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Paspewenue Ne
1. UME HA JIEKAPCTBEHHUA ITPOJAYKT % “U/-
BG/MA/MP - '79233“5 .......... UB ..... U 72025 .......
Twuokrauma 600 HR 600 mg ¢punamupanm tadieTku UgoOPeHUG e ............cconuerercnsceS oo

Thioctacid 600 HR 600 mg film-coated tablets

77 KAYECTBEH U KOJIMYECTBEH CbCTAB

| dpunamupana tadbaerka cbabpika 600 mg THOKTOBA KUCeNHHa (thioctic acid) KaTo N1€KapCTBEHO
BELLLECTBO.

3a MbJHUS CIMTUCBHK HA MOMOLIHUTE BELLLECTBA, BUXKTE TOUKa 6.1,

3. JIEKAPCTBEHA ®OPMA

MduaMupaHud TabJIETKH.

4. KIMHHWUYHU JAHHHA

4.1 TepaneBTHYHH NOKA3AHHUA

Jleyenue Ha CHMNTOMHUTE Ha nNepudepHaTa (CeH30MOTOpHA) AMadeTHA NOJUHEBPONATHS.
4.2 Jlo3upoBKa H HAYHH HA NMPHJIOKEHHE

[lpuema ce 1 punmupana tabnerka Tuoktauna 600 HR (ekBuBanentHa Ha 600 mg THOKTOBA KHCE/IMHA)
JAHEBHO KaTO €/IMHHYHA 1033, NPHOJIU3UTEHO MOJOBHH Yac Mpean NbPBOTO XPaHEHE.

[Ipy CHIIHO M3pa3eHa CUMNITOMATHKA Ha nepudepHaTa (CEH30MOTOpHA) AMAadETHA NMOJHMHEBPONaTHS Ce
npenopbyBa HHULIHAJIHA NTapeHTEepaiHa Teparus.

Twuoktauna 600 HR 600 mg ¢puamMupann tabietkn TpsOBa 1a ce npuemMar Le/n, HeCIbBKaHH, ¢
AOCTATbYHO KOJHYECTBO TEYHOCT Ha Mpas3eH ctoMax. EAHOBPEMEHHHUAT NPUEM € XpaHaTa MOXE J1a 10BE/1E
710 HamaJieHa adbcopOLMs Ha THOKTOBATa KMCE/IMHA. 3aTOBA € MHOTO BaXXHO, OCOOEHO MPH MaLMEHTH ¢
VAbJKEH CTOMALlLEH nacax, tadjeTkara j1a ce npuema rnoJjloBHH 4ac rnpejd 3aKycka.

Moe J1a ce HaJIOXKH NMPOABbIKHUTEIHO JIeYeHHe, Thil KaTo AHadeTHaTa MnoJMHEeBponarTH1s e XPOHUYHO
3a00J19BaHe.

BaxkHO M3HMCKBaHE 3a Tepanus Ha AuadeTHaTa NoJIMHEBPOIaTHs € ONTHMAIHU KOHTPOJ1 Ha avaderTa.
Tuokrauna 600 HR 600 mg ¢puamupanu tabneTku € npoTHBONOKa3aH npu aeua (Bx. Touxka 4.3).
4.3 IlpoTruBonokazanus

CBp’bXHyBCTBHTeHHGCT KbM @KTUBHOTO BELLUECTBO HJIH KbM HAKOE OT NMOMOLILHHUTE BellecTBa, U30POeHH B
Touyka 6.1.




3abenexka
Heua v noapactsatud He 61Ba aa ce nekysart ¢ Troktauua 600 HR 600 mg dunMupann tabnetky,
nopaau Nurca Ha JOCTaTbYHO KJAWHHYEH OMUT B TE3U Bb3PACTOBH [PYIiM.

44 CneumanHy npeaynpexaeHHus i NpeAna3zHH MEPKH NpH ynorTpeda

Cnen npuem Ha Tuoktaung 600 HR 600 mg dunmupany tabnetku moxe aa ce zabenexu HeoOnuaiiHa
MHPH3Ma Ha ypHHAaTa, KoeTo 0faye HAMA KTHHWYHO 3HaUYEHHE.

