KPATKA XAPAKTEPUCTHKA HA ITPO/IYKTA
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1. UME HA JEKAPCTBEHHWS ITPOJIYKT
Cnodop SR 500 mg tabnerku ¢ yAb/IKEHO 0CcBOOOKAaBAHE & 9’?7—? 08 -07- 2055
Siofor SR 500 mg prolonged-release tablets

2. KAYECTBEH U KOJIMMECTBEH CbCTAB

Bcesika Tabnerka ¢ yabikeno ocsoboxkaaBane cbabpxka 500 mg MeTpopMHHOB XHAPOXIIOPHA
(metformin hydrochloride), koiiro croTBeTcTBa Ha 390 mg MeThopMHH 6aza(metformin base)

3a MBJIHKUS CIIUCHK HA NOMOUHUTE BEIECTBA BHXKTE TOYKaA 6.1.

3. JIEKAPCTBEHA ®OPMA

Tabnerka ¢ yab/nkeHO 0CBOOOXK/1aBaHe.

Benu no nouty Genu Tabnerkyu ¢ npoasarosarta Gopma, rpaBupaHo oznayeHue ,,SR 500" ot exnara
CTpaHa M IVIaJIKH OT JIpyrara cTpaHa.

Pa3mepu Ha Tabnerkata: AbnkuHa 16,50 mm, mupuna 8,20 mm, pebenuna 6,10 mm.

4. KJIUHAYHU JAHHU

4.1 TepaneBTHYHH NOKA3AHHA

Jleuenne Ha 3axapen auabeT THM 2 NPH BB3PACTHH, 0COOEHO NPH NMaLMEHTH ¢ HAZIHOPMEHO TeETIO,
KOTATO CaMo JICYEHHETO C JIMeTa U (PU3HUYECKH YIIPa)KHEHUS HE BOJAT JI0 a/IEKBATEH MNIMKEMHYEH
konTpos. Cnopop SR Moxke /1a ce U3M0/I3Ba KATO MOHOTEPANus HIH B KOMOMHALMA € IpyTH
epopasHy aHTHANAOETHH CPEICTBA MITH C HHCYJIHH.

4.2 JIo3HpOBKA H HAYMHH HA NPHJIOKEHHE

Jlo3upoBka

Bw3pacmuu ¢ nopmanna 6vopeuna gynxyus (GFR = 90 mL/min)

MomnoTepanusi npH 3axapeH aAnabder THI 2 1 B KOMOHHALHSA ¢ IPYTH NIEPOPATHH AHTHAHADETHH
cpeacrTsa:

«  (O6uyaiinara Havanua no3a e eHa tabnerka Cuodop SR 500 mg BeiHBK JIHEBHO.

«  Cnen 10 no 15 auu no3ara Tpabsa aa ce ananTupa Bb3 OCHOBa HA H3MEPEHUTE CTOHHOCTH Ha
KpbBHaTa 3axap. [locTeneHHOTO NOBUILIABAHE HA /103aTa MOXKE /1a NO/100pH CTOMAalIHO-4YpeBHATA
TOHOCMMOCT. MakcHMalIHaTa NpenopbyuHTesIHa J103a € 4 TabJIeTKH ¢ yIb/DKEHO 0CBOOOXK/1aBaHe
Cuodop SR 500 mg aHeBHO.

«  TloBMIaBaHeTO Ha J103UTe ce H3BbpuiBa Ha cThikK No 500 mg na Bcekn 10-15 nHmn 10 MaKCHMYM
2000 mg BeHBbXK AHEBHO ¢ BEUEPHOTO XpaHeHe. AKO He Ob/ie MOCTHUIHAT IITMKEMHYEH KOHTPOJI C
2000 mg Cuodop SR Beanbxk aneBHoO, TpaGBa na ce obmucan npunoxenue Ha Cuodop SR
1000 mg 1Ba NbTH JIHEBHO, KATO W IBETE JI03H CE€ NPUEMAT C XpaHa. AKO BCE OLIE HE MOXKe /1a
Ob€ NMOCTUTHAT INIMKEMHWYEH KOHTPOJI, NAaUMEHTHTE MOTaT /1a NMPEMUHAT KbM CTaH/a
Tabnetkn MmeTGopMHH 10 MakcumanHa nosza ot 3000 mg nHeBHo.

«  Tlpu naumeHTH, KOUTO Beve ca JieKyBaHH ¢ TabieTku MeT(OopMHH, HavaHaTa
TpsGBa /1a € eKBUBAJICHTHA Ha /IHEBHATa 103a MeT(GhOpMHH 1101 hopMaTa Ha T
HezabaBHO 0CBODOK/1aBaHE.




«  Tlpwu nainenTty, nekyBann ¢ MeTdhopmul B8 1033 Haa 2000 mg NHEBHO, NPCMHHARABETO KbM

Cwuodop SR He ce npenopbusa.
«  AKO Ct NNaHKPa NPEMMUHABAHE OT APYro NEPOPANHO AHTHAMADETHO CPEACTRO: NPEKpaTeTe
npuema Ha JIPYroTo CPeCTBO M 3anouHeTe npuaaraHero Ha Cuodop SR B 03aTa, nocoueHa no-

rope.

KomOnuains ¢ HHCYJIHN

MeTdopMHHOB XMAPOXJIOPHA H HHCY/IHH MOTaT [ia Ce H3M0/3BaT B KOMOMHMpaHa Tepannd, 3a fa ce
NOCTHIHe NO-A00BLpP KOHTPO/ Ha KpBBHATa 3axap.

O6uyaiinata HayanHa go3a Crogop SR 500 mg e enna tabnerka BeIHEXK NHEBHO C BEYEPHOTO
XpaHeHe, KOKATO J03aTA HAa HHCYIIHH C€ KOPHTHpa B3 OCHOBA H2 H3MEPEHHTE CTOHHOCTH Ha KpbBHaTa
saxap. Cnieql THTpHpaHeTo TpabBa na ce 0OMMCIIH npeMuHaBaHe kbM CHogop SR 1000 mg.

