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KPATKA XAPAKTEPUCTHKA HA MTPOAYKTA

1. MME HA JIEKAPCTBEHMUA ITPOAYKT

["abaramma 400 mg TBbp/AH KarcyJix
Gabagamma 400 mg capsules, hard

2. KAYECTBEH U KOJITHYECTBEH CHCTAB

Bcesika TBbpaa kancyna cbabpxka 400 mg rabaneHTHH (gabapentin).

[TomMOLIIHO BELIECTBO C U3BECTHO JACHCTBHE
Besika TBbpaa kancyna ot 400 mg cpabvpxka 90 mg nakro3a.

3a N'bJIHUA CMUCHK HA MOMOLIHUTE BEllecTBa, BUXKTE TO4YKa 6.1.

3. JIEKAPCTBEHA ®OPMA

I'Bbpaa karncyna
["abaramma 400 mg TBbpAM KANCyjad: TBbp/ia )KeJJaTHHOBA KarcyJjia ¢ OpaHXeBO HENpO3pavyHo TAJIO H
Kanaue.

4. KJIUMHHYHHU JAHHH
4.1 TepaneBTHYHH MOKAa3aHHA

Enuwnencus

["abaneHTHH € noka3aH 3a Ao0aBb4yHA Tepanus NpH JeYeHHEe HAa NapUHaJHH MPHUCTBIIH CbC HJIH 0e3
BTOPHUYHA reHepain3aums Npu Bb3pacTHH U Jiella Ha Bb3pacT 6 ¥ noBeye roAMHH (BxkK. Touka 5.1).

[ abaneHTHH € nokasaH 3a MOHOTEpAIr#uia 3a JICHEHHE HA MNapuHaJIHH NMPHCTBITH CbC HIIH 0e3 BTOpHYHA
Fr€HepaJiu3auuA 11pH Bb3PpaACTHH H KOHOLLUH Hd Bb3pacTtT 12 1 noBeye NOJJHHH.

Jleuenne Ha nepudepHa HeBponaTHa 60aka

[labaneHTHH € Moka3aH 3a JedyeHue Ha nepudepHa HeBponaTHa Oonka, kato OoJsie3HeHa auadeTHa
HEBPONATHA U MOCTXEPNETHYHA HEBPAJITHS MPH Bb3PACTHH.

4.2 A03HpOBKa H HAYHH HAa NMPHJIOKEHHe

Jlo3upoBka

Ce mpenopbuBa MPH Bb3PacTHH U IOHOLIMK Ha Bb3pacT 12 U noseye roguHH.
[Ipn neua Ha Bb3pacT noj 12 roaMHH yKa3zaHusaTa 3a J03MpaHe ca NpeACTaBeHH B OTACIHO
[MO-70J1y B Ta3H TOUKA.



Tabnuua 1

Cxema Ha losupane — Hauanuo Turpupane

Jen2 K3

300 mg Beanwk aHesHo | 300 mg npa muTH 300 mg TpH MBTH
JHEBHO AHEBHO

CHHP&HE Ha JieyeHHeTo ¢ rabaneHTHH

B crROTBETCTBME C HacTOMIATA KIMHHYHA NPaKTHKA, KOraTo ce Hajara npekpaTtaBaHe Ha TepanuaTa ¢
rabaneHTHH, TOBa TP1OBa /a ce HanpaBH NOCTENEHHO, 3a NepHol Haill-manko 1 ceamuia, HE3aBHCHMO
OT NOKa3aHHETO.

Enunencus

[lo NPHHLHAII COHACICHUATA HIKCKBA ADBJITIOCPOYHHO JICHCHHC, I{ompomca'ra CC OIIpcAchn OT JCKYBalllnid
neKap, B CbOTBCTCTBHEC C HHAHBHAYAIHATA NOHOCHMOCT H E(bHKaCHOCT.

Bv3pacmuu u onowu

B KIHHHYHH npoy4YBaHHi, edeKTUBHUAT A030B HHTEpBa € oT 900 mg ao 3600 mg aneeHo. TepanuaTa
MOxe Ja Objae 3anouHara ¢ THTpHpaHe Ha 103aTa, KakTo € onucaHo B Tabnuua 1, unu upe3 npuiaarase
Ha 300 mg Tpu nbTH Ha aeH (TT11) B Hen 1. Cnea ToBa, 8b3 OCHOBA HA HHAMBHAYAJIHHSA OTIOBOP H
NOHOCUMOCTTA HA NalMeHTa JHEBHATa 1032 MOXKE A O0bJe DOMBbJIHHATEIHO YBEJHYaBaHA Ha CTHIKH NO
300 mg/nex npes 2-3 AHH 00 MakcHMaiiHa fo3a oT 3600 mg/neH. [IpH HHAUBHAYANHH NaUHEHTH MOXeE
Aa € MOAXOAALIO NO-0aBHO THTPHPAHE HA A03aTa HA rabaneHTHH. MUHHMATHOTO BpeMe 3a JOCTHIaHe
Ha no3a ot 1800 mg/neH e enna ceamuua, 3a gocrurade Ha 2400 mg/aes e obuwo 2 ceamunH, a 3a
nocrurane Ha 3600 mg/nek e 0610 3 ceamunn. Jo3u g0 4800 mg/ neH ca ce nonacsanu nobpe no Bpeme
Ha ABLJIFOCPOYHHM OTBOpPEHH KNMHHYHK npoyuBaxui. Oblarta aHeBHA no3a Tpabea aAa 6bae pazaeneHna
Ha TPU €AMHMYHHU NO03HM, KATO MAKCHMAIHHAT HHTEPBAN MEXAy AO3HTE He TpAOBa aa HaaBHIuapa 12
yaca, 3a Aa Ce NPeAoTBPaTH NosBara Ha KOHBYNCHH.

Jeya na sv3pacm 6 u nogeve 200uHuU

Havannara no3a tpabsa aa sapupa ot 10 no 15 mg/kg/nen u edexTnBHaTa 032 ce AOCTHUra 4pes
Bb3XOAALLUO THTPHPAHE 3a fneprol oT npnbausurenHo 3 aHu. EdexTrBHaTa 4033 Ha rabaneHTHH NpH
aela Ha 6 ¥ noseue roauHu € 25 ao 35 mg/kg/ned. Hoau no 50 mg/kg/nen ca nonacaHn aodpe B
ABJITOCPOYHO KIUHHYHO npoy4BaHe, O0uiaTa AHeBHA n03a TpaAOBa Aa Obje pasaeneHa B TPH eAHHHYHH
N03H, MAKCHMAaNTHUAT UHTEPBAJ OT BpEME MEXAY J03KTe He TpaOBa na HaaBHIIaBa 12 yaca.

He e Heo6x0AMMO MOHUTOPHPAHE HA NNIA3MEHHTE KOHLIEHTPAUMH Ha rabaneHTH, 3a ia ce ONTHMH3Hpa
Tepanusta ¢ rabaneHTuH. OcBeH ToBa rabaneHTHH MOXE Ja C€ Npujara B KOMOMHauus ¢ Apyru
AHTHENHKJIENTHYHH JIEKAPCTBCHH NPOAYKTH, 0€3 onaceHHs OTHOCHO NpPOMAHA Ha [UIa3MeHHUTe
KOHIIEHTpAalXdHU Ha rabancHTUH WJIM Ha CEPpyMHHMTE KOHUECHTpPALUHH HAa JIPYrHTE aHTHENWNENTHYHH
NIEKapCTBEHH MPOAYKTH.

[lepudepha HeBponaTHa Oonka

Buv3pacmnuu




Tepanuata MOXe Aa 3amoyHe ¢ THTPHpPAHE HA J03ara, KakTo ¢ onucaHo B Tabnwua 1. [ipyra
BL3MOXHOCT € HauanHarta z03a aa 6bae 900 mg/ney, npuiarana pasaciieHa Ha TPH paBHA a03H. Cnen
TOBA Bb3 OCHOBAa HA HHAMBHAYIHHA OTTOBOP H MOHOCHMOCTTA HA NAWMEHTA J03aTa MOXe aa Obae
NOMBAHHTENHO YyBe/lIH4aBaHa Ha ¢TbnkH oT 300 mg/aen npe3 2-3 AHK A0 MakCHManHa no3za ot 3600
mg/ned. [Ipy UHAMBHAYaNnHY NaUHEHTH MOXeE Aa € NOAXOAAUIo Mo-0aBHO TUTPHpaHE HA NO3aTA HA
rabaneHTHH. MUHHMaNHOTO BpeMe 3a AocTHrane Ha aos3a ot 1800 mg/aeH e eana ceamuua, 3a
nocturane Ha 2400 mg/neH e obwo 2 ceaMHIY, a 33 AocTUraHe Ha 3600 mg/neH e obmo 3 cegMuum.

Edukacnoctra n GesonmacnocTra fipy NeyeHHe Ha nepudepHa HepponatHa Oonka, xaro Oonka npH
nyabeTHa HEBPONATHA H ITOCTXEPNETHHHA HEBpPA/Iryf, HE Ca M3CJIEABAHU B YCIOBHATA Ha KIHHHYHH
NPOYYBaHU ¢ NPOABLKUTENHOCT Ha JICUSHHETO Haa S5 Mecena. AKO NpH NalUeHTa C€ Hanara
NPUIIOKEHHE 32 CPOK HAJ 5 Mecelia 3a fietdeHHe Ha nepHjepHa HepponaTHa Ooska, TeKyBalLHAT JeKap
TpAOBa Aa HaMpaBM OLIEHKA Ha KIMHHYHOTO CHCTOAHHE Ha NMaLMeHTa H Ja ONIPEAC/H JalH € Heobxoauma
NOMbJIHHTENHA TEPanu.

HHCTPYKIIMH 3a BCHYKH 0071aCTH HA TEPANCBTHYHHUTE NMOKa3aHHU

[Ipx NauHeHTH ¢ BAOWEHRO OO0 3ApaBOCIOBHO ChCTOSHHE, T.€. HUCKO TEJIECHO Terio, ¢jiej OpraHHa
TPAHCTHIAHTALHA M T.H., Ao3ata Tpsabea ga ce THTpupa no-0aBHO, KATO C€ M3NON3BA [O-HHUCKATa
KOHLIEHTPALHS HIIY NTO-ABJM HHTEPBAIM MEXY NMOBHLIABAHUATA HA JO3UPOBKATA.

