KPATKA XAPAKTEPUCTHUKA HA TTPOAYKTA



1. UME HA JEKAPCTBEHMUI ITPOAYKT

U3NLNAHUTENHA ATEHULUAR N0 NEKAPCTBATA
["mokodax XR 500 mg rabneTku ¢ yABIDKEHO 0CcBODOXKAaBaHE XBDORINEPUCITILKE Hé ;’}?’7 - Npuscmee 1

Glucophage XR 500 mg prolonged-release tablets

2. KAMECTBEH U KOJHUYECTBEH CbCTAB

EaHa TabneTka ¢ yAbMkeHo ocrobmkaBaHe chabpika 500 mg MeTdopMuHoB xuapoxnopua (metformin
hydrochloride).

3a MBJIHAA CMMCHK HA MOMOUWHHTE BeUleCTBa BUKTE TOUKa 6.1.

3. JEKAPCTBEHA ®OPMA
TabneTka ¢ yAbKeHO 0CBOOOIKIaRaHE.

Besn 10 nouTy 0eny, KpbIiH, ABOHHO H3MbKHANH TabneTkH ¢ penedeH Haamuc ,,500% ot eqHaTa
CTpaHa.

4. KJIHHHUYHU TAHHHU
4.1 TepaneBRTHYHH NOKA3ZAHUSA

. Hamansgade Ha pucka unm 3abassiHe Ha pa3BUTHETO HA 3axapeH JuadeT THI 2 OpyU BL3IPACTHH
NALMEHTH, NAUMEHTH ¢ HAJHOPMEHO TErNo ¢ HapylweH rmokoszeH tonepanc (HI'T) w/wmu

HapywieHa rankeMus Ha raaro (HI'T), v/unu nosuienu croiiHoctd Ha HbA1C, kouTo ca:
- C BUCOK pHUCK OT pa3BHTHe Ha 3axapeH aHadeT THI 2 (BX. Touka 5.1) M
- C nporpecus KbM pa3BUTHE Ha 3axapeH AHadeT Tyun 2, BBIPEKH 3aTIOUBAHETO Ha
MHTEH3UBHA MIPOMAHA B HAUMHA Ha KHBOT OT 3 A0 6 Mecelia.

HNeuenuero ¢ I'mokodax XR tpabea na 6vae GasypaHo Ha OLICHKA HA PHCKA BKITIOYBALIA MOAXOAALIM
MEPKH 3a IMTHKeMUYEH KOHTPOJ (BXK. Touka 5.1).

[IpoMsiHATa B HAYKMHA HA UBOT HA NMaMeHTa TPAOBA Ja IMPOAL/DKM TIPY 3aMO4BaHE Ha TEpanHa ¢
MeTGOPMMH, OCBEH MPUH HERBL3MMKHOCT HAa MAUMEHTa Ja ¢€ NPHAbPXKA KbM HERA IOpaay MEAHIHHCKH
PUYHHH.

. JIeuenue Ha 3axapeH AuabeT TN 2 NpU BB3pAcTHH, 0cOOEHO PH MALMEHTH ¢ HAMHOPMEHO TEIIO,
KOraro camMo AHeTa W (PU3HYECKU YIPAKHCHHAA HE BOAAT A0 AACKBATEH FTHKCMHYEH KOHTPOI.
I'mokogdaxk XR moske aa ce mpunara KaTo MOHOTepanHs WIH B KOMOUHALIMSA € JPYTH NMEPOPaTHit
AHTUAHUAOETHH NEKAPCTREHU NPOAYKTH, HIH C HHCYIIMH.

4.2 No3UpOBKA H HAMHH HA NIPHIGKEHHE

Hozuposka

Buvapacmmu ¢ nopymaka debpeuna dynryus (eGER > 90 mL/min/1.73m’)

Haviauasane Ha puckd wiu 3a6aeéane Ha pazeumuemo Ha 3axapen ouabem mun 2




e VYnotpebata Ha MeThOpMUH TPIOBA A ce UMA NIPEABUSL B ClIy4YaH, Y€ HHTEH3WBHATA MPOMIHA
B HAYMHA Ha KWMBOT 3a MEPHOA OT 3 A0 6 Mecelia He € JIOBETa J0 aJCKBATEH INTHKEMHYEH
KQHTPOJ.

o Tepanusta TpaGra Aa zanoude ¢ efqHa Tabnerka [mokodak XR 500 mg BenHbkK NHEBHO,
npHeMaHa No BpeMe Ha BEUSPHOTO XPaHEHE.

¢ [IpenopbuBa ce kopekLMs Ha goszata ciiea 10 no 15 aHu Ha GasaTa HA H3MEpBaHe HA HHBOTO Ha
KpbBHaTa 3axap (croitnocTute Ha O TT, W/WiIy Ia3MeHara rmoko3a Ha rnaaHo, Wuin HbAIC
Ja Obpar B Hopma). [locTeneHHOTO MOBMILABAHE Ha JA03aTa MOXKE Ja noaodpu racrpo-
MHTECTHHANHATA TONEPAaHTHOCT. MakcuManHaTa npenopburTenia 203a ¢ 4 Tabnerkn (2000 mg)
BEAHBbXK AHEBHO, [0 BPEME Ha BEUEPHOTO XPAHEHE.

e Jlpenopbuea ce peaOBHO MOHHTOpHpaHe (Ha BCGKH 3-6 Mecelld) HA TMHKEMHYHHS CTaTyC
(Husata Ha OT'TT, /UK WiazMeHaTa nmokosa Ha rnando, w/uid HbA 1C) KakTo H Ha pHCKOBU
aKTOpPH, KOUTO 4 OLEHAT JanH eueHueTo TpadBa Aa OBAe NMPOABIDKEHO, NPOMEHEHO HITH
NpeKbCHATO.

o PeuleHne 3a npeolleHKa Ha TEpalMATa CBHIUIO TAKA ¢€ U3MCKBA, aKO MAUHEHTET BNOCICACTBHE
OPWIGKH NOJ0OpeHHs B AHeTaTa U / MK PHU3UYCCKHTE YIIPAXKHCHHA, WIK aKO NPOMEHHTE B
MeAHLMHCKOTO ChCTOAHUE WIE MO3BOAT MO-rOJICMHA HHTEPBEHUHMH B HAUHMHA Ha JKHBOT,

Monomepanus npu saxupen Ouabem mun 2 u ¢ Kombunays ¢ Opy2u anmuouabemnu cpeocmea

e (OHyaliHaTa HaualHa 1032 € eaHa TadeTka JHEBHO.

e Crea 10 o 15 anu Do3ata Tpabea Aa ¢e aNanTHPa B 3aBUCHMOCT OT U3MEPEHUTE CTOMHOCTH Ha
KpbBHaTa naxap. [locTemeHHOTO MOBHLIaBaHe Ha Jo3ara MoXe Jaa [00ao0pH TacTpo-
MHTECTMHAHATA TOMEPAHTHOCT. [IpenophuUTeIHATA MAKCHMMATHA AHEBHA 1034 € 4 Tal/eTKH
AHEBHO.

e [lfoBuwapaHeTo Ha no3aTa TpAGea Ja cTara ¢ 500 mg Ha Bcekn 10-15 aHH, 10 MAKCHMYM OT
2000 mg BeIHLK JHEBHO. AKO HE C€ NMOCTUra rHKeMUYEeH KOHTPOJ MPH eIHOKPATEH THEBEH
npueM Ha [ mokodak XR B MakcuManHa aosuposka oT 2000 mg, Moxe 1a ce OOMHUCITH NPHEMBT
Ha [ mokodaxk XR 1000 mg apa neTH JHEBHO, KATO W [1BaTa NpHeMa TpAGBa 1a ObAAT NO BpeMe
Ha xpaHeHe. [lpy HEZOCTHUr Ha AlEKBATEH TAHKEMHUYEH KOHTPOI, MOXKE [la cé IPEMHHE Ha
Tepanus ¢ MeTthopMHH TabmeTkH ¢ HezabaBHO ocBoboNaBate /10 MakcHMaHa 1o03a ot 3000
mg JXHEBHO,

¢ [lp¥ nanMeHTH, KOHTO BeYe ca JNEKYBaHH ¢ MeTQOPMHH TabneTK#, MBpBOHa4a/lHaTa 1034
[mokodask XR Tpsbea na Obae eKBHBaJCHTHa HAa JHEBHaTa 034 TaGNeTKH METGOPMUH C
HezabasHo ocBoOokAaBane. ITpy MaUMEHTH TPETHPAHHM ¢ METQOPMHH B J03M [10-BUCOKH OT
2000 mg aHeBHO, HE Ce MpenopbuBa NpeMHHaBaHETO KbM Tepamnia ¢ [mokogak XK.

e AKO ce NnpeaBH)KAA [IPEMHHABAHE OT APYr MEpopaneH aHTHAHAOETEH NPOAYKT, NMPEIHIIHOTO
XMAOITHKEMHYHO feyeHHe TPAOBa Ja ObJe DPEyCTAHOBEHO M Ad C€ 3aMeCTH ¢ MeT(hOpMHH
CBHIIACHO NPETIOPEKUTE 33 THTPUPAHE M J034aTa, MOCOYEHH NMO-Tope.

KomMOunayus ¢ uHCY.T1UH

MeTpopMHUH M HHCVY/IHH MOTaT Ja C€ MBTION3RAT KAaTO KOMOWHHMpaHa Tepanus, 3a Aa €€ [OCTHIHE 10-
A0OBP FAMKEMHYEH KOHTPOI.

O6uuaitata HayanHa qo3a ¢ eaua tabnerka [mokodax XR 500 mg, BeAHBK AHEBHO, ¢ BCUCPHOTO

XpaHeHe, JOKATO 103aTa HA HHCYJIHHA c€ afallTMpa B 3aBHCHMOCT OT U3MEPCHHTE CTOMHOCTH Ha
KpBbBHATaA 3axap.

Cmapuecka 6b3pach
ha MeTdhopMun TpabBa 1a ce a7anThpa B 3aBUCHMOCT OT OpOpeuHata pyHKIMs,
na ce MoHMTOpHpA. (BXK. ToUKa 4.4).

[lonzata OT HamalnsgpaHe Ha pucka WiH 3abaBsAHe pa3sBUTHETO Ha 3axapape




OLIEHABAHA MPH MaLMEHTH Ha Bb3PacT HaJ 75 roauHHM (BK. To4ka 5.1), mopaau KO€TO HHHLIMHPAHETO Ha
Tepanus ¢ MeThOPMHH NPH TE3U MALMEHTH HE € MPENOPBUUTENHO (BXK. Touka 4.4).

Bvopeuno yapeorcoare

[Tpenm 3anouBaHe Ha JieueHHe ¢ NPOAYKTH, ChABbPKALLM METPOPMHH, TpaOBa 1a Ce HaMpaBH OLIEHKA Ha
cToitHocTUTe Ha rinomepyiaHata puntpaurs(GFR), a cieq ToBa - MoHe BeIHBK roAMiIHO. [Ipy nauneHTyH
C MOBMILEH PMCK OT MO-HATATBIIHO TMporpecupaHe Ha OBOpeuHO yBpeKHaHe W MPH MALHEHTH B
cTapuecka Bb3pacT TpsaOBa Mo-4ecTo Ja ce npaBH olleHKa Ha ObOpeyHaTa GyHKLHS, HaNMpHMEp Ha BCEKH
3-6 meceua.

eGFR = 90 O0ua MmakcMMaliHa JIHEBHaA 1034 JlorbIHUTETHU CBOOpaKEeHUs
mL/min/l1.73m’
60-89 2000 mg Moske na ce 0OMHCIIH NMOHWKaBaHe

Ha 103aTa BbB Bpb3Ka €
HamasiaBaHeTo Ha ObOpeyHarta

(yHKLHA.

45-39 2000 mg dakTOpHTE, KOMTO MOraT A2
yBeJIMYaT PUCKa OT JIaKTaTHa
auMa03a (BWk Touka 4.4) Tpsaoea na
ObaaT npepa3rieaHu, NpeaM jaa ce
0OMMCITH 3aMOYBAHETO Ha JIEYEHHE

30-44 1000 mg
¢ METGOPMHH.
Hauanuara 103a € HAaH-MHOTO
MOJIOBHHATA OT MaKCMMaJlHaTa
no3a.

<30 - MeTdhopMHH € MPOTHBOMOKA3aH

leduampuuna nonyrayus
[Topaau nunca Ha gocTaTb4yHO AaHHM, [ mokodaxk XR He Tpadea 1a Obae M3MOA3BaH MpH AeLa.

4.3 [IporuBonokasanus

. CBPBX4YBCTBHTENIHOCT KbM METHOPMHH WIH KbM HAKOE OT MOMOLIHHTE BELLECTBA, H30POCHH

B TOuKa 6.1;

Bceku THN ocTpa MeTaGonnTHA auma03a (Hanp. JakTaTHa auMao3a, MadbeTHa KeToaluu/103a);

JunabeTHa npe-koma;

Texxka 6u6peuna HegocTaTbuHOCT (€GFR > 90 mL/min/1.73m2);

OcTpH ChCTOAHKSA, 3acTpaliaBaliiy aa Biowar Os0pevHara QyHKLHA, KaTo:

- IeXH/IpaTaums;

- T€XKKa MHpEKLMA |

- LLIOK.

. 3aGonaBaHKs, KOUTO MOraT Aa MPUUYMHAT ThKaHHA XHMOKCHS (0c06eHO 0CTpH 3a00/BaHHs HITH
BJIOLLIABAHE HA XPOHUYHM 3a00BaHUA), KATO:

- IEKOMIIEHCHUpaHa Cbp/1€YHa HEAOCTATBYHOCT;

- peCcrnUpaTopHa HEAOCTATBYHOCT;

- HACKOPO MpeKapaH MHOKap1eH UH(papKT;

- LLIOK.

® YUepHoapoOHa HEIOCTATBYHOCT, OCTPA ATKOX0IHA HHTOKCHKALIUSA, aIKOXOJTH3BM,

4.4 CrnenHaJIHH Npeaynpesk/IeHHs H Npeana3Hi MepKH NpH ynorpeda

JlakTaTHa aumMao3a




JlakTaTHATA AUMI03a € MHOCO PAKKO, HO CEPHO3HO MeTaGONTMTHO YCIIOXKHEHME, KOETO HaM-YeCTO
HACTBIMBA TPV OCTPO RAOWIABaHE Ha OBOpedHaTa (PyHKUHA, KapAHO-PECTIMPATOPHO 3aloIsBaHe WK
cenicic. HaTpyneaHeTo Ha MeT(hOPMHH HacTHNBA IIPH OCTPO BiIOlWIaBaHe Ha GBOpeyHaTa GYHKLUMS U
VBENIHYABA PHCKa OT NaxTaTHa alua03a.

B cayuall Ha nexuapaTalMs (TexKa JHapus WK NOBPEIIAHE, TPECKa WM HAMAICH NPHEM Ha TEYHOCTH)
TpsAOBa BPEMEHHO jla Ce cnpe nNprueMa Ha MeTGOPMHH U € NPENOPBHUTENIHO 1a ¢€ YCTAaHOBH BPB3Ka Che
3ApaBEeH CIEUHANUCT.

[IpueMbT Ha NEKAPCTBEHU MPOXYKTH, KOUTO MOFaT OCTpo jaa yepensr OnOpevHara (pyHKUMA (KaTo
AHTHXHUNEPTEH3MBHU cpeacTra, auypetuud 1 HCIIBC) Tpabea aa ce 3anovyHe ¢ MOBHIIEHO BHHMaHHUE
MPH NALMEHTH, TTeKyBaHH ¢ MeTdopmun. [IpyTH puckoBH (hakTopy 3a JAKTATHA aLMA03a Ca MPEKOMEPEH
[IPUEM Ha alIKOXOI, YepHOAPOGHA HEAOCTATHYHOCT, HEIOCTATHYHO A00pe KOHTPONUpaH AHadeT, KeTo3a,
MPOALIKHTENHO [NAAYBAHE W BCAKAKBH CBCTOSHHA, CBBP3AHM € XUINOKCHS, KAKTO U €HOBpPEMECHHATA
yroTpe6a Ha NeKAPCTBEHH MPOAYKTH, KOMTO MOTAT /2 MIPUMMHAT JIaKTaTHA auuao3a (BHkK TOUkH 4.3 U

4.5).

[MaeHTHTE W/UNK GoNHOTIeJaunTe TpaOBa aa OBJAT HHPOPMUPAHH 3a pHCKa OT JIAKTaTHA auMAao3a.
JlaktaTHata auMa03a ce XapakTepuzdpa ¢ auMAco3Ha AMCIMHes, kopeMHa OO0Ka, MyCKYJIHH KpaMIlM,
ACTEHMA U XMMOTEPMH, T0CIIEABAHHN OT KoMa. B ciyuaii Ha ChbMHEHHE 32 CHMITTOMH NallMeHTHT TpAOBa
fa cope npveMa Ha MeThOpPMHH H He3abaBHO Ja MOTBPCH JieKapcka noMoul. JuarHocTH4HUTE
nabopaTOpHH HAXOAKM ca MOoHMxkeHO KpbBHO pH (<7,35), NOBHILEHH HHUBA HA TUIA3MEHMA NAKTAT (>5
mmol/l) ¥ noBHMWIEHa aHHOHHA Pa3IMKa U ChOTHOLUCHHUE JIAKTAT/ITHpYBaT.

brbpeuna QyHRIIHNS:

[Ipeam 3anmouBaHe Ha AeyeHHeTO TPsGBa Aa ce HANpaBH OlEHKa Ha cTolHocTHTE Ha GFR u peﬂﬂBHG
cnes ToBa, (BA. Touka 4.2). MeThopMHMH e DpOTHBONOKA3aH NpH nauneHTH ¢ eGFR > 90 mL/min/1.73 ey
Tpsa6Ba fa Obe BpEMEHHO CIIPAH NPH HAJTHYHUE HAa CHCTOSHUA, KOMTO MPOMEHAT ObOpeuHaTa QyHKUUS
(B3, TOuka 4.3).

CupaeyHa GgyvHKLHA

[TaLueHTH CbC ChpAEUHA HEJOCTATHYHOCT €A M3IOKEHH Ha MO-roJIAM PUCK OT XHMITOKCHA U OBOpeHa
HEeI0CTATLYHOCT. [IpH NaLMeHTH cbhe cTaGuIHA XPOHUYHA ChpJEYHA HEAOCTATBYHOCT, MeThOpMUH
MOKE Aa Ce M3MONI3RA MPH PEOBHO HAGIONeHHE Ha ChpedHaTa u ObOpeunata gyHku.

3a mALMEHTH ¢ OcTpa W HecTabWIHA ChpeYyHa HENOCTATBYHOCT, MeT(OPMHUH € NIPOTUBOMOKA3aH {BHK
Touka 4.3).

[lalHEHTH B CTap4cCKa BB3pPacT;

[fopaay orpaHyueH! JaHHW 3a TepameBTHYHA ePHKACHOCT OTHOCHO HAaMaNABAHETO HA PHCKaA WIH
320aBsHE PA3BUTHETO Ha 3axapeH AUabeT Tun 2 NpH NALMEHTH HA W Haj 75 roAvliHa BB3pacT, HE Ce

NpenopbyBa MHHLIMUPAHE HA Tepanusd ¢ MET(GOPMHUH.

[IpuyiokeHnue Ha Ho-ChAbPAKAUH KOHTPACTHH BEIIECTBA

BBrpechIoBOTO NpHMNoXKeHUWe HAa HOA-CHABPKAILM KOHTPAaCTHH BEllfecTBA MOXKE [Aa A0BEAC A0
KOHTPAcT- HHAYLUUpaHa HedponaTHs, BoJema A0 HATPYMBAHETO Ha METGOPMHUH H MOBHUIICH PHUCK OT
naktaTHa ammaosa. MethopMuH TpabBa fia ce cnpe npeay npoleaypara 3a odbpasHa a4 Ka H He

OLEHEHa OTHOBO U € YCTAHOBEHO, Ue € cTabunna, (BIoK Touky 4.2 U 4.3).

Onepatus




Metdopmun TpsbBa Ja ce cnpe npead onepalEd 104 obila, CMHaTHA KWIH eNHIypalHa aHeCTe3ud.
JleuenueTo Moke Aa Gbae BL30OGHOBEHO He MO-paHo oT 48 daca cief ONepalMATa W BL300HOBABAHETO
Ha XpaHEHETO Npe3 yCTaTa, U NpU yeoue e OBOpevuHaTa (pyHKUHA € OEHEHA OTHOBO W € YCTaHOBCHO,
ye & CTAOUJTHA.

Hpvry npeaynpeskaeHns

Beyukyd nanveHTd TpadBa na OpodwJDKar JAHeTara CH ¢ PaBHOMEPHO pasnpelc/icHHE Ha
BbIACXUAPATHUA TipyeM 0Ope3 aeHsa. lJauHeHTHTE ¢ HAAHOPMEHO Terao TpaOea Ja cHaseart
HUCKOKAJIOpUuHaTa CH IHeTA.

O6ruaitHuTe NadopaTOpHU TECTOBE 3a MOHWTOPMpPaHe Ha Auabera TpAGBa Ja ce H3BBPLIBAT PEIOBHO.

MeThopMHH MOske Aa HAMATH cepyMHHTE HHBA Ha BHTaMuH B 12. PUCKBT OT HHCKM HHBa Ha BUTaMUH B12
ce YBENMYaBa ¢ YBENMYARAHE HA [103aTa Ha MET(HOPMHH, NPOIBIDKHTENHOCTTA HA IEYEHUETO W/HITH NIPH
MALHEHTH C PUCKOBY (DAKTOPH, 3a KOUTO € H3BECTHO, Y€ MPUIHHABAT Je(pHUHT HA BHTAMHH B12. B cnyuaii
Ha ChbMHEHHE 3a Ae@UUMT Ha BUTaMMH B12 (kaTo aHeMHs WJIH HEBponaTud), Tpabsa ga ce mpocnenasar
CepyMHHUTE HUBa Ha BHTaAMUH B12. Moxke na ce HalloKH NEPUOAUTHO NMpociieIaBaHe Ha BUTAMUH B12 npu
DALMEHTH ¢ PUCKOBHM (akTopu 2a zeduuuT Ha Buramun B12. Tepamuara ¢ meTdopmuH Tpibsa n1a
NPOABIKH TOJNIKOBA JBATO, KOJMKOTO €€ MOHAacsd W HE € MPOTHBOTOKazaHa W MOAXOAAIIO KOPHIHPALLo
JeyeHHe 3a jeuuuT Ha BHTAMUH Bl2 e OCUrypeHOo, B CBOTBETCTBHE ¢ HACTOALIMTC KIMHUYHH
PBKOBOJICTBRA.

MeTdopMHH, NpHAaral caMOCTOATENHO, HE TIPEAU3BUKBA XHUMOTIIHKEMH, HO TpAOBa Aa ce BHMMABa,
KOTaTO ¢€ M3N0N3BAa B KOMOHHALMA ¢ MHCYMH UK APYTH NEPOPATTHA aHTHIMAOETHH MPOMYKTH (HAID.
cyNnpaHWIYpPEHHM MPOAYKTH HIH METTTMTUHUIIN).

Morat aa 6b1aT HaO 0 AaRaHu OGBHBKHTE Ha TaGNETKHTE BU3NPaKHEHHATA Ha naLenTHTe. Te TpiOBa
J1a ObAaT NPEeAYIPEAEHH, Ye TOBA € HOpMAaJTHO.

BbB BpB3Ka ¢ NOMOLUHMTE BELICCTRA:
ToBa NexapcTBO ChAbPXKA No-Masiko oT | mmol HaTpuii (23 mg) 3a TabieTKa, T.€. MOXKE A C€ Kaxe, He
[PAKTMYECKH HE ChAbpaKa HATPUH.

4.5  BsaumoaelicTBHe C JPYrH JeKAPCTBEHH NPOAYKTH H ApYTH GopMH HA B3aHMOJeHCTBHE

He ce npenopwuBa cbNbLTCTRALIA YIIOTREOa ¢!
Arkoxon

ANKOXONTHaTa HHTOKCHKALIMA ¢€ CBBP3BA C MOBHILIEH PHCK OT JIAKTATHA alMA03a, ocobeHo B CIIyyad Ha
rnajyBaHe, HEAOXPAaHBAHE WK YepHOAPOOHA HEAOCTATBUYHOCT.

Hoo-coovporcaiyi KORmMpacmuy aeuecmen
Metdopmun TpsOBa 3aAbLJKUTENIHO Aa €€ CNIpe NpeJH WIH MO BpeMe Ha mpoueaypara 3a o0Opa3Ha
MMATHOCTHKA M He TpaOBa Ja ce BBR30OHOBABA X0 Hail-Maiko 48 yaca cnen TOBa, MPH YCTOBHE He€

6rOpeunata GyHKLUMA € OLEHEHA OTHOBO H € YCTAHOBEHO, € € CTaDNTHA, BUX TOUKH 42u44.

Kombunayuu, uznckeay npeonasiu Mepry npu ynompeoa

Hsakou NekapcTBEHH NPOLYKTH MOTAT JIa e OTPa3sT HeGnaronpusTHO Ha OBOpeyH
MOXE [a YBENHuUM pMCKa OT nakTarHa aununosa, Hanpumep HCIIBC, eriito
upxubutopy Ha wuknookcurenasa (COX) II, ACE HHXHOWTOPH, aHTHOT
AHTAMOHWUCTH W JMYPETULIM, 0cobeHO OpuMKOBH JuypeTHUH. [Ipu 3amousaHe
TakHBa MPOAYVKTH B KOMOWHauMs ¢ MeTGOpPMHH € HEeOoOXOAHMO BHHMATE

GuOpeuraTa GyHKUMA.



Hexapcmeeny npodyKmy ¢ G Mpeutnd XunepeiukeMutHa axmueHoCcm (Hanp. SAOKOKOPMUKOCMEPOUOU
(CUCHICMHO U JOKUTHO NPUIONCEHUE) U CUMRAMOMUMEmuLy)

Moske 1a € HEOGXOAUMO NO~YECTO MPOoCcieNaBaHe HUBOTO HA KpbBHATA 3axap, 0COOCHO B HA4AIOTO Ha
neyenueTo. [lpy Hyxna aozata Ha MeTqopMHH TpAOBa Ja ce€ aganTHpa 1Mo BpEME Ha JICHCHUCTO ChC
CBOTRETHHSA JICKAPCTBEH NPOAYKT Y ClIe]l HEFOBOTO CIIHPAHE.

Tpancnopmepu na opeanuanu kamuonu (OKT)

MetdopMuH e cyberpat 1 Ha aeata Tpancrnoprepa OKT1 u OKT2.

EAHOBpEMEHHOTO NMPHAOIKEHHE HA MET(POPMMH C:

. Unuxubutopu nHa OKT1 (kaTo BepanaMHI) MOFaT jja HAMANIAT e(pHKACHOCTTa Ha MET(HOPMHH.

. HUuaykropu Ha OKT] (kaTo pudaMnuuMH) MOraT 1a MOBHILAT racTpo -MHTCCTHHAMHATA
abcopdbums ¥ epuxacHocTTa Ha MET(POPMHUH.

. Huxuoutopu Ha OKT2 (karo UMMETHAWH, AOMYTCIPABUD, PpaHONa3sHH, TPHMETOIIPHUM,

BAHACTAHWG, MCaByKaHaz0/M) MOTaT fAa MNOHWKAT €JTMMHWHHMPAHETO Ha MeETQOpMHH npes
GBOperUTe W TOBA fa J0BEAE A0 MOBHIIEHA NJIa3MEHA KOHIEHTPALMA Ha METHOPMHH.

. Hnxu6utopu na OKT1 u OKT2 (kato kpH30TMHHG, onanapib) MOTAT Ja MPOMEHAT
epukacHocrTa n ObGpeynaTa eTHMHHALIAA HA MEeT(HOPMUH.

CneporatenHo € npenopb4MuTeNIHO BHUMAHUE, 0CODEHO NPH NAlHEHTH ¢ OBOPEYHO yBpekKIaHe, KoraTo
TEIW NEKAPCTBEHW MPOAYKTH €€ TpPHIAraT €JHOBPEMEHHC ¢ METPOpPMHH, ThH KaTO MIa3MeHara
KOHLIEHTPALHg Ha MeT(OPMHH Moke Ja ObIe MopHIIEHa. Ako € HeoOxoauMoO, MOKe Aa ce oOMUC
KOpEKUMA Ha 103aTa, Thil KaTo uuxuburopure/nHayxropute Ha OKT morar 1a npoMeHAT eHKACHOCTTA
Ha MeTHOpPMHEH.

4.6 DepTHINTET, GPEMEHHOCT H KBPMene

bpemeHHOCT

HeKOHTpOSIMpaHaTa X HINEPTIIHKEMHA B IEPUKOHLETILIHOHHATA da3a U 110 BpemMe HA OPEMEHHOCT € CBBp3aHa
¢ MOBMILEH PUCK OT BPOJEHH aHOMAJIMM, 3aryda Ha OpeMEeHHOCT, XHMCPTOHHS, NpEAH3BHKAHA OT
OpeMeHHOCTTa, NpecKNlaMncUa H MEepHHaTaJHA CMBPTHOCT. BaxkHO ¢ ga ce moamepkaT HHBaTa Ha
KpBBHATA 3aXap Bb3MOKHO HalH-0ITH30 10 HOPMAJTHHUTE Npes ussiaTa OpeMEHHOCT, 3a 1a €€ HaMaJld PHCKBT
OT HeGNATOMPUATHU H3XOAM, CBbP3AHH ¢ XUIIEPriHKeMHUs, 3a MaHKaTa H HEHHOTO JCTe.

MerdgopMHUH nNpeMUHaBa Ipe3 MIALUEHTATa ¢ HUBA, KOHTO MoraT Ja ObaaT TOJMKOBA BHCOKH, KOJIKOTO
KOHUEHTpaLHHTe ITPpU MaHKaTa.

[oaIM0 KOAKUECTBO JaHHH 32 GpeMeHHH skeHH (moseve or 1000 excrioHHpaHU pe3ynTaTa) oT 0a3HpaHo
Ha PErHCTHP KOXOPTHO MpoydBaHe W MyONMUKYBAaHH JaHHW (MeTa-aHAJM3H, KIMHHYHH MPOYUBAHHA W
PErHCTPH) HE NOKA3BaT MOBMLIEH PUCK OT BPOJIeHH aHOMAIHH MITH (peTO/HEOHATaTHAa TOKCHYHOCT CIIEA
EKCTO3MLNA KbM METGOPMUH B MEPHKOHLIENUMOHHATA (ha3a H/HAK N0 BpeMe Ha OpeMeHHOCT.

Wma orpaHiuenn M HeyOeaWTENHM A0KazaTencTsBa 3a efiekra Ha MeT(hOPMHH BBPXY AbATOCPOHHHA
pE3YATaT N0 OTHOMEHHE HA TErIOTO MPH Jeld, HMOKEHH BhTpeyTpoGHo. MeTdopMuH HE H3TIexKna Aa
MOBAHUABA JBUTATEHOTO M COLHANTHOTO pazsuTHe A0 4-ro/MilHa BR3pACT NpPH ACLA, HIMOXKEHH IO BpEMC
Ha OpeMEHHOCTTA, BBIIPEKH Ue JAHHHUTE 32 ABJITOCPOYHHTE Pe3YNATaTH Ca OrPaHHICHH.

AKO € KTHHHYHO HeoGXoMMo, yriotpebara Ha MeT(OpMHH MOXeE Aa ¢¢ 0OMMCITH 110
1 B MEPUKOHIIENUUOHHATA (haza KaTO AOMBLIIHEHHE KM Al TEPHATHBA HA HHCY/IHHA

KxpmeHe




MeTdopMuH ce ekckpeTHpa B kbpMara. He ca HalnrojgaBaHM HeXelaHu JIEKAPCTBCHU pEakiHH NPH
HOBOPOJEHH KbpMaueTa/Manku acna. Bee mak, nopagu orpaHHYEHUTE HaJTWMHH JaHHH, KbPMEHETO HE
ce MpenopbUBa No BpeMe Ha NeUeHHE ¢ MEeTPOPMIUH.

TpaOea Aa ce B3eMe pellleHUe Jalli fa Ce€ TIPeyCTAHOBH KBbPMEHETO KaTo ce HMa NPEABHI nojgsara or
KEPMEHETO H MOTEHLUHANHUA PHCK OT HEKEJIAHH NIEKAPCTRCHHU PEAKLIHHN 3a OETETO.

DepTUIUTeT

Mpu MBKKH H )KEHCKH MTBXOBE (PepTHIMTETHT HE CE NOBIHNABA OT METHOPMUH, MPHITOKEH B A031 A0
600 mg/kg/Ha neH, KOeTO € TOYUTH TP IbTH MOBEUHE OT MaKCHMAaNHaTa npenopeiaHa IHEBHA 103a MPH
XOpa, Ha 0a3a CpaBHEHME HA TEECHA MIOBBPXHOCT.

4,7 EdexTH BBLpPXY ¢N0COOHOCTTA 32 mmopHpaHe H padoTa ¢ MALIHHH

MeTdhOopMHH, KAaTO MOHOTepanHs, HE BOAM N0 XUIOrAMKEMHS H 3aTOBA HAMA BAWAHHE BBHPXY
croco0HOCTTa 3a wodHpaHe 1 padoTa ¢ MalIHHH.
Bce nak, naureHTHTe TpaGBa Na ca NpeaynpeAcHH 334 PUCKA OT [OABaTa HA XMUITOIJIMKEMHA, KOrato
MET(GOPMHMH ce MW3MON3Ba B KOMOMHALMA ¢ APYFH aHTMIHAGETHH ASKApCTBEHH MPOAYKTH (HAnp.
cyndaHnIypeHHH, HHCYIHH WITH METTUTHHUIH).

4.8 Hexenanu nekapcTBeHH peakKHH

[Ip1 mOCT-MapKeTHHIOBH MPOYUYBAHNA U MPH KOHTPOINHPaHH KIWHHYHH MPOYy4BaHHA, NOKTAJABAHUTE
HEXXETaHH| peaKLMu Py nauueHTH, Tpetipanu ¢ Imokodax XR TabneTku ¢ yapLKeHO 0¢B0O0XK/1aBaHe
ca ONH3KM MO BUI W TEKECT A0 Te3W, AOKNANBAHM NpH TAUMEHTH, TPETHPAHW ¢ MET(HOPMHH
XHAPOXIIOPUI TAONETKH ¢ He3a0aBHO OCBODMKIABAHE.

B HayanoTO HA IEUEHHUETO, HAW-YECTHUTE HEXENAHH JICKAPCTBCHH PCAaKLUMU Ca raJIcHe, MOBPLIIAHE,
auapus, croMauida 00Jika M 3aryda Ha aneTuTt, KOMTO B HOBEYETO CTyHand OTMUHABAT CITOHTAHHO.

[lo Bpeme Ha nieueHue ¢ I Mokohak XR Morar aa ce noABAT CJIEIHUTE HEXKEAHH JEKAPDCTBEHH PEAKLIHM.

YecTOTaTa MM ce ONpeesis KakTo clenBa: MHoro uectd: >1/10; vecti: > 1/100, < 1/10; neuecTn: 2
171000, < 1/100; peakn: > 1/10000, < 1/1000; mHoro peaku: < 1/10000.

[Ipu BCAKO rpynupaHe B 3aBUCUMOCT OT UECTOTATA, HEXKENAHHTE NIEKAPCTBEHH PCaKLMH Ce€ H30POABAT B
HU3XOASIL pea MO OTHOUICHHE Ha TEXECTTA.

Hapvuienusa Ha MeTabonMiMa U XpaHEHETO

Hecmuy
¢  Hamanssane/neduuur Ha Buramua B12 (Buwxk touka 4.4)

Mhuoeo pedku
s JlakraTaa auMiosa (Biok Touka 4.4 Credainy npeaAynpeKneHus U npeanasHi MEpKH I1pH

yroTpeda)

HapyuieHHsA Ha HEPBHATA cUCTEMA

Hecmu
¢ Hapvuenuns Ha Bkyca.




CToMAaLIHO-YPERHW HAPYIIEHUSA

Muoeo vecnmiu
e CTOMAIHO-YPEBHH HAPYILEHHS KAaTO FaJieHe, MOBpbUlaHe, AHapusl, a0 TOMHHATHA DonKa u
3aryoa Ha aneTHT. Te ce moAeABAT HaW-4eCcTO B HAYAJNOTO HA TepanHATa U OTMHHaBaT
CMOHTAHHO B MOBEYETO ciiyuau. [JOCTENeHHOTO YBEIHYaBaHe Ha J03aTa MOJKE ia Moxo0pH
racTpO-UHTECTHHAIHATA TOJICPAHTHOCT.

HapyieHus Ha YepHoapoOdHaTa v ¥Nb4Ha (hYHKIHA

Mnozo peoru
¢ EAHHHYHH CNIYUaH HA AHOMAJIHH B YEPHOAPOOHHTE W3C/IeABAaHKA UITH XCMATHT, KOUTO
NPEMUHABAT CJIC]I NIPEYCTAHOBIBAHE HA JICUCHHETO C MET(OPMUH.

[TpoMeHH Ha KOXKaTa W NOJAKOKHUTE TEKAHU

Muozo pedxu
e KOXHM peakuMM KaTo pUTEMA, MPYPUTYC, YPTHKAPHA.

Cro0LUaBAHE HA TOAOIMPAHH HEXKCTAHH DEAKLHH

CHo0LHABAHETO HA MOJO3HPAHH HEKENAHH PEAKLUMH Clie]l paspeliaBaHe 3a yrnoTpeba Ha JIeKapCTBEHHS
MpoaYKT € BaskHO. TORa MO3BOMABA Aa MPOIBIKH HaOIONEHHETO Ha CHOTHOLICHHETO MOI3a/PUCK 32
TEKAPCTBEHUS MPOIYKT. OT MEAULIMHCKHTE CNELHATHACTH C€ U3HCKBA Ja ¢hoOILABAT BCAKA I0J03HPAHA
HeXKenaHa peakivs upes:

H3nbaHMTENHA areHLMA 0o NEKapCTRATA

ya. JamsH [ pyes” Ne 8

1303 Codus

ten.: +35 928903417

4.9 IpexozmpaHe

XHNOrnHKeMHs He ce HabN1ara NOPH NPy A03H Ha METQOPMHH 10 85 g, BRUPEKH He NPH TaKHBA
oOCTOATENICTBA Ce MNOABABRA JTAKTATHA auMA034.

JHAUHTENHOTO Npeao3npaHe HA MeThOPMHHOB XHIPOXJIOPHI H ChbNIBTCTBAUIUTE PUCKOBH daxropu
MOTAT 0A J0BeJaT A0 JaKTaTHa aluaosa.

JlakTaTHATa aLU103a € CTEWHG ChbCTOAHHE H TPAOBA J1a ce JICKYBa B DONHHNA. Haii-e(heKTUBHOTO

NEYEHHE € OTCTPAHABAHETO HA NAKTaT U METQOPMHH UpPe3 XeMOHANN3A.

5. ®APMAKOJOTHYHHU CBOUCTBA

5.1 dapMakoIHHAMHYHH CBOIiCTBA

dapmakoTepanesTH4Ha rpyna: JlekapcTBeHU NPOAYKTH, NOHHKABALIH HUBOTO HA KPbBHATA 3aXap.
Bursarnmu. ATC kon: A10BAQO2

MexaHu3bM Ha JAeHUCTBUE

MetdopMHH € GUrBaHUI ¢ AHTUXHIIEPITHKEMHWUHU epeKTH BhPXY Da3zanHaTa H
xunepriaukeMus. Toil He CTUMYITHpa HHCYTMHOBATA CEKPELMA, 3aTOBA HE MPEA
MeTdhopMUH HamMansBa 6a3aHaTa XHIIEPHHCYTHHEMHS H B KOMOHHAUMA € HHC
HYKJaTa OT HHCY/THH.



MeTdhOpMHHET NPOSRABA CBOSI AHTHXHUMEPTIIHKEMUYEH ePEKT Ype3 MHOKECTBO MEXAHH3MH!
MeTdopMUH HaMansgBa NPOIYKUMATA HA [IIOKO3a B YepHUA Apod.

MeThopMMH yIecHABa NMepUPEPHOTO YCBOSBAHE H H3ION3BAHE HA TNIOKO03a, OTHYACTH vpe3 yBEIMYaBaHe
Ha HHCYTUHOBOTO JEHCTBHE,

MetdgopMHH 3acara MeTabonn3ma Ha MIIOKO3aTa B YepBaTa: Y CBOABAHETO OT KPhBOOOPALIEHHETO Ce
yBeIUYapa, a abcopbumaTa OT XpaHaTa HaMaaBa. JJONBAHATETHH MCXaHH3MHHA JEHCTBHE B UepBaTa
BRJIFOUBAT VBEIHYABAHE HA OCBOBOKIABAHETO Ha DIKOKaroHonoaooeH nenruy | (GLP-1) 1 HamMasndBaHe
Ha pe3opbuuATa Ha HIThYHH KUCeNHHH, MeTgopMHH TPOMEHA MUKPOOHOMA Ha UepBaTa.

MeThopMHH MOke Aa N0A00PH THOWAHKA NPOQUT IPH HHAWBUAH C XHIICPTHNHACMHA.

B KIHHHYHHK NpOyYBaHUA yTIoTpebaTa Ha METPOPMHH € CBBP3aHa WIH ChC CTaOMIHO TEIECHO TETIO, HITH
¢ yMepeHa 3ary0a Ha Terno.

MeTdopMHH € aKTHBaTop Ha ajeHosuH MoHodocdar-npoTenH-kuHaza (AMPK) v nobuiiasa
TPAHCIOPTHHS KanalUKWTeT HA BCHYUKH BM10BE MEMOPaHHH INKOKO3HH TPAHCIOPTEPH (GLUTS).

KnuHu4yHa ePpeKTHRHOCT

Hamarasane Ha pucka wiu 3adasane pazeumuemo Ha 3axXapeH Ouabem mun 2

Hpozpana 3a npesenyun Ha 3axapen ouadem (Diabetes Prevention Program-DPP) ¢ MyITHLEHTPOBO
PAHAOMHW3UPAHO KOHTPOJAHPAHO TpoyYBaHe [IPH BB3PAcTHH, OUEHABAINO ©(HKACHOCTTA HA
MHTEH3MBHATA [IPOMSHA B HAYUHA HA )XUBOT CIpsAMo ynoTpedara Ha MeT(GOpMHH 32 PEAOTBPATABAHETO
WK 3a0aBAHETO Ha Pa3BHTUETO Ha 3axapeH Auabet Tia 2. KputepHure 3a BKIHOYBaHE ¢a OWin: BB3pacT
>25 r.; BMI 2 24 kg/m2 (>22 kg/m2 3a A3MaTO-aMEpHKAHIM)}, M HAPYIIEH TMHOKO3€H TOACPAHC,
UIa3MeHa MII0K03a Ha ragHo 5.3 — 6.9 mmol/1 (95 — 125 mg/d]l <125 mg/dl 3a AMepuKaHO-HHAHAHLIH).
[TaudeHTHTe Ca TPETHPAHU WIH ¢ WMHTCH3MBHA IpOMSIHA Ha HAYHHA HA JKUBOT, WIH ¢ AO03UPOBKA
mMeTopMHH oT 2 X 850 mg W crangapTHA NPOMAHA HA HAYMHA Ha JKHBOT, HIH ¢ [1auedo W cTaHIapTHa
MPOMAHA HA HAYHHA HA KHUBOT.

Cpeanure 6a30BU XapaKTEPUCTHKH Ha nauueHTHTe B DPP (n=3,234 npocnegeHu 3a 2.8 rogdHu) ca
Gunu: BE3pactT 50.6:10.7 roauuu, 106.5+8.3 mg/dl mnasmeHa rmokosa Ha raaaHo, 164.6+17.0 mg/dl
naasMeHa rimokosa na 2-py vac npu OI'TT u 34.0+6.7 kg/m?2 BMI. HTeH3UBHUAAT HAYHH Ha JKHBOT,

KAKTO W MeT(hOPMHH. 3HAYHTENHO ca HAMAJIMIIM PHCKAa OT Pa3BMTHe Ha SBEH 3axapeH AuaderT, B
cpaBHEHME ¢ mtane6o - 38% (95% Cl 48-66%) u 31% (95% CI 17-43%) CHOTBETHO.

[py NO-BBL3PACTHHTE NALIMEHTH, BIMAHHETO HA HHTCH3HBHUSA HAYHH HA JKHBOT € OMII0 NO-CHITHO OT TOBA
Ha METQPOPMHH.

[TauMeHTHTE, KOUTO ¢a CE& MOBAMANH HAli-CHJIHO OT JICUEHHETO ¢ MET(OPMHH ca OUIIM Ha BB3PacT MOA
45 rogunu, ¢ BMI >35 kg/m2, cTOWHOCTH Ha MIasMEHaTa [II0KO3a Ha riajado = 6.1 mmol/l, HbA1C
>6.0%, UMK C UCTOPHA 3a recTalHoOHEH AnadeT.

3a NpeI0TBPATABAHETO HA €4H cy4Yal Ha ABEH AHabeT rpes TPUTE FOAHHH HA NPOCNSIABAHC B DPP,
GpoAT AMlA, KOWTO TpadBa Ja ObjaT NeKyBaHM, ¢€ M3UMCIIABA HA 6.9 MAaUHEHTH Ca NPUCHCTBAIM B
[pynaTa BKJIIOYBAILA WHTEHZMBCH HAYWH HA >KHBOT W 13,9 B rpymara Ha MeT(OpMUH. Toukata Ha
MIOCTHFAHe Ha KYMYTaTHBHA HHUMICHTHOCT Ha 3axapeH muaber ot 50% e Ouna 3abaBeHa ¢ OKOJIO TPH

roJMHH B MeTQOPMHH TpyMaTa, B cpaBHeHHE ¢ mnauebo.

JILArOCPOUHOTO Nocneasalio npoyusade Diabetes Prevention Program Outco
na DPP eimousa nogeue oT §7% oT opHruHanHara nomysauua Ha DPP 3a nsaroc

Cpea yuactHuunte B DPPOS (n=2776), kyMynaTHBHaTa HHUHACHTHOCT Ha 3aX
roanua e 62% B nnatebo rpynara, 56% B rpynara Ha MeTGOpMHH, U 55% CUHTE



HaunHa Ha KuBoT. CpeHo, ciyyanTe Ha 3axapeH auaber ca cyorsetro 7.0, 5.7 w 5.2 cyyas na 100
NAUHEHTO-FOAMHU CpeJ rpynaTa Ha miangebo, MeTGopMUH H HHTEH3HBCH HA4YUH HA KUBOT.
HaMaABaHeTO HA pUCKa OT 3axapeH arader e Gumo choTBETHO 18% (croitHocTH Ha pucka (HR) 0,82,
95% CI 0,72—0,93; p=0.001) 3a rpynara Ha merdopmut u 27% (HR 0,73, 95% CI 0,65-0,83;
p<(.0001) 3a rpynara, Bojielia HHTEH3HBEH HAYHH HA KHBOT, B CPABHEHHE C IPynaTa Ha nnauebo.
Kato kpaiHa ToYka oOUHAT MUKPOBACKYJIAPEH Pe3yJITaT 33 He(pponaTHs, PETUHOIIATHA W HEBPOMNATHA,
He ce € pa3NHyaBai 3HAYUTE/IHO MEKAY TPETUPAHUTE TPYIH, HO ¢pell YHACTHHIIHTE, KOHTO HE Ca
pa3BHIIM 3axapeH auabet, no speme Ha DPP/DPPOS, pasnpocTpaHeHHETO HA MHKpOBACKYIapHH
YCIIOKHEHHA € OUN0 ¢ 28% NO-HUCKO B CpaBHEHKE ¢ YUACTHHLIHTEC, Pa3BUIH 3aXapeH auadet {CTOMHOCT
Ha pucka 0,72, 95% CI 0,63-0,83; p<0.0601). Hama wanuuHu NpoCmeKTHBHO-CPABHHTE/IHH JIaHHH 3a
MET(GOPMHH U MHKpoBackynapHHTe pesyntat npu naunedtd ¢ HI'T w/unu HI'T w/unu nognieH
HbA1C.

[lyGnukyBaHUTe pHCKOBH (GAaKTOPH 3a 3axapeH quadeT THIT 2 BKIIOYBAT: A3HATCKA WK UBETHOKMKA
ETHUHECKA TPYNa, Bb3pPacT, AUCAHINHUAEMHA, XUNEPTOHU, 3aTABCTABAHE HIIM HAIHOPMCHO TErNO,
nbpea cTereH Ha haMuiHa 06peMeHEHOCT ¢he 3aXapeH quabeT, aHaMHe3a 34 FeCTallHOHEH 3aXapeH
anadeT, M MOMUKHCTO3eH oBapuaned cuHapoM (PCOS).

Tpadra aa 0bAAT B3ETH NPEBH HACTOAUIMTE HALIMOHAIHH PHKOBOJCTBA 32 aeduHUpaHe Ha npeanader.

[TaupeHTH ¢ BUCOK puck Tpadea ga Obaar uaeHTHULIMpAHU 4Ype3 BATHIAUPAH METOM 3a OLCHKA Ha
PUCKA.

Jeuenue na 3axapen ouadbem mun 2

[IpocnekTHRHOTO pangomusupano npoyusane (UKPDS) morebpay awarorpaiHara nomsa ot
MHTEH3UBHHA KOHTPOJI HA KpPBBHATA 3aXap [PH Bb3pacTHH NALMEHTH C AHAa0eT THIT 2.
AHAITA3BLT Ha PE3yNTaTHTE MPH MAUHCHTH ¢ HAZJHOPMEHO TErIIO, TEKYBaHH ¢ MET(OPMHH CIell KaTo 6e3
yCriex € MPUIOKEHA caMO JHeTa, [TIOKA3RaT:
SHAUUTENHO HaMaeHHe Ha abCONFOTHHA PHCK OT BCAKAKBH YCIOKHEHHA, CBBP3aHH ¢ Ha0eTa, B
rpynata Ha MeTdopmun (29,8 cmyuaa/1000 nanieHT-rolHHH) B CpaBHEHHE C rpynara nanueHTH
caMo Ha aveta (43,3 cnyuas/1000 nauwent-roauau}, p=0.0023, u B cpaBHeHHE ¢ TPYINHTC Ha
cynpaHuNypeiiHH JIEKApCTBEHH TPOAYKTH ¥ HHCYNHH, Mouorepanua (40,1 ciydaa/ 1000
nauHeHT-rogunu ), p=0.0034;
3HAUMTEIHO HAMATEHUE Ha a0COMIOTHHA PHCK 3a CMBPTHOCT, CBBp3aHa ¢ AnabeTta: METQOPMHH
7.5 cayuan/1000 naupenT-roadny, camo arera: 12,7 cnyyas/1000 manuueHT-roaHHY, p=0,017.
IHAYUTENIHO HAMA/ICHHE Ha aOCOMIOTHHA pucK 3a ofma cMbpTHOCT: MeTdopMuH 13,5
cnyuas/ 1000 nauueHT-roAMHH, B cpaBHeHHE ¢ rpynarta DAaUUEeHTH caMo Ha AHCTA. 20,6
cnyuas/ 1000 nauvent-rogunm. (p=0.011), u B cpaBHeHue ¢ KOMOWHHpaHWTEC TPYNH Ha
cybaHUNYPeiiHH  eKapCTBEHH OPOAYKTH W MHCYAWH, MoHOTepamha: 18,9 cnyuas/1000
MayuMeHT-roaunu, (p=0.021);
JHAYMTESTHO HamaneHhe Ha abcoMOTHMA PHCK 3a MHOKapaeH HHGpapkT: MeT(opMHH 1l
cnyuan/ 1000 naunenT-roguHu, camo auera 18 ciryyasn/1000 naieHT-roquHH, p=0.01.

He ca nabmo1aRaHu KITHHHYHH TION3H Py KOMOMHHpaHe Ha METQOPMHH Cbe CyadaHUuTyped, [puiiaraH
KATO BTOpA JIMHUSA HA JICYEHHE,

KoMGHHALHATA HA MeTOPMHMH U HHCYNHH ¢ NpHIaraHa npy u30paHy NaUWeHTH ¢ quabe
KJIHHHUYHA N0/13a He € KaTeOPHYHO YCTAHOBEHA.

