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1. HME HA JEKAPCTBEHUA IPOJAYK

o Paspewsiue Ns
'TFOKOBAMU 100 mg tabneTku
GLUCOBAY® 100 mg tablets OGOBEAUE N oveerraverscrsrees reeserened verseereseessavercsseneereseons :

2. KAYECTBEH H KOJIMMECTBEH CBHCTAB

AKTHBHO BellecTBO: akap6o3a (acarbose). Beska Tabnerka [imokobait ceabpka 100 mg
akap0o3a.
3a TBJIHUS CITUCHK HA TMTOMOILHUTE BEIIECTBA, BUKTE Touka 6.1,

3. JIEKAPCTBEHA ®OPMA

Benu 10 G11ef10 xbATH OBaTHA MPOABITOBATH, M3MBKHAIM TAGNETKH ¢ AB/DKHHA 13 mm, mupuHa 6
mm u 5.5 mm paauyc Ha kpuuHa. Tabnetkara e o3HaueHa ¢ “G”, “score” u “100” ot eaHaTa cTpaHa
H “score” OT Apyrarta CTpaHa.

4. KIMHUYHU JAHHHA
4.1 TepaneBTHUHH NOKA3AHUSA
HombIHUTENHO NleYeHHe eTHOBPEMEHHO C AMeTa ITPH MALMEHTH ChC 3aXapeH auader.

Ipesennus Ha quabet Tun 2 mpu mauMeHTH ¢ HOKa3aH HapylIeH ITIIOKO3€H TojepaHc (AeHHHpaH
KaTo niasMeHa KOHLEHTPALHs Cliell IIIOKO3HO HaToBapBaHe Ha Bropu yac (2HPG) mexay 7.8 u 11.1
mmol/L (140 — 200 mg/Dl) u nuBa Ha rnagHo Mexay 5.6 1 7.0 mmol/L (100 — 125 mg/dL)), B
KOMOHMHALIMA C AUeTa U YIPasKHEHHUS.

4.2 lo3upoBKa H HAYMH HA NPHJIOKEHHE
4.2.1 Jo3npoBka

IIpenopvuumenna 0osa 3a donvanumenno nevenue eOHOBPEMEHHO C OUema NPU NAYUEHMU CbC
3axapen ouabem

Hosupoekara Tpsbea na Obae onpesesieHa 3a BCEKM OTHe€H TNAlMEHT OT JeKap, Thil Karto
€(HKaCHOCTTa 1 MOHOCHMOCTTA BAPUPAT MEXIY OTACTHUTE HHAUBUIH.
AKO He € peAnKucaHo Mo APYr HAYKH, IPENOPHYBAHATA JO3UPOBKA € KAKTO ClIeJBa:

Hauanna no3a 3x 1/2 Tabn. ot 100 mg 'niokoGait/nHeBHO
Crnexpamu 1034 10 3x 1 tabn. ot 100 mg I'mokobait/nHeBHO

[Tonsxora Moxe na € HeOOXOAMMO MO-HATATHIUHO MOBHUIUABAHE HA JO3MPOBKaTa 10 3 X 200
mg ['mokobaii/aHeBHO.

Hosarta Moxe na 6b1€e noBuLIeHa cnen 4 — 8 ceAMHLM, aKO NMALMEHTHTE HE MOKA3BAaT aJeKBaTeH
KJIMHUYEH OTTOBOP B MO-KbCHUSA €Tall Ha JICYEHHETO. AKO C€ MOSBAT CEPHO3HHU OMJIAKBaHMUS, BBIPEKH
CTpOroTO Cra3sBaHe Ha JHeTa, J03aTa He TPAOBa /la Ce MOBHILIABA OLE M aKO € HEOOXOAMMO T'paﬁsa";f(a‘ -
ce HaMaJii B u3BecTHa cteneH. CpeaHata no3a e 300 mg [Nmrokobail/ iHeBHO (Ko€TO C’bOTBeTCTBa Ha '

x I Tabnetku I'moko6aii 100 mg/nHeBHO).




Ilpenopvuumenna dosa 3a npegenyun na duabem mun 2 npu nayuenmu ¢ Hapywen
27IH0KO3eH Mmoepanc

IIpenopvuumenna oosa: 3 x 100 mg/oneeno

Jleyenuero Tpsa6Ba a 3anouHe ¢ HauaJiHa 1032 OT 50 Mg BeIHbK AHEBHO U J1a C€ YBeIH4H 10 3 X 100
mMg/IHEBHO B paMKHTe Ha 3 Mecena.

4.2.2. HaunH HA OPHJIOKEHHE

I'mokobait Tabierku ca erCKTI/IBHI/I CaMO, aKo ce€ Morjaslar HeJId C MalKO KOJHWYECTBO TEYHOCT,
HETIOCPEACTBCHO NPEAH XPpaHEHE MM C€ CABBKAT € ITbPBUTEC XaITKHW XpaHa.

