KPATKA XAPAKTEPUCTHKA HA NPOAYKTA
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Merdoramma 1000 mg dmwimupann T1abnerku e e,
Metfogamma 1000 mg film-coated tablets
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2. KAYECTBEH M KOJIMYECTBEH CBCTAB -~ sl s e

Enwxa ¢punMupana Tabnerxa ceaspxa 1000 mg mergopmunos xuapoxnopua (metformin hydrochloride),
cKkBHBalcHTeH Ha 780 mg merdopmun Oaza.

33 NBJIHHA CIHCHK HA NOMOLLHKTE BellleCTRa BIDKTe ToYKa 6.1.

3. JEKAPCTBEHA ®OPMA

PunMupana Tabnetka.

benn, nponsaroeaty ¢unMupaHH TabNeTKH ¢ pe3ka OT eJHATa CTpaHa H ABI0OKA JAENUTE/THA YepTa OT
JApyrara cTpaHa (snap-tab ¢opma).

Tabnerkara Moxe na 6bae pazaenieHa Ha paBHM MTONOBHHM.

4. KNHHHYHH JAHHH

4.1 TepaneBTHYHA MOKAZANKA

JleueHHe Ha 3axapeH auader T 2, 0cofeHo NpH NMalHEeHTH ¢ HaJHOPMEHO TEIO, KOraro caMmo JAMeTa H
(PH3INYECKH YIIPAKHEHHA HE BOIAT A0 aAEKBaTeH IIIMKEMHYEH KOHTPOI.

. Ilpu BB3pacTHH, MeTdoramma Moxke Aa ce mpuiara Kato MOHOTEpanis Wid B KOMOuHauus ¢
APYrd NepopanHH aHTHAXAOETHH IeKapPCTBEHU MPOIYKTH HIIH C HHCYITHH.
. IIpu nena van 10 rogusn 1 roHomH, Merndoramma MoKe 1a ¢€ NpHIara Kato MOHOTEpanus

WY B KOMOMHAIMA ¢ HHCYJTHH.
YCTaHOBEHO € HAMAJICHHE Ha YCJIOKHEHUATA, CRBP3aHH ¢ AnabeTa, IPH NaLHEHTH ¢ HaTHOPMEHO TEer/Io
H AHa0eT THII 2, TIEKYBaHH ¢ MeT(POPMHUH, KaTo ITEPBH U300p Ha JICUCHHE CJIel HEYCTICILHA JHeTa (BWK

TOYKA 5.1).

4.2 JO3APOBKA H HAYAA HA NPHJICKEHHE

J03UpOBKa

Bv3pacmnu ¢ nopmanna 6vbpeyna gynicyun (GFR> 90 mi/mun)

JHEBHO, TIPHEMaHA 110 BPEME WU CJIC/I XpaHEHE.

Cnen 10 no 15 auH nosara TpaOBa fa ce anamTupa, B 3aBHCHMOCT OT M3
KpbBHaTa 3axap. IlocTeneHHOTO MOBMUIaBaHe Ha fo3ata MOXKE Ja NMOaoOpH
TONEPAHTHOCT.




[Ipy mauMeHTH, MpHemaliH BHCOKa A03a MeThOPMMHOB XHAPOXIopuZ (0T 2 A0 3 g AHEBHO) ABe
bunmupaut Tabnetk Merdoramma 500 mg moxke na ce 3aMeHAT ¢ enaHa ¢uiaMupaHa Tabnerka
Mergoramma 1000 mg.

JomycTHMATa MAKCHMATHA NHEBHA 10332 MET()OPMMHOB XHPAOXIOPH/ € 3 g, pasie/ieHH Ha TPH nipHeMa.

AKO Cce TIPeABIKAA 3aMAHa Ha IPYT nepopaneH aHTuARa0eTeH IPOIYKT, TIPEAHLITHOTO XHIIOTTHKEMHYHO
nevdeHKe TpAOBa 1a Ob/le MPeyCTAHOBEHO U 1a Ce 3aMECTH ¢ METQOPMHKH B 103aTa, MOCOYECHA NO-TOPE.

KomOunannsa ¢ HECY.1HH

MerdopmKUH 4 MHCYJIHH MOTAT Ja e M3MON3BAT B KOMOMHUPAHa Teparnus, 3a JIa Ce MOCTHrHE M0-A06Bp
KOHTPOI Ha KpbBHATA 3axap.

ObuuaiiHaTa HauaynHa 703a € S00 mg wnn 850 mg MeThHOPMHUHOB XUAPOXIIOPH/ 2 WK 3 ITBTH JHEBHO,
AOKATO [103aTa Ha UHCYNIMHA C€ aJalTHpPa B 3aBUCHMOCT OT H3MEPEHHTE CTOHHOCTH Ha KPbBHATA 3axap.

{layuenmu e cmapuecxa eb3pacm

[lopaau BepoATHOCTTA OT HaMaleHa OLOpevHa (PYHKIMA NpH NallHEeHTH B CTAPUECKA BB3PacT, KO3aTa
Ha MeThOpMHH TpIOBa na Ce aganThpa B 2aBHCUMOCT 0T OLOpeYHaTa PyHKUMI, KOATO PEAOBHO TPAORa
Ja ce KOHTponupa (BHX Touka 4.4).

bwvbpeuro yepexcoane

lpenn 3anoysase Ha neueHHe ¢ NPOIYKTH, ChAbpKallu MeThOPMHH, TpAGBa 1a ce HANMPaBH OLICHKA Ha
GFR croitnoctuTe, a ciiell ToBa - MOHe BeIHLX FoAMMHO. IIPH NalHEWTH ¢ MOBHUICH PHCK OT IO-
HaTaTBHILUHO MporpecHpane Ha 6H0peuHo yBpeXkaHe U TIpM MAllHeHTH B CTapuecka Bb3pacT Tpadea mo-
4€CTO [ia C€ NpaBH OLEHKA Ha Ob0peuHara dyHKIHA, HanpUMep HA BCEKH 3-6 Mecera.

GFR mi/MuH (Obuia MakcuManHa JomrpuuTeNHH CHOOpaKeHud
JTHeBHA J103a
(na ce pasagenu Ha 2-3
AHCBHU A03H)

60-89 3000 mg Moske na ce OOMMCITH TIOHIDKABAHE
HA J03aTA BHB BPB3KA C
HaMangBaHero Ha OpOpeunara
(PYHKIMA.

