KPATKA XAPAKTEPHUCTHKA HA ITPOJJYKTA



1. HUME HA JJEKAPCTBEHHWA ITPOAYKT

Amapuia 1 mg TabieTkn
Amaryl 1 mg tablets

Amapnia 2 mg TabaeTkhn
Amaryl 2 mg tablets

Amapnia 3 mg tabaerkn
Amaryl 3 mg tablets

Amapuni 4 mg TabaeTkn
Amaryl 4 mg tablets

Ry i R By vy il g i ekt il

U30bLIHUTENHA AFEHLS IO NEKAPCTBATA

| Kpamka xapakmspucmuxa Ha npogyxkma - flpuaoxenus 1

llllllllllllll

Pa3peionu Ne . S8 . 5o fiisiesissSeseversnserismnercssversosses

OGoBREHUB N8 ...vvcsvunnsreresinacs wolearsriseossrsarsrioesonas srsons

T N T st B T e T - . T onea

2., KAYECTBEH A KOJIHYECTBEH CHhCTAB

Bceaka tabnerka Amapun 1 mg ceaspxa 1 mg rnuMenupua (glimepiride).

TToMoliHy BelecTBa: ChABPKAT ce cbifo 69,0 mg nakTo3za MOHOXUIpAT Ha TabieTka.
Bcaka taGneTka AMapun 2 mg cpabpxa 2 mg rmmenapu (glimepiride).

[loMonHu BemecTBa: ChABPKAT ¢e cbino 137,2 mg nakTo3a MOHOXHIpaT HA TabneTka.
Beska tabnerka Amapun 3 mg cbabpka 3 mg rmumenupug (glimepiride).

IMomomHu BemiecTBa: chaBPXkAaT ce cbmoe 137,0 mg nakTo3a MOHOXUApAT HA TadaeTKa.
Bcsaxa tabnerka Amapin 4 mg cpabpka 4 mg rimumenvpua (glimepiride).

[Tomomuwm BewecTBa: chabpKaT ce cpmo 135,9 mg nakTo3a MoHOXHApaT Ha TadJeTKa.

3a NBJHHA CIIMCHK HA NOMOIIHHTE BElleCcTBA, BHXKTE 6.1.

3. JIEKAPCTBEHA ®OPMA

Tabnerka

Amapun 1 mg

Tabnerkure ca PO30BH, OBATHH C ACTHUTCIHA YCPTA OT ABCTC CTPaHH.

Amapun 2 mg

Tabnetkure ca 3CJICHH, OBA/IHH C ACNTHTCIIHA HYCPTA OT ABCTC CTPaHH.

Amapun 3 mg

Tabnerkure ca O67e/10 XKBITH, OBAIHH C ACIMTENHA YepTa OT JIBETE CTPAHH.

Amapun 4 mg

TabneTkuTe ca CBETNO CHHH, OBAJIHH C JCITHTEJIHA YEPTa OT JIBETE CTPaHH.

TabnetkaTta Mmoxke na Obpae pazaeiieHa Ha IBE paBHH J03M.

4. KIAHHAYHM JTAHHH

4.1 TepanesTHYHEH NOKA3ZAHNSA

AMapuJ e TIoKasaH 3a JeYeHUe Ha 3axapeH AHadeT THN 2, Korato caMo Juerara, (1
HATOBApPBAHE H CHIDKABAHETO HA TENECHOTO TErO0 ¢a HEAOCTATLYHH.

4.2 J03HpOBKA H HAYHH HA NIPHJIOKEHHE

ke




3a nepopaHO NPHIOKEHUE

OcHOBaTa 3a YCNIELIHOTO JIeueHHe Ha aAMaleTa ca MoAXOAAILIATa AHETA, pe/10BHATA (PH3HUYECKa
AKTHBHOCT, KAKTO H PYTHMHHOTO H3CJIEABAHE HA KPBBTA M ypHHaTa. TableTKuTe WiIH HHCY/IHHET HE
MOTAaT Jia KOMNCHCHPAT HUBATa Ha KPBbBHATA 3aXap, ako [IaUMEHTBLT He CIa3Ba NMpenophyaHaTa JHeTa.

Jo3rpoBKa
Ho3zata ce onpeaens crnope pe3yTaTuTe OT H3cNeIBaHHATa Ha 3aXapTa B KPbBTa U ypHUHaTa.

Hauanuara mo3a e 1 mg rnMMenupra THEBHO. AKO ce NOCTUTHE A0OpO OB/IajsiBaHe, Ta3H 1034 TpiOBa
7la ¢e M3MON3Ba U 32 NOAIbPIKaLla Teparus.
3a pazIMUHHTE PEXHMMH Ha JIO3MpaHE Ce Ipeanarart NoAXoAA1Hd KOHLUEHTPALIHH.

AKO KOHTPONBT € HE3aOBOJIMTENEH, J03aTa TpAOBa Aa Obae yBeIuueHa Cbo0pa3HO CTENEHTa Ha
OBIA/IsiBAHE HAa KPBEBHATA 3aXap, CThIAJIOBHAHO C HHTEPBaJ OT OKOJO 1 A0 2 ceIMMIM MeXKITY BCAKO
CTHIIANO, 10 2 mg, 3 mg uid 4 mg rITUMENHAPHA HA JICH.

Ho3a Haa 4 mg riuMenupHa AHEBHO JaBa NMo-A00pH Pe3yITATH CaMO B U3KITIKOUYHTEIIHY CIIy4aH.
MaxkcumanHaTa NpernophLUUTETHA A03a € 6 mg [NIMMENUPH/, THEBHO.

[Ipu naHeHTH, KOUTO HE ca OBJIAACHH aeKBATHO ¢ MAKCHMAJIHATa JHEBHA f03a metformin, MOKe Aa
ce 3anoyHe ChITETCTBANIO JEUYEHHE C INIUMEIUPHA,.

Hozara Ha metformin TpaOBa Aa ce 3amasu, a ICUSHHETO ¢ INIMMENHPH/ CE 3aroyBa ¢ HHCKa 1034,
KOATO ¢€ THTPHpPA B 3aBHCHUMOCT OT »KEJIAHOTO HHBO HAa METaOOJIMTCH KOHTPON A0 MaKCHMaJIHaTa
nHeBHa no3a. KomOuHMpaHaTa Tepanms TpadBa 1a ce 3amo4sa 1o/l CTPOro MEAHLIMHCKO HaOMIOACHHE.

[Ipn nauyeHTH, KOMTO HE ca OBNIA/ICHH aACKBATHO C MaKCHMaJtHaTa JAHEBHE 1032 AMapu, Npy
HeOOXOIMMOCT MOKE J1a Ce 3alloHHe ChILTCTBALLO JICUCHHE ¢ MHCY/IMH. [IpH 3anazeane qo3ara Ha
ITMIMMENUPH, HHCYJIMHOBOTO JICUCHHE Ce 3alI0UBa ¢ HUCKA 1034, KOATO CE THTPHPA B 3aBUCHMOCT OT
JKEJTAHOTC HHBO Ha MeTabonuTeH KoHTpos1. KoMOMHHpaHaTa Tepanus TpaOBa J1a ce 3a1o04Ba noj
CTPOro MEIULIMHCKO HAOIIOAEHHE.

HopManHo, eJHOKpaTHa AHEBHA 033 NNIMMENMUPHA € AocTaTh4Ha. [IpenopbhuMTenHo e Tazu 03a Ja ce
NpHEMa HEMIOCPEACTBEHO TIPEaH, WIH N0 BpeMe Ba cTabHiTHA 3aKycka, HIIH aKO HAMA TaKasa,
HETOCPEACTBEHO NPeId, W 10 BpeMe Ha DbPBOTO OCHOBHO XPaHEHE.

