KPATKA XAPAKTEPUCTHKA HA ITPOJAYKTA



1. HBME HA JJEKAPCTBEHHUA NPOAYKT

Amapnn 1 mg TabneTkn . . S —
Amaryl 1 mg tablets . B3MLAHWTERHA ATERLIAA N0 NEKAPCTBATA
) ’{pamxa XBpAXMEPUCTSA HA NPOZYRMA - MpuacKanLe ¢
Amapna 2 mg Tabaerkn 222 | \. _9\5 ploe) 10600
Amaryl 2 mg tablets ‘ KbM Pea. Ne . S@O l,E[ 6
| apewenus Ne 0 LAV S ?
Amapun 3 mg TabaeTku Paape 1 5 12 m
Amaryl 3 mg tablets dqaépwua s wereerernsnsssrensnsmsnsamed orasmasnssncrnccsrasrssrasn o
Amapnn 4 mg Tabuerkn
Amaryl 4 mg tablets
2. KAYECTBEH U KOMIMYECTBEH ChCTAB
Besika Tabnerka AMapun 1 mg ceaspxa 1 mg rmumermapu (glimepiride).
[ToMowHK BetecTBa: ChABPHKAT e chme 69,0 mg naKkTo3a MOHOXHAPAT Ha Tabnerka.
Besaka Tabnerka AMapi 2 mg ceabpka 2 mg riumenupin (glimepiride).
IoMomuu BelllecTBa: ChABPXKAT ce chllo 137,2 mg nakTo3a MOHOXHAPAT Ha TabneTka.
Besxa taGnetka AMapun 3 mg cpabpxa 3 mg riamenmpHa (glimepiride).
IMomomuy BemecTsa; chABPKAT ce cbino 137,0 mg nakTo3a MOHOXMApPAT Ha TabneTka.
Beska Tabnerka AMapun 4 mg cuabpxa 4 mg raumennpiz (glimepiride).
[MoMoIHK BelUECTRa: ChABPKAT ce ChIO 135,9 mg nakTo3a MOHOXHApAT Ha TabJeTKa.
3a nBENHAA CAHCHEK HA NOMOIHHTE BelnecTsa, BIkTe 6.1.
3. JEKAPCTBEHA ®0OPMA
Tabnetka
Awmapun 1 mg
TabneTkuTe Ca po20EH, OBATHH C AEJTHTENIHA YEPTa OT JBETE CTPAHH.
Amapun 2 mg
TabnerkuTe ¢a 3eNeHH, OBATHH ¢ JSITHTE/IHA €PTa OT ABETE CTPaHH.
Awmapun 3 mg
TaGnerxkure ca Greno xHITH, OBAJIHH C AETHTEIHA YepTa OT JBETe CTPaHH.
Amapmin 4 mg
Tabnerxure ca cBeTIO CHHH, OBAJIHA ¢ OEHTENHA YepTa OT JABETE CTPaHM.
TabneTkara Moxe na GbAe pasnencHa Ha JBe PaBHRA AO3H.
4. KJIHHWYHH JAHHH
4.1 TepaneBTAYHN NOKA3AHHH =

AMapu e NoKa3aH 3a nedeHne Ha 3axaped auaber Tan 2, KoraTo caMo AHeTaTa, husnt
HATOBAPBAHE H CHIDKABAHETO Ha TEJIECHOTO TETTIO Ca HeOCTAaThYHH.

4,2 [lo3npoBKa H HAMHH HA NPHJIOKERHE



3a NepopanHo NpHIOKEHHE

OcHnogara 3a ycnelsHOTO JiedeHHe Ha analera ca NOAXOAALIATA JHETa, peloBHATa Gu3HUecKa
aKTHBHOCT, KAKTO H PYTHHHOTO M3CJIe/IBaHE HA KPBBTA H YpHHaTa. TabnrerkuTe WM HHCYHHET He
MOTaT Ja KOMICHCHPAT HHBATA HA KPHBHATA 3aXap, aKO NAlMCHTHT He CTassa MpenopbruanaTa aueTa.

Hozupoeka
Ho3ara ce onpenend cnopep pe3yaTaTHTe OT WICASNBAHHATA Ha 3aXapTa B KPbBTA H YpHHATA.

Havannara 7032 ¢ 1 mg rMMenHpHa AHEBHO. AKO ¢e NOCTHRHE 1000 OBNaAABaHe, Ta3H J03a TpadBa
Ja ¢€ H3MON3Ba M 3a TIOAIbpAKALlA Tepanms.
3a pamTHYHHTE PSKMMH HA JOZMPEHE Ce TIPeIaraT NOAXOAAIH KOHNECHTPAlHH.

AKO KOHTPOITBT € HE3ANO0BOJTHTENEH, J03aTa TpAORa fa Ob/e yBeIHYeHa ChOOPA3HO CTENEHTa Ha
OBJIAJABAHE HE KPBBHATA 3aXap, CTRIANOBHAHO ¢ HHTEPBAT OT OKONO | 10 2 ceMMUM MEKAY BCAKO
CTENANO, 10 2 mg, 3 mg WiK 4 mg rMHMeNHpUA HA GeH.

Jlo3a Han 4 mg rnuMenupHa JHEBHO NaBa No-A00pH Pe3yITATH CaAMO B H3KIIOUHTE/IHH CITyHaH.
MakcuManHaTa npenopsYHTENHA 033 ¢ 6 mg TIUMETHPHS JHEBHO.

TlpH nauMeHTH, KOMTO HE Ca OBJIAJCHH AJEKBATHO C MAKCHMAITHATA AHEBHA Ao3a metformin, Moke 1a
Ce 3ano4ie CLITETCTBAIRD NeYeHAE ¢ TMMENPHA.

Hosata Ha metformin Tpabpa na ce 3anazu, a eueHHeTO ¢ INIHMENMPH/] CE 3aM04Ba ¢ HACKA 1034,
KOSTO C& THTPHPA B 3aBUCHMOCT OT JKeJIaHOTC HHBO HA MeTabONHTEH KOHTPON A0 MAKCHMA/IHATa
nverHa 1oaa. KomGunnpanara Tepanua TpafBa fa ce 3anouea [oj CTporo MEAHIHHCKO HabmoneHue.

IlpH nauMeHTH, KOKTO HE ca OBNAJNECHH aJEKBATHO ¢ MAKCHMAITHATA JIHEBHA 032 AMapHII, NIPH
HCOSXOJIHMOCT MOKE J1a €€ 32MOMHE CHITETCTRAIMO JICUEHHE C HHCYIHH. le-l 3ana3BaHe no3aTta Ha
IJIMMENHPH, HHCYNTHHOBOTO JICYEHHE CE 3aMQUBa ¢ HUCKA J033, KOATO C& THTPHPA B 3aBUCHMOCT OT
JKeNaHOTO HUBO Ha MeTabomiTen kouTpon. KomGuHupanata Tepanis TpabBa fa ce 3ano4Ba noj
CTPOro MEQHUMHCKO HabmoneHUe.

HopmanHo, eaAHOKpaTHa JHEBHA /1033 [IMMENHPHA € J0CTaThuHa. [IpenophuHTesHO € Ta3H A034 4a Ce
npHeMa HEMOCPEACTBEHO NPEaH, HIH 10 BpeMe Ha cTabmiHa 3aKycka, HITH aKko HAMA TaKaBa,
HEMOCPE/ICTBEHO NPEH, WIK N0 BpeMe Ha TLPBOTO OCHOBHO XPaHEHE,

Axo 6B1e nporycHara 103a, T4 He OMBa J1a c¢ KOMIIEHCHpA ¢ YBEJIRYaBaHe Ha c/icopallara j0sa.

AKO NaIMERTET pPazBpyc XWNoriiMKeMtiHa peakiina oT 1 mg rAAMETIMPHA AHCBHO, TOBA O3HAYAaB4d, 4e
Toii MOXKe Ja 5B OBNaAH CaMo C AdeTa.

B xona na nevenmeTo, THH KaTo nogodpeHHeTo B KOHTPoONa Ha AHabeTa € CPLP3aHO ¢ M0-BHCOKa
HHCYJIHHOBA YyBCTBHTEIHOCT, HYJKHTE OT MTHMENHPUA MOrar 1a HamanesT, 3a usbArsase Ha
XHIOTIIMKEMHH, € YMECTHO HaMasBaHe Ha 03aTa HIIH criupadeTo My. ITpomenn B Ao3aTta mMorar ja ce
HAJOMAT ChIIO M AKO HACTHLIAT POMEHH B TErJIOTO MM HAYHHA Ha KHBOT Ha NALMEHTa, HIH ako
BB3HHKHAT APYrH GaKTopH yBelMyaBalny PUCKA OT XUMOo- WIH XHIEPriTHKeMu.

Ilpemunasane om Opyey nepopannu XunozTuKeMusHY IeKapcmeeny npooykmi Kom Amapun

ITo MpHHIMI € BB3MONHO PEMUHABAHE OT APYTH XUIIOTIKKEMUIHM areHTH KbM AMapmi. 3a
NpeMHHABAHETO KBM AMapHuIl, Tps26Ba Ja ce B3eMaT npeBA MOIHOCTTA H NNOAY)XHBOTA Ha
NpeAX0AHOTO JeKapcTeo, B HAkoH ciydaM, ocofeHO npH npoTHBOoAHAGETHH CPEACTBA C ABIBI
nomyxusoT (Hanp. chlorpropamide) e npenopbunTenen nepHoA Ha H3UNCTBAHE OT HAKONIKO AHUM €

IMpenoprunteanara Havanta A03a € | mg rMenupu AHEBHO. B3 0CHOBA Ha MOR
Ha IJTMMETIMPHJ MOXKE Jia C€ YBENHYaBa CTENaNnoobpasHo, N0 HAYHHA NOCOUCH MO-TO

Ilpemunasane om uncynun xvm Amapun



B m3kmovHTENHH CITydaH, KOTATO NALHEHTH ¢ aMabeT THn 2 ca pery/HpaHH ¢ HHCYJIMH, MOKe 1a HMa
DOKa3aHuA 3a NpeMHHABaHe HA AMapun. . [IpemunaBaneTo TpA6sa fa Ce HIBBPIIBA O] CTPOTO
MEAMIMHCKO HaOIoneHNe.

Cneyuannuu nonyrayuy
TManypenTs ¢ 6BOpeunn 1 uepHONPOOHH HapyILIEHH
Bwkcre Touka 4.3,

TenuaTpirasa nomynamus

JlumcBa OTHT 3a NPHUAATAHETO HA CIMMENHPHA NPH Jeua oA 8 roauuiHa pbapact. OnureT ¢
TIHMENHPH]] KATO MOHOTEpanus NpH Jelia Ha Bb3pacT OT 8 a0 17 roaniLika BE3pacT € orpaHHyeH (BK.
Touxa 5.1 u5.2).

INopagu orpaHHueHHTe JaHHM 3a e)EKTHBHOCTTA H 6€30DaCHOCTTA B IEAUATPHYHATE TOMYIAUNA HE C&
NpenopLYBa H3N0N3BaHETO HPH Ta3H BL3pacToRa rpyna.

HaunH Ha npwioxeHue
Tabnerkure Tpabra na ce normbwar, Ge3 Oa ce ALBYAT, ¢ MANKO TEYHOCT.

4.3 IIporusonmokazanus

IinMenspHa € NpOTHEONOKA3aH NPH MAUHEHTH CbC CICTHUTE ChCTOAHHMA:

®  CBPBXYYBCTBHTEIIHOCT KbM IITHMENMPUHA, APYTH CYNaHWTYPEHHA NPOLYKTH U
cyndoHaMHIH HIH KbM NOMOLUHHTE BellecTsa, W30poeHH B To4Ka 6.1
HHCY/THHO3aBHCHM Aualer (Tun | 3axapeH nuaber)
AuabeTHa KoMa
KeToanAo32a
TeXKH HapyllleHHa B On6pevHara win YepHoapobHaTa GyHxkuma. B ciyuan Ha TeKKH
Hapymennus B OnOpeunaTa i uepHoapoObHarTa GyHKIHA, € HeODXONUMO NMPEMHUHABAHE KbM
HHCYJHH.

44 Chnennaany npeynpexIeHAS A IpelNa3’Ha MepKH NpH yonoTpeba
Amapuir TpaGBa Ja ce MpHEMa HENOCPELCTBEHO TIPEAM, HIH NO BpeMe Ha AfCHE.

Korato xpaHeHHATa ce H3BBLPLIBAT B HEPEAOBHK YacoBe MIIH W300110 GHBAT MPOMYCKAHH, JICYEHHETO ©
Amapun MOXe N1a JOBefie 20 XunoriHKeMHa. EBeHTyanHuTe CHMNTOMH Ha XHIIOTIMKEMHS BIJIIOMBAT!
rnapo0onue, CANeH Tial, raiese, NOBPbIIaHe, OTNaAHANOCT, CBRIIMBOCT, HAPYTIEHHA Ha ChHA,
6€3n0K0HCTBO, arPpECHBHOCT, HapYIIEHH KOHLCHTpaLys, 6oLpCTBaHe M BpEME 32 pearkpaxe,
NOTHCHATOCT, 00BPKAHOCT, PEYCREH H 3PHTENHH pa3cTpoiicTsa, adasua, TpeMop, Iape3n, CeH30PHH
HApymIeH#s, 3aMasHocT, GeanoMoinnocT, 3aryba Ha caMOKOHTPOI, IeJIHp, UepebpanHi rbpuose,
COMHONICHTHOCT M 3ary0a Ha Ch3HaHHe BKIOYHTETHO 40 KOMa, TOBBPXHOCTHO AHINAHE A
6paauxapmin. OceeH TOBa, MOTAT A2 Ca HA/IMLE H NIPH3HALM HA aAPEHEPTHIHO MeIHHpaKa obpaTHa
perynaums, Karo WinoTapane, NCNKaba koxa, Bb30yna, TaxuKapans, XHNEePTeH3HA, eKCTPaCHCTONIHA,
angina pectoris M CbPACYHH aPHTMHH.

KomnprunaTa xaprHHa Ha TEKKHA XHNOTTHKEMHYEH IPHCTBI MOXKE 1a HanmoAolABa Ta3H Ha HHCYIT.

CuMITOMHTE NOYTH BHHATH MOraT ja Geaat 65p30 oBIaAAHH 4pe3 He3abaBeH NPHEM Ha
PBRTACXHAPATH (3axap). M3kycTeennTe noAcnaauTeny HAMAT e(exT.

Or opyrure cyndaHHIypeiiHH IPOAYKTH € H3BECTHO, Y€ BBIPEKH MBPBOHAYATHO YCIEH
KOHTPAMEPKH, XMIIOTTHKEMHATA MOKE J1A Ce TIOBTOPH.

TexxaTta wiu NPOARDKHATECTHA XHITOMHKEMHA, OB/1agdHa ¢aMo QaCcTHYHO ¢ ITOMO
KOJMHYECTRA 3aXap, Halara He3a0aBHO JICYCHHUE, a B HAKOH CIIyMaH H XOCTIHTAI

dakTopHTe ONArONPHATCTBALIH XHIOTIHKEMHATA BKITIOYBAT:
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- HEMENaHHE BIH (TI0-4eCTO NPH NO-BB3PACTHA NALMEHTH) HecNocobHOCT Ha NalWeTa 13
CHTPYAHH'IH,

- HeIOXpAHBaHe, HEPEJOBHH YACOBE HA XpaHeHe WIH NPONTyCHATH XPaHCHHs, HIH NEPHOIH Ha
BE3ABLpKaHe OT XpaHa,

- MpPOMEHH B JHETaTa,

- aucbanane Mexay (GH3NYeCKOTO HATOBAPBAHE M NPHEMA HA BBITIEXHPATH,

- KOHCYMALMA Ha alnKoXof, oco0eHo B KoMOMHALINA C TIPOITYCHATH XPAHCHHY,

- HapyueHa OE6peuna HyHKUMS,

- TEXKKa YepHOAPOoOHA THCHYHKIIHA,

- NpENO3Upane Ha AmMapur,

- HAKOH HEKOMIICHCHPAHH HapyIIe€HHA Ha EHAOKpHHHATA CHCTEMaA 3acaAralllid BeracxyiaparHHis
meTabonHuIbLM WK 00paTHaTa peryliaims Ha XHIOTIHKeMHATA (KaTo HANPHMEp NPH HAKOU
pasCTpOHCTBA B INUTOBHAHATA GYHKIMA M NPH NpelHA XHo(HU3apHa WM aAPEeHOKOPTHKOHAR
HEOCTATHIROCT),

- eAHOBPEMEHHO NMpHEMaHe Ha HIKOH JIEKAPCTBEHH MPOAYKTH (BXK. TouKa 4.5).

JleueHHeTo C AMapiN H3HCKBA PEOBHO ClIeficHe HAa HUBATA Ha KPHBHATA 3aXap B KPBBTA H YpHHATA.

OcgeH TOBa, ce NPENOPHUBA ONPECAIHE HA CHOTHOIWECHHETO Ha IIMKHPAHHA XeMOT/IODHH.

Ilo BpeMe Ha nedenueTo ¢ AMapa € HEOOXOMMO PEIOBHO M3CIIE/IBAHE HA YEPHOAPOOHUTE |
XeMaTOIOrHYHUTE NIOKa3aTen (0coleHo HA JIEBKOLMTHTE # TPOMOOLIHTHTE).

TIpu ¢cTpecoBM cHTYaUHH (HANp. JONOMYKH, CTIEIHHA oniepauiny, uHdekiwy ¢ GedpanuTeT U Np.)
MOKE N3 Ce HANOKN BPEMEHHO NIpeMHHABAHE Ha HHCYITHH.

Hsama HaTpynan onur 3a ynorpebata Ha AMapu/l npH MALWEHTH ¢ TEKKH HAPYLRICHHS B
qepHOApoOHaTa PYHKUMS HNH NPH NalMeHTH Ha Auanh3a. JIpH NalMeHTH ¢ TEXKH HAPYIICHHS Ha
O16peunara W yepHoapoOHaTa (PYHKIMA € TOKA3aHO NpeMHHAaBaHe HA HHCYIHH.

Jlewenuero Ha nanmeHTH ¢ G6PD-neduunT che cyndaHnTypeHHH NPOAYKTH MOXE Na A0BEle A0
XeMOJIHTHYHa aHemHs. Thif KaTo MUMeNnHpHA, NPHHAMNCKH KBM IpynaTa Ha cyndaHuty pelture
NMPOAYKTH, NPENOPEYBA Ce TOBHIIEHO BHHMAHHKE TIPH NAHeHTH ¢ GOPD-aedHIMT 1 NpHIOXKEHHE Ha
He- cyNdiaHHIypeifHl NPOAYKTH.

Amapun CBABPHKE NaKTOZa MOHOXUAPAT. [TanMeHTH ¢ peAKy HACHEACTBEHH NPOONEMY Ha TAJIaKTO3HA
HenoHocuMocT, Lapp nakrasHa HeAOCTaTBEYHOCT MM [VIIOKO30-TANAKTO3HA MaabcopOLma He TpAbGBa
113 BIEMAT TO3M JIEKAPCTBEH TIPOAYKT.

4.5 BiaumopeiicTBHE ¢ APYTH JeKAPCTBEHH NPOAYKTH H APYrH OPMHE Ha B3aEMOacHcTEHE

Axo AMapHil ce IpremMa eNHOBPEMEHHO ¢ HAKOH APYTH JICKAPCTBA, € BH3MOXKHO /12 Bb3HHKHE KaTo
HEXKEJAHO NOBHIICHHE, TAKA H NOHKEHHE HA XHNOTITMKEMHUHOTO JieficTBre Ha rauMenupil. Ilopanu
TOBA, APYTH JIEKAPCTRA TPAOBA Jid Ce& PHMAT CaMO Che IHAHHETO (MNM N0 NPEANHCaHKE) Ha NIeKap.

['nuMenupun ce MeTabonuznpa ot uuroxpom P450 2C9 (CYP2C9). HzsecTHo €, Ye MeTabOTHIMBT My
e TOBJIHABA OT ¢AHOBPEeMEHHOTO MpueMane Ha CYP2C9 urayxropu (Hanp. rifampicin) win
uHXuOuTOpH (Hanp. fluconazole).

Pesynrarure ot in vivo npoyypase Ha B3aHMoOIeHCTBHATA COOMIEHH B IATEPATyPaTa MOKa3Bar, 9e
IToN(Ta NOJI KPHBATa Ha IIMMENMPHA ce yBelMyasa npriinsHTelHo ABykpartHo oT fluconazole, emiu
oT Haii-monnxuTe CYP2C9 nHXuOHTOpH.

B3 ocHOBa Ha onMTa ¢ AMAPHIT H C IPYTH CYJI(haHUTYpEiHH 1eKapCTBEHH MPORYKTH
Ja OBJaT CIIOMEHATH CNIEAHMTE BIaNMOIEiCTBIS.

ToTeHuMpane Ha NOHWXKXARAUTHA KPLBHATA 3aXap eexT, 4 NOpasu TORA, Bb3MO!
CIy4aH 3 Ph3HUKHE XHIONTHKEMHA TIPH MPHEMaHe Ha HAKOH OT CICIHMTE JIEKapCTB




- ¢enunbyTa3oH, asanpona3oH H okcudenbyTasoH,

- HHCYJIHH ¥ TIEPOPANHH NPOTHBOAHAGETHH CPEICTBA, HATPHMEP METHOPMHEH,

- CATHIIHIIATH H pP-aMHHO-CATHIIMWIOBA KHCCITHHA,

- anaboMHH CTEPOHAN U MBKKHA NONOBH XOPMOHH,

- xJopaM$peHHKON, HAKOH ABIrO ACHCTBAIM CYNIPOHAMHUAN, TETPALMKIHHH, XHHOJIOHOBH
aHTHOHOTHIIM M KNapHTPOMHIINH

- KyMapuHOBH aHTHKOAry/1aHTH,

- AVBOTIAPAMMA

- denduypamun,

- ¢ubparn,

- ACE unxuburopw,

- ¢ayokceTHH, MAO-uHxubuTOpH,

- anofypHHon, npobeHuimA, cyn(uHnIpasoH,

- CHMITATHKOJIHTHIIH,

- muknodochamuz, tpodochamun u Hbochamuan,

- MHKOHa301, ITYKOHA30J1,

- NEeATOKCH{UITH (BUCOKH MapeHTEPATHU 1034),

- TPUTOKEAHH.

Orcnabeane Ha NOHIKABAIIHA KPHBHATA 3aXap e(eKT, a Nopajd TOBA, BE3MOXKHOCTTA B HAKOH Clly4aH
Jia BB3HHKHE XHIICPIIIAKEMHA mpH NpUeMaHe Ha HAKOH OT CIIEHHTE JIEKapcTBa, HANIpHMep:
- €CTPOr¢HH H NPOTECTATeHH,

- CaJTypeTHIIM, THA3HIAHN qHYPETHLH,

- CpeACTBa CTUMY/IHpPALUH [IUTOBHAHATA K1€3a, ITIIOKOKOPTHKOH/IH,

- (eHOTHAZHHOBH MPOH3BOIHH, XJIOPNPOMAa3UH,

- aJipeHalTMH H CHMIIATHKOMHMETHLH,

- HMKOTHHOBA KHCENHHA {BHCOKH JI03H) H NMPOW3BOJHK HA HUKOTHHOBATA KHCE/IHHA,
- JIAKCATHERYM (IPH NPOILIDKHTENHA ynoTpeba),

- (heHHTOHH, ANAZOKCHL,

- FAKOKArcH, Gapbutypatu n pudammauHs,

- ALETAIONAMML,

H: anraronuctuTe, B-6nokepure, clonidine # reserpine MoraT aa foBENaT HIIH AO YCHIBAHE, HITH J10
oTciabpane Ha HOHKKABAIHA KpLBHATa 3axap edeKT.

ITox BIMSHHETO HA CHMIIATHKONMTHYHH JIEKapCTBa, kato B-Gnokep, clonidine, guanethidine n
reserpine, NpH3HALMTE HA aApeHepr¥uHa o0paTHA peryyialHg Ha XHIIOTIMKEeMHATa MoraT Aa Obaar
oTcnabeHn WIM Ja OTCHCTBAT.

Koncymaumara Ha alKoXo/1 MOXKE HETIPEACKA3YeMO A1a TIOTEHLHpa WIH Aa oTciabn
XHIOTIHKEMHYHOTO JeHCTBME Ha TIMMETHPHA.

I'miiMenupHA MOke Aa NOTeHIEpa WM A3 oTcaabu edeKTHTE Ha KYMapHHOBHTE NPOH3BOAHH,
KonecepenaM ce cBbp3Ba ¢ IIHMENUPHA H HaMmanssa abcopOLusaTa Ha TIIHMETHPHA OT CTOMALLIHO-
4peBHHS TpakT. He ca HabmoaaBaHN B3aHMO/EHCTEHA, KOTATO IIMMENMPH] ce TIpHeMa MoHe 4 yaca
npenH konecesenaM. Iopaau Toea, rnuMenvpua Tpadea na Obpoe NpWIAraH noHe 4 yaca npeny

KONECeBC/IaM.

4.6 @eprainATeY, GPEMEHHOCT H KbpMeHe

Bpemennoct Ay\g n;;'“
Pucx, cevpsan ¢ duabema LS

Heobuuaiinn HHBa Ha KpBBHATA 3aXap IO BpeMe Ha GPEMEHHOCTTA Ca CBBP3aHH C 10-%
BB3HHKBAHE HA BPOJIEBH AHOMAJIHH H NICPHHATaIHa CMBbPHOCT. ETo 3210 HMBaTa Ha KRS
TpaAbBa ga 6BNAT CTPHKTHO cneAeHH N0 BpeMe Ha OpeMeHHOCTTa ¢ LeN H3larsaHeTo at




puck. ITpH Tesn obcrosTencrsa ce npenopsysa ynorpebara Ha MHCYTHH. [laumeHTkuTe,
BB3HaMePABAIIM Na 3a0pemenedrT, TpiOBa 1a yBeJOMAT CBOA JeKap

Puck cevpzan ¢ enumenupud

Hama poctarbuHO AaHHH 33 ynoTpbara Ha ITMMenupwy NpH GpeMeHHH skeHH. IIpoyuBaHus ¢
HKHMBOTHH €4 NIOKA3A/TH PENPOAYKTHBHA TOKCHYHOCT, KOATO HAW-BEPOATHO € CBBHp3aHa ¢
thapMaKkoOIOrHYHOTO ACHCTBHE (XMIIOTAMKEeMHSA) Ha [IMMENMBPHA( BIDKTE TouKa 5.3).

CnenopaTtelHo, IIMMENHpPHA He TPAOBa Aa 6bae W3noa3BaH N0 BpeMe Ha [su1aTa GpeMeHHOCT.
B cmyuaii Ha neueHre C rEMENMPHA, aKO NALHEHTKATA TIaHHpa GpeMEHHOCT WIH 8KO € OTKPHTA
OpeMeHHOCT, TepanHATa Tpadea Ja 6bae NpoOMeHeHa Bb3MOKHO Hali-0Bp30 Ha HHCYJIHH.

KupMmene
ExckpennsaTa B MAAMHHOTO MISKO He € H3BSCTHA. | TMMEnMpHA NpeMHHAaRa B MIIAKOTO Ha ILTBXOBE.

Tii kKaTo ApyTHTE cyndamuTypeiiHH NMPOU3BOAHN NPEMUHABAT B MAHYMHOTO MIIAKO H THH KATO
CBIUISCTBYBA PHCK OT XHIOTTIMKEMHA NPH KbPMayeTaTa, ¢e Npenopbysa Ja ce H30ArBa KsPMEHETO Mo
BPEME HA NEUEHHETO ¢ MIHMETHPHA.

DeprannTeT
Hama HamHYHH AanH 3a GpepTHINTET

4.7 Edekrn BLpxY cnocobnocTTa 33 mopHpane H patoTa ¢ MANIMHA
He ca nmposexaaHu npoyusanus 3a edexrare BEpXy crniocobHocTTa 3a modupane H pabora ¢ MAaIHHH.

CnocoGHOCTTa HA NALHEHTHTE 33 KOHUEHTPaLus H peardpaHe Moxe Ja OB/l HapyleHa BCIeACTBHE
XHNOTTTHKEMHA HTH XHIEPTTHKEMUA, HII HAPHMED, BCIIEAICTRHE HAPYIUCHHA B 3peHUETO. TOBA MOME
Aa NpeACTABNABA ONACHOCT B CHTYALIMH, IPH KOHTO Te3H ¢nocoGHOCTH ca oT ocobeHo ronamo
3Ha4YeHue (Hanp. modupane wim pabora ¢ MaNIHHK).

MNauuerTure TpAGBa Na 6BAaT NOCEBETBAHH A2 B3€MAT NPEANa3HH MEPKH 33 H3bAreane Ha
XHMIIOTTMKEMHS 10 BpeMe Ha modupaHe. Tosa e ocobeHo BaXXHO NpH THUA ¢ IOHHKEHO HK
JHNCBAIO YCCIaHE 2a NPeayIpeANTeNHATS CHMIITOMH Ha X]HIO!‘JIHKC_MHSIT&, AJITH KOHTO HMAaT Y€CTH
emuzoau Ha xunornukemus, Heobxomumo e 2o6pe a ce 0OMHCIH JaTH TIPH TAKHBa 0OCTOATENCTEA €
NPENOPHYATEIHO Te A2 WOopHpaT WIM Aa paboTAT ¢ MalllHHH.

4.8 Hexenann JekaAPCTBeHH peakniuu

CrnemHHMTEe HEXENAaHH JIEKAPCTBEHM peaKndH OT KNHHWYHH H3CIEABaHMA, 0asHpaHH Ha OMMHTa ¢
Amapun u ¢ apyrute cyndaHWIypeifHH JIeKapCTBEHH TPOAYKTH, C& H3peNeHH 110 CHCTeMO-OpraHeH
KI4C H B PEl Ha HaMansBama 4ectora (MHoro uectd 21/10; wectn: 21/100 10<1/10; HeuecTn: 2
1/1 000 ao < 1/100; peaxn: 21/10 000 po <1/1 000; muoro peaxu: < 1/10 000), ¢ HeM3BECTHA YECTOTA
(0T HaNHYHHTE TaHHH He MOoXKe Aa Obae HanpaBeHa OLICHKA)

Hapymenns Ha KppeTa H THM(}HATA CHCTEMA

Penxu: TpombouTonenns, TeBKOTIEHHS, PHTPOLIUTONEHHU, FPaHYNOLHTONEHHA, arPaHyIOLHTO34,
XEMOIIMTHYHA AHEMMA H NAHUMTONEHNs, KOMTO 1O MPUHIMI ca o0paTHMH ciiel NpeKpaTABaHe NnpHemMa
Ha NeKapcTBOTO.

C Hen3BecTHa YyecToTa: Texka TpomGoMTonieEns ¢ 6poil Ha TpoMGoumTHTe no-Marbk oT 10 000/ul u
TpoMOOLHMTONEHHYHA Mypypa.

HaDYIﬂCHHﬂ Ha MMYHHATa CHCTCMa

NPEepacHAT B TEXKKH PEAKLMH C JIP[CI'[Heﬂ CHIDKABAHE Ha KPLBHOTO HaJIATaHe K nona,
C HeH3BECTHA YECTOTA: BEIMOXKHH €2 KPBCTOCAHH AIEPrHH Che Cyn(aHuTypeHH
CYIpOHAMHIM WK CPOJHH BEIECTBA.



Hapymenns Ha MeTaboTH3Ma B XpaHEHETO

Penxu:xunornukems. _

Hait-4ecTo Te3u peakiHi Bb3HHKBAT He3a0aBHO, MOTAT J1a Ca TEXKH H HE BHHATH € JIECHO Aa ObJaT
KOpHrHpaHH. Br3HHKBaHeTO Ha MOAOGHH peaKLHH 3aBHCH, KaKTO H [PH NpYTHTe XMOOTTHKEMHYHH
TEPaNHH, OT HHAMBHIYATHH (aKTOPH KATO XPaHHTENHH HABHLM H OT J103aTa (BXK. To4uka 4.4 3a
JONLJTHHTENHA HH(OPMALIHSA).

HapyuieHus Ha oumTe
C Bem3BeCTHA YeCTOTa; 0COOCHO B HAYAIOTO HA JICUECHHETO € BE3MOMKHO J1a BEIHHKHAT NPEXOAHH

HAPYLIEHHUA B 3PCHHETO, NOpajH MpOMAHA B HHBATa Ha KpBhBHATA 3aXap.

CToMamAo-YpeBHH HapyINeHus
MHoro peaxs: Tanene, NOBpbINaHe K AHAPHA, TEKECT WIH YCEIIAHE 32 NPEMbAHEHOCT B CTOMALIHATA
o6nacT H xopeMHH GOJIKH, KOHTO BOAAT 0 NMPEKPAaTABAHE Ha JeueHHETo, Peaku: Ancrey3us.

Xenato-OWITHAPHH HADYIIEHHS
C Hen3BecTHA YecToTa: MOBUIIEHHE HA YEPHOAPOOHHTE EH3HMH.

MHoro penxu: HapyIeHHe Ha YepHOAPOOHaTa QyHKUMs (HATIP. € XOISCTa3a M MKTEP), KAKTO H
XeNaTHT WM YepHOAPOOHA HEAOCTATHYHOCT.

Hapymemfm Ha KOXATA H NMOOKOKHATE TEKAH
C HeM3BECTHA YeCTOTA: BEE3MOKHO € Ja BE2HHKHAT peaKliHK HA CBPBXYYBCTBHTC/IIHOCT MO KOXKATA,

KaTo cbpbexk, OOpHB, YPTHKApHA H (POTOMYBCTEHTEIHOCT.
Penxn: anonenus

Hscnensanng
MHOT0 peAKH: NOHWKEHHE HHBOTO HA HATPHA B KPHBTA.
Penku: kauBaHe Ha TEMIO

Crobmarate Ha NONO3HPAHH HEXETIAHH PEaKIHU

CrolInaganeTo Ha NOJO3HPAHH HeXkeNaHH PEAKLMH CIeA pa3pemasate 3a ynorpeda Ha 1eKapcTBEHHA
NPOOYVKT € BAXKHO. Tora nozponsAea Ja npOoAbIKH HaGJIIO,IlCHHETO Ha CROTHOILIEHHETO HOJ'I38./[JHCK 3a
NCKApCTBCHHA NPpOOYKT. Ot MEIAHIIMHCKHTE CIICHHATHCTH Cc€ H3HCKBa Ja %OﬁﬂlaBaT BCAKA
NoJO3HpaHa HeXKeENaHa Peakuua upes M3mIHUTEIHA areHI|A N0 JexapersaTa Y. ,,Jlaman I'pyes” Ne
8, 1303 Codna, Ten.: +35 928903417, yebeaiit: www.bda.bg.

4.9 Ilpexosupane

CuMiroMu

Cnen npHeM Ha CBPBXI032, MOXKE J1a B3HUKHE XHITOTTMKEMHA ¢ TIPOABIDKHTENHOCT OT 12 no 72 qaca,
KOATO MOJKeE Ja ce OBTOPH cJie]] MhbPEOHAYATHO Bh3CTaHOBABaHe. CHMITOMHTE MOTaT J1a He ca
HaNHLe B NpoAb/DKEHHE Ha A0 24 yaca cnej nprema. [o mpHHumn ce NpenopbyBa HaboaeHye B
Gonxuua. Morar sa BE3HHKHAT rajicHe, NOBpbilane, Golikd B emMractpuyma. B obmua ciyyaii,
XHITOTTTHKEMHATA MOXKE /13 € NPHAPY>KEHA OT HEBPOJIOTHYHH CHMITOMH KaTO HECTIOKOHCTBHE, TPEMOD,
3PHTEHH CMYILIEeHHS, NPo0NeMHA ¢ KOOPAUHALMATA, CHHITHBOCT, KOMa H FbPUOBE.

Osnanssane

JleyeHReTO ce ChCTOM MPEHMHO B MPEIOTBPaT#BaHE Ha abcopbLMaTa upes NpeU3BHKBAHE HA
NOBPHILAHE, CIIEA KOETO CE IPHeMa BOAA HIH JIMMOHA/1A C aKTHBEH BETIIEH (aacopOeHT) i HaTpHEB
cyadar (n1akcaTHe). AKO € NPHETO roNAMO KOTHYECTBO INTHMENTHPH, € NOKa3aH CTOMAILIEH JIaBax,
HOCTEBaH OT AKTHBEH BbIVICH H HaTpHeB cyidar. B ciyuan Ha (CepHO3HO) Npeac3HpaHe alaHa

npurnarase Ha rimoKosa, npu HeoSXoAMMOoCT Ype3 DOITyCHO HHTPABEHO3HO MHAKE
50%-eH pasrsop, nocjeasan ot HHpy3Aa Ha 10% pazTBOp CHC CTPHKTHO MOHHTO
3axap. [lo-HaTaTbHOTO Nevyenne TpaOBa Aa 6b1€ CHMITTOMATHYHO.



OcofeHo npH NeYeHHe Ha XUNOMTHKEMHA BCIEICTBUE Cy4ai{HO npyeMade na AMapun ot 6eGera u
MAJIKH JIella, 103aTa Ha MPHIOKEHATA ITI0K03a TpAOBa Jia ce KOHTPO/IHpa BHHMATEITHO 34 J1a ce
m0erne BOPOATHOCTTA OT NPE/M3BUKBANE Ha ONacHa Xunepriwkemns. KpbbHaTta saxap Tpsabsa na ce
clieid CTPHKTHO.

5.  @®APMAKOJOTHYHHA CBOMCTBA

5.1 dapMaxoNHHAMHYHH CBOHCTBA

(QapmakoTepaneBTHIHA rpyna: [lonrkaBay KpbBHATA 3aXap NeKapcTsa C H3KIIOYCHHE HA
naCcyvHE: Cyndonunypeiinn ATC xoa: A10B B12.

I'iHMenupHa e NepopatHo aKTHBHO XMIONTHKEMHIHO BEIECTBO NMPHHALTEKALIO KbM
cynganmtypeiinara rpyna. Toii Moke fa ce H3NO/I3BA NPH HHCYJIMHOHE3ABHCHM 3aXapeH auaber.

[mumMenupra AcHcTBa Ypes CTHMY/IHpale 0CBOOOKAABAHETO Ha HHCY/IHH OT 6eTa KNeTKHTe Ha
naHKpeaca.

Kakro H npn apyru cyndanmnypetine pogyKT, To3M eekT ¢e OCHOBABA BLPXY YCUIIRAHE OTrOBOpPa
Ha NaHKpeaTHYHHTe 0eTa KNEeTKH KbM (H3A0N0rHYHHS CTHMYJ Ha Ioko3aTa. OCBEH TOBa H3IIIEXa,
Ye IIUMEIUPHT NPUTEXKABA NOAMEPTAHNA eKCTpanaHKpeaTHIHH edexT, 010N A3aHM ChILO H IPH
JAPYTH cydiaHANypeiiHi npOAYKTH.

OcroboxaaBaHe Ha HHCYITHH

CynéaHumypeliHuTe 1pOAYKTH PeryJIMpar HHCYJIMHOBaTa CEKpelnd upes 3aTeapane Ha ATd-
9yBCTBHUTEJIHHTE Ka/THCBH KaHAIH B MeMOpaHaTa Ha 6eTa KIeTKHTe. 3aTRapAHETO Ha KallHeBHTe
KaHan NpeAN3BHKBa NENONAPH3AIIHA HA Oeta KNCTKHTE, B PE3YIITAT HA KOETO — NnocpeacTBOM
OTBAPAHE HA KAJTLHEBHTE KAHATIM — C€ MOCTHrA TIOBUIIEHO HABRMH3AHE HA KAIIMHA B KieTKara.

Tora BOOHM A0 OCBOSO)KI[&B&HG HA HHCYAHH MOCPCACTBOM €K30IHTO3a.

TnHMenupua ce CBLP3Ra ¢ BHcoKa ofmMenna ckopocT ¢ Gera-kieTbuer MeMOpaneH NpoTenH, CBbp3aH
¢ AT®-yyBcTBUTENIHHTE KATTHEBH KaHAIM, HO pa3IHueH oT 00HYaiHOTO MACTO 33 CEBP3BaHe Ha

cyndanirypenuTe NpOAYKTH.

Exc THYHA AKTHEHOCT

EKCTpanaHKpeaTHUHHTE epeKTH Ca, HAlPHMEP, NMoAcOpeHHe B UYBCTBHTENHOCTTA HA NIEpUQEPHHTE
TBHKAHH KBM HHCYITHH H CHIJKABAHE HHCYIHHOBATA KOHCYMAaLI|A OT YepHHA ApoD.

TToemaneTo Ha rIOK03Ta OT KpBETA B NeprhbepHaTa MycKy/IHA H MacTHAa THKAH CTaBa NOCPEACTBOM
CHELHATTHH TPAHCTIOPTHH MPOTEMHH, Pa3NooKEHH B KieTpYHaTa MeMOpaHa. TpaHcnopTET Ha
[JIIOKO3a B T€3H ThKAHH € CKOPOCT-OrpaHUYaBalOTO CTHIANG B YCROABAHETO Ha TMIOKO3ATA.
II'mumenmupuA MHOTO GBp30 yBenHYaBa Gpos Ha MOJIEKYAHTE 34 aKTHBEH TPAHCIOPT HA IIKOKO3a B
WIa3MEHHTE MeMOPaHi Ha MYCKYAHATE M MACTHHATE KIIETKH, KOSTO BOAM IO CTHMYJIAnMs Ha
rMIOKO3HATZ KOHCYMALIHS.

['MMMenHpHI NOBHLIABA aKTHBHOCTTA Ha glycosyl-phosphatidylinositol-cnenugsunara pocdarasa C,
KOETO MOMKE J1a CE CBBPKe ¢ MEAWKAMEHTO3HO npeu3BHKaHaTa THTIOreHe3a H IKoreHesa 8
H30JIHPaHH MACTHH H MYCKYJIHH KIIETKH.

Cnumenupun 610xupa 06pazysaHeTo Ha NIIOK03a B 4epHHUS Apod Ypes MOBHMIABAHE BHTPEKICThYHATA
KOHUeHTpaiua Ha fructose-2,6-bisphosphate, xo#iTo 0T cBos cTpaHa HHXHOHMpPA IIFOKOHEOTEHE3ATA.

Obina aKTHBHOCT p——
ITpn 3ApaBy HHAHBKMAH, MHHHMATHATA €(EKTHRHA NEpOpaHa £03a € NPHOAUIHTENTHO
EdexthT Ha rIMMENApHz € AOZ03ABKCHM H Bb3NPOH3BOAHM. DH3NONOTHIHUNT OTTORM




Bonpeku 9e xHApOKcH-MeTa0ONMTHT Ha ITIMMENTMPH]L DPEAH3IBHKBA MAJIKO, HO 3HAYMMO CHIDKEHHE B
CepYMHATa CAI0K032 [IPH 3PaBH HHAHRHIM, TOM € OTTOBOPEH CAMO 33 MHHMMANTHA YacT OT obimus
e(heKxT Ha IEKaPCTBOTO.

KomGHHHpana Tepanus ¢ metformin
Tlpu eaHO NpoYUBAHE Cpe MALMEHTH HeAo0pe oOBIaZeHH ¢ MAKCHMAaHa 103a metformin, Genre

AEMCOHCTPHpPaH NoAcOpeH MeTaboNATeH KOHTPOII NMpHd KOMOMHHpaHa Teparnis ¢ rNIHMETHPHA B
CPAaBHEHHE Ch¢ CAMOCTOATENIHG IpUIoKken metformin.

Kombur1paHa Tepants ¢ HHCYJIHH
Huadopmauuara 3a koMOHHMpaHa Tepanus ¢ WHCYJIMH e orpankyeHa. [Ipn nanvenTH HeagekBaTHO

OBNAZeHH C MAKCHMAJIHA 1033 IITHMENHPH, MOXKE J1a Ce 3all0YHE CHITHTCTBAIIA TEPANHA ¢ HHCYJIMH.
ITpu ABe npoy4BanuA, KOMOMHHPAHETO MOCTHTA CHIIOTO MOKoOpeHHEe B METAOONMTHHA KOHTPON KaTo
CaMOCTOATCNHO NPUNIOKCHAA HHCYIINH, IIPH Komﬁnnnpaﬂam Tepanna Dﬁa‘le, HYXKAHTE OT HHCYITHH ca
NO-MaJIKH.

Cne HW NONya

Ieouampuuna nonyaayun

ITpoBeneHO € aKTHBHO KOHTPOJIHPAHO KJIMHUYHO NpOYYBaHe (ITHMENMPH A0 8 mg AHEBHO HIH
meTdopmuH 1o 2 000 mg nHeBHO) ¢ MpoOBLKHTENHOCT 24 ceamum npH 285 gewia (Ha 8-17 rojuuina
BB3pacT) ¢ nHaber Tun 2.

Kaxro rmumenHpua, Taka 1 metformin nokassat sHausmMo noHmwkeHHe Ha HbA,. or 6a3oBaTa
crofinoct {rmumennpuxn -0.95 ( 0.41); merdopmun -1.39 ( 0.40)). He e ycranoBeHa 3Ha4HMa pa3ivka
MeXIy JBeTe rpynH Ha nedetue. [ THMeNHpH, He € NIOKA3al 0-HHCKa eHEKTHBHOCT OT MET(OpMUH B
cpenno mameHeHHe Ha HbA, . ot 6azosata croiinoct, PasnmHkata Mekay gedeHnsTa € 0.44% e nonza
Ha MeTdopmuH. Foprara rpanuna (1.05) Ha 95%-Ha MHTepBas Ha AOBEPHTENHOCT 33 Pa3jiMKaTa He e
non npeaena o 0.3% 3a He no-HHCKa ed)eKTHBHOCT.

ITpu ne"YeHHeTO ¢ ITTHMENHPHA, He Ca YCTaHOBEHH HOBH HAHHH OTHOCHO 6€30MacHOCTTa [pH el B
CpaBHEHHe ¢ Bb3PACTHH NAUMEHTH Cbe 3axapeH auaber THn 2. HaMa qbarocpodHH NpoyyBaHus Ha
edexTHBHOCTTA H Ge30MacHOCTTA NPH NEAMATPHYHM NAlHCHTH.

5.2 @apMakoKEHETHMYHH CBOHCTBA

AbcopOims

BHoHATHYHOCTTA Ha IIHMENMPHN CEl HEPOPATHO NPUICAKEHHE ¢ IThIHA. [[PHEMBT Ha XpaHa HiMa
NPAKTHYECKO RAMAHME BHPXY a0COPOUNYTA, CAMO CKOPOCTTa Ha abcopliims nexo Hamanssa,
MakcHManHi cepyMHH KOHNEHTPALMH (Cray) ce AocTHraT MpHOMH3HTEAHO 2,5 "aca cliel nepopaieH
npueM (cpeano 0.3 pg/ml no BpeMe Ha MHOTOKPAaTHO A03MpaHe ¢ 4 mg AHEBHO) H € HANHLIE THHeiHa
3ABUCHMOCT Mey 203318 ¥ Crax ¥ AUC (1yionm noj KpusaTa BpeMe/KOHLEHTpaLm).

Pas EIEHAE

[ nuMenmHpHA uMa MHOTO HIWCHK o0eM Ha pasnipeaenenne (npubansutento 8,8 narpa), koitro rpybo ce
paBHABa Ha NPOCTPAHCTBOTO Ha pasnpeaesieHue Ha anbyMHHa, BHCOKO CBBP3BAHE ¢ IPOTEHHHTE
(>99%), 1 HUCBK KIHpBHC (NMpHbIH3HTEHO 48 ml/min).

[lpy HBOTHY, FAUMENHMPHL CE SKCKPETHPA B MIIAKOTO. T JIAMETIMPH/ NPEMHNABA B TIALleHTATA.
IpemuHasaHeTO TIpe3 xeMarocHlehanHaTa Gapuepa e cnabo.

buorpauchopm M CAMMHHHPAHS
IlpeobnanaBanuaT cepyMeH NoxyKHBOT, KOHTO € OT 3HAYEHHE 33 CEPYMHHTE KOHLUECHTPALMH B
YC/IOBHA Ha MHOTOKPaTHO KO3HpaHe, € 0koo 5 a0 § vaca, Crnien BHCOKA A03H, Gemme g
NIO-BHCOK NOTYXHBOT.

Cnen enHoXpaTHa 1032 Ha paHOAKTHBHO MApKUpaH CiUMenupHn, 8% ot paauoa
OTKPHTA B YpHHATa U 35% B H3npaxnenusaTa. B ypuHara re 6elue OTKPHTO HENPOME
Apa metabonwra — Haii-BEPOATHO pe3yNTAT OT YepHOAPoOHN MeTaboNK3IBEM (OCHOR
CYP2C9) — 65xa OTKpHTH KAaKTO B ypHHATa, TAKa H B H3NPAXKHCHHAATA: XHIPOKCH-
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xapGokcH-ponzeoaHO. Clien nepopaHO MPHICKEHHE HA TTHMENHPH, TEPMHHATHHAT MOTY>KHBOT
Ha Te3H MeTabonuT Gelne crOTBETHO 3 110 6 Yaca U 5 7o 6 yaca.

