NPUJIOXKEHHUE |

KPATKA XAPAKTEPUCTUKA HA ITPOAYKTA



1. HUME HA JIEKAPCTBEHMA TPOAYKT

Trajenta 5 mg punMupanu TadbaeTku

2. KAUYECTBEH U KOJIMYECTBEH CbCTAB
Bcsika Tabnetka chappika S mg munarmuntad (linagliptin).

3a IIBJIHUSA CHUCHK Ha IIOMOIIHHUTEC BCUICCTBA BHXKTC TOYKaA 6.1.

3. JIEKAPCTBEHA ®OPMA
Ounmupana TadieTka (TadiieTka)

8 mm B muameTsp, KpbIIIa, CBETIIOUEpBeHa priiMupaHa TableTka ¢ BITbOHATO peiedHo o3HaueHHe
,»D5” oT egHarta cTpaHa u Joroto Ha Boehringer Ingelheim ot mpyrara crpana.

4. KJIMHUYHHU JAHHHU
4.1 TepaneBTHYHU MOKA3AHUS

Trajenta e moka3aH NpH BB3PACTHH ChC 3axXapeH OUa0eT TUN 2, KaTo JONBIHEHHWE KbM AMETaTa U

bu3nuecKuTe YIpaXHEHUS 32 NOJOOpsBaHE Ha MIIMKEMUYHHS KOHTPOJ KaTo:

MOHOTepanus

. KOraro ynorpedara Ha MET(OPMUH € HEMOAXO/A11A TOPAJH HETOHOCUMOCT UJIH €
NPOTHBOIIOKAa3aHa Mopaau ObOpPEeYHO YBpEXKIaHE.

KOMOWHHPAHO JieueHHe

. B KOMOWHAIIUS C IPYTH JIGKAPCTBEHH MIPOAYKTH 32 JICUeHUE Ha TUa0eT, BKIFOUNTEITHO HHCYJIIVH,
KOTaTo T€ HE OCUTYPSBAT a/ICKBATeH TITMKEMUYEH KOHTPOI (BK. Toukn 4.4, 4.5u 5.1 3a
HAJIMYHUTE JAHHU OTHOCHO Pa3JIYHUTE KOMOMHALINY).

4.2  Jlo3MpoOBKA M HAYMH HA MPUJIOKEHHE

2!03I/I[ZOBKa

Jlo3ara Ha TMHATJIMOTHH € 5 Mg BeIHBXK JHEBHO. KoraTo IMHArHNTHH ce J00aBs KbM MET(OPMHUH,
J03aTa Ha MeT(OPMHUH He TpsiOBa Jja ce MPOMEHS U JIMHATJIMIITHH TPsOBa J1a ce Mpuiiara ChbIrbTCTBALIO.
KoraTo JinHarmMnTHH ce N3noj3Ba B KOMOWHAINS ChC CYJI(QOHMITYPEHHO POU3BOIHO WIIH C UHCYIIHH,
MO2Ke J1a ce 0OMUCIIN MO-HUCKA /1032 CyI(OHMITYpPEHHO IPOM3BOAHO WM NHCYJIHH, 32 1a C& HaMaJIH
PHCKBT OT XHUITOTITHKEMUs (BK. Touka 4.4).

Cneyuannu nonynayuu
bvbpeuno yspeocoane
[Ipu nauuenTn ¢ 6p0peYHO yBpEXKIaHE HE CE Hajlara aganTUpaHe Ha J03aTa Ha JIMHATIAITHH.

Yeprodpobno yepesicoane

JanauTe 0T (hapMaKOKMHETUYHHU MPOYYBaHUs MIPEAIIOIIArar, 4e He Ce HaJlara aJanTupaHe Ha J03aTa
[IPH MAIMEHTH C YePHOAPOOHO yBpEXkKAaHe, 00aye JIMIICBA KJIMHUYCH OIUT 110 OTHOIIICHHUE Ha TAKUBa
MAIUCHTH.

Cmapuecka ev3pacm
He ce nanara agantupaHe Ha J03aTa Bb3 OCHOBA HA Bb3pacTTa.

THeouampuuna nonynayus
KimHHYHO M3MUTBaHE HE € YCTAHOBHIIO €)UKACHOCTTA TIPH MEJMATPUIHY TTAIMEHTH Ha Bb3pacT 10 110



17 rogunm (Bx. Touka 4.8, 5.1 u 5.2). [lopaau ToBa HE ce PEMOPHUBA JICUCHHUE HA JeTa ¥ FOHOIIH C
JMUHATTUNTYH. JIMHATIIMIITHH HE € TIPOYYBaH MPH MeAUATPUYHH MAIMEHTH Ha Bb3pacT noja 10 ronuHw.

Hauun Ha npunoxenue

TabeTkuTe MOTAT 11a Ce MPUEMaT ChC WIIH 0€3 XpaHa, 0 BCSIKO BpeMe Ha JeHSI. AKO MaIllueHThT
MPOITyCHE e/IHA J103a, TPSAOBa Jia s MpHeMe BeHara oM cu ciioMHH. He TpsiOBa aa ce mpuema qBoiiHa
J103a B CHIINSA JCH.

4.3 IIporuBomOKAa3aHuUs

CBpBXUYBCTBUTEITHOCT KbM aKTHBHOTO BEIIECTBO HIIH KBM HIKOE OT MIOMOIIIHUTE BEIIECTRA,
n30poeHu B Touka 6.1

4.4 ChneuuajHu npegynpe:kaeHus ¥ NpeanasHu MEPKH NpH ynorpeda

OO0mmu
JluHarnunTuH He TpsIOBa Ja ce M3I0JI3Ba IIPH MAIUCHTH ChC 3axapeH nuadeT TN | Wiy 3a JIeYCHHUEe Ha
nradeTHA KEToaua03a.

XHUIIOTJIMKEMHUS

[Tpu TMHATTMIITHH KaTO MOHOTEpanusl ¢ HaOJII0aBaHa YeCTOTa Ha XUIIOTIIMKEMUsI, CPABHUMA C Ta3H
TIpH T1a1eoo.

[Tpu KIMHUYHY U3MUTBAHKS HA JIMHATJIMITHH KaTO YacT OT KOMOMHHMpaHa Tepamnus C JISKapCTBEHU
MPOAYKTH, 32 KOUTO € U3BECTHO, Y€ HE MPUUYMHSIBAT XUIIOTJIUKEeMUs (METHOPMUH), ChOOIIIEHATA
YECTOTA Ha XHUITOTIUKEMUS MPH JISUCHNE C IMHATIHUIITAH € CXOHA C Ta3W MpPHY MAIUeHTH, TPHeMalTi
miane6o.

Korato nuHarmunTiH ce 7006aBU KbM CYIPOHUITYpEHHO MPOU3BOJHO (Ha oHA HA ITPHEM Ha
MeT(hOPMHUH), 4ECTOTATA HA XUITOTJIMKEMHUsI CE MTOBHUINIABa HaJ[ Ta3H MpH rianebo (Bx. Touka 4.8).

H3BecTHO c, e Cyﬂ(i)OHI/IHypeI\/'IHI/ITe IMPOU3BOJHHU U UHCYJIUHDBT MPEAN3IBUKBAT XUITOTJTIUKCMMUS.
[Topaau TOBa ce MpenopbyBa MOBUILICHO BHUMAHKE NIPH YIOTpeOa Ha TMHATITHITHH B KOMOHHALISI
ChC CYI(OHIITYPEHHO TPOU3BOAHO H/UITH HHCYJIMH. MOKe 1a ce 0OMUCITH HaMalsBaHe Ha 7i03aTa Ha
CynOHMITYPEHHOTO MPOM3BOIHO WM MHCYJIHHA (BXK. Touka 4.2).

OcCThbp IaHKPEATUT

Ynorpebara nHa uaxubutopu Ha DPP-4 ce cBBp3Ba ¢ pUCK OT pa3BUTHE HAa OCThP MaHKpeaTuT. [Ipn
MAIUCHTH, TIPUEMAIIlY JIMHATJIUITHH, ¢ Ha0JI0/JaBaH OCThp HMaHKpeaTuT. B eHO npoy4BaHe 3a
0€30IMacHOCT 110 OTHOIIEHHE Ha ChpAeYHOCHI0BaTa cucTeMa u 6b0perte (CARMELINA), ¢
MejiaHa Ha Mepuojia Ha HaOmtoieHne 2,2 TOIMHY, MOTBBPACH OCThD MAaHKPEATUT € ChOOIICH IpU

0,3 % ot nanueHTuTe, JekyBaHu ¢ auHariuntud u npu 0,1 % oT nanueHTuTe, JeKyBaHu C miaiedo.
[TanuenTure Tpsa6Ba na ObaaT HHOOPMHUPAHU 32 XaPAKTEPHUTE CUMIITOMU Ha OCTHP MaHKpeaTut. [lpu
ChMHEHHE 32 TTAaHKPEaTuT, TpueMbT Ha Trajenta TpsaOBa na Ob/ie IpeyCTaHOBEH. AKO CE IOTBBPAH
HAJIMYUETO Ha OCTHP MaHKPEaTHuT, MpueMbT Ha Trajenta He TpsiOBa 1a ce moaHoBsiBa. HeoOxoaumo €
MOBUIIIEHO BHUMAaHUE MPH MAIUEHTH C aHAMHE32a 33 MTaHKPEaTHUT.

Bynozen nemduronsa

[Ipu manmenTH, IpUeMaIly JHHAIAIITHH, € Ha0Jr01aBaH 0ys103eH nemdurona. B npoyusaHeTo
CARMELINA 6ynozen nemdurouns e cpoduer npu 0,2 % OT manueHTHTe Ha JeYeHue ¢
JUHATIUITAH U IPU HATO €JIMH OT MaIMeHTHTe Ha tane6o. [Ipu chMHeHue 3a Oylio3eH neMpuron
npuemMbT Ha Trajenta TpsiOBa na Ob/ie TPEYCTAHOBEH.

4.5 BzaumopaeiicTBHE ¢ APYTU JeKAPCTBEHH NMPOAYKTH U APYru opMHU HA B3auMoJelicTBUE

In vitro onreHKa Ha B3aMMOIEICTBUS
JlunarnmuntuH € c1ad KOHKYPEHT U ci1ab 10 yMepeH, 0a3upaH Ha MeXaHU3Ma Ha JICHCTBHE, HHXUOUTOP
Ha n3oen3uma Ha CYP, CYP3 A4, Ho He unxubupa npyru uzoensumu Ha CYP. Jlunarnuntul He e




WHIYKTOp Ha m3oeH3umute Ha CYP.

JluaarmuntuH e cydcrpar Ha P-rimkomnporenna n mEXuOUpa cnabo P-rimkonpoTenH-MequupaHus
TPAHCIOPT Ha AUTOKCHH. B3 OCHOBA Ha TE3M Pe3yiITaTH H iN VIVO MPOyYBaHUATA 32 B3aUMOICHCTBHS,
HE CE CUMTA 3a BEPOSATHO JIMHATIIMIITHH J]a MPEU3BUKA B3aUMOJICHCTBHYSI ¢ APYrU cyOocTpatu Ha P-gp.

In vivo ouieHKa Ha B3aUMOAECHCTBUS

Edexmu na opyeu nexkapcmeenu npooyKmu 6bpxy JUHASTUNIMUH

ITocoueHuTe 1mMo-10J1y KIMHAYHY JAHHH [IOKa3BaT, Y€ PUCKBT OT Bh3HUKBAHE HA KIMHUYHO 3HAYMMH
B3aMMOJIECHCTBHSA C €JHOBPEMEHHO TIPHJIaraHy JICKAPCTBEHH MPOILYKTH € HUCHK.

Pugamnuyun: MHOTOKpaTHOTO €THOBPEMEHHO MPHIOKEHNE HA 5 ME TMHATTUNTHH ¢ pUPaMITULUH,
MoIIeH HHIyKTop Ha P-rmukonporenna u CYP3 A4, Bonu 10 HamaneHwe choTBETHO ¢ 39,6 % u

43,8 % na AUC u Cpax Ha TUHATJIMOTHH B CTAIIMOHAPHO CHCTOSIHKE M HamaJieHue ¢ okono 30 % Ha
nHxubupaneto Ha DPP-4 B kpast Ha 1030Bus nHTepBai. Clie10BaTeIHO MbJIHA €(PUKACHOCT Ha
JUHATIUITAH B KOMOWHAIUS ChC CHJIHU HHAYKTOPH Ha P-gp Moske /1a He Objie TOCTHrHATa, 0COOCHO
MIPY ABJITOCPOYHOTO UM MPHUIIOKEHUE. EMHOBPEMEHHOTO MPUIIOKEHHE C JPYTH MOIIHU WHAYKTOPH Ha
P-rmuxomnporenna u CYP3A4, kato kapbamasenuH, peHodapOuTan u GEeHUTONH, HE € MPOYIBAHO.

Pumonasup: eTHOBpEMEHHOTO NPUIIOKECHUE HA €IMHUYHA IIepopaiHa 032 5 mg JMHATJIUITUH U
MHOTOKpaTHH niepopaitu 1o3u 200 mg puToHaBHpP, MOLIEH HHXHOUTOP Ha P-TukonpoTenHa u
CYP3A4, noeumaBa AUC 1 Crax Ha IMHATJIUNITAH CHOTBETHO MPUOIU3UTENHO 2 IBTU U 3 IBTH.
KoHueHTpanuuTe Ha HECBBP3aHOTO BEILIECTBO, KOUTO OOMKHOBEHO ca Mo-Maiku ot 1 % npu
TepaneBTHYHATA JI03a JIMHATJIMIITHH, CE TOBUIIABAT 4-5 MBTH Clie/] SAHOBPEMEHHO MPUIIOKEHHUE C
putoHaBup. CuMyaluy Ha IUIa3MEHUTE KOHIIEHTPALMK Ha JUHATJIMIITUH B CTAllMOHAPHO ChCTOSHHE,
CbC U 0€3 pUTOHABHP, [TOKA3BAT, Y€ MOBUILIABAHETO HA EKCIIO3ULIMATA HsIMa Aa ObJe CBBP3aHO C
MOBHIIEHO KyMynupaHe. Te3u MpoMeHr BbB (DapMaKOKHMHETHKATa Ha JIMHATIUITHH HE CE CUUTAT 3a
KJIMHUYHO 3HauYuMH. ClieZIoBaTENIHO HE Ce 0YaKBaT KIIMHUYHO 3HAUMMHU B3aUMOJICHCTBUS C APYTHU
nHxubutopu Ha P-rmukonporenna/CYP3A4.

Memdghopmun: eTHOBPEMEHHOTO MPUIIOKEHNE HA MHOTOKpaTHH 1034 850 mg MeTQOpMUH TPU TBTH
JTHEBHO ¢ 10 mg TUHATIIMITHH BeIHBXK JHEBHO HE BOJM 0 KIMHUYHO 3HAYMMHU IPOMEHHU BHB
(apMaKOKMHETHKATa HA JIMHATIAIITHH TPH 3IpaBH JOOPOBOJILIH.

Cyngpornunypetinu npouze00nu: HapMaKOKMHETHKATA B CTAIlHOHAPHO CHCTOSIHUE HA 5 M(
JUHATIUITAH HE ¢ IPOMEHS OT ChITBTCTBAIIO MPUIIOKESHUE HA eTMHIYHA 7032 1,75 mg
rimOeHKIaMu; (TIIM0ypun).

