KPATKA XAPAKTEPUCTHKA HA ITPOJAYKTA



1. UME HA JEKAPCTBEHMS NNPOJIYKT

LISt N0 NEKAPCTIATA |

Amapnia 1 mg Tabaerkn R ri‘“‘!" a4 ATEHU
| 1F1* PR LR LA RE b L T :T-:_.n —
Amaryl 1 mg tablets L m;‘.f;-;-;::;—;&::rﬁa A nPOgyKMa - [PUAGXKEHUE | ii
| \PTiKe Adprantii= -
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Amapua 2 mg TabsieTKH T Ve \ X\ AD 14222570 Lo

Amaryl 2 mg tablets e

a3peleHUe w&GLWLLP ............ .

Amapni 3 mg TadJieTKH

Amaryl 3 mg tablets nfimpura Mo

Amapua 4 mg Ttab/ieTKn
Amaryl 4 mg tablets

2. KAYECTBEH U KOJIMYECTBEH CBCTAB

Beska tabnerka Amapun | mg ceaspka 1 mg rimmenupun (glimepiride).
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[loMOIIHH BeleCTBA ¢ M3BECTHO JCHMCTBHME: CHABPKA CHINO 69 mg 1akTo3a (KaTo MOHOXHApAT) Ha

TabJeTKa.

Beska Tabnerka Amapuin 2 mg cpaspika 2 mg raumenupun (glimepiride).

[loMonHM BelecTBa ¢ U3BECTHO JelicTBUE: chabpka cbio 137,2 mg nakTo3a (KaTo MOHOXM/pAT) Ha

TadJieTka.

Besika Tabnerka Amapun 3 mg cbabspika 3 mg rinumernupu (glimepiride).

[TOMOIIIHH BELECTBA C W3BECTHO MEHCTBHE: ChABPKA ChINO 137 mg nakTo3a (KaTo MOHOXM/IPAT) Ha

Tadnerka.

Beska Tabnetka Amapuit 4 mg cpabpika 4 mg rnumenupun (glimepiride).

[lomMOoIHK BelecTBa ¢ M3BECTHO JIEHCTBHE: ChIbpiKa chiio 135,9 mg nakro3a (kaTto MOHOXM/IpAT) Ha

TabneTkKa.

3a MbJIHKS CMHMCHK HA NMOMOILIHHUTE BEIECTBA, BHKTE TOUYKa 6. 1.

3. JIEKAPCTBEHA ®OPMA

Tabnerka
Amapui 1 mg
Tabnerkure ca po30BH, OBAJIHU C JIEIHTEJIHA YepTa OT JBETE CTPAHH.

Amapui 2 mg
Tabnetkure ca 3eneHun, OBaIHM ¢ Ne/TMTETHA YePTa OT JBETE CTPAHH.

Amapuii 3 mg

Tabnerkure ca 61e10 KBATH, OBAJIHH C JICJIMTEIIHA Y€PTa OT JIBETE CTPaHH.

Amapuia 4 mg
Tabnerkure ca cBETI0 CHHU, OBAJTHH C JICJIMTEIIHA YEPTa OT JIBETE CTPAHH.

TaOnerkara Moxke 1a Obae pa3aeneHa Ha J1B€ paBHH JIO3H.

4. KJ/IMHUYHHU JAHHHA




4.1 TepaneBTHYHH NOKA3ZAHHS

AMapui1 € oKasaH 3a JIeYeHHe Ha 3axapeH auadeT THIl 2, KOorato caMo Jauerara, (pu3uuecKkoTo
HaTOBapBaHE M CHWKABAHETO HA TEJIECHOTO TErJIO ca HeJOCTAThYHH.

4.2 Jlo3HpOBKAa H HAYHH HA NPHJIOKEHHE

3a nepopasHO NMPUJIOKEHHE

OcHoBara 3a ycrnemHoTo jieueHue Ha quabeTa ca noAxXo/samara queTa, peoBHaTa (pu3udecka
AKTUBHOCT, KaKTO ¥ PYTHHHOTO U3CJIe/IBaHE HA KPbBTAa M YpUHaTa. TaOneTkuTe Wik UHCYJIHHBT HE
MOraT Jla KOMIICHCHpAaT HHBAaTa Ha KpbBHATA 3aXap, aKO MAalMEHTHT HE Cra3Ba MpernopbyaHaTa JUeTa.

Jlo3upoBka
Jlo3ara ce onpeznesis criopea pe3yiaTaTuTe OT H3C/eBaHUATA Ha 3aXapTa B KPbBTa M YpHHATA.

Havannara 1103a € | mg raumenupu JHeBHO. AKO ce IOCTHTHE A00po OBJajsBaHe, Ta3H 103a TpiOBa
Jla Ce M3I0JI3BA M 3a MOJUIbprKallla Teparnus.

3a pa3JIMYHUTE PEXKUMH HA JO3UPAHE ce TpeyIaraT MoAXOASIIH KOHLIEHTPALIHH,

AKO KOHTPOIBT € He3a/I0BOJIUTENIEH, /103aTa TpsiOBa J1a Ob/ie yBeanyeHa ChoOpa3sHO CTeNeHTa Ha
OBJIasiBAaHE HAa KPbBHATa 3axap, CThIAJIOBHIHO C HHTEPBaJ OT OKOJIO | 10 2 ceMHLIM MEKAY BCAKO
CThIANO, 10 2 mg, 3 mg Wik 4 mg rIIMMENHPH/] Ha JIEH.

Jlo3a Hax 4 mg rIMMEnUpU THEBHO JaBa Mo-100pH pe3yaTaTH caMO B H3KTIOUUTETHH CITYYaH.
MakcuMmaiHaTa npenopbYUTesHa 103a € 6 mg rIIMMENTMPHI THEBHO.

[Ipu nalmeHTH, KOMTO HE ca OBJIAJIEHU aJIeKBATHO ¢ MAKCUMAaJIHATA JIHEBHA /1032 metformin, moxke 1a
C€ 3aroYyHe ChITHbTCTBALLIO JIEYEHHE C ITTHMEMHPHUI.

Jlo3ara Ha metformin TpsAOBa na ce 3anasy, a JIeUeHHETO C TIMMEITUPH]I CE 3aM0YBa ¢ HUCKA 71034,
KOSITO C€ TUTPHpa B 3aBUCHMOCT OT 7K€/IJaHOTO HUBO Ha MeTAa0OJIMTEH KOHTPOJ A0 MaKCUMAaJTHATa
JHeBHA 03a. KomOMHUpaHaTa Tepanus TpsOBa J1a ce 3aroysa 1oj CTporo MeIUIMHCKO HabTIoIeHu e,

Ilpn nanpeHTH, KOMTO HE Ca OBJIaJICHU aIGKBaTHO ¢ MAKCHUMa/IHaTa JAHEBHA /103a AMapH1, IPH
HEOOXOIMMOCT MOJKE J1a Ce 3aMoYvHe CBhITBTCTBALIO JieueHHe ¢ HHCYJIMH. [IpH 3ana3saHe no3ara Ha
FTAMENHPHU/I, HHCYJIMHOBOTO JIEYEHHUE C€ 3aroyBa ¢ HUCKA /103a, KOATO C€ TUTPHpa B 3aBUCUMOCT OT

JKeJIaHOTO HUBO Ha MeTadoHMTeH KoHTpos. KomOuHMpaHaTa Tepanus TpsaOBa Ja ce 3arnoy4sa 1o
CTPOro MEJIULMHCKO HAOIIOAEHHE.

HGPMEU’[HO, CAHOKpPaTHa AHCBHA J103a NTUMEINIHPHI € 10CTaThb4Ha. l’[penophqmenuo € Ta3Hu 1034 Jid CC
IpHEMa HCMIOCPCACTBCHO NPEIH, HIIH 110 BpEME Ha cTaOWIHA 3aKyCKa, WJIH aKO HsJIMa TaKaBa,
HCTIOCPCACTBCHO IPE/JH, WIH MO BPEME HA MBPBOTO OCHOBHO XPaHEHE.

AKxo Obne [NponycHdarTa n03a, Ts HE OuBa J1a ce KOMIICHCHPA € YBCIIHYABAHC Ha CJ/ICiBallaTta 4034.

AKO NMalLMEHTHT pa3sBHe XUIIOTJIMKEMHYHA peakiids OT | mg riiMMenydpul JHEBHO, TOBA O3HA4aBa, ye
TOH MOKe na Ob/1e OBJIAJISIH CaMO C JIHeTa.

B xo/1a Ha 1leyeHHeTO, ThH KaTo NMoA0OpeHHeTo B KOHTPO/1a Ha JuabeTa € CBbp3aHo ¢ MO-BHCOKA
MHCYJIHHOBA YyBCTBHTEJIHOCT, HYK/IUTE OT INIMMEIUMPH MOTAT Jla HamaJiesaT. 3a u30srpaHe Ha
XMITOTJIMKEMHH, € YMECTHO HaMaJlsiBaHe Ha J03aTta WM criupaHeto my. [IpoMenu B go3ara Morar jia ce
HaJI07KaT ChIIO M aKO HACTBILAT MTPOMEHH B TErJIOTO WJIM HAYMHA HA JKUBOT Ha MAaLMEHTa, WIH aKo
BB3HMKHAT APYTH (DAKTOPH YBEJIMYABAIIH PHCKA OT XHIIO- HIH XHITEPIITHKEMHSI.

lpemunasane om opyzu nepopainu Xuno2nukemuyHu 1eKapcmeenu npooykmu Kem Amapun

1o npuHLMI € Bb3MOXKHO NPEMHHABAHE OT APYTIH XHMOINTMKEMUYHH areHTH KbM AMapui. 3a
NpeMHHABaHETO KbM AMapHJl, TpAOBa J1a ce B3eMaT MpeABHI MOLIHOCTTA U MOJTYKHBOTA Ha
[PeIX0IHOTO JIEKApCTBO. B HAKOM citydau, ocoOeHO NMpH NMPOTHBOAMA0ETHH Cpe/ICTBA C 1
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MoayKHBOT (Harp. chlorpropamide) e npenopbuKTeNieH NEPHO/I HA H3YHUCTBAHE OT HAKOJIKO JHH C
Orjie]l a C€ HaMaJIi 10 MUHHUMYM PUCKBT OT XUITOIJIMKEMHUYHH PEaKLIMK BCIICACTBUE aJIMTUBEH €(DEKT.

HPEHOPL'-IHTEHHHT& HayaJiHa jgo03a e | mg riiumerupua AHEBHO. B13 ocHOBa Ha IMOBJIHABAHCTO, 1034aT4a
Ha INTHMCITHPpHIA MOJKE 1a CC€ YBEJIHYaBa C'I'BHEUIDDﬁPEBHO, IO Ha4HHaA ITOCOYHCH I10-1'0pcC.

lIpemunasane om uncyaun kem Amapui

B HM3KIIIOYMTEIHH CITy4aH, KOraTo naiMeHTH ¢ auader Tin 2 ca peryJMpaHH ¢ HHCYJIMH, MOJXKe J1a Ma

MOKa3aHus 3a NMpeMUHaBaHe Ha AMapuil. . [IpemuHaBaHeTo TpsOBa 1a ce€ U3BBPILIBA MO CTPOro
MEIUIIMHCKO HAOIOIEHHE.

Cneyuannu nonyaayuu

IanmenT ¢ Ob0peyHU U YepHOAPOOHHU HAPYIIIEHUS
Buxre Touka 4.3.

llenuatpryHa nomyaauus
JIuncea ONMT 3a NMpHIaraHeTo Ha NTHMENMPHU NpH Jiena noa 8 roauiiHa Bb3pact. ONUTHT ¢

TTTUMENUPHJL KaTO MOHOTEPANHA TMPH Jella Ha Bb3pacT oT 8 10 17 roauiiHa BE3pacT € OrpaHHYeH (BiK.
Touka 5.1 u 5.2).

Ilopanu orpannyeHuTe JaHHH 3a ePeKTHBHOCTTA M O€30MacHOCTTa B MeIHaTpHYHATA TTOMyJIalHs He ce
MpENnopbYBa U3IMOJI3BAHETO MPH Ta3H BH3PacToOBa Ipyria.

HauuH Ha nipuioxkeHue
TabneTkure TpsadBa na ce noriasar, 6e3 J1a ce AbBYAT, C MAJIKO TEYHOCT.

4.3 IlporuBonokazanus

[ mumenupua € NpOTHBONOKA3aH MPH NALMEHTH ChC CIIEAHUTE ChCTOSHHS:

® CBPBXYYBCTBHTEHOCT KbM IJIMMEMUPHIL, APYTH CyI(paHUTypeHHH NMPOIAYKTH HIIH
Cy1(pOHAMH/IH WIH KbM MOMOIIHUTE BEIIECTBA, H30POEHH B TOYKa 6. ]
MHCYJIHHO3aBHCHM JHadeT (Tun 1 3axapeH quader)
nuadeTHa Koma
KeToalMua03a
TeXKKH HapyulieHusa B Ob0peuHaTa uiau yepHopoOHaTa pyHKIusA. B cnydyan Ha TeKKH

HapylleHHs B ObOpedHaTa wuiu yepHoApoOHaTa (YHKIHS, € HEOOXOIMMO NMPEMHHABAHE KbM
MHCYJTHH.

4.4 CpoensajHu npeaynpexieHHs: H NpeaNnasHi MEPKH NPH ynoTpeda
Amapu TpsAOBa J1a ce npuemMa HemoCpeACTBEHO MNP/, HIIH 110 BpeMe Ha sieHe.

KoraTo XpaHeHusiTa C€ M3BbPIIBAT B HEPEIOBHU YaCOBE MM H300LI0 OMBAT MPOMYCKAHH, JICUEHHETO C
AMapHJT MOKe J1a IOBEJE /10 XHUIOTTHKeMHs. EBeHTyallHUTe CHMITTOMH Ha XMMOTTHKEMHS BKJIIOYBAT:
[J1aBOOOJIHE, CHIIEH TJ1a/l, TajieHe, MOBPhIIaHe, OTNAAHAIOCT, CHHIHBOCT, HAPYILIEHHS HA ChHS,
O€3MOKOMCTBO, arpeCUBHOCT, HAPYILIEHH KOHILIEHTpalHs, 00IbPCTBAHE H BPEME 3a pearupate,
[IOTHCHATOCT, OOBPKAHOCT, PEUEBH U 3PHTEIHH Pa3CTPOMCTBA, adazus, TPEMOp, Mape3y, CEH30PHH
HapyIIeHHs, 3aMasHOCT, OE3MIOMOLLHOCT, 3aryba Ha CaMOKOHTPOJI, AeTUp, LiepeOdpaHu IbpUOBeE,
COMHOJIEHTHOCT M 3ary0a Ha Chb3HAHHE BKJTIOUMTE/IHO 10 KOMa, MOBEPXHOCTHO JHUIIAHE U
Opanmkapausa. OcBeH TOBa, MOTaT Jia ca HAJIMIlE W MPH3HALIM Ha aJIpeHEPruyHO MeIuHpaHa odpaTHa
perynanus, Kato U3NoTsaBaHe, JIeNKaBa KOxa, Bb30y/aa, TaXUKap/Aus, XUNEPTECH3HA, EKCTPACHCTOJIHA,
angina pectoris ¥ CbpJA€4YHH aPUTMHH.

CHMITOMUTE MMOYTH BUHArK Morat Ja Obaat Obp30 OBNIa/IiHH Ype3 He3a0aBeH NMpHeM Ha
BBIIIeXuapaTH (3axap). MUskycTBenure noacnaauresnn Hamat edexr.




Ot apyrure cyidaHunypeiiHi NpoIyKTH € H3BECTHO, Y€ BBITPEKH ITbPBOHAYAIIHO YCTIEIITHHUTE
KOHTPaMEpPKH, XUIIOITMKEMHUATA MOJKE /1a C€ TTOBTOPH.

Texkara WM NPOABJIKUTENIHA XUITOTJTMKEMHS, OBJIaITHA CAMO YaCTHYHO C MOMOIITA Ha oOuYaiiHUTe
KOJTMYECTBA 3axap, Hajlara He3a0aBHO JieUeHHe, a B HAKOH CJIy4al M XOCIHUTATH3aLMS.

DakTopuTe OIaronpUATCTBALM XHIOTTHKEMHITA BK/IIOYBAT:

- HeJKeJTaHHe WITH (10-4YECTO MPH MO-Bb3PACTHH MAIIMEHTH) HECTIOCOOHOCT Ha MalMeHTa 1a
CBTPYAHUYH,

. HeIOXpaHBaHe, HEPEIOBHHA YaCOBE HAa XpaHEHE WM INMPOITYCHATH XPAHEHHUS, WIIH NIEPHO/IM Ha
BB3IbpKaHe OT XpaHa,

- MPOMEHM B JIMETATA,

- nucdananc Mexay GpU3HUecKOTO HaTOBapBaHe W MPHEMa Ha BbITIEXH/IPATH,

- KOHCYMaI[Hs Ha aJIKOX0J1, 0COO€HO B KOMOMHAIIHMS C IMPOMYCHATH XPaHEHHUS,

. HapylieHa ObOpeuHa GpyHKIHA,

- TeXKKa YepHOApOOHA TUCHYHKIIHS,

. npeao3upaHe Ha AMapul.

. HSIKOH HEKOMIIEHCHPaHH HApYIIIEHHWS Ha €eHJOKPHHHATA CUCTEeMA 3acsrallli BbIJIEXHUIPaTHUS
MeTa00JIM3bM MM OOpaTHATa peryJamnyis Ha XUMOTrJTHKeMHUsTa (KaTo HampuMep MpH HAKOU
Pa3CTPOHCTBA B IUTOBUIHATA (PYHKLIMS M NIPH NpeaHa XUnoduzapHa Wid aJpeHOKOPTUKOU1a
HEI0CTaTBhYHOCT),

- €IHOBPEMEHHO MPHEMaHe Ha HAKOM JIEKAPCTBEHH MPOAYKTH (BK. TOUYKa 4.5).

JleyenneTo ¢ AMapHi1 U3UCKBA PEIOBHO Clie/ieHe HAa HUBAaTa Ha KPbBHATA 3aXap B KPbBTAa M YpPHHATA.

OcBeH TOBa, ce MpenopbyBa ONnpee/IsHe Ha ChOTHOLIEHHETO Ha IITHKHPAHHA XEMOTJIOOHH.

[lo Bpeme Ha sleyeHHeTO ¢ AMapuil € HeOOXOIMMO PEIOBHO M3CJIe/IBaHE HA YePHOAPOOHHTE M
XeMaTOJIOr HYHUTE MOKa3aTesIu (0COOEHO Ha IEBKOLIMTUTE H TPOMOOILIUTHTE).

[Ipu cTpecoBH cUTyalny (Hamp. 370MOMYKH, CHENIHH onepaiui, HHbekimu ¢ hedpuiureT u 1p.)
MOJK€ J1a C€ HAJIOKH BPEMEHHO IMPeMHUHaBaHe Ha MHCYJIHH.

Hsma HatpymnaH onuT 3a ynorpebara Ha AMapuJl NPy NAlMEHTH ¢ TEKKH HapyIIeH!s B
YyepHOApOoOHaTa PyHKLUS WIH MPH NAalMEHTH Ha avanu3a. [Ipy naiMeHTH ¢ TEKKH HapyIIeH!s Ha
ObOpeuyHaTa WM yepHoApoOHaTa YHKIIMA € MoKa3aHO MPEMHHABAHE HAa WHCYJIHH.

Jleyenunero Ha nauueHTd ¢ GOPD-aeduumt cve cyndanutypeitHi NpOayKTH MOXKe J1a JIOBEE /10
XEMOJIMTHYHA aHeMHs. Tbi KaTo rTMMeNUpUI TPHHAUIEKH KbM Ipyrnata Ha cydaHuiypeiHuTe
NPOAYKTH, MPENopbyBa ce MOBUIIEHO BHUMaHWe Npu nauueHTH ¢ G6PD-aeduumt u npuioxkenue Ha
He- cyndaHmTypeiHH NPOIYKTH.

AMapun ChIbpiKa J1akTo3a MOHOXUApaT. ITanMeHTH ¢ peIku Hac/leICTBEHH MPO0JIEMH Ha raJlakTO3Ha

HEMMOHOCHMOCT, Lapp nakrazHa He10CTaTBbYHOCT MIIH ITIOKO30-TaJIakTO3Ha Mas1adbcopOLus He TpsOBa
Jla B3eMaT TO3M JIEKapCTBEH MPOYKT.

Amapun | mg, 2 mg, 3 mg u 4 mg
To3u nexkapcTBeH NPOAYKT Chabprka no-maiko oT 1 mmol Harpuii (23 mg) Ha /103, T.€. MOXKeE /1a ce
Kake, Y€ NMPaKTUYECKH HE ChAbprKa HATPHUH.

4.5 BsaumoaeiicTBHe C APYIrH JIeKAPCTBEHH NPOAYKTH H APYra JOpMH HA B3aHMOAeHCTBHE

AKO AMapui1 ce NnpHemMa €JHOBPEMEHHO ¢ HAKOHU JPYTH JIEKapCcTBa, € Bb3MOYKHO J1a Bb3HMKHE KaTo
HE)KEJIAHO MOBHUIICHHE, TaKa U MOHWKEHHE Ha XUIIOTJIMKEMHYHOTO AeHcTBHE Ha rimumenupu. [lop
TOBa, JIPYTH JIeKapcTBa TpsAOBaA J1a ce NpUMaT caMO ChC 3HAaHUETO (HJIH MO NpeNicaHue) Ha JIeK

I mumenupua ce Mmetadbonusupa ot muroxpom P450 2C9 (CYP2C9). UssecTHo e, ue meTabo

CE MOBJIMABA OT €IHOBpEMEHHOTO npuemane Ha CYP2C9 unaykropu (Hamp. rifampicin) un
uHxuOuTOpH (Hamp. fluconazole).




Pesynrarure ot in vivo npoy4BaHe Ha B3aMMOIEHCTBUATA CHOOIIEHH B JIMTEpaTypaTa MoKa3Bar, 4e

MUI0IITa 11OJ1 KpUBaTa Ha MIMMEIUPH Ce YBeIUYaBa NpuOIU3UTeIHO ABYKpaTHO OT fluconazole, enun
oT Hak-motHuTe CYP2C9 unxuburopw.

Bb3 ocHOBa Ha onMTa ¢ AMapui U ¢ opyru cyadaHuwTypeiHH JIeKapCTBEHH MPOAYKTH € He0OX0IUMO €
fa ObaaT CIOMEHATH CIIEIHUTE B3aUMOJIEHCTBHS.

[loreHumpane Ha MOHWKABALIM KpbBHATA 3axap e(eKT, a Mopaau TOBa, Bb3MOKHOCTTA B HAKOH

CJTydad J1a Bb3HMKHE XHUIIOTTMKEMUA P NpHeMaHe Ha HAKOM OT CJICAHHUTE JIKapCTBa, HalpUMep:

- (enn10yTa30H, azanponasoH U oKcHpeHOyTa30H,

- WHCYJIHH M NePOpaHHi NMPOTHBOAHA0ETHHU CPEACTBA, HAIIpUMEP METHOPMHH,

- CaJIMIMIIATH U P-aMHHO-CAJTHIIMIOBA KHCEJTMHA,

: aHa0OJIHU CTEPOHIU U MBKKH MOJIOBH XOPMOHH,

- XJIOpaM(PEHHUKOI, HAKOU ABITO AeHCcTBaIIM Cy1hOHAMHUIN, TETPALMKIHHH, XHHOJIOHOBH
AHTUOMOTHLIM U KJIADUTPOMHILIMH

- KyYMapHHOBH aHTHKOAryJaHTH,

- AU30MUPAMH/L

- bendrypaMuH,

- ¢ubdparn,

- ACE unxuburopm,

- (pryokceTun, MAO-HHXHOHTOPH,

- aJIOIy PHHOJI, IPOOEHULIMA, CYI(PUHITHPA30H,

- CUMITATUKOJIMTHLIH,

- rKiIoochamun, Tpodochamun u udochamuu,

- MHUKOHAa30.1, (hJIyKOHa3011,

- MEHTOKCH(DHIIHH (BUCOKH MapEHTEPAJIHH JI03H),

- TPUTOKBAJIHH.

OrcrnabBaHe Ha MOHWKABAIlMA KPbBHATA 3axap e(eKT, a mopa/y TOBa, Bb3MOKHOCTTA B HAKOM CITydau
/1a Bb3HUKHE XUIICPIIIMKEMHU TIPH [IpHEeMaHe Ha HAKOM OT CJIJIHUTE JIeKapCTBa, HAIIpUMep:
- €CTPOIreHH U MPOrecTareHH,

- CaJly pETHLIU, THA3HIHHU JUYPETHLIH,

. CpeACTBa CTUMYJIMpALIM LIIUTOBUIHATA J1€3a, INTIOKOKOPTHKOU/IH,

- (eHOTHA3UHOBH MPOU3BOIHHM, XJIOPIIPOMA3HH,

- aJipeHaJIMH U CUMITATUKOMMMETHIIH,

- HUKOTHHOBA KHCEJIMHA (BUCOKH J103H) U NPOM3BOJIHM HAa HUKOTHHOBATA KUCEJIMHA,
- JIAaKCaTHBH (MPH NPOABJIKUTENIHA yrioTpeda),

- (heHUTOMH, THA3OKCH]I,

- [JTFOKaroH, bapdourypartu u pudamMuimH,

- aleTa3olaMuI.

H> anraronucrure, B-6nokepure, clonidine u reserpine Morar aa I0BeAaT WIH 10 YCHIIBaHE, WIH JI0
oTcradBaHe Ha MOHMKABAILMS KpbBHATA 3axap e(eKT.

[loa BIHsAHMETO HA CUMITATHKOJIMTHYHH JieKapcTBa, Kato B-0okepH, clonidine, guanethidine u

reserpine, rpU3HaIMTe Ha aJipeHepru4Ha odpaTHa peryjaims Ha XUMOorjiuKeMHusTa Morar ja Obaar
oTCc/1adeHM WM 1a OTCHCTBAT.

KoHcymanmsaTa Ha aJIKOXOJ MOJKe HenpeICKa3yeMo J1a MOTEHLMPa WK Ja 0Tc/iadu
XHUIOTTHKEMHYHOTO JAEHCTBHE HA TIIUMEITHPHII.

[ mumenmpua Moxke /1a MOTeHIMpa WIIH 1a 0Tc/1a0u epeKTUTe Ha KyMapHHOBHTE POM3BOIAHH. -~ .

Konecesenam ce cBbp3Ba ¢ IIIMMEITUPH/] M HaMajsBa adCopOIMaITa Ha TJIMMEIHPH/] OT CTOM

YPECBHHA TPAKT. He ca Hﬂﬁm,uaBaHH B3HHMD,E[€ECTBHH, KOraTo riimMeCrupH/ Ccc rnpyucMma 1noH - 1:; ‘k |
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npeau Kosecesenam. [lopaau Tora, rimumenupun TpsadBa aa Obae npunarad noHe 4 yaca npeau
KOJIeceBeIaM.

4.6 ®@epruianTer, OPEeMEHHOCT H KbpPMEHE

bpemeHHocT

Puck, cevpzan ¢ ouabema

HeoOuyaiiHu HHBa Ha KpbBHATa 3axap Mo BpeMe Ha OpeMEeHHOCTTa ca CBbP3aHH C MO-4eCTO
Bb3HUKBAHE Ha BPOJICHW aHOMAJIMU U NepUHAaTaliHa CMBbPHOCT. ETO 3a1110 HUBaTa Ha KpbBHATA 3axap
TpsAOBa J1a OBAT CTPUKTHO CJIEACHH 10 Bpeme Ha OPeMEHHOCTTA ¢ 1iell W30SIrBaHeTO Ha TepaTOreHeH
puck. IIpu Te3u oOcrosTecTBa ce npenopbuBa yrioTpedara Ha HHCYITHH. [lanmeHTKHTE,
Bb3HaAMepABAIIH /1a 3a0peMeHesT, TpsOBa 1a yBEJIOMAT CBOS JIeKap

Puck cewvpzan ¢ anumenupuo

Hsma noctaThbuHo AaHHM 3a ynotpOaTa Ha rIMMen|pu pu OpemeHHH skenu. [IpoyuBanus ¢
JKMBOTHHM Ca MOKa3aJIH penpoJayKTHBHA TOKCUHYHOCT, KOSITO HaU-BEPOATHO € CBbpP3aHa C
(papMakoIOrHYHOTO NEHCTBHE (XUMOITHKEMH S ) Ha IITAMenupu/1( BIKTE TOUKa 5.3).

CnenosaresiHo, rTAMENUpH He TpsAOBa 1a Ob/ie H3M0/3BaH M0 BpeMe Ha Lsiata OpeMeHHOCT.
B ciy4yaii Ha iedyeHue ¢ rITMMENUpH, ako MalKWeHTKaTa riiaH|upa OpeMEHHOCT HIH aKO € OTKpHTa
OpeMeHHOCT, TepanusaTa TpsoBa 1a Obe MpoMeHeHa Bb3MOKHO HalH-Obp30 Ha HHCYJTHH.

Kepmene
ExckpenmsTa B MAaUMHOTO MIISIKO HE € W3BeCTHA. | JTMMenupu 1 NpeMHHaBa B MJIIKOTO Ha IUTHXOBE.
T'vii kKaTo ApyruTe cynpaHuIypeiHH NMPOU3BOIHH NMPEMHHABAT B MAHYHHOTO MJISIKO U ThH KaTo

ChIICCTBYBA PUCK OT XHUITOITIHKEMHS ITPpH KbpMadeTaTa, C€ rpernopbyBa 1a ce M30TBa KbPMCHCTO 110
BPpEMEC Ha JICHCHHUETO C ITUMECITHPH .

Oeprraurer
Hsama Hanmuyeu nanu 3a geprumurer

4.7 EdexTH BbpXy cnocodHoCcTTA 32 IopHpaHe H padora ¢ MAITHHH
He ca npoBexaHu nMpoy4BaHus 3a eGeKTHTE BBPXY CIIOCOOHOCTTA 3a modupaHe U padoTa ¢ MaIIHHH.

CrniocoOHOCTTa Ha NALMEHTUTE 32 KOHLIEHTPALMs W pearupaHe Mojke Ja Ob/ie HapylIeHa BCJIeICTBHE
XHUIMOTJIMKeMHs WITH XUIIePriHKeMHs, HJIH HallpuMep, BCJIEJACTBUE HapyLUIEeHHs B 3peHueTo. T'oBa Moxke

Ja TIpeACTaBIsiBa ONMAaCHOCT B CUTYALMH, MPH KOKUTO TE€3U CIIOCOOHOCTH ca OT OCOOEHO rojIiMO
3Ha4YCHUE (Hanp. wodupaHe uiuv padora ¢ MalIMHH).

[lanmenTure TpaOBa na ObAT MOCHBETBAHM J1a B3eMaT MPEANa3HH MEpKH 3a M30srBaHe Ha
XHUMOITHKEMUS 10 Bpeme Ha wogupane. ToBa e 0co0€HO BaKHO MPH JIMLIA ¢ TOHWKEHO W

JIMNICBALLO yCeIIaHe 3a MPeayNpeaUTEIHUTE CUMITTOMH Ha XUIIOTJIMKEMHSATA, WIH KOUTO UMAT YeCTH
enu301u Ha xunoriukemus. Heodxoaumo e noOpe 1a ce OOMHUCIH Janu NpU TaKUBa 00CTOATENICTBA €

MPEeroprUYUTENHO Te /1A [o(UpaT Wik aa padoTAT ¢ MallMHH.

4.8 Hexenann JileKapCTBEeHH peaKnuH

CrneqHuTe HEXKEaHHW JIEKAPCTBEHM peakiMH OT KJIWHHYHH H3ClieBaHMs, Oa3WpaHd Ha OMHTA C
AMapui ¥ ¢ JIpyrure cyJ(paHHIypeHHH JIEeKapCTBEHH MPOAYKTH, ca H3PEIACHHU MO CHCTEMO-OpPraHeH
KJac U B pel Ha HaMajigBawia dectora (muHoro dectu >1/10; yectu: >1/100 no<1/10; Hewectu: =
1/1 000 no < 1/100; peaku: >1/10 000 xo <1/1 000; mHorO peaxu: < 1/10 000), ¢ Heu3BeCcTHA YECTC
(OT HATMYHKTE JAaHHH He MO’Ke /1a ObJie HarpaBeHa OlIEHKA) -

Hapymenus Ha KpbBTa M JuMdHaTa cucTema




Penku: TpoMOOLIMTONEHHUS, JIEBKOTIEHHS, EPUTPOLIMTOTICHHS, I'PaHyJIOLUTOTIEHHUS, arpaHy/I0LMTO3a,

XEMOJIMTHYHA aHEMHS U MAHLUTOIEHUS, KOUTO IO MPUHLIMII ca 00paTUMM CJIe/] MpeKpaTABaHe NpUemMa
Ha JIEKapCTBOTO.

C Heu3BeCTHa 4YecToTa: TekKa TpombouHToneHus ¢ Opoit Ha TpombouuTHTe No-manbk o1 10 000/pul 1
TPOMOOLIMTONEHHYHA Ty pITypa.

HapyiiueHus Ha UMYHHATa CHCTEMA
MHOro peiIku: alepruueH BaCKyJIUT, JIEKH peakiiii Ha CBPBXIYBCTBUTETHOCT, KOMTO MOTaT /ia
MpepacHaT B TeKKH PEaKILHH C JIMCHEes, CHIDKaBaHEe Ha KPBbBHOTO HaJIATaHe W MOHSIKOra oK.

C HeusBecTHa 4eCTOTa: Bb3MOJKHH Ca KPCTOCAHH AJIEPrHH Che CYiI(haHWTypeiiHH npenaparH,
CyJI(pOHAMH/IH WU CPOJIHHU BEIIECTBA.

Hapyimenus Ha merabosiM3Ma U XpaHEeHEeTO

Penku: Xunorjiukems.

Hali-yecTo Te3H peakiiuy Bb3HUKBAT He3a0aBHO, MOraT J1a ca T€KKH M He BHHArH € JIeCHO J1a Obaat
KOpUrHpaHu. Be3HHKBaHETO Ha MOI00HHU peakiMM 3aBUCH, KAKTO M MPH JIPYTHTE XUIIOTJIHKEMHIHH

Teparnuu, OT HHAMBHIyaJIHH (DAKTOPH KaTO XpaHWUTE/IHU HaBULIM M OT J103aTa (BK. TOuka 4.4 3a
JONBJIHUTETHA HH(pOpMALHs).

HapviueHus Ha ouuTe

C HeusBecTHa HeCTOTA: 0COOEHO B HAYAJIOTO Ha JIEYEHHUETO € BB3MOXKHO dd Bb3HUKHAT IIPEXOIHH
HAPYHICHHUA B 3p€HHUCTO, NOpPaau NMpoMsHa B HUBAaTa Ha KpbBHATa 3axap.

CTOMamHO-4YpeBHU HAPYIIECHHMS

MHOro peiku: rajieHe, NOBPhIIAHE M AUAPHs, TeKECT HITH yCelllaHe 3a MPEMbJIHeHOCT B CTOMAIHATa
001acT ¥ KOpeMHHU OOJIKH, KOMTO BOJAT JI0 NMPEKpaTsABaHe Ha JIeYeHHeTO, Peku: qucrey3us.

XenatoOUIHMapHU HapyIIeHHs
C HEHM3BECTHA YeCTOTa: MOBHUIIEHHE HA YEPHOAPOOHUTE EH3UMH.

MHOro peIku: HapylleHHe Ha YepHOApoOHaTa QyHKLMs (HaMp. ¢ XoJecTa3a U HKTep), KakTo U
XEIaTHT WK YepHOApOOHA HEIOCTATHYHOCT.

HapyiieHus Ha Ko)kaTta U NOAKOKHATA ThKaH

C HeHu3BeCTHA YeCTOTa: BH3MOYKHO € Ad BB3HHKHAT pP€AaKIIHH Ha CBPBXYYBCTBHUTCIIHOCT 110 KOYKaTa,

KaTto chpOex, 0OpuB, YPTHKapHs U (POTOYYBCTBUTETHOCT.
Penxu: anonerms

U3cnenBanus

MHOro peaKu: NOHHKEHHUE HUBOTO HAa HATPHS B KPHBTA.
Penku: kauBaHe Ha TErio

CpoO1aBase Ha NOA03UPAHU HEJKEJIAHH PEaKIIHH

ChoOI1maBaHeTo Ha Mo103HpaHH HEJKEJIaHH PeakLiMy CJie/l pa3peniaBaHe 3a ynorpeda Ha JieKapCTBEHHUS
MPOAYKT € BakKHO. [ 0Ba 1mo3Bo/sABa 1a NMpOABL/DKH HAOMI0A€HHETO HA ChOTHOIIEHHETO T10J13a/PUCK 3a
JIEKapCTBEHMS NMPOAYKT. OT MEIMUMHCKUTE CNELHAMCTH C€ H3UCKBA J1a ChOOIIaBaT BCsAKa

[10/I03UpaHa He)KENaHa peaklus Ype3 M3nwauurenHa areHuMs 1o jgekapersara yi. ,.Jlamss ['pyes” Neo
8 , 1303 Codus, Ten.: +35 928903417, yebdeaiit: www.bda.bg.

4.9 Ilpeno3upane

CumMmnroMu

HaJTMLIe B NMPOJAbJDKeHUE Ha 10 24 yaca cnea npuema. [1o npuHLmn ce npenopwsuBa Hal110/1€
Oonuua. Morat 1a Bb3HMKHAT rajieHe, MoBpeinane, 00Ky B enuractpuyma. B obuus ciy
XHITOTJIMKEMMUATA MOJKE 1a € [IPUAPYIKECHA OT HCBPOJOIHYHH CHUMIITOMH KAaTO HECITOKOMCTB
3PUTETHH CMYLLIEHHS, MPOOJIEMH C KOOPIUHAIUATA, CHhHIMBOCT, KOMa U I'bPUOBE.



OC'I'pOT{J [IPCAO3HUPAHC, KAKTO U ABJIroCpoOvYHOTO JIEYCHHE C TBHPAEC BHCOKA N03a INTHMENMUPHIL MOJKE 1a
AOBCAC 10 TCKKaA XKUBOTO3aCTpallaBalila XUurorjiukKkeMus.

JleyeHue

Bennara ciien yctaHOBsIBaHE Ha npeo3upane ¢ AMapuil, TpsOBa He3abaBHO /1a ce YBEJIOMH JieKap.
[lanmeHTsT TpsAOBaA HE3abaBHO /1a NpUeMe 3axap, ako € Bb3MOXKHO, 101 (JopmaTa Ha IiioKo3a OCBEH
aKO JICKapsAT Be4e He € MoejI OTTOBOPHOCT 3a JISYEHUETO Ha Mpeao3upaHeTo. BHUMATETHOTO
HaOJIIO/IEHHE € OT CHILECTBEHO 3HAYeHHE, TOKATO JIEKAPAT HE Ce YBEPH, Y€ MAIlHeHTHT € W3BbH

OIMaCHOCT. Tpﬂﬁaa Aa CC€ [MOMHH, 4€ XHIIOTJIHKEMHATA MOKE 1a C€ NOsABH OTHOBO CJIC/ ITbPBOHAYAIIHO
Bb3CTAHOBABAHC.

B ciyuait Ha JieK €nM30/1 Ha XMITOTJIMKEMHUS, TbPBOHAYAJIHOTO JIeY€HHE CEe ChCTOM MPEMMHO B IIPHEM
Ha IJII0K03a NnepopanHo. TeKKH XHITOrJITMKeMUYHH PEeakliii H3HCKBAT He3a0aBHO JIeUeHHE.

3HAYMTEIHO NPeI03MpaHe Ha AMapHIT U TEKKH peakiiMyi ¢ PU3HALIM KaTo 3ary0a Ha Ch3HaHUE WITH
JAPYTH CEPHO3HH HEBPOJOTHYHH HAPYILIEHHUS Ca CMEeIHH MEIULIMHCKH CITy4au M U3HCKBAT HE3a0aBHO
neyeHue. [lokaszaHo € HacTaHsBaHe B OOTHUIIA B OT/I€JICHHE [0 HHTEH3UBHO JIEYEHHUE.

AKO € IPUETO roJIIMO KOJIMYECTBO AMapuI € MOKa3aH CTOMAIlIEH JIaBaK B paMKHTe Ha | yac crej
MOrTBLIAHETO, MOC/IeIBaH OT aKTUBEH BBIJIEH, HaTpHeB cyidar u oktpeotua. KoakoTo € Bb3MOXKHO
no-0ep30 TpsAOBa J1a ce 3an04He MpHIaraHe Ha rJIF0K03a, NpH He0OXOAUMOCT Ype3 OOTYCHO
MHTpaBeHO3HO HH)KeKTHpaHe Ha 50 ml 50% pa3TBop, nocnensan ot uHPy3us Ha 10% pasTBop CBC
CTPHKTHO MOHUTOpPHUpPaHE Ha KpbBHATA 3axap roHe 3a 24 yaca. AJITepHaTHBHO, ITIPH Bb3PaCTHH,

MPUJIOKEHUETO Ha I'JIIOKaroH Moxe Ja ce uma npeasui. [lo-HaTtaTelIHOTO ieyeHue TpsaOBa 1a Obae
CUMITTOMATHYHO.

[Ipu TEKKH CiTydau ¢ MPOABIIKHUTEIEH KYPC, XHITOTIMKEMHUATA HITH OMTACHOCTTa OT 00paTHO M3MaaaHe
B XMITOTJIMKEMHUSA, MOXKE 1a MPOJAb/IKH HAKOJIKO JHH.

Oco0eHo rpH JiedyeHHe Ha XMITOTTTMKEMHS BCJISACTBHE ClIyYaiiHO npuemMaHe Ha Amapui ot debeta M
MAaJIKH JIelia, 103aTa Ha MPUJI0KEeHaTa IJII0K03a TpA0Ba /1a ce KOHTPOJIMpa BHUMATEITHO 34 J1a ce

H30€erHe BepoATHOCTTA OT Mpeu3BHKBaHe Ha oracHa xurnepriaukemus. KpbBHata 3axap TpsaOBa aa ce
ClIeId CTPUKTHO.

5. ®APMAKOJIOIT'MYHHU CBOMUCTBA

5.1 @PapmakogHHAMHYHH CBOHCTBA

(dapmakorepanesTiuHa rpyna: [loHiwkasaiiy KppBHaTa 3axap JeKkapcTa C U3KJIIOYEHHE Ha
HHCYJIHHHU: Cyndonunypeiinu ATC kox: A10B B12.

[ Timenupun e nepopaiHO aKTHBHO XHIOTTHKEMHYHO BELIECTBO ITPHHA/UIEKAIIO KM
cyidanuinypeiinara rpyna. Tol MOKe J1a ce U3MoII3Ba MPH HHCYJIMHOHE3aBUCHM 3aXapeH Juader.

MexaHu3bM Ha JIEHCTBHE

| muMenupu AeHCTBA Ype3 CTUMYJIHpaHe 0CBOOOsK/1aBaHETO HAa HHCYJ/IMH OT 0eTa KJIETKHTE Ha
MaHKpeaca.

KakTo u npu Apyry cyipaHunypeiiHu MpoayKTH, TO3M e()eKT ce OCHOBaBa BHPXY YCHJIBaHe OTrOBOpa
Ha MaHKpeaTHYHUTEe OeTa KAETKH KbM (U3HOIOrHYHUA CTUMYIT Ha IItoKo3aTa. OCBEH TOBa M3IJIEXkK/a,
Y€ rITMMENUPHU]I TIPUTEKABA NMOAYEPTaHU eKCTparnaHKpeaTHYHU e(PeKkTH, 0TOeI3aHU ChIIO U TTPH
JAPYTH cyaHUTypeHHH MPOAYKTH.

OcBoOoxnaBaHe Ha MHCYJIHH
CyndanutypeldHuTe MPOAYKTH peryiMpaT HHCYJHHOBATaA CEeKpelus Ype3 3arBapsaHe Ha AT
YYBCTBHTEJIHUTE KaJIMEBH KaHA/IM B MeMOpaHaTa Ha OeTa KJIeTKUTe. 3aTBapsSHETO Ha Kasuen




KaHaJIu MpeU3BUKBA JIENOISpU3alius Ha OeTa KJIETKUTE, B pe3yJITaT Ha KOETO — MOCPEACTBOM
OTBapsiHE Ha KAJIMEBUTE KaHAJIU — C€ [IOCTUIa MOBHUILIEHO HABJIM3aHE HA KAJILIMH B KJI€TKaTa.

Tosa Bou 10 0cBOOOXk1aBaHEe HA HHCYJIMH MOCPEICTBOM €K301IMTO3a.

['mMMenMpH ce CBBp3Ba ¢ BUCOKA OOMEHHA CKOPOCT ¢ OeTa-KieTh4eH MeMOpaHeH MPOTeHH, CBbp3aH

¢ AT®-4yBCTBUTEIHUTE KAJIMEBH KAHAIM, HO pa3/ii4yeH 0T OOMYaiHOTO MSCTO 3a CBbpP3BaHe Ha
CyJIpaHUTypeHHHTE NTPOIYKTH.

ExcTpanaHkpeaTiyHa aKTHBHOCT

ExcTpanankpeaTHyHuTe e(eKTH ca, HanpuMep, Mo00peHHe B YyBCTBHTEIHOCTTA Ha nepudepHuTe
TbKaHW KbM HHCYJIHH H CHW)KaBaHe WHCYJIMHOBATa KOHCYMAaLUs OT YepHHs JApoo.

[loemaHeTo Ha riHOKO3Ta OT KPbBTa B nepud)epHaTa MyCKyJIHA M MAaCTHA ThKaH CTaBa MOCPEACTBOM
CIeLIMATHU TPAHCIIOPTHH IPOTEHHHU, Pa3IOJIOKEHH B KJIeThYHaTa MemMOpaHa. TpaHCriOpThT Ha
[IIOKO3a B T€3H ThKaHH € CKOPOCT-OrpaHHYaBallloTo CThI1AJIO B YCBOABAHETO HA MIKOKO3aTa.

[ mumenpua MHOTO OBp30 yBeu4aBa Opos Ha MOJIEKYJIMTE 3a aKTHBEH TPAHCMOPT Ha IIIOKO3a B

MJIa3MEHHWTE MEMOPaHH Ha MYCKYJTHUTE U MAaCTHUTE KJIETKH, KOETO BOJIM 0 CTUMYJIAlKs Ha
FIFOKO3HATa KOHCYMAIlHsl.

[mumenmpua noBUIaBa akTHBHOCTTA Ha glycosyl-phosphatidylinositol-crietmuunara gpocdarasa C,
KOETO MO’Ke JIa C€ CBBPIKE C MEIMKAMEHTO3HO MpeIU3BHKAaHATa JIMIIOreHe3a U IIIOKOreHesa B
H30JIMPAHH MACTHH M MYCKYJIHH KJIETKH.

[‘mimenupua 6110kMpa 00pa3yBaHeTO Ha III0KO3a B YepHHs JApo0 Ype3 NOBUINaBaHE BHTPEKIIEThUHATA
KOHUEHTpalHs Ha fructose-2,6-bisphosphate, koiiTo 0T CBOs cTpaHa MHHXHOHpA ITIOKOHEOreHe3aTa.

O011a aKTHBHOCT
[Ipu 3apaBu HHAMBHIM, MUHMMaTHaTa e()eKTHBHA MepopaiHa /103a e npuoiusurenHo 0.6 mg.

EQexThT Ha rTMMENUPHI € 10303aBHCHM H BB3MPOM3BOAHMM. DH3HOIOrHYHUAT OTTOBOP HA TEKKO
(puzHyecko HaTOBapBaHe, CHWKAaBaHE HAa HHCYJIMHOBATA CEKPELHs, OCTaBa MpH IIMMENHPHIL.

Hsmaine 3HauMMa pa3iivka B e(heKTUTe He3aBUCHMO OT TOBA JIaJIH JIEKApCTBOTO € npueTo 30 MHHYTH
[peIx XpaHEHe WJIH HEMOCPEACTBEHO Npeau XxpaHeHe. [Ipu nauuenTu ¢ auader, 100bp MmeTaboauTeH
KOHTPOJI B IpOAL/DKEHHE Ha 24 yaca Moxke J1a Ob/ie MOCTHUIHAT C €IHOKpaTHa JHEBHA /1034.

BBrpeKkH Y€ XHAPOKCH-METa0O/IMTHT Ha IIIMMENUPHI NMPeIU3BHKBA MAJIKO, HO 3HAYUMO CHHIKEHHE B

CepyMHaTa I/IOK03a IpH 3/IpaBH MHIMBHJIM, TOH € OTTOBOPEH CaMO 3a MUHHUMAJTHA YacT OT o0mus
e()eKT Ha IeKapCTBOTO.

KomOuHupaHa Tepanus ¢ metformin

[Ipu enHo npoyyBaHe cpea MalMeHTH HeaoOpe OBJIA/IEHH ¢ MaKkcHuMaltHa 103a metformin, Gere

JIEMOHCTPHpaH 1Moao0peH MeTadboIMTeH KOHTPOJT MPH KOMOWHHpaHa Tepanus ¢ rITMMEeITHpPH B
CpPaBHEHHE CHC CAMOCTOATEIHO NMpUIOKeH metformin.

KomOuHMpaHa Tepanus ¢ HHCYJIMH
HUudopmauusra 3a KoMOMHHMpaHa Tepanus ¢ MHCYJIMH € orpaHuyeHa. [ Ipu naiMeHTH HeaieKBaTHO

OBJIaJICHH C MAaKCHMaJIHa J103a ITIMMEINTHPHI, MOKE J1a CE€ 3all0YHEe ChITHTCTBAIIA Teparnus ¢ HHCYJIHH.
IIpu nBe npoyuyBaHus, KOMOMHHPAHETO MOCTUIA CHIIOTO MOJ00peHHe B METAOOIMTHHS KOHTPOJI KaTo

CaMOCTOATETHO MPUIOKEHU HHCYJIMH; NpU KOMOMHHMpaHaTa Tepanus odaye, HyKAUTe OT HHCYJIUH ca
MO-MaJIKH.

CneuyanHu nonyJjaiuu
lleouampuuna nonyarayus
[IpoBeIeHO € aKTHBHO KOHTPOJIMPAHO KIIMHHYHO NPOy4YBaHe (TJIHMENHPH JI0 8§ mg JTHEBHO WITH

meTdopmuH 10 2 000 mg 1HEBHO) ¢ NpoaAbKUTETHOCT 24 cemuiii nipu 285 neua (Ha 8-17 roau
Bb3pacT) ¢ auader tun 2.

KakTo rnumenupua, Taka 1 metformin nokassar 3Haunmo nonwkenue Ha HbA . ot 6a3oBara
crorHOCT (raumenupua -0.95 (1 0.41); merdopmun -1.39 ( 0.40)). He e ycraHOBeHa 3HauYUMa p
MEXKAY ABETE IPYIH Ha JeYeHHe. | TuMenupua He e 1nokasall o-Hucka e(peKTUBHOCT OT MeT() ﬁi
cpenHo u3MeHeHne Ha HbA . ot 6a3oBara croiiHocT. Paznukara mexy nedenusara e 0.44% A L
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Ha MeTopmuH. ['opHarta rpanuua (1.05) Ha 95%-us HHTEpBa Ha JOBEPHUTETHOCT 3a pa3/IiKaTa He €
nox npeznena ot 0.3% 3a He no-HUcKa e()eKTUBHOCT.
Ilpu neyenuneTo ¢ raumMenupu, He ca yCTAHOBEHH HOBH JIAHHH OTHOCHO 0€30MacHOCTTA MpPH Jelia B

CPAaBHEHHE C Bb3PACTHH MAIHEHTH ChC 3axapeH auader Tin 2. HaMa 1barocpoyHy npoy4BaHus Ha
e(PEeKTHBHOCTTA U 0E30MACHOCTTA MPH NeIMATPHYHH TAI[HEHTH.

5.2 dDapmMakoOKHHETHYHH CBOHCTBA

AOcopOrms

bHOHAIMYHOCTTA HA TTTUMENTUPHT ClTe]] IIEPOPAJIHO MPHJIOKEHHE € ThiiHa. [IpHeMbT Ha XpaHa HAMa
NMPaKTHYECKO BIIMAHUE BBPXY abcopOimsTa, camo ckopocTTa Ha abcopOLius JIeKo HamasIsiBa.
Makcumanuu cepyMHH KOHUEHTpaLUH (Cpax) c€ JOCTHraT NpubIU3HTENIHO 2,5 Yaca cliell epopaieH
npueM (cpearo 0.3 ng/ml no Bpeme Ha MHOrOKpaTHO JA03MpaHe ¢ 4 mg JHEBHO) U € HAJTHIIE JTMHEeHHA
3aBHCHMOCT MeKIy J03aTa U Cpax 1 AUC (miomr moa KpyBaTa BpeMe/KOHLICHTpAaLUA ).

Pasnpenenenue

[ numenupun KkMa MHOTO HHCBK 00em Ha pasnpeaeneHue (npudausurento 8,8 nurpa), koiito rpydo ce
paBHABA Ha MPOCTPAHCTBOTO Ha pasnpejeseHue Ha al0yMHHA, BACOKO CBbP3BaHe C POTEHHUTE
(>99%), 1 HHCBK KIMpBHC (pudau3KuTenHo 48 ml/min).

Ilpw )KHBOTHH, IMTHMETNTHPH]L C€ €KCKPeTHpa B MIISKOTO. [ TMMENUpU/I MpeMHHAaBa B TUIALIEHTATA.
IIpemuHaBaneTo npe3 xemaroeHuedainara 6apuepa e ciabo.

buoTpanchopmalysi U eTMMUHHPaHE

[IpeobnanaBamuaT cepyMeH NoaykKUBOT, KOHTO € OT 3HaYeHHEe 32 CEPYMHHTE KOHLIEHTPALIMH B
yCJIOBHS Ha MHOTOKPAaTHO J103UpaHe, € 0koJ10 5 10 8 yaca. Cnen BUCOKH J103H, Oellle oTOeNsI3aH MaIKo
MO-BHCOK TMOJTYKHBOT.