Cmapuecka ev3pacm

ITopamn BE3MOXHOCT OT NOHIDKeHa 61h6peuna QyHKIMd MPH NaLMEHTH B CTap4ecKa BL3pacT, 103aTa
merdopMuH Tpa6Ba 1a ce KOpUrupa Bb3 ocHoBa Ha Gp6peunara ¢pynkums. Heobxonnmo e penosto
olieHABaHe Ha 6p6peunaTa dyHkuHa (BHXTe Toyka 4.4).

bvbpeuno yspesxcoane

GFR Tpafsa Aa ce OlleHH Npein HAYaNoTO Ha JieueHHe C NPOAYKTH, ChbPXKALLH METHOPMMH, H TIOHE
BeAHBX FOAMILHO ciief] ToBa. IIpH nauyMeHTH ¢ NOBHHIEH PHCK OT NO-HATATLIIHA NPOrpecus Ha
6B6pPeYHOTO yBpeXXaaHe ¥ B cTapyecka Bh3pacT 6p6peunara ¢pyHkims TpaOpa na ce OLEHABA MO-
yecTo, HanpHMEP Ba BCeKH 3-6 mecella.

GFR (mL/min) {O61ma MakcumanHa fqHeBHa  (JIOITBIHHTENHM ChOOpakeHns
n03a

60 — 89 2000 mg Moxxe na ce oOMHCIN HaMalsaBaHe Ha 103273 BbB
BpB3Ka C BlIOMIaBaiaTa ce 6u6peuna pyHkums.

45 - 59 2000 mg dakTopHTe, KOUTO MOTaT Aa NOBHINAT PHCKA OT

30 - 44 1000 mg NaKTaTHA anuao3a {Bixre Touka 4.4), TpadBa na
6B 12T NPOBEPEHH, TIpeny Aa ce odmucnu
3all04YBaHe Ha PHEM Ha MET()OPMHH.
HauanuaTa 033 € Hal-MHOTO NIOJIOBHHA OT
MaKCHMaJtHaTa A03a.

<30 - MerdopMHH € NPOTHBONIOKA3aH.,

ITeduampuuna nonynayus

[Mopamy nunca Ha Kannuky jaHHH Cuodop SR He Tpadea Aa ce H3non3ea npH Aela.

Hauunn Ha NpHIIoKEHNE
Tabnerxure TpaOBa na ce MOrIBILAT LICJIH C BOAA. He TpabBa na ce ALBYAT MK HATPOILABAT.

4.3 IHporuBonoxalanns

. CBpBXHYBCTBUTENHOCT KbM METGOPMHH MR KbM HAKOE OT FIOMOILHHTE BELLECTBA, U3OPOCHH B
Touka 6.1.

Beskakbs THR ocTpa MeTaboNMTHa aunno3a (KaTo aKTaTHa aumaosa, nMaberHa xeroaunnosa)

Jnaberna npekoma

Texka 6u6peuna nenoctarburoct (GFR < 30 mL/min).

OCTpH CBCTOSAHHS C PHCK 33 poMAHa Ha 6x6peunaTa gyHxund KaTo:
- Aexuaparauus
- TexXKa HHexlis




- WOK
. 3ab0naBaHe, KOETO MOXE 1a 10BEAe 10 XHNOKCHS (0cobeHo 0cTpo 3abonsBane Wik BOWABAHE
Ha XpOHHYHO 3abonaBaHe) KaTo:
- JIEKOMINEHCUPaHa ChpPAEUHA HEAOCTATbYHOCT
- JINXaTrellHa HEROCTAaTbYHOCT
- HAacKopo npexapaH WH(}ApPKT Ha MHOKap/a
- oK
. YepHoapotHa HEAOCTATBYHOCT, OCTPa aJIKOXOJIHA HHTOKCHKALINA, ANKOXOJIHIBM

4.4 CnenuanHu EpeAyNpexXAeHBs H NpeAna3HH MepKH npu ynorpeba

JIakTaTrHa auMao3a

JlakraTHaTa alMA03a, MHOTO PAAKO, HO CEPHO3HO METabOJINTHO YCIOXHEHMEe, HAl-4eCTO HACTHIIBA
NpH OCTpO BiICLIaBaHe Ha GEEpeunaTa GyHKLMS, kapAHO-PECNHPATOPHO 3a00/ABAHE HITH CETICHC.
HaTtpynpanero Ha MeTOpPMHH HACTBINBA NIPH OCTPO BIoILABaHe Ha GLOpeHaTa PyRKINMS B
yBENMYaBa PHCKA OT JIAKTaTHa alMao3a.

B cnyuaii Ba flexuapaTanyd (Texka JHapH WARK NOBPbLIAHE, BUCOKA TEMNIEpaTypa WIH HaMmarnen
NpHeM Ha TEYHOCTH) TpA0Ba BpEMEHHO Na Ce CIIpe npHeMa Ha MEeT(GOPMHH H € NPENOPBYHTENHO 11 ce

YCTaHOBH BpB3Ka ¢ MCOHIIHHCKH CriCHHATUCT.

[IpHeMET Ha JIEKAPCTBEHH IIPOYKTH, KOHTO MOTaT OCTPO 1a YBpeAsT Or0petHaTa ¢ yHK1HA (KaTO
aHTHXHIIEPTEH3WBHH cpencTsa, anypethus  HCIIBC) 1pabBa pa ce 3anouHe ¢ NOBHIIEHO BHHMaHHe
pM NALMCHTH, JIeKyBaHu ¢ MeTthopmuH. JIpyrH pHCKOBH (akTOpH 3a IaKTaTHa alMa03a ca
NpEeKOMEPEH TTPHEM Ha ANKOXOJ, YepHOAPOOHa HENOCTATHUHOCT, HEAOCTATHYHO KOHTPOIHPaH muaber,
KET03a, MPOABIDKHTENTHO IT1ayBaHE M BCAKAKBH CHCTOAHNA, CBbP3aHH C XHIIOKCHA, KAKTO U
eIHOBpeMEHHATa yroTpefa Ha JekapcTBEHH NIPOAYKTH, KOUTO MOTaT Aa NPHYKHAT JIAKTATHA alifo3a
(B. TouxH 4.3 1 4.5).

[TaumeHTUTE WK NTHLATA, TpsOBa na 6baaT HHGOPMHPAHH 32 PHCKa OT JIaKTaTHA auHa03a.
JIaKTaTHATA ALMA03a Ce XapaKTepH3Hpa C alMA03Ha AHCITHES, kopeMHa Bonxa, MyCKYAHH KpaMIH,
ACTEHMS M XMTIOTepMHA, MTOCIeABaHN OT KoMa. B ciyyail Ha CbMHEHHE 32 CHMITTOMH NALHEHTHT
Tps6Ba [a cripe npueMa Ha MeTGOPMHH K He3abaBHO /12 NOTHPCH JIEKApCKa IIOMOLU. JIMarsocTuyHuTe
nabopaTOpHK HAXOKH ca MOHIKeHO KpbBHO pH (<7,35), noBullichH HHBA HA TUTA3MEHUH J1AKTAT (>5
mmol/]) ¥ NoBHIIIEHAa aHMOHHA Pa3finka H ChOTHOLICHHE JIAKTaT/TIHPYBAT.