Cnydad Ha UHCYNMHOB aBRTOMMYHEeH CHBAPOM (1AS) ca crobLiasasi No BpeMe Ha JieueHne ¢ THOKTOBA
KucenurHa. [1aueHTH C FreHOTHN Ha HOBELWKH neBkounTeH aitured kato HLA-DRB1*04:06 u HLA-
DRB1*04:03 anenu ca no-nojaTihuBH KbM pa3BuTHe Ha IAS npu ne4yeHue ¢ THOKTOBa kHcenuHa, HLA-
DRB1* 04:03 anen (oTHOWEHKE HA BEPOATHOCTHTE OTHOCHO UYBCTBUTENHOCT KbM [AS: 1,6) ce oTkpHBa
OCHOBHO B OAnara paca, ¢ N0-BMCOKO pa3znpocTpaHeHue 8 KOxkha, otkonkoto B Cepepra Eppona n HLA-
DRB1*04:06 anen (0OTHOLIEHKHE HA BEPOATHOCTHTE OTHOCHO YYBCTBUTENHOCT KbM 1AS: 56,6) ce oTkpuBa
OCHOBHO B SIMOHCKUTE U KOPEUCKUTE NALIMEHTH,

IAS TpsabBa na ce uma npeABHA NpU AUdepeHLHanHaTa AHarHoOCTUKA Ha COHTaHHa XHNOTIHKEMHS TIPH
MaLMeHTH, U3MOA3B8alld THOKTOBA KHCeNHHA (BX. Touka 4.8).

4.5 B3aumoaedcTBHE C APYrH JICKAPCTBEHHU NPOAYKTH H APYTH GOPMH HA B3auMoaeficTBHE

[Ipu ennoBpemenna ynotpeba ¢ Tuokrauna 600 HR 600 mg ¢puamupann tabieTku umcniatuHaTa ryou
NEACTBUETO CH.

TuokroBara kucenuHa € Metanex xenarop. [Topaau ToBa OT OCHOBHH CbODpaXkeHUs TOM He TpabBa pa ce
npueMa eJHOBPEMEHHO ¢ MeTalH{ CbEAKHEHUSN (HANP. XEeNA30-ChbAbpPXKaLlH TPOAYKTH, MarHE3WH-
CbABPKALWN NPOAYKTH, KAKTO M C MJICYHH NPOAYKTU, NOPAAU ChABMKALLKA C€ B TAX KaIUUi). Ako
Tuoktaurn 600 HR 600 mg dunmupasu tabnetkn ce npuema 30 MUHYTH Npeau 3aKycka, MPOAYKTH Ha
KESJA30TO U MarHe3usi MOXe 1a ce npueMar Ha o8saa unu seueps,

Trit kaTo moxe aa 6bae 3acUeH xunorankeMuyHus epexT Ha HHCYJ/IMHA U HA OpaliHUTE aHTHAHADEeTHH
NeKapCTBEHW NPOAYKTH, Ce IPEROPbUYBA PEAOBEH MOHHUTOPHHI HA KPbBHATA MKOK03a, 0C0OEHO B
Hauanoto Ha TepanugTa ¢ Tuoktauua 600 HR 600 mg dunmupann tabnerkn. B oTaenHu caydan moxe ga
Ce HAJIOXKH peAyUWpaHe Ha 103aTa Ha WHCYJIMHA K Ha OpaNHUTE aHTHAWAOETHY IEKAPCTBEHHU NPOAYKTH
C LleJ1 u30sArgaHe Ha CUMNTOMUTE Ha XUNOTJHKEMUATA.

