KPATKA XAPAKTEPHCTHKA HA IPOAYKTA

1. AME HA JJEKAPCTBEHHA OPOIYKT
Cuodop 850 mg dunmupann TabneTkn
Siofor 850 mg film-coated tablets

2. KAYECTBEH 1 KONTMYECTBEH CHCTAB

Ensa ¢uiMupadHa Tabnerxka cuabpka 850 mg  MerdopmmHOB  xumpoxstopun  (metformin
hydrochloride), exsuBanenTen Ha 662,9 mg MeTdopmun (metformin).

3a NBEIHHA CITHCEK HA MOMOUIHATE BEOIECTRA, BHXKTE Touka 6.1,

3. JEKAPCTBEHA ®OPMA

dEnmApana TabneTxa 7 B

Benu, nporwIropaTH huMupasn Tabierks ¢ 1| Wﬁw m . =
JlenuTenHata 4epra € caMO 3a yIeCHABaHE 5 IQTITEIARe, ‘A  HE 24

Kpamka xapaxmepucmuka Ha npogysma - Flpu..... .

KM Paz. Nt 3:?000g¥
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pa3fciiiHe Ha paBHH JO3H.

4. KIMHWYHMA JAHHHA

4.1 TepaneBTHUHH HOKAZAHEN

JleucHue Ha npeauateT NpH BE3PAcTHH, KOUTO CA C BA THI
2 (manp. nuna ¢ HapymeH rmokoseHn Ttonepanc (HI'T) m napymieHa rrasMeHa JIOKO3a Ha TTIATHO
(HIT) u HaKoe OT creanute: < 60 roaMmea BH3pact; AHAEKC Ha TenecHara Maca (MTM) = 30 kg/m?;
(aMHIHA aHAMHE3a 33 POJHMHM ITHPBA JIHHMA ¢ AHabeT; MOBMIICHH TPUrMUepHIy; nonmken HDL
xonecrepon; xuneprouus; HbA1 ¢ > 6,0%; anaMHuesa 3a recraliHOReH Anaber.

Jlewenne Ha 3axapeH auaber Tun 2, ocoOeHO NpH MALMEHTH ¢ HATHOPMEHO TEINO 332 aJeKBATCH
KOHTPOJ HA KpPbBHATa 3aXap.

e Ilpu BB3pacTHH che 3axaped auaber Tunm 2, Cuodop 850 mg moxe Oa ce HM3MI0I3BA KATO
MOHOTEpAaITHA WIH B KOMOHHAUMSA ¢ APYTH HEPOPATHH aHTHAHAOCTHH JICKAPCTBA WITH HHCY/IMH.

s Ilpu geua ot 10-rogmmHa BE3pACT M KOHOMH ChC 3axapeH auaber Tun 2, CHodop 850 mg Moxke
Jla ce HU3MO0/I3BA KaTO MOHOTEPANKA HIH B KOMOMHALIHA ¢ MHCYJIHH.

YCTaHOBEHO € HaMANEHHWE Ha YCIIOMXKHCHMATA Ha Auabeta np# BE3PACTHHM MALHEHTH ¢ HAZHOPMEHO
Terno M anaber THN 2 nNpu JcUeHHe ¢ MET(GOPMHHOB XHAPOXJIOPHA KATO IIPBO CPEACTRBO Ha H3GOp
cneq HeYCIeX OT aueTaTa (BK. T. 5.1).

Jlewennero cee Crodpop 850 mg r1pabea fa ce mpuiapyKaBa OT MOAXOAAM XPAHHTEICH PeXHM H
bU3HYESCKH YIIPaXKHEHHS.

4.2 To3ApOEKA H HAYHH HA NPHJIGKEHHE

EO3HQOBK&

Brapactav ¢ nopmania 656peana dyaxumsa (GFR > 90 ml/Mun)

Monomepanus u xombunayus ¢ Opyzu nepopanyu anmuduabemnu rexapcmea

OGuuajiHaTa HavyamHa 1032 ¢ eaHa pumMHpaHa Tabnerka 2 Wik 3 THTH JHEBHO, NPHJIaraHa no BpeMe
HITH CJIEJl XPAHEHE.

Cnen 10-15 nuu nosara Tpabea ja ce KOpUrupa B 3aBHCUMOCT OT M3MEPEHHMTE HHBA Ha KpbBHaTa
saxap. [ToCTeNeHHOTO MOBHINIEHHE HA JI03aTA MOXE J1a MOAOOPH CTOMAIIHO-4PEeBHATA TIGHOTIMOCT-

TPH OpHEMA.
AKO ce npeiasmina NpeMAHABAHe OT JPYro NepopalHO aHTHAMabeTHO fe

OpPeyCTAaHOBH NPHCMET Ha APYroTo JICKApCTBO H Ja C€ JalOvHE Me'I'(i)OpM
ropecnoMeHaTaTa a0za.



Kombunanyus ¢ uncynun

MeTdhOpMHHOB XMAPOXJIOPHA M MHCY/JIHH MOFAT [a Ce HM3MON3BAT KaTo KoMOMHHMpaHa Tepamis 3a
NOCTHTaHe HA TNO-ZOOBP IJIHKeMHYEH KOHTpoN. MeThopMHHOB XHAPOXIOPHI c€ TMpHuara B
obrJaiinaTa HagaiHa Ao3a oT 850 mg 2-3 mpTH AHEBHO, JOKATO NO3aTa HA MHCYJIWHA CE KOPHIHDa
criopell H3MEpEHHTE HABa Ha KphBHATA 2axap.

Crapyecka BB3pacT
IMopaau BeposTHocTTa OT HamaneHa OBOpeunHa OQYHKUMA B CTApYecKa BB3pAcT, [03aTa Ha

MeT(GOPMUHOB XHAPOXJIOPHI TpAGBa Aa ce kopurupa cropea 6n6peunara dyukuma. HeoOxoaumo e
peROBHO mpocieasBaHe Ha OpOpeunarta yHxums (BK. T. 4.4).

brbpedno yBpexIaHe

Ipenn 3anousane Ha JeYEHHE ¢ TIPONYKTH, ChIbpKaiiy MeTdopMuH, Tpabsa fa c¢ HanpaBH OLIEHKA
Ha GFR cTOHHOCTHTE, a clied TOBA — MOHE BEAHBRK rOMHINHO. JIpH namMeHTH ¢ NMOBHIIEH PHCK OT
HOHATATHIIHO Aporpecupate Ha GHOPEYHO YBpEK/IaHe H NPH NALMEHTH B CTAPHECKA Bb3pacT Tpsdsa
[0-9€CTO @ Ce [IPABH OLEeHKa Ha Ob0peunara GyHKIHA, HaMpAMEP Ha BCEKH 3-6 Mecelia.

