NPUJIOXKEHHUE |

KPATKA XAPAKTEPUCTUKA HA ITPOAYKTA



1. HUME HA JIEKAPCTBEHMA TPOAYKT

Xiliarx 50 mg Tabnetku

2. KAUYECTBEH U KOJIMYECTBEH CbCTAB
Besika Tabnerka ceabpika 50 mg suwnparmuntad (Vildagliptin).
ITomoMnIHO BEIIECTBO ¢ U3BECTHO JekicTBue: Besika Tabnetka chabpika 47,82 mg nakrosa (0e3B0/1HA).

3a MBJIHUA CHUCHK Ha IMOMOIIHUTE BEIIeCTBA BHKTE TOUKa 6.1.

3. JEKAPCTBEHA ®OPMA
Tabnerka

bsina o 61e10 xxbaTa, Kpbriaa (muaMeTsp 8 mm), TabieTka ¢ IIOCKK CTPAaHU B CKOCeHU pbOoBe. C
BIUTEOHATO penedro ozHadenne “NVR” or ennara crpana u “FB” ot mpyrara.

4. KJIMHWUYHU JAHHU
4.1 TepaneBTHYHU MOKA3AHUS

BunparnuntuH e mokasaH KaTto JOMbJIHEHUE KbM AMETAaTa U yIPaKHEHUATa 32 HOA0OpeHHe Ha
TITUKEMUYHHS KOHTPOJI TIPU BB3PACTHU ChC 3axXapeH AuadeT THIl 2
® KaTO MOHOTEpANMs MPY MALUEHTH, 32 KOUTO METQOPMUH € HETOAXOASIIL TOpaan
MIPOTUBOIIOKA3aHUS WM HETIOHOCHMOCT.
e B KOMOMHAIUS C IPYTH JICKAPCTBEHH MPOJAYKTH 32 JICUeHUE Ha TUa0eT, BKIFOUNTEITHO HHCYJIIVH,
KOTaTo T€ HE OCUTYPSBAT a/ICKBATCH TITMKEMUYEH KOHTPOI (BK. Touku 4.4, 4.5 5.1 3a
HAJIMYHU JaHHW OTHOCHO Pa3IMYHATE KOMOWHAIINN).

4.2  Jlo3MpoBKA M HAYMH HA MPUJIOKEHHE

2!03I/I[ZOBKa

Bv3pacmuu
Koraro ce npuiara kaTo MOHOTEpaIusi, B KOMOMHAIUSA C MET(HOPMHUH, B KOMOUHAIIHS C

THA30JIIMH/INOH, B KOMOMHAINS ¢ MET(GOPMUH U CYI(POHIITYPEHHO NPON3BOIHO WM B KOMOMHAIIHS
¢ MHCYNHH (cbe Wi 6e3 MeT(hopMHUH), TIpernophYBaHAaTa JHEBHA 1032 Ha BuuinariuntuH ¢ 100 mg,
MPUIOKEHA KaTo eiHa J03a oT S0 Mg cyTpuH u enna fgo3a ot 50 mg Beuep.

Koraro ce mpuiara B BoiiHa KOMOMHALIUS CHC CyNI(OHMITYPEHHO IPOU3BOIHO, IPENIOPHUBaHATa 1032
Ha BuizarnuntyH ¢ 50 Mg BeIHbK AHEBHO CyTpHuH. IIpy Ta3u nmomynanus mauueHTH, BUIJArTAIITHH

100 mg nHeBHO He ¢ no-ePeKTHUBeH OT BHAArmunTuH 50 My BeIHBK JHEBHO.

Koraro ce mpuiara B KoMOMHAIUS ChC CYI(POHMITYPEHHO MPOU3BOTHO, MOXKE JIa CE UMa IPEABHU]I TI0-
HUCKa /1032 Ha CyI(POHMITypEHHOTO MPOU3BOTHO, 32 /1a C€ HAMaJIM PHCKA OT XUIIOTJINKEMHS.

Jo3zu no-sucoku ot 100 mg He ce mpenopbyBar.

Axo ce nporycHe npruema Ha ejHa jo3a Xiliarx, Ts TpsoBa 1a ce npueMe BeJHara, ciej KaTo
HalUeHThT cu crioMHu. He TpsiOBa ia ce mpuema JBoiiHA /1032 B SIHH JICH.



be3onacHocTTa M e(hUKacHOCTTa Ha BUIIJATIIMIITHH, IPUJIaraH KaTo TPOWiHa IepopaHa Teparus B
KoMOUWHaIus ¢ METQOPMHUH U THA3OJIUAWHINOH HE Ca YCTAHOBCHHU.

Honvinumenna ungpopmayus 3a cneyuanriy nonyiayuy
Cmapuecka évspacm (> 65 200umu)

He e HeoO6xonnmo kopurupaHe Ha 103aTa IpH MAHeHTH B cTapyecka Bbh3pacT (BXK. ChINO TOYKH 5.1 1
5.2).

bvopeuno yepescoane

He e HeoOxoammo KopuripaHne Ha Jo3aTa MpH J1eKo 0b0peyHo yBpexaaHe (KpeaTHHUHOB

kiupbsHC > 50 ml/min). [Ipy nanueHTH ¢ yMEPEHO WK TeXKO ObOPEUHO YBPEKIaHE HITH C
TepMuHaiaHa 0b0peuna HegocrarbuHocT (ESRD) npenoprunTentara mo3a na Xiliarx e 50 mg Beaus:x
JHEBHO (BXk. cbino Touku 4.4, 5.1 u 5.2).

YeproopobHo yspedxcoane

Xiliarx He TpsiOBa 1a ce mpuIara nNpu NaUeHTH ¢ YePHOIPOOHO YBPEKIAHE, BKIIOYUTEIHO MAIUCHTH
ChC CTOMHOCTH Ha anaHuH aMuHOTpaHcdepasa (AJIAT) wiu acnaprat amunotpanchepasara (ACAT)
MIpeIy 3aTI0YBaHe Ha JISUSHHETO > 3 TbTH ropHaTa rpanuna Ha HopmanHoto (I'TH) (Bxk. chimo

touku 4.4 u 5.2).

Ileduampuuna nonyrayus

He ce mpenoppuBa ynorpedara na Xiliarx mpu nera u ronom (< 18 roguun). bezonacuoctra u
eduxacHoctTa Ha Xiliarx mpu nena u roHom (<18 roauHu) He ca ycraHOBeHH. JlumicBaT nqanHH (BK.
chII0 ToYKa 5.1).

HauwuH Ha npuiioxxkeHue

IlepopanHo npuioxeHue
Xiliarx mosxe na ce mpuiiara cbe Wik 6e3 XpaHa (BXK. ChIIO TouKa 5.2).

4.3 TIIpoTuBomoKa3aHus

CBpBXUyBCTBUTEITHOCT KbM aKTHBHOTO BEIIECTBO WIIH KBM HSIKOE OT MIOMOIIHUTE BEIECTBA,
n30poeHu B Touka 6.1.

4.4 CneuuaJHu npeiynpe:kaeHus ¥ NpeanasHu MepKH NpH ynorpeda

OO0

Xiliarx He e 3amecTuTen Ha MHCYJIMHA TIPH UHCYJIMH-3aBucHME nanuenTty. Xiliarx e tpsoBa aa ce
npuiiara rnpy MaueHTy ChC 3aXapeH AuadeT TUM | Wi 3a JieueHHe Ha JUabeTHa KeToaIi/103a.

Br0peuno yBpexaaHe

Onutbt npu nanuenty ¢ ESRD, npoexnamm xemoauanusa, e orpanndet. [lopaau ta3u npuunHa
Xiliarx TpsibBa 1a ce U3MO3Ba ¢ MOBUINIEHO BHUMAHKUE MPU TAKWBA MAIUEHTH (BXK. CHIO TOUKH 4.2,
5.1u5.2).

YepHOapoOHO YBpEKIaHE

Xiliarx me Tps0Ba 1a ce mpuIIara Mpy MAUEHTH ¢ YEPHOAPOOHO YBPEXKIaHe, BKIIOUNTETHO MAIHEHTH
cbe croitHocT HAa AJIAT wmun ACAT npenu 3anouBane Ha siedeHuero > 3 bty [ TH (Bk. cbio
Touku 4.2 u 5.2).



MOHHTOPHHT HA YEPHOAPOOHUTE CH3UMU

Hma choOIIeHHs 3a peIKK CITyYan Ha HapyllIeHa YepHoApoOHa (YyHKINS (BKIFOUNTETHO XenaTuT). B
TE3H CIy4ad MAalUEeHTHUTE KaTo I[SUT0 ca 0e3 CHMITTOMH, 0€3 KITHHUYHH TIOCIICACTBUS U CTOMHOCTHTE Ha
U3CIICIBAHUATA 3@ YSPHOAPOOHA (DYHKIIHS CE B3BPBIIAT 0 HOPMATHUTE CJIe]] IPEKPATABAHE HA
neuerneto. IIpenu 3amouBane Ha medenrero ¢ Xiliarx TpsoOBa ma ce mpoBemaT U3CIEaBAHNS 32
yepHOpOOHA (YHKIIUS, 32 Jla Ce 3HAae N3XOIHOTO HUBO Ha MaueHTa. [1o Bpeme Ha JIe4eHHEeTO ¢
Xiliarx uepHoapoOHata yHKIUsS TpsOBa j1a ce HabIr01aBa Ha TPUMECEYHN MHTEPBAJIN TIPe3 IbpBaTa
rojIiHa U MEPUOANYHO clie] ToBa. [lalMeHTUTe, MPU KOUTO CE MOBHUINAT CTOMHOCTHUTE HA
TpaHCaMHHA3UTe, TPSAOBA Ja 0BT KOHTPOJUPAHH C IOBTOPHO U3CIICBAHE HA YEPHOAPOOHATA
(byHKIHSA 32 MOTBBPXK/AABAHE HA JAHHUTE U CJIE TOBa Jia ObAT MPOCIEICHH C YeCTO U3CIeIBaHe Ha
GyHKIMATA HA YepHUsI APOO, 10 JOCTUTAHE Ha HOpMaJIHU cToHOCTH. [IpenopbuBa ce
npeycraHoBsiBaHe Ha TepamnusTa ¢ Xiliarx, ako mosumasaneto Ha ACAT win AJIAT Tpu mbTH Hax
I'TH wnu noBede nepcuctupa.

ITanueHTHTE, KOUTO Pa3BUAT XKBITCHULA WK APYTH IPU3HALH, IPEAIOIarally HapyleHa
yepHOAPOOHA (QYHKIHMS, TPIOBa J1a MPEeKpaTsT Jeuenuero cu ¢ Xiliarx.

Cunien npekpaTsiBane Ha jiedeHueto ¢ Xiliarx 1 Hopmanu3upane Ha TECTOBETE 3a YSPHOAPOOHA
dynkims, nedenuero ¢ Xiliarx He TpsiOBa 1a ce 3amo4Ba OTHOBO.

Coppaevna HeJOCTATHYHOCT

KimmHuuHO M3nKUTBaHEe Ha BUJIATIMIITHH NPH ManueHTH ¢ pyHkipoHaneH kiac I-111 cnopen
Hroitopkckara kapanosoruuda acorumarnms (New York Heart Association, NYHA) nokassa, ue
JICUCHUETO C BUJIIATJIMIITHH HE € CBBP3aHO C MPOMSIHA BEB (DYHKIIMATA HA JIIBATA Kamepa WiH C
BJIOIIIaBaHE Ha CHIIECTBYBAIIA 3aCTOMHA ChpeuHa HepocTarbuHocT (3CH) cnpsimo miare0o.
KnvanvnusT onut npu nanmenTy ¢ pynkuuoHanex kiac |l mo NYHA, nexyBanu ¢ BHIIariaunTHH
BCE OIIIC € OTPAHUYCH M OT PE3yNTaTUTE HE MOTraT Jia ObJaT HANPAaBeHU HIKAKBH U3BOJH (BK.
Touka 5.1).

Hsma onut ¢ npuito)keHue Ha BILIATIMIITHH TP KIIMHUYHU M3MUTBAHKS TIPH HAUSHTH C
¢yuaxuonaneH kiac IV mo NYHA u nopanu ToBa IpuiioKeHHETO My TIPY T€3H MAIUEHTH He Ce

MIpenopbYBa.

Hapymenns Ha koxkara

[Tpy HEKTMHUYHH TOKCUKOJIOTHYHH MTPOYYBAHUS MMa ChOOIICHU 32 HApYIICHHUS Ha KOXKaTa o
KpalHULUTE IPH MAaMyHH, B TOBa YKCJIO MEXYPH U pa3si3BsiBaHUs (BXK. Touka 5.3). Bernpeku e npu
KJIMHAYHY M3MHUTBAHMS HE ce HAaOIlI0/[aBa MOBUIIIEHA YECTOTa Ha KOXKHH JIE3HH, ChIIECTBYBa
OTpaHUYeH ONHT TPH MAIMEHTH C KOXHH YCIOKHEHHS, B pe3ynTar oT auader. OCBeH ToBa HMa
MOCTMAapKETHHIOBU CHOOIEHHS 3a OyJI03HH U eKC(HOTNAaTUBHY KOXKHU Jie3ur. Cie0BaTeNHo, IPH
CrasBaHe Ha PYTHHHUTE 3[JpaBHU I'PIDKU 32 MALMEHTHUTE C JHa0eT, ce NPenopbyBa MOHUTOPUHT 32
HapyIICHUS Ha KOXaTa KaTo MEXyPH WU Pa3s3BsIBaHMS.

OCT’BD MaHKpPCAaTHUT

Ymnorpebara Ha BUJAATIANITHH € CBBP3aHa C PUCK OT Pa3BUTHE HA OCTHP MaHkKpeaTut. [larmmenTrure
TpsiOBa 1a ObaT HHGOPMUPAHH 32 XapaKTEPHHUS CUMIITOM Ha OCTBP IMaHKPEaTHT.

AKO ce 1To1031pa HATHIME Ha TTAaHKPEATHT, TPUEMBT Ha BIJIJATTIUIITHH TPsiOBa Jla ce MPEyCTaHOBH,
aKo Ce MOTBBP/IH HAIMYKME HA OCThD NAaHKPEATHUT, JICUSHUETO C BUJIATIIMIITHH HE TPIOBa /1a ce
noHOBsBa. HeoOX0quMo e MOBUIIIEHO BHUMAHWE TIPY MAIIMEeHTH ¢ aHaMHe3a 3a MPEeKapaH OCThP
MMaHKPEATHT.



XHIOTJIMKEMHUS

N3BecTHO e, e cynhoHMITypenTe MOXKE J1a TIPEAU3BUKAT XUMoriukemusl. [laruenTuTe, mprueMantu
BUJIIATIANITHH B KOMOMHAIUS ChC CYJI(DOHITYPEHHO IPOU3BOIHO, MOTAT Jia ObJIaT N3JI0KEHU Ha PHCK
OT BB3HHKBaHE Ha xumoriukemus. [lopaan Ta3m npudnHa, MOXe J1a ce 0OMHUCITH MPHUIIOKEHUETO Ha
MO-HUCKA /1032 Ha CYyN(OHMITypeHHOTO MPOU3BOTHO, 32 J1a CE HaMaJIM PHCKa OT Bb3HUKBAaHE Ha
XUTOTJINKEMUSL.

IlomomniHu BemecTBa

ToBa jekapcTBO ChABPKA JTaKTO3a. [lallMeHTH ¢ pelku HACIICCTBCHH MTPOOJIEMHU Ha HEMOHOCHMOCT
KBbM TaJIaKTO03a, ITBJICH JIAKTa3eH ACHUITUT MK TIIFOK030-TajJakTo3Ha MajgabcopOuus He TpsSOBa na
MpHEeMAaT TOBa JICKAPCTRO.

ToBa j1ekapCTBO ChIbprKa Mo-Majako ot 1 mmol vatpwuii (23 mg) Ha TabieTka, T.e. MOXE J1a e Kaxe,
Ye MPaKTUYECKU He ChIbpiKa HATPUH.

