NPUJIOXKEHHUE |

KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA



1. HUME HA JIEKAPCTBEHMA TPOAYKT

Xiliarx 50 mg Tabnetku

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

3a MBJIHUA CHUCHK Ha MOMOIIHUTE BEIIeCTBA BHKTE TOUKa 6.1.

3. JEKAPCTBEHA ®OPMA
Tabnerka

bsina o 61e10 xxbaTa, Kpbria (muaMeTsp 8 mm), TabieTka ¢ IIOCKU CTPaHU M CKOCeHHU 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 MALKUEHTH, 32 KOUTO METQPOPMUH € HETTOAXOASIL TOpaan
MIPOTUBOIIOKA3aHUS WM HETIOHOCHMOCT.
e B KOMOMHAIUS C IPYTH JICKAPCTBEHH MPOJAYKTH 32 JICUeHUE Ha TUa0eT, BKIFOUNTEITHO HHCYJIIVH,
KOTaTo T€ HE OCUTYPSBAT a/ICKBATCH TIMKEMUYEeH KOHTPOI (BX. Touku 4.4, 4.5u 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 ¢ MET(HOPMHUH, B KOMOUHAIIHS C

THA30JIIMHINOH, B KOMOMHAINS ¢ MET(GOPMUH U CYI(POHIITYPEHHO NPON3BOIHO WM B KOMOMHAIIHS
¢ MHCYJIHH (cbC nim 6e3 MeTGOopMHUH), IpernopbuBaHarTa JHEeBHa Jo03a Ha BuigarimunTul € 100 mg,
MIPIIIOKEHA KaTo eHa J03a oT S0 Mg cyTpuH u enHa f1o03a ot 50 mg Beuep.

Koraro ce mpuiara B BoiiHa KOMOMHALIUS CHC CyN(OHMITYPEIHO IPON3BOIHO, IPENOPHUBaHATA 1032
Ha BuizaraunTyl ¢ 50 Mg BenHbK AHEBHO CyTpHUH. IIpH Ta3u nmomynanus mauueHTH, BUIJArTAIITHH

100 mg nHeBHO He ¢ mo-ePeKTUBeH OT BUAarmuiTuH 50 My BeHBXK JHEBHO.

Koraro ce mpuiara B KoMOMHAIUS ChC CYI(POHMITYPEHHO MPOU3BOTHO, MOXKE JIa CE UMa TPEABHU]I T10-
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 npueMa Ha eHa no3a Xiliarx, Ts TpsOBa a ce mpueme BegHara, ciejl KaTo
HalreHThT cu crioMHu. He TpsiOBa aa ce mpuema ABoiHA [103a B SIHH JICH.



besomacHocTTa M emKkacHOCTTa HAa BIJIIATIIMIITHH, IPUAJIaraH KaTo TPOIHA MepopaiHa Tepanus B
KOMOMHAIUS ¢ MET(HOPMUH U TUA30JIUIUHINOH HE Ca YCTAHOBEHHU.

Honvanumenna ungpopmayus 3a cneyuanriy nonyiayuu

Cmapuecka évspacm (> 65 200umu)

He e HEoOX0mMMoO KOpHUTUpaHe Ha J103aTa MPH MAIUCHTH B CTapUYecKa Bb3pacT (BXK. ChIIO TOUKH 5.1 u
5.2).

bvopeuno yepesicoane

He e HeoOX0/MMO KOpHTHpaHe Ha J103aTa IPH JeKO ObOPEYHO yBpeKaaHe (KpeaTHHUHOB

kiupbHC > 50 ml/min). Ipu nanueHTH ¢ YMEPEHO HIIH TEXKO ObOPEUHO YBPEXKIaHE HITH C
TepMHuHaHA 0BOpedHa HepoctarbuHocT (ESRD) npenopruntennara no3a Ha Xiliarx e 50 mg Beaubx
JHEBHO (BXk. cbio Touku 4.4, 5.1 u 5.2).

YeproopobHo yspexcoane
Xiliarx ue TpsibBa 1a ce mpuiara mpu NaKueHTH ¢ YePHOAPOOHO YBPEXKIaHE, BKIFOYUTEIHO MAIlHEHTH
ChC CTOMHOCTH Ha ajaHuH aMuHOTpaHcdepasa (AJIAT) wiu acnaprat amunotpanchepasara (ACAT)

MIpeIy 3a1I0YBaHe Ha JICUSHHETO > 3 TbTH ropHaTa rpanuma Ha HopmanHoto (I'TH) (Bx. chimo
touku 4.4 1 5.2).

Ieouampuuna nonyrayus

He ce npenoppuBa ymorpedara ua Xiliarx mpu aera u rororm (< 18 rogunm). besomacHoctra n
eduxacHoctTa Ha Xiliarx nmpu nena u roHom (<18 roauHu) He ca ycraHOBeHH. JIumicBaT qanHH (BK.
chIIo ToYKa 5.1).

Hauwnn »Ha npuioxeHue

[TepopaHO HPHIOKEHHUE
Xiliarx mosxe na ce mpuiiara cbe WM 6e3 XxpaHa (BX. ChIIO TOuKa 5.2).

4.3 IlpoTuBOmMOKA3aHUS

CBpBX4yBCTBUTEITHOCT KbM aKTHBHOTO BEIIECTBO WIIM KBM HSIKOE OT IIOMOIIIHUTE BEIECTBA,
n30poeHu B Touka 6.1.

4.4 Chnenuananu nmpeaynpesaeHus: U NpeANa3sHil MepKH MPU ynoTpeda

OO0mmm

Xiliarx He e 3amecTuTen Ha MHCYJIMHA TIPH UHCYJIMH-3aBUcHME nanenTty. Xiliarx e tpsoBa aa ce
npuiiara rnpy MaueHTy ChC 3aXapeH AuadeT TUIl | WiTh 3a JIeueHHe Ha JMa0eTHa KeToaIH/103a.

BbrOpeuno yBpexaane

Onutet npu nanuenty ¢ ESRD, npoexxnamm xemoaunanusa, e orpanudet. [lopaau ta3u npuinHa
Xiliarx TpstbBa a ce M3MOII3BA C TIOBUINEHO BHUMAHKE TIPH TaKKWBa IMAIMEHTH (BXK. CHINO TOUKH 4.2,
5.1u5.2).

YepHoapoOHO YBpeKIaHe

Xiliarx ve Tps0Ba 1a ce mpuiara Mpy MalUeHTH ¢ YePHOAPOOHO YBPEKIaHEe, BKIIOUNTEITHO MAIUCHTH
cwe 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 tpsoBa ma ce mpoBemaT U3CIEIBAHNS 32
yepHOpOOHA (YHKIIUS, 32 Jla Ce 3HAae N3XOIHOTO HUBO Ha MaueHTa. [1o Bpeme Ha JIe4eHHEeTO ¢
Xiliarx uepHoapoOHata GyHKIHS TpsOBa 1a ce HabIr0aBa HA TPUMECSYHN MHTEPBAJIM TPE3 MbpBaTa
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/IABAHE HA TAHHUTE U CJIE TOBa Ja ObJaT MPOCIEICHH ¢ YeCTO U3CIIeIBaHe 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.

[TanuenTHTE, KOUTO Pa3BUAT KXBATECHHULA WIIM IPYTH NPU3HALM, IIPEAIIONArally HapyieHa
yepHOAPOOHA (QYHKIHMS, TPIOBa J1a MPEeKpaTsT Jeuenuero cu ¢ Xiliarx.

Cunien npekpaTsiBane Ha jiedeHueto ¢ Xiliarx u Hopmanu3upane Ha TECTOBETE 3a YSPHOAPOOHA
dynxums, nedenuero ¢ Xiliarx He TpsioBa 1a ce 3amo4Ba OTHOBO.

Coppaevna HeJOCTATHYHOCT

KimmHu4YHO M3NKTBaHEe Ha BUJIATIMIITHH MPH ManueHTH ¢ ¢pyHkipoHaneH kiac I-111 cnopen
Hroitopkckara kapanosiornuda acornumarnms (New York Heart Association, NYHA) nokassa, ue
JICUCHUETO C BUJIIATJIMIITHH HE € CBBP3aHO C MPOMSIHA BBB (YHKIIMATA HA JIIBATA Kamepa UM C
BJIOIIIaBaHE Ha CHIIECTBYBAIIA 3aCTOMHA ChpeuHa HepocTarbuHocT (3CH) cnpsimo miare0o.
KnuanvnusT onut npu nanmenTy ¢ pynknuoHanex kiac |l mo NYHA, nexyBanu ¢ BUiIariaunTiHa
BCE OIIIE € OTPAHUYCH U OT PE3yJITATUTE HE MOTaT Jia ObJaT HAPABEHU HIKAKBY U3BOJH (BXK.
Touka 5.1).

Hsma onut ¢ npuito)keHue Ha BILIATIMIITHH NP KIIMHUYHU U3MUTBAHMS TIPH TAUSHTH C
¢ynaxuonaneH kiac IV mo NYHA u nopanu ToBa npuiioeHHEeTO My TIPY T€3H MAIUEHTH HE Ce

MIpenopbYBa.

Hapymenns Ha koxkara

IIpu HEKTUHUYHU TOKCUKOJIOTUYHH MTPOYYBAHUS UMa ChOOIIIEHNS 3a HApyIIEHUS Ha KOXKaTta 1o
KpalHULUTE IPH MAalMyHH, B TOBa YKCJIO MEXYPH U pa3si3BsiBaHUs (BXK. Touka 5.3). Bernpeku e npu
KJIMHAYHY M3MHUTBAHMA HE ce HaOII0/[aBa MOBUIIIEHA YECTOTA Ha KOXKHHU JIE3HH, CHIIECTBYBa
OTpaHUYEeH ONHT TPH MAIMEHTH C KOXHH YCIOKHEHHS, B pe3ynTar oT auader. OCBeH TOBa HMa
MOCTMAapKETHHTOBU CHOOIEHHS 32 OyJI03HH U eKC(HOTMaTUBHU KOXKHU Jie3ur. Cie0BaTelHo, pH
CrasBaHe Ha PYTHHHUTE 3[JpaBHH I'PHIKU 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, MPUEMBT Ha BIJIJATIIUIITHH TPIOBa Jla Ce MPEyCTaHOBH,
aKo Ce MOTBBP/IM HAIMYKME HA OCThD MAaHKPEATHUT, JICUSHUETO C BUJIATIMIITHH 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
BUJIIATIANITAH B KOMOMHAIUS ChC CYJI(DOHITYPEHHO IPOU3BOIHO, MOTAT Jia ObJIaT N3JI0KEHU Ha PHCK
OT BB3HUKBaHE Ha xumoriukemus. [lopaan Ta3m npudnHa, MOXe J1a ce 0OMHUCIH MTPUIIOKEHUETO Ha
MO-HUCKA /1032 Ha CYI(POHMITYpEeHHOTO MPOU3BOTHO, 32 /Ia C€ HAMaJIHM PHCKa OT BH3HUKBAHE Ha
XUTOTJINKEMUSL.

IlomomniHu BemecTBa

ToBa jekapcTBO ChABPKA J1aKTO3a. [lallMeHTH ¢ pelku HACIICCTBCHH TPOOJIEMHU Ha HEMOHOCHMOCT
KBbM TaJIaKTO03a, ITBJICH JIAKTa3eH ACHUITUT MK TIIFOK030-TajJakTo3Ha MajgabcopOuus He TpsSOBa na
MpHEMAaT TOBa JICKAPCTRO.

ToBa j1ekapcTBO ChIbprKa Mo-Majako oT 1 mmol vatpwuii (23 mg) Ha TabieTKa, T.e. MOXE Ja 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 He
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, MPOBEICHH C T€3U TIEPOPATHHA aHTUANAOCTHH JICKAPCTBEHU MPOAYKTH,
HE MMOKa3BaT KIMHAYHO 3HAYMMHU (apMaKOKWHETUYHN B3aUMOICHCTBHS.

Jurokcud (cydcTpar Ha Pgp), Bapdapun (cyoctpar Ha CYP2C9)

Kiuanaaure npoy4dBaHus, IPOBEACHU ChC 3ApAaBU YUACTHUIIHU, HC IIOKA3BAT KIMHUYHO 3HAYUMHA
(l)apMaKOKI/IHeTI/ILIHI/I BSaHMOHeﬁCTBHﬂ. Topa 063‘16, HE € YCTAHOBCHO IIpU NNpHULCIIHATA MTOITYyJIallU.

KomOuHaIuys ¢ aMIIOIUITHH PaMHUIIpUII, BaJICAPTAH UJIHM CMMBACTATUH

HpOy‘IBaHI/IH 3a JICKAapCTBCHU B33HMOI[GI71CTBPI$I IIpy 3/IpaBy Y4aCTHUIM Ca IMPOBECACHU C aMJIOJUIINH,
paMuIipuil, BajiICapTaH U CUMBACTATHH. HpI/I TE3U NPOYyIBAHU:, CIICA CAHOBPEMCHHO IPUIIOKEHUEC C
BUWJIJArJIMIITHH, HC CC Ha6J'IIOI[aBaT KIMHHUYHO 3HaAYUMHU (I)apMaKOKI/IHeTI/I‘IHI/I BSaI/IMO,ZleP'ICTBPISI.