CpaBHeHHETO MEKAY €IHOKPATHO M MHOTOKPATHO JIO3HPAHE BEAHBXK JHEBHO HE M0Ka3a 3HAYHMH
PAIHKH BbB GapMAKOKHHETHKATA H HHTPaHHOMBHIYaTHaTa BapHabmwiHOCT Hewne MHOro HHCKa. He
Geie HabnOAABAHO NPAKTHYECKH IHAYHMO KYMYNHpPaHE.

CreunanHy nony aumn
dapMakoKHHETHKATa Gelle cxoqHa NPH MBXKE W XKEHH, KAKTO H MPH MALHEHTH B MJIaZa H HAMpeaHana

Bhapact (Hag 65 ronuum). [Ipy nauHeHTH ¢ HUCHK KPEATHHHHOB KITHPBHC, belile HamMLE TeHACHLMA
KIHPBHCHT HA [MIMMENMPHA 1A ce TOBHIIABA M CPeHHMTE CEpYMHH KOHIIEHTPALHK Ja C¢ IOHIKABAT,
Haii-BepOSTHO BCIIEACTBHE NM0-0hp3a eIMMHEALHA TIOPaJH TO-HHCKO IIPOTEHHOBO CBBpP3BaHe.
B16peunoTo elAMUHApaHe Ha ABaTa MeTabonnTa Gewe napyweno. Karo nano, He TpabBa na ce
npHeMa, 9e TIPH TAKHBA MallMeHTH € HAJIALE PHCK OT KyMYJIHpAHE.

(dapMakoXHHETHKATA IIPH NETHMa NauHeHTH Ge3 quabet cnen ONEpaliH Ha JKTHUHHTE ITbTHINA Genie
CXOJIHA C TA3H TIPH 3APABH HHIHBHIIH.

1leduampuuna nonyrayua

IIpu npoyueate Ha papmakokHHeTHKaTa, GE30NACHOCTTa M MOHOCHMOCTTa NPH €HOKpPAaTHa 1033 oT |
mg rMMenupu pH 30 neauaTprdHH NalMenTH (Ha Bb3pact ot 10 no 17 rogutu) ¢ nuaber Tin 2 ca
NONyueHH cpemHH cTORHOCTTH Ha AUC.nsy, Cmax H t12 ( BpeMe Ha NONMy>KUBOT) OAOGHH Ha Beye
YCTAHOBSHHTE NP BE3PacTHH.

5.3 IlpeakNRERYHHA JAHHH 33 De30MACHOCT

ITpeaxnuHuuHETE €QeKTH Ha rnuMendpu 6axa HabNroNaBaHH [IPH JO3H, 3HAYHTENHH Haj
MAKCHMAJIHMTE 33 XOpa, KOETO HMa MAHHMAJTHO 3HAYEHHE 33 KIMHMYHATA NPaKTHKA, WK 6axa
CIeAiCTBHE OT HapMaKOOHHaMHIHOTO AeiiCTBHE (XHIOTTIHKEMHA) Ha ChE¢AHHEHHETO.

JlaHHHTe ce Ga3HPaT BbPXY KOHBEHLIMOHANHATA (apMaKOIOrHA 3a H3cneABaHe Ha Ge3onacHoCT, ¢
H3C/IEIBAHMSA 34 MHOTOKPATHA 103084 TOKCHYHOCT, FTeéHOTOKCHYHOCT, KAHLIEPOreHHOCT H
penpoAyKTHBHA TOKCHYHOCT. [IpK nocaeaHoTo (NoKpuBaImO eMOPHOTOKCHYHOCT, TEPATOTEHHOCT H
TOKCHYHOCT [IPH PA3BUTHETO), HAOIOJABAHMTE HEXENAHH peaKLHK OAXa NPUETH 3a BTOPHYHH CIIPAMO
XHIIOTTHKEMHYHHTE eeKTH, NPEAHSBHKAHN OT CBEAHHEHHETO BbPXY KECHCKH EK3EMILIAPH Ha
YETHPHHOTH H TAXHOTO TIOKOJICHHE.

6. PAPMAIIEBTHYHU NAHHH

6.1 ChnHcnLk HAa NIOMOIMHEETE BeleCTBA

Lactose monohydrate, JlakT03a MOHOXHAPAT,

sodium starch glycollate, HATPHEBA cKopOaia IHKOJIAT,
magnesium stearate, MarHe3HeB cTeapar,
microcrystalline cellulose, MHKPOKPHCTAIHA LIENTyJI03a,
povidone 25000 nopAnod 25000

OCBEH TOBA KATO OIBETHTENHN:
Awmapun 1 mg: yeppeH xeneszeH okcug (E 172),

Awmapun 2 mg: x5BT xenesen okcua (E 172), Huauro-kapMuH aTyMuanes nax (E132). —

Awmapun 3 mg: #eBaT 3Kene3en okcua (E 172).
Amapnun 4 mg: HHIHTO- KapMHH asiyMHHHEB Jiak (E 132)

6.2 HecLBMeCTHMOCTH
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Hsama orHomeHnne
6.3 Cpox na rogsoct

3 ronuau
6.4 CnensajHR ycJIOBHA Ba CHXpAHEHHE

Ja ce cexpansaBa npu Temneparypa nog 30 C.
Ha ce cbxpaHABa B OPHIHHAIHATA OMAKOBKa, 34 Ij C€ NpeAnasH OT Blara.

6.5 Bugn chAbpkaHHE HA ONAKOBKATA

PVC/anmymunneBn GnucTepw. .
14, 15 (camo 3a Amapun 1 mg) 20, 28, 30, 50, 60, 90, 112, 120, 280 u 300 Tabnerku.
He BcHUYKE BHJIOBe ONIAKOBKH MOTAT Aa OhJAaT MycHaTH B Ipoaaiha.

6.6 CpenHaJHH DpeANa3HH MEPKH NP H3XBLpJIgHE # pabora

Hsama cnernpaiHe H3HCKBAHHS.

7. HOPHATEXATEJ HA PASPEIIEHHETO 3A YITIOTPEBA

sanofi-aventis groupe
54 rue La Boétie
75008 Paris

Opanius
8. PETHCTPAITHOHEH HOMEF B PETACTLFPA

Awmapun 1 mg- 9800222
Amapun 2 mg- 9800224
Awmapun 3 mg- 9800223
Amapun 4 mg- 20020600

9.  JATA HA M3JABAHE HA ITbPBOTO PA3PENIEHHE /MOXHOBSABAHE HA
PA3PEIIEHMETO/

Jdata Ha HINaBaHe HA IBPBOTO Pa3pemeHHe:
Amapun 1 mg-04.08.1998
Amapun 2 mg-04.08.1998
Amapun 3 mg-04.08.1998
Amapun 4 mg-23.07.2002

JlaTa Ha NOJHOBNABAHE HA Pa3pemIeFHETO:
Awmapun 1 mg - 09.03.2010
Amapun 2 mg - 09.03.2010
Amapnn 3 mg - 09.03.2010
Amapun 4 mg - 09.03.2010

10. JIATA HA PEJIAKIIMS HA TEKCTA

01.01.2022
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