Crapyecka Bh3pacT (Hajn 65 roaquny

[Ipy nauMeHTH B cTapuecka Bb3pacT MOXKeE Ja C€ HAJIOKH KOpEKLUHA Ha f03aTa nopajaH otcinabsane Ha
OBOpeuHata QyHKiUd ¢ Bb3pacrra (BK. Tabnuua 2). [pn nanueHTHTE B CTapuecKa Bb3pacT € Bb3MOXKHO

N0-4eCTO Aa ¢¢ NOABABAT COMHONECHTHOCT, NEpUdepeH OTOK H ACTCHHA.

bs6peuno yBpexaaHe

Kopekuus Ha ao3aTta ce NpenopbyBa NMPH NALMEHTH ¢ KOMNpoMeTHpaHa ObOpeyHa dyHKuMA, KakTo €
onucano B Tabnwuua 2, 1 /MM npy nauMedTH Ha xemoauanusa. ['abanentun 100 mg kancynu Moxe Ja
ce M3MOJ3BA 38 CMa3BaHe Ha NPEeNOPLKHTE OTHOCHO A03aTa NP NauueHTH ¢ ObOpeyHa HeA0CTaTHYHOCT.

Tabnuna 2
JHO3UPAHE HA TABAIIEHTHWH ITPH Bb3PACTHH B CI1OPE/l BbBPEHHATA O YHKILIHUA
KpeaTHHHHOB KJIHPBHC (ml/min) Obma axeBHa n03a* (mg/neH)
> 80 900 - 3600
50-79 600 - 1800
30 -49 300 - 900
15 -29 150° — 600
<15° 150° - 300

"0O6mara fHEBHA 034 TpAOBA a ce npuiara pasje/icHa B TPH paBHH €IMHHYHHU 103K, Peayuupanure
N03K1 Ce H3NOA3BAT NIPH NAUKEHTH ¢ OBLOpeuHo yBpexaaHe (KpeaTHHHHOB KIMPBHC < 79 ml/min).
S Muepnara qo3a ot 150 mg na ce npunara karo 300 mg npe3 zAeH.
*IIpy naLHeHTH ¢ KpeaTHHHHOB KAMPbHC <15 ml/min paHeBHaTta no3a Tpabea na ce Hamanu
MPOTIOPLHOHAIHO HA KPEATHHHHOBHA KJIHPBHC (Hanp. NaUuHeHTH ¢ KpeaTHHHHOB KIHPBbHC 7,5 ml/min

KnApBHC 15 ml/min).

Ynorpeba npy nNalMeHTH HA XEMOAUANH3A




[lpy aHypMYHM TNAallMEHTH HA XeMOJHal K33, KOMTO HHKOra He ca MnojyuyaBany rabaneHTHH, ce
npenopryRa Hatosappauia go3a ot 300 xo 400 mg, cnen rora ce npuemar 200 xo 300 mg rabaneHTHH,
cnen Bcekd 4 vaca xeMoaudanuia. B aHHTe 0e3 xeMmoauanu3ia He TpaOBa .ia ce nmpunara JieueHue ¢

radaneHTHH.

[lpu nauneHTdTe ¢ yBpeldeHa OnOpeuHa ¢yHkUMA Ha XeMoAHanH3a, NOANbpXKaliara [103a Ha
rabaneHTHH TpaOBa Aa e CboOpa3eHa ¢ MPEenOpLKMTE 3a A03MpaHE, npeactaBend B Tabnauua 2. B
NOMbJIHEHHE KbM NMoAIbPKalllaTa 1032 C€ NPenopbhyBa AOMTbIHUTENHO CNe BCEKH 4 yaca XeMOIHaTH3a
na ce npueMmar ot 200 go 300 mg rabaneHTHH.

Ha4yuH Ha DpHiIQKeHHe

3a nepopaiHO NMPHIOKEHHE,

["abaneHTHH MOXE na ce npuiara cbC¢ UM 0e3 xpaHa 4 Kancyinara TpadbBa aa ce nmormnpila Lana ¢
DOCTATBYHO KOJIMYECTBO TEYHOCT (Hanp. ¢ Yauia Boja).

4.3 IIpoTHBONOKA3ARUS

CBpbXUYYBCTBHTEAHOCT KbM aKTHBHOTO BEILIECTBO MK KbM HAKOE OT [TOMOUIHHTE BELIecTBa, H30pOeHH
B TOuKa 6.1.

4.4 Cnennanun npeaynpexaenus H ApeANa3HH MepKH npn ynorpeba

TexkH koxkHU HexelaHH peakluH (Severe Cutaneous Adverse Reactions, SCARS)

Texkn kKOXHU HexenaHu peaknun (SCARs), sxmoynTenHo cunapoMm Ha Stevens-Johnson (Stevens-
Johnson Syndrome, SJS), TokcuuHa enuaepmanna Hekponu3sa (Toxic Epidermal Necrolysis, TEN) u
nekapcTBeH 00pUB ¢ eo3nHOBHANA K cucTeMil cuMitToMU (Drug Rash with Eosinophilia and Systemic
Symptoms, DRESS), kouto Moke aa ca HBOTO3acTpalllaBallld UJIH € JIETANEH H3X0J, ¢a ¢hOOLIEHH
BbB Bpb3Ka ¢ JieyeHueTo ¢ radaneHtuH. [lpu npeanuceBaneTro nauueHTute TpaOBa na Owaar
HHPOPMHUPAHHU 3a MPU3HALKMTE H CUMNTOMHUTE H Aa ObaaT HabnoaaRaHy C NMOBUHILIEHO BHHMAaHHE 3a
KOXKHH peaxuuu. [Ipy noaBa Ha NpU3HaUU H CHMITOMM, MOKA3aTENHK 3a TE3H pEakLUUH, MPHEMDBT Ha
rabanedTHH TpaOBa He3abaBHO Ja chnpe M Aa c€ OOMHCAM QITEpHATUBHO JieyeHWe (crnopen
HeoOXONUMOCTTA).

Axo mipy ynotpedbara Ha rabaneHTHH NAUMEHTBT € pa3BWI cepHo3Ha peakuus kato SJS, TEN umm
DRESS, neueHnero ¢ rabaneHTHH NPH TO3M NalHEHT HYKOra He TpaOBa Aa ce NOJAHOBABA.

Anadunakcus

['abaneHTHH MOXe 1a NMpCAH3BHKA ﬂHa(bHIIaKCHﬂ. HPH3HHHHTE H CHMINITOMHTEC B AOKANAABAHHTC ClTyYaH
BKNOYBAT 3aTPYAHCHO AHUIAHE, NMOAYBAaHC HA YCTHHTE, I'bPJIOTO H €3HKA B XHIIOTOHHUA W HU3HCKBAT

CIIEIIHO JICUCHHE.
[NaunentnTe Tpadea Aa ObAAaT MHCTPYKTHPaHHW Aa cnpart npuemMa Ha rabaneHTdH U He3abaBHO Aa
NOTHPCAT JIEKAPCKA MOMOI, aKO NIOYYBCTBAT MPH3HALM WX CHMIITOMH Ha aHa(MIaKkCcHs (BX. TOYKa

4.8).

CXHQEQH& HIACAlUHA H NOBCIACHHE

CopobinaBaHu ca CyYHLHIAHA HACALUS H NMOBEASHHE NMPH NALUKEHTH, JIEKYBAHH ¢ aHTHEIHIe
CpPeACTBa 3a HAKOIKO NokKa3aHHua. MeTa-aHanHu3 Ha paHIOMH3HPaHH Nnaueto-KOHTPOIHD
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NPOYYBAHHSA Ha AHTHEMHUETITHYHH JICKAPCTBEHH CPEACTRA ChINO NMOKA3Ba JIEKO NOBUIIABAHE HA PHCKA
OT CYHUHIHA HACALMA U NMOBeAeHHe. MexaHU3MbBT Ha TO3M PUCK € Hen3BecTeH. Cyyad Ha CYULINAHA
yaeaLus ¥ nopeacHue ca HabnAaBaHH M0 BPpEME Ha MOCTMAPKETHHIOBHA OITUT NTPH NALHEHTH,
nexyBaHM ¢ rabaneHTHH (BX. Touka 4.8).

MauueHTuTe (M JHUATa, KOMTO Ce IpHXaT 3a TaAX) TpabBa na Obaar NOCHLBETBAHH AA NOTHLPCAT
MEJWLHHCKA NOMoL MPH MosBa Ha NpU3HALUH Ha CYMLHIHA Haeauus HIH Morelderue. [launeHTHTE
TpabBa Aa Obaar HabmoaaBaHy 3a NpH3HALM HA CYMUMAHA MACALMA U TOBEACHMN H Ja c€ OOMHCIH
NOAXOJA1LO NeyeHHe. B ciyyall Ha cynunana naeauus Wi noseaeHue Tpadea aa ce oOMUCTH cnypaHe
Ha JICYEHHETO ¢ rabaneHTHH.

OcTbp NaHKpeaTHT
AKO MALMEHTDLT pa3sBue OCThP NAHKPEATHT [0 BpeMe Ha JieveHHne ¢ rabaneHTHR, Tpsbpa na ce obMucan

CIIHpaHE Ha JICYCHUETO ¢ rabaneHTHH (BX. TOUKa 4.8).

['spuoee
Bbnpexu, ye HAMa A0OKA3aTENCTRA 32 HOBA NOABA HA MbPUYOBE NPH Tepanuia ¢ rabaneHTHH, BHE3aNHOTO

NPeKLCBAHE HA AHTUKOHBYJICAHTHTE NPH NAUMEHTH ¢ eMNHIelCUA MOXE Aa OTKIIOMM ,,CTaTyc
enmuIenTHKYC” (BX. Touka 4.2).

KaxTo npu Zpyrd aHTHENWIENTHYHH NeKapCTBEHH NPOAYKTH, NPU ie4eHKe ¢ rabaneHTHH NpHY HAKOH
NALHEHTH MOXeE Aa Ce MOBHIIH YeCTOTaTa HAa MbPYOBETE WK A3 Ce MOABAT HOB THI I'bPUOBE.