45-59 2000 mg daKkTOpHTE, KOMTO MOTaT A4
yBEJIHYAT PHCKa OT JIAKTATHA
alua03a (BHXK Touka 4.4) Tpadsa na
OBaaT Hpepa3riic aHy, Tpeay 1a ce
OOMHCIIH 3aMI0YBAHETO Ha JICUEHHUE C
METQOPMHH.

HauasinaTa no3a € Hau-MHOro
[IOJIOBHHATA OT MAKCHUMAIIHATA N034.
30-44 1000 mg
<30 - MeTdpopMHH € NPOTHBONOKA3AH.

Heouampuuna nonyaauus

Monorepanna B B KOMOHHANNSA ¢ HHCYAHE

» MerdoramMma Moxke 1a ce N3M0/a3Ba MPH Aella Hazl 10 FrogHHM W IOHOIH.




¢ OOuuaiiHaTa HayanHa no3a e 500 mg uan 850 mg methopMHHOB XMAPOXJIOPHA HA JIEH, KOATO
CE MPHEMA NO BPEME MUIIH Clie]] XpaHeHe.
Cnen 10 no 15 nan mosata Tps6ea na ce ajgamTupa B 3aBHCHMMOCT OT HHBOTO Ha KPBBHATA 3axap.
[locTeneHHoTo MOBHIIABAHE HA 103aTa MOXE /A NOAOOPH racTPOUHTECTHHAHATA TOICPAHTHOCT.

[Ipenopruanara MakcHMANTHA THEBHA K032 MET(HOPMHHOB XHIPOXIIOPH € 2 € THEBHO, pa3aeieHH Ha 2
WIH 3 npuemMa.,

4.3 IlporasonokazaHHsA

. CBPBXYYBCTBHTEIHOCT KbM AKTHBHOTO BEIIECTBO WJIM HAKOE OT MOMOIIHHTE BeIeCTBa,
H36poeHH B TouKa 6.1

. Bceexu Tin octpa MeTabonuTHa aupno3a (Hanp. JAKTAaTHA auuno3a, A4adeTHa KeToaH103a)

* Huaberna npe-xoma

. Texxkxa 6vOpeuna HegocraTbuHocT (GFR < 30 ml/Mun)

. OCTpH CHCTOAHMSA, 3aCTpAllaBAaINH Aa BiolaT ObOpeuHaTa (yHKIMA, KaTO: AeXHIApaTallHs,

TEXKKA WHEKIHA, IIOK;

° 3abongBaHnA, KOWTO MOTaT Aa MPHYHMHAT ThKaHHA XHIIOKCHS (0cobeHo ocTpH 3a00NABaHHS WIH
BJIOIIABAHE HA XPOHHYHH 3a00NsaBaHMA), KaTO: ACKOMIICHCHPaHA ChPACUHA HEAOCTATHYHOCT,
pPeCMHPaTOpHA HEAOCTATHYHOCT, HACKOPO NpeKapan MHOKapAeH HHOAPKT, LIOK;

. YepHoApobHA HEAOCTATBYHOCT, OCTPa AIKOXOIHA HHTOKCHKALMA, ATTKOXOIU3BM.

4.4 CnensaJiHH npeayNpe:KIeHAN U NPEANAIHH MEPKM NpH ynoTpeba

JIaKTaTHA anuao3a

JlaxTarHata alMa03a, MHOTO PAAKO, HO CEPHO3HO METAOONMTHO YCIOXKHEHHE, Hali-uecTo HAacTHITBA
IIPH OCTpO BrOMAaBane Ha ObOpeunara pyHKINS, KapAHO-PECHPATOPHO 3a00NABaHE HITH CETICHC.
HatpyneaseTo Ha MET(POPMHH HACTBNEBA IPH OCTPO BiOIIaBaHe Ha OLOpeuHaTa (PYHKIMA K yBENUYABa
PHMCKa OT JIaKTaTHa allHa03a.

B cmyuaii Ha nexuaparauus (TexKa qUapHs WIH MOBPBIIAHE, TPECKA WK HAMATIeH NMpHeM Ha
TEYHOCTH) TpsOBa BpEMEHHO Ja ce clipe MpHUeMa Ha MeT(HOPMHH U € MPENOPLYMTENHO [a C& YCTaHOBH
BPB3Ka ¢ MEJTULIHHCKY CIIELIMAJTUCT.

[IpueMLT Ha NeKapcTBEHH NPOIYKTH, KOHTO MOraT OCTPO Ja yBpeaaT OnOpeunaTa pyHKung (Kato
AHTHUXUNEPTEHIUBHH cpeldcTra, auypeTuiud u HCIIBC) TpsOBa ga ce 3amoutie ¢ NOBRUIEHO BHUMAHHE
MpH NALHEHTH, JICKYBaHH ¢ MeTGQOPMUH, Jpyru pUcKoBH ¢akTOpH 3a TaKTaTHA alMao3a ca
MPEKOMEPEH MPHEM Ha ATKOXO0J1, YEPHOAPOOHA HEAOCTATHYHOCT, HEAOCTATHYHO KOHTPOJIUPaH auaderT,
K€T034, MPOABIKUTENHO PNalyBaHe U BCAKAKBH ChCTOAHHUA, CBBP3aHH ¢ XMITOKCHA, KAKTO H
€THOBPEMECHHATA YNOTpeOa Ha eKapCTBEeHH NPOAYKTH, KOMTO MOTAT /1a MPHYMHAT JIaKTaTHA ali|103a
(BiK TOukH 4.3 H 4.5).

IlaupenTure u/nim 6onHornenavnTe Tpabea na HuaaT HHGOPMHUPaHH 33 PUCKA OT JTAKTATHA alMA03A.
JlakTatHara anmMao3a ce XapakTepU3Hpa ¢ auMAO3Ha AMCIIHEd, KOpeMHa 00jKa, MYCKY/IHH KPaMITH,
ACTEHUA U XHIMOTEPMHA, MOCTCABAHM OT KOMA. B ¢iryuali Ha chMHEHHe 33 CUMITTOMHM TIaUHEHTET TpAOBa
la cOpe npueMa Ha METQOPMHH M He3aGaBHO Ja MOTHPCH JieKapcka nmomoll. J{MarHOCTHYHHTE
NabopaTopHH HAXOMKH Ca NoHmwxeHo kpheHO pH (<7,35), noBHLIEHH HKBA HA IIA3MEHHUA JakTat (>5
mmol/l) u noBMIlicHa aHHOHKA pa3IHKa W CHOTHOLIEHHE TaKTAaT/IHPYBAT.

brOpeuna ¢pyHKIHS

I[lpenw samousaHe Ha je4yeHHeTo TPAOBa Ja ce HanpaBH olieHKa Ha croiHocTHTe HA GFR M penosHo
Cliell TOBa, B Touka 4.2. MetdopMuH e npotueonokasan npu nanuenTs ¢ GFR <30 ml/mMus 1 TpaOpa

Aa ObIe BPEMEHHO CIPAH MpPH HAJIMYHE Ha CHCTOSHMSA, KOUTO MpOMeHAT Oh0OpeuHata §yHKIask B
TouKa 4.3).