Egexmu na nunaznunmun 6bpxy opyeu 1eKapcmeenu npooyKmu

B kmMHUYHM NpOyYBaHUs, ONIMCAHU TO-J10JTy, IMHATJIMITAH HE 0Ka3Ba KIMHUYHO 3HAYNM €(eKT
BBPXY (apMaKOKHHETHKATa Ha MET(HOPMHH, MINOYPU, CUMBACTATHH, Bap(apHH, TUTOKCHH U
HepOpaTHU KOHTPAICTITHBH, KaTo iN ViVO MoKa3Ba JaHHM 32 HUCKA CKIIOHHOCT KbM MPEIM3BUKBAaHE HA
JIEKapCTBEHHU B3aUMOAEHCTBUs cbe cyocTpatu Ha CYP3A4, CYP2C9, CYP2CS, P-rnukomnporenHa u
TpaHCIIOpTEpa Ha OpraHMYHU KatuoHu (organic cationic transporter OCT).

Memgopmun: eTHOBPEMEHHOTO NPUIIOKEHUE HA MHOTOKPAaTHH JHEBHU /1031 10 mg JIMHATIUITHH
3aeqHo ¢ 850 mg merdopmuH, cyderpar Ha OCT, He moBNUABA 3HAYMMO (PapMaKOKMHETHUKATa Ha
MeThOpMUH MpH 3apaBu 1oOpoBoy. CaeoBaTeTHO JIMHATIUITHH HE € HHXHOUTOP Ha
OCT-menuupanus TPaHCIOPT.

Cyaghonunypeiinu npou3800HU: €THOBPEMEHHOTO IPHIIOKEHUE HA MHOTOKPATHHU TIEPOPATHU JO3HU

5 mg nuHArmMNTHH U eqUHUYHA ITepopaiHa mo3a 1,75 mg rmuberknamua (TmulOypua) BOIU 10
KIMHNYHO He3HaynMo HamaseHue ¢ 14 % Ha AUC u Cmax Ha mimOeHKiaMul. Thil KaTo rIIOEHKIaMu/T
ce merabonu3upa riuasHo upe3 CYP2CY, Te3u qaHHHM MOJKPENAT ChINO 3aKITFOYCHUETO, Ye
nHArTUNTHH He ¢ naxuoutop Ha CYP2C9. He 6u TpsOBasio Ja ce o4akBaT KIMHUYHO 3HAYUMH
JICKAPCTBEHU B3aMMOJICHCTBHS C APYTH CYJIGDOHUIYPEHHN TPOU3BOAHHU (HAIp. TIIUITH3UI, TOJIOYTaMuU/I
Y TTIUMETIHPUT), KOUTO, TT0JJOOHO Ha TTHOSHKIIAaMUJI, Ce euMHuHUpar riaBHo upe3 CYP2C9.



Juzokcun: eTHOBPEMEHHOTO PHIIOKEHNE Ha MHOTOKPATHH JHEBHU JO3H 5 Mg JIMHATIHIITHH C
MHOTOKpaTHH 103¢ 0,25 mg IUTOKCHH He MOBIIHABA (apMAKOKHHETHKATA Ha JUTOKCUH TIPU 31PABH
no6pososu. CrenoBaTesHO TUHATIUIITHH He € HHXUOUTOP Ha P-riuukonporenH-Meuupanust
TpPaHCIOPT iN ViVo.

Bapgapun: MHOTOKpaTHU THEBHM 03U 5 Mg IMHATIUITHH HE BOAAT 0 IIPOMSIHA Ha
dapmakokuneTnkata Ha S(-) wiu R(+) Bapdapun, cyocrpat Ha CYP2C9, npunokeH KaTo eqMHAYHA
J03a.

Cumeacmamuyn: MHOTOKPATHYU JTHCBHHU JI0O3M JIMHATJIUIITHH UMAT MHHUMAJICH e()EKT BBPXY
(hapMaKOKHHETHKATA B CTAIMOHAPHO ChCTOSIHUE HAa CHMBACTaTHH, YyBCTBUTEJICH CyOCTpaT Ha
CYP3A4, npu 3apaBu mobposoiity. Ciaen ChITbTCTBAIIO MPIIIOKEHUE Ha €THA CBPHhXTECPalleBTHIHA
nmo3a 10 mg nuMHArIMOTHH ¢ JHEBHA 7032 40 mg CMMBACTaTUH B MPOIBJDKCHHE Ha 6 JIHU, IIa3MeHATa
AUC Ha cumBacTtatuH ce yBenudana ¢ 34 %, a turazmenara Cmax — ¢ 10 %.

Iepopannu koumpayenmueu: eTHOBPEMEHHOTO IPHIIOKEHHE C 5 Mg JIMHATJIMITHH HE BOIH [0
npoMsiHa Ha (hapMaKOKMHETHKATa B CTAIIHIOHAPHO CHCTOSHUE Ha JIEBOHOPrecTpes WK
eTHUHUIIECTPAANOI.

4.6 @epTHANTET, OPEMEHHOCT H KbpMeHe

BpemenHoct

Ynorpebara Ha TMHATTHUIITAH P OpEMEHHH JKEHH He € poyuBaHa. [Ipoy4yBaHusTa IpH KUBOTHU HE
MOKAa3BaT NPEKH WM HENPEKU BPEAHU e(DEKTH, CBBP3aHH C PENPOILYyKTHBHA TOKCHYHOCT

(Bx. Touka 5.3). Kato mpenna3na mMspka € 3a IpeArnoYnTane 1a ce n30area ymorpedara Ha
JMHATIAOTHH 110 BpeMe Ha OpeMEeHHOCT.

Kospmene
Hannuaute papMakoKuHETHYHH JaHHH MIPH KUBOTHH TTOKA3BaT KCKPEIUs Ha

JIMHATTTUIITHH/CHOTBETHUTE METAOOIUTH B MIIIKOTO. He MOsKe [1a ce M3KITIOUH PHCK 32 KbpPMayeTo.
TpsiOBa 1a ce B3eMe pelieHue Jaiu Ja ce PeyCTaHOBH KbPMEHETO WIIM JIa Ce IPEyCTAaHOBH//1a HE ce
MIPUJIOKHU TepanuaTa ¢ IMHATIUITHH, KATO CE B3€MAT MPEJIBU/I M0JI3aTa OT KbPMEHETO 32 JIETETO U
MoJ3aTa OT TepanusaTa 3a )KeHaTa.

DepTUuTer
He ca mpoBexxqanu mpoydBaHus C TUHATIHMIITHH 32 €eKTa BEPXY (PepTHIINTETA IIPH XOpa.

[IpoyuBaHusTa IPH )KUBOTHH HE TIOKA3BAT MPEKH WM HETIPEKU BPeIHH €PEKTH, CBbP3aHH C
deprunutera (BK. Touka 5.3).

4.7 EdexTn BbpXy cniocodHOCTTA 32 oupaHe U padoTa ¢ MAIINHA

JIMHArUNTHH HE TOBIXSABA WM MOBJIHsIBAa MPEeHEOPEeXUMO crtocoOHOCTTa 3a modupane u pabdora ¢
MallMHYU. Bbpnpeku ToBa nauneHTuTe TpsOBa 1a ObIaT NpeaynpekIaBaHy 3a PUCKa OT XHUITOTIINKEMHUS,
0c00€HO KOraTo JIMHATIIMITHH ce TIpUeMa B KOMOMHAIHSI ChC CYIPOHMITYPEHHO MTPOU3BOHO W/HITH
WUHCYJIUH.

4.8 Hexenanu JeKapcTBeHH peaKun

Pestome Ha mpodhmina Ha 6e30MacHOCT

B cOopen ananm3 Ha mianed0-KOHTPOJIMPAHHUTE N3ITUTBAHMUS 00IaTa YeCTOTa Ha HeKEJTaH!H ChOUTHUS
[IpY TIAIMEHTHTE, JIEKYBAHHU C TIale0o0, € CXOAHa ¢ Tas3u MpH JuHAraunTuH 5 mg (63,4 % crnpsmo
59,1 %).

CrnyJanTe Ha MpeKpaTsIBAHE HA TeparusaTa Mopajanu HeXeIaHW ChOUTHS ca OBEYe MPH MAI[HCHTHUTE,
npueMalti mianebo, B CpaBHEHHE ¢ pueManute JuHarmunTud 5 mg (4,3 % copsmo 3,4 %).

Haii-gecTo cho0I1aBaHaTa HexellaHa peakius € ,,XUIOTITHKeMUs “, HaOJIr01aBaHa CIIe/ MPIJIOKEHUES
Ha TpOiHaTa KOMOWHAIIVSI JJMHATIUIITHH TUTIOC MeT(POPMHUH TUTIOC CyNT(OHIITYpEHO IPONU3BOIHO —



14,8 % cnpsmo 7,6 % nipu miane6o.

B mnanie60-KoHTpoIMpaHuTe MPpOyYBaHus, Ciie]] MPIIOKEeHNE Ha InHArmunTHH npH 4,9 % ot
MalMEeHTHUTE € YyCTAaHOBEHA , XUTIOTTTUKEMHS * KaTo Hexenana peakuust. 4,0 % oT HexxeTaHnuTe peakuuu
ca onpenenenu karo neku, 0,9 % - kato ymepenu, a 0,1 % - KaTo TEKKH B 3aBUCHIMOCT OT
uHTeH3uTeTa. [Ipn manuenTuTe, paHIOMHU3NPAHH /1a TIOY9aBaT JeYeHHEe C TMHATIIUITHH, TI0-9eCTO Ce
cboOmIaBa 3a mankpeatut (7 ciryyas npu 6 580 nanueHTy, nomyyaBaay JUHATITUITAH, CIPSMO

2 ciryyas ipu 4 383 nmanmeHTH, MoTyYaBaiv 1mianeto).

Tabnu4eH COMCHK HA HOXKEIIAHUTE PEaKIIUU

[Mopaau BIUSHUETO HA OCHOBHATA TEPAIUs BhPXY HEXKCIAHUTE PEAKIUU (HAIP. BbPXY CIIyYauTe Ha
XUTOTIINKEMUS ), HeXKEIIAHNUTE PEaKIINH Ca aHATN3UPAaHN Bh3 OCHOBA Ha CHOTBETHHUTE TePANIEBTHIHN
cxemu (MOHOTEpanusi, J0MbJIHEHUE KbM MET(HOPMUH, AOMBIHEHUE KbM MET(HOPMHUH ILITHOC
cynhoHIWITYpEIHO IPOU3BOIHO, U JIOITBITHEHHE KbM UHCYJIHH).

[Tnane0o-KOHTPONIUPAHUTE NPOYUBAHMUS BKJIIOYBAT IPOYUBAHUS, IPU KOUTO JIMHATIMIITHH € IPHIaral
KaTo:

- MOHOTEpAIHs ¢ KpaTka MPOABIDKUTEITHOCT 10 4 CEMUIH

- MOHOTEPAIHUs C MPOIBIIKUTEITHOCT > 12 ceaMuIiu

- JOIIBIIHEHNE KbM MET(HOPMUH

- JOIBJIHEHHE KbM METHOPMHUH + CYI(HOHMITYPEHHO TPOM3BOIHO
- JOIIbIIHEHNE KbM MeT(HOPMUH U eMnarin(iIo3uH

- JOITBIIHEHNE KbM UHCYIIMH ChC WK 6e3 MeThopMuH

Hexenanute peakuuy, ki1acu(pUIMPaHU IO CUCTEMO-OPraHeH KJIac U MpeaNoYUTaHd TEPMHUHU 110
MedDRA, cbo011eHN P MAIMEHTH, TIOIy4aBaid 5 MQ TUHATIUITAH B JBOWHOCIICIH [TPOYYBAHUS
KaTo MOHOTEpAMMsI WK AOITBIHNATENHA TPy, ca MPEJACTaBeHH B Ta0IUIATa TT0-J0TY

(Bk. Tabmura 1).

Hesxenanute peakiuu ca mocoueHu mo adbcomoTHa yectoTa. Cropes uecTorara Te ce OnpeeNnsT KaTo
muOTro vectu (> 1/10), yectu (> 1/100 mo < 1/10), veuectr (> 1/1 000 mo < 1/100), peaxu (> 1/10 000
10 < 1/1 000), muoro peaxu (< 1/10 000) wim ¢ Hen3BeCTHA YeCTOTA (OT HATMYHUTE JTAHHU HE MOXKE
Jia ObJIc HAIPaBeHa OIEHKA).



Tabmmma 1 Hexenmanu peaknuy, ChOOIICHH MPU TAITUEHTH, ITOTy9IaBaId JIMHATIAIITAH 5 Mg THEBHO
KaTo MOHOTEpAIHs WIH JOITBIHUTETHA TepaIis B KITHHUIHO U3UTBAHE U OT
MMOCTMAPKETUHTOBUS OITUT

CucreMo-opraHeH Kjiac

YecToTa HA HE)KEJIAHATA PeaKIUsI
Hexenana peakuust
Nudpexkuun u nndecranuu
Hazodapusarut HEYECTH
Hapyumienusi Ha MMYHHATa cCHCTeMa
CBpBX4YYBCTBUTEITHOCT
(Hamp. OpoHXHMATHA XUIIEPPEAKTUBHOCT) Hetectn
Hapymiennsi Ha MeTa00JIM3Ma W XPaHEHETO
Xunornukemus* MHOT'O YECTH
PecnupaTopuu, rpbIHN U MeAUACTUHAIHI
HApYUIIEeHHUs
Kanummna HEYEeCTH
CToMalIHO-YPEeBHU HAPYIIEHHSI
[TanKpeaTut penku”
3amnek? HEYEeCTH
Hapymienns Ha K0KaTa M MOJAKO0KHATA ThKaH
Aurnoenem* peaKu
Yprukapus* peaKu
O6pus* HEYeCTH
Bynosen neMpurons penku”
HN3caenBanus
IToBuiieHu HUBa Ha amMuUia3a HEUYECTHU
[loBumenn HrBa Ha Jmmnaza** YECTH

* basupaHo Ha MOCTMApKETUHTOBHSI OIUT

** BasupaHo Ha MOBHIICHH HUBA Ha nunasara > 3 X ULN (ropna rpanuna Ha HopMmara), HaGJIF01aBaHi IPH
KIMHUYHY U3IUTBAHUS

Bbasupano Ha Ilpoyusane 3a be3onacHocm Ha TUHALTUNIMUK NO OMHOWEHUE HA CbPOEUHOCHO08AMA CUCEMA
u 6wopeyume (CARMELINA), BuxTe 110-1051y

Hesxenana peakuus, HabIro1aBana Mpu KOMOWHANNS ¢ MET(GOPMHUH IUTIOC CyJI(OHIITY pEeHHO IPOU3BOTHO
Hesxenana peaxumsi, HabIro1aBaHa MpH KOMOWHAINS ¢ UHCYJIMH

#

IIpoyuBaHe 3a 6€30MACHOCT HA JIMHATIIMITHH 10 OTHOIICHHE Ha ChP/IEYHOCHIOBATA CUCTEMA U
osopermTe (CARMELINA)

B npoyusaneto CARMELINA e orileHeHa 6e30macHOCTTa Ha JTMHATIIMIITHH MO0 OTHOLICHUE Ha
CBhPJIEYHOCHI0BATA CUCTeMa M OBOpEITe B CpaBHEHHE C TUIane0o MPH MAIeHTH ChC 3aXapeH MuadeT
tun 2 u noButieH CC puck, T0Ka3aH Ype3 aHaMHe3a 32 YCTAHOBEHO MaKPOCHI0BO WK OBOpEedHO
3abosstBane (Bxk. Touka 5.1). B mpoyuBanero ca BrmoueHu 3 494 manueHTH, JeKyBaHu C THHATIATITHH
(5 mg) u 3 485 manmenTw, TeKyBaHu ¢ manebo. 1 aBere nedeHuns ca 100aBEHN KbM CTAaHIAPTHO
JIeYCHUE, LeNAIIO OCTUTaHe Ha pernoHanHuTe ctanaapt 3a HA . u CC puckoBu dakropu. Obmara
YeCcTOTa Ha HeXKENIaH! ChOUTHS M CEPUO3HH HEXKEJIaHU ChOUTHS TP MAIUCHTUTE, TTOJTyYaBaId
JVHATIUITHH, € CXOJ[HA C Ta3H MPH MallMeHTHTE, ToTy4YaBaiy rianedo. JlanauTte 3a 6€30MacHoCT OT
TOBa MPOYYBaHE ca B ChOTBETCTBUE C U3BECTHUS OTIpenr Npoduit Ha 6e30MaCHOCT Ha JTMHATIIUIITHH.

