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KPATKA XAPAKTEPUCTHKA HA ITPOAYKTA

' HUME HA JIEKAPCTBEHHSA ITPOAYKT
['abaramma 100 mg TBBLpAM Kancyiu

Gabagamma 100 mg capsules, hard

2. KAYECTBEH H KOJIHYECTBEH CbCTAB

Besika Tebpaa kancyna chabpxka 100 mg raGaneHTHH (gabapentin).

[ToMOIIHO BELIECTBO C W3BECTHO JeficTBHE
Beska Tebpaa kancyna ot 100 mg ceabpika 22,5 mg nakrosa.

3a NBJAHHA CIIHCHK HA TIOMOIIHHTE BELIECTBA, BHIKTE TouKa 6.1.

3 JJEKAPCTBEHA ®OPMA

Tewpna kancyna

I'abaramma 100 mg TRBPAH Kancy/M: TBbp/A XKeJaTHHOBA Kancysa ¢ 6410 Henpo3pa4Ho T10 H
Kamnaye.

4, KJ/IMHUYHHU JAHHHU

4.1 TepaneBTHUHH NOKA3AHHSA

Enunencus

['abaneHTHH e nokasaH 3a 1o0aBbyHA Tepanus NpH ieYeHHe Ha NapIHaIHH NPUCTHITH ChC HIIH Oe3
BTOPHYHA reHepaH3allis MPpH Bb3PAacTHH H Jiella Ha Bb3pacT 6 v noBeye rofMHy (BX. Touka 5.1).

["abGaneHTHH e OKa3aH 33 MOHOTEPANHs 3a JIeYEHHE Ha NapLMATHU NPUCTBIH CbC WK 6€3 BTOpHYHa
reHepajiu3alius Py Bb3PacTHH M IOHOIIH Ha BB3pacT 12 ¥ nmoBeye ro/IMHH.

Jleuenue Ha nepudepHa HepponaTHa 6onka

['aGaneHTHH € MOKa3aH 3a JieueHHe Ha neprdepHa HeBponaTHa Oonka, KaTo Oone3HeHa AnabeTHa
HEBPOIATUs U MOCTXEPNIETHYHA HEBPAJITHA NMPH Bb3PaCTHH.

4.2 Jlo3HpOBKA H HAYHH HA NPHJIOKEHHE

EOZ’»H[EQBKE

B Tabnuua 1 e onucaHa cxema Ha THTpUpaHe 3a 3al0YBaHE HA TepamnHATa 3a BCHUKHM MOKa3aHMs,
KOATO Ce Npenopb4ysa NPH Bb3PACTHH H IOHOIIK Ha BB3pacT |2 U noBeye rouHu.
[lpu neua Ha Bb3pacT noa 12 roaMHM ykasaHuATa 3a J03HpaHe ca Mpe/CTaBeH
noja3ariaBue Mno-a0Jy B Ta3H TOYKA.

Tabauna |

Cxema Ha Jlozupane — Hauanno Tutpupane




Hen 1 Jex 2 Hen 3

300 mg BeaHbx 300 mg npa nvTH 300 mg Tpu 0BpTH
JHEBHO JHEBHO IHEBHO

CnupaHe Ha JedeHHeTO ¢ rabaneHTHH

B CHOTBETCTBHE C HACTOALATA KIMHHYHA NMPaKTHKA, KOTATO Ce HAMlara NpeKpaTABaHe HA TEparuiTa
¢ rabaneHTHH, ToBa TpA0Ba Aa Ce HaNpaBH MOCTENEHHO, 3a NEpHOA Hal-Manko | ceamwuua,
HE3aBHCHMO OT NOKA3aHHETO.

Enunencus

[0 NPHHLKN eNWencHATa W3WCKBA ABACOCPouHo Nevenue. Jlosuposkara ce onpejens or
JeKyBalllHg JIEKap, B CbOTBETCTBHE C MHIMBUYATHATA IOHOCHMOCT H €(UKacHOCT.

Bvspacmuu u onowu

B KIHHHYHH TpOYYBaHHA, epEeKTHBHMAT Jo3z0B WHTepean € or 900 mg Ao 3600 mg AHerHo.
Tepanuata Moxke ga Oh/le 3aMOYMHATA C THTPHPaHE Ha A03&Ta, KakTo € onucaHo B Tabnuua 1, unu
ype3 npunarade Ha 300 mg Tpu nmeTH Ha aed (TTI) B Jden 1. Cnen ToBa, BB3 OCHOBa Ha
MHIHBHIYAIHHA OTTOBOP H TIOHOCHMMOCTTAa Ha NaUMeHTa [HEBHATa 1032 Moxe Ja Obae
JAOMBIHHTENHC YBETHUaBaHa Ha cThIKH No 300 mg/nex npe3 2-3 auu Ao MakcKMaiHa no3a ot 3600
mg/neH. [TpH HHAHBUAYATHH NALMEHTH MOXKE Ja € NOAXO0AALLe no-6aBHO THTPHPaHE Ha 103aTa Ha
rabanenTui. MUHHMaNHOTO BpeMe 3a AocTHraHe Ha no3a oT 1800 mpg/aen e enHa ceammua, 32
nocrurade Ha 2400 mg/aeH e o6mo 2 ceaMHLM, a 3a focTHraHe Ha 3600 mg/aeH & obwo 3 ceaMuuy.
Josu ao 4800 mg/ neH ca ce noHacanu aobpe Mo BpeMe Ha ABLITOCPOYHH OTBOPEHH KIMHHYHH
npoyusaiua. OGwiata nHeBHa no3a Tpsbea Aa ObAe pasjeneHa Ha TPU €JHHMYHH JO3H, KaTo
MAKCHMATIHHAT HHTEPBAJl MEXKAY JT03HTE He TpAOBa Na HaJABMINABa 12 waca, 3a 1a ce NpeAoTBPaTH
MCABATA HA KOHBYIICHH.

Jleya na ev3pacm 6 u nogeve 200uHu

Hawanuara no3a Tpabsa na sapupa ot 10 5o 15 mg/kg/neH u edpekTHRHATA N03a Ce JOCTHra 4pes
BBL3XOAALIO TUTPHpaHe 3a Nepro/ oT mpubausutento 3 auu. EdexTHRHaTa 103a Ha rabaneHTHH NPH
neua Ha 6 u noseye roauuu € 25 1o 35 mg/kg/nen. osu no 50 mg/kg/nen ca nonacauu nobpe B
ABICOCPOYHO KIMHWYHO npoyuysade. OOlata axeBHa Jo3a TpaOea na Owne pasgencHa B TpH
eTMHHYHH 103H, MAKCMMAIHMAT MHTEPBANl OT BpeMe MeXAy Ao3WTe He TpabBa Na Haasumasa 12
yaca.

He e neo6x0aMMO MOHHTOpHpaHE HA TUIA3MEHHMTE KOHLEHTpalWM Ha rabaneHThH, 3a Ja ce
onTiMHU3Kpa Tepanuata ¢ rabaneHTHH. OCBeH TOBA rabaneHTHH MOJKe Ja ce npuiara B KoMOUHaLKA
C ApYrH AHTHENMWICNTHYHH JICKAPCTBEHH MNpOAYKTH, 0e3 omaceHMs OTHOCHO NpoMAHa Ha
NIa3MEHUTE KOHLEHTpaUMH HAa rabameHTHH MM HA CEPYMHMTE KOHLUEHTPALMM Ha JpPYTHTE
AHTHENWICOTHYHH JIEKAPCTBEHH NPOAYKTH.

[NepudepHa HeEponaTHa Sonka

Buw3pacmuu

Tepanuara MoXe Aa 3anoyHe ¢ THTPHpaHe Ha J03aTa, KakTo € onmucaHo B TaGmuyg”] hﬂpﬁrm
BB3MOMKHOCT € HavanHara ao3a jaa Obae 900 mg/nen, npunarada pazaeneHa Ha Tp Qgﬁim’ E&om

Cnes ToBa BB3 OCHOBa HA HHAMBHIYATHHS OTTOBOD M TOHOCHMOCTTA Ha nauuenTa A033T, g1 E
6b/Ie IOITLIHMTENHO YBEIHYABaHa HA CTHIKHA oT 300 mg/neH npe3s 2-3 anu 1o Mak ﬁxqmﬂa n@&& ¢
3600 mg/nen. MNpH HHAMBHZYATHH NMALMEHTH MOXE Ja € MOAXOAsfilo no-0aBH ﬁrﬁpnpaﬂ
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nosata Ha rabanentnH. MuHWManNHOTO BpeMe 3a JocTHTaHe Ha Jo3a oT 1800 mg/men e eana
Ce/IMHLIR, 32 IocTHraHe Ha 2400 mg/aek e obwo 2 ceqMHKIIM, a 3a focTHraHe Ha 3600 mg/neH ¢ obuo
3 cenMHIH.

EdmkacHocTTa M GesonacHocTTa NMpH JiedeHHe Ha nepudepHa HeBponaTHa Oosika, KaTo Gonka npH
AuabeTHa HEBPOTIATHA M MOCTXEPNETHYHA HEBPAITHS, HE Ca W3C/IeBaHH B YCIIOBHATA HA KIIHHHYHH
NPOYYBAHHA C MPOAB/BKHTCIHOCT HA JICHCHHETO HAA 5 MECena. AKo [pH MaUHEHTa c€ Hajara
[PUIOKEHHE 3a CPOK HAJ 5 Mecela 3a JIeUeHHe Ha MepHQepHa HerponaTHa Gonka, JIEKYBaUIHAT
Nekap TpsaGBa Ja HaNpaBH OLEHKA HA KIWHHYHOTO CLCTOSHHE Ha MALHEHTA H [a ONpEeAeIH JalH €
Heo0X0/1HMa JONbAHMTE/NHA Teparnus.