Kombunauusg ¢ ACE uaxuburopu

Bb3MOKeH € MOBHIIIEH PHCK OT Pa3BUTHE Ha aHTMOEIEM P MAIMEHTH ChC ChIIBTCTBAIIL IIPHEM Ha
ACE unxuburopu (Bx. Touka 4.8).

KakTo u npu ApyruTe nepopaiHy aHTHAUNA0CTHU JICKAPCTBEHH MPOYKTH, XUITOTJMKEMHUUHUAT ePEeKT
Ha BUJIAATTTUNTHH MOXeE Ja OBbJe HaMaJieH OT ONPE/ICIICHN aKTUBHHU BEIIECTBA, BKITIOYBAIITN THA3UIH,
KOPTUKOCTEPOUIH, THPOUIHHU NPOIAYKTH U CUMIIATHKOMUMETHIIH.

4.6 @epTHIANTET, OPEMEHHOCT U KbpMeHe

bpemennoct

Hsama gocraTeyHO AaHHU 3a yroTpedaTa Ha BIJIATJIANITHH IIPH OpeMeHHH keHu. [IpoyuBanusara npu
JKMBOTHH [TOKa3BaT PENPOIYKTHBHA TOKCHYHOCT MPH BUCOKH 103U (BXK. Touka 5.3). [loTeHIHaTHUAT
PHICK TIpH XOpa He € u3BecTeH. [lopaau nurica Ha qaHHU pH xopa, Xiliarx ve TpsOBa na ce u3monssa
pu OpPEMEHHOCT.



Kwpmene

He e u3zBecTHO nanu BUIIATIIUIITHH CE €KCKPETUPA B KbpMata. [IpoyuBaHusiTa IpU )KUBOTHHU MOKA3BAT
eKCKpeIHs Ha BUJIIATIMITAH B MISIKOTO. Xiliarx He TpsiOBa a ce M3MoII3Ba 1o BpeMe Ha KbpPMEHE.

deprunurer

He ca mpoBexmanu npoy4Banus 3a epekra Ha Xiliarx Bpxy deprunurera npu xopa (BkK. Touka 5.3).
4.7 EdexTtn BbpXy cnoco0HOCTTa 32 modupaHe u padoTa ¢ MAINHH

He ca mpoBexxganu mpoyduBaHus 3a €QEeKTHTE BBPXY CIIOCOOHOCTTA 3a modupanHe u padboTa ¢ MaIlIWHU.
[NarnuenTHTe, KOUTO yCelaT 3aMassHOCT KaTo HeXKellaHa Peakius, TpsOBa Jia n30srBat Jia modupar u
Jla paboTAT C MaIIHHH.

4.8 Hexenanu JeKapcTBeHH peaKIHU

O0600menue Ha npoduiia Ha 6€30HaCHOCT

JlanHuTe 32 6€30MACHOCT Ca MOyYeHHU OT 0010 5 451 marenTy ¢ eKCIO3UINs Ha BIJIAATIIAIITHH TPU
nueBHa no3a 100 mg (50 mg iBa mbTH THEBHO) B PaHIOMU3HPAHH, ABOHHOCIIEIH, I1ae00-
KOHTPOJIMPAaHU U3MUTBAHUS C IPOABIDKUTEIHOCT Hal-Manko 12 ceamuiu. OT Te3U MallUEHTH,

4 622 manyeHTH MMOTy9aBaT BIIJATIIUITHH KaTo MOHOTeparus, a 8§29 manueHTH MmorydaBart mamneoo.

[Mo-ronsiMaTa 4acT OT HEKEJIAHUTE PEaKMK B TE3H U3MUTBAHU Ca JIEKO N3PAa3CHU U IPEXO/IHH, U HE
M3HCKBAT ITPEYCTaHOBSABAHE Ha JieueHHEeTo. He ce ycTaHoBsBa Bpb3Ka MEXy HeXKEITaHUTE PEaKIUH U
BB3PACT, ETHUYECKA IPUHAUICKHOCT, MPOABIDKUTEITHOCT Ha EKCIIO3UIUATA, HITH JTHEBHATA J103a.
Cro01maBa ce 3a XUMOTINKEMUs TIPH MAIMEeHTH, KOUTO MOTYYaBaT BIJIATTUITHH €THOBPEMEHHO ChC
cyadonunypes u HHCYyIuH. CpoO1IaBa ce 3a PUCK OT Bb3HUKBAaHE HA OCTHP [TAHKPEATHT IPU
yrnorpebara Ha BUIIATTUITHH (BX. Touka 4.4).

TabauuHo OpeaAcTaBdHC HA HOXKCJIAHUTC pCaKInu

Hesxemanure peakiinu, choOIIaBaHH MPH MaueHTH, KouTo mprueMat Xiliarx B mBoiHocaenu
MPOYYBAHMS KATO MOHOTEPAITHS WJIH KaTO JAOIBIBAIIM TEPAITHH, Ca H30POEHH MO-I0JTY 3a BCAKO
MOKa3aHHUE MO0 CUCTEMH H a0CONIOTHA YecToTa. YecToTuTe ca NeUHUPaHU KaTo MHOTO YecTH (>1/10),
yectr (>1/100 go <1/10), neuectu (>1/1 000 mo <1/100), peaxu (>1/10 000 xo <1/1 000), mHOTO
penxu (<1/10 000), ¢ Hen3BecTHa YecToTa (OT HATMYHUTE JTAHHU HE MOXeE Ja Ob/ic HapaBeHa
orienka). IIpu BCAKO TpyIHpaHe B 3aBUCHMOCT OT YECTOTATa, HEXKETAHUTE PEAKIHK ca MPEICTABEHH B
HHU3XO/IAI PeJI 10 OTHOIIIEHHUE Ha TAXHATA CEPHO3HOCT.



Taoauna 1

Hexenanu pPe€aKuuu, CHOOIIEHHU IPpA NAUCHTH, KOUTO MmoJiydaBaTt

BUWIAATIMIITHH KATO MOHOTEPAINIUA UWJIH KATO A0NIIbJdBalIlla Tepanus B

KOHTPOJIMPAHHU KIMHUYHH NPOYYBAHUS H OT

NMOCTMAPKETHHIOBUSA OIIUT

Cl/ICTeMO-OpFaHeH KJac — HEeKeJIaHa peaKuus

YectoTa

Nudexuun u undecranumn

Hazodapunrur

Mamnoro uectu

Wudeknus Ha TOPHUTE JUXATCIIHU TBTHUINA Yectu
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 Yectn
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 UecTtn
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
Epextunna guchyHKIHS ‘ Heuectn
OO01u HapynmieHUus M e()eKTH HA MSICTOTO HA MPUJIO:KEHUE

Actenust Yectu
ITepudepen orox Uectn
YmMmopa Heuectn
Brpucane Heuectn
MN3cnensanus

OTKJIOHEHUS B YepHOAPOOHUTE DYHKIIMOHATHH MoKa3aTenu | Hedectn
IloBuilaBaHe Ha TETJIOTO Heuectn

* Bb3 0CHOBa Ha NIOCTMAPKETHHIOBUSL OIMT.




Onncanne Ha N30paHU HEXEIAHU PEAKIIUU

Yeprnodpobduo yepesicdane

Nma cpobmieHus 3a peAKH caydyan Ha HapyleHa YepHoApoOHa PYHKIUS (BKIFOUATEHO XenaTuT). B
TE3W CITyYad MAIMeHTUTE KaTo IS0 ca 6e3 CHMITTOMH, 06€3 KIIMHUYHH TTOCTIeICTBUS 1 YepHOAPOOHATA
¢GyHKIUS ce Bb3BpPBILA 10 HOPMaJIHA ClIe/l MPeKpaTsBaHe Ha JIeYeHHeTo. B TaHHWTE OT KOHTPOJIMPaHU
W3MUTBAaHUS KATO MOHOTEPAITUS M KATO JOIBJIBAIIA TEPAHs C MPOIBIDKUTEIHOCT 10 24 ceIMUIIH,
yecroraTta Ha noBumaBane Ha AJIAT unu ACAT 2> 3 mptu I'TH (knacudunmpana kato Hamuaue mpu
Hal-MaJKo 2 TOCIIeI0BaTEeHA N3MEPBaHUs WK NpH (PuHaIHATa on-treatment Busuta) € 0,2%, 0,3% u
0,2% cpOTBETHO 3a BuiAarmunTHH 50 mg BEIHBK AHEBHO, BUWIAAraunTHH 50 mg ABa MbTU IHEBHO U
BCUYKH CPAaBHUTEIHU NPOAYKTH. Te3u MOBHUIIABaHUS HA TPAaHCAMUHA3HUTE KaTO LISUI0 ca
0e3CMMITOMHH, HEMTPOTPECHPAIIIH IO XapaKTep U He ca CBbP3aHHU C XOJIECTa3a U JKBJITEHHUIIA.

Aneuoedem

[Tpu nevyeHue ¢ BUIAATIMITHH ce ChOOIIaBa 3a peIKK CITydarn Ha aHTHOEEM C YeCTOTa CXOHA C Ta3H
Ha KoHTpoiwuTe. [lo-ronsmara gacT oT cirydanTe ca ChOOIIEHHU, KOTaTo BIIAATIIMIITHH € TIpHJIarad B
KOMOWHAINs ¢ ”HXMOUTOP HA aHTHOTEeH3WH KoHBepTupaius en3uM (ACE unxuburop). [lo-ronsmara
YacT OT CHOUTHSTA ca JIEKU 110 TEKECT M OT3BY4aBaT MPH NPOIbIKaBaHE Ha JICYEHHETO C
BUJIIATJIAIITHH.

Xunoenuxemus

B cpaBHUTENTHN, KOHTPOJIMPAHU TPOYYBAHUS HA MOHOTEPAITHS, XUTIOTIINKEMHUATA € HedecTa pu
usnomsBane Ha BugaraunTuH (0,4%) KaTo MOHOTEpamus CIIPSMO aKTUBEH CPABHUTEINICH MPOIYKT HITH
mane6o (0,2%). Hiama choOIIeH s 3a TEKKH WM CEPUO3HU ChOUTHSI Ha Xutoriukemust. [Ipu
ynoTpeda KaTo IOMbJIBaIIA Tepanus KbM METQOPMUH, XUTOTJIMKEMUsI Bb3HUKBA 1ipH 1% oT
MAIUEeHTHTE, JIEeKyBaHu ¢ BumarnuntuH u npu 0,4% ot manueHTnte Ha manebo. [Ipu nobassHe Ha
MUOTIIUTA30H, XUMIOTTUKEeMHsI Bb3HUKBA pu 0,6% OT manueHTuTe, JeKyBaHU C BIUIJATJIAIITAH U TIPU
1,9% ot nanuentute Ha mane6o. [Ipu qo6aBsHe Ha cynOHUITYPEHHO TPOU3BOIHO, XUTIOTIIMKEMHUS
BB3HUKBA I1pH 1,2% OT mauueHTuTe, JIEKYBaH!u ¢ BUIIAAraunTuH U npu 0,6% oT nauueHTure Ha
rtane6o. [lpu no6aBsHe Ha CyI(POHMITYPEHHO MPOU3BOTHO U MET(POPMHH, XUTIOTIIMKEMHS Bh3HUKBA
npu 5,1% oT manueHTuTe, JIEKyBaH! C BUWIIATIHITHH U 1ipu 1,9% ot nanueHTuTe Ha mane6o. [Ipu
MAIUEeHTH, TIPUEMAIlY BIIJATIUITHH B KOMOWHAIUS ¢ WHCYJIMH, YeCTOTaTa Ha Bb3HUKBaHE Ha
xunoriaukemust € 14% 3a susrmariminTud 1 16% 3a mnare6o.

C’I)O6IIIaBaHe Ha ITOJ03UPaHN HEXKCJIaHU PCAKITNH

CpoO11aBaHeTo Ha T0I03UPAaHH HEKEIAHN PEaKIUK CJIe]] pa3peliaBaHe 3a ynorpeda Ha JeKapCTBeHUS
HPOJIYKT € BaykHO. ToBa M03BOJIsIBA J1a MPOIBIDKY HAOIIOICHUETO HA ChOTHOIICHHETO MOJI3a/PUCK 32
JIeKapCTBEHUS MPOAYKT. OT MEIUIIMHCKUTE CIICIUATICTH CE U3UCKBA J]a ChOOIIABAT BCSIKA
MOJI03UPAHa HEeXellaHa Peakiysl Ype3 HAIMOHAIHA CHCTeMa 3a ChOOIaBaHe, TIOCOYCHA B

Ilpunoxenne V.