IIpu nekyBaHaTa MMOIMYJIAIMS TEKKH XUITOTTHKEMIYHY ChONTHs (Hajaramy jJeKkapcka Hameca) ca
HaoOmonaBanu npu 3,0 % oT manMeHTUTE Ha JiedeHue ¢ TMHArTunTHH U npu 3,1 % ot nmanuenTure Ha
nedeHue ¢ miamne6o. Cpen nanueHTuTe, KOUTO Ca U3MONI3BAIU CYI(OHUIYPEHHO MPOU3BOTHO HA
M3XO0JIHO HUBO, YeCTOTATa Ha CAy4YauTe Ha TexKa xumoriukemus ¢ 2,0 % npu nmanmeHTuTe, JIeKyBaH!
¢ siuHarnunTyH U 1,7% npu nmanueHTHTe, JIEKyBaHu ¢ miane6o. Cpen naiueHTuTe, KOUTO ca
W3IIOJI3BAIIM MHCYJIMH Ha M3XOHOTO HUBO, Y€CTOTATa Ha CIIy4anuTe Ha TeXKa xunoriukemus e 4,4 %
MIPH MAIUSHTUTE, JISKYBaHU ¢ JIMHATIUNTHH U 4,9 % rpu nanueHTure, IeKyBaHH ¢ Tuaneoo.

[Ipe3 uenus neproa Ha HAOIIOACHUE MOTBBPACH OCTHP MAaHKpeaTHT € chobmeH mpu 0,3 % ot
NalKueHTHTE, JeKyBaHH ¢ JTuHarmunTuH U pu 0,1 % oT manuenTure, TeKyBaHu ¢ Tuiane0o.



B mpoyuBaneto CARMELINA 6yno3en nempurounn e cpobmex npu 0,2 % oT marueHTure, JIeKyBaHH!
C IMHATJINOTHH ¥ TIPYA HATO €IMH OT MalHeHTHUTE, JIEKYBaHH C T1areoo.

IlenmarpudHa NoMmyIaIms

Karo 151510, B KITHHIYHY U3MUTBAHUS IPY TIEANATPUYHH MMAMEHTH ChC 3aXapeH AuadeT Tull 2 Ha
BB3pacT 10 10 17 rogunu, npoduabT Ha 0€30NMACHOCT Ha JIMHATIIMIITHH € TI0JJ00OCH Ha HaOI0JaBaHUS
B TIOITYJIALIMATA OT BH3PACTHH MAI[UEHTH.

Cpo011aBale Ha HOJAO3UPAHU HEXKEIAHU PEAKIIMHI

Cro0IIaBaHeTo Ha MOIO3UPAHU HEIKEIIAHU PEAKIIUU CIIe]] pa3peliaBaHe 3a yrnorpeda Ha JIeKapCTBEHUS
MPOAYKT € BaKHO. TOBa IMO3BOIISBA Ja MPOIBIDKH HAOMIOIEHINETO Ha CHhOTHOIIIEHUETO MOJI3a/PUCK 32
JIEKapCTBEHUS NPOAYKT. OT MEIUIIMHCKUTE CIICITUAIMCTH CE U3UCKBA Ja ChOOIIAaBaT BCSIKA
MOJI03UPaHa HEXKEIaHa PEeaKIus Ype3 HAIMOHAIHA CUCTEMa 33 ChOOIIaBaHe, MOCOYCHA B

IIpunoxenne V.

4.9 TIlpemo3upane

CumnromMu

IIpu KOHTpoONHMpaHH KIMHUYHU U3MUTBAHUSA ChC 3/IpaBH YUaCTHHUIM €THOKpaTHH 103H 10 600 mg
JVHATTUNTHH (€KBUBAJICHTHU Ha 120 IbTH MpenopbuUTeIHAaTa J103a) OOMKHOBEHO ce TIOHACAT 100pe.
Hsma onut ¢ no3u Hag 600 mg npu xopa.

Jleuenue

B cnyuait Ha mpeqo3upaHe € MoIXOSAIN0 MPUIIATAaHeTO Ha OONYalHUTE TTOAIbPKAIIN MEPKH,
HanpuMep OTCTpaHsIBaHE HAa HeaOCOpOMpaHHs MaTepHUal OT CTOMAIITHO-YPEBHUS TPAKT, IPOBEKIAHE
Ha KIIMHUYHO MOHUTOPHUPAHE H, IIPHU HY XA, IpeAlprUeMaHe Ha KIMHUYHU MEPKHU.

5. ®APMAKOJIOTUYHU CBOMCTBA
51 ®apmakoguHAMUYHH CBOIiCTBA

dapmakoTepaneBTHUHA Tpyma: JlekapcTBa 3a JieueHUe Ha qua0eT, MHXUOUTOPHU Ha JMITCTITH I
nenrunasza 4 (DPP-4), ATC xox: A10BHO5

MexaHu3bM Ha IeWCTBUE

Jlunarnuntus € nHXxuOuTOp Ha en3uma DPP-4 (munentunmn nentunasa 4, EC 3.4.14.5), koiito
y4acTBa B MHAKTUBUPAHETO HAa MHKpeTuHOBUTE X0pMOHU GLP-1 u GIP (riroxaron-nogobex
nenTu-1, TII0K0303aBUCUM MHCYJIMHOTPOIIEH MOMHUNENTHA). Te3u XOpMOHU OBp30 ce pasrpaxaar oT
ensuma DPP-4. JIBata HHKpETHHOBH XOPMOHA Y4acTBAT BbB (DU3MOIOTHYHOTO PEryJInpaHe Ha
TJIIOKO3HATa XoMeocTasa. IHKpeTHHHUTE ce CEKpEeTHPaT B HUCKM Oa3aJlHM HUBA Mpe3 LENUs JAEH, KaTo
TEe3W HMBA CE NMOBUIIaBaT He3a0aBHO ciel npueM Ha xpana. GLP-1 u GIP noBumraBat OnocuHresa u
CeKpeusITa Ha WHCYJIMH OT MaHKPEATUIHUTE OeTa-KIETKU MPH HAIMYUETO Ha HOPMAJIHU M TTOBUIIICHU
HHUBa Ha KpbBHA Ioko3a. OcseH ToBa, GLP-1 chiro Taka HamansiBa cekpenusiTa Ha IJIIOKaroH OT
NaHKpeaTHYHUTE anda-KIeTKu, KOeTO BOAM J0 HaMaJsBaHE Ha MPOU3BOJICTBOTO Ha TIIIOKO3a B YEPHUS
Jipo0. JIMHArIMNTHH ce CBBbp3a MHOTO eekTnBHO ¢ DPP-4 1o oOpaTvM Ha4MH W TOBA BOJIH JI0 TPAHO
MOBHIIIEHUE W 33JbpKaHE HA HUBATa HAa aKTUBHUTE MHKPETUHH. JIMHATIINIITHH MMOBUIIIaBa CEKPEIHSITA
Ha WHCYJIMH M [TOHW)KaBa CEKpelMsATa Ha IIIIOKAaroH 1o III0K0303aBUCHM HaYHMH, KOETO BOJIH 10 0010
nooOpsiBaHe Ha TIIIOKO3HATa XOMeocTasa. JImHarmmnTiH ce cBbp3a cenektnBHO ¢ DPP-4 n moka3sa

> 10 000 mmo-TomsaMa CEIEKTHBHOCT CIPsAMO akTHBHOCTTA HA DPP-8 mmm DPP-9 in vitro.

Knunnyna epukacHoct u 6€30macHOCT

[IpoBenenu ca 8 panmoMu3npanu, KOHTpoJIMpanu m3nuteanus ¢asza |l ¢ ydactuero Ha

5 239 nauuenTu ¢ auabet Ty 2, ot KouTo 3 319 jeKyBaHU C IMHATJUITHH, 3a OLICHKA Ha
e(ukacHOCTTa U Oe30mMacHOCTTa. B Te3u nmpoyuBanus yyactBar 929 manueHTH Ha Bb3pacT 65 ronuHu
WM TTOBEYE Ha JICUCHHUE C JIMHAMIMNTHH. B mpoyuBaHeTo yuacTBaT 1 1 238 manueHTH ¢ Jieka CTeleH



https://www.ema.europa.eu/documents/template-form/qrd-appendix-v-adverse-drug-reaction-reporting-details_en.docx

Ha 0BOpeuHo yBpekaaHe u 143 marueHTH ¢ yMEpeHa CTeneH Ha ObOPeuHO YBPEKIaHEe Ha JICUCHHUE C
JMUHATTUNTHH. JIMHATIHIITHH, TIPHEMaH BETHBXK THEBHO, IPEAM3BUKBA KITMHUIHO 3HAYHMO
noJo0peHue B TIIIMKEMUYHUS KOHTPOJI, 03 KIMHUYHO 3HAYMMa IPOMSHA B TEIECHOTO TETJIO.
[MoHmkeHUeTo Ha TMUKO3WINpaHus xeMoriaoouH A (HbA1c) € cxoaHO B pa3nuyHu MOATPYIIH, B T.4U.
IO TI0JI, BB3PAacT, OOpedHO yBpekaane u nHaekc Ha TenecHa maca (M TM). [To-Bucoko U3X0qHO HIUBO
Ha HbA1c e cBBp3aHo ¢ mo-Tomsimo moumkeHne Ha HbA .. Fima 3HaunMa pasnnka B MOHMKCHHETO Ha
HbA:c mexxny manmentu ¢ azuarcku npousxo (0,8 %) u nauuenTu ot Osutara paca (0,5 %) B
cOOpHHTE IPOYYBAHUS.

Jlunazenunmun Kamo MOHOMeEPAnUs NPU NAYUEHMU, KOUMO A HeNOOX00SWU 3d JledeHUe C
Mem@opmuH

EdukacHoctTa 1 6€30MacHOCTTa Ha MOHOTEPAITHSI C IMHATIIUITHAH Ca OIICHEHHU B €THO IBOWHOCIISIIO,
1are00-KOHTPOIUPAHO MPOYUIBAHE C MPOABIDKUTEIHOCT 24 ceMUIM. JIeueHHeTo ¢ INHATITUIITHH

5 mg BemHBK THEBHO BOAM 10 3HaYMMO mogoopenue B HbAs: (mpomsna -0,69 % cropsimo mtare60)
IIPH MAIUEHTH ¢ M3X0AHO HUBO Ha HbA1c okoi10 8 %. JIMHATIIMITHH [TOKa3Ba U 3HAYMMO IOA00pEHHE
10 OTHOIIIEHHE Ha IUIa3MeHaTa Iiroko3a Ha riagHo (fasting plasma glucose, FPG) u HuBoto Ha
rioKo3aTa 2 yaca cien xpanene (post-prandial glucose, PPG) B cpaBHenwue ¢ miane6o.
Ha6:ro1aBaHaTa 4ecToTa Ha XUIOTIIMKEMHES TIPH MAUEeHTH, JICKYBaHH C JIMHATIIUIITHH, € CXOJIHA C
Ta3u MpH Ianeoo.

EduxacHocTTa 1 6€30macHOCTTa Ha MOHOTEPAIUS C JIMHATIIUIITHH € OIICHEHA ChIIO NPH IMAllUeHTH, 32
KOWTO TepamusiTa ¢ MeTGOPMHH € HEeTTO X0 1I[a OPaad HENOHOCHMOCT WIIM € IPOTHBOIIOKa3aHa
nopaau ObOpeYHO YBpEXKIaHe, B €IHO ABOHHOCIIANO, Ialeb0-KOHTPOIUPAHO MPOYUBAHE C
MPOABIDKUTENHOCT 18 ceamuriy. JIMHATIUOTHH BOIH J0 3HaYUMO mogoopenune B HbA ¢,

(mpomsiHa -0,57 % cnpsamo mnanedo) ot cpenHo n3xoaHo HUBO HAa HbA 1 8,09 %. Jlnrarmuntud
MOKa3Ba U 3HAYMMO T0I00peHre B HMBATa Ha IU1a3MeHara rimoko3a Ha riaaaHo (FPG) B cpaBHeHwHe ¢
miane6o. HaOnrogaBanara yecToTa Ha XUIOTJIUKEMUS TP MAIIUCHTH, JICKYBaHH C JIMHATJIUITHH, €
CXOJHA C Ta3u MpH iareoo.

Jlunaznunmun Kamo OONvIHEHUE KoM MEPanusi ¢ Mem@opmun

EdukacHocTTa 11 6€30MacHOCTTa Ha JTMHATIMIITAH B KOMOMHALIMS ¢ MET()OPMHUH € OIICHEHA B €IHO
JIBOMHOCIIATIO, IJ1a1ie00-KOHTPOINPAHO IPOYIBAHE C POABIDKUTENHOCT 24 cenMuIy. JInHarmunTuH
BOJIH /10 3Ha4nUMO 1o00penne B HbA 1 (mpomsina -0,64 % crpsiMo 1uiare6o) OT CpeHO U3XOTHO HUBO
Ha HbA1c 8 %. JIuHarnunTyH nokaspa v 3HaYMMO TOJ00PEHHUE 110 OTHOIIEHHUE Ha IJIa3MeHaTa
riroko3a Ha rnagHo (FPG) 1 HuBoTO Ha rimroko3ata 2 gaca cien xpanene (PPG) B cpaBHeHue ¢
rtanie6o. HabnrogaBanara yecToTa Ha XUIOTJIMKEMUS TP TTAIIUEHTH, JIEKYBaHH C JIMHATIIUNITHH, €
CXOJHA C Ta3u MpH iareoo.

Jlunaznunmun Kamo 0onviHeHUue KoM KOMOUHUPAHA Mepanusi ¢ Mem@opMuH u cyighoHuUIypetiHo
NPOU3800HO

[IpoBeneno e enHo Ianed0-KOHTPOIUPAHO MPOYUYBAHE C MPOABIKUTEITHOCT 24 CEIMHUIIN 3a OIEHKA
Ha e(UKACHOCTTA U 0E30IIaCHOCTTA Ha JIMHATIIUIITHH 5 Mg CIPsIMO TUIanedo Mpy MaryueHTH ¢
HE3a/I0BOJIMTEIIHO JIEYCHNE ¢ KOMOMHAIUS OT METPOPMHUH U CYI(POHMITYPEHHO IPONU3BOIHO.
JIMHATTUIITHH BOAM 10 3HaYnMO mogobpenune B HbA . (mpomsna -0,62 % cripsiMo 1mrarie00) oT cpeHo
n3xoHO HUBO Ha HbA ¢ 8,14 %. JluHarnunTuH nmokasepa v 3HAYMMO MOJOOPEHHUE 110 OTHOIIIEHUE Ha
HHUBAaTa Ha Iu1a3MeHara riokosa Ha rinanHo (FPG) u Ha rimoko3ata 2 yaca cnen xpanese (PPG) npu
MAIMEeHTHUTE B CPaBHEHHE C TIaeoo.

