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1. UME HA JIEKAPCTBEHHUSA ITPOAYKT

Metdoramma 850 mg punmupanu tabneTku
Metfogamma 850 mg film-coated tablets

2. KAYECTBEH U KOJIMMECTBEH ChCTAB

Enna dpunmupana tabnerka cvabpka 850 mg merpopMHUHOB XHAPOXNOpHUA (metformin
hydrochloride), ekBuBasieHTeH Ha 663 mg merdopmuH Oa3a.

3a MbJIHKUA CIIMCHK HA MOMOILHUTE BELIECTBA, BHXKTE TOUKA 6.1.

3. JJIEKAPCTBEHA ®OPMA

dunmupaHa TabneTka.
benu, npoasaroBatv puaMupaHu TabseTKH ¢ AEJMTE/IHA YyepTa OT JABeTe cTpaHH. [lenurennara yepra
€ CaMO 3a yJIeCHSBaHE Ha CYYTIBAHETO C LieJ1 MO-JIECHO MOIrJIbIIaHe, a He 3a pa3/le/isHE Ha PaBHHU J103H.

4. KJIMHHUYHUA JAHHH

4.1 TepaneBTHYHH NOKA3ZAHHA

Jleuenue Ha 3axapeH auadeT TN 2, 0co0€HO NpH NAUKWEeHTH C HAJHOPMEHO TErJI0, KOrato caMo JAueTa
H (PU3UYECKH YIIPAXKHEHHUS HE BOJAT JI0 aJIEKBATEH ITIMKEMHWYEH KOHPOJI.

® [Ipn BB3pacTHH, MeTdoramma moxke 1a ce npwiara KaTo MOHOTEpanvs WKW B KOMOMHaALMA C
APYrH NepopaHi aHTHIHAOETHH JIEKAPCTBEHH MPOAYKTH WIIH C UHCYJIHH.
e [Tpu neua van 10 roauHu M wHowK, Merdoramma MoOXKe Ja ce mpuiara KaTo MOHOTeparnus

WJIH B KOMOMHALMA ¢ HHCYJIMH.

YcraHOBEHO € HaMaJleHWe Ha YCJ0XKHEHUATa, CBbpP3aHH ¢ adadera, NMpH MauMEeHTH ¢ HAJHOPMEHO
Teryio ¥ AabeT Tun 2, IeKyBaHU ¢ MET(GOPMHH, KaTO MbPBH H300p Ha JieueHHe clie/] HeyCrnellHa q4eTa

(BHXK TOYKa J.1).

4.2 Jl0o3MpOBKA H HAYHH HA MPHJIOXKEHHE

Jlo3upoBka

Bwv3pacmuu ¢ nopmanna 6vopeuna pynkyus (GFR= 90 ml/mun)
MonoTepanus H B KOMOHHAIIHSA ¢ APYrH NepopaJiHH AHTHAHAOETHH cpeacTBa

O6uyaitHata HavanHa ao3a € 500 mg win 850 mg mMerhOpMHMHOB XMAPOXJIOPUA ABA WM 3 MBTH
JHEBHO, IIPUEMAaHa 10 BpEME HJIH CJIe[] XpaHEHE.

Cnen 10 no 15 nuu nozara TpsOBa na ce aganTHpa B 3aBUCHMOCT OT HW3MEPEHHMTE CTO
KpbBHaTa 3axap. [locTteneHHOTO NMOBHMIIABAHE Ha [103aTa MOXeE Aa 1ojoOpH racTpoMH
TOJIEPAHTHOCT,

JlonycTumMata MakKCHMMaJiHa JHEBHA 1032 MEeT(GOPMHHOB XHJAPOXJIOPHA € 3 g, p
npuema.
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AKO ce TMNpeaBWXKaa 3aMsHa Ha ApYyr IepopaineH aHTHAHAOEeTEH MPOLYKT, TNPEAHILHOTO
XUIMOTJIMKEMHYHO JieueHHe TpAORa aa Oble NMpPEeYCTAHOBEHO M Ja ¢€ 3aMeCTH ¢ MeT(OPMMH B J03aTa,
NnocouYeHa no-rope.

KomM0nBanus ¢ HHCYJIHH

MerdopMHH M MHCYJIMH MOTaT ia ce W3MoI3BaT B KoOMOMHHPaHa Tepanus, 3a Aa ce NOCTHrHe No-a005p
KOHTPOJ1 Ha KpbBHATAa 3axap.

O6uuaitnaTta Hayanua no3a € 500 mg wid 850 mg MeTOPMHHOB XHAPOXJIOPHI 2 WIH 3 ITBTH AHEBHO,
JOKATO A03aTa Ha MHCY/JHHA C€ ajalnTHpa B 3aBHCHMOCT OT H3MEPEHWTEe CTOMHOCTH Ha KpbBHATA

3axap.
ITayuenmu 6 cmapuecka gv3pacm

[Topanu seposTHOCTTa OT HaMaJicHa 6bOpeyHa QyHKUMA NP NaLMEHTH B CTapyecKa BL3pacT, 103aTa
Ha MeTQOPMHRE TpAOBa J1a ce ajanTHpa B 3aBUCHMOCT oT Ob0pedHaTa GyHKUMA, KOATO pelOoBHO TpAbBa
Ja ¢€ KOHTpoaHpa (BIK TO4Ka 4.4).

bwbpeuno yspeoicoane

[Ipenu 3anouBaHe Ha JIEYEHHE C NPOAYKTH, ChAbPKAIM METGOPMHH, TpsOBa fa Ce HAaNpaBH OLICHKA Ha
GFR croiiHocTHTE, a Clea TOBA - MOHE BEOHLK TNOAMIIHO. IIpH NaUMEHTH ¢ NOBHLIEH PHCK OT MO-
HATATBIIHO NporpecHpaHe Ha OB0peuHOo yBpeXKaaHe W MpH NMALHECHTH B CTapyecKa Bb3pacT TpAORa No-
4eCTO Ja ce MpaBH oLeHKa Ha 6b0peuHaTa QyHKIHA, HAaNpHUMEP Ha BCEKH 3-6 Mecela.

GFR ml/mun Obuia makcHmanHa JIOMBIHUTENHU CHOOpaKEHHA
JHEeBHAa 1033

(na ce pa3aenu Ha 2-3
JAHEBHH [103H)

60-89 3000 mg Mooke 1a ce OOMHCIIH NOHIDKaBaHe
Ha J03aTa BLB BPb3Ka C
HamansBaHeTo Ha 6B6peyHarTa

GYHKUMS.

