MPHJIOKEHHE 1

KPATKA XAPAKTEPHCTHUKA HA ITPOJYKTA
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1. HME HA JEKAPCTBEHHMA INTPOAYKT [ A S / / [ ‘ % -~ /L/ 7 7_

: :‘i:‘i? LaHUS No ...........................................................
CITHOKODAX 1000 6 :
mg gunMupann TabneTku S ) /25-01'2023

GLUCOPHAGE 1000 mg film-coated tablets

2. KAYECTBEH H KOJMMYECTBEH ChCTAB

Eana punmupana tabnetka ceabpxa 1000 mg MethopMHHOR Xuapoxiopua (metformin
hydrochloride), exsuancuten Ha 780.00 mg meTdopMuH Gaza (metformin base).

3a NBEMHAA CMHCHLK HA MOMOIIHH BEIIECTBA BUXKTE TOYKA 6.1

3. JEKAPCTBEHA ®0OPMA
Ounmupana TabneTka,
Benu, Kperiy, W3nbKHATA GUAMHEpaHH TabneTku ¢ pasMepd 19 mm x 10,5 mm u 6,4 mm BHCOYHHa, ©

NIENIMTENHA YePTa OT [BETE CTPAHH, Ha €IHATA OT KOHTO € oTme4ataHo “10007.
Tabaerkara Mmoxke Aa Ob/ie pasfciicHa HA ABE paBHH MOJIOBHHH,

4. KIHHHYHU JAHHH
4.1 TepanepTHUHH NOKAZAHHA

JleueHue Ha 3axapeH JHabeT THI 2, 0cOGEHO MPH MALKEHTH ¢ HAJHOPMEHO TETN0, KOraTo CaMo NHeTa
H CIJH3H'-ICCKH YOPaKHCHWA HEC BOOAT 00 AACKBATCH TTHKEMHYECH KOHTPOI.

. TIpw b3pacrin, [rokodak Moxe 1a ce npHIara KaTo MOHOTEpANUa WK B KOMBHHALA C
JPYry NepopanHy aHTHAHAOETHH ICKApCTBEHH NPOXYKTH HIH C HHCYTHH.
. [Mpy aeua Hax 10 roAHHH H IOHOIIM, MOXKE AA Ce NPHIara KaTo MOHOTeparnkid HITH B

KOMOHMHALHA C HHCYTIHH.
VCTaHOBEHO € HAMAJICHHME Ha YCIOKHEHNATA, CRBP3aHH ¢ AuadeTa, NPH NalHEHTH ¢ HATHOPMEHO
Terno u Auaber THA 2, flekyBaHH ¢ MeTHOPMHUH, KaTo NBPBH H300p Ha ieveHHe Cejl HEYCMeNHa
aMeTa. {Bik Touka 5.1),
4.2 Jio3HpOBKA H HATHH HA NPHIOKEHHE
03UPOBKa
Buvipacrinu ¢ nopywaina Geopeuna gyuryua (GFR> 90 ml/mun)

MonoTepanus H B KOMOHHALHA ¢ APYrH NePOPATHH ARTHAHAGETHH CpPeICTBA

OGHuaiinaTa HayanHa aoza € 500 mg wim 850 mg meTdgopMun XHAPOXIOPKUA ABa HIH TPH NBTH
JHEBHO, MIPUEMAHA NO BPEME HAM CNEI XpaHeHe. Cnen 10 oo 15 asu no3ata Tpadea Aa ¢e aaanTupa B

Mozke Ja MoAoGpH racTpOHHTECTHHANHATA TONEPaHTHOCT.




JlonycTuMara MakcHMasHa IHEBHA 1032 MET(OPMHHOB XHIPOXJIOPH/L € 3g, pa3fe/ieHH Ha TPH
npuema.

AKO ce NpejIBHIK/IA 3aMAHA Ha JIPYT NMepopaieH aHTHIHabeTeH NPOAYKT, MPEAULLIHOTO
XHIOMHKEMHYHO JicueHne TpAOBa 1a 6b/ie MpeycTaHOBEHO H J1a Ce 3aMECTH ¢ MeT(OPMHH B 103aTa,
Moco4eHa no-rope.

KomOunauusi ¢ mHCy/IHH

MeT(hopMHH W MHCYJIHH MOTAT /14 Ce W3MOM3BaT B KOMOMHMpaHa Teparius, 3a 1a ce MOCTHIHE M0-
100bp KOHTPO Ha KPLBHATA 3axap.

OGuuaitnata Hauanna 1o3a e 500 mg wim 850 mg MeThOpMHHOB XHAPOXIOPHA 2 WIIH 3 TTBTH JHEBHO,
JOKaTO Jo03aTa Ha HHCYJIMHA C€ ananTypa B 3aBHCHMOCT OT H3MEPEHHTE CTOHHOCTH Ha KpbBHATa
3axap.

HUI{H(_’HH?H G HUH]JL‘()H(I.TG Gv3pacn

[Mopaau BeposTHOCTTA OT HaMasieHa ObOpedHa (PYHKLMA NMPH NAaLUMEHTH B HaNpeHana Bb3pacT,
n03aTa Ha MeT(hopMHH TpaGBa J1a ce aanTHpa B 3aBUCHMOCT OT ObOpeuHaTa (yHKUHA, KOATO PeIOBHO
TpsabBa 1a ce KOHTponupa (Buk Touka 4.4).

Bvopeuno yvepescoane

[Mpeau 3anousarie Ha JieueHHe ¢ MPOAYKTH, ChAbPKAILH MeTHOPMHH, TPAOBa a Ce HaNpaBu OLEHKa
na GFR cTofiHocTHTE, a ciell ToBa - MOHE BeIHBK roauiuHo. [IpH nauMeHTH ¢ NOBHILIEH PUCK OT MO-
HATATBLIHO MPOrpecHpate Ha GEOPEUHO YBpekaaHe H NMPH MALMEHTH B CTapyecka Bh3pacT Tpadea ro-
4eCTO /1 ce NPaBH OlieHKa Ha ObOpeuHaTa (yHKIMS, HAaNMpUMep Ha Beeku 3-6 Mecera.

GFR ml/Mun OO61a MakcuManHa JHeBHa J103a JlonbIHUTENHHU CbOOpasKeHHA
(na ce paznenu Ha 2-3 THEBHH J103H)
60-89 3000 mg Moske na ce 0OMMCIH NOHHXKABaHe

Ha J103aTa BBB BPB3Ka C
HamansBaHeTo Ha ObOpeuHara
(pyHKUHA.