I'Iplmo;lce}me IIpH MAIIHEHTH B HANIPEAHAJIA BL3PACT :
He ce MNpernopriBa NMpOMAaHa Ha A03aTa WM YecToTara Ha NpHUEMaHe BBB BPB3Ka ¢ BB3pacTTa Ha TE3UN
TMaIeHTH.

Jena

(Brx 1. 4.4 — , CrieumanHy npeaynpexxaeHus U NpeanasHa MepKH Npu yrnotpe6a”).

YepHoapoOHO yBpekaaHe

He e HeobGxoxmnma kopekLusa Ha 103aTa PH MALHEHTH C NPEIIECTBAIIO YBPEXKAaHe Ha
uepHoApoOHaTa (QyHKLHMS.

bbOpeuno yBpexnane

3a nauueHTH ¢ 666peyuHo yBpesxaae Bikre T. 4.3 , [IpoTuBonOKa3aHuA”

HpoasmxuTennoct Ha ynorpe6a

He ce npensikaa orpannuenue Ha ynotpebata Ha I'moko6aii TabneTku.
4.3 IIporuBomokasaHus
CBpBXYyBCTBUTETHOCT KBbM aKap003a W/HIIM KbM HAKOE OT TOMOLLHHITE BEILIECTBA.

XpOHMYHU YpeBHHU 3a00IIABaHUA, CBBP3aHH C H3PA3EHH HAPYLIEHH HA XPAHOCMUJIAHETO U
abcopbuusra.

CBCTOAHMS, KOUTO MOTaT /la ce BJIOLIAT B PE3yJITaT Ha MOBUILEHOTO 0Opa3yBaHe Ha ras B uepBara
(Hamp. cunapom Ha Roemheld, ronemu xepHun, 3anyuBsanus Ha uepBarta W YpeBHHU A3BH).

I'oko6ait e mpoTHBONOKa3aH NMPH NALUMEHTH € TeXKO OBEOpeUHO yBpekaaHe (KPeaTHHHHOB KIMPBHC
<25 ml/min).

4.4 ChneunanHd npexynpe;xIeHHs H NpeaNa3HA MePKH NPH ynoTpeba

B oTnennu cnyyan Morar na ce nosBu 6€3CHMIITOMHO MOBHILABAHE Ha YEPHOAPOOHUTE EH3UMH.
CrenosatenHo npe3 nepBuTe 6 10 12 Mecela ieueHne TpAGBa fa ce MOHHTOPUPAT YePHOAPOGHHTE
eHs3uMH. [1pu uscnensanuTe ciyuau, Te3d NpoMeHH ca GUIKM OGpaTUMHU CJiefl IPEKbCBAHE Ha
JieueHneto c ['nrokobaii.

BesonacHocTTa M epuracHocTTa Ha I'moko6aii He e ycTaHOBeHa NPy MAaLMeHTH 1o/ 1 8-roauuisa -
BB3pacT. e

4.5 BsammopneiicTBHe ¢ IPYrH JeKapCTBEHN NPOAYKTH | APYrH GopMu Ha B3auMeaeHcTBHE. o
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3axaposa (TPBCTUKOBA 3aXap) W XpaHHTE, ChABPIKALLM 3aXapo3a, YeCTO MPHYHMHABAT KOPEMEH
AMCKOM(OPT WK IOPH AHapys 1O Bpeme Ha sieueHueto ¢ [moko6aii TaGneTku B pe3ynraT Ha
NOBHILIEHATa BIJIEXHApaTHA (QepMeHTalMs B 1e0enoTo YepBo.

AKap603a IIpUTEXaBa aHTUXUNIEPTIMKCMHUYECH e(i)eKT, HO CaMOCTOATEJIHO HE NMPEAU3BUKBa
XHIOTJIMKEMHUHA,

Axo I'moko6aii TabseTku ce mpenucBaT AOBIHATEHO KbM JIEKAPCTBATA, ChABPIKAIIN
cyndanutypes uay MeTGOPMIH, WITH JOIBIHATENHO KbM HHCYIIHH, MOHKABAHETO HA CTOMHOCTHTE
Ha KpbBHATa 3aXap [0 XUIMOIIIMKEMHs MOraT J]a HaJIOXKaT ChOTBETHO HaMaJIABaHE Ha JO3UTE Ha
cyadanutypes, MeTQOPMUH WIH [03UTE UHCYIIUH.

B OTACJIHU CITy4Yan MOXKE J1a C€ MOABH XUITOTTTUKEMHUYHA KOMA.

AKoO ce pa3BHe OCTpa XMMOIJIMKEMHs TPAOBa Ja ce MMa Npejl BUJI, Y€ 3aXapo3aTa (TPhCTHKOBATA
3axap) ce pasrpaxa 10 GppyKTO3a U IJII0K03a [10-6aBHO MO BpeMe Ha JieueHue ¢ [mokobaii; mopaau
KOETO 3aXapo3aTa € HelOAXOAIIA 3a 6BP30 MOB/MABaHEe HA XHUIIOTTIHKEMHUATA U TPA6Ba Ja ce
M3I10/13Ba [JIIOKO03a.

