1. HUME HA JIEKAPCTBEHHUA ITPOJAYKT

Heormuuua 0,5 mg Tabnetku
Heormmuung 1 mg tabneTku

Heornunuung 2 mg TaOIIeTKH ; Mjf] bﬂHHTEﬂHR AFEH U,Mﬂ 10 IEKAPCTBATA

Kpamka xapaxmepucmuxa Ha npogykma - [IpuAoxeriue

Neoglinid 0,5 mg tablets ///?D ///97 //ZO /
Neoglinid 1 mg tablets Ko Pz, N '/Z{? S
Neoglinid 2 mg tablets i 29305-4 5 -

Paspswenue Ne .70 0. seeraresrerT eerareureerarnerraresresinaras

' O :
2.  KAYECTBEH U KOJWMECTBEH ChCTABPHE W o

Bcesaka Tabnerka cbabpika:

Heornnamn 0,5 mg tabnerku — 0,5 mg penmarnuuuzn (repaglinide)
Heornunun 1 mg rabnetku — 1 mg penarnuuun (repaglinide)
Heornunun 2 mg TabneTkyu — 2 mg penarnuHuy (repaglinide)

IloMOIIHO BEIECTBO ¢ H3BECTHO ACHCTBHE: JIAKTO3a H Ap.

3a MEJIHHA CITHCHK Ha IOMOILHHUTE BEL[ECTBa BHOKTE TOYKa 6.1.

3. JIEKAPCTBEHA ®OPMA

Tabnerka,

Tabnerkute Heornmuumya 0,5 mg ca 6enu, KppriM M M3MBKHAM OT JABETE CTPaH!,
Tabnerkure Heornuuma 1 mg ca JXbATH, KPBIJIH H M3MEKHATH OT JABETE CTPAHM,
Tabnetkure Heornmuuupa 2 mg ca opaHeBH, KPBRIITH H H3TBKHAIH OT ABETE CTPaHH.

4. KJIMNMHHUYHHU JAHHH

4,1 TepaneBTHYHH NOKA3AHHSA

PenarnuHuza e moka3ad Np¥ nanueHTH ¢ guaber THO 2 (HEHHCYJIMHO3AaBHCHM 3axapeH awaber (HHU33ID)),
[IPH KOMTO ¢ AHETd, HAMAABAHE HA TETJIOTO M (PH3HUECKa aAKTUBHOCT XHMEPrIUKEMHUATA BEde HE MOXKE Ja Ce
KOHTpoJupa aobpe. PenarmdHu Cblo € noKalaH B KOMOHHALIHA ¢ MeThOPMHH NPH NauueHT ¢ Auaber Tun
2, MIPH KOKUTO CAMOCTOATEITHOTO [IPUIIOKEHHE Ha MeThOPMIH HE OCHIYpABa 3aJOBOIUTENIEH KOHTPOIL.

JleueHueTo T'pHGBEl Aa CC 3alo4yH¢ Karo OONBJIHCHHE KBM AJHETatTa H (l]]-’lS]'-’l"-IBCKaTa AKTHBHOCT C L€A
NMOHMWKAaBAaHC HUBATA HA KPBbBHATA 3aXap, CBbP3aHO ¢ XPAaHCHE,

4.2 J103BpOBKA M HAYHH HA NPHJIOKEHHE

Penarnvaug ce npuemMa npefH XpaHeHe M J103aTa ce Onpeiaens MHIMBMAYANHO, 3a Ja Ce ONTUMH3Mpa
TITHKEMHYHHA KOHTpou. JomeaHuTeHO KbM O0OHYaiiHUS CaMOKOHTPOJI Ha KpPBBHATA 3aXap W/HJIM 3axapTa B
YpHUHATa, H3BLPIUBAaHM OT MNAalMEeHTa, KPbBHATA 3axap Ha mnauueHra Tpabpa Aa Obae MOHMTOpHpaHa
NEPHOAWYHO OT JieKap, 3a Aa ce oNpeleld MHHUManHaTa eQeKTHBHA 103a Ha naluMeHTa. OnpenensHeTo
HHBaTa Ha TJIMKO3HJIHPaHHd XeMONIOOWH MMa 3HAaue€HHWE IPH MOHHTOpPHpaHe OTTOBOpa Ha JIALHMEHTE KhM
mevyeruero. [lepHOAUYHO MOHHTOPUpAHE € HEOOXOAMMO 3a YCTAHOBSBAHE Ha HeaZleKBAaTHO MOHIDKABAHE h%t\
KPBbBHaTa 3aXap NPH MaKCHMAJIHaTa TNpenopbyBaHa 1032 (T.H. MPBUYHO H3UEPIIBAHE) U 3 ycTaHDBﬂ’BaHe
oTcnabBaHeTO Ha AZEKBATEH IMOHVMIKABAIL KPBEBHATA 3aXap OTroBOp el HadaleH nepﬂon Ha e:bemnﬂﬂc'r

(T.H. BTOPHYHO U34EPIIBAHE). T o
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KpaTkoBpeMeHHO NPWIOKEHUE Ha peNariuHU MOXe Ja ¢ ROCTATBRYHO MpH IIPeXOAHO HapyllaBaHe Ha
KOHTpOJIa NPH MALUEHTH ¢ AHabeT TUI 2, KOUTO OOHKHOBEHO ¢e KOHTpoIHpaT nobdpe ¢ auera. Pemarnueua

TpaOBa Aa ce MpueMa IpeId OCHOBHUTE XpaHeHHd (T.€. MpenpaHIHaIHO).

Hauanna no3a

JlosnpoBkata TpsabBa ma Obae onpenesieHa OT JieKap CHOopel HY)KOWTe Ha manueHTa. IlpenopbuBanata
HayaJiHa 1o3a ¢ 0,5 mg. Eqna no ape ceamMuiu TpA6Ba Ja mpeMuHAT MEXITY OTIEIHHTE €TAIH 3a ONpelie/IsHe
Ha J03aTa (B 3aBUCHMOCT OT M3CJICIBAHUSNTA HA KPHBHATA 3axap). AKO MNalMEeHTHTE NPESMHHABAT OT [pYrH
NepopaTHy XHIMOMTHKEMHA3HPAIIH POAYKTH, HaYaJHaTa IIPENoprYBaHa fo3a € 1 mg.

[Hoaaspakalia no3a
MakcuMaiHaTa IIpenopbYBada €ANHAYHA 034 € 4 mg, NpyeTa € OCHOBHUTE XpaHEeHHU4.

