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KPATKA XAPAKTEPUCTHUKA HA INNPOAYKTA SRECEETTPPS
1. UME HA JTEKAPCTBEHMUS IMTPOAYKT

["abaramma 300 mg TBbP/AM KancyJiu
Gabagamma 300 mg capsules, hard

i KAYECTBEH U KOJITMYECTBEH CbCTAB

Besika TBbpaa kancyna cbabpxka 300 mg rabaneHTuH (gabapentin).

[loMOLIIHO BELIECTBO C U3BECTHO ACHCTBHE
Besika TBbpaa kancyiaa ot 300 mg cbabpxka 67,5 mg j1akTosa.

3a MbJIHKHA CMMUCHK HA MOMOLIHHTE BellecTBa, BUXKTE TOYKa 6. 1.

3. JJEKAPCTBEHA ®OPMA

I'Bbpaa kancyna
["abaramma 300 mg TBbp/AH KancyJiu: TBbp/a AKeJaTHHOBA KarcyJia ¢ XbJTO HENPO3Pa4yHO TAJIO H

Karia4e.

4. KJ/IMHHUYHU JAHHH

4.1 TepaneBTHYHH NOKA3AHHSA

Enunencus

["abaneHTHH e noka3aH 3a Jo0aBbyHA Tepanus IMPH JIEYEHHE Ha MnapuHaliHu MPUCTBIHK CbC UM Oe3
BTOPHYHA reHepain3alus NpH Bb3pacTHHU M Jella Ha Bb3pacT 6 U noBeye roJHHH (BXkK. To4ka J5.1).

['TabaneHTHH e nokKas3aH 3a MOHOTEpAanui 3a JIEYHCHHE Ha NapuvaiHu INPHCTBIIH CbC HJIH 0e3 BTOPHYHaA
reHepajni3iauuia rnpH Bb3pacTHH H HOHOLUIH Ha Bb3pacT 12 U1 noBeYe roauHH.

Jleuenune Ha nepudepHa HeBponaTHa 00JIKa

["abaneHTMH € noka3aH 3a JieueHue Ha nepudepHa HeBpornaTHa OoJika, kato Oone3HeHa jauabeTHa
HEBPOINAaTHA W NOCTXEPNEeTHYHA HEBPAJITHSA MPH Bb3PACTHH.

4.2 J03HpOBKA H HAYHH HA NPHJIOKEHHE

Llo3upoBKa

B Tabsnuua 1 e onicana cxeMa Ha THTpHpaHe 3a 3aro4YBaHe HA TepanHuAaTa 3a BCHYKH MMOKa3aHH
ce nmpenopb4Ba Mpy Bb3PACTHHU U FOHOLUK HA Bb3pacT 12 M noBeye rojiMHHu.

[Ipu neua Ha Bb3pacT noa 12 roaiHHK yKasaHHsTa 3a 103MpaHe ca MpeJCTaBeHH B OT/AEIHO
[0-10J1y B Ta3H TOYKA.



Tabnuua 1

Cxema na JozupaHe — Hauanno Tutpupane
o [men e

300 mg Beaubxk aHeBHO | 300 mg nBa nbTH 300 mg Tpu nbTH
JHEBHO JHEBHO

CHHQ&HE Ha JIeYeHHeTOo ¢ rabanesTHH

B chOTBEeTCTBHE C HACTOALLATA KIHHHYHA NPAKTHKA, KOTraTO CC Hajlara npckpaTaBaHEC Ha TCPAIlNATa €
rabaneHTHH, TOBA 'rpﬂﬁaa AJa CC HalpasH NOCTCNCHHO, 3a NCPHOA Hal-Manko | ceaMuLa, HE3ABUCHUMO
OT NOKa3aHUCTO.

Enunencus

[lo NPHHLHTO €MHJICNICHATA H3UCKBA ObJIFT'OCPOYHO JICHCHHC. HOSHPOBK&TH CC onpcacisa OT JiCKYBallilnia
JEKap, B ChOTRBETCTBHE C HHAMBHAYAJNHATA IOHOCHMOCT H eclmuacnoc*r.

B‘b3pﬂCﬂ1HH U OHOULU

B xiI#HHYHY NpoyyBaHus, ePeKTHBHUAT 10308 HHTepRal € oT 900 mg no 3600 mg aHesHo. TepanusTa
MOXeE J1a ObJe 3anoYHara ¢ THTpHpaHe Ha 103aTa, KaKTo € OnmHCaHo B Tabnuua 1, MM uypes npunarase
Ha 300 mg Tpu nsTH Ha aed (TIIJ]) B Hen 1. Cnen ToBa, Bb3 OCHOBAa Ha HHAMBHAYAJHHS OTrOBOP H
NOHOCHMOCTTA Ha NAalfHEHTAa AHEeBHATA J03a MoXe Ja Oble JOMBJIHNTENHO YBEHY3BaHa Ha CTHIIKH MO
300 mg/neH npe3 2-3 BHKU K0 MakCHManHa ao3a ot 3600 mg/aeH. [1pyH HHAHBHAYANHH NALHUEHTH MOXE
Aa € NOAXOAALI0 MOo-0aBHO THTPHpaHe Ha A03aTa Ha rabaneHTHH. MUHHMANHOTO BpeMe 3a JOCTHraHe
Ha no3a ot 1800 mg/nen ¢ eaHa ceaMuua, 3a aocturaHe Ha 2400 mg/aeH e obmo 2 ceaMuuym, a 3a
nocturade Ha 3600 mg/neH e o6wo 3 ceamuuu. o3n no 4800 mg/ aeH ca ce noHacanu aobdbpe no Bpeme
Ha ABATOCPOHMHH OTBOPEHH KJIHHHYHH npoyuysaHus. ObOuwara aueBHa Ao3a tpabBa Ja 6bae pasaeneHa
Ha TPH €IHHHUYHH J03H, KATO MAKCHMAJIHHAT MHTEpBAN MeXAy AO3HTE He TpsOBa Ja Haxsuiuapa 12
yaca, 3a Ja C€ NpeJOTBPaTH NOSABATA Ha KOHBYIICHH.

Leya na ev3pacm 6 u nogeve 200uU

Hauannara posza tpabea aa papupa ot 10 go 15 mg/kg/neH u edexTvBHaTa n03a ce AOCTHra ypes
BB3XOAALI0 THTPHpaHe 3a nepuoa oT npubnusurendo 3 aHu. EdexTHBHAaTa f03a Ha rabaneHTHH Npu
aelia Ha 6 4 noseue roJuHH € 25 mo 35 mg/kg/nen. Ho3u mo 50 mg/kg/neH ca noxnacasdu aodpe B
ObJITOCPOYHO KNHHUYHO npoyyBade. O01uarta AHeBHa no3a TpabBa aa Obae pazaeneHa B TPH €AHHHYHH
11034, MAKCHMANHHAT HHTEPBaN OT BpeMe MeX Oy N03uTe He TpsOBa na HaaBuluaBa 12 yaca.

He e Heo6x0anM0 MOHHTOPHUPAHE HA INIA3MEHUTE KOHLEHTPALMHA HA rabaneHTHH, 33 3 ce ONTUMH3NPA
TepanuiaTa ¢ rabanenTHH. OcBeH ToBa rabaneHTHH MOXE Ja ce npuaara B koMOHHauua ¢ JApyru
AHTHEMWICNITHYHH JIEKAPCTBEHH MPOAYKTH, 0e3 onaceHMs OTHOCHO MPOMAHA Ha TJA3MEHHUTE
KOHLIGHTpauu# Ha rabaneHTHH HJH HAa CEepyMHHTE KOHLEHTpALHH Ha JpPYTrHTE AHTHENHIECNTHYHH
NEKapCTBEHU MPOAYKTH.

[lepndepHa HeBponaTHa Oonka

Bviapacmnu




Tepanusata MOXe Oa 3ano4yHe ¢ TUTPHpaHe HA J[03aTa, KakTo e onucaHo B Tabnuua 1. [pyra
Bh3IMOXHOCT € HayanHaTa fo3a ga 6wae 900 mg/nen, npunarada pasaeneHa Ha Tpu paBHH 4034, Crel
TOBa BL3 OCHOBA HAa WHIWBMJYalHUS OTTOBOP M NOHOCHMOCTTA HA MallUEHTa Ao3aTa Moxe Ja Obae
JOMbAHUTENHO YBelHYaBaHa Ha cTbNKH OoT 300 mg/neH npe3 2-3 AHU OO0 MakcUMasiHa ao3a ot 3600
mg/aeH. Ilpy UHAMBHAYAIIHH NALKHEHTH MOXE Aa € NOoAXoAAul0 Mo-0aBHO THTpUpaHe Ha Ao3aTa Ha
rabaneHTHH. MuUHHMANHOTO BpeMe 3a AocTHraHe Ha no3a ot 1800 mg/nen e egHa ceamuua, 3a
nocrurane Ha 2400 mg/nen ¢ obiio 2 ceaMuUM, a 3a gocTiHraHe Ha 3600 mg/aex e obwmo 3 ceaMunum.

EduxacHocTTa H Oe3omacHOCTTa NpH NeYyeHHE Ha nepudepHa HeBporaTHa Oonka, kato Goska npH
nuabeTHa HEBPOMATHR M MOCTXEPINETHYHA HEBPAJITHA, HE ca H3CICABAHH B YCNOBHATA HA KIHHHYHY
Npoy4YBaHHA C MPOABLIDKHTEHOCT HAa NEYEHHETO Hajd S5 Meceua. AKO NpH MNMalUMeHTa Ce Hajiara
NPUWIOKEHHE 32 CPOK Haj 5 Mecela 3a JieyeHHe Ha nepudepHa HepponaTHa 60nKa, NEKyBAMAT NeKap
Tpa0Ba Ja HalpaBH OLEHKA Ha KIHHHYHOTO CbCTOAHHE HA NauHeHTa U 1a ONpeAc/H Al € Heodxoauma
NOITBJIHUTEIHA TEpanus.

