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1. HME HA JEKAPCTBEHMS TPOAYKT

I'aGaramma 300 mg TBBpIN kancyau

Gabagamma 300 mg capsules, hard

2, KAYECTBEH H KOTHMECTBEH ChCTAB

Besxa TBBpAa Kancyna ceabpoka 300 mg raGanenthH (gabapentin).

ITomMOIHO BEINECTBO C HIBECTHO AcHcTRHE:
Beska TBBpAa kancysna o1 300 mg ceabpxka 67,5 mg nakrosa.

3a MHAHMA CMCHK HA IOMOIUIHATE BEMIECTBA, BAXKTE TOUKA 6.1.

3 JEKAPCTBEHA ®OPMA

Trepaa Kancyna

I'abaramma 300 mg TBEPAH KaNCYNH: TBBPAA KENATHHOBA KAIICYJIa ¢ XBITO HEMPO3PAYHO TANO H Kanade.
4. KIHHHYHH JAHHH

4.1 TepamesTuunn noKalanns

Ennnencus

[afanenTHH e Nokasan 3a K06aBRYHA Tepanus OpH JNedeHHe HA NAPUMATHH OPHCTHOM ChC HIM Oe3 BTOpHYHA
reHepanv3alii, NpH BEIPACTHH H Aella Ha BB3pacT 6 # mosevye rofHHH (BX To9Ka 5.1),

labaneHTHH ¢ ToKa3aH 332 MOHOTepamHs 33 Jle4eHHE Ha MAPUHANHM NPHCTBIH ChC HWIH Oe3 BTOpHYHA
TeHepanHu3alMs NP BE3PACTHH H IOHOMH HA [2 W noBeve TOXHHH.

Jlewexne Ha meprdepHa HepponaTHa Oonka

['abaneHTHH € MOKa3aH 3a JeYeHHe Ha nepudepHa HeBponaTHa Gonka, kato GonesneHa qUabeTHA HEBPOMATHA W
NIOCTXEPNETHYHA HEBPAITHA [IPY BLIPACTHH,

4.2 Jo3HpoBKa A HAYMHH HA OPAIOKCHHE

EOSHQOBKa

B Tabmuua 1 € ommcaHa cxeMa Ha THUTPHpAaHe 3a 3alOYBAHE HA TEPaNUATa 33 BCHYKH
NpemapbHBa NPH BEIPACTHH H IOHOITH HA Bh3pacT 12 H noBeve roAHHA.

Ilpu nena #a pe3pacT nox 12 FOMHHA yKa3aHHATA 33 JOSHPAHE €A NMPE/ICTABECHH B OT
Ta3H TOYKA.
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Tabnuna 1

Cxema Ha Jlosupane — Hauanuo Turpupaue
Hen ] Hen2 Hen 3

300 mg BegHEXK OJHEBHO 300 mg nea NbTH JHEBHO 300 mg Tp¥ METH AHEBHO

Crpatie Ha TeYeHHETO ¢ rabaneHTHH

B cbOTBETCTBHE C HACTOAIATA KIMHHYHA TIPAKTHKA, KOTATO CE HaNara MpeKpaTABaHe Ha TepanuATa ¢ rabaneHTHH,
TOBA TpaOBa Aa Ce HANPABH NOCTENEHHO, 3a NIEPHOA HAK-MANKO 1 Ce/MHIIA, HEIABHCHMO OT TIOKA3aHHETO.

Enunencnn

[lo HPHHUHN ENHACTICHATA H3HCKBA ABITOCPOYHO JIEUSHHE. ,HO3HPOBK3.T3. Ce onpenenda OT JNCKYBAllHA JICKAD, B
ChOTBETCTEHEC C HHAUBHAYANHATA TIOHOCHMOCT H e(l)[/[KaCHOCT.

Buapacmuu u wonowu

B knun4EH npoyueaHua, eQeKTHBHAAT 20308 HHTepBal e 6un 900 mg nHeBHo a0 3600 mg AHerHo. Tepanusta
Moxe fa Ob/le 3aMI0YHATA C THTPHPAHe HA 103aTa, KAKTO e onucaHo B Tabnuua 1, unu upes npunarate Ha 300 mg
Tpu N6TH Ha fied (TT1T) B len 1. Cnen ToBa, BB3 OCHOBA HA HHAMBHAYAIHHA OTrOBOP ¥ MOHOCHMOCTTA Ha NallHeHTa
JHEBHATA J103a MOKe J1a Objle IOIBLIHUTENHO YBENHUABAHA HA CTBIKH 110 300 mg/nen npes 2-3 THH J0 MAKCHMAJTHA
no3a ot 3600 mg/nen. ITpn MHAMBUIYATHH NAHEHTH MOXE A4 € NOAXOAAMO No-6aBHO THTPHPaHE HA 403aTa Ha
rabaneHTHH. MEHHHMAITHOTO BpeMe 3a TOCTHraHe Ha n03a o1 1800 mg/neH e eana ceamuna, 3a KocTHrane Ha 2400
mg/neH ¢ o6mo ABE CeAMHLM, a 38 JocTHraHe Ha 3600 mg/neH e oo Tpu cenmuuu. Josu a0 4800 mg/ feH ca ce
NOHACANN Jo6pe N0 BpeMe Ha JBJIOCPOYHH OTBOPEHH KIMHHYHM Mpoy4sanus. OOmara JHEBHa A03a TpsOBa 1a
Obae pasfeneHa HA TPH €IMHMYHH QO3M, KATO MAKCHMAITHMAT HHTEPBAT MEXIY J03HTE He TpAGBa a HaJBHILaBa
12 yaca, 3a na ce MPESOTBPATH OIBATA HA KOHBYJICHH.

Heya na ev3pacm 6 u nogeve 200unu

Havanuara nosa Tpabsa na sapupa ot 10 no 15 mg/kg/nen u edexTuBHATA 1032 Ce AOCTHrA Upe3 BBIXOMAAILO
TUTPHPAHE 33 HepHOA o7 npubausurento 3 nHu. EdexruBrara no3a Ha rabaneHTrH npy Aeua Ha 6 H TOBEUE TOIHHA
€ 25 mo 35 mg/kg/nen. Nosu no 50 mg/kg/nen ca noHacAHH J06pe B IBITOCPOYHO KIHHHYHO Npoyusane. Obwara
RHEBHA N03a TpabBa Na 6bae pasaencHa B TP eHHAYHHA A03H, MAKCHMAIHHAT HHTEPBAJ OT BpeMe MeXAY NOTUTE
He TpA0Ba Aa HajBHIIaBa 12 waca,

He e neobxoaumo MOHMTOpPHpaHE Ha NIIA3MEHUTE KOHUEHTPALKH Ha rabaneHTHH, 3a 1a ce ONTHMH3HPa TEPANHITa
¢ rabanentun. Ocsen ToBa rafameHTHH MOXe Ja Ce TpWiara B KOMOHHAUMS ¢ ApPYTH AHTHENHISTITHYHY
JIeKapCTBEHH NpPOAYKTH, 6€3 onaceHusa OTHOCHO NPOMSHA Ha MIa3MeHHTe KOHLUEHTpaluy Ha raGaneHTHH WIH Ha
CEPYMHHTE KOHUEHTPAUMH Ha JIPYIHTE aHTHEITHIENITHYHHE JIEKAPCTBEHH MPORYKTH.

[Nepudepna HepponaTHa Gonka

Buv3pacmuu

Tepanuara moxke Ja 3alovHe ¢ THTPHpaHE HA 103aTa, KAKTO € onucaHo B Tabmwua 1. Jk EESMGKHOCT €
HavajHata fo3a jAa Obae 900 mg/neH, npunarana pasAciicHa Ha TP paBHH fiosH, Cg 4 3B
HHAVWBHAYATHHA OTCOBOD M IIOHOCHMOCTTA HA MALMEHTA A03aTa MOXe aa Obae Aombj
crbnku o1 300 mg/aed npes 2-3 nHK 40 MakCHMallHa Jo3a o1 3600 mg/nen. [Tpu nuay i
Ja € NoAXomAIo no-6aBHO THTPHpaHe Ha Ao3ara Ha rabaneHTHH. MMHHMANTHOTO Bpe;
\. )
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1800 mg/neH e eqHa ceamuua, 3a mocTurade Ha 2400 mg/nen e obuio 2 cenqMANM, a 32 aoctarane ua 3600 mg/neu
e 00mo 3 ceqMunH,

EdnkacnocTra # GesonacHocTTa mpu nedenwe Ha neprHdepHa HeBponmatHa Gonka, kato Homka mpu auaberna
HCBpPONATHA H TIOCTXCPIICTHYHA HEBpaNnrHd, He €a H3CJCABAHH B YCIOBHATA HAa KIHHHYHH [MpOoy4YBaHHA C
NPOABKHTENHOCT HA ICUEHHETO Hajl 5 Mecena. AxO NPH NALMEHTa ce Halara IIPHAcKeHHe 33 CPOK Hall 5 Mecella
3a JIEYSHHE Ha nepm[)epl-la HeBpoOnaTHa 6omca, JICKYBALIHAT NEKap Tpsﬁsa Jla HalnpaeH OLCHKA HAa KJIHHHYHOTO
ChCTOAHME Ha MALHEHTA W 1a ONPEAS/H AalH e HeoOX0AnMa AONbIHUTENHA TepanHs.

HHCTPYKIINM 3a BCHYKH 00I1acTH Ha TEPAINCBTHYHHTE MTOKA3aHHA

le'l MAUUEHTH C© BIOMECHO OOIIO 3APAaBOCIIOBHO CBCTOAHHE, T.€. HHCKO TEJIECHO TErino, <Cga OpraHHa
TPAaHCIUIAHTALMA H T.H., 103aTa ’I'pﬂGBa Aa e THTpHpa HO-GEBHO, KAaTo €€ H3IMOJI3Ba NMO-HACKATa KOHUCHTPAWA HITH
NO-IAbJTH HHTEPBAJIH MEX Y IOBHINABAHHATA Ha J03HPOBKaTa.