45-59 2000 mg MakTOpuUTEe, KOUTO MOTAT Aa
YBEJHUAT PUCKA OT JIAKTaTHA
aumnao3a (Bik Touka 4.4) tpabsa na
6baaT npepasraeaaHy, Mpeam aa ce
OOMHCIIH 2aNOYBAHETO HA JieueHUe ¢
MeTQOPMHH.

Hauannara no3a € Hah-MHOTO
[MOJIOBHHATA OT MAKCHMAJTHATA J03a.

30-44 1000 mg

<30 - MeT¢gopMHH € NPOTHBOMNOKAa3aH.

ITeouampuuna nonyrayun

MonoTepanns n B KOMOHHARHS ¢ MRCYJIHH

. Metdoramma Moxe Na ce M3non3Ba npy acua Han 10 ronMHu ¥ I0HOUIK,
. O6uuaiiHaTa HayanHa go3a € 500 mg unu 850 mg MeTPOpMHHOB XHAPOXIOPM]
ce MpHeMa 10 BpEeMe WIH CAe] XpPaHEHeE.

Cnen 10 po 15 nuu po3ara TpadBa Aa ce aganTHpa B 3aBHCHMOCT OT HHBOTO



[IpenopbuyanaTra MakcHManHa JHEBHa 1033 METGOPMHHOB XHAPOXJIOPHA € 2 g THEBHO, pa3fc/ieH! Ha 2
WiH 3 npuema.

4.3 IlpoTHBONOKA3AHHA

° CBpPLXYYBCTBMTEIHOCT KbM AKTHBHOTO BCUICCTBO HIH HAKOE OT MOMOLLHHTE BEIHECTBA,
H30poeHu B Touka 6.1;

® Bceexu Tin ocTpa MetabonuTHa aupao3a (Hamnp. JaKkTaTHa alluao3a, nHabeTHa keroaunaosa);

* HnabeTHa npe-koMma;

* Texka 6b6peuna HepocTaTbyHOCT (GFR < 30 mi/Mus);

° OcTpH CcBLCTOAHMSA, 3acTpaluapauiy fga sinowar ObOpedHara QyHKUMA, KATO: ACXHApaTalui,

TEXKKa WHPEKLHA, LIOK;

o 3abonsBaHUsa, KOMTO MOraT aa MPUYUHAT ThKAHHA XHNOKCHA (0cobeHO ocTpH 3abongBanus
WIM BJIOINABaHE Ha XpOHWYHM 3aboNdBaHUA), KaTO: JEKOMIICHCHpaHa CbpleyHa
HEAOCTATBYHOCT, PECIMPATOpHA HEAOCTATBYHOCT, HACKOPO IpeKapaH MUOKapAeH HH(ApKT,
LIIOK;

° YepHoapoOHa HEAOCTATBYHOCT, OCTPA ATKOXOJHA HHTOKCHKALIMSA, ATKOXOIU3BM,

4.4 CnenHanng npeaynpexieHus H NpeAnasHH MEpPKE BpH ynorpeba

JaKTaTHa auMa03a

JlakTaTHata auMa03a, MHOTO PAAKO, HO CEPHO3HO METAa0ONMTHO YCHOXXHEHHE, Hal-4eCTO HacThIBa
npy OCTPO BIIOLIaBaHE HA OBOpeuHaTa (QyHKUMA, KapAHO-PECNHUPATOPHO 3a0ONsABaHE HIIM CEINCHC.
HatpynpaHeTo Ha MeT(QOPMHH HACTHIIBA MPH OCTPO BioIaBaHe Ha Ou0peyHaTa QyHKUHS U yBE/IHYaBa
pHCKa OT JIaKTaTHA alHa03a.

B cnyudaih Ha nexuapataums (Tekxa AdHapus WIM NOBPbLILAHE, TpPecKa HIH HaMajleH [IpHeM Ha
T€UHOCTH) TPAOBa BpeMEHHO Aa C€ Cnpe NpHeMa Ha MET(OPMHH M € MPENOPLUYMTEIHO Aa C€ YCTAHOBH
BPB3Ka ¢ MEAHLIMHCKH CTMELIMAIUCT.

[IpyeMbT Ha JEKAPCTBEHHW MPOAYKTH, KOMTO MOrar ocTpo jAa yBpeaar Onbpeunara ¢yHxkuma (xarto
aHTHXHNEPTCH3HBHM cpeacTBa, auypetHun U HCIIBC) tpabsa na ce 3anouHe ¢ MOBUILICHO BHHMAaHHE
Npd NaLHEHTH, JIeKyBaHH ¢ MeTdopMmuH. Jlpyrn pHckoBH ¢aKkTOpH 3a JlaKkTaTHa auMgosa ca
MPEKOMEPEH MPHEM Ha aliKOXO0J1, YepHOApoOHA HEIOCTATBYHOCT, HEAOCTATBYHO KOHTPOIHUpaH auaber,
KeTo3da, MNPOALDKUTENHO riajdyBaHe W BCAKAKBH CBCTOSHHS, CBbLP3aHH ¢ XMIOKCHA, KAKTO M
eJHOBpeMeHHaTa ynotpeda Ha NeKapCTBeHH MPOAYKTH, KOUTO MOTAT Aa MPUYUHAT NaKTaTHA allujo3a
(Brox Touku 4.3 u 4.5).

[TaiivenTiTe Wunu SonHornenayure Tpadsa na 6vAaT HHPOPMHUPAHH 3a PHCKA OT JlaKTaTHA aLMA03a.
JlakTaTHaTa auuao3a ce XapakTepusHpa ¢ alKJ03Ha JUCIHEds, KopeMHa 0onKa, MYCKYIIHH KpaMiu,
ACTEHHS M XUNOTEpMHUA, NocneABaHd OT koma. B ciyuali Ha CHMHEHME 3a CHMITOMM NALUEHTBHT
TpaOBa na cnpe npHeMa Ha MeETGOPMHE H He3a0aBHO J1a NMOTBHPCH JieKapcKa noMoil. JMarHoCTHUIHHUTE
nabopaTopHu HaxoakH ca noHwxkeHo kpweBHO pH (<7,35), noBHLIEHA HUBA HA MIa3MeHHUs NakTaT (5
mmol/l) 1 noBuleHa aHHOHHA pa3niuKa U CLOTHOLUCHUE NAKTAaT/IHPYBAT.

