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W3NbIHUTENHA ATERUMR (10 NEKAPCTBATA
1. HUME HA JEKAPCTBEHMHS ITPOAYKT Kpamea xapaxmepucmone He npogyxma Npuaco

Kot Poe M'd”/-‘*‘-"”?‘r?/&/ : V¥

[Iparuona 25 mg T8bpaM Kancynu
[Iparadona 50 mg TBBpAH KANCYyIH
[Iparvona 75 mg TBLPAKW Kancynay
[Iparnona 150 mg TBbpAH Kancyau
[Iparnona 300 mg TBbpIH KanCyIu

Pragiola 25 mg hard capsules
Pragiola 50 mg hard capsules
Pragiola 75 mg hard capsules
Pragiola 150 mg hard capsules
Pragiola 300 mg hard capsules

2. KAYECTBEH A KOJIMYECTBEH CbCTAB

Besika TBbpaa kancysa cbabpika 25 mg, 50 mg, 75 mg, 150 mg wau 300 mg nperabannn /pregabalin/.

33 NbJHHAS CNIHCHK HA TOMOILHMTE BEIECTBA BHXTE TOUKA 6.1.

3. JEKAPCTBEHA ©®OPMA
Tebpaa kancyna (xancyJia)

25 mg TBBpAY Kancynu: T4moro Ha Kancynara e ¢ 61 UBAT, Kalla4KaTa Ha Karncyaara € ¢ 6an usAr.
B1pxy kanaukara Ha KarcyJiaTa € oTre4araHo ¢ uepHo o3HaueHde P25. ChabpkaHHeTO Ha Kancynara
e 6451 1o noutu 6an npax. AbkiAaa Ha kancynarta: 13,8 — 14,8 mm,

30 mg TBLpaM Kancyau: TanoTo Ha Kancysara e ¢ OsJ1 UBAT, KanavkaTa Ha Kancynaara € spko dKbJT
11BAT. Bbpxy kamaykarta Ha Kancynara € OTIe4aTaHo ¢ yepHo ozvadeHue P50, Ceaspixanuero Ha
KarncyJara e 61 Ao nouty 0sn npax. JwmkuHa Ha kancynara: 15,3 — 16,2 mm.

75 mg TRbpAK Kancynu: TAn0To Ha Kancynara € ¢ KaheHUKaBO-XKBJIT UBAT, KAllayKaTa Ha Karncy.lara e
¢ ka)eHHKaBO-KBIT LUBAT. BbpXy kanaykara Ha KarncylaTta € OTne4aTaHo ¢ YepHo o3HaueHue P75.
CrabpaKaHHeTo Ha Kancyiiata € 6an 10 noytu 641 npax. JwnikuHa Ha kancynara: 13,8 — 14,8 mm.

150 mg Tebpan kancynu: TAN0TO HA Kancynara € ¢ OsU1 LBAT, KANAYKATa HA KaNcyJara € ¢
KbITEHUKABO Ka(pAB UBAT. BbpXy KamaukaTa Ha KaflCyIaTa € OTIICHATAHO C 4ePHO o3naucHHe P150.
CBABpKAHKETO Ha Kancynata € 041 1o noutn 641 npax. bmKkuHa Ha kancynara: 17,2 - 18,3 mm.
300 mg Tebpayn kancynH: TA10TO Ha KancyaTa e ¢ 051 LBAT, KanavkaTa Ha KAICYJIaTa € ¢ ThMHO

Ka(pas usaT. Bopxy xanauxara Ha kancyJiaTa e oTnevaraHo ¢ 04no o3Hadedne P300. CoaepxkaHueTo
Ha Kancynata e 6an 1o noyrd 64n npax. JwkuHa Ha Kancynara: 20,0 — 22,1 mm.

4. KJIMHWYHHA JAHHHN

4.1 TepanepTHuHH NOKAZAHHHA
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Enunencun AN 5 S
[paryona e nokaszaHa Kato J06aBBUYHO NEUSHHE NMPH BH3PACTHH C NMAPLHATHN NPHCYHLIM, CHC WK Be3:™ ,



BTOPUYHA reHepain3aLms.

TI'enepanuzupano mpegodsicno paicmpoucmeo
[Iparnona e nokasaHa 3a JiCUeHHe Ha reHEpaIM3HpaHo TpeBoxHO pascTpocTeo (I TP) npsy Bb3pacTHH.

4.2 [Io3HPOBKA H HAYHH HA NPHIOKEHHAE

ﬂDBH POBKA

HozoBudat uHTepsan € ot 150 no 600 mg Ha aeH, paznpenc/ieHu B ABa HIIK TPH NIpHEMa.

Heaponamna 6onxa

Jleuenrero ¢ nperabanuy Moke Aa 3aM04He ¢ J03a ot 150 mg Ha geH, pazneneHa Ha ABa WM TpH
npHeMa. B 3aBHCHMOCT OT HHAUBUAYANHHS TEPANEBTHYEH OTTOBOP HA MALMEHTA M MOHOCUMOCTTA
no3aTa Moke aa Obae yeenuueHa 1o 300 mg Ha aeH ¢ien uHTepBan ot 3 A0 7 AHH, a NpU
HeoOX0UMOCT A0 MakcuManHa 1o3a ot 600 mg AHEeBHO ¢/iea AOMBJIHUTENEH 7-QHEBEH HHTEPBAJ.

Enunencus

Jledenuero ¢ nperabanuH Moxe aa 3ano4uxe ¢ no3a ot 150 mg na nex, pasgeneHa Ha XBa I TPH
npHema. B 3aBUCUMOCT OT MHAWBHIYAJIHHS TEPANEBTUHEH OTTOBOP Ha MALMEHTA U MOHOCHMMOCTTA
no3ara Moke xa Obae yeeanueHa no 300 mg Ha aen cnen 1 cenmuua. Makcumansarta aosza ot 600 mg
Ha AeH Moxe 13 Obae JOCTHrHaTa CJie oule €Ha AOMBbJIHWTENHA CEAMULIA.

['eneparuzupano mpesoxcHo pazcmpoticmeo

Hlozosust uHTEpBan € ot 150 10 600 mg Ha feH, pa3npeaencHy B ABa WiIH TPH NpHEMa.
HeobxoaumMocTTa OT nededue Tpabea na 6uae npeoueHaBaHa peaoBHo. JleyeHneto ¢ nperabanuu
MOJKE a 3anoyuHe ¢ 103a ot 150 mg Ha aeH. B 3aBUCUMOCT OT HHAHWBUAYATHHUA TepPANeBTHYEH OTTOBOP
HA NAUKEHTa M MOHOCHMMOCTTA A03aTa Moxe Aa Obae yeenunueHa no 300 mg Ha aeH cnel 1 ceamnLa.
Clen elHa JOMBLIHMTENHA CeAMULIA A03aTa Moxke 1a Obae yBenvueHa 10 450 mg Ha neH.
MaxcumanHara no3a ot 600 mg na aeH Moxke na Osae AOCTHTrHATA CJleA oLle eIHa AOMbJAHUTEeNHa
ceaMMLA.

[Ipexpamasane na aeuenuemo ¢ npecabaiun

B cBOTBETCTBHE C HACTOAWIATA KIMHHYHA MPAKTHKA, ako ACUYCHHETO ¢ nperabainH TpadBa na 6bae
NPEeKPaTeHo, C& NpENnopbUBa TOBA A3 CTAHE IIOCTENEHHO B PAMKUTE MMHUMYM Ha | ceimuua
HE3aBHCHMO OT 10KA3aHHETO (B3X. TOUKH 4.4 1 4.8).

bvOpeuno yspexcoane

[Tperabanuy ce eNMMHUHUPA OT CUCTEMHATA UMPKYNAUHKA TNIaBHO ype3 OLOpeuHa ekckpenys B
HEMpOMeHeH BU. ThH KaTO KIMPBHCHT HA Nperabajvy € npaBoNponopuUMOHaned Ha KpeaTHHUHOBMA
KJIMPBHC (BoK. TOUKa 5.2), HAMAIABAHETO HA 103aTa NPY NALMEHTH ¢ HapylieHa 6b0peuHa hyHKLMs
TpAGBa ga 6bae UHOAMBUIYATU3HPAHO B CLOTBETCTBHE ¢ KpeaTuHHHOBUSA KiHpBHC (CLcr), kakTo e
noco4yeHo B Tabnuua 1, karo ce npunara cieaHara Gopmyia:
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CcepyMeX ¥peaTrco ( panolil)

[Iperabanun ce oTcTpanaBa edeKTHBHO OT IUlazMara upes xemoauanusa (50% ot nekapcreoro 3a 4
yaca). [Ipu nauHeHTH Ha XeMOAManH3a AHeBHaTa Ao3a nperabanux Tpabea na Opae ananTupana B
3aBHCUMOCT oT ObOpeuHaTa gyHkuus. B nombaHeHHe KbM JHEBHATA 4032 HEMOCPEACTBEHO C
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KpeaTHHUHOB KJTUPBHC
CLc¢r) (ml/min) Olua AHEBHA no3a Ha nperabanuH * PexxMM Ha Jo3upaHe

HauanHa a03a MaxkcuManHa nosa
(mg/neH) (mg/nen)

> 60 150 1600 [T wnm TILO

>30 - <60 79 300 T vm TTI

EnHOKPATHO JHERHO WU
>15 - <30 25-50 150 TV
< 15 25 75 EAHOKPATHO ZHEBHO
ONbJIHMTE/IHA J033 HENOCPEACTBEHO CIE] XeMoayain3a (mg)

25 100 EnqHokpaTHa go3a

TI1J] = PazgeneHH B TpH nprema

AT = PasaeneHu B ABa npuema

* O0wata nHeBHa Jo3a (mg/aen) TpadBa na Obae pazaeneHa, KAKTO € yKa3aHo B pexxHMa Ha Jo3upaHe,
3a Ja Ce noay4ar mg/nosa

-+
HonbnHuTrenHaTa no03a € eAHOKpaTHa

Hepnoopobuo yepecoane
[Ipy naudeHTH ¢ 4epHoAPOOHO YBpEXKAaHe He € HeoOX0AUMa NPOMAHa Ha Ao3aTa (BK. Touka 5.2).

[Teouampuuna nonynrayus

beszonacHocTTa U €dukacHocTTa Ha [Iparnona npu aeua noa 12-roauuiHa Bb3pacT M KHoWH (12-17-
rOAMLIHA Bb3PAcT) He ca YCTAHOBEHH. HanmvuHuTe NoHACTOAIEM AaHHM ca ONHCAHK B ToukH 4.8, 5.1
H 5.2, HO NpenoOpPLKH 33 AO3MPOBKATA He MOraT Na OBNaT HANpPaBeHH,

Cmapuecka evb3pacm
[Tpu nauueHTH B CTapyecka Bh3pacT MOXE Ja C& HATOXKHM HaMmasisiBaHe Ha [03ara Ha rperabanuH
nopany HamajneHa 6bopeuHa PyHkuMa (BxK. TOUKa 5.2).

HauuH Ha npunoxeHHe
[Tparnona moxke Aa ce mpuemMa cbC WIH 0e3 XpaHa.

[Tparuona e caMo 3a nepopaHO MPUIOKEHHUE.
4.3 IlpornBonoka3zaHusd

CRBpBbXYYBCTBUTEIHOCT KbM AKTHBHOTO BELLECTBO WIH HAKOE OT MOMOILLHHTE BEeLIECTBA, H3OPOEHHU B
TOo4ykKa 6.1.