Crapuecka pp3pact (Haz 65 roaunu)

Tlpu nauuenTH B CTapyecka BL3PacT MOXKeE [a ¢& HANOXH KOPEKIHA Ha 03aTa TOpajH HaMansBaHe Ha 6bOpeyunaTa
¢yHKIHA ¢ BB3pacTTa (Bk. TaGnuua 2). [lpy nanueHTHTe B CTapuecka BH3PACT € BEIMOKHO NO-4ECTO 1d Ce
NOABABAT COMHOJIEHTHOCT, IEPH(EPEH OTOK H aCTEHHA.

bbbpeuHo yepexmane

Kopexuus Ha fo3ata ce npenopbusa MpH MallHeHTH ¢ KOMIIpoMeTHpaHa GhOpeduHa GyHKIMA, KakTo € OTIHCaHo B
Tabnuua 2, v /A npH nauMenTy Ha xeMoauann3a. [abanentus 100 mg kancy/Ti Moxe Aa C¢ H3MON3Ba 32 CIa3BaHe
Ha MPenOpbKUTE OTHOCHO 103aTa MIPH NalnHeHTH ¢ OB0peYHa HenOCTaTHYHOCT.

Tabnuua 2
JO3UPAHE HA 'ABANTEHTHH [1PY BB3PACTHH B CMOPE]] FbEPEUHATA OYHKLMSA
KpeatunuHoB knupsHC (ml/min) O0u1a aHeBHA No3a* (Mg/NeH)
>80 900 — 3600
50-79 600 — 1800
30-49 300 —900
15-29 150° — 600
<15® 1505— 300

*Obuara nueBHa no3a TpabBa 1a ce mpunara paszenena B TpY PaBHH eHHHYHH 103H. PelylnpaHuTe 103M ce
M3II0JI3BAT IIPH NAllMeHTH ¢ 6BOpeYHO YBpek 1aHe (KPeaTHHHHOB KIHPBHHC < 79 ml/min).
®ineBnata 103a or 150 mg na ce npunara karo 300 mg npes ge.
*IIpH MalMeHTH ¢ KPEATHHHHOB KIHPBHC <15 ml/min aAHesHaTa 103a TpaA6Ba fa ¢ HAMANH TIPOTIOPLHOHATHO
Ha KPCaTHHHHOBUA KIHPBHC (Hanp. DAUMEHTH C KPeaTHHHHOB KIMpeHC 7,5 ml/min TpaGea pma nonyuasar
NOJIOBHHATA OT IHEBHATA /1034, KOATO NOIYYABAT MAMHEHTHTE ¢ KPEaTHHHHOB KNHPBHE 15 ml/min).

Ynorpeba npH NALHEHTH HA XEMOTHAIH3A

TlpH aHypHYHH DALMEHTH HA XEMO/HANH34, KOMTO HHKOTa HE ca MOAy4YaBald rabaneHTHH, ce NPEnopb4Ba
HaToBapeauia n03a o1 300 a0 400 mg, cinen tosa ce mpuemar 200 ao 300 mg rabdamenTuH ciex scexn 4 uvaca
xeMoxHamu3a. B nnaute 6e3 xemonnanusa He TpabBa Ja ce mpuiiara JieueHHe ¢ rabaneHTHH.

[Tpu nauxenTHTe ¢ yppeaeHa 6u0peuna GpyHkuMs Ha XeMOIHATH3a, MOLTbPXKAaILaTa d4a
e ¢bobpaseHa ¢ NpenopbKATE 3a JI03HpaHe, Npeactaseny B Tabnauua 2. B fonbnnen @iyf nej
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HauuH Ha npunoxkeHue
3a nepopanHo NpUIICKEHHE.

['abanenTHH MoXe Jia ce mpunara cee MM Ge3 xpaHa W Kancyjara TpaGea fa ce MOTMBILA UANA ¢ JOCTATBYHO
KOJIHYECTBO TEUHOCT {HAIp. C valla Boja).

4.3 IIporusonokazanun
CBpBXUYYBCTRHTENHOCT KbM aKTHBHOTO BEIUECTBO HITH KbM HAKOE OT IOMOLUHHTE BellecTRa, n30poenH B Touka 6.1.
4.4 CrneunajHn NPeAYNPEKICHHS U NPEANA3HE MEPKH TIPH ynoTpeda

Texkn koxHH HexenaHu peakunn (Severe Cutaneous Adverse Reactions, SCARs

Texku kowen HexenaHu peaxuuu (SCARs), BKMIOYHTENHO cHHApoM Ha Stevens-Johnson (Stevens-Johnson
Syndrome, 8JS), TokcHuHa enuiepManua Hexponusa (Toxic Epidermal Necrolysis, TEN) u nexapcrseH oOpuB ¢
eosnHoduna u cucreMHn cumntomu (Drug Rash with Eosinophilia and Systemic Symptoms, DRESS), kouTto
MOXKe Ja ca XKHBOTO3AcTpalllaBalllH HITH ¢ JIeTaleH H3X0J, ca ChoOIIEHH BB BPh3Ka C JIedeHHeTO ¢ rabarneHTHH.
[Ipu npeanuceaneTo nauueHTHTEe TpAGRA Aa GbAAT HHGOPMHPAHH 3a NPH3HALKMTE M CHMOTOMHTE H Ja 6baat
HAOIONABAHY ¢ NMOBHILEHO BHUMAHHE 32 KOXHH peakuuy. [Ipy nosBa Ha NPH3HALM U CHMITOMH, IIOKA3aTeNHH 34
Te3W peaklliH, NPHeMBT Ha rabameHTUH TpabBa He3abaBHO Na cripe M Ia ce OOMHCIH aNTEPHATHBHO JieYeHue
{cniopen weobxoaumocTTa).

Ako npu ynotpebara Ha ralaneHTHH NALHEHTET € Pa3BAI cepHo3Ha peakuus kato SIS, TEN unm DRESS,
NeYeHHETO ¢ radaneHTHH TIPH TO3H NALMEHT HHKOTa He TPAGBa /1a ce TOAHOBSEA.

Anadmnakcis

I'abameHTHH MOXe Aa npeau3Bika anadunakcus. [IpH3HAUNTE H CHMIITOMHTE B JOKNAJBAHHTE CIYYaH BKIIOYBAT
3aTPYAHEHO NIHINAHE, MOAYBAHE HA YCTHHTE, IBPIAOTO H €3HKA, H XUIMIOTOHHA, U H3UCKBAT CNELIHO JIEYeHHE.
[NauuenTuTe TpabBa a 6baT HHCTPYKTHPAHH Aa COPAT NPHEMa Ha rabaneHTHH H He3abaBHO Ja TOTHPCAT
JIeKapCKa NOMOLL, aKo MOYYBCTRAT NPU3HALH HIIM CHMIITOMH Ha aHadHnakcuA {BX. Touka 4.8).

CyMUHWIHA Waealns H IoBEACHHE

Crobwmasany ca CyuIMAHA HIEALHS W IOBEAEHHE TIPH NAUMEHTH, JIEKYBAHH ¢ 2HTHENHJIENTHYHH CPEICTBa 32
HAKOJIKO MOKA3aHUA. MeTa-aHannz Ha paHOMHU3IHpaHH Mianebo-KOHTPONHpaHH MPoYYBAHUA HA
AHTHENMWICNTHYHH NEKAPCTRCHH CPECTBA CBHIIO MOKa3Ba JIEKO MOBHILABAHES HA PHCKA OT CYHITHIHA WAl H
nopeaeHye. MexaHusMbT Ha TO3H PHCK € HEN3BeCTeH, Cyuau Ha CYHMIIMAHA HCAIHA H TIOBEICHHE Ca
HabMIOIABAHH T10 BPEME HA IOCTMAPKETHHIOBHS OTIHT [IPH NALHEHTH, JIEKYBaHH ¢ rabaneHTHH (BX. To4yka 4.8).

TMauxeHTHTE (M NMHUATA, KOUTO Ce 'PHIKAT 3a TAX) TpAOGBa Na 6bAaT NOCEBETBAHHM A TOTHPCAT MEAHIHHCKA MOMOII
NIpH I0ABA HA MPH3HANIM HA CYHIIHIHA WACANMA WIH TopeRerue. [launentute TpadBa na 6baar HabmooaBaHy 3a
TIPH3HAIH HA CYMUMIAHA HACAlHA W [OBENEHHA U 1a ce oOMHCIH noaxomsuio nededwe. B cmywafl Ha cyuimana
HAealHA WIH IOBEJICHHIE TPAOBa Na ce 0OMUCIH CIIHpaHe Ha JISYeHHETOo ¢ rabaneHTHH.

OcTEp NaHKpeaTHT

AKO MAUHMEHTHT pa3BHe OCTHP NAHKPEATHT 110 BPEME Ha JIEYeHHE ¢ rabaneHTHH, TpAOBA na ce 0OMHCIIH CHIHPAHE Ha
Ae4eHHETO ¢ rabanenTH (BkK. To4Ka 4.8).

I'vpuoBe
Bsnpexu, 4e HIMa Z0Ka3aTENCTBA 32 HOBA TIOARA Ha I'BPYORE TIpH Tepanud ¢ rafane

Ha aHTHKOHBYICAHTHTE IIPYU NALHEHTH C CMHJIENCHA MOXE 13 OTKIIOYH ,,CTATYC ell



Kakto OpH JIpYTH aHTHENHACTITHYHH JICKAPCTBCHH APOJYKTH, NPH NeYeHHE ¢ rabanenaTus MpH HAKOH NAalHCHTH
MOXE a C€ MMOBAINH Y€CTOTATa HA MBPYOBETE HIIH AA C€ IMOABAT HOB THII TBPYOBE.

