¥ To3x JekapcTBeH TMPOAYKT HOICKM Ha AOMBIHWTENHO Habmogenue. Tosa we no3sond 6bP30TO
YCTAHOBABaHE Ha HOBa WH$opMalus OTHOCHO Oe3omacHOCTTa. OT MEAMLMHCKUTE CMELMANUCTH Ce
W3KCKBa Ja ChOOLLIABAT BCAKA MOAO3UPAHA HeXellaHa peaklus. 3a HauWHA HA ChOOUIABAHE HA HEXE/aHH

peaKLIMu BHKTE TOUKa 4.8.

N3N bJIHATENHA ACEHUMANR 10 NEKAPCTBATA
1. UME HA JEKAPCTBEHHUA ITPOAYKT Koamwe na NPOgyxmma - [puscmenus 1

----------------------------------------------------------------

Tno3una 4 mg TabsieTku

Tiyozid 4 mg tablets PRIpeusLe ‘:, 39y 19 -05- 2075
7 KAYECTBEH H KOJIMMECTBEH CBCTAB i DgoBpevarg M ....... vvensenentennaananns Y A

Besxa tabnerka cpanpaa 4 mg THoxonxukosua (thiocolchicoside).
[ToMoOLIHO BeieCTBO ¢ H3BECTHO AEHCTRHE: JTaKTO3a MOHOXHApaT 48,24 mg.

3a I'bJTHUA CIOHCBK HA MOMOIIHHUTE BelllecTBa BHXKTE Touka 6.1,
3. JJEKAPCTBEHA ®OPMA

Tabnerka
XXBIATH, KpBErAH M3MbKHATH TabIeTKK © rpaBupaH HaaANuc ,,4* oT eaHara crpaHa,

4. KIAHHUYHHU TAHHHA

4.1 TepaneBTRYHH NOKAIAHHSA

AIOBAaHTHO NleyeHHe Ha BoJie3HEHH MYCKYJIHH KOHTPAKTYpH IMpH ocTpa rpsOHauYHO-MO3BbYHA NATOJOrus
MpU Bb3PaCTHH U IOHOLLUM Ha 16 roAMHH U NO-rONEMH.

4.2 Jlo3HpoBKAa H HAYHH HA NPHJIOKEHHE

Lo3upoBKka

[IpenopburTenHaTa M MakcuMmanHa go3a ¢ 8 mg Ha Bcekm |2 vaca (tr.e 16 mg Ha aeH).
[TpoAbIKUTENHOCTTA Ha NICYEHHETO € OrpaHUyYeHa J0 7 NOCAEIOBaTEIHH AHH.

He ce npenopbiea 3a MO-ABJrOCPOYHO JIEYEHHWE HA XPOHUYHM 3abosigBanuA. [lo3M, HaJBHLIABaUIH
NpenopbYMTESIHUTE A03H, WIH NPOABHKUTETHA ynoTpeba Tpabea na ce n3barsar (Bk. Touka 4.4).

[leouampuuna nonynayus




Tuo3na He TpabGBa Na ce U3NON3BA NPH I€LA H IOHOUIM Ha Bb3pacT noa 16 roguHu nopaau cro0paxKeHUs
3a 0e30nacHOCT (BXK. ToOUKa 3.3).

HaunH Ha npuioxeHue
[lepopanuo

4.3 IlpoTHBONOKA3ZAHHSA

Tuokonxuko3ua He TpAOBa aa ce nmpunara:
- IlpH ManMEHTH CHC CBPBLXUYYBCTBHUTEIHOCT KbM THOKOJIXMKO3U/ MK KbM HAKOE OT NMOMOLIHMTE
BellleCTBa, M30pOEHH B TOUKA 6.1.;
- Ilpe3 uenus nepuon Ha OPEeMEHHOCT;
- [lo Bpeme Ha naKTauus;
- Ilpu :keHH ¢ AeTEPOOEH MOTEHLUMA, KOMTO HE NMpHIaraT NpoTuBo3a4yaTb4HH MEPKH.

4.4 CoenHAINH NPEAYNPEKACHHSA H MPEeANa3HH MEePKH NpH ynoTpeda
THOKONXHKO3HKA HE CE€ MPENIOPBUBA MPH AL U FOHOLIY oA [ 6-roauiHa BL3pacT.
B cnyuaii Ha raaeHe, no3arTa TpaOBa Aa Obae HaMaleHa.