KakTo npH Apyrd aHTHENWIENTAYHH JIEKAPCTBEHH NPOAYKTH, ONHTHTE A CE€ OTTErNAT €AHOBPEMEHHO
NpuJaraHi aHTHENHIENTHYHY IEKapCTBa NPH JieueHne Ha pedpakTepHH NALKEHTH, IpHEMALIH NMOBeYe
OT €IMH aHTHEMHJIENTHYEH NEKapCTBEH NPOAYKT, C LieJl Aa Ce NOCTHTHE MOHOTepanus ¢ rabaneHTHH, ca
C HHCKa 4eCTOTa Ha ycrex.

CwmsiTa ce, ye rabaneHTHH He € epeKTHBEH cpellly MbPBUYHH M'eHepanu3HpaHH MbpHOBE, KATO HaIpPHMEpP
abcaHc, H MPH HAKOH NMalMeHTH MOXe Ja BIOWIH Te3H rbpyoBe. [Topaau ToBa e HeobHX0MMO NMOBHILEHO
BHHMaHHe MpU H3NoA3BaHe Ha rabanmeHTHH NpPH MALHEHTH CbC CMECEHH TbPUYOBE, BKIIOYHTEIHO

abCaHCH.

JleuenneTo ¢ rabaneHTHH € CBbP3aHO ChC 3aMasHOCT ¥ COMHOJIEHTHOCT, KOUTO OMXa MOIIH [1a yBenH4aT
NOABATA HA HMHUHASHTHO HapaHsBaHe (nanane). UMa coulilo B NMOCTMAPKETHHIOBH CbOOIUEHHUA 3a
obbpkBaHe, 3aryba Ha Cb3HaHHE M YMCTBEHO YyBpexaaHe. 3aToBa nauLMeHTHTe TpabBa aa Obaar
NOCHBETBAHH /13 NOAXOXKAAT ¢ NOBULIEHO BHUMAHHE, JOKATO HE CBUKHAT ¢ MOTEHUHAHUTE eeKkTH Ha
JIEYSHUETO.

EanospeMeHHa ynotpeba c onnonau v Apyru aenpecantu Ha [HHC

[TauHeHTH, NpH KOMTO C& M3UCKBA €IHOBPEMEHHO JICHEHHE C ACTIPECAHTH HA LEHTpalHaTa HepBHA
cucreMa (LLHC), sknountenno onnouau, Tpabea na 6uaat HabmoaaBaHU BHUMATENHO 33 NPH3HALY Ha
noruckaHe Ha LIHC, kaTo coMHONEHTHOCT, ceJauns U pechiparopHa aenpecus. IlanueHTHre, KOMTO
npUeMaT €4HOBpeMeHHO rabaneHTHH U MopdHH, MOXKe Ja pasBUAT NOBHIIEHH KOHUEHTpPAIMM Ha
rabanedTuH. Jlozara Ha rabaneHTHH HWAH €AHOBPEMEHHOTO JiedeHHe ¢ genpecaHtTH ua LHC,
BKJIFOYHTENTHO ONNHOKIH, TpaOBa Aa 6bae noaAxoaalio HaManeHa (BX. Touka 4.5).

[NpenopbyBa ce MOBHLICHO BHUMAHUE NPU NPCANUCBAHE Ha rabaneHTHH €XHOBPEMEHHO ¢ OMHOMIY
nopaau puck ot norackase Ha LIHC. B nonynannonHo-6asupano, obcepBauroHHO NpoyyBa
Cyqadi-KOHTpONa MPU NALKUEHTH, H3MON3BALM OMMUOHIH, EAHOBPEMEHHOTO NPEANNCBAHE Ha
W rabane¢HTHH ce CBBP3Ba ¢ NOBHUIIEH PHCK OT CMBPT, CBbP3aHa C OMTHOU, B CPDABHEHHUE C 1T




Ha caMmocTofATeNnHa ynorpeda Ha onHona (KOpMripaso CbOTHOLIEHHE Ha maHcosere [aOR], 1,49 [95%
Cl, 1,18 no 1,88, p<0,001]).

PECHHQ&TOEH& JCTIPCCHA

["abanenTHH € cBLp3aH C Tekka pecnupatopHa aenpecus. [lauveHTH ¢ HapylleHa pecrHpaTopHa
QYHKUHSA, PECUPATOPHO HIH HEBpOnoruuHo 3abonapaHe, ObLOpeuHO yBpexXaaHe, eIHOBPEMEHHA
ynorpeba Ha aenpecanTi Ha LIHC 1 nauneHnTH B CTapUecKa Bb3pacT MOXKE A4 Ca HAIOKECHHK Ha NO-TONAM
PUCK OT W3NHTBAHE Ha Ta3M TexKa HexenaHa peaxiusa. BuaMoxHO € na ¢e HaNoKH ajanTHpaHe Ha
H03aTa NPH Te3H MALHEHTH.

Crapuecka BB3pacT (Haa 635 roanHu)

He ca npoeexaaHH CHCTEMHM Npoy4yBaHHA ¢ rabaneHTHH NpY NAUMEHTH Ha Bb3pAcT 65 H nmobeue
roavHu. B aBofiHOCnAno npoyvBaHe ¢ nmaUMEHTH ¢ HeBponatHa 0Oonka ce yCTaHOBAB2Z H3BECTHO
NMOBUINABAHE HA TIPOLIEHTa Ha BH3HHKBAHE HA COMHONEHTHOCT, NMEepudepeH OTOK M acTEHHS MpPH
NAlMEeHTH Ha BB3PAcT 65 H noBeue roguHH, B CPABHEHHE C NO-MIAANTE NauuedTH. C UIKMIOYEHHE Ha
T€3H PEe3yJITATH, KIHHHYHUTE H3CACABAHHA B TA3H Bb3PacTOBA IPyNa HE NOKA3BAT pa3iHieH npodun Ha
HeXeNnaHuTe ChOHTHSA, B CpaBHEHHE ¢ HabmoaaBaHus IPH NO-MNAAKTE NALMEHTH.

[leauaTpuyna monyaauus

Edexktute OT abarocpodHara tepanus (noBeue OT 36 ceaMuuHu) ¢ rabancHTHH BbPXY Y4YEHETO,
MHTEJHIeHTHOCTTA M Pa3BUTHETO NPH AELia M IOHOIIY HE ca aobpe npoy4veHH. [1on3uTe OT ABArOoCpoYHa
Tepanyus TpadBa Ja ce NPeLeHAT BRUMATENHO CIPAMO NOTEHIHATHHTE PHCKOBE.

Henpasunxa ynorpeba, noTenipan 3a noynorpeda U 3aBUCHMOCT

[abaneHTMH MOXE JAa Npean3BUKa JeKapCTBEHA 3aBHCHMOCT, KOATO MOXe Ja ce TOABH [MpH
TepaneBTHYHH 103u. CboblijaBaHM ca ciy4an Ha 3noynoTtpeba u HenpasuiaHa ynotpeba. [lauuent ¢
aHaMHe3a 3a 3noynoTpeda ¢ BellecTBa MOXKE A3 €a ¢ MO-BHCOK PHCK OT HenpaBwiHa ynorpeba,
3noynotpeda M 3aBHCHMOCT OT rabaneHTHH H € HeoOX0AMMO NOBULIEHO BHHMAaHUE NTpH ynoTpebaTa Ha
rabanedTHH NpH Takupa nauueHTtu. [Ipead npeanuceadHe Ha rabaneHTHH PHUCKBT OT HENpPaBUNTHA
ynorpeda, 3noynorpeda uii 3aBHCHMOCT NpH nauueHTa Tpadsa ga 6bae BHUMATEIIHO OLIEHEH.

[Nauuentnre, NeKyBaHu ¢ rabaneHTur, TpadBa na Sbaat HabnioaaRaHn 3a NpH3HALUK H CHMITTOMM Ha
HenpaBWiIHa ynorpeda, 3noynotpeda WM 3aBRCUMOCT OT rabaneHTHH KaTo pa3BUBAHE Ha TONEPAHC,
HEOOXO0AMMOCT OT NOBHIIABAHE HA [103aTa U NOBE/ICHHE HA HACOMEHO THPCEHE Ha NeKapCTBOTO.

CUMITOMH Ha OTHEMAHE

Habnwoaasanu ¢a CHMNTOMH Ha OTHEMaHE CAE€A NPEKPATABAHE HA KPAaTKOCPOYHO H JABJrOCPOYHO
neveHne ¢ rabaneutun. CHMITOMM HAa OTHEMAaHE MOTAT Ja CC MOABAT CKOPO Clel NpeKpaTiBaHe,
oObuxKHOBEeHO B paMKMTe Ha 48 uaca. Hafi-yecTo chodilaBaHHTE CHMNTOMM BKJIIOUBAT TPEBOXHOCT,
Oe3cbHMe, raaeHe, Oosika, M3NOTABaHE, TpeMmop, rnaBoboNue, AENpPecHs, HEeCcTECTBEHO YCEllaHe,
3aMagHOCT K 0010 HepasnonoxkeHue. [logeata Ha CHMIITOMH HAa OTHeMaHe cliell NpeKpaTiBaHe Ha
npMeMa Ha rabaneHTHH MOXe 13 € MokasaTenHa 3a JekapcTBeHa 3aBUCHMOCT (Bx. Touka 4.8).
[NanuweHtsT TpadOBa na Ovbae uHbopMHpaH 3a TOBA B HAYadOTO Ha JIeYEHHETO. AKO JICUEHHETO ¢
rabaneHTUs TpadOBa Ha Oble npekparTeHo, cé npenopbyYBa TOBA Aa C€ HaMpPaBH ROCT
npoab/HKeHHE Ha Hali-Maniko | ceaMMLA, He3aBUCHMO OT NMoka3zaHueTo (BX. Touka 4.2).

