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1.  UME HA JIEKAPCTBEHUS IPOAYKT N3MLAHATENHA ATEHLMS NO NEKAPCTBATA

Kpamxka xapaxmepucmuxa wa npogyxma - lpusoxenue 1

Heypontun 300 mg TBLpAM Kancyiu
Neurontin 300 mg hard capsules

Kum Pez. Ne
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Paspelwenue Ng
Heypoutun 400 mg TBbpAM Kancyu ?
Neurontin 400 mg hard capsu[es B/ M 8 " T E———
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2. KAYECTBEH U KOJIMYMECTBEH CBbCTAB

Heypontun 300 mg TBbpaAM Kancyiu
Besika Tbpaa Karncyaa cbabpka 300 mg rabaneHTtuH (gabapentin).

Heypontun 400 mg TBBpAM Kancyiu
Bcesika TBbpaa kancyna cvabpka 400 mg rabaneHTtun (gabapentin).

[ loMOLLIHH BeLECTBA C U3BECTHO JIEHCTBHE:

Beska tBbpaa kancyna ot 300 mg cbabpika 42,75 mg nakrosa (KaTo MOHOXH/1pAT).
Beska TBbpaa kancysa ot 400 mg cbabpika 57 mg akto3a (KaTo MOHOXHpaT).

34 MbJIHUA CINTMCHK HA NMOMOLIHUTE BElleCcTBa BUXKTE TOouka 6.1.

3. JIEKAPCTBEHA ®OPMA

TBbpaa kancyna

Heypoutun 300 mg TBLpAM Karcy/iu: »bJTa, Hernpo3pauHa, TBbp/la )KeJlaTHHOBA KarcyJia OT JIB€ 4acTH
¢ Haanucu ~Neurontin 300 mg™ v "VLE"™, cbhabpxkaina 651 10 noutH 051 npax.

Heypoutun 400 mg TBLpAM Kancy/iv: opaHKeBa, HEIpo3payHa, TBbP/a KeJaTUHOBA KarcyJia oT JBe
yacTH ¢ Haanucu “Neurontin 400 mg™ u "VLE", cbabpikaiua 651 10 noutH 0s1 npax.

4. KIUMHHUYHHU JAHHHA
4.1 TepaneBTHYHH NOKA3AHHUS

Enunencus

HeypoHTHH € noka3aH 3a 700aBbyHa Teparnus NnpH JieueHUe Ha NnapLyajiHUi NMPUCTBIK CbC UK 0e3
BTOPHUYHA r€HEPaAIU3aLIMs NPHU Bb3PaCcTHU M J€1la Ha Bb3pacT 6 U noBeye roAMHH (Bx. Touka S.1).

HeypOHTHH € noka3aH 3a MOHOTEpAarus 3a JIeYEHHE Ha MapLUHaIHU MPUCTBITHU CbC WK 0e3 BTOpUYHA
reHepaau3alms Npyu Bb3pacTHHU U FOHOLUW Ha Bb3pacT 12 ¥ NnoBeYe roJIMHH.

Jleyenune Ha nepudepHa HeBponarHa 00J1Ka

HEBPOMNATHA H MNMOCTXEPNETUYHHA HEBPAJII'HA I1PH Bb3PACTHH.




4.2 J034poBKa H HAYHH HA NPHIOKEeHHE

Ho3uposka

B Tabnuua 1 e onucaHa cxeMa Ha TUTPUPAHE 3a 3aNOMBaHE HA TEPANMATA 32 BCHYKH NOKa3aHKUA, KOATO
ce NpenopsLYBa NPH Bb3PacTHH U IOHOLLIM HA Bb3PacT 12 U noseye roAnHH,

[1pu seua Ha b3pacT noa 12 roauHM ykaszaHWsTa 3a JO3KWpaHe ca NPeACTABEHH B OTAENTHO
noa3arjaBue flo-40J1y B Ta3W TOUKA.

L ’[aﬁﬂuua I » L
CXEMA 3A TO3UPAHE — HAYAJIHO TUTPHUPAHE
" Jen 1 Tien 2 ) i Jlen 3 i
300 mgseaupx aHeBHo | 300 mg nBa nbTH aHepHo | 300 mg TpH METH AHEBHO

CnMpaHe Ha JeyeHHeTo ¢ rabaneHTUH

B ¢cboTBeTCTBHE C HACTOALIATA KIIMHHYHA NpakTHKa, KeraTto €€ Hallara rnpeKpaTapaHe Ha TEpanuarTa ¢
raﬁaneHmH, TOBa TpﬂﬁBa Aa €€ HAalipaBH [OCTCICHRO 34 NCPHUO T OT Han-Manko | CCIAMHULA,
HC3AaBHCHUMO OT NOKA3AHUCTO.

Enuaencus

[lo NMPHHUUI CITHACNCUATA U3HCKBA AbJINCCPOYHO JICHCHHC. ﬂOBHpOBKﬂTﬂ CC onpeacns OoT JCKyBallHi
JNEKap B CbOTBCTCTBHUE C HHAHWBHUAYATHATA NMOHOCHMOCT U BEIJHK&CHOCT.

Bw3pacmnu u wonoutu

B KNHMHHYHH npoyuBaHUR epeKTUBHMUAT A030B WHTEepBan e oT 900 no 3600 mg auerHo. Tepanusta
MOXe Aa ObJie 3anouHaTa ¢ THTPUPAHE Ha 103aTa, KaKTo € onucaHo B Tabnuua |, win 4pes npunaraHe
Ha 300 mg tpu nbTH Ha aeH (TIL1) B aen 1. Cnen ToBa BB3 OCHOBA Ha MHAWBWAYATHHA OTTOBOD U
MTOHOCMMOCTTA Ha NnalMeHTa AHeBHaTa 103a MoXKe Aa 6bae AOMbIHUTENAHO YBEIHHaBaHa Ha CTBIKH 110
300 mg/aeH npe3 2-3 aHK 10 MakcuManHa ao3a ot 3600 mg/aed. [1py UHAMBUAYANHH [TALIMEHTH MOXeE
[a € NOAXORALNO NMo-0aBHO TUTPUPAHE HA A03aTa Ha radaneHTHH. MUHUMaANHOTO BpeMe 3a JOCTHUIraHe
Ha no3a oT 1800 mg/nen e enna cenmuua, 3a nocturade Ha 2400 mg/aen e oburo 2 ceaMULM, a 3a
nocturaHe Ha 3600 mg/neH e obwo 3 ceamuun. Ho3n ao 4800 mg/neH ca ce noHacanu aobpe npw
ABLACOCPOYHH OTBOPEHH KIIMHHYHU NpoyuBaHus. ObLara aHeBHa no3a Tpabea pa Obae pasaeneHa Ha
TPH €AMHHYHHM JO3M, KATO MAKCHMANHUAT HHTEPRAT MeXAY A03UTe HE TpabBa Aa HaaBuukaBa 12 yaca,

33 1a C€ MPEAOTBPaTH MOABA HA KOHBYJICHH.
Jeya na ev3pacm 6 u noseve 200uny

Hauannara noza tpaGera na sapupa ot 10 10 15 mg/kg/neH v epekTuBHATA 1032 ¢C€ AOCTHUrA UpeE3
RbL3XOAALLC TUTPUpaHe 3a nepuoa OT npubdiansurenio 3 aHu. EdexTMBHaTa A403a Ha rabaneHTHH npu
neua Ha 6 U noBeye roanHH € ot 25 no 35 mg/kg/aen. Jlo3n no 50 mg/kg/neH ca noHacsaHu aobpe B
ABATOCPOYHO KNIMHUYHO NpoyuBaHe. O0wara gHeBHA A03a TpabBa Aa Ovae pa3aencHa B TPH
eNAMHHYHU JO3W, MAKCUMAMHUAT UHTEpBAN OT BpeMe Mexay N03uTe He Tpadsa na Haaeuvuiara 12 vaca.

He e HeoOx0aAMMO MOHUTOpHpaHE Ha MJIA3MEHUTE KOHUEHTPAUKWK Ha rabarneHTHH, 3a Ja ce
onTUMH3Kpa TepanusaTa ¢ rabaneHTHH. Oceed ToBa rabaneHTHH MOXe Aa ce Npuiara B KoOMOMHALMA C
APYry aHTHENIMNENTHYHY IEKAPCTBEHU NPOAYKTH, 6e3 onaceHus OTHOCHO NPOMSHA Ha MJIa3MEHUTE
KOHUEHTPpaLUUK Ha rabaneHTHH WiH Ha CEPYMHHTE KOHUEHTPALUN Ha APYTHUTE aH P JHH

JIeKapCTBEHHU NPOAYKTH. - ‘8@
A

QAT




[lepudepHa HeBponaTHa Honka

Bvipacmnuu

TepanuaTa Moxe 1a 3aN04HE C TUTPUPAHE HA 103aTa, KAKTO € onucano B Tabauua 1. [lpyra
Bb3MOXKHOCT € HavanHara ao3a aAa 6vae 900 mg/neH, npunarada pasaeneHsa Ha Tpyu paBHH 103U, Cren
TOBA Bb3 OCHOBA HA HHAWBHAYAJIHHA OTFOBOP M MOHOCHMOCTTA Ha MalveHTa Ao3aTa MOXe aa obae
OOMBAHUTENHO yBeaWuasaHa Ha cTenxu oT 300 mg/aeH npes 2-3 AHKW A0 MaKCUMAJTHA K034 OT

3600 mg/nen. Tlpu MHAWBHAYATHH NALMEHTH MOXKE Aa € MOAXOAALLO NO-0aBHO TUTPUpPaHE Ha Jo03aTa
Ha rabaneuTuH. MUHMMaNHOTO BpeMe 3a AocTUraHe Ha fo3a ot 1800 mg/neH e enHa ceamuua, 3a

aocturade Ha 2400 mg/nes e oo 2 ceamuum, a 3a aocturade Ha 3600 mg/neH e 06uo 3 ceamuLm.