Cnen enHokpaTHa 103a Ha paJMOAKTHBHO MapKupaH riaumMenupua, 58% ot paaroakTuBHOCTTA Oelne
OTKpHTa B YpHHaTa U 35% B usnpakHeHuara. B ypunara He Gemre OTKpHTO HEMPOMEHEHO BEIIECTRO.
JBa MeTabonuTa — Hall-BEPOATHO PE3yATAT OT YepHOAPOOHHS MeTaboIM3BM (OCHOBHHUAT €H3HM €
CYP2C9) — 0s1xa OTKPHTH KaKTO B YpHHATA, TaKa W B U3MPAKHEHHATA: XHIPOKCH-TIPOH3BO/IHO U

KapOOKCH-IIpOM3B0OAHO. Clie/1 mepopaiHO NMPWIOKEHHE Ha TITMMENHPHI, TEPMHHATHUAT MMOTYKHBOT
Ha Te3d MeTadoIUTH Oewe cboTBETHO 3 710 6 yaca u S 10 6 yaca.

CpaBHEHHETO MEKIY €JHOKPATHO M MHOIOKPATHO J103UPaHe BEIHBXK JHEBHO HE IM0Ka3a 3HAYMMH
pa3IHKH BbB ()apMaKOKHHETHKATa U MHTPAHHIMBU/yallHaTa BapHaOMITHOCT Oerre MHOro HucKa. He
Oere HaOMOAaBaHO MPAKTHYECKH 3HAYMMO KyMYJIHPaHe.

CrienMajiny nomnyJjaanuy

®DapmakoKHHeTHKaTa Oenre CX0aHa NpU MBXKe W JKeHH, KAKTO ¥ NPH MalMeHTH B MJIajJa U HalpeaHaia
BB3pacT (Hax 65 roauuu). IIpu naumeHnTH ¢ HHCHK KPEaTHHHHOB KJIIMPBHC, Oellie HATHIIEe TeH/IeHIIHS
KIMPBHCHT HA IITUMENUPHU/T [1a Ce TIOBHUINIABA U CPE/IHUTE CEPYMHH KOHLIEHTPALUH J1a Ce ITOHWKaBar,
HaH-BEPOATHO BCJIEJICTBHE M0-Obp3a €IMMHHALIMS NTOPAIH MO-HUCKO NMPOTEHHOBO CBHP3BaHE.
bbOpeuHOTO eTMMUHMpaHe Ha qBaTa MetaboauTa Oewe HapyeHo. Karo usno, He TpsiOBa 1a ce
NpUeMa, Y€ NpH TaKHBa INALMEHTH € HAJIMLE PUCK OT KYMYJIMpaHE.

(dapMakOKHMHETHKATA IPU NeTHUMa NMalMeHTH 6e3 auadeT cie/l onepaluy Ha )KJTBYHHTE ITBTHINA Oerrre
CXO/IHA C Ta3u MPH 3JIPaBH WHIUBHIH.

[leouampuuna nonyarayus

[Ipu npoyuBane Ha (papMaKOKHHeTHKAaTa, 0€301MaCHOCTTa M MOHOCHMOCTTA MPH €IHOKpAaTHa /1032 OT |
mg riuMenupu npy 30 neauaTpuyHu nauyeHTy (Ha Bu3pact ot 10 go 17 roaunu) ¢ nuader tun 2 ca

MOJIy4YeHH cpeTHH CTOMHOCTTH HAa AUC .13, Cmax u t12 ( Bpeme Ha noayKHBOT) MOA00OHH Ha BeYe
YCTAaHOBEHUTE IMPU BH3PACTHH.

5.3 IlpeakIHHHYHH JaHHH 32 0€30MACHOCT




[IpenxknuanunnTe eeKTH Ha rIUMenUupu Osxa HaOJII01aBaHM NPH JI03H, 3HAYMTETHH Ha/l
MaKCHMAaJIHUTE 3a XOpa, KOETO MMa MHHHUMAJTHO 3HaY€HHE 3a KJIMHUYHATA MpaKTHKA, WK 0saxa
clieICTBUE OT papMaKOAMHAMHYHOTO AeHCTBHE (XUITOITTUKEMHS ) Ha ChEIMHEHHETO.

JlaHHuTe ce Da3upaT BbpXYy KOHBEHLIMOHA/IHATaA (hapMaKoJIOTHs 3a U3cjieiBaHe Ha 0e30MmacHOCT, ¢
U3CJIeIBAaHUS 32 MHOTOKpPAaTHA J1030Ba TOKCHYHOCT, FeHOTOKCHYHOCT, KAHLIEPOr€HHOCT U

penpoayKTHBHA TOKCHYHOCT. [ Ipu nocnenHoTo (nmokpupaio eMOpHOTOKCHYHOCT, TEPATOTEHHOCT M
TOKCHYHOCT NPH PasBUTHETO), HAO/IIOaBaHUTE HEXKeJTAaHW peakLMK OsXxa IIpHeTH 32 BTOPUYHH CIIPSAMO
XHTIOTJIMKEMHYHHUTE €(PEKTH, MPEIU3BUKAHHN OT CheIMHEHUETO BbPXY JKEHCKH eK3eMIUISIpH Ha

YCTHPHHOTH H TAXHOTO IMMOKOJICHHUE.

6. ®APMALIEBTUYHU JAHHHU

6.1 CnuchbK HA TOMOUIHHTE BellecTBA

Lactose monohydrate, JlakT03a MOHOXHpAT,

sodium starch glycollate, HaTpUeBa CKOpOs1a IIMKOJIAT,
magnesium stearate, MarHe3ueB cTeapar,
microcrystalline cellulose, MHKPOKPHCTAJIHA LIeJTyJ103a,
povidone 25000 nmosu0H 25000

OcBeH TOBa KaTO OLIBETHTEJIH:
Amapun 1 mg: yepBeH xkene3eH okcuz (E 172),

Amapun 2 mg: xKbiT kene3eH okeua (E 172), unauro-kapmun anymunues Jak (E132).
Amapun 3 mg: xbat xkene3eH okcusl (E 172).

Amapun 4 mg: uHAUrO-KapMHH anyMuHHeB nak (E 132)

6.2 HecbBMecTHMOCTH

Henpunoxumo

6.3 Cpok Ha roaHocrt

3 roauHU

6.4 Cpeunna/jHu yc/IOBHSI HA ChbXpPaHEHHE

Jla ce cexpansaBa npu Temnepatypa noa 30°C.
Jla ce cpXpaHsiBa B OpUIMHAIHATA ONAKOBKA, 3a JIa C€ Mpe/Ina3u OT Bjara.

6.5 Buau cbabpkaHHe HA OMAKOBKATA

PVC/anymunueBu OucTepH.
14, 15 (camo 3a Amapun 1 mg) 20, 28, 30, 50, 60, 90, 112, 120, 280 u 300 TabneTkHy.
He BCHYKH BH/I0BE ONAKOBKH MOrar Jia ObaaT IycHaTH B npojiaxoda.

6.6 ChnenmajHH NpeANnasHH MEePKH IPH H3XBbLPJIsSIHE u paboTa

HsamMma cnenmajiHi M3MCKBaHU .

7. NPUTEATEJI HA PASPEHIEHHUETO 3A YIIOTPEBA

sanofi-aventis groupe




54 rue La Boétie
75008 Paris

OpaHums

8. PEI'THCTPAIIUOHEH HOMEP B PETUCTBHPA

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

9.  JATA HA M3JIABAHE HA ITbPBOTO PA3PEHIEHHUE /ITOJHOBSIBAHE HA
PASPEIIEHUETO/

Jlara Ha H3JaBaHe HA NbPBOTO paspelieHHe:
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 noAHOBsSIBAHE HA pa3pemeHHeTo:
Amapun 1 mg - 09.03.2010
Amapuin 2 mg - 09.03.2010
Amapun 3 mg - 09.03.2010
Amapuin 4 mg - 09.03.2010

10. JATA HA PEJAKIIAS HA TEKCTA

11.10.2022
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