45-59 2000 mg dakTopuTe, KOUTO MOTaT JIa

yBEJHUAT PHCKA OT JIaKTaTHa

aumao3a (Buk Touka 4.4) Tpabsa na

ObaaT npepasriielaHy, NpeaM jaa ce

0OMHMC/IH 3aMOYBAHETO HA JIeYeHHE

30-44 1000 mg
¢ MeT(hopMHH.
Hauannata no3a € Hall-MHOTO
MOJIOBHHATA OT MaKCHMallHaTa
J03a.
<30 - MeTdopMuH € NPOTHBOMOKA3aH
Heduampuyuna nonvaayus
MonoTepanus H B KOMOHHAIHSA ¢ HHCYJIHH
° I"mokodax Moke 1a ce U3Mo3ea npH aeua Haa 10 roanHH U IOHOLIH.
. O6uyaiinata HayanHa a03a e 500 mg uaun 850 mg meTopMHHOB XHAPOXIOP

Cce npuemMa no BpemMe HJIH Clie]] XpaHeHE.
Cnen 10 no 15 nnu jno3ata Tpadea J1a ce ajanTHpa B 3aBUCHMOCT OT HHBOTO Ha K
[TocTeneHHOTO NOBUIIIAaBaHE HA JO3aTa MOXKe Ja "0,[[06[3!/[ I‘aC-TpOHHTECTHHaJ'[Ha



[Ipenopb4anaTa MAKCHMaTHA AHEBHA J033 MeTQGOPMHHOB XWIPOXTOPHI € 2 g IHEBHO, Pa3/IC/TEHH Ha
2 und 3 npuema.

4.3 HporuronmoKasanua

. CrpBbXuyBCTEHTENHOCT KbM MeTHOPMHH HIH KBM HAKOE OT MOMOUIHUTE BELLECTEA, H30poeHH B
Touka 6.1;

. Bcekn Tun ocTpa MeTaGOIMTHA aumMao3a (Hanp. NakTaTHa aukaosa, anabeTHa KeToalumo3a);

. JInabeTHa npe-Koma;

Teskka 6uGpeuta HepocrarbudocT (GFR< 30 ml/mun),

OcTpH cheTOAHNA, 3acTpanTaBaiiy 1a pnowar 6s0peunara yHKIHsA, KaTO: ACXHIpATALIHA,

TEKKA HHPCKUMA, LLOK;

. 3aGonABaHUA, KOHTO MOFAT 4 IIPHYHHAT THKAHHA XMMOKCHs (0co0eHo oCTpH 3a00/aBaHNs HITH
BJIOLIABAHE 1A XPAOHMUHH 3a00TABAHAA), KATO: AEeKOMITEHCHPAHA ChP/IeUHa HE10CTaTBYHOCT,
pecnupaTopHa HEOCTATEYHOCT, HACKOPO MPeKapaH MHOKapAeH HHGApKT, WOK;

. YepHoapoGHa HeAOCTATBUHOCT, OCTPA &TKOXONHA HHTOKCHKALIUA, ATIKOXOMH3BM.

»

4.4 Cnennajini penynpexaeHis i NpeAnasid MepKH NpH ynoTpeda
Haxmamna ayuoosda

JlakTaTHATa alMa032, MHOMO PAAKO, HO CepHO3HO MeTabOMUTHO YCTOMKHEHHE, HAH-1eCTO HACTEIIBA
NpH OCTpo BloMakaHe Ha ObOpevHaTa PyHKUUA, KAPHO-PECIHPATOPHO 3a00/ABAHE HIH CEMICHE.
Hatpyneaneto Ha MeT(hOPMHH HACTBIIBA MPH OCTPO BAOLIABaHE HA OhOpeuHaTa hYHKUHA H
VBeJIMYaRa PUCKA OT NaKTaTHA auMa03a.

B cnyuaii Ha aexuapaTauys {Texkka AXAPHA WK NOBPBINAHE, TPECKA HITH HAMANEH MPHEM Ha
TeYHOCTH) TpaGRa BPEMEHHO JIa ce Cnpe MpHeMa Ha MET(POPMHUH M ¢ HPENOPHUNTETHO 1A CE YCTAHOBU
BPb3Ka ¢ METMUMHCKH CNELHATHCT.

TIpHEMBT Ha AeKAPCTEEHW NPOAYKTH, KOHTO MOTAT OCTPO /1 yBpeant GhBpeunata dyHkuua (Kato
aHTHXKNEPTEH3MBHH cpeacTBa, anypeTHud U HCIIBC) Tpabea na ce 3anodHe ¢ MOBHLISHO BHUMAHHE
OpH NAHEHTH, NEKYBaHH ¢ MeThopMHH. JIpyrH prckosu GakTopu 3a JakTaTHA aLiH/103a ca
npekoMepeH MpHeM Ha ATKOXOJ, 4€pHOAPOOHa HENOCTATEUHOCT, HELOCTATEYHO KOHTPOJIHPAH Auaber,
KETO034, POAL/KUTENHO [NIAAYBAHE H BCAKAKBH CLCTOSHHS, CBBP3aHH ¢ XHIOKCHSA, KAKTO H
eTHOBpeMeHHaTa yrioTpeda Ha NeKapCTBEHH MTPOAYKTH, KOUTO MOTaT j1a MPHYHHAT JIaKTaTHA alli03a
{BHx TOUKH 4.3 u 4.5).

[Maupenrute Wunu GonHomegaunTe Tpabea na 6bIaT HHOPMUPAHK 3a PHUCKA OT NAKTATHA alHA03a.
JIaKkTaTHATA AUW/1034 CE XaPAKTEPH2NPa C ALKI03HA AUCTIHEA, KOpeMHa DOIIKa, MyCKYTHH KPaMITH,
ACTEHHMA M XHIIOTEPMHA, NOCAEBAHK OT koMa. B cnyvali Ha CbMHEHHE 332 CHMNTOMH MALMEHTHT
TpaGea aa cnpe npHeMa Ha MET(OPMHH ¥ He3abaBHO Jla TIOTBPCH ekapeka nomor, JIHarHocTHYHHTe
nabopaTOpHH HAXOKH ca MOHWkKeHo KpbeHo pH (<7,35), noerwery HUBA Ha NIa3MCHHA JTAKTAT >5
mmol/[) n noBUIIEHA AHHOHHA PA3iMKa H CHOTHOLIEHHE NAKTaT/IMpYyBaT.

