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KPATKA XAPAKTEPHCTHKA HA ITPOAYKTA
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1. HME HA JEKAPCTBEHMS OPOIYKT |, 35’01@70'*'3 03 -0k

dlmHue e .

INTIOKO®AX 850 mg dunMupanu TabNeTKH e e A A

GLUCOPHAGE 850 mg film-coated tablets

2. KAYECTBEH U KOJIHYECTBEH CbCTAB

Enna ¢unmMupaHa Tabnerka ceappika 850 mg MeTGOPMHUHOB XHAPOXJIOPHA (metformin
hydrochloride), expuBanenTeH Ha 662,9 mg Metdopmut Gasa (metformin base).

3a [I'I:J’IHHH CMUCHK H& MOMOIUTHHUTEC BEECTRA BHXKTC TOUKA 6.1.

3. JEKAPCTBEHA ®0OPMA

dunmupana Tabnerka.

Benu, kpbIiH, H3MbKHANM Gunmupany TabneTk, 13,5 mm B AuamMeTEp H 6,6 mm BHCOYHHA,

4. KJIVMHWYHU NAHHH

4,1 TepaneBTHYHH NOKA3AHK

Jleuenue Ha 3axapeH Aualer THO 2, ocobeHO MpU NALMEHTH ¢ HAAHOPMEHO TETJI0, KOraTo ¢aMo ANeTa
H QU3HYECKH YOPKHEHHS HE BOIAT AC aICKBATEH MIIHKEMHY€H KOHTPOL.

. IMpu Bp3pacThy, [Mokodak Moxe fa ce NMPHIara KaTo MOHOTEpanks MM B KOMOMHALMA ¢
APYTH NSpOPAIHY AHTHAXAOSTHH JIEKAPCTBSHH NPOAYKTH MM C HHCYITHH.
¢ [Tpu meua Hag 10 rogMHA H FOHOLIH, MOXKE Aa Ce MpHnara KaTo MOHOTEpanus Ui B

KoMOuHAOHA ¢ HHCYHH.

YCTaHOBEHO € HAMANEHHE Ha YCNOKHEHUSTA, CRBP3aHH ¢ JHaleTa, NpH NAlHEHTH ¢ HAAHOPMCHO
Ternno U quaber Tun 2, AeKyBaHH ¢ MeT(OpMHH, KaTO ITbPBH H300p Ha JCUCHHE CIIC/ HEYCMEIIHA
nHerta. (Bix TOuka 5.1).

4.2 Jo3apOBKRA H HAYHH HA IIPH/IOKEHHE

Q Q3IUPOCKA

Buw3pacmuu ¢ nopmanna 6ebpeuna gynxyus (GFR= 90 ml/mun)
MonoTepanus U B KoMOUHANMS ¢ APYTH NEPOPANHH ANTHAHA0CTHH cpeacTsa

O6uyaitiata HayanHa 103a ¢ 500 mg win 850 mg MeThOPMHUH XHAPOXJIOPH]L IBA HIH TPH ITBTH
OHEBHO, MPHEMaHA N0 BPEMe WIH CjIel XPaHEeHe.

Cnen 10 no 15 Ay no3ata Tpabpa fa ce afanTupa B 3aBUCHMOCT OT H3MEPEHHTS CTOHHOC
KpbBHaTa 3axap. IlocTenieHROTO NoBMIIABaHE HA 03aTa MOXKE 13 noaoGpH racTpoH
TonepanTHoct. JonycTuMara MakcHMallHa AHEBHA /1032 MET(OPMHUHOB XHAPOXIOPH]L
Ha TpM TpHeMa.




AKO ce NPe/IBIOK A 3aMAHA HA APYT [IEPOPATEH AHTHAMAGETEH NPORYKT, APEAHIIHOTO |
XUNOrMHKEMHYHO NeueHNe TpsOBa na 6baie MpeyCcTaHORSHO M ia Ce 3aMecTH ¢ MeTdOpMHH B 103aTa,
NOCOYEHa Mo-rope.

KomGunauun ¢ aucyann

MeThopMHH M MRCYIHH MOTAT A4 Ce R3MOI3BAT B KoMO@HHpaHa TEPariHg, 3a A ce NOCTHTHE [10-
ToOBp KOKTpON Ha KPEBHATA 3aXap.

Obuuaiinara madansa xosa e 500 mg unu 850 mg METPOPMUHOB XUAPOXMOPHA 2 HIH 3 BTH AHEBHO,
ACKATO N1034Ta HA MHCYNHHA Ce /laNTAPA B 3aBUCHMOCT OT M3MEPEHHTE CTOMHOCTH HA KPhBHATA
3axap.

Hayueumu & nanpednana ev3pacm

[Topamu BepOATHOCTTA OT HaManeHa Gubperna dyHkius Py NAYHWEHTH & HANPeNHANA BEIPACT,
A03aTa Ha METQPOPMHUH TpiGBa fa ce ARanTHPa B 3ABUCHMOCT OT HEGpeHaTa QYHKIMA, KOATO PEROBHO
TpadBa Aa ce koHTponupa (BMK Touka 4.4).

bybpeuno yapescoane

{Ipenu sanousake Ha NEYeHHe ¢ NPOMYKTH, ChAbPKaUA METHOPMUH, TPAOBA Jla c& HanPABH OLEHKA
Ha GFR croliHocTHTe, 4 Cnest ToRa - HOHe BEAHEK MONHLIHO, Ilpn NaUMEHTH ¢ NOBHLIEH PHCK OT I10-
HATATHIIHO NIPOTPECHpaHe Ha ObOPeyHO yBpeRnane v NPH NIALHEHTH B CTAapUecKa BBH3pacT TpAdEa no-
1eCTO Aa & NpaBH OUeHKa Ha (pOpeyHaTa QYHKUHA, HAMPHMED Ha Boeeku 3-6 Mecena,