[TauneHTH ¢ YCTAHOBEHH WU NOJ03HPAHH MHUTOXOHAPHATHH 3a0019BaHuA:
[Ipy NMauMeHTH ¢ YCTAHOBEHH MHTOXOHIApHUAIHH 3a004ABaHHA, KaTO CHHAPOM Ha MHTOXOHApHANHa
eHtedanonaTus ¢ JaKTaTHa auMao3a U WHcyaronoaobHu envszoau (Mitochondrial Encephalopathy
with Lactic Acidosis, and Stroke-like episodes, MELAS) u HacneactBeH auaber U rayxora no
mailunHa nuHua (Maternal inherited diabetes and deafness, MIDD), meTrdopMiH He ce nmpenopbuBa
nopajl pHUcKa oT o0OCTpAHE HA JIAKTaTHA auMa03a ¥ HEBPOJOTUYHH YCIIOKHEHHA, KOKTO MOXE Aa
JOBeAaT A0 BroOLIaBaHe Ha 3adonsBaHeTo.

B ciyuad Ha npu3HauM U cCUMOTOMM, nokasarenHu 3a MELAS cunapom unu MIDD, cnen npuema Ha
MeThOpPMHUR, JleueHHeTO ¢ MeTQOpMHH TpabBa [a ce Crpe BeAHara M Aa ce Hanpag
AKarHOCTHYHA OlIeHKA.

by0peuna dysKuys:

[Ipeau 3anouBaHe Ha JACHEHHETO TPAOBa Aa ce HANPaBH OLEHKA HA CTOHHOCTHUTE H?
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TpAOBa 1a ObJie BpEMEHHO CNPAH MPH HATHYUE HA CBCTOSHHA, KOHTO NMPOMEHAT OLOpeuHara pyHxums,
BHOK TOYKA 4.3).

CopaeuHa GpyHKUNS

ITauneHTH CBC ChpAEYHA HEAOCTATHYHOCT €& HIIOKCHH Ha MO-TOJISM PUCK OT XMITIOKCHA ¥ OBOpeyHa
HeaocTaTb4HOCT. [Ipy nmaumeHTH CbC CTAOMNHA XPOHHUYHA CHPIAEYHA HENOCTATBYHOCT, METHOPMUH
MOXKE Ja C€ W3NO/I3Ba NpH peaoBHO HabntoJeHue Ha chpAevHaTa M Ob0peuHaTa QyHKLMA.

3a naLMeHTH ¢ OCTpa U HecTaOWIHaA ChpAeYHA HEAOCTATBYHOCT, METPOPMHH € MPOTUROINOKA3aH { BHK
TOuKa 4.3).

HQI'UIOJKeHHE Ha ﬁﬁgHEaHH KOHTPACTHH BCLICCTEA
B'I:TPCC'I:I[DBDT O NPpHIOKCHHC HA ﬁﬂﬂﬂpﬂl—ll‘l KOHTpPACTHH BCHICCTBA MOXC 4 OOBCIAC OO0 KOHTPACT-

HHAYUMpaHa HedponaTus, BOACLIA A0 HATPYNBAHETO Ha METQOPMHH H MOBHILEH PUCK OT NAKTaTHA
aungosa. MerdopmuH TpabBa 1a ce cnpe nNpeadd WIH [0 BpeMe Ha mnpoileAypara 3a oOpasHa
JUarHocTHka ¥ He TpabBa Aa ce Bb300HOBABA A0 Hak-mManko 48 yaca ciex ToBa, MPH YCIOBUE M€
ObOpeuHaTa QYHKIIMA € OLIEHEHA OTHOBO H € YCTAHOBEHO, 4¢ € cTabunHa, Bk ToukH 4.2 1 4.5.

Onepatus
Merdopmun TpabBa aa ce cnpe no BpeMe Ha onepauud oA obma, CNMHANHA WIM €NUIYpaTHa

aHecTe3Ha. JleueHnero moxe ga Opae Bb30OHOBEHO HE NO-paHO OT 48 uaca cien OnEpaumMATa WM
BB300HOBSBAHETO HA XPAaHEHETO Mnpe3 ycTta, M NpH yciaoBHe uve OnOpeuHata PyHKUMA € OueHeHa
OTHOBO M € YCTaHOBEHO, e € cTabunHa.

[leanaTpuyuna momynauug
[Tpean 3anouBaHe Ha ne4YeHUE ¢ MeThOPMHEH, TpaOBa na 61ae noTBBPACHa AHarHo3ara 3a auaber THN

2.

[MpoBeaeHHTe KOHTPONMpPaHH KIMHUYHHM H3CHeNBaHUA B MNPOABL/LKEHHWE HA e€Ha roJHHAa He ca
YCTAHOBMJIM BIHSHHE Ha MeTQOPMHH BBPXY pacTexa H ImyOeprera, HO 3acera HAMa no-
MPOABKUTENIHH HAOMOAEHHA B Ta3u o001acT. 3aToBa C€ MNpenopsuBa BHHUMATENHO NPOCHCAsABaHE
edbexrure Ha MeTPOPMHH BBPXY TE3H IMapaMeTpH, MO-CNELHANHO NpPpH JICYEHHE Ha J€la B
npeanyoepreTHa BH3pacT.

dena mexay 10 1 12 ronnun

B KOHTpONMpaRdTe KIHHUYHKE NPOYyYBaHHMA Ha JeLa M 1OHOLUM ca OHTM BKJIIOYEHH caMO 15 nauMeHTa
Ha Bb3pacT Mexay 10 u 12 roquuun. Bpnpeky, ye eduxacHocTTa H He30nacHocTTa Ha MeTGOpPMHH NpH
TE€3W JAcUAa He ca MOo-paliM4HH OT TE3H NpH MO-TOJEMH ACLUA W IOHOWIH, ce npenopbuBa ocobeHo
BHHMaHHE TNpH NMPeAnHCBaHETO Ha MeTQOPMHHOB XMIPOXJOPHR Ha Aeua mexay 10 n 12 roaumHa
BB3PAacCT.

' I1 Il CHHA

Bceuuky nauyeHtH TpabBa Aa nNpoAB/DKAT JAMETaTa CH ¢ PAaBHOMEPHO pasfpelesicHHe Ha
BLIVICXHAPATHUA TNpHeM npe3 aeHda. IlaumeHTHTe © HaaHOpPMEHO Terjio TpabdBa Ja cnaszpar
HUCKOKATTOPHYHATA CH AHETA.

ObuuaiiHure nabopaTopHH TECTOBE 3a MOHMTOpHUpaHe Ha aHabera TpadBa na ce W3BBLPILBAT PEAOBHO.