HHCTpYKUWH 332 BCHYKH 00IaCTH HA TEPaneBTHYHHUTE NOKa3aHHA

HpH DAIHEHTH ¢ BIOIIEHO OOIIO 30paBOCIIOBHO CBCTOAHHE, T.€. HHCKO TENECHO TEro, ciaen
OopralHHa TpaHCIUVIAHTalHA H T.H., J03aTa TpﬂﬁBa Ja c€ THTpHpa [IO-G&BHO, Kato ¢ H3NoaiBa no-
HHMCKATa KOHUSHTPAUKUA HIH [T0-ABkNryY HHTEPBANH MEXIY NOBHINABAHHATA Ha AO3SHPOBKATA.

Crapuecka Bb3pacT (Haa 65 roARHH
TIpy naupeHTH B CTapyecka BL3pacT MOXKE A2 Ce HAJIOXH KOpeKLMs Ha 103aTa Nopaau orcnabeade
Ha 6bpOpeunaTa ¢yHKUMA ¢ Br3pacTTa (Bx. Tabnuua 2). Ilpn naumeHTHTE B CTApUeCcKa BB3pPacT ¢

BB3IMOMHO MMO-YECTO A CE€ NOABIRAT COMHOJICHTHOLT, nepmbepeﬂ OTOK H ACTCHHA.

b1rOpeulo yepexaaHe

KopeKuua Ha 103aTa ¢e MpenopbYBa TIPH NaLHEHTH ¢ KOMIpoMeTHpaHa 6b0pedHa $yHKUHA, KAKTO
¢ onucano B Tabnuira 2, v /i npy nanyeHTH Ha xemoananusa. I'abanertun 100 mg kancynn Moxe
la ce M3MOJM3Ba 3a Cla3BaHeé Ha TIPEMOPBKMTE OTHOCHO J03aTa npi nauueHTH ¢ 6nbpeuna
HElOCTATBYHOCT.

Tabnuua 2
JO3UPAHE HA TABAIIEHTHH NPH BBb3PACTHH B CTIOPE BbBPEYHATA ®YHKLHA
KpeaTHHHHOB KAHPBHC {ml/min) O6wa gHeBHa Fo3a® (mg/aeH)
>80 900 — 3600
50 - 79 600 — 1800
30 -49 300 - 900
15-29 150° — 600
<15° 150°- 300

’O6wara AHeBHa Ao3a TpAGBa na ce npunara pasfencHa B TPU pABHH €IWHMMHM TIO3H.
PeayuunpannTe 1034 ce H3NOA3BAT [IPH TNALHEHTH ¢ 0K0peuHo yBpexkaaHe (KpeaTHHHHOB KITHPBHC
< 79 ml/min).

®TuesHaTa 1o3a oT 150 mg na ce nprnara kato 300 mg npe3s nex.

*[Ip# MalHEHTH ¢ KpeaTMHMHOR KAMPBHC <15 ml/min aHeBHaTa mosa TpaGea ja ce Hamaiu
NPONOPHHOHANHO HA KPeaTHHMHOBUA KIHPBHC (Hamp. MALUMEHTH ¢ KPEaTHHWHOR KIHPBHC 7,5
ml/min TpafBa na mony4aBaT MOJOBMHATA OT JHEBHAaTa 1033, KOATO MOJY4YaBaT MALMEHTHTE C
KpeaTHHHHOE KIHpBHC 15 ml/min).

YHQ! geﬁa TpH MAaLHEHTH HA XEMOOQHANH3A

Tpu aHypH4HM NMALUMEHTH HA XeMOAUANH33, KOMTO HHKOTa He ca NoiydaBand rabane
npenopnyBa HatoBapeama no3a or 300 no 400 mg, cnea toBa ce npuemar 200
rabaneHTHH, cael BcekH 4 daca Xemoanannsa. B nuure 6e3 xeMommanusa He TpaOpa
JleyeHHe ¢ rabaneHTHH.




MNpu nauwenTuTe ¢ yBpepeHa OnOpeuna GYHKUMA Ha XEMoJMaTW3a, OAAbp)KallaTa 103a Ha
rabaneHTHH TpAGBa Aa € choOpaseHa ¢ MPENOPBKHTE 32 A03HpaHe, npeacTaBeHd B Tabnuua 2. B
JNOIBLIHEHHE KBbM TIOLTBPIKALIATA 1033 €€ MNPENnoOphuBA JOMBJIHHTENHO cnel Bcekd 4 daca
xeMoguanusa aa ce npuemar ot 200 ae 300 mg rabaneHTaH.

Haumg Ha OpHI0XEHHE

3a nepopaiiHo NpHIIoKEHHe.

[aGaneHTHH MOXKe na ce mpHAara cbe WM 6e3 XpaHa M Kancyjarta TpaOea Ja ce Morablla [ina ¢
IOCTATBYHO KOMIHYECTBO TEMHOCT (Hamp. ¢ yalia Boja).

43 IIpoTsBonOKa3anuA

CBpPBXYYBCTBHTETHOCT KBM AKTHBHOTO BELIECTBO HWNM KLM HAKOE OT MOMOIUHHTE BEIIECTBA,
u3bpoeHn B Touka 6.1,

44 Cnenna/jinn npeAynpexIeHHA H NpeANa3HA MepKH HpH ynoTpeba

Texka KOKHH HexenanH peakuuH (Severe Cutaneous Adverse Reactions, SCARSs)

Texku koxuu Hexenand peakuus (SCARs), BKIOUHTENHO cHHAPOM Ha Stevens-Johnson (Stevens-
Johnson Syndrome, 8JS), TokcHuHa enMaepmanta Hekponuza {Toxic Epidermal Necrolysis, TEN)
¥ nekapcTeeH oOpHE ¢ eosunodunud U cucteMHu cumrrome (Drug Rash with Eosinophilia and
Systemic Symptoms, DRESS), kouTo MO3Ke 12 ca KHBOTO3aCTPAWIABAUIA HITH ¢ JIETANIEH H3XO], Ca
chOOIWIEHH BEB Bpb3Ka ¢ fieueHueto ¢ raGanenTuH. IIpu npeanucBaHeTo mauMeHTHTE TpaGBa Na
6baaT MHGOPMHMpaHH 3a TpW3HALKTE W CHUMITTOMMTE H Aa OBAaT HaOmomaBaHH ¢ TMOBHIIEHO
BHMMAaHHE 3a K0KHH peaxuuu. [Tpu nossa Ha NpH3HALK H CHMITTOMH, NIOKA3aTe/THH 32 TE3H pPeaKilyy,
npuemMsT Ha rabaneHTHH TpAGBa He3zabaBHO Aa cnpe W A2 ce 0OMHCIH anTepHATHBHO JICYEHHE
(cnopen HeobxoauMocTTa).

Axo npH ynotpebaTa Ha rabaneHTHH NALMEHTHT € passun cepHo3Ha peakums kato SJS, TEN unu
DRESS, neueHneTo ¢ rabaneHTHH TIPH TO3M MALIMEHT HMKOra He Tpabea 1a ce NOAHOBABA.

AHadbHNaKkcHT

l'abaneHTHH MOXe Ma npeax3Buka adadunakcua. [lpusHaupTe W CHMITOMUTE B AOKIANBAHHTE
c/lyyaH BKJIIOYBAT 3aTPYAHEHO JMILAHE, MOAYBAHE HA YCTHHTE, MbPJIOTO W €3HKA H XHIIOTOHUS W
H3HCKBAT CIIELIHO ICYCHHE.

[MaupenTtrTe TpaORa Aa 6BAaT HHCTPYKTHPAHH Aa CIIpaT MpHeMa Ha rabaneHTHH H HezabaBHO Ja
MOTBPCAT JEKAPCKA NOMOIL, aKO MOYYBCTBAT NPH3HALM WM CHMOTOMM Ha aHa(unakcua (Bx.
Touka 4.8).

CvHIUMAHA HeallHd H NOBedeHHE

CrobiuaBaHH ca CYHLHIHA MEaLMA M TOBEISHUE IPH NALMEHTH, JEKYBaHH C AaHTHENHIENITHYHH
CPEACTEA 32 HAKONKO NoKazaHua. Mera-aHamH3 Ha paHIOMH3HMpaHH Nanedo-KOHTPONTHPAHH
MPOYYBAHHUA HA aHTHEMTHIISNTHYHH IEKAPCTBEHH CPE/ICTBA CBHILO NMOKA3Ba JIEKO NOBHINABAHE HA

PHCKa OT CYMLMAHA HAealmns W NoBeleHHe. MeXaHH3MbBT Ha TO3H pHCK € HeusBecTeH. Cityvau Ha
CYMLIMIHA HACAUMA H MOBEICHAE ca HabIIOIaBaHH 110 BPeME HA MOCTMAPKETHHTOBHA OTIMT NIPH___
MALMENTH, NTEKYBAHH ¢ rabanenTH (Bx. Touka 4.8).

[Taumentute (M NHUATa, KOWTO cE IpHKAT 3a TAX) TpAORa Aa OBbAAT NOCHLBETBAHH ],
MeAULIHHCKA NIOMOLL NPH NOABA HAa NPU3HALH Ha CYHLUMAHA HACAUWS WK TMIOBEACHHE.
TpabBa na Obaar Hab/to1aBaHHM 3a MPH3HALM HA CYHUMAHA HICALMA U [I0BEAEHNA 1 Aa soPMucith -
noaxonAuo neveHwe. B cnywail Ha cyuMnuaHa waeauus win nosejetHe Tpabsa ja eFOGMHomi
CTIMpaHe Ha JIEYEHHETO ¢ rabaneHTuH. e
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OcTbp NaHKpeaTHT
AKO MaUMEeHTHLT Pa3BMe OCTHP NAaHKPEAaTHT MO BpeMe Ha NeueHue ¢ rabaneHTuH, TpabBa aa ce
OOMHCIIH CITHpaHe Ha ieveHHeTo ¢ rabaneHTuH (Bxk. To4kKa 4.8).