B otnenun CJIydan I'moko6ait Mosxe Jla OBJjinsAe OMOHAIMYHOCTTA Ha AUTI'OKCHH, KOCTO HaJlara
KOPCKLUMA Ha J03aTa Ha ANTOKCHHA.

T5it kaTo ChIECTBYBa BE3MOKHOCT XOJIECTHPAMHH, YPEBHH aJCOPOEHTH U XPaHOCMUIIATETHH €H3UMH
Aa BAMAAT Ha JeHcTBHeTo Ha I'moko6aii TabneTky, TpaOBa fa ce M36ArBa eJHOBPEMEHHOTO HM
NPHIIOXKEHHE.

He e HabmonasaHo B3auMoAeNCTBHE C AMMETUKOH/CHMETHKOH.
4.6 BpemeHHOCT H KbpMeHe

bpemennocm
I'moxobait TabneTku He TpsAbBa a ce NpHUIArat 0 BpeMe Ha OPEMEHHOCT, Thil KATO HAMA JaHHH OT
KOHTPOJIMPAaHH KJIMHUYHH [TPOYYBaHHA 3a YNoTpeba Npu GpeMEHHH HKEHH.

Kvpmene

Crien npunoxenue Ha GeiA3aHa ¢ H30TON akap603a Py KbPMEIIH [TBXOBE, B MIIAKOTO € yCTaHOBEHa
HHCKa paJIHOaKTUBHOCT. 3acera HAMa ChOTBETHH JaHHH npu Xopa. O6aue, Thil KaTo He ca M3KITIOUEeHH
WH/yUMPaHH OT JIEKAPCTBOTO BB3ACHCTBUSA BbPXy HOBOPOJEHOTO, MO MPUHLMII HE Ce MPENopbYBa
npeanxcBaneTo Ha ['oko6ait TabaeTku 1o BpeMe Ha KbPMEHE.

4.7 EdexTn Bbpxy cnocoGHocTTa 32 Iodupane u paGoTa ¢ MAIHHH

Hsma nannu 3a Hapyinena crioco6HOCT Aa ce wodupa u paboTu ¢ MamuHu ¢ IimokoGai.

4.8 Hexenanu JexapcTBeHH peakIuH

YecroTata Ha HEXENAHUTE PeaKMK, HAGIIOAABaHN B KOHTPOJIMPAHH KIMHUYHH NPOY4BaHHA C
['noxobait, noapenenn crniopen kareropuure CIOMS I1I no uectora (r1ane6o KOHTPOJIMpaH1

TNpoy4BaHus B 6232 NaHHH OT KIMHUYHO Npoyusane: [okobait N= 8 595; placebo N=7 278 Q;raTyc
10.02.2006) ca 06061menn B Tabnuuara mno-aoity.

HpH BCAKO I'pyIIHpaHe B 3aBUCHMOCT OT HeCTOTaTa, HEXKEITaHUTE JICKapCTBECHU PCAKIIUU CE I'/I3’6pO$IBaT’
B HU3XOJ NI PEA 110 OTHOIICHUE Ha TAXHATA CEPHO3HOCT. YecroTraTa ce Oonpeaca KaTo MHOTO. HECTH . i




(= 1/10), wectu (= 1/100 o < 1/10), Heuectu (> 1/1,000 mo < 1/100) u peaxu (= 1/10,000 xo

< 1/1,000).

Hexenanure peakuuu, noy4eHn oT MOCT MapKETUHIOBH ChoOieHus (cTaryc: 31.12.2005) 1 3a KOUTO
YeCTOTaTa He MOKE J1a Ce OLIEHH, ca onucanu karo “HeussecTHu”.

CucremHo-opranHn  [MHoro yectn Yectn Hevectn Peaxn HeuseBecTHu
KJIacoBe
(MedDRA)
Hapywenuns Ha Tpomboriuronenu
KpBBTa X TUMbHAaTa S
cucTeMa
Hapyuenus na Anepruysa
HMYHHaTa CUCTEMaA peaxuus (0Opus,
epHuTeMa,
€K3aHTeMa,
YPTHKAPHSA)
CbaoBHU HapyuieHus Otok
CromamHo-upeBHd | MeTteopussm Huapuns I'agene Cybuneyc/ uneyc
HapyUIeHUs
Cromauino-upeBHa |[ToBpbliane
U KOpeMHa 6oJika Kucrosna
Jucnerncus ¢dubposa c
YPEBHHU NPOSIBH
Xenaro-OunnapHu Ilopumaean (JKbnrenuna |Xematur
HapyuIeHus € Ha
4epHOAPOOH
UTE €H3NMHU

Hsnonzsana e naii-nooxoosuyama MedDRA mepmunonozuuna éepcus (8.11.1) 3a onuceane na
onpeodenenu peaxyuu. Texnume CUHOHUMU U CEBP3AHYU CLCMOANUA He ¢a U36POenY, HO mpabea dda ce
UMAm CbU{0 8 NPeOsUO.

