0OJIME ¥ CBETOBBPTEXK. [IPOIEHTHT Ha OTIAaHe OT JIeUeHNE TIOPaIH HEXKENaH! PeaKInu

e 10,6% npu nauueHTuTe, JEKyBaHHU ¢ JaKo3aMu/, U 15,6% npu nanyeHTure, JeKyBaHu C
kapbamasenuH CR.

[MpodubT Ha Ge30MacHOCT Ha JTaK03aMUI, ChOOIIEH B IPOYYBaHE, TPOBEICHO BbPXY MAIIEHTH Ha 4-
COJIMIIHA BB3PACT WK MO-TOJIEMU € TeHEepaIu3upaHa UIMONaTHUYHA EMUJICTICUS C ITbPBUYHO
rerepaigu3upanu ToHngHo-KIoHndHH pucthiu (ITT'TKIT) cpBnana ¢ npoduna Ha Ge3omacHoCT,
CHOOIICH OT COOpHH TUIAIc00 KOHTPOJIIMPAHU KIMHHYHH POYYBAHUS BHPXY MApPIHATHH MPUCTBITH.
JIOITBITHUTEITHY HeKENaHu peakiuu, chooenu mpu nanuertu ¢ [T TKII ca MuokIoHNYHA enuierncus
(2,5% npu rpynara, nekyBana c nako3amua u 0% npu mianedo rpynara) u atakcus (3,3% npu
rpynara, JiekyBaHa c jJaxo3amun u 0% mpu ruranedo rpynara). Hali-uecture HexxenaHu JeKapCcTBEHI
peakinu ca 3aMassHOCT U ChHIMBOCT. Hali-uecTuTe HexenaHu JIEKapCTBEHU PEaKIInU, BOJCIIN A0
MIpEyCTaHOBABAHE Ha JICYEHUETO C JIAKO3aMUJ, ca 3aMassHOCT U CyHLUAHA uaeanud. Yectorara Ha
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MIpeyCTaHOBABAaHE Ha JICYEHUETO NIOPaaN HexkenaHu peakuuu € 9,1% B rpymnara, JiekyBaHa ¢
nmako3amup, u 4,1% B miame6o rpymnara.

TabauyeH COUCHK Ha HEKEITAHUTE JICKApPCTBCHHU PCAKIIMH

Ha tabnuinara mo-7oiny e mpejicTaBeHa 4ecToTara Ha HeXKeJIaHUTE Peakiiy, HaOItoJaBaHu 110 BpeMe
Ha KJIMHUYHH MPOYYBAHUS U IIOCTMAPKETUHTOBUS OINUT. Ta3n 4ecToTa € ONpe/iesicHa KaKTo CIIC/IBa;
MHoro vecTr (> 1/10), yectu (> 1/100 no <1/10), neuectu (> 1/1 000 no < 1/100), c Heu3BecTHA
YyecToTa (0T HAIMYHHUTE JaHHU HE MOXKe Ja Oble HampaBeHa oneHka). [Ipu Besko rpynupane B
3aBHCHMOCT OT YECTOTAaTa HEXKEIAHUTE JICKAPCTBECHHU PEAKIIUH Ca TIPEJCTABCHU B HU3XOISAII PET 10
OTHOIIICHUE HA TSIXHATA CEPUO3HOCT.

Cucremo-opranHa | MHoro Yectn Heuectn C HemsBecTHA
KIJIacu(QUKALHS YeCTH gyecToTa
Hapyuienus Ha Arpanysorurosa)
KpBBTa U TUM(pHATA
cucremMa
Hapymenns Ha JlexapcTBeHa JlexapcTBeHa
WMYHHATa CHCTEMA CBPBXYYBCTBUTENl | pPeaKIHs v
noct) €O3UHOPUITHS
u CHCTEMHH
CHUMITTOMH
(DRESS)2)
[cuxuunu Henpecus Arpecus
HapyLIEHUS Cocrosnue Ha Bn3oyma
00BpKaHOCT Eydopuano
Beschaue) nactpoenne
[Tcuxotuuno
pascrpoiicteo"
Onur 3a
camoyowuiicteo!)
Cyunuaaa
ujeanus
XamoruHarms )
Hapymenus Ha 3amasHOCT MHUOKJIOHUYHK Cunxon® Kousyicun
HepBHara cucteMa | [maBo6onue | npuctbnu® Hapyienue Ha
Arakcus KOOpMHAIIMATA
Hapymenue Ha JuckuHesus
PaBHOBECHETO
YBpexaane Ha
namerTa
Korautusuu
HapyLIeHUs
COMHONIEHTHOCT
Tpemop
Hucrarsm
Xumnoecre3nus
Huzaprpust
Hapymenus Ha
BHUMAaHHUETO
Iapecresus
Hapyiienus Ha Jurnonus 3aMBIIICHO 3pCHHE
ounTe
Hapymenus Ha Bepruro
YXOTO U JIAOMPHHTA TunauTyC
Copaeunn ATpuoBeHTpUKYN | BeHTpuKkymapHa
HapyIICHUS] apen 610k taxuapurvus')
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Bpamukapaus'-?

[Ipencwpano
mBxaene!?
[Ipencepano
tpentene'?)
CroMmamHo-upeBHH | ['ameHe [ToBprblIaHe
HapyIlIeHNs 3amex
Mereopusbsm
Jlucrenicust
Cyxora B ycTara
Huapus
Xermaro-ommnapHu aOHOpMHU
HapyLIeHns pe3yiaTaTu npu
YepHOAPOOHH
(YHKIMOHATHU
tecroBe®
IToBumenn
YepHOAPOOHH
eH3UMH (> 2X
ITH)®
Hapyuienus Ha Cobpbex AnrunoenemV) Cunapom Ha
KOXara u O6pus? Vprukapus') CTuBBHC-
NOJKOKHATA ThKAaH Jxoncsa)
ToxcuuHa
enuepMaHa
nekponmza'l)
Hapyumienus na MyckynHu cria3Mu
MYCKYJIHO-
CKeleTHara
cucrema u
ChEIUHUTENIHATA
ThKaH

OO0y HapymeHus

Hapymenue Ha

u epekTu Ha MOXOJKaTa
MACTOTO Ha Acrenust
MIPUWIOKEHUE Ymopa
Paznpasnutennoct
UyBcTBO 32
OTHUSIHEHUE
Hapanssanus, [Tanane
OTpaBsSHUA U HapansBane Ha
YCIIOKHEHUS, KOoXara

BB3HUKHAIH B
pe3ynarTar Ha
WHTEPBEHIIUU

Konry3nus

(U Hesxenanu peakiuy choOIIABAHH IIPH TOCTMAPKETUHTOBHS OIIHT.
@ Bmxre Onucanne Ha M30paHN HEXETAHU PEAKIIUH.
©® Cro6uienu B npoyusanus Ha [T TKIT

Onucanue Ha I/I36DaHI/I HCXKECJIaHU PECaKIINH

Ynorpebara Ha Jako3aMHu]] € CBhp3aHa ¢ J0303aBUCUMO yabibKkaBaHe Ha PR-unTepBana. Be3amoxkHa e
MosiBaTa Ha CBBbP3aHUTE C yIbJDKaBaHeTo Ha PR-uHTepBana Hexenanu epextu (Hamp. AV-0II0K,
CHHKOI, Opaaukapaus).

B nombiBamy KIMHUYHY IPOYYBAHUS TPY HAIIMEHTUTE C SMIIISTICHS YeCTOTaTa Ha osiBa Ha AV-0II0K
OT ITBPBA CTETEH ¢ HedecTa B ¢hoTBeTHO 0,7%, 0%, 0,5% u 0% npwu npuraraseTo Ha

nakozamuna 200 mg, 400 mg, 600 mg nmu mwiare6o. [Ipu Te3u mpoydBaHus He € HAOMIOAaBaH BTOpa
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WJTU TI0-BHCOKA cTerieH Ha AV-0710K. BeIipeku ToBa, cilydau ¢ BTopa U Tpera ctereH AV-0I10K,
CBBP3aHH C JICYCHHETO C JIAKO3aMHUJI, Ca ChOOIaBaHH 10 BpeMe Ha MOCTMAaPKETHHTOBHS OTIHT. B
KIMHUYHOTO MPOYYBaHE 32 MOHOTEpAIHs, CpaBHIBALIO Jlako3amu/ ¢ kapbamaszenun CR, cTernenra Ha
yIbbkaBaHe Ha PR-uHTepBana e cpaBHUMa MEXy JIAKO3aMU U KapOamaseruH.

[TosiBaTa Ha CHHKOIIL, KOSITO C€ ChOOIIaBa OT COOPHH KIMHIYHH MPOYIBAHUS 32 JOITBJIBAIIA TEPAITHS Ce
Ha0Ir0/1TaBa HEYECTO, IPU KOETO HAMA Pa3lInKa MEeX Ty Tpymara Ha ManueHTuTe ¢ enmierncus (n=944),
nexyBanu ¢ nako3zamuf (0,1 %) u nauuenture (n=364) ot rpynara Ha miane6o (0,3%). B k1mHn4HOTO
MpOyYBaHe 32 MOHOTEpAIHsI, CPaBHSIBAIIO JaKo3aMuI ¢ kapbamazenua CR, cuHkoN ce cho0maBa

ipu 7/444 (1,6%) nanpenty Ha naxo3amun u 1/442 (0,2%) manmenTtn Ha kapOamazenua CR.
[IpencepaHO MBXIEHE WK TPENTEHE HE ca ChOOIIABAaHH B KPATKOCPOYHH KJIMHUYHU MPOYYBAHHSA, HO
ca ChOOILEHH B OTBOPEHU MPOYYBAHMS 38 EIMJICTICUS U IIPH TOCTMAPKETHHTOBHUS OIHT.

OmKnoHeHus 8 1abopamoprume noxKasamenu

AOHOPMHH PE3yITATH MTPU YEPHOAPOOHN PYHKIIHOHATHHN TECTOBE ca OMIIH HAaOJII01aBaHu B MTare0o-
KOHTPOJIMPAHU KIMHUYHH POYYBAHHUS C JIAKO3aMH/ ITPU Bb3PACTHHU MAIMEHTH C TTAPIHATHA
MPUCTBITN, KOUTO Ca TIPUEMAJTH €IHOBPEMEHHO OT 1 710 3 aHTHENMMICITHYHH JIEKaPCTBEHHU MPOTYKTH.
[Noeumasanus Ha ALT mo > 3x 'TH ca nacteowmm nipu 0,7% (7 / 935) ot nanuenture Ha Vimpat

n 0% (0 / 356) ot marmeHTHTE Ha TUTANIE0O.

Mynmuopeannu peakyuu Ha C6PLXYYECHMEUMENTHOC

MynTHOpPraHHU peakliy Ha CBPbXUYBCTBUTEIHOCT (TI03HATA CHIIIO M KaTo JIEKAPCTBEHA PEAKIINA C
eosuHOG MM 1 cucteMHn cumritomu, DRESS) ca cho01menyn npy nanueHTH, JeKyBaH! C HIKOH
AQHTHUENMJICTITUYHY JICKAPCTBEHU MPOAYKTH. Te3U peakuu ce IposiBsIBAT pa3IMyHO, HO OOMKHOBEHO ca
CbIIPOBOACHHU C TPECKA U O6pI/IB n Morar aa 6T)IL3T CBBpP3aHU C BKIIFOYBAHCTO HA PA3JIMYHU CUCTEMU OT
opraHu. AKo ce 3aroz1o3pe peaxkiys Ha MyJTHOPraHHa CBPbXYyBCTBUTEIHOCT, IPUEMBT Ha JIAKO3aMU
TpsiOBa Ja ce mpeKpaTH.

IleqnaTpuuHa momyaamnus

[MpodunbT Ha OE30MACHOCT Ha JIAKO3aMU/I B I1alie00-KOHTposMpanu (255 nalMeHTH Ha Bb3pacT oT 1
Mecet 70 oA 4 roauHu U 343 manyenTa Ha Bh3pacT OT 4 TOJWHU A0 oA 17 TOIWHN) U B OTKPUTH
KIIMHUYHY TpoyuBaHus (847 manueHTH Ha Bh3pacT oT 1 Mecer] 1o 18 roawHn) Ha AOIIBJIBAIIA TEPATTHS
TIPY MTEAUATPUYHHU TAIMESHTH C TTAPIUAIHHA TPUCTHIN € B CbOTBETCTBHE C Mpoduia 3a 6€30macHOCT,
Ha0JII0/IaBaH MPHU Bb3pacTHU. Thil KATO TAHHUTE 32 NICAUATPUYHH MMAIIUEHTH MOJT 2-TOIUINHA Bh3PACT
ca OrpaHMYEHH, JJAKO3aMUJI HE € ITOKa3aH 3a TO3H Bh3PAacTOB JIHAIA30H.

JlOITBITHATEITHO HAOIIOIaBaHUTE HEXeJIaHU Peakilii, HaOltoJaBaHH B ITeJJMaTpUIHATA ITOMYyJIalns, ca
nupeKcusi, Ha3opapuHruT, GapuHTHUT, HAMAJICH alleTUT, AOHOPMHO TOBEICHHE U JICTAPTHSL.
COMHOJIEHTHOCT ce Ch0OIIaBa Mo-4ecTo MpH NeauarpuyHara momynanus (> 1/10) B cpaBHeHue ¢
BB3pacTHarta nomymnaus (> 1/100 mo < 1/10).

Crapuecka monyiaamnus

B npoyuBaneTo 3a MOHOTEpanus, CpaBHABAIIO Jako3aMus ¢ kapdamazenuHn CR, nmpodunsT Ha
6e30macHOCT Ha JJaK03aMUJl TIPY TIAIIMEeHTH B cTapyecka Bb3pacT (= 65 roguHu) € CX0/IeH C TO3H,
Ha0Jr01aBaH NMpH NAlMEHTH Ha BB3pacT moj 65 rogunu. Benpeku ToBa, Mo-BUCOKA YeCTOTa (pa3iuka
>5%) Ha nazaHe, AMapUs U TPEMOP ca ChOOIIEHH MIPH MALMEHTH B CTap4YecKa Bb3PacT CIPSMO MO-
MJTaJM BB3pPACTHH NanueHTy. Hali-uectaTa cBbp3aHa chC ChPIETO HEXKENaHa PEaKIns B cTapyecka
BB3pacT CIIPSMO IO-MJIajia mosynanus ¢ AV 0510k mbpBa crerneH. Ts ce chobiiasa B 4,8% (3/62) ot
MalMEeHTHTE Ha JIaK03aMH/ B CTapuecka Bb3pacT cupsamo 1,6% (6/382) npu no-miiaan Bb3pacTHU
narueHTy. [IpexbcBaHe Ha JIeYEHUETO MOpay HeXKeJIaH! PeakIiy, HaOI0aBaHu C JIAKO3aMH/]

e 21,0% (13/62) npu nanueHTH B cTapyecka Bb3pacT crpsiMo 9,2% (35/382) npu no-mnaaute
BB3pACTHH NMalMeHTH. Te3n pas3iauKu MEXIy MallMeHTH B CTapUYecKa Bb3PacT U MO-MJIad Bb3pacTHH
MAIMEHTH ca CXOAHU C Te3H, HaOII0laBaH! NPY aKTHBHATA TPyIa 3a CpaBHEHHE.
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Cpo0111aBaHe Ha MMOI03UPAHN HEXKEITAHHU PEAKIIUN

Cro0I1aBaHeTO Ha MOJI03UPAHU HEWKEIIAHU PEaKIUM Clie]] pa3peliaBaHe 3a ynorpebda Ha
JICKapCTBEHUS MIPOAYKT € BayKHO. ToBa MO3BOJIsABA 1a TPOABIDKYA HAOIIOACHUETO HA ChOTHOIICHUETO
TI0JI33/PHUCK 32 JIEKAPCTBEHHUS MPOAYKT. OT METUITMHCKHUTE CIEIIMAINCTH Ce M3HMCKBA J1a ChOOIIaBaT
BCsIKa TTOI03MpaHa HeXKeJlaHa peaKITus Ype3 HallMOHAIHA CHCTEMa 3a ChOOIIaBaHe, TOCOYCHa B

[Ipunoxenue V.

4.9 Ilpeno3upane
Cumnromu

Cumnromute, HaOMIOAaBaHU ClENl CIyYailHO WJIM TPEIHAMEPEHO MPEI03MpaHe Ha JIaKo3aMH]l ca

cBbp3anu raBHo ¢ [IHC u cTomainiHo-upeBHa cuctema.

° BumoBere HekenaHM peakiuy, HAOJMIOJaBaHM MpW MAlMeHTH, npuenu a03u Hax 400 mg
mo 800 mg, He ca OWIM KIMHUYHO pa3IMYHU OT Te3W IMpH NAIWeHTH, MpHEeMalu
NPENOPBUYUTEITHUTE AO3H JJAKO3AMUI.

° Peaknmu, croOmenn crmenq mpuem Ha Hag 800 mg ca 3amasHOCT, TaleHe, MOBpbBINAHE,
Npunagbly (TeHepalu3UpaHd TOHUYHO-KJIOHWYHM TPHUMNATBIM, CTaTyC eNWIENTHKYC).
Hapymenus Ha chpiedHaTa MPOBOJMUMOCT, IIOK M KOMa CHINO ca Onin HaOmonaBanu. CMBbPTHH
CIIy4ad ca ChOOIIaBaHW NP MAMEHTH CJIe]] OCTPO €IHOKPATHO Mpeo3upaHe C HIKOJIKO rpama
JIaKO3aMMU/I.

Mepku npu Ipego3upaHe

Hsma cnenmduven aHTHAOT B clyyaid Ha peJo3upane ¢ JakozaMul. JleueHneTo npu npeno3upane ¢
JIAKO3aMU/I BKITIOYBA TPEANPUEMAHETO Ha OOIIOMPUETUTE MO IbPKAIINA MEPKH, KaTO TIPH
HE00XOJMMOCT MOXKE J]a BKITFOUBA XeMOAHAaIu3a (BXK. ToUka 5.2).

5. ®APMAKOJIOTHYHU CBOMCTBA

5.1 @apmakoaMHAMUYHHU CBOIiCTBA

®dapMakoTepaneBTHYHA Ipyla: aHTHENWIESNTUIH, Apyru anTuenmientuiy, ATC kox: NO3AX18

MexaHu3sM Ha JEUCTBHE

AKTHBHOTO BeIECTBO, Tako3aMu (R-2-ameramuo-N-0eH3mII-3-METOKCHTTPOITHOHAMHU )
npeAcTaBisiBa GyHKITMOHATN3HPAHA aMUHOKHCETIHA.

TouHUAT MEXaHU3bM Ha AaHTUCTTWIICTITUYHUS e()eKT Ha JJaK03aMHJI IIPU XOpa BCE OIIE HE € HAITBJIHO
W3SICHEH.

In vitro enekTpoPU3N0IOrMUHUTE IPOYUBAHHUS IIOKA3BaT, Ye JJaKO3aMH I CEJICKTHBHO ITOBHUIIIaBa
0aBHOTO MHAKTUBUPAHE HA BOJITAX-3aBUCIMHUTE HATPUEBU KaHAIIM, KOETO BOAM JIO0 CTAOMIM3UpaHE HA
CBPBXBB30YJIMMHUTE HEBPOHHH MEMOpaHHU.

q)aDMaKOHI/IHaMI/I‘lHI/I ed)eKTI/I

Jlako3zaMuJ1 TIpeIOTBpATSIBA MOSBATA HA MIPUCTHIIN B OONIMPEH JUAIa30H OT )KUBOTUHCKH MOJIEITH Ha
MapIyaiHi U TbPBUYHO TeHEPATU3UPaHH IPUCTHITN U 320aBsi pa3BUTHETO HA OTHUILETO Ha
CBPBXBB30YAUMOCT.

ITo BpemMe Ha HEKITMHUYHH €KCIICPUMEHTAIHH [TPOYYBAHUS JIAKO3aMH/[] B KOMOWHALIUS C
JIeBeTHpaLeTaM, kapoaMasenus, (EeHUTONH, BAIPOAT, TONMHMPaMaT WK rabareHTHH T0Ka3Ba
CHUHEPTUYHU WM aAUTHBHU €(EKTH Ha aHTUKOHBYJICAHT.
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Knonangna eghI/IKaCHOCT 1 0€30IMacHOCT (DapuraJIHu OPUCTHIN)

Ilonynanust Ha BE3pacTHH

Monomepanus

EdwukacHocTTa Ha JaKo3aMu]T KATO MOHOTEPAIHUS € YCTAaHOBEHA B TBOMHOCIIATIO, MAPAJIEITHOTPYIIOBO,
cpaBHeHHE 3a HenH(pepruopHOCT ¢ kapbamaszernna CR mpu 886 manueHTH Ha BB3pacT 16 wim moBede
TOJMHHU C HOBOTIOSIBIJIA CE MJTM HACKOPO AMarHocTuiupana enuierncus. [lauuenture e TpsoBaio na
ObJaT ¢ HEMpPEeAN3BUKAaHN MapIHAHU IPUCTHIH, ChC WK 0e3 BTopuyHa reHepanm3anus. [lanrenture
ca paHmoMu3npaHu Ha kapbamazenuH CR win mako3amu, moa ¢gopmara Ha TabJIETKH, B
ceoTHOWeHue 1:1. [lo3aTa e Omia onpezaeseHa OT 3aBUCUMOCTTa 103a-0TTOBOP U BapHpa

mexay 400-1200 mg /nen 3a kap6amazenud CR u ot 200 no 600 mg /neH 3a 1ako3amuI.
[IpoasmKUTETHOCTTA HA JICUeHHUETO € 10 121 ceaMuIt B 3aBHCHMOCT OT OTTOBOpA.

Jlunca Ha npucThIU 32 6 Mecena ce oneHsBa mpu §9,8% oT manKueHTUTe MpUeMaIlly JaKo3aMul U
npu 91,1% OT manueHTHTe NpreMaliy kapoaMasenuH, KaTo ce U3M0JI3Ba METOIbT 3a aHAJIN3 Ha
npexussiemMoctTa 1o Kaplan-Meier. Kopurupanara abconroTHa pasiuka Mexay JieueHusra e -1,3%
(95% CI: -5,5, 2,8). Ouenenute pesynratu no Kaplan-Meier 3a iunca Ha IPUCTHIN 3a

nepuoaute 12 mecena ca 77,8% npu narueHTHTe, IEKyBaHU C JIako3aMua u 82,7% Mpu MallMeHTHTe,
nexkyBaHH ¢ kapbamasermH CR.

JIunicara Ha npucThIU 3a 6 Mecela pY NAlMEHTH B CTapUYeCcKa Bb3pacT Ha 65 U moBeye roguHu

(62 manuenTH Ha Jiako3aMua U 57 nanueHTy Ha kapoamasenuH CR) e Onna cpaBHUMa MEXTy JTBETE
rpynu Ha jedenue. HuBara cbio ca Ounm cpaBHUMU C Te3H, HaOIr0laBaHu B o0mara nomyianus. B
cTapyeckara IMOIyJIalus, o IbprKalara 1o3a sakozamua € 200 mg /nen mpu 55 nanueHTu
(88,7%), 400 mg /nen npu 6 naumentu (9,7%), kato no3ata ¢ nopuiieHa 10 Haa 400 mg /neH

npu 1 manuent (1,6%).

Ilpemunasane Kvm MoHomepanus

EdukacHocTTa 1 6€30MacHOCTTa Ha JIaKO3aMHJI IIPU NIPeMUHABaHE KbM MOHOTEpAIus ca Ouiin
OILIEHEHU B HCTOPUYECKH-KOHTPOJIMPAHO, MHOTOIIEHTPOBO, IBOMHOCIISIO, paHIOMH3UPAHO NPOYyYBaHE
¢ UCTOpUYecKa KoHTpoia. B ToBa mpoyuBane, 425 nauueHTy Ha Bb3pacT oT 16 1o 70 roaunu ¢
HEKOHTPOJIMPAHU NapLUUaIHU IPUCTHIIN, IPUEMAIIF TIOCTOSHHY 1034 OT | WiH 2 pa3pelieHu 3a
yrnoTpeba aHTUETTIICTITHIIN ca OMITH PaHIOMHU3UPAHH Ja IPEMHHAT Ha MOHOTEPAIHS C JIAKO3aMHUT
(nmm 400 mg/nen nwnu 300 mg/nen B ceoTHOMIeHKE 3: 1). [lpu ekyBaHuTE MalMeHTH, IPEMUHAIIN
[pe3 TUTPUPAHE U 3all0YHAIM J1a CIMPAT aHTHeNWIenTHIuTe (ChoTBETHO 284 1 99), e mojabpKana
MoHoTtepanus npu 71,5% u 70,7% ot nmauuentute, choTBETHO 32 57-105 nuu (Menuana 71 qHu), B
LeJsieBus nepuoa Ha HaoOmroneHue 70 THH.

Honwvasauo nevenue

EdukacHocTTa Ha jJako3amul KaTo JAombiBaiio jgedeHue (200 mg qaesHo, 400 mg THEBHO) € OlleHEHa
B 3 MHOTOLICHTPOBH, PaHAOMHU3HPAHH, IJ1ae00 KOHTPOJUPaHH KIMHUYHU POYyYBaHUA ¢ 12-ceiMuIHa
MPOABIDKUTEIHOCT. Jlako3amug 600 mg JHEBHO MOKa3Ba ChINO M €)EKTUBHOCT B KOHTPOJIHUPAHU
MPOYYBAHUS 32 JIOMIBIIBAIIIO JICUSHHE, BhIIPEKH Ue erukacHOCTTa € Oim3ka 1o Tazu npu 400 mg
JHEBHO, HO IOHOCUMOCTTA 3a MAI[UEHTUTE € MTO-MaJjKa IMOPaau HEXKEIaHNUTE JIEKAPCTBEHN PEAKIIMU OT
ctpana Ha [IHC u cromamHo-upeBHus TpakT. 3aToBa fo3a 600 mg THEBHO HE CE MPENophYBa.
Maxkcumannara npenoppunTenta no3a e 400 mg nueBHo. Te3u npoyuBanus,

BkiouBany 1308 manueHT ¢be cpeHa NPOIBIDKUTETHOCT Ha MapUHAIHUTE IPUCTBIHN OT NOPSIIbKa
Ha 23 roArHU, ca MPOBEICHH 32 OLIEHKA Ha e(pUKacCHOCTTa U 0€30MaCHOCTTa Ha JIAKO3aMH/] TIPH
€HOBPEMEHHOTO My IpHjIokeHue ¢ 1 10 3 aHTHEeNUIIENITUYIHH JIEKaPCTBEHHU MPOTYKTH MPH MallUEHTH
C HEKOHTPOJIUPAHU MMapIUAIHU MIPUCTHIN C WK 0e3 BTOPpHYHO reHepanusupane. O01oTo
CBHOTHOIICHHE Ha nanueHTute ¢ 50% HamaneHue Ha yectorata Ha npuctbnute € 23%, 34% u 40%,
ChOTBETHO 3a Iu1aie0o, jakozamua 200 mg qHeBHO U ako3amua 400 mg THEBHO.

HCI[I/IaTDI/I‘lHa nomyJanusa

[Mpunagsimre ¢ NapUaIHO HAYAI0 UMAT 10100Ha MaTO(U3NOIOTHS U KIIMHIYHA U3sBa MPH JICTIa,
HaBBPIIMIN 2-TOJIUIIIHA BB3PACT, U TIPH Bb3pacTHU. EQukacHOCTTa Ha TaKko3aMuJl TIpH Jielia,
HaBBPIIWIN 2-TOJUIIHA BB3PACT, € EKCTPAIIOJIMPaHa OT JaHHU 3a IOHOIIU ¥ Bh3PACTHH C IPUTIAIBITH C
MapIyarHO Havalo, 3a KOUTO Ce 0OYaKBa MMoI00EH OTTOBOP, TPHEMANKH, e aJIallTHPAHETO Ha

34



TeIuaTpUYHATA 1032 € YCTAaHOBEHO (BXK. ToUKa 4.2) 1 6€301acHOCTTa € JEMOHCTpUpaHa (BK.

TouKa 4.8).

EduxacHoctTa, mogxpeneHa OT ropernocoYeHus MPUHIUI Ha eKCTPanojanus, ce MOTBbPKAaBa OT
JBOWHOCIIAIO, PAaHAOMH3HPAHO, TUIAle00-KOHTPOIUPAHO KIMHUYHO NpoyyBane. [IpoyuBanero
BKJIIOYBA §-ceIMUUEH 0a30B IEpHOJ, NOCIEABaH OT 6-ceAMHUUCH Nepuo] Ha Turpupane. [Ipurognure
MAIMEHTH ChC CTA0MIIHA CXeMa Ha mpuiaras€e ot 1 10 < 3 aHTHeNWIeNTUYHH JIEKAPCTBCHHU IPOLYKTH,
KOHUTO BCE OIIIE Ca HMAaJK MOHE 2 MapUUaiHu NPUCTHIA Mpe3 nepruoa oT 4 CeIMUIIM PeAr CKPUHUHTA
¢ ¢daza, cBOOOIHA OT MPHUCTHITH, HE TO-IBJTa OT 21 THU Tpe3 8-CeAMUTHHSI IIEPHUO. TIPS HABIIH3aHE
B 0a30BHs MEPHOJ, Ca paHIOMHU3HPAHH Ja MOTydaBatT i 1anedo (n=172), unm nakozamug (n=171).
[Ipunaraneto e 3amounano B go3a oT 2 mg/kg/nen npu yuactaui ¢ terno noa 50 kg i 100 mg/nen
npu ydactHUIH ¢ Terio 50 kg unm moseye B 2 pazneneHu A03u. [lo Bpeme Ha neproja Ha TUTPUpPAHE,
JO3UTE JTaKO3aMH/l ca OMIIM KOpUTHpaHu ¢ yBenndenre ot | wim 2 mg/kg/nen npu y4acTHUIM C TETII0
nof 50 kg wnu 50 unmu 100 mg Ha AeH npu ydacTHUIHM ¢ Teryo 50 kg uim moBeue Ha CEAMUYHH
WHTEPBAJIH, 3a 1a CE MOCTUTHE JO30BUST AUANa30H Ha IeJIeBHs IEPUO]] HA TTIOAIbPIKAHE.
VYyacTHHLUTE TPsAOBA [a ca MOCTUTHAIM MUHUMAJIHATA LIEJIeBa 1032 3a KATETOPHUsTa CH Ha TEIECHO
TErJIo 3a MOCIeAHUTE 3 JHU OT IEpHO/a Ha TUTPYBaHe, 3a 1a ObJaT JOIyCHATH 3a Bau3aHe B 10-
CeIMUYHUS IIEPUO]T Ha TIOIbPIKAIIO JIeueHHEe. Y YaCTHUIUTE TPSIOBa Jla OCTaHAT Ha cTaOWIIHA 1032
JIAKO3aMUA MIPe3 Leus MeprUoJl Ha NOAIbPIKALIO JICUEHHE WIN 1a ca OMIIM U3TETJICHU U BbBEICHH B
3aciereHyst Nepuo] Ha HaMaJIsiBaHe Ha J103aTa.

Mesxay rpynara Ha JJako3aMH[] M TpyIiaTa Ha Iuianebo e HaOmoJaBaHo CTaTUCTHYECKH 3HAYUMO (P
=0,0003) 1 KIMHUYHO 3HAYMMO HaMaJeHHE Ha YECTOTaTa Ha MPUCTHIIUTE C MapLUUaTHO HayauIo

3a 28 gaE OT 6a30BOTO HUBO JI0 MEPHOAA HA TOIAbPIKAIIO JiedeHne. [[porieHTHOTO HaMaeHne CpsIMO
iamne0o Bb3 OCHOBA Ha aHAIM3 Ha KoBapuanusaTa ¢ owio 31,72% (95% AU: 16,342, 44,277).

Kato 15710 nporeHThT Ha yYaCTHUITUTE ¢ Hail-Manko 50% HaMajeHUEe Ha YeCTOTaTa Ha MPUCTHIIUTE C
napLyagsHo Havyaso 3a 28 qHu oT 6a30BOTO HUBO /10 NEPUOJA HA IOATBPIKAILIO JeueHue e 6mn 52,9% B
rpymnara Ha JJako3aMuz B cpaBHeHue ¢ 33,3% B rpymnata Ha miane6o.

KauecTBOTO Ha )KMBOT, OIICHEHO 10 MHJIEKCa 3a Ka4eCcTBO Ha uBOT 1pu jena (Pediatric Quality of
Life Inventory), moka3Ba, ue MalieHTUTE OT rpylara Ha JJaKo3aMu/Jl ¥ Te3U Ha IJianedo uMaT moj1o00HO
1 CTaOMIIHO KauecTBO Ha )KUBOT, CBBP3aHO ChC 3/[PABETO, NPE3 LEINs IEPHOA Ha JICUEHHE.

Kinununa edukacHocT 1 0e30macHOCT (IbPBUYHO F'eHEPAIIM3UPAHN TOHHYHO-KJIIOHUYHU IIPUCTHIIN)

EduxacHocTTa Ha TaKo3aMuI KaTo JAOBIBAIA TepaNHs PHU IMAUeHTH Ha 4-TOIWIIHA Bb3pacT UIIN
[I0-TOJIEMH, C TeHEpATIN3UPaHa UANONATUYHA EMUIIETICHS, C TPOSBU Ha MbPBUYHO FeHEpaTU3UpPaHU
toanyHO-KiIoHnYHN nipucThiu ([1I'TKII) e yctanoBeHa B 24-ce AMUYHO JBOWHO-CIISITIO,
PaHIOMHU3UPAHO, THIAe00-KOHTPOIUPAHO, MapajJeTHO-TPYIIOBO, MHOTOIICHTPOBO KIMHUYHO
npoyuBane. [Ipoy4uBaHeTo ce € ChCTosIo OT 12-ceAMUYEH MePUo Ha HICTOPUYECKO U3XOTHO HUBO, 4-
CeIMUYEH MepHOJl Ha MPOCIEKTUBHO U3X0JHO HUBO U 24-ceIMUYEH IEPHO/ Ha JedeHue (KOMTo e
BKJTIOYBAJI THTPUPAHE B POIBJDKEHUE HA O-CceAMUYCH NEPHOA U 18-ceMUueH MoJabpIKall IIepHo).
OTroBapsiuTe Ha YCIOBHATA MTAIIMEHTH, C HA3HAYEHA YCTaHOBEHA /1032 OT | 710 3 aHTHeNHIeNTHIHI
JekapcTBa, nonyyasaimy none 3 qokymentupanu [1I'TKII mo Bpeme Ha 16-cenMu4HHs N3X0EH
MepHoJ Ha TUTPUPAHE, ca PaHIOMU3HPaHU B ChOTHOILIEHHE | KbM | J1a MOoTy4aBar JJako3aMu WIn
iamebo (marMeHTy B Habopa 3a MbJICH aHan3: Jako3amu n=118, miane6o n=121: ot Tax 8
MAIMEeHTH B Tpymara Ha > 4 1o <12-roaumrHa Bb3pacT 1 16 manuenTy B rpymnara Ha > 12 mo <18-
TOAMIIHA BB3pacT ca JekyBaHu ¢ LCM, a 9 u 16 nanueHTH — ChbOTBETHO C Ianeo).

[MarmenTHTEe Ca TUTPHUPAHU JIO LIeJIeBaTa 71032 3a MO IbpsKaIus mepuoa ot 12 mg/kg/nen npu
narmenTu ¢ terno noj 30 kg, 8 mg/kg/nen npu natmentu ¢ terno ot 30 g0 mo-manko ot 50 kg unu
400 mg/nen npu nanuentH ¢ terso 50 kg wim noseue.

IIpomenuBa 3a ehUKaCHOCT [Tname6o Jlakozamun
ITapameTrsp N=121 N=118
Bpewme no Bropu ITI'TKIIT
Menuana (H#N) 77,0 -
95 % CI 49,0, 128,0 -
Jlakozamuy — [Tname6o
CBHOTHOIIICHHE HA PUCK 0,540
95 % CI 0,377, 0,774
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ITpomennuBa 3a epukacHOCT [Tnane6o Jlakozamun
ITapameTsp N=121 N=118

p-CTOMHOCT < 0,001

OT1CchCTBUE HA IIPUCTBIIN

Ornenka no metozaa Ha Kaplan-Meier 17,2 31,3
()

95 % CI 10,4, 24,0 22,8,39.9

Jlakozamug — [Tnarebo 14,1

95 % Cl1 3,2,25,1

p-CTOMHOCT 0,011

3abenexka: 3a rpynara, JIeKyBaHa C JaKO3aMHI, CPEAHOTO Bpeme 1o nosara Ha Bropu [1I'TKII He
MOe Aa Oblie n3unciaeHo no metoaure Ha Kaplan-Meier, Toi kaTto >50% oT manueHTHTe He ca
nosryuniu Bropu III'TKII no nen 166.

OtkputHATa B IeIuaTpUIHATa TOATPYIIa CBOTBETCTBAT HA PE3YJITATUTE OT IUIOCTHATA MOIyJIalus 3a
I'bPBUYHUTE, BTOPUYHUTE U APYTH KPaliHU MMOKa3aTeIn Ha e(hUKAaCHOCTTA.

5.2 dapmakOKMHETHYHHU CBOHCTBA

AbGcopOuus

Crnen mepopaiTHO IPUIOKEHHE JTaKo3aMHu]I ce abcopOupa 0bp30 u HamrbiHO. [lepopanHara
OMOHAIMYHOCT Ha ChABPIKAIINS Ce B Ta0eTkuTe Jiako3amu e moutu 100%. [Ipu nepopanno
MPWIOKEHHUE TIa3MeHaTa KOHIICHTPAIUs Ha HEPOMEHEH JIAaK03aMuUJ e MOBHIIaBa 0bp30, KaTO Ciax
ce noctura okouo 0,5 10 4 yaca cieq mpuema Ha jo3ata. TabneTkute Vimpat U IepOPATHUAAT CHPOTI
ca OMOEKBUBAJICHTHU. XpaHaTa He MOBIHUIBA CKOPOCTTA U CTETNICHTa HA aOCOPOIHSL.

Pasnpenenenue

O06embT Ha pasnpeneneuue ¢ okoio 0,6 1/kg. Jlako3zamu ce cBbp3Ba C IJIa3MESHUTE IPOTCHHHU B
nmo-Majko ot 15%.

Buorpanchopmarus

95% ot no3ara ce eKCKpeTUpaT C yprHaTa KaTo JIako3aMu U MeTaboimTi. Metaboim3MbT Ha
JIAK03aMUJ1 HE € HaIThJIHO U3SICHEH.

OCHOBHUTE BEIIECTBA, OTACIICHU C ypUHATA, ca HeTpoMeHeH Jiako3amu (oxoio 40% oT mo3ata) u
HeroBus O-ne3mernn Metabonut (1o Manko ot 30%).

[NonsipHara hpakius, 3a KOSATO Ce IpeAIoara, 4e € ChCTaBeHa OT CEPUHOBH MTPOU3BOJIHY, B YPHHATA
BB3NM3a Ha 0Kkoio 20%, HO € ycTaHOBeHa caMo B Mayiku KosmdecTBa (0-2%) B m1a3mara Ha HAIKOH
vHAuBUIW. B ypuHara ca oTkputy U Manku konmdectsa (0,5-2%) oT qpyru MeTaboIUTH.

In vitro nannaute nokasear, ue CYP2C9, CYP2C19 u CYP3A4 Morat na Kataiusupar o0pa3yBaHETO
Ha O-e3MeTH MeTaboNuTa, HO OCHOBHHS y4acTBalll U30€H3UM HE € MOTBBP/ICH in vivo. He ca
Ha0JrI01aBaH KIMHAYHO 3HAYMMU Pa3InyKsl B eKCIO3MIHATA HA JTJaKO3aMH/ IPH CPaBHSABAaHE HA
(hapMaKOKMHETHKATa IIPU UHAWBUANTE C eKCTeH3MBeH MeTabonu3bM (EM ¢ dpyHkumonanexn
CYP2C19) u ta3u npu unauBuauTe ¢ 6apeH MmatadonussM (BM, surca Ha pynkuunonaned CYP2C19).
OcBeH TOBa, IIpoy4YBaHeTo 3a B3auMoaeicTaue ¢ omemnpasoi (CYP2C19 uaxuburop) He pa3kpuBa
KIMHUYHO 3HAYMMHU IPOMEHH B TUIa3MEHHUTE KOHLIEHTPALUH Ha JIJAKO3aMU KOETO ITOKa3Ba, 4e
3HAYEHHUETO Ha TO3M ITbT € HE3HAYUTEIHO.

[Tna3menara koHnenTpanua Ha O-ae3MeTHII-Iako3aMu] € 0KoJio 15% OT KOHIEHTpaIsITa Ha
JlaKo3aMu B IazMaTa. To3u OCHOBEH METa0ONUT HAMA MMo3HaTa (hapMaKoJIOrnIHa aKTHBHOCT.

Enumunupane

Jlako3amu ce emMMUHIpa OT CHCTEMHOTO KPBBOOOpAIIICHHE, IPEAUMHO Upe3 ObOpedHa eKCKpelHs U
ouotpanchopmanus. Cien IepopaiHO M HHTPABEHO3HO NPWIIOKEHUE Ha PAIMOAKTUBHO OeIIs3aH
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JaKo3aMuJI OKOJI0 95% OT painoaKTHBHOCTTA C€ YCTAaHOBSBA B ypHHATa, a mo-manko ot 0,5% — B
M3MPAXHEHUATA. EMTMMUHAIIMOHHUST TOTYKUBOT Ha JIaKo3aMuJl € okoJo 13 daca.
dapMakOKMHETHKATA € IPOINOPIIMOHAIIHA Ha J]03aTa U MOCTOSIHHA BHB BPEMETO, C MajlKka HHTpa- U
WHTEPUHANBUIyalIHA poMeHIuBoCT. Cliel] MpueMaHe Ha J1o3aTa J1Ba IbTU JIHEBHO CTAIUOHAPHH
TTa3MEHHU KOHIICHTPAIMH Ce JJOCTHUTAT CJIe/ 3-THEeBeH nmepuo. [lna3mMenaTa KOHIIGHTpaIs HapacTBa
[P aKyMyJIAI[HOHEH (aKTOp OT OKOJIO 2.

Konnenrpamnuusita B cTalimOHApHO CHCTOSHUE HAa €AMHUYHA HaToBapBara g03a 200 mg e
MPHUOIM3UTETHO €HAKBA HA Ta3W MPH MepoparHo npuiokenre Ha 100 mg 1Ba TbTH THEBHO.

dapMaKOKMHETHKA IIPU CIICIHUATHH TPy HALUCHTH

Ilon
Knunuunute npoydBanus moKa3Bat, Y€ MOTbT HAMA KIMHUYHO 3HAUMMO BIMSHUE BHPXY IIA3MEHUTE
KOHLICHTPAllMU Ha JIAKO3aMUI.

bvopeuno yepescoane

AUC nHa nako3zamu[ € nosuiieHa ¢ okono 30% npu MarueHTUTe ¢ JEKO U yMEPEeHO 0bOpeIHO
yBpexzaaHe u ¢ okojo 60% npu Te3u ¢ TexXKo ObOPEeyHO yBpeXkaaHe U TepMHUHAIHA OBOpeyHa
HEAOCTATbYHOCT, U3UCKBAIIU XEMOJUAIN3a, B CPABHCHUEC CHC 3JPaBUTEC UHAUBUIU, KaTO Cmax ocTaBa
HENPOMEHEHa.

Jlakozamuy ce oTaens epeKTHBHO OT IuTa3Mara upe3 xemoauanmsa. Crex 4-yacoBa xemoauanuza AUC
Ha Jlako3aMuj HamassiBa ¢ okoio 50%. ETo 3a1o ce npenopbuBa JONBIHUTEIHOTO [IpUIaraHe Ha Jj03a
cien xemonuanusa (Bxk. Touka 4.2). KonndyectBoTo Ha O-A€3METHII METa00IUTA € TIOBUIIICHO HIKOJIKO
II'BTU IPH MALMEHTH C YMEPEHO 10 TeXK0 ObOpeuHo yBpexaaHe. [Ipu Hens3pbplIBaHe Ha XeMOJHAIN3a
[IPY TALMEHTH C TEpMUHATIHA OBOpeUHa HEIOCTAThYHOCT HUBATA CE IIOBUIIABAT U MPOIBIDKUTEIITHO
pacrat 1o Bpeme Ha 24-yacoBus MoJies. He e M3BeCcTHO /1aiy MOBUIIEHOTO KOJUYECTBO Ha METaboInTa
IIpyU MaveHTH ¢ TCpMHUHAIHA 6’[)61’)6‘1Ha HEAOCTATHhYHOCT € Bb3MOXXHO Jia ITOBHUIIIAT HEXKCIIAHUTE
peakiyu, HO He € yCTaHOBeHa (hapMaKoJOrMyHa aKTUBHOCT Ha METa0OJIHTA.

Yeprodpobro ysepesicoane

[Ipu nauuenTuTe ¢ ymepeHo yepHoapooHo yBpexaane (Child-Pugh B) ca HabmogaBaHH [10-BUCOKH
IUIa3MEHHU KOHIEHTpauK Ha jJaxkozamun (npudnusutento 50% mno-sucoka AUCqom). [lo-Bucokata
EKCTIO3HUIIHS Ce IBJKH B M3BECTHA CTETIeH Ha TIOHIKeHaTa ObOpeyHa (yHKIUS Ha MPOYyYBAHUTE
nanueHTy. IloHmwkeHneTo Ha HeOBOPEeUHHsI KIMPBHC NPH YYACTBALIUTE B IPOYYBAHETO NALUEHTH
Boau 10 20% noBumenue Ha AUC Ha nako3amua. PapMakOKUHETUKATA Ha JaK03aMuJ HE €
MpOy4YBaHa MpH MAIMEHTH C TEXKO YePHOAPOOHO YBpekaaHe (BXk. Touka 4.2).

Cmapuecka ev3pacm (6v3pacm Hao 65 200uHu)

B nmpoy4BaHe ipu MBKe M )KEHHU B CTapuecka Bb3pacT, BKIIOUBAIIY 4 TAIIMEHTH Ha Bb3pPacT

Han 75 roquau, AUC e nosumrena ¢ okoiio 30 u 50% B cpaBHeHHE ¢ MiIaau xopa. ToBa € CBbp3aHO
OCHOBHO C TIO-HHCKOTO TesiecHO Teryio. OOnyaiiHara pa3nuka B TErJ0TO € ChOTBETHO 26 1 23%.
HabnronaBa ce cbi1o 1 yBenuueHa BapuabMIIHOCT B eKCIIO3ULuATa. B ToBa npoyuBane ObOpeUHUST
KJIMPBHC Ha JJAKO3aMHJI € CaMO JIEKO MOHMKEH TPY MAIMeHTH B CTapuecka Bh3pacT.

OOUWKHOBEHO HE ce Hajlara pelylupaHe Ha J103aTa, OCBEH aKo TOBa HE MOKa3aHO MOpaIy MOHKEHA
0bOpeuna QpyHkuA (BX. Touka 4.2).

Ileduampuuna nonyrayus

[lepnaTpuunusT hapMakOKMHETHUYEH PO Ha JTaKO3aMH/] € OTIPEeIiCH B MOIYyJIalliOHEH
(hapMaKOKMHETHYECH aHATU3 C U3I0JI3BaHE Ha PENIKY JIaHHHM 32 TUIa3MeHa KOHIIEHTPAIIUs, TOJTyYeHH B
IEeCT MI1ane00-KOHTPOIUPAHU PAaHAOMU3NPAHN KIMHIYHH MPOYYBAHUS U TIET OTBOPEHU IPOYYBAHUS
npu 1655 Bp3pacTHU U EIUATPUYHH NAMEHTH C EMWIETICUS Ha Bb3pacT oT 1 Mecen a0 17 ronuHu.
Tpu oT Te3u npoyuBaHHs ca MPOBEIEHH C Bb3PACTHH, 7 ¢ MEJUATPUYHM MALMEHTH U | Chc cMeceHa
nomynarus. [Ipunaranure 1034 Jako3aMua Bapupart ot 2 o 17,8 mg/kg/nen npu nprem Ba TbTH
JTHEBHO 0e3 na HaaBuimaBa 600 mg/nmeH.

TunuuHUAT 1a3MeH KIUPBHC € orieHeH Ha 0,46 1/h, 0,81 1/h, 1,03 I/h u 1,34 1/h 3a neamatpuasu
naiueHTn ¢cbotBeTHO ¢ Terno 10 kg, 20 kg, 30 kg u 50 kg. 3a cpaBHeHHE, ITa3MEHUAT KIMPHHC €
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otieneH Ha 1,74 1/h npu Bb3pactau (70 kg TenecHo Tero).

dapMaKkOKWHETHYEH aHAIHN3 HA MOIMYJIANNATA, H3TOIBAI PeIKH (hapMaKOKHHETHIHHU MPOOH OT
npoyuBane Ha [1I'TKII, moka3sa nogo6Ha ekcriozunus npu nanueHt ¢ [1I'TKIT u npu nanuenTy ¢
MapLUUAIHA OPUCTHIU.

5.3 IlpenkJuHUYHH JAHHHU 32 0€30MACHOCT

[Tpu mpoyuBaHMsATa HA TOKCHYHOCTTA MOTYYSHNTE TUIA3MEHH KOHIICHTPAIMHU Ha JTAKO3aMHUJI ca
MOZOOHY MIJIM CaMO HECHIIECTBEHO MO-BHCOKH OT IOJIYYECHHUTE ITPHU MAI[HEHTH, IIPU KOSTO TPaHULINTE
3a eKCHO3UIMTA TIPU XOPa ca HUCKHU WIIM HECHIIECTBYBAILH.

[IpoyuBanusiTa Ha NeKapcTBeHa 0€30MAaCHOCT 32 MHTPABEHO3HOTO MPUIIOKEHNE Ha JTaKO3aMH/I IPH
aHeCTe3MpaHM KydeTa I0Ka3BaT BpPEeMEHHO IoBHiIeHne B PR-mHTepBana n npoabKUTETHOCTTA Ha
QRS-koMmmekca v NOHMWKEHHE Ha KPBBHOTO HAJISTaHe, BEPOSTHO MOPaH KapaIuOAETIPECUBHOTO
neiicteue. Te3n BpeMEHHH POMEHH 3arl0uBaT [IPH €1HA U ChIa KOHIEHTPALHS U CJe]l MaKCUMAITHO
NPENOPBHUUTEHO KIMHUYHO Ho3upane. [Ipu anectesnpanu kydera u MaiimyHu ot pox Cynomolgus,
MIpY MHTPAaBEHO3HO mprutokeHue Ha 15-60 mg/kg ca HaOnromaBann 3a0aBsiHe HA TIpEACHPAHATA H
KaMepHaTa IpOBOIMMOCT, aTPHOBEHTPUKYJIapeH OJIOK U aTPUOBEHTPUKYJIapHA AUCOIHALINS.

[Tpu mpoyuBaHMs HA TOKCHYHOCTTA IIPH MHOTOKPATHO TPHJIOKEHHE TIPH IUTBXOBE ce HaOII01aBaT
crabu oOpaTHMH YepHOIPOOHH IIPOMEHH, 3aII0YBAIIH ITPY HUBA OKOJIO 3 IBTH HAJl KIIMHUYHATA
excrio3uiys. Te3u MpoMeHH BKIIIOYBAT IOBUIIICHO TETJIO HA OPraHuTe, XulepTpodus Ha
XCMNaTOUUTUTE, MIOBUIICHUEC HA CCPYMHUTEC KOHIICHTPALIMU Ha ‘-ICpHOI[pO6HI/ITe CH3MMHU U IIOBUIILICHUEC
Ha 001 XosecTepol u TpuriaunepuanTe. OCBeH XUnepTpodusaTa Ha XeNaTOLUTUTE HE ca
Ha6HIOI[aBaHI/I APYTHU XUCTOIMATOJIOTMYHU IPOMECHHU.

B npoyuBaHusATa BEpXY PENPOAYKTUBHOCTTA U PA3BUTUETO HA TOKCUYHOCT IIPU TPU3a4H U ILIbXOBE HE
ca HaOJFO/TaBHU TepaTOTeHHU e()eKTH, a CaMO yBellndaBaHe Ha Oposi HAa MbPTBOPOACHHUTE U
MOYHMHAIITE HACKOPO CJIE/ pasKAaHETO MOTOMIIN, KaKTO M cl1abo MOHIKEHHE B Opost Ha TOTOMCTBOTO H
TErJIOTO HAa HOBOPOJCHUTEC MPU NIPHUTIAraHCTO Ha TOKCUYHU 3a Mamkara J034 IIpU ILTBXOBE, KOCTO
ChOTBCTCTBA HAa HMBA Ha CUCTEMHAa CKCIIO3UIIUA, HOILOGHI/I Ha O4YaKBaHaTa €KCIO3UIUA IPpHU KIMHUYHO
npuitoxkenue. Thil KaTo MO-BHCOKHM HUBA HA €KCIO3UIIMS IIPH )KUBOTHU HE Ca M3CJICABAHY MOPAIH
TOKCUYHOCT 3a MaﬁKaTa, HAJIMYHUTE JaHHU Ca HEJOCTAaThUYHU 3a II'bJIHA OLICHKA Ha eM6pI/IOTOKCI/I‘IHI/I$I
U TePaTOTeHEH MOTEHIMAN Ha JTaKO3aMUI.

[TpoyuBaHuATa IPH TUIBXOBE MTOKA3BAT, Y€ JIAKO3aMH/I W/MITH HETOBUTE META0O0INTH IIPEMUHABAT
0Bp30 MmIareHTaprara dapuepa.

[pu Mnaam MIIbXoBE U Ky4eTa BHJOBETE TOKCHYHOCT HE CE€ pa3indyaBaT KaueCTBEHO OT TE3H,
HaOJII01aBaHK TIPH BB3PACTHH )KUBOTHH. [1pn Miaau mirpXxoBe ce HaOIr0/jaBa HaMaJIeHO TEJIECHO Terjo
IIPY HUBA Ha CHCTEMHA EKCITO3HIMS, KOUTO ca IMOJO0HM Ha OYaKBaHaTa KIMHUYHA ekcriosums. [Ipn
MJIay KydeTa MPeXOoHH U CBbP3aHu ¢ Jo3aTa KiIuHnuHY npusHany Ha LIHC 3amouBart na ce
Ha6HIOI[aBaT IIpy HUBAa Ha CUCTEMHA CKCIIO3UIHA IO OYaKBaHATa KIIMHUYHA CKCITIO3HULIA.

6. DOAPMAIEBTUYHU JAHHHA
6.1 Chnucek Ha IOMOUIHNUTE BelleCTBa

ﬂ,I[DO Ha TabaeTKaTa

MUKPOKPHCTAITHA [IETy103a
XHJIPOKCUITPOTTUIIIEINTYII03a

XUJIPOKCHIIPOTIMIIIIEITYJ103a (C HICKA CTENeH Ha 3aMECTBaHE)
CHJTUIIMEB JIMOKCH]T, KOJIOHJICH Oe3BOJICH

KpocnoBuA0H (Tonumiacaod XL-10 papManeBTHIHO Ka4eCTBO)
MarHe3ueB creapar

DUIMOBO MOKPUTHE

MOJIMBUHUIIOB JIKOXOJI
nonueruiaeHrukon 3350
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TaJK
tutanoB auokcuna (E171)

Vimpat 50 mg ¢urmupanu mabaemxu: yepBeH xenesed okcun (E172), uepen sxkenezen okeun (E172),
WHAWTO KapMuH amymuHueB jak (E132)

Vimpat 100 mg ¢puimupanu mabremxu: KXot xene3eH okcua (E172)

Vimpat 150 mg ¢purmupanu madremxu: b1t xene3er okeup (E172), uepsen xenesen oxcun (E172),
gepeH xkeneseH okcun (E172)

Vimpat 200 mg durmupany mabremxy: WHIATO KapMuH arymuHueB jak (E132)

6.2 HecbBMecTHMOCTH

Henpunoxumo

6.3 Cpoxk Ha rogHocT

5 roguHu.

6.4 CroenuajHu ycJ0BHS HA CbXPAaHEHHUE

To3u nexapcTBeH NPOAYKT HE N3HCKBA CIIEIUAIHU YCIOBHUS Ha ChXpaHEHHE.

6.5 Buau chabp:KaHUe HA ONAKOBKATA

PVC/PVDC 6nucrep, 3amne4aras ¢ allyMHHHAEBO (OIIHO.

OnakoBKaTa 3a 3all04YBaHE Ha JICYEHUETO ChAbPKa 4 KApTOHEHU KYyTHH, KaTO BCSAKA KYTUS ChAbpXKA
o 14 Vimpat ¢punmupanu tadbieTku ¢cboTBeTHO OT 50 mg, 100 mg, 150 mg u 200 mg.

6.6 CrnenuajaHu NMpeaNna3sHu MEPKH NPH U3XBbPJIsIHE

HeI/I3HOH3BaHI/IHT J'IeKapCTBeH HpO}IyKT NI OTIIAaABYHUTEC MaTepI/IaJ'II/I OT HCTO Tpi[6Ba a ce HSXB’prHT
B CHOTBETCTBUE C MECTHUTE U3UCKBAHUA.

7. IMPUTEXATEJI HA PASPEILIEHUETO 3A YIIOTPEBA

UCB Pharma S.A.

Allée de 1a Recherche 60

B-1070 Bruxelles

benrus

8. HOMEP(A) HA PASPEIHIEHUETO 3A YIIOTPEBA

EU/1/08/470/013

9. JATA HA ITbPBO PAZPEINIABAHE/ITIOJHOBSIBAHE HA PASPEIHIEHHUETO 3A

YIOTPEBA

JlaTa Ha mepBO paspemanane: 29 asryct 2008 r.
Jarta Ha mocneano noaHoBsiBane: 31 romm 2013 T.
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10. JATA HA AKTYAJIUBUPAHE HA TEKCTA

[TonpoGHa uH(oOpMarHs 3a TO3M JIEKapCTBEH NPOAYKT € IpeocTaBeHa Ha yeOcaiiTa Ha
EBpomneiickaTa areHuus no JiekapctaaTa http://www.ema.europa.eu/

40


http://www.ema.europa.eu/

1. HUME HA JIEKAPCTBEHUA ITPOAYKT

Vimpat 10 mg/ml cupon

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Bceexn ml cupomn cpabspika 10 mg nakozamun (lacosamide).
1 6ytmika ot 200 ml ceabpka 2000 mg makozaMu.

[JomouTHM BellecTBa ¢ U3BECTHO JAECHUCTBUE!

Bceexn ml Vimpat cupon ceappxa 187 mg copouron (E420), 2,60 mg HaTpreB METHIT
napaxuapokcudensoat (E219), 2,14 mg nponunenrnukon (E1520), 1,42 mg natpwuii u 0,032 mg
acnaptam (E951).

3a IBIIHUA CITUCHK Ha ITOMOIITHATE BEIIECTBA, BUKTE ToUka 6.1.

3. JIEKAPCTBEHA ®OPMA

Cupor.
Cnabo BUCKO3Ha, OHCTpa, OE3IBETHA JI0 KBITO-Ka(sIBa TEIHOCT.

4. KJIMHUYHU JAHHU
4.1 TepaneBTHYHU MOKA3AHUS

Vimpat € IIOKa3aH 3a MOHOTCPAIIX: MMPU JICUCHUCTO Ha MapUHUAJIHU NPUCTHIIN C UJIN 0e3 BTOpHUYHA
reHepaiusanys 1nmpu Bb3paCTHU MAIIUCHTH, FOHOIIHW U A€1a, HABbPIIHUIIN 2-FOILI/IIHHa BB3pacT, C
CITUJICTICHA.

Vimpat e okasaH 3a JOITbJIBaIla TePaIvs
® TIpH JICUSHUETO Ha MaPIUATHA IPUCTHIN ChC UITU O0€3 BTOPUYHA TeHEPaATU3aIus IPU
BB3PACTHHU, IOHOIIH | JIETa, HABBPIIWIH 2-TOAUIIIHA BB3PACT, C CIIICIICHUSL.
® [IpH JICUEHHUETO HA MFPBUYHO TCHEPATNU3UPAHN TOHUYHO-KIIOHUYHH [IPUCTHIIH MPU BH3PACTHH,
FOHOIIIN U JIela, HABHPIIWIN 4-TOUIITHA BB3PACT, C TeHepAIN3HpaHa HIUOTTaTHIHA
EIMWIETICHSL.

4.2 )Io3npomca U HAYUH HA MPUIOKEHUE

2 !O3I/I[ YOBKaA

JlexapsT TpsiOBa 1a mpeanuiie Hail-oIXoAs11aTa JeKapcTBeHa JopMa M KOJINIECTBO Ha aKTUBHOTO
BEIIECTBO B 1030Ba €IMHUIIA CIIOPE TErTIOTO U J03aTa.

B crenBamara Tabnumna e 060011eHa TpenophUnTeNTHATA TO3UPOBKA 33 BH3PACTHH, FOHOIIM U JIela,
HaBBPILIWIN 2-TOAUIIHA Bb3PacT.

Jlako3amup TpsOBa Ja ce mpuema J1Ba IbTH AHEBHO, NpUOIM3uTENHO npe3 12 yaca.

AKko ObJIe IPOITyCHATA /1033, MAMEHTHT TPIOBa J1a € HHCTPYKTHUPAH BeHara jia npueMe IpoiycHaTara
71032 U CJIe]] TOBA JIa IpUeMe ClIeABalnaTa /103a JJako3aMua B 00N9aifHOTO BpeMe 1o rpaduk. AKo
MalMeHTHT 3a0enexH, 4e € MpOoIyCHaJ Jj03aTa B pAaMKHUTE Ha 6 Jaca Mpeu cieaBaiiara, TOi/Ts TpsoBa
7la € MHCTPYKTUPAH Ja U34aKka pueMa Ha cielBallaTa 103a JaKo3aMua B 00NYaifHOTO Bpeme 110
rpaduk. [TarmenTrure He TpsAOBa Ja MpHEMaT JBOMHA /103a.
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IOnomm u nena ¢ rerjo 50 kg nian noseve, H BL3PACTHH

Hauanna no3a Turpupane MakcuMajiHa npenopbyMTeHA 1032
(HapacTBaIIH
CTBIIKH)
Monotepanus: 50 mg 18a IbTH 50 mg nBa Momnotepanus: 10 300 mg 1Ba mpTH
naesHo (100 mg/men) mwim 100 mg I'BTU JTHEBHO nHeBHO (600 mg/neH)
nBa IbTU AHEBHO (200 mg/neH) (100 mg/nen)
Ha cenMuuyan | JombaBama tepanus: 1o 200 mg nBa
JonbaBama tepanus: 50 mg 1Ba | WHTEpBaIN et qHEBHO (400 mg/nen)
bt qHEBHO (100 mg/neH)

AJITepHATHBHA MbPBOHAYAIHA 103MPOBKAa* (AKO € IIPIIIOKIMO):
200 mg equHUYHA HaTOBapBalla /103a, nocieasana ot 100 mg aBa meTH qHEBHO (200 mg/meH)

*HaToBapBaia 103a MOKe JIa Ce 3alovHe Ha MAlHeHTH B CUTYAIlNH, IPH KOUTO JIEKapsAT OMpPEIENs, e ce TapanTupa Obp30 MOCTHIaHe
Ha CTAIMOHAPHA [UIa3MeHa KOHLICHTPALMS Ha JIaKO3aMu/l U TepaneBTudeH edekt. Tst TpsabBa qa ce npuiara 1o/ MeJUIUHCKO
HaOJII0/ICHUE TIPY OTYUTAHE HA BEPOATHOCTTA OT MOBUILIEHA YE€CTOTA HA CEPUO3HA ChP/ICUHA APUTMHUS U HEKEJIAHH PEAKL[MU OT CTPaHa
Ha IIEHTpaHATa HepBHA cucTeMa (Bk. Touka 4.8). [IpuiiokeHeTo Ha HATOBapBalla 1032 He € POYYEHO TP OCTPH CHCTOSHUS,
HanpuMep Ipu status epilepticus.

Jdena HABbPIINW/IM 2-TOAMIIIHA BH3PACT M IOHOWIN ¢ TerJio noja S0 kg*

Hauvanna no3za Tutpupane MakcumMaiHa npenopbLYUTEHA 1032
(HapacTBamm
CTBHIIKH)
MomnoTtepanust u fonbaBama | 1 mg/kg nsa MownoTtepanusi:
Tepanus: OBTH IHEBHO |- 110 6 mg/kg Ba MbTH JHEBHO
1 mg/kg nBa IbTH ATHEBHO (2 mg/kg/nen) (12 mg/kg/nen) npu manmenTn > 10 kg
(2 mg/kg/nen) Ha CEIMUYHU 1o <40 kg
MHTEPBAIH - 710 5 mg/kg nBa MbTU THEBHO
(10 mg/kg/nen) npu manmenTn > 40 kg
1o <50 kg

JonmbaBaina Tepanus:

- 1o 6 mg/kg nBa MbTH THEBHO
(12 mg/kg/nen) npu manmenTn > 10 kg
1o <20 kg

- 710 5 mg/kg nBa MbTU THEBHO
(10 mg/kg/nen) npu naumentu > 20 kg
1o <30 kg

- 710 4 mg/kg nBa MbTU THEBHO
(8 mg/kg/nen) npu nanuentu > 30 kg no
<50 kg

FOunowu u oeua ¢ mezno 50 kg unu noseue u ev3pacmuu

Monomepanus (npu 1eyenuemo Ha NAPYUAIHU RPUCTHBAU)

[IpenoppuntenHara HavaiHa 032 ¢ 50 mg nBa ety AHEBHO (100 mg/meH), KOsATO ciie]| eHa ceaMuIia
TpsiOBa J1a ce yBENIMYH JI0 TbpBOHAYAIHA TepaneBTHYHA 1032 100 mg aBa MbTH THEBHO

(200 mg/nHeBHO).

Jlako3zamua Moke ia ce 3anmouHe chio ¢ qo3a 100 mg nea mbtr gHeBHO (200 mg/meH) mo npereHKa Ha
JIeKaps 3a HeOOXOIUMOCTTa OT HaMAJISIBAHE HA MPUCTHITUTE CIIPSMO MOTCHITUAHUTE HEXEIIaHU
peakuuu.
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B 3aBucHMOCT OT OTTOBOpa M HOHOCHMOCTTA, MOAIbprKaIaTa 1032 MOXKe J1a Ob/ie TOMBIHUTETHO
yBeIM4YaBaHa Ha ceIMUYHY nHTepBaiu ¢ 50 mg nBa mptH Ha aeH (100 mg /neH) 1o MakcHUMaTHO
npernopbyuTeaHa qHeBHa no3a 300 mg nBa mbtH Ha neH (600 mg/nen).

[Ipu maumenTy, ToCTUrHAIM 103a Mo-TossiMa oT 400 mg/AeH 1 KOUTO ce HY>KAAsT OT IOITbJIBAII
AHTHETTICTITHYCH JIGKapCTBEH MPOIYKT, TPAOBa /1a ce cra3Ba JO3UPOBKATA MO-0ITy, KOITO Ce
MPenopbYBa 3a JIOMBJIBAIIA TEPAITHSL.

Honwvneawa mepanus (npu aeuenuemo Ha napyuainy RPUCMIU U NPU IeHeHUEMO HA NbPEUUHO
2eHepanu3upaHy MOHUYHO-KIOHUYHI NPUCTBIU)

[Ipenoppuntennata HavyanHa 1o3a ¢ 50 mg aBa mbTH AHEBHO (100 mg/neH), KoATO cliea eAHa CeMHLA
TpsiOBa 1a Ob/Ie MOBUILIEHA 10 HaYaiHa TeparneBTudHa no3a 100 mg nBa meT aueBHo (200 mg/nen).

B 3aBucuMocT 0T HHAMBHya HUS OTTOBOP Ha MALMEHTa, HOAAbPIKALIATA 1032 MOXe Ja Obae
JOITBJTHUTENHO MOBHIIaBaHa Ha ceaMUYHH niepuoau ¢ 50 mg nBa mbtu gHeBHO (100 mg/neH), o
MaKCHMaJTHa MPETophYUTENHA JHEBHA 032 0T 200 mg nBa bty gHEBHO (400 mg/neH).

