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1. Hme Ha aeKkapcTBenHsl NpoAyKT

GLUCOPHAGE 500 mg film-coated tablets

2. KauecTBeH ¥ KOJHYECTBEH CHCTAB

Fama puaMupana Tabietka chabpika 500 mg metdopmutor xuapoxmopun (metformin hydrochloride),
eKBHBaCHTEH Ha 390 mg metdopmun Gaza (metformin base).

3a MBJHWA CIIMCBK HA MOMOUIHHTE BEINECTBA BHKTE TOUKA 6.1.

3. JlexapcrreHa gopMa

GunMHpada TabneTka.

Benu, Kpbriy, n3nbkHan GuiMupadu tabnetky, 12 mm B AHaMETHP ¥ 5 MM BHCOUHHA.
4. Kauauanu nanys

4.1 TepaneBTHYHH NOKAIAHMA

Jeuenue Ha 3axapeH aAHadeT THIT 2, 0codEeHO NP NAUMEHTH ¢ HAAHOPMEHO TEFNI0, KOTATO CaMO IHETA K
hU3HYECKH YIIPAXKHEHNS HE BOJAT 0 aficKBaTeH TTHKEMHYCH KOHTPOIL.

. TIpu BB3pacThU, I TIoKodax MoXKe Ia Ce IPHUIIAra KaTo MOHOTEpanKs Wik B koMOUHAUMA © ApyTH
tepopanHi aHTHAHAG0ETHN EKApCTBEHH TIPOJYKTH K ¢ HHCYJTHH.

. IMpu peua Haxg 10 FOUHK W OHOWIK, MOKeE Jla Ce PHIara XaTo MOHOTEpanHa HIIH B KOMOHHaIHS ¢
HWHCYIIMH.,

VCTaHOBEHO € HAMANIEHHe Ha YCIIOXHEHHATA, CBBP3aHH ¢ AualeTa, NpH MaLHEHTH ¢ HAAHOPMEHO TETIO H
AnaGeT TN 2, JiekyBany ¢ MeTOPMHH, KaTo MpBU M3G0p HA JIeUeHHe cel HeyCnienHa aueTa (Bik
TOUKA 5.1).

4.2 JIo3UpOBKA 11 HAYHH HA IPH/I0KEHHE

EO?. HPOBKa

Buispacmnu ¢ nopwaina Gvopeuna dynxyun (GFR> 90 mi/imun)
MoHOTepanus # B KOMOHHEANHS ¢ IPYTH NePopaHH anTHANAGETHH CPeicTBA

O6uvalinata HavanHa 103a ¢ 500 mg unk 850 mg MeThopMHH XHIPOXTOPHA B HAH TPH N'BTH THEBHO,
OPHEMaHA 10 BPEME HAH CJIET XpaHEHE.

Cren 10 no 15 inu aosata Tpabea Aa ce ananTHpa B 3aBUCHMOCT OT H3IMEPEHHTe CTOHHOCTH HA KphBHATA
saxap. [TocTenenHoTo NOBMIIABAHE Ha 203aTa MOXE Aa 0A00PH racTPORHTECTHHAIIHATA TONCPARTHOCT.
JlomycTiMaTa MaKCHMATTHE IHEBHa 103 METHOPMHHOB XHAPOXTIOPHA € 3 g, pa3/ieNeHH Ha TP :
AKO ce mpeBWAIa 3aMAHA Ha ApYT NepopaneH aHTHANAOCTEH TIPONYKT, NPEAHLIHOTO XHIT
Nedenme TPAOBA a GbAe NPeyCTAHOBEHO H J1a ¢ 3aMECTH ¢ MeTHOPMEH B 103aTa, 0COY

KoMénuauus ¢ MHCYIHH

MeTdhopMHH ¥ MHCYJTHH MOTAT 13 C€ W3TION3BAT B KOMOHHMPaHa Tepanus, 3a 1a ¢€ nocT
KOHTPO HA KPbBHATA 3aXap.



O6uuaitnaTa HauanHa 103a e 500 mg win 850 mg MeThOPMHHOB XHIPOXTOPHA 2 HITH 3 THTH HEBHO,
JIOKATO 103aTa Ha MHCYJIMHA Ce aJlanTHpa B 3aBUCHMOCT OT H3MEPEHUTE CTOMHOCTH Ha KPbBHATa 3axap.

HCJUIJ(,’HHIH G H(JH])L’()H(LT(! Gb3pacm

[Mopaau BeposTHOCTTA OT HamaieHa ObOpeyHa (yyHKLMA NPH ALKMEHTH B HaMpeiHala Bh3pacT, Ao3aTa
Ha MeThOpPMHH TPAGRA J1a ce alaNTHpa B 3aBUCMMOCT OT ObOpedHaTa (hyHKLHA, KOATO peoBHO TpsbBa
Jla ce KOHTponupa (BUK Touka 4.4).

bvopeuno yspescoane

[peau 3anousane Ha JieYeHHE C MPOAYKTH, ChAbP/KALLM MeTGOPMHH, TPAOBa 1a ce HAMpaBH OLCHKA Ha
GFR cToiiHocTHTE, a c/ie/l TOBA - MOHE BeAHBbK roAHIIHO, [TpH MauKMeHTH ¢ MOBHILEH PUCK OT M0-
HATATBILHO NporpecHpane Ha OBOpPEUHO YBpeKaaHe U NPH NalMeHTH B cTapuecka Bb3pacT TpadBea no-
4eCTO J1a Ce NpaBH olleHka Ha Gb0pedHarta (pyHKUMS, HaNpUMep Ha Beeku 3-6 Mecela.

GFR ml/mun O0611a MakcHManHa THEBHA J103a JlonbAHUTEHH CbOOpaskeHHs
(na ce pa3nenu Ha 2-3 THEBHH [103H)
60-89 3000 mg Moske na ce 0oOMHCITH MOHHKaBaHe

Ha /103aTa BbB BPb3Ka C
HamansBaHeTo Ha ObOpeuHaTa
(hyHKLHA.