KakTo npH Apyr# aHTHENHASNTHYHH JICKAPCTBEHH NPOAYKTH, OMHMTHTE AA C€ OTTEINIAT eAHOBPEMEHHO MPHIaraHy
AHTHEIHICNITHYHH [IEKApCTBA [PH JledeHHWe Ha pedpakTepHH [NANHEHTH, [PHEMALH NOBeYe OT €IHH
BHTHETTH/ICIITHYEH JIEKAPCTREH MPOAYKT, ¢ el 3 Ce MOCTUIHE MOHOTepalks ¢ radaledTHH, ¢a ¢ HHCKA YecToTa Ha
ycrmex.

CwmsTa ce, ye rabaneHTHH He € e)eKTHBEH cpelly MbPBHYHH reHepaIn3UpaHu IbPYOBE, KaTo Hanpumep abcaHe, u
OPH HAKOM MAllHEHTH MOXE [Ja BIOWM Te3u repuoee. [lopanu ToBa ¢ HEOOXONHMMO NMOBHIIEHO BHHMAHHE IIDH
HM3TIOJI3BaHe Ha rabaneHTHH NpH HalHCHTH ChC CMECEHH MbPUYOBE, BKIIIOYHTENHO abcaHCH.

Jleuennero ¢ rabameHTHH € CBBP3AHO CBC 3AMasHOCT H COMHOJIEHTHOCT, KOMTO 61Xa MOT/IH 1a YBEIHYAT 10ABATA
HAa MHIHMIEHTHO HapaHsBaHe (nagade). MMa cBIO TOCTMapKeTHHrOBH ¢hoOImeHWA 3a ofbpksane, 3aryba Ha
Ch3HAHHE H YMCTBEHO yBpEkAaHe. 3aToBa nallHeHTHTE TpAORa a ObAAT MOCHBETBAHH Ja MOAX0XKAAT € MOBHHIEHO
BHMMAHHE, JOKATO He CBUKHAT C NIOTEHUHANHHTE e(hekKTH Ha ICKaPCTBEHHA MPOIYKT.

EjHoBpemenna ynoTtpeba ¢ onmHonam u npyru nenpecantd Ha [IHC

ITauueHTH, TPH KOMTO Ce H3HCKBA ¢THOBPEMEHHO JICYEHHE C AENPECAHTH a LIeHTpalHaTa HepbHa cuctema (LTHC),
BKJIIOYHTENHO OMHOWAH, TpAORA Aa Onaar Habmopaganu BHUMATEIHO 3a NpH3HauM Ha motuckade na [[THC, karo
COMHOJIEHTHOCT, CEeJalHd H pecnuparopHa aenpecus. [TanneHTHTe, KOUTO MpHEMAT eTHOBpeMeHHO rabaneHTHH H
MOp(HH, MOXe Ja pa3BHAT TOBHIIGHM KoHueHTpauuu Ha raGanentus. Jlosara Ha rabameHTHH WAH
eIHOBPEMEHHOTO JieyeHHe ¢ Aenpecant Ha LIHC, sxmounTenHo onuouau, TpaGBa Ja ObIe NOAX0AAIN0 HAMANEHA
{Bk. Touka 4.5).

[penopwysa ce NOBHILICHO BHUMAHKE TIPH OpeAnucBaHe Ha rafaneHTHH eTHOBPEMEHHO ¢ OMHOHAH NOPAOH PHCK
or notuckaue Ha [[HC. B nonynamnonno-Gazupaso, o0cepBallHOHHO NMpOY4YBaHe, THN CIydaii-KOHTpoNa TIpH
NalHCHTH, H3MOM3BAlIH ONMHOHH, €IHOBPEMCHHOTO NMPEANHCBAHE HA ONHMOHAM M rabdaneHTHH Ce CBBP3BA C
TOBHILIEH PHCK OT CMEPT, CBLP3AHA € OIIHOH I, B CPaBHCHHE € NPECANHCAHHC HAa CAMOCTOATETHA ynorpeGa HA OTTHOH
{kopuripano CbOTHOWICHHUE Ha 1aHcoBeTe [aOR], 1.49 [95% CI, 1,18 no 1,88, p<0,001]).)

Pecnuparopra aenpecus

[abaneHTHH € CBbp3aH C TeXkKa pecrHparopHa fenpecusn. IlauMeHTH ¢ HApylIeHa pecmHpaTopHa (QYHKLMA,
PECTIHPATOPHO HIIH HEBPOJIOTHYHO 2alongBane, 6L0peyHo yBpeXaaHe, eTHOBpeMeHHa ynoTpeba Ha JernpecaHTH Ha
IHHC u mauyedTy B crapyecka BB3pacT MOXKE 14 ¢4 HAIOKEHM HA [O-TONAM PHCK OT H3NHTBAHE HA TA3M TEKKa
HEXKEIaHa peaKiius, B'bSMO}KHO € a C& HANOKH a,z[anmpaﬂe HAa go3aTa IIpH TE3H NalHenTH.

Crapyecka Bh3pact (Han 65 roauan)

He ca npoBexaaHH CHCTEMaTHIHH MPOy4YBaHHUs ¢ rabaneHTHH NpH NAUMEHTH Ha BL3pacT 65 u noeede roauHu. B
ABOHHOC/ANO NPOYYBaHE C MAlUMEeHTH ¢ HeBponaTHa G0NKa ce yCTaHOBABA H3BECTHO MOBHINABAHE HA MPOLECHTA HA
Bb3HHKBAHE Ha COMHOJICHTHOCT, IIePHGEPEH OTOK M ACTeHHd NPH MAIlMeHTH Ha BER3pacT 65 U noBeue roAHHH, B
cpaBHEHHE ¢ TMO-MMalMTe mauueHTH. C H3WBOYeHHe HA Te3H pesyNTaTH, KITHHHYHHTE H3CIeJBaHUA B TasH
Bb3pacTOBa Ipyna He NOKa3BaT pazauyeH Npodin Ha HeeNnaHHTe ChOMTHA, B cpaBHeHHe ¢ HabNoAaBaHH NPH 110-
MIIAIATE MAIWEHTH.

INenuarpuuna nomyaalHa
EdexTnte oT AbArocpovHara Tepanus (nopede ot 36 ceAMHIH) ¢ TabaneHTHH BBPXY YUe

BHHMAaTCIHO CIIPAMO NNOTCHUHAJTHHTE PHCKOBE,



Henpasunna ynorpe6a. notenuyan 3a 3moynoTpeda H 3aBHCHMOCT

labaneHTiH MOXe 1a MPeNU3BHKA JTEKAPCTREHA 3aBHCHMOCT, KOATO MOXKE J1a C¢ MOARHM NPU TEPANERTHYHH J03H.
Crobuwasann ca ciyyau Ha 3nmoynorpeba W HempaBunHa ymotpeba. [aumeHTH ¢ aHamHesa 3a 3noymorpeba ¢
BELIECTBA MOJXKE Jia €4 ¢ MO-BHCOK PHCK OT HellpapriHa ynoTpeda, 3n0ynotpeba ¥ 3aBHCHMOCT OT rabaneHTHH H e
HeOoDXOIMMO MOBHINEHO BHUMaHKE NpPH yrnorpebara va raGaneHTHH NPH TakHBa NMaUueHTH. [IpeqH npeanHCBaHe
Ha rabaleHTHH PUCKBT OT HENpPaBHNIHA ynotpeGa, 3noynoTpeba WK 3aBHCHMOCT NpH ManHeHTa Tpabpa na Gnae
BHHUMATENTHO OLICHEH.

[lauuenTyre, NekypaHu ¢ rabaneHTHH, 1pa6ea aa ObIAT HaOMIOAABAHHM 33 CHMOTOMH HA HENpaBWiHa ynoTpeba,
10ynoTpeda MIH 3aBHCHMOCT OT rabaneHTHH KaTo pa3BMBAaHE Ha TOJNEPAHC, HEOOXOAMMOCT OT MOBHILABAHE HA
2103aTa ¥ MOBEJCHHE HA HACOYEHO THPCCHE HA JIEKAPCTBOTO.

CvMNTOMH HA OTHEMAHE

HabnrogaBaHu ¢a CMMOTOMH Ha OTHEMAHE ClEll NPEKPATABAHE HA KPATKOCPOYHO H ABJIIOCPOYHO JICHUCHHE ¢
rafanenTid. CHMNTOMH Ha OTHEMaHe MOTaT Jia ce TIOBAT CKOPO clie]l NpeKpaTsaBaHe, oOMKHOBEHO B PAMKHTE Ha
48 vaca. Haii-yecTo cbobliaBaHHTe CHMITOMH BKIIOYBAT TPEBOXKHOCT, Oe3cbHHe, raneHe, O0/MKa, H3NOTABAHE,
TPeMOp, I7MaBo0ONHE, AENpecHs, HEECTECTBEHO ycelllaHe, 3aMasHocT M ofmo HepasnonoxkeHue. Iloseara Ha
CHMMNTOMH Ha OTHEMaHe clie]l IpEeKpaTaBaHe Ha npueMa HAa rabaneHTHH MOXKe [a € IOKA3aTellHa 32 JeKapCcTBeHa
3aBHCHMOCT (BXK. Touka 4.8). [TaimenTsT TpabBa fa 6bae uHdopMUpaH 3a TOBA B HAYATIOTO Ha NEYEHHETO. AKO
nevyeHHeTo ¢ raGaneHTHH TpaGBa ga Gbjae mpekpaTeHo, ce NMPEnoppyBa TOBA Ja C€ HANpaBH MOCTENEHHO B
NpoIb/KEHHE Ha Hali-Manko | ceaMHIA, HE3aBHCHMO OT MOKa3aHHeTo (Bsk. Touka 4.2).