BnOpeuna GyHkuuA:

Tpeau 3anousane Ha ledeHUETO TPAORA Ma ce HAMPaBH OLECHKA HA CTOHHOCTHTE Ha GFR u peaoeHo
cnest Tosa, BHk Touka 4.2. MerdopMun e npotusonokasa mpu mauueHtn ¢ GFR <30 m!/MHH 1

BiDK TOUKa 4.3).

CrpnevHa GyHKLHA




[TauMeHTH ¢bC ChpacHA HETOCTATHUHOCT Ca H3MOKEHH HA [TO-TOIAM PUCK OT XUITOKCHA U onOpeyna
HEOCTATBLYHOCT. [IPH NALMEHTH Che CTAOHIIHA XPOHHYHA CBPAEYHA HENOCTATBIHOCT, MET(HOPMHH
MOZKE JIa C& M3MOA3BA TIPY peIoBHO HABI0IeHHE Ha ChpeYHaTa i 6u0peunara GyHKIHA.

3a MALUMEHTH C OCTPa H HecTabMHA CHPAEYHA HEIOCTATHYHOCT, MeT(GOPMUH € IPOTHBONOKA3aH (BIK
Touka 4.3},

[Ipunoxkenne Ha HOJ-ChAbPKAINH KOHTPACTHY BEINECTRA

BouTpechAoBOTO NPHIOKEHHE HAa HOMTHPAHHM KOHTPACTHH BEWCCTBA MOXKE /12 IOBEAE 10 KOHTpacT-
HHIYUHPaHa HEQPOTATHA, BOAELIA 10 HATPYIIBAHETO HA MET(HOPMHUH H NOBMIIEH PUCK OT JIAKTaTHA
aumao3a. Metdhopmun Tpabea fa ce cnpe Npe/d WK No BpeMe Ha Mpoleaypara 3a oGpazHa
JMArHOCTHKA M He TPA6Ba 12 ce Bb200HOBABA 10 Hail-Maiko 48 vaca ciiet ToBa, NpH YCI0BHE 4e
6uOpeunara hyHKUMA € OlleHeHa OTHOBO H ¢ YCTAHOBEHO, He e cTaluiHa, Bk Toukn 4.2 n 4.5.

Onepauus

Merdhopmun TpaGea aa ce cnpe N BpeMe Ha omepauua noj of1la, CIMHaNHa Wik efyaypanta
aHecTesnsn. Jleuenneto Moke aa 6be BB30OHOBECHO He MO-paHo oT 48 yaca cren onepauusaTa HiH
BBL300HOBIBAHETO HA XPAHEHETO NPE3 YCTa, W IpH YCIOoBUE ve GrOpeunara (pyHKUHA € OLleHeHa
OTHORO W € YCTaHOBEHO, e € cTabMnHa.

ﬂenHannq Ha [olynanKia

Tpeau 3anouBane Ha neueHue ¢ METQOPMHH, Tpabea Ja 6bae NOTERP/EHA AHArHO3aTa 33 IMAbET THI
N

Eor

[MpoBengHHTE KONTPOAMPAHH KIHHUYHH W3CIIEARAHHA B MTPOb/DKEHHE Ha eHa rOtHHA HE ¢4
YCTAHOBWIM BNUSHUE Ha MET(OPMHH BBPXY pacTeka U NyOepTeTa, HO 3acera HAMa Mo-
NPOALIKUTENHH HaOMOAEHHA B Tasd 06nacT. 3aTOBA ce NpelnophuBa BHHMATENHO POCAEAABAHE

epeKTHTEe HAa MeTQOPMHUH BBPXY Te3H MapaMeTpH, TIO-CMeUHAIHO NPH TeUeHHe Ha [IeNa B
npeanyfepreTHa BRIPaACT.

Jena mexay 10 1 12 roaunn

B KOHTpOTHpAHWTE KNMHWYHK NIPOYUBAHHA HA Aela M I0HOLIKM ca GUITH BKIIOUEHH caMo |5 mauueHTa
Ha Be3pacT Mexay 10 u [2 rogunn. Bropeky ue eHKacHOCTTa H 5€30NACHOCTTA HA MeT(HOPMHH [PH
TE3H JIELA HE ¢a MO-PA3NHYHH OT TE3W APH MO-TOIEMHA JIela H KOHOLIY, ¢e MPenopL1Ba ocobeHo
BHUMAHHE MPH NPEIINHCBAHETO Ha MeThOPMHHOB XMAPOXJIOpHA Ha Jenia mexay 10 u 12-rofuurHa
BB3PAcT.

pyru nopeayiipescieHus

Bcuuky nauHeHTH TpﬂﬁBa Ja NpOABL/EKAT JHCTATA CH ¢ PABHOMCPHO pasnpeaenenyc Ha
BBEITICXMAPATHHA MPHEM TIpC3 JCHA. [TawueHTuTe ¢ HaJHOPMEHO TErno Tpﬂ6Ba na crnassart
HHCKOKANOPHYHATA CH AHETA.

O6u4aitnuTe TabopaToOpHH TECTORE 32 MOHMTOPHpaHe Ha AuadeTa TpabBa fa ce H3BBLPIIBAT PENOBHO.

MeTdhopMHH Moske 1a HAMATK CePYMHHTE HKHBa Ha BUTAMHH B12. PUCKBT OT HUCKHY HH 152
B12 ce yennuasa ¢ yeenHUYaBaHe Ha A03aTa HA METHOPMHH, NPOABIKHTCHOCTTA HY
MPH MAUHEHTH ¢ PHCKOBH (DAKTOPH, 32 KOMTO € H3BECTHO, te MPUYHHABAT AcuLuUT
cny4aii Ha chMuenHe 3a JehHuMT Ha BHTaMHUA B 12 (kaTo aHeMiA UK HEBPOMATHA
npocenaBaT cepyMHHTE HUBA Ha BUTaMUH B12. Moxke na ce HaNIOXKH NEPUOAHHHY
grTaMuH B12 npu nauxeHTs ¢ pHCKOBH daktopu 3a Aedmuut na sutamun B12. Tep
meTdopMHH TpadRa Ja MPOIBIKH TOJIKOBA IBITO, KOIKOTO C& NOHACA H HE € NPOTHR




4.5

NOIXOAALIO KOPHIHPALLO ACUSHHE 3a AehHUMT Ha BUTaMuH B12 e ocHrypeHo, B CbOTBETCTBHE €
HACTOAUINTE KITHHHYHMW pbKOBOJICTBA.