45-59 2000 mg dakTopHTE, KOUTO MOTaT J1a
yBenM4aT pUcKa OT aKTaTHa
aumao3a (Bwk Touka 4.4) tpabea na
ObaaT npepasrielaHy, NpeaM Ja ce

30-44 1000 me 0OMHMCIIM 3aMOYBAHETO Ha JIeYeHHe

- ¢ METOPMHH.
Hauannara 1032 € Hal-MHOTO
MOJIOBMHATA OT MaKCHMasHaTa

J1034.
<30 - MeTtdhopMHH € NPOTHBONOKA3aH
HTeduampuuna nony.aayus
MonoTepanus H B KOMOHHAIHSA ¢ HHCYJIHH
. "miokodak Moske 1a ce U3Mo3ea npu aeua Haa 10 roMHH W FOHOLLH.
. O6uuakinara navansa 1o3a € 500 mg unu 850 mg MeTHOPMHUHOB XHAPOXTIOPHI HA [CH, KOATO C€

npHeMa ro BpeMe WK cie/l XpaHeHe.

Cnen 10 10 15 num no3ata Tpadea ja ce aganTHpa B 3aBUCHMOCT OT HUBOTO Ha KpbBHaTa 3axap.
[MocTeneHHOTO NOBMIIABAHE HA J03aTa MOKe Ja MO00pH racTpOMHTECTHHAIHATA TOJIEPAHTHOCT.
[penopbuakata MakcHMaiHa HeBHa 1032 MET(GOPMUHOB XHIPOXIOPH € 2 g AHEBHO, pa3Jie/icHH Ha 2
unu 3 npuema.

4.3 IIpornBonokasanusg

. CBpPBXUYYBCTBHTEHOCT KbM METHOPMHH MIIH KbM HAKOE OT IMOMOUIHHTE BELIECTBA, H30pOeHH B
Touka 0.1;

= Beeku THI 0cTpa MeTaGoIMTHA auma03a (Hanp. NakTaTHa auua03a, 1MabeTHa KeToall

o JuabetHa npe-koma;

. Tewxka 616peuna nenoctarbunoct (GFR< 30 ml/mun);

. OCTpH ChCTOANMA, 3acTpallaBaLy Aa sromar GeOpeunata pyHKUUA, KaTO:
TekKa MH(PEKINA, 1HOK;

® 3aGoABaHUA, KOUTO MOTAT JIa IPHYHHAT ThKaHHA XMIOKcHs (ocobeHo ocT

BJIOLIIABAHE HA XPOHUYHH 3&6OHHB3HHH), KaTo: AeKOMIIEHCHpaHa CbpaeviHa



pecnHpaTopia HEAOCTATHYHOCT, HACKOPO TIPCKapaH MHOKapacH IledJapKT, MIOK,
. I‘IC]JHO,EI,pOﬁHa HEIOCTATEHHOCT, OCTPA aiKOXOAHA HHTOKCHKALHA, aTTKOXOTH3BM.

4.4 CrenHaanu NnpeaynpeskacHHA W npeanasHi MEpKH npH ynorpeba
Harxmamma aqyudaia

JIaKTaTHATA auMa03a, MHOTO PAIKO, HO CEPHO3HO MeTAGONHTHO YCJIOKHEHHE, HAH-TECTO HACTRIIBA HPpH
0CTpo BlOWAaBate Ha OnOpeunata GYHKUMA, KapIHO-PECITHPATOPHO 3ab0NABAHE HITH CEMCHC.
HatpyneateTto Ha MeTdOPMUH HACTBIIBA TIPK OCTPO BiolTaaxe Ha 6b6peunaTa GyHKLUHMA H yReTHYABA
pHCKa OT JTaKTaTHA alKA03a.

B cayyaii Ha qexuapaTalus (TEKKA AHAPUS WM NOBPHIUAHE, TPECKA WK HAMATEH MPHEM Ha TEYHOCTH)
TpadBa BPEMEHHO JIa C€ CTIPE MPHeMa Ha MeTHOPMMH H € TIPENOPBUMTENIHO Id C¢ YCTAHOBH BPB3KA C
MEMLMHCKH CTTIELIHATTHCT.

[TpHeMBT Ha NEKaPCTREHH TIPOAYKTH, KOHTO MOTAT OCTPO Ja yBpeaaT GubpednaTa GyHKUMA (KaTo
AHTHXUITEPTEH3UBHY cpeacTsa, auypeTHud u HCIIBC) Tpabea fa ce 3anoyHe ¢ NOBHIISHO BHUMAHHE
MpH NAUHEHTH, NEKYBaHH ¢ MeTdopMut. Jpyru pruckosH (akTopH 3a JAKTAaTHA alfHA03a Ca MPCKOMEpeH
MPHEM HA AKOXO!1, YePHOAPOOHA HeJOCTATEIHOCT, HEWOCTATHUHO KOHTPOIHpaH auaber, keTo3a,
HpOALIKHTE/HO [A21yBaHe U BCIKAKBH CECTOSHKHA, CBBP3AaHU C XMITOKCHA, KAKTO M €AHOBpEMEHHATA
ynoTpeba Ha nekapcTBeHU IPOAYKTH, KOUTO MOTaT Ja MPHYHHSAT JAKTATHA alyo3a (BHK TOUKK 4.3 H
4.5).

[laupeHTHTe u/unn GOMHOTNeAauHTe TPA6Ba qa 6BbaaT HHOOPMHPAHH 33 PUCKA OT NAKTATHA ALMA03A.
JIakTaTHATa AUMN034 C€ XAPaKTEPHU3MPA C ALMAO3HA AWCNHES, KopeMHa oMTKa, MyCKYTHH KPaMITH,
acTeHNs M XHIOTEPMUA, NOCTEABAHK OT KOMa. B cayyaii Ha CbMHEHHE 33 CHMITTOMHE MALMEHTET Tpabea
1a crpe mpHema Ha MeT(OPMHH H He3a0aBHO Aa MOTHPCH JIekapcka NOMOIL. JIHarHOCTHIHHTE
NabopaTopHU HAXOAKH ca NoHwkeHo kpbBHo pH (<7,35), nosuutietin HUBA HA NNA3MEHHA AaKTaT (=5
mmol/l) ¥ NoBKHUICHA AHHOHHA PA3THKA H ChOTHOLLICHHE NAKTaT/IUPYBAT.

BrOpeuna pyHEIMA:

TMpeny 3anoupake Ha JledeHHeTo TPAGBA /1a ce HAMPaBK OUEHKa Ha cToiHoCTHTE HAa GFR ¢ penoeHO ¢ael
TOBA, BUK Touka 4.2. MeThopMHH e npoTHBomokasax npu nayuenTH ¢ GFR <30 ml/mun n TpaGea a
fb/le BPEMEHHO CAPRH NPH HAMMYHE HA ChCTOAHHMA, KOUTO MPpoMeHAT OBOpeyHaTa (ryHKLHA, BIDK TOUKA
4.3).