Junaznunmun kamo 0onviHeHue KoM KOMOUHUPAHA MEPANUsi ¢ MeMMOPMUH U eMIASTUGDIO3UH
IIpu manueHTH ¢ HEAOCTaThUEH KOHTPOII ¢ MeThopMuH u emmarindrosud (10 mg (n = 247) win

25 mg (n = 217)) 24-ceqMUYHOTO JIeUEHHE C JOMBbJIHUTEIIHA TePAITHs C TMHATIMITAH 5 MY BOJIH 710
MOHW)KEHUE HA KOpHUTHpaHata cpeHa cToiHocT Ha HDAc OT M3X0HOTO HUBO cHOTBETHO ¢ -0,53 %
(3HaumMma paznuka B cpaBHeHHe ¢ JoOaBka Ha mianebo -0,32 % (95 % 11 -0,52; -0,13)) u -0,58 %
(3maurMa pasivKka B cpaBHeHHE ¢ A00aBka Ha miare6o -0,47 % (95 % U -0,66; -0,28)).
CTaTUCTUYECKHU 3HAYUMO I10-TOJIAM IsUI OT ITALUEHTUTE ¢ U3X0AHO HUBO HA HDA . > 7,0 % u
JIEKYBaHU C JIMHATJHMITHH 5 Mg mocturat TapretHo HuBo Ha HbA;c < 7 % B cpaBHeHUe ¢ muiane6o.



Jlunaenunmun kamo 0onviHeHue KoM Mepanusi ¢ UHCYIUHN

EdukacHocTTa 1 6€30mMacHOCTTa Ha JJOOABSHETO HA JIMHATIMIITHH 5 ME KbM UHCYIUH, CAMOCTOSITEITHO
WM B KOMOMHAIUS ¢ MeT()OPMUH ¥/WJTH TTHOTIIUTA30H, ca OIICHCHU B JIBOWHOCIIAIO, Iuiareoo-
KOHTPOJIUPAHO MPOYYBAHE C MPOIBIDKUTEIHOCT 24 ceMMUIY. JIMHATIIMIITAH BOU JI0 3HAYUMO
mogo6penrie B HbAj. (-0,65 % B cpaBHeHwe ¢ mianebo) ot cpenno uzxonno Huso Ha HbA1¢ 8,3 %.
JIMHATJIMIITAH BOJIM JI0 3HAYUMO MMOJOOPEHHE U B HMBATa Ha IU1a3MeHara riioko3a Ha riamaao (FPG),
KaTo MO-TOJISIM JISUT OT MAIllMeHTUTE MmocTurar tapreTHo HuBo Ha HbAic < 7,0 % B cpaBHeHuUE ¢
rane6o. ToBa e mocturHato ¢ moctosHHa Mo3a uHeynuH (40,1 1U). He ce oTunTar 3HaumMu pa3iuku
B TEIIECHOTO TETJI0 MEXTY OTJICIIHUTE TPYIH MAIlMeHTH. BiusHeTo BhpXy HUBATA HA IJIA3MECHUTE
UM € He3HauuMo. HaOnro1aBaHaTa 4ecToTa Ha XUIOTJIUKEMUS TIPY TAIIUCHTH, JICKYBaHH C
JIMHATJIMIITHH, € o100Ha Ha Ta3u npu 1wianedo (22,2 % — npu munarnuntud; 21,2 % — npu miane6o).

24-meceynu OaHHU 3G TUHALTUNTNUH KAMO OONbIHEHUe KbM MEM@BOPMUH 8 CDABHEHUE C 2IUMENUPUO
B enHo npoyuBaHe, cpaBHsBaIIO epUKaCHOCTTA M O€30MACHOCTTA Ha JO0ABSIHETO Ha JIMHATIIMITHH

5 mg nnm rimMenupuy (cpenHa 103a 3 mg) MpH NAUEHTH C HEOCTaThUCH TIIMKEMUYEH KOHTPOI,
MIPOBEXKTAIIN MOHOTEpaIus ¢ MeT(hopMuUH, cpenHoTo noHmkenne B HbA 1. e -0,16 % npu neuenne ¢
JMHArTUOTUH (cpeaHo n3xonHo HuBo Ha HbA:. 7,69 %) 1 -0,36 % npu neyeHne ¢ rimMenupuI
(cpemno usxomHo HuBo Ha HHA1 7,69 %) chbe cpenHa pasiuka mexay geuenusnta 0,20 %

(97,5 % J111:0,09; 0,299). YecToTaTa Ha XUIOTJIMKEMHES B rpynaTa Ha JieueHue ¢ JUHaraunTH (7,5 %)
€ 3HaYMMO TO-HUCKa CIIPSAMO Ta3M B IpymnaTa Ha JiedueHue ¢ riumenupu (36,1 %). [Tanuentute,
JICKYBaHH C JINHATJIMIITHH, TOKA3BaT 3HAYUMO CPEIHO TOHMKEHUE Ha TEJIECHOTO TErJI0 OT U3XOJHOTO
HHBO B CpPaBHEHHE ChC 3HAUYMMO MTOBUIIICHNE HA TETJIOTO NPH MAIMEHTUTE, TPUEMAIIH TIINMETTHPH]
(-1,39 cpsimo +1,29 Kg).

Jlunazenunmun kamo donvaeawa mepanus npu NAYUEHMU ¢ MeAHCKO ObOpeuHo yspedicoane,

12 ceomuunu nnayebo-konmpoaupauu dantu (OcHo8Ha mepanus 6e3 adanmupaue Ha 003ama) u
40-ceomuurno niayedo-KOHMpOIUPaHo NPOObANCEHUE (OCHOBHA Mepanus ¢ A0anmupane Ha 003ama)
EdukacHocTTa 1 6€30mMacHOCTTa Ha JIMHATIMIITHH ca MIPOYYCHHU U MPY MALMEHTH ¢ AnadeT THIl 2 U
TEKKa CTEeTeH Ha ObOPEYHO yBpEXkKIaHE B IBOWHOCIIAIO MPOYYBaHE CIIPSIMO IUIanedo ¢
NPOJBIDKUTEIHOCT 12 ceIMUIIH, TI0 BpeMe Ha KOETO OCHOBHHTE TIIMKEMUYHHU TEPAITUH Ca OCTaBEHU
6e3 npomsiHa B no3ata. [Tosedero namuenTn (80,5 %) mony4yaBaT HHCYJIMH KATO OCHOBHA TEpaIusl,
CaMOCTOSITEITHO WIIM B KOMOHMHAIIUS C IPYTH NIEPOPATHU aHTHIHMA0ETHH CPECTBA, KaTO
CynoHMITypeHO IPOM3BOIHO, IIIMHK U uoriauTa3oH. Mima nocnensamny 40-ceiMiuyeH epros Ha
JieueHHe 3a MPOCIIesIBaHe, IIpe3 KONTO € MO3BOJICHO a/IaiTHPaHe Ha J103aTa MPU OCHOBHUTE
aHTUIMA0CTHH TEPAITUH.

JIMHArTUITHH BOAM 0 3HaYMMoO moaobpenue B HbA 1 (-0,59 % npomsiHa B cpaBHEHHME C MTaIe0o
cien 12 ceqmuiiy) ot cpeaHo u3xoaHo HuBo Ha HbA 1 8,2 %. HabronaBanata pasiuka B HbA1c
cripsimo tare6o e -0,72 % cien 52 ceamunm.

He ce oTuurar 3HaunMu Pa3JIMKU B TCJIICCHOTO TEIJI0O MCXKAY OTACITHUTE I'PYNH MALIUCHTH.
Ha6n}0;[aBaHaTa YCCTOTA HA XUIIOTJTIMKEMHUS IPU MALIUCHTH, JICKYBAHU C JIMHATJIUIITUH, € IIO-BUCOKA
CIIpsIMO rmaue60 nopagv yBCJIMYCHUC HA ACUMIITOMATUIHUTC XUITOTJIMKECMUYIHN cnoutus. He e
YCTaHOBCHA pas3JInKa MEXAY OTACITHUTE I'PYIH 110 OTHOIICHUEC HA TCKKUTEC XUITOTTIMKEMUYHU CchrOuTHS.

Junaznunmun kamo 0onvaASAWA MePAnusi NPY NAYUEHMU 8 CIMAPYECcKd 8b3PACM (6b3pacm

> 70 200unu) ¢ ouabem mun 2

EdukacHocTTa 1 6€30mMacHOCTTa Ha JIMHATIIMIITHH MTPU MTAIMEHTH B cTapyecka Bb3pacT (Bb3pacT

> 70 roguan) ¢ quabet THIl 2 ca OLIEHEHH B IBOMHOCIISIIO MPOYYBAHE C MPOIBIDKUTEITHOCT

24 cenmury. [lanmenTrre ca mosydaBain MeTHOPMUH H/UIH CYI(POHUITYPEHHO TPOU3BOIHO, H/HITH
WHCYJIMH KaTo OCHOBHA Teparnusl. J[o3ure Ha aHTHAMA0ETHUTE JIEKAPCTBEHH MIPOITYKTH OT OCHOBHATA
Teparnus ca OCTaBeHH 03 MpOoMsHA Mpe3 TbPBUTE 12 CeAMMIIU, CIIe] KOETO € TIO3BOJICHO aJlalTUpaHe
Ha go3ute. JIMHATTUITHH BOAHU 10 3HAYMMO mojooperue B HDA . (mpomsina -0,64 % B cpaBHeHue ¢
iane6o cies 24 ceMUIN) OT CPeHO M3X01HO HUBO HA HbA1 7,8 %. Jlunarmuntud Boau 10
3HAYMMO OJO0OpEHKE M B HMBATA Ha TUIa3MeHara rimoko3a Ha riaaauo (FPG) B cpaBHenwe ¢ miarne6o.
He ce oTunTaT 3HaYMMU pa3IUKH B TEIECCHOTO TETII0 MEXKTy OTACTHUTE TPYIIH MAIIMCHTH.
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IIpoyusane 3a 6e30nacHoCm HA TUHASTUNMUH RO OMHOULEHUE HA CbPOCUHOCHO08AMA CUCEMA U
6wopeyume (CARMELINA)

CARMELINA e pangomusupano npoyusane mnpu 6 979 naunentu ¢ guadet tin 2 u nosumer CC
PHCK, IOKa3aH upe3 aHaMHe3a 38 yCTAHOBEHO MaKpOChA0BO Wi ObOpeyHo 3a00isBaHe, KOUTO ca
JeKyBaHu ¢ TuHaraunTHH 5 Mg (3 494) wim miane6o (3 485), no6aBeHH KbM CTaHAAPTHO JICUCHHUE,
IEIIAIIO IOCTUTaHe Ha pernoHanuuTe ctangapTy 3a HbAz., CC prckosu paxkTopu u 660pedHO
3abonsBane. [IpoyuBanaTa nomynamms Bkimousa 1 211 (17,4 %) nmanuentu > 75 roaunu u 4 348
(62,3 %) marrentu ¢ 660peuno yBpexaane. [Ipudausutenno 19 % ot momynanusra ca umanu eGFR
> 45 o < 60 ml/mun/1,73 m?, 28 % ot nomynamusita ca umanu eGFR > 30 no < 45 ml/mun/1,73 m?n
15 % ca umanu éGFR < 30 ml/mMun/1,73 m?, Cpeanara croiinoct Ha HbA . Ha H3X0HOTO HUBO €
8,0 %.

[IpoyuBaHeTO € MIaHUPaHO Ja AEMOHCTPUPA He MO-MajKa e(UKACHOCT [0 OTHOLICHUE Ha ITbPBUYHATA
KpaifHa TOYKa 3a ChPJAEYHOCHI0Ba OE30MACHOCT, KOSITO € ChCTaBHA TOYKA OT IIbPBUS cIydail Ha
CHPICYHOCHI0BA CMBPT WM HeleTaneH nHdapkT Ha Muokapaa (VMM), win HenetaneH MO3bUeH
urcyat (3P-MACE). CecraBHata KpaiiHa To4ka 3a Ob0peuHa 6€30macHOCT € IeuHIpana Kato
O0BOpevHa CMBPT WK TpaiiHa ObOpedHa 0oJiecT B TEPMUHAJICH CTaIUi, WK TPaiiHO OHMKEHHUE C

40 % nnu noseve Ha eGFR.

Cren mepuo1 Ha IpOCIeAsBaHe ¢ MeuaHa 2,2 TOJUHY JIMHATIUIITHH, T00aBeH KbM 00UYaifHOTO
JICYCHUE, HE YBEIIMYaBa PUCKA OT FOJIEMH ChPJICUHOCHIOBH HE)KEIAaH! ChOUTHS WA CHOUTHS,
cBBbp3aHu ¢ eheKTn BbpXy ObOpenute. Hima yBenmryeH pUcK OT XOCIUTAIU3ALHS TOPAIH ChpACUHA
HEJIOCTaThYHOCT — JIOMBJIHUTENIHA, YTBbP/ICHA KpaiiHa TouKa, Ha0Jf0/1aBaHa B CPaBHEHUE C
00MYaHOTO JieueHHe Oe3 JIMHATIIUIITHH PY MAUeHTH ¢ quadet tun 2 (BxK. Tabnuia 2).
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Tabmuia 2 Pe3yntaTu 10 OTHOIICHHE HAa ChPACYHOCHI0BATA CUCTEMA U OBOPELIUTE 110 rpyIia Ha
nedenune B mpoyuBanero CARMELINA

JluHarauntun 5 mg Inane6o Koepunuent na

PpHCK

bpoii
YYaCTHUIIU
(%)

YecroTa Ha
1000 IIT™*

bpoii
YYaCTHUIIN
(%)

YecroTa Ha
1 000 IIT™*

(95 % /1)

bpoii maruentu

3494

3485

ITbpBUYHa ChCTaBHA
KpaiiHa Touka 3a CC
0e3onacHoCT
(cppaeyHOCHIOBA
CMBPT, HEJICTAJICH
1M, neneranen
MO3bYEH UHCYIIT)

434 (12,4)

57,7

420 (12,1)

56,3

1,02 (0,89; 1,17)**

Bropuuna crcTaBHa
KpaiHa TOo4Ka 3a
O0BOpeuHa
Oe3omacHOCT
(6OpeuHa cMBPT,
TpaiiHa ObOpeyHa
Ooxect B
TEPMUHAJICH CTa UM,
40 % TtpaiiHo
MOHM)KaBaHE Ha

eGFR)

327 (9,4)

48,9

306 (8,8)

46,6

1,04 (0,89; 1,22)

CMBpPT 1O BCSIKAKBa
MIpUYHHA

367 (10,5)

46,9

373 (10,7)

48,0

0,98 (0,84; 1,13)

CC cMbpT

255 (7,3)

32,6

264 (7,6)

34

0,96 (0,81; 1,14)

XocnuTaanu3aius

209 (6,0)

21,7

226 (6,5)

30,4

0,90 (0,74; 1,08)

Mopajy ChpJieyHa
HEJAO0CTaThYHOCT

* JII' = manueHToroAnHu

** TecT 3a He MO-Mayika e()UKACHOCT, 33 J]a Ce IEMOHCTPHUpPA, ye ropHara rpanuiia Ha 95 % /11 3a koeduineHTa
Ha PHUCK e mo-maika ot 1,3

ITpu aHaM3WTE 3a IPOTPeCHs Ha aATOyMUHYpHATa (IPOMIHA OT HOPMOATOYMHUHYPHS 10 MUKPO- HITH
MaKpOATOYMHHYPHS WK OT MUKPOAIOYMHUHYPHSI IO MaKpOATOYMHUHYPHS) H3UUCIEHUAT KOSHUITHEHT
Ha puck e 0,86 (95 % 11 0,78; 0,95) 3a TMHATTUNTHH CIPSIMO TU1aredo.