THOKONIXMKO3HA MOXKE 1ia IPEAU3BHKA M'bPYOBE MNPHU MALUEHTH C ENWIENCHS WIH PH MMALIKEHTH ¢ PHCK OT
I'LPUYOBE.

[IpenknMHAYHHATE NMPOYYBAHHA NMOKA3BaT, 4e€ €AHH OT MetabosvTuTe Ha THOKOAxUKo3ug (SL59.0955)
MPUYHHABA AHEYNUIOMIHUA (T.€ HEpaBeH OPOH XPOMO3OMH B JENALIH CE€ KIAETKH) B KOHLEHTPAUHUH, OTU3KH
IO €KCIO3ULIMATA NPH Xopa, HaOMoJaBaHy Npy 1034 8§ Mg B2 MbTH AHEBHO NEPOPAHO (BXK. Touka 5.3).
AHeyIOHHATa Ce CUYMTA 3a PUCKOB (akTop 3a TEpaTOreHHOCT, eMOpHOHaHa/(eTanHa TOKCHUYHOCT,
CNIOHTaHEH abopT W HapyllieH PepTUNNTET MPH MBKE, KAKTO U NOTEHLIMaleH pucKoB dakTop 3a pak. Kato
npeanasHa MApka, ynorpebara Ha npoaykTa B [O3H, HAJBHWIABAINH MPENOPBUHTEIHHTE OO3M, WM
npoabL/KUTENHA YrioTpeba Tpadea ga ce u3bareat (Bk. Touka 4.2).

[Taunenrure TpaGBa Aa ObAaT BHUMATENHO HHGOPMHpPAHK 33 MOTEHUHATHHA PHUCK NPH BB3MOXHA
OPEMEHHOCT M 32 e(PEKTHBHHTE NMPOTHUBO3a4aThYHU MEPKH, KOMTO TPAOBa aa ce B3eMar.

To3H NeKapcTBEH MPOAYKT ChAbpPXKa JIakTo3a MOHOXHApaT. [TaumenTy ¢ peaky HacneacTBeHH npobiaemu
HAa rajJaKTO3HA HENOHOCHMOCT, Lapp JakTo3eH AePMUMT WIM [JIOKO30-TalaKkTO3Ha Manabcopditus He
TpaOBa Ja npueMarT TOBa JEKapCTBO.

HMa cpoOmieEns 3a  4YepHOApOOHO VB AHE NpH VvnoTpeda ©HA THOKOJXHKOZRA B
OOCTMADPKETAHIOBHA nepnol. Cuo0menn ca TeXKKH gau (7.€. JIMHHAHTEH XENATHT) NpH
NANBEHTH, KOHTO ¢a HA cLOLTCTBAmO JeueHnne ¢ HCIIBC nan napaneramoJ. Ilannenture TpadBa
a OLAAT NOCHBETBANH A3 COPAT JICYCHHETO H A Ce CBLPIKAT ChLC CBOA JieKap, AKO ce Pa3BHAT

NpHIHALIM H CHMIOTOMH Ha Yephuoapo0Ho yBpexaane (Bx, Touka 4.8).

4.5 BiaumoaeiicrBHe C APYTH JIEKAPCTBEHH NPOAYKTH H ZPYrH GOpMH HA B3auMo/e




He ca nporexx1aHH Npoy4BaHHA 33 B3aHMOACHCTBHATA.
4.6 DepTHIHTET, OPEMEHHOCT H KbpPMEHe

bpeMeHHOCT

Hma orpaHdHueHH AaHHM 3a ynotpebara Ha THOKONXMKO3MA npn OpeMeHHu dkeHH. Ilopamu ToBa
NMOTEHIMATHHTE PUCKOBE 33 eMOpPHOHA M m1oaa He ca U3secTHH. lIpoyyusaHuaTa nMpH XKHBOTHH MOKa3BaT
TepaTOreHHU €PEKTH (BK. TOUKA 5.3).

THO3MA € NPOTHBONOKA3€H 110 BpeMe HAa OpPEMEHHOCT U NPH KEHH ¢ JETEPOZEH MOTEeHLHAN, KOUTO HE
NPWJIarat NpoTHBO3a4aTbYHU MEPKH (BXK. TOYKA 4.3).