O61aTa MakCUMAaJIHa JHEBHA J103a He TpaOra aa mpepumasa 16 mg.

CrerudpHuHN IPYIH MAIUEHTH

PenarniHMa OCHOBHO C€ €KCKpEeTHpa 4Ype3 >KTbUKaTa U CJICAOBATEIIHO €KCKpeluATa He Ce TMOBJHABA OT
OLOpeYHH HapyIICHHUS.

Camo 8% ot endHHMuHa [03a penarjimHWi ce otnenar 4ype3 OuOpeumTe M O0LMAT IUIa3MEH KJIMPBHC Ha
MPOAYKTa € MOHIKEH NPH TAIMEHTH ¢ HapymeHa ¢yukuma Ha OwnOperure. [Ipm nuaberHo SomHu e
OBEOpeunH YEpeXaaHuA WHCYJIMHOBATA YYBCTBHTETHOCT € [TOBHIIEHA H ONpPEeAE/IHETO Ha no3ara Tpsdsa na
Ce H3RBPUIBA BHUMATEITHO.

HsamMa npoBeseHW KIHHWYHH NMPOYYBaHUA NPH MAlLHEHTH HaJ 75-TOZWIIHA BBL3pPacT HJIHM NPH MALMEHTH ¢
yepHOJApoOHa HEOCTAaTHYHOCT. (BXK. TOuKa 4.4).

HpH H3TOLICHH WJIH HCOOXPAHCHH NALIHCHTH HaYallHaTa H IIOASbPKAIIUTE HO3H T[}HﬁBEI. Ada 6'5;[&'1‘ YMCDPCHH H
3a J1a ¢e H30ErHAT XHIOTrTHKEMHYHHTE PeaKIlHH, ¢€¢ H3UCKBA BHHMATCITHO ONPCACHAHEC HA A03aTa.

[TanyeHTH, MOJYYaBally IPYTH MepopanHy XUmorjaukeMusupamy npoaykry (IIXIT)

[TaupeHTHTE MOrat Aa MPEeMUWHAT OUPEKTHO Ha PEMarjIMHMA, OT APYTH NEpOpanH¥ XMIIOTNTHKEMH3HpallH
NpOOyKTH. BENpeKH ToBa He CBLIISCTBYBAa TOYHA BPbB3Ka MEXAY HO3MTE HA PENarjiMHUuA M JpPYrUTe
[epopalHH XHIOITIUKEMH3HpallH OpoaykTH. IlpenopruBaHaTa MakCHMallHa HayajlHA J03a 3a MalHeHTH,
KOWTQ NPEMHHABAT HA peNariiuHug, € | mg, IpHeT rnpegyd OCHOPHHUTE XpaHEeHU.

Penarnuuang Moxe ga ca npwiara B KOMOMHaIMA ¢ MET(HOPMHH, KOraTo KpEBHATa 3aXap HE Ce KOHTpOHpa
nobpe camo ¢ MeTgopMHH. B To3u ciyyaii fo3ara Ha MeT¢OpPMUH TpAORa Na Oble 3arascHa U penariIHHH
Ja ce€ Ipunara eIHOBpeMEHHO ¢ Hero. Hayannarta posza penarnuuup € 0,5 mg, npUeT nNpead OCHOBHHTE
XpaHEeHHS; OIpeNeNsHeTO0 Ha J03aTa € B 3aBHCHMOCT OT OTTOBOpAa HAa KpPHBHATa 3axap KaxkToO IIpH
MOHOTEpAITHA.

4.3 IlporEBonmokasaHus

CBpBXYYBCTBHUTETTHOCT KBM PeNarIHHK HIA HAKOE OT HOMOILHNUTE BelllecTBa B Heornmumny;
Juaber tun |1 (Macynunozasucum 3axapeH Huaber: M33/1), C-nentua oTpHLaTeneH;
HMuaberHa keToanmaosa, ¢ WM 063 Koma,

bpeMeHHOCT B KbpMEHE (BXK. TOUYKA 4.6);

Heua nog 12-roauinHa Bb3pacT;

Texko ueprHOIPOOHO HapylLIEHHE;

EnnospeMenna ynorpebda ¢ reMpubpoann (Bxk. To4ka 4.5).
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Penmarnmuung Tps6Ba aa ce mpemmHcBa, CaMO KOraTo KpbBHATa 3axap € JIOLIo KOHTpliUIHpaHa | cmmmmrre :
Ha auafera NEPCHCTHPAT, HE3aBUCHMO OT aJICKBATHUTE ONUT M C JHeTa, (b@l{qwxa aKTI{BHﬁc’I‘ H
NOHI)KAaBaHE Ha TETMOTO. | EPIEE |




XHUMOrTUKEMHUR
Penarnuuana, noao0HO Ha BCHYKYW APYTH HHCYJTMHOBH CEKPETaro3u, MOXe a NOBEJe N0 XHITOTTIMKCMHAL.

KoMOMHALHS ¢ HHCYJIHHOBH CEKPETAro3u
[ToHWkKABALIMAT KPbBHATA 3axap e(exT Ha NepopalHHTe XHWMOTIMKEeMH3HpallH NPOAYKTH HaMaliBa npH

NMaIHCHTUTE cJen NMPOABDKUTENSH IpHEM. 10Ba MOXKE fla ¢ AB/DKM Ha TPOTrpeCHPaHe TEXCECTTa Ha
3aB0JISBAHETO WIM HA I[IOHWXKEHUS OTTOBOp KBM IpoaykTa. To3u ¢eHOMEH € HU3BECTEH Kar0 BTOPHYHO
M3UepIBaHEe, 32 J]a C& Pa3rPaHUYM OT MBPBHYHO W3YEPIBAHE, KBACTO JIEKAPCTBOTO € Hee(YESKTHBHO MNPH
OTHENHAS MALMEHT clle]] nbpBuA npueM. KopurupaHeTo Ha Ao3aTa H INPHABPXKAHETO KbM JHE€Ta H
dbu3MuecKa aKTMBHOCT TpAOBa fa ce MpelieHAT, Npefd NajeH MalMeHT Ja ce KIaCHQHLMpa KaTo TaKbB C
BTOPHYHO H3UEpIIBaHE.