MET(I)OPMHH. TIpHIAraH CamOCTOATENHO, HE NPEIU3BUKBA XHNOTTHKCMHA, HO TpH6Ba Ja C¢ BHHUMAEAa,

KOTATO C& M3NON3Ra B KOMOUHALMA C HHCYJIHH HIIH APYTH NIEPOPATHA aHTHAMaOETHH MPOAYKTH (HAMP.
cvihaHUTYpeiii OpOAYKTH HAH METJIHTHHHAM ).

B3anMoaeHCTBAE ¢ IPYTH NEKAPCTBEHH MPOXYKTH H APYTH GopMA Ha B3auMoeHCTBHe

He ce npenopvuca consmcmemya ynompeoa
Arkoxoa

ANKOXONHATA HHTOKCHKAUWA ¢e CBBP3Ba ¢ MOBHIUCH PHCK OT JIAKTATHA alKa034, ocobeHo B ClIyudad Ha
riaayBaHe, HeaoxXpan BaHe HITH llepHO,ZlPOGHa HeXOCTATBUHOCT.

I;fodupauu KOHMpacmuy geifecmea
MeTdopMHE Tpafisa 3a1BIKHTEIIHO 1A ce CIpE peflH WK O BpeMe Ha Npolleayparta 3a odpasHa
AMArHOCTHKA U He TpabRa a ce Bb300HOBARA 10 Hal-Manko 48 yaca ciiel TOBA, MPH YCIOBHE He

GLOpeuHaTa (hyHKUMS € OllEHEHa OTHOBO M € YCTAHOBEHO, te € CTabMITHA, BIDK TOUKH 4.2 1 4.4.

KOM6HHE[LI,I/IM, H3UCKBALKY NPpEeANMasHHd MCPKH:

Hskou nekapcTeeHH NPOAYKTH MOTAT 4a Ce OTPasAT HeGnaronpHaTHO ia GkOpeuHaTa GyHKLHS, KOETO
MOKeE [ YBENHUHM PUCKA OT JIAKTATHA aungosa, Hanpumep HCTIBC, BrIFOUMTENHO CENEKTHRHH
HHXHOUTOPH Ha unknookeHrerasa (COX) 1, ACE unxubutopn, anrnotensut [I peuentopHy
AHTAFOHHCTH U 1WYPETHLH, 0cobeHo GpuMrosd quyperHul. [Tpu sancusaneTo wiM ynotpebata Ha
TAKHBA TIPOAYKTH B KOMOHHAUHA ¢ METHOPMHH & HEOOXO0HMO BHHMATENHO NPOCNEAABAHE HA
OB6peuHaTa (hyHKUMA.

Texapemeeni npodYKmMi ¢ GLMPEUHA XUNEP2TUKEMUNHA QKMUGHOCI (HARD. TIOKOKOPIUKOCINEPOUIU
(CUCHIEMHO U TOKATHO RPWIONCEHUE) U CUMPAMOMUMEMULYU)

Moske Na € HeoBX0AUMO NO-HECTO NPOCTEAABAHe HHBOTO HA KPLBHATA 3aXap, 0c00SHO B HAYANoTO Ha
aevennero. [pu nyKna nozara Ha MeTGOpMHH TPAOBA 1a e AfaNTHPa NO BPEME Ha JICUEHHETO Che
CBOTBCTHHUA JICKaPCTBEH NPOAYKT H CNE HETOBOTO CIIHPaHe.

Tpancropmepu Ha opeanuuny kamvony (OKT)

Metdopmun e cybeTpat v Ha agara Tpaucnioprepa OKTI w OKT2.

ExnoBpeMeHHOTO NPHNOkKEHHE Ha METHOPMHUH C

. Huxudutop Ha OKT1 (KaTo BepanaMuit) MOTaT Aa HAMAIAT epUKACHOCTTA Ha MeTHOpMHH.

. Huaykropu n#a OKT1 (kaTo putaMnULKH) MOTaT Aa NOBULIAT raCTpOHHTECTHHANIRATA
abcopOums ¥ eprkacHocTTa Ha MeTHOPMUN.

. Huxuburopu va OKT2 (kaTo DMMETHAKH, JONMYTerpaBHp, paHOa3HH, TPHMETOIIPHM,

BAH/IETAHKG. UCABYKAHA30]1) MOTAT Ja TOHMKAT ¢IHMHHAPAHETO Ha MeTHOPMHH Mpes3
GuOpeunTe W TOBA f1a JOBee A0 NOBHLICHA IUia3MeHa KOHLEHTPauMs Ha MeTHOPMHH,

. HnxuSuropu va OKT1 u OKT2 (karo kpuzoTunub, onanapi) MoraT aa npomMe t,(,w\ﬂ no /754:’

edMKkacHOCTTa W HHOPEUHATA CAUMUHALIAA HA METGOPMHH. » 2o &\
CrienoBaTenno, HeOGXOANMO € J1a ce 06pbilla BHHMAaHHE, 0COOEHO NpH MalHeHTH ¢ v ’ﬁh\,, 2\
YBpEK/IaHE, KOraTo Tesy NEKapcTREHH NPOAYKTH ¢¢ MPHIAraT ¢IHOBPEMEHHO ¢ MET dngﬁ “’Karg‘g >
Ma3MeHaTa KOHUEHTPALMA Ha MeThopMHUH MOsKe J1a 6b1e MoBKLIEHA. AKO € HeoGxd , (ﬁ&, Adge -
OGMHCAN KopeKuMA Ha A03aTa, Thil kato OKT HHXHOHUTOPHTE/HHAYKTOPHTE MOTAT né\nngeHsz"

edKacHOCTTa HA MeTGOPMHH. s

LS



4.6 @epruaHTeT, OpeMeHHOCT H KbpMEHE

BpemeHHOCT

Hemmponnuauam XHINCPrIHMKEMH B IEPHKOHUEIHOHHATA g11a3a U 110 BpeME Ha 6|!€MBHHOCT €

CBELp3aHa ¢ NoBHUEeH PHCK OT BPOACHH aHOMAHH, saryfa Ha OpeMeHHOCT, XHIePTOHNA, TIPeIH3BHKAHA
oT 6QEM€HHOCTTH, MpecKnaMneHA 1 NepHHaTanHa CMBPTHOCT. BaxkHo e 13 ¢e NoAIbpKAT HWBATA HA
KpBEHATA 3aXapP Bb3MOKHO HaH-01H30 10 HOpMATHWTE [Ipe3 LAnaTa OpeMeHHOCT, 34 13 c€ HAMAJH
PHCKLT OT HeONArQMpUITHH M3X0H, CRHP3AHH C XHIEPLIHKEMHA, 22 MafikaTa B HEHHOTQ HeTe.