CppaedHa GVHKIIMA

TTALIMEHTH CHE ChPACUHA HEAOCTATBYHOCT Ca H3IOKEHH HA NO-TONAM PHCK OT XHIIOKCHS H OB0pedHa
HEJOCTATLYHOCT. TIPH MALMEHTH Che CTADUIHA XPOHHYHA ChPIGUHA HEMOCTATEIHOCT, METHOPMUH MOKe
/14 ce U3MON38a NPH PEAOBHO HabMI0IEHHE Ra chpieuHata H Os0peunaTta GyHKuMA.

3a RANMEHTH € OCTPA M HeCTABHIHA ChpleUHa HeA0CTATHYHOCT, MCTOPMHH € POTHROMOKA3AH (BIDK
Touka 4.3).

[punowkeHue Ha HoAMpaHH KOHTPACTHU BELSCTRA

BBTpechA0BOTO NPHIIKEHHE HA HOJHPAHH KOHTPACTHH BELIECTBA MOKE J1a AOBEAC 10 KOHTPACT-
MHIYIIHpaHa HedporaTH, Bo/deila 10 HATPYITBAHETO HA METGOPMUH W MOBHLIEH PUCK OT JTAKTATHA
anuno3a. Metdopmun Tpabea ga ce CIpPE NPeIH WA N0 BpEMe Ha MPOLETypaTa 3a 00pasHa THarHoCTHKa
W He TpAGBa a ce Bh300HOBABA 10 Hal-Manko 48 yaca cneli ToBa, NpY YCIIOBHE 1€ onOpeyHar, KIHA
€ OLEHEHA OTHOBO W € YCTAHOBEHO, Ye e CTabWIHA, BIDK ToukH 4.2 0 4.5.

Onepalus

MeTdhopMuH Tpatea /1a ce cripe 110 BpEMe Ha onepauusd nof o61a, CMHATHA HITH ¢
anectezus. Jleuenuero Maske 1a Oble Bp300HOBEHO He MO-paHo oT 48 yaca cief one
pE3OOHOBABAHETO HA XPAHEHETO MPe3 YCTA, Y IPH YCITOBHE Ye Gpopeunara GyHKIUA



€ YCTAHOBEHO, Y€ ¢ CTAOMUIIHA.

[leauaTpuyHa nonynalHs

[Ipeau zanousae Ha jtevenie ¢ metdopmun, Tpadra na 6bae NOTBLPACHA THATHO3ATA 34 nHadeT THI 2.

HpOBCHEHl/ITE KOHTPOMUPAHH KIIHHUYHH H3CNeABaHHA B MPOABLIDKCHHE Ha ¢Ha Iro/THHAa HE ca
YCTAaHOBHIH BAHAHKE HA MeTOPMHH BEPXY pacTeka M My0epreTa, HO 3acera HiMa Mo-NpoJbIKHTENHH
HaBMOIeHHs B Ta3H o0JtacT. 3aToBa ¢e MPENopbLYBa BHUMATEHO Npoc/eaasate eekTrre Ha
MET(hOPMUH BBPXY TE3H TAPAMETPH, MO-CNIELMANHO MPH NeYeHHe Ha Aelia B IpemyGepTeTHa BE3PacT.

Jena mexxay 10 u 12 rognnm

B KOHTpPONMpaHHTE KIMBHYHK POYYBAHHS HA ACLA W FOHOWIH ¢a OWIH BKIIOYEHH caMo 15 MallHeHTa Ha
BB3pact Mexcay 10 u 12 rogunn. Bernpeku ue edukacHocTTa H 5e30MaCHOCTTa HA MeTQOPMIH MPH Te3u
fella HE ¢a MO-Pa3HUHK OT Te3H MPH MO-TOJIEMH AeLA H IOHOIIH, ce NPENopbYBa ocodeHO BHHMAHHE

MpPY TIpeIITHCRANETO HAa METHOPMHHOB XWAPOXJIOPHA Ha Aeta Meskny 10 u 12-roamiuHa BB3pacT.

NpyTrH npeaynpexaetus

Beuuky naupenTH TpaGea Aa NPONBIGKAT JIMETATa CH ¢ PABHOMEPHO pasnpeeeHHe Ha BEIVICXHAPATHHA
npueM npes jaens. [alHeHTuTe ¢ HATHOPMEHO Tera0 TpAOBa /la CnasBaT HHCKOKAMOpUYHATA CH THCTa.

O6uuaiinuTe nabopaTopHK TeCTOBE 3a MOHUTOPUpaHe Ha Aabeta TpAGBRa 1a ce M3BBLPIUBAT PEAOBHO.

MergopMuH MOKe 1a HAMATH CEpYMHHTE HHBA Ha BUTAMHH B 12, PUCK®T OT HUCKH HHBA HA BUTAMHH
B12 ce ypenuuaBa ¢ yRe/TH4aBaHe Ha J103aTa Ha METHOPMHUH, NPOTLIKHTENHOCTTA HA JICYCHHETO W/ umu
[IpH TIALIHEHTH C PHCKOBH laKTOPH, 33 KOUTO € M3BECTHO, Ue NpUUUHABAT AeuuMT Ha BuTaMu B12. B
cAyvaii Ha ChMHEHHE 3a neHUNT Ha BUTaMUH B12 (kaTo aHeMHA WIIH HEBPONATHA), Tpabea na ce
npoc/ienaBar cepyMHUTE HHBA Ha BHTaMHH B12. Moxke 1a ¢e HanoXu NepHOAHYHO NPOCIEasBaHEe Ha
gutamMui B12 npu naumentH ¢ prckoBH hakToph 33 ebHUNT Ha BHTamuHn B12. Tepanusra ¢
MeTdhopMuH TpsOBa 1a Npo/ib/KH TOAKOBA IBJT0, KOJIKOTO €€ NOHACA H HE € NPOTHBOTIOKA3aHO W
AOXOIAIN0 KOPHIHPALLO fiedeHue 3a AeHuHT Ha BUTaMHH B12 e oCHrypeHo, B CHOTBETCTEHE ©
HACTOALUTE KITMHHYHH PBKOBOACTBA.

