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KPATKA XAPAKTEPUCTHKA HA ITPOAYKTA

1. HME HA JIJEKAPCTBEHHUS ITPOAYKT

['abaramma 300 mg TBBpAH KancyaH
Gabagamma 300 mg capsules, hard

2. KAYECTBEH H KOJTHYECTBEH CbCTAB
Bceska Tebpaa kancyna chabpka 300 mg rabanentus (gabapentin).

IToMOLIHO BELECTBO ¢ H3BECTHO NEHCTBHE
Beska tebpaa kancyna ot 300 mg cuabpika 67,5 mg nakrosa.

3a NBJIHKA CIIHCHK HA MOMOIIHKTE BEIECTRa, BHXKTE ToUKa 6.1.

3. JIEKAPCTBEHA ®OPMA

Tevpaa kancyna

I'a6aramma 300 mg TBLPAM Kancyly: TBEPIA HKEJIaTHHOBA KaICyJla ¢ *KBJITO HENPO3pauHO TAJIO U
Kamnayve.

4. KJ/IMHUYHHU JAHHH

4.1 TepaneBTHYHH NOKA3AHHSA

Enunencus

I'abaneHTHH e noka3aH 3a J00aBbyYHA Tepanua NpH JEYEHHE Ha NapLHaIHH MPUCTBIHK CbC WK O3
BTOpHYHA FeHEPATH3aLMs IPH Bb3PACTHH H Jlelia Ha Bb3pacT 6 1 noBeye roJHHH (BX. To4ka 5.1).

I"abaneHTHH e MOKa3aH 32 MOHOTEpanHs 3a JIeYeHHe Ha NapLXAIHU NPUCTBIN Cbe WK 6e3 BTOpHYHA
reHepain3alis MPH Bb3PaCTHH M IOHOIIH Ha Bb3pacT 12 ¥ noBeye rofiMHH.

Jleyenne Ha nepudepHa HeBponaTHa OoJika

['abanenTnH e nokasaH 3a Jieuenue Ha nepudepHa HesponartHa Gonka, kaTo GonesHeHa 1HabeTHa
HEBPONATHA H NMOCTXEPNETHYHA HEBPAIIHsA [IPH BBE3PACTHH.

4.2 Jlo3upoBKa H HAYAH HA NPHJI0KEHHE

HOSH pPOBKa

B Ta6nuua 1 e onMcaHa cxema Ha THTPHpaHE 3a 3aMO4YBaHE HA TEPAnuATa 3a BCHYKH MOKA3aHMA,

KOATO Ce MpenopbYBa MPH Bb3PacTHH H IOHOLIH Ha BL3pacT 12 W noseye roJiMHH. e
Ilpu neua Ha BB3pacT noa 12 roauHu ykasaHWsTa 3a J03HpaHe Ca MpPE/ICTABEHH B ome.nno_ ?
1o/3ar1aBye 1o-J40J1y B Ta3H TOUKA. /&Y §

Tabnuua 1 I &

Cxema Ha [lozupane — Hauanno Turpupane




Hen | Hen 2 HeH 3

300 mg BeaHbK 300 mg aBa neTH 300 mg Tpu nBTH
AHEEHO JHEBHO JHEBHO

ComnpaHe Ha NeyesHeTo ¢ rabaneHTHH

B choTBeTCTBHE ¢ HaCTOAIATA KNMHHYHA [IPAKTHKA, KOTATO & HANAra NPEKpaTABAHE Ha TepanHaTa
¢ raGaneHTHH, ToBa TpaGBa Ja ce HANpaBH MOCTENEHHO, 3a MepHOX Haii-Mamko | ceaMuua,
HE3aBHCHMO OT NOKA3AHHETO.

Enwnencua

Ilo [IPHALAI €TIHIENCHATA HIWCKBA IBJINOCPOYHO JIEUEHHE. I[OBH[)OBK&T& CC onpenena ot
JICKYBAaIKA JI€Kap, B CbOTBETCTBHE ¢ HHIHBHAYATHATA NOHOCHMOCT H C(]JHK&CHOCT.

Bvapacmmuu u wonowu

B xmuuuunn npoyusanus, eeKTHBHHAT 1030B muTepBan € ot 900 mg go 3600 mg aueswo.
TepanunsaTa moxe na 6eae 3an04YHaTa ¢ THTPHPAHE Ha [03aTa, KAKTO € onmMcaHo B Tabauua 1, wim
ypes npunarane Ha 300 mg Tpu nbTH Ha aen (TT1J]) B dew 1. Cnex ToBa, BL3 OCHOBa Ha
HHAWBHAYANHWS OTTOBOP M [MOHOCHMOCTTa HAa TALUMEHTA [AHEBHATA [03a Moxe aa Obae
NONLIHHUTENHO YEETHYABaHa Ha cTHIKH 1o 300 mg/aen npes 2-3 aHW 1o MaKCHMaIHa A03a ot 3600
mg/nen. [Ipn MEAMBHIYaTHH MALMEHTH MOXKE /1A € NOAXOASING NMo-0aBHO THTPHPaHe Ha A03aTa Ha
rabanenTHH. MHHHMaNTHOTO BpeMe 2a JlocTHraHe Ha fo3a ot 1800 mg/neH e eaua cemmuna, 3a
noctrrane Ha 2400 mg/nen e obuio 2 cenmuuy, a 3a gocturade Ha 3600 mg/nen e o6mwo 3 ceamuun.
Hosu no 4800 mg/ nen ca ce nonacsnu aobpe No BpeMe Ha ABATOCPOYHM OTBOPEHH KIIMHHYHH
npoy4eanHus. Obmara nHeBHa no3a 1pabea na Gbae pazgeneva Ha TPH €IHHHYHM J03H, KAaTo
MAKCHMAITHHAT HHTEPBAN MEXTy N03uTe He Tpabpa fa HaneHara 12 yaca, 3a 1a ce NPELOTBpaTH
10MBaTa Ha KOHBYJICHH.

Heya na evspacm 6 u nosevue 200unu

Hauanuara no3a Tpabsa aa sapupa ot 10 1o 15 mg/kg/nen n edextupnara nosa ce gocrura upes
BB3XOIALIO THTPHPAHE 3a nepyos oT npubansuTenHo 3 a4, Edextupnara nosa va rabanentis npn
Aeua Ha 6 ¥ noseye roaunu € 25 a0 35 mg/kg/nen. dosu no 50 mg/kg/nen ca noHacsuu no6pe B
ABLIATOCPOHHO KIMHHYHO mpoyuBaHe. (O0mara AHeBHa No3a TpaOea na Gwae pasgeneHa B TpH
€IHHHYHH 1034, MAKCHMATTHHAT WHTEpBaJl OT BPEME MEKIY N03MTE He Tpabsa Aa HagpHuiaBa 12
yaca.

He ¢ Heof6xoaMMO MOHHTOpHpaHE Ha IUTA3MEHHTE KOHLEHTPaLMM Ha rafanedTuH, 3a Ja ce
ONTHMM3upa TepanuaTa ¢ rabanenTrH, OcseH Toa ralaneHTHH MOXe 1 ce mpunara B KOMGHHALHS
C APYTH AHTHENWIENTHYHH JIEKAPCTRCHH MNpPOAYKTH, 0€3 ONMaceHWA OTHOCHO TIPOMAHA Ha
IJIA3MEHMTE KOHLEHTPAMM Ha rabaneHTHH WM Ha CEPYMHMTE KOHLEHTpalWM Ha JpYTHTe
AHTHEMIIENTHYHH JIEKApCTBEHH NPOYKTH.

Nepudepna HeBponaTHa 6onka

Bw3pacmnu

TepanusTa Moxe Oa 3amouHe ¢ THTPHpPaHE HAa [03aTa, KaKTO € OfIMCAHO B Taﬁnuua{']’. Jpyra -
BB3MOXHOCT € HavalHaTta Jo3a aa 6pae 900 mg/nen, npunarana pasfeneHa Ha TPH PaBAKH-JO3H.
Cnen ToBa B3 OCHOBA Ha MHAMBHIYATHHA OTI'OBOP H MOHOCHMOCTTA HA NAUMEHTA ,uqsara MOKe 1a
OBb1e NOTTBIHHTETHO YBENIHYABAHA Ha CTHIKH 0T 300 mg/ned npes 2-3 AHN 10 MAKCHMANHA 034 OT
3600 mg/nen. IIpy MHAMBHOYATHM NALMEHTH MOXKE Aa € MOAXOAAUIO NO-0aBHO Ty'rp,l«ipaﬂe Ha
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Ro3aTa Ha rabaneHTHH. MMHMMaNHOTO BpeMe 3a JOCTHraHe Ha no3a oT 1800 mg/meH e exma
CceIMHIa, 3a JocTHraHe Ha 2400 mg/neH ¢ ofmo 2 ceamuuy, a 3a aocTrraHe Ha 3600 mg/nen e o610
3 cenmunn.

EduxacHocTra 1 GesonacnocTra npH neueHHe Ha nepudepHa HeBponaTHa Gonka, kato Gonka npu
AuabeTHA HEBPOMATHA ¥ NOCTXEPNETHYHA HEBPAITHS, HE ¢4 H3CTEBAHH B YCJIOBHATA Ha INTHHHYHH
MpOYYBAHHMS ¢ MPOABIDKHTENHOCT HA JICYEHHETO Haj S5 Mecelld. AKO NpY DAUMEHTa Ce Hauara
TIPHIOKEHHE 33 CPOK HaA 5 Mecela 3a Neyenue Ha nepudepHa HeBponarHa Gonka, NEKyBauIHAT
nexap TpabBa fa HalpaBH OLEHKA HA KIMHAYHOTO CCTOSHHE HA MALMENTA W 13 OTIpeeNy [aiH e
HeoOXOIMMa JOITBIHATENHA TEPAIHS.

HHC!Q!KHHH 38 BCHYKH 00J1aCTH Ha TECPaNeBTHYHHTE MOKA3aHHA

Ilpy nmauveHTH ¢ BiOWIEHO OOLIO 3APABOCIOBHO CHCTOAHME, T.e. HHCKO TEJIECHO TErNo, ciea
OpraHHa TPaHCIUIAHTAlMA M T.H., A03aTa TpAOBa 1a ce THTpHpa no-6aBHO, KaTo Ce H3MON3Ba MO-
HHCKATa KOHUEHTPALMA WK TI0-ABJITH HHTEPBAIH MEXNCTY NMOBHILABAHKATA HA NO3KMPOBKATA.

Crapuecka pE3pacT (Hag 65 roanHmM)

[1pu nauMeHTH B CTapuecKa BE3PACT MOKE Ja € HAIOKHM KOPEKLIMS Ha J034aTa NOpaju otciabpaHe
Ha ObOpeunara ¢pyHkumMa ¢ Bb3pactTa (8. TaGnmua 2). TpH nauMeHTHTe B CTapuecKa BB3PacT €
BB3MOMHO NO-HECTO J1a e TIOABABAT COMHONEHTHOCT, MEPHEPEH OTOK M aCTeHMA.

b16peuHo yBpexnaHe

Kopexuus na no3ara ce npenopbupa NpH NALHEHTH ¢ KOMAOPOMETHpaHa GL6peuna GyHKIHMa, KaKTO
e onucaHo B Tabnuua 2, ¥ /WiH IpH nauMeHTH Ha XxeMoauanuza. [abanentun 100 mg kancynu Moxke
A3 ce W3NON3BA 33 CMA3BaHE Ha [PENOPBKHTE OTHOCHO J03aTa MpH naumeHtH ¢ Onbpedna
HEOAOCTATBYHOCT.

Tabnuua 2
JO3UPAHE HA TABATIEHTHH T1PH BBL3PACTHU B CITOPEJ] FLEPEUHATA DOYHKLIMA

KpeatunauHos wiHpbHe (ml/min) Ob6ma aHerHa no3a® {mg/nex)
> 80 900 — 3600

50-79 600 — 1800

30-49 300 - 900

15-29 150° — 600

<15* 1505300

*OClata aHeBHa no3a TpaGBa Ja ce mpunara pasieicHa B TPH PABHM E€AMHMYHH J03H.
PenyunpanuTe 103H e M3MOM3BAT NpH NaUMEHTH ¢ OBOpeUHO yBpekaane (KPEaTHHHHOE KITHPBHC
<79 ml/min).

®IneBHata Ao3a ot 150 mg aa ce npunara kato 300 mg npea new.

"IIpy mauMeHTH ¢ KPeaTHHHHOB KIMpBHC <15 ml/min AHeBHara nosa Tpabsa ma ce HamamH
MPOTIOPIIAOHANHO HA KPEATHHHHOBHA KNHMPBHC (Hanp. MaHEHTH ¢ KPeaTHHWHOB KIHPBHC 7,5
ml/min TpsbBa Ja MOTyd4aBaT NONOBMHATA OT AHEBHATA [033, KOATO NONYYaBaT NALHEHTHTE C
KPEaTHHHHOB KIHpBHC 15 ml/min).

¥Ynotpeba npH nALHEHTH HA XeMOTHAIH3A

ke

[Ipn aHypHuHM MaUXEHTH Ha XEMOJHANH3a, KOHTO HMKOra He ca MomyuasanM rabGaneHTHH, Ce
npenopbysa HaToBapeaila fo3a or 300 mo 400 mg, cnex ToBa ce npuemar 200 g0 300 mg
rabaneHTHH, cnex BeekH 4 yaca xeMoHanHsa. B apwre Ges xemoananuza ne tpatra na, Ce mpunara
nedeHHe ¢ rabaneHTuH.