Jlexapwurre TpsbBa Aa NpeAyNpeKAABAT NAUMEHTHTE 33 PHCKA M 332 CHMITTOMMTE Ha JIAKTaTHA alMA03a.

Hayuenmu ¢ ycmanoeenu wik nooo3Upanu MUMoxoHOpuaItHu 3a60136aHUR:

Ipy NauMeNTH ¢ YCTAHOBEHH MUTOXOHAPHAIHH 3a004BaHKA, KaTO CHHAPOM Ha MHTOXOHZIpHANIHA
enuedaIonaTHs C NAKTATHA aAUMA03a ¥ HHCYNTONoo0HM ennsonn (Mitochondrial Encephalopathy
with Lactic Acidosis, and Stroke-like episodes, MELAS) n HacnencTsen auaber H IriiyXxora no
MaituuHa JuHKa (Matemal inberited diabetes and deafness, MIDD), MeT¢opMHH He ce npenopb4sa
nopafM pucka oT 060CTpsHE HA NAKTATHA allW032 U HEBPOJIOTHYHH YCIOKHEHHA, KOUTO MOXeE Na
AOBENAT A0 BIOLIABaKe Ba 3a00ABAHETO.

B cnyuaii Ha IpH3HALM H CUMITTOMR, Nokasarentn 3a MELAS cunapom wis MIDD, cnen npuema na
MeTdOpMHH, TeyenueTo ¢ MeThopMHH Tps6Ba fa ce cnpe BeAHara 1 1a ce HanpasH Opp3a
NBAarHOCTHYHA OLIEHKA.

b1rOopeuHa QyHK

GFR 1ps6Ba na ce OLEHH Npen Ha4anoTo Ha JIEYEHNETO H PEAOBHO ClE/l TOBA — BH
MeTgopMHH € NpOTHBONOKa3aH npy naunenTn ¢ GFR<30 mL/min 1 Tpabpa na ce
BPEMEHHO NP HaNH4Ke Ha 3a60n9BaHHA, KOHTO U3MeHAT OBOpeuHaTa QyHKIMA —

Cbupaedyna KLMA




[TalMeHTHTE Che ChP/EHHA HCAOCTATHUHOCT CA ¢ 110-IONAM PHCK OT XHINOKCHS K ObOpeyHa
HeOCTATBLHHOCT, MeT(hOPMHI MOKE J1a Ce W3110/13RA 1IPH NAUMEHTH Cbe cTabunHa XpotnuHata
CbpAEUHA HEAOCTATHUHOCT NPH PeAOBHO Habmoaenne Ha chpaeuHaTa u ObOpeunara GyHkimMs.

MeTPOopMUH € MPOTHBOINOKA3AN 3a NALKUENTH € 0CTPA W HecTabuiaHa cCbpie4Ha HEAOCTATLYHOCT
(BroxTE TOYKa 4.3).

[Ipunarane Ha HOA-CbABPXKALLM KOHTPACTHK BEUIECTBA

B1TpechA0BOTO NPIIOKEHHE Ha #oHpaHH KOHTPAcTHH BEWIECTBA MOXKE 1a AOBEAE 10 KOHTPAcT-
HHAYLMpaHa HeponaTus, BOAELLA RO HATPYNBAHETO Ha METQOPMHH 1 NMOBHLIECH PHCK OT J1aKTaTHA
anuao3a. MerdopMuH TpabBa a ce cripe NpefiH WM MO BpeME Ha Npolieaypara 3a obpasHa
AKArHOCTHKA M He TpaOBa na ce Bb306HOBABA A0 HaH-Manko 48 yaca ciiell TOBa, NpH yCNOBHE Ue
6b6peuHaTa GyHKIMA € OLeHeHa OTHOBO U € YCTaHOBEHO, ue € cTabuinHa, BX. ToukH 4.2 1 4.5.

Onepauusd

Merdopmun TpsabBa Ra ce cnpe N0 BpeMe Ha onepaLma noj odima, CMHarHA WIH eNHAypalsa
anectesud. JleueHneTo Moxe na 6m1e BE300HOBEHO He 110-paHo oT 48 Yaca wiell onepaumsTa Wi

pBE306HOBIBAHETO Ha XPAaHEHETO Mpe3 YCTa, M NpH ycnoBue 4Ye 6p6peuHaTa (pyHKLMA € olleHeHa
OTHOBO M € YCTAHOBEHO, ye € cTabunna.

EQ!! U npeanaiil MCPKH

Bcuuky nanMeHTH TpaOBa 1a NPOAB/DKAT J1a CNIa3BaT AMETATa CH C pABHOMEPHO pasNpeiesieH NpHEM
Ha BBITIEXHPATH Npe3 AeHs. TlauyeHTHTe ¢ HAZHOPMEHO TErTIO TpAOBa Aa MPOXBILKAT Ja CrIa3Bar
JHeTaTa, OrpaHHyaBalla kanopuHre. ,.

O6uuaiinuTe 1abopaTopHH TECTOBE 3a NpociensBaHe Ha Anabera Tpabea na ce NpaBAT peAOBHO.

MeTgopMHEH MOXe 1a HaMalH CEpYMHHTE HHBA Ha BUTaMMH B12. PHCKBT OT HHCKM HHBA HA BHTAMHH
B12 napacTsa ¢ yBelHYaBaHe Ha 103aTa Ha METQOPMHH, NPOABIDKHTEIHOCTTA HA JICYEHHETO Wwu
Npy NAUMEHTH ¢ PHCKOBU (PAKTOPH, 33 KOMTO € H3BECTHO, Y€ NIPHUMHABAT AeUUMT Ha BUTaMHH B12.
B ciny4ait Ha cbMHEHMe 32 AedHUAT Ha BUTaMHH B12 (kaTo aHeMus UnM HeBpoNaTHa), TpAOBa na ce
NpocC/eAsBaT cEpyMHHTE HUBa Ha BUTaMHH B12. Moxe aa ce Hanon nNepHOAMYHO MPOC/CIBaHEe Ha
BuTampH B12 npy naupenTy ¢ puckosy dakropy 3a neuuMT Ha BuTaMBH B12. Tepanusra c
meTdopMHH Tpa6Ba 1a NPOAB/IKH TONKOBA ABIFO, KONKOTO €€ MOHACA H HE € MPOTHBONOKA3aHa, K
NOIXOAALIO KOPUTHpAWOo JedeH e 3a AeHUHT Ha BHTaMHH B12 e oCHIypeHO B CHOTBETCTBHE C
HaCTOALIMTE KIMHWYHK PBKOBOACTRA.