MeTdopMHH, NpUIAran caMOCTOATENHO, He IIPEAM3BHKBA XUTIOTTHKEMUS, HO Tpa0Ba /1a ¢¢ BHHMaBa,
KOTaTo ce M3MOJI3Ba B KOMGHHALMA C HHCYTHH WM APYTH MepopanH{ aHTHAHAOETHH NpoayKTH (Hanp.
cyanuTypeiHit NPOAYKTH HITH METTTHTHHIK).

4.5 BsapmoneiicTBHe ¢ IPYIH JeKapeTBenH HPOIYKTH H IPYTH (OPMH Ha B3aHMOIHCTBHE
He ce npenopbusa coiememediya ynompeda

Awoxor

ANKOXOMHATA HHTOKCHKALUA CE CBBP3Ba ¢ MOBHIICH PUCK OT NaKTaTHa auuaosa, ocoBeHo B ClyuaH Ha
riaayBsaHe, HEAOXPAHBAHE HITH ‘-!GPHO,E[})OGH& HeAOCTATHLYHOCT.

Hodupanu conmpacniny seugecmsa
MeTgopmHH TpaORa 3a0BIKUTEIHO Aa CE CTIpe NIPElH HNH 110 BPEME Ha ApoucIypara 3

JAMArHOCTHKA M He TPsiORa jla ce BBb300HOBABA 10 HAR-MAJIKO 48 uaca cnell TOBa, MpH
ouOpetHaTa GyHKUMS € OlleHEHa OTHOBO H € YCTAHOBEHO, Y€ € cTabUITHA, BIK TOY

Kovibunayuu, iucKeuaiyy npednasny Mepru npu ynompeta

Hikow TekapcTsesn NPoAYKTH MOTaT 1a ce 0TpasaT HeGnaronpusTho Ha 656peuH



MoKe 1a YBEJIHYH PHCKa OT NakTaTHa aunaosa, Hanpumep HCTIBC, BKIIOMHTENHO CENMEKTUBHH
uHxHOuTOpH Ha uuknookcurenasa (COX) I, ACE unxuburtopu, anrnorensut I penenropHu
AHTATOHHCTH H AMYPETHIMK, 0cobeHo GpuMKoBH auypeTHIH. [IpH 3amouBaHeTo WM yrioTpebara Ha
TAKHUEA MPOAYKTH B KOMGHHAIHA ¢ MeTHOPMHH € HEOOX0IMMO BHUMATENHO MPOC/IENRBAHE HA
ObOpeunaTa GYHKUMA.

Jlekapemeeny BPOOYKING ¢ GbMPeHa XUREPSAUKCMUNHA GKMUGHOCI (HARP. 2TOKOKOPMUROCTepoudu
(CUCHICMHO U TOKATHO HPUTONCEHUE) U CUMAAMOMUMEMNYY)

Moske 12 € HeoBX0AMMO NO-4eCTO MPOCIENsIBAHE HHBOTO HA KPBBHATA 3aXap, 0cobeHO B HAYANOTO Ha
nevenwero. fpu Hyxna nosara Ha MeThopMUH TpAOBA Na Ce aZlaNTHPa MO BpeMe Ha TeHEHHETO CBbC
CHOTBETHHS IEKAPCTBEH TPOAYKT U CJIE HETOBOTO CIIHPAHE,

Tpancnopmepu na opeanuunu kamuonu (OKT)

Merdropmus e cyGeTpar u Ha aeata TpaHcnoptepa OKTI u OKT2.

EnHOBpeMEHHOTO NpUoKeHWe HA METHOPMHH ¢

. Huxuburtopu na OKTI (kato sepanaMin) MOrar Ja HaMamat eHkacHOCTTa Ha METHOPMHUH.

. Huaykropu na OKT1 (karo prudaMImHUMH} MOTAT 12 NOBHLIAT aCTPOHHTECTHHANHATA
abcopbLus 1 epUKACHOCTTa HA MET(QOPMHH.

. Huxubutopn na OKT2 (kaTo UMMeTHAMH, JOAYTETPABHD, PAHONA3ZKH, TPUMETONPHM,

BaH1eTaHHB, MCABYKAHA30M) MOTAT fa MOHWIKAT €IMMHHHPAHETO Ha METGOPMHH (pe3
GBOpeUnTe U TOBA Ja IOBEAE 0 MOBHILEHA MTA3MEHa KOHUEHTPALMA Ha METQOPMHH.
. Mnxuduropr va OKT1 u OKT2 (karo kpuzoTuHuG, onanapd6) Morar aa npoOMEHAT
eUKaCHOCTTA M GHLOpEUHATa EMTUMUHALA HA METHOPMHH.
CnefoBaTenHo, HeoBGX0AMMO € Aa ce obpblila BHEMAHHE, 0cOBEHO NMPH MalleHTH ¢ 616peuHo
YBpesIaHe, KOTATO TEIH JIEKAPCTBEHU NPOIYKTH C& MPHIIAraT ¢THOBPEMEHHO ¢ METQOPMMH, ThH KaTo
Mia3MeHaTa KOHUEHTpalMs Ha MeTHOPMHH Moske 1a 6be TOBHLIEHA. AKO € HEOOXOAMMO, MOKe I ¢e
0BMHCITH KOpeKIuA na jgo3ata, Thit kato OKT nHxubuTopuTe/MHIyKTOpUTE MOraT Ia NPOMEHAT
e(MKaCHOCTTa Ha MCTHOPMUH.

4.6 @epTHaHTEeT, GpeMEeHHOCT H KBPMEHE

BpemenHocT

HekoHTponanpaHaTa XHNepriHKeMHA B NEPHKOHIENUHOHHATA (ha3a H No BpemMe Ha OPEMEHHOCT €
CBBP3aHa C MOBMIIICH PUCK OT BPOJIEHH aHOMANKH, 3ary6a Ha BpeMEeHHOCT, XHNEPTOHHS, NPeIM3BHKaHa
OT BPEMEHHOCTTA, NPeeKIIaMIICHA K NEPHHATATHAE CMBPTHOCT. BaxKHO € 1a ¢e MOAAbp:KAT HUBATa HA
KPBEHATA 3aXap BHIMOKHO Hali-GIIM30 10 HOPMAIHHTE Nipe3 anaTa GPEMEHHOCT, 34 1a C¢ HaMan
PUMCKBT OT HEBNAroNPHATHY U3XOH, CELP3AHH ¢ XMNEPrIHKEMHUS, 32 MaHKaTa H HEHHOTO JIeTe.