GFR ml/mMun O01wa MakcHMaNHA JHEBHA JlomsauuTennyd cro0paskeHHs
fo3a (na ce pasgesnd Ha 2-3
IHEBHH [{03H)
60-89 3000 mg Moke ma ce oOMHMCIAM MOHMXKABAHE HA [103aTA
BBB Bph3Ka C HaMaiasBaHero Ha ObOpednara
QyHKUIHA.
45-59 2000 mg @axropHTe, KOHTO MOTAT Jia YBEIHYaT pHcKa oT

NMAKTATHA anwmftosa (Bk. Touka 4.4) TpsOea na
Opaar npepasrnefaHd, MpefH Na ce oOMMCIH

30-44 1000 mg 3aM104BaHETO HA JIEUEHHEe ¢ MET(hOPMHH.
Haganuara no3a ¢ Hali-MHOro HONOBUHATA OT
MaKCHMaJIHaTa I03a.

<30 - MeTtdopMuH € TPOTHROTIOKa3aH

Hennarpuuna nonyiaauns

Monomepanus u kKoMOUHAYUR ¢ UHCYAUH
s  Curodop 850 mg Moke Ia ce H3MON3BA NPH Jela oT 10-roaHNIHA BEIPACT H IPH IOHOMIH.
¢ OfuuaiiHaTa HayaliHa /1032 e eXHa (HIMEpaHa TabneTka BeIHBK AHEBHO, NPHIOKE

HITH CIIE/ XPaHeHe.




MaxcHMaHaTa TIPErTOpPBHUHTEIIHA 1032 MET(hOPMHHOB XHIPOXJIOPHT € 2 g Ha JieH, pa3fe/ieHa Ha 2 wiH
3 npuema.

MonoTtepamus (npeanaler)

IMpenopeuMTeNHaTa AHesHa 1032 € eaHa (uimupada Tabnetka aHeBHO (850mg), KoATO MOME 1A CC
YBENHYH N0 JBA ITETH JHEBHO, aKo € He0OX0aMMO (ZiBa IIETH JHEBHO 10 850mg).

dunMupandTe TabNeTKH MOXe Ja ce IPHEMAT [0 BPEME H CIIE]l XPaHa.

CroMalHo-4peBHATa IOHOCHMOCT MOKe I1a Ce TOR00pH 4pes NoCTeNeHHO YBENHYCHHE Ha 103aTa.
JlekapAT Uie MpeUeHH JaaH JIedeHHeTo TpA0BRa Aa TPOAB/DKH, Bh3 OCHOEA H& PEACBHO NMPOCHEIsABAHE
Ha IMIHKeMAYHHA KOHTPOT H PHCKOBHTE (PakTOPH.

4.3 YlpoTHBONOKAZAHHNA
— CBPBXYYBCTBHTENHOCT KBM AKTHBHOTO BEHISCTBO WIH KbM HAKOE OT IOMOIIHHTE BEILCCTRA,
m30poeHH B T. 6.1
— Beekd Tan octpa meraGonuTHa aumpo3a (KaTo NAKTaTHa ammjos3a, auabera KETOAIH03a),
aualbeTHa IpeKoMa
— Texka 6s6peyna HegoctaTsuHOCT (GFR <30 ml/mun)
— OcTpu cheTOAHHA ¢ PUCK 3a mpoMAHa B OnOpeuHara GYHKIHA, KaTo [AeXHAparaliksi, TEHKKa
aHdexing, MoK;
— 3abonABaHe, KOSTO MOXKe Ja JOBEAE A0 THKAHHA XHIOKCHA (ocobeHo ocTpo 3afonseaHe WK
BJIOMIARaHE HA XPOHHYHO 3a0ongBaHe) KaTo:
— EEeKOMIMECaTOpHA ChpAeYHa HEOCTATBYHOCT
— J[uXaTejqHa HelOCTATHYHOCT
— HacKopo npekapaH HHpapxT Ha MHOKapAa
~ IHoK
YeproapobHa HEZOCTATHYHOCT, OCTPA ATKOXOAHA HHTOKCHKALHA, aJIKOXOIHIBM

4.4 CnenmajHA OpeIyupexIcHHd K npeANa3sHA MEPKH IpH ynorpeba

JlakTaTHa 03a

JlakTaTHaTa anKA03a, MHOTO PAAKO, HO CEPHOZHO MeTaboJMTHO YCIOKHCHHE, Hai-4e€CTO HACThNBA MpPH OCTPO
BlioHIaBaHe Ha OnOpeanara dyHKIMA, KapoHO-pecrHpaTopHo 3afonsBaHe uiM cencuc. HarpynsaHeTo Ha
meThOpMHUH HACTHIIBA NIPH OCTPO Blomasate Ha ObOpeyHaTa GpyHKUKA H YBEJIHYABA PHCKa OT JAKTaTHA AUMA03a.
B ciydaii Ha Aexmapatanms (TexXKa AHAapAsS HTH TOBPBLIAHE, TPECKA WM HAMAICH NPHEM Ha TE4HOCTH) Tpabba
BpeMEHHO Ja ce COpe NpHeMa Ha MeTGOPMHH H € NPeNOPBYHTENHO Ja Ce YCTAHOBH BPB3KA ¢ MCIMUMHCKH
COELMATHCT.

[lpueMBT Ha NEKApCTBEHH MpPOAYKTH, KOHTO MOTaT OCTPO Ja yBpeldar Owbpeunara ¢yHkums (karo
AHTHXHIEPTeH3WBHH cpeacTBa, Auyperanw W HCIIBC) Tpabpa na ce 3amovMHe ¢ NOBHINIEHO BHHMAHHME INPH
MIALMEHTH, NeKyBaHH ¢ MeTdhopmuH. Jpyri puckoBH (akTOPH 33 JAKTaTHA aiM03a ¢a& MPEKOMEPEH MPHCM HA
aNKOXOJl, YEpPHOAPOOHA HEJOCTATRYHOCT, HEAOCTATHYHO KOHTpOAMpaH JAnalerT, KeTo3a, TNPOXBDKHTEIHO
TafyBaHe H BCAKAKBH CHCTOAHHSA, CBBP3aHH C XHIIOKCHA, KAKTO H eJHOBPEMEHHATa yToTpeba Ha JIeKapcTBEeHH
NPOAYKTH, KOHTO MOTAT [a IPHYHHAT JIAKTATHA aluno3a (Bxk. ToukH 4.3 H 4.5).

