KPATKA XAPAKTEPUCTHKA HA MPOJAYKTA

1. HFME HA JEKAPCTBEHHSI MPOAYKT U2NBLAHUTENHA ATERUMS N0 NEKAPCTBATA
' hrIE’,('.\&?A'rrl'm'.ei' XBPDAKMEOUCLKE WA NDOGYKTRA momanua /
I'numeraMma 4 mg tabneTky Kow Poe. Ne A0 G257
Glimegamma 4 mg tablets | Ko POR N oo
Paspeusstie Ne
| samame-.. 6517/ 1 7:0-1
2. KAYECTBEH H KOJTMYECTBEH CBbCTAB Ogosperue e _

Bceaka Tabnetka cbabpixa 4 mg rnuMenupun (glimepiride).
[ToMomHH BeUiecTsa ¢ HABECTHO AciicTBHE: Chbpxa chmo 135,85 mg nmakTo3a MOHOXHApAT.

3a HRTHHA CIIHCHK HA MIOMONIHWTE BEIECTBAa BHXTe Touka 6.1,

3. JIEKAPCTBEHA ®OPMA

Tabnerka

Csetnocuny, MpOXLAroBaTH TabneTku ¢ pasmepu npuCmusurenno 11 x 5,5 MM ¢ nenuTenHa yepTa o1
aBete cTpadH. TabneTkara Moxce Aa ObAe pa3AeneHa Ha ABE PABHH HO3H.

4. KIMHWYHY JAHHH

4.1 TepanesTHunn noxa’anus

NimMeramma e mokazaH 3a jeyenHe Ha 3axapeH auaber THI 2, KOraToO camMo AMETATa, QHIHYECKOTO
HATOBAPBAHC H CHMXXABAHETO HA TEJIECHOTO TEIVIO €A HeOCTaAThYHH.

4.2 J1o3UpOBKa H HAYHH HA UPHIOKEHHE

3a nepopanHO MPHIOKEHHE

OcHoBaTa Ha YCIEINHOTO JICUeHHe Ha aMabera ca moaxoadina AWeTa, pPeAOBHATa (PH3HUYECKa
AKTHBHOCT, KAKTO U PYTHHHHTE M3C/IEABAHMA HA KPHBTA H YpHHATA. TablICTKHTE MK HHCYJIHHBET HE
MOTaT Aa KOMIICHCHpAT auabera, ako MAalMEeHThT He CNa3Ba NpenopbYyaHaTa AHeTa.

Hoznpobka

Ho3ara ce onpenend oT pe3yNTaTUTe OT H3CIEABAHMATA Ha 3aXapTa B KPHBTa H YPHHATA.

Hagannata nosa e 1 mg rmumenspua AHeBHO. AKO Ce IOCTHTHE A0OLP KOHTPOJL, Ta3u Jo3a Tpabsa na
C€ H3MOJI3Ba 33 NOANBLPAKALLA TEPAnHs.

3a pavIHUHHIe PEXHMH Ha AO3HpaHe Ce MPeIaraT MOAXOATIIM KOHIEHTPAIHH,
AxO KOHTPOJBT € HE3aJOBOJIMTENCH, mo3ara Tpabsa aa Obae yBeiueHa, cbob

OBJIAZIABAaNE HA KPHBHATA 3aXap, CTHIANOBUAHO, C HHTEPBAN OT 0KOJO 1 1o 2
CTHOANO, A0 2 mg, 3 mg Wik 4 mg rMAMEeNHpHN HA JICH. -
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Jlo3a no-pucoka Or 4 mg rauMenHpHA Ha JEeH JaBa No-No0pHu pe3ylsTaTH ¢aMO B MIKIOYHTEIHH
CITYYaH.

MakcHMaNHaTa NpenopbYHTEIIHA 1034 € 6 mg rNMMENUMpU Ha JICH.

TIpu nanMeHTH, KOHTO He ca OBNAJEHH aIeKBATHO ¢ MAKCHMAHATA HEBHA 033 MET(HOPMHH, MOXE
A4 3arnoY"HE ChITPTCTRAINO JICUEHHE € TTHMEeNNHPUA.

Hozata Ha MeThOpMHH TpaOBa Ja ce 3anasH, a JICYCHHETO ¢ IHMENHPHT 3aI104Ba ¢ HUCKA J103a U Cex
TOBA C& THTPHPA B 3EBHCHMOCT OT KEJAHOTO HMBO Ha METalONMTEH KOHTPOJ NO MaKCHMAadHaTa
auesHa no3a. Kombuampanara Tepanms TpsaGpa Oa ce 3amo4sa oA CTPOro MEJHIHHCKO HabmoaeHwe.

[Ipy nauMeHTH, KOHTO HE ¢a OBAAJICHH aJeKBATHO ¢ MaKCHMAIHATA JHeBHA No3a InMMeramMma, npH
HEOOXOAHMOCT MOXKE fla Ce 3aIoYHE CHITFTCTBAIIO JieueHHe ¢ WHCYIHH. [1pH 3anassaHe Ha no3ara Ha
TTIHMENMPHA, HHCYJIMHOBOTO JICYEHHE 3aN0YBa C HHCKA 1033 M ce THTPHPa B 3aBHCHMOCT OT JKEJIaHOTO
HHBO Ha Merabommren koHrpon. KomOGummpanara tepamus TpabBa Oa ce 3amousa Noj CTPOTo
MEIHLIMHCKO HabmoneHue.

HopMaiiHo, eIHOKpaTHa JHEBHA 032 MIHMEIMPHA € JocTaThuna. [IpernmopbiyMTeHO € TasH 03a Ja ce
NpHEMa HEMOCPENCTBEHO MNpeaH, WIH no BpeMe Ha cTadMnHa 3aKycka HIH ak0o HAMAa Takaea,
HEMOCPEICTBCHO NPESAY, HITH 110 BPEME HA MEPBOTO OCHOBHO XpaHEHe.

Axo 61/1¢ mponycHaTa A03a, ToBa He 6HBa Zia ce KOMIIEHCHpa ¢ YBeJIHIaBaHe Ha CeBalnara Ao3a.

AKO DNallMEHTHT pa3sBUe XUMOTIHKEMHYHA peakia oT | mg rHMernHpux AHEBHO, TOBA O3HA4YaBa, qe¢
KOHTPOJET MOX€E [1a C€ OChIIEeCTBABA CAMO C JHETA.

B xona Ha nedenmero, THH Karo nmoaoOpeHWETO B KOHTPOIa HA AWabera € CBBP3aHO ¢ MO-BHCOKA
HHCYJIMHOBA YyBCTBHTEIHOCT, HYXK/IMTE OT IITHMEITHPHA MOXe 1a HaManesT. CrnefoBaTeHo, 3a Ja Ce
H3berne XunornukeMus, TpaOea Aa ce 0OMMCIH HaBPEMEHHO HAMAJIIBaHE HA J103aTa WIM CITHPaHe Ha
TepanuaTa. IipoMana B go3aTa MoXe a Ce HAJIOXKH CHUIO H aKO HACTBHIIAT NPOMEHHA B TEIJIOTO HIIH
Ha4YMHA Ha JXKWBOT Ha MAIHCHTa, WM aKo BB3HUKHAT APYTH (PaKTOpK, YBEIMYABAINH PHCKA OT XHIO-
HITH XUTIEPIIHKEMHA.

Hpemunasane om opyzu nepopannu xunoznuxemuunu cpeocmea koM Iiumezamma

I1o NpUHIMN € BE3IMOXHO NPEMHUHABAHE OT JPYTH XUNOTTTHKEMMYHH areHTH KM I inmeramma.