E¢uxacHocTTa ¥ 6e30MacHOCTTa NpU JIeUeHHE Ha nepudepHa HesponaTHa 6onka, kato Honka npu
AnabeTHa HEBPONATHUA U MOCTXEPNETHUHA HEBPANTHA, HE Ca U3CNEIBAaHU B YCIIOBUATA HA KITMHUYHH
MPOYYBAHHSA ¢ NPOABIKUTEITHOCT HA ICUEHHETO HaA 5 Mecelia. AKO MPH NallMeHTa ce Hajara
PUNOKEHHE 32 CPOK HAZ 5 Mecela 3a JieueHue Ha nepudepHa HesponaTHa 00J1Ka, JIEKYBALUKAT NeKap
TpaOBa Aa HanmpasH OLEHKA HA KIIMHUYHOTO CbCTOAHHWE HA MALMEHTA U Aa ONpeJent Aanu e
Heo0X0HMA AOMTbJIHMTENHA TEPAIHSL.

HMHcTpykLMY 32 BCHUKK 0014CTH HA TEPANEBTUYHUTE NOKA3aHUA

an NaLHUEHTH C BAOLIEHO 00LWo 3ApPAaBOCHTOBHO CBbCTOAHUE, T.€. HUCKO TEAECHOC TErNO, CNEa opraHHa
TpaHCIIAAHTAUKWA U T.H., 103aTa TpFIﬁBEI Ada CC THTPHpA HU-6&BHO, KaTO CC€ H3M0a3Ba Nno~-HUCKATAa
KOHUCHTpAUHA HIIH NO-ObJATH HHTEPBAJIK MCXKAY NOBHUWABAHHATA Ha AOSHPOBKATA.

Crapuecka Bb3pacT (Hag 65 roanMHu)

[Ipy nauneHTH B cTap4ecKa Bh3pacT MOXKE [1a C€ HaNOXKW KOPEKLHUA Ha Ao3aTa nopaiau otc/iabBaHe Ha
ObbpeyHaTa pyHKUHNA ¢ Bb3pacTTa (BK. Tabnuua 2). [lpn nauveHT!Te B cTapuecka Bb3pacT €
Bb3MOXKHO NMO-4ECTO 1a e NOABABAT COMHONAEHTHOCT, NepudepeH OTOK U acTeHHUA.

b1r6peHHO yBpexaaHE

Kopekuusa Ha no3ara ce npenopbyBa NpH MaUUEHTU ¢ KOMApoMeTHpaHa 6b0pevHa ¢yHKUHA, KAKTO €
onxcaHo B Tabavua 2, W/uny npu nauydeHT Ha XeMOaMall13a.

Tabnuua 2

HO3WPAHE HA TABAIIEHTHH T1PM Bb3PACTHH CIIOPE]] BbEPEYHATA ®YHKHUA
KpeaTyHHHOB xaupeHe {(ml/min) O6wa nnesHa ao3a’ (mg/aeH)

>80 900 — 3600

50-79 600 — 1800

30 -49 300 — 500

15-29 150° - 600

<15® 150° - 300

*0O0ulaTa AHEBHA 1032 TpAOBA Aa CE Npuiara pa3ieNneHa B TpH paBHH €AMHHWYHM J034. PelyuHpaHdTe RO3H Ce
H3MON3BAT MPY NaLMeHTH ¢ OB6peuHo yBpexaane {(KpeaTHHUHOB KNUPBHC <79 ml/min).

5uesHaTa a03a oT 150 mg aa ce npunara kato 300 mg npes aeH.

*[Ipy naLlHEeHTH ¢ KpeaTHHUHOB KIHPBHC <]5 ml/min aHeBHaTa Ao3a TpgOBa Aa ce HaMAlU NPONOPLUOHANHO Ha
KpeaTMHHHOBHUA KIMPBHHC (Hanp. MALUMEHTH ¢ KPEATHHUMHOB KIKMpbRE 7,5 ml/min tpabsa na nonyyaeat
OJIOBHHATA OT AHEBHATA 1033, KOATO NOJYyYaBaT NALUEHTHTE ¢ KPeaTHHUHOB KNupbHC 15 ml/min).




Ynotpeba npy naumeHTH Ha XeMOaHanK13a

[Tpn aHypHHHM NALMEHTH Ha XEMOIHaNH3a, KOMTO HHKOFA HE ca nosyuasany rabaneHTuH, ce
ripenopbyea Hatoapeatia ao3a ot 300 a0 400 mg, cnen rosa ce npremar ot 200 ao 300 mg
rabaneHTuH, cnea Bcekd 4 yaca xemoavanusza. B anute 6e3 xemoauanusa He Tpabsa aa ce npunara
JIEUEHUE ¢ rabaneHTHH.

[Ipn naumeHTHTe ¢ yBpeaeHa ObOpeuHa pyHKUMA Ha XeMoananu3a NoAAbpAKAaLAaTa 1034 Ha
rabaneHTHH TpaOBRa aa e cbobpaseHa C NpenopbLKUTE 3a A03UpaHe, NpeacTaBeHHd 8 Tabnuua 2. B
NONbIAHEHHE KbM MOJALBPXALLATA 4032 CE NPeropbyBa AOMBIHUTENHO ¢hell BCeKH 4 yaca
xeMoauanu3sa aa ce npuemar ot 200 ao 300 mg rabaneHTHH.

Hayuns Ha NPpAUTIONKCHHUC

3a nepopanHo NpU0kKeHHe.

["abaneHTHH MOXe f1a ce [ipunara Cbe< Ui be3 XpPaHad H KaNcyJaTa Tpﬂﬁﬂﬂ Aa CC NOrisbLia usanac
AOCTAaTbHHO KOJHHECTBO TCHHOCT (Hanp. C Yalla BDHH).

4.3 IIporuBonoxazanus

CBpbXHYBCTBMTETHOCT KbM aKTUBHOTO BELIECTBO MNIH KBM HAKOE OT MMOMOILHUTE BeLleCTBa,
H30poeHu B Touka 6.1,

4.4 Cneunanum npeaynpexiaenns 1 NpeanaiHd MEepKH Npa ynotpeda

Texku koxHKU Hexenany peaktnu (Severe Cutaneous Adverse Reactions, SCARS)

Texkn koxxHY HexenaHu peakunu (SCARS), BKIIOUHTENHO CHHAPOM Ha Stevens-Johnson (Stevens-
Johnson Syndrome, SJS), Toxcuuna envaepmanHa Hexponusa (Toxic Epidermal Necrolysis, TEN) u
nekapcTeeH oOpHB ¢ eo3nHodUIKA U cucTeMHH cuMmntoMu (Drug Rash with Eosinophilia and
Systemic Symptoms, DRESS), kouTo MOe Ja ¢a »KMBOTO3acTpalllaBally HIK ¢ NeTaleH U3Xol, ca
¢bOOILeHH BLB BPh3Ka ¢ JieueHUeTo ¢ rabanentuH. [1pu npeanuceaHeTo nauMeHTHTE TpAOBa Na OBAAT
HHQOPMHUPAHH 3a NPU3HALMTE U CUMNTOMHUTE W Aa ObaaT HabnronaBaHHW ¢ NOBULLEHO BHUMaHKE 3a
KOXHHM peakuMy. [Ipy nosra Ha NpU3HaLKM ¥ CHMNTOMM, MOKA3ATEJIHH 33 TE3H PeakLHH, NPHEMDBT Ha
rabancHTUH TpaOBa He3abaBHO 4a cnipe U Ja ce OOMMCIU aNTepHAaTUBHO ieueHue (cnopen
HeobxoanmocTTa).

AKo npyu ynorpedaTa Ha rabaneHTHH NAUMEHTDLT € Pa3BHA CEpHO3HA peakuMs kato SJS, TEN unu
DRESS, neueHueTo ¢ rabaneHTHH MpH TO3K NALUUEHT HUKOra He TpaOBa Aa ce NoaHOBSBA.

AHadHrakcus

["abanenTuH MOXKe Aa npeAU3BHKA aHadurakcHs. [Ipu3HauMTE U CHMNTOMHUTE B JIOKTaABaHHTE
C/1y4aH BKJIIOYBAT 3aTPYAHEHO AMlLIaHe, MOAYBaHe Ha YCTHUTE, I'bPIIOTO U €3MKa U XHMITOTOHUS H
M3UCKBAT cOeLHO JiedeHue. [TaudenTuTe Tpabaa aa ObaaT HHCTPYKTUPAHHU 1a cnpaT NpUema Ha
rabaneHTHH K He3a0aBHO Aa MOTHPCAT JIEKAPCKA IOMOLL, AKO NOMYBCTBAT NPU3HALIM UIH CHMITTOMH
Ha aHaduaakcus (Bx. Touka 4.8).




CyuunaHa wjaeauds M NoBeeHue

CvobaBaHM ¢a CyMUMAHA WAEaLIMA H NOBEACHHE NPH MAallMEHTH, TIeKYBaHH C aHTHENUNENTUYHH
CPEACTRA 3a HAKOMKO MoKasaHua., Mera-aHain3 Ha paHAOMHW3IHPAHH MJ1aLED0-KOHTPOIHPaHH
[MPOYYBAHHUSA HA AHTHEIWIENTHYHH JIEKAPCTBEHHU CPEACTBA CHLUO NOKA3BA JIEKO MOBU1IABAHE HA PUCKA
OT CYHMUUAHA Maeaumns U noseaeHne. MexaHM3MbT Ha 703U pUCK € HenaBecTeH. CnyuaH Ha CyMLHAHA
uaeaLMs ¥ noBeacHYeE ca Habnro1aBaHM MO BpeMe Ha MOCTMAPKETUHIOBHSA ONUT MPH NALIMEHTH,
NeKyBaHH ¢ rabaneHTHH (BXK. TOUka 4.8).

[Nauuenture (M nuLIaTa, KOUTO CE rpUKAT 3a TAX) TpaAORa Aa ObAAT NOCHBETBAHU @ NOTHLPCAT
MEAULIMHCKA NOMOUL NPH NOABA Ha NPU3HAUM HA CYMUMAHA MaeaLus Han noseaenune. IlanueHTure
TpaOBa aa ObaaT HabnaaBaHK 3a NPU3HAUM HA CYHULIMAHA WAEAUUA U MOBEASHHS K Aa ce 0OMHUCIH
MOAXOAAWO NeveHue. B cayuait Ha cydurana Maeauus wiK nopeacHue Tpsbea aa ce obmucnu
CrHpaHe Ha NEYEHHETO ¢ rabaneHTHUH.