JlaGopaTopHH HicaeABaHuA




Morart aa 6baar oTyeTeHH (aNllHBO MOJOXKHTENHH PE3YJITAaTH NPH NOJYKOJHYECTBEHO OnpeenaHe Ha
o0 OenThK B ypHHaTa ¢ Tect-ieHTa. [lopaau ToBa ce npenopbyBa NOTBLPXAABAHE HA MOJIOKHTENHNA

pe3ynrar ¢ MeTOAH, OCHOBABALIM C€ Ha APYT aHANUTHYMEH MPHHLIMI, KaTo HanpuMep 6uypeToBa npoba,
TY pOHAMMETPUYHH H/IH OUBETUTEIHH METOIU, UK H3NON3BAHE HA AITEPHATHBHUTE METOAU OT CAMOTO

Ha4yano.

J1OMOILHH BELIECTBA C H3BECTHO N€HCTBHE:

NabaraMma TBBPAH Kancyjau ChbAbpka Nakro3a. [lauMeHTn ¢ penkd HaciaeacTBeHH npodaeMH Ha
HENOHOCHMOCT KbM rajlakTo3a, ITbJIEH JIaKTa3eH AeULHT WM MIKKo30-ranakTo3Ha manabcopbuns He

TpaOBa Aa npHeMaT TOBa NEKapPCTBO.
4.5 B3aumMoaeiicTBHe ¢ APYIH JEKAPCTBEeHE HPOAYKTH H APYrE POPMH HA B3aHMO/JeHCTBHE

HUMa CIOHTAHHH W TUTEPATYPHH CbOOLIEHHS 3a pecCnUpaTOpHA ACTIPECHA, CEAALMA U CMbPT, CBbP3aHH
¢ rabaneHTHH, KOrato ce npunara eIHOBpeMEeHHO ¢ AenpecanTd Ha [THC, BxmounrenHo onuonau. B
HAKOH OT Te3H ChOBIMEHHA aBTOpUTE 00PBLIAT CIELHANHO BHHMaHUE HAa koMOuHalkATa Ha rabaneHTHH
C OMHOKJM NPH NALUEHTH B HeJo0po 0610 ChCTOSHHE, MAUAEHTH B CTap4ecKa Bb3pacT, NTALHEHTH ¢
TEKKO [0AN1exKallo pecnHpaTopHo 3aboisBaHe, NALMEHTH, [IPHEMALIY MHOKECTBO JIEKAPCTBA, KAKTO H
NpH NalHEHTH ChC CHHAPOM Ha 3oynoTpeda ¢ BelllecTRa.

B npoyusane, BKn10uBaulo 3apasy godposonuu (N=12), npy npunarase Ha 60 mg MmopduH kancysa ¢
KOHTPOJIHpaHo ocBODOXKAapaHe 2 yaca npeau npuaaradero Ha 600 mg kancyna rabaneHTHH, cpeHaTa
nnoiy o kpusata (AUC) va rabanenTuH ce ¢ yBeanyuna ¢ 44 % cnpsmo rabaneHTuH, npunoxen o6e3
mopduH. [Topaau ToBa nalUeHTUTE, NIPU KOUTO C€ Hajlara eJHOBPEMEHHO JieUeHHe ¢ ONTHOHAH, TpaAOBa
ha Obaar BHHUMareaHo HabawnasaHu 3a NMpH3HauM Ha noTHckaHe Ha LIHC, xaTo CcOMHONEHTHOCT,
CEenallig H peCnuparopHa Jienpecus, KaTo TpsiOBa CbOTBETHO Ja Ce HaManu Jo3ara Ha rabaneHTHH uiu
Ha ONTHOHINTE.

He ca ycraHoBeHM B3aHMOACHCTBHA Mexay rabaneHtH n denobapOutan, PeHHWTOHH, Bannmpoena
KHCENIMHA HIIK KapbamasenuH.

(bapMakoOKHHETHKATa Ha rabaneHTHH C/eA JOCTUrAHE HAa CTAHOHAPHO ChCTOAHME NPH 3JIpaBH XOpa €
nogo0Ha Ha Ta3sy NPH NALHMEHTH ¢ EMHNESNCHs, NONYYaBaLlH Te3H AaHTHENHISNTHYHH TPOAYKTH.

EnHOBpeMEHHHAT NpHEM HA rabaneHTHH ¢ NEPOPATHH KOHTPALENTHBH, ChbABPXAIH HOPETHHIPOH
H/MNKM €eTHHWUA ecTpafuon, He NOBAHABA papMakOKHHETHKATA B CTALlMOHAPHO CHCTOAHUE HA HUTO €1HA

OT CbCTABKHTE.

EnHoBpeMeHHHAT NpHeM Ha rabaneHTHH ¢ aHTHAaRUAH, ChAbPXKALLH anyMHHUH ¥ MarHesuii, HaMansBa
broHanuuHoOCTTa Ha rabaneHTHH A0 24 %. IlpenopbyBa ce rabaneHTHH Aa ce MpHeMa Haii-paHo ABa

yaca clie/l NpHEM Ha aHTHALK .
[IpobGeneuna He npoMeHs ObOpeuHaTa ekckpeuysa Ha rabaneHTHH.

[Ipn egHoBpeMeHeH npHem Ha rabaneHTHH U UMMeTUAHH € HabmwoaaBaHo cnabo HaMajieHHe HA
ObOpeyHaTa ekCKpeuus Ha rabaneHTHH, KOeTo HE ¢e 0YaKBa a MMa KIIMHHYHO 3Ha4YEHHUe.

4.6 DeprunnTeT, GpeMenHOCT B KLPMeEHE

bpemMeHHOCT




W

Puck cevp3an ¢ enunencusn u obwjo ¢ anmuenwienmuynume rexapemesa (AL

CneudajHH CbBETH OTHOCHO MOTEHUMANHHA PHCK 33 TUI0AA, MPHYHHEH KAKTO OT MbPYOBE, TaKa H OT
AHTHETIWIENTHYHO NeyeHne, TpaOBa Aa ce JaBaT Ha JKeHH ¢ JETEPOACH NOTeHIUaN U 0COOEHO Ha XKeHn,
MJaHHpami OpeMEHHOCT, M Xe€HH, KOMTO ca OpemeHHH. HeoOXx0auMOCTTa OT aHTHENMWJIENTHHYHO
nedenue TpAOBa Ja ce npepasriefa, KoraTo xeHara njaHupa aa 3abpemenee. [Ipu xenu, nekypanu 3a
enuiencus, He TpadBa Ja ce npeanpyHeMa pA3Ko MpeKpaTsBaHe Ha aHTHENMHJICNTHYHATA TepanHia, Thi
KaTO TOBAa MOX€E Ja JOBeJe N0 NOofABa Ha I'bpuoBe, MOpaiH edekT Ha OTHEMAaHE Ha JICHEHHETO, KOHTO
MOTaT Ja HMAT CePHO3HH NOCKeAHIIN KaKTo 3a MalikaTa, Taka H 3a getero. CaMOCTOATENHATA Tepanus
Tpg06Ba Aa ce NpeANOYHTA BHHAIH, KOraTo € Bb3MOXKHO, Thi KaTo Tepanuata ¢ MHOXecTBO AEJ] moxe
na Objie CBhp3aHa ¢ N0-BHCOK PHCK OT BpOAEHH MandopMaliHi, OTKONKOTO CAMOCTOSTENHATA Tepanus,
B 3aBHCHUMOCT OT M3NON3BaHUTE aHTHETUJICIITHLIY.

Pucxose, cevpsanu ¢ cabanenmun
["abaneHTUH NpeMUHARA Npe3 MJaLEHTaTA.

JlaHHHTe OT CKaHAWHABCKO 00CepBaLlHOHHO NpoyYBaHe Ha noseue oT | 700 OpeMeHHOCTH, H3N0XKEeHH
Ha rabaneHTHH Ipe3 NbLPBUA TPHMECTLD, HE IMOKa3BaT MO-BHCOK PHUCK OT TOJNeMH BpOJAEHH
mandopMaLuy cpea Acuara, U3NOKEHH Ha rabaneHTHH, B CpaBHEHHE ¢ JeliaTta, KOUTO He ca OuM
H3JI03KEHH Ha Bb3IeHCTBHETO MY, H B CpaBHEHHE C AeLaTa H3JI0XKEeHH Ha nperabanuH, JaMOTPUTHH K
nperabaaun unu naMoTpMruH. [1o cbiMA HauYMH HE € HaOnroAaBaH NOBUUIEH PUCK OT HAapYlIEHHA Ha
HEBPOJIOrHYHOTO Pa3BUTHE NPH JeNa, H3II0KEeHHW Ha rabaneHTHH 1o BpeMe Ha OpeMEHHOCT.

MMa orpaHM4€¢HH AOKA3aTENICTBA 3a O-BHCOK PHCK OT HUCKO TETJIO NIPH PAXAAHE H NPEXAESBPEMEHHO
pakJaHe, HO HE H OT MBbPTBO paxKJaHe, HeCbOTBETCTBHA HAA0NY CNPAMO recCTallHOHHATa Bb3PACT, HHCHK
pe3yaTaT no Anrap Ha 3-ta MHHyTa H Mukpoledanius NpH HOBOPOASHH OT »MeHH, H3NOKEHH Ha
rabaneHTHH.

[Ipoy4yBaHHsATa NPH XHUBOTHH NOKA3BAT PEIPOAYKTHBHA TOKCHUHOCT (BXK. TOYKa 3.3).

["abaneHTHH MOX€E a ce H3MNON3Ba 10 BpeMe Ha MbPBHS TPUMECTBhP Ha OPeMeHHOCTTa, aKO € KNHHUYHO
HeoOX0AHMO.

ChobuiaBa ce 3a HeOHaTalleH CHHAPOM Ha OTHEMaHe MPH HOBOPOREHM C in utero €KCIO3HUHA Ha
rabanenutHn. EnHOBpeMeHHaTa ekcno3uiiMg Ha rabaneHTHH U ONHOUIH MO BpeMe Ha OPEMEHHOCT MOXE
na TMOBHINK PHCKA OT HEOHATAJIEeH CHHAPOM Ha oTHeMmaHe. HoeopoaeHute TpabBa aa ce mpocienspat
BHUMATENHO.