PenosHara ynorpeba Ha ankoxon NpeacTaBnsaBa 3HAUMTENEH PUCKOB (aKTOp 3a Bb3HUKBAHE U
NpoOrpecHpaHe Ha HEBPONATHYHA KNYMHKYHA KaPTUHA K TOBA MOXE Ja A0BEAE N0 HAMaNsBAHE HA YCNExa
ot nedennero ¢ Tuoktayna 600 HR 600 mg dunamupann tabnetku. [lopaan ToBa nauneHTy ¢ aMabeTHa
MONMHEBPONATUA TPAOBA, AOKONKOTO € Bb3MOXKHO, 1a C€ Bb3ALPKAT OT KOHCYMAUHATA Ha ankoxon. Tosa
BaXXM W 3a CBOOOAHHUTE OT JICHEHHUE MHTEPBAIH.

4.6 Peprunurer, 6peMEeHHOCT H KbpMeHe

CbriacHo OCHOBHMTE MPHUHLKITK HA MEAMKAMEHTO3HOTO JIeYeHHe JIeKaPCTBEHHAT NPOAYKT Tpabsa aa ce
NnpeAnUcBa Ha GPEMEHHH H KbpPMELLKW XEHHN CaMo CEA CTPOra NnpeLeHka Ha ChOTHOLLUEHHETO NON3a/PUCK.
BpeMenHu U xbpMeLLY keHN TpAOBaA Ja Cce NEKyBaT C THOKTOBA KMCEIHHA MTPH HEOTN0XHH HHAKNKALKH H
camo no nekapcko npeandcadue. Ot nybaukyBaHuTe aocera pe3yATaTH 3a penpoayKTHBHATa

A0Ka3aTeACTBa 32 eMOPHOTOKCHUYHN edheKTH.

Hsima naHHu 3a npeMUHaBaHE Ha NeKapCTBOTO B MAHUHHOTO MIISKO.
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4.7 EdexTn BLpXYy cnocobHocTTa 32 11opupaHe U padboTa ¢ MAILIHHM

Henpunoxunmo.
4.8 Hexenaun JeKapcTBeHH peakninm

[Tpu OlcHABAHE HA HEXENAHUTE IEKAPCTBEHM PCAKUMU Ca U3MON3BAHH CNEAHMTE JaHHU 3a 4eCTOoTaTa Ha
TAXKOTO MPOsABASHUE!

Muoro yectn (= 1/10)

Uectn (= 1/100 po < 1/10)

Hevectu (= 1/1 000 go < 1/100)

Peaku (= 1/10 000 oo < 1/1 000)

Muoro peakm (< 1/10 000)

C Hen3BecTHa 4ecToTa (OT HAMUYHUTE A8HHK HEe MOXe J1a Obae HanpaBeHa OLEHKaA).

CToMaLIHO-YPEBHH HAPYIEHUS
YecTH: raaeHe;
MHOro pelkn: noBpbillane, KopeMHa 0osika, O0nKH B YepBaTa U AHapus.

Peakuny Ha CBPbX4YBCTBUTENHOCT
MHOro peKu: anepriuHd peakumy Kato KoxeH oOpHBs, ypTUKAPHA W CbpOex.

Hapyuienusa Ha HepBHAaTa cUcTemMa
YecT: 4yBCTBO 32 3amMaliBaHe UM CBETOBBLPTEK;

Msoro PEAKH! TPOMAHA HJIH HAPYLWICHHUA HA BKYyCd4d.

HapyuieHus Ha MMYHHATa CHCTEMA
C Heu3BeCTHA 4YECTOTa: HHCYNUHOB aBTOMMYHEH CHHAPOM (BX. Touka 4.4)

Q6K HapYLIEHNS
MHoOro penku: HMBOTO Ha KPbBHATA 3aXap MOXE [a €€ MOHWKK Nopaau NOBULIEHA MIOKO3HA

YTHIHW3alUA, BbB BDb3Ka C TOBa MOr'aT Aad €€ NNOABAT XHNNOFNMHKCMWUYHH CHMINITOMHK, NPHAPYXKCHH C
3aMafaHOCT, U3NOTABAHC, rnasobonue 3PUTCIIHH HapyLUICHHA.