[Meya om 2-200uwna 8v3pacm u woHowu ¢ meaio noo 50 kg

Jlo3ata ce ompe/elns Bb3 OCHOBA Ha TeJIECHOTO Teriio. Ilopaan ToBa ce ImpernopbyBa 3aloyBaHe Ha
JICYCHUETO ChC CUPOIT M PEMUHABaHEe KbM TaOJICTKH 110 Xkeaanue. Korato ce nmpeanucsa cupo,
no3ara TpsiOBa ja ObJie mocoueHa B equHMIIa 32 o0eM (ml), a He 3a Teryio (mg).

Monomepanus (npu reuenue Ha NApYUATHU NPUCMBIL)

[Ipenopruntennara HavaiHa qo03a ¢ 1 mg/kg aBa mbTH qHeBHO (2 mg/kg/neH) u TpsOBa 1a Obae
yBeNIMUYeHa JI0 HadallHa TepareBTUYHa 032 oT 2 mg/kg nBa mpTH AHEBHO (4 mg/kg/nen) cnen eqna
CeIMHUIIA.

B 3aBHCHMOCT OT OTrOBOpa M MOHOCHMOCTTA, MOAIbpIKAIIATA 1032 MOXKE Ja ObJe JOIBIHUTEIHO
yBenuuaBaHna ¢ 1 mg/kg nBa ety nHeBHO (2 mg/kg/nen) Besika cenmuna. Jlozara TpsioBa na ce
yBEJIM4aBa MOCTENEHHO JI0 TIOCTUIaHe Ha ONTUMAJICH OTroBop. TpsOBa aa ce mpuiara Hall-HUCKaTa
edextuBHa no3a. [Ipu nena ¢ teryo ot 10 kg 1o mo-manko ot 40 kg ce npenopbuBa MakcUMaliHa J103a
1o 6 mg/kg nBa meTu nHEBHO (12 mg/kg/nen). [Ipu nena c termo ot 40 no mo manko ot 50 kg ce
MpernopbyYBa MakcuMainHa no3a 5 mg/kg nea metu gaeBHO (10 mg/kg/nen).

B TabnuuuTe no-10:y ca mpeaocTaBeH! IPUMEPH 3a TOBA KaKbB 00eM OT cuporna TpsidBa Ja ce
npueMe B 3aBUCHMOCT OT NPEINMCaHaTa J103a U TeJIECHO Terio. TouHuAT 00eM oT cupomna ce
M3YUCIISIBA CIIOPE TOYHOTO TEJIECHO TETJIO Ha AeTeTo. M3uncineHuar odem TpsOBa 1a ce 3aKpbIIH 110
Hali-0/IM3KOTO rpalynpaHo JeJIeHNue Ha MEPUTEIHOTO H3eie. AKO U3UHCICHUAT 00eM € o cpeaara
MEKTy JIBE TpayUpaHu JIeNIeHus, TPsOBa J1a ce M3I0JI3Ba 0 TOISIMOTO JeneHue (Bxk. HaunH Ha
MIPIJIOJKEHUE).
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Jlo3u 3a MOHOTEpaIus IIPH JICUCHIE Ha TTAPITUATHA IIPUCTHITH 3a MPUEM JABa MbTH THEBHO TIPH JIETIa,
HaBBPIIWIN 2-TOIUIITHA BB3pacT, ¢ Tersao ot 10 kg 1o nox 40 kg

Cenmura Cenmuna | Cegmuna 2 | Cenmuna 3 Cenmuna | Ceamuna | Ceamuna 6
1 4 5
[Ipenmucana | 0,1 ml/kg | 0,2 ml/kg | 0,3 ml/kg 0,4 ml/kg | 0,5 ml/kg | 0,6 ml/kg
7032 (1 mg/kg) | (2 mg/kg) | (3 mgkg) (4 mg/kg) | (5 mg/kg) | (6 mg/kg)
Hauanna Maxkcumanna
J103a MperopbYNTETHA
J103a
[Ipenopruntento cnpuHIioBka ot 10 ml 3a otMepBane Ha obem mexay 1 ml u 20 ml
H3JIeIne: *MmepurenHa gamka ot 30 ml 3a otmMepBane Ha 00eMm, mo-roiasM ot 20 ml
Termo O6eM, KOHTO 1a ce MPUIIOKH
10 kg 1 ml 2 ml 3 ml 4 ml 5ml 6 ml
(10 mg) (20 mg) (30 mg) (40 mg) (50 mg) (60 mg)
15 kg 1,5 ml 3ml 4,5 ml 6 ml 7,5 ml 9ml
(15 mg) (30 mg) (45 mg) (60 mg) (75 mg) (90 mg)
20 kg 2 ml 4 ml 6 ml 8 ml 10 ml 12 ml
(20 mg) (40 mg) (60 mg) (80 mg) (100 mg) (120 mg)
25kg 2,5ml Sml 7,5 ml 10 ml 12,5 ml 15 ml
(25 mg) (50 mg) (75 mg) (100 mg) (125 mg) (150 mg)
30kg 3ml 6 ml 9 ml 12 ml 15 ml 18 ml
(30 ml) (60 mg) (90 mg) (120 mg) (150 mg) (180 mg)
35kg 3,5ml 7 ml 10,5 ml 14 ml 17,5 ml 21 ml*
(35 mg) (70 mg) (105 mg) (140 mg) (175 mg) (210 mg)

3a o6em mexay 1 ml u 20 ml, manueHTHT TpsiOBa J1a ObJic HHCTPYKTUPAH J1a U3MI0JI3BA CIIPUHIIOBKA 32
niepopaiHu Gopmu ot 10 ml
* 3a o6em Hax 20 ml, mauueHTHT TpsiOBa 1a Ob/ie MHCTPYKTHUPAH /1a U3M0JI3Ba MEPUTEIHATA YalllKa OT

30 ml.

J1031 3a MOHOTEpANHS TIPH JIEYEHHE HA IAPIUATHY TIPHCTHIIM 32 IPUEM ABA IbTH THEBHO TIPH
Jena u "oy ¢ Terio ot 40 kg no mox 50 kg

Cenmura Cenmuna 1 Cenmuna 2 Cenmuria 3 Cenmurna 4 Cenmuna 5
[Ipenmucana | 0,1 ml/kg 0,2 ml/kg 0,3 ml/kg 0,4 ml/kg 0,5 ml/kg
1103a (1 mg/kg) (2 mg/kg) (3 mg/kg) (4 mg/kg) (5 mg/kg)
Havanna no3a MakcumaiHa
MpenopbYUTENHA
Jo3a

[IpenopbunTETHO MEPUTEITHO

Crpunnoska ot 10 ml 3a ormepBane Ha ooem mexay 1 ml u 20 ml

n3JIenme: *Meputenna damka ot 30 ml 3a oTMepBaHe Ha 00eM, ITO-TOJISIM OT
20 ml
Termno ObeM, KOUTO J1a ce MPHIIOKH
40 kg 4 ml 8 ml 12 ml 16 ml 20 ml
(40 mg) (80 mg) (120 mg) (160 mg) (200 mg)
45 kg 4,5 ml 9 ml 13,5 ml 18 ml 22,5 ml*
(45 mg) (90 mg) (135 mg) (180 mg) (225 mg)

1
( )IlompOBKaTa TpH 1oHOIN ¢ Teryno 50 kg uam mosede e chpIaTa, KAKTO IPH BB3PACTHHUTE.

3a o6em mexay 1 ml u 20 ml manmeHTHT TpsOBA 1a OBbJIe MHCTPYKTHPAH Jia U3IO0JI3Ba CIPUHIIOBKA 32
nepopaiau Gopmu ot 10 ml.
* 3a o0em Hax 20 ml, manueHTHT TpsiOBa 1a Ob/ie MHCTPYKTHUPAH J1a U3M0JI3Ba MEPUTEITHATA YaIllKa OT

30 ml.
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Honwvisawa mepanus (npu eueHue Ha NbPEUYHO 2eHEPATUIUPAHU MOHUYHO-KIOHUYHU NPUCTIOIU HA
HABBPUIUIU 4-200UHA 8b3PACT UIU 34 JIeYeHUe HA NAPYUATHU NPUCIBAU HA HAGBPULUIU 2-20OUULHA
8v3pacm)

[Ipenoppuntennara HavaiHa fg03a € 1 mg/kg aBa meT mHeBHO (2 mg/kg/nen), kosTO TpsAOBa 1a ce
YBEJIMYH JI0 HayallHa TeparneBTUYHA Jo3a oT 2 mg/kg nBa mbTu AHEBHO (4 mg/kg/neH) cien eqHa
ceIMHUIIA.

B 3aBucHMOCT OT OTTOBOpa M HOHOCHMOCTTA, MOAIbPIKAIIaTa 1032 MOKE JOIBIHUTEIHO /1a Obe
yBenuuaBana ¢ 1 mg/kg nBa mptu nHeBHO (2 mg/kg/nen) Besika cenmuna. Jlozara TpsioBa na ce
yBeIMYaBa IIOCTEIIEHHO, JJOKATO CE OCTUTHE ONTUMAIIHHAT OTroBOp. Tpsa0Ba ma ce n3nosBa Haii-
HHCKaTa eeKTUBHA 103a. [lopaau NOBUIIEHNS KIMPHHC B CPAaBHEHHE C TO3M IIPU BB3PACTHU, IPU
neuna c terso ot 10 kg mo mo-manko ot 20 kg ce mpenopbyBa MakcuMaiHa g03a 10 6 mg/kg nBa mbTH
nHeBHO (12 mg/kg/nen). [pu nena ¢ Terno ot 20 mo 30 kg ce mpenopbuBa MakcuMaiHa j1o3a 5 mg/kg
nBa bty aHEBHO (10 mg/kg/nen), a mpu nera ¢ Tersio ot 30 mo mo manko ot 50 kg ce mpenoppuBa
MakcumaiHa ao3a 4 mg/kg nBa ety nHEBHO (8 mg/kg/neH), BbIPEKH Ye B OTBOPEHH MPOYYBAHUS
(BmxTe TOoukH 4.8 1 5.2), Ipu MaIrbK OpOii JeTia OT MmocIieAHaTa TpyIia € U3MMoI3BaHa 103a 10 6 mg/kg
nBa bTH AHEBHO (12 mg/kg/nen).

B TabmuuuTe mo-a0i1y ca npeocTaBeH! MpUMEpH 32 00EMHH €IMHUIIN CUPOIT Ha IIPHEM B 3aBHCUMOCT
OT IpeJIKcanara 03a 1 TelIecHo Tero. ToYHusIT 00eM OT CHpOIa ce W3YUCIIsIBa CIOPE] TOYHOTO
TEJIECHO TETJIO Ha JieTeTo. M3uucnenuar ooeM TpsiOBa fa ce 3aKpbINK A0 Hall-0JIM3KOTO TpagynpaHo
JeJIeHHe Ha MEPUTETHOTO U3/ieNIe. AKO IIPECMETHATHUAT 00eM € 110 cpeliaTa M1y JIBe TpagyHpaHu
AeneHus1, TpsIOBa J1a ce U3I0JI3BA 110 TOJISIMOTO JICJICHHE.

Jlo3u mpu nombiBaiia Tepanys 3a npueM ABa MbTH AHEBHO IIPH J1e11a, HABBPIIWIN 2 TOJUHH € TErJ0
ot 10 kg no mox 20 kg

Cenmuna Cenmuna 1 | Cenmuna 2 | Cenmunia 3 | Cenmunia 4 | Cenmuna 5 | Cenmuna 6

[Mpeamnucana | 0,1 ml/kg 0,2 ml/kg 0,3 ml/kg 0,4 ml/kg 0,5 ml/kg 0,6 ml/kg

Jo3a (1 mg/kg) (2mg/kg) | 3mgkg) | (4mgkg) | (5mgkg) | (6mgkg)
Havanna Makcumanna
7032 npenopbYn-

TEJIHA 1038
IIpenoppunTenHO U3AETHUE: Crpunnoska ot 10 ml 3a otMepBane Ha obeM Mexay 1 ml u
20 ml

Terno O0beM, KOHTO J1a ce TIPUIIOKU

10 kg 1 ml 2 ml 3 ml 4 ml 5 ml 6 ml
(0mg) | Q0mg) |(G0mg |(A0mg |(S0mg) | (60mg)

12 kg 1,2 ml 2,4 ml 3,6 ml 4,8 ml 6 ml 7,2 ml
(12 mg) (24 mg) (36 mg) (48 mg) (60 mg) (72 mg)

14 kg 1,4 ml 2,8 ml 4,2 ml 5,6 ml 7 ml 8,4 ml
(14 mg) (28 mg) (42 mg) (56 mg) (70 mg) (84 mg)

15 kg 1,5 ml 3ml 4,5 ml 6 ml 7,5 ml 9 ml
(15 mg) (30 mg) (45 mg) (60 mg) (75 mg) (90 mg)

16 kg 1,6 ml 3,2 ml 4,8 ml 6,4 ml 8 ml 9,6 ml
(l6mg) | (32mg) | (48mg) | (64mg) | (80mg) | (96 mg)

18 kg 1,8 ml 3,6 ml 5,4 ml 7,2 ml 9 ml 10,8 ml
(18 mg) (36 mg) (54 mg) (72 mg) (90 mg) (108 mg)
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Jlo3u ipu mompJBaIa Teparnys 3a MPUeM IBa MbTH JTHEeBHO 1pH nenia ¢ TerJio ot 20 kg no mox 30 kg

Cenmura Cenmuma | Cenmmuma 2 Cenmuna 3 Cenmura 4 Cenmura 5
1
[Ipennucana 0,1 ml/kg | 0,2 ml/kg 0,3 ml/kg 0,4 ml/kg 0,5 ml/kg
n03a (1 mg/kg) | (2 mg/kg) (3 mg/kg) (4 mg/kg) (5 mg/kg)
Havanna Makcumansa
7032 MPEeNOPbYUTETHA
7032
[Ipenoppuntento mepurenno  Cropunioska ot 10 ml 3a ormepBane Ha o6em Mexay 1 ml u 20 ml
u3Jenue:
Termo O06eM, KONTO Ja ce IPHUITOKHI
20 kg 2 ml 4 ml 6 ml 8 ml 10 ml
(20 mg) (40 mg) (60 mg) (80 mg) (100 mg)
22 kg 2,2 ml 4,4 ml 6,6 ml 8,8 ml 11 ml
(22 mg) (44mg) (66 mg) (88 mg) (110 mg)
24 kg 2,4 ml 4,8 ml 7,2 ml 9,6 ml 12 ml
(24 mg) (48 mg) (72 mg) (96 mg) (120 mg)
25kg 2,5ml Sml 7,5 ml 10 ml 12,5 ml
(25 mg) (50 mg) (75 mg) (100 mg) (125 mg)
26 kg 2,6 ml 5,2 ml 7,8 ml 10,4 ml 13 ml
(26 mg) (52 mg) (78 mg) (104 mg) (130 mg)
28 kg 2,8 ml 5,6 ml 8,4 ml 11,2 ml 14 ml
(28 mg) (56 mg) (84 mg) (112 mg) (140 mg)

Jo3u npu jombiiBalla Tepamnus 3a MPpUeM JIBa TbTH IHEBHO 1pu jena ¢ TerJio ot 30 kg no mox 50 kg

CegMurna Cenmumna 1 Cenmurna 2 Cenmurna 3 Cenmuna 4

[Ipenmucana 0,1 ml/kg 0,2 ml/kg 0,3 ml/kg 0,4 ml/kg

7032 (1 mg/kg) (2 mg/kg) (3 mg/kg) (4 mg/kg)

Hauanna noza Maxkcumanna

MIpeTnopbYNTETHA
J103a

[IpenopbYNTEIHO MEPUTEITHO Crpusnioska ot 10 ml 3a ormepBane Ha 00eM Mexay 1 ml u

W3JIenme: 20 ml

Termo O6em, KOITO /1a ce IPUITOKU

30kg 3 ml (30 mg) 6 ml (60 mg) 9 ml (90 mg) 12 ml (120 mg)

35kg 3,5 ml (35 mg) 7 ml (70 mg) 10,5 ml (105 mg) | 14 ml (140 mg)

40 kg 4 ml (40 mg) 8 ml (80 mg) 12 ml (120 mg) 16 ml (160 mg)

45 kg 4,5 ml (45 mg) 9 ml (90 mg) 13,5ml (135mg) | 18 ml (180 mg)

3anousane na nevyenue ¢ ]ZCIKOS’CLMMO C Hamoesapeawa 003(1 (HallaﬂHa MOHOmMepanus uiu npemMuHaeane
KbM MOHOmMepanus 6 j1je4eHuemo Ha napyuaiin npucmvnu uiu 00nbﬂ6ama mepanusl 6 1e4eHuemo Ha
NapyuaIHu NPUCMvbNU, ULU OONBABAWA MEPANUSL 8 IeYEHUEMO HA NbPBUYHO 2eHePATUSUPAHU
MOHUYHO-KIIOHUYHU npucmbnu)
[Ipu roHOIM U nena ¢ terso S0 kg 1 moBeye, KaKTO U IPHU BB3PACTHH, JICUEHHE C JTAKO3aMUI MOXKE J1a
Ce 3all0vHe CHIT0 ¢ eAMHNYHA HaToBapBaria 103a 200 mg, mocieaBaHa mpuomm3uTenHo 12 gaca mo-
KkbcHO OT 100 mg aBa mbTH qHEeBHO (200 mg/meH) KaTo Mo IbpKalla cxema Ha jedeHue. [locnenBamnm
KOPEKLIMH Ha J103aTa TpsiOBa /1a ce MpaBsAT ChITIACHO MHIMBUILYaTHUS OTTOBOP U MHAUBHyaHATA
MTOHOCUMOCT, KaKTo € onrcaHo nmo-rope. C HaTOBapBaila /1032 MOXKE J1a Ce 3all0YHe PH MAIeHTH B
CUTYaIliH, KOraTo JIEKapsIT MpeneHu, ue Obp30TO JOCTUTAHE Ha CTAIlMOHAPHA TTa3MEeHa KOHIIEHTPAITHS
Ha JIJAaKO3aMUJ U TepalieBTHYCH eeKT € OCHOBaTeNHO. T TpsiOBa 1a ce mpuiiara no JeKapcKo
HaOJIoEHNE, KaToO ce B3eMe 0] BHUMaHHE Bb3MOKHOCTTA 32 IOBUIIIEHA YECTOTa Ha CEPUO3HA
ChpJIeUHa apUTMHUS U HEXKETIAHUTE PEeaKIMK OT CTpaHa Ha [eHTpaTHaTa HepBHA cHcTeMa (BXK.
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touka 4.8). [IpuaraneTo Ha HaTOBapBalla /103a HE € MPOYUYEHO IMPU OCTPH CHCTOSHUS KaTO CTaTyC
CTHJICTITUKYC.

Cnupane na neuenuemo

[Tpn HEOOXOAMMOCT OT CITpaHe Ha JIAKO3aMHJ] € MPENophyUBa CeIMHYHATA 1032 Ja Ob/Ie TIOCTETIEHHO
HamaisiBaHa Ha cThIKY 10 4 mg/kg/nen (3a maruentu ¢ terno mo-manko ot 50 kg) mmm ¢ 200 mg/nen
(3a manuenTH ¢ Terno 50 kg wim noeue) 3a NanueHTH, KOUTO IPUEMAT J103a JaK03aMH]l ChOTBETHO

> 6 mg/kg/nen nnm > 300 mg/nes. I1o MEAUIMHCKY IPUYMHY € JOIYCTHUMO U I10-0aBHO IOHMKaBaHE
Ha CeIMUYHHTE 1031 Ha cThIkHu 1o 2 mg/kg/nen wnm 100 mg/nen.

[Ipu manueHTH, KOUTO Ca Pa3BUIIM CEPHO3HA ChpJICYHA apUTMUS, TPSOBA J1a CE HAIIPAaBH OIICHKA Ha
KIIMHUYHATA T10J133/PUCK U IPH HEOOXOIUMOCT TpIOBa /1a ce MpeKpaTy mpreMa Ha JaK03aMHu/I.

Crenuainy DomyJIanun

Cmapuecka ev3pacm (8v3pacm Hao 65 200uHu)

He e HeoOxoa1Mo MoHMWKaBaHe Ha 103aTa IPH MAMEHTH B cTapuecka Bb3pacT. CBBP3aHOTO C
BB3pACTTa NOHKEHNE Ha ObOpeuHus KInphHC ¢ noBumeHne Ha HuBata Ha AUC TpsOBa na ce uma
TIpeIBU/I TIPH TIAIIMEHTH B CTapyecKa Bb3PacT (BXK. cleaBamus maparpad ,,050pedHo yBpexaane” u
Touka 5.2). ChlIecTBYBaT OTpaHUYCHU KIMHUYHM JaHHH 33 TAIUEHTH B CTapuecka Bh3pacT ¢
SIUJICTICHS, CTICIIUAITHO Ha 103U no-roemu ot 400 mg/nen (Bxk. Touku 4.4, 4.8 u 5.1).

bvopeuno yepescoane

He e HeoOxoauMo ajgantupaHe Ha /103aTa MPH Bb3PACTHU U NEAUATPUYHH MAITUSHTH C JIEKO JI0
ymepeHo 060pedno yBpexaane (CLcr >30 ml/min). Ilpu nennatpuyaan namuedtn ¢ terno 50 kg nmm
MOBEYE U MPH BB3PACTHH MALIMEHTH C JIEKO 0 YMEPeHO ObOpPEYHO YBpexAaHe, MOXKE Aa ce€ 0OMUCITH
3a IpuIIarane Ha HatoBapBaiia 03a 200 mg THeBHO, HO OBACHIO THTpUpPaHe Ha jo3ara (>200 mg
JTHEBHO) TpsIOBa J1a ce M3BBPIIBA C TIOBUIIIEHO BHUMaHue. [Ipu neanatpudnu ¢ Terio 50 kg nm
MOBEY€e U NPH BB3PACTHH MALMEHTH ¢ TeXK0 ObOpeuHo yBpexkaane (CLcr <30 ml/min) unu
TepMHUHAIHA OBOpPEeUHa HEIOCTATHYHOCT € MPENOPbUNTESIHA MaKCHUMaJTHA J103a 250 mg THEBHO U
TUTpUpaAHE Ha J103aTa TPpsiOBa Jia ce M3BBPIIIBA C MOBUILICHO BHUMaHHE. AKO € HE00X0[uMa
HaTOBapBallla 1034, [IPe3 IbpBaTa ceIMHIa TPsAOBa Aa ce n3noia3Ba HayanHa go3a 100 mg, mocieaBaHa
ot 103a 50 mg nBa mbTH AHEBHO. IIpu nmeaMaTpUYHU MAMEHTH ¢ TerIo no-Maiko oT 50 kg ¢ Texko
0u0peuno yspexaane (CLcr < 30 ml/min) u ipu Te3u ¢ TepMuUHaTHa ObOpEUHA HEOCTATHYHOCT CE
IpenopbyuBa HaMaJsiBaHe Ha MaKCUMaJHaTa 103a ¢ 25%. IIpu BCHuKy NanueHTH, KOUTO Ce HyXKIasT OT
XEeMOJIaJIn3a, ce MpenopbuBa 1obassHe Ha 10 50% OT onpeeneHara IHEBHA 1103, HEIOCPEACTBEHO
Cclle/l MPUKJIIOUBaHe HA XeMouanu3ata. JledeHue Ha MalueHTy ¢ TepMuHainHa Ob0peyHa
HEJIOCTaThYHOCT TPAOBA J]a C€ M3BHPILBA C TOBUIICHO BHUMAaHHUE MOPAIX MAIKHsI KIMHAYEH OMUT U
KyMyJIMpaHe Ha MeTa0onuTa (C HeM3BecTHA (PapMaKOIOTH4HA aKTUBHOCT).

Yeprodpobno yepescoare

[IpenoppuBa ce makcumanHa 1o3a 300 mg THEBHO MpH NeIMaTPUYHK NanueHTH ¢ Terao 50 kg nm
MoBeYE U MPH BB3PACTHH MAILMEHTH C JIEKO JI0 YMEPEHO YE€PHOIPOOHO yBpeKIaHE.

Tutpupanero Ha 103aTa P TE€3W MAUEHTH TPSIOBa Ja ce M3BBPIIBA C TOBUIIEHO BHUMaHHE, KaTo ce
MMa MpeaBU U Bb3MOKHOCTTA OT ChIIBTCTBALIO OBOpeyHo yBpexaaHe. [Ipu roHOImN 1 BB3PacTHH C
terno 50 kg wim nmoBeue Moske J1a ce 0OMHCIM TpuIaraHe Ha HatoBapBaia 1o3a 200 mg, Ho Obaerio
TATpHUpaHe Ha go3ata (> 200 mg qHeBHO) TpsAOBa /1a ce M3BHPINBA C TIOBUIIICHO BHIMaHKe. B3 ocHOBa
Ha JIAHHU 32 BB3PACTHU, MIPU MEeJUATPHYHH TAUEHTH C TETII0 Mo-Maiko oT 50 kg ¢ jeko 10 ymepeHo
TEXXKO YEPHOJIPOOHO yBpeXJaHe TPsAOBa Aa ce MPUIOKH HaMalsiBaHE Ha MaKCHMaJlHaTa 103a ¢ 25%.
dapMakOKMHETHKATa Ha JIAKO3aMUJ HE € MMPOyYBaHa MPH MAIMEHTH C TEXKO YEPHOIPOOHO yBpeXKIaHe
(Bx. Touka 5.2). Jlakozamun TpsiOBa n1a ce IMpuiIara Ipu Bb3pacTHH | ITeTAATPHIHHN TAITUECHTH C TEKKO
4epHOAPOOHO YBpEXKAaHe, CaMO KOraTo ce MPeLeHH, Y¢ OYaKBAHUTE TEPATICBTUYHH MOJI3U
HaJBHILIABaT Bb3MOKHUTE pUCKOBE. MoxXe J1a ce Hal0kKM KOPUTHpaHe Ha J103aTa, KaTO BHUMATEITHO Ce
Ha0JII01aBa AKTUBHOCTTA Ha 3a00JISIBAHETO U BE3MOXKHUTE HEXKETaHH PEaKIMU Ha MAIUeHTa.
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IlenuarpuyHa momyJanus

He ce npenoppuBa ynorpeda Ha Jlako3aMUJT 3a JICUCHHE HA ITBPBUYHO IeHEPATH3UPAHU TOHHUYHO-
KJIIOHMYHU MPUCTBITU MPH JIela Mo 4-TOIUIITHA Bh3pacT U 3a JICYCHUE Ha MapIMaIHU IPUCTHITU MPU
Jietia o1 2-roIUITHA BB3pacT, Thil KaTO JAHHHUTE 32 0€30IaCHOCT M 32 €(PUKACHOCT B T€3U BH3PACTOBH
TPy ca OTPaHUYCHH.

Hamosapeawa 003a
[Mpunaranero Ha HaTOBapBallia J103a HE € MPOYYBAHO MpH JAena. M3mon3BaHeTo Ha HATOBapBaIla 1032

HE ce NpenophUBa NPy FOHOIIM U Aela ¢ Tero mo-manko ot 50 kg.

HauuH Ha mpuoxeHue

Jlako3aMu/1 CHpOII Ce IpUeMa MepOPaHo.

Byrunkara, ceappikama Vimpat cuporr, TpsiOBa f1a ce pa3kiaTta 4o0pe npeau ynorpeda. Jlakozamua
MOXe Jla ce IpueMa CbC Win 0e3 XpaHa.
Jlako3aMuz cupor ce mpezsara c:

- MepurenHa yamka ¢ ooem 30 ml. Eqna meiiHa MepuTenna gamka (30 ml) orroaps Ha 300 mg
nako3aMua. MEUHUMAaTHHAT 00eM € 5 ml, koeTto oTroBapst Ha 50 mg nako3amua. OT eaHO
rpaxyupaHo jeneHue 5 ml 10 BCSAKO ClIeBAIIO AeJIeHHe ce OTMepBaT 5 ml, KoeTo ce paBHABa Ha
50 mg nako3zaMu;

- cnpuHnoBka ot 10 ml 3a nepopanau ¢popmu (4epHU rpagyupaHu AefieHns) ¢ axantop. Enna
'bJTHA CIIPUHIIOBKA 32 nepopaiHu Gopmu (10 ml) otroBaps Ha 100 mg nakozammu.
MunumanHuAT 00eM 3a n3terisiHe € 1 ml, koeto ce paBasBa Ha 10 mg nmakozamua. OT exHO
rpagyupano aenenne 1 ml 1o Besko cienaio aeneHue ce ormepnar 0,25 ml, koeTo ce paBHsIBa
Ha 2,5 mg JaKTo3aMu,.

JlexapsT TpsiOBa ga MHCTPYKTHpA HMAalMEHTa OTHOCHO TMTOIXO/ISIIOTO 32 yIOoTpeda MEPUTETHO U3JeITHE.
Axko HeoOxoauMaTta j103a € Mexay 10 mg (1 ml) u 100 mg (10 ml), Tps6Ba na ce uznon3sa
cnpuHioBkaTa ot 10 ml 3a nmepopaiau Gpopmu.

Axko HeoOxonuMmara n1o3a e Mexay 100 mg (10 ml) u 200 mg (20 ml), cnpuniokara ot 10 ml 3a
nepopaiinu Gpopmu TpsOBa Ja ce U3I0JI3Ba JBa IHTH.

Axko HeoOxonnMara f1o3a e moseue ot 200 mg (20 ml), TpsabBa ia ce U3MOI3Ba MEpUTEITHATA YalllKa OT
30 ml.

Jlo3zara TpsiOBa j1a ce 3aKpBIVIM J0 HAl-0JIM3KOTO rpayupaHo AciIcCHHE.

WucTpykuuuTe 3a ynorpeba ca mpeocTaBeH! B IUCTOBKATA.

4.3 IIporuBomoka3zaHus

CBpBXUyBCTBUTEITHOCT KbM aKTHBHOTO BEIIECTBO MJIM KbM HSIKOE OT IIOMOILIHUTE BEILECTBA,
n30poeHu B Touka 6.1.

JlaHHU 3a BTOpa WM TpETa CTEIIEH Ha aTpHOBEHTpUKYJIapeH (AV) O1oK.
4.4 Chneuuajanu mpeaynpeskaeHus U NpeANna3sHy MepKH NMpHU ynoTpeda

CyuimaHa naeaius M HOBEIEHUE

CywuimHa ueays u MoBeIcHUE ca ChOOIaBaHU TIPH MAIUEHTH, JICKYBaHU C aHTUETTHIICTITHYHN
JISKapCTBEHU MIPOAYKTH TI0 pa3IMYHU TToKa3aHus. MeTa aHanu3 Ha paHJOMU3HPaHH, TUIane0o0-
KOHTPOJIMPaHHU KIMHUYHA TPOYIBAHUS Ha AaHTHETIHIICITHIHH JICKAPCTBEHU MTPOIYKTH CHINO MTOKa3Ba
MaJIbK, HO ITOBHUIIIEH PUCK OT CYHIIMIHA HCAITHS U MOBeAeHNE. MeXaHN3MbT Ha TO3M PHUCK HE € SICCH U
HaJTUYHUTE JAHHU HE U3KIIOYBAT Bb3MOXKHOCTTA 32 MOBUILEH PUCK MPH JTAKO3aMU/I.

3aToBa ManMEHTHTE TPSAOBA 1a OBAAT MPOCIEAIBAHH 3a IPU3HAIIN Ha CYUIIUIHA HICAIHS U TOBEICHUE
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U TpsIOBa J1a ce MpeanprueMe ChOTBETHOTO jeueHue. Ha manuentuTe (1 XopaTta, KOUTO CE TPHIKAT 3a
TSAX) TpsIOBA Ja ce 00bpHE BHUMAHUE JIa MOTHPCAT JICKAPCKU CHBET, B CIIy4ail 4e ce MOSABAT MPU3HAIU
Ha CYUIIMJIHA WJIeallns U MOBeAcHHE (BXK. Touka 4.8).

CoplieyeH pUTHM U IIPOBOANMOCT

[To BpeMe Ha KIMHUYHUTE IPOYYBaHUS € HaOII0JaBaHO CBBP3aHO C 103aTa yabKkaBane Ha PR-
HHTEpBaJa IpY IpUIarane Ha jako3amug. Jlakozamun TpsiOBa fa ce mpuiiara ¢ MOBHUILIEHO BHUMaHHE
IIPY TALMEHTH C MOUIeKALIM IPOAPUTMUYHHU ChCTOSIHHSA, KAaTO MALMEHTH C U3BECTHHU NIPOOJIeMH Ha
Chbp/ICYHATA ITPOBOJMMOCT HIIM TEKKO CHPAEYHO 3200 IsiBaHe (HAIp. HCXeMUs/MH(apKT Ha MUOKAp/a,
Chbp/ICYHA HEJOCTATHUYHOCT, CTPYKTYPHO ChPACYHO 3a00JIsIBaHE WK ChPJACYHH HATPHUEBH
KaHAJIOATUH) WU NALMEHTH, JIEKYBaH!U C JIEKAPCTBEHH IIPOAYKTH, 3acsrallld ChpaedHaTa
MIPOBOANMOCT, BKIIFOUUTETHO aHTUAPUTMHUYHH CPEICTBA M AaHTUEIMIICITHYHY JIEKAPCTBEHU IPOAYKTH,
ONOKHpaI HAaTPUEBHUTE KaHaIH (BXK. TOUKa 4.5), KaKTO U TP MallEHTH B CTapuecKa Bb3pacT.

[Ipu Te3n nmarmenTy TpssOBa na ce oomucn nm3pbpiiBane Ha EKI npean yBennuenne Ha no3aTta Ha
nmako3amua Hag 400 mg/meH U cnex KaTo JaKo3aMHJl Ce TUTPHUPA JI0 CTAIMOHAPHO ChCTOSIHHE.

B nnanie60-koHTpoONIMpaHnuTe KIMHAYHU IPOYUBAHUS C JJAKO3aMHUJ IIPY NALMEHTH C SIIICTICHS HE Cce
cboOIIaBa 32 NPEACHPAHO MBKACHE HIIH TPENTEHE, HO Ce ChOOIaBa B OTBOPEHH IIPOYUYBAHHUS 32
SMUJIETICUS U [IPH TOCTMAaPKETHHTOBHS OIHT.

B moctmapkeTHHroBHS OnUT UMa choOIeHne 32 AV 610K (BKIIoUUTETHO AV OJIOK BTOpa CTETIeH WIIH
no-Bucoka). [Ipy manmeHTn ¢ MpoapuTMUYHU CHCTOSHHSA € ChOOIIEHa BEHTPUKYJIapHa TaXUAPUTMHUSI.
B penku cnydau Te3u cCbOUTHS ca JOBENHU 10 aCHUCTOIUS, ChbPACUYCH apecT U CMBPT IIPH NAIUEHTH C
TIOJISKAIIH IPOAPUTMUYHH CHCTOSHHS.

[TaruenTure TpsOBa J1a ca 3aM03HATH ChC CUMIITOMMTE Ha ChPIICYHA apuTMUs (HaIp. 0aBeH, Obp3 WK
HEpaBHOMEPEH ITYJIC, MAIMUTAIUH, 331yX, 9yBCTBO Ha 3aMasiHOCT, pUMaabK). [lanmenture TpsioBa na
ce MOCHBETBAT JIa THPCAT HE3a0aBHO MEIMITUHCKA TTOMOII], aKO TE€3U CUMIITOMH CE MOSIBSAT.

3amasHOCT

JleueHueTo ¢ 1aK03aMu/I Ce CBBP3BA ChC 3aMAsTHOCT, KOSTO MOYXE Ja MOBHUIIIH CITyYauTe Ha CIIy4aifHO
HapaHsBaHEe WM TaJiaHe. 3aTOBA Ha MAIUEHTUTE TPIOBa J1a ce 00bpHE BHUMaHUE J1a ObJaT 0COOCHO

BHUMATEJHH, JOKAaTO pa30epaT MOTEHIHATHUTE e(heKTH Ha JIEKapCTBOTO (BX. TouKa 4.8).

IToreHiman 3a BE300HOBSIBAHE WIIM BIOIIABAHE HA MUOKJIOHWYHH OPpUCTHIIN

Cpo011eHo € Bb300HOBSBaHE WM BIOIIABAHE HA MUOKJIOHMYHH NMPHUCTHIIN KAaKTO IPH BB3PACTHH, TaKa
u npu neauarpuuay nanueHtu ¢ II'TKII, no-cnenuanno no Bpeme Ha tTuTpupane. [Ipu nanueHTu ¢
MOBeYe OT €AWH THUII MPUCTHITN HAOMIOIaBaHUTE ITOJI3H OT KOHTPOJIMPAHETO HA MPUCTHIT OT €AMH THUI
TpsiOBa J1a ce ChIIOCTaBH ¢ BCHYKM HAOJI0OaBaHy MMPU3HALM HA BJIOIIABAHE 10 OTHOIICHUE Ha MIPUCTHIT
OT IpYT THIL.

HOTCHLII/IaJ'I 3a CJICKTPO-KIMHWYHO BJIOIIIABAHEC ITPH CHCL[I/Id)I/I‘lHI/I CHHAPOMH Ha NNEAMATPHUYIHA
CIIMIICTICHA

be3onacHocTTa 1 €hUKACHOCTTA HA JTAKO3aMHUI TIPH MeTUATPUYHHA MAIMEHTH ChC CHHIPOMH Ha
EIUIICTICUS, IPH KOUTO € Bh3MOXKHO €JHOBPEMEHHO CHIIIECTBYBaHE Ha ()OKATHU U TeHEPATH3UPAHU
MPUCTHIIN, HE € YCTAHOBEHA.

ITomorau BCIICCTBA

Tomownu seujecmaa, Koumo moeam 0a RPUYUHAM HENOHOCUMOCTI

Vimpat cupor cbabpka HaTpUEB METHIT mapaxuapokcuoen3oat (E219), KolTo € Bb3MOXKHO Aa
MPUYUHY aJISPTUYHU PEaKInu (BEPOSITHO OT 3a0aBEH BUJ).

Vimpat cuporn ceabspka copouron (E420). IammenTy ¢ pekn HACIeACTBEHH 3a00/IsIBaHUS KaToO
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HETIOHOCUMOCT KbM (PpyKTO3a He TpsIOBa Jia mpreMaT ToBa jiekapcTBo. COpOUTONBT MOXKE J1a IPUIHNHH
CTOMAIITHO-YPEBEH AUCKOMGOPT 1 JICK JIAKCATHBEH CEKT.

Vimpat cupon ceabpka aciaptam (E951), koliTo € M3TOYHUK Ha (PCHUIAIAHUH, KOETO € Bh3MOXKHO Ja
HaBpeIX Ha MalMeHTH ¢ (SHITKETOHYpHs. JIMIICBAT KAaKTO KIIMHUYHHU TaKa M HEKJIMHUYHY JJAHHU 32
ynotpebara Ha acapTaM IpH KbpMadeTa oJ| 12 ceaqmudHa Bb3pacT.

Vimpat cuporn cbaspska npormmieHr ko (E1520).

Cvovporcanue na Hampuil
Vimpat cupon ceabpxa 1,42 mg HaTpuit Ha ml, kouto ca exBuBanenTHH Ha 0,07 % ot
npenopbunteanus oT C30 MakcUMalieH JTHEBEH NPUEM OT 2 g HaTpHl 3a Bh3pacTeH.

Cvovpoicanue na Kaaui
ToBa nexapcTBO Chabprka Kanuii, mo-maiko ot 1 mmol (39 mg) Ha 60 ml, T.e. npakTHYECKH HE
ChABPKA KaJIuH.

4.5 Bs3aumogeiicTBHe C APYId JIEKAPCTBEHHU NMPOAYKTHU U APYru (popmu Ha B3anMojeilicTBUe

Jlako3amuz TpsAOBa Ja ce U3MI0I3Ba C MOBULICHO BHUMAHUE MPH MALMEHTH, JIEKYBaHU C JEKAPCTBEHU
MIPOAYKTH, CBbP3aHHU C yABIKaBaHe Ha PR-uHTepBana (BKJIIOYUTEIHO aHTHEMICITUYHY JICKApCTBEHU
MPOAYKTH, OJOKHPALIY HATPHEBUTE KAHAIN) U TIPHU MAIIMEHTH, JICKYBaHH C aHTHAPUTMUYHH CPEJCTBA.
Borpeku ToBa, aHaIU3BT MO MOATPYIH B KIMHUYHU POYYBAHMS HE YCTAHOBSIBA TOBUILIEHO
yabsmkaBane Ha PR-uHTEpBana npu ceBMecTHa ynoTpeda Ha KapOamMa3enuH Wi JTaMOTPHKHH.

In vitro nannu

Haii-001mo, naHawTe Npeamnonarar, 4e JaKko3aMiI Ma HACHK OTEHITHAI 33 B3aUMOJISHCTBHE C APYTH
JIEKapCTBEHU MPOIYKTHU. In vitro mpoyuBaHusaTa mokas3sart, ue en3umute CYP1A2, CYP2B6 u
CYP2C9 ne ce ungynmpat, a CYP1A1, CYP1A2, CYP2A6, CYP2B6, CYP2C8, CYP2C9, CYP2D6 u
CYP2E1 He ce nHXHOUpAT OT TaKO3aMU/1, TIPH TUIa3MEHN KOHIICHTpAINK, HaOIr0/1aBaHu 10 BpeMe Ha
KJIMHUYHU TPOYYBaHU. [n vifro TIpOyYBaHUITA IOKA3BaT, Y€ JJaK03aMU/] He c€ TpaHCTIopTupa upes P-
[JIMKONIPOTEHH B YepBarta. /n vitro nannute nokassar, ue CYP2C9, CYP2C19 u CYP3A4 morat na
Karanu3upar oopasyBaHeTo Ha O-Ie3METHII METa0OIHUTA.

In vivo nanun

Jlakozamu He MHXUOMpPa WM MHIYTIMpaA 10 3HaunMa knnHu4gHA crereH eH3uma CYP2C19 u CYP3A4.
Jlakozammun ve moBusiBa AUC Ha mugazonam (Metadomusupaii ce oT CYP3 A4, kato nako3zamu €
npuiarad 200 mg aBa mbTH Ha JeH), HO Cmax HA MUa3071aM € Jieko yBenndeHa (30%). Jlako3amun He
noBnusiBa (hapMakOKMHETHKATa Ha oMmernpasoi (Metadomusupain ce or CYP2C19 u CYP3A4, karo
nmako3amuj e npriarad 300 mg 1Ba MbTH HA JIEH).

Nuxubutopst Ha CYP2C19, omenpazon (40 mg BeqHBK JHEBHO) HE BOJH 10 MOBUIIIEHUE HA
KJIMHUYHO 3HaYMMa IPOMsIHA B €KCIIO3ULUATA Ha j1ako3amul. ETo 3a1o ymepeHnTe HHXuOUTOpH Ha
CYP2C19 e manko BepOsATHO J1a MOBIMSIAT 10 KIMHUYHO 3HAYMMAa CTEIEH CUCTEMHATa EKCIIO3UIIMS Ha
nako3amuz. [IpernopruBa ce MOBUIIIEHO BHUMAaHHUE MIPY CHITHTCTBAIIO JICYEHNE C MOIIIHN HHXHOUTOPH
Ha CYP2C9 (manp. gurykonazon) u CYP3A4 (narp. uTpakoHa3011, KETOKOHA30JI, PUTOHABHUD,
KJIAPUTPOMUIIMH), KOETO MOJKE J1a I0BEJIE JI0 TIOBUIIABAaHE HA CUCTEMHATa eKCIIO3UIMA Ha JaKO3aMU/I.
TakuBa B3aMMOJECHCTBUS HE Ca YCTAHOBEHU in ViVo, HO €A Bb3MOXHU Bb3 OCHOBATA HA in Vifro JAHHU.

MomHnTe eH3MMHH UHIYKTOPHY KaTo pUQaMIUIMH UK KbAT KanTapuoH (Hypericum perforatum)
MOraT yMEPEHO J]a HaMaJIsT CUCTEMHATa eKCIIO3ULUS Ha JIako3aMU . 3all04YBaHETO WM CIIMPAHETO Ha

JICYCHUC C TE3U CH3MMHU NHAYKTOPH Tp}I6Ba Ja C€ U3BbpIIIBAa C BHUMAHUC.

AHTHCIUIICITUYHA JICKApCTBCHHU MMPOAYKTH

ITo BpPEMC Ha IIPpOYyYBaHUATA 3a JICKAPCTBCHU B3aHMOﬂCﬁCTBHH, JJaKO3aMHM/J HE ITOBJIMABA 3HAYUTCIHO
MIIa3SMCHUTC KOHICHTPAllUX Ha Kap6aM336HI/IH " BAJIIIPOCBA KUCCJIIMHA. IInazmenure KOHIICHTpAall1 Ha
JJako3aMH/J CbIIIO HE CC IMOBJIUABAT OT Kap6aMa3eHI/IH " BaJIIIpO€Ba KUCEJIIMHA. HOHy.]'IaLII/IOHHI/IHT
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(hapMaKOKMHETHYCH aHATU3 HA Pa3TIMYHU Bh3PACTOBU IPYIH YCTAHOBSBA, Y€ CAHOBPEMEHHOTO
JieYeHHe C IPYTH aHTHETTMIICITHYHH JICKAPCTBEHH MPOIYKTH, U3BECTHU KATO CH3UMHHU HHIYKTOPH
(xapbama3zenuH, heHUTOUH U (PeHOOApOUTANT B pa3IMYHM JI03H), IOHWXKaBa ¢ 25% olbImiara cucreMHa
SKCITO3UIIM Ha JIAKO3aMUJI TIPH Bb3pacTHU U 17% npu neauaTpuyHu MalueHTH.

IlepopajiHu KOHTPALICITUBHA

Ilo BpEME€ Ha NPOY4YBAHE 3a JICKAPCTBCHU B3aMMOJICUCTBHS HE ca Ha6J'IIO,Z[aBaHI/I KIIMHUYHO 3HAaYUMH
B3aMMOJICHCTBHS MEXAY JJaKO3aMud U NIEPOPATHUTE KOHTPAUCIITUBU €TUHUIIECTPAAUOTI U
JICBOHOPTECTPELII. KOHHCHTpaHI/II/ITe Ha OpOreCTCpoH HE Ca NOBJIUAHU IIPHU CbBMCCTHOTO MPUIIOKCHHUC
Ha JICKAPpCTBCHUTEC NPOAYKTH.

EQYFI/I

[TpoyuBaHusATa BEPXY JICKAPCTBEHUTE B3aUMO/ICHCTBYS IIOKA3BaT, Y€ JaKo3aMHU/I He OKa3Ba BIMSHUC
BBPXY (hapMaKOKMHETHKATa Ha AUTOKCHH HsiMa KIMHUYHO 3HAUMMHU B3aMMOJICHCTBUS MEXIY
JIaK03aMUA U MET(OPMHUH.

EnHOBpeMEeHHOTO NpHiIOKeHNe Ha Bap(apuH ¢ JaKo3aMU He BOJIH 10 KIMHUYHO 3HAYMMa IIPOMSHA
BBB (hapMaKOKWHETHKAaTa 1 (papMakoIMHAMHKATA Ha BapdapuH.

Brwnpeku ue HAMa GpapMakOKWHETUYHU IaHHH 33 B3aUMOICHCTBHE Ha JIAKO3aMH/I C ATKOXOJI, HE MOXKE
na ce m3KiIoun hapMakonuHaMuyeH edekr.JlakozamMua vMa HUCHK MOTEHIMAT HA CBBP3BAHE C
IUTa3MEHUTE NpoTeuHH (1o-Manko oT 15%). [lopanu ToBa, He ce O4aKBaT KIMHUYHO 3HAYUMHU
B3aHMOI[CI>iCTBHﬂ C Ipyru JICKApCTBCHU MMPOAYKTH, 10 MEXaHN3Ma Ha KOHKYPCHTHO CBBbP3BaHE C
TUIa3MEHUTE POTECHHH.

4.6 @DepTHauTET, )PEMEHHOCT H KbPMeEHe

Kenu ¢ JACTCPOJCH ITOTCHIIHM AT

JlexkapsT TpsOBa qa 00CHIU BBIIPOCHTE OTHOCHO CEMEMHOTO TUTAHUPAHE U M3TO0JI3BAHETO Ha
KOHTpALEMIH PH KEHUTE C IETEPOCH MMOTEHIIMAN, KOUTO MpUeMar jJako3amus (BX. bpemenHocr).
Axo eHa pem aa 3abpeMeHee, yrnorpedara Ha JJako3aMu[l TPsiOBa 1a ce MPeoLeHH BHUMATEIHO.

BbpemenHoct

Puck, cevp3zan ¢ enunencusma u aumuenuienmuyHume j1eKapcmeenu npooyKmu Kamo ysino

[Ipu BcHMYKM aHTHETTMJICTITUYHHU JICKAPCTBEHH MPOYKTH € YCTAHOBEHA JIBa JI0 TPH IIBTH M0-BUCOKA
YecToTa Ha MaJI)OPMAIIMUTE B TOKOJICHUETO HA KCHUTE, JICKYBaHH 3a CIUJICTICHS, B CPAaBHCHHE C
4ecToTa OT 0KoJIo 3% 3a obmrara nomynamus. Cpes JeKyBaHaTa MOITyJIaIis MOBUIIICHA YeCTOTa Ha
MajipopMalliy € YCTaHOBEHA B CJIydauTe Ha JICYCHHE C ITOBEYE OT €UH JICKApPCTBEH MPOIYKT
(nonuTepanwst), HO HE € YCTAHOBEHO JIOKOJIKO TOBA CE JBJDKHM Ha CAMOTO JICUCHHE W/WJIM Ha
3a00/I1BaHETO.

Brrpeku ToBa, eheKTHBHOTO aHTHETIMJICTITUYHO JISYSHUE He TPsAOBa 1a ObJie IpeyCTaHOBSIBAHO, Thi
KaTo BJIOIIABAHETO Ha 3a00JIIBAHETO € BPEIHO KaKTO 3a MaiKkaTa, Taka ¥ 3a ILI0ja.

Puck, cevpzan ¢ naxozamuo

Hsma mocTaThuHO TaHHA OTHOCHO YITOTpeOaTa Ha Jlako3aMu I ITpu OpemMeHHu xeru. [IpoyduBanusita
TIpH )KUBOTHHU HE Ca TIOKa3aJii KaKBHUTO M J]a € TepaTOreHHH e(heKTH IPH TUTbXO0BE MIIN 3aiIH, HO €
Ha0It0/JaBaHa eMOPHUO-TOKCUYHOCT MPH TUTHXOBE U 3aHIIH, IPU TOKCHYHU 32 MaliKaTa J031 (BXK.

Touka 5.3). [loTeHIMaHUAT PHUCK MIPH XOpa HE € YCTAaHOBEH.

Jlako3zamm He TpsiOBa 11a ce mpuJjara Imo BpeMe Ha OpeMEHHOCT, OCBEH B CITydanTe Ha aOCOIIOTHA
HE00XO0UMOCT (aKO ToI3aTa 32 MalkaTa KaTerOPUYHO MPEBUIIIABA MOTCHIIMAIHUS PUCK 32 II0JA).
AKo xeHata pemu 1a 3adpeMeHee, ynorpedara Ha TO3M MPOAYKT TPsiOBa 1a ce MpeoLeH! BHUMATEIHO.
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Kspmene

Jlako3amun ce CKCKpETHUPpAa B HOBCIIIKATa KbpMa. Pucksbt 32 HOBOpOILCHH/K’bpMa‘IeTa HC MOXKCE aa 6’I)He
HU3KIIOYCH. HpenothIBa CC I10 BpEMC Ha JICYCHUCTO C JIaKO3aMUJ KbpMCHETO Oa 6T>I[€ OpEyCTAaHOBCHO.

DepTUnuTeT

He ca Habmo1aBaHu HeXeENaH! Peakliy 10 OTHOIIEHHE Ha MBXKKHS WIH KEHCKH (DePTIITUTET WK
BB3MPON3BEKIaHE TIPH IUTHXOBE B IO3H, BOJEITH 10 TutazMeHa excriozunus (AUC) no
npuban3uTenHo 2 mbTH miazMeHa AUC npu MakCHMaTHaTa MpernopbunTeITHa J103a 3a xopa (MITIX).

4.7 EdexTu BbpXy cioco0HOCTTA 32 modupaHe u padoTa ¢ MAIIUHA

Jlakozamu1 IOBJIMSABA B MaJKa IO yMEpEHa CTeleH CocoOHOCTTa 3a Iodupane u padoTa ¢ MalluHU.
JleyenueTo ¢ JaKo3aMuUJI Ce CBBP3Ba C MOSBA HA 3aMastHOCT WM 3aMBIIICHO 3peHUE.

[laruenTure TpssOBa na OBAAT CHBETBAHM Ja HE MIOGUPAT WK padOTAT C IPYTH MOTEHIINATHO OTIACHU
MAIlIMHY, JOKATO HE OMO3HASAT HAMIBIHO €EKTUTE Ha JTAKO3aMUJI BBPXY CIIOCOOHOCTTA UM 32
M3BBPILIBAHETO HA ITOJJO0HU ICHHOCTH.

4.8 Hexenanu JeKapcTBEHH peaKIUuu

O06006111eHMEe Ha podria Ha OE30IIaCHOCT

Ha 6a3aTa Ha aHayin3 Ha AaHHUTE OT COOpPHHM TUIANe00 KOHTPOIUPAHU KIMHIUYHY POYYBAHUS C
nombaBaia tepanus npu 1308 manueHTH ¢ mapuuanHy npucTbiu oomo 61,9% ot nanuenTure,
PaHIOMHU3UPAHU Jla IpUEMaT JaKo3aMun, u 35,2% OoT paHIOMU3UPAHUTE Ja IpUeMaT manedo
ChOOIIABAT TIOHE 32 eJIHa HeXKenaHa peakius. Hali-uecto cho0IaBaHuTe HEXKEIaH! JIEKApCTBEHN
peakiuu (>10%) npu JIEYSHUETO ¢ JTAKO3aMHU/] Ca 3aMasHOCT, TJIaB00OJIUE, TaJieHe U JuIutonus. Te3u
peaxkuy OOMKHOBEHO ca JIEKHU 10 YMEPEHH 110 TexecT. Hskon oT TsX ca 10303aBUCUMH U MOXKE /12
ObJaT 00JIEeKYeHU Upe3 HamassiBaHe Ha J03aTa. YecToTaTa U TeXKECTTa Ha HEKEJTaHUTE JICKapCTBEHH
peakiuu oT cTpaHa Ha neHTpanHata HepBHa cuctema (LIHC) u ctomarmao-upeBHus Tpakt (CUT)
OOMKHOBEHO HAMaJISIBaT C BPEMETO.

B®B BcHuky T€31 KOHTPOJIUPAHHU KIMHUYHY NPOYYBaHHUs YeCTOTaTa Ha MIPEyCTaHOBSBAHE Ha
JICYEHHETO MOPaaN HEXXETIaHH JIeKapCTBEHHU peakiuu € 12,2% npu mauueHTUTe, paHA0MU3NPaHH 32
nmako3amuj, u 1,6% mpu marueHTuTe, paHIoMU3Npanu 3a manebo. Hali-uecraTa HexenaHna
JIEKapCTBEHA peakiys, BOJEIIA 10 IPEyCTAaHOBSIBaHE JICYCHUETO C JIAKO3aMH/l, € T0sIBaTa Ha
3aMastHOCT.

YecroraTa Ha HexxenaHuTe peakiuu ot crpana Ha LIHC, karo 3amasHOCT, MOXKe 1a Objie TT0-BUCOKA
CJIe]] HaTOBapBalla J103a.

B®3 ocHOBa Ha aHaNM3a HA IAHHKU OT HEMH(PEPUOPHO KIIMHUYHO MPOYYBAHE 32 MOHOTEPATIHS,
CpaBHSBAILO JIAKO3aMHJl M KapOamasenrH ¢ KOHTPOJIMpaHo ocBobokaaBane (controlled release - CR),
Hail-yecTo choOILIaBaHUTE HEKEJIAaHU JIEeKapcTBEHH peakunu (>10%) npu ako3amuz ca Omnn
rI1aBo0OJIME ¥ CBETOBBPTEXK. [IPOIEHTHT Ha OTIAaHe OT JIeUeHNE TIOPaIH HEXKENaH! PeaKInu

e 10,6% npu nauueHTuTe, JEKyBaHHU ¢ JaKo3aMu/, U 15,6% npu nanueHTure, JeKyBaHu C
kapbamasenuH CR.

[MpodubT Ha Ge30MacHOCT Ha JTaK03aMUI, ChOOIIEH B IPOYYBaHE, TPOBEICHO BbPXY MAIIEHTH Ha 4-
COJIMIIHA BB3PACT WK MO-TOJIEMU € TeHEepaIu3upaHa UIMONaTHUYHA EMUJICTICUS C ITbPBUYHO
rerepaitm3upanu ToHnuHO-KIoHnYHH pucthiu (ITT'TKIT) crBnana ¢ npoduna Ha Ge3omacHoCT,
CHOOIICH OT COOpPHHM TUIAIC00-KOHTPOIMPAHU KIIMHIUYHH TPOYYBAHUS BPXY NapIHATHHA PUCTBITH.
JIOITBITHUTEITHY HeKENaHu peakiuu, chooenu mpu nanuertu ¢ [T TKII ca MuokIoHNYHA enuierncus
(2,5% npu rpynara, 1ekyBana c gako3amua u 0% npu mianedo rpynara) u atakcus (3,3% npu
rpynara, JiekyBaHa c jJaxo3amun u 0% mpu ruranedo rpynara). Hali-uecture HexxenaHu JeKapCcTBEHI
peakinu ca 3aMassHOCT U ChHIMBOCT. Hali-uecTuTe HexenaHu JIEKapCTBEHU PEaKIInU, BOJCIIN A0
MIPEYCTaHOBABAHE Ha JICYEHUETO C JIAKO3aMUJ, ca 3aMassHOCT U CyHLUIHA uaeanud. Yectorara Ha
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MIpeyCTaHOBABAaHE Ha JICYEHUETO NIOPaaN HexkenaHu peakuuu € 9,1% B rpymnara, JiekyBaHa ¢
nmako3amup, u 4,1% B miame6o rpymnara.

TabauyeH COUCHK Ha HEKEITAHUTE JICKApPCTBCHHU PCAKIIMH

Ha Tabimmara mo-m1oiy € npeacTaBeHa 4ecToTaTa Ha He)KeJTaHUTe PEaKliy, HaOJIF0IaBaHy 110 BpeMe
Ha KJIMHUYHH TPOYYBAHUS U MIOCTMAPKETHHIOBHSI OMUT. Ta3u 4eCTOTa € OnpeesieHa KakTo Ce/IBa:
MHoro vecTr (>1/10), wectn (>1/100 no <1/10), mHeyectr (>1/1 000 no <1/100), ¢ HEN3BECTHA YeCTOTA
(OT HANIMYHKTE TAaHHH HE MOXe Jia ObJie HarpaBeHa orieHka). [Ipu BCSIKO rpynupaHe B 3aBUCHMOCT OT
4eCcTOTaTa He)KEJaHUTE JICKAPCTBEHH PEAKIIUK ca MPEJACTABEHH B HU3XOIAII PEJl IO OTHOIICHHE HA

TaXHaTa CCPUO3HOCT.

Cucremo-opranHa | MHoro Yectn Heuectn C HemsBecTHA
KIacu(pUKALHS YeCTH yecTora
Hapymienust Ha Arpanysonurosa)
KpBBTa U IUM(pHATA
cucremMa
Hapymenns Ha JlexapcTBeHa JlexapcTBeHa
WMYHHATa CHCTEMa CBPBXYYBCTBUTENl | pPeaKIus v
noct) €O3MHOPUITHS
u CHCTEMHHU
CUMITOMHU
(DRESS)2)
Ilcuxuunu Hemnpecus Arpecus
HapyLIEHHUS Cocrosinue Ha Bn3oyma
00BpKaHOCT Eydopuano
Beschaue) nactpoenne
[Tcuxotuuno
pascrpoiicteo"
Onur 3a
camoyowuiicteo!)
Cyunuaaa
ujeanus
XamoruHarms )
Hapymenus Ha 3amasHOCT MHUOKJIOHUYHK Cunxon® Kousyicun
HepBHara cucteMa | [maBoGonue | npuctbnu® Hapyienue Ha
Arakcus KOOpIMHAIIMATA
Hapymenue Ha JuckuHesus
PaBHOBECHETO
YBpexaane Ha
namerTa
Korautusuu
HapyLIeHUs
COMHONIEHTHOCT
Tpemop
Hucrarsm
Xumoecrte3ns
Huzaprpust
Hapymenus Ha
BHUMAaHHUETO
ITapecre3us
Hapyiienus Ha Jurnonus 3aMBIIICHO 3pCHHE
ounTe
Hapymenus Ha Bepruro
YXOTO U JIAOMPHHTA TunauTyC
Copaeunn ATpuoBeHTpUKYN | BeHTpuKkymapHa
HapyIICHUS] apen 610k taxuapurvus')
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Bpamukapaus'-?

[Ipencwpano
mBxaene!?
[Ipencepano
tpentene'?)
CroMmamHo-upeBHH | ['ameHe [ToBprblIaHe
HapyIlIeHNs 3amex
Mereopusbsm
Jlucrenicust
Cyxora B ycTara
Huapus
Xermaro-ommnapHu aOHOpMHU
HapyLIeHns pe3yiaTaTu npu
YepHOAPOOHH
(YHKIMOHATHU
tecroBe®
IToBumenn
YepHOAPOOHH
eH3UMH (> 2X
ITH)®
Hapyuienus Ha Cobpbex AnrunoenemV) Cunapom Ha
KOXara u O6pus? Vprukapus') CTuBBHC-
NOJKOKHATA ThKAaH Jxoncsa)
ToxcuuHa
enuepMaHa
nekponmza'l)
Hapyumienus na MyckynHu cria3Mu
MYCKYJIHO-
CKeleTHara
cucrema u
ChEIUHUTENIHATA
ThKaH

OO0y HapymeHus

Hapymenue Ha

u epekTu Ha MOXOJKaTa
MACTOTO Ha Acrenust
MIPUWIOKEHUE Ymopa
Paznpasnutennoct
UyBcTBO 32
OTHUSIHEHUE
Hapanssanus, [Tanane
OTpaBsSHUA U HapansBane Ha
YCIIOKHEHUS, KOoXara

BB3HUKHAIH B
pe3ynarTar Ha
WHTEPBEHIIUU

Konry3nus

(U Hesxenanu peakiuy choOIIABAHH IIPH TOCTMAPKETUHTOBHS OIIHT.
@ Bmwkre Onmcanye Ha M30paHK HEKEIAHU PEAKIHH.
©® Cro6uenu B mpoyusanus Ha [T TKIIL.

Onucanue Ha I/I36DaHI/I HCXKECJIaHU PECaKIINH

Ynorpebara Ha Jako3aMHu]] € CBhp3aHa ¢ J0303aBUCUMO yabibKkaBaHe Ha PR-unTepBana. Be3amoxkHa e
MosiBaTa Ha CBBbP3aHUTE C yIbJDKaBaHeTo Ha PR-uHTepBana Hexenanu epextu (Hamp. AV-0II0K,
CHHKOI, Opaaukapaus).

B nombiBamy KIMHUYHY TPOYYBaHUS TPU HMAIIMEHTUTE C SMIJICTICHSI YECTOTAaTa Ha MMOsBa Ha IhpBa
crenieH AV-610k e Hedecta u ¢boTBeTHO 0,7%, 0%, 0,5% 1 0% mpu npuiaraneTo Ha

nakozamuna 200 mg, 400 mg, 600 mg nmu mwiare6o. [Ipu Te3u mpoydBaHus He € HAOMIOAaBaH BTOpa
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WJTU TI0-BHUCOKA cTerieH Ha AV-0710K. BeIipeku ToBa, cilydau ¢ BTopa U TpeTta ctereH AV-0I10K,
CBBP3aHH C JICYEHUETO C JIAKO3aMHUJI, ca ChOOIABAHH 110 BpEME Ha MMOCTMAPKETHHIOBHUS ONKT. B
KIMHUYHOTO MPOYYBaHE 32 MOHOTEpAIHs, CpaBHIBALIO Jlako3amu/ ¢ kapbamaszenun CR, cTernenra Ha
yIbbkaBaHe Ha PR-uHTepBana e cpaBHUMa MEXIy JIaKO3aMU U KapOama3eruH.

INosiBaTa Ha CHHKOII, KOSITO C€ ChOOIaBa OT COOPHU KIIMHHYHH TIPOYYBaHUS 3a JOBIBAIIA TEPAITHUs ce
Ha0Ir0/1TaBa HEYECTO, IPU KOETO HAMA Pa3lInKa MEeX Ty Tpymara Ha ManueHTuTe ¢ enmierncus (n=944),
nexyBanu ¢ nako3zamuf (0,1 %) u nauuenture (n=364) ot rpynara Ha miane6o (0,3%). B kamHn4HOTO
MpOyYBaHe 32 MOHOTEpAIHsI, CPaBHSIBAIIO JaKo3aMuI ¢ kapbamazenua CR, cuHkoN ce cho0maBa

ipu 7/444 (1,6%) nanpenty Ha naxo3amun u 1/442 (0,2%) manmenTtn Ha kapOamazenua CR.
[IpencepaHO MBXIEHE WK TPENTEHE HE ca ChOOIIABAaHHU B KPATKOCPOYHH KJIMHUYHU MPOYYBAHHSA, HO
ca ChOOILEHH B OTBOPEHU MPOYYBAHMS 38 EIMJICTICUS U IIPH TOCTMAPKETHHTOBHUS OIHT.

OmKnoHeHus 8 1abopamoprume noxKasamenu

AOHOPMHH PE3yITATH MTPU YEPHOAPOOHN PYHKIIHOHATHHN TECTOBE ca OMIIH HAaOJII01aBaHu B MTare0o-
KOHTPOJIMPAHU KIMHUYHH POYYBAHHUS C JIAKO3aMH/] TPU Bb3PACTHHU MAI[MEHTH C TTapPIHATHA
MPUCTBITN, KOUTO Ca TIPUEMAJTH €IHOBPEMEHHO OT 1 710 3 aHTHENMMICITHYHH JIEKaPCTBEHHU MPOTYKTH.
[Noeumasanus Ha ALT mo > 3x 'TH ca nacteowmm nipu 0,7% (7 / 935) ot nanuenture Ha Vimpat

n 0% (0 / 356) ot marmeHTHTE Ha TUTANIE0O.

Mynmuopeannu peakyuu Ha C6PLXYYECHMEUMENTHOC

MynTHOpPraHHU peakliy Ha CBPbXUYBCTBUTEIHOCT (TI03HATA CHIIIO M KaTo JIEKAPCTBEHA PEAKIINA C
eosuHOG MM 1 cucteMHn cumritomu, DRESS) ca cho01menyn npy nanueHTH, JeKyBaH! C HIKOH
AQHTHENUJICTITUYHY JICKAPCTBEHU NPOAYKTU. Te3u peakuuu ce mposiBsiBAT pa3IMyHO, HO OOMKHOBEHO ca
CbIIPOBOACHHU C TPECKA U O6pI/IB n Morar aa 6T)IL3T CBBpP3aHU C BKIIFOYBAHCTO HA PA3JIMYHU CUCTEMU OT
opraHu. AKo ce 3aroz1o3pe peaxkiys Ha MyJTHOPraHHa CBPbXYyBCTBUTEIHOCT, IPUEMBT Ha JIAKO3aMU
TpsiOBa Ja ce mpeKpaTH.

IleqnaTpuuHa momyaamnus

[MpodunbT Ha OE30MACHOCT Ha JIAKO3aMU/I B I1alie00-KOHTposMpanu (255 nalMeHTH Ha Bb3pacT oT 1
Mecet 110 oA 4 ToauHu U 343 manyeHTy Ha BB3pacT OT 4 TOJWHU A0 oA 17 TOMWHN) U B OTKPUTH
npoy4uBaHus (847 mareHTH Ha Bh3pacT OT 1 Mecely 10 18 roJuHmn) Ha JOMBIBAIIA TePAIHs IPH
MeANAaTPUYHH MAIUEeHTH C TIAPIUAITHA TPUCTHIIH € B CbOTBETCTBHE C TIpodria 3a 0€301acHOCT,
Ha0JII0/IaBaH MPHU Bb3pacTHU. Thil KATO TAHHUTE 32 NICAUATPUYHH MMAIIUEHTH MOJT 2-TOIUINHA Bh3PACT
ca OrpaHMYEeHH, JJAKO3aMHJI HE € ITOKa3aH 3a TO3H Bh3PAacTOB IUAIa30H.