Copaeuna ¢pyHKLMS




[lalMeHTH B¢ ChpAEUHA HEJOCTATHYHOCT €A WAIMKEHH Ha TIO-ToJAM PHCK OT XHNOKcHA U 6p0peuHa
HEAOCTaTbYHOCT. IIpn manMeHTH cBhe cTaGWIHA XPOHMYHA ChpAEYHA HENOCTATHYHOCT, METHOPMHMH
MOXKe a Ce M3TI0NI3BA NPH PpeaoBHO HabmoaeHHe Ha chpAeuHaTa H ObOpeynara QpyHKLHA.

3a NaMeHTH C OCTPa B HecTaOWIHA ChPeUHa HEOCTATHYHOCT, METHOPMHH € IPOTHRONOKA3AH (BHK
TOYKa 4.3).

Ilpunosxenne Ha HOA-CHALPKAIH KOHTPACTHU BEIIECTBA

BBTpechAOBOTO NPHIOKEHME HA HOOHpAaHH KOHTPACTHH BEINECTBA MOXKE 13 JOBEAe A0 KOHTpAcT-
MHAYMpaHa HeponaTud, BoAeIla A0 HATPYNBAHETO HA MeTHOPMHMH M MOBHMINEH PHCK OT JIAKTaTHA
auunoza. Merdopmuu Tpabsa Ja ce cope Mpead HIH MO BpeMe Ha mpoueaypara 3a oOpasHa
AMarHOCTHKAa U He TpAOBa na ce BB300HOBABA O Hali-manko 48 yaca cnel ToBa, NPH YCIOBHE Y€
0LOpeunatTa GyHKLMA e oLleHeHa OTHOBO H € YCTAHOBEHO, ue € cTabunHa, Bk ToukH 4.2 u 4.5.

Omnepanys

MetdopmMuH TpabBa xa ce cripe Mo BpeMe Ha onepauus nog oOm@a, CHHHAIHA HIH eNHIypaIHa
aHecTe3uA. JleyeHHeTo MOXe aa Oblae BBp300OHOBEHO HE mo-paHo OT 48 yaca cren onepalHITa KITH
BBb30OHOBABAHETO HA XPAHEHETO Npe3 YCTa, M NIPH YCIOBHe e GuOpeaHaTa pyHKUMA € OHEHEHa OTHOBO
H € YCTAHOREHO, u¢ € cTabunna.

IleanaTpuuHa NOMynanws
[Ipenu 3anousaue Ha jeucHue ¢ MeTGOpMHH, TpsOBa Aa Ob/e NOTBBPACHA JHACHO34Ta 3a AuadeT THN
2.

[ipoBefieHUTE KOHTPONHPAHH KIHHWYHH W3CNeNABAHMA B TIPOABLKEHHE Ha €IHA TOAWHA HE ca
YCTAaHOBHJIM BAMSHHE HA METHOPMHH  BBPXY pacTexa H nybeprera, HO 3acera HaAMa Mo-
NPOAB/DKHTEIHH HabmogeHna B Ta3W obnacT. 3aToBa ce MpPenopryYBa BHHMATENHO NPOCHEIABAHE
epekTHTE HA METQOPMHH BBPXY TC3H NAPAMETPH, MO-CHCHHMAIHO NpH JedeHHe Ha Jena B
npeamyoepreTHa BB3PAcT.

Hena Mexay 10 u 12 roanan

B KOHTpOIHMpaHHTE KIMHAYHH NPOYYBAHHA Ha JENA M I0HOLH ¢a OHIM BIIIIOYCHU caMo 15 manMeHTa
Ha BB3pacT Mexay 10 u 12 rogunn. Benpexn, ye epuxacnocTra ¥ 663010acHOCTTA HA MeT(OPMHEH NIpH
TE3U Aella HE ca MO-paziiItMHH OT Te3W NPH MO-rojieMH Jena W IOHOMM, C€ MpenopbhiBa 0COBEHO
BHHUMAHHE NPH NpeANUCBAHETO Ha Jena Mexay 10 vy 12 ronuinua su3pacr.

Hpyry npenynpexacHus:

Beuuky  nmanMeHTH TpaOBa Ja npoamDKar OWeTATa CH ¢ PABHOMEPHO pa3snpeleNcHHE Ha
BBIVIEXHIpATHHA TIipeM mpe3 neHdA. IlaumeHtuTe ¢ HagHOpMeHO Terjno TpAOBa Aa crasear
HACKOKATOpUYHATA CH JUETA.

OOuuaitnuTe 1abopaTopHU TECTORE 33 MOHUTOPHPAaHE Ha nuabera TpAGBA Na ce W3BBPLIBAT PEIOBHO.

MerdopmuH MOXKE 1a HAMATH CEpYMHHUTE HUBA HA BUTaMuH B12. PUCKBT OT HUCKH HHBA Ha BUTAMMH
B12 ce yBennuapa ¢ ypeTM4aBaHe Ha 103aTa Ha METQOPMHH, MPOABLKHTENHOCTTA Ha JIEUSHHETO W/HITH
TP MALKEHTH ¢ PHCKOBH QaKTOPH, 32 KOHTO € H3BECTHO, Ye TIPHUMHABAT NeULMT Ha BuTaMuH B12. B
Cily4aH Ha CbMHEHHE 3a NepyuuHT HAa BHTaMuH B12 (kato aHeMHs WIH HeBpoIaTHA), TPAOBA Na ce
npocneasaBaT cepyMHUTE HUBa Ha BHTaMUH B12. Mosxke na ce HaJIOKKM NEPHOITNYHO NPOGREFATE
/o

puTamMud B12 mpu naumenTtyt ¢ puckoBd dakropu 3a TedHUMT Ha BuTamiH Bl
MeTGOPMHH TPAOBA Na MPOXBDKH TOJNKOBA ABLITO, KOJIKOTO CE€ NMOHACS W HE € I
MOAXOAANIO0 KOpWIHpalno jieueHue 3a achUuUMT HA BATAMHUH Bl2 e ocurypeso,
HAaCTOAWMTE KIIMHMUHM PEKOBOACTEA,
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MeTdopMHH, MpHIaraH caAMOCTOSTENIHO, HE NPEAH3IBHKBA XMIIOITHKEMHES, HO TpaOBa 1a ce BHHMaBa,
KOraTo ¢ HM3M0J3Ba B KOMOMHALIHA ¢ MHCYJIMH M APYIH NEPOPATHH aHTHAHAOSTHH npoAykTH (Harp.