5.2 @apMaKoOKHHeTHIHH CBOHCTBA

Abcopbrivs




Creq nepopanHa jo3a TabneTka ¢ yaemxkeHo ocso0oxkmasane, abcopOuusra Ha METHOPMMH €
IHAYMTENHO 3a0aBEHa B CPaBHEHHE ¢ TabneTka ¢ He3abaBHO 0cBoOOXKAaBARE ¢ Tnax HA 7-MH HAC (Trax

7a Tabnerka ¢ He3abaeHo ocBoOOXKIaRaHe e 2.5 yaca).

B cTaBunHo ChCTOsHKE, MoAoOHO Ha dopMyialuuTe ¢ HezabaBHO OCBOOOIK/IaBaHEe MakCHMalHara
mnasMeHa koHueHTpauua {Cnax) 1 AUC (mmourTa moj KpUsata) He ¢e MOBUILABAT MPONOPIHOHATIHO Ha
NpUJIOKEHATa A034.

AUC cnen eavHHyHa nepopanmHa ao3a or 2000 mg Ha wMerdopmuH TabneTka ¢ YABMDKEHO
ocEOGONIABAHE € € NOJOGHHM CTOMHOCTH KaTo Npu npunokenue Ha 1000 mg MeTdopMuH TabNCTKH ¢
He3abarHO 0cBOOOXKAABAHE ABA MBTH AHEBHO.

Hupusuayannara BapuaGHiHocT Ha Cawe B AUC npu  mMeTdopmMuH TabAeTkH € VABIDKEHO
ocBOHOKAaBaHE € CPAaBHUMA C TasH NpH MeTdHOopMHH TAOIETKH ¢ He3aDaBHO OCBOOOKIaBAHE.

Korato tabneTkuTe ¢ yAbKEHO 0CBOGOKIaBaHEe c€ OpHeMaTl HA [NTAJHO, CTOHHOCTHUTE Ha AUC
namansieat ¢ 30% (He ce 3acarat croiHocTATE HA Chax U Tmax ).

AbcopOuuaTa Ha MET(HOPMHH NMPH PopMyaTa ¢ YABDKEHO 0CBOOONKAABAHE HE CE MOBJIMABA OT ChCTaBA
Ha xpaHara.

He ce Habmomara HaTpyrBaHe npu MopTapsuy ce npueM Ha ao 2000 mg merdopMHH TabNeTKH ¢
VIBJIKEHO OCBOGOKT1aBaHe.

PaznipeneneHue

CBbpP3BaHETO ¢ NIAIMEHHTE MPOTEHHH € HesHaUUMO. MeTQopMUH ce pasnpelens B epUHTPOLUTHTE.
[TUKDT B KPBBTA € NMO-HHCBK OT MIa3MEeHHUA MHK H C€ MOABARA NIPUOIH3WTENHO NO CHIOTO BpEME,

YepBeHHTE KPbBHH KIETKH Hail-BEPOATHO NPeICTABISBAT BTOPUUEH €Tal Ha pastpeieneHie. CPeHusT
obeM Ha pasnpeieNieHHe € B paMKiTe Mesky 63 w276 1.

MertabonH3inLM

MeTdhopMHH ce eKCKpeTHpa HenpoMeHeH B ypaHata. He ca upentudHLIMpaHi MeTabOTUTH MPH XOPaTa.

EnvMuHupaHe

Bu6peunuar kKiMpbHe Ha MeThopMmuH ¢ > 400 ml/min, koeTo nokassa ye METHOPMHH C& eTUMHHUPA
ype3 rnomepynna guaTpauMa ¥ TyOynHa cekpeums. Clen mepopaliHa 1033, OUCBHIHO KPaUHHAT
eIMMMHALIMOHEH THOTYKHBOT € [PMONM3UTENHO 6,5 yaca.

Koraro 6bv6peyunarta dyHKIHA € HApYLIEHA, OBOPEUHUAT KIHPHHC € HAMaIeH MPONOPUHOHAIHO Ha TO3H
Ha KpeaTHHHHA M 3aTOBa €TUMHHALUHOHHUAT MOTY)KHBOT € VABIDKEH, KOSTO BOAU N0 MOBHIICHH HHEA
Ha MeTGOPMHH B NJIa3Mara.

XapaKTepPUCTUKU MPU CIIEUHAANHHN TPVITM [TAUHEHTH

brOpeuHo yBpexkaaHe

Hanu4nure JaHHH NpU MALMEHTH ¢ YMepeHa OpOpedna HENOCTAaTBUHOCT €3 OCKBJIHH H HE MOKCE Ja CC
HAMpaBM HAZEKIHA OUEHKA Ha CHCTEMHAaTa eKCITO3SHUMA Ha MET(QOPMHH B Ta3H NOArpYyIa B CPaBHEHUC
C MAUMeHTH ¢ HOpmanHa ObOpeuna dyuxkumuda. CrenaoBaTenHo, aJanTHpaHEe Ha 103aTa TpsadBa fa ce
H3BBLPLIBA Bb3 OCHOBA HA KIMHHUHY ChoOpakeHHS 33 e(PHKaCHOCT / MOHOCHMOCT {BHAK TOUYKA 4.2).

3.3 ITpeaKTHHHYHE JAHHH 32 0€30ITACHOCT

(hapMaKONOTHs, TOKCHYHOCT CJI€l MHOTOKPATHO 103MPAaHe, FeHOTOKCHYHOCT, KaH
W perpoayKTHBHA TOKCHMYHOCT, HE MOKa3paT 0co0eH pHCK NPH Xopa.



6. PAPMANEBTHYHHA TAHHH

6.1 CHHCBbK HA NOMOUIHHTE BEUlECTBA
MarHe3WER CTeapar

HaTpHeBa KapOOKCHMETUALENYIIO3a
XHNPpOMET03a

6.2. HechBMeCcTHMOCTH

Henpunoxumo.

6.3 CpoK HA roZHOCT

4 ronHvHH

6.4 CrneuHa/JIHU YCJIOBHA HA ChXpaHEHHE
Tozu nekapcTBeH NMpoaAyKT HE U3HMCKBA CIIEXATHH YCIOBHA 3d CBXPaHCHHE

6.3 B H chALp:KAHHe HA ONTAKOBKATA

Onakosku 1o 30 u 60 Tabnetku B Gnucrepn ot PVC/PVDC/AI donso.

He Bcuuky BUAORE ONaKOBKH MOraT Ja ObJaT IMyCHATH Ha Masapa.
6.0 CneuHaiHH NpeANa3Hu MEPKH NPH H3XBBPJISAHE

Hew3nonspaHMAT NieKapcTBeH MPOAYKT WY OTIAARYHHTE MaTepHalid OT Hero Tpabea fa ce H3XBHPAAT
B CBOTBETCTBHE C MECTHHTE M3HCKBAHMA.

7. IMPUTEXKATEJ HA PASPEIIEHHETO 3A YIIOTPELA

Mepk brarapus EAJ]
Oyn. CuTHAKOBO Ne 48
Odmcu Cepauxa, er.6
Codmsa 1505
bBrarapus

8. HOMEP HA PASPEHIEHHETO 3A YIIOTPEBA

Per. No 20180181

9. NTATA HA TIIBPBO PA3SPEINABAHE /MMOJHOBJABAHE HA
PASPEIHEHHUETO 3A YIIOTPEBA

Iara Ha nmbpeO paspeuwtasane: 24.07.2018 r.
JaTta Ha NOCNeAHO NOAHOBIBAHE!



10. JTATA HA AKTYAJIU3HPAHE HATEKCTA

05/2023