MeTdopMHH, MpHAaraH CaMOCTOSTENHO, He IIPHYHHABA XHIOTTHKEMHS, HO € HEODOXOAMMO BHHMAHHE
NpPH IPHIOKEHHETO MY B KOMGHHaLMA C HHCYIHH WK C APYTH TIEPOPAIHH aHTHAMA0ETHH JIeKapCTBa
(Hanp. cyndaHHnypeiiHH NeKapcTBa WK MErTTHTHHHAH).

O6BHBKHTE Ha TabJIETKHTE MOTaT Aa NPHCHCTBAT B W3NpakHeHHATa. [lanMenTuTe Tpa6Ba aa 6paar
YBEJIOMEHH, Y€ TOBA € HOPMAJTHO.,

ToBa nexapcTBO ChAbpKa Mo-Manko oT 1 mmol Hatpuit (23 mg) Ha Tabnerka, T.e. MO CHLILECTBO ,,HE
ChABPXKA HATPUH®.

4.5 B3auMoaeHcTBHE C APYIH nielcapc'rnenn NPOAYKTH H ApYrH GopMH HA B3aHMOAEHCTRRE

He ce npenopbuBsa ckBMecTHa ynorpeba

Anxoxon

AJIKOXOJIHATA MHTOKCHKALME € CBbpP3aKa ¢ NMOBHLIEH PHCK OT NIRKTaTHA alHA03a, OC
rnaayBaHde, HeJOXPaHBaHe WITH YepHOAPODHO yBpexaaHe.

Hoo-cvovporcauju xonmpacmuu geuecmed




I IpremnhT Ha meTdopmin TpabBa fa Objie NpekpaTe Npein UK NO BPEME Ha pouenypara 3a
oGpa3na JIMarHOCTHKA W 1A He 3anouBa OTHOBO fOHE 48 vaca ¢nell TOBa, HPH yCIOBHE Ue OBLOpeunata
(ByHKUMA € OLIEHEHA NOBTOPHO H C€ YCTAHOBMK, Ye € CTabNITHA — BHXKTE TOUKH 42n44.

KoMOUHALKY, M3UCKBALIIM NPEANA3ZHN MEPKH TIpH ynoTpeba

HsKkOM JleKapCTBERH NPOAYKTH MOTaT a ce OTpassT HebnaronpuaTHo Ha 6b0petHaTa GyHKUUA, KOeTO
MOXE /1a YBEJTHUM PHCKA OT NaKTaTHa aunao3a, Ranpumep HCTIBC, BiGIHOUUTENHO CENEKTHBHN
MHXu6UTOpH Ha unkiocokcurenasa (COX) 1I, ACE unxuOUTOpH, aHMHOTEH3HH 11 peuenTopHm
AHTAOHMCTHM M NMYPETHIIM, 0cobeHo BpuMKoBH auypeTHii. I1py 3anousaHeTo Wy ynotpedara Ha
TaKHBa NPOAYKTH B KOMOWHALMA ¢ METHOPMHH € HeOOXOAMMO BHUMATENHO NPOCHENABaHE Ha

OnOpeuHaTa QyHKUMS.

Jlexapcmaenu npodykmu ¢ 6bmpewHa XunepeiuKeMuina axmusHocm (kamo 2MOKOKOPMUKOUOU
(cucmemHO U ROKATHO NPUNOICERUE) U CUMNAMUKOMUMENUY L)

Moske [1a ce HANOXH MO-4eCTO NpocaefdBale Ha HHBOTO Ha KPBBHATA 3aXap 0Cco0€HO B Ha4asNoTo Ha
neyennero. [Ips Heo6XOAUMOCT, KOPHIHpaifTe f03aTa Ha MeTGOMHH XHAPOXTIOPHI IO BpEME Ha
NedeHHe ChC CHOTBETHHA JIEKAPCTBEH APOAYKT H ClIiE]l IPEeYCTAHOBABAHETO MY.

Tpancnopmepu va opeanusnu xamuoxu (OCT)

MetdopmuHn e cyberpar ¥ Ha aBara TpaHcnoprepa OCT1 n OCT2.

EnxoBpeMEHHO NpHiIokeHHe Ha MeTHOPMHH ¢

e muxu6uTopn Ha OCT1 (kaTo BepanmaMmiI) MOXKE 1a HaMaH eHHKaCHOCTTa HA METHOPMHH;

«  unpykropute Ha OCT1 (xaTo pudaMIMIMH) MOXKE /1a YBEAHUH CTOMAMIHO-4peBHaTa abcopOuns
¥ e(pMKACHOCTTa HAa METGOPMHH;

o  urxuburopuTe Ha OCT2 (KaTO UMETHIHH, AONYTErPaBHp, PAHONA3HH, TPHMETONPHM,
BaHAeTaHuO, HCABYKOH230JI) MOXE 11a HaMamH GE0peHHOTO eTMMHHHpaHe Ha METGOPMHH H TOBA
nia NOBeXe OO TOBUIIABANE HA KOHIIEHTPAIMATa HA METQOPMHR B IUIa3MaTa;

«  nuxuburopure u Ha OCT1, u Ha OCT2 (kaTo kpu3oTHHHMG, Onanapub) Moxe Ja IPOMEHH
edukacHocTTa ¥ GBOPEYHOTO ETHMMHHPAHE Ha METQOPMHH.

CnenoBaTeNHO ce Npenopb4YBa BHAMaHHe ocobeHo NpH NaumueHTH ¢ 6b0pevHo yBpeXaaHe, Koraro
Tean eXapcTBa Ce NPUATraT ERHOBPEMEHHO C MET()OPMHH, Thi KATO KOHUEHTPALMITA Ha METQOPMHH
B I1a3MaTa MOXe fa ce ysennud. [Ipy HeoGxoamumocT Moxke Aa ¢& OOMHCIIH KOPHUIrHpaHe Ha J03aTa
meThopMEH, Thil KaTo KHXH6HTOpHTE/HHAYKTOpHTE Ha OCT MOrar Aa NpOMEHAT eHKaCHOCTTa Ha
MET(POPMHUH.