JlOITBITHATEITHO HAOIOIaBaHUTE HEXKeJIaH! PEaKIlui B IeUaTPUIHATA ITOMyJIalus ca THPEKCHs,
Ha30(apuHTHUT, PapUHTHUT, HAMAJICH alleTUT, a0HOPMHO MoBeeHUE U JieTaprusi. COMHOJIEHTHOCT ce
ChOOIIaBa MO-YECTO MPH NeauaTpruuHara nomynamus (> 1/10) B cpaBHeHHE C Bb3pacTHATA MOMYJIAIHSI
(> 1/100 mo < 1/10).

Crapuecka monyiaamnus

B npoyuBaneTo 3a MOHOTEpanus, CpaBHABAIIO Jako3aMus ¢ kapdamazenuHn CR, nmpodunsT Ha
6e30macHOCT Ha JJaK03aMUJI TIPY TIAIIMEeHTH B cTapyecka Bb3pacT (> 65 roguHu) € CX0/IeH C TO3H,
Ha0Jr01aBaH NMpH NAlMEHTH Ha BB3pacT moj 65 rogunu. Benpeku ToBa, Mo-BUCOKA YeCTOTa (pa3iuka
>5%) Ha nazaHe, AMapUs U TPEMOP ca ChOOIIEHH MIPH MALMEHTH B CTap4YecKa Bb3PacT CIPSMO MO-
MJTaJM BB3pAaCcTHH NanueHTy. Hali-uectata cBbp3ana chC ChpPIETO HEXKETaHA PEaKIHs B cTapuecka
BB3PACT CIPSIMO MTO-MJIaJIa TIOIyJIaIns OT Bb3pacTHU € AV OJoK mbpBa creneH. Ts ce choOaBa

B 4,8% (3/62) oT nmaumMeHTHUTE HA JIAKO3aMHKJ B CTapuecKa Bb3pact cnpsamo 1,6% (6/382) nmpu no-mnaau
BB3pACTHH NManueHTH. [I[pekbcBaHe Ha JICYEHHETO Mopa iy HeXKeJIaH! PeaKIiy, HaOt0JaBaHu C
naxo3amuz e 21,0% (13/62) npu narenTy B crapuecka Bs3pact crpsimMo 9,2% (35/382) npu no-
MIJIaJUTE BB3PACTHHU MAalUCHTH. Te3H pa3iuKy MEXy NaldeHTH B cTapyecKa Bb3pacT U HO-MJIaan
BB3pACTHH MAIMEHTH ca CXOJHU C Te3H, HaOM0JaBaH! IPU aKTUBHATA TPyIa 3a CpaBHEHHUE.
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Cpo0111aBaHe Ha MMOI03UPAHN HEXKEITAHHU PEAKIIUN

Cro0I1aBaHeTO Ha MOJI03UPAHU HEWKEIIAHU PEaKIUM Clie]] pa3peliaBaHe 3a ynorpebda Ha
JICKapCTBEHUS MIPOAYKT € BayKHO. ToBa MO3BOJIsABA 1a TPOABIDKYA HAOIIOACHUETO HA ChOTHOIICHUETO
TI0JI33/PUCK 32 JIEKApCTBEHHS MPOAYKT. OT METUITMHCKHUTE CIEIIMAINCTH Ce M3HMCKBA J1a ChOOIaBaT
BCsIKa TTOI03MpaHa HeXKeJlaHa peaKITus Ype3 HallMOHAIHA CHCTEMa 3a ChOOIIaBaHe, TOCOYCHa B

[Ipunoxenue V.

4.9 Ilpeno3upane
Cumnromu

Cumnromute, HaOMIOAaBaHU ClENl CIyYailHO WJIM TPEIHAMEPEHO MPEI03MpaHe Ha JIaKo3aMH]l ca

cBbp3anu raBHo ¢ [IHC u cTomainiHo-upeBHa cuctema.

° BumoBere HekenaHM peakiuy, HAOJMIOJaBaHM MpW MAlMeHTH, npuenu a03u Hax 400 mg
mo 800 mg, He ca OWIM KIMHUYHO pa3IMYHU OT Te3W IMpH NAIWeHTH, MpHEeMalu
NPENOPBUYUTEITHUTE AO3H JJAKO3AMUI.

° Peaknmu, croOmenn crmenq mpuem Ha Hag 800 mg ca 3amasHOCT, TaleHe, MOBpbBINAHE,
Npunagbly (TeHepalu3UpaHd TOHUYHO-KJIOHWYHM TPHUMNATBIM, CTaTyC eNWIENTHKYC).
Hapymenus Ha chpiedHaTa MPOBOJMUMOCT, IIOK M KOMa CHINO ca Onin HaOmonaBanu. CMBbPTHH
CIIy4ad ca ChOOIIaBaHW NP MAMEHTH CJIe]] OCTPO €IHOKPATHO Mpeo3upaHe C HIKOJIKO rpama
JIaKO3aMMU/I.

Mepku npu Ipego3upaHe

Hsma cnenmduven aHTHAOT B clyyaid Ha peJo3upane ¢ JakozaMul. JleueHneTo npu npeno3upane ¢
JIAKO3aMU/I BKITIOYBA TPEANPUEMAHETO Ha OOIIOMPUETUTE MO IbPKAIINA MEPKH, KaTO TIPH
HE00XOJMMOCT MOXKE J]a BKITFOUBA XeMOAHAaIu3a (BXK. ToUka 5.2).

5. ®APMAKOJIOTHYHU CBOMCTBA

5.1 @apmakoaMHAMUYHHU CBOIiCTBA

®dapMakoTepaneBTHYHA Ipyla: aHTHENWIESNTUIH, Apyru anTuenmientuiy, ATC kox: NO3AX18

MexaHu3sM Ha JEUCTBHE

AKTHBHOTO BeIECTBO, Tako3aMu (R-2-ameramuo-N-0eH3mII-3-METOKCHTTPOITHOHAMHU )
npeAcTaBisiBa GyHKITMOHATN3HPAHA aMUHOKHCETIHA.

TouHUAT MEXaHU3bM Ha AaHTUCTTWIICTITUYHUS e()eKT Ha JJaK03aMHJI IIPU XOpa BCE OIIE HE € HAITBJIHO
W3SICHEH.

In vitro enekTpoPU3N0IOrMUHUTE IPOYUBAHHUS IIOKA3BaT, Ye JJaKO3aMH I CEJICKTHBHO ITOBHUIIIaBa
0aBHOTO MHAKTUBUPAHE HA BOJITAX-3aBUCIMHUTE HATPUEBU KaHAIIM, KOETO BOAM JIO0 CTAOMIM3UpaHE HA
CBPBXBB30YJIMMHUTE HEBPOHHH MEMOpaHHU.

q)aDMaKOHI/IHaMI/I‘lHI/I ed)eKTI/I

Jlako3zaMuJ1 TIpeIOTBpATSIBA MOSBATA HA MIPUCTHIIN B OONIMPEH JUAIa30H OT )KUBOTUHCKH MOJIEITH Ha
MapIyaiHi U TbPBUYHO TeHEPATU3UPaHH IPUCTHITN U 320aBsi pa3BUTHETO HA OTHUILETO Ha
CBPBXBB30YAUMOCT.

ITo BpemMe Ha HEKITMHUYHH €KCIICPUMEHTAIHH [TPOYYBAHUS JIAKO3aMH/[] B KOMOWHALIUS C
JIeBeTHpaLeTaM, kapoaMasenus, (EeHUTONH, BAIPOAT, TONMHMPaMaT WK rabareHTHH T0Ka3Ba
CHUHEPTUYHU WM aAUTHBHU €(EKTH Ha aHTUKOHBYJICAHT.
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Knonangna eghI/IKaCHOCT 1 0€30IMacHOCT (DapuuaJIHu OPUCTHIN)

Ilonynanust Ha BE3pacTHH

Monomepanus

EdwukacHocTTa Ha JaKo3aMu]T KATO MOHOTEPAIHUS € YCTAaHOBEHA B TBOMHOCIIATIO, MAPAJIEITHOTPYIIOBO,
cpaBHeHHE 3a HenH(pepruopHOCT ¢ kapbamaszernna CR mpu 886 manueHTH Ha BB3pacT 16 wim moBede
TOJMHHU C HOBOTIOSIBIJIA CE MJTM HACKOPO AMarHocTuiupana enuierncus. [lauuenture e TpsoBaio na
ObJaT ¢ HEMpPEeAN3BUKAaHN MapIHAHU IPUCTHIH, ChC WK 0e3 BTopuyHa reHepanm3anus. [lanrenture
ca paHmoMu3npaHu Ha kapbamazenuH CR win mako3amu, moa ¢gopmara Ha TabJIETKH, B
ceoTHOWeHue 1:1. [lo3aTa e Omia onpezaeseHa OT 3aBUCUMOCTTa 103a-0TTOBOP U BapHpa

Mexay 400-1200 mg /nen 3a kapoamasenud CR u 200-600 mg /aeH 3a 1ako3aMu.
[IpoasmKUTETHOCTTA HA JICUeHHUETO € 10 121 ceaMuIt B 3aBHCHMOCT OT OTTOBOpA.

Jlunca Ha npucThIU 32 6 Mecena ce oneHsBa npu §9,8% oT manKMeHTUTe MpUeMallly JaKo3aMul U
npu 91,1% OT manueHTHTe NpreMaliy kapoaMasenuH, KaTo ce U3M0JI3Ba METOIbT 3a aHAJIN3 Ha
npexussieMoctTa 1o Kaplan-Meier. Kopurupanara abconroTHa pasiuka Mexay JieueHusra e -1,3%
(95% CI: -5,5, 2,8). Ouenenute pesynratu no Kaplan-Meier 3a iunca Ha IPUCTHIN 3a

nepuoaute 12 mecena ca 77,8% npu narueHTHTe, IEKyBaHU C JIako3aMua u 82,7% Mpu MallMeHTHTe,
nexkyBaHH ¢ kapbamasermH CR.

JIunicara Ha npucThIU 3a 6 Mecela IpU NAlMEHTH B CTapUYecKa Bb3pacT Ha 65 U moBeye roguHu

(62 manuenTH Ha Jiako3aMua U 57 nanueHTy Ha kapoamasenuH CR) e Onna cpaBHUMa MEXTy JTBETE
rpynu Ha jedenue. HuBara cbio ca Ounm cpaBHUMU C Te3H, HaOIr0laBaHu B o0mara nomyianus. B
cTapyeckara IMOIyJIalus, o IbprKalara 1o3a sakozamua € 200 mg /nen mpu 55 nanueHTu
(88,7%), 400 mg /nen npu 6 naumentu (9,7%), kato no3ata ¢ nopuiieHa 10 Haa 400 mg /neH

npu 1 manuent (1,6%).

Ilpemunasane Kvm MoHomepanus

EdukacHocTTa 1 6€30MacHOCTTa Ha JIaKO3aMHJI IIPU NIPeMUHABaHE KbM MOHOTEpAIus ca Ouiin
OILIEHEHU B HCTOPUYECKH-KOHTPOJIMPAHO, MHOTOIIEHTPOBO, IBOMHOCIISIO, paHIOMH3UPAHO NPOYyYBaHE
¢ UCTOpUYecKa KoHTpoia. B ToBa mpoyuBane, 425 nauueHTy Ha Bb3pacT oT 16 1o 70 roaunu ¢
HEKOHTPOJIMPAHU NapLUUaIHU IPUCTHIIN, IPUEMAIIF TIOCTOSHHY 1034 OT | WiH 2 pa3pelieHu 3a
yrnoTpeba aHTUETTIICTITHIIN ca OMITH PaHIOMHU3UPAHH Ja IPEMHHAT Ha MOHOTEPAIHS C JIAKO3aMHUT
(nmm 400 mg/nen nwnu 300 mg/nen B ceoTHOMIeHKE 3: 1). [lpu ekyBaHuTE MalMeHTH, IPEMUHAIIN
[pe3 TUTPUPAHE U 3all0YHAIM J1a CIMPAT aHTHeNWIenTHIuTe (ChoTBETHO 284 1 99), e mojabpKana
MoHoTtepanus npu 71,5% u 70,7% ot nmauuentute, choTBETHO 32 57-105 nuu (Menuana 71 qHu), B
LeJsieBus nepuoa Ha HaoOmroneHue 70 THH.

Honwvasauo nevenue

EdukacHocTTa Ha jJako3amul KaTo JAombiBaiio jgedeHue (200 mg qaesHo, 400 mg THEBHO) € OlleHEHa
B 3 MHOTOLICHTPOBH, PaHAOMHU3HPAHH, IJ1ae00 KOHTPOJUPaHH KIMHUYHU POYyYBaHUA ¢ 12-ceiMuIHa
MPOABIDKUTEIHOCT. Jlako3amug 600 mg JHEBHO MOKa3Ba ChINO M €)EKTUBHOCT B KOHTPOJIHUPAHU
MPOYYBAHUS 32 JIOMIBIIBAIIIO JICUSHHE, BhIIPEKH Ue erukacHOCTTa € Oim3ka 1o Tazu npu 400 mg
JHEBHO, HO IOHOCUMOCTTA 3a MAI[UEHTUTE € MTO-MaJjKa IMOPaau HEXKEIaHNUTE JIEKAPCTBEHN PEAKIIMU OT
ctpana Ha [IHC u cromamHo-upeBHus TpakT. 3aToBa fo3a 600 mg THEBHO HE CE MPENophYBa.
Maxkcumannara npenoppunTenta no3a e 400 mg nueBHo. Te3u npoyuBanus,

BkiouBany 1308 manueHT ¢be cpeHa NPOIBIDKUTETHOCT Ha MapUHAIHUTE IPUCTBIHN OT NOPSIIbKa
Ha 23 roArHU, ca MPOBEICHH 32 OLIEHKA Ha e(pUKacCHOCTTa U 0€30MaCHOCTTa Ha JIAKO3aMH/] TIPH
€HOBPEMEHHOTO My IpHjIokeHue ¢ 1 10 3 aHTHEeNUIIENITUYIHH JIEKaPCTBEHHU MPOTYKTH MPH MallUEHTH
C HEKOHTPOJIUPAHU MMapIUAIHU MIPUCTHIN C WK 0e3 BTOPpHYHO reHepanusupane. O01oTo
CBHOTHOIICHHE Ha nanueHTute ¢ 50% HamaneHue Ha yectorata Ha npuctbnute € 23%, 34% u 40%,
ChOTBETHO 3a Iu1aie0o, jakozamua 200 mg qHeBHO U ako3amua 400 mg THEBHO.

dapMakoKMHETHKATa U 0€30MaCHOCTTA HA €IMHUYHA HATOBapBallla J103a OT HHTPABEHO3CH JIAKO3aMU /T
ca OIpEeJICIICH! B MHOTOIIEHTPOBO, OTBOPEHO MTPOYYBaHE, IJIAHUPAHO Ja OIICHH 0€30I1aCHOCTTA U
MOHOCHMOCTTa Ha OBP30TO BHBEXKIAHE HA JIAKO3aMHUJT Upe3 SAMHUYHA HATOBAapBaIlla MHTPABCHO3HA
no3a (ceerosma ce oT 200 mg), moceBaHa OT JBa IIBTH THEBHO TIEPOPATHO TIPHUIIOKCHHE
(eKBMBaJCHTHO HAa MHTPABEHO3HATA J103a) KAaTO CHITHTCTBAIIA TePAMHs MPH BE3PACTHH MAI[UCHTH

oT 16 mo 60 rogrHM ¢ MPUNAABIHN C TAPIIHAITHO HAYAIO.
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IlennarpudHa NOMyJIanus

[Ipunagpuure ¢ napuuaiIHo HAYaI0 UMAT MoA00Ha MaTO(QU3NOIIOTHA U KIMHAYHA U3sBa MIPH Je1a,
HaBBPIIWIN 2-TOIUIIHA Bb3PacT, U pH Bb3pacTHU. EQukacHOCTTa Ha JTaKo3aMu TIpH Jela,
HaBBPIIWIN 2-TOIUIIHA Bb3PACT, € EKCTPANoJInpaHa OT JaHHH 3a IOHOLIM U Bb3PACTHU C IPUIAIbLH C
napLyagsHo Havyajo, 3a KOUTO Ce€ OYaKBa I10100€H OTIOBOP, IPUEMAKKH, Y€ alallTUPAHETO Ha
neAnaTpuYHaTa 1032 € yCTAaHOBEHO (BK. Touka 4.2) 1 6€30IacHOCTTa € IEMOHCTpHpaHa (BiK.

TouKa 4.8).

EduxacHocrra, nogxpeneHa oT ropernocoYeHus IPUHLUI Ha eKCTpanojanus, ce MOTBbPKAaBa OT
JBOWHOCIIAIO, PAaHAOMH3UPAHO, TUIale00-KOHTPOIUPAHO KIMHUYHO MpoyyBane. [IpoyuBanero
BKJTIOUBA §-ceIMUUEH 0a30B MEPHOJ, OCIEBaH OT 6-CeAMHUUYCH Mepuo] Ha TuTpupane. [Ipurognute
MAIMEHTH ChC CTA0MIHA CXeMa Ha mpuiaras€e ot 1 10 < 3 aHTHeNWIeNTUYHH JIEKAPCTBEHHU IPOLYKTH,
KOHUTO BCE OIIIE Ca MMAaJK MOHE 2 MaplUUaiHu NPUCTHIA Mpe3 nepruoa oT 4 ceIMUIIM PEAn CKPUHUHTA
¢ ¢aza, cBOOOHA OT MPHUCTHIIU, HE MO-IbJTa OT 21 JHU TIpe3 8-ceqMUYHHS IEPUOJ ITPEeI HaBIU3aHe
B 0a30BUs MTEPHOJI, Ca paHIOMHU3HPAHH Jia MOTy9aBatT Wi 1ane6o (n=172), unm nakozamug (n=171).
[Ipunaranero e 3amouHano B 1o3a ot 2 mg/kg/nen npu ygactaumm ¢ Terino oy 50 kg wim 100 mg/nen
npu yyactHUIH ¢ Terio 50 kg unm moseye B 2 pazneneHu 103u. [lo Bpeme Ha neprojia Ha TUTPUpPAHE,
JO3UTE JTaKO3aMH/l ca OMIIM KOpUTHpaHu ¢ yBenndenre ot | wim 2 mg/kg/nen npu y4acTHUIM C TETIIO0
mox 50 kg wmu 50 w100 mg Ha nen npu ygacTHHnU ¢ Teriio 50 kg wnm nmopedye Ha ceAMAYHU
WHTEPBAJIH, 3a 1a CE MMOCTUTHE JIO30BUT AUATNa30H Ha IeJeBHs IEPUO]] Ha TIOAIbpPIKaHE.
VYdacTHUIIUTE TPsOBA Ja ca MOCTUTHAIM MHHUMAJIHATA [IE€JIeBa 1032 38 KaTErOpHUsTa CH Ha TEIeCHO
TETJI0 3a MOCJeIHUTE 3 AHU OT IEPUOJia HAa TUTPYBAaHE, 3a ja ObJaT AOIMyCHATH 3a Biau3aHe B 10-
CeIMUYHUS IIEPUO]T Ha TIOIbPIKALIO JIeYeHHe. Y YaCcTHUIUTE TPSIOBa Jla OCTaHAT Ha cTaOWIIHA 1032
JIAK03aMUJI TIpe3 LENus IEPUO]T Ha IOJIbPIKAIIO JIeYeHHE WK J1a ca OMIIM U3TETJICHU U BbBEIICHH B
3acierneHyst Nepuo] Ha HaMallsiBaHe Ha J103ata.

Mesxay rpynara Ha JIako3aMH[ U TpyliaTa Ha ruiane0o € HaOIoJaBaHo CTaTUCTHYECKH 3HAYUMO (p
=0,0003) 1 KNTMHUYHO 3HAYMMO HaMaJeHHE Ha YECTOTaTa Ha MPUCTHIIUTE C MAapLUUaTHO HAYaIo

3a 28 HU OT 6a30BOTO HUBO JO MEPHO/Ia Ha MO IbpPKAIIO JieueHue. [IpolieHTHOTO HamalieHHe CIIpsiMO
iamne0o Bb3 OCHOBA Ha aHAIN3 Ha KoBapuanusTa e owmno 31,72% (95% JAU: 16,342, 44,277).

Kato 115710 mporieHThT Ha yYaCTHUITUTE ¢ Haii-Maiko 50% HaMajeHue Ha 4eCTOTaTa Ha MPUCTHIIUTE C
MapiuagIHo Havao 3a 28 IHU OT 0a30BOTO HUBO JI0 NIEPHO/Ia HA MOIbPIKAIIO JeueHue ¢ o 52,9% B
rpymnara Ha JJako3aMuj B cpaBHeHue ¢ 33,3% B rpymnata Ha miane6o.

KauecTBOTO Ha )KHMBOT, OIIEHEHO I10 MHJIEKCa 32 Ka4eCcTBO Ha *UBOT NpH jaena (Pediatric Quality of
Life Inventory), moka3pa, ue MaleHTUTE OT rpylara Ha JJaKo3aMu/l ¥ Te3U Ha IJianedo uMaT moj1o00HO
1 CTaOMIIHO KauecTBO Ha )KUBOT, CBBP3aHO ChC 3/[PABETO, NPE3 LEINs IEPHOA Ha JICUCHHE.

Kinnnnuna edurkacHocT ¥ 6e300acHOCT (IbPBUYHO FeHEPAIU3UPAHN TOHUYHO-KIIOHUYHU IIPUCTHIN)

EduxacHoctTa Ha 1aKko3aMua KaTo AOMbIBALIA Tepanys NPU MaUeHTH Ha 4-TOAUIIHA Bb3pacT WK
MO-TOJIEMH, C TeHEepa3NpaHa WINONATHYHA EIIIIETICUS, C TIPOSIBA Ha IIbPBUYHO T'eHEpaIU3UPaHu
toHnuHO-KIoHNYHH npucThiu (III'TKII) e yctanoBeHa B 24-ceqMUYHO TBOMHO-CIIATIO,
PaHIOMHU3UPAHO, TAEe00-KOHTPOIUPAHO, MapajIeTHO-TPYIIOBO, MHOTOILIEHTPOBO KIMHUYHO
npoyuBane. [IpoyuBaHeTo ce € cbecTosI0 OT 12-cemMUYeH Nepro]] Ha HICTOPUUECKO U3XO0IHO HUBO, 4-
CeIMUYEH MePUOJT Ha IPOCIIEKTUBHO M3X0{HO HUBO U 24-ceJIMUYEH TIepHOoJI Ha JieueHue (KOMTo e
BKJTIIOYBAJI THTPUPAHE B POIBJDKEHUE HA 6-ceIMUYEH NeproA Ha U 18-ceAMUYEH MOoAIbpIKalll
nepuon). OTroBapsIIUTe HAa YCIOBUATA NAMEHTH, C Ha3HaYeHa YCTaHOBEHaA 103a oT 1 710 3
AHTHETTWJICITUYHH JIeKapCTBa, moryvasamy none 3 gokymentupanu [II'TKII mo Bpeme nHa 16-
CeIMUYHUS U3XOJICH NIEPHOJI Ha TUTPUPAHE, Ca PAHIOMU3UPAHH B ChOoTHOIICHKE | KbM 1 12
MOJTy4aBart JIak03aMMJ WK Iuiane0o (manueHTy B Habopa 3a IIbJieH aHalu3: Jlako3amug n=118,
rae6o n=121: oT TAx 8 manueHTH B rpynara Ha > 4 1o <12-rogumiHa Bp3pacT U 16 manueHTy B
rpynara Ha > 12 o <18-roaumrHa Bb3pacT ca jekyBanu ¢ LCM, a 9 u 16 manuenTs — ChbOTBETHO C
miane6o).

[ManmenTHTE Ca TUTPUpPaHU 10 LiesIeBaTa 03a 3a MoAabpsKamus nepuoa ot 12 mg/kg/nen npu
narerTH ¢ tero nof 30 kg, 8 mg/kg/nen npu naiueHTy ¢ terio ot 30 1o mo-maiko oT 50 kg wiu
400 mg/nen npu nanuentu ¢ Terio 50 kg unu noseye.
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ITpomennuBa 3a epukacHOCT [Tnane6o Jlakozamun
ITapameTsp N=121 N=118
Bpeme o Bropu ITT'TKII
Menuana (1H#M) 77,0 -
95 % CI 49,0, 128,0 -
Jlakozamuy — [Tname6o
CBHOTHOIIICHHE HA PHCK 0,540
95 % CI 0,377, 0,774
pP-CTOMHOCT < 0,001
OTCBhCTBHE HA IPUCTHITU
Onenka o Merona Ha Kaplan-Meier 17,2 31,3
(%)
95 % CI 10,4, 24,0 22,8, 39,9
Jlaxozamuy — [1nane6o 14,1
95 % CI 3,2,25,1
P-CTOMHOCT 0,011

3abenexka: 3a rpynara, JIeKyBaHa C JaKO3aMHI, CPEAHOTO Bpeme 1o nosBata Ha Bropu [1I'TKII He
MoKe Jla ObJie n3uucieHo nmo Metoaute Ha Kaplan-Meier, Toit kato >50% OT manueHTUTE He ca
nosryuniu Bropu III'TKII 1o nen 166.

Haxonkure B nenuaTpu4Hara NOArpyIa CbOTBETCTBAT HA PE3YITATUTE OT LIsUIOCTHATA IIOITyJIallns 3a
M'BPBUYHUTE, BTOPUYHUTE U APYTH KPallHU MMOKa3aTen Ha e(hUKaCHOCTTA.

5.2 dapmakOKMHETHYHHU CBOHCTBA

AOcopbuus

Cren nmepopaiHo MPUIOKEHUE JTaKko3aMujl ce abcopOupa 0bp30 1 HarbiHO. [IepopanHaTta
OMOHAIMYHOCT Ha ChABPIKAIIUS Ce B Ta0eTkuTe Jiako3amu e moutu 100%. [Ipu nepopanno
MPUIOKEHHUE IUIa3MeHaTa KOHLEHTPaLWs Ha HeIPOMEHEH JIAKO3aMHUJl e MOBHUIIaBa 0bp30, KaTO Crax
ce poctura okoio 0,5 10 4 gaca ciesi mpuema Ha Jio3ara. Tabiaetkure Vimpat v IepopaTHUAT CHPOIT
ca OMOEKBUBAJICHTHU. XpaHaTa He MOBIHUIBA CKOPOCTTA U CTETNICHTa HA aOCOPOIHSL.

Pasnpenenenue

O6embT Ha pasnpenenenue e oxono 0,6 1/kg. Jlako3zamun ce cBbp3Ba C MIa3MEHUTE TPOTEHHH B
no-Majko oT 15%.

Buorpancdopmaris

95% ot f03aTa ce eKCKPETUpAT C ypHHATA KaTo JIAKo3aMu I U MeTaboIuTH. MeTaboJIn3MbT Ha
JIAKO3aMUJI HE € HAIThJIHO U3SICHEH.

OCHOBHHTE BEIECTBA, OTJEJICHH C YpHUHATa, ca HEIPOMEHEH Jiako3amu (okono 40% ot po3ata) u
HeroBus O-ne3MeTiI MeTaboauT (1o Maiko ot 30%).

[Monsipuara ¢dpakus, 32 KOSITO ce Tperoara, 4e € ChcTaBeHa OT CEpUHOBU NMPOU3BOHH, B YpUHATA
BB3NM3a Ha 0Kkoio 20%, HO € ycTaHOBeHa caMo B Masiku KosmdecTBa (0-2%) B m1a3mara Ha HAKOH
vHAuBUIW. B ypuHara ca oTkputy U Manku konmdectsa (0,5-2%) oT qpyru MeTaboIUTH.

In vitro nannaute nokasear, ue CYP2C9, CYP2C19 u CYP3A4 Morat na kataiusupar o0pa3yBaHETO
Ha O-1e3MeTH MeTaboNuTa, HO OCHOBHHS y4acTBalll U30€H3UM HE € MOTBBP/ICH in vivo. He ca
HaOJI0/ITaBaHU KIIMHUYHO 3HAYMMU Pa3lIn4us B €KCIIO3UIIMSTA Ha JIAKO3aMU/I IIPU CPaBHIBAHE Ha
(hapMaKOKMHETHKATA IPU UHUBUANTE C €KCTeH3UBEeH MeTabomm3bM (EM ¢ pyHkInoHaneH
CYP2C19) u ta3u npu uaauBuauTe ¢ 6apeH Matadonu3sM (BM, jurnca Ha pyukuunonaned CYP2C19).
OcBeH TOBa, poy4yBaHeTo 3a B3aumoaeicTaue ¢ omernpaso (CYP2C19 unxuburop) He pa3kpuBa
KJIIMHUYHO 3HAYMMU MPOMEHH B TJIA3MEHUTE KOHIICHTPAIIUH Ha JIAKO3aMH/] KOETO ITOKa3Ba, 4e
3HAYEHHNETO Ha TO3M ITBT € He3HaunTeNHO. [Ima3menara konmnerTpanus Ha O-1e3MeTHII-TaK03aMH]] €
okoJo 15% oT KoHIeHTpanuaTa Ha JaK03aMU/I B Tu1a3Mara. 1031 OCHOBEH METa0OIHT HsIMA ITO3HATa
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(hapmMaKoJIOruYHa aKTUBHOCT.

EnuMunupane

Jlakozamu ce eTMMUHUpPA OT CHCTEMHOTO KpbBOOOpaIteHune, MpeauMHo upe3 Ob0pedHa eKCKpenus |
ouotpanchopmanws. Cien IepopalHO M HHTPABEHO3HO MPHUIIOKCHHE Ha PATMOAKTHBHO OeIsI3aH
JaKo3aMua 0KoJI0 95% 0T pagMoaKTHUBHOCTTA CE YCTaHOBSABA B YpHHATa, a mo-Manko oT 0,5% — B
M3MPAXHEHUATA. EMTMMUHAIIMOHHUSAT TOTYKUBOT Ha JIaK03aMuUJ € OkoJo 13 daca.
dapMakOKMHETHKATA € TIPOMOPIIMOHATHA Ha JI03aTa U TIOCTOSHHA BHB BPEMETO, C MaJIKa UHTPa- U
WHTEPUHINBHIYyalHa TpoMeHIuBOCT. Criesl mprueMaHe Ha J1o3aTa J1Ba ITbTH JHEBHO CTAllMOHAPHU
IIa3MEHHU KOHIEHTPALMH Ce JJOCTHUTaT ciie 3-JHeBeH nepuo. [lna3menaTa KOHIIEHTpalus HapacTBa
[P aKyMyJIAI[HOHEH (aKTop OT OKOJIO 2.

Konuentpanuusra B cTaiMoHapHO ChCTOSIHUE HAa €AMHUYHA HaToBapBaia A03a 200 mg e
MpUOIM3UTETTHO €AHAKBA Ha Ta3W IPH MEPOpaTHO mpwiokeHue Ha 100 mg ABa IbTH JHEBHO.

dapMakOKMHETHKA [IPU CIIENMAIHN IPYIH HALUEHTH

Ilon
KnuHUYHATE MTPOYYBAHUS TIOKA3BAT, Y€ MONBT HAMA KIMHHYHO 3HAYUMO BIIMSHUE BHPXY IIA3MECHUTE
KOHIICHTPAIMK Ha JIAKO3aMU/I.

bvopeuno ygpescoane

AUC na nako3amuJi € moBuiieHa ¢ okosio 30% npu maueHTUTe ¢ JIeKO U yMEpeHo ObOpeyHO
yYBpEk)AaHe U ¢ 0KoJI0 60% pH Te3U ¢ TeKKO OBOPEUHO YBPEKIaHE U TEPMHUHAIHA ObOpeUHa
HEJOCTATHYHOCT, U3UCKBAIM XEMOINANIN3a, B CPABHCHUE ChC 3/IPABUTE HHAMBHIN, KaTO Cmax OCTaBa
HEMPOMEHEHa.

Jlako3amun ce oTaeis epeKTUBHO OT Iia3Mara upe3 xemoauanusa. Cien 4-yacosa xemoauanuza AUC
Ha JlaKo3aMu HamalsiBa ¢ okoto 50%. Eto 3a1mo ce npernopbyuBa JOMBIHUTEIHOTO MIPUJIaraHe Ha J103a
cien xemonuanusa (Bx. Touka 4.2). KonmndaectBoTo Ha O-e3MeTHI MeTa0O0INTA € TIOBUIIICHO HIKOIKO
'BTH TIPY TIAIMEHTH ¢ YMEPEHO JI0 TeXKO Ob0peuHo yBpexaaHe. [Ipy Hen3BbpIIBaHE Ha XeMOJHaIN3a
IIpy NMaveHTH C TCpMHUHAIHA 6L6peqHa HEAOCTAaTbYHOCT HMBATa CC€ MOBUIIABAT U MPOABJIKUTCIIHO
pacrart o Bpeme Ha 24-yacoBusi MojieN. He € M3BeCTHO 1y MOBHUIIIEHOTO KOJUYECTBO HA METa00INTa
MPY TANKUEHTH C TEPMUHATHA OBOpEUHa HEOCTATHYHOCT € BE3MOXKHO JIa TIOBUIIIAT HEXKETAHUTE
peakIuy, HO He € yCTaHOBeHa (hapMaKoJOrMyHa aKTUBHOCT Ha METa0OJHTA.

Yeprodpobro yapedicoane

[Ipu nanmentute ¢ ymepeHo ueproipooHo yBpexaane (Child-Pugh B) ca mabmogaBanu 1mo-Bucoku
IJ1a3MEHM KOHIIEHTpAI|K Ha Jiako3aMu (puomusuteiano 50% mno-sucoka AUChem). [To-Bucokara
EKCIO3UIMS Ce IBJKH B M3BECTHA CTEIIEH Ha MOHIKeHaTa ObOpeyHa (GyHKLHS Ha IPOYyYBAHUTE
narueHTy. [loHmKeHrneTo Ha HeOBOPEUHNS KITMPBHC MPH YYaCTBAIIUTE B IPOYYBAHETO MAIUEHTH
Boau 10 20% moBumenue Ha AUC Ha mako3amua. PapMakOKMHETHKATA Ha JJaK03aMUI HE €
MpoyYBaHa IPH MAHEHTH C TEXKO YEPHOAPOOHO yBpexkIaHe (BXK. Touka 4.2).

Cmapuecka 8v3pacm (8v3pacm Hao 65 200unu)

B npoy4BaHe nipu MBKe U J)KEHU B CTapuecKa Bh3pacT, BKIIOYBAIIY 4 TAIIMEHTH Ha Bb3pacT

Haj 75 rogunu, AUC e nosuiieHa ¢ okoiio 30 u 50% B cpaBHeHHUE ¢ Miaau xopa. ToBa € CBbp3aHO
OCHOBHO C TIO-HUCKOTO TejIeCHO Teryio. O0uuaiiHaTa pas3jivka B TErJI0TO € ChOTBETHO 26 1 23%.
Habnronasa ce chIo 1 yBennueHa BapuabMITHOCT B €KCIIO3UIUATA. B TOBa npoyuBane ObOpeUHUST
KJIIMPBHC Ha JIAKO3aMUJI € CaMO JIEKO MIOHMKEH NPY MAIlMEeHTH B CTapuecKa Bh3pacT.

OOUWKHOBEHO HE C€ Hajlara peaylupaHe Ha J103aTa, OCBEH aKO TOBa HE MOKAa3aHO IMOPaan MOHKEHA
0b0peunHa pyHKIMA (BX. Touka 4.2).

Ieouampuuna nonynayus

[MemuaTpuaHusT hapMaKOKMHETHYESH MPOGUIT HA JIAKO3aAMH]] € OTIPE/IENICH B MOIMTyIalnOHEH
(hapMaKOKMHETHYCH aHATTU3 C U3M0JI3BaHe HAa PEJIKU JIAHHHM 32 TIa3MeHa KOHIIEHTPAIIUS, TOTyYeH! B
IIEeCT MIane00-KOHTPOJIUPAHU PaHAOMU3NPAHH KIMHIUYHH MMPOYYBAHUS U TIET OTBOPCHU IPOYYBAHUS
pu 1655 BB3pacTHU U IEAUATPUIHH MTAIIUECHTH C SIIICTICHSI Ha BB3pacT oT 1 Mecer xo 17 roguHm.
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Tpu OT Te3u poy4uBaHUsI ca MPOBEICHU C BH3PACTHU, 7 ¢ IEIUATPUYHY MAIIMEHTH U | ChC cMeceHa
nomynanud. [lpunaranure qo3u Jaxo3amun Bapupar ot 2 1o 17,8 mg/kg/nen npu npuem nBa mbTH
JTHEBHO, 0e3 na Haasuiragat 600 mg/neH.

TunuuHUAT 1a3MeH KIMpBHC € otieHeH Ha 0,46 1/h, 0,81 1/h, 1,03 1/h u 1,34 1/h 3a nequarpudnan
naruerTn croTBeTHO ¢ Terno 10 kg, 20 kg, 30 kg u 50 kg. 3a cpaBHeHHe, TUTA3MEHUAT KIUPHHC MIPH
BBp3pacTaH (70 kg TenecHo Termno) e orneHer Ha 1,74 1/h.

[omynannonen hapMaKOKHHETHYECH aHAIN3, U3IIOJI3BAI PeIKH (apMaKOKHHETHIHHU TPOOH OT
npoyuBane Ha [1I'TKII, moka3Ba momo6Ha excriozumus npu nanueHTtH ¢ [1I'TKII u npu nanmenTu ¢
MapIUaTHU MPUCTHITN

5.3 IlpenkJuHUYHH JAHHHU 32 0€30MACHOCT

[Ipu npoy4BaHusTa Ha TOKCHYHOCTTA MOJTYYCHUTE IIa3MEHU KOHIICHTPAL[H Ha JaK03aMHJl ca
MOZOOHY MIJIM CaMO HECHIIECTBEHO MO-BHCOKH OT IOJIYYEHHUTE MTPHU ITAIIHEHTH, TP KOSTO TPaHULIUTE
3a eKCITO3MITHATA IIPU XOPa ca HUCKH WJIM HECHIIECTBYBAIIIH.

[TpoyuBaHuATa Ha JIeKapCTBEHA OE30MAaCHOCT 3a HHTPABECHO3HOTO MIPUIIOKEHUE HA JTaKO3aMUJl IIpH
aHeCTe3MpaHM KydeTa [0Ka3BaT BpPEeMEHHO moBHIIeHne B PR-uHTepBana n npoabKUTETHOCTTA Ha
QRS-xoMIuIeKkca 1 MOHKEHNE Ha KPHBHOTO HAIATAHE, BEPOSTHO MOPAIH KapAHOICTIPECHBHOTO
neiicteue. Te3n BpeMEHHH IPOMEHH 3a1l0uBaT [IPH €/1HA U ChIa KOHIIEHTPAIHS U CJIe]l MaKCHUMAITHO
MPENoOPBUYUTENHO KITMHUYHO JTo3upane. [Ipu aHecTesnpanu Kydera u MaiiMynu ot pog Cynomolgus,
MIPY MHTPAaBEHO3HO prutokeHue Ha 15-60 mg/kg ca HaOnromaBany 3a0aBsiHe HA TIPEACHPAHATA H
KaMepHaTa MPOBOJMMOCT, aTPUOBEHTPUKYJIApEH OJIOK M aTPUOBEHTPUKYJIapHa AUCOLHAIIHS.

[Tpu npoy4BaHuUs HA TOKCUYHOCTTA TP MHOTOKPATHO MPHJIOKEHHUE MIPH TUIBXOBE ce HAOII0AaBaT
crabu oOpaTHMH YepHOIPOOHH IIPOMEHH, 3aII0YBAIIH ITPY HUBA OKOJIO 3 IBTH HAJl KIIMHUYHATA
excrio3unys. Te3n MpoMeHH BKITIOYBAT ITOBHIIIEHO TEIJI0 HA OPraHUTe, XUNEePTPOHs Ha
XEMaTOUTUTE, TOBUIIEHUE HA CEPYMHUTE KOHIIGHTPAIIMY Ha YePHOAPOOHNUTE CH3UMHU U TIOBUILICHHE
Ha oOIIHsI X0ecTepo U Tpurmiepuante. OCBeH XUNepTpoPHATa HA XENATOIUTUTE HE ca
HaOJII0IaBaHM IPYTH XUCTOMATOIOTUYHH IPOMEHH.

B nipoyuBaHusiTa BHPXY PENPOYKTUBHOCTTA U PA3BUTHETO HA TOKCUYHOCT NIPU TPU3avH U ITHXOBE HE
ca HaOJI0/IaBHU TEPaTOTeHHH e()eKTH, a caMo yBeJMyaBaHe Ha Oposi Ha MbPTBOPOICHUTE U
MOYHMHAIINTE HACKOPO CJIE/l paKAaHETO MOTOMIIM, KaKTO M cJIa00 MOHIKEHHE B Opost Ha HOTOMCTBOTO H
TETJIOTO Ha HOBOPOJICHHUTE NPH MPUJIAraHETO Ha TOKCHYHU 32 MalikaTa JI03H IPH IUIBXOBE, KOETO
CHOTBETCTBA HA HUBA HA CHCTEMHA €KCITO3UIIHS, TI000HU Ha OYaKBaHATA EKCIIO3HIHUS TP KJIMHUYHO
npuitoxkenue. Thil KaTo M0-BHCOKHM HUBA HA €KCIO3UIIMS IIPH )KUBOTHU HE Ca MU3CJICABAHU MOPAIH
TOKCHUYHOCT 32 MaiKarta, HAIMYHUTE TAaHHU Ca HEJOCTAThYHHM 32 IThJIHA OI[CHKA Ha eMOPHOTOKCHYHUS
U TePaTOTeHEH NMOTEHIMAN Ha JaKO3aMUI.

[IpoyuBaHusTa MPH TUIBXOBE TIOKA3BAT, Y€ JTAKO3aMUJI /MU HETOBUTE META0OJINTH MTPEMUHABAT
OBp30 IIaieHTapHara dbapuepa.

[pu Mnajm MIbXoBE U Ky4eTa BHJOBETE TOKCHYHOCT HE C€ pa3inyaBaT KaueCTBEHO OT TE3H,
HaOJII01aBaHM TP BB3PACTHH )KUBOTHHU. [Ipn Miaau mrpxoBe ce HaOM0JaBa HaMaJIeHO TEJIECHO TerjIo
[IPY HUBA Ha CUCTEMHA €KCIO3UIMSI, KOUTO ca MOoJ00HN Ha OYaKBaHATa KJIMHUYHA eKcrio3uuus. [Ipu
MJIaJ¥ KydeTa IPEeXOAHH U CBBbP3aHH ¢ A03aTa KIMHWYHYU npusHauy Ha LIHC 3amousar na ce
HaOJI0/1aBaT NP HUBA HA CUCTEMHA €KCIIO3HIIUS 1T0JT OYaKBaHATA KIIMHUYHA SKCTIO3UITHS.

6. DOAPMAIEBTUYHU JAHHHA
6.1 Cnucek Ha IOMOUIHHUTE BelIeCTBA

rimepost (E422)

KapMeJio3a HaTpHui

copOuTomn, TeueH (kpuctanmuzupa) (E420)
nonmeTrneHraukon 4000

HATPHUEB XJIOPHU]T

JMMOHEHa KUCeHa, 0e3B0IHA
anecyidam kanuii (E950)
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HaTpHueB MeTHIIapaxuapokcuoensoat (E219)

apoMar Ha sirofa (Chabprkar mpormieHrnkol (E1520), mamroi)

Mackupail apoMaTt (cbabpikar npormwienrnukon (E1520), acmapram (E951), anecyndam kanmii
(E950), manrton, neioHM3MpaHa Boja)

MpevricTeHa Bojia

6.2 HecnbBMecTUMOCTH
Henpunoxumo
6.3 Cpoxk Ha rogHoCT

3 roguHu.
Crnen mbpBOTO OTBapsiHE: 6 Mecela.

6.4 CroenuajHu ycJ10BHS HA CbXPAaHEHHUE
[a He ce cpxpaHsiBa B XJaAUIHUK.
6.5 Buau chabp:KaHUe HA ONIAKOBKATA

ByTtunka 200 ml oT TBMHO CTBHKIIO ¢ OsJ1a MTONHIIPONTAICHOBA Kaladyka Ha BUHT, TIOJTUIIPOIHIEHOBA
MepuTenHa yamka oT 30 ml 1 cpruHIIOBKA 32 MepopaiHd GOPMHU OT MOJIUETHUIICH/TIOIHUITPOTIHIICH OT
10 ml (yepHH Tpasyupany IeNEHUs) C IOJMETUICHOB aIarTep.

Enna meiiaa MepuTenHa gamka ot 30 ml ceoTBeTcTBa Ha 300 mg akozaMu. MUHAMATHUAT 00eM e
5 ml, xoeto croTBeTcTBa Ha 50 Mg makozamua. OT eqHO TpadyrupaHo JIeneHre S ml 10 BCIKo
ClIeZIBalIO TPaaynpaHo JeJieHne ce oTMepBaT 5 ml, koeto ce paBHsBa Ha 50 mg nako3aMu (HarpuMep
2 rpaxyupaHH JiesnieHus cboTBeTcTBaT Ha 100 mg).

Enna meiiHa cipuHIoBKa 32 iepopainHu Gopmu ot 10 ml otroBaps Ha 100 mg nmakozamu.
MunumanHusaT 00eM 3a usreriisHe ¢ 1 ml, koero croTBeTcTBa Ha 10 mg makozamun. Cien
rpajyupaHoTo jaeneHue 3a 1 ml, Bcsiko rpaxyupano aenenue otroBaps Ha 0,25 ml, koeto ce paBHsIBa
Ha 2,5 mg JaKo3aMu/I.

6.6 CrnenuajaHu NMpeaNna3sH MEPKH NPH U3XBbPJIsIHE

Hewnsnon3paausT JICKApPCTBCH NPOAYKT UKW OTIIAABbYHUTE MATCPpUAI OT HETO Tpi[6Ba Ja C€ U3XBBPJIIAT
B CbOTBETCTBUC C MCCTHUTC U3UCKBAHMU.

7. IIPUTEXATEJ HA PASPEHIEHUETO 3A YIIOTPEBA

UCB Pharma S.A.

Allée de la Recherche 60

B-1070 Bruxelles

benrus

8. HOMEP(A) HA PASPEIHIEHUETO 3A YIIOTPEBA

EU/1/08/470/018

9. JATA HA TbPBO PASPEIIABAHE/IIOJJTHOBSIBAHE HA PASPEHIEHUETO 3A
YIHOTPEBA

JlaTa Ha mepBO paspemanane: 29 asryct 2008 r.
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Jara Ha mocneano nogHoBsBane: 31 romm 2013 T.

10. JATA HA AKTYAJIUBUPAHE HA TEKCTA

[NonpoGHa nH(MOpMaIs 3a TO3M JIEKAPCTBEH MPOIYKT € IpeocTaBeHa Ha yeOcaiita Ha
EBpomneiickaTa areHius no JiekapctaaTa http://www.ema.europa.eu/
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1. HUME HA JIEKAPCTBEHUA ITPOAYKT

Vimpat 10 mg/ml undy3uoHeH pa3TBop

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Bceexn ml nady3nonen pasreop cpabpxa 10 mg makozamun (lacosamide).
Bceexn dmakon 20 ml uadysnonen pa3reop chappika 200 mg gaxo3amuI.

IloMomHY BeliecTBa ¢ M3BECTHO ACHCTBHE:
Bceexn ml ot uH}y3noHHMS pa3TBOp ChabpKa 2,99 mg HaTpuit

3a MBJIHUSA CIUCHK HA IIOMOIIHHUTEC BCUICCTBA, BUXKTC TOUKA 6.1.

3. JEKAPCTBEHA ®OPMA

Wndy3nonen pa3Teop
Buctbp, 6€31BETCH pa3TBOP

4. KJIMHUYHU JAHHHA
4.1 TepaneBTHYHHU OKA3AHUS

Vimpat e nokaszaH 3a MOHOTEpAITUs M JOIBJIBAIIA TEPAHs MIPY JICYEHUETO Ha MapIUAIHU MPUCTBITN C
niu 6e3 BTOpUYHA TeHEepaIu3alys pH Bb3PaCTHH, FOHOIIHN U JIela, HABbPIIMIN 2-TOAHIIIHA Bb3PaCT, C
SIUIIETICHSL.

Vimpat e noka3aH 3a JOI'bJIBAIlA TepaHs
® [IpH JICUCHHETO Ha MApIUATHH IPUCTHIHN ChC WK 0€3 BTOPUYHA TeHEepaIn3aIus pu
BB3pPacTHH, IOHOILIM U JI€11a, HaBbPUIWIN 2-TOAMIIHA B3PaCT, C CIMIEIICHSL.
®  IIpU JICUEHUETO HA IIBPBUYHO I'C€HEPATU3NPAHU TOHUYHO-KJIIOHUYHH [IPUCTHIIU NIPU Bb3PACTHH,
FOHOIIIN U JIela, HaBbPIIWIN 4-TOJUIIHA Bb3PACT, C FeHepaIn3upaHa HANONaTHYHa
EIUIICTICHSL.

4.2 J103UpOBKA M HAYUH HA NPUJI0KEHHE

2 !O3I/I[ YOBKaA

JlekapsT TpsOBa Ja MpeJuIle Hai-o X0 s1aTa JekapcTBeHa popMa i KOJTMYECTBO Ha aKTHBHOTO
BEIIECTBO B J1030Ba €IMHUILIA CIIOPE TEMIOTO U 103aTa.

Jleuenuero ¢ MaKo3aMua MOXKe Jia 3alI0YHE WIK Ype3 MepOpaTHO IPUIIOKEHHE (TabJIeTKH WIIM CHPOIT)
WX Ype3 UHTPABEHO3HO NMpuiiokeHue (MHQY3HOHEH pa3TBOp). MHPY3NOHHUAT pa3TBOp € anTepHaTHBA
3a MaIMeHTUTE, KOraTo MepPOPaTHOTO MPUIIOKEHNE € BpEMEHHO HeBb3MOoxkHO. O0mara
MPOABILKUTEIHOCT Ha JICUEHUETO C MHTPABEHO3EH JTaK03aMHJl € 110 IpeleHKa Ha JeKaps; UMa OIUT OT
KJIMHUYHY TPOYYBaHUs ¢ MHQY3UH Ha JJAaKO3aMUA ABa IBTH JTHEBHO 3a MEPUOJ 10 5 THU NpU
JorreiBamnia Tepanus. [I[peMrHaBaHeTO OT IEPOPaTHO KbM HHTPABEHO3ZHO MPHIIOKEHUE H 00paTHO
MOJKE Jla ce HalpaBy AUPEKTHO, 0e3 TuTpupane. OOmiara JHEBHA 034 U IPUIIOKEHHUETO J1BA TBTH
JTHEBHO TpAOBa Jia ce 3ama3yu. BHUMaTeTHO pocieasBaiiTe MalueHTy ¢ JaHHHU 3a Ipo0IeMu ¢
[IPOBOJMMOCTTA Ha ChPLIETO, IPHEMAIIU ChIIBTCTBAILM JIEKapCTBa, KOUTO yabipkaBaT PR-untepsana
WK C T&XKO ChPIAEUHO 3a00JIABaHe (HaNp. MUOKapHa HCXEMHUs], Chp/IeYHA HEJJOCTaThUHOCT), KOraTo
J03aTa Ha Jlako3aMuj € o-Bucoka ot 400 mg /neH (Bx. mo-goiay Haunn Ha npusioxxeHue u Touka 4.4).
Jlakozamup TpsiOBa Aa ce MpreMa JBa IbTH AHEBHO (MIpHOIN3UTENHO npe3 12 vaca).
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B tabnumuTe mo-gomy e 00001IeHa MpenophbUINTEIHATA 1032 32 BB3PACTHH, FOHOIIH | JIETIa,

HaBBPIIWIA 2-TOIHIIHA BH3PACT.

IOnommu u nena ¢ rerjo 50 kg niau noseye, 1 BL3PACTHH

Hauanna no3a Turpupane MakcuMasiHa npenopb4yMTeHA 1032
(HapacTBaIIH
CTBIIKH)
Monotepanus: 50 mg 18a IbTH 50 mg nBa Momnotepanus: 10 300 mg 1Ba mpTH
nueBHO (100 mg/nen) nnmu 100 mg ITBTH THEBHO nmueBHO (600 mg/nen)
JBa IbTU AHEBHO (200 mg/nen) (100 mg/nen)
Ha cenMuuan | JombaBama tepanus: 1o 200 mg nBa
JonbaBama tepanus: 50 mg 1Ba | ©HTEpBaIN bt qHEBHO (400 mg/nen)
mbTH AHeBHO (100 mg/nen)

AJITepHATHBHA MbPBOHAYAJIHA JO3UPOBKA™ (aKO € PUII0KIMO):
200 mg equHUYHA HaTOBapBaIa 103a, mocuensana ot 100 mg nBa meTH mHEBHO (200 mg/neH)

HanpuMep npu status epilepticus.

*HaToBapBaria 103a MOJKE J1a Ce 3all0YHe Ha MAIUEeHTH B CUTYalNH, IIPY KOUTO JICKAapsT OIpeIes, 4e ce TapaHTupa Obp30 MOCTUraHe
Ha CTAallMOHAPHA [UIa3MeHaTa KOHI[CHTPALMs Ha JJaKo3aMuJl U TepaneBTi4eH edekT. Ts TpsibBa na ce mpuiara o MeJULHHCKO
HaOJIF0JJeHHe [IPH OTYHTAHE HA BEPOSITHOCTTA OT IIOBUIIEHA YECTOTa Ha CEPHO3HA ChpJeYHa apUTMHUS U HEXKEIIaHH PeaKIuy OT CTpaHa
Ha IIeHTpaJlHaTa HepBHa cucTeMa (Bk. Touka 4.8). IIpuioxkeHneTo Ha HaToBapBalla J103a He € IPOyUYEHO IIPU OCTPU CHhCTOSHHUS,

Jdena, HABbPIIMIY 2-TOAUIIHA Bb3PACT M IOHOWIHN ¢ TerJio noa 50 kg*

Hauanna no3za Turpupane MakcuMaaHa NpenopbLYNTETHA 1032
(HapacTBamm
CTBIKH)
MoHoTepanus U 10bJIBAINIA 1 mg/kg nBa MonoTepanus:
Tepanus: I'bTH THEBHO |-  J10 6 mg/kg Ba MbTH JHEBHO
1 mg/kg nBa IbTH JTHEBHO (2 mg/kg/nen) (12 mg/kg/nen) npu narmentu > 10 kg mo
(2 mg/kg/nen) Ha CeIMUYHH <40 kg
WHTEPBaIN - 10 5 mg/kg ABa MbTH THEBHO

(10 mg/kg/nen) npu mauentu > 40 kg 1o
<50kg

JombaBama repanus:

1o 6 mg/kg nBa MbTH AHEBHO

(12 mg/kg/nen) npu manuentu > 10 kg 1o
<20 kg

1o 5 mg/kg nBa TETH JTHEBHO

(10 mg/kg/nen) npu manuentu > 20 kg 1o
<30 kg

1o 4 mg/kg nBa mbTH AHEBHO

(8 mg/kg/nen) npu narrentu > 30 kg 10
<50 kg

FOunowu u oeua ¢ mezno 50 kg unu noseue u ev3pacmuu

Monomepanus (npu 1eyenuemo Ha NAPYUAIHU RPUCTHBAU)

[Ipenoppuntennarta HavyanHa 1o3a ¢ 50 mg aABa mbTH AHEBHO (100 mg/neH), KoATO cliea eAHa CeaMULA
TpsOBa J1a ce YBEJIMYHM J0 IbpBOHAYAIHA TepaneBTHUHa 103a 100 mg aa mbTH qHeBHO (200 mg/aeH).
Jlako3amMu1 MOKe J1a ce 3aro4He chio ¢ g03a 100 mg aBa neTu nHeBHO (200 mg/neH) mo mpeleHka Ha
JieKaps 3a He00X0AUMOCTTa OT HaMaJIsIBaHE HA MPUCTBIIUTE CIPSIMO [TOTEHIIMATHUTE HEXKEIaH!
peaxumu.
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B 3aBHCHMOCT OT OTrOBOpa U MOHOCHMOCTTA, IOJIbPIKAIIATA 1032 MOXKeE J1a ObJIe TOMIBIHUTEITHO
yBeIM4YaBaHa Ha ceIMUYHY nHTepBaiu ¢ 50 mg nBa mptH Ha aeH (100 mg /neH) 1o MakcUMaTHO
npernopbyuTeaHa qHeBHa no3a 300 mg nBa mbtH Ha neH (600 mg/nen).

[Ipu manuenTH, JOCTUrHAU 1032 To-rojsMa oT 200 mg nBa meTH AHEBHO (400 mg/neH) U KOUTO ce
HYKJasAT OT OIBJIBAIN aHTHETTMIISTITHYEH JIeKapCTBEH MPOTIYKT, TPsIOBa Ja ce cra3Ba I03UpOBKaTa IMo-
JIOITy, KOSITO Ce MPeTiopbyBa 3a IOITbJIBAIIA TepaIusl.

Lonvnsawa mepanus (npu neuenuemo Ha NAPYUATHYU NPUCHIBAY UIU NPU TeUeHUEemO Ha NbPBUYHO
2eHepanu3uUpanHu MOHUYHO-KIOHUYHU NPUCHIBAY)

[Ipenoppuntennata HavyanHa 1o3a ¢ 50 mg aBa mbTH AHEBHO (100 mg/neH), KoATO clie eAHa CeaMHLA
TpsiOBa J1a O'bJIe TOBUINIEHA /IO HaYaliHa TeparneBTuyHa qo3a 100 mg nBa metu gHeBHO (200 mg/nen).

B 3aBuCHMOCT OT HHOUBUAYATHHS OTTOBOP HA MAalMEHTa, MOIbprKalaTa J03a Moxe Aa 0b/1e
JOITBJTHUTENHO MOBHIIaBaHa Ha ceaMuYHH nepuoau ¢ 50 mg nBa mbtu gueBHO (100 mg/neH), o
MaKCUMaJHa IpenopbunTenta qHesHa no3a 200 mg nea mbtu AeBHO (400 mg/nen).

Meya, Hasvpuiuiu 2-200UllHa 8b3pAcm, U IOHowU ¢ me2ao noo 50 kg

I[o:saTa C€ OmpeaciId Ha 0a3a TeIlecHO TErJIO.

Monomepanus (npu nevenue na napyuaIHu NPUCMBbNLL)

[Ipenopruntennara HavaiHa jg03a ¢ 1 mg/kg aBa mbTH MHEBHO (2 mg/kg/neH), kosTO TpsOBa aa ce
YBEJIHMYH JI0 HavallHa TeparneBTHu4YHa /103a oT 2 mg/kg nBa mbTH AHEBHO (4 mg/kg/nen) cnex eqHa
CeIMHUIIA.

B 3aBucuMocT oT OTroBOpa U MOHOCHMOCTTA, OAIBbPIKAIIATA 1032 MOKE JOIIBJIHUTEIHO Ja 0bae
yBenmuaBaHa ¢ 1 mg/kg nBa meti nHEBHO (2 mg/kg/nen) Besika cemmuna. Jlozara TpsioBa 11a ce
yBeJIN4YaBa MOCTENCHHO, JOKATO ce TIOCTHTHE ONTUMAIHUAT oTroBop. Tpsa0Ba ia ce U3noi3Ba Haii-
HucKkara eexTuBHa fo3a. [Ipu gema ¢ Terno ot 10 kg no mo-manko ot 40 kg ce mpemopruBa
MakcuMaiHa J03a 10 6 mg/kg nea metu nHeBHO (12 mg/kg/nen). [Ipu nena c termo ot 40 10 mox
50 kg ce mpenopbuBa MakcuMmaiHa g03a 5 mg/kg nea ety nHeBHO (10 mg/kg/nen).

B TabnuuuTe no-moiy ca npeocTaBeHn NPUMEPH 32 00EMHHU eTMHULIM MH(Y3HOHEH pa3TBOp Ha
MPHUEM B 3aBUCUMOCT OT TIPEANUCcAHAaTa /1033 U TeIeCHO Teryo. TouHusIT 00eM OT HH(Y3NOHHUS
pa3TBOP Ce€ U3UUCIIABA CIIOPE]] TOUHOTO TEJIECHO TEIJIO Ha JETETO.

Jlo3u 3a MOHOTEpanus NPy JICUYCHUE Ha TAPIMATHHA IPUCTHITHN 32 MPUEM BA TbTH THEBHO MPH JICTIa,
HaBBPIIIIN 2-TOIUIITHA BB3pacT, ¢ Terso ot 10 kg 1o mox 40 kg

Cenmuna Cenmuna 1 | Cenmuna 2 | Cenmuna 3 | Ceamuna 4 | Ceamuna 5 | Ceamuna 6
[pennucana | 0,1 ml/kg 0,2 ml/kg 0,3 ml/kg 0,4 ml/kg 0,5 ml/kg 0,6 ml/kg
no3a (1 mg/kg) (2 mg/kg) (3 mg/kg) (4 mg/kg) (5 mg/kg) (6 mg/kg)

Hauanna MakcumaiHa

11032 MpenopbYH-

TEJTHA J103a

Terno ObemM, KOUTO J1a ce MPUIIOKH
10 kg 1 ml 2 ml 3ml 4 ml 5ml 6 ml

(10 mg) (20 mg) (30 mg) (40 mg) (50 mg) (60 mg)
15 kg 1,5 ml 3 ml 4,5 ml 6 ml 7,5 ml 9 ml

(15 mg) (30 mg) (45 mg) (60 mg) (75 mg) (90 mg)
20 kg 2 ml 4 ml 6 ml 8 ml 10 ml 12 ml

(20 mg) (40 mg) (60 mg) (80 mg) (100 mg) (120 mg)
25kg 2,5 ml 5ml 7.5 ml 10 ml 12,5 ml 15 ml

(25 mg) (50 mg) (75 mg) (100 mg) (125 mg) (150 mg)
30kg 3ml 6 ml 9 ml 12 ml 15 ml 18 ml

(30 mg) (60 mg) (90 mg) (120 mg) (150 mg) (180 mg)
35kg 3,5ml 7 ml 10,5 ml 14 ml 17,5 ml 21 ml

(35 mg) (70 mg) (105 mg) (140 mg) (175 mg) (210 mg)
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J1031 32 MOHOTEpAIHS IPY JIEYEHHUE HA TIAPIUAIHY NPUCTHIIM 32 IPHEM ABA ITLTH JHEBHO NPH JIela,
HaBBPIIMIM 1-Meceuna Bb3pacT, ¢ Tero ot 40 kg 1o mox 50 kg

Cenmuna Cenmuna 1 Cenmuna 2 Cenmuria 3 Cenmuna 4 Cenmuna 5
[Ipenmucana | 0,1 ml/kg 0,2 ml/kg 0,3 ml/kg 0,4 ml/kg 0,5 ml/kg
J03a (1 mg/kg) (2 mg/kg) (3 mg/kg) (4 mg/kg) (5 mg/kg)
Hauanna no3za Makcumaina
IPENOPbUYUTENIHA
J03a
Terno ObeM, KOUTO J1a ce MPUITOKH
40 kg 4 ml 8 ml 12 ml 16 ml 20 ml
(40 mg) (80 mg) (120 mg) (160 mg) (200 mg)
45 kg 4,5 ml 9 ml 13,5 ml 18 ml 22,5 ml
(45 mg) (90 mg) (135 mg) (180 mg) (225 mg)

1
( ) I[O3I/Ip0BKaTa TIpH FOHOIIH C TETJIO 50 kg WJIM TIOBEYE € ChlllaTa, KaKTO IIPU BB3PAaCcTHH.

Honvasawa mepanus (npu neveHue Ha NbPEUYHO 2eHEPATUSUPAHU MOHUYHO-KTOHUYHU NPUCTNBIU HA
HABLPUIUIU 4-200UHA 6b3DACT ULU 34 JIeYeHUe HA NAPYUATHY NPUCMBNU HA HAGLPULUIU 2-200UUHA
8v3pacm,)

[Ipemmoppuntennara HavaiHa q03a ¢ 1 mg/kg aBa meT mHEBHO (2 mg/kg/men), kosTO TpsAOBa 1A ce
YBEJIMYH JI0 HayallHa TeparneBTUYHa Jo3a oT 2 mg/kg nBa mbTH AHEBHO (4 mg/kg/neH) cien eqHa
ceIMHUIIA.

B 3aBrcHMOCT OT OTTOBOpa M TOHOCHMOCTTA, MOAIbPIKAIaTa 1032 MOKe JOIIBIHUTEHO /1a Ob/e
yBennuaBana ¢ 1 mg/kg na metu nHeBHO (2 mg/kg/nen) Besika cenmuna. Jlozara TpsioBa na ce
yBEJIHMYaBa IIOCTETIEHHO, JJOKATO CE OCTUTHE ONTHUMAIHUAT OTroBOp. Tpsa0Ba na ce n3nosBa Haii-
HHUCKaTa eeKTUBHA /103a. [lopau NOBUIICHNS KIMPHHC B CPABHEHHE C TO3M NIPU BB3PACTHU, IPU
nema c terso ot 10 kg mo mo-manko ot 20 kg ce mpenopbyuBa MakcuMaiHa j03a 1o 6 mg/kg n1Ba mbTH
nueBHo (12 mg/kg/nen). Ipu nena c termno ot 20 g0 30 kg ce npenopwsuBa MakcuManHa jo3a 5 mg/kg
nBa ety aHEBHO (10 mg/kg/nen), a mpu nena ¢ Terno ot 30 mo mox 50 kg ce mpenopryBa MakcHUMaHa
no3a 4 mg/kg nBa mbTH gHEBHO (8 mg/kg/neH), BhIIPEKH Y€ B OTBOPEHU MPOYYBaHUS (BHXKTE TOUKH 4.8
u 5.2), npu MaxpK Opoii Aena ot rmocjeHaTa Tpyna € u3noy3BaHa 103a 10 6 mg/kg 1Ba MbTH JHEBHO
(12 mg/kg/nen).

B TabnuuTe nmo-m0iy ca npeJocTaBeH! MpUMepH 32 00EMHHU eTUHUIY HH(PY3HOHEH pa3TBOpP Ha
IPUEM B 3aBUCHMOCT OT TIpeJIIHCaHaTa 1032 U TeJIECHO Teryo. TOYHUAT 00eM OT HH(Y3HOHHUS
Pa3TBOP C€ M3UYMCIIABA CHOPE TOUHOTO TEIECHO TETJIO Ha JAETETO.