3a npemuHaBane kbM [mMeramma, TpaGBa Aa ce B3eMaT NpeABHJ MOMHOCTTA H NOIYKHBOTAa HA
NPEIHITHUA JICKAPCTBEH MPOAYKT. B Hskom cnyuau, ocobeHo mpu mpoTHBOAHAOETHH CPEACTBa €
JTBJTBT DOTYXKHBOT (HANp. XIOPOMPaMHA), € NPENOPHUMTENECH NEPHOA HA H3YHCTBAHE OT HAKOJKO JHH,
3a Jia c€ CBE/Ie 10 MHHMMYM PHCKBT OT XHIOTIHKEMHYHH PEaKIMH BCHSICTBHE HA AJHTUBCH €EKT.

[IpenoprunresinaaTa HavanHa go3a € | mg rauMenvpHa AHeBHo. BB3 OCHOBa Ha MOBIHABAHETO,
J034Ta HA ITHMETTHPHA MOXeE Ja CE YBEIHYARa CTHNANC00pa3HO, 0 HAYMHA ITOCOYMEH I10-Trope.

IIpemunasane om Hucynun xom I'numezamma

B M3KIIOYHTEIHM ClTy9aH, KOraTo NMalMeHTH ¢ AHadeT THI 2 ca pery/MpaHH ¢ HHCYIIHH, MOXE 2 HMa
MoXa3aHug 3a NpeMuHaBaHe KbM [ nnMeramma, [lpemunaBaneTo TpaGBa Aa c€ W3IBLPINBA MO/ CTPOro
MEMLIMHCKO HadinozeHue.

Cneyuannu Honyaayuu
IMaruenTh ¢ 660peuHO WM UepHOAPOOHO YBpeXIaHe
Buxte Touka 4.3.

IHeouampuuna nonyaayus




HsMa faHHH 3a IPWIArAHETO Ha rMHMENHPU [IPH NAMENTH HA nod 8 romaminHa BB3pacT. OMHUTET C
rMEMENEpH KaTO MOHOTEpanuA NpH ACLa Ha BB3pacT or 8 Ko 17 rogHIiHa BE3pacT € OrpaHudeH (BXK.
TOYKH 5.1 1 5.2).

HanwyHHTe AaHHm 3a 6e30nmacHOCT H eHKAacCHOCT ¢a HEAOCTATHYHH, [IOPAJH TOBA HE C€ MpEenopbhyBa
Taxkapa ynorpeOa B NeANATPUYHATA MOIYIallHs.

HayuH Ha NPHIOXKCHHE

Tabnerkure Tpabra fa ce MOrMBIIAT, 6€3 A3 ce ABBYAT, ¢ MAJIKO TEYHOCT.
4.3 IIpoThBonOKAIAHHSA

I'MuMnepuA € NpoTHBOMNOKA3H NMPH NALHEHTH CHC CISTHATE ChCTONHMA:

- CBPBLXYYBCTBHTEIHOCT KBM [IMMenepui, JApyrd cyiadaHWTypeHHH IPOAYKTH HIH
CYJNPOHAMHIH, HTH KBM HAKOE OT IOMOIRHHMTE BELLEeCTBa, H30poeHH B TOuKa 6.1

- 3axapeH auabder Tum |

- nHadeTHa KOMa,

- KETOalKa03a,

- TEKKA HapyileHHs Ha OnOpevuHara MnM vepHORpoOHATa (yHKIMA. B cioydyad Ha TeXKH
HapymeHHA B 6p6peunara win seproapoOHaTa yHKIMA € HeoDXOIHMO NIPEMHHABAHE KbM MHCYJTHH.

44 CrHennanBsH npeIynpe:xIeHHAd B NPeANA3HH MEPKH NPH yooTpeba
I'nameramma Tpsabpa na ce NpHeMa HeTOCPEACTBEHO NIPEeH, WIH O BPEMe Ha XPaHCHE.

Korato xpaHeHHsTa ce H3BbPIIBAT B HEPSAOBHH 4acOBE WNH H300mo OHBaT NMPOMyCKAaHM, JICYERHETO ¢
['naMeramMa moxe na aoBene N0 XHNOTNTHKEMHA. EBeHTyamHMTe CHMIOTOMH HA XHINOTTHKEMELE
BKIIOYBAT: TNIaBOOOJIHE, CWIEH ITIajl, rajcHe, MIOBPBILAHE, OTNAOHANOCT, ChHIHBOCT, HApYIICHHA Ha
CbHA, OE3NOKOHCTBO, arpeCHMBHOCT, HapyllleHa KOHIEHTpaid, OAWTENHOCT M BpEME 3a peaKiud,
MIOTHCHATOCT, OOBPXAHOCT, FOBOPHH M 3PHTENIHH MYyMeHHd, adaizusd, TpeMop, mapesa, CeH30pHH
HAapYILICHNA, 3aMasHOCT, Oe3MOMOIIHOCT, 3aryba Ha CaMOKOHTPON, Jenup, uepebpanHM repuoBe,
COMHONIEHTHOCT M 3ary0a Ha CB3HAHHE BKIIIOMHTENIHO JIO KOM&, TIOBBPXHOCTHO [MIIAHE H
Opamukapaus. OCBeH TOBa MOTaT Ja ¢a HAMMIIE M NPH3HAIMM HA aJipeHeprHYHa oOpaTHa peryianHs,
KarTo H3NOTABAHE, JICTIKABA KOXA, TPEBOXKHOCT, TAXHKApAWs, XHIICPTOHHA, NaMMHTalMH, AHTHHA
NEKTOPUC H CHPAEYHH APUTMHH.

KnuHnunaTa xapTHHA HA TeXKHUS XHIOTTHKeMH4YCSH MMPHCThLI MOXe 3 HAnoA00a8a Ta3y Ha MHCYJIT.

CuMnroMHTe NOYTH BMHATH MOraT jJa Owjgar OBp30 oBnajfdHm, upe3 He3abaBeH mnpHeM Ha
BBIJIEXHAPATH (3axap). H3KycTBeHHTE NOACIAANTEIN HE OKa3BaT ShexT.

Or apyruré cyndaHHIypeldHH NPOAYKTH € M3BECTHO, 4¢ BBIPCKH ITHPBOHAYANTHO YCHELIHHTE
KOHTPaMEPKH, XHITOrNTMKEMHAATA MOXE 3 C¢ IOBTOPH.

TexxaTa WM NPOXBL/DKHATENHA XHUIIOTIIHKEMHS, OBJIAIMHA CAMO BPEMEHHO ¢ MOMOLIA Ha O0M4aiHHTe
KOJIHIECTBaE 3axXap, Halara He3abaBHO METHITMHCKO JICUCHHE, 8 B HAKOH ClIydMaH H XOCTTHTATH3ALAL.