45 B3auMmoaeiicTBHE ¢ IPYTH JeKaAPCTBEHH MPOAYKTH U APYru (JopMH HA B3auMOo/eiicTBHE
BI/IHI[aFJ'II/IHTI/IH HMa HHUCBK IIOTCHIIMAJ 3a B3aHMOI{€I71CTBHﬂ C CAHOBPEMECHHO IPUJIOKCHHU JICKAPCTBCHHU
npoayktH. Thil KaTo BUIIArTUNTHH He € cyocTpaT Ha eH3uMa nuroxpom P (CYP) 450 u ve
nHXuOupa,  He nHaynupa easumute CYP 450, HaMa BEpOSATHOCT 32 B3aUMOJIEHCTBHE C aKTHBHH

BEIIECTBA, KOUTO ca cyOCTpaTy, HHXUOUTOPH MM WHAYKTOPH Ha TE3U CH3UMH.

KoMOuHaIMs ¢ DUOTIINTA30H, MET(QOPMHUH WIN TIHOVPUI

PesynTatuTe oT mpoy4BaHus, MPOBEJIECHH C T€3U TIEPOPATHHA aHTUANAOCTHH JICKAPCTBEHU MPOAYKTH,
HE MMOKa3BaT KIMHAYHO 3HAYMMHU (apMaKOKWHETUYHN B3aUMOICHCTBHS.

Jurokcud (cyocrpar Ha Pgp), Bapdapun (cyocrtpar Ha CYP2C9)

Kiuanaaure npoy4dBaHus, IPOBEACHU ChC 3ApAaBU YUACTHUIIHU, HC ITOKA3BAT KIMHUYHO 3HAYUMHA
(l)apMaKOKI/IHeTI/ILIHI/I BSaHMO,Z[CfICTBHH. Topa 063‘16, HE € YCTAHOBCHO IIpU NNpHULCIHATAa IOITyJIalluA.

KomOuHaIuys ¢ aMIIOIUITHH pPaMUIIpUII, BaJICAPTAH MJIHM CMMBACTATHUH

HpOy‘IBaHI/IH 3a JICKAapCTBCHU B33HMOI[GI71CTBPI$I IIpU 3[IpaBy Y4aCTHUIM Ca MPOBECACHU C aMJIOAWUIINH,
paMuIipuil, BajiICapTaH U CUMBACTATHH. HpI/I TE3U NPOYyIBAHU:, CIICA CAHOBPEMCHHO IIPUIIOKEHUEC C
BUWJIJArJIMIITHH, HC CC Ha6J'IIOI[aBaT KIIMHUYHO 3HaAaYUMH q)apMaKOKI/IHeTI/I‘IHI/I B3aHMOI[eI>'ICTBI/I§I.

Kombunauusg ¢ ACE naxuburopu

Bb3MOKeH € MOBHUIIIEH PUCK OT Pa3BUTHE HA aHTMOE/IEM IIPH MAIMEHTH ChC ChIIBTCTBAII IIPHEM Ha
ACE unxuburopu (Bx. Touka 4.8).

KakTo u npu ApyruTe nepopaiHy aHTHANA0CTHU JICKAPCTBEHH MPOYKTH, XHITOTJIMKEMHUYHUAT €PEeKT
Ha BUJIAATTIUNTHH MOXeE Ja OBbJe HaMaJieH OT ONPE/ICIICHN aKTUBHHU BEIECTBA, BKITIOYBAIIN THA3UIH,
KOPTUKOCTEPOUIH, THPOUIHHU NPOAYKTH U CUMIIATHKOMUMETHIIH.



4.6 @epTHIANTET, OPEMEHHOCT U KbpMeEHe

bpemeHHoCT

Hsma moctatsyHO JaHHU 3a ynoTpedaTa Ha BUIIATIMIITHH Y OpeMeHHM xkeHu. [IpoyuBaHusaTa npu
JKMBOTHH MOKa3BaT PENPOIYKTHBHA TOKCHYHOCT MPH BUCOKH 103U (BXK. Touka 5.3). [ToTeHIHnamHUAT
PHCK ITpH Xopa He ¢ u3BecTeH. [lopaau nurica Ha JaHHU pH xopa, Xiliarx He TpsOBa 1a ce U3Mo3Ba
pu OpEMEHHOCT.

Kopmene

He e n3BecTHO many BUIJATIUIITHH CE CKCKpETHUpAa B KbpMara. HpOY‘IBaHI/IHTa IIpU JKUBOTHHU IIOKa3BaT
CKCKpCUHMA Ha BUIIAATTIMIITUH B MJIAKOTO. Xiliarx me Tp5{61aa Ja CC U3IM0JI3Ba 10 BPpEME Ha KbpMCHEC.

DepTriInTET

He ca npoBexxnanu nmpoyuBaHus 3a epekra Ha Xiliarx Bpxy deprunurera npu xopa (Bx. Touka 5.3).
4.7 EdexTu BbpXy ciocodHOCTTa 3a modupaHe U padoTa ¢ MAIIUHA

He ca nmpoBexxganu mpoyduBaHus 3a €PEeKTHTE BBPXY CIIOCOOHOCTTA 3a ModupanHe u padboTa ¢ MalIuHU.
[NarueHTHTE, KOUTO yCEIIAT 3aMastHOCT KaTo HEXeJIaHa peakius, TPsAOBa Jia M30sreat aa modupar u
J1a paboTAT C MaIlIFHH.

4.8 Hexenanu JeKapcTBeHH peaKuH

O0600611eHMEe Ha podria Ha OE30IIaCHOCT

JannuTte 3a 6€30MacHOCT ca MoydeHH OT 0010 5 451 manueHTH ¢ eKCIo3uIKs Ha BUIJATTUIITHH TpU
nuesHa g03a 100 mg (50 mg aBa mbTH THEBHO) B PaHIOMHU3HPAHH, IBOHHOCIIEITH, I1a1e60-
KOHTPOJIMPAHH U3MUTBAHUS C IPOABIDKATEITHOCT Hali-Maiko 12 ceamunm. OT Te3u NaIuenTH,

4 622 nanMeHTH MoJIy4aBaT BUIIATJIUITHH KaT0 MOHOTeparus, a 829 manueHTH moJiy4daBart miameoo.

ITo-ronsiMaTa 4acT OT HEXKEJIAHUTE PEaKMK B TE3W U3MUTBAHU Ca JIEKO N3PAa3eHU U PEXOAHH, U HE
M3MCKBAT MPEyCTaHOBsIBaHE Ha JeueHueTo. He ce ycTaHOBsBa Bpb3Ka MEXIy HEXXETaHUTE PEAKINU U
BB3pacT, ETHHYECKA PUHAIJIEKHOCT, IPOABIDKUTEIHOCT Ha €KCIIO3UIUATA, UITH JTHEBHATA J103a.
Cro01maBa ce 3a XUIOTIMKEMUS IPH MALUEeHTH, KOUTO MOTYYaBaT BUJIAATTUITHH €JHOBPEMEHHO ChC
cyadonunypes u HHCYyIuH. CpoO11aBa ce 3a PUCK OT Bb3HUKBAHE HA OCTHP MAHKPEATHT IPHU
yrnorpebara Ha BUWIJIATTUITHH (BX. TouKa 4.4).

TabauuHo OpeaAcCTaBdHC HA HOXKCJIAHUTC pCaKInu

HeskenanuTe peakiyu, ChoOIaBaHH MPHU MAaIMeHTH, KouTto npuemar Xiliarx B aBoiHocenu
MPOYYBAHUS KATO MOHOTEPAIIUS MJIM KaTO JOIIBJBAIIM TEPAIliH, ca H30POCHHM MO-I0J1Y 33 BCAKO
MOKa3aHue 10 CUCTEMU M a0COIIOTHA YecToTa. YecToTHTe ca aeuHUpPaHu KaTo MHOTO yecTH (>1/10),
gectr (>1/100 mo <1/10), mewectn (>1/1 000 mo <1/100), peaxu (>1/10 000 mo <1/1 000), mHOTO
penku (<1/10 000), ¢ Hen3BecTHA YecToTa (OT HATUYHUTE JAHHU HE MOXKE Jla ObJie HanpaBeHa
orieHka). [Ipu BCSIKO TpynupaHe B 3aBUCHMOCT OT YECTOTATA, HEXKEIAHUTE PEAKI[HK ca MPEICTABECHH B
HU3XOJISIII PEJl IO OTHOIIICHUE HA TAXHATA CEPHO3HOCT.



Taoauna 1

Hexenanu pPe€aKuuu, CHOOIIEHHU IPpA NMAIUCHTH, KOUTO ImoJiydaBaTt

BUWIAAIJTUIITUH KATO MOHOTEPAIud UJIH KAaTO J0ITbJABAaIllA TEPAIIUsd B

KOHTPOJIMPAHHU KIMHUYHH NPOYYBAHUS H OT

NMOCTMAPKETHHIOBUSA OIIUT

Cl/ICTeMO-OpFaHeH KJac — HEeKeJIaHa peaKuus

YectoTa

Nudexuun u undecranumn

Hazodapunrur

Mamnoro uectu

Wudeknus Ha TOpHUTE TUXATCIIHU TBTHUIIA Uectn
HapyuieHusi Ha MeTa00JIM3Ma U XpaHEHETO

XUNOTITMKEMHUS ] Heuectn
HapymeHusi Ha HepBHATa cUCTeMa

3amastHOCT Uectn
['maBobonme UYectn
Tpemop Yectu
Hapymenusi Ha ounTe

3aMBbIIEHO 3peHue | Yecrn
CTomManrHo-4YpeBHH HAPYIIEeHHUSs

3anek Uectn
I'anene Yectu
I"acrpoesodareanna pedaykcHa 6oject Uectu
Huapus Yectu
Kopemna 601Kka, BKIIFOUNTETHO B TOpHATA YacT Ha KopeMa Yectu
[ToBpblIaHE Yectu
dnaryneHuus Heuectn
[Tankpeatur Penxu
XenaToOMJIMAPHU HAPYIIEHUS

XemnaTur | C HeusBecTHa yecToTa*
Hapymenusi Ha KokaTa ¥ MOJKO0KHATA ThKaH

Xunepxuaposa Yectu
O6puB UecTtn
IIpypuryc Yectn
Hepmatut Uectn
Yprukapus Heuectn

ExcdonnaTtuBam U OyJI03HN KOXKHH JIE3UH, BKIIOYHTEITHO
0yJ103eH eMpUTrounI

C HeusBecTHa yecTtoTa®

KoxeH BackyauT

C HeusBecTHA yecTtoTa™

Hapyumenusi Ha MyCKYJ/JIHO-CKeJI€THATA CHCTEeMA M CheIMHU

TEJHATA ThbKaH

ApTtpanrus Yectn
Muanrus Yectu
Hapyuienusi Ha Bb3MPOU3BOINTEIHATA CUCTEMA U IbpaaTa
Epextnnna auchyHKIHS ‘ Heuectn
OO01u HapymieHUus M e()eKTH HA MSICTOTO HA MPUJIO:KEHUE

ActeHust Yectu
ITepudepen orox Uectn
YmMmopa Heuectn
Brpucane Heuectn
MN3cnensanus

OTKJIOHEHUS B YepHOAPOOHUTE DYHKIIMOHATHH MoKa3aTenu | Hedectn
IloBuilaBaHe Ha TETJIOTO Heuectn

* Bb3 0CHOBa Ha NIOCTMAPKETHHIOBUSL OIMT.




Onrcanve Ha N30paHN HEXKETAHU PEaKITHH

Yeprnodpobduo yepescdane

HNma cpo01eHns 3a peiky cllyyad Ha HapylieHa YepHOoAPOOHa GYHKIUS (BKIIOUUTETIHO XenaTuT). B
TE€3U CIy4au HalueHTUTe KaTo IUI0 ca 0€3 CUMIITOMH, 0€3 KIMHUYHU IOCIIEACTBUS U YepHOApOOHATA
(byHKLUS ce Bb3BPBILA 10 HOPMAJIHA ClIe/ IPEKpaTsABaHe Ha JICUeHHETo. B 1aHHNWTE OT KOHTPOJIMPaHU
M3MUTBAaHU KATO MOHOTEPAIUS U KaTO AOIBJIBALIA TEPANus C MPOABIKUTETHOCT 10 24 ceIMUIIH,
yectoraTta Ha noBumaBane Ha AJIAT unu ACAT 2> 3 mptu I'TH (knacudunmpana kato Hanmuuue npu
Haif-MaJko 2 mocie10BaTeIHd U3MEPBaHus HiIH MpH pUHATHATA on-treatment Busuta) € 0,2%, 0,3% u
0,2% cpoTBeTHO 32 BUAAraunTuH 50 mg BeIHBHXK JHEBHO, BIAAraunTUH 50 mg 1Ba THTH JHEBHO H
BCUYKHU CPAaBHUTENHU NPOIYKTH. Te3u MOBUIIaBaHNUA HA TPaHCAMHMHA3MUTE KaTo ISUI0 ca
0e3cHMITOMHH, HETTPOTPECUPALLIH IO XapaKTep U HE ca CBBP3aHH C X0JIecTa3a W KbITCHHUIIA.

Aneuoedem

[Tpu nevyenue ¢ BUIAATTUITHH ce ChOOIIABA 32 PEIKM CIyyan Ha aHTUOEJEM C YeCTOTa CXOJHA C Ta3u
Ha KoHTpoJuTe. [lo-ronsMara 4acT OT cirydauTe ca ChbOOILEHH, KOraTo BUIJATIUIITHH € [IpUjlarad B
KOMOWMHAIIMS C HHXHOWUTOP Ha aHTHOTeH3WH KoHBepTupamus ea3uM (ACE uaxudurop). [lo-romsmara
YacT OT CHOUTHSTA Cca JIGKU 110 TeXKECT M OT3BY4aBaT MPH NPOIbIKaBaHE Ha JICYEHHETO C
BUJIAArJIMIITHH.

Xunoznuxemus

B cpaBHUTETHHU, KOHTPOJIUPAHU MPOYUBAHMS HA MOHOTEPAIIHs, XUIIOTJIMKEMUSTA € HeUeCcTa Ipu
usnomsBane Ha BuigaraunTud (0,4%) KaTo MOHOTEpamus CIIPSMO aKTUBEH CPABHUTEINIEH MPOIYKT HITH
wiane6o (0,2%). Hama choOmeHns 3a TeXXKH WIK CEPUO3HU ChOUTHS HA XUnoriaukemus. [Ipu
ynoTpeda KaTo IOMbJIBaIIA Tepanus KbM METQOPMUH, XUTOTJIMKEMUsI Bb3HUKBA 1ipH 1% oT
MAIUCHTUTE, JISKyBaHH ¢ BUigaraunTul u npu 0,4% oT nanueHture Ha mianebo. [Ipu nobassHe Ha
MMUOTJINTA30H, XUIOTTNKeMus Bb3HUKBA Tipu 0,6% OT manueHTuTe, JIeKyBaH! C BUJIATIIANITHH U TIPH
1,9% ot manmenTute Ha mane6o. [Ipu nobassHe Ha CyIQOHIITYPEHHO MTPOU3BOJHO, XUITOTITMKEMUS
BB3HUKBa IpH 1,2% OT maruenTure, JeKyBaH! ¢ BUIIAATTUNTHH U ipu 0,6% OT manueHTure Ha
rtane6o. [lpu no6aBsHe Ha CyI(POHUITYPEHHO MPOU3BOTHO U MET(POPMHH, XUTIOTIIMKEMHS Bh3HUKBA
mipu 5,1% oT manueHTuTe, JeKyBaH! ¢ BUIIIATIUITHH u 1Ipu 1,9% ot maruentuTe Ha turane6o. [pu
MAIUCHTH, TIPUEMAIIY BUJIJIATJIUITHH B KOMOUHAIUS ¢ WHCYJIMH, YeCTOTaTa Ha Bb3HUKBAHE Ha
xunoriaukemust € 14% 3a susrmariminTud 1 16% 3a nnare6o.

