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2. KAYECTBEH H KOJIMYECTBEH ChCTAB I e

1. HME HA JEKAPCTBEHHSA ITPOXYKT

Enna ¢punmupana Tabnerka ceaspika 850 mg mMerdopMuHOB XMIApOXIOpHL (metformin
hydrochloride), exkBuBaneHTeH Ha 663 mg Merdopmun Ga3a.

3a MEIHUS CIHCHK HA TIOMOIIHUTE BEIECTBA, BHXKTe Touka 6.1.

3. JEKAPCTBEHA ®OPMA
@unmupana tabieTka.

benu, npoapnrosaTH GHAMHpaHH TaONETKH ¢ AEIHTE/IHA YepTa OT ABETE cTpaHHd. JenuTenyara 4epra
€ CaMO 3a yJIECHIABAHE HA CYYIIBAHETO ¢ LN MO-JIECHO NOrJIBIIAHE, a HE 3a pa3aciisiHe Ha paBHH JO3H.

4, KJIHHHYHH JAHHH
4.1 TepaneBTHYHH NOKA3AHHS

JleueHue Ha 3axapeH auader TMII 2, ocoOeHO NP NAIMEHTH ¢ HAJHOPMEHO TErjIo, KOraTo caMo AUeTa
H QU3HYECKH YNPAaXKHEHUA HE BOASAT A0 AAEKBATEH NIMKEMHYEH KOHPOJL.

. IIpu BB3pacTHH, MeTdoramma Moxe Ja ce NpHiara KaTo MOHOTEpANHA WIH B KOMOHHaLHA ©
APYTH NEpOpaIHH AaHTHIHADETHH NIeKapCTBEHH NPOAYKTH HAH C HHCY/HH.
. ITpu nena Hax 10 ronuuu n wHouKM, MeTdoraMMa MoOXe Aa C€ IIpHIara Karo MOHOTEpanus

WY B KOMOWHALIHA C HHCYJTHH.

YCTaHOBEHO € HAMAJICHHME Ha YCIOKHEHHMSTA, CBbpP3aHH ¢ AHabeTa, NPH MALUHEHTH ¢ HAAHOPMEHO
TErNo U gyaber THN 2, JeKyBaHH ¢ METPOPMHH, KaTo MBPBU H30Op Ha JIeYeHHe cJie/l HeyClelHA THETa
(B TOuka 5.1).

4.2 J03RpOBKA ¥ HAMHH HA NPAITOKEHHE

J03upoBKa

Bw3pacmuu ¢ nopmanna 6vbpeuna gyuxyus (GFR> 90 ml/mun)
MonoTepanks H B KOMOHHAIHA ¢ APYTH NEPOPAJIHE AHTHAHAOETHH CPeACTBA

Obnyaiinata HavanHa go3a ¢ 500 mg wnu 850 mg mMerdopMHHOB XHAPOXJIOPUA ABa HIH 3 ITBTH
JHEBHO, NPUEMaHa [10 BPEME WM CJIe]l XpaHEHE. o
Cnea 10 go 15 nuu gosata Tpadea na ce amanTHpa B 3aBHCHMOCT OT H3MEpeH
KpbBHaTta 3axap. [locreneHHoTo nNoBHmarsaHe Ha Ao3aTa MOXeE Aa noaoOpH ra
TOJIEPAHTHOCT.

JomycTHMara MakCHMMajiHA JHEBHA /032 MeT(QOPMHHOB XHApPOXJIOpHI € 3
NpHeMa.




AKO ce TpeNBHXKIA 3aMAHA HA JOPYT [epopalieH AaHTHAMabeTeH MpOAYKT, [PERUIIHOTO
XUTIOTJIMKEMHYHO JICYCHHE TpAOBA 1a ObAe MPeyCTAHOBEHO H Ja CE€ 3aMECTH ¢ MEeT(GOPMHH B 103414,
NOCcOYeHa Mo-rope.

KoM0unanug ¢ RECYIHH

MetdopMHH H HHCYIMH MOraT [1a C¢ H3MONA3BaT B KOMOHMHHpAaHa Tepanu4, 3a 4 ¢e MIOCTHTHE No-4005p
KOHTPOJI HA KPbBHATA 3aXap.

O6nuaifHaTa RavanHa fo3a e 500 mg wim 850 mg MeTGOPMHHOB XHAPOXAOPH] 2 HIH 3 TBTH AHEBHO,
JOKaTO 03aTa HA HHCYJIHHA C€ aJalTHpPa B 3aBHCHMOCT OT M3MEPEHHTE CTOMHOCTH Ha KphBHaTa
3axap.

Ilayuenmu 6 cmapyecka ev3pacm

[Topanu BepoATHOCTTA OT HaMajieHa GBOpeuHa JyHKUMA IPH MaLWEHTH B CTapyecka BB3pacT, J03aTa
Ha MeTGOpPMHH TPAOBA 12 ce aanTHpa B 3aBUCHMOCT OT 6b6peunara (pyHKIHA, KOATO PeAOBHO Tpabra
Ja ¢€ KOHTpOJHpa (BHXK Toyka 4.4).

bvbpeuno yepeoicoane

[Ipeau 3amouBaHe Ha JieYeHHe ¢ MPOIYKTH, ChABPKAIM MeTOPMHH, TpAGBa fa ce HAMpPAaBH OlICHKA Ha
GFR crofiHocTHTE, a Criex TOBa - NMOHE BeAHBX roAvindo. IIpH MAUKEHTH ¢ MOBHIIIEH PHCK OT MO-
HaTaTBIIHO MporpecHpaHe Ha OBEOPEYHO YBpEKAaHe U IIPH MALMEHTH B CTapyecka Bb3pacT Tpadaa no-
4eCTO Jia ce MpaBH OLICHKA Ha ObOpeynarTa pyHKIMA, HANPHMEP HAa BCEKH 3-6 Mecela.

GFR ml/mun O0ua MaKCHMaTHA JlomBiHUTE IHN CHOGpaKeHHA
JHEBHA [03a

(na ce paznenu Ha 2-3
JHCBHH JO3H)

60-89 3000 mg Moxe n1a ce OOMHCTH MOHIKABaHE
HA 103aTa BB BPB3Ka C
HaMaIgBaHETO HA OLOpeyHaTa

GbyHKIHA,

435-59 2000 mg ®akTopuTe, KOHTO MOraT Ja
YBEJIHYAT PHUCKA OT JIAKTATHA
auuno3a (kK Touka 4.4) tpsbea na
ObaaT npepasriicaaHy, (P 1a ce
oOMHICITH 3aTTOYBAHETO HA JIEYCHHE C
MeTHOpMUH.