['spuose
BLnpekH, Ye HAMa JOKAzaTeNCTBa 33 HOBA MOABA HA IbPYOBE NPW Tepanua ¢ rabameHTHH,

BHE3ANHOTO NPEKLCBAHE HA AHTHKOHBYJICAHTHTE NPH NAlMEHTH C EIHJIENCHA MOMXKE Ja OTKIIOUH
,,CTATYC EMHIENTHKYC™ (BX. Touka 4.2).

KakTo NpH ApYTH 8HTHENWIENTHYHM NEKAPCTBEHU NPOAYKTH, NMPH JieueHHe ¢ rabaneHTHH TpH
HAKOH MAlIHEHTH MOXKE 712 ¢€ MOBMLIM YECTOTATA Ha MbPHOBETE HITH A C€ NOABAT HOB THI MpYOBE.

Kakto npH ApYr¥ aHTHeNMNeNTHYHH JI€KAPCTBEHH MNPOAYKTH, ONMTHTE Ja C€ OTTENIAT
€HOBPEMEHHO NPIIAraHy aHTHEIIMIIENTHYHH JIEKAPCTBA NIPH JICUEHHE Ha pepaKkTepHH MalHEHTH,
NPHUEMALIH TIOBEYE OT €AHH AHTHEMWIENTHHYEH JeKapcTBeH MPOIYKT, ¢ L€ A3 ¢€ MOCTHTHE
MOHOTepanus ¢ rabaneHTHH, ca ¢ HUCKA YecTOTa Ha ycnex.

Cmsara ce, ye rafaneHTHH He e edeKTHEREH cpelly bPBHYHH TEHEPATH3HPAHH I'BPUOBE, KAaTO
HanpHMep afcaHc, W NpH HAKOH TIALMEHTH MOXE Aa BIOWH Te3H rvpuobe. [lopagu ToBa €
HeOGXOI_lP[MO NOBHUICHO BHHMAHHE MPH H3TNIOA3BAHE HA rabaneHTHH NpH NauHeHTH ChC CMECEHH
CBPUYOBE, BKJIIOUHTENTHO abcaHCH.

JleueHHeTO ¢ rabameHTHH € CBBP3aHO ChC 3aMasHOCT H COMHOJIEHTHOCT, KOMTO OHXa MOITH Ja
YBeNHYAT TI0ABaTa HA HBIKACHTHO HapaHaBaHe (nmajave). Mma ¢bilo M MOCTMAPKETHHTOBH
¢boBueHns 3a o6BpKBaHe, 3aryda Ha Ch3HAHHE H YMCTBEHO YBpeXaaHe. 3aTOBa IaUHEeHTHTe TpabBa
na ObLIAT MOCHBETBAHH Ja TNOAXOXKAAT C TOBHIIEHO BHHMaHHE, [OKATO HE CBHKHAT C
NoTeHLMANHHTE e(eKTH Ha JIeUSHHETO.

EnHospeMeHHEa yrorpeba ¢ oGHOHAM H APYTH aenpecantd Ha 1IIHC

TlaumeHTH, IpH KOMTO e H3UCKBA eHOBPEMEHHO NIEUCHHE ¢ IENPECAHTH Ha LISHTPAIHATA HEPBHA
cucrema (LIHC), BOYHTENHO OMHOHAH, TPAOBa Na 6baaT HAOMOAABAHH BHUMATETHO 33 MPH3HALM
Ha notuckane Ha LTHC, kato cOMHONEHTHOCT, cenallks M pecninpaTopHa Aenpecus. [lauuenture,
KOMTO IpMeMaT eAHOBPEMEHHO rabaneHTHH H MOpdHH, MOXKeE 1a Pa3BHAT NOBHLIEHH KOHUEHTPaLHH
wa rabanenTun. Jlozata Ha rafaneHTHH WIH €IHOBPEMEHHOTO NeueHHe ¢ penpecaHTH Ha L{HC,
BKJIIOYMTEIHO ONHOKH, TpAOBa Aa Obe NOAXOIALO HaManeHa (BK. Touka 4.5).

[Ipenoprusa ce NOBHIIEHO BHHMAHKE NPH NPEANHCBaHe Ha raGaneHTHH eqHOBPEMEHHO C ONHOKAH
nopajaM puck ot notHekase Ha LIHC. B momynaunonHo-6aznpano, o6cepBalHOHHO IPOY4BaHe, TH
CNY4Yal-KOHTPOAA MpPH TALHEHTH, H3MOM3BAllH OMHOWAH, €IHOBPEMEHHOTO INpeANHCBaHe Ha
OIMMOMAH Y rabaneHTHH Ce CBBP3BA C NOBHILIEH PHCK OT CMBPT, CBBP3aHa C OIIHOMJ, B CPaBHEHHeE ¢
NpeANKCAHME HA CAMOCTOATENHA ynoTpe0a Ha ONMHOK/ (KOPHTMpaHO CROTHOLLEHHE HA IIAHCOBETE
[aOR], 1,49 [95% CI, 1,18 g0 1,88, p<0,001]).

PecnuparopHa aenpecus

labanenTHH e CBLP3aH ¢ TexKa pecnHpaTopHa Aenpecus. [lauMeHTH ¢ HapylieHa pecnMpaTopHa
¢yHKLMA, PECIMPATOPHO IIH HEBPONOTHYHO 3abonspaHe, 6BOpPeYHO YBpEXKAHE, €1HOBPEMEHHA
ynorpeGa Ha aenpecanTd Ha [JHC w nawieHTH B cTapuecka BBIPacT MOXE /12 Ca H3I0KEHH Ha I10-

ajanTHpaHe Ha 103aTa NpH TE3H NIALIHCHTH.

Muacrenna rpaBuc




I'abaneHTuH TpAGBa fa ce W3MON3BA ¢ MOBHLIECHO BHHMAHHE NPH NAUHEHTH C MHACTCHHA TPABMC,
THi KATO HMa MOCTMAPKETHHIOBH CHOOLICHHS 3a CITyyan Ha 000CTPAHE Ha MHACTEHHSA IPRBHC NMPH
ynotpeda Ha rabaneHTHH.

Crapuecka pbLapact (Hag 65 roaHHH)

He ca npoeexaaHH CHCTEMHH NpOy4BaHUA ¢ rabaneHTHH NpPH NAlLHEHTH Ha BB3pacT 65 1 noseve
roauHd. B ABOHHOCIANO NPOYYBaHE¢ ¢ MAUMEHTH ¢ HEBpomaTHa DONKa cé YCTAHOBSBA H3BECTHO
NOBULIABAHE HA NPOLIEHT2 HA BH3HHKBAHE HA COMHONEHTHOCT, MepHepeH OTOK H aCTeHHS NpH
MAUMEHTH Ha BL3PACT 65 1 NoBeYe FOJHMHH, B CpaBHEHHE C MMO-MIIAJHTE NauneHTH. C H3KI0UCHHE
HA T€3W PE3YNTATH, KIHHHYHWTE H3Cle[lBaHHA B Ta3H BB3PACTOBA [PYNA HE NMOKA3BaT PadIHYCH
npodHI Ha HeXeNaHHTe ChOMTHA, B CPpaBHEHHE ¢ HAGMIONaBaAHUA NPH NO-MIT3ANTE MALMEHTH.

[lennaTpyuHa nomyianua
Edextrte or awarocpouxara repanua (noseye oT 36 ceaMHUM) ¢ rabaneHTHH BBPXY YYEHETO,
MHTEJINTEHTHOCTTA W PAa3BHTHETO MPH fella H IOHOWIM He ca doOpe npoydeHH. Ilonsure or

AbNrocpoyHa Tepands TpﬂﬁBa Ad ¢e [peUeHAT BHUMATENHO CIIPAMO NOTEHLUHAITHHTE PHCKOBE.

Henpaewnda ynorpeba, NoTeHUMAnN 3a Joyrnorpeda ¥ 3aBHCHMOCT

afaneHTHH MOXKe 1a NpEeAW3BHKA JIeKapCTBEHAa 3aBHCHMOCT, KOATO MoK fia C€ TMOABH IIPH
TepaneBTHyYHH A03u. Chobiaranu ca cny4an Ha anoynorpefa H HenpapwiHa ynotpe6a. IlanueHTH
C aHaMHe3a 3a 3ToynoTpeba ¢ BelliecTBa MOXE Aa €2 C [0-BUCOK PHCK OT HeNpaBHIHA yNoTpeda,
3noynoTpeba n 3aBMcuMocT oT rafaneHTHH U e HeoOX0AUMO NMOBHILIEHO BHMMaHHe MpH ynoTpebara
Ha rafaneHTHH TIPH TAKHBA NanyeHTH. [Tpeau npeanucBane Ha rabaneHTHH PUCKLT OT HeMPaBUIIHA
ynotpeGa, 31oynoTpeda WK 3aBHCHMOCT MpH nauueHTa TpabBa na Gbae BHUMATEIHO OLCHEH.

[MauneHTHTe, NeKyBaHH ¢ rabaneHTHR, TpaOBa fa 6baaT HabmonaBaHK 3a NPUIHALM H CHMITTOMH
Ha HenpaBHNHA ynoTpeba, 3n0ynoTpeGa WIH 3aBHCHMOCT OT rabameHTHH KaTo Pa3BHBAHE HA
TonepaHc, HeoOXOAHMOCT OT NMOBMIDARAHE HA A032Ta W MOBEJCHHE HAa HACOYEHO THPCEHE Ha
NIeKapcTBOTO.