MeTrdopMHH MOXe Ja HaMaJld CEpYMHUTE HHBa Ha BHTaMMH B12. PUCKBT OT HUCKM HHBaA Ha BWY?
Bl2 ce yBenuuyaBa ¢ yBENIMYAaBAaHE HAa A03aTa HA METQOPMHH, NPOIBDKHTEIHOCTTA HI/ZAeHeF
W/WIM NpH MaLMEHTH C PUCKOBH (PAKTOpPH, 33 KOHTO € M3BECTHO, Y€ NMPHYHHABAT AehHLHAY i/ Br
B12. B cnyuyait Ha cbMHeHMe 3a ae¢hHUMT Ha BUTAaMHH B12 (kato aHeMHa WM HeBpoiia /A )
c€ npociaeasaBaT cepyMHUTe HHBa Ha BUTaMHUH B12. Moxe na ce Hanoxu nepuoaHvHO _

Ha BHTAaMHH B12 npH nanmeHTH ¢ pUCKOBH ¢axkTopH 3a aepUUHMT Ha BUTaMHUH Bl12. : "
meTGOpMHH TpAOBa Aa NPOXB/DKH TOJIKOB& ABJIIO, KOJAKOTO C€ MOHACA H HE € MPOTHE "'% aHO ¥
¢ P
._.......--"".f':'
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NOAXOAAIIO KOPHMHpalo acdeHHe 3a aeduuut Ha BUTaMUH Bl12 e ocurypeHo, B ChOTBETCTBHE C
HAaCTOSAIIMTE KJIMHH4YHH PBKOBOJACTBA.

MeTtdopmun, npunarad caMOCTOATEHO, HE NPEAM3BMKBA XHUIIOTJIMKEMHS, HO TpAOBa 1a ce BHUMaBa,
KOTaTo ¢€ M3MOJI3Ba B KOMOMHALIMA C MHCYIMH MM APYTH NepopaiHi aHTHAMA0ETHH NPOAYKTH (Harmp.
cyndanwTypeiiHi NPOAYKTH WIH METJIUTHHHAH).

4.5 BiauMogeilicTBHe ¢ APYTH JeKapcTBeHH NPOAYKTH H APYrR POPMH HA B3AHMOACHCTBHE
He ce npenopvyea convmcemesawia ynompeba

Anxoxon
AJIKOXOJIHATA MHTOKCHKALIHA CE CBBP3BA C MOBHLIEH PHCK OT JIAKTATHA alMa03a, 0Co0eHOo B ¢lryyau Ha

rianyBaHe, HEOXpaHBaHe WK yepHoApoOHa HENOCTATLYHOCT.
Hooupanu xonmpacmnu eewjecmsa

MetdopMuH TpadBa 3aABL/DKUTENHO Aa Ce Clpe NMpeAd HIW 0 BpeMe Ha fpoueaypara 3a odpa3Ha
AWArHOCTHKAa ¥ He TpAOBa na ce BB30OHOBsABAa A0 Hal-Manko 48 yaca crnel TOBa, NPH YCIIOBHE 4e
O0LOpeyHaTa (hyHKUHS € OLIEHEHa OTHOBO H € YCTaHOBEHO, Ye € cTabuiHa, BiK Touku 4.2 U 4.4.

Kombunayuu, usuckeawju npeonasiu mepKu npu ynompeba

Hsaxou RekapcTBeHH NPOAYKTH MOraT 1a ce OTpassaT HeOnaronpuAaTHO Ha 6b0peyHaTa QyHKLHA, KOETO
MOXE Ja YBEJIH4YM pHCKA OT JlakratHa auMpoza, Hanpumep HCIIBC, BxmouMTenHo cenekTHBHH
HHXuOuTOpH Ha nuKkinookcureHasa (COX) 1, ACE wHxuburopu, anruoreHsunH I peuenrophu

AHTArOHUCTH H AHYpPETHUM, ocobeno OpumkoBu auyperud. Ilpu 3anousanero unu ynorpedara Ha
TAKHMBA NPOAYKTH B KOMOMHAUHA ¢ METQOPMHH € HEOOXOAMMO BHHMATENHO IMPOCNEABAHE Ha

O6nOpeynara GyHKUMA.

Jlexapcmeernu npooyKmu ¢ 6bmpeutHa XunepeAukeMuyHa aKmueHocm (Hanp. 2aI0K0KOPMUKOCmepouoy
(CUCMEMHO U TOKAIHO RPUROAHCEHUE) U CUMNAMOMUMEMUYU)

Moxe na e HeoOXOaAHMO T10-4Y€CTO MpociciaBaHC HHBOTO Ha KPbBHATA 3axap, 0CcOoOE€HO B HAYAJIOTO HA
JICYCHHETO. an HYX/a, 0034aTa Ha MET’(l)DpMHH TpﬂﬁBa Ada CC ajaliTHpa 10 BPpEMC Ha JICHCHHETO CBC
CBOTBETHHA JICKAPCTBCH MPOAYKT H CJICA HETOBOTO CITUPAHL.

Tparncnopmepu na opzarnuvnu kamuonu (OKT)
MetdopMHH e cybeTpaT M Ha ABata TpaHcnoprepa OKT1 u OKT2.

EAHOBpeMEHHOTO NMPWIOXKEHHE HA METQGOPMHH ¢

° Huxuburopu Ha OKT1 (kaTo pepanaMiun) MOrat ia HaMansaT ¢QPHKacHOCTTa Ha MET()OPMHH.

. Nugykropu Ha OKT1 (kaTo pudaMnuumH) MoraT Aa NOBHLIAT raCTPORHTECTHHANIHATA
abcopbuuda u eUKacCHOCTTa HA MET(OPMHH.

. Huxuoburopu Ha OKT2 (kaTo uMMeTHANH, AOIYTErpaBUp, paHOIa3uH, TPHMETOIIPHM,

BaHAeTaHUO, HCABYKOHA30J) MOTaT Ja MOHMKAT eNUMUHHPAHETO Ha METHOPMHH Mpe3
6BOpenMTe ¥ TOBa J1a IOREE A0 NMOBUIICHA IUA3MEHa KOHLUCHTpaUH] Ha MET(OPMHH.

. HUuxuburopu Ha OKT1 u OKT2 (xato kpu3oTHHHMO, onanapubd) Morar 12 NpoOMEHAT
edukacHocTTa ¥ OBOpeuHaTa enMMHHALIMA HA METHOPMHH.

yBpeX<IaHe, KOraTo Te3M JICKAPCTBCHH MPOAYKTH CE MPHIAraT €IHOBPEMEHHO ¢ METHOPM
IUla3MeHaTa KOHLEHTpalua Ha MeTQOopMHH MOXe aa Onae noBuiieHa. AKo € Heobxo 7
oOmucny kopekuus Ha ao3ara, el kato OKT unxuburopure/MHAyKTOpHUTE MOTI{ A
e(PHKaCHOCTTA Ha MeT(OPMHH.