HHC:!:Q!I{QHH 3a BCUYKH 06n1acTh Ha TEPANCBTHHHHTE MNOKA3aHHA

[Tpn naiuMeHTH ¢ BIOLIEHO 06110 3APaBOCIOBHO CHCTOAHHE, T.€. HUCKO TENECHO TErNo, CIeA OpraHHa
TPaHCMJIAHTAUUS W T.H., Ao3ara TpAbGBa na ce TUTpHpa No-0aBHO, KaTo Ce H3NOJA3Ba MO-HHCKATa
KOHLEHTpAlMA WIH NO-AbJITH HHTEPBaNH MeX Ay NOBUIABAHHATA HA AO3HPOBKATA.

Crapuecka Bb3pacT (Haa 65 roauHK)

[TpH nalMeHTH B cTapyecka Bb3pacT MOXKE Ja ¢€ HAIOXKH KOpeKiHsa Ha [o3aTa nopaad orcinabpaHe Ha
OLOpeuniaTa PyHKUHS ¢ Bb3pacTTa (B, Tabnuua 2). [Ipn nauneHTHTE B CTapiecKa Bb3PacT € Bb3MOXHO
10-4ECTO A4 CE NMOABABAT COMHOJIEHTHOCT, nNepHdepeH OTOK U aCTeHHS.

buOpeuyno yBpexaaHe

Kopekuna Ha no3ara ce nNpenopbyBa NMpY NauueHTH ¢ KomnpoMmeTHpana 0bOpeuna QyHKknusA, KakTo e
onucaHo B Tabauna 2, u /MK npu nauueHT! Ha XeMoauanuia. 'abanenTuH 100 mg kancynu Moxe 1a
CE€ U3N0JI3Ba 3a CNA3BAHE HA MPENOPBKUTE OTHOCHO A03aTa NpY NaUKUeHTH ¢ HbOPEYHa HEAOCTATBUHOCT.,

Tabnuua 2
JO3UPAHE HA T'ABAITEHTHH [1PH Bb3PACTHH B CIIOPE]] BbBPEHHATA ®YHKLINA
KpeaTHHHHOB KJIHPBHC (ml/min) O6wa nHeBHa no3a’ (mg/nen)
> 80 900 — 3600
50 -79 600 - 1800
30 - 49 300 — 900
15-29 150° — 600
<15° 150°- 300

306waTa AHEBHA A03a TpAbOBa Ja Ce npunara pasaesieHa B TPH paBHY €AUHHYHH 1034, Peayuupasure
JO3M Ce H3MOMA3BAT [Py naLKHeHTd ¢ 6p0peyHo yBpexaaHe (KpeaTHHHHOB KIHPBHE < 79 ml/min).
SIlueBHaTta no3a ot 150 mg na ce npunara karo 300 mg npe3 aeH.
*[Ipy pDauUMEeHTH ¢ KPeaTMHHHOB KIMpBHC <15 ml/min aHeBHara fno3a TpsOBa jAa ce HaMasH
NPONOPLHOHATHO HA KPEATHHHHOBUA KIHUPBHC (Hamp. NaUMEHTH ¢ KPEAaTUHHHOB KAHPBHC 7,5 mi/mi

KIHpBHC 15 ml/min).

YnoTrpeba npu nalMeHTH Ha XeMOAHaIH3a




[Ipp aHypHuHH NaUMEHTH Ha XEMOJHAa/M3a, KOMTO HMKOra He ca NnoJy4yaBajsM rabaneHTHH, ce
Mpenopb4YBa HaToBapsaiua Ao3a ot 300 no 400 mg, cnea Tora ce npuemar 200 go 300 mg rabaneHTHH,
cnen Bcekd 4 uaca xemoauanuia. B anute 6e3 xeMoauanu3za He TpA0OBa Aa ce npuiara JiCUEHHE C

rabaneHTHH.

[Mpy naumeHTHTe ¢ yBpedeHa ObOpeuHa ¢yHKUHMA Ha XEMOAMANH3a, MOAALPXKALRATA A03a Ha
rabaneHTHH TpaOBa na e cholpaleHa ¢ mpenopbKHTE 3a A03HMpaHe, npeacTaBeHd B Tabnuua 2. B
OOMBbNHEHHE KbM NOAAbPKALIATA A03a C€ NIPENOpPbiBa NAOMBJAHKTENHO CNIEA BCEKH 4 Yaca XeMoaHanusa

aa ce npuemart ot 200 no 300 mg rabaneHTuH.

HauMH Ha NMPpHJIOAKCHHC

3a nepopaHO NPUIOKEHHE.

["abaneHTHH MOXE Ja ce npuiara cbC UM 6e3 xXpaHa M Kancynara TpsOBa aa ce norimpila Hsia ¢
AOCTATBYHO KOJIMYECTBO TEYHOCT (HaNp. ¢ yaila Boja).

4.3 [IpoTrBONOXKA3aARHA

CBpbX4YBCTBHTENTHOCT KbM aKTHBHOTO BELLECTBO HJIM KbM HAKOE OT IOMOLIHHMTE BELECTBA, H3OpOcHH
B TOouka 6.1.

4.4 Cnenua/iHH npeaynpexIeHUs U npeAna3sHu MepKH nNpH ynorTpeba

Texkn koxHU HexenaHh peakunH (Severe Cutaneous Adverse Reactions, SCARs)

Texku koxHH Hexenanu peakuun (SCARs), BnrountenHo cHHApOoM Ha Stevens-Johnson (Stevens-
Johnson Syndrome, SIS), TokcHuHa ennaepManda Hekponusa (Toxic Epidermal Necrolysis, TEN) u
nexapcTBeH oOpHB ¢ eo3HOPUINA U cucTeMHH cuMnToMH (Drug Rash with Eosinophilia and Systemic
Symptoms, DRESS), kouTo MOXKe Ja ca KHBOTO3acTpalllaBallii WJIH C JIETAIEH U3X0J, ca ChbOOLICHH
BbB Bpb3Ka ¢ NeyeHuero ¢ rabanenutuH. [lpu npeanuceaHero nauMeHTuTe Tpsibsa na Obaar
HHPOPMHPAHM 33 NPU3HALUTE U CHMITOMUTE W Aa ObAAT HAOMIOAABAHM C MOBHILICHO BHHMAaHHE 3a
KOXHH peakuud. [IpH nossa Ha NpHU3HALKH U CHMIITOMM, NIOKA3aTE/IHH 33 T€3H peaKUdH, NPHeMbT Ha
rabaneHTHH TpaOsa He3abaBHO na cnpe U aa ce OOMMCIM alNTEpPHATHBHO JieueHHe (criopen

HeOOXOAMMOCTTA).

AKko npu ynotpebata Ha rabaneHTHH nNauUMeHTHLT € pa3Bui cepuosHa peakuus xato SIS, TEN uan
DRESS, neyennero ¢ rabaneHTHH NMpPH TO3W NalMEHT HUKOra He TpabBa fa ce NoJHOBABA.

AHadHnakcus

[CabanenTHH MOXe Aa npeansBrka aHadmunakcua. [Tpu3HauATe 1 CHMITOMHTE B AOKIAJBAHATE ClTy4aH
BKITIOYUBAT 3aTPYAHEHO AHMINAHE, MNOAYBAHE HA YCTHHUTE, I'bPJOTO H €3HKA U XHOOTOHHA H H3HCKBAT

CNELIHO NeYEeHHe.
[MaunentuTe TpabBa Aa ObAAT HHCTPYKTHPAHHK Aa CIpaT NpueMa Ha rabaneHTHH M He3abaBHo na
NOTLPCAT NeKapcKa NOMOLLL, aKO NOYYBCTBAT NPHIHALN UNTH CHMOTOMM Ha aHadunakcHs (BXK. TOUKA

4.8).

CyHilMIHA HACAUHUA H IOBEACHHUE

Cro0l1iaBany ¢a CyYHUHAHA HAealliA 1 NOBEJEHHE MTPH NAaLMEHTH, IEKYBAHH C aHTHENHIe
CPEACTBA 324 HAKOJKO NMOKa3aHusd. MeTa-aHanu3 Ha panaoMu3KpaHi 1auebo-KOHTPOAUP
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Npoy4YBaHHA Ha AHTHEMUNENTHYHHU JIEKapCTBEHH CPEACTBA ChIUO MOKA3Ba JEKO MOBHIIABAHE Ha PHCKaA
OT CYHLHIHA HIEALHA H NoBeJeHHe. MeXaHH3MBT Ha TO3H PHCK € Hen3BecTeH. Clyyan Ha CyHIHaHA
HAealldd ¥ moBeacHHe ca Hab/Io1aBaHu MO BpeME Ha MOCTMAPKETHHIOBUA OIAT NMPH MALMEHTH,
NIeKyBaHH ¢ radaneHTHH (BX. To4Ka 4.8).

[TauveHTHTE (M NHMLATAa, KOWTO C& I'pPHXKAT 3a TAX) TpsOBa na ObAAT nNocbLBeTBAHM Ja MOTBHPCAT
MEAHMIMHCKA [IOMOILI MpH NMOABa Ha NPHU3HAUK Ha CYHUWIHA Hacaums Wi noseacHue. IlauuenTure
TpaOBa na ObaaT HabmoaaBaHH 3a MpH3HALK HA CYHLHAHA HAeaUMs U NOBEACHUSA M Aa ce obMucnam
NMOAXOAAINO NeyeHHe. B cnyyall Ha cyHUHAHA uaealiHs WK NoBeJcHHE TpAOBa Aa ce 0OOMHCIH cnupaHe
Ha Nle4eHHeTO ¢ rabaneHTHH.

OCTbp NaHKPEATUT
AKO NalHeHTLT pa3Bue OCTLP NAHKPEATUT [0 BPEME Ha JeucHue ¢ rabaneHTH, TpadBa aa ce 0OMucIu

criipaHe Ha JeueHHeTo ¢ radaneHdTHH (BXK. Touka 4.8).

