VY To3u nekapcTBeH MPOAYKT IMOAJIEKH HA AOMBJIHUTENTHO HaOmoaeHue. ToBa e Mo3Boau ObpP30TO
yCTaHOBsAiBaHe Ha HoBa HMHQopMalus OTHOCHO Oe3zomacHocTTa. OT MEAULIMHCKUTE CIELHATUCTH Ce
H3UCKBa /la chOoOLIaBaT BCAKA M0103MpaHa HeXellaHa peaklusa. 3a HauuHa Ha choOllaBaHe Ha HEXKEJlaHW

peakLMy BUXTE TOUKA 4.8.

1. HME HA JIEKAPCTBEHHA ITPOAYKT ,{ IL 0 0 0,7 ) 3
Tuosna 4 mg TabaeTkH / -N7.
Tiyozid 4 mg tablets 63 (7'?6 18-07 2025

2. KAYECTBEH U KOJIMMECTBEH CBCTAB
Bcsika TabneTka cbabpxka 4 mg THokonxuko3u (thiocolchicoside).
[ToMOLHO BELIECTBO C U3BECTHO JECHCTBHUE: 1aKTO3a MOHOXUApaT 48,24 mg.

3a NBJIHUA CITUCHBK Ha MOMOIIIHUTE BellecTBa BHXKTe Touka 6.1.

3. JIEKAPCTBEHA ®OPMA

TabneTka
XBNTH, KPBIIIM U3ITbKHAIIM TaONETKH ¢ rpaBUpaH HaAMMC ,,4* OT elHaTa CTpaHa.

4. KIMHHUYHHU JAHHHA

4.1 TepaneBTHYHH MOKA3AHHUA

AIIOBAHTHO JieYeHHe Ha DOJIe3HEHN MYCKYJIHM KOHTPAKTYPH IPH ocTpa rppbOHavYHO-MO3BbYHA [1aTOJIOr U
NPH Bb3PaCTHH M IOHOLUM Ha 16 NOJAIMHHU H MO-TOJIEMH.

4.2 103HpOBKA H HAYHH HA NMPHJIOKEHHE

o3upoBKa
[IpenoppunTE/IHATAa U MAKCHUMaJTHA 03a € 8 mg Ha BcekH 12 yaca (1.e 16 mg Ha 1eH).
[TpoaABIKUTEIHOCTTA HA JIEYUEHHETO € OrpaHHyYeHa 0 7 MocJieIoBaTe/IHH JHH.

He ce npenopbuBa 3a no-AbJIrOCPOYHO JIeYeHHE Ha XPOHUYHHM 3a0osaBaHus. /1034, HaiBHILIaBALLH
NpenopbYUTEIHUTE 03H, WK NMPOABIDKUTENIHA ynioTpeba TpsaOBa j1a ce u3dsrear (Bx. Touyka 4.4).

~~~~~~
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ITeduampuvta nonyaayun

Tuo3na He TpabBa fa ce N3MON3BA NPH Aelia U IOHOLIH Ha Bb3pacT 1o 16 roguHu nopasy cro0pakeHHs
3a Oe3onacHOCT (BX. TOUKa 5.3).

HauuvH Ha IpUNOXKEHNE
[lepopanuo

4.3 IIpoTHBONOKA3aHHS

Tuokonxuxo3ng He TpaOBa Ja ce nmpuara:
- Tlpu nauyeHTH CHC CBPBXYYBCTBHTEITHOCT KbM THOKONXHKO3UA MWIH KBM HAKOE OT NMOMOLIHHTE
BelllecTBa, H30pOCHH B TOYka 6.1.;
- Ilpe3 uenma nepuon Ha HpeMeHHOCT;
- Ilo BpeMe Ha naKTalms,
- Ilpu ’keHH ¢ AeTEpOACH NOTEHLMAI, KOUTO HE MpHaraT NpoTHBO3a4aThbiHU MEPKH.

4.4 CnenMajHH NpeayNnpexaeHHd H NpeANAaIHH MepKH NIpH ynoTpeba
THOKOJXHKO3HA HE Ce MPEenopbyBa MPH Aclla H IOHOLH 1o 16-roaHIlIHA BH3pacT.
B cayuaii Ha raaene, Ao3ara TpadBa Aa ObJe HaMaNcHa.