Havannara go3a ¢ Hal-MHOTO
MOJIOBHMHATA OT MaKCUMAaJTHATa 103a.

30-44 1000 mg

<30 - MerdopMHH ¢ IPOTHBOMOKA3aH.

Ileduampuuna nonyaayus

MoHoTepanus H B KOMOMHALIMS ¢ HHCYIHH

. Met¢oramma Moxke 1a ce w3non3ssa npu jaeua Hax 10 roqdsy M I0HONIH.
. Obnyaiinata HavanHa 103a € 500 mg i 850 mg MeTHOpMHHOB XHAPOXIIO
Ce [PHEMA 11O BPEME HJIH CJIe]| XpaHEHE,

Cnen 10 mo 15 mum noszara Tpabea na ce apanTupa B 3aBHCHMOCT OT HHBOTO
IoctenenHoTo noBHmaBaHe Ha 103aTa MOXeE Na nMOAo0pH racTPOHHTECTHHAIHATA



[IpenopruanaTa MakCHMaJTHa JHEBHA 10332 MET(GOPMHHOB XHAPOXJIOPHI € 2 g AHEBHO, pa3/ie/ieHH Ha 2
WM 3 npUeMa.

4.3 [IIpormBonoxkazanns

o CBpPBXYYBCTBHTEIHOCT KbM AKTHBHOTO BEIIECTBO WM HAKOE OT IOMOIIHHMTE BEIIECTBa,
W30OpOEHH B TOYKA 6.1;

o Bcekn Tun octpa MeTaGonuTHA aljH/103a (HaMp. JJAKTaTHA alia03a, NHabeTHa KeToaluno3a),

o JHabeTHa mpe-KoMa;

° Texxa 6p6peuna HepocratrurocT (GFR < 30 ml/mMuH);

o

OcCTpH chCTOAHMA, 3acTpamaBalld ka Baomar Obp0pedHara (QyHKIMS, Karo: ASXHAPATALHA,
TEIKKA HHPEKLMA, TIOK;

o 3abongaBaHus, KOHTO MOTaT Ja MPHUYMHAT THKAHHA XHIOKCHA (0cobeHo OCTpH 3abonsBaHus
WIH BIOLIABAHE Ha XpOHMYHW 3abomfABaHHA), Karo: JEKOMIECHCHpaHa ChplacvHa
HEROCTATLYHOCT, PECNUPATOPHA HENOCTATHYHOCT, HACKOPO TIpEKapaH MHUOKApACH HH(APKT,
IIOK;

o YepuoapoOHa HeAOCTATHYHOCT, OCTPA ANKOXOJIHA HHTOKCHKALIMA, AJIKOXOTHU3IBM.

44 Choennajnn DpeaynpeKAeHHs H TPEANAZHH MEPKH NpH ynorpeda

JlaxTaTHa alHzo3a
JlakTaTHaTa anMmgo3a, MHOTO PAJAKO, HO CEPHO3HO MeTabOJIHTHO YCIOKHEHHE, HAai-4eCTO HACTBIIBA

Npd OCTpO BiIOmaBaHe Ha OnOpedHaTra (YHKUMS, KapAHO-PECIHPATOPHO 3a00nsABaHE WM CEINCHC.
HatpynsaHeTo Ha MeT(hOpPMHH HACTBIIBA PH OCTPO BAONIaBaHe Ha 6b6peuHaTa GpyHKUHA U yBeIHYaBa
PHMCKa OT JIAKTATHA alH1034.

B cnyvyai Ha pexwnparamms (Texka OuUapus MM TOBpBINAHE, Tpecka WJIW HaManeH NpPHEM Ha
TEYHOCTH) TPAOBa BpeMECHHO Aa ce CIpe MpHeMa Ha MET(GOPMHH H € NPEIOPBHUHTEIHO a ce YCTAHOBH
BPB3Ka C MEAHIIKHCKH CTICLIMATHCT.

[IpHeMBT Ha NEKapcTBEHW NMPONYKTH, KOMTO MOTAT OCTPO JAa yBpeaar OnOpevHara (yHkima (Karo
aHTHXHMIICPTEH3UBHH cpenctea, Auypetduid 1 HCIIBC) Tpabea aa ce 3anoyHe ¢ NMOBHIICHO BHHMAaHHE
IpH MNALUMEHTH, JEKYBaHH ¢ MeThopMHH. JlpyrH puckoBd ¢axTopd 3a JAaKTaTHa anujaosa ca
NPEKOMEPEH MIPHUEM Ha aiTKOXO0J, YepHOAPOOHA HEAOCTATHUHOCT, HEAOCTATHYHO KOHTpONHpaH auaber,
KE€TO03a, NMPOABIDKHTENHO TIJIAAYBAHE M BCAKAKBH CbCTOSAHHA, CBBP3aHH C XHIMOKCHS, KaKTO H
€AHOBPEMEHHATa yrioTpeba Ha JIeKapcTBeHH MPOAYKTH, KOUTO MOTAT Aa MPHYMHAT JIaKTaTHaA alMao3a
(BHOK TOYKHM 4.3 1 4.5).

[Nanmenture HW/umu GonHornienaumTe TpAOBa na 6baar uHGOPMHPAHH 3a pUCKa OT JIaKTaTHA ALMAO3a.
JlakraTHaTa aumgo3a ce XapaKTepH3Hpa ¢ alMAO3HA JUCIHeA, KopeMHa OoJNKa, MYCKYTHH KpaMiH,
aCTCHHA H XHMIOTEepMMH, MOCNENBaHM OT KoMa. B ciyuail Ha cbMHEHME 33 CUMITTOMH MallMCHTHT
TpsOBa Aa cnpe npueMa Ha MeTGOpPMHH H He3a0aBHO Na NOTHPCH Jiekapcka moMolll. JlnarHocTHuHKTE
1aboOpPaTOPHH HaXOIKHK ca MOHKeHO KpbBHO pH (<7,35), noBHInEHH HHBA HA IUIa3MEHHA JAKTaT {>5
mmol/l) 1 noruIIeHa aHMOBHA Pa3IMKaA U CHOTHOLIEHHE JTaKTaT/APYBAT.

brbpeuna GpyHKIHS:

[Ipenu 3anmousane Ha neuenHero TpabRa fa ce Hanpaeu oneHka Ha croifHoctHre Ha GFR 1 penopHo
CIIel TOBa, BHXK TOYKa Touka 4.2, MeTdhopmun ¢ npotusonokasan npu naupeHTH ¢ GFR <30 ml/MuH 1
Tps06Ba 1a 6ble BpeMEHHO CIIPAH MPH HATMYHE HA CHCTOSHHA, KOUTO NpoMeHAT OB0pednaTa (yHKLuS,
BIDK TOUKa 4.3).