Jlo3u npu JombiBaiia Tepans 3a NpueM ABa MbTH AHEBHO IIPH JIE1a, HABbPLIWIN 2-TOAUIIHA
BB3pacT, ¢ Terao ot 10 kg no mox 20 kg

Ceamuiia Ceamuna 1 Cenmuna 2 | Ceamuna 3 | Cenmuna 4 | Cenmuna 5 | Cenmuna 6
[pennucana | 0,1 ml/kg 0,2mlkg | 0,3mlkg |04mlkg |0,5mlkg |0,6mlkg
J03a (1 mg/kg) (2 mg/kg) | (3 mg/kg) | (4 mgkg) | (5 mgkg) | (6 mgkg)
Hauamna nosa Maxkcumata
MpernopbYUTETHA
Jo3a
Terno O6em, KONTO /1a ce TPUIIOKU
10 kg 1 ml 2 ml 3ml 4 ml 5ml 6 ml
(10 mg) (20 mg) (30 mg) (40 mg) (50 mg) (60 mg)
15 kg 1,5 ml 3ml 4,5 ml 6 ml 7,5 ml 9 ml
(15 mg) (30 mg) (45 mg) (60 mg) (75 mg) (90 mg)
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Jlo3u mipu OTIBJIBAINA TEpaITys 3a MPHeM JABa IMHTH AHEBHO TIPH JIela U IOHOIIH ¢ TerJo ot 20 kg 10

non 30 kg

Cenmuna Cenmumna 1 | Cenmuna 2 Cenmuna 3 Cenmuna 4 Cenmuna 5

[Ipennucana 0,1 ml/kg 0,2 ml/kg 0,3 ml/kg 0,4 ml/kg 0,5 ml/kg

J03a (1 mg/kg) | (2 mgkg) (3 mg/kg) (4 mg/kg) (5 mg/kg)
Hauanna MakcumanHa
Jo3a MpenopbYUTENHA

Jo3a

Termo O06eM, KOHTO 11a ce MPUIIOKH

20 kg 2 ml 4 ml 6 ml 8 ml 10 ml
(20 mg) (40 mg) (60 mg) (80 mg) (100 mg)

25 kg 2,5ml 5ml 7,5 ml 10 ml 12,5 ml (125 mg)
(25 mg) (50 mg) (75 mg) (100 mg)

Jlo3u mpu nobJIBAILA Teparys 3a MpueM JABa MbTH AHEBHO TIPH Jiea 1 roHoIu ¢ Terso ot 30 kg 1o

noa 50 kg

Cenmuna Cenmuna 1 Cenmuna 2 Cenmuna 3 Cenmuua 4

[Ipenmucana 0,1 ml/kg 0,2 ml/kg 0,3 ml/kg 0,4 ml/kg

7032 (1 mg/kg) (2 mg/kg) (3 mg/kg) (4 mg/kg)
Hauanna noza Makcumansa

IpenopbUUTEHA
1032

Terno ObeM, KOUTO J1a ce PUITOKH

30 kg 3 ml (30 mg) 6 ml (60 mg) 9 ml (90 mg) 12 ml (120 mg)

35kg 3,5 ml (35 mg) 7 ml (70 mg) 10,5 ml (105 mg) | 14 ml (140 mg)

40 kg 4 ml (40 mg) 8 ml (80 mg) 12 ml (120 mg) 16 ml (160 mg)

45 kg 4.5 ml (45 mg) 9 ml (90 mg) 13,5ml (135mg) | 18 ml (180 mg)

3anousane nHa neuenue ¢ 1aKO3AMUO C HAMOBAPBAWA 003d (HAYATHA MOHOMEPANUSL UTU NPEMUHABAHE
KbM MOHOMEPANUs 8 leYeHUemo Ha napyuaiH npUCmvnu Uiu 0ONvI8auia mepanus 8 leueHuemo Ha
NapyuaIHu NPUCMBbRY, ULU OONBABAWA MEPANUSL 8 TICYEHUEHO HA NBPEUYHO 2eHEPATUSUPAHU
MOHUYHO-KIOHUYHU NPUCMBIU)

[pu ronoHM U gena ¢ teryio S0 kg wiu noeeue, U Npu Bh3PaCTHH, JICYCHUE C JIAKO3aMUJT MOXE J1a Ce
3aro4vHe ChINO C eAMHUYHA HaToBapBaina jo3a 200 mg, mociensana nmpudbau3nuTenHo 12 yaca mo-
kbcHO oT 100 mg nBa mpTH gHEBHO (200 mg/neH) kaTo moabpIKamia cxema Ha nedenue. [lociensamm
KOPEKI[MH Ha Jio3aTa TPsOBa J1a ¢ MPaBST ChIJIACHO MHIUBUAYAIHUS OTTOBOP U MHIMBUIyaIHaTa
MIOHOCHMOCT, KaKToO € onucano no-rope. C HaTOBapBaila J03a MOXKE /1 C€ 3al0YHE NMPU NAlUEHTH B
CUTYaIluH, KOTraTo JIEKapsT MPeleHH, 4e ObP30TO JOCTUTAHE Ha CTAI[MOHAPHA TIa3MEeHa KOHIICHTPAIHSI
Ha JIaKO3aMU/] M TepaIreBTUUeH eeKT € ocHOBaTeHO. T TpsOBa 1a ce mpuiiara o1 JeKapcko
HaOII0ZIcHNE, KaTO C€ B3eME I10]] BHUMaHNE Bh3MOKHOCTTA 32 ITOBUITIEHA Y€CTOTa Ha CEpHO3Ha
ChpJICYHA apUTMUS U HEXKETAaHUTE PEaKIMU OT CTpaHa Ha [EHTPaTHATa HEPBHA CHCTEMa (BK.

touka 4.8). [IpuiaraneTro Ha HaTOBapBalla /103a HE € MPOYUEHO IMPU OCTPU CHCTOSHUS KaTO CTaTyC
CMUJICTITHKYC.

Cnupane na neuenuemo

[Tpu HEOOXOMMOCT OT CIIMpPaHe Ha JIAKO3aMHJ] Ce TIPEeTophyuBa CeIMUYHATA J103a Jia ObJIe MOCTETIEHHO
HamalsBaHa Ha cThIKU 10 4 mg/kg/nen (3a nanuenTH ¢ Teryio no-manko ot 50 kg) unu ¢ 200 mg/nen
(3a manmenTH ¢ terno 50 kg uiam moBeye) 3a MAMEHTH, KOUTO MPUEMAT 1032 JIAKO3aMH ChbOTBETHO

> 6 mg/kg/nen vnm > 300 mg/nen. [1o MEMIIMHCKY IPUYHHU € JOMYCTHMO U T0-0aBHO TIOHIDKaBaHE
Ha CeIMUYHMTE J03U Ha cThIKH 110 2 mg/kg/nen win 100 mg/nex.

[Tpu manmeHTH, KOUTO Cca pa3BIIM CEPHO3HA ChPCYHA apUTMHUS, TPSIOBA Ja Ce HalpaBH OLICHKA Ha
KJIMHUYHATA T10J13a/PHUCK M IIPH HEOOXOANMOCT TpsiOBa Jja ce MpeKpaTH IMpHeMa Ha JTaKo3aMuI.

68



CrenwaiHy TONYJIAITiN

Cmapuecka év3pacm (6v3pacm Hao 65 200unu)

He e HeoOxoauMo moHmkaBaHe Ha 103aTa IpH MaUEHTH B CTapuecka Bb3pacT. CBBP3aHOTO C
BB3pacTTa MOHIKECHUE Ha ObOpEUHMSI KIIMPBHC ¢ moBueHne Ha HuBaTa Ha AUC TpsiOBa na ce nma
TIpeIBU/I IPH TTAIIMEHTH B CTapyecKa BB3PacT (BXK. cleaBainus maparpad ,,050pedHo yBpexaane” u
Touka 5.2). ChlecTBYBaT OrpaHUYCHU KJIMHUYHY JJAHHM 32 MAIUCHTH B CTapyecka Bb3pacT C
ENIIICTICHS, CTISIIHATHO Ha 1031 no-roemu ot 400 mg/nen (Bx. Touku 4.4, 4.8 u 5.1).

bvopeuno yepescoarne

He e HeoOxoaumMo agantupaHe Ha 103aTa MPH Bb3PACTHU U MIEAUATPUYHH MALTUESHTH C JIEKO JI0
yMepeHo Texko 0p0pedno yBpexaane (CLcr >30 ml/min).

[Tpu neguarpuunu nauueHTH ¢ Terao 50 kg unu nmoBeye U NpH B3pacTHH MAILMEHTH C JIEKO A0
yMepeHo ObOpEedHO yBpekIaHe MOXKe Ja ce 0OMUCIU MpujiaraHe Ha HaToBapBaia go3a 200 mg
JTHEBHO, HO OBJIEII0 TUTpHUpaHe Ha jo3ata (> 200 mg qHeBHO) TpsAOBa /1a Ce M3BHPINBA C TIOBUIICHO
BHIMaHue. [Ipn nexnarpudanyn nanueHTty ¢ terao 50 kg iy nmoBede v Ipy BH3PACTHH MALUESHTH C
Texko 0b0peuno yBpexkaane (CLcr <30 ml/min) unm Tepmunanna 6p0pedHa HEAOCTATHYHOCT €
IpenopbhUUTEeHA MaKCHMaiHa 103a 250 mg THEBHO M TUTPUpPAHE Ha J03aTa TpsiOBa Ja ce M3BHPIIBA C
MOBHUILICHO BHUMaHHE. AKO € HeoO0X0IMMa HaToBapBalla J103a, Ipe3 IIbpBaTa ceMuIIa TpsiOBa 1a ce
n3nos3Ba HayanHa go3a 100 mg, nocnensana ot n1o3a 50 mg a8a mbtu 1HeBHO. [Ipy neanatpuyHu
MaIUEHTH ¢ TerIo mo-Maiko oT 50 kg ¢ Texxko 0b0peuno yBpexaane (CLcr < 30 ml/min ) u ipu Te3u
C TepMHUHaJIHa ObOpevHa HEAOCTATHYHOCT CE€ MPENopbhuBa HaMAJIIBaHEe HA MakcuMalHara 103a ¢ 25%.
[Ipu BCHUKHK MAalMEHTH, KOUTO c€ HY)KIAAT OT XeMOJHajn3a, ce MpenopbyBa qooassHe Ha 10 50% ot
olpejieNieHaTa THeBHA 7033, HEMOCPEACTBEHO Clie]l IPUKIIOYBaHe Ha XeMoauanu3ara. Jleaenue Ha
MANUEeHTH ¢ TepMUHAIHA OBOpEYHa HEAOCTATHYHOCT TPSOBA J1a Ce N3BBPILBA C IIOBHUIIICHO BHUMAHHUE
MOpaJy MAJKHS KIMHWYEH OIUT U KyMyJMpaHe Ha MetabomnTa (C Hen3BecTHa (hapMaKoIOTHIHA
AKTHBHOCT).

Yeprodpobro yspedicoane

[penopbuBa ce makcumainHa q03a 300 mg THEBHO MPH NeIUATPUYHH MaleHTH ¢ Terao 50 kg um
MoBeYE U MPH BH3PACTHH MAIMEHTH C JIEKO JI0 YMEPEHO YepHOIPOOHO yBpEKIaHE.

Turpupanero Ha J03aTa MPH Te3H MALMEHTH TPAOBa Jja c€ U3BHPILBA C OBUIIEHO BHUMAHHUE, KaTO Ce
nMa IpeaBUI U Bb3MOKHOCTTA OT ChIIBTCTBALIO OBOpeuHo yBpexaaHe. [lpu roHOmN 1 BB3PacTHH C
tero 50 kg unu noBeue Moxe Jla ce 0OMHUCIIM NIpUjIaraie Ha HaToBapsaiia f03a 200 mg, Ho Ob/IeIIo
TUTpHpaHe Ha fo3ara (> 200 mg qHeBHO) TpsAOBa Aa ce M3BbPIIBA C OBUIIEHO BHUMaHue. Bb3 ocHOBa
Ha JJAHHHM 32 Bb3PacTHH, NIPU MEJUATPUYHM NAlUEHTH C TETI0 Mmo-Manko oT 50 kg ¢ jexo 10 ymepeHo
TEXKO YEPHOJIPOOHO yBpeKJaHe TPsOBa Ja ce MPUIOKH HaMallsiBaHe Ha MaKcHMallHaTa j103a ¢ 25%.
dapmakoKMHETHKATa Ha JIJAKO3aMUJI HE € TIPOYYBaHa MPH MAIMEHTH ¢ TeKKO YePHOIPOOHO yBpEKIaHe
(Bk. Touka 5.2). Jlakozamun TpsiOBa Aa ce mpuiara Mpu Bb3PAaCTHU U NEAUATPUYHH MAIIMEHTH C TEXKO
4epHOAPOOHO YBpEXkKIaHe, CaMO KOTraTo ce MPEleHH, Y€ OYaKBAHUTE TEPATICBTUYHH MOJI3N
HaJIBUIIABAT BE3MOXKHUTE PUCKOBE. MOJXKe JIa ce HAJIOXKHM KOPUTHPaHEe Ha J03aTa, KaTO BHUMATEIHO ce
Ha0JI0/1aBa aKTUBHOCTTA Ha 3a00JSIBAHETO M BB3MOKHHUTE HEXEJIaHW PEaKLUK Ha MAHeHTa.

HCJII/IaTDI/IT-IHa nomyJanusa

He ce npenoppuBa ymorpeda Ha 1lako3aMUJI 3a JICUSHHE HA ITBPBUYHO TeHepaTH3UPAaHU TOHHYHO-
KJIOHUYHH PUCTHITH TPH JeTia 1Mo 4-TOUIITHA BB3PACT U 32 JICUCHHUE Ha TAPIIHAIHA IPUCTHITH IIPU
Jelia 1moJ1 2-rouiiiHa Bb3pacT, Thi KaTO JaHHUTE 3a 0€30MaCHOCT U e(pUKACHOCT B T€3H Bb3PaCTOBU
TPYIH ca OTPaHUYCHH.

Hamosapeawa 0o3a
[IpunoxxeHneTo Ha HaTOBapBaIlla JJ03a HE € MPOYYBAHO MPH Jena. M3mon3BaHeTo Ha HaToBapBaIia
J103a HE Ce MpenophIBa IMPH FOHOIIH H JIella ¢ Teryo mo-mainko ot 50 kg.
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HauwuH Ha npuioXeHue

Nu¢y3uoHHUAT pa3TBOp ce BJIMBA 3a Nepuoa OT 15 10 60 MUHYTH /1B TBTU Ha JicH. 3a MPESAIIOYNUTAHE
€ TIPOIBDKUTEITHOCT Ha UH(Y3UsATa OT Hali-Masiko 30 MUHYTH TTpH nipwiiokeHue > 200 mg Ha UHY3UsI
(t.e. > 400 mg /nen).

Vimpat nHpY3HOHEH pa3TBOP ce MpHUIIara HHTPaBEHO3HO 0e3 pa3TBapsHE WU JIa ce Pa3TBOPH C
Hatpues xyopuz 9 mg/ml (0,9%) uHxeKkInoHeH pa3TBop, rroko3a 50 mg/ml (5%) uHKEKITMOHEH
pa3TBOp WK PUHTep aKTaT HHXKEKIIMOHEH Pa3TBOpP.

4.3 IIporuBomokaszanus

CBpPBXYyBCTBUTEIHOCT KbM aKTHBHOTO BELIECTBO MJIM KBbM HIKOE OT IIOMOITHUTE BEIIECTBA,
n30poeHu B Touka 6.1.

JlanHM 3a BTOpa WIIK TpeTa CTENeH Ha aTpUOBEHTPHUKYIapeH (AV) O1ok.
4.4 Chnenuajanu mpeaynpeskaeHus U NpeANa3sHu MepKH NPH ynoTpeda

CyuimaHa njieanus U IOBEICHNE

CywuiuHa uaeaiys 1 MoBeIcHUE ca ChOOIAaBaHU MU MMAMEHTH, JICKYBaHU C aHTUETMIICITHYHN
JIEKapCTBEHU MIPOAYKTH TI0 pa3lIMIHU TTOKa3aHusa. MeTa aHanu3 Ha paHJOMU3HPaHH, TUIanedo-
KOHTPOJIMPaHHU KIMHUYHU IPOYIBAHUS HA AHTHETIMIICITUYHH JICKAPCTBEHU MPOYKTHU CHILO MTOKa3Ba
MaJIbK, HO MOBHUIIIEH PUCK OT CYMIIMIHA UCAIlHs U MOBeeHNE. MeXaHW3MbT Ha TO3U PUCK HE € SICCH U
HaJUYHUTE JAHHU HE U3KIIFOYBAT Bb3MOKHOCTTA 32 MOBUILIEH PUCK IPH JAKO3aMHU/I.

3aroBa nmarnueHTuTe TpsAOBa Ja ObAaT MPOCIeAsIBAaHN 32 IPU3HALN HAa CYUIIMIHA HICAIis U TOBEICHUE
U TpsIOBa J1a ce MpeanprueMe ChOTBETHOTO JieueHue. Ha nmaruenTuTe (M XxopaTta, KOUTO CE€ TPHIKaT 3a
TsX) TpsIOBa 1a ce 00bpHE BHUMAHUE J1a MOTHPCAT JIEKAPCKU ChBET, B CIIydai 4e Ce MOSBAT MPU3HAIN
Ha CYWIIMHA WJIeanus U MoBeAeHne (BXK. Touka 4.8).

CopiedueH pUTHM U IPOBOANMOCT

Ilo BpeMe Ha KIMHUYHUTE NPOY4BaHUs € HaOII0JaBaHO CBBP3aHO C J103aTa yabkaBaHe Ha PR-
UHTepBaJla [IpY [IpUIarase Ha jlako3amu[. Jlakozamus TpsiOBa a ce mpuara ¢ IIOBUILICHO BHUMaHUE
MIPY HaLMEHTH C MOJUISKALIN IPOAPUTMUYHHU CHCTOSHHSA, KAaTO MALMEHTH ¢ U3BECTHH MIPOOJIEeMH Ha
Chbp/I€YHATA IIPOBOJMMOCT MJIM TEXKKO ChPAEYHO 3a00s1BaHe (HAIp. HCXeMUs/MH(APKT HAa MUOKAp/a,
Chp/IeYHa HEJJOCTATHYHOCT, CTPYKTYPHO CHP/ICYHO 3200 IsIBAHE WITH ChPJCUYHH HATPHEBU
KaHaJIOTIaTHH) WM MAIEeHTH, JIEKYBaHH C JIEKApCTBEHH MPOIYKTH, 3acATAIIN Chp/eYHaTa
MIPOBOAMMOCT, BKIIFOUUTEITHO aHTHAPUTMHUYHH CPEICTBA M AaHTUEIWIICITHYHY JIEKAPCTBEHN IPOAYKTH,
OJIOKMpAITN HATPUEBUTE KaHAIHM (BXK. TOUKA 4.5), KaKTO W MPH MAIlMEHTH B CTapuecka Bh3pacT.

[Ipu Te3n nmanmenTy TpsOBa na ce oomucin n3pbpiBane Ha EKI npexan yBennyaBane Ha mo3aTta
naxo3amua Hazx 400 mg/neH u cien KaTo JIako3aMu ¢€ TUTPUPA 10 CTAIIHOHAPHO CHCTOSIHHUE.

B HHaHe60-KOHTp0JH/IpaHI/I KIIMHAYHU IPOYUYBAHUA C JIAKO3aMHU /I IIPH MALMUCHTH C CIIUJICTICUA HE CC
C’LO6I]_[aBa 3a NPCACHPAHO MBXKACHC UIIU TPEIITCHE, HO CC c1>06u1aBa B OTBOPCHH IIPOYYBAHUS 34
CIWJICTICUA U IPU ITOCTMAPKECTUHIOBUSA OIIHUT.

B mocTMapKkeTHHIOBHS OIUT UMa ChoOIIeHHE 32 AV 010K (BKIIIOUUTETHO AV OJIOK BTOpa CTEIECH WIIH
mo-BucoKa). [Ipy manueHTH ¢ IpoapuTMHUYHU ChCTOSIHUS € ChOOIIEHa BEHTPHUKYJIapHA TaXHAPUTMUSL.
B penku ciayyau Te3u ChbOUTHS ¢a JOBEJIH JI0 aCUCTOJIMS, ChPJCUEH apecT U CMBPT MPH MALUECHTH C
MOJTSKAIITH MPOAPUTMUYHU ChCTOSHHS.

HaI_II/IGHTI/ITe Tp;{6}3a Ja Ca 3all03HAaTH CbC CUMIITOMUTEC Ha CbpJACYHA apUTMUA (Hanp. 6aBeH, 6'bp3 NI

HEpaBHOMEPEH ITyJIC, MAIMTUTAIUH, 33/1yX, 9yBCTBO Ha 3aMasiHOCT, MpUNaabK). [lanmenture TpsOBa na
Ce MOCHBETBAT Ja ThPCAT He3a0aBHO METUITMTHCKA ITOMOIII, aKO T€3H CUMIITOMH CE MOSIBSIT.
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3amastHOCT
JleyeHHETO C JaKO3aMUJI CE CBBP3BA ChC 3aMasTHOCT, KOSATO MOXE Ja TOBHUIIIN CIyYauTe Ha CIy4aiHO
HapaHsIBaHE WIH TaJIaHe. 3aTOBA Ha MAIUCHTUTE TPIOBa Ja ce 00bpHE BHUMAaHUE J1a ObJIaT 0COOCHO

BHHMATEITHHU, JOKATO pa3depaT MOTCHIMATHUTE e(heKTH Ha JICKapCTBOTO (BXK. Touka 4.8)

IlomMo1au BemecTsa

To3u nexapcTBeH MPOAYKT ChIbpxa 59,8 mg HaTpwmii 3a (1aKoH, KOUTO ca eKBUBaJeHTHU Ha 3% OT
npenopbunteanus oT C30 MakcUMalieH JTHEBEH NPUEM OT 2 g HaTpHl 3a Bh3pacTeH.

IloTrenuman 3a BH300OHOBSBAHE WJIM BIOIIABAHE HA MHUOKJIOHHYHH NPUCTHIIN

Cpo011eHo € Bb300HOBSIBaHE WM BIOIIABAHE HA MUOKJIOHUYHH MPHUCTHIN KAKTO IIPH Bb3PAcTHH, TaKa
u nipu neauatpuuny naurentu ¢ III'TKII, no-cnenuanno no Bpeme Ha TuTpupane. [lpu nanuenTu ¢
MoBeY€e OT €AMH TUIl IPUCTHIIN, HAOIIOAABAHUTE O3 OT KOHTPOJIMPAHETO HAa IPUCTHI OT €AMH THII,
Tpi[6Ba Ja C€ ChIIOCTaBu C BCUYKH Ha6HIOI[aBaHI/I IMpU3Hal1 Ha BJIOHIaBaHE MO OTHOLICHUE Ha
MPUCTBIIA OT APYT THII.

IloTennuan 3a eICKTPO-KINHAYHO BIIONIABAHE IIPU CHGHI/Id)I/I‘-IHI/I CHHAPOMH Ha NCauaTpruIHa
CIIMJICTICUA

BeszonacHocTTa 1 e(hMKacHOCTTA HA JJAKO3aMUl TIPY TIeIUATPUYHY MAIUSHTH ChC CHHAPOMH Ha
CIUJICTICHS, IPH KOUTO € Bh3MOXKHO €JHOBPEMEHHO ChIIIECTBYBaHE Ha ()OKAJIHU U FeHepATM3UPAHU
MNPUCTBIU, HE € YCTAHOBEHA.

4.5 BzauMmopeiicTBHe ¢ IPYrd JeKapcTBEHH MPOAYKTH M APYrH (OpMH Ha B3auMojeiicTBHe

Jlako3amuz TpsOBa Jja ce M3I0J3Ba C MOBULICHO BHUMAHHUE MPH MALMEHTH, JIEKYBaHU C JEKAPCTBEHU
MIPOJYKTH CBBpP3aHH, C yAbKaBaHe Ha PR-nHTepBana (BKIIOUMTENHO aHTHENTHIIEITUYHY JIEKapCTBEHU
MIPOJYKTH, OJIOKMpAIM HATPUEBUTE KaHAJIHN) U NIPY MAllUEHTH, JIEKyBaHHU C aHTUAPUTMUYHH CPEJICTBA.
Brnpeku ToBa, aHAIU3BT MO MOATPYIH B KIMHUYHU POYYBAHMS HE YCTAHOBSIBA TOBUILICHO
yabsmkaBane Ha PR-uHTEpBana npu ceBMecTHa ynoTpeda Ha KapOamMa3enuH Wi JTaMOTPHKHH.

In vitro manan

Haii-o0110, naHHUTE TIpeAonaraT, 4e JJako3aMu/Jl IMa HACHK TMTOTEHIIHAJ 38 B3aUMOJICHCTBHUE C IPYyTH
JIEKapCTBEHU MPOYKTHU. In vitro mpoyuBaHusaTa moka3sart, ue en3umute CYP1A2, CYP2B6 u
CYP2C9 ue ce unnynmpar, a CYP1A1, CYP1A2, CYP2A6, CYP2B6, CYP2CS8, CYP2C9, CYP2D6 n
CYP2E1 He ce nHXUOMpAT OT JTaKO3aMUI, IPH IJIa3MEHU KOHIICHTpAIH, Ha0II0JaBaH! 110 BpeMe Ha
KIIMHUYHY TPOYYBaHUs. [n vitro Ipoy4YBaHUsITA TOKAa3BaT, Ye JJaK03aMHJI HE ce€ TpaHCIopTHpa upe3 P-
[JIMKOIIPOTEUH B YepBarta. /n vitro nanuute nokassar, ue CYP2C9, CYP2C19 u CYP3A4 morar na
KaTanusupar oopa3yBaHeTo Ha O-ge3MeTHI1 MeTaboInTa.

In vivo naHan

Jlako3zammu He MHXHOWpA WM WHAYIHpPA 10 3HaunMa kruHudHa creneH ensuma CYP2C19 u CYP3A4.
Jlakozamm ve moBmsiBa AUC Ha mugazonam (meradomusupar ce oT CYP3 A4, kato nako3zaMu €
npwiarad 200 mg nBa rbTH Ha JeH) HO Cax HA MUIa3011aM e Jieko yBenudeHa (30%). Jlakozamun He
noBiMsABa (hapMakOKMHETHKATa Ha omernpazoi (metabonusupai ce or CYP2C19 u CYP3 A4, kato
nako3amuj e mpwiarad 300 mg 1Ba bTH Ha JICH).

HNuxubutopst Ha CYP2C19, omenpa3zon (40 mg BeAHBK AHEBHO) HE BOJM [0 TOBUILICHHE Ha
KJIMHUYHO 3HaYMMa IPOMsIHA B €KCIIO3HULUATA Ha Jako3amul. ETo 3ammo ymepeHnTe MHXMOUTOPH Ha
CYP2C19 e manko BeposATHO J1a TIOBIHSIAT 10 KJIMHUYHO 3HAYMMAa CTETICH CHCTEMHATa eKCIIO3HIIHS Ha
nmako3amuj. [IpernopruBa ce MOBUIIIEHO BHUMAaHHUE MIPY CHITHTCTBAILO JICYEHHE C MOIIIHHA HHXUOUTOPH
Ha CYP2C9 (manp. gurykonazon) u CYP3A4 (narp. uTpakoHa30J1, KETOKOHA30JI, PUTOHABUD,
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KJIAPUTPOMUIIMH), KOETO MOJKE J1a I0BEJIE JIO IIOBUIIIABAHE HA CUCTEMHATa EKCIIO3ULIMA Ha JaKO3aMuU.
TakuBa B3aMMOJECHCTBUS HE Ca YCTAHOBEHHU in ViVo, HO €a Bb3MOXHU Bb3 OCHOBATA HA in Vifro JaHHH.

MouHuTe eH3MMHH UHIYKTOPHY KaTo pUQaMITUIMH I XKbAT KanTapuoH (Hypericum perforatum)
MOTaT yMEPEHO J]a HaMaJIsIT CUCTEMHATa eKCIIO3ULNMS Ha JIaK03aMH . 3all04YBaHETO WM CIIMPAHETO Ha

JICUCHUEC C TE3U €H3UMHU UHAYKTOPU Tpi[6Ba Ja C€ U3BbpIIIBA C BHUMAHUC.

AHTHENNIENTUYHHN JIEKAPCTBEHN ITPOLYKTH

Ilo Bpeme Ha mpoy4BaHUsATA 32 JIEKAPCTBEHH B3aUMOACHCTBHS, JIAKO3aMHUJI HE TTOBIIMSIBA 3HAYUTEITHO
MIa3MEHUTE KOHLIEHTPALUHU Ha KapOaMaseliH 1 BaJlpoeBa KucennHa. [ImasMeHnuTe KOHIEHTpaluy Ha
JIaK03aMHMJI CHIIO HE Ce MOBJIMABAT OT KapOaMa3enuH 1 BaJpoeBa KucenuHa. [lomynannonHusT
(hapMaKOKMHETHYECH aHATTN3 Ha Pa3IMYHH Bb3PAaCTOBU IPYIH yCTAHOBSBA, Ye EAHOBPEMEHHOTO
JieYeHHe C IPYrd aHTHETTWICNTHYHH JICKAPCTBEHH MPOLYKTH, U3BECTHU KaTO EH3UMHU HHIYKTOPU
(xapbamazenu, peHnTouH U peHobapOuTal B pa3iuuHH JO3H) MOHMXKaBa ¢ 25% olImara cucteMHa
EKCIO3UIMS Ha JJAKO3aMUA IpU Bb3pacTHU U 17% npu nexuaTpuyHy NAlUEHTH.

IlepopasiHu KOHTpALIEITUBH

[To BpeMe Ha mpoy4BaHe 3a JEKapCTBEHU B3aMMOJICHCTBUS HE ca HaOIr01aBaHU KJIMHUYHO 3HAYUMHU
B3aMMOJCHCTBUS MEX Ty JJaKO3aMH/I U TIEpOPATTHUTE KOHTPALIETITUBY €THHUIIECTPATUO U
neBoHOprecTpen. KoHIeHTpanunTe Ha MporecTepoH He ¢a MOBIHMSIHH IPH CbBMECTHOTO IPUIIOKEHHE
Ha JIEKapCTBEHUTE MPOAYKTH.

ﬂ[gyrn

[Ipoy4BaHusTa BHPXY JIEKAPCTBEHUTE B3AaMMOJICHCTBHUS IOKA3BaT, Y€ JTaKO3aMHJl He OKa3Ba BIIMSIHUE
BBPXY (hapMaKOKMHETHKATa Ha JUTOKCUH HsiMa KITMHUYHO 3HAYMMH B3aMMOICHCTBUS MEKILY
JIaK03aMU U METGHOPMUH.

EnHOBpeMEHHOTO MpUIIOKEHHE Ha BapQapHH ¢ JIaK03aMUJI HE BOJIU JI0 KIMHAYHO 3HAYMMa POMSHA
BBB (JapMaKOKWHETHKATa U papMaKoJMHAMHUKaTa Ha BapdapuH.

Bwnpeku ve HaMa papMaKOKHHETUYHU JIAHHH 33 B3aUMOJICHCTBHE Ha JIAKO3aMHUJ] C ATKOXOJI, HE MOXKE
na ce m3Koun (hapMakomquHaMuyeH edekr.Jlako3amMua nMa HUCHK MOTEHIIMANT Ha CBBP3BAHE C
IJIa3MEeHHUTE TTpoTenHH (T1o-Manko ot 15%). [Topanu ToBa, HE ce OYaKBaT KIMHUYHO 3HAYUMU
B3aUMO/JICHCTBUS C APYTH JICKAPCTBEHH MPOAYKTH [0 MEXaHM3Ma Ha KOHKYPEHTHO CBBP3BaHe ¢
MIa3MEHUTE POTCHHH.

4.6 ®DepTUauUTET, OPEMEHHOCT U KbpPMeHe

KeHu ¢ IeTepoJieH MOTSHITNAT

JlexapsT TpsiOBa qa 00CHAM BHIIPOCUTE OTHOCHO CEMEHHOTO TUIAHUPAHE U M3TO0I3BAHETO HA
KOHTpALEIIHUS IPY KEHUTE C JICTSPOICH MMOTEHIIMAN, KOUTO IpUeMar jJako3amu/ (BxK. bpemeHHoCT).
AKo xeHa pemd aa 3abpeMenee, ynmorpedara Ha Jlako3aMu TPSOBa Ja ce MPEOIICHH BHUMATEITHO.

Bbpemennoct

Puck, cevpzan ¢ enunencusma u anmuenuienmuyHume 1eKapCcmeeHu npoOyKmu Kamo ysiio

[Ipu BcHuKM aHTHETTMIICTITUYHH JICKAPCTBEHH MPOYKTH € YCTAHOBEHA JIBa JIO TPH IIBTH MO-BUCOKA
YyecToTa Ha MaJI)OPMAaIIMUTE B TOKOJECHUETO HA KEHHUTE, JICKYBaHH 3a CIUJICTICHS, B CPAaBHCHHE C
gecToTa OT okouio 3% 3a obmmara nomynamus. Cpes JeKyBaHaTa MOy IAIs TOBUIIEHA YeCTOTa Ha
Maj(opMaIliy € YCTAHOBEHA B CIIyJauTe HA JICUCHHE C IOBEYE OT CUH JICKAPCTBEH MPOIYKT
(monutepanus), HO HE € YCTAHOBEHO JIOKOJIKO TOBA C€ ABJDKH HA CAMOTO JICUCHHE U/WIIHA Ha
3a00IIBaHETO.

Bwnpeku ToBa, epeKTHBHOTO aHTHETWIICITHYHO JICUeHHE He TPSOBa Ja ObJie peyCcTaHOBABAHO, Thil
KaTo BJIOIIABAHETO Ha 3a00JIIBAHETO € BPEIHO KAKTO 3a MaiikaTa, Taka ¥ 3a ILI0ja.
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Pucxk, cevp3zan ¢ naxozamuo

Hsma noctarbhuHO JaHHU OTHOCHO YIOTpebaTa Ha Tako3aMu/1 py OpeMeHHu xeHu. [IpoyuBanusaTa
MIPY )KUBOTHU HE Ca NIOKa3aJId KAaKBHUTO M J]a € TePaTOTeHHH e(hEeKTU NPU TUTbXOBE WIIK 3aHIH, HO ©
Ha0JII0/JaBaHa eMOPHO-TOKCUYHOCT ITPH ILTHXOBE W 3aMI[H, TPH TOKCUYHU 3a MaiKarta 1034 (BXK.

Touka 5.3). [loTeHIuaTHUAT PHUCK MIPH XOpa He € YCTAaHOBEH.

Jlakozamuy He TpsIOBa /1a ce mpuiiara Mo BpemMe Ha OpEMEHHOCT, OCBEH B CITyYanTe Ha a0COITIOTHA
HE00XO0JUMOCT (aKO ToI3aTa 32 MalkaTa KaTerOPUYHO MPEBUIIIABA MOTCHIIMAIHUS PUCK 32 IIJI0JI).
AKo keHaTa pemn Aa 3adpeMeHee, ynorpedaTa Ha TO3H MPOAYKT TPsIOBa Ja Ce MPEOIeHN BHUMATEITHO.

Kopmene

Jlako3aMuj1 ce eKcKpeTHpa B YoBelkaTa KbpMa. He Moxke J1a ce M3KITF0UM PUCK 32
HOBOpOICHUTE/KbpMaueTarta. [IpemopbuBa ce Mo BpeMe Ha JICUECHHETO C JaK03aMHUI KbPMEHETO Ja
ObJIe IPEyCTaHOBEHO.

DepTunurer

He ca naGmronaBany HexenaHU PEAKLUK [0 OTHOILLICHUE HAa MBXKUS WM )KEHCKHU (pepTUiInTeT nin
BB3MPOU3BEKIAHE IIPH ITHXOBE B JJO3H, BOJACIIH 10 Tia3mMena exkcrosuis (AUC) no
npubu3uTenHo 2 mbTH miazMeHa AUC npu MakCHMalTHaTa IpernopbunTeIIHa J103a 3a xopa (MITIX).

4.7 Edexrn BbpXy cnoco0HocTTa 32 modupaHe U padora ¢ MAIUNHA

Jlakozamu1 IOBJIHSABA B MaJIKa IO yMEpEHa CTeleH CocoOHOCTTA 3a Iodupane u padoTa ¢ MallllHU.
JleyenueTo ¢ JaKo3aMuUJI Ce CBHP3Ba C MOSBA HA 3aMastHOCT WM 3aMBIIICHO 3peHUE.

[aruenTure TpsiOBa na OBIAT CHBETBAHM Ja HE MIOGUPAT MM padOTAT C IPYTH MOTSHIIHAIHO ONACHH
MAIlIWHY, JTOKATO HE OMO3HASAT HAIIBIHO €EKTUTE Ha JTAKO3aMUJI BBPXY CIIOCOOHOCTTA UM 32
M3BBPIIBAHETO HA TIOJO0HH JICHHOCTH.

4.8 Hexenanu JeKapcTBEHH PeaKIuu

O06006111eHMEe Ha podria Ha OE30IIaCHOCT

Ha 6a3aTa Ha aHayM3 Ha AaHHUTE OT COOpPHHM TUIANe00 KOHTPOIMPAHU KIMHIUYHY IPOYYBAHUS C
norreiBamia tepanws npu 1308 manuenTy ¢ mapiuaiHu NpucThiy oomo 61,9% ot manueHTuTe,
PaHJIOMU3WPAHU Ja TIpHeMaT JIako3aMus, U 35,2% oT paHJOMHU3HpaHUTE Ja IpHeMart Iuanebo
ChOOINABAT TOHE 3a €JIHA HeXelaHa peakius. Haii-uecto cho0laBaHuTe HEXKEIaHH! JICKAPCTBEHH
peakiuu (>10%) npu JIEYSHUETO € JTAKO3aMHU/] Ca 3aMasHOCT, TJIaB000JIUE, TajieHe U JuIutonus. Te3u
peakuu OOMKHOBEHO Ca JICKH JI0 YMEPEHH I10 TexecT. HIKou OT TAX ca 70303aBUCUMU B MOXKE Ja
Obaat oOJieKUeHU Ype3 HaMalsiBaHe Ha jo03aTa. YecToTaTa M TeKECTTa Ha HEXKEJIAHUTE JICKapCTBEHU
peakiuu OT cTpaHa Ha 1eHTpaiHaTa HepBHa cuctema (LIHC) u cToManiHo-4peBHMs TPAKT OOMKHOBEHO
HaMalisiBaT ¢ BPEMETO.

BbB BCHUKHU T€3U KOHTPOJIUPAHU KIMHUYHU IPOYUYBAHUS YECTOTATA HA IPEYCTAHOBSIBAHE Ha
JICYEHNETO MOPaJAN HEXXETIAaH! JIeKapCTBEHH peakinu e 12,2% npu manueHTuTe, paHAOMU3NPaHH 32
nmako3amuj, u 1,6% Ipu marueHTuTe, paHaoMU3Npanu 3a manebo. Hali-uecraTa HexenaHa
JIEKapCTBEHA peaklys, BOACIA O IPEYCTaHOBABAHE JICYCHUETO C JIAKO3aMUJ, € MosiBaTa Ha
3aMasHOCT.

UecroTara Ha HeXenaHuTe peakuu oT crpana Ha [{HC, karo 3amastHOCT, MOKe Aa ObJie TI0-BUCOKa
cJie/l HaToBapBallla 103a.

B®b3 ocHOBa Ha aHaNM3a Ha JAHHH OT HEMH()EPHOPHO KIMHUYHO MIPOYYBAHE 32 MOHOTEpAIus,
CpaBHSBAILO JJaKO3aMHJl 1 KapOaMa3enrH ¢ KOHTpOIUpaHo ocBobokaaBane (controlled release - CR),
Hali-4ecTo ChoOIaBaHUTE HEXKENIAHH JIeKapCTBeHH peakiuu (>10%) npu nako3zamu ca Omwim
r71aBo0OoJIHe U CBETOBBPTEXK. [[pOLICHTHT Ha OTMaaHe OT JICUCHNE MTOPAH HeXETaH! PeaKIn

e 10,6% npu manueHTuTe, JIEKyBaHH ¢ JaKo3aMu, u 15,6% mpu marnueHTuTe, JCKyBaHH C
kapbamazenuH CR.
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[MpodunbT Ha Ge30MacCHOCT Ha JTaK03aMUJI, ChOOIIEH B IPOYYBAHE, TPOBEICHO BhPXY MAIICHTH Ha 4-
FOJIMIIHA BB3PACcT WK MO-TOJIEMU € T€HEepalu3upaHa HIMONaTUYHA EMUJIENICUS] C TBPBUYHO
rerepaiusupany ToHnuHo-knoHndHy npuctbiu (III'TKIT) csBnana ¢ npoduina Ha Ge3omacHoCT,
ChOOLICH OT cOOpHHM IIAe00 KOHTPOJIIMPAHU KIMHUYHH NPOYYBaHUS BHPXY NapUUaIHU IPUCTHITH.
JIOTBITHUTETHE HeXKETaH! peakuu, choomeHu npu naruenTy ¢ [II'TKII ca MrOKITOHMYHA eMTrIeTICHs
(2,5% mpu rpymara, nekyBana ¢ nako3amuna u 0% mpu mrane6o rpymara) u atakcus (3,3% npu
rpymarta, JeKyBaHa c Jako3amua u 0% npu rianedo rpynara). Hali-uectute HexxenaHu JeKapCTBEHU
pPEeaKIMU ca 3aMasiHOCT U ChHJIMBOCT. Hall-uecTrTe HeXXellaH! JIEKapCTBEHU PEaKIUU, BOACIIH J10
[IPEYCTAHOBSBAHE HA JICYCHUETO C JIAKO3aMUJ, €a 3aMasHOCT U CyHLKUIHA uaeanus. Yecrorata Ha
MIpeyCTaHOBABAHE Ha JICYEHUETO NIOPaIN HeXKeIaHU peakuuu € 9,1% B rpynara, JieKkyBaHa ¢
nako3amu, u 4,1% B iame6o rpynara.

TabauyeH COUCHK Ha HEKEITAHUTE JICKAPCTBCHHU PCAKIIMH

Ha Tabaunara no-moiy e npeacTaBeHa 4ecToTaTa Ha He)KeJTaHUTe PEeakliy, HaOIFoIaBaH! 110 BpeMe
Ha KIMHUYHH IPOYYBaHUS ¥ IOCTMAPKETHHTOBUsI ONHT. Ta3u 4ecTora e onpeielieHa KakTo Clie/Ba:
MHoro dectd (>1/10), uectu (>1/100 o <1/10), newectr (>1/1 000 go <1/100), c HEn3BECTHA YECTOTA
(OT HANMYHKTE TAaHHH HE MOXe Jia Ob/ie HarmpaBeHa oleHKa). [Ipu BCsIKo rpynupaHe B 3aBUCHMOCT OT
4eCcToTaTa HeXKEIaHUTE JICKAPCTBEHH PEAaKIMU Ca MIPEJICTAaBEeHH B HU3XOMSAII Pe]] [0 OTHOIICHHE Ha
TSIXHATa CEPUO3HOCT.

Cucremo-oprania | MHoro Uectn Heuectn C HeusBecTHa

KJIacH(PUKALHST YEeCTH yecToTra

Hapyuienus Ha Arpanysorurosa)

KpBBTa U TUM(HATa

cucremMa

Hapyenus Ha JlexapcTBeHa JlexapcTBeHa

UMYHHATa CHCTeMa CBPBXUYBCTBUTEIH | pEeaKIus c

oct €03MHO(pUITHS

U CHCTEMHHU
CHUMITTOMH
(DRESS)!2)
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[lcuxuunu Henpecus Arpecus
HapYIIECHHUS ChcrosHME Ha Bn3oyma
00BpPKaHOCT Eydopuuno
Bescbuue! nacrpoenue!
IlcuxoTaHO
pascrpoiicteo!
Onurt 3a
camoyouiicteo'!
Cywunmnaa
nAeayst
XamoruHarms')
Hapymenns na 3aMasHOCT | MMOKJIOHUYHH Cunxon® Konsyncuu
HepBHATa cucTeMa | I'nmaBobomue | mpucthou® Hapymenune Ha
ATtakcusa KOOpJMHALMUATA
Hapymenue Ha Juckunesus
PaBHOBECHETO
YBpexaaHe Ha
namerTa
Koruutusuu
HapyLIeHUs
COMHOJIEHTHOCT
Tpemop
Hucrarsm
Xunoecresust
Huzaprpust
Hapyuienus Ha
BHUMAaHHUETO
[Tapecre3us
Hapymenus Ha Jurutonus 3aMBIJICHO 3pEHUE
ouuTe
Hapymienns Ha Bepruro
YXOTO U JIAOMPHHTA TunuTyc
Cepreunn ATtpuoBeHTprKyna | BeHTpukynapHa
HapyIIECHHUS] pen 6iok"?) taxuapur™us)
Bpanukapaus-?
[Ipeacvpano
mBxaene!?
IIpencepano
tpenrene'?
CromamHo-upeBHu | ['aneHe [ToBpbiane
HapyIICHUS 3amex
Mereopussm
Jucnencus
Cyxora B ycTara
Huapus
XenaTo-0uiIrapHu aOHOpPMHHU
HapyLIeHns pe3yaTaTH npu
YepHOIPOOHH
(YHKIIMOHAIHU
Tectope?
IToBumenun
YEPHOIPOOHHU
eH3umH (> 2x
ITH)Y
Hapynienus Ha Copbex Anrnoenem CunapoM Ha
KOJKaTa u O6pus?) Vprukapus CTUBBHC-
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INOJKOXXHAaTa ThbKaH

JxonchH)

Toxcuuna
enuaepMaita
nexponuza'l)
Hapyuienus Ha MyckynHu ciasmu
MYCKYJIHO-
CKeJIeTHaTa
CUCTEMA U
ChEIUHUTEIIHATA
THKaH
OO6ww HapyHIeHUs! Hapyuienue Ha Epurema®
1 e(heKTH Ha MTOXOJKAaTa
MSICTOTO Ha Acrenus
MIPUWIOKEHUE Ymopa
Pasppasnurennoct
UyBcTBO 32
OMUSTHEHUE
Bbonka nnmn
muckoMQopT Ha
MSICTOTO Ha
npunoxenne™®
Pasnpasznenne™®
Hapanssanus, [Tapane
OTpaBsSIHUS U HapansiBane Ha
YCIIOKHEHUS, KoXara
BBH3HUKHAJIH B Kontysus
pesyaTar Ha
HWHTCPBCHIIUHA

(U Hesxenanu peakiuy choOIIABAHH IIPH TOCTMAPKETUHTOBHS OIIHT.

@ Bmxre Onucanne Ha U30paHU HEXETAHU PEaKIUH.

® Cpobimenn B npoyusanus Ha IIT'TKIIL.

@ JlokanHu HexenaHU PEaKIUU CBbP3aHU C HHTPABEHO3HOTO MPHIIOKEHHE.

Onmucanue Ha I/I36DaHH HCXKCJIaHU pCaKIIMn

Ynotpebara Ha Jako3aMH/[] € CBbp3aHa ¢ J0303aBUCUMO yabikaBaHe Ha PR-nnTepBana. Be3amoxna e
MosiBaTa Ha CBbP3aHUTE C yAbJDKaBaHeTO HAa PR-unTepBana Hexenanu edexru (Hamp. AV-0II0K,
CHHKOI, Opajinkapiusi).

B nombnBaiy KIMHUYHY TPOYYBAHUS MPH MAIIMEHTHTE C MHJICTICUS YeCTOTaTa Ha MOsIBa Ha IThpBa
crenieH AV-0110k e HedecTta u cboTBeTHO 0,7%, 0%, 0,5% u 0% npu npunaranero Ha

nako3amuz 200 mg, 400 mg, 600 mg unu mianedo. [Ipu Te3n npoyusanus He € HaOMIOIaBaH BTOpa
WJTU TIO-BHUCOKa cTerieH Ha AV-0J10K. BeIipeku ToBa, cilydau ¢ BTopa U TpeTa cTerneH AV-0I10K,
CBBP3aHH C JICYEHUETO C JIAKO3aMHUJI, ca ChOOIIaBaHU TI0 BpeMe Ha MOCTMapKETHHIOBUS ONUT. B
KIMHUYHOTO NMPOYYBaHE 32 MOHOTEPAIHs, CpaBHIBALIO JIako3aMu ¢ kapbamaszenun CR, crernenra Ha
yabibkaBane Ha PR-uHTEpBana e cpaBHIMAa MEXTy JTaKO3aMHI U KapOaMa3enuH.

[NosiBaTa Ha CHHKOM, CHOOIIEH PH COOPHU, JIOTBIIBAIIY JICYEHUETO KIMHUYHN TPOYYBAHUSI CHIIO HE
ce Ha0OJI0/1aBa YeCTo, MPU KOETO HAMA pa3iiiKa MeXIy Tpynara Ha NanueHTHUTe ¢ enwiencus (n=944),
nekyBanu ¢ jgako3amu/ (0,1 %) u Te3u (n=364) ot rpymnara Ha mwiane6o (0,3%). B xkimuaIIHOTO
MpOyYBaHE 32 MOHOTEpAIHsI, CPABHIBAIIO JJaK0o3aMu ¢ kapbamazenud CR, cuHKON ce choOImana
npu 7/444 naumentu (1,6%) Ha nako3amuz u 1/442 (0,2%) nauuentu Ha kapbamaszernuH CR.
[IpenckpnHO MBXIEHE WK TPENTEHE HE ca ChOOIIaBaHN B KPATKOCPOYHH KJIMHUYHHU MPOYYBAHHS, HO
ca CbOOLIEHH B OTBOPEHHU MPOYUBAHUS 3a CIMJICTICUS U IIPU IOCTMapKETUHIOBUS OIIUT.

Omxnonenus 6 1ab6opamopHume noxazamenu

AOHOPMHHM PE3yNTATH MPU YePHOAPOOHN (HYHKIIMOHATHH TECTOBE ca OMiTM HaOJI01aBaHy B IUIAIe00-
KOHTPOJIMPAHU KIMHUYHU MTPOYUYBAHUS C JTAKO3aMUJI IPH BH3PACTHH MAIMEHTH C MapIdaIHU
MIPUCTHITN, KOUTO Ca MPUEMAITU STHOBPEMEHHO OT 1 /10 3 aHTHENIIENTHYHY JIEKAPCTBEHU IPOAYKTH.
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[MopumaBanus Ha ALT o > 3x I'TH ca nactenimu nipu 0,7% (7 / 935) ot nanmentute Ha Vimpat
u 0% (0 / 356) ot manmeHTHTE Ha TUTANIE0O.

Mynmuopeannu peakyuu Ha C6PBHXYYECMEUMETHOC

MynTHOpraHHY peaklii Ha CBPhXYYyBCTBUTEIHOCT (IIO3HATA CHINO U KATO JIEKAPCTBEHA PEAKIIUS C
eosuHOG MK 1 cucteMHn cumrniromu, DRESS) ca cho0menyn npy nanueHTH, JeKyBaH! C HIKOH
AHTHCTIMJICTITUYHH JICKAPCTBEHU MPOIYKTH. Te3u peakiiuu ce MposBIBaT Pa3InIHO, HO OOMKHOBEHO ca
CBIIPOBOJICHH C TpecKa U OOpPHB U MOTAT Jia ObJIaT CBhP3aHH C BKIFOYBAHETO HA Pa3IMIHUA CUCTEMH OT
opranu. AKo ce 3armo/1o3pe peaxiys Ha MyJITHOPTaHHa CBPbXYYBCTBUTEITHOCT, IPUEMBT HA JIAKO3aMUJT
TpsiOBa J1a ce mpeKpaTu.

IleguaTpuyHa OMYJIAIIHS

[IpodunsT Ha Ge30MacHOCT Ha JaKO3aMUJ B IJIae00-KOHTpoIupanu (255 manueHTH Ha Bb3pacT ot |
Mecel] 10 HeHaBbpUIK 4 TOAHY 1 343 marfieHTy Ha Bb3pacT OT 4 TOAWHU 110 oA 17 ToanHn) U B
OTKPUTH KIMHUYHH TTpoyuBaHus (847 manueHTH Ha BB3pacT oT 1 Mecer 1o 18 roauHn) Ha JOITBIBaIIa
TCpamnus Npu NEAUATPUYHN MAIMUCHTH C MapuuaIHu IIPUCTHIIN € B CbOTBETCTBUC C HpO(bI/IJ'Ia 3a
Oe3omacHOCT, HAOII0AAaBaH IIPU Bb3PAaCTHU. T'bi KaTO JaHHUTE 32 MEAUATPUYHHU MMALIUCHTH 1101 2-
TOMIIIHA BB3PACT Ca OTPAaHUYCHH, JTAKO3aMHUJl HE € ITOKa3aH 32 TO3U Bb3PACTOB IUAIMa30H.
JonbaHuTteHo HaOMI0IaBaHUTE HEXKETIaH! PeaKiu, HaOll0JaBaHu B IeAHATPUYHATA OMYJIamus, ca
nupeKcusi, Ha3o(apuHruT, GapuHTHUT, HAMAJICH alleTUT, AOHOPMHO TOBEICHHE U JICTAPTHSL.
COMHOJICHTHOCT ce ChOOIIaBa IMo-4ecTo Ipy NeanaTpudHara nomynamus (> 1/10) B cpaBHEeHHE C
BBb3pacTHarta nomynamus (> 1/100 go < 1/10).

Crapuecka monynanus

B npoyuBaneTo 3a MOHOTEpanusi, CpaBHSBAIIO Jako3aMuj ¢ kapodamazenuH CR, nmpodunsT Ha
0e30IacHOCT Ha JIAK03aMH/] [IPH TAIIUEHTH B CTapyecka Bh3pacT (> 65 TOAMHU) € CXOJCH C TO3H,
Ha0JI01aBaH NMPY NAlMEHTH Ha BB3pacT o 65 rogunu. Benpeku ToBa, Mo-BUCOKA YECTOTa (pa3inka
> 5%) Ha majane, AMapUs U TPEMOP ca ChOOIIEHU MIPH MAIMEHTH B CTapUecKa Bh3pacT CIPSIMO T10-
MJTaJM BB3pAaCcTHH NanueHTy. Hali-uectaTa cBbp3aHa ChC ChPIETO HEXKENaHA PEaKIys B cTapyecka
BB3pACT CIPSIMO MO-MJIaza noiynauus € AV 65ok nmbpsa crened. T4 ce cpobmasa B 4,8% (3/62) ot
MAlMEeHTUTE Ha JIaK03aMH/l B CTapuecka Bb3pact cupsamo 1,6% (6/382) npu no-miiaan Bb3pacTHU
narueHTy. [IpexbcBaHe Ha JIeYeHUETO MOpaii HeXKeJIaH! Peakiiy, HaO0AaBaHu C JIAKO3aMH/]

e 21,0% (13/62) npu naneHTH B cTapyecka Bb3pacT cipsiMo 9,2% (35/382) npu no-mnaaute
BB3pACTHU NalMEeHTH. Te3n pas3iauKu MeXIy MallMeHTH B CTap4YecKa Bb3PacT U IMO-MJIaId Bb3PacTHH
MAIMEHTH ca CXOJHU C Te3H, HAaOJII0IaBaHH NPY aKTUBHATA TPYyIa 32 CPAaBHEHHE.

C’BO6H.[aBaHe Ha 1Imoa03rupadHd HEXCJIIaHU PCAKITUN

Cpo01mraBaneTo Ha TIOIO3WPAHY HEXKETIaHU PEaKIINy CIIe pa3periaBaHe 3a ynorpeda Ha
JIEKapCTBEHUS IIPOAYKT € BayKHO. ToBa M03BOJIsABA 1a TPOABIDKHA HAOIIOACHHETO HA ChOTHOIICHUETO
TI0JI33/PUCK 32 JISKAPCTBEHHS MPOAYKT. OT METUITMHCKUTE CIEIIMATIMCTH CE U3MCKBA J1a ChOOIaBaT
BCsIKa TI0I03MpaHa He)KeJlaHa peakilys Ype3 HalMoOHATHA CUCTeMa 3a ChOoOIIaBaHe, MoCoYeHa B

[Ipunoxenue V.

4.9 Ilpeno3upane
CumnroMu

CumnroMute, HaOIFOIaBaHM CIIe CITyYaiiHO WM MTPEIHAMEPEHO peI03upaHe Ha JaK03aMH/I ca

cBbp3anu raBHo ¢ [IHC u cTomaiiHo-upeBHa cuctema.

. BunoBere HexenaHU peakiyy, HaOIIOAaBaHM [TPH MALMEHTH, puein 1031 Haja 400 mg
1o 800 mg, He ca OWITM KIIMHUYHO Pa3IMYHU OT TE3W MPHU NAIMEeHTH, PUeMalTid
MIPENOPHIATEITHATE JO3H JIAKO3AMHI.

. Peakrmuu, crobmenn ciex mpueM Ha Hanx 800 mg ca 3aMasHOCT, TaJicHe, TOBPBINAHE,
MPUITATBIM (TEHEPATU3NPAHU TOHUYHO-KIIOHUYHY MPUTIAIBIH, CTATYC CIIICITHKYC).
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Hapymenns Ha chpredHara mpoBOIMMOCT IIIOK M KOMa CHINO ca Ominu HabmonaBanu. CMbpTHH
CIy4ad ca ch0OIIaBaHy MPH MAIIUEHTH CJIe]] OCTPO €THOKPATHO MPea03UpaHe ¢ HAKOIKO TpamMa
JIAKO3aMUJI.

Mepku npu Ipego3upaHe

Hsma cnenmduven aHTHAOT B ciyyaid Ha peJo3upane ¢ Jako3aMul. JleueHneTo npu npeno3upane ¢
JIAK03aMU/I BKITIOYBA TPEAIPUEMAHETO Ha OOIIOMPUETUTE MTOAIbPKAIINA MEPKH, KaTO TIPH
HEOOXOAMMOCT MOJKE JIa BKITFOUBA XeMOIaIn3a (BXK. TOUKa 5.2).

5. ®APMAKOJIOTTYHU CBOMCTBA

5.1 ®apmakoguHAMHYHM CBOIicTBA

®apmakoTepaneBTUYHA Tpyna: aHTHenwienTuuy, apyru antuenunentuny, ATC kon: NO3AX18

MexaHU3bM Ha JIEHCTBUE

AKTHBHOTO BelIecTBo, Jako3amun (R-2-areramuio-N-0eH31II-3-METOKCUITPOTTMOHAMU/ )
npeacTaBisiBa QyHKIMOHATM3UPAaHA aMUHOKHCEIIMHA.

TouHUAT MEXaHU3bM Ha AaHTUETIIICTITUYHUSA e(eKT Ha JJaK03aMHJI TP XOpa BCE Ol HE € HAITBIHO
HU3SICHEH.

In vitro enekTpoPpU3NOJOrHUHUTE MPOYUBAHUS MTOKA3BaT, Ye JIAKO3aMUJI CEJICKTHBHO TOBHUIIIaBA
0aBHOTO MHAKTUBUPAHE Ha BOJNTAX-3aBUCHMHTE HATPHUEBH KaHAIM, KOETO BOAM J0 CTaOMIM3UpaHe Ha
CBPBXBB30YINMHTE HEBPOHHH MEMOpaHHU.

dapmakoauHaMu4HU ehEKTH

Jlako3amu1 IpeI0TBpaTsIBa [TOsIBaTa Ha MPUCTHIIA B OOIIMPEH TUANa30H OT KUBOTHHCKH MOJICIIN Ha
MapiyaIHy U IbPBUYHO TeHEPATU3UPAHU PUCTHIIN U 3a0aBsi Pa3BUTUETO HAa OTHUIIIETO HA
CBPBXBBH30YAMMOCT.

ITo BpeMe Ha HEKJIIMHUYHY €KCTICPUMEHTAITHY MTPOYYBAHUS JIAKO3aMHU/] B KOMOUHAIUS C
JIeBEeTUpalleTaM, kapdaMasenuH, GeHUTOMH, BAJIIIPOAT, TOMMPaMaT Uiy rabareHTHH MoKa3Ba
CHUHEPTUYHU WM QJIUTHBHU ¢EKTU Ha aHTUKOHBYJICAHT.

Kinnnnuna edbukacHocT 1 6e3onacHOCT (HapLUAIHU IPUCTHIN)
Tlonynanus Ha BE3pacTHU

Monomepanus

EdukacHocTTa Ha JaKo3amMu]l KaTO MOHOTEPAIUS € YCTAaHOBEHA B IBOMHOCIIATIO, MAaPaJIEIHOTPYIIOBO,
cpaBHeHHE 3a HemHpepropHocT ¢ kapOamazenuH CR npu 886 manuenTu Ha Bp3pacT 16 unu noseue
TOJMHHU C HOBOTIOSIBIJIA CE€ MJIM HACKOPO AMarHocTulpana enuiencus. [lanuenture e tpsadBano aa
OBJaT C HENPeIM3BUKAHU MAPIMAIHY MPUCTHIN, ChC WK 0€3 BToprYHa renepanusaius. [lanuenture
ca paHJOMU3MpaHu Ha kapOamazenuH CR wiu nakozamua, o ¢popmaTa Ha TaONETKH, B
cpoTHOWeHue 1:1. [lo3aTa e Omiia onpezaeseHa OT 3aBUCUMOCTTa 103a-0TTOBOP U BapHpa

mexy 400-1200 mg /nen 3a kapbamazenud CR u 200-600 mg /neH 3a nako3aMujI.
[IpoapmxuTeTHOCTTA HA JIeYeHHEeTo € 10 121 ceaMuIiu B 3aBUCHMOCT OT OTTOBOpA.

Jlunca Ha mpucThu 3a 6 Mecela ce oleHsBa pH 89,8% OT nalMeHTUTe NpUeMaIly JaKO3aMUI U
pu 91,1% OT manmeHTHTE preMaIy KapoaMasenrH, KaTo Ce W3M0JI3Ba METOABT 3a aHaJIN3 Ha
npexussieMoctTa o Kaplan-Meier. Kopurupanara abconroTHa pazinuka Mexy JieueHnusra e -1,3%
(95% CI: -5,5, 2,8). Ouenenute pesynratu no Kaplan-Meier 3a numnca Ha MpUCTHIN 3a

nepuoaute 12 mecena ca 77,8% npu nanueHTUTe, IEKyBaHU C JIako3amMua u 82,7% Mpu NalueHTHUTe,
JeKyBaHu ¢ kapbamazermma CR.

Jlurmcara Ha MpUCTHIN 3a 6 Mecela IpY NAMeHTH B cTapuecka Bh3pacT Ha 65 1 oBeye roIuHU

(62 manmenTH Ha Jlako3aMua 1 57 nanueHTy Ha kapbamasenuH CR) e Onna cpaBHEMa MEXTy JTBETE
rpynu Ha jiedeHue. HuBara chIlo ca Onim cpaBHUMH C Te3H, HAOII0IaBaHH B 00Iara nomyianus. B
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cTapyecKarTa IMOIyJIalus, oA Ibprkalarta 103a jakozamua € 200 mg /aeH npu 55 nanueHTH
(88,7%), 400 mg /nen npu 6 manmentu (9,7%), karo mo3ata e moswuieHa 10 Hax 400 mg /neH
npu 1 manument (1,6%).

Ilpemunasarne kom MoHOmMepanus

EdukacHoctTa 1 6e30macHOCTTa Ha JIAKO3aMUJI TIPH TIPEMHHABAHE KbM MOHOTEPAITHSI ca OWITH
OLIEHEH! B HCTOPHUYECKH-KOHTPOJINPAHO, MHOTOLIEHTPOBO, JBOWHOCIIAIO, PAHAOMH3HPAHO NIPOYYBaHE
Cc cToprudecka KOHTpoia. B ToBa mpoyuBane, 425 nmanueHTH Ha Bh3pacT ot 16 1o 70 rogunm ¢
HEKOHTPOJIMPAaHU NapIUATHU TPUCTHIIN, IPUEMAIIX TIOCTOSHHH 1034 OT | Wiw 2 pa3pemieHu 3a
ynorpe0a aHTUETHWIICTITUIIY ca OUTH PaHIOMU3UPAHU J1a IPEMUHAT Ha MOHOTEPAIHS C JIAKO3aMU]]
(umm 400 mg/nen i 300 mg/nen B cbotHOIeHue 3: 1). [Ipu nekyBaHUTE MALMEHTH, TPEMUHAIIH
TIpe3 TUTPHUPAHE U 3aIT0YHAIN A CIIHpaT aHTHESIIIISTITAIINTE (ChoTBETHO 284 1 99), e moambpikana
MoHoTepamnus npu 71,5% u 70,7% ot naumeHTuTe, ChOTBETHO 32 57-105 nHu (Menuana 71 qHU), B
LesieBus mepuo Ha HabmroneHue 70 THH.

Jlonvasauo neuernue

EdukacHocTTa Ha Jako3aMul KaTo JAombiBaiio jgeueHue (200 mg qaeBHo, 400 mg THEBHO) € OllcHEHA
B 3 MHOTOIICHTPOBH, PAHJOMHU3HUPAHH, TUTalle00 KOHTPOIUPAHU KIMHUYHY MTPOy4YBaHus ¢ 12-ceaMuaHa
mpoabinkuTeNHOCT. Jlako3amuy 600 mg JHEBHO MOKa3Ba CHIIO U e(hEKTUBHOCT B KOHTPOIUPAHU
MPOYYBaHUS 32 JOMIBIIBAILIO JICUCHHE, BRIIPEKU ue erukacHOCTTa € Onm3ka g0 Tazu npu 400 mg
JTHEBHO, HO TIOHOCUMOCTTA 32 MAI[MEHTHUTE € M0-MaJlka MMOpay HeKEIAHUTE JIEKAPCTBEHH PEAKIIUH OT
crpana Ha [HTHC u cromaniHo-upeBHMS TpakT. 3aToBa 032 600 mg THEBHO HE CE€ MPENOpbhYBa.
Maxkcumannara npenopbuutenta no3a e 400 mg nueBHo. Tesu npoyuBaHus,

BkirouBaniy 1308 manueHT cbe cpeiHa MPOIbIDKATETHOCT Ha MApPIUAIHUTE IPUCTBIHN OT MOPSIbKa
Ha 23 ronuHU, ca IPOBEICHH 3a OlIEHKa Ha e(pUKacHOCTTa M 0€30MaCHOCTTA Ha JIAKO3aMUJI ITPH
€HOBPEMEHHOTO My IpHjIokeHue ¢ 1 10 3 aHTHeNMIISITUYIHA JICKaPCTBEHHU MPOIYKTH MPH MAllUEHTH
C HEKOHTPOJIMPAHH MapIUAIHU MPUCTHIN C WK 0€3 BTOPHYHO reHepanusupane. O01oTo
CHOTHOIIICHHE Ha nanueHTute ¢ 50% HamaneHue Ha yecTorara Ha mpucthiute € 23%, 34% u 40%,
CHOTBETHO 3a Tuiane6o, nakozamua 200 mg qaeBHO U nakozamua 400 mg THEBHO.

dapMakoKMHETHKATa U 0€30MIaCHOCTTA HA JIMHUYHA HATOBapBallla 7032 HHTPAaBEHO3CH JIaKO3aMHJI ca
OTIpe/IeTIeHN B MHOTOIIEHTPOBO, OTBOPEHO TPOYYBaHe, TUIAHUPAHO 1A OIEHU 0€301acHOCTTa U
ITOHOCUMOCTTA Ha ObP30TO BBBEXKJAHE HA JIAKO3aMUJ Upe3 eJUHIYHA HATOBapBaIllla HHTPABEHO3HA
no3a (cberosma ce oT 200 mg), mocnenBaHa OT ABa MTH JHEBHO MEPOPATHO MPUIOKEHHE
(exBMBaJCHTHO HA MHTPABEHO3HATA J103a) KaTO ChITHTCTBAIIA TEPANHsI IPH BE3PACTHU MAIIEHTH

oT 16 o 60 roguHM ¢ MpUNaAbLU C TAPLHUATHO HAYAIO.

IleqnaTpuuHa momyJaamnus

[Mpunagsiyre ¢ NapUaIHO HAYAIO0 UMAT M0100HA MaTO(GU3NONIOTHS U KIIMHIYHA U35Ba MIPH JIeTIa,
HaBBPIIMIN 2-TOJIUIIIHA BB3PACT, U IIPH Bb3pacTHU. EQukacHoCTTa Ha TaKko3aMuJl TIpH Jielia,
HaBBPIIWIN 2-TOIUIIHA Bb3PACT, € EKCTparoJinpaHa OT JaHHH 3a IOHOLIM U Bb3PacTHU C IPUIaIbLIH C
napUyagHo Havyalo, 3a KOUTO Ce 0YaKBa M0100€H OTTOBOP, IPHUEMAKKH, Y€ alallTUPAHETO Ha
TeIuaTpUIHATA 032 € YCTAaHOBEHO (BXK. ToUKa 4.2) i 6€301acHOCTTa € JeMOHCTpUpaHa (BiK.

Touka 4.8).