Huaznoza
[MauuenTrTe KWK GonHOMIeNaYKTe TPSOBa Ja ObAaT MHGOPMHPAHH 3& PHCKA OT JaKTATHA all|/03a.

JlakTaTHaTa aumao3a ce XapaKTEpM3HWpa C ALMAO3HA RMCNHed, kopemHa Oonka, MYCKYJTHH KpaMNH, acTCHHA M
XHIIOTEpMHES, TOCIEABAHA OT Koma. B cyqail Ha ChMHEHMe 32 CHMITTOMH NAUHEHTHT TpAOBa Ja CTpe NpHeMa Ha
meThOpMEH H He3abaBHO A3 MOTBPCH Nekapcka nomour. JIHarHOCTHUHHTE MabopaTOpHH HAXOAKH Ca MOHHKEHO
kpbBHO pH (<7,35), noBuumiens HMBa Ha raasMeHus naktat (>5 mmoll) H moBHIIGHA aHHOHHAZ paINHKA H
CBOTHOLIEHHE AAKTAT/IIHPYBAT.

Jlexapurre TpaOBa 2 pexynpexJaBaT NAIMeHTHTE 32 PHCKA M 3 CHMITTOMHTE HA J1aKTaT!

BEnbpeuna dyHKIES
Twii KaTO MeThOpPMHH ce eKckpetupa oT OBOpenwTe, Npead 3anmovBaHe HA JICYCHH
OLIeHKa HA cToliHOCTHTE Ha GFR ¥ pefioBHO ciep ToBa, Bk, TOUKa 4.2:




—  TOHE BeJWHXK FONHUIIHO IPH MALMEHTH ¢ HopManHa OuOpedra GyHKImA;
— TOHE JiBa 0 YETHPH II'BTH FOJHIIHO TPH [ALHEHTH ¢ HUBA Ha KPEATHHHHOB KITHPBHC HA JI0/IHATA rpaHHLA Ha
HOpMaTa M TIPH fIHIIA B CTapyecka Bh3pacT.

Merthopmun ¢ nportuboriokazan npu nanpentd ¢ GFR <30 ml/muH W TpsGsa aa 6bie BPEMEHHO COpPAH IPH
HA/THYHE HA ChCTOSHMS, KOHTO TIpoMeHsT 650pevunara dyuxuud, (k. Touka 4.3).

Hamasnenata 6b6pedra QyHKIUEA MPH JIHIA B CTApPYECcKa BE3PACT € YECTa M ACHMITTOMATHIHA.

CheLHANHO BHHMAHHE & HEOOXOIMMO B CJTy4aH, MPH KOHTO MOKe fia ce HapymH Os0pednara yHKIHA, HAPUMED
NpH 3afl04BaHe HAa AHTHXHIICPTEH3HBHO JIedCHME, MUYPETHUHO JIEYCHHE WIM NPH 3aNoyBaHEe Ha JICUCHHE ¢
HECTEPOHIHH MPOTHBOEL3NanuTeaHH cpencTea (HCIIBC).

Copraeuna GyHKIMSA

[ManHeHTH C¢bC CHPAEYHA HEJOCTATHYHOCT Ca € MO-TOMSM PHCK OT XHIIOKCHA H fnOpedHa HENOCTATBUHOCT.
MethopMHE MOXKE Ja C€ HM3NON3BA NPH [AHEHTH ChC CTAOMIHA XPOHWHYHA CHPACHHa HEIOCTATHUHOCTIIPH
pesoBHO HabMIORCHHE Ha Chp/ieTHaTa W Opbpednata GyHKIus.

MeTdopMUH € TIPOTHEOTIOKA3aH 32 MAIMEHTH C OCTPa H HeCTAGIIHA ChP/IeYHa HEIOCTATEYHOCT (BIDKTE TOWKA 4.3).

IpunoxkeHnue Ha HoTUpaHK KOHTPACTHH BEIIECTBA

BhTpechA0BOTO NpHOMKEHHe HA HoaupaHH KOHTPACTHH BEIIECTBA MOXE Aa JOBEAC N0 KOHTPACT-HEAYLHpaHa
HedponaTHi, BOACINA IO HATPYNBAHETC HA METQOPMHMH M IOBHUINCH PHCK OT JIAKTaTHA alHAo3a. Mertdopmun
TpabGBa Na ce cpe MpeAH HIH N0 BpeMe Ha Tpoleaypara 3a odpa3sHa JHarHOCTHKA U He TpabBa 1a ce Bb30OHORARA
1o Hali-Manko 48 uaca cnex ToBa, NIpH yenoBue, 4¢ OLOpeyHaTa GYHKIHA € OUCHEHA OTHOBO H € YCTAHOBEHO, Ye €
crabunHa, Bx. ToukH 4.2 1 4.5.

Onepanus

MerdopMuH TpaOsa Ja Ce COpe IO BpeMe Ha omepais noj ofma, CMHANHA HIHM eNHIypadHa aHeCTe3Hs.
Jleuenneto mMoxke Aa 6Bae RH300HOBEHO He NMo-paHo OT 48 Yaca cnej onepallHATa MIH BL30OHOBABAHETO Ha
XpaHEHeTO Npe3 ycra, Y npy yosiaoede e Ob6peunara GyHKIHA € OleHEHa OTHORO H € YCTAHOBEHO, Ye € cTabmina.

l![!!! U NPERNa3HA MEPKH

¢ Berukd nandeHTd TpsbBa Aa MpOB/DKAT Ia CTA3BaT AWETATa CH C PABHOMEDHO pasfipefieieH NpHEeM Ha
BBIICXHAPATH Npe3 JieHd. IlauueHTdTe ¢ HAAHOPMEHO Terio TpaGBa na MPOAB/DKAT Aa CTHAa3BAT JHETara,
OrpaHHYaBallld KAJIOPHKTE.
O6HyaiinkTe TafopaTOPHH TECTORE 3a MpoCieAsBane Ha nnadeTa TpAOBa Aa Ce MPABAT PeAOBHO.

e MeThopMuH, NPUIAraH CAMOCTOATENHO, HE MPHYUHSBA XWIOLTHKEMHd, HO € HEOOXOIHMO BHHMAHUE IIPH
TIPHIOKCHHSTO MY B KOMOWHALMA C MHCYJNHMH HiM C JIPYTH TepopaiHk  aHTHAMabeTHu JieKapcTBa (Hamp.
CYN(paHITyPeiHH NEKapCTBa MITH METTIHTHHUIH).