CyA(paHHNTYPEHHH TIPONYKTH ¥ METTIMTHHHAH).
4.5 BsammoaelcTBHE C APYIH JIeKADCTBEHH NPOAYKTH M APYrH GOPMH HA B3anMojpelicTBHe
He ce nmpenoprura cemeTeTRala YoTpeGa

Anxoxon
AJIKOXOJIHATA HHTOKCHKALMA €€ CBHP3BA ¢ NOBMIIEH PHCK OT JIAKTATHA AIIMA03a, 0CO0eHO B Cy4YaH Ha
T7IaTyBaHe, HENOXpaHBaHE WK YEpHOAPOOHA HEIOCTATHYHOCT.

Hooupanu xonmpacmuu sewjecmsa:
Mergopmun TpadBa 3aIBIDKUTENIHO [la ¢¢ COpe TPeIM WIHM MO BpeMe Ha rpoleaypara 3a obpa3Ha
OHarHOCTHKAa H He TpsdOBa xa c€ BB30OHOBABA A0 HAl-MaIKo 48 vaca cnen ToBa, NPH YCJIOBHE He

OBLOpeuHaTa pyHKUMA € OLIEHEHA OTHOBO H € YCTAHOBEHO, Ye € cTabHina, sk Touku 4.2 1 4.4,

KoMOHHaLuy W3HCKBAIH TIPEITIA3HHE MEPKY:

HiAxou nekapcTBeHH MPOIYKTH MOTAT Aa Ce OTpa3aAT HeOnaronpuatho Ha 6u0peuHata GyHKIHA, KOETO
MOXKC [d YBEOHYH PMCKA OT JlaKTaTHa aumpaosa, Hanpumep HCIIBC, BKIIOYHTENHO CEJICKTHBHH
WHXHOMTOPH Ha uMKknookcHreHaza (COX) II, ACE unxuburopu, auruotensun II peuenropHH
AHTArOHUCTH K JTHYPETHLH, ocobeHo GpuMkoBH puyperuuud. Ipu 3anousanero wii ynorpedara Ha
TaKMBa TNPOAYKTH B KOMOMHANHA ¢ MeTQopMuH € HeoDXOAWMO BHHMATENHO MNpOCIefsBaHe Ha
OvOpednara QyHKIHA.

Jlexapcmeent RpOOYKMU C 6bMPEWHA XUREPSTUKEMUYHA ARTNUGHOCIT (HAND. EAIOKOKOPIRUKOCIREPOUOU
[cucmemno u roxanno npuioxcerue] u cumMnamomumenuyy).

Moixe na e HeoOXomUMO MO-YECTO MPOCIENSBAHE HWBOTO HA KPBBHATA 3axap, 0C0DEHO B HAYANOTO HA
jeyenueTo. [IpH HyXna, A03aTa Ha MeTOpMHH TpaOBA Aa Ce aJaNnTHpa MO BPEME Ha JEYSHHETO CBC
CHOTBCTHHA JICKAPCTBEH MPOAYKT M CNIEA HETOBOTO CIHPAHE.

Ipancnopmepu na opzanuvnu kamuonu (OKT)

MetdopMuH e cyGeTpaT K Ha aeara Tpancroprepa OKT1 u OKT2.

EJHOBPEMEHHOTO NPHIIOKEHHE Ha METHOPMHH C

° HMuxubnropu va OKTI1 (kaTo BepamamHi) MOraT 1a HAMAIAT epUKACHOCTTA HA METGOPMHUH.

* Huaykropu Ha OKT1 (kato prugaMmuimy) MOraT 1a NOBHILAT FacTPOHHTECTHHAJIHATA
abcopbuus H eHKacHOCTTa HA MeTHOPMHEH.

. Muxnburopu Ha OKT2 (KaTo uMMeTHAHH, JOTYTErPaBUp, PAHOIA3HH, TPHMETOTIPHM,

BaHACTAHKMO, HCABYKOHA30)1) MOTaT 1a MOHWKAT eJIMMUHHPAHETO Ha MeT(GOPMIH Nipe3
OpbpeLiTe M TOBaA 2 10BEE KO MOBHINEHA TUIa3MEHA KOHLEHTPAUKA Ha MeThOPMHH.

» Huxuburopy Ha OKT1 1 OKT2 (kato kpu3oTHHHO, onanapu®) MoraT ia MpOMEHAT
epuxacHocTTa M OB0peyunaTa enMMHUHALIMA Ha METhOPMHH.

CnenoBaTenHo, HeobxoauMo e na ce oOppllia BHMMaHHe, ocofeHO NPH nauMeHTH ¢ OBOpedHO

YBpEAKOaHe, KOraTo Te€3H JISKAPCTBEHH IMPOAYKTH C€ MPUIAraT €IHOBPEMEHHO ¢ METHOPMHH, ThiA KaTo

0OMHCITH KopeKiMs Ha Ao3ata, Thil kato OKT HHXUGHTOpHTE/MHIYKTOPHTE
e(UKacHOCTTa Ha METHOPMHH.

4.6 DepTHIRTET, HPeMEHHOCT H KhpPMEene

bpeMeHHOCT




HekoHTponupanata xuneprivkeMus B HepHKOHIENMIMOHHATA (a3a M MO Bpeme Ha OpPeMEHHOCT €
CRBp3aHa ¢ NOBHIIEH PUCK OT BpOASHH AaHOMAJIHH, 3ary0a Ha OpeMeHHOCT, XHMEPTOHUA, NPEeIH3BUKAHA
OT OpEMEHHOCTTa, MPECKIaMIICHA U MEPMHATAIHA CMBPTHOCT. BaxxHO € Jla ce NMoAXbpXKar HHBAaTa Ha
KPBBHATA 3axap BBIMOXKHO HAK-OIM30 40 HOPMAIHMTE IIpe3 uAnaTa OpeMEHHOCT, 3a 1a c€ HaMajlH
PHCKBT OT HEOJIArONPHATHH H3XOAH, CBbP3aHH ¢ XHIEPTITHKEMH, 32 MaiiKaTa ¥ HEifHOTO JieTe.