Penarnuuug jeiicTBa upe3 CHELHAJIHO CEBP3BAINO MACTO C KpaTkoTpaeH cdekT BbpXy B-mreTkure.
VnoTpe6aTa Ha peMarivHHA B Ciydail Ha BTOPHYHO H3UEPIIBAHE KHM HHCYIMHOBH CEKPETArO3H He €
M3C/eqBaHa B KIMHMYHM INpoydaHus. HaMa mposeneHH TpOyuBaHHA 3a KOMOMHHMpaHe ¢ HHCYJIHHOBH

CeKpeTaro3u H akap0osa.

Kom6unaumg ¢ Neutral Protamine Hagedorn (NPH) uHCYTHUH HIIH THA30MHAWHAHOHH
IIpoBeieHK ca MpoyuBaHHs 33 KoMOHHMpaHa Tepamua ¢ Neutral Protamine Hagedorn (NPH) mHCynuH HH

THAZONMUAMHIHOHH. BEIPEKH TOBA BCE OIIIE HE € YCTaHOBEeH NpodiThT Ha 6€30MacHOCT B CPpaBHEHHE € APYTH
KOMOMHHpaHH TEpAITHH.

KombOHHa ¢ MeTHOPMHUH

KoMOHHHPAHOTO JiedeHHe ¢ METPOPMHUH € CBBP3aHO C MOBHIICH PUCK OT XHIMOTTIHKEMHA. Korato nammesr,
cTabuIH3HpaH ¢ TIEPOPAIEH XUITOTIMKEMHpALL NPOAYKT, € H3N0XEH Ha CTPeC KaTo NOBHIICHa TEMIICPaTypa,
TpaBMa, HHQEKIHA WIH XHpYPraHvYecka onepalys, MOXe Ja ¢¢ HapyIlH KOHTpolla Ha KpbBHATa 3axap. B
TAaKbB MOMEHT MOXe Ja C€ HAJIOXKH CITHpaHe MpHEMa Ha penarinHuf] 4 BpeMEeHHO NPHJIOKEHHE Ha HHCY/THH.

OcThp KOPOHApPEH CHHIPOM
YmorpebaTa Ha penariMHH MOKe Ja ¢€ CBBpiKe C IIOBHUICHA 3a00/IeBaEMOCT OT OCTBP KOPOHAPEeH CHHAPOM

(vanp. HHapKT Ha MUOKapZa) (BxK. Touxkn 4.8 1 5.1).

EnHoBpeMerHa ynorpefa |
EnHoBpeMeHHaTa ynotpe6a Ha TPHMETONPHM C PeTIariIMHUA TPAOBa Ma ce u30arBa, Thi KaTo NpoQHILT Ha

6e30MacHOCT Ha Ta3H KOMGHHAILMA He € YCTAHOBEH 3a A03H MO-BUCOKH 0T 0,25 mg 3a penariuiua u 320 mg
3a TpUMETONpHM (BK. Touka 4.5). AKO e HAJIOKHTeJHa €IHOBPEMEHHa ynotpela, TpAOBa Aa ce NPOBEXKAA
BHMMATE/IHO NPOC/IeAMBaHe Ha KPBbBHATA 3aXap M CTPOro KIHHHYHO HaOMoAeHNE.

Neoglinid Tps6ea ma c¢e ynoTpebsBa BHUMATETHO IpPH EIHOBPEMEHHO TNPHUJIOKEHHE ¢ HHAYKTOPH Ha
CYP2C8 (uanpumep pHPaMIHIHH M XKBAT KaHTApHOH), [IpH e IHOBPEMEHHO NpPHNOXKEHHe Ha pUaMIALHH
M pernarfiMHug € HeoOXOQUMOo anarTHpaHe Ha [03aTa Ha penariMHHL, OCHOBAaHO Ha BHHMATCITHO
naboJeHHe HA KOHLEHTPaUMHMTEe HA TJIFOKO3aTa B KPHBTAa NpPH 3aMo4BaHE Ha Je4YeHde ¢ pHpaMIHLMH
(ocTpo MHXxHGHMpaHe), moc/jeaBallo Ao3upaHe (KOMOMHHpaHO HHXMOMpaHe W WHIYUMpaHe), CTIMpaHe Ha
fiedeHreTo (caMo MHIYLHpaHe) W NpHGIM3KMTENHO N0 ABEe CEAMHLHM Cfell ciipaHe Ha pHpaMMHLHH, KOraTo
MHAYLHPAIIHAT My edexr Bede e H3uepnaH (BiK. To4ka 4.5).

CrnendHyHH rPYNH MAUHEHTH

HsMa npoeeieHH KIMHHYHY TIPOYYBaHHMs [IPH [IALUEHTH ¢ YBpeieHa YepHOAPoOHa dyHKums.

KmuHMMEM TpoydBaHMs He ca TIPOBEOKAaHH MPH Jela H IOHOWHM moj 18-rogumimHa BE3pacT WIH NpH
MALMEHTH Hajx 75-roaumHa pb3pact. CefoBaTenHo He ¢e NPenopbyYBa JIEYeHHE TIPH Te3H IPYTIH NalHEeHTH.

4.5 B3anMoaeiicTBHE ¢ APYrH JeKAPCTBEHH NPOAYKTH H APYrH GOpMHA HA maﬂﬁoneﬁ&nne |

H3ipecTHO €, 4Ye HIKOHM JISKapCTBEHH NPOAYKTH MOrar naa MNOBJIHAAT Me’raﬁonﬂma Ha rnlﬂkoaam
CnenopaTteHo eKapaT TpAOBa Aa UMa MpeABH/ Bh3MOXHHTE B3aUMOICHCTBHA "
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In vitro pnaHHWTEe NOKa3BaT, 4¢ penaruHUa ce merabonmsupa mpeauMHo ot CYP2CSE, HO cBpmo ¥ OT
CYP3A4. Knunu4HM JaHHU TIpH 3paBd 1o0posonnd noTebpxaasar, ye CYP2C8 e Hai-BaXHUAT CH3HM,
yyacTsaly B MeTabo/M3Ma Ha penarivuHuA, ¢ HesHaymrenHa pond Ha CYP3A4, HO OTHOCHTEJIHHMAT JAN Ha
CYP3A4 moxe na mapacHe npd uuxubupane Ha CYP2C8. CnenoBarenHo meTaGoNU3MBT, a OTTaM H
KIMPBHCHT Ha perarfvHK, MOraT Ja ObJaT H3MEHEHH OT JIEKapCTBa, MOBIMABAIIM TE3HW LUTOXPOM P-450
EHZMMHM upe3 HHXMOHMpaHe Wi mHAynHpaHe. CnenmanHo BHHMaHHe TpsGBa Ra ce oOBpHe, Koraro
eaHOBpeMenHo ce rpunaratr HHxuOuTopy Ha CYP2C8 u 3A4 ¢ pemarnuHuz.