THOKOJIXHKO3HJ MOXE Aa MPEeAH3BHKA I'bPYOBRE MMPH MNAIJHEHTH C ETIMIIENICHA WIH [IPH MAlHEeHTH C PUCK OT
IbpYOBe.

[TpeAKNTHHHYHHUTE NPOYYBAHMA TIOKA3BAT, Y€ eAUH OT MeTabonuTHTe Ha THOKONXMKO3U (SL59.0955)
NPUYKHHABA aHEYIINIOHAHA (T.€ HepaBeH Opoit XpOMO3OMHU B JEALUM C€ KIIETKH) B KOHIIEHTpaLH, OIH3KH
210 eKCMO3HIHATA NPH X0pa, HaOMoAaBaHH NpU 1034 8 mg ABa ITETH JHEBHO MEPOpanHo (BX. TOYKa 5.3).
AHeYIUIOHIHATA Ce CYHTA 32 pUCKOB (paKkTOp 3a TepaTOreHHOCT, eMOpHOHANHA/peTaNHa TOKCHYHOCT,
CIIOHTaHeH abopT M HapylieH QEPTHUIUTET NPH MBXKe, KakTO H MOTEHLUHANEH pHCKOB daxTop 3a pak. Kato
npejanasHa MAapka, ynotpebara Ha NMpoAyKTa B /I03H, HA/IBHILABALIH [TPENOPBIUTENHATE A03H, HITH
npoabkuTenHa ynorpeba TpaOpa Aa ce n3baresat (Bx. Touka 4.2).

INanuenTrTe TpaOBa Aa 6bAaT BHUMATENHO HHQOPMHPaHH 32 NOTCHUHATHUA PHCK NIPH Bb3MOXKHA
OpeMEHHOCT ¥ 3a e(heKTHBHATE NPOTHBO3a4aTHYHH MEPKH, KOUTO TpAGBa 1a ce BieMar.

To3n AeKapcTBEH MPOAYKT ChABPXKa JIAKT03a MOHOXMApAT. [TalHeHTH ¢ peIKH HacleACTBEHH pobAeMH
HA rajakTo3Ha HEMOHOCHMOCT, Lapp nakTo3eH AedHINT WIM rNIOK030-ranakTosHa manabecopbuus He

TpAOBa Ja NpUeMaT TOBa JIEKapCTRO.

HMa c1L0o0I1IeHHA 32 YePHO HO aHE IIpH1 YIIO a4 Ha THOKOJIXHKO3HO B

NOCTMAPKETHRHIOBHE NepHod. Chofmienn ca TexKH caydaH (T.e. QYIMHHAHTEH XEeNATHT) NPH
NAIHEHTH, KOMTO €3 H3 cLOLTCTBAIO JeueHne ¢ HCIIBC uau napaueraMod. IlannenTure Tpabea
aa 0bJaT NOCHLBETBAHH /1A CIPAT JIeYeHHETO H 18 €€ CBLPKAT ChC CBOS JEKAD, 2K0 C¢ PAIBRAT

NpH3HALIM H CHMIOTOMH Ha uepHoapobHo yBpexgaHe (BX. Touka 4.8).




4.5 B3aumojaeiicTBHe ¢ APYIH JeKapCcTBeHH NPOAYKTH H ApYrH QOpPMH Ha B3aHMoOAcHCTBHE
He ca npoBexaaHu npoy4BaHua 3a B3aMMOJACHCTBHATA.

4.6 PepTHaHTET, 6pEMEHHOCT H KbPMEHE

bpeMeHHOCT
HMa orpaHuyeHH JaHHH 3a ynoTpedara Ha THOKONXMKO3U IIpH HpeMeHHH XkeHM. [lopaau ToBa

NOTCHLMATHHTE PUCKOBE 3a eMOpHOHA M ILTOZA HE ¢a H3BECTHM. I1poyuBaHHATa NPH XKHBOTHH MOKa3BaT
TEepaTOreHHH edekTH (BXK. ToUKa 5.3).

THO3MA € NPOTHBOIIOKA3EH IO BpEME Ha OPEMEHHOCT H NIPH )XEHH C IETepOIEH NOTEHUHMANT, KOUTO HE
NpHIAraT NPOTHBO3a4aTbUuHHY MEPKM (BX. Touka 4.3).