EduxacHoctTa, nogxpeneHa OT roperocoYeHus MPUHLUI Ha eKCTPaIojanus, ce MOTBbPKAaBa OT
JIBOWHOCIIAIIO, PaHJIOMH3HPAHO, TUIAIe00-KOHTPOIMPAHO KIMHUYHO Mpoy4Bane. [IpoyuBaneTo
BKITIOYBA 8-ceIMUUEH 0a30B MEPUO/I, TIOCIE/BAH OT 6-CEMHUUYCH Mepro] Ha TuTpupane. [Ipurogaure
MaMEeHTH ChC CTa0MIIHA cXeMa Ha mpuiarade ot 1 10 < 3 aHTHeNWIENTUYHH JIEKAPCTBEHH POLYKTH,
KOHUTO BCE Ol Ca NMAIIK MOHE 2 MapIHaHi NPUCTHIA MPe3 Mepruojia OT 4 CeIMUIIM NIPEr CKPUHUHTA
¢ ¢daza, cBOOOIHA OT MPHUCTHITH, HE TO-IBJTa OT 21 THU Tpe3 8-CeAMUTHMSI IEPUO. TIPS HABIIN3aHE
B 0a30BUS MEPUOI, ca paHAOMHU3UPAHU J1a TIOTydYaBaT Wwin mianedo (n=172), wim nako3amug (n=171).
[Ipunaraneto e 3amounano B go3a oT 2 mg/kg/nen npu yuactau ¢ terio non 50 kg i 100 mg/nen
npu yuactHUIM ¢ Terio 50 kg nam moBede B 2 pasmerneHu mo3u. [1o BpeMe Ha mieproia Ha THTPUPAHE,
JO3UTE JaKO3aMHM/l ca OMIIM KOpUTHpaHH ¢ yBenndeHue ot 1 win 2 mg/kg/neH npu y4acTHHUIU C TETJIO0
nof 50 kg wmu 50 unmu 100 mg Ha geH npu yuacTHUIHM ¢ Terso 50 kg uinm moBeue Ha CEAMUYHH
UHTEpBaJy, 3a 1a Ce IOCTUTHE JO30BUAT AMAIIa30H Ha IIEJIEBHs IEPUO]] Ha TIOAIBPIKAILIO JICUCHHE.
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YyactaummuTe TpsiOBa Aa ca MOCTUTHAIM MUHUMAaJTHATA [1eJIeBa 1032 32 KaTeropHsTa CH Ha TEJIEeCHO
TETJIO 32 IMOCIIEAHNUTE 3 THU OT MEepPHOa Ha TUTPYBaHe, 3a 1a ObJaT NOITyCcHATH 3a Bin3ane B 10-
CeIMUYHUS IIEPUO]T HAa TOAIbPIKALIO JIeYeHHEe. Y YacTHUIUTE TPIOBa Jla OCTaHAT Ha cTabWIiIHA J103a
JIAK03aMUJ TIpe3 LeNus MePUo]l Ha MOIbPIKALIO JIeYeHHE WK 1a ca OMIIM U3TETJIeHU U BbBEICHH B
3aclernieHns epHo/I Ha HaMassiBaHe Ha J103aTa.

Me:xy rpynaTa Ha JJako3aMUJI U TpyTiaTa Ha Iane0o e HabIrogaBaHo CTaTUCTHYECKH 3HAYUMO (P
=0,0003) u KIMHUYHO 3HAYUMO HaMaJIEHHUE HAa YeCTOTaTa Ha MPUCTHINUTE C MapIHalHO HA4aJo

3a 28 mHA OT 0230BOTO HHUBO J0 ITEPHOIAa Ha TOIIBPIKAIIO JedeHne. [IporeHTHOTO HaMaIeHHE CIIPSIMO
marne0o Bb3 OCHOBA Ha aHAN3 Ha KoBapuarusara ¢ ommo 31,72% (95% JAU: 16,342, 44,277).

Kato 1su10 mponeHThT Ha yyacTHUIMTE ¢ Haii-Manko 50% HaManeHue Ha 4yecToTaTa Ha MPUCTBIIUTE C
napuyasHo Havyano 3a 28 quu oT 6a30BOTO HUBO JI0 MIEpUoO/a Ha oAabpkaHe e Oui 52,9% B rpymata
Ha Jlako3aMuj B cpaBHeHne ¢ 33,3% B rpymaTa Ha uiane6o.

KadecTBOTO Ha JKMBOT, OIICHEHO 11O MHJCKCA 33 KauecTBO Ha >kMBOT npu nena (Pediatric Quality of
Life Inventory), moka3Ba, ue MalMeHTUTE OT rpynara Ha JJaKo3aMHJl 1 Te3U Ha IJianedo uMaT mogo0HO
1 CTaOMITHO Ka4eCTBO Ha )KHBOT, CBHP3aHO ChC 3/IPABETO, MPe3 IeNNs epro/T Ha JeUYeHHE.

Kinnnnuna edukacHocT ¥ 6e300acHOCT (IBPBUYHO FeHEPATIM3UPAHN TOHUYHO-KIOHUYHU IIPUCTHIN)

EduxacHocTTa Ha TaKo3aMua KaTo AOMBIBAIIA TepaNHs NPHU MAUeHTH Ha 4-TOAUIIHA Bb3pacT UK
[O-TOJIEMH, C TeHEpaJIN3upaHa HANONAaTHYHA EMUIETICUS, C IPOSBU Ha TbPBUYHO MeHEPAIN3UPaHU
toanyHO-kiIoHnYHA nipucThiu ([1I'TKII) e yctanoBeHa B 24-ce AMUYHO ABOWHO-CIISTIO,
PaHIOMU3UPAHO, TANEe00-KOHTPOIUPAHO, MApaIeTHO-TPYIIOBO, MHOTOLIEHTPOBO KIMHUYHO
npoyuBane. [Ipoy4uBaHeTo ce € ChCTosIo OT 12-ceAMUYeH MePUo Ha HICTOPUYECKO U3XOTHO HUBO, 4-
CeIMUYEH MEpHOoJl Ha MPOCIEKTUBHO U3X0JHO HUBO U 24-ceAMUYEH IIEPHO Ha JedeHue (KOMTo e
BKJIIOYBAJI TUTPUPAHE B IPOIBJDKEHUE HA 6-CeAMUYCH NEPHOA U 18-ceMUueH MOoAAbpIKalLl IIEPHOL).
OTroBapsIuTe Ha YCIOBUATA MAllUEHTH, C HA3HaUYeHa YCTaHOBEHA /1032 OT | 710 3 aHTHeNUIeNTUYHI
nekapcTsa, morydasamu moHe 3 qoxkymentupanu [ TKII mo Bpeme Ha 16-cenMuaHUS U3XOICH
NepUO]] Ha TUTPUPAHE, Ca PaHIOMU3HUPAHHU B ChOTHOIIEHHE | KbM 1 [1a mosryyaBar ako3aMu HiIH
iame6o (marueHTy B Habopa 3a MbJICH aHan3: jJako3amu n=118, miane6o n=121: ot Tax 8
MAIMeHTH B Tpymnara Ha > 4 10 <12-roauirHa Bb3pacT U 16 manueHTy B rpymnata Ha > 12 mo <18-
TOJIUIITHA BB3pacT ca nexkyBanu ¢ LCM, a 9 u 16 manueHTH — ChOTBETHO C TUIa1ne0o).

[TanmenTuTe ca TUTpUPaHU JI0 LieJIeBaTa 4032 3a [epruoja Ha moaAapbxkKa ot 12 mg/kg/nen npu
naruenTu ¢ terno noj 30 kg, 8 mg/kg/nen npu naumenty ¢ terao ot 30 g0 mo-manko ot 50 kg unu
400 mg/nen npu nanuenty ¢ teryo 50 kg wu noseye.

[TpomennuBa 3a edukacHOCT [Tnane6o Jlakozamun
ITapameTsp N=121 N=118
Bpewme o Bropu [1I'TKII
Menanana (JiHN) 77,0 -
95 % CI 49,0, 128,0 -
Jlakozamut — [Tnane6o
ChOTHOIIIEHHE HA PHCK 0,540
95 % CI 0,377, 0,774
P-CTOMHOCT < 0,001
OTchCTBHE HA IPUCTHITU
Orenka o metoza Ha Kaplan-Meier 17,2 31,3
(%0)
95 % CI 10,4, 24,0 22,8,39.9
Jlakozamu — [Timane0o 14,1
95 % CI 3,2,25,1
p-CTOWHOCT 0,011

3abenexka: 3a rpymnara, JeKyBaHa C JJaKO3aMHJI, CPEIHOTO BpeMe 1o mosisata Ha Bropu [ TKII e
MOe Ja ObJie M3UnciaeHo 1o MeToaute Ha Kaplan-Meier, Toii kaTto >50% OT manueHTHTE HE ca
nosryuwm Bropu [IT'TKIT no nen 166.
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HaxoakuTe B meguaTpudHaTa MoArpyna ChOTBETCTBAT HA PE3yJATATHTE OT ISUIOCTHATA MOMYJIAIH 3a
I'BPBUYHUTE, BTOPUYHUTE U APYTH KpalHU MOKa3aTeIn Ha e(pUKAaCHOCTTA.

5.2 ®apmMakoKMHETHYHM CBOIicTBA

AOGcopOrus

Crnen nHTpaBeHO3HO MIpHIOKEHHE, Cmax C€ TOCTUTHA B Kpas Ha nHGy3uATa. [Imasmenara
KOHIIEHTpAIs HapacTBa MPOMOPIIMOHAIHO Ha fo3ata cief mepopaiHo (100 — 800 mg)
nHTpaBeHo3Ho (50 - 300 mg) npunoxeHue.

Paznpenenenue

OO6emsbT Ha pasnpenenenue ¢ okono 0,6 1/kg. Jlakozamun ce cBbp3Ba C MIIa3MEHUTE TPOTCHHU B
mo-Maiko ot 15%.

Buorpanchopmanus

95% ot mo3ara ce eKCKpeTUpaT C ypHHATa B HEITPOMEHEH BH/I I TI0J] JopMara Ha METa0OIHTH.
OCHOBHUTE BEIIECTBA, OTACIICHU C ypUHATA, ca HepoMeHeH Jlako3amus (oxono 40% oT mo3ata) u
HeroBust O-ne3mMeTii1 MeTaboauT (1o Maiko ot 30%).

[MonsipHata dpakius, 32 KOSITO ce Mpearnosara, 4e € ChcTaBeHa OT CEpUHOBYU NMPOU3BOHU, B YpUHATA
BB37M3a Ha 0koJio 20%, HO € ycTaHOBeHa caMo B MasIku KosiuuecTBa (0-2%) B m1a3maTa Ha HAKOU
MHAUBUIU. B ypuHara ca oTkputu ¥ Manku koaudectsa (0,5-2%) ot Apyru MeTabOIUTH.

In vitro nanaute nokassat, ye CYP2C9, CYP2C19 u CYP3A4 morar na katanu3upaT oOpazyBaHETO
Ha O-7e3MeTni MeTaboInTa, HO OCHOBHHUS y4acTBAalll M30€H3UM He € MOTBBP/IEH in vivo. He ca
Ha6J'IIO,Z[aBaHI/I KIIMHUYHO 3HAaYMMHU pas3jiniuAa B CKCIIO3UIUATA Ha JIaKO3aMU/ IIPpHU CpaBHABAHE Ha
(hapMaKOKMHETHKATa IPH HHAWBUANTE ¢ eKCTeH3HuBeH MeTabonu3bM (EM ¢ dyHKumoHaneH
CYP2C19) u Ta3u npu unmuBuauTe ¢ 6aBeH Matadonm3bM (BM, nurca va ¢pynkuuonanes CYP2C19).
OcBeH TOBa, Mpoy4BaHeTo 3a B3aumoeicTaue ¢ omernpason (CYP2C19 uaxubutop) He pa3kpuBa
KJIMHUYHO 3HAYMMHU POMEHH B IUIA3MEHHUTE KOHIEHTPALMH Ha JIAKO3aMU KOETO MOKa3Ba, e
3HAYEHUETO HA TO3H ITbT € HE3HAYNUTEITHO.

[Ina3menara konnenTpanua Ha O-ae3MeTHII-Iako3aMu € 0Kosio 15% OT KOHIEHTpaIusITa Ha
JaKo3aMu B Ia3MaTa. To3u OCHOBEH METa00IUT HAMA Mo3HaTa ()apMaKoJIOrnIHa aKTHBHOCT.

Enumunupane

Jlako3aMuz ce eTMMUHEpa OT CUCTEMHOTO KpbBOOOpalleHre, MPeJUMHO Ype3 ObOpeuHa eKCKpenus 1
6uotpanchopmarus. Ciies mepopaiHO U MHTPABEHO3HO MPWIIOKEHNE Ha PaJHMOaKTUBHO Oelsi3aH
JIaK03aMuJI OKOJI0 95% OT palnOaKTHBHOCTTA C€ YCTAaHOBABA B ypHHATa, a mo-manko ot 0,5% — B
U3MPAXHEHUATA. EMMMUHALIMOHHUAT NOTYKUBOT HAa HEMPOMEHEHOTO JIEKapCTBO € 0KoJio 13 yaca.
dapMaKOKWHETHKATA € TIPOMOPIIMOHAIHA Ha JI03aTa U IIOCTOSHHA BbB BPEMETO, C MaJIKa HHTPa- U
WHTEePUHANBUAyaTHA MpoMeHMBocT. Clie mpreMaHe Ha J103aTa JBa IIHTH THEBHO CTAIlHOHAPHHU
IUTa3MEHHU KOHIEHTPALMH Ce JOCTHUTaT ciie 3-JHeBeH nepuo. [lnazmenata KOHIEHTpalys HapacTBa
MpU aKyMYyJIalIHOHEH (PaKTop OT OKOJIO 2.

Konnenrpamnuusra B cTalimOHApHO CHCTOSIHUE HAa €AMHUYHA HaToBapBaia g03a 200 mg e
NpUOM3UTENTHO €IHAKBA Ha Ta3W IPH MEepopaHo npuwiokeHue Ha 100 mg aBa IbTH JTHEBHO.

DapMaKOKMHETHKA ITPH CHEIHATHN TPy MMAIUeHTH

Ilon
KimmangHATE IpOoyYBaHMsI OKA3BaT, Y€ MOTBT HAMA KIIMHUIHO 3HAYMMO BIIMSHUE BHPXY INIA3MCHHUTE
KOHIICHTPAITUH Ha JIAKO3aMHI.
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bvopeuno yspescoane

AUC nHa nako3amuj € moswuiieHa ¢ okoJio 30% mpu MarueHTuTe ¢ JeKo U yMepeHo 0b0pedHo
yBpEkKaaHe U ¢ 0kosio 60% mpu Te3u ¢ TexKKO ObOPEUHO YBPEKTaHE U TEPMHUHATHA OhOpeUHa
HEJ0CTaThYHOCT, M3UCKBAIIM XEMOIUAJIN3a, B CPABHCHUE ChC 3JJPaBUTE UHIUBUIH, KaTO Crmax OCTaBa
HETNPOMEHEHa.

Jlakozamun ce oTmens eheKTUBHO OT IUIa3Mara upe3 xemoauanmsa. Crnen 4-yacoBa xemoauanmza AUC
Ha JlJaKo3aMuA HamalsiBa ¢ okosto 50%. ETo 3aimo ce npenopbyuBa JOMBIHUTEIHOTO NIPUJIaraHe Ha J03a
cien xemonuanmsa (Bx. Touka 4.2). KomndgectBoro Ha O-1e3MeTHII METa0OIUTA € TTOBUIIICHO HAKOJKO
'BTU TIPU MAIHEHTH ¢ YMEPEHO JI0 TeXKKO OhOpeuHo yBpexaane. [Ipyu Hen3BhpIIBaHE Ha XEMOIHAITI3a
MY MAIUEHTH ¢ TepMUHATHA OBOpPEYHA HETOCTATHYHOCT HUBATA CE MOBUIIABAT U MPOIBIKUTEIIHO
pacTtar o Bpeme Ha 24-yacoBus Mojied. He € M3BECTHO ajiy MOBUIIIEHOTO KOJHYECTBO HA METa0OIUTA
MIPY MAMEHTH C TEPMUHATHA OBOpeUHa HEJTIOCTATHYHOCT € BE3MOXKHO JIa TIOBUIIIAT HEXKEJTaHUTE
peakiuy, HO He € YCTaHOBEHA (papMaKOJIOTUYHA aKTUBHOCT HA METa0OJIHTA.

YeprodpobHo y8pedicoane

[Ipu marmenTure ¢ ymepeHno yepHonpodHo yspexnane (Child-Pugh B) ca HaOm0gaBaHH MO-BUCOKH
IJ1a3MEHM KOHIIEHTpAI|K Ha Jiako3aMu (mpudmusutenno 50% no-Bucoka AUChem). [To-Bucokara
eKCIIO3HIMS Ce ABIDKH B M3BECTHA CTETICH HA TIOHIKEeHaTa ObOpedHa (QyHKIHMS Ha IPOYIBAHUTE
nanuenTy. [loHmkeHreTo Ha HeOBOPEYHNS KIMPHHC NPH yYacTBAIIUTE B IPOYYBAHETO MAIIMCHTH
Boqu 10 20% noBumenue Ha AUC Ha nakozamua. @apMakoOKUHETHKATa Ha JaK03aMu HE €
MpOy4YBaHa MpY MaIMEeHTH C TEXKKO YePHOAPOOHO YBpexaHe (Bxk. Touka 4.2).

Cmapuecka év3pacm (6v3pacm Hao 65 200unu)

B npoyuBane npu MBKe U )KEHHU B cTapuecka Bb3pacT, BKIIOUBAIIY 4 MAIlMeHTH Ha Bb3pacT

Hax 75 roguan, AUC e nouiena ¢ okoso 30 u 50% B cpaBHeHHE ¢ Miagu Xopa. ToBa € CBP3aHO
OCHOBHO C TIO-HHUCKOTO TeJiecHO Teryio. OOuyaiiHarta pa3irka B TErJIOTO € ChOTBETHO 26 u 23%.
HabnronaBa ce chIo 1 yBenrueHa BapuabMITHOCT B €KCIIO3UNUATA. B TOBa npoyuBane ObOpEUHUST
KJIMPBHC Ha JIJAKO3aMHJI € CaMO JIEKO MOHIKEH NP MallMeHTH B CTapuecka Bh3pacT.

OOUKHOBEHO HE ce Hajlara pelyliupaHe Ha J103aTa, OCBEH aKo TOBa HE MOKa3aHO MOPaIy MOHIKEHA
O0bOpeuna QyHkims (BXK. Touka 4.2).

THeouampuuna nonyrayus

[leguatpuaHUAT papMaKOKMHETHYEH MPOQUIT Ha JTAKO3AMHU]T € OTIPE/IENICH B TOMyIaIl[HOHEH
(hapMaKOKMHETUYEH aHAJIM3 C M3I0JI3BaHe Ha PEJIKY JaHHHM 3a TIa3MEeHa KOHIICHTpAIKsl, TIOJyYeHH B
IIecT M1ane00-KOHTPOIUPaHU PaHAOMU3NPAHH KIMHIUYHH IMPOYYBAHUS U TIET OTBOPEHU NIPOYUYBAHUS
npu 1655 Bp3pacTHU U NeAUATPUUHU MTALIMEHTH C €MUIETICHUSI Ha Bb3pacT oT 1 Mecen o 17 roguHu.
Tpu 0T Te3u NpoyuyBaHUS ca IPOBEACHU C Bb3PACTHH, 7 ¢ NISAMATPUYHH MMALMEHTH U 1 ChC CMEceHa
nomynanus. [Ipunaranure 103u Jako3aMua Bapupart ot 2 o 17,8 mg/kg/nen npu npuem Ba IbTH
THEBHO Oe3 na HaxBuinaBat 600 mg/meH.

TunuuHUAT mia3MeH KIMpbHC € oteHed Ha 0,46 1/h,0,81 1/h, 1,03 1/h u 1,34 1/h 3a nexuatpuyHu
narueHT cboTBeTHO ¢ Terno 10 kg, 20 kg, 30 kg u 50 kg. 3a cpaBHeHMe, MIIA3MEHUSAT KITUPHHC €
ouieHeH Ha 1,74 1/h npu Bp3pacthu (70 kg TenecHo Terio).

[Nonynannonen hapMaKOKMHETUYCH aHAIN3, U3IIOJIBAI] PEAKH PapMaKOKHHETHYHH MMPOOU OT
npoyuBane Ha 11 TKII, moka3Ba momobna excrio3urust npu nanuenty ¢ [II'TKII u npu naruenTw ¢
MapIyaIH IPUCTHITH.

5.3 IlpenkJuHUYHHU JAHHHU 32 0€30MACHOCT

[Ipu npoy4YBaHMsATa HA TOKCUYHOCTTA TIOTYYCHUTE TIIA3MEHU KOHIICHTPAIIMU Ha JIAKO3aMH]T ca
HO)I06HI/I HJIN CaMO HECBINECTBCHO MO-BUCOKHU OT IMOJIYYCHUTE ITPU MALTMECHTH, IIPHU KOCTO 'PaHUIIUTE
3a EKCTO3UIUATA TIPU XOPa Ca HUCKU WITH HECHIIIECTBYBAIIH.

[IpoyuBaHusTa Ha JeKapCcTBEHA 0€30MACHOCT 32 MHTPABEHO3HOTO MPWIIOKECHHE Ha JTAKO3aMUJT TIPH
aHEeCTE3MpaHU KydeTa MOKa3BaT BpeMEHHO MoBHineHue B PR-uHTEpBana u npobKUTETHOCTTA Ha
QRS-koMIUIEeKCa ¥ IOHMKEHNE Ha KPBBHOTO HAJISTaHEe, BEPOSTHO TOPaH KapIUOACTIPECHBHOTO
neiicteue. Te3u BpeMEHHH IPOMEHH 3ari0uBaT IPH €/THA U ChIa KOHIICHTPAIWS U CJIe]l MaKCUMAITHO
MPETOPBYUTETHO KIMHUYHO fo3upaHe. [Ipu anecTe3upanu kydeTa u MaiimyHu ot pox Cynomolgus,
IIPY HHTPAaBEHO3HO MpriIokeHue Ha 15-60 mg/kg ca HaOnromaBaHu 3a0aBsiHEe Ha IPEAChPAHATA U
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KaMepHaTa MPOBOJIMMOCT, ATPUOBEHTPUKYJIApEH OJIOK M aTPUOBEHTPUKYJIApHA JUCOIIAAIIHS.

[Tpu npoy4BaHuUs HA TOKCHYHOCTTA TP MHOTOKPATHO MPHJIOKEHUE MTPH TUIHXOBE Ce HAOII01aBaT
c)1abu 00paTUMH YEPHOAPOOHY IMPOMEHH, 3aII0YBAIIH IPY HUBA OKOJIO 3 TBTH HaJl KIMHHUYHATA
excro3ulys. Te3n MpoOMEeHU BKITIOYBAT MOBUIIICHO TETJIO HA OPTaHUTE, XUIEPTPOPUs Ha
XEMATOIUTUTE, IOBUIIICHUE HA CEPYMHUTE KOHIICHTPAIIMY Ha YePHOAPOOHUTE SH3UMHU U TIOBUILICHHE
Ha OOMIHsI XOJNecTepo U Tpurmiepuante. OCBeH XUNEpTpOoHATa HA XEMATOIIUTHTE HE ca
HaOJII0JITaBaHU IPYTH XUCTOMATOJIOTMYHH TPOMEHHU.

B npoyuBaHusATa BHPXY PENPOYKTUBHOCTTA U PA3BUTHETO HA TOKCUYHOCT NIPH TPU3a4H U ITHXOBE HE
ca HaOJFO/TaBHU TepaTOTeHHU e(eKTH, a caMO yBellndaBaHe Ha Oposi HAa MbPTBOPOACHHUTE U
MOYMHAIUTE HACKOPO CJIE]] PAXKIAaHETO TOTOMIIH, KAaKTO U CJIa00 MOHMKEHHE B OpOsl HA TIOTOMCTBOTO U
TErJIOTO Ha HOBOPOJICHUTE NIPU MPUJIAraHeTO Ha TOKCUYHU 3a MaiKaTa JI03U MPH ILThXOBE, KOSTO
CHOTBETCTBA HA HUBA HA CHCTEMHA SKCITO3UIIHS, TIOJ00HU HA OYaKBAHATA EKCIIO3HITHUS TPH KJIMHUYTHO
npwiokeHue. Thil KaTo MO-BUCOKHM HUBA HA SKCIIO3UITHUS MPH JKUBOTHU HE Ca U3CJICIBAHU TIOPaIn
TOKCUYHOCT 3a MalikaTa, HAJTMYHUTE JJAHHY Ca HeIOCTaThUHU 3a ITbJIHA OI[CHKA Ha eMOPUOTOKCUYHUS
Y TepPaTOTreHEH TOTCHIIUAN Ha JIAKO3aMU/I.

[Mpoy4BaHusATa MPH TUIHXOBE MOKA3BAT, Ue JTAKO3aMUJI U/HITH HETOBUTE META0OJIUTH NMPEMUHABAT
OBbp30 IJIallecHTapHaTa Oapuepa.

[pu Mnaau MIBXOBE U KydeTa BHOBETE TOKCHYHOCT HE C€ Pa3INnyaBaT KaueCTBEHO OT TE3H,
HaAOIOIaBaHM MPU BH3PACTHU JKUBOTHH. [Ipy MIaau mIbXoBe ce HaOI01aBa HaMalleHO TEIEeCHO TETJIo
IIpy HUBA Ha CUCTCMHaA CKCIIO3MIHA, KOUTO Ca HO}:[O6HI/I Ha O4YaKBaHaTa KJIMHUYHAa €KCIIO3HUIIU. HpI/I
MJIay KydeTa MPeXoJHH U CBbp3aHu ¢ Jo3aTa KIuHuuHYU npusHany Ha LIHC 3anmouBart na ce
HaAOJIOIaBaT NMPH HUBA HA CUCTEMHA EKCIIO3HITUS MTOJT OYaKBAHATA KIIMHIUYHA SKCTIO3UIIHS.

6. DAPMAIEBTUYHU JAHHA

6.1 Chnucnk Ha NIOMOIIHHUTE BelleCcTBA

BOJIA 32 MHIKEKIIHHU

HaTPHUEB XJIOPHU]T

XJIOPOBOIOPOIHA KUcenuHa (3a pH u3paBHsIBaHE)

6.2 HecbBMeCTHMOCTH

To3u nexkapcTBeH MPOAYKT He TpsiOBa J1a ce CMecBa ¢ APYTH JIEKAPCTBEHH MPOJAYKTH, C U3KIIFOUEHUE Ha
MOCOYEHUTE B TOUKA 6.6.

6.3 Cpok Ha roaHoOCT

3 TOOUHU.

XumuuHata 1 pru3ndHaTa cTaOMIIHOCT 3a MPOAYKTA MIPU YIIoTpedaTa My C pa3TBOPUTEINTE, BKIIOUYSHH
B 6.6 1 cpxpaHsaBaHM B cThKiIeHM win [1BL] cakoBe e nmpoyuena 3a 24 gaca npu cTaiiHa TemnepaTypa.
Ot MUKpOOHOIOTMYHA TJIe/IHA TOYKa, MPOAYKTA TPSIOBa J]a ce M3II0JI3Ba HETIOCPEICTBEHO CIIe]T
paspexxaaHe. AKO He ce€ M3M0JI3Ba BEAHAra, BpEMETO U YCIIOBUATA Ha CbXPAaHEHHUE ca OTTOBOPHOCT Ha
TO3H, KOWTO T'0 M3I0JI3BA, KATO HE TPsOBa /1a HaABHUIIaBa 24 Jaca rmpu Temreparypa ot 2 10 8°C,
OCBEH aKO pa3pekJaHETO CE N3BBPIIBA HA KOHTPOIMPAHO MACTO C BAIMAMPAHU ACENITUYHHU YCIOBHS.

6.4 CrnenuanaHu ycJa0BHA Ha ChbXpaHeHUe

a ce cexpanssa mox 25°C.
3a yclioBuATa Ha ChXPAaHEHUE CIIE/ Pa3pekaaHe Ha JISKaPCTBEHUS IPOAYKT BIKTE TOUKA 6.3.
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6.5 Buau chabp:KaHHe HA ONIAKOBKATA

BesnperHu cThKIIeHU (uIakoHU | Kac ¢he 3amymiaiku ¢ XJ0po0yTHIIOBA TyMa, 3ariedaTaHu C
¢ryopononaumep.
OmaxkoBku ¢ 1x20 ml u 5x20 ml.

He Bcuuku BHIOBE ONTAaKOBKU MOTaT Ja ObJAT MyCHATH B IPOAAKOA.
6.6 Chnenuajnu NpeanasHu MEPKHU MPHU U3XBBLPJIsSTHE

[IpoayKT ¢ BUAMMH YacTUIM WIIM POMSIHA HA 1IBETa HE TPsOBa Ja ce U3MOoN3Ba.

JlekapCTBEHUST POLYKT € 3a €AHOKPATHO NpuiiokeHne. Hensnonssanuar pa3teop TpsiOBa z1a ce
YHUIIOXXU. Hensnona3BaHUAT JIeKapCTBEH MPOAYKT WIH OTHaIbUHUTE MaTepUalld OT HeTo TpsiOBa 1a ce
U3XBBPIAT B ChOTBETCTBUE C MECTHUTE M3UCKBAHUS.

Vimpat nH}py3HMOHEH pa3TBOpP € J0Ka3aHO (PU3MUECKH CHbBMECTUM M XUMHYECKH CTa0WIICH pH
CMECBAHETO MY ChC CIECIHUTE Pa3TBOPUTEIH, 32 MUHUMYM 24 yaca, cbxpaHsaBaH B PVC cakose npu
Temneparypa a0 25°C.

PasTBopurenu:

HaTpues xyopua 9 mg/ml (0,9%) uHXEeKIMOHEH pa3TBOP

rmoko3a 50 mg/ml (5%) MHXKEKITMOHEH Pa3TBOP

Punrep nakraT HHXEKIIMOHEH Pa3TBOP

7. NPUTEXATEJ HA PASPEILIEHUETO 3A YIIOTPEBA

UCB Pharma S.A.

Allée de la Recherche 60

B-1070 Bruxelles

benrus

8. HOMEP(A) HA PASPELHIEHUETO 3A YIIOTPEBA

EU/1/08/470/016-017

9. JATA HA IbPBO PASPEIIABAHE/IIOJJTHOBSIBAHE HA PASPEILIEHUETO 3A
YIIOTPEBA

Jara Ha mepBo pazpemasane: 29 asryct 2008 r.

Jara Ha mocneaHo nogHoBsiBane: 31 romm 2013 T.

10. JATA HA AKTYAJIMU3UPAHE HA TEKCTA

[HoapoOna nnpopManus 3a TO3H JEKapCTBEH NPOAYKT € MPeJoCTaBeHa Ha yebcailTa Ha
EBpomneiickaTa areHims no Jiekapcrsara http://www.ema.europa.eu/
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HPUJIOKEHUE I1

MMPOU3BOJUTEJL, OTTOBOPEH 3A OCBOBOKJABAHE
HA ITAPTHU AN

YCJIOBUA NJIN OTPAHUYEHUSA 3A TOCTABKA U
YIHOTPEBA

APYI'U YCJIOBUA N UBUCKBAHUA HA
PASPEHIEHUETO 3A YIIOTPEBA

YCJIOBUA NJIN OT'PAHNYEHMUSA 3A BE3OITACHA 1 E@OEKTUBHA
YIOTPEBA HA JIEKAPCTBEHMUS ITPOAYKT
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A. HNPOU3BOAUTEJL, OTTOBOPEH 3A OCBOBOKJIABAHE HA
IHAPTU N

Hwme v agpec Ha MPOU3BOANTEA, OTTOBOPEH 33 0CBOOOXK/IaBAHE HA MAPTHINTE

Aesica Pharmaceuticals GmbH HIIA UCB Pharma S.A.
Alfred-Nobel Strasse 10 Chemin du Foriest
D-40789 Monheim am Rhein B-1420 Braine- 1’ Alleud
I'epmanus benrus

IleuaTHaTa 1UCTOBKA Ha JICKApCTBCHUS NPOAYKT TpH6Ba Ja CbAbpiKa UMCTO U aJpecCa Ha
IIPOU3BOJUTEIISA, OTTOBOPEH 3a OCBO60)KZ[3.B3.H€TO Ha CbOTBECTHATA MapTrUaa.

b. YCJI0OBHMA NN OTPAHUYEHUA 3A TOCTABKA U YIIOTPEBA

JlexkapcTBEHUAT MPOIYKT C€ OTITyCKa I10 JIEKapCKO MpeaNICcaHue.

B. JAPYI'UM YCJIIOBUSA U U3UCKBAHUSA HA PASPEHLIEHUETO 3A
YIHOTPEBA

. Ilepuoguynm akTyaJau3upanm aokjaaau 3a oezonacuocr (ITAIB)

MsuckBanusTa 3a nogasane Ha [TA b 3a To3u JeKapCcTBEH MPOAYKT Ca MMOCOYEHU B CIIUCHKA C
pedepentauTe natu Ha EBpomnetickus cpio3 (EURD crucek), npensuaes B wi. 1078, an. 7 ot
Hupextusa 2001/83/EO, 1 BbB BCUUKH ClIEIBAIIN aKTyaJIM3allH, ITyOJIMKYBaHH Ha €BPONEHCKUS
yeOmopTal 3a IeKapCcTBa.

r. YyciaoBus Wi OIr'PAHUYEHUSA 3A BE3OITACHA U EOEKTUBHA
YIOTPEBA HA JIEKAPCTBEHMUS ITPOAYKT

. Ilnan 3a ynpasJjenue Ha pucka (ITYP)

[purexatensaT Ha pa3penienue 3a ynorpeda ([IPY) TpsadBa na U3BbpIIBa H3UCKBAHUTE JCHHOCTH U
NeMCTBUS, CBBP3aHH C MPOCIEsIBAHE Ha JIeKapcTBeHaTa 0€30MacHOCT, ocoueHH B ogoopenus 11V P,
npencrased B Mozyn 1.8.2 Ha pa3pemieHueTo 3a ynorpe0da, KakTo ¥ Py BCUYKH CIIeBAILN
ChIJIACYBaHU akTyain3anuu Ha [TYP.

Axrtyanusupat [1YP tpsiOBa na ce moaasa:

. 10 UCKaHe Ha EBpormelickara areHIus 1o Jekapcrsara;

. BUHArW, KOraTo ce M3MeHs CUCTeMaTa 3a yIpaBJIeHHe Ha pUCKa, 0COOCHO B pe3yiTaT Ha
noJTyyaBaHe Ha HOBa HH(MOpMaIIYsi, KOSTO MOXe Ja JIOBeJIe JI0 3HAYMMHU IPOMEHH B
CHOTHOIIICHHUETO MOJ3a/PHCK, WM CIIe] JOCTUIaHe Ha Ba)KEH eTall (BbB BPb3Ka C IPOCIIE/IIBaHE
Ha JIEeKapcTBeHaTa 0e30MaCHOCT WM CBEXIaHE Ha PUCKA 0 MUHUMYM).
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HPUJIOKEHUE I11

JAHHU BBPXY OITAKOBKATA N JIMCTOBKA
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A. JAHHHU BBbPXY OITAKOBKATA
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JAHHHU, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

Kyrus

1. HUME HA JIEKAPCTBEHUA ITPOAYKT

Vimpat 50 mg ¢punmupanu TabiIeTKu
JIAK03aMUT

| 2. OBSIBSIBAHE HA AKTUBHOTO(MTE) BEHIECTBO(A)

1 ¢punmupana Tabnerka chabpika S0 mg JaKo3aMuI.

3. CHUCBHK HA HOMOUIHUTE BEIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJHA OITAKOBKA

14 unmupanu TabIeTKU

56 dunvupann TabIeTKH
168 duaMupanu TabIeTKH
56 x 1 punmupanu Ta0IETKH
14 x 1 punmupanu TabIeTKu
28 ¢punmupanu TaOIEeTKH

60 ¢unmupanu TabIeTKH

| 5. HAYMH HA IPWJIOKEHUE U MHT(MIIA) HA BBBEXKIAHE

[Ipenu ynotpeba npoyereTe NMCTOBKATA.
ITepopanHo npuioxeHue

6. CIIEHUAJIHO NPEAYHPEXJIEHUE, YE JTEKAPCTBEHUAT ITPOAYKT TPABBA
JA CE CBXPAHSBA HA MSICTO JAJIEYE OT IIOTJIEJA U TOCETI'A HA TEIIA

I[a CC CbXpPaHsABa Ha MACTO, HCAOCTHIIHO 3a ACIIA.

‘ 7. APYI'U CIIEHUAJIHU TPEAYNIPEXJIEHUA, AKO E HEOBXOAUMO

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA I'OAHOCT

T'onmen mo:

9. CIIEHUMAJIHU YCJIOBUSA HA CbXPAHEHHUE
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10. CHEHLUWAJIHU IIPEAITA3HUA MEPKU ITPU NU3XBBPJISAHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NJIN OTHHAABYHU MATEPUAJIN OT

TAX, AKO CE U3UCKBAT TAKHUBA

11. HMME U AJJPEC HA IPUTEXKATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

UCB Pharma S.A.

Allee de la Recherche 60
B-1070 Bruxelles
benrus

12. HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

EU/1/08/470/001 14 dunmupanu TabneTku
EU/1/08/470/002 56 dhunmupanu TabIEeTKH
EU/1/08/470/003 168 dpunmupanu TabneTku
EU/1/08/470/020 56 x 1 ¢punmupanu TabIeTKH
EU/1/08/470/024 14 x 1 punmupanu TabieTKH
EU/1/08/470/025 28 dhunmupanu TabIEeTKH
EU/1/08/470/032 60 ¢unmupanu TabneTku

13. NAPTHMIEH HOMEP

[Tapt. Ne

14. HAYMH HA OTIIYCKAHE

15. YKA3AHWUI 3A YIIOTPEBA

16. HWH®OPMAIIMA HA BPAHJIOBA A3BYKA

Vimpat 50 mg
<[IpueTo ¢ OCHOBaHUE Jia He ce BKIOUYM nH(opMalius Ha bpaiiiosa
az0yka.> 56 x 1 u 14 x 1 ¢unmupanu TabneTku

17. YHUKAJIEH NWIJEHTUO®UKATOP — IBYU3MEPEH BAPKO/]

JByn3mepeH 0apKoJ ¢ BKIIIOYEH YHUKAJIEH HACHTU(PHUKATOP

18. YHUKAJIEH NWJEHTU®UKATOP — TAHHU 3A YETEHE OT XOPA

PC
SN
NN
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MHUHHMMYM JAHHU, KOUTO TPABBA JJA CbABPXAT BJIMCTEPUTE U JIEHTUTE

baucrep

| 1. NME HA JIEKAPCTBEHUS NPOAYKT

Vimpat 50 mg hunmMupadu TabIeTKH
<3a 56 x 1 u 14 x 1 punmupanu tabaetkrn> Vimpat 50 mg TabieTKu
JIAK03aMUJ

| 2. NME HA ITPUTEXATEJIS HA PASPEIIEHUETO 3A YIIOTPEBA

UCB Pharma S.A.

| 3. JATA HA UI3TUYAHE HA CPOKA HA T'OJHOCT

EXP

| 4. IHHAPTUJAEH HOMEP

Lot

5.  JPYIO

91



JAHHHU, KOUTO TPABBA JA CBABPKA IBPBUYHATA OITAKOBKA

byruniaka

1. HUME HA JIEKAPCTBEHUA ITPOAYKT

Vimpat 50 mg ¢punmupanu TabiIeTKu
JIAK03aMUT

| 2. OBSIBSIBAHE HA AKTUBHOTO(MTE) BEHIECTBO(A)

1 ¢punmupana Tabnerka chabpixka S0 mg JaKo3aMuI.

/3. CHUCBHK HA HOMOUIHUTE BEIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJHA OITAKOBKA

60 dunmupanu TabJICTKU

‘ 5. HAYYH HA ITPUJIOKEHUE U ITBT(MIIA) HA BBBEXX/IAHE

[Ipenu ynoTtpeba nmpoyerere TUCTOBKATA.
ITepopanno npuioxeHue

6. CIIEHUAJIHO NPEAYHPEXJIEHUE, YE JTEKAPCTBEHUAT ITPOAYKT TPSBBA
JA CE CBXPAHSBA HA MSACTO JAJIEYE OT IIOTJIEJA U TOCET'A HA TEIIA

I[a CC CbXpPaHsBa Ha MACTO, HCAOCTHIIHO 34 [ACIa.

‘ 7. APYI'U CIHHEHUAJIHU TPEAYIPEXIEHUS, AKO E HEOBXOANUMO

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA T'OJHOCT

T'onen no:

9. CIIEHUAJIHHU YCJIOBUs HA CbXPAHEHUE

TAX, AKO CE U3UCKBAT TAKHUBA

10. CIEIWMAJIHA NNPEMIAZHU MEPKH IIPU NU3XBBPJISAHE HA HEU3ITIOJI3BAHA
YACT OT JIEKAPCTBEHUTE INTPOAYKTHU NJIN OTIIAABYHU MATEPUAJIN OT
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11. HUME U AAPEC HA ITIPUTEKATEJIA HA PASPEIIEHUETO 3A YIIOTPEBA

UCB Pharma S.A.

Allée de la Recherche 60
B-1070 Bruxelles
benrus

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/08/470/032

13. TNAPTHMIEH HOMEP

[Tapt. Ne

‘ 14. HAYMH HA OTIITYCKAHE

| 15. YKA3AHMS 3A YIIOTPEBA

‘ 16. HWH®OPMAIIAA HA BPAJIOBA A3BYKA

| 17. YHHUKAJIEH WJIEHTU®UKATOP — JABYMU3MEPEH BAPKO/I

‘ 18. YHUKAJIEH NWIEHTU®UKATOP — TAHHU 3A YETEHE OT XOPA
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JAHHHU, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

Kyrus

1. HUME HA JIEKAPCTBEHUA ITPOAYKT

Vimpat 100 mg dbunmupanu TabreTKn
JIAK03aMUT

| 2. OBSIBSIBAHE HA AKTUBHOTO(MTE) BEHIECTBO(A)

1 ¢punmmpana Tabnerka cpabpxa 100 mg makozamu.

3. CHUCBHK HA HOMOUIHUTE BEIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJHA OITAKOBKA

14 unmupanu TabIeTKU

56 dunvupann TabIeTKH
168 duaMupanu TabIeTKH
56 x 1 punmupanu Ta0IETKH
14 x 1 punmupanu TabIeTKu
28 ¢punmupanu TaOIEeTKH

60 ¢unmupanu TabIeTKH

| 5. HAYMH HA IPWJIOKEHUE U MHT(MIIA) HA BBBEXKIAHE

[Ipenu ynotpeba npoyereTe NMCTOBKATA.
ITepopanHo npuioxeHue

6. CIIEHUAJIHO NPEAYHPEXJIEHUE, YE JTEKAPCTBEHUAT ITPOAYKT TPABBA
JA CE CBXPAHSBA HA MSICTO JAJIEYE OT IIOTJIEJA U TOCETI'A HA TEIIA

I[a CC CbXpPaHsABa Ha MACTO, HCAOCTHIIHO 3a ACIIA.

‘ 7. APYI'U CIIEHUAJIHU TPEAYNIPEXJIEHUA, AKO E HEOBXOAUMO

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA I'OAHOCT

T'onmen mo:

9. CIIEHUMAJIHU YCJIOBUSA HA CbXPAHEHHUE
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10. CHEHLUWAJIHU IIPEAITA3HUA MEPKU ITPU NU3XBBPJISAHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NJIN OTHHAABYHU MATEPUAJIN OT

TAX, AKO CE U3UCKBAT TAKHUBA

11. HMME U AJJPEC HA IPUTEXKATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

UCB Pharma S.A.

Allee de la Recherche 60
B-1070 Bruxelles
benrus

12. HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

EU/1/08/470/004 14 ¢unmupanu TabaeTku
EU/1/08/470/005 56 dhunmupanu TabIeTKH
EU/1/08/470/006 168 dpunmupanu TabneTku
EU/1/08/470/021 56 x 1 ¢punmupanu TabIeTKH
EU/1/08/470/026 14 x 1 punmupanu TabieTku
EU/1/08/470/027 28 dhunmupaHu TabIETKH
EU/1/08/470/033 60 ¢unmupanu TabneTku

13. NAPTHMIEH HOMEP

[Tapt. Ne

14. HAYMH HA OTIIYCKAHE

15. YKA3AHWUI 3A YIIOTPEBA

16. HWH®OPMAIIMA HA BPAHJIOBA A3BYKA

Vimpat 100 mg
<[IpueTo ¢ OCHOBaHUE Jia He ce BKIOUYM nH(opMalius Ha bpaiiiosa
a30yka.> 56 x 1 u 14 x 1 ¢unmupanu TadbneTku

17. YHUKAJIEH NWIJEHTUO®UKATOP — IBYU3MEPEH BAPKO/]

JByn3mepeH 0apKoj ¢ BKIIIOYEH YHUKaJIEH HICHTU(PHUKATOP

18. YHUKAJIEH NWJEHTU®UKATOP — TAHHU 3A YETEHE OT XOPA

PC
SN
NN
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MHUHHMMYM JAHHU, KOUTO TPABBA JJA CbABPXAT BJIMCTEPUTE U JIEHTUTE

baucrep

| 1. NME HA JIEKAPCTBEHUS NPOAYKT

Vimpat 100 mg duamupann TabIeTKu
<3a 56 x 1 u 14 x 1 punmupanu tabnaerkn> Vimpat 100 mg tabnetku
JIAK03aMUJ

| 2. NME HA ITPUTEXATEJIS HA PASPEIIEHUETO 3A YIIOTPEBA

UCB Pharma S.A.

| 3. JATA HA UI3TUYAHE HA CPOKA HA T'OJHOCT

EXP

| 4. IHHAPTUJAEH HOMEP

Lot

5.  JPYIO
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JAHHHU, KOUTO TPABBA JA CBABPKA IBPBUYHATA OITAKOBKA

byruniaka

1. HUME HA JIEKAPCTBEHUA ITPOAYKT

Vimpat 100 mg dbunmupanu TabreTKn
JIAK03aMUT

| 2. OBSIBSIBAHE HA AKTUBHOTO(MTE) BEHIECTBO(A)

1 ¢punmmpana Tabnerka cpabpxa 100 mg makozamu.

/3. CHUCBHK HA HOMOUIHUTE BEIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJHA OITAKOBKA

60 dunmupanu TabJICTKU

‘ 5. HAYYH HA ITPUJIOKEHUE U ITBT(MIIA) HA BBBEXX/IAHE

[Ipenu ynoTtpeba nmpoyerere TUCTOBKATA.
ITepopanno npuioxeHue

6. CIIEHUAJIHO NPEAYHPEXJIEHUE, YE JTEKAPCTBEHUAT NPOAYKT TPABBA
JA CE CBXPAHSBA HA MSACTO JAJIEYE OT IIOTJIEJA U TOCET'A HA TEIIA

I[a CC CbXpPaHsBa Ha MACTO, HCAOCTHIIHO 34 [ACIa.

‘ 7. APYI'U CIHHEHUAJIHU TPEAYIPEXIEHUS, AKO E HEOBXOANUMO

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA T'OJHOCT

T'onen no:

9. CIHEHHUAJIHU YCJIOBUSI HA CbXPAHEHUE

TAX, AKO CE U3UCKBAT TAKHUBA

10. CIEIWMAJIHA NNPEMIAZHU MEPKH IIPU NU3XBBPJISAHE HA HEU3ITIOJI3BAHA
YACT OT JIEKAPCTBEHUTE INTPOAYKTHU NJIN OTIIAABYHU MATEPUAJIN OT
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11. HUME U AAPEC HA ITIPUTEKATEJIA HA PASPEIIEHUETO 3A YIIOTPEBA

UCB Pharma S.A.

Allée de la Recherche 60
B-1070 Bruxelles
benrus

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/08/470/033

13. TNAPTHMIEH HOMEP

[Tapt. Ne

‘ 14. HAYMH HA OTIITYCKAHE

| 15. YKA3AHMS 3A YIIOTPEBA

‘ 16. HWH®OPMAIIAA HA BPAJIOBA A3BYKA

| 17. YHHUKAJIEH WJIEHTU®UKATOP — JABYMU3MEPEH BAPKO/I

‘ 18. YHUKAJIEH NWIEHTU®UKATOP — TAHHU 3A YETEHE OT XOPA
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JAHHHU, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

Kyrus

1. HUME HA JIEKAPCTBEHUA ITPOAYKT

Vimpat 150 mg dbunmupanu TabneTkn
JIAK03aMUT

| 2. OBSIBSIBAHE HA AKTUBHOTO(MTE) BEHIECTBO(A)

1 ¢punmupana Tabnerka cpabpxa 150 mg makozamu.

3. CHUCBHK HA HOMOUIHUTE BEIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJHA OITAKOBKA

14 unmupanu TabIeTKU
56 dunvupann TabIeTKH
56 x 1 punmupanu TadIeTKA
14 x 1 punmupanu TabiIeTKU
28 dhuaMupaHu TaOJIETKA
60 ¢unmupanu TabIeTKH

| 5.  HAYMH HA IPWJIOKEHUE U ITbT(MIIIA) HA BbBEKJIAHE

[Ipenu ynotpeba npoyereTe NMCTOBKATA.
[lepopanno npunoxxeHue

6. CIHHEHUAJIHO NPEAYHPEXJIEHUE, YE JTEKAPCTBEHUSAT NPOAYKT TPSABBA
JA CE CBXPAHSBA HA MSICTO JAJIEYE OT IIOTJVIEJA U TOCETI'A HA IELIA

Jla ce cpxpaHsBa Ha MSCTO, HEAOCTHITHO 34 JICTIa.

‘ 7. APYI'U CIIEHUAJIHU NPEAYNIPEXIEHUA, AKO E HEOBXOANUMO

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA I'OJAHOCT

T'onmen mo:

9. CIIEHUAJIHU YCJIOBUSA HA CbXPAHEHUE

99



10. CIIEIUAJIHU IIPEAITAZHU MEPKU ITPU NU3XBBPJISIHE HA HEN3IIOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NN OTHHAABYHU MATEPUAJIN OT

TAX, AKO CE U3UCKBAT TAKHUBA

11. HMME U AJJPEC HA IPUTEXKATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

UCB Pharma S.A.

Allee de la Recherche 60
B-1070 Bruxelles
benrus

12. HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

EU/1/08/470/007 14 dunmupanu TabneTku
EU/1/08/470/008 56 dhunmupanu TabIeTKH
EU/1/08/470/022 56 x 1 ¢punmupanu TabIeTKH
EU/1/08/470/028 14 x 1 ¢punmupanu TabIeTKH
EU/1/08/470/029 28 ¢unmupanu TabneTku
EU/1/08/470/034 60 ¢unmupanu TabaeTku

13. NAPTUJAEH HOMEP

[Tapt. Ne

14. HAYMUH HA OTIITYCKAHE

15. YKA3AHWUI 3A YIIOTPEBA

16. HWH®OPMAILIMA HA BPAHJIOBA A3BYKA

Vimpat 150 mg
<IIpueTo e OCHOBaHME Jia HE ce BKIoUM HHpopMmalms Ha bpaiinosa
az0yka.> 56 x 1 u 14 x 1 punmupanu Ta0IeTKH

17. YHUKAJIEH WIJEHTU®UKATOP — IBYU3MEPEH BAPKO/]

JIByn3MepeH 0apKo/i C BKIIIOUEH YHUKAJICH UACHTU(DHUKATOD

18. YHUKAJIEH NIJTEHTU®UKATOP — TAHHU 3A YETEHE OT XOPA

PC
SN
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JAHHHU, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

CAMO I'PYIIOBHU OITAKOBKHA
KyTus ¢ 168 ¢puniamupanu TadaeTkn cbabpkama 3 KyTuu ¢ mo 56 puiavupann tadjaetku (¢ Blue
box)

‘ 1. HUME HA JIEKAPCTBEHUA TPOAYKT

Vimpat 150 mg ¢punmupanu TabneTKu
JIAK03aMUJ

‘ 2. OBABABAHE HA AKTUBHOTOMTE) BEIHIECTBO(A)

1 dunmupana tabnerka cpappka 150 mg makozamu.

‘ 3. CIIMCBK HA TIOMOIIIHUTE BEIIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJTHA OITAKOBKA

I'pynoBa omakoBka: 168 (3 onakoBku 1o 56) GumMupaHu TaOIETKH.

S. HAYYH HA ITPUJIOKEHUE U I'BbT(MIIA) HA BBBEXJIAHE

[Ipenu ynotpeba npoyereTe NMCTOBKATA.
ITepopanHo npuioxeHue

6. CIIEHUAJIHO NPEAYHPEXJIEHUE, YE JTEKAPCTBEHUAT ITPOAYKT TPABBA
JA CE CBXPAHSABA HA MsICTO JAJIEY OT IIOTI'JIEJJA U TOCET' A HA JIEINA

Jla ce cpxpaHsBa Ha MSCTO, HEAOCTHITHO 34 JICTIa.

‘ 7. APYI'U CIIEHUAJIHU TPEAYNIPEXIEHUA, AKO E HEOBXOANUMO

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA I'OAHOCT

T'onmen mo:

9. CIHIEHUAJIHHU YCJIOBUSI HA CbXPAHEHUE

10. CIEINUAJIHU IIPEAITAZHU MEPKU ITPU U3XBBPJISIHE HA HEN3IIOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NJIN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA
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11. HUME U AAPEC HA ITIPUTEKATEJIA HA PASPEIIEHUETO 3A YIIOTPEBA

UCB Pharma S.A.

Allee de la Recherche 60
B-1070 Bruxelles
benrus

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/08/470/009

13. TNAPTHMIEH HOMEP

[Tapt. Ne:

‘ 14. HAYMH HA OTIITYCKAHE

| 15. YKA3AHMS 3A YIIOTPEBA

‘ 16. HWH®OPMAIIAA HA BPAJIOBA A3BYKA

Vimpat 150 mg

‘ 17. YHUKAJIEH HIJEHTH®UKATOP — IBYU3MEPEH BAPKO/]

JIByn3MepeH 0apKoJi C BKIIFOUEH YHUKAJICH UIACHTU(DHUKATOD

‘ 18. YHUKAJIEH NWIJEHTU®UKATOP — TAHHU 3A YETEHE OT XOPA
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JAHHHU, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

CAMO I'PYIIOBHU OITAKOBKHA
MexauHHa KyTHA
KyTus ¢ 56 ¢punvupanu tadiaerku 150 mg (6e3 Blue Box)

1. HUME HA JIEKAPCTBEHUA TPOAYKT

Vimpat 150 mg ¢punmupanu TabneTKu
JIAK03aMUJ

‘ 2. OBSABSJABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

1 dunmupana tabnerka cpappka 150 mg makozamu.

‘ 3. CIIMCBK HA TIOMOIIIHUTE BEIIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJTHA OITAKOBKA

56 ¢dunvupanu TabneTku. KOMIIOHEHT OT ChCcTaBHA OMAKOBKa; HE C€ TIPO/IaBa OT/EIHO.

| 5.  HAYMH HA IPWJIOKEHUE U ITbT(MILA) HA BBBEXKJAHE

[Ipenu ynotpeba npoyereTe NMCTOBKATA.
ITepopanHo npuioxeHue

6. CIIEHUAJIHO NPEAYHPEXJIEHUE, YE JTEKAPCTBEHUAT ITPOAYKT TPABBA
JA CE CBXPAHSABA HA MsICTO JAJIEY OT ITOI'JIEJIA U JOCET' A HA IELIA

Jla ce cpxpaHsBa Ha MSCTO, HEAOCTHITHO 34 JICTIa.

‘ 7. APYI'U CIIEHUAJIHU TPEAYNIPEXIEHUA, AKO E HEOBXOANUMO

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA I'OAHOCT

T'onmen mo:

9. CIHIEHUAJIHHU YCJIOBUSI HA CbXPAHEHUE

10. CIEINUAJIHU IIPEAITAZHU MEPKU ITPU NU3XBBPJISIHE HA HEN3IIOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NJIN OTHAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA
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11. HUME U AAPEC HA ITIPUTEKATEJIA HA PASPEIIEHUETO 3A YIIOTPEBA

UCB Pharma S.A.

Allee de la Recherche 60
B-1070 Bruxelles
benrus

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/08/470/009

13. TNAPTHMIEH HOMEP

[Tapt. Ne

‘ 14. HAYMH HA OTIITYCKAHE

| 15. YKA3AHMS 3A YIIOTPEBA

‘ 16. HWH®OPMAIIAA HA BPAJIOBA A3BYKA

Vimpat 150 mg

‘ 17. YHUKAJIEH NWIJEHTU®UKATOP — IBYU3MEPEH BAPKO/

‘ 18. YHUKAJIEH NIJEHTU®UKATOP — TAHHU 3A YETEHE OT XOPA
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MHUHHMMYM JAHHU, KOUTO TPABBA JJA CbABPXKAT BJIMCTEPUTE U JIEHTUTE

baucrep

| 1. NME HA JIEKAPCTBEHUS NPOAYKT

Vimpat 150 mg duamupann TabIeTKu
<3a 56 x 1 u 14 x | punmupanu tabnerkn> Vimpat 150 mg tabnetku
JIAK03aMUJ

| 2. NME HA ITPUTEXATEJIS HA PASPEIIEHUETO 3A YIIOTPEBA

UCB Pharma S.A.

| 3. JATA HA UI3TUYAHE HA CPOKA HA T'OJHOCT

EXP

| 4. IHHAPTUJAEH HOMEP

Lot

5.  JPYIO
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JAHHHU, KOUTO TPABBA JA CBABPKA IBPBUYHATA OITAKOBKA

byruniaka

1. HUME HA JIEKAPCTBEHUA ITPOAYKT

Vimpat 150 mg dbunmupanu TabneTkn
JIAK03aMUT

| 2. OBSIBSIBAHE HA AKTUBHOTO(MTE) BEHIECTBO(A)

1 ¢punmupana Tabnerka cpabpxa 150 mg makozamu.

3. CHUCBHK HA HOMOUIHUTE BEIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJHA OITAKOBKA

60 dunmupanu TabJICTKU

‘ 5. HAYYH HA ITPUJIOKEHUE U ITBT(MIIA) HA BBBEXX/IAHE

[Ipenu ynoTtpeba mpoyerere TUCTOBKATA.
ITepopanno npuioxeHue

6. CIIEHUAJIHO NPEAYHPEXJIEHUE, YE JTEKAPCTBEHUAT ITPOAYKT TPABBA
JA CE CBXPAHSBA HA MSACTO JAJIEYE OT IIOTJIEJA U TOCET'A HA TEIIA

I[a CC CbXpPaHsBa Ha MACTO, HCAOCTHIIHO 34 [ACIa.

‘ 7. APYI'U CHELHUAJIHU NPEAYHPEXIEHUS, AKO E HEOBXOJIUMO

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA T'OJHOCT

T'onen no:

9. CIIEHHUAJIHHU YCJIOBUs HA CbXPAHEHUE

10. CIEIWMAJIHA NNPEMIAZHU MEPKH IIPU NU3XBBPJISAHE HA HEU3ITIOJI3BAHA
YACT OT JIEKAPCTBEHUTE INTPOAYKTHU NJIN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA
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11. HUME U AAPEC HA ITIPUTEKATEJIA HA PASPEIIEHUETO 3A YIIOTPEBA

UCB Pharma S.A.

Allée de la Recherche 60
B-1070 Bruxelles
benrus

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/08/470/034

13. TNAPTHMIEH HOMEP

[Tapt. Ne

‘ 14. HAYMH HA OTIITYCKAHE

| 15. YKA3AHMS 3A YIIOTPEBA

‘ 16. HWH®OPMAIIAA HA BPAJIOBA A3BYKA

| 17. YHHUKAJIEH MWJEHTUPUKATOP — JABYU3MEPEH BAPKO/I

‘ 18. YHUKAJIEH NWIEHTU®UKATOP — TAHHU 3A YETEHE OT XOPA
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JAHHHU, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

Kyrus

1. HUME HA JIEKAPCTBEHUA ITPOAYKT

Vimpat 200 mg dhunmupanu TabIeTKH
JIAK03aMUT

| 2. OBSIBSIBAHE HA AKTUBHOTO(MTE) BEHIECTBO(A)

1 ¢punmmpana Tabnerka cpabpxa 200 mg makozaMuz.

3. CHUCBHK HA HOMOUIHUTE BEIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJHA OITAKOBKA

14 unmupanu TabIeTKU
56 dunvupann TabIeTKH
56 x 1 punmupanu TadIeTKA
14 x 1 punmupanu TabiIeTKU
28 dhuaMupaHu TaOJIETKA
60 ¢unmupanu TabIeTKH

| 5.  HAYMH HA IPWJIOKEHUE U ITbT(MIIIA) HA BbBEKJIAHE

[Ipenu ynotpeba npoyereTe NMCTOBKATA.
[lepopanno npunoxxeHue

6. CIHHEHUAJIHO NPEAYHPEXJIEHUE, YE JTEKAPCTBEHUSAT NPOAYKT TPSABBA
JA CE CbXPAHSBA HA MSICTO JAJIEY OT HOI'JVIEJIA U JOCEI'A HA IEHA

Jla ce cpxpaHsBa Ha MSCTO, HEAOCTHITHO 34 JICTIa.

‘ 7. APYI'U CIIEHUAJIHU NPEAYNIPEXIEHUA, AKO E HEOBXOANUMO

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA I'OAHOCT

T'onmen mo:

9. CIIEHUAJIHU YCJIOBUSA HA CbXPAHEHUE
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10. CHEHLUWAJIHU IIPEAITA3HUA MEPKU ITPU NU3XBBPJISAHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NJIN OTHHAABYHU MATEPUAJIN OT

TAX, AKO CE U3UCKBAT TAKHUBA

11. HMME U AJJPEC HA IPUTEXKATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

UCB Pharma S.A.

Allee de la Recherche 60
B-1070 Bruxelles
benrus

12. HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

EU/1/08/470/010 14 ¢unmupanu TabneTku
EU/1/08/470/011 56 dhunmupanu TabIeTKH
EU/1/08/470/023 56 x 1 ¢punmupanu TabIeTKH
EU/1/08/470/030 14 x 1 ¢punmupanu TaOIeTKH
EU/1/08/470/031 28 ¢punmupanu TabaeTku
EU/1/08/470/035 60 ¢unmupanu TabaeTku

13. NAPTUJAEH HOMEP

[Tapt. Ne

14. HAYMUH HA OTIITYCKAHE

15. YKA3AHWUI 3A YIIOTPEBA

16. HWH®OPMAILIMA HA BPAHJIOBA A3BYKA

Vimpat 200 mg
<IIpueTo e OCHOBaHME Jia HE ce BKIoUM HHpopMmalms Ha bpaiinosa
az0yka.> 56 x 1 u 14 x 1 punmupanu Ta0IeTKH

17. YHUKAJIEH WIJEHTU®UKATOP — IBYU3MEPEH BAPKO/]

JIByn3MepeH 0apKo/i C BKIIIOUEH YHUKAJICH UACHTU(DHUKATOD

18. YHUKAJIEH NIJTEHTU®UKATOP — TAHHU 3A YETEHE OT XOPA
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JAHHHU, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

CAMO I'PYIIOBHU OITAKOBKHA
KyTus ¢ 168 ¢puniamupanu TadaeTkn cbabpkama 3 KyTuu ¢ mo 56 puiavupann tadjaetku (¢ Blue
box)

‘ 1. HUME HA JIEKAPCTBEHUA TPOAYKT

Vimpat 200 mg ¢punmupanu TabIeTKH
JIAK03aMUJ

‘ 2. OBABABAHE HA AKTUBHOTOMTE) BEIHIECTBO(A)

1 dunmupana tabnerka cpappka 200 mg mako3amu.

‘ 3. CIIMCBK HA TIOMOIIIHUTE BEIIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJTHA OITAKOBKA

CrwcraBHa onakoBka: 168 (3 omakoBku 1Mo 56) dhunMupanu TabIETKH.

S. HAYYH HA ITPUJIOKEHUE U I'BbT(MIIA) HA BBBEXJIAHE

[Ipenu ynotpeba npoyereTe NMCTOBKATA.
ITepopanHo npuioxeHue

6. CIIEHUAJIHO NPEAYHPEXJIEHUE, YE JTEKAPCTBEHUAT ITPOAYKT TPABBA
JA CE CBXPAHSABA HA MsICTO JAJIEY OT ITOI'JIEJIA U JOCET' A HA IELIA

Jla ce cpxpaHsBa Ha MSCTO, HEAOCTHITHO 34 JICTIa.

‘ 7. APYI'U CIIEHUAJIHU TPEAYNIPEXIEHUA, AKO E HEOBXOANUMO

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA I'OAHOCT

T'onmen mo:

9. CIHIEHUAJIHHU YCJIOBUSI HA CbXPAHEHUE

10. CIEINUAJIHU IIPEAITAZHU MEPKU ITPU NU3XBBPJISIHE HA HEN3IIOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NJIN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA
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11. HUME U AAPEC HA ITIPUTEKATEJISA HA PASPEIIEHUETO 3A YIIOTPEBA

UCB Pharma S.A.

Allee de la Recherche 60
B-1070 Bruxelles
benrus

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/08/470/012

13. TNAPTHMIEH HOMEP

[Tapt. Ne:

‘ 14. HAYMH HA OTIITYCKAHE

| 15. YKA3AHMS 3A YIIOTPEBA

‘ 16. HWH®OPMAIIAA HA BPAJIOBA A3BYKA

Vimpat 200 mg

‘ 17. YHUKAJIEH NWIJEHTU®UKATOP — IBYU3MEPEH BAPKO/

JIByn3MepeH 0apKoJi C BKIIFOUEH YHUKAJICH UIACHTU(DHUKATOD

‘ 18. YHUKAJIEH NWIJEHTU®UKATOP — TAHHU 3A YETEHE OT XOPA
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JAHHHU, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

CAMO I'PYIIOBHU OITAKOBKHA
MexauHHa KyTHA
KyTus ¢ 56 punvupanu tadiaerku 200 mg (6e3 Blue Box)

1. HUME HA JIEKAPCTBEHUA TPOAYKT

Vimpat 200 mg ¢punmupanu TabIeTKH
JIAK03aMUJ

‘ 2. OBABABAHE HA AKTUBHOTOMTE) BEIHIECTBO(A)

1 dunmupana tabnerka cpappka 200 mg mako3amu.

‘ 3. CIIMCBK HA TIOMOIIIHUTE BEIIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJTHA OITAKOBKA

56 ¢dunvupanu TabneTku. KOMIIOHEHT OT ChCcTaBHA OMAKOBKa; HE C€ TIPO/IaBa OT/EIHO.

| 5.  HAYMH HA IPWJIOKEHUE U ITbT(MILA) HA BbBEKJIAHE

[Ipenu ynotpeba npoyereTe NMCTOBKATA.
ITepopanHo npuioxeHue

6. CIIEHUAJIHO NPEAYHPEXJIEHUE, YE JTEKAPCTBEHUAT ITPOAYKT TPABBA
JA CE CBXPAHSABA HA MsICTO JAJIEY OT ITOI'JIEJIA U JOCET' A HA IELIA

Jla ce cpxpaHsBa Ha MSCTO, HEAOCTHITHO 34 JICTIa.

‘ 7. APYI'U CIIEHUAJIHU TPEAYNIPEXIEHUA, AKO E HEOBXOANUMO

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA I'OAHOCT

T'onmen mo:

9. CIHIEHUAJIHHU YCJIOBUSI HA CbXPAHEHUE

10. CIEINUAJIHU IIPEAITAZHU MEPKU ITPU NU3XBBPJISIHE HA HEN3IIOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NJIN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA
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11. HUME U AAPEC HA ITIPUTEKATEJISA HA PASPEIIEHUETO 3A YIIOTPEBA

UCB Pharma S.A.

Allee de la Recherche 60
B-1070 Bruxelles
benrus

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/08/470/012

13. TNAPTHMIEH HOMEP

[Tapt. Ne

‘ 14. HAYMH HA OTIITYCKAHE

| 15. YKA3AHMS 3A YIIOTPEBA

‘ 16. HWH®OPMAIIAA HA BPAJIOBA A3BYKA

Vimpat 200 mg

‘ 17. YHUKAJIEH NWIJEHTU®UKATOP — IBYU3MEPEH BAPKO/

‘ 18. YHUKAJIEH NIJEHTU®UKATOP — TAHHU 3A YETEHE OT XOPA
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MHUHHMMYM JAHHU, KOUTO TPABBA JJA CbABPXAT BJIMCTEPUTE U JIEHTUTE

baucrep

| 1. NME HA JIEKAPCTBEHUS NPOAYKT

Vimpat 200 mg duaMupanu TabIeTKH
<3a 56 x 1 u 14 x 1 punmupanu tabaerkn> Vimpat 200 mg tabieTku
JIAK03aMUJ

| 2. NME HA ITPUTEXATEJIS HA PASPEIIEHUETO 3A YIIOTPEBA

UCB Pharma S.A.

| 3. JATA HA UI3TUYAHE HA CPOKA HA T'OJHOCT

EXP

| 4. IHHAPTUJAEH HOMEP

Lot

5.  JPYIO
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JAHHHU, KOUTO TPABBA JA CBABPKA IBPBUYHATA OITAKOBKA

byruniaka

1. HUME HA JIEKAPCTBEHUA ITPOAYKT

Vimpat 200 mg dhunmupanu TabIeTKH
JIAK03aMUT

| 2. OBSIBSIBAHE HA AKTUBHOTO(MTE) BEHIECTBO(A)

1 ¢punmupana Tabnerka cpabpxa 200 mg makozaMu.