IleanaTpHynHa NORYHANAA

[Ipenu 3amoyBaHe Ha jiedeHHe ¢ MeTHOPMHIH TpAOBa j1a ¢ MOTBBPIH AHATCHO3ATA 3aXapeH auaber THI 2.
KoHTpon#paHUTe KIMHHYHH NMPOYYBAHAA B NPONL/DKCHHE HA €/1HA IOIHHA HE YCTaHOBABAT edexT Ha MeTPOPMHH
BBPXY pacTexa H MyGepTeTa, HO HAMA TLIrOCPOYHH JaHHH B Ta3H crenupHara obnact. ETo 3amo ce npenoprisa
BHEMATEJTHO TNpOCTeaiBane Ha edekTa Ha MeThOpMHH BbpXY TC3H MapaMerpH fIpH Aena B npef mybepreTHa
BB3pacT.

[leya na evapacm medicoy 10 u 12 200unu
Camo 15 nuua ma ew3pact mexay 10 1 12 romuHM ca BKIOYEHH B KOHTPONMPAHH KIBESTHH THPOYYBAHNA,

MpoBEJIEHY TIPH JIeNa H 0RO, Bhipexu ue edukacHocTTa H GE30MACHOCTTA Ha METHOD axpﬂmn ae

o

pasnHdaBa OT e(pUKACHOCTTa W 0€30MaCHOCTTA NPH NO-TOJIEMH AeLia ¥ IOHOWIH, ¢e Npe B OgQOeHD.
{IPH TIPE/INMHCBAHETO Ha MET(OPMHHOB XMAPOXIOPH/L Ha [Ela Ha Bh3pacT Mexay 10 u (MHH: ‘
I

4.5 BzauMoaeHCTBHE C JPYTH JIEKAPCTBEHH HPOAYKTH H APYrH opmME HA Bsanmoﬂi?%injlé




He ce npenmopruea ceeTeTRamA yoTpeba:

-Anxoxon

AJTKOXONHATa AHTOKCHKALMA CE CBEP3BA C MOBHILIECH PHCK OT JIAKTATHA ailuHo3a, ocoBeno B CITy9aM Ha ragyeaHe,
HeJOXpaHBaHE HJIHM YepHOAPOOHA HEAOCTATHYHOCT.

Jla ce u3bArea NpueMsT HAa ATKOXOJ MIIM HA AJIKOXON-ChABPAKANIN JICKAPCTBEHH MPOAYKTH.

-ﬁ’o@upanu KORMPACcMHU getyecmeaq

MertdopmuH TpabBa 3aTIDKHTENHO Ja ce Cpe NMpe# KM N0 BpeMe Ha IpolieRypara 3a ofpa3Ha AMarHocTHKa H
He TpaGBa 1a ce Bb306HOBABA 1o Hai-Manko 48 waca crnest Tora, Npy ycnoBre ue 6p6peunarTa GyHKIHA € OUCHEHA
OTHOBO H € YCTAHOBEHO, 9€ ¢ cTabiiHa, BK. Touki 4.2 ° 4.4,

BBTpechI0BOTO NPIIOKEHHE HA WOXMPAaHH KOHTPACTHU BEIIECTBA MOXE [a J0BElE IO KOHTpaCT-WHIyIlMpaHa
pedponaTys, BoACHIa 10 HATpYHBaHeTo Ha MEeT¢OPMHEH H NOBHINICH PHCK OT JIAKTATHA altua03a.

KoMGHHaumy, M3HCKBAIIK Npena3Hy MEPKH NpH yrorpeba

-Haxou aexapcmeenu npodyxmu mo2am 0a ce ompazam Heb1azonpusmuo na 6vbpesnama Qynxiyus, Koemo Moxce
da yeemwu pucka om raxmamua ayudosa, wanpumep HCIIBC, eKmouumento Celexmuenu unxubumopyu Ha
yurnooxcuzerasa (COX) Il ACE unxubumopu, anzuomensun I peyenmopuu anmazonucmu u Ouypemuy,
ocobeno Gpumxosu Ouypemuyu. TIpH 3amousaHeTo MAM ynoTpebara Ha TakuBa NMPOJYKTH B KomOuHauus c
MeTGOPMHH € HeOGXOAMMO BHUMATESIHO NpocieasBaHe ia 6r0peynaTa QyHKImA.

-Jlexapcmeenu nPoOYKMu C 66MPEUHG XUNEPIRUKEMUMHA AKMUGHOCH (KAMO 2TOKOKOPIMUKOUOU (CUcmemno u
JOKQUIHO NPUAOICEHUE) U CUMRAMUKOMUMEIMUYL):

Moske f1a ce HAOKH N0-4eCTO NPOC/eAdBaHe HA HHBOTO HA KPBBHATa 3axap oco0eHO B HAYaJI0TO HA JICHCHHETO.
Ilpu Heob6xonuMocT, KopHrHpaiiTe go3aTa Ha MeTQOPMHHOB XHIPOXJIOPHA IO BpeMe Ha JICHEHHE ChC ChOTBCTHHA
NIEKapCTBeH [IPOIYKT M Cfiell [IPeyCTAHOBABAHETO MY .

- TpascrioprepH Ha opranuysuTe Karaony (OCT)
Merdopmitn e cybeTpar H Ha apata Tpancrioprepa OCT1 u OCT2.
EnHOBpeMEHHOTO NPHIIOXKEHHE HA MET(POPMHH C:

e umxuburopn Ha OCT1 (kaTo BepamaMu) MOXe Ja HAMATH epHKACHOCTTa Ha MET(hOPMHEH;

e uAgykropuTe Ha OCT1 (kato pudaMnuOWMH) MOXE A3 YBEIMYH CTOMAIIHO-YPECBHATA abcopbrms
e()HKaCHOCTTa HA MET(hOPMHH;

o paxuburopure or OCT2 (kaTo UMMeTHOMH, OOTYTErPaBHp, PAHOMAZHH, TPHMETOMPHM, BaHIETAHND,
WCABYKOHA30J) MOE Ja Wamand OpOpedHOTO enMMUHHpane Ha METHOPMHH H TOBa Ja JOBEAE 1O
TIOBHMIIABAHE Ha KOHIEHTPALMATA Ha MeT(hOPMHH B [U1a3MaTa,

e Hixuburopure u na OCT1, 1 na OCT2 (kato xpusoTHHEG, onanapiG) Moxe Ja HpOMCHE e(MKacHOCTTa |
656peunoTo enuMHUHApane Ha MeThOPMEH.