PdaxTopuTe, O1aroNpUATCTBAIIM XHINOTIMKEMHSITA BKIIOYRAT:

- HeXXellaHHe WM (MO-Ye€CTO MPH MNO-BE3pacTHM TNAMEHTH) HECMOCOOHOCT H
CHTPYAHHYY;

- HeIOXpaHBaHe, HEPENOBHH YacOBe HA XpaHEHE HIM MPONMYCHATH XpaHeHHA
BB3ILPIKAHE OT XPaHA;

- IPOMEHH B JHETATA; R ST RN
- nHcOananc Mexay GH3MHEeCKOTO HAaTOBapBaHe U MPHEMA Ha BBIVIEXH/IPATH; e T s
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- KOHCYMALIHA Ha ATTKOXOIM, 0co0eHO B KOMOMHAIHA C NMPOIYCHATH XPaHCHHS,;

- HapyuleHa 6%.0peuna QyHKIwA;

- CepHO3Ha YepHOApOoOHA AMCHYHKLNS;
- npeno3upane ¢ [ nuMeraMma;

- HAKOM HEKOMNEHCHPAHH HApPYHICHMS Ha €HJOKPHHHATA CHCTEMA, 3acArailid BBIICXHAPATHHAA
MeTaboTH3bM MM oOpaTHaTa peryianms Ha XHIOTJTHKSMHATA (KATO HAIPUMep MPH HAKOH CMYILCHHA
BbB (PYHKIMSTa Ha IDMTOBHIHATA J1€3a M NPH MNpeAHAa XHMO(MH3ApHA WIH aAPCHOKOPTHKOMAHA
HEeAOCTaThbYHOCT);

- ¢[THOBPEMEHHO PHEMAHE Ha HAKOH JICKAPCTBEHH MPONYKTH (BXK.TOYKA 4.5).

Jleuennero ¢ ['TUMeraMMa M3UCKBa PEXOBHO CNEACHE HMBATA HA [MIOKO3aTa B KPHBTA H B ypHHATA.
OcBeH TOBa, Ce MPENoPBIBA ONpEAcIHe HA CHOTHOHICHHETO HA TIMKMPAHHA XeMOTJIOOHH.

[To Bpeme Ha neueHHeTo ¢ [TuMeramma € HeoGXOAUMO PEAOBHO MIPOCIIeAABAHe HA YePHOAPOOHUTE H
XEMATOJOTHYHH MMOKA33TEH (0COOSHO IEBKOLMTH H TPOMOOLHTH).

B crpecoBH cuTyaumH (HanmpuMep 3IOMONYKH, CHEINHH Onepanuy, HHGEKIHH, IIPOTHYAINH C
GeOpHANTET H T.H.) MOXKE JIa € IOKA3aHO BPEMEHHO NMPeMHHABAHE HA MHCYITHH.

HsaMa Hanpynan onMt 3a ynotpebara Ha I'numeramMma fpH DALMEHTH C© TEKKH HapyHICHHs Ha
yepHOApoOHaTa (JYHKIMA WIHM NMANMEHTH Ha AMANM3a. [IpM NalHEeHTH C TEeXKO HapyleHHe Ha
6p6peunaTa W gepHoapobHaTa PYHKIMA € TIOKA3aHO MPEMHHABAHE KBbM JIeUCHHE C HHCYJTHH.

Jledennero Ha nauueHTH ¢ GOPD-medmmr cbe cyndanumypeiiHd NMPOAYKTH MOXKE jAa JAOBele MO
XeMOJIHTHYHA aHemus., ToHil kaTo IHMeNHpHA NPHHAIICKH KBM Kilaca Ha CyndaHWTypeHHHTE
NpOAYKTH, NPEHOphYBa C€ NOBHIICHO BHUMaHHe NMpH nauueHTH ¢ GOPD-peduumT 1 tpabea aa ce
OOMHCITH AITEPHATHBHO JICYEHHE C MPHNAraHe Ha HecyldantypeiHN IEKapCTBeHH NPOAYKTH.

I'IuMeraMMa chHABLPka TaKT03a MOHOXHMAPAT 1 HaTpuil. [lalHenTH ¢ peiKH HACeACTBEHH NMpobIeMH
Ha HEMOHOCHMOCT KBM FaJlakTo3a, ITHJIEH NaKTa3eH JeUIMT WK MIOK030-raNlakTo3Ha ManadcopOuus
HE Tp:AOBaA Aa MpHUEMAT TOBA JIEKAPCTBO.

To3d neKkapcTBeH MPOAYKT ChABPXKA MO-Majko oT 1 mmol Harpuii (23 mg) Ha eaHa rabieTka, T.€.
MOXE JIa C€ KaKe, Y€ NMPAKTHYECKH He ChIbpiKa HATPHIA.

4.5 BiaamopeiicTBRE ¢ APYIH JieKapCTBEHA NPOAYKTH H APYTH QOPMA HA B3AHMOLCHCTBHE

AKO I'TAMEnepuj ce ImpHeMa eJHOBPEMEHHO ¢ HAKOH APYTH JIEKAPCTBEHH MPOAYKTH, € BE3MOXKHO Ja
BB3HHKHE, KAKTO HEXKCJIAHO MOBHINABAHE, TAKa M HEXKEJaHO MOHIDKABAHE HA XHWNOTNHKCMHYHOTO
ACUCTBHE HA MNIUMETTHPHA,.
[lopaau TOBa ApYruM NEKAPCTBEHHM MPOAYKTH TPAGBA Aa ce MPHEMAT CaMO CBC 3HAHHETO (WM MO
MPEANTHCAHHETO ) HA NEeKap.

['mamenupun ce Metabonusupa ot umuroxpoM P450 2C9 (CYP2C9). U3BecTHO €, Ye METaboNM3MBT My
ce MOBIHABA OT €AHOBpeMeHHOTO npreMade Ha CYP2C9 unpykrops (ManpuMep praMnHIlHH) HIH

AHXUOHTOPH (Hanpumep GuIyKaHO30I1).

Pesynrarute oT in vivo mpoyusaHe Ha B3aHMOACHCTBUATA, CHOOMICHH B JIMTEpaTypaTa INOKa3Bar, 4ue
IUTOITA 1O KpHBATA HA IIMMENMMPH CE YBEIHYABA NPHOIMINTENHO ABYKPATHO OT QUIyKOHa30M, eIUH
ot Hafi-motHuTe CYP2C9 unxuburopH .

B13 OCHOBaZ Ha OMMTA ¢ ITHMEMHPUE H C APYTH cyadanuwiypeHHH Jiexa
HeoOX0ANMO fa 6BAAT CIOMEHATH ClIeIHUTe B3aUMOAEHCTBHA:



[ToTeHiMpaHe Ha MOHMDKABAINMSA KPHBHATA 3axap e(eKT M Nopagd TOBA, BH3MOXKHOCTTa B HAKOH
CJ[y4aH Ja BB3HHKHE XHIOIIHKEMHS, MPH MPUEMaHe Ha €4HH OT CIICIHHUTE JEKAPCTBEHH NMPOOYKTH,

HAIIPHMED:

- (heHUIOYTA30H, a3aNPONa3cH U OKCU(eHOYTA30H

- HHCYJIMH H IIEPOPATHH aHTHAUAOETHH CPENICTBA, HANMPHMEP MET(HOPMHH
- CANMIIHNIATH M P~aMHHO-CAMLIJIOBA KHCEIMHA

- aHA0OJTHH CTCPOUIH H MBKKH T10JI0BH XOPMOHH

- XJIOpaM$pEHHKON, HAKOHU Ao AeHcTRamm cynpoHAMMIH, TETPAHKINHH, XHHOIOHOBH
AHTHOHOTHIIA U KJIAPHTPOMUIMH

- KYMAPUHOBH aHTHKOATYJIAHTH

- hendnypamun

- AH3OHUpaMHL

- pubpaTn

- ACE-muxuduropu

- pnyoxkceTH, MAO-HHXHOHTOPH

- aNONYPHHOI, MpoOeHHIHA, CYJIDHHTIMpa3OH

- CHMITATHKOMTHALIH

- ipKkinogocdamun, Tpopocdamua u udochamuml

- MHKOHAa30]1, {hITyKoHA30]

- MIEHTOKCH(PWIHH (BHCOKH JO3H NAPEHTEPATTHO)

- TPHTOKBAJIHH.