3. CHUCBHK HA HOMOUIHUTE BEIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJHA OITAKOBKA

60 dunmupanu TabJICTKU

‘ 5. HAYYH HA ITPUJIOKEHUE U ITBT(MIIA) HA BBBEXX/IAHE

[Ipenu ynoTtpeba nmpoyerere TUCTOBKATA.
ITepopanno npuioxeHue

6. CIIEHUAJIHO NPEAYHPEXJIEHUE, YE JTEKAPCTBEHUAT ITPOAYKT TPABBA
JA CE CBXPAHSBA HA MSACTO JAJIEYE OT IIOTJIEJA U TOCET'A HA TEIIA

I[a CC CbXpPaHsBa Ha MACTO, HCAOCTHIIHO 34 [ACIa.

‘ 7. APYI'U CIHHEHUAJIHU TPEAYIPEXIEHUS, AKO E HEOBXOANUMO

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA T'OJHOCT

T'onen no:

9. CIIEHHUAJIHHU YCJIOBUs HA CbXPAHEHUE

10. CIEIWMAJIHA NNPEMIAZHU MEPKH IIPU NU3XBBPJISAHE HA HEU3ITIOJI3BAHA
YACT OT JIEKAPCTBEHUTE INTPOAYKTHU NJIN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA
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11. HUME U AAPEC HA ITIPUTEKATEJISA HA PASPEIIEHUETO 3A YIIOTPEBA

UCB Pharma S.A.

Allée de la Recherche 60
B-1070 Bruxelles
benrus

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/08/470/035

13. TNAPTHMIEH HOMEP

[Tapt. Ne

‘ 14. HAYMH HA OTIITYCKAHE

| 15. YKA3AHMS 3A YIIOTPEBA

‘ 16. HWH®OPMAIIAA HA BPAJIOBA A3BYKA

| 17. YHHUKAJIEH MWJEHTUPUKATOP — JABYU3MEPEH BAPKO/I

‘ 18. YHUKAJIEH NWIEHTU®UKATOP — TAHHU 3A YETEHE OT XOPA
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JAHHHU, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA
OITIAKOBKA CAMO 3A 3AIIOYBAHE HA JIEYEHHUETO

KyTus - onmakoBka 3a 3ano4BaHe Ha Je4eHHETO, ChAbp:kama 4 kyruu ¢ 14 puamupann
TadJaeTKH

1. HUME HA JIEKAPCTBEHUA ITPOAYKT

Vimpat 50 mg
Vimpat 100 mg
Vimpat 150 mg
Vimpat 200 mg
(bunMupaHu TabIeTKH
JIaK03aMHU]T

| 2. OBSIBSIBAHE HA AKTUBHOTO(MTE) BEHIECTBO(A)

Vimpat 50 mg

1 dbunmupana tabnetka cpappika S0 mg naKo3aMuz.
Vimpat 100 mg

1 ¢punmupana Tabnerka cpabpxa 100 mg makozaMmuz.
Vimpat 150 mg

1 dunmupana tabnetka cpabpka 150 mg mako3zamu.
Vimpat 200 mg

1 ¢unmupana tabnerka cpabpxa 200 mg nako3aMu.

/3. CHUCBHK HA HOMOIIHUTE BEIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

OmnakoBKa 3a 3a1104YBaHe Ha JIEYEHHETO

Bcsika omakoBka ¢ 56 ¢punmMupanu tabieTku 3a 4 ceMUYHa porpama 3a JEYSHUE ChIbpxKa:
14 unmupanu tabnetkn Vimpat 50 mg

14 unmupanu Tadretku Vimpat 100 mg

14 ¢unmupanu Tabnetku Vimpat 150 mg

14 ¢unmupanu Tabnetku Vimpat 200 mg

‘ 5. HAYMH HA ITPUJIOKEHUE U I'bT(MLIA) HA BBBEX/JIAHE

[Ipenu ynoTpeba mpoyerere JIMCTOBKATA.
ITepopanHo npusioxeHue

6. CIIEHUAJIHO NPEAYHPEXJIEHUE, YE JTEKAPCTBEHUAT INPOAYKT TPABBA
JA CE CBXPAHSBA HA MSICTO JAJIEY OT ITOI'JIEJJA U JOCET' A HA IELNA

I[a CC€ CbXpaHsiBa Ha MACTO, HCAOCTBIIHO 3a JCIIa.
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‘ 7. APYI'U CHHEHUAJIHU NPEAYNIPEXIEHUA,AKO E HEOBXOJUMO

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA T'OJHOCT

T'onen no:

9. CIHEHHUAJIHU YCJIOBUSI HA CbXPAHEHUE

10. CHEIWMAJIHU IIPEAITA3ZHU MEPKHU IIPU U3XBBPJISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NWJIN OTIIAABYHU MATEPUAJIA OT
TAX, AKO CE U3UCKBAT TAKUBA

11. HME U AJPEC HA ITPUTEXATEJIS HA PASPEHIEHUETO 3A YIIOTPEBA

UCB Pharma S.A.

Allee de la Recherche 60
B-1070 Bruxelles
benrus

12. HOMEP(A) HA PASPEIHIEHHUETO 3A YIIOTPEBA

EU/1/08/470/013

13. TNAPTHIEH HOMEP

[Tapt. Ne

‘ 14. HAYMH HA OTIITYCKAHE

‘ 15. YKA3AHWUA 3A YIIOTPEBA

‘ 16. HWH®OPMAIIMA HA BPAHJIOBA A3BYKA

Vimpat 50 mg

Vimpat 100 mg
Vimpat 150 mg
Vimpat 200 mg

‘ 17. YHUKAJIEH UWAEHTUOUKATOP — JIBYU3MEPEH BAPKO/I

JIBym3MepeH 0apKo[l C BKIIFOUEH YHUKAJICH UICHTU(DHUKATOD
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18. YHUKAJIEH NTJEHTU®UKATOP — TAHHU 3A YETEHE OT XOPA

PC
SN
NN
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JAHHH, KOUTO TPABBA JIA ChbABPKA BTOPUYHATA OIIAKOBKA
OITAKOBKA CAMO 3A 3AIIOYBAHE HA JIEHEHHUETO

Kyrus
Kytus ¢ 14 Tabiaerkn — cenmuna 1

1. HNME HA JIEKAPCTBEHUS TPOAYKT

Vimpat 50 mg ¢punmupanu TabiIeTKu
JIAKO3aMUJT

| 2. OBSIBSIBAHE HA AKTUBHOTO(MTE) BEHIECTBO(A)

1 ¢punmupana Tabnerka chabpika S0 mg JaKo3amMuI.

/3. CHUCBHK HA HOMOUIHUTE BEIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJHA OITAKOBKA

14 unmupanu TabIeTKU
Cenmuna 1

| 5.  HAYMH HA IPWJIOKEHUE U ITbT(MIIIA) HA BbBEKJIAHE

[Ipenu ynotpeba npoyereTe NMCTOBKATA.
[lepopanno npunoxeHue

6. CIHHEHUAJIHO NPEAYHPEXJIEHUE, YE JTEKAPCTBEHUSAT NPOAYKT TPABBA
JA CE CBbXPAHSBA HA MSICTO JAJIEY OT IOI'VIEJJIA U JOCEI'A HA IELHA

Jla ce cpxpaHsBa Ha MSCTO, HEAOCTHITHO 3a JICTIa.

‘ 7. APYI'U CIIEHUAJIHU NPEAYNIPEXIEHUA, AKO E HEOBXOANUMO

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA TOJHOCT

T'onmen mo:

9. CIIEHHUAJIHHU YCJIOBUs HA CbXPAHEHUE

10. CHEIWUAJIHU ITPEAITAZHU MEPKHU IIPU U3XBBPJISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIIAABYHU MATEPHUAJIA OT
TAX, AKO CE U3UCKBAT TAKHUBA
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11. HUME U AAPEC HA ITIPUTEXATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

UCB Pharma S.A.

Allee de 1a Recherche 60
B-1070 Bruxelles
benrns

12. HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

EU/1/08/470/013

13. HNAPTUAEH HOMEP

ITapT. Ne

| 14. HAYMH HA OTIIYCKAHE

‘ 15. YKA3AHWUJ 3A YIHOTPEBA

‘ 16. HWH®OPMAIIAA HA BPAJIOBA A3BYKA

Vimpat 50 mg

‘ 17. YHUKAJIEH NWIJEHTUO®UKATOP — IBYU3MEPEH BAPKO/

‘ 18. YHUKAJIEH NHIEHTU®UKATOP — TAHHU 3A YETEHE OT XOPA
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MMUHHUMYM JAHHHU, KOUTO TPABBA JIA CbABPXAT BJIMCTEPUTE U JIEHTUTE

OITAKOBKA CAMO 3A 3ATIOYBAHE HA IEYHEHHUETO

Baucrtep — cenmuna 1

| 1. HUME HA JIEKAPCTBEHUA TPOAYKT

Vimpat 50 mg punmupanu TabneTku
JIAK03aMUJ

| 2. HNME HA ITPUTEXATEJIS HA PASPEIIEHUETO 3A YIIOTPEBA

UCB Pharma S.A.

| 3. JATA HA UI3TUYAHE HA CPOKA HA T'OJHOCT

EXP

| 4. IHHAPTUJAEH HOMEP

Lot

5.  JPYIO

Cemmumna 1
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JAHHHU, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA
OITIAKOBKA CAMO 3A 3AIIOYBAHE HA JIEYEHHUETO

MexauHHa KyTHA
Kytus ¢ 14 TaéiaeTkn — cexmMuna 2

1. HUME HA JIEKAPCTBEHUA ITPOAYKT

Vimpat 100 mg ¢punmupanu TabIeTKH
JIaK03aMHUJT

| 2. OBSIBSIBAHE HA AKTUBHOTO(MTE) BEULIECTBO(A)

1 ¢punmmpana Tabnerka cpabpxa 100 mg makozamuz.

3.  CNHMCBHK HA IOMOUHUTE BEUIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJJHA OITAKOBKA

14 unmupanu TabIeTKU
Cemmura 2

‘ 5. HAYUH HA ITPUJIOKEHUE U IBT(MIIA) HA BBBEX/IAHE

IIpenu ynorpeda npoyereTe JIUCTOBKATA.
[lepopanno npunoxeHue

6. CIHHEHUAJIHO NPEAYHPEXJIEHUE, YE JTEKAPCTBEHUSAT NPOAYKT TPSABBA
JA CE CBbXPAHSBA HA MSICTO JAJIEY OT IOI'VIEJJA U JOCEI'A HA IEHA

I[a CC CbXpaHsABa Ha MACTO, HCAOCTHIIHO 34 [ACIA.

‘ 7. APYI'Y CHEHUAJIHU NPEAYIPEXIEHUSA, AKO E HEOBXOANUMO

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA T'OJHOCT

T'onen no:

9. CIIEHHUAJIHHU YCJIOBUs HA CbXPAHEHUE
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10.

CIHEHUAJIHU TPEAITAZHA MEPKU ITPU U3XBBHPJISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NI OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11.

HUME U AJIPEC HA ITIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

UCB Pharma S.A.

Allee de la Recherche 60
B-1070 Bruxelles
benrus

12.

HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/08/470/013

13.

IHAPTUJAEH HOMEP

[Tapt. Ne

| 14.

HAYYH HA OTITYCKAHE

| 15.

YKA3AHUA 3A YIIOTPEBA

| 16.

UH®OPMAIIMS HA BPAHJIOBA A3BYKA

Vimpat 100 mg

| 17.

YHUKAJIEH WIJEHTU®UKATOP — IBYU3MEPEH BAPKO/]

| 18.

YHUKAJIEH NWIJTEHTU®UKATOP — TAHHU 3A YETEHE OT XOPA
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MHUHHMMYM JAHHU, KOUTO TPABBA JJA CbABPXAT BJIMCTEPUTE U JIEHTUTE

OITAKOBKA CAMO 3A 3AIIOYBAHE HA JIEYEHHUETO

Baucrep — ceqmuna 2

| 1. HUME HA JIEKAPCTBEHUA TPOAYKT

Vimpat 100 mg ¢punmupanu TabneTKu
JIAK03aMUJ

| 2. HNME HA ITPUTEXATEJIS HA PASPEIIEHUETO 3A YIIOTPEBA

UCB Pharma S.A.

| 3. JATA HA UI3TUYAHE HA CPOKA HA T'OJHOCT

EXP

| 4. IHHAPTUJAEH HOMEP

Lot

5.  JPYIO

Cegmurna 2
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JAHHHU, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA
OIIAKOBKA CAMO 3A 3AIIOYBAHE HA JIEYEHHUETO

MexauHHa KyTHA
Kytus ¢ 14 Taéiaerkn — cenmuna 3

1. HUME HA JIEKAPCTBEHUA ITPOAYKT

Vimpat 150 mg ¢punmupanu TabneTKu
JIaK03aMHUJT

| 2. OBSIBSIBAHE HA AKTUBHOTO(MTE) BEULIECTBO(A)

1 ¢punmmpana Tabnerka cpabpxa 150 mg makozaMu.

3.  CNHMCBHK HA IOMOUHUTE BEUIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJJHA OITAKOBKA

14 unmupanu TabIeTKU
Ceamuna 3

‘ 5. HAYYH HA ITPUIOKEHUE U IIbT(MIIA) HA BBBEXX/IAHE

IIpenu ynorpeda npoyereTe JIUCTOBKATA.
[lepopanno npunoxeHue

6. CIHHEHUAJIHO NPEAYHPEXJIEHUE, YE JTEKAPCTBEHUSAT NPOAYKT TPSABBA
JA CE CBbXPAHSBA HA MSICTO JAJIEY OT IOI'VIEJJA U JOCEI'A HA IEHA

I[a CC ChbXpaHsABa Ha MACTO, HCAOCTHIIHO 3a ACIA.

‘ 7. APYI'Y CHEHUAJIHU NPEAYIPEXIEHUSA, AKO E HEOBXOANUMO

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA T'OJHOCT

T'onen no:

9. CIIEHHUAJIHHU YCJIOBUs HA CbXPAHEHUE
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10.

CIHEHHUAJIHU ITPEJAITA3HUA MEPKMU ITPU NU3XBBPJISAHE HA HEN3ITIOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NJIN OTHHAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11.

HUME U AJIPEC HA ITIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

UCB Pharma S.A.

Allee de la Recherche 60
B-1070 Bruxelles
benrus

12.

HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/08/470/013

13.

IHAPTUJAEH HOMEP

[Tapt. Ne:

| 14.

HAYYH HA OTITYCKAHE

| 15.

YKA3AHUA 3A YIIOTPEBA

| 16.

UH®OPMAIIMS HA BPAHJIOBA A3BYKA

Vimpat 150 mg

| 17.

YHUKAJIEH WIJEHTU®UKATOP — IBYU3MEPEH BAPKO/]

| 18.

YHUKAJIEH NWIJTEHTU®UKATOP — TAHHU 3A YETEHE OT XOPA
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MHUHHMMYM JAHHU, KOUTO TPABBA JA CbABPXAT BJIMCTEPUTE U JIEHTUTE
OITIAKOBKA CAMO 3A 3AIIOYBAHE HA JIEYEHHUETO

Baucrep — ceqmumna 3

| 1. HUME HA JIEKAPCTBEHUA TPOAYKT

Vimpat 150 mg ¢punmupanu TabneTKu
JIaK03aMHUJT

| 2. NME HA ITPUTEXATEJIS HA PASPEIIEHUETO 3A YIIOTPEBA

UCB Pharma S.A.

| 3. JATA HA I3TUYAHE HA CPOKA HA TOJHOCT

EXP

| 4.  TAPTHMJEH HOMEP

Lot

5.  JPYIO

Cenmura 3
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JAHHHU, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA
OITIAKOBKA CAMO 3A 3AIIOYBAHE HA JIEYEHHUETO

MexauHHa KyTHA
Kytus ¢ 14 tadiaerkn — ceqmuna 4

1. HUME HA JIEKAPCTBEHUA ITPOAYKT

Vimpat 200 mg ¢punmupanu TabIeTKH
JIaK03aMHUJT

| 2. OBSIBSIBAHE HA AKTUBHOTO(MTE) BEULIECTBO(A)

1 ¢punmmpana Tabnerka cpabpxa 200 mg makozaMuz.

3.  CNHMCBHK HA IOMOUHUTE BEUIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJJHA OITAKOBKA

14 unmupanu TabIeTKU
Cemmuria 4

‘ 5. HAYYH HA ITPUJIOKEHUE U IbT(MIIA) HA BBBEXKJ/IAHE

IIpenu ynorpeda npoyereTe JIUCTOBKATA.
[lepopanno npunoxeHue

6. CIHHEHUAJIHO NPEAYHPEXJIEHUE, YE JTEKAPCTBEHUSAT NPOAYKT TPSABBA
JA CE CBbXPAHSBA HA MSICTO JAJIEY OT IOI'VIEJJA U JOCEI'A HA IEHA

I[a CC ChbXpaHsABa Ha MACTO, HCAOCTHIIHO 3a ACIA.

‘ 7. APYI'U CHEHUAJIHU NPEAYIIPEXKXKJIEHUS, AKO E HEOBXOANUMO

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA T'OJHOCT

T'onen no:

9. CIIEHHUAJIHHU YCJIOBUs HA CbXPAHEHUE
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10.

CIHEHUAJIHU TPEAITAZHA MEPKU ITPU U3XBBHPJISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NN OTHHAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11.

HUME U AJIPEC HA ITIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

UCB Pharma S.A.

Allee de la Recherche 60
B-1070 Bruxelles
benrus

12.

HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/08/470/013

13.

IHAPTUJAEH HOMEP

[Tapt. Ne

| 14.

HAYYH HA OTITYCKAHE

| 15.

YKA3AHUA 3A YIIOTPEBA

| 16.

UH®OPMAIIMS HA BPAHJIOBA A3BYKA

Vimpat 200 mg

| 17.

YHUKAJIEH WIJEHTU®UKATOP — IBYU3MEPEH BAPKO/]

| 18.

YHUKAJIEH NWIJTEHTU®UKATOP — TAHHU 3A YETEHE OT XOPA
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MHUHHMMYM JAHHU, KOUTO TPABBA JJA CbABPXAT BJIMCTEPUTE U JIEHTUTE

OITAKOBKA CAMO 3A 3AIIOYBAHE HA JIEYEHHUETO

Baucrep — cexmuna 4

| 1. NME HA JIEKAPCTBEHUSA NPOAYKT

Vimpat 200 mg dhunmupanu TabIeTKH
JIAKO3aMUJT

| 2. NME HA ITPUTEXATEJIS HA PASPEHIEHUETO 3A YIIOTPEBA

UCB Pharma S.A.

| 3. JATA HA U3TUYAHE HA CPOKA HA I'OAHOCT

EXP

| 4. IHAPTUJAEH HOMEP

Lot

5.  JPYIO

Cemmuria 4
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JAHHHU, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA U
ITBPBUYHATA OITAKOBKA

KyTtus/ 0ytuiaka

1. HUME HA JIEKAPCTBEHUS NTPOAYKT

Vimpat 10 mg/ml cupon
JIAKO3aMUJT

2. OBABABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcexu ml ceappixa 10 mg jiakozamu,
1 6ytuika ot 200 ml ceabpika 2 000 mg nako3amMuI.

‘ 3. CIIMCBK HA TIOMOIIIHUTE BEIIECTBA

Cwaspxa: copobuton (E420), narpueB metmimnapaxuapokcuoensoar (E219), mponmieHrmmkon
(E1520), marpwmit u actaptam (E951). 3a nomrpaHuTeHA HHGOPMAITHIS BIDKTE JINCTOBKATA.

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJTHA OITAKOBKA

200 ml cupomn ¢ 1 mepurenna yamka (30 ml ) u 1 cnpunoBka 3a nepopanau ¢popmu (10 ml) ¢ 1
aganTop. [Iposepere ¢ Bamms nekap koe nznenue TpsOBa Aa U3MOI3BATE.

Meputenna vamka ot 30 ml u cnpunnoBka ot 10 ml (xamo oygemenu cumeonru — camo 3a
8MOPUYHAMA ONAKOBKA (Kymusl)

S. HAYYH HA ITIPUJIOKEHHUE U I'bT(MIIA) HA BBBEXJIAHE

[Ipenu ymoTpebda mpovyerere TUCTOBKATA. (CAMO HA 8bHUHAMA ONAKOBKA)
ITepopanHo npuioxeHne
Ipenau ynoTpeba paskiarere go0pe.

6. CIHIEHUAJIHO NPEAYHPEXJIEHUE, YE JTEKAPCTBEHUAT NPOAYKT TPABBA
JA CE CBXPAHSBA HA MSICTO JAJIEY OT ITOI'JIEJIA U JOCET' A HA IELIA

I[a CC CbXpaHsABa Ha MACTO, HCAOCTHIIHO 3a ACIA.

‘ 7. APYI'U CIHHEHUAJIHU TPEAYIPEXKIEHUS, AKO E HEOBXOAUMO

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA T'OJHOCT

Tl'onen no:
Cren mbpBOTO OTBapsiHE OYTHIIKATa MOYKE Ja C€ M3MOJI3Ba 10 6 Mecela.
Jlara Ha oTBapsiHE (CaMO Ha BHHIIIHATA OMIAKOBKA)
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‘ 9. CIHEHHUAJIHU YCJIOBUSI HA CbXPAHEHUE

I[a HE C€ ChbXpaHsiABa B XJIAIUJITHUK.

10. CIIENUAJIHU ITPEAITAZHU MEPKU ITPU U3XBBPJISIHE HA HEN3IIOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NN OTHHAABYHU MATEPUAJIN OT
TAX, AKO CE UBUCKBAT TAKHBA

11. HUME U AAPEC HA ITIPUTEKATEJIA HA PASPEIIEHUETO 3A YIIOTPEBA

UCB Pharma S.A.

Allee de la Recherche 60

B-1070 Bruxelles

benrus (camo na svHwWHAMA ONAKOBKA)

‘ 12. HOMEP(A) HA PASPEIHIEHUETO 3A YIIOTPEBA

EU/1/08/470/018

13. HNAPTUAEH HOMEP

[Tapt. Ne

| 14. HAYMH HA OTIIYCKAHE

| 15. YKA3AHMS 3A YIIOTPEBA

‘ 16. HWH®OPMAIIAA HA BPAJIOBA A3BYKA

Vimpat 10 mg/ml (camo na évrnwnama onaxosxa)

‘ 17. YHUKAJIEH NWJEHTUO®UKATOP — IBYU3MEPEH BAPKO/]

JByn3mepeH 0apKoJi C BKIIFOYEH YHUKAIIEH HIACHTHPHUKATOP (CAMO 3a bHUHAMA ONAKOGKA)

‘ 18. YHUKAJIEH NJEHTU®UKATOP — TAHHU 3A YETEHE OT XOPA

PC
SN
NN

(camo 3a 8bHUIHANA ONAKOBKA)
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JAHHHU, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

Kyrus

1. HUME HA JIEKAPCTBEHUA ITPOAYKT

Vimpat 10 mg/ml urdy3nonen pa3rBop
JIAK03aMUT

| 2. OBSIBSIBAHE HA AKTUBHOTO(MTE) BEHIECTBO(A)

Bceexu ml ot undy3nonHMS pa3TtBop chabpxka 10 mg makozaMu.
1 dnaxon 20 ml ceappka 200 mg JaKo3aMu.

‘ 3. CIIUCBK HA IIOMOINHUTE BEIHIECTBA

Coabprka HATPUEB XJIOPHU, XJIOPOBOIOPOIHA KUCEIHHA, BOJA 33 HHXKCKITUH.

4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJHA OITAKOBKA

1 x 20 ml undysnoneH pa3rBop
200 mg/20 ml
5 x 20 ml nady3u0HEH pa3TBOP

5. HAYYH HA ITPUJIOKEHUE U I'BbT(MIIA) HA BBBEX/JIAHE

[Tpenun ynorpeba mpoyerere JTMCTOBKATA.
WHTpaBEeHO3HO MPUIIOKEHUE
3a eTHOKPATHO MPUIIOKEHHE.

6. CIIEHUAJIHO NPEAYHPEXJIEHUE, YE JTEKAPCTBEHUAT ITPOAYKT TPABBA
JA CE CBXPAHSBA HA MSICTO JAJIEY OT ITOI'JIEJIA U JOCET' A HA IELIA

I[a CC CbXpPaHsABa Ha MACTO, HCAOCTHIIHO 3a ACIIA.

‘ 7. APYI'U CIIEHUAJIHU TPEAYNIPEXJIEHUA, AKO E HEOBXOAUMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA I'OAHOCT

T'onmen mo:

‘ 9. CIIEHUMAJIHU YCJIOBUSA HA CbXPAHEHHUE

a ce cexpanssa mox 25°C.
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TAX, AKO CE U3UCKBAT TAKHUBA

10. CIIEIUAJIHU IIPEAITAZHU MEPKU ITPU NU3XBBPJISIHE HA HEN3IIOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NN OTHHAABYHU MATEPUAJIN OT

Hewusnon3panusT PasTBoOp Tpﬂ6Ba Ja CC YHHUIIIOXKHU.

11. HWME U AJJPEC HA IPUTEXKATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

UCB Pharma S.A.

Allee de la Recherche 60
B-1070 Bruxelles
benrus

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/08/470/016
EU/1/08/470/017

13. TNAPTHMIEH HOMEP

[Tapt. Ne

‘ 14. HAYMH HA OTIITYCKAHE

| 15.  YKA3AHMSI 3A YIIOTPEBA

| 16. MH®OPMAIIUS HA BPAIJIOBA A3BYKA

[IpueTo e ocHOBaHME J1a HE ce BKIOUM nHGopManus Ha bpaiinosa a30yka

‘ 17. YHUKAJIEH NWIEHTU®UKATOP — IBYU3MEPEH BAPKO/|

JIByn3MepeH 0apKo/i C BKIIIOUEH YHUKAJICH UACHTU(DHUKATOD

‘ 18. YHUKAJIEH NWIEHTU®UKATOP — TIAHHU 3A YETEHE OT XOPA

PC
SN
NN
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MHUHHMMYM JAHHU, KOUTO TPABBA JJA CbABPXKXAT MAJIKUTE EANVHNYHHU
II'bPBUYHH OITAKOBKH

daakoHn

1. HUME HA JIEKAPCTBEHUS NTPOAYKT

Vimpat 10 mg/ml urdy3nonen pa3rBop
JIAKO3aMUJT

‘ 2. OBABABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bceku ml ot nH(y3n0HHMS pa3TBOp chaAbpxka 10 mg makozaMu.
1 dnakon 20 ml cappika 200 mg Jako3amuI.

‘ 3. CIIMCBK HA TIOMOIIIHUTE BEIIECTBA

Coabpika HATPUEB XJIOPHU, XJIOPOBOIOPOIHA KUCEIMHA, BOAA 32 HHIKEKITUH.

4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJJHA OITAKOBKA

200 mg/20 ml

5. HAYYH HA ITPUJIOKEHUE U IbT(MIIA) HA BBBEXKJ/IAHE

3a erHOKpaTHO mpwiioxkenue. [Ipeau ynorpeda npoueTere TMCTOBKATA.
i.v. npuio:xkeHue

6. CIHHEHUAJIHO NPEAYHPEXJIEHUE, YE JTEKAPCTBEHUSAT NPOAYKT TPSABBA
JA CE CBbXPAHSBA HA MSICTO JAJIEY OT IOI'VIEJJA U JOCEI'A HA IEHA

I[a CC ChbXpaHsABa Ha MACTO, HCAOCTHIIHO 34 ACIA.

‘ 7. APYI'Y CHEHUAJIHU NPEAYIPEXIEHUSA, AKO E HEOBXOANUMO

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA T'OJHOCT

T'onen no:

‘ 9. CIIEHHUAJIHHU YCJIOBUs HA CbXPAHEHUE

Ha ce cbxpansBa nox 25°C.
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10.

CIHEHUAJIHU TPEAITAZHA MEPKU ITPU U3XBBHPJISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NN OTIIAABYHU MATEPHUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11.

HUME U AJIPEC HA ITIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

UCB Pharma S.A.

Allee de la Recherche 60
B-1070 Bruxelles
benrus

12.

HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/08/470/016
EU/1/08/470/017

13.

HAPTUJAEH HOMEP

ITapT. Ne

| 14.

HAYYH HA OTITYCKAHE

| 15.

YKA3AHUA 3A YIIOTPEBA

| 16.

UH®OPMAIIMS HA BPAHJIOBA A3BYKA

[Ipueto e ocHOBaHMe J1a HE ce BKIOUM nHMopManus Ha bpaiinosa az0yka

| 17.

YHUKAJIEH WIJEHTUO®UKATOP — IBYU3MEPEH BAPKO/

| 18.

YHUKAJIEH NWIEHTU®UKATOP — TAHHU 3A YETEHE OT XOPA
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b. IUCTOBKA
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JIncroBKa: l/IH(l)OpMalII/lﬂ 3a ManueHTa

Vimpat 50 mg ¢puamupann tadjJeTKu
Vimpat 100 mg ¢puamupanu TadiaeTkn
Vimpat 150 mg ¢puimupanu TadaeTku
Vimpat 200 mg ¢puimMupanu TadaeTKku

nako3zamun (lacosamide)

IIpoyereTe BHUMATEIHO LAIATA JUCTOBKA, IIPEAH 1A 3all04YHETE 1A IpUeMaTe TOBa JIEKapCcTBo,
Thil KaTO TH CbAbPsKa BaxkHa 3a Bac nndopmanus.

3anasere Ta3u JUCTOBKA. MOXe 1a ce HAJOXKH Ja i MPOYETETE OTHOBO.

AKO MMaTe HAKaKBH JOIBIHUTEITHA BBIIPOCH, TONUTaiTe Barmms rekap nin GpapMarieBT.

ToBa nekapcTBo € npeanucano TuyHo Ha Bac. He ro npeoTtcThnBaiite Ha 1pyru xopa. To Moxe
Jla UM HaBPEIlY, HE3aBUCHMO Ue TIPU3HAIUTE Ha TIXHOTO 3a00JIsIBaHE ca ChIUTE KaTo BamuTe.
AKO TIONTy4YHTe HAKAaKBH HEXEJIAaHU JIEKAPCTBEHH PEaKIINd, yBeqoMere Bamms gexap wim
(hapmarieBT. ToBa BKIIFOYBA M BCUYKH BH3MOXHH HEXXETIAaHU PEAKINH, HEOTIMCAHH B Ta3H
JIMCcTOBKA. BrokTe Touka 4.

Kakso CbAbpPiKa Ta3u JUCTOBKA

AN o e

1.

KakBo npencrapnsiBa Vimpat 1 3a KakBO ce U3I0J3Ba
Kakso Tps10Ba na 3Haere, npeau 1a npuemere Vimpat

Kak na nmpuemate Vimpat

BBb3MOXHU HEXKETaHU PEAKLUU

Kak na cexpansBare Vimpat

ChabpxaHue Ha ONIAKOBKATa U AOIBIHUTENIHA HH(OPMALIUS

Kakso npeacraBiasgBa Vimpat u 3a KakBo ce U3M0J3Ba

Kakso npeacraBiassa Vimpat
Vimpat chabpxa gakozamul. Toii IpUHAUIeKH KbM IpyIia JIEKapcTBa, HApPEUCHH ,,aHTHETTHIICITUIHN
nekaperBa“. Te3u jekapcTBa ce U3I0I3BAT 3a JICUCHNE Ha SIHJICTICHS.

Toga JICKapCTBO Bu ce JdaBa, 3a Ja HaMaJInu 6p05{ Ha ONpUunagbuuTe (HpI/IC’I"BHI/ITe), KOHTO UMAarte.

3a kakBo ce u3nmoJ3Ba Vimpat

2.

Vimpat ce u3noinspa:

= CaMOCTOSITETTHO U 3a€IHO C APYTH aHTHENWICITUYHH JIEKAPCTBA NTPH BB3PACTHH, FOHOILIN
" ac€1a, Ha Bb3pacT 2 ¥ oBeyYe TOAVHH, 3a JICYHCHUC Ha ONIPECACIICH BUJ CIIMJICIICUS,
XapaKTepHu3upala ce ¢ mosiBaTa Ha MPUCTHII C TAPIIHATHO HAYaJo ChC UM 0€3 BTOpUYHA
reHepanu3anyd. [lpu To31 B enuiencus NpucTbIIbT IBPBOHAYAIHO 3acsra camo e1HaTa
cTpana Ha Bamms mo3bk. Toit o6ade Moxe ciiesr ToBa ja 00XBaHe MO-TOJIEMU YacTH Ha
JIBETE CTpaHU Ha Baius MO3bK;

= 3a€JIHO C IPYTH aHTUENWISNTUYHY JIEKapCTBa MIPYU Bb3pacTHH, IOHOIIM U Jela, Ha
BB3pacT 4 FOJIMHU U [TOBEYE, 32 JICUCHNE HAa IbPBUYHO F'eHEpAIM3UPaHH TOHUYHO-
KJIOHWYHHU ITPUCTBIIA (TC)KKI/I IIPUCTBHITU, BKIIFOYUBAIIH 3ary6a Ha C'B3HaHI/Ie) IIpU MaguE€HTU
C TeHepaTu3upaHa UANONAaTHYHA ENIIETICHS (TUITBT EUIICTICHS], 32 KOWTO Ce CMsITa, ue
UMa FreHeTHYHN OCHOBH).

Kakso Tps0Ba 1a 3Haete, npeau Aa npuemMere Vimpat

He npuemaiite Vimpat

aKo CTe aJepPruuHU KbM JIAKO3aMU WIH KbM HAKOSI OT OCTaHAJIHUTE ChCTABKH Ha TOBA JIEKAPCTBO
(130poeHH B TOUKa 6). AKO HE CT€ CUT'YPHU AU CTE aJIeprHYHH, MOJII 00ChIeTe ToBa ¢ Bamms
JeKap.

aKo MMare OIpeZesieH BU HapyLIeHUe Ha ChPJCUHHUs PUTHM, HapeueH BTOpa UJIM TpeTa CTeleH

Ha MpeIChpAHO-KaMepeH OJIOK.
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He npuemaiite Vimpat, ako HAKOe OT TOpHUTE ce OTHAcs 3a Bac. AKo He cTe CHTypHH, TOBOPETE C
Bamus nekap wiu apManeBT npeau Aa mprueMere TOBa JISKapCTRO.

IIpenynpesxaeHust 4 Npeana3sHu MEPKH

I'oBopete ¢ Bammst mekap, mpeau ga npuemMere Vimpat, ako:

. uMarTe MUCJH 32 CAMOHapaHsABaHe WM CaMOyOUHCTBO. MaJlka 4acT OT X0opaTa, JIEKyBaHH C
AHTHETTMJICTITUYIHY JIKAPCTBEHH MPOIYKTH KaTO JIAKO3aMHUJ, Ca TMaJId MHCIH 32
caMOHapaHsIBaHE WA caMOyOnicTBO. AKO HIKora Bu ce mosBST TaknBa MUCIH, He3a0aBHO
KaxxeTe Ha Bamus nexap.

. aKo uMare podJIeM ChC ChPLETO, KOUTO 3acsara puThbma Ha Barero cbpiie u uecto umare
npekanieHo 0aBHO, 0aBeH, Obp3 WM HEPAaBHOMEPEH ChpedcH MUTHEM (Kato AV 0JIOK,
MPEACHPIHO MBXIECHE U MPEICHPAHO TPENTEHE)

. uMare TeKKO ChbpACYHO 3a00JsIBaHe KaTO ChpJIeYHA HEAOCTATHYHOCT WM CTE€ UMAJIH ChpPACUCH
WH(DaPKT.
o aKo YecTO CTe 3aMasiHU WM Iajare. Vimpat Moxe Aa I0BeZe 10 HosABaTa Ha 3aMastHOCT, KOSITO

MOKE [1a IOBHILH PUCKA OT CIy4aliHO HapaHsIBaHE WM MagaHe. ToBa 03HavaBa, ye TpsOBa 1a
BHUMaBaTe, JOKaTO He CBUKHETE ¢ e(heKTUTE Ha TOBA JIEKAPCTBO.
AKO HSIKOE OT TOPHOTO ce oTHacs 3a Bac (wnm He cte curypHu), roBopete ¢ Bamus nekap wu
(hapmarieBT ipeu 1a mpuemMeTe Vimpat.
Axo npuemate Vimpat, ropopete ¢ Bamus nekap, ako moirydyaBate HOB THIT IPUCTBIT WK CE
Ha0JI0/1aBa BIIOIIABAHE HA CHIIECTBYBAIIUTE MPUCTHIIH.
Axko B3eMate Vimpat 1 uMaTe CHMITOMH Ha HEMPaBUIHO OMEHEe Ha ChpieTo (KaTo OaBeH, Obp3 Wim
HEpaBHOMEPEH ChpJeUeH PUTHM, HATIHUTAINH, 331yX, YCEIIaHe 3a 3aMasiHOCT, MPUTIAIbK), TOTbpPCETE
BEJIHara MEJIUIIMHCKA TTOMOII (BIDKTE TOUKa 4).

Jdeuna

Vimpat He ce IpenopbyBa 3a Jiela Ha Bb3pacT Mo 2 TOAMHH C SIIJIETICHS, KOSITO Ce XapaKTepHu3upa ¢
MosIBaTa Ha MapIUAHN IPUCTHITH, ¥ HE Ce MPENOopPbYBa MPH JIela Mo 4-TOIUIIHA Bh3PacT C TBPBUYHO
reHepaTn3upaHl TOHNYHO-KIIOHWYHY MTPUCTHITH. TOBa € Taka, 3a1I0To BCE OIlle He ce 3Hae J1ajlu TOH
1ie JelicTBa 1 1ayy € Oe30MaceH 3a Jiela OT Ta3Hu Bb3pacToBa rpyra.

Apyru nexapcrBa u Vimpat
Wndopmupaiite Bamus nekap niu ¢papManeBT, ako IprueMaTe, HaCKOpo CTe pUeMalii Uil €
BB3MOXKHO JIa IpUEMETe JIPYTH JIeKapCTBa.

B wactHOCT, nHbOpMUpaiiTe Bamms nekap wium dapMarieBT, ako IpreMaTe HIKOE OT CIISIHHUTE

JIEKapCTBa, BIHSEIIN BEPXY CHPIETO - 3aI0TO Vimpat ChIIo MOXKE J]a OKaKe BIUSHHUE HA BAIIETO

ChpIIE:

= JIEKapcTBa 3a JICYCHUE Ha ChPJCYHH NTPOOIeMH UITH;

= JIeKapcTBa, KOMTO MOTaT Jia yAbIKaT ,,PR uaTEepBana* npu uscnensane Ha copueto (EKI mmu
eJIeKTpOKapIuorpamMa), KaTo JICKapCcTBa 3a SMIICTICHSI WK 00JTKa, HapedeH! KapOama3elvH,
JAMOTPW>KMH WM NIperabaliiH;

= JIEKapCTBa, U3IOJI3BAHU IIPU HAKOHM BHJIOBE HapYLIEHHS HA ChpPACYHUS PUTHM WIH ChbpACUHA
HEZO0CTaThYHOCT.

AKO HAKOE OT TOPHOTO ce OTHacs 3a Bac (uiu He cTe curypHm), roBopere ¢ Bamms nekap nnn

(apmaneBT npeau aa npueMere Vimpat.

Wudopmupaiite chimo Bammms siekap mim dapmarieBT, ako npreMaTe HIKOe OT CIeTHUTE JIEKapCTBa,
THH KaTo Te MOTaT Jia yBeJauyar Wwid HaManart edexra Ha Vimpat B opranusma Bu:

. JIeKapcTBa 3a TbOMYHM MH(EKLIUH, HanpuMep (HIyKOHA30I1, HTPAKOHA301, WIIK KETOKOHA30IT;

. nekapcTsa 3a XMB, Hanpumep puTtoHaBup;

. JIEKapCcTBa 3a JIeYeHue Ha OaKkTepuanTHi HHPEKIUH, HAPUMEp KIAPUTPOMHULIMH WIH
pudamMIunwH,

. OMIIKOBO JIEKApCTBO, M3MOJI3BAHO 32 JICYEHUE HA JIEKa TPEBOXKHOCT U ACTIPECHs], HAPEUEHO JKBIIT
KaHTapHOH.

AKO HAKOE OT TOPHOTO ce OTHacs 3a Bac (uiu He cTe curypHm), roBopere ¢ Bamms nexap wim
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(dapmarieBT Tipen qa npueMere Vimpat.

Vimpat ¢ ankoxon
Kato npeanasna msipka He npreMaiitTe Vimpat ¢ aJKoXoJI.

bpemMeHHOCT U KbpMeHe
’Kenute ¢ nerepojicH MOTEHIIUAN TPIOBa Aa 0OCHAAT C JIEKaps U3MOI3BAHETO HA KOHTPAIICITHBH.

AKo cTe OpeMeHHA WIN KbPMHTE, CMATATE, U¢ MOXKE J1a CTe OpeMeHHa WM ITIaHupaTe OpeMEHHOCT,
MOCHBETBalTE ce ¢ Barms nekap win apMaieBT npeau ynorpedaTa Ha TOBa JEKapCTBO.

He ce npenoppuBa ymorpedara Ha Vimpat, ako cte OpeMeHHa, Thil KaTo eeKTuTe Ha Vimpat BBpXy

OpEMEHHOCTTA U IJI0Ja HE Ca YCTAHOBEHHU.

He ce npenopruBa ga kbpmute 6€0eTo cu, JoKaTo npuemare Vimpat, Thii kKaTo Vimpat npeMuHaBa B
KbpMara.

[Torepcere HE3a0aBHO CHBET OT Bammms nekap, ako 3abpemMeHeeTe Wi Ianupare OpemenHoct. Toi

me Bu nmomorse ia pemnte qanu TpsibBa a mprieMate Vimpat uiu He.

He crnimpaiite neuenuero, 6e3 mbpBO 1a TOBOpUTE ¢ Barmwst nexap, Thif KaTo TOBa MOXKE J]a YBEITHIH
Bammre npunagsiy (mpuctsnu). Bromasaneto Ha Bameto 3abosiBaHe MOKeE CBILO Jia HABPEAH Ha
6e6eto Bu.

lodupane u padoTa ¢ MAIIUHU

He mogupatite, He kapaiiTe BEJIOCUIIE]] U HE U3IOJI3BATE HIKAKBH HHCTPYMEHTH WU MAIllIUHH,
JIOKaTo He pa3depeTe Kak ToBa JiekapcTBo Bu Bimse, 3amoTo Vimpat Moxe Jja ToBee 10 3aMassHOCT
WM J]a IPUYHHN 3aMbIIIsIBaHEe HA 3PEHHUETO.

3. Kak na npuemare Vimpat

Bunaru npuemaiite ToBa JISKapCTBO TOYHO KakTO Bu e ka3an Bamust nekap wim papmaieBT. AKo He
CTe CUTYPHH B HEllo, nmonurante Bamms nekap wim dapmanest. Bp3moxkHO e apyra(u)
nekapcTBeHa(u) opma(i) Ha TOBa JIGKAPCTBO Aa ¢ (ca) mo-noaxoasma(v) 3a aena; nonuraiire Bammis

JIeKap Wik GapMarieBT.

IIpuem Ha Vimpat

. [Tpuemaiite Vimpat 1Ba TbTH BCEKH JICH - MPUOIM3UTENHO Tipe3 12 yaca.
. Onwuraiite ce fa ro NpueMare 1o eIHO U ChILO BPEME BCEKH JIEH.

) [Mornapmaiite TabneTkata Vimpat ¢ Boja.

. Moxe na npuemare Vimpat cbc uim 6e3 XpaHa.

OOUKHOBEHO IIle 3aTI0YHETE C MPUEM Ha HICKa /1032 BCEKH JieH 1 BamusaT nexap 6aBHO 111e 5
yBEJIMYaBa B IPOIBJDKEHNE Ha HAKOIKO ceaqMuIM. Korato nqocturuere nos3ata, Kosito Bu aeiictsa,
TOBa € TaKka HapeueHara ,,[I0JIbprKallia J103a‘, cjie/l TOBa ILIe IpUeMaTe ChLI0TO KOJIMUECTBO BCEKU
neH. Vimpat e npeHa3HaueH 3a MPOABIDKUTETHO JIedeHne. TpsaOBa 1a MpoaAbIDKUTE J1a TpUeMaTe
Vimpat nokaro Bammust nekap He Bu kaxke n1a cripere.

Koako na npuemare

[o-mony ca n30poeHN HOPMATHUTE MPENOPBUUTEITHY JI03U Vimpat 3a pa3inyHU Bb3PACTOBH IPYIH U
TEJIECHO TerJIo. BamusT nekap Moxke Ja MpeInuiie pa3inyaa 103a, ako uMate mpodiemu ¢ Ob0penure
WU 9epHUS AP00.

FOnommu u xena ¢ tersao 50 kg u noseve, 1 Bb3pacTHH
Koraro npuemare Vimpat caMOCTOSITEIHO
- OOwnyaitHaTta HavaiaHa mo3a Ha Vimpat e 50 mg 1Ba IbTH HA JICH.
- Bammsar nexap Moe ChIIO Aa npennuiie HadaiaHa qo3a 100 mg Vimpat 1Ba Ty Ha JCH.
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- Bammsr nexap Moske 1a moBuIaBa qHeBHaTa Bu mo3a Beska cemmuria ¢ mo 50 mg. Tosa e
MPOIBIDKH JOKATO TOCTHTHETE oaabpikaria qo3a mexay 100 mg u 300 mg n1Ba mbTH Ha JieH

Korato npuemare Vimpat 3aeJiHO ¢ APYT'Y aHTHEOWICITUYHH JICKApCTBa!

- OOwnuaitHara HavaiHa M03a Vimpat e 50 mg 1Ba TbTH HA JeH.

- Bammsr nexap Mo’ke /1a ToBHIIIaBa JHEBHATa Bu mo3a Besika cenqmuna ¢ 50 mg. Toa e
MPOIBKABA IOKATO HE TOCTUTHETE 0 MOAbpKaIia 103a, kKosaTo € Mexay 100 mg u 200 mg
JIBa TTbTH Ha JIeH.

- Axo rexute 50 kg nnm oBede, BamusaT nexap Moske a peru 1a 3arodHe JieueHne ¢ Vimpat
C eAMHUYHA ,,HaToBapBaia“ go3a 200 mg. Cnen 12 yaca 1ie 3aro4Here Ja npueMare
Tekymara Bu moaapprkaina o3a.

Jena v I0HOIIH ¢ TErJIo 10 Mo MaIKo ot 50 kg

- [Ipu neuenuemo na napyuannu npucmvnu. 0ObpHETe BHUMaHUE, ye Vimpat He ce IpernopbuBa 3a
Jena noJ 2-roiuiiHa Bb3pacT.

- [Ipu neuenuemo na NbPEUUHO 2eHEPATUSUPAHU MOHUYHO-KIOHUYHU NPUCMBAY: 00BbPHETE BHUMAHHE,
4ye Vimpat He ce penopbuBa 3a Jela Noj 4-roJuiIHa Bb3pacT.

- Jlo3ara 3aBucH OT TAXHOTO TelecHO Terio. OOMKHOBEHO Te 3aI04Bar JedeHne ChC CHPOIT U
MMPEeMHUHABAT KbM Ta0JICTKH CaMO, aKO Ca B ChbCTOSIHHE J1a TPUEMaT TaOJIeTKH U Jia B3eMaT NpaBUIHATa
J103a C Pa3INYHKUTE JO3UPOBKH Ha TabneTkuTe. JlekapsaT me npeamnuiie popmara, KosITo €
Hal-IoaXO0A1IIa 3a TIX.

AKO cTe IpHeJI MOBevYe 0T HeoOxoaMMAaTa 103a Vimpat

AKO CTe TIpHenH moBeve 0T HeoOXoAanmMara go3a Vimpat, yBeaomere HezabaBHo Bammms nekap. He ce
onwuTBaiTe Na modupare.

Mosxe 1a mouyBCcTBaTe:

. CBETOBBPTEK;

. rajieHe WiIu TOBPBIIaHe;

. MpUNaABIH (IPUCTBIIN), TPOOJIEMHU ChC CHPJCYHHS PUTHM KaTo OaBHO, OBP30 MM HEMPABUIIHO
cbpueOreHe, KoMa WK CaJjaHe Ha KPbBHOTO HAJIATaHE C YCKOPEH ChPIACYEH PUTHM H
U3IOTSBAHE.

AKO cTe MponycHaJIH 1a npueMeTe Vimpat

. AKO cTe MpOIyCcHAaIM /1032 B paMKHUTE Ha IBPBUTE 6 Yaca OT Jl03aTa 1o rpaduk, MpuemMere s
BEJHAra, IOM CH CIOMHHTE.
. AKO cTe MpOoIyCHaIN 032 U3BbH PAMKUTE Ha IbPBUTE 6 yaca OT jo3aTa 1o rpaduk, He

MpueMaiite mporycHarara tabierka. BMecto ToBa mpreMere cieasamys nbT Vimpat B
00MYalfHOTO 32 TOBA BpEME.
o He npuemaiite nBoMHa /1032, 3a 1a KOMIIEHCUpATE MPOIycHaTaTa J03a.

AKo cTe cripeJi mpueMa Ha Vimpat

. He cniupaiite npuema Ha Vimpat, 6e3 1a cte ro oochannu ¢ Bammust iekap, Tl kaTo Bamara
SMMJIETICUS MOXKE /1A CE II0SIBU OTHOBO WJIX J1a CE BJIOIIU.
° Axo Bamwsr siekap penu aa crpe nedeHrero Bu ¢ Vimpat, Tol me Bu kaxke kak mocTeneHHo

Jla HAMaJIUTE J103aTa.

AKO UMaTe HAKAKBH JOMBIHUTEIIHA BHIIPOCH, CBbP3aHHU C yIIOTpeOaTa Ha TOBA JIEKapCTBO, MOJIS
nonurtaiTe Bamus nekap win dpapManenT.

4. Bb3MOKHU He:KeIaHU peaKkuun

Kakro Bcuuku JICKApCTBa, TOBA JICKAPCTBO MOXKE J1a NIPCAU3BHUKA HCIKCIIAHU PCAKIIUN, BBIIPCKU Y€ HC
BCCKU I'1 ITIOJIy4daBa.
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Hexenanute peaknum OT CTpaHa Ha HEPBHATA CHCTEMA, KaTO 3aMasiHOCT, MOXKE J1a ca TIOBeYe CIIe]
eJIMHUYHA ,,HaTOoBapBaIa“ g03a.

HNnudopmupaiite Bammus jJexkap win (papManeBT, AaK0 MOJyYUTe HAKOS OT CJIeJHATE PeaKIum:

MHoro 4yecTH: MOXe 11a 3acerdar nosede ot 1 Ha 10 manuentn

. I'maBoGonme
. 3aMasHOCT WU TaJIeHe)
. JBolitHO BIKIaHe (IUILTOMIHS).

YecTH: Moxe 1a 3acerdar 10 1 Ha 10 namuenTn

. Kpatku xoHByIicHY B JaIcH MYCKYJ WU Tpyna MyCKYJIU (MHOKIOHUYHH PUCTHIIN);
. 3aTpyIHEHA KOOPAUHAIIUS HA TBUXKCHUATA WIH XOJICHETO;
° [IpoGyieMu che 3ama3BaHe Ha paBHOBECHUE, TPENepeHe (TPEMOp), MpaByUYKaHe (IapecTe3ns) Win

MYCKYJIHH CIIa3MH, JIECHO NaJaHe U 0Opa3yBaHe HA CHHUHU;

[Ipobnemu ¢ mamerTa, MUCJICHETO WJIM HAMHUPAHETO HA TyMH, OOBPKaHOCT;

BBp3u 1 HEKOHTPOIMPYEMH ABMKEHUS Ha OUUTE (HUCTArbM), 3aMbBIJICHO BIKIAHE;
Ycemane 3a “3aBbpTane’” (CBETOBBPTEXK), YyBCTBO HA OMHUSIHEHUE;

[loBpbiIane, cyxoTta B ycTara, 3aIekK, JOLI0 XpaHOCMIIIaHe, IPEKOMEPHO 00pa3yBaHe Ha ra3oBe
B CTOMaxa W 4epBarta, Juapusi,

HamasneHa 4yBCTBUTEIHOCT HJIM YCEILIAHE, 3aTPYAHEHUS IIPU U3TOBAPSHETO HA TyMH,
HapyleHUE Ha BHUMaHHUETO;

[IIyM B ymnTe, KaTo XyKXeHe, 3BbHEHE W CBUPEHE;

PaznpasnutenHoct, mpobiieMu CbC ChHS, IEMPECHS;

CBHHIUBOCT, yMOpa WM C1a00CT (acTeHwHs),

Cupbex, 00puB.

HeuvecTH: moxe ma 3acersar 1o 1 Ha 100 manuenTtu

. 3abaBeHa Chbp/IeYHA YECTOTA, ANUATAINH, HEPEJOBEH MYJIC WU IPYTH IPOMEHH B
eJIeKTpUYecKaTa akTUBHOCT Ha Baieto chbpiie (HapylieHne Ha IPOBOANMOCTTA);

. [peyBenuueHo ycemaHe 3a OJaromnonyyne, BIKAaHE H/WIK YyBaHe Ha HEllla, KOUTO I'M HAMA,
AJiepruuHa peakiys KbM IpUeMa Ha JISKApCTBOTO, KONPUBHA TPECKA;

. KpbBHUTE H3ceBaHUs MOTaT JIa TIOKaKaT aOHOPMHA (DYHKITUS HA YepHUS Ipo0, YBPEKIaHe Ha
4yepHUs Apo0;

. Mucnu 3a caMOHapaHsBaHEe WM CaMOyOUHCTBO MIIH OTIHT 332 CAaMOYyOHUHCTBO: He3a0aBHO
croOreTe Ha Bamms nekap;

. Ycemiane 3a THSB WK BB30Y/Ia;

. CMyIeHusT B MUCIICHETO WK 3ary0a Ha Bpb3Ka C PEaTHOCTTa,

. Texka aneprudna peakius, IPUIUHSBAIIA ITOAYBaHE HA JIUIIETO, IbPIIOTO, PBIETE, XOANIATa,
TJIE3EHUTE WU JIOJTHATA YacT Ha KpaKara;

° ITpunanbk;

HeecTtecTBenn HeBONEBU IBMKEHUS (IUCKIHE3HS).

C Hen3BeCTHA YeCTOTA: OT HAJTMYHHTE JIAHHHU HE MOXKe J]a ObJie HallpaBeHa OlleHKa 3a YeCToTaTa

. [pekaneno 6b6p30 OMeHe HA CHPIETO (BEHTPUKYJIapHA TAXHAPUTMUS)

. Bw3amnaneHo repio, BUCOKA TEMIIEpaTypa U pa3BUTHE Ha MO-TOJISIM OpOi HHPEKIH, OTKOIKOTO
o0ukHOBeHO. KpbBHMTE M3Cae1BaHHU MOTaT J1a IOKaKaT CUIIHO HamalleH Opoil Ha ompeiesieH
BuJ OeNi KPbBHH KJIETKH (arpaHyJIoOHUTO3a)

. Cepro3HH KO>KHHU PEaKINi, KOUTO MOTaT Jja BKIIIOYBAT BUCOKA TEMIIEpaTypa 1 Jpyrd
TPUTIONIOJIO0HN CUMITTOMH, OOPHUB TIO JIMTIETO, IPOIBIDKUTENICH OOPUB, BH3MAJICHN CIUBHUIIN
(yronemenu iumbHY BB31H). KpbBHUTE U3CIIEBAHNS MOTAT JIa MIOKAXKAT IMOBHUIIICHA HUBA Ha
YepHOAPOOHY SH3UMU U OTIPEJICIICH THIT OCITM KPhBHU KICTKU (€03UHOMUITHS);

. [upoxo pa3npocTpsiH 0OpHUB ¢ MEXYPH U JIOIEHE Ha KOKaTa, 0cOOEHO OKOJIO ycTaTa, Hoca,
OYNTE U TIOJIOBUTE opranu (cuHApoM Ha CTUBBHC-/)KOHCHH), U TTO-TEeKKa Gopma,
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MIPUYMHSBAIIA JIOIIEeHEe Ha Koxkarta B Haa 30% OT MOBBPXHOCTTA HA TAJIOTO (TOKCHYHA
enmuaepMaTHa HEKPOIIH3a);
. KonByncuun

IlOH"I)JIHI/ITeJIHI/I HEXKEJIaHU PeaKIuU ITPH aena

JIONBITHUTEITHUTE HEXKENIAaHH PEAKIIUH ITPH JIela ca TOBHIICHA TeMIlepaTypa (TIUpeKcus), Xpema
(Ha30(apuHTUT), BH3MAICHO I'bPI0 ((PapUHTHT), TO-MATBK IIPUEM Ha XpaHa OT OOMKHOBEHO (HaMaJieH
aTieTUT), IPOMEHH B ITOBEJICHUETO, HE CE bP)KAT KAaKTO OOMKHOBEHO (HEOOMYalHO TIOBEICHNE) U
ntica Ha eHeprus (Jreraprus). ChHIMBOCT (COMHOJICHTHOCT) € MHOTO YecTa He)KeJlaHa PeaKITus IpH
Jiera ¥ MoKe Ja 3acerne moseue ot 1 Ha 10 gemna.

ChodIaBaHe HA HeKeJIaHU peaKIuu

AKO MoNTyuynTe HIKaKBH HEXETaHU JICKAPCTBEHU Peakiny, yBeaoMeTe Bamms nekap uinn hapMarnesr.
ToBa BKIIFOYBa BCUUKH B3MOKHH, HEOMTUCAHU B Ta3H JIUCTOBKA HEXeJaHU peakiu. MoskeTe ChIIo /1a
ChOOLINTE HEXETAHU PeaKMK AUPEKTHO Ype3 HALlMOHAIHATA CHCTEMa 3a ChoOIIaBaHe, IOCOYCHA B
[punoxxenue V. Kato cro0maBare HeXKeNaHN PeakIny, MOXKeETe Ja JaieTe CBOS MIPUHOC 3a
noJly4aBaHe Ha ToBede HH(OpMAaIHs OTHOCHO 6€3011acHOCTTa Ha TOBa JIEKAPCTBO.

5. Kak na cexpansiBate Vimpat
Ha ce cpxpaHsiBa Ha MsICTO, HEAOCTBITHO 32 JeLa.

He u3nosnsBaiite TOBa JI€KapCTBO CIIE CPOKA HA TOJHOCT, OTOENsI3aH BbPXY KapTOHEHATa OIaKOBKa U
omucrepa cren ,,l'ogen mo0:“. CpoKbT Ha TOJHOCT OTrOBapsi Ha MOCIIEIHUS ICH OT TOCOYCHUS MECETI.

Tosa JICKapCTBO HC M3MCKBA CIICIIMAaIHU YCIIOBUA Ha ChbXpPaHCHHUC.

He n3xBbpiisiiTe ekapcTBaTa B KaHAIU3ALMATA WIA B KOHTEHHEpa 32 JJOMAIIHHA OTHAbIIH.
[NomuTaiite Bammst hapManeBT Kak ga U3XBHPISATE JIeKapcTBaTa, KOUTO Beve He u3noiseare. Tesn
MEpKH ILI€ CIIOMOTHAT 3a OIIa3BaHE HAa OKOJHATA CPela.

6. C'bI['l)p)KaHI/Ie Ha OMNaKOBKaTa U J0IIbJHUTEC/IHA I/IH(l)OpMaIIHﬂ

KakBo cbabpaxa Vimpat

. AKTHBHOTO BEIIECTBO € JAKO3aMH]I.
Enna Tabnetka Vimpat 50 mg ceabpka 50 mg mako3aMuI.
Enna Tabnerka Vimpat 100 mg ceappxa 100 mg rakozamu.
Enna rabnerka Vimpat 150 mg ceappxka 150 mg nako3amuz.
Enna Tabnerka Vimpat 200 mg cpapprxa 200 mg rako3amMuI.

° HApyrure cbcraBky ca:
SAnpo Ha TadJeTKaTa: MUKPOKPHCTAIHA LIENTYJI03a, XUAPOKCHITPOIMIILIETYI03a (C HUCKA CTENEeH
Ha 3aMeCTBaHe), KOJIONJeH 0€3BOICH CHIIMLIMEB TUOKCH, KPOCTIOBUIOH (TTONIMIUIACIOH XL -
10 papmarieBTHYHO Ka4eCTBO), MarHe3ueB cTeapar
POuIMOBO MOKPUTHE: TIOTMBUHHUIIOB AJIKOXOJI, TOJIMETUIICHTIINKOJ, TAJIK, THTAHOB JTUOKCHJ
(E171), ouerurenu™
O1uBeTuTeanTe Cca:
50 mg TtabneTku: yepBeH xene3eH okcuna (E172), gepen xenezed okcun (E172), unaurokapmMuH
arrymunues Jak (E132)
100 mg TabmeTkn: XBAT xKene3eH okcup (E172)
150 mg TabneTkn: )bt xene3eH okcua (E172), uepser xxenesen okcup (E172), uepeH xene3eH
okcun (E172)
200 mg TabneTKu: HAUTOKapMUH amyMuHueB Jak (E132)
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Kak m3raexaa Vimpat 1 kKakBo ¢bIbp:Ka ONaKOBKATA

. Vimpat 50 mg ca po30Bu, oBainHH HUIMUpPaHU TabJIETKU ¢ MpUOIM3UTeNHH pasMepu 10,4 mm
x 4,9 mm, ¢ BurpOHaTo peneduo o3ravenue ‘SP’ ot emqHara ctpana u ‘50’ OT mpyrara cTpaHa.
. Vimpat 100 mg ca TEMHOXBJITH, OBATHA (GUIMHPAHHI TAOIETKU C MPUOIUIUTEITHI

pasmepu 13,2 mm x 6,1 mm, ¢ BrsO6HaTO penedHo o3nadenue ‘SP’ ot exnata ctpana u ‘100’
OT Jpyrara cTpaHa.

. Vimpat 150 mg ca 4epBeHUKaBOOPaHKEBH, OBATHN (GUIMUPAHU TAOJIETKH C IPUOINZUTEITHH
pasmepu 15,1 x 7,0 mm, ¢ Bmrs0HaTO penedHo o3HadeHue ‘SP’ oT emHara ctpana u ‘150 ot
JpyraTa cTpaHa.

. Vimpat 200 mg ca cuHU, OBaTHH (PUIMHUPAHU TaOJIETKN C MPUOTUZNUTENHN pa3zMepn 16,6 mm
x 7,8 mm, ¢ BIurbOHaTO peneduo o3HaueHue ‘SP’ oT emHaTa ctpana u ‘200’ ot ApyraTta cTpaHa.

Vimpat ce mpejrara B OakoBKH, Chabpkamu 14, 28, 56, 60, 14 x 1 u 56 x 1 dunmmupann TablIeTKy.
Vimpat 50 mg u Vimpat 100 mg ce npeanarat B OrakoBku ot 168 huamupanu TablieTky, a

Vimpat 150 mg u Vimpat 200 mg ce npeiarat B rpylioB{ ONaKOBKH, BKJIIOYBAIIN 3 OMIAKOBKH, BCSIKA
chabpkama 56 Tabnerkn. Onakoskute ¢ 14 x 1 u 56 x 1 punmupanu TabieTky ce mpeaarat B
nepdopupanu exnono3osu PVC/PVDC Onuctepu, 3aneyaTany ¢ alyMUHUEBO (DOJIMO, OTTAKOBKUTE

c 14, 28, 56 u 168 punmupanu Tadnetku ce npemiarar B crangaptad PVC/PVDC 6auctepw,
3arevyaTany ¢ alTyMHHHEBO (ponmo, omakoBkuTe ¢ 60 ¢puMupann TabIeTKH ce mpeyiaraT B Oy THIKH
ot HDPE c o6e3omacena 3a gema kamayka. He BCHUKY BHIOBE ONMAaKOBKU MOTaT Ja Ob/IaT IMyCHATH B
npoaaxoa.

IIpureskaTesn Ha pa3pelIeHUETO 32 ynoTrpeda
UCB Pharma S.A., Allée de la Recherche 60, B-1070 Bruxelles, benrus.

IIpousBoaure

UCB Pharma S.A., Chemin du Foriest, B-1420 Braine-1’Alleud, benrus

NJIn

Aesica Pharmaceuticals GmbH, Alfred-Nobel Strasse 10, D-40789 Monheim am Rhein, ['epmanus.

3a JOIIBJIHUTCIIHA I/IH(l)OpMaIII/IH OTHOCHO TOBa JIEKapCTBO, MOJId, CBBPKETE CE€ C JIOKATTHUA
MNPpEACTAaBUTEII HA IPUTECIKATCIIA HAa pa3pCIICHUCTO 3a yrIOTpe6a:

Belgié/Belgique/Belgien Lietuva

UCB Pharma SA/NV UCB Pharma Oy Finland

Tél/Tel: +32/(0)2 559 92 00 Tel: + 358 9 2514 4221 (Suomija)
bbarapus Luxembourg/Luxemburg

O CU BU boarapus EOO/ UCB Pharma SA/NV

Ten.: + 359 (0) 2 962 30 49 Tél/Tel: +32/(0)2 559 92 00 (Belgique/Belgien)
Ceska republika Magyarorszag

UCB s.r.o. UCB Magyarorszag Kft.
Tel: + 420221 773 411 Tel.: +36-(1) 391 0060
Danmark Malta

UCB Nordic A/S Pharmasud Ltd.

TIf: +45/32 46 24 00 Tel: + 356 /21 37 64 36
Deutschland Nederland

UCB Pharma GmbH UCB Pharma B.V.

Tel: +49 /(0) 2173 48 4848 Tel.: +31/(0)76-573 11 40

Eesti Norge

UCB Pharma Oy Finland UCB Nordic A/S

Tel: + 358 9 2514 4221 (Soome)

TIf: +47/67 16 5880
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Elrada
UCB A.E.
TmA: +30/2109974000

Espaiia
UCB Pharma, S.A.
Tel: +34/91 570 34 44

France
UCB Pharma S.A.
Tél: +33/(0)1 47 29 44 35

Hrvatska
Medis Adria d.o.o.
Tel: +385 (0) 1 230 34 46

Ireland
UCB (Pharma) Ireland Ltd.
Tel: + 353 /(0)1-46 37 395

Island
Vistor hf.
Simi: + 354 535 7000

Italia
UCB Pharma S.p.A.
Tel: +39/02 300 791

Kvbmpog
Lifepharma (Z.A.M.) Ltd
TnA: + 357 22 05 63 00

Latvija
UCB Pharma Oy Finland
Tel: + 358 9 2514 4221 (Somija)

Osterreich
UCB Pharma GmbH
Tel: +43 (0) 1 291 80 00

Polska
UCB Pharma Sp. z 0.0. / VEDIM Sp. z o.0.
Tel: + 48 22 696 99 20

Portugal
UCB Pharma (Produtos Farmacéuticos), Lda
Tel: + 351 21 302 5300

Romaéania
UCB Pharma Romania S.R.L.
Tel: +40 21 300 29 04

Slovenija
Medis, d.o.o.
Tel: + 386 1 589 69 00

Slovenska republika
UCB s.r.0., organizac¢na zlozka
Tel: + 421 (0) 2 5920 2020

Suomi/Finland
UCB Pharma Oy Finland
Puh/Tel: + 358 9 2514 4221

Sverige
UCB Nordic A/S
Tel: + 46/ (0) 40 29 49 00

United Kingdom (Northern Ireland)
UCB (Pharma) Ireland Ltd
Tel: + 353/ (0)1-46 37 395

Jara Ha nocieano npepasrJjexaane Ha aucropkata {MM /I'TTT}.

JApyru n3rouHuny Ha mHpopManmns

[MonpoGua uHOpMaIIKs 3a TOBA JIEKApCTBO € MpeaocTaBeHa Ha yeOcalita Ha EBponeiickara areHuus

1o JiekapcerBara http://www.ema.europa.eu/
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JIncroBKa: l/IH(l)OpMalII/lﬂ 3a ManueHTa

Vimpat 50 mg ¢puamupann tadjJeTKu
Vimpat 100 mg ¢puamupanu TadiaeTkn
Vimpat 150 mg ¢puimupanu TadaeTku
Vimpat 200 mg ¢puimMupanu TadaeTKku

nako3zamun (lacosamide)

OnakoBkaTa 3a 3aM0YBaHe HA JIeYeHHETO e MOAXO0AAIIA caMo 3a IOHOIIH U jena c Terjo 50 kg
WIH MOBeYe U Bb3PACTHU.