OCTbp NaHKpeaTUT

AKO NAUUEHTDBT pa3BUE OCTHLP NAHKPEATHT MO BpEME Ha JieweHHe ¢ rabaneHTuH, Tpabea aa ce
obMHMcIM cnupaHe Ha fedyeHHeTo ¢ rabaneHTHH (BXK. Touka 4.8).

MuacTeHus MAaBHC

["abanenTuH TpsOBa Aa ce U3MON3RA ¢ NOBULLEHO BHUMAHUE NPHU NALUEHTH C MUACTEHHA MPABUC, Thi
KATO UMA NOCTMAPKETHHIOBH ¢hOOLUEHHA 32 Clyuad Ha 0DOCTpAHE Ha MHACTEHHA FPaBUC NpH
yroTtpeba Ha rabaneHTHH.

[LpuoBe

BbnpekH 4ye HSMa A0Ka3aTENiCTRa 3a HOBa NOARA Ha MbPUYOBE NPU TEpanua ¢ rabaneHTHH, BHE3aMHOTO
NPEeKbCBaHe HA AHTUKOHBYCAHTHTE NPHU MALMEHTH C €MUNENCHI MOXKE 1A OTKIIOUH ,,CTATYC
enuaenTukyc™ (Bx. Touka 4.2).

KakTo npu Apyry aHTHENWIeNTHYHH JIEKAPCTBEHH NPOAYKTH, NPH JeUyeHHe ¢ rabaneHTHH NpU HAKOH
NaLMeHTH MOXKe [1a C€ NMOBULIK YeCTOTaTa Ha MbPUOBETE MK [1a CE NOSBAT HOB THI I'bPUOBE,

Kakro NnpH Apyru aHTUCINHIACHTHYHHA JICKAPCTBCHHU TNIPDOAYKTH, OIMUTUTC Ada CC OTTCIJIAT CAHOBPEMEHHO
NnpHnaraHd aHTHCITHNCITHUYHH JEKAPCTBaA NPpH ACHCHHUC HA pECI)pﬂI(TEPHH AaluKUCHTH, NpHCMALLH
IOBEHE OT CANUH AHTHCITHUACTITHYECH MPOAYKT, € LIEN Aa CE€ NOCTHIHE MOHOTCPAITHA C l"a6ﬂl'leHTHH, ca C

HUCKA 4€CTOTA Ha YCIICX.

CwmsTa ce, ue rabaneHTUH He € e(pEKTUBEH CpeLly MbPBUYHYA reHEpaTU3WPaHH MbPUYOBE, KaTo
HanpuMep abcaHe, U NpU HAKOW NAUMEHTH MOXE Aa BOWHK Te3u rbpuose. [lopaau Toa e
He0OX0AMMO NOBULLIEHO BHUMAaHHWE NPH H3N0NA3BaHE HAa rabaneHTHH NPH NALHEHTH CbC CMECEHH
MbPUOBE, BKIKOUUTENHO abcaHcH.

JleuenneTo ¢ rabaneHTHH € CBBbP3aHO CbC 3aMATHOCT H COMHOAEHTHOCT, KOUTO 6Uxa MOrny na
YBENIWYAT NOABATA HA HHLUMAEHTHO HapaHsBaHe (nagaHe). Mma chlio M NOCTMapKETHHTOBY
chobuietns 3a o6bpkBaHe, 3aryba Ha Ch3HaHHE U YMCTBEHO yBpeKaaHe. 3aTOBA NAaLKEHTUTE TpaOBRa
Aa Obaat NochLBETBAHM Aa NOAXOMHKAAT C MOBULICHO BHUMaHHE, 1OKATO HE CBMKHAT C NMOTEHLMATHUTE
e(heKTH Ha NEHECHHETO.




EanospemenHa ynotpeba ¢ onuouad v Apyry aenpecadty Ha LIHC

[TauMeHTHUTE, NPHU KOKUTO C€ U3UCKBA €JHOBPEMEHHO JICUEHHUE C AeNPECaHTH HA LEHTPATHATA HEPBHA
cucrema (LIHC), sxmounrenno onnonay, tpsadea aa 6baat HabnogaBaHu BRUMATEHO 3a NTPHU3HALM
Ha notuckade Ha LIHC, kaTo coMHOEHTHOCT, cefjlauuns U pecnupaTopHa aenpecus. [launeHture,
KOUTO MpUEMaT eJHOBPEMEHHO rabareHTHH U MOP(QUH, MOXKE 1a pa3BUAT NOBUILUEHH KOHLIEHTPALIMK
Ha rabanedTHH. [o3aTta Ha raGaneHTHH WM eQHOBPEMEHHOTO NiedeHue ¢ aenpecadty Ha [[HC,
BKJIFOUMTENHO ONHOKAH, TpabBa aa 6bae noaxoaduuo HamaneHa (Bx. Touka 4.5).

[IpenopbuBa ce NOBUIIEHO BHAMAHHUE NPH NpeanucBaHe HA rabaneHTUH €aHOBPEMEHHO ¢ ONMHOMAM
nopaau puck ot noruckane Ha LIHC. B nonynaunoHHo-6a3npaHo, obcepBaLMOHRO NpoyyBaHe, THI
Cyu4aM-KOHTPONA NPH NALMEHTH, H3NOJI3BALLH ONHUOUAH, €AHOBPEMEHHOTO NpeANHCBAHE Ha ONKOHIN
U rabareHTHH Ce CBbP3Ba C NMOBULUEH PUCK OT CMBPT, CBBLP3aHa ¢ ONHOKWA, B CPaBHEHHE C NpeanucaHne

Ha CaMOCToATENHA yroTpeba Ha onvHona (KOpUrupakho croTHouleHue Ha wancoBeTe {aOR], 1,49 [95%
Cl, 1,18 no 1,88, p< 0,001]).

PecniupaTopHa Jlenpecus

['abaneHTHUH e CBBP3aH ¢ TeXKa pecrnupaTopHa aenpecus. [lauueHTH ¢ HapylueHa pecnupaTopHa
(bYHKLKA, PECIMPATOPHO WK HEBPOJIOrHUYHO 3abonaBaHe, ObOpedyHO yBpex1aHe, eRHOBPEMEHHA
ynoTpeba Ha aenpecantu Ha [IHC » nauneHTH B cTapuecka Bb3pacT MOXKE Ja Ca W3JTOXKEHH Ha TOo-
FONAM PHUCK OT K3MUTBAHE HA Ta3U TEXKKa HEXENMaHa peakuus. Bx3MOXKHO € a ce HaMloXHU afaanTUpaHe
Ha 103aTa MpH T€3H NALMECHTH.

Crapuecka Bb3pacT (Haa 65 roavnHm)

He ca npoBexaaHH CUCTEMHH NPOYYBaHUA ¢ rabDaneHTHH NMPH MaUKMEHTH Ha BB3PAcT 65 1 noseue
roaMHK. B ABOMHOCAANO npoyuBaHe ¢ NauMeHTH ¢ HeBponaTHa H0Jika ¢e YCTaHOBABA M3BECTHO
NOBHUIUABAHE Ha NPOLIEHTAa HA Bb3HUKBAHE HA COMHOJIEHTHOCT, NepUdiepeH OTOK M aCTEHUS MPH
NauMeHTH Ha Bb3pacT 65 u noeeuye roAUHM, B CPABHEHHUE ¢ NO-MAaauTe nauneHTH. C U3KIHOUEHHE Ha
TE3W Pe3yJITATH, KIHHMYHUTE WICNEeABAHWA B Ta3H Bb3PacTOBA Mpyna He MNoKa3BaT pasindeH npodun
Ha HexXxelaHWTe cLbUTHA, B CpaBHeHHe ¢ HabAaaBaHNs NPH NO-MNAAWTE NALMEHTH.

[leapnaTpyHuHa nonyJjaiys

EdexTuTte OT ABArOCpoUHaTa Tepanus (noseue ot 36 cenMuum) ¢ rabaneHTHH BBPXY YUEHETO,
WHTEJIMPEHTHOCTTA M Pa3BHTHETO MPH Aella U KOHOLLU He ca aodpe npoyueHu. [loazure ot
ABArOCpoUYHa Tepanya TpAdBa na ce MPEeUEHAT BHUMATENHO CIIPAMO NOTeHUUATHUTE PHCKOBE.

Henpaeunna ynorpeba, norenuyan 3a 3noynorpeda v 3aBUCUMOCT

["abaneHTUH MOXXE Ra Npean3BHKa JIEKAPCTBEHA 3aBUCUMOCT, KOSTO MOJXKE 12 C€ NOABH MpPH
TepaneBTHHHM A034. CboOluaBaHy ca ciyyan Ha 3noynorpeba v Henpasunna ynorpeda. [TaumneHTu ¢
aHaMHe3a 3a 310ynorpeda ¢ BeliecTBa MOXe 1a €a ¢ M0-BHCOK PUCK OT HeMpaBU/IHa ynoTpeda,
310ynorpeda M 3aBUCUMOCT OT ra0aneHTHH ¥ € HeoOXOAMMO NOBUILIEHO BHUMAaHHE NPH ynoTpebaTa
Ha radaneHTHH npy TakKWea nauueHTy. [Ipeau npeanuceaHe Ha raGaneHTHH PUCKBLT OT HEMpPaBUITHA
ynioTpeda, 310ynorpeda Wi 3aBUCHMOCT NPy nauueHTa TpadBa na 6ae BHUMATENHO OLEHEH.