MeTdopMUH NpeMyHaBa Npe3 MIALEHTaTa ¢ HHBA, KOHTO MOTaT a OBAAT TONKOBA BHCOKH, KOMKOTO
KOHLICHTPALIUHTE TTpy MaHkaTa.

[oAAMO KOMYECTBO TaHuu 3a GpeMeHnH xenu (noseue oT 1000 ekcroHUWpany pesysitata) oT fazupaHo
Ha PErUCTBP KOXOPTHO MpoyYBaHe U yONUKYBaHH JaHbM (METa-aHATH3H, KITHHUYHH POy BaHAA 1
PErHCTPH) HE NOKA3BAT NOBWILEH PHCK OT BPOACHH aHOMATHH HITH (eTO/HeOHATATTHA TOKCHUHOCT Cllelt
eKCMO3NUMA KbM MET(OPMHH B NEPHKOHLICHIIMORHATA (a3za H/HITH N0 BpeMe Ha OPEMEHHOCT.

HMma orpasHHyeHy 1 HeyBe/IMTeHH I0KA3ATENCTBA 32 edekTa Ha MeTQOPMHH BBPXY I
PE3YNTAT M0 OTHOILEHHE Ha TELNOTO NPH Jelld, H3NIOKEHH BLTPEYTPOOHO. Metdop
NOB/HABA ABHFATENHOTO H COLIMATHOTO PA3BHTHE 10 4-TONMIIHA BBH3PACT NPH A€
Ha BpeMEHHOCTTA, BLNPEKY Ue JAHHHTE 3a JTbIrOCPOUHHTE PE3YNTATH Ca OrpanH

AKO € KIHHHYHO HeoBXoAuMo, YIoTpebaTa Ha METHOPMHH MOZKE Ja c& OOMHCITH



6pEM€HHOCT H B NEPUKAOHUCTILHHOHHATA (1]833 KaTo AONBITHEHHUE WIH aIT¢PHATHBA HA HHCYIIHHA,

KnpMeHe

MetgopMHH ce ekckpeTupa B Kbpmara. He ca HalmioiaBaHH HEKeaHW TEKapCTBEHH PeaKHH IPH
HOBOPOJEHH KbpMaueTa/Manku feua. Bee nak, nopaau orpaHM4eHHTE HaTMIHN JaHHH, KbPMEHETO HE ce
MpenophLYBa N0 BpeMe Ha fleHeHue ¢ MeTGHOPMHH.

Tpabea aa ce R3eMe pPelEHHE JANH a ¢e NPEYCTAHOBH KbPMEHETO KATO C& HMA TIpeIBU T10N13aTa OT
KbPMEHETO W NMOTEHLUMATHHA PHCK OT HesKeNlaHH NEKaPCTBEHH PEaKUMH 33 AeTeTO.

GepTHIHTET

[Mput MI3KKH M SKEHCKH MTBXOBE (JepPTHIMTETHT He C¢ MORTUABA OT METHOPMUH, NPUIIONEH B 1031 0
600 mg/kg/Ha neH. KOSTO € NOYTH TPH MMETH FIOBEYe OT MAKCHMAlIHATA TIPENGPHYaHa AHEBHA 1033 OpH
Xopa, Ha Daza cpaBHEHHE Ha TeNleCHA NOBBPXHOCT.

4.7 E¢iexTn BRpXY cmocobnoctTa 3a modupaHe U padoTa ¢ MALIHHE

MeTdopMKH, KaTO MOHOTEPaN|i, He BOJH 0 XHITOTITHKCMHSA H 3aTOBA HAMA BIHAHHE BBPXY
cnocobrocTTa 33 Wodupane 1 padoTa ¢ MalIHHA.

Bee nak, nanMeHTHTe TpadBa fa ca MpeayTnpeacHH 3a PUCKa OT MOSBaTa HA XHITOTHKEMHA, KOTaTo
MeTHOPMUH ce M3ToN3Ba B KOMOMHALMA ¢ APYTH aHTHTMA0ETHH NIEKAPCTBSHH NPOTYKTH
(nanp.cyndanunypeitin, MHCYTHH HITH METTIHTHHHAH).

4.8 HexenaHH TeKAPCTBEHN peaklHH

B nayanoro Ha nevyeHHeTO, HAH-YeCcTUTE HeXkellaHH NTeKAPCTBEHH peakUHH ca raJicHe, NnoBpLLIaHe,
[HAPHI, cToMallHA GOKa W 3aryGa Ha aleTHT, KOMTO B (10BEUETO CTyUaH OTMHHABAT CMIOHTAHHO. 3a
[PEIOTBPATABAHETO UM CE MNPENopEYBa MEeT(HOPMHH Ja Ce NMpHeMa HA JBE KUY TPH THERHHU NO3H H
MOCTENEHHO YBENMUABAHE HA JIO3UTeE.

Tlo Bpeme Ha JledcHUE ¢ MET(OPMHH MOraT 1a C€ MIOABAT CHEAHUTE HEXKENAHH IEKapCTBCHH PEAKUMH.
UecToTaTa HM ce onpeseNs KaKTo caeara: MHoro dectd: =1/10; qectH: = 1/100, < 1/10; nevectH: =

1/1000, < [/100; peaku: > 1/10000, < 1/1000; muoro peaku: < 1/10000.

an BCAKO CPYTIMPAHE B 3aBHCHMOCT OT YECTOTATA, HEXKESIAHHTE NEKAPCTBCHH peakUHHA CE H36POFIBEIT B
HHU3XOAAUI p€a ne OTHOLICHHE Ha TEKeCTTa.

HapviueHua Ha MeTad0lu3Ma H XpaHEHETO

Yecmi
e Hamansraue/neduuut na Buramud B2 (Bix Touka 4.4)

Muoeo pedwu
e JlakratHa auMao3a (BXK TOUKA 4.4)

HapyuieHus Ha HepBHATA CHCTEMA

Yeomuy
e Hapyniennsa Ha Bkyca.