IIpoyusane 3a 6e3onacHocm Ha JUHALIUNTNUH HO OTMHOUIEHUE HA CbPOeYHOCLO08aMA CUcmema
(CAROLINA)

CAROLINA e panzomusupato npoyuBade npu 6 033 mauueHTu ¢ paHeH ctaauii Ha nuadeT Tl 2 u
moButiied CC pHCK WK YCTaHOBEHH YCIOXKHEHNS, KOMTO ca JIEKyBaHH ¢ uHaraunTia 5 mg (3 023)
wii rmumenupun 1-4 mg (3 010), 106aBeH KbM CTaHAAPTHOTO JeYeHHE (BKIFOUYUTEIHO OCHOBHA
Tepanus ¢ MeThopMHH Npu 83 % OT MaMEeHTHUTE), LEJIAIIO MOCTUTaHEe HA PErMOHAIHUTE CTAaHAApTH 32
HbAc 1 CC puckoBu dakropu. CpenHara Bp3pacT Ha IPOydYBaHATA MOMYJIAIMS € 64 TOANHU U
BiotrouBa 2 030 (34 %) manmenty Ha Bb3pact > 70 rogaunu. [Ipoyusanara momysanust Bkiarousa 2 089
(35 %) marenTH che ChpACUHOCHA0BO 3a0onsaBane u 1 130 (19 %) manuenTr ¢ 6bOPEYHO YBpEKIAHE
¢ eGFR < 60 ml/mun/1,73 m? na usxoanoto HuBo. CpenHata cToiiHocT Ha HbA1c Ha M3XOIHOTO HUBO
e 7,15 %.

[IpoyuBaHeTo € IIAaHUPAHO J1a JEMOHCTPHpPA HE NO-Malika €(UKACHOCT 10 OTHOILCHUE Ha IbPBHYHATA
KpaiiHa TOYKa 32 ChPICYHOCHI0BA OE30MaCHOCT, KOSITO € ChCTaBHA KpaiiHa TOYKA OT IbPBUSI CIIydaid
Ha ChPACYHOCHI0BA CMBPT WK HejeTaleH nHpapKkT Ha Muokapaa (M), niu HeseTaneH MO3b4YeH
uncyar (3P-MACE).
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Crnen mepuos Ha TpociieAsiBaHe ¢ Meanana 6,25 ronuHu IWHATIIUITHH He YBEIH4YaBa PUCKa OT TOJIEMHA
ChPJICYHOCHIOBH HEXEJIaHU ChOUTHS (BK. TaOnwuia 3) B cpaBHEHHUE ¢ TiuMmenupua. Mma
CBHOTBETCTBUE MEXTY PE3YJITATUTE MPH MAIUCHTHUTE, JICKYBAaHHU ChC HIH 0€3 MET(QOPMHUH.

Tabmuia 3 ToneMu chpaeUHOCHIOBH Hexkenanu crouTuss (major adverse cardiovascular events,
MACE) u cMBpTHOCT IO Tpyna Ha jedeHue B npoyuBaneto CAROLINA

JIuHaraunTud 5 mg Tiaumenupua (1-4 mg) Koepuuuent Ha
puck
Bpoit Yecrora Ha Bpoit YecToTa Ha (95 % JIN)
yuactauy | 1 000 IT'* YYaCTHUIH 1 000 I1T™*
(%) (%)

Bpoii manmentu 3023 3010
[IbpBruHa 356 (11,8) 20,7 362 (12,0) 21,2 0,98 (0,84; 1,14)**
ChCTaBHA KpaliHa
touka 3a CC
6e3onacHoCT
(cppaeyHOCHIOBA
CMBPT, HETIeTalIeH
MU, veneraneH
MO3bUYCH UHCYJIT)
Cwmppr 1o Besikaksa | 308 (10,2) 16,8 336 (11,2) 18,4 0,91 (0,78; 1,06)
MIpUYHHA
CC cMbpT 169 (5,6) 9,2 168 (5,6) 9,2 1,00 (0,81; 1,24)
Xocnuranusanus 112 (3,7) 6,4 92 (3,1) 53 1,21 (0,92; 1,59)
Topajy ChpJIeYHa
HEJIOCTaThYHOCT

* JII' = manueHTOronHu
** TecT 3a He Mo-Mayka e(pUKaCHOCT, 32 Ja Ce IEMOHCTPHpA, Ye TopHaTa rpaHuiia Ha 95 % I 3a koedunueHTa
Ha pHUCK € mo-Mainka ot 1,3

3a e nepuod Ha JICUCHUC (MeILI/IaHa Ha BpEMCTO HaA JICHCHUC 5,9 I‘OI[I/IHI/I) JCIIBT HAa TAlIUCHTHUTEC C
YMEpPEHA A0 TCKKA XUIIOTJTIMKCMUS € 6,5 % or NMaOUCHTUTC Ha JICYCHUC C JIMHATJIUIITUH CIIPSIMO 30,9 %
OT MaUCHTUTE HA JICYHCHUC C INIUMCIINPUI, a TCKKA XHUIIOTJIMKEMUA € Bb3HHUKHAJIA IIPU 0,3 % ot
NalUECHTUTE Ha JICUCHUE C JIMHATJIUIITUH CIIPSAMO 2,2 % or MNalUECHTUTE Ha JICUCHUC C INIUMCIHUPUN.

Tleouampuuna nonynayus

Kiunununata eukacHocT 1 6e30macHoCT Ha eMmnariuguio3nd 10 Mg ¢ NoTeHIHATHO yBeIMYaBaHe Ha
J03aTa 10 25 My WK JIMHATIHUITHH 5 MJ BEeIHBX JHEBHO ca MIPOYYEHH IPH Jela U FOHOIIH Ha
BB3pacT oT 10 710 17 roauHu che 3axapeH nuadeT TUIM 2 B €JHO JBOWHOCIIAIO, PAHIOMHU3HPAHO,
1ane60-KOHTPOIUPAHO, apanenHo-rpynoBo npoyuBane (DINAMO) ¢ mpoabHKUTETHOCT

26 ceaMuIy, ¢ IBOMHOCIISIN NEPUO/] Ha IPOJBIDKEHHE Ha MIPOYUYBAHETO A0 52 ceIMHIH 3a
npociensBaHe Ha 0€30MacHOCTTa IPU aKTUBHO JICUCHHE.

Ha u3xomHo HuBO cpenHara ctoitHocT Ha HDA . e 8,03 %. Jleuenunero ¢ muHArIMOTAH 5 MY HE BOIU
10 3Ha4nMo noooperne B HDA;c. PaznukaTa Mexy JieueHuATa C TMHATIMITHH U TUIAIe00 110
OTHOILICHHE Ha NMPOMSHATa B KOpUrupaHaTa cpenHa croiHoct Ha HbALC ciex 26 cenmunm e -0,34 %
(95 % JI1 -0,99; 0,30; p = 0,2935). IIpomsHaTa B KOpurupanara cpeana croinoct Ha HbA; ¢ ot
n3xoaH0To HUBO € 0,33 % mpu nanueHTuTe, JIeKyBaHu ¢ TuHAraunTiH, 1 0,68 % npu nmanueHTUTe,
JIeKyBaHHU ¢ 1anedo (Bx. Touka 4.2).

5.2 dapmakoKHMHeTHYHH CBOWCTBA
dapMaKOKMHETHKATa Ha JIMHATJIMITHH € J00pe XapakTepu3npaHa Mpy 3ApaBH YUYACTHULM U MTALlUEHTH
¢ nuabet tun 2. Cren mepopaiHo MPHIOKEHUE HA 71033 5 Mg TUHATIHUIITAH P 3APaBU JOOPOBOJIIIH

WY TIAIMEHTH, TMHATIUITAH ce abcopOupa Obp30, KaTO MHKOBH IJIa3MEHH KOHIICHTPAITUH (CPEITHO
Tmax) ce mocturat 1,5 yaca ciies mpuiiarane Ha jo3ata.
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[InazMeHnTEe KOHIIEHTPAIMH Ha TWHATIUITHH HAMAJISBaT TPHU(a30BO C ABIBI TEPMHUHAJICH MTOTYKUBOT
(TepMUHAITHUAT TOTY)KHBOT HA TMHANANTHH ¢ Haja 100 yaca), KOETO € MPEeIUMHO CBBP3aHO C
HACHINAIIO Ce, 3/[PaBO CBbp3BaHe Ha JuHAraunTuH ¢ DPP-4 u He nonpuHacs 3a KyMyJIMpaHETO Ha
JIeKapCTBEHUS NPOAYKT. EQEeKTHBHUAT MOMYKUBOT 32 KyMyJIMpaHe Ha JIHMHATIIMITHH, KaKTo €
OTIpeZieNIeHO TIPH TIEPOPATHO MPUIIOKESHHE HA MHOTOKPATHHU JI03W 5 Mg JHHATIIATITHH, €
npubnmm3uTenHo 12 vaca. Criiey mpuiarane BeJHBXK JTHEBHO HA 5 Mg JIMHATIIUIITHH, TUIA3MECHU
KOHIICHTPAIINH B CTAI[IOHAPHO CHCTOSHUE C€ AOCTHUTraT MmpH Tpetara ao3a. Ilmasmenata AUC Ha
JUHATJIMIITHAH Ce MOBHIIAaBa Mpruomu3nuTenHo ¢ 33 % cien 103w OT 5 mg NpH CTAIMOHAPHO CHCTOSTHHUE
B CPaBHEHUE C ITbpBaTa j03a. IHTpauHIMBUyaTHUTE ¥ UHTSPUHINBUIYATHUTE KOSHUITUCHTH Ha
Bapuanus Ha AUC Ha JMHATIMNTHH ca HUCKU (ChoTBeTHO 12,6 % u 28,5 %). [lopaau 3aBHCHUMOTO OT
KOHIICHTpAIUATa CBhp3BaHe Ha JIMHANHNTHH ¢ DPP-4, dhapMakoknHeTHKaTa HA JTHHATIUITHH, Bb3
OCHOBA Ha 001I1aTa EKCIIO3UIIMsI, HE € TMHEIHA, KaTo BChIHOCT obmiara asmena AUC Ha
JIMHATJIMIITHH CE MOBUINABA TI0-MAJIKO OT J030IponopiroHaiHo, qokato AUC Ha HECBBP3aHOTO
BEIIIECTBO CE yBEINYaBa MPUOIUIUTEITHO JO30MPONOpIHoHaTHO. DapMaKOKHHETHKATA Ha
JUHATJIMIITAH KaTo IS0 € CXOHA MPH 3/IPaBU YYACTHHUIM U TIPH MAIUSHTH ¢ T1adeT TUM 2.

Abcopbuus
AGcomoTHaTa OMOHATMYHOCT HA JTMHATIIANTHH € puommsutenso 30 %. EqHoBpeMeHHUAT preM Ha

XpaHa € BUCOKO CbABbPKAaHNEC HAa MASHUHHU U JIMHAITIUIITUH YABJDKaBa BpEMETO 10 JOCTUTAHE HA Cmax Cc
2 yaca u noHmxkaea Cmax ¢ 15 %, HO He e HaOronaBano BiusHue BbpXy AUCo.72n. He ce ouaka
KJIMHHYHO 3HAYUM e(eKT oT npomsiHaTa Ha Cmax U Tmax; CIICIOBATEIHO JTMHATIUIITHH MOXE J1a Ce
npuiara cbe Win 6e3 xpana.

PasnpeneneHue
Bcenencteue Ha cBEP3BaHETO C ThKAHUTE, CPEIHUAT PUBUICH 00eM Ha pa3mpeesicHue B

CTaIlIOHAPHO CHCTOSHUE CIIE HHTPABEHO3HO MPUIOKEHNE Ha €IMHUYHA JI03a 5 Mg JTUHATIUIITHH Ha
31paBu y4acTHUIM ¢ okojio 1 110 nmuTpa, KoeTo mokaspa, 4ue JMHATIUITHH Ce Pa3peaeis
€KCTEH3MBHO B ThKaHuTe. CBbP3BaHETO Ha JIMHATJIMIITHH C IJIa3MEHUTE MTPOTEHHU € 3aBUCUMO OT
KOHIICHTpAI[UATa, KaTO HamaJisiBa 0T 0koJi0 99 % nipu 1 nmol/l go 75-89 % npu > 30 nmol/l, koeTo
MOKa3Ba HacHIlaHe Ha CBbp3BaHeTo ¢ DPP-4 mpu nmoBuiaBane Ha KOHIEHTPAIMATA HA JIMHATIUITHH.
[Tpu Bucoku xoHIEeHTpanuu, korato DPP-4 e HamrbitHO HacuTeH, 70-80 % oT nmuHarnwunThH ce
CBBP3BAT C JAPYTH TUIAa3MEHHU IPOTenHH, paznudau ot DPP-4, 1.e. 30-20 % ca HecBbp3aHU B I1a3Mara.

buorpancdopmanus

Crnen nepopanua no3a 10 mg [*C] nunarmunun, npuGmu3uTenHo 5 % OT paaHOaKTUBHOCTTA CE
eKCKpeTHpa B ypuHaTa. MeTaboIn3MbT HMa BTOPOCTETIEHHA POJIA MIPH ETMMUHUPAHETO Ha
nuHArTUnTAH. OTKPUT € eIMH OCHOBEH METa00JIMT C OTHOCHTENHA ekcrio3unus 13,3 % nuHarmunTiH
B CTallHOHAPHO CHCTOSIHUE U € YCTAHOBEHO, Ye TOH € (papMaKoJIOrHYHO HEAKTHBEH U HSIMa IPUHOC
KbM 11a3menaTa DPP-4 uHXuOuTOpHa aKTUBHOCT Ha JIMHATIIUITHH.

Enumunupane
Crnen npuiioKeHHE Ha IIepopaiHa 103a [**C] nuHarmMnTUH Ha 3/IpaBU YYaCTHUIIH, IPUOTU3UTEITHO

85 % oT mpuiiokeHaTa paJHoaKTHBHOCT ce enuMuHnpa ¢ pekaruute (80 %) mmu ypunara (5 %) B
paMKuTe Ha 4 JHU cliell IpuiaraHe Ha Jo3ara. bbOpeuHUsT KIMPHHC B CTAIIMOHAPHO CHCTOSIHUE €
okouio 70 ml/muH.