ClleIHWTE BELIECTBA MOTAT fla YCWIAT W/WIM YAB/DKAT XHMNONTHKEMH3HpPAIIMA €(PEKT Ha penarauHup:
reM(pHOPO3HN, KIAPUTPOMHIIMH, HTPaKOHA30Jl, KETOKOHA30J, TPHMETOMPHM, APYrH aHTHAHAOeTHIHH
JIeKAPCTBEHH MPOAYKTH, HHXHOMTOPH Ha MoHOaMuHOOKcHAa3aTa (MAQO-uHXHOHTOpH), HECeJIEKTHBHH OeTa-
610KepH, MHEXHOHTOPH Ha aHTHOTEH3HH KoHBepTupauws eH3uM (ACE-unxuburopn), cannuanaty, HCIIBC,
OKTPEOTH]A, ATKOXO0J H aHAOOIHH CTEpOHIH.

EqHOBpeMeHHOTO mpHnarade Ha remdubposwn (600 mg asa mwbTH AHeBHO), mHxubuTop Ha CYP2CS, n
penarauaan (eauHMYHA a03a ot 0,25 mg) yBenuuasa AUC Ha penarnvung 8,1 obTH U Cumax 2,4 MIBTH NIpH
3apaBu AoGpoBoIiM. BpeMeTo Ha MOMY>KHBOT ce yAR/DKaBa oT 1,3 yaca Ha 3,7 4aca, KOSTO MOXE /1a IOBHINH
H YIBDKH MOHWKABALIKAT KPBBHATA 3aXap €(eKT Ha pemarjiiHWi, KaTo IUia3MeHaTa KOHUCHTPALMA Ha
perarniHHA Ha 7™ uac ce ypenmuaea 28,6 mbTH oT remdubposwn. EaHoBpemenHata ymoTpeda Ha
rembUGPOIUI M peNarjiMHuA € MPOTHBOMOKa3aHa (BXK. TouKa 4.3).

EfHOBpeMEHHOTO MpHIOXKEHHE Ha TpAMeTonmpuM (160 mg OBa MBTH JHEBHO), YMEPEH HHXMOMTOp Ha
CYP2C8, u penarmuuma (eauuuvda no3a ot 0,25 mg) ysenuuasa AUC Ha pemarmuHHA. Cpex M ti2
(crotBetHO 1,6, 1,4 1 1,2 meTH) O€3 cTaTHCTHYECKH 3HAYMMH €(pEKTH BhPXY HHBOTO Ha KpBBHATa 3axap.
Tasn nunca Ha dapMakogHaMHYeH ediekT € HabitoapaHa Ipy NPUAOKEHHE Ha [10-HACKA 032 penariHHH
OT TepaneBTHYHATA. Thit KaTO MPOPUIBT Ha H€30NaCHOCT Ha Ta3W KOMOHHALKA HEe € YCTAaHOBEH 3a A03H I10-
Bicoky ot 0,25 mg 3a penarMHuA M 320 mg 3a TPHMETOIPHM, €AHOBPEMEHHOTO MM TMPHIIOKEHHE TpsAOBa aa
ce w30ArBa. AKO € HANOKWUTENHA ¢QHOBpeMeHHa ymotpeba, TpabBa Ja ce NpOBeXAAa BHHUMATEIHO
npoc/ieidBaHe Ha KPBBHATA 3aXap M CTPOro KIMHHYHO HabmoneHHe. (BX. TouKa 4.4).

PudaMIUIMABT, KOWTO € MoleH uHayktop Ha CYP3A4, a cemo 1 Ha CYP2C8, neiicTea H KaT0 HHAYKTOP,
¥ Karo HHXMOHMTOp Ha Merabonu3ma Ha pernarnuHui. CeleMIHEBHO CAMOCTOATENHO NPHNIOXKEHHE Ha
pudamnuan (600 mg), nocneasaHo ot AoCaBAHe HA penarMHUZL (eAMHMYHA f03a 4 mg) HA CeMHA JICH,
ponu g0 HamanapaHe Ha AUC ¢ 50% (edekt orT kOMOHMHMpaHO HHAyIHMpaHe W HuxubOupane). Ilpu
NPHJIOXKEHHE HA PenarinuHuy 24 vaca ciell mocneaHara nosa pHdammauuH ce Habmoznaea 80% namanenue
Ha AUC Ha pemarmunng (edexT caMo Ha MHAYIMpaHe). 3aTOBa €JHOBPEMEHHOTO IIPHIOXKEHHE Ha
paGAMITHIMH M penarjidHUA MOXKe RAa HAJNOKH analTHpaHe Ha J103aTa Ha penarniMHAJ, OCHOBAHO Ha
BHUMATE/IHO HabOMIOIcHHE Ha KOHIEHTPALMHMTE Ha IJIIOKO3aTa B KpHBTa [pH 3arnoyBaHe Ha JICHYEHHE C
prAdaMmuIMH (OCTpo MHXMGHpaHe), MocaeaBauo Ko3upaHe (KoMOHHMpaHO HHXMOMpaHe M HHAYLMpaHe),
CIHpaHe Ha JICYSHUETO (CaMO HHAYLHPAHE) M o [Be CEAMHIH clie]l CIMpaHe Ha pH(MaMITHLHH, KOraro
HHOyLUPALIUAT My edekT Beue € u3depnaH. He e M3KmOYeHO APYTM HHIYKTODH, Hamlp. (eHUTOHH,
kapGaMazenuH, GeHoGapOHTan, JKBJIT KAHTAPHOH, A3 HMAT [0I00eH edekT.