4.6 ®epTHaHTET, 6peMEAROCT H KbpMeHe

bpemeHHoCT

HeKOHTPONHPAHaTa XHNepriuKeMus B IEPHKOHIIENIHOHHATA (a3a ¥ 110 BpeMe Ha OpeMEHHOCTTa €
CBBpP3aHa C YBEIMUEH PUCK OT BPOJIEHH AaHOMANTMH, CTIOHTaHeH abopT, XUIEPTOHHS, NPEAU3BHKaHa OT
6peMeHHOCTTa, NpeeKIaMIICHA U NIEPHHATANIHA CMBPTHOCT. BaxkHO € /12 C€ NOMUIBPIKAT HHBATa Ha
KpPBbBHATA 3aXap BH3MOXHO Hal-6/1130 10 HOpMaIHUTE Npe3 1s1aTa OPEMEHHOCT, 32 ia Ce HaMalH
PUCKBT OT HEGIArONPUATHH NOC/IEANIH, CBBP3aHH C XMNEPFIIHKEMHS, 33 MalKaTa H HEHWHOTO AETE.

MeThopMMH IpEMIHABA NPe3 IUIALIEHTATa C HUBA, KOMTO MOraT ia 6baaT TORKOBa BHCOKH, KOAKOTO
KOHLIEHTPaLMHTE NPH MaHKaTa.

'onaMo KONRUECTBO AaHHH 33 Hpemennn xkern (noseye ot 1000 excnoHnpany pesynrara Lo
6a3HpaHO Ha PErHCTHP KOXOPTHO NPOYUBaHe M MyONMKYBaHH JaHHN (METa-aHanH3PaCK
NPOYHBAaHHA H PETHCTPH) HE NOKA3BAT NNOBHLIEH PHCK OT BPOACHH aHOMAIHH K /.a Y0
TOKCHYHOCT Cief eKCIO3M1MA KbM MeTHOPMHH B NEPUKOHLIENUHONHaTA das3a '
OpeMeHHOCT.




HNma OrpaHHUHCHH H HC_YESE,[I.HTEHHH JAOKaZ3ATENCTRA 3 L“{l}ﬂ}('l'ﬂ HA ME'I'(I)OPMHI-] BhPAY IBTOCHOYMHWA
PEIYATAT NO OTHOWEHHWE 3a TCrAOTO NpA JICid, U3NTO0KCHH B'b'l"p(:}fl‘p()ﬁll{). MET(I}DPMHH HE HU3rnex/a
Aa NOoBIKABA NBUIATCNHOTO K COIUANHO Pa3zBUTHC 10 4-rOAHLIBA Bb3PacT TPH JICLIA, H3J0XKEHH T10
BPEMC HA GPGMGHHOCT, BbNPCKH Y€ NaHHHUTC 3a AbIATOCPOYHHUTE PC3YNTATH Ca OrpalHYCHHA.

AKO € KIMHHYHO HeobxoaumMo, ynotpebata Ha MeT(hopMUH MOKe 1a ce oOMHCIM MO Bpeme Ha
OpeMEHHOCT M B NMEPUKOHLIENUMOHHATA (pa3a KaTO AONBLIHECHUE UKW aNTEPHATHBA Ha MHCYITHHA.

KnpMmene

MerdopMun ce HATBYBA B KbpMata npy xopa. He ca nabnronaBaHy HEXXenaHy peaklui Mpu
HOBOpPOAeHW KbpMayeTa, Brnpeku ToBa, Thii KaTo ca HAJIMYHH CaMO OTPaHH4EHH JaHHH, He ce
npenopbuBa KbpMEHE 110 BpeMe Ha nedenue ¢ MeThopMHH. PenteHueTo aa ce npeycraHoBH
KbpPMEHETO TPA6Ba [1a ce HanpaBH Bb3 OCHOBA Ha FOI3aTa OT KbPMEHETO U NMOTEHLMANHU PUCK 3a

JETETO OT HEXCJIAHH PCAKIIHH.

DeprunyreT

DepTIITHTETHT TIPH MBKKH WIH )KEHCKH IUTBXOBE € He3acerHaT IpH NpHIokeHHe Ha MeTQOpPMHH B
no3u o 600 mg/kg/neH, koeTo ¢ NpuONH3UTENHO TPH ITHTH HaZl MaKCHMAaTHATa NMPENOPBHUTENHA
JAHEBHA A03a NPH XOpa NPH CPaBHEHHKE C TUIOLTA HA TENECHATa NOBBPXHOCT.

4.7 EdekTH BBPXY cnocoOHOCTTA 32 1IodApane B paboTa ¢ MAMIHHK

MoHoTtepanmHara ¢ MeTQOPMHH HE BOAH A0 XHIOTIIMKEMHUA H NOPaly TOBA HE NORJIHABA CIIOCOOHOCTTA
3a IodHpaHe HIK paboTa ¢ MallMHM.

HezaBHCHMO OT TOBa, naumeHTHTe TpabBa Aa 6bAAT Npeaynpe/ieHH 32 PHCKA OT XUIOTTIHKEMHS,
KoraTto MeThOpMHH Ce M3non3Ba B koMOUHalMA ¢ ApyrH aHTHANa6eTHN nexapcTBa (Hanp.
cynQaHuTypefiHi, HHCY/IHH WM METTTHTHHURH).

4.8 HexenanR NeKapcTBEHH PEaAKIHH

ITocTMapkeTHHIOBM JaHHH H AaHHHTE OT KOHTPOJIMPAHH KIIMHHYHHU NIPpOYYBaHHA, ChoOLIaBaHHuTe
HEeXeNIaHH edeKTH MpH NalHeHTH, IEKYBaHH ¢ MET)OPMHH C YABIDKEHO OCBOOOKAAaBaHE, ca CXOAHU
NO BHJ H TEXECT C Te3H, ChOOILIABAHM NPH MMALMEHTH, IEKYBaHK ¢ MeTHOPMUH ¢ He3abaBHO

ocBODON 1aBaHe.

B Bayano Ha 1e4eHHeTO Hal-YECTHTE HeXENTaHH P€AKLiMH Ca rai€HE, NOBPLILAHE, NHAPHA, KOPpEMHA
Oonka » 33.1")163 Ha all€TUT, KOUTO B NMOBEYETO CNYUYAH OTIHYMABAT CIIOHTAHHO.