CopaeuHa hpyuxims

3a MalMEHTH ¢ OCTPa W HecTaOWJIHA ChpACUHA HEAOCTATHUHOCT, METHOPMHH € TIPOTHE lfméasay (BrK . | - |
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BbTpechaoBOTO NpWIOKEHHE HAa HOAMPAHM KOHTPACTHH BEIECTBA MOJXE Aa IOBele 0 KOHTpAacT-
MHIyLUHpaHa HeQponaTus, BoAeia A0 HATPYMBAHETO Ha METPOPMHH H MOBHIDEH PHCK OT JIAKTaTHA
aupnosa. Merdopmun TpaGBa ma ce cnpe mnpead WIM 0O BPEMe Ha mporexypara 3a obpasHa
JIMArHOCTHKA H HE TpaOpa Oa ce BBE30OHOBABAa M0 Haii-Manko 48 daca cyieq TOBa, IIPH YCIOBHE ue
OBOpevHaTa QYHKIMA e OLIEHEHa OTHORO H € YCTAHOBEHO, Ye € CTA0WIHA, BIK TOUKH 4.2 U 4.5.

Onepauus
MerdopMun Tpabsa Na ce cnpe mo Bpeme Ha omepanms Nox 00ma, CNMHAMHA WM eNMMAypaiHa

aHecTe3ud. Jlewennero moxe ga Onae Bb30OHOBEHO He Mo-paHO oT 48 uaca crnep omepalMsaTa HIH
BL300HOBABAHETO HA XpaHEHETO Mpe3 yora, H OpH ycnoeue 4e ObOpeunata (yHKIMA © OLEHeHa
OTHOBO H € YCTAaHOBEHO, Y€ € cTaOMIHa.

IleauaTpyyHa nonyiaamnys

Ilpenu 3anousaHe Ha nedeHue ¢ MerdopMuH, TpaOBa na Osae MOTBBPACHA AHATHO3aTa 3a Auabet TN
2.

[IpoBeneHHTe KOHTpOHpaHW KIHHMYHH H3CIEABaHMA B IIPOABDKEHHE HA €IJHa ToAWHa He ca
YCTGHOBW/IH BIHAHHE Ha MeTHOpMHH PBLPXY pacTexka H Mybeprera, HO 3acera HsIMa [IO-
NPOAB/DKHUTENHH HabmrofeHus B Tasd oOiacT. 3atoBa ce NpeNiophbYBa BHHMATEJIHO MpOCHE/ABaHE
epexTHTE Ha METQOPMHMH BBPXY TE3H NapaMerpH, NO-CHEUHAIHO NpH JicYyeHWe Ha Jlella B
npenamybdeprerHa Bb3pACT.

deua mexay 10 n 12 rognun

B KOHTpo/HMpaHHTe KITHHHYHM NMPOYYBAHHMA Ha JIella H IOHOINHM ¢a OHJIH BKITIOYEHH camo 15 nmanmenTa
Ha Bb3pacT Mexay 10 u 12 roguan. Bripekn, ue epukacHocTTa ¥ H6€30NMacHOCTTa HAa METQOPMHH NPH
Te3d Jella He Ca MO-pa3sfityHH OT TEe3H NPH MO-roJIieMH Jiella H FOHOIIN, ce NpernophiBa 0COOSHO
BHUMaHHe NpH NPEANUCBAHETO Ha MeTQOPMHHOB XHAPOXJIOpHA Ha aena Mexay 10 v 12 roammmHa
BBL3PACT.

Jpyry npenynpexacHus

Beuyky nanmeHTH TpAOBa fJa NpoAB/KAT [JHETaTa CH C  PABHOMEPHO paszfpeAciicHHMe Ha
BRITICXHIpAaTHUA TpUeM T1ipe3 aeHd. llauventure ¢ HagwopMmeHno Terio TpsabGea Aa cnaspar
HUCKOKA/IOpHYHATA CH JHETA.

Obuyakinvre 1200paTopHHE TECTOBE 33 MOHUTOpHpaHe Ha AHabeTa TPAOBa a ¢e H3BLPLIBAT PEAOBHO.

MerdopMHH MOXKeE 1a HAMATH CepyMHHTE HHBA Ha BUTAMMH B12. PHCKBT OT HHCKY HHBA Ha BHTAMUAH
Bl2 ce ysenuvaBa ¢ ysenMyaBaHe Ha J03aTa Ha MeTQOPMHH, NMPOABIDKMTEIHOCTIA HA JECYECHHETO
W/WIH TIPM NaLKAEHTH ¢ PUCKOBH (DAKTOPH, 332 KOUTO € H3BECTHO, Y€ MPUYHHABAT AepULHMT Ha BHTAMKH
B12. B cnyqaii Ha cemHenne 3a neduiiT Ha Buramue B12 (kaTo aHeMHA Wik HeBponaTHs ), Tpa6Ba na
C¢ MpocleasBaT CEpyMHHTE HUBA Ha BUTaMUH B12. Moxe n1a ce HaNoOXK NEpHOAWYHO TPOC/ICIIBaHe
Ha BuTamuH B12 npw mammenTH c puckoBu ¢dakropu 3a mepuuur Ha BHTaMuH B12. Tepammara ¢
MeT(HOPMHH TpAOBA N1a MPOABIDKH TONKOBA THJITO, KOJKOTO C€ MOHACA H HE € MPOTUBOMOKA3aHO H
MOAXOAAMIO KOPHIHpalllo JedeHue 3a Achuuut Ha BHTaMHH Bl12 e ocHurypeno, B CHOTBETCTBHE C
HaCTOALUMTE KITMHHYHHU PHKOBOJICTBA.