e s e b —

GFR ml/mun | Obwa Makcumanua gHesHa 1033 HomsaBaurenHy ceobpaxkeHns
s _(ma ce pasmenu wa 2-3 nueBny mosH) o
| 60-89 f 3000 mg Moske na ce 06MHCITH TOHICKABAHE
| HA Ji03aT4 BBbB BPB3KA ¢
| HaMajiaBaHeTO Ha GnOpeuHaTa
| 45-39 2000 mg QaKTOpUTE, KOHTO MOTAT A4
YBEJIMYAT PHCKa OT JIAaKTaTHA
annposa (Biok Touka 4.4} 1prGea Aa
| - 6B1aT ipepasrienany, Npeay xa ce
30-44 ;? 1000 mg zﬁMHGJIH 3ATI0YBAHETO HA JISUCHHE
- METQOPMHUH,
\ HauanraTa no3a & Hail-Muoro
| ' IONOBHHATA OT MAKCHMAJTHATA
S R .-
<30 - 3 MetdopmHH € MPOTUBONOKAIaH
Lledugmpuung nonyaai
Monorepanus a 8 KOMGHHALHA ¢ HHCYIMII
. I'moxodaxk Moxe na ce M3noN3Ba NpH Aeua Han 10 TOQUHY ¥ FOHOLIH.
. Obuvalinata Havanua A03a ¢ 500 mg wim 850 mg merdopMHROB XHAPOXNOPHA Ha NeH, KOKTO

Ce NIPHEMA NO BPEME HIIH CIIES XPaHEHE.
Cnen 10 1o 15 aum noszara TpaGea fa ce ananTHpa B 38BMCHMOCT OT HABOTO Ha KPEBHATS 3a%XAp.
[locTenennoTo nosumaBane Ha A03aTa MOXE Aa MOXOOPH racTPOHHTECTHHANHATA TOJIePAHTH
lpenoptuaHaTa MakCHMANHa JHEBHa 032 METHOPMHHOB XHAPOXIOPHL, € 2 g IHCBHO, pas
2 und 3 npuema.

4.3 IporuBonoxkaszauus



. CBpBXUYBCTBHTEIHOCT KEM MET(HOPMHH HITH KM HAKOE OT MOMOIIHHTE BEL{EeCTBA, H3OPOCHH B

TOYKa 8.1}

Bcexn Ty octpa MerabomiTHa aupao3a (Hamp., JJAKTaTHA audao3a, AHa0eTHa KeToalHa03a);

Huabernz npe-xkoma,

Texka 6p0peuna negocraTbeHocT (GFR< 30 ml/mum);

OcTpH chCTOAHHA, 3acTpallaBalld Aa BAoiIaT Os0peyHara GyHKIMA, KaTO: AeXHAPATALHA,

TeKKA HH(EKIHA, [LOK;

. 3adonapaHus, KOWTO MOTAT JA NPUIHHAT TEKaHHA XHOOKCHA (ocodeHo oCcTpH 3a00NgBaHHT HiTH
BOWIABAHE HA XPOHHYHH 3ab0N4BaHU), KATO: ASKOMIICHCHPAaHA ChPASYHA HEAOCTATEYHOCT,
pecTIMpaTopHa HEAOCTATHYHOCT, HACKOPO NpeKapaH MAOKAPACH HHQApPKT, IIOK;

. UepHoapoOHa HEROCTATHEUHOCT, OCTPA ANKOXONHA HHTOKCHKALHS, AJTKOXCIHIbM

4.4 Cneunainn npeaynpexyenns o Npeqiasgy MepKH IpA ynotpeba
Jaxmamnua qyudo3q

JAKTATHATA ALKAO3A, MHOTO PAAKD, HO CEPHO3HO MeTabCoNKTHO YOAOKHEHHE, Hat-4yeCTO HACTRIIEA
[IPH OCTPO BoWAaBaHe Ha OLGpeunaTa GyHKHUHA, KapaHO-PECHHPAaTOPHO 3a00/IABAHE WIH CENCHC.
Harpyrneanero va MeTdopMUH HACTRIIBA (DK OCTPO BAOMABAHE HA OBOpeuHaTa QYHKUHA U

' YBEIHM4Ba PUCKa OT NAKTaTHA auMAo3a.

B cnyyaii na nexuaparanus (Texka quapHs WIH NOBPEIUIaHe, TPECKa HIIH HAMAJICH PHEM Ha
TEUHOCTH) TPAOBA BpeMEHHO 12 Ce Cpe npHeMa Ha MeThOpMHH H € NPENOphYATEIHO 8 C& YCTAHOBH
BPB3KA ¢ MENHLHHCKH CIEIMATHCT.

HpremsT Ha NexapCTaeHH BPORYKTH, KOUTO MOFAT OCTPO Aa YBpeaaT bx0peyHara pyHKIHS (KaTO
aHTHXHIEPTeH3UBHY cpexctea, nuypetui 1 HCIIBC) Tpabea Ja ce 3arnovne ¢ NOBHUISHO BHHMAHFE
IMPH NMALHEHTH, JIEKYBaHH ¢ METGOpMAH. [pyry pHCKOBE QaKTOpH 3a IAKTATHA aLlHI 032 Ca
MpeKOMEPEeH MPHEM Ha aJKOXO0JI, YePHOAPOOHA HEOCTATHYHOCT, HEOCTATEYHO KOHTpOIMpaH analer,
K€T033, NPOABIDKHTENHO INAAYBAHE H BCAKAKBH CHCTOAHMS, CBBP3aHA ¢ XMIIOKCHR, KAKTO H
¢AHOBpeMeHHaTa yiioTpeOa Ha NTeKapcTBeHH NpOAYKTH, KOHTO MOTAT Zd NMPHYKHAT NaKTaTHa alMA03a
(BWx TOuKH 4.3 1 4.5), '