["BpyoBe

Bbnpeku, e HAMa A0Ka3aTeJICTBA 3a HOBA NMOABA HA I'bPYOBE NPH Tepankd ¢ rabaneHTHH, BHE3AHOTO
NpeKbCBAHE HA AHTHKOHBYJACAHTHTE MNpPH [AUHEHTH C EMNWICICHA MOXE Aa OTKIIO4H ,,CTatyc
enuaenTukyc' (Bx. Touka 4.2).

KakTo npu Apyrd aHTHeNWJIENTHYHH JIEKAPCTBEHH NPOILYKTH, NPH JieueHHe ¢ rabaneHTHH NpH HAKOH
nalHeHTH MOXe J1a C€ MTOBULUIH Y€CTOTATa HA MbPUYOBETE WK 1A C€ MOABAT HOB THIT MbPUOBE.

KakTo npu Apyrv aHTHENMUAENTHYHA IEKAPCTBEHHU NMPOAYKTH, OMATHTE A CE€ OTTETNAT €AHOBPEMEHHO
MPUNAraHyd AHTHEMWIENTHYHH JIeKapCcTBa NpH JieueHHe Ha pedpakTepHH NaLHEeHTH, NpHeMallli nopeye
OT €IHH aHTHENHJIENTHYEH JIeKAPCTBEH NPOAYKT, € LIe Ja ¢ce MOCTHrHe MOHOTepanus ¢ rabaneHTux, ca

C HHUCKa HCCTOTa Ha YCIICX.

CwMmaTa ce, ye rabaneHTHH He e ePEKTUBEH Ccpellly ITbPBHYHH reHepaNu3Hpaly rbp4yoBe, KaTo HanpuMep
abcaHc, ¥ IpH HAKOH NALMEHTH MOXKe Aa BJIOHIM Te3H rypyose. [Topaay ToBa e He06X0AMMO NOBHIIEHO
BHHMAaHHE TIPH M3M0A3BaHe HA rabaneHTHH NpPH NAUHEHTH CbC CMECEHH IbpPYOBE, BIJIIOYHTENHO

a0CcaHCH.

JleyeHuneTo ¢ rabaneHTHH € CBBP3aHO ChC 3aMaftHOCT M COMHOJICHTHOCT, KOMTO OHXa MOT/IM A2 yBEIHYAT
nosBaTa Ha MHLUUIECHTHO HapaHaBaHe (nanaHe). MMa CblUIO H NMOCTMAPKETHHIOBH CHOOLUEHHA 3a
o0ObpkBaHe, 3aryba Ha Cb3HAHHE M YMCTBEHO YBpEXZaHe. 3aToBa mamMeHTHTEe TpabGBa aa Obaar
[MOCHBETBAHH Aa MOAXOXIAT € MOBHIICHO BHUMAHHE, JOKATO HEe CBHKHAT € MOTEHUHANHHTE eeKTH Ha
JICYEHHETO.

EanospemenHa ynotpeda ¢ onuonan U Apyrd nenpecadth Ha 1ITHC

[lanueHTH, IpH KOWTO C€ HW3UCKBA €JHOBPEMEHHO JICYEHHE C AeNnpecaHTH Ha LEeHTpanHarta HepBHa
cucrema (LIHC), siomnounrento onuonau, Tpabea na 6baat HabnioaaBaHH BHUMATENHO 3a NPU3HalUH Ha
notuckane Ha LIHC, Kkaro COMHOJIEHTHOCT, cealua U pecnupaTtopHa nenpecHa. [lauueHTuTe, KOHTO
pHEeMaT eIHOBpeMeHHO rabaneHTHH H MOp(QHH, MOXE Aa pa3BHAT MNOBHMIUEHH KOHLUEHTPalUHUH Ha
rabanenTnH. Jlo3ata Ha rabdaneHTHH HAM €AHOBPEMEHHOTO JiedeHHe ¢ aenpecaHtTH Ha LHC,
BKJIIOYHTESIHO ONHOKAM, TpaOBa Aa Obae noaxoAdino HaManeHa (BX. Touka 4.5).

[IpenopbuBa ce NOBHIIEHO BHHMAHHUE NMPH NpeAnHCBaHE HAa radaneHTHH €JHOBPEMEHHO C ONHO
nopagd pHck ot notHckaHe Ha LIHC. B nonynauuoHHo-0a3upaHo, 0O6CEpBaLMOHHO NPOYY
cny4yaii-KOHTpOJa NpH NaLHeHTH, H3MOA3BallH OTHOHAH, €JHOBPEMEHHOTO NPeAnKHCcBaHe H
u rabaneHTHH ce CBbP3Ba € MOBHILEH PHCK OT CMBbPT, CBbP3aHa C ONTHOUJ, B CpaBHEHHE C I




Ha CaMOCTOATeNHa ynoTpeba Ha onHona (KOpHrupaHo ChOTHOLIEHHE Ha waHcoBeTe [aOR), 1,49 [95%
ClI, 1,18 no 1,88, p<0,001)).

PecniupaTtopHa AenpecHs

["abaneHTHH € CBBP3aH C TEXKA pecrnupaTopHa AcnpecHa. [lanueHTH ¢ HapylieHa pecnrpaTopHa
bYHKLNS, pEeCHpaTOpHO HMJIHM HEBpoAoru4yHo 3abonaBaHe, OLOpeuHO yBpexjaHe, €IHOBpEMEHHa
ynotpeda Ha nenpecadTd Ha LIHC ¥ maLieHTH B cTapuecka Bb3pacT MOXKeE Aa €2 U3IOKEHHU HA NO-TONAM
PMCK OT M3MUTBAHE HA Ta3M TEXKKA HexenaHa peakuud. BeiMOXKHO € 1a ¢ HAIOXKH alanTHPaHE Ha
A03aTa IIpH TE€3H NaLUEHTH.

CTtapuecka BB3pacT (HAN 65 roauHp

He ca npoBeXIaHH CHCTEMHH MpOoyuBaHus ¢ rabaneHTHH NpH NalUHEHTH Ha Bb3pacT 65 H noseue
rogvHd. B aBoliHocnano npoy4yBaHE ¢ MalHEHTH ¢ HeBponaTtHa 00/JKa ce yCTAaHOBSBA H3BECTHO
MoBHUIaBaHe Ha NMPOLEHTa Ha BB3HMKBAHE Ha COMHOJEHTHOCT, nepHdepeH OTOK H acTEHHA NpH
MALKECHTH HA BBb3PACT 65 K noseuye roguHH, B CPaBHEHNE € NO-MNAAUTE NauueHTH. C H3KTIOYEHHE Ha
T€3H pe3yJTaTH, KTHHHYHHTE H3CJISABAHHA B Ta3¥ Bb3PACTOBA IpyIla He NOKa3BaT pasiiieH npodua Ha
HexXxeNaHHTe CbOHTHA, B CPABHEHME C HAOMIOAaBAHHA NPH NTO-MNAJKTE NaLHEHTH.

[leanarpuysa nonynaius

EdexkTHTe OoT AbarocpoyHatra Tepanus (nopede or 36 ceamulM) ¢ rabaneHTHH BbPXY YUEHETO,
WHTEJIUTeHTHOCTTA H Pa3BHTHETO MPH AELA U IOHOWIH He ca 1o0pe npoy4enH. [TonsuTe oT aparocpouna
Tepanusg TpAOBa Jia ce NPeLeHAT BHUMATEHO CNPAMO NOTEHIHATHHTE PUCKOBE.

HenpasunHa ynoTpeba, noTeHunan 3a 3noynorpeda v 3aBHCHMOCT

["abaneHTHH MOXe Ja npeaAu3BHKA JIEKAPCTBEHA 33aBHCHMOCT, KOATO MOXKE JAa C€ MOABM NpH
TepaneBTHYHH A03u. Chodluasanu ca ciyyan Ha 3noynorTpedba W HenpaBHaHA ynotpeba. IlammenTu ¢
aHaMHe3a 3a 3noynotpeba ¢ BELIECTBA MOXE ha €a € [M0-BHCOK PHCK OT HENpaBHJIHA ynotpeda,
3noynoTpeda ¥ 3aBUCHMOCT OT rabaneHTuH u € HeoBXx0xMMO NMOBHILIEHO BHHMaHHE NpU ynoTpedata Ha
rabaneHTHH npu TakuBa nauveHTH. [Ipean npennucsaHe Ha rabGaneHTHH PHCKBT OT HENpPaBHIIHA
ynotpeda, 3n10ynotpeba i 3aBUCHMOCT IpH nalUeHTa TpAbBa ga 6bAe BHUMATENHO OLEHEH.

[launenTHTe, NeKyBanu ¢ rabaneHTul, Tpsbsa Aa 6bjar HabMOAABAHM 33 MPH3HALM M CHMIITOMH Ha

HenpaBuJHA ynoTpeba, 3noynorpeba HAM 3aBHCHUMOCT OT ra0aneHTUH KaTto pasBHBaHE Ha TOJIEPAHC,
HEe0OXOOHMOCT OT MOBHILIABAHE HA 103aTa U OBEACHHUE HA HACOYEHO ThPCEHE Ha JIEKAPCTBOTO.