MeT¢opMHH, npUiaraH caMOCTOATENHO, He MPEAM3BHKBA XHMITOITHKEMHES, HO TpAOBa fa ce BHIMAaBa,
KOTaTo Ce M3M0/13Ba B KOMOMHALMA ¢ MHCYJTHH HIIH JPYrH NMepopaiHd aHTHAWabeTHH mpoay
cyNaHWIypeiHH NPOOYKTH WIH MET/ITHTHHHIH).

4.5 BsanmoaelicTBHe ¢ APYrH 1eKAPCTBEHH NPOAYKTH B ApYrR GOpMH HA B3a
He ce npenopwvusa cenvmcmeawa ynompeba

Arxoxon




AJNKOX0/1HaTA HHTOKCHKALMA C€ CBHP3Ba C MOBHINCH PHCK OT JIAKTaTHA alHA03a, 0CODEHO B CITy4aH Ha
FlIajlyBaHe, HeIOXpaHBaHe WK YepHOAPOOHA HENOCTATHUYHOCT.

Hodupanu xoumpacmny gejecmsa

MerdopmuH TpsabBa 3aaBKHMTENHO Aa Cce CIpe mpeau WIH 10 BpeMe Ha Nporemypara 3a obpasHa
JAHArHOCTUKA H He TpaOBa Na ce BBL30OHOBABA OO Haili-manko 48 yaca crex ToBa, IPH YCIOBHE Ye
O0p0peuHaTa QyHKIHA € OlleHEHA OTHOBO M € YCTAHOBEHO, Ye € CTaGHIHA, Bk ToukH 4.2 H 4.4.

Kombunayuu, uzuckeawy npeonaznu Mepxu npu ynompeoa

Hsixon nexapcTBEHH NPOAYKTH MOTAT Ja ce€ OTPasaT HeOaaronpHaTHo Ha OpOpeuyHaTa QyHKIHsA, KOETO
MOXE 18 YBEJIHMM PHCKAa OT JilaktaTHa aumaosa, HanmpuMmep HCIIBC, BKMOYHTENHO CENCKTHBHH
HHXHOUTOpH Ha wuxinookcurenasa {(COX) II, ACE wusxuburopu, anruorensmH Il peuentopHu
AHTarOHWCTH W AWyperduu, ocobeHo OpuMKoBM Awnyperwi. IIpy 3anousanero unm ynoTpedbara na
TAKUBA MNpPONYKTH B KOMOHHauusa ¢ MerdOpMHH € HeoOXONHMO BHHMATENHO MNpocneadBaHe Ha
OnOpeunaTa QyHKIMHS,

Jlekapcmeenu HpOOYKMU ¢ BoMPEUHA XUREPSTUKEMUNRA AQKMUGHOCM (HaNp. 2TIOKOKOPMUKOCINEPOUOU
(CUCTMEMHO U TOKATHO NPUAOACERUE) U CUMHANOMUMEMNYIL)

Moxe na e HeOOX0AUMO NMO-YECTO MPOCIeAABAHE HUBOTO HA KPLBHATA 3aXap, 0COOCHO B HAYANIOTO Ha
nevenneto. Ilpu Hyxna, no3ara Ha MetdopMuH TpsAOBa fa ce ajanTHpa MO BPEME Ha JICUEHHETO ChC
CHOTBETHHA JIEKAPCTBEH NMPOAYKT H Cite[ HETOBOTO CITHPAHE.

Tpaucnopmepu na opeanuunu xamuonu (OKT)

MergopmuH e cyberpar 1 Ha ABaTa TpancnopTepa OKT1 n OKT2,

EnHOBpeMEHHOTO NpHIIOXKEHNHE Ha MeTHOPMUH C

. Huxuburopu na OKT1 (kato Bepanamun) Morar 1a HaManaT e(pHKaCHOCTTa Ha METQOPMHUH.

. Huayxropn Ha OKT1 (kato prdpamMiuume) MoraT a NOBMINAT raCTPOHHTECTHHAIIHATA
abcopO1ma U epukacHOCTTa Ha METHOPMHH.

. Huxuburopr Ha OKT2 (kaTo uMMeTHINH, N0y TEerpaBUp, pAaHONA3HH, TPUMETOPHM,

BAHJICTaHUD, HCABYKOHA30J1) MOTAT J1a IOHWXKAT eJIHMAHHPAHETO HA METPOPMHH Npe3
OpOpelTe 1 TOBa 1A I0BENE O MIOBUIIICHA TJIA3MEHA KOHIICHTPAMA Ha METPOPMHUH.
. HuxuOuropu na OKT1 1 OKT2 (xaro xpmsoTunmd, onanaput) MOTaT 4a HPOMEHSAT
eduxacHocTTa B 6pOpeyHaTa eTMMHHAIINA HA METHOPMHH.
Cnenoparenno, HeoOxomumMo € na ce obpblla BHHUMaHue, Oco0eHO NMpH nauMeHTH ¢ OBOpeyHo
YBPEIKIAHE, KOTaTO TE3H JIEKApCTBEHH MPOAYKTH CE NMPHJIATAT €AHOBPEMEHHO C MET(POPMHH, THH KaTo
TUTa3MeHaTa KOHUCHTpauus Ha MeTGpOpMHH Moxke a ObJe NOBHIEHA., AKO € HCOOX0MMO, MOKE /1a C€
obMmucnn kopekums Ha nozata, Teid xaro OKT HHXHUOHTOpPHTE/HHIYKTOPHTE MOTAT Ja TPOMEHAT
eMKaCHOCTTa Ha MeT(OPMHH.

4.6 DepruanTeT, GPEeMEHHOCT B KLPMEHE

bpemeHHOCT
HexoHTponupaHaTa XWneprivkeMus B NMepuKOHUeNmMonuara ¢a3la ¥ 0o BpeMe Ha OpeMeHHOCT ¢
CBbp3aHa C TOBHIOEH pPHCK OT BpoJeHH aHOManMM, 3aryba Ha OpEMEHHOCT, XHIIEPTOHHA,
npeaAH3BHKaHa 0T OPEMEHHOCTTA, NIpeekTaMIICH B IEPHHATATTHA CMBPTHOCT.