OrcnabBane Ha MOHIDKABALMA KPLBHATA 3aXap eeKT, U NOpaaH TOBa BE3MOKHOCTTa B HAKOH CTyYaH
Ja BB3HHMKHC MNOBMINABAHE HWBOTO Ha KPBLBHATA 3axap, KOraro ce MpueMa €IuH OT CICAHHTC

JleKkapcTBeHM npoaykTH. Hammpumep:

- €CTPOreHH ! MPOTECTOTSHH,

- CAlyPETHIM, THA3HIAHH ANYPETHIH,

- CPEICTBa CTHMYITHPALIH IHTOBHHATA KJ1€3a, INTHOKOKOPTHKOHIM,

- MPOM3BOAHN Ha HEHOTHAZMHA, XJOPIPOMA3HH,

- AIPEHANINH M CHMTIATHKOMHMMETHIH,

- HHKOTHHOBA KHCEHHA (BHCOKH H03H) H MPOH3BOAHH Ha HUKOTHHOBATA KHCE/IHHA,
- TaKCATHEH ([IPH NPOALIKHTENHA ynoTpeba),

- peHHTONH, THAZOKCHN,

- FmoKaroH, 6apouTypari ¥ pHpbaMImIHH,

- aleTa30IaMH,

H; anTarommcrite, Gera-Onokepure, KIOHUIAHH W pelepnHH MOTAT Ja JOBeNaT WIH [0 YCHIBAHE WIH
A0 OTCNadBaHe Ha IMOHKABALIMA KPBBHATA 3axap e(exT.

[Noa BMAHMETO HA CHMIATHKOIHTHYHM JICKapCTBa, KaTo: Oera-0j10KkepH, KIOHHMIHH, TBAHETHINH H
PE3epNMH, NPH3HALMTE HA aJpeHEprHYHa oOpaTHA peryiauud Ha XHIIOTITHKeMHATa Morat na 6maar
orcrnabeHH WM Ja OTCBCTRAT.

KoHcyMalmsTa Ha AJKOXON MoXe HenpeAcKasyeMo JAa NOTeHuHpa, WIH Ja OTciaabH
XHMIIOFNMHKEMHIHOTO NEHCTBHE HA IIHMEHPHN,

I'maMermpu MOXe WM 1a MOTEHUApA, HIH 2a oTcnadn edekTHTe Ha KYMapHHOBHTE

ypeBHHA TpakT. He ca HaGmonasanu B3auMoaelicTBHHS, KOTATO TIHMENTHPH/ HRae A 43
npear konecesenaM. I[lopagy Topa, rmmenupun Tpadsa Aa OpAe IpHiar Qdﬂe’ 4 qaga Ape
KOJICCEREIIaM. i £ s T



4.6 Pepruanrer, GpeMEeHAOCT H KbpMeHe

bpemennoct
Puck, cevpzan ¢ ouabema

HeobHualinnuTe MHBA Ha KpbBHATA 3axXap Mo BpeMe Ha OpeMEHHOCTTa Ca CBBP3aHM C MO-BHCOKA
YeCTOTa Ha BPOJCHH aHOMAJIHH M MEPHHATaIHA CMBPTHOCT. ETO 3amlo HMBATA HAa KPHBHATA 3aXap
TpabBa Aa 6BAAT CTPHKTHO CleieHH MO BpeMe Ha OPeMEHHOCTTA ¢ Lel u30ArBaHeTo Ha TEPATOTCHEH
puck. IIpn Te3u obcrosTencTa ce u3nuckpa ynotpebara Ha uHcynuH. [lanmmeHTkuTe, BH3IHAMEPABALIM
na 3abpeMeHesT, TpAOBa 1a YBEIOMAT CBOs JIeKap.

Puck, cBbp3aH ¢ INIHMETHPH

Hsma agexBaTHH JAHHH 33 MIPWIOXKEHHETO HA ITTHMEMUPHA IIpH OpeMeHHM KeHH. [IpoyuBaHMsITa C
KUBOTHH Ca TMOKA3aIH pPeNpoAYKTHBHA TOKCHYHOCT, KOATO Halj-BEPOATHO € CBbp3aHa
(papMakoONOrH4HOTO AciCTBHE (XHNOTAMKEMHA) Ha IIIMMEITHPHL (B, TOYKa 5.3).

CnenosarenHo, rmamMenupuz He TpA6Ba 1a On/ie M3NOM3BAH IO BpeMe Ha LIIaTa OpeMEeHHOCT.
B ciyuaii Ha neueHHe ¢ TTHMENMPH, aKO NMANHEHTKATA IUIAHMPA OPeMEeHHOCT WM aKo € OTKpHTa
6peMeHHOCT, TepaniaTa Tpabea fa OBle MpoMEHEHA BE3MOXHO Hali-6hp30 KM JIEYEHHE C HHCYIIHH.

KspMmeHe
He e u3BeCTHO Janu ce EKCKpeTHpa B YOBEINKaTa KbpMa. I THMENMMpHA C€ EKCKPETHPa B MIMKOTO Ha

misxose. [lo BpeMe Ha sleyeHHeTo C rHMenHpHA He TpaGBa fa ce KbpPMM, TbH Karo JApyrure
CyJIpaHITYPCHHH TIPOAYKTH C€ €KCKPETHPAT B YOBEILIKATa KbPMAa H HMa PHCK OT XHITOTTTHKEMHS TIpH
KhpMadeTara.

DeprHaHTeT
Hama nanuunu nanvy 3a deprunmrer.

4.7 Edekrn pbpxy cnocobnocTTa 32 modHpane u pabora ¢ MamuHE

He ca npoeexnann npoyusanns 3a edexTure BLpxy cnocoGHOCTTA 3a modupane W pabora ¢ MaillHHK.

CnocofHocTTa HA NAHEHTHTE 338 KOHUSHTpALMA H peakiua Moxe 1a Oblic HapyieHa BCICACTBHE Ha
XMIOrNIMKEMHA WIH XHNEPIIUKeMHMd, HNM HANPHMED, KATO pe3ylTaT OT HapyIleHWe Ha 3pCHHETO.
Topa MoXe na mpeicTaBngBa PHCK B CHTYAIMH, KbIETO Te3d CIIOCOOHOCTH €a OT OCOOEHO IOJIAMO
3HaYcHUE (HanpuMep modupane WM pabora ¢ MamIHHH).

Mamwenture TpabBa aa ObaarT MOCHBETBAHH Aa B3eMAT NpPEANAsHY MepkM, 33 u30srsaHe Ha
XHIIOIJIHKEMHA MO0 BpeMe Ha modupaHe. Tosa € ocobeHO BAXKHO NpPH JHIA ¢ TNOHIKEHO HIM
JMNCBAI0 YCCIIaHe 33 NPEAYNPEAUTEIHATE CHMITOMH HA XUMOTJIMKEMHS, HIH KOHTO HMAaT 4YCCTH
enmu30aH Ha xunornukemus. Heob6xomumo e xobpe aa ce oOMECITH, JalH NMPH TakuBa 0OCTOATENICTRA €
TPENOPHUHTEITHO T¢ Aa MOodHpPAT HWIH Ja paboTAT ¢ MALITHHH.