CrobilapaHe Ha NOJ03NPAHU HEKETAHH PEAKLIMH

CbobuiaBaHETO HA MOAO3MPAHHN HEXENAHH PEAKLMY CNEeA paspeluaBane 3a ynotpeba Ha JeKapCTBEHHS
NPOAYKT € BaxkHO. ToBa NO3B0AABA 34 NPOAL/IKHY HADNIOAEHHETO HA CHOTHOLLEHHETO NON3A/PUCK 34
NEKAPCTBEHHUA NPOAYKT. OT MEAHUMHCKHUTE CNEUHATMCTH C€ UIMCKBA 1a ChODILABAT BCAKA NOAO3HPAHA
HEXENaHa peaKkuMs Ype3 HalMOoHaNHaTa CHCTeMa 3a cboblaBaHe:

ManbaHuTENHA areHumMsa no aexkapcrea (MAJT)
yia. Jamsad ['pyes Ne §

1303, rp. Codpus

P. bvarapus

Ten.: +359 28903 417

Daxc: +359 2 8903 434

e-mail: bda@hbda.bg

yebcaiT: www.bda.bg




4.9 Ilpeao3upaHe
B cnyuall Ha npeno3npaHe MOXE Aa C€ NMOSBAT rajexe, NOBPLLUAHE H riasoboline.

Cnen "HenpeayMUIUINEH NEpopaned NPUEM WM NPUEM CbC CyMUMIHA Len Ha A03u oT 10 no 40 g THOKTOBA
KHCeNHHa B KOMOMHAUMA C aKOXON Ca ONMUCAHU CIYYaH Ha TeXKH HHTOKCHKAUUH, [TOHAKOra ¢ feTalneH
H3X0A. KNHHHUYHHTE CHMNITOMH HAa HHTOKCHKALHA Ce NPOABRBAT MbPBOHAYAHO B ICHXOMOTOPHA Bb30yaa
WK 3aMBINISBaHE HA Cb3HAHKETO, KATO NO-HATATBLLIHOTO NPOTHYAHE € CBNPOBOALHO ¢ THMHYHU [PORBH
KaTo reHepanv3upaiy NPUCTHLNH W pa3BUTUE Ha NlaKTaTHa auMao3a. Kato nocneacTeBus oOT HHTOKCHKALUA
C BUCOKHM 1034 THOKTOBA KMCEIMHA Ca ONUCAHHK U XUTIOTIMKEMUSA, LUOK, pabDAOMHONIK3a, XEMOJTH3a,
AMceMUHMpaHa UHTpaBacKynapHa Koarynauus (JJMK), cynpecus Ha KOCTHUA MO3BK B MHOXECTBEHA
OpraHHa HeA0CTaTbUYHOCT.

TepaneBTHYHU MEPKK NPH HHTOKCHKALINA:
Jopy npu HaKk-ManKkoTo CbMHeHKWe 3a nHToKcHkauma ¢ Troktauna 600 HR 600 mg dunmupaHu TabneTku

(Haop. nosede oT 10 tadnerku ot 600 mg npu Be3pacTHM U > 50 mg/kg TenecHo Terno npu geua) ce
Hanara Hesa0aBHa XOCNUTANM3aUUA H NpeanpyemMaHe Ha O0LLM TEPaneBTHYHN MEPKH B CJyuail Ha
HHTOKCHKauua (Hanp. MpeAN3BHKBAHE Ha MOBPbLUAHE, POMUBKA HA CTOMAaxa, NPUEM HA aKTHBEH BbIJIEH
U Ap.). JIeHeHHEeTO Ha NreHEPaNU3HPaHUTE NPUCTBIN, NAKTATHATA allMA03a U Ha ApYTHTE
XKHMBOTO3aCTpallaBalluy NOCNEACTBHA OT HHTOKCHKAUMATA TpAOBA /13 € B ChOTBETCTBHE C NPHHLIMINKTE Ha
CbBpEMEHHATA MHTEH3MBHA Tepanus W Aa ce NPoBeXaa CHMNTOMATHUHO. FlonsaTa ot npunaraHe Ha
XEMOANaN13a ¥ Ha TEXHUKUTE Ha XxeMonepPysnua U guntpupane npu popcupaHoTo eNHMHHKPAHE Ha
THOKTOBATa KMCEMHA 3aCEra He € NOTBbpAeHa.