CUMNTOMH HA OTHEMAHE

HabnionaBann ca CHMNTOMH HAa OTHEMAHE CJEJ NPEKPATABAHE HAa KPATKOCPOYHO H ABJTOCPOYHO
neyeHne ¢ rabaneHtTHH. CUMNTOMM Ha OTHEMaHe MOraT Aa ce NOABST CKOpO ciel]] NpeKpaTaBaHe,
obuxHoBeHO B pamxute Ha 48 uaca. Hali-uecto cboblUlaBaHUTE CHMIITOMH BKIKOYBAT TPEBOKHOCT,
OescbHMe, rajeHe, Oonka, M3NOTABAHE, TPEMOp, MNaBOOONIHE, ACNPECHS, HEECTECTBEHO YCCHIAHE,
3aMasHOCT U 00we HepasnonoxkeHue. IlossaTta Ha CUMNTOMH HAa OTHEMaHEe Clell MpeKpaTsBaHe Ha
npueMa Ha rabaneHTHH MOXKe J1a € MOKalaTeNHa 33a NeKapcTBeHa 3aBHCHMOCT (BXK. Touka 4.8).
[MaunenTsT TpAOBAa Na ObAE MHGOPMHpAH 3a TOBA B HAYAJOTO HA JIEYEHHETO. AKO JI€UEH

JlabopaTopHu M3cieBaHUS




Morart Aa 6bAaT oTYETEHH QATIHEBO OTOKHTENHH PE3YITATH NPH NOAYKOIHYECTBEHO ONpeleNHE Ha
o611 6entbk B yprHarTa ¢ TecT-n1eHTa. [lopaan ToBa ce npenopbyuBa NOTRLPXKAABAHE HA NONOXKHTENTHUS
pe3yaTaT ¢ METOAH, OCHOBABalllH CE€ HA APYF aHAJIUTHYEH MPHHLIMN, KaTo HanpuMmep GHyperosa npoba,
TYpOHINMETPHYHH WIH OLBETHTEIHH METOAH, HIIH U3MOI3BAHE HA ANITEPHATHBHUTE METOAH OT CAMOTO

Ha4ano,

TToMOIHH BellIeCTBA C H3BECTHO AeHCTBHE:

"'abaramMMa TBRBpAH KancyJu Cbabpxa nakrtosa. [lauMeHTH ¢ peAkH HacneacTBeHH npobneMH Ha
HEMOHOCHMOCT KbM ranakTo3a, MbJiCH JIakTa3eH ACQHULHUT HIH NII0K030-TalakTo3Ha Manadbcopbuus He
TpAOBa a NpUEeMaT TOBa JIEKapCTBO.

4.5 B3anMoaelcTBRE ¢ APYTH JEeKAPCTBEHE NPOAYKTH H APYrd popMH HA B3anMoaeHcTBHE

HMMa cnioHTaHHH ¥ JHTEpaTypHH ChOOLLEHUA 34 pecCnHpaTOpHa AEMpPeCcHs, CeAalums U CMbPT, CBBP3aHH
¢ rabareHTHH, KOraTo ce npHjiara ¢IHOBpeMeHHO ¢ aenpecaHTd Ha LIHC, BkioudTenHo onnounau. B
HIKOH OT Te3H CbOOLIEHHA aBTOPHTE OOPBIIAT CNELHATHO BHUMaHHe Ha KoMOKHaluATa Ha rabaneHTHH
C ONHOUAM MPH MAUHEHTH B HeAO0Opo 0010 CHCTOAHME, NTALIMEHTH B CTAPYECKa BB3PACT, MALMEHTH C
TEXKO MOAJMEXAINO PECIIHPATOPHO 3a00NaBaHe, NAUMEHTH, NpHEMALIH MHOXKECTBO NEKApCTBa, KaKTo U
IpH NAUHEHTH ChC CHHAPOM Ha 3noynorpeda ¢ BelllecTsa.

B npoyusane, BKarouBaLlo 3apaBi xo0poroniu (N=12), npu npunarade Ha 60 mg Mop¢uR xancyna ¢
KOHTPOJHpaHo ocBoboxaaBaHe 2 yaca peau npuiaraHero Ha 600 mg kancyna rabaneHTuH, cpeaHaTa
naowy noA kpuBata (AUC) Ha rabaneHTHH ce e yBennuuna ¢ 44 % cnpsamo rabaneHTHH, npuioxeH 6e3
mopduH. [Topaan ToBa nauyeHTHTE, IPH KOWTO C€ HANAra eHOBPEMEHHO NIeHeHue ¢ ONUOHH, TpAdBa
Ja Oppar BHUMaTenHo HabnwozaBaHM 3a npu3HauM Ha noTHckaHe Ha HHC, xato COMHONEHTHOCT,
celallig M pecnupaTopHa AenpecHs, kKaTo TpadBa ChOTBETHO Ja C€ HAMAIH A03aTa Ha rabaneHTHH UIH
Ha ONIUOUJHUTE.

He ca ycraHoBenn B3aMMoaeicTBHA Mexay rabancHTHH B Qenobapburan, dennrouH, sannpoesa
KHCEJIHHA NIy KapOaMa3enuH.

dapmaxokHHETHKATA Ha rabaneHTHH clea JOCTUraHe Ha CTAUHOHAPHO CHCTOSHUE NPH 3[4paBH Xopa €
nogoOHa Ha Tasy MpH NALMUEHTH C SMHIENCUSA, NOJYYaBaLH Te3H AHTHENMHIENTUYHH TIPOAYKTH.

EnHoBpeMeHHHST NMpHeM Ha rafaneHTHH ¢ NepopalHd KOHTPALENTHBH, CbAbPXKALH HOPETHHAPOH
H/HITH €THHHA ECTPaRHOJ1, He NOBIHARA PapMaKOKHMHETHKATA B CTALIHOHAPHO CHCTOAHUE HA HHTO €Ha
OT ChbCTaBKHTE.

EnHOBpeMEHHHUAT NpueM Ha rabaneHTHH ¢ aHTHALUMAY, ChAbpXKALIM AyMHUHNA U MarHe3uil, Hamanssa
buoHanuuHoOCTTA HA rabaneHTHH 10 24 %. IlpenopbuBa ce rabaneHTHH Aa ¢e NpUeMa Hal-paHO 1Ba
yaca cnej NpUeM Ha asHTHauuAa.

[IpobeHeuna He npomeHs 6bOpeyHaTa eKCcKpeLMa Ha rabaneHTHH.

[lpu eaHoBpeMeHeH NMpHeM Ha rabaneHTMH W UKMMeTWANH € HaOmojaBaHo cnabo HaManeHue Ha
OBOpevuHara exckpenyd Ha rabaneHTHH, KOETO He e OYaKBa Ja HMa KIIHHHYHO 3HAYEeHHE.

4.6 PepTHAHTET, OPEMEHHOCT H KEPMEHE

bpeMeHHOCT




Puck cevp3an ¢ enunencus u obujo ¢ anmuenwienmuvunume aexapemea (ALJI)

CnelMalHH CbBETH OTHOCHO NMOTEHIHARHUA PHCK 33 IUI0Jid, TPHYHHEH KaKTO OT MbPY0OBE, TaKa U OT
AHTHEMHJIENTHYHO JieyeHHe, TpAOBa 1a ce AaBaT Ha XKeHH C AeTepOJeH MOTEHUHAN H 0COOEHO Ha KEHH,
MaaHupauin OpeMeHHOCT, M XKeHH, kouTo ca OpemeHnu. HeobxonuMocTTa OT aHTHENMMIENTHYHO
neuenue Tpa0Ba 1a ce npepasryiena, KOraro xeHara naaHipa aa 3abpeMenee. [1pn xxeHH, NeKyBaHy 3a
ernunencus, He TpadBa Ja ce npeAnpHeMa ps3Ko MpeKpaTaBaHe Ha aHTHENMUNENTHYHATA TEpanus, Thil
KaTo TOBa MOXE Na NOBeJe A0 NOABA HA I'bpP40BE, NMOpaad €pEKT HA OTHEMAHE HA NIEYEHHETO, KOHTO
MOTaT Jla HMaT CEpHO3HH NoCcAeAHLM KaKTO 3a MalikaTa, Taka W 3a Aerero. CaMOCcToATeNHaTa Teparus
TpaOBa Ra ce NpeAloYHTa BUHAIH, KOraTo € Bb3MOXKHO, Thil KaTo TepanusaTa ¢ MHOXecTBO AEJI moxe
na Obje cEbP3aHa ¢ 10-BHCOK PHCK OT BpoJAeHH MandopMaluu, OTKONKOTO CAMOCTOATENIHATA Tepanus,
B 32aBHCHMOCT OT H3MOJ3BAHHTE aHTHENHNNIENTHLIH,

Pucxose, cevpsanu c cabanenmun
I"aGaneHTHH NpeMHHAaBa Npe3 N1aucHTara.

JaHHHTe OT ckaHAMHABCKO 00CepBaLlHOHHO NpoyUBaHe Ha noBeye OT 1 700 OpeMEHHOCTH, M3JI0KEHH
Ha rabaneHTHH npe3 NbpPBHS TPUMECTBP, HE IMOKA3BAT MO-BHCOK PHCK OT TOJEMH BpPOJEHH
mMaagopMalu Cpea JAeuara, HINOXKEHH Ha rabaneHTHH, B CPaBHEHHE ¢ A€LATa, KOUTO He ca Onam
H3JI0KEHH Ha BBL3JeHCTBHETO My, H B CpaBHEHHE € JelaTa H3J0XKEHH Ha nperabaliH, NaMOTPHIHH H
nperabanHH WIKH naMOTpHIrHH. [1o ChluMs HauKUH He € HaO/NAaBaH NOBHILEH PUCK OT HapylIeHUs Ha

HEBPOJIOTHYHOTO Pa3BUTHE TIPH ACLA, H3NI0XKEHHU Ha rabaneHTHH o Bpeme Ha OpeMeHHOCT.

Mma orpaHnyeHHy A0Ka3aTeNCTRa 3a 10-BUCOK PHCK OT HHCKO TETNO MPH POKAAaHE H NMPEXAESBPEMEHHO
paXKJaaHe, HO He H OT MbPTBO pax<aaHe, HECHLOTBETCTBHA HAZO0Jy CIPAMO reCTallHOHHATA Bb3PAcT, HUCBK
pe3yJNTaT no Anrap Ha 5-Ta MHHYTa H MHKpouedanus NMpPH HOBOPOACHH OT XCEHHU, H3IJIOKEHH HA
rabaneHTHUH.

[TpoyuBaHHATa NMPH KHUBOTHHU NOKA3BAT peNnpoldyKTHUBHA TOKCHUHOCT {BXK. TO4Ka 3.3).

["abaneHTHH MOXe Ja ce U3MONI3BAa NO BPEME Ha ITbPBHA TPUMECTbP Ha OpeMeHHOCTTa, aKo € KJIHHHYHO
HeoOX0AUMO.