4.6 DepTANRTET, OpEeMEHHOCT H KbpMeHe

bpeMeHHOCT
HekoHTponHpaHaTa XMnepriukeMus B NMEpHKOHUENUMOHHATa ¢a3za M no BpemMe Ha OpPEMEHHOCT €

CBbpP3aHa C MOBHLIEH PHCK OT BRpOACHH aHOManuH, 3aryba Ha OpeMeHHOCT, XHIEPTOHUS,
npeAM3BMKaHa OT OPEMEHHOCTTA, NPEEKIAMIICHA H NICPHHATANIHA CMBPTHOCT.

BaxHo e Aa ce mMoaabLpKaT HHBAaTa HAa KPBbBHATA 3aXxap Bb3MOXHO HaH-O0JIM30 10 HOpMalHHUTE Mpe3
nuanara OpeMEHHOCT, 3a Aa C€ HaMaJlH PUCKBT OT HeONaronpuaTHH H3XOJH, CBBP3aHU C
XUNAepriukKeMHs, 3a MaUKaTa # HEKHHOTO JIETE.

MerdopMHH NpeMHHaBa Npe3 IU1aleHTaTa ¢ HHBa, KOMTO MOraT Aa OBJaT TOJIKOBA BHCOKH, KOJKOTO
KOHLICHTpaLKHMTE NpH MakKarTa.

[onaMo konuuecTBO ONaHHH 3a OpeMeHHH XeHH (nosede or 1000 excnonupanu pezysrrara) OT
6a3MpaHO Ha PErucTbP KOXOPTHO Npoy4yBaHe M MyOJIMKYBaHH JaHHH (METa-aHAIM3H, KIBHHYHH
MPOYUBAHHA U PErUCTPH) HE MOKA3BaT MOBHINEH PHCK OT BPOACHH aHOMAJIHH WK (PeTo/HeOHaTaNHa
TOKCHYHOCT CJieJl €KCTO3HIMA KbM METPOPMHH B NIEPUKOHLECNILIMOBHATA (pa3a W/WIH MO BpeMe Ha

OpeMEHHOCT.

HMmMa orpannueHd H HeyOeaHTENIHH J0KA3aTeNCTBA 38 efeKkra Ha MeTQOPMHH BBEPXY ABJINOCPO4YHHA
pe3yJITaT MO OTHOWIEHHE Ha TErJIOTO MPH Jeua, HIOKEHW BBTpeyTpobHO. Merdopmun He
M3rjexzaa Aa MOBJIHABA JIBUTATEJTHOTO H COLIMANIHOTO PA3BHUTHE A0 4-roAMIBHA Bb3pacT NMpH Zelia
H3JI0KEHH N0 BpeMe Ha OpeMeHHOCTTa, BBIpPEeKH e AAHHHTE 3a OWJITOCPOYHHTE pe3yJITaTH ca
OrpaHHUYEHH.

AKO € KIHHHYHO HeoOxoauMo, ynorpebara Ha METQOPMHH MOXe Ja ce oOMHMCIM nOo BPEME Ha
OpeMeHHOCT M B NEPHKOHLENUMOHHATa (a3a KaTo AOMBJIHEHHE WK AITEPHATHBA HA HHCYJIHHA.

KbpMene

MerdopmuH ce ekckpeTtupa B kbpMmarta. He ca HabmozaBaHH HexXenaHHW JIEKAPCTBEHH PEaKLMHM TpH
HOBOPOJACHHU KbpMadeTa/ Manku deua. Bee nak, nopaan orpaHH4eHUTE HAIMYHH JAHHH, KbPMEHETO He
CE NPETIOPHYBA M0 BPEME Ha JIEYEHHE C METQOPMHH.

TpabBa na ce B3eMe pelICHHUE, AAJIH A c€ NMPEYCTAHOBH KbPMEHETO, KATO C€ MMa MpeaBH] I1013aTa OT
KbPMEHETO U MOTEHLUHATHHA PUCK OT HEXKENaHH JIEKAPCTBEHH PEaKLMH 3a AETETO.

DepTUIUTET

[Tpy MBKKH H KEHCKHU ILTbXOBE (GEPTHIHTETBT HE C€ MOBJIMABA OT MET(MOPMHH, NMPUIOKEH B JO3H A0
600 mg/kg/Ha aeH, KOeTo € MOUYTH TPH ITHTH NOBEUYE 0T MAKCHUMAJTHATA NpenopbyaHa JHEeBHA A03a IPH
XOpa, Ha 0a3a CpaBHEHHE HA TEIECHA MOBBPXHOCT.

4.7 EdexTn Bupxy cnocobrocrra 3a modpupane 4 pabora ¢ MAIIHHH

MerdopMHH, KaTo MOHOTEpanusa, He BOJM OO XUMOIJIMKEMHs H 3aTOBAa HAMA BIHAHME BBPXY
cniocoOHOCTTA 3a 1odupane U pabora ¢ MALIUHM.

Bce nak, naumeHTHTe TpAOBa Na ca npegynpedeHd 3a pUCKa OT NOABATA Ha XHIOIJIMKEMHs, KOratro
METGOPMHH Ce H3NOJA3BRa B KOMOMHAUHWA ¢ APYrH aHTHAHWAOEeHTHH NeKapCTBEHH MPOAYKTH (Hamp.
cyndanmnypefiii, HHCYAHH WIH METTTHTHHUIH).

4.8 Hexenanu JeKaAPCTBEHH PEAKUHHA

B Hayanoro Ha JIeYEHUETO, HAH-YECTHTE HEXEJIaHU JCKAPCTBCHH DCAKLIHH Ca T
AHapHsA, CTOMAlllHa bonka u 3&1"}’63 Ha allC¢THT, KOHTO B INOBCHCTO CJIYHaH OTMHH
NpeAOTBpATABAHETO HM CC NIPCNIOpPBUBa MET(I)OPMHH Aa €€ IIpUucMa Ha JBC HJIH Tp
NMNOCTENCHHO YBE/IHYABAHE HA JO3HTE.




[To BpeMe Ha neueHue ¢ METPOPMHUH MOTAT fa C€ MOABAT CJCHHTE HEXKENAHU JIEKAPCTBEHU PEaKLIMH.
YecTOTATa HM CE OMpenens Kakro cieapa: MHoro 4dectd: >1/10; yectu: >1/100 no <1/10; Heuectn:
>1/1000 no <1/100; peaxu: >1/10000 no <1/1000; mroro peaxu: <1/10000.

[pu BcAkO rpynMpaHe B 3aBUCMMOCT OT HECTOTATA, He)KeJIaHWTE JIEKapCTBEHH peakluH ce W3bposaBat
B HH3XOJALL pef 110 OTHOLIEHHE Ha TeXeCTTa.