KbpMeHe
Tt xaTo THOKONXMKO3KA NPEMHHABA B KbpMaTa Ha Maiikara, ynorpedata My € NpOTHBONOKa3aHa no

BpEME Ha KbpMeHe (BX. TOUKa 4.3).

DePTHUIUTET
I[Ipu npoyuBaHe Ha ¢epTHIHTETA NPH ITBXOBE, HE c€ HabMoJaBa HapyICHHE Ha (epTUAHTETA IPH J03U

ao 12 mg/kg, T.e npyU HABA HA JO3UTE, KOUTO HE UHAYUUPAT KTHHHYEH edekT. THOKONXUKO3UT H
HEeroBHTE MeTabDONMHTH NPUTEXKABAT AHCYTeHHO AeHCTBHE ITPU pa3/IHdHM HHBA Ha KOHLEHTPALHSA, KOETO €
puckoB $akTop 3a yBpexlaHe Ha QepTUIMTETA NPH Xopa (BX. TouKa 5.3).

4.7 Edexrn BHpXy criocofHocTTa 3a modupane H paboTa ¢ MALIIHHHE

HsiMa HanuvHa HHOpMaLKA 3a edeKTHTE BLPXY Cl1ocoOHOCTTA 3a modupaHe U paboTa ¢ MalIHHH.
KIHHHYHHTE NPOYYBAHHA HE NI0KA3BaT e(eKT Ha THOKOJIXHKO3H] BBPXY MCHXOMOTOPHHUTE QYHKLIHH.
Bnrpekn TOBa, NpH IPpHEM HA THOKOIXUKO3H] €& CHOOLLABAHH PE/IKM CIIyYaH Ha ChHIHBOCT MO
OTHOILIeHHe Ha cnocoOHoCTTa 3a ogupaHe U pabdoTa ¢ MaLlIMHH.

4.8 HexenaHy JeKapCTBeHH PEAKITHH
YecToTa Ha HEXeaHHUTE JIEKapCTBEHN peakilul criopea KoHBeHUHuATa Ha MedDRA

Muoro yectu > 1/10;

YectH >1/100 < 1/10
HeuecTH >1/1000 < 1/100
Peaku > 1/10 000 < 1/1000

Muoro peakn < 1/10 0600
C HeM3BEeCTHA YeCcTOTA: He MOTraT Jia ObJaT OLeHEHH OT HANHYHHTE JaHHH

Hapymeuuﬂ HQ UMYHRHAMAa cucmema.




MHoro peaxu: aHAQUIAKTHYHM PEaKLMH, XUIIOTOHHA, AaHruoeleM, aHa(pHIaKTHYEH LIOK
BCNISACTBHE OT HHTPAMYCKYJIHO NPHIOKEHHE.

Penku: ypTHKApHUA

Hapyuwenua na xodcama u ROGKOJNCHUME MbKaKU.
MHoro peaxu: epHrTeMa

Hapywienus na nepsnama cucmema
YecTH: COMHOJIEHTHOCT / CBHJIMBOCT
C HeM3BeCcTHa Y€CTOTa: Ba30oBarajicH CHHKOII, cpeiall] c¢ 0OHKHOBEHHO B paMKHTE Ha HAKOAKO

MHHYTH CII¢]] MpUEMaA, IhpYoBe (BXK. Touka 4.4)

Cmomauino-ypeeru RapyueHuA.
YecTH: AHApHA, TacTpaJITHA
Heuectu: NMOBpbBIUAHE, raJcHe

Xenamobunapru napywenus

C HeH3BeCTHA YeCTOTa: JeKaAPCTBeHO-NHAYIIHPano YepHoApobHo vepexgane (XK. Touka 4.4)

CnobulaBaHe Ha MOAO3UpaHH HEXKENaHH peaKLHH

Crobiuaganero Ha MOJO3HPAHH HEXKENIAHH peaklMH clej pa3lpelllaBaHe 3a ynorpeda Ha NeKapcTBEHHA
NPOIYKT € BaXXHO. TOBa MO3BOMABA Ja HPOABIDKHA HaONMIOJEHHETO Ha CHOTHOLUEHHETO MMOJI3a/pHCK 3a
neKkapcTBeHHA MpoAykT. HexenanuTe peakiuu Moxe jJa 6baar cboOLIEeHH QupekTHO Ha HU3mbaHUTENHA
areHunsa no nekapcreara (UAJI):

ya. lamsu I'pyes 8,

Codmusa 1303, yn. Haman I'pyes 8

Ten. +359 2 8603417

en. noua: bda@bda.bg

yeOcaliT: www.bda.bg

4.9. IIpeaosupane

Ho cera He ca ¢cbo0LIaBaHN CUMMIITOMH HA NPEAO3HpaHe NPH NALKWEHTH, NeKyBaHH ¢ THOKONXHKO3HA. I1pH
Npeao3UpaHe ce NpenopbhbyYBa MEAULMHCKO HAOMIOAEHNE H CUMIITOMATHUHO IeYeHHe (BX. TOUKa 5.3).