Cneuuaﬂﬁu nonyaauyuu

bvopeuno yspeacoane

ITpoBe/ieHO € eHO OTBOPEHO MPOYYIBaHE C MHOTOKPATHH JI03M 32 OLCHKA Ha (hapMaKOKHHETHKATa Ha
JMHAIMOTYH (1032 5 mg) MpHU MalMeHTH ¢ Pa3IuyHa CTENICH Ha XpOHUYHA ObOpeyHa HEJOCTaThYHOCT
B CPaBHEHHE C HOPMAJIHHU 3/IpaBU YYAaCTHHIIM KaTO KOHTPOJIHA Ipyma. B mpoy4yBaHeTo ca BKIIOYCHU
nanueHTH ¢ 0bOpeYHa HeJIOCTATHYHOCT, Kiacu(uIlMpana Ha 6a3aTa Ha KPEaTHHHHOBHS KIMPHHC KaToO
neka (50 o < 80 ml/mun), ymepena (30 1o < 50 ml/mum) u Texka (< 30 ml/muH) creneH, KakTo U
NalMCHTH C TEPMHUHATHA OBOpPEYHA HEAOCTAThYHOCT HAa XeMOAMaN3a. B TObIHEeHHE TAIIMEHTH ChC
3axapeH quabeT THIl 2 U TeXKKa CcTerneH Ha 060peuno yepexaane (< 30 ml/mum) ca cpaBHeHH ¢
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MAIMeHTH ChC 3axapeH AuadeT Tul 2 ¢ HopMajiHa 0b0peuHa GyHkiusa. KpeaTHHUHOBUAT KIIMPBHC Ce
M3MepBa Bb3 OCHOBA Ha TIOKA3aTeINTE Ha KPEaTHHIHHOBUS KIMPBHC OT 24-4acoBa YpHHA WA CE
U34uCIsiBa Ha 0a3a cepymHus KpeaTuHuH 1o popmynara Ha Cockceroft-Gault: CrCl = (140 — Bw3pacT)
X Teryno/72 X cepyMeH kpeatuHuH [X 0,85 3a »eHH], KbIETO Bb3paCcTTa CE H3pPa3siBa B TOJIUHU, TETJIOTO
— B KWJIOTpaMU, U CEpyMHHAT KpeaTnHUH — B mg/dl. B ycrmoBusTa Ha cTalnOHApHO CHCTOSHHE,
eKCITO3UITUATA Ha IMHATIUITHH NPY TAIMEeHTH C JIeKa CTeTeH Ha 0hOpedHo yBpeXIaHe € CpaBHUMA C
Ta3u npu 3apaBu yuactHULM. [Ipu ymepeHa creneH Ha ObOpedHO yBpeKAaHe € HaOMoJaBaHO YMEPEHO
MpHOIM3UTENHO 1,7-KpaTHO OBHINIEHNE HA €KCIIO3HIINATA B CPAaBHEHHE C KOHTPOJTHATA TpyTa.
Excriosunusita mpu manrieHTy ChC 3axXapeH nuabeT THH 2 ¢ TeXKa CTeleH Ha ObOpPeyHO yBpeXaaHe ce
noBuirasa 1,4 mbTH B CpaBHEHHE C MAUEHTH ChC 3aXapeH AUadeT THIl 2 ¢ HopMaliHa ObOpeuHa
¢ynkuus. [Ipeackazanute ctoiiHocTr Ha AUC Ha TMHATIMITHH B CTAIHOHAPHO CHCTOSHUE NIPU
MIAIMEeHTH C TePMUHATHA OhOpedHa HeTOCTaThUHOCT ITOKAa3BaT EKCIIO3HIINS, CPAaBHUMA C Ta3u IpU
MalMeHTH C YMEepeHa WK TeXKa CTeleH Ha ObOpeuHo yBpekaaHe. B nombiaHeHue, He ce ouakBa
JUHATTUNTHH JIa ce eMMMUHIpA 10 TeParleBTUYHO 3HAYMMa CTETEH Ype3 XeMOInaIu3a Uik
nepuToHeanHa quannsa. ClaemoBaTeTHo He ce Halara aganThpaHe Ha J103aTa Ha JTMHATJIANITHH TPU
TIAI[MEHTH C BCSIKAKBa CTETICH Ha ObOpeYHa HEeTOCTATHYHOCT.

Yeproopobno yspexcoane

Cren npuito)KeHNE Ha MHOTOKPATHH J03H 5 Mg JIMHATIUIITAH IPH MAlUeHTH-HeTNa0CTUIIN C JIeKa,
yMepeHa U TeKKa CTEeNeH Ha YepHOIpoOHa HeaocTaThuHOCT (110 kinacudukanusara Ha Child-Pugh),
cpenaute AUC 1 Cmax Ha TUHATJIUITHH ca CXOJHH C T€3U NMPU ChOTBETHHU 3[paBU KOHTPOJIHU
uHaBHAM. He ce mpeanara azantupaHe Ha j03aTa HA JMHATIAOTHH [IPU NAIMEHTH-THA0CTHIH C JIeKa,
yMepeHa WU TeKKa CTENeH Ha YePHOAPOOHO yBpEkKIaHe.

Unoexc na menecnama maca (UTM)

He ce nanara agantupane Ha qo3ata Bb3 ocHoBa Ha UTM. Ha 6a3ara Ha momynanuoHeH
(bapMakoKHHETHYEH aHau3 Ha JaHHH oT ¢a3a | u ¢aza |, U'TM HsimMa KTMHUYHO 3HA4YUM eeKT
BBPXY (papMaKOKHHETHKATa Ha JIMHATIMOTHH. KITMHUYHNUTE U3MUTBAHUS IPEAN pa3peniaBaHe 3a
ynotpeba ca mposexaanu 10 Makcumaned UTM, exBupanenten Ha 40 kg/m?,

Ilon

He ce nanara agantupase Ha J1o3aTa Bb3 OCHOBa Ha nosia. Ha 6a3aTta Ha momysialiioHeH
(hapMaKOKMHETHUYEH aHaI3 Ha aHHM oT (a3a | u ¢aza |, morsT HIMa KITMHUYHO 3HAYUM e(PEeKT
BBPXY (papMakOKHHETHKATa Ha JIMHATJIMIITHH.

Cmapuecka 6v3pacm

He ce nanara ajgantupaHe Ha 103aTa Bb3 OCHOBA Ha Bb3pacT 10 80 roauHu, Thil KaTo Ha 6a3arta Ha
NOITyJIAIIMOHEH (papMaKOKWHETHYEH aHalu3 Ha JaHHu oT (asa | u ¢asa Il, Bp3pacTTa HSIMa KIMHUYHO
3HAYUM e(eKT BbPXY (papMaKOKHHETHKaTa Ha JTMHATIMOTHH. [1py mo-Be3pacTHH Xopa (65 10

80 romuHm, Hali-BH3PACTHUST MANMEHT € Ha 78 rOJIMHN) IUTa3MEHUTE KOHIEHTPAIMHU Ha JTIMHATJIMITHH
ca CpaBHUMH C TE3H NPH TO-MJIa U MAIECHTH.

Ieouampuuna nonynayust

B exno neauarpuuno mpoyuBane ¢asa Il ca uscneapanu papmMakokuMHeTHKATa M (papMakoInuHaAMHUKaTa
Ha JTUHATIUOTAH | mg U 5 mg npu Jiera 1 FHOIIK Ha Bb3pacT > 10 10 < 18 roaunu che 3axapeH
nuabet tun 2. HabmonaBanute GpapMakOKUHETHYHHU U (hapMaKoJHHAMUYHU OTTOBOPH ChOTBETCTBAT
Ha YCTAaHOBEHHUTE MPHU Bb3PACTHH YUACTHUIIM. JIMHATIMOTHH 5 Mg IMOKa3Ba MPEBH3X0ICTBO CIPSIMO

1 mg mo oTHOIIIEHNE Ha Hal-HUCKOTO nuxuOupane Ha DPP-4 (72 % crpsimo 32 %, p = 0,0050) u
YHCJICHO MO-TOJISIMO HaMaJICHUE 10 OTHOIIICHHE Ha MPOMSIHATA B KOPUTHUPAHATA CPEIHA CTOMHOCT Ha
HbA 1 ot m3xoaHoTO HEBO (-0,63 % crpsmo -0,48 %, Heyrounena). ITopaau orpaHUYeHHs XapaKTep
Ha Habopa JaHHU Pe3yJITaTUTE TPsIOBa Ja ce€ MHTEPIPETHUPAT BHUMATEITHO.

B eano neauatpuuno npoyusane ¢asa lll ca uzcneasanu GpapmakoknHeTHKaTa U
dapmakomunamukara (mpomsia B HDA1c OT W3X0IHOTO HUBO) Ha JTMHATIIMOTHAH 5 MQ pu Jena u
toHomu Ha Be3pact 10 no 17 roaunum che 3axapeH quadet tum 2. HabmronaBanaTta Bpb3Ka MEXIY
€KCIIO3ULHS U OTTOBOP OOMKHOBEHO € CpaBHUMA MEXy NeIUaTPUYHU U Bb3PACTHH MAlEHTH, o0aue
TepaneBTHYHUAT €EKT IPH JAela € OIIEHEeH KaTo 1mo-ciad. [lepopanHoTo npuiokeHne Ha

15



JIMHATJIMIITAH BOJM JI0 €KCIIO3UIIUSA B pAMKUTE Ha JUara3oHa, HaOI01aBaH Py Bb3PACTHHU MAIIUECHTH.
Ha6mromaBaHnaTa cpeiHa reOMETpHYHA CTORHOCT HA MUHUMAIHUTE KOHIICHTPAIlMK U CpeaHaTa
reoMeTpHYHATa CTOMHOCT Ha KOHIeHTpanuuTe 1,5 yaca cien npunoxeHue (peacTaBsBamnii
KOHIICHTpAIHs, OJHM3Ka JI0 tmax) B CTAIIMOHAPHO ChCTOSHHUE ca ¢hoTBeTHO 4,30 nmol/l u 12,6 nmol/l.
ChOTBETHHTE IIa3MEHU KOHIIEHTPAIMH TIPX Bh3PACTHH MaruenTH ca 6,04 nmol/l u 15,1 nmol/l.

Paca

He ce nanara agantupane Ha A03aTa Bb3 OCHOBA Ha pacoBara mpuHaIekHocT. Ha 6a3aTta Ha cOopeH
aHaJ n3 Ha HATMYHUTE (hapMaKOKWMHETHIHH TaHHW, KOMTO BKJIFOYBA MAIMEHTH OT Osy1aTa paca,
MAIUCHTH C JIATHHOAMEPUKAHCKH, a)pPUKAHCKH U a3UATCKU MPOM3XO0JI, pacoBaTa MPUHAJICKHOCT HE
OKa3Ba sIBCH €PEKT BbPXY IUIA3MECHUTE KOHIICHTPAIIMY Ha JIMHATJIMITHH. B 10MbIIHEHNE KbM TOBA, B
crieraiHu npoyuBanus (aza | e ycraHoBeHO, e papMaKOKHHETHYHUTE XapaKTEPUCTUKH Ha
JIMHATJIMIITAH ca CXOHH MpH 31paBu noOpoBosu ot Snonus, Kuraii u ot Osutata paca.

5.3 IlpeakJHHHYHHU JAHHH 32 0€30MACHOCT

[Tpy MHOTOKPATHO MPHUJIOKECHUE HA JIMHATIUANTHH TpH 1031, Hagsumasamy 300 mbTH eKCo3uiusaTa
IIPY XOpa, OCHOBHUTE TapreTHH OPTaHHU 3a TOKCUYHOCT IIPY MULIKH U ITBXOBE Ca YEPHHUS APOO,
OBOpennTe ¥ CTOMANTHO-YPEBHUS TPAKT.

[Tpu murbXoBe eeKTH BbpXY BB3IMPOU3BOJUTEIHATE OPraHy, IIUTOBHIHATA JKJIe3a M TUM(ONTHUTE
opraHu ca HaOJIr01aBaHu TpH 1034, Hajasuiasamy 1 500 bt ekcriosunusaTa nmpu xopa. CHiIHH
NICEBIOATICPTUYHHU PEAKIMK ca HAaOII0IaBaHU IPU KydeTa IIpH [IpUjlarane Ha CPEIHHU 103H, KOUTO ca
NpEU3BUKATN BTOPUYHU ChPJCUYHOCHI0BH IIPOMEHH, 332 KOUTO CE CUMTA, Y€ ca Crieln(UIHH 32
Kydeta. UepHuUsT Apo06, Ob0penuTe, CToMaxbT, Bb3NPOU3BOAUTEHUTE OPTaHH, TUMYCHT, HalaKbT H
nuM(HUTE BB3/IM Ca TApreTHU OPraHu 3a TOKCUYHOCT IPH IBJITOOMAIIATH MaKaly IpHU 1034,
Haaumasamu 450 meTH excriouiusaTa npu xopa. [Ipu mo3u, Hagsumasamny 100 Ty eKkco3unusATa
IIPU XOpa, Hali-3HauuMaTa HaX0JKa IIPU T€3U MaiiMyHH € CTOMAILHO Jpa3HEHE.

JIMHATJIMNTHH ¥ OCHOBHUST My METa0OJIUT HE IOKA3BaT TeHOTOKCHYEH ITOTEHIIHAIT.

2-TOWIIHY MPOYYBaHMSA 33 KaHIIEPOT€HHOCT Ha MepopaiHaTa ¢popMa Mpy IIHXOBE M MUIIKH HE J]aBat
JIOKa3aTeJICTBA 33 KaHIIEPOT'CHHOCT MPH IUTHXOBE WM MBKKH MUIIKHA. 3HAYMMO MO-BHCOKATa YeCTOTa
Ha 3JI0Ka4eCTBEHU JIMM(OMH caMO TPH KEHCKU MHIIKY TpU Haii-BucokaTa no3a (> 200 meTu
SKCIIO3MILIMATA IIPH X0pa) He ce CYMTA 3a 3HaYMMa IpU Xopa (00siCHEHHe: HeCBbp3aHa C JICYCHUETO, a
JbJDKAIIA Ce Ha CHJIHO Bapupaiia (oHoBa yectora). Bp3 0OCHOBa Ha JaHHUTE OT TE3U MIPOYUBAHUS
HSIMa OCHOBAHUSI 32 IIPUTECHEHMUS 110 OTHOIICHHE HA KAHIIEPOT€HHOCT IPH XOpa.

Husoto 6e3 HaOmonaBanu Hexenanu egextd (NOAEL) o otHoueHue Ha hepTUIUTETa, PAHHOTO
eMOPHOHATHO Pa3BUTHE U TEPATOICHHOCTTA IIPU IUTXOBE € onpesesieHo Ha > 900 mbTH eKCIo3uIMsITa
npu xopa. NOAEL no oTHOIIeHHE Ha TOKCHYHOCTTA 32 Malikarta, eMOproHa/eTyca v IOKOJICHUETO
npy TIbXoBe € 49 TbTH eKkcro3uusaTa npu xopa. [1pu 3aiiny He ca HabIIOaBaHU TEPATOreHHH
edextu nipu 1034 > 1 000 mbpTH excriozunmsata npu xopa. [lomyuerno e NOAEL 78 mbTr excnio3uiusita
IIpY XOpa M0 OTHOLIEHHWE Ha eMOpHoQeTanHaTa TOKCHYHOCT IPH 3aiilid, a 110 OTHOILIEHHE Ha
ToKkcu4HOCTTa 3a Maiikata NOAEL e 2,1 npTn excriozunusTa rnpu xopa. ClieZJoBaTeIHO HE CE CUMTa 3a
BEPOSATHO JTMHATIIMIITHH J1a TIOBJIHsIE PEIPOAYKIIUATA TP TEPANEBTUYHA €KCIIO3UIIHS IPH X0pa.

6. DOAPMAIIEBTUYHU JAHHHU
6.1 Cnucbk Ha MIOMOIIHHUTE BELIECTBA

Slapo Ha tabieTkara

ManuTon

[IpexxenarnHM3UpaHO HUIIECTE (IIAPEBUYHO)
IlapeBuuHO HULIECTE

KonoBunmon

Maruesues creapat
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DuIMOBO MOKPUTHE
Xumnpomenosa

TuranoB nuokcua (E171)

Tanx

Makporoi (6000)

Kenesen okcun, uepBeH (E172)

6.2 HecbBMeCTUMOCTH

Henpunoxumo

6.3 Cpok Ha rogHocT

3 roauHH

6.4 CrhenuajaHu yCJI0BHS HA ChbXpPaHeHHUe

To3u JiekapcTBEH MPOAYKT HE M3UCKBA CICIUATHH YCIOBUS HA ChXPaHCHHUE.
6.5 Bwuxu chabpkaHNe HA ONMAKOBKATA

Iepdopupanu 6nucrepu ot Al/Al ¢ emMHUYHN 1031 B KAPTOHEHH OMAKOBKH, Chabpskarm 10 x 1,
14x1,28%x1,30%x1,56%1,60x1,84x1,90x1,98x1,100x 1 u 120 X 1 punmupanu TabICTKH.