MerdopMuH npeMHHaBa npe3 MUIANEHTATa ¢ HUBA, KOMTO MOraT aa ObAaT TONKOBA BHCOKH, KOJTKOTO
KOHLUEHTPALMHTE MPH Matikara.

['onamo xonu4YecTBO naHHH 3a OpeMeHHH >keHH (noBeue ot 1000 ekCMOHHPAHH pPE3YIITATa) OT
0a3sHpaHO Ha PerucThp KOXOPTHO TIPOYYBAHE M NMyONMKYBaHM JAHHM (METa-aHaIH3H, KJIHHWYHH
NMpOYyYBaHHA H PETHCTPH) HE MOKA3BAT [TOBHILEH PUCK OT BPOACHH AaHOMANHH Wi deTo/HeoHaTanHa
TOKCHYHOCT CJIE]] €KCIIO3MLWI KbM MeTHOPMHH B NNEPHKOHIENITHOHAATa ¢a3a Wi 1no BpeMe Ha
OpeMeHHOCT.

MmMa orpaHnyeHy U HeyOeqMTeTHN JoKasaTeCcTBa 3a epekTa Ha METGOPMHH BEPXY NBJITOCPOUHHS
pe3yaTaT 10 OTHOLUSHHE HA TErIIOTO NPH ea, HANOXKEHH BhTpeyTpoOH0. MeTdopMHH HE U3riexna
Ja MOBIHASIBA JBHTATETHOTO H COLMAIHOTO Pa3BHTHE J10 4-TOJUIIHA BB3PACT MPH ACLIA H3TOKEHH IO
BpeMe Ha OpeMEeHHOCTTa, BEIIPEKH e JaHHHTe 34 ABJANOCPOUHHTE PE3YIITATH €a OTPaBHYEHH.

Ako € KIHHWYHO HeobXomumo, ynotpebara Ha MeTGOPMHH MOxKe A c€ OOMHCIM 1O BpeMe Ha
OpeMEHHOCT ¥ B NEPHKOHIENIMOHHATA ¢a3a KaTO JOMBIHEHHE HITH ANTTEPHATHBA HA MHCY/IHHA.

KbpMene

MeTt¢gopMHH ce ekcKpeTHpa B KbpMata. He ca HabmomaBaHH HeKeNaHH JICKADCTBEHH PEAKIHH TIpH
HOBOPO/JICHH KbpMayeTa/ MajIKy Aelia. Bee nak, mopaan orpaHMYeHUTe HATHYHA JAHHH, KbPMEHETO HE
ce TIPEnopLYBa 110 BPEME Ha JICUEHHE ¢ METPOPMHH.

Tpsabsa na ce B3eMe pelweHne, Jaiu Aa ce MPEYCTAHOBH KEPMEHETO, KAaTO Ce MMa NPeABH/ MOJI3ATa OT
KBPMEHETO H SIOTEHIHATHUA PUCK OT HEXEJIaHH JIEKapCTBEHY PEaKIIHM 33 JAETETO.

DepTiInTeT

I1pH MBKKH M KEHCKH TUTbXOBE QPEPTIINTETHT He CE NOBMHABA OT MeTGOPMHH, TIPHIOKEH B I03H A0
600 mg/kg/na neH, KoeTo e moyTH TPH TBTH NOBEYE OT MAKCUMAIHATA MPENOPHhUYaHA JHEBHA 1034 PH
Xopa, Ha 0a3a CpaBHEHHE Ha TENeCHA MOBBPXHOCT.

4.7 EdexTH BBpXy cnocobHoeTTa 32 modpHpane B pabora ¢ MAMBRN

MeTdopMHH KaTO MOHOTeparvs He BOAM [0 XHMIOMIMKEMHS H 3aTOBA HAMA BIHAHHE BBPXY
CocoOHOCTTA 3a WodgHpane H pabora ¢ MalUUHH.

Bce nak, nauypenTute TpsGBa Aa ca npeaynpeleHH 3a PACKA OT MOYBATA HA XHMOTJIHKEMHS, KOraTo
METPOPMUH C€ M3NONI3Ba B KoMOMHAIMA ¢ APYrM aHTHAHAGEHTHH NEKapcTBEHM MPOMYKTH {(Hamp.
CyNAHWTY peRHH, MRCYTHH M METTTHTHHHIH).

4.8 Hexeaann JeKAPCTBEHH PeaKIMHA

B HauanoTo Ha NEYEHHETO, HalM-UeCcTHTE HEXeNaHM JIEKAPCTBEHH PeaxidH ca TajeHe, NOBPERIIAHE,

Hﬁapm{, CTOMAIlHA 60HK& 41 3&!’_‘/5& Ha ancTHt, KOUTO B NOBEUYCTO CJ'I}"‘I&H DTMHHH ":T.' i e
% ¥’
l'[pE,I[OTBpﬂTHBﬂ.HeT 0 UM CC Nnpenopb4Ba MCT (bOPMHH 1a CC TI]JHGMEI Ha IBEC HUITH TAA JWICE _ 2 AK
MNoCTEernneHHo }’BEJ’[H‘I&B&H& Hda NO3HUTE. é-.g e
oy
&= ”

[Io BpeMe Ha neyeHHne ¢ MeTHOPMUH MOTAT A C€ MOABST CIISAHHUTE HEXKETaH! NERAPE
YecToTaTa UM Ce onpenens Kakro caexsa: muoro yecty: >1/10; yecrn: (>1/100 W

(=1/1000 no <1/100); pemxu: (>1/10000 xo <1/1000); muoro penku: (<1/10000). ’/ig“”“*u; - *«-h*f*“
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IIpH BCAKO rpynHpaHe B 3aBUCHMOCT OT Y€CTOTATA, HEXKEJIAHHTE JIEKAPCTREHH PEAKIHH ce H30poaBaT B
HU3XOIAL peA 110 OTHOILICHHE HA TEKECTTA.