[launentute, NekyBaHd ¢ rabaneHTHH, TpsAbBa Aa ObaaT HabmogaBaHH 3a NPU3HALK H CUMIITOMH Ha
HenpaBWiIHa ynotpebda, anoynorpeda unu 3aBMCHUMOCT OT rabaneHTHH KaTo pa3ByBaHe
HeoOX0AUMOCT OT NOBHLIABAHE HA A03aTa W MOBEAECHHE Ha HACOUEHO ThpPCeHe Ha




CHUMIITOMM Ha OTHEMaHE

HabnronasaHu ca CHMNTOMHU Ha OTHEMAaHE /el NpekpaTiBaHe WK HaManAaBaHe Ha J03aTa Ha
KpPaTKOCPOYHO W ABJFrOCPOHHO leueHHe ¢ rabaneHTrH (BXk. Touka 4.8). [TauneHThT TpaGBa Na Hbae
HHGDOPMHpaH 32 TOBA NPM 3aNo4BaHe Ha JevyeHreTo. Han-yecTo cbo01uaBaHuTe CHMITOMH BKJIKOUBAT
TPEBOXKHOCT, Oe3ChHUeE, rajeHe, 0oska, U3NOTABAHE, TPEMOP, IM1aBoboINe, Aenpecus, HEECTECTBEHO
ycelaHe, 3aMasHoCT M oL Hepasnonoxerdue. [loasata Ha CUMITOMM HA OTHEMaHE MOXKe a €
MOKA3aTENHA 34 JIEKapCTBEHA 3aBHCHMOCT. AKO neyeHHeTo ¢ rabaneHTHH Tpabea aa Obie npekpaTeHo
WJIM A03aTa Aa ObAe HamaneHa, ce penopbyBa ToBa 1a ¢e HANpaBH NOCTENEHHO B NPOABb/KEHHE Ha
Hal-Manko 1 ceaMula, HE3aBUCHUMO OT NMOKa3aHHETOo (BXK. Toyka 4.2).

JlaGopaTopHHU HM3cneIBaAHUSA

Morart na 6baaT oTueTeHH PANLIMBO NOJOKUTEAHH PE3YITATH MPH NOJYKOJHHECTBEHO ONpeaeigHeE
Ha obu 6enThk B ypHHara ¢ TecT-NieHTa. [lopaau Toea ce npenopbuba NOTEbPKAABAHE HA
MONOKUTENHUA PEIYATAT C METOAH, OCHOBABALLUM CE HA OPYT aHAJUTHYEH MPUHLMI, KATO HarlpUMep
buyperosa npoba, TypOUAUMETPHUHH KIW OLUBETUTENIHW METOAU, WK U3NION3BAHE HA ANTEPHATHBHHUTE
METOAM OT CAMOTO HayaJo.

[IoMOLIHH BellecTBa ¢ H3IBECTHO AEHNCTBHE

HeyponTuH 300 mg 1 400 mg TBEpAK Kancyny cbabprka nakToza. [lallMEHTH ¢ peaky HacheACTBEHH
npobIeMH HA HEMOHOCUMOCT KbM rafakTo3a, NbJEH JaKTa3eH ASPHUNT WU INIIOKO30-rajiakTo3Ha
manabcopbuus, He Tpabea na npveMar TOBa JIGKapCTRO.

HeyponTtun 300 mg 1 400 mg Tebpau Kancyau cbabpka no-manko ot 1 mmol Harpuii (23 mg) Ha
kancyna. [launeHTHTe HA IKeTa C HUCKO CbAbLPXKAHWE HAa HATPHil MOrat Aa 6baatT UHPOPMHUpPaHH, Ue
TO3K NEKAPCTBEH MPOAYKT NPAKTHUECKH HE CHALPIKA HATPHIA.

4.5 BianmogeHCcTBHE ¢ APYrH JIEKAPCTBEHH NPOIAYKTH H APYrH GOopMH HA B3aHMoAelHCcTBHE

Mma cnoHTaHHM U TUTEPATYPHH CHOOLIEHNMS 3a pecnHpaTOpHa Aenpecus, ceaalns U CMBPT, CBbP3aHi
¢ rabaneHTHH, KOraTo ce npuiara eaHopemeHHo ¢ aenpecanti Ha LUIHC, BkntounTenHo onvouau. B
HAKOH OT Te€3W ChOOUIEHHA aBTOpHUTE 00pDbLIAT CNELMAIHO BHUMaHUE Ha KOMOHHaLMATa Ha
rabaneHTHH ¢ ONHONAH NPH NauHEHTH 8 HeA0OPO 0010 CHLCTOAHHKE, NALMEHTH B CTApUECKa BBH3PacT,
MAaLMEHTH € TEKKO MOAJIENKAINO0 PECNIMPATOPHO 3260NABAHE, MALIMEHTH, MPUEMALIH MHOXKECTRO
JIEKAPCTBA, KAKTO U NPH MALUMEHTH CbC CHHAPOMM Ha 3710ynoTpeda ¢ BellecTaa.

B npoyusaHe, BKitougailo 3apaeu 406posonun (N=12), npu npunarase Ha 60 mg Mop@uH Karnicyna ¢
KOHTpO/IMpano ocsoboxaasade 2 uaca npeau npunaraHeto Ha 600 mg kancyna rabaneHruH cpeqHaTa
rutotll noa kpuearta (AUC) Ha rabaneHTHH ce e yrenuuuna ¢ 44% cnpaMo rabaneHTuH, npunoxeH Hes
MopduH. [Topaau ToBa naUHEeHTUTE, NPH KOHTO CE€ Hanara e1HOBPEMEHHO JIEYEHHE C ONMMUOUIM, TpaOea
na ObaaT BHUMaTENHO Hal0oaaBaHu 3a npy3Hauy Ha notuckane Ha LIHC, kaTo coMHONeHTHOCT,
ceaaliMs U pecnUpaToOpHa Aenpecus, KaTo TpAbGBa CLOTBETHO 12 ce HAMAJIM 103aTa Ha rabaneHTHH WM
Ha ONHOHIMTE.,

He ca ycTtaHoBeHM B3aMMOaeicTBHS Mexay rabanenTun u genobapburan, peHUTOWH, Bannpoesa
KHCEIMHA WX KapbaMasernuH.

QapMakOKUHETHKATa HA rabaneHTHH ¢l AOCTHIaHE HA CTALLMOHAPHO CHCTOAHHE NIPH 3[1paBH Xopa e

Noao0Ha Ha Ta3u MPH NALKUEHTH C ENHIIENCHA, TIONYYaBaLlUY TE3NW aHTHEMUNENTHMAI Fa s

EaHOBpEMEHHUAT NpHeM Ha rabaneHTHH ¢ MepOopaiHK KOHTPAUENTUBH, CbJ l/w AT

W/UAKW ETUHHUIIECTPANON, HE NOBNUABA (APMAKOKHHETUKATA B CTAUHOHAPH ! § N :.5‘
S
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EaHOBpeMEHHHAT NipHeM Ha rabanedThH ¢ aHTHALMAN, ChABPKALIA ANYMUHHA HAH MArHe3ni,
HaMmanfaBa OMoHanuuHocTTa Ha rabaneHTHH Ao 24%. [IpenopbuBa ce rabaneHTUH sa ¢ce npuema Hah-
paHO ABa 4aca cjie] pueMa Ha aHTHauM,

[Ipobeneunn He npoMmens 6pOpeyHaTa eKCKpeuns Ha rabaneHTuH.

[1pu eqHOBpeMeHeH NpHeM Ha rabaneHTHH U UMMETHIMH € HabmonasaHo ciabo HamaneHue Ha
ObOpeuHata ekckpeuus Ha rabaneHTHH, KOETO HE CE OYaKBa Ja UMa KIMHHYHO 3HaYeHHe.

4.6 PepTUHAHTET, OPEMEHHOCT H KbPMEHE

bpeMeHHOCT

Puck, cevpsan ¢ enurencusma u obwo ¢ anmuenuienmuunume aexapemea (AEJI)

CneuHanaHy CbBETH OTHOCHO MOTEHIUUAJTHUA PUCK 32 1043, NPHYHHEH KAKTO OT bPYOBE, TAKa U OT
AHTHENWIENITUYHO JIeUeHHe, TpAOBA A C€ AABAT HA XKEHU ¢ AETEPOACH NOTEHUHAN U 0CODEHO Ha
KEHH, MJIaHWpallK OpeMEeHHOCT, W XKEHH, KOMTO ca OpemMeHHU. HeoGX0oANMOCTTA OT aHTUENHIENTHYHO
neyeHue TpaOBa /1a ce npepasriena, KoraTo »KeHara rnjaHupa aa 3abpemenee. [1pu xkeHH, NeKyBaHH 3a
enuiencus, He TpsOBa 1a ce npeanpUeMa pA3KO NPEKPATABAHE HA AHTHEIMUIIENTHYHATA TePANus, Thid
KaTo TOBA MOXKe Aa A0BeAe [0 NOARA Ha M'bpUOBE NopaaH edekT Ha OTHEMAHE HA NEYEHHETO, KOUTO
MOFaT Ja UMaT CEPHO3HH MOCNeIHUM KaKTOo 3a MaiikaTa, Taka # 3a aeteto. CamMocToATeNHATA Tepanus
TpaOBa Na ce NpeanouMTa BUHATM, KOraTo € Bb3MOXKHO, Tbit KaTo Tepanuata ¢ MmHoxecTBo AEJI Moxke
Aa 6bae CBbp3aHa C NO-BUCOK PUCK OT BpoAeHH mMajihopMalmi, OTKOJIKOTO CaMOCTOSTEIHATa
Tepanusd, B 3aBUCHMOCT OT H3MOJI3BAHHTE aHTHEMUICNTHLIM.

Puckoge, cevpianu c cabaneumun

["'abaneHTHH NpeMMHABA Mpe3 MIALECHTATA.

JlanHuTe OT cKaHAUHABCKO 06cepBaLMOHHO npoy4yBaHe Ha noseye o1 | 700 OpeMEeHHOCTH, U3N0KEHH
Ha rabaneHTHH npe3 NbpBUA TPUMECTDBP, HE NOKA3BAT MO-BHCOK PUCK OT rONEMH BPOAEHH
ManopMaLKH Cpea ACLATA, UINOXKEHH HA rabaneHTHH, B CpaBHEHUE C A€llaTa, KOUTO He ca Bunu
H3MI0’KEHH Ha Bb3ACHCTBHETO MY, H B CPaBHEHHE € AeLaTa, U3JI0KEHN Ha nperabaiuH, NaMOTPHUIMH K
nperabanuy unv n1aMoTpurdH. [lo cbiuns HauMH He e HabnwaaBaH NOBULIEH PUCK OT HApYLLUEHKA Ha
HEBPOJIOrMYHOTO Pa3BUTHE MPH A€UA, H3JOKEHH HA rabaneHTHH no BpeMe Ha OpeMeHHOCT.