4.4 CoeunajHH Npeaynpe;xIcHus H NpeANa3HH MEPKH NPH ynorpeda

[auueHty ¢ quadert
B cBhOTBETCTBHE C HACTOALIATA KTWHHUYHA MPAKTHKA NPH HAKOW NALKMEHTH ¢ JHA0eT, KOWTO HA/ANABaT

Ha TErJIO MpH J€4YeHHUe ¢ nperadanuy, € HeoOX0AUMO ananTUpaHe HA aHTHAXAOETHUTE IEKAPCTBEHH
NPOOYKTH.

PeakLiiid Ha CBPLXYYBCTBHTETHOCT
OT NOCTMapKETHHIOBHUA ONMT HMA ChODWICHHUA 33 PEAKLMH H& CBPBXUYBCTBHUTE/THOCT, BKIIOYHTENHO

CJIy4yaH Ha aHIr'mo€ncm. AKO BB3HWKHAT CHMNTOMH Ha aHruo€acM, KaTo noOAyBaHE Ha JIHUETO, OKOJIO




nperabanuH nauMeHTHTe TpAOBA Ja 6baaT MHGOPMUpaHH 3a NPU3HALMTE H CUMITTOMHUTE U Aa ObaaT
Ha0/I0aaBaHH ¢ MOBUMLLIEHO BHUMAHHE 32 KOYKHM PEaKUMH. AKO ¢€ MOSBAT NPH3HALM U CHMIITOMM,
NOJACKA3BALLUM 32 TE3H PEAKLUH, IPUEMBT Ha NnperabanuH TpaOea HezabaBHO na ce Crpe v Aa ce
obMucan apyro neueHue (cnopel HeodXoauMocTTa),

3amatiBade, CHbHIMBOCT, 3ary0a Ha chb3HaHHE, OOBLPKBAHE H YMCTBEHO YBPEK/IAHE
JleuenueTo ¢ nperadanuH € OUIIO CRBP3AHO ChC 3aMaliBaHe ¥ CHHIIMBOCT, KOUTO OMXa MOTIH na

YBEMYAT YECTOTATA HA CNTY4aHHO HapaHaBaHe (ManaHe) NpH NAUUEeHTUTE B cTapyecka Bb3pacT. Uma u
NOCTMAaPKETUHIOBH ChOOLIEHHS 32 3aryba Ha Ch3HaHue, O0bPKBaHE H YMCTBEHO YBPEXAAHE.
ClienoBarteiHO, NMALMEHTHTE TPAOBa Aa ObAAT NMOCHBETRAHHU J1a OBJAT ¢ MOBHUIEHO BHUMAHME, 10KATO
HE Ce 3aM03HAAT C MOTCHUHANHUTE eeKTH OT JIEKapCTBEHHA NMPOAYKT.

E¢exTy cBbP3aHH CbC 3pEHHETO

[1pyn kOHTPONMMPaHH M3NKUTRAHMA, MO-FOJIAMA YACT OT NALMEHTHTE, NEKYBAHH ¢ nperabajiuH, ca
CBOOILMITH 33 3aMBIIIEHO 3pEeHHE, B CPABHEHUE ¢ NMALIMEHTHUTE, JIEKYBAHH ¢ mlauedo, Koero e
OT3RYHAIO B MOBEYETO CIyYaH NMpH MPOABIKUATENHO Mpunarade. [Ipu KIKHHYHHATE NPOyYBaHKA,
KBAETO Ca MPOBEACHHU O TAIMONOTHYHHM H3CEBaHUA, YECTOTATA HA HAMAJISIBAHE HA 3PUTEJIHATA
OCTPOTA ¥ NPOMEHH B 3PUTEIHOTO NOJIE € MT0-TONAMA MPH NALMEeHTHTE, NEKyBaHH ¢ nperabanuH,
OTKOJIKOTO MPH MALMEHTHUTE, JEKYBAHH ¢ manedo; yectorara Ha GYHIOCKONCKUTE IPOMEHH € Mo-
roJsaMa Nnpyv NauydeHTUTe, leKysaHu ¢ nnauebo (Bxk. Touka 5.1).

OT nOCTMapKETUHIOBHUS OMUT CHIO €€ CHODLIABAT HEXENAHU PEaKLMU MO OTHOLUEHHE HA 3PEHHETO,
BKJTKOUUTEHO 3aryda Ha 3peHHE, 3aMbIIABaHE HA 3PEHHETO WM APYTH NPOMEHH B 3pUTENIHATA
OCTpOTa, MHOO OT KOWTO Ca OWiIH npexoaHH. CrnivpaHeTo Ha nperabanuH Mojke Aa JOBeIE A0
OT3BYYaBaHE MM NOA0OPABAHE HA TE3W 3PUTEAHN CHMITTOMM.

BubpeyuHa HeaOCTATHYHOCT
CrobiuaBar ce cny4day Ha OBOpeuHa HeAOCTAThYHOCT, NPY HAKOU ClyuyaH NPEKpaTABaHETO Ha

nperafaniiH nokassa oOpaTiMOCTTa Ha TasH HEXKeNlaHa JIEeKapCTBEHA PeakLius.

CrupaHe npyemMa Ha ChbITbTCTBAUIH aHTHEMUISITUYHY JICKAPCTEA

CroluecTByBaT HEAOCTATHLYHO JaHHH 33 CIIMPAHETO HA MPHEMa HA CHITBTCTBALUM AHTHENHIENTHYHH
neKapcTBa cneA NOCTUraHe Ha KOHTPOA Ha [PHCTBIMTE ¢ mperabaniH kato nobasbyHa Tepanui, 3a aa
ce NpeMHHe Ha MOHOTEpaIua ¢ nperabanauH.

3actoiiHa cbpleuHa HEAOCTATHYHOCT

Hanuue ca mocrMapkeTHHIOBH CHOOLUECHUA 38 32CTOHHA ChPACUHA HeAOCTATEYHOCT NPH HIKOH
NauMeHTH, noyuasainy nperabanuu. Te3u peakuyn ce HabmoaaBaT NPeJUMHO MPH NALIMEHTH B
CTApHECKa Bb3PACT CbC ChPACHHOCHAOBH YBPEXIAHHA MO BPEME HA JIEYEHHE HA HEBPONATHS C
nperabanuHd. [Iperabanuux Tpadea ga ce w3non3sa ¢ BHUHMAHWE NPH Te3U MTALUEHTH.
[IpeycranoBsaBaHeTO Ha nperabanun Moxe /12 J0Bee 10 OT3BYYABAHE HA PeaKLyaATA.

Jleyenne Ha HEHTPa/IHA HEBpONAaTHA Donka B pe3ysiTaT Ha rpE0HAYHOMO3bYHA TPaBMa

[Ipu nedyenneTo Ha LieHTpaHa HeBponaTHa Hoska B pe3ynTar Ha rpuOHa4YHOMOIBYHA TpaBMa € Owia
YBEJIMHEHA YECTOTATA HA HEXKEJIAaHWTE peakLiMM KaTo L0, HEXKETAHNTE PEakLMM OT CTpaHa Ha
LIEHTpaJIHaTa HepBHA cUcTeMa H 0cobeHO CHHIIMBOCTTA. TOBA MOXKE 1A C€ OTAade Ha aquTHREH edexT,
AbJDKALL C€ HA CHITBTCTBALIMTE JIEKAPCTREHM NPOAYKTH (HANp. AHTU-CHIACTHYHHM ar€HTH), HEOOXOHMH
3a TOBA ChCTOAHUE. Toa TpaOBa 1a e UMa npeaBya, KoraTo nperabanuH ce Npeanydcea 3a Tosa
CHCTOSHHE.

IloTuckayxe Ha quUIaHeTO
[lonyyenn ca cbODIIEHHMA 3a TEXKO ROTHCKAHE HA AMIIAHETO BbB BPB3KaA ¢ ynorpebara
nperabanyH. [launenrure c kKOMNpoMeTHpaHa AUXaTeNHa (PYHKLUUA, IUXATETHO WM H

crapuecka B'b3pacT MOXKE J1a ca H?.J]O}KGHH Ha 10-BHCOK PUCK OT NONy4aBaHe Ha Ta3u
peakuus. Moxe na ca HeoOXOAMMM KOpPEKLIHHM Ha 103aTa MPH TE€3U NALMEHTH (BXK. TO
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CyHuuaHa yaealus ¥ NoBeieHye
[1py mauveHTy, NeKyBaHH ¢ aHTHeNHIenTu4YHu nexkapersa (AEJI) no paznuvHu nmokasanus, ca

CcboOLIaBaHHU CYHLIMIHA HWAeaLus U MOBEACHHe, MeTa-aHalH3 Ha paHAOMH3UPaHH, 1aleto
KOHTposxpaHy npoyyBaHHd Ha AEJ] csIno nokasea Manbk, HO MOBHILIEH PHCK OT CYMIH/IHA HAealHs
¥ noBeaeHue. MexaHH3MBT Ha TO3H PUCK He € 3BecTeH, HabmonasaHu ca cliyyad Ha CYHLHOHA
HAealHs ¥ NOBEACHHE NPH NaLMEeHTH, JTeKYBaHHU ¢ NperabanuH, B MOCTMapPKETHHIOBHS OTTHUT (BXK.
Touka 4.8). JusalinbT Ha eNWASMMONIOTHYHO NPOYYBaHE ¢ H3MNO/A3BaHE HA CAMOKOHTpOIa
(cpaBHsSBaLLO MEPHOAY HA JIEUEHHE C NIEPUOAH Oe3 NeUCHHE fPH OTACIHHA NaLHEeHT) NOKa3Ba JaHHU
34 MOBHLUEH PHCK OT HOBA M0ABa HA CYHUMIHO NOBEEHHE H CMBPT B Pe3yJ/1TaT Ha caMOyOHHCTBO NpH
NaLUEHTHTE, NEKYBaHU ¢ OperadajivH.

[laumeHTHTE (M TMUATA, KOHUTO ce MPUXKAT 3a TAX) TpAOBa Aa ObIaT NOCHBETBAHH 14 NOTHPCAT
MEIULMHCKH CbBET NPH MOABA Ha NPU3HALM Ha CYHLIMAHA HAcaLus WiIH noseacHue. [TlauueHTHTe
TpaOBa Aa ObAAT npocaeaaBaHH 3a MPH3HALUK HA CyHLUMAHA HACALHA H noBeaeHye 1 TpsadBa Aa ce
npeanpuemMe CbOTBETHOTO JieueHue. TpAdRa 1a ¢ce oOMuUCcIKM NpeKpaTABAHE HA IEUEHHUETO ¢
nperadajiii B Ciy4ail Ha CYWLIH/IHA Mealys W TOBEACHHE.

Hamanena QyHKIIHA HA AOJHUSA raCTPOMHTECTHHAIEH TPAKT

Hma nocTMapkeTHHroBY choOUICHHA 3a cbOUTHA, CBBP3aHU ¢ HaMaleHa (PYHKLIMS Ha JOAHUA
raCTPOMHTECTHHAJICH TPAKT (Hanp. HEMPOXOAUMOCT Ha YepBAaTa, MapaIMTHLHEH HIICYC, 3aMCK), KOrato
nperabajivH € NpueMaH 3acAHO ¢ JIEKaAPCTBa, KOMTO MOXE 1a NPEAM3BHKAT KOHCTUNALAA — HATIPUMED
onHouaHH aHanreTviH. Koraro nperabaauH u onuOKAM L€ C€ U3MOA3BAT B KOMOHHALIMA, TpAOBa aa
ce B3eMAaT NpeABHA MEPKH 3a NMPeJOTBPATABAHE HA KOHCTUNAUUATA (0COOEHO MPH >KeHH U NMAaLHEHTH B
CTApYECKA BB3PACT).