S

CrcremMo-opraneH KJIac HexeNnaHH JICKAPCTBEHH PEAKIHHA YecToTR
Hapywenus na memaboausma | Hamanapane/neppuur Ha Butamud Bl2 | YectH
U Xxparenemo _(BK TOUKA 4.4) |

JlakTaTHa anMao3a (BK To4ka 4.4) MHoro peakH
Hapywenun wna nepenama | Hapymenus Ha BKyca YectH
cucmema
Cmomauno-upesnu CroMallHO-YpeBHH  HapyllueHHA, Kato | MHoro yectu
HAPYWEHUR rajeHe, noBpbilaHe, aAuapusa, abaoMHHaNHA

Oonka M 3aryba Ha aneturt. Te ce nosBaBaT
Hal-uyeCTO B HAYANIOTO Ha TepanuaTa H
OTMHHABAT CMOHTAHHO B MOBEYETO CITyYaH.
3a na c¢ NpeJoTBPATAT TE€3H CHMITTOMH, €
NPENOPBYHUTENIHO METHOPMHH JIa Ce mpUeMa
Ha 2 Wiy 3 JHEBHH JO3H M0 BPEME WIH Ciell
XpaHeHe. baBHOTO yBe/M4YaBaHe Ha J03aTa
MOX€e CBUIO na noxobpu
| racTPOHHTECTHHATTHATA TONIEPAHTHOCT.

Xenamobunuapnu napywenun | EDMHHYHH  cioy4yad Ha aHomanHu B | MHoOro peaku
YEPHOAPOOHHTE H3C/ICABAHHA WIH XCNAaTHT,
KOUTO NPEMUHABAT CNEA MPEYCTAHOBABAHE
Ha JICYEHHETO ¢ MET(HOPMHH

Hapywenun una xoxcama u | KoxHn peakuun, xaTto epuTeMa, NpypHTyc, | MHOro peaxu
ROOKONCHAMAa MbKAM YPTHKapHs

IlenMaTpyuuHa noMyaalys

Hexenannre NeKapcTBEHH peakuMu OT mMybiMKanMd W NOCTMAPKETHHIOBH HW3TOYHHLM, KaKTO W OT
KOHTPOJINpaHH KJIMWHHYHH NPOYYBaHHUA HA Manka rpyna acua, Mexay 10 v 16 roaMHH, TpeTHpaHH B
npoawbkeHHe Ha | roguHa, ca nmogoOHM Ha HaOmOJABAHHTE MPH BB3PACTHH IO OTHOLICHHE Ha
XapakTepa M TeXKeCTTa UM.

CrobuiapaHe HA NOAO3HPAHH HEXKENAHH PCaKLIMK

CrofluaBaneTo Ha MTOAO3UPAHU HEXKENTAaHH peakLMM clie]] pa3peluaBaHe 3a ynorpeda Ha J1eKapCTBEHHA
NPOAYKT € BaxKHO. TOBa NO3BONABE Jja NPOAB/DKK HabIIOAEHHETO Ha8 CHOTHOLUCHHETO MOJ3a/pHCK 3a
NeKapcTBeHHA NpoayKT. OT MEAHLMHCKATE CIICLHANIMCTH C¢ M3MCKBA 1a Cho0IaBaT BCAKA MOAO3HpaHa
HEeXENaHa peakLHa upe3 U3ImbIHHTeTHA areHUMA 110 JieKapcTeara, ya. ,,JlamsaH I'pyep” Ne 8, 1303
Codus, Ten.: +35 928903417, yebcaiiT: www.bda.bg.

4.9 Ilpenoazupane

XunornukeMus He ce HabmiogaBa JOpH NMpH I03H Ha MeTQOpPMHH A0 85 g, BLNpeKH uec BPT
00CTOATEJICTBA Ce MOABSBA JIAKTATHA alHa034a. _
3HAUMTENHOTO TIpEAO3UpaHE Ha METPOPMHHOB XMAPOXJIOPHA K CHITBTCTBAILUWTE PHYKIE
MOTaT Ja A0BenaT A0 IAKTATHA aliijo3a.

JlakTaTHaTa anMa03a € CrHeHO CbCTOAHHE U TpabBa Aa ¢e JieKyBa B OOJHHLA.
JIEYCHHE € OTCTPAHABAHETO HA JIAKTAT H METPOPMHH Ype3 XeMOIHAIH3A.




5. ©OAPMAKOJOI'NYHHU CBOUCTBA

5.1 ®apMakoiRHAMHYHH CBOHCTBA

dapMakoTepaneBTHYHa rpyna: JIekapCcTBEHH NMPOAYKTH, NOHKHXKABAllld HUBOTO HA KPBbBHATA 3axap.
bursanuagu. ATC koa: A10BAQ2

MexaHH3BsM Ha ReRCTBHE

MetdopMHH € GHrBaHUA C AHTHXHIIEPIIIHKEMUYHH €bEeKTH, BbpXY 6a3aiHaTa W NOCTNPAHAHA/IHATA
xunepriauxemusa. Toli He cTUMyIMpa HHCYIMHOBATA CEKPELMA, 3aTOBA HE NPEAN3BHKBA

XHITOTJIHKCMHA.
MCT(I)OPMHH Hamanasa OazanHara XHNCPHUHCYJIHHCMHA H B KOMOHHAaLHS C HHCYJIMH HaMaJiABa

HYX1aTa OT HHCYJIHH.
MeTpopMHHBT MIPOABABA CBOS AHTHXHINCPIIIHKEMHUYEH €QEeKT Upe3 MHOXKECTBO MEXaHU3MU!
MeTdopMyH HaMalsBa NPOAYKUMATA HA INIIOKO3a B YUSPHHA Apo0d;

MerdopmuH ylecHABa NepHPEPHOTO YCBOABAHE H H3MOM3BAHE HA INIIOKO03a, OTHACTH Ypes
YBEJIMYaBaHE Ha HHCYJIHHOBOTO JCHCTBHE,

MetdopmuH 3acsara MeTaboJIH3Ma Ha INIIOKO3aTa B YEpBaTa: ¥ CBOABAHETO OT KpbBoobpallueHHeTo ce
yBeJIH4aBa, a abcopbuusTa OT XpaHaTa Hamanasa. JloNbIHTENHY MEXaHU3MH Ha JefCTBUE B uepBara
BKJIKOYBAT YBEIHYABaHE Ha 0CBOOOXKAaBaHETO HA rokaroHonoAaobeH nentun 1 (GLP-1) u
HAMANIABAHE Ha pe30opOLMATa Ha HUTBYHH KHcenuHH. MeTdopMuH npomeHs MukpoOuoMa Ha yepsara.

MerdopMHH MOXe Aa NoA0OPH JUNUIHHAA NPO(HA NPH HHAUBUAHU ¢ XUNICPIMNICAUMHA.