CnenHpre HeXXellaHH peaklMH Morat Aa ce npossart ¢ Cuogop SR.

YecTOoTaTa Ce onpeaciAaT No CJACAHAA Ha4HH.

MHuoro yecTH: > 1/10

YecTH: > 1/100 no < 1/10
Heuectu: > 171000 no < 1/100
Penkun: > 1/10 000 no < 1/1000
MHoro penxu: <1/10 000

C HensBecTHA YECTOTA: 4CCTOTATa HE MOXKC Jla C€ ONpEAC/IK OT HAIMYHHTC NJaHHH

BBB BCAKO FpynHpaHe B 3aBUCHMOCT OT 4e€CTOTaTa, HEXENAHHUTE peaklHu ce u3bpos
pel NO OTHOLIEHHE Ha TEXECTTA.

Hapygcnm Ha MeTabonusma H XPAHCHCTO

Yecmu:

»  Hamanasane/nepnunt Ha Butamun B12 (Bux Touka 4.4)
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Mioeo peokie.
*  NAKTATHa almao3a (BWrTe Touka 4.4 Cneusanny npeiaynpexiacHis B npeanasiin Mepky 3a

ynotpeba).

Hapyuienus Ha HepBHATA CHUCTEMA

Yecemu:
* HapyilleHHe Ha BKyca.

CToMalliHO-UYpEBHY HAPYIIIEHUS

Mnozo yecmu.

* CTOMAIHO-YPEBHM HAPYIIEHHA KaToO rajeHe, NOBpbIaHe, AHapHi, kopeMHBa Hoika # 3aryba Ha
aneTHT. Te3n Hexenanu edekTH ce HabmonasaT HaH-4YeCTO B HAYAJIOTO Ha JICHEHHETO H B
NIOBEYETO CNIyYaH OTIIYMABAT CNOHTaHHO. IlocTeneHHOTO MOBHILIEHHE Ha IO3ATa ChILO MOXE lia
nopoOpy CTOMallIHO-YpEBHATA ITOHOCHMOCT.

XenarobunvapHyu HapymeHUs

Mnozo peoxu:
* H30JIHPaHH CHLOOINEHMA 33 OTKJIOHEHNA B U3CICABAHNATA Ha YepHONpoOHaTa GyHKIMS WK

XEMaTHT, KOUTO NPEMHHABAT Cliel IPeyCTAHOBABAHE Ha JIEYEHUETO C MET(HOPMHH.

H&Q:Vlﬂﬁﬂliﬂ Ha KOXAaTd M INOAKOKHATA TbKdH

Mnozo pepxn:
* KOXXHU peaKLMH KaTo epUTeMa, NPYpHTYC, YPTHKapHA.

CroOmapane Ha NoAO3HPaHN HEXeNaHH peakliiH

CpobluaBaHeTo Ha MOAO3HPaHH HeXXeJlaHH peakLiMy cleql paspelliaBaHe 3a ynorpeba Ha niekapCTBeHHS
NpoAyKT € BakHo. ToBa No3BoJIABA A NMPOABIOKH HaGMIOAEHHETO Ha CLOTHOIEHHETO TONI3a/PHCK 32

JICKAPCTBCHHI [TPOOYKT. OT MEAMIIHHCKUTE CINIEITHATUCTH C€ U3UCKBA Na chOOIIARAT BCAKA
NnoOo3upaHa HEXKEIIaHa pEAKIIHA YPpE3.

HanbaHuTEeNnHa aresiyg no JeKkapcersaTa
yn. ,,Jlaman I'pyes” Ne §

1303 Codnus

Ten.: +359 28903417

yebcaiiT: www.bda.bg

4.9 IIpeno3mpane

XunornuxkeMna He e HabnoAaBaHa NpU 1034 Ha MEeTPOPMHUHOB XUAPOXIIOpHA N0 85 g, BBIIPEKH Y€ B
TaKMUBa CJlyyaH € Habo/1aBaHa JIaKTaTHA anuo3a. 3HaYHTETHO NPeAo3Hpane ¢ MeTGOPMHUH WIH
CHLITBLTCTBALIM PHCKOBH (aKTOPH MOTAT ia AOBEIAT A0 JIaKTaTHA auHa03a. JlaxrarHara allHaosa €
CIEIHO ChCTOSHNE U TPAGBA fa ce neKyra B bonnuua. Hail-epekTHBHHAT HayHMH 33 OTCTPaHABaHE Ha
NIAKTAT U METQPOPMHH € XEMO1HANHU3ATaA.

5. @®APMAKOJOI'MYHU CBOUCTBA

5.1 <PapmakoaHHAMHYHH CBOHCTBA.

(dapMakoTepaneBTHYHA rpyTia: 1eKapCcTBEHH NPOAYKTH, TIOHWXaBalllH HHBOTO Ha KPbB
M3KJII0YEHHE HAa HHCYJIUH. bursannau

ATC xon: A10BAO2

MetdopMHl € GUrBaHAA C aHTRXKUNEPFIUKEMHUueH edEKT, KOKTO NoHWkKasa 6
NOCTNPaHAHAIHHUTE M1a3MEHY HUBA Ha 3aXapTa. ToH HE CTUMYNUPa CeKpenmaATa
C/IeA0BAaTENHO HE NPUYUHABA XHNOFNIHKEMHS.
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Mexanuibm Ha 1eHCTBHE

MeThopMuH MOXKC N1a JICHCTBa N0 3 mexanmima.

e hamanssa oOpa3ysaHeTO Ha I/1H0K03a B HEpHUA Apo0, kaTo MHXKUOMPpaA rIokoHeorenesaTa u
rJIMKOreHONN3aTa;

¢ noaobpsra neputepHOTO NOEMaHe W YCBOABAHE Ha MNIKOKO3aTa OT MYCKYJIUTE, KaTo
[IOBHILIABA YYBCTBUTENHOCTTA KbM WHCYJIMH;

e 3abams abcopbunaTa Ha rNMIOKO3aTa B YEPBATA.

ME.TCI)DPMHH CTUMYIJIHPA BBTPCKIIEThYHATA CHHTC3a Ha INIHKOrcH, KaTo BB3REHCTBA BBPXY I''THKOF€H-

CUHTETA3aTa.
MerdopMHH NOBHINABa TPAHCTIOPTHUA KalauUTeT Ha BCHYKHM BHOOBE MEMOpDaHHHM NPEHOCHTENH Ha
rmoxo3arta (GLUT), u3BecTHu nocera.

dapmakogHHAMYHHE eQeKTH

B K1MHWYHH NPOYUBAHHA OCHOBHMAT HETJIMKEMHUEH e(eKT Ha MeTQOPMHUH € CTabWIHO Teryo uinH
nexa 3aryfa Ha Teriuo.