KtpMmeHe
Tovii KaTO THOKOAXHKO3HA NMpeMHHaBa B KbpMaTa Ha Maikara, ynorpebara My € NMpPOTUBOIOKa3aHa [0
BpeMe Ha KbpMeHe (BXK. Touka 4.3).

DepTUIUTET

[Tpu npoyuBaHe Ha pepTHIHMTETA NPH IUTBXOBE, HE ¢€ HabnoNasa HapylleHHE Ha GEPTHIMTETA NPH AO3H
no 12 mg/kg, T.e Npu HMBa Ha AO3UTE, KOMTO HE WHAYLMpPAT KJIMHHYEH ePeKT. THOKOIXHKO3HA M
HEroBHTE META0OIHTH MPUTEKABAT aHEYIe€HHO ACKHCTBUE NPH Pa3IMYHH HHMBA HA KOHLECHTpAaLKs, KOETO €
pruckos dakrop 3a yBpexkaaHe Ha ¢epTunuTeTa NpH Xopa (BX. Touka 5.3).

4.7 E¢exTH BLpXY cnocoOHOCTTA 32 MOodHpaAHE H padoTa ¢ MAIIHHH

Hsma Hanvuna HHGoOpMaLMA 3a- edeKTHTe BBpPXY cnocobHocTra 3a wodupale W paboTa ¢ MAaLIHHH.
KiuHHUHMTE MpOYYBAHHS HE MOKAa3BaT eeKT HAa THOKOJAXMKO3MA BbpPXY NCHXOMOTOPHHMTE (PYHKLIMH.
Bonpeku TOBa, NpPH NPHEM HAa THOKOJXMKO3MA ca CbOOIABaHM peNKH Ciaydyad Ha CBHHIIMBOCT IO
OTHOLIIEHWE HA CMOCODHOCTTA 3a lWodHpaHe U paborta ¢ MAaLlIWHH.

4.8 HexxenaHy JEKAPCTBEHHA peaknHm
YecTOTa Ha HEXENAHUTE JleKapCTBEHH peakUHu crnopel koseHuusTa Ha MedDRA

Muoroyectu > 1/10;

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

Muoro peaxu < 1/10 000
C HeW3BeCcTHA YecTOTa: He MOraT Ja 0BJaT OLIEHEHH OT HAJIHYHUTE JaHHH

Hapywenun na umynnama cucmema.
MHOTO penKH: aHaQHUNaKTHYHH peaKUMH, XMUIMOTOHHA, AaHrHoeAeM, aHaQWIaKTHYEeH LIOK

BCJIEACTBHE OT HHTPAMYCKYJIHO NPUTIOKEHHE.
Peaky: ypTHKapHA




Hapywenua na xodicama u noOKOJNCHUMe NMbKAHU,
MHOro peaku: EpHTEMA

Hapywienun na nepenama cucmema
YecTu: COMHOJIEHTHOCT / CBHJAMBOCT
C HeH3BECTHA YECTOTA: Ba30oBarajieH CUHKOIL, Cpeliall c€ OOMKHOBEHHO B PAMKHTE HA HAKOJKO

MHUHYTH cjie] npuema, rbpuoBe (Bx. T04Uka 4.4)

CmoMauino-4pesry HapyueHus.
YecTu: RUapus, racTpanrus
HeuecTu: MOBPbLIAHE, FAICHE

Xenamobunrapru HapyuieHus

C Heu3BeCTHA YeCTOTA: JAEKAPCTBEHO-HHAYIHPAHO YePpHOAPOOHO yBpexaane (Bx. Touka 4.4)

CrollaBaHe Ha MOAO3UPAHHN HEXKESTAHU PEaKLIH

CopobliaBaHeTo Ha MOAO3MPAHH HEXKENaHW peaklMH CIe] paspelIaBaHe 3a ynorpeda Ha JIeKapCTBEHHA
NMPOAYKT € BakKHO. TOBa MO3BOMAfABA Ja NPOABL/LKM HAOMIOAEHHETO HAa CHLOTHOLLUEHUETO MOJ3A/PUCK 32
nekapcTBeHHa npoaykr. Hexenanure peakuuy Moxe Aa 6b1aT ChOOIIEHH AUPEKTHO Ha:

HanbnuuTenHa areHuus no nexapcreara (MAJI):

Cogusa 1303, yn. Jamau I'pyes 8

Ten. +359 2 8903417

en. nowa: bda@bda.bg
yebcaiiT: www.bda.bg

4.9. Ilpeno3npane

Ho cera He ca ¢boOLIaBaHKH CHMITTOMH Ha NMpea03HpaHe MPH NALUKHEHTH, JIEKYBaHH ¢ THOKONXHKO3uI. [lpH
npeao3MpaHe ce NpenopbLYBa MEAHUYHCKO HabmoaeHHe U CHMITTOMATUHHO NieYeHHe (BXK. Touka 5.3).

5. OAPMAKOJOI'NMYHH CBOUCTBA

5.1 PapmMakoJOrH4YHH CBOHCTBA

GapMakoTepaneBTHYHA rpyna: Jpyry rpenapaTty ¢ LEHTpalHO JeHCTBHE
ATC koa: MO3BX05

THOKONXMKO3MI € MNOAYCHHTETHUYEH CYyaQypupaH KOIXMKO3HA, MPOH3BOAHO ¢ (apMaKOJOFHYHO
AEHCTBUE Ha MYCKYJIEH PEJIAKCAHT.




B enexkTodu3HONOrHYHO H3ciearaHe (patch clamp), HopmanHute wiM pekoMOHHpaHH GABA-A
peUEnTopH He HMHAMKUPAT epeKTUTe NPy C€IHOKPaTHO HM3N(UIIBAHE HA THOKOJIXHKo3WA. Ilpu Mnaau
mmbxoBe (10 AHM), THOKOAXHKO3WA & OKA3BA 3HAUMTENEH €(QEeKT Ha JBMrare/IHHTE HEBpPOHH,
WHIYLUHpPaHH OT IMTULUMHOBHTE KaHATH.

In vivo, THOKONXWKO3HA AHTATOHH3Hpa JHHI80-MaHAUOynapHUTe pediekcH npd mnaan mabxose (10
aHH). Te3n pe3ynTaTd AOKA3BaT XUMOTE3HUTE 3a Bb3AeHCTBUETO Ha rMUUHHOBHA (RG) MexaHusbM. Ilpu
NMPOyYBaHHUA C )XKMBOTHM , Ce HaMasABa cTpey peduickca B pe3yniTaT Ha HHXKEKTHPAHETO Ha JBOMHA 103a
THOKOJIXUKO3H/ Ha CNacTHYHH IUTBXOBE; MNOCTCHHANTUYHUA peduiekc ce noHwxkasa ¢ 60% cnen
MHTPAIIEPHTOHEATHO NPUIOKEeHHe HA THOKOMXHKO3KA OT 10 mg/kg U MHTpaMyCKy/IHO MpPOJIOKEHUE OT
Img/kg M nepopalHO MPUJIOKEHHE Ha THOKOAXMKO3ua ¢ Ao3n ot 10 mg/keg Coimo Taxa,
eflekTpoeHUedanorpapyHMTe 3aMUCU MOKAa3BaT, Y€ CJAed [pWAlaraHe Ha THOKOJIXHKO3HI HE Ce
HabmonaBa cetaTUBEH E(EKT.

5.2 PapMaKOKHHETHYHH CBOHCTBA

Abcopbums

Cnen nepopajiHO NpUIOKEeHHE B MJa3MaTa He Ce OTKpHUBa THOKOJXHko3uA. Habmwonasat ce camo aBa
meTabonura:

MdapmakonorudHo akTMBHUAT MeTabonut SL18.0740 u neakTuBHMAT meTabonut SL59.0955. M1 npu neata
MeTaboayTa MakcuMaiHaTa Ijla3MeHa KOHLEHTpalMsa ce Tnojiydasa | yac ciaea NpuiIOKEHWeTO Ha
THOKOJAXHKo3na. Crien ennHuyHa nepopanHa ao3a ot .8 mg tokonxukozua Cmax u AUC na SL18.0740
ca ¢choTBETHO OKOMo 60 ng/ml u 130 ng.h/ml. 3a S1.59.0955 Te31 CTOWHOCTH ¢a MHOro no-Hucku: Cmax
okono 13 ng/ml u AUC B ananasona ot 14,5 ngdvml (10.3.4.) 30-39,7 ng.Wml (10 24 u.).