Ako O6pe nponycHaTa 1034, T4 He OMBa Ja ce KOMIIEHCHpA ¢ YBeJIMYaBaHe Ha CIleBallara no3a.

AKO NAlIKCHTHT PA3BHE XHITOTJIMKEMHYHA peakius oT 1 mg riMMenupH JHEBHO, TOBA 03HAYABA, YE
TOH MOXKe J1a OBJie OBJIagsgH caMoO C AHeTa.

B X0/1a Ha eYeHHeTo, Thii KaTo MOAOOPEHUETO B KOHTPOJIa Ha [UabeTa € CBbP3aHo ¢ M0-BUCOKA
HHCYJIAHOBA YYBCTBUTEIHOCT, HYKAUTE OT ITIUMENHMPH MOraT Aa HamMaleaT. 3a n3bareaHe Ha
XHUIIOTIIHKEMHH, € YMECTHO HaMalsBaHe Ha J03aTa WiK cnupaHero My. [Ipomenu B noszara Morar aa ce
HAMOXKAT CHIIO U KO HACTHITAT IMPOMEHU B TEMJIOTO WIHM HAYMHA HA KUBOT HA MALMEHTA, WIHA aKO
BEB3HMKHAT ZIpYTH (PaKkTOpH yBEIMUYABAILM PHCKA OT XHUIMO- WIH XHAEPIITHKEMHUS.

[Ipemunasane om Opyzu nepopaniu XunoenuKkeMuyHu 1eKapcmsenu nPooyKmu Koem Amapui

[To npuHLMII € BE3MOKHO NpeMHHABAHE OT JIPYTH XUIIOTTIMKEMUYHKH alr€HTU KbM AMapui. 3a
IpEMHHABAHETO KbM AMapui, TpaOBa Ja ce B3emar NpeABU MOLIIHOCTTA M NOJIYKMBOTa Ha
NpeAXOoAHOTO JIEKapcTRO. B Hakon ciyuau, ocoGE€HO NpH MPOTHBOAHAOETHH CPEACTBA C UBTBT
noJrykuBoT (Hanp. chlorpropamide) e npenopbunTeneH NEPHUOA HA H3UYHCTBAHE OT HAKOJIKO JHH C
oriej ja ¢ce HaMalu 1O MHHMMYM PUCKBT OT XHTIOTIMKEMHYHH PEaKUHH BCIEACTBUE AOHT

[IpenopbuMTEnHaTa HavanHa A03a € 1 mg rimUuMenupy AHeBHO. B13 ocHoBa Ha 110
Ha TITUMENHPH] MOKe [a ¢ YBEJIM4aRa cThnanoo0pa3Ho, N0 Ha4YKMHa [MOCOYEH No-

Ipemunaeane om uncyaun kom Amapun



B mxkmounTenHy citydauy, KOraro naupuenT! ¢ AuadeT THI 2 ca peryaupaiu ¢ HHCYJIMH, MOXKE 714 UMa
MoKa3aHMA 3a mpeMUHaBaHe Ha Amapiut. . [IpeMuHaBaneTo TpsabBa na ce H3BbpIIBA MO CTPOTO
MEIHIIHHCKO HAO/IIoNeHHE.

Cneyuannu nonyrayuu
[TaneHTH ¢ 6BOPEYHH H YepHOAPOOHH HAPYLIEHHA
Buxre Touka 4.3.

Hemnarpruna nomynauus

JIuncea ONWT 3a MIPHUIAraHeTo Ha IMTUMENUPHA MPH aeua o 8 roaMinHa Be3pacT. ONUTET ¢
MMMENHPHJT KATO MOHOTEPAIMs ITPH Jella Ha Bb3pacT ot § so 17 rogumHa BE3pacT € OrpaHuveH (Bix.
Touka 5.1 u 5.2).

ITopaau orpaHH4€HHTE 1aHHHU 3a eeKTHBHOCTTA M 0e30MacHOCTTa B NeIUATPHIHATA NMOMY/IalHA He ce
[IpenopbhUBa H3NMI3BAHETO NPH Ta3H Bb3PAacTORa Ipyna.

HauuH Ha npunoxxeHuve
Tabnerkure TpsaOBa Aa ce monTbLLIAT, He3 /1a ¢€ ABBYAT, € MAJIKO TEHHOCT.

4.3 IIpoTnBONmOKA3aARHA

"muMenpuz € npOTHBONOKA3aH NMPU MALMEHTH ChC CIICTHUTE ChCTOAHMA!

® CBPBXYYBCTBUTEIHOCT KBM [NIMMENHUPHI, JPYTH CYI(DAHUTYPEHHH NPOAYKTH HIH
cyndpoHaMHUIH HIIK KbM NOMOLIHHUTE BELIECTBA, H30pOEHH B TO4Ka 6.1
HHCY/IHHO3aBHCUM AUabeT (tun | 3axapen nuaber)
nuadeTHa KoMa
KeToalug03a
TEXKKH HapylueHHs B Op0peuHara iy yepHoapoOHaTa ¢pyHkuua. B ciyuan Ha Texkky
HapyleHns B Ob0pedHaTa uny yepHoapoOHaTa QyHKIMA, € HEOOXOAHMO NMPEeMUHABAHE KM
MHCYJIMH.

44 Coeupajawn NpeAyIpexAcHUA H NPEANa3HR MEPKH NPH ynoTpeda
Awmapnn TpabBa ga ce npreMa HenocpeACTBEHO NPE/H, WIH Mo BpeME Ha A/IeHe.

Korato xpaneHuaTa ce M3BBPIIBAT B HEPEJOBHU HacOBe HJIH H30010 OHBAT NPOIYCKaHH, IEUEHHUETO C
Amapun Moxe Ja J0Bele 0 XHIOTTHKeMUs. EBeHTyanmHuTe CMMIITOMH Ha XUIIOTTIHKEMUS BK/TIOYBAT;
rnapobonue, CHNEH [1az, raaeHe, NoRphllaHe, OTNIATHAJIOCT, CBHIIMBOCT, HAPYIHEHHA Ha ChHA,
0e3rno0KoHCTBO, arpeCHBHOCT, HAPYIIEHH KOHLUEHTpauus, COTbPCTBAHE H BPEeME 32 pearupase,
NIOTHCHATOCT, OOBPKAHOCT, PEUEBH H 3pUTENIHH PA3CTPOHCTRA, adasus, TpEMOp, Nape3H, CEH30pHH
HapylOeHWs, 3aMagHOCT, DE3MOMOLIHOCT, 3aryba Ha CAMOKOHTPOIL, IENTHD, Uepebpansy MbpUOBe,
COMHOJIEHTHOCT M 3ary0a Ha Chb3HaHHe BIJIFOUMHUTENTHO 10 KOMA, NIOBLPXHOCTHO JHINAHE U
6paavkapnus. OCBEH TOBa, MOTAT /12 A HAJTKHLIE H MPH3HALIM HA 8[APSHEPruiHO MeOUHpaHa obpaTHa
perynamus, KaTo H3MOTABAHE, JICMIKaBa KOXKa, BB30yaa, TaXHKapAHA, XUTIEPTEH3HA, €eKCTPacHCTOIHS,
angina pectoris H CbpACYHH APHTMHH.

KnuHMuHAaTa KapTHHA Ha TEXKKUA XMIIOMIMKEMHYEH NPUCTHI MOXE 1a HaNnoAoOaBa Ta3H Ha UHCYIIT.

CUMOTOMHTE TIOYTH BUHArK Morat aa Opaar 6sp30 oBRaAgHY Yype3s He3abapeH mpueM Ha
BBIVIEXHAPATH (3aXxap). U3KycTBeHuTE NOACTAAMTENM HAMAT eexT.

Ot apyrure cynadaHHIYpEeHHH IIPOXYKTH € H3BECTHO, Y€ BBIPEKH MBPBOHAYAIHO YCIICLTHUTE
KOHTpaMepKH, XUTNOTTHKEMHUATa MOXKe 1a CE€ TTIOBTOPH. -

Texkara HIH NPOABKATEIIHA XHITOTJIMKEMHs], OBJIAIMHA CaMO YaCTHYHO C IIOMOIIIT
KONMUUECTRA 3aXap, Hajlara He3a0apHO JIeUcHMe, 2 B HAKOM CITYYan W XOCTTHTANIA3AIIH.

MdaxTopHTe 6JArONPUATCTBAIHM XHITOTTHKEMHATA BKITIOUBAT:

4



- HesKeNaHMe WK (No-4ecTo NpH Mo-Bb3PaCTHH NALMEHTH ) HecnoCcOOHOCT Ha NallMeHTa Ja
CBTPYIHWYM,

- HEAOXPaHBaHe, HEPSIOBHH YacOBe Ha XPaHEHEe UM MPOILYCHATH XPaHEHUS, WIH MEPUOIH Ha
BBL3ALPKAHE OT XpaHa,

- [IPOMEHY B JUAETATA,

- aucanasHe Mexkay GM3IHYECKOTO HATOBAPBAHE H MPHEMA HA BHITICXU/IPATH,

- KOHCYMAaLIMs Ha aIkoXon, 0c00eHO B KOMOHHAIMA ¢ NPOIYCHATH XpaHEeHUs,

- HapylieHa 0p0peuHa QyHKUMA,

- TeXKa YEPHOAPOOHa AUChYHKLIMA,

- [Ipeno3upaHe Ha AMapui,

- HAKOH HEKOMIICHCHPaHU HapyLIEHUs Ha SHAOKPHHHATA CUCTEMA 3acArall(i BbIeXHIpaTHUA
MeTabonH3bM KWK obpaTHATa perynauua Ha XHIOrTHKeMHATA (KaTo HarpuMep NpH HAKOH
pa3CcTpOHCTBA B IMIMTOBMAHATA (YHKUUA H NIPH NpeAHa XUnogu3apHa WIK apeHOKOPTHKOHIA
HEJIOCTATHYHOCT),

- €IHOBPEMEHHO IIPUEMAHE HA HAKOH JICKAPCTBEHH NPOAYKTH (BXK. TOUKa 4.3).

JIeueHreTo ¢ AMapU U3MCKBA PENOBHO CIIEACHE HAa HMUBATA HA KPHBHATA 3aXap B KPHBTA H YPHHATA.

OcBeH TOBA, CE NIPENOPBbYBA ONMPEACIAHE Ha CHOTHOIICHUETO HAa NIMKHPAHUSE XEMOrIO0HUH.

I[To BpeMe na neueHUeTo ¢ AMapuii e HeoOXOQUMO PEAOBHO U3CeIBaHe Ha YepHOApoORUTE H
X€MaTOJIOTMYHHTE NMOKa3aTenH (0COOEHO Ha NIEBKOUMTHTE U TPOMOOLIMTHTE).

[Tpu cTpecoBHr cCUTYanHu (Harp. 310MO0NYKH, CHELIHH ONepaLiy, HHPEKIHA ¢ (eOpHIMTeT U 1Ip. )
MOKE Aa Ce HAJIOKH BPEMEHHO TTpeMHUHABaHe Ha MHCYJIMH.

HsiMa HaTpymaH onuT 3a ynorpebara Ha AMapHIT IPH NAUMUEHTH ¢ TEKKH HapYUIECHHA B
yepHoapoOHaTa QyHKIIHA WIH TIPH HNAMEHTH Ha auain3a. [Ipu nauueHTH ¢ TeXKY HapylleHHs Ha
OBOpeuHaTa Wi YepHoapoOHaTa PYHKIUS € NOKa3aHO [IPCMUHABAHE HA HHCY/IHH.,

JleueHuero Ha nauMeHTH ¢ GO6PD-aeduUMT che cyndanwIypeliHH NPOIYKTH MOXKE 1a AOBEIE 10
XeMOJUTHYHA aHeMHs. Tbi KaTo riMMernpua NpHHALICKK KBbM IpyliaTa Ha CyJipaHWITypeHHHUTE
OpOAYKTH, NPENophUuBa ce MOBULISHO BHUMaHKe Npy nauuenT ¢ G6PD-aeduuuT U npuioxkeHue Ha
He- CyJpaHTypeiAHN NMPOOYKTH.

AMapun cpabpAka nakTo3a MoHoxuapar. [alueHTy ¢ peaky HacnenCcTBeHM NPodIeMM Ha TalakTo3Ha
HETIOHOCHMOCT, Lapp NaKTa3Ha HeJOCTATHYHOCT WIH TIIIOK030-TarakTo3Ha ManabcopOums He TpsaOBa
Jla B3€MaT TO3H JIEKapCTBEH MTPOIAYKT.

4.5 BzanmogeHcTBHE € APYIH JIeKAPCTBEHH NPOAYKTH M APYIrH POpMA HA B3aHMOACHCTBHE

AKo AMapmi ce mpHeMa efTHOBPEMEHHO ¢ HAKOH JIPYrH JICKAPCTBa, € BE3MOXKHO Ja BE3HHKHE KaTo
HeXKeJIAHO MOBHLISHHE, TaKa U NMOHM)KEHHE HA XHITOTTTMKEMHYHOTO ACHCTRHE HA rnuMennpud. [lopaau
TOBA, JIPYTH JieKapcTea Tp2OBa a ce NpHUMAT ¢aMO ChC 3HAHHETO (MM [0 MPEATIMCAHUE) Ha JIeKap.

I'mamenupua ce metabonuznpa ot uuroxpoM P450 2C9 (CYP2C9). M3secTHO €, ue METADONN3IMBT My
ce MOBJIMABA OT eJHOBpeMeHHOTO NpreMaHe Ha CYP2CY unaykropu (Hamp. rifampicin) win
nHXxHOMTOpH (Hanp. fluconazole).

PezyntatvTe OT in vivo NIpoy4YBaHe HAa B3aUMOACUCTBUATA CHOOLIEHH B IKTEPATYPATa [IOKA3BAT, Y€
IUTONITA IO KpHBATA Ha DTHUMEMHPH C€ YBeIHYaBa NpHOIM3HTENHO AByKpaTHO oT fluconazole, eaun
ot Hal-MoLHETe CYP2C9 uuxuburopu.

Bb3 0CHOBA Ha onuTa ¢ AMapy U ¢ IPYTH CylpaHWIYPEHHN JIEKAPCTBEHH NPOAYKTH €
Aa ObAAT CMIOMEHATH CIIEAHUTE B3aHMOXEHCTBH.

[loTeHIMpaHe Ha MOHW>KABALMA KPbBHATa 3axap e(eKT, a MOpaaH TOBa, BE3MOKHOC
CIydan J1a Bb3HHKHC XHNNOYTHKEMHAA ITPH NPHEMAHE Ha HAKOH OT CJICITHHUTC JICKAPCTB




- bernnOyTazoH, a3anponazoH U OKCHeHOYTa30H,

- MECY/THH Y NepOpaTHM IPOTHBOAMA0ETHH CPEACTEA, HAMPUMED METHOPMHH,

- CAJIMIWIIATH M P-aMHUHO-CATTMIIUTOBA KUCEINHA,

- anaOOoHH CTEPOUIU U MBXKKHN NOJIOBH XOPMOHH,

- XJI0paM(PEHUKOI, HAKOH ABATO AeHCTBAIIM CYI(POHAMHLN, TETPALIMKIHHA, XHHOJIOHOBH
aHTHOMOTHLIM M KJTAPUTPOMMLIMH

- KyMapUHOBH aHTHKOAI'Y/IaHTH,

- IH30TTHPAMM

- ¢endrypaMuH,

- ¢ubparty,

- ACE unxuburopn,

- dnyokceTHH, MAQO-uHxXHOHTOpH,

- AJIOITYPHHOT, NPOGEHHUK, CyNPUHNHPA3OH,

- CUMMNATHUKOIHTHLIH,

- nuoocgamug, Tpodocdamun u uhochamMuy,

- MHUKOHa3011, (GiIyKOHa30J1,

- NEHTOKCH(DIINH (BUCOKH NapeHTePATHH 103H),

- TPUTOKBAJIHH.

OrtcnabpaHe Ha MOHIWKARALUHA KPbBHATA 3axap €(eKT, a NopaaM TOBA, Bb3MOKHOCTTA B HAKOH CITy4an
1A Bb3HUKHE XUIIEPIITHKEMHA IIPH MPHEMAHE HA HAKOU OT CJICAHMTE JIeKApCTBa, HATIPHMED:
- €CTPOr€HH H MPOTeCTArEHH,

. CaTypeTHLIM, THA3HIHH AUYPETHLIH,

- CpeACTBAa CTUMY/HPAIH UIIUTOBHHATA XUIe3a, [NTIOKOKOPTHKOWIHY,

- (EHOTHA3UHOBH [IPOHM3BOAHHK, XJIOPIIPOMA3HH,

- aApCHATHH U CUMITATHKOMHEMETHLIH,

- HHKOTHHORA KHUCEJIMHA (BHCOKH A03H) H MPOU3BOAHM HA HUKOTHHOBATA KHUCETUHA,
- TAKCATHBH (MpHA NPOALIDKATENHA yioTpeoa),

- (peHNTOUH, AHAZOKCH],

- IJII0KaroH, 6apburypatu u pudaMnuims,

- aleTa3oNaMHi,.

H; antaronucture, p-6mokepure, clonidine u reserpine Morar aa JOBEJAT WIM A0 YCHIBaHE, MIIH A0
oTcnadpaHe HA MOHIDKABALIMA KPBBHATA 3aXap edeKT.

[Tox BAUSHHETO HA CHMIIATUKOIMTHYHH JIEKApCTRA, KATO B-OnmokepH, clonidine, guanethidine ¢
reserpine, NpH3HALIMTE HAa aJpeHepruyHa odparHa perynaius Ha XMIOrTMKeMHUsATa Morat 1a ObaaT
OTCNalbeHH WIH [la OTCHCTRAT.

KoHCymManusTa Ha alkoxoil MOJKe HerpeacKasyeMo Aa NOTeHIMpa WK fa oTcaabu
XUIMOTTIHKEMUYHOTO JSHCTBHE HA INTUMETTUPHI,

maMenupua Moke Ja TOTEHIMpa WK Ja oTcnabu edeKTuTe Ha KyMapMHOBHTE NPOU3BOIHH.

Konecepenam ce CRBp3Ba ¢ IIHMENHPUA U HaMaiaBa adcopbIusaTa HA IMMENTMPHA OT CTOMALIHO-
upeBHUA TpakT. He ca Habmoaasanu B3aMMogelicTBUA, KOraTo rNTMMEITHPUS CE€ pheMa nokle 4 yaca
npeaH Konecesenam. Ifopagu Topa, rauMenupuz Tpadea ga Gvae npunarad noHe 4 yaca npean
KOJIECEBETIaM.

4.6 PeprunuTer, OPEMEHHOCT H KbpMeHe

bpemMenHoCcT
Puck, cevp3zan ¢ duabema

Heobuyalinu HMBa Ha KpBBHATA 3axap MO BpeMe Ha OPeMEHHOCTTA Ca CBbP32HH C IO-4f
Bb3HMKBAHE Ha BPOJIEHH aHOMAIHH W NepUHATanHa CMEBPHOCT. ETo 3a110 HHBaTa Ha
TpaOBa Ja OBIAT CTPUKTHO CIICACHU N0 BpeMe Ha OPEMEHHOCTTA C e H30ArBaHeTo




puck. IIpy re3m obcTosTencTia ce npenopbyuBa ynorpedata Ha MHCYNHH. HaumesTkure,
BB3HAMEPSABAIIH Ja 3a0pemeHedT, TpA0Ba Ja YBeIOMAT CBOS JIeKap

Puck cevpaan ¢ cnumenupuo

Hsma mocTaThUHO JaHHH 3a ynoTpOara Ha riinmenupua npu OpeMeHHu XeHH. IlpoyyBanns ¢
*KMBOTHH Ca MOKA3aIH PeNpOIYKTHEHE TOKCHUHOCT, KOSTO HAH-BEPOATHO € CBBpP3aHa ¢
(hapMaKoOIOrMYHOTO ACHCTBHE (XHMOTJIMKEMHSA) HA TNUMETTUPUJI{ BUAKTE ToUKa 5.3).

CrneporaTenHo, riiuMendpy He TpabBa Ja Obae M3oN3BaH 1Mo BpeMe Ha lsiata OpeMeHHOCT.
B cayyait Ha TeYeHHEe ¢ TIHMENTHPH, aKO NALMEHTKATA I1aHHpa OpEMEHHOCT UITH aKO € OTKpHTa
OpeMeHHoCT, Tepanusara TpsaOBa fa OpAe IPOMEHeHa Bh3MOKHO HAH-OBp30 HA MHCYJIHH.

KEpMeHe

Exckpeuyara B MAaHYHHOTO MJIAKO HE € M3BECTHA. [ nuMenupua npeMHHaBa B MIIAKOTO Ha ILTBXOBE,
TeH KaTo Apyrute cyndaHunypeitin NPoH3BOAHH NPEMHHABAT B MAHYMHOTO MASIKO M Thil KaTo
CBHLUECTBYBA PHCK OT XUIOIIMKEMHMS [P KbpMaueTaTa, ce Npernopbysa Aa ce u30sArea KbpMEHETO [10
BPEME Ha JIEYCHHETO C TITHMEITHPHA.

Oeprunurer
Hsima HaIMaHH JaHHM 32 QepTHIHTET

4.7 Ed¢exrn BBpXY cnocoOHocTTA 32 IIogHpaHe H pabora ¢ MAIUHHHA
He ca nposexxaany NpoOy4YBaHMs 3a €PEKTHTE BbPXY CIIOCOOHOCTTA 3a opHUpaHe W pabora ¢ MAllHHA.

CriocoOHOCTTA Ha NNALUEHTUTE 332 KOHIIEHTpaLMa U pearupaHe MOXe J1a Obe HapylieHa BCIeACTBHE
XHMOTTIUKEMHS WIH XUMEPTIIMKEMUs, WIX HATIPUMED, BCJIEACTBHE HAPYIIEHHA B 3pEHHETO. 10Ba MOXe
Aa NpecTaBisiBa OMACHOCT B CHTYAIWH, NPH KOUTO TE3H CMIOCOOHOCTH ca OT 0cOOEHO roaaMo
3HaueHHe (Hanp. wodupaHe WiH paboTa ¢ MAIIHHK).

[TanmenTHTe TpaOBa Aa OBOAT MOCHLBETBAHM J1a B3EMAT NMpEANa3Hi MEpKH 3a M30ArBaHe Ha
XHIIOTJIHKEMHA 110 BpeMe Ha 1odrpane. ToBa € ocofeHo BaXKHO IPH JIMLA ¢ IOHHKEHO HIH
JMICBANIO YCSUIAHE 33 NPeAYNPeHTCTHATE CUMITTOMH HA XUIMOTATHKEMHUATA, WIH KOMTO KMAT YeCTH
enu30/4 Ha xunornukemud. Heobxonumo € nobpe na ce o6MHCIU AAIH HPH TAKMBA OOCTOATENCTBA €
[PEeNOPBUYHTENHO T fa wodupaT win Aa paboTsaT ¢ MaLIHHH,

4.8 HexeJaHH JICKAPCTBEHH peakKlMH

CneaHnTe HEXENaHH NEKAPCTBEHM peakUuMH OT KIMHHYHM H3CIeABaHWA, 0asupaHy Ha OMNHTA C
AMapHn U ¢ ApYruTe CyldaHUTypeiHH JeKapCTBeHH NMPOAYKTH, ¢a U3PEACHHU N0 CHCTEMO-OPraHeH
Klac ¥ B pell HA Hamaimgeala 4vectora (MHoro uectd =1/10; dectu: =21/100 mo<1/10; HewecTH: =

1/1 000 go < 1/100; peaxu: >1/10 000 xo <1/1 000; MHoro peaxu: < 1/10 000), ¢ HeH3BeCcTHA HeCcTOTa
(0T HAIMYHHTE AAHHH He MOxke aa Obj1e HallpaBeHa OLeHKa)

HapymieHusa Ha KpbBTa U AMMQHATa CUCTEMA

Peaxu: rpoMOOLATONEHHUS, IEBKONIEHHA, EPHTPOLIMTONEHHA, I'PaHyIOLMTONIEHHA, arpaHyJIOLMTOo3a,
X€MOJIHTHYHA AHEMHS H NMAHLIMTONIEHHA, KOHTO 10 MPHHLMIT ca 0OpaTHMH Cllel] peKpaTsBaHe NpHeMa
Ha JIEKAPCTBOTO.

C HeM3BECTHA YECTOTA: TexXKa TpoMOouuToneHud ¢ Opoti Ha TpomOoLuTHTE ITo-MaTbK oT 10 000/ul u
TPOMOOLMTONICHHYHA MTypITypa.

HapymieHus Ha KMyHHaTa CHCTEMA
MHoro peaky: anepruveH BacKyJuT, JIEKH peakliuM HA CBPBXYYRCTBUTETHOCT, KOHUTO

MpepacHaT B TSKKH PEAKLMH ¢ HCIIHE, CHIDKaBaHe Ha KPBRHOTO HAJIATaHEe H MIOHA
C HEW3BECTHA YECTOTA; BB3MOMKHH Ca KPbCTOCAHH AJIEPTHH CbC CYIIDAHMTYPEHHH I
CYJIOHAMH/A HIH CPOOHH BELIECTBA.



Hapymienus Ha MeTaboan3Ma H XpaHEHETO
Penxu: xUnorimuxkems.

Haii-gyecTo Te3u peaxuMy B3HMKRAT He3a0aBHO, MOraT a ca TEKKH H He BHHArH € JICCHO 1a Obpaar
kopuruapanu. BranuksaneTo 5a noaodHu peakiinm 3aBHCH, KAKTO W TIPH APYTHTE XUNONIMKEMHYHH
TepanuM, OT HHAMBHAYaJHH (AaKTOpY Karo XpaHHTETHH HABHUHK M OT Jo3arta (Bxk. Touka 4.4 3a
AOIYBIIHMTENHA HHPOpMaLin).

Hapvinenus pa ounTe
C HeM3BeCTHa 4ecToTa; 0COOeHO B HAYAJIOTO HA JISYEHHETO € Bh3MOXKHO J1a Bb3HHKHAT NMPexXOaAHH

HapynicHua B 3pCHHCTO, MOopaJid NNIpoMAH4 B HUBATa HA KpbBHATa 3axap.

CTOMalIHO-YPEBHU HAPYUICHHUS
MHoro peaku: rajieHe, NOBpbIIAHE A JUAPUsA, TEXECT WIH yCellaHe 3a NPerbJHEeHOCT B CTOMAlIHATA

0bJ1acT U KOpeMHHU OOJIKH, KOUTO BOAAT A0 MpeKpaTsBaHe Ha JiedeHHeTo, PeIku: Aucreys3us.

Xenato-OunrapHu HapyiueHns
C HenzBeCTHA YeCTOTa: MOBUILIEHHE Ha YePHOAPOOHHTE SH3UMMU.

MEBOro peakH: HapyllieHUe Ha 9epHoApoOHaTa GYHKLMS (HATIP. ¢ XOJIECTa3a U MKTEP), KaKTO ¥
XeMaTUT HJIK YepHOAPOOHA HeZIOCTATHYHOCT.

HapylueHus Ha KoxaTa M [I0AKOXKHATA THKAH
C Heu3BeCTHA YECTOTA: B3MOXKHO € J1a BE3HUKHAT PEakUHH HA CBPhXYYBCTBUTENHOCT MO KOXKATa,

Karo cbpbex, 00pus, yprukapua 4 GOTOYYBCTBHTEIIHOCT,
Penxu: anonerus

Hacnensanug
MHOTro peaKu;: NMOHIKECHUE HUBOTO Ha HATPHA B KPLBTA.
Pedku: xkauBaHe Ha TErno

CrofIasane Ha OAO3HPAHK HEXEJIAHHW PEaKLIHH

Cro01uaBaHeTo Ha IMOI03MPAHE HEXECIIAHH PeaKLUK cllen pa3peliaBane 3a yrnorpelda Ha jJeKapCTBeHNs
NPOIYKT € BayKHO. TOBa O3BOJIABA Ja NPOAB/KH HaGIHOAEHHETO Ha CHOTHOLIEHHETO TI0JI3a/PUCK 32
JEKAPCTBEHUS MPOAYKT. OT MEIULWHCKUTE CIISNMANKCTH C& M3IUCKBA A ChOOMABaT Bedka
MoA03UpaHa HEXeJlgHa peakiys upe3 UampHMTEIHA areHnys no jgekapersarta yi. ,,Jdamsas ['pyes” Ne
8, 1303 Codusa, Ten.: +35 928903417, yeOcaitt: www.bda.bg.