4.9 Ilpemo3upane
Wudopmarusita 3a npeo3upane ¢ BUIIATIUITHH € OTPaHUYCHA.
Cumnromu

Wupopmanusita 3a BEpOITHATE CUMIITOMHU Ha PEJO3UPAHE € MOITyYeHa OT MPOYYBaHE 32 TOHOCHMOCT
Ha [TOKAYBallla ce J03a IIPH 3IpaBH JInIla, Ha KouTo e mpuiaran Xiliarx B mpoasmkenue na 10 guu.
ITpu 400 Mg ca onucaHu TpU Cayyasi Ha MyCKYJTHH OOJIKH M OT/ICITHU CITy4ad Ha JICKH U MPEXOAHH
napecre3uu, (HeOpUINTET, OTOLH U MPEXOIHO MOBHIIABaHE HAa HUBaTa Ha junasara. [Ipu 600 mg equn
YYaCTHUK € MOJTy4YHJI OTOK Ha CThIIANaTa U PhLETe, U MOBUIIaBaHEe HAa HUBATA HA
kpeaTuHpocPokunazata (KOK), acnaprar amunorpanchepasara (ACAT), C-peakTHBHUS IPOTEHH
(CRP) u muornobuna. TprMa Apyry yYacTHHUIIM Ca HMAITH OTOLM 110 XOHJIATa, B JBA OT CIYYaUuTe C
napecTe3un. BCHYKHM CHMIITOMH U 1a00paTOPHU OTKIOHEHHS OT3BY4YaBaT 0e3 JICUeHHUE, CIe
IpPEyCTaHOBSIBAHE HA MPHEMa Ha U3CICIBAHUS JICKAPCTBEH MPOIYKT.

Jleuenue

B ciyuait Ha ipefio3upaHe ce IpenopbyuBa MOIBPIKAIIO JICUeHHe. BUIIarIunTHH He MOXe J1a Obe
OTCTPaHEH Ype3 XeMOAHajIn3a, JOKaTo rIIaBHUAT My MeTabonut ciien xuapoiusa (LAY 151) moxe na
ObJle OTCTpaHEH Ype3 XeMOTUAIN3A.

5. ®APMAKOJIOTMYHU CBOMCTBA

5.1 d@apmakonMHAMMYHU CBOIiCTBa

dapmakoTeparneBTHYHA rpyna; JIekapcTsa 3a JieueHue Ha qUadeT, HHXHOMTOPH Ha JUTICTITH I
nenrunasza 4 (DPP-4), ATC xox: A10BH02

BunparnuntiH, KaTo 4ieH Ha Kiaca JIGKapCTBEHU MPOIYKTH, CTUMYJIMPAIIH JTAHTCPXaHCOBUTE
KIJIETKUTE B ITAHKpeaca, € MOIIEH U CelleKTUBeH naxuouTop Ha DPP-4.

MexaHu3beM Ha JIEUCTBUE

[TpunoskeHUeTo Ha BUIATIMIITHH BOAM IO ObP30 M ITBJIHO IMOTHCKAHE Ha aKTMBHOCTTA HAa DPP-4,
KOETO BOJIM JIO TOBHIIIABAHE HA €HIOTCHHUTE HUBA Ha MHKpeTnHOBUTE XopMoun GLP-1 (glucagon-like
peptide 1) u GIP (glucose-dependent insulinotropic polypeptide), kakTo Ha riagHO, Taka ¥ CIIEN
HaxpaHBaHe.

(DaDMaKOZ[I/IHaMI/I"IHI/I ed)eKTI/I

ITocpencTBoM noBHIIaBaHe HA €HIOTEHHUTE HUBA HAa T€3W MHKPETUHOBH XOPMOHH, BIIIJATIIUITHH
yBeJIM4aBa YyBCTBUTEIHOCTTA Ha OeTa KJIETKUTE KbM KPbBHATA 3aXap, KOETO BOAM J0 MOA00psIBaHe Ha
3aBHCHMaTa OT KpbBHATA 3aXap MHCYJINHOBA cekpenns. Jleuennero ¢ punparnuntua 50-100 mg
JTHEBHO ITPH MAI[MSHTH C TUa0eT TUI 2 3HAYUTEIIHO MOI00psABa MapkepuTe 3a QyHKIUS Ha OeTa
kierkute, Bkountenno HOMA-B (Homeostasis Model Assessment-f3), OTHOIIIEHHETO TPOUHCYITHH
KBbM MHCYJIMH M U3MEPBaHUATA Ha OTTOBOpa Ha OeTa KJIETKUTE NPH KPbBHO3aXapeH NpoduII ¢ 4ecTu
npo6u. [Ipu nuna 6e3 nnadeT (HOPMOTITMKEMUYHH ), BUIIIATIIMITHH HE CTHMYJTUpA HHCYJIMHOBATA
CeKpenys U He HaMaJlsiBa CTOMHOCTHTE Ha KpbBHATA 3aXap.

Upes noBuiaBaHe Ha eHporeHHuTe HuBa Ha GLP-1, BunmarnunTuH chio yBennyaBa
YYBCTBHUTEIHOCTTA Ha ajiha-KIETKUTE KbM KpbBHATA 3aXap, KOESTO BOJM JI0 10-a/IeKBaTHA CEKPEIns Ha
TJIIOKaroH COpsiMo HUBOTO Ha KpbBHATA 3axap.



HOI[‘ICpTaHOTO yBEIM4aBaHE Ha CbOTHOLICHUETO I/IHCyJ'II/IH/ TJIIOKAaroH B X04a Ha XUIICPIIIUKEMHUS,
nopaauv 3aBUIICHOTO HUBO HAa MHKPCTUHOBU XOPMOHH, BOJAU 1O HAMAJISIBAHEC HA CUHTC3a Ha I'JIFOKO3a
OT Y€pHUs ):[p06, KaKTO Ha rjiaaHo, Taka 1 CJICJ HaXpaHBaHEC, KOCTO BOJAU 10O HaMaJIIBAHC Ha
TIIMKCMMUATA.

W3zBecTHuAT eekT Ha noBuiieHute HIUBa Ha GLP-1, konto 3a0aBsAT cTOMAIIHOTO U3Npa3BaHe, HE ce
Ha0JII0/1aBa MpH JICUCHNE C BIJIJATIAITHH.

Knnanuna edukacHoCcT M 0€300aCHOCT

Hapn 15 000 manueHTH che 3aXapeH AuadeT THIT 2 y4acTBaT B ABOMHOCIEIH TIae0o- WM aKTUBHO
KOHTPOJIMPAHU M3MHUTBAHKS C MPOABDKUTEIHOCT Ha JICYCHUETO Haa 2 roquHu. [Ipy Te3u MpoydyBaHus
BUJIJIATJIMIITHH ce mpuiara Ha moBeue oT 9 000 marwenTH, B JHeBHM 1034 OT 50 MQ BeHBX JHEBHO,
50 mg nBa bt gHeBHO Wi 100 mg Beaubx auesHo. Hax 5 000 mbxe u Hax 4 000 skeHu npuemaT
BrynarmunTad 50 mg Begasx qaeBHO wim 100 mg qaesro. Han 1 900 manuenTn, npueman
BuyarunTad 50 mg Beauwsx nueBHO, wim 100 mg aHeBHO ca > 65-roaunu. [Ipu Te3u u3nureaHus,
BUJIJIATJIMIITHH CE MPUjlara KaTo MOHOTEPAIHS ITPH MAMEHTH ChC 3aXapeH TUaldeT THIT 2, KOUTO
HUKOTA HE ca TPUEMAITH JICKAPCTBEHO JICUCHHUE 3a TuadeTa, Wik B KOMOWHAIIMS TIPU MAIUCHTH, YHHUTO
KOHTPOJI HE € 3aJ0BOIMTENCH MPH JICUCHHE C APYTH aHTHAHA0CTHHU JIEKAPCTBEHH TPOTYKTH.

Karo 1sio, BIIIArMITHH T0J00psABa TIIMKEMUYHUSI KOHTPOJI, KOTaTo Ce TpUiIara KaTo MOHOTEpAIIHS,
WJIM KOTaTo ce Mpuiiara B KOMOMHAIHS ¢ METQOPMUH, CYyI(POHMUITYPECH NPOIYKT U THA30IUINHINOH,
KOETO Ce OICHSBA 110 KJIMHAYHO 3HAYMMOTO HaMalsiBaHe Ha croiHocTHTe Ha HDA . B Kpast Ha
IPOYYBAHETO CIIPSIMO M3XOAHUTE CTOMHOCTH (BXk. Tabmuma 2).

B x0/1a Ha KIIMHWYHY U3IIUTBAHKs, CTENEHTa Ha HaMaiaBane Ha HbA ¢ ¢ BuiigarimnTug e 6uia mo-
roJIsSIMa TIPH MAI[MEHTH C MTO-BUCOKA U3X0aHA cTOMHOCT Ha HDhA «.

B 52-ceaMu9YHO TBOWHOCIIANO KOHTPOJIMPAHO M3MUTBAHE, KbaeTO Bruaarauntud (50 mg aBa nbti
nHeBHO) HamasstBa n3xomaanst HbA1c ¢ -1% B cpaBHenue ¢ -1,6% 3a MeThopMuH (THTpHpaH 10

2 g/IHEBHO), HE ce IOCTHIa CTATHCTHYECKH MMOKa3aTes 3a He Mo-Maiika eukacHocT. [TarpeHTuTe,
JIEKyBaHHU C BHJIATIAITHH, ChOOIIABAT 38 3HAYUTEIIHO TO-HHUCKA YE€CTOTa HA CTOMAITHO-YPEBHU
HE)KEJTaH! JICKApPCTBEHH PEaKIMHU, CIIPSIMO TE3H, JTIEKYBAaHH ¢ MET(OPMHUH.

B 24-cemMuYHO IBOMHOCIISANO KOHTPOJIUPAHO M3NUTBaHe, BuaaraunTud (50 My 1Ba bTH JHEBHO) €
CpaBHEH ¢ po3urInTa3oH (8 Mg Beaunk aHeBHO). CpeaHoTo Hamanenue e -1,20% 3a BUIIarTUITHH
n -1,48% 3a po3urInNTa30H, MpU MAKUEHTH Che cpeaeH n3xomen HbAy. ot 8,7%. ITarmenTHTe, KOUTO
[OJTyYaBaT PO3UTIIMTA30H, TIOBHUIIABAT TEJIECHOTO CH Tero cpenHo ¢ (+1,6 Kg), mokaTo Te3u, KouTo
HOJTyYaBaT BUJIJAJIMITHH, HE TOBHIIaBaT TesecHoTo cu terdo (-0,3 Kg). UectoTara Ha nepudepHu
OTOIIX € MO-HUCKA B TpyIaTa ¢ BUIJATJIHUITAH B CPaBHEHHE C TPyTaTa ¢ PO3UTIINTA30H (CHOTBETHO
2,1% crpsmo 4,1%).

B xIMHWUYHO M3MHATBAHE ¢ 2-TOUITHA TPOABIDKUTEITHOCT BnarmnTuH (50 Mg 1Ba IHTH THEBHO) €
cpaBHeH ¢ riaukinazun (1o 320 mg/nen). Ha BropaTa rojguHa cpelHOTO IIOHWKEHUE Ha HUBATa Ha
HbA. ¢ -0,5% 3a Bunaarmuntus u -0,6% 3a riavknasua, npu cpeacH uzxoaeH HbA . ot 8,6%.
BungarauntrH He Moka3a CTaTUCTUUECKU 3HAYMMa He MOo-Majika e()eKTHUBHOCT CIPSMO TITHKIIA3H/I.
BungarauntrH ce cBbp3Ba ¢ Mo-Majiko ciaydan Ha xunorimukeMmus (0,7%) OTKOIKOTO TIMKIa3H

(1,7%).
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B 24-cenMudHO KIMHUYHO M3MUTBaHe, BUAaraunTiH (50 My 1Ba IIsTH JHEBHO) € CPABHEH C
nmorutazoH (30 MY BEAHBXK THEBHO) MPU MAIUEHTH, TPU KOUTO HE € TOCTUTHAT 3a0BOJIUTEIICH
TJIMKEMUYeH KOHTpoI ¢ MeThopMuH (cpenHa queHa no3a: 2020 mg). CpeaHOTO MOHMKEHUE Ha
auBara Ha HbA., ipu cpenen uzxomen HbA; . ot 8,4%, e -0,9% mpu qobaBsHe Ha BUILIATIAITHH KbM
MetdopmuH 1 -1,0% npu modaBsHE Ha MUOTIANTA30H KbM MeThopMuH. CpeqHOTO MOBHUINIABaHE HA
TEJECHOTO TETJI0, HAOJF0IaBaHO MPH MAIUCHTHUTE, PUSMAIIY ITHOTJIUTa30H B JOMBIIHEHUE KbM
metdopmuH e +1,9 Kg, cpsimo +0,3 Kg npu mareHTuTe, MpreManii BUIIATTIHITAH B IOBJIHCHUS
KBbM MEeT(QOpPMUH.

B KMMHUYHO M3MUTBaHE C 2-TOAMIIHA MPOIBIKUTEIHOCT, BUIAArmunTHH (50 My 1Ba MbTH JHEBHO) €
CcpaBHEH C rauMenupua (10 6 mg/aeH - cpenHa ao03a npe3 2-Te roauHu: 4,6 MQ) Mpu HarueHTH,
neKyBaHU ¢ MeT(opMHH (cpenHa qHeBHA no3a: 1894 mg). Cnen 1 ronuHa cpeJHOTO MOHMKEHNE Ha
uuBara Ha HbA. e -0,4% npu 106aBsiHe Ha BUIAANTMOTAH KbM MeTdhopMmuH u -0,5% npu 100aBste
Ha TIMMENUPUI KbM MeThOpMUH, ipu cpeneH usxoaeH HbAc ot 7,3%. [IpomsiHara B TEIECHOTO
terio npu BuwigarmnTyH e -0,2 Kg crpsimo +1,6 Kg nipu rmumenupu. Yecrorara Ha ciydanTe Ha
XHITOTJIMKEMUSI € 3HAUYMTEITHO MMO-HUCKA B IpymnaTa Ha Buiparauntud (1,7%) B cpaBHeHHE ¢ rpynara
Ha rmmenupug (16,2%). B kpalinara Touka Ha Ipoy4BaHeToO (cieq 2 TOAWHN) CTOMHOCTUTE Ha
npomsiHaTa Ha HbA ¢ cripsiMo M3XOHOTO HHUBO Cca €HAKBU HA N3XOHUTE CTOMHOCTH B JIBETE
TEpaneBTHYHU TPYITH, a PA3IMUMATA [0 OTHOIIICHUE Ha TIPOMSHATA B TEJIECHOTO TETJIO U CIIydauTe Ha
XHITOTJIMKEMUSI Ce 3ara3Bar.