CHMITOMH Ha OTHEMAHE

HabmonapaHd ca CMMOTOMH Ha OTHEMAHe C/e]l NMpEeKpaTABAHE WIHM HaMalgBaHE Ha [J034Td HA
KPaTKOCPOUHO H IBJITOCPOYHO JTeueHHe ¢ rabanenTuH (Bx. Touka 4.8). [aumenTer Tpabea na Obae
undopMHpaH 3a TOBa MPH 3anouBaHe Ha neveHwero. Haii-uecto chobuwaBaHuTe CHMOTOMH
BKJIIOYBAT TPEBOXKHOCT, Oe3ChbHHME, raneHe, Gonmka, H3MOTARaHe, TpeMOP, riaasobonne, menpechs,
HeeCTeCTBEHO YCellate, 3aMasHoCT H o6Lmo HepaznonoxeHue. ITosaBaTa Ha CHMNTOMH HAa OTHEMAHE
MOXE [1a € NOKA3aTe/HA 32 JIEKAPCTBEHA 3aBHCHMOCT. AKO JleueHHeTo ¢ rabaneHTyH Tpabea 1a Ouae
[peKpaTeHO WIH Jo03aTa Ja ObJe HaManeHa, ce MpEenopbYBa TOBA [a CE HANpABHM [OCTENEHHO B
[poabIbKeHHe Ha Hali-Malko | ceIMH1la, HE3aBHCHMO OT NoKasaHneTo (Bx. Touka 4.2).

JlaGopaTopHM H3CNEABAHHA

Morar ga 64T OTUETEHH (PaNIILMBO NONOKUTENHH PE3YITATH NIPU NOAYKOIMYECTBEHO ONpeensgHe
Ha oOw OenTek B ypuHara ¢ Tect-nenta. [lopann ToBa ce npenopruBa MOTRLPKIABAHE Ha
MOJOXKHTENIHHAS PE3YNITAT € METO/M, OCHOBABAILIH CE HA IPYT AHATHTHYEH NMPHHLIKN, KaTO HanpHMep
Ouyperora npoba, TypOMIUMeTpPHYHH WIH OLBETHTENHH METOAH, HIAH H3NOA3BAHE - Ha
ANTEPHATUEHUTE METOH OT CAMOTO HaYano.

[ToMOLUHH BELIECTRA C HIBECTHO MeHCTBHE:




I'abaraMma TBLPAM KancynM cbAbpka Jakro3a. [lauMeHTH ¢ peaku HacneACTBEHH nMpolneMH Ha
HEMOHOCHMOCT KbM rallakTo3a, MbJIeH JlakTaseH AedMUMT KM IMIoKo30-ranakTosHa ManabeopOuus
He TpabBa Ja [pUeMaTt TOBA NEKApCTRO.

4.5 BzauMojeiicTBHe ¢ JIpYrH JeKapcTBeHH NPOAYKTH H  ApyrE  dopmm  ma
B3aHMoIeHcTBHE

Hma crnoHTaHHM W auTepaTypHH chOOIWEHHs 3a PECMIMPATOpHAa JENpPECHA, celauus W CMBPT,
CBBP3aHH ¢ rabaneHTHH, KOraTo ¢e NpUara eIHOBpeMeHHo ¢ aenpecanTh Ha LIHC, BrmounTenHO
ONHOKIH. B HAKOH OT Te3H choOLIeHK aBTOpPHUTE 0OpBLIAT CLIELHATHO BHEMAHHE HA KOMOHHALHATA
Ha rabarneHTHH ¢ OMHOKIH NPH NALHEHTH B HenoOpo oOIuo chCTOAHME, NALMEHTH B CTapyecka
BL3pacT, NAalMEHTH C TeXKO MNOANSKAIO DPECMUpaTopHo 3abosseaHe, NMalLMEHTH, TPHEMALIH
MHOXECTBO JIEKAPCTBa, KAKTO H NIPH [TALIMEHTH CbC CHHAPOM Ha 11oynoTpeba ¢ BeliecTea.

B npoyugasne, BKJIOUBALIO 3ApaBu 100poeonuu (N=12), npu npunarate Ha 60 mg Mopd#H Kancyna
¢ KOHTponupaHo ocBofoX(IapaHe 2 yaca NMpeaH NMpHiaraHeTo Ha 600 mg kancyna rabameHTHH,
cpeanara o, nog kpusata (AUC) Ha rabaneHTuHH ce e yBenwumna ¢ 44 % crpgmo rabanenTus,
npunoxeH Ge3 MopduH. INopaau ToBa MAUHEHTHTE, TIPH KOHTO C€ HaJlara ¢JHOBPEMEHHO JieYeHHe
C OITHOKIH, TPAORa a OBbAAT BHUMATENHO HabMoapaHH 3a MpH3HALE Ha notHckane Ha [THC, kato
COMHOJIEHTHOCT, CE/IaLIMS H PECNTHPaTOPHA NENpPECcHA, KaTo TpAOBa CHOTBETHO Ja ¢€ HAMAMH J03aTa
Ha rabaneHTHH WK HA ONMHOHIHUTE.

He ca ycraHopeHH B3auMOoneHCTBHA Mexay rabaneHTHH ¥ GeHobapOuTan, GEHHTOHH, BaIIpoera
KHCEJIHHA HIH KapOaMasenHH.

(I)apmakoxuﬂe'rm(a'ra Ha rabaneHTHH cliea AOCTHIaHE Ha CTaUHOHAPHO CLCTOAHHE TIPH 30pABH XO0pa
e nonoGHa Ha Ta3K TIPH NalHUCHTH € €NHIICIICHA, MONYYaBaUlH Te3H aHTHEIIHNICITTHYHH [IPOAYKTH.

EnHoBpeMEHHMAT NpHeM Ha rabaneHTHH ¢ NepopanHi KOHTPALENTHEH, CBALPXKALIH HOPETHHAPOH
W/WIH eTHHHII ecTPajJlo, He NoBaHABa GapMaKOKMHETHKATA B CTALMOHAPHO ChCTOSHHE HA HHTO
€/Ha OT CLCTABKHUTE.

EnnoBpeMeHHHAT npuem Ha rabanedTHH C AHTHAUWAW, CHABPXKALIM ANYMWHUHA M MAarHe3wi,
HamansBa OHoHanWvHocTTa Ha rabanentud a0 24 %. IlpenopbuBa ce rabaneHTHH 1a ce npHema
Haii-paHo ABa Yaca cjel PHeM Ha aHTHaLKA.

Ipobeneunn He npomenn 6bOpeyHaTa ekckpeUusa Ha rabaneHTuH.

I[Tpu ennoBpeMeHeH npHeM Ha rabaneHTHMH H UWMETHAMH € HabmiogaeaHo cnabo HamaneHHe Ha
610pevHaTa excKpeuus HA radaneHTHH, KOeTO He ¢e OYAKBA A3 UMA KJIMHHYHO 3HAYEHHE.

4.6 DeprunanTer, GpeMennocT 1 KEpMene

Bpemennoct

Puck cavpsan ¢ enurencua v 0bwo ¢ anmuenurenmuynume aexapemea (AE/)

CrneuHaiyy CHBETH OTHOCHO MOTEHUMATHKSA PHCK 38 IVI0/Ia, NPHYHHER KAKTO OT FbPU0OBE, TakKa H OT
aHTHEMMUNENTHYHO JICUCHHE, TPA0Ba Aa ce JaBaT Ha JKEHH C JETEpOAEH MOTEHUHan H ocobeHo Ha
’KEHHW, TIaHWpalld OpeMeHHOCT, M JKeHH, Kouwto ca OpemeHHH. Heobxoaumoctra ot
aHTHEMHUNENTHIHO NeyeHHe TpAOBa Na ce npepa3riiena, KOraTo jKeHaTa riiaHdpa ja 3abpe
[pu >eHW, NEKyBaHH 3a enwiencHs, He TpaOBa Aa ce MpeAnpUeMa pA3KO MpeKpart
AHTHETTHIENITHYHATA TEPANH, ThH KaTO TOBA MOKE /1a IOBEIE 10 MOABA HA MBPYOBE, 1O
Ha OTHEMAHE HA JIEYCHHETO, KOMTO MOrAT Ja MMAT CEPHO3HH NOCAEIHLHA KaKTo 32 Ma}i#’zﬁ ;faxa 1»; i

3a JeTeTo. CaMOCTOATE/IHATA TepanHd TpAOBa J1a ce MpearoYHTa BHHATH, KOraTo € Bbahqﬁmo THI,
Karo TepamuATa ¢ MHOoxecTBo AEJI Moxe na Obae cebp3aHa ¢ NMO-BHCOK PHCK T fﬁp\oaetm
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MaJIQ)OpMalIHH, OTKONKOTO CaMOCTOATE/IHATA TEpandia, B 3aBHCHMOCT OT  H3MNOA3BaHHTE
AHTHETTHIETITHLH.

Pucxoge, cevpzanu ¢ zabanenmun
[abaneHTHH NPEeMHHABA pe3 IUTALICHTATA.

JlaHHHTE OT CKAHAWHABCKO OOCEPRAUMOHHO npoyuyBaHe Ha moeeye or | 700 OpeMeHHOCTH,
H3/10KEHH Ha TabaneHTHH NIpe3 NbPBHA TPUMECTDP, HE [TOKA3BaT M0-BHCOK PHCK OT TOJIEMH BPOJCHH
mandopMallHH cpel delata, H3TokeHH Ha rabaneHTHH, B cpaBHEHHME ¢ JelaTa, KOHTO He ca M
H3/10KEHH Ha Bb3AEHCTBHETO MY, H B CDaBHEHHE ¢ N€1ATa U3OKEHH Ha nperabankH, 1aMOTPHTHH
H nperabanuy unu 1amoTpurki. Io cbhiuug HaunH He ¢ HabnoJaBaH NOBHIUEH PHCK OT HAPYIIEHHA
Ha HEEPOJIOTHYHOTO PA3BHTHE MPH ACLA, HINOXKEHH Ha rabaneHTHH no BpeMe Ha 6peMeHHOCT.

