1. THPI'OBCKO HME HA JEKAPCTBEHHA TPOXYKT
Amaryl 1 mg tablets
Amapna 1 mg Tabnerkn

Amaryl 2 mg tablets .
Amapua 2 mg TadsxeTRH A i OB :n i
7 %)
Amaryl 3 mg tablets ;?MA ‘i/ J @é/[\ 9 03 20
Amapua 3 mg Tadrerkn %\ _;3 }% &'_ PR
/- P22
Amaryl 4 mg tablets

Amapnn 4 mg Tadnerku

2. KOJMMYECTBEH  KAYECTBEH ChCTAB

Beaxa tabnerka Amaryl 1 mg cpaspoxa 1 mg ravenupus (glimepiride).

TIomMOIIHH BeMIECTRA: ChARPKAT Ce ¢BIn0 69,0 my naxrosa MOHOXHAPAT Ha TalneTka,
Besika Tabnetka Amaryl 2 mg cuapprka 2 mg repmenupun (glimepiride).

TloMoIIHM BelecTBa: CEABMKAT ce obmo 137,2 mg naxkTo3a MOHOXMAPAT Ha TabneTka.
Besaxa Tabnetka Amaryl 3 mg cbaspixa 3 mg rnavenupux {glimepiride).

ITomonisu BemecTa: CHABPKAT ce chito 137,0 mg nakto3a MoHoXUApaT Ha Tabnerka.
Beska Tabnerka Amaryl 4 mg cenbpixa 4 mg rmenpan {(glimepiride),

IMomomsn BemecTBa: CpABPAKAT ce cblro 135,9 mg nakTo3a MOHOXHApAT Ha Tabnerka.

3a MBIAHHA CIHCHR HA MOMOMIHHTE BEINECTRa, BIoKTe 6.1,

3. JEKAPCTBEHA ©OPMA
Tabnerka
Amaryl 1 mg

TabmeTkiTe ca PO30BH, OBAIHH ¢ NONHTCAHA HePTA OT ABETC CTPaHI.

Amaryl 2 mg
TabneTkuTe ca 3eNeHY, OBANHH ¢ ASIUTEHA YePTa OT JBeTe CTPAHH,

Amaryl 3 mg
TaGnerkuTe ca OMeHO XKBATH, OBANHY ¢ JSMHTENHA YSpTa OT ABETE CTPAHH.

Amaryl 4 mg
TabneTkuTe ca CBETAO CHHH, OBANHY C NEAHTENHA YePTa OT IBETe CTPaHMU.

4, KINHAYHY NAHHHA

4.1 TepaneBTHYHM MOKASAHUA

HATOBAPBaHE I CHIDKABAHETC HA TEASCHOTO TEITIO ¢4 HEMOCTATEUHHA,
4.2 Jo3upoBKa H HaUny Ha yoorpeda

3a mepopaHo NPIIoKeHHe




OcnoBata 3a YCICITHOTO JICYCHHe Ha Auadera ca moaxoaAaTa AHCTa, peJ0OBHATA clmanecfca
AKTHBHOCT, KaKT0 H PYTHHHOTO H3CJICHBAHE HA KPEBTA H YpHHATA. Tabnerknre unu HHCYNHHET HE
MOrart fa KOMIICHCHpPAaT HHBATA Ha KPBBHATA 3aXap, aK0 NANHeHTHT He CIIa3Ba MpenopryaHaTa JHeTa.

HOSHpOBKa’I‘a Ce oIlpenel CIlope] pesyIITaTHTe OT U3C/ICABaHHUATA Ha 3aXapTa B KPLETA H YpHUHATA.

Hauanuara no3a e 1 mg rauMenupus JHEBHO. AKO ce ITOCTHTHe no0po OBNIafaBaHe, TasH X03a Tpaoea
(2 ce U3IIOMN3Ba U 32 NOIABPIKANIA Teparis.
3a pa3nu4HUTE JO3HPOBKH Ce IIPEearar NoAX0AMIIH KOHIEHTPALIHH.

AXO KOHTPONET € He3aA0BONUTENEH, fo3aTa TpaOBa a 661e yBennveHa ¢no0pasHo CTellenTa Ha
OBJIaJABaHE Ha KPbBHATA 3aXap, CTHIAIOBHIHO C HHTEPBAJ OT 0KoJo 1 Ao 2 ceaMULIH MEeKIyY BCAKO
cTenano, Ac 2 mg, 3 mg wnx 4 mg NIMMEIHPUA HA AEH,

Hozata Hag 4 mg rTUMEnHpH HEBHO A2Ba [H0-J00pH Pe3yITaTH ¢aMO B H3KJIIOYUTENTHH CIIYYaH.
MakcumanHaTa [penopbYHTeNHa 103a € 6 mg MIHMEeNHPHA JHEBHO.

HPH MMAUKEHTH, KOHUTO HE ¢a OBJIaJSHH al€KBaTHO ¢ MaKCHMaJIHATA JHECRHA 1034 metformin, MOXKE KA
C€ 3aN0YHe CHITETCTBALID ICUSHHE ¢ MIMMEFPH,

Hosara ga metformin TpsOBa xa ce 3anasy, a JEUEHHETO ¢ ITIUMETMPHI Ce 3af0UBa ¢ HHCKA /1034,
KOATO Ce THTPHpa B 3aBHCHMOCT OT JKEJIAHOTO HUBO Ha MeTaGONHTeH KOHTPONI OO MAKCHMAITHATA
JHEBHA O03a. KOMGHHHpaHa'E‘a Tepalnua TpﬂﬁBEl AJa Ce 3allo4yea og GTpOl"O MEOHUUMHCKO HaﬁﬂIO,I[eHHe.

TTpu narpeHTH, KOUTO He ca OBNafieHH aJIeKBaTHO ¢ MaKCHMalHaTa AHeBHa no3a Amaryl, npu
HeoOX0oAMMOCT MOKe I3 ce 3al0UHe CBHIIBTCTRALID JleueHre ¢ HHCYIHH. [1pH 3ana3ease nosaTa Ha
TIIMMENHPHA, UHCYTHHOBOTO JIGUEHHE CE 3aIl04Ba ¢ HHUCKA JJ033, KOATO C& THTPHPa B 3aBUCHMOCT OT
#KeJTAHOTO HUBO Ha MeTaGonuTeH KOHTpol. KoMOuHHpaHara Tepanms TpaGBa a ce 3aIouBa oI
CTPOro MEeIUIMHCKO HAOIIOHeHHe.

HopmanHo, eAHOKpaTHA THEBHA 033 PTMMEITMPH € JocTaThYHA. [IpernopsunTeNHO & Ta3H 1032 Jia ce
HpueMa HerocpeICTEeHO TIPEnH, FIIM 110 BpeMe Ha cTaliiIHa 3aKycKa, HIH aKo HAMa TaKaBa,
HeMnocpeJCTBEHO [IPEe/IH, KM IO BpeMe Ha ITbPBOTO OCHOBHO XpaHEHe.

Axo OpIie niporrycHaTa qo3a, T4 He OMBa Ia ce KOMIIGHCHpA ¢ yBeAHnYaBaHe Ha clieABaIaTa Jio3a.
Tabnetiure Tpa6Ba fa ce NONTBLIAT LEMH ¢ MANKO TEYHOCT.

Axo MadHeHTHT pa3BHe XHIIOTIIHKEMHWYHA peaKkiig OT 1 mg rouMertipyua AHEBHO, TOBA O3HadaBa, 4e
TOH MOXe A3 6'BI[3 OBJNIAOAH CaMO ¢ OHETa,

B xona na yiewenuero, Thil KaTo nofoGpeHneTo B KOHTpoAa Ha quabeTa e CBBP3aHO © O-BHCOKA
HHCYJTHHOBA YyBCTBHTEAHOCT, HYXKIHTE OT INIMMENHPHA MOTAT Ja HamasesT. 3a mbareane Ha
XHUIOMHKEMAH, © YMECTHO HaMasliBaHe Ha 103aTa MK CIIupaHeTo My. IIpOMEeHH B JO3aTa MOTAT fa ce
HA/TOXKAT CHINO M aKO HACTEIIAT IPOMEHH B TEIJIOTO WIH HAUMHA HA JKABOT Ha MALMEHTA, WIK aKO
BB3HHKHAT ApPYrH (bElKTOpI/I YEBCAHYaBaIiH PHCKa OT XHUII0- WITH XHITIePriTHKeMHAs,

IIpemMnBaBane 0T APYTH NEPOPATHA XHAOTIMKEMMINHA JeKaPCTBEHN NPOJyKTH KbM Amaryl

ITo npAHOHAN e BB3MOXKHO NIPEeMHHABAHE OT PYTH XUIOTIMKEMITIHH areHTH KbM Amaryl. 3a
IpeMHHaBaHeTo KoM Amaryl, Tpsa0Ba fa ce B3eMaT NpeIBHA MOIIHOCTTA U [IOYXKHBOTA HA
NPEIXOJHOTO JIeKkapeTso. B HAKoH cirydaH, oco0eHo NpH NPOTHBOZNAOETHH CPeACTRa ¢ ABIET
nonyxueot (Hanp. chlorpropamide) e npenoppunTeNeH NEprO Ha HIYUCTBAHE OT HAKONKO IHHA C
OryIen Aa ce HaMaIy 40 MUHHMYM PHCKST OT XUITONIHKEMHYHH PeaKIii BeIeICTBHE aHTHBEH edeKT.

IIpemunaBane oT HHCYJIHH KbM Amaryl

B M3KITIOUHTENHE CITyYaH, KOraTo HauKeHTH ¢ AuabeT THA 2 ca peryJHpaHH ¢ |
IIOKa3aHuA 3a npeMuHaBane Ha Amaryl. . IIpemunasanero TpsOBsa a ce H3BBPUI
MEIUIHHCKO HAOoae e,




CrienHanHy MOy IallHK
IMaupenTn ¢ OEOpeUHE B YepHOAPOOHK HAPYIICHUS:
Bmoxre Touka 4.3.

Heua 1 1oHOoIIH

JIMncea onMT 3a MPHAAraHeTo Ha TITHMeNHPHE pH Jena moa § ronumHa Be3pact. OMHTET ©
ITMMENHpHA KaTO MOHOTEpAriHs HpU Aeld Ha Be3pacT or 8 qo 17 roguiliHa BB3PacT € OrpaHu4eH (BiK.
Touka 5.1 u 5.2).

l'Iopa}:[H OI'paHHYCHNTS NAHHK 3a e(beKTPIBHOCTI‘a H 6830H&CHOCTI‘B. B IEAHATPHTHATA HOITYJ1allisg HE CE
[IpenopbyBa H3I0I3BAHeTO IPH TasH BL3PacTOBa IpyIia.

43 IIporuBonokazanus

T'nuMernmpHx € NPOTHBONIOKa3aH HpH NALHMEHTH ChC CHASHHUTE ChCTOTHUA

®  CBPBXYYBCTBHTENHOCT KbM INIUMEITUPH, APYTH CYN(AHITYpeHHH NIPOAYKTH MK
Cy/IpOHAMHIN HAH KBM HOMOLIHHATE BEIIECTBA
HHCYIHMHO3aBHCHM Auaber
nuabeTHa KoMa
KeToanuao3a
TEeKKH HapyLieHna B 6b0peuHaTa WM YepHoNpobHaTa ¢pyHruud. B cmyuan Ha Te)kKH
Hapymenus B 60peynata unan 4epEoApoOHaTa QYHKIMS, € HeOOXOAHMO NPpeMHHABaHe KbM
HHCYAHH.

4.4 CrennaiHy NpefyHpexIeHus i CHeHAIHN NPeANa3HH MePKH Npd ynorpeda
Amaryl 1pOBa Aa ce MpHeMa HETIOCPEACTBEHO TIpe/IH, HIM 110 BpeMe Ha SJeHe.

Koraro xpaHeHHATa ce H3BLPINBAT B HEPEAOBHH HacoBe HIM H300110 GHBAT NPONYCKAaHM, ASHEHHETO C
Amaryl Moxe Jia noBeqie 10 XurornukeMus. EBEHTyalnHUTe CHMITOMH Ha XHIOTTIHKEMIA BKJIFOYBAT:
rnaeoGosKe, CHIEH IT1afl, FafieHe, MOBPHINAHE, OTIAfHANOCT, CHHANBOCT, HAPYILEHUA Ha CBHHA,
0e3r10KOMCTRO, arPeCHRHOCT, HapyLIeHH KOHIGHTpaLki, CoObpcTBaHe M BpeMe 3a pearnpaxe,
HNOTHCHATOCT, O0BPKAHOCT, peYeBH H 3pUTE/IHH pa3cTpoiicTsa, adazis, TPEMOp, apesH, CeH30PHH
HapyIeH s, 3aMasHoCT, 6e3MOMOIIHOCT, 2aryda Ha CaMOKOHTPOJ, NeJIHP, HepeOpamHi MBPIOBe,
COMHOJIEHTHOCT U 3ary0a Ha Ch3HaHHE BIUTIOYHTEITHO 0 KOMA, IIOBbPXHOCTHO JHIAHE K
Opanuxapnea. OcBeH TOBa, MOTAT Ja Ca HAMIIE U IIPH3HALM Ha afipeHePruyHO MeNuupana obparHa
peryfats, KaTo U3MOTABAaHE, IENKABA KOXKa, BB30Y/a, TAXUKAPIHS, XMIEPTeH3Hs, eKCTPACHCTONHA,
angina pectoris U ChPISYHH APUTMHH.

Kmuigpunara KapTHHA Ha TCOKKHA XHITOTTHKEMHYCH IIPHCTHII MOXKE Ng HaHOﬂOGHBa Ta3yd Ha UHCYIIT,

CummroMuTte MOYTH BUHArY MOFaT fa 6b4aT GBP30 OBNajsHK upe3 He3a0aBeH NpueM Ha
BBIVISXHPATH (3axap). MskycTBEHHTE NOACIANUTENN HAMAT e(eKT.

Or ppyrure cyndaHumypeiiHi IPOAYKTH € H3BECTHO, Y€ BBIPEKH ITBPBOHAURTHO YOIICIIHHTE
KOHTpaMepKH, XHTIOTAMKEMIITA MOKE Ja Ce TIOBTOPH.

Texxara unu NPOABIKUTENTHA XHITOTTHKeMEA, OBJIaiaHa CaMO JaCTHIHO C ITOMOINTA Ha obuuaiianre
KOMHMECTBa 3axap, Hanara HezabaBHO JISYCHNE, & B HAKOH CJIy1aH H XOCITHTAIM3AIHA.

@akropute GIArONPHATCTBAIIM XUIIOTIHKEMHATA BIITIOYBAT:

- HEeXENAHHE HITH (HO-‘{GCTO [IPH MO-BE3PacTHH nauneﬂm) HecnocoOHOCT Ha
ChTPYAHH'H,

- HeZOXpaHBaHe, HepeJOBHH YAC0BE Ha XpaHeHe WM MPOIyCHATH XPaHeHH,
BB3IbpIKaHe OT XpaHa,

- [pOMEHH B JIHETATA,



- nucBananc Mexxry GH3HYecKoTo HaTOBapBaHe K pHeMa Ha BBINICXUIPATH,

- KOHCYMAIHs Ha AJIKOXOJN, 0c00eH0 B KOMOHHAIHA ¢ IPOIyCHATH XpaHeH MU,

- HapyuleHa Op0peuna PpyHKLIA,

- TEXKKa YepHOApoOHa AucdyHKIE,

- npeno3npaHe Ha Amaryl,

- HAKOH HEKOMIIEHCHPAHH HapyIUeHHs Ha eHAOKPHHHATA CHCTEeMA 3acArallH REIISXHAPaTHHS
MeTaboH3BM HTH O0paTHATA PEeryiIalid Ha XHIIOMNTHKEMHATA (KaTo HAPUMep IIPH HAKOH
pascTpoiicTBa B INUTORHAHATA GyHKUEA H IPH NpeHa XHnopuzapHa MM apeHOKOPTHKOHIA
HEIIOCTATEYHOCT),

- €THOBPEMEHHO HpHeMaHe Ha HAKOH JIEKAPCTBEHH NMPORYKTH (BXK. Touka 4.5).

Jledyennero ¢ Amaryl H3uCKBa peOBHO clie/ieHe HAa HHBATa Ha KPBBHATA 3aXap B KPBBTA H yPHHATA.

Oceen TOB2, Ce NPENOpbYBa ONPENEIIAHE Ha CHOTHOIIEHHETO HA IIMKAPAHNST XeMOTIIODUH.

ITo Bpeme Ha NeyeHHeTO ¢ Amaryl ¢ HeoOXOAUMO PENOBHO H3C/IEABAHE Ha YepHOMpoOHUTS H
XEeMATONOrHYHITE IoKasaTeN (0cOGeHO Ha JIeBKOLIUTUTE H TPOMOOIIMTHTE).

ITpu cTpecoBd cuTyaruy (Hanp. 3JI0HONYKH, CIIEIHH onepanyH, MHOEKIMH ¢ heOpHIuTeT X p.)
MOKe Jia € HAJIOXKH BpeMEHHO [IpeMHHABaHe Ha HHCY/IMH.

Hsma HaTpynas onut 3a ynorpebara Ha Amaryl IpH NAiTMeHTH ¢ TeKKH HapyIeHus B depHoApoGHaTa
($YHKUMA MITH [IPY TTANMeHTH Ha Auanuza. [Ipy manueHTH ¢ TeXKKH HapylleHHs Ha G0pedHaTa uian
YyepHoApoOHaTa GyHKUHS € OKa3aHO IPEMHHABaHe Ha HHCYJIHH.

JTeueHueTo Ha manpeHTH ¢ GOPD-aehuIuT ¢be CYIpaHHIypelHA HPOXYKTH MOXKE Ha JOBEAS 10
XeMonuTH4HA aHeMus. Thil KaTo MIMMENHpH/ NPUHAIIEKA KBM IpyiiaTa Ha cysi(aHpnypeiiHiTe
TIPOAYKTH, NPENOpHYBA ¢ HOBUIISHO BHHMaHKe NipH nauueHTH ¢ G6PD-nedHuuT 4 npuioxeHye Ha
He- cyiihauHIypeiHl IPOIYKTH.

AMapun cpABPIKA JIAKTO32a MOHOXHAPAT, [TaLHeHTH © PSAKM HACIEACTREHH NPOGIeMy Ha raJJakTO3HA
HENOHOCHMOCT, Lapp NakTa3Ha HEAOCTATEHHOCT HIIH TNIIOK030-raiaKTo3Ha ManabcopGuusa He TpsGBa

Ja B3cMaT TO3H JICKapCTECH IPOOYKT.

4.5 BiaumopelicTBHe ¢ APYTH JeKapCTBEHH NPOAYKTH i Apyra ¢dopMu Ha B3auMoaeilicTBHe

Axo Amaryl ce mpHeMa ¢THOBPEMEHHO ¢ HAKOH APYTH JISKAPCTBa, ¢ BE3MOKHO Jla BE3HHKHE KaTo
HeKeJTaHO TIOBHILICHHE, Taka H MIOHIMKEHHe Ha XMIONTAKEMHIHOTO AeHCTRHE Ha MiuMenupuz. [lopann
TOBA, APYrH Jiekapcrea TpAOBa Ja ce MPUMAT CaMo ChC SHANKETO (WK IT0 YIpeXTIUCArHe) Ha JieKap.

T'mumenmpun ce Metabonusupa ot muToxpoM P450 2C9 (CYP2C9). H3secTHO €, Yo MeTabOMM3MET My
Ce IOBMIABA OT eXHOBpeMeHHOTO npHeMane Ha CYP2C9 uumykTopn (wamp. rifampicin) mnu
uaxubuTopH (Hanp. fluconazole).

Peaynratute OT in vivo HPoyYBaHe Ha B3aMMOIEHCTBHATA CHLODHIEHH B TUTEpaTypaTa [I0Ka3Bart, 4e
TJIOIITA [0 KPHBATA HA MIMMENMpPH e YBENIN4aBa MpuOIH3uTeNHO AByKpaTHo ot fluconazole, emun
ot Haii-momHuTe CYP2CY unxuburopu.

B%3 ocHOBa Ha onuta ¢ Amaryl U ¢ Apyru cyndaHuTypeHHH IeKapCTREHH IPOXYKTH & HeOOX0NHUMO &
a 6'15113.'1‘ CITOMCHATH CIICAHUTES Bzanmo,ueﬁcmm.

- denunGyra3oH, azanponason U okcHdeHOyTa30H,

- HHCYJIHH ¥ TIepopaIHy NPOTHROAHA0ETHH CPeficTBa, HalpuMep MeTdhopM
- CATHLIWIIATY | P-aMHHO-CAMLIUAOBA KHCEIHHA,

- aHabOoNHM CTEPOMIH H MBXKKH ITOJIOBH XOPMOHH,




- xnopambeBHKOI, HAKOH ABNTo AeHcTBalnH cyndoHaMuIH, TeTPALUMKIHNHY, XUHOJIOHOBH
AHTUOWOTHIIM B KTaPUTPOMULIVH

- KYMapHHOBH aHTHKOATryJIaHTH,

- beHpIypaMiH,

- dubpary,

- ACE uHXuOHTOpH,

- tiyoxcerus, MAQ-HEXHGHTODY,

- AJIOILY PUHO, MPpoOe UL, cyNnGUHIHPa3oH

- CHMIIATHKONUTHLIH,

- nurtodochamun, rpodocdamur u nbochamunu

- MHKOHa20J1, (pIyKOHAa30]1

- neHTOKCH(HIME (BHCOKH HAPSHTEPATHA J031)

- TPHUTOKBAJIHH

Orcnabeane Ha MOHIKABAIINA KPBBHATA 3aXap e(eKT, a IopaJy TOBA, BE3MOKHOCTTA B HAKCH CIIyJaH
Jid BB3HHKHE XHNCPIIIHKEMESA [IPH [IPHEMAaHE HA HAKOH OT CNISOHHTE JICKapcTsa, HallpAMep:
- eCcTPOTEHH H MPOrecTareHH,

- caTypeTUlH, THASHIHHI JHYPeTHIH,

- CpeACTBa CTHMY/IHPAINY IHHTOBH/HATA JUIe3a, [FIFOKOKOPTHKOHIH,

- ()eHOTHA3HHOBY MPOH3BOAHHU, XIOPIPOMA3HH,

- agpeHaIHH H CHMIIATHKOMHUMETHIH,

- HHMKOTHHOB2 KMCENKHA (BHCOKH J03H) H NMPOM3BOANY HA HUKOTHHOBATA KHCEIHHA,
- nakcatisy (TIpU NPONBKUTENHA YIIOTpeba),

- (heHUTOHH, HHAZOKCHII,

- DIIoKarod, 6apOuTypaT U padaMIIINH,

- aleTasonaMu.

H, anraronucture, B-6rokepure, clonidine u reserpine MoraT fa OOBEAAT WK JO YCHIBAHE, WIH A0
oTcnalBaHe HA NOHIDKABAIHS KPHRHATA 3aXap eIeKT,

Iox BHHSHUETO HA CHMIIATHKOJIMTHYHH JIeKapceTBa, KaTo B-Gnokepy, clonidine, guanethidine u
reserpine, Npu3HaIKTe Ha afpeHepridHa o6paTHa perynalyii Ha XAMONTHKEMHATa MOTaT a OpAaT
oTc/IabeHH WIH A OTCHCTBAT.

KoncymanpaTa Ha IKOXON MO3Ke HelpeACKa3yeMo Ja NOTeHIMpa Hid Aa oTcnabu
XHIOTTHKEMHYHOTO ASHCTBHE HA TIIHMENHpPHT,

T MUMeRHpHA MOKE Ja TIOTEHIHpa MY Ja 0Tc/1a0u edeKTHTe HAa KyMapHHOBHTE NIPOH3BOJHH.
4.6  BpeMeHHOCT H KbpMeHe
Bpemennocm

Puck, cepp3aH ¢ nuabera

Heobwyaiity HuBa Ha KpBBHATA 3aXap M0 BpeMe Ha GpeMeHHOCTTa ¢a CBBP3aHu ¢ IO-YeCcTo
BB3HHMKBaHe HA BPOACHH AaHOMAJIHH M NIePHHATATIHA CMBPHOCT, ETO 3a110 HUBaTa HAa KPBRHATA 3aXap
Tpabea a OBAAT CTPHKTHO CIEASHM IO BpeMe Ha OpeMeHHOCTTA ¢ e W3BArBaHeTo Ha TEPAaTOTeHEeH
puck. [Ipu Teau ofcToATeNncTBa ce mpenopbysa ynorpebara Ha nucynuH. IlanuenTkure,
Bh3HAMepABaIly 13 3abpeMeHesT, TpaGBa N2 YBeAOMAT CBOA JIeKap

Prick cBEp3aH ¢ IIIHMEHPHA
Hama gocrarhyHo nanuu 3a ynoTpbaTa Ha MIMMENEpPRA npu 6peMeHHY skeHu. [T
JKHBOTHH €a II0KA3a/IH PETpOAyKTHEHA TOKCHYHOCT, KOSTO HaH-BEPOATHO € CBH
(hapMaKOMOrHYHOTO AeHCTBHE (XHIIONTMKEMHA) Ha NIIMMeTIHpU)( BIDKTE TOUKa

CJ'IC.ILOBaTeJ'IHO, TITHMENHPUNI HE TpﬂﬁBa na 6ee M3roA3Ral o BpeMeE Ha LIA14aT



B cnywait na neveHue ¢ ITHMENHPUA, aKo NALMEHTKATA [TaHUpa OPeMEeHHOCT Hild aKko € OTKPUTa
BpeMeHHOCT, TepanuATa TpAOBa Ja ObAe NPOMEeHEHA BB3MOXKHO HAH-0BP30 HA HHCYIIHH.

Kupmene

ExckpenpaTa B MaliuiHOTO MIIIKO He © M3BecTHA. [ IMMENHpHA NPeMHHABA B MIIIKOTO Ha IIBXOBE,
Tsit KaTo ApyruTe cyndaHHTypelfH IPOH3BONHY MPEMHUHABAT B MAWUHHOTO MIISKO M Thif KaTo
CBINECTBYBA PHCK OT XHIIOITHKEMHSL NPH KBPMadeTaTa, ¢e npeliophuBa Ja ce u3barea KbpMeHeTo o
BpEME Ha JISUCHHETO C MITHMENHpPH.

4.7  Bausune BLPXY cnocoGHOCTTA 3a modupane i padora ¢ MAMMHH
He ca nposexaany mpoyuBaHMs 3a e(heKTHTE BBPXY cliocobHOCTTA 3a mwodmpane ¥ paboTa ¢ MaLIHHY.

CnocofOHOCTTa Ha NAlHeHTHTE 3a KOHLEHTPalys 1 pearupaHe Moxke aa Ob/1e HapylleHa BCIIeACTBHE
XHIIONTKeMHA WM XUICPIIIAKeMUs, WIH HallpiMep, Belle/ICTBHE HapyIleHHd B 3peHneTo. ToBa MoXe
A4 IpeAcTapiifiBa OfIaCHOCT B CHTYALTHH, IIpH KOHTO TE3H crocoBHOCTH ca OT 0coDRHO roJaMo
3HaueHue (Hanp. modHpaHe WK paboTa ¢ MAlIHHK).

TTanpenture Tps6ea fa OBOAT HOCEBETBAHHM A B36MAT Npeila3sHi MepKH 3a H30ATBaHe Ha
XUIOIIHMKEMHE TT0 BpeMe Ha modupane. Toba e ocofeHo BaykHO IIPH JIMLA C TIOHIKEHO HITH
JIHIICRAIN0 YCELUAHE 3a NPSAYIDEAUTEHHNTE CHMIITOMHA HA XHIIOTHKEMHATA, HIIH KOUTO UMaT YeCTH
enM30IH Ha xumormuxemus. Heo6xomumo e no6pe fa ce 0OMHCIM JaH IpH TakuBa 06CTOATENCTBA €
NPeNopLYHTENIHO Te A2 Mo(GHpaT Hix Ja paboTsT ¢ MALIKHM.

4.8 Hesrenann JekapcrpeHH peakuMu

Cnenuure HeKelaHH JISKApCTBEHH peakIIHK OT KIMHHYHK H3CIeABayis, 0azupany Ha onuTa ¢ Amaryl
U C JpyruTe CyshaHHIYPeHH NeKAPCTBENH IPOKYKTH, CA M3DEMeHH N0 CHCTEMO-OPraHeH Kiac U B
pex Ha HaMaispama yecrora (MEOre yecet 21/10; weeri: 21/100 no<1/10; wewectn: = 1/1,000 po <
1/160; pemwu: =1/10,000 o <1/1,000; muoro peaxu: < 1/10,000), ¢ wemspecTtna wecrora (oOT
HAIMYHATE JAHHE He MOJKe 1a Ohe HANPABEHA OLISHKA)

Hapyurenms Ha KPBHRTA M MAMPHATA CHCTEMA

Penki: TpoMOOIMTONSHIA, IEBKONCHHMS, PHTPOIHTONEHIS, TPAHYIOLHUTOTEHHS, ArpaHyIoUUTO3a,
KBMONMITHYHA AHEMPH M HAHIATONHMS, KOUTO 110 IPHHUHKI ca 00PATHMHE ¢S LIpeKpaTsBate IpreMa
HA JIEKAPCTBOTO.

Hapysmennst ya UMyHHATA cHETEMA
MBoro pefkd: aneprayeH BaCKyJMT, IEKH PeaKIHH Ha CBPBXYYBCTEHTENHOCT, KOUTO MOTAT Ja
[IPEPACHAT B TERKH PEAKIMK ¢ JHCIHEeS, CHIKABAHG HA KPHBHOTO HANSIPAHE U TOHSIKOTE LIOK.

C HeM3BECTHA YeCcTOT?; BE3MOMKHH ¢4 KPECTOCAHH AepTHY ¢hC CymatmrypeHiuu rpenapaTy,
CYNhOHAMUIH WIH CPOIHH BeLIECTRA,

Hapywenns 1a meraGoansma i XpaHeHETO

Penxun:xunornuxems.

Hali-weeTo Teay peakiii FE3HHKBAT He3a0aBHO, MOTAT Jig Ca TEXKH H He BHHAIH € JeCHO Ja Osiar
KOpUIHpaHu. Bh3HHKBAHETO Ha DONOGHH PeaKiH 3aBHCH, KAKTO W YIPH APYIHTE XHIOTIIHKEMHIHA
TEPATTA, OT HHIHBHAYANHH GaKTOpH KaTO XPaHuTeNHM HAaBHIH ¥ OT JOSHPOBKAaTa (B}K&JJ@,'EI%&\N
FOITRIHATENIHA HHOOPMALHLL). Sl '

Hapylueuuﬂ Ha OUNTE
C HenzpecTHA ¥ECTOTA; QCOBEHO B HAMAIIOTO Ha JEHEHHETO € BEIMMKHO JBd BR3HH
HAPYIIEHHA B 3PpSHRCTO, ITOPalH IPOMIHA B HHBATA HA KPHBHATA 3axap.

CromamHo-4peBHH HAPYIICHHA




Mmuoro PEEKH; Tafiene, MOBPRINaHe U AUaphs, TeXKSCT UM YCeeIllaHe 34 NPENBIIHCHOCT B CTOMAaNIHATa
obnacr u KOpeMHA 6OJIKI/I, KOHTC BOAAT OO NpeKpaTABAHE Ha JICICHHETO.

Xenaro-0nmmapau HapyIeHHS

C HenzBECTHA HeCcTOTA: NOBHIEHHE HA YePHONPOOHHTE CH3HMH.

MHuoro penku: HapyuleHHe Ha yepHoApoOHaTa dhyHKIHA (Hamp. ¢ X0NecTasa M HKTep), KakTo U’
XEeNaTyT WIH YepHOAPOoOHa HEXOCTATEUHOCT.

Hapymenas Ha KOXKATA ¥ IIOJKOKHATA THKAH
C Hem3BECTHA YeCTOTA: BB3MOIKHO € Ja BE3HHKHAT peakliH Ha CBPBXYYBCTBHTEHOCT 110 KOKATa,
Kato cepbex, OOpHB, YPTHKAPHA K (OTOYYBCTBHTEIHOCT.

Hacaensanns
MHuoro peikH: NoHwKeHle HUBOTO HAa HATPUA B KPLETA.

49  TXlpeno3mpane

Cren npueM Ha CBPEX034, MOske 12 BE3HHKHE XHIIOMIHKSMHA © MPOAB/DKHTENHOCT OT [2 no 72 vaca,
KOATO MOXKE N3 ce IIOBTOPH Clell MbPBOHAYANHO BB3CTAHOBsBaHe, CHMITOMUTE MOTAT Aa He ca
HaNHIe B pOABIUKeHHE Ha A0 24 daca cien nipreMa. ITo NpuHIEI ce IIpenophyBa Habmmronenye B
fomuuna. Morar 1a BR3HUKHAT rajicHe, MOBpGIIaHe, OONKH B enuracTpuyMa, B obmus cinyqai,
XUIIOTJIHKSMUATA MOXKE 1a © npn,uppxe}xa OT HeBpOJ‘[OI"PI’-IHI/I CHMIITOMH KaTo HECHOKOﬁC’I‘BI/Ie, TpEMOp,
IPUTEIHH CMYIUESHNS, Ipo6IeMH ¢ KOOPIMHALMATA, CBHIHBOCT, KOMa H I'hpUoBe.

JleweHueTo ce CECTOU NPEAMMHO B IPENOTBpaTiBaHe Ha abcopOuuATa Ype3 npeIU3BHKBaHe Ha
HOBpBINAHE, ClIeH KOSTO Ce NpUeMa BOA HiH JIAMOHAZA ¢ aKTHBEH BBIVIEH (ancopOeHT) u HATPHEB
cyndar (naxcatHB). AKO e NPHeTO roiMo KOIHHECTBO IIIMMENHPH], € [TOKazaH CTOMAIEH NaBak,
MIOCTICABAH OT AKTHBEH BBINICH ¥ HAaTpHeB cynadar. B cryyau Ha (ceprozH0) npeno3upaHe, e MoKa3aHa
XOCITHTATH3ALMIA B 3BCHO 38 MHTEH3WBHH Iproku, Maxermanaoe Osp3o TpafBa 11a ce 3anogmHe
IPHIATAHS HA IIIOKO3a, IPH HeoGXOAUMOCT upe3 GOMyCHO HHTPaReHO3HO HIDKeKTHpaHe Ha 50 mi
50%-eH pasTROp, NOCTEARAH OT HH(pY3HT Ha 10% pasTBOpP CHC CIPHKTHO MOHMKTOPHPAHE HA KphRHATA
zaxap. Ilo-HaTaTEIHOTO Nedenue Tpa6Ba Aa 651e CHMITOMATHYHO.

Ocobero npH jlevenye Ha XHIIOTTHKEMHS BCISICTBHE CITYMAaHHO npieMane Ha Amaryl or 6ebera u
MaJIkH Jiena, J03a1a Ha IPHIoKEHaTa Mokosa Tpaisa 1a ce KOHTPOIMpa BHUMATEHO 34 /14 Ce

msfierde BEPOSTHOCTTA OT NPeU3BUKBARES Ha onacHa Xarneprxkemus. Kpreuara saxap Tpsdsa fa ce
CHIEIH CTPHKTHO.

5, PAPMAKOJOTHYHA JAHHKA

5.1 DapMAKOHHAMEYHE CBOHCTRA

PapmaxoTepanerTHiHa rpyna; ITORDKABALTE KPBEHATA 3aXap JIEKApCTRa ¢ HIKIFOUEHHe Ha
wHCynHHE: CyndonaMunH, nepusat Ha ypesta, ATC xom: ATOB B12,

I"niMespuz € AepoPaTHO AKTHBHO XUITOTTIHKEMAYHO BeIECTEO IIPHHAIUIEKAINO KbM
cyndanmypeiinata rpyna. Toil MOXKe 14 Ce H3NOI3BA JIPH HHCYITHHOHE3ABHCHM 3aXapeH auader.

HaHKpeaca.
Karro 1 npu npyry cyndanutypefiay NPOXYKTH, TO3K e(EKT ce 0CHOBABA BRPXY YO
Ha MaBKpeaTHaHATe §eTa KIeTKH KbM (DH3NOJIOTHYHHS CTHMYA Ha Iimokosata, Ocse
e IHIMEIHPH)T IPHTEeIKABa NOMNEPTAHN eKCTparaHKpeaTHuHH edextH, orfenssaH
ApyrA cynanpirypetHi MPOIyKTH.

OceofokaaBane nHa HHCYAHH




CyndanunypelHHTe TPOAYKTH PErYINPAT HHCYIHHOBATA CCKPEHEA ypes 3aTsapsHe Ba ATD-
yyBCTBHTCIHHTE KalHeBH KaHANH B MeMmOpanara Ha Gera kineTkute. 3aTBapsHETO Ha KallHEBUTE
KaHaNY MpeJU3BHKRA ASTONApH3aLyis Ha GeTa KISTKHTS, B pe3YATAT Ha KOETO — NOCPEICTEOM
OTBapsHe Ha KANNHEBHTE KAHAIY — ¢ IOCTHTA IOBHINCHO HABMM3AHS Ha Kajiull B 1UTeTKATa.

Tosa BofH 1o ccBo0OKTABAHE HA WHOYAHE NOCPENCTROM EK3OIHTORA.

I'nuMenmUpuA ce CBBP3RA ¢ BHCOKA o0MetHa ckopocT ¢ GeTa-kieTr4aeH MeMOpaHeH NIPOTEHH, CBBP3aH
¢ AT@®-uyBCTBHTENMHUTE KATHEBH KAHANN, HO pa3muyeH oT oGuuafiHOTO MACTO 3a CRBP3BAHE HA

cyndanunypeHNTE NPOTYKTH.

ExcTpanaHKpeaTHIHA AKTHBHOCT

ExcTpanaskpeaTH4HuTe eieKTi ca, HAIPHMePp, ToAoOpeHHe B YyBCTRHTENHOCTTA Ha nepudepHuTe
THKAHH KbM HHCYAMH H CHIDKABAHS HHCYAMHOBATA KOHCYMALHE OT YepHHA Jpos.

TToemaneTo Ha rMIOKO3TA OT KPBBETA B nepudiepHATA MyCKYAHA M MACTHA THKAH CTaBa NOCPEACTBOM
CIIEHHANTHH TPAHCTIOPTHH NPOTEMHM, PasToNOKeHN B KNeThyHaTa MeMOpana. TpaHCTIOPTHT Ha
IAIOKO32 B Te3H THKAHH € CKOPOCT-OrpaHHuaBauioTo CTHIANO B YCBOABRHETO Ha MIIOKO3ATa.
I'mumenupuz MHOTO 6Bp30 yBenHHasa 6pos Ha MONEKY/HTe 2a AKTHRSH TPAaHCTIIOPT Ha IIIOKO3a B
IMa3MeHHTE MeMOPAHH HA MYCKYJTHHTE ¥ MACTHHTE KNETKH, KOSTC BOAH AO CTHMYJIALMA Ha
IIIIOKO3HATA KOHCYMAITHA,

InuMenupuz MoBMiiaga akTHBROCTTA Ha glycosyl-phosphatidylinesitol-crerduanara docdarasa C,
KOSTO MOXe Ja C& CRBpIKE ¢ MeAHKAMCHTO3HO IPeAH3RHKAHATA JHIIOTeHE3a M IIFOKOIeHEsa B
W3OJIMPAHHN MAaCTHH ¥ MYCKYJIHH KIISTKIL

Crvenmpun Gnoxupa obpa3yBaHeTo Ha IIOK03a B YepHus ipol upes NOBMINABAHE BRTPEKICTEYHATA
KOHUeHTpaiug Ha fructose-2,6-bisphosphate, koliro o1 cBos cTpana uHXUGHPA NIOKOHEOTSHE3ATA.

O0ma aKTHBROCT

Ipw 3ppasH HHAHBHIH, MEHMMANTHATA SeKTHRHA Mepopanda o3a & npubmnurenHo 0.6 mg.
EdekThT Ha TTIHMEIMPHN & TO303aBUCHM H BR3npoHssoniM. (DHIHOROTHYHNAT OTTOBOD Ha TSHKKO
(H3MYeCkO HATOBAPBAHE, CHIDKABAHE HA HHCVANHORATA CeKpelns, OCTARA NPH [NIMMENHpPU.

Hamaine sHauHMa pasivka B ehexTHTe He32BACHMO OT TOBA AANH JIGKAPCTROTO e NpueTo 30 MUHYTH
IpeAH XpaseHe HTH HelocpeeTBeHo npenu Xparere. [Ipn natmentn ¢ nuaber, nobsp mMerabomuten
KOHTPOJ B NPOQEBJDKeHHE Ha 24 yaca MOXKe jfa Oble NOCTHIHAT ¢ efAHOKpaTHa AHEBHA JO3a.

BbrpexH 9e XHApokcH-MeTaboMHTHT Ha IMHMEITHPH)] IPSAH3BHKBA MANKO, HO 3HAUMMO CHIDKEHHE B
CepyMHaTa DIIIOKO034 ITPH 3/IpaBM HHIMBHIM, TOH & OTTOBOPEH CaMo 32 MUHMMAIHa 4acT OT 00w
edexT Ha NIeKapCeTBOTO,

KomOnaupana repanus ¢ metformin

TIpu enHO MpoyYBaHe cpey MAUMEHTH HeAoOpe OBNARCH ¢ MaKCHMaNHa oza metformin, Genre
IEeMOHCTpHpaH nofobpen MeTaboArTeH KORTPON NpY KoMOMHUPaHa TePATiid C IIMMENHPUY B
CpaBHeHMe CH¢ CaMOCTOATENHO HpHamKkeH metformin.

Kom0nanpasa Tepanis ¢ HACYIHH

HudopManiara 3a koMOHHRPaHA TePAITia ¢ HHCYNINH ¢ orpaduyeHa. [Ipy nanueHTH HealeKBaTHO
OBNaJIEHH ¢ MAaKCHMAIIHA 1032 MIHMeNMHPHA, MOXKE /13 ¢t 3an0uHe ChIBICTBAIA Tepanys ¢ NHCYNIHE.
IIpu gpe IpoyuBaHMs, KOMOHHMPAHETO MOCTHIA CHIOTO TOAOGpeHUe B MeTabCOIUTHIL KOHTPOI KaTo
CaMOCTOATENHO NPHIOKSHIS MHCYNUH, NpH KOMOKHUpAHATA Tepanus 06a4e, HYKIUTE OT HHCYIIMH ca
HO-MAaJKH.

Crellanii DOITyIauHH

Jlea i I0HOINE
TTpoBeseHo € aKTHBHO KOHTPOIHPARO KAMHIYHO NpoyuBane (rIuMenupug 7o 8 m
merhopmeH xo 2,000 mg AHERHO) ¢ npoEBLRHTENHOCT 24 cepnpuii npu 285 pe; (@
BB3pact) ¢ Auaber Tur 2. e




Kakrto rmiMennpum, Taka 1 metformin moxaseaT 3HaumMMo noHmwkeHue Ha HbA | o Gasosara
croisocT (rmmenapun -0.95 ( 0.41); merdopmus -1.39 ( 0.40)). He e yeraHoBeHa 3Ha4AMa paznika
MeKIy ABeTE FPYIH HA jiedeHue, [TMMenHpha He € IoKazall Io-HuCKa e(peKTHBHOCT 0T MeT(HOPMMH B
cpenHo u3MenerHe Ha HbA ;. oT 6asogarta croliHoct. Pasznukata Mexxny neueHuara e 0.44% B monza
Ha MeT¢opMuH. I'opraTa rpanuua (1.05) Ha 95%-1s HHTepBan Ha HOBEPUTEIHOCT 3a Pa3HKATA He €
nox ripepena ot 0.3% 3a ve ro-AucKka eQeKTHBHOCT.

HpH JIEYEHHUETC C IMHMEeNUPHL, He ¢a YCTAHOBSHH HOBH NaHHK OTHOCHO 63301'IaCHOCTTa IIpH Aena B
CpaBHEHUe ¢ BE3PACTHH MALACHTH CBC 3axaped auabeT Tun 2. HAMa apirocpoYHH Npoy4YBaHud Ha
e(l)eKTHBHOCTTa ¥ GeszomacHocTTa IIpH HE,E[PlanI/I'-IHPI MatueHTH.

52 PapMaKoOKXKHHETHYHH CBOIiCTBA

Abcopbunsa: BUOHANMMUHOCTTA Ha TTIAMEHPU cilel] IEPOopanHe IpHokeHHe € Ibiina. I[pHeMsT Ha
XpaHa HAMa [IPaKTHYeCKo BIMAHHe BBpXy abcopbuusara, camo ckopoeTTa Ha abcopfius nexo
HaMaiaea, MaxcuManns cepyMHH KoHIeHTpauH (Cpay) c¢ JocTHraT npubiusuTenHo 2,5 yaca ciel
nepopases npueM (cpearo 0.3 pg/ml 1o Bpeme Ha MHOTOKPATHO JO3upaHe ¢ 4 mg qHEBHO) K €
HANHLE AUHEHHA 3aBHCHMOCT MeXKRY 1o03aTa B Cpae 1 AUC (rwiomy 1o Kprsara
BpeMe/KOHIEHTPALHS).

Pasnpenenenne: I'numennpul ima MHOro HHchK 06eM Ha pasnpelenenne (NpUOTHIHTETHO

8,8 nurpa), xoiiTo rpyGo ce paBHiBA Ha MPOCTPAHCTBOTO Ha pasNpefieleHne Ha anbyMHHA, BRCOKO
CBEP3BaHE ¢ poTerHuTe (>99%), ¥ HHCHK KIHpBHC (MpHOHsHTenHo 48 ml/min).

Tlpu sKHBOTHA, MIMMENHPN]] CE EKCKPETHPA B MIIAKOTO. [ TMMeN¥pH, npeMUnaBa B MITALEHTATA.
TIpemuHaBaHeTo Npe3 xemaroeHuedanuara Saprepa e cnabo.

Buorpanchopmanns u enumuaupane: llpeobnafaBaiuar cepyMeH NORYMKHUBOT, KOHTO € oT
3HAYEHHE 32 CEPYMHHTE KOHLIEHTPALMH B YCHOBHS Ha MHOTOKpPATHO JO3HpaHe, e oxono 5 1o § gaca.
Crnen BucokH 103, Geme ordens3aH Malko M0-BUCOK MOMYKUBOT.

Crien eRHOKpATHA X032 Ha paJMOaKTHBHO MapKupaH rnuMenipur, 58% ot pamuoakTHBHOCTTA Gelme
OTKpHTA B YPHHATA U 35% B H3NpaKHEHUATA. B ypuHaTa He Gellie OTKPUTO HEIIPOMEHEHO BELIECTRO.
Hra meTabomnyTa — Hali-BEPOATHO Pe3yNTAT OT HepHOAPOOHHA MeTaboN3bM (OCHOBHHAT SH3UM
CYP2C9) — 6g4xa OTKpUTH KaKTO B YPHHATA, TAKA U B H3NPaXKHeHUATA: XHAPOKCH-IIPOU3BOIHO H
kapOoker-ripon3soano. Ciiel NepopalHO NPUIOKEHHE HA MIHMEITHPHL, TEPMHHATHIAT [OIYKHBOT
Ha Te3H MeTaboMUTH Gewne ¢b0TBeTHO 3 10 6 yaca U 5 10 6 Jaca.