B 52-cemMuuno n3nuTBane BuinarunTiH (50 Mg 1Ba IbTH THEBHO) € CPABHEH C TIIMKIIA3U (CpeIHa
JTHeBHa J103a: 229,5 MQ/neH) npu NayeHTH, HEMMOCTUTHAIM KOHTPOJI ¢ MET(GOPMHUH (M3X0/HA /1032 Ha
merdopmuH 1928 mg/nen). Cnen 1 ronuna cpensoro nonmwkenue Ha HbA. e -0,81% npu nobassine
Ha BIJIJArTHITHH KbM MeTdhopMuH (mipu cpenen uzxonen HbA. 8,4%) u -0,85% npu nobassiHe Ha
rIuKiIa3ug KbM MetdopmuH (nipu cpeeH uzxonex HbA; . 8,5%); mokasaHna e cTaTUCTUYECKH 3HAUMMa
He mo-manka edukactoct (95% CI -0,11 — 0,20). IIpomsiaata B TenmecHoTo Terio ¢ +0,1 kg mpu
BUJIIATJIMITHH cripsiMo +1,4 KQ Tpu riIuKiIasu.

B 24-cenMuyHO M3NMUTBaHE € OllcHeHa e()UKACHOCTTa Ha (pUKCHpaHaTa J030Ba KOMOWHAIIUS OT
BUJIIATJIMIITHH ¥ METGOPMUH (IOCTETIEHHO TUTUPUpaHa 1o jg03a ot 50 mg/500 mg aBa mbTH JHEBHO
i 50 mg/1000 mg aBa bTH THEBHO), MPUIIOKEHA KAaTO MbPBOHAYAIIHA TEPAITUSI IPH MAIIUEHTH,
HENpUEMaJIH MPeIU TOBa APYTH JiekapcTBa. KoMOuHaIusITa BUIIar M THH/METHOpMUH

50 mg/1000 mg, nmpuiiokeHa 1Ba MbTH JHEBHO, moHmwkaBa HbA1. ¢ -1,82%,
Bruiaruntay/Merdopmun 50 mg/500 mg, npuioxkeHa 1Ba IbTH THEBHO, ¢ -1,61%, MeTdhopMun
1000 mg, npusioxeH JBa IbTH JHEBHO, ¢ -1,36%, a BuiarmnTud 50 My, IPUIIOKEH JBa IbTH
nHeBHO, ¢ -1,09% npu uzxonen HbA: 8,6%. TTonmkennero Ha HDA1 ¢, HabIr01aBaHO TPH MAIIMEHTH C
msxoneH HbA1. >10,0%, e no-roiasmo.

[IpoBeneHo e 24-ceAMUYHO, MHOTOLIEHTPOBO, PAHIOMHU3UPAHO, IBORHOCIIAIO, 1U1are0o-
KOHTPOJIMPAHO M3MHUTBAHE, 3a J1a Ce OIICHH TePareBTUYHUS e()eKT Ha BIIAArUITHH 50 MQ BeTHBK
JTHEBHO CIpsIMO Tuiane6o npu 515 naruentu ¢ quabdet tvil 2 1 yMepeHo ObOpeYHO YBpEeXKIaHe
(N=294), unu Texko 660peuno yspexaane (N=221). 68,8% u 80,5% oT nanueHTHTe, CHOTBETHO, C
YMEPEHO U TEXKKO OBOPEYHO YBpEXKIIaHE, Ca JICKYBaHU C MHCYJIMH Ha U3XOHO HUBO (CpeaHa JHEBHA
J103a, ChOTBETHO, 56 enuuuny u 51,6 equauim). [Ipu nanuenTuTe ¢ yMepeHo ObOPEYHO YBpEXKIaHE
BUJIIATJIMITTHH 3HAUYNTETHO oHmwKkaBa HDA . cripsiMo mmarie6o (pasiuka -0,53%) oT cpeiHa CTOMHOCT
Ha U3X0JIHO HUBO 7,9%. [Ipn manueHTuTe ¢ TeXKO ObOPEUHO YBpEKAaHE BUIJIATIIUIITHH 3HAYUTEITHO
nonmkasa HbA;: cipsimo mare6o (pasnuka -0,56%) oT cpeiHa CTOHHOCT Ha U3XOAHO HUBO 7,7%.

24-ceMUYHO, PaHIOMH3UPAHO, JBOWHOCIIAIO, TIaIe00 KOHTPOJIMPAHO U3IHUTBAHE € ITPOBEJACHO IPH
318 manmenTw, 3a 1a ce oleHn epukacHOCTTa U Oe30macHOCTTa Ha BHuigariuntuH (50 mg aBa mbTH
JHEBHO) B KoMOMHaius ¢ MmetdopmuH (=1500 mg nHeBHO) U rimMenupu (>4 mg THEBHO).
Bungarauntud B KoMOUWHAIMS ¢ METQOPMUH U TJIMMEIUPHL 3HAYMTETHO oHmkaBa HbA ¢ cipsiMo
miane6o. Kopurupanara cnpsiMo mianedo pasiuka B moHmwKeHneTo Ha HbA1e cripsMo U3X0aHOTO
HHBO OT 8,8% ¢ -0,76%.
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24-ceIMUYHO PaHIOMHU3UPAHO, TBOWHOCIISIIO, TUIANe00 KOHTPOJIMPAHO U3MUTBAHE € TIPOBENICHO MPH
449 nanueHTH, 32 Ja ce OleHN eUKacCHOCTTa U 0€30MacHOCTTa Ha BIuIarmnTH (50 mg 1Ba mMbTH
JTHEBHO) B KOMOWHAIIMS C TIOCTOSIHHA 71032 0a3aJicH WIM CMECEH WHCYJIMH (CpeHa JHEBHA /1032 OT

41 enquHMLN), CbC CHIIBTCTBAL] TpreM Ha MeTopMuH (N=276) nnu 6e3 cbIrbTCTBAIL IPUEM Ha
meTtdopmuH (N=173). BunmarnunTiH B KOMOMHALINS C MHCYJIMH 3HAYUTETHO MOHIKaBa HbA ¢
cipsimo Ttarne6o. B obmaTa momyianus KOPUTHPaHOTO CIIPSMO TUTane00 MOHIMKEHHE OT CpeHa
usxoanata ctoiHocT Ha HbA1c 8,8%, e -0,72%. B moarpynute, JIeKyBaHU C HHCYJINH, ChC WK 0€3
CBITBTCTBAII IPHEM Ha MET(OPMHH, KOPUTHPAHOTO CIIPIMO IIaredo cpeaHo noHmkenne Ha HbA ., e
crotBeTHO -0,63% u -0,84%. YecToTaTa Ha XUMOTINKEMUS B o0maTa momyianus € 8,4% u 7,2%,
CHOTBETHO B TPYNHTE HA BUJIATJIMIITUH U Tutane6o. [lpu nanuenTuTe, mprueManiyu BUIIarIUITHH, He
ce HaboAaBa MoBUInaBade Ha TersioTo (+0,2 KQ), mokaro mpu nmpreMariuTe mianedo ce HaboaBa
nonmkenue Ha teraoro (-0,7 Kg).

B npyro 24-ceamMu4HO npoy4BaHe NpH MAaUCHTH C TIO-HANIPEAHAN 3axXapeH Aua0eT THII 2, TPH KOUTO
HE € MOCTUTHAT aJeKBAaTeH KOHTPOJI C JISYEHHETO ¢ MHCYIHMH (OBp30aeiicTBal U 1o-AbJIToIeiicTBAll,
cpenHa nHCynrHOBa 032 oT 80 IU/nHeBHO), cpemHoTo moHmkeHue Ha HbA ¢ mpu nobaBsiae Ha
BuiiarunTyH (50 mg 1Ba IbTHU JHEBHO) KbM MHCYJIMHA € CTATUCTUYECKHU 3HAYMMO TO-TOJISIMO,
OTKOJIKOTO TIPH KoMOMHanusTa mianedo miroc uaeynud (0,5% copsamo 0,2%). Uectorara Ha
XHUIIOTJIMKEMUS € O-HHUCKa B IpylaTa Ha BUWIAATJIMITHH, OTKOJKOTO B Ianebo rpynara (22,9%
cipsimo 29,6%).

IIpoBeneHo e 52-ceAMHUYHO MHOIOLICHTPOBO, PAHAOMHU3UPAHO, TBOMHOCIISIIO U3UTBAHE MPU
MAIMeHTH C TUa0eT TUI 2 ¥ 3aCTOMHA ChpeuHa HeocTaThuHOCT (pyHkunonanex kiac I-111 mo
NYHA), 3a na ce orienu edexra Ha Bupparuntud S0 mg aea ety nHeBHO (N=128) cnpsMo miare0o
(N=126) Bbpxy bpakiusTa Ha u3TIackBaHe Ha jsBaTa kamepa (LVEF). [Ipunokennero Ha
BUJIIATJIATITHH HE € CBBP3aHO C MPOMsIHA BHB (DYHKIIHATA Ha JIIBaTa KaMepa MIIK C BIIOIIABaHe Ha
chiectByBama 3CH. KaTo 11510 mpeiBapuTeIHO ONPE/ISIICHUTE HeXKEIIaH! ChPICYHOCHIOBU ChOUTHS
ca Oanancupanu. HabmroaBar ce mosede ChbpJAeUHOCHIOBHA ChOUTHUS MPU MANUEHTUTE ChC ChPICYHA
HepoctarbyHOCT Kiac |1l mo NYHA, nexyBanu ¢ BumarnuntuH cipsmo miamnebo. Bee mak Ha
M3XO0JIHO HUBO CBIIECTBYBA IMCOAIAHC 10 OTHOIICHHUE HAa ChPCYHOCHIOBHS PUCK B I10JI3a Ha ITUIae00
1 OpOST HA CHOUTHATA € HUCHK, KOETO U3KIIIOUBA KaTErOPUYHM 3aKIOueHUs. Buaarnuntuy
3HauuTeHO noHmkaBa HbA1 ciipsimo rutarie6o Ha 16-ta ceamuria (pasnuka ot 0,6%) npu cpeHo
U3X0HO HUBO 0T 7,8%. B noarpymarta ¢ knac 11 mo NYHA nonmkenuero B HDA i cpaBHeHO ¢
taie6o e no-aucko (0,3% pasznuka), HO HE MOXKE Jla C€ HalpaBy 3aKIYCHUE, IIOPAU MAJIKUs OpOit
nauenTn (N=44). UectoTara Ha cly4anTe Ha XUTIOTJIMKEMUs B 00I1aTa MOIyIanus € ChoTBeTHO 4,7%
1 5,6% B rpynuTe Ha BIIJATJIMIITAH U I1a11e0o0.