JlaGopaTopHu H3cIeIRAHHA

Morar na 6baat oT4eTeHH GanIHBO MONCKUTEHH PE3YITATH HPH IOAYKOIHYECTBEHO OUPEAAHE Ha 01T GelThK
B YpPHHATA C TECT-JICHTAE. Hopa.nu TOBa C¢ NPENopEYBa NOTBBRPAKIAABAHE HA NOJOKHTEIHHA Pe3VITAT ¢ METOOH,
OCHOBaBAIH C¢ Ha Pyl aHAaJIMTHYCH MPUHLUNI, KATo HanpuMep OuyperoBa mpoda, TypOUIHMETPHUYHH HIH
OUBCTHTE/IHH METOAH, HITH H3TMTOJI3BAHE HA anNTCPHATHBHHTE METOAH OT CAaMOTO Ha4yalo.

['abaramMma TBbpPAM KalCyNH ChIBPKA JIAKTO3A.
[launenTy ¢ peakH HacNERCTBEHH NPOOJIEMH Ha HETIOHOCHMOCT KbM raNaKTo3d, ThJICH JaKTaseH Ae(uuuT uim
IVIIOKO30-TANIaKTO3Ha ManabcopOLus, e TpAOBA 1a MPHEMAT TOBA JIEKAPCTRO.

4.5 BaanmoaeficTBHe ¢ APYrH JeKapCTBeHU NPOYKTH H APYTH GopMHu Ha BiauMoielicTBHe

MMa cnoHTaHHM M NMUTEPATYPHH CHLOGLUEHHMS 33 PECHPATOpPHA JAEMPEcHs, CENaUWd H CMBPT, CBbP3aHH C
Faﬁal'IEHTHH, KOraTo ¢¢ npHiiara ¢ THOBpEMEHHO ¢ JeNpeCaHTH Ha I_IHC, BKJTIOYHTEIHO OITHOHOH. B Hakou oT TE2H
CboOIeHHA aBTOPHTE 0OPBILAT CIIEUHANTHO BHUMAHHE HA KOMOMHALMATA HA FaBANEHTHH ¢ ONHOHIH ITPH NMALHEHTH
B Hefobpo o0INo ChCTOSHHE, MALMEHTH B CTAPYECKA BL3PACT, MALMEHTH ¢ TEKKO MOIEKAIIC PECHHPATOPHO
3abonsBaHe, MALHEHTH, MPHEMAILH MHOXKECTBO JIEKapCTBa, KAKTO H TIPH NALMENTH CBHC CHHAPOM Ha 31oynoTpeba ¢
BEIIECTBA.

B npoyusaHe, Bkj04Bae 3ApaBu N06posonuu (N=12), mpu mpunarase Ha 60 mg mopdHH Kamncyna c
KOHTPOJIHpaHO 0CBOOOKAaBaHe 2 qaca Npeiu npunaraneto Ha 600 mg kancyna rabaneHTHH, cpeHATa IO 1o
kpusata (AUC) Ha rabaneHTHH ce ¢ yBesimuuna c 44 % cnpamo rabaneHTH, npuioxkeH 6e3 mopdun. Iopaau Tosa
NaLMEHTHTE, MPH KOMTO C€ Hajlara eJ1HOBPeMEHHO JiedeHHe ¢ OMHOHAH, TpAOBa Ja ObJar BHHMATENHO
Haln0AaBaHH 3a NPU3HALY HA noTdckase Ha 1JHC, xaTo COMHONEHTHOCT, CeAaLMA H P
KaTo TpAbBa CHOTBETHO Ja Ce HAMANM 1103aTa Ha rabaneHTHH WH HAa ONMHOHIHTE.

He ca yctanosenn mzaumoielicTBus Mexay rabanentun u deHobapoutan, dexn
kapbamazenuy.




(DapMakOKHHETHKATA Ha rabaneHTHH crel JOCTHTAHE HA CTAIMOHAPHO CHCTOAHHE IPH 3APABH X0pa € nofo0Ha Ha
Ta3sH OpH NaUHEeHTH ¢ eNANENCHA, TIONYYaBALlH Te3H aHTHENMNEITHYHH TPOAYKTH.

EII,HOBPCMEHHHS[T NpHEM Ha rabaneHTHH ¢ NepopalHi KOHTPAUCIITHEH, CRAbPKAINH HOPETHHIPOH /UMK €THHHI
SCTPagHOJ, HE MOBNIHABA cbapmamoxnﬂemka'ra B CTAUHOHAPHO CBCTOAHHE HA HHTO €AHA OT ChCTABKUTE.

EnnOBpeMCHHHAT npuem Ha raballeHTHH € AHTHAUWIM, ChIBPKAIM ANyMUHUil W MarHesnl, Hamansea
OHOHANMYHOCTTA Ha rabaneHTHH o 24 %. [penopbyBa ce rabaneHTHH 1a ce mpHEMa Hali-paHo IBa 4aca clleq
[IpHEM Ha aHTHALH],

[Tpobenenna He npomeHs GbOpeuHara ekckpenys Ha rabameHTHH.

[Ilp# enHOBpeMeHEH npHeM Ha rabameHTHH W UMMETHAWH e HaGmogaBaHo c¢naGo HaMaienne Ha OwbOpedHara
€KCKpeLHs Ha rafanenTHH, KOeTo He Ce 04aKBa /1a HMA KITMHHYHO 3HaYeHue.

4.6 OepTHINTET, GpEeMERHOCT H KhpMeHe

BpemeHHOCT
Puck cevp3an ¢ enunencust 4 0610 ¢ GHIMUENUAERMIUYHUME TEKAPCMBEHY npoOVKmu

PUCKBT OT BpoaeHu nedekTs € 2 — 3 NbTH MO-BHCOK B MOKONEHHETO HA MAaiiKy, JEKYBAHH ¢ aHTHENWICTITHYEH
nexapcTBeH npoaykr. Haii-yecTo crobinapaHy ¢a 3aellKa yCTHA, ChPICYHO-CHA0BH MAN(popMauue U JeeKTH Ha
HepBHaTa TPBOA. BH3MOKHO € NONHTEpanUATa ¢ AHTHENHASTITHYHH JIEKADCTBEHH NPOAYKTH Ja € CBLp3aHa ¢ mo-
BHCOK PHCK OT BPOJIEHH MallpopMALIHH, OTKONKOTO MOHOTEPANHUATA, TOPALH KOETO € BaKHO B TIPAKTHKATA Aa ce
Tpyiara MOHOTEPAIIHA, BUHANH KOraTO HMa TaKaBa BE3MOMKHOCT.

Jenure, 32 KOHTO HMa BEPOATHOCT 212 3a0peMeHesT W MMAT ASTEPOEH NOTEHIMAT, TPAOBA 1 ce MOCEBETRAT OT
CrEeHAIHCT H KOTaTO JKeHarTa MiaHupa Aa 3abpeMeHee - Aa ce Tpepasriiesa HeoOGX0/JHMOCTTA OT AHTHETIHIETI THYHA
Tepanua. He Tpabea aa ce npeninpuema ps3ko npekpatasaie Ha aHTHETHICNTHYHATA TEPANHA, Thil KATO TOBA MOXKe
J1a IOBEAE N0 MOABA Ha rEpUOBe, NopajH eeKT Ha OTHEMAHE HA TeYeHHETO, KOUTO GHXa MOrNH Ja JaaaT CEPHO3HO
OTpaXeHHe BbpXY MalKaTa H neTeTo. Paako c¢ nabnionasa 3a0aBeHO PASBHTHE IPH JEUA HA MAAKH ¢ eAencUA.
He e Bb3MOXHO J1a ce pa3rpaHH4n Jand 3a6aBeHOTO pa3sBHTHE ¢ MPHYUHEHO OT FeHeTHYHH, COLMATHU (PaKTOpH,
ENH/ICIICHATA Ha MalikaTa HIH OT aHTHENMICTITHYHOTO JIeHEHHE.

Puck, cevpaan ¢ 2abanenmun

I'abanenTHH NpeMHHaBa B MIaLEHTaTa.

JluncBar naM ¥Ma orpaHHYEHH JaHHH OT YNoTpebaTa Ha rabaneHTHH MPH GPEMEHHH XKEHH,

[Ipoy4BaHHATA MPH XHBOTHH IIOKA3BAT PENPOAYKTHBHA TOKCHYHOCT (BX. Touka 5.3). [TOTEHUHATHHAT PHCK NIPH
xo0pa He ¢ HapecTeH. ['abanenTHH ne Tpabea Aa ce npunara no BpemMe Ha GPEMEHHOCT, OCBEH aKO NOTEHLHANHATA

noJ3a 3a mMaiikara KaTEeropH4iHO HaABHIIABA NOTCHUMANHHA PHCK 3a IUoAa.

He e BB3MOXHO 1a ce HampaBH OKOHYATENHO 3aKM04YeHHe Xalid JieueHHero ¢ rafameHTHMH e MnpHYHHa 3a

3a00NABAHE OT EMUIIENCHA H ETHOBPEMEHHO TIPHJIATAHHTE AHTHENHIIENITHIHH JIEKapCTBe
cpo0MeHNTE GpeMEHHOCTH.