Mma orpaHH4YEHH A0Ka3aTENCTRA 33 MMO-BUCOK PUCK OT HACKO TETNO NMpH pakKIaHe v NpexKAeBPeMEeHHO
paXkJaHe, HO He H OT MBbPTRO paXKaaHe, HECbOTBETCTBUS HAA0NY CHPAMO recTalMOHHA Bh3pacT, HUCHK
pe3ynTaT no Anrap Ha 5-ta MMHYyTa ¥ MUKpoLedanus NpH HOBOPOJAEHHU OT KEHH, HINOXKEHHU Ha
rabaneHTHH.

[Ipoyy4BaHusTa NPHA KWBOTHH NOKA3ZBAT PENPOAYKTHBHA TOKCHYHOCT (BX. TOUKa 5.3).

["abaneHTHH MOXe ja ce U3NO0N3BaA 10 BPEME HA NbPBUA TPUMECTBLP Ha OPEMEHHOCTTA, aKo €
KITHHHYHO HeoOX0auMO.

Cwvo011aBa ce 3a HEOHATANEH CHHAPOM HA OTHEMAHE MPH HOBOPOAEHH C in utero eKCNno3KuUua Ha
rabaneHTUH. EAHOBpeMeHHaTa eKCNo3MLKA Ha rabdareHTHH U ONHOKUAH 1O BpeMe Ha OpeMEHHOCT
MOKe J1a MOBMLIM PUCKA OT HeOHaTaneH CHHAPOM Ha oTHemaHe. HoBopoaenure TpaOBa na ce
MpoOCAEAsBaT BHUMATETHO.




KbpMeHe

["abaneHTHH ce ekcKkpeTHpa B KbpMaTa. [Topanu Toea, He eQeKThT BbPXY KbpMa4ETO € HEU3IBECTEH,
TpsaOBa RHUMATENHO Aa CE NPeLEHH RPUNATAHETO HA NEKAPCTBEHUS MPOAYKT MPH KbPMELLW MaHKH.
['abanenTuH TpsaOBa aa ce M3NOJ3BA NPY KbpPMeELd Mailki, CaMO aKoO Mo3aTa KaTErOpHUHO
HaJiBMLlIaBa pHUCKa.

PepTUNUTET

Hama edeKkT BbpXy QepTUIUTETA NPH NPOYUBAHHATA BbPXY KHBOTHH (BXK. TOUka 5.3).
4.7 EdexTH BBpXYy cnocobuocTTa 32 modupaHe u pabora ¢ MamHHK

"abaneHTHH NoBINABa B ieka MAX YMEPEHA CcTerneH cnocobHOCTTa 3a WwodlpaHe v paboTa ¢ MalliMHK.
['abaneHTHH BiMsie BBPXY UEHTPAIHATA HEPBHA CHCTEMA W MOXKE J1a NPUYHHU CHHIMBOCT, 3aMaHBaHe
WK APYT'H CBBP3aHH CHMITOMM. JIOpH A2 ca caMo ¢ NieKa KT YMEPEHA CTErNeH, Te3H HexXeNaHH
peaKUMK MOXKE 1a Ca MOTEHUMATHO ONACHH 3a NAaUUEHTH NpH WwodurpaHe unu pabora ¢ MaiuuHK, Tosa
e BaIMAHO oco0eHO B HAHANOTO Ha JIEYEHHETO MM Clled NOBHLLIABAHE HA 103aTa.

4.8 HexenaHu NeKapcTBeHH peaki UK

Hexxenanure nekapcTBeHH peaklny, HAOMIOAABAHH 10 BPEME HA KIIMHUYHUTE NPOYUYBAHMA, [TPOBEAECHH MPH
enuiencus (nonsLneaula H MOHOTEpanus) U HepponaTtHa 60/1ka, ca NpeacTaBeHy B 061 CIMCHK No-A01Y,
rpynupaHy no kiac ¥ decrora: MHOro 4ectu (=1/10), yectn (=1/100 go <1/10), neuectu (=1/1000 go <1/100),
peaku (=1/10 000 oo <1/1000}), muoro peakn (<1/10 000).

Koraro € HabnrogaBaHa HexeENaHa peakLuys ¢ Pa3fiHiuHa HeCTOTa NPU PA3IMUHUTE KIIMHUYHK NPOYYBAHHUA, TA €
3aMcaHa ¢ Hai-BMCOKAaTa OTpa3eHa 4YecToTa.

JONbAHHTENHN HEXENAHHU PeakUHHK, JOKJIaABAHHU NO BpeMe Ha MOCTMAPKETHHIOBHS OMUT, €a BKAIOYEHH C
HEHW3BECTHA YECTOTA (OT HAMHWUHUTE AaHHHU He MOXe Aa 6bae HanpaBeHa OLEHKA), NPEACTABEHH C KYPCHB B
CMHCBKA MO-A0MY.

an BCAKO I'PYIHPAHE B 3dBHCHMOCT OT HCCTOTATA HCHKEITAHHUTE JICKAPCTBCHH PCAKLIMHA CC H36POHBHT B
HH3XO0AsAll p€a MO OTHOUCHHE HAa TAXHATA CEPHO3HOLCT.

CHceTemo-opranes Kiaac HeskeaHa JeKAPCTBEHA pPeaKIHs

Hudexunn u nHdecTanun

MHoro yecTu BMpYCHa MH(pEKLHUS

Uectn THEBMOHHUR, PECTIMPATOPHA MHPEKUIMA, UHEKLHS Ha

MHKOYHHUTC 1TeETHILE, OTUTHC MCHA

Hapymenun Ha KpbBTA H
AUMpHATA cHCTEMA

YectH NEBKOMEHHUA

C HEU3BECTHA YeCTOTa mpomMboyumoneHus

HapyuieHus Ha HMYHHATA CHCTEMA

HeuectH anepruvHU peakuuu (Hanp. ypTHKapus)

C Heu3BecTHa YECTOTa CUHOPOM HA CEPBXUYBCMBUMENHOCM (CUCMEMHA PEAKYURA

C RPOMEHIUBYU CUMPIMOMU, KOUMO M0o2am 0a BKIIOYEAM
mpecka, obpus, xenamum, aum@adeHonamus,
COUHOPDUNUR, KAKMO ROHAKO2A U OPY2U CUMRIOMU),
anaguaaxcus (6oic. moyxa 4.4)

Hapymenns na meraboruima n

XpaHEeHeTo

YectH aHOPEKCHA, NMOBUWICH ANETUT

Heuectu xuneprinukemus (Ha-uecto HabNKO YR
¢ auader)

Penku
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C Heu3BeCTHa YecToTa

XHrornukemusa (Hah-uecto Habno1aBaHa (IPH NALMEHTH C
nuaber)
XUROHAMPUEMUSA

IIcHXHYHM HAPYIIEHHA
YectH

HeuecTu
C HeusBeCTHa 4eCcToTa

BpaXaeOHOCT, 0O0bPKBaAHE W EMOLIMOHAIHE TaOUITHOCT,
AENPECHA, TPEBOMKHOCT, HEPBHOCT, aOHOPMHO MHUCNIEHE
Rb30ya

CYUYUOHA udeayus, XQNOYUHAYUU, 1eKaAPCmeeHda
3AGUCUMOCT

Hapyumiesus Ha HEPBHATA CHCTEMA
MHOIro yecru
YecTH

He4ecTH
Penku
C HewuszpecTHA YecTOTA

COMHOJIEHTHOCT, 3aMagHOCT, aTAKCHUS
KOHBYJICHH, XHUTIEPKUHE3NUH, AN3APTPUS, AMHE3UA,
TpeMop, O0e3CbHIWe, rnaBodosue, yceuaHus Karo
[MapecTe3ns, XUITECTE3UA, HapyLlieHa KOOPAHHALIMA,
HUCTArbM, 3aCHJIEHH, TOHKXXEHW WIH JIMNCBALLH
pednekcH

XHMOKHHE3UA, YMCTBEHO YBpEKAaHe

3ary0ba Ha Cbhb3HaHUe

Opyeu O8uzamenHu HapyuleHUus (Hanp. xopeoamemo3sd,
OUCKUHE3USA, OUCMONHUS)

Hapymennﬂ HA OMHUTE

YectH 3PMTEJIHK HAPYLUEHUR KATO aMOMONUs, AHILIONNUA
Hapyiiienns Ha yxoro u

NabupunTa

Yectn CBETORBPTEXK

C Heu3BeCTHA 4ecToTa MUHUMYC

Chpaeunu Hapymenus

HeuecTH nanfnuTaLnH

ChaoBu Hapyenns

YecTn XHUIMEPTOHKS, BA30OANI1ATALNS

PecnnpaTophH, rpbAHH H
MEAHACTHHAJHH HAPYLIEHHA
YecTH

Penkv

AUChHeA, OPOHXUT, GapyMHIUT, KallinMua, pUHHUT
pecnypaTopHa Jenpecus

CromMamno-upeBHH HAPYIMEHHSA
YecTH

HeuecT
C HeM3BeCTHA 4YecToTa

noBpbLIaHE, rajeHe, 3bO0HKU aHOMaNUHW, THHITMBUT, AHapu,
KopeMmHa 6o/1ka, AUCNENCHS, 3aMeK, CyXoTa B YCTaTa WiH
FBPAOTO, GAaTyneHUNA

aucoarus

HaKKpeamum

XenaroOuaHapHu HAPYIIEHHA
C HEM3BECTHA 4eCTOTA

xenamum, o ImeHuya

HapymeHHs HAa KOXaTa H
NOAKO0XKHATA THKaH
HectH

C Heu3BeCTHAa YecToTa

JIHULEB €4eM, Mypaypa, YeCTO ONMUCBAHA KATO HATbpTBaHe
B PE3YJITAT HA (DM3NUECKA TPaBMa, OOPHB, NPYPHUTYC, aKHE
cuHOpom Ha Stevens-Johnson, moxkcuuna enudepmanna
HEKPOAU3A, AHZUOEOeM, epumema Myamugpopme,
ANONeYUA, 1eKapCmeer 00pUa ¢ eO3UHOPUIUR U CUCIMEMHU
cumnmomu (eoc. mouxa 4.4)