CriezoBaTenHo ce penopbYEa BHUMaHHe 0co0eHOo npu nalHeHTH ¢ 60pedHo yBpekaaHe, Korato TesH JeKapeTsa
ce NPHUIIAraT eAHOBPEMEHHO ¢ METHOPMHUH, Thil KATO KOHUEHTpAIHMATa Ha METGOPMHH B IUTa3MaTa MOXE Ja ce
‘yBenuad, Ilpd HeoGXomMMocT Moxe fJa ce OOMHCIM Kopurhpase Ha nosata merdopmud, Twl Karo
pHxubHTOpHTe/ HEAYKTOpUTe HA OCT MOrar fa npoMeHIT eyHKacHOCTTa Ha METQOPMHH.

4.6 @®epruanrer, GpeMEHHOCT H KbpMEHe

BpeMeHuoCT
HexkorTtponupasaar aualeT no BpeMe Ha OpeMEeHHOCT (TeCTAUHOHEH KIH XpOHHYEH) ce CBBP3BA C YBEIUUEH PHCK

OT BpofieHH JedeKTH HIIH NepHHATATHA CMBPTHOCT.

HanuuHuTe OrpaHEYeHH JaHHH OT ynoTpebara Ha MeThHOPMHH Npy OpPeMEHHH XEHH HE [10Ka3BaT YBEIHYCH PHCK
OT BPOIEHH Ne(eKTH.

IMpoyuBaHusTa ¢ KHBOTHH HE TIOKA3BaT BpeneH edexr Mo OTHOMEHHE Ha OpeMeHH
(eTaNHOTO pa3BHTHE, N0 BpeMe Ha POXK/IaHe M IIPH NIOCTHATATHOTO Pa3BUTHE.

AKo naiHenTKara IIaHHpa ja 3a6peMeHee, KAKTO U MO BpeMe Ha GPeMEHHOCTTa, ce X
¥ npeanabersT Na He ce jiekyBa ¢ Mer(OpMHH, a TpH 3axapeH adaber Twm 11 3 &qu&@mﬂe Ha Hmaara Ha
KpBBHATA 3axap 630 A0 HOpMaTa TpsOBa Aa ce H3NOM3Ba HHCYJIHH C LIe HAMAICH r@ipm&a or MambopMaunn
HA mHoaa. EEN w




Keupmene
MerdopmMun ce H3TBYBA B KxbLpMaTa npd xopa. He ce mpossssar edexTH Ha MeTGOPMMH NDH KBPMEHH

HOBOPO/ICHH/KBPMAYeTa TIpH JICIeHHE Ha MaiikaTa. BENpeku TORa, Thil KaTO Ca HAIMYHH CAMO OPAHMICHH JaHHH,
HE CE MpernopbyBa KbPMEHe MO BpeMe Ha JiedyeHHe ¢ MeThopmHH. PelneHHeTo 2 ce MpEyCTaHOBH KBPMEHETO
TpsOBa Aa ce HAaNpaBH B3 OCHOBA Ha MOJN3ATAa OT KbPMEHETO M NOTEHIHAIHHA PHCK 38 JIETETO OT HEXeIard
peaKLuu.

DepTHIHTET
(DEPTHIMTETET NPH MBXKH HITH %EHCKH [UTHXO0BE € He3aCeTHAT NPH NPHIOKeHHe Ha MeT(hopMHH, B 1034 Ao 600

mg/kg/nen, koeTo € NPHOIU3ATEHO TPH THTH Hajl MAKCHMAITHATA IIPEMOPBYMTENHE AHEBHA 11033 MPH XOpa NpH
CpaBHEHHe C IUIOLITA HA TeJIECHATa NOBLPXHOCT.

4.7 EdexTa Bppxy crioco0nocTTa 32 ModApane € padora ¢ MANIHHEA

Mouotepanusara ¢ MeTdHOPMMH He BOAM O XHIOTIMKeMHs K mopaad Tosa Cuogop 850 mg He MOBIHABA HIM
noenuABa NpeHeOpesxuMo crnocobrocTTa 3a wodupane M pabora ¢ MamkHH. HesaBHCHMO OT TOBR, MALMEHTHTE
TpaGea aa GBAAT NPeAyNpeNeHH 3a PUCKA OT XHITOTJIMKEMHA, KOTaTo MeTHOPMHH C€ M3MOA3EA B KOMOMHALMA ¢
ApyTH aHTHAHAbETHH NekapeTBa (Hanp. cyndanunypeiHy, WACYIHH HIIH METTTHTHHHAH).

4.8 Hexxenasn JeKAPCTBEHE DEAKHHH

CrienHuTe HeXeNAHH PEaKidi MOXKE J1a BhIHHKHAT NPH NIeYeHne ¢ METGOPMHH.
YecroTaTa ce onpeaeis KakTo ClesBa;

MHoro 9ecTH: = 1/10)

YecTn: (= /160 ao < 1/10)
Heuectn: (= 1/1000 zo < 1/100)
Penxu: (= 1710 009 mo < 1/1000)
MHoro peakn: (< 1/10 000)

C HEeM3BECTHA 4ECTOTa: (JECTOTATa He MOYKE A & OTIPSASTH OT HAMMHHTE JaHHH).

Hapywenus Ha MeTabonmMa # XpaHeHETO
Mnozo peoxu:

-~ NaKTaTHa anpao3a {(BIDKTe Touka 4.4);

— noHxeHa abcopOums Ha BHTAMHH B2 ¢ NMOHMMKEHH CEpyMHHM HHBA NpPH [POTDKHTETIHA ynoTpeba Ha
MeTdopmun. Tasyd ©THOMOTHA € TNPETIOPHYHTENIHO Ja €& HMA TPEIBHA, aKo MNalHeHTHT CTpaja or
MeranotacTHa aHeMus.

Ha €HWY Ha HEPBHATA CHCTEMa
Yecmu: HapylleHHA Ha BKyca

CroManino-apeeHH HADYINCHAA

Muozo vecmu: cTOMAIIHO-YPECBHE HAPYIICHHMA KaTO rajcHe, MOBPEIIaHe, AUApHA, KOpEeMHA Gonka H 3aryba Ha
anerut. Tesu Hexkenann edexrn ce Habmronapar Half-decTOo B HAYAIOTO HA JICICHHETO W B TIOBEUETO Cily4al
OTUIYMABAT CIOHT2HHO. 32 J1a ce MPOdHIAKTHPAT, Ce MpernopbyBa MeTHOPMHH Aa Ce npHeMa 2 Wi 3 BTH JIHEBHO
TIO BpeMe HTH ez XpaHeHe. [1oCcTeneHHOTO NOBHIeHHe HA I03aTa CHII0 MOXe JIa MoA0DpH CTOMANIHO-4PERHATA
TIOHOCHMOCT.