B nombiHuHKME ca 0KIaaBaHM CHOUTHA KAaTO YePHOAPOOHU HAPYIUEHHs, aHOPMaJIHA YePHOAPOOHA
yHKIMA 1 4epHOAPOGHO yBpEXKIaHe, NOMYYEHH OCHOBHO OT SIOHHA.
B SInonus ca choGuieHu oTaeHU CiTydal Ha QyJIMHHAHTEH XenaTut ¢ (aTaneH u3xoa. Bpbskara ¢

I'mrokobaii He e sacHa.

AKko MpeanucaHaTa IME€Ta HE CE Cla3Ba, HEXKEIAaHUTE peaKLMU OT CTpaHa Ha 4YepeaTa Morar Jaa ce

3aCHJIAT.

AKO ce MOABAT CHITHO H3pa3sCHH CUMITTOMH, BBIIPEKU CMa3BaHETO Ha NpeAlMcaHaTa AueTa, Tpﬂ6Ba Aa
CC KOHCYyTHpAaTe C JICKap U 403aTa BpCMEHHO WJIH MOCTOSHHO J1a ce peayuupa.

Ilpu naumenTw, noyyasamy npenopeyaHata JHeBHa 103a ot 150 1o 300 mg I'mokobaii/qHeBHo,
PsAKO ca HabMoAaBaHH KIMHHYHO 3HAYMMM [ATOJOIUYHH YePHOAPOOHH TeCToBE (TPH IIBTH 110~
BHCOKM OT HOPMAaJIHHTE CTORHOCTH). [aTosIorMyHuUTE CTOMHOCTH MOraT Aa G'baT MPEXOAHHU NpH
NpojbIbKaBalla Tepanus ¢ I'mokobali (BikTe “CrielHanHy IpeaynpexkIeHIs U NPeAnasHi MEPKH

npu yrnotpeba”).

4.9 IIpenosupane

Koraro I'mokoGai TabneTku ce npueMaTt ¢ TeYHOCTH W/HJIK XPpaHa, ChAbPKALIN ern'exnj;(p'aTn Y
(monMzaxapuau, ONMUro3axapuan WK AU3axapu/n), peJo3HpaHeTo MoXKe J1a ZoBefe A0 METEOpUIBM

U quapus.




B cryuaii Ha npefosupate Ha Inoko6aii TaOneTKH, HE3ABUCHMO OT MpUEMa Ha XpaHa, He TpsOBa 1a
ce OuaKBa 3acHIBaHe Ha CUMIITOMMTE OT CTpaHa Ha 4cpBara.

[Ipu npeno3upaHe Ha NaLeHTa He TpAOBa Ja ce aBaT TeHHOCTH MM XPakH, CHABPXKALLH
BBIVIEXMApaTH (TIOU3aXapUIH, OJIMro3axXapuiy Win JM3axapuIv) npe3 cieAamute 4 - 6 qaca.

5. @®APMAKOJIOrMYHU CBOMCTBA

5.1 ®apMakoIHHAMHYHH CBOHCTBA
dapMakoTepanesTHYHa rpymna: MHXHOUTOPH Ha ana-riIroKo3uaasaTa
ATC kom: A10B FO1

AKTMBHOTO BellecTBo Ha Imokobail TabneTku ¢ akap6o3a, IiceBAOTeTpasaxapui OT MUKpoOHaieH
npousxox. [mokoGait MoXke Jia ce U3II0N3Ba 32 JIeHEHHE Ha HHCYJIMHO3aBUCHM nnabet (IDDM) u
HeuHCyauHOo3aBucuM auaber (NIDDM).

BB BCUUKH W3C/IEABAHHA KUBOTHHCKY BHAOBE akap003a ypa)KHsSBa CBOETO NeHCTBUE B UPEBHUS
TpakT. JleficTBUETO Ha akapbo3a ce OCHOBaBA Ha MHXMOMPAHETO Ha YPEBHU CH3UMH (O-TIIIOKO3UAa3H),
YYaCTBallM B PasrpakAaHETO Ha AU3aXapujiH, OJIMro3axapuiy 1 MojM3axapui.

ToBa BOK [0 3aBUCHMO OT J03aTa 3a0aBsHe Ha pasrpakIaHeTo Ha Te3u Bbriexuapatu. Haii-BaxHoTo
e ve [MIIOKO03aTa, TOJTyYeHa OT BBIVIEXHAPATHTE, Ce 0OCBOOOXK/IaBa U PEMUHABA B KPbBTA 110-0aBHO. [0
TO3M HA4YMH akapGo3a 3a6aBs  HaMAIABA MOCTIIPAHAMATHOTO NOBMILIaBaHe HA KPbBHATA 3axap. B
pesyJTaT Ha GanaHcupallys eheKT Ha NpYeMa Ha ITIH0K03a OT YepBaTa, THEBHUTE POMEHHU B KPBBHO
3axapHHUTE HUBA Ce HaMaJIABaT M CPeIHMTE CTOMHOCTH HA KPbBHATA 3aXap CE MOHIKABAT.