4.8 HexeaanH JeKapPCTBEHH PEAKITHE

CrenHure HekeNaHW JIEKAPCTBEHH PEakUMM OT KIHHMUHM H3CAeABaHHMA, OasMpaHH Ha OfHTa ¢
I'miMeramMMa M Apyru cyndaHwIypeiiHH JIeKapCTBEHH NMPOIYKTH, Ca H3PENCHH M0 CHCTEMO-OPTaHeH
KJ1ac M B pel HA HAMAJIABALIA YeCTOTA;
MHOTO uecTH (> 1/10)

yecTH (& 1/100 no <1/10)

HeuecTH (> 1/1000 no <1/100)

peaxd (= 1/10 000 no <1/1000)
MHoro peakH (= 1/10 000) S m
C HEH3BECTHA YEeCTOTA(OT HAIMYHUTE JAHHH He Moxe Aa 6blie HanpaBeHa OLEHKa) \\ NimeEs T




HapymeHnus Ha KPbBTa H TUMGBHATA CHCTEMA

Penxn: TpomboliuTonenns, JieBKOMeHMs, TIpaHYJOIMTONIEHHS, arpaHyJioIMTO33, CPHTpONeHHs,
X€MOJIMTHYHA aHEMHA M MAHIMTOIICHHA, KOMTO MO NpHHLMIT ¢a 0OpaTHMH NMpH NpexpaTaBaHe NpueMa
HA JIEKapPCTBOTO.

C HeuseecTHA yecToTa: TexKa TpoMOoumTOoneHnA ¢ Gpoit Ha TpomGorwTime no-Marsk ot 10 000/pl u

TPpOMOOLIMTOTIEHHYHA ITYpITypa.

Hapyinmenys Ha HFMYHHATS CHCTEMA ' |
MHoro penxm: NE€BKOLHATOKIACTHYCH BACKYJIHT, JIEKH PCAKUMH HAa CBPBXYYBCTBHTENHOCT, KOHTO

MOTAT Jia IPEpacHaT B CEPHO3HH PeaKUHH C AHCITHEd, NOHIKABAHE Ha KPbBHOTO HAIATAHE H NOHAKOra
[IOK.

C Heu3sBeCTHa YECTOTA: B3MOXKHU Ca KPBCTOCAHH AJIEPTHH  CBC  CYN(QaHWIYypeHHH ITPOdYKTH,
cyn¢oHaMHIH WIH CPOJAHH BElIlECTRA.

Hapymenus Ha MeTaboIM3Ma H XpaHEHETO
Peaxu: XHNOrimHKeMMS.

Te3u XMIIOrTHKEMHYHHM peaKUHM B IIOBEYETO CIIy4aH Ce NOABABAT He3abaBHO, MOTAT J1a ¢4 TEKKH H HE
BHHAIH € JiecHO Aa Opar kopurupand. BpinukeaHeTo Ha NOJO0HH PeaKUMM 3aBUCH, KAKTO W NpH

APYTHT¢ XMOOTJIHKEMHYHH TepalHi, oT HROHBMAYATHH (aKkrTopH, KaTO XpaHHTEIHH HaBHUH H OT
Ao3ara (BX. TouKa 4.4 33 ROITBJIHUTETHA HHGOpMALHS).

Ha HHSA Ha OYHUTE
C HenssecTHa uecToTa: CMYIEHHA B 3PEHHETO, OCODEHO B HAYAIIOTO HA JIEYEHHETO € Bh3MOXHO Jia
BBE3HHKHAT NPEXO/HH HAPYINEHHMA B 3peHUETO, MTOPaaH NMPOMAHA B HHBATA HA KPBbBHATA 3axap.

CToManiHo-9peBHH HAPYLICHHA

Penxu: aucreysHs.

MHoro peaxu: ragese, noBpeInaHe, QHapHd, NOAYBaHE HA Kopema, abaomMuHaleH AHCKOMGOPT H
abnoMHHaTHA 6OJKA, KOHTO PAIKO BOAAT A0 NPEKBCRAHE HA TEPAlTUATA.

XenaroOHIHapHU HapYLIEHUs
Muoro pefky: HapymeHHe Ha YepHOApOOHATa YHKIMS (HATIPHMED © XOJIECTA3a M MKTEP), XeNATHT K

4YepHOAPOOHA HEAOCTATHUHOCT.
C HeM3BECTHA YECTOTA: NMOBHUICHH HHBA Ha YEPHOAPOOHHTE CHIHMH.

HapyineHWsa Ha KOXATa H NOAKOXKHATA THKaH
Penxu: anoneims

C HEH3BECTHA 9€CTOTa: BB3MOXKHO € Jid BB3HMKHAT PEAKLMH HAa CBPBXYYBCTBHTENHOCT M0 KOXKaTa,
KaTo chpbex, oOpHB, ypTHKapus H (POTOIYBCTBHTETHOCT.

Hacnenpanus
Penxn: xauBaHe Ha Terjjo

MHoro peaxn: TloHkeHHe HHBOTO Ha HATPHA B KPHBTA.

Crobmapane Ha NONO3IUPAHH HEXKEJAHU PEAKIIHH
CrolinasaneTo Ha NOAOIMPANN HEKEIIAHHM PEaKilil ¢Je]] paspemaBane 3a ynorpeba Ha ieKapCTBEHHA

NpoAYKT € BaxHO. ToBa N03BoNABa a2 MPOTHDKM HaOMOASHHETO Ha CHOTHOIMEHHETO MO3a/PHCK 3a
JICKAPCTBEHHUSA IPOAYKT. OT MEAMLIMHCKHTE CNCLHATHCTH Ce H3HCKBA Ja ChobiaBar Besaka
NOZXO3HPAHA HEXKENTaHa PEeaKIHg Ype3 HALHOHAJIHA CHCTEMA 3a ChOOINAaBaHE:

buarapus

M3MLIHATETHA areHIHA 110 JIeKapcTBaTa
yi. ,JlamaH Fpyes” Ne 8

1303 Cogusa

Tem.: +35 928903417




yebcaiiT: www.bda.bg

4.9 Ilpenosupane

CHMITTOMH

Cnen npueM Ha CBPHXI03a, MOKe J1a Fh3HHKHE XHIIOIMIHKEMHs ¢ MPOABDKHTENHOCT oT 12 Ao 72 Jaca,
KOATO MOXE A4 C€ NMOBTOPH Clieli MEPBOHAYAMHOTO Bh3cTanHoBABaHe. CHMIITTOMHTE MOraT Ja He ca
HaJIMLe B TIpOXbIDKEHHE Ha [0 24 yaca crien npuema. [lo npuHUHAN ce Mpenopbuea HaOMONCHHE B
Ooyauua. Morar Ja BB3HMKHAT rajeHe, NOBpBIOaHE M OONKH B enMracTpuyma. B obmms ciyuaii
XHIMOrIMKEMHUATA MOXKE Na € NPHAPYKEHA OT HEBPOJOTHYHH CHMITTOMH, KaTO HECIIOKOHCTBHE,
TPEMOD, 3PHTEIIHH HapyIIEHHS, MPoONEMH ¢ KOOPAHHALIHATA, CHHIMBOCT, KOMA H I'bpUOBe.

OcTpoTo npeno3Hpane, KakTo M ILITOCPOYHOTO JIEYEHHEe ¢ TBBPAE BHCOKA J032 FITHMCITHPHI MOXe Na
JI0BEJIE JO TEKKA KUBOTO3ACTPAINABANIA XHITOrTHKEMEA.

eHCTBHA
Beanara cien ycraHoBsBaHe Ha nipeno3upane ¢ InuMeramma, Tpabsa na He3abaBHO Ja ce YBEIOMH
nekap. IlarmerteT TpabBa RHezabaBHO Aa MpHEME 3aXap, ako € BE3MOXKHO, 1ol popMaTa Ha MTIOKO03a,
OCBCH &KO JIEKApAT Beye HE € MOe -OTTOBOPHOCT 32 JICUeHMETO Ha mpenosHpaHero. BHuMarensoro
Habmo/leHHe € OT CLINECTBEHO 3Ha4YeHMe, NOKATO JIEKAPAT HE ¢ YBEpH, ¥e MalMeHThT € H3BBH
onmacHocT. TpabBa na ce moMHH, Y€ XHNOTITMKEMHATA MOKE A3 C€ MIOABH OTHOBO CJIEX MHPBOHAYAIHO
BL3CTaHOBABAHE.