Crobuiaga ce 3a HeOHATAJICH CHHIPOM Ha OTHEMaHe MPH HOBOPOZJEHH ¢ in utero eKCnozuuis Ha rabaneHTHH.
EnnospeMeHHaTa ekCIO3UIHA Ha rabaneHTHH H ONHOHIH 10 BpeMe Ha GPEMEHHOCT MOXKe 112 MOBHLIH PHCKA OT
HEOHATAJIEH CHHAPOM Ha oTHeMaHe. HoBopoaeHuTe Tpa6ea aa ce mpocaeagBaT BHHMATEHO.

Knpmene

["abameHTHH ce eKkCkpeTHpa B KbpMmara. [lopagn ToBa, 4e epeKTHT BBbPXY KbPMAdeTO € HEH3BECTEeH, TpaOBa
BHHMATEJIHO J1a Ce MPEeLeHH NPHIAraHeTo Ha NeKapCTBEHAS MPOIYKT NPH KbpMely Maiikd, ['aGaneHTHH TpAOBa aa
Ce M3MOJI3Ba IPH KbpPMELIH MAHKH, CaMO aKO [T0oN3aTa KATEeTOPHYHQ HAJBHIIABA PHCKA.

QepTHIHTET

Hama edexT BbpXy depTHIMTETa IPH TIPOYYBAHHATA BEPXY KHBOTHH (BXK. ToUKa 5.3).
4.7 EdexTn BLpxy cnocobnoctrra 3a wodupane u pabora ¢ MALIHHH

['abaneHTHH NOBIHABA B JIeKa WK YMePeHa cTelieH criocofHocTTa 32 modupane i pabota ¢ Mawnnn, ["abanentun
BIIMA¢ BEPXY UEHTpPAlIHATA HEPBHA CHCTEMA H MOXE Ja NPHYHHHM CHHIHBOCT, 3aMafHOCT H APYTH CBBP3aHH
cHMNTOMH. JIopH H 212 ca caMo ¢ Jieka HIIH YMepeHa CTEeH, Te3H HEXEMaHH PEakHH MOXe Ja Ca TOTCHIIHAIHO
OTIacH# 32 NALMSHTH NIPH Wohupane WK paboTa ¢ MawHHH. ToBa e BAJIMAHO 0COOEHO B HAYAMOTO HA JICYEHHETO H
chel MOBHIIABAHE HA J03aTa.

4.8 Heskenann nekapceTBeHH peakiHH

HexenanHte nexkapcTBenM peakuud, HaOMOAaBaHK MO BpeMe Ha KIHHHMHHTE NPOYYBAHWS, TIPOBENEHH NPH
emiwierncHd (IOMBNBAILA H MOHOTEPANHA) H HEBPOTATHA OonKa, ¢a NPEACTABEHH B o0l CIHCBK MO-TOIY,
TPYTIHPaHH O BUA H YecToTa: (MHOro yecTH (= 1/10); wectu (> 1/100 no <1/10); mevectn (>1/1, 000 no <1/100);
peaxu (>1/10, 000 mo <1/1, 000); muoro peaxu (<1/10, 000). Korato e HabmonapaHa HexxenaHa peaKiHa C
Pa3MYHH YeCTOTH NPH PANTHYHHTE KIMHHIHH NPOyYRAHNA, TA € 3aMHCAHA ¢ Half-BHCOKATa 0Tpa3eHa YecToTa,

JHONbAHUTENHM HEXeNaHH peaklnH, AOKJIAIBAHH MO BPEME HA ITOCTMAPKETHHIOBMA OIMT, CA BRJIIOYEHH ¢
HEM3BECTHA YECTOTa (OT HATHYHHTE JaHHH He MOske N1a G'hAe HAMpaBeHa OLleHKa), IPECTABEHH ¢ KYPCHB B CITHChKA
no-A07y.

[Ipu BCAKO rpynHpane B 3aBUCHMOCT OT YECTOTATA, HEKCITAHHTE 1EKAPCTBEHH PEaKIIHH ce HIGPOsBAT B HU3XORLL
PE 110 OTHOIICHHE HA TAXHATA CEPHOIHOCT.

CHcTeMo-opranes Kiac | Hesestana jiekapcTBeHa peakius

Hadexnnn o undecranun

S —
MHOT0 4ecTH | BupycHa nucbexuml

Yectu : MHEBMOHNA, PECHPAaTOPHA HHMEKIMA, HHGOEKIMA Ha THKOMHUTE IHTHINZ,
OTHTHC MeJHna

Hapywienns Ha KpLBTa H AuMnaTa CHCTEMa

YecH | IeBKOTICHHA
! an N
C HeH3BeCTHA 9ecToTa | mpomboyumonenus // \\\W‘ 0"752\\

N

AN
NI
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Hewectn

T

| aNlepTHYHH peaKkiUuH (Halp. YPTHKApHS)

C HeH3BecTHa YecTOTa

| CUHOPOM 1A CEPBXUYBCMBUMERROCT! (CUCIIEMHA DEAKYUS C NPOMEHAUBY
| cumnmomu, Koumo mocam 0a exvoueam mpecka, 06pus, xenamum,

L rumgbadenonamus, eo3unognuR, KaKmo ROHAKO2a OPY2Y CUMIMOML),
Lanathurarcua {exe. mourka 4.4)

Hapywenns na Meralo.1u3Ma H XpaneneTo

Yectn | aHOPEKCHA, MOBHIIIEH aTleTHT
Hexectn | xuneprioukeMus (Haii-uecTo HabMoAaBaHa NpH NALHEHTH ¢ AHA0eT)
Peaxu XMOOTIHKeMHs (Hali-uecTo HabironaBaHa npu nauweHTH ¢ AHabeT)

C HeH3BECTHa YeCTOTA

XUROHAMPUEMUS

[IcHXA9HH HAPYIICHHS

YecTn | BpakaebHOCT, O6BPKBaHE M EMOIIHOHANHA NAGUITHOCT, JETIPEcHA,
| TPEBOXKHOCT, HEPBHOCT, AGHOPMHO MHCTICHE
Heuectu I BB36Y 12 :

C HEeH3BECTHA YeCcTOTa

| XQUIOYUNARHY, CYHYNORG UOediisl, TEKapCmeeia 3asucuMocm

HapyumieHus ua HEPBHATA CHCTeMa

MHoro 4yectn

COMHOJICHTHOCT, 3aMaAHOCT, ATRKCHA

Yectn KOHBYJICHH, XHIIEPKHHE3HH, JH3aPTPHA, AMHE3HA, TPEMOP, OesceHHe,
rnapofonHe, yeelllauna KaTo IapecTesns, XHnecTe3Hd, HapyHieHa
| KOOP/IHHALIHA, HHCTAarbM, 3aCHJIEHH, MIOHINKEHH HITH JIHNCBAIH pethlIeKcH
f
HeuecTn | XHNOKHHE3U, YMCTBEHO YBpEKIaHE
Peaxn 3ary6a Ha ch3HanHe

 HEeH3BECTHA YECcToTa

| Opyeu Osuzamenny napywenua (Hanp. Xopeoamemosa, JUCKUNEIUA,
: Qucmonus)

Hapywmenus na ounTe

Yectn

3PHTC/IHK HApYIUEHHA KaTo aMONHoNHA, THILIOTHA

Hapymenns g3 yxote H 1a6upnaTa

YecTH

CBETORBPTENK
C HeM3ReCTHA YeCTOTa MUHUmMYC
Cobpaeunn HapylIeHHA
Heuectn . Na/IUTAIHH

CbI0BRH HApYUIEHHRA

Yectn

Pecunparopnn, IPbAHH H MEJHACTHHAJHH HADYRICHAN
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YecTn iJmanen, OpoHXHT, GapHHIHT, KALITHUA, PHHHT

Penxn , pecnupaTopHa JenpecHs

CroMallHO-4PeBHH HAPYIIEHHS

Yectu | noBpBILaKe, ragene, Y5GHH AHOMATHH, THHTHEHT, IHApHs, KopeMHa 6oka, |
| AMCTIENCHA, 3aIeK, CyX0Ta B YCTaTa WM I'LPA0TO, (raTyIeHu s

Heqecm | micq)amx

C HEH3BECTHA YECTOTa | RAHKpEamun

Xenamﬁunnapnn HADYLIeHHA

C HeM3BECTHA YECTOTA [ XEnamum, dewamenuya

Hapywienns €2 KOXAT2 H NOAKOKHATA THKAH

Yeen JIHLER ¢/leM, MypIypa, YecTO ONHCBAHA KAaTO HaThpTBAaHE B pe3yJiTar Ha
¢u3nyecka TpaBMa, 0OpHB, IPYpHTYC, akHe

C HeH3BECTHA HECTOTA cundponm Ha Stevens-Johnson, morcuuna enudepmaitd HeKPOIN3Q,
anzucedeM, epumema mymmubopse, anoneyua, rexapemeen oopue ¢
COIURODUALA U CUCMEMHU CUMPIMOMY. (8XC. moYka 4.4)

Hapymelmn Ha MYCKY/IHO-CKEJE€THATA CHCTEMA H CHLEIHHHATE/THATA THKaH

Yeetu apTpairus, Maanrud, 6onka B repba, MyCKyJIHO NIOTpeNBaHe

C HeH3BeCTHA YecTOTa | paboomitonuza, muoxnonyc

Hapymieans na 6u0penHre H NEKOMHAKTE NHLTHINA

C HeH3BeCTHA YeCTOTa ‘ocmpa 6vOpeuna HedoCMamBYHOC, UHKOHMUNEHYUA

Hapywienua Ha BPL3INPOHIBOHTENHATA CHCTEMA H MbPIATS

Yectn | HMIIOTEHTHOCT

C Hen3BecTHA YecToTa XUREPMPOPUR HA ZbPOAMA, 2URCKOMACIUA, CEKCYARHA OUCHYHKYLUA
(BRMONUMETHO RPOMENY 8 AUOUCOMO, HAPVULEHNS HA EAKYAGYUAMA U
AHOPeAZMUS) j