5 GOAPMAKOJOIHYHH CBOMCTBA

5.1 ®apMakoJOrM4YHM CBOHCTBA

®apMakoTepaneBTUMHa rpyna; Jpyru npenapati ¢ HEHTPAIHO AeiCTBHE
ATC xox: MO3IBX05




THOKONXMKO3H], € MONYCHHTETUYEH CyadypHupaH KOJXHKO3HA, TPOH3BOLHO C (PapMakoIOrHgHo
neAcCTBHE HA MYCKYJIEH pelakCaHT.

In vitro, THOKONXMKO3M e CBBbP3Ba CaMO KbM GABA-A U CTPUXHHH HYBCTBHTENHH NMHLHHOBH
peuentopu. THOKONIXHKO3U] ce nposBaBa kaTo GABA-A pellenTopeH aHTarcHHCT.

B enexrodusnonornuyHo nscneasane (paich clamp), HopManuurte unu pexombuupann GABA-A
pEUEeNTOpH He HHANKNpAT eQeKTHTE IPH eAHOKPATHO H3NOJN3BaHE HA THOKONXHKO3KA. I1pH Mnaau
mrbxose (10 1HN), THOKONXHUKO3U] He OKAa3Ba 3HaYUTeNeH e(eKT Ha ABUraTeTHUTE HEBPOHH,
MHIYLMPAHH OT FMHIIHHOBHUTE KaHANH.

In vivo, THOKOJNIXHKO3MA aHTarOHU3Hpa THHIBO-MaHAHOYIapHHTe peduiexcy npy Mnaau nabxose (10
OHH). Te3n pe3ynTaTH A0KA3IBAT XMNOTE3UTE 3a BL3AcACTBUETO HA TMHUUHOBHA (RG) MexaHH3bM. I1pH
NpOYYBAHHUA C XKHBOTHH , C€ HaMaJISRa CTpeY pedpickca B pe3yiaTaT Ha HHXKEKTHpaHeTO Ha ABOHHa J103a
THOKOJIXMKO3HJ Ha CIIACTHYHHM ILTBX0BE; NOCTCHHANITMMHUA pedeke ce noHKKasa ¢ 60% cnen
HHTpaNepHTOHEATHO NPHJIOKEHHE HAa THOKOJIXHKO3UA oT 10 mg/kg W HHTpaMyCKY/THO NPONOXEHHUE OT
Img/kg ¥ nepopanHo NMPHIOKEHHE HAa THOKONXKHKO3UA ¢ Jo3u oT 10 mg/kg. Cello Taka,
eJleKTpoeHuedanorpagp4HUTE 3alIHCH NOKA3BaT, Ye Chejl NpHaraHe Ha THOKOJIXHKO3H/ He ce
HabmotaBa celaTHBEH e(eKT.

5.2 PDapMaKOKHHETHYHH CBOHCTBA

AGcopbuus
Crnen nepopayHo NMPHIOKEHUE B [JIa3MaTa HE C€ OTKPUBA THOKONXMKo3HA. HabmoaasaT ce caMo fpa

MeTtabonura:

PapMakonorsyHo akTHBHUAT MeTalonuT SL18.0740 u Heak THBHUAT MeTabonut SL59.0955. 1 npu npara
MeTabonuTa MakCHMAaNHaTa Na3MeHa KOHIIEHTPALMA ce Noay4ara | yac cnel NpUIOKEHHETO Ha
THOKONXHKO3HA. Cnela eAUHUYMHA IIEpopaliHa J03a oT § mg THOKOAXHKO3uA Cmax u AUC Ha SL18.0740
ca cs0TBeTHO okoJ1o 60 ng/ml u 130 ng.h/ml. 3a SL59.0955 Te3u cToiHocTH ca MHOTO NMO-HUCKH: Cmax
okxono 13 ng/ml u AUC B nuanasona or 15,5 ng.h/ml (no 3 u.) no 39,7 ng.h/ml (10 24 4.).

Pasnpenenenue
[TpuBuAHHUAT 00eM Ha pasnpee/ieHHe Ha THOKOJIIXMKO3M/ ce OfIpeaAcas Ha okono 42,7 1 caen

MHTPAMYCKYJIHOTO NpUioxkeHue Ha 8 mg, Jluncear naHHM U 3a ABaTa MeTabonura.

buoTtpancopmalius

Cnen nepopanHo NpUACKEHHE THOKOIXUKO3H]] MBPBO ce MeTabOoMH3upa B arJIKKOH 3-
AEMETHITHOKOIXHLUMH Uin SL.59.0955. Tasu cThnka ce peaJu3upa OCHOBHO 4pe3 YpeBHHA MeTADONMH3IbLM,
KOeTO 00ACHABA JIMIICAaTa Ha UUPKYTHPALll HEIPOMEHEH THOKOAXHKO3H MPH TO3H NIBT HA NPHIOKEHKE.
Cnen toa SL59.0955 ce rmokyponupa B SL18.0740, koliTo npuTeXara eKBRIOTEHTHA (PapMaKOJIOTHUHA
AKTMBHOCT ¢ THOKOJIXMKOQ3H/J] U TaKa MoaabpxKa GapMaKkonorHuHaTa akTHBHOCT Cle/i IEPOPATHO
IPUIOKEHHE Ha THOKONXUKO3UA. SL59.0955 ce u aeMeTHIMpa B IUAECMETHITHOKONXHKO3H,

EnuMyHUpaHe
Cnea nepopanHo npwiockeHue, odulaTa paaHOaKTHBHOCT C€ ECKPETHPa OCHOBHO BbB (hekanuute (79%),




eKCKpeTHpa HenpoMeHeH THokonxuko3ua. SL18.0740 u SL59.0955 ce oTkpuBar B yprHaTa 4 (exanuure,
A0KaTO JHAEMETHI-THOKOIXHIHH C€ OTKPHRA CaMO BbB (eKalHUTE.

Cnen nepopaitHo NPpWIOKEHHE HA THOKOJIXHKO3UA, MeTabonuTeT SL18.0740 ce envMHHMpa ¢ NPUBHACH
t;2 B [ManasoHa ot 3,2 o 7 yaca, a MeTabonutsT SL59.0955 uma ti» cpearo 0,8 u.

5.3 IlpeaxkaHEH4YHH JaHHH 32 6e3omacHoCT

[IpoduTBT HA THOKONXHKO3H] € OLIEHEH in Vifro ¥ in vivo CIeA NapeHTEPATTHO U NIEPOPATHO NMPHIIOKEHHE.
Tuokonxuko3uj ce noHacsa 100pe cliell NepopanlHo NPUICKEHHE 3a NEpUoau A0 6 Mecela KakTo [IpH
[UTbXOBE, TaKa H NPH HeYOBEKONOAOOHK MAMYHM, KOFaTo ce Npiara B MHOMOKPaTHH A03H MO-MaJIKH
MM paBHH Ha 2 mg/kg/neH npy NIIBX0Be N MO-MaIKH WM paBHM Ha 2,5 mg/kg/neH npu
HeuoBekonoxoOHK MaliMYHH, B 0 UHTPAMYCKYJIHO NPHIIOKEHUE NMPpH MatMYHHU B MHOTOKPAaTHH AO3H J0
0,5 mg/kg/nen 3a 4 ceaMuLy,

BBB BHCOKH 034, THOKONIXHKO3UA NPeAU3BUKBA NMOBPbLIaHE NPH KyYeTa, AHApHA NPH [ITBX0BE H
KOHBYJICHM €JHOBPEMEHHO NPH I'PH3aYH U HETPH3a4YH ClIEA OCTPO NMPHIOXEHHE 10 NEPOPANIEH MBT.
Cnea MHOMOKPATHO NPHIOKEHHE, THOKOJXHUKO3N HHAYUMpa CTOMAIIHO-YPEBHHM HAPYILUCHUA (EHTEPHT,
NOBpBINAHE) NIPH NEPOPAICH LT HA NPUNOKEHUE U [I0BPBLIAHE IPH UHTPAMYCKYJIEH ITLT.

CaMHAT THOKONXHKO3HUZ He NMpeJU3BUKBA N'eHHa MyTalus B 6akTepuu (TecT Ha Ames), in vitro
XpOMO30OMHO YBpexXiaHe (TeCT 3a XpoMO30MHH abepalivi B YOBEINKH JTUMGOOLMTH) M in vivo XpOMO3OMHO
yBpexaaHe (in vivo MHKpOAZpa B MUY KOCTEH MOIBK, NIPHIIOKER HHTPaNepUTOHEANHO).

OCHOBHHAT IIOKYpO-KOoHIOrHpaH Metabonur SL18.0740 He HHOyLHpa reHHa MyTaiiug B baxTepuu
(Ames TecT); Toii, oDaue HHAYLUPA in vitro XpoMO30OMHO YBpeXAaHe (in vitro MHKPOAIPEH TECT ¢
YOBEIIKH THMPOLUTH) U N VIVO XPOMO3OMHO YBpeXAaHe (In vivo MUKPOAJIPEH TECT B MHILIH KOCTEH
MO3BK, IPUIOKEH NepopaiHo). MukposapaTa ca IpeAUMHO pe3yiITaT Ha XpOMO30MHa 3aryfa
(MONOXMTENHH 3a NEHTPOMEp MHKpPOAIpa clel LEHTpoMepHO oliBetasaHe no FISH), xoeto npeanonara
aHeYreHHH CBOMCTBA. AHeyreHHoTo nefictere Ha SL18.0740 ce HaOmoaaga nNpH KOHUEHTpALHH B TECTa
in vitro # npi AUC niasMeHa ¢KCno3suuMsA MPH 1n VIvo TeCTa No-BUCOKH (rmoBeye oT 10 NbTH Ha Da3zaTa
Ha AUC), otkonkoTo HabmoaBaHUTE B YOBEINKA MU1a3Ma B TEpaANleBTUYHU J03H.

ArmukoH MeTabomuTeT (3-AeMEeTUNTHOKOIXHIHNH — SL.59.0955), popMupan oCHOBHO Ce MEPOPATHO
NPUIOXEHUE, MHAYLMPA in vifro XpOMO3OMHO YBpEXAaHe (in vitro MUKPOSAPEH TECT C HOBELIKH
MuMEOIIHTH) H in vivo XpOMO30OMHO YBpeXaaHe (in vivo nepopajieH MHKPOS/PEH TeCT B MHIIIN KOCTEH
MO3BK, IPHIOKEH nepopanHo). Mukposapara ca IpeAUMHO pe3yiaTaT Ha XpoMO30MHa 3aryba
(MOJIOKHTENHHU 32 LIECHTpOMep MHKposapa ciiell HeHTpoMepHOo ousetaBaHe 110 FISH unu CREST), koeto
npejnosiara aneyreHHy ceofictea. AHeYreHHHAT edekt Ha SL59.0955 ce nabmonara npH KORLIEHTpallMH
B TECTA in vitro W NPH eKCNO3IULHUA NPH in vivo TecTa 6MM3KH A0 HabIIOaBaHUTE B YOBELIKA 11/1a3Ma B
TepaneBTHYHH A03H 8 mg ABA IIbTH AHEBHO NEPOPaNnHO. AHEYTeHHUAT ePeKT NpH JeNALlH ce KNeTKH
MOe Jla I0BEJie 10 AaHEYTUIONAHHK KNEeTKH. AHEYINOHIHOCTTA NIPpeACTaB/ABa npoMsaHa B 6poa Ha
XpOMO30OMHTE H 3aryda Ha XEeTEpO3UIrOTHOCT, KOETO €€ MPHEMA 332 PUCKOR (aKTOp 3a TEPaTOreHHOCT,
eMOPHOTOKCHUUHOCT/CIIOHTaHeH abopT, HapyLIeH MbXKH (PEPTUITMTET, KOFaTO CE 3aCAraT 3apofULIHK
KIETKH, ¥ NOTEHI{HANIEH PHCKOR ¢aKTOop 3a pak, KOraTo C€ 3aciarat CTOMaTHYHH kneTky. Hann4uvero Ha
arnukoM MeTabonuT (3-aeMeTHATHOKONMXHINH-S1.59.0955) cnea MHTpaMyCKYJTHO NIPHJIOKEHHE HHKOTa
He € OWJI0 OLICHABAHO, NOpaiH koeTo GopMUpaHETO MY NPH H3NON3BAHE HA TO3M ITET Ha MIPHIIOKECHHE HE
MOXe Jia OBJIe H3KITIOYEHO.




I1pn nnbxoBe, nepopanHa Ao3a 12 mg/kg/nen THOKONXUKO3U] NPUYHHABA ChLUIECTBEHH MaldopManuy
3aeHO ¢ $eTOTOKCHUHOCT (3adaBeH pacTex, CMBPT Ha eMOpHOHA, YBpEeXXAaHe Ha YeCTOTATa Ha
pasnpegeneHueTo no nonose). flolara 6e3 Tokcuuel edekr e 3 mg/kg/nen.

I1pu 3aiiin, THOKOJIXMKO3H] NOKa3Ba TOKCHYHOCT 32 MalKaTa, 3anousauia ot 24 mg/kg/nen. Ocsen ToBa
ce HabmoaaBaT ¥ MaIKH aHOMAMH (ICIBIHKTENHH pebpa, 3abaBeHa OCHPHKALLHA).

IMpu npoyusaHe Ha epTHANTETA NPH ITBXOBE, He ¢€ HabmoNaBa HapYLIeHHEe Ha QEePTUINTETA TIPH J03H
710 12 mg/kg/nen, T.e npu A030BH HHBA, KOUTO He HHAYIMPAT KIHHUUEH edekT. THOKOIXUKO3HUA H
HEroBUTE MeTabOMUTH NPUTEIKABAT AHEYNEHHA aKTUBHOCT IIPH pa3IMYHU HUBa Ha KOHLIEHTpallHA, KOeTo €

pucKkoB QakTop 2a yBpexJaHe Ha PepTURHTETA [IPH XOpA.
Kapu#HOreHHHAT MMOTEHIIHAN HE € OLIeHABaH.

6. DPAPMAIIEBTHYHH JAHHH

6.1 Cn¥chbk Ha NOMOIHHTE BELECTBA
KornoeuaoH

JIaxT03a MOHOXHpAT
[TpexenaTHHH3IHPAHO HULICTE
Mukpokpucraniiba uenynosa PH 102
KonouaeH cHUnUIHeB QHOKCH

Hatpuer creapun ¢pymapar

6.2 HechBMECTHMOCTH
[Tpn nurca Ha Mpoy4YBaHHA 33 HECHbBMECTUMOCTH TO3M NEKapCTBEH MPOAYKT He TpAOBa Ja ce CMecBa ¢

APYIH JICKApCTBCHH IPOJAYKTH.

6.3 Cpok Ha rogHoct
2 TOAUHM

6.4 CnenHalHH YCIOBHA HA ChbXpaHeHHE
Ha ce cbxpanspa nof 25°C B OpMIrHHATHATA ONAKOBKA.
Jla ce chXpaHsABa Ha MACTO HEAOCTBITHO 32 Aelia.

6.5 Bua 1 cuabpikaHHe Ha ONNAKOBKATA

Tuo3ug 4 mg TabaeTkn ca onakopaHu B Osucrepu ot 6410 HenpospauHo PVC/PE/PVDC — AnyMHHHEBO
thonuo.

Bcaka onakoska cbabpxka 20 Tabnetku/ 2 Onuctepa/ 10 Tabnetku/ 1 Snucrep

6.6 Cnennaann npeanasHy MepkH NMpH HIXBLPASHE

Hama cneliManHy U3HCKRAHUA




7. IIPHTEXATEJI HA PASPEHIEHHUETO 3A YIIOTPEDBA

HOBEJI ®PAPMA EOOJ
Oyn. ,bearapus” Nel(9
Codus 1404, brnrapus

8. HOMEP HA PAZPEHIEHHETO 3A YIIOTPEDBA

PerucTpanmnoneHn Ne

9. JATA HA NBPBO PA3ZPEHNIABAHEMIOAHOBABAHE HA PA3IPEUHIEHHETO 3A
YIIOTPEBA

Jata Ha mnpBo paspeiuasaHe: 25.02.2020 r.

10. JATA HA AKTYAJINZNPAHE HA TEKCTA
01/2028