B cmyvail Ha €K eNM30A HA XHNOTJMKEMHA, ITHPBOHAYANHOTO JICYCHME C€ CHCTOH NPEAHMHO OT
IPHEM HA MMOoK03a NEPOparHo. TekKkH XHMOTTHKEMHYHH PEAKIHA H3ACKBAT He3a0aBHO JIEYEHHe.

3HaYMTENHO npeno3upade Ha [uMeraMMa H TeXXKH PeakildH ¢ MPH3HAIM, KaT1o 3ary0a Ha Ch3HaHHe
HIH JPYrH CEPHO3HH HEBPOJIOTHUHM HAPYIINEHHS Ca CHEUIHM METHIMHCKH CIIy9aH H H3HCKBAT
He3abaBHO NneyeHHe. IlokaszaHo e HacTaHsBaHe B GOJIHHLIA B OTACIIEHHE MO HHTEH3HBHO JICUCHHE.

AKO € NMpHETO rolaMo Ko/mriecTBo I MHMMeraMa € mokasaH CTOMAlIeH JIaBaXk B paMkuTe Ha 1 gac ciea
MOTHBIIAHETO, TIOCHE/BAH OT AKTHEEH BLINCH, HATPHER CyN(daT U OKTPEOTHA. KONKOTO € BE3MOXKHO
Mo-cKopo TpsabBa fa ce 3amouse NpWIAraHe HA IIOKO3a IPH HeoGXoaMMocT; upes ¢ GomycHo
MHTPaBeRO3HO HHXekTHpaHe Ha 50 ml 50 % pasteop, nocneapan ot nHQYysusa Ha 10 % pasTBOp CBC
CTPHKTHO NpOCNeNABAHE Ha KpPHBHATA 3aXap MoHe 3a 24 vaca. AJTEPHATHBHO [PH BB3PaCTHH,
MPWIOKESHUETO Ha TIOKArOH MOXe Jia Ce UMa npensya. [lo-HATaTBIMHOTO JiedeHue Tpabsa na Obne
CHMITTOMATHYHO. |

[Ipu Texku cyyam ¢ NpOXBDKUTENEH KYPC, XHIIOITTHKEMHATa HWIH ONACHOCTTA OT ODPATHO M3NajaHe
B XHTIOTJIHKEMAA, MOXKE /12 IPOBIDKH HAKOMKO JTHH.

OcobeHo npu ic9eHHe Ha XHMOTTHKEMHS BCJICACTBHE HA ClydaiiHo npueMaHe Ha ['nMMeramma ot
Oelicra H Manku Aena, 203aTa Ha MPHIOKEHATA TIIOKO3a TPAOBA J1a C& KOHTPOJIHpa BHHMATEIHO, 33 3
ce u3berne BepOATHOCTTA OT NPEAU3BHKBAHE HA OMACHA XHneprankemusa. KpueHata 3axap Tpabsa ga
CE CJICAH CTPHKTHO.

5. ©®APMAKOJOI'HYHHU CBOMCTBA

5.1 apmMaxkoANHAMHYHHA cBolicTRa

PapMakoTepaneBTH4Ha rpyna: [ToHmKkaBamy KpEBHATa 3aXap JNEKApCTBCHH
Ha uHCynHH: CynoHunypeiinm
ATC kon: A10B B12.




I'namenupua € mnepopanHO AaKTMBHO  XHIIOTIHKEMMYHO BEIIECTBO, MNPHHANICHKAIMO KbM
cynpaHwIypeifHaTa rpyna. Toii Moxke 1a ce H3MO0iI3Ba [IPH HEMHCYJTHHO3aBHCHM 3aXapeH JHA0eT.

MexaHu3bM Ha neHCTBHE

[Menupun AelicTBa rnaBHO Ypes CTHMYJIMpaHe Ha OTACIAHETO HAa MHCYJIHH OT 0€Ta KJIETKHTE Ha
NIaHKpeaca.

Kaxro 1 npu apyru cyndaHiTypeiiHH NPOXYKTH, TO3H ePeKT ce OCHOBABA BBPXY YCHIIBAHE OTTOBOpa
Ha NMaHKPeaTHYHHTE OeTa KNeTKH KbM (PH3HOJIOTHYHHSA CTHMYJT Ha Ioko3arta, OCBeH TOBa, H3IMIexKa,
ue TIMMENHPHJ MPHUTEXKABA MOMNMEPTAHH eKCTpamaHKpeaTwdHH edekTH ordensiad CHIO W NpH

APYTH CyNndaHUTYPEeHHN NPOAYKTH.

OcBoBoxnaBaHe Ha HHCYJIMH

Cynanninypelinure TpoAYKTH perylHpaT HMHCY/IMHOBATA Cekpelus, qpe3 3arpapAHe Ha ATO-
YYBCTBHTEJIHHTE KAJIMEBH KaHand B MeMOpaHata Ha OeTa-knerkure. 3aTBapAHETO HA KATHCBHTE

KaHAMH TPEAM3BUKBA NENoispHialis Ha OeTa IJCTKHTIE, B PE3YJITAT HA KOETO — MOCPEACTBOM
OTBAPAHS HA KANUHEBHTE KAHAIH — C€ MOCTHTA NIOBHIICHO HABJIH3aHE HAa KAJIL{HH B KJIeTKaTa.
Tosa oy 10 ocBoOOXKIaBaAHE Ha HHCYJIHH MOCPENCTBOM €K30LMTO3a.

[THMeTTHpHN ce XapakTepu3Hpa C BHCOKAa CTerieH Ha 0OpaTHMO CBbp3BaHe ¢ MEMOpaHHHA NPOTEHH HA
Oeta-kneTkHTe, KOMTO € CBBhp3aH ¢ ATO-uyBcTBHTENHMS KajJHeB KaHal, HO € pPa3iMueH OT
0OHYaiiHOTO MACTO 3a CBEP3BaHe Ha CYJIpaHMTYPEHHHATE MPOMYKTH.

EKcTpanaHkpeaTHIHA aKTUBHOCT

ExcrpanaskpeaTiunnte edexTi ca HanpuMep, NOAOOpeHHe Ha YYBCTBUTENHOCTTa HA NEPHPEPHHUTE
THKaHH KEM HHCY/IHH H HAMA/ABaHe HA MHCYJIHHOBATA KOHCYMAalHA OT YepHHA Apod.

IToemaHeTo Ha rMIOKO3aTa OT KPBBT4 B NepHdepHaTa MYCKY/IHA H MACTHA ThKAH CTaBa NOCPEACTBOM
CICUMajJIHH TPAHCIIOPTHH NPOTEHHH, pa3noJIokKeHM B KIeThuHaTa MeMmOpaHa. TpaHCIOPTBT Ha
rMOK032 B TE3H TBKAHM € CKOPOCT-OTPaHMYABALIOTO CTHNANO B YCBOABAHETO HA TIJIFOKO3ATA.
I'nuMermpun MHOTO OBp30 yBesH4aBa Opos Ha MOJNEKYJHTE 33 8KTHBEH TPAHCHOPT Ha TIIOKO3a B
TUIa3SMEHATE MEeMOpaHM HAa MYCKY/JHHTE ¥ MACTHH KIETKH, KOETO BOAH A0 CTHMYJ/IHpaHE Ha
YCBOABAHETO HA ITHOKO34Ta.

[MMenHpHA noBHINABA AKTHBHOCTIA HAa IMUKo3dn-docdaTHAWMMHOINTON  cneludyviHara
pocdominaza C, koeTto MOKe Aa ce CBBpKE ¢ MEOHKAMEHTO3HO - MpEAM3BHKAHATa JMIIOreHesa M
[MIMKOreHE3a B H30MMPAHH MACTHH H MYCKYJIHH KIIETKH.

I'maMernpHa BHXHOMpa oOpasyBaHeTO Ha TIOKO3a B UepHHA IpoDd, 4Ype3 IOBHIIABaHE Ha

BBTPEKJIETEYHATA KOHLEHTpalma Ha (pykroso -2,6-6uchocdar, koliTo oT cBos crpaHa HHXHOMpa
NTIOKOHEOTeHE3aTA.

O01ma akTHBHOCT

IIpn 3apaBu HHAMBHIM MuHMMaNHaTA ediekTHRHA Nepopanua fo3a € npubmmsurenso §,6 mg. Edekrer
Ha TTMMENHPHA € J0303aBHCHM H BB3APOH3BOAMM. (PH3HOJIOTHUHHAT OTTOBOP HA TEXKKO (PH3IHUECKO
HaTopapBaHe, CHIKaBaHe HA HHCYJIMHOBATA CeKpPEeLHs, OCTABA NPH TITHMENHPHAL.

Hsmainre sHayuMa pasznHka B edexra He3aBHCHMO OT TOBA, AQJIH IPHEMBT Ha NGXANeTe
6un 30 MHHYTH Npeau XpaHeHe MAH HENMOCPEACTBEHO IPEAM XpaHeHe. :
A00bp MeTaboIHTEH KOHTPOI B IIPOANDKEHHE Ha 24 yaca MOXKe Aa ¢€ IIC
[03a.



Benpekd, Ye XUAPOKCH-METa0OJIHUTHT HA MIHMENHPH] [PEAX3BHKBA MANIKO, HO 3HAYMMO CHIDKCHHE B
CepyMHATa IUIIOKO32 [IPH 3[PABH MHAMBHIH, TOM € OTTOBOPEH CAMO 38 MHHMMAJHA 4acT OT OoOumMs

JIeKapcTBeH eeKT.
KomOunmpaHa Tepanus ¢ MeThopMuH

B emno mpoyusaHe ¢ nDAalMeHTH, NMPH KOMTO HE C€ IOCTHra ANEKBATHO KOHTPOIMpAHE upe3s
MakCHMalTHaTa [03a MET(POPMHH, € TOKa3aHO NORXOOpeHO KOHTpPONMHpaHe Ha MeTaboNH3Ma NpH
CHHOBPEMEHHO JIeYEHHE ¢ ITTAMENUPH], B CPaBHEHHE ¢ JIEYEHHETO MPOBEAEHO CaMo C METQOPMHH.

KoMOuHHpaHa Tepanmsa ¢ HHCYJINH

Jandure 3a KOMOMHMpaHO JieWeHWe ¢ WHCYIWH ca OTpaHMMeHH. IIpH halMeHTH HEaACKBATHO
OBJIaZICHH ¢ MAaKCHMAJTHATA 103a TITIHMENHPHI, MOXE /1a ce 3alloyHe CJHOBPEMEHHA Tepanuid ¢
uncyneH. 1Ipu nBe nmpoyusaHus, npy KOMOMMHPAHO JICUEHHE € TIOCTUTHATO CHINOTO MOXoOpPEeHHe Ha
KOHTPOJTMPAHETO HAa MeTaboMM3Ma, KaKTO MpH CaMOCTOATENHOTO MPHUNOXKEHHE HA HHCYIMH, obaue,
pH XoMOHHMpaHOTO NeucHHe ¢ Ouna HeoOXoaHMa Mo-HHCKA Cpe/THA 038 HHCYIIHH.

CrenuanHy nomyiauuy

Heouampuuna nonyrayus

[IpoBeaeHO € aKTHBHO KOHTPOIIHpaHO KIMHHYHO Tpoy4BaHe (TTHMENHPUA A0 8§ mg AHEBHO MM
metdhopMii 1o 2 000 mg aueBsHO) ¢ NpoxLIDKUTENHOCT 24 cemuiH npu 285 aena (na 8-17 roaqumya
BB3pacT), ¢ Anader Tam 2.

M rmaMerspua, 1 MeT(hOpMHH ¢a NOKa3ald 3HAUHTENHO HaMalneHUe B CpaBHeHHe ¢ 0asHCHOTO HHBO
Ha HbAi. (rmumermpup -0,95 (se 0,41); merdopmmn -1,39 (se 0,40)). Obasie, rauMenupua ne
OTIOBODH Ha KPHTEDHHUTE 3a non-inferiority crpaMo MeTQOpPMHH IIpH CPEQHOTO H3MEHCHHE OT
OazucHoro HMBO Ha HbA,. Paznukara B neveHusra e 0,44% B nomsa Ha MerpopmuH. I'oprata
rpanvua (1,05) Ha 95%-Hus noBepuTeneH uHTeprain He € noj 0,3% - rpanuLiaTa Ha non-inferiority.
Cnea nedeHunero ¢ riIMMenMpHi, He ca oTOQIN3aHH HOBH ChoOpakeHHs 3a 6e30nmacHOCTTa MpH AeLA B
CPaBHEHHE ¢ BB3IPACTHM TMALMEHTH ChC 3axapeH AHaber tun 2. Hama AaHHM 38 ABJINOCpOYHA
edHKacHOCT H 6e30NIaCHOCT NPH NeAHATPHYHH NALHESHTH.

S.2 PapMaAKOKHHETHYHH CBOHCTBA

Abcopbimist

BHOHANMMYHOCTTa HA MIMMENTHPH] CJiel NMEPOPAIHO NpAIokKeHHe ¢ weaHa. [IpHeMET Ha XpaHa HAMa
MpPAaKTHYECKO RIMAHHAE BBPXy abcopOumaTa, caMo cKopocTra Ha abcopbums neko HamansiBa.
MakcHMaIHH cepyMHH KoHUEHTpapH (Cn,,) ce mocTurat npubmusurenHo 2,5 gaca Criefl nepopanex
npueM (cpeaxo 0,3 pug/ml no BpeMe Ha MHOTOKPATHO AO3SHpaHe ¢ 4 mg AHEBHO) H ¢ HANMMIE JIHHCHHA
3ABUCHMOCT MexAy 103aTA H Cnax , KakTo H MexZy aosara m AUC (nnomra noa KpHBara

BpeMe/KOHLICHTPALHA ).

Paz CJICHUE
' uMenMpHa MMa MHOTO MaJTEK 06eM Ha pasnpeaencuue (npubmuzutento 8,8 marpa), kokro rpybo ce
PaBHABA HA MPOCTPAHCTBOTO Ha pasmpeeNcHHe Ha aj16yMHHa, BHCOKO CBBpP3BaHe C MPOTEHHH (>99 %)
M HHCBK KIHpBHC {Npubnmu3ATeaHo 48 ml/min).

Ilpu KMBOTHHM, IIMMENMpPHA C€ CKCKPETHpa B MJIAKOTO. [MMerHpHA NPeMHHABA B IUTALICHTATA.
IIpemumnasaneTo npes xemaroeniedantara Gapuepa e cnabo.