IIpoyereTe BHUMATEIHO LAIATA JUCTOBKA, IIPEAH 1A 3all04YHETE 1A IpUeMaTe TOBA JIEKapCcTBo,
Thil KATO TH CbAbPsKa BaxkHa 3a Bac nndopmanus.

= 3anazeTe Ta3u JUCTOBKA. Moxe fa ce HaJloKU Ja g IPOYETETE OTHOBO.

= AKO “MaTe HSIKaKBH JIONBJIHUTEIHN BBIIPOCH, ONUTaiTe Bamus nekap nnu gpapmanesT.

. ToBa nekapcTBo € mpeanucano 1nyHo Ha Bac. He ro mpeorcrrnBaiite Ha apyru xopa. To moxe
Jla UM HaBpeIH, HE3aBUCUMO Y€ TIPU3HAINTE HA TAXHOTO 3a00JsBaHe ca ChIIUTE KaTo Bammure.

= AKO MoNTyuHnTe HAKaKBH HEXEJIaHU JICKApCTBEHU Peaklyy, yBeaomere Bamus nexap win

(hapmarieBT. ToBa BKIIFOYBA M BCUYKH BH3MOXHH HEXXETIAaHU PEAKINH, HEOIMCAHH B Ta3H
JucTOBKa. BibkTe Touka 4.

KakBo cbabp:ka Ta3u JMCTOBKA

KakBo npencrapnsiBa Vimpat 1 3a KakBO ce U3I0J3Ba
Kakso Tps10Ba na 3Haere, npeau Aa npueMere Vimpat

Kak na nmpuemate Vimpat

BB3MOXHHN HEXETaHU peakun

Kak na cpxpansiBare Vimpat

ChabpkaHye Ha OTIAKOBKATa U JOMBIHUTEIHA HHPOPMAIIUS

ANl S e

1. Kakso npeacraBiasgsa Vimpat u 3a KakBo ce U3M0JI3Ba

Kakso npexacraBiasBa Vimpat

Vimpat chabpxa gakozamul. Toii IpUHAUIeKH KbM IpyTia JIeKapcTBa, HApEeUeHH ,,aHTHETTHIICITHIHN
nekapctBa’. Te3u nexkapcTBO ce U3ION3BAT 32 JICUSHUE Ha eTIHIISTICHSL.

. Toga nexapctBo Bu € naneHo, 3a ga Hamaiu Opost Ha NPUTIAABLIUTE (IPUCTHIIUTE), KOUTO UMATE.

3a kakBo ce u3noua3ea Vimpat
. Vimpat ce uznosnsaa:
" CcaMOCTOSATEIHO U 3a€JJHO C APYTH aHTHETTHICITUYHY JIEKAPCTBA, IPU BH3PACTHH, FOHOIIH U
Jiena, Ha Bb3pacT 2 U IoBeue roJUHH, 3a JICUCHHE Ha OlpeeieH BU SIUIIeTICHs,
XapakTepHu3upala ce ¢ rmosiBata Ha IMPUCTBII C TMAPIHATHO HAYaI0 ChC WIH 0e3 BTOpHYHA
reHepaimu3anus. [Ipu To31 BUJI eNHIICTICUS IPUCTBITHT IbPBOHAYAIHO 3acira caMo eJlHaTa
CTpaHa Ha MO3bKa, KaTo MO-KbCHO € Bb3MOKHO 00XBAIIaHETO 1 HA MIO-TOJIEMH YaCTH Ha
JIBETE YaCTH HA MO3bKa;
" 3aeJHO C JPYTH aHTHEMWICNTUYHY JIEKaPCTBA MPH BH3PACTHH, FOHOIIN U JIela, HA Bh3pacT
4 TOIVHY ¥ TTOBEYE 32 JICUCHHE Ha ITbPBUYHO TeHEPATM3UPAHN TOHHYHO-KIIOHHYHH
MPUCTHIN (TEXKKH MPUCTHITH, BKITFOUBAIIM 3ary0a Ha Ch3HAHHUE) MIPH MAIMEHTH C
reHepaIu3upaHa UINONIATHYHA SIHJICTICHS (THITHT eMUIIETICHS, 32 KOMTO ce cMATa, Ye uMa
TEHETUYHH OCHOBH).

2. KakBo TpsioBa 1a 3HaeTe, mpeau Aa mpueMeTte Vimpat
He npuemaiite Vimpat
. aKO CTE AJICPTUYHH KbM JIAKO3aMUJ] T KbM HSKOS OT OCTAHAJIUTE CHCTAaBKU Ha TOBA JICKAPCTBO

(m36poeHu B Touka 6). AKO HE CT€ CUTYPHH JIajli CTE aJlepTUIHHU, MOJIS 00ChAETE TOBa ¢ Barmms
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nexKap
. aKo MMarte OMpeesCH BU HAPYIIICHHUE Ha ChPACUHHUS PUTHM, HAPEUEHO BTOPA WK TPETa
CTETICH Ha MPEIChPAHO-KaMepeH OJIOK.

He npuemaiite Vimpat, ako HKOe OT TOPHHUTE ce OTHacs 3a Bac. Ako He cTe cUrypHH, TOBOpETE ¢
Bammst mexap wnm papmareBT.

[pexynpesxnenns: u npeanasHu MepKu

I'oBopete ¢ Bammst mekap, npenu ga npuemMere Vimpat, ako:

. uMaTe MUCJH 32 CAaMOHapaHsABaHe WM CaMOyOUHCTBO. Mallka 4acT OT XopaTa, JISKyBaHHU C
AQHTHENWICITUYHY JICKApPCTBEHU MPOIYKTH, CA UMAIM MHUCJIH 32 CAMOHAPaHABAHE WIH
camMoyOmiicTBO. AKO HsiKora Bu ce MosiBAT TaknBa MHCIH, He3a0aBHO choOIIeTe Ha Barms
Jexap.

. aKo umare 3a00JisIBaHe, KOETO 3acsira puThMa Ha Baiiero chpiie 1 4ecTo uMate npeKaaeHo
0aBeH, ObP3 WM HEPABHOMEPEH ChpJIeYeH MUTHM (KaTo AV OJI0K, IPeACHPAHO MBXICHE U
MIPENCHPIHO TPEIITEHE).

o MMaTe TEKKO ChPJCYHO 3a00IsBaHe KaTo Chp/iedyHa HEJOCTATHYHOCT HIM CTE UMAJH ChP/CUeH
WH}APKT.
o aKo YecTO CTe 3aMasiHU WM Majare. Vimpat Moxe Ja I0Be/ie 10 3aMasHOCT U TOBA Jia TOBUILU

pHCKa OT CIly9aifHO HapaHsBaHE WK NajaHe. ToBa 03Ha4aBa, 4e TpsiOBa Jga CTe BHUMATEITHH,
JIOKaToO He CBUKHETE C e(peKTHTE Ha TOBA JIEKAPCTBO.
AKO HAKOE OT TOPHHTE C€ OTHAacs 3a Bac (uiu He cTe curypHu), roBopete ¢ Barus nekap uimu
(hapmarieBT ipeu 1a mpuemMeTe Vimpat.
Axko npuemate Vimpat, ToBopeTe ¢ Bammst nexap, ako rmoirygaBate HOB THIT IPUCTHIT HITH CE
Ha0JI0/1aBa BIIOIIABAHE HA CHUIECTBYBAIIUTE MPHUCTHIIH.
Ako B3eMaTe Vimpat 1 ©MaTe CUMITOMHU Ha HENPABUIHO OMeHe Ha ChpleTo (KaTo OaBeH, Obp3 WK
HEPaBHOMEPEH ChPACUEH PUTHM, HAIUTAINH, 331yX, yCEIIaHe 3a 3aMassHOCT, IPUTIAIBK), TIOTHPCETE
BEJIHAra MEJIUIIMHCKA TTOMOII (BIDKTE TOUKa 4).

Jdeuna

Vimpat He ce mperopbrYBa 3a Jela Ha Bb3pacT MO/ 2 TOJAWHU C STHJISTICHS, KOSITO C€ XapaKTepH3Hpa C
mosgBaTa Ha napuyaJIHi NPUCTBIIN, U HE CC MPEIIOPBYBA ITPHU ACHA 11O 4-FO)Z[I/IIHHa BB3pPacT C IbPBUYHO
reHepan3upaHl TOHHYHO-KJIIOHWYHH MPUCTHIN. ToBa € 3aI10TO BCe Ollle He € M3BECTHO Il TOM e
neiicTBa v e Oe30maceH 3a fiena OT Ta3u Bh3pacToBa rpyma.

JApyru nexapcTBa u Vimpat
Wudopmupaiite Bamus nekap win papmaneBT, ako npueMate, HACKOpO CTe IPHEeMalli W €
BB3MOJKHO JIa TIPUEMETE JPYTH JICKapCTBa.

B wactHOCT, nHpOpMuUpaiiTe Bamms nexap wim GpapmanesT, ako IpUeMarte HsIKoe OT CICTHUTE
JIEKapCcTBa, KOUTO BIMSAAT Ha CHPILETO - 3a10TO Vimpat ChII0 MOXKeE J1a OKaXke BIUsAHUE Ha Bamero
CBpIE.

. JIEKapCTBa 3a JICUEHUE HA ChbPJCYHH MpoliIeMu;

° JIeKapcTBa, KOMTO MOrar Ja yabnkar ,,PR uaTepBana® npu uscnensanee Ha copuero (EKI wm
€JIEKTPOKapANOTpaMa) KaTo JIeKapcTBa 3a eMuIecHs Wik 00JIKa, HapeueH! KapOama3enuH,
JAMOTPW>KMH WM NIperabaliiH;

. JIEKapCTBa, U3IOI3BAHU [IPU HAKOU BUIOBE HAPYILICHUS HA CbPACYHUS PUTBM UM ChpACUYHA
HEJOCTaTbYHOCT.

AKO HSIKO€ OT TOPHOTO ce oTHacs 3a Bac (unm He cte curypHm), roBopete ¢ Bamus nexap uinun

(apmaneBT npeau aa npueMere Vimpat.

Cobimo Taka uHpopMupaiiTe Bamms nekap win dpapMarieBT, ako prueMaTe HIKOE OT CISIHUTE
JIEKapCTBa, 3all[OTO T€ MOTaT Ja yBEIWYaT WK HaMaiaT edekra Ha Vimpat BbB Barims opranu3bMm:

148



JIeKapcTBa 3a TbOMYHN MH(EKIUH, HanpuMep (HIyKOHA30I1, HTPAKOHA30JI WK KETOKOHA30IT;.
Jekapcrsa 3a XMB, HanpuMep pUTOHABUD;

JIeKapCcTBa 3a OaKTEepUaTHN HHPEKIUH, HATPUMEP KIapUTPOMULIMH HIIH PUPAMITUIINH;
OMJIKOBO JIEKApCTBO 3a JieueHHEe Ha JieKa TPEBOKHOCT U ACTIPECHs], HAPEUEHO JKBJIT KAHTAPUOH.
AKO HSIKOE OT TOPHOTO ce oTHacs 3a Bac (wnm He cte curypHm), roBopete ¢ Bamus nexap wimn
(dhapmarieBT Tipen qa npueMere Vimpat.

Vimpat ¢ ankoxon
Kato mpenmazna mspka He mpueMaiite Vimpat ¢ aaKoXoJl.

BpeMeHHOCT 1 KEpMeHe
Xenu ¢ nerepoaeH noTeHIMan TpsiOBa 1a 0OCHAAT C JeKaps U3I0JI3BAHETO Ha KOHTPALICIITHBY.

AKO cTe OpeMeHHa MM KbpPMHUTE, CMsTATe, 4e MOXKE J1a CTe OpeMEHHa WU IUIaHUpaTe OPEeMEHHOCT,
nochBETBalTe ce ¢ Bamms nexap wim gpapmaneBT npeau ynorpedaTa Ha TOBA JIEKapCTBO.

He ce npenopruBa ynorpebara Ha Vimpat, ako cTe OpeMeHHa, Thii KaTo edekTuTe Ha Vimpat BEpXyY
OpEMEHHOCTTA U IJI0Ja HE Ca YCTAHOBEHHU.

He ce npenoppuBa na kppmute 6€0eTo cu, J0KaTo mpruemare Vimpat, Thit kKaTo Vimpat mpeMiHaBa B
KbpMarTa.

[ToTepcere He3a0aBHO ChBET OT Barus nekap, ako 3a0peMeHeeTe Wi riaHupate OpemMeHHoct. Tok
e Bu nomorse aa pemute nanu TpsOBa na npueMate Vimpat, Wi He.

He cnwpaiite neuenueto, 6e3 mbpBO J1a TOBOpUTE ¢ Barmus nekap, 3a1oTo ToBa MOXKE Ja YBEITHYU
Bammre npunagsiy (mpuctsnu). Bromasaneto Ha Bamiero 3abossiBaHe MOKe CBILO Ja yBpEAU
Bameto 6e6e.

Hlodupane u padoTa ¢ MAIIUHU

He modwupaiite, He kapaiiTe BEIIOCHUIIE]] WX HE U3TIOJI3BANTE HIKAKBH HHCTPYMEHTH WM MAIlIWHH,
JIOKaTo He pa3depeTe Kak ToBa JiekapcTBo Bu Bimsie. ToBa e Taka, 3amoTto Vimpat Moxe J1a 10Bee 10
3aMasgsHOCT WJIM Aa IMMPUYHNHHU 3aMBIJICHO 3pCHUC.

3. Kak na npuemarte Vimpat
Bunaru npuemaiite ToBa JIEKapCTBO TOYHO KakTo Bu e kazan Bammst nekap nnm dapmaneBt. AKo He
CTe CUTYpHH B Hello, nmonuTaire Bamus nexap i papmanest. BpamoxHo e apyra(u)

nexapcTBeHa(u) hopma(u) Ha TOBA JIGKAPCTBO Ja ¢ (ca) mo-noaxoasma(y) 3a aena; nonuraire Bammus
JieKap Ui GapmarieBT.

IIpuem Ha Vimpat

. [Mpuemaiite Vimpat 1Ba TbTH BCEKH JIeH — MPUOJIM3UTEITHO TIpe3 12 yaca.
. Omnwraiite ce Ja To mprUeMaTe Mo eIHO U CHIIIO0 BpeMe BCEKH JICH.

° [ornpmaiite TadbaeTkaTa Vimpat ¢ Bojaa.

. Moxe na npuemare Vimpat che uim 6e3 XxpaHa.

OOUKHOBEHO IIie 3aTI0YHETE C MPUEMaHe Ha HUCKA 71033 BCEKH JieH U Bammst gexap 6aBHO 1mie 5
YBE€In4aBa B IMMPOAB/DKECHUEC HAa HAKOJIKO CCIMUIIN. Korato JOCTHUTHETEC n03ara, KOsaTO Bu ,ZICI:ICTB&,
TOBa € TaKa HapeueHara ,,[IoAIbprKalla 103a°, Ciell TOBa Iie MprueMaTe ChLUI0TO KOJIMYECTBO BCEKU
JeH. Vimpat e mpeiHa3HaueH 3a MPOIBIDKUTEITHO JiedeHne. TpsAa0Ba 1a MPOABIDKUTE Jla pUeMaTe
Vimpat nokaro Bamusr nekap He Bu kake na cipere.

Koaxo na npuemare

[To-nomy ca n30poeHr HOPMATHHUTE MIPEHOPBHUUTENHH 03U Vimpat 3a pa3IMYHN B3PACTOBH I'PYIH U
TEJICCHO TerJI0. BammsaT gexkap Moxke J1a MpeAIuie pa3IndHa 1033, ako uMate npodiemu ¢ 6s0perure
WK YepHUs Ipoo.
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Camo 3a oHoIM M Jena ¢ Teryao 50 kg uim noseye, u Bb3pacTHH

Koraro npuemare Vimpat CaMOCTOATCIIHO

ObwnuaitHara HavaHa q03a HA Vimpat e 50 mg 1Ba MbTH Ha JIEH.
BammsaT nexap Moxe cbio Ja npeanuire HadanHa 1o3a 100 mg Vimpat 1Ba mbTH Ha JeH.

BammusT nexap Moxxe fa moBuiaBa JHeBHaTa Bu mo3a Besika cenmuiia ¢ mo 50 mg, 10KaTo JOCTUTHETE

noaappxama no3a Mmexay 100 mg u 300 mg aBa bTH Ha IeH

Koraro opuemMare Virnpat 3a€HO C APYIH aHTUCHTHJICIITUYHH JICKApPCTBA

- 3aloYBaHe Ha JICUCHHETO (MIbPBUTE 4 CEAMUIIN)
Ta3u onakoBka (OIaKkoBKa 3a 3all0YBaHE Ha JICUCHUETO) CE M3II0JI3Ba KOTraTo 3al04BaTe JICUEHHE C

Vimpat.

OmnakoBKaTa chaAbpXka 4 pa3TuuHU OMAKOBKHU 32 ITbPBUTE 4 CEAMHUIM OT JICUYCHHUETO, 10 €HA ONIAaKOBKa
3a BCSIKA CEMULIA.
Bcesika omakoBka cbabppxa 14 TabneTku, ChOTBETHO 2 TaOJIeTKH JHEBHO 32 7 JTHU.

Bcesika omakoBka e ¢ pa3nnyna qo3a Vimpat 3a fa MoBHUIIIaBaTe MIOCTETIeHHO BamaTa mo3a.
Bue mie 3amouneTe nedeHue ¢ HucKa 103a Vimpat, ooudaitHo 100 mg qHEBHO U 11e s TOBUIIABATE

Besika ceqmuiia. OOuuaiiHara 103a, KoSITO TpsiOBa Jla ce mpujiara JHEBHO 3a BCSKA OT YSTUPUTE

CEe/IMHIIY JICYCHHE € TIOCOUYeHA B TabIUIaTa Mo-10Ty. Bammar ekap e npeneH: Jaind ce HyKIaeTe
OT BCUUKUTE 4 OIMAaKOBKHU.

Tabnuya: 3anousane Ha neveHuemo (nvpsume 4 ceomuyu)

Ceamuna | OnakoBka II'vpBa no3a (cyrpun) Bropa no3a (Beuep) OBIIIA

3a moJi3BaHe JAHEBHA /1032

Cenmuna 1 | OnakoBka 50 mg 50 mg 100 mg
o3HaueHa cbe | (1 Tabmerka Vimpat 50 mg) | (1 Tabnerka Vimpat 50 mg)
"Ceamuna 1"

Cenmuna 2 | OmnakoBka 100 mg 100 mg 200 mg
o3HaueHa cbC | (1 Tabmerka Vimpat 100 mg) | (1 Tabnerka Vimpat 100 mg)
"Ceamuria 2"

Cenmuna 3 | OnakoBka 150 mg 150 mg 300 mg
o3HaueHa cbC | (1 Tabmerka Vimpat 150 mg) | (1 Tabnetka Vimpat 150 mg)
"Ceamuria 3"

Cenmuna 4 | OnakoBka 200 mg 200 mg 400 mg
o3HaueHa cbe | (1 Tabmerka Vimpat 200 mg) | (1 Tabnetka Vimpat 200 mg)
"Cenmura 4"

- [IpoapirkaBaHe Ha JiedeHUETO (CIIe]] TEPBUTE 4 CEIMUIIH)
Crnen mppBUTE 4 CEIMHUIIA OT JICICHUETO, BammusT Jiekap I1e onpeaeny 03aTa ¢ KOSTO J1a MPOIBIDKATE
nedenueTo. Ta3u go03a ce Hapuyia NOoAAbPIKAIlA J03a U 3aBUCH OT TOBA KaK C€ MOJJaBaTe Ha JICUEHUE C
Vimpat. 3a noBeueTo NaIMeHTH Mo IbprKamiara jgo3a e Mexay 200 mg u 400 mg mHeBHO.

Jena v 10HOIIHU ¢ TerJIo 10 Mo Maako ot 50 kg

OnakoBKaTa 3a 3aII0YBaHE Ha JICYCHUETO HE € noaxoad1a 3a A€1a 1 FOHOIIM C TETJIO ITO-MaJIKO

ot 50 kg.

AKo cTe puesn MoBeyve 0T HeoOxoauMarTa 103a Vimpat
AKo cTe mpuenu moeye oT HeoOXxoauMara o3a Vimpat, yBenomere HezabaBHO Bamus nekap. He ce
omnUTBaiiTe na modupare.
Mosxe J1a To4yBCTBaTeE:
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. CBETOBBPTEK;

. raJicHe WIn OBPBILAHE;

. npunaabiy (IPUCTHIN), CHPACYHH MPoOIeMH KaTo 6aBHO, ObP30 WIIM HEMPABUIIHO ChpLICOUCHE,
KOMa HJIM CTIalaHe Ha KPhBHOTO HAJISITaHE C YCKOPEH ChPJICUCH PUTHM U H3MIOTSIBAHE.

AKO cTe MPONMYyCHAJIM Aa pueMeTe Vimpat

. AKO CTe TpOITyCHAJIM 71033 B PAMKHUTE Ha TbpPBUTE 6 Yaca OT /103aTa 1o rpaduk, mprueMere s
BeJHAra, IOM CU CTIOMHUTE.
. AKO CTe MpOITyCHAIM 71032 U3BBH PAMKHTE Ha MTEPBUTE 6 Yaca OT Jj03aTa o rpaduk, He

MpueMaiTe mporycHarara Tadnerka. BMecTo ToBa mpueMere creaBamus IbT Vimpat B
00MYaiHOTO 32 TOBa BpeMe.
. He npuemaiite nBoiiHa 103a, 3a 1a KOMIIEHCUpATe MPOIyCHATATa 1034.

AKO cTe cipesiu npuemMa Ha Vimpat

. He criupaiite npuema Ha Vimpat, 6e3 1a cte ro oochannu ¢ Bammst nekap, Toii kaTo Bamara
STMJIETICUS] MOJKE J1a CE TIOSIBU OTHOBO WJIM J1a CE BIIOILU.
. Axko Bammsr nekap pemu fa cripe nedenneTo Bu ¢ Vimpat, Toit e Bu nHCTpYKTHpa Kak

MOCTEIEHHO Ja HAaMaJIUTe J103aTa.
AKO “MaTe HSKaKBH JOMBJIHUTEIHN BBIIPOCH, CBBP3aHU C yHOTpebaTa Ha TOBa JIEKapCTBO, IONUTANTEe
Bamms nekap nnu dapmanesT.

4. Bb3MOXKHU HelKeJIaHU peakluu

Kakro Bcuuku JICKapCTBa, TOBA JICKAPCTBO MOXKE J1a NIPEAN3BHUKA HEKECIIaHNU PCAKIIUH, BBIIPEKU Y€ HC
BCCKU I'1 1TIOJIy4aBa.

FOBOpeTe ¢ Bamus JIEKap UJIu (bapMaueBT, AKO0 MMOJYYIHUTE HAKOSA OT CJICAHUTEC PCaKIIUu:

Muoro yecTH: MOXe J1a 3acertar mmoseue ot 1 Ha 10 nanuesT

. I'nmaBoOoine;
. UyBCTBO HA 3aMastHOCT WJIK TaJICHE;
° JIBOIHO BrKIaHEe (JIUTIIIOTIHS)

YecTHn: Moxe ma 3acerdar g0 1 Ha 10 manuenTtu

U KpaTku koHBYJICHM B Ja/ileH MYCKYJI WIH IpyTHa MyCKyJIH (MUOKIOHHYHU MPUCTHIIN);
. 3aTpyaHeHa KOOPAMHAINS HA BIKEHUSATA WIH XOJICHETO;
. [Ipobnemu che 3ama3BaHe Ha paBHOBECHUE, TPEIIEPEHE (TPEMOP), MpaByUKaHe (TTapeCcTe3ns ) UiTH

MYCKYJIHH CIIa3MH, JIECHO NaJjaHe U 00pa3yBaHe HA CHHUHU;

[Ipo6iemu ¢ mameTTa, 3aTpyAHEHO MHCJICHE U HAMHpAaHE Ha TyMH, 00BPKaHOCT;

BBp3u 1 HEKOHTPOIMPYEMH ABMKEHHS Ha OUUTE (HUCTArbM), 3aMbIJIEHO BUKIIAHE;
“3aBbpTane” (CBETOBBPTEK), UYyBCTBO HA OMUSIHEHUE;

[loBpbiIane, cyxorta B ycTara, 3arek, JOLI0 XpaHOCMHUIIaHe, IPEKOMEpHO 00pa3yBaHe Ha ra3oBe
B CTOMaxa M 4epBara, Tuapus;

HamaneHo ycemane uim 4yBCTBUTEIHOCT, 3aTPY/THEHO U3TOBapsIHE HA AyMH, HapyIIEHHE Ha
BHIMaHHUETO;

[Iym B ymmTe KaTo XKy eHe, 3BbHEHE MU CBHPEHE;

PaznpazautenHoct, mpoOieMu cbe ChHS, ACTIPECHST;

CBpHIMBOCT, yMOpa WK ci1adocT (acTeHus);

Copbesx, 00puB;

HeuecTn: Mmoxe nma 3acersat no 1 Ha 100 nanuenTtu

. 3a0aBeHa Chbp/IeUHA YECTOTA, MANMUATAIINN, HEPEOBEH MYJIC WU IPYTH MPOMEHU B
eJIeKTpUIecKaTa akTHBHOCT Ha ChPIETO (HapylIeHHe Ha TIPOBOUMOCTTA);
. [IpeyBenmueno ycemade 3a 6iaronoiydre, BIDKJaHe U dyBaHe Ha Hellla, KOUTO TH HAMA;
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° A.TICpI‘I/I‘-IHa PCaKknuAa KbM IIpHUEMa Ha JICKaAPCTBOTO, KOIIPUBHA TPCCKaA,

. KpbBHUTE H3cneaBanus MOTaT /1a IOKaXaT abHOpMHa (QyHKIMS Ha YepHHS ApoO, yBpeKJaHe Ha
qepHHS Ipo0;

. Mucnu 3a caMoHapaHsBaHE WM CaMOYOHICTBO MIIM OIHT 32 CaMOyOHUHCTBO: He3a0aBHO
croOmeTe Ha Bamms mekap;

. Ycemane 3a THAB WK BB30Y/Ia;
CMy1ieHus: B MECIICHETO MK 3ary0a Ha BPb3Ka C PEaTHOCTTa;

. Texxka aneprudna peakuusi, IPUIUHSABAIIA TOAyBaHe HA JUIIETO, IbPIIOTO, PBIETe, XOAUIaTa,
TJIe3€HUTE WU JOJTHATA YacT Ha Kpakara

. ITpunanbk;

. HeecrecTBeHn HEBOJICBH ABMKCHIS (THCKHHE3H).

C Heu3BeCTHA YeCTOTA: OT HAJTMYHUTE JAHHU HE MOKe Jja ObJie HallpaBeHa OLIEHKA 3a YeCToTaTa

. [Ipexaneno 0bp30 OeHe HA CHPLETO (BEHTPUKYIAPHA TAXUAPUTMHUS)

. Br3naneHo repio, BUCOKa TeMIIepaTypa U pa3BUTHE Ha MoBede WHPEKIHNH, OTKOIKOTO
00uKHOBeHO. KpbBHHTE H3CaeIBaHHUS MOTaT Jia TIOKaKaT CUJITHO HamalleH Opoii Ha ompeiesneH
BUJ Ol KPBBHH KJIETKHU (arpaHyJIOHUTO3a);

o Cepro3HH KOXKHU PEaKIii, KOUTO MOTaT Jja BKIIOYBAT BHCOKA TEMIIeparypa u Apyru
IPUIONOJO0HN CUMIITOMH, OOPHUB IO JIULETO, MPOIBJLKUTENICH OOPHB, Bb3MaJICHN CIUBULN
(yronemenu numbHH Bb311). KpbBHUTE M3CIEABAHMS MOTAT J1a MOKa)KaT MIOBUIICHU HYBA HA
YepHOAPOOHH €H3UMH U OTIpeJIeiieH THIT Oer KpbBHU KIETKH (€03uHODMIHS);

. [Iupoko pa3mpocTpssH OOPUB ¢ MEXYPH U JIFOICHE HA K0XKaTa, 0COOEHO OKOJIO ycTaTta, Hoca,
OYHTE U MOJIOBUTE Opranu (CHHAPOM Ha CTUBBHC-J[?KOHCBHH), U MO-TeXKa (hopMa, IpUUMHSBALIA
JIoIIeHe Ha Koxata B Hag 30% OT MOBBbPXHOCTTA Ha TSUIOTO (TOKCHYHA eNUAECPMAaIHA
HEKpPOJIN3a);

. KonByncuu.

JloMbJIHUTETHH HeKeJIaHU JIEKAPCTBEHH PeaKI[UH NMPH Jena

JIObITHUTEITHUTE HEXKEJIAaHH PEaKIMK IPH JIelia ca TTOBHUILEHa TeMIiepaTypa (MUpeKcHs), Xpema
(HazodapuHruT), BH3MAICHO I'BPI0 ((PapUHTHT), TO-MATBK IIPUEM Ha XpaHa OT OOMKHOBEHO (HaMalleH
aTlieTHT), MPOMEHH B IMIOBEACHUETO, HE C€ AbPIKaT KaKTO OOMKHOBEHO (HEOOMYaliHO MOBEICHUE) U
nurica Ha eHeprus (Jieraprus). ChHINBOCT (COMHOJIEHTHOCT) € MHOTO YeCTa HeXKeJlaHa PEaKIus TIpH
ena ¥ Moxke 1a 3acerte noseue ot 1 Ha 10 geria.

Chol0maBaHe Ha HeJKeJaHU peaKInu

AKO MoNTyunTe HIKaKBH HEXETaHU JISKAPCTBCHU Peakiuy, yBegoMere Bamust nekap uinu hapMariesr.
ToBa BKJIIOUBa BCUUKH Bb3MOXKHH, HEOITUCAHU B Ta3U JINCTOBKA HEXKEIaHU peakiuu. MoxkeTe chlIo Ja
ChOOLINTE HEeXETAaH! PeaKK AUPEKTHO Ype3 HallMOHAIHATA CUCTEMa 3a ChoOIIaBaHe, IOCOYSHA B
[punoxxenue V. Kato cho0IaBare He)KEIAHN PEAKIMU, MOXKETE Ja JaJIeTe CBOS IPUHOC 3a
MoJly4aBaHe Ha oBede HH(OpMaIHs OTHOCHO 6€301acHOCTTa Ha TOBA JIEKAPCTBO.

5. Kak na coxpansiBate Vimpat

Jla ce cpxpaHsIBa Ha MSCTO, HEAOCTHITHO 34 JICTIa.

He u3non3BaiitTe TOBa JIGKAPCTBO CIIE]] CPOKA HA TOJHOCT, OTOENsI3aH BHPXY KapTOHEHATA OMAKOBKa U
omucrepa cien ,,['ogen 10:“. CpoKbT Ha TOJHOCT OTrOBaps Ha MOCJIEHUS JICH OT TTOCOYEHUS MECEIL.

To3u nekapcTBeH MPOAYKT HE U3UCKBA CIICIUATHH YCIOBUS Ha ChXpaHCHUE.
He m3xBBpisiiTe mekapcTBaTa B KaHATU3AMMATA I B KOHTEHHEPA 32 TOMAITHU OTHAIbIIH.

[Nonwuraiite Bamus ¢papmaneBT Kak Ja M3XBBPIIATE JIEKapCcTBaTa, KOMTO BeUue HE U3moi3eare. Tesu
MEpPKH I CIOMOTHAT 3a OIa3BaHE Ha OKOJHATa cpefa.
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6. Chabp:kaHue HA ONMAKOBKATA M JOMbJIHUTETHA HHpOpMATIHA

Kakso cbabp:xa Vimpat

. AKTHUBHOTO BEILIECTBO € JTAKO3aMH/I.
Enna tabnetka Vimpat 50 mg cpappxa 50 mg makozamu.
Enna tabnetka Vimpat 100 mg cpapprxa 100 mg makozamu.
Enna rabnerka Vimpat 150 mg ceaspxka 150 mg nako3amuz.
Enna tabnetka Vimpat 200 mg cpapprxa 200 mg rako3aMu.

. Hdpyrute cbcTaBky ca:
SAnpo Ha TadJeTKkaTa: MUKPOKPHCTATHA LETy103a, XUAPOKCUIPOIIMILIENYJI03a,
XHUIPOKCUIIPOMUIIIENYJI03a (C HICKA CTETIeH Ha 3aMeCTBaHe), KOJIOUCH OE3BOJICH CHIIHIINEB
TUOKCHI, KpocoBHUOH (nommmriaciod XL-10 papmarieBTnaHO KauecTBO), MarHe3MeB cTeapar
PuamMoBo MOKPUTHE. [TOJIMBUHUIIOB aJIKOXOJI, IIOJIMCTUIICHITIMKOJI, TAJIK, TUTAHOB JUOKCHUL
(E171), ouerutenu*
* OUBETUTENNUTE ca:
50 mg Tabnerku: yepBeH xene3eH okcup (E172), uepen sxene3en okcup (E172), mHauro xapMuH
anymunues nak (E132)
100 mg TabneTku: XBAT xKenezeH okcun (E172)
150 mg TabneTku: bt xene3eH okeun (E172), aepsen xenezen oxcun (E172), yepeH xene3ex
okcup (E172)
200 mg TabneTKu: HHAUTO KapMUH amymuHueB nak (E132)

Kak n3rnexxaa Vimpat 1 KakBo ChAbp:Ka ONIAKOBKAaTa

. Tabnetkute Vimpat 50 mg ca po3oBy, OBamHH (GUIMHUPAHN TAONETKA C TPUOTUZUTEITHN
pasmepu 10,4 mm x 4,9 mm, ¢ BIurbOHato peneduo o3nauenue ‘SP’ oT ennara ctpana u ‘50’ ot
JpyraTa cTpaHa.

. Tabnerkute Vimpat 100 mg ca TEBMHOXBITH, OBUTHU (PUIMHUPAaHU TaOJIETKH, C IPUOIN3UTETHH
pasmepu 13,2 mm x 6,1 mm, ¢ Bre6HaTO penedHo o3HavdeHue ‘SP’ ot egnata ctpana u ‘100’
OT JpyTaTa cTpaHa.

. Tabnerkute Vimpat 150 mg ca yepBeHHKaBOOPaH)KEeBH, OBATHH (DPUIMUPAHU TaOJIETKH C
npubnusuTenHu pasmepu 15,1 mm x 7,0 mm, ¢ BanrpOHaTO penedno o3HaueHue ‘SP’ ot ennara
ctpana u ‘150 oT apyrara cTpaHa.

. Tabnetkute Vimpat 200 mg ca ciHH, OBaJTHU (PHIMUPAHU TAOIETKH C PUOIN3UTEITHA
pasmepu 16,6 mm x 7,8 mm,c BaIp0HATO peiedHo o3HaueHue ‘SP’ oT enHaTa ctpana u ‘200’
OT JpyTaTa cTpaHa.

OnakoBKaTa 3a 3al0YBaHe Ha JICYCHHETO ChABPKa 56 puiMupany TabJIeTKu B 4 OaKOBKU:

. OTakoBKa o3HaueHa cbe ‘Cenmuna 1’ ceappxka 14 Tabnetku nmo 50 mg,

. OTakoBKa o3HaueHa c¢be ‘Cenmuna 2’ cpabspxka 14 Tabnetku mo 100 mg,
. ornakoBKa o3HaueHa c¢be ‘Cenmuna 3’ cpabspxa 14 Tabnetku mo 150 mg,
. ornakoBKa o3HaueHa c¢be ‘Cenmuna 4° cpabspxka 14 Tadnetku mo 200 mg.

IIpuTe:xkaTes Ha pa3pelIeHHETO 32 yIOTPeda
UCB Pharma S.A., Allée de la Recherche 60, B-1070 Bruxelles, bearus.

IIponsBoauTen

UCB Pharma SA, Chemin du Foriest, B-1420 Braine-1’Alleud, benrus

HIH

Aesica Pharmaceuticals GmbH, Alfred-Nobel Strasse 10, D-40789 Monheim am Rhein, ['epmanms.

3a mompIHUTETHA HHGOPMAIIHS OTHOCHO TOBA JIEKAPCTBO, MOJISA, CBBPIKETE CE C JIOKATTHUS
TIpeICTaBUTell Ha MIPUTEXATENsl Ha pa3penieHneTo 3a ynorpeoda:
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Belgié/Belgique/Belgien
UCB Pharma SA/NV
Tél/Tel: +32/(0)2 559 92 00

bbarapus
10 CU BU bearapus EOO/]
Ten.: + 359 (0) 2 962 30 49

Ceska republika
UCB s.r.0.
Tel: + 420221 773 411

Danmark
UCB Nordic A/S
TIf: +45/32 46 24 00

Deutschland
UCB Pharma GmbH
Tel: +49 /(0) 2173 48 4848

Eesti
UCB Pharma Oy Finland
Tel: + 358 9 2514 4221 (Soome)

E\rada
UCB A.E.
TnA: +30/2109974000

Espaiia
UCB Pharma, S.A.
Tel: +34/91 570 34 44

France
UCB Pharma S.A.
Tél: +33/(0)1 47 29 44 35

Hrvatska
Medis Adria d.o.o.
Tel: +385 (0) 1 230 34 46

Ireland
UCB (Pharma) Ireland Ltd.
Tel: + 353 /(0)1-46 37 395

Island
Vistor hf.
Simi: + 354 535 7000

Italia
UCB Pharma S.p.A.
Tel: +39/02 300 791

Kvnpog
Lifepharma (Z.A.M.) Ltd
TnA: +357 22 05 63 00

Lietuva
UCB Pharma Oy Finland
Tel: + 358 9 2514 4221 (Suomija)

Luxembourg/Luxemburg
UCB Pharma SA/NV

Tél/Tel: + 32 /(0)2 559 92 00 (Belgique/Belgien)

Magyarorszag
UCB Magyarorszag Kft.
Tel.: +36-(1) 391 0060

Malta
Pharmasud Ltd.
Tel: +356 /2137 64 36

Nederland
UCB Pharma B.V.
Tel.: +31/(0)76-573 11 40

Norge
UCB Nordic A/S
TIf: +47 /67 16 5880

Osterreich
UCB Pharma GmbH
Tel: +43 (0) 1 291 80 00

Polska
UCB Pharma Sp. z 0.0. / VEDIM Sp. z o0.0.
Tel: +48 22 696 99 20

Portugal
UCB Pharma (Produtos Farmacéuticos), Lda
Tel: + 351 21 302 5300

Romania
UCB Pharma Romania S.R.L.
Tel: +40 21 300 29 04

Slovenija
Medis, d.o.o.
Tel: + 386 1 589 69 00

Slovenska republika
UCB s.r.0., organizac¢na zlozka
Tel: + 421 (0) 2 5920 2020

Suomi/Finland
UCB Pharma Oy Finland
Puh/Tel: + 358 9 2514 4221

Sverige
UCB Nordic A/S
Tel: + 46/ (0) 40 29 49 00
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Latvija United Kingdom (Northern Ireland)
UCB Pharma Oy Finland UCB (Pharma) Ireland Ltd

Tel: + 358 9 2514 4221 (Somija) Tel: + 353/ (0)1-46 37 395

JlaTa Ha mocJeaHo mpepasriexaaHe Ha guctopkata {MM /I'TTT}.

Apyru uzrounnum Ha uagopmauus

ITonpobHa uH(poOpMamMs 3a TOBa JEKApCTBO € MpeJocTaBeHa Ha yeOcaiita Ha EBpomneiickara areHius
1o JiekapcTBata http://www.ema.europa.eu/
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JIncroBKa: l/IH(l)OpMalII/lﬂ 3a ManueHTa

Vimpat 10 mg/ml cupon
nako3zamun (lacosamide)

IIpoyereTe BHUMATEIHO LAIATA JUCTOBKA, IIPEAH 12 3alI04YHETE 1A IpUeMaTe TOBA JIEKapCcTBo,
Thil KaTO TH CbAbPsKa BaxkHa 3a Bac nndopmanus.

3amazere Ta3u IUCTOBKA. MOJKe /1a ce HAJIOKH J1a 51 POYETeTe OTHORBO.

AKO MMaTe HIKaKBH JOIBIHATEIHN BBIPOCH, TTonuTaiiTe Bamis nekap wiu gapmarest.

ToBa nekapcTBo € npeanucano TuyHo Ha Bac. He ro npeoTcThnBaiiTe Ha 1pyru xopa. To Moxe
Jla UM HaBPEIIY, HE3aBUCHMO Ue MPU3HAIUTE Ha TAXHOTO 3a00JIsIBaHE ca ChIUTE KaTo BamuTe.
AKO TIONTy4YHTe HAKAKBH HEXEJIAHU JIEKAPCTBEHH PEaKINY, yBeJoMere Bamms gexap niu
(hapmarieBT. ToBa BKIIFOYBA M BCUYKH Bb3MOXHU HEXEJIaHU PEAKI[UM, HEONUCAHH B Ta3U
nucToBKa. Biokre Touka 4.

Kakso CbAbpPiKa Ta3u JUCTOBKA

ANl o e

1.

KakBo npencrapnsBa Vimpat 1 3a KaKBO ce U3I0J3Ba
Kakso Tpsi0Ba na 3Haere, mpeau Aa mpuemere Vimpat

Kak na nmpuemate Vimpat

BB3MOXHU HEXKETaHU PEAKIUU

Kak na cpxpansiBare Vimpat

ChabpxaHue Ha ONAKOBKATa U JOIBIHUTENIHA HH(OPMALUs

Kakso npencrasasipa Vimpat u 3a KakBo ce M3I10JI3Ba

Kakso npeacraBiassa Vimpat
Vimpat chabpxa gakozamul. Toii IpUHAIUIEKH KbM TpyIia JIeKapcTBa, HApEUeHH ,,aHTHETUIICITUIHN
nekapcerBa“. Te3u jekapcTBa ce U3I0I3BAT 3a JICYCHNE Ha CIHJICTICHS.

Tosa nekapctBo Bu ce gaBa, 3a 1a Hamanu Opost HA IPHNIAABIUTE (IPUCTHIIUTE), KOUTO UMATe.

3a kakBo ce u3nmoJI3Ba Vimpat
e Vimpat ce u3noisea:

2.

CaMOCTOSITEJTHO U 3a€/IHO C IPYTrd aHTUEIWICNITUYHY JIEKapCTBa, IPU Bb3PAaCTHU, FOHOILLIU U
Jiera, Ha Bb3pacT 2 U MoBede MOJUHM, 32 JIeUYeHHE Ha OIpe/IeIeH BUJ eTUJIeTICHs,
XapaKTepHu3upalia ce C mosBaTa Ha MPUCTHIT C TAPIIUATHO HAYallo ChC WU 0e3 BTOpUYHA
reHepanuzanus. [Ipy To3u BUJ enuiencus NpucTbIbT IbPBOHAYATIHO 3acsra caMo eIHaTa
cTpaHa Ha Bamms mo3bk. Toit obade Moxke cliesr ToBa Jia ia 00XBaHE MO-TOJIEMH YacTH Ha
JIBETE CTpaHU Ha Bamus MO3bK;

3a€IHO C APYTH aHTUEMWICNTUYHHU JIEKAPCTBA, PU Bh3PACTHU, IOHOIU U AeIa, Ha Bh3pacT 4
TOJIMHU U TIOBEYE, 32 JICYCHNE Ha MbPBUYHO T€HEPATTM3NPAHA TOHWYHO-KIOHUYHU PUCTHITH
(TeXKU IPUCTHITH, BKIIOYBAIIHY 3ary0a Ha Ch3HAHUE) MPHU MAITUEHTH ¢ TeHEpATN3UpaHa
UAMOTNIATHYHA eMHJICTICUS (THITHT STHJISTICHS, 32 KOMTO ce CMsATa, Ye MMa TeHETUIHU
OCHOBH).

Kakso Tps0Ba 1a 3HaeTe, npeau Aa npuemMere Vimpat

He npuemaiite Vimpat

aKO CTE AJICPTUYHH KbM JIAKO3aMUJ] I KbM HSKOS OT OCTAHAIIMTE CHCTABKU Ha TOBA JIEKAPCTBO
(m306poeHu B Touka 6). AKO HE CT€ CUTYPHH JIajlu CTE aJlepTUIHHU, MOJIS 00ChAETE TOBa ¢ Barmms
nexap.

aKO MMaTe OIPEJICIICH BU/] HAPYIIICHUE Ha ChPJICYHUS PUTHM, HAPSUEHO BTOPA WM TpeTa
CTETICH Ha MPEACHPIHO-KaMepeH OJIOK.
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He mpuematiite Vimpat, ako HIKO€ OT TOPHUTE ce OTHACS 3a Bac. AKo He CTe CUTYPHH, TOBOPETE C
Bamus nekap wiu papMareBT npean Aa mprueMeTe TOBa JIEKapCTRBO.

[MpenynpesxkaeHust ¥ NpeaNa3Hu MEPKH

I'oBopete ¢ Bammst mekap, mpenu aa npueMere Vimpat, ako:

. MMaTe MHCJIH 32 CaMOHApaHsIBaHE WM CaMOyOHiiCTBO. MaJika 4acT OT XOpara, JICKYBaHH C
AHTHETIMJICTITUIHA JICKApPCTBEHH MPOTYKTH, KaTO JJAKO3aMHUI, Ca UMaIi MUCIIH 32
caMOHapaHsBaHe WA caMOyOuHCTBO. AKO Hsikora Bu ce mosiBsSIT TakuBa MUCIIH, He3a0aBHO
KaxeTe Ha Bamms nexap.

. aKo uMare podJIeM ChC ChPLETO, KOUTO 3acsra puThbMa Ha Bariero cbpiie u uecto nmare
TpeKkajieHo 0aBeH, Obp3 WM HEPaBHOMEPEH ChPACUCH MUTHM (KaTo AV 0JI0K, MPeACHPIHO
MBXKJIEHE U IIPEICHPIHO TPEITCHE)

o MMaTe TeKKO ChPJCYHO 3a00IsBaHe KaTo Chp/iedyHa HEJOCTATHYHOCT WIH CTE NMAJH Chp/CUeH
WH}ApKT.
. aKo YecTO CTe 3aMasHU WM Iajgare. Vimpat Moe 1a I0Bee A0 3aMassHOCT U TOBAa MOXKE Ja

MOBHIIM PUCKA OT CIy4allHO HapaHsBaHE WM najaHe. ToBa o3HauaBa, 4e TpsAOBa 1a BHUMAaBarte,
JIOKaTO HEe CBUKHETE C e()eKTUTE Ha TOBA JIEKAPCTBO.
AKO HSIKOE OT TOPHOTO ce OTHacs 3a Bac (nim He cTe curypHH), roBopeTe ¢ Bamus nexap winm
(hapmarieBT ipeu 1a mpuemMeTe Vimpat.
Axko npuemate Vimpat, ToBopeTe ¢ Bammst nexap, ako rmoirygaBate HOB THIT IPUCTHIT HITH CE
Ha0JI0/1aBa BIIOIIABAHE HA CHIIECTBYBAIIUTE MPUCTHIIH.
Axko B3eMate Vimpat 1 uMaTe CHMITOMH Ha HEMPAaBUIHO OWeHe Ha chpreTo (KaTo OaBeH, Obp3 WiIn
HEpaBHOMEPEH ChPACUEH PUTHM, HATIHUTALNH, 3a1yX, YCELIaHE 3a 3aMasHOCT, IPUIAaIbK), HOTbpPCETE
BEJIHara MEJIUIIMHCKA TTOMOII (BIDKTE TOUKa 4).

Jdeua

Vimpat He ce IpenopbyBa 3a Jiena moj| 2 TOJUHH ¢ SMWICTICHSI, KOSTO Ce XapaKTepu3upa ¢ mosBaTa Ha
napuyajidHy IPUCTHIIU, U HE CC€ NIPCIIOPBHYBA ITPU JA€1a 10 4-FO)Z[I/IIHHa BB3pacT C I'bPBUYHO
TreHepan3upaHl TOHHYHO-KJIIOHWYHH MPUCTHIH. TOBa € Taka, 3aI[0TO BCE OIlle HE Ce 3HAE JTaIh TOH
1ie JIefcTBa 1 Aaiu € Oe30raceH 3a Jiela OT Ta3u Bh3pacToBa Ipyra.

Apyru nexapcrBa u Vimpat
Wndopmupaiite Bamus nekap niu ¢papManeBT, ako IprueMaTe, HaCKOpo CTe pUeMalii Uil €
BB3MOXKHO JIa IpUEMETE JIPYTH JIeKapCTBa.

B wactHOCT, nHpOpMupaiiTe Bammus nexap wim GpapmaneBT, ako IpueMare HIKOe OT CICTHUTE
JIeKapcTBa, BIUSIEIIM BbPXY ChPLETO - 3a10TO Vimpat ChI0 MOXKE J]a OKaXe BIUSHUE Ha BAIIETO
ChbpLE:

. JICKapCTBa 3a JICYEHUE Ha ChPJCUHH NIPOOIeMHU Uiy,

° JIeKapcTBa, KOMTO MOTar Ja yAbIKar ,,PR uaTepBana® npu m3cnensane na copueto (EKT mmn
eJIEKTPOKapANOTrpaMa), KaTo JIEKapCcTBa 3a eNIISTICHs WITH 00JIKa, HapeueH! KapOamasenyH,
JAMOTPW>KMH WM NIperabaliiH;

. JIEKapCTBa, U3IOI3BAHU [IPU HAKOU BUIOBE HAPYILICHUS HA CbPACYHUS PUTBM UM ChpACUYHA
HEJOCTaTbYHOCT.

AKO HAKOE OT TOPHOTO ce OTHacs 3a Bac (1u He cTe curypHm), roBopere ¢ Bamms ekap nnn

(apmaneBT npeau aa npuemere Vimpat.

Wudopmupaiite chimo Bammms siekap mim dapmarieBT, ako npreMaTe HIKOe OT CIeTHUTE JIEKapCTBa,
THH KaTo Te MOTaT Jia yBeJauyar Wwid HaManart edexra Ha Vimpat B opranusma Bu:

. JIeKapCcTBa 3a ThOMYHH MHQEKIINH, HanpuMep (HIyKOHA30J1, HTPAKOHA30J, WIIK KETOKOHA30IT;

. nekapcTBa 3a XNB, Hanmpumep pUTOHABUD;

. JIEKapCTBa 3a JICUCHUE Ha OAKTepUATHU MH(EKINH, HATPUMED KIAPUTPOMUIIUH HITH
pudamMIunwH,

. OWITKOBO JICKApPCTBO, M3MOJI3BAHO 32 JICUCHHE Ha JIEKa TPEBOXKHOCT H JCTIPECHS, HAPEUCHO KBIT
KaHTapHOH.

AKO HAKOE OT TOPHOTO ce OTHacs 3a Bac (uiu He cTe curypHm), roBopere ¢ Bamms nexap wim
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(dapmarieBT Tipen qa npueMere Vimpat.

Vimpat ¢ ankoxon
Kato npeanasna msipka He npreMaiitTe Vimpat ¢ aJKoXoJI.

bpemMeHHOCT U KbpMeHe
’Kenu ¢ nerepojieH moTeHMaN TpsOBa Ja OOCHAST C JIeKapsl U3MOJI3BaHETO HA KOHTPALICTITUBY.

AKo cTe OpeMeHHA WIN KbPMHTE, CMATATE, U¢ MOXKE J1a CTe OpeMeHHa WM ITIaHupaTe OpeMEHHOCT,
MOCHBETBalTE ce ¢ Barms nekap win apMaieBT npeau ynorpedaTa Ha TOBa JEKapCTBO.

He ce npenoppuBa ymorpedara Ha Vimpat, ako cte OpeMeHHa, Thil KaTo eeKTuTe Ha Vimpat BbpXy
OpEMEHHOCTTA U IJI0Ja HE Ca YCTAHOBEHHU.

He ce npenopruBa ga kbpmuTe 6€06€T0 cH, JOKaTO MprueMate Vimpat, Thi kKaTo Vimpat npeMuHaBa B
KbpMara.

[ToTbpcere HE3a0aBHO CHBET OT BalIWsI JIEKap, ako 3a0peMeHeeTe Witk IaHupaTte OpemMeHHocT. Toit
e Bu momorse ia pemunTe ganu TpsOBa aa npremare Vimpat uim He.

He crimpaiite neduenuero 6e3 mbpBo Aa roBopuTe ¢ Bammus nekap, Thil KaTo TOBa MOXeE J1a YBEITHIH
Bammre npunaasiy (mpuctsim). Bromasaneto Ha BameTto 3a0onsBaHe MoXe Jja HaBpeAH U Ha
Bamero 6e6e.

lodupane u padoTa ¢ MAIIUHU

He mogupatite, He kapaiTe BEJIOCUIIC]] WX HE U3MOJI3BANTE HIKAKBH MHCTPYMEHTH WM MalllMHHU,
JOKaTo He pa3depeTe kKak Bu Brmusie ToBa IekapcTBO, 3aI0TO Vimpat MOXe J1a TOBee 10 3aMasiHOCT
WJIH J]a IPUYHHN 3aMbIIIsIBaHEe HA 3PEHHUETO.

Vimpat cbabp:xa copOUTOJI, HATPUIi, HATPHEB METHJ MAPaXUAPOKCHOEH30aT, aciapTaM,

NPONWIEHIJIMKOJ U KaJIui

. Copburon (Buz 3axap). ToBa jgekapcTBo chabpxa 187 mg copouron BbB Bceku ml. CopOUTONBT
€ M3TOYHUK Ha QpyKTOo3a. Ako Bammsir nekap Bu e kazan, ye Bue (nnu Bawmeto nete) nmare
HETIOHOCUMOCT KbM HSKOM 3aXapH WIH aKo CTe O AUAarHOCTUIPAHH C HACIIEICTBEHA
¢pykro3na HenmonocumocT (HFI), psinko reHeTH4HO HapyleHue, P KOETO YOBEK HE MOXKeE Ja
pasrpaxxaa ¢ppyKTo3aTta, KOHCYyATHpaiTe ce ¢ Bammus nekap npenu Bue (unu Bamero nete) na
3aroyvHeTe /1a MpreMaTe WK MoJlydyaBaTe ToBa JiekapcTBo. COpOUTONBT MOXKE J1a MPUUINHU
CTOMAILTHO-YPEBEH AUCKOM(OPT U MMa JIEK CIa0uTeNIeH e(heKT.

. Hatpwii (com): ToBa nekapcTBo chabpxa 1,42 mg HaTpHii (OCHOBHA ChCTaBKa Ha TOTBapcKaTa/
Tparne3Hara con) BbB Bceku ml. ToBa konuuecTBo e ekBuBasieHTHO Ha 0,07 % ot
MIPETIOPHYUTETHIS MaKCUMaJIeH JTHEBEH XpaHUTENIEH IPUEM Ha HAaTPUil 3a Bb3PacTeH.

. Hatpues metunmapaxunpokcudenzoar (E219) Moke 1a npryrHM anepruyHy Peakuy
(BeposiTHO OT 3a0aBeH BUN).
. Acnapram (E951): Tosa nexapctBo cpabpika 0,032 mg acapram BB Bcekd ml. AcriapTaMbT €

M3TOYHMK Ha QeHmnananut. Toit Moxke na Oble BpesaeH 3a Bac, ako nMaTte QeHUITKETOHYpHS
(PKU), psiiko reHeTHYHO HapyIIeHHE, IPU KOETO UMa HATpyIBaHe Ha (heHWIIAIaHUH, THI KaTo
OpPraHU3MBT HE MOXKE J]a TO OTCTPaHSBA ITPABHITHO.

. [ponunenrimkon (E1520): Tosa nekapcTBo chabpxa 2,14 mg NpoONIeHIIINKON BEB BCeKd ml.
Kanuii: ToBa JiekapCTBO ChIbprka KaJiui, mo-majiko ot 1 mmol (39 mg) Ha 60 ml, T.e.
MIPAKTHUYECKN HE ChABPIKA KaJHil.

3. Kak na npuemarte Vimpat

Bunaru npuemaiite TOoBa JEKapcTBO TOYHO KakTo Bu e kazan BammsaT mekap wim papmaieBT. AKO He
CTe CUTYPHH B HEIO, MonuTainTe Bamms nekap wnn dapMariienT.

IIpuem na Vimpat
. [Ipuemaiite Vimpat 1Ba IbTH BCEKH JIeH - MPUONMM3UTENHO TIpe3 12 yaca.
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o OrmuTaiiTe ce 1a ro mpueMare 1o eIHO ¥ ChIIO BPEeMe BCEKH JICH.
. Moxe na npuemare Vimpat cbc uin 6e3 XpaHa.

OOUMKHOBEHO IIIe 3aII0YHETE ¢ MMPUEM Ha HHUCKA 1033 BCEKH JCH U Bammsar jgexap 0aBHO IIIe S
yBEJIMYaBa B MPOIBIIKCHUE Ha HAKOJKO ceamuin. KoraTto nocturuere no3ara, kosto Bu aelicTsa,
TOBa € TaKa HapeueHara ,,I0IIbprKalla 103a‘, clell ToBa Ie IpreMare ChUI0TO KOJTMYECTBO BCEKH
neH. Vimpat e mpeHa3Ha4ueH 3a MPOIbIDKUTETHO JiedeHne. TpsaoBa /1a MpOoIBIDKUTE Jja pUeMaTe
Vimpat nokaro Bammusr nekap He Bu kake ma cipere.

Kouako 1a npuemare

[lo-momy ca n30poeHn HOPMATHUTE MIPENOPHYUTEITHH T03U Vimpat 3a pa3IudHu Bb3PACTOBH IPYTH U
TEJIECHO TerJIo. BamusaT nekap Moxke /1a IpeAluile pa3inyHa 1032, ako UMaTe npodieMu ¢ Ob0penuTe
WM YEpHUS Ipoo.

Usznon3eaiite cnpuHnoBkata 3a nepopaiau ¢popmu ot 10 ml (depHu rpagyupanu qeneHus) Wi
MepuTenHara yamka ot 30 ml, mpegocTaBeHN B KapTOHEHATa KyTHUS - KOSTO € TIOAXOISINA CIIOpe.T
HeoOXxoIuMara 103UpoBKa. BirkTe HHCTpYKUMUTE 32 ynoTpeda mo-moiy.

HOnoummn u neua c terjo 50 kg u noBeye, 1 Bb3pacTHU

Korato npuemarte Vimpat caMOCTOSATETHO
- OOwuuaiiHata HavaaHa q03a HA Vimpat ¢ 50 mg (5 ml) 1Ba mbTH Ha JICH.
- Bammsar nekap Moke cpio Ja npeanuuie HadanHa qo3a 100 mg (10 ml)Vimpat nBa mbTe Ha
JIeH.
- Bammsr nekap Moske na moBuiaBa qJHeBHaTa By 1o3a Besika cenmmuna ¢ mo 50 mg (5 ml),
JIOKaTo JOCTHTHETE 10 MoAabpkamia go3za mexay 100 mg (10 ml) u 300 mg (30 ml) aBa mbTH
Ha JIeH.

Koraro npuemare Vimpat 3ae1HO ¢ APYTH aHTHEIICITHYHM JIEKAPCTBA

- OOwnuaitHara HavanHa M03a Vimpat e 50 mg (5 ml) qBa bty Ha JeH.

- Bammsar nexap Moske /1a moBHIIaBa JHeBHaTa Bu mo3a Besika cemmuna ¢ 50 mg (5 ml), mokaTo
JOCTHUTHETE JI0 MoJyIbpKama 103a, koaro € Mexay 100 mg (10 ml)u 200 mg (20 ml) na
IIbTH HA JICH.

- Axo texure 50 kg unu nmoseve, BamusaT nekap MoXke 1a pely J1a 3arovHe JieueHne ¢ Vimpat
C eIMHUYHA ,,HaToBapsama 103a‘ ot 200 mg (20 ml). Caen 12 vaca me npoabDKUTE 1a
npuemate BammaTa HacTosIa moyrbpikanma g03a

Jena 1 I0HOLIM € TerJIo 10 no-MaJjko ot 50 kg

- [Ipu neuenuemo na napyuannu npucmvnu. oObpHETe BHUMaHUE, 4e¢ Vimpat He ce IpernopbyBa 3a
Jieria o1 2-ToTUIITHA BH3PAacT.

- Hpu Jle4eHuemo Ha NvbpeUUHO CeEREPAIUSUPARU MOHUYHO-KIIOHUYHU NPUCMBNU. O6’prCT6 BHHMMAHUC,
4ye Vimpat He ce ImpenopbyBa 3a Jiena 1moja 4-rouirHa Bb3pacT.

Korato npuemarte Vimpat caMOCTOSATETHO

- Bammsr nekap me onpenenu no3ara Vimpat Bb3 0OCHOBa Ha Bameto tenecHo Teruo.

- OoOwnuaitnara Havyaina jo3a e 1 mg (0,1 ml) 3a Bceku kuorpam (kg) TenecHo Teruo, aBa MbTH
Ha JIeH.

- Bammsr nekap Moxe cien ToBa a yBennuaBa Bamara gjHeBHa 103a Besika ceamuia ¢ 1 mg
(0,1 ml) 3a Bceku Kujtorpam TejiecHO Terjio. ToBa Iie Npoab/IKY, T0KATO JOCTUTHETE
MoJyIbpIKAaIa J103a.

- Tabmuumre 3a O3MpaHe, BKIOYBALIM MaKCUMaIHATa MPEMOPHYUTENHA 103, ca
Mpeo0CTaBeHu Mo-101y. ToBa e camo 3a nHpopMmanys. Bamusr jiekap 1ie onpeaenn
npaBWiIHaTa j03a 3a Bac.
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IIpuem ABa MBTH JHEBHO TIPH JICNIa, HABLPIIMIN 2-TOJIUIITHA BB3pacT, ¢ Terao oT 10 kg no mox 40 kg

Termno Cenmuna 1 | Ceqmuma 2 | Cenmuna 3 | Ceqmuma 4 | Cenmuna 5 | Ceqmuma 6
Hauanna 0,2 ml/kg 0,3 ml/kg 0,4 ml/kg 0,5 ml/kg (MakcumanHa
J03a: MPEeNOPHYUTETHA
0,1 ml/kg moza: 0,6 ml/kg)

Wsnonseaiite cripuanioBkata ot 10 ml (4epHU TpagyupaHu IeieHns) 3a OTMEpBaHe Ha 00eM
mexay 1 ml u 20 ml
* Mzmom3Baiite MmepuTenHara damka ot 30 ml 3a orMepBane (4epHU TpadynpaHu AeTCHNs ) Ha
ob0em Hax 20 ml

10 kg 1 ml 2 ml 3ml 4 ml Sml 6 ml

15 kg 1,5 ml 3ml 4,5 ml 6 ml 7,5 ml 9ml

20 kg 2 ml 4 ml 6 ml 8 ml 10 ml 12 ml

25kg 2,5ml Sml 7,5 ml 10 ml 12,5 ml 15 ml

30 kg 3 ml 6 ml 9 ml 12 ml 15 ml 18 ml

35kg 3,5ml 7 ml 10,5 ml 14 ml 17,5 ml 21 ml*

IIpuem ABa IBTH HA JIeH 32 Jena U roHowu ¢ TerJio ot 40 kg 1o mox 50 kg:

Terno | Cenmuna 1 Cenmuna 2 Cenmuna 3 Cenmuna 4 Cenmuna 5
Hauanna 0,2 ml/kg 0,3 ml/kg 0,4 ml/kg MaxkcumanHa
no3za: 0,1 ml/kg NpenopbYUTENHA

mo3a: 0,5 ml/kg

Uznon3eaiite cnpunnoBkata ot 10 ml (4epHu Tpaayupanu JeleHus) 3a OTMEPBaHEe Ha 00eM MEXTY

1 ml u 20 ml
* M3non3Baiite MepuTenHara vamika ot 30 ml oTMepBaHe Ha (YepHU rpajyupaHu JAeJcHus) 32 00eM
Hazg 20 ml
40kg | 4ml 8 ml 12 ml 16 ml 20 ml
45kg | 4,5ml 9 ml 13,5 ml 18 ml 22,5 ml*

Koraro npuemare Vimpat ¢ Ipyry aHTUSTMICHTHYHY JICKaPCTBA

- Bammsar nekap me onpenenu no3ara Vimpat Bb3 0OCHOBa Ha Baieto tenecHo Tero.

- OOwnuaitnara HavanHa qo03a € 1 mg (0,1 ml) 3a Bceku kunorpam (kg) TemecHo Termo, ABa MbTH
JTHEBHO.

- Bammsr nekap Moxe jaa yBenudapa BamaTa 103a, mpreMaHna JiBa bTH JHEBHO, BCSIKa
cenmuiia ¢ 1 mg (0,1 ml) Ha Bceku kg TenecHo Terio. Tosa ie mpoabKaBa, 10KaTo
JOCTUTHETE MOJIbpIKaIla J103a.

- Tlo-mony ca mpegocTaBeHu TAaOIHIM 32 IO3UPAHE, BKIIOYBAIN MaKCUMalTHATA
penoprUIUTeNHa A03a. ToBa € camo 3a Bamra nadopmarus. BammusT nekap e onpenenu
HeoOxoaumara 3a Bac mo3a.

IIpuem ABa MBTH JHEBHO TIPH JICTIa, HABLPIIIN 2-TOUIITHA BB3pacT, ¢ Terao ot 10 kg xo mo-
MaJiko ot 20 kg

Terno | Cepmuma 1 | Cegmuma 2 | Ceamuma 3 | Cegmumna 4 | Cegmuma 5 | Ceamuma 6
Hayanna 0,2 ml/kg 0,3 ml/kg 0,4 ml/kg 0,5 ml/kg Maxkcumansa
Jo3a: MPENoPbUNTEHA
0,1 ml/kg no3za: 0,6 ml/kg

M3nomn3paiite cipuaitoBkara ot 10 ml (depHu rpagynpaHu AeJICHHs) 32 OTMEPBaHE Ha 00eM MEXITy

1 ml u 20 ml
10kg | 1ml 2 ml 3ml 4 ml 5ml 6 ml
12kg | 1,2ml 2,4 ml 3,6 ml 4,8 ml 6 ml 7,2 ml
14kg | 1,4ml 2,8 ml 4,2 ml 5,6 ml 7 ml 8,4 ml
15kg | 1,5ml 3 ml 4,5 ml 6 ml 7,5 ml 9 ml
l6kg | 1,6 ml 3,2 ml 4,8 ml 6,4 ml 8 ml 9,6 ml
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[ 18kg [ 1.8ml [ 3,6 ml | 54 ml [ 72 ml | 9 ml [ 10,8 ml |
IlpueM aBa MHTH HA JIeH 3a Jena u roHomH ¢ Teryo ot 20 kg 1o mox 30 kg
Terno | Cenmuna 1 Cenmuna 2 Cenmuria 3 Cenmuna 4 Cenmuna 5
Hayanna 0,2 ml/kg 0,3 ml/kg 0,4 ml/kg Maxkcumanza
mo3a: 0,1 ml/kg MPENopHINTEITHA

no3za: 0,5 ml/kg

M3nom3aiite cipuHitoBkara ot 10 ml (we

PHU TpayrpaHy JeJIeHNs ) 32 OTMEepBaHe Ha 00eM MEX Ty

1 mlu 20 ml
20kg | 2ml 4 ml 6 ml 8 ml 10 ml
22kg | 2,2 ml 4,4 ml 6.6 ml 8,8 ml 11 ml
24kg | 2,4 ml 4,8 ml 7,2 ml 9,6 ml 12 ml
25kg | 2,5ml Sml 7,5 ml 10 ml 12,5 ml
26 kg | 2,6 ml 5,2 ml 7,8 ml 10,4 ml 13 ml
28 kg | 2,8 ml 5,6 ml 8,4 ml 11,2 ml 14 ml
IIpuem ABa IBTH HA JIeH 32 Jena U roHowu ¢ TerJio ot 30 kg 1o mox 50 kg:
Termno Ceamuna 1 Ceamuna 2 Cenmuna 3 Ceamuna 4
Hauanna nosa: 0,2 ml/kg 0,3 ml/kg MaxkcumManHa
0,1 ml/kg MpenopbYUTETHA

nmo3a: 0,4 ml/kg

Uznon3eaiite cnpunnoBkaTa ot 10 ml (4epHu Tpagyupanu JeleHus) 32 OTMEPBaHE Ha 00eM MEXTY

1 mlu20ml
30kg 3ml 6 ml 9ml 12 ml
35kg 3,5ml 7 ml 10,5 ml 14 ml
40 kg 4 ml 8 ml 12 ml 16 ml
45 kg 4,5 ml 9 ml 13,5 ml 18 ml

HucTpykuum 3a ynorpeda

BaxHo € 1a u3non3parte NpaBUIHOTO YCTPOMCTBO 3a U3MepBaHe Ha Baiara o3a. Bamusr nexap unu
(hapmareBT 1Ie Bu kaxke Koe m3/enre 1a U3Moi3Bare B 3aBUCUMOCT OT Tipe/nicanata Bu mosa.