[TpoBesieHO € NEeTrOIUIITHO, MHOTOLICHTPOBO, PaHIOMHU3MPaHo, 1BoiHOCIsO poyuBaHe (VERIFY)
IIpY TIALMEHTHU ChC 3aXapeH AualeT TUM 2, 3a J1a ce OLeHH eeKThT Ha paHHa KOMOMHHMPaHa Tepamnus C
B garaunTiH 1 MetdopmuH (N = 998) cipsimo cTanapTHa MbpPBOHAYATHA MOHOTEPAITHS C
MeT(hOPMUH, MTOCIIeABaHAa OT KOMOMHAIIMS C BUIAAMIMIITHH (IPyTia Ha TOCIEI0BATEIHO JICUSHHE)

(N =1 003) mpu HOBOAMArHOCTUIIMPAHH TALMEHTH ChC 3axapeH nuader tun 2. Cxemara ¢
KoMOMHanusATa Ha BUigaraunTiua 50 Mg ABa MbTH AHEBHO IUTFOC METPOPMUH BOAU 0 CTATHCTHUECKH
Y KJIMHUYHO 3HAYMMO OTHOCHTEIHO HaMallsiBaHe Ha pHCKa “BpeMe JI0 IOTBBPJICH HeycIieX Ha
ITbPBOHAYATHOTO JiedeHue" (croitHocT Ha HbA1: >7%), cripsimo MOHOTepanust ¢ MeThOPMHH ITpU
HEJIEKyBaHHU 10 MOMEHTA IALIMEHTHU ChC 3aXapeH aualeT TUM 2 mpe3 S-TOAMIIHATA TPOABIKUTEIHOCT
na npoyusanero (HR [95%CIl]: 0,51 [0,45, 0,58]; p<0,001). YecroTara Ha Heycliex Ha
TBPBOHAYATHOTO JieueHwe (croinocT Ha HbA1. >7%) e 429 (43,6%) marmeHT B rpyrnaTa Ha JICUeHHe
¢ komOuHarmsTa u 614 (62,1%) nauueHTH B rpynaTa Ha IOCIeI0BAaTEIHO JICUCHHE.
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Covpoeunocv0o8 puck

MerTa aHanu3 Ha HE3aBUCUMO U MIPEABAPUTEIHO ONPEACICHUTE CHPACYHOCHIOBH HEXKETaHU ChOUTHUS
ot 37 daza Il u |V x1MHUYHY pOyYBaHMS PU MOHOTEpaNusi U KOMOMHUpaHa Teparus, C
MIPOIBIDKUTETHOCT HAJ 2 TOMWHU (CpemHa excrro3unys 50 ceaMUIIn 3a BIIIAATTUNTHH U 49 ceIMHIIH
3a CpaBHUTEITHHUTE MPOAYKTH), TOKA3Ba, Y€ JICUEHHUETO C BUJIATJIUIITHH HE € CBbP3aHO C TIOBUIIIABaHE
Ha ChPACYHOCHIOBHS PUCK CIIPSIMO CPaBHUTEIHUTE NPOAYKTH. ChCTaBHATA KpaifHa TOUKa Ha
IPEIBAPUTEIHO OIPENEIEHUTE TOIEMH ChpAEYHOCHIOBH chOuTH (Major adverse cardiovascular
events — MACE), BKITFOUHTEITHO OCTBP MHOKApJIeH HHPAPKT, HHCYJIT WITH CMBPT MOPaId
CBHpPACYHOCH0BA IPUUMHA, € T0J00HA MPU BIJIAATIMITHH CIIPSIMO KOMOWHUpPAHH aKTHBHHU M IL1ale00
cpaBHuTenHU npoaykTu [OTtHOcUTeneH puck o Mantel-Haenszel (M-H RR) 0,82 (95% ClI
0,61-1,11)]. MACE nacrbmsa mipu 83 ot 9 599 (0,86%) nanuenTs, JeKyBaH! ¢ BUIIATIHUIITHH U TIPH
85 or 7 102 (1,20%) nauneHTH, JEKyBaHHU CbC CPaBHUTENEH MPOAYyKT. OlleHKaTa Ha BCEKU OTAETIEH
komrnoneHT Ha MACE He nmoka3Ba nosuitieH puck (mogooen M-H RR). Cr6utus ¢ notebpaecHa
cepaeuna HenoctatbuHOCT (CH), medmanpana kato CH, u3ncKBaIIa XOCTIHTATA3AINS, HITH
HoBonosiBuia ce CH, ce crobmaBat mpu 41 (0,43%) ot nauueHTuTe, TEKyBaH! C BUINATIUITHH U IPU
32 (0,45%) ot nauueHTHTE, JIeKyBaHH Che cpaBHHUTENeH poaykT M-H RR 1,08 (95 CI 0,68-1,70).

Ta6auna 2 OcHOBHM pe3yJITaTH 32 eUKACHOCT HA BUJIIATJIMITHH MPH M1amedo
KOHTPOJIMPAHU U3NMUTBAHMUSA 32 MOHOTEPANMA M NPU U3NMHUTBAaHNUA 32 JONBJBAIIA
KoMOuHupaHa Tepanus (mbpBuuHa | TT momyJamnus 3a epuKacHoOCT)

IInane00 KOHTPOJIMPAHU Cpeana Cpenna Inauedo
NMPOYYBAHHUS — MOHOTEPANHUA H3X0HA NpoMsiHA KOpPUTHpaHa
CTOHHOCT Ha CHpsiMo CpeHa mMpoMsiHa
HbA1 (%)  m3xommmsa HbA;. aa HbA;. (%0)
(%) Ha 24™ Ha 24™ ceqMuna
ceaMuUIA (95% IN)
IMpoyusane 2301: 8,6 -0,8 -0,5* (-0,8, -0,1)

Buaparmunraa 50 mg asa neTH
nuesHo (N=90)
IMpoyusane 2384: 8,4 -0,7 -0,7*%(-1,1, -0,4)
Bwinarmunraa 50 mg n1Ba nbTH
nuesHo (N=79)
* p< 0,05 3a cpaBHEHHETO CIIPSIMO
wiane0o
IIpoyuyBaHus 3a
J0MbJBAIO0/KOMOMHUPAHO
JedeHne
Buaparounraa 50 mg 8,4 -0,9 -1,1* (-1,4, -0,8)
JBYKPATHO JHEBHO +
methopmuH (N=143)
Bunparnunrua 50 mg qHeBHO + 8,5 -0,6 -0,6* (-0,9, -0,4)
rnumerupu (N=132)
Buamaraunraa 50 mg 8,7 -1,0 -0,7* (-0,9, -0,4)
JBYKPATHO JTHEBHO +
muornuTa3on (N=136)
Buamarounraa 50 mg 8,8 -1,0 -0,8* (-1,0, -0,5)
JBYKPATHO JTHEBHO +
MeTHOPMHUH + TIMMETTUPHU]T
(N=152)
* p< 0,05 3a cpaBHEHHETO CIIPAMO
ianedo + CpaBHUTEIICH JICKAPCTBEH
MPOJYKT
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IlenuaTpudHa momyJamnus

EBpomeiickaTa areHuus o JiekapcTBata 0cBOO0XKAaBa OT 3aIbJDKCHUETO 3a MPEOCTaBSIHE Ha
pe3yNTaTUTE OT MPOYYBAHUATA C BUWIJATJIUITHH BbB BCUUKH MTOATPYIH HA TICIUATPUIHATA TIOITYJIAIUS
chbe 3axapen nuaber Tun 2 (BK. Touka 4.2 3a uH(pOpMAIIHI OTHOCHO yHoTpeba B MeHaTPHsITA).

5.2 dapmakoKMHeTHYHH CBOWCTBA

AbGcopOrus

Cren mepopaaHo MPHIOKEHHE Ha TIaHO BIIAATIUITHH ce abcopOupa Obp30 ¢ MUKOBHU TIa3MEHH
KOHIICHTpAaIiH, Ha0rogaBanu Ha 1,7 gac. XpaHara ciabo 3a0aBs BpeMeTo 3a JOCTUTaHE Ha ITHKOBA
MTa3MeHa KOHIeHTpaIws 10 2,5 yaca, HO He moBiausiBa obrara ekcrosunusa (AUC). IpunoskeHueTo
Ha BUIIATJIMIITHH C XpaHa BoaAK 10 HaMansBaHe Ha Cmax (19%). CremnenTta Ha mpoMsiHa 0baye, He €
KIMHAYHO 3Ha4uMMa, Taka ue XiliarX Moxe ma ce mpuara cbe min 6e3 xpana. AGCOIOTHATA
omonammaHOCT € 85%.

Pasnpenenenue

CBbp3BaHETO HA BIIJATJIUIITUH C MJIa3MEHUTE MPOTeHHH € cnado (9,3%), kaTo BUIJATTUITHH Ce
pasnpeaens MopaBHO MEXIy TUIa3MaTa U YepBEHUTE KpbBHU KieTKH. CpeqHuAT 06eM Ha
pasrpezeneHe Ha BIIATIMITHH [IPU CTAIMOHAPHO CHCTOSIHHE CJIE]] HHTPABEHO3HO NPHII0KEHHE
(Vss) e 71 nutpa, KOETO MpeArnoara U3BbHCHIOBO pa3pe/e/iCHUE.

Buorpanchopmars

69% oT j03aTa BUWIJATIUITAH CE METa00IM3UPa, KOETO € OCHOBHUSAT IThT HA SIIMMUHUPAHE TIPU XOPa.
['maBuusaT metabonut (LAY 151) e papMakonoruyHo HEaKTHBEH U € POAYKT Ha XUAPOIN3aTa Ha
nuaHorpynara Ha 57% oT mo3aTa BUJIATIIMIITHH, TTOCIeABaH OT ritokyporu (BQS867) u
MPOAYKTHTE Ha aMuaHa Xuaposu3a (4% ot mosara). In Vitro manHu ot YoBemkn OBOpeUHH
MHUKPO30MaJIHH CUCTEMH COYaT, 4¢ ObOPEKHT MOXKE J1a € €IMH OT OCHOBHUTE OPTaHU, JIOIPUHACSIIHN 32
XUIPOITU3aTa Ha BUWIIATIIMIITHH 70 HETOBUS TJIaBeH HeakTuBeH metabomut LAY151. DPP-4
JONIPUHACS YaCTHYIHO 3a XHPOJIM3aTa Ha BUIIATIUIITHH Bb3 OCHOBA Ha IiN VIVO mpoy4BaHe, B KOETO ca
M3II0JI3BaHM TUTbX0BE ¢ Aeduiut Ha DPP-4. BuigarmnTid He ce MeTaboIM31pa B 3HaYMMa CTEICH OT
CYP 450 enzumure. CrieqjoBaTeHO, METAOOUTHUSAT KIMPHHC HA BIIIJATIIMIITHH HE C€ OYaKBa J1a Ce
nosJusie ot eaqHoBpeMeHHOTO npritoxkenne ¢ CYP 450 uuaxuburopu u/viau uaayKTOpH. IN Vitro
MPOYyYBaHMATA MTOKA3BAT, Ue BUIAATIUNTHH He nuxubupa/unayiupa CYP 450 ensumure. ETo 3aro,
BUJIIATIAIITHH HAMa BEPOSATHOCT J1a TIOBJIMSABA META0OJUTHHS KIIUPBHC HAa ChITBTCTBAILO MPUIIAraHUTE
JeKapcTBeHU NpoaykT, meradbommsupanu ot CYP 1A2, CYP 2C8, CYP 2C9, CYP 2C19, CYP 2D6,
CYP 2E1 uinu CYP 3A4/5.

Enumunupane

Cnen nepopanuo npunoxenue Ha [*C] sunparnunrun, npudimsurenno 85% ot mo3ara ce
eKcKpeTupa B ypuHaTa 1 15% ot jo3ara ce ycraHoBsiBa BbB (eneca. 23% oT jgo3ara BIIIATIUITHH
ClIeJT TIepOPAITHO NMPHIIOKEHHE Ce eKCKpeTHpa oT ObOperuTe B HerpoMeHeH Bu. Clie HHTPaBEHO3HO
NPUIOKEHUE TIPH 3[PaBH JINIA, OOUIMAT IUIA3MEH M ObOpEeYeH KIMPHHC HA BUIJATIUIITHH €
cbotBeTHO 41 1 13 I/h. Cpeauusat TepMUHATICH TTOMYKHUBOT CJISl HHTPABEHO3HO TPHIOKEHHE, €
NpUOIM3UTENHO 2 Yaca. ENMMUHAIIMOHHUAT MOJTYKUBOT CJIE]] IEPOPATHO NPUIIOKEHUE €
NpUOTU3UTETHO 3 Yaca.

JIuneliHOCT/HENUHEWHOCT

Chnax Ha BUILIATTIMIITHH | TUIONITA [T0J] KpHBaTa Iuia3MeHa konuenrpaims/Bpeme (AUC), ce yBennuaBa
NPUOIU3UTETHO MPONOPIIMOHATHO Ha J103aTa, B PAMKHTE Ha TePareBTHYHHS JJ030B HHTEPBAIL.
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XapaKTepUCTHKHU IPU CIIeNU(MUIHN TPYITH MAIUCHTH

Llon

He ce HaOnroaBaT KIIMHUYHO 3HAYMMU PA3JIMKH BHB (hapMaKOKHHETUKATA HAa BUIIATJIUIITHH [TPH
3IpaBH MBXE U JKEHH B IIHPOK BB3PACTOB IHAIa30H U MHIEKC Ha TenecHa Maca (UTM).
Muaxnbupanero Ha DPP-4 oT BunmarmunTiH He ce TIOBIIHABA OT I10JIa.

Cmapuecka 6vb3pacm

Ipu 3apaBu 106POBOINHK B cTapyecka Be3pacT (> 70 roauHu), o0mara eKCIo3uims KbM
uitarnunTiH (100 mg BenHbxk AHEBHO) ce noBumasa ¢ 32%, ¢ 18% noBuiaBaHe Ha MUKOBATa
IU1a3MeHa KOHLICHTPAIKs, B CPaBHEHHE ChC 3apaBu Miaau 1ooposoiiu (18-40 rogunu). Cunra ce
obaue, e Te3u MPOMEHH HE ca KIIMHWYHO 3HaunMu. Hxuoupanero #a DPP-4 ot BuyimariunTiH He ce
MIOBJIHSIBA OT BB3PACTTa.