KbpMmeHe

["aaneHTHH Cce eKCKpeTHpa B Kbpmarta. [lopaan TOBa, 4e€ ePeKTbT BbPXY KbPMAYETO € HEU3BECTEH,
TpaOBa BHUMATEIHO RAa CE€ NPEUEHHU NPUNAraHeTo Ha JEKApCTBEHHA NPOAYKT NMPH KbpMmelld Maiku.
aGanenTHH TpabBa Aa ce M3MON3Ba NPH KbpMELIX MalKi, CaMoO aKo Noa3aTa KaTeropHYHoO HaJBHILaBa
pHCKa.

QepTUIUTeT

Hama edexT Bbpxy QepTHANTETA NIPH NPOYYBAHUATA BLPXY XKHBOTHH (BXK. ToUKa 5.3).

4.7 Ed®ekTH BLpPXY cniocobrocTTa 33 tmopupane 1 pabora ¢ MalIAKEA
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["abaneHTHH NOBIMUABA B JieKa WKW YMEpPeHa cTeneH cnocobHocTTa 3a wodupaHe U paboTa ¢ MallIMHH.
["abaneHTHH BiMsE BbpPXY LIEHTpaJHaTa HEPBHA CUCTEMA M MOXKE J1a MPHYHHHU CHHJIHUBOCT, 3amMaiiBaHe
MJIH JIPyT'H CBbp3aHH CMMNTOMH. JIOpH H Ja ca caMO C JIeKa WJIH YMEpeHa CTENeH, Te3H HeXeJlaH!
peakilHH MOJe Jia ca MOTEHLMAJIHO ONACHH 3a NaUMeHTH NpH wodHpaHe win padora ¢ MaliMHKU. Tosa
€ BaJIUIHO 0COOEHO B HAYAJIOTO HA JICYEHHETO U CJIe]] MOBHILIABaHE Ha 103aTa.

4.8 Hexe1aHH JIEKAPCTBEHH PeaKUHH

Hexxenanure JieKapCTBEHW peaklUWH, HaOMl0JaBaHH MO BpeME€ Ha KIHHWYHHUTE TPOYy4YBaHMA,
NpoBEJECHH MpPH eNUiencus (J0MmbjBalla H MOHOTEpaIHusa) U HeBpornaTHa 00Jika, ca Npe/JCTaBeH! B
o011 CNMUCHK NO-10J1y, FPYNUPAHK Mo Kjac U 4yectoTa: (MHOro yectu (= 1/10); yectu (= 1/100 no
<1/10); vewectn (=1/1000 no <1/100); peaku (=1/10 000 no <1/1000); muoro peaku (<1/10 000).
Korato e HaOiionaBaHa HexejlaHa peaklus ¢ pa3jiiyHa 4YecToTa NpH Ppa3IMyHUTE KIMHUYHH
MPOy4YBaHMs, TA € 3aMucaHa ¢ Hail-BUCOKaTa OTpa3eHa 4YecToTa.

JIoOMbJIHUTENIHH HeXeJlaHH peaKLiMH, JOKJIaZiBaHH 110 BpeMe Ha NOCTMAPKETHHIOBUA OMHUT, Ca BKJIIOYEHH
C HEeH3BECTHA 4ecToTa (OT HAJIMYHHUTE JaHHH HE MOXKe Ja ObJe HanpaBeHa OLEHKa), MPEeACTaBEeHH C

KYpPCHB B CIIUCbKA MO-A0J1Y.
[Tpu BCsKO rpynupaHe B 3aBHCHMOCT OT YECTOTaTa, HeXeJlaHUTe JIEKApCTBEHH peakiuy ce u3bposBar B

HHU3X04sAll pE€l MO OTHOLICHHEC HA TAXHATA CCPHO3HOCT.

CucremMo-opraHeH Kjaac 'HexkenaHa JileKapcTBeHA peaKnus
Hudexunn n HHpecTAUHH
. vl |

MHoOro yectu BUPYCHA HH(EKLMA

YectH [THCBMOHHA, PCCITHPATOPHA HHCI)EKI.I,HH, HHd)E[{LlHH Hd THKOYHHTC
II'bTHLHlA, OTHTHC MEJ1HA

Hapymennsi HA KPpbBTA H JIHM(PHATA CHCTEMA
YecTH  JIEBKOTEHUA

C Heun3BecTHa qecmﬁ ;mpﬂ..ur‘f:mfummienuﬂ |
Hapymiennss Ha HMYHHATA CHCTEMA

HeuecTn ‘JIepruyHy peakiliy (Hanp. ypTHKapHs)

C HeHW3BecTHa yecToTa CUHOPOM HA CEPBXYYECMBUMEIHOCTM (CUCMEeMHa peaKkyust ¢
NPOMEHIUBU CUMNMOMU, KOUMO MO2am 0d 8KII0Y6am mpeckd,
0bpue, xenamum, 1umpacenonamus, eo3uHOPGUIUA, KAKMO |
NOHAKO2a Opyeu cumnmomu), anaguiakcust (6xc. mouka 4.4) |

Hapymienns Ha MeTa00/IH3MAa H XpaHEHETO

Yectu AHOPEKCHSA, MOBULLIEH aneTHT

Heuectu XunepriukeMus (Haii-yecto Habi01aBaHa NpU NalUMEHTH ¢ auader) |
Penku XHMOrJIMKeMHSs (Haii-yecTo HabiK01aBaHa NMPHU MaLMEHTH C

C Hen3BecTHaA YecToTa XUnoHampuemus

[IcHXHYHH HAPYIUICHHA




YectH ' Bpax1ebHOCT, 00bpKBaHE U eMOLIHOHAIHA TAOMIIHOCT, JIeNpecHs,
TPEBOKHOCT, HEPBHOCT, aDHOPMHO MHCJIEHE |

HeuecTs Bb30ya

C Heu3BeCcTHa 4ecToTa Cyuyuona uoeayusi, XanoyuHayuu, 1exapcmeend 3aeucumMocm
Hapyumiennss Ha HepBHATA CHCTEMA

MHoOro yecTtH 'COMHOJIEHTHOCT, 3aMassHOCT, aTaKCH#

YecTH KOHBYJICHH, XHIIEPKHHE3HH, H3aPTPHs, aMHE3HS, TPEMOP, |
Oe3CcbHHE, r1aBo0oJIHe, yCellaHUs KaTo NnapecTe3us, XHIecTe3uns,
HapylleHa KOOpAHHALUA, HHCTArbM, 3aCHJIEHH, MOHWKEHH HITH |
|

NTUNcBawy pedekcu |

HeuectH XHUIIOKHHE3Hs, YMCTBEHO YBpEXK/J1aHe

Penku ‘3ary0a Ha Cb3HaHHe |

C Heu3BecTHA 4eCcTOTA opyau 0sucamennu HapyuleHus (Hanp. xopeoamemaosd, OUCKUHe3Us, I
Loucmonus)

HapymeHnusi Ha o4YHTE |

YectH 3PUTENHH HapyLIEHHs KaTo aMOHONHUS, AHTJIONHS
Hapymenns Ha yXoTO H JJaOHpHHTA

YectH ! CBETOBbBPTEK

C Heu3BecTHa 4ecToTa MUHUMYyC

CbpaeyHn HaApylIeHHSA |
Heuectu najanuTauHm

Cba0BH HApYILUIEHH A

YectH XHUIMEPTOHHS, Ba3oAHIaTal1s
PecnupaTopHH, rpbAHH H MeIHACTHHAJIHH HAPYLICHH S |
Yectu i,[[HCI‘IHEH., OpPOHXMT, papHHIHT, KALLIHLA, PHHUT

Peaku pecnupaTopHa Jaenpecus

CToMamHO-4YpeBHH HAPYILUEHHS

YectH MOBpblIAHE, rajieHe, 3bOHNH aHOMAJIMH, TMHTHBHT, IHAPUs, KOPEMHa
I
OoJsika, aucnencus, 3anek, Cyxora B yCcTaTa Wi rbpJioTo, |
diaTyneHumns
Heuectn aucoarns
C Hen3BeCTHa 4YecToTa nawkpeamum

XenaroONJIHAPHH HAPYIUCHH S
C Heun3BeCTHa 4ecToTa xenamum, JHCAMeHUYd

Hapyumienns Ha K0OKaTa H NOAKO’KHATA ThKaH
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YecTH

(JIHIEB CAEM, NTYPITYPA, HCCTO ONMTHCBAHA KAaTO HATHPTBAHE B

pe3yaTaT Ha Pu3Huecka TpasMa, OOPHR, MPYPHUTYC, aKHe

C HeusBecTHa yecTroTa

CuROpoM Ha Stevens-Johnson, moxcuyna enudepMaiIna HEXPOAU3Q,
anzuoedem, epumema Myrmugopme, aroneyus, 1eKapcmeeH obpus ¢
COIUHOPUAUR U CUCMEMHYU cuMnmomu (6oic. mouxa 4.4)

Hﬂp)’lllﬂﬂllﬂ HaA MYCKYJIHO-CKEJICTHATA CHCTCMA H CHCAHHHTC/IHATA THRAH

UectH

apTpanrus, Muaarug, 6onka B ropda, MyCKYJIHO NOTpENIBaHe

C HeH3BeCTHA YecTOoTAa

paboomuonusa, MUOKIOHyC

Hapyweauns Ha 6b0peninTe H NHKOYAATE OLTHING

C meM3BeCcTHA yecToTa

ocmpa 6vOpeHa HeGoCMamvbUHROCT, UKKOHMUHEHYUR

Hapymeﬂna Ha BLSHPOHSBOIIHTCJ]HHTH CHCTCMA H I"prlﬂTﬂ

YecTH

—_— —_—

—_—— =

—_—— e ——_—— —_———— —— —_——— —— [—— ' - —_— . . m—— —_— — e —— —_

HMNOOTCEHTHOCT

C Heu3BeCTHA 4ecToTa

XunepmpoQul na copoama, ZUHEKOMAacmuR, CeKCyanHa
OQUCPHYHKYUR (BKAIONUMENRHO NPOMERU 8 TUOUOOMO, HAPYULEHUR HA
eAKYyrIQyUAMa U aHopeaImMus)

|

O6mn HADYLICHHSA A ¢(peKTH HA MACTOTO HA npHIokKeHHe

| — T R

MHOro 4ecTH

yMmopa, Tpeclca

——y — - - — e ra—. . T—— . -

YecTH

nepupepes eAeM, HapyLICHA MOX0AKa, aCTEHH4, 60111(&, oﬁmo
HEpPa3NoJIoKEHHE, rpUunonoaobeH CUHAPOM