BaxHo € na ce noaaepskar HHUBaTA Ha KpBHBHATA 3aXap BB3MOXHO Haii-0mmM30 10 HOp
sata OpeMEHHOCT, 3a Ja ce HaMall PHCKBT OT HeOIarompHaTHH H3XO
XHMIICPIIIHKEMHS, 32 MaiKaTa 1 HEHHOTO JIEeTe.
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I'ofiiMO KOMM4eCTBO JaHHH 3a OpemeHHM keHH (moeede oT 1000 excrioHMpaHH pe3yaTara) OT
DazHpaHo Ha PErHCTBP KOXOPTHO MpPOy4YBaHE H MyOJWKYBaHH JaHHH (MeTa-aHANH3H, KIHHHYHH
[IPOYYBaHHA M PETHCTPH) HE TIOKA3BAT MOBHLIEH PHCK OT BPOJSHHU AaHOMAaNHH HIH (eTo/HeOHaTaIHa
TOKCHYHOCT CJIe]l €KCIIO3HIMA KbM MeTGOpMHH B MEPHKOHIENIMOHHATA (aza W/UNH 110 BpeMe Ha
OpeMeHHOCT.

Hma orpaHnucHd H HeYOEAHTEITHH AOKa3aTENCTRA 32 eekTa Ha MeT(GOPMHH BBLpPXY ABIFOCPOYHHA
pesyiraT mo OTHOIUEHHE HAa TErJMOTO MpH JENd, WUIOKEHH BBIpeyTpobHO. Merdopmun He
H3IJICKAa Aa [OBITHABA ABHIaTEIHOTO U COLMANIHOTO pa3BUTHE A0 4-roAMINHA BBL3PACT MPH Acua
H3JI0KCHH 110 BPEME Ha OPEMEHHOCTTa, BLIIPEKH Y€ JAaHHHWTE 3a JBITOCPOUHHTE pPEe3yATard Ca
OrpaHH4YeHH.

AKO € KIMHMYHO HeoOXoauMo, ynorpebarta Ha MeT(GOpMHH MOXE jla ce oOMHCIM MO BpeMe Ha
OpeMEHHOCT H B NIEPUKOHUENIIHOHHATA (pa3a KaTo AOIMBJIHEHHE WM aITepHATHBA HA HHCYJIHHA.

KbpMmene

MetgopmuH ce ekckpeTupa B kbpMata. He ca HabmonaBaHM HeKelMaHH JEKApCTBEHH PEaKUHH NpH
HOBOPOICHHA KbpMadeTa/ MAIKM fena. Bee mak, nopaau orpaHH4eHATe HATHYHH JaHHH, KbPMEHETO HE
Ce MPENopbYBa NO BPEME Ha JieueHHe ¢ MeTGOPMHH.

TpsbBa na ce B3eMe pemeHure, Janu Aa ce NMPeyCcTaHOBH KbPMEHETO, KATO ¢ HMa MPEABUA MOJI3aTa OT
KbPMEHETO M NOTCHLHATHHKA PHCK OT HeXKeJlaHH JICKAPCTBEHH PEaKLIHH 3a JeTETO.

depTUnuTeT

ITpr MBKKH H XKSHCKH IUIBXOBE (PEPTHIUTETHT HE C€ NOBJIHABA OT METQOPMHH, NPHIOKEH B JTIO3H 10
600 mg/kg/na neH, KOETO € MOYTH TPH MBTH MOBEYE OT MAKCHMATHATA MIperopbyaHa JHEBHA 1033 NpH
Xopa, Ha 6a3a cpaBHEHHE HA TENECHA MMOBBPXHOCT.

4.7 EdexTn BpopXy cnocoOHOCTTA 32 IMopHpane H padoTa ¢ MAMIAHA

MerdopMHH, KaTO MOHOTepamHd, HE BOLH [0 XHINOMVIMKEMHS M 3aTOBAa HAMA BJIHSHUE BBLPXY
criocofHoOCTTa 3a Iodgupane U padoTa ¢ MALIKHH.

Bee nak, natwmentHTe TpAadBa fa ca npeaynpeneHH 3a pHCKAa OT MOABAaTa HR XHIIOTIHKEMHA, KOTaTo
MET(OPMHH C€ M3MOJ3Ba B KOMOWHALMA ¢ APYrH aHTMAHaOeHTHH JI€KapCTBEHH HPOMYKTH (Hanp.
cyJipaHUITy peiiHy, MHCYJIMH WIH METJIMTHHHAN).

4.8 Hexenann JeKApCTBEHHA PeaKNHHR

B Ha4asoTo Ha JEYCHHETO, HAW-4YECTHTE HEXKeJIAHH NIEKapCTBEHH peaKkldH ca rajeHe, MOBpHIIAHE,
auapus, cromamHa 0onka ¢ 3ary0a Ha aneTHT, KOMTO B NMOBEYETO Cy4YaH OTMHHABAT CIIOHTAHHO. 3a
NpeIOTBPaTABAHETO MM C€ IMpErNophYBa METHOPMHMH Aa ce NMpHEMa Ha JBE WM TPH JHCBHH JO3H H
[IOCTENeHHO YBeJIMYaBaHe Ha JIO3HTE.

ITo BpeMe Ha JleueHHEe ¢ METHOPMHH MOTaT Ja C€ MOABAT CIAEAHHTE HEKEIaHH JIEKAPCTBEHH PEAKIIHH.
YecToTaTa HM Ce onpeaeid Kakro ciaensa: MHoro udect: >1/10; veetn: >1/100 go <1/10; neyecTu:
>1/1000 no <1/100; penku: >1/10000 no <1/1000; Muoro peaks: <1/10000.

Ilpn Besko rpynupaHe B 3aBHCHMOCT OT Y€CTOTATa, HEXKEJIAHHTE JIEKAPCTBEHH peakliud ¢ M30posBaT
B HU3XOIAII el IIC OTHOILIEHHE HA TEXKECTTa.
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Cmomautrno-upestu CroMalHO-9peBHH  HApyIleHHd,  karo | MHOro 4ecTu
HAPYWEHUS rajiese, NoBpbLIOaHe, JHapus, aOXOMHHAIHA
6onka u 3aryba Ha anetut. Te ce nogeaBar
Hail-4¢CTO B HAYaJIOTO HA TepanuiTa H
OTMHHABAT CIIOHTAHHO B IIOBEUYETO CIIYYaH.
3a O1a ce MpeNoTBPATAT T€3H CHMIITOMH, €
MPenoOpHUUTEIHO MEeTPOPMHH Jia c€ TTpHeMa
Ha 2 MJM 3 JIHEBHH JI03H 110 BPEME WIH ClIe]
XpaHeHe, baBHOTO yBend4YaBaHe Ha A034aTa
MOXKE CBIHO aa noaoOpH
raCTPOHMHBTECTHHAJIHATA TOJICPAHTHOCT.