O6mH HapymenHA H ¢beKTH Ka MACTOTO HA NPHIGKEHHE

MHoro YecTd yMopa, Tpecka
YecTn nepudiepeH efjeM, HapynieHa MoXoAKa, acTeHHs, Gonka, oo

A | HEPa3TIOIOXKEeHHE, [PHIONOX00EH CHHAPOM .
Heuwectu | reHepaNusnpan egeM |
C HeH3BecTHA YecTOTa | peaxyuu na omuemane*, apvona boaka. Cvobuadsa ce 3a ciyuau na

| BHE3ANKA, HEOOACHUMA CMBPM, KAMO HPUYUKHO-CAEOCMBERA 6Db3KA C ‘
‘Jte'{eHuemo € 2aDAneHMuN He € YCManoeena. |

H3caeapanns

10




Yectu HaMaJieH Opoil 6¢/H KpbBHH KJICTKH(JIEBKOLATH), TOKAYBAHE Ha TENECHOTO
Terno

Heuectu NOBHLIEHH CTOHHOCTH HAa YepHOAPOOHATE (PyHKIHOHANHH TecTope CIOT
(ACAT), CI'TIT (AJIAT) u GunupyOuH

C HeH3BecTHA YeCTOTA nosuwiena kpeamun gocgorunaia ¢ Kprema

TpaBMH, OTPABAHHS H HHTEPBEHIAHN,
BL3HHKHA/IH B PE3YATAT HA YCAOKHEHAR

Yectn | HHUHASHTHO HapaHsaBsaHe, (hpakTypa, abpazus

Hedvectn najaHe

* HabnionagaHH ca CHMITOMM HAa OTHEMaHE cjiej| MPEeKpaTABaie HA KPATKOCPOUHO H JABITOCPOYHO JICUEHHE ©
[‘aﬁaHEHTHH. CHMNITOMH Ha OTHCMAHE MOTAT Aa ce MMOABAT CKOpo Cliell npexKpaTiaBaHe, OGHK.HOBGHO B PaAMKHTE Ha
48 yaca. Haili-uecTo chobluapaHuTe CHMITTOMM BKIIOYBAT TpeBOXKHOCT, OeschHMe, raaede, GoNka, M3TNOTABAHE,
TpeMop, rnaBobomHe, JENPechs, HEECTECTBEHO YCEIlane, 3aMasHOCT H 000 Hepa3nonoxeHue (BXK. Touka 4.4).
HOS!B&T& Ha CHMNTOMH HA OTHEMAaHe cjelq npexpariBaHe Ha aneMa Ha rabaneHTHH MOKe Ja ¢ NMOKa3laTe/iHa 3a
TeKapCTBeHa 3aBHCHMOCT (Bxk. Touka 4.8). INaumentsT Tpafpa ma Obae uudopMupan 3a TOBa B HAYANOTO HA
NeYeHHeTo. AKQ JledeHHeTo ¢ rabanedTHH Tpsbea Ja Oblle NpeKpaTeHo, ce NPenopbhyYBa TOBA Ja CE HANPABH
MOCTENEHHO B MPOABIDKEHHe Ha Half-Malko 1 cenqMHNa, HE3aBUCHMO OT MOKa3aHHeTo (BK. Touka 4.2),

Ilo Bpeme Ha fAeueHneTo ¢ rabaneHTHH ce choOIUARA 3a CTYYaH Ha OCTBD NAHKpeaTHT, BpbikaTa ¢ rabaneHTHH €
HedAcHa (BX. Touka 4.4).

HpH ManuedTH Ha XeMoOuann3a, nopaiH TEPMHRAIHA 61>Gpeqna HEJOCTATBUHOCT Ce ChoDINAaBa 3a MHOMATHA C
BOBHUICHH HHBA HA KPCAaTHHKHHAa3AaTa.

3a uadeKnHY Ha PECTTHPATOPHHATE ITHTHILEA, OTHTHC MEAHA, TbPUOBE H BPOHXHT ce choBIaBa CaMO B KITMHAYHHTE
NpOYYBaHHA NPH Neua. B knuHMuHKTe pOyYBaHHA MPH AeHA AONRIHHTENHO ce chboBLIard 9€CTO H 32 arpecHBHO
TOBEACHHE W XMOCPKHHEIWH.

Chobliapane Ha N10J03MPAaHK HEXENaHH PEAKIIHH

Crol11aBaHeTo Ha MOKO3HPAHU HEXKENaHH PEAKLMH CNeJl PA3PELIABAHE 33 YOTPeGa Ha IeKApCTBEHHS NPOXYKT €
BxHO. ToBa M03BOJIABA N3 NPOIBLIKH HAOMOAEHHETO HA CHOTHOLISHHETO TION3a/PHCK 3a JIeKapCTBEHHS MPOAYKT.
Ot MECTHLUHHCKHTE CNELHANHCTH CS H3HMCKBA 1a C'I:Oﬁ].[laBaT BCAKaA MOAO3HMpaHa HEXKEaHa peakmm upes:

H3menHHTENHA areHuns 1o nekapeTeara, Yi. . Jlaman [pyes” Ne 8, 1303 Codwmsa, Ten.: +359 2 8903417, yebcaiit:

www.bda.bg,

4.9 IIpesosnpane

OcTpa, ’HROTO3aCTpAIIABAIA TOKCHYHOCT MPH Npeo3upade ¢ rabaneHTHH B no3m 10 49 g He e Habmoaasaua.
CHMOTOMHTE Ha pelo3HpaHe ca GHITH: 3aMasHOCT, ABOHHO BIK/IAHE, HEACHA Ped, CEHIHBOCT, 3ary6a Ha Ch3HAHME,
JACTAprUd H JiEKa AHApHA. Bcwuku HNAHEHTH €4 C¢ BB3CTAHOBHIIH HaNbAHO CJCa IMoAAbpXKAalld TepalH-.
Hamanenara abcopOuna Ha rabaneHTuH NMPH NpHEM HA MO-BHCOKH JIO3M MOXE Aa orpaHnun aGcopbuuaTta npu
Hpeo3HpaHe, KaTo [0 TAKbB HAYHH e HaMAJABa TOKCHYHOCTTA NPH peao3UpaHe.

Ipenosupanero ¢ rabaneHTHH, ocobero B koMOuuawus ¢ Apyru nothckausi [IHC nexkapcTBeNM NPOSYKTH, MOXe
Ia J0Befse 10 KOMa.
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Benpeku, ge rabaneHTHH MOXe 1a Obe OTCTpaHEH OT LUPKYNAIHATA ¢ XEMOHAIN3A, HATHYHHAT OITHT TTOKA3Ba,
ue TOBa ODMKHOBEHO He ¢ HeoOxoaumo. Brnpekn ToBa 06aue, NpU HNANMEHTH ¢ TEKKO GBROPEUHO YBpEeKAaHe
XEMOIHANK3aTa MOXKe Ja 6bae nokaszaHa.

[lepopannara neTansa no3a Ha rabameHTHH He e OMIA YCTAHOBEHA NPH MHUIKH H [LTEXOBE, KOHTO €A HOMYYHIH
Ao3n no-sucoku ot 8000 mg/kg. IpusHaunTe Ha OCTpa TOKCHYHOCT TIPH XHBOTHH C& BKJIIOMBAIH: 3TAKCHA,
3aTPYAHEHO AWINAHE, NTO33, HAMANEHA AKTHBHOCT WM B30y a.

5. PAPMAKOJIOTHYHH CBOMCTBA

5.1 PapMaKoIHHAMHYHH CBOHCTBA

dapmakoTepanepTHYHa rpyna; JIpyru Autvenunentuus
ATC kom: NO3AX12

MexanHisM Ha fielicTBHE

[abanedTHH JTECHO IPeMHHABA B MOIbKA M IPEJOTBPATABA NPHAAABIM MPH PEAHIIA )KHBOTHHCKH MOJIETH Ha
enunencHs. [‘abanenTuH e nputexasa aduuuter kbM GABAA niu GABAB pelientopuTe, HUTO IPOMEHS
meTtabonusma na GABA. He ce cBbp3Ba ¢ APYTH HEBPOTPAHCMHTEPHH PELIENTOPH B MO3bKa H He BlauMozeiicTea
C HATPHEBHTE KaHAH, ['abaneHTHH ce cBBP3Ba ¢ BUCOK aduuuter ¢ a2d (anda-2-n1ea1a) cybeqHHALATA HA
BONTAX-3aBHCHMHTE KANLHEBH KaHATH H Ce MpeAnoiara, 4e CBbp3BaHeTo ¢ a2d cyOenuHuIaTa MOXe J1a Hrpae
pond B APOTHBOrbPYOBHTE eeKTH Ha rabaneHTHH MpH KHBOTHH. CKPHHUPAHETO HA TOAM 00€M JaHHH He
npeanosara Apyra NpHIETHA 3a MEAHKAMEHTA CTPYKTYpPa, pazHyuHa OT ¢28.

JanuuTe OT pefHia MpeAKTHHHYHE MOJENH TOKA3BAT, Ye GapMakoNOrHuHATa aKTHBHOCT Ha raBaneHTHH MoXe
Ja ce MeaHupa NOCPECTROM NIOHHXKaBaHe Ha 0CBOGOXJaBaHeTO HA BH30YIHH HEBPOTPAHCMHTEDH B YacTH OT
LUEHTPANHATA HEPBHA CHCTEMA, Ypes CBbp3BaHe ¢ 028, Ta3y aKTHBHOCT MOXKE 113 TIOAKPENS [POTHBOrBPYOBOTO
neiicTeue Ha rabanenTnH. [Ipencron ga ce H3sACHH 3HaYHMOCTTA HAa TOBA JeficTBHE Ha rabameHTHH MO OTHOLIEHHE
Ha NPOTHBOTBPHOBHTE €EKTH MpPH Xopa.