Hapyuienun HA MYCKYJIHO-
CKEJIETHATA CHCTEMAa H
CLeAHHHTEIHATA THKAH
Yectu

C HeHW3BECTHA YECTOTAa

apTpanrug, Muanrus, 0oska 8 ropba, m
noTpensaHe

paboomuoauza, obocmpane Ha muacme
MUOKIOHYC \

-
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Hapyuienna Ha 6n0peunre u
NUKOYHHUTE MbTHIIA
C Heu3BeCTHA UeCcTOTa

ocmpa 6vbpeuHa HedoCmamvYHOCM, UHKOHMUHEHYUR

Hapymenns Ha
BbL3NPOH3IBOIUTETHATA CHCTEMA H
rLpaara

Yect

C Heu3BeCTHA 4ecToTa

HMNOTEHTHOCT
XUnepmpodua Ha 2opoama, SUHEKOMACHUA, CEKCYANHA
OUCYHRYUR (BKIIOUUMEIHO NPOMEHU 8 TUDUOOMO,
HAPYIEHUA HA eAKYIQYUAMa U aHopeasmus)

Oomu Hapywenns 1 edpexTn na
MACTOTO HA MPHJIOKEHHE
MHoro uectu

YecTH

HeuectH
C HeuzBeCTHA yecToTa

yMopa, Tpecka
nepudepeH eaeM, HapylUEHAa NOX0IKa, aCTeHHA, O0NKa,
001110 Hepa3noNoKEHHE, rpunonoaobeH CHHAPOM
reHepanu3upaH eaem

peaxyuu Ha omuemare ™, 2pvoua boaxa. Cvobwasa ce 3a

CAyuau Ha 6He3ANHA, HeODACHUMA CMBPI, KAMO
npuuunno-c,ﬂedcmeeﬂama 6DV3IKA OM ACHEHUEMO C
2abanenmum e € YCMAHOBEHA,

Uscnenpanun

Uectn HaMmaneH Opoii Oeniv KPbBHH KINeTKH (JIeBKOLUMTH),
MOKauBaHe Ha TeIE€CHOTO TETJIO

HeuyecTu NOBHUILEHU CTOHHOCTH Ha YepHOAPOOHUTE PYHKLIMOHATHH

tectore CI'OT (ACAT), CI'TIT (AJIAT) v 6unupybun

C HeM3BEeCTHA YyecToTa noguuiena kpeamun Qochoxunasa ¢ kpvema

HapanaBaHus, OTpaBAHHA H
HHTEPBEHIHH, BL3HHKHAJIH B
pe3y/ITaT HA YC/A0KHEHHS
YecTH

Heuectn

HMHUMKACHTHO HapaHsaBaHe, PpakTypa, abpasus
najgaHe

*HabnionapaHu ca CHMNTOMH Ha OTHEMAaHE Clel NPeKpaTABAHE HJIM HAMANABAHE Ha 103aTa Ha
KpaTKOCPOYHO M ABJTOCPOUHO JieueHue ¢ rabaneHTHH. CUMNTOMY Ha OTHEMAaHe MOraT Aa ce ModgBAT
CKOpO clie[] npeKkpaTaBaHe WM HaMalaBaHE Ha 0o3aTa, OOMKHOBeHO B paMkuTe Ha 48 yaca (Bx.
To4Ka 4.4).

[To BpeMe Ha neveHHeTO ¢ rabaneHTHH ce cho01aBa 3a CTyHad Ha OCTbp NMaHKpeaTHT. Bpw3kara ¢
rabaneHTHH e HeacHa (BX. Touka 4.4).

[Ipu nauneHTH Ha XemMoaHaANK3a, Nopaiv TepMHHaiHa 0bOpeyuHa HenoCTaTBLUHOCT, ce cbobulaBa 3a
MUOFATHA C NMOBUIULIEHH HUBA Ha KPEaTHHKMHA3ATa.

3a HHCbE!{U.HI-‘I Ha PpCCIHPpATOPHHTE ITbTHLLA, CTHTHC MEAdHa, MbPHOBE U 6PGHKHT ce ¢»roDl111aBa caMoO B
KIWHHYHHTC [IpOYHBaAHHA TIPpH ACLIA. B KNWHHUYHHTE Mpoy4BaHHuAa [1PH Aclua AONBNHHTCTHO CE
c*mﬁmaaa HECTO 3a arpCCHBHO NOBCACHHUC H XUIICDKHHC3HH,

CrobuiapaHe Ha NOJ03UPAHN HEXEIAHU PEAKLINU

Cbo6aBaHeTo Ha MOAO3MPAHM HEXENAHN PEaKUUH Cnejll paspeluaBaHe 3a yrnotpeba Ha JekapcTBeHUA
NPOAYKT € BAXXHO. TOBA NO3BONABA Aa IPOABIHKH HADMIOAEHUETO HA CHOTHOILEHHUETO NQN3a/PUCK 32
NEKapCTBEHHUA NPOAYKT. OT MEAHUMHCKATE CNELMANTMCTH CE H3UCKBA A4 cnoﬁulaa 5P MLy
A W H B By 'lw I.
&

MOAO3HpaHa HexxenaHa peakuus upe3 M3nmbiHUTEeNHa areHUMs NO 1eKapeTBaTa, Vi 8 _ :
No 8, 1303 Codua, Ten.: +359 2 8903 417, yebcanT: www.bda.bg. o> ‘-':? %
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4.9 Ilpenozupane

Octpa, XKHBOTO3aCTPALLABALLA TOKCUYHOCT NPY Npeao3npaHe Ha rabaneHTHH B 103KW 10 49 g He e
HabnmtogapaHa, CHMNTOMUTE Ha Npeao3npaHe ca bunu: 3amMasHOCT, ABOHHO BHXKAAHE, HEACHA peY,
CbHAUBOCT, 3aryba Ha Cb3HaHHe, JAeTaprus M Neka avapua, BCUyky nalMeHTH ca ce Bb3CTaHOBMKIH
HAMBJIHO Cnel noaabprkala repanua. Hamanenara abcopbumna Ha rabaneHTHH npy npueM Ha no-
BUCOKH J03H MOXE Aa orpaHuuu abcopOuudaTa npu npeaosvpaHe, KaTo No TakbB HAYUH C€ HaManABa
TOKCHUYHOCTTA MPH fIpeio3upaHe.

[Tpenosupanero Ha rabaneHTUH, ocobeHo B kKoMOuHauus ¢ Apyry notuckauim LIHC nekaperBeHH
MPOAYKTH, MOXE Aa A0Bee 40 KoMa.

Brunpexku ye rabaneHTHH MOXe Aa ObAe OTCTPaHEH OT UMPKYNAUMATA C XeMOAHaNH3a, HATHYHHAT
OIKT NoKa3Ba, 4e ToBa 0OMKHOBEHO He € HeoOxoaumMo. Bbnpekn Tosa odaue npy nalMEHTH C TEKKO
6bbpeyHo yBpexaaHe xeMoadanu3ata Moxe aa 6bae nokasaHa.

[lepopannara neranHa £03a Ha rabaneHTHH He € OHNa yTOYHEHa NMPH MUUIKHK H [ITLX0BE, KOMTO ca
noayuuinn ao3u o 8000 mg/kg. [Ipu3HauuTe HA OCTPA TOKCHUYHOCT MPH XHBOTHH Ca BKITIOYBANIM:
aTAKCHA, 3aTPYAHEHO AMILIAHEe, NTO3a, HAaMaleHa aKkTHBHOCT MM Bb3byaa.

5. ®APMAKOJIOTHYHHU CBOHCTBA
5.1 PapMaKoIHHAMHYYHH CBOHCTBA

®apMakoTepanesTH4YHa rpyna: Jpyru aHanretnum M aHtinkpernum, ATC koa: NO2BFO!1

Mexanu3ssM Ha AeHCTBHE

["'abaneHTHH NecHO NpeMUHaBa B MO3BKa M MPEeAOTBPATABA MPUNAAbLU MPH peaula KUBOTHHCKH
MOAE/TH Ha enunencus. ['abaneHTUH He npuTexaBa apuHuTeT KbM GABAA unu GABAB
peLenTopuTe, HUTO rpoMens Metabonnama Ha GABA. He ce cBonp3Ba ¢ ApYrH HEBPOTPAHCMHTEPHH
peLenToOpH B MO3bKa M He B3aMMOAeNHCTBA C HAaTpHeBUTe KaHal. [[abaneHTHH ce CBbp3Ba C BUCOK
apuHUTET ¢ a2d (anda-2-nenta) cybeanHuuUaTa Ha BOATAXK-3aBUCHMHTE Ka/lLlIMEBH KAHANH M CE
MpeAnoara, Y€ CBbP3BaHETO ¢ 020 cyOeAMHHLIATa MOXE [1a UTpae posif B MPOTHBOI'bPHOBUTE ePeKTH
Ha rabaneHTHH nNpHy KAUBOTHH. CKpHHUpaHETO Ha ronamM obemM JaHHUW He npeanojiara Apyra npuilenHa
3a MEJHKaMeHTa CTPYKTYpa, pasiuyHa oT 020,

JaHHUTE OT pearLia NpeAKIHHHYHK MOJIENH 1IOKA3BaT, ue (papMaKoIOrM4YHATA aKTHBHOCT Ha
rabaneHTHH MOXE J1a c€ MeaAUHpa NOCPEACTBOM NMNOHWXaRaHe Ha 0CBOOOKIaBaHETO Ha BL3OYAHH
HEBPOTPAHCMHUTEPH B YACTH OT LICHTPATHATA HEPBHA CUCTEMA, Ype3 CBbp3BaHe ¢ ¢2d. Ta3u aKkTHBHOCT
MOXK€ Na NOAKpENA NPOTHBOMbPYOBOTO AeicTBUe Ha rabaneHTHH. [IpeacTom aa ce W3ascHH
3HA4YUMOCTTA HA TOBA ACHCTBHE Ha rabareHTHH No OTHOIUIEHUE HA NPOTHROTBLPYOBKUTE e(PEKTH NPH
xopa.