C’I)O6IIIaBaHe Ha I1OJ03UPaHN HEXKCJIaHU PCAKITNH

Cro0miaBaHeTo Ha MOIO3UPAHU HEXKEIIAHN PEAKIIUH CIie/] pa3pelaBaHe 3a yrnorpeda Ha JeKapCTBEHUS
MPOAYKT € BakHO. TOBa 1M03BOJIsABA Ja MIPOIBIKH HAOJIOICHUETO Ha ChOTHOIIICHUETO IMOJI3a/PUCK 32
JeKapCTBEeHUS MPOAYKT. OT MEIUIIMHCKUTE CTICIIHAIMCTH Ce M3UCKBA J1a ChOOIIaBaT BCAKA
M0JI03MUPaHa HeXKEaHa Peakins Ype3 HAIMOHAIHA CUCTEMa 3a ChOOIIaBaHe, IIOCOYCHA B

[Ipunoxenue V.

4.9 TIlpemo3upane
HHudopmanusaTa 3a npeao3upane ¢ BUIIATIUIITHH € OrpaHUYeHa.
CumnromMu

NudopmanusiTa 3a BEpOSITHATE CHMIITOMH Ha TPEA03UPaHe € TOJdydeHa OT MPOy4dBaHe 32 TOHOCHMOCT
Ha MOKayBalla ce J103a IPH 3IpaBH JIMIa, Ha KouTo e mpuiarad Xiliarx B npoabinkenue Ha 10 aHu.
[Ipu 400 Mg ca onucanu TpU citydyasi HA MyCKYJIHH OOJIKM M OTJAEITHH CIIy4au Ha JIEKU U PEXOAHU
napecre3u, GeOpHIIMTET, OTOIM U IPEXO0HO MOBHIIIaBaHEe HAa HUBaTa Ha Jinnasara. [Ipu 600 mg equn
YYaCTHHK € IOJyYHJI OTOK Ha CThIIajaTa 1 phleTe, ¥ MOBUIIaBaHE HAa HUBATa Ha
kpeaTuHpocPokunazara (KOK), acnaprar amunorpancepasara (ACAT), C-peakTHBHUS IPOTEHH
(CRP) u muoriobuna. TpuMa JIpyrd y4acTHHIM Ca MMAJIM OTOIH M0 XOJMJIaTa, B [Ba OT CIyYauTe C
napecte3ud. BcHuky cMMITOMH ¥ 1a00paTOpHU OTKIIOHEHHS OT3By4YaBaT 0e3 JieueHue, Clie]l
MIPEyCTaHOBSBAaHE Ha NpHEMa Ha U3CIICABaHMS JIEKAPCTBEH MPOAYKT.



Jleuenue

B cnyuait Ha mpeno3upane ce npernopbyBa MOIBPIKAIIO JICUeHHE. BUngariunTua He Moxe J1a Obie
OTCTpaHEH Ype3 XeMOANaIn3a, JOKATO TIaBHUAT My MeTabonut cirey xuaponusa (LAY 151) moxe na
ObJle OTCTpaHEH Ype3 XeMOTUAIIN3A.

5. ®APMAKOJIOTTYHU CBOMCTBA

51 d@apmakoaMHAMMYHU CBOIiCTBa

dapmakoTepaneBTHUHa rpyna: JlekapcTsa 3a JeueHUe Ha AMa0eT, HHXUOUTOPHU HA TUTICTITH NI
nentunasza 4 (DPP-4), ATC xox: A10BH02

BunparnuntiH, KaTo 4ieH Ha Kilaca JICKapCTBEHH MPOIYKTH, CTUMYJIHPAIIY JJAHTCPXaHCOBUTE
KJICTKUTE B MMAHKpeaca, € MOIICH U CeJICKTUBeH HHXuouTop Ha DPP-4.

MexaHn3bM Ha IEWCTBUE

[TpunoskeHneTo Ha BUIATIIMIITHH BOAM IO ObP30 M ITBJIHO MOTHCKAHE Ha aKTMBHOCTTA HAa DPP-4,
KOETO BOJIM JIO MOBHUINIABaHE HA €HIOTCHHHUTE HUBA Ha MHKpeTuHOBHTE XopMoHHu GLP-1 (glucagon-like
peptide 1) u GIP (glucose-dependent insulinotropic polypeptide), kakTo Ha T1aHO, Taka U CIIEA
HaxpaHBaHe.

dapmakoguHAMUYHA €DEKTH

[TocpeacTBOM TMOBHIIABAHE HA CHIOTCHHUTE HUBA HA TE3W MHKPETUHOBH XOPMOHH, BUILIATTHIITHH
yBeJMYaBa YyBCTBUTEIHOCTTA Ha OeTa KIETKUTE KbM KPbBHATA 3aXap, KOETO BOJH 10 MOA0OpsIBaHE HA
3aBHCHMAaTa OT KpbBHATA 3aXap MHCYJIMHOBA cexpernus. Jleuenuero ¢ Buparmntud 50-100 mg
JIHEBHO TIPH TAI[MEHTH C AuabeT TUIT 2 3HAYUTEITHO MOI00psaBa MapkepuTe 3a GpyHKIMs Ha OeTa
KieTkute, BKIountesHo HOMA-B (Homeostasis Model Assessment-f3), OTHOLIIEHHETO MPOUHCYIINH
KbM MHCYJIHMH U M3MEPBaHHUATA HAa OTTOBOPA Ha OeTa KJIETKUTE NPH KPhbBHO3aXapeH MpoQuII ¢ 4ecTH
npo6u. [pu stuna 6e3 nuabet (HOPMOTITHKEMHUYHH ), BUIATIUIITHH HE CTUMYJIUPA HHCYJTHHOBATA
CEeKpeLHs M He HaMallsiBa CTOWHOCTHTE Ha KpPbBHATA 3aXap.

Upe3 nopuiiaBaHe Ha eHjaoreHHuTe HuBa Ha GLP-1, BUunmariunTuH ChIlo yBennyaBa
YYBCTBUTEIHOCTTA Ha ai(ha-KIETKUTE KbM KpbBHATA 3aXap, KOSTO BOJIM JIO T0-a/ICKBaTHA CEKPeIHs Ha
TJIFOKAroH CIPsIMO HUBOTO Ha KPhBHATA 3axap.

HOI[‘ICpTaHOTO yBEJIMYaBaHC HA CbOTHOMICHUETO I/IHC}/JII/IH/FJIIOKEIFOH B XOla Ha XUIICPIIIUKEMU,
nopaauv 3aBUIICHOTO HUBO HAa MHKPETUHOBU XOPMOHH, BOAU 1O HAMAJISIBAHC HA CUHTC3a Ha T'JIFOKO3a
OT YCpHUs )_'[p06, KaKTO Ha r1aAHo, Taka 1 CJIC HaXpaHBAHEC, KOCTO BOJAU 10O HaMaAJIsIBAHC Ha
TJIMKEMUATA.

W3BecTHUAT edexT Ha moBumieHUTe HUBa Ha GLP-1, kouto 3a0aBsT CTOMAINTHOTO WU3IIpa3BaHe, HE Ce
Ha0JII0/1aBa MPH JICYCHNUE C BUIATIUIITHH.



Kinnuyna edukacHOCT ¥ 0€30IaCHOCT

Han 15 000 manmeHTH che 3axapeH quadeT THIT 2 y9acTBaT B IBOMHOCIIEIN TUIale00- Uk aKTHBHO
KOHTPOJIMPAHU M3MHUTBAHMS C MPOABDKUTEIHOCT Ha JICUCHUETO Ha 2 roauHu. [Ipu Te3u mpoyuBaHus
BUWJIJArIMITHH ce npuiara Ha moeeue oT 9 000 manuenTH, B AHEBHU 1031 0T 50 MQ BeAHBK THEBHO,
50 mg nBa nbTH gHeBHO Win 100 mg Beaubx nuesHo. Hax 5 000 mbxe u Haa 4 000 skeHu npuemaT
BusnarmnTad 50 mg Beaabx naeBHO win 100 mg qaesHo. Han 1 900 manuenTn, npuemaiiu
Bugaruntad 50 mg Beausx nuesHo, win 100 mg aueBHo ca > 65-roaunu. [lpu Te3u H3NUTBaHUS,
BUWJIJAMIMIITHH C€ Ipujiara KaTo MOHOTEPAIK [IPH MAlUCHTH ChC 3aXapeH AuabeT TUIl 2, KOUTO
HHUKOTA HE ca IMPUEeMaJTH JIEKaPCTBEHO JICUeHHE 3a 1uadeTa, Wik B KOMOWHAIIMS TIPH MAIHEHTH, YUHTO
KOHTPOJ HE € 3aJ0BOJIMTENCH MPH JICUCHHE C APYTH aHTHIHNA0CTHHU JIEKAPCTBEHH POTYKTH.

Karto 110, BUIIATIMITAH 0A00psIBa TIIMKEMHYHUS KOHTPOJI, KOTaTo CE MpUlara KaTo MOHOTEPAIIHs,
WK KOTATo Ce Mpujiara B KOMOMHAIMsA ¢ METHOPMUH, CYI(OHUIYPECH NPOAYKT U THA3OIHUANHINOH,
KOETO e OICHABA 110 KIIMHAYHO 3HAYMMOTO HaMaJlsiBaHe Ha croiHoctuTe Ha HDA.: B kpast Ha
POYYBAHETO CIIPSIMO M3XOAHUTE CTOMHOCTH (BXk. Tabnuma 2).

B X072 Ha KITMHUYHYU W3MHUTBaHMs, CTETNICHTa Ha HamassiBaHe Ha HDA;c ¢ BugarnunTun e 6una mo-
roJisiMa Ipy MaIMeHTH ¢ TI0-BUCOKA U3X01Ha CToiHOCT Ha HDA .

B 52-ceqMu4HO ABOMHOCIIANO KOHTPOJIMPAHO M3MUTBaHE, KbeTo BuiaraunTud (50 Mg aBa nbTH
nHeBHO) HamasiBa u3xoauus HbA:c ¢ -1% B cpaBuenue ¢ -1,6% 3a meTdopMmuH (THTpHUpaH 10

2 g/nHeBHO), He ce TOCTHUIa CTATUCTHYECKH TT0Ka3aTel 3a He Io-Majka edukacHoct. [lanuenrure,
JICKYBaHHU C BUJIJATIMNTHH, ChOOIABAT 32 3HAUYUTEIIHO TO-HUCKA YECTOTa HAa CTOMAILITHO-YPEBHU
HE)KeJIaH! JICKAPCTBEHU PEAKINH, CIIPSMO TE3H, JIGKyBaHH ¢ MET(GOpMHH.

B 24-ceaMuyHO TBOWHOCIISANO KOHTPOIMPAHO M3NUTBaHe, BraarmunTud (50 Mg aBa mbTH AHEBHO) €
CpaBHEH ¢ po3UrInUTa3oH (8 Mg Beauwk aAHeBHO). CpeaHoTo Hamanenue e -1,20% 3a BUIAarIuITHH
u -1,48% 3a po3uruTa30H, MPH NAUEHTH ChC cpeeH u3xoaeH HbAyc ot 8,7%. ITammenTrte, KOUTO
NOJTyYaBaT PO3UTIIMTA30H, OBHUIIABAT TEJIIECHOTO CH Terio cpenHo ¢ (+1,6 Kg), mokaTo Te3u, KouTo
NOJTyYaBaT BUJIJATJIMIITHH, HE TIOBHIIaBaT TesecHoTo cu terdo (-0,3 kg). UectoTara Ha nepudepHu
OTOIIM € MO-HUCKA B TPyIaTa ¢ BUJIATJHUITHH B CPABHEHHE C TPyNaTa ¢ PO3UMNIUTA30H (ChOTBETHO
2,1% cupsimo 4,1%).

B KITMHUYHO M3MUTBAHE C 2-FOUIITHA MPOIBIKUTEIHOCT BUAArTUNTHH (50 MJ 7Ba MbTH THEBHO) €
cpaBHeH ¢ rmknasua (o 320 mg/aeH). Ha Bropara roquHa CpeiHOTO MOHMKCHUE HA HUBATA Ha
HbAc e -0,5% 3a Bungarmunrud u -0,6% 3a riavknasua, npu cpeaeH uzxogen HbAc ot 8,6%.
BI/IHI[aFJ'II/IHTI/IH HEC ITOKa3a CTATUCTUYCCKHU 3HAYUMA HEC ITO-MaJIKa e(i)eKTI/IBHOCT CHpHMO TJINKJIA3nu 1.

BI/IHZ[aFJ'II/IHTI/IH C€ CBBP3Ba C IMO-MAJIKO CJIydal Ha XUIIOTJIMKCMUSL (0,7%) OTKOJIKOTO T'JIMKJIa3U1 /g
(1,7%).

B 24-ceaMuyHO KITMHUYHO M3NMUTBaHe, BUIAArmunTyuH (50 MQ ABa MTH THEBHO) € CPaBHEH C
nmorntaszoH (30 My BeAHBXK THEBHO) MPH MAIUEHTH, TTPA KOUTO HE € TOCTUTHAT 3aJ0BOJIUTEIICH
TIIMKEMUYeH KOHTpoI ¢ MeThopMuH (cpenHa qHeHa no3a: 2020 mg). CpeHOTO MOHMKEHUE Ha
nuBara Ha HbA., ipu cpenen uzxonen HbA;c ot 8,4%, e -0,9% npu nobaBsiHe Ha BUIIATIUIITHH KbM
MeThopmuH 1 -1,0% npu 1odaBsHE Ha MUOTIANTA30H KbM MeThopMuH. CpeHOTO MOBHUINIABAHE HA
TEJIECHOTO TETJI0, HA0II0IaBaHO MPH MAIUEHTHUTE, PUEMAIIX ITHOTJIUTa30H B AOIBJIHEHUE KbM
metdopmu e +1,9 kg, cripssmo +0,3 Kg tipu marpeHTHTE, MpUEMAIX BIIJIATIUIITHH B JOIbIHEHHE
KbM MET(QOPMUH.

B KIMHWUYHO M3MHATBAHE ¢ 2-TOAMINHA TPOABIDKATEITHOCT, BIunarmnTuH (50 Mg 1Ba IHTH THEBHO) €
CpaBHEH ¢ IIIMMENHUpH (10 6 MY/meH - cpeana 1o3a mnpe3 2-te roguHu: 4,6 MQ) npy MaueHTH,
nekyBaHH ¢ MeTopMHH (cpenHa qHeBHa no03a: 1894 mg). Cnen 1 ronuHa cpeJHOTO MOHMKEHNE Ha
uuBara Ha HbA e -0,4% npu 106aBsiHe Ha BUIAANTAOTAH KbM MeTdopMmuH 1 -0,5% mpu 100aBste
Ha TJIMMENUPUI KbM MeThOpMUH, 1ipu cpeneH usxoaeH HbAc ot 7,3%. [IpomsiHara B TEJIECHOTO
terso npu uagarauntud e -0,2 kg cpsmo +1,6 kg npu rmumenupu. Yecrorata Ha caydanTe Ha
XUTIOTIIUKEMHSI € 3HAYUTETHO MTO-HUCKA B TpynaTa Ha Buigarauntud (1,7%) B cpaBHEHHE ¢ TpymnaTa
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Ha rumernpun (16,2%). B kpaitHaTta Touka Ha nmpoy4BaHeTo (ciieq 2 TOAWHNA) CTOMHOCTUTE Ha
npomsiHaTa Ha HbA ¢ cripsiMo M3X0THOTO HUBO ca €IHAKBU HA U3XOJHUTE CTOMHOCTH B JIBETE
TEPANECBTUYHH I'PYIIH, @ PA3IHUMATA 10 OTHOIIEHUE HA TIPOMSIHATA B TEJIIECHOTO TETJIO U CIIy4anuTe Ha
XUTOTJIMKEMUS CE 3ara3Bar.

B 52-cenmuano m3nuTBaHe BugaraunTiH (50 My 1Ba MsTH JHEBHO) € CPaBHEH ¢ TIIMKIA3u (CpeaHa
JHEBHa 103a: 229,5 MQ/neH) npy NalueHTH, HETOCTUTHAIM KOHTPOJ ¢ MeT()OpMUH (M3X0IHA 1032 Ha
metdopmun 1928 mg/nen). Cien 1 romuna cpeanoro noumwkenue Ha HbA . e -0,81% npu nobassiae
Ha BUIIATTUITHH KbM MeTdhopmuH (ripu cpeaen uzxoneH HbA1: 8,4%) u -0,85% mnpu nobassiHe Ha
TIUKIIa3u1 KbM MeTdopmuH (ripu cpeaen u3xoaeH HbAs: 8,5%); nokazaHa e cTaTHCTHYECKU 3HAYUMA
He no-Mainka edukacuoct (95% Cl -0,11 — 0,20). [IpomsiHara B TenecHoTo Terio € +0,1 kg npu
BUJIIATTMITHH cripsiMo +1,4 Kg mpu riukiasu.