Xenamobunuapnu napyuwenus | EapHuunan coyyan nHa  adoManmd B | MHoOro peaxu
YePHOAPOOHHTE H3CNCABAHHA WIH XENaTHT,
KOMTO TpeMMHABaT ciej NPCyCTaHOBABAHE
Ha JISYCHHETO C METPOPMHH

Hapvwenust na xoocama u | Koxnn peakimy, kaTo epureMa, NpypHTYC, | MHOro peaku
HOOKONCHOMO MBKAH YPTHKADHA

IleanaTpyyna nommyaarys

HexxenaHute neKkapCTBEHM peaKMH OT MyOIHKAUMM M NMOCTMAPKETHHTOBH HM3TOYHHIH, KAKTO H OT
KOHTPOJIMPAHM KIHHUYHH NPOYYBaHHA HA MaJKa rpyna neua, Mexnay 10 u 16 roauHH, TpeTHpaHH B
Npofb/bKeHHe Ha 1 ronamsa, ca nonobuu Ha Ha0mOJABaHWTE TIpM BB3PACTHH MO OTHOIICHHE Ha
XapaKTepa i TEXECTTA UM.

Cro0illaBaHe Ha NOAO3UPAHH HEXKEIAHH PEaKIIHK
Cro0iaBaneTo Ha NOAC3HPAHY HEXETAHH PEAKI[HH CJIe]] paspenrapaHe 2a ynoTpeda Ha NeKkapcTBeHHs

MPOMYKT € BaskHO. T0OBa NMO3B0ONABA A2 MPOIb/DKH HabIOA¢HHETO Ha CHOTHOLIEHHETO MOM3a/PHCK 34
JIEKAPCTBEHHUA NpOAYKT. OT MeIUHHHCKHUTE COCIHATHCTH € H3HCKBa ja ChoDmaBar BCAKA rogo3npaHa
HEXCNAHA peakuma upes HannauwTenna areHnms no JekapcTsara, yii. ,,Jiams ['pyes” Ne 8, 1303
Cogmsn, Ten.: +35 928903417, yebceaitr: www.bda.bg.

4.9 Ilpeaosnpane

XMIIOTJIMKEMHA HE ce HaOmonaBa AOpH NMpH AO3H Ha MeTdopMuH A0 85 g, BBNpeKH 4e NPH TaKHBa
O0CTOATENCTRA Ce MOABABA JTAKTATHA ALHA034.

3HAYHTEHOTO MpPEAO3UpaHe HA MeTQOPMHHOB XHAPOXJIOPHIA H CHITLTCTBAHIUTE PHACKOBH (PaKTOpH
Morar Ja A0Beaar A0 JaKTaTHa aluo3a.

JlakTaTHaTa auKAC3a € COemHO CBhCTOsSHME W TpAbBa na ce nekypa B Gonnmna. Hali-edexTHBHOTO
NCYCHHE © OTCTPaHABAHETO HA NAKTAT ¥ METQOPMHH Ype3 XEMOIHATH3A.

5. ®APMAKOJIOTHYHH CBOHCTBA
5.1 DapmMakogHHAMHIAH CROHCTBA

(bapMakoTepaneBTHYHa rpyna: JlekapcTBeHH NPOAYKTH, NOHMKABAIIH HHBOTO Ha KpbBHATA 3axap.
bursanuau. ATC koa: A10BAO2

MexaHn3eM Ha AeHCTBHE

MetdopmuH € OHrBaHH ¢ AHTUXUIIEPITTHKEMHYHH €(heKTH, BbpXy 0Ga3arHaTa H 10

XUTIEPrIHKEMHA. TOH HEe CTUMYJIMPA WHCYIMHOBATA CEKpELNA, 3aTORA HE MPeIU3B
XHIIOTTHKEMHA. =

Mertdopmun Hamanssa GasanHaTa XHIIEPUHCY/THHEMHA H B KOMOHHALEA C HHCY/IMH HAMAAsABA' #85  « .
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MeT¢opMHHBT MPOABABA CBOA AHTUXMNEPITTHKEMHYEH ePEKT Ype3 MHOKECTBO MEXaHU3MHU;
MerdopMmuH HaMagBa NPOAYKLMATA Ha TJIIOKO3a B Ye€pHHA APOO;

MerdopmuH ynecHsRa OepudEepHOTO YCROARAHE ¥ WNON3BAHE HA IIIIOKO33, OTUACTH Ypes
yBeJIH4YaBaHe Ha HHCYJIHHOBOTO ACHCTBHE;

MeTtdopMuH 3acara MeTaboNH3Ma Ha ITIFOKO32Ta B UepBara: Y CBOSBAHETO OT KPBBOOOPAILEHHETO Ce
yBenMuaBa, a abcopduusara o1 XpaHata Hamanasa. JIOMEIHTEIHH MEXaHH3IMM Ha ACHCTBHE B YEPBATA
BKJIIOYBAT yBEIHYaBaHe Ha 0CBOOOXKAaBaHeTO Ha rmokaroHonogoden nemrug 1 (GLP-1) u
HaMangBaHe Ha pe30pOuMATa Ha HITbYHH KHcenuHn. MerdopMuH npoMeHs MEKpoOHOMa Ha vepBara.

MetdopmaH Moske 1a nogoOpH THIMHAHHUA PO NPH HHAWBHIN C XHIICPIHIIETAMHS.

B xinHMuMM Npoy4BaHud, ynotpedara Ha MeTQOPMHUH € CBBP3aHA ChC CTaOMIHO Ha TEJNECHO Terno,
WK C YMepPeHa 3ary0a Ha Tero.

MerpopMHH € axkTHBaTOp Ha aneHo3uH MoHodocar-nprenn-kuHaza (AMPK) u nopuiuasa
TPAHCMOPTHHS KanaluTeT Ha BCHYKH BUIOBEe MeMOpaHHM r/oko3HH TpaHcnoprepu (GLUTS).