CpaBHEHHETO MeXy eAHOKPATHO H MHOTOKPATHO O3MpPAaHe BEAHEK JHEBHO HE TOKA3a SHAUMMY
Pa3yHKH BB (hapMAaKOKHHETHKATA H MHTPAaHHIHUBHIyaTHaTa BapuabriHoct Getlie Muoro Hrcka. He
Gere HabNIOAABAHO MPAKTUYESCKH 3HAYMMO KyMyJIHpade,

CrieliHanHK MOIYIalHH

{apMaxkoKuHETHKATa Oelle CXOIHa NPH MEXKe H KSHH, KaKTO H IPH NallieHTH B Mi1aja M HanpeaHana
BB3pacT (Han 65 roguay). IIpH nauueHTH ¢ HUCHK KPEATHHHHOB KIHPBHHC, OeIue HamHIe TeHIeHIs
KIMPBHCHT Ha IAMeIIHpH]I [1a Ce MOBUIUARA U CPeIHUTE CepyMHH KOHIEHTPAIINM Ja Ce NIOHHKABAT,
Hait-BepoATHO BCJIGACTBHE 10-0bp3a eNMUMHHNANN TOPAH [0-HUCKO NPOTEHHOBO CBHP3BaHe.
Bbrlpeuroro enMMUHupane Ha Jeata MetabonuTa Gelle Hapymeno. Kato 1o, He Tpabsa aa ce
TIpHEMA, Ye TIpH TAKWBA [IALHEHTH € HaTHLE PACK OT KyMyJIHpaHe.

(bapMakokuHeTHKATA NIPH NETHMa NaudeHTH 6e3 quader cen onepaliy Ha HOTHYHKHTE TBTHINA Gelne
CXOHHA C Ta3H [IPH 3APaBU HHIMBHIH.

Jena A roHOIN
IIpu npoy4raHe Ha (papMakOKHHETHKAaTa, OE30TIaCHOCTTA ¥ IOHOCHMOCTTA IIPH E/IHOKRA
mg riEMenupHA npu 30 neqHaTpHYHK MauueHTH (Ha Bp3pacT oT 10 no 17 rogunm) 4
nony4ery cpensu croiHocTTd Ha AUC (. 5g, Cmax 1 t1p ( BpeMe Ha MOMYKHBOT)
YCTaHOBSHHTE TIPH BB3PACTHH.

5.3 TlpegxauausHH JANHHA 32 0€30MACHOCT
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[peaxmumunmTe ederry Ha rmuMenupra 6axa vabmogasanp NP A03H, 3HAUUTENHI HA
MAKCUMATHUTE 34 XOPa, KOSTO UMA MUHHMATHO 3HAUSHHE 32 ISIHHHYHATR TIPakTHKA, WK Gaxa
chnefcTeHe OT (papMaAKOAMHAMUUHOTO AeHCTBHE {XHITOMNMMKEMHA)} HA ChEAHHEHHETO.

Haunure ce 6aznpar BbpXY KOHBEHUHOHAMHATA (PAapMaKOSIOrig 3a Hicneapate Ha Ge30nackoct, ¢
HICNEABAHKA 32 MHOFOKPATHa J030BA TOKCHUHOCT, MeHOTOKCHYHOCT, KAHLIEPOrEHHOCT W
pPenpoayKTHBHA ToKCHUHOCT. [1py rnocneanoTo (MOKpHBAILO eMOPUOTOKCHUIHOCT, TEPaTOrCHHOCT H
TOKCHUHOCT TIPH Pa3BUTHETO), HAOHIOAABAHUTE HEXeNaHK peaklytd Gs1Xa npueTH 3a BTOPHUNH CIIPAMO
XHMNOFNHKEMHYHNTE eeKTH, PEAHBHKAHYN OT CheANHEHUETO BRPNY JKEHCKK eK3EMINAPH 11a

HETHPHHOTH H TAXHOTO NOKONeHKe.

6. DAPMANEBTHYHH JAHHM

6.1 CaNChK Ma NOMONIHETE BEINECTRA

Lactose monohydrate, JakTosa monoxuapar,

sodium starch glycollate. HaTpyeBa ckopbsna raHKonar,
magnesium stearate, MarkezHes cTeapar,
microcrystalline cellulose, MHKPOKpHCTANHA LeNTyAao03a,
povidone 25000 noeuaoH 25000

Ocpeti ToBa KaTo OUBETHTENN:
Amary! | mg: vepsen xenezen okena (E 172).

Amaryl 2 mg: xcbnT sxenezen okenn (B 172), unnuro-xapsun anymnnnes iak (E132).
Amaryl 3 mg: scwrr sxeneszen oxeun (B 172)
Amaryl 4 mg: unpuro- kapmud anymuuves nak (E 132)

6.2 HechBMECTHMOCTH
Hama oTHOWEH e

6.3 Cpox Ha roagocr
3 ronuHH

6.4 CrienHaiHg yC/JXOBHS HA ChbXpaHeHHe
Ja ce cbxpanssa npyu TeMneparypa nog 30 C.
Ja ce cbxpaHsiea B OPHrHHANHATA OMAKOBKa, 32 A4 Ce Npeanasi oT snara.

6.5 Bui i ¢ChOBLPAHNE HA OMAKOBKATA
PVC/anymunnesu 6nucrepu.
14, 15 (camo 3a Amaryl 1 mg) 20, 28, 30, 50, 60. 90, 112, 120 u 280 raSnerxu.

He Bcuuku BUOOBE OnakoBKU MoraT ga Obaar IyYCHaTH B npo,ua)xcfia.

6.6 Yxazanns 3a ynorpeda u paGora
Hama cneumanin U3McKBanus,
S
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7. NMPUTEXKATEJ HA PAZPEINEHUETO 3A YIOTPEBA
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8. PECHCTPAIHOHEH HOMEP B PETUCTDLPA



Amaryl 1 mg- 9800222
Amaryl 2 mg- 9800224
Amaryl 3 mg- 9800223
Amaryl 4 mg- 20020600

9. JATA HA M3NABAHE HA IIBPBOTO PASPEINIEHHE /IOJHOBABAHE HA
PASPENIEHHUETO/

Amaryl 1 mg-04.08.1998
Amaryl 2 mg-04.08.1998
Amaryl 3 mg-04.08.1998
Amaryl 4 mg-23.07.2002

10.  JATA HA PEJJAKITAS HA TEKCTA

Hexemppu 2009
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