YepHoopobHo vepesrcoane

EdexrsT Ha yBpeaenata uepHoapoOHa GYHKIHA BEPXY (hapMaKOKMHETHKATa Ha BUJAATIIAIITHH, €
NPOYYCH IPH MAIUCHTH C JICKO, YMEPEHO M TeKKO YSPHOIPOOHO YBpEKIaHe, Bb3 OCHOBA Ha CKOpa
Child-Pugh (Bapuparr ot 6 3a jekute, 10 12 3a TEXKKHUTE) B CPaBHEHHE ChC 3/IPABH JIHIIA.
Excrio3umusita Ha BIIIJATJIUITHH CIIeNl €JHOKPATHA /1032 MPH TMAEeHTH C JEKO U YMEPEHO
4epHOPOOHO yBpekaaHe, € HaMmaneHa (cboTBeTHO 20% u 8%), TOKaTO EKCIO3UIMATA HA
BUWJIJATJIMIITHH NP MTALMEHTH C TEXKKO yBpEXKJaHe e mopuiieHa ¢ 22%. MakciuManHaTa MpoMsiHa
(yBennuaBaHe WM HaMaJsBaHE) B EKCIIO3UIMATA HA BUIAArTUNTHH € ~30%, KoeTo ce cunTa, 4e He €
KJIMHUYHO 3HaunMo. Hsima kopenaius Mex 1y TeXecTTa Ha 4epHOAPOOHOTO 3a00J1sIBaHe U ITPOMsIHATA
B CKCIIO3UIIMATA HAa BUJIAATJIUIITHUH.

bvopeuno yepesicoane

[TpoBeneHO € 0TBOPEHO U3MHUTBAHE C MHOTOKPATHO MPHIIOKEHHUE, 32 Ja Ce OlIeHU (papMaKOKWHETHKATa
Ha [M0-HUCKAaTa TepaneBTHYHa f03a BugaraunTud (50 My BeHBX AHEBHO) NPH MAMEHTH C pa3iInyHa
CTETeH Ha XPOHUYHO OBOPEYHO yBpexaaHe, AePUHUPAHO Ype3 KpeaTHHUHOBUS KIUPHHC (J1exo: 50 10
<80 ml/min, ymepeno: 30 no <50 ml/min u texxko: <30 ml/min), cipsimo HOpMaiHU 3/1paBU
KOHTPOJIH.

AUC Ha BUIIAarTUITHH ce MoBuIIaBa cpenHo 1,4; 1,7 1 2 mbTH, ChOTBETHO, TIPH MAIIUEHTHUTE C JIEKO,
YMEPEHO U TEKKO ObOpevHO yBpekIaHe, CripsiMo HopMatHu 3apaBu yyactHunu. AUC Ha
metabomutute LAY 151 n BQS867 ce mosumasa cpexno 1,5; 3 u 7 mbTH, CHOTBETHO, TIPY MAIIHEHTUTE
C JIEKO, YMEPEHO U TEXKKO Ob0peuHo yBpexaHe. ChIlecTBYBaIIUTE OTPAaHUYCHH JAaHHU OT MAIlMEHTH
¢ TepMuHaiiHa OBOpeuHa HepocTarhbuHOCT (ESRD) mokaspar, e eKCro3uiusTa Ha BUIAATIMIITHH €
noo0Ha Ha Ta3W MPU MAIMEeHTH C TeXKo 060peuHo yBpexaane. Konnenrpauusara Ha LAY 151 e
MPHOIM3UTENHO 2-3 MBTH MO-BUCOKA, OTKOJIKOTO IIPH MAIlMEHTH C TEXKO OHOPEedHO YBpEkKIaHE.

BuigarnuntiH ce OTCTpaHsBa B MaJika cTereH upe3 xemoauanusa (3% mnpu 3-4-uacoBa xemoauainza
¢ HayvaJo 4 yaca cliell IPUIOKEHHE Ha J103aTa).

Emnuuecka epyna
C’BH_ICCTBYBaT OrpaHUYCHU JAaHHU, KOUTO NpeaAnojarar, 4€¢ CTHUYCCKUAT IIPOU3XOA HAMA T'OJIIMO
BJIUSAHUC BBPXY (bapMaKOKI/IHeTI/IKaTa Ha BUJIAArJIUIITHH.

5.3 TlpeakIVHUYHYU JAHHU 32 0€30MACHOCT

IIpu xydeTa ce HaOrOMaBa 3a0aBsHE HA IPOBEKIAHETO HA UMITYJICH B CHPIIETO TIPH 11032 0e3
kauander edext ot 15 mg/kg (7-mbTr Ha eKCITO3MIKATA [TPH XOPa, Bb3 0CHOBA Ha Cmax).

Kymynupane Ha neHecTu ajBeojapHU Makpodaru B 6enute ApoOoBe, ce Had0AaBa IpH ITbX0BE U

muiike. Jlo3ata 6e3 kimHudeH edekT mpu mrsxose ¢ 25 mg/kg (5-mbTH Ha eKCIIO3UIHATA IPH XOpa
Bb3 ocHoBa Ha AUC) n 750 mg/kg npu muriku (142-mbTH HaJl €KCIIO3UIIUATA TIPH XOPa).
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CromamrHo-4peBHI CUMIITOMHE, 0COOCHO MEKH M3MPAKHEHHUS, H3NPAXHEHHS ChC CITY3, JUAPHUS, H MIPH
BHCOKH JI03U - KPBB B M3MPAXHCHUATA, ca HAOIIOAaBaHu pu Kydera. HuBo 0e3 KIIMHUYEH e)eKT He ©
JIOCTUTHATO.

BuiigariunTaH He € MyTareTeH B KOHBSHIIMOHATHUTE iN VItro u in Vivo m3nuTBanus 3a
TEHOTOKCHYHOCT.

[IpoyuBane 3a GepTUIUTET U paHHO EMOPUOHAIHO Pa3BUTHE MPH TUTHXOBE, HE ]aBa JaHHU 32
HapyLIeHNs BbB (QEePTUINTETA, PEIPOAYKTUBHOTO NPEACTABSHE WM PAHHOTO EMOPHOHAITHO pa3BUTHE,
B PE3yJITaT Ha JICUCHUETO C BUWIIATTAUNTHH. EMOpHo-(erannaTa TOKCHYHOCT € H3cieIBaHa Mpu
ILTBXOBE U 3ainu. [ToBumieHa yecToTa Ha BRIHOOOpa3HH pedpa ce Habo1aBa MpH IUTEXOBE, BBB
Bpb3Ka ¢ HAMAJICHH MapaMeTPH Ha TEJIECHOTO TETJI0 Ha MalKuTe, P 1032 0e3 KIIMHUYEH eeKT OT
75 mg/kg (10-mbTH Hax excro3uimATa mpu xopa). [Ipu 3aiiim, HaMaaeHo TEIeCHO TEerJIO U MPOMEHH
Ha CKeJIeTa, MOKA3aTeHN 32 3a0aBsiHe B Pa3BUTHETO, Ca OTOEIA3aHN CaMO TPU HATMYHUETO Ha TEKKA
MaldrHa TOKCHYHOCT, ¢ j103a 6e3 kiuHudeH edekt ot 50 mg/Kg (9-mbTH Hall eKCIO3UIUATA TIPH
xopa). [IpoBenieHo € mpoy4BaHe 3a Mpe- U MOCTHATATHOTO PAa3BUTHE MPH IUTbX0BE. [IpoMenu ce
Ha0JII01aBaT caMo BbB BPB3Ka ¢ MaliunHa TOKCHYHOCT mipu > 150 mg/Kg, 1 BKIFOUBAT PEXOTHO
HaMaJsBaHe Ha TEICCHOTO TETJI0 U HamalleHa JIBUraTelIHa aKTHBHOCT BBB F1 mokoneHuero.

JByroauiHo npoyyBaHe 3a KaHIIEPOT'€HHOCT € TPOBECHO MPH TUTBXOBE C IIEPOPATHU J03H JI0
900 mg/kg (mpubusurentHo 200 MbTH EKCIO3UIUATA TIPH XOpa [P MAKCHMAITHO MPENopbhYBaHaTa
no3a). He ce HabmoaBa yBenmyaBaHe Ha 4ecToTaTa Ha TYMOPHTE, KOMTO OMXa MOIJIM 12 ca B
PpE3yIATaT HA BUWIAATJIAIITUH. I[pyI‘O ABYTOAWIIHO IMPOYYBAHE 3a KAHIICPOICHHOCT € NPOBEACHO IIPpHU
MHIIKH, ¢ iepopaitu 1034 10 1000 mg/kg. TToBuiieHara yectoTa aJicHOKapIIMHOM Ha I'bpaTa 1
XEMaHTHOCAPKOM, ce HabJro1aBa mpu 1o03a 6e3 kiuandeH edpekt ot chbotBeTHO 500 mg/kg (59 mbtu
HaJ ekcnosuimsaTa pu xopa) u 100 mg/kg (16 bt Hax ekcnosuimsaTa npu xopa). Cuura ce, 4e
IMoBUIICHATAa 4€CTOTA HA TE3U TYMOPH IIPU MUIIIKH HE IPCACTaBJIsIBA ChIIICCTBCH PUCK 3a X0paTa,
HIOpajM JIUIIcaTa Ha TCHOTOKCHYHOCT Ha BIJIIATIIUIITHH U TJIABHUS My MeTa0OJIHT, MOsIBaTa Ha
TYMOPUTE CaMO IIpU €AWH BUA U BUCOKUTEC CHbOTHOIICHUA HAa CUCTEMHA C€KCIIO3UIMA, IIPHU KOUTO Ca
Ha0IIOaBaHU TYMOPHTE.

[Tpu 13-ceAMUYIHO TOKCHKOIIOTUYHO MPOYYBAHE IPU MaliMyHH MaKaIl[y, KOKHH JIE3UH ca OTOeIIsI3aHN
npu 1034 > 5 mg/kg/nen. Te ce okanu3upaT NpeANMHO Mo KpaitHuimTe (pblie, XOAUIaTa, YIIUTE 1
omnarmkara). [Tpu 5 mg/kg/nen (nmpubnusurenen exksuBaieHT Ha AUC ekcrio3unusTa mpu xopa mnpu
no3a 100 mg), ca mabrogaBanu camo Mexypu. Te ca 0OpaTUMH, HE3aBHCHMO OT TOBA, Y€ JICICHUETO €
IPOIBIDKEHO M HE Ca CBHP3aHH C XMCTONATOJIOTHYHN aHoManny. JIromiema ce Koxa, Oereria ce Koxa,
CTpYIIEH ¥ PaHH HA OMAIIKATa C KOPEIUPAIH XUCTOMATOJIOTMYHH IIPOMEHH Ca HAOJII0IaBaHu [IPH
no3u > 20 mg/kg/nen (npubmusurenno 3 et Hag AUC excriosunmsaTa mpu xopa mpu no3a 100 mg).
HexpoTrynuTe Ie3un Ha omaiikara ce Habmomasar npu > 80 mg/kg/nen. Koxxuure ne3un He ca
obpatiMu npu MaitMyHH, JiekyBanu ¢ 160 mg/kg/nen mo Bpeme Ha 4-CeIMUYHUS BH3CTAHOBUTEIICH
HEPUOI.

6. DAPMALEBTUYHU JAHHU
6.1 Cnucbk HAa NIOMOIIHHUTE BELIeCTBA
be3BonHa nakro3a

MukpokpurcTanHa eiryjio3a

Harpues Huiecten raukonar (tum A)
Marnesues creapar

6.2 HecbBMECTUMOCTH

Henpunoxumo

16



6.3 Cpok Ha rogHocT

3 roguHu

6.4 CnenmuajJHM yCJI0BHUS HA ChbXpaHeHHUe

[a ce cpxpansBa B OpUTHHAIHATA OMAKOBKA, 32 Ja Ce MPea3y OT Biara.

6.5 Buau chIbpiKaHHE HA ONIAKOBKATA

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

Hannden B onakoBkH, chasprxkamy 7, 14, 28, 30, 56, 60, 90, 112, 180 wmu 336 TabieTku U rpymnoBH

OMaKoBKH, chabprkany 336 (3 onmakoBku mo 112) Tabnetku.

He Bcuuky BHOBE OMaKOBKH MOTar Aa ObAaT MyCHATH Ha Masapa.

6.6 CrhenuajaHu NMpeINna3Hu MEPKHU MPH U3XBbPJIsIHE

Hewnsnon3BaHUAT IeKapCTBEH MPOIYKT MM OTHAIBYHUTE MAaTEPHAIN OT HETO TPsiOBa 1a ce U3XBBPIIAT

B CHOTBETCTBHE C MECTHUTE H3UCKBaHMSI.

7. MNPUTEXATEJI HA PASPEIIEHUETO 3A YIIOTPEBA

Novartis Europharm Limited

Vista Building

Elm Park, Merrion Road

Dublin 4

Upnanaus

8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/08/486/001-011

9. JATA HA ITbPBO PA3BPEIIABAHE/ITIOJJHOBSBAHE HA PAPEILIEHUETO 3A
YIHOTPEBA

Jara Ha mepBO pazpemasane: 19 nHoemBpu 2008 r.

[Jara Ha nocneano noxHossiBane: 28 HoemBpu 2013 1.

10. [ATA HA AKTYAJIM3BUPAHE HA TEKCTA

IToapoOHa uHoOpMaIKs 3a TO3M JEKapCTBEH MPOIYKT € MpeIocTaBeHa Ha yeOcaliTa Ha EBporneiickara
areHuus 1o Jekapcraata http://www.ema.europa.eu
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INPUJIOXKEHHUE |1

MNPOU3BOJUTEJL, OTTOBOPEH 3A OCBOBOKJIABAHE
HA ITAPTHU AN

YCJIOBUA NJIN OTPAHUYEHUA 3A TIOCTABKA 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 IPOU3BOJUTENIS, OTTOBOPEH 3a OCBOOOKIABAHE HA NAPTHIUTE

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

[lewaTHaTa TUCTOBKA HA JIEKAPCTBEHHS MPOAYKT TPSIOBA /1a ChABPIKA HIMETO U aJpeca Ha
IIPONU3BOAUTEIIA, OTTOBOPEH 3a OCBO60)K,I[aBaH6TO Ha CbOTBETHATA MnapTuiaa.

b. YCJIOBUS WJIHN OTPAHUYEHUS 3A TOCTABKA U YIIOTPEBA

.HeKapCTBeHI/IHT MNPOAYKT C€ OTITYCKaA I10 JICKAPCKO NPCAIINCAHUC.