["'abaneHTnH nokasea e(hUKaACHOCT U NPH peaHUA NPEAKITUHUYHN XMBOTHHCKMN DOMKOBY MOAETH.
[ipeanonara ce, ye cneunprUyHOTO CBbP3BaHe Ha rafaneHTuH ¢ 020 cybeanHULATa BOAH 10 HAKOJIKO
pa3/IMYHM AEHUCTBHA, KOMTO MOXE 14 Ca OTrOBOPHH 33 aHAJINETHYHOTO AEHCTBHE NPHU KUBOTHHCKH
MOJENY. AHANTETHYHOTO ACHCTBHE HA rabaneHTHH MOXKe 1a NPOM3X0XKIA OT FpbLOHAYHHA MO3LK,
KaKTO M OT NO-BUCIUM MO3BYHH LEHTPOBE, YpE3 B3aUMOAECHCTBHAA ¢ HU3XOAAWMTE, HHXUOWpaLuy
fonkara MbTHILA. 3HAYEHUETO HA TE3H NPEAKIMHUYHHY CBONCTBA 34 KIMHUYHOTO JeHCTBHE NpH XOpa €
HEU3BECTHO.
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KiMHKWYHa €DUKACHOCT U D€30MACHOCT

KNMHUYHO NpoyyBaHe KaTo AOIMBABALLA TEPANUSA 32 APLUHATHH MPUCTBIH NPU NEAHATPHUHH
MauHeHTH, HUSTO Bb3pacT Bapupa oT 3 A0 12 roANHH, € NOKa3an0 YHCAEHA, HO HE CTATUCTUUECKH
3HaunMMa paznuka B 30% uecToTa Ha OTTOBOPUINTE B NOJI13a HA rpynaTa Ha rabaneHTHH B CpaBHEHHE C
nnaue6o. JOMbNHUTENHN aHANH3H CNea 3aBbPUIBAHE HA MPOYYBAHETO HA YECTOTHTE HA OTTOBOPHITUTE
Y4aCTHHLM 110 Bb3PaCT HE MOKA3BAT CTATUCTHHECKH 3HAUMM e(PEKT Ha Bb3pacTTa KaTo HenpeKkbcHaTa
M KaTO JMXOTOMHA BEIUYUHA (Bb3pacTOBU rpyn#u 3-5 W 6-12 roaunu). JavHuTte OT TO3M
AOMbAHUTE/IEH aHANK3 clell 3aPbPLUIBAHE HA NPOYUYBAHETO Ca NpPeACTaBeHU B ceaHaTa tabauua:

Otroeop (250% ¢ nopobpeHne) no neveHue ¥ BLIPacT,
MITT™* nonynauus

Bn3pacToga [Lnauebo ["abaneHTHH P-CroiiHocT
Kareropus
<6-roguuna pu3pact | 4/21 (19,0%) 4/17 (23,5%) 0,7362
6 1o 12-roaMinHa 17/99 (17,2%) 20/96 (20,8%) 0,5144
Bb3pacT

*Modified Intent to Treat Population — Moaungnumparata nonynauus ¢ HaMepeHHe 32 nedeHre e 1eHHUpaHa
KaTo BCHYKM MalLMeHTH, paHAOMUIHMPaHM Ha NPOYUBaHWA MEAHMKAMEHT, KOMTO Ca MMajM rOAHW 32 OLEHKa
AHEBHUUH HA MTPUCTHIUTE, NPeOCTaBeHH 3a 28 THM, KAKTO Ha W3XOAHO HUBO, TaKa U B ABOItHOCcasNaTa dasa.

5.2 PapMaAKOKHHETHYHH CBOHCTBA

Abcopbuns

BupxoBute nnazMeHu KOHUEHTpALMK Ha rabaneHTHH ce HabkaaeaT B paMKUTe Ha 2-3 yaca cien
nepopaien npueM. buoHanuyHoctta Ha rabanentun (vact ot abcopbupaHaTta 103a) NoKa3Ba
TEHACHUMWA KbM HAManABaHe ¢ MOBULIABAHE HA No3aTa. AGconloTHaTa GHMOHANMYHOCT Ha Kancya oT
300 mg e okono 60%. XpaHarta, BK. C BACOKO ChIbPXaHHE HA Ma3HWHH, HE OKa3Ba KIIMHHYHO
3HauYMM e(eKT BbpXY hapMakOKHHETUKATA Ha raGaneHTHH.

dapmMakoKHETHKATa Ha rabaneHTUH He Ce MOBAWABA OT NOBTAPALLY ce NpHeM. Brnpeku e
[Na3MEHHUTE KOHUEHTpALMK Ha rabaneHTHH B KAIMHHYHH NpOy4BaHUs ca Ouiu OOMKHOBEHO MEX Y

2 pg/mi n 20 ng/ml, TaknBa KOHUSHTPALIMK HE €A NOKA3aTENHH 3a 6€30NacHOCTTa UK €PHUKACHOCTTA.
(bapmMakOKHHETUYHHTE NapaMeTpH ca gaaeHu B Tabnuua 3.

.

Tabanua 3 _
Ob6ob1eHne Ha cpeaHHUTE CTOHHOCTH (%CV) Ha PapMaKOKHHETHUHUTE
napaMmeTpu Ha rabaneHTHH B CTALLHOHAPHO ChCTOSHUE CAER MPUNAraHe Ha BCEKH

8 wyaca cien moszara
HH =_}_{e e HAUIMYHO

Cinax = MakcHMaIHA NNa3mMeHa KOHLUEHTPAaUKA NpH CTALMOHAPHO ChCTOSHUE
tmax = Bpeme 1o mocturade Ha Cpax

T1/2 =T1oayxHBOT Ha eNUMHHHUPAHE
AUC(0-8) = Tlnow noa kpUBaTa HA TU1a3MEeHaTa KOHLCHTPALUNS U BPEMETO
| cbeTosHuE 32 Bpeme ot O 10 8 yaca cnea ao3ara
Ae% = [1poueHT 0T A03aTa, eKCKPETHPAHA B HENPOMEHEeH BUJ B YPHHATa

14

8 yaca _
PapmakokuHeTyueH | 300 mg 400 mg 800 mg |
napaMeTsp (N=7) (N=14) (N=14) |
Cpeana [%CV |Cpeana %CV__|Cpenna %CV_
Crax (pg/ml) i 4,02 1(24) | 5,74 (38) |8,71 (29)
tmax () 12,7 |(18) 2,1 1(54) [1,6 (76)
T1/2 (h) 5,2 (12) 1108 (89 1106 [41)
AUC (0-8) 24,8 (24) 34,5 (34) |51,4 (27)
pgelvm) | |
| Ae% (%) HH HH 47,2 (25) 1344 137 |




Painpenenenue

['abaneHTHH He ce CPBP3Ba C [1a3MEHHTE NMPOTEHHU U HErOBUAT 00eM Ha pasnpeaesieHHe e

57,7 nutpa. [1pn nauueHTH ¢ ennnencus KOHUEHTPaUMUTE Ha rabaneHTHH B rpbOHAYHO-MO3bYHATA
TEYHOCT ca npudbanu3uTento 20% ot CbOTBETHUTE CTALMOHAPHH MUHUMAITHU TJ1IA3MEHH
KOHUSHTpaUHuH. I adaneHTHH ce OTKpYBa B KbpMaTa Ha KbPMELLH KEHMU.

broTpaHcdhopmauus

Hsama nannu 3a metabonussm Ha rabaneHTHH npu xopa. ['abaneHTHH He HHAYLMpa YePHOAPOOHH
OKCHAa3HH €H3UMHU CbC cMeceHa QYHKLIMA, OTIOBOPHHU 32 IEKAPCTBEHHA META00IH3BM.

ENHUMUHHpaHE

["fabaneHTUH ce eNMMHHHpA HEMPOMEHEH caMo pe3 OnOpeuna exckpeuus.
[lony>KMBOTHT Ha eNUMHUHHpaHE Ha rabaneHTHH He 3aBMCH OT J103aTa U € oKono S Ao 7 uaca.

[Tpy nauHeHTH B CTapuecka Bb3pacT U NPH MaUUeHTH ¢ HapylieHa 60peuHa pyHKUMA T1a3MeHHAT
KINHUpBHC Ha rabaneHTuH ¢ HamaneH. KoHcTaHTaTa Ha CkOpOCTTa Ha EMTMMUHUPAHE, M1a3MEeHHUAT
KAHPBHC U OBbOpEeUHHAT KIHPBHC Ha rabaneHTHH ca MpasonponopuUMOHaIHH Ha KPEATUHHHOBHS
KJAUPBHC.

["abanenTH MoOXke aa ObAE OTCTpaHEH OT Iia3Mara ¢ xemoauanusa. [lpenopbuBa ce kKopurupaHe Ha
A03aTa NPH NAUMEHTH ¢ KoMIpoMeTUpaHa 0b0peyvHa dyHKUMA WK NALMEHTH Ha XeEMOAHANTH3a (BXK.
To4Ka 4.2).

MapMakoKHHETHKATA HA rabaneHTUH NPY Jeua € onpeaeneHa npy 50 3apaBi HHAMBHIW HA BB3PACT OT
1 meceu ao 12 roauHud. Kato usno nnasMeHuTe KOHUEHTpaUMH Ha rabaneHTHH Npy AeUa Ha Bb3pacT
Haa 5 roauHu ca NoAoOHW Ha Te3W Npy Bb3IPACTHH NpM A03UpaHe B mg/kg.

Bt (rapMakOKHHETH4HO Mpoy4YBaHe npy 24 3apaBu NeAUaTPUYHK WHAMBHAM Ha BB3pacT Mexay |
Mecell M 48 Meceua ca yctaHoBeHH npuOnu3nuTenHo 30% no-Hucka excno3uuusa (AUC), no-Hucka Chax
M NO-BHUCOK KJIUPBHC 32 TENECHO TEr/0 B CpaBHEHHKE ¢ HAIMUHHTE CHOOLLIEHH NaHHM 3a Aella HA NOREYe
OT 5 roauHH.