CourbTcTBAllA YHOTpeba ¢ onuonau

[NpenopwuBa ce MOBHLIEHO BHUMAHHE MpPH NPEANHCBaHe Ha nperabaliid CbIBTCTBALLO ¢ OMHOHIH
nopaau puck ot noruckane Ha LJHC (Bxk. Touka 4.5). B npoyusaHe ,.cny4aif-kOHTpoAa“ Npu auiia,
NpUEMAILMY ONHOMIH, MPH NAUHEHTHTE CbC CHIBTCTBAL IPHEM Ha NMperaGaiiH ¥ ONHOUIH Ce
Ha0T101aBa MOBULIEH PHUCK OT CMBPT, CBbp3aHa ¢ ynorpedara Ha ONMOKAN, B CPABHEHHE CBC
caMocrodaTenHaTta ynorpeda Ha onuouau (KOpUrHpaHo chOoTHOUWIEHHE Ha waHcosete [aOR], 1,68 [95%
CI, 1,19-2,36]). To3u noBuilieH pHCK ce HaboaaBa MpU HHCKH 103u nperadanyH (< 300 mg, aOR

1,52 [95% CI, 1,04-2,22]) U e Hannue TEHASHLHA 3a NO-BHCOK PUCK MPH M10-BHCOKH O34 nperadaiuH
(> 300 mg, aOR 2,51 [95% CI 1,24-5,06)).

HenpaeuiHa ynorpe6a, noTeHuMall 3a 3noynotpeda uin 3aBHCUMOCT
[Tperabanny Moxe a NMpeau3BHKa JIEKAPCTBEHa 3aBUCHMOCT, KOATO MOJXKe /1a Bb3HHKHE MNPH

TepaneBTHuHM 1034. CHoOHIaBaHu ca ciiy4aH Ha 310ynorpeba u HenpawiIHa ynorpeda. [lauueHTH ©
aHaMmHe3a 32 310ynorpeda ¢ BellecTBa MOXe Aa €a ¢ MO-BHCOK PUCK OT HETpAaBH/IHA yrioTpeba,
3noynotpeba H 3aBHCUMOCT OT nperabauH H € HeoOXOAUMO NOBHIIEHO BHUMaHKE MPpH yroTpebara
Ha nperabanyH npu Takvea nauueHTy. [Ipean npeanuceane Ha nperabanvd TpaOBa aa ce OUEHH
BHUMATE/IHO PUCKBT HA MALIMEHTA OT HeMpaBuiHa ynorpeda, 3noynorpeba WiIH 3aBUCHMOCT.
[MaiimenTiTe, NEKyBaHu ¢ niperadanuy, TpadBa Ja Obaar HaDAIOIAaBAHM 332 CUMIITOMH HA HEMpaBHiHa
ynotpeda, 3noynorpeda WK 3aBUCHMOCT OT nperabajivH KaTo pa3BUBAHE HA TOJIEPAHTHOCT,
HeoOXOAHMOCT OT NOBHILIABAHE HA A03aTa, NOBEASHUE 3a HACOYEHO ThPCEHE HA IEKAPCTBOTO.

CHMMITOMH Ha OTHEM3HE
HabmiopaBaHu ca CHMIITOMH Ha OTHEMAaHE NpHY HAKOH MALUEHTH Clie] Cn1paHe Ha KPaTKOCPOUYHO U
OBArOCPO4HO JieueHHE ¢ nperadanyd. Cro0lLaBaHH ca clieqHUTE CHMIITOMU: Oe3chHue, r1aBobonue,
raJicHe, TPEBOXKHOCT, AMAPHA, IPUIIEH CUHAPOM, HEPBHOCT, Aerpecks, 00JKa, KOHBYIIC
XUIepxuaApo3a H 3amaHBase. [1o4gaTa Ha CHMNITOMH Ha OTHEMAaHE clte/l NPEKpaTABa
nperadajini MOXKE Ja € 110Ka3aTesHA 32 JIEKAPCTBEHA 3aBUCHMOCT (BXK. TOYKA 4.8)
TpsabBa A2 0baaT MHPOPMUPAHHU 3a TOBA MPH 3aI0YBAHE HA JICYEHHETO. AKO JICUE lré.?r
TpsiGBa 12 6bae NpekpaTeHo, Npenopbyka ¢ TOBA [a CTAHE MOCTETICHHO B PAMK
CEIMH1IA, HE3aBHCUMO OT MOKa3aHUeTo (BXK. Touka 4.2).
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KOHBYJICHH, BKIIOUMTENHO SMUIENTHYEH CTATYC U reHePaTH3HPaHd TOHHYHO-KAOHHYHH MBPUYOBE,
MO>KE /12 HACTBIAT MO Bpeme Ha ynoTpedara Ha nperabasiMH WK CKOPO Cliel HErOBOTO NPEKpaTABaHe.

JlaHHHUTE 3a pekpaTsIBaHe HA ABATOCPOHHOTO JIeHeH e ¢ nperabauH MoKa3Bar, Ye YecToTaTa v
TEXECTTa Ha CUMITOMMTE HA OTHEMAHE MOXKE JIa €A JO303aBUCHMU.

Exy a10naTHA
CvobuiaBaHu ca cnyua Ha eHuedanonaTi, npeauMHO NPH NAUMEHTH ¢ NOAJEKALH 3a001ABaHuUA,
KOMTO MOTar [1a YCKOPAT pa3BHTHETO Ha eHledanonaTus.

XKeHu ¢ AeTepoaeH NOTeH AN/ KOHTPALIETILIMS
Ynotrpebara Ha nperabaiuH npes MbPBUs TPUMECTLP Ha OPeMEHHOCTTa MOKE 1a NMpeIH3BHKA MoneMHU

BpOZI€HN aHOManuH Ha wioaa. [Iperabanun He Tpabsa na ce u3non3ea no epeme Ha OpEMEHHOCT,
OCBEH aKO [10/13aTa 3a MalKaTa HECHBMHEHO NMPEBHIIaBa NOTCHUHATHHS PHCK 3a deTyca. JKeHHuTe ¢
NETEePO/ICH MOTeHLHAN TPAOBA Aa H3MOI3BaT ePEeKTUBHA KOHTPALETILMA 110 BpeMe Ha TIeHEHHETO (BXK.
Toyka 4.6),

4.5 B3aumopeHcTBHE ¢ APYTH JEKAPCTBEHH NPOAYKTH H APYTrH opMu Ra B3aUMoAeHCTBHE

TeH KaTo nperabaivH Ce eKCKpeTUpa NPEAUMHO B HEIPOMEHEH BU/ B YPUHATA, MeTaOOAM3HpA Ce
npeHedpexcumMo MaIKo Npy xopa (<2% oT no3arta ce yCTaHOBABa B YpHHATa noja popmara Ha
MeTaboaHTH), He HHXHOUpa nekapcTBeHHs MeTabONM3bM in Vilro U HE ce CBbP3Ba ¢ IUIa3MEHHTE
OenTbUM, MAJTKO BEPOATHO € TOH Aa MpeAU3BHKBA UM /1a Y4acTBa BbB PapMaKOKHHETHYHH
B3aUMOICHCTBMA.

In vivo npoyuyBaHus ¢ NonyaupoHeH GapMaKoKHHETHHECH AHATH3

CB0OTBETHO, B in Vivo NpOy4BaHHA HE ca HaOMIOJABAHW KIIMHHYHO 3HAYMMU HapMaKOKMHETHYHH
B3auMoJeHcTRMA MexKay nperabanud u QpeHuTonH, kapbamazenuH, BaJImpoeBa KHCE/INHA,
NaMOTPUTHH, FabaneHTHH, 1opa3enaM, OCKHMKOJOH WiH eTano. Ilomyaanmoney GapMakOKHHETHUEH
AHATN3 T10Ka3Ba, 4€ NEPOPATHUTE aHTHAHA0ETHH CPeACTBa, JUYPETHLIMTE, MHCYINH, peHobapburan,
THaraGHH M TONMPAMAT HAMAT KIHHHYHO 3HAYHM €(EKT BBPXY KJIHPLHCA HA Nperadanus.

”EQDQ&HHH KOHTPALUCIITHBHH CPEeACTBa, HOPCTHCTEPOH W/WIY eTHHWI eCTPAaHO]

EnHOBRpeMEHHOTO NpUIIoKEHHE Ha nperalaiyuy v NepPOpaHHTE KOHTPALENTUBHH CpeaCTRa
HOPETUCTEPOH W/ UAH €THHWI ECTPAIHOI He MOB/IHABA (APMAKOKHHETHKATA [TPH CTALIMOHAPHO
CBCTOAHHME HA HUTO €JHO OT TE3H BelllecTsa.

JlekapcTBEHH NPOAYKTH, IOBNMABALINA LIEHTPA/IHA HEPBHA CUCTEMA

[Iperabanwn Moxke /1a 3acHii eEKTHTE HA €TAHOI W JIOpa3enam.

OT OCTMAPKETHHTOBHA ONHT HMA ChOOILEHHS 33 JUXATeTHA HEJOCTATEYHOCT, KOMA H CMBPTHH
CJIyYaH NpH MaUMEHTH, pUeMalild nperabaivy U OMHOUIH HW/HIK APYTH JIEKapCTBEHU NMPOLYKTH,
NoTHCKalK BeHTpaiHara HepsHa cucteMa (LIHC). [Iperadanun BeposSTHO UMa aJHTHBHO NEHCTBUE
BBPXY HAPYLWIEHHSTA Ha [IO3HABATEJIHATA M JBHraTeAHATA QYHKUMA, MPHYUHEHN OT OKCHKOOH.

BzanmoaeicTeys W MaUMEHTH B CTAPYECKA BB3PACT
He ca nposexxnaty cnendpuuny npoyusaHns 3a hapMakOAMHAMHYHH B3aHMOAEHCTBUA NIPH

nodpoBOALM B cTapyecka BL3pacT. [Ipoyusanua 3a B3auMOaeHCTBUA ca NPOBEACHH CaMO TIpH
Bb3pacTHH.

4.6 DepruanTeT, OpeMeHHOCT H KbPMEHe

Aenu ¢ pereponen noreduwan/Koutpaueniing

Kenure ¢ neTeponeH noTeHuMan TpabBa ga U3MON3RAT ePEKTHRHA KOHTpaLEHLH
NIeYEeHHETO (BX, TOUKa 4.4).
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bpeMenHocT

[IpoyuBanmaTa NPH JKMBOTHHU Ca NMOKa3ajd PENpoayKTHBHA TOKCHYHOCT (BX. TOuKa 5.3). YeTaHOBEHO
e, ue nperabajvH MpeMrUHaRa npes 1aLUEHTATA MPH ILTBXOBE (B3K. TOUKA 5.2). BB3MOXHO €
nperadajuH Aa NpeMUHe npes3 NaueHTaTa npH xopa.