HMMa orpaHHYeHH [OKa3aTe/NCTBA 3a [MO-BHCOK PHCK OT HWCKO TErIC [OpH paXkaaHe H
npexJeBpeMeHHO paxJaHe, HO He M OT MBPTBO paKAAHE, HECHOTBETCTBHA HANOMY CHPAMO
recTallMOHHATA BB3PacT, HHCHK pe3yaTaT no Amrap Ha 5-Ta MHHYTa H MuKpouedanusa MpH
HOBOPOAEHH OT EHH, HII0XKEHH HA rabaneHTHH.

IIpoyuBaHKaTa NPH XKUBOTHH NMOKA3BAT PeNpPOAYKTHBHA TOKCHUHOCT {BXK. Touka 5.3).

IabaneHTHH MoOXe Ja ce M3NOJ3Ba IO BpeéME Ha IObPEHA TPHMECTBHD Ha GPCMCHHOCTI‘a, axko ¢
KIHHHYHO HeoOXoaHMO.

Crobluara ce 3a HEOHATalEH CHHAPOM HA OTHEMAaHE IIPH HOBOPOAEHH C in ufero €KCIO3ULUA HA
raGaneHTHH. EAHOBpeMEHHATa €KCMO3HLMA Ha rabaneHTHH M ONMHOMAM Mo BpeMe Ha OpeMeHHOCT
MOKE 4a MOBWIUH PHCKa OT HEOHATaJeH CHHAPOM Ha oTHemaHe. Hoeopoxenure tpabea na ce
MPOCIESAABAT BHHMATETHO.

Kspmene

["abanenTin ce exckpetupa B kppmara. [lopaau ToBa, ye edekThT BbPXY KbPMaueTo € HEM3BEeCTeH,
TpAGBa BHAMATEIHO Ja C€ NMPELEHH NMPHJIaraHeTo Ha eKapcTBEHHA MPOAYKT NPH KbPMELIH MaikH.
labanenTiin Tpabea na ce H3NON3BA NP KbPMELUM MAHKH, CaMO aKO MOM3ATA KATETOPHYHO
HaJBHLLABA PHCKA.

DepTUnuTeT

Hama edext BbpXy thepTHnHMTETa NPH NPOYYBAHHATA BLPXY KHBOTHH (BXK. TO4Ka 5.3).
4.7 EdexTH BLpxy ciocobHocTTa 33 modupane u pabora ¢ MalIHHK

[abaneHTHH MOBAMABA B NIeKa MM YMepeHa cTelleH croco0HOCTTa 3a WwodHpaHe U paboTa ¢
mainian., [abaneHTHH RAMAE BLPXY LEHTPANHATA HEPBHA CUCTEMA M MOGKe 112 MPHYKMHHA CHLHIHBOCT,
3aMaiBaHe WK APYrH CBLp3aHy cuMnToMu. Jlops H Aa ca ¢aMo ¢ JIeKa WiIH yMepeHa CTeneH, Te3H
HeXeNIaHH peakLMH MOXke Ja €a MOTEHUHAMHO ONACHH 3a NallHEHTH MpH 10¢gHpaHe HIH paboTa ¢
mawnHy. Tosa e BanuaHo 0cofeHO B HAYATIOTO HA NIEUCHHETO W CNel NOBHILABAHE HA 7103aTa.

4.8 HekenaHn TeKAPCTEEHH PEAKIHA
HexenaHnWTe NeKapcTBEHH peakUWH, HabNiOJaBaHH MO BpeMe Ha KIHHHYHHTE npqusau

NpoBeeHH NPY eNMHIENICHs (10ITLIBALIA H MOHOTEPANHA) W HeBponaTHa Oonka, ca npeacTai :
B 0611 CMHACHK NIO-A0NY, PYNMPaHH MO KNac W YeCToTa: (MHOTO 4ecTH (> 1/10); yectn

,f,'\.
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Koraro ¢ HabnmonaBaHa HexxenaHa pcaklHg € pa3nHYyHa 4Y€CTOTa MNPH PA3IHYHHTC KNAHHYHH
Npoy4eaHHA, TA ¢ 3allHCaHa ¢ Haif-BHCOKaTa OTpai¢Ha JeCTOTa.

JOIMBTHHTENHH HEXKENaHH peakuMH, AOKNAABAHH N0 BPEME HA MOCTMAPKETHHTOBHA ONMT, ca
BKJIIOUYEHH ¢ HEM3BECTHAa YeCToTa {OT HAaJMYHHTE JaHHH He Moxke 7a ObJe HanpaBeHa OLleHKa),
NpeAcTaBeHH ¢ KYPCHB B CIIMCBKA N0-10IY.

[Tpn BCAKO rpymupaHe B 3aBHCHMOCT OT YECTOTaTa, HEXETaHHTE NEKAPCTBEHH peaklM# ce
H36pOABAT B HU3XOAALL Pel MO OTHOLIEHHE Ha TAXHATA CEPHO3HOCT.

CucTemo-opranen knac

Hexenana JAEKAPCTBEHA PEAKUHA

Hudexuun n nudecTanunu

MHoro gecTH

BHpYcHa HH(eKus

YectH

NIHEBMOHHSL, peCTIHpaTOpHA HHEKLMA, HH(EeKUNI HA MTUKOYHHTE
NBTHILA, OTHTHC MEAHa

Hapywenus HA KPBBTA H 1K

mMpunara cucrema

YecTH

JNECBKONCHKA

C HEeM3BECTHA 4ECTOTA

mpomb'oyumonen [£304

HapymeHns HA MMYHHATA CHCTEMA

HeuecTn

anepru4yHy peakuyH {Hanp. ypTukapus)

C HeH3BeCTHA YecTOTa

CUHODOM Ha CEPLXUYECIMEUMERHOCT (CUCIEMHA PeaKyls ¢

{ BDOMENTUBH CUMNTROMY, KOUINO MO2am OG KI0MEan mpecka,
obpua, xenamum, AUMBAOEHONRAMUR, COIUHOPUAUR, KAKMO
ROHAKO2A OpY2u cumnnmomu), araguaakcus (6xc. mouxa 4.4)

Hapymenns Ha MeTa001H3Ma H XpPaHEHETO

Yectn AHOpeKCHs, MOBHUIEH ANIETHT

Hedectu XHNEPriHKeMua (Haki-uecTo HaOMOAABAHA NPH NALHEHTH ¢
nHabeT) ;

Penxu XHNoraukeMus (Haii-uecto HabmoAapaHA NIPH NALHEHTH ¢ j

C HeM3BECTHA Y€CTOTA

IMcHxnuHR HapyHICHHA

Janaber)

XUNORAMPUEMLA

Yectu BpakneGHOCT, OOBpKBaHE H EMOLIMOHATHA Na0HIHOCT, AeTpecHs,
TPEBOXHOCT, HEPBHOCT, aGHOPMHO MHCTNIEHe
Heuectn BL30Oyaa

C HeM3BeCTHA YecToTa

HapyuieHusi HA HEPBHATA CH

Muoro uectH

| CYUWUONG UOCQIUR, XATIOYURAYUN, NEKAPCMBERA 3A6UCUMOCH

cTEéEMA

COMHOICHTHOCT, 3aMadHOCT, AaTAKCHA

Yect

KOHBYJ/ICHH, XUMIEPKUHE3HH, AU3ADTPHA, aMHE3UH, TPEMOD,
Be3cuHuHe, rnaBoGoiHe, YCelllaHHA KaTo MapecTe3t, Xu
HapylleHa KOOPIHHAUHA, HHCTATBM, 3aCHIEHH, TIOH
MncBaiy pednexcu

Heuectn

XUNOKHHE3HA, YMCTBEHO YBPEXKIAHE
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Penxu aary0a Ha cL3HaHUe

C HeM3BeCTHA HeCTOTA Opyau O8UAMENHU HADYWERWR (HAND. X0peoamenosd,
QUCKUNEIUR, QUCTIOHUA)

Hapyumienna Ha 09HTe

YecT 3PHTEIHH HapYLIEHHA KaTo aM6J'lH0]'lH$I, AHILNONHA

Hapymends Ha YX0TO H JAGHPHHTA

YectH CBETOBBPTEK

C HemnsBecTHa YecTOTa MUHUMYyc

CobpaeyHH HAPYWIeHHA

HeuectH NaNNHTALHH

CbA0BH HapyUIeHHA

Yectn XHIIEPTOHHA, BAa3OTHNaTAlIHA

Pecnnparoplm, rPbAHH H MEAHACTHHAJHH HAPYHICHHAA

Yectn AucrHes, GPOHXHT, (PapHHIHT, KALWAWUE, PUHHT

Penku pecnuparopHa fenpecks

Cromamuo-y peBHH HAPYII€HHHA

Yectn NOBpPBINaHe, raneHe, 350HH AHOMANMH, THHTMBHT, IHapH3,
KOpEMHa Gomca, AHCTIETICHA, 3allCK, CYX0Ta B yeTaTa Wi
rBpAoTO, (PNaTyIeHIUs

Heuectn Aucarua

C HeM3BECTHa YecToTa RAMKpeamum

XenaToOHAHAPHH HADYIIECHHA

C HeH3BECTHA YeCToTa XERAMUI, HCBATREHUYA

HapymeHHd Ha K0XKaTa H NOAKOKHATA ThKAH

Yectn ' IMLEB efeM, MYpITypa, 4eCcTO ONIHCBAHA KATO HATLPTBAHE B
pe3ynTar Ha $usHdecka TpaBMa, 0OpHB, NPYPHTYC, aKHE