AKap603a MOHM)KaBAa MaTOJIOTUYHO [MTOBUILICHUTEC KOHLUCHTPallW Ha INTHKUPAHUA XeMOTJIOOHH.

5.2 @apMakoKHHETHYHH CBOHCTBA
dapMakOKMHETHUKATA Ha akapbo3a e M3CIIeIBaHa NPy 3ipaBy J0OPOBOJILM CJIe]| IePOpaTHO
npuioxenue Ha Gens3ana ¢ uzoron cyocranims (200 mg).

A6copbuus u bunonannenocr:

Tait kaTo cpeano 35% ot obuiaTa paoakTHBHOCT (CyMa OT HHXHOHTOpHA CYOCTaHUMS W BCHYKH
pasnagHu MPOAYKTH) ce eKCKpeTupa upes 6popeumte 10 96 uaca, MOXKe 1a ce NOMYCHE, Ye CTeTeHTa
Ha abcopOuus € Hali-MaJIKO B Ta3H I'paHMUIIA.

KoHueHTpauusaTa Ha ob1ara paquoakTHBHOCT B I1a3MaTa MpeMHHaBa 1pe3 ABa nuka. [IbpBusT nuk
¢he cpeia akap6o3a-eKBUBAIICHTHA KOHUeHTpauws ot 52,2 £ 15,7 ug/lcnex 1,1 £ 0,3 he s
CHOTBETCTBHE C JaHHUTE 3a KOHLIEHTPalUATa Ha MHXuOUTOpHaTa cyOcTaHms (49,5 + 26,9 ug/l cnen
2,1+ 1,6 h). Bropusar nuk e cpeato 586,3 + 282,7 ug/l u ce noctura cnen 20,7 £ 5,2 h. 3a pasnuka ot
ob1maTa pafoaKTUBHOCT, MAKCHMAJIHUTE [U1a3MEeHH KOHLIGHTpalMi HA MHXHOMTOpHAaTa CyOCTaH1Ius
ca mo-HuckH ¢ koeduuument 10 — 20 meTH. BropusT no-BUCOK MUK clief] 0kojo 14 — 24 yaca ce

npueMa, Ye ce IBb/DKK Ha abcopOuusTa Ha GaKTepHaTHUTe PasnajHy MPOAYKTH OT MO-AbAOOKHTE
4acTH Ha YepBOTO.

BbuonanuunoctTa € camo 1 - 2%. To3u M3KITIOYHUTETHO HUICBK CUCTEMHO HAJTUYEH MPOLUEHT OT . ™
MHXMOUTOpHA CyGCTaHIMA € XKeNlaH, Thil kaTo akap6o3a AefcTBa JIOKATHO B yepBaTa. ITo T031 HauuH: -
OMOHAIMYHOCTTA HIMA 3HAUYEHHE 3a TepaneBTUYHUS e(eKT. ' ‘




Paznpeneneune:
OtHOcHTeNHUAT 06eM Ha pasnpeaesnenue oT 0,32 1/kg TesiecHO Terno € U34HUC/IeH Mpy 3/1pasu
JOGPOBONIIM OT KOHLIEHTpAlKA B Tl1a3MaTa (MHTPaBCHO3HO I03MpaHe 0,4 mg/kg 1.T.).

Merta6oan3ssm 1 EnxnmMunnpane:
[1a3MeHHAT eTMMUHALMOHEH MOMYKUBOT Ha MHXMOUTOpHATa CyOCTaHIKs € CHOTBETHO 3,7£2,7h3a
dazaTa Ha pasnpezeneHue 1 9,6 + 4,4 h 3a hasara Ha eMMUHUPAHE.

YacTTa OT MHXMOMTOPHATA CYGCTAHIIHMS, €KCKpeTHpaHa B ypuHata e Ouna 1,7% oT mpuioskeHara 103a.
51% oT aKTUBHOCTTA € 6HIa eTumuHUpana 40 96 h upes pexanuure.

5.3 TIpeaxJHHHYHH JaHHH 32 6e30MacHOCT

OcTpa TOKCHYHOCT:

ITpoyusaHusTa 32 OCTPa TOKCHYHOCT CJIe]l IEPOPATHO M HHTPABEHO3HO NPUIIOKEHHE Ha akap0o3a ca
TNIPOBE/IEHH NPU MULIKH, TUIBXOBE M KydeTa. PesynraTute OT NpOYYBaHUATA 32 OCTPA TOKCUYHOCT ca
NpeICTaBeHN Ha TabiHLaTa rno-aoiy.

Bun Ilon Hauun Ha LDs, SIU/kg (°) | uTepsan Ha
TIPHITO’KEHHE noeepureatoct p<0,05

Muka m®) per 0s > 1000 000

Murka m i.v. > 500 000

ILrex m per os > 1000 000

TLrex m i.v. 478 000 (421000-546000)

[Isx O iv. 359 000 (286000-423000)

Kyue muf per os > 650 000

Kyue muf iv. > 250 000

(1) MBXKKH nOJ

(2) )xeHCKH nos

(3) 65000 SIU cpoTBeTCcTBAT Ha OKOJIO 1 g OT MpoayKTa
(SIU = saccharase inhibitory units)

BBb3 OCHOBa Ha Te3W pe3yJsiTaTH akapbo3a Moke Ja ce NpHeMe KaTto Oe3BpelHa, Clie]l €IHOKpaTHH
nepopaiud no3u; LD50 He moxe Aa ce onpenenu popu ciex ao3u ot 10 g/kg. Oute noseue, ve He ca
Ha0II0/JaBaHU CUMITTOMM HA MHTOKCHUKALKs B HUTO €1H OT U3CJICABAHUTE BU/IOBE.

CyGcraHiysra e ChLIo NMPaKTHYeCKH Oe3BpeHa ciie]l MHTPABEHO3HO NPUJIOKEHHUE.

H3cneasane 32 cyOXpOHHYHA TOKCHYHOCT

IMpoyusaHuATa 3a MOHOCHMMOCT Ca TPOBEAEHH MPHU ILUIBXOBE M IPH Ky4eTa 3a Meprol Hal 3 Mecela.
IMpu mwrsxoBe akap6o3a e u3cneaBaHa B A03H oT 50 — 450 mg/kg per os. BCUUKH XeMaTONIOrHYHH U
KJTMHUKO-XHMHYHH MapaMeTpH OCTABAaT HEMPOMEHEHH B CPABHEHHE ¢ KOHTPOJIHATA IPYyIa, KOATO HE €
nonyuasana akap6osa. IlocneaBaminTe XMCTOMATONIOTMYHU MPOYYBaHWsS HE MNPENOCTAaBAT JaHHH 3a
YBpeXXJIaHe MpH KoATa U 1a € A03a. ,

Josu ot 50 — 450 mg/kg per os chlIO ca H3cieABaHH NpU KydyeTa. B cpaBHenme ¢ KOHTpONHATA" -
rpyna, KoOsATO HE€ I10JTyHdaBa aKap6osa, NpOMEeHH OBbJDKAIIN CE€ Ha H3cjeaBaHara CY6CTaHI_[l/IS{ C‘a 6HJII/I
JIOKa3aHH BBPXY TEJECHOTO TETJIO, Ci-AMHJIA3HA AKTHMBHOCT B CepyMa M KOHLCHTPALMATA Ha YPes. B -
KPBBTa. BBB BCHUKM M3C/Ie[BAHM TPy TEJIECHOTO TerIO ce € MOBJMIO, KOraTo € JaBaHo
TOCTOSHHO KOJIHYECTBO OT 350 g XpaHa/THEBHO, CPETHUTE CTOHHOCTH €a Ce OHIKHIN OTYETIHBO TI0




BpeMe Ha IbPBUTE 4 CeMHLM Ha NPOYYBAHETO. KoraTo KoJMYecTBOTO Ha XpaHaTa € OWIo MOBHIIEHO
Ha 500 g/IHeBHO Ha S-TaTa CeJMHMLIA OT MPOY4BAHETO, KMBOTHUTE Ca OCTAHAJIM Ha CBHIIOTO TEJIECHO
terno. Te3n MpOMeHH B TENECHOTO Terj1o, MHAyUHUpaHu OT axkap603a B KOJIM4ECTBa, NPEBHIIABALIM
TeparieBTHUHATA 7033, TpAGBa Na ce MpPUEMAT KaTO M3pa3s Ha MOBHIICHATa dapmakoaArHaAMHYHA
aKTUBHOCT Ha M3CjeBaHaTa CyOCcTaHLMA, NOPaJX H3OKAIOPUEH XPaHUTEJICH aucGananc (3aryba Ha
BBIJIEXM/PATH); Te HE MPEJCTaBIsBaT BCHUIHOCT aKTyasieH TOKCHUEH edexr. JlekoTo nosuiliaBaHe Ha
KOHLEHTPALMATA Ha ypesTa TPAGBa ChLIO Aa Ce MpUeMe KaTo MHANUPEKTCH pesyirar oT JIEYESHUETO,
6. KATAGOHTHO METAGOMHTHO CHCTOSHHUE, KOETO Ce pa3BHBa Che 3arybara Ha Terno. Hamanenara o-
AMWIa3HA aKTHBHOCT MO)Ke CBIIO Aa ObAe HMHTepHpeTHpaHa KaTo CHMITOM Ha IOBMIICH
dapmakoauHAMUYEH eEKT.

XEOHﬂ‘lHa TOKCHYHOCT:

IpoyuBanms BBPXY XPOHMYHA TOKCHYHOCT €a MPOBEJCHM TPH ILTBXOBE, KydeTa M XamCcrepn ©
TIPOABIDKHTENHOCT CHOTBETHO 24 Mecena, 12 Mecela 1 80 cemmuuy. JIOTBJHATEIHO KBM BBIIPOCA 34
YBPEXKIAHETO MPH XPOHMYHO MpPUJIOXNEHHE, MPOY4YBAHMATA MpH IUIBXOBE M XaMCTepH ca 6nnu
IpeIHa3HAYEHH ChIIO 33 MPOyYBaHe HA Bb3MOXKHUTE KAHLEPOreHHN eeKTH.

KaHueporeHHoCT:

MMa HAKOJIKO TIPOY4BaHUA BbPXY KaHLIEPOreHHOCTA.

[Lrbxoe Sprague-Dawley ca nomyuasanu no 4500 ppm akapGo3a B XpaHaTa 3a NEpHOA OT 24 - 26
mecena. [IpunokeHnero Ha akap6o3a B XpaHaTa € TpPHYHHMIO 3HAYMTENIHO HEOXpaHBAHE IpU
XHUBOTHWTe. Ilpy Te3u ycnoBHs Ha NpoyuBaHe ca OWIM YCTaHOBEHH TyMOpH Ha 6pOpeunHns
NapeHXNM, 3aBUCHMH OT 103aTa (alcHOM, XUNepHePOHTIEH KapLIMHOM), B CPAaBHEHHE C KOHTPOJIHATA
rpyna, A0KaTo Karo usno uectorara (0COOEHO 4YecTOoTara Ha XOPMOHO3aBHCELUMTE TYMOpH) €
MOHIKEHA.

3a Na ce MpeaoTBpaTH MAJTHYTPHLMATA MPHU MOCHAEABALIMTE NPOYYBAHNA, JKMBOTHHUTE Ca [OJIy4aBalH
3aMecTBaHe ¢ rmoko3a. [Ipu go3a ot 4500 ppm akap6o3a + 3aMeCTBaHe C INIIOK03a, TEIECHOTO TETJio
e 6wio 10% IMo-HHUCKO OT TOBa B KOHTposHaTa rpyma. He e Ouna HabmoaBaHa MOBHIICHA Y€CTOTa Ha
OBOpEYHH TyMODH.

Koraro Ipoy4BaHeTo € MOBTOPEHO Ge3 3aMeCcTBaHe ¢ IUIIOKO3a 3a MO-IBABT NEPHON OT 26 Mecena e
6una HabMOJaBaHa MOBHMILEHA YeCTOTaTa Ha A0OpoKavuecTBEHHTE TyMOpHU Ha JlalauroBure KISTKH
Ha TecTHCUTe. BBB BCHUKM IpynH, MOJTy9aBally 3aMeCTBAHE C IJIIOKO3a, CTOMHOCTUTE Ha IIIFOKO3aTa
ca Gt (TOHAKOra NMaTONOTMYHU) MOBHIICHH (aJMMEHTapeH auabeT npH MPUIOKEHHE Ha FONEMH
KOJIMYMECTBRA TIIOKO034).

[Ipu npunoxeHUeTo Ha akap0o3a upe3 CTOMALIHA COHJA TeNeCHUTe Terya ca OWwiM B paMKuTe Ha
KOHTpOJIHATA Fpyla W B TOBa MpOy4BaHe € M3berHara nopuileHa (papMakoJMHAMHYHA aKTUBHOCT.
YecroTaTa Ha TyMOpHTE € O1jla HOpMaJIHa.

IIexose Wistar ca nmony4asaiau 0—4500 ppm akap6o3a B poaskeHne Ha 30 Mecelia ¢ XpaHaTa upes
cTomallHa conga. IIpunokeHHeTo Ha akapbo3a B XpaHara He € JOBEJNO 10 M3paseHa 3aryba Ha
TenecHoto Terno. Ot 500 ppm akap6o3a ueKyMbT e Gun yronemeH. Yectorata Ha Tymopu e Ouia
MOHIDKEHA W HAMa JaHHH 32 MOBHLICHA Y€CTOTa Ha TYMOPH. S

Xamcrepu ca nostyuasand 0—4000 ppm akapbo3a B XpaHaTa 3a HO-ABJIBI NIEPHOI OT 80 ceximMuuy, ¢
unn Ge3 3aMecTBaHe C IUIIOKO3a. [IOBMINEHH KOHIEHTpaUMM Ha IVIIOKO3a B KpbBTa ca Ouim
HaGIOaBaHK NPH KUBOTHH B IPyMNaTa ¢ Hail-BHCOKa 103MpoBKa. YecToTaTa Ha TyMOpHUTE He € Ouna.
TMOBHILIEHA. T :




PenpoaykTHBHA TOKCHYHOCT:

[IpoyuBaHus BBPXY TepaToreHHuTe e(eKTH ca MpOBEJEHM MNP IUIBXOBE M 3aHli, Kato ca
w3non3sany 1034 ot 0, 30, 120 1 480 mg/kg nep oc npu aBata Bra. [IpH MIBX0BE JIEYEHHETO € 610
MPHIIOXKEHO OT 6-us [0 15-Ths 1eH Ha GpeMeHHOCTTa W MpH 3aiiuy OT 6-THs 1O 18-Tus meH Ha
OpeMeHHOCTTA.

He e uMaio JaHHU 3a TepaToreHHH eeKTH, AbIDKAIM ce akapbo3a NpH ABaTa BUIa B IPAHULMTE Ha
U3II0A3BAHUTE J03H 110 BpeMe Ha U3C/IE€ABAHETO.

He e 6uno HabmonaBaHo yBpexkaaHe Ha GepTHIMTETa MPH IUIHXOBE OT JKEHCKHM M MBKKH I10J1 Mpu
no3u go 540 mg/kg/aueBHo.

[Tpunoxenunero a0 540 mg/kg/nHeBHO Mo BpeMe Ha (ETATHOTO pa3BUTHE U KbPMEHE NPH IUTbXOBE HE

e uMaio eeKT BbPXY POMOBHS IMpOLEeC WIH MiIaguTe opranusmy. HaMa naHHH 3a M3M0JI3BAHETO Ha
mioko6ait o BpeMe Ha GpeMEHHOCT ¥ KbPMEHE MPH XOpa.

MyTareHHocr:

Crnopey MHOTO MpOY4BaHWs BBPXY MYTAareéHHOCTTA HAMAa JAHHM 34 I€HOTOKCHYHO [CHCTBUE Ha
akap0o3a.

6. OAPMAINIEBTNYHHA JAHHU

6.1 Chnucnk HAa TOMOINHHTE BEeIEeCTBA

MukpokpucTanHa Lestys103a, CUTMLMI KonouaeH 6e3B0ieH, MarHe3ueB CTeapar, LlapeBUYHa
cKopOsia.

6.2 HecnBmecTHMOCTH
Henpunoxmumo.
6.3 Cpok Ha rogHocT

bructepHa onakoeka PP/Al — 3 roguan.
bavcrepHa onakoska PA/AI/PVC, 3aneuaran ¢ Al doamo — 4 roaunu.

6.4 ChoenuaJHH yCJIOBHSI Ha ChXpaHEeHHe
Ja ce cexpaHsBa 1ipu TeMneparypa rox 25 °C.

I1pn ycnosus Ha cbxpadeHue 1o 25 °C u oTHocHUTeNHa BiaXHOCT o 60% Tabnerku 6e3 onakoBka
MOrar J1a ¢€ CbXpaHsBaT 10 ABe ceAMULH. [Ipy no-BUCOKM TeMriepaTypy W/HIM Mo-BUCOKA
OTHOCHTEJIHA BJIAXKHOCT, MOT'aT Jia ce MOSBAT IPOMEHH B 1IBeTa Ha TabJIeTKITE, KOMTO He ca B
onakoBka. ClieoBaTe/IHO TabeTKUTe TPAOBa [a ce H3BaKAAT OT OMaKOBKaTa WK (akoHa
HEMOCPEACTBEHO NpeH ynorpeoda. -

6.5 lanan 3a onakoBKarTa

bnucrepna onmaxoBka PP/Al wnu Gnucrepua onakoska PA/AI/PVC, saneuaran ¢ Al;‘ oo, - 2
Bceska onakoska cpabpika 30 Tabnerxu. R




6.6 Cnenmannn npeanasHu MepKH npu H3XBBpJISHE

Hewuznonassaausat NpOAYKT WJIH OTIIAABbYHHUTE MaTepualid OT HETO Tpﬂ6Ba Ja C€ U3XBBPIIAT B
CBOTBETCTBUC C MECTHUTE U3HCKBAHHA.

7. TIPUTEXATEJI HA PASPEHIEHUETO 3A YIIOTPEBA

Bayer Schering Pharma AG

13342 Berlin

I'epmanus

8.  HOMEP HA PABPEHIEHUETO 3A YIIOTPEBA

[1-13450/19.06.2006 (Per Ne 20010298)

9. J1ATA HA ITBPBO PA3BPEIIABAHE/IIOJJHOBSIBAHE HA PA3SPEHIEHHETO 3A
YIIOTPEBA

Mata Ha mbpBo paspernasane: 26.03.2001 r.

Jata Ha nocnenno noguosasane: 19.06.2006 r.

10. JATA HA AKTYAJIM3BUPAHE HA TEKCTA

06/2009