CHCTEMO-OpraneH KJIac HexenauH jiekapcTBeHH peaKkiaR YeeToTa
Hapywenus ka memaborusma | Hamanasane/nednut Ha Buramua Bl2 | Yectn
U Xpanenemo (eHxK TOYKa 4.4)

Jlaktarna alnosa (BwK Touka 4.4) MHoro peakn
Hapywenun na nepenama | Hapymenus Ha BKyca YectH
cucmema
Cmomawno-upesnu CroManiHo-ypeBHH  HapylleHusi, karto | MHoro decTr
HAPYUEHUA rajficHe, noBpbliade, Juapua, abaoMuHaIHA

bonka u 3aryba Ha anerut. Te ce MoABABAT
Hal-4yecTO B HAYANOTO HA TepanMara H
OTMHHABAT CIMOHTAHHO B MOBEYETO CITYYaH.
3a Ja ce MpEeOTBpPATAT Te3H CHUMITTOMH, €
MPENOPHUYHTENHO METHOPMHMH A3 C& ITPUEMA
Ha 2 WK 3 OHEBHH JO3H [0 BPEME HJTH CJICH
XpaHeHe, baBHOTO yRelHYaBaHe HA N03aTa
MOKe CBINO na noaobpw
raCTPOMHTECTHHAIHATA TOJICPAaHTHOCT.
Xenamobunuapru napywenun | Expnuuns  cnyvan wa  aHomanud B | MHOro peaku
4epHOAPOOHHTE W3C/IEABAHNA WM XElaTHT,
KOHMTO [PEMUHABAT ClIeR (IPEyCTaROBABAHE
Ha JIEYCHHETO ¢ MET(POPMHH

Hapyuenus na xoxcama u | KoXuu peakimi, kato epHTeMa, NpypHuTyc, | MHoro peaku
NOOKOJICRAMA MoKAH YPTHKapHA

[lenuarpuuna nonynanys

Hexenanure iekapcTBEHH PeakHy OT MyOIHKAIMH H NOCTMAPKETHHIOBH H3TOYHHIH, KaKTO M OT
KOHTPONWPaHy KIHHUYHHA NPOYYBAaHWA HA MAJIKA rpyna aena, Mexay 10 u 16 roguum, TpeTdpaHu B
NPONBIDKEHHE HA | roAnHa, ca noAoOHu Ha HAOAIOHABAHMTE NIPH BH3PACTHH [0 OTHOLIEHHWE Ha
XapaKTepa U TOKECTTA HM.

CrobmaBane Ha MOJO3UPAHM HEKETAHN PCAKIIAN
ChobiaBaneTo Ha NOJO3HPAHH HEXKEIAHH PeakilyH cjiej pa3pellaBaHe 3a ynorpeba Ha NeKapcTBeHHA

NpOAYKT € BaXHO. TOBa MO3BOJIABA Aa MPONBIDKH HaOMIOJEHHETO Ha CHOTHOLWIEHUETO TON3a/PHCK 3a
JICKapCTBEHMA MIPOAYKT. OT MEAHIIMHCKHTE CIIELMANKCTH C¢ HIHCKBA Aa ChoOINaBaT BCAKA NOJO3MpaHa

HEXelaHa peakuMd dpe3 MamsiaHurenHa areHnus no jekapcrTeara, yi. . Jlamsau I'pyes” Ne 8, 1303
Codua, Ten.: +35 928903417, yebeaiir: www.bda.bg.

4.9 Ilpeaxo3anpane

XHIOTIIHKEMU He ¢ce HAOmoNaBa JOPH MPH K034 Ha MeTHOPMHHOB XHApoXIopHa no 85 g, Buripeky ue
[PH TakUBa 0OCTOATENCTBA C€ IIOABABA JIAKTAaTHA alHA034.

3HaYUMTENHOTO NpeAo3Hpate Ha MeTOPMHH U CHITHTCTBALIMTE PHCKOBH QAKTOPH MOraT Aa ZOBEAAT A0
NaKTAaTHA AHAO034.

JlakTatHara anMmo3a € CHenlHO ChCTOSHME M TpAOBa Ja ce JekyRa B GOnHHUA.
JeYCHHUE € OTCTPAHIBAHETO HA JIAKTAT U METHOPMHUH Ype3 XeMOIHAJH3A.

5. ®APMAKOJOIMYHHU CBOHCTBA

5.1 ®dapmaxoIHEHAMHIMH CBOHCTBA @?“ S
D :



(dapMakoTepaneBTH4YHa rpyna: JlekapcTBeHH INpOAYKTH, MOHKKABAINM HUBOTO Ha KpPhBHATa 3axap.
bursanuau. ATC koa: A10BAQ2

MexaHU3LM Ha ACHCTBUE

MerdopMuH e GHrBaBua ¢ aHTHXUNEPIIMKEMHUYHN ¢(EKTH, BbpXy 6a3anHaTa H MOCTNpaHAHAIHATA
xdneprikeMysa. ToH He CTHMYIHpa HHCYJIMHOBATA CEKPELIS, 3aTOBA HE NMpeH3BHKBA XHHOTTHKEMHUA.
MeThopMuH HaMalisBa OazanHaTa XMIEPHHCYIHHEMHS ¥ B KOMOHHALMS ¢ HHCYJIMH HAMAIABA
HY>KOaTa OT HHCY/IHH.

MeThOpMUHEBT NIPOSBABa CBOA AHTHXHNEPTIHKEMHYEH €PEKT, upe3 MHOKECTBO MEXAHHIMM:
MetdopMun HamansaBa NPOAYKIMATA HA TIIIOKO33a B YEPHHSA ApoD;

MetdopMuH yiecHaBa nepudepHOTO YCBOSBAHE H H3TIO3BAHE HA IT1H0K033, OTYACTH Ype3 YBETMIABaHe
Ha HHCYJHHOBOTO JCHCTBHE.

MeTdopMHH 3acara MeTaboaH3Ma Ha CIIOKO3aTa B YepBaTa: YCBOSABAHETO OT KPHBOOOPAIICHHETO CE
YBEJIHYABa, a abcopOumMaATa OT XpaHara HaManaBa. JIOMBIHTETHK MEXaHH3MH Ha JielicTBHE B UepBaTa
BKJIIOYBAT YBE/IMIABAHE HA OCBOOMKAARAHETO HA rioKaroHononooeH nentuy [ (GLP-1) u HamansBaHe
Ha pe30pOLMATa Ha FITHYHH KHCETHHH.

MetdopMuH npoMeHs MHKpoOHOMa Ha YepBarta.

MetthopMun Moske Na noaodpy nunuauue npodu1 Npy HEIHBYIH ¢ XHUIIEPTHIICTUMHS.

B KIHHHYHY Npoy9IBaHHA, ynoTpebaTa Ha MeT(OPMHH CE CBhpP3Ba ChC CTAOHIM3HPAHE HA TETTIOTO MITH
C yMepeHa 3aryba Ha Tero.