MeTdopMUH NPEMHUHARA TTPE3 MIALEHTATA ¢ HHBA, KOUTO MOTraT A3 Ob/AT TONKOBA BUCOKH, KOJKOTO
KOHLIEHTPALUMHTE Npy Madkara.

TonsMO KONMUECTRO JAHHM 34 GpeMeHnM xeud (noeede o1 1000 ekcnoyupany pezynTaTa) oT §a3Upano
Ha pPervcThbp KOXOPTHO NpoyYBaHe U NYONHKYBAHH AAHHH {MeTa-aBalu3d, KIMHHYHK O0poY4BaHHA H
DErUCTPH) HE MOKA3BAT [IOBMUIEH PHCK OT BPOAESHH aHOMAaIMH WIH deTo/HeoHaTanua TOKCHYHOCT cilef
SKCIIO3HIMA KbM MeTGopMYH B EpHKOHLENUMOHRATA ()a3a W/WNK o speme Ha OPEMEHHOCT.,

Hma orpaHuueHu u I-iEVGGIIHTEHHPl OOKa3aTelICcTEa 34 e(bEKTa Ha MﬁmODMHH BBPXY _ABNTOCPOYHHA
pE3VITAT N0 OTHOLWIEHUE HA TEMOTO NIPH AClid, HITOMKCHH BLIPCYTPODHO. MeTdopMHH HE WICAEKAA 14
NOBAHABA ABUMATENHOTO H COUHANTHOTO pa3BHTHE 10 4-roaHulHa BB3pacT Npy ACLA, U3TOKEHY 1o
BpeME Ha OpeMeHHOCTTA, BEIPEKH Ye JAHHHTE 33 TBRITOCPOYHHTIC PE3YNTATH ca OrpaHHuCcHH.

AKO € KIHHHYHO HEeoOX0IHMMO, yioTpebaTa Ha MeThopMHH MoXe J1a ¢ce 0OMHCAH N0 BpeMe Ha
BpeMEeHHOCT M B NEPUKOHUENUHOHHATA (ha3a KaTo AOMBJIHEHHE HITH aNTepHATHBA HAa MHCYIIHHA,

KbpmeHe

MeThopMHH ce eKcKpeTHpa B KbpMarta. He ca HabnrojaBaHy HeKENaHH NIEKApCTBEHH PCAKIUH MPH
HOBOPOIEHH KbpMadeTa/Malk# Aeua. Bee mak, mopaay orpaHHUeHHTe HANMYHH JaHHH, KEPMEHETO He
e MpenopbYBa Mo BPeMe Ha NeveHHe ¢ METQOPMHE.

Tpsadea Aa ce B3eMe pellleHHe AATH Ja ce [IPCYCTAHOBH KbPMEHETO KaTo ce UMa MpeBH/L TIoN3aTa ot
KBEPMEHETO H MOTEHIMAHIS PUCK OT HEKENAHH TeKapCTBEHH PEAKLIHH 33 JeTCTO.

Deprrnutet

TIpH MBIKKM U 3KEHCKH UIbXOBE (PEPTHIHTETET HE CE TIOBNHABA OT METHOPMHH, IPHIIONKEH B 03U 10
600 mg/kg/Ha JieH, KOETO € MOYTH TPH NBTH NOBCUE OT MAKCHMATHATA Mpenopbyana THEBHA 11034 MpH
xopa, Ha a3a CpaBHEHHE HA TEMECHa MOBLPXHOCT.

4.7 FdexTd BLPXY cnocofuocTTa 3a modHpane H padoTa ¢ MAITHHH

MeT(hOpMHH, KaTO MOHOTEPATTHA, HE BOAH A0 XHIIOMIHKEMHA H 3aT0BA HAMA BJIHAHHE BLPXY
cnocoGHOCTTA 3a Woduparde W pafoTa ¢ MAILMHA.

Bee mak, naipeHTHTe TpAGBA A3 ca IpeaynpeaeHH 3a PHCKa OT 104BaTa HA XMITOTIMKEM U, KOraTo
MeT(hOPMHH Ce W3MON3BA B KOMOMHALIMA ¢ APYTH AHTHAHAOETHH NeKapCTREHH NPOAYKTH
(Hanp.cyadaHunypeiHy, MHCYJIHH HIIH MECTHTHHUIH).

4,8 Hexkenanu JeKapcTBEHH PeakIHH

B HAYATOTO HA JeHEHUETO, HaH-UecTHTE HeXKETaHH JICKAPCTBeHH PCaKlHK ca raae
AMapHs, cromalita 60nKa v 3ary0a Ha aTleTHT, KOHTO B TIOBEUCTO CyYaH OTMHHA
NpeAoTBPATABAHETO HM Ce NPENopbYBa METOPMHH J1a CE MPHCMA Ha [IBE HITH TP
NOCTENEHHO YBENWYABAHE HA AOSHTE.



o BpemMe Ha jiedenue ¢ MeTOPMUH MOTaT J1a CE MOABAT CIEHUTE HEKETAHH JICKAPCTBEHH PeaKLnH,
YecToTaTa MM Ce ONPENENs KAKTO CelBa: MHOTO yecTH: > /10, gecTn: = 1/100, < 1/10; HewecTu: >
/1000, < 1/100; peaku: = 1/10000, < 1/1000; mHoro peaku: < 1/10000.

an BCAKO CPYTIMPAHE B 3aBUCUMOCT OT HECTOTATA, HEXENAHUTE JIEKAPCTBCHH PpeakuH# CC H36p0$lBElT
B HM3XOJHRUL pCI 10 OTHOLHEHHE Ha TEHKECTTA.

Hapviienns na metabonuimMa H XpaHEHETOo

Yecmu
e Hamanasane/nedmimr ua Buramun B12 (Bux Touka 4.4)

Mhuozo peadru
. Jaxrarna aunposa (Brx Touka 4.4),

HapyuleHHd Ha HCpRHATA CHCTEMA

Yecmu
. Hapyiuetns na pryca.