B 24-ceqMuyHO M3MHUTBAHE ¢ OllcHEHa e(hUKACHOCTTa HA PUKCHpaHaTa J030Ba KOMOUHAIINSA OT
BUJIJATJIMIITHH U MeT(GOPMHUH (ITOCTENIEHHO TUTHPHpaHa 10 Ko3a oT 50 mg/500 mg maBa meTH THEBHO
mu 50 m@/1000 mg aBa IBTH JHEBHO), IPUIIOKEHA KATO IIbPBOHAYAIIHA TEPAIIHS [IPH HAUEHTH,
HEeMpHEMaTH TPen TOBa APYTH JiekapcTBa. KOMOHHAIIMATA BUITAATIHITHH/METHOPMHUH

50 mg/1000 mg, mpuiokeHa 1Ba MbTH JHEBHO, moHmwkaBa HbA1. ¢ -1,82%,

B armuntas/Merdopmun 50 mg/500 mg, npuioxkeHa 1Ba IbTH THEBHO, ¢ -1,61%, MeTdhopMun
1000 mg, npuoxeH Ba TbTH JHEBHO, ¢ -1,36%, a BuiaarmnTud 50 My, IPUI0KEH B ITbTH
nHeBHO, ¢ -1,09% npu uzxonen HbA: 8,6%. ITonmxkenunero Ha HDA1 ¢, HabIr01aBAHO MPH MAIIMEHTH C
usxoned HbA;: >10,0%, e mo-romnsmo.

[IpoBeneHo e 24-ceAMUYHO, MHOTOLIEHTPORO, PAHIOMHU3UPAHO, IBOHHOCIIAINO, Muare0o-
KOHTPOJIMPAHO M3IUTBAHE, 32 []a CE OLICHH TepaneBTUYHMSA eeKT Ha BHimarmunTua 50 My BeIHBK
JTHEBHO CIPsIMO Tuiare6o npu 515 nmaruentu ¢ quabdet tvm 2 1 yMepeHo ObOpeyHO YBpeKIaHe
(N=294), unu Texko 660peuno yBpexaane (N=221). 68,8% u 80,5% oT nauueHTHTe, CHOTBETHO, C
YMEPEHO U TEKKO ObOpEevHO yBpekIaHe, ca JIEKyBaH! C HHCYJIMH Ha U3XOIHO HUBO (CpeaHa JHEBHA
J103a, ChOTBETHO, 56 enuuuny u 51,6 equanim). [Ipu nanuenTnTe ¢ yMepeHo ObOPEYHO YBpEXKIaHE
BHJIIATJIMIITHH 3HAUYNTETHO oHmwKaBa HDA . cripsiMo mmarie6o (pasiuka -0,53%) ot cpeiHa CTOHHOCT
Ha U3X0AHO HUBO 7,9%. [Ipu namueHTHTe C TEXKO OBOPEUHO YBPEIKAAHE BUILIATIUITHH 3HAYUTEITHO
nonmkasa HbA.c cripsimo miane6o (pasiuka -0,56%) oT cpeHa CTOHHOCT Ha U3X0JHO HUBO 7,7%.

24-ceMUYHO, PaHIOMHU3UPAHO, JBOMHOCIIAIIO, TIAIe00 KOHTPOIMPAHO U3MUTBAHE € IPOBEACHO MPH
318 manmenTw, 3a 1a ce oleHn epukacHOCTTa M 0e30MacHOCTTa Ha BIAariunTyH (50 mg aBa meTH
JTHEBHO) B KoMOuHaIwms ¢ MeTdopmuH (>1500 mg nHeBHO) U TnuMenupua (>4 mg THEBHO).
BunparnuntuH B KOMOUHALMS ¢ MET(HOPMHH U TIIMMENUPH]T 3HAYMTETHO ToHmkaBa HbA . ciipsiMo
miaie6o. Kopurupanara cnpsimMo mianedo pasiuka B moHmwkeHueTo Ha HbA 1 cripsMo U3X0AHOTO
HHBO OT 8,8% ¢ -0,76%.

24-ceMUYHO PaHJIOMHU3UPAHO, TBOMHOCIIAIIO, TIAle00 KOHTPOJIUPAHO U3IMTBAHE € MPOBEICHO MPH
449 manmeHTH, 3a 1a ce olleHn epukacHOCTTa M 0e30MacHOCTTa Ha BIuigariaunTyH (50 mg aBa meTH
JTHEBHO) B KOMOWHAIIMS C TIOCTOSIHHA 71033 0a3aJieH WM CMECEH WHCYJIVH (CpeHa JHeBHA /1032 OT

41 emuHMIN), ChC ChIIBTCTBAN] TpreM Ha MeThopMuH (N=276) wim 6e3 ChbIIbTCTBAII IPHEM Ha
MeThopmuH (N=173). BunpariunTtiud B KOMOMHAIINS C MHCYJIMH 3HAYUTETHO MMOHMKaBa HbA ¢
cnpsiMo Tiare6o. B obmaTa momnyinanus KOPUTUPAHOTO CIIPSMO TUIANe00 MTOHKEHHUE OT CpeiHa
n3xomnata croiHocT Ha HbA1: 8,8%, € -0,72%. B moarpynure, IeKyBaHH C MHCYJINH, ChC WK 0€3
CBITBTCTBAIIL TIPHEM Ha MET(HOPMHH, KOPUTHPAHOTO CIPSIMO Tu1aedo cpeano noHmkenne Ha HbA;, e
croTBeTHO -0,63% u -0,84%. YecToTaTa Ha XHITOTTHKEMUS B o0maTa nmonynamnws € 8,4% u 7,2%,
ChOTBETHO B IPYNHTE HA BUJIAMIMIITHH U TU1ae6o0. [Ipu nanueHTuTe, mpueMaliiv BUIarITHH, He
ce HabOJIOaBa ToOBHUINaBaHe Ha TerioTo (+0,2 KQ), mokaro mpu nmpreMariuTe mianedo ce HaboaaBa
noHmwkenue Ha Ternoto (-0,7 kg).
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B npyro 24-cenMuaHO mpoydYBaHe MPH MANMCHTH ¢ MTO-HAMPEIHAT 3aXapeH AUadeT THI 2, IPU KOUTO
HE € TIOCTUTHAT aJICKBATCH KOHTPOJI C JICUSHHETO C MHCYIIMH (Obp30JieiicTRAII U [T0-IBJIT0JICHCTRAII,
cpenHa nHcynHOBa f03a oT 80 [U/nHeBHO), cpenHoTo nmoHmwkeHue Ha HbA1c pu no6aBsiHe Ha
BuynarunTyH (50 mg 1Ba MbTH JHEBHO) KbM MHCYJIUHA € CTATUCTUYCCKH 3HAYUMO TIO-TOJISIMO,
OTKOJIKOTO TIpy KoMOuHarmsITa rrane6o trroc nacynuH (0,5% capsmo 0,2%). Uectorara Ha
XUIOTJIIMKEMHUS € TIO-HHUCKAa B rpylara Ha BUWIIATIMITHH, OTKOJKOTO B Tuane6o rpynara (22,9%
crpsimo 29,6%).

IIpoBeneHo e 52-ceAMUIHO MHOTOIICHTPOBO, PaHIOMI3UPAHO, TBOMHOCIIAIIO H3MUTBAHE TIPH
MAIUEeHTH C TUabeT TUI 2 ¥ 3aCTOMHA ChpJeuHa HeocTaThuHOCT (PyHkunonaneH kiac I-111 mo
NYHA), 3a na ce oriern edexra Ha Bupparmntud S0 mg asa metu nHeBHO (N=128) cnpsimo mnare6o
(N=126) Bbpxy bpakiusTa Ha u3TIackBaHe Ha jsBaTa kamepa (LVEF). [Ipunokennero Ha
BUJIJIATJIAIITHH HE € CBBP3aHO C MPOMsIHA BhB (DYHKIIUATA Ha JIIBaTa KaMepa WK C BJIOIIABAaHE Ha
chiectByBama 3CH. KaTo 11510 npeiBapuTeHO ONPEISIICHUTE HeXKEIIaH! ChPICYHOCHIOBU CHOUTHS
ca 6amancupann. HabmrogaBar ce moBede ChbpJe9HOCHIOBH CHONTHS MPU MAIUEHTUTE ChC ChPICYHA
HepoctarbyHOCT Kiac |1l mo NYHA, nexyBanu ¢ BumgarnunTvH ciupsMmo miamnedo. Bee mak Ha
W3XO/HO HUBO CHIIECTBYBA ANCOAIaHC TI0 OTHOIIEHHE Ha ChPACYHOCHOBHUS PUCK B T0J13a Ha T1ae0o
1 OpoAT Ha CHOMTHATA € HACHK, KOETO M3KIIF0OUBA KaTETOPUYHH 3aKIOUeHNs. Bungarmuntua
3HauKMTeIHO MoHMKaBa HDbA: cripsimo rtane6o Ha 16-ta ceqmuna (pasnuka ot 0,6%) pu CpeaHo
U3X0HO HUBO OT 7,8%. B moarpynata c kiac |11 mo NYHA nonmxkenuero B HbA;:: cpaBreHo ¢
miane6o e no-Hucko (0,3% pa3znuka), HO He MOXKE Jla Ce HalpaBy 3aKIYCHUE, IIOPATU MAJIKUs OpOit
nanueHTH (N=44). YecroraTa Ha cay4anTe Ha XUIIOTIIMKEMUS B 001I1aTa MOMyanus € cboTBETHO 4,7%
1 5,6% B rpynUTe HA BWIJATJIMIITHAH U IIa1e0o0.

[IpoBeieHO € MEeTIOIUIITHO, MHOTOIICHTPOBO, PaHIOMHU3MPaHo, 1BoiHOCIO npoyuBane (VERIFY)
IpY TTALMEHTHU ChC 3aXapeH AualeT TUM 2, 3a J1a ce OLeHH eeKThT Ha paHHa KOMOMHHMpaHa Tepamnusi C
BungaraunTie 1 MetdopmuH (N = 998) cipsimo cranaapTHA MbPBOHAYATHA MOHOTEPAITHS C
MeT(hOPMUH, MTOCIIEABaHAa OT KOMOMHAIIMS C BUIAAMIMIITUH (IpyIa Ha TOCJIEI0BATEIHO JICUCHHE)

(N =1 003) mpu HOBOAMATHOCTUIIMPAHH TTAIMEHTH ChC 3axapeH auadet tun 2. Cxemara ¢
KoMOWHanusATa Ha BUiAaraunTiHH 50 MQ JBa MbTH AHEBHO IUTFOC METQOPMUH BOAU 0 CTATHCTHUCCKH
Y KJIMHUYHO 3HAYMMO OTHOCHTEIHO HaMallsiBaHe Ha pHCKa “BpeMe JI0 IOTBBP/ICH HEeycIeX Ha
IbPBOHAYAIHOTO JiedeHue" (cToitHocT Ha HbA1: >7%), cripsiMmo MoHOTepamnusi ¢ MeT(hOPMHH ITPU
HEJIEKyBaHHU 10 MOMEHTA ALIMEHTH ChC 3aXapeH aualeT TUM 2 mpe3 S-TOAMIIHATA TPOABKUTEIHOCT
na npoyusanero (HR [95%CIl]: 0,51 [0,45, 0,58]; p<0,001). YecroTara Ha HeycreX Ha
IbPBOHAYATIHOTO JieueHue (cToitHocT Ha HbA1c >7%) e 429 (43,6%) namnuenTy B rpynaTa Ha JieueHHe
¢ kombuHarmsTa u 614 (62,1%) nanueHTH B rpynaTa Ha MOCJICI0BATEHO JICUECHHE.

Cvpoeunocv008 puck

Merta aHanu3 Ha HE3aBUCUMO U IIPEIBAPUTEIHO ONPEAEICHUTE ChPACYHOCHIOBH HEXKETaHU ChOUTHUS
ot 37 daza Il u |V x1MHUYHY pOyYBaHHS IPU MOHOTEpANHs U KOMOWHUpaHa Teparus, C
MPOIBIDKUTETHOCT HaJl 2 TOAUHU (cpeaHa excro3uusa 50 ceaMuIy 3a BIIAArIunTHH U 49 cenMuim
3a CPaBHUTEIHUTE NIPOAYKTH), IOKA3Ba, Ye JICUCHUETO C BUWIJATJIMIITHH HE € CBBP3aHO C IIOBUIIIABAHE
Ha ChPACYHOCHIOBHS PUCK CIIPSIMO CPaBHUTEIHUTE NPOAYKTH. ChCTaBHATA KpaiiHa TOUKa Ha
IpeIBApUTEITHO OIPEICIICHUTE TOJIEMH ChPJICYHOCHI0BU chOuTHs (Major adverse cardiovascular
events — MACE), BKIIIOUHTEIHO OCTBP MHUOKapAeH HHPAPKT, MHCYJIT WM CMBPT NOpaIu
CBhPACYHOCH0BA IPUUMHA, € [T0J00HA TPU BUJIAATIIMITUH CIIPSIMO KOMOWHUPAHHU aKTUBHHU M I1aLe00
cpaBuuteanu npoaykru [OtHocuresnen puck o Mantel-Haenszel (M-H RR) 0,82 (95% Cl
0,61-1,11)]. MACE nacrbmBa mipu 83 ot 9 599 (0,86%) nanuenTs, JIeKyBaH! ¢ BUIIATIHUIITHH U TIPH
85 ot 7 102 (1,20%) nauneHTH, JeKyBaHU ChC CPaBHUTEICH NPOAYKT. OLieHKaTa Ha BCEKH OTENIEH
komrioHeHT Ha MACE He nokassa nosutieH puck (nogoden M-H RR). Cr0uTus ¢ motespieHa
chpaeuna HepoctarbuHocT (CH), nedunupana karo CH, n3rckBaliia XOCIUTAIU3aIHS, UK
HoBonosiBuia ce CH, ce crobmaBat pu 41 (0,43%) ot mauueHTrTe, IEKyBaH! C BUJINATIUITHH U IPU
32 (0,45%) ot manueHTHTE, IEKYBaHH ChC cpaBHHUTENeH npoaykT M-H RR 1,08 (95 CI 0,68-1,70).