Hanuenrure w/unu Sonnorneaavnre Tpadra xa 6paaT HHGropMUpaHy 33 PHCKA OT TaKTaTHA alfMa03a.
JlakTaTHaTa AalKMA03A Ce XapaKTepU3Hpa ¢ aUHI03HA JHCITHEA, KOpeMHa 00Ka, MYCKYTHE KPaMITH,
aCTeHHA H XHIOTEPMHS, [IOCNEBAHH OT koMa, B ciiyvaii Ha cbMEEHHE 33 CAMIITOMH NMALHEHTET
TpADEBa 1a cripe npHema Ha METHOPMHH H He3abaBHO Ja MOTHPCH Jekapeka oMo, JJHarsocTHIHHTE
AabopaTopHH HAXOAKH C¢a MoHH#eHO KpeBHO pH (<7,35), noBruieHy HHBA Ha HIa3MEHHA JIAKTAT (>5
mmol/]) ¥ NoBUIIEHA aHHOHHA PA3TIHKA H CHOTHOWIEHHE AAKTAT/ IHPYBAT.

brbpeuHa pyHKIHA:

IIpenu sanousane Ha neueHreTo TpAOBa ha ce HANIpaBH oueHka Ha croirocTuTe HA GFR 1 penoeHo
CNed TOBA, BWK TOUKa 4.2, MetdopmuH e npoTusonokasad npu naugientd ¢ GFR <30 ml/mun u
Tps0Ba na 6hAe EPEMEHHO COPAH NPH HATHYHE HA ChCTOAHMSA, KOUTO NpoMeHaT OnOpeuHaTa QyHKLHA,

BHK TOuKa 4.3).

CepaeyHa

[NanmeRTH CRe CHPASYHA HEAOCTATHYHOCT Ca A3NI0KEHH Ha M0-TOJIAM PHCK OT XHINOKCHA H OB0peuna
HEI0CTaThYHOCT. [IpM mauHeHTH CBC CTAOMIHA XPOHHMHA CHPACYHA HEAOCTATHYHOCT, METPOPMHH
MOME A ¢ H3M0JI3Ba MPH PeAOBHO HabMOAeHHE HA ChpicHHaTa H OBpOpevHaTa QYHKIHA.




3a MaluMerTH ¢ oCcTpa ¥ HecTabHNHA ChPHCYHA HEAOCTATEYHOCT, METQOPMHH € NPOTHRONOKA3AH (BIDK
TouKa 4.3).

Lpunoskenne Ha HONUPaHH KOHTPaCTHH BelECTBA

BETpecsn0BOTO NPUNOXKEHIE HA HOJUPAHH KOHTPACTHH BELIGCTRA MOXKe /14 NOBEAE A0 KOHTPACT-
HHAYUHpaHA HedponaTud, BOASIA X0 HATPYIIBAHETO HA METHOPMHH H IMOBHHIEH PUCK OT JIAKTATHA
anpao3a. MerdhopMuH TpabBa Aa ce cnpe NMpeay WK 110 BpeMe Ha Ipoteaypara 3a obpaiHa
IHarsocTHKA M He Tpsibra aa ce 81300HORAEA AC Hali-Manko 48 waca cnel TORA, NPH YCAORHE e
OBOpeuHaTa PyHKIMS € OlleHEHA OTHOBO H € YCTAHOBEHO, 4e ¢ cTaGHiIHa, Bk Toukd 4.2 w 4.5,

Onepaipg

MerpopmuH TpaOBa Aa ce cripe 10 BpeME Ha oneparids noj odwa, CliMHaaHa MK enuAypaita
aHecTesnd. Jlewennero Moxke Ja 6pae Bp30OHOBEHO He [10-paHo 0T 48 vaca ciien onepaluaTa HiTH

BBL300HOBABZHETO HA XPAHEHETO NMPE3 YCTa, H NPH yenorHe ve O1bpeunaTa QyHKIMA € OLeHEHA
OTHOBO H € YCTaHOBEHO, 4¢ ¢ CTa0HIHA.

HeanaTpyiHa NOMyNALHS

[Tpeau 3anouraHe Ha JeueHHe ¢ MeTHOPMHH, TpaGRa aa OB1e NOTEBpAeHA AUArHo3aTa 3a uaber THI
2.

[IposeaennTe KOHTpOMMpaHH KIMHWYHH H3CNeLBAHUA B NPOALIKEHHE HA SAHA FOJHHA He ¢a
YCTAHOBHJIH BAHMAHHE HA METQOPMHH BBPXY pPacTexka H MyOepTeTa, HO 3aCera HAMa I10-
MPOARDKHTENHHA HAOMOAEHHA B Ta3H 0blacT. 34ToBa ce MPENopsYBa BHHMATCIHO NIpOCeABaHe
epeKTHTE Ha MET(QOPMHH BEPXY TE3H NAPaMETPH, NO-COCHHANHO NPH JIeHeHUe Ha Acla B
npeAny0epreTHa Bb3pAacT.

Hdena mexxny 10 1 12 rogunu

B KOHTPOAHPAHRUTE KNAHHYHY NPOYYBAHAA Ha JClia | IOHOLIK ¢a OUIKM BRAOYEHH caMo 15 nauuerTa
Ha Bh3pacT Mexxay 10 ¥ 12 roannu, Breopexu ve eduxacHoCcTTa H 6€30MaCHOCTTa HA METHOPMEH 11PH
Te3H Aeiid HE Ca MO-pasIHMHM OT TE3H MPH Io-roJeMH ACLA H IOHOLIH, ¢ NpeneprYsa 0cobeHo
BHHMaHHE NPH NPeANTHCBAHETO Ha METHOPMHHOB XUAPOXIOPHA Ha Aeria Mexay 10 u 12 roguiuma
BBL3IPACT.

CHd IIPE CMCICHHA

BeHYkH nauuentd Tpadpa na NpoAWLKAT JHETATA CH ¢ PABHOMEPHO pasnpeleeHye Ha
PRIACXUAAPATHWA TIpHeM Tipes Aeks, [lanuerTuTe © HagHOPMEHO TerNo TpAORa Aa cnasBar
HHUCKOKAJIOPHYHATA CH AHETA.