CToMalWHO-YPEBHU HAPYIIEHHA

Mruaoco wecmu
¢  CTOMalIHO-UpeBHH HAPYIIEHH KaTo rafieHe, MOBPBIMAHE, NHAPUA, a
3ary6a na aneTut. Te ce MoABABAT HaH-UCCTO B HAYAIOTO HA TEPANUAT

=)



CTIOHTAHHO B MOBEYETO CTydau, 3a 71a ce MPeJoTBPATAT Te3H CHMITTOMH, € NPENOPbYHTENHO
MeTHOPMUH 14 ¢ce MpHeMa Ha 2 WM 3 IHEBHHM 03 110 BpeMe WK cried xpatenie. bastoro
YREIMUABAHE HA 4032Ta MOXE ChLUO Aa NoJ00pH racTpOMHTECTHHAITHATA TONEPAHTHOCT.

HapvuieHuns na 4epHoIpodHaTa M skTbuHa QyHKUKA
Muooo pedru
»  EAWHUYHUW CTYYaH HA aHOMAJIHH B YEPHOAPODHUTE M3CTEARAHHA WK XeNaTHT, KOHTO

npeMUHaBaT cllejl IPEYCTAHOBABAHE Ha JEUEHHETO ¢ METHOPMUH.

[TpoMeHH Ha KOXKAaTa U TIOAKOKHUTE ThKAHH

Mruozo pedru
o KoxHH peakuyHi Kato epurema, IpypHTYC, YPTHKapHA.

HEJIHKTDH‘[HR nonyJjiamuga

Hexenanure nekapcreeHu pEAKUHH OT MyOIHKAUMH H IOCTMAPKETHHTOBH H3TOHHHUH, KaKTO H 0T
KOHTPONHPAHH KJIMHHYHU IPOYUBAHKA HA Mallka rpynia acka, Mexay 10 u 16 roJuHu, TpeTHPaHu B
npogkMKeHde Ha 1 rofnHa, ca noaoSHH Ha HaGmoaBaHUTe NPH BB3PACTHH M0 OTHOIIEHHE HA
XAPAKTEPA U TEKECTTA UM,

Crofliapayie Ha NOACIUPAHH HEIKENAHY PEAKIAY
CHoOLIABAHETO HA NOJ03MPAHH HEXKETAHH PEAKUMHM CIIC] Paspeliiapane 3a ynoTpeda Ha NEKapCTBeHHUA

MPOAYKT € BaxkHO. TORa NO3BOJABA /Ia MPOABIDKH HAG/OJEHHETO HA CROTHOUIEHHETO TON3a/PUCK 3a
NEKAPCTBEHUA NPOAYKT. OT MEAULMHCKUTE CTICLHATHCTH Ce M3MCKBA [la choOIIaBaT BCAKa MOAC3HpaHa
HeJKEeNaHa peaxing upes

M3 HATENHA arenums no lekapeTeaTa

yAa. . JamaH I'pyep™ No 8

1303 Codus

Ten.: +35 928903417

yebealT: www.bda.bg

4.9 Hpexozupane

XMIOFIHKeMH He ce HabnoaaBa nopH NpH 2031 Ha MeThopMuH 10 85 g BLNIPEKH Ue MpH TakuBa
00CTOATENCTBA €€ NOABABA NAKTATHA aUKA03a.

3HAUUTENHOTO NPEO3HPAHE HA MeTHOPMHHOR XHAPOXIOPH H CHITLTCTBAILINTE PHCKOBH (QakTopu Morar
Ja IoBenat 10 NaKraTHa alHa03a,

JlakTaTHATA AUHA03A € CMIEUHO ChCTOSHHE H TpsbBa aa ce siekyea B Oonuuua. Haii-epekTHBHOTO
NIEUEHHE € OTCTPAHABAHETO HA NAKTAT 1 MeTGOPMHH Upe3 XEMOHATN3A,

5. @apMaKonoTHYHH JaHHM

51 ®apmakoTHHAMHYHH CBOHCTBA

dapMakoTepaneTHuHa rpyna; JlekapcTBeHH NpoAyKTH, TOHIDKABAIIW HHBOTO HA KPLEY
Bursanuau. ATC kom: AIOBAO2

MexaHuIbsM Ha TeHCTRHE

|

Findkikeniyl //

MeTdhOpMUH € GUrBANKA ¢ AHTHXUNIEPIIMKEMUYHH eheKTH BhpXy GasanHara u i
xunepriaunkemua. Tolk He CTHMYIHMpa MHCYTHHOBATA CEKPELMA, 3aTOBA HE PE/IH
MeTdhopMuH Hamanaea GazanHaTa XUNEPHHCY THHEMHA M B KOMOMHALHA € HHCY

OT HHCYITHH.



MeThOPMHHBT NPOABARA CBOS AaHTHXHIEPINHKeMHYeH eCKT UPe3 MHOKECTBO MEXAHHIMHU:
MetdopMun Hamansea NPOAYKIMATA HA ITIOKO3a B YSPHHA ApoD.

MeTtdopmyn yieciisea nepudepHoTo YCROIBAHE H M3MON3BAHE HA [MIOKO33, OTHACTH 4pe3 YBENHIaBaHe
Ha MHCYIHHOBOTO NeHCTBHE.

MeTdopmun 3acara MeTabonu3Ma Ha INIOKO3aTa B depBaTa; Y CBOABAHETO OT KPBLEOOOPAIIEHHETO ce
yBeMU4aRa, a adcopOuUHATA OT XpaHata HaManasa. JloMbIHHTETHA MEXaHH3MH Ha JIefiCTRIE B YepBaTa
BKJIFOUBAT YREIHUABAHE Ha CBOOOKAABAHETO Ha MIOkaroHonogobed entia 1 (GLP-1) 1 namanssane
Ha Pe3opOLMATA HA FJThUHH KHCEeMHHH. MeThopM#HH NpoMeHs MUKPOOHOMA Ha uepBara.

MeTdopMHH MOsKe [1a NOA0OPH NHMWIHHA NPOdHAN NP HHAWBHIK ¢ XUNEpIUNHAEMUA,

B KIHHHUHE NPOYYBaHMs yNOTpefaTa HA MeT¢hopMUH € CBBP3aHa HIH ChC CTaGHITHO TEMECHO TETIIo, HITH
¢ yMepeHa 3aryda Ha Terno.

MeThOPMHH € aKTHBATOP Ha afleHo3uH MoHodocdaT-nporern-kutasza (AMPK)} u noeuinaea
TPAHCNOPTHHS KANAHMTET HA BCHUKH BUAOBE MeMOPAHHH roko3HH TparcrniopTepH (GLUTSs).