10 ml

CnpuHIOBKA 32 epopajHu (popmu oT

MepuTteana yamka ot 30 ml

o 0,25 ml.

Cropunnoskara ot 10 ml 3a mepopanau ¢popmu
¥Ma YepHH TPaAyHupaHy AJCHUS Ha CTHIIKH

Ako HeoOxoauMarta 103a € Mexay 1 ml u

10 ml, TpsiOBa 1a U3M0JI3BaTe CIPUHIIOBKATA
ot 10 ml 3a mepopasau Gopmu 1 aparnrepa,
MPEIOCTaBEHU B OMTAKOBKATa.

Axo HeoOxoammaTa no3a € mexxay 10 ml u 20
ml, TpsaOBa 1a n3nona3BaTe COPUHIIOBKATA OT
10 ml 3a mepopainu Gopmu JiBa MBTH.

MepuTtennara yamka ot 30 ml uma yepHH
rpagydpaHy AeJeHUs Ha CTHIKH 10 5 ml.

Ako HeoOxoauMarta n1o3a e Haja 20 ml, TpsiOBa ga
M3I0JI3BaTe MepuTeaHara Jamika ot 30 ml,
[IPEIOCTaBEeHA B Ta3u OMAKOBKA.

HHucTpykuum 3a ynorpeda: MepuTeIHA YalIKa

1. [Ipenu ynoTtpebda paskiaTere OyTHIKATa T00pe.
HampiHeTe MepuTeNTHaTa Yalika J0 JISIEHHEeTO, OTTOBapsIIo Ha IpeanucanaTa Bu ot nexaps
no3a B Mumiiiutpu (ml).
3. [TorpmHeTe mo3aTa CHPOIL.

161




4. Cren ToBa u3nuiiTe Majako BoJa.
Yxka3zanus 3a ynorpeda: CpuHIOBKA 3a epopainu ¢gopmu

BammusT nexap me Bu mokake kak /1a M3Mo3BaTe CIIPUHIIOBKATA 32 TIepopaHu (hOpMH, Ipean Aa g
M3II0JI3BATE 3a MPHB ITBT. AKO MMaTe HIKAKBH BHIIPOCH, TTonuTaiiTe Bamus ekap uinu GpapMarieBT.

Paskmarere moOpe OyTnikara mpenu ymnorpeoba.
OtBopeTe OyTHIIKATa Upe3 HATHCKAHE Ha Karavkara, KaTo ChIICBPEMEHHO 5 3aBBPTHUTE B 00paTHA Ha
YaCOBHUKOBATa CTpeJika rmocoka (durypa 1).
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CrasBaiiTe Te3u CTBIIKH, KOTaTO 3a IPbB BT NpHeMaTe Vimpat:

. W3Banmere amanTopa OT CIIpHHIIOBKATA 32 repopaiHu ¢opmiu (durypa 2).

. [TocraBere amanTopa B ropHara 9act Ha Oytuikata (durypa 3). YBepere ce, ue e 1oope
¢dukcupan Ha msacto. He TpsiOBa na cBansiTe aganTopa ciies ynorpeoda.
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CnasBaiiTe Te3u CTHIIKM BCEKH BT, KOraTo mpuemare Vimpat:
. [TocraBeTre crpuHIIOBKATa 3a epopaaHu GopMu B 0TBOpa Ha amantopa (purypa 4).
° OO0bpHeTe OyTHIIKAaTa C ropHaTa yacT Haaony (durypa 5).

. JpwxTe OyTHiKata ¢ ropHaTa 4acT HaJOJIy C eaHaTa pbKa U U3IMONI3BaliTe ApyraTa pbKa, 3a Aa
HaITBJIHUTE CIIPUHIIOBKATA 32 MIEPOPATHU (HOPMHU.
. Wznbpmaiite OyTanoto HaJOMy, 3a ia HAITBJIHUTE CIIPUHIIOBKATA 32 MIEPOPATHU (POPMH ¢ MAITKO

KOJTMIECTBO pa3TBop (urypa 6).
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. Hatucnere OyTtaioTo Harope, 3a 1a OTCTpaHUTE BCHUKU Mexypderta (purypa 7).

. Wznbpraiite OyTanoro HAJOIy A0 OTMETKATa 3a J103aTa B MITHIUTPH (ml), mpenmucana oT
Bamus nexap (durypa 8). bytamoro Moxe na ce u3gurae o0paTHO HArope B IIIMHABPA MPU
bpBaTa JI03a. 3aToBa ce yYBepeTe, Ue NpUabpxare OyTanoTo B Hy)KHATA TO3UIHSL, JTOKATO
CIPUHIIOBKATA 3a MepopaiHi GopMU He ObJC OT/ACICHA OT OyTHIIKATA.

=
. OOBpHeTe OyTHIIKaTa IPaBUIHO Harope (¢urypa 9).
. W3zBanere cipuHIioBKaTa 3a nepopaixau hopmu ot agantopa (durypa 10).

13
(Y

Mma 1Ba HaunHa 3a U300p HA MHEHE Ha JIEKApCTBOTO:

o W3npasHere ChIbpKaHUETO HA CIIPHHIIOBKATA 32 MEPOPATHU (POPMH B MAJIKO KOJIMYECTBO BOJIA
Ype3 HaTUCKaHe Ha OyTalloTo JI0 JHHOTO Ha CHPUHIIOBKaTa 3a iepopainu ¢popmu (purypa 11) —
1ie TpsiOBa Ja M3NKeTe Is1aTa Boja (100aBeTe caMo TOJIKOBA, KOJIKOTO Bu e jtecHo 1a n3nuere)
WIn

. Wznmiite pa3TBOpa QUPEKTHO OT CIIPUHIIOBKATA 3a nepopainu gopmu 6e3 Boxa (purypa 12) —
M3IUITE ISUI0TO ChIIbpKaHUE Ha CIIPHHIIOBKATA 32 MEPOPATHU (POPMH.

. 3aTBOpeTe OyTHIIKATa C IIacTMacoBaTa BUHTOBA Kamauka (He Tpsi0Ba Ja CBaJISITe aJanTopa).
3a Ja MoYMCTUTE CIIPUHIIOBKATA 3a TIEPOPATHH (OPMH, M3ILIAKHETE 51 CaAMO ChC CTYyJIeHa BOJIA,
KaTO HEKOJKOKPATHO MPHUIBUKHUTE OYTAIOTO HArope M HAJ0Jy, 3a J1a MOeMEeTe M U3XBBHPIUTE
BO/a, 0€3 J1a OTJCIISATE IBaTa KOMIIOHEHTA Ha CTIpUHIIOBKaTa (purypa 13).
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. CexpansBaiiTe OyTHiIKaTa, CIPUHIIOBKATA 32 MIEPOpaTHA (JOPMH U JIMCTOBKATa B KAPTOHEHATa
OITaKOBKa.

AKo cTe mpue/u moBeye OT HeoOXxoauMaTa 103a Vimpat
AKO CTe TIpHemH MoBeve 0T HeoOXoAnMara 03a Vimpat, yBegomere HezabaBHO Bamms nekap. He ce

ONMUTBaTE J1a Modupare.

Moske 1a mouyBCTBaTE:

. CBETOBBPTEXK;

. l'anene unu noBpbIIAHE;

. MU BIH (IPUCTHITN), TPOOIEMHU ChC ChPACYHUS PUTHM KaTo 0aBHO, ObP30 MITH HETIPABUITHO
chbplieOMeHe, KOMa WK CTaJjaHe Ha KPbBHOTO HAJIATaHE C YCKOPEH ChPIACUEH PUTHM U
W3IOTSIBAHE.

AKO cTe IPONMyCHAJM Aa mpueMeTe Vimpat

. AKO cTe MpOIyCHaIN 1032 B pAMKHUTE Ha IBPBUTE 6 Yaca OT J03aTa 1o rpaduk, mpuemMere s
BeJHAra, IOM CH CTIOMHUTE.
. AKO cTe MPOoITyCHAU /1033 U3BBbH PAMKHTE Ha MTBPBUTE 6 yaca OT j03aTa o rpaduk, He

IpueMaiite mporycHaTus cupon. Bmecto ToBa npuemere cieaBamys 0bT Vimpat B 00M4aiiHOTO
3a TOBa BpEMe.
. He npuemaiite aBoiina 103a, 3a 1a KOMIIEHCHpATe MPOIyCcHAaTaTa J03a.

AKo cTe cipesii npueMa Ha Vimpat

. He criupaiite npuema Ha Vimpat, 6e3 1a cte ro oochannu ¢ Bammst nekap, Thii kaTo Bamara
EMUJIETICUS] MOXKE /1A CE TIOSIBU OTHOBO WJIM /1A CE BJIOLIY.
. Axko Bammst nekap penu fa cripe nedenreto Bu ¢ Vimpat, Toif e Bu kaxke kak TOCTENEHHO

Jla HaMaJuTe J03aTa.
AXO MMaTe HSIKaKBH JIOBJIHUTEIHN BBIIPOCH, CBBP3aHH € yHoTpedara Ha TOBa JICKapCTBO,ITIONMUTaNTe
Bamms nekap nnm ¢apmanesT.

4. BB3MOKHT HexkeTaHU peaKIuu

KaxTo Bcnuku JICKapCTBa, TOBA JICKAPCTBO MOXKE J1a NPEAN3BHUKA HEXKECIIaHN pCaKIUK, BBIIPEKU Y€ HE
BCCKU I'1 IOJTy4aBa.

Hexenanute peakiiuu OT CTpaHa Ha HEPBHATA CUCTEMa, KaTO 3aMasiHOCT, MOYKE Jla ca IOBeYe e/
eIMHIYHA ,,HaTOBapBaIa’ 103a.

MHoro 4yecTH: MOXe 1a 3acerdar nosede ot 1 Ha 10 manuentn

. I'maBoGoiue;
. UyBCcTBO Ha 3aMasiHOCT WJIH TaJIeHE;
. JIBOWHO BIDKIaHE (JIUILIONMS).

YecTn: Moxxe ma 3acerdat go 1 Ha 10 manuenTu
) Kpatku KOHBYJICHY B JaJIcH MYCKYJI FJIH TpyTla MyCKYIH (MHOKIIOHUYHH ITPUCTBHITH);
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3arpyAHeHa KOOpAWHALMS Ha ABMKEHHSATA W XO/ICHETO;

[Ipobnemu chbe 3ama3BaHe Ha paBHOBECHUE, TpENepeHe (TpeMop), MpaByUuKaHe (apecTe3usi) Win
MYCKYJIHH CIIa3MH, JIECHO TTaJlaHe U o0pa3yBaHe Ha CHHUHH;

[Ipobnemu ¢ mamerTa, 3aTpyTHEHO MUCIICHE WIM HAMUPAHE Ha TyMUTE, 00BPKAHOCT;

Bbp3u 1 HEKOHTPOIMPYEMH ABHKEHHS Ha OUUTE (HUCTArbM), 3aMBIJICHO BUKIAHE ;
VYcemane 3a “3aBbpTane” (CBETOBBPTEXK), UyBCTBO Ha OMHUSHEHNUE;

[oBpbiane), cyxoTa B ycTara, 3arek, JIOIO XpaHOCMUJIaHe, TPeKOMEpHO 00pa3yBaHe Ha
ra3oBe B CTOMaxa W yepBara, IHapus;

Hamarneno yceriane wiv 9yBCTBUTEIHOCT, 3aTPYAHCHO N3rOBapsiHE HA yMH, HAPYIICHAE Ha
BHUMAaHHUETO;

[IIym B ymmTe KaTo XyXeHe, 3BbHEHE HIIH CBHPEHE ;

Pa3npasauTenHocT, npodieMu chC ChHS, AEIPECHS;

CBHHIMBOCT, yMOpa WK c1adocT (acTeHus);

Cwpbex, 0OpuB.

HeuecTn: Mmoxxe nma 3acernat g0 1 Ha 100 nmanuenTn

3abaBeHa ChpAeYHA YECTOTa, HAIIUTALUH, HEPEIOBEH ITyJIC WM IPYTH IPOMEHH B
eNeKTPHYECKATa aKTUBHOCT Ha ChPLETO (HapylICHUE Ha POBOIUMOCTTA);

[IpeyBenmueHo ycemane 3a 0J1aronoaydne, BIDKIaHe H YyBaHe Ha Hellla, KOUTO TH HiAMA;
Anepruvna peakiysi KbM IpHeMa Ha JIEKapCTBOTO, KOIIPUBHA TPECKa;

KpbBHHTE H3CIIeIBaHNS MOTAT J1a TIOKaKaT a0HOPMHHM PEe3yITaTH Ha (QYHKIMATA HA YEPHUS
Ipo0, yBpexkIaHe Ha YepHUS Ipo0;

Mucnu 3a caMoHapaHsBaHE U CaMOYOHIICTBO WITH OTHT 32 caMOyOuicTBO: He3a0aBHO ChOOIIeTE
Ha Bamus nekap;

UyBCTBO Ha THSIB WU Bb30Ya;

CMyl1eHHs: B MUCJICHETO WIIK 3ary0a Ha Bph3Ka C PEalHOCTTa;

Texka aneprudHa peakiys, IPUYHHIBAIIA OAyBaHe Ha JIMIETO, I'bPIIOTO, PhIIETE, XOAMIATA,
TJIC3CHUTE WIIH JI0JTHATa YacT Ha Kpakara

[Ipunagspk;

HeecTecTBeHN HEBOJICBH ABMKEHHS (TUCKUHE3HS).

C Hen3BeCTHA YeCTOTA: OT HAIMYHUTE JaHHHK HC MOXKC Ja 6’[:,[[6 HallpaBCHa OLICHKA 3a 4eCTOTaTa

[pekaneno 6bp30 OMeHe HA CHPIETO (BEHTPUKYJIapHA TAXHAPUTMUS)

Bw3ananeHo repio, BUCOKA TEMIIEpaTypa U pa3BUTHE Ha MoBedYe WHPEKIMU, OTKOIKOTO
o0ukHOBeHO. KpbBHMTE M3CIe1BaHUS MOTaT /1a IIOKaKaT CUJIHO HamalleH Opoil Ha omnpeiesieH
BUJ Ol KPHBHH KJIETKHU (arpaHyJIOIHUTO3a);

CepHO3HH KOKHM PEaKIIMK, KOUTO MOTaT Ja BKIIIOYBAT BUCOKA TEMIIepaTypa U APyTH
IPUIONOJO0HN CUMIITOMH, OOPHUB TIO JIMLETO, MPOIBIDKUTENIEH OOPHB, BH3MaJICHN CIUBULIN
(yronemenu numbHH Bb311). KpbBHUTE M3CIEABaHUS MOTAT Jia TOKa)KaT [TOBUIIEHU HUBA Ha
YepHOAPOOHH €H3UMHU U YBEIIMYaBaHe Ha OMpeJIeiieH TUIl Oer KpbBHU KIIETKH (€03UHODWINA);
[upoxo pa3npocTpsiH 0OpHUB ¢ MEXYPH U JIIOILIEHE Ha KOXaTa, 0cOOEHO OKOJIO ycTaTa, Hoca,
OYNTE U TIOJIOBUTE opranu (cuHApoM Ha CTUBBHC-I>)KOHCHH), U TTO-TEeKKa Gopma,
MPUYMHABALLA JIFOLIEHE Ha KokaTa B HaJ 30% OT MOBBPXHOCTTA HA TSJIOTO (TOKCHYHA
enuaepMaiHa HeKpoJin3a);

Kousyncun.

ﬂOHLJIHHTeJIHI/I HEXKEJTaHU PeaKIMy Py aena

JIOTBITHUTETHATE HEeXXETAHN PEaKINK TIPH JIeTa ca TTOBUIIICHA TeMIiepaTypa (IIHpPEeKCHs), Xpema
(Ha30(apuHIUT), BH3MAICHO I'bPJI0 ((apHuHIHT), TO-MATBK IPUEM Ha XpaHa OT OOMKHOBEHO (HamMaJleH
aTNieTHT) IPOMEHHU B TIOBEJICHUETO, HE CE IbPKAT KAKTO OOMKHOBEHO (HEOOWYAHO MTOBEICHUE) U
nmtica Ha eHeprus (Jieraprus). ChHIMBOCT (COMHOJICHTHOCT) € MHOTO YeCTa HeKeJlaHa PeaKITus IpH
Zetia 1 MoJKe J1a 3acerne mosede ot 1 Ha 10 gema.
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ChobiaBaHe HA HeKeJIAHU peaKIuu

AKO TIONy4YHTe HAKAaKBH HEXEJIAHU JIEKAPCTBEHH PEaKIny, yBeqoMmere Bamms nexap wim (apMaieBT.
ToBa BKIIFOUBA BCUYKH Bh3MOXKHU, HEOITUCAHU B Ta3U JIMCTOBKA HEXEJIAHU peakiuu. MOKeTe ChIIOo /1a
ChOOINNTE HEXKEIIAHU PEAKIIMU IUPEKTHO Ype3 HAI[MOHAIHATA CHCTEMa 3a ChoOIIIaBaHe, IIOCOYCHA B
[punoxenue V. Kato crobmaBare HexXEIIaHA PEaKIIUN, MOKETE Ja aeTe CBOSI PHUHOC 3a
MoJTydaBaHe Ha IMoBede HHPOpMAIHs OTHOCHO O€30MacHOCTTa Ha TOBA JIEKapCTBO.

5. Kak n1a cebxpansiBaTe Vimpat

L[a CC ChbXpaHsdaBa Ha MACTO, HCAOCTHIIHO 3a ACIA.

He u3non3BaiiTe ToBa IekapcTBO Ciiel] CPOKa HA TOAHOCT, OTOENA3aH BHPXY KapTOHEHATa OlaKOBKa U
OyTtunkata cien ,,l'oned 10:“. CpoKbT Ha TOIHOCT OTTOBapsl HA MOCIEIHUS JEH OT TIOCOYCHHUS MECell.

Jla He ce chXpaHsIBa B XJIaIUITHUK.
Crnen mbpBOTO OTBapsiHE Ha OyTHIIKAaTa ChC CUPOII_HE 5 M3MOJI3BaliTe oBeYe OT 6 Mecela.

He u3xBbpisiiTe nekapcTBaTa B KaHAIU3ALMATA WIA B KOHTEHHEpaA 3 JOMAIIHHA OTNAIbIIH.
[NonuTaiite Bammst hapManeBT Kak Aa U3XBHPIATE JIeKapcTBaTa, KOUTO Beve He u3noiseare. Tesn
MEpKHU ILIe CIIOMOTHAT 3a OIIa3BaHE Ha OKOJHATA CPela.

6. CLm)pmalme Ha ONaKOBKaTa U JO0IIbJHUTE/IHA I/IH(l)OpMaIIHﬂ

Kakso cbpabp:xa Vimpat
) AKTHBHOTO BelIecTBO € tako3amuf. 1 ml Vimpat cupor chabpka 10 mg mako3amu.

e Jlpyrute chcTaBku ca: rmnepon (E422), kapmenosa HaTpuii, COpOUTOIN, TeUeH
(xpuctamusupar) (E420), nonuerunenrimukon 4000, HaTpueB XJIOpUA, TUMOHEHA KUCEIMHA
(6e3BogHa), anecyndam kanwmii (E950), HaTpueB MeTunmapaxuapokcuoensoar (E219), apomar
Ha sirofa (ChIbprKalll NPONMJICHTIIMKOI, MaJITON), MACKUPAL apoMaT (ChIbprKalll
nponuieHrukon, acaptam (E951), anecyndam kanuii (E950), manrton, nefionnsupana Boja),
MIPEeYNCTeHa BOJIA.

Kak u3raexna Vimpat u KakBo cCbAbpKa 0NIaKOBKATA
. Vimpat 10 mg/ml cupomn e ciabo BHUCKO3HA, OUCTpa, O31BETHA A0 XBIATO-KadsiBa TEUHOCT.
. Vimpat ce npeanara B Oytunka ot 200 ml.

Kapronenata kytus ¢ Vimpat cupomn cbIbpska HOJIMIIPONMIICHOBa MepuTenHa yamka oT 30 ml (yepHu
rpajgyupaHy AeJCHUS) U CIIPUHIOBKA 3a IEpOpaHK (JOPMH OT HONKETHIIeH/ Tounpomuied oT 10 ml
("uepHH TpagyrpaHu AENEHHS) C TIOJIUETUIICHOB a/iarTep.

. MepuTtenHara yamka e noaxoasma 3a 1o3u Haza 20 ml. Besko rpagyupano nenenue (5 ml) a
MepHTeIHaTa yaika orroaps Ha 50 mg nakozaMmuz (Hampumep 2 rpayupaHy JeIeHus
otroBapsaT Ha 100 mg).

° CrpuniioBkara 3a nepopaiau ¢popmu ot 10 ml e moaxossia 3a qo3u mexay 1 ml u 20 ml. Enna
nbiHa 10 ml cipuHIioBka 3a nepopaiau Gopmu otroBaps Ha 100 mg. MunuManausT 06eM 3a
u3Binnyane € 1 ml, koeto ce paBHsBa Ha 10 mg ako3amuz. Ciiea TOBa BCSIKO IpagyrdpaHo
nenenue (0,25 ml) orroaps Ha 2,5 mg nako3aMua (Hanpumep 4 rpagyupaHu JeIeHus
otroBapsAT Ha 10 mg).

IIpuTexkaTes Ha pa3pelIeHUETO 32 yoTpeda
UCB Pharma S.A., Allée de la Recherche 60, B-1070 Bruxelles, benrus.

IIponsBoauTen
Aesica Pharmaceuticals GmbH, Alfred-Nobel-Str.10, 40789 Monheim am Rhein, 'epmanus
WA
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UCB Pharma SA, Chemin du Foriest, B-1420 Braine-1’Alleud, benrus.

3a JombaHUTEHA HH(POPMAIIHS OTHOCHO TOBA JIEKAPCTBO, MOJIS, CBBPIKETE C€ C JTIOKATHHUS
Mpe/ICTABUTEN HA MPUTEKATEISI HA Pa3pelIeHUeTo 3a yrnorpeda:

Belgié/Belgique/Belgien
UCB Pharma SA/NV
Tél/Tel: +32/(0)2 559 92 00

bbarapus
O CU BU boarapus EOO
Ten.: + 359 (0) 2 962 30 49

Ceska republika
UCB s.r.o.
Tel: +420 221 773 411

Danmark
UCB Nordic A/S
TIf: +45/32 46 24 00

Deutschland
UCB Pharma GmbH
Tel: +49/(0) 2173 48 4848

Eesti
UCB Pharma Oy Finland
Tel: + 358 9 2514 4221 (Soome)

E)lrada
UCB AE.
TnA: +30/2109974000

Espaiia
UCB Pharma, S.A.
Tel: +34/91 570 34 44

France
UCB Pharma S.A.
Tél: +33/(0)1 47 29 44 35

Hrvatska
Medis Adria d.o.o.
Tel: +385 (0) 1 230 34 46

Ireland
UCB (Pharma) Ireland Ltd.
Tel: + 353/ (0)1-46 37 395

Lietuva
UCB Pharma Oy Finland
Tel: +358 9 2514 4221 (Suomija)

Luxembourg/Luxemburg
UCB Pharma SA/NV
Tél/Tel: + 32 /(0)2 559 92 00 (Belgique/Belgien)

Magyarorszag
UCB Magyarorszag Kft.
Tel.: +36-(1) 391 0060

Malta
Pharmasud Ltd.
Tel: +356/21 37 64 36

Nederland
UCB Pharma B.V.
Tel.: +31/(0)76-573 11 40

Norge
UCB Nordic A/S
TIf: +47 /67 16 5880

Osterreich
UCB Pharma GmbH
Tel: + 43 (0) 1 291 80 00

Polska
UCB Pharma Sp. z 0.0. / VEDIM Sp. z 0.0.
Tel: +48 22 696 99 20

Portugal
UCB Pharma (Produtos Farmacéuticos), Lda
Tel: +351 21 302 5300

Romania
UCB Pharma Romania S.R.L.
Tel: +40 21 300 29 04

Slovenija
Medis, d.o.o.
Tel: + 386 1 589 69 00
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Island Slovenska republika

Vistor hf. UCB s.r.0., organizacna zlozka
Simi: + 354 535 7000 Tel: + 421 (0) 2 5920 2020
Italia Suomi/Finland

UCB Pharma S.p.A. UCB Pharma Oy Finland

Tel: +39 /02 300 791 Puh/Tel: + 358 9 2514 4221
Kvnpog Sverige

Lifepharma (Z.A.M.) Ltd UCB Nordic A/S

TnA: + 357 22 05 63 00 Tel: + 46/ (0) 40 29 49 00
Latvija United Kingdom (Northern Ireland)
UCB Pharma Oy Finland UCB (Pharma) Ireland Ltd
Tel: + 358 9 2514 4221 (Somija) Tel: +353/(0)1-46 37 395

Jara na nocieano npepasrJjexaane Ha gucropkara {MM /I'TTT}.
Apyru u3rounuuu Ha uHpopmanus

[Nonpo6Ha mH(OpMaIs 3a TOBa JIEKAPCTBO € IMpeAoCTaBeHa Ha yeOcaiita Ha EBpornelickaTta areHnus
1o JieKapcTBata http://www.ema.europa.eu/
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JIucToBKa: MH(pOpPMAILIUA 32 NANUEHTA

Vimpat 10 mg/ml undy3suonen pasTeop
nmako3zamun (lacosamide)

IIpouyeTeTe BHMMATEIHO LHSJIATA JIMCTOBKA, NPeIM 1a 3all0YHETe /1a IpUeMaTe TOBA JIEKAPCTBO,
Thil KaTo TS ChAbPrka BaxHa 3a Bac undopmanus.

° 3ama3ere Ta3u IUCTOBKa. Moke Ja C€ HAJIOKHU a s MPOYCTECTS OTHOBO.
° AXxo0 nMaTe HIKaKBU AOI'BJIHUTCIIHUA BBIIPOCH, nonuraiite Bamms JICKap Wi (bapMaueBT.
° Axo IMOJIYYUTEC HAKAKBU HCXKCJIAHU JICKAPCTBCHU PCAKIINU, YBEAOMETC Bamms JICKap Wi

(bapMaueBT. ToBa BKJII0OYBA ¥ BCHYKH Bb3MOKHHU HE)KEITAaHU PpE€aKiun, HECOIIMCAHU B Ta3U
JINCTOBKA. BuxTe TOUKa 4.

KakBo cbabp:ka Ta3u JMCTOBKA

KakBo npencrapnsia Vimpat 1 3a KakBO ce U3I0J3Ba
KakBo Tps0Ba na 3Haere, npeau 1a u3noni3eare Vimpat

Kak na mznonzeare Vimpat

BB3MOXHHN HEXETaHU peakun

Kak na cexpansBare Vimpat

ChabpxaHue Ha ONAKOBKATa U JOIBIHUTENIHA HH(POPMALUS

AN e

1. Kakso npeacraBiasgBa Vimpat u 3a KakBo ce U3M0JI3Ba

Kakso npeacraBiasasa Vimpat

Vimpat chabpxa gakozamul. Toii IpUHAUIeKH KbM IpyIia JIEKapcTBa, HAPEUCHH ,,aHTHETTHIICITUIHN
nekapcTBa“. Te3u JiekapcTBa ce U3M0I3BAT 32 JICUEHUE Ha SIUIICTICHS.

. Tosa nekapctBo Bu ce gaBa, 3a 1a Hamanu Opost HA PHNIAABIUTE (IPUCTHIIUTE), KOUTO UMAaTe.

3a kakBo ce u3noua3ea Vimpat
. Vimpat ce u3noinspa:
" CaMOCTOSITEITHO M 32€JIHO C APYTH aHTHEMWICTITUYHY JISKAPCTBA, MTPH Bh3PACTHH, IOHOIIHU H
JieTia, Ha BB3PacT 2 ¥ IMOBeYe TOMHM, 3a JICUSHHE Ha ONPe/IeNIeH BU/I SITUIICTICHS,
XapaKTepu3upalla ce ¢ nosizaTa Ha MPUCTHII C TAPIIUATHO HAYaJI0 ChC UK O€3 BTOPUYHA
redepanuzanys. [Ipy To3u BUJ eNUJICTICHS TPUCTHIBT IbPBOHAYAIHO 3acsIra caMo eJIHaTa
cTpana Ha Bamms mo3wk. Tolt o6ade Moxe ciiesr ToBa Ja 1a 00XBaHEe MO-TOJIEMH YacTH Ha
JIBETE CTpaHu Ha Baius MO3bK;
" 33¢JHO C APYr'¥ aHTHENHWJICIITUYHH JICKAPCTBa, IIPY Bb3PACTHH, FOHOIIIN U JIela, HAa Bh3pacT
4 ToIVHU ¥ TIOBEYE, 32 JICYCHNE Ha TbPBUYHO T'eHEPAIM3UPAHH TOHHYHO-KJIOHUYHH
MPUCTHIN (TEXKKH MPUCTHITH, BKITFOUBAIIM 3ary0a Ha Ch3HAHHUE) MIPH MAIMEHTH C
reHepaln3upaHa UIUONATHYHA SIMHJICTICHs (TUITBT SIHMJICIICHS, 32 KOMTO Ce CMsATa, Ye UMa
TEHETUYHH OCHOBH).

2. KakBo TpsiOBa 1a 3HaeTe, mpeau Aa u3noa3sare Vimpat

He n3mos3Bare Vimpat

. aKO CTE AJICPTUYHH KbM JIAKO3aMUJ] T KbM HSKOS OT OCTAHAIIUTE CHCTABKU Ha TOBA JIEKAPCTBO
(m36poeHu B Touka 6). AKO HE CT€ CUTYPHH JIajli CTe aJiepTUIHHU, MOJISl 00ChAETE TOBa ¢ Barmmms
JIeKap.

. aKo CTpaJiaTe OT ONpeJIeNiCH BUJ HapyIlIeHHEe Ha ChP/ICYHUS] pUTHM, HApEUCHO BTOPA WIIH TPETA

CTCIICH Ha MPCACHPAHO-KaMEPCH OJIOK.

He m3non3Baiite Vimpat, ako HSIKOE OT TOPHHUTE ce OTHACS 3a Bac. Ako He cTe CUTYpHH, TOBOPETE C
Bamus nexap wiu gapMarieBT penu aa mpueMeTe TOBa JISKapCTBO.
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IIpenynpesxnenusi u npeanasHu MepKu

I'oBopete ¢ Bamms nekap, npean aa u3non3eare Vimpat, ako:

. aKo MMaTe MHCJIM 332 CAMOHAPaHsIBaHE WK CaMOyOMHCTBO. MaJika 4acT OT X0OpaTa, JIEKyBaHHU C
AQHTHUENUJICTITUYHY JISKAPCTBEHU MPOJYKTH KaTo JIAKO3aMUJI ca UMaJld MHCIIH 32
caMOHapaHsIBaHEe WA caMOyOnicTBO. AKO HaKora Bu ce mosABST TaknBa MUCIH, He3a0aBHO
croOmeTe Ha Bammst mekap.

. rMaTe 3a00JBaHe, KOETO BIIMSIE HA HA BAIIETO ChPIIEOMEHE M YeCTO MMaTe MpeKajieHo OaBHO,
0aBeH, Obp3 MM HEPaBHOMEPEH ChpeueH MUTHM (Kato AV GJIOK, MPeaCHhPIHO MBKACHE U
MIPEACHPIHO TPETITCHE).

. MMaTe TeXKKO ChPJICYHO 3a00JIIBaHE KaTO ChpPJICYHA HEIOCTATHYHOCT WIIH CTE UMK ChPJICUYCH
nH(pApKT.
. YecTo CTe 3aMasiHH WITK majate. Vimpat MoXKe Jia IOBeJe 10 3aMastHOCT, KOSTO J1a IIOBHUIIN

pHCKa OT CilyuyailHO HapaHsBaHe WK Majgane. ToBa 03Ha4yaBa, ue TpsiOBa 1a BHUMaBaTe, 10KaTo
HE CBUKHETE ¢ e()eKTHUTE Ha TOBA JIEKAPCTBO.
AKO HSIKOE OT TOpHHUTE ce OoTHacs 3a Bac (wm He cTe curypHH), ToBOpeTe ¢ Bammus nexap wimn
(dapManeBT npean aa U3non3Bare Vimpat.
Axo npuemate Vimpat, roBopere ¢ Bamus nekap, ako monydaBaTe HOB THIT IPUCTBITH WK CE
Ha0Jr01aBa BIIOLIABAHE HA CHLIECTBYBAIIUTE IPUCTHIIH.
Axko B3eMate Vimpat 1 uMaTe CHMITOMH Ha HENPAaBUIHO OMeHe Ha ChpreTo (KaTo OaBeH, Obp3 Win
HEpaBHOMEPEH ChpJeUeH PUTHM, HATIHUTAINH, 331yX, YCEIIaHe 3a 3aMasiHOCT, IPUTIAIBK), TOTHPCETE
BeIIHara MeIMIHCKA TTOMOII (BIDKTE TOUKa 4).

Jena

Vimpat He ce mpernopbuBa 3a Jela Ha Bb3pacT 10| 2 TOJAWHU C CUJICIICUS, KOSITO CE XapaKTepHU3Hpa C
MosIBaTa Ha MapIlialieH IPUCTHIL, M HE Ce MPENopbyBa MPH J1ela Mo 4-TOUIITHA Bh3PacT C TBPBUIHO
TeHEPATM3UPAHN TOHHYHO-KJIOHUYHU MPUCTBHITH, 3aII0TO BCE OIE HE CE 3HAE NI TOH JeHCTBa U
nanu € 6e3omaceH 3a Jera OT Ta3u Bh3pacToBa rpyra.

Apyru nexapcrBa u Vimpat
Nudopmupaiite Bamwst nekap uiu ¢papMaleBT, ako nprueMaTe, HaCKOpo CTe MPHEMalId Wil €
BB3MOXHO J1a IPUEMETE IPYTH JIEKapCTBa.

B wactHoCT, nHpOpMuUpaiiTe Bamms iekap wim gapmanesT, ako IprueMare HIKoe OT CICTHUTE
JIEKapCTBa, KOWTO BIMSAT HA CHPIIETO - 3al0TO Vimpat MOXe ChIIO Jia OKaXe BIHUsSHUE Ha BameTto
ChpIE:

. JIEKapCTBa 3a JICYEHUE Ha ChPJEUHH poliemu;

. JIEKapcTBa, KOUTO MOTaT J1a yIboKar ,,PR unreppana® npu ckanupane Ha cbpueroupe3 EKT
WIIH eNIEKTPOKapAHOrpaMa, JJeKapcTBa 3a emuiericrsi Win 00Jka, HapedeH! KapOaMasenvH,
JTAMOTPYKYH WU TIperadaivH;

. JIEKapCTBa, U3IOJI3BAHU MIPY HAKOM BHIOBE HAPYIICHHUA HA ChPACYHHS PUTHM WIH ChpACYHA
HEJ0CTaThYHOCT.

AKo HAKOE OT FTOpHHUTE ce OTHacs 3a Bac (uim He cTe curypHm), ropopete ¢ Bamus nexap uinu

(dapmaliieBT peay J1a u3noia3sare Vimpat.

Wndopmupaiite cbiro Bamms nexap nin ¢apmaneBT, ako IprEeMarTe HsIKOe OT CISTHHUTE JIEKapCTBa,
THI KaTo Te MOTaT Jia yBelnrJar Wi HaManar edekra Ha Vimpat B oprann3ma Bu:

. JIeKapcTBa 32 'bOMYHM MH(EKINH, KaTo (IIyKOHA30J1, UTPAKOHA30JI, M KETOKOHA307;

. nekapcrsa 3a XMB, kaTo putoHaBup;

. JIEKapCTBa 3a JIeYeHUe Ha OaKTepuaTHi WHPEKINU, KaTO KIAPUTPOMULIMH MU PUPAMITUIINH;

. OMJIKOBO JIEKApCTBO, M3IMOJI3BAHO 32 JICUEHUE HA JIEKa TPEBOXKHOCT U ACTIPECHs], HAIIPUMEP KBIT
KaHTapHOH.

AKO HSIKOE OT TOPHOTO c€ OTHAcs 3a Bac (wim He cTe curypHu), ropopere ¢ Bamms iekap win
(dhapmarieBT Tipen ga npueMere Vimpat.
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Vimpat ¢ aaxoxona
Kato mpenmazna msapka He u3moiBaiiTe Vimpat ¢ alKoxoir.

BbpeMeHHOCT 1 KEpMeHe
Xenu B nereponHa Bb3pacT TpAOBa fa 0OCHIAT € JIeKaps U3MO0I3BaHETO HAa KOHTPALICIITHBH.

AKO cTe OpeMeHHa MM KbPMUTE, CMSATATe, 4e MOXKE J1a CTe OpeMEHHA WU IUIaHUpaTe OPEeMEeHHOCT,
MMOChBETBalTe ce ¢ Bamms nexap win ¢apmaneBT npeau yrnorpedaTa Ha TOBa JEKapCTBO.

He ce npenopruBa ynorpebara Ha Vimpat, ako cTe OpeMeHHa, Thii KaTo epekTuTe Ha Vimpat BEpXyY
OpEMEHHOCTTA U IJI0Ja HE Ca YCTAHOBEHHU.

He ce mpenoppuBa ma kepmuTe 6€0eTO CH, ToKaTO IIprieMare Vimpat, Thi kato Vimpat mpeMruHaBa B
KbpMarTa.

[Torwpcete He3abaBHO chBET OT Bamms nekap, ako 3adpemMeHeeTe Wi MmlaHupate OpemeHHocT. Toi
me Bu nomorse na pemmTe panu TpsiOBa Aa u3mon3Bare Vimpat wim He.

He cniupaiite neuenueTo 0e3 MbpBO Ja TOBOPUTE C BallMsl JICKap, Thil KATO TOBA MOXKE JIa YBEIUYN
Bamure npunaxbim (IprucThim).

lodupane u padoTa ¢ MAIIUHU

He mogupatiite, He KapaiTe BEJIOCUIIC]] WM HE U3IMOJI3BANTE HIKAKBY MHCTPYMEHTH WJIM MalllMHU
JIOKaTo He pa3depeTe Kak ToBa JiekapcTBo Bu Bimse, Thi kKaTo Vimpat MoKe 1a IOBee O 3aMastHOCT
WK Aa IMpUYruHA 3aMbIJIABAHC Ha 3PpCHUCTO.

Vimpat cbabpska HATpUid

ToBa nexapcTBo chabpka 59,8 mg HaTpuit (OCHOBEH KOMIIOHEHT Ha TOTBapCKaTa/Tpare3HaTa coi) BbB
BcekH (u1akoH. ToBa € eKBUBaJICHTHO Ha 3% OT IMpenopbYuTeIHaTa MaKCHMalIHa JHEBHA /1032
MpUEMaH ¢ XpaHaTa HaTPHi 32 Bh3PACTHHU.

3. Kak na uznoasBare Vimpat

Bunaru npuemaiite ToBa JIEKapCTBO TOYHO KakTo Bu e kazan Bammst nekap nnm dapmaneBt. AKo He
CTe CUTYpHH B HElo, nmonuTaire Bamms nekap uinu hapManesr.

Ynorpeda na Vimpat
. Wznon3Banero Ha Vimpat MOXKe /1a 3alI0YHE Upe3:
- pHEM Ha JIeKapCTBOTO IIPe3 ycTara Uil
- PHIIOKEHHE KaTO MHTPaBeHO3Ha HH(Y3Hs (TIOHSIKOTa Hapu4iaHa ,,i.v. HHQY3us ), mpu
KOSITO JIEKapCTBOTO CE BIIMBA BHB Baimiata BeHa OT JOKTOp WIM MEAUIMHCKA CECTpA.
BnuBaneto tpae ot 15 1o 60 MmuHyTH.

° 1.v. uH}Yy3usiTa 0OOMKHOBEHO CE M3MO0JI3Ba 32 KPaTKo BpeMe, KOraTo He MOXKe J1a IpHeMare
JIEKapCTBOTO IIpE3 yCTaTa.
o BamusT nexap 1ie peiiy B Ipoab/DKeHHE Ha KOJIKO JHU 1i1e TpsiOBa aa Bu mpuinarat uadysuu.

Wma onmt ¢ aBa mbTH AHEBHO MH(QY3UKM HA Vimpat 10 5 AHU. 3a MO-IBIATOCPOYHO JICUCHHE Ce
npeiarat Vimpat TabJeTKH U CUPOTL.

Korato npemunaBaTe oT uH(}y3us KbM IpUEM Ha JIEKApCTBOTO Mpe3 ycTaTa (WK APYT HAUMH),
00II0TO KOJIMYECTBO, KOETO IpUeMaTe BCEKH JACH M YeCTOTaTa Ha IpremMa TpsaOBa ja OCTaHaT ChLIHTE.
. Uznonszeaiite Vimpat aBa mbTH BceKu JAeH (MIPUOTU3UTETHO mpe3 12 vaca).

. Omnuraiite ce 1a ro U3MOJI3BATE MO €JHO U CHII0 BPeMe BCEKHU JICH.

Kouiko na usnos3zBare

[Mo-mony ca M30pOoCHN HOPMATHUTE MPENOPHUYUTEITHH JT03U Vimpat 3a pa3iuyHU Bb3PACTOBH IPYIH U
TEJIECHO TeTJI0. BammsT nekap Moxke Jia TIpeIuIie pa3jindHa J103a, aKo uMarte mpoosieMu ¢ ObOpenuTe
WU 9epHUS AP00.
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IOHnoumm u aeua c terjo 50 kg u noBeye, 1 Bb3pacTHU
Koraro m3nonsBate Vimpat caMocTosSTeTHO

OOwuuaitHara HavanHa q03a Vimpat e 50 mg 18a TbTH HA JICH.
Jleuenuero ¢ Vimpat Mmoxxe aa 3amoune u ¢ qo3a 100 mg Vimpat qBa mbTy Ha JCH.
BammsT nexap Moxxe ga yBenndaBa qHeBHaTa Bu no3a Beska ceqmuta ¢ 50 mg. Tosa mie
MPOIBIDKH JOKATO HE JOCTUTHETe moaabpxama go3a 100 mg xo 300 mg aBa mbTH HA JIEH.

Koraro m3nomnssare Vimpat 3a€1HO0 ¢ IPYIr¥ aHTHENMNIECHTHYHH JEKapCTBa

Obwnuaitnara HavanHa q03a Vimpat e 50 mg 18a TbTH HA JeH.
BammusT nexkap Moxxe ga yBenuyasa JHeBHaTa Bu no3a Beska cenqmuna ¢ 50 mg. Tosa mie
MPOIBIKU JOKATO HE JOCTUTHETE noaabpxaiia qo3a 100 mg no 200 mg 1Ba mbTH Ha JICH.
Axo Texxute 50 kg nnm moBeue, BamusT nekap MoXke Ja pelu 1a 3arodHe JieueHne ¢ Vimpat
¢ eAMHUYHA ,,HaToBapBaa“ g03a 200 mg. Cnen 12 vaca 1ie 3armo4HeTe ¢ BamaTa TeKyIa

noagabpIKalia a03a.

Jeua u roHomu c rerJio noa S0 kg
- [Ipu neuenuemo na napyuannu npucmvnu. oObpHETe BHUMaHUE, 4e Vimpat He ce IpernopbuBa 3a
Jena noJ 2-roAuiHa Bb3pacT.
- [Ipu neuenuemo na NbPEUUHO 2eHEPATUSUPAHU MOHUYHO-KIOHUYHU NPUCMBAY: 00BbPHETE BHUMAHHE,
4ye Vimpat He ce IpenopbyBa 3a Jela Noj 4-roJuiIHa Bb3pacT.

Koraro mn3nomnssare Vimpat caMOCTOSATEITHO

BammsT nexap e onpeznenu no3ara Vimpat Bb3 0CHOBa Ha Bamero TenecHo Tero.
Oobuuaiinara HavanHa qo03a € 1 mg (0,1 ml) 3a Bcexu kunorpam (kg) TenecHo Terno, 1Ba MbTH

Ha JIEcH.

Bamwsr nexap Moe cien ToBa 1a yBenuuaBa Bamnara qHeBHa no3a Besika ceaMuua ¢ 1 mg
(0,1 ml) 3a Bceku kujiorpaM TejieCHO Terjio. ToBa Ie MPOabIDKH, TOKATO JOCTUTHETE

nogabpiKalia 103a.

TabnuuuTe 3a 103UpaHe, BKIIOYBAIIN MaKCHMaJIHATA IPEHIOPhUYHNTENIHA 1033, Ca
IpefocTaBeHy mo-1011y. ToBa e camo 3a nHdopmarus. BammsaT nexap e onpenenu
IpaBUJIHATa J103a 3a Bac.

HM3non3BaHe ABa MbTH Ha JIeH 3a JI€La, HABBPIIWIN 2-TOAUIIHA Bb3pacT, ¢ TerJio ot 10 kg no nox

40 kg

Terno | Cengmuma 1 | Cegmuna 2 | Ceamuna 3 | Ceamuna 4 | Ceamuna 5 | Cenmurna 6
Hayvamna 0,2 ml/kg 0,3 ml/kg 0,4 ml/kg 0,5 ml/kg MaxkcumanHa
Jo3a: NpenopbYUTENHA
0,1 ml/kg no3za: 0,6 ml/kg

10kg | 1ml 2 ml 3ml 4 ml Sml 6 ml

15kg | 1,5ml 3 ml 4,5 ml 6 ml 7,5 ml 9 ml

20kg | 2ml 4 ml 6 ml 8 ml 10 ml 12 ml

25kg | 2,5ml 5 ml 7,5 ml 10 ml 12,5 ml 15 ml

30kg | 3ml 6 ml 9 ml 12 ml 15 ml 18 ml

35kg [3,5ml 7 ml 10,5 ml 14 ml 17,5 ml 21 ml

H3noJ3BaHe ABa IHTH HA JIeH 3a Jerna 1 roHouu ¢ Tero ot 40 kg no mox 50 kg

Termo | Cegmuna 1 Cegmurna 2 Cenmurna 3 Cenmuna 4 Cegmuna 5
Hayanna 0,2 ml/kg 0,3 ml/kg 0,4 ml/kg Maxkcumanza
no3za: 0,1 ml/kg MpenopbYNTENHA

nmo3a: 0,5 ml/kg
40kg | 4ml 8 ml 12 ml 16 ml 20 ml
45kg | 4,5ml 9 ml 13,5ml 18 ml 22,5 ml

Koraro uznon3pare Vimpat C APYI' aHTHCTIUICTITHYHH JICKapCTBa

Bammst nexap mie onpenenu mo3arta Vimpat Bb3 OCHOBA Ha BameTo TeaecHo Terio.
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- 3a gena u toHOIH ¢ Teryio ot 10 kg mo mo-manko ot 50 kg, oOnyaitHata HadanHa mo3a € 1 mg
(0,1 ml) 3a Bcexu kmmorpam (kg) TemecHO TErmo aBa MFTH THEBHO.

- Bammsar nexap Moxe ja yBenu4asa jqo3ara Bu, npuemana nsa metu aHeBHO, ¢ 1 mg (0,1 ml)
Ha BCEKU kg TeIecHO Tero ceaMu4HO. ToBa Ie MPOIBIIKH, JOKATO TOCTUTHETE MO TbpIKaIia

J03a.

- Ilo-goxy ca mpemocTaBenn TaOIUIUTE 32 TO3MPaHE, BKIIOYBAIINA MaKCUMaTHATa
MpernopbYUTeTHa 103a. ToBa e camo 3a uHdopmanus. Bammsar iekap e onpenenu
npaBWiIHaTa j03a 3a Bac.

3a uznosa3Bane ABa MbTH JHEBHO MpU JeIla, HABGPIIWIN 2-TOAUIIHA BB3pacT, ¢ TerJo ot 10 kg no

nox 20 kg

Termo | Ceamumna 1 Cenmuia 2 | Cenmuna 3 | Ceamuna 4 | Cenqmuna 5 | CenMuria
Hauanna 0,2 ml/kg 0,3 ml/kg 0,4 ml/kg 0,5 ml/kg 6MakcumaiHa
Jo3a: MIPEeTIOPbYNTETHA
0,1 ml/kg Jo3a:

0,6 ml/kg

10 kg 1 ml 2 ml 3ml 4 ml Sml 6 ml

15 kg 1,5 ml 3ml 4,5 ml 6 ml 7,5 ml 9 ml

HM3non3BaHe ABa MbTH HA JIeH 3a Jiela U roHomH ¢ Teryo ot 20 kg no mox 30 kg

Termo | Cemmuna 1 Cenmuiia 2 Cenmuria 3 Cenmuria 4 Cenmuna 5
Havamna moza: | 0,2 ml/kg 0,3 ml/kg 0,4 ml/kg MaxkcumanHa
0,1 ml/kg MpernopbYUTETHA

no3za: 0,5 ml/kg

20kg | 2ml 4 ml 6 ml 8 ml 10 ml

25kg | 2,5ml 5 ml 7,5 ml 10 ml 12,5 ml

HM3nosa3BaHe ABa MbTH HA JIeH 3a Jeua U roHowu ¢ Teryo ot 30 kg no mox 50 kg

Termo Cemmumna 1 Cegmurna 2 Cenmuna 3 Cenmuna 4

Hauanna no3a: 0,2 ml/kg 0,3 ml/kg Makcumaina
0,1 ml/kg MIPETOPHUUTENHA
no3a: 0,4 ml/kg

30 kg 3ml 6 ml 9 ml 12 ml

35kg 3,5 ml 7 ml 10,5 ml 14 ml

40 kg 4 ml 8 ml 12 ml 16 ml

45 kg 4,5 ml 9ml 13,5 ml 18 ml

AKo cTe crpesiu npuemMa Ha Vimpat
Axko Bammsr nekap pewn na cupe jedeHuero Bu ¢ Vimpat, To# e Hamanu fo3ara nocrenenHo. Toa
€, 3a Jla ce IpeloTBpaTH MOBTOPHATA MOSBA WM BIIOIIaBaHETO Ha BamaTa enwtencust.

AKO MaTe HIKAKBHU JOIBIHUTEIIHH BBIPOCH, CBBP3aHH € yIIoTpedara Ha TOBa JIEKAPCTBO, TIOMHUTANTE
Bamms nekap nnm dapmanesT.

4. BB3MOKHT HexkeTaHU peaKkIuu

KakTo Bcuuku JICKapCTBa, TOBA JICKAPCTBO MOXKE J1a IPEAN3BHUKA HEXKECIIaHNU p€aKIUK, BBIIPEKU Y€ HE

BCCKU I'1 IOJTy4aBa.

Hexenanute pCaKkiuun OT CTpaHa Ha HEpBHaTa CUCTEMA, KaTO 3aMassHOCT, MOXKE 1a Ca IMOBEYEC CIIC

HaTOBapBaIlla g03a.
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CbolOuiere Ha Bamus Jiekap win (papManeBT, aKO MOJYyYUTe HAKOS OT CJIeJHUTE peaKkun:
MHoro 4yecTH: MOXe 1a 3acertat moseue oT 1 Ha 10 maruenTu

. I'nmaBoGoine;
. UyBCTBO HA 3aMastHOCT WJIH TaJICHE;
. JBolitHO BIKIaHe (IUILTOMIHS).

YecTH: Moke 1a 3acersar 10 1 gHa 10 manuentn

. Kpatku KOHBYJICHU B JiaJIeH MYCKYJI UK TpyHa MyCKyJH (MUOKIOHUYHU MTPHUCTHITN);
. 3arpyaHeHa KOOPAWHAIINS HA JABMKCHHATA WIIH XOJICHETO;
. [IpoGiemu cbe 3amazBaHe Ha paBHOBECHE, TperepeHe (TpeMop), MpaBydKaHe (TTapecTes3ns) Win

MYCKYJIHH CIIa3MH, JIECHO NaJjaHe U 00pa3yBaHe HA CHHUHU;

[TpoGiemu ¢ maMeTTa, MUCIEHETO WIIM HAMUPAHETO Ha TyMH, 0OBPKaHOCT;

BBp3u 1 HEKOHTPOIMPYEMH IBIKEHHUS HA OUUTE (HUCTarbM), 3aMbIJICHO BIDK/IAHE ;
Ycemane 3a “3aBbpTaHe” (CBETOBBPTEXK), YyBCTBO HA OMHUSHEHUE;

[ToBprwImane, cyxoTa B ycTaTa, 3aIeK, JIOIO0 XpaHOCMIIIaHe, IIPEKOMEPHO 00pa3yBaHe Ha ra30Be
B CTOMaxa W 4epBarta, Juapusi,

Hamaneno ycemane uim 4yBCTBUTEIHOCT, 3aTPY/JHEHO U3rOBapsiHE Ha JyMH, HApYIICHUE Ha
BHHMaHHETO;

[IIyM B yIIATE KaTO KyXKEHE, 3BbHEHE WIA CBUPEHE;

PaznpasznutenHoct, npoOiieMu CbC ChHS, IENPECHS;

CBHHIUBOCT, yMOpa HIIH C1a00CT (aCTEHUS);

CwpOex, 00puB.

HeuvecTn: Mmoxxe ma 3acersat no 1 Ha 100 nanuenTtu

. 3a0aBeHa chp/i€yHA YECTOTA, MANMUTAIIH, HEPEJOBEH IMYJIC MU IPYTH IIPOMEHH B
eJIEKTpUYECKaTa aKTUBHOCT Ha BALIETO Chplie (HapyLIeHUE Ha MPOBOIUMOCTTA);

. [IpeyBenuueHo ycemane 3a O1aronoiy4ne, BIDKAaHEe U 9yBaHE Ha Hellla, KOUTO T'M HIMa;
AJnepruvHa peakiys KbM IIpreMa Ha JIEKapCTBOTO, KOIIPUBHA TPECKa;

. KpbBHUTE H3ceaBaHUs MOTAT Jla TIOKaKaT aOHOPMHA (DYHKIIMS Ha YepHUs Apo0, YBPESKIaHE Ha
4yepHUs Apo0;

. Mucnu 3a caMOHapaHsBaHE WM CaMOYOHICTBO MIIM OIMT 32 CaMOyOUHCTBO: HE3a0aBHO
croOIeTe Ha Bamms nekap;

. UyBCTBO Ha THSB WU Bb30Y/a;

. CMy1leHrs: B MUCJIEHETO WJIH 3ary0a Ha Bpb3Ka C PealHOCTTa;

. Texxka anepruyHa peakuusi, IPUYMHIBAILA [T0AyBaHEe HA JIULETO, IbPIOTO, PhLETE, XOAUIATa,
TJIe3€HUTE WU JIOJTHATA YacT Ha KpaKara;
[Ipunansk;

. HeecTtecTBeHn HeBONEBU IBMKEHUS (IUCKIHE3MS).

C Hen3BeCTHA YeCTOTA: OT HAJTMYHHTE JIAHHHU HE MOXKe Jja ObJie HalpaBeHa OlleHKa 3a YeCToTaTa

. [pekaneno 6b6p30 OMeHe HA CHPIETO (BEHTPUKYJIApHA TAXHAPUTMUS)

. Br3ananeHo repio, BUCOKA TEMIIEpaTypa U pa3BUTHE HA MOBeYe NHPEKIMH, OTKOIKOTO
o0ukHOBeHO. KpbBHMTE M3caeIBaHHU MOTaT J1a IIOKaKaT CUJIHO HamalleH Opoii Ha ompeiesieH
BUJ Ol KPBBHH KJIETKHU (arpaHyJIOLHTO3a);

. Cepro3HH KO>KHHU PEaKINU, KOUTO MOTaT Jja BKIIOYBAT BHCOKA TeMIeparypa 1 Apyry
TPUTIONIOJIO0HN CUMITTOMH, OOPHUB TIO JIUTIETO, IPOIBIDKUTENIEH OOPHB, BH3MAJICHN CITUBHUIIN
(yBenmuuenu mumbHU Bb3H). KpbBHUTE U3CIeIBaHNS MOTAT J1a TIOKAXKAT MMOBUIIICHU HUBA HA
YepHOAPOOHY SH3MMU U OTIPEJICIICH THIT OCITM KPhBHU KICTKU (€03UHOMUITHS);

. [upoxo pa3npocTpsiH 0OpHUB ¢ MEXYPH U JIIOIEHE Ha KOXaTa, 0cOOEHO OKOJIO ycTaTa, Hoca,
OYNTE U TOJIOBUTE opranu (cuHApoM Ha CTUBBHC-J[PKOHCHH), U TTO-TEXKa (popMa, MpUIHHIBAIIA
JomIeHe Ha KokaTa B HaJl 30% OT MOBBPXHOCTTA HA TSUTOTO (TOKCHMYHA eMHAepMaTHa
HEKpOJIn3a);

. Kousyncumn.
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JlONbITHUTEIHN HesKeJIaHH JIeKapCTBeHU PeaKuM NPHU NPUJI0KeHHe KATO HHTPaBEeHO3HA
uHpy3us
Bb3MoxHM ca JIOKaTHH HeKETaH! JeKapCTBEHU peakluu.

YecTH: Moke 1a 3acersar 10 1 gHa 10 manuentn
) Bonka wimu nuckomMgpopT Ha MACTOTO Ha MPUIIOKCHHUE WIH Pa3/ipa3HEHUE.

HeuecTn: Mmoxe nma 3acersat no 1 ma 100 nanuenTtu
° 3auepBsiBaHE Ha MACTOTO HA MPUIIOKECHUE.

JlombJIHUTETHN HeKeJIaHHU JIeKapCTBeHH peaKyu MpH Aena

JOmbITHUTEIHUTE HEXKENIaHU PEeaKLUK MPH JIela ca TOBHUILEHa TeMIepaTypa (MMpeKcus), Xxpema
(HazodapuHTUT), BH3MAICHO I'BPI0 ((PapUHTHT), TO-MATBK IIPHUEM Ha XpaHa OT OOMKHOBEHO (HaMalleH
arneTuT), MPOMEHH B TIOBEICHUETO, HE CE€ IBPXKAT KAKTO OOMKHOBEHO (HEOOMYaiHO OBEACHUE) U
nurica Ha eHeprus (Jieraprus). ChHANBOCT (COMHOJICHTHOCT) € MHOTO YeCTa HeXKeJIaHa PEaKIus IpH
Jena 1 MoJke 1a 3acerHe nosede ot 1 Ha 10 gema.

Chol0maBaHe Ha HesKeJaHU peaKInu

AKo ToITyYnTe HIKaKBH HEXKEIIaHU JICKAPCTBEHU PEaKLUH, yBeroMeTe Bamms nexap nin gpapmarieBT.
ToBa BKIIFOUBa BCHYKH BH3MO)KHH, HEOTIMCAHH B Ta31 JIMCTOBKA HEXKEJIAHH peakimu. Mo)keTe ChIIo aa
ChOOIIUTE HEeXKEIAHU PeaKkluy JUPEKTHO Upe3 HallMOHAIHATa CUCTeMa 3a ChOOIIaBaHe, IOCOUCHA B
[Npunoxenue V. Kato cbo0imaBare HexXeNnaHU peakiMu, MOXKETe Aa 1ajieTe CBOs IPUHOC 32
MoJTyYaBaHe Ha IMOBeYe HH(POPMAIH OTHOCHO O€30M1acHOCTTa Ha TOBA JIEKAPCTBO.

5. Kak na cbxpansiBate Vimpat
Ja ce cbXxpaHsiBa Ha MsCTO, HEAOCTBIIHO 32 JeLa.

He n3non3BaiiTe TOBa JIEKapCTBO CIIE]] CPOKA HA TOJHOCT, OTOENsI3aH BHPXY KapTOHEHATA OMAaKOBKA U
(naxona cien ,,I'ogeH 10:“. CpoKbT Ha FOJHOCT OTrOBApPs HA MOCJICIHMUS JCH OT MOCOYCHHUS MECEIL.

Ha ce cexpansisa mox 25°C.

Bceku ¢uakon Vimpat uH}y3uoHeH pa3TBOp ce U3IM0J3Ba CaMO BEAHBXK (32 €JHOKPATHO
npuwioxkenue). Hensnon3saHusT pa3TBOp TPsiOBa J1a c€ YHUILIOKH.

H3nomn3saiite CANHCTBCHO Pa3TBOP 0e3 BUJIUMH YaCTHUIU UJIK IPOMSAHA HA IBCTA.

He HSXB’prHfITe JICKapCTBaTa B KaHAIM3alusaTa UJIn B KOHTeﬁHepa 3a JOMAalIH! OTIIaAbIIN.
Ilonuraiite Bamms (bapMaueBT KaK J1a U3XBBbPJIATC JICKAPCTBATA, KOUTO BEYC HC MU3IIOJI3BATC. Te3u
MCPKH LIC CIIOMOTrHAT 3a Olla3BaHC HAa OKOJIHATa Cpeaa.

6. ChabpkaHue Ha OIAKOBKATA M JONNBJIHUTEIHA HH(pOpManms

KakBo chabpixa Vimpat
. AKTHBHOTO BEIIECTBO € JTAKO3aMH/I.

1 ml Vimpat nndy3uonen pazreop cbabspxa 10 mg mako3aMu.

1 diaxoH ceabpxa 20 ml Vimpat nady3uoHeH pa3rBop, croTBeTcTBaml Ha 200 mg ako3amMuz,.
. Jlpyrure cbCTaBKHU ca: HATPHUEB XJIOPU], XJIOPOBOJIOPOIHA KUCENNHA, BOAA 32 HHKEKIUH.

Kak n3rnexna Vimpat 1 KakBo CbABPKA ONIAKOBKATA

° Vimpat 10 mg/ml uny3uoHeH pa3TBOp € OMCThP, OS3LBETEH Pa3TBOP.

Vimpat uHpY3MOHEH pa3TBOp Ce Ipeyiara B OaKOBKHU, ChIbprkamy 1 ¢uiakoH u 5 giakoHa. Beekn
(daakoH cpabprka 20 ml.
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He Bcuuky BUIOBE ONIAKOBKH MOTrat Aa ObJAT MyCHATH B IPOAaK0a.

IIpurexkaTes Ha pa3penIeHHETO 32 ynoTpeda

UCB Pharma S.A., Allée de la Recherche 60, B-1070 Bruxelles, bearus.

IIpousBoauTen

UCB Pharma S.A., Chemin du Foriest, B-1420 Braine-1’ Alleud, benrus

nin

Aesica Pharmaceuticals GmbH, Alfred-Nobel Strasse 10, D-40789 Monheim am Rhein, I'epmanmst.

3a JombaHUTEHA HH(POPMAIIHS OTHOCHO TOBA JIEKAPCTBO, MOJIS, CBBPIKETE CE€ C JIOKATHHUS
MpeCTaBUTEN Ha TIPUTEXKATEINS Ha pa3pelleHIeTo 3a yrnorpeoda:

Belgié/Belgique/Belgien
UCB Pharma SA/NV
Tél/Tel: +32/(0)2 559 92 00

Bbarapus
IO CU B boarapus EOO/]
Ten.: + 359 (0) 2 962 30 49

Ceska republika
UCB s.r.o.
Tel: + 420221 773 411

Danmark
UCB Nordic A/S
TIf: +45/32 46 24 00

Deutschland
UCB Pharma GmbH
Tel: + 49 /(0) 2173 48 4848

Eesti
UCB Pharma Oy Finland
Tel: + 358 9 2514 4221 (Soome)

E)lrada
UCB AE.
TnA: +30/2109974000

Espaiia
UCB Pharma, S.A.
Tel: +34/91 570 34 44

France
UCB Pharma S.A.
Tél: +33/(0)1 47 29 44 35

Hrvatska
Medis Adria d.o.o.
Tel: +385 (0) 1 230 34 46

Ireland
UCB (Pharma) Ireland Ltd.
Tel: +353/(0)1-46 37 395

Island

Lietuva
UCB Pharma Oy Finland
Tel: + 358 9 2514 4221 (Suomija)

Luxembourg/Luxemburg
UCB Pharma SA/NV

Tél/Tel: +32/(0)2 559 92 00 (Belgique/Belgien)

Magyarorszag
UCB Magyarorszag Kft.
Tel.: +36-(1) 391 0060

Malta
Pharmasud Ltd.
Tel: +356 /21 37 64 36

Nederland
UCB Pharma B.V.
Tel.: +31/(0)76-573 11 40

Norge
UCB Nordic A/S
TIf: + 47/ 67 16 5880

Osterreich
UCB Pharma GmbH
Tel: +43 (0) 1 291 80 00

Polska
UCB Pharma Sp. z 0.0. / VEDIM Sp. z 0.0.
Tel: +48 22 696 99 20

Portugal
UCB Pharma (Produtos Farmacéuticos), Lda
Tel: + 351 21 302 5300

Romania
UCB Pharma Romania S.R.L.
Tel: +40 21 300 29 04

Slovenija
Medis, d.o.o.
Tel: + 386 1 589 69 00

Slovenska republika
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Vistor hf. UCB s.r.0., organizac¢na zlozka

Simi: + 354 535 7000 Tel: +421 (0) 2 5920 2020

Italia Suomi/Finland

UCB Pharma S.p.A. UCB Pharma Oy Finland

Tel: +39/02 300 791 Puh/Tel: + 358 9 2514 4221

Kvnpog Sverige

Lifepharma (Z.A.M.) Ltd UCB Nordic A/S

TnA: + 357 22 05 63 00 Tel: +46/(0) 40 29 49 00

Latvija United Kingdom (Northern Ireland)
UCB Pharma Oy Finland UCB (Pharma) Ireland Ltd

Tel: + 358 9 2514 4221 (Somija) Tel: + 353/ (0)1-46 37 395

JaTa Ha nocJieiHO npepasriexkaane Ha gucroBkara {MM /[ TTT}.
Apyru uzrounnum Ha nagopmauus

[MonpoGHa uHDOpMaIKs 3a TOBa JEKapCTBO € MpeaocTaBeHa Ha yeOcalita Ha EBponeiickara areHuus
o nekapcerBara http://www.ema.europa.eu/

I/IH(l)OpMaIII/IﬂTa Mmo-A0JYy € nNpeaHasHa4vyeHa CaMo0 32 MEIUIMHCKH WA 3IPAaBHA CIICHHUAJIUCTH

Bcexu ¢makon Vimpat nHby3HMOHEH pa3TBOP Ce M3MOI3Ba CaMO BEAHBXK (32 €THOKPATHO
npuiokenue). Hensnon3saHusatT pa3TBOp TpsiOBa Jla ce YHUILIOKH (BK. TOUKa 3).

Vimpat nH}pY3HOHEH pa3TBOP € Bh3MOXKHO Ja ce mpuiiara 0e3 pa3TBapsiHe WK Ja Ce Pa3TBOPHU B
CIIETHUTE Pa3TBOPUTENHU: HaTpueB xyopua 9 mg/ml (0,9%), rmokosa 50 mg/ml (5%) unu Punrep
JIAKTaT Pa3TBOpP.

OT MUKPOOHOJIOTMYHA TJIe/IHA TOYKA, MPOAYKTHT TPAOBA Ja ce U3IMO3Ba BeiHAra. AKO He Ce U3M0I3Ba
BEJIHAra, BpEMETO M YCJIOBUITA Ha ChXPaHEHHE MPEIN yrnoTpeda ca OTTOBOPHOCT Ha TO3U, KOWTO TO
M3I0JI3Ba U HE TPsAOBa J1a Obje moBeue oT 24 vaca npu 2 10 8°C, OCBEH aKko. pa3pexIaHETO €
M3BBPIICHO NMPH KOHTPOJIMPAHU U BATUAUPAHU aCEITHIHU YCIOBUSI.

JlokazaHa e xuMuueckara 1 usuyeckara CTaOMIIHOCT B IIEPUO/A HA M3MOJI3BaHe 3a 24 yaca Ipu

Temmepatypa 10 25 °C 3a mpoIyKT, KOUTO ce CMecBa ¢ M30POCHUTE Pa3peIuTeNu U c€ ChXpaHsIBa B
crokieHu unu PVC cakose.
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