JIvHeliHocT/HenydHeHocT

buoHanuyHoctTa Ha rabaneHTHH (yacT oT abcopOupanaTa g03a) HaMaNfABa C yBe/lMYaBaHe Ha J03aTa,
KOETO [PUAAaBa HejiHeeH Xapaktep Ha (apMaKkOKWHETUUHHUTE MapaMeTpH, BKIIOMBALIM napaMerspa
onoHanuuHoct (F), Hanp. Ae%, CL/F, Vd/F. O&apMakokHeTHKaTa Ha e€JIMMHHHApPaHE
(hbapMakOKHHETUUHH NapaMeTpH, kouTo He Bio4eat F, kato CLr n T1/2) Hail-nobpe ce onucea upes
nvHeiHa ¢apMakokuHeTruka. CTalyMoHapHUTEe M1a3MeHH KOHUEHTpauuKu Ha rabaneHTHH MOrart aa ce
NMpeaBHAAT OT JAHHHUTE ClIe] €AHOKpaTHa N03a.

5.3 IIpeAKNHHHYHH JaHHH 33 0e30nacHOCT

KapUHHOIeHHOCT

["abanenTHH € npunarad Ha MULIKH B A03KW oT 200, 600 1 2000 mg/kg/neH 1 Ha nn
250, 1000 u 2000 mg/kg/aeu B npoab/KeHHUe HA 2 roauHHA. CTATHCTHUECKH 3HA //
YEeCTOTATA HA ALMHAPHOKJIETBYHK TYMOPH HA naHkpeaca € 610 yCTaHOBEHO Ca i )
MIBXOBE [PH Hai-BUCOKATa 203a. MakCHMANHUTE MJIA3MEHN KOHLICHTPALUY HYY ITSKBARR
nabxose 3a go3ata ot 2000 mg/kg/neH ca 6unn 10 ABTH NO-BUCOKH, OTKOKO | B ol T
KOHUEHTPALKWH B YOBELLKHA OPraHy3bM npu aosa 3600 mg/aeH. ALMHAPHOKJIE %‘I
MaHKpeaca NpH MBXXKHUTE MUTbXOBE €A ¢ HUCKA CTENEH Ha MAaTUFHEHOCT, HE NOBI @5 - & /
NPEKUBAECMOCTTA, HE METACTA3UPAT UK UHBA3UPAT B OKOTHUTE ThbKaHMU U ¢a nono i 1057 “’k
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Hab/0gaBaHy NPY KOHTPOJIHUTE KUBOTHU. Bpb3kaTa Ha Te3u naHKpeacHHW allMHApHOKIETbYHH
TYMOPH NPU MBKKHUTE TIIBXOBE C KAPLIMHOTEHHUA PUCK 32 YOBEKA € HeACHa.

MvyTareHHocT

'abaneHTHH He Noka3Ba reHOTOKCHYEH NMOTeHLHaN. ["'abaneHTHH He € MyTareHeH in vitro npw
CTAHAAPTHHTE TECTOBE C DaKTEPHANHH KINETKH WM KneTKU oT 6o3aiHnuM. [[abaneHTUH He
[ipeIM3BMKBA CTPYKTYPHH XPOMO3OMHHM abepaumu B KNETKW OT 603aifHULIM HUTO in vitro, HUTO in vivo,
1 He Npean3BUKBa GopMHpaHe HA MUKPOHYKIIEYCH B KOCTHHS MO3BK Ha XaMCTEpH.

HapyuieHus Ha @epTUNATETA

He ca HabntogaBaHu HexeaHU ehekTH BhpXY (epTHIINTETA UKW PENMPOAYKTHUBHATA CTIOCOOHOCT Npu
nabxose B 2034 10 2000 mg/kg (npubNU3UTENHO NET NBTH MOBEUe 0T MAKCUMATHATA JHEBHA 1034 32
X0pa, ONPE/IEAEHA 3a €AHHHLA TENECHA NOBBLPXHOCT B mg/m?).

TeparoreHHOCT

['abaneHTHH He yBenu4asa 4€CTOTAaTa HA MaNdOpPMaLIMHTE, B CPABHEHUE ¢ KOHTPOIMUTE B MOTOMCTBOTO
HA MHLILKH, MIBXOBE WM 3aiHLUM NpyU 1034 ¢boTBeTHO 30, 30 M 25 nbTH NO-BMCOKH OT AHEBHATAa 4034
npuv 4yoBeka oT 3600 mg (ChbOTBETHO UETHPH, NET WIH OCEM NBTH MOBEYE OT JHEBHATA A03a MPH HOBEK,
H3MEpeHa B mg/m?).

['abGaneHTHH Nnpu4rHaBa 3a0aBsHe Ha OCH(PUKALMATA HA Yeperna, NpelufleHrTe, KOCTUTE HAa MPEJHUTE U
3AAHUTE KpaitHULM MPU FPU3aUd, KOETO € MOKa3aTeNHO 3a peTapAaluya Ha pacTexa Ha detyca. Tesu
eeKTH ce MOABABAT, KOraTo OpeMeHHH MULLKH NojyyaBaT nepopanHo A034 ot 1000 uan

3000 mg/kg/neH B nepuosia Ha opraHoreHesara 4 Ha nnbxose — 1034 ot 2000 mg/kg nipeau v no

BpeMe Ha nepuo/a Ha undTocsaHe v npe3s usnara SpemenHoct. Teau no3u ca npubauaurento 1 ao
5 NBTH NO-BUCOKH OT J03aTa NpH xopa oT 3600 mg, uimepena 8 mg/m’.

He ca 3abenazanu yepexaaHus npyu OpeMeHHH MULUKH, Ha KOUTO € JaBaHa no3arta ot 500 mg/kg/nen
(oxos10 ¥4 OT AHEBHATA A03a 3a Xopa B mg/m?).

YBenHuaBaHe Ha 4eCTOTaTa Ha XHAPOYpETEp WHIH XudpoHedposa e HabJoaasana npy MirbXoBe, Ha
kKouTO € AaBaHa ao3a ot 2000 mg/kg/ned B npoyuBaHe BbpXy PepTHavTeTa U oOULIATa pENpPOAYKLIMA,
1500 mg/kg/nen B npoyusaHe 3a TepatoreHHoct ¥ 500, 1000 1 2000 mg/kg/neH B nepuHatanto u
NOCTHATAMHO NPOy4BaHe. 3HAUYEHHUETO Ha TE3W PEIY/ITATHU HE € M3ACHEHO, HO T ca OUIIU CBBbP3aHH CbC
3abaBeHO pazsuTHe. Tesn 03U ¢blUO ca MPUOAH3IHUTENHO OT 1 A0 5 NbTH NO-BUCOKH OT YOBELWIKATA
no3a ot 3600 mg B mg/m?’.

B TepaTonorHyHo npoyusaHe rnpu 3ailu yBEIMUEHHE HAa YECTOTATa Ha MOCTHMIIAHTAUMOHHATE
3aryfa Ha nnoja e HaCTLITUIIO NpK BpeMeHHHU xeHCckH, npuemany go3u ot 60, 300 u 1500 mg/kg/neH
MO BpeMe Ha opraHoredes’ata. [e3m 1034 ¢a okofio 0,3 1o 8 NbTH NO-BUCOKM OT AHEBHATA 4032 MNPH
xopa oT 3600 mg 8 mg/m?. ['paHruMTe Ha 6€30MaCHOCT Ca OrpaHUYEHH, 3a [1a C€ H3K/IKOUM PUCK OT
noaobHU edekTH Npu xopa.

6. OAPMAIIEBTHYHH JAHHH
6.1 CnHCcbK HA MOMOILIHHUTE BELECTBA

Heypoutun 300 mg TBBpAM Kancynu
JlakToza MOHOXHApAT

[lapeBHYHO HULLECTE

Tank

Kancyana obeusxa:

XKenatuu
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Hatpues naypuncyndar
Tutanos auokcug (E171)
KenezeH okcua, xuat (E172)

Heypontni 400 mg TBLpAMU KaNcyau
JlakTo3a MOHOXHIpAT

llapeBMuHO HHLIECTE

Tank

Kancynna obsuska:

AKenatuH

Hartpues naypuncyngar

Tutanos avokcua (E171)

Kenezen okcua, xuat (E172)
XKenezeH okcua, uepsen (E172)

6.2 HecHLBMECTHMOCTH

Henpunoxumo.

6.3 Cpox Ha roanocT

3 roguuu

6.4 CneunaaiH yoI0BHSA HA ChXPAHEHHE

Jla ce cvXxpaHaBa npu Temneparypa noa 30°C.

6.5 Bua H cuabpxaHMe HA ONAKOBKATA

PVC/PVDC/ anyMyuHYEeBY OIHCTEPH, MOCTABEHU B KAPTOHEHA KYTHS.

HeypouTtux 300 mg TBbpau kancynu ~ x 50, x 100
HeypouTtuH 400 mg t8bpau kancynu — x 50, x 100

He Bcuuku BUAOBE ONMAaKOBKKM MOraT Aa ObaaT NycHaTH Ha nasapa.
6.6 CnenHaHH NpeNa3HH MEPKH NPH HIXBbPAsHE H padoTa

Hsama cneuydanHyd H3IMCKBAHHA.

7. IIPUTEXATEI HA PAJPEIIEHHUETO 3A YIIOTPEBA

Buatpuc EOOJ

oduc crpasa ,.,Cepinka opucH*
6yn. CutHakoso Ne 48, eT. 7
1505 Codus

bwnrapus

8. HOMEP(A) HA PASPEINEHMETO 3A YIIOTPEBA

Heypoutun 300 mg TBbpau kancynu - 20000710
Heypoutud 400 mg t8bpau kancynu - 20000711
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9. HATA HA ITHPBO PAZPEINABAHE/IIOJHOBABAHE HA PAZPEIIEHUETO 3A
YIIOTPEBA

Jlara na nopBo pazpewaane. 17 HoemBpu 2000 T,
JlaTta Ha nocneano noaHoeaBaHe: 9 asryct 2011 r.

10. JATA HA AKTYAJIMZUPAHE HA TEKCTA
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