C HenapecTHa YecToTa ‘cundpom  wa  Stevens-Johnson,  moxcuuHa — enudepmanHa
| Hexponusa, awWeuoedem, epumema Myamugpopme, anoneyus,
| Rexapcmeen 0BpUE ¢ O3UNOGUANA U CUCTREMHU CUMTIIOMU (8IKC.
| mouka 4.4)

HapymieHns Ha MYCKY/JJHO-CKEJIETHATA CHCTEMA H CheAHHHTETHATA THKAH

T
Yectu | aprpanris, Muanrud, 60JKa B rbpba, MyCKYJIHO MOTPENBaHe

. o :
C HeUZBeCTHA YecToTa | PAbOOMUORNU3A, MUOKIOHYC, 000CTMPANE HE MUACMENUR 2PABUC

Hapyuiennn Ha 650pennTe H THKOYHHTE IBTHINA

C HeH3BeCTHA YecToTa I[ocmpa 6pOpena HedOCIMamBYHOC, UHKOHMUHEHIUA yd

Hapymemm HA BLINPOH3IBOAHTEIHATA CHCTEMA H I'EPAATA

YecTH [ UMINOTEHTHOCT

10




C HeW3BeCcTHA YeCTOTA xunepmpogust Ha ZbPOAMA, ZUHEKOMACIIUR, CEKCYANa
QUCHYHKYUR (6KTIOYUMENRHO NPOMERY 8 TUDUOOMO, HaPVIEHUA
HQ AKYAAYUAMQ U AHOP2AZMUA)

O6mu Hapymenns H eeKTH HA MACTOTO HA NPBJICKEHHE

MHoro yectH yMopa, Tpecka

Yectn nepudiepeH exeM, HapyllieHa MOXoKa, acTeHuA, 6onka, obio
HEPa3NOoNmKeHHe, FPHNONoA06eH CHHAPOM

Heuectn reHepanu3MpaH efeM

C Heu3BeCTHA YECTOTA peaxyuu na omemane®, 2peona boaka. Cvobwasa ce 3a cayyau

HQ 6HE3aNHA, HEOBACHUMA CMBDM, KAMO NPUYUHHO-CIE0CBENa
GPBIKA C ASUEHUSNO C 2abanenmun He e yemanoeend.

HicnegBanusg

Yectn HamaneH 6poi 6enM KpbBHH KIETKH(NIeBKOLMTH), MOKauBaHe HA
TeNecHOTO Terno

HeuectH MOBHINEHH CTOHHOCTH HA YePHOAPOOHHTE (YHKLUHOHAHH
tectoe CI'OT (ACAT), CI'TIT (AJTIAT) u 6unupyOun

C HEW3BECTHA YECTOTA nosuuiena Kpeamun gocgoxunasa e kprema

Hapammamm, OTPABHHHH H YCNIOKHEHHA, BLIHHKHAJH B PE3Y/ITAT HA HHTEPBEHIHH

Yectn HHLIKIEHTHO HapaHABaHe, GpakTypa, abpazus

Heudectn najgaHe

* HabnropaBaHH ca CHMITTOMM Ha OTHEMaHE CleA NpeKpaTsBaHe WNH HAMAlABAHE Ha J03aTa Ha
KpaTKOCPOYHO M ABIrOCPOMHO NeveHHe ¢ rabaneHTHH. CHMITTOMH Ha OTHEMaHe MOTaT Jia ce MOABAT
CKOpO cJieq MpeKpaTABaHE WIH HAMaIABAHE HA 103aTa, 0OHKHOBEHO B paMkHTe Ha 48 daca (Bxk.
TouKa 4.4).

Ilo Bpeme Ha NeuerHeTo ¢ rabaneHTHH ce choblnasa 3a c1y4yau Ha OCTLP MaHKpeaTHT. Bpw3kara ¢
ralaneHTHH € HescHa (BXK. To4ka 4.4).

IpH MaLHEeHTH HA XEMOAHANTH3a, MOpPaAM TepMHHAIHA 6B0peyHa HeAOCTATEYHOCT ¢e choblliaBa 3a
MHOMNATHA ¢ TIOBHILIEHH HHBA HA KpeaTHHKWHA3ATA.

3a uHGbEeKUHH HAa PeCTIMPATOPHUTE MTBTHLIA, OTHTHC MERHA, IbpYoBe W OpOHXHT ce crobuasa camo
B KIHHHYHHTE NPOYUBAHHA NpH jAeua. B KNMHMYHNTE NMPOYYBAHWA MPH A€LA TOMBIHHTENHO CE
¢poDIABA YECTO 38 ArPeCHBHO NOBEICHHE H XHIIEPKHHEIHH.

Cro0lasaHe Ha NOAOIHPAHH HEKETAHH PeakiHH

Cro0IaBaHETO HA MOAO3HPAHH HEXENAHH PEAKLIMH el paspellapaHe 3a ynotpeba Ha
JIEKapCTEEHHA MPOAYKT € BaxkHOo. ToBa MO3BONABA A2 NPOABIKH HabNoAeHHETO Ha
CLOTHOLIEHHETO I0N134/PUCK 32 IEKAPCTBEHMA IPOIYKT. OT MCIHUIHHCKHTE CTICHHANMHCTH ce
H3HCKEA Ja cLobILaBaT BCAKA NOJO3MpaHa HeXXeNlaHa peakima upes: ManbsaHUTenHa areHusus no
nexapcTearta, ya. ,,Jamau [pyes” Ne 8, 1303 Codua, Ten.: +359 2 8903417, yebeaiit:

www.bda.bg.

4.9 IIpexo3upane

Octpa, }HBOTO3aCTpalllaBallla TOKCHYHOCT TIPH Npeo3UpaHe ¢ rabaneHTHH B 03H (f
Habmonasada. CHMATOMMTE Ha Npeao3HpaHe ca GITU: 3aMasHOCT, ABOMHO BIKNAHE),
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CHHJIMBOCT, 3ary0a Ha Ch3HAHHe, JeTaprud H Jieka AuapHd. BCHUKM NaiHeHTH ca ce Bb3CTAHOBIIH
HambAHO ciied noaxaspxaua Tepanui. Hamanenara abcopbuma Ha rabaneHTHH Npy Npuem HA no-
BHCOKH 1034 MO>Ke 1a OrpaHiyH abcopOuusTa IpH NpeAo3npaHe, KaTo Mo TAKBB HAYHH CE HAMAABA
TOKCHYHOCTTA NMpPH Npefo3npaHe.

[peno3upanero Ha rabaneHTHH, ocobeno B koMOuHauma ¢ apyru notuekam LHIHC nekapersenn
NPOTYKTH, MOXE 18 JOBEJE A0 KOMA.

Bbnpeky, e rabaneHTHH Moxke Ja Obae oTCTpaHeH OT IMPKYIALHATA ¢ XEMOIHATH3E, HATHBHHAT
ONMT NOKA3Ba, Ye TOBa OOMKHOBEHO He € HeoOXxoauMo. Bonpeku Toba obade, MPH IALHEHTH C TEXKO
610pedHo yBpexaaHe XeMoAHATH3aTa MoXe Na Ob/e MoKasaHa.

l'[epopaJIHaTa JICTAJIHA 7034 Ha rabaneHTHH He e Ouna YTOYHCHA NPH MHIIKH H MILXO0BE, KOUTO C2A
nomyuunu ao3u ao 8000 mg/ke. ITpH3HauMTe Ha ocTpa TOKCHYHOCT [P JKUBOTHH Ca BRJIIOYBAIH:
arakcHi, 3aTpyAHEeHO JnllaHe, ITo3a, HaMalleHa aKTHBHOCT WIH BB30yna.

5. ®APMAKOQJIOTMYHH CBOMCTBA
5.1 ®apmakoinHAMHYHH CBOHCTBA

(apmakorepanesTHuHa rpyna: Jpyrid AHTHeNHNeNTHLH
ATC kom: NO2BF01

MexaHH3EM Ha AciCTBIHE

I"'aaneHTHH TECHO NPEMHHARA B MOIEKA H NPeJOTBPATABE NPUNaAbLM NP peaHa KHBOTHHCKH
Mozenu Ha emunencus. [abaneHTuH He npurexasa apuHuTeT KbM GABAA win GABAB
pellenmTopHTe, HHTO NpoMens Metabonusma Ha GABA. He ce cenpaea ¢ apyru
HEBPOTPaHCMHTEPHH PELISITTOPH B MO3bKA H He B3aUMOAEHCTBA ¢ HATPHEBHTE KaHAIH.
I'aGaneHTHH ce cBBP3Ba ¢ BHCOK adHHHTET ¢ 028 (anda-2-aenrta) cybeanHHNaTa Ha BONTAXK-
JABMCHMHMTE KATLHEBH KAaHAJIH M CE NPESANONAra, Y& CBLP3BaHeTo ¢ 028 cybenuHMIIaTa MOXE 12
HIrpac pojis B NPOTHBOTBEPYOBHTE €deKTH Ha rabaneHTHH NpH ®KUBOTHH. CKPHHHPAHETO HA TOIAM
ofeM JaHHH He NPEANoIara Apyra NPHLETHA 32 MEIHKAMEHTa CTPYKTYpa, pazlM4Ha oT a2d.

JlaHHHWTE OT peaHLa IPEIKITHHHYHH MOJIENH NOKa3RaT, Y€ (apMakoNOrniHaTa aKTHBHOCT Ha
rabaneHTHH MOXe a ce MeHHpa NOCPEACTBOM NOHWKaBaHe Ha ocBoBosNaBaHeTo Ha BB30yAHH
HEBPOTPAHCMHTEPH B YACTH OT LIEHTPAIHATA HEPBHA CHCTEMA, Ypes CRLp3BaHe ¢ 025, Taiu
AKTHBHOCT MO3KE /12 TOJKpers NPOTHROrPUYOBOTO AciicTBHe Ha rabanenTHH. [IpeacTon na ce
H3ACHH 3HAYMMOCTTA Ha TOBA AEHCTBME Ha rabaneHTHH No OTHOLIEHHE Ha MPOTHBOIbPUOBHTE
edeKTH NpH Xopa.

TabaneHTHH noka3ea e)UKACHOCT H NPH PeANLA NPEAKAHHUYHM JKHBOTHHCKH GOTKOBH MOJEIH.
[Tpenmonara ce, 4e cnewU4HOTO CELP3BaHe Ha rabaneHTHH 026 cyGeaUHUIIaTa BOJK A0
HAKOJKO Pa3iHYHM AeHCTBHA, KOUTO MOXKe JIa ¢a OTTOBOPHH 33 aBANTETHYHOTO AeHCTBHE NPH
MKEBOTHHCKH MOJIeIH. AHANPeTHYHOTO OeHCTBHE Ha rabaneHTHH MOXKE 1a MPOHIXOMAA OT
rprOHa4YHMA MO3BK, KAKTO H OT MO-BHCIIH MO3BYHH LIEHTPOBE, Upe3 B3aHMOAEHCTBHA ©
HH3XOAALIKMTE, HHXHOMpaIy 60IKATA MbTHILA. 3HAYEHHETO HA TE€3H NPEAKIHHHYHH CBOHCTBA 3a
KJIHHHYHOTO NeHCTBKE MPH X0pa € HEM3BECTHO.

Knannuna ehHkacHOCT H H€300aCHOCT

|
3HAYHMA pasnuxa B 50 % 4ecToTa Ha OTTOBOPHIIMTE B T10/13a Ha rpynaTa Ha rabareHTutt BcpaBHeHne -

¢ mnaueGo. JONbJIHHTENHAW aHaNiM3H Cleld 3aBbpLIBAHE Ha IIPOYUBAHETO Ha qgcfppm-re S:
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OTTOBOPH/IMTE YYACTHHLM [0 BB3PacT He NOKA3BAT CTATHCTHYECKH 3HAUMM €(eKT Ha Bb3pacTra
KATO HENPEKBCHATA W KATO AMXOTOMHA BeTHYHHA (BB3pacToBH rpynH 3-5 v 6-12 roaunu). Jlannure
OT TO3M JOIMBJHHTENEH aHATH3 CNIe] 3apbplIBaHe HA MMPOYYBAHETO €A NMPEICTABCHH B ClICAHATA
Tabnuua:

Otropop (2 50% ¢ nogoOpeHKe) No JIeYeHHe H BL3pacT
MITT*nonynauus
Br3pacTosa kaTeropus [Inaue6o IabanenTnn P-CroiinocTt
< 6roaMiHa BH3pacT 4/21 (19,0%) 4/17 (23,5%) 0,7362
6 10 12-rogmuna Bu3pact | 17/99 (17,2%) 20/96 (20,8%) 0,5144

*The modified intent to treat population - MoaudHUHpanaTa MOMy:1aLKa ¢ HAMEPEHHE 33 JICUEHHE
€ IeMHMpPAHA KATO BCMYKH MALMEHTH, PAHIOMH3HPAHH HA NPOYYBAHWA MEJMKAMEHT, KOHTO ca
HMaJIH TOJHH 33 OLEHKA JHEBHHLIA HA TIPHCTHIMTE, NPENOCTABEHH 3a 28 IHH, KAKTO Ha M3XOIHO
HHBO, Taka B B JBOHHOCAANATa (asa.

5.2 @apMAKOKHHETHYHH CBOACTBA

Abcopbuus

BBpxoBHTe MiasMeHH KOHLEHTpalMH Ha rafaneHTHH ce Habmoaasat B paMKUTE Ha 2-3 4aca ciel
nepopaneH NpHeMm. BHOHaMHM4HOCTTa Ha raGanedTH (dact ot abcopbupanara nosa) nokassa
TEHEHLHA KbM HaMaJisBaHe ¢ NOBHILIaBaHe Ha A03aTa. AGCOMOTHATA OGHOHANMYHOCT Ha Kancyna
ot 300 mg e npudamzuTenHo 60%. XpaHata, BKI. ¢ BHCOKO ChIBDKAHUE HA Ma3HHHK, He OKa3Ba
KIMHHYHO 3HaYHM eJeKT BbpXy $apMakoKHHETHKATa Ha rabaneHTHH.

dapMakoKHHETHKATa Ha rabaleHTHH He ce MOBNHABA OT MOBTApsNl ce NMpHeM. BhhpekH ue,
IIa3MEHHTE KOHIEHTPalHH HA Ta0anedTHH B KIMHUYHY 1POYUBAHHSA Ca OWIH 0OHKHOBEHO MEXKTY
2 pg /ml u 20 pg /ml, TakuBa KOHLUEHTpaLUMH HE Ca MOKA3aTeNHW 3a (€30MACHOCTTa MIH
e(pUKaCHOCTTA.

(dapMaXOKHHETHYHHTE NapaMeTpH ca AafcHH B Tabanua 3.

Tabnuna 3

O6061menne Ha cpenHuTe croiiHocTH (%CV) Ha GpapMaKOKHHETHYHHTE NapameTpy Ha
raGaneHTHH B CTALIHOHAPHO CHCTOAHUE CEN IPHEM Ha BCekH § waca

DapMakoKHHETHYEH 300 mg 400 mg 800 mg
napaMeThp N=T7) (N=14) (N=14)
Cpenna |%CV | Cpeana %CV | Cpenna %CV
Cunax (pg /ml) 4,02 (24) 5,74 (38) 8,71
tmax (B} 2,7 (18) 2,1 (54) 1,6
Tz (h) 52 (12) 10,8 (89) 10,6
AUC (0-8) 248 (24) 34,5 34 514
pgehr/ml)
Ae% (%) HH HH 47,2 (25) 344
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Cnax = MakcuManBa rna3MeHa KOHIEHTpaLHsA OpH CTALHOHAPHO CHCTOAHHE

tmax = Bpeme go aocturare Ha Cinax

T2 = [loAy»®MBOT Ha eTHMHHMpAHE

AUC(0-8) = Inow noa xpUBaTa Ha ITA3MEHATa KOHLIEHTPALIMA B BPEMETO B CTALIMOHAPHO
ChCTOAHHE 3a Bpeme ot 0 no 8 4aca cnea nosara

Ae% = llpoueHT 0T f03aTa, EKCKpETHpaHaTa B HElIPOMEHEH BHJ, B YPHHATa 3a BpeMe oT {
no 8 yaca cnen aozara

HH = He e HanuuHO

Paznpenencuue

Ta6anesTHH He Ce CBbLP3Ba ¢ IUIAa3MEHHTe TIPOTEHMHH H HErOBHAT 00eM Ha pasmpenaenesue 57,7
nutpa. IIpH NalMEeHTH ¢ enUnencHs, KOHUEHTPAUMHTE Ha rabaneHTHH B rphOHaYHO-MOIBLYHATA
TeYHOCT ca npuOnusuTenHo 20% OT CBOTBETHHTE CTAUMOHAPHW MHMHHMMAJIHH IUIa3MEHH
KOHIEeHTpalMH. ['aGaneHTHH ce OTKPHBA E KbPMaTa HA KEPMELLM XEHH.

Buotpanchopmanus

Hsama naHHM 3a MeTaboIH3BM Ha rabaneHTHH mpH Xopa. [abaneHTHH He HHAYLMpa YepHORPOOHH
OKCHJIA3HH €H3HMH ChC ¢MeceHa (PYHKIMA, OTTOBOPHH 3a JIEKapCTBEHHR MeTab0Iu3LM.

EnumuHupane

TabaneHTHH ce eNMMHHHUPA HEMPOMEHEH caMo upe3 OBOpeUHa eKCKpeLHa.
IMonyxUBOTHT Ha eTMMHHHpaHe Ha TadaneHTHH HE 3aBHCH OT A03aTa W € okono 5 a0 7 waca.

IIpH nauMeHTH B CTapu¥ecka BH3PACT H [IPH NaLUHEHTH ¢ HapymeHa 60pevna ¢pyHKUNMS, MIasMEHUAT
KIMpLHC Ha rabameHTHH ¢ HamaneH. KOHCTaHTaTa Ha CKOPOCTTa HA €THMHHHPAHE, TUIA3MEHHMAT
KNHpBHC M OBOpeuHHa KIHPBHC Ha rabaneHTHH ca NpPaBONpPONOPLUHOHANIHA Ha KPEaTHHHHOBHA
KJIIHPBHC.

laGanenTH MoXe na Obje OTCTpaHEH OT IUIa3Mata ¢ XxeMogHanusa. Ilpenopbusa ce KOpHrupaHe
Ha [034Ta [IPH NALMEHTH ¢ KOMIpOMeTHpaHa O610peuHa GyHKINA KK NAUHEHTH Ha XEMOIHAIW3A
(B¢ Touka 4.2.)

dapmakokHHeTHKAT2 HAa rabaneHTHH NPH fela € onpeaeneHa npy 50 30pasyu HHAMBHIH Ha Bb3PacT
or 1 mecey a0 12 roagunn. Kato mano niasMeRHTe KOHIUEHTPAIlMH Ha rafaneHTHH NpH Jeua Ha
BB3PAcT HaA 5 rOJMHH ¢a NoJOOHH Ha Te3H TIPW BB3PACTHH NpH ao3upaHe B mg/kg.

BbB dapMakOKHHETHYHO MPOYYBAHE NPH 24 3ApaBH NEAWATPHYHH HHANBHAN Ha RB3pacT Mexay 1
mecen M 48 mecela ca ycraHoBeHH NpUOMH3HTENHO 30% no-Hucka excno3uuma (AUC), no-Hucka
Ciax H NO-BHCOK KJIMPBHC 32 TEJIECHO TErM0, B CPABHEHHE ¢ HATMMHMTE CHOOLIECHH JaHHM 32 Jela
Ha NoBeue OT 5 FOARHH.

JIuHeiiHOCT/HeNHHEHHOCT

bHoHaTHUHOCTTA Ha rabanewTuH (vact ot abcopbupanata Aosa) HaMaLdBa ¢ YBENIHYaBaHEe Ha
103aTa, KOETO NpHIaBa HEIMHEEH XapakTep Ha (apMaKOKHHCTHYHHTE MAapaMeTPH, BKMIOYBAIIH
MapaMeTbpa 3a GHOHAIMYHOCT (F) nanp. Ae%, CL/F, Vd/F. (Dapmaxoxmefmka'ra Ha enumnnum

Ja ce npeABUAAT OT JAHHHTE CIIE] e.IIHOKpaTHa J03a.

53 IMpeaxTHHHIAEH JaRHA 33 6€30MACHOCT
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KapuHHOTEHHOCT

['abanenTHH ¢ npusarad B XxpaHarta Ha MHLIKH B 1030 oT 200, 600 1 2000 mg/kg/neH W Ha TUTBXOBE
B d03H ot 250, 1000 u 2000 mg/kg/neH B npoakkeHHe Ha 2 rogHHH. CTATHCTHYECKH 3HAYMMO
MOBHINABAHE HA YSCTOTAaTa Ha AlHHAPHOKJIETHYHH TYMOPH Ha MaHKpeaca € 6110 YCTAHOBEHO caMo
nNpy MbXKKHTE IUTbXOBe NpH Haif-BHcOKaTa No3a. MakcHMaNHHTe [U1a3MeHH KOHLEHTpallHH Ha
JISKApCTBOTO MPH IUTbXoBe 3a fo3ata ot 2000 mg/kg/nen ca 6unn 10 mbTH HO-BHCOKH, OTKOJKOTO
M1a3MEHHTE KOHLUEHTPALHH B HOBSLIKUA OPraHHIBM NpH 1o3a 3600 mg/nen. ALHHAPHOKIETLYHHTE
TYMOPH Ha NaHKpeaca PH MBXKHTE [UTBXO0BE €a ¢ HHCKA CTeNeH Ha MATMTHEHOCT H HE NOBIHABAT
PEKHBAEMOCTTA, HE METACTa3HpaT WIM HHBa3HPaT B OKONHHTE THKaHH H ca NofoOHH Ha Te3H,
HaOnonaraHH NpH KOHTPOJHHTE XKHBOTHH. Bpb3kara Ha Te3H MAHKPEacHH alMHAPHOK/IETHYHM
TYMOPH NPH MBKKHTE TUThXOBE C KAHUEPOTEHHUS PHCK 32 HOBEKA € HeACHa.

MyrarenHoct

[abaneHTHH He NMOKa3Ba NeHOTOKCHYEH MoTeHuMan. [abaneHTHH He € MyTareHeH in vitro TpH
CTAHJAPTHHTE TECTOBE ¢ OAKTEPHATHH KNETKH WIH KIeTKH oT OosaiiHuun. [abameHTHH He
npeaH3BHKa CTPYKTYPHH XPOMO3OMHH afepallu¥ B KIeTKH oT 603alHHLM HHTO in vitro, HUTO in
Vivo, H He IPENH3BHKa (OPMHpaHe Ha MHKPOHYKJIEYCH B KOCTHHA MOIBK Ha XaMCTEpH.

Hapyinenrd na depriidrera

He ca HabnmronapaHH HexeNaHH epeKTH BbpXY DEpPTIIHTETA H PeNpoIyKTHBHATA COOCOOHOCT NMpH
mwrbxoBe B 8031 10 2000 mg/kg {npubnuanTenHo ner NbTH NOBeYe OT MAKCHMATHATA AHEBHA 1034
3a XOpa, OnpefieieHa 3a eIMHHIA TeNECHa NOBLPXHOCT B mg/m?).

TeparoreHHocT

labaneHTHH He YyBeAW4aBA 4ECTOTATa Ha ManQOpPMAUMMTE B CpaBHEHHE C KOHTPOIHTE B
MIOTOMCTBOTO Ha MMLLKH, IUIBXOBE HIIH 3aiiud npH 803W cLoTeeTHO 50, 30 4 25 NBTH, MO-BHCOKH OT
JHEBHATa A03a OpH 4oBeka ot 3600 mg (CLOTBETHO YETUPH, NET WK OceM ITLTH [IOBEYE OT J{HEBHATA
A034 IPH 4OBEK, H3MEPEHa B mg/m?).

I'abaneHTHH npuypHABa 3a0aBgHe Ha OCH(HMKALMATA Ha 4epena, NPEILUICHHTE, KOCTHTE Ha
TpeAHHTE U 33JHHTE KPaliHHLM NIPH TPH3a4H, KOETO € MOKA3aTe/IHO 32 peTapaliMg Ha pacTexa Ha
peryca. Tezu edekTH ce moseaBar, Korato 6peMEHHH MHILKH MONYYaBaT NEPOpatHo Ao3u ot 1000
unu 3000 mg/kg/nen B nepHoaa Ha OpraHOreHe3aTa ¥ Ha IWILXO0Be - no3u ot 2000 mg/kg npeau n
Mo BpeMe Ha NepHoAa Ha YHTocBaHe M pe3 niutata 6pemeHHoct. Tesu noau ca npubnnzutenso |
10 5 MLTH NO-BHCOKH OT A03aT4 NpH Xopa ot 3600 mg, namepena 3a mg/m>.

He ca 3abena3aun yepexxaanna npH OpeMeHHH MMILIKH, Ha KOUTO € JapaHa Jo3ata oT 500 mg/kg/nen
(oxono % oT AHeBHaTa N03a 33 Xopa B mg/m>).

VBenuuapaHe Ha YeCTOTATA Ha XHAPOYpeTep H/HIH XuapoHedpoza e HabmoaasaHa NpPH ILTBXOBE,
Ha KOHTO € jJaBaHa no3a ot 2000 mg/kg/nen B mpoyuBaHe Bbpxy ¢epTHnHTeTa M o0IIarTa
penponykums, 1500 mg/kg/nen B nmpoyusane 3a TepatoreHHocT U 500, 1000 i 2000 mg/kg/aeH B
NePHHATATHO K MOCTHATAIIHO NPOYYBaHe. 3HAUEHHETO HA TE3M Pe3Y/ITATH HE € H3ACHEHO, HO TE ca
OWNH CEBP3aHH ChC 3a0aBeHO pasBUTHE, Te2H /103K ¢a ChILO NPHGIHIUTENHO | X0 5 IBTH NO-BUCOKH
OT yoBeLIKATA 4033 OT 3600 mg B mg/m?.

B TepaTonorH4HO NpoyyBaHe NMpH 3aiiM YBENHYEHHE Ha YECTOTATA HA TMOCTHMILI
3aryba Ha mnoja € HACTBIHNO NpH OpeMEeHHM KEHCKH, NpueMald 4o3d oT 60,
mg/kg/neH no BpeMe Ha opraHorenesaTta. Te3n no3m ca oxono 0,3 a0 8 nbTH No-BHcOK] gr
no3a nipu xopa ot 3600 mg B mg/m”, ['panuuuTe Ha GE30NACHOCT ¢A OrPAHHYEHH,
pHCK OT noaoGHH eeKTH NPH XOpa.
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6. OAPMAIIEBTHYHH JAHHH

6.1 CnHCEK HA TOMOIHHTE BEIIECTBA

Crovpocanue Ha Kancyaama.
JlakTosa

[lapeBu4HO HHLIECTE
Tank

Kancyana obeuska.
JKenarun
Turanos auokcua {(E 171)

6.2 HechbBMECTHMOCTH

Henpunoxumo.

6.3 Cpox na rognoet

3 ronHHU

6.4 CoenHajHH YCJ10BHA HA ChXPAHEHHE

Ha ce chxpansara npe Temnepatypa noa 25°C.
Ja ce cpxpaHaBa B OPHIHHAIHATA ONMAKOBKA.

6.5 Bua H chABpXkaHHE HA ONAKOBKATA

bnucrep or PVC/anymunnii ¢ no 10 6pos TBPIH KancCyiH,
OnakoBkH x 20, x 50 u x 100 TBLpAM Kancyny.

He BCHYKM BHAOBE ONAKOBKM MOrat Aa 0baT MyCHATH B ipoaaxkda.
6.6 Cnenua/IHA Opeanasnd MePKHK IpH A3XBLpJIAHE/ H paboTa

Hama crieliHanHH H3HCKBAaHHA.

7. NPUTEXATEJ HA PASPEIIEHHETO 3A YIIOTPEBA

Worwag Pharma GmbH & Co. KG
Flugfeld-Allee 24

71034 Béblingen

Iepmanua

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

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

E-mail: info@woerwagpharma.com

8. HOMEP HA PAZPEIIEHHETO 3A YIIOTPEBA

20060711
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9. JATA HA TBPBO PA3PEINIABAHE/ [IOJHOBSIBAHE HA PASPEIIEHHETO
3A YIIOTPEBA

Hara va mepeo pazpernenue: 08 lekemppu 2006 1,
Jlara Ha nocnenHo noaHoBaeade: 12 fAxyapu 2012 .

10, JATA HA AKTYAJIN3HPAHE HA TEKCTA

02/2026
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