B knMHHYHH npoyuBaHusa, ynorpebara Ha MeTdHOPMHH € CBBpP3aHa ChC CTAOWIHO Ha TENECHO Terno,
MNIM ¢ YMepeHa 3aryfa Ha Terno.

MerdopMuH € axkTHBaTOp Ha aAeHo3uMH MoHodocdar-npreHH-knHa3za (AMPK) U nosumasa
TPAHCTIOPTHHA KanaLHTEeT Ha BCHYKHA BUAOBE MeMOpaHHH IIoKo3Hu Tpancnoprept (GLUTS).

KnyuHuuna epukacHocT u Ge3onacHocT

FlpocnekTuBHoTO panaomusupaHo npoyusaHe (UKPDS) notebpau AbirorpaitHata nomsa or

MHTEH3UBHYA KOHTPOJ Ha KPbBHATA 3aXap NPH BB3PACTHU NALMECHTH ¢ AWabeT tun 2.

AHANU3BT HA PE3YNTATHTE NPH NALMEHTH C HATHOPMEHO TETNO, JIEKYBAHH ¢ MET(QOPMHH, Clell KaTo

6e3 ycnex e NpuioxKeHa caMo QUeTa, NOKa3BaT:

o 3HAYUTENIHO HaMalIEHUe Ha aDCOMOTHHA PUCK OT BCAKAKBH YC/IOKHEHHS, CBbp3aHu ¢ auabera,
B rpynara Ha MetdopMHH (29,8 cimyuas/1000 nauMeHT-roOAMHH) B CpaBHEHHE C rpynara
nauHeHTH camo Ha auera (43,3 cayvaa/1000 naumenr-rogunn), p=0,0023, u B cpaBHEHHE C
rpynure Ha cylpaHWITypeHHH INEeKapCcTBEHH TNPOAYKTH M HHCYIHH, MoHoTtepanua (40,1
cmyyan/1 000 naumenT-roaunn), p=0,0034;

® 3HAYMTETHO HaMalleHHe Ha abCONOTHUA PUCK 3a CMBPTHOCT, CBBbp3aHa ¢ Juabera: METHOPMHH
7,5 cnyuas/1000 naupeHT-roauiuy, camo avera 12,7 ciyyana/1000 naumenr-roaunu, p=0,017;
® 3HAYUTENIHO HaManeHue Ha abCconmoTHHA pHCK 3a o0llla CMBLPTHOCT: MeTpopMHH 13,5

cnyvas/1000 nauyeHT-roaAMHHM, B CpaBHEHHE C rpynarta naudeHTH caMo Ha auera. 20,6
cnyuaa/1000 naumenr-rogunu (p=0,011), u B cpaBHeHHe ¢ KOMOHHHpaAHMTE TIpYINH Ha
cynpanunypeiiHd J1eKapCTBEHM NPOAYKTH M MHCYJMH, MoOHoTepanusa: 18,9 cnyuas/1000
nauuent-roauHu (p=0,021);
- 3HAYHUTEIHO HaMaJleHHEe Ha abCONIOTHHA PHUCK 3a MHUOKapaAeH HHOaApKT:
cay4dasn/ 1000 maumeHT-roausu, camo auera 18 coyuas/1000 nauyeHT-roguHM

He ca HabmopaBaHM KNMHUYMHH NOA3H HMpH KOMOMHHUpaHE Ha METHPOPMMH ¢
NMPHJAraH KaTo BTOpa JIMHUA Ha JICHEHHE,



KomOuHalmsTa Ha MeT()OPMHHE MU MHCYJIHH € TpWiarasHa npy u3bpaHy naideHTy ¢ auader tvn 1, Ho
KIIMHHYHA N0J13a HE € KATErOPUYHO YCTAHOBEHA.

IleauaTpyuHa nomynauus

KoHTponupaHy KIMHHYHH NIPOYYBaHUA ¢ HerojiaMa rpyna aeua, mexay 10 u 16 roauHy, TpervpaHH B
npoAb/LKEHHE Ha | roanHa, ca noxasany NMpPOMEHH B HWBOTO HAa KPBBHATA 3aXap, aHAIOTHYHH MNMPH

BB3PACTHH NanRHCHTH.

5.2 ®OapMakOKHHETHYHH CBOHCTBA

Abcopbuus

Cnen nepopanHa po3a MeTOOPMHHOB XHApPOXIOpHMA Tabnerka, MakCHMajdHaTa IU1a3MEHa
kKOHUeHTpalMA (Cmaxy) c€ Aoctura npubnusurenHo caea 2 uvaca U 30 MHUHYTH (tmax). AbOcomornara
onoHannuHocT Ha 500 mg wim 850 mg MeTdhopMUHOB XMapoxyopu TabAETKH € npubmsurento 50-
60% npu 3apaBn xopa. Cnea nepopanHa no3a, HeabcopbupaHaTa (pakilMa, OTKPHTA BB (PEKATHHTE €
20-30%.

Cnen nepopaneH npueM, abcopbumsata Ha MeTGOPMHH € HacuTeHa W HembiHa. Ilpeamonara ce, ue
abcopOuuaTa Ha METPOPMHH HE € TMHEHHA.

[Ipy npenoppuaHuTe Q03K K JO30BH CXeMH ¢ MET(POPMHH, CTAOKWIIHUTE TUIa3MEHH KOHLICHTPAaUHH Ce
gocturat ot 24 no 48 uaca U nmo nNpUHUHMN ca No-HUCKH ot 1 microgram/ml. [Ipn koHTpOnupanu
KNMMHAYHH M3MNHUTBAHYA MaKCHMAJIHUTE Mia3MeHM HHBa Ha MeThopMUH (Cpax), HEe HaJABUIIABAT 5
micrograms/ml, Zopx ¥ NMpH MAKCUMAJTHH A03H.

XpaHaTa HamaJIaBa cTeneHTa v cnabo 3abass adbcopbumara Ha MeTpopMuH. Cnea nepopanieH NpyueM Ha
tabnerka or 850 mg, ce HaOmonaBa 40% no-HHCBEK MUK Ha MJA3MEHaTa KOHUEHTpauus, 25%
Hamaissane Ha AUC (ruiomTa noa xpHBara) M 35 MHHYTHO YARDKABAHE HA BPEMETO 0 NMHKA HA
I1a3MeHaTa KOHUEHTpauua. KNHHMYHHUTE NOCIEACTBUA OT MMPOMAHATA HA TE3H NApaMETpH OCTaBar
HEU3ACHEHH.