12



Tadauua 2 OCHOBHM pe3yJITATH 32 eHKACHOCT HA BIWIIATJIMITHH NPH 1J1a1e6o
KOHTPOJIMPAHU H3NUTBAHMUS 32 MOHOTEPAIHUS M NP U3NUTBAHUS 32 J0NbJIBAIIA
KoMOuHHpaHa Tepanus (mbpBuuHa | TT momyJamnus 3a epuKacHOCT)

I[Inane60 KOHTPOJUPAHHT Cpenna Cpenna Ilnanedo
NMPOYYBAHHUS — MOHOTEPANHSI U3X0HA NMpoMsIHA KOpUTHpaHa
CTOHHOCT HA CIPsSIMO CpeHa MPOMSIHA
HbA: (%)  w3xommmst HbA. Ha HbA. (%)
(%) na 24™ Ha 24™ ceaMuia
ceqMuUIa (95% JIN)
ITpoyusane 2301: 8,6 -0,8 -0,5* (-0,8, -0,1)

Buaparaunraa 50 mg asa mbTH
naesno (N=90)
[IpoyuBane 2384: 8,4 -0,7 -0,7*(-1,1,-0,4)
Buaparaunrua 50 mg asa mbTH
naeBHo (N=79)
* p< 0,05 3a cpaBHEHHUETO CIIPSIMO
maare0o
IIpoyuBaHus 3a
J0MbJIBAIO0/KOMOMHUPAHO
JleyeHmne
Buamarounraa 50 mg 8,4 -0,9 -1,1* (-1,4, -0,8)
JBYKpPaTHO JHEBHO +
methopmun (N=143)
Buamarmunrua 50 mg qaesHo + 8,5 -0,6 -0,6* (-0,9, -0,4)
roamenupug (N=132)
Buamarauntua 50 mg 8,7 -1,0 -0,7* (-0,9, -0,4)
JBYKpPaTHO JHEBHO +
muorauTa3od (N=136)
Buamaraunrua 50 mg 8,8 -1,0 -0,8* (-1,0, -0,5)
JBYKpPATHO JHEBHO +
MeT(GOPMHH + MIIMMETHPUT
(N=152)
* p< 0,05 3a cpaBHEHHETO CIIPSIMO
mTare0o + CpaBHUTENIEH JIEKAPCTBEH
MPOJYKT

IleqpnaTpryHa nonyJiamus

EBpomneiickara areHIus 1o JeKapcTBaTa 0CBOOOXK/1aBa OT 3aIbJDKEHHETO 33 TIPEIOCTaBSIHE Ha
pe3yJTaTUTe OT MPOYYBAHUATA C BUIJATIANITHH BbB BCHUKH MIOJTPYIH HA MEAHaTPUIHATA MOMyJIaIHs
chbe 3axapeH nuaber Tvn 2 (BX. Touka 4.2 3a uH(pOpMAIIKsS OTHOCHO yHoTpeOa B MeHaTpHsITa).

5.2 dapmakoKHMHeTHYHH CBOWCTBA

AOGcopouus

Cren mepopajiHO MPHIOKEHUE Ha T4 JHO BIIIATIIMITHH ce abcopOupa Obp30 ¢ MUKOBHU TUIa3MEHH
KOHIICHTpAIMK, HaOro1aBany Ha 1,7 yac. XpaHara ci1abo 3a0aBsi BpeMeTO 3a JOCTUTaHE Ha TUKOBa
I1a3MeHa KOHLEHTpalus 10 2,5 yaca, Ho He nosiusBa obmata excriosuiws (AUC). [puinoxenneTo
Ha BUJIJATJIMIITHH C XpaHa BoaM 10 HamasBaHe Ha Crax (19%). Cremnenrta Ha mpoMsiHa obade, He €
KJIMHAYHO 3HauMMa, Taka ue XiliarX moxke ma ce mpuara ¢be mim 6e3 xpana. AGCOOTHATA
ouonanmmyHoCT € 85%.
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Pasnpenenenue

CBbp3BaHETO HA BUIIATIAITHH C IJIa3MEHHUTE POTEHHU € ¢1a60 (9,3%), KaTo BHIIATIUIITHH CE
pasmnpezesst IOPaBHO MEXKIY IIa3MaTa U YepBEHUTE KPbBHU KIeTKU. CpeqHusAT 00eM Ha
pasmpe/iesieHre Ha BUIATIIMIITHH [TPU CTAIHOHAPHO ChCTOSIHUE CJIE] HHTPABEHO3HO HPHIIOKEHHUE
(Vss) € 71 nutpa, KOEeTo mpeosiara H3BbHCHI0BO PasIIpe IeiICHIE.

Buorpancdhopmars

69% OT n03aTa BUJINATIUITHH ce MeTabOIN3Upa, KOETO € OCHOBHUSAT ITBT HA €JIMMUHHUPAHE TIPU XOpa.
['maBuusaT metabomut (LAY 151) e papMakonoruiHo HEaKTHBEH U € POAYKT Ha XUAPOJIN3aTa Ha
quaHorpynara Ha 57% ot J03aTa BUIIArJIHIITHH, TIOCJIEBaH OT rrtokypoHus (BQS867) u
NPOJYKTHTE Ha amuaHa xumponusa (4% ot mo3ara). In Vitro nanuu ot YoBeku ObOpEUHU
MHUKPO30MaJHU CHCTEMH COYAT, ye ObOPEKBT MOXKE J1a € €IMH OT OCHOBHUTE OPTaHH, JOMPUHACSIIH 32
XUAPOIN3aTa Ha BIIIATJIMIITAH 10 HETOBHS TlIaBeH HeakTuBeH Metadomut LAY 151, DPP-4
JIOTIPUHACS YaCTUYHO 32 XHPOJIN3aTa Ha BIJIJATIHIITHH Bb3 OCHOBA Ha iN VIVO mpoy4BaHe, B KOETO ca
W3II0JI3BaHM TUTbX0BE ¢ aeduiut Ha DPP-4. BuigarivnTia He ce MeTaboIu3upa B 3HaYMMa CTEIICH OT
CYP 450 enzumure. CriejoBaTeNHO, METAOOUTHUAT KIUPHHC HA BIIIATIIMIITAH HE C€ OYaKBa J1a Ce
noBJusie ot eqHoBpeMeHHoTO npritoxkenne ¢ CYP 450 uuxuburopu u/vau uaayKTOpH. IN Vitro
MPOYyYBaHUATA MTOKA3BAT, Ue BUIAATTUNTHH He nuxubupa/unayimupa CYP 450 ensumure. ETo 3aro,
BUWJIJArJIMIITHH HSAMAa BEPOSITHOCT J1a TIOBJIHSIBA METAOOIUTHUS KIMPBHC HA CHITBTCTBAIIO TPUIIAaTaHUTE
JeKapcTBeHU NpoaykT, merabommsupanu ot CYP 1A2, CYP 2C8, CYP 2C9, CYP 2C19, CYP 2D6,
CYP 2E1 unu CYP 3A4/5.

Enumunupane

Cnen nepopanno npuwioxenue Ha [C] Bungaraunrun, npubmusutento 85% or goszara ce
eKkckpetupa B ypuHata u 15% ot no3ata ce ycraHoBsiBa BbB (erieca. 23% 0T q03aTa BUIIATIUITHH
CJIe]] IEPOPATHO MPUIIOKEHHE Ce eKCKpeTHpa oT ObOpenuTe B HenpoMeHeH By, Cliesl HHTPaBEeHO3HO
NPUIOKESHUE TIPH 3[PaBH JINIA, OOLIMAT IUIA3MEH M ObOpPEYCH KIIMPHHC HA BUIJATTUIITHH €
cboTBeTHO 41 1 13 I/h. CpequusaT TepMUHAICH TOMYKHUBOT CJIel HHTPABEHO3HO TPHIOKEHHE, €
npuOIU3UTENHO 2 Yyaca. EMUMUHAIIMOHHUAT MOJYKUBOT CJIE]T TIEPOPATHO MPHIIOKECHUE ©
npuOM3uTeNHO 3 Yaca.

JIuHelHOCT/HENMHENHOCT

Chax Ha BULIATTIMIITHH | TUIONITA [10]] KpHBaTa Tia3MeHa konuenrparus/Bpeme (AUC), ce yBennuaBa
NPUOTU3UTEITHO MPOMOPIIMOHAIHO Ha J103aTa, B PAMKHTE Ha TePaeBTHYHHS JJ030B HHTEPBAIL.

XaDaKTeDI/ICTI/IKI/I opHu Cl'[e]_[I/Id)I/I‘IHI/I I'pyny NanvucHTHU

Ton

He ce maGmroaBaT KITMHUYHO 3HAYMMH PA3JIMKHA BHB (hapMaKOKHHETHKATa Ha BUIIATIUITHH MTPH
3/IpaBH MBXE U JKEHH B IIHPOK BH3PACTOB JHAIa30H U MHIEKC Ha TenecHa Maca (MITM).
Wuxubupanero Ha DPP-4 ot BunmarmunTiH He ce MOBIKSABA OT MOJIa.

Cmapuecka 8v3pacm

Ipwu 3apaBu 106pOBOIIHK B cTapyecka BB3pacT (> 70 roauHu), 00mara eKCro3ulms KbM
uiparaunTiH (100 mg BenHbxk aHEBHO) ce noBumaa ¢ 32%, ¢ 18% noBumaBaHe Ha MUKOBAaTa
ITa3MeHa KOHIIEHTpAIWs, B CPaBHEHHUE ChC 37paBu Miaau qoopososnu (18-40 roguuu). Cunra ce
obaue, ye Te3u MPOMEHH He ca KIMHUYHO 3HaunMu. Maxubupanero Ha DPP-4 ot BUIAAarMnTH HE ce
MOBJIMSIBA OT BB3PACTTA.
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YeprodpobHo yspesrcdane

EdexTsT Ha yBpeneHara yepHoApoOHa (GYHKIMSA BEPXY (papMaKOKWHETHKATa HA BUJIJATIIUIITHH, €
NPOYYCH NPH MAIKUCHTH C JICKO, YMEPEHO M TeKKO YSPHOAPOOHO YBpEXK/IaHe, Bb3 OCHOBA Ha CKOpa
Child-Pugh (Bapupaur ot 6 3a jekute, 10 12 3a TeXKKHUTE) B CpaBHEHUE ChC 3/IPABH JIHILIA.
Excrio3umsra Ha BIIJArJIMIITHH CIIeNl €JHOKPATHA /1032 MIPH TMAEHTH C JEKO U YMEPEHO
4epHOIPOOHO yBpekaane, ¢ HamaeHa (choTBeTHO 20% 1 8%), 10KaTO EKCIO3UIHATA HA
BUJIIATJIMIITHH TP MALUEHTH C TEKKO YBPEXKIaHe € oBHiieHa ¢ 22%. MakcumaiaHaTa npoMsiHa
(yBennuaBaHe WM HaMaJsBaHe) B €KCIIO3UIMATA HA BUILAArUNTHH € ~30%, KoeTo ce cunTa, 4e He €
KIMHIYHO 3HaUnMO. Hsima xopenarnus Mexry TexXecTTa Ha 4epHOApOOHOTO 3200 IBaHe U ITPOMSIHATA
B CKCITO3MIMATA HA BUJIIATTTUIITHH.

Bvbpeuno vepeocoane

[IpoBeneHO € OTBOPEHO U3MUTBAHE C MHOTOKPATHO MPHUIIOKEHUE, 32 Jla CE OLICHU (PapMaKOKWHETHKATA
Ha TO-HHUCKaTa TepareBTU4HA 1032 BuinaraunTiH (50 My BeIHBK JHEBHO) MPH MAIUSHTH C Pa3InyHA
CTEIIeH Ha XPOHUYHO OBOpEeYHO YBpekKaaHe, JeUHUPAHO Ype3 KPEaTHHHHOBHSI KITUPBHC (Jieko: 50 1o
<80 ml/min, ymepeno: 30 mo <50 ml/min u texxko: <30 ml/min), cipsimo HOpMasHHU 3/1paBU
KOHTPOJIH.

AUC Ha BUIIATTUNTHH ce moBuIIaBa cpenHo 1,4; 1,7 1 2 mbTH, ChOTBETHO, TP MAIIUEHTHUTE C JIEKO,
YMEPEHO U TEKKO ObOpedHO yBpekaaHe, CripsiMo HopMaiHu 3apaBu ydactHunu. AUC Ha
metabomutute LAY 151 u BQS867 ce nopumasa cpeano 1,5; 3 u 7 bTH, ChOTBETHO, IPY NAIIMCHTUTE
C JIEKO, YMEPEHO U TEXKKO 0BOpeuHo yBpexaane. ChINECTBYBAIUTE OTPAHUYCHH JAHHHU OT MAllHCHTH
¢ TepMuHaiiHA OBOpeuHa HenocTarhbuHOCT (ESRD) mokaspar, ye eKCro3uiusTa Ha BIIAATIMIITHH €
noJo0Ha Ha Ta3u MPH NMAIMEHTH C TeXKKOo ObOpeuHo yBpexkaane. Konnentpanusta na LAY151 e
MPUOTM3UTENTHO 2-3 MBTH MO-BUCOKA, OTKOJIKOTO IIPH MAIIMEHTH C TEXKO OHOpEedHO YBpEkKIaHE.

BungarnuntiH ce oTcTpaHsBa B MaJika cTereH upe3 xemoauanusa (3% mnpu 3-4-uacoBa XxeMoauain3a
¢ Hayaso 4 yaca cies NPUIOKeHUE Ha J103aTa).

Emnuuecka epyna
C’LHIGCTBYBaT OrpaHUYCHU JaHHU, KOUTO Npeamnojarar, 4¢ CTHUUCCKUAT IIPOMU3XO0a HAMA I'OJIAMO
BJIUSITHUC BBPXY (l)apMaKOKI/IHCTI/IKaTa Ha BUJIAArJIUIITHH.

5.3 IlpeakIVHUYHHU JaAHHU 32 0€30MACHOCT

ITpu kyueta ce HaOrO1aBa 3a0aBsHE Ha MPOBEKIAHETO HA UMITYJICH B ChPIIETO TPH J103a 0e3
kauandeH edext ot 15 mg/kg (7-mbTH Ha eKCITO3UIKATA ITPH XOPa, Bb3 0CHOBA Ha Cmax).

KyMynupane Ha eHECTH ajBeoJapHu Makpodaru B Oenure 1podoBe, ce HabIr01aBa MPH IIHXOBE U
mutnky. Jlozara 6e3 knuHuueH edext npH mrsxose e 25 mg/kg (5-rbTr Ha eKCITO3MIIUATA TIPH X0pa
Bb3 ocHoBa Ha AUC) n 750 mg/kg npu muiku (142-mbTH HaJl €KCIIO3UIUATA TIPH XOPa).

CroManiHo-4YpeBHH CUMIITOMH, 0COOEHO MEKH M3MPAKHEHUS, U3MPAXKHEHUS ChC CIIy3, TUAPHS, U IPH
BHCOKH JIO3H - KPBB B H3MPKHEHUATA, ca HAOMIo1aBaHu Npu Kydeta. HuBo Oe3 xinHIUYeH eeKT He €

JOCTHUIHATO.

BuarunTiH He € MyTareTeH B KOHBEHIIMOHATHHTE iN Vitro u in Vivo usnurBanus 3a
T€HOTOKCUYHOCT.
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IMpoyuBaHe 3a GepTUIUTET ¥ PAHHO EMOPHOHAIIHO pa3BUTHE MPH IUIBXOBE, HE J[aBa JaHHU 3a
HapyIIEHHs BbB (QepTHINTETA, PENPOAYKTUBHOTO MPEACTABSIHE WIIH PAHHOTO EMOPHOHAIHO Pa3BUTHE,
B pe3yJITaT Ha JICYEHHETO ¢ BHIAArIMITHH. EMOpHO-(beTaaHaTa TOKCHYHOCT € M3CJIeBaHa MPH
IUTBXOBE M 3aiiy. [ToBHIIIEHa YeCTOTa Ha BHJIHOOOpa3HHU pebpa ce HabIIro/1aBa MpH IIbXOBE, BbB
BPB3Ka C HAMAJIEHH TIapaMeTPH Ha TEJIECHOTO TETJI0 HAa MAWKUTE, TIPH J103a 0€3 KIMHUYIEH e(EKT OT
75 mg/kg (10-reTH Hax eKCIIO3UIMATA IIpH Xopa). [Ipu 3aiiim, HaMaIreHo TeIECHO TETIIO M IPOMEHH
Ha CKeJeTa, MOKA3aTeIHH 3a 3a0aBsHEe B PA3BUTHETO, Ca OTOCIsI3aHH CaMO MPU HATHYHETO HA TEKKA
MaifurHa TOKCHYIHOCT, ¢ J03a 6e3 knnuaudeH edekt ot 50 mg/Kg (9-rbTu Hax EKCIO3UIMATA IPH
xopa). [IpoBeeHo € poy4UBaHe 3a Tpe- U MOCTHATATHOTO Pa3BUTHE MPH IUIbX0Be. [IpoMenu ce
Ha0JII01aBaT caMo BbB BPb3Ka ¢ MallunHa TOKCHYHOCT mpu > 150 mg/Kg, 1 BKIIIOUBAT MPEXOTHO
HaMaJIsiBaHe Ha TEJIECHOTO TETJI0 U HamaJleHa JBUTaTeIHa aKTUBHOCT BbB F1 mokoeHueTo.