Ilpu naumenTyte ¢ yBpenena Gu0pedyna QyHKUMS Ha xeMoIManH3a, MONTBPXALATA 1038 HA
rabaneHTHH TpaGBa na e chobpaseHa ¢ NpenophKHTE 33 Jo3upane, npeacTaseny B Tabmuua 2. B
DONbIHEHHE KBM IIOAALDKALIATA [038 CE NpenopbyBa JONBIHHTENHO Clell BCeKH 4 waca
xeMonHanusa aa ce npuemar ot 200 1o 300 mg raGanesTHH.

Hauue Ha npuRoxeHHe

3a nepopaHo NPUICKEHHE.

I'abanenTun Moxe na ce TipiJIara cbe MM Ge3 xpaHa M kancyaTa Tpadea Ja ce noribia UAna ¢
AOCTaTBYHO KOJIHYECTBO TEUHOCT (Hanp. ¢ 4alia Boja).

4.3 IIpoTuBONOKA3aHHS

CBpbX4yBCTBMTENHOCT KM AKTHBHOTO BELIECTBO WNM KbM HSKOE OT NOMOMIHMTE BEILLECTBA,
136poeHH B TouKa 6.1.

4.4 Croenna/iHH npenynpeaaeHns H NpeAna3HH MEPKH NPH ynoTpebda

Texkn KokHH HexenanHn peakliun (Severe Cutanecus Adverse Reactions, SCARs)

Tesxxku koxHH HexenaHu peakwu (SCARs), BrniountenHo cuHapoM Ha Stevens-Johnson (Stevens-
Johnson Syndrome, SJS), TokcuuHa enupepmanHa Hekponisa (Toxic Epidermal Necrolysis, TEN)
H JieKapeTBeH oOpuB ¢ eosmnodwiua # cucteMHn cuMnToMl (Drug Rash with Eosinophilia and
Systemic Symptoms, DRESS), kouto Moxe fa ca sKMBOTO3aCTpallaBally K C IETANEH W3XOJ, ca
¢poOLIEHH BBB BPh3ka C neveHHeTo ¢ rabanenTuH. [lpu mpeanncsaneto nauweHTHTE TpAGBa Ja
ObIaT HHGOPMHpPAHM 33 NPH3HALMTE W CHMITOMHTE M Oa Obaar HabmIOAABaHH ¢ TIOBMIIEHO
BHHMaHHe 33 KOXHH peakuyH. [Ipy nossa Ha IpH3HALIM H CHMIITOMH, TOKA3ATETHH 32 TE3H PEAKIIMH,
npueMtT Ha rabaneHTHH TpaORa He3abaBHO Ja cripe H Aa ce OOMMCIH ANTEPHATHBHO JIEUCHHE
(cnopen HeoOXOAMMOCTTA).

Ako npu ynorpebata Ha rabaneHTHH MAlMEHTHT € pa3BWI cepuo3Ha peakuns kato SIS, TEN win
DRESS, neuenuero ¢ rabanesTHH NPH TO3K NALWEHT HUKOTa He TpsbBa Aa ce NOJIHOBSABA.

Awunadmnakcua

INabanenTus Moxe na npean3eMka aHadbnaakcud. [IpysHaumMTe M CHMOTOMHTE B JOKNAaNABAHHTE
ClIy4an BKIIOYBAT 3aTPYIHEHO OMIUAHE, MOLYBaHEe HAa YCTHHUTE, I'LPAOTO H €3HKa H XHMOTOHHA H
M3UCKEAT CTIELIHO JIEYCHHE,

[MaumenTure Tpabea na ObAAT HHCTPYKTHPAHH JIa CNIpaT NpHema Ha rabaneHTHH K He3abaBHO 1a
NOTBPCAT NIEKapCKa MOMOL, aKO MOYYBCTBAT NPH3HALM KIKM CHMNTOMH HA aHadWIakcHd (BiK.
Touka 4.8).

C!HgHgHa niacaunsd H MOoBENCHHE

CrobluaBaHu ca CyHUMAHA BACALMA H MOBENCHHE NPH MAIIMEHTH, JEKYBaHH ¢ AHTHENWNEIITHYHH
CPelCTBA 33 HAKOAKO NOKa3aHHA. Mera-ananu3 Ha paHIOMH3IHPaHH Mauebo-KOHTPONHpaHH
NPOYUBAHHA HA AHTHENWIENTUYHH NEKAPCTBEHH CPEACTBA ChUIO MOKA3Ba JIEKO MOBHILABAHE Ha
PHCKa OT CYHLHIHA Heauus U noBeaeHHe. MexaHH3IMBT Ha TO3H pHck € Heu3secTeH. CydaH Ha
CYHLHIHA HACAUHA H NOBeACHHE ca Hab/I0JaBaHN 110 BpeMe Ha NOCTMapKETHHTOBHA ONHT TpH
MALHEHTH, JIEKYBaHH ¢ rabaneHTuH (Bx. Touka 4.8). : ‘
ITaukenTHTe (M NHLATA, KOMTO ce IpWXaT 3a TAx) TpabBa Aa ObAAT MOCHBETBAHH ﬂa HOTHPCAT
ME/IHUMHCKA [IOMOLLL [IPK [10ABA HA MPH3HALM HA CYMUMAHA MACAIMA WIH NoreneHne, [launenTiTe
TpabBa na 6baaT HaGMONABaHH 33 IPU3HALK Ha CYHLHAHA MAEalNs H IOBEAEHHA H Ja ce oOMHCITH
noaxoaAuwo yeyenne. B coyvali Ha cyHlMAHA MOealns WM MoBeldeHHe TpabBa na ce oﬁmucnn
CIHpaHe Ha NeYeHWeTo ¢ rabaneHTHH. o



OcTbp NaHKpeaTHT
AKO NalMEHTLT pasBHE OCTBD MAHKPEATHT 1O BpeMe Ha neuenue ¢ rabameHTHH, Tpabea Aa ce
0oOMHCAH cliMpaHe Ha JIEUEHHETO ¢ rabaneHTHH (BX. Touka 4.8).

I'upuoee
Benpeky, 4e HAMa aoxkazaTeNicTBa 3@ HOBA IOABA HA IbpuOBE NpH Tepanua ¢ rabaneHTHH,

BHE3anHOTO NPeKLCBAHE HE AHTHKOHBYJICAHTHTE NPH NALMEHTH C ENHIENCHA MOXE 14 OTKIIOYM
~CTATYC eNWIENTHKYC" (BXK. TOUKA 4.2).

Kakto npu apyr# aHTHENMNENTHYHM NEKAPCTBEHH MPOXYKTH, MPH JeueHHe ¢ rabaneHTuH npu
HAKOH NMaLHEHTH MOXE 1a C& NOBHIUW YECTOTATa HA MBPYOBETE HIIH Ja Ce NOSBAT HOB THII FhPYOBE.

Kaxto npm pApyrH aHTHENHISNTHYHM JlEeKAPCTBEHM TNPOAYKTH, ONMTHTE Ja C€ OTTErJAT
€HOBPEMEHHO NPH/TAraHH AHTHEMHICNTHYHH JIEKAPCTBA TPH JeYeHHE Ha pedpakTepHH NAalMeHTH,
NpHEMAUIH TIOBEYE OT €HH AHTHEMWICNTHYEH NEKAPCTBEH MPOAYKT, C LleNl Aa Ce€ MOCTHIHE
MOHOTEpanua ¢ rabaneHTHH, ca ¢ HHCKA YECTOTa Ha YCIeX.

CmsTa ce, 4e rafaneHTHH He e eeKTHBEH cpelly MHPBHYHH [E€HEPAIM3IHPAHH I'EPUOBE, KATO
HanpHMep abcaHC, H MpPH HAKOM NALMEHTH MOMKE 1a BJOUIH Te3H rbpyose. [lopaau ToBa €
HeoOX0OMMO NOBHLIEHO BHHMaHHE TIPH H3MON3BaHe HA TalarneHTHH IPH MAlMEHTH ChC CMECEHH
rbpUOBE, BIIOUHTENHO abcaHcu.

Jleuenneto ¢ raaneHTHH € CBBP3aHO ChC 3aMasHOCT H COMHONIENTHOCT, KOMTO GHXa MOIIM Ja
yBelMYar NosABATd HA WHIHACHTHO HapaHsBaHe (manaHe). MMa cwlne W nocTMapKeTHHrOBH
cpobuienns 3a o6 bpKBaHE, 3aryba Ha CE3HAHHE H YMCTBEHO YBpexaaHe. 3aToBa nauMeHTHTe Tpa6sa
na OBJaT NOCLERETBAHH Na TMOAXOXKAAT ¢ IIOBHIICHO BHUMAHWE, AOKATO HE CBHKHAT ©
NOTeHUMANHUTE e(eKTH Ha JISUEHHETO.

Ennospemenna ynotpeba ¢ onHOWAH H ApYTH AenpecanTd Ha [THC

naIJ,HCHTH, TNPpH KOHTO €€ HIHCKBA €HHOBPEMEHHO JIeUeHHe ¢ nenpecanT Ha UCHTPaltHATa HEPBHA
cuctema (LIHC), BmouHTeNHO onHonAH, TpaGBa Aa 6baaT HabmoaaraHH BHUMATEHO 3a IPH3HALIH
Ha notickane Ha [IHC, karo coMHoneHTHOCT, cepaums W pecnipatopHa aenpecs. TlaunenTure,
KOMTO MPHEMAT €IHOBPEMEHHO rabaneHTHH 1 MOPdHH, MOXKE 1a Pa3BHAT MOBHIICHH KOHLEHTPAIHH
Ha rabaneHTHH. Jlo3aTa Ha raGaneHTHH WM eJHOBPEMEHHOTO JiCUeHHe ¢ JenpecaHTd Ha I{HC,
BKJIIOUHTETHO OMTHOKAH, TpabBa 1a Objie NoaxoAsIo HaManeHa (Bx. Touka 4.5).

Ilpenopbusa ce NOBHLIEHO BHHMaHHE IPH NPEANMCBaHe Ha rabaneHTHH eTHOBPEMEHHO ¢ ONTHOHIH
nopaau puck oT noTuckane Ha LIHC. B nonynaunonno-6asupano, 06cepBaliHOHHO NpoyYBaHe, THI
CJIy4aH-KOHTpOJIA [IPH NAUHEHTH, W3MON3BAIHM ONWHOHAM, E€AHOBPEMEHHOTO TpEANHCBAHE Ha
OTMMOM/IN H Ta0amnieHTHH CE CBBP3BA ¢ MOBHLUEH PHCK OT CMBPT, CEBP3aHa C ONMHOM, B CPABHEHHE ¢
ApeANHCaHHE Ha CaMOCTOATeNHa ynoTpe6ba Ha onMoKA (KOPHIHpPaHO ChOTHOLIGHHE Ha MIAHCOBETE
[aOR], 1,49 [95% CI, 1,18 o 1,88, p<0,001]).

PecnuparopHa nenpecus

["abanenTHH € cBLP3aH ¢ TexKKa pecnuparopHa aenpecHa. [lauuenTH ¢ HapylleHa pecnUpaTopHa
GbyHKUMA, pecnHpaTOpHO WM HeBponorvyHo 3abonaeane, 6uOpeuno yBpexkaaHe, enHOBpeMEHHa
ynorpeba Ha aenpecanTd Ha L{HC u nauuenTy B crapyecka Bb3pact MOXE Jia ca HANOXKEAH HA N0-
rofsM PHCK OT H3MHTBaHE HA Ta3H TeKKa HexkenaHa peakuus. BuaMoxHO € Ja ce HamoKn
ajlanTHpaHe Ha J103aTa NPH TE3H NAlLUEHTH. o

MHacTeHHA rpaBHC




I'abanentun Tpa6ea 1a ce H3NOM3BA C MOBHILEHO BHHMAHHE TIPH NALMEHTH ¢ MMACTEHHS TPABHC,
ThH KaTO MMa MOCTMAPKETHHIOBH CHODIIEHHA 3a CITy4an Ha 00OCTpPSHE Ha MHACTEHHS I'PaBHC TIPH
ynotpeba Ha rabaneHTHH.

Crapuecka BbapacT (Haa 65 roqvHH)

He ca nposexcnanu cHcTeMHH Npoy4YBaHHA ¢ rabaneHTHH TIpH MALMEHTH Ha BL3pacT 65 ¥ noseve
ropuHu. B nBoAHOCIANO NpoyuBaHE ¢ MALMEHTH ¢ HEeBPONaTHA GOJIKA ¢e YCTAHOBABA M3BECTHO
MOBHIIABAHE HA MPOLEHTA HA BL3HMKBAHE Ha COMHOMICHTHOCT, NMepud)epeH OTOK M acTeHHA NpH
NalMEHTH Ha BB3PacT 65 M noBeye rofMHH, B CpaBHEHHE C MO-MaaauTe nanieHTH, C H3KIFOYeH e
Ha Te3H Pe3y/NTaTH, KIMHHYHHTE H3CHCBAHAA B Ta3H BL3PACTOBA IPYNa HE TIOKA3BAT paiiHueH
NpodKN Ha HEXENaHHTE ChOMTHA, B CpaBHEHUe ¢ HaBMOAaBaHKA NPH NO-MJIAIHTE NALMEHTH.