I nmHuuHa epeKTHBHOCT

[MpocnektueHoTO paHaoMuznapano npoyusade (UKPDS) notebpan AbaroTpaiinara nonsa ot
HHTEH3HEHHA KOHTPO. HA KPbBHATA 3aXap NPH BE3PaCcTHH NAUMeHTH ¢ uabeT tan 2.
AHATH3LT HA PE3YNTATHTE [IPH MAIMEHTH C HATHOPMEHO TETTIO, NEKYBAHH ¢ METQOPMUH criell Kato Ges
yorex € MPWImKEHA CaMo IHeTa, MoKa3Bar:
3HAUMTENHO HAMAJIeHHE HA aGCOMIOTHHA PHCK OT BCAKAKBH YCIMKHEHHA, CBBP3aHH ¢ MadeTa, B
rpynarta Ha MeThopmut (29.8 cmyuas/[ (00 maumenT-roqMHK) B cpaBHEHHe ¢ rpynara MauHeHTH
caMo Ha aveTa (43.3 cnydan/1000 nauyent-roaunu), p=0.0023, u B cpaBHeHHE C rPYNHTE Ha
cynaHUNypeiiHH IeKapcTBEHH NIPOAYKTH H MHCYAHH, MoHoTepanus (40.1 cnyuas/ 1000 naipeHT-
rofuun}, p=0.0034.
JHAYHTENHO HAMATEHHE Ha aGCOMOTHHA PHCK 32 CMBPTHOCT, CBBp3aHa ¢ uabera: MeThopmun 7.5
cnyyas/ 1000 naunent-rogunu, camo queta: 12.7 ciydan/ 1000 mauMenT-roIMHH, p=0.017.
3HAUMTENHO HAMATIEHHE HA AGCOMIOTHHS PHCK 3a 00LE CMBPTHOCT: MeTdopmuH 13.5 ctyqas/1 000
MALMEHT-TO;IMHH, B CpaBHEHHe ¢ rPpyTIaTa NalMeHTH camo Ha aweta: 20.6 ciyyas/1 000 nalment-
roarnu, (p=0.011), 1 B cpaBHeHHe ¢ KOMOMHUPAHUTE TPYIH Ha CyJatmuTy peHHHN JIEKAPCTBEHH
MPOIYKTH 1 MECYTHH, MOHOTepanua: 18.9 ciyuas/1000 naument-rogiuu, (p=0.021).
IHAYMTETHO HaMalleHue Ha alCOMOTHHS PHCK 32 MHOKapaeH HHMapKT: MeThopmuH 11
cnyyas/ 1000 naureHT-rogMHn, camo auera 18 cnyqas/ 1000 nanmeHT-roauan, p=0.01.

He ca HaGnio1aBanK KITMHHYHK TTOT3H NPH KOMOHHKMpaHe Ha MeT(OPMMH CBC CympaHuIypes, Npunarad
KaTo BTOpa IMHHA Ha JICUeHME,

KoMGHHaumMaTa 1a MeThopMIUH M WHCYIIHH € TIpMnaraHa npu H3bpaHy nauuentu ¢ auaber tun 1, o
KIHHHUYHA TTON3a HE € KaTEerOpHYHO YCTaHOBEHA.

NeauaTpyyHa nonyJanus

KOHTponMpaHH KMUHHYHU NPOYYBAHMA ¢ HeroiaMa rpyna flena, mexay 10 u 16 ronunn, TpeTHpaHi B
NIPOTBIKEHHE Ha | rojiMHa, ca MOKa3anH NPoMEHH B HUHBOTO Ha KPbBHATA 3aXap, AHANOTHIHHU TPH
EBIPACTHH MAUUEHTH.

5.2 ®apMaKOKHNETHTHH CBOHCTBA

Abcopbums >
g \3 > \
Criea Mepopanta [103a MeT(hOPMHHOB XUAPOXIopHl TabeTka, MakCHMASTHATA Ml MEHA Rt 9 Ay
(Cuna) ce goCTHIA MPUGAM3MTENHO Cel 2 Haca H 30 MHHYTH (tmax). ADCOMOTHATA i fABCE Ha 50@- “
mg un 850 mg MeTGOPMUHOB XUAPOXIOPH)L TAONETKH € npuGnusatento 50 ~ 60%nBIaIpaEH )_(Qp’a\\.-}f
Crie nepopaltka 103a, HeabcopOHpaHaTa (pakips, OTKPUTA BBE PEKATHHTE ¢ 20 - =l



Cnea nepopanen npuem, abcopbuusara Ha MeTdOpMHH € HacHTeHa W Helrb/THA. [Ipeanonara ce, ye
aGcopbumaTa Ha MeT(HOPMHH He € JiHHeHHA.

[Ipu npenopbyatnTe 1034 U JI030BH CXEMH ¢ MeTGHOPMHUH, CTAOHITHHTE [Ia3MEHH KOHLICHTPALHY C¢
A0CTHTaT oT 24 a0 48 yaca u no NPUHLMT ca no-HuckH o 1 microgram/ml. [Tpu kouTpomHpanu
KIHHHYHH M2NHTBAHWS MAKCHMAITHHTE M1a3MeHu HiBa Ha MeT(HOPMHH (Cuax), He HATBHIIABAT 5
micrograms/ml, nopu ¥ NpH MAKCHMANHY JI03H.

XpanaTa Hamansra crenenta u cnabo sabaes aGeopbunara Ha meTdopMuH. Clen nepopaieH NPUEM Ha
TaGnerka ot 850 mg ce Habmonasa 40% NO-HACHK MUK HA TA3MEHATA KOHLIEHTpalus, 25% HaMaiIBaHe
Ha AUC (niowgra noa kpHeaTa) B 35 MMEYTHO yIBIKABAHE HA BPEMETO [0 MHKA Ha N71a3MCHaATa
koHueHTpauus. Knuauunnte nocneIcTBUS OT NPOMSHATA HA TE3H NapaMeTPH OCTABAT HEH3ACHEHH.

Paznpenenernue

CrBpP3BAHETO ¢ TUIA3MEHHTE DPOTEHHH € He3HauuMOo. MeThopMUH ce paznipe/iens & epHTPOUHTHTE.
[IMKET B KPLBTa € MO-HHUCHK OT MIa3MEHHS NMK H ce NOABABA NPHOIHIUTENHO N0 CHILOTO BPEME.
UepReHHTE KPBBHH KICTKH Hai-BEpOSTHO MPECTABNABAT BTOPHUCH €Tan Ha pasnpejeneHue. CpeaHust
ofleM Ha paznpeacicHHe € B paMKHTe Mexay 63 u 276 L.