["'onemu Bponeny Mmandopmaliu

JaHuuTe ot ckaHAUHaBCKO OOCEPRALMOHHO Npoyu4BaHe NpH noseye oT 2 700 OpeMeHHOCTH ¢
eKCNO3ULMSA Ha NperabanuH rnpe3 NbpBHA TPUMECTHP NMOKa3BAT NO-BUCOKA YECTOTA HA FOJIEMH
Bpo/ieHH Mangopmanuu (I’ BM) B neanatpuuHaTa nomynauus ()kHBo- WA MEPTBOPOAEHHU) C
€KCNozMLMA Ha NperadajivH B CPaBHEHHUE ¢ nonynauusaTa 6e3 ekcno3uumA (5,9% cnpsamo 4,1%).

PrucknT 0T 'BM B neanarpuuHaTa nomynauus ¢ €KCno3uLya Ha nperadajuH npe3 MbpPEUA TPHMECThP
€ MaJIKO NO-BHCOK B CPABHEHHUE ¢ MomyjauuaTa 6e3 eKCcrno3uuna (KOPUrHpaHO ChOTHOLLIEHHE HA
yecToTa H 95% noseputeneH uHrepean: 1,14 (0,96 — 1,35)), kakTo ¥ B cpaBHeHHE ¢ MOMY/IALMATA C
€KCNo3uuus Ha namMoTprakuH (1,29 (1,01 — 1,65)) wnu Ha gynokceruH (1,39 (1,07 — 1,82)).

AHanu3uTe NO OTHOLIEHHE HA KOHKPETHU MaahopMaLlMi IOKAa3BaT NMO-BHCOK PUCK OT MajiopManuy
Ha HepBHATa CHCTeMa, OKOTO, 00pa3yBaHe Ha opodallHaliHK LeMHATHHH, MaIpOpMalUHi HA MUKOYHHTE
TETHILA U FeHHUTATHHATE, HO OPOAT € MATBK U U3HHCIIEHHATA ¢4 HETOUHH.

[Iperabanun He Tpabea Aa 6bAe H3MOA3BAHA MO BpeMe Ha OpeMeHHOCT, OCBEH B CTy4aii Ha
KaTeropHuHa HEOOXOAMMOCT (aKo non3ara 3a MaiKara KaTerOpHYHO HAAXBLP/A MOTEHIMATHHA PHCK

3a QeTyca).

KnpMeHe
Ilperabanun ce ekckpeTypa B KbpMara (Biok Todka 5.2). EQexTsT Ha nperabanuH BbpXy HOBOPOAECHH
/6ebeTta e HensBecTeH. TpabBa fa ¢ce B3eMe pelIeHHE JalH [1a Ce NPeyCTAaHOBH KbPMEHETO MIIH Aa ce

CIIpEC NEYCHUCTO C Mper abaJlMH KaTo ce BIeMe Npeasyda rnoja3ara oT KepMCHETO 3a ACTCTO H MoJA3aTa OT
TCPAIHATA 3a KCHATa.

deprunurer
Hama knMHAYHH NaHHH 33 €(peKTHTe Ha nperabanuH BbPXY )KEHCKHA (PEPTHIINTET.

B k1uHMYHH NpoyuBaHHus 3a OLeHKa edekTa Ha nperabanuH BLPXY MOABHXKHOCTTA HA
CrIepMaToO30HAMTE, 3paBH MbXKE ca eKCIIOHUPaHH Ha niperadanuH npy no3a ot 600 mg/ml auesHo.
Cnen 3 Mecelia JiedeHue, He € HMano eeKTH BBpXY MOJABHUKHOCTTA HA CIIEPMATO3ZOHIUTE.

[IpoyuBaHe 3a lepTHANTET NPH XKEHCKH [LTHXOBE MOKA3BA HeXellaHH €eKTH BBpXY
penpoayKTUBHOCTTA. [IpoyuBaHus 32 pepTUNMTET NPU MBAKKH IUTHXORE NMOKA3BA HEXKelaHH €DeKTH
BLPXY PENPOAYKTHBHOCTTA M pa3zBUTHeTO. KIIMHMYHATA 3HaYHMOCT Ha TE3M HAXO/KH € HEW3IBECTHA
(BXK. Touka 5.3).

4.7 EdexTH Bhpxy cnoco0OHOCTTA 32 modpupane H padora ¢ MaIIHHH

[Iparuona Moxe Na MOBIUAE B MANKa A0 YMEpPEHa cTeneH cnocobHocTTa 3a modupaHe H paboTa ¢
MawikHu. [Iparvona mMoxe na NPUYKHHH 3aMASHOCT W CHHIMBOCT H C/IeIOBATEIHO MOXKE Ja NOBNHAE
crocoOHOCTTA 32 WodHpaHe WK padoTa ¢ Maiuyvuu. Ha naumentyTe ce npenopwusa aAa He wodupar,
fa He paboTAT CBbC CJIOKHH MALIMHY WK a4 YYACTBAT B APYTH MOTECHLMANHO PUCKOBH JEHHOCTH,

AOKaTo ¢e pazdbepe nanu TO3H NEKAPCTBEH NPOAYKT 3acAra TAXHATa CNOCOOHOCT & H3BBPLUBRAT TE3M
NEeWHOCTH.

4.8 HexenaHH JleKAPCTBEHH PEAKIHH

O6001eHre Ha Mpoduna Ha Be3onacHOCT
Knunnunara nporpama Ha nperabanivH e Bknoupasia Hal 8 900 nauueHTH, KouTo
nperabanuy, Haa 5 600 oT KOMTO ca B3eNd y4acTHe B JBOHHO-c/ieny nnauedo KoH




Mpoy4BaHusA. Hali-1uecTo ChoOIIABAHKTE HEXKENMAHH peakiun ca OU/TH 3aMAAHOCT H CBHIMBOCT.
He>xenanuTe peakuuu oOMKHOBEHO ca OMIIK JIEKH 10 YMEpeHH 1o cina. YecToTaTta Ha NpekbeBaHe Ha
JICYEHHETO NOPATH HEXEJIAHH peaKUMH 32 BCUYKH KOHTPONUpany npoyuranus ¢ 6una 12% npu
NALMEHTH, 10Ty4aBaiuy nperadbanuy, u 5% npH nauveHTy, noayyasamu nnauedo. Haif-uectrre
HEJXE/IaHH PeaKUMH, JOBENIK 10 NPEKbCBaHE HA JIEYEHUETO, B TPYIIY, JIEKYBAaHH ¢ nperabanux, ca Ounu
3aMAAHOCT H CHHIMBOCT.

Tabnuuno U30pPOCHU HEXENTaHH peaKiliH
B Ttabnuua 2 no-pony ca U30poenu no knacoee U 4ectoTa (MHoro yectu (> 1/10); yectn (> 1/100 po

< 1/10); veuectu (= 1/1 000 ao < 1/100); peaxu (= 1/10 000 oo < 1/1 000); muoro peaxu (<1/10 000),
C HEW3BECTHA YECTOTa (OT HATUYHKUTE NAaHHU HEe MOXKe J1a ObJe HarpapeHa olieHKa) BCUYKH HEXKenaHH
JIEKAPCTBEHH peakLiH, KOUTO ¢a HACTHITIWIH ¢ 4ECTOTA, TIO-rojiaMa ot miauedo M npH roseye oT eJdH
fNauMeHT. BbB BCAKO rpynupaHe Mo YecToTa HeXKENaHUTE €(PEKTH ca NpeICTaBeHH B HU3XOoAALL peld Mo
OTHOLLIEHUE CEPHO3HOCTTA.

H36poeHHTE HexkelaHH peakuHH MOTaT Aa ObAaT CBBP3aHH H ¢ MOMIEXKAINOTO 3abonaBane W/ nnu
CBITBTCTBALUY JICKAPCTBEHH MPONYKTH.

[Ipy neueHunero Ha UEHTpaHAa HepponaTHa §osKa B pe3ynraT Ha rppbOHAYHOMO2BYHA TpaBMa € Ouna
YBEIIHYEHA YECTOTATa HA HEXKEJIAHMTE PeaKLiMK KaTo LUAN0, HEXKeJIaHUTe peaklMH ot crpaHa Ha LJHC u

oco0eHO CHHIMBOCTTA (BX. TOoUka 4.4).

JIOMB/IHHTEITHUTE peakLHH, ChOOIIEHH OT NOCTMAPKETUHIOBHA ONUT ¢a MapKUpaHu ¢ wpKudT , lialic
B CMHUCHKa NO-I0JY.,

Tabnuua 2. HexxenaHu iekapCTBEHN peakUy Ha nperadajiuH

CHcTeM0-Opranen KIac HexenaHu JIEKAPCTBEHH PEAKIHK

Hndgexnan A yAdecTauuH

Yectn HasodapuHrur

Hapymennsa HA KPpbBTA K JAM(QHATA CHCTEMA

Heuectn Heyrponienus

Hapymenssa Ha HMYHHATA CHCTEMA

HeueetH Cepuvxyyscmaumensocm

Penxu AHzuoedem, anepsuuna peaxyus

Hapymenns Ha MeTa00/1A3Ma H XpaHEHETO

YecTu 3acHIBAHE HA ANeTHTa

HeuecTu AHODEKCHA, XUTIOrTUKEMHUS

IIcHXHYHH HAPYUICHHA

Yectu Ey¢opuuHo HacTpoeHue, 00bpKaHOCT, pa3Apa3sHUMOCT, AE30PHEHTAIIHA,
0€e3CbHKe, HAMAIEHO JTHOKI0

Heuectn XamouuHaLus, NaHHYecka ataka OesnokoficTeo, Bb30yaa, Aenpecus,

MOTHCHATO HACTPOSHUE, MPUITOBAKUIHATO HACTPOEHHE, aepecus, MPOMEHH B
HACTPOEHHETO, AENEPCOHANIN3ALIMS, TPYIHO HAMHPAHE HA AYMH,
MaToONOTHYHU CLHHULIA, MOBHLICHO THOMAQ, RHOPrazMua, arnaTus

Penxu Herb3abpkaHOCT, CYMUMAHO NMOBEASHUE, CYULIMAHA HOCaALIHs

C HeH3ZBECTHA YECTOTA Hexapemeena 3asucumocm

Hapymenns Ha HEpBHATA CHCTEMA

MHoro yecTy 3aMasgHOCT, CBHIMBOCT, rnasobonue

YecTH ATakcHs, HapylleHa KOOpAUHAUUs, TPEMOP, AU3APTPUSA, AMHE3UA,

HapYLICHHWA Ha NMaMeTTa, HapyLIEHHA Ha BHHMAHHETO, NapeCTE3HH,

HeuecTu Cunkor, crynop, MHOI{J'IOHyC 3azyba na cwuanue |

WHTEHLUHOHCH TPEMOP, HUCTArbM, ICOI‘HHTHBHO pa3
yapeosicoare, roBOPHO HapylUeHHe, XUNopegJieKcu




CHcTeMO-0praHeH Kjac Hexeaann JiekapcTBeHH PeaKIHH

Penku I'vpuose, napocMus, XUNOKKHe3UA, Aucrpadus, TapKMHCOHHIBM
Hapymenna na oyure

UecTn 3aMBIJICHO 3peHHe, AUIUIONHS

Hevect 3aryba Ha nepugepHO 3peHue, 3PHTETHO HapyLICHHE, OTOK Ha OHMTE,

ne(eKT B 3pUTENHOTO NMOJ1e, NOHWXKEHA 3PUTEITHA
0CTpOTAa, 6OAKH B OHUTE, aCTEHOMNHA, (POTONCHA, CYXOTa B OYHTE,
MOBMILIEHA TAKPHUMALIHA, APA3HEHE B OHHTE