IleapaTpHuHa mOMyIaLHs

Edextute oT awnarocpounaTa Tepanua (mosede oT 36 cenmMuumM) ¢ rabaneHTHH BLPXY YUEHETO,
MHTEIMFEHTHOCTTa M Pa3sBHTHETO TIPH JIELA M IOHOWMH He ca gobpe mpoyuend. Ilonsure or
IOBATOCPOYHA Tepanud TpAOBA 1a ce NPENEeHAT BHEMATEIHO CIPAMO NMOTEHUHATHATE PHCKOBE.

HenpaewnHa ynorpeba, noteHnuan 2a 310ynorpeta H 3aBHCHUMOCT

['abanenTMH MOXE na MpelH3BHKA JIEKAPCTBEHA 3aBUCHMOCT, KOATO MOKE [ia C€ NOABH OpH
TepanesTH4HH 103H. CrobinaBaHH ca ciTy4al Ha 3noynorpefa u HenpasiiHa yrorpeda. [TanmenTu
¢ aHaMHe3a 3a 3710ynoTpeda ¢ BEIIECTBA MOXKe 1A Ca ¢ NO-BHCOK PHCK OT HETPAaBWIHA ynotpeba,
310ynotpe6a H 3aBUCHMOCT OT TabaNeHTHH H ¢ HeoBX0AMMO MOBHIIEHO BHUMAHHE NpH ynoTpebarta
Ha rabaneHTHH ipy TakHBa nauHeHTH. [Ipeau npeannceane Ha raGaneHTHH PECKBT OT HENPABKITHA
ynotpeba, 3noynorpeda HAH 3aBHCHMOCT MPH NauuenTa TpbEa A2 Gbae BHHMATETHO OLEHEH.

INaunenTtuTe, TekybaHH ¢ rabanenTH, TpsabBa na 6baaT HAGMOMABAHM 3a NMPH3HALH M CHMITTOMM
Ha HempaBWNHa ynoTpeba, 3noynorpefa Wi 3aBUCUMOCT OT rafameHTHH KaTo pasBHBAaHE Ha
TONEPaHC, HeOOXOMMMOCT OT MOBHINABAHE HA 103aTa H MOBEJEHHE HA HACOUEHO TLPCEHE Ha
NEKAPCTROTO.

CHMNTOMH Ha OTHeMaHe

HabmonaBaHn ca CHMNITOMH Ha OTHEMaHe clefl NMPeKpaTABAHE WIH HAMANABAHE HA J034TAa Ha
KPaTKOCPOUHO H ABLITOCPOLHO NedeHue ¢ rabaneHTHH (BK. Touka 4.8), [lauueHTsT 1pabsa na 6uae
HHpOpMUpaH 3a ToBa NpM 3anoyeaHe Ha JeveHHeto. Haii-yecTo choGIIABAHMTE CHMITTOMH
BKJIIOUBAT TPEBOXHOCT, GeacbHue, rageHe, 6onka, U3NOTABaHE, TpeMop, raBobonue, aenpecus,
HEECTECTBEHO YCEIlaHe, 3aMasHOCT H 06110 HepaznonokeHHe, [10ABaTa Ha CUMIITOMM HA OTHEMAHE
MO3KeE /1a € MOKa3aTeNHa 34 IeKapCTBEHa 3aBUCHMOCT. AKO JIeUeHRETO ¢ rabancHTHH Tpabea na Gvae
NPEeKpaTeHo KM Ao3aTa Ja 6bae HamasieHa, ce MPENophYBa TOBA Ja C€ HATIPABH MOCTENEHHO B
NpPoAb/LKEHHE Ha Hai-Manko | ceMMLA, HE3ABHCHMO OT MOKa3aHHeTO (BX. Touka 4.2).

J1200paTOpHH H3CIEABAHHA

Morar ia 68T 0TYETEHH GANIIWBO NONOKHTENHH PEIYATATH PH NONYKOITAYECTBEHO ONPEAesHe
Ha oOm OGenTbk B ypHHaTa ¢ Tect-nenra. [Topagn ToEa ce mpenopbuBa MOTBLPKAABAHE HA
TOJIOKHTEIHHSA PE3YNTAT ¢ METOIH, OCHOBABALUH C€ HA APYT AHAJTMTHYEH NPHHLMT, KATO HAMpUMED
Guyperoea npoba, TypOMAMMETPHYHH WM OLBETUTEHM METOAH, WIH M3NON3BAHE WA
anTepPHATHBHHTE METOH OT CAMOTO HAualo.

TToMoUIHY BEIIECTBA ¢ H3RECTHO AekcTRHE:




Hen 1 Hen 2 Hen 3

300 mg BeaHBK 300 mg aBa mbTH 300 mg Tpu nbTH
JHEBHO JHEBHO JHEBHO

CnupaHe Ha JiedeHHeTo ¢ rabaneHTHH

B cboTBeTcTBHE ¢ HACTOALLATA KIMHHYHA MPAKTHKA, KOTATO Ce Hajlara npeKpaTaBaHe Ha Tepanuara
¢ rabaneHTuH, ToBa TpAOBa 1a ce HampaBH TOCTENEHHO, 3a TeEpHOA Haii-Manko | ceaMwuua,
HE3aBHCHMO OT MOKAa3aHHETO.

Enunencus

[To npuHIMN enmiencHATa M3UCKBA IBJITOCPOYHO NedyeHwe. JIO3MpOBKaTa ce ompeaens oT
NeKyBallHs JieKap, B ChOTBETCTBHE ¢ HHIMBH/YAIHATA [IOHOCHMMOCT M e(pHKACHOCT.

Bw3pacmnuu u ionowu

B wiMHMYHHM npoyuyBaHMA, eeKTHBHUAT 1030B uHTepBan e oT 900 mg no 3600 mg aueeHo.
TepanusaTa Moxe 1a Obae 3ano4HaTa ¢ TATPHpaHe Ha J03aTa, KakTo e onucaHo B Tabnuua 1, wim
ype3z npunarade Ha 300 mg tpu nbtH Ha aed (TIIJ) B Jlen 1. Cnen ToBa, BB3 OCHOBAa Ha
WH/MBHJYallHUs OTFOBOP H TOHOCHMMOCTTAa Ha TAlMEHTa [HEBHaTa 103a Moxe na Obae
JOIMBJIHUTENHO yBeIH4aBaHa Ha cTonkH 1o 300 mg/neH npes 2-3 aHM 10 MakcHMalHa ao3a ot 3600
mg/neH. [Ipy uHAMBHAYATHH NaLMEHTH MOXKe 1a € MOAXOAALLO Mo-0aBHO THTPHpaHe Ha J03aTa Ha
raGaneHTHH. MuHHManHOTO BpeMe 3a AocTHrawe Ha jgo3a ot 1800 mg/neH e emHa cenmwia, 3a
nocturane Ha 2400 mg/nen e 06mo 2 ceamuuy, a 3a JocTurade Ha 3600 mg/neH e obmo 3 ceqMuLH.
Jo3u no 4800 mg/ neH ca ce moHacanu AoOpe Mo BpeMe Ha ABATOCPOYHH OTBOPEHH KIMHHYHH
npoyusanusa. OOmara aHeBHa n03a TpsOBa na Obae pa3deneHa Ha TPH €IHMHHYHH NO3H, KaTo
MaKCHMAaJTHHAT MHTEPBaJI MEK/Ty I03HTE He TpsAOBa Na HajgBHInaBa 12 yaca, 3a 1a ce MpeIOTBPATH
nosiBaTa Ha KOHBYJICHH.

Heya na eévspacm 6 u noseve 200unu

Hauvannara nosa tpabsa na sapupa ot 10 no 15 mg/kg/nen u edexkrrBHaTa 103a ce AOCTUra 4ypes
BB3XOJAILO THTPHPaHe 3a nepuoa ot npubausurento 3 nuu. EdexruBnara no3a na rabaneHTuH npu
neua Ha 6 U noeve roguuu e 25 1o 35 mg/kg/nen. Mozu no 50 mg/kg/nen ca nonacsanu nobpe B
IBJIrOCPOYHO KIMHMYHO mpoyuBade. OOwwara aHeBHa no3a Tpabea na Obae pasneneHa B Tpu
€IMHHYHH 1034, MAKCHMAJIHUAT UHTEepBaJl OT BpeMe Mex 1y 103uTe He TpAOGBa Ja HaaBuuaBa 12
yaca.

He e HeoOxoaMMo MOHWUTOpHpaHe Ha IUIa3MEHWTe KOHIIEHTpaLMW Ha rabaneHTHH, 3a Ja ce
ONTUMH3Hpa TepanuaTa ¢ rabanentud. OcBeH ToBa rabaneHTHH MOJKe N1a ce npuiara B KoMOuHaLKs
C ApYrH AaHTHENMWIENTWYHW JIeKapCTBEHH MNpPOAYKTH, 0e3 onaceHHWs OTHOCHO MNpOMsHA Ha
[1a3MEeHHTe KOHLIEHTPalMH Ha rabaneHTHH WIM HAa CepyMHHMTE KOHLEHTPALMH Ha JpyruTe
AHTHENHIENTHYHH JIEKapCTBEHH MPOIYKTH.

[Nepudepna HeBponaTHa Honka

Bwspacmnu

Tepanusata MoKe Ja 3aNodHe C THTPHpaHe Ha 103aTa, KakTo ¢ onmcano B TaGnuua 1. Jpyra
BBH3MOKHOCT € HauaiHaTa j103a 1a 6bae 900 mg/aeH, npunaraHa pasjienieHa Ha TPH PABHK/I03H.
Crnesi ToBa B3 OCHOBA Ha HHIMBHIyaJTHHSA OTrOBOP H MOHOCHMOCTTA Ha MAlMeHTa 103aTa MOXe 1a
Obe NOMBIHKTENHO YBelHYaBaHa Ha cTbikH oT 300 mg/nen npe3 2-3 auu 10 Maxcméia.uﬂa 71034 OT
3600 mg/nen. Ilpy UHAMBHAYAIHM MALMEHTH MOXKE Ja € MoAXoaauo no-6aBHO i'mupaﬂe Ha
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no3ara Ha rabaneHTHH. MuUHMManHOTO BpeMe 3a JocTHradHe Ha no3a ot 1800 mg/nen e enna
ceaMHL, 3a nocTHraHe Ha 2400 mg/neH e 0610 2 ceamuim, a 3a focturaHe Ha 3600 mg/nen e 0610
3 ceIMHIIH.

EdukacHoctTa 1 Ge3onacHocTTa npH eyeHue Ha nepudepHa HeBponatHa Gonka, kato 6onka npu
nuabeTHa HEeBPOMATHS U MOCTXEPTIETHYHA HEBPAJITHS, HE Ca M3C/Ie/IBAHH B YCIOBHATA HAa KIIHHHYHH
NPOYYBaHHUA C MPOABL/DKMTENHOCT Ha JIeYeHWEeTO Haj 5 Mecela. AKO NpH NalMeHTa ce Hauara
NpUIOKEHHe 3a CPOK Haj 5 Mecelia 3a jiedeHHe Ha nepudepHa HeBponaTHa Gonka, JeKyBaLLMAT
nexap TpaOBa Ja HaNMpaBH OLIEHKA HA KITHHHYHOTO ChCTOSIHHE HA MAlIMEHTA W /1 ONpeJIeNH JalH €
Heo0X0MMa IOIMbIIHHTEITHA TeParTHA.

MHCTPYKIIHK 332 BCHYKH 00/1aCTH Ha TepaneBTHYHHUTE NMOKa3aHHUA

[Ipy maumeHTH c BiOWEHO OOWIO 3APaBOCIOBHO CBHCTOSHME, T.€. HHCKO TEJNECHO TErJo, Cliel
OpraHHa TPaHCIUIaHTaluA M T.H., 103aTa TpabBa na ce TUTpUpa no-6aBHO, KaTo ce W3MoJ3Ba no-
HHCKaTa KOHLIEHTPAlHA WIH M0-IbJITH HHTEPBAJIH MEXK/Ly MOBHLIABAHMATA Ha I03MPOBKATa.

Crapuecka Bp3pacT (Haa 65 roamMHm)

[1pH naiKeHTH B cTapyecka Bh3pacT MOXe J1a Ce HaJIOXKH KOPEKIIMA Ha 103aTa Nopaau oTciabBaHe
Ha 6bOpeynaTta QyHKUMA ¢ Bb3pacTTa (Bx. Tabmuua 2). [Ipy maumMeHTHTE B CTapuecKa Bb3pacT €
BB3MOXKHO 10-4€CTO Ja Ce MOABABAT COMHOJIEHTHOCT, NepH(epeH OTOK W aCTEHHS.

bubpeuHo yBpexaaHe

Kopexkuus Ha f103aTa ce npenopbyBa NpH NalUMEeHTH ¢ KOMIIpoMeTHpaHa 6b0peyHa GyHKLMUS, KAKTO
e onrcaHo B Tabnuua 2, ¥ /unu npy natHeHTy Ha xemoauanusa. ['abanentir 100 mg kancynu mosxe
Ja ce M3MO/i3Ba 3a Cra3BaHe HAa MpenopbKMTe OTHOCHO [J03aTa NpH NauueHTH ¢ OnOpeuna
HEJ0CTaTBYHOCT.

Tabnuua 2
JIO3BUPAHE HA 'ABATIEHTHUH I1PH BB3PACTHH B CIIOPE]] BLEPEUHATA ®VYHKIHUA
KpeatHHHHOB KJIHpBHC (ml/min) OG6ma aHeBHa no3a’ (mg/neH)
>80 900 — 3600
50-79 600 — 1800
30-49 300 — 900
15-29 1505 — 600
= |5° 150°- 300

20bmara aHeBHa mo3a TpAOBa na ce Mpunara paszfeleHa B TPH PABHM €IWHHYHH JI03H.
PenyuupanuTe 103H ce M3MON3BAT NPH NalHeHTH ¢ 6BOpevHO yBpexaaHe (KpeaTHHHHOB KIIMPBHC
<79 ml/min).

8Tuesnata no3a ot 150 mg na ce mpunara karo 300 mg npe3 aeH.

*[Ip¥ NaUMeHTH ¢ KPeaTHHHHOB KIMpBHC <15 ml/min nHeBHata no3a Tpabea na ce Hamalu
NPONOPIHOHATHO HA KPEeaTHHHHOBHA KIHPBHC (HAmp. MAlMeHTH C KPEaTHHWHOB KIMpBHC 7,5
ml/min Tpsa6Ba aa mojydYaBaT MOJOBMHATA OT JHEBHAaTa 103a, KOATO MOJY4YaBaT MaLMEHTHTE C
KpeaTHHHHOB KIMpBHC 15 ml/min).

yl'lg! [266& MpH NAalHEHTH Ha XEMOQHAIH34A

s

I'Ipn AHYPHYHH MAalHEHTH Ha Xe€MOJHajlh3a, KOMTO HHKOra HE ca MoJyHdaBalH raGaHeH'mH ce
npenopbuBa HartoBapeama 03a ot 300 mo 400 mg, cnex Tosa ce mpuemar 200 10 300 mg
rabaneHTHH, cnea Beeku 4 yaca xemoauanusa. B nuure Ge3 xemoananusa He Tpadea na!ce npunara
neyeHue ¢ rabaneHTHH.



[lpu nmaumenTHTe ¢ yBpeaeHa ObOpeuHa dyHKUMA Ha XeMoaManu3a, NOAALPXKAlLATa 1033 Ha
rabaneHTHH TpAOBa 1a e choOpaszeHa ¢ MpenopbKHTe 3a J03HpaHe, npeacrapeHd B Tabnuua 2. B
JOMBbIHEHHE KbM MOJbPKALIATA 71033 Ce NpenopbuBa JONMBJIHHTENHO clel Bceku 4 daca
xemozananuza aa ce npuemar ot 200 a0 300 mg rabaneHTHH.

HauuH Ha npuIokKeHHE

3a nepopasiHO NPHIIOKEHHE.

l'abaneHTHH MOKe Aa ce mpwuiara cbC WK Oe3 XpaHa W Kancynara TpsaOBa Ja ce MmoribLia usna ¢
JOCTaTHYHO KOJHYECTBO TEHYHOCT (HAMp. ¢ Yala Boja).

4.3 IIpornBonoxa3anus

CBp‘bX‘[yBCTBHTCJIHOCT KbBM AKTHBHOTO BE€LHECTBO HIIH KBM HAKOE OT IMNOMOLIHHTE BELIECTBA,
u30poeHu B Touka 6.1.

4.4 Crnenna/jilHi NpeaynpeKAeHHs H MpeANa3HH MePKH NPH ynoTpeda

Texku koxkHM HexenaHH peakimu (Severe Cutaneous Adverse Reactions, SCARs)

Texku KoXkKHHU Hesxenanu peaki (SCARSs), BKIrOuMTETHO CHHAPOM Ha Stevens-Johnson (Stevens-
Johnson Syndrome, SJS), Tokcu4Ha enuaepmanHa Hekposiuza (Toxic Epidermal Necrolysis, TEN)
M JieKapcTBeH o0pHB ¢ eosuHO(uIHA M cucTeMHH cuMnTomH (Drug Rash with Eosinophilia and
Systemic Symptoms, DRESS), kouTo MOske J1a ca }KUBOTO3acTpalllaBallld HIH C JIETANIEH H3X0], ca
cBOOLIEHH BBB Bpb3Ka ¢ nevenuero ¢ rabanentud. [Ipu npennvcsaHero naumeHTHTe TpsAbBa na
ObaaT MHGOPMHMpaHH 3a NpH3HALMTE W CUMNTOMMTEe W Ja ObaaT HabmolaBaHH C TMOBHIIEHO
BHHMMaHHe 3a KO)KHH peakuuu. [Ipu nossa Ha pU3HALK U CUMITTOMH, NIOKA3aTeTHH 3a Te3H PeaKlluH,
npueMbT Ha rabaneHTHH TpaOBa He3abaBHO Ja cripe M Ja ce OOMMCIHM ITEPHATHBHO JICYEHHE
(cnopen HeobxoaumocCTTa).

Axo nipu ynotpebarta Ha rabaneHTHH NAaLMEeHTHT € pa3Bui cepro3Ha peakuus kato SJS, TEN wiu
DRESS, neuyeHueTo ¢ rabaneHTHH NPH TO3M NallMEeHT HUKOra He TpaOBa J1a ce NoHOBABA.

AnHadunakcus

I'aGaneHTHH MOKe 1a mpean3Buka aHadwnakcusa. [Ipu3HauMTe M CUMNTOMUTE B JOKIaJBAHUTE
cJly4ad BKJIIOYBAT 3aTPyAHEHO AMINAHE, MOAYBaHE HAa YCTHHTE, MbpOTO M €3MKa M XMIIOTOHMS M
M3HMCKBAT CIELIHO JIeYEeHHE.

IMaienTHTe TpAGBa na ObAAT HHCTPYKTHPAHH 11 CTIpaT nMpHeMa Ha rabaneHTHH U He3abaBHO Ja
NOTHPCAT JIEKApCKa MOMOIIL, aKO MOYYBCTBAT MPU3HALM WK CUHMITTOMH Ha aHaduIakcus (BXK.
Touka 4.8).

CyuumaHa uaeauus ¥ NoBeJIeHHE

CrobimapaHy ca CyWIM/IHA HAEALMA W [TOBE/ICHHE NPH NalMeHTH, JIEKYBaHH ¢ aHTHETHIIENTHYHH
CpeJICTBA 3 HAKOJIKO Moka3zaHus. MeTa-aHanu3 Ha paHIOMH3HPaHH MU1a1le00-KOHTPOIHPaHH
NPOYYBAHHS HA AHTHEMMIIETITHYHH JIEKAPCTBEHH CPEICTBA ChIIO MOKA3Ba JIEKO NOBHIIABAHE HA
pHCcKa OT CyMLMHA Haealus U noBeJeHHe. MeXaHH3MbT Ha TO3H PHCK € HensBecTeH. Ciryyau Ha
CYMUM/IHA /ealus U NOBe/leHHe ca HabMIOIaBaHH 110 BPEMe Ha NOCTMAPKETHHIOBHSA ONHT IPH
NaLMEeHTH, JIEKYBaHH C rabaneHTHH (BX. Touka 4.8). .
[NaunenTuTe (M NMUATA, KOUTO CE IPIDKaT 3a TAX) TpsOBa na O6BAaT MOCHBETBAHH ﬂa NOTHPCAT
Me/IMIMHCKA NOMOLI TIPH NOSBA HA NPU3HALMA Ha CYHIMIHA Waeauns Win noseaenue, [lauuenrure
TpsGBa na Gbaar Habur0AaBaHK 32 PH3HALM HA CYMLIMIHA HICALIMA H NOBEJCHHA H JIa C¢ obmucIH
NOAXOAIIO NieyeHHe. B cryuail Ha cyMumaHa Maeauus WIM noseJieHue TpaOGBa J].a ce oOMHCTH
CNHpaHe Ha JIeYeHHETO ¢ rabaneHTHH. \



OcTbp naHkpeaTHt

AKO MalMeHTBT pa3BHe OCTbP MAHKPEAaTHT MO BpeMe Ha JieyeHHe ¢ rabaneHTHH, TpsAbGBa na ce
0OMMCITH CIIMpaHe Ha JiedyeHHeTo ¢ rabaneHTHH (BxkK. Touka 4.8).

I'spuose

Benpexn, ye HAMa noKasaTencTBa 3a HOBa MOsfBa Ha I'bpPYOBE NpH Tepanusa ¢ rabaneHTHH,
BHE3aMHOTO MPEKBCBaHE HA AHTHKOHBYJICAHTHTE NMPH NALMEHTH C TMJIENICHA MOXE /1a OTKJIIOYH
,,CTaTyC eNUIenTUKYCc™ (BK. ToUKa 4.2).

Kakro [pd APYrd aHTHENMWJIENTHYHH JIEKAPCTBEHH MPOAYKTH, IPH JICYEHHE C rabaneHTHH IpH
HAKOH NMalHEHTH MOXE J1a C€ MOBHLIH YECTOTATa Ha 'bPYOBETE HJTH Ja CE€ NOABAT HOB THII I'bPHOBE.

Kakro npu Jpyrd aHTHeNWIENTHYHH JIeKApCTBEHH NPOAYKTH, ONHTHTE Ja Ce OTTerJAT
€IHOBPEMEHHO MPHJIaraH| aHTHENTHJIENITHYHH JIEKapcTBa MpH JieYeHHe Ha pepaKkTepHH MalMeHTH,
npHeMallli MoBeYe OT €IWH AHTHENWIeNTHYeH JIeKapCTBEH MPOAYKT, C LeJl 1a ce MOCTHrHe
MOHOTepanus ¢ rabaneHTHH, ca ¢ HUCKA YeCTOTa Ha ycrex.

CwmsTa ce, ye rabaneHTHH He € e(eKTHBEH cCpelly MbPBMYHH T€HEPAIM3HUPAHH I'bpPYOBE, KaTo
Hanpumep abcaHc, M NPH HAKOM MAaLMEHTH MoxXe Aa BiowM Te3n rbpyose. [lopaau ToBa e
HeoOX0MMO MOBHMIIEHO BHMMaHHE MPH M3MOJI3BaHE Ha rabaneHTHH NMPH NMalMEHTH ChC CMECEHH
I'bpUOBe, BKIIOYHTENHO abcaHCH.

JleyeHreTo ¢ rabaneHTHH € CBBP3aHO ChC 3aMaAHOCT M COMHOJIEHTHOCT, KOWTO OMXa MOriM aa
YyBEJIMYAT MofABaTa Ha MHIMOEGHTHO HapaHfABaHe (majgaHe). Mma cbIIO M NMOCTMapKETHHTOBH
cbobiieHns 3a 06bpKBaHe, 3aryba Ha Ch3HaHHWE H YMCTBEHO YBpeXK/laHe. 3aToBa NMalMeHTHTe TpadBa
na Obaar nNoChBETBAHM [a TMOOXOMKIAT ¢ TMOBHMIICEHO BHHMAaHHWE, JIOKaTO HE CBHKHAT C
MOTeHHATHUTE e(eKTH Ha JIeYEHHETO.

EnnoepeMenHa yrorpeba ¢ onmMouau M apyry aenpecadHTd Ha [THC

[MauxeHTH, NPH KOMTO Ce U3MCKBA eIHOBPEMEHHO JIeYeHHe ¢ IeNPecaHTH Ha LieHTpaJiHaTa HepBHa
cucrema (I{THC), BxmounTento onwouau, Tpadea aa 6baat Habmo aBaHH BHUMATENTHO 3a NPH3HALIA
Ha notuckane Ha LIHC, kaTto coMHONEHTHOCT, cenaums M pecnupatopHa aenpecus. IlauuenTure,
KOWTO MPHEMAT €JHOBPEMEHHO rabaneHTHH H MOPOHH, MOXKE /1a Pa3BHAT MOBHIIEHH KOHIIEHTPALIHH
Ha rabamenTHH. [lozata Ha rabaneHTHH WM eJHOBpeMEHHOTO JieyeHHe ¢ aenpecaHTd Ha LIHC,
BKJIKOUHTEITHO OMHOMAM, TpabBa Aa 6b/e noaxoAs1lo HamaieHa (Bxk. Touka 4.5).

[penopbyBa ce MOBHIIEHO BHHMaHHE MPH NPeANUCcBaHe Ha rabaneHTHH €THOBPEMEHHO C ONTHOM/IA
nopaau puck ot notuckaxe Ha LIHC. B nonynaunonHo-6aszupano, o6cepBallHOHHO NPOyYBaHe, THII
Cy4aii-KOHTpONa TPH NAlHeHTH, M3MON3BALIM OMHOMIH, €JHOBPEMEHHOTO IpEeANMCBaHe Ha
ONMHOMIM M rabaneHTHH ce CBBbP3Ba C NOBHLIEH PUCK OT CMBPT, CBbP3aHa ¢ ONTHOHK/L, B CPABHEHHE C
NpeAnkcaHie Ha caMOCTOATENHA ynoTpe6a Ha ONHOMJL (KOPUTHPaHO CHOTHOLIEHHE Ha IIaHCOBETE

[2OR], 1,49 [95% CI, 1,18 1o 1,88, p<0,001]).

Pecnuparopha fenpecus

[abaneHTHH e CBBpP3aH ¢ TeKKa pecnuparopHa aenpecus. [laumenTn ¢ HapylieHa pecniMpaTopHa
(YHKLMA, PeCMpaTOPHO WM HEBPOJIOTHYHO 3abonspaHe, 6bOpeuHO yBpekKaaHe, eIHOBpEMEHHA
ynorpeba Ha nenpecanti Ha L{HC u naumeHTy B crapyecka Bb3pacT MOKe 1a ca W3JI0KeHH Ha 110~
ronsM PUCK OT M3MMTBAHE HA Ta3M TEXKKA HeXenaHa peakuus. Bb3MOXkHO e Ja’ce’ Hamomu-
ajlanTHpaHe Ha 103aTa MpH Te3H MaLHEeHTH. / '

MuacTeHHs rpaBHC




["abanenTun TpAGBa 1a ce U3MON3BA C MOBHIIEHO BHHMAaHHE NPH MALMEHTH C MHACTEHHUS IPaBHC,
TBH KaTO MMa NOCTMApPKEeTHHIOBH ChOOIIEHHS 3a CTy4au Ha 000CTpAHEe HA MHACTEHHS TPaBHC MpPH
ynotpeba Ha rabaneHTHH.

Crapuecka Bb3pacT (Haa 65 roIMHH)

He ca npoexaaHH cMCTEMHH NPOY4YBaHUA ¢ rabaneHTHH NpH NaLMEeHTH Ha Bb3pacT 65 u nopeue
roaMHu. B nBoiiHOCnANO nmpoy4BaHe ¢ MAaLMEHTH ¢ HeBpomaTHa GOJKa ce YCTAaHOBSBA M3BECTHO
MOBHIIIABaHE HA MPOLIEHTa Ha BB3HWKBAHE HAa COMHOJIEHTHOCT, TMepH(epeH OTOK H acTeHHA TPH
NalHeHTH Ha BB3pacT 65 1 NoBeye rofiMHH, B CPaBHEHHE C NMO-ManuTe naikedTH. C H3KIIOYeH e
Ha Te3H pe3y/ITaTH, KIMHHYHWTE M3CJIE/IBAaHMA B Ta3H BB3PAcTOBa rpymna HE MOKa3BaT pa3iHyeH
npodun Ha HexkenaHuTe cbOUTHA, B CpaBHeHHe ¢ HaOJI0JaBaHus MPH NO-MJIaJIMTe NaLMeHTH.

[lepuaTpyyHa nomynamnus
EdekTture oT abarocpouHara Tepanus (mosedye oT 36 ceaMHiM) ¢ rabameHTHH BBPXY YYEHETO,
HHTEJIMNeHTHOCTTa M Pa3BUTHETO MpPH Jela W IOHOWM He ca nobpe mpoyuyeHd. Ilomsure ot

ABLIAroCpoyHa Teparus 'rpﬂﬁsa Ja c€ NpEeUucHAT BHUMATEJIHO CIIPAMO MOTCHIHAJIHHTE PHCKOBE.

Henpasunua VHUI‘DEG@LI]UI‘CHHHHJ'I 3a 3510ynorpeda ¥ 3aBHCUMOCT

['abaneHTHH MOXe Na nNpead3BHKa JIeKapcTBEHa 3aBMCUMOCT, KOATO MOKe Ja C€ MMOSBH IIpH
TepaneBTH4HU 1034. ChobluaBaHy ca ciryyau Ha 3noynorpeba u HenpaBuiHa ynorpe6a. [lauueHTH
C aHamHe3a 3a 3710ynoTpeba ¢ BelecTBa MOXKe Ja ca ¢ N0-BHCOK PHUCK OT HenpaBW/IHa yrorpeba,
310ynoTpeba 1 3aBHCHMOCT OT rabaneHTHH 1 € HeoOX0AMMO NOBHLIEHO BHUMaHHE NpH yrnorpebaTa
Ha rabaneHTHH NpH TakkBa nauueHTH. [Ipean npeanuceaHe Ha rabaneHTHH PUCKBT OT HENpaBWIHA
ynotpeba, 3noynotpeba WM 3aBHCHMOCT IpH NalueHTa TpaOea na Ob/le BHUMATEIHO OLIEHEH.

TNaimeHTHTE, TeKyBaHH ¢ rabaneHTHH, TpaOBa na ObaaT HabmoaaBaHK 3a MPH3HALIM H CHMITTOMH
Ha HenpaBWIHa ynotpeOa, 3moynorpeba WIM 3aBHCHMOCT OT rabanmeHTHH KaTo pa3BHBaHE Ha
ToJNIepaHe, HeOOXOAMMOCT OT MOBMINABAHE Ha J03aTa W TOBEJAECHHE HA HACOYEHO ThHPCEHE Ha
JIeKapcTBOTO.

CHMITOMH Ha OTHEMaHe

HaGniopapanu ca cMMNTOMM Ha OTHEMaHe cliell NIPeKpaTsBaHe WIM HamalsgBaHe Ha Jo03aTa Ha
KPaTKOCPOYHO M IBJINOCPOYHO JieueHHe ¢ rabaneHTHH (Bx. Touka 4.8). [NaumenTsT Tpsabea na 6bae
uHOpMUpaH 3a TOBa NpH 3amnoyBaHe Ha JedeHwero. Haii-uecTo choOmaBaHMTE CHMNTOMH
BKJIKOYBAT TPEBOKHOCT, Oe3chHHe, rajaeHe, Gonka, H3MOTABaHe, TPEMOp, r1aBobonue, Aenpecus,
HEECTECTBEHO yCellaHe, 3aMasHOCT M 00110 Hepa3nonoxeHue. [TosBara Ha CHMIITOMH Ha OTHEMaHe
MOJKE /13 € NOKA3aTe IHA 3a JIEKapCTBEeHa 3aBUCHMOCT. AKO JieueHHeTo ¢ rabaneHTrH Tpabea na 6bae
NpeKpaTeHo WM Jo3aTa jJa Oble HaMalleHa, ce NMpenophbyBa TOBA /la CE€ HanpaBH MOCTENEHHO B
NPOABL/DKEHHE HA Hali-Malko | ceMuLIa, HE3aBUCHMO OT NOKa3aHWeTO (BXK. Touka 4.2).

JlabopaTopHu u3cnenBanus

Morat Ja 6baaT OTYeTEHH (PaNIIMBO NOJIOYKUTETHH PE3YJITATH MPH NOTYKOIHYECTBEHO ONpee/aHe
Ha ofm GenTbk B ypuHata ¢ TecT-neHTa. [lopaau ToBa ce npenopbyBa NOTBLPXKIABAHE Ha
NOJOKHTETHHSA PE3YITaT ¢ METOM, OCHOBABALIM CE HA IPYT aHAIMTHYEH IPHHLIMII, KaTO HaNpHMep
OuyperoBa npobGa, TypOMIMMETPHYHM WIH OLBETHTEJIHH METONH, WIH H3MO/I3BaHe  Ha
aNTepHATHBHHTE METOIM OT CaMOTO HAa4aIo. :

[ToMOLIIHH BeLIECTBA ¢ H3BECTHO JCHCTBHE:




l'abaraMma TBBPIM KalcysiH ChAbpKa Nakro3a. [lauuenT ¢ peaku HacneAcTBeHH NpobieMH Ha
HEMOHOCHMOCT KbM TaJlakTo3a, IThJIEH JIAKTa3eH AeQHLMT WM INTIOKO30-ralakTo3Ha ManabcopOius
He TpAGBa 1a MpHEMAaT TOBa JIEKapCTBO.

4.5 BiaaumopeiictBHe ¢ JApYrH JIeKAPCTBeHH MPOAYKTH H JApyrH ¢opmuH Ha
B3aHMO/IelicTBHE

MMa crioHTaHHM M NHTepaTYpHH CHOOLIEHWS 3a pecrnupaTopHa NenpecHs, celalus W CMBPT,
CBBp3aHH ¢ rabarneHTHH, KOraTo ce rnpuiara eHoBpemeHHoO ¢ aenpecanty Ha LIHC, Bxmouutento
OMHOMAH. B HAKOH OT Te3H cbobleHHs aBTOpUTE 00OpBILAT CeLHaTHO BHUMaHHe HA KOMOMHALMATA
Ha rabaneHTHH ¢ OMHOMIM MPH NAlMEHTH B HemoOpo ofIo ChCTOSHME, MALMEHTH B CTapyecka
BB3pacT, MAalHEHTH C TEXKO MOIEKAll0 pecrnupaTopHO 3abonsfBaHe, MALMEHTH, NpPHEMAIIH
MHO’K€CTBO JIEKapcTBa, KAKTO H NPH MallHeHTH ChC CHHIPOM Ha 3J10ynoTpeba ¢ BelecTsa.

B npoyusane, Bxaio4Baiio 3apasu godposonuu (N=12), npu npunarane Ha 60 mg mopduH Kancyna
C KOHTpOJMpaHo ocBoOO}aaBaHe 2 yaca mpeau npuiaaraHeto Ha 600 mg kancyna raGaneHTHH,
cpenHata miom noa kpueara (AUC) Ha rabaneHTHH ce e ypenuuniaa ¢ 44 % cnpamo rabaneHTHH,
npunoskeH 6e3 mopduH. [lopaau ToBa nauMeHTHTE, NPH KOWTO CE Hajlara €IHOBPEMEHHO JIeYEHHE
C omMouH, TpA6Ba na Obnat BHMMaTeNHO HabMOIaBaHK 3a NpU3HaLM Ha noTuckane Ha LIHC, kato
COMHOJIEHTHOCT, CE/lallis ¥ PeCTMPaTOpHa AeNpecHs, KaTo TpadBa ChOTBETHO J1a C& HAMAH 103aTa
Ha rabaneHTHH WK Ha ONHOW/IMTE.

He ca yctaHOBeHH B3auMoOAEHCTBHA Mexay rabaneHTHH U deHobapbuTan, penuronH, Bannpoesa
KHCeJIHHA HIH KapOamasenuH.

(Dapmaxomae'r HMKaTa Ha rabaneHTHH cJie] AOCTHraHe Ha CTallHOHapHO CBCTOAHKE IMPH 3[paBH Xopa
e nogobHa Ha Ta3u MNpH NalHEHTH C CIMKUJICTNICHA, MTOTYYaBalllH Te3H aHTHETTHIIENTHYHH MPOOYKTH.

EnHoBpeMeHHHAT npreM Ha rabaneHTHH ¢ NepopaiHi KOHTPALENTHBH, ChAbPIKALIH HOPETHHIPOH
W/HIIM eTHHWI eCTPaJHOll, He NOBNHABA (apMaKOKHHETHUKATA B CTALMOHAPHO CHCTOSHHE Ha HUTO
e[lHa OT ChCTaBKUTE.

EnHoBpeMeHHMAT npHeM Ha rabaneHTHMH ¢ aHTHAUWAM, CbAbpXKALUKW ATYMHHHI W MarHeswid,
HamansBa OMoHanu4HocTTa Ha rabanentuH no 24 %. Ipenopbupa ce rabaneHTHH na ce npHeMa
Haili-paHo /IBa yaca cjie]l IPUEM Ha aHTHALM].

[pobGeneuna He npomens ObOpeyHaTa ekckpeLs Ha rabaneHTHH.

[Ipu enHOBpeMeHeH MpHeM Ha rabaneHTHH W LUMMETHAHH € HabmojaBaHo cnabo HamaleHWe Ha
6BOpevHaTa eKcKpelHs Ha rabaneHTHH, KOETO He Ce O4aKBa 13 HMa KIMHHYHO 3HaueHHe.

4.6 DepTHIHTET, GPeMEHHOCT H KbPMeHe

bpemenHocT

Puck cevp3an ¢ enunencus u obwo ¢ anmuenunrenmuynume nexapemea (AEJI)

CrieuHaiHK CbBETH OTHOCHO MOTEHLIHAIHHA PHCK 3 IU10J1a, MPHYHHEH KaKTO OT MbPYOBE, TaKa H OT
AHTHENHJIENTHYHO JieueHHe, TpAOBa J1a ce JaBaT Ha JKeHH ¢ JeTepOo/IeH MOTEeHLHan H ocobeHo Ha
EHH, IUIaHMpaly OpeMeHHOCT, M JKeHH, Kouwto ca Opemennu. Heobxomumoctra ot
AHTHENWIENTHYHO JieueHHe TpaOGBa Na ce mpepasriesa, KOraTo jKeHara IlaHupa aa 3abpemeree.
[Tpu sxeHu, NeKyBaHW 3a eNWencus, He TPAOBa Ja ce MpeanpHemMa pA3KO NMpPEKpaTaBaHe  Ha
AHTHENMJIeNITUYHATA Tepalus, Thi KaTo TOBa MOXKeE Jia IOBE/IE 10 NMOABA Ha MbPHOBE, NOpaax edext
Ha OTHEMAaHe Ha JIeYeHHEeTO, KOHTO MOraT J1a MMaT CEPHO3HH TMOC/IEIHLH KaKTO 3a MaHKaTa, Taka H
3a fieteto. CamocTosTeNnHaTa Tepanus TpsOBa 1a ce Npeano4YuTa BUHArH, KOraTo € Bb3MOKHO, Thi
kaTo Tepanuata ¢ MHoxkectBo AEJI moxe na Obae cBbp3aHa ¢ MO-BHCOK PHCK OT ‘BPOACHH
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Mand)opmauuu, OTKOJIKOTO CaMOCTOATENIHATa TEpamnuia, B 3aBHCHMOCT OT H3IMO0J3BAHHUTE
AHTHEIHJICIITULIH.

Puckose, cevpsanu c 2abanenmun
['aGaneHTHH npeMHHaBa npe3 MJ1ALEHTATA.

JlaHHWTE OT CcKaHAMHaBCKO oOcepBallMOHHO TpoyuBaHe Ha moeede ot 1 700 OGpemeHHOCTH,
W3J103KeHH Ha rabaneHTHH npes MbPBUS TPUMECTHP, HE MIOKA3BaT [10-BHCOK PUCK OT rOJIEMH BPOJEHH
MandopMmalMK cpel Jenara, U3loxkeHu Ha rabaneHTHH, B CpaBHEHHE ¢ Jelara, KOUTO He ca OuiM
H3JI0KEHH Ha Bb3/ICHCTBHETO MY, H B CPABHEHHE C JleLlaTa M3/10JKeHH Ha nperabalinH, TJaMOTPHIHH
H HpCF&GﬂJ’IHH HITH JIJAMOTPHI'HH. Ilo ChbIIHMA HAYHH HE € H&GJ]IOJIBB&H TOBHIIEH PUCK OT HApPYLIEHHA
Ha HEBPOJIOTHYHOTO Pa3BHTHE MPH J€lla, H3NI0XKEHH Ha rabaneHTHH 1o BpeMe Ha OpeMeHHOCT.

Hma orpaHuuyeHH [0Ka3aTelCTBAa 3a MO-BHCOK PHUCK OT HHCKO TerJIo INpPH paxkaaHe W
NPEXAEBPEMEHHO paX/JaHe, HO HE M OT MBPTBO paKJaHe, HEChOTBETCTBHA HAJ0JNY CHPAMO
reCTallHOHHATA BL3PACT, HHCBK pe3ynTar no Anrap Ha 5-Ta MHHYTa W MHKpouedanus npH
HOBOPOJIEHH OT JKEHH, WIJIOKEHH Ha rabaneHTHH.

[IpoyuBaHHATa NPH KMBOTHH MOKA3BaT PENpOAYKTHBHA TOKCHYHOCT (BXK. To4Ka 5.3).

["abaneHTHH MOXe JAa C€ H3noj3Ba no BpEME Ha ITbPBHA TPHMECTBHP Ha GPGMCHHOC'ITE, aKo ¢
KJIMHHHYHO HCOGXOHHMO.

CphobiiaBa ce 3a HEOHATAJIEH CHHAPOM HAa OTHEMaHe TPH HOBOPOIEHH C in ulero eKCNo3MLKMs Ha
rabaneHTuH. EHOBpeMeHHATa €KCMO3HLIKMA Ha rabaneHTHH ¥ ONMHOWIM MO BpeMe Ha GpeMeHHOCT
MOXKe Jia TMOBHLIM PHCKAa OT HEOHATaleH CHHIAPOM Ha oTHemaHe. Horoponenute Tpabma na ce
NpoclieasBaT BHHMATENHO.

Kbpmene

I'aGaneHTHH ce eKcKpeTHpa B KbpMaTa. [lopaau ToBa, ye e)eKThT BbPXY KbPMaueTo € HEW3BECTEH,
TpsaGBa BHUMATEIHO Jia ce NMpeLeHH NPHIaraHeTo Ha JIeKapCTBEHHA NMPOAYKT NPH KbPMEIIN MaiKH.
['aGanenTHH TpAOBa Na ce M3MON3Ba MpPH KbPMEMIH MaiKH, caMO aKO Moj3ara KaTeropH4HoO
HAaJIBUILIABA PUCKA.

Oeprunurer

Hsma edekT BbpXy (epTHIMTETa NPH NMPOYYBAHUATA BbPXY *HBOTHH (BXK. Touka 5.3).
4.7 EdexTn BLpxy cnocobHocTTa 32 Iodupane H padoTa ¢ MAIIHHH

[abaneHTHH NOBNKMSABA B JleKa WIH yMepeHa CTeneH crniocoOHocTTa 3a wodupase u pabora ¢
mawnHu. ["abaneHTHH BiMsie BbPXY LIEHTpaJHaTa HEPBHA CHCTEMA M MO3KE J1a IPUYMHH CBHIIHBOCT,
3aMaiiBaHe WM JPYT'H CBbp3aHH CHMNTOMH. JlopH M J1a ca caMo ¢ JieKa WJIM yMepeHa CTeNeH, Te3H
HeKeJIaHW PeaKiMi MOKe J1a ca MOTEHIIHATHO OMACHH 3a MAaLMeHTH npH wodupaHe win pabora ¢
MaliMHK. ToBa € BATMIHO 0COOEHO B HAYAJIOTO Ha JICYEHHETO M CleJl MOBHMIIABAHE Ha /103aTa.

4.8 Hexenann JieKapcTBeHH PeaKlHH

HesenanuTe nekapcTBeHM peakuuy, Habni0JaBaHu N0 BpeMe Ha KIMHHYHHMTE NPOYYBaHHAA,
TIPOBE/ICHH TIPH ETTHIIENICHs (I0ITLIIBALIA H MOHOTEPANHs) M HeBponaTHa 6o/lka, ca npeicTapeHH
B 0611 CITMCBK MO-/0JTY, TPYNHPAHH 110 K1ac W yectora: (MHoro yecty (> 1/10); yecrin(='1/100
no <1/10); nevectr (=1/1000 mo <1/100); peaxu (=1/10 000 no <1/1000); MHoroO pémm (<1/10
000). < \



Koraro e HabmonapaHa HexenaHa peakuus ¢ pa3/MyHA YeCTOTa MpPH Pa3IMYHUTE KIHHUYHH
MpOYy4BaHHA, TS € 3aMKCcaHa ¢ Haii-BUCOKATa OTpa3eHa YecToTa.

IIO!'I'H'IHHTEJ’IHH HEXEJIaHH peaklWH, NOKNaJBaHH IO BpEME Ha NOCTMAPKETHHIOBHA OIIHMT, Ca
BKJIOYEHH ¢ HCH3BECTHA 4YE€CTOTA (OT HaJIHYHHTEC JaHHH HE MOXKE Ja 6’]:,[!8 HarpaBseHa ouemca),
NpeacTaB€HH ¢ KYPCHB B CITHCBKA IMO-00JTY.

H]JH BCAKO IpynHpaHe B 3aBHUCHMOCT OT Ye€CTOTara, HEXKEJIAaHWTE JICKAPCTBEHH PpEaklHH Cce
H36]J05[BHT B HU3XOALl pel N0 OTHOLIEHHWE Ha TAXHATA CEPHO3HOCT.

Cuc’remo—opranen KJjiac Hexenana JIEKAPCTBEHA peaKIHA

Hudpexnnn n nadecranun

MHoro 4ectu BHpYCHAa HHpEKLMA

Yectr ITHEBMOHHMS, pecrnipaTopHa HHQeKLHs, HHEKIHA Ha TMKOYHUTE
MNbTHLLIA, OTHTHC ME€aHa

Hapymenns Ha KPLBTA H JIHMpHATA CHCTEMA

Yectn JIEBKONIEHHA

C HeM3BeCTHA YecTOTa mpomﬁouumoneuua

Hapymenns Ha HMyHHATa CHCTEMA

Heuectn aJlepru4Hy peakuMH (Hanp. ypTukapus)

C HeM3BeCTHA Ye€CTOTA CUHOPOM HA CEPBLXYYECIMBUMETHOCT (CUCMEMHA PeaKkyus ¢
RPOMEHTUGU CUMRIMOMU, KOUMO MO2am 0a 6KI0Y6am mpecka,
06pue, xenamum, 1uMpadenonamus, eo3uHopUIUs, Kakmo
nouaKoz2a opyau cumnmomu), anagunaxcus (8xc. moyxa 4.4)

Hapymenns Ha meTab01A3Ma H XpaHeHETO

Yectn AHOPEKCHS, MOBHUILEH aNeTHT

Heuectn XHUINEPIrIHKEMHA (Haﬁ-'-leCTO Haﬁmo,uanaﬂa NPpH NMaLHEHTH C
nuaber)

Penxu XUMoriuKeMHs (Hal-4ecTo HabmonaBaHa MpHU MALMEHTH C
nuaber) f

C HemnsBecTHa uecToTa Xunonampuemus f

Ilcnxnunn HapymeHns

YectH BpaxkneOHOCT, 0ObpKBaHE H eMOLIMOHATHA JTAGKWITHOCT, JenpecHs,
TPEBOKHOCT, HEPBHOCT, aOHOPMHO MHCIIEHE

HeuectH BB30yna

C Heu3BecTHa 4ecToTa cyuyuoHa udeayus, XaoyuHayul, 1eKapcmeend 3a6UcUmMocm

HapymeHnsi Ha HepBHATA CHCTEMA

MHoro 4ecTH COMHOJIEHTHOCT, 3aMasHOCT, aTaKCHs

YectH KOHBYJICHH, XHTIEPKHHE3HH, TU3aPTPUA, AaMHE3HA, TPCMQP;/
Ge3cbHHe, rmaBoboNHe, yCellaH!s KaTo NMapecTe3us, XHneeTesHs,
HapyIleHa KOOpAHWHALMS, HUCTarbkM, 3aCHJIeHH, noumyt_eﬂu MIH
JMNCBAIM pedrexcH [l

T

Heuectn XHIOKHHE3UA, YMCTBEHO YBPEXkIaHe
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Penxu

3ary0a Ha chb3HaHHe

C HeW3BecTHa 4yecToTa

opyzau 0ueamenHu HapyuieHusa (Hanp. xopeoamemosa,
QUCKUHEIUA, OUCMONUA)

Hapymenns ua ounre

Yectn

3PHTEIHH HAPYLUEHHA KaTO amﬁmonmx, JHTUIONHA

Hapymenuns Ha yxoro u 1abupunTa

Yectu CBETOBBPTENK
C HeM3BeCTHA YecTOTa munumyc
ChpaevyHH HapymIeHHA

Heuectn MalMUTalHH

CbaoBH HApYWIEHHS

Yectn

XMNEPTOHMS, Ba30JH1aTaLUsA

PecnupaTopHn, rpbAHA H MEIHACTHHAJIHH HADYIIEHHS

YectH

aMcnHes, OpOHXHT, GapHHTHT, KALTHLIA, PUHHT

Penku

pecnupaTopHa Aenpecus

CroMalmiHO-4peBHH HAPYIIEHHS

YectH NOBpblIaHe, rafieHe, 350HH AaHOMAJIHH, THHIUBHT, JHApH,
KopeMHa OoJKa, TUCTIeNCHs, 3aneK, CyXoTa B yCTaTa Win
rbpNoTO, IaTyIeHLMS

Hedectn aucharus

C HeM3BeCTHa YecTOTa nanxkpeamum

XenaToOHIHAPHH HAPYIIEHHS

C HeM3BecTHa yecToTa

xXenamum, JHCviAmenuyd

Hapymennn HAa KOXKAaTa H NOJKO0XKHATA TbKAH

Yectu

JIHLUEB €M, ITypITypa, 4€CTO ONMHCBaHa KaTO HATbPTBAHE B

pe3yaTar Ha (pu3Huecka TpaBMa, 0OpHB, NPYPHTYC, aKHe

C HeM3BeCTHa 4eCcTOTa

[
CUHOpOM  HA

Stevens-Johnson, moxcuuna  enudepmanna
HeKpoIu3a, anzuoedeM, epumema Mmyamugopme, anoneyus,
Jiekapcmsen 0bpue ¢ eo3uHOGUIUA U CUCTHEMHU CUMNRMOMU (81C.
mouka 4.4)

Hapymennn Ha MYCKYJ/THO-CKeJIETHATA CHCTEéMa H Cbe¢IHHHTEJIHATA THKAH

Yectu

apTpairus, Muanrus, 6onka B repba, MyCcKy/THO NOTpenBaHe

C HeW3BeCTHA YecToTa

paboomuonuza, MUOKIOHYC, 0BOCIMPAHE HA MUACMEHUA 2PABUC

Hapymenns na 6u0penure u

NHKOYHHTE N'bTHINA

C HeW3BeCTHA YeCcTOTa

ocmpa 6v6peuna HedoCmamvyHOCM, UHKOHMUHEHYUS

Hapymemm Ha BB3NPOH3IBOAHTE/THATA CHCTEMA H I'bpAaTa f

Yectn

HMITIOTEHTHOCT
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C Heu3BecTHa YecToTa xunepmpoghua na 2bpoama, 2UHEKOMACmus, Cexcyanna
Quc@yHKYUA (8KTIOUUMENHO NPOMENU 8 TUOUOOMO, HAPYIEHUA
Ha eAKYIayuAMa U aHop2azmus)

O6mu HapymieHusi H e)eKTH Ha MACTOTO HA NPHJIOKEHHE

MHoro yecTH yMopa, Tpecka

Yectn nepudepeH eieM, HapyleHa MOXo/Ka, acTeHus, Gonka, 061
HEpasIoIoXKeHHE, FPUNONoAo0eH CHHAPOM

Heuectn reHepalu3HpaH eJieM

C HeM3BeCTHa YecTOTa peaxyuu na omuemane™, 2pvona boaka. Crobwasa ce 3a cryuau

Ha eHezanHa, HeobAcHUMA cCMBpm, Kamo npuwuuno-cnedcmeena
6PB3KA C leYeHuemo ¢ 2abanenmun He € ycmanosena.

Hscneasanns

Yectn HamaseH Opoit 6en KpbBHH KJIETKH(JIEBKOLIMTH), IOKAYBAHE HA
TEJIeCHOTO Terjio

Heuectu MOBMIIEHH CTOHHOCTH Ha YepHOAPOOHHTE yHKIMOHATHH
tectoBe CI'OT (ACAT), CI'TIT (AJIAT) u Gunupy6un

C Heu3BecTHa YecToTa nosuwiena kpeamun pocgoxunaza 6 kpvema

Hapannnamm, OTPABAHHA H YC/IOKHEHHH, Bb3HHKHAJIH B Pe3yJITAT HA HHTePBeHIHH

YectH MHIIMJIEHTHO HapaHsaBaHe, ppakrypa, abpazus

Heuectu najaHe

* HabmonaBaHu ca CUMIITOMHM Ha OTHEMaHe Clie]] NPEeKpaTsBaHe WM HaMajsBaHE Ha [03aTa Ha
KPaTKOCPOYHO H ABJINOCPOYHO JieyeHHe ¢ rabaneHTHH. CHMNTOMYU Ha OTHEMAHE MOTAT /1 CE MOSBAT
CKOPpO cJle/l NpeKpaTsaBaHe WIH HaMaJliBaHe Ha Jo3aTa, OOMKHOBEHO B paMKHTe Ha 48 uaca.

ITo Bpeme Ha neueHHeTo ¢ rabaneHTHH ce cboOIIaBa 3a CTyyaH Ha OCTHp MaHkpeaTHT. Bpb3kara ¢
rabaneHTHH e HescHa (BXK. Touka 4.4).

[Ipu nauMeHTH Ha XeMOAMAIH3a, MOPaaH TEPMHHAIHA GBOpeYHa HEIOCTATBYHOCT Ce ChoOIaBa 3a
MHOMNAaTHA C NOBHIIEHH HHBA HAa Kp€aTHHKHHAa3aTa.

3a uH(peKUMH Ha PECTMPATOPHUTE MBTHILIA, OTHTHC MENA, IbpUoBEe H OPOHXHT ce choblIaBa camMmo
B KJIMHWYHHMTE MpOY4YBaHHUs NpH Jeua. B KIMHUYHMTE MPOY4YBaHMA MpPH J€la NAOMBIHUTENHO Ce
cbo0IaBa YECTO 3a arpecHBHO MOBEJICHHE H XUMEPKHHE3HH.

CroliapaHe Ha MoA03HPaHH HEXENAHH PEaKLIHH

CrobiaBaHeTo Ha MOAO3MPAaHH HEXKENIAHH PeaKLIMH Clell pa3pellaBaHe 3a ynotpeba Ha
JIeKapcTBEHUs NPOJYKT € BaXKHO. ToBa No3BossBa a NpoAb/Dky HabMoJeHHeTo Ha
CBOTHOLUEHHETO I10J138/PHCK 34 JIEKAPCTBEHHA NMPOAYKT. OT MEAULIMHCKHUTE CMELHATIUCTH Ce
H3MCKBA J1a cboOLIaBaT BCAKA NO03MPaHa HeXKellaHa peakuus ype3: M3mbiaHuTenHa areHuus no
nekapcteara, yi. . Jlamsau I'pyes” Ne 8, 1303 Codms, Teun.: +359 2 8903417, yeGcaiir:

www.bda.bg.

4.9 IIpeno3npane

OcTpa, KHBOTO3aCTpALIABAILA TOKCHYHOCT MPH Mpeo3upane ¢ rabaneHTHH B 103k 10 49 g He e
Habmonasana. CHMINTOMHTE Ha TpeJo3HpaHe ca GHIK: 3aMasHOCT, IBOHHO BHK/IaHE, HEACHA peY, .
CBHHJIMBOCT, 3ary0a Ha Ch3HaHMe, JIETAPrus | Jieka Auapus. BcHuku nalyeHTy ca ce BB3CTaHOBHIH
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HaIBLJIHO cllell noAabpKala Tepands. Hamanenara abcopbums Ha rabaneHTHH NpH npHeM Ha mo-
BHCOKH J103H MO3Ke J1a orpaHnyH abcopOLmaTa npH npeao3upaxe, KaTo 1o TaKbB HAYHH Ce HaMalsBa
TOKCHYHOCTTa MPH Npe/Io3HpaHe.

I[lpeno3upanero Ha rabanenTuH, ocobeHo B komOHHauwMa ¢ apyrd notickaum [[HC nekapcTBern
NPOAYKTH, MO3Ke J1a IOBE/IE 10 KOMa.

Burpeky, ye rabaneHTHH Moske Ja Gbjle OTCTpaHeH OT LMPKYJIALMATA ¢ XEMOAHAIN3a, HATUYHUAT
ONMT NOKa3Ba, 4e ToBa 0OMKHOBEHO He e HeoOXxouMo. Brnpeku ToBa 06aye, NpH NALMEHTH C TEXKKO
61b0peyHO yBpekaaHe xeMoananu3aTa Moxe Ja Obae nokasaHa.

INepopannara neranHa no3a Ha rabaneHTHH He e OMJla yTOYHEeHa NPH MUIIKH U IUTEXOBE, KOMTO ca
nomyuund 1o3u 10 8000 mg/kg. IIpu3HaLmMTe Ha OCTpa TOKCHYHOCT MPH *HBOTHH Ca BKJIFOYBAJIH:
aTaKkCHi, 3aTPYAHCHO JHIIAHE, NITO3a, HAMAJIEHA aKTHBHOCT WIH B‘b36yﬂa.

5. ®APMAKOJIOTMYHH CBOMCTBA
5.1 PapMaKoAHHAMHAYHH CBOHCTBA

®apmakoTepaneBTH4Ha rpyna: pyru AHTHENMHAENTHLIH
ATC kon: NO2BFO01

MexaHH3bM Ha elicTBHE

["abaneHTHH NleCHO NpeMUHAaBa B MO3bKa W NPEA0TBPaTABa NPUIAAbLH NPH PeaHLA KUBOTHHCKA
Mmozeny Ha enwiencus. ['abanenTun He npurekasa apunurer kbM GABAA v GABAB
peLienTopUTe, HUTO npomeHs mMetabonusma Ha GABA. He ce cBbp3Ba ¢ apyru
HEBPOTPAHCMMTEPHH PELIENTOPH B MO3bKa H HE B3aUMO/IEHCTBA C HATPUEBUTE KaHAJIH.
labanenTHH ce cBbp3Ba ¢ BUCOK apHHUTET ¢ 020 (anda-2-aenta) cybeqMHULIATa HA BOJITAX-
3aBHCHMMTE KAJILIMEBH KaHAJIH M Ce NPEeANoara, 4e cBbp3saHeTo ¢ 028 cybenunuiara Moxe 1a
Wrpae poJs B NPOTHBOrbpYOBHTE eeKTH Ha rabaneHTHH NpH >KUBOTHH. CKpHHUPAHETO Ha rojsM
obeM JaHHH He Mpearonara Apyra NpHIETHa 3a MeIMKaMeHTa CTPYKTYpa, pasiiyHa oT a2d.

JlaHHHTE OT peaMLa NPeAKIMHWYHN MOJIENH NMOKa3BaT, Ye (apMakolorHyHaTa akTHBHOCT Ha
rabaneHTHH MOXe J1a ce MEIMHpa NMOCPE/ICTBOM NMOHKWXKABaHe Ha 0CBOOO0XK/1aBaHETO Ha Bb30YAHH
HEBPOTPAHCMHMTEPH B YaCTH OT LICHTPATHATA HEPBHA CHCTEMA, Ype3 CBbp3BaHe ¢ a2d. Tasu
aKTHBHOCT MOJKe JIa TIOJIKpEns NMPOTHBOIbPYOBOTO AeficTBHe Ha rabanenTuH. [Ipeacrou na ce
M3ACHH 3HAYHMOCTTA Ha TORA JeHCTBHE Ha rabaneHTHH NO OTHOLIEHWE HA NPOTHBOIbPYOBHUTE
edpekTH NpH Xopa.

['abaneHTHH MoKa3Ba eMKACHOCT H MPH peaMLIA NPEAKITHHHYHH KHBOTHHCKH OOJIKOBH MOJIEJIH.
Ilpennonara ce, 4e cnelH)HYHOTO CBBbp3BaHe Ha rabaneHTHH a2 cybeauHMLaTa BOAM 10
HAKOJIKO pa3/TH4YHH AEHCTBHA, KOWTO MOJKE /1a ca OTTOBOPHH 33 aHAITETHYHOTO ACHCTBHE NPH
SKHBOTHHCKHM MOJIESTH. AHANTETUYHOTO JeiicTBHe Ha rabaneHTHH MOKe J1a MPOU3X0KIa OT
rpsOHa4YHHA MO3BK, KAKTO H OT M0-BHCIIH MO3bYHH LIEHTPOBE, Ype3 B3aUMOJCHCTBHA ©
HU3XOALIMTE, HHXHOHpalu GoJikaTa IbTHILA. 3HAYEHUETO Ha Te3H NPeJKIHMHHYHH CBOHCTBA 3a
KJIMHHYHOTO JIefiCTBHE MPH XOpa € HEU3BECTHO.

KnuunyHa edukacHocT H 6€30MacHOCT

KnuuuyHo npoyyBaHe KaTo JOMBJBAIlA Tepamnud 3a NMapUHalIHH NPUCTBIHM TNpH, NEAUATPUYHH

NaLMeHTH, YHATO Bb3pacT Bapupa oT 3 10 12 roauHy, € nokasano YHC/IeHa, HO He/CTaTHCTHYECKH

3HaYMMa pasiuka B 50 % 4ecToTa Ha OTFOBOPHJIATE B I10J13a Ha rPyTIaTa Ha raGaneHTHH B CPaBHEHHE

¢ miaue6o. JIOMBIHHMTENHH AHANW3M C/el 3aBbPLIBAHE HA NPOYYBAHETO HA | YECTOTHTE HA.

OTTOBOPHIIHTE YUACTHHMIIH 1O BB3PAacT He MOKA3BAT CTATMCTHYECKH 3HAYMM e(eKT Ha BB3pacTTa
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KaTO HENMPEeKbCHATA W KaTO IMXOTOMHA BeIMYMHA (Bb3pacToBH rpynH 3-5 u 6-12 roaunn). Jlannure
OT TO3H JOMBJIHMTEIEH aHATH3 CJeJl 3aBbpLIBAHE Ha MPOYYBAHETO Ca MPEACTABEHH B ClieJHATA
Tabnuua:

Ortroeop (250% ¢ nopoGpeHHe) Mo Je4eHHe H BB3pacT
MITT*nonynauus
Bwb3pacToBa kateropus Inane6o I'aGanenTuH P-Croiinoct
< 6roaMiHa Bb3pact 4/21 (19,0%) 4/17 (23,5%) 0,7362
6 no 12-rogumna Bu3pact | 17/99 (17,2%) 20/96 (20,8%) 0,5144

*The modified intent to treat population - MoanguuMpaHaTa nomynauus ¢ HAMEPEHHE 3a JICYCHHE
e nedMHMpaHa KaTo BCHYKM NALMEHTH, PAHJOMMU3HPAaHH Ha MpPOYYBaHHS MEIMKAMEHT, KOMTO ca
MMaJIK TOJJHH 3a OLIEHKA JHEBHHLIA HA MPUCTBITMTE, MPEAOCTABEHH 3a 28 JHHM, KAKTO Ha W3XOIHO
HMBO, TaKa ¥ B JBOHHOCHANAaTa ¢asa.

5.2 PdapMaKkoOKHHETHYHH CBOlicTBA

AGcopbuusa

BbpxoBHTE MIIa3MEHH KOHLIEHTpalMKM Ha rabaneHTHH ce Hab/olaBaT B paMKUTe Ha 2-3 Yaca cief
nepopaieH npueMm. BHoHanuM4YHOCTTa Ha rabaneHTHH (4act or aGcopOupaHaTta 103a) MOKa3Ba
TEeHJICHIIWA KbM HaMaJliBaHe C MOBHINABaHe Ha ao3ata. AGcomoTHaTa GHOHAIMYHOCT Ha Karcyia
ot 300 mg e npubauzutenHo 60%. Xpanara, BKJI. C BUCOKO ChbpXKaHHE HA Ma3sHHHH, HE OKa3Ba
KJIMHMYHO 3HA4YUM e(eKT BbpXy (JapMakOKHHETHKATa Ha rabaneHTHH.

dapMakoKMHETHKaTa Ha rabaneHTHH He ce MOBJIWABA OT MOBTapsAll ce mnpHeM. Borpeku de,
IJIa3MEHHTE KOHILIEHTPALHK Ha rabaneHTHH B KIIMHHYHH NPOYy4BaHus ca OWIM OOMKHOBEHO MEMKIY
2 pg /ml w 20 pg /ml, TakMBa KOHLIEHTPALMH HE ca MNOKa3aTeJHH 3a 0€30MacHOCTTa HIIH
e(pMKacHOCTTA.

dapMaKOKHHETHYHHTE MapameTpH ca aajeHu B Tabnuua 3.

Tabnuua 3

O606menue Ha cpeanuTe cToiHOCTH (%CV) Ha dhapMaKOKHHETHYHHTE NapaMeTpH Ha
rabaneHTHH B CTALMOHAPHO CHCTOAHME CJIE]] IPHEM Ha BCEKH 8 yaca

dapMakoKMHETHYEH 300 mg 400 mg 800 mg
napamerbp N=T7) (N=14) (N=14)
Cpenna |%CV | Cpenna %CV | Cpenna %CV

Crax (ug /ml) 4,02 (24) 5,74 (38) 8,71 (29)
tmax (h) 2 (18) 2.1 (54) 1,6 (76)
Tz (h) 52 (12) 10,8 (89) 10,6 (41)
AUC (0-8) 248 (24) 34,5 (34) 51,4 27
pgehr/ml) :
Ae% (%) HH HH 47,2 (25) 34,4 37
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Crmax = MakcHMaHa 11a3MeHa KOHLIEHTPAL|s TPU CTAllHOHAPHO ChCTOSHHE

tmax = BpeMe 1o nocturane Ha Crax

Ty = IlonyMBOT Ha eTHMHHHPaHe

AUC(0-8) = Inom nox kpuBaTa Ha Mnja3MeHaTa KOHUEHTPALHA H BPEMETO B CTALHOHAPHO
cherosnue 3a Bpeme ot 0 1o 8 yaca cnen nosara

Ae% = IlpoueHT oT 103aTa, EKCKpETHpPaHaTa B HEMPOMEHEH BH/I B YPHHaTa 3a Bpeme ot (
no 8 yaca cnen nosara

HH = He e nanu4Ho

Paznpenenenue

l'aGaneHTHH He ce CBBP3Ba C IUIa3MEHHTE NPOTEHHH M HeroBHAT obem Ha pasnpeneneHue 57,7
nutpa. [IpH mauMeHTH ¢ emWiencHs, KOHLEHTpalMHTe Ha rabaneHTHH B rpbOHavYHO-MO3BYHATA
TeuyHocT ca mnpuOmusuTenHo 20% OT CBOTBETHHTE CTAIMOHAPDHH MHHHMATHH TUIa3MeHH
KOHIIeHTpanuH. ['abaneHTHH ce OTKpHBa B KbpPMaTa Ha KbpMEIIH KeHH.

buorpancdopm

Hsama nannu 3a Metabonu3sM Ha rabaneHTUH npu xopa. ['abaneHTHH He HHIYLHpa YepHOApOOHH
OKCH/Ia3HH €H3HMH ChC cMeceHa (YHKIHA, OTTOBOPHH 3a JIeKApPCTBEeHHA MeTaboIH3BM.

Enumunupane

["abaneHTHH ce eNMMHHMpPA HEMPOMEHEH caMo upes 6bOpeuHa ekckpeLus.
[TonyxkHBOTHT Ha eNMMHHHpaHe Ha rabaneHTHH He 3aBHCH OT J103aTa U € 0KoJo 5 1o 7 vaca.

[Tp1 naumeHTH B CTapyecka Bb3PAcT M NPH NMALMEHTH ¢ HapylueHa 6b0peuHa QyHKUMA, I1a3MEHHAT
KIMpBHC Ha rabaneHTHH e HamaneH. KoHcTaHTaTa Ha CKOpPOCTTa HAa €MMHHHMpPaHe, IU1a3MEHHAT
KIHpBHC W OBOpeyHHs KIMpBHC Ha rabaneHTHH ca MPaBOMPONOPLMOHAIHH HA KPeaTHHMHOBHUSA
KJIHPBHC.

I'abanenTHH Moxe Ja Oble OTCTpaHeH OT Mia3MaTa ¢ Xemoauanusa. Ilpenopbysa ce kopurupane
Ha /103aTa NPH NALKHEeHTH ¢ KoMIpoMeTHpaHa Ob0peuHa GyHKIMSA WIH MALMeHTH Ha XeMOInaIn3a
(Bxk. Touka 4.2.)

dapMakoKMHEeTHKATa Ha rabarneHTHH MPH Aela € onpeaeneHa npyu 50 371paBu HHAMBHH Ha Bb3pacT
or 1 mecen 1o 12 roaunn. Kato 1410 nia3MeHHTe KOHLIEHTpalMH Ha rabaneHTHH NMpH Jela Ha
BB3pACT Haj 5 FOAMHH ca MoAoOHH Ha Te3H NMPH BB3PacTHH NpH Jo3upaHe B mg/kg.

BbB hapMakoKHHETHYHO NPOy4BaHe NpH 24 34paBH NEAHaTPHYHK WHAMBHH Ha BB3pacT Mexay |
mecenl M 48 mecena ca ycraHoBeHH npubausuTenHo 30% no-aucka excrniosuums (AUC), no-Hucka
Cimax H TIO-BHCOK KJTHPBHC 32 TEJIECHO TETJIO, B CPaBHEHHE C HAIHYHWTE ChOOLIEHH JaHHH 3a Jeua
Ha MoBeyYe OT 5 TOJAUHH.

JIuHeHHOCT/HeTMHEHHOCT

BuonanuuHocTTa Ha rabaneHTHH (YacT or abcopOupaHara 103a) HaMalsBa ¢ yBe/M4aBaHe Ha
J103aTa, KOETO MPH/JABa HeJIMHEeeH XapakTep Ha (JapMaKOKMHETHYHHTE MapaMeTpH, BKIIOYBALIM
napametspa 3a 6uonanuuHoct (F), nanp. Ae%, CL/F, Vd/F. ®apmakokMHeTHKaTa Ha €JITMMHHHpaHe
(papmakokuHeTHYHH napameTpH, kouto He BKmouBaT F kato CLr u T1/2) Haii-nobpe ce ommcsa
upes3 JHHelHa (papMakokHHeTHKA. CTaLlMOHAPHHUTE I1a3MEHH KOHLEHTPALWK Ha rabaneHTHH Morat
1a ce MPEeABKUAAT OT JaHHUTE CJie]l eJHOKPaTHA J103a. :

53 Ilpenkiuanynn NaHHH 32 Ge30nMacHOCT
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KapuuHorenHoct

I'abaneHTHH e MpHIaraH B XpaHaTa Ha MULIKH B 1034 ot 200, 600 1 2000 mg/kg/nex u Ha rUTbXOBE
B 1034 ot 250, 1000 u 2000 mg/kg/nen B npoabmkeHue Ha 2 roauHH. CTATHCTHYECKH 3HAYHMO
NOBHILABAHE HA YECTOTATA HA AlMHAPHOKJIETHYHH TYMOPH Ha MaHKpeaca € OHI0 yCTaHOBEHO caMo
NpH MBXKKHTE TUTbXOBE MPH HaH-BHCOKaTa J03a. MakcHMalHWTE IU1a3MEeHH KOHLCHTpAlM¥ Ha
NeKapcTBOTO NpH IUThX0Be 3a no3arta ot 2000 mg/kg/nen ca 6wn 10 mbTH NO-BUCOKH, OTKOJIKOTO
IIa3MEHHTE KOHLIEHTPALMK B YOBELIKMS OpraHu3bM npu no3a 3600 mg/neH. AUMHAPHOKIETBYHHTE
TYMOPH Ha NnaHKpeaca IMpH MBXKKHTE IUTEX0BE Ca ¢ HUCKA CTENEH Ha MAJIMTHEHOCT H HE NMOBIHABAT
NPEKUBAEMOCTTA, HE METACTA3MPAT WIIM MHBA3HpaT B OKOJIHUTE ThKAHM M ca MOAOOHH Ha Te3H,
Hab0/1aBaHK NPH KOHTPOJIHHMTE JKHBOTHW. Bpb3kaTa Ha Te3H MaHKpeacHH alMHAPHOKIETHYHH
TYMOPH TIPH MBKKHTE IUTXOBE ¢ KaHLIEPOreHHHs PUCK 3a YOBEKa € HesACHa.

MyTareHHocT

['abaneHTHH He MOKa3Ba reHOTOKCHYEH MoTeHuMan. ['abameHTHH He € MyTareHeH in vitro TpH
CTaHIAPTHUTE TecToBe C OakTepHalHH KIETKH WM KIeTKH oT Oosaiinuum. ['abGaneHTHH He
Npeau3BHKa CTPYKTYPHH XPOMO30OMHH abepaliy B KIeTKH OT 003aiHHMIIM HHUTO in Vifro, HUTO in
Vivo, W He NpeIu3BHKa GopMHpaHe Ha MUKPOHYKJIEYCH B KOCTHHS MO3bK Ha XaMCTEpH.

Hapviuenns Ha depTuiuTera

He ca HabmonaBanu HexenaHu eeKTH BbpXy (DepTUiMTeTa H penpoayKTHBHATA CIOCOGHOCT NpH
rwrsXxoBe B 103k 10 2000 mg/kg (npubau3UTeHO NeT MbTH NoBeYe 0T MaKCHMAJIHATa JHeBHa 103a
3a X0pa, OnpeJieJieHa 3a eIMHHIIA TeJieCHa TIOBBPXHOCT B mg/m?).

TepaTtoreHHocT

l'aGaneHTHH He yBenWvaBa 4YecToTaTa Ha Man(oOpMalMWTE B CPaBHEHHE C KOHTPOIMTE B
MOTOMCTBOTO Ha MHILKH, IUTEXOBE WM 3aiiliu npu 1034 cboTBeTHO 50, 30 1 25 nbTH, NO-BHCOKH OT
JTHeBHaTa 103a npH Yoreka o1 3600 mg (CLOTBETHO YETHPH, NET HIIH OCEM ITBTH MOBEYE OT JIHEBHATA
71032 MPH YOBEK, U3MepeHa B mg/m?).

I'abaneHTHH npuuMHABa 3a0aBsHe Ha OCH(MKAIMATa Ha uepena, NpELUIeHHTe, KOCTHTE Ha
NIpeIHHATE W 33/IHUTE KpaHHHLM MPH MPH3a4H, KOETO € MOKA3aTe/IHO 3a peTap/allis Ha pacTexa Ha
detyca. Tesu edexTn ce noApaBaT, Korato OPEMEHHH MHMLIKH NOAy4aBaT nepopaitHo 034 ot 1000
umu 3000 mg/kg/neH B neproaa Ha opraHoreHesara M Ha rursXose - 1034 ot 2000 mg/kg npeau u
1o BpeMe Ha nepuojia Ha yudTrocBaHe u npe3 uanarta 6pemenHoct. Tesu no3u ca npubausurento 1
710 5 ITBTH TIO-BMCOKH OT J103aTa npH xopa ot 3600 mg, n3mepena 3a mg/m?.

He ca 3abens3anu yBpeskiaHusa npu OpeMeHHH MHIIKH, Ha KOWTO € 1aBaHa jo3ata ot 500 mg/kg/nex
(okomo ¥ ot IHeBHaTa 1032 3a Xopa B mg/m?).,

YBenuuaraHe Ha 4YecTOTaTa Ha XHAPOYpeTep /WM XuapoHedposa € HabmoaaBaHa NpPH ILTLXOBE,
Ha Kouto e naeaHa noza ot 2000 mg/kg/nen B npoyuBaHe BbpXy ¢eprunurera W obuwara
penpoaykums, 1500 mg/kg/nen B npoyuBane 3a TepatorenHoct M 500, 1000 u 2000 mg/kg/nen B
NePHHATAIHO M NOCTHATAJIHO NMPOy4YBaHe. 3HAYEHHETO Ha Te3H Pe3y/ITaTH He € H3SACHEHO, HO Te ca
Ounu cebp3aHH cbe 3abaBeHo pazBuTHe. Te3u 1031 ca Chio NPUOIU3HTENHO | 10 5 TBTH NO-BUCOKH
oT yoeelukara 103a ot 3600 mg B mg/m?,

B TepaTonoru4Ho MpoyyBaHe IpH 3aiillM yBEJMYEHHE HA YeCcTOTaTa Ha MOCTHMIUIAHTAMOHHATA
3aryfa Ha 0@ € HacTLNWIO NpH GpeMeHHH JKeHCKHW, npHeMmanH aosd ot 60, 300 1 1500
mg/kg/nex no Bpeme Ha opraHoreHesara. Te3u 1034 ca okosio 0,3 10 8 MbTH NO-BHCOKH OT IHEBHATA
n03a npH xopa ot 3600 mg B mg/m?, I'paHnuMTe Ha 6€30MACHOCT Ca OrpaHHYEHH, 38 Ja Ce H3KITIOYH
pHck oT noaoOHH edekTH NpH Xopa.
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6. DOAPMAIIEBTUYHH JTAHHHA
6.1 CnHchbK HA TOMONIHHATE BelecTBa

Cvovporcanue Ha kancyrama.
Jlakro3a

[lapeBu4Ho HHIIECTE

Tank

Kancyana obsuexa:

XKenatuu

Turanos auokcup (E 171)
XKenesen oxcun, xuat (E172).

6.2 HecbBmMecTHMOCTH

Henpunoxumo.

6.3 Cpok Ha rogaocT

3 roguHH

6.4 Cnoenna/iHH yc/I0BHA HA ChbXpaHeHHe

Jla ce cbxpaHnsBa npu Temneparypa noa 25°C.
Jla ce cbXpaHaBa B OpMIHHAIHATA ONAKOBKA.

6.5 BHA M chABpXKAHHE HA ONAKOBKATA

Brncrep ot PVC/anymunuii ¢ no 10 6pos TBbpay Kancyiu.
Onakorku X 50 u x 100 TBRBEpAM Kancyau.

He BcHYKHM BHIOBE OMAKOBKH MoraT 1a 6baT mycHaTH B npojaxoa.
6.6 Crenna/JHA Npeana3HH MepPKH NPH H3XBbpJsaHe/ H pabora

Hsama crnieunalHi H3UCKBaHMA.

% NPHUTEXATEJ HA PASPEIIEHHETO 3A YIIOTPEBA

Worwag Pharma GmbH & Co. KG
Flugfeld-Allee 24

71034 Béblingen

I'epmanus

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

®akc: +49(0)7031/6204-31

E-mail: info@woerwagpharma.com

8. HOMEP HA PABPEHIEHHUETO 3A YIIOTPEBA

20060712
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9. JATA HA ITbPBO PA3ZPEINIABAHE/ IOJHOBSBAHE HA PASPEHIEHHETO
3A YHOTPEBA

Jara Ha mepeo paspewuenne: 08 Jlekemepu 2006 r.
Jlata Ha nocnenHo noaHoesBaune: 12 Snyapu 2012 r.

10. JATA HA AKTYAJIM3HPAHE HA TEKCTA

02/2026
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