5. ®APMAKOJIOTHYHU CBOHCTBA
5.1 @apMaKoaAHHAMHWYHH CBOHCTBA

DapmakoTepaneBTHHHa rpyna: neKkapcTsa, NOBIUABALLN XPAHOCMHUIIATENHATA CHCTEMA U MeTaboAU3Ma,
ATC koa: A16AX0]1.

TwokTOBaTa KHCENHHA € BUTAMHUHONOAO0HA C}’GETHHLIHH C KOEH3IUMMHA (IJ)’HI{I_IHFI NpH OKHCIAHUTENHOTO
Hapﬁoncuﬂupaﬂe Ha &J'ICba-I{ETOHOBHTe KHCECJIHUHH. an BUCOKO PA3BUTHTE OPraHU3MH CC NPOUIBEK A
CHACICHHO.

XHNOrNMKEMUATA, NPEeAH3BHKaHA OT 3axapHus anabeT, BOAM A0 HATPyNBaHe Ha rlK0o3a B MATPHKCHUTE
MPOTENHH HA KPBBOHOCHHUTE CLAOBE U A0 O0pa3yBaHE Ha T. Hap. “KPalHM NPOLYKTH HA MFMUKKPAHETO .
To3k npouec BoaM A0 HAMAJIABAKE HA EHAOHEBPANHUA KPbBEH NOTOK H A0 €HAOHEBpaiHa
XUnoxkcus/ucxemus. Tosa € CBbP32HO C NOBHLLUEHA NPOAYKUMS HA CBOOOAHH KNCNIOPOAHW PaAHKATH,
KOMTO yBpexaat nepudepruTe Hepeu. OcBeH TOBa B NepruepHuTe HEPBU CE YCTAHOBABA U3YepnBaHe Ha
AHTHOKCHAAHTUTE, KAaTO Hanp. rnyTaTHOHA.

B npoyuyBaHHs C NbXOBE € YCTAHOBEHO, 4¢ THOKTOBATA KHCENHHA Bb3AeHCTBA BbPXY OHOXUMHYHHTE
NpOUECH, OTKIKOUEHH OT CTPENTO30UNH-HHAYLHPAH JuadeT upes3: HamansBaHe o0pa3yBaHeTo Ha
KpaHHUTE NPOAYKTH Ha MUKHpaKRe, NoaobpsBaHe Ha EHAOTENHHS KPbBOTOK, YBEJHYaBaHe
PU3HONOrMYHKTE HMBA HA AHTHOKCHAAHTA [J1YTATHOH U AHTHOKCHAAHTHO AeHCTBHE BbPXY cBOOOAHMTE
KUCOPOAHU paJuKanu B AMabeTHUS HEPB.

Te3u edexTn, HabnonaBaHy B eKCEepUMEHTATHA CHTyalUns, NOKA3BarT, Ye QYHKUMATA Ha ROPTQanunTe
HEPBY 3HAYUTETHO MO aa Obae nogodpeHa OT THOKTOBATA KUCEJIMHA. TOBa ce OTHAC / 307

HapyLLleHWs Nnpy AvabeTHaTa NOAYHEBPONAaTHA, KOMTO MOTaT Ja Ce NPOABAT KaTO JH37 TES
lapecTe3nu, KaTo Hanp. napede, 60nka, HyBCTBO 3a MMyX0Ta, MpaBy4KaHe. L

5




KaTto aonbnHeHHe KbM NPEANIUHN KIHHHYHW OTKPUTHA, CBbP3aHH ChC CHMIITOMATHUYHOTO JIeYEHHE HA
AHabeTHaTa BONMHEBPONATHA C THOKTOBA KHCENNHA, B MYATHUEHTPORO Niauebo-KOHTPONUPAHO
npoyusaHe npe3 1995 r. e roka3aHo, 4e THOKTOBATa KUCENHHA HMaA OnaronpuaTHU ePeKTn BupXy
H3CNEeIBAHUTE CUMIITOMM: NAPEHE, NAPECTE3UH, U3TPBNBaHe U Bonka.