Knunnuna ebHKacHOCT U H€30IaCHOCT

IIpocniexTuBHOTO panaomm3upado npoydsade (UKPDS) noteepau awiirorpaiiHara monsa ot

WHTCH3UBHHA KOHTPOJ Ha KPbBHATA 3axap MNPH Bb3pacTHU HalldeHTH ¢ quabet Tum 2.

AHaMH3BT HA PE3YITATHTE NPH MALKMEHTH ¢ HAHOPMEHO TEIIO, JIEKYBaHH ¢ MeT(OpPMHH, Clell KaTo

0e3 ycnex e IPHIIOJKeHa caMo AWEeTa, IOKa3BaT:

. 3HAYUTETHO HaMalleHHE Ha aGCOIIOTHHA PHCK OT BCAKAKBH YCIIOKHEHHA, CBBP3aHH ¢ OHadeTa,
B rpynara Ha MeropmuH (29,8 cnyvyas/1000 nauMeHT-romMHH) B CPaBHCHHE ¢ Tpymnara
nauMeHTH camo Ha aueta (43,3 cnywas/1000 namment-rojunn), p=0,0023, u B cpaBHeHHE C
IPYNHTE Ha cCyndaHWIypeHHH AeKapCTBeHH NPOAYKTH H HMHCY/AMH, MoHotepanus (40,1
cayyasn/ 1000 mamuenr-roqunm), p=0,0034;

. 3HAYMTEJIHO HAMAICHHE Ha a0COMIOTHHS PHUCK 33 CMBPTHOCT, CBBbp3aHa ¢ quabeta: MeTGOPMHH
7,3 cny4as/1000 naumenT-roguuu, caMo auera 12,7 cmyvan/1000 namment-rogunu, p=0,017;
. 3HAYHTEIHO HaMajleHHe Ha aOCOMIOTHHA pHCK 33 o0Ia CMBpPTHOCT: MeTQopMHH 13,5

cmy4as/1000 nanMeHT-roAMHH, B CPABHEHHE ¢ TIpynaTa MALIMEHTH camo Ha aueta: 20,6
cay4as/1000 maumenr-roguam (p=0,011), ¥ B cpaBHeHHe ¢ KOMOHWHHMpaHWTE IpPyIIM Ha
cyntaHMnypeiiHi JIeKapcTBEHM NPOAYKTH H HHCYIHH, MoHoTepanua: 189 cmy4as/1000
navHeHT-roaunun (p=0,021);

. 3HAYUTEJIHO HAMa/JIeHHe HA a0CONMIOTHHA PHCK 34 MHOKapaeH HHQapkT: MergopMuH 11
cay4as/ 1000 naupenT-roqunu, camo auera 18 ciyqas/1000 nauuenr-rogunu p=0,01.

He ca nabmonasann knuHWYHM 0OM3M npu KOMOMHHpaHe Ha MeTQOPMHH Cbe Cy/paHHIypes,
NpHJIArad Karo BTOpa JIMHHA Ha JIeUcHUeE.

KomOunanyara Ha MeTdopMHH M HHCYJIMH € TpHilarata npy u30paHd nauHeHTH ¢ auaber THI 1, HO
KINUHAYHA [TOI33 HE € KATSTOPHYHO YCTAHOBEHA.

[lenuaTpuvHa Nonysamms

KoHrponupaHi KITHHHYHM NPOYYBAHMA ¢ HETO/AMA Ipyna fena, mexay 10 u 16 roquHu, TpeTHpaHH B
NpoAb/DKEHHE Ha 1 roauHa, ca mokazand NMPOMEHH B HUBOTO Ha KPBbBHATA 3aXap, aHANOTMYHH TIpH
BBE3PACTHH NAIWCHTH.

5.2 ®PapMaKOKHHETHYHH CBOiiCTBa

AbcopOinia

l_.".H

KOHUEHTPAUHA (Cuaxy ce AoCTHra npuOmu3MTenHo ciex 2 4Haca ¥ 30 MHHYTH (tmax)- “AVS!;O
buoHanuyHocT Ha 500 mg i 850 mg MeTGOPMHHOB XMAPOXJIOPH], TabNEeTKH € npuﬁnﬁgWP 50-
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60% npu 3apasu xopa. Ciex nepopaiiHa fo3a, HeaGcopOupaHaTa ¢Gpakiii, OTKPHTA BB QEKAIHUTE €
20-30%.

Cnen nepopainen npuem, abcopOumsTa Ha MeTOPMHH € HacHTeHa W HerrbiHa. [lpeanonara ce, ue
abcopOimATa Ha MeThOpMHH He € JTHHEkHA.

[Ipx mpenopr4aHHTe K03H H AO30BH CXEMH ¢ METHOPMHH, CTaGHIHMTE TUIa3MEHH KOHUEHTpalMH ce
nocrarar ot 24 go 48 yaca ¥ Mo NpUHUMO ¢a NO-HECKH OT | microgram/ml. Ilpu xoHTpONUpaHH
KJIMHHYHH H3NHTBAHHMA MAKCHMAJIHUTE TUIA3MEeHH HMBA HA MeT(POpMHH (Cmax), HE HAIBHINABAT 3
micrograms/ml, fopH ¥ NpH MAKCHMAIIHH JO3H.

XpaHaTa HaMalgBa cTenenTa U cinabo 3abaps abcopOoumara Ha MeThopmuH. Criell nepopaieH npHeM Ha
Tabnerka or 850 mg, ce HaGmopaBa 40% mNo-HHCHK MHK Ha IUIa3sMeHaTa KoHUeHTpauusd, 25%
HaManaBaHe Ha AUC (uiomra moa kpuBara) 4 35 MHHYTHO YIBDKaBaHE Ha BPEMETO 1O mMKa Ha
TIa3MeHaTa KOHUeHTpamud. KnmHuuHATE TIOCNEenCTBUA OT MpOMSAHATA HA TE3H NApaMETpH OCTaBar
HEH3SCHEHHM.

PasnipenencHue

CBBP3BaHETO ¢ IUIA3MEHHTE NPOTEHHH ¢ He3HaYHMo. MeTdopMHH ce pasnpenend B €PHUTPOLMTUTE.
IIHKBT B KpBBTa € O-HUCHK OT MJIA3MEHHA MUK Y CE TMOABABA MPUOIH3HTENHO MO CHIIOTO BpEME.