Heuectu

C HeusBeCTHa 4YeCTOoTA

- —— — - - a4 -- - - — — o —

H3caeananng

UecTH

—_— J— —_— — - e ——— = —— - - —_— —_— J——

HE‘-IBCTH

o — i — —— — ¢ —

g cTE.a- - mmam - ——mr —=—

| FeHepanu3Mpan eeM
peaxkyuu Ha omnemane®, epbdna boaxa. C baﬁu;asa ce 3a cayyau Ha

aHe3anHa, HeOOACHUMA CMBPM, KAMO NPUYUHHO-CAeocmEeNd
8Pb3KA C AeHEHUemo ¢ 2abanenmun He e yCmanosena. i

s m——— —-- LEL L RN T I I LT BRI L Ny ) pm——

HaMasneH 6poii ﬁenn KPbBHH KIEeTKH(JICBKOLMWTH ), NOKA4YBaHE Ha
TeNIECHOTO Terao

- — —_— . —_— —_— —_——— . —_——— — E— - 4 e mme—— . . — - -

NOBHUICHH CTOHHOCTH Ha YepHOAPOOHHUTE QyHKLIMOHAIHH TECTOBRE
CFOT (ACAT), CI'TIT (AJIAT) n Guﬂupyﬁuu

—_—— p—— e — = E—Tl TEES. W EE——T — E—— - Jr S

e - - .- 4. mam— ..

C HCHSBECTH& JecToTa

AL . EEm Y -TEmTE. e rE—— -

NOBUIUEHA KPEaMUH gocoxunasa e Kpbema

- -

Hﬂpﬂlﬁlﬂﬂlﬁlﬂﬂ, OTpaBiIHIIiI H )’CJIO?I{HBHIIH, Bb3IHHKHAJIH B peayn'rar HA HHTEPBEH[IHII

i ICRERFRE ) SIS S —— —_— —_— - —_— - - ———

—_ —_— A - Em——

YecTH

HeuecTH

_ —_—t—mm —_——

HHLHAGHTHO HapaHABAHE, q)pax'rypa, aﬁpaaua

—— e — ————— = — —m—— - -— —— —_—_—— - -

[lHanaHc

- e r— -mmam. o = —_——

* Habni0faBaHK ca CHMIITOMH Ha OTHEMaHe clen [peKpaTABaHE Ha KpaTKOCPOYHO M ,umracpoql-ln

neyeHye ¢ rabaneHTUH. CHMNTOMH HA OTHEMaHe MOraT Ja ce MOABAT CKOpO clen npe 2. '
OOMKHOBEHO B pamkHTe Ha 48 uaca. Hali-uecTto choOUIaBaHHTE CHMIITOMH BKJIOYBAT /
be3cbHUe, rajeHe, Oonka, M3INOTABAHE, TPEMOp, raaBodonue, Aenpecust, HEeCTECTH,
3aMasHOCT M 00O HepaznonoxeHue (Bx. Touka 4.4). [logBara Ha CUMNTOMH Ha
IpeKpaTsaBaHEe Ha nMpHeMa Ha rabaneHTHH MOXKE Ja e NoKasarenHa 3a JieKapcTBeHa

{1 A
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Touka 4.8). IlanueHTsT TPAOBa Na Obae HHPOPMHPAH 32 TOBA B HAYAIOTO HA JICUEHHETO. AKO JICUEHHETO
¢ rabaneHTHH TpaOBa na ObAE nNpekpaTeHO, Ce MNpenopbyYBa TOBA Ja CE€ HAMpaBH IOCTENEHHO B
NpoJbL/DKCHUE HA Hali-Manko 1 ceaqMuLia, HE3aBHCHMO OT NOKa3aHHeTo (BXK. Touka 4.2).

Ilo BpeMe Ha neyeHuero ¢ rabaneHTHH ce ChOOUIABa 3a Clly4ad Ha OCThp NaHkpeaTuT. Bpbikara ¢
rabaneHTHH e HescHa {BK. To4Ka 4.4).

an NalkuCHTH Ha XCMOJHa/IH34, NopaidH TCPpMHHAJIHA ﬁbﬁpeqﬂa HEeAOCTAaTBYHOCT Ce ChoOllaBa 3a
MHOITIATHA C NIOBHIMEHHW HUBA HA KPCATHHKHHA3ATA.

3a HHGEKIHH HA PECIIHPATOPHUTE MBbTHUILA, OTHTHC MeJua, IrbpuoBe H OPOHXHT ce cbolLlaBa caMo B
KJIHHHYHHTE NPOYYBaHHA IPH Jenad. B KnHHHYHUTE NpoyYBaHUa NpH AcLa KOITbIHKHTENHO ¢e Chobiana

YECTO 38 arpCCHBHO NMOBCACHHE H XHIICPKHHE3HH.

Cnobl1aBaHe Ha NOA03HPAHH HEXKEJIAHH PEaKLIUK
CrobuiaBaHeTo Ha NOAO3UPAHN HeXeNaHH peakLHU Clell paspeliaBane 3a ynotpeba Ha nekapcTBeHns

NMPOJAYKT € BaXKHO. TOBa 1103B0O/IABA Aa NPOAb/KM HaOMOAEHHETO HAa CHOTHOLIEHHETO N0JI3a/PHCK 3a
JeKapcTBeHHA NMPoAyKT. OT MeANLHHCKHTE CNEHATUCTH ¢ H3HCKBA Ja ChoOlaBaT BCaka

MOAO3MPAHA HEXKENAHA peakiiMa upe3: M3nbnHUTENHa areHIHA 10 JeKapcTBara, vi. ,,Jiaman ['pyes”
Ne 8, 1303 Codns, Ten.: +359 2 8903417, yebeaiit: www.bda.bg.

4.9 IIpeno3zupane

OcTpa, XKHBOTO3ACTpALIABALLA TOKCHYHOCT NpPH nNpefo3upane ¢ rabaneHTHH B 1034 00 49 g He ¢
HabmonasaHa. CUMNTOMHTE Ha NpeAo3upaHe ca OMIH: 3aMasHOCT, ABOHHO BHXAAHe, HEACHA peu,
CBHAMBOCT, 3ary0a Ha Cb3HaHHE, JeTaprus 4 jeka auapus. BcuukM nalMeHTH ca cé Bb3CTaHOBHIH
HamBJIHO Cled nmojAbpikaula Tepanus. HamaneHara abcopOuHa Ha rabaneHTHH NPH NMpHEM HA NoO-
BHCOKH A03H MOXe Ja orpaHHuH abcopOuHaTa npH npeaosupaxe, KaTo Mo TakbB HAYHH Ce HAMAJABA

TOKCHYHOCTTA TIPH NPpCA03HPAHC,

[Ipeno3upanero Ha rabaneHTHH, ocobeHo B koMOunauns ¢ apyru notuckawu LIHC nekapcrBeHm
NPOAYKTH, MOXKe Ja JoBele A0 KOMa.

Brnpeku, ye rabaneHTHH Moxe Aa ObJie OTCTpaHeH OT LHPKYJauuaTa ¢ XeMOAHANH3a, HATHYHHUAT ONUT
[10Ka3pa, Y€ TOBA OOHKHOBEHO He € HeoOxoaumMo. Bunpekn ToBa ofaue, NMpH MauHEHTH C TEKKO
O0BOpeuHO yBpeXAaHe xeMOaHaNK3aTa Moxe aa Opae nokasaHa.

[TepopanHara jerajHa Jo3a Ha rabaneHTHH He e OKMNa YTOYHEHA NPH MUHIKH H IUTBXOBE, KOUTO Ca

nony4und ao3H 1o 8000 mg/kg. IlpH3HauuTe HA OCTPa TOKCHMMHOCT NPH XHWBOTHHM €a BKIIOYBAIH:
aTaKcHs, 3aTPpyJHEHO JMliIaHe, NTO3a, HaMalieHa aKTHBHOCT WK Bb30yaa.

5. OAPMAKOJIOTHYHH CBOUCTBA
3.1 OapMaKoIHEAMHAYHE CBOHCTBA

dapmakoTepaneBTHYHa rpyna: Jipyru AHTHENUIETTHLH
ATC koa: NO2BFO1

MexaHH3EM HA A€HCTBHE
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["abaneHTHH NeCHO MPEeMHHABA B MO3bKa U NPEAOTBPATIBA IPUNAIBLM NPU peaAHLA KHBOTHHCKH
MoAenH Ha enuiencus. [abaneHTyH He nmpuTexaBa apuHuTeT KbM GABAA unn GABAB
pelenTopuTe, HUTO NpoMeHs Metabonuima Ha GABA. He ce cBbp3Ba ¢ APYrd HEBPOTPAHCMHTEPHHU
PELIENTOPH B MO3bKa H HE B3aBWMOACHCTBA ¢ HATPHEBUTE KaHaNH. ['abaneHTHH ce CBBP3Ba C BHCOK
aduHuTeT ¢ 020 (anda-2-genta) cybeAHHHIIATA HA BOJITAXK-3aBHCHMHTE KAJILHMEBA KAHAH U c€
npeArosara, Ye¢ CBbpP3BaHeTo ¢ 020 cyOeAMHKIIaTa MOXKE 1a HIrpac poJid B NPOTHBOIbPUYOBHTE e(heKTH
Ha rabaneHTHH NMpH XUBOTHH. CKpHHHpaHeTO Ha roiaM obeM NaHHH He Npeanonara Apyra npuleiHa
33 MeJHKAMEHTA CTPYKTYpa, pasfIHiHa OT a20.