JIByroIMIITHO MPOY4YBaHEe 3a KAHIIEPOTEHHOCT € TIPOBEICHO MPHU ILTHXOBE C MEPOPATHHU JI03H JI0
900 mg/kg (mpubnmzurenHo 200 MbTH EKCIO3ULKATA TIPH XOpa MPU MAaKCHMAITHO MPernopbhYBaHaTa
no3a). He ce HaOmoaBa yBeniyaBaHe Ha 4eCcTOTaTa Ha TYMOPHTE, KOUTO OMXa MOIJIH Jia ca B
pe3yJsITaT Ha BUJIArIUOTHH. J[pyro ABYTOJHMIIHO MPOYYBaHE 3a KAaHIIEPOTCHHOCT € MMPOBEACHO PH
MHIIKH, ¢ nepopanau 103u 10 1000 mg/kg. [ToBumieHara yecToTa aieHOKapIIMHOM Ha I'bplaTa u
XEMaHTHOCAPKOM, ce HabJro1aBa mpy 103a 6e3 kimuandeH epekt ot chotBetHO 500 mg/kg (59 mbtu
HaJ ekcrosuimsaTa pu xopa) u 100 mg/kg (16 bt Hax ekcrosuimsaTa npu xopa). Cuura ce, 4e
MOBUILICHATA YECTOTA HA TE3H TYMOPH MPH MHIIKH HE TPECTABIIsBA CHIIECTBEH PUCK 33 XOparTa,
NOpaJM JIUICcaTa Ha TCHOTOKCUYHOCT Ha BUJIIATIIUIITHH M TJIABHUS My MEeTa0OJIMT, MOsIBaTa Ha
TYMOPHTE CaMo NPH €IHMH BUI U BUCOKUTE ChOTHOIICHNUS HA CUCTEMHA €KCIIO3UIIHS, ITPH KOUTO ca
HaOJII0/JaBaHU TYMOPHTE.

[Tpu 13-cenMUYHO TOKCHKOJIOTUYHO POYYBAHE TP MAliMyHN MaKaIld, KOKHH JIE3UH ca OTOeIsI3aHN
npu 1034 > 5 mg/kg/nen. Te ce goKanu3Upar NPeAUMHO 10 KpaiiHULuUTe (pblie, XOAWIATa, YIIUTE H
omarukara). I[Tpu 5 mg/kg/nen (mpubnusurenen ekpuBaient Ha AUC eKcro3uIusaTa pu xopa mpu
no3a 100 mg), ca HabmoaBanu camo MexypH. Te ca 00paTuMH, HE3aBHCUMO OT TOBA, Y€ JICUCHUETO €
IPOJBDKEHO U HE ca CBBP3aHU C XUCTONATOJIOTHYHN aHoManH. Jlromenra ce koxa, Oenera ce Koxa,
CTPYICH M PaHH Ha OMAIKaTa ¢ KOPEIUPAIIN XUCTONATOIOTHYHHU IPOMEHH ca HaOJI01aBaHu MIPU
no3u > 20 mg/kg/nen (npubnusutenno 3 et Hag AUC excriozunumsiTa mpu xopa mpu no3a 100 mg).
HekpoTuunute jie3un Ha onamkara ce Habroaasar npu > 80 mg/kg/nen. Koxuure ne3un He ca
obpaTumu nipu MaiiMyHH, JiekyBanu ¢ 160 mg/kg/men o Bpeme Ha 4-ceIMUYHKS Bb3CTAHOBUTEIICH
HEePHOI.

6. DAPMAIEBTUYHHU JAHHU
6.1 Chnucbk Ha IOMOIIHHUTE BelleCTBA
be3BonHa nakTo3a

MuKpoKpHCTaTHA [ENTy103a

Harpues mumecren riaukonar (tum A)
Marue3ueB cteapat

6.2 HecbBMecTHMOCTH

Henpunoxumo

6.3 Cpok Ha rogHocT

3 roauHu

6.4 Cneuua.mm yYdioBus Ha CbXPaHCHUE

I[a CC CbXpaHsBa B OpUTHHAJIHATA OIIAKOBKA, 3a 1a CC MPECAIa3u OT BJIara.
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6.5 Bwuau chbabp:kaHHe HA ONAKOBKATA

Anymunues/Anymunues (PA/AI/PVC//AI) 6auctep

Hanuuen B onakoBky, ceabpikany 7, 14, 28, 30, 56, 60, 90, 112, 180 wim 336 TabneTku v rpynoBU

oImakoBKH, chabpxkany 336 (3 omaxkoBku o 112) tabaerky.

He BcHyky BHJIOBE OMAKOBKH MOTAT Jia ObJIaT yCHATH Ha Ma3apa.

6.6 CrHenuajHu NpeINa3Hu MEPKHU IPH U3XBbPJIsIHE

Heunsnoa3BaHUAT JEKapCTBEH MPOAYKT MK OTHAThUHUTE MATEPUAIIH OT HETO TPsIOBa J1a C€ U3XBBHPIISAT

B CHOTBETCTBHE C MECTHUTE U3UCKBAHHS.

7. INPUTEXATEJI HA PABPEHIEHUETO 3A YIIOTPEBA

Novartis Europharm Limited

Vista Building

Elm Park, Merrion Road

Dublin 4

Wpnannus

8. HOMEP(A) HA PASPEIHLIEHUETO 3A YIIOTPEBA

EU/1/08/486/001-011

9. JATA HA ITbPBO PASPEINABAHE/ITIOJHOBABAHE HA PASPEHIEHUETO 3A
YHOTPEBA

Jara Ha mepBo paspemasane: 19 noemspu 2008 T.

Jara Ha mocnenHo momHoBsiBaHe: 28 HoemBpu 2013 r.

10. [JATA HA AKTYAJIMBUPAHE HA TEKCTA

[MoxpoOHa nH(popMaIus 3a TO3U JICKAPCTBEH MPOIYKT € IpejocTaBeHa Ha yeOcaiita Ha EBporetickara
areHIus 1o jiekapcraata http://www.ema.europa.eu
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INPUJIOXKEHHUE |1

MNPOU3BOJUTEJL, OTTOBOPEH 3A OCBOBOKJIABAHE
HA ITAPTHU AN

YCJIOBUA NJIN OTPAHUYEHUSA 3A TOCTABKA U
YIHOTPEBA

APYI'U YCJIOBUA N UBUCKBAHUA HA
PASPEHIEHUETO 3A YIIOTPEBA

YCJOBUA NJIN OT'PAHNYEHUS 3A BE3OITACHA "
E®EKTUBHA YIIOTPEBA HA JIEKAPCTBEHUSA ITPOAYKT
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A.  TIIPOU3BOIUTEJI, OTTOBOPEH 3A OCBOBOXXJABAHE HA ITAPTUIN

HwMe u afipec Ha TPOU3BOJUTENIS, OTTOBOPEH 3a OCBOOOKIABAHE HA NAPTHINTE

Lek d.d.
Verovskova ulica 57
Ljubljana 1526
CraoBeHus

Novartis Farmacéutica S.A.

Gran Via de les Corts Catalanes, 764
08013 Barcelona

Hcmanns

Novartis Pharma GmbH
Roonstrasse 25
D-90429 Nirnberg
I'epmanus

Novartis Pharmaceutical Manufacturing LLC
Verovskova ulica 57

Ljubljana 1000
CrnoBenus

Novartis Pharma GmbH

Sophie-Germain-Strasse 10

90443 Nurnberg

I'epmannus

[lewaTHaTa JTUCTOBKA Ha JIKAPCTBEHMS MTPOAYKT TPsIOBa Ja ChAbPIKA UMETO M ajpeca Ha
MMPpOU3BOAUTCIIAA, OTTOBOPCH 34 OCBO60)I(,Z[aBaH€TO Ha CbOTBCTHATA MapTrUaa.

b. YCJIOBUS WJIHN OTPAHUYEHUS 3A TOCTABKA U YIIOTPEBA

.HeKapCTBeHI/IHT MMPOAYKT C€ OTIIYCKa I10 JICKaAPCKO NpCAIINCaHUuC.

B. JAPYI'M YCJIOBUS U U3BUCKBAHUSA HA PASPEIIIEHUETO 3A YIIOTPEBA
. IlepuoguyHu aKkTyaJau3npanm aokiaanau 3a oesonacuoct (ITAIB)

W3uckBanusra 3a nonasane Ha [IAJIb 3a To31 1eKapCTBEH MPOAYKT Ca IIOCOUEHH B CITUCHKA C
pedepentauTe natu Ha EBponefickus cpro3 (EURD crucwk), npensuaeH B wi. 1078, an. 7 oT

Hupexrtusa 2001/83/EO, 1 BbB BCUUKH CIIE/IBALIM aKTyaJIN3alllH, ITyOJUKYBaHU HA €BPOIEHCKUS
yeOropTai 3a JeKapcTBa.
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I'. YCJIOBUs NN OI'PAHUYEHUS 3A BE3OIIACHA U EOEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHMUS TPOAYKT

. Ilan 3a ynpaBienue Ha pucka (ITYP)

[MpuTexkaTenst Ha paspeiieHreTo 3a ynorpeba (ITPY) TpsdBa 1a U3BBPINBA H3UCKBAHUTE JCHHOCTH U
JIeWCTBHS, CBBP3aHU C TIPOCIICAsIBaHe Ha JIEKapCTBEHATa O€30MacHOCT, TTocodeHH B oqo0penus 11V P,
npenctaBed B Moxyn 1.8.2 Ha pa3pemieHrneTo 3a ynorpeda, KakTo U BbB BCHUKH CIIEBAIIH OT00pEHH
akTyanu3auuu Ha [TYP.

Axryammsupas [IYP TpsiOBa na ce mogasa:

. o uckane Ha EBporelickaTta areHIus mo JeKapcTBaTa;

. BUHArW, KOraTo ce U3MEHsI CUCTeMaTa 3a yIpaBJeHHe Ha pUCKa, 0COOCHO B pe3yiTaT Ha
MoJTydaBaHe Ha HOBa MH()OpPMAITHs, KOATO MOXKE Jla IOBeIe 0 3HAYNMU IPOMEHH B
CHOTHOIICHHUETO I0JI33/PUCK, WITU CJIC/ JOCTUTAHE Ha Ba)KEH eTall (BB BPh3Ka C MPOCICISIBaHE
Ha JIeKapCTBeHaTa 0€30MacHOCT WIIM CBEXKAHE Ha PHCKA 10 MUHUMYM).
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NPUJIOXKEHHUE Il

JAHHU BBPXY OITAKOBKATA N JIMCTOBKA
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A. JAHHHU BBPXY OITAKOBKATA
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JAHHU, KOUTO TPABBA JA CBbABbP/KA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHUS HA EAMHUYHA OITAKOBKA

1.

HNME HA JIEKAPCTBEHUA TPOAYKT

Xiliarx 50 mg tabnerku
BUJIIATJTMIITHH

2.

OBSIBABAHE HA AKTUBHOTO(MTE) BEIIECTBO(A)

Bceska Tabnerka cpabpska 50 My BUIAATIUIITHH.

3.

CIIMCBK HA IOMOIIIHUTE BEIIECTBA

Cpabpika nakTo3a (3a moBeve HH(popMaIys BUKTE TUCTOBKATA).

4.

JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJITHA OITAKOBKA

TabieTka

7 TabneTKu
14 tabneTku
28 TabneTku
30 TabaeTKkn
56 TabneTkn
60 TabneTKH
90 TabeTkn
112 tabneTku
180 TabieTku
336 TabneTku

5.

HAYMH HA NPWIOKEHUE U ITbT(UIIA) HA BBBEXKJIAHE

[Ipenu ynorpeba npodereTe IMCTOBKATA.
IlepopasiHo npuIIOKEHHE

6.

CHELOUAJIHO HPEAYHPEXIEHHUE, YE JTEKAPCTBEHUAT NPOAYKT TPSBBA
JA CE CbXPAHSBA HA MSICTO JAJIEHE OT IIOTJVIEJA U TOCEI'A HA IELIA

I[a CC CbXpaHsBa Ha MACTO, HCAOCTBITHO 3a ACHA.

| 7.

APYI'U CHEHUAJIHU NPEAYHPEXIEHUS, AKO E HEOBXOINUMO
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‘ 8. JATA HA I3TUYAHE HA CPOKA HA TOAHOCT

T'onen mo:

‘ 9. CIIEIIMAJIHU YCJIOBUS HA CbXPAHEHUE

I[a CC€ CbXpaHsBa B OpUTMHAJIHATa OIIAaKOBKa, 3a a CE IMPEAIasu OT BJiara.

10. CHELHUAJIHU MTPEANIASHU MEPKU INPU U3XBBPJISSTHE HA HEN3IIOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NN OTIHAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11. HUME 1M AJJIPEC HA IPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Novartis Europharm Limited
Vista Building

Elm Park, Merrion Road
Dublin 4

Wpnannus

12. HOMEP(A) HA PABPEIIEHUETO 3A YIIOTPEBA

EU/1/08/486/001 7 TaOIeTKN
EU/1/08/486/002 14 taGnerku
EU/1/08/486/003 28 TabneTkn
EU/1/08/486/004 30 TaieTku
EU/1/08/486/005 56 TadieTku
EU/1/08/486/006 60 TabneTkn
EU/1/08/486/007 90 TabneTkn
EU/1/08/486/008 112 tabnerku
EU/1/08/486/009 180 TabneTkn
EU/1/08/486/010 336 TabieTkn

13. TAPTHUJAEH HOMEP

ITapt. Ne

‘ 14. HAYMH HA OTITYCKAHE

‘ 15. YKA3AHUA 3A YIIOTPEBA

‘ 16. HUH®OPMAIIAA HA BPAIJIOBA A3BBYKA

Xiliarx 50 mg
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‘ 17. YHUKAJIEH TAEHTU®UKATOP — IBYU3MEPEH BAPKO/{

JiBym3mepeH 0apKoj ¢ BKIIFOUCH YHUKAJICH UICHTU(GHUKATOP

‘ 18. YHUKAJIEH WAEHTUOUKATOP — JIAHHU 3A YETEHE OT XOPA

PC
SN
NN
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JAHHU, KOUTO TPABBA JA CBbABbP/KA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHUS HA TPYIIOBA OITAKOBKA (C BLUE BOX)

1. HNME HA JIEKAPCTBEHUA TPOAYKT

Xiliarx 50 mg tablets
BUWJIAATI JIUIITUH

2. OBSIBABAHE HA AKTUBHOTO(MTE) BEIIECTBO(A)

Bceska Tabnerka cpabpska 50 My BUIAATIUIITHH.

3. CIIMCBK HA IOMOIIIHUTE BEIIECTBA

Cpabpika nakTo3a (3a moBeve HH(popMaIys BUKTE TUCTOBKATA).

4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJITHA OITAKOBKA

TabieTka

I'pymoBa omakoBka: 336 (3 onmakoBku 1o 112) Tabnerkw.

5. HAYUH HA MPUJIOKEHUE U ITbT(MIIA) HA BBBEKJIAHE

IIpeau ynorpeba npoveTreTe JIMCTOBKATA.
IlepopaiiHo npuIIOKEHHE

6. CHELOUAJIHO HPEAYHPEXIEHUE, YE IEKAPCTBEHUAT TPOAYKT TPSBBA
JA CE CbXPAHSBA HA MSICTO JAJIEYE OT IIOTJVIEJA U TOCETI'A HA IELIA

)la CC CbXpaHsiBa Ha MACTO, HEAOCTBHITHO 3a ACHaA.