Buotpancgopmaius 1 enaMUHApaHe

Cpezunar npeoGnanasang CEPYMEH MOMYXKHBOT, KOHTO € OT 3HAYCHHE 18
IIpH YCTIOBAS Ha MHOTOKPATHO o3UpaHe, ¢ okolo 5 g0 8 waca. Caen npwi
HabImogaBaHH MaJIKO MO-IBJITH BPEMEHAa Ha MOJYKHBOT.
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Cnexn enHoxpaTHa 033 paJHOAKTHBHO MapKupaH rmuMermpun, 58 % or paaMoakTHBHOCTTA Oele
OTKpHTa B YpHHaTa ¥ 35 % BBB H3mMpaxHeHMATA. B ypHHaTa He O¢mme OTKPUTO HEIPOMEHEHO
BeiecTBo. Jipa MeTaGonnTa — Hali-BepOATHO PE3yNTaT OT YepHOAPOOHMA MeTabONMM3IBM (IN1aBHO Ypes
CYP2C9) Gsxa OTKpMTH KAKTO B YPMHATA, TAKA W BB M3NPAKHEHHATA: XHAPOKCH-TIPOU3BOAHO H
KapbokcH-nponsBoaHo. Cliel NEPOPATHO MPHIOKEHHE HA TIHMEIIHPH/ TEPMHAHATHHAT NMOTYKHBOT Ha
T€3HU MeTabOIHTH Oelne CHOTBETHO OT 3 70 6 uaca H OT 5 0 6 4aca.

CpaBHEHHETO MeXTy EHOKPaTHO H MHOTOKPaTHO NO3HpaHe BeHBK JHEBHO He MOKA3a 3HAYHMH
PAVIMKH BbE (PapMAKOKHHETHKATA H HHTpaHHIMBHAyATHATA BapHabwiIHocT Geme MHOro Hucka. Hama
NPAKTHYECKH 3HAUMMO KyMYJIHpaHe.

Creunanny nonyJiaiyg
(P>apMakoKHHETHKaTa Oeme CXOnHa NMPH MBXKE M XKeHH, KaKTO H NIPH NMAIHCHTH B MJ1azZia B CTapyecKa

BE3pacT (Hax 65 romumuu). TIpH NAUMEHTH ¢ HHUCHK KPEATHHHHOB KIHPBHC MMAalue TEHICHUHA
KIMHPBHCHT HA MTHMENMHPHI fa ce MOBHINABa H CPEIHMTE CEpYMHH KOHLICHTPALMH Jia ce MOHHKAaBaT,
HaH-BEPOATHO B Pe3yNTaT Ha Mo-OBp30 €HMMHHUpPaHe, NOpagH MO-HACKO MPOTEHHOBO CBBpP3BaHE.
brbpeynoro enumuHupaHe Ha apara merabonura Geme HapymeHo. Karo ugmino, He Moxe na ce
NIPHEME, e CHINCCTBYBA AOITBIHHTE/IEH PHCK OT KyMY/IHPaHE IPH TAKHBA MALMEHTH.
@OapMakoKHHETHKATA IPH NeTHMA NaLMeHTH 6e3 nHaler ciien onepalHa Ha XTHUHHTE [THTHINA € O1a
CXOJHA C Ta3H TIPH 3IpaBH HHAHBHIH.

Ileduampuqna nonyrayus

Enno fed study-npoyusase, w3caeasamo (papMaKkoOKHHETHKATa, G€30MacHOCTTa M MOHOCHMOCTTa Ha
1 mg emHoKpaTHa goza rmMMenmpHua npd 30 neauarpuuHM naupeHTH (4 aetia Ha BB3pact 10-12
roaHHH H 26 aena Ha BB3pacT 12-17 rogunan) ¢ quaber THN 2 e NOKa3ano cpeaHH cToiHocTH 32 AUCo
sy, CMAX U tin, CXORHM HA HAGMOAABAHMTE TIPEAM TOBA TIPH BLIPACTHM.

53 TlpeaxnunuunH ARHHA 38 GelonacHoCT

Iipn npepuMHMYIHHTEe WINMTBAHAR edeKTH ca HaOoZaBaHH caMO TPH EKCIO3HLMH, KOMTO ca B
JOCTaThb4YHA CTENeH MNO-TONEMH OT MAaKCHMMATHATA EKCMO3HUMA MNpH Xopa, MOKa3anH ca Malka
PENIEBAHTHOCT KBM KIWHHYHOTO NPWIOKECHHWE, WIH ca OMIH NpMYMHCHH OT ¢apMaKoANHAMHYHHA
edekT (XMNOTIHKEMHA) Ha BEIIECTBOTO. 1e€3M MOaHHH C€ OCHOBABAaT HA M3CIEIBAHMA Ha
KOHBSHLHOHANHATA (QapMakonorda 3a 0e30macHOCT, TOKCHYHOCT NMPH MHOTMOKPATHO IO3HpPAaHe,
reHOTOKCHYHOCT, KaHICPOTSHCH MOTEHIIMAN W penpoaAyYKTHBHa ToKcuuHocT. IlpH mocnenHure (3a
eMOPHOTOKCHYHOCTTA, TEPATOTEHHOCTTA H TOKCHKOJMIOIHA HA Pa3BUTHETO), HabMOAaBaHUTE HEKENAHH
PEAKIHH C€ CYHTAT 334 BTOPHYHM MO OTHOLICHHME Ha XHAMOITMMKEMHUYHHTE e(EKTH, MpenH3BHKaH OT
BCIIECTBOTO NPH MAUKHTE U NMOTOMCTBOTO.

6. ®OAPMAIIEBTHYHH CBOUCTBA
6.1 CoHchbKk HA NOMOIDHNTE BellleCTBA

JlakTo3a MOHOXHApAT
HATPHCB HUMIECTEH TIIHKONAT (THN A)

MHKPOKPHCTAITHE LISITY1034
noBuacH K30

MArHe3Hes cTeapar
HHaMrokapmuH (E132)

6.2 HecsBMecTEMOCTH

Henpunoxmmo.
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6.3 Cpok na rognoct

3 roauHu

6.4 ChoenEaNHE yCJIOBHSA HA ChXpPAHEHHE

To3H neKapCTBEH NPOAYKT HE H3HCKBA CTIEIMATHH YCIIOBHA HA ChXPaHEHHE.
6.5 BajaHChALPAXAHNC HA ONAKOBKATA

TTpo3paunu PVCfanymnmeBH 6micTepi.
Onakobku no 30, 60 u 120 Tabrerxu.

He pcHuxm BHIOBE ONakOBKH MOTAT A2 OBJAT MYyCHATH B nipoaaxoa.

6.6 Cpenpaann ﬁpennaann MepKH NPH H3XBBPJIAHE

Hsama cniemaniy W3MCKBaHAA 38 U3XBBLpJIAHE.

HensnomssaHuaT NexapcTBeH NPOAYKT HIH OTNAABYHHTE MaTEPHAIM OT Hero TpAOBa Aa ¢€ H3XBBPJIAT

B CHOTBETCTBHE C MECTHHTE H3HCKBAHHA.

7. HNPATEXATEJ HA PAZPEIIEHHETO 3A YIIOTPEBA

Worwag Pharma GmbH & Co. KG

Flugfeld-Allee 24

71034 Bablingen

I'epmanma

8. HOMEP HA PASPEHIEHHETO 3A YIIOTPEBA

20080252

9. BATA HA I'bPBO PA3ZPEHMIABAHE/TIOAHOBABAHE HA PAZPENIEHHETO 3A
YIIOTPEBA

Nara Ha mepeo paspemarane: 28 Hoemspu 2008 r.

Hata Ha nmocneHo noguosaraue: 6 IO0uu 2012 r.

10. JATA HA AKTYAJIMBHPAHE HA TEKCTA

04/2023
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