3.2 @DapmMakoKHHETHYHH CBOlCTBA

Cnen nepopaneH NpUEM NPH XOpa TUOKTOBATA KHCeNluHa ce pezopbupa 6bp30. BeneacTeue Ha uipaseHus
first-pass-epexT abcomoTHaTa OWOHANTMUYHOCT (CpaBHEHA C i.v. NPHIIOKEHKE) HA THOKTOBATA KUCEIHHA
(onpeneneHa kato 0aszucHa cydcTaHuua) npu Tuoktauua 600 HR 600 mg dunmupanu tabnetkn e oxono
20%. bnaronapenue Ha 6bpP30TO pasrnpesesieHHe B ThKAHKWTE, BPEMETO Ha NAa3MeH NOJIYKHBOT Ha
THOKTOBATA KUCEMUHA NTPU XOpaTa Bb3u3a Ha 0K0A0 25 MUHYTH. MakcuManHo nna3MeHo HUBO OT QKO0

4 ng/mi e H3MepeHo OKONO NOMIOBHH Yac cnef nepopaneHd npueM Ha 600 mg THOKTOBa KHcennHa, Ypes
PaAHOAKTHBHO MAPKHUPAHE MIPH ONTHTH C XHUBOTHH (NNBXOBE, KYYETA) € JOKA3aHO OTACNAHETO NPEAUMHO
ype3 6nOpeunte (80-90%), noa dhopmara Ha meTabonutu. [IpH xopa B ypHHaTa ¢a OTKPHTH HE3HAYKHTENHH
KONMYECTBa €NMMUHHPAaHA HHTAKTHA CYOCTaHUIMA. bUOTpaHChHOPMaLNATA c& OCBhLUECTBIBA NPEAHMHO
Ype3 OKCHAATHBHO ([-OKNCNIeHHE) CKbCABAHE HA CTPAHWMHNUTE BEPHIH WHAKW upe3 S-MeTHAHpaHe Ha
CbOTBETHHTE THOJIH.

THokroBaTa KMcenuHa in-vitro pearupa € METAJTHH HOHHM KOMTIJIEKCHH CBEAHHEHUS (H&HpHMEp
LlHCl'IHaTHHa). Ta cprMHpa TPYAHOPA3TBOPHMH KOMMNNEKCHH CHLEAHHEHUA CBbC 3aXapHHU MOACKY H.

bUOHANHYHOCT

Bcneacteue Ha uspaseHua first-pass-eekt abconroTHaTa OMOHANIUUHOCT (CpaBHEHaA ¢ i.v. anfuKalKug) Ha
THOKTOBATa KUCENIHHa (onpeaencHa kato 6a3ucHa cybcraHuua) npu Tuoktauug 600 HR 600 mg
bunmupann tabnetku € okono 20%. [NonobHo Ha nepopantis pa3TBop, KOHTO € CTaHAapT 3a MaKCHMalHa
abcopbuns, Tnokraung 600 HR 600 mg dunmMupanu Tabnetkn nokazea npodun Ha pelopbuus ¢ 6bp3o
NPOHUKBAHE HA JEKAPCTBEHOTO BEU1ECTBO, CHYETAHO ¢ HAMAJIEHA HHAWBHAYaHa BapnabuIHOCT.
OtHocuTenHata OMoHaNHYHOCT HA TuokTauna 600 HR 600 mg dpunmupauu tabnetku (B cpaBHeHME C

pasTBop nepopaneH) € > 60%.