‘ 7. APYI'U CHEHUAJIHM NPEAYHPEXIEHUSA, AKO E HEOBXOINMO

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA I'OAHOCT

T'onen mo:

‘ 9. CHELHUAJIHU YCJIOBUSI HA CbXPAHEHUE

I[a CC CbXpaHsBa B OpUTHHAJIHATA OIIAKOBKA, 3a 1a CC MPEAIa3u OT BJIara.
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TAX, AKO CE U3UCKBAT TAKHUBA

10. CHELHUAJIHU ITPEANTASHU MEPKHU IMTPU U3XBBHPJISAHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIIAABYHU MATEPUAJIN OT

11. HUME M AJIPEC HA IIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Novartis Europharm Limited
Vista Building

Elm Park, Merrion Road
Dublin 4

Hpnannus

12. HOMEP(A) HA PABPEIIEHUETO 3A YIIOTPEBA

EU/1/08/486/011 336 Tabnerku (3 omakoBkH mo 112)

13. TAPTHIAEH HOMEP

ITapT. Neo

| 14. HAYMH HA OTIIYCKAHE

| 15. YKA3AHMSI 3A YIIOTPEBA

‘ 16. HUH®OPMAIIAA HA BPAJIOBA A3BBYKA

Xiliarx 50 mg

‘ 17. YHUKAJIEH HIEHTUO®UKATOP — JIBYU3BMEPEH BAPKO/{

JByu3mepeH 0apKoJi C BKIIIOUEH YHUKAJICH UIACHTU(DUKATOD

‘ 18. YHUKAJIEH HIEHTU®UKATOP — JIAHHU 3A YETEHE OT XOPA

PC
SN
NN
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JAHHU, KOUTO TPABBA JA CBbABbP/KA BTOPUYHATA OITAKOBKA

MEXJINHHA KAPTOHEHA KYTHUSI HA TPYIIOBA OITAKOBKA (BE3 BLUE BOX)

‘ 1. HNME HA JIEKAPCTBEHUA TPOAYKT

Xiliarx 50 mg tablets
BUWJIAATI JIUIITUH

2. OBSIBABAHE HA AKTUBHOTO(MTE) BEIIECTBO(A)

Bceska Tabnerka cpabpska 50 My BUIAATIUIITHH.

3. CIIMCBK HA IOMOIIIHUTE BEIIECTBA

Cpabpika nakTo3a (3a moBeve HH(popMaIys BUKTE TUCTOBKATA).

4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJITHA OITAKOBKA

TabieTka

112 Tabnerku. YacT oT rpymoBa onakoBka. /{a He ce mpomaBa OTAeIHO.

5. HAYUH HA MPUJIOKEHUE U ITbT(MIIA) HA BBBEKJIAHE

IIpeau ynorpeba npoveTeTe JIMCTOBKATA.
IlepopaiiHo npuIIOKEHHE

6. CHELOUAJIHO HPEAYHPEXIEHUE, YE IEKAPCTBEHUAT TPOAYKT TPSBBA
JA CE CbXPAHSBA HA MSICTO JAJIEYE OT IIOTJVIEJA U TOCETI'A HA IELIA

)la CC CbXpaHsiBa Ha MACTO, HEAOCTBHITHO 3a ACHaA.

‘ 7. APYI'U CHEHUAJIHM NPEAYHPEXIEHUSA, AKO E HEOBXOANUMO

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA I'OAHOCT

T'onen mo:

‘ 9. CHELHUAJIHU YCJIOBUSI HA CbXPAHEHUE

I[a CC CbXpaHsBa B OpUTHHAJIHATA OIIAKOBKA, 3a 1a CC MPEAIa3u OT BJIara.
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10. CHELHUAJIHU IMPEANIASHU MEPKHU INTPU U3XBBPJIISATHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NJIN OTIIAABYHU MATEPHUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11. HUME M AJIPEC HA IIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Novartis Europharm Limited
Vista Building

Elm Park, Merrion Road
Dublin 4

Hpnannus

12. HOMEP(A) HA PABPEHIEHUETO 3A YIIOTPEBA

EU/1/08/486/011 336 Tabnerku (3 omakoBkH mo 112)

13. TAPTHIAEH HOMEP

ITapT. Neo

| 14. HAYMH HA OTIIYCKAHE

| 15. YKA3AHMSI 3A YIIOTPEBA

‘ 16. HUH®OPMAIIAA HA BPAJIOBA A3BBYKA

Xiliarx 50 mg
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MUHHUMYM JAHHU, KOUTO TPABBA JJA CbABPXAT BJIMCTEPUTE U JIEHTUTE

BJIMCTEPHU

1. HNME HA JIEKAPCTBEHUA TPOAYKT

Xiliarx 50 mg tabnerku
BUJIIATJTMIITHH

2. HUME HA IIPUTEXATEJISI HA PASPEIIEHUETO 3A YIIOTPEBA

Novartis Europharm Limited

‘ 3. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

EXP

4. ITAPTUJAEH HOMEP

Lot

|5.  JIPYTO
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b. IUCTOBKA
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JlncroBka: undopmanus 3a norpeduTeNs

Xiliarx 50 mg ra6aerkun
sunparnuntiH (Vildagliptin)

IIpoyeTere BHMMATEJIHO UsIJIATA JUCTOBKA, NIPeIH Aa 3all09HeTe 1a prueMaTte TOBa JIEKApPCTBO,

TBhH KaTo T ChAbPKa BaxHa 32 Bac nndopmanus.

- 3amasere Ta3u JUCTOBKA. MoJKe /1a ce HaJIOXKHU J1a sl IPOYETETE OTHOBO.

- AKO UMaTe HSIKaKBU JOIBJIHUTEIHN BBIIPOCH, IoNMUTaiTe Bammms nexap, papmaneBT uin
MEIULMHCKA CECTpa.

- ToBa nekapcTBO € npeanucaHo JuyHo Ha Bac. He ro npeorcThnBaiite Ha npyru xopa. To Mmoxe
Jla UM HaBpeId, He3aBUCUMO Y€ IPU3HAIMTE Ha TSIXHOTO 3a00JisBaHe ca chIIUTe KaTo BammmuTe.

- AKO TOITyYnTe HAKaKBU HEXXEJIaHU peakiyy, yBeaoMmere Bamms nekap, papmaneBt nnn
MEIUIMHCKA cecTpa. ToBa BKIIFOUBA U BCUYKH Bb3MOXXKHU HEKEJIaHU PEaKIUH, HEOIIUCAHU B
Ta3W JUCTOBKA. BikTe TouKa 4.

Kakso CbABbpPiKa Ta3u JIMCTOBKA

Kaxkso npencrasmssa Xiliarx u 3a kakBo ce H31oJ3Ba

Kaxkso Tpsi0Ba na 3Haere, npenu na npuemere Xiliarx

Kak na npuemare Xiliarx

Bb3MOXKHHU HEXKETaHH PEaKIU

Kak ma cexpansBare Xiliarx

ChappKaHKe HAa OMAKOBKATA M AOMBIHUTEIHA HHPOPMALIHS

SOk~ wnE

1. KakBo npeacraBasiBa Xiliarx u 3a kakBo ce H3noJi3Ba

AxTuBHOTO BeulecTBO Ha XiliarX, BUIIArIUNTHH, NPHHAUISKH KbM IpyIara JIeKapcTBa, HapeUeHH
“nepopaiiHu aHTHMA0CTHU MTPOAYKTH .

Xiliarx ce u3mos3ea 3a ieueHne Ha Bb3paCTHH MalmeHTH ¢ auaber tumn 2. Toii ce u3non3Bsa, Korato
IabeThT HE MOXKE J1a Ce KOHTPOJIHMPA CAMOCTOSTEIHO C JueTa U pusnuecku ynpaxHenus. Toit
HojimoMara KOHTpoJIa Ha HUBaTa Ha KpbBHaTa 3axap. Bamusr snekap me Bu npeanume Xiliarx
CaMOCTOSITEITHO HJIM 3a€/IHO C HAKOU IPYT'H aHTUINA0CTHH JIeKapCTBa, KOUTO BeUe MpHUeMaTe, ako Te
He ca OWiM I0ocTaThuHO e(peKTUBHH, 32 J1a TIOCTUTHAT KOHTPOJ Ha 1uadera.

Juabet Tum 2 ce pa3BuBa, aKO OPraHU3MbBT HE IPOU3BEXK/1A TOCTATHYHO MHCYJIMH MU aKO
MHCYJINHBT, KOWTO OPraHU3MbT IIPOU3BEXKIA, HE AeHCTBa Taka 100pe, KakTo Ou TpsoBaio. Moxe
CBIIO TaKa J]a CE pa3BHUE, aKO OPTaHU3MBbT IIPOU3BEXK/IA IPEKAJICHO MHOIO IJIFOKAroH.

WNHCYNTUHBT € BemecTBO, KOETO crioMara 3a IOHMKaBaHe Ha CTOMHOCTUTE Ha 3aXapTa B KPBBTA,
0CO0CHO cliel HaxpaHBaHe. [ JIIOKaroHsT € BEIECTBO, KOETO OTKJIFOUBA MTPOIeca Ha POU3BEXKIaHEe Ha
3axap OT YepHHsI Ipo0, KOSTO BOAM JI0 TIOBHINIABAHE HA CTOMHOCTUTE Ha KpbBHATa 3axap. 1 neerte
BEILECTBA CE€ MPOU3BEXKIAT OT MAaHKpeaca.

Kak peiicrBa Xiliarx

Xiliarx geiictea KaTo CTUMYJIMpA MAHKpeaca Jia MPOU3BEK/1a MOBEUE HHCYIIMH U MO-MAJIKO TTFOKAroH.
ToBa criomara 3a KOHTPOJIUpaHEe Ha CTOMHOCTUTE Ha KPbBHATA 3axap. Y CTAHOBEHO €, Ye TOBa
JIEKapCTBO TIOHMKaBa HUBOTO Ha KPBBHATA 3aXap, KOETO MOJKE JIa IIOMOTHE 3a MPEOTBPaTABAHE Ha
YCIIOXKHEHUATA Ha qrabeTa. Berpeku ye cera 3amouBaTe MpUEM Ha JISKAPCTBO 3a THa0ET, € BAXKHO J1a
MPOJBIKKUTE JIa CTIa3BaTe Mpenopbuannute Bu auerta n/unu Gu3nyecku ynpaKHeHHUSI.
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2. KakBo Tps6Ba 1a 3Haete, mpeau aa mpuemete Xiliarx

He npuemaiite Xiliarx

o aKo CTE aJIePrHYHM KbM BHJIIATIUITHH WK KbM HAKOS OT OCTAHAJIHUTE ChCTABKU HA TOBA
JekapcTBo (M30poeHu B TouKa 6). AKO MHCIIUTE, Y€ CTe alepruueH(a), KbM BHJIIArIAITHH W
HSIKOS OT ApyruTe cheTaBku Ha Xiliarx, He mpuemaiite ToBa JIeKapcTBO M roBopeTe ¢ Barms
JeKap.

IpexynpesxaeHus: ¥ MpeINna3sHu MePKH
T'oBopere ¢ Bammus Jjiekap, papManeBT WM MeIHIMHCKA cecTpa, mpeau aa mpuemere Xiliarx.

o ako umate auaber Tum 1 (T.e. Bammsat oprann3bM He MPOU3BEIKIa HHCYIINH) HIH aKO HMaTe
CBCTOSIHUE, HApe4YeHO AnabeTHa KeToaum103a.
o aKo TIpuemMarte MpoTUBOINA0ETHO JeKapCTBO, N3BECTHO KATO CYI(POHMITYPEHHO JIEKapPCTBO

(BammsT nekap Moxke J1a oucKa Jia HaMalli J103aTa Ha CyJI(hOHUITYPEHHOTO JIEKapCTBO, KOTaToO
ro mpuemare egHoBpeMeHHO ¢ Xiliarx, 3a ma u3berne prucka oT HUCKa KPbBHA 3aXap
[xunornukemus)).

o aKo MMaTe YMEPEHO TEeXKKO MU TeXKKO 0B0pedHo 3aboisaBaHe (1ie TpsOBa 1a mpuemMare Io-

Hucka no3a Xiliarx).

aKo CTE Ha XeMOIUaJIH3a.

aKo MMaTe YepHOPOOHO 3a00IIsIBaHE.

aKo MMaTe ChpJCYHa HEAOCTAThUHOCT.

aKo MMaTe WM CTe MMaJIi 3a00JIsIBaHe Ha MaHKpeaca.

AXO Tpe/iu cTe MpUeMalTd BUIIATTUIITHH, HO CE € HAJIOXKIJIO JIa TPEKPATHTE MPUEMa My IOpaIu
4epHOIPOOHO 3a00JIsIBaHe, HE TPSOBA Jla IIPUEMATe TOBA JICKApPCTBO OTHOBO.

JuabeTHUTE KOKHU MTOPAKEHHSI ca YeCTO yCIOKHEeHUe Ha quadera. [IpenopbuBa ce na ca3are
CBBETUTE 3a I'PHKA 3a KOXKaTa U KpakaTa, JaJeHu oT Bamus nexap uinu MenunuHacka cecrpa. Coiio
Taka ce mpenopbyuBa Aa o0phinaTe 0coOeHO BHUMaHNE Ha HOBA M0sBa Ha MEXYPH WM PaHU 10 BpeMe
Ha nipuema Ha Xiliarx. Ako ToBa ce ciyun, TpsiOBa He3abaBHO J1a ce KOHCyITHUpare ¢ Baruust jekap.

Ille Bu Ob1e HampaBeHO M3CIICABAHE 3a ONpeeIisHe PYHKIUATA Ha YSPHUS APOO, MPEIH 3aI10UBaHE
Ha sieuenue ¢ Xiliarx, Ha TpuMeceuHr HHTEPBAITH [IPE3 IbpBaTa roMHA U TIEPUOIMIHO CIIE/T TOBA.
ToBa e He0OX0aUMO, 3a J]a MOXKE TIPU3HAIMTE HA MMOBUILIEHU Y€PHOAPOOHU SH3UMH Jia ObIaT OTKPUTH
Bb3MOXHO Hal-CKOpO.

Jleua u roHOIIHN
He ce npenoppuBa ymorpedara ua Xiliarx mpwu gera v 10HOIIM Ha BB3pacT moj 18 roaunu.

Opyru aexapcersa u Xiliarx
TpsiOBa a Kaxxere Ha Bammwmst iekap win papmareBT, aKo IpUeMare, HaCKOpO CTE MPUEMAITH HIIH €
BB3MOJKHO J1a IPUEMATE IPYTHU JIEKapCTBa.

Bammsr nexkap Moxe Ja peru J1a mpomeHH jgo3ara Ha Xiliarx, ako npuemare apyru JiekapcTsa, KaTo
HampuMep:

- THA3HUIU WU IPYTH TUYPETHIN (HapEdeHH olle TaOleTKH 32 OTBOIHABAHE);

- KOPTUKOCTEpOHIH (M3MOI3BaHN OOMKHOBEHO 3a JICUCHNE Ha Bb3MaJICHUE);

- JIEKapCcTBa 33 UIUTOBUAHATA JKJIE€3;

- HSIKOM JIEKApCTBa, MTOBJIMABALIN HEPBHATA CUCTEMA.

BpemeHHOCT M KbpMeHe
AKo cTe OpeMeHHa MM KbPMHUTE, CMSTATe Y€ MOKeE Jla cTe OpeMEeHHa M IJIaHupaTe OpeMEHHOCT,
nochBeTBalTe ce ¢ Bammst nekap min hapmaneBT npeny ynorpedara Ha TOBA JICKApPCTBO.

He tpsi6Ba na npuemare Xiliarx mo Bpeme Ha OpeMeHHOCT.
He e u3Bectro mganu Xiliarx mpemunasa B kbpmata. He TpsiOBa na npuemare Xiliarx, ako kbpmMuTe win
IUIAHUPATE J1a KbPMUTE.
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Ilodupane u padoTa ¢ MAIIMHH
AKO 4yBCTBaTe 3aMasHOCT TI0 BpeMe Ha mpremMa Ha Xiliarx, He modupaiite u He padoTere ¢ MallHHH.

Xiliarx ceabpika Jakro3a
Xiliarx ceapprka gakros3a (Miredna 3axap). Ako Bammusr tekap Bu e kasai, de nuMare HETOHOCHMOCT
KbM HSKOH 3aXapH, CBBPIKETE CE C HEeTO, MPE/IH J1a IPUEMETE TO3U JICKAPCTBEH MPOIYKT.

Xiliarx cpabp:xa HaTpuii
ToBa nexapcTBO chABPKa Mo-Manko ot 1 mmol Hatpuii (23 mg) Ha TabneTka, T.e. MOXKE JIa Ce Kaxe,
Ye MPAKTUYCCKU HE ChIbpIKA HATPUH.