CTOMAalIHO-YPEBHH HAPYIUEHHA

Mruoea uecmu

. CTOMALIHO-UPERHH HAPYILEHHS KATO rajieHe, MOBPBLIaHe, AHapHd, ab1oMUHAIHA SoMka u
saryba Ha aneTut, Te ce moseARaT HaH-yecTO B HAYAROTO Ha TEPATIHATA U OTMUHABAT
CIIOHTAHHO B MOBEUETO CAYYAH. 32 14 ¢¢ NPeJOTBPATAT T€3H CHMITTOMH, € NPEMOPLUHTENHO
MeTHOPMHUH Aa ce NpMema Ha 2 WK 3 IHeBHH J03M N0 BpeMe WM el xpaHene. baBHOTO
YBEAHYABAHE HA J03aTa MOYKe ChILO Aa MOAOOPH racTpOHHTECTHHAIHATA TOJIEPAHTHOCT.

Hapvinenus Ha uepHoApodHaTa W KIBYHa HGYHKLHA

Mruoeao pedwu
. Eaunyunn CIydad Ha aHOMaIHH B llepH()I.I,pC'GHl/I'l"e H3CTIeARAHHA HIH XCMATHT, KOHTO
[IpEMHHARAT CNEA MPEYCTaHOBABAHE HA NCUEHUETO € METHOPMHH.

IIpoMeH! Ha KOKaTa U MOAKOKHHUTE ThKaHU

Muozo peowxy
. KoxHH peaklini KaTo epuTeMa, IPYPHTYC, YPTHKAPHA.

HE,JHanH YHA MONyJaalnsd

HeskenanuTe nekapcTBeHU peakuMH oT MyOIHKaMH H MOCTMAPKETHHIOBH H3TOUHHLH, KAKTO H OT
KOHTPONMPAHH KAHHAYHA NPOYYBAaHHA HA MANKa rpyTa feua, Mexcay [0 u 16 ronuny, TpeTHpaky B
NporbKeHHe Ha | roauHa, ca noo0H# Ha HaOMIOAABAHUTE MPH BL3PACTHH MO OTHOIWICHHE Ha
XapakTepa v TEKECTTa MM,

CnobuiaBaHe Ha IMOA03MPAHN HEKEIAHH DEAKIHH
CoBIWABAHETO HA NO03MPaHK HeKENaHH PeakLMK Cliell Pa3pelaBane 3a ynoTpeda Ha TeKkapcTBeHua
MPOAYKT € BaHo. ToBa MO3BONARA A2 NPOIBJIAKH HAOTIOACHHETO HA CHOTHOLIEHHETO N0
NekapcTBenua NpoaykT. OT MeIUUHHCKHATE CNCUHATHCTH ¢€ H3MCKBA J1a ChoO1aBaT B
OJ03MPAHA HEXENAHa PeaKkuHa upes
M3mbaHKTEIHA areHums 1o leKkapcTBara
yn. . Jaman 'pyes” Ne 8

1303 Codus

Ten.; +35 928903417

yeBcaiit: www.bda.bg




4.9 Ilpexozupane

XUnornukeMus He ce HabJoaasa J0pH 1pu 1036 Ha MeThOpMHH 10 85 g, BBIpeKY ue NpH TakuBa
00CTOATENCTRA C€ NOABABA JIAKTATHA ALUHA03A.

3HAYMTETHOTO IPEAOIMPAHE HA METHOPMHHOB XHIPOXIOPHI U CHIILTCTBAIMTE PHCKOBH (DaKTopH
MOTAT Ja JOREAT /10 NAKTaTHA alM103a.

JIaKTaTHATA A1M103a € CIICIHO ChCTOAHKE W TpaGBa 1a ce nekysa B 6onHuua. Hali-edekTiuBHOTO
neUeHHE € OTCTPaHABAHETO HA JIAKTAT M MeT(OPMHH Hpe3s XeMOHaNH3A.

5 PAPMAKOJOI'HYHH TAHHH

51 drapmagoIHHAMHIHH CBOHCTEA

apmakoTepanerTHYHA rpyria; JlekapeTBeHH NPOAYKTH, MOHHKaBalllH HHBOTO Ha KPBBHATA 3axap.
Bureanuam. ATC kom: AIOBAQO2

MexaHW3bM Ha A€HCTBHE

MeThopMHH e GHrEatnI ¢ AaHTUXHIEPTIHKeMHYHH edekTi BhLpXy DasanHara v nocTnpanaHaiHaTa
XuneprivkemMus. Tol He CTUMYITHpa HHCYIHHOBATA CEKPELIMA, 3aTOBA HE NPESAU3BHKBA XHIIOTTHKEMHA.
MeTdhopMun HamansaBa Ga3aiHATA XUNEPHHCYTHHEMI U B KOMOMHAINS ¢ HHCY/IHH HAMaNaBa Hy»/1aTa
OT HHCYNHH.

MeTgOopMHHBT NPOABABA CBOS AaHTHXHIIEPIIIMKEMHUCH S(PEKT 4pe3 MHOKECTBO MEXAHH3MH:
MeTdopMHH HaManiBa NPOAYKLMATA Ha TIIOKO3a B YepHUA Apol.

MeT(opMUH yrecHsBa NepHEPHOTO YCROSABaHE W M3MOM3EAHE HA [II0KO3a, OTYACTH YpE3 YBCTUMABAHE
HAa MHCYMHHOBOTO JEeHCTBHE.

MeTdhopMHH 3acara MeTaboMUAMa Ha TIIOKO3aTa B 4epBaTa: Y CBOABAHETO OT KpbEOODpALIEHHETO CC
yBeMHYaBa, a abcopBb1MATa OT XpaHata Hamansea. JIOMBIHHTENHY MeXaHU3MHHA eHCTBHE B UepBaTa
BKJIIOUBAT YBEHYABAHE HA OCRODOKAABAHETO Ha riokaroHonoaoGeH entua 1 (GLP-1) 1 HamanaBane
Ha pe30pOIMATa Ha AUTHYHH KUCETHHH. MeTopMHH MPOMEHS MMKpoOHOMa Ha YepBaTa.

MeTtdopMun Moske Aa NO0OPH THMUIHUS TPoduIl IPH HHANBHINA C XHIICPNHITHASMHA.

B KIMHHYEM NpoyyBaHus YNoTpefaTa Ha METGOPMHH € CBBP3aHa HIIH ChC CTAOHIIHO TENECHO TETTIO, KU
¢ ymepeHa 2aryDa Ha Terso.

MeTdOpMHH € aKTUBATOP Ha afIeHO3HH MoHogocaT-npoTenH-kuaaza (AMPK) 1 noeninasa
TPAHCNOPTHHA KanallMTET HA BCHUKH BUAOBE MeMOPAHHH TIIIOKO3HH TPAHCTIOPTCPH (GLUTSs).