HesaBuCHMO OT ACHCTBHETO MYy BBPXY ITHKEMHATA, METQOPMHH ¢ He3a0aBHO OCBOOOKIaBaHe HMA
OnaronpHATHH edeKTH BBPXY THNHAHAA MeTabonn3bM NpH Xopa. ToBa € AEMOHCTPHPAHO MpH
TE€paneBTHYHM 03K B KOHTPONUPAHH, CPEIHOCPOUHH HIH ABITOCPOUHH KIHHHYHH NPOYYBaHHA:
meTopMHH ¢ He3abaBHO ocBOOOXKIaBaHe HaMalsBa HMUBaTa Ha oOlMA Xonecrepon, LDL-
xonecrepona ¥ Tpurnuuepuaute. [Tono6Ho neiicTere He € JEMOHCTPHPAHO NPY IEKAPCTBEHH HOPMH C
YIABIDKEHO OCBOOOKNaBaHe, BEPOATHO NMOPaAN BEYSpHHA IIpHEM, KaTO MOIaT Aa ¢e MOBHILAT HHBATa

Ha TPHITIHLICPHAHNTE.

KnnnnuHa eduxacHocT

IIpocnextueno panaomMusnpano npoyusaRe (UKPDS) noTenpkaasa ALArocpoYHara rionsa or
UHTeH3H(DULMpPAHHS KOHTPOJ Ha KPhBHATA 3axap NpH BB3PACTHH MNALUEHTH ¢ N1uaber THN 2, TIeKyBaHH
¢ MeTGOPMHH ¢ He3aDaBHO OCBOOOXKAABAHE KATO TEPANHA OT ITbPBA JIKHHUA CNEN HEYCNEX OT AHETATa.
AHanu3LT Ha pe3yNTAaTHTE NPH NaLMEHTH C HATHOPMEHO TETJIO0, JIEKYBAHH ¢ METQOPMHH Cliel
Heycnex OT NPHIOKEHHE CaMO Ha JIHETa, NTOKAa3Bar:

* CHTrHHU(HKAHTHO HaManeHHe Ha abCoMmOTHHA PUCK 32 BCHYKH YC/IOXKHEHUA, CBbP3aHH ¢ qHabeTa B
rpynara, 1eKyBaHa ¢ MeTgopmuH (29,8 nHumnenra/1 000 nauMenToroaMH) cpaMo NpUIoKeHHe
caMmo Ha nuera (43,3 ununaenta/1 000 napenroronnsn), p=0,0023 1 cnpaMo koMOHHHpaHK
rpyns — cyndanunypeiinn 1 MoHoTepanus ¢ HHcyauH (40,1 nHumaenta/1000 nanMeHTOrogHMHK),
p=0,0034;

* CHrHU(QMKAHTHO HaMalleHHe Ha abCOMOTHHA PHCK 3a CMBPTHOCT, IPHYHHEHA OT AHaderT:
meTdopMHH 7,5 naumpenTa/1 000 nayjHeHTOroANHH, a camo ryeta — 12,7 unnuaenta/1000
naugnreHToroaMuy, p=0,017,

* CHIHH(HKAHTHO HaMaleHHe Ha abcomoTHIA pHck 3a 00111a CMBPTHOCT: METPOpMHH 13,5
wuuMaeHTa/ 1000 nauMeHTOroANHN cnpaMo caMo guerta — 20,6 nHumaenTa/ 1000 natmeHToroAMHH
(p=0,011) u cnpamo KoMOHHHpaHH IPYTIH — Cyn(pasHITypeHH H MOHOTEpanus ¢ MHCYJIMH — 18,9
nHuMaeHTa/ 1000 naunenroroauny (p=0,021);

* CUrHH(QHMKaHTHO HamalleHHe Ha abCOoMOTHIA PHCK OT HHPAPKT Ha MHOKapaa: MeT(HOPMHHOB
xuapoxnopun 11 nnumaenta/1000 naumenToronuHy, camo nueta — 18 nuumaenta/l 000

nauneHtoroguuu (p=0,01).

He e nokasaHa nonsa 3a KNHHHYHHUA H3XOM NP H3NOJI3BAHE HA MET(OPMHH KaTo BTOPO CPEACTBO HA
h360p, B kOMOMHaLHA cbe cyndOHHUNYpEHH JIeKapCTea.

ITpyn anaGet Tun 1, koMOHHaUMATa OT METHOPMHHOB XHAPOXJIOPH H HHCYJIHH €
onpeneneHN NalKEHTH, HO NOA3HUTE OT TOBA JieueHHe He ca OHUMHAIHO YCTaHOBE



5.2 (DapMaKOKXHHCTH'IHH CBOHCTBA

Abcopbuuns

Cnea nepopajnHo NpunoxeHUe Ha Tabnerka ¢ yawnkeHo ocsoboxaasaHe, abcopbuusara Ha
MeT(OPMHH € 3HAYUTEITHO 3abaBeHa B cpaBHeHHWe ¢ TabneTka ¢ He3abaBHO ocBOOOXKAaBaHe, KAaTO T max
e 7 4aca (Tax 3a TaOJETKA ¢ He3abaBHO ocBODOXKAaBaHe € 2,5 vaca).

B cTtabunHo cbeToAHKeE, NoAoOHO Ha opMara 3a HezabaBHO ocBobOOkaaBaHe, Cmax H AUC He ce
yBe/IM4aBaT NPONOPUMOHAIHO Ha IIpuiiokeHaTa a03a. KpHBaTa Ha ruiazMeHaTa KOHLIEHTpallus BbB
speMeTo (AUC) cnen ennoxparten nepopaned npuem Ha 2000 mg TabneTkn MeTdOpMHH € YABIXKEHO
ocsoboskaaBane e nofobHa Ha TasH, KoATO ce Habmosapa cnea npueM Ra 1000 mg Tabnerkn
mMeTdOpMHH ¢ HezabaBHO ocBOOOXKIaBaHE 1B MBTH JKHEBHO.