HepBeHHUTE KPBLBHU KICTKH Hal-BEPOSATHO NPEACTARIIBAT BTOPHYEH €Tall Ha pasrpeAeicHHe.
Cpennuar obeM Ha pa3npefielieHHE € B paMKHTE Mexay 63 1 276 1.

buotpatchopmaims

MetdopMHH ce ekckpeTHpa HeripoMeHeH B ypuHata. He ca umaeHTHHUMpaHH MeTabONWUTH TpH
Xopara.

Enumubupane

BrOpeuHMaT KnHpBEHC Ha MeThOopMUH € > 400 mI/MHH, KOETO NOKa3Ba Ye METHOPMHH Ce SIIMMUHHPA
ype3 rioMepynHa ¢unTpauus W TyOynHa cexpenms. Ciel NepopasHa a03a, OYEBHAHO KPAMHHMAT
€ITHMHMHALHOHEH [10MY)KHBOT € MpHOIM3HTENHO 6,5 Jaca.

Korato Onbpeunara ¢pyHkums € Hapymena, Ob6peUHHAT KIUPHHC € HaMalleH MPOTNOPIHMOHATIHO Ha
TO3M Ha KPCaTHHWHA M 3aTOBa €JHMHHALMOHHHAT TMOTY)KHBOT € VABJDKEH, KOETO BOAH 10 NOBHILEHH
HHBA Ha METQOPMHH B TLIa3MAaTA.

XapaKTepPHCTHKY NPH CNEUHAIHRY CPYIH NALHCHTH

BEOpeyHo yBpexgane

HanudtuTe 1aHHH NpH NallMEHTH ¢ yMepeHa OhOpeuHa HENOCTAaThYHOCT €4 OCKBJIHHM U He MOXKE J1a Ce
HanpaBH HaA€XK/THA OlICHKA HA CHCTEMHATA €KCMO3HLIMA HA METHOPMMH B Ta3H NOATPYIa B CpaBHEHHE
¢ MALHEHTH ¢ HopManHa Oubpeura Qymkuua. CireaoBaTeNHo, aZanTHpaHe Ha A032Ta TpIOBa Ha ce
H3BELPILIBA Bb3 OCHOBA HA KIHHUYHH ChoOpaXkeHUA 3a ePUKACHOCT/ MOHOCHMOCT (BIK TOUKA 4.2).

[leauaTpuyHa nmomyaarus

Hscnenpane npu enHoKpaTHa 003a: (apMaKOKHHETHUYHHAT NpOogHI NpH aena, NOJyYHId €XHOKpPaTHa
no3za ot 500 mg MeThOpMHHOB XHAPOXIIOpHN, € Nolo0eH Ha TO3X NPH 3ApaBH BE3PACTHH.

Pe3ynTatu ciieq MHOrOKpaTHO JO3HpaHe: BCHUKM JaHHH Ca TONYYEHH OT eAHO H3cnensaHe. Cren
NpUAOXKEHWE Ha 1o3a OoT 500 mg aBa NbTH AHEBHO B NPOALDKEHHE HAa 7/ AHM HA LA ¥
MaKCHMAJIHATa Ia3MeHa KOHUEHTpalMA (Cpax) H cHcTeMHaTa ekcmosuia (AUC 0-t)
CBOTBETHO C 33% u 40% B cpaBHEHHE ¢ BB3PACTHH JHAOETHIH, TIONYVUYWIH 034 oT 50
JHCBHO B MpoAb/KeHHE Ha 14 nHH. Tesu pesynrarH ca ¢ orpaHvyYeHa KJIWHH4YHA 3HA
UHANBUYATTHOTO ONpPeAC/IAHE Ha JO3UTE B 3aBUCHMOCT OT HUBOTO Ha KPBBHATA 3axap.

5.3 IlpeaknaEAvYHE AaHHH 3a Oe3onacHOCT




[IpeAknHHWYHUTE NAHHW, OCHOBABAllH C€ HA KOHBEHLIMOHATHH NPOYYBAHHMA BBLPXY O€30MacHOCT,
¢$bapMaKoloTrua, TOKCHYHOCT Clel MHOTOKPATHO JIO3HpaHe, TeHOTOKCHYHOCT, KaplHHOT€HEH
NOTSHIMAJ H PENPOAYKTHBHA TOKCHYHOCT, HEe NMOKa3BaT 0CobeH pHCK MPH Xopa.

6. PAPMAIIEBTHYHU JAHHN

6.1 Chnucnbk HA NOMOIBATE BelIecTBA
Xunpomenosa,

nosuaoH K25,

MarHe3WeB creapar,

TaTaHOB auokeua (E 171),

Makporona 6000.

6.2 HecnBMecTHMOCTH

Hernpuioxuamo.

6.3 Cpox Ha roanocT

5 roauHH.

6.4 CpnennanHm YCJOBHA HA CHXpancHHE
To3H eKapcTBEH NPOAYKT He H3HCKBA CMEIHAIHH YCIOBHS 34 ChXPaHEHHE.,

6.5 Baa M cbALPXKAHHE HA OODAKOBKATA

Onakosk# 1o 30 u 90 punMupann TabaeTKy.
He BcHukH BHIOBE ONTAKOBKH Morar ja Ob1aT MycHaTH B nmpoaaxGa.

6.6 Chnenwajnn NpeAnasHA MEPKH NPH H3XBLPJsARe H paboTa

Hewn3mon3saHUAT NEeKapcTBEH NPOAYKT WIH OTNATBYHUTE MaTepHaNU OT HEro TpAOBa j1a ce H3XBBPIIAT
B CHOTBETCTBHE C MECTHHTE H3HCKBaHMA.

7. HPHATEXATEJI HA PASPEIIERHUETO 3A YIIOTPEBA

Worwag Pharma GmbH & Co. KG
Flugfeld-Allee 24
71034 Boblingen

I'epmanus

Ten.: +49 (0)7031/ 6204-0

®akc: +49 (0)7031/ 6204-31

§. HOMEP HA PAJPENIEHHUETO 3A YIIOTPEBA

20010543

9. JATA HA ITBPBO PA3PEIIIABAHE/MOAHOBSABAHE HA PA3PE
YIIOTPEBA .

Jata Ha mepBo paspemarane: 12 FOuu 2001 r.
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JlaTa Ha nocnenno noxauoBaBane; 15 Jlekemepu 2010 r.

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA

09/2023
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