I'abaneHTHH NoKa3Ra ePUKACHOCT U MpH PeIMLA NpPeNKIMHAYHH KHBOTHHCKH Gonkosn Moaens, [pennonara ce,
Ye CnenuHYHOTO CBbP3BaHE Ha rafaneHTuH 026 cybeMuuuaTa BOTH N0 HAKOIKO PA3THYKH AeliCTBHS, KOHTO
MOX€ JIa ¢2 OTTOBOPHH 32 aHANTETUYHOTO JSHCTRIE PH XUBOTHHCKH MOJIENH. AHANTETHYHOTO AeHCTBHE HA
rabaneHTHH MOXe 1a NPOH3XO0kKA OT rpbOHaYHHA MOIBK, KAKTO H OT NO-BUCIIHM MOIBYHH LIEHTPOBE, Ipe3
B3AHMOEHCTBHA ¢ HU3XOAALIMTE, HHXHOUpaly GonkaTa MbTHILA. 3RaYeHHETO HA TE3N MPENKIHHMMHH CBOHCTBA
33 KIIMHHHYHOTO AeHCTBHE NPH XOpa € HEH3BECTHO,

KnunnyHa edukacHocT B GezonacHoct

Knuuuyno Ipoy4YBaHEe KATO JOIThJBAILA TEpanHua 3a napuHalHH NPHCTBIH IIPH NEAHATPHYHH NMALMEHTH, YHATO
BB3pAcCT BapHpa 0T 3 10 12 ronnHy, e moka3alo YMCIeHa, HO He CTATHCTHYECKH 3Ha4HMa pa3nnka B 50 % decToTa
Ha OTTOBOPHIIHTE B O34 Ha rpynara Ha rabanmeHTHH B ¢paBHeHHe ¢ Miaue0o. JOMBIHHTENHH aHaMH3H Clel
3aRBPILUBAHE HA TIPOYYBAHETO HA YECTOTHTE Ha OTTOROPHIIHTE YHACTHHIIH MO BB3PACT HE MOKA3BAT CTATHCTHYSCKH
3HaYMM eeKT Ha BH3PACTTa, KATO HEMPEKBCHATA ¥ XATO JAMXOTOMHA BENHUYHHA (BBH3PacToBH rpynH 3-5 u 6-12
FO,E[P[HP[). I[aHHP[TC OT TO3K JOMMBJIHHTENEH aHANH3 CHeH 3aBbpILIBaHE HA MPOYHBAHETO €A MPEACTABCHH B CIICAHATA
Tabmuua:

MITT*nmonynauus
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Bw3pacToBa kateropus [Mnaneto I'abaneHTHH P-CroitHoct
< 6rofHIIHA BL3PACT 4/21 (19,0%) 4/17 (23,5%) 0,7362
6 1o 12-roquniHa BB3pacT 17/99 (17,2%) 20/96 (20,8%) 0,5144

*The modified intent to treat population - MoauduuupanaTa nomynamus ¢ HaMepeuue 3a neyeHne e JedhHANpaHa
KaTO BCH4KH TALMEHTH, PAHIOMH3HPaHH Ha IPOY1BaHUA MEJIHKAMEHT, KOHTO €A HMAaJH FOAHH 32 OLIEHKa JHEBHHIIH
Ha NMPHUCTBIHTE, IPEAOCTABEHH 32 28 THHW, KAKTO HAa H3XOIHCG HARO, TAKA H B AROHHOCHANATA da3a.

5.2 QapMaKOKAHETAIHH CBOHCTRA
Abcopbuus

BbpxoBHTe INa3MEHH KOHUGHTPALHH HA rabaneHTHH ce HabMIOAaBaT B paMKHTe Ha 2-3 uyaca cneg nepopanex
npHeM. buonannunocTTa Ha rabanentyy (4act ot abcopbupaHaTa j03a) NOKa3Ba TERACHUMA KbM HaMallsBaHe C
NoBHIIaBaHe Ha po3ara. AGcomoTHaTa GHOHANHYHOCT Ha kancyna or 300 mg e npuGauzutento 60%. Xpanara,
BKJI. ¢ BHCOKO ChIBPKAHHE Ha Ma3HHHH, HE OKa3Ba KIHHMYHO 3HAYMM edekT BepxXy (apMakoKHHETHKAaTa Ha
rabaneHTHH.

DapMakOKUHETHKATa Ha rabalneHTHH He Ce MOBIHABA OT MOBTAPAL( ce MNpHEM. BBIpeKkH ue, NNasMeHHTe
KOHUEHTPAUHH Ha rabaneHTHH B KIMHWYHH IPOY4BaHHs ca OWin 0ONKHOBEHO Mexy 2 pg /ml u 20 pg /ml, takuea

KOHLEHTPALKH HE Ca NOKA3aTeNnHH 3a 0e30TacHOCTTa MITH edHKacHOCTTA.

(PapMakOKHHETHYHHTE apaMeTpH ca najeHu B Tabnuua 3.

Tabnuna 3;

OGobwenre Ha cpeanute cToiiHocTH (%CV) Ha GapMakOKHHETHYHHTE TapaMeTPH HA raGaneHTHH B CTAMOHAPHO
CbCTOSHHE ClIell IPHEM Ha BeexH R Haca

(DapMaKOKHHETHYEH 300 mg 400 mg 800 mg
napaMeTep N=T7 (N=14) (N=14)
Cpenna %CV Cpenna %CV CpenHa %CV

Crnax {ng /ml) 4,02 (24) 5,74 (38) 87 (29)
tmax (h) 27 (18) 2,1 (54) 1,6 (76)
Tiz (h) 52 (12) 10,8 (89) 10,6 (41)
AUC (0-8) 248 (24) 345 (34) 51,4 27
pgehr/ml)

Ac% (%) HH HH 472 (25) 344 37

Cmax = MakcHManHa nnasmeHa KOHLUEHTPALMA NPH CTAHOHAPHO CHCTOAHHE
tmax = BpemMe no nocTurane Ha Coax

Tz = llonyxHuBOT Ha enAMHEAHpaHE

AUC(0-8) = IInowm nox kpHBaTa Ha nIa3MeHaTa KOHLUEHTPALHMS H BPEMETO B CTAllHOH
ot 0 no 8 yaca cnen nosara

Ae% = [IpouenT oT j03aTa, EKCKPETHPAHATA B HETIPOMEHEH BHJ B YPHHATA 34 B
Jlo3arTa
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HH = He e nanuuno

Pasnpenenenne

["abaneHTHH He ce CRBP3BA ¢ NIA3MCHHTE MPOTEHHM M HEroBHAT ofeM Ha pasmpenenedue 57,7 mutpa. Ilpu
NALMEHTH C EIHCIICHSA, KOHIUCHTPAlHHTEe HAa rabaneHTHH B rphOHAYHO-MO3BYHATA TEYHOCT €A MPHOIH3HTENHO
20% OT CbOTBETHATE CTALIMOHAPHH MHHHMANIHH NIA3MEHH KOHLEHTpaury. [abameHTHH ce OTKPHBA B KBPMaTa Ha
KBPMELIH JKEHH,

Buotpancdopmans

Hama nannu 3a Metabomm3bM Ha rabanentun npu xopa. [abaneHTHH He MEAYLHpa YepHOAPOOHH OKCHIA3HH
€H3IHMH CbC CMECCHA (QYHKIHA, OTTOBOPHU 32 AEKAPCTBEHHA METAGOIHIBM.

Ennmunupane

T'abaneHTHH C¢ eTHMHHHPA HEMPOMEHEH caMo upes GrOpeuna excKpelms.
[TonyxMBOTET Ha eNleMUHHPaHe Ha rabalieHTHH HE 3aBHCH OT J103aTa H € 0KoJIo 5 1o 7 uaca.

[TpH nauueHTH B CTapyecKa Bb3PacT M NPH NAUMEHTH ¢ HapynieHa 6b6peuna QyHKUHA, IIA3MEHHEAT KIHPHHC Ha
rabaneHTuH e HamaneH. KOHCTaHTaTa Ha CKOPOCTTA Ha eTHMHHHPAHE, T1a3MEHHAT KIMPBHC U GLOPEUHHS KIMPhHC
Ha rabaneHTHH ca IPaBONPONIOPLHOHAIHH HAa KPEaTHHHHOBHS KIIHPEHC.

['abanenTun moxe na Ohle OTCTpaHeH OT IUIa3marta ¢ xeMogHanisa. [Ipenopeusa ce KOpUrHpaHe Ha 03aTa [pH
NalEeHTH ¢ KOMIIpoMeTHpaHa OEOpeuHa byHKIHA HAH NAUHEHTH HA XEMOAMAIN3a (Bik. Touka 4.2.)

PapMakOKWHETUKATA HA rabaneHTHH NpH Aela e onpeaenena npu 50 31paBi HHAMBHAH HA Bh3pacT Mexay 1 Mecent
Ao 12 roguxu. Kato nane nnasMeHWTe KOHISHTPAUMH Ha raGaneHTHH NpH Aella HA BB3PACT HaJ S5 TOAMHM ca
NoRoOHH Ha Te3H MPU BB3PACTHH, NpH no3upate mg/kg.

BbB dapMakOKHHETHYHO NpoyYRaHe npH 24 31paBW NeIUaTPHYHH WHIWBH/IM Ha Bb3pacT Mexay | mecer u 48
Mecena ca yCTaHOBeHH npubansutento 30% no-aucka excnosung (AUC), no-HHCKa Crgx ¥ TO-BUCOK KIHPBHC 33
TEJIECHO TETJIO, B CPABHEHHE ¢ HATHYHHUTE CHOOIIEHH JAHHH 34 Jelld Ha MOBeYe 0T 5 MOIHHH.