Penku 3azyba na 3penue, kepamum, OCUMNONCHS, HAPYLUEHO 3PUTETHO
BB3NPUATHE 338 AbAO0OYHHA, MUaApHa3a, cTpabu3bM, MOBUUIICHA APKOCT Ha
obpasure

Hapyumienna Ha YX0TO M JJA0RPHHTA

Yectn CBETOBLPTEXK

Hevecth XHnepaKy3uc

CobpaeuHn HapyllieHHNA

Heuectn Taxukapausa, aTproBeHTpHKYyAapeH 610k | creneH, cuHycoBa
OpapuvKapaus, KOH2eCHUBHA CoPOLYHA HEOOCMAMBYHOCH

Penxy Yovnocasane na QT-unmepsana, cuHycoBa TaxukapIus, CHHYyCOBa
apuTMHA

Cua0oBH HapymIeHHS

HedectH XHNOTOHMA, XUIIEPTOHMKSA, FOPELLM BBJIHH, 3a4epBABaHe, CTY/ICHH
KpanHHAH

PecnnpaTopui, rpbiHA H MEeNHACTHHAJIHE HADYNICHHR

HeuecT JIHCnHes, enyCcTakCHC, Kallln1la, Ha3aiHa KOHIeCTHA, PHHHT, XbpKaHeE,
€yX0Ta B HOCA

Penku benoopoben omok, cTaraHe B TBPJIOTO

C HeW3BECTHA YeCToTA [loTuckaHe Ha AULIAHETO

CTomMamHo-4YpeBHH HAPYIICHUA

YecTH [lospbinane, zadene, 2anex, duapus, QnaTyeHUHd, TOAYBAHE HA KOpPEMa,
CYXOTa B yCTara

Heuectu ["acTpoesodareaneH pednyke, NOBHILEHO CNFOHOOTAEAAHE, XHITOSCTEIN
H& YCTHATa KyXHHa

Peaku AcuuT, NaHKpeaTuT, nodyeane Ha e3uka, nucgarus

Xenarobnanapay HApylIeHAS

Heuectv [losuileHH CTOWHOCTH HA HePHOAPOOHHTE EH3INMK™*

Peaku Keareuwuua

Muoro peaxu HepHoapoOHa HEIOCTATHHHOCT, XENATUT

Hapymenna Ha K0XaTa H NOAKOKHATA ThKAH

Heuectu [armynoseH oOpus, ypTHKapus, xunepxn,up()sa npypumyc

Penku Toxcuuna enudepmania Hexkpoau3a, CUHOPOM Ha Stevens-Johnson, CTyneHa
nOT

HapymeHusn Ba MyCKY.JTHO-CKE/ICTHATA CHCTEMA H CHEAHHHATEIAATA THKAH

YecTu Myckynnn kpamn, aprpanrud, 601k B rbpba, 0oNkH B KpaiiHKK,
LICPBHKAJIEH CTIA3bM

Heuectu IlonyBane Ha CTaBMTE, MHANIrHE, MYCKYJIHH NOTPENBAHKUA, OOJIKH
BLB BPaTa, MyCKYJ/IHa CKOBAHOCT

Penku PabaomMuonmsa

Hapymenns na 6n0pennTe 1 NHKOYHKETE NHTHINA

Heuectn HMHKOHTHHEHUHS HA ypUHATa, AW3YpPUS

Penxn brOpeyuna HenOCTaTLYHOCT, ONUTYPHS, peMmeHyus Ha YPUHA

HapyumieHHs HA BB3MPONIBOIHTEIBATA CHCTEMA H I'bpAaTa

YecTn EpexTrnHa aucyHkms

Heuectu Cekcyanna aucyHxuus, 3a0aBeHa esKynaius, Juc
I'bPOUTE

Penkn AMeHopes, CeKpeLMa OT I'bpAaTa, YroneMAaBaHe Ha

O0mH napymeHdun H eeKTH HA MACTOTO HA NPU/IOKeRHE




CucremMo-opranes Kjiac Hexe1aHH JIEKAPCTBEHH PeaKUHH

Yectu [lepudeptun oroum, eaem, HapylleHa NOX0AKa, NajaHe, YyYBCTRO 32
OnuAHEHNe, HEOOHUAHHO YCellaHe, YMOPAEMOCT

Heuectu Ienepannsupan oTok, omox na auyemo, cTarabe B rbpaure, 6onka, Tpecka,
KaXKAa, CTYAEHH TPBIKH, aCTEHUsA

HUizcneasannn

Hectu YeeanyapaHe Ha TeNECHOTO TEro

Heuectu [Tosuiuenue Ha kKpeaTUHWH dochOKWHA3ATA B KPLBTA, TOBULLIEHME Ha
KPbBHATA 3aXap, HaMaJieHUe Ha Opod Ha TPOMOOLMTHTE, YBEIHYEHHE HA
KpeaTHHHHA B KPbBTA, HAMAMIIEHHE HA KaJWA B KPbBTa, HAaMansaBaHe Ha
TENEeCHOTO TerJio

Peaxy [ToHmxenne Ha 6pod Ha NEBKOLMTHUTE

*Tlopuwena ananun avuHoTpancdepasa (ALT) # noBriena acniaptar aMuHOTpaHchepata (AST)

HabnronaBaHy CUMATOMU HA OTHEMaHe CJie] CIHPAHE Ha KPATKOCPOUHO U ABNTOCPOUHO JICHEHHE C
nperadbanvy. CLolllaBaHK €a CNEIHHATE CHMIITOMU: Oe3ChHUE, INaBO0OIHE, rageHe, TPEBOKHOCT,
IMapusi, TPHIIEH CHHAPOM, KOHBYJICHH, HEPBHOCT, Aerpecud, O0Ka, XHNEPXHUAPO3a U 3aMaiiBaHe.
Te3n cHMITTOMH MOXE /A ca (10KA3aTe/IHY 3a JIeKapcTBEHA 3aBUCHMOCT. [lauenTrre TpsadBa na Obaar
HHJOPMHPpaHH 3a TOBa [P 3aNO4BAHE HA JICUCHHeTOo. JlaHHUTE 3a NpeKpaTaBaHe Ha ALITOCPOUHOTO
neyeHHue ¢ rnperabanuH NoKazpar, Ye 4ecTOoTaTa M TeKeCTTa Ha CUMITTOMMTE Ha OTHeMaHe 6uxa Mornu
Ja ObaaT A0303aBHCUMH (BX. TOUKH 4.2 1 4.4).

[Tepnarprudna OOoMyJALHSs

IpoduabT Ha Oe30nacHOCT Ha nperabanuH, HAOMIOAABAH B MET NEJWATPHUYHH H3NMUTBAHWA MPH
MALUKUEHTH ¢ MAPLUHAIHH NPHUCTHITH CbC WK 6e3 BropuHHa resepanusauus (12-ceaMU4HO U3NUTBAHE 32
oLeHKa Ha eQUKACHOCTTa H 0e30NIACHOCTTA NPH NaUHEHTH HAa Bb3pact oT 4 o 16 rogunuy, n = 295; 14-
AHEBHO W3MUTBAHE 3a OLIEHK3 HA eUKACHOCTTA ¥ Be30nmacHOCTTa NPH NAUKEHTH Ha BL3PAcT OT |
Mecell J0 Mo-Majko OT 4 roauHy, n=175; ¢apMakOKUHETHUYHH U MpOyYBaHe 3a NOHOCUMOCT, =65 U
AB¢ 1-ropdiiHH OTBOPEHHU HAMMHTRAHUA 33 NPOCicgBane Ha Oe3onacHocTTa, n =54 un=431)e¢
nonodeH Ha TO3W, HabnkoaBaH NpH BL3PACTHH MauMeHTH ¢ enwiernicusd. Hali-uecTure HexenaHu
cbOUTHA, HabmoaaBaHH B 12-CeIMMMHO M3NMTBAHE C JieUeHHUE ¢ riperadanyf, ca ChHIKWBOCT,
MUPpEKCHA, MHQEKUMA HA TOPHUTE JHXATENHH ITHTHLIA, TOBHUIIEH aNETHT, MOBULIABAHE HA TEMJIOTO H
HasobapuHrut. Hail-uecture Hexenann ¢bouTua, HaOnoaaganu B 14-AHEBHOTO U3NHTBAHE HA JICUEHHE

¢ niperabafiuy, ¢a CbHAMBOCT, HHEKUUA Ha TOPHUTE JUXATENHHM MbTHILA W NHUPEeKCHS (BXK. TOUKH 4.2,
5.1u5.2).

CrobuiaBaHe Ha NOAO3UPAHH HEKENAHN PeaKLIMU
Cho0LaBaHeTO HA MOAO3IUPAHH HEXKETAHH PeaKiMy clel pa3peLlaBaHe 3a ynorpeda Ha IeKapCTBEHU

POAYKT € BaxXHO. TOBa MO3BOJIABA 114 NPOABIKH HADIIOIEHMETO HA CHbOTHOLLEHHETO NOJI3a/PUCK 33
NeKapcTBeHUs NpoayKT. OT MEeIHUMHCKHTE CNeLHaIHCTH C¢ U3HCKBA Aa choliLaraT Bcaka
MOAO3MpaHa HEXKENAHA peaKuus upes

H3nbaHKTENHA areHuusa 1o iekapceTBaTa

yi. . Jdamsad ['pyes” Ne §

1303 Cogus

Ten.: +359 2 8903417

yebcaiT: www.bda.bg

4.9 Ilpeao3upane

CHMOTOMH
Haii-uecTo cho0WAaBaHHTE HeXEJIaHH NIEKAPCTBEHY PEAKLMK OT MOCTMAPKETHHIOBH
HabmoaaBaHM pd NPEAO3UPaHE Ha NperabaiHt ca BKIIIOYBAIM CHHIIUBOCT, ChCTO
BL30YIA U OEe3NOKOIHCTRO.

[lonyyenu ca cLOOWIEHUS W 34 NpHNAIBLUH.

B penxn cnyuau ca ROKJIa[BaHM CIYyYaH Ha KOMA.




[loBegenne npu npeno3upane
JleuenwneTo npu npepo3upade Ha nperabaivH TpAORA A3 BKIIIOYBA OOUIH MOAABPKAIUH MEPKH H

€BEHTYAJIHO XEMOAMANIN3a NPH HykKAa (Bx. Touka 4.2 Tabnuua 1).

5. ®APMAKOJIOrHYHHU CBOMCTBA
3.1 PapmaxoeJHHAMHYHH CBOHKCTBA

(DapmakorepaneBTU4Ha rpyna: AHTHEMMICHTRYHH CPEACTBA, APYTH AHTHENWIECITHYHH CPEACTBA;
ATC xoa: NO3AX16

AKTHBHOTO BELIECTBO Nperabanyy € aHANor Ha raMa-aMuHOMACHeHaTa KucenuHa [(S)-3-
(aMHUHOMETHIT )-3-MeTUAXEeKCAHOEeBA KHCEIMHA] .

MexaHu3pM Ha JERCTBHE
[IperabanuH ce cBLP3Ba ¢ AONBJIHUTENHATA CyOeanHMLA (012-0 OenThK) Ha BONTAXK-3aBUCHMUTE
KAILKMEBH KaHAJIW B LICHTPA/THATA HEPBHA CHCTEMA.

KinHy4Ha euKacHOCT ¥ O€30MacCHOCT

Hesponamua Gorxa

EdexTHBHOCTTA € JOKA3aHA B U3NUTBAHHUA IPH AHMA0ETHA HEBPONATHA, MOCTXEPNETUUHA HEBpAITUS U
rpb0HaYHOMO3BYHA TPaBMa. EQPEKTHBHOCTTA HE € NPOoYYeHa NPH APYrH MOJAENH HA HEBPOIATHA
Bosxka.

[IperaGanuH e npoydesi 8 10 KOHTPONUPAHH KNKHAYHNA H3MTHTBAHHA C NPOABJLKHTENHOCT 20 13
CeaAMHMLH ¢ AByKpareH aHeBeH npueM (AITI) n no 8 ceqmuuu ¢ Tpuxparen asesed npvem (TTIM).
Karo uano, 6esonacHocTTa 1 eeKTHBHOCTTA 1IpH ¢xemute Ha npuiarade ¢ JITT v TTI/] ca 6uaw
CXOMHH.

B xIMHHYHUTE NPOyUYBaHHUA C MPOAL/DKUTENHOCT 0 12 ceAMHLM KaKTO 3a niepradiepHa, Taka H 3a
LIeHTpanka HeBponaTHa Oonka, oTcnabBaHe Ha Gonkara e Orio HabMOAaBaHO IO Kpas Ha MMbpBaTa
CEAMMIIA W CE € 3aIa3uao Mpe3 LeHd NEPHOI Ha JICHEHHE.

B KOHTPOSHpaHU KJIWHUYHH NPOYYBAHUA NPH nepHdepHa HeBponarTHa oonka 35% ot nauuenTute,
nexyBaHHu ¢ nperabanHi, ¥ 18% oT nanMeHTUTe Ha naLiebo ca umanu noaodpenue ¢ 50% Ha
TOUKOBHS PE3YNTAT 32 OLieHKA Ha 6onkara. Cpen nauueHTUTe O€3 NMPOSBEM HA ChHIKBOCT TAKOBA
noaoOpenue ¢ Guno Habnronasano npu 33% ot nexkypanuTe ¢ nperabanud ¥ npu 18% oT nauxHeHTHTE
Ha T1auedo. I1pyu nauueHT! ¢ NPOABKM HA CHHITUMBOCT TEPANEBTHUHUAT OTroBop ¢ Oun 48% B rpynara c
nperadaiuH H 16% B nnauebo-rpymnara.

B konTpondpaHo IHHHYHO NPOYYBAHE NPH LEeHTPasIHA HERponaTHa 60iaka 22% OT naliMeHTUTE,
NIEKYBaHU ¢ nperadanny, 1 7% or nauveHTuTe Ha mauedo ca umMany noaodpenue ¢ 50% Ha ToukoBUY
pe3ynTar 3a oleHka Ha 6onkara.

Enunencun
AJIOBRAHTHA TEpanus
[Iperabannui € npoy4eH B 3 KOHTPONUPAHH KNHHHYHNA H3HTBAHKA ¢ MPOABL/LDKHTENHOCT 12 cCeamMUIU
npu aosupane I wnu TI1H. KaTto usano, 6ezonacHocTra v epeKTHBHOCTTA APH CXEMHTE Ha
npunarane ¢ JITTA 1 TI1J] ca 6uau cxoann.

Hamanenue Ha wecToTaTa Ha nNpucThNKTe € Ouno HadbmonaraHo no kpad Ha Ceamuna |

IleanaTpryya monvnanus
He e ycraHoBeHa edukachocTTa M 0€30NMacHOCTTA HA NperadanvH Kato JOMbAHMUT
enIencus npy Jeua nof 12-rojdiliHa Bp3pact # 1oHowH. Hexenanute peakuum,
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(hapMaKOKHHETHYHO KIIMHUYHO W3MUTBAHE N KIIMHUYHO M3MHMTRAHE HA MOHOCHMOCTTA ¢ YYAaCTHETO Ha
NaLVEHTH Ha Bh3pacT OT 3 Meceua a0 16 roanuu (n = 65) ¢ napuHanHu OPpHCTBIH, Ca CXOAHHU C Te3H,
HaOMOAaBaHU NpH RB3pacTHY. Pezyntatd ot 12-ceamutHo, Mnauebo-KOHTPOIHPAHO U3NMTBAHE IIPH
295 negUaTpuyHM NMaLMEHTH Ha Bb3PacT OT 4 10 16 roauHu K 14-aHeBHO 1171a1e00-KOHTPOAHPAHO
H3nUTBaHe npy 175 neanaTpuyHH NaLHEHTH Ha BBE3PACT OT | Mecel A0 NO-ManKo OT 4 roIMHH,
MPOBEACHO ¢ LIEA OLGHKA Ha erkaCHOCTTa U 6e30NacHOCTTA Ha niperabaiuH KaTo AOMb/IHUTEHA
Teparug 32 JeYeHHe Ha NapUMaiHU fIPUCTLIH, U 1B¢ |-TOOUIIHY OTROPEHH W3NMTBAHHA Ha
OezonacHocT npy cHoTBeTHO 54 1 431 NeAUaTPUYHK MALIMEHTH HA BB3PAcT OT 3 Mecewa 110 16 roguHu
C EMUNETICHSA NIOKA3BAT, Y€ HEXKENaHUTe ChOMTHS QeOpruIuTeT U HHPEKIMK HA TOPHUTE AWXATEJIHH

MbTHLIA ca Ha0NOJaBaHy NO-4eCTO, OTKONKOTO NP Bb3PACTHU NALUMEHTH ¢ SMUACIICHS (BHAK TOUKH
42,48un5.2).

B 12-cenmuuno nnauebo-KoHTPONMPpaHO MPOYYBAHE NEAHATPHYHHTE NaliHEHTH (Ha BB3pacT oT 4 10 16
FOAWHM) Ca pasnpenesieHd aa rnofy4dasat nperabanyx 2,5 mg/kg/aed (Makcumanso 150 mg/nex),
nperabannn 10/mg/kg/nen (makcumainno 600 mg/aen) nin nnaneto. IpoLEHTHT Ha YYACTHHLIMTE C
noHe 50 % HaManeHue Ha NapuUHATHHTE NPUCTHIH, B CPAaBHEHHE C H3XOBHO HUBO, ¢ Oun 40,6% ot
y4yacTHULIUTE, nekyBaHu ¢ nperabanun 10 mg/kg/aen (p=0,0068 B cpasHeune ¢ nnauedo), 29,1% or
YYaCTHHLNTE, NeKyBaHU ¢ nperabanun 2,5 mg/kg/neH (p=0,2600 8 cpaBHenue ¢ miauebo) u 22,6% or
YYACTHHUMTE, NTOIY4YaBally 1uialedo.

B 14-1HeeHo nnauebo-KOHTPONMPAHO U3NKWTBAHE NeAHATPHUYHH TALHeHTH (Ha BB3PacT oT 1 Mecel ao
no-Manko ot 4 rof|HH) ca pasfpeaciieHH Ja noiy4daear nperadanud 7 mg/kg/neH, nperabanus

14 mg/kg/nen wnu nmnauebo. MeanaHaTa Ha YECTOTA HA MPUCTBLITMTE 3a 24 4Yaca HA U3XOJHOTO HHBO H
NIpH MOCIEAHOTO MOCeLeHHe € ChoTBeTHO 4,7 u 3,8 3a nperabanun 7 mg/kg/aen, 5,4 u 1,4 3a
nperabanun 14 mg/kg/nens 1 2,9 u 2,3 3a nnnaue6o. [perabanud 14 mg/kg/neH 3HayuTETHO HAMAJIABA
log-TpaHcdopMupaHarTa YecToTa Ha NapUKAIIHU NpUCThIM cnpamo raunebo (p=0,0223); npu
nperabannn 7 mg/kg/nen He ce Habmogasa nonobpenue cnpsamo niauedo.

B 12-ceamuuno mianebo-KOHTPOJIHPAHO NMPOYYBAHE IPH YYACTHHIIM ¢ TBPBUYHH NeHEPANM3HpaHH
TOHHYHO-KIOHWYHH [Primary Generalized Tonic-Clonic, PGTC] repyose 219 yyacTHUUM (HA BB3pacT
OT 5 N0 65 rOAUHH, OT KOUTO 66 Ha BB3PAcT OT 5 10 16 roaMHHK) ca pasnpeaesieHH qa NoayyasaT
nperadanud 5 mg/kg/nen (Mmakcumanuo 300 mg/nen), 10 mg/kg/aen (MakcumMando 600 mg/acH) unH
nnauebo kaTo AONBABAWLO JeyeHue. [IpoLeHTsT Ha yyacTHULMTE ¢ Nioke S0% HamaneHue Ha
yectoTata Ha PGTC repuose € croTReTHO 41,3%, 38,9% U 41,7% 3a nperadanuy 5 mg/kg/nex,
nperabanyd 10 mg/kg/ned n nnauebo.

MoHoTepanua (HOBOAHATHOCTULMPAHH MALMEHTH )

[Iperabaiun € npoy4eH NpH eaHo KOHTPOIHPAHO KIHHHYHO NPOYYBAHE C NPOAL/DKHTEIHOCT 56
CeAMULIM, C NpuaokeHHe AByKpaTHO aHeBHO (BID). Iperabanuu He e nokasan mo-mManka

e()eKTUBHOCT CPSAMO JIAMOTPHTHH MO OTHOLICHHUE Ha KpaiHaTa Touka - 6 Mecerd 0e3 NpHCTHITH,
[IperabanyuH H JAMOTPHIMH ca CpaBHHMHM N0 OTHOWEHHE Ha 6e30MacHOCT U J00pa NOHOCHUMOCT.

['enepaauzupano mpegoicHo pacmpoucmeo

[Iperabanu € Npoy4eH B 6 KOHTPOIUPAHY KITHHUYHHK H3MHTBAHKSA C NPOABIDKUTENHOCT 4-6 ceaMuULM,
€1HO NpOYyYBaHe fIpH NMALUMEHTH B CTAPYECKA BB3PACT C MPOABDKHUTENHOCT 8 ceAMULIU ¥ €THO
ABATOCPOYHO MPOYYBAHE 38 NMPEBEHLUHA Ha PEUHINB ¢ ABOHHO-c1na (a3a Ha NpeBeHUMa Ha
PeLMAMBA C MPOXBIKUTEITHOCT OT 6 Mecena.

O0nexyenne Ha cumntomute Ha I'TP, usmepeno upes Ckanara Ha XaMUJITOH 3a OlIEHKA HA
TpeBoxHocTTa (HAM-A), € Hbuno Habaonasano 1o kpas HA Cenqmuya 1.

B KOMTpOIMpaHK KIHHWYHH M3NUTBaHHKA (4-8 ceIMHLM NPOABIKHTENHOCT) 52% oT nauu
JiekyBaHH ¢ nperabanuy v 38% oT nayuenTute Ha anebo ca manv noue 50% nong

o0wMa pesynrar no HAM-A OT U3X0AHOTO HUBO 30 KpaliHaTa TOUKA. s ‘x
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B [IOBEYETO CIy4ay NpH NpOALDKMTENHO Tipuiarade, [IposeaeHn ca ofpTasMONOrnyHU H3CieA8aHUs
(BKJIIOYHTENHO H3CIEABAHE HA 3PUTE/THA OCTPOTA, CTAHAGPTHO H3CAEABAHE HA 3PHTEIHOTO [101€ U
pa3sliUpeH (PYHIOCKONCKK Nperaen) npH rnoeeve ot 3 600 mauueHTH B pAMKUTE HA KOHTPOJIHPAHH
KIMHWYHY NpoyuBaHua. [Ipy Te31 maukWeHTH 3puTeNHATA OCTPOTA € HaMalieHa npu 6,5% ot
NaLMeHTUTE, IEKYBaHH ¢ riperadbanuy u npu 4,8% or naumenTHTe, NeKyBaHH ¢ mjauebo. [TpoMern B
3PHUTEIIHOTO NOJE ca YCTaHOBEHU NipU 12,4% oT nekyBauuTe ¢ nperabaind u 11,7% ot nexypaHure ¢
naauedo nauueHTH. OyHIOCKONCKH NpoMeHH ca Habmoaasaku npu 1,7% OT NnekyBaHuTe ¢
nperabanuH K1 2,1% OT NexyBaHHTE ¢ r1aLedo NalueHTH.

5.2 dapMakoKHHETHYHH CBOHCTBA

CraunoHapHuTe QapMaKOKHHETHYHH [TOKA3aTeNd Ha nperabanui ca CXOAHH NpU 3ApaBH RoOPOBOILH,
NalKMeHTH C eNHIENICHA, NOMYHaBaLH aHTHEITHIISTTHYHH JIEKAPCTRA H MALMEHTH ¢ XpOHHYHA Donka.

Abcopbung

[Iperabanvn ce pe3opOupa OBLp30 Mpy NPUIOKEHHE HA MIAAHO ¢ MHKOBH L1a3MEHH KOHLEHTPAUMH,
HACTBIBAILM B PAMKHMTE HA €AUH Yac KaKTO Cjie ¢[IHOKPATHO TaKa U CJIEA MHOTOKpaTHO NMPUIIAraHe.
[Tepopannarta 6uoHaIHuHOCT Ha nperadanuud c¢ odaksa aa € >90% u e nesaBuchma ot aozara. Cnel
MHOrOKpaTHO NPUiiarade CTaMOHAPHO ChbCTOAHHKE ¢ A0CTHra B paMKuTe Ha 24 no 48 vaca.
Ckopoctra Ha pe3opOuusa Ha nperabanMH HaMagBa MPY NPHEM C XpaHa, KOETO BORH /10 MTOHWKEHUE
#Ha Cmay ¢ 0k0i0 23-30% « 3abapaHe Ha tmygx A0 npubnu3nrento 2,5 yaca. IlpuembT Ha nperabanuy

¢ XpaHa, obaue, HAMA KIHHU4HO 3Ha4YUM €(DEKT BbPXY CTEMEHTA Ha pe3opOuMs Ha nperabanuH.

Pasnpenenenue

[IpeaxnuHAuHY NpoyyYBaHMA NOKA3BaT, Y€ nperadanuH npeMuHaBa Npe3 KphBHO-Mo3buHaTa GapHepa
Ha MMUIKH, IUTBXOBE U MaiMyHuU. JIoKazaHo €, ue rperabaiuH NMpeMHUHaBA npe3 [alEHTaTa MpU
[UILXOBE H C€ OTKPUBA B MJIAKOTO Ha KbpMelr rrbxose. [Ipu xopa npusuauusT obem Ha
pa3npe/eneHre Ha perabanuH cliell NepopaiHo npusioxkernue € npubansutenHo 0,56 kg,
[Iperabanun He ce CBBbP3Ba C MIa3MEHUTE MPOTEHHM.

buorpanchopMaiims

Merabonn3MbT Ha MperaGaikH Npu Xopa e npeHeOpexxuMo MareK. Cnea npueM Ha 103a
paxHoakTHBHO OensnsaH nperabanun npuOausnTento 98% oT paanoaKTUBHOTO BELIECTBO, YCTAHOBEHO
B YpUHaTa, € OWi10 HenpoMeHeH nperadanvi. N-MeTWIdpaHUAT AepUBaT Ha npera0anvH, OCHOBHHAT
MeTabonuT Ha nperabaniH, OTKPHT B ypUuHata, cbCTabnasa 0,9% ot qos3ara. B npeaxinHAuHu
NPOYy4BaHHA HE Ca YCTAHOBEHH AaHHHU 32 PaLleMH3aLYs HA S-eHaHTHOMepa Ha nperafanvi A0 HeroBus
R-eHaHTHOMED.

Enumuuupane
IIperabanuu ce enMmMUHHpa OT CHCTEMHOTO KPpLBOOOpallieHHE rNaBHO Ype3 Ox0pevuHa exckpeuns B

HENMPOMEHEH BH . CPEAHMAT €TUMHUHALMOHEH MOJYKUBOT Ha nperabanuH € 6,3 daca. [InasmeHusaT U
OBEOpeUHHAT KNUPLHC Ha NperabairH ca NpaBo NPONOPLHOHAMHH HA KPEATHHHHOBHA KIHPBHC (B,
Touka 5.2 Hapyuweua 6p6pedna dyukuusa). [pu naupentn ¢ Hamanena 6s0peyna GyHKUMS WK Ha
XeMOAHaIH3a € HeoOX0AUMO aaanTHpaHe Ha Ao3arta (BK. Touka 4.2, Tabauua 1).

JInHEHHOCT/HENUHERHOCT
PapMaKOKHHETHYHHTE NOKA3aTeny Ha nperaba/luH ca JIHHEHHH B PAMKHTE Ha NpPenopbyHTeTHHA
NHeseH 10308 HHTepBai, BapuabunHoctra Ha dapMakokuHeTHKaTa Ha niperabainH Mexay
HHIUBMAUTE € MaiKa (<20%). DapMakOKUHETHKATa NPY MHOTOKPATHO NpHAarabe Moxke na Onae
IpEABHACHA OT JaHHUTE MPH €AHOKPaTHA n03a. CneaoBaTeHo, He € HEO0X0IUMO PYTHHHO
MOHHWTOPUPAHE HA IJIA3MEHUTE KOHLCHTPALIMH HA NMperadaikH.

(JIA3MEHHUTE KOHLICHTpALHY Ha nperaﬁa.nﬂﬂ




bhuOpedHo yBpexiaHe
KnuppHCHT Ha nperabanvH € NpaBoNponopUHOHAIEH Ha KpeaTHHHHOBHA KHpbHC. OCBEH TOBA

nperadanyH ce OTCTpaHARa eeXTHBHO OT IU1a3MaTa upes Xxemoadanusa (crneq 4-4acoso
XEMOAUAITM3HO JIEYCHUE IUIA3MEHUTE KOHLEHTPALMK HA NperabanuH ce MOHMXABAT ¢ NPUOAHIUTENHO
30%). Tei KaTo OBOPEUHOTO EMTUMHHRHPAHE € FIABHUAT MbT HA €THMHHUPARE, MPH NAUHEHTH C
HapylueHa OBOpeyHa (yHKIMA € HeOOXOAUMO HaMasIIBAHe Ha 103aTa, a CJIE/] XeMOHAIH3A €
HeoDX0AKM AONBJIHUTENCH NpreM (Bxk. Touka 4.2 Tabnuua 1).

UepHoapoOHOYBpeX 1aHe
He ca npoBexnadu cnetidanyy GapMakoKHHETHYHH MPOYYBAHHSA NPH MALIMEHTH C HapyLlIeHa

yepHoapoOHa Pyuxums. Toif kato nperabanvH He NPeTHPIABA 3HAYUM MeTa00MHIBM H CE eKCKPEeTHPA
NpeaMMHO B HENPOMEHEH BU/ B YPUHATA, HApYilieHaTa uepHoApoOHa GyHKUMA He OW TpadBaio aa
NMPOMEHA 3HAYUMO TUIA3MEHUTE KOHLEHTPALIMH HA nperabaiuH.

TleanaTpuyHa nonyaauus
MapMaKOKHHeTHKATa Ha Iperabdajiug € OUCHEHa NPy NEAMATPHYHM NALMEHTHU C EIUAencu

(sp3pacToBu rpynu: | go 23 Meceua, ot 2 1o 6 roausu, ot 7 Ao 11 roguud u ot 12 go 16 rogduu) npu
Ao3u ot 2,5mg, Smg, 10mg v 15 mg/kg/nen npu KNIMHUYHA NPOYYBAHHS 32 NpocieAaBaHe Ha
thapMaKOKUHETHKATA M TOHOCHMOCTTA.

Cnen nepopanHo npHUnoXeHue HA nperadbaiyd npy Ne¥aTPHYHU NAUWEHTH Ha MaAHo, Hali-o6mo -
BPEMETO 3a JOCTHraHe HAa MHKOBA I1a3MeHa KOHLICHTpauus € O1iia CXoHa B L471aTa Bh3PacToBa
rpyna # e Hactenuaa ot 0,5 yaca 5o 2 yaca cjiel NPUIOKEHHETO.

Cmax 1 AUC napaMerpu Ha niperabalivH ce yBeNUHABaT MUHEHHO C YBeNHYaBaHe Ha J03aTa B
pPaMKHTE Ha BCAKa Bb3pacToBa rpyna. AUC e no-uueska ¢ 30% npu aeua c rernio noa 30 kg nopaau
afanTHpaH KeM TeNeCHOTO TEIrNO NOBHUIEH KIUPBHC ¢ 43% npy Te3H NaUMEHTH, B CpaBHEHHE C
nauMeHTy ¢ Terno >30 kg,

TepMHHATHUAT NOAY>KUBOT Ha APErabiivH € CPeJHO OKO0 3 10 4 Yaca NpH NeAYATPHYHH MALIMEHTH
A0 6 roaMilHa BB3pacT H 0T 4 A0 6 Yaca NMpu Te3u Ha 7 FOAWHHU U TO-Bb3PAaCTHH.

MonynauHoHer GapMaKOKHHETHYEH AHANTN3 NTOKA3Ba, Ye KPEaTUHHHOBUSAT KIMPbHC € 3HAYHTEIEH
¢axTop 3a nepopaneHus KIMPLHC Ha nperadanuH, TeJIECHOTO TEINIO e 3HauuTeaeH dakTop 3a obema Ha
pasnpeneneHue Ha nperabainH M Te3 OTHOLUCHHUS Ca CXOAHM MpPH NEAUATPHYHU W BL3PAaCTHH
MaLUEHTH.

(dapmMaKOKHHETHKATA HA NperadajyHH Npy NalHEHTH HAa Bb3pacT NoA 3-MecevHa Bb3pacT He €
npoy4Bana (BxK. Toukt 4.2, 4.8 n 5.1).

Crapuecka BLb3pacT

ColecTByBa TEHACHUHA 32 HAMANABAHE HA KIMPBHCA Ha nperabaiyH ¢ HApacTBaHe Ha Bh3pacTTa.
ToBa HamasieHHe HA NEPOPATIHUA KIUPHLHC HA NperabalvH CLOTBETCTBA HA MOHWKEHHETO HA KJTHPBHCA
HA KPECATHHNHA, CBBP3aHO ¢ HafpeABaHe Ha Bb3pacTTa. [Ipu nalpeHTn ¢ BB3pacTOBO 00YCIOBEHO
HapyleHHe Ha OpOpeuHaTa QyHKUMA MOYXKe A2 Ce HA/IOKH HaMaIABaHE Ha /1032Ta HA rperadaiHH (BXK.
touka 4.2 Tabnvua 1).