Ofu4aiiHitTe NabOPATOPHH TECTORE 34 MOHUTOpHpaHe HA TualeTa TPAOBa Oa ce HIBBPINBAT PEAORHO.
MerdhopMuH, npuaarad CaMOCTOSTENHO, He NPEAHSBIKBA XHIIOMIMKEMHS, HO TpROBa Aa ce BHHMAaBa,
KOraTo ¢e H3MO/I3Ba B KOMOMHALKS € HHCY/THH WITH APYTH NEpOopalHH aHTHAXAOSTHH NPORYKTH (Hanp.
cyHpaHuTy peliHg TPOAYKTH FUTH METTIHTHHHAM).

4.5 B3aanmogelicTBHe ¢ APYI'H JEKAPCTEEHH IPOAYKTH H APYrH GOpMH HA B3AHMOAEHCTBHE

He ce npencbbuga conbmemaarya ynompeéa

Arxoxon

ATKOXONHATA UHTOKCHKALHA C€ CBHP3RA ¢ MOBHIIICH PUCK OT NaKTaTHa alkA03a, ocofeHo
rnanyBaHe, HENOXPAHBAHE HITH YepHOAPoDOHa HeJOCTATHYHOCT.




Hoduparu xoumpacmuu eewecmaa

Metrdopmun Tpabea 3aAbIKHTENNO A8 ce Crpe MPeAd HIH (10 BpEME Ha Npoueaypara 3a obpasna
AHArHOCTHKA W He Tp:AOGBA na ce BL306HOBIBa N0 Hat-Manko 48 yaca creq Toea, NpPH YCHOBHE Ue
OnOpedHaTa QpyHKIHA € OLeHEHA OTHORO H e YCTAHOBEHO, Ye ¢ ¢cTabHnHa, Bix TOYKH 4.2 H 4.4,

Kombunauuy, w3ucrsauy RPEORAIHY MepKy Hpi yrompeba

Haxou nexapersess IpoAy«TH MOPAT fa C€ OTPasAT HeGnaronpuaTHo Ha SE0pedHaTa PyYHKLIHA, KOSTo
MOMEC Na YBCIHYH PHCKA OT JIAKTATHA auuAo3a, HaitpuMep HCTIBC, prmovnTento cenekKTHBHH
HHXHOMTOPH Ha LUKookeHreHasa (COX) 11, ACE unxuGuropu, aHruotensuy I peHEnTOPHH
AHTACOHHCTH H AUYPETHIM, 0C00eHo OprMKosH AHypeTurtd. [lpu 3anousaseTe MK yroTpeGara Ha
TaxHB2 POAYKTH B KOMOHHALMS ¢ METHOPMUH ¢ HeoGXOAMMO BHMMATENHO NPOCAEALBANE Ha
OnOpevnaTa hyHKiw,

JTexapcmeenu npodyrmu ¢ svmpetuna XUREPZRUKEMULHA ARIMUSKOCH (HANP. 2MOKOKOPMUKCCMEPOUdU
(CUCHIEMHO U TOKAINO NPUIONCEHUE) U cumMnamoMurMemuy)

Moxe na e Heo6X0AUMO NO-4ECTO NPOCne/SBaAHe HHBOTO Ha KPBBHATA 3aXap, 0cobeHo B HAYANIOTO Ha
nieyenneto. Ipu Hyxna so3ara Ha MmeTdopMun Tp26Ba na ce ananTapa 1o BpeMe Ha NEYECHHETO CRC
CHOTBETHHA NCKAPCTBEH NPOAYKT M Clie] HEMOBOTO CIMPAHE.

Tpancnopmepu na opeanuuny xamuony (OKT)
Merpopmuti e cyScTpar # Ha neata Tpanciioprepa OKTI 1 OKT2.

EAHOBpeMeHHOTO NpHIOKEHHE Ha METHOPMHH ¢

* Huxuburopn na OKT1 (karo BepanamMum) MoOraT fa HaMAnAT epuracHoCTTa HA METPOPMHH.,

. Hegyxropu wa OKT1 (kato pudaMnuIiKg) MOraT Ja OBHIAT racTPOHHTECTHHANHATA
aGcopbuus u epukacnocTTa Ha MeThopMAH.

* Huxuburopr Ha OKT2 (kato wameTuams, 100yTerpasup, paHoIasHH, TPHMETOITPHM,
BaHIeTaHKG, HCABYKaHA30J1) MOT'AT Aa MIOHKAT CITHMHAHHPAHETO Ha METHOPMHH Npe3
SuSpenyTe ¥ Topa Aa A0BeAE A0 NOBHINEH: TLIA3MeHA KOHLSHTpaiia Ha MeTHOPMHUH.

* Huxuburopu Ha OKT1 1 OKT2 (kaTo KpH3oTHHHG, ontamaprG} Morar ga NpoOMeHAT
ehuxracnocTTa U GLOpeUHAT? CTMMWHALNA Ha METHOPMHEE,

Cnegoarento, Heo6XoAHMO € 1a ce 06pbllua BHHMANKE, 0COBEHO PY MALKMeHTH ¢ 656peyHo

YBREXCIAEE, KOraTa Te3u NSKAPCTBSHY NPOAYKTH C& NPUNAraT eAHOBPEMEHHO ¢ MeTQOPMUH, THit KATO

MIa3MEHATa KOHLIEHTPALIHA Ha MET(HOPMEH MOXKE 2 Oble MOBHIIEHa, AKO € HEOOXOAHMO, MOXE A3 Ce

OOMHCIH KOPEKIIHAA Ha [103aTa, Thil kato OKT RHXHOUTOPHTE/MHAYKTOPHTE MOTAT A2 [TPOMEHST

SPHKACHOCTTA Ha METPOPMHUH. |

4.6 GepTnuTeT, GpEMENHOCT H KBPMEHE

bpemennocT

Ilo Bpeme Ha GpeMEHHOCT HeKOHTPOTHPaHMAT AHAGET (TeCTAUMONEH WIH IOCTOSHEH) C& CBBP3BA ¢
NMOBHINCH PHCK OT BPOACHH aHOMAIMY WITH TIEPHHATAIHA CMEPTHOCT.

OrpasH4eHnTe JaHHH 32 YIIoTpebaTa Ha METHOPMHH TP SpeMEHHH KEHH He C€ CBBP3BAT ¢ NOBHILEH
PHCK OT BPOASHH AHOMAITHH.

Onurute ¢ XUBOTHH He NOKA3RAT YBPEXAAIH 6PEKTH, CBBPIAHM C 6peMerHOCTTA, eMOPHO
Wi ETAIHOTO PAsSBUTHE, paXaate UK NOCTHATANHO paspHTHe (BIK TOUKA 5.3).

B cmyuait na nnanuparo 61aei0 3a6pemeHasane H no Bpeme Ha BpeMEHHOCT, C€ MPEro
IEHEHUS Ha AHAGeT A2 He ce U3NoN3ea MeThOPMHH, 2 34 NOMAXLPHKAHE HA HHBOTO Ha KpPb




BB3MOKHO HaH-0HM3K0 J0 HOPMARHOTO, 4 o€ NPHAAra HHCYIHH, 38 HAMATABAHE Ha PHCKE OT
mamdopMaly ga Mona.

KbpMeHe

MerdopmuH ce exckpetupa B kppMata. He ca gabniofaganu HeXKeNaHH JICKRPCTBEHH PEAKUKHH NPH
HOBOpOACHE KbpPMaueTa/Manke Aeua. Bee nax, mopaaM orpaHU4eHUTS HATMYHE AAHHHU, KBPMEHSTO He
ce NpenopbhYsa 10 BpeMe Ha NgUeHne ¢ MeTHOpMHH.

TpnGra na ce R3EME pellleHNE A Aa Ce NPEYCTAHOBA KBPMEHETO KAaTO C& HMA NIPEABHE NOA3ATa OT
KEPMEHETO K IOTEHUUATHHUS PHCK OT HEXENAHH NeKapCTBEHH PEakLMH 34 1eTeTO.

DEepTHRUTET

[1pH MBAKH K XKEHCKU TUIBXOBE QEPTHNHTETET HE Ce MOBIHABA OT MET(HOPMHH, NPHUIOKEH B AO3H JI0
600 mg/kg/Ha nen, x0eTo € MOYTH TPH NETH MOBEUE OT MAKCHMATHATA NMPENnophiaHa AHEBHA K033 MPH
xopa, Ha 0a3a cpaBHeHHE Ha TENECHA NORBPXHOCT.

4,77 Edexrn 8bpxy cnocodnocTTa 32 Iodupane U padoTa ¢ MANIHAK

MeTrgopmiH, KaTo MOHOTEpalus, HE BOAH A0 XUIONIMKEMUA H JATOBA HAMA BIMAHHE BhPXY
cnocoBHOCTTa 32 WwodHpaHe H pafoTa ¢ MalEAH,

Bee nak, nauuedTuTe Tpabea A3 ca MpeAyNpPereHH 34 PHCKA OT NOABATA HA XHITOITIHKEMHS, KOIaTO
MeTQOPMUH Cce H3M0/13Ba B KOMOHHALKA ¢ APYrd aHTUAUASETHH JIeKapeTEeHH MIPOAYKTH
(Hanp.cyndaaunypeiind, HHCYANHE WK METJIMTHHRLH).

4.8 Hexkenann JieKapCcTBeHH PEAKIIN N

B Havanoro Ha neyennero, aal-uectire HEXeNAHY IEXApCTBCHH PeakLHH ca rajene, NoBpBIIaHe,
AHAPHA, CTOMAINHA Qoslka K 3aryba Ha aneTyuT, KOMTO B MOBEYSTO cJIYYAH OTMHHABAT CTIOHTAHHO, 32
MpeAOTBPATABAHETO HM CE NpENopHUBa METQOPMHH 1A C¢ IPHEMA HA ABC WIH TPH AHEBHH JO3U U
AOCTENCHHO YBENHHABAHES HA NOIUTE.

Ilo BpeMe Ha nedeHHe ¢ METOPMHUH MOTAT A4 Ce NOABAT CIeAHHTE HeKeNaHH TeKAPCTBeHH PeaKiHu,

YecToTara HM ce OTNIpefens KakTo cliensa; MHOro dectH: > 1/10; wecTH: > 1/100, < 1/10; HeyecTn; =
1/1000, < 1/100; peaxu: = 1/10000, < 1/1000; mHoro peaku: < 1/10000.

[TpH BeAKO rpynMpale B 3aBUCHMOCT OT YSCTOTATA, HEXKENAHHTE NICKAPCTBSHH peakliH ce H3bposasar
B HH3XOAALL pef MO OTHOUIEHHE Ha TEXECTTA,

Hapyiuienua na MeTadonnsMa 1 XpaHeHeTo

Mroeo pedxru
. JlaxrarHa amrosa (BHxK Touka 4.4)
. Hamanera abcopluus Ha sutaMud Bia v HaMandBaHe Ha CEpYMHATE HHUBA IO BpEME HA

NPOABIDKHTENHO IeUeHKe ¢ MeThopMuH. IIpenopeuBa ce NoobHa eTHOMOTHS Jad ¢ B3eMe
NpeABH] B CIy4aid, 4e NatHeHTsT HMa Meranod/1acTHa aHEMHA.

Hapyuienua Ha HEpRHATA CHCTEMA

Uecinu
. HapymeHHa Ha BKyca.

CTOMANTHO-YPERHN HADYIICHIS

Muozo vecmu




. CTOMAIIHO-YPEBHK HAPYILIEHHS KATO TaACHe, MOBPEUIAHS, AUADHA, RGH0MHNHATHE Sonka ¥
3aryba Ha anerur. Te ce nmoARABRaT Hali-4eCTO B HAYAIOTO HA TEPANHATA H OTMUHABAT
CIMOHTAHHO B NOBEYETO CAYYaH. 3a Ja ce NPENOTBPATAT TE3H CUMIITOMH, € [IPenopPhUYHTENHO
MET(HOPMHH Jia ce NpHeMa Ha 2 WiIH 3 AHEeBHU JIO3H DO BPeMe HIIM cliel]l XpaHeHe, Bapromo
YBEJHYABAHE HA J03aT2 MOXE CHILO Ja MOACOPH racTpOUHTECTHHAIHATA TONEPaHTHOCT.

HapyiueHus Ha ueproapoOHaTa H #nbuHa GyHKids

Mrozo pedxy
. EJHHHUHHK ClTyMaH Ha aHOMAIHH B Y€PHOAPOOHHTE MICNEABAHHA WM XENATHT, KOHTO
NPeMHHABAT CIe/ [IPEYCTAHORSABAHBE Ha IEUEHHETO C METHOPMUH.

[IpoMen# Ha k0oxKaTa ¥ NOJKOXKHUTE ThKAHH

Muozo peoxu
. KoxkHu peakiiup kaTo epureMa, NPYPUTYC, YPTHKAPHS.

HeamaTpavuua nonyaanas

HexenaHure neKapcTBeHH peakUMU oT MyONHKaHH 1 NOCTMAPKETHHPOBH W3TOYHHLH, KAKTO H OT
KOHTPONHPAHH KITHHYYHH NPOYUBaHUA HA MaJka rpyna aela, Mexnay 10 u 16 rogusm, Tpetupany b
NPOABJDKCHHE HA | roAKHa, ca MOAOOHH Ha HalMOAABAHKTE TIPH RL3PACTHH 110 OTHOIMEHME HA
XapaKTepa H TeKecTTa HM.

Coliapade HA IONO3UPAHN HEXENAHH pPeaKLKH

CpoOuiaBaHEeTO Ha MOJOIHPAHH HEXKEIAHH PeaKlHH clief paspemanaHe 3a ynorpeGa Ha eKapCTBEHMS
NPOAYKT € BaxkHO. ToBa Mo3B0NAB2 Ja NPOABIKHY HAGMOACHAESTO HA CHOTHOIUCHHETO N0JI3a/PHCK 34
nekapeTeeHnd MpoAyKT. OT MEAHOHHCKHTE CHELHATHCTH Ce BIHCKBA Aa ChoOIaBaT Boaka
MORO3MPAHA HEKESIAHA PEAKLHA Ypes

Hanbruvrenda areHuMA 1o JieKkapcTBaTa

ya. . Jamsn I'pyes™ Ne §

1303 Codua

Ten.: +35 928903417

yebcaiit: www.bda.bg

4.9 Ilpenosnpane

XHNoraMKkeMus He ce Habmogasa nopu npH Ao3K Ha MeTdopmuH Ao 85 g, BENpery ue NpH Takuba
06CcTOATENCTRA CC MOABABA NAKTATHA alH03a.

3HAYHTENHOTO NPEAO3HPaHe HA METQOPMHHOB XHAPOXJOPHA, M CHITETCTBAILIATE PHCKOBH (akTOpH
MOTaT ga AOBEAAT /IO TaKTaTHA auua03a.

JlakTaTHATA auKAO3a € CIEHO ChCTOSHIE H TpLOBa Aa ce nexysa B GomHiua. Hailt-edexturHoTo
nevYeHue € OTCTPaHARAHETO HA NAKTAT U MeTGOPMHH Upe3 XeMOJHANM3A.

5. ©®APMAKOJIOIMYHH JAHAN

3.1 dapmakoaHHAMHYNH ¢cBolicTBA

bureauuan. ATC konx: AIOBAOZ

MexaHH3bM Ha JCHCTBHE




MeTthopmuH ¢ SHIBaHIA ¢ AHTHXUNIEPITHUKSMUYHE edekTH, Hamaadsawk GasanHara v
NOCTNPAHAHAJIHATA KPBbBHA 3axXap. T ol He CTHMYNHpA HHCY/IUHOBATA CEKpPeLMA, 3aTOBA HE
TIPE/H3BUKBA XMIOTITHKEMI,

MeTdopMuH MOXe & ASHCTRA Upe3 TPH MEXARH3MA!

*  HamansBa yepHOApoBHATA MPOIYKIMMS Ha FIFOKO32 4pe3 HHXHOHpaHe Ha PMIOKOHeOreHesaTa 1
rIIHKOr¢HOJIH3ATA,

’ B MYCKYJIHTE, Upe3 MOBUILABAHE HA YYBCTBHTEIHOCTTa KbM HHCYJIRH, ToAoOpABaHe Ha
nepHpepHUA OPUEM M YCBOABAHE HA [IIOKO34TAa,

e  ypes zabasaHe Ha aGcopOuMATA Ha MIOK03aTa B YEpBaTa.

MeThopMuH CTHMY/IHPa RHTpALCTYIAPHHA CHHTE3 Ha MMIHKOTSH, KaTO FE3EACTBa BEPXY TTIMKOTEH-
CHHTA34TA.

MerhopmMyn MOBUIIABA TPAHCIIOPTHHA KANAUTET Ha BCHYKH BUAOBE MeMOpaHHH IPEHOCHTEJIH Ha
rmokosa (GLUT), u3eecTHH aocera.

PapMakonHHaMuuHY eQEeKTH

B xnuxvunM npoyuysaHus, ynotpebata da MeTGOPMHH ce CBBP3Ba ChC CTAOMIH3HPAHE HA TEIECHOTO
TETNO WK ¢ YMepeHa 3aryba Ha Terno.

Merdhopmun uMa GnaronpHsTHH ePEXTH BLPXY THITMIHHA META0ONHIEM NPH X0pa, HE3aBHCHMO OT
HEroBOTO AEHCTBHE BbpXY IITHKEeMHATA. TOBA € IOKa3aHO B TEPATICBTHYHH JA03H MPH KOHTPOITHPARH,
CPEAHOCPOMHU MM ABACOCPOYHHA KAHHHYHY MpOYYBaHHL: MeTGOPMHH HAMANIARa HABATA Ha OOk
xonectepon, LDL-xonecrepona H TPHUCIHLEPHAHTE,

KnunyuHa edeKTHBHOCT

[IpocnekTsHOTO padAoMM3HpaHo npoyuBaHe (UKPDS) norsspau AwIroTpaldHaTa nomasa ot

HHTEH3HBHHA KOHTPOJI Ha KPBBHATA 3axap [pu BE3pacTHH MalHeHTH ¢ Anaber Trit 2.