KNWHWYHA ePEKTHRHOCT

[TpocnekTHBHOTO paHaoMU3HpaHo apoyusate (UKPDS) notebpau abarotpaiinara noasa ot

HHTEH3HBHMS KOHTPON HA KPbBHATA 3aXap NPH BL3PACTHH IAUMEHTH ¢ THabeT THN 2.

AHATH3LT HA PE3YATATHTE NIPH TIALMEHTH ¢ HATHOPMEHO TEINIO, IEKYBaHH ¢ MET(OPMUH Cllea KaTo

fe3 yerex e NpHImKeHa caMo JHeTa, MoKa3ear:

. JHAMKTE/IHO HAMATEHHE Ha AGCONIOTHHS PHCK OT BCAKAKBM YCIIOKHEHNH, CBHP3aHH ¢ 1uabeTa, B
rpymata ta MeTdopMut (29.8 cayuyas/1 000 naupenT-roaMHH) B CPABHEHHE C TPYNATA NALHEHTH
camo Ha aueta (43.3 cnyuas/ 1000 nanment-roguun), p=0.0023, 1 B cpaBHEHKE C FPYIHTE HA

nanuenT-ronHn), p=0.0034.
. IHAYKTE/HO HAMANEHHE Ha aGCOMOTHHA PHCK 33 CMBPTHOCT, CBBp3aHa ¢ Aua
7.5 cayuas/ 1000 nauvent-rofuun, caMo amera: 12.7 ciyyas/1000 nauneHT-

cnyuast/ 1000 NaUMeHT-rOAHHHE, B CPABHEHHE C MPYNAaTa NALMEHTH CaMO HA 11 'fﬁ(i; 20«6521*
cnyyas/1 000 naument-roausmn, (p=0.011), u B cpaBHeHHE ¢ KOMOHHPAHHTE ti Ha,



cyndannaypeiiH TekapcTBeHH MPOAYKTH U MHCYTTHH, MoHoTepanus: 8.9 cnyuas/1000
nauueHT-roauHu, (p=0.021).

. 3HAUNTENHO HAMAJICHHE HA A0COMIOTHHS PUCK 32 MHOKapeH HH(APKT: MeThopMuH 11
cyuan/ | 000 nanMeHT-roauHK, camo aueta |8 cnywan/1000 naupeHt-romuuu, p=0.01.

He ca nabniofaraHy WIKHHUHK NOI3H TIPH KOMOHHUpPAaHEe Ha METQOPMUH ChC CyJihaHumypes,
MpHAarad Kato BTopa NMHHA Ha TeYEHHE.

KomGunaumaTa Ha MeTpOPMHUH H HHCYJIMH € NpUIaraHa Npu u3Opakn naudeHTH ¢ aHabet Tun |, #Ho
KJIHHHYHA NON3a He € KATETOPHYHO YCTAHOBEHA.

[leauaTpuyHa NONYIALWS

KoHTpOAHpaHY KITHHHYHK MPOYYBAHHA ¢ HErOisMa rpyna aeua, Mexay 10 u 16 roguHM, TPETHPaHH B
npoabIKEHHe Ha | ToAWHA, ca NOKAzald NPOMEHU B HUBOTO HAa KPLEHATA 3aXap, aHAOTHYHH NPH
BEB3PACTHH MALIMEHTH,

3.2 PapMaKOKHHCTHYHH CBOHCTBA

Abcopbums

Crien nepopania 103a MeT(GOpMHHOS XHAPOXIOPHA TabNeTKa, MAKCUMAaNHATa N71a3MeHa
KOHTIEHTPAnHs (Ciuag) C€ TOCTHra NpUGIH3HTERHO cned 2 waca U 30 MUHYTH (tnax)- AbconoTHaTa
GuonamuaHocT Ha S00 mg umu 850 mg MerdgopMEHOR Xuapoxitopy TabneTky e npubauantento 50 —
60% rpu 3xpaey xopa. Cien nepopaima 03a, HeabcopOupaHaTa Gpakums, OTKPHTa BhE (peKanHuTe e
20 - 30%.

Cnex nepopanen npucs, abcopOunaTa Ha MeTdOPMHH e HacCHTEHa W HenbiHa. [Ipeanonara ce, ve
abcopOupnaTa Ha MeThOPMHH HE € JIKHEHHA.

IMpyu npenopbYaHKTE 103H U 1030BH CXEMH ¢ METOPMHH, CTAOHIHUTE IUIa3MEeHH KOHIEGHTPaLUK ce
nocTHrar ot 24 110 48 yaca W o NPHHLMN ca ro-Huck# ot | microgram/ml. [pn KoHTpoNIHpanH
KMHHHYMM M3MHUTBAHWA MAKCHMAHHTE MNa3MeHH HHBa Ha MeTGOPMHUH (Crmax), HE HAZBHILABAT 5
micrograms/ml, opH ¥ NPH MaKCHMAIHK JO3H,

Xpanarta HaMansea cTeneHTa u cnabo 3abaes abecopOumara Ha MeTdopmun. Cnefl nepopanet NpHeM
Ha TabmeTka oT 850 mg ce Habmonara 40% n0-HUCHK MUK HA TUIA3MEHATa KOHUEHTpaluA, 25%
Hamanseade Ha AUC (rutowrra no KpdBata) M 35 MUHYTHO YARKABAHE HA BPEMETO 0 MTHKA HA
naasMeHaTa KoHueHTpala, KNHHUTHATE MocaeacTBHA OT MPOMAHATA Ha Te3H NapaMeTpH OCTagat
HEH3ACHEHH.

Pasnpegeneuue

CRBP3BAHETO € NAIA3MEHHTE MPOTEMHHM € He3HauHMO. MeTdopMHH Ce pasnpeaens b €PUTPOLMTHTE.
[THKET B KPBRTA € MO-HHCHK OT [1a3MEeHHS TIHK M ce NI0ABABa NPHOIH3HTENHO NO CBIIOTO BPEME.
YepBeHUTE KPhEHH KNETKH HAH-BSPOATHO MPECTABIARAT BTOPHYECH CTAM HA PAsIpencICHHC.
Cpennuar ofem Ha pasnpelelieHre e B paMkuTe Mexay 63 n 276 L.

MeTtaboanabm

MeTdhopMHH ce eKCKpeTHpa HeMPOMEHeH B ypuHaTa. He ca uacHTHHUMpaHH MeTabOIUTH NpH
xopara.