JaHHHTE OT peauua NpeJKINHIYHH MOAE/H ITOKA3BaT, 4¢ dapMakonoruyHaTa akTHBHOCT Ha
rabaneHTHH MOXe Aa ce MeaHHpa oCpeICTBOM NOHHXaBaHe Ha 0CBOOOXKAaBaHETO Ha B30y AHH
HEBPOTPAHCMHTEPH B YAaCTH OT LIEHTpANHATa HEPBHa CHCTEMa, Ype3 CBbp3BaHe ¢ a2d. Ta3u akTHBHOCT
MOX€E Aa NoJKpens NPOTHROIbPUYOBOTO AciicTBHe Ha rabaneHTuH. [IpeacTou aa ce H3aCHH
3HaYHMOCTTA Ha TOBa AeHCTBHE Ha ralaneHTHH MO OTHOIIEHUE HA MPOTHBOIBPYOBHTE €(eKTH NpPH
Xopa.

["abaneHTHH NOKa3Ba ePUKACHOCT H NPU peANLIA NPSAKNINHHYHHE XKUBOTHHCKH OONTKOBH MOAECIH.
[Ipeamnonara ce, ye cnelnPHUYHOTO CBbP3BaHe Ha rabaneHTHH a20 cybeanHHLIaTA BOAH A0 HAKONKO
pa3iHyHU JeHCTBHA, KOUTO MOXKeE Ja ca OTFOBOPHH 3a aHAINCTUYHOTO AefiCTBHE NMPH XKHUBOTHHCKH
MOZeNiH. AHAINreTHYHOTO ReHCTBUE HA rabaneHTHH MOXe Aa NPOH3X0XKAa OT rpbOHaYHUA MO3BK,
KAKTO H OT MO-BHCIIH MO3bUYHU LIEHTPOBE, Ype3 B3aUMOJeNCTBHA C HU3XOAdLIKHTe, HHXHOUpainu
Oonkara nbTHILA. 3HAYEHUETO HA TE3U HNPEAKIMHUYHH CBOACTBA 3a KIIMHUYHOTO AelCTBHE NpH Xopa e

HCH3BCCTHO.

Kannu4yHa epkacHOCT K Oe3omacHoCT

KnHHHUHO MNpoyuBaHe KAaTo JAONBJBalia TepanHd 3a NapUHAIHH [PHUCTBLIK NPH IeAHATPHYHH
NalMeHTH, MUATO Bb3IPAcT BapHpa or 3 10 12 roaMHH, € noKasajao 4YHCIAEHA, HO HE CTAaTUCTHUYECKH
3HauuMa pasnuka B 50 % 4yecTtoTa Ha OTTOBOPHIMTE B NOJ13a HA rpynaTa Ha rabaneHTHH B CpaBHEHUE C
miauedo. JJonsAHUTEHKY aHANTM3M ClIE] 3aBbPIIBAHE HA NPOYYBAHETO HA YECTOTHTE HA OTTOBOPHINTE
YYACTHHLM [0 BB3PACT HE MOKA3RAT CTATHCTUYECCKH 3HAYUM e(DEKT Ha Bh3pacTTa KaTo HenpeKbCHATa H
Karo AMXOTOMHA BETHYKHA (BB3pacToBU rpynH 3-5 W 6-12 roauux). JaHHUTE OT TO3H AONBJIAHHUTENEH
aHalTH3 CJIEA 3aBbLPIIBaHE Ha TPOYUBAHETO Ca NPEeACTABEHH B clleJHaTa Tabauua:

Ortrosop (2 50% ¢ nogofpeHue) no neveHne U Bb3pacT
MITT*nonynauus

4/21 (19,0%) 4/17 (23,5%) 0,7362
6 po 12-rogvuina Bbw3pact |17/99 (17,2%) 20/96 (20,8%) 0,5144

*The modified intent to treat population - Moandunuupanata nonysauus ¢ HaMEpEeHHE 3a JICUeHHE €
JepHMHHpPaHa KATO BCHYKH MAUMEHTH, PAHAOMH3HPAHH HA NPOYYBAaHHS MEIHKAMEHT, KOUTO Ca HMaTH
rOAHM 3a OlIEHKa JHEBHHLIM HA NPACTBINMTE, NPEAOCTABEHM 34 28 IHH, KAKTO H& H3X0JHO HHBO, TAKA H
B ABOHHOCHANATA (a3a.

[Tnauedo

Bn3pacrtoBa kaTeropus

5.2 PapMaKoOKHHETAYHN ¢BOHCTBA

Abcopbuus
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BbpxoBHTe miazMeHH KOHlUEHTpallHM Ha rabaneHTHH ce HabmoaaBaT B paMKHTE Ha 2-3 yaca cleq
nepopaneH MpueM. buoHanuuHocrTa Ha rabaneHTHH (dact ot abcopbupanara n03a) nokailea
TeHASHLUA KbM HAMaJIABaHE ¢ MOBMHIABAHE Ha jA03ara. AGcomoTHaTa OHOHANMYHOCT Ha KancyJa oT
300 mg e npubnuzurenHo 60%. XpaHaTa, BKJ. ¢ BHCOKO CbAbp)KAaHHE€ Ha Ma3HHHH, He OKa3Ba
KJIHHHYHO 3HAYHM edexT BbpXy fpapMakOKHHETHKATa Ha rabanesTHH.

PapmMaKkOKHHETHKATA HAa rabaneHTHH He ¢ MOBIHABA OT NOBTApAIN ce NPHEM. BBnpekd ue, nia3sMeHuTe
KOHLIEHTPALlHH Ha rabaneHTHH B KJIHHUYHY MpOy4YBaHHUsA Cca Ounn oOHKHOBERO MexXay 2 ug /ml 1 20 pg
/ml, TaKMBa KOHLEHTPALIMK HE Ca 10Ka3aTeIHH 3a 0e30M1acHOCTTa HITH e(pHKACHOCTTA.

PapMaxOKHHETHYHHUTE NapaMeTpH ca AajeHu B Tabauua 3.

Tabnuua 3

0606menne Ha cpearnTe croitHocTH (YoCV) Ha papMakOKHHETHYHHTE NapaMeTpH Ha
rabanedTHH B CTAlHOHAPHO ChCTOAHUE Clle]l MPHEM Ha BCeKH 8 yaca

300 mg 400 mg 800 mg
(N=7) (N =14) (N=14)

Cpeana ]%CV

402 |4 38)  |871 (29)
108

dapMakOKHHETHYEH
napaMeTbp

]
=
o
o)
2
)
<
'
@
35
-
]
R
)
<

Crnax (g /ml)
tmax (h)

Tia (h) 5,2 (12)
AUC (0-8)

R

106
pgehr/ml)

EXE ol

Ae% (%) HH W0 fa12 34,4

Cmax = MakcHMaNHa NNa3MeHa KOHUECHTPALUMA NPH CTAHOHAPHO ChCTOAHHE

tmax = BpeMe 20 AocTHraHe Ha Cmax

T2 = [lonyXUBOT Ha €THMHHUpPAHE

AUC(0-8) = [Inom noa kpueata Ha Nna3MeHaTa KOHLUEHTPALHS H BPEMETO B CTALIHOHAPHO

2,7 (18)

ChCTORHHE 3a BpeMe ot ( a0 8 yaca cneg no3ara

Ae% = [IpoleHT OT po03aTa, EKCKPETHPAHATA B HENPOMEHEH BHJI B YpHHAaTa 3a BpeMe oT 0 1o
8 yaca cnejn go3ara

HH = He e HanuyHo

Pa3npeneneHue

["abaneHTHH HE ce CBbP3Ba € IUIA3MEHHTE NPOTEHHH H HETOBHAT 00eM Ha pasnpeaeneHue 57,7 nuTpa.
IIpy nauMeHTH C enuiencud, KOHUEHTpalUNuTe Ha rabaneHTHH B rppOHAYHO-MO3BYHATE TEYHOCT Ca
npubnusutenio 20% OT CBHOTBETHHTE CTAUMOHAPHM MHHHMAIHHM TUIA3MEHU KOHLUEHTpPaLMH.
["abaneHTHH ce OTKPHBA B KbPMATa HA KbPMELIH XKEHH.

buoTpaHchopmauns

Hama nanHu 3a MerabonussM Ha rabaneHTHH nmpr xopa. I'abGaneHTHH He HHAyUMpa 4
OKCHJIa3HH €H3HMH CbC CMECEHa (PYHKUHA, OTTOBOPHH 38 JIEKapCTBEHHA MeTabONMH3IbM.

EnnMuHupane
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["TabaneHTHH ce eHMHHHPA HEMPOMEHEH caMo Upe3 OpOpedna exkckpenus.
[MonyXxuBOTHT Ha eTHMHHHpaHe Ha rabaneHTHH He 3aBHCH OT N03aTa M € 0KoJI0 5 A0 7 yaca.

[Tpu nmauMeHTH B cTapuecka Bb3PacT M MpH NalHeHTH ¢ HapylleHa ObOpeyHa QYHKLHA, MIA3MEHHAT
KIHPBHC Ha ralaneHTHH € HaMmaneH., KoHCTaHTaTa Ha CKOpOCTTA HA CIMMHHHpaHE, NJIa3MEHHAT
KknapbHC W OBOpeusHus KAMpbHC Ha rabaneHTHH ca NpPaBONPONOPLHUOHANHH Ha KpeaTHHHHOBHUS
KJIHPBHC.

["abaneHTHH MOXe Aa ObjAe OTCTpaHEH OT Iula3mara ¢ xemoauanusa. [lpenopeuBa ce KopurupaHe Ha
A03aTa MpH NMalHeHTH ¢ KoMNpoMeTHpaHa ObOpedHa PYHKUHA HIH NMALHEHTH Ha XeMoJaHaiu3a (BX.
Touka 4.2.)

dapMakoKHHEeTHKAaTa Ha rabaneHTHH Npy Aela € onpeaeneHa npu S0 3apaBH HHAWBUAM HA BB3PaCT OT
1 meceu a0 12 roxgunn. Karo uano nnasMeHHTe KOHLIEHTPALHH Ha rabarneHTHH NMPH Jella Ha Bb3pacT

HaR 5 roZMHH ¢a MoAo0HH Ha Te3M NPH Bb3PACTHH NpH Ao3upaHe B mg/kg.