MeTadbonuabm
MeTghapMHH ce ekcKpeTUpa HerpoMeHeH B ypunata, He ca unenTuduumpain MeTaboNMTH NPH XopaTa.

EnumuHHpare

BLOpeHHHAT KNUpLHE Ha MeTdhopMuH e > 400 ml/min, koeTo noxaska e METGOPMHH €€ eTUMHHHPA
upes roMepyana GUATPaLKs U TyOyIHa cekpens. Ce Niepopanta 403a, OUesH/THO KpaHHUAT
eJIMMUHALMOHEH MONYXHBOT € NMpHOTH3UTENHO 6.5 vaca.

Korato 6u6peunara hyHKUMS ¢ HapyllieHa, OROpeyHHAT KIHPEHC € HAMAJICH NPONOPUHOHAIHO HA TO3H
Ha4 KpeaTHHHHA W 3aTOBA CHHMHUHAHHOHHUAT MONYKHBOT € YABIIKEH, KOETO BOAH A0 MOBHIUCHH HHEA Ha
MEeTHOPMHH B NJIA3MATA.

XapakTepHCTHKH NPH CNEUUATTHHE MPYNH DAIHEHTH

brOpedHo vBpekiaHe

HanuunuTe nanHy nipk NaLMeHTH ¢ yMepeHa 6p0pedHa HEIOCTATBYHOCT ¢a OCKBIHU H HC MOXE N1a ce
HAMPABH HAeXkAHa OUEHKA HA CHCTEMHATA eKCTO3HLHA HA MET(OPMUH B Ta3U [IOATPYNA B CPABHEHHE C
nALMeHTH ¢ HopManHa Guopedna dyHkuua. CreaoBaTe/iHO, atanTHpane Ha Jo3aTa TpAOBa la ce
WIBBPLIBA Bb3 OCHOBA HA KITHHUYHK ChoOpakenus 32 ePUKaCHOCT / MOHOCHMOCT (BHXK TOUKA 4.2).

HCD,M ATpHYHa Nonv/alHA

Hscneaeane npu eaHOKpaTHa 103a; GapMaKOKHHETHUHKAT Npodu MpH AeLa, Noly4uIii eJHOKpaTHa
103a o1 500 mg MeTPOPMHHOE XHAPOXNOPHI, ¢ MoJ00eH HA TO3H MPH 3APABH BL3PACTHH.

Pesyarary cre/i MHOMOKpaTHO 103MPaHE: BCHUKH JAHHH €4 TIONY4eHH OT €HO H3C/IE/IBAHE. Cren
npHaoskenne Ha 103a oT 500 mg JBa IETH IHEBHO B NIPOAB/KEHHE HA 7 IHK Ha [ICLia 1 IOHOIMY,
MaKCUMATHATA NnaiMera KoHueHTPauua {Cpay) H CHCTEMHATA SKCIIO3HIHA (AUC 0-t) ca
CHOTBETHO ¢ 33% 1 40% B cpaBHEHME ¢ BBL3PACTHH AHAOETHLUM, NOTYHHIH 1034 OT 5
JIHEBHO B NMpoab/keHne Ha 14 anu. Tes3u pesynTaT ¢a ¢ OrpaHHYeHa KITHHWYHA 3
MHAMBHYATHOTO ONPEIENAHE Ha JO3HTE B 3aBHCMMOCT OT HUBOTO Ha KPBRHATA

53 HpenkJHnHIHA JaHHH 32 0€300ACHOCT
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W penpoiyKTHBHA TOKCHYHOCT, HE MOKa3BaT ocoleH PHCK IIp# XOpa.

6. PapmaneBTHYHH IAHHAH
6.1 CnHebK Ha TOMOLIHKTE Be1lecTBa
Tafnerna cepuUCBUHA

Moenaon K30
MarHesHes cTeapat

DOUIMOBO NOKPUTHE
Xunpomenosa

6.2. HechbBMeCTHMOCTH

Henpuno:kumo.

6.3 Cpok na romnoct

[leT romynu.

6.4 CroeminaIHH YeTOBHS HA CHXPaHeHHe

Tosn JIeKapcTBEH MPOAYKT He H3MCKBA CTIEIMATHY YCIIOBHA 33 CEXPaHeHHe

6.5 Bua v chanpxalne HA 0MAKOBKATA

Onakoeku no | (x100}, 9, 20, 21, 30, 40, 50, 56, 60, 84, 90, 100, 120, 200, 500, 600 nmu 1600 Tabnerky,

onakoeanu B Omuctepu (PVC/ALD.

21, 30, 40, 50, 60, 100, 120, 300, 400, 500, 600 uau 1000 taGneTky B NIACTMACOBH DYTHIIKH {OT

MOAHETHACH C BMCOKA MIBTHOCT) ¢ KAMAUKH, KOMTO HE MOTAT /1a Ce OTBAPAT OT Jeua (OT NOTMUIIPONHIEH).

He BCHYKY BHIOBE ONAKOBKH MOraT fa 6BAAT [IyCHATH B Mpoaaxsa.

6.6 CnenHanHH npeINa3HH MEpPKH NPH H3XBHpPAsAHE

Hen3non3sanuaT fekapeTed MPoIyKT MIH OTNaIbyHUTE MATEPHANTH OT HEro TPSOBA Ja ce H3XBhPIAT B

CBOTBETCTBHE ¢ MECTHHTE M3HCKBAHMSL.

7. TMIPHTEXKATEJ HA PA3SPEINIEHHUETO 3A YIIOTPEBA

Merck Santé S.AS,,

37. rue Saint Romain

69008 LYON

®pannms

8. HOMEP HA PASPEILIEHHETO 3A YIIOTPEBA

20100242

9, JATA HA MIBPBO PA3SPEINABAHE 3A YIIOTPEBAATOTHOBAB
PA3SPEIHIEHUETO 3A ¥YTIOTPEBA

JaTa Ha nupBo paspewasane: 19.06.2003 r.




Jlata na nocneano noanoessane: 07.04.2015 r.

10. JATA HA AKTYAJTH3HPAHE HA TEKCTA
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