He Bcuuky BUOBE ONaKOBKM MOrar Aa ObAaT MyCHATH Ha masapa.
6.6 CnenmaJHu npeanasHu MEPKH NPH U3XBHPJIsIHE

Hewnsnon3panusr MNPOAYKT WJIM OTHAABYHUTC MAaTCPUAIIN OT HET'O TpH6Ba Ja CC U3XBBPJIAT B
CbOTBETCTBHEC C MCCTHUTC U3MCKBAHUA.

7. INPUTEXATEJI HA PASPEHIEHUETO 3A YIIOTPEBA

Boehringer Ingelheim International GmbH
Binger Str. 173

55216 Ingelheim am Rhein

I'epmannus

8. HOMEP(A) HA PASPEHLIEHUETO 3A YIIOTPEBA

EU/1/11/707/001 (10 x 1 TaGneTkn)
EU/1/11/707/002 (14 % 1 TabneTkn)
EU/1/11/707/003 (28 x 1 TabneTkn)
EU/1/11/707/004 (30 x 1 TabneTkn)
EU/1/11/707/005 (56 % 1 TabmneTkn)
EU/1/11/707/006 (60 % 1 TabmeTkn)
EU/1/11/707/007 (84 x 1 TabneTkn)
EU/1/11/707/008 (90 % 1 TabmeTkn)
EU/1/11/707/009 (98 % 1 TabmeTkn)
EU/1/11/707/010 (100 x 1 taGneTkwm)
EU/1/11/707/011 (120 x 1 taGneTku)
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9. JATA HA ITBPBO PABPEIIABAHE/IIOJTHOBSIBAHE HA PASPEHIEHUETO 3A
YIIOTPEBA

[ata Ha mepBO pa3pemanane: 24 asrycrt 2011 r.
Jata Ha nocienHo moaHopsiade: 22 mapt 2016 r.

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA

IMoapobHa uHpoOpMaIKs 3a TO3M JIEKapCTBEH MPOIYKT € MpeJocTaBeHa Ha yebcaiita Ha EBpomneiickaTa
areHIus 1o JiekapeTeaTa https://www.ema.europa.eu.
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MNPUJIOXKEHHUE |1

MMPOU3BOJUTEJ (M), OTTOBOPEH(HHU) 3A
OCBOBOKJABAHE HA IAPTUIU

YCJIOBUA NN OTPAHUYEHUS 3A TOCTABKA U
YIIOTPEBA

JAPYI'N YCJIOBUSA N UBUCKBAHUSA HA PASPEIIEHUETO 3A
YIIOTPEBA

YCJI0OBUA NN OTPAHUYEHUS 3A BE3OITACHA U
E®EKTUBHA YIIOTPEBA HA JIEKAPCTBEHUSA ITPOAYKT
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A. NPOU3BOIUTEJI(M), OTTOBOPEH(HH) 3A OCBOBOX/IABAHE HA ITAPTUIN

HwMe u azipec Ha TPOU3BOJUTENS, OTTOBOPEH 3a OCBOOOKIABAHE HA NAPTHINTE

Boehringer Ingelheim Pharma GmbH & Co. KG
Binger Strasse 173

55216 Ingelheim am Rhein

T'epmanus

Boehringer Ingelheim Hellas Single Member S.A.
5th km Paiania — Markopoulo

Koropi Attiki, 19441

I'spuus

Dragenopharm Apotheker Piischl GmbH
Gollstrale 1

84529 Tittmoning

I'epmanus

[TeuaTHaTa TMCTOBKA HA JICKAPCTBEHUS MPOAYKT TPsIOBA 1a ChbPKa HMETO U ajpeca Ha
IPOU3BOJUTEIIS, OTTOBOPEH 32 OCBOOOKIaBaHETO HAa ChOTBETHATA MAPTHUIA.

b. YCJIOBUSA WU OTPAHUYEHUS 3A TOCTABKA U YIIOTPEBA

JlexapCTBEHUSAT MPOLYKT CE OTIIyCKa IO JEKAPCKO MPeIIICaHue.

B. JAPYI'M YCJIOBUSA N UBUCKBAHUSA HA PASPEIIEHUETO 3A YIIOTPEBA
. IlepuoguyHu aKkTyaJau3npanm aokiaanu 3a oesonacuoct (ITAIB)

W3uckBanusra 3a nojgasane Ha [TAJIb 3a To3u nekapcTBeH NPOLYKT ca MOCOUEHH B CIIMCHKA C
pedepentnute natu Ha EBponeiickus cpio3 (EURD cnucek), npensuaes B wi. 1078, an. 7 ot
Hupexrtusa 2001/83/EO, 1 BbB BCUUKH CIIE/IBAIH aKTyJIN3aI[1H, TyOJIUKYBaHU HA €BPOIICHCKHUS
yeOnopTain 3a JeKapcTBa.

. YCJIoBus WJin Or'PAHUYEHUS 3A BE3OITACHA U EOEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHMUS ITPOAYKT

o Ilnan 3a ynpaBaenue Ha pucka (ITYP)

[putexarenst Ha pasperieHueTo 3a yrnorpeda (IIPY) tpsadBa na u3BbpIIBa H3UCKBAaHUTE ACHHOCTH U
JeHCTBUS, CBBP3aHU C IPOCIIesIBaHe Ha JeKapcTBeHaTa 0€301acHOCT, mocoueHu B ogoopenus 11YP,
npencrased B Monyn 1.8.2 Ha pa3pemieHrneTo 3a ynorpeda, KakTo W BB BCHUKH CIIEBAIIH OT00pEHH
akTyanu3auuu Ha [TYP.

Axryammsupas [IYP Tps0Ba ga ce mogasa:

o 1o uckane Ha EBpomnelickaTa areHIus 1o JIeKapcTBaTa;

o BUHArd, KOTaTo Ce M3MEHsI CHCTEMAaTa 3a yIpaBJIeHHE Ha PHCKa, 0OCOOCHO B pe3yiTaT Ha
moJTydaBaHe Ha HOBa MH(OpMAITHs, KOSTO MOXKE J1a JOBENIE 10 3HAYMMH ITPOMEHH B
CHOTHOILIEHHETO MOJI3a/PUCK, WK CIIE/ IOCTUTaHEe Ha BayKEH eTal (BbB BPb3Ka ¢ IPOCIe/sBaHe
Ha JIeKapCTBeHaTa 0€30MaCHOCT WITH CBEXKIAHE HA PUCKA 10 MUHHUMYM).
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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 OITAKOBKA

1.

HUME HA JIEKAPCTBEHMSA TPOAYKT

Trajenta 5 mg bunmupanu TabieTku
JIMHATTTMIITHH

2.

OBSBSBAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcesika Tabnerka chabpka S mg IMHATIUITHH.

3.

CIIMCBK HA TIOMOIIHUTE BEHIECTBA

| 4,

JIEKAPCTBEHA ®OPMA 1 KOJIMYECTBO B EJIHA OITAKOBKA

10 x 1 ¢punmupanu tabiaeTku
14 x 1 punmupann TabIETKH
28 x 1 dbunMupanu TabICTKH
30 x 1 punmupanu TaOIETKH
56 % 1 punmupanu TabIETKH
60 X 1 hunMupaHu TabIETKH
84 x 1 punmupanu TabIETKH
90 x 1 punmupaHu TaOIETKH
98 x 1 punmupanu TabIETKH
100 x 1 punmupanu TabIeTKH
120 x 1 punmupanu TabIeTKH

B

HAYMH HA ITPUJIOKEHUE U ITBbT(MIIA) HA BBBEXJIAHE

[Mpeau ynorpeba npovereTe JIMCTOBKATA.
[TepopanHo npunoxeHue.

6.

CIHEHUAJIHO NPEAYHNPEXIEHUE, UYE JTEKAPCTBEHUAT NIPOAYKT TPSABBA
JA CE CBbXPAHSABA HA MsICTO JAJIEYE OT IIOTJIEJA U TOCET'A HA JIEIIA

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

I

APYI'U CHELHUAJIHU NPEAYHPEXIEHUS, AKO E HEOBXOJIUMO

| 8.

JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

TI'onen no:
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9. CIHEHUAJIHU YCJIOBUS HA CbXPAHEHUE

10. CHELHUAJIHU MPEANIASHU MEPKU INPU U3XBBPJIISTHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NJIN OTHAABYHU MATEPUAJIN OT
TAX, AKO CE UBUCKBAT TAKHBA

‘ 11. HWME U AJJPEC HA TIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Boehringer Ingelheim International GmbH
Binger Str. 173

55216 Ingelheim am Rhein

T'epmanus

12. HOMEP(A) HA PABPEIIEHUETO 3A YIIOTPEBA

EU/1/11/707/001 10 x 1 Ttabierku
EU/1/11/707/002 14 x 1 tabneTku
EU/1/11/707/003 28 x 1 tabneTku
EU/1/11/707/004 30 x 1 tabieTku
EU/1/11/707/005 56 x 1 tabieTkun
EU/1/11/707/006 60 x 1 tabieTkun
EU/1/11/707/007 84 x 1 tabieTku
EU/1/11/707/008 90 x 1 TtabieTku
EU/1/11/707/009 98 x 1 TtabieTku
EU/1/11/707/010 100 x 1 tabmeTkn
EU/1/11/707/011 120 x 1 tabneTku

13. TAPTHUJAEH HOMEP

ITapt. Ne

| 14. HAYMH HA OTIIYCKAHE

‘ 15. YKA3AHUMA 3A YIIOTPEBA

‘ 16. HUH®OPMAIIAA HA BPAJIOBA A3BBYKA

Trajenta 5 mg

‘ 17.  YHUKAJIEH UAEHTU®UKATOP — IBYU3MEPEH BAPKO/]

JByn3mepeH 0apKo ¢ BKIIOYECH YHUKAICH HACHTU(DHUKATOD
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18. YHUKAJIEH UAEHTUOPUKATOP — JAHHU 3A YETEHE OT XOPA

PC
SN
NN
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MUHHUMYM JAHHU, KOUTO TPABBA JJA CbABPXAT BJIMCTEPUTE U JIEHTUTE

BJIUCTEPU (JIIEP®OPUPAHMN)

1. HUME HA JIEKAPCTBEHMSA TPOAYKT

Trajenta 5 mg TaGneTku
JIMHATITUNITHH

2. NME HA IIPUTEXKATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

Boehringer Ingelheim

‘ 3. JATA HA UI3TUYAHE HA CPOKA HA TOAHOCT

TI'onen no:

4. HHAPTUJAEH HOMEP

ITapT. Neo

|5.  JOPYro
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b. IUCTOBKA
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JlncroBka: undopmanus 3a noTpeduTeNs

Trajenta 5 mg ¢puamupanu TadaeTkn
muHarnuntrd (linagliptin)

IIpoyereTe BHUMATEIHO LAJIATA JUCTOBKA, IIPEAH 1A 3all04YHETE 1A IpUeMaTe TOBA JIEKapCcTBo,

TBhH KaTo TS ChAbP:Ka BaxHa 3a Bac nndopmanus.

- 3amaseTe Ta3u JUCTOBKAa. MOXKe 1a ce HAJIOKH J1a S IPOYETETE OTHOBO.

- AKO MaTe HSIKaKBU JOIBJIHUTEIHN BBIIPOCH, oNUTaiTe Bamus sexap, papmaneBT uin
MEIMLHHCKA CECTpa.

- Toga sekapcTBO € npeanucaHo JuyHo Ha Bac. He ro npeorcrsnBaiite Ha npyru xopa. To moxe
Jla UM HaBpeIy, He3aBUCUMO, Y€ MIPU3HALUTE Ha TAXHOTO 3a00JIsBaHe ca ChIIUTE KaTo Bamure.

- AKO TIOITyunTe HAKAaKBU HEXKEJaH! peakluy, yBeaomere Bammst gekap, hapManeBT uiu
MEJULMHCKA cecTpa. ToBa BKIIIOYBA ¥ BCUYKH Bb3MOKHH HEXKEJIaHU PEaKLUM, HEOIIUCAHU B
Ta3u JUCTOBKA. Brxre Touka 4.

KakBo cbabpika Ta3u JUCTOBKA!

Kakso mpencrasnsBa Trajenta i 3a KakBO ce M3MOI3Ba
Kakso TpsiOBa ma 3Haere, mpenu Aa nmpuemere Trajenta

Kak na npuemare Trajenta

BBb3M0KHM HEXEIaHU pEeaKLUU

Kak nma cexpansiBate Trajenta

ChbabpkaHue Ha ONIAKOBKATa M JOMBIHUTEIHA HHPOPMALIUS

Uk wdE

1. Kakso npeacrasiasia Trajenta u 3a KakBoO ce H3110J13Ba

Trajenta cbabpka aKTUBHOTO BEIIESCTBO JMHATIIMIITHH, KOSTO MPUHA/ICKU KbM IpyIa JIEKapCTBa,
Hape4eHH ,,[IepopaiHi aHTUAa0eTHH JiekapceTBa“. Ilepopanaure anTHIMa0STH JIEKapCTBa ce
M3II0JI3BAT 3a JIeUeHHe Ha BUCOKHM HHMBA Ha KpbBHATa 3axap. Te aeiicTBar KaTo nmomaraT Ha OpraHu3Ma
Jla HaMaJIl HUBOTO Ha 3axap B KpbBTa Bu.

Trajenta ce U3Moy3Ba MPU BB3PACTHH C ,,AMA0ET TUT 2° , aKO 3a00JIIBAaHETO HE MOXKE J1a ObJie
JIOCTaThUHO JOOPE KOHTPOJIUPAHO C €HO IEPOPATHO aHTUAMAOETHO JIEKAPCTBO (METHOPMHUH HIIH
CyA(pOHUITYPEHHN MPOU3BOIHHI) WK CaMO C JTUeTa U ynpakHeHus. Trajenta MOXe Jia ce M3MO0JI3Ba
3aeJIHO C JPYT'H aHTHIUA0ETHH JIEKapCTBa Hamp. MeTHOPMHUH, CyI)OHMITYpEHHH TIPOU3BOIHHU (HATIp.
TJIMMETTUPU/T, TIIAU3K), EMIAriuQI03uH UM HHCYJIHH.

BaxHo e na cnenBare cbBeTa, 1aAeH Bu ot Bamms nekap niv MEJUIIMHCKA CECTPa, OTHOCHO AMETa U
YIPaKHEHMUS.

2. Kakso Tps0Ba 1a 3HaeTte, npeau xa npuemere Trajenta

He npuemaiite Trajenta
o aKo CTe aJleprUYHU KbM JIMHATIHIITHH U KbM HIKOS OT OCTAHAIINTE ChCTABKU Ha TOBA
JeKapcTBO (M30POCHHU B TOUKA 6).