PasniperenecHue
[TpusuanuaT obeM Ha - pasnpeAesieHde *Ha' ‘THOKONXHKO3UA ce onpeaens Ha okoio 42,7 1 cnen

MHTpaMyCKYJIHOTO NnpuiokeHue va 8 mg. Jlndsar taHHH W 3a 1BaTa MeTabosiMra.

buotpanchopmMauus g e .

Cnen nepopaJHO NPUIOKEHHE THOKOAXMKO3MA NBPBO c€ Merabonu3npa B alIMKOH  3-
OeMeTHNTHOKOMXHLMH MK SE59.0955. Tasu cThnka ce peann3upa OCHOBHO Ype3 YpEBHHUA METADOIM3bM,
KOoeTO 00ACHABA JIMNCATa Ha UMPKYJIMpalll HENPOMEHEH THOKOIIXHKO3U/ MPHU TO3H MMET Ha MPHI0XKEHHE.
Cnen Tora SL59.0955 ce rmokyponnpa B SL18.0740, koTo nputekasa eKBUNOTEHTHA (apMakoloruyHa
AKTHBHOCT ¢ THOKOJXHKO3MA M Taka NnoaabpKa (apMakoNOrdyHaTa AKTHBHOCT Ci€l NepopalHo
[PAJIOKEHHE Ha THOKONXHKO31A. SL.59.0955 ce U AeMETHIIMPa B AHICMETHITHOKOIXHKO3M]L.

Enumunupane

Crnepn nepopaiHo NpUIoKeHHe, o0maTa paaHoakTHBHOCT €€ €CKpeTHpa OCHOBHO BEB (hekanuute (79%),
NOKATO €KCKpeLuaTa B YpHHarta. rnpeactasnssa camo 20%. W B ypuHata, U BLB (eKaTUHTE HE C€
EKCKpeTHpa HenpoMeHeH THOKoNIXUKko3HA. SL18.0740 u SL59.0955 ce oTkpuBat B ypuHaTa U peKaIUHTE,
JIOKATO AHAEMETHII-THOKOIXULIHH C€ OTKPHBA Cam BbB (PEeKaTHHTE.

Cnen nepopaliHO NMPUNIOKEHHE HA TUOKOIXKHKO3UI, MeTaboauTeT SL18.0740 ce ennmuurpa ¢ npuBUaEH
ti2 B AMana3oHa ot 3,2 no 7 yaca, a METabOIHUTLT SL.59.0955 Hma ti2 cpento 0,8 u.




5.3 IlpeaxknuauYBH JAHHH 32 0e30nACHOCT

[TpoduabT HAa THOKONXMKO3UA € OLEeHEH ¢ VIlro W in vive ClleR fapeHTepaiHO H MEPOPANIHO MPUWIOKEHHE.
THOKONXHKO3MA, ce NoHaca AoOpe cien NepopanHe NPUIOKEHUE 3a Nepuoay A0 6 Mecella KaKTO NPH
NILXOBE, TAKAa H NMPH HEYOBEKOMNUA0AHH MAHMMYHH, KOraTo ce npujara B MHOTOKPaTHU [03W MO-MaJiKH
win paeud Ha 2 mg/kg/neH npu WibXoBe M NO-MAJIKKW HAM paBHH Ha 2,5 mg/kg/nen npwu
HEYOBEKOMOAOOHH MaMMYHH, # 110 HHTPAMYCKYJIHO NPWIOKEHHUE NPH MAHMYHH B MHOTMOKPaTHH A034 J10
0,5 mg/kg/neH 3a 4 cegMHLIM.

BB BHCOKM [I03H, THOKOJXHKO3WI NPEAM3IBUKBAE MOBpbLUIAHE MPH KydeTd, JUapus NPU [LTbXOBE H
KOHBYJICHH €THOBPEMEHHO NPU rPpU3auH ¥ HErPU3AYHU CIEN OCTPO NPHNOKEHHUE NO NEpopaneH MbuT.

Cnen MHOTOKPAaTHO MPUIOKEHUE, THOKOIXMKO3HI HHAYLIMPA CTOMAUIHO-YPEBHH HapyLIeHHA (€HTEPHT,
MOBPBIIAHE) IPH NEPOPAICH MbT HA [IPUIOKEHHUE H MOBPDLILAHE NPH HHTPAMYCKYJIEH NBT.

CaMHSAT THOKOJIXMKO3WjJ He MNpeAd3BHKBa reHHa Myrtauusa B Oakrepud (tect Ha Ames), in vitro
XPOMO30MHO YBpeX<AaHe (TeCT 3@ XpOMO3OMHH abepauMy B HOBELUKH NTUMPOLMTH) H i1 Vivo XPOMO30MHO
yBpexaaHe (in vivo MUKpOAJpa B MHILIHK KOCTEH MOIBK, NPUIOKEH WHTPATIEPATOHEATTHO).

OCHOBHHAT rMOKYpo-koHiorupad Metaboaut SL18.0740 He uHayuupa reHHa mytauusa B Oakrepuu
(Ames TecT);, ToH, obaue MHAylHpa In VILr0 XPpOMO3OMHO YyBpeXAaHe (in vifro MHUKpOAApPEH TECT C
YOBREWIKH NUMGOLHTH) H in Vive XpOMO3OMHO YBpexAaHe (in vivo MUKpPOALpPEH TECT B MHILIH KOCTEH
MO3BbK, MPUIOKEH NepopanHo). Mukposapara ca NpeAUMHO pe3yJiTaT Ha XPOMO3OMHa 3ary0ba
(MOJIOXKHTEJIHK 32 LIeHTpOMep MUKposapa ciiel LeHrpoMepHo ousersisane no FISH), koero npeanonara
aHEyreHHU cBOWCTBA. AHeyreHHoTO JicicTeue Ha SL18.0740 ce Habmogara NpH KOHLEHTPAUMKU B TeCTa
in vitro v npi AUC nna3MeHa eKCno3WLMs NMPH in vivo TecTa No-BMCOKH (noeeyve ot 10 mxT Ha Oasara
Ha AUC), oTKOJIKOTO HabmoJaBaHyTe B YOBEIIKA NJ1Ia3M3 B TEPaNeBTHYHHN JO3H.

ATJIMKOH MeTabomuTLT (3-ﬂeﬁae*_rm'rmgmxpuyﬂ — SL59.0955), opMHpaH OCHOBHO cliel NEpOpaHO
MPUICKEHHE, HHAYLUMpPA n Vilro xpomoséme yBpewaaue (in vilro MHKPOAApPEH TeCT € YOBELUKH
nUMQPOLMTH) H In Vivo XpOMO3OMHO yRpexaaHe (in vivo NepopajiecH MHKPOSAAPEH T¢CT B MHMUIH KOCTEH
MO3bK, MPHIOXKEH nepopanHo). MuKposapara ¢a . OPEAHMHO pe3ynTaT Ha XpPOMO3OMHA 3ary0a
(MONOXKKTETHH 3a LUEHTPOMEP MHKpOsiApa cnel ueHTpoMepHO ousetaBaHe no FISH i CREST), xoero
npeanoyiara aHeyreHHy cBONCTBa. AHEYTeHHHAT edext Ha SL59.0955 ce nabnioaaBa npu KOHUEHTpaUUH
B TECTA in Vitro W NpPH €KCIO3ULHA nﬁu.fn vivo TecTa BNM3KKM 0 HAGMIONABAHKTE B YOBELIKA ILia3Ma B
TEPANeBTHYHH 034 8§ Mg ABa MBTU JHEBHO NEPOPANHO. AHEYTEHHHMAT €QEKT MPHU JNAH Ce KIETKH
MOJKE Jla JOBEe [0 aHEYIUIOMAHM KIEeTKH. AHEYIJIOMJHOCTTa NpeacTaBiasaBa npomsHa B Opos Ha
XpOMO30OMHTe H 3ary0a Ha XE€TEpPO3UTOTHOCT, KOETO Ce Mpuema 3a PUCKOB (PAKTOp 3a TEPATOreHHOCT,
eMOPHOTOKCHYHOCT/CIIOHTAHEH a0OpT, HApylIeH MBXKH (PEPTHIHTET, KOraro ¢e 3acsirar 3apoAUlUHH
KN€TKH, H MOTEHLHAIEH PUCKOB (aKTOp 3a paK, KOraro ¢e 3acarar CTOMaTH4HH Kierkd. Hanuuuero Ha
arJMkoM MeTaboauT (3-1eMeTHUATHOKOAXHIHH-SL39.0953) cien MHTpaMyCKYNHO NPUIIOKEHHE HHKOra
He € OM/IO OLIEHABAHO, NOpaaK KoeTo GOPMUPAHETO MY IPH HU3MOI3BAHE HA TO3H MBT Ha MPUIOKEHHE HE
MOXKe 1a ObAe H3KITIOUEHO.

IIpu nnmxoee, nepopanHa ao3a 12 mg/kg/AeH THOKONXMKO3U] MPHUYHUHABA CHUICCTBEHH MaldopMaLHH
3aeqHO C (eTOTOKCHYHOCT (3abaBeH pacTexk, CMBLPT Ha eMOpUOHa, YBpEKAaHEe Ha YEeCTOoTaTa Ha
pasnpeneneHneTo no nonose). J{ozara 6e3 TokcuueH edekrt ¢ 3 mg/kg/nex.

[Ipu 3aiiuy, THOKONXMKO3H] MOKAa3Ba TOKCHUHOCT 3a MaiKara, 3anoysauwa ot 24 mg/kg/nen. OcseH ToBa
ce Hab0aaBaT U MAIKM aHOMATUH (HOMTBIHHUTENHM pebpa, 3a6apeHa ocHduUKaLs).




[Tpu npoyuBaxe Ha PepTUNUTETA NPH NIIBXOBE, He ce HabaaaBa HapylIeHHe Ha QepTHIIUTETa NPH 1034
no 12 mg/kg/nen, T.e nNpu Q030BH HUBA, KOUTO HE WHAYUHMPAT KIMHU4EH €(eKT. THOKONXHKO3HA H
HEroBUTE MeTabONHTH NPHUTEXKABAT AHEYT€HHA AKTHBHOCT MIPH Pa3IHYHH HYBA HA KOHUCHTPALUA, KOETO €
pHCKOB (PAKTOp 3a yBpekaHe Ha (PepTHAHTETA NPH XOopa.

KapLiHHOreHHUAT MOTEHLHAN HE € OUCHABAH.

6. PAPMAIIEBTUYHH JAHHHU

6.1 CnHcbK HA NOMOLIIHHTE BELLECTBA
KornoBuaoH

JlakTo3a MOHOXHApAT
[IpexenaTUHU3MPAHO HHILECTE
MukpokpucTanHa uenysiosa PH 102
KonouaeHn ¢UnuuueB QIHOKCHA

Harpues creapuidymapat

6.2 HecbBMECTHMOCTH
Henpunoxunmo.

6.3 Cpok Ha roaHocr
2 TONUHH

6.4 CrnieliHaJIHY YCJIOBUS HA CHXpaHEHHE
Na ce cuxpanaBa noa 25°C B opuriHanHara onakoBKa.

6.5 Bua u cbABLPKAHHE HA ONIAKOBKATA
Tuo3uza 4 mg TabneTku ca onakoBaHu B 6auctepy ot 610 HenpospauHo PVC/PE/PVDC — AnmyMHHUeBO

¢donuo.
Bcsika onakoBKa chabpxka 20 Tabnerky (2 Onucrepa no 10 Tabnerkn).

6.6 CnenlHaIHH NPeANa3HH MEPKH NPH H3IXBLPJISHE

Hama cneuualTHy H3UCKBAHUA
7. TIPUTEXATEJ HA PASPEINIEHHETO 3A YIIOTPEBA

HOBEJI DAPMA EOO/]]
v, OkonoepbCTer BT Ne 36
Codus 1415, benrapus

Tes.: +359 2 962 62 80
dakc: +359 2 962 90 36
en.nowa: info@nobelpharma.bg




8. HOMEP HA PAZPEHIEHHUETO 3A VIHOTPEBA
Perucrpaumnonen Ne 20200027

9. IATA HA IIBPBO PA3FPUITABAHE/AIOJHOBABAHE HA PA3SPEINIEHHETO 3A
YIIOTPEDBA

Jlata Ha mepBoO pa3pewasaHe: 25.02.2020 r.
JlaTa Ha nocneaHoO NOAHOBABAHE:!

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA:
03/2025 -
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