EdeKkTsT Ha KETOKOHA30]I, MPOTOTMI HA MOLIHM H KOHKypeHTHH HHXHOMTOpH Ha CYP3A4, BBpXY
(papMaKOKMHETHKATA Ha peraryiMHUA e MpoyueH npH 3ApaBH xopa, EnHoBpementoTo npmiarae Ha 200 mg
keTokoHa3on yeemudapa 1,2 mbTH AUC u Cpax Ha penarMHuA [IPH NPOMsIHA B MpodHiia Ha KpbBHATA 3axXap
mo-Mauko or 8% (NpH enuHM4YHA fmo3a 4 mg penarnuAnn). ExHospemenHoro mnpuiarave Ha 100 mg
uTpaxoHa3oJ1, HHXuGHTOp Ha CYP3A4, chio e npoyyeHo mpu 3Aparu nobposonmum i yseaudasa AUC 1,4
. Hama HaGmoRaBaHo 3HAYHTENHO ACiCTBHE BEPXY HHBOTO Ha IIIOKO3aTa MPH 3ApaBH AOOPOEOIILIM.
TIpn mpoy4BaHe Ha B3aMMOAEHCTBHATA NPHU 37paBH ROOPOBOJIE €JHOBPEMEHHOTO MPHJIATaHE Ha 250.mg
KMAPUTPOMHLIMH, MOILISH, Ga3upaH Ha MeXaHU3Ma Ha neficTeue nHxuGuTop Ha CYP3A4, sieko yBenwyasa 1,4
meT AUC Ha penarmuaua u 1,7 METH Cmax, B yBeOMuaBa 1,5 eTH cpeaHoTo MHKpemerTanHo AUC Ha
CepyMHHS MHCY/HH M 1,6 MBTH MakCMMaHaTa KOHUEHTpaHs. TOUHHAT MEXaHH3bM' Ha B3aHMOACHCTBHETO |
HE € U3ACHEH. S "



Bm-ﬁnoxepme MoOrar na MackhpaTt CHMIITOMHTC Ha XHUIIOITHKCMHA.

EIHOBPEMEHHOTO MpHIIOKeHHe Ha BCHUKH cyOcTpatt Ha CYP3 A4, KaTo UMMETHANH, HH(eTAIHH, eCTPOreH
HIM CHMBAacTaTHH ¢ peENarIiHKi, HEe NOPOMEHS 3HA4YHTENHO (¢ apMaKOKWHETHYHHTE IapaMeTpH Ha
perariauHH1a.

PenarndHnAp HAMa KIHHHYHO 3HA4YMM eQeKT BBPXY (apMakOKMHETHYHHTE CBOHCTBA Ha JHIOKCHH,
TeoQWIMH WM BaphapuH IIpM CTALMOHAPHO CHCTOSHHE, KOTAaTO Ce NMpHWIara TpH 3ApaBH JoOPOBOMIIM.
CnenoBaTeHO He € HeoOXOAHMMa KOPEKLHA Ha Jo3aTa Ha Te3H CHhEeAHHEHHA NpH €IHOBPEMEHHOTO HM

MpHJIOXKCHHE C PCTIArTTHHNKA.

CregHdTe EellecTBA MOraT [Aa HAMAJIAT XHNOMIHKeMHpaliua edeKr Ha penanIMHHA. [NepopanHH
KOHTPAEITHUBH, pHGAMIMHUWH, OapOHTypaTH, KapOamasenuH, THa3MIM, KOPTHKOCTEPOH[H, AaHa3ol,
THPEOUIHH XOPMOHH M CHMITATHKOMHMETHILIH,

Korato Te3u JICKApCTBCHH IPOIYKTH CC NPHIArat WiH ¢ Criipa puiIokKCeHHUETO HM IIPHA NAIHCHT, JICKYBAH C
perarJinnyAa, NatuCHTbT TPSIGBa Ia ce Ha0/I0aaBa BHUMATENHO 32 HNPOMCHH B INTHKCMHYHHA KOHTPOJI.

Korato penarnuHmpa ce mpuiara 3acfHO ¢ JIPYTH JIEKAPCTBCHH MPOMYKTH, KOHTO KAaTO HEro C¢ U3TBUBAT
OCHOBHO C MUIbHKATA, TPAOBa Ja ce UMAT [peBU]Y Bb3MONKHUTE B3aHMOICHCTBHA.

IleanarpuyHa DONyJIalNg
FlpoyuBaHus 3a B3aMMOJAEHCTBHATA HE €A IIPOBSKAAHM IIPH AcLia H IOHOIIH.

4,6 DepTHIRTET, 6PEMEHHOCT H KbPMEHe

HPO}"!B&HHH C pETNAariiIvtHu 1IpH 6peMeHHH H KBEPDMCILH KCHH HC Ca JIPOBCAKAAHH. 3aToBa Oe3onacHoCTTa Ha
penarmMHun OpH OpeMEeHHH XEHM He MOoXe Aa c¢ oueHH. Jlocera npH IpoydpaHHA IIPH KXHBOTHH
penarIMHUA He € AeMOHCTpHpan TeparoreHHO aelcreue. IIpH rurexoBe, MITOXKEHH Ha BHCOKHM JO3HM IO
BpeMe Ha MOCNeAHAA cTaguii oT 6peMeHHOCTTa H 10 BpeMe Ha KbpMeHe, ce HabioaBa eMOpHOTOKCHYHOCT
— MajngopMalUMH B pa3sBHTHETO Ha KpalHHUUMTEe NpH deTycH H HOBopoAcHH. B kbpMaTa Ha ONHTHHTE
)KMBOTHH ce OTKpuBa penariivHuf. [lopagy Tasum npuawmHa penarnuau] TpaOBa na ce H30ArBa HO Bpeme Ha
OpeMEeHHOCT H [1a HE CE U3MOT3BA OT KbPMEIIH ¥KeHHU.

47 EdjexTH BupXy cnocobHocTTA 32 odupane n padora ¢ MAIINHK

Heornuuua He MOBIHABA IUPEKTHO CIIOCOOHOCTTA 3a opupaHe H paboTa ¢ MalldHH, HO MOXE Ja MPHYHHH
XMITOTJIMKEMHUS.

[latyenture TpsGBa nOa OBAAT TMOCHBETBAHM Ja B3eMaT NpEANa3sHA MEpKH 3a [MpeAOTBpaTABAaHE Ha
XUMOITIMKEMUA 110 BpeMe Ha modupaHe, Tosa € ocobeHo BAXHO 3a Te3U OT TAX, KOHTO MMAT HaMaJleH WIH
JHIICBALl YCeT 3a MpeaynpeAnTeaHHTe Oene3d Ha XHIIOTJIMKEMHMA WIH HMMAT 4YeCTH enu3oau Ha
xunoryiukemus. [IpH TakuBa ciydad TpaOBa BHHUMATEIHO Ja C€ MNPEHEHH NOKOJIKO € TPenophHUUTEITHO
moQHPaHETO.