KbpMauku
(dapmakokuheTHKaTa Ha 150 mg nperabanuy, naBaHu Ha Beekd 12 waca (300 mg gHeBHa 1034a) €

ouensBa npH 10 kbpMeLLY XKeHH, TPH KOHTO paxxAaHeTo € Ouio npeau noxe 12 ceamuuy, Knpmeneto

nasmara Ha Maiikara. OuakBaHaTa 032 3a KbPMayeTa OT KbpMaTa (ako npueMem, 4
KOHcyMaumMs Ha Miko € 150 ml/kg / nen) Ha setu, npremaiun 300 mg / aeH unu M
ot 600 mg / aeH mie 6bae 0,31 wnu pecnakrueno 0,62 ml/kg / nen. Te3n ouakpanu
npudnusureniHo 7% ot obuiara AHeBHA 103a Ha Malkara BbpXY ocHoBa Ha mi/kg.



33 IlpeakaHEuYInH JAHHH 33 §€30NACHOCT

B KOHBEeHUIMOHANHH (PapMaKONOrdYHH MPOYHBAHHUA 3a 0€30MacHOCT NPH KMUBOTHH TIperadaivH €
oka3aJjl 100pa MOHOCHMOCT B A03H, CHOTBETCTRALIR HA KIMHHYHO pwiaraHuTe. B npoyusanus 3a
TOKCHUYHOCT ¢ MHOIOKPATHO Mpuilarale, NpoBea¢HH NpH ILTbX0BE U MaiiMyHH, ca Owin HabmopasaHu
epextd Bbpxy LIHC, BKAIOUMHTENHO XUNOAKTHBHOCT, XHIEPAKTHUBHOCT U aTakcus. Crex
NPOIB/KUTEIHE €KCITO3UUMA Ha nperabaint, cbOTBETCTBALLA HA eKCNO3HINS = 5 IBbTH Mo-rojasMa oT
cpeaHaTa eKCIO3HLMA NpH Xopa NPY MAKCHMATHATA NPenopbUYBaHa KIMHUYHA 11034, ¢C& HA0Mo1aBa
[TOBULLIEHA 4ECTOTa HA aTpodhHa HA peTHHaTa, oOH4aiiHo HaGMoaaBaHa NPH CTapH NUTEXOBE ANOHHOCH.

[IperabanuH we e TepaTOreHeH Npyu MUILKH, ITBXOBE WK 3aiiu. PeTanHa TOKCHYHOCT MPH MUTbXOBE
W 3aMUH € HACTBIIMIIA CAMO INPH EKCNO3HUMH, HAAXBBPIIAIIM 3HAYUMTETHO Ta3W NMpH Xopa. B
NpEeHATANHK/ TIOCTHATA/THM (IPOYUBAHHUA 38 TOKCHYHOCT nperabainH € A0BeN 10 NOSBA Ha TOKCHYHHA
eexTH BBPXY Pa3BUTHETO HAa NOKOAEHHETO NIPH ILTLXOBE Clle]) €KCITO3ULMH >2 MbTH NO-TOJIEMH OT
MaKCHMAJTHATa NMPENOPBLUBAHA EKCTIOZULIMA [IPH XOpa.

HaOnropapaun ca Hexenanm eekTh BupXy GEepTHIMTETA NPH MBKKH H )KEHCKH ILTBXOBE CaMo TpH
€KCIMO3HIIMHM HAIXBBPJIHIH JOCTATLYHO TepaneBTHURATA eKCMo3nuus. Hexxenauunre edekTi BopXy
MbXKKHTE PENPOAYKTHBHY OpraHH W MapaMeTpUTe Ha crniepMara ¢a bwid odbpaTHMU M ¢a HACThITHIX
CaMO NpH eKCNO3HLMH HAAXBBP/INWIN JOCTATHYHO TEPANEBTHYHATA EKCIIO3HLIWA WK ca Ounu
CBBP3aHM CbC CTIOHTAHHM ACTCHEPATHBHH MPOLECH B MbKKUTE PENPOAYKTHBHY OPraiy Ha IuTbXa.
[lopanu TOBa ce cuMTa, e eeKTUTE HMAT MAIKA WY HAMAT KJIWHUYHA 3HAYMMOCT.

[lperabanvy He € reHOTOKCHYEH Bb3 OCHOBA Ha Pe3yNITaTH OT CepHS OT in Vifro U in vivo Npoy4YBaHus.
[Ipy nmbX0BE U MUINIKHK ¢ca OWIIA NPOBENCHU ABYTOAMILHY NPOYYBAHHUA C nperadaiuH 3a
KapurHOreHHOCT. Ilpd ITeX0Be He ca HabaloaaBaHy TyMOPH Cjied €KCno3uuMy Jo 24 nbTH no-
TONIEMH OT CPeHATa EKCNIOZMLMA NTPH X0Pa NPU MAKCHMAITHATA NPenopbhyBaHA KIHHHYHA 1032 OT
600 mg/nen. [Tpn muky He ¢ Ouna HabAKOAaBaKa NOBUIIEHA HECTOTA HA TYMOPHTE NIPH €KCITO3ULIMH,
nogoOHM Ha CpeHATa eKCMO3HLIMA MPH X0pa, HO NMPH MO-BUCOKH eKCIO3NLMH € Ouna HabnoaBaHa
[IOBMIIEHA YECTOTa HA XeMaHruocapkoM. HereHoTOKCUYHHAT MeXaHW3bM Ha HHOYUHPAHOTO OT
nperabanyH o0pa3yBaHe HA TYMOPH NPH MHUUWKH BKIKOYBA MPOMEHH B TPOMOOUHTHTE H
nponHdepanis Ha EHAOTEIHH KAETKH. TakHBa TpOMOOLUMTHH NPOMEHH He ¢a OWIN YCTAHOBEHH NPH
ILTLbX0BE MJIM NMPY XOpa Bb3 OCHOBA HA KPATKOCPOUHHA H OTPAHHUYCHM JTBITOCPOYHH KIMHHYHU MaHHM.
JIMnceat Dokazarencrea, npearonaraiiy pyuck nNpu xopa.

I1py Mnany napXOBE BHAOBETE TOKCHYHOCT HE CE PA3/IHYABAT KAUECTBEHO OT Te3u, HAOMIOJABAHH MPH
3pesik NLXoBe. Maagure mesxoBe, odaye, ca No-4yBCTBATENHH. [Tpy TepaneBTHYHN eKCHIO3HUHH Ca
Oun yeraHoseHH KiidHHYHK Npoasy oT LIHC karo xunepakTHBHOCT ¥ CKbpliaHe ¢hC 360U U
H3BECTHH NIPOMEHM B PACTEXKA (NMPeXOJHO NMOTUCKAHE Ha HAJNaBAHETO Ha Terno). EdekTH pbpxy
LUMKDBIA Ha pasroHeane ca Ounm HadMmoJaBaHu NPU eKCNO3MLMA, HAAXBLPIAIIA 5 BTH TA3M TIPH XOpa.
PeayuupaH oTroBop KbM BHE3aNEH 3ByKOB CTUMYN € HaONioaaBaH fpy MaaaM nisbxore 1-2 ceAMHIM
clief, €KCMO3HLMA [PU >2 MbTH NO-FOJIAMA OT TEPANEBTUUHATA EKCNIO3ULIMA TPy X0pa. JleBeT ceMHLIH
clig/l €XCIO3ULMA TO3M ePeKT He ¢ HabJ/itoaasa.

6. ®APMAIEBTUYHN TAHHH

6.1 CnHcuk Ha TOMOIIHHTE BElleCTBA

Kancyangcwospicumo.

IIpexxenarunyzupaHo LAPEBHYHO HHILECTE

Tank (E553b) ‘iy
ﬂ# 1""‘ : a?\ A

Kancyana obeugka. % ;% ;w#{_ \ o

23 mg mevpou xancyiu ' ﬁ"’?-’f'f‘l-ﬂ mﬂf L

TuranoB guokcua (E171) "



Kenatun

Yepuo macThio 3a oTneuarBane (wentak (E904), yepen xenezen oxcua (E172), nponunen rnukon
(E1520))

30 mg, 75 mg mevpou kancyau
Turanoe nuokeua (E171)
Kenarun

Keneszen okcug, ket (E172)

Yepto macTuno 3a ornedarsane (wemnak (E904), uepen xenezen okciua (E172), nponuinen rinkon
(E1520))

150 mg mevpou xancyau
Turanos guokeun (E171)
XKenarun

XKenezen oxcua, uepeet (E172)
Kenezen okeup, xuat (E172)

YepHo macTuno 3a oTnedarBade (wuennak (E904), yepeu xenesck okcun (E172), nponuneH raukon
(E1520))

300 mg mevpou xancyiu
TuTtanoB auokeup (E171)
Kenaruu

Kenezen oxcui, yepseH (E172)
XKeneszen okenp, ko0t (E172)
Kenezen okcuy, yeper (E172)
bano nevarapcko mactwno (wennak (E904), nponunen rnkon (E1520), kanuer xuapokena (E5295),
THTAHOB avokeun (E171))

6.2 HecnBMeCTHMOCTH

Henpunoxumo

6.3 Cpok Ha rognocrt

3 roJIHHU

6.4 Chneunansu ycJI0BHH HAa ChXpPaHeHHE
Ha ce cbxpansasa noa 30°C.

6.5 Bua# cpAbpXkaHHe HA ONAKOBKATA

IIpacuona 25 mg, 50 mg u 300 mg mevpou kancyau:
Bnucrep (PVC/PVDC//AL): 14, 28, 30, 56, 60, 84, 90 unu 100 T8bpaAn kKancynu, B KyTHA.

Ilpazuona 75 mg, 150 mg mevpou xancyau:
bawncrep (PVC/PVDC//AL): 14, 28, 30, 56, 60, 84, 90, 98 uiu 100 Tebpau xancynu, B KyTus.

He scuuxu BHAOBE OnakoBky MoraT 4a OBAAT IIyCHATH Ha N1a3apa.

6.6 CnenuajJRu ApeINAZHM MEPKH IPH H3XBLPJIAHE B paboTa

Hsama crienuanin u3MCKBaHKUA.
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7.  IIPHTEATEJI HA PAJPEHIEHHUETO 3A YIIOTPEBA
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8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

Per.Ne: 20150158 — INlparuona 25 mg
Per.Ne: 20150159 — Ilparwona 50 mg
Per.Ne: 20150160 — I1Iparuona 75 mg
Per.Ne: 20150162 — Ilparnona 150 mg
Per.No: 20150165 — Ilparuona 300 mg

9. JATA HA IIbPBO PA3SPEIIABAHE/TIOJHOBSBAHE HA PASPEIIEHHUETO 3A
YIIOTPEBA

Jlara Ha nepBO pazpewaane: 25.05.2015
JlaTa Ha nocaeaHo noaHosspane: 03.07.2020

10. JATA HA AKTYAJIM3BUPAHE HA TEKCTA

26 Mespyapu 2023

[loapobHa nHgopMauus 3a TO3M JIEKAPCTBEH MPOAYKT € NpeAocTaBeHa Ha yebcaiita na Manbanurensa
Arenums no Jlekapcrsara (MAJT) http://www.bda.bg.