B. JAPYI'U YCJIOBHUSI U UBUCKBAHUSA HA PASPEIIEHUETO 3A YIIOTPEBA
. IlepuoguyHu aKTyaJau3npanu aokjaanau 3a oezonacuoct (IIALB)

Usuckanusra 3a nogasane Ha [TAJIb 3a To3u ekapCTBEH MPOIYKT ca MOCOUSHH B CIIUCHKA C
pedepentaute natu Ha EBponetickus cpio3 (EURD cnuchk), npensuaes B wi. 1078, an. 7 ot

Hupextusa 2001/83/EO, 1 BbB BCUUKH CIIE/IBAIH aKTyJIM3aIlH, TTyOJMKYBaHH Ha €BPOICHCKHS
yeOropTai 3a JeKapcTBa.
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.  YCiaoBus Ui OrPAHUYEHUS 3A BE3OITACHA U EOEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHMUS TIPOAYKT

o Ilnan 3a ynpaBienne Ha pucka (ITYP)

[MpuTexkaTenst Ha paspeiieHrero 3a ynorpeba (ITPY) TpsdBa 1a U3BBPINBA H3UCKBAHUTE JCHHOCTH U
JeCTBUS, CBBP3aHU C TIPOCIIesiBaHe Ha JIeKapcTBeHaTa 6€30IacHOCT, MocoueHH B ogoopenus I1YP,
npencraBed B Moxyn 1.8.2 Ha pa3pemieHreTo 3a ynorpeda, KakTo U BbB BCHUKH CIIEBAIIN OT00pEHH
akTyanu3auuu Ha [TYP.

Axryammsupan [IYP TpsiOBa na ce mogasa:

. 1o uckane Ha EBpornelickaTta areHIuys 1o JekapcTBara;

o BHHArW, KOraTo ce U3MEHs CUCTeMaTa 3a yIpaBJeHHe Ha pUCKa, 0COOCHO B pe3yiTaT Ha
MoJTydaBaHe Ha HOBa MH()OpMAITHs, KOATO MOXKE Jla IOBeIe 10 3HAYNMU IPOMEHH B
CHOTHOILICHUETO MOJI3a/PUCK, WK CIIE/I IOCTUTaHE Ha BayKEH eTar (BbB BPb3Ka ¢ IpOCie/sIBaHe
Ha JIeKapCTBeHaTa 0€30MacHOCT WIIM CBEXKAHE HA PUCKA 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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JAHHHU, KOUTO TPABBA JA CbABbP/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)

Bcesika Tabnerka chabpxka 50 My BUIIIATIUIITHH.

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 ynorpeda npouerere IMCTOBKATA.
IIepopanHo npunoxxeHue

6.

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

I[a CC CbXpaHsBa Ha MACTO, HCAOCTHITHO 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 OIIaKOBKa, 3a a CE IPEAIasu OT BJjiara.

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

11. HWME 1M AJJPEC 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 TabneTku
EU/1/08/486/002 14 Tabnetkn
EU/1/08/486/003 28 TabneTku
EU/1/08/486/004 30 TabneTku
EU/1/08/486/005 56 TabneTku
EU/1/08/486/006 60 Tabnerku
EU/1/08/486/007 90 Tabnerku
EU/1/08/486/008 112 taGneTku
EU/1/08/486/009 180 Tabnerku
EU/1/08/486/010 336 TabneTkn

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 HAEHTU®UKATOP — IBYU3MEPEH BAPKO/

JiBym3mepeH 0apKoj ¢ BKIIFOUCH YHUKAJICH UICHTU(GHUKATOP

‘ 18. YHUKAJIEH WAEHTUOUKATOP — JJAHHU 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)

Bcesika Tabnetka chabpxka 50 My BUIIATIUIITHH.

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, HEAOCTBITHO 3a ACHa.

‘ 7. APYI'U CHEHUAJIHU NPEAYHPEXIEHUSA, AKO E HEOBXOIUMO

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

I'omen no:

‘ 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 NPOAYKTHU NN OTHHAABYHU 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. YKA3AHMS 3A YIIOTPEBA

‘ 16. HUH®OPMAIIAA HA BPAJIOBA A3BBYKA

Xiliarx 50 mg

‘ 17. YHUKAJIEH HIEHTH®UKATOP — IBYU3MEPEH BAPKO/|

JByu3mepeH 0apKoJi C BKIIIOUEH YHUKAJICH UIACHTU(DUKATOD

‘ 18. YHUKAJIEH HIEHTUO®UKATOP — JTAHHU 3A YETEHE OT XOPA

PC
SN
NN
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JAHHHU, KOUTO TPABBA JA CbABbP/KA BTOPUYHATA OITAKOBKA

MEXINHHA 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)

Bcesika Tabnetka chabpxka 50 My BUIIATIUIITHH.

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, HEAOCTBITHO 3a ACHa.

‘ 7. APYI'U CHEHUAJIHU NPEAYHPEXIEHUSA, AKO E HEOBXOANMO

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

I'omen no:

‘ 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 NN 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 PASBPEHIEHUETO 3A YIOTPEBA

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

13. TAPTHIAEH HOMEP

ITapT. Neo

| 14. HAYMH HA OTIIYCKAHE

| 15. YKA3AHMS 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 ra6aerkn
sunparnuntiH (Vildagliptin)

IIpoyeTere BHMMATEJIHO UsIJIATA JUCTOBKA, NIPeIM Aa 3all0YHeTe 1a prueMaTte TOBa JIEKApPCTBO,

TBhH KaTo T ChAbPKa BaxHa 3a Bac nndopmanus.

- 3amasere Ta3u JUCTOBKA. MoJKe /1a ce HaJIOXkKHU J1a sl POYETETE OTHOBO.

- AKO UMaTe HSIKaKBU JOIBJIHUTEIHN BBIIPOCH, IoNuTaiTe Bamms nexap, ¢papmaneBT uiu
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 chIuuTe KaTo Bammmure.

- AKO TOITyunTe HAKaKBU HEXXEJIaHU peakiyy, yBeaoMmere Bamms nekap, papmaneBt nnn
MEIUIMHCKA cecTpa. ToBa BKIIFOUBA U BCUYKH Bb3MOXXKHU HEKEJIaHU PEaKIUH, HEOIIUCAHU B
Ta3W JHUCTOBKA. BiokTe 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 H3moJi3Ba

AxTuBHOTO BeulecTBo Ha XiliarX, BUIIArIUITHH, IPHHAUISKH KbM IpyIaTa JIeKapcTBa, HapeueHH
“nepopaiiHu aHTHMA0CTHU MTPOAYKTH .

Xiliarx ce u3nos3Ba 3a ieueHne Ha Bb3pACTHH MalmeHTH ¢ auabet tumn 2. Toii ce n3non3sa, Korato
IabeThT HE MOXKE J1a Ce KOHTPOJIHMPA CAMOCTOSTEIHO C JueTa U pusnuecku ynpaxHenus. Toit
HojimoMara KOHTpoJIa Ha HUBaTa Ha KpbBHaTa 3axap. Bamusr siekap me Bu npeanume Xiliarx
CaMOCTOSITEITHO HJIM 3a€/IHO C HAKOU IPYT'H aHTUINA0CTHH JIEKapCTBa, KOUTO BeUe IpHeMaTe, ako Te
He ca OWiM IocTaThuHO e(peKTUBHH, 32 J1a TIOCTUTHAT KOHTPOJ Ha 1uadera.

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

WHCyauHBT € BelecTBO, KOeTO CIloMara 3a MOHMKaBaHe Ha CTOMHOCTUTE Ha 3axapTa B KPbBTA,
0CO0eHO cliel HaxpaHBaHe. [ JIIOKaroHsT € BELIECTBO, KOETO OTKJIFOYBA MTPOIeca Ha IPOU3BEXKIaHE 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 geicTea KaTo CTUMYJIUpA 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. Beipeku 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 ChbCTaBKU HA TOBA
JekapcTBo (M30poeHn B TouKa 6). AKO MHCIIUTE, Y€ CTe alepruueH(a), KbM BHJIIArTAITHH 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 Moxe Jia oucKa Jia HaMalli J103aTa Ha CyJI()OHUITYPEHHOTO JIEKapCTBO, KOTaTo
ro mpuemare egHoBpeMeHHO ¢ Xiliarx, 3a ma u3berne prucka oT HUCKa KPbBHA 3aXap
[xunornukemusy)).

o aKo MMaTe YMEPEHO TEeXKO MU TeKKO 0BO0pedHo 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 TIPUEMATe TOBA JICKApPCTBO OTHOBO.

JuabeTHUTE KOKHU MTOPAKEHHS Ca YeCcTO yCIOKHEeHUe Ha quadera. [IpenopbuBa ce na ca3pare
CBBETUTE 3a I'PHKA 3a KOXKaTa U KpakaTa, JaJeHu oT Bamus nexap uinu MenunuHacka cecrpa. Coiio
Taka ce mpenopbyuBa Aa oOphinaTe 0coOEHO BHUMaHNE Ha HOBA M0sBa HA MEXYPH WIIM PaHU 110 BpeMe
Ha npuema Ha Xiliarx. Ako ToBa ce ciyuu, 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 HUHTEPBAIIH [PE3 MbpBATa rOMHA U MIEPUOIMIHO CIIE/T TOBA.
ToBa e He0OX0aUMO, 3a J]a MOXKE TIPU3HAINTE HA MMOBUIIEHU Y€PHOAPOOHU €H3UMH J]a OBhIaT OTKPUTH
Bb3MOXHO Hal-CKOpO.

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

Npyru aexapcersa u Xiliarx
TpsiOBa a kaxxere Ha Bammst ekap win gapmareBt, aKo pUeMare, HaCKOpO CTe MPUEMAaTH HIIH €
BB3MOJKHO J1a [IPUEMATE IPYTHU JEKapCTBa.

Bammsr nekap Moxe a pery J1a mpoMeHH jgo3ara Ha Xiliarx, ako npuemare Ipyru JiekapcTsa, KaTo
HampuMep:

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

- KOPTUKOCTEpOHIH (M3M0I3BaHN OOMKHOBEHO 3a JICUCHHE Ha Bb3MaJICHNUE);

- JIEKapCcTBa 33 UIUTOBUAHATA JKJIE€3;

- HSIKOM JIEKApCTBa, MTOBJIMABALIN HEPBHATA CUCTEMA.

BpemeHHOCT M KbpMeHe
AKo cTe OpeMeHHa MM KbPMHUTE, CMSTATe Y€ MOKeE Jla cTe OpeMeHHa MU IJIaHupaTe OpeMEeHHOCT,
HOChBETBalTE ce ¢ Bammst nexap mnn hapmaneBT npeay ynorpedara Ha TOBa JIEKapCTBO.

He tpsi6Ba na npuemare Xiliarx mo Bpeme Ha OpeMEHHOCT.
He e usBectro mamu Xiliarx mpemunasa B kbpmata. He Tps6Ba ma mpuemare Xiliarx, ako kepMuTe Hin
IUIAHUpATEe 1a KbPMHTE.
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Ilodupane u padoTa ¢ MAIIHHH
AKo yyBCTBaTe 3aMasHOCT 10 BpeMe Ha mpuemMa Ha Xiliarx, He modupaiite u He padoTeTe ¢ MaIlTHHU.

Xiliarx cpabp:xa Jakro3a
Xiliarx ceapprka gakros3a (Miredna 3axap). Ako Bammusr tekap Bu e ka3ai, de uMaTe HETOHOCHMOCT
KBbM HSIKOH 3aXapH, CBBPIKETE CE C HETO, MPEIH J1a IPHEMETE TO3U JICKAPCTBEH MPOAYKT.

Xiliarx cpabp:xa HaTpuii
ToBa nexkapcTBO ChabpIKa MO-Manko oT 1 mmol HaTpuii (23 mg) Ha TabieTKa, T.e. MOXKe /1a Ce KaxKe,
Ye NMPaKTUYECKU HE ChAbpIKa HATPUH.

3. Kak na npuemare Xiliarx

Bunaru npuemaiite ToBa JEKapCcTBO TOYHO KakTo Bu e ka3zan Bamust nekap. AKO HE CT€ CUTYpHHU B
Hello, nonuraiTe Bammus nexap unu GpapmanesT.

Kouaxo 1a npuemare u Kora

KonuuectBoTo Xiliarx, koero xopara Tpsi0Ba 1a mpueMat, 3aBHCH OT TIXHOTO ChCTOsTHUE. Bamust
nekap e Bu kaxe TouHo konko Tabmetku Xiliarx ma mpuemare. MakcumaiHata JHEBHA 1034 €
100 mg.