CvobiaBa ce 3a HeOHATaneH CHHAPOM Ha OTHEMAHE MPH HOBOPOJLEHH C in utero €KCMO3UIHA Ha
rabaneHTHH. EAHOBpeMEeHHATA €KCNO3HIUA HA rabaneHTHH H ONMHOUIH MO BpeMe Ha OPeMEHHOCT MOXKe
Ia NMOBHMLIKW PUCKA OT HEOHATA/ICH CHHAPOM Ha orHemaHne. HoBopoaeHuTe TpabBa na ce npocnensBar
BHUMATENHO.

KbpMeHe

["abaneHTHH Cce eKCKkpeTUpa B kKbpMarta. [lopaau TOBa, Y€ €(peKTHT BbPXY KbpPMavyeTO € HEHU3BECTEH,
TpaOBAa BHUMATENHO AAa CE€ MNPELEHU NPHIAraHeTO HAa JeKapCTBEHHA NMPOAYKT NMPH KbpMELIH MahkH.
["abanenTu TpsaOBa Aa ce U3N0J3Ba NPU KbpMeELIH MaHKH, CaMO aKko MOoJI3aTa KaTEropuyHoO HaABHIIABA
pHCKAa.

QepTUnuTeT
Hsma edekT pbppXxy pepTHIHTETA IPU MPOYUBAHUATA BbPXY XKMUBOTHH (BXK. TO4Ka 5.3).

4.7 EdexTH BbLpXY cnocobrOCTTA 32 WIOPHPAHE H padoTa ¢ MAIHHH
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["abaneHTHH MOBNHABA B JIEKa WIH YMepeHa cTeneH cnocobHocTTa 3a modupane » pabota ¢ MaliyUHH,
["abanenTHH BIMAE BBPXY LEHTpalHATA HEPBHA CUCTEMA U MOXKeE Ja NPHYMHH CHHIUBOCT, 3aMaliBaHe
HJIH APYTH CBbp3aHH CHMNTOMH. JIOpPH M Aa ca caMO C JleKa WIH YMEPEHa CTENeH, TE3H HEXENaHH
peakliMH MOXe 1a ca NOTEHI[HATHO ONACHH 3a IALUEHTH MpH WwodupaHe uny padorta ¢ MawHKn, Tora
€ BaJIiJIHO O0COOEHO B HA4AJIOTO HA JICYCHUETO H CI¢A NMOBHIIABAHE HA 203aTa.

4.8 Hexe1aHH JIeKaPCTBEHH peaKlHH

Hexenanute nekapcTBEHH peakuud, HabnronapaHn no BpeMe Ha KIHHWYHHMTE MpOYyuBaHuUA,
MpOBEASHH NMpPH enuiencus (1OMbJABALIA H MOHOTEPANHA) H HeBponaTHa 00Jika, Ca NPEACTABEHH B
ob1 cNUCBK MO-A0NY, FPYNKHPAHK MO KNac M 4yecToTa: (MHOro uectH (> 1/10); vectu (= 1/100 zo
<1/10); newectu (=1/1000 no <1/100); peaxn (=1/10 600 no <1/1000); muoro peaxu (<1/10 000).
Korato e HabnlomaBaHa HesXeNaHA peakUMsA ¢ Pa3iIM4Ha 4e€CTOTa NPH pasInyHUTE KIHHUYHH
npoy4YBaHHsA, T4 € 3aNHcaHa ¢ Hali-BHCOKAaTa OTpa3eHa YeCTOTA.

JIONMBJIHUTENIHK HEXENaHu PeaKLiKK, NOKIAABAHH [10 BpeMe Ha TOCTMAPKETHHIOBHS OITHT, ¢a BKIKOYEHH
¢ HEeH3BeCTHa YecToTa (0T HANMYHHTE AAHHHW He MOXe 7a Oble HampapeHa OuleHKa), MpelcTaBeHU C
KYPCHB B CIMCHKA NMO-A0IY.

[1pu BcaKO rpynupaHe B 3dBHCHMOCT OT YECTOTATa, HEXKEIAHUTE NIeKapCTBEHH peaKllii ce n3bpoaBar B
HH3X0/11L PeJ 110 OTHOUIEHHE Ha TAXHATa CEPHO3HOCT.

CHCTGMMPHHEH KJjac Hexenana JEKAPCTBCHA PCAKIHA

Hadexnnn n nudecrannn

MHoro decTH BHPYCHA HHpEKLMS

YectH MHEBMOHNA, pecnUpaTopHa HH$EKLHs, HHPEKLHR HA THKQUHUTE
MbTALIA, OTUTHC MEAHa

- —_ e i — O i

HapyinenHus Ha KPHBTA H JHM(PHATA CHCTEMA

Yectn NIeBKOIeHUs

o — = e me e

C "eH3BeCTHA 4eCTOTA

—_— et —— LI T S ——— - "

mpﬂﬂﬁﬂ YUMONeHUR

Hapyuienus Ha BEMYHHATA CHCTEMA

HeuectH anepruyHiy peakuuy (Hanp. YpTHkapHs)

—— — e ——— e ——— - - - —_—— o e ————

—_—— = w oa — C mE— - - —

C Hen3BeCTHA YeCcTOTA CUHODOM HA CEDBXYYBCMBUMEAHOC (CUCMEMRA PEeAKYUA C
BPOMEHIUBU CUMRMOMU, KOUMO M02am 0a 8KAI0Y6am mpecka,
0bpue, xenamum, AumMpadeHonamus, eo3uROPUIUA, KAKMO
NOHAKO2A Opyeu cuMnmomu), anaguraxcua (siic. mouxa 4.4)

Hapymienns na MeTaboIH3Ma H XpaHeHeToO

YectH AHOPEKCHA, HDBH_H]EI:I_ 1al'leTPlT

“Heqec'rﬁ_ S XBneprankemMus (Haf-yecto HabmoaaraHa Npy NaLUEeHTH ¢ JUader)
Penku [xnnomuxemm (Hali-yecto HabnMoAaBaHa NpH NALUEHTH )

C HeHn3sBecTHA yecToTa \xunanampu&uuﬂ

IIcHXHYHH HAPYLUEHHS




BpakaeOHOCT, 0OBbpPKBaHE U eMOLIHOHANHA NabUITHOCT, Aenpecus,

Yectu
TPEBOXKHOCT, HEPBHOCT, aDHOPMHO MUCNEHE
HeuecTu Bb30yaa

C HeH3BecTHA 4eCcToTa

CYUYUONHA UOEayUR, XATIOYURAYUU, NEKAPCMEBEHA 3A8UCUMOCT

- ——

Hapymiensns Ha HEPBHATA CHCTEMA

MHuoro yects

COMHOJIEHTHOCT, 3aMasHOCT, aTaKCHA

YecTn KOHBYJICHH, XHNTEPKHHE3HH, AHU3APTPHSA, AMHE3HUA, TPEMOP,
OeacbHue, rnapodonue, ycellaHus KaTo rapecTesus, XHNnecTe3usy,
HapyllI€Ha KOOpAMHAIHA, HUCTAbM, 3aCUNEHH, TOHHXECHHU MK
NRIICBALUM pedniekcH

HevecTH XHNOKHHE3NSA, YMCTBEHO YBpEXJaHe

Penku 3aryba Ha Cb3HaHHe

C "Hen3BeCTHA HecTOTa

OpY2U OBUSAMENHU HADYUIEHUA (Hanp. XOpeoamemo3a, OUCKURE3UA,
OUCMOoHUA)

Hapymmenns Ha 09RTE

YecTH

3PUTCJIHH HapyLUICHHA KaTto aMﬁJ'[HOIIHH, AHTIIOIINAA

Hapyuienng Ha yX0TO B JaOHpHHTA

. - -

YecTH

C HeH3BeCTHA 4Ye€CTOoTa

CBETOBBPTEXK

MUHUMYC

CopaevBE HApYLICHAR

HeuecTu

‘ NanuTaAUHH

C1LnoBH RapyIIeHHS

YecTH

PecnHPATOPHH, FPHLAHA H MEAHACTHHAJIHA HAPYIICHEA

YectH

I[ XHNCPTOHHA, BA30AHIATallHA

—_ e T I YR ———— s e e ——— — e S e =

OUCTIHesA, OpOHXHUT, (JapUHIHUT, KauUIMLA, PUHHT

e o e— -

Penku

pecCnUpaTopHa Aenpecus

CroMaluBO-9peBHH RAPYLHICHHAR

YecTH NoBpbLIAHE, raacHe, 30HH aAHOMATHUH, THHTUBYT, AHAPUR, KOPEMHA
Oonka, AUCHenchs, 3anek, CyxoTa B YCTaTa UJIH I'bplioTo,
¢natyneHuus

HeuecTn ancdarus

C Hen3BeCTHa 4ecTOoTa nawkpeamum

e s o L L —mmm

XenaTobrauapHH HAPDYILICHHSA

C HeH3BeCTHa 4ecToTa

B e I TR e — e FE — o ———— - - ——

} xenamum, v imesuya

[ —— L A - - —_— - A —EmLmEE LLrETEoE— L m — —

—_——— f—————

HH])}’[I]EHHH HA KOXKATA H NMOJKOXKHATA THKAH

f —— e —————————— = =
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FoEEEm LEu sl A

YecTn JIHLEB e1IeM, MypHypa, 4eCTO ONMKHCBAHa KAaTO HATbPTBAHE B
pesyiarar Ha du3nyecka TpaBMa, OOpHB, NPYPUTYC, aKHE

C HeH3BEeCTHA Y€CTOTA cunopom na Stevens-Johnson, moxcuina enuoepmMania Hexpoausq,
AH2UOCOEM, epumema Myamugopme, aroneyus, rexapcmeaer obpue ¢
eo3UHOPUAUA U CUCMEMHU cumMnmomu (8. mouxa 4.4)

Hapymeansa HA MYCKYJIHO-CKEETHATA CHCTEMA H Che/lHARTEIHATAE THKAH

YecTH apTpanrus, MHanruda, 6onka B ropba, MyCKYJIHO NOTPENBaHE

C Heu3BeCTHA YecToTa pabooMuonu3a, MUOKIOHYC

Hapyuienns Ha 6L6pennuTe H NHKOYAHTE NBLTHINA

C HeH3BECTHA 4ECTOTA ocmpa 6vbpeuna HeooCmamvYHOCM, URKOHMUHERYUR

Hﬂp)’lll&lrlllﬂ HA Bb3INPOH3IBOAHTEIRATA CHCTCMA H I‘LpIIﬂTH

- = ——

—_———,,—,———— e ————- . e —

YectH HUMIIOTEHTHOCT

C HeHW3BECTHA Y€CTOTa xunepmpous Ha cepoama, CUHEKOMACMUR, CEXCYATHA
QUCHYHKYUA (BKIOUUMENHO NPOMEHU & NUBUGOMO, HADYUIEHUA Ha
EAKYNAYUAMQ U AHOPCAIMUR)

O6mn HapyIleHHs B eeXTH HA MICTOTO HA NPHIONKEHHE

MHoOro 4ectH yMOpa, Tpecka

—t ke ——rt e T - —Er e L . ———— . A ra- -1

Yectn nepudepeH eaeM, HapyleHa NOX0AKa, aCTECHHA, 6omca, 061110
HEPa3NONOKEHUE, MPHIIONOA00EH CHHAPOM

HeuecTH FeHEpaNU3upaH e1eM

C Heu3BECTHA 4ECTOTA peaxyuu na omuemane®, zpvona boaxa. Ceobuyasa ce 3a cayvau Ha
8HE3ANHA, HEOOACHUMA CMDM, KAMO NPUYURRO-CEOCMBEHA
8DB3KA C AeyeHUuemo ¢ 2abanenmux ne € YCmaro8ena.

- —— -—
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HiciaegBanns
Yectn HaManex opoit Henn KpbBHU KNETKH{TEBKOLIUTH ), NOKAYBaHe Ha
TeJIECHOTO TErno
_ _ . e S
HeuecTn MOBHIHEHH c*roﬁnuc*m Ha qepno,upoﬁume cl)ynxuuoﬂanﬂu TECTOBE
CI'OT (ACAT), CI'TIT (AJIAT) u 6unupybun
C Hen3BeCTHa 4E€CTOTa nosuuiena kpeamuu gocgoxunaza 8 Kprema

Hapanasa HES, OTPABEHHS H YC/IOKHEHHS, BbJHHKHAIN B Pe3yATAT HA HHTEPBEHLHN

A - —un - R

YecTn MHLHMAEHTHO HapaHsBaHe, q:»pak'rypa aﬁpasﬂﬂ

L r———— T N e S W EEET— R L= T . . T — e w w— . —

Heuectn najaHe

Oe3cbHUE, raaeHe, 6onka, M3INOTABaHE, TPEMOP, raaBo0OfHE, AENpPeCHd, HEecTecCy)

3aMasHOCT W 00O HepasnonoxeHue (BkK. touka 4.4). Iloapata Ha CHMIOTOMH HE

npexpaTaBaHe Ha npueMa Ha rabaneHTHH MoXe Ja € MoKa3aTe/lHa 3a JIEKapCTBeHa
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Touka 4.8). [laiwenTeT TpabBa 1a 6bae HHPOPMHPAH 32 TOBA B HAMAJIOTO HA JICUEHHETO. AKO JICUEHHETO
¢ rabanesTUH TpsAOBa Aa Obae NpEKpaTeHo, Ce NPEnopnLYBa TOBA Aa C€ HANpaBH NOCTENCHHO B
NMpOAb/KEHHE Ha Hal-Manko 1 ceAMHUA, HE3aBHCHMO OT NMOKa3aHUETOo (BXK. TOUKa 4.2).

[lo Bpeme Ha neueHueTo ¢ rabancHTHH ce cbOOILIaRa 3a ChyuyaR Ha OCTBbP MaHkpeaTHUT. Bpb3kara ¢
rabaneHTHH e HeAcHa (BX. TOuka 4.4).

[Ipy malLMEHTH HAa XeMOAHANM3a, NOpaaAH TepMHHalHa OnOpeyHa HEZOCTATHYHOCT ce€ ChboOllaBa 3a
MHOIMNATHA ¢ NOBHMIIIEHH HHBA HAa KPEATHHKHHA3ATA.

3a uH(pEKIHH Ha PEeCIHPATOPHUTE MbTHINA, OTHTHC MeAHa, rvpuoBe W OpOHXHT ce ¢chrobiaea camo B
KNHHHYHHTE NPOYy4BaHHs NMpH Aena. B KIHHHYHATE MpoYYBaHHA NPHA Aca AOITbIHHTENHO ce chobliaBa
YECTO 33 arpecHBHO MOBEACHHE U XUIIEPKHHE3UH.

CholllaBase Ha NOJO3IUPAHU HEXKEIIAHH DEAKIIHU
CnoOluaBaHeTo Ha NMOJO3HPAHH HEXENaHU peaKlK chiell paspellapaHe 3a yrnorpeda Ha 1eKapCTBeHHS

NpOoAYKT € BaxkHo. ToBa No3BoisABa Aa NPOAb/DKH HAOMIOACHHETO HA CHOTHOIIEHHETO NMON3a/PHCK 3a
NeKapcTBeHHA NpoayKT. OT MEAMLHHCKUTE CNELHANHCTH C€ H3UCKBA Ja choOlaBar Bcaka

NOAO3MPAHA HEXeNNaHa peaKkuus dpes: U3nbaHHTENHA areHuM no fekapersara, yi. ,Jlamsa ['pyes”
Ne 8, 1303 Codms, Ten.: +359 2 8903417, yebcadit: www.bda.bg.

4.9 Ipeno3anpane

OcTpa, XHBOTO3aCTpalIABAIllA TOKCHYHOCT MpPH Npeao3upaHe ¢ rabaneHTHH B 1034 A0 49 g He €
HabmonaBada. CuMNTOMHTE Ha Npeno3dpane ca OWIM: 3aMasHOCT, ABOHHO BHXKAAHE, HENCHA pevY,
CBHJIHBOCT, 3ary0a Ha Cb3HaHHE, NMETaprud M Jieka aHapui. BCHYKM NallHeHTH ca C€ Bb3CTAHOBHUIH
HalTbAHO CNel noagbpxkaila Ttepanua. Hamanexara abcopOuusa Ha rabdaneHTHH NpH NpHEM Ha I10-
BHCOKH J03H MOXe Ja orpaHu4d abcopObuusaTa npH npeao3vpaHe, KaTo MO TaKbB HAYHH Ce€ HaMansaBa

TOKCHYHOCTTA MPH Npeao3HpaHe.

[Ipeao3upanero Ha rabaneHTuH, ocobexno B komOuHaumsa ¢ Apyrd notuckau LIHC nexapcreenu
NPOAYKTH, MOXe Ja I0BeJie 10 KOMa.

Bonpeku, ye rabaneHTHH MoXxe Aa 6bAe OTCTPaHEH OT LIMPKYNaLUATa C XeMOAHANIN3a, HATHYHHAT ONUT
noxasBa, Y€ ToBa OOHMKHOBEHO He e HeoOxoauMo. Bnnpekn ToBa obaye, NpH MaLHEHTH C TEXKO
OBOpeuHo yBpexaaHe xeMoaHann3ata Moxe aAa 6bae nokasaHa.,

[lepopanHata neranHa A03a Ha rabanedTHH He € OWNa yTOYHEHA MPH MHLIKH H MUIbXOBE, KOMTO Ca
noayuund ao3u ao 8000 mg/kg. [Ipu3HaumTe Ha OCTpa TOKCHYHOCT NPH MXHBOTHH Ca BKAIOUBAJIM:
aTakcus, 3aTPyAHEHO AHllaHe, ITo3a, HaMalleHa aAKTHBHOCT HJIH Bb30yna.

5. ®APMAKOJIOrHUHH CBOUCTBA

5.1 PapMaKoOAHHAMHAYHH CROHACTBA

(dapmakorepanesTuMHa rpyna: Jpyru AHTHENUAENTHUH
ATC koa: NO2BFO1

MexaHy3bM Ha JelcTBHE

12




Ll )

["abaneHTHH NecHO NPEMHHAaBA B MO3bKa H NPSAOTEPATABA IPHNAABLUH NPH PEAHLA XKHUBOTHHCKH
MOJENN Ha enunencud. ['abaneHTHH HE npuTexapa apuHuTeT KbM GABAA nnu GABAB
pELIENTOPHTE, HUTO npoMeHsa MeTabonu3ma Ha GABA. He ce cBbp3Ba ¢ ApyrH HEBPOTPAHCMUTEPHH
pelienTOPH B MO3bKa H He B3auMOAeHicTBa ¢ HaTpHeBHTE KaHanu. ["abaneHTHH ce CBBP3BA ¢ BHCOK
abunnrer ¢ 020 (anda-2-aenra) cydbeanHHLAaTa Ha BONTAK-3ABUCHMHUTE KANL{UECBY KaHANH H ce
NpeATonara, Ye CBbP3BaHeTo ¢ 026 cybeMHHLIaTa MOXeE 1a HIPac pons B NIPOTHBOrbPYOBHTE €PEKTH
Ha radaneHTHH npH )XHBOTHH. CKpUHMPAHETO HA ronaM odeM JaHHH He Npeanonara gpyra npuueaHa
3a MeJMKaMEHTa CTPYKTYpa, pazIHyHa OT 02d.