IpenynpesxaeHust ¥ MpeaNa3sHu MEPKH

I'oBopere ¢ Bamms nekap, GpapmManeBT uian MeTUIIMHCKA CECTpa, Ipean Aa npuemere Trajenta:

o ako umare auadet tun 1 (opraHu3MbT Bu He mpou3Bek1a MHCYJIMH) WU TuabeTHa
KeToaruo3a (yCIoKHeHHe Ha JruabeTa ¢ BUCOKa KpbBHA 3axap, Obp30 MOHMWKEHUE Ha TETIIOTO,
rajieHe Wwiv noBpsbinane). Trajenta He TpsiOBa Jla ce M3MOJI3BA 32 JIEYEHUE HA TE€3U ChCTOSHHUSL.

o aKo rpuemMare aHTUANA0ETHO JIEKAPCTBO, U3BECTHO KaTO ,,cyJIHOHMITYpEHHO
MPOU3BOAHO (HAIp. TIUMETHPUI, TIUIN3UI), BamusaT 1ekap Moxe Ja mokenae Ja HaMain
Jto3aTa Ha CyJI(QOHWITYPEHHOTO POU3BOIHO, KOTaTO I'o IIpreMarte 3aeaHo ¢ Trajenta, 3a 1a ce
n30erHe mpeKaJeHo craiaHe Ha KphBHATA 3axap.
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o aKO CTe UMAJTK aJICPTUYHU PEaKIMKM KbM HAKOH JIPYTH JCKapCTBa, KOUTO MPUEMATe 3a
KOHTPOJIMPaHE Ha KOMYECTBOTO Ha Barara kpbhBHA 3axap.
o aKo MMaTe WM CTe MMaJIM 3a00JIsBaHe Ha MTaHKpeaca.

AKO UMaTe CUMITOMHU Ha OCTBP IMaHKPEATUT, KaTO MOCTOSIHHA, CUJIHA CTOMAIIHa (KopeMHa) 0oJIKa,
TpsiOBa J1a ce KOHCyaTHparte ¢ Bamms nekap.

AKO yCTaHOBHTE NOsIBA HA MEXYPH I10 KOXAaTa, TOBa MOXE Ja € MPU3HAK Ha 3a00JsIBaHe, HAPCUCHO
OynoszeH nemdurona. BammsT nexap Moxke 1a Bu kake na npekparturte npuema Ha Trajenta.

JunabeTHuTe KOXXHH PaHH ca 4eCTO yCIoXHeHne Ha nuadera. CieqBaiiTe MpemopbKATE 3a TPIKU 32
KOXaTa U KpakKaTa, KOUTO CTe MOJIY4HIIM OT Barims jgekap Win MeIUIMHCKA CeCTpa.

Jeua v roHOIIN

Trajenta He ce npenopbyBa 3a aena u oHomM nox 18 roguau. ToBa JiekapcTBO HE € e(hEKTUBHO MPH
Jiena M I0HOINM Ha Bb3pacT Mexay 10 u 17 rogunau. He e u3BecTHO faiu TOBa JIGKapCTBO € 0€301acHO
1 e(peKTUBHO, KOTATO Ce€ M3MOJI3Ba NpH Jena Ha Bb3pacT nmoxa 10 roauHw.

JApyru nexkapcrBa u Trajenta
TpsbBa na kaxxere Ha Bamms nekap win papmaneBT, ako puemMaTe, HaCKOpO CTe PHEeMalTd WU €
BB3MOJKHO J1a ITpUeMaTe APYTH JIeKapcTBa.

HO'CHCHI/IEUIHO, TpH6Ba Jla KakeTe Ha Bamus JICKap, aKO U3IOJI3BATC JICKAPCTBA, KOUTO CbAbPIKAT
HAKOC OT CICOHUTC aKTHUBHU BCIICCTBA:

o Kapb6amazennH, pernobapourtan nian perntond. Te moraT na ObAaT U3MOI3BAHA 32 KOHTPOI HA
npunaxbiy (FrbpUoOBE) WK XPOHHYHA OOJIKA.
o Pudammuiima. ToBa € aHTHOMOTHK, U3ITOJI3BAH 32 JIeUeHHE Ha HH(EKITNH, KaTo TyOepKyo3a.

BpeMeHHOCT 1 KbpMeHe
AKo cTe OpeMeHHa WM KbPMHUTE, CMSITATe, Y€ MOXKeE Jja CTe OpeMEeHHa WJIH IUIaHUpaTe OpEeMEHHOCT,
nochBeTBalTe ce ¢ Bamms nexap winu hapmaneBT mpenu ynorpebdara Ha TOBA JIEKapPCTBO.

He e u3BecTHO manu Trajenta e BpeaeH 3a tuioaa. [1o Ta3u npudrHa e xenaTenHo aa nu30sAreare aa
usnoiseare Trajenta, ako cTe OpeMeHHa.

He e u3BectHo nanu Trajenta mpemuHaBa B KbpMara. Bamusit jekap TpsOBa ja peru Janu aa
MPEyCTAaHOBUTE KbPMEHETO HITH J1a IPEyCTaHOBUTE MTpHEMa/ia ce OTKaKeTe OT Tepanus ¢ Trajenta.

Ilodupane u padoTa ¢ MAIIMHH
Trajenta He MOBJIKSABA WITK MTOBJIMSABA MTPEHEOPEIKUMO CIIOCOOHOCTTA 3a IodupaHe U paboTara ¢
MAIlUHH.

IIpuemsbT Ha Trajenta B KOMOMHAIMS C JIEKapCTBa, HAPEUCHH CYII(POHMITYPEHHN POU3BOIHH, /UK
MHCYJIMH MO>KE J1a JI0BeJIe JO MHOTO HUCKM HHBA Ha KpbBHATa 3axap (XMIOTTTUKEMHs), KOETO MOXKE J1a
nonusie criocooHoctta Bu fa modupare u paboTuTe ¢ MalIMHK, WK Aa padoTuTte 6e3 cTadriHa
oropa 3a kpakara. Bp3mokHO e o0aue 1a Bu ce nmpenoppua mo-uecto ja u3cieaBaTe KppBHATA CH
3axap, 3a Jia ce CBeZie 10 MUHUMYM PUCKBT OT XHUIIOTIIMKeMusi, ocodeHo korato Trajenta ce
KOMOMHHpA ChC CYIPOHMITYPEHHO MPOU3BOJHO H/UIM HHCYIIUH.

3. Kak na npuemare Trajenta

Bunaru npuemaiite ToBa JI€KapcTBO TOUYHO KakTO Bu e ka3zanm BamusaT nexap. Ako He CTe CUTYPHH B
Helo, nonuraiTe Bammus nexap uiu GpapmanesT.

IIpenopbuntennara no3a Trajenta € eaHa TabJeTKa OT 5 Mg BEAHBXK JTHEBHO.
Bue moxxere na mpuemate Trajenta cbe mim 0e3 XpaHa.
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Br3moxHo e Bammar nekap ma npeqnuime Trajenta 3aeqHO ¢ Ipyro NEpopaIHo aHTHAHAOETHO
JICKapCTBO. 3allOMHETe, Ye TPsiOBa Ja MpUeMare BCUYKH JICKapCTBa CIIOPel yKa3zaHusITa Ha Bamms
JieKap, 3a Ja MOCTUTHEeTe Hali-To0puTe pe3yaTaTH 3a 3ApaBeTo CH.

AKo cTe mpueu MoBeye oT HeodxoauMaTa no3a Trajenta
Axo cte npuenu nosede ot Heobxoanmara no3a Trajenta, TpssOBa He3a0aBHO J1a TOBOPUTE C JIEKap.

AKo cTe nponycHaiu 1a npuemerte Trajenta

. AKo cTe npoIycHalu ja IpueMeTe enHa 1o3a Trajenta, mpuemeTe s BeIHara IoM Ce CETUTE.
Axo obaue ce ceTuTe MajKo IIPEaU BPEeMeTO 3a IPUEM Ha clie/(Balara 103a, IPOIlyCHeTe
3abpaBeHara Jj03a.

. He B3emaiite nBoliHA 1033, 3@ Ja KOMIIEHCUpaTe IIpOIlycHaTaTa go3a. Hukora He npuemMaiite 1se
JI03M B €IUH U ChLIU JCH.

AKko cTe cnipesu npuema Ha Trajenta
He cnmpaiite mpuema Ha Trajenta, mpeau na ce kKoHcynTupare ¢ Bamms nexap. HuBara Ha kpbBHaTa
Bu 3axap Moxe Aa ce moBHIIIaT, KOTaTo crpere aa mpueMare Trajenta.

AKO UMaTe HIKaKBU JOIBJIHUTEIHN BBIIPOCH, CBBP3aHH € YIIOTpebaTa Ha TOBA JIEKAPCTBO, IIOMHUTANTE
Bamus nekap, papManeBT Wi MEJULMHCKA CECTpa.

4. Bb3MOKHHN HeKeJTaHU PeaKIuu

KakTo Bcuuku JICKapCTBa, TOBA JICKAPCTBO MOXKE [1a MPEAN3BHUKA HEXKCIAHU PE€aKIIUH, BHIIPEKU Y€ HC
BCCKH T'U IIOJTy4aBa.

Hsikon cumnTomMu U3MCKBaT He3a0aBHA MEAUIIMHCKA IOMOII

Tps6Ba na cnpete npuema Ha Trajenta u BegHara Ja noceture Bamus nexap, ako MoJIyduTe CICAHUTE
CHUMIITOMHU Ha HHCKa KPbBHA 3aXap: TPENepeHe, N3MO0TABaHE, TPEBOKHOCT, 3aMbBIJICHO 3pEHUE,
W3TPBIIBaHE Ha yCTHUTE, PeOJIeAHsABaHE, IPOMSHA Ha HACTPOCHUETO HITH 00BPKaHOCT
(xumornukemust). XUIMOTTUKEMUs (YECTOTa: MHOTO YECTH, MOJKE J1a 3aCerHar nosede ot 1 Ha

10 mymm) e mo3HaTa HeXKeIaHa peakius pu rnpueM Ha Trajenta 3aeqHo ¢ MeTopMuH U
CyIA(POHUITYPEHHO TPOU3BOIHO.

Hsikou maryeHTn ca MMalii aJIEprHIHU PEakIiuy (CBPbXIyBCTBUTEIHOCT; YECTOTA: HEYECTH, MOXKE Ja
3acernar 10 1 Ha 100 qymm) mo Bpeme Ha npueM Ha Trajenta CaMOCTOSITETHO WIIM B KOMOMHAIIUS C
JPYTH JIEKApPCTBEHU TPOIYKTH 3a JICUCHHE Ha AUa0eT, KOUTO MOTaT Jia Ob/IaT CEPHO3HHU, BKITFOUMTETHO
XPHUIIOBE ¥ 33yX (OpoHXHaIHA XHUIIEPPEAKTHBHOCT; C HEM3BECTHA YECTOTA, OT HAIMYHUTE JAHHU HE
MOe J1a ObJIe HarpaBeHa OIEHKa 3a 4ecToTaTa). HIKOM manueHTy ca moyqmii o0puB (4ecToTa:
HEYECTH ), KONPHUBHA TpecKa (YpTHKapHs; 4eCTOTa: PeIKy, Moxe ja 3acerHat a0 1 Ha 1 000 mymn) u
OTOK Ha JINIETO, YCTHHUTE, €3UKa M TBPIIOTO, KOWNTO MOKE JIa IPUYNHHU 3aTPYTHEHO AUINAHE HITH
rbITaHe (AHTHOCAEM; YEeCTOTA: PEIKH). AKO TONYYUTE HIKOW OT TOPEMOCOYCHUTE MPU3HAIIA Ha
3abonsiBaHe, cripete npreMa Ha Trajenta u He3abaBHO ce obaneTe Ha Barus nekap. BammsaT nekap
Moxe J1a Bu nipeanuiie iekapcTBo 3a JieueHne Ha Baiara ajnepruuHa peakiys u Apyro JeKapCTBo 3a
neueHue Ha Barus auaber.

Hsikou marnmenTH ca MMalii Bh3MaleHue Ha MaHkpeaca (ITaHKpeaTuT; YecToTa: PeIKH, MOXe Ja

3acernart 10 1 Ha 1 000 ayrmm) mo Bpeme Ha mprem Ha Trajenta caMOCTOSITETHO HIM B KOMOHUHALINS C

JpYyTH JISKapCTBEHU NPOIYKTH 3a JCUCHHE Ha AUa0eT.

CIIPETE npuema na Trajenta u ce cBbpKeTe He3a0aBHO C JIEKap, aKo 3a0eJIeKUTE HIKOS OT CIEIHUTE

CEPUO3HU HEXEJIaHU PEaKIIH:

. CuiHa ¥ ToCcTOsIHHA 00JjIKa B KopeMa (00s1acTTa Ha cToMaxa), KOsITO MOXKe Jla Ce pa3npoCTpaHu
KBbM I'bp0a, KaKTO U TaJICHE U MOBPBIIAHE, Th KATO TOBAa MOXKE Ja ca IMIPHU3HALM Ha Bh3MAJICHUE
Ha naHkKpeaca (IIaHKpeaTuT).
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Hsaxown nanmeHTy ca nManu ClIeTHUTE HeXKeTIaH! PEeaKIliy Mo BpeMe Ha mpreM Ha Trajenta
CaMOCTOSTETTHO WJIM B KOMOWHAITNS C JPYTH JIEKAPCTBEHH MTPOAYKTH 32 JICUeHHE Ha THadeT:

o UecTy: MOBUINICHH HUBA HA JIMIA3aTa B KPHBTA.

. Heuectu: Bp3manenre Ha HOCA WM T'BPIIOTO (Ha30(hapHHTHUT), KAIIAIIA, 3aleK (B KOMOWHAIIHS
C MHCYJIMH), IOBUIIICHN HUBA HA aMIJIa3a B KPBBTA.

. Penxu: mexypu o koxara (Oyiio3eH mempurons).

Cpo0maBaHe HA HesKeJIAHU PeaKIIun

AKO MOITyYuTe HIKAKBU HEKETaHU JICKApCTBEHU Peakilny, yBeaoMere Bamus nekap, GapmaneBT wim
MEMIIMHCKA cecTpa. ToBa BKJIFOUYBAa BCHYKU Bb3MOXHH HEOIHMCAHU B Ta3H JTUCTOBKA HEXKEIaHH
peakiun. MoKeTe ChIIo 1a ChOOIINTE HEXKEIIaHU PEaKIlii THPEKTHO Ype3 HAllMOHAIHATA CHCTEMA 3a
chobmaBane, mocodeHa B llpumoskerne V. Kato cpo0mmaBaTe HeXKeIaH! PEaKITHK, MOXKETE J1a JaIeTe
CBOS MMPUHOC 3a TIOJy4YaBaHe Ha MoBe4e MH(OPMAIUsi OTHOCHO 0€30TaCHOCTTA Ha TOBA JISKAPCTRO.

5. Kak na coxpansiBate Trajenta

I[a C€ CbXpaHsiBa Ha MsACTO, HEAOCTBIIHO 3a JIC1A.

He u3non3BaiiTe TOBa JIGKAPCTBO CJIE]] CPOKa HA TOAHOCT, OTOEINSI3aH BhPXY OJNIMCTEpa U KapTOHEHATa
omnakoBKa cien ,,l'oneH 1o0:“. CpokbT Ha TOAHOCT OTTOBApsI HA MOCIEIHUSA JEH OT OCOYEHUS Mecell.

ToBa JIekapCcTBO HE U3UCKBA CIIELUAIHY YCIOBUS HAa CbXpaHEHUE.
He uznon3paiite Trajenta, ako omakoBKaTa € MOBpEeHa WIH UMa CIIEAN OT OTBapsHE.

He u3xBbpisiiTe nekapcTBaTa B KaHAIU3alMATa WIM B KOHTEMHEpPA 33 JOMAIIHU OTHaAbIIH.
[ommmraiite Bamms dapMarieBT Kak ga U3XBBPIATE JIEKapCTBaTa, KOUTO Bede He u3mnomn3pare. Te3n
MEPKH 1€ CIIOMOTHAT 32 Ola3BaHe Ha OKOJIHