KPATKA XAPAKTEPUCTUKA HA NMPOLOYKTA

1. TePFOBCKO UME HA NTIEKAPCTBEHWA NPOOYKT

Amaryl 3 mg ‘-liftﬁ%nCiEPC?ﬁG HA 3£pAQEOﬁQSEAHE 0
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Amapun 3 mg

2. KONM4YECTBEH U KAYECTBEH C'bCfAB

Becaka TabneTka cearpxa 3 mg glimepiride.

32 noMOoLYHNTE BetlecTra, BX. 6.1,

3. JIEKAPCTBEHA ©OPMA
TabneTku _
TabneTkuTe ca oBarnHy, 6rnego XuTy ¢ AEnUTENHS YepTa OT ABETE CTpaHu.

4. KMAHNYHW BAHHU
41 TepaneBTUYHY NOKa3EHKS

Amaryl e nokasaH 3a fieueHue Ha 3axapeH guaber Il Tun, xorato camo gueTara,
(hU3MYECKOTO HATOBAPBAHE W CHINKABaHETO Ha TENECHOTO TEMNO ca

HeaoCcTaTbYHI.
4.2 [Hos3upoBKa U HauMH Ha ynoTpeba

OcHoeaTa 32 yCrnellHoTo fiedeHne Ha Anabera ca noaxogswara gueTa,
pepoBHaTa (hU3NYECKa akTMBHOCT, KAKTO W PYTUHHOTO U3CNegBaHe Ha KPbBTa U
ypuHaTta. TabneTkute 1 MHCYNWHBT HE MOFaT A3 KOMMNEHCUPAT 2K0 NauneHTLT He

cnasea npenopLYyataTa gueTta.

LloanpoBkaTa ce ofipeaesns cnopen PesynTaTuTe OT M3CNeABaHUATa Ha 3axapTa

B KPBETa U YpUHATZ.




HauanHata gosa e 1 mg glimepiride gHesHo. AKko ce nocTurHe RoGPO

oBrfia[ifBaHe, Tasu A03a TpsbBa Aa ce M3NoM3sa U 3a NogNEPKalla Teparivs.

AKO KOHTPONLT € HE3aR0BONMTENEH, A03aTa TpadBa ga e yeenuueHa
¢wobpasHo cTeneHTa Ha OBNagABaHe Ha KpbBHaTa 3axap, CTbMNarioBUAHO ©
WHTEPBas OT okono 1 40 2 ceamnLIM MEXAY BCSIKO CThMasno, Ao 2, 3 unu 4 mg
glimepiride Ha peH.

JosaTa Hag 4 mg glimepiride gHeBHO Aaga No-gobpu pesynTaTh CaMmo B
nsKrosMTernHy cnyyan. MakcumanHara npernopbunTenta fosa e 6 mg

glimepiride gHesHo.

Mpy NawdmeHTy, KOUTO HE Ca OBNaAeHN a[eKBaTHO C MakCUManHaTa QHeBHa 4033
metformin, MoXe Aa ce 3arnovHe ChIBTCTRALLO feveHue ¢ glimepiride.

Josata Ha metformin Tpabsa oa ce sanasy, a nevueHueTo ¢ glimepiride ce
3anoyBa ¢ HUCKa [03a, KOATO ce TUTPUPA B 3aBUCUMOCT OT XEeNnaHoTo HUBO Ha
MeTaboNmMTEH KOHTPOr [0 Makeumanhata gHesHa goza. Kombukupadata

Tepanus TpABBea ga ce 3anoysa rnog, CTporo MeauLMHCKo HabniogeHne.

AKO nauveHTsT He ObAie OBNafsH afeKBaTHO C MakcuMarHaTa gHEBHa 503a
Amaryl, np1 HeoBXOANMOCT MOXE Aia CE 3aro4He ChBTCTBALLC NeYeHle ¢
uHcynvH. [Npwn 3anassaxe fo3sata Ha glimepiride, MHCYNWHOBOTO fEYeHNE ce
3aroqBa C HACKa 1033, KOATO Ce TUTPMPa B 3aBUCMMOCT OT XKeNaHOoTO HUBO Ha
meTabonuteH konTpon. KomGunmpadaTta Tepanys Tpabea fa ce sanousa rnog

CTPOro MeauuMHcKo HabrmogeHue.

HopmanHo, egHokpaTHa AHeBHa Josa glimepiride e goctareuHa.
lMpenopbunTENHO € Tasu Ao3a Aa Ce Npuema HeMnocpeACTBEHO MPeiu, Ui rno
BpeME Ha CTabunHa 3akycKa, UInk aKo HAMa TakoBa XpaHeHe, HernocpecTBeHo
npeay, Uni no BpeMe Ha MbPBOTO OCHORHO XpaHeHe.

Axo 6b4e nponycHaTa [Jo3a, Ts He OMBa Ba ce KOMNeHCUpa ¢ yBenu4asaHe Ha

crieasawiara nosa. Tabnetkite TpsibBa ga ce normbLaT LEny ¢ Mariko TEHHOCT.

AKO NauMeHTLT pasBue XUnornnkemuyHa peakymst ot 1 mg glimepiride gHeBHO,

TORa o3Havaea, Ye Toi MoXe fa Obae oBnagsaH camo G gneTa.
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Ha aozara WnKu CnMpaHeTo My. HDOMBHM B 03aTa MOraTt fia ce HanoxaTt Celyo 1
aKOQ HacTeMNAT [MPOMEHW B TEIMOTO Wit Ha4vulHa Ha XXWUBOT Ha navuveHTa, Wk ako

Bb3HUKHET OPYTN CbaKTOPVI yEenivaealiy pucka o1 XuMno- Ui XMNepirnkeMns.

[pemuHaBane OT BpyrU NEepopasiHy XUMOrIMKEMHUYHN CPEACTBa KEM
Amaryl

IO FPUHLNA € BBEMOXHO MPEMUHABaHE OT APYM XUMOTTTMKEMUYHN areHT Kb
Amaryl. 32 npemuHasaHeTo KM Amaryl, Tpsbsa ga ce B3eMat npessug
MOLLHOCTTA M MONYXMBOTA Ha NPEAXOAHOTO fneKapcTeo. B HAKou cnyyal,
ocobeHOo npy NPOTUBOAKNADETHN CRELACTBA C KBkl MONYXMEBOT (Hanp.
chlorpropamide), € npenopbYUTENESH NEPNOA HA U3YNCTBAHE OT HAKOMKO BHU G
orfieq 4a Ce HaMarnv 0 MUHNMYM PUCKa OT XUMOTMKEMUYHN peakumm

BCTIEACTBIE aAuTUBEH edeKT.

MpenopvunTENHaTa HavyanHa aosa e 1 mg glimepiride gHeBHo. B3 0CHOBA Ha
NOBMUABAHETO, 03aTa Ha glimepiride Moxe ga ce yBenuyaea crenaiioobpasHo,

no HavrHa NoOCoYeH RO-Tope.

fMpemuHaBaHe OT MHCYNUE KbM Amaryl
B n3knouuTenHN cryyan, KoraTo naunentu ¢ guadet |l Tun ca perynupany ¢
WHCYIMUH, MOXE Aa UMa MoKasaHna 3a npeMuHaeaHe Ha Amaryl. .

MpeMunaBaHeTo TpAGBa Aa ce M3BLPLLBA MOA CTPOro MeAULIMHCKO HabBriiogeHne.

Ynotpeba npn He6pevuHr 1 YepHOZPOoOHK HapyLUeHWUs:
Bx. pasgen 4.3 [lpoTueonokasaHns.

4.3 [poTHBONOKazaHus

Amaryl He TpsibBa foa ce usnonasa B CriefHUTE Criyvam:
WHcynuHozaeucuM auabeT, puabeTHa KoMa, KETOaUupR03a, TEXKU HapyLIeHs 8
6u6peuHaTa unn YepHoapobHaTa MYHKUKUSA, CBPBEXHYBCTBUTENMHOCT CIPAMO
glimepiride, gpyrv cyncasunypeinn NpoayKTit v cyrndoHamuay, nin cnpsamo
roMoLLHUTE BetlecTsa B TabneTkara.

B criy4au Ha TeXKuU pascTpoicTBa BBB (PYHKUMATa Ha 6B0peLmTe unmn YepHns
8poB, e HeoSXoAMMO NpeMuHaBaHe KbM UHGCYSVH.
Amaryl e NpoTUBOMNOKasaH npk OpeMeHHOCT N KbpMEeHE.
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4.4 Crieumansu npegynpexneHus U cnelnansEu npeanasHyu MepKy npu
yrioTpeda

Amaryl TpsGea ga ce npuemMa HENOCPEACTREHO NMPegK, MU HO BpeMe Ha SaeHe.

KoraTto xpaHerusTa Ce MSBLPLUBAT B HEPEA0OBHM HYaCoBE W 130510 BuBat
nponycKkaHy, nevesmeto ¢ Amaryl Moxe ga noBefe [0 XMMOTrNMKEMUs.
EBeHTYanHuTe cMMNTOMIN Ha XUMOTMIMKEMUS BKIIOYBAT: Masobornne,
HenpeogonuM rMap, rageHe, NoeBpbLLAHE, OTNAJHANOCT, CbHNUBOCT, HapyHIEHNUs
Ha CbHs, Oe3noKoNCTBO, arPecBHOCT, HapyLLEeHY KoHLUEHTpaLus, bogbpcTeaHe U
BpeMe 3a pearvpane, NoTUCHaToCT, 06BPKaHOCT, faet-zeam " 3pUTENHN
pascTpoiicTBa, athasus, TpemMop, Napesn, CEH30PHW HapylieHUs:, 3amMasiHoCT,
Be3nomoLLHOCT, 3aryba Ha camMoKoHTpon, oenup, depebparHu repyose,
COMHOMEHTHOCT Y 3aryba Ha Cb3HaHNe BRIIIOUMTENHO 40 KOMa, FIOBLPXHOCTHO
Buuade n Opagukapana. OceeH TOBa, MoraT ga ¢ca Hanuue 1 npusHaLm Ha
apipeHeprnyHa obpaTtHa perynauus, KaTo M3noTsaeaHe, Nenkasa Koxa, pb3dbyaa,
TaXuKapaud, XUNepTeHsns, ekcTpacucTonus, angina pectoris and u cbpReyHn

apuTMUK.

KnuHuaHaTta KapTWHa Ha TEXKNA XNNOrMMKemnueH nprcTen MOXe aa

Hanopobsiea Tasn Ha WNHCYFIT.

Cumntomute nouTy BuHaru 6bpso morat fga 6baaT oBrnageHu vpes HesabaseH

MpUeM Ha BbITNEXugpath (3axap). MskyCTBEHUTE NOACNAQUTENN HAMAT eheKT.

Ot gpyruTte cyndaHunypeiit rpenapat € U3BECTHO, Ye Bbpeku

MBPBOHAYAIMHO YCHELUHUTE KOHTPAMEPKY, XMMOTTIMKEMUATE MOXE [ia Ce NOBTOPU.
TexKaTa unm NpoALIKUTENHA XUNOMUKEMUS, OBMaAAHa CamMO YacTUYHO C
nomMoLiTa Ha oBUYaliHUTe KONMUYeCTBa 3axap, Hanara HeaabaBHO NMeyeHue, a B

HAKOW cnyyan 1 Xocnmransatlusa.

dakropuTe SNArcrpusTCTEELLN XUTOMTIUKEMUSTE BKITIOUBAT:

Ha nadneHTa A2 CbTpyaHu4H,

- HeaoxXpaHBaHe, HEpeLOoBHU YaCOBE Ha XpaHeHe 1IN i
XpaHeHWs, AW Oeplioai Ha Bb3ObPXKaHe OT XpaHa,

e
ri Gt

o
Y

,
4

e
-

A




- NPOMEHN B ANETATS,
- AucbanaHc MeXay (hU3MYeCKOTO HAaTOBapBaHe 1 NpMemMa Ha
BBIMexXnapaTi,

- KOHCymauus Ha ankoxorn, ocobeHo B KoMOUHaLUus ¢ nponycHaTn

XpaHeHus,

- HapyweHa 6u0peyHa dyHKUNS,

- TEXKa “epHOAPOOHa ANCHYHKLNA,

- npefosupade Ha Amaryl,

- HFKOW HEKOMMEHCUPaHW HapyLUEHUS Ha EHACKPUHHATa cucTeMa
3acsralyn BernexunapaTHns meTtabonusbm nnu obpaTtHata perynauns Ha
XUNOIMUKEMUATA (KaTO HanpuMEP NpKt HAKOW PasCTPORCTEA B
lMTOBMAHAaTa hyHKUMS 1 NpK NPeaHa xynoduaapHa unm
a71peHOKOPTUKOMAA HEAOCTATBYHOCT),

- €[ HOBPEMEHHO NPMEMEHE Ha HAKOWU MeaVKamMeHT! (BX.

BsanMogeiicTBug).

NevyeHneTto ¢ Amaryl UsMcKBa PEROBHO CrieAeHe Ha HuBaTa Ha KphBHaTa 3axap B
Kp®BTa 1 YpuHaTa. OcBeH TOBa, ce NpenopbLysa onpegenate Ha

CBOTHOLUEHWUETO Ha FRMKMPaHNs Xemoritiobul,

Mo Bpeme Ha nevyexneTo ¢ Amaryl e HeoBXoaMMo PeROBHOTO M3cneaBaHe Ha
yepHus Apol U Ha XeMaTonoruyHuTe nokasartesniv (ccobeHo Ha neBKoLMTATE U

TpomMbouuTHTE).

Mpw cTpecoeu cuTyauuy (Hanp. 3rononyKy, CreLHY onepauuni, HhekLumn ¢
heBpUnUTET U rip.) MOXE [a C& HanoXW BPEeMEHHO NPEMUHABAHE Ha NHCYSVH,

Hama Hatpynas onut 3a ynotpebarta Ha Amaryl npu rnaumeHT © TeXKN
HapyLUEHUS B YepHoLpoOHaTa yHKLMS UNKn npyu nauueHTh Ha guanusa. flpu
NAaLVeHTN ¢ TEXKN HapylieHns Ha 6vbpedraTta unu YepHogpobHaTta yHKuMs

NokasaHo npemMuyHaBaHe Ha MHCYNH.

4.5 B3aumopgeicTBuE ¢ [pyry NeKapcTBEHU NPOOYKTA U ApYru dopmu

Ha B3aMMOZEWCTBUE

ATV
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XunernMkemMu4HoTO AchcTBME Ha glimepiride. Mopagu Tosa, Opyrn nexapcrea

TpsibBa pa ce npumMmaT camo CkC 3HEHUETO (V[I'[M no npe,qnmcaﬁwe) Ha nexap.

Glimepiride ce meTabonusupa ot uutoxpom P450 2C9 (CYP2CQ). WseecTHo €,
4e MeTabonMambT MY C& NOBMUSABA OT eAHOBPEMEHHOTO npuemane Ha CYP2CY

nHgyKTOopW (Hanp. rifampicin} uny vHxubutopy (Hanp. fluconazole).

Pesyntature OT in vivo npoyyRaHe Ha B3aUMOZeNcTBusATa CboblleHn B
niTepaTypaTa Nokassar, Ye niowTa Noj kpusarta Ha glimepiride ce yeenuqasa
npubnuautenHo asykpatTHo oT fluconazole, eguH o1 Hai-moLuHMTe CYP2CQ

UHXxubuTopu.

Bw3 ocHoBsa Ha onuTa ¢ Amaryi 1 ¢ gpyrn cyrbanunypeilHn npenaparm,

Heobxoanmo e fa 6baaT CrioMeHaTu CrieAHNTE B3auMoRencTBIs:

FaTeHympate Ha noHwKaBaltling KpLEHaTa saxap edbeKT, a Nopaay ToBa, B HAKOK
cnydan Mmoxe na Be3HVKHE XMorfkeMia npk npuemMaHe Ha HAKOW OT cneghHinTe

MeanKamMmeHTU, Hanpumep:

phenylbutazone, azapropazon n oxyfenbutazone, sulphinpyrazone, MHCYNYH 1
nepoparnHy npoTuesoanabeTHN CpeacTBa, HAKOM SBIIro gehcTBatin
cynchoHamuan, meiformin, TETpaUMKIMHW, CaNULIMINAT U p-aMUHO-CanuUMNosa
kucesinba, MAO-uHxnbnTopy, aHabornH CTEPOUSN U MBXKA MOMIOBK XOPMOHH,
XuHonoHoBu anTubuoTuum, chloramphenicol, probenecid, xymapuHoBu
aHTukoarynaHTu, miconazol, fenfluramine, pentoxiphylline (sucoxku
napexTepanyn gosu), hubpatu, iritoqualine, ACE uHxubutopuy, fluconazole.

fluoxetine, allopurinol, cumanaTMKONUTULIK, LMKRO-, TPO- U uthochamuan.

OtcnabeaHe Ha NoHKaBalms KpbBHATA 3axap edekT, a ropagy Toea, B HAKOU
Cryyam MOXE [ Bb3HUKHE XUNOFMMKEMUS P NPUEMAHE Ha HAKOW OT CrepHuTe

MeaUKaMeHTH, Hanpumep:

ECTPOreHn U MporecTarexdit, canypeTuuy, TUasuaH SuypeTuUn, areHTu
CTUMYNVpaLLM IUMTOBUOHATA XIiesa, FNIOKOKOPTUKoNAN, eHOTUa3NHOBK

npouseogHy, chlorpromazine, adrenaline n cUMAATUKOMUMETULIA, HUKOTUHOBAE
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(npu npogwbmxuTenHa ynoTpeba), phenytoin, diazoxide, glucagon, 6apbutypatn

u ritampicin, acetozolamide.

H. aHTaroHucTute, B-6niokepute, clonidine u reserpine morat ga fosegart Wik 4o

noTesUMpaHe, uiau oo oTcrnabsaHe Ha NMoOHWKaBams KptBEHaTA 3aXap echeKT.

Mopx BNVSAHUETO Ha CUMMNATUKCIUTUYHN MegUKameHTV kato B-6nokepu, clonidine,
guanethidine u reserpine, npusHaLmTe Ha 0bpartHa perynaums Ha

XunornvkemuaTa morat ga 6taat otcnabeny unu ga OTCHCTBAT.

KOHcyMELMFITa Ha ankoxXon MoXe HenpeackasyeMo fa notTeHuupa unuy goa

oTCNabu XMNOTMUKEMMYHOTO AeRcTBUE Ha glimepiride.

Glimepiride moxxe ga noteHuvpa unn ga otcenabu edekTute Ha KyMapuHOBUTE

MPON3BOSHN.
4.6 BpeMEKHOCT ¥ KbpMeHe
bpemerHocm

Amaryl e npoTueonokasaH npu 6pemerHoct. Mpu nogebHu obcroaTencrea e
Heobxogumo Aa ce ynoTpebasa uHeynuH. MNauveHTrUTe, 3aMucraluY aa

3abpemeHenT TpAbRa fa YBEOOMAT CBOS fieKap.
Kapmere

Toi kKaTo cyndaHunypeiHUTe NpounssoaHn KaTto glimepiride npeMuHaBaT B

mMaiymHoTo Mnsko, Amaryl e Tpabsa fa Obe NPMEMaH 0T KbPMadKu.
4.7 BnusHWe BBPXY CMOCOBHOCTTa 3a wodupaHe U pabota ¢ MawWKHKn

CnocobHocTTa Ha NauMeHTUTE 3a KOHLEHTpaLWs 1 pearnpaxe Moxke faa Onae
HapylweHa BCReACTBUE XUMOMTIMKEMUST UINA XUNEPTIIMKEMUS, UMK Hanpumep,
BCRELCTBME HapyLleHWs B 3pEHUETO. ToBa MOXe Aa NpefcTassAsa onacHoCT B

CUTYaLMY, NPY KOWUTO TE3N CrOCoBHOCTM ca OT 0COBEHO ronsamo sHadeHue (Hanp.

lwochupaHe unm paboTta ¢ MaLnHu). /gm
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MauveHTute Tpsidea ga 64aT NOCLBETRAHM Oa B3eMaT NPeaAnasHy Mepxu 3a
n3bsireaHe Ha XUMOrMVKEMUS NO BpeMe Ha wodunpaHe. Tosa € 0cobeHo BRKHO
npy MLE ¢ NOHWXEHO WIM SNMCBALLO YCELaHE 3a NPegyNpeanTEHUTS
CHMITOMMK HA XUTIOMTIKEMUSTE, UM KOUTO UMAT YECTY ENN30AN Ha
xunornukemusi. Heobxognumo € gobpe ga ce obmncny ganu rpu Takmea

oBCTOATENCTBE € NPenopbYMTENHO T Aa WodmpaT unu ga paboTart ¢ MallvHK.
4.8 HexesaHu nekapcTBeHU peakium

Bws ocHoea Ha onuta ¢ Amaryl u ¢ apyru cyndaHunypeilnn npenapati,
HeobxognMo € ga 6bAaT CrioMeHaTy CrieBHUTE HEXENnaHy NeKapcTBeHN

peaxLmu:

Hapywmenus B UMyHHaTa CHCTEMA

B MHoro pefku cny4an nexuTe peakumn Ha CBpbXUYBCTBUTENHOCT MOraT Aa
npepacHaT B TEXKU peaKkL C JUCTHES, CHUXABaHEe Ha KDBBHOTO HanaraHe u
NnoHaKora WoK. B MHOro pegki crnyyan € BL3MOXMHO [a ce passie aneprudeH

BACKYSNT.

Bb3MoxHN ¢a KpBCTOCaHM anepruy cbe cyrichannnypeiiHi npenaparm,

CyNoHamMnaW unv CPOAHU BelUecTsa.

Hapywenus B KpbBTa ¥ NumdHaTa cucreMa

o Bpeme Ha NevenneTo ¢ Amaryl MPOMEHUTE B XEMATOSOMMYHUTE MOKa3aTenn
ca peakn. Be3MOXHO € ja Bb3HUKHaT YMEpeHa A0 TeXKa TpoMOoLMToneHus,
FIEBKOMEHUS, EPUTPOLMTONEHUSA, TPaHYNOLIMTONEHUS, arpaHynoumnTosa,

XEMOMUTUYHE aHeMUA W NaHLMTONEHNS.
Mo npuHUMn Te ca 06paTUMU CRep, NPEKpaTABaHe NPUEMa Ha MEIVKaMeHTa.

MeraBonuTHy U XpaHuTesiHn PascTpoicTea
B pepku cnyvau crieg npuemM Ha Amaryl ca HabrniogaBaHn XunornMKeMmnyHn
peakumn. Hali-yecto Te3n peakumy Bb3HMKBaT He3abasHo, MOraT fia ca TEXKMA it
HE BUHAr € NecHo Aa ObAaT Kopurnpary. BesHukBaHeTo Ha nofobHN peakumn
32BUCK, KAKTO K ripy SPYri XUNOMMKEMUYHN Tepanui, OT HAUBUAYAriHN
haKTOPY KaTO ANETHU HABULIK W OT J03UPOBKaT (BX. paag@; ﬂQ
npenynpexneHus 1 creLuanHn NpeanasH Mepki Npu yr *‘f "r—\\"?*“




Ounu pascTpoilcTea
QOcofieHo B H24anNoTo Ha NEYEHWETO € BL3MOXKHO A2 Bb3HUKHAT npexoaHun

HapyLUeHs B 3PEHNUETO, NOPaJA NPOMAHA B HUBATA Ha KPLBHATA 3axap.

CToMawHo-4peBHN HapymeHns
FacTpo-METECTHMHANHKTE OMNaxKBaHWA KaTo rafeHs, nospsluaHe U guapinsa,
TEXECT Wik yCcellaHe 3a npelkfHeHOoCT B CToOMaIHaTa cbnact u KOpPeMHK Dorku

Ca MHOIO PEAKW U PAOKO BOAAT A0 NpeKparasaHe Ha NeYeHneTo.

Xenato-burmapHu Hapyenus

Bb3MOKHO € A3 Bb3HKUKHE NOBMLLEHNE Ha YepHOoapobHUTE eHaumu. B MHoro
penKu cryyan MoXe Aa ce pasBue HapylleHWe Ha YepHoapobHaTa MyHKUVS
(Hanp. c XosiecTasa n NKTep), KaKTO ¥ XenaTT, KOWTO MoXe fa nporpecupa oo

yepHoAapobHa HEACCTaTBYHOCT.

Hapymenus: Ha KOXaTta u NOHKOXUETO
BL3MOMHO € [1a BL3HUKHAT PeakLy Ha CBPBXHYBCTBUTENHOCT NO KOXATA, KaT0

cbpbex, pawt 1 ypTukapus.

B MHOro pegKu criyday mMoxe Aa Ce pasBue CBPBXHYBCTBUTENHOCT KbM

CBETITUHA.

JNaBopaTtoprn NoKasaTenu
B mHoro penKu criydan e Be3IMOXHO Aa e Nonyyy CHmkeHre Ha HaTpneeara

KOHLIeHTpauus B cepyMa.
4.9 Tlpenosupane

Criep npveM Ha CBPLXA03a, MOXKE & Bb3HUKHE XUNOrmmkemus ¢
npogbLmXUTENHOCT 0T 12 Jo 72 yaca, KoATO MOXe Aa Ce MOBTOpU Crien
MBPBOHAYArHO BB3CTaHoBABaHe. CUMNTOMUTE MOTAT fa He ca Hanuue B
NPoABIRKEHUE Ha A0 24 yaca cnep npuema. I'o NpukLmn ce nNpenopb4yBa
HabnogeHue B bonHuua. MoraT Aa BB3HMKHAT rafgene, noepuliaqe, 6ok B
enuractpuyma. B oblua cniydai, XMnornmkemMmmaTa Moxe ga e npuppyxeHa ot
HEBPONOMYHY CUMITOMI KaTO HECMOKONCTBYE, TPEMOP, SPUTENTHN CMYLLEHNS,

npobnemy ¢ KoopaWuHauuaATa, CbHITMBOCT, KOMa 1 IbpYOBE. f///"”‘;”““:m
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Fleuenneto ce CHCTOU NPEQUMHO B fipefoTepaTasaHe Ha abcopbuuwaTta upes
npeauaBuKBaHe Ha NOBPbLAHE, Ciied KOSTO ce npueMa Boga unu numoHapa ¢
aKTvBeH BblyieH (aacopbeHT) u HaTpues cyndat (nakcatme). AKo € NpueTo
ronsmMo KOTM4ECTBO, e MoKasaH CTOMAaLLUEH NaBad, NocnefsaH OT aKTMBeH
BBIIEH U HaTpues cyndar. B cnyyan Ha (Cepuo3H0) Npeaosmpane, e Nokasakla
XOCrUTanusaLums B 3BeHC 3a MHTEH3NBHU rpwiv. Makcumanso 6bpao Tpabea ga
ce 3afiovHe NpunaraHe Ha rmoKosa, npu Heobxogmmoct 4pes Sonycro
MHTpaBeHO3HO UHxXekTupaHe Ha 50 mi 50%-eH pasTBop, nocrensax ot UHpY3ns
Ha 10% pasTBop CbC CTPUKTHO MOHUTOPUPaHe Ha KpbBHaTa 3axap. [1o-

HaTaTbLIHOTO NevyeHne Tpabea ga 6bae CUMITOMaTUYHO.

OcobeHo npy NeYeHre Ha XUMNOornuKeMWsi BCrieacTeme criydaitHo npuemare Ha of
Amaryl oT 6ebeTa n manku geua, A03aTa Ha npurnoXeHaTa rmwkosa Tpsabsa 4a
ce KOHTPOnMpa BHUMaTESHO 3a fa ce n3berHe BepoATHOCTTa OT NPepu3BuKBaHe

Ha onaCHa XNNepPrmMnKeMis. Kp'bBHaTa 3aXap TpHGBa £Aa ce cnegn CTpUKTHO.

8. DAPMAKOSIOTMYHA BAHHW

5.1 DapmaKogUHaAMUYHIK CROKCTBa

®apmakoTepaneBTUYHa rpyna: lNepopanty noHwkasalym KpbBHaTa 3axap

nekapctea: CyndoHamuan, ypea gepusati. ATC kop: A10B B12.

Glimepiride € nepoparHo aKTMBHO XMNOMMKEMUYHO BELLSCTBO NPUHanexatlo
KbM cyrcharunypeiiHara rpyna. Toil MoXxe Aa ce nanonssa npu

WHCYNIMHOHE3aBUCM 3axapeH anaber.

Glimepiride gefcrea Ypes cTumMyrnmupane ocBoBOKAEBAHETO Ha HCYNWH oT GeTa
KneTKMTE Ha NaHKkpeaca.

KaxTo v npu apyry cyrichanunypeit NpogykTu, To3n eeKT ce OCHOBaBa BbpXy
yCUriBaHe OTTOBOpa Ha NaHKpeatuyHuTe BeTa KNeTkn Kb (hU3MonornyHus
crumyn Ha riokosata. OceeH ToBa USITIEXAa, vYe glimepiride nputexaea
fioguepTaHl excTpanaHkpeatuuHy edekty, otbensisadn CcbLo U Npu APy

cyndanunypeiHy NPooyKTU.
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CyndanunypefiHiTe NPOAYKTU PErynvpart HCYAMHOBaTa CeKpeLns Ypes
3aTBapsiHe Ha ATQ-4yBCTBUTENHUTE Karnveeu KaHanyeta B MemOpaHata Ha beta
KneTkMTe. 3aTBapsHETO Ha KanneBUTe KaHandyeTa npejussnKea genonspnaasms
Ha BeTa KNeTKMTE, B PesynTaT Ha KOeTo — NOCPEACTBOM OTBapsiHe Ha
KanuueBuTe KaHarn4yera — ce NoCTura MoBULLEHO HaBU3aHe Ha KanLuii B
KneTkara.

Tosa Bogw B0 OcBOOOKAABAHE Ha UHCYNUH NOCPEACTEOM EK30LIMTO32.
Glimepiride ce cBbp3Ba C Bucoka 06MeHHa CKOpocT ¢ 6eTa-KneTsYeH
MemBpaHeH NPOTENH, KONTO & CBbpaaH ¢ AT®-UYBCTBUTENHUTE KasiMesn
KaHanueTa, HO KOWTO e pasnunyeH oT 0bM4aliHoTO MACTO 3@ CBLp3BaHe Ha

cyripaHunypeiHTe NMPogyKTU.
ExkcTpanaHkpeaTiyHa aKkTMBHOCT

ExcTpanaskpeatuunuTe edekmi ca, Hanpumep, nogobpeHune B
YYBCTBUTENHOCTTA Ha NEPUMEPHNTE ThKaHN KbM UHCYTIMH U CHIDKaBaHe
WHCYNMHOBaTa KOHCYMaLWs OT YepHust 4po0b.

loemaHeTo Ha IMIKo3a OT KPBBTa B NepudepHaTa MyckyrnHa U MacTHa TbKaH
cTaBa MOCPEACTBOM CELWanH TPEHCNOPTHM NPOTEMHM, Pa3NoNOXeH B
KneTbuHaTa membpaHa. TpaHCHopTLT Ha IT10K03a B TESUN ThKaHU € CKOpOoCT-
orpaHn4aBallioTo CTHAANo B YCBOSBAHETO Ha rtokosaTa. Glimepiride muoro
Bbp30 yeenuyapa Bpos Ha MONEKYNNTE 3a aKTUBEH TPaHCMOPT Ha IfIoKo3a B
fifla3MeHMTE MeMOpaHy Ha MYCKYITHUTE U MacTHUTE KINETKM, KOETO BOAM OO

CTUmynaLysa Ha riiKosHaTa KoOHCYMaUns.

Glimepiride nosuwaea akTueHoOCcTTa Ha glycasyl-phosphatidylinositol-
crneuudmuyHaTa hocdaTtasa C, KOETO MOXE fa ce CEbPXE C MEANKaMEHTO3HO
Npepu3BMKaHaTa NurnoreHesa v rmoKoreHesa B U3onupani MactHii U MyCKyNHU
KIETHY.

Glimepiride Griokupa 0bpasyBaHeTo Ha IToKo3a B YepHUsa Apob upes
MoBMLIABaHE BETPEKNETLUHATA KOHUeHTpaLms Ha fructose-2,6-bisphosphate,

KOWTO OT CBOSt CTpaHa MHXMONPa FoKOHeoreHe3aTa.

Obwa

&1

Fr
foied
-~
s~
g
[

\
]

o

11




penpoayunpyem. OU3UOMNOTUUHNAT OTroBOp Ha TeXKO CbW3VI‘-IECKO HaTOBapBaHe,

CHKaBaHE Ha MHCYNUHOoBaTa ceKkpelns, npu glimepiride ocrasa.

Hamattle 3Haumuma pasnuka B eheKTnTe HeaaBUCMMO OT TOBa Aalnu SIEKapcTBOTO
€ npueto 30 MUHYTK UM HENocpeACTBEHO Npeau XpaHeHe. [Mpy nauveHT ¢
nuabet, no6bp MeTabornUTeH KOHTPO! B NPOABIKEHUE Ha 24 vyaca MOXe Aa

B6LAe NOCTUrHAT C eAHOKPaTHa OHeBHa 0034,

Brnpeku ye Xxugpoxcu-metabonmtsT Ha glimepiride npegnsenksa Manko Ha
3HEUMMO CHIDKEHUE B CEpYMHaTa rrioko3a Ha 34pasy UHAMBMAN, TO €

OTrOBOPEH CaMO 38 MUHMMAIHa YacT oT 06l edekT Ha NeKapcTBOTO.
Kombuuupana Tepanusa ¢ metformin

py egHo npoy4yBaHe cpef nauveHTH Hepobpe oBNafeHn ¢ MakcumarnHara osa
metformin Gewe geMmoHCTPpUpaH nogobpeH meTaonuTeH KOHTPOr npn
KomBuHupaHa Tepanug ¢ glimepiride B cpaBHeHUE CbC CAMOCTOATENHO

npunoxeH metformin.
KomBuHnpaHa Tepanusi ¢ MHCYSIMH

WrdopmaumsaTa 3a KoMBuHMpaHa Tepanisi ¢ MHCYnK e orpadndena. fipn
naunmeHTy HeagexsaTHo OBnageHy ¢ MaxkcmanHaTa gosa glimepiride, moxe fa
Ce 3anoYHe CbIbLTCTBALA Tepanisa ¢ HoynuH. [Npy ABe npoyyeaHus,
KOMOMHMPaEHETO NOCTUIHA CLLLIOTO NoAobpeHne B MeTaboNUTHUSt KOHTPOT KaTo
CaMOCTOATESHO NPUIOXKEHNUS MHCYINMH; Npu KoMBKUHMpaHaTa Tepanus obave,

HYKBUTE OT MHCYNMH BsXa No-Manku.
5.2 DPapMEKOKMHETUMHN CBONCTBa

ABcopbuusi: byuonanMyHocTTa Ha glimepiride crieq NnepopariHo NPUIIoXeHue &
ribnHa. MpuemMLT Ha XpaHa HaAMa APakTMYecko BNuaHNe BbpXxy abcopduuaTta,
camMo cKopocTTa Ha abcopbunsa neko Hamanasa. MakcuMandn cepymMHN
KoHUeHTpaun (Cnex) ce gocturat npubnusutento 2,5 4Yaca cneg nepopaneH

npuem (cpegHo 0.3 pg/ml no BpeMe Ha MHOrOKpaTHO SO3UpaHe ¢ 4 mg AHEBHO) U
—

e Hanuue nHelHa 3aBMCUMOCT MeXaY 032 M CbBMECTHO Cup i ALIG. (g “'I:I:,L
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PaznpegeneHue: Glimepiride ma MHOro HUCBHK 0BEM Ha pasnpeseneHue
(npubnuauteriHo 8,8 nutpa), KaiATo rpybo Cce pasHsABa Ha MPOCTPaHCTBOTO Ha
pasnpefeneHns Ha anbyMuHa, BIUCOKO CBbp3BaHe ¢ npotenHnute (>99%), n
HUCBK KIUpBHC (npubnuantento 48 ml/min).

[pu xuBoTHY, glimepiride ce exckpeTupa B MnakoTo. Glimepiride npemuHaga B

nnaueHTaTta. NpeMuHagaHeTo npes xemaToeHuedanHara 6apuepa e cnado.

BuoTtpancdopmanms U enumubupane: CpeHuat npeobnapasaly cepymeH
NONYXUBOT, KOWTO € OT 3HaYEHWe 3a CEPYMHUTE KOHLIEHTPaLIMK B YCIOBKUA Ha
MHOroKpaTHo fosupaHe, e okono 5 go 8 yaca. Criep BUCoKU fo3u, Gaxa
oTrBenasaqu Manko no-BUCOKU MNOSTYKNBOTA.