MerdpopMuH € aKTHBaTOp Ha aJeHO3MH MoHogocdar-nprenn-kuHaza (AMPK) u nopumasa
TPAHCIIOPTHHA KallalMTET Ha BCHYKKU BHI0Be MeMOpaHH# rinokosHH Tpancnoptepu (GLUTS).

KnvanuHa edukacHocT 4 6e30HacHOCT

[IpocnekTuBHOoTO panpomusupaHo npoyuBaHe (UKPDS) noreepaH ABATOTpaiiHaTa nonsa ot
WHTCH3MBHHA KOHTPOJI HA KPbBHATA 3aXap MPH Bb3PACTHH MAIHEHTH ¢ AHa0eT THN 2.

AHATH3BT Ha PE3YJITATHTE NPHU MALMEHTH ¢ HaJHOPMEHO TErNO, IEKYBaHH ¢ METGOPMHH ciiell KaTo 6e3
yCIIEX € NpHIoKEeHa CaMo JHeTa, MIOKA3RaT:

. 3HAYHTEIIHO HAMAJICHHE Ha a0COMOTHHA PHCK OT BCAKAKBH YCIIOKHEHMA, CBBP3aHM ¢ AHabeTa, B
rpynara Ha MeThopmuH (29,8 cnyuas/1000 nanpeHT-roAdHH) B CPABHEHUE C [PYyNAaTa NalHEHTH
caMo Ha adeTa (43,3 ciaydaa/1000 naunent-rogunu), p=0,0023, 1 B cpaBHeHHe ¢ rpYIHTE Ha

CyMpaHWTy peHH#M JTEKAPCTBEHH MPOAYKTH H HHCY/THH, MoHoTepanis (40,1 cayvan/1000 nameHT-
roawsu), p=0,0034;

* 3HAYHTEIHO HaMajleHHe Ha abCOIOTHUA PHCK 33 CMBPTHOCT, CBBp3aHa ¢ quabera: MeTOpMHH
7,5 ciiyqas/1000 nauuenT-rogunn, camo amera: 12,7 ciyuas/1000 nauuent-rogusn, p=0,017;
* 3HAYMTETHO HAMaJICHHE Ha alcoMOTHUA pHEK 3a o611a eMepTHOCT: MeTdopMuH 13,5 ciyyas/1000

MAUHEHT-TO/IHHMK, B CPABHEHHE ¢ IpynaTa NalMeHTH camo Ha auerta: 20,6 cinyqas/1000 nanpeHT-
roguHH (p=0,011), u B cpaBHenne ¢ xomGuHHpaHUTE IrpyNH Ha CyNdaHWTYpelHH 1eKapCTBCHH
APOAYKTH U ¢ HHCYJIUH, MOHOTepanua: 18,9 ciyuas/1000 nanpent-roguan (p=0,021);

* 3HAYHUTEJIHO HamaneHHe Ha aOCOMIOTHHA PHCK 3a MHOKapAeH uHbapkxr: MerdopmuH 11
ciyuas/1000 nauueHT-roanny, camo aueta: 18 cmyyas/1000 mauuent-roguuy p=0,01.

He ca HabmonasaHy XAMHHYHH [OJI3W PH KOMOUHHpaHe Ha MeTGOPMHH ChC CYN(aHnTypes, IpHiaraH

KaTO BTOpa JIMHUA HA IeYeHHE.

Kombunaumara na MeTgopMHH H MHCYJAHH € NPHIAaraHa NpH wibpasdy auMeHTH
KJIHHHYHA N0N3a He € KaTerOpHYHO YCTaHOBEHA.

lleanaTpuyna nonynauus




KoHTposiupaHd KIHHWYHH NPOY4YBAHUA ¢ HErongaMa rpyna aeua, Mexay 10 u 16 rogusn, TpeTUpaHy B
NMpoabDKeHHe Ha | roaMHa, ca IIOKa3and MPOMEHW B HMBOTO HA KPLBHATA 3axap, aHAIOTMYHH NpH
BE3PACTHH NMALHEHTH.

5.2 PapMakoKHRETHYHHM CBOHCTBA

AOlcopOrua

Cnen nepopaina 1o3a METGOPMHHOB XHIAPOXJIOPH TaONETKH, MAKCUMAJTHATA IUIa3MeHa KOHLIEHTpaLMs
(Cmax) c€ ocTHra npuOIUsuTenHo cnen 2 Yaca M 30 MUHYTH (tmax). AGCOMIOTHATA GUOHAIMYHOCT Ha
500 mg unu 850 mg MerdopMUHOB XHIOpoXITOpUA TabneTkH € npubnusurenHo 50 - 60% npu 3apasH
nauueHTd. Cnea nepopainHa rosa, Heabcopbupanara ¢pakiins, orkpura BeB pexamanre € 20 - 30 %.

Cren nepopaneH npuem, aGcopbumsara Ha MeTGOpMHH € HacuTeHa H HembaHa. [Ipeamonara ce, e
abcopbuusaTa Ha MeTPOPMHH He e THHElHA.

[Ipy mpenopbuyaHUTe 03K K JO30BM CXEMM ¢ MeTHOPMHH, CTAOWIHHTE IUTa3MEHH KOHLIEHTPaLHH ce
pocrurat ot 24 no 48 4yaca W 1Mo NPMHIMI ¢a MO-HHUCKH oT 1 microgram/ml. IIpu KOHTpONHpaHH
KIHHNYHY H3MHTBAHMA MAKCUMAJIHHTE TUlasMeHH HMBa Ha METPOpPMHH (Cumar), HE HAJBHIIABAT
5 micrograms/ml, JOpH U MPH MAKCUMAJIHH NO3H.

XpaHaTa HaMansgBa cTeneHTa U cinabo 3abaes aGcopOupara Ha merdopmun. Cnesi nepopanieH NpHeM Ha
Tabnetka or 850 mg ce HabmomaBa 40% mNO-HUCHK NMHK Ha IUIA3MEHATa KOHLUEHTpalms, 25%
HamanaeaHe Ha AUC (moinra noxg xpueata) ¥ 35 MHHYTHO yAB/DKABAHE Ha BPEMETO IO MHKA HA

MJa3sMeHaTa KOHUEHTpalHA. KiIHHHYHHTE MOCHeacTBUsS OT MPOMSAHATA HAa TE3d MAapaMeTpH OCTaBaT
HEU3ACHEHH,

Pasnipeaenenue

CBBP3BAHETO C IUIA3MEHHTE MIPOTEHHH € He3HauuMo. MerdopMHH ce pasnpesens B epHTPOLMTHTE.
IIHKBT B KPBBTA € NO-HUCHK OT ILUTIA3MEHHUS MTHK M C€ MOABABA TPHOIHIUTEIIHO [0 CHLIIOTO BpEME.
YepBeHHTE KPBBHH KIIETKH Hal-BEPOATHO NPEACTABNABAT BTOPHYEH €TaN Ha pasnpeaeneHue. CpeHusT
obeM Ha pasnpenenenue (Va) € B pamkure Mexay 63 - 276 1.

buoTtpancgopmanna
MetgopmuH ce exckpeTHpa HenpoMeHeH B ypuHata. He ca uaeHTHduumpann MeTafoIMTH TIPH Xoparta.