Xenato-6MnHapHA HApYIIEHHS
Muozo pedxu: W30TApaHH CHOGIISHHA 32 OTIVIOHEHHS B H3CIIEIBAHUATA Ha YepHOApOOHA

KOWTO MPEMHHABAT Cl¢]l [IPEyCTAHOBABAHE Ha ICUSHHETO ¢ METHOPMHH.

HapymwreHusa Ha KOKaTa M HOAKOMHATA ThKaH
Mruozo peoxu: XOKHH PEaKIHH KaTo epHTEMA, IPYPHTYC, YPTHKApHs,



[eapaTputHa NOMyIaAs
B nyGnuKyBaHMTE M MOCTMAPKETHHIOBH JAHHH, KAKTO M B KOHTPOJIHPaHM KNHHHYHH NPOYYBaHHA B OTPAHMICHA

neJMarpydHa NOMyNaHHd Ha Be3pact oT 10 no 16 roauHM, JNeKyBaHAa B NpPOAB/DKEHHE Ha €1Ha TOAHHA,
HOKAAJBAHHTE HEXKENaHHUTe CHOMTHA ¢a MOJOGHH MO BHA M TEeXECT HA Te3H, CHOOIMIABAHH TIPH BL3PacTHH
NalLMEeHTH.

CoobiilapaHe Ha MONO3UPAHU HexkeIaHH PEaKLHK

Cpo6IaBaHeTO Ha TTOJO3MPAHE HEXKENAHW PeaKiuM CIel paspellaBaHe 3a ynoTpeba Ha JIekapcTBEHHS NPONYXT €
saxHo. TOBa MO3ROIABA N2 MPOABILKY HAGTIOKEHWETO HA CHOTHOIEHHETO TIONI3a/PHCK 3a JICKAPCTBEHHA NMPOAYKT.
OrT MeOHIMHCKMTE CICHMATHCTH Ce H3HCKBA Aa CpoOINaBaT, BCAKA MMOA03MPaHA HE)XEiaHa peakuHs 4pes
HAIMOHAJTHA CHCTeMa 3a chollliaBaHe:

H30eTHATENHA ar¢HIMA 10 IEKapCTRaTa
vi1. ,,Jdamau I'pyes” Ne 8

1303 Copns

Ten.: +359 28903417

yeOcaiiT: www.bda.bg

4.9 Tipenosapane

XunornmvkeMus He e HaOmoaasaHa mpH 03M HAa MeT(GOPMHHOB XHAPOXAOPHI A0 85 g, BBHIPEKH Ue B TAaKHBA
ciyvyad € HabmojaBaHa naxrarHa aupgo3a. 3HAYHUTENHO pefo3npaHe ¢ MeTGOPMHH MK CHITETCTBALH PHCKOBH
JakTopH MOraT Ja NOBEJaT A0 JNAKTATHA allHo3a. JlakraTHaTa aumaosa € CHEMIHO ChCTOAHHE H TpaGBa na ce
nexysa 8 Gonrina, Haii-e(eXKTHBHHAT Ha%KH 32 OTCTPaHABAHE Ha JIAKTAT H METGOPMHH € XeMO/IHANIH3aTA.

5. PAPMAKOJIOTHYHH CBOMCTBA

5.1 GapmakoHHAMEYAH CRONHCTBA

(DapMaKOTEpANieBTHYHA TPYTIa: JISKAPCTBEHH MPOIYKTH, NIOHIKABAIH HHUBOTO HA KPBBHATA 3aXap, ¢ H3KI:OUEHHE
Ha uHCYnHH. bursanunu

ATC kon: A10BAO2

MexaHnu3nM Ha NeHCTRIG

Merdopmun geficTsa dpes TpH MeXaHH3MA:

1. Hamanssa 06pa3yBaHeTO Ha IIOKO3a B 4epHEA Apo0, KaTo HHXHOHPa IIOKOHEOreHe3aTa i T/THKOTCHO/IH3aTa.

2. lonobpsea nepudepHOTO TIOEMaHe W YCBOABAHE Ha ITIOKO3aTa OT MYCKYNHTE, KaTo MOBHINABA
4yBCTBHTEHOCTTA KbM HHCY/HH.

3. 3abapsa abcopOumATa Ha ITHOKO3aTa B YepBaTa.

MetdopMHHE CTHMYNTHpPA BETPEKIETHYHATE CHHTE3a HA IIHKOTCH, KATO BE3JCHCTBA BBPXY ITIMKOTeH-CHHTCTasaTa.
MerdopMHH MOBMINABA TPAHCIOPTHHA KANAIMTET Ha BCHYKH BHAOBe MeMOpaHHH NPEHOCHTENH HA IJIOKO3aTa
(GLUT), u3pecTHH gocera.

@apmaxogmmnmnﬂ eﬂ)_em

MerhopmMuH € OWrBaHHI ¢ AHTHXMIEPIAMKeMMdeH edekr, NOHMKaBaml Kakto OasanHata, Taka H
NOCTIIpaHHaNHaTa KPhBHA 3aXap. ToH He CTHMY/Hpa CeKpelHMATa Ha HHCYIHH H IO T0BA: He BOIH 710
xunornukeMus. [Ipy Xopa, He3aBHCHMO OT JEHCTBHETO CH BBPXY KpbBHATA gﬁ,\»ﬁé’l’wﬁi\ oKa3Ba
GraronpusTHa edexTH BBpXy NHIMAHWA MertaGommzeM. ToBa e JeMOHCTpHpayd b ACPAUCBTHYHH “RO3U B
KOHTPOJIMpaHH KIMHHYHE IPOYYBAHMA CbC CPeHa FITH TOJIAMa TIPOIb/DKUTEIHOCT: yrif

P TIOHVKAER ﬁnna'ra

Ha obwys xonecrepos, LDL-xonectepona W Tpurnxuepuaute. B kammmuHu||mpdysanns ynorpébata Ha
MeThOpMHHE ¢ CEBP3aHA KaKTO Che CTACHIHO TENECHO TErNo, Taka H ¢ yMepeHa 3ary! %Tﬁl"ﬂﬂ L '

s



KinHygna edextenocT H 6e30MacHOCT

TIpu HOBONHATHOCTHIMPAHH NAIMEHTH ¢ auabeT Tum 2 ¢ M3X0AHH HUBa Ha HbAbi, Mexmy 7-9%. MeThopMEH
mamanssa HuBata Ha HbAbi ¢ okono 1,1-1,5% 3a mepuon or 2 rojusd. HaManenuneTo Ha T/IHOKO34Ta Ha ITAHO 323
CHINHA MiepHoa € Mexkay 1,7 u 2,4 mmol/1 (30-44 mg/dl).