HuTpanHaMBHAYANTHATA BApHACHIHOCT Ha MAKCHMAITHATA IU1a3MeHa KOHIEHTpalMs (Cmax) 1 AUC Ha
MeTQOPMHEH C YIBIDKEHO OCBOGOKAaRaHe € CpaBHHMMa ¢ Tasu, Habnionapana npH TabneTku
MmeT(hopMHR ¢ He3abaBHO ocBobOXKaBaHe.

Koraro Tabnerkara ¢ yapDkeHo ocBoOoaaBane ce npHeMa Ha rnagHo, AUC Hamanapa ¢ 30% (Cmax H
Tmax OCTaBAT HE3ACETHATH).

Cpennata abcopOims Ha MeTGOpMHH NpH ¢opMaTa ¢ YABDKEHO 0cBOOOKAABaHE NTOYTH HE CE
NPOMEHA OT CHCTABa Ha XPaHaTa.

He ce nabnmonaBa akyMHJIHpaHe cliel MHOTOKPaTHO NpHnoxenye Ha no 2000 mg merdopmus non
¢dopmMaTa Ha TabneTkH ¢ YOBIDKeHO OcBOoOOKNaBaHe.

Pasznpenenenue

CrBp3BaHETO C TUIA3MEHUTE NPOTEHHH € He3HauHTeNnHo. MeTghopMuH ce pasnpesiens B epHTPOLMTHTE.
[TnkoBUTE HMBA B KPBBTA Ca NO-HHCKH B CPaBHEHHE C MHKOBHTE T1a3MEHHK HHBA M CE MPOABABAT MO

CHIOTO BpeMe. HepBeHHTE KPbBHH KJIETKH Hal-BEPOSTHO NPEACTABIABAT BTOPHYEH KOMIIAPTHMEHT
Ha pasnpenenenue. Cpennuar obeM Ha pasnpenenenue (Vg) Bapupa mexcay 63-276 L.

BuoTtpancodpmains

MeTtdhopMHH ce 0TAEeNa HENpOMeHeH ¢ YpHuHaTa. IIpyu xopa He ce oTkpHBaT MeTabONHTH.

EnnMuHupaHe

BrOpeyHMAT KIHpEHC Ha MeTdopMuH e > 400 ml/min, koeTo noka3pa, e METQOPMHH CE EITMMHHHPA
ype3s rnoMepyiHa ¢urrpaums 1 TyOynHa cexpeuns. Cnej nepopanHo NpHIoKeHKe, KpaHHOTO BpeMe
Ha TIOMY»XHBOT € 0koJ10 6,5 yaca.

[Tpu Hapymena 61L0peuna pyHkuna, 6b6peyHHIT KIHPBHC HAMANIIBA B CHOTBETCTBHE C TO3H Ha
KpeaTHHHHA H Taka BpEMETO Ha NONYENHMHHHpPaHe Ce YABLDKARA, KOETO BOAH 10 YBEIHYCHH HHBA Ha

METQOPMHH B ILIA3MaTa.

XapaKTepUCTHKH OpH cnelMdUYHY YPYIIH NaUHEHTH

bvbpeuro yspescoane

HanmyunuTe NaHHM NpH NALHEHTHTE C YMEpeHa Op0peuHa HeAOCTATHYHOCT Ca OCKBIAHHA H HE MOXeE 112
Obae HanpaBeHa HaJIeXKAHa OLCHKa Ha CHCTEMHOTO H3J1araHe Ha MeTQOPMHH B Ta3H NOArpyna B
CPaBHEHME C NalHEHTHTE ¢ HopManHa 6bbpeunHa PpyHkuys. CrnenoBaTenHo afanNTHPaHETO Ha 103aTa
Tps#0Ba a ¢€ U3BLPIIBA NPH ChOOpaKEHN 32 KTMHUYHA €(DHKaCHOCT/IOKOCUMOCT (BHKTE ToYka 4.2).

5.3 Hpesk/HEMYHE JaHAH 33 OesonmacHocT

TIpenxnuHU4HHTE NaHHH He Noka3BaT ocobeH pUck 3a Xopa Bb3 OCHOBA HA KOH
M3MHUTBaKHKA 3a 6e3onacHa ¢papMakonorus, TOKCUMHHOCT Ha MHOTOKpaTHa A034,

KaplLIMHOT€HCH NOTECHUHAI U PENPOAYKTHMBHA TOKCHYHOCT.
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6. (PAPMAILIEBTHUHHA JIAHHHA
6.1 CHHCBK HA NTOMOULHHTE BEULECTRA
MarHesunes creapar

Cunsumes ANOKCHA, KoloMaeH, 6e3BoICH

Kapmesnosa narpun
XuUnpomenosa

6.2 HecbBMECTHMOCTH

Henpunoxumo.

6.3 Cpox na ronHoOCT

3 ronuHH

6.4 Cnenrannu ycl10BHS HA ChXpaHenHe

To3n nekapcTBeH NPOAYKT HE U3NCKBA CrELHANIHY YCIIOBHA Ha ChXPaHEHHE.
6.5 CpeTaB R cHLABPKAHHE HA ONAKOBKATA

15, 30, 60, 90 unu 120 TabneTkn ¢ yabRpkeHo ocBoboxnapaHe B OJIMCTEPHH IEHTH OT alTyMHHHEBO
donuo u PVC.

He BcHUKH BHAOBE ONAaKOBKH Morar Aa ObJaT IMyCHATH B IMpofaxda.
6.6 CnenHannu NpeAna3HH MEPKH NPH B3XBLPASHE H padoTa
Hama cniennanHy M3HCKBaHUS.

Hensnonssanuar NPOAYKT WIH OTINIAABLYHNTE MaTCPHAJIA OT HEro 'I'p}lﬁBa Aa CE U3XBBPNAT B
CBHOTBETCTBHUE C MECTHHTEC H3INCKBAHHA.

7. IMPHUTEXATEJI HA PASPEIIEHHUETO 3A YIIOTPEBA
Berlin-Chemie AG
Glienicker Weg 125

12489 Berlin
['epmanus

8. HOMEP(A) HA PASPENIEHHUETO 3A YIIOTPEBA

20190118

9. JATA HAXNIBPBO PA3SPEIIABAHE/TIOJHOBSABAHE HA PASPEIIEHHETO 3A
YIHOTPEBA

Harta Ha mppBO pazpeiwaBane: 10.05.2019
Hara Ha nocneano nogHosapane: 11.05.2023
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10. JIATA HA AKTYAJIMZUPAHE HA TEKCTA

03/2025
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