HaHuute 0T peAuila NPeIKIHHHYHE MOACIH NOKA3BaT, Y€ PapMaKoNoryuHara aKTHBHOCT Ha
rabaneHTHH MOXe 1a ¢ce MeIMMPa MOCPeACTBOM NOHMKAaBaHe Ha OCBOOOKIaBaHETO HA BB30OYAHH
HEBPOTPAHCMHKTEPH B YaCTH OT LUEHTPAIHATA HEPBHA CHCTEMa, Upe3 CBbp3BaHe ¢ ¢20. Ta3sn akTHBHOCT
MOJKe Aa NoAKpens NPOTHBOIbLPYOBOTO JeHcTBHE Ha rabanenTuH. Ilpencrou na ce n3sacHu
3HAYHMOCTTa Ha TOBa AelicTBUe Ha rabaneHTHH 10 OTHONIEHHE HA TPOTHBOTBPUOBHUTE eheKTH NMpH
Xopa.

["abarneHTHH Noka3sa e(pHKACHOCT H NPH PEAHLA NPeAKIHHUYHH XXHBOTHHCKH OONKOBY MOJENH.
[Ipeanonara ce, ue cneyHPUUHOTO CRRpP3IBaHe Ha rabaneHTHH 020 CyOeIMHHIATA BOOH 1O HAKOJIKO
pasH4YHH ACHCTBUA, KOUTO MOXE JIa Ca OTTOBOPHH 3a aHAJINeTHYHOTO AeHCTBHE ITPH KHBOTHHCKH
MOJENH. AHAJITeTHYHOTO AelicTBHE HA rabanmeHTHH MOXe Jia NPOH3X0KAa OT rpbOHauYkNg MO3DK,
KaKTO K OT NO-BHCIIH MO3BYHH LUEHTPOBE, YPe3 B3aMMOJACHCTBUA ¢ HU3XOAANUIHTE, HHXUOUpaILu
bonkara nbTHINA. 3HAYEHUETO Ha TE3U NPEAKIMHHYHH CBOHCTBA 32 KIIMHHYHOTO AEHCTBHE IIPH XOpa €
HEH3BECTHO.

KnuHuyHa epuxacHOCT H 6e30macHOCT

KnuauyHO npoyuyBaHe KaTo JONBJABAlla Tepanua 3a NapUHalHH NPUCTBIHM [PH ICAMATPHYHH
MALKEHTH, YHATO Bb3pacT BapHpa OT 3 10 12 roAMHM, € nokasajio YHC/EHAa, HO He CTATHCTHYECKH
3Ha4YuMa pa3iuka B 50 % decToTa Ha OTTOBOPHIIMTE B NOJ13a HA rpynarta Ha rabancHTHH B CPABHEHHE ¢
naaue0o. JJonblIHWTENHH aHAIM3H ClIe 3aBhLpilIBaHe Ha NPOYYBAHETO HA YECTOTHTE HA OTTOBOPHIIUTE
YYACTHHLH MO BBH3PACT HE MOKAa3BaT CTATHCTHYECKH 3HAYHM €(eKT Ha BB3PacTTa KaTo HEMPEKbCHATa H
KaTo AUXOTOMHA BeIHYNHA (BB3PACTOBH rpyny 3-5 ¥ 6-12 roaunn). JlaHHUTE OT TO3H JONBIHHTENICH
aAHAIM3 ¢Jie]] 3aBbPIIBAHE Ha NPOYYBAHETO Ca PEeACTaBeHM B cleAHaTa Tabnuua:

Otrosop ( 2 50% ¢ nogobpeHue) no jeyeHke ¥ BL3IpACT
MITT*nonynauus

I1nauebo ['abaneHTHH P-CrolinocTt

Br3pacToBa KaTeropug

4/21 (19,0%) 4/17 (23,5%) 0,7362
6 no 12-roauumina u3pact | 17/99 (17,2%) 20/96 (20,8%) 0,5144

*The modified intent to treat population - Moguduiinpanata nonynauya ¢ HaMepeHHe 3a JieueHue ¢
neduHnpaHa KaTo BCHUYKH NMauUeHTH, paHAOMH3UPaHH HA MPOYYBaHHSA MEAMKAMEHT, KOUTO ca HMald
FOJHK 3a OLEHKA JHEBHHIUM HA NPHUCTBIIMTE, IPEAOCTABEHH 3a 28 IHH, KAKTO HA H3XOJAHO HUBO, TAKA H
B ABOHHOChANarTa daza.

3.2 PapMAKOKHHETHYIHE CBOHCTBA
Abcopbuus

13




Bupxosure nnasMeHH KOHLUEHTpauud Ha rabanmeHTHH ce HabmoAaBaT B paMKHTe Ha 2-3 yaca cnen
nepopaneH npueM. buonannuyHocTTa Ha rabaneHTuH (uwact ot abcopbupanara no3a) nokassa
TEHJEHLMA KbM HaMajisBaHe C NOBHILaBaHe Ha fo3aTta. AbcomoTHaTa HHOHANTHYHOCT HA Kancyja ot
300 mg ¢ npubmmzurenHo 60%. Xpanara, BKJI. ¢ BHCOKO CHABPXKAHHE Ha Ma3HHHH, HE OKa3Ba
KIHHUYHO 3HAYHUM e(heKT BbpXy (papMakoKHHETHKATA HA rabaneHTHH,

dapmakoKHHETHKATA Ha rabaneHTHH He Ce MOBNMABA OT MOBTAPALL CE MPHEM. BrnipekH ue, niasMeHuTe
KOHLIEHTpaluH Ha rabaneHTHH B KIHHHUYHH IPOyYBaKKA ca Ounu oOHKHOBEHO Mexay 2 pug /ml u 20 ug
/ml, TakHBa KOHUEHTPALIMH HE Ca MOKA3aTeNHH 33 6e30macHOCTTa UK eUKaCHOCTTA.
dapMakKOXHHETHYHHTE napaMeTpu ca aajeHu B Tabnuua 3.

Tabnuua 3

O6061eHre Ha cpeaHuTe cTolHOCTH (%CV) Ha dhapMakOXHHETHYHHMTE NapaMeTpy Ha
rabaneHTHH B CTALIHOHAPHO CbCTOSHHE CJICA NPHEM Ha BCekH 8 yaca

300 mg 400 mg 800 mg

(DHPMHKOHHHETH‘IGH

[ [ae
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o) 21 Jay 1 oo Jus  foe)
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pgehr/ml)

L CE CE CON EX
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Ae% (%) 47,2 (25)

Cmex = MakcuManHa nna3sMeHa KOHUEHTPAUHUA NMPH CTAlHOHAPHO ChCTOSHHUE

tmax = Bpeme no nocturase Ha Cpax

T~ = IlonyXHBOT HA ENTHMHHHpaHE

AUC(0-8) = Ilnouy noa kpyBaTa Ha INJ1a3MEHATA KOHUEHTPAUHSA U BPEMETO B CTAUMOHAPHO

cbCTOHME 3a BpeMe oT ( no 8 yaca ciresg nosara

Ae% = [IpoueHT OT A03aTa, EKCKpETUpaHATa B HENPOMEHEH BUJ B YpHUHaTa 3a Bpeme o1 0 110
8 yaca ciaep go3ara

HH = He e ranuuHo

PasnpeneneHHue

["'abaneHTHH He ce CBbP3BRa C MIIA3MEHUTE NPOTEUHU U HEroBHAT 0beM Ha paznpeaeneHue 37,7 nuTpa.
[Ipy mauueHTd C ernUiIencus, KOHUEHTpauUMHTE Ha rabaneHTHH B rppOHa4YHO-MO3bYHATA TEYHOCT Ca
npubausntenno 20% OT CHOTBETHUTE CTAUMOHAPHH MHHUMA@IHH MNMa3sMEHH KOHLUEHTpaUMHU.
["abaneHTHH Ce OTKPHBA B KbpMaTa Ha KbPMELIH JKEeHH.

buorpancdopmanus

Hama naHHM 3a MeTabonu3bM Ha rabaneHTHH npu xopa. [[abaneHTHH He MHOYUMpPA Y
OKCHAA3HH EH3HMHU CbC CMeceHa (PyHKLHA, OTTOBOPHH 3a IEKapCTBEHHUA MeTabonu3bM.

EnuMHHUpaHe
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["abaneHTHH ce eNMMHHHPA HEMTPOMEHEH caMo upe3 ObbpedHa exckpelus.
[TonyXHBOTBT Ha eIMMHUHHPAHE Ha rabaneHTHH HE 3aBHCH OT J03aTa ¥ € OKoNo 5 10 7 yaca.

[pn nauHeHTH B CTapuyecKa Bb3pacT M MpH MaUHEHTH ¢ HapyluieHa 6bbpeuHa PyHKUHSA, NIA3MEHHAT
KIMpbHC Ha rabaneHTHH € HaManeH. KOHCTaHTAaTa Ha CKOPOCTTa HAa €NMMHHHpaAHE, TUIa3MEHMAT
KIHpbHC H OuOpeunHsa KkaMpbHC Ha rabalneHTHH ca MPaBONPONOPLHOHANHH Ha KPCATHHHHOBHA
KJIHPBHC.

"'abaneHTHH MoXe Aa ObjAe OTCTPAaHEH OT Mia3Mara ¢ xemozuanusa. [IpenoprpuBa ce KOpHrHpaHe Ha
J03aTa NpH NMalMeHTH ¢ KoMIpoMeTHpaHa ObOpeuHa pyHKLHSA MM MALMEHTH HA XEeMOoAHanu3a (Bx.
ToYyka 4.2.)

dapmakoknHETHKATA Ha rabaneHTHH NpH Aela € onpeaeneHa npy 50 3apasd HHAMBHAHW HA Bb3PacT OT
1 meceu a0 12 roauHu. Kato usno miasMeHHTe KOHLIEHTpallMH Ha rabaneHTHH NpH Aellda Ha Bb3pacT

HaJ 5 roAMHH ca NoAoOHH Ha Te3W NPH BB3PacTHH NpH Jo3upaHe B mg/kg.