Oo6wuuaitnara 1o3a Ha Xiliarx e enna or ciaeqauTe:
o 50 mg aHeBHO KaTO e/Ha 1034, IpUeTa CyTpuH, ako mpuemare Xiliarx ¢ apyro nekapctso,
Hape4yeHo CyI(POHUITYpes;

o 100 mg nueBHo, mpuetu karo 50 mg cyrpun u 50 mg Beuep, ako npuemate Xiliarx
CaMOCTOSITEITHO, C IPYTO JIEKAPCTBO, HAPEYEHO MET(HOPMHH HIIU TIIUTA30H, B KOMOWHALIHS C

MeT(GOpMUH U Cyn(HOHUITYPEHHO JIEKaPCTBO WK C HHCYJINH,

o 50 mg aHEBHO, IPUETH CYTPHUH, aKO UMAaTe YMEPEHO WM TEXKO ObOPEYHO YBpEKIaHe, UIIH aKO
CTE Ha Jluaau3a.

Kak na npuemare Xiliarx
. [rbTHETE TabIeTKATa [SU1a ¢ MAIIKO KOJIMYECTBO BOJIA.

KoJxo abiro na mpuemate Xiliarx

o [MTpuemaiite Xiliarx Bceku JieH TOJKOBA JBJIT0, KOJIKOTO By e ka3an Bammst nekap. Moxe n1a e
HE0OXO0AMMO J1a TIPHEeMaTe TOBa JIEKAPCTBO 3a ABJIBI IEPHUO/] OT BPEMe.
. BarmusT jiekap peJjoBHO e HaOmoaBa Bameto cherosiHue, 3a a2 TpoBepsiBa Aajlu JICUYCHHETO

MMa JKelTaHus e(eKT.

AKO cTe pHeJH MoBeve 0T HeoOxoxumara no3a Xiliarx

Axo cTe mpuenu npekaieHo MHoro tadietku Xiliarx, win ako HAKoM aApyr npueme Bareto
JeKapcTBO, HH(popMupaiiTe BenHara Bammus jgexap. Moxxe 1a tMa HEOOXOTUMOCT OT MEAUITMHCKH
rpuwxu. Bzemere onakoBkara ¢ Bac, ako e He0OX0aMMO J1a MOCETHUTE JIeKap WIN J1a OTHIETE B
OoIHHUILIA.

Axo cTe npomycHaau 1a npuemere Xiliarx

AKO cTe MpoITycHaIU Jia IPHEMETe 7032 OT TOBA JIEKaPCTBO, B3EMETE MPOITyCHATaTa /103a BeJHara
oM ce cetute. Criesr TOBa MpHEeMeTe ClieBalaTa /103a B 00M4aifHOTO 3a TOBa BpeMe. AKO HaOJmkaBa
BpPEMETO 3a cile/iBaliaTa J03a, He mpueMaiite nporycHarara n103a. He B3emaiite aBoitHa 1034, 3a J1a
KOMIIEHCHpATe IpoIlycHaTaTa TabaeTKa.
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AKo cTe cpesu npuema Ha Xiliarx
He crnimpaiite na mpuemare Xiliarx, rokato BammsT jgekap He BU Kaxe J1a r0 HalpaBUTe. AKO HMaTe
BBIIPOCH OTHOCHO IPOIBDKMTEIHOCTTA Ha IPHEMa Ha TOBA JIEKAPCTBO, roBopeTe ¢ Barvs siekap.

4.

Bb3MOKHH HeKeJTaHU peakuuun

Kakro Bcuuku JICKapCTBA, TOBA JICKApPCTBO MOXKE J1a IPEAN3BHUKA HEXKCIAHNU P€aKIIUK, BBIIPEKHU Y€ HE
BCCKH I' TOJTy4aBa.

Hsikon cHMNTOMH H3HCKBAT He3a0aBHA MeIUIUHCKA TPHIKA:
Tpsi6Ba He3abaBHO na cipere nmpuema Ha Xiliarx u na nocernre Bamms sekap, ako ©MaTe ClIeTHUTE
HEKETIAHU PEaKIIH:

Anrnoenem (psako: moxe aa 3acerse 10 1 Ha 1 000 aymm): CUMITOMHUTE BKIFOYBAT MO TyBaHE
Ha JIMIIETO, €3UKa WK T'bPJIOTO, 3aTPYAHEHO NPErbIiane, 3aTPYAHCHO JUIIaHe, BHE3aHA
NosiBa Ha OOPUB WIJIK KOTIPUBHA TPECKa, KOUTO MOXKE J1a CUTHAITU3UPAT 33 PEaKIsl, U3BECTHA
KaTo ,,aHruoeziem”’;

YepHoapobHo 3abomsiBane (xematur) (¢ Hen3BecTHA 4ecToTa). CHMIITOMUTE BKITIOYBAT
MOXBITSIBAHE HA KOXKATa U OUUTE, TaJIcHE, 3ary0a Ha aleTUT WM ThMHO OIIBETSABaHE HA
ypHHAaTa, KOUTO MOKE JIa CHTHAIM3HUPAT 32 YePHOAPOOHO 3a00JIsIBaHe (XETaTHUT);

Br3nanenue Ha nankpeaca (maHkpeatur) (psiako: Moxe aa 3acerte 10 1 va 1 000 maymn):
CHUMITTOMHTE BKJIIOYBAT CHUJTHA U TIOCTOSIHHA O0JIKa B Kopema (B 00JIacTTa Ha CTOMaxa), KOsTO
MOJKe J]a ce pa3npoCTpaHu KbM I'bp0a, KAaKTO U TaJieHe U MOBpPBIIaHE.

I[pyl"l/l HEKEJTAaHU pCAaKIIUU

Hsikou mareHTH ca MMalti CIICHUTE HEKENIaHu peakiuu ciea npueM Ha Xiliarx:

Mmuoro gectu (Morart ga 3acerHar mosede oT 1 Ha 10 gymn): Bb3MaIeHo I'bPIIo, XpeMa,
MIOBHIIIEHA TEMITEPaTypa.

Yectu (Mmorar ga 3acersar a0 1 Ha 10 qymm): cepOsin 0OpuB, TpenepeHe, riaBodoiue,
3aMasiHOCT, OOJIKH B MYCKYJIUTE, OOJIKH B CTABUTE, 3alCK, [T0yBaHE HA PhIETE, INIC3CHUTE U
xoJunara (0TOK), IPEKOMEPHO MOTEHe, MOBPhIaHe, 00JIKa BEB U OKOJIO CTOMaxa (KopeMHa
Oomka), muapusi, KHCEITMHU, TaJleHe, 3aMbIIIEHO 3pEHHE.

Heuectu (Morar na 3acernar g0 1 Ha 100 qymm): moBumaBaHe Ha TETIOTO, BTpHCaHe, cabocCT,
cexcyasiHa TUC(YHKIIMS, HUCKA KpbBHA 3axap, ra3oBe.

Penku (morar ga 3acernar g0 1 Ha 1 000 qymmm): Bp3maneHne Ha MaHKpeaca.

OTkakTo MNPOAYKTHT € Ha I1a3apa, CC C’LO6H_IaBaT CBhIIO TaKa CICIHUTEC HEKCIAHU PCaKIIMM.

C Heu3BecTHa YecTOTa (OT HATMYHUTE JAHHU HE MOXe J1a Ob/iec HalpaBeHa OICHKA):
JIOKanu3MpaHo OelleHe Ha KoXkarta Wik 00pa3yBaHe Ha MEXYpH, Bh3NaleHHe Ha KPbBOHOCEH ChJl
(BacKynuT), KOETO MOXeE J1a IOBE/IE 0 MOABA HA KO’KEH O0PUB MIIM TOYKOBUIHH, TUIOCKH,
YepBEHM, KPBIJIH MIETHA 101 OBBPXHOCTTA HA KOKaTa MM 00pa3yBaHe HA CHHUHU.

Cho01aBaHe Ha HesKeJIAHH pPeakIuu

AKO MoJTyunTe HAKaKBU HEXEJIaH! JISKApCTBEHU peakiyy, yBegomere Bamus nekap, papmaneBT nim
MEAMIHMHCKA cecTpa. ToBa BKIIFOUYBA BCHYKH Bb3MOXHH HEOMHMCAHU B Ta3M JUCTOBKA HEXKETaHU
peaxuuu. Moxere ChlIO J1a ChOOIUTE HEXKEJIAH! PEaKLUU IUPEKTHO Ype3 Hal[MOHAIHATa CUCTEMA 32
choOIaBane, mocoueHa B [pmioskenue V. Karo cboliaBare HexelaH! peakiviy, MOKETe Jia JaJieTe
CBOS IPUHOC 3a MOJTyyaBaHe Ha NoBeve HH(POpMAaIs OTHOCHO 0€30I1aCHOCTTa Ha TOBA JIEKAPCTBO.
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5. Kak na coxpansiBare Xiliarx

° [la ce chxpaHsiBa Ha MSICTO, HSJIOCTHITHO 32 JICla.

. He usnon3paiite TOBa JICKapCTBO CJIEI CPOKaA Ha TOTHOCT, OTOENA3aH BhpXY OIUCTEpa U
KapTOHeHaTa orakoBka cien ,,EXP*/ . Tomen 10:”. CpOKBT Ha TOAHOCT OTrOBaps Ha MOCIEIHIS
IIEH OT IIOCOYEHHS MECETI.

. Jla ce chxpaHsBa B OpHIMHAIHATA ONTAKOBKA, 3a Jia Ce MPE/Ia3y OT Biara.
o He usnonsBaiite omakosku Xiliarx, xonto ca moBpemeHy WM MMa IpU3HALK Ha OTBapsIHE.
. He u3xBBpIIstiiTe IeKapcTBaTa B KAHAM3AIMATA WM B KOHTEHHEpA 32 JOMAIIHH OTIIa IBIIH.

IlonuraiiTe Bammus (bapMaueBT KakK J1a U3XBBPJIATE JICKAPCTBAaTa, KOUTO BEYC HC MU3IIOJI3BATC.
Tes3n MCPKH II€ CIIOMOIrHaT 3a OIla3BaHEC Ha OKOJIHATa cp€aa.

6. Cbm)pmalme Ha OnMaKOBKaTa M JO0II'bJHUTEC/IHA I/IH(l)OpMaIII/Iﬂ

KakBo cbabpaka Xiliarx

o AKTHBHO BEIIECTBO: BHJIIATIUITHH.
Bcesika Tabnetka chabpxa 50 mg BUIIArIHUIITHH.
o Jpyru cheraBku: 6€3BO/IHA JIAKTO3a, MEKPOKPUCTAIHA [IETYJI032, HATPHEB HUILIECTEH TIIUKOJIAT

(Tumr A) 1 MarHe3ueB cTeapar.

Kaxk m3raexaa Xiliarx u kakBo cbIbpska onaKkoBKarTa
Xiliarx 50 mg TabneTku ca Kpbrid, 6emu 10 61e10 K bITH U iocku Tadnetku ¢ “NVR” ot eqnara
ctpana u “FB” ot mpyrara.

Xiliarx 50 mg tabaeTku ce mpejaraT B OIakoBKH, chabprkantu 7, 14, 28, 30, 56, 60, 90, 112, 180 wiu
336 TabyeTKH U B TPYIIOBH OTIAKOBKH, BKJIFOUBAIIH 3 KYTHH, BCSIKa ChIabpkama 112 Tabierku.

He Bcuuku BUI0BE OMAKOBKHM MOT'aT Jia ObJaT MMyCHATH Ha Ma3apa BbB BaiaTa crpaHa.

IIpuTexaTes HA pa3peLieHUETO 32 yoTpeda
Novartis Europharm Limited

Vista Building

Elm Park, Merrion Road

Dublin 4

Upnanaus

IIpoussoauren

Lek d.d.
Verovskova ulica 57
Ljubljana 1526
CroBeHus

Novartis Farmacéutica S.A.

Gran Via de les Corts Catalanes, 764
08013 Barcelona

HUcmanns

Novartis Pharma GmbH
Roonstrasse 25
D-90429 Nurnberg

I'epmanus
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Novartis Pharmaceutical Manufacturing LLC

Verovskova ulica 57
Ljubljana 1000
CroBenus

3a momreTHATETHA WHPOPMAIIHSI OTHOCHO TOBA JIEKAPCTBO, MOJISA, CBBPIKETE CE C JIOKATHUS
MIPEJICTABUTEI HA MIPUTEKATEIIS Ha Pa3pelIeHHeTo 3a yrnorpeoda:

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

island
Vistor hf.
Simi: +354 535 7000
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Lietuva
SIA Novartis Baltics Lietuvos filialas
Tel: +3705 269 16 50

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

Magyarorszag
Novartis Hungaria 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

Slovenské republika
Novartis Slovakia s.r.o.
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 United Kingdom (Northern Ireland)
SIA Novartis Baltics Novartis Ireland Limited

Tel: +371 67 887 070 Tel: +44 1276 698370

JdaTa Ha moc/eHO mpepasriexaaHe Ha JUCTOBKATA
Apyru u3TouyHuIM HA HHPoOpMaus

IMonpo6Ha nH(MDOpMaIUs 32 TOBa JIEKAPCTBO € MPeIOCTaBeHa Ha yebcaiita Ha EBponeiickaTa areHnus
o siekapcrBara http://www.ema.europa.eu
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