Pasnpenenenue

CBLP3BAHETO C TUIA3MERBHTE {IPOTEMHMU € He3HauuMo. MeTdopMHH ce pa3npenens B SpHTPOLIMTHTE.
[TukBT B KPBBTA € [10-HUCHK OT [LT1A3MEHUA MK H C€ NMOABABA NPUONHIKTEIIHO MO CHIIOTO BPEME.
UepBeHUTE KPBbBHU KIIETKH HAW-BEpPOATHO MPEACTARIABAT BTOPHYEH €Tal Ha pa3npenecieHHe.
Cpeonuar obeM Ha pasnpeaesieHde € B paMkuTe Mexay 63 u 276 1.

buoTpanchopManm

MergopMHH ce eKCcKpeTHpa HenpoMeHed B ypuHata. He ca uaeHTH(MuMpanu metabonumv mnipu
xopara.

EWMHHHpaHe

b1rOpeunnaT knupbHC Ha MeThopMHH e > 400 mI/MUNK, KOeTO nokaszBa 4ye METHOPMHUH Ce eTUMHHUpA
ype3 IoMepyaHa ¢untpauus 4 TyOynnHa cekpeuws. Cnen nepopanHa 103a, OMEBHAHO KpaHusT
€TMMHHALHOHEH NOITYKUBOT € npubnunizurenHo 6,5 yaca.

Koraro 6n0peuyHata ¢yHkuus ¢ HapylleHa, OLOpEUHHAT KIUPBHC € HAMANCH NPONOPLUOHAIHO HA
TO3H Ha KpeaTHHHUHA H 3aTOBA €JIMMHHALIMOHHHAT MOMYXKHUBOT € YAB/DKEH, KOETO BOAH A0 NMOBWUICHH
HUBA Ha METPOPMHH B IUIA3MATA.

Xapampﬂﬂ HKH {IpH CNCUHMATTHH I'PYITIH NTAUHCHTH

br6peuHo yBpexaaHe

Hanu4yHute naHHH [IPpK NNIAUHUCHTH € YMCPCHA 6'bﬁpequa HEOOCTATRYHOCT Ca OCKbIH
HanpaeH HancxKaHa ONCHKA Ha CUCTEMHATA €KCITO3HIINA Ha MET Cl)OpMHH B Ta3H 1101
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C MAaUHMEHTH ¢ HOpMaiHa OLOpeuHa ¢yHkuMsa. CrnenoBaresHO, ajanTHpaHe Ha fo3aTa TpsOBa nJa ce
M3BBPIIBA Bb3 OCHOBA Ha KIIMHWYHH CHOOpaXkeHHs 3a ¢(PHKacCHOCT/ MOHOCHMOCT {BIDK TouKa 4.2).

[TlegMaTpUyHa NomynaLusa

N3cnenpane npM eaHoxpaTHa Ao3a: GApMaKOKHHETHYHHAT Npodwi NpH aeua, NOJTYYWIH eJHOKPATHA
no3a ot 500 mg MeTpOPMUHOB XHAPOXJIOPHI, € NOLOOEH Ha TO3H NPH 3/IpaBH BH3PACTHH.

PeaynraTtu cien MHOrOKpaTHO AO3HpaHe: BCHYKHM JaHHH Ca MOJYYEHH OT €OHO u3chaeapaHe. Crnen
NpUIoKEHHE Ha no3a or 500 mg nBa MbTH AHEBHO B IPOABL/DKEHHE HA 7 AHM Ha Jella M IOHOIH,
MaKCHMalHaTa rUiasMeHa KOHueHTpauMsa (Cuax) ¥ cHcreMHaTa excnosvuua (AUC 0-t) ca HamaneHu
¢bOTBETHO ¢ 33% u 40% B cpaBHeHuHe C BL3pacTHU AMa0eTHLM, NOTYYWIH ao3u ot 500 mg aBa mbTH
AHEBHO B npoab/bkeHHe Ha 14 auu. Tesu pesynraru ca ¢ orpaHMyeHa KIMHWYHA 3HAYUMOCT, NOPaaAM
HHAHBHIYAJTHOTO OMNpeNeNnsHe Ha NO3NTE B 3aBUCHMOCT OT HHBOTO Ha KPbBHATA 3axap.

5.3 IlpeIKAHAHYHE JAHRH 3a Oe30mMacHOCT
IlpeAKNIHHUYHHTE JaHHH, OCHOBABALH C€ HA KOHBEHLHOHAJIHH NPOYYBaHHS BEPXY O0€30MacHOCT,

CbﬂpM&KOHﬂFHH, TOKCHYHOCT ciaca MHOIOKpaTHO RJO3HPAHC, TIE€HOTOKCHYHOCT, KapLHHOIC€HCH
MOTCHLUHKAI H peNnpOAYKTHBHA TOKCHYHOCT, HE MNMOKAa3BaT ocobeH PHCK IIPpK XOpa.

6. OPAPMAIIEBTHAYHH JAHHHA

6.1 CpHcBK HA NOMOMIARTE BelMecTBA
XHnpomenosa,

noBuaoH K25,

MarHe3HueB cTeapar,

TuTaHoB nHokcHa (E 171),

maxkporona 6G00.

6.2 HecnBMeCTHMOCTH

Henpunoxumo.

6.3 Cpok Ha roasocTt

5 roguHu.

6.4 CnenHajHH yC/IOBHA HA ChXPAHEHHE
To3n nexapcTeeH MpOAYKT HE U3UCKBA CMICLMAJIHY YCIIOBHA 33 ChXPaHEHHE,

6.5 BuaH cLALPKAHRAE HA ONAKOBKATA

Onakoeku no 30 n 90 drwiMupann Tabnerku.
He BCHYKH BHIOBE OMAakoBKH Morat ga 6baaT mycHaTu B npojaaxoa.

6.6 CrnenHaJHH NpeANa3HH MepKH NpPH H3XBLPJAHE H paboTa

HensnonasaHHUAT NeKapcTBEH NPOAYKT WM OTTIAAbYHHUTE MAaTEPHANHU OT Hero TpadBa
B CHOTBETCTBHE C MECTHHTE H3HCKBAHHA.

7. TNMPUTEXATEJI HA PAZPEIUEHHETO 3A YIIOTPEBA

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

["'epmaHus

Ten.: +49 (0)7031/ 6204-0
dakc: +49 (0)7031/ 6204-31

8. HOMEPHA PAZPEHIEHHUETO 3A YIIOTPEBA

20010543

9. JATA HA IIHPBO PA3PEINABAHE/TIOJHOBSBAHE HA PA3ZPEHIEHHUETO 3A
YIIOTPEBA

HaTta Ha mppBo paspewasane: 12 10un 2001 r.
Jlara Ha nocneaHo nogHoBaBaHe: 15 Hexemepu 2010 r.

10. JATA HA AKTYAJIM3HPAHE HA TEKCTA

03/2025
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