Bbe papMakOKHHETHYHO MpOyYBaHe NMpH 24 3ApaBy NeadaTpH4H# MHAUMBHIH HA BB3pacT Mexay |
mecel M 48 Mecelia ca ycTaHOBeHH npubausntento 30% no-Hucka excrio3uumsa (AUC), no-Hucka Cnax
M NO-BHCOK KJIIHPBHC 32 TENeCHO Ter10, B CPABHEHHE ¢ HATUYHUTE ChOOLIIEHH RAHHHM 3a Jella Ha noBeye

OT 5 roAuHH.
JInBelHOCT/HeTuHe AHOCT

buoranHyKocTTa HA rabdaneHTHH (4acT oT abcopbupanara J03a) HaManABa ¢ YBelHYaBaHe Ha J03aTa,
KOETO NPHAaBa HENWHEEH XapaKkTep Ha papMakOKHHETHMHMTE napaMeTpH, BKJIIOUBALIH NapaMeThpa 3a
Ononanuunocr (F), wnamp. Ae%, CL/F, Vd/F. ®@apMakOKMHECTHKATA HA eEJHMHHMpaHe
(papMakoKHHETHUYHH napaMeTpH, kouTo He BKIoYBat F xato CLr » T1/2) Hati-nobpe ce onucea upes
nHHeliHa papMakokMHeTHKA. CTaUHOHAPHHTE TUIA3MEHN KOHLUEHTpALHM Ha rabareHTHH MOTaT Ja ¢e
NpeABHAAT OT AAHHHUTE Cliell eAHOKpaTHa 4034,

53 IIpeaknnan4en AAHAH 32 6e30macHOCT

KapiHporeHHocT

['abaneHTiH € npunarad B XpaHara Ha Muliky B 2034 ot 200, 600 n 2000 mg/kg/nen 1 Ha MITBXOBE B
no3n ot 250, 1000 u 2000 mg/kg/nen B npomb/KeHHEe HAa 2 roauHH. CTAaTHCTHMECKH 3HAYHMO
NMOBHLIABAHE HA YECTOTATA HA allHHAPHOKIETLYHHM TYMOPH Ha NaHkpeaca € OWNo yCTaHOBEHO CaMo NpH
MBKKHTE TUTbXOBE NPH Hal-BHCOKaTa 1103a. MakCHMAaNHHTE M1a3MEHH KOHLICHTPALIMH HA JIEKAapCTBOTO
npu Mmirbxope 3a go3ata ot 2000 mg/kg/neH ca 6unn 10 MbTH MO-BHCOKH, OTKONKOTO NIAa3MEHHTE
KOHLIEHTPALlHH B YOBELIKHA OpraHu3bM npu fo3a 3600 mg/neH. ALMHAPHOKJIETBYHUTE TYMOPDH Ha
NaHKpeaca NpPH MBXKHUTE IUIBXOBE €a C HHMCKA CTENeH HAa MANHFHEHOCT H He TNORJIWSABAT
IPeXHUBACMOCTTA, HE METACTA3HMPAT MM HHBA3HPAT B OKOJHHTE ThKaHM H ca MOAOOHH HA Te3H,
HaOMIOAaBaHK NPH KOHTPOIHUTE XHBOTHH. Bpb3KaTa Ha T€3H NaHKpEacHH alHHAPHOKJIETBYHH TYMOPH
[IPH MbXKHUTE IABXOBE ¢ KAHHEPOreHHHS PHCK 33 YOBEKa € HesACHa.

MyTareHHocT

["'abaneHTHH HE€ MOKa3Ba TFEHOTOKCHYEH MNOTeHUHMan. ['abaneHTHMH He € MyTareHeH i

CTAHAAPTHHTE TECTOBE ¢ DaKTEpHANHHK KIETKH HIM KIeTKH oT 6o3aliHuun. ['abaneHTHH f/
CTPYKTYPHH XPOMO30OMHH abepaumy B KIeTkH OT OozaliHMUHM HHTO in vitro, HH ;/ Efg
npeau3BUKa POPMHUPAHE HA MHKPOHYKJIEYCH B KOCTHHA MO3BK Ha XaMCTepH.

= YA
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HapyiieHus Ha peprnanTera

He ca Habmopasann HexenaHd edekTH BbpXy (epTHIHTETa H pPenpoSyKTHBHATa cnocoSHoCT npH
nasxose B Jo3u 1o 2000 mg/kg (npubnanaurenHo neT mbTH MOBeYe OT MaKCHMAanHara JHEBHA A034 3

Xopa, ONpeAcieHa 3a eJWHHLA TeleCHa TOBBPXHOCT B mg/m?),

TepaToreHHocT

["a0aneHTHH He yBeNHYaABa YeCTOTaTa Ha MATGOPMANMATE B CPABHCHHE ¢ KOHTPOJIHTE B [TIOTOMCTBOTO
Ha MHMLIKH, NJBbXOBE WM 3aliii npH 1034 ¢boTBeTHO 50, 30 ¥ 25 mBbTYH, MO-BHCOKH OT JAHEBHATA 71034
npH 4yoseka oT 3600 mg (cbOTBETHO YETHPH, NMET HIH OCEM MbTH NOBEYE OT AHEBHATA 4034 NPH HOBEK,

H3MepeHa B mg/m?).

["abaneHTHH NpHYHHABA 3a0aBaHe Ha OCU(HKALNATA HA Yyepena, NpeLICeHUTE, KOCTHTE Ha ITPEIHHTE H
3aJHUTE KpaliHHUM NpH rpH3adH, KOETO € MOKAa3aTe/AHO 3a peTapAallud Ha pacTexka Ha detyca. Tesn
edpexTH c¢ NnOABABAT, KOrar0 OpeMEHHH MHIIKH MOJY4aBaT nepopajHo o3 ot 1000 wiu 3000
mg/kg/nen B nepruoa Ha OpraHoreHesara H Ha IwIsXoBe - A03W oT 2000 mg/kg npean H no Bpeme Ha
nepuoja Ha YuTocBaHe H npe3 usnata OpeMeHHOCT. Te3d 403 ca mpubauzutento 1 10 5 wbTH No-
BMCOKHM OT J103aTa TIpH Xopa ot 3600 mg, HamepeHa 3a mg/m?,

He ca 3abens3zanu yspexaania npy OpeMeHHH MHIUIKHK, HA KOMTO € JaBaHa go3ara ot 500 mg/kg/nen
(oxono 2 OT AHEBHATa 1034 3a XOpa B mg/m?),

YBennuaBaHe Ha 4eCTOTATa Ha XHIAPOypeTep W/WIH XHApoHedpo3a e HabmonaBaHa Npy NMALXOBE, HA
KOUTO € AaBaHa fo3a oT 2000 mg/kg/neH B npoyusane Bbpxy bepTHIHTETA H 00L1aTa PENPOAYKLIHA,
1500 mg/kg/nen B npoyuBaHe 3a TepatoreHHocT W 500, 1000 w 2000 mg/kg/neH B nepHHaTaNHO H
NOCTHATANHO NMpOoy4YBaHe. 3HAYEHHETO HA TE3M PE3y/ITATH HE € U3ACHEHO, HO Te ¢a OHJIH CBbP3aHH CbC

3a0aBeHO pa3BuTHE. T€3H NO3M ca ChLIO NPHOAU3HUTENHO | A0 5 ITBTH NO-BUCOKH OT YOBEHIKATA J103& OT
3600 mg B mg/m?,

B TepaTonornyHo npoy4saHe rpu 3aiiM yBendueHe Ha Y€CTOTaTa Ha NOCTHMILIAHTAllHOHHATA 3aryba
Ha [J10J1a € HACTBIIHNO NpH OpeMEHHH XEHCKH, TpHeMany aA03u oT 60, 300 u 1500 mg/kg/nen no Bpeme
Ha opraHoreHesara. Te3u o3 ca okono 0,3 10 8 MbTH NO-BUCOKHM OT AHEBHATA 403a NpH xopa ot 3600
mg B mg/m?®. I'panuuuTe Ha Ge30nacHOCT ca OrpaHHYEHH, 33 Aa C€ H3KIYH PUCK OT NoAo0HH edexTH

npu xopa.
6. OAPMAILEBTHYHH JAHHH
6.1 CoHeLK HA DOMOIUHHTE BelllecTRA
Crovpocane Ha xkaneyaama.

JlakT03a
[lapeBHYHO HHUIIECTE

Tank

Kancyana obguska.

XKenaThH

Turanos auokcua (E 171)
XKenesen okeun, xbuit (E172)
XKenesen okcu, uepseH (E172).
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6.2 HechBMECTHRMOCTH

Henpunoxumo.

6.3 Cpok Ha rogHocT

3 roAuHH

6.4 Cnennajng ycJOBHE HA ChXpPaHEHHE

Jla ce cbxpansBa npy Temnepatypa noa 25°C.
Jla ce cbxpaHfBa B OpHIHHAJIHATa ONIaKOBKaA.

6.5 Bug 7 cLaLpkanHe H3 ONAKOBKATA

Bnucrep or PVC/anymuunii ¢ no 10 Opos TBBpaM Kancyu.
Onakosky X 50 u x 100 TRBpAH KancynH.

He BcHYKM BHAOBE ONAKOBKH Morar ga 6baat nycHaTH B npoaaxoa.
6.6 CnepBraann npeana3nud MepKA NpA A3XBLpasHe/ H pabora

HsaMa crneqyaiHy #3MCKBaHUA.

7. [IPUHTEXATEJ]A HA PAJPEHIEHHETO 3A YIIOTPEBA

Worwag Pharma GmbH & Co. KG
Flugfeld-Allee 24

71034 Boblingen

["'epmanusn

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

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

E-mail: info@woerwagpharma.com

8. HOMEP HA PAZPEIIIEHHETO 3A YIIOTPEBA

20060713

9. JATA HA ITBPBO PA3ZPEHIABAHE/ IOAHOBABAHE HA PAZPEHIEHHETO 3A
YIIOTPEBA

Harta Ha mbpBo paspewenne: 08 Hexemepu 2006 r.
Hara Ha nocneano noaHoBsBaHe: 12 Snyapn 2012 .

10. JATA HA AKTYAJIN3UPAHE HA TEKCTA

09/2024
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