BB (papMakOKHHETHHHO NMpoyuBaHe Npu 24 3JpaBH NeJIHATPHYHH MHAHBHJIM HA BB3PAacT Mexay |
mecell M 48 Mecella ca yetaHoBeHH npubnusutenno 30% no-Hucka ekcno3nuuga (AUC), no-HHCKa Crax
H NO-BUCOK KJIHPBHC 3a TeNeCHO TEro, B CPaBHEHHE C HAJIMMHUTE ChOOLIEHH JaHHH 3a Aclia Ha NOBeYe

OT 5 rOaAUHH,

JInnelHOCT/HeTHHEHHOCT

buonanuuyHocTTa Ha rabaneHTHH (YacT OoT abcopOHpaHaTa A03a) HaMaJiABa ¢ YBEIHYaBaHe Ha A03aTa,
KOETO NpHIaBa HeIMHEEH XapakTep Ha (papMaKkOKHHETHYHHTE [apaMeTpH, BKIIOYBALIM NapaMeTLpa 3a
onoHannunoct (F), wHanp. Ae%, CL/F, Vd/F. <@apMakoxkdHETHKATa HAa €JIMMUHHpAHE
(hapMakoOKHHETHYHH napaMeTpH, kouTo He skmoysar F kato CLr u T1/2) Haii-nobpe ce onucsaa upes
nuHeliHa dapmakokrHeTHKa. CTaUMOHApPHATE IJ1a3MEHH KOHLICHTpallMH Ha rabaneHTHH Morar aa ce
NpEeABHAAT OT JaHHHTE CNEA €AHOKpaTHa no3a.

5.3 peaAKINHHYHNA ZaHEA 33 6e30nacHOCT

KapuHpOreHHOCT

["abaneHTHH e npunarad B xpaHaTta Ha MHIIKH B 1034 oT 200, 600 u 2000 mg/kg/nen u Ha nBXOBE B
no3u or 250, 1000 » 2000 mg/kg/nen B nmpoabikeHne Ha 2 roadHH. CTaTUCTHYECKH 3HAYHUMO
MOBHIIABAHE Ha YeCTOTaTa Ha AllMHAPHOKJIEThYHH TYMODH Ha NaHKkpeaca € OUno ycTaHOBEHO caMo MpH
MBXXKHTE IUTBXOBE NMPH Hal-BHCOKATa 103a. MakcHManHHuTE nna3sMeHH KOHUEHTPaUHH Ha eKapCcTBOTO
npd mrsXoBe 3a jgosata ot 2000 mg/kg/nen ca 6unu 10 MBTH NO-BUCOKH, OTKOJKOTO IUIa3MEHUTE
KOHLUEHTPALMH B YOBEIIKHA OPraHH3bM Mpu go3a 3600 mg/acH. AUMHAPHOKIETBYHUTE TYMOPH Ha
MAHKpEaca NpH MBXKHTE [LUTBXOBE €a ¢ HHCKa CTENEH HA MAIMIHEHOCT H HE MNOB/IMABAT
NPEeXKUBAEMOCTTa, HEe METAcTa3upaT WJIH HMHBA3UpaT B OKOJHHUTE TbKaHH M ca NoaoOHM Ha Te3H,
HabA10JaBaHK NPH KOHTPOJHHATE X)XHBOTHH. Bpb3kata HA Te3u NaHKPEaCHH aUMHAPHOKIETbYHH TYMOPH
NPpH MBbXKHTE MIbXOBE C KAHLEPOTeHHHUA PHCK 3a Y0BEKA € HesACHa.

MyTareHHocT

[abaneHTHH He noKa3Ba NeHOTOKCHYEH noTeHuuan. ['abaneHTHH He € MyTareseH i
CTaHAAPTHHTE TECTOBE ¢ HAKTEPHANHH KNIETKH HJIM KNETKHU OT Do3aiiunnd. ['abanentu
CTPYKTYPHH XPOMO30OMHH abepaumu B KIeTKH 0T 003aliHHLM HUTO in vitro, UM
npean3BHKa GopMHpaHe Ha MHKPOHYKJIEYCH B KOCTHHSA MO3bK Ha XaMCTEDPH.
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Hapyuwienna sa deprunurera
He ca nabmionasany HexenaHu edekTH BbpXY (QeprHavTeTa U PENpOAYKTUBHATA CNOCOOHOCT npH

nabxose B o34 Ao 2000 mg/kg (npubnuauTenno neT mbTH NOBeYE OT MAKCUMAJIHATa AHEBHA J03a 32
X0pa, OnpeeNcHa 3a AKHHLA TENECHA MOBLPXHOCT B mg/m?),

TepaToreHHOCT

["abaneHTHH He yBenH4YaBa 4yecToTaTa Ha MapOpMaLHHTE B CPABHEHHE ¢ KOHTPOJIHTE B IOTOMCTBOTO
Ha MUILKH, MI'bXOBE HJIH 3afillK nIpyU A03H ¢bOTBETHO S0, 30 ¥ 25 nbTH, MO-BUCOKH OT AHEBHATA J03a
npu HoBeKka oT 3600 mg (CLOTBETHO YETHPH, NMET HIH OCEM ITHTH MOBEYE OT AHEBHATA 1032 NPH Y0BEK,
d3MEPEHa B mg/m?).

["abanenTHH NpUuYKHgBa 3abassgHe Ha ocHUKALHATA Ha Yepena, NpelUlIeHUTe, KOCTHTE Ha NpeaHUTE H
3aHUTE KpalHHUK MpU PH3AYH, KOETO € MOKA3aTeNIHO 3a perapialiMs Ha pacTexa Ha ¢eryca. Tezu
edekTH ce MOABRABAT, KOrato OpeMEHHM MHIUKM nojydasar nepopanHo ao3d or 1000 unu 3000
mg/kg/neH B nepHoJa Ha OpraHoreHe3ara W Ha mILXoBe - 103 oT 2000 mg/kg npeau U no BpeMe Ha
nepuoaa Ha uyMrocBane M npe3 ugnara OpeMeHHocT. Tean a03u ca npubnusntenHo 1 10 5 MeTH No-
BHCOKH OT ji03aTa npu xopa oT 3600 mg, usMepena 3a mg/m?,

He ca zabenszann yBpexaaHus npH OpeMeHHH MHLUKH, Ha KOHTO ¢ naBaHa ao3arta ot 500 mg/kg/nen
(oxono Y or AHEeBHATa [03a 3a Xopa B mg/m?).

VBenuyaBaHe Ha HYeCTOTaTa Ha XHUapoyperep W/HIH xuapoHedpo3a € HabmoaaBaHa NpH nabXose, Ha
KOUTO € JaBaHa ao3a oT 2000 mg/kg/neH B npoyuBane BbpXy pepTUIMTETA H oDlIaTa penpoayKuus,
1500 mg/kg/nen 8 npoyuBaHe 3a TeparoredHHoct U 500, 1000 1 2000 mg/kg/neH B nepHHaTanHo H
MOCTHATAIHO MPOYUYBaHe. 3HAYEHUETO Ha Te3H Pe3yJITaTy He € U3SICHEHO, HO T¢ ¢a OUNH CBbP3aHH ChC
3a0aBcHO pa3BuTHE. Te3u Q03U €a ChIUO NPHOAHIKUTENHO | 40 5 MBTH MO-BHCOKH OT YOBELUKATA 4032 OT
3600 mg B mg/m?>.

B TepaTonoruyHo npoyusase fipH 3aliuy yBenHyeHHe Ha 4eCTOTaTa Ha NOCTUMIJIAHTallHOHHATA 3aryba
Ha NN0JA € HACTBIUIO NpH OpeMeHHH KeHCKH, npreManu 103u ot 60, 300 u 1500 mg/kg/nen no BpeMe
Ha opraHoreHesara. Te3u o3y ca okono 0,3 1o 8 mbTH NO-BHCOKHM OT AHEBHATA 4034 NMpH Xopa ot 3600
mg B mg/m?. 'pannuuTe Ha 6€30MaCHOCT Ca OrPaHHYEHH, 3a Ja Ce H3KIIOUYH PHCK OT NOACOHH edeKTH

MpH XOpa.

6. OAPMAILEBTHYHHU JAHHH

6.1 CnHacLK HA NOMOINHRTE Bel1eCTRA

Cwowpocanue na xancyaama.
JlakTo3a

LlapeBuuHO HULIECTE
Tank

Kancyana obsuexka:

XKenatHn

Tutanor avokcua (E 171)
XKeneseH okcua, xpat (E172).
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6.2 HechbBMEeCTHMOCTH

Henpuyioxumo.

6.3 CpoKk Ha TOaAHOCT

3 roAMHK

6.4 CnenHaJIHN yCJIOBHS HA CHXPAHEHHAE

Ja ce cpxpansBa npu Temnepatypa noa 25°C.
Ha ce chXpaHsaBa B OPUrHHAIHATA ONAaKOBKA.

6.5 Bua B chALPXKAHAE HA ONAKOBKATS

bnvcrep or PVC/anymuunii ¢ no 10 6poq TBLpAH Kancy.iH.
OnakoBku X 50 n x 100 TBBpAH KancCynH.

He BCcHuKH BHAOBe OnakoBKH MOraT Aa ObJaT nycHaTH B mpoaaxoda.

6.6 CunenHA/JIHH OpeANa3HH MePKH NpH H3XBbLpasHe/ H paboTa

HaMma cnieilHa/IHH H3UCKBaHHA.

7. IIPUTEXATEJI HA PASPELLIEHHUETO 3A YIIOTPEBA

Worwag Pharma GmbH & Co. KG
Flugfeld-Allee 24

71034 Boblingen

["epmanus

Ten.: +49(0)7031/6204-0

Qakc: +49(0)7031/6204-31

E-mail: info@woerwagpharma.com

8. HOMEP HA PAZPELLIEHHETO 3A YIHHOTPEBA

20060712

9. JATA HA IBPBO PAZPELLIABAHE/ IIOJHOBABAHE HA PAPEILIEHHETO 3A
YIIOTPEBA

Harta Ha nupeo pazpeuienue: 08 Jlexemspu 2006 r.
Hara na nocneaso noaHossapaHe: 12 Anyapu 2012 r.

10. JATA HA AKTYAJTH3UPAHE HA TEKCTA

09/2024
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