EnumuHMpane
brOpeunHaT KHpeHC HA MeThopMuH € > 400 ml/MuH, KOETO NOKa3Ba, 4e MET(GOPMHH C€ ETHMHHHPA

upe3 rnoMepynHa dunrpanma U tyOynsa cexpeiwsn. Cnea mepopaiida [03a, OYEBHAHO KpaHHHUAT
CJIHMHHALIMOHEH TIOTYXHBOT € NMPUONHZHTEIHO 6,5 yaca.

Korato OubpevynHata ¢yHKUMA € HapylleHa, OLOPEUMHAT KIHPBHHC € HAMAICH MPOMOPUHOHAIHO Ha
KpeaTHHHHA M 3aTOBA CJIMMHHAIIMOHHMAT MOMYXHBOT € YVIBJDKEH, KOSTO BOJAH 0 MMOBHINIEHH HHBA HA
MET(OPMHMH B TIA3MATA.

XapaKTepPHCTUKH NPY CTICLMATHY TPYNH MALUCHTH

bE0OpeuHo yBpekaaHe
HanuyHure navHH NPH NALHEHTH ¢ yMepeda 0b0peyHa HEAOCTATEYHOCT ¢a OCKBIHH H HE MOJKE J1a Ce
HaNnpaBH HAACKAHA OUCHKA HA CHCTEMHATa EKCIO3MIUHA HA MeTQOPMHH B Ta3H MOATPYNA B CPaBHCHHE
C NAUUEHTH ¢ HopManHa OBOpeuHa QyHkuma. CrneaoBaTenHo, aJanTHpaHe Ha /03aTa TRAGE
H3BbPIIBA B3 OCHOBA Ha KIIHHHYHYU CHOOpaXkeHHA 33 epHKACHOCT/ MOHOCHMOCT (BHXK ¥

[lequaTpuuna nonyaanus
Hacnenpare npy enHOKpaTHA K03a: (apMaKOKMHETHYHMAST Npodua MpH Jeua, o
no3a ot 500 mg MeTGOpMHHOB XUAPOXIIOPHA, € MOAOOEH Ha TO3H TIPHU 3APABH BH3




PesynraTd cnel MHOTOKpaTHO AO3MpaHe: BCHUKH JAHHH ¢a TOIYYEHW OT €aHO M3cneasane. Cren
npwiokeHue Ha no3a or 300 mg xa reTH IHEBHO B MPOAB/DKEHHE HA 7 THH Ha NeJHATPAYHH NTAIIUCHTH,
MaKkCcHManHaTa IUiasMeHa KOHUEHTpaLHUd (Cmax) U cucTeMHata excmosunud (AUC 0-t) ca HamaneHu
cboTBETHO ¢ 33% 1 40% B cpaBHeHHE ¢ BB3pacTHH AHAGeTHLM, NOMyYwIn A03H oT 500 mg aABa npTH
AHCBHO B MPOAB/DKCHHE HA 14 auu. Te3wn pesynTaTi ca ¢ orpaHHYeHa KJIHHHYHA 3HAYMMOCT, MOpaiH
HHIWBUIYATHOTO OOpEenaHe Ha JO3UTE B 3aBUCHMOCT OT HHBOTO Ha KpBBHATA 3axap.

3.3 IlpeakNHHHYHH AAHHH 32 §e30MaCHOCT

[IpeAKNUHHYHMTE JaHHM, OCHOBABAIlH C€ HA KOHBEHIIHOHAIHHM NPOYYBaHHA BBEPXY O6€30MacHOCT,
(apMako10rus, TOKCHYHOCT CJI€ MHOTOKPATHO JO3HPaHE, TeHOTOKCHYHOCT, KAPLIMHOTEHEH NOTEHLIMAT
H penpoayKTHBHA TOKCHYHOCT, HE [TOKa3BaT 0COOEH PHCK MPH XOpa.

6. PAPMAHNEBTHYHH JAHHH
6.1 CnHChHK HA NOMOIIHNTE BeMEeCTBA

[Torrnon (K25),
XHNpoMeTo3a,
Twuranor quokcun (E171),

Marnesues creapat (Ph. Eur.),
Maxkporon 6000.

6.2 HecnLBMECTHMOCTH
Henpunoxumo.
6.3 Cpok Ha roanoct

5 TOAUHH
6.4 ChnenHajHH YCJIOBHAS HA ChLXpaHeHHe

To3u nexapcTReH NMPOAYKT HE M3IMCKBA CIICHHAIHH YCIOBHS 33 ChXPaHEHHUE.

6.5 BaaH cbhALPXKAHHE HA OMAKOBKATA

OmakoBkH ot 30, 60 u 90 punmupann Tabnetks, onakosann B 6nuctep ot PVC/AL
He BCHuxH BHOOBE ONAKOBKH MOTaT Jja ObJAT IMyCcHATH B Mpojaxkoa.

6.6 Cnenmajun npeanasHu MePKH OPH H3XBLpaanAe 0 pabota

Hsama crieuMaliHi H3UCKBaHUA.

7. IPUTEXATEJI HA PASPEIEHHETO 3A YIIOTPEBA

Worwag Pharma GmbH & Co. KG
Flugfeld-Allee 24

71034 Boblingen

['epManus

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

(daxc: +49 (0)7031/ 6204-31
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8. HOMEPHA PAJPEIIEHHUETO 3A YIIOTPEBA

20060591

9. JATA HA ITBPBO PAZPEHNIABAHEMIOAHOBABAHE HA PASPEIIEHHUETO 3A
YUOTPEDBA

Hara Ha wspBO pazpemasane: 26 Oxtomepu 2006 r.
Hata Ha nocnenno nogqHoesBane: 15 Jlekemepu 2010 .

10. JATA HA AKTYAJIMBUPAHE HA TEKCTA

11/2023
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