Jledennero ¢ MeTHOPMHH HAMAIBA PUCKA OT MAKPOBACKYTapHH ABJTOCPOYHHM YCIOXKHEHHA TIPH Bb3DACTHH
NALMEHTH ¢ HAJJHOPMEHO TeT0 i AHabeT THM 2.

IMpocnexTusHO panioMEsupano npoyapate (UKPDS) noTehpiaasa AbJArocpoEHata o/3a oT MHTCH3HGHIHPaHHA
KOHTPOJI Ha KPBBHATA 33Xap IPH Bb3pacTHA MANHeHTH ¢ Auaber Tum 2:

AHanM3BT Ha PEIVITATHTE NPH MAIMEHTH ¢ HAAHOPMEHO TErno, NCKYBaHH ¢ METHOPMHHOB XHAPOXIOPHI Cej
HeycneX OT MPHAOKEHHE CaMO Ha THeTa, TIOKA3BaT:

—  CHrHMQUKAHTHO HAMATCHHE Ha aOCOMIOTHMA PHCK 33 BCHYKM YCJIOXHEHHA, CBBpP3aHH C jHabeTa B rpynara,
nexyBaHa ¢ MeThOpMEHOB xuapoxiopra (29,8 untunenta/1 000 DalMEeHTOroAMHN) CIPAMO MPHIMKEHHE CaMOo
Ha muera (43,3 WHuMoeHTa/1000 mamventoromuuu), p=0,0023 H cnpsaMo KOMOMHHpaHM TIpynd -
cynhasnTypeiinM 1 MOHOTepanHs ¢ HacyuH (40,1 unwnenta/1000 naumentoronnHu), p=0,0034;

~  curHMQMKAHTHO HAMaleHWE Ha afCOMIOTHWS PHCK 38 CMBPTHOCT, NPHYMHEHa OT NuabeT: MeThOpPMHHOB
xXuapoxiaopua 7,5 wuHumaenta/1000 nanmedTorogMHd, a camo Amera — 12,7 uHUEaeHTa/ 1000
naipeRToromuH, p=0,017;

—  CHrHHQMKAHTHO HAMANCHHE HA aGCOMIOTHHA PHCK 3a O0MmA CMBPTHOCT: METHOPMHHOB XHApOXIOpHA 13,5
nuiAeHTa/ 1000 MaEeHTOroMMHYA CIIpAMO caMo Aueta - 20,6 HHMaenTa/1000 nauneHTOroAHHH (p=0,011) n
CIpAMO KOMOHWHHPAaHH TPYNH - CyIpaHANypeliHH H MOHOTEpanHs ¢ MHCYAMH - 18,9 nHuuaenta/1000
naneHToromued (p=0,021);

—  curHudMKAHTHO HAMAICHHE Ha aGcoMmOTHHA prok oT HbapKT Ha MEOKapa: MeTHOPMHHOB XHApoxiIopua 11
uHuEAeHTa/ 1000 manpeHTOroAHAH, caMo Auera - 18 uaumaenta/1000 nampenroromunu (p=0,01).

HecetromumiHo npocnenspaHe Ha mpoyusaHero UKPDS moxa3ea, 4e Te3H NAlMEHTH, KOHTO MOJy4aBaT paHO
neseHue ¢ MeTOPMHH, ¢4 MMAIH NPOJBL/DKHTEHH TION3H B CPABHEHHE C TE3H, KOWTO TOTy4aBaT METPOPMHH cnef
3aBLPUIBAHETO HA HAYANHOTO NpoyyBaHe. CATHH(HKAHTHOTO HAMANICHHE HA PHCKA TIEPCHCTHDA 33 BCAKA KpaiiHa
Touka, cBep3ana ¢ amabera (21%, p=0,01), amaber acouumpana cMepTHOCT (30%, p=0,01), cMEPT OT BCAKa
npuauna (27%, p=0,002) u muokapuen uubapkr (33%, p=0,005).

He e goka3aHa nonza 3a KIHHHYHHS H3XO NIPH H3MON3BaHE HA METHOPMHHOB XKAPOXJIOPH] KaTo BTOPO CPECTBO
Ha u360p, B KoMOHHALMA ChC CY/IDOHITYpeHHH JIEKApCTRa.

Ipu guaber tun 1, koMOMAAUMATA 0T MeTGQOPMHHOB XHADOXJIOPHA W HHCY/THH € NpPHIAaraHa Hpd OlpEeneeHH
MIAIHEHTH, HO [OJI3HTE OT TORA JIeYeHHE He ¢a OOHIHATHO YCTAHOBEHH,

IleanaTpHyuHa NoOyJalHs
KoHTponupasy KIMHIYHE NPOYYBAHKS B OTPaHHYEHA NeJHaTpUYHa Homynauya Mexkay 10 u 16 ronuny, nekyeana
B IPOABIDKEHAE HA €1HA FOJIHHA, NOKA3BaT IMKEMHYEH KOHTPO, MOAOGEH Ha TO3H NPH Bb3PACTHH NALMEHTH.

5.2 ©PapmMaKkoKMHETHIHH CBOHCTBA

Abcopbiuia
Crea nepopaiHO MpuioxkeHHe Ha MeTgopMUHOB Xuapoxiopid, Tme e 2,5 gaca. AGcomo

500 mg win va 850 mg MerbopMunoB xuapoxnopay ¢ oxono 50-60 % npu 3apasn
MPWIOKEHHE, HEPe30pOHPAHOTO KOJIHYECTRO, KOETO ce OTKpHBa BHB (ereca, € 20-30 %

Clefl mepopanHO MNpiokKeHHe, abcopbumara Ha MeTPOPMHMH Ce HACHINA H €
(papmMakokHHeTHKATa Ha abcopbuuaTa Ha MeT(HOPMHEH ¢ HeJIHHEapHa.

Tlpnemé ¢e, ) ‘ye



IIpy o6uualing JO3M | TO30BH CXEMH Ha MET(GOPMHEHOB XHAPOXTOPU], CTAOKITHK TIA3MEHH KOHIICHTpalK (steady
state) ce mocTWrar B pamkuTe Ha 24-48 waca w mo mpumiwmn ca nod 1 pg /ml. B koHTpomMpann KIMHWIHW
TPOYHRaHMs], MAKCUMAITHATE I1asMeHHA KoHueHTpauyH (Cna) Ha METGOPMHHE He Haapuasat 4 ug/ml, nopu npu
MAaKCHMAJIHH JI03H.

XpaHaTa HAMANABA CTENEHTa H Jleko 3a6ass abcopbimaTa Ha metdopmun. Crea npuiokenue Ha Tabietka ot 850
mg MeThOPMHHOB XHApOXJIOpHA ce Habmonaa 40% mo-HHCKa MAaKCHMAiiHA Mjla3MeHa KOHLEHTpalHi, 25%
HaMajleHHe Ha Tworra oA kpusara {(AUC, area under the curve) W 35 MuHYTH yABDKEHHE Ha BPEMCTO 32
AOCTHrAHE HA MaKCHMaNHATa MiasMeHa KoHieHTpanud, He ¢ H3BecTHO KIHHMYHOTO 3HA9CHHE OT NMpOMsfHATa HA
TE3H NapaMeTpH.

Paznpenenenne
Cerp3BadeTo ¢ IUIA3MEHWTE MPOTEHHHW € He3HauuTenHo. MeT()OpMHHOB XHAPOXJIOPH[ C¢ paslipefeni B

epHTPOLHTHTE. [THKORHTE HHBA B KPHBTA ¢a TIO-HHCKH B CPABHEHHE ¢ MAKOBUTE IUTa3MeHH HHBA H CE MPOABABAT MO
CBUIOTO BpeMe. YEpBEHWTE KpPBBHM KIETKH Hali-BEpOATHO MPEICTABIABAT BTOPHYEH KOMMAPTUMEHT Ha
pasnpenenenue. Cpequuat obeM Ha pasnpeneneuue (Vq) Bapapa Mexay 63-276 1.

BroTtpanchopmanis

Merdopmun ce oTaeins Herpomener ¢ ypunara. [Ipy Xopa He ca OTKpHTH MeTabomuTH,
Enwvunvpane

Br6peunuaT kiupeHC Ha MerdopmuH € > 400 ml/min, KoeTo MOKa3Ba, Ye METQOPMHH Ce eNAMAHHpA dpe3
rNoMepyaHa puntpauis ¥ TyOyina cekpenid. Cnel nepopanto MPHAOKEHHe, KPaiHHOTO BpPeME Ha MOIYXKHBOT ©
okono 6,5 yaca.

Tlpu napymeHa GE6peuna GyHkims, GEOpeYHHAT KITHPHHC HAMANABa B CHOTBETCTBHE C TO3H HA KPEATHHHHA H TaKa
BPEMETO Ha TI0TYeTHMHHEPAHE Ce YLDKABA, KOSTO BOMIH [0 YBEIIHUCHH HHBA Ha MeThOPMUH B MTa3Mara.

Heauarpyudna Oomynaims

Hlpoyusane ¢ ednoxkpamuna dosa: Cnes NPHIOKEHHETO HAa eIHAMYHA go3a 500 mg MeTHOPMHHOB XHPOXIOPHT,
hapMaKOKHHETHIHHAT Tpodu NpH Aena € noaoseH Ha To3H, HabMOAaBaH NIPH 3XpaBH BL3PACTHH.

Hpoyusare ¢ mrozoxpammu oz, JJaHHATE ca OrpaHMUeHH A0 eHO npoy4bane. C1el MHOTOKPATHO TPHITOKEHHE
Ha 500 mg MerhOPMHHOB XHMAPOXJIOpHA ABA [IBTH AHEBHO 3a 7 JHH TpH ASHa, MakCHMaTHaTa [UTa3MeHa
koHneHTpaa (Cmax) M cHcremuara ekcriosnmus {AUCo:) ca HamaneHH c¢ oxono 33% w 40%, cLoTBeTHO B
CPaBHEHHME C PB3PACTHH NALMENTH ¢ qHaGeT, KOWTOo pHeMaT MHOTOKPaTHH A03x or 500 mg 18a MBTH JHEBHO 32 14
nuu. TeH xaro Jo3ara ce THTPHpPA HHAHRHAYAIHO B 3ABHCUMOCT OT INIHKEMHYHIA KOHTPOI, TOBa € OT OrpaHH4YeHo
KIIMHHYHO 3HAMCHHE.

5.3 IpeaxiuHEIHH JAHRH 33 6e30HACHOCT
HexkTHHHYIHNTE JaHHH HE PasKpHBAT CHeHH(UHEH PUCK 34 XOpa, B2 OCHOBA Ha KOHBEHIHOHAIHH NPOYIBAHIA 32

Gesonacuoct, (GapMaKoIOrHMd, TOKCHYHOCT [IpW TPHIOKSHHE HAa MHOIOKPATHH HO3H, TEHOTOKCHYHOCT,
KapIMHOreHeH [OTEHIMAN, PeTIpOAYKTHBHA TOKCHIHOCT,

6. PAPMAILIEBTUYHHY JAHHM

6.1 Coacbk HAa DOMOLIHHATE BEIHECTBS

ey

VAR T

Coprieeyna Ha TaGneTkata; W0 g N
Xunpomenosa T,
[Torunou K 25

Marnesnee creapart (Ph. Eur.) [pacTutener]



DUIMOBO TIOKPHTHE:

Xunpomenosa
Makporomn 6000

Twuranues guoxcun (E 171)

6.2 HechemecTHMOCTH

He ca n3srecTHn.

6.3 Cpok na roanoct

3 ropunu

6.4 Coennajing yC/I0BHS HA CHLXpaHeHHE

To3u nexapcTeeH NPOIYKT He M3HCKEA CIISHIHATIHE YCIIOBHS 34 ChXPaHEHHE.
6.5 Bun v chIbpiKAHHE HA ONMAKOBKATA

PVC-Al 6nuctep

Omnaxosk ¢ 15, 30, 40, 60 1 120 ¢punmepaHn TabneTKu.

He BcHukH BHAOBE ONAKOBKH Morat Aa 6baaT mycHaTH B pomaxba.

6.6 CnennajHE NpeARa3HH MEPKH HPH H3XBL]JIAHE B padoTa

Hsama cnieumanei H3UCKBAHUS

7. IIPUTEXATEJ HA PASPEIIEHHETO 3A YIIOTPEBA
BERLIN-CHEMIE AG (MENARINI GROUP)

Glienicker Weg 125

12489 Berlin, 'epManus

8. OPUTEXATEJ HA PAZPEHIEHHMETO 3A INAPAJIEJIEH BHOC:
“Becra Mex” EOO/L, yn. “Kbruo Ckopues” Ne8, 5350 Tpapna, bnnrapus
9. HOMEP(A) HA PAZPEIIIEHUETO 3A YIIOTPEBA

9700067

10. JATA HA IHPBO PASPEHIABAHE/IOAHOBSIBAHE HA PASPEIIEHAETO 3A
YHOOTPEBA

Jara Ha mppBo pazpemagane; 06.02.1997
Jlata wa nocneano mogHoegsane: 11.02,2008

11. JATA HA AKTYAJIM3APAHE HA TEKCTA

09/2020