Criep egHOKpaTHa 032 paguoakTUuBHO MapknpaH glimepiride, 58% ot
papuoakTueHoCTTa Helle oTkpuTa B ypuHata u 35% B usnpaxHeHusTa. B
ypuHaTa He Bele 0TKpUTO HeNpoMeHEHO BewecTso. [Ba meTabonura — Hali-
BEPOATHO PE3IYITAT OT YepHOAPOOHNUS METEO0MM3BM (OCHOBHUAT EH3UM €
CYP2CS) — Gsixa OTKPUTY KaKTO B YPUHETE, TakKa U B USNPaXKHEHUATA: XMEPOKCH-
MPOU3BOLHO K kapbokey-nponssogHo. Cnep nepopanyo npurnoxeHne Ha
glimepiride, TepMMHANHATE NONYKMBOTY Ha TE3N MeTabosrinTh GRXa CLOTBETHO 3

B06 15 po 6 yaca,

CpaBHEHWETO MEXAY eJHOKPaTHO 1 MHOrOKpaTHO [03MpaHe BEAHBXK OHEBHO He
fioKasa 3HaYMMU pasnuKi BbB (bapMaKkokvHeTUKaTa, U MHTpauHauBugyanHara
BapuabunHoct Bele mHoro Hucka. He Gelle HabnogapaHo ApaKTUYecKn
SHauYMMO Kymynupase.

DapmakokWHeTVKaTa Dellie CXoaHa NPY MBXE 1 XXeHW, KaKTo W NPU natueHTn B
Mniaga ki HanpegHana ee3pacT (Hag 65 rogunn). [pn naumeHTn ¢ HUCBK
KpeaTvHMHOB KninptHe, Belle Hanvue TeHEeHUMA KNMPBHCHLT Ha glimepiride fa
CE NOBULLIABA W CPESHUTE CEPYMHM KOHLIEHTPaUMK Ja Ce NOHWXaBaT, Haii-
BEpPOSATHO BCREACTBME No-0bp3a enuMUHaLKMs Nopaay Mo-HyCcKo MPoTenHoBo
cBLp3aHe. BrbpeyHoTo enuMuHMpare Ha asarta metabonvTa Gelle HapyilleHo..
Kato uano, He TpsibBa ga ce npuema, Ye NMpy TakMea nauueHTy € Hanuule puck ot
KyMyTinpaHe.

dapmakoKMHETMKATA NPpK NETUMa naumeHTy 6e3 auabet cneq onepauun Ha
AETBUHUTE MbTULLA Delue cXoaMa ¢ Tasu Mpy 3fpasn MHANBUAN.
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53 MpepknyHBYEY BaHKU 32 OE30NaCHOCT

HabsnoaaBaHuTe NpeaknMHUYHO edeKTt ce MPosBKUXa MpU eKCNoHaUuM Ha
JOCTaTbYEeH U3MULWEBK Hah MakcuManHaTa YoBellka eKGnoHauus, 3a a umar
NPaKTUYECKO KIMHUYHO 3Ha4YeHMe, UNn ce gbrikaxa Ha hapMakoguHaMu4HoTo
SelcTere (XUNornmuKeMIs) Ha CbeaUHENNETO. TE3W HaXOLKN CE OCHOBaBaT Ha
n3cneaBaHluATa Ha KOHBEeHUMoHanHa hapmakonorus Ha 6e30MacHocT,
TOKCMKOINOMMSA Ha MHOIOKPaTHOTO BO3MPaHe, reHOTOKCUYHOCT, KaHUEPOreHHOCT 1t
pErnpoayKTMBHA TOKCUHHOCT. Ipu nocnegrute (BKoYBaLwmM eMBpUOTOKCUYHOCT,
TEPATOFEHHOCT M TOKCUKOMONA Ha PasBUTUETO), HabniogapaHUTe HexenaHu
peakumm GsXa NpueTy 32 BTOPUYHM MO OTHOMEHVE HA XUNOMTTUKEMUYHITE

ECbeKTVI npenusBKadH OT CbeRUMHEHNETO ¥ MankmTe U Y MOKONEeHnsTO.

6. DPAPMALEBTUYHN CARHU

6.1 CnncuK Ha NoMoLlEMTE BellecTea

Lactose monohydrate, JlakTo3a MOHOXKAPAT,

sodium starch glycollate, HaTpueBa ckopbsana rnukonar,
magnesium stearate, MarHesues creapar,
microcrystalline celiulose, MUKPOKPUCTANHa Leiiynosa,
povidone 25000 nosugoH 25000

OceeH TOBa KaTo OUBETUTENMW:

Amaryl 3 mg: xenT XKeneser okuc (E172),
6.2 HeChbBMeCTUMOCTHU
Hama oTHoweHne

6.3 Cpox narogHocTt

3 myg: 3 roguHw. )
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6.4 CrelunanHu yCroBUs Ha CbXpaHeHne

[a ce cexpanasa npu Temneparypa rnog 25 °C.

C ornep ripennaseaHde OT Bnara, 4a ce CbXpaHABa B OpUruHanHata onakoBka.

6.5 By u cuabpXanye Ha olakoBKaTa

PVC/anymunnesn 6nuctepy x 30 tabretk Amaryl B KEPTOHEHa KYTUS.

6.6  Ykazauus 3a ynotpeba u pabota

Hsma cneuwnanym nsnckeanus.

7. NMPUTEXATEN HA PASPEILEHVETO 3A YIOTPEBA
AVENTIS PHARMA DEUTSCHLAND GMBH 6526 FRANKFURT AM
MAIN- GERMANY

8. PEr’MCTPALMOHEH HOMEP(A) B PETUCTBPA
9800223

S. OATA HA UW3AABAHE HA INbPBOTO PASPEIUNTESIHO
MMOJHOBABAHE HA PASPELUUTENHOTO/
1149704 08 1998 10186/ 30 12 04

10. OATA HA PERAKLWSA HA TEKCTA
centemapu 2004
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