4.9 llpenosupane

CHAMOTOMH

Crnen npyeM Ha CBPBXA03a, MOKE 12 BE3HHKHE XUIIOTTIMKEMHA ¢ NPOABIDKUTETHOCT oT 12 no 72 vaca,
KOATO MOYKE fia C€ NOBTOPH CJIeA TbPBOHAMAIHO Bh3cTaHOBIBaHe. CHMIITOMUTE MOTAT Ja He ¢a
HaNMILE B poAb/DKeHHE HA 10 24 yaca ciel npHeMa. 1o mpHHunn ce npenopbysa HabFOASHHE B
Oonnuia, MoraT Aa Pb3HMKHAT TafeHe, NOBpPbINaRe, OONKH B enuracTpuyMa. B obLupa ciayyqaii,
XUTMOTTTMKEMHUATA MOKE [1Aa € NPUAPYAECHA OT HEBPOJOTHYHA CHMIITOMHA KaTO HECHOKOMCTBHE, TPEMOP,
3pUTENHY CMYUIeHRA, Npo0JIeMH ¢ KOOPAHHALMATA, CHHIIMBOCT, KOMa H I'bpHOBE.

Opansapane
JleyeHHETO ¢& ChCTOH MPSAMMHO B NMPEAOTBpaTABaHe Ha abcopOumraTa Ypes NpeAn3BHKBaHE Ha
NOBPBINAHE, CJIEN KOETO CE IIPHEMA BOAa HIIH NTMMOHAala ¢ aKTHBECH BBITIEH (3AcOpOEHT) H HATPHEB
cyadar (nakcatii). AKO € MPHETC MoIAMO KOJHYECTRO DIHMENHPH], € NTOKa3aH CTOMAaUIEH JIaBaX,
NOCEABaH OT AKTHEEH BLITIEH M HATPHER Cyndar. B cryyan Ha (cepuo3Ho) npeao3upaHe, € roKasaHa
XOCTIMTaNM3alMA B 3B€HO 32 NHTEH3MBHM rpky. MakcumanHo 66p30 TpadBa 1a ce 3an0MHe ...
NpHIarase Ha rmoko3a, npH HeobxoauMocT upes 00MYCHO HHTPaBEHOZHO UIDKCKTHPAHEH?
50%-eH pa3TBOp, nocnaeapal ot HHGy3Hs Ha 10% pa3TBOp CHC CTPUKTHO MOHHUTOPHPES
3axap. [lo-HaraTsIIHOTO NeyeHHe TpsAOBa 1a Obte CUMIITOMATHYHO. /s




OcobeHo npH JIcUeHWe Ha XUITOTJIHKeMHWS BCASACTBHE CyyaiiHo nMpueMaHe Ha AMapui ot bebeta
MAIKH €113, 1034Ta HA MPUITOAKEHATa IIIFOK03a TpsAOBa Aa c& KOHTPONMpPa BHUMATENHO 32 1a ce
n30erHe BEpOATHOCTTA OT NpeAM3BUKBAHE Ha ollacHa Xuneprimkemus. KpbeHaTa 3axap Tpsadsa na ce
CNEZi¥ CTPUKTHO.

5. ®APMAKOJIOTHYHH CBOHCTBA
5.1 PapMakeAMH2ZMUIHH CBOHCTBA

dapmaxotepanesTuiHa rpyna: [loHnmkapauid KpbBHATA 3axXap JiekapcTsa ¢ U3KIIIOYEHHUE Ha
HHCYIUHU: Cyndoaurypeitni ATC kon: A10B B12.

I'iuMenupHz € nepopaTHO AKTHBHO XMIOTJIMKEMHYHO BELIECTBO MPHHACKAIIO KBM
cyndanurypefinara rpyna. ToH Moxke aa ce U3MOI3Ba NMPH MHCYIMHOHE3aBHCHM 3aXapeH AHader.

['muMenupua AeficTBa Ypes CTHMYJIHpane 0cBoOOK1aBaHeTO HA MHCYIIMH OT 0eTa KIeTKHTE Ha
NaHKpeaca.

Kakto 1 npu npyru cynbaHuTypeidH! NpoayKTH, TO3HM €(eKT c¢ 0CHOBABa BbPXY YCHIIBAHE OTIOBOPA
Ha NMAHKpeaTHYHHTe 0eTa KJIETKH KbM (DH3HONOTHYHHA CTHMYJ Ha IMoKo3ara. OCBeH TOBA H3TISKAA,
ye TIRMEHpPUT NPUTEXKABA MOAUSPTAHH SKCTPATIAHKPEATHUHH e(PeKTH, OTOSNAZaHH CHIHO H NIPH

ApYTH CyIPaHUITYPEHHHA NPOAYKTH.

OcpofoxaaBaHe Ha MHCYJIMH

CyndanwiypeiiniTe NpoAYKTH peryinpaT HHCYJIHHOBATa CEKpeLHs upe3 3areapsHe Ha ATO-
4yBCTBUTE/IHUTE KAJIHEBH KaHaly B MeMOpaHaTa Ha (eTa KJETKUTE. 3aTBApAHETO Ha KAJIUEBUTE
KaHaMu NPSAUIBUKRA ASNONAPH3aLiMS Ha OeTa KISTKUTS, B PE3YNTAT Ha KOSTO — NOCPEACTBOM
OTBapsAHE HA KATIHUEBHUTE KaHAJIM — C€ [IOCTHTA NTIOBHUIICHO HAB/IM3aHe HA KaNI[MH B KJIETKaTa.

Tora Boau 20 0CBOOOIKAABAHE HA HHCYIHMH NOCPEACTEOM SK3OUHTO34.

['muMeniupua ce CBBp3Ba C BUCOKA OOMEHHA CKOPOCT ¢ HeTa-KieThueH MEMOPAHEH HPOTEHH, CBBp3aH
¢ ATQO-qyBCTBUTENHUTE KATAEBH KAHAJIM, HO pa3jiMueH OT 0OM4aHHOTO MACTO 32 CBbP3BaHE HA
CyNn(paHUTypeiiHUTE NPOAYKTH.

ExcrpanaHkpeaTHuHa aKTHBHOCT
ExcrpanaHKkpeaTHYHHTE €(eKTH ca, HanpHMep, noaoOpeHHE B YYBCTBUTENHOCTTA Ha MepHpepHUTe

TBKAHH KbM HHCYJIHH M CHH)KABaHe MHCYJIMHOBATa KOHCYMAaLH OT YepHHs ApoD.

[ToemaseTo Ha rIOKO3Ta OT KPBBTA B nepudepHaTa MyCKY/IHA 1 MACTHA ThKAH CTaBa NMOCPEACTBOM
CIELMAJIHH TPAHCTIOPTHHU [IPOTEUHH, PA3NOIOKEHH B KeTbYHaTa MeMOpana. TpaHCHOpTET Ha
rI0KO3a B TE3H THKAHK € CKOPOCT-OrpaHH4aBalloTO CTHNANO B YCBOSBAHETO Ha IVIFOKO34Ta.
I'mamerupra MHOro OBp30 yBeIMyaBa Opos Ha MOMEKYJIMTE 34 aKTHBEH TPAHCIIOPT HA [UIIOKO3a B
IUIa3MEHUTE MeMOPaHH Ha MYCKYJIHMTE H MACTHUTE KJIETKH, KOETO BOJH A0 CTUMYyAALKs Ha
FITICKO3HATA KOHCYMAaLIKA.

Unumenmpun nopviiaga akTHEHOCTTA Ha glycosyl-phosphatidylinositol-cnenmguunara docdarasa C,
KOETO MOXKE Ja C& CBBPIKE C MEJUKAMEHTO3HO HPEAN3BHKAHATA HIIONEHE3a U [TIIOKOINCHEe3a B
H3QIHPAHH MACTHU A MYCKY/IHH KIETKU.

'mumenupna Onokupa 0OpazyBaHeTO Ha ITII0K03a B UepHHUA Apol 4pes NOBHIIABAHE BBTpeKIeTHHHATA
KOHLICHTpaua Ha fructose-2,6-bisphosphate, KOHWTO OT CBoOs cTpaHa HHXUOUpaA MMIOKOHSOTEHe3aTa.