[Ipyt nposeaeHo npe3 1997 r. cpaBHUTENHO U3cheBaHe HAa OMOHANHYHOCT (OTKPUTO, KPBLCTOCAHO) C

24 pobposoaun (22-40 roguHu) npu eaHoKpateH npuemM Ha | dunmupana tabnetka TuoxrTauna 600 HR B
CPAaBHECHUE C [IPUEM Ha NEpOpaneH pa3Teop (cboTeeTcTBaL Ha 600 mg THOKTOBA KMCENIMHA) ¢a NOJYYEHH
CNEeAHUTE CTOMHOCTH 33 ABaTa €HAHTUOMEpPA HA THOKTOBATA KUCE/INHA!

TecTpaH nekapcTBEH NPOAYKT PedepeHTeH nekapcTBeH NPoOAYKT
(TuokTaumna 600 HR) (pasTBOp NepopaneH)
R-THOKTOBA S-TUOKTOBA R-THoktoBa S-THOKTOBA
KUCENKHA KHCEenUHa KHCENHHA KHCETNHA
Cmax, [ng/ml] 2 796,96 1 282,57 8 946,44 4 201,41
VK (%) 60,59 54,04 44,90 44,50
tmax.0-12(h) 0,507 0,458 0,292 0,271
(Min-Max) (0,333-1,50) (0,167-1,50) (0,167-0,50) (0,167-0,333)
AUCo. 2 335,14 1 086,23 3912,90 1 748,52
[ng/ml.h]
CV (%) 43191 43,55 36,97 39,14

JlaHHKTE ca 3a CTOHHOCTHTE HA CpeAHH BEIHYHHHU Y BapHaUHOHHUA KoedhHuueHT (VK), pecn. MUHUMYM U
MaKCHMYM.




Durypa 1: [11a3mesn HUBa HA eHaHTHOMEpHUTE ciiel npueM Ha | puamupana tadaerka Tuoktanma 600
HR 600 mg ¢uimupanmn tabiieTku, npeacTaBeHu Yype3 JuarpamMa KOHLUEHTpauHus-Bpeme:
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Durypa 2: Cpe/iHH 11a3MeHH HUBA (ApUTMETHYHU CTOHHOCTH £SEM) Ha R- U S-THOKTOBA KMCE/IMHA U
npu 24 nobposonauu (12 mbxke u 12 xkenu) ciea nepopaner npuem Ha 600 mg pauemMuyHa cmec Ha
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Gurypa 3: [1na3meHn HUBa Ha R- ¥ S-THOKTOBA KUCEAMHA, H3MEPEHH NpH 24 100poBosILH (12 MBKE |
2 KeHH) cael nepopasieH npuem Ha 600 mg paneMuyHa cMec Ha THOKTOBA KHCeIUHa noj popmara Ha
‘noktauna 600 HR 600 mg ¢punamupanu tabnerku.
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5.3 IlpeaK/JHHHYHH JaHHH 32 0€30MACHOCT

Octpa U XpOHUYHA TOKCHYHOCT

[Ipo(pUABT HA TOKCUYHOCT C€ XapakTepu3upa CbC CUMITOMU, KOUTO 3aCArar e/IHakBO KaKTo
BereraTtMBHaTa, Taka v LIeHTpa/iHaTa HepBHA cucTeMa (Bx. Touka 4.9). Cne/l noBTOpHA aljiMKauus €
YCTAHOBEHO, Y€ TAPreTHUTE OPraHu ca YEpPHHUAT JApo0 U ObLOpeuuUTe.

MyTareHHOCT U TYMOPOTr€HEH MOTEHIIHAJ]
[IpoBeieHnTe U3CAeABAHUS 32 MyTAreHEeH NOTEHLIMAJl HE J1aBaT J0Ka3aTe/CTBa 3a FeHHH U XPOMO30MHH
MYTallUH.

KJIMHUYHK U3NUTAHUS C TIbXOBE 3a KAHLEPOreHHOCT CJIe/l NepopasieH NpUeM He nokKa3BaT HHKAKBH
JI0Ka3aTe/ICTBA 32 KAPUMHOIEHEH NMOTEHLMA Ha THOKTOBaTa KUce/nHa, KIIMHUUHO U3NKUTBaHE 3a TYMOD-
NPOBOKHpalll €PEKT HA THOKTOBATA KHCE/IMHA BbB BPb3Ka C KaHUEPOreHHHs areHT N-
HUTpo3oaAuMeTHIaMuH (NDEA) naBa HeraTuBHH pe3yJITaTH.

TOKCHYHOCT BbPXY PErpoYKTUBHATA CHCTEMA
[[py MakcHMaJIHU 1epopaiHu 1034 10 68,1 mg/Kg THOKTOBATA KUCE/IMHA HE OKa3Ba BJWSIHHE BbPXY
(hepTHANTETA HIIK BbPXY PAHHOTO EMOPHOHAJIHO pa3BUTHE NPH MJIbXOBE.

[Ipu 3aliumn He ce HabatoaaBa pa3BUTHE Ha MalpOpPMaLIHK TTPH HHTPABEHO3HO NMPHUJIOKEHHUE HA 03U J10
TOKCHYHHUTE 3a MaukKara.




6. OAPMAILEBTHYHH JAHHH

6.1 Cnucbk HA NOMOHMIHHTE BellleCTBA

HHCKO cyOCTUTYHpaHa XUAPOKCHNPONURLUEAYI03a
Marnesunes ¢creapar

XHAPOKCHUNIPONHILENYN03a

XvWnpomenosa

Makporon 6 000

Tank

TutaHos auokcua (E 171)

Anympuuena ¢on (E 104) Ha XMHOJIMHOBO XbATO
Anymunuesa coil (E 132) Ha HHAWTOKapMUH

6.2 HecLBMeCTHMOCTH

THOKTOBaTa KUCENWHA pearupa in vitro ¢ METaN-HOHHM KOMINAEKCH (Hanp. ¢ uMcnaaTiHa). Tuoktosarta
KUCENUHa popMupa TPYAHOPAITBOPUMH KOMITJIEKCHH ChbEAMHEHUA CbC 3aXapHU MONEKYNH.

6.3 Cpok Ha roaHocT

5 rOAHHH

6.4 CneunaiHy yc/10BMA HA ChXPAHEHHE

Jla ce cwvxpaHsBa nox 25°C.

6.5 BuaucubabpKaHHue HA ONAKOBKATA

[MbpBUYHA ONAKOBKA

Kadapa cTbkneHa OyTunka (3aBoACKO CTbKNO, [ XHapoanuTHieH Knac), ¢ OpuriHanHa 3anyanka

(MonMeTHNen) W eTHKET € 03HAYEHH NAPTHAEH HOMEP, CPOK Ha MOJHOCT, KAKTO M JaHHH, CBIJIACHO
crneUu(pHYHKTE 3a BCAKA CTpPaHa H3MCKBaHKA.

Bropu4yHa onakoBka
Kapronena kyTus, TUCTOBKA 3a NalHEHTA.

Buoose onakosky
OnakoBkH, cbabpkawi 30, 60 u 100 6poa punMupanHn TabNeTKH.
He BCH4KK BHOBE OMAKOBKK MOrat aa 6baT NycHaTH B npoaaxoa.

6.6 CrienHalIHH Npeana3sHy MepKH IIPH W3XBbpJsiHe

HsaMa cneudaiHu H3UCKBAHUSA.

7. HPHTEXATEJI HA PASPELLIEHUETO 3A YIIOTPEBA

Buarpuc EOQO/]

oduc crpaaa ,,Cepauka odpuchn®
O6yn. CutHakoBo Ne 48, eT. 7
1505 Codns

bbnrapus




8. HOMEP(A) HA PABPELLIEHUETO 3A YIIOTPEBA

Per. Ne 9900094

9. JIATA HA ITBPBO PA3PEILIABAHE/ITOJTHOBSIBAHE HA PABPELLIEHHUETO 3A
YINIOTPEBA

Jlata Ha nbpBO paspelueHue: 22 mapt 1999 1.

Jlata Ha nocneaHo noanosseade: 10 mapt 2010 1,

10. JATA HA AKTYA/HU3HUPAHE HA TEKCTA

05/2026
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