4.8 Hexenann JeKapCTBEeHH PeAKIHH

PezroMe Ha npoduna Ha 6€300aCHOCT
Hait-gyecto crofimaBaHMTE HEXKEIAHH peaklMd ca [POMEHH B HHBATa Ha KpbBHaTa 3axap, T.C.
xunorinukeMus. [losBaTa Ha TakuBa peakHH 3aBUCH OT HHAMBUAYATHH PaxTOpH, KaTo }{paHHTEJIHH HaBml;H,

JTO3UPOBKA, (PHIMYECKH YIIPaXKHEHHUS U CTpeC. D e
.'.J -__. --,-. . r.- : :\' .

Tabnu4eH cMUCHK HA HEKECITAHUTE PEAKIIMA /.

Bp3 oOCHOBa Ha ONMTa ¢ peHNariMHMI M APYTH XHIIOIVIMKEMH3HPaLH J"IGKapCTBEHH OpOAYKIH ca
HaGNIOJaBaHM CIICJIHUTE HEXelaHH peakipn: Yectorure ca Aedunupanu karo: yecty (=17/100 no <1/ 10),
neyectH (>1/1 000 mo <1/100), peaxu (>1/10 000 no <1/1 000), MHOrO peaxu (<1/10 DDU) M C HEM3BECTHA
4ecToTa (OT HATUYHUTE JaHHH He MOXe a Obae HanpaBeHa OLIEHKA). \ .




Hapyimenus Ha MMyHHaTa CHCTeMa

AnepruuHy peakupn*

MHoro peaxu

Hapymenns Ha merabonuzma u
XpaHEeHETO

XUMOrITHKEMHAA

YecTH

XHUMNoriauKkeMA¥Ha KOMA H
XUNOrMTHKEMHAYEH

MPUNIAIBK

C HeU3BEeCTHA YecTOTa

Hapyienusa Ha o4nTe

PedpakupoHHo
HapymeHue™*

MHoro peaxu

ChpJieuHH HApYIIEHHA

CrpaeyHO-CBIAOBO
3abonaBaHe

Penxu

CToMamHO-YpeBHH HapylICHHS

KopemHa Gonxa, 1uapus

YectH

[loBpriane, 3arex

MHoro peaxu

["ageHe C HeH3BeCTHA YeCTOTA

Hapymena yepHoapobHa MHoro peaxH
(YHKLMA, TOBHINCHH

YepHOAPOOHH EH3UMH™

Xenaro-0MinapHy HapylIeHHA

HapyiiieHHs Ha KO3KaTa H NOAKOXKHATa CeppxuyBcTBUTENHOCT® C HeH3BeCTHa 4e€CTOTa

TBEKAaH

* prkTe Touka OnucaHue Ha NOAOpaHYN HEXeNaHH PeaKIMH ITo-J10JTy

Onucanye Ha MoAOpaHH HeXeJIaHH peaklUy

Anepeuunu peaxyuu
[eHepany3upaHH PEaKIMH HA CBPBXYYBCTBHTETHOCT (Hamp. aHAQWIAKTHYHA PeaKilHs) HIH HMYHONOTHYHH
peaklHH KaTO BaCKYJIMT.,

Pegpparxyuonnu napyrenus
M3BecTHO €, Y€ NPOMEHHTE B HHUBAaTa Ha KPBBHATA 34Xap BOAAT A0 NPEeXOJHHM HApYLICHHW:I HA 3PCHHETO,

0cO0EHO B HAYAJIOTO Ha Je4yeHHeTo. Takupa HaApYIICHHA ca chO0IIEeHd caMO B MHOIO MAJIKO CiIy4daun CJicq
Ha4yaJIOTO Ha JICUCHHE C pClIariIHHHA. Takupa CIIY4YaH HE Ca JOBCIIH 10 CIIHPAHE Ha JICUCHHUCTO © poriarjiitHuAg

B KIIHHHYHUTE MPOYYBaHUA.

Hapyuwiena vepnoopobna ynxyun, nosuuienu vepHoOpobHy enzumu

OThoe/NHd ¢/yyad Ha MOBHIIABAHE HA YePHOAPOOHHTE €H3UMMH ca ChOOILEHM IO BpeME Ha JIedeHHe C
penaraug. [loBedero ciiydau ca JekH ¥ NPEXOAHH H MHOIO MAJIKO MAalUCHTH Ca NMPEKBCHANH JISYEHHETO
MOpajy MOBHIIABAHE HAa YepHOAPOOHHTE eH3UMH. B MHOro peiku ciyyad € ChoOLIeHO 3a HepHOApOOHA

TUCOHYHKLIUA.



Cepvxyyscmeumennocm

MoraT #a ce MOABAT KOKHHU pEaKIMH Ha CBPBXYYBCTBHTEIHOCT KaTO 3ayeppaABaHe, cbpbex, oOpuB H
ypTHKapua. HaMa npuduHa Ja ce mogo3upa KphCTocaHa alleprua ¢ue CydaHuIypefHO pliOM3BOAHO, OPATH
pasH4YHMA B XMMHYHATA CTPYKTYpa.

CroOwaBaHe Ha NMONO3HPAHH HEXETaHH peaKI{HH

Cro0iaBaneTo Ha TONO3HPaHHM HEKENaHH peaklMd clie] pa3pelliaBaHe 3a Yrorpeba Ha JIEKapCTBEHHA
MPOAYKT € BaXHO. ToBa IO3BOMABA Ja NPOOB/DKH HaOMIOAEHHETO Ha CHOTHOLICHHETO MON3a/PHCK 3a
NeKapCTBEHHA NMpOAYKT. OT MeJHLUMHCKHTE CIICIHAIHCTH Ce H3HCKBa Ja CbhoOlaBaT BCAKa MOAO3HpaHa
HeXXeJlaHa peakiivs 4ypes:

HMsmenHuTENnHA areHUus 1o JeKapCcTBaTa

ya. ,,Jdamau I pyes” Ne 8

1303 Codus

Ten.: +359 2 8903417
yebOcaiiT; www.bda.bg

4.9 IIpeno3upane

PenarnwHun e npuiaraH 4eTHPH ITBTH JHEBHO 32 NMEPHOA OT 6 CEAMUIIH ChC CEAMUYHO IMOBHMIIABAHE Ha
nosute or 4 po 20 mg. He ca ycraHoreHW mnpodremud mo oTHomeHwe Ha OesonacHocrra. Tait karo
XMIOTHKEMHA B TOBa MpOyYBaHE HE € AOMYCHATA IIOPAAH MOBHUICHHA KaJOpHEeH NMpHeM, OTHOCHTEHOTO
npeno3MpaHe MoXe Ja AOBeAEe OO0 NpeKoMepeH TMOHMKaBalll IMOKo3aTa e¢geKT ¢ pa3BHTHe Ha
XHIIOTJIHKEMHYHH CHMIITOMU (CBeTOBBPTENK, HINOTABAHE, TPEMOP, IMTaBoOOIME H T.H.). AKO Te3H CHMIITOMH
ce MOABAT, TpAOBa a ce npeAnprueMaT aleKBaTHH MEPKH 3a KOPEKIIHA Ha HUCKAaTa KpbBHA 3axap (TI€popaiHo
BBIVIEXHApATH). [10-Te3kKA XUNOTITIHKEMUS C MBPUYOBE, 3ary0a Ha CE3HAHWE HIIM KoMa TpabBa na ce JleKysa ¢
1.V. [IPHIOKEHHE HA TTIOKO34.

5. $APMAKOJIOTHYHH CBOMCTBA

3.1 ®apMakogHHAMHYHH CBOHCTBa

®apMako-TepaneBTHyHa rpyna: IIpomssoaso Ha kapbamomnmerun GeHszoeHa kucenuHa, ATC xox: A10B
X02

MexaHH3EM Ha IeHCTBHE

PenarmvHUz € KpaTKOIEHCTBAI TIepopaNieH ceKpeTaror. PenarnvHua moHmwkaea 65p30 HUBaTa Ha KPBBHATA
3aXap upe3 CTHMyJlHpaHe OCBOOOXKIABAHETO Ha HHCYJAHH OT MaHKpeaca, edeKT, KOHTO 3aBHCH OT
GYyHKIHOHHpaUIHTE B-KACTKH B MaHKPEACHUTE OCTPOBH.

Penarmuuup 3ateaps ATO-3aBHCHMMTE KanMeBH KaHanH B MeMOpaHaTa Ha B-kneTkuTe upe3 npuueneH
NPOTEHH, pa3IM¥YeH OT TO3M 3a JPYTHTE cekperaro3u. Tora aenonspusupa B-kneTkure ¥ BOAH 10 OTBapAHE
Ha KJILHMEBHUTE KaHAMH. B pe3ynraT Ha TOBa NOBHILIEHHAT KAILHEB HH(ITYKC BOJH A0 CEKpEeLAa Ha MHCYJIMH
oT B-knetTkure.

(DapMakogUHAMHUYHYU €DEKTH

[Ipn namyenTtH ¢ auabeT THN 2 KHCYJIHHOTPOIIHHAT OTrOBOP KBbM XpaHaTa HacTenBa A0 30 MHHYTH cieX
nepopaHa no3a penarivauz, Toea BoaM 40 €(deKT Ha MOHWKABAHE KPhBHATA 3aXap Hpe3 Le/ud NepHoa Ha
xpaHeHe, [IoBHIIEHHTE HUBA HA HHCY/IMH HE MEPCUCTHPAT CJISH XpaHEHE.

[InasMenuTEe HHBA Ha peHarTMHUI OBP30 ce MOHWKABAT H 4 uYaca e MPHIOKEHHETO MY ¢a YCTAHOBECHH
HUCKH KOHLIEHTpaLM# B NNIa3MaTa OpH MaluHeHTH ¢ JHabeT T 2.

KnuHr4Ha eheKTHBHOCT M §e300aCHOCT -
J030-3aBUCUMO NOHI)KaBaHe HA KPBBHATA 3axap € Hal/ro1aBaHO NMPH NMAlMEHTH ¢ ,[[Hafie'r THI'[ 2 KOT'aTO ce- -
npuiara s go3y or (0,5 0o 4 mg penaraHHU, - |
Pesynaratdre OT KIMHUYHO TIPOYYBaHE MOKA3BaT, Y€ € Hai-nobpe penarnuHui na ce npnnara npe,uﬂ
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OCHOBHHTE XpaHeHHs (NpenpasIUuaHO MPUIOKEHHE).
ITpreMbT OOHMKHOBEHO CTaBa 15 MHHYTH Npead XpaHEHe, HO TOBa BpEME€ MOXe Ja BapHpa OT

HEIIOCPEeACTBEHO NMpeay XpaHeHe 10 30 MUHYTH IIpeaH TOBa.

EnHO enHAeMHOJIOrHYHO MpOydYBaHe MpeAnoiara IOBHOIEH PHCK OT OCTEP KOPOHApEH CHHAPOM I1pU
TAlMEHTH, NeKYBaHH ¢ PElarHHBA, B CpPaBHEHHE C MAlHEHTH, JIEKYBaHH CBbC CyJdaHuTypeHHn npenapaTd
(Bxk. Touku 4.4 1 4.8).

5.2 @apMaKOKHHETHYHH CBOHCTBA

Pemarnuuug Op3o ce abcopGHpa B CTOMAIUHO-YPEBRHHA TPAKT, KOETO BOAM A0 OBP30 MOBMINABAHE HA
Ta3MEHATA KOHLEHTPALMA Ha JeKapcTRoTo, MakcHMaTHaTa IUIa3MeHa KOHIEHTpalMa ¢e focTara Ao 1 4ac
citeqt TipHiIoxeHue. C/iell JOCTUraHe Ha MAKCUMYMA IUIa3MEHOTO HHBO OBp30 Ce MOHKKABA H PETIArTIHHHL Ce
eJTMMHHUPA 3a 4-6 yaca. [11a3sMeHUAT NOTYKHBOT € NPHOMH3UTEIIHO EMH Yac.

DapMaKOKHHETHKATA Ha PENArIMHUJ CE XapaKTepH3Hpa Che cpefina abcomoTHaTa GHOHAIMMHOCT OT 637
(CV 11%), Mmarsk obem Ha pasnpeneneHue 30 L (CbOTBETCTBAIL HA pasnpefcfieHHE BbB BHTPCKICThYHATA

TEYHOCT) H OBP30 eIMIMHHUpPaHe OT KPBBTA.