OO611a aKTHBHOCT
[Tpu 3apaBH HHAHBUAKN, MUHUMaNHATA eeKTHBHA NepopanHa A03a € npubnuzutento 0.6 mg, ...
E(eKThT HAa TITHMEITMpH]L € 0303aBHCHM U BB3IPOH3BOAHM. PH3HOIOIHYHUAT OTroBOp HA R
(HU3HIECKO HATORAPRAHE, CHIKABAHE Ha MHCYIMHOBATA CEKPELMA, OCTABA NPH ITTUMEIRH

Hsamaiue 3Ha4ynMa Pa3/iHKa B EQJE!KTHTE HEC3aBHCHMC OT TOBa [AAJIH JICKAPCTBOTO € IIPHE
[peaH XPpaHCHC HUIH HETIOCPERCTBCHO IIPC/IH XPpaHCHE. HpH [MalMeHTH ¢ JHader ) nobn
KOHTPOI B [TPOABJEKCHHE Ha 24 yaca Moxe 1a OBJie [TIOCTHIHAT ¢ CAHOKPATHA JJHCBHA A



Benpekn ue XWAPOKCH-METaDOJIUTHT Ha FIIMMENHPH TPEAM3BHKBA MAJIKO, HO 3HAYUMO CHIKEHHE B
CepyMHATA I'TF0K03a MPH 3ApAaBH HHAWBHIM, TOH € OTTOBOPEH CaMO 3a MHHMUMAJIHA YyacT 0T o0Lus
e(peKT HA JIEKAPCTBOTO.

KomOunupana tepanus ¢ metformin

Ipu egHo npoydBaHe cpel NalHMEeHTH Henobpe OBNaAeHH ¢ MaKcHMaiHa Jo3a metformin, HGetue
NEMOHCTpHUpaH NnoaodbpeH MeTaboNUTEeH KOHTPO NpH KOMOHHHpaHa Tepals ¢ rIUMerupu/] B
CPABHECHHE CBHC CAaMOCTOSTENHO MPUAcKeH metformin.

KoMbunnpana tepanus ¢ UHCYJIHH
Nugopmanmara 3a koMOMHMpaHa Tepanusa ¢ HHCYJIMH € orpaHuyeHa. [IpH nauueHTH HeaJeKBaTHO

OBJIAJICHH ¢ MAKCUMATHA 103a MNTMMENHPKUI, MOXKE Ja C€ 3alI0YHE CBITHTCTRALLA TEPANUS ¢ HHCYJ/IHH.
[Tpwu npe npoyuBaH¥s, KOMOMHHPAHETO MTOCTUTA CBHUIOTO NMOAOOPEeHHe B MeTaOONUTHNAS KOHTPOI KATO
CaMOCTOATEJTHO TIPHIIOXKCHUA MHCYJIAH, TP KOMOMHHpaHaTa Teparua obave, HyKIuTe 0T HHCYIIUH ca
IMO-MAJIKH.

CreuyanHy nOnyIaliiu

Ileouampuyna nonyrayus

[IpoBeneHO € AKTHBHO KOHTPOJHPAHO KIIMHUYHO Mpoy4BaHe (IIAMENMUAPHA A0 8§ mg AHEBHO KM
meThopMuH a0 2 000 mg AHEBHO) ¢ NPOAB/DKUTEIHOCT 24 ceamuun npH 283 nena (Ha 8-17 roauinHa
BB3pacT) ¢ Anaber Tv 2.

Kakro rmuMenupuy, Taka 1 metformin nmoxassar ssayumo nmoHmkenne Ha HbA . oT 6asoBara
cToMHOCT (Dimumenupun -0.95 ( 0.41); merdopmun -1.39 ( 0.40)). He € ycraHoBeHa 3HaUMMa pa3jinka
MEXTY [BeTe MPYNH Ha NedeHue. [ THMenupua He e nokasain no-Hucka €heKTHBHOCT OT METQOPMHH B
cpeaHo usMeneHre Ha HbA; . ot 6a3zoBara croiiHocT, Pasnukara Mexgry neueHusra ¢ (.44% 8 nonsa
Ha MeTgopMuH. 'opHara rpanrua (1.05) Ha 95%-14 UHTEpBAI HA NOBEPUTESITHOCT 232 PA3NUKATR HE ©
noA npeaeina ot 0.3% 3a He no-HUCKa €(PeKTHBHOCT.

[Ipy NeYeHHETO ¢ MIMMENUPH, HE CA YCTAHOBEHW HOBM JAHHH OTHOCHO 0e30MacHOCTTA Npy ASla B
CPABHEHHE C BB3PACTHH MNalldeHTH ChC 3aXapeH AHabeT Tn 2. HAMa apArocpovHy MpoyYBaHHs Ha
c(eKTHBHOCTTA M 0€30NaCHOCTTA [IPH [IeAHATPHUIHH HATIMSHTH.

5.2 DapmMakoOKHHCTHYHHA CBOHCTBA

Abcopbiug

BHOHATHIHOCTTA Ha TJIMMENHPHA CHER MePOPATHO NPHIOKEHUE € ITbAHA. [IpyeMBT Ha XpaHa HAMa
MPAKTHYECKO BITHAHUE BHPXY a0COpOLUATA, CAMO CKOPOCTTA Ha a0copOuus ASKO HAMaIBa.
MakcuMaiau cepyMHU KOHUEHTPAUMH (Crax) C€ AOCTHIAT MPUONUSUATENHO 2,5 Yyaca ciiel nepopaieH
npuem (cpeguo 0.3 pg/ml no spemMe Ha MHOTOKPATHO JO3UWpaHe ¢ 4 Mg JHEBHO) ¥ © HANMIIC INHEeHHA
3ABHCHMOCT MEXKIY 103a1a M Cmax H AUC (tumont noa kpusaTa BpeMe/KOHLEHTpaiuA).

PasupeneieHue
[numenupus YMa MBOTO RUCHEK 00eM Ha pasnpeaencHue (npubnniurento 8,8 smrTpa), KolTo Tpydo ce

paBHABA Ha MPOCTPAHCTROTO HA pasnipeAciieHle Ha anOyMHHa, BUCOKO CBbP3BaHe C MPOTEHHUTE
(>99%), 1 uuchbK KupbLHC (mpubnuaurenno 48 ml/min).

TIp# XUBOTHH, [IMMENTUPHI € EKCKPETHPA B MIIIKOTO. [ TMMENMUPHA NpeMUHABa B [LTALEHTATA.
[IpemuHaganeTo Npes xemaroeHuedansarta Oapuepa e cnabo.

Briotpancthopmaitis ¥ eIHMWHAPAHE
IIpeobnanapamMAT cepyMEH MOTYKHBOT, KOHTO € OT 3HaUCHHUE 338 CEPYMHHTE KOHLIEHTpALHH B

[I0-BHCOK HOJIYKHBOT.
Ciien exHoKpaTHa 1032 Ha PaaKrOaKTHBHO MAPKHPaH riuMenupul, 38% ot paanoaKTUE
OTKPHTA B YpHHaTa H 35% B HanpaxHeHuaTa. B ypuHara He Oelle OTKpHTO HelpoMe
Hsa meTabonura — Hall-BEPOATHO PEIYNTAT OT HSPHOAPOOHUA MeTabOMH3bM (OCHOBHY
CYP2(C9) — D1xa OTKPHTH KaKTO B YPUHATA, TaKa U B H3NPaKHEHAATA: XHAPOKCH-MTPOX
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kapOokcu-npouseoHo. Criel nepopaiHo MPHIOKEHUE Ha NTHMETHPUI, TEPMHHATHHAT NOMYKHBOT
HA TE€3U MeTabonuTH Oerne ¢hOTBEeTHO 3 10 6 4aca ¥ 5 1o 6 4aca.