3. Kak na npuemare Xiliarx

Bunaru npuemaiite ToBa J1eKapcTBO TOYHO KakTo B e ka3zanm BamusT nekap. AKo HE CTe CHTYPHH B
HeIo, monuTaiTe Bamms mekap wimm GpapMaresT.

Kouaxo 1a npuemare u Kora

KonuuectBoTo Xiliarx, koero xopara Tps0Ba 1a mpueMaT, 3aBHCH OT TSIXHOTO ChCTOsTHUE. Barmusit
nekap e Bu kaxe Touno konko Tabmetku Xiliarx ma npuemare. MakcumaiHata JHEBHA 1034 €
100 mg.

O6wnyaiinara no3a Ha Xiliarx e eqna or cieanure:
o 50 mg aHeBHO KaTO e/Ha 1034, IpUeTa CyTpuH, ako mpuemare Xiliarx ¢ apyro jekapctso,
Hape4yeHo CyI(POHUITYpes;

o 100 mg nueBHo, mpuetu karo 50 mg cyrpun u 50 mg Beuep, ako npuemate Xiliarx
CaMOCTOSITEITHO, C IPYTO JEKApCTBO, HAPEYEHO MET(HOPMHH MITH TIIUTa30H, B KOMOUHAIIUS C

MeT(hOPMUH U CYI(HOHMITYPEHHO JICKAPCTBO WIIHM C UHCYJIUH,;

o 50 mQ aHEBHO, IPUETH CYTPHUH, aKO UMAaTe YMEPEHO WM TEKKO ObOPEUHO YBpEKIaHe, UIIH aKO
CTE Ha Jluanu3a.

Kak na npuemare Xiliarx
. [rbTHETE TabaeTKaTa [sUIa ¢ MAJIKO KOJIMYECTBO BOJIA.

Kouaxo abiro na mpuemare Xiliarx

o [Mpuemaiite Xiliarx Bceku JieH TOJKOBA JBJIT0, KOJIKOTO Bu e ka3an Bammst nekap. Moxe n1a e
HE0OXO0AMMO J1a TIPHeMaTe TOBa JIEKAPCTBO 3a ABJIBI IEPHUO/] OT BpEMe.
o Bammst nexap penoBHo 1ie HabIr04aBa Baieto cheTosiHMe, 3a 1a MPOBEpsBA AN JICYEHUETO

HnMa XCJIaHUA eq)eKT.

AKO cTe mpueJn MoBeye 0T Heodoxoaumara ao3a Xiliarx

AKko cTe npuenu npekaneHo MHoro Tabnetku Xiliarx, unm ako Hsikoi apyr mpueme Barero
JeKapcTBO, HH(popMupaiiTe BenHara Bammus jgexap. Moxxe 1a tMa HEOOXOTUMOCT OT MEAUITMHCKH
rpmwku. Bzemere omakoBkara ¢ Bac, ako € HeoOX0AMMO Jla TIOCETUTE JIEKap WU J1a OTHIETE B
OoIHHUILIA.

AKo cTe nponmycHaau 1a npuemete Xiliarx

AKO CTe MpOoITyCHAJIM Jja pHEeMEeTe Jj03a OT TOBA JIEKApCTBO, B3EMETE POIyCcHATaTa J03a BeJHara
oM ce cerute. Criesr ToBa IMpreMeTe ClieABaliaTa /103a B 00MYaifHOTO 3a TOBa BpeMe. AKO HaOJmKaBa
BpPEMETO 3a cile/iBaliaTa J03a, He mpueMaiite nporycHarara n103a. He B3emaiite aBoitHa 1034, 3a J1a
KOMITCHCHpATE TPOITyCHATaTa TabJIeTKa.

AKko cTe cipesin mpuema Ha Xiliarx
He crimpatite na npuemare Xiliarx, moxaro Bammmsr jrekap He B Ka)ke J1a TO HaIpaBUTe. AKO MMaTe
BBIPOCH OTHOCHO MPOIBDKUTETHOCTTA HA TIPUEMa Ha TOBa JIEKAPCTBO, TOBOpeTe ¢ Baius ekap.
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4.

Bb3MOKHH HeKeJTaHU peakuuun

Kakro Bcuuku JICKapCTBA, TOBA JICKAPCTBO MOXKE J1a IPEAN3BHUKA HEXKCIAHNU p€aKIIUN, BBIIPEKHU Y€ HE
BCCKH T'U IIOJTy4aBa.

Hsikon cHMITOMM H3HCKBAT He320aBHA MeTHIMHCKA TPHIKA:
Tps6Ba He3abaBHO Aa crpere mpuema Ha Xiliarx u ga mocernre Barmms jiekap, ako ©Marte CIeIHUTE
HE)KEJIaH! PEaKIiH;

Awnrnoenem (psako: moxe na 3acerte g0 1 Ha 1 000 xymm): CHMITOMHUTE BKIIFOYBAT MOTyBaHE
Ha JIMIETO, €3UKa WM I'bPJIOTO, 3aTPYAHCHO NMPErTbIIAHe, 3aTPy/IHEHO AUILaHEe, BHE3aHA
nosiBa Ha OOPUB WJIM KOMIPUBHA TPECKa, KOUTO MOXKE JIa CUTHAITU3UPAT 33 PEaKIsl, U3BECTHA
KaTo ,,aHrHoesiemM”;

YepHoapobHo 3abomsBane (xematut) (¢ Hen3BecTHa YecToTra); CHMITOMHUTE BKIIIOYBAT
IOXBJTABAHC Ha KOXXaTa U O4YUTEC, raICHC, 3ary63 Ha ali€TUuT WiIN TbMHO OLIBETsSIBAHC Ha
ypHHaTa, KOUTO MOJKE JIa CHTHAIM3HUPAT 32 YePHOAPOOHO 3a00IIsABaHe (XETaTUT);

Br3nanenue Ha maHkpeaca (mankpeaTur) (psako: Moske faa 3acerte mo 1 Ha 1 000 xymm):
CuMIitoMHTe BKITIOYBAT CHITHA U TIOCTOSTHHA O0JIKa B Kopema (B 00yiacTTa Ha cTOMaxa), KOsATO
MOe JIa ce pa3poCTpaH KbM I'bp0a, KAKTO U I'aJICHE U MOBPBIIAHE.

JApyru HexxeJ1aHM peakuuu

Hskou manueHTH ca MMaiii CIIeHUTE HeXXeTaHu peakiuu ciie npueM Ha Xiliarx:

Mmuoro uectu (Morart ga 3acerHar mosede oT 1 Ha 10 gymn): Bb3MaIeHo I'bPIIo, XpeMa,
MOBHUIIIEHA TEMIIepaTypa.

Yectu (morar ma 3acersar a0 1 Ha 10 qymm): cepOsmn 0OpuB, TpernepeHe, riaBodoinue,
3aMasiHOCT, OOJIKM B MYCKYJIUTE, OOJIKH B CTABUTE, 3aIICK, [T0JyBaHE HA PBIETE, TNIC3CHUTE U
xoauiara (0TOK), IPEKOMEPHO MOTeHe, OBPBIIIaHe, O0JIKa BbB H OKOJIO cTOMaxa (KopeMHa
0ouka), Tuapusi, KUCEIMHHU, TajicHe, 3aMbIJICHO 3PCHHUE.

Heuectu (Morar aa 3acernar g0 1 Ha 100 aymim): noBuiiaBaHe Ha TETJIOTO, BTpUCaHe, C1adocCT,
CeKCcyasHa TUC(YHKIHS, HUCKA KPbBHA 3axap, ra3oBe.

Penxu (morar ga 3acernar g0 1 Ha 1 000 qymm): Bp3maneHne Ha MaHKpeaca.

OTKakTo MNPOAYKTHT € Ha I1a3apa, CC C’LO6H_IaBaT CBhIIO TaKa CICIHUTEC HEXKCIIaHU PCAKIIMHU .

C HensBecTHa yecToTa (OT HATMYHHUTE JaHHU HE MOKE J1a Ob/Ic HalpaBeHa OIEHKA):
JIOKaIM3UpaHo OelieHe Ha KoXkaTa Wik 00pa3yBaHe Ha MEXYPH, Bb3MAJICHHE HA KPHBOHOCEH ChJT
(BacKyJIUT), KOETO MOXKE JIa JIOBEJIC J0 MOsIBa HA KOYKEH OOPYB WJIM TOYKOBHUIHHU, TIOCKH,
YCPBCHHU, KPBIJIX IICTHA MO IMTOBBPXHOCTTA HAa KOKaTa UJIN o6pa3yBaHe Ha CUHUHU.

Cho0maBaHe Ha HesKeJIAHH PeaKIuu

AKO TIOJTyYuTe HAKAKBU HEXKEJIAHU JICKAPCTBCHH PeaKiivu, yBenomMere Barust nekap, papMaiieBT Win
MeIUIMHCKa cecTpa. ToBa BKIIIOUYBAa BCUUKU Bb3MOXKHHU HEOIIMCAHU B TA3U JIMCTOBKA HEXEJIAaHU
peakuuu. MoxeTe ChIIO J1a ChOOIINTE HEXKEIAHN PEaKMU TUPEKTHO Ype3 HAlMOHATHATA CHCTEMa 32
choOIaBane, mocoueHa B [pminoskenue V. Karo cbo0iaBare HexelIaH! peakiviy, MOKETe Jia JaJieTe
CBOS IPUHOC 3a MOJTyyaBaHe Ha oBe4e HH(POpMAaIs OTHOCHO 0€30I1aCHOCTTa Ha TOBA JIEKAPCTBO.
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5. Kak na cexpansasate Xiliarx

° Jla ce cpxpaHsBa Ha MSACTO, HEJOCTHITHO 3a ACTa.

° He uzmomn3Baiite TOBa JI€KapCTBO CJel CpOKa Ha TOHOCT, OTOETA3aH BhpXY OmucTepa u
KapTOHeHaTa onakoBka cien ,,EXP*/ . T'oxen 10:”. CpoKbT Ha TOAHOCT OTrOBaps HA MOCEAHUS
JIEH OT IIOCOYCHHUS MeCell.

L I[a CC CbXpaHsBa B OpUTHHAJIHATa OIIaKOBKaA, 3a da CC MpEAnasu OT BJiara.
L He n3non3BaiiTe onakoBKH Xi"arX, KOHMTO Ca NOBPECACHU WM MMa IIPpU3HAINU Ha OTBAPSHEC.
L He H3XB’pr'I$[I71T€ JICKapCTBAaTa B KaHAJIM3aluATa UIU B KOHTCﬁHepa 3a JOMAalIHH OTIIaaAbIn.

ITommuratiTe Bamms dhapMmarieBT Kak 1a H3XBBPIIATE JIEKapCTBATA, KOUTO BeUe HE M3IOJI3BATE.
Te3u MepkH 11ie CIIOMOTHAT 3a OIla3BaHe Ha OKOJIHATA CPea.

6. Cobabp:kaHne HA ONIAKOBKATA M IONMbJIHUTEIHA HHpopManus

Kakso cbabpaka Xiliarx

o AKTHUBHO BCILIECTBO. BUWJIAATJIUIITUH.
Bcesika Tabnerka cpappka S0 My BIIAATIANTHH.
o Jlpyru chCTaBKH: O€3BO/IHA JTAKTO3a, MUKPOKPHCTAITHA IIETyJI03a, HATPHEB HHUIIIECTEH TITUKOIAT

(Tum A) 1 MarHe3ueB cTeapar.

Kak m3raexaa Xiliarx u kakBo cbIbp:ka 0naKkoBKara
Xiliarx 50 mg TabneTku ca Kpbrid, 6emu 10 6s1e10 K BITH U tocku Tadbnetku ¢ “NVR” ot eqHara
ctpana u “FB” ot apyrara.

Xiliarx 50 mg TabneTku ce mpeIaraT B OakoBKH, Chabpixkanm 7, 14, 28, 30, 56, 60, 90, 112, 180 win
336 TabieTku 1 B TPYNOBU OMAaKOBKH, BKJIFOUBAIIN 3 KyTHH, BCSKa chabpkKama 112 tabnetkw.

He Bcuuku BHIOBE OMAaKOBKH MOTar Aa ObJIaT MMyCHATH Ha Ta3apa BhB Bamrara ctpana.

IIpuTexkaTes Ha pa3pelleHHETO 32 YNOTpeda
Novartis Europharm Limited

Vista Building

Elm Park, Merrion Road

Dublin 4

Upnannus

IIpousBoauren

Lek d.d.
Verovskova ulica 57
Ljubljana 1526
CroBeHus

Novartis Farmacéutica S.A.

Gran Via de les Corts Catalanes, 764
08013 Barcelona

HUcnanns

Novartis Pharma GmbH
Roonstrasse 25
D-90429 Nurnberg
T'epmanus

Novartis Pharmaceutical Manufacturing LLC
Verovskova ulica 57

Ljubljana 1000

CnoBeHus
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Novartis Pharma GmbH
Sophie-Germain-Strasse 10
90443 Nirnberg
I'epmanus

3a momreTHATETHA WHOPMAIIHSI OTHOCHO TOBA JIEKAPCTBO, MOJISA, CBBPIKETE CE C JTIOKATTHHS
MPEJICTABUTEI Ha MIPUTEKATEIS Ha Pa3pelIeHHeTo 3a ynorpeoda:

Belgié/Belgique/Belgien
Novartis Pharma N.V.
Tél/Tel: +32 2 246 16 11

bbarapus
Novartis Bulgaria EOOD
Ten.: +359 2 489 98 28

Ceska republika
Novartis s.r.o.
Tel: +420 225 775 111

Danmark
Novartis Healthcare A/S
TIf: +45 39 16 84 00

Deutschland
Novartis Pharma GmbH
Tel: +49 911 2730

Eesti
SIA Novartis Baltics Eesti filiaal
Tel: +372 66 30 810

E)\ada
Novartis (Hellas) A.E.B.E.
TnA: +30 210 281 17 12

Espafia

Laboratorios Gebro Pharma, S.A.

Tel: +34 93 205 86 86

France
Novartis Pharma S.A.S.
Tél: +33 1 55 47 66 00

Hrvatska
Novartis Hrvatska d.o.o.
Tel. +385 1 6274 220

Ireland
Novartis Ireland Limited
Tel: +353 1 260 12 55
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Lietuva
SIA Novartis Baltics Lietuvos filialas
Tel: +370 5269 16 50

Luxembourg/Luxemburg
Novartis Pharma N.V.
Tél/Tel: +322 246 16 11

Magyarorszag
Novartis Hungéria Kft.
Tel.: +36 1 457 65 00

Malta
Novartis Pharma Services Inc.
Tel: +356 2122 2872

Nederland
Novartis Pharma B.V.
Tel: +31 88 04 52 111

Norge
Novartis Norge AS
TIf: +47 23 05 20 00

Osterreich
Novartis Pharma GmbH
Tel: +43 1 86 6570

Polska
Novartis Poland Sp. z 0.0.
Tel.: +48 22 375 4888

Portugal

Laboratério Normal — Produtos Farmacéuticos
Lda.

Tel. +351 21 000 8600

Romania
Novartis Pharma Services Romania SRL
Tel: +40 21 31299 01

Slovenija
Novartis Pharma Services Inc.
Tel: +386 1 300 75 50



Island Slovenské republika

Vistor hf. Novartis Slovakia s.r.o.

Simi: +354 535 7000 Tel: +421 2 5542 5439

Italia Suomi/Finland

Novartis Farma S.p.A. Novartis Finland Oy

Tel: +390296 54 1 Puh/Tel: +358 (0)10 6133 200
Kvbztpog Sverige

Novartis Pharma Services Inc. Novartis Sverige AB

TnA: +357 22 690 690 Tel: +46 8 732 32 00

Latvija

SIA Novartis Baltics
Tel: +371 67 887 070

JdaTa Ha moc/1eHO mpepa3sriexaaHe Ha JIUCTOBKATA
Apyru u3TouyHuIM HA HHPOpMaus

IMonpo6Ha nH(MOpMaIUs 32 TOBa JIEKAPCTBO € MPeOCTaBeHa Ha yebcaiita Ha EBponeiickaTa areHnus
o siekapcTBata http://www.ema.europa.eu
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