Jluneiinoct / HeMMHeliHoCT

BuonanuuHoctTa Ha rabanesTun (Wact oT abcopbupanaTa 103a) HaMaisBa ¢ YBEIHYAaBaHe Ha N03aTa, KOETO
TIPHZaBa HENHHEEH XapaKkTep Ha (apMaKOKHHETHYHHTE MapaMeTpd, BKIIOUBALM NapamMeTspa 3a Guonanu4HoCT
(F), nanp. Ae%, CL/F, Vd/F. ®apmakokuHeTHkaTa Ha ennMutupane ((apMaKoKHHETHYHH NapaMeTpH, KOUTO HE
srmo4Bar F kato CLr u T1/2) Haii-nobpe ce onucea upes nuueiina dapmakoxunerHka. CTAHOHAPHHTE TUIA3MEHH
KOHUEHTPAUHH Ha rabaneHTHH MOTaT Jia c€ NPEABHIAT OT JAHHHTE Cliefl eAHOKpATHA 1038,

53 IIpeakaunA4HA 1AHHH 32 GezomacHoCT

Kanneporennoct

laGaneHTHH ¢ npuiaraH B XpaHaTa Ha MHINKH B 003 ot 200, 600 1 2000 mg/kg/neH 1 Ha TBX0Be B T03H oT 250,
1000 u 2000 mg/kg/nen B npoxbmxeHHe Ha 2 roauHy. CTaTHCTHYECKH 3HAYHMO MOBHIIABAHE HA YECTOTATA Ha
AlAHAPHOKIETBYHH TYMOPH Ha MaHKpeaca € OHIO YCTaHOBEHO CaMoO MPH MBXKKHTE [ “'—-—:"" aji-BHCOKATA
A03a. MakcuManHHTe MNa3MeHH KOHLEHTpallHH Ha JEKapcTBOTO MpH TThXORBe 3a gfiaks ONKE/NEH ca
6unn 10 MbTH NO-BHCOKH, OTKOJIKOTO TNA3MEHHTE KOHUEHTPAUHH B YOBELIKHSA OpT. 7
ANMHAPHOK/IETHYHHTE TYMODH Ha MaHKpeaca IIPH MBXKHTE IUTBXOBE CA C HHCKE
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NOBITHABAT IPEKHBAEMOCTTA, HE METAcTa3HpaT WJIH WHBA3MPAT B OKONHHTE TBKAHH U ¢a nogofHW HA TE3d,
Ha0NM0aBaHN TIPH KOHTPOJNHHTE JKMBOTHH. Bpb3kaTa Ha Te3H NAHKPEAacHH alMHAPHOKJIETHYHH TYMOPH TIpH
MB¥KKHTE IUIBXOBE ¢ KAHLIEPOTEHHHS PHCK 34 4OBEKA € HeACHa.

MyTtareHeHHOCT

l'abaneHTHH He MOKA3Ba TEHOTOKCHYEH MOTeHUMat. ['abaneHTHH He e MyTareHeH in vilro [pu CTAHIAPTHHTE
TECTOBE ¢ BAKTEPHATHH KJIETKH HITH KIETKH OT Go3aiiHuum. [abanedTHH He IpeHIRHKA CTPYKTYPHH XPOMO3OMHU
abepalliu B KeTkH 0T 003alHHIIA HUTO in Vifro, HUTO in vivo, U HE IPeAN3BIKa (POPMHPAHE HA MHKDPOHYKICYCH B
KOCTHH MO3BK Ha XaMCTEDH.

Hapymenus na deprunurera

He ca Habnionapany wexenanu edekTH BbpXy bepTHIHTETA H PENPOAYKTHBHATA CIIOCOOHOCT TIPH IUTBXOBE B I03H
no 2000 mg/kg (MpRONH3HTENHO NET MLTH MOBEYE OT MAKCHMATHATA IHEBHA 034 3a X0Pa, ONPEENSHA 33 e AHHHUA
TeJIecHa MOBBPXHOCT B Mg/m?).

TepaToreHHocT

['abaneHTHH He yBenH4aBa YeCTOTaTa Ha MAN(pOPMALMHTE B CPABHEHHE C KOHTPONHTE B MOTOMCTBOTO HA MHIIKH,
ILThXOBE HIH 3aHIlH MPH 1031 cboTBeTHO 50, 30 1 25 mbTH, NO-BHCOKH OT JHSBHATZ 11032 IpH YoBeka oT 3600 mg
(CHOTBETHO YETHPH, TIET HIH OCEM ITHTH [10BEYE OT AHEBHATA 1032 IPH YOBEK, H3MepeHa B mg/m?).

['abarienTun npuyAHgBa 3a0aBsiHe HA OCHHMKALMATA HA Yepera, IPEUINEHHTE, KOCTHTE HA MPEIHUTE H 3aHATE
KpaliHUUH IPH IPU3ayul, KOSTO e IOKA3aTeTHO 33 perapAauys Ha pacTexa Ha deryca. Tesu edekra ce nossssar,
KOraTo OpeMEenny MUIIKH NOJIydaBaT NepopaiHo A03H o1 1000 wm 3000 mg/kg/neu B mepuoia Ha opraHoreHesara
M Ha IIbX0Be - go3n oT 2000 mg/kg npead ¥ no BpeMe Ha mepHo/a Ha yndTocBaHe U Tpes winara GpeMEeHHOCT.
Te3u no3u ca npubAH3MTENHO | 10 5 TLTH M0-BUCOKH OT J03aTa OpH Xopa oT 3600 mg, HaMepeHa 3a mg/m’.

He ca 3abenazann edekTH npu OGpeMeHHM MHIIKH, Ha KOWUTO € AaBana Aozata oT 500 mg/kg/nen (okono Yzor
IHEBHATA 1032 33 Xopa 3a mg/m?).

YBe/lHYaBaHe Ha YecToTaTa Ha XHApOypeTep W/HIH XHAapoHedposa e HabmofaBaHa NPH IUIBXOBE, HA KOMTO €
Aaeana go3a ot 2000 mg/kg/nen B npoyusaHe BbpXy depTunuTeTa H obmata penporykuus, 1500 mg/kg/neH B
npoy4ysane 3a TepatoreHHOCTT H 500, 1000 u 2000 mg/kg/aeH B nepHHATANHO H TIOCTRATANHO MPOY4YBaHE,
3HaYEHHETO Ha TE3H pe3y/TaTH He € U3ACHEHO, HO Te ca GuK CRBP3aHH Cbe 3abaBeHO paspHTHe. TesH T03H ca
ChINO NpUOAM3NTENHO 1 10 5 MBTH MO-BUCOKH OT YOBEIKATa A03a 0T 3600 mg B mg/m?.

B TepaTonoruyHo npoy4BaHe HpH 3aiili yBelIHYEHHE HA YECTOTATA HA OCTHMIUIAHTALHOHHATA 3ary6a Ha 1U10/a €
HACTBIHIIO [IPH OpeMeHHH XKeHCKH, mpHeMany 1034 ot 60, 300 u 1500 mg/kg/nen no BpeMe Ha opranorenesarta.
Te3n no3u ca okono 0,3 10 8 METH MO-BHCOKH OT JHEBHATA 7032 TIPH Xopa ot 3600 mg 8 mg/m’, ['paHHLHTE Ha
Ge30MacHOCT ca OrpaHUYuEHH, 3a a C& M3KIIOYH PHCK OT MoJo6HH edexTy mpH xopa.

6. PAPMANEBTHYHH JAHHH

6.1 CnHchbK Ha NOMOIHATE BEIECTEA

Crovpacanue na xancyiama:
JlakToza

HapeBHuHO HuecTe
Tank
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Kancyvana ofguera:

HKenatun

Turanos quokcuzn (E 171)
HKenezen okcun, xpat (E172).

6.2 HechaMecTHMOCTH

Henpunoxumo.,

6.3 Cpok na roanoct

3 roguuH

6.4 CnenHalHA YCJIOBAA HA ChXpAHEHAE

Jla ce cexpaHsaBa npu Temnepatypa noa 25°C.
Jla ce cEXpaHABa B OPHTHHAIHATA ONAKOBKa.

6.5 Baa B chaLpXKAHEE HA ONAKOBKATA

Bimctep or PVC/anymunuii ¢ no 10 6pos Tebpiy Kancyu.
Onakoeky x 50 1 x 100 TeBpIH Kancynw.

He BcvKH BHIOBE ONAaKoBKH MoraT Aa GbAAaT mycHaT B poaax6a.
6.6 Cnenmann npeAnajHn MepKH NPH WIXBLPASHEE/ B paboTa

Hsama crielHanHHi HAHCKBAHHA,

7. IPHTEXATEJ HA PA3PELIEHHETO 3A YIIOTPEBA

Wérwag Pharma GmbH & Co. KG
Flugfeld-Allee 24

71034 Baoblingen

I'epManua

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

®axc: +49(0)7031/6204-31

E-mail; info@woerwagpharma.com

8. HOMEP HA PAJPEIIEHHETO 3A YIIOTPEBA

20060712

9. AATA HA ITbPBO PA3PEILLIABAHE/ IIOJHOBSBAHE HA PA3ZPEIIIEHHE
YIIOTPEBA

Jarta Ha mepBo paspemerue: 08 Mexemepu 2006 T,
Hara na nocnaeaHo nogHosaeae: 12 Slayapu 2012 r.,
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10. AATA HA AKTYAJTH3UPAHE HA TEKCTA

01/2023

17