CpaBHEHHETO MEXAY €AHOKPATHO U MHOIOKpPaTHO AO3MpaHe BeJHbK AHERHO HE I10Ka3a 3HAYHMU
pa3vKy BEB (PapMaKOKMHETHKATA U HHTPAaUHIUBUAyanHaTa BapuabuinHocT Geme MHOTO HUCKA. He
beme HaGoAaBaHO MPAKTHYECKH 3HAYMMO KYMY/IHpaHe.

Creunanay nonyaanyy

PapMakOKHHETHKATA Oellie CXOIHA IPH MBXKe U JKeHH, KaKTO M NIPH NalueHTH B MIIaZla H HATIPEHANA
BB3pacT (Hap 65 rogunu). [Ipu naupenTH ¢ HUCHK KPEATUHUHOB KIMPHHC, Oellie HaNule TeHASHIA
KITHPBHCHT HA INTUMENTUPUA A CE NOBUILABA U CPEAHHTE CEPYMHH KOHLUEHTPALIUMM Aa ¢€ MOHWKABAT,
Hali-BEPOATHO BCASACTRUE NO-ObP3a SAMMHHAIA NOPAAM NO-HUCKO NPOTEHHOBO CRBLP3BAHE.
brOpeuHoTO enMMMUHUpane Ha ABaTa MeTabonura Oewe HapyleHo. Kato uano, ve Tpsadsa na ce
HPHEMA, Y€ TIPH TAKMB2 ALMEHTH € HAIMIIE PUCK OT KyMYJTHPAHE,

(DapMakOKUHECTHKATA NpH NETUMA NaluueHTH Oe3 AuadeT ciiea orepaliu Ha JITHHMHUATE IMBTHILA Oeile
CXOfiHa C Ta3M MPH 371paByd HHANBHIHA.

fHeouampuuna nonyrayus

Ilpu npoy4saHe Ha papMaKOKMHETHKATA, 0€30MacHOCTTa H MOHOCUMOCTTA MPH eJHOKpaTHA 103a OT |
mg riumenupu iipy 30 neauaTpuyHH naukeHTH (Ha BB3pact ot 10 go 17 rogunw) ¢ nuaber tan 2 ca
nosrydeds cpeaHH cTolHOCTTH Ha AUC 010, Cmax # 112 ( BpeMe Ha [TOJTY2KMBOT) MOAOOHH HA BEYe
YCTAHOBEHHUTE MPH BE3PAcTHU.

5.3 IIpegkndaHUYIHH JAHHH 3a O6e30macHOCT

IlpeaknuHuyH#TE €deKTH Ha rmuMenUpu Oaxa HaOMIOAaBaHU NP A03H, SHAYHTC/IHH Hax
MaKCHMAJIHUTE 32 XOopa, KOeTO MMa MMHHMMATHO 3HAYEHHUE 3a KIIMHHYHATA NPaKTHKA, Wi §1xa
CIIE/ICTBHE OT haApMaAKOOUHAMUYHOTO ACHCTBHE (XUIIOTTMKEMHMS) HA CHETHHEHMETO.

Hannure ce 6azupaT BbPXY KOHBCHIIHMOHANIHATA QIapMaKOAOrka 33 U3cieaBaHe Ha 0e30MacHOCT, ¢
H3CNECABAHHUA 34 MHOTOKpPATHA JIO30Ba TOKCHYHOCT, TeHOTOKCUYHOCT, KAHLIEPOreHHOCT
PErpOIYKTUBHA TOKCHUHOCT. [Ipy nocneHoTo (NOKpHRAIIO eMOPHOTOKCHYHOCT, TEPATOTEHHOCT H
TOKCHYHOCT [IPpH pazBHTHETO), HaOMOAaBaHUTE HEXEIIAHH peakLHH 0AXa MPHETH 3a BTOPHYHH CIIPAMO
XMIIOTTUKEMUYHUATS €QeKTH, NPEeJU3IBNKARNA OT ChEAWUHEHUETO BHPXY 'KEHCKH CKIEMIIAPH Ha

YCTHPHHOI'H H TAXHOTO I[MOKQJICHHC,

6. PAPMALIEBTHUYHN NAHHH

6.1 Cnucnk HR TOMOIMHHATE BEILECTBA

Lactose monohydrate, JlakTo3a MOHOXHApAT,

sodium starch glycollate, HaTpHeBa CKopOsia rMHKONAT,
magnesium stearate, MarHe3UEeB CTEapar,
microcrystalline cellulose, MHUKPOKPHCTATHA LEMYIIO32,
povidone 25000 noHaoH 25000

(OcBeH TOBA KaTO OLUBETHTENH,
Amapun | mg; yepseH xeneseH okcup (E 172},

AMapia 2 mg: XbiT kene3eH okcun (E 172), urauro-kapMud anyMundes nax (E132).
Amapun 3 mg: eIt XKeneseH oxkenn (E 172).
Amapun 4 mg: UHAWTO- KapMuH anymuHues naxk (E 132)

6.2 HecbBMeCTHMOCTH
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Hsama otHOMIEHME

6.3 Cpoxk Ha rogHoCT

3 ropuHy

6.4 Cpenuagnn ycJIOBHA HA ChXpaHEeHHE

Ha ce cexpanaBa npu temrieparypa nox 30 C.
Ha ce cbxpansea B OpHMIHHAJIHATA ONAKOBKA, 3a Ja ce MpeanasH oT Bjara.

6.5 BuaH chILPKAHHE HA ONAKOBKATA

PVC/anymunriesy SauctepH.
14, 15 (camo 3a Amapan 1 mg) 20, 28, 30, 50, 60, 90, 112, 120, 280 u 300 Tabnerkn.

He BCcHYKM BHI0BE OITAKOBKH MOTAT Aa OBbJAT IIYCHATH B iponaxoba.,

6.6 CroenHaJaHu NpeANa3ZHH MEPKH NPH M3XBLPJIAHE H padoTa

Hsama cnienyaiam M3UCKBAHHA.

7. IIPATEXATEJI HA PAZPEIHEHMETO 3A YIIOTPEBA

CAHO®H FBJIF'APHUA EOOJ]
Oyn. ,.Japurpagcko moce™ 90
rp. Copua 1784

buarapus

8. PEITHCTPAIIMOHEH HOMEP B PETHCTBHPA

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

9. HATAHAWUW3ITABAHE HA ITHPBOTO PAPEMIEHNHWE MOAHOBABAHE HA
PASPEHNIEHNETO/

Hara Ha H3)aBaHe HA DHLPBOTO pa3peiieHne:
Amapmi 1 mg-04.08.1998
Amapun 2 mg-04.08.1998
Amapin 3 mg-04.08.1998
Amapun 4 mg-23.07.2002

JaTa na noanoBsABaHe HA pa3pelICHHETO:;
Amapnn 1 mg - 09.03.2010
Amapun 2 mg - 09.03.2010
Amapitn 3 mg - 09.03.2010
Amapun 4 mg - 09.03.2010

10. JATA HA PEJAKINY HA TEKCTA
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