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1. HME HA JEKAPCTBEHHUA TPOAYKT
[abaramma 100 mg TBBbpAN KanCyAH

Gabagamma 100 mg capsules, hard

2. KAYMECTBEH i KOTHYECTBEH ChCTAB

Beska TBbpaa kancyna ceaepxa 100 mg raGanentun (gabapentin).

ToMomHo BEIMecTBO ¢ W3BECTHO AcHiCTRYE:
Besaka Tepppa kancyna ot 100 mg ceaepxa 22,5 mg nakrosa.

32 MBNAAA CIHCHK HA MOMOIIHHUTE BEIECTBA, BHATE TOUKA 6.1,

3. JEKAPCTBEHA ®0OPMA

Teupna kancyna

I'abaramma 100 mg TRBLpAR KaNCYNH: TBLPAA XKENATHHOBA Karcya ¢ 6410 Henpo3pavHo TANO H Kamave.
4. KIHHHYHU NAHHU

4.1 TepaneBTHIEM NOKATARHSA

Enunaencus

[abanenTnH e nokasaH 3a 100apbuHA TepanHs NpH JEYeHWe Ha MAPUHAIHH TPHCTHITH Che WM O3 BTOPHYHA
reHepajiH3alMs, NpH PLIpacTHH H JIETla Ha BR3pacT & K Moseye FOAMAH (BX TOUKa 5.1).

I'abaneHTHH e noKa’laH 3a MOHOTCPAIIHA 334 NCYCHHE Ha DAapUHAaJIHH MPHCTRIH CBC HIH 6e3 BTOPHYHA
TeHEepPaAIH3alHA IPH Bb3pacTHH H IOHOLIM Ha 12 u noBeue roAMHH.

Jlguenne Ha nepudepHa HeBponaTtaa 60ka

l'abanenTH € mokasaH 3a NedeHHe HA nepudepua vebponarHa Gonka, karo GoNesneHa AHaGeTHA HEBPOTIATHA U
NOCTXEPINETHYHA HEBPAIIrHA NIPH Bb3PaCcTHH,

4.2 Jo3dpoBKa B HAYHA HA NPHAGKEHHE

gOSH POBKa

B Tabnuua 1 e onncana cxeMa Ha THTpHpaHe 33 3anovBaHe HA TEpanMATa 3a
MPENOPBYBA MIPH Bb3PACTHH H IOHOLIH Ha BB3pacT 12 U nopeye rojlHHHA.

IIpu aena ua BB3pact nopn 12 roquHy yKasanuaTa 3a AO3MpaHe ca PEACTABSHH B
Ta3H TO4YKa.

, KOATO ce



Tabmuua !

Cxema Ha Jlo3npane — Hauanio TurpHpate
Jen 1 Jlen 2 Jen 3

300 mg BeAHEX JHEBHO 300 mg nBa mbTH AHeBHO | 300 mg TpU MBTH AHEBHO

Croupate Ha neyeHHETO ¢ rabaneHTHH

B choTBETCTBEE C HACTOALIATA KIIMHHYHA NPAKTHKA, KOraTo €€ Hajlara npekpatasaHne HA TeparHaTa © raﬁanem"nﬂ,
TOB2 TpﬁlﬁBa Ja c¢ HallpaBH NOCTCNCHHO, 34 MEPHOX Haii-mManko 1 ceaMHLIA, HE3ABHCHMO OT MOKA3aHHETO,

EnHnencug

[To mpHHUMN eMUAETICHATA H3MCKBA ABITOCPOYHO JiedcHHe. JIO3HpOBKaTa ce Onpeje/a OT NeKyBallHs Nekap, B
CBOTBETCTBHE ¢ HHAMBHIYAIHATA IOHOCHMOCT ¥ eUKACHOCT.

Buv3pacmuu u ionowu

B KMHHUYHH NPOYYBAHHA, e(peKTHBHUAT 10308 MHTepBan e 6un 900 mg anesno mo 3600 mg nnepHo. Tepamusra
MOKe Ja ObJe 3ano4HaTa ¢ THTPUPaHe Ha 03414, KaKkTo € onucano B Tabnuua 1, unm upes npunarane Ha 300 mg
Tpu eTH Ha JeH (TI1) B Hen 1. Cnen ToBa, Bb3 OCHOBA HA HHIHBHYATHAS OTTOBOP H TIOHOCHMOCTTA Ha MTALLHEHTA
AHeBHATa 1032 MOXe Na Gbie TOMBIHHTETHO yRCNHYABAHA HA CTHIKY 110 300 mg/new npes 2-3 THU 10 MAKCHMANTHA
xo3a ot 3600 mg/neH. [lps HHAHMBHAYANHH MAUHEHTH MOXe [a € MOAXOMANI0 No-GaBHO TMTPHpaHe Ha J03aTa Ha
rabaneHTHH. MMHHMAaNHOTO BpeMe 3a TocTuraHe Ha aosa ot 1800 mg/neH e eflna cenMHIa, 3a TocTHTaHe Ha 2400
mg/aeH e 00O 1Be CE/IMHLY, a 3a A0cTHrane Ha 3600 mg/nen ¢ obwo Tpu cenmuun. Jozn 1o 4800 mg/ neH ca ce
MOHACANA 100pe no BpeMe Ha THJITOCPOYHH OTBOPEHH KNMHHYHK mpoyuBaHud. OfiiaTa fHeBHa 103a TpaGsa xa
Gbie pasneneHa Ha TPH €IHHHYHHA O3, KATO MaKCHMAIHHAT HHTEPBAJ MEXAY J03HTE He TpAbGBa /1a HAABHILABA
12 yaca, 3a 1a ce IpeXOTBpPaTH NOABATA HA KOHBYJICHH.

Heya na ew3pacm 6 1 noseue 2o0uHu

Hauanxata nosa tpabsa na Bapupa ot 10 g0 15 mg/kg/nen u edexTHBHATa 1034 Ce DOCTHra Ype3 BL3XOAALIO
THTPHpAHE 32 NEPHOA OT MpHOm3HTeNHO 3 nuu. EdextusHaTa 103a Ha rafaneHTHH Mpy Aena Ha 6 ¥ NOBeYe MOAHHH
€ 25 no 35 mg/kg/nen. losu no 50 mg/kg/nen ca monacauu A06pe B ILATOCPOUHO KIHHHYHO Mpoyysane. Obiuiara
AHeBHa 103a TpAGBa na ObAe pazneneHa B TPH SAHHHYHH J03H, MAKCUMAJIIHUAT HHTEPBA1 OT BpeMe MeXAy A03HTE
He TpaOBa A2 HapeHinaea 12 uaca.

He e Heo6X0IHMO MOHHTOPHpaHE Ha ITA3MEHHTE KOHUESHTPALHH Ha rabanenTHH, 3a Ja ce ONITHMH3NAPA TeParHaTa
¢ rabanenTHH. OcBeH ToBa rafaneHTHH MoXe Ja ce npuiara B KOMOHHALMA ¢ JIPYr¥ AHTHETHIENTHYHA
JIEKAPCTBEHH TIPOAYKTH, D3 ONaceHUs OTHOCHO NPOMSHA HA TUTa3MEHHTE KOHUEHTpAalHM Ha raGaneHTHH MIH Ha
CEPYMHHTE KOHUEHTPAUNH HA APYTHTE aHTHEMHIENTHIHH JIEKAPCTBEHH TIPOAYKTH.

[Tepudepna HepponaTHa Oonxa

Bw3pacmuu

Tepanusta Moxke g2 3aMo4yHe ¢ THTPHpaHE HA 1034Ta, KAKTO € onucano B Tabnuua
HavajgHata a03a ga 6bae 900 mg/nen, npunaraHa pasaencHa HA TPH PaBHH 10
HHIUBHAYAJTHHA OTrOBOP W MOHOCHMOCTTa Ha MalHEHTAa A03aTa MOXKE 14 6‘I>Il
crenku o1 300 mg/aen npes 2-3 yHKU A0 MakcuMaiHa no3a ot 3600 mg/nen. T1

Na € MoAXOAAwo No-6aBHO THTPHpPaHe Ha Ao3aTa Ha rabaneHTHH., MHHAMATH
2

a BB3MOXKHOCT €




1800 mg/nen e enHa cenMuna, 3a Aocturane na 2400 mg/nen e obmo 2 ceaMHILH, a 3a AocTHTaHe Ha 3600 mg/nen
¢ 06110 3 cenMuUIIH.

EdukacHoctra H 6e3omacHocTTa NpH jeueHne Ha nepudepHa HeBponaTHa Gonka, kato Gonka npH JHaberHa
HEBpOTIATHS H TOCTXEPNeTHYHA HeBPANrHA, He Ca M3CICABAHH B YCHOBHATA Ha KIHHHYHM MpOYYBaHUA C
TIPOABIDKHTE/THOCT HA JISYEHHETO Haa 5 Mecena. AKo MpH NALMEHTA Ce Halara NpHIoKeHHe 33 CpoK Hal 5 Mecela
3a NeveHHe Ha MepHupepna HesponaTHa GONKa, NekyBaIHAT Jiekap TPAGBa fa HANPABH OLEHKA HA KIMHHYHOTO
CBCTOSHHE Ha MAIIHEHTA H J]a ONPe/eNH aNH € HeoOX0IAMa TONBIHATENHA Tepanus.

WHCTpYKIMU 33 BCHYKH 001aCTH Ha TEPANCBTHYHHUTE MOKA3aHHA

an MALKMEHTH € BIOWEHO 06O 3[paBOCIOBHO CBCTOAHHE, T.€. HHCKO TEIEeCHO TErino, <ael OpraHHa
TpaHCIUIAHTALIMA H T.H., 403aTa Tpuﬁna Aa ce THTpUpa HO-GE[BHO, KaTO C& H3MOA3BA NNO-HHCKATa KOHLICHTPAIlHA HITH
NOo-ABJITH HHTEPRATH MEX Y MOBHINABAHHATA Ha JO3HPOBKATA.

Crapuecka Bb3pacT (Han 65 roaunu)

[Ipy nanMeHTH B CTapyecka BB3PAcT MOXKeE Ja Ce HAJIOKH KOpeKIIHa Ha Jo3aTa OPajl HaMansBaHe Ha ObOpevnara
tynkuns ¢ pp3pacTta (Bx. Tabnuma 2), MpH nanMeHTHTE B CTAPYECKa BH3PACT € BBIMOXKHO MO-YECTO Ja ce
NOABABAT COMHOJIGHTHOCT, MepH(epeH OTOX H acTeHHA.

brbpeuno yepexnane

Kopexigust Ha 103aTa ce NpeNopbYBa NpH NAUMEHTH C KOMIOpPOMETHPaHa Ob0pedna QyHKuHS, KaKTo € OfIHCAHT B
Tabnuua 2, ¥ /UMK OPH NauHeH ™ Ha XemoaHausa. [abanentun 100 mg Kancy/iu MOXe Ja Ce H3NON3Ba 34 CNa3BaHe
Ha NPENOPHKHTE OTHOCHO J03aTa NPH MALHeHTH ¢ OROpeuHa He OCTaTBHHOCT.

Tabauia 2
JO3HUPAHE HA 'ABATTEHTHH [1PH BE3PACTHH B CITOPEJT BLEPEUHATA G YHKLHMA
KpeaTuHuHOB KNnpEHC (ml/min) Q6ma AHeBHA N03a* (mg/nen)
> 380 900 — 3600
50 -79 600 — 1800
30 -49 300 — 900
15-29 1505 — 600
<]15°" 1505— 300

*Obuata aHeBHa 103a TPAOBA Ja ce Npuiara pasaeneHa B TPH PaBHY eIHHHYHE 1034. Penyuupanure qoam ce
W3110/13BaT NPH NAIHEHTH ¢ OBEOPEUHO yBpeXkAaHe (KpeaTHHUHOB KIMPBHE < 79 ml/min).
®IlneBHara f03a o1 150 mg Aa ce npunara katoe 300 mg mpes JeH.
*TIpw TauMeHTH ¢ KpeaTUHHHOB KNupBHC <15 ml/min AHeBHaTa K03a TpabBa Aa e HAMAIH NPONOPLMOHANHO
Ha KPEeaTHHMHOBHA KIMPBHC (HaNp. NalHeHTH ¢ KpeaTHHHHOB KIHpBHC 7,5 mi/min Tpabea na nojyuasatr
NONOBHHATA OT IHEBHATA JI034, KOATO NOJTY4aBaT MalHEHTHTe ¢ KPEaTHHHHOB KIHPBHC 15 ml/min).

Ynorpeba npu NaUHEHTH HA XeMOJHaNH3a

[lpn aHypuuyHH NAaUMEHTH HA XEMOAMANW3d, KOMTO HHKOra HE €a NOJydaBalnM rafameHTHH, ce MPemopb4Ba
HaToBapBealia A03a oT 300 no 400 mg, cnen topa ce mpuemat 200 a0 300 mg rabaneHTHH clen Bcekd 4 daca
xemonuainia, B quuTe 6e3 xeMoauanuza He TpsaGBa Aa ce npuiiara everHde ¢ radar

N TpsbBa 1a
‘{a no3ace
AT HYHH.

[pu naupenTHtTe ¢ yBpeneHa Op0peuna GpyHKUNA Ha XeMOAMANH3A, TONABLPKA
¢ cpobpaseHa ¢ NpenopbKUTe 3a A02MpaHe, npencraseny B Ta6auua 2. B non
Npenopr4Ba AOMBIHUTENHO CNE BCEKH 4 yaca XeMoauanuia na ce nNpHeMar 0.
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Hauuu Ha npunoxkenne
3a NepopalHO NPHIOKCHAES.

T'abaneHTHH MosKe Na ce MpHmara che Wi Oe3 xpaHa W Kancyjarta Tpi6Ba 1a ce MOMIbINA LAna € JOCTATEYHO
KOJIMYECTBO TEYHOCT (HAMP. ¢ yalua Boaa).

4.3 HpoTrABonoxkazanus
CBpBXYYBCTBUTENHOCT KbM aKTHBHOTO BELLIECTBO HIIH KbM HAKOE OT NOMOIIHHTE BEIIECTBA, H30poeHH B Touka 6. 1.

4.4 Cnennajisd npeaynpexieHHs H Npeana3HH MEPKH NpH ynoTpeta

Texxn KoxHu Bexenanu peakiuu (Severe Cutaneous Adverse Reactions, SCARs)

Texkn xokHH HexenaHH peakuuu (SCARs), pkmountento cunapoM Ha Stevens-Johnson (Stevens-Johnson
Syndrome, SJS), TokcHuHa enupepmanta wexponusa (Toxic Epidermal Necrolysis, TEN) u nexapctser o6pus ¢
eo3uHodUNHA 1 cucteMHH cumntomd (Drug Rash with Eosinophilia and Systemic Symptoms, DRESS), kouto
MO3e€ [1a Ca XHBOTO3aCTPALIABALIM WA ¢ JIETAIeH H3XO[, ca ¢hobIIeHH BBB BPhiKa C NEYEHUETO ¢ rabaneHTHH.
I[lpu npeanuceaveTo nmanueHTHTe TPAOBAa Na 6BIaT MHGOPMHPaHHW 3a NPH3HALMTE H CHMITOMHTE M Aa Obaar
HabJ0AaBaHy ¢ OBHIICHO BHHMAHHE 33 KOKHH peakuy. [Ipy nosga Ha MPU3HAUK ¥ CHMIITOMH, IOKA3aTETHH 34
Te3H peaklliM, MpHEMBT Ha rabameHTHH Tpabea He3abaBHO Aa cmpe U Ja ce oOMHCIM aNTepHATHBHO NICYEHHE
(cnopen HeoGxogAMOCTTA).

Axo mpu ynotpebara Ha rabanmeHTHH TIALHEHTHT € Pa3BHI cepHo3Ha peakumns kato SJS, TEN wnu DRESS,
TIeYEHHETO ¢ rabaneHTHH NPH TO3W MALHEHT HHKOra He TpAGBa Aa ce NOHOBABA.

AHaduiakcus

TabanenTHH MOXe Ja Npeau3BuKa aHa(unakcus, [IPU3HALATE U CUMIITOMHTE B 10KNAJBAHKTE CIy4aH BKIIOYBAT
3aTpYAHCHO JHLIAHE, NOAdYBaHe HA YCTHHTE, I'bPJIOTO H €3HKA, H XHNNOTOHHA, H HZHCKBAT CTNICINHO JICUYCHHE.
[MauneHTHTE TpAGBa 1a OBJAT HHCTPYKTHPAHK Aa CNIPAT HPUEMa Ha rabaneHTHH U He3abaBHO 1a OTBPCAT
JEKapCKa NOMOI, aKO NOMYBCTBAT IPH3HALY HIIH CHMIITOMU Ha aHadunakcus (Bx. Toqka 4.8).

CyHUMIHA Hleallle H TOBEIEHHE

CrobiaBany ca CyHIMAHA HIEANN H NOBEEHHE NPH NALMCHTH, ISKYBAHH C aHTHEUIETTHYHH CPe/ICTBA 32
HAKOJIKO [I0Ka3aHKs. MeTa-aHanu3 Ha paHIOMH3HPAHH TIANeGo-KOHTPOTHPAHY NPOYYBAHHS HA
AHTHETTHACTITHYHH JICKAPCTBEHH CPEICTRA ChIO TIOKA3BA JIEKO OBHINABAHE HA PHCKA OT CYMLKUAHA HASALHA H
nosejieHHe. MeXaHH3MbT Ha TO3M PHCK € HemspecTeH. Ciyvau Ha CYMITHHA HIEAllHA H TIOBEAeHHE ca
HabAI0AaBaHK MO BpEME Ha MOCTMAPKETHHI'OBHSA OMUT [IPH MAHEHTH, IeKYBAHH ¢ rabaneHTHH (BXK. Touka 4.8),

HNauueHTHTe (M AHLUATE, KOHTO cC TPIDKAT 32 TAX) TPAOBa 18 ObAaT MOCHBETBAHH Ja IOTHPCAT MEQHLHHCKA TOMOLY
NpH MOABA Ha MPU3HALM HA CYMUHAHA HAeauus Hnu mopedeHue. IlanueHTHTe Tpabsa na 6baaT HabMoJaBaHK 3a
[pK3HALH Ha CYHUHAHA W€l H NOBSAEHHA H 1a ce oOMHAcAM moaxonimo nedexnue. B enyvai Ha cyuuyaua
MICalUA WM TIOBEJICHHE TPAOBA Ja ce 0OMHCIIM CTHpaHe Ha JieUeHHeTo ¢ rabameHTHH.

OCTEp NaHKpeaTHt
AKO MallMEHTBT Pa3BHE OCTBP IIAHKPEATHT MO BPEME Ha JieYeHnre ¢ rabaneHTHH, TpAGBa a ce OGMHCITH CIHPaHe Ha
JieueHHeTo ¢ rabaneHTHH (Bk. Touka 4.8).

I'spuose
Bunpeky, 4e HAMa JOKa3aTeNCTBa 33 HOBA MOAEA HA TBPYOBE MPH TEPATIHA C T NpeKbLCBaHe
Ha aHTUKOHBYJICAHTHTE MPH MALMEHTH ¢ eNHISNCHS MOXKE A4 OTKIOYH ,,CTd &3 S  Nyuka 4.2),



Kakro NpH APYTH aHTHEMHICITHYHH JIEKAPCTBEHH MPOZYKTH, IIPH JICHEHHE C rabaneHTHH MPH HAKOH NalBeHTH
MOKE Aa C€ ITOBHIOH YECTOTATA Ha IBPYOBETE HIH JA C€ NOIBAT HOB THI I'bpPYOBE.

KakTo 1pH 1pyra aRTHENHICNTHYHH 1eKAPCTBEHH MPOXYKTH, ONMTHTE Ja Ce OTTErVIAT €AHOBPEMEHHO NPHIIATaHH
AHTHENHNETITHYHY JICKapCTBA TIPH  jIeyeHHe Ha pepaKIepHH TAalHEeHTH, NPHEMAIlH [OoBeYe OT E€IHMH
AHTHENHIETITHYEH JIEKAPCTBEH MIPOAYKT, ¢ LeJI 14 ¢e NOCTHIHE MOHOTEPaI A ¢ rabaneHTHH, ¢a ¢ HHCKa 4eCToTa Ha
yeriex.

CwsiTa ce, ue rabaneHTHH He € eeKTUBEH Cpelly WhbPBHYHH FeHePATH3HPaHH I'bPUOBe, KAaTO HanpuMep abcauc, u
IIPH HAKOH HAlHEeHTH MOXE Ja BIOILIH TEe3H T'EPY0BE. Hopa.zm TOBa € HBOGXOII,HMO MOBHHIEHO BHHMAHHUE NPH
H3MOJIZBAHE Ha rabaneHTHH MPH NALHEHTH CbC CMECCHH I'bPY0BE, BKIIOYHTEITHO abcanci.

JlevenueTo ¢ rabaneHTHH € CBBP3AHO ChC 3aMasHOCT ¥ COMHOJIEHTHOCT, KOUTO OHXa MOITIH a YBEHYAT MosABaTa
Ha VHUHJCHTHO HapaHsBaHe (najaHe). MiMa cbiio mocTMapkeTHHroBH cboOlleHHA 3a oObpkBaHe, 3aryba nHa
CBh3HAHWE U YMCTBEHO YBpeklaHe. 3aToBa nanneHTHTe TpROBa 1a GbAaT NOCHBETBAHH Ja MOAXOXKAAT C IOBHILEHO
BHHUMAHHE, JOKATO HE CBHKHAT C NOTEHUHANHHTE e)eKTH Ha NTeKapCTEeHHSA IPOIYKT.

HOBpeMeHHa ynotpe6a ¢ onnonnn u npyru genpecanth ga HHC
ITaumueHTH, NpH KOHTO Ce H3HCKBA eHOBPEMEHHO JIeUEHHE C ACTIPECAHTH A LeHTparHaTa HepsHa cucteMa (LJHC),
BKJIIOYHTENHO OMHOMAH, TpAOBa fa GbaaT HAOMIOaBAHM BHHMATEIHO 3a NPH3HALK Ha MoTHckare Ha L{HC, karo
COMHOJIEHTHOCT, ceJallis M pecnHpaTopHa Aenpecui. [1allMeHTHTe, KOHTO NPHEMAT eTHOBpEMeHHo rabaneHTHH |
Mqu)HH, MOKE [a DPa3sBHAT NOBHIICHH KOHUECHTpAalUHH Ha rabaneHTHH. 1103aTa Ha radameHTHH MIH
€IHOBPEMEHHOTO Nie4eHHe ¢ aenpecantd Ha LIHC, BinounTento onHouay, Tpabsa na 6bae NoAxosmo HaManeHa
{B>x. TouKa 4.5),

TIpenoph4Ba ¢e MOBUIIEHO BHUMAHHE MDY NPEANMHCBAHE HA rabaneHTHH €JHOBPEMEHHO C OIMOH/IH TIOPAIH PHCK
or motHckaHe Ha LJHC. B nmoaynaumonHo-Gazupano, o6cepBallMOHHO MpOyYBaHe, THN CIy4aii-KOHTPONA MpH
MAlHCHTH, H3MO0N3BALIH OMHOMUIH, €JHOBPEMEHHOTO TPEANHCBAHE HA OMMOWAM M rabaneHTHH Ce CBBP3BA C
MOBHIIECH PHCK OT CMBPT, CBBP3aHA C ONHOKUA, B CpPaBHCHHC C MTPCANHCAHHUE Ha CAMOCTOATEIHA yno*rpeﬁa Ha OIMHOH ]
(KOpHTrHpaHo choTHoIIeHKe Ha Wauncosete [aOR], 1,49 [95% CI, 1.18 no 1,88, p<0.001]).)

PecniupaTtopua nenpecus

labaneHTHH e CBBP3aH C TeXKAa pPecnHpaTopHa jAenpechs. [lauuenTd ¢ HapymeHna pecmupaTopHa (yHKUus,
PECNHPATOPHO HIIH HEBPOJIOrHYHO 3a0onseade, GrOpedHo yBpexkEaHe, efHOBpeMenHa yroTpeGa Ha JeNpecanTy Ha
LHC u nauHeHTH B CTap4ecka BB3PACT MOXKE 1A Ca M3NOKEHH HA O-TONAM PHCK OT M3IHTBAaHE Ha Ta3sH TEXKa
HexxenaHa peakiind. Bb3MoKHO € 1a ce HANOXH aJanTHpaHe Ha 103aTa NP Te3H NalHeHTH.

Crapyecka Bb3pact (Han 63 rogunu)

He ca npoeexaaHH cHCTEMATHYHH [POYYBAHMS ¢ rabareHTHH NPH TALMEHTH HA BL3PACT 65 W MoBeye rOAHHH. B
ABOHHOCIIAIIO NPOYYBAHE ¢ NALKEHTH C HEBPOTaTHA GONKa CE YCTAHOBABA H3BECTHO MOBHINABAHE HA TIPOLEHTA Ha
BBE3HHKBAHE HA COMHONEHTHOCT, NepHjepeH OTOK W aCTEHHS NPH NALHEHTH HA BL3PACT 65 u ftoBede TOMUHH, B
CpPaBHEHHE ¢ MO-MNAquTe NAmHeHTH. C H3KOYEHHE HA Te3W PEe3yNTaTH, KIMHHYHHTE H3CASABAHHA B Tald
BB3paCTORA I'Pyna He MOKAIRAT paziuteH pod I HA HeXeTanuTe CEOHTHA, B CpaBHeHHE ¢ HaOJFOJaBaHHA TPH MO-
MNajgHuTe MALHEHTH.

IeauaTpuyna gonyrauus
Edexture o1 gparocpounara tepanus (oeeye oT 36 ceAMHLH) ¢ rabanenTHH BLPX
H pa3BUTHETO IPH AE11A H KOHONIM He ca 1o6pe npoyuenn. [Ton3ure ot Apnrocpoy
BHHMATEJIHO CTIPAMO NOTCHUHANHHTE PHCKOBE.

JIHF'CHTHOCTTa



HenpaBImHa YIIOT ;geﬁa, TIIOTEHIHAT 33 3N0OVITOT [Eﬁa H 3aBHCHMOCT

T'abameHTHH MOe Jla NpeIH3BHKA IEKAPCTBEHA 3aBUCHMOCT, KOATO MOXKE Ja C€ NMOSBH TIPH TEPANeBTHYHH J03H.
Crobmapany ca ciydad Ha 3n0ynotpeba u nenpasunHa ymotpefa. INaumeHTH ¢ aHaMuesa 3a 3noynoTtpeba ¢
BELIECTBA MOXKE J1a Ca ¢ II0-BHCOK PHCK OT HenmpaBHIIHA ynoTpeba, anoyntoTpeda U 3aBHCHMOCT OT rabaneHTH 1 e
HEOOXOIMMO TOBHILICHO BHHMAHHE NPH ynoTpedara Ha rabafieHTHH MpH Takusa nauneHra. [lpean npeanuceane
Ha TabaneHTHH PUCKBT OT HETPaBKIHA ynoTpeda, 3noynoTpeba MM 3aBHCHMOCT NpPH NauKenTa TpAGra na Obae
BHHMATEJTHO OLIEHEH.

IlaunenTnte, Nexypany ¢ rabanentus, TpsGea 1a Gbaar HAbNIOaBaHM 33 CHMITOMH HA HEMpaBWIHA ynoTpeda,
3noyn0’rpe63 HIH 3aBHCHMOCT OT FaGaHEHTPlH KaTO pa3iBHBaHE HA TONEpaHC, HeOGXOJIHMOCT OT NOBHINIABAHE Ha
103aTa M [IOBEAEHNE HA HACOYEHO ThPCEHE HA NEKAPCTBOTO.

CHMIITOMH HA OTHEMAaHE

Habmonasany ca CHMNTOMH Ha OTHEMaHe Cji¢j]| TIpEKpaTABaHe Ha KPaTKOCPOUHO H JBJTOCPOYHO JIEYEHHE ¢
rabaneHTHH. CHMOTOMH Ha OTHEMAaHe MOrat /ia ce MOABAT CKOPO cjiel NpeKpaTaBane, OOHKHOBEHO B PAMKHTE Ha
48 uaca. Haii-uecto ¢hOOIMABaHHTE CHMNITOMH BKTIOYBAT TPEBOXKHOCT, 6e3ChbHME, rajeHe, GoMka, HINOTABAHE,
TpeMop, riasobonne, AenpecHs, HECCTECTBEHO yCeLlaHe, 3aMasHOCT M obwo Hepasnonoxenue. [loAaTa Ha
CHMITTOMH Ha OTHEMAHE CNE] MPeKpaTABaHe Ha NpHeMa Ha rabameHTHH MOKe Ja € MOKa3aTesHa 3a JIEKApCTBeHa
3aBHCHMOCT (BK. Touka 4.8). TTaumentsT Tpatea aa 6bae nHQOPMHpPaH 3a TOBA B HAYAJIOTO HA JieYeHHETO. AKO
neveHueTo ¢ rafaneHTHH TpaOBa na Ohae npekparteHo, ce TpeMopByYBa TOBA Ja C€ HAMpABH IOCTENIEHHO B
OpolbKeHHe Ha Hal-Manke | ceMHLA, HE3aBHCHMO OT MOKa3aHUeTo (B, Touka 4.2).