AHANM3BT HA PEIYITATHTE [IpH NALMEHTH ¢ HAMHODMEHO TErNo, JEeKYBAHH C MET(HOPMHH CIICA KATO

0e3 ycnex € NpHIKeHa CaMo AueTa, IIOKa3kar:

. SHAMMTENHO HaManeHue Ha aGCOMOTHIMA PHCK OT BCAKAKBH YCUIOMHeHN, CRbp3aty ¢ Auabera, B
rpynata Ha merdopmuH (29.8 ciyvas/1000 nauneHT-roqMHH) B CpaBHEHHE © rpynaTa NalukMeHTH
camo Ha aHerta (43.3 cnyaan/1000 naunesT-rogunn), p=0.0023, 1 B cpagHeHHE C IPYNUATS Ha
cynhaHnIypeitHH NEKApCTBEHH NPONYKTH H MHCYITHH, MOHoTepanus (40.1 cny4as/1000
MAUHEHT-ToAHHN ), p=0.0034.

. 3HAYHTENHO HAMAACHHE Ha a0COMOTHHA PHCK 38 CMBPTHOCT, CBBp3aHa ¢ xuabera; MeTGOPMHH
7.5 cnyyas/1000 naurenT-roauay, camo Axeta: 12.7 cny4as/1000 naupent-romuny, p=0.017.
» 3HAYHMTENHO HaMANeHHe Ha aBCoMmoTHIA PHCK 32 ofiia CMBPTHOCT: MeThopMus 13.5

cmyvag/1 000 nauMeHT-roAMHY, B CPABHEHHE ¢ rpynarta MalHeHTH camo Ha aueta: 20.6
cnyyas/1 000 naupenT-roguny, (p=0.011), H B cpaBHeHHEe ¢ KOMOHHHPAHKTE rPYNH Ha
cy/bannnypeliii NeKapcTBEHH NPOAYKTH H HHCY/IMH, MOHOTEpanHus: 18.9 cny4as/1000
nameHT-roaaaM, (p=0.021).

o 3HAYKTETHO HaMaleHHe Ha abCcoMmOoTHHA pHCk 33 MUOKApAeH HHGapKT: MeTdopmuH 11
cayuas/ 1000 mauHenT-roguaH, camMo auera 18 cayqan/1000 nammenr-ropury, p=0.01.

He ca nabmromaBari KIHHKYHE [TOA3H IpH KOMOMHUpatie Ha MeT(OpMEH CBC CyNaHuyped,
[IPHIaraH Karo BTOpa JHHHA HA iedEHHE.

KoMBHHanmaTa Ha MeThOPMHH ¥ HHCYIHH € TIpHIarasa npy H3GpaHi nalueHTH ¢ auaber Tun 1, Ho
KNUHIYAA ON3a He € KATENrOPHYHO YCTAHOBEHR,

Heaparpryna NoRyaauyg




KoHTpolupaHH KIMHKUYHY NPOYUBAHHA ¢ HECOAMA TPYIa Aela, Mexkay 10 i 16 rogHHu, TpeTHpaHH B
NpoAB/LKeHIe Ha | rOAKMHA, ¢4 MOKA3AIH IIPOMEHHM B HHBOTO HA KPBRHATA 3aXap, aHAJOTHUHM IIPH
BB3PacCTHH NALHSHTH.

5.2 @apmarkoxuseTHUNH ¢BOICTBA

AbGcopfuma

Chnen nepopanta 103a MeTGOPMHHOB XHAPOXTIOPHA TaBNeTka, MAKCHMAJIHATA [U1a3MEHA
KOHHEHTPALHS (Cuax) CE JOCTHA NPHONU3HTENHO ciel 2 uaca H 30 MHHYTH (tmax). AGCOMOTHATA
6HoHanHuHoCT Ha 500 mg unu 850 mg MeThHOPMHHOR XHAPOXNOPHA TaGNETRH ¢ NPHOIU3HTENHO 50 —
60% npu 3apasy xopa. Celt NepopanHa Ao3a, HeaficopGupanarta GPaKUHA, OTKPHTA BbB (PEKATHHUTE €
20 ~30%.

Crnen mepopanet npuem, abGeopSupsTa Ha MeThOPMHH € HACHTeHa H HembAna. [Ipeanonara ce, 4e
abcopOusara va MeThopMul He € auHeliHa.

[Tpe penopbYaHUTE KO3M H 030BH CXEMH C METQOPMHH, CTAGHMHATE INA3MEHH KOHUSHTPALHH Co
AOCTHraT oT 24 1o 48 waca i1 00 NpEHIAN ¢a no-Hucky ot | micregram/ml. [Tpu koHTpONEpany
KANHHYHH W3NHTBAHHA MAKCHMATHHTE MNA3MeHH HHBA Ha METGOPMHH (Cinax ), HE HAABHINARAT 5
micrograms/ml, JOpH H NPH MAKCUMANTHHE AO3H.

XpaHara HaMa/1Ba CTENCHT H cnabo sabaea abeopbuusra Ha Metdopmu. Cea nepopaicH NpHeM
Ha TabneTka or 350 mg ce Habmonasa 40% Mo-HHCHK MUK HA Ma3MEHATa KOHLEHTpanus, 25%
namaiapane Ha AUC (mnoutra non xpusarta) ¥ 35 MEHYTHO YAB/DKABAHE Ha BPEMETO RO NEK2 HA
[U1a3MeHaTa koHUenTparud, KINHAHYHATE NOCNEICTBHA OT IPOMAHATA Ha TE3H [apaMeTPH OcTaBaT
HEU3ACHEHH,

PasnpeaengHue

(CBBP3BAHETO C NJIA3MEHUTE MPOTEMHY € He3HauumMo. MerdopMun ce pasnpeneil B epHTPOLHATHTE,
TTUKLT B XPBEBT2 & NO-HUCEK OT INAIMEHNA NHK ¥ C& NIOSBABA TIPHGITHIUTENHO N0 ChHIOTO BpeMe.
YepseHnTe KpEBHH KIETKH Hali-BSPOSTHO TIPSACTABNABAT BTOPHYEH €TaM HA pasnpeecHHe.
Cpeauuar ofeM Ha pasnpeaencHie € B paMruTe Mexay 63 w276 L.