EnvMudnpane
s/ ,

BrOpeuHuaT Kinpbhe Ha MeTdopMuH € > 400 ml/min, koeTo Nokassa ve meTd rﬁlﬁ @eMMHHupa ;

ypes rnomepyina (uaTpaums 1 TyOynHa cekpeuns. Clel nepopajiHa 103a, o4e Eﬂp fcp)a:gi'ﬂplm

e TUMHHALHOHEH MONYXKHBOT ¢ NPUOTH3KHTENHO 6,5 Yaca. | »g \’3&.‘-"‘-»‘

Koraro 6w0peunaTa phyHKuMA € HapyuieHa, 6L0peUHHAT KITHPHHC € HAMAJIeH Tipo tmonaﬂﬂo Hau



TO3H HA KPEaTHHHHA M 3aTOBA SAHMMHAOHOHHHAT MONMYXHBOT € YOABRIDKCH, KOETO BOAH A0 MOBHUICHH
HHBA Ha MET(bOPMHIl 8 riasMara.

X&DaKTGDHCT}d KM _OPH cneurainy fpyni naiiiedTH

brOpeurio vRpeH;@aHe

Haamanure JJAHHN MPH NaUWeHTH ¢ yMepeHa Ob0peuna HeI0CTAThYHOCT €A OCKB/HH M HE MOKeE J1a ce
HAMPABKM HAlE/KIHA OLEHKA HA CHCTEMHATA SKCIIO3HLMA HA METGOPMUH B Ta3H IOArPYIIA B CPABHCHHC
¢ nalKeHTH ¢ HopvaaHa Buopeuna gyukuma. CnemoBaTenHo, aTanTHpaHe Ha go3aTa Tpadea 1a ce
M3BLPLIBA BH3 OCHORA HA KIHHHYHN ChOGpakeHus 33 eHKACHOCT / NOHOCUMOCT (BHK Touka 4.2).

TeauarpydHa nonyaalHs

HzcneBaHe pH eNHOKpATHa 103a; HapMaKOKHHETHUHHAT Npoduil TPH A¢lia, MOMYHHIIH ¢IHOKpaTHa
no3a ot 500 mg MeTGOopMHHOB XHIPOXJIOPH], € ToA00eH Ha TO3M MPU 3PABH EB3PACTHH.

PesynraTu chel MHOFOKpaTHO A03HpaHe: BCHYKH AdHHH ¢a MONYYESHH OT €IHO W3CTIEIBAHE. Cnen
npuioxeHUe Ha A03a oT 500 mg ABa MbTH AHEBHO B MPOJIB/KEHHE HA 7 IHH HA /1A H FOHOUIH,
MAKCHMaTHaTa MnasMena koHIeHTpauus (Cuay) ¥ ciicTeMHaTa ekeniosuuns (AUC 0-t) ca HaManeHu
cBOTBETHO ¢ 33% M 40% B CPABHEHHE ¢ BBEIPACTHH THAGCTHUH, ONYYHIH A03H OT 500 mg apa nkTH
IHEBHO B NpoAbikeHde Ha 14 aHW, Tezd pe3yaTary ¢a ¢ orpaHH4eHa KITHHHYHA 3HAYHMOCT, Nopain
HHAWBHIYAJIHOTO ONpe/ensHe HA A03HTE B 3aBUCHMOCT OT HHBOTO Ha KPBBHATA 3axap.

5.3 IlpeaxkuHWYHA TaHHH 32 Ge30MACHOCT

[TpeAKAMHUYHUTE JAHHW, OCHOBABAILY CC HA KOHBEHLIHOHAIHY NPOYYBaHHA BBPXY 5Ge301acHOCT,
(hapMaKoITOrus, TOKCHHHOCT CIIE/l MHOTOKPATHO JO3HPAHE, TEHOTOKCHYHOCT, KaHUSPOTEHEH
MOTEHUHAN W PETIPOIYKTHBHA TOKCHUHOCT, He NIOKA3BaT 0cobeH pUCK NpH Xopa.

6. OAPMAHEBTHUHHA TAHHHA

6.1 Cnucenhk 12 OMOIIBATE BEMEeCTBA

TabetHa ¢hpLEeBHHA

[Moennon K30
Maruesmen cTeapar

OUIMOBO MOKPHTHE
Xunpomenosa
Makporoa 400
Makporon 8000

6.2. HechbBMecTHMOCTH
Henpraoxumo.
6.3 Cpok Ha reanoct
UeTHpU roaMHH.
6.4 Crenyajinn ye10BHA Ha chXpaHeHHe

To3m1 nexapcTBREH NPOIYKT HE H3KCKBA CIISLIMATHA YCTIOBHA 33 ChbXPaHEHHE.




6.5 BuaH CHLIBPKAHNHE HA CIIAKOBKATA

Omakoeka ot 1(x30),20. 30, 50,60, 90, 100, 120, 180 wiu 600 TabneTkn, onakosaru B GrucTepH
(PVC/AD) wnn B tnactmacoeK GUIakoHH (OT MOJHETHIICH ¢ BUCOKA MINBTHOCT) ¢ KAMAYKH, KOHTO HC
MOTAT Ja ce OTBapAT OT Aela (noaunponunen) no 20, 30, 50, 60, 90, 100, 120, 180 nan 600 rabneTkn.
He BCHYKM BMI0BE ONAKOBKH MOTaT 1a OBJAT NYCHATH B Npojaxba.

6.6 CroenHaIHH NPeANAIHH MEPKK NPH H3XBBPIAHE

HewznonzeganusaT NeKapCcTBEH MPOAYKT WK OTNAABUYHHUTE MAaTepHAlH OT HEro TpHGBa Aa cC
HIXBBPIIAT B CHOTBETCTBHE ¢ MECTHHTE H3HCKBAHHA.

7. NPATEXATEJ HA PASPEIIIEHHETO 3A YIIOTPERA
MERCK SANTE SAS

37, rue Saint Romain

69379 LYON CEDEX 08

DpaHuma

8. HOMEP HA PA3ZPEIMNEHUETO 3A YIIOTPEBA
20030448

9. JATA HA ITbPBO PA3PEIIABAHE 3A YIIOTPEBA /IIOTHOBABAHE HA
PASPEINEHHUETO 3A YIIOTPEBA

JlaTta Ha nepBe pazpewasane: 19.06.2003 r.
Jata Ha nocneaHo noaHoessade: 07.04.2015 .

10. JATA HA AKTYAJIH3HPAHE HA TEKCTA

01/2023