I[Ipy KIMHHMYHWATE MPOYYBAHMS Ce OTKPMBA IHAYWTEIHA Pa3HKa MexIy oTAenHuTe WHauBHmH (60%) mo
OTHOIIEHUE KOHLSHTPALMATA Ha penariiHK B IwiasMaTa. IIpu oT/eARNS HHAMBAT TasH BapHaGHIHOCT € OT
HUCKO IO YMepeHO u3paseHa (35%) M moHexe J03aTa Ha penarnHHuA TpAbdsa Aa ce onpeaens OT KIMHHIHHA
OTrOBOP, e(PHKACHOCTTA HE Ce BIMAe OT HHTCPUHANBHHATA BapHabHITHOCT.

EkCHO3HIMATA Ha PENariHHU € YBEAHYeHa NPH NalHCHTH ¢ YepHOAPOOHA HENOCTATBEYHOCT, KAKTO H IPH
MaOUeHTH B HamlpegHaaa Be3pact ¢ quaber tan 2. AUC (SD) cnea eqnokpareH npueM Ha 2 mg (4 mg npH
NALHEHTH ¢ YepHOpoOHa HenocTaTbuHoeT) € 6una 31,4 ng/ml x hr (28,3) npu 3apasu no6posomm; 304,9
ng/ml x hr (228,0) npu nawmenTH ¢ YepHOApoSHa HepocTaThYHOCT H 117,9 ng/ml X hr (83,8) npu nawpeHTH
B HalpeXHaAa Bb3pacT ¢ auaber tvm 2,

Crien 5-AHEBHO MpHIaraHe Ha penariuHuA (2 mg/TpH IBTH Ha JIeH) NPH NALHEeHTH ¢ TEXKH YBPCKIAHHI HA
Onbpeunata ¢QyHKkimsa (xpeatHHMHOB KinMpbHC: 20-39 ml/min}), pesynrardre NOKA3BAT 3HAYHTEIHO
ABYKpaTHO yBeaudeHHe Ha ekcrionHpane (AUC) u BpeMeTo Ha MoMyHBOT (t12), B CPABHCHHE ¢ NALHEHTH C
HopMaiHa OBOpeuHa hyHKums.

PenarnuHUL ce CBBP3Ba B 3HAUHTE/IHA CTEIEH ¢ IU1a3MEHKTE TIPOTEHHH TIpH Xopa (nosede oT 98%).

He ce OTKpHBa KJIMHMYHO 3HaYMMa pa3fiuka BB GapMaKOKHHETHKATa HA penariiMHU, Korato ce npwiara 0,
15 rnu 30 MHHYTH Ipeay XpaHEHE MIH HA [MAJHO.

PenarfivHMa MOYTH HAITBIHO ce METaboNH3Upa W HUTO €MH OT HM3C/e[BaHMTe MEeTabOJIHTH HE MOKA3Ba
KIMHAYHO 3HAYKM XHIIOTTIMKEMH3UpAIL €(eKT.,

PenariidHHI W HeroBuTe MeTabOJIHMTH ce €KCKPEeTHpaT MpeAMMHO Mpe3 ixurbykaTa. CaMo Majka 4acT (fo-
MAJIKO OT 8%) OT IPHJIOMKEHATa /1034 C€ MOARABA B YPHHATA, MPeAUMHO KaTo MeTabonuTu. [lo-manko ot 1%
OT JIEKAPCTBEHHA MPOAYKT c€ YCTRHOBSIBA B U3IPAXKHEHHATA.

53 IlpenxnumAYHM JaHHH 32 6e30MacHOCT

HexnMHHMYHHTE JaHHM He TIOKasBaT ocofeH pHCK 3a Xxopata Ha ©0asa Ha KOHBCHLMOHAJTHHTE
GapMaKoOJIOTUYHH H3MUTBAHUS 32 6e30MacHOCT, TOKCHYHOCT I@PH MHOrOKpaTHO TNPHIOXEHHE,
FPeHOTOKCHYHOCT H KapUHMHOTEHEH [TOTEHIIHAIL.

B npoy4YsaHus NpH >KHBOTHH PEMArMMHK/ He [T0Ka3Ba TEPAaTOreHHOCT. [IpH KEHCKH IUTBXOBE, €KCIIOHHPAHH
Ha BHCOKHM MO3H B MOCJEJHHA eTan Ha OpeMeHHOCTTa W Ipe3 NEpHOAa Ha JIaKTalpd, ca: Haﬁmo;!:anann
eMOPHOTOKCHYHOCT, aHOMAJTMH B Pa3BUTHETO HA KpalHHIMTE Ha (eTycHTe H Honopo,ueﬂme nmxaae o

6. OAPMAIEBTHYHM JAHHI o iE




6.1 CnoHCBK HA NOMOINIHHTE BEIIECTBA

Jlakto3a, Oe3BoaHA
MHukpokpucTanHa uemyaosa
[Nonaxpunus kanwii (AMOepsIHT)

[Tomaon K30
Marneaues cTeapar

XHHOJIHHOBO KBJaTO (camMo 3a Heormuuup 1 mg)
OpamkeBo XbITe (camo 3a Heornmunanz 2 mg)
6.2 HecbBMECTHMOCTHR

He e npunoxumo,

6.3 Cpok Ha rogaOCT

4 TOTUHH.

6.4 CpoennanHu yCJIOBHA HA CbXPAHCHHE

Ha ce chbXpaHsABa B OpPHTHHAJIHATA OIIAKOBKA.
6.5 JIaHnn 3a onIaKoOBKATAa
OnakoBkuTe Heornuuna ¢eappkat 90 TabneTkH.

6.6 Chnenmaanm npeAna3sHd MEPKH NPH H3XBLPJIAHE

Hama crieuvaiHy M3UCKBaHUA,

7. ITPUTEXATEJ HA PASPEIIEHHMETO 3A YIIOTPEBA

Heo bankanuxka EOQQ/]
V. . 3emuane” 35
Codus 1618

bearapus
8. HOMEP(A) HA PASPEINIEHHUETO 3A YIIOTPEBA

Heornuung 0,5 mg tabaerkn: 20100119
Heornunupg 1 mg tabnerin: 20100120
Heornmunup 2 mg Tabnerkn: 20100132

9. JATA HA IIBPBOTO PA3PEIIABAHE/MIOAHOBSIBAHE HA PA3PENIEHHUETO 3A
YIIOTPEBA

Heormuuug 0,5 mg trabnetku: 25. 02. 2010T.
Heornuuug 1 mg tabnerku: 25, 02. 2010,
Heornuuug 2 mg tabnetku: 26. 02. 2010,

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA RN

05/2014 r.