MeTaGonHaeM

MeThopMuH ce eKCKpeTHPa HENPOMEHEH B ypHuHaTa, He ca uaeHTH)ULHMpaHH MeTaSoJIMTH 1ipH
Xopara.

ENUMUHHPEHE

BLOpeuHHaT kiuprHe Ha MeTdopMIH € > 400 ml/min, xoeTo Mokasea ue MeThHOPMHUH CE eTHMHHHpa
ypes rioMepynHa ¢purrpanys u TyGynHa cexpenus. ClIeA nepopanta A03a, OYEBHIHO KPAHHHAT
SNHMHHAIHOHEH ITOAYKHBOT € MpHGNH3KTEIHO 6,5 yaca.

Koraro 650peuHara QyHKLHA € HapyllieHa, GLOPeUHMAT KIMPBHC € HAMATICH NPOTIOPLEOHANHO Ha
TO3H Ha KpeaTHHUHA H 3aTOBa S/TMMHHALAOHHHAT [TONYKHUBOT € YXLILKEH, KOSTO BOJAH A0 MOBHINEHH
HHBA Ha METHOPMUH B MN1A3MAaT3.

XapaxkTepHCTHKA NIPU CHELHATHH rPYIIH NalKeHTH

BE10peyHo vepexnane

HANPABH HATSNIHA OUSHKS Ha CHCTEMHATA eKCO3HLMA Ha METHOPMUH B TA3H NOATPYHA B
C MALMEHTH ¢ HOPMAaJiHA 6B0peuHa GyHKIHA. CleoBaTeNHO, aNANTUPAHE HA A03aTa TPAGES
H3BBPIIBA BH3 OCHOBA Ha KIMHHYNH ChoOp@KeHHa 3a ePUKACHOCT / TIOHOCHMOCT (BIOK TOYK4



[leauarpruyHa DOHYIATHS

Hacaeanane npy eAHOKPATHE A03A. PAPMAKOKUHMETHUYHHUAT NPCDOHI TIpH Acna, NOAYUWIN eAHOKPATHA
no3a oT 500 mg MeThOPMHHOB XMAPOXNOpUA, € Moo0eH Ha TO3H NpH 3APAaBH BB3PACTHH.

Pesynrati chel MHOTOKPATHO A03MpaHe; BCHMUKH JaHHH ¢& NONYYeHH OT ¢aH0 Hacneasane, Cnesl
npuiac:xeHue Ha no3a or 500 mg ABa MbTH AHEBHO B NPOAB/LKCHHE HA 7 AHU HA ACA H FOHOLIH,
MAaKCHMANHATa rnnasmMeHa KOHUESHTPauHA (Cmax) H CHeTeMHATA excrrosHuna (AUC 0-1) ca HaManeHH
CHOTBeTHO ¢ 33% u 40% B cpaBHESHUE C BB3PACTHH AHAOETHLH, TOAYYHIH Ao3u or 00 mg xBa NETH

JAHEBHO B npoab/ukeHre Ha |4 quH, Tesu pe3ynraTa ca ¢ OrpaHdYeHa KNHHHYHA 3HATHMOCT, TOPamH
HHAMBUYIHOTO ONPEASIIIHE Ha JO3UTE B 3aBHCHMOCT OT HHBOTO Ha KPBBHATA 3aXap. -

3.3 Ilpeakanuuaay 1aund 3a gelgracuact

[TpeaxnuBEMYHUTE JaHHH, OCHOBABAILH Ce HA KOHBEHLMOHAIHH NpOy4BaHud BEpXY Oe3onacHoCT,
(hapMaKoNorHA, TOKCHYHOCT ¢Jiell MHOTOKpAaTHO JO3HPAHE, NeHOTOKCHYHOCT, KaHUEPOreHEH
MOTCHLHAN M PENPOAYKTHBHA TOKCHYHOCT, HE ITOKAa3BAT 0COOEH PHCK MIPH Xopa.

. 6. GOAPMAIEBTHYHH JAHHHA

6.1 CnHchbK Ha NOMOLLBUTE BEUISCTRA

TabneTHa chpLEeBHHA
[Tosnoon K30

Maruxezues creapar

POuNMOBO MOKPUTHE
XUnpoMenosa

6.2. HecnhBMecTHMOCTH
Henpunoxumo.
6.3 Cpok Ha rogaoct

IleT roguyy.

6.4 CnenHanHu YCAOBHS HA CBXPaHeHHe
Toau nekapcTReH NPOAYKT He H3UCKBA CNELIHATHM YCJIOBHA 33 ChXpaHEHHe,

6.5 Bua B chabpKANHe HA ONAKOBKATA

Onaxosku 110 | (x100), 8, 9, 10, 14, 26, 21, 30, 40, 50, 56, 60, 84, 90, 100, 120, 300, 600 umu 1000,
onakoBann B dnuctepu (PVC/AL).

30, 60, 200, 300 pm 600 TAGHETKH B NACTMACORH GYTHIKH (OT MOMHETHICH C BHCOKA INTETHOCT) ¢
KanavykH, XOHTO He MOraT Ja ¢& OTBAapAT oT Aeua (OT NMONUANPOIUIEH).
He BCHYKH BHIOBE ONAKOBKH MOraT Aa OpaaT ITyCcHaTH B npoaaxkia.

6.6 CnenuaaHH NpeANa3HH MEPKR M H3XBhpIAHE

HeH3non3paHuAT IEKAPCTBEH MNPOAYKT WK OTNANLYHHTE MATEpPHAIW OT Hero Tpa(Ba ce
CLOTBETCTBHE ¢ H3HCKBaHUA,




5. TIIPHTEXKATEJI HA PASPEIEHHETO 3A YIIOTPEEA
Merck Santé S.A.S.,

37, rue Saint Romain
69008 LYON

DOpanumn
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