JlabopaTopHH M3caeaBaHuA

Morar na 6b3aT 0T4eTeHH QaLIHBO ONOKHTENHY PE3YATATH [IPH MOTYKOAHYECTBEHO ONIpeAeNsHE HA 001 GeNThK
B ypHHara ¢ Tect-nenta. [lopanu ToBa ce npenopryYBa MOTEBPKIABAHE HA MONOKHTENHHS Pe3ynTaT ¢ METOAM,
OCHOBaBAllH ¢¢ Ha JPYr AHAIHTHYCH NPHHUMHM, KaTo HanpiuMmep OuyperoBa mpofa, TypOHIHMETPHYHM HIIM
CLBETHTCIIHY METOIH, HIH N3N0A3BaHE HA aNTepHATHBHUTE METONH OT CAMOTO HA4amno.

[abaraMma TBBPIM KAaNCyJIH CHABLPXKA NIAKTO3A.
TauneHTH ¢ peakH HACNEACTBEHH NPOGIEMH Ha HEMOHOCHMOCT KbM TafakTo3a, WBIEH NakTaseH AeUUHT HIH
FMIOKO30-TaNakTo3Ha Manabcopbuua, He TpaGBa 1a NPHEMAT TOBA JIEKAPCTRO.

4.5 B3anmopnelicTBue ¢ JPYrd JI¢KapcTBeHH NPOAYKTH H Ipyra GOpMM Ha B3aHMoaeilicTBHE

HMma CNOHTAHHH H JMTEPaTYPHH CbOOINEHHs 3a PECMHUPATOPHA RENpeCHs, CeAalldf H CMBPT, CBbP3aHH c
rabaneHTHH, KOTaTo ce NpUIIara eJHOBPEMeHHO ¢ aenpecanty Ha L{HC, BmounTenno omonan. B HAKOH OT T€3m
CHOOMIEHHS aBTOPHTE 0OPBINAT CTICUHANHO BHHMAHHE Ha KOMOHHAUMATA HA raGaNeHTHH ¢ OMHOUH NPH NALHEHTH
B HeZloOpo oblilo ChCTOAHHE, MALMEHTH B CTAPYECKa BB3PAcT, MALMEHTH C TEXKO MONEKALI0 PECHHPATOPHO
3abonsBaHe, NALMEHTH, IPHEMALH MHOXKECTBO IEKApPCTBa, KAKTO H IPH MALMEHTH Ch¢ CHHAPOM Ha 310ynoTpeda ¢
BeHIecTBa.

B npoyusane, BkmouRamo 3jpaek goGposonu (N=12), npu npunarade Ha 60 mg MopduH xamcyma ¢
KOHTpOJIMpano oceoboxaasane 2 yaca npeau npunaradeto Ha 600 mg kancysa rabaneHTHH, CpeIHAaTa IO Mox
kpusata (AUC) Ha rabaneHTHH ce e yBenuanna ¢ 44 % cnpsmo raGanenThH, npuioxeH 6ez Mopdun. [lopaan Tosa
MalHeHTUTe, [PH KOMTO Ce Hajara eJHOBPEMEHHO JCUCHHe ¢ ONHOHAM, TpAOBa nga 6bJar BHEMATENHO
HaOmofaBaHK 3a MPU3HalM Ha notHckake Ha [[HC, KaTo COMHOMEHTHOCT, CEIauMs U PeCRKPATOPHA NENpecHs,

He ca ycranoeeHu BauMofielicTRHA Mexy rabaneHTuH H deHobapbuTan,
kapbaMazenuH.




(DapMaKOKHHCTHKaTa Ha ra0aneHTuy C/IeA JOCTHraHe Ha CTATHOHAPHO CBCTOARKE NTPH 3/1PABH XOpa € moa00Ha Ha
Ta3H MPH MAIHCHTH ¢ €MHNENCHA, MOJIYYaBallH TC3H AHTHENMHIENTHYHH ITPOAYKTH.

E}IHOBpeMeHHPISIT IpHEM HA rabaneHTuH ¢ EpOpaAIHH KOHTpAUENnTHBH, ChAbpKAUIH HOPETHHAPOH H/HIH €THHHI
eCTRaHO, HE MOBAULRA q;apmakomnemka'ra B CTALHOHAPHO CHCTOAHRC HA HUTO €4H& OT ChCTAaBKHATE.

EnHoBpeMEHHHAT npHeM Ha rabaneHTHH C aHTHAUMJH, CHAB[KALIH AlyMHHHR M MarHeswii, Hamanssa
OuoHanuyHOCTTa Ha rabaneHTuH Ko 24 %. Tlpenopbupa ce rafalleHTHH Ja ce NpHeMa Hali-paHo jBa 4aca clel
NpHEM HA AaHTHALMA.

IMpoberenn s He npomeHs GOpeyuHarTa eKCKpenus Ha rabarneHTHH.

IlpH emHOBpemeHeH NpHeM Ha rafaneHTHH W UMMETHAMH € HabmoaasaHo ¢iiabo Wamanenue Ha GnGpeunaTa
€KCKpellHA Ha rabaneHTHH, KOETO He Ce 0YaKBa J1a HMA KIIMHHYHO 3HAYECHHE.

4.6 DepTHanTeT, GpeMEHAOCT N KLPMEHE

EpementocT
Puck cavpaan ¢ enunencus u 060 ¢ GHMUENUIENMULHIME ACKAPCIMABEHI RPOOYKMU

Pucknr oT BponeHn aedekTd € 2 — 3 MbTH NO-BHCOK B MOKOJNEHHETO HA MalKM, JIEKYBaHH ¢ AHTHEMHJCITHYEH
JTEKApPCTBCH MpoAyKr. Haii-uecTo cholinaBanu ca 3aeiika yCTHA, CHPASUHO-CHAORY Mandopmansy ¥ AebekTy Ha
HepBHaTa TpbOa. Bb3MoXHO € TonuTepanusTa ¢ aHTHENMHJIENTAYHH JIEKAPCTBEHH IPOAYKTH Ja € CEbp3aHa ¢ no-
BUCOK PHCK OT BPOAEHH MalhopPMaLHH, OTKOJIKOTO MOHOTEPANHATA, NOPAAH KOETO € BaKHO B MPaKTHKATa Ja ce
HpHAara MOHOTEPANHA, BHHAIH KOraTo HMa TAKaBa BE3MOKHOCT.

Kennre, 32 KOUTO HMa BEPOATHOCT /14 3a0peMEHEAT HIH HMAT JETEPO/ICH NOTEHIHA, TpabBa 1a ce NOChBETBAT OT
CTICLHAMHCT H KOraTo JKeHaTa INIaHHPa lta 3afpeMeHee - Ja ce pepasrieaa HeoGXOAHMOCTTA OT AHTHENHIIENTHIHA
Tepanus. He TpaGsa na ce npeanpueMa pa3ko NpeKpaTaBaHe HA AaHTHEMHNENTHYHATA TepanHs, Thil KaTo TOBA MOXE
Aa OBENE JI0 NOABA HA MbpY0Be, NIOpaAH edeKT Ha OTHEMAHE HA TIEYEHHETO, KOHTO GHXa MOTIH 2 Aa/IaT CEPUO3HO
oTpaxkeHHe BBpXY Maiikata M neTero. Paako ce Habmonasa 3abapeno pa3BUTHe IPH Jieua Ha Malfkit ¢ emHIencHs.
He e BB3MOXKHO 114 ce pa3rpaHHyM nali 3aDaBeHOTO Pa3BHTHE € MPHYHHEHO OT FEHETHMHH, COlHanHu GaKTopH,
CNHIIENCHATA HA MaiikaTa HIIH OT AHTHETHIEITHYHOTO IeYeHHE,

Puck, cevpsan ¢ cabanenmun

I'abaneHTHH NpeMHHaRa B MIALIEHTATA.

Jlunceat WM UMa OTPaHHuEHH JAHHH OT ynoTpeGara Ha rabaneHTHH NP GpeMeHHH JKEHH.

IlpoyusaHuATa NPH KHBOTHH ITOKA3ZBAT PEMPOXYKTHBHA TOKCHUROCT (BXK. Touka 5.3). [loTeHinanauaT puck npu
Xopa He e H3BecTeH. ['abanenTHH He TpabBa aa ce npurara Mo BpeMe Ha OpeMEHHOCT, OCBEH AKO MOTCHLHANHATA
ron3a 3a Maikara KAaTeropH+1HO HAJBHIIABA ITOTEHUHAIHHSA PHCK 3a ILI0/1a.

He e swaMoxno Aa Ce HanpaBH OKOHYATES/IHC 3AKIIUYCHHE XalH JIEYCHHETO ¢ rabaneHTHH € NpH4YHHa 34
MOBHIIABAHE HA PHCKA OT BPOAeHH MandopMauvy, ako ce€ NpHEMa 10 BpeMe Ha OPeMeHHOCT, HOPaJH CaMOTO

3abonsgBaHe OT eNANENCHs i eIHOBPEMEHHO [pHJIaraHuTe aHTHENHUJIENTHYHH JISKAPCTBEH IIpH BCAKA OT
croOmeHHTe OpeMEeHHOCTH.,




MO3KC Oa MOBHITH PHCKA OT HECHATAJICH CHHAPOM Ha OTHEMAHE. HOBOpOJlCHHTe Tpsﬁna Jacc
npoecneaaBaT BHHMATEITHO,

Ktpmene

FabanenTnH ce eKkckpeTHpa B kbpMata. IlopanM ToBa, 4Ye edeKTBT BbPXy KbpMaueTo e Hem3BecTeH, TpalBa
BHHMATEIHO A4 C¢ NPELIEHH MPUTATAHETO Ha IeKapCTBEHUA IPOAYKT IIPH KbpMetLlH Makiku. [abanenTus pabea na
C¢ H3MMOM3Ba NPH KbpPMeItH MaHKH, CaMO aKo Mon3aTa KaTeTOPHYHO HAaJABHILIABA PHCKA.

DEPTHIHTET
Hsma edexcr Bupxy deprunnTeTa Npu MpoyusanuaTa FLPXY KUBOTHH (BXK. Touka 5.3).
4.7 Edextn Bupxy cnocoGH0CTTa 33 mwodupane u padora ¢ MaHHA

["abanenTHH ORIHABA B JleKa HIIN YMEpeHa creneH cmocofHOCTTa 3a Iwodupane H paboTa ¢ Mamnxu. ['aanenTiH
BIMAE BBPXY LEHTPATHATA HEPBHA CHCTEMAa M MOXE Ja NPHYMHH CLHIMBOCT, 3aMasHOCT H IPYTH CBBp3aHH
CHMNTOMH. JlOpY H /13 ca camo ¢ JIeKa WK yMepeHa CTEMNEH, Te3H HEXENaHH PeAKIHH MOJXKeE Ja ¢a [IOTEHIMATHO
OTacHH 32 MALKEHTH NpH wodupane uiu pabota ¢ MawHEN. ToBa e BATHAHO 0cOOEHO B HAMATOTO HA JIEYEHHETO H
¢Jle] MOBHILABAHE HA A03aTA.

4.8 Hexcenann texapersenn peaxunn

Hexenanute nexapcTBeHH peakiuuy, Ha0MofaBaHH [0 BPEME Ha KIMHHYHUTE MpOy4BAHHA, IPOBESACHH MpPH
enunencus (IOMbJBala H MOHOTEpanmuA) M HeBponmaTHa Gonka, ¢a MPEACTaBeHH B OOL CMHCBK NO-IOIY,
TPYOMPAHH 10 BHA H YecToTa: (MHOTO YecTH (> 1/10); wects (= 1/100 1o < 1/10); Heuectn (=>1/1, 000 no <1/100);
penku (=1/10, 000 mo <1/1, 000); muoro penxu (<1/10, 000). KoraTo ¢ Habmoaasana HexenaHa Peakius ¢
PA3JIHYHH YECTOTH NPH pa3IHYHATE KIIHHHYHHA NpOoy4YBAHHA, TH € 3anucaHa ¢ Haf-BHCOKATA 0TpazeHa 4ecToTa.

JONBIHHTEINH HEXENAHH peakiuMH, AOKIAABAHH 110 BPEME Ha [OCTMAPKETHHIOBHA OIMT, CA4 BKIIOYEHH C
HEW3RECTHA YeCTOTa (OT HANMHYHHTE JaHHH He MoXe Aa ObJe HanpaBeHa OLEHKA), MPeCTABEHH ¢ KYPCHB B CITHCHKA
no-goay.

[Ipn BesiKo TPyNHpaHe B 3aBHCHMOCT OT 4ECTOTATA, HEXKENAHUTE TEKapPCTBEHH PEAKIIMH Ce U3OPOABAT B HU3XOAALL
pen o OTHOHICHHE HA TAXHATA CEPHOIHOCT.

CHCTCMO—OPI‘RHEH KJac [Heme.uana JEKAPCTBEHA PeaKIHA

Hadexnan o AAdGecTanHE |
i

Mmuoro yectn : BHpYCHa HHQeKIn

Yectn | THEBMOHHA, pecMHpaTopHa HH(EKUNs, HHPEKUHA Ha NHKOYHHTE MBTHLIA,
j OTHTHC MeIHA

Hapymwenus Ha KPLETa H TNMPHATA CHCTEMA

Yectu NEeBKQMNeHHs

C HemsBecTHa yecToTa mpomGoyumonenus

Hapymenns Ha HMYHHATA CHCTEMA

Heuectu




!
C HeH3pBecTHa 4ecToTa E CuH()pOM HA CEPBXYYBCIMBUMEAHOCH] (cucmeMHa peaxyua ¢ RpoMen NGl

| CUMITIMOM, KOUIMO MO2am Od 8KOYeam mpecka, o6pug, Xenamunt,
Lrumpadenonamun, eO3UROGUINA, KAKMO ROHAKO2Q OPY2H CUMITROMYL),
. anaunarxcus (gxc. moura 4.4)

Hapywenns Ha MeTaGo.1A3Ma H XpaHeneTo

YecTu | BHOpEKCHA, TIOBHILIEH ANETHT
Heuectn XHIepravkeMus (Haii-uecto HabmroaaBaHa IpH NIanHeHTH ¢ Anaber) ‘
Penkn | XHIOTIHKeMHA (HaH-decTo HabMogapaHa [pH MalHEHTH ¢ J#abeT)

C HeusBecTHa decTOTA XURCHAMPUEMUA

IleHXuIHH HApYTLCHHS

S T

Yectn ' BpaxkaeOuocT, 00BPKBAHE H eMOIIHOHANHA TAOHITHOCT, ASMPecHs,
| TPEBOXKHOCT, HEPBHOCT, a0HOPMHO MHCTIEHE
T |
i
Heyectn | Bb3DYaa :
H -
' !
C HeH3BECTHA YECTOTA {xamoyunayuy, CYuuona uoeayust, 1eKapemeena 3aeucumocm ‘

Hapyienss na HEPBHATA CHCTEMA

Muoro yect | COMHOIEHTHOCT, 3aMASHOCT, aTaKCHS

i
Yectr KOHBYJCHH, XHIICPKHHE3HH, AH3aPTPUA, aMHE3Hs, TpeMop, Oe3chHue,
rnaBoGonre, ycemanua KaTo NapecTe3ns, XUIecTe3 A, HapyllieHa

KOOPJAHHAHA, HHCTarbM, 3aCHJICHH, IIOHHKEHH HIIH JIHNCBALIHA pe(l)JIel{cn l

Heuectn XHMNOKHHE3HA, YMCTBEHO YBpeXk IaHe

Penku |zary0a Ha ch3HaHHe

C Hed3BecTHA HecToTa opyzu asuéamanuu HapYwenus (Hanp. Xopeoamemo3sa, OUCKUHe3us,
QucHmons)

Hapyuienust Ha 09ATE

T
Yectn | 3pUTENHH HapyLUeHHs KaTo aMOTHOIMA, HTIONAA ;

Hapymenna Ha yXoTo H 1aGHpHATA

Yectn | CBETOBBPTEN

C HeH3BecTHA 4ecToTa | murumyc

58 S

CrpaedHH HAPYITCHHA

Heuvectu | nanmuTanuu

CBbAOBH napylueHns

Yectn XHMEPTONHA, BA30AHIATALHA .

PecHPATOPHH, IPLIHN 4 MeIH A o
PATOPHH, I'PBA ¢IHACTHHAIHH HAPYLUeHHA _t.j*" e,

Yectn ;,EIHCIIHEH, OpOHXHT, HAPHHIHT, KallINLA, pmﬁ(@‘ NG




Penxu , pecnupaTopHa AelipecHA

CToMalIHO-YpPEeRHH HADYICHHAS

Yectu | NOBpLIIANE, rafeHe, 3b0HN AHOMAIIHY, THHTHBUT, IHAPHA, KOpeMHa Gonka, |
| INCTIETICHS, 3alIeK, CYXO0Ta B YCTATa HITH I'spA0TO, PaaTyneHuHs
: .

Heuectn | aMcdarna

C HeH3BeCcTHA YecTOTa | nankpeamum

XenaToOHAnapHA HAPYIEHHAS

C HeusBecTHa uecToTa | Xenamum, JCermenuya

HapynmieHHS Ha KOXAT2 H NOAKMKHATA THKAH

Hectu | NHLEB efleM, [Ty PIIypa, YECTO OMUCBAHA KATO HATHPTBAHE B PE3y/ITAT Ha
' pu3HYEeCKa TpaBMa, OOPHB, IIPYPHTYC, aKHe

J

C HEH3BECTHA 4eCTOTa rcunopom  Ha  Stevens-Johnson, moxcudna  enuOepMATHA  HEXPOIU3Q,
| anzuoedem, epumema mytmugopme, aroneyus, lexapcmeen obpug C

| eO3UROGUAUS U CUCTEMHIL CMPIOMY (601C. MoYKa 4.4)

Ha PYLICHHA B3 MYCKYJHO-CKEJIECTHATR CHCTEMA H CLeHHHTEIHATA THKANH

|
Yectu | apTpanrus, MHARrHs, 001K B repda, MYCKY/THO TIOTpPENBaHe

C HeM3BeCTHA YyecTOTa pabidomMuantza, MUOKAGHYC

Hapyuwienns na 6L6penATe H THKOYAHTE NETHINA

C HeH3BECTHa YecTOTa ocmpa Gelpeuna HedOCMAaMBYHOCH, UHKOHMUHERY IR

Hapymennsa Ha Bb3NPOH3BOAH TE/IHATA CACTEMA H IbPAATA

Yectu | MMIIOTEHTHOCT

C HEM3BECTHA yecToTa | xunepmpodun na ZLpOAMa, ZUHEKOMACMUR, CEKCYQIHA OUCHYHKYUS
| (8KTIOUUMENHO NPOMERT 8 TUOUIOMO, HAPYUIEHUA A EAKYAQYUAMA U
L aHOp2aIMUR)

O6wn Hapymenns u ¢ KTH Ha MACTOTO HA NPHIOKEHHE

Mmnoro vecTn :YMopa, Tpecka .
YecTH ‘ neputeper efieM, HApYNIEHA N0X0Ka, acTeHH, Oouka, obuio
| HEpa3moJIoKeHHEe, TPHIOHCA00EH CHHAPOM

Heuectn ‘r FeHEePaNH3HPaH eIeM ‘
_— : R

C HeH3BeCTHa YecToTa \ peaxyuu na omuemarne®, zpuona boaxa. Coobwyaea ce 3a cayuau Ha |

| SHE3QNHA, HeODACHUMA CMBDM, KAMO RPUMUHHO-CIE0CMEENA BPb3KA C

Eﬂeuenuemo C eabanenmun He e yemarogena.

t

Hscaenpanns

Yectn HamaneH Gpoit 6elH KPbBHH KIIETKU(JIEBKO
Terno




Heuectn TIOBHINEHH CTOMHOCTH HA YepHoapoduuTe dyHukiHonanuu Tectose CITOT
(ACAT), CI'TIT (ANTAT) u 6unupyGun i

C HEH3BECTHA YECTOTA noguuiena kpeamur ocpoxunasa g Kposma

Tpamm, OTPABAHHA H HHT¢PBSHIHH,
BB3HHKHAJIH B Pe3YJATAT HA YCJIOKHEeHUH

YecTH HHUHJEHTHO HapaHABaHe, (paxTypa, abpaina

Heuectn nanawle

* HabmonasaHu ca CHMOTOMH Ha OTHEMaHe clie/l MPEKPATABAHE Ha KPATKOCPOYHO H JBITOCPOYHO JIeUeHUE C
rabaneHTHH. CHMNTOMH Ha OTHEMAHE MOTAT Jia ce MOABAT CKOPO Cliejl NpeKpaTaBane, oGHKHOBEHO B PAMKHTE Ha
48 yaca. Haii-uecto chobLiaBaHHTE CHMITOMH BK/HOYBAT TPEBOXKHOCT, Ge3ChHHE, rajeHe, 6o/Ka, HINOTABAHE,
TpeMop, rnaBobonue, AenpecHs, HEECTECTBEHO YoellaHe, 3AMAasHOCT H 06110 Hepasnonoxenue (BXK. TOYKa 4.4).
TTosigaTa Ha CHMNTOMH Ha OTHEMAHE C/eJ NpeKpaTABAHE Ha MpHeMa Ha rabaleHTHH MOXe Ja € MOKA3aTeNHa 3a
JieKapcTREHA 3aBHCHMOCT (Bik. Touka 4.8). [NanuentsT TpabBa ma Guae undopMHpaH 3a TOBA B HAYANOTO HA
NedeHHeTo. AKO JieueHHETO ¢ rabaneHTHH TpaOBa Aa ObJe NpeKpaTeHo, ce TPenophyYBa TOBA [a C€ HAnpaBy
MOCTENEHHO B IPOALIKEHHE Ha Hali-Manko 1 ceamuna, He3aBHCHMO OT NOKa3aHHeTo (Bx. Touka 4.2).

[To BpeMe Ha nedyennero ¢ rabaneHTHH ce cboOImaBa 3a Ciyyay Ha OCThp MaHKpeaTHT. Bpbikara ¢ rabanenTuH e
HeAcHa (Bk. Touka 4.4).

Hp}l MalHeHTH Ha XEMOAHANH3a, MOopaadH TEPMHHANTHA 6'1:6])6‘-1Ha HEJOCTaTEYHAOCT €& ChO0IIaBa 3a MHOIIATHA ¢
TIIOBHUICHH HUBA Ha KPCATHHKHHA3ATA.

3a HHQEKIHA HA PECIHPATOPHUTE [THTHIIA, OTHTUC MEKA, MBPYOBE H GPOHXHMT Ce ChOGIaBa caMo B KJIHHHYHHTE
npoyvBaHHA NpH Aena. B knaHUYHUTE Npoy4YBaHHA NPH O¢1a JONIBJIBHTE/THO Ce C'bOGI].IaBa 4eCTO H 24 arpeCHBHO
NOBEICHHE U XHIEPKHHEIHH.

CpobliaBane Ha noNo3HPAHH HEXENAHH PEAKITHH
CrobmaBaneTo Ha MOJO3UpPAHU HEXENIAHH PeaklliH Clie pazpellapaHe 3a ynoTpeba Ha TeKapcTREHHs POIYKT e

BaxHO. TOBa MO3BONABA A2 NPOIBIKH HAGMIOASHHETO HA CHOTHOIIEHHETO [TON38/PHCK 3a TEKAPCTBEHHA MPOLYKT.
OT MeNUUHHCKATE CIENMATHCTH Ce H3HCKBA J1a ChoDIIaBaT BCAKA 110103HPaHa HEXKENAHa PeaKilua Ypes:
H3nmbIHUTEHE areHLHA N0 NeKapcTBara, yu. ,,Jlaman ['pyes” Ne 8, 1303 Codus, Ten.: +359 2 8903417, yebeaiir:
www.bda.bg.

4.9 Mpeao3upane

Octpa, KUBOTO3ACTpaNIaBaINa TOKCHYHOCT PH TIpeAo3¥paHe ¢ rabaneHTHH B 103U 10 49 g He e HabnoaaBaHa.
CuMnTOMHTE Ha Npeno3Hpane ca GHITH: 3aMasHOCT, IBOMHO BIDK/aHe, HEACHA Ped, CHHIIMBOCT, 3aryfa Ha Ch3HaHHE,
neTapruA H JeKka Auapud. BCHYKH NauMenTH ca c€ BB3CTAHOBWIM HAMbIHO CJleq nmoAAbpiama Tepamus.
Hamanenara aGcop6uua Ha rabaneHTHH mpH mpHeM Ha MO-BHCOKH O3H MOXE Ja orpaHudd abGcopbuusta npu
Npeie3UpaHe, KaTo 10 TaKbB HAYHH ¢ HaMalsBa TOKCUYHOCTTA NPH TIpeIo3HpaHe.

[1penosupasero ¢ rabanenTHH, 0cobeHo B koMGHHaIHA ¢ ApyTh notickaiu LIHC nexapcTseRy NPOIYKTH, MOXe
Ja AoBene A0 KoMa,

B’BH]JEKH, qe rabaneHTHH MOXKe na Owne OTCTPaHEeH OT UHPKYJANHATA ¢ XEMOAHANTH3E, HUIHYHHAT OIIHT NMOKa3Ba,

ue ToB2 OOMKHOBeHO He e HeoOXoammo., Benpekn toBa 0Gave, mpH MALHEHTH C YHO YBpeXaaHe
XeMOJHaTH34Ta Moxe Ja ObAe moka3laHa. N
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[Tepopannara neranHa n03a wa rabaneHTHH He ¢ 61na YCTAHOBEHA MPH MHIIKHA H IUTBXOBE, KOHTO €2 MOYYHIH
Ro3u no-BUcokH 0T 8000 mg/kg. INpusHanute HA OCTPa TOKCHYHOCT TPH JKHBOTHH €A BKIIOYBAIH: aTaKCHA,
3aTpyAHEHO QUINAHE, ITO3a, HaMAJEeHA AKTHBHOCT HIIH Bb30yaa,

5. ©®APMAKOJIOTHYHU CBOMCTBA
51 dapMakoIHHAMHIHH CBOHCTBA

(®apmakoTepaneBTHYHA rpyna: JIpyrd AHTHENHIETITRIA
ATC roa: NO3AX12

MexaHH3BM Ha JIeHcTRHE

labaneHTHH ECHO NPEMHHABA B MOIBKA H [IPEJOTBPATABA IIPHNAAbLM OPH PEXHLA KHBOTHHCKH MOAETH Ha
enunencua. ['abanenTrd ve npurexana abunantet keM GABAA ninn GABAB peuentopute, HUTO TpOMeHs
metabonusma Ha GABA. He ce cBBp3Ba ¢ Apyrd HEBPOTPAHCMUTEPHH PELENTOPH B MO3BKA H HE BlanMoAeiicTa
C HATPHEBHTE KaHanH. ['abaneHTHH ce cBbp3Ba ¢ BHCOK auHuTeT ¢ 020 (anda-2-aenTa) cybeAHHHIATA Ha
BONTXK-3aBHCHMHUTE KATUHEBH KaHANH H Ce NpeAnonara, 4ye CBbp3BaHeTo ¢ 020 cybemunnuara Moxe Aa urpae
poJA B MPOTHBOTBEPYOBHTE €(pEKTH HA rabaneHTHH MIPH KWBOTHH. CKPHHHPAHETO HA TOJIAM 00eM AaHHH He
npeanonara Apyra NPHIETHA 3a MEAHKAMEHTA CTPYKTYPa, pa3THYHA OT 028,

JlaHHHTE OT peanua NpeAKNHHHYHH MOJENH OKA3BAT, Y¢ (PapMaKko/IOTHYHATA aKTHBHOCT Ha raGaneHTHH MoXe
Na ce MeMupa NOCPEACTEOM NOHHXapaHe Ha 0CBOOOXKAABAHETO HA Bb30YAHH HEBPOTPAHCMHTEPH B YaCTH OT
LUCHTPAIHATA HEPBHA CHCTEMA, Upe3 CRbp3Bane ¢ 026, Ta3u aKTHBHOCT MOXKE FA IIOJKPET NpOTHEOIBPUOBOTO
aeiictre Ha rabanenTrH. [pencTon Aa ce HISCHH 3HAYHMOCTTA HA TOBA AeHCTBHE Ha rabaneHTHH 110 OTHOLIEHHE
Ha MPOTHBOBPYOBHTE ebeKTH NMPH XOpa.

FabanenTHn noka3sa eUKACHOCT H NPH PeaKLA NPEAKTHHHYHH XUBOTHHCKH Gonkosn moaen. [peanonara ce,
4e creH(HYHOTO CBbp3BaHe Ha rabaneHTnH 028 cybeaHHUIaTa BOAH N0 HAKOIIKO PasIH4YHH JeHCTBHS, KOHTO
MOX€ J1a ¢a OTTOBOPHH 3a aHAINETHYHOTO AelicTBHE NMPH AUBOTHHCKA MOAeNH. AHANreTHYHOTO AciicTBHe Ha
rabaneHTHH MOXE J1a IPOH3X0XKAA OT MPEOHAUHMA MO3EK, KAKTO H OT MO-BHCLIH MO3BYHH LIEHTPOBE, 9pe3
B3aHMOICHCTBHA ¢ HH3X0AA1UTe, HHXHOHpamy fonkata NHTHING. 3HaYeHHeTO Ha Te3H NpelK/HHHEYHN CBOHCTRA
3a KIHHAYHOTO feliCTBHE NPH XOpa € HEH3IBECTHO.

Kinunuza edhHKacCHOCT U 6e30MacHOCT

KiuHAYHO npoy4BaHe KaTo MOMbIBAILA TEPaNAs 33 NApUMATHH NPHCTHIH NPH NEAHATPHYHH MAUHEHTH, YHATO
BB3PACT BApHPa OT 3 10 12 romHHH, € MOKa3ane YHCAEHA, HO He CTATHCTHYECKH 3HAYMMa pa3inka B 50 % wecrota
Ha OTFOBODHIINTE B IOJI3a HAa rpynara Ha rafaneHTHH B cpaBHeHue ¢ mnanebo. JOMBIHHTENHH aHAIH3H chej
3aBBPIIBAHE HA TIPOYYBAHETO HA HECTOTHTE HA OTTOBOPHIIHTE YYACTHHIH IO BH3PACT HE N0KA3BAT CTATHCTHYECKH
3HAUHM e(eKT Ha Bh3pacTTa, KATO HEMPEKLCHATA H KATO AMXOTOMHA BENMYHHA (BBIPacTOBH rpynH 3-5 v 6-12
roguny). JJaHHHTE OT TO3H AOIBIHUTENEH AHANTH3 CJIe] 3aBbPUIBAHE HA NMPOYYBAHETO Ca NPEACTABEHH B CIEIHATA
Tabnuua:

Orrosop (2 50% c nopoOpeHUe) Mo nedeHue U Bb3PACT
MITT*nonynauus
——
BrapacTopa KaTeropus IMnaueto FabaneHTHH /
/s
=
< GroJMiHea Bh3pacT 4/21 (19,0%) 4/17 (23,5%)
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6 1o 12-rommuba ph3pacT 17/99 (17,2%) 20/96 (20,8%) 0,5144

*The modified intent to treat population - MoguduipanaTa nonyaanus ¢ HAMEPEHHE 3a JieYeHHe e AeduHupana
Karo BCHYKH MAUMEHTH, PAHAOMH3HPaHH Ha ITPOYYBAHHA MEAHKAMEHT, KOMTO Ca HMAJIH MOJHH 33 OLEHKA JAHEBHHLIH
Ha NPUCTBIHTE, TIPEOCTaBeH ! 3a 28 JHH, KaKTO HA H3XOIHO HHBO, TaKa H B ABOHHOCIANATA ha3a.

5.2 PapmMaKoKHHETHIHM CBOjiCTBA
Abcopbuns

BBbpXxoBHTE nnasMeHM KOHLEHTpaUHu Ha rabaneHTuH ce HaGMONABAT B paMKHTe Ha 2-3 wWaca clie/l mepopaieH
npHeM. buonanuunocTTa Ha rabanedTun (4acT ot abcopGupanara 8o3a) NOKa3Ba TEHACHLHS KbM HAMAIABAHE C
MOBHIUABAHE Ha No3aTa. AGcomoTHaTa OnonanuyHocT Ha kancyia of 300 mg e npubnusurento 60%. Xpanara,
BKJl. ¢ BHCOKO ChABPKAHHE HA Ma3HHHE, HEe OKAa3Ba KIHHHYHO 3HAYHM e(deKT BBPXY (apMakoKHHETHKATa Ha
rabaneHTuH.

PapMakOKHHeTHKAaTa Ha rabameHTHH He ce NOBMMSBA OT MOBTAPALN Ce IpHeM. BEBNpekH ue, IUIA3MEHHTE
KOHLIEHTpaluH Ha rabaneHTHH B KTHHHYHIE NPOyYBaHus ca GuH oGHKHOBeHO Mexy 2 pug /ml v 20 pg /ml, Takuea

KOHLIEHTPaLlMy He ¢a MOKA3aTe HH 3a 0e30NacHOCTTa HIH epikacHOCTTa.

(PapMakOKHHETHUHHTE NIAPAMETPH ca JaneHH B Tabnuna 3.

Tabnuua 3:

O6o6wenne Ha cpeauute croiinocTH (%CV) Ha papMakoKHHETHYHHTE NMapaMeTpH Ha rabaneHTHH B CTALMOHAPHO
CBhCTOAHME ciep IPHEM Ha BCeKH 8 vaca

DapMaKOKHHETHYEH 300 mg 1400 mg 800 mg
nmapameTsp (N=7 {(N=14) (N=14)

Cpenna %CV CpenHa %CV Cpenna SCV
Cooax (g /ml) 4,02 (24) 5,74 (38) 8,71 | (29)
tmax (h) 2,7 (18) 2,1 (54) 1,6 | (76)
Tiz (h) 52 12) 108 ) 106 |@1)
AUC (0-8) 24,8 (24) 34,5 |(34) 51,4 [(27)
ugehr/ml) 3
Ae% (%) HH HH 47,2 (25) 34,4 (37
Cunax = MakcHMaIHa N1a3MeHa KOHLEHTPAUNS [IPH CTAUHOHAPHO CECTOAHHE
tmax = Bpeme 1o nocturane Ha Coax

T = [lomy*uBOT Ha eJlUMHHHpaHE
AUC(0-8) = [Tiiom noa KpHBaTa Ha MIA3MEHATA KOHUEHTPALHA ¥ BPEMETO B CTAHOHAPHO CHCTOSHUE 32 BpEMe
oT 0 1o 8 yaca ciaen nosara

Ae% = llpoueHT 0T A03aTa, EKCKPETHPAHATA B HENPOMEHEH BHJ B ypHHATa 3a BpeMe oT 0 1o 8 yaca cren
no3ara

HH = He e Hanmuuuo

Pasnpeneneune
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l'abaneHTHH He ce CBEP3BA ¢ IUTA3MEHHTE TPOTEHHH M HErOBHAT 00eM Ha pasmpefencHHe 57,7 nutpa. Ilpw
NaUHEHTH ¢ EMUNENCHS, KOHUEHTPALHHTE HA rabaleHTHH B IPBOHAYHO-MO3BUHATA TEYHOCT cd NPHOTHIUTEAHO
20% OT CHLOTBETHHTE CTALHOHAPHH MEHMMAIHH [11a3MEHH KOHUEHTpauHH. [[abaneHTHH ce OTKpHBa B KbpMaTa Ha
KbpPMELIH XKEHH.

Buotpanchopmanus
Hama nanau 3a meTa0onH3BM Ha rafameHTHH OpH Xopa. [abaneHTHH He HHIYLHMpPa YepHOIPOOHH OKCHOA3ZHH
€H3HUMH CBC CMECeHa (YHKLMA, OTTOBOPHH 32 IEKAPCTBEHHA META00THIEM,

EnumuHHpane

TabarleHTHH ce eTHMHHAPA HETIPOMEHEH camMo upe3 ObOpeuHa eKCKpeLHi.
IMonyKHBOTET Ha eNeMHHHPaHe Ha rafaneHTHH He 3aBHCH OT J103aTa H e 0KoJo 5 a0 7 Jaca.

[lpy fAUMEHTH B CTAPUECKA BHIPACT ¥ NPH NALMEHTH ¢ HapyweHa ObOpeyna QyHKILMA, INa3MEHHAT KJIHPBHC Ha
rabarneHTHH e HaMalieH. KOHCTaHTaTa Ha CKOpOCTTa Ha SIMMHHAPAHE, TIAMEHUAT KIIHPBHC H (BOPEUHHA KIMPBHC
Ha rabaresTHH ca NPaBONpPOTIOPLMOHANIRK HA KPEATHHHHOBHSA KIHPBHC.

["abanieHTHH Moxe na ObJe OTCTpaHeH OT IUIa3Mara ¢ XeMoJIHaIK3a. [Ipenopbusa ce KOpHIHpaHe HA Jo3ata [pH
NaNHEeHTH ¢ KOMITpOMeTHPaHa Ob0pedHa QyHKIHA WIH MAUHeHTH Ha XeMOHamu3a (BX. Touka 4.2.)

{apmakoKWHETHKATA HA FA0ANEHTHH NpY Aelia € onpeaenesa mpyu 50 3IpaBu HHAMBUIH Ha Bb3pacT MexXay 1 Mecen,
no 12 roanxu. Kato Uano nna3sMeHdTe KOHLEHTPAUMH Ha rabaleHTHH MpH JIeNa Ha Bb3pacT Haja 5 roauHH ca
noao0HA Ha Te3u MPH BLIPACTHH, PH ao3upaHe mg/kg.

Bne dapmakokuseTHyHO npoyuBane mpu 24 31paBM neaMaTPHYHH HHAMBHAH HA Bb3pacT Mexnay | mecen u 48
Mecela ¢a ycTaHopeHH npubnusntento 30% no-uucka excnozuilug (AUC), no-HHCKA Cay M [I0-BHCOK KIHPBHC 34
TEIECHO TErNO, B CPaBHEHHE ¢ HATHIHATE CHOOMICHW JaHHHK 32 ASUA HA TIOREUE OT 5 FONUHM.

JIHHe#HHOCT / HENMMHEeHHOCT

bUOHAMMYHOCTTA Ha rabaneHTHH (4act oT abcopOupaHaTta 1033) HaAMaIABa ¢ yBENHYABaHE Ha 03aTa, KOETO
NpHAABa HEIHHESH XapaKTep Ha (hapMakOKMHETHYHHMTE MMApaMeTpH, BIIIOYBAILH NApAMEThpa 33 OHOHAIHYHOCT
(F), nanp. Ae%, CL/F, Vd/F. ®apmakokiHeTHKaTa Ha eHMUHHPaHe ((apMakoKMHETHYHH NApaMeTpH, KOUTO He
skmouBar F karo CLr u T1/2) naii-nobpe ce onucea upes nuneiina dpapmaxoknHeTka. CTanuoHapHiTE NTA3MEHH
KOHLIEHTPALHH Ha rabaneHTHH MOTaT Ja ce NIPeABHIAT OT JaHHHTE ClIe/ e/IHOKpaTHa A03a.

53 Ipenxananaun 1aund 3a GezonacHoCT

KanueporeHHoCT

l"abaneHTHH € TpHJaray B XpaHaTa Ha MHIIKH B 103H oT 200, 600 1 2000 mg/kg/neH 1 Ha ITEXoBe B 1031 OT 250,
1000 u 2000 mg/kg/nen B NpoabmkeHHe HA 2 ToaAuHH. CTATHCTHYECKH 3HAYHMO MOBHIIABAHE Ha 4eCTOTaTa Ha
AHWHAPHOKIETBYHH TYMOPH HA NMAHKpeaca € OO YCTAHOBEHO CaMO MPH MBKKHTE TUIBXOBE NpH Hali-BHCOKaTa
R03a. MakcHManHHTe mIa3MeHH KOHLEHTpAlHH Ha IEKapCTBOTO MPH TUTEXOBE 3a go3ata oT 2000 mg/kg/aeH ca
61t 10 TBTH NO-BHCOKH, OTKONIKOTO NNA3MEHHTE KONIEHTPALHH B UOBEUIKHS OPraHH3BM pH 71033 3600 mg/new.
AUHHAPHOKIETBYHHTE TYMOPH HA MAHKPEAca MPH MBXKUTE ITbXOBE €4 C HHCKA CTENeH HA MAIHTCHEHOCT H HE

MOBNHABAT NPEXHBAEMOCTTA, HE METACTASUPAT HITH HHBAMPAT B OKONHWTE THKAULH Ch H Ha Te3H,
o i o
HabMIOAaBaHH TIPH KOHTPOMHHTE SKHBOTHH. Bpb3kaTa Ha Te3d TAHKPEacHH aum, gﬁ&ﬁlﬂtﬂ@% OpH  TIpH
MBKKHTE NIbXOBE ¢ KAHLEPOrSHHHS PHUCK 33 YOBEKA € HesiCHA. ‘i/ A N Fo Ny
N i \
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MyTtareHeHHOCT

I'a0aneHTHH HE NOKA3BAa IEHOTOKCHYEH MOTeHuual. [ abaneHTHH He € MyTareHeH in vitro IIPH CTaH[apTHUTe
TeCTOBe ¢ OaKTEpPHAHH KNETKH MAN KIeTKH OT GosaiHuui. [abaneHTHH He NpeJH3BHKA CTPYKTYPHH XPOMO3OMHH
abepaiuy B KIETKH oT BO3aliHUIM HUTO in vitro, HHTO in vivo, U HE IPEIH3BHKA GOPMHpAHe Ha MHKPOHYKICYCH B
KOCTHHA MOIBK HA XaMCTepH.

Hapviuenna Ha deprunuTeTa

He ca nabnronaBanu nexenann ehexTH BBPXY (epTHIHTETA H PEMTPORYKTHBHATA CIOCOGHOCT IIPH IUIBX0BE B 1034

10 2000 mg/kg (NPROAH3INTENHO T ITBTH MOBEUE OT MAKCHMATHATA AHERBHA 1034 34 XOPa, onpefic/ieHa 3a eIMHHLA
TENeCHA NOBBPXHOCT B mg/m?).

Tepatorenuoct

['abaneHTHH Re yBENHYABA H4ECTOTATE HA MAT(OPMALIMHTE B CPABHEHHE C KOHTPOJHTE B TOTOMCTBOTO Ha MHLIKH,
TUTEXOBE HIIH 3afilih IpH 103H ¢boTBeTHO 50, 30 u 25 BTH, NO-BMCOKH OT AHEBHATA J03a NpH vobeka ot 3600 mg
(CHOTBETHO 4ETHPH, TIET HIH OCEM ITHTH I0BEYe OT JHEBHATA J03a PH HYOBEK, H3MEPEHa B mg/m?).

I'abanenTun npuurnEABa 3abaBine Ha ocHdHUKAauMsITa HA Yepena, MPEUUIeHHTe, KOCTHTE Ha MPEeJHWTE U 3aIHHTE
KpalHUIM MPH I'PH3atiH, KOETO € NOKa3aTelHO 3a peTapjallus Ha pacrexka Ha ¢etyca. Te3n edeKTH ce NoABABaT,
KOraTo OpeMEHHM MHILKH 0OIy4aBaTt nepopanuo ao3u oT 1000 unu 3000 mg/kg/nen B neprona Ha opraHoreHesara
H Ha mrsXose - K03u ot 2000 mg/kg npeau U no speMe Ha nepHoAa Ha UndiTOCEaHe H fpe3 uAnaTa GpeMeHHOCT.
Tesu no3u ca npubnuznTenHo 1 10 5 MHTH MO-BHCOKH OT A03aTa MPH Xopa ot 3600 mg, H3mMepeHa 3a mg/m’.

He ca 3abendsann edextu npu GpeMeHHH MHULIKM, HA KOHTO € naBaHa noszata ot 500 mg/kg/nen (okomo ‘zoT
IHEBHATA 034 32 X0opa 32 mg/m?),

YBenuuaBaHe Ha YecTOTaTa Ha XMAPOYpPETEP H/unn XUIpoHedpo3a € HabnoIaBaHA NMpHU MUTBXOBE, HA KOHTO €
aasaHa jo3a ot 2000 mg/kg/nen B npoy4sane pbpxy deprunutera H obinata pempoaykuus, 1500 mg/kg/nen B
npoytpaHe 3a TeparoreHHocTT W 500, 1000 u 2000 mg/kg/neH B NepHHATAIHO H MOCTHATAIHO MPOYYBaHE.
3HaYeHHeTO Ha TE3H Pe3yJITaTH He ¢ U3ACHCHO, HO Te ca OunM CBBp3aHH cbe 3abaBeno pasputhe. Tesn no3u ca
Cbio NpHGAN3HTENHO | A0 5 TBTH NO-BHCOKH OT YoBEUIKATa Ho3a oT 3600 mg 8 mg/m?,

B TepaTonorndHo MpoyuBaHe Opy 3aiiid yBeIM4EHHE HA YECTOTATA Ha OCTHMILIAHTALMONHATA 3aryfa Ha nnoja €
HACTBITHIIO IPH OPeMEeHHH KeHCKH, tpuemanu ao3d ot 60, 300 u 1500 mg/kg/nen no speMe Ha opranoreHesata.
Tesu no3u ca oxono 0,3 10 8§ NLTH MO-BHCOKK OT JHEBHATA 1034 MpH xopa oT 3600 mg g mg/m’. [pannnuTte Ha
§e30MacHOCT ca OrPaHHYEHH, 33 /] Ce U3KIYH PHCK OT MOAOGHH eheKTH TIpH Xopa.

6. ®APMALEBTHYHH JAHHH
6.1 CIOHchK HA MOMOLHATE BeleCTBA
Cedvpocanue na kancyrama:

JlakToza

LapeBuuHo HHIIECTE
Tank

Kancyana ofsusra;
Kenatun

TurauoB auokcua (E 171)
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6.2 HechbBMECTHMOCTH

Henpunoxumo.

63 Cpok Ha rogHocT

3 roauHK

6.4 Crenna/ing yeIoBHS Ha ChXpaHeHHE

Ja ce cbXpaHsBa npu TeMmnepatypa noa 25°C.
Ja ce cbXpaHABa B OPHrHHAIHATA ONAKOBKA.

6.5 BHI H CLALPKARAE HA ONAKOBKATA

Bauncrep ot PVC/anymunuii ¢ no 10 6pos Teepau kancym.
Onakoeku x 20, x 50 u x 100 TBEpAA KaICynH.

He BcHYKH BUIIOBE ONAKOBKH MOTAT 1a GhJaT MycHaTH B nponaxkoa.
6.6 Crnennannu npeana3an MepKH MPH KIXBLP/IAne/ B pabora

Hsma chenyanss H3HCKBAHHA,

7. NMPHTEXATEJI HA PABPEIIEHHETO 3A YIIOTPEBA

Worwag Pharma GmbH & Co. KG
Flugfeld-Allee 24

71G34 Béblingen

Il'epManns

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

dakc: H49(0)7031/6204-31

E-mail: info@woerwagpharma.com

8. HOMEP HA PA3SPEIIEHHETO 3A YIIOTPEBA
20060711

9. AATA HA TBPBO PA3SPEUIABAHE/ IIOAHOBSABAHE HA PA3PEIHIEHHETO 3A
YIIOTPEEBA

Mata Ha mepBo pa3spelwneHue: 08 Jlexemspu 2006 .

Hara Ha nocneqHo noadHosasade: 12 Awyapu 2012 r.,

10. JAATA HA AKTYAJIN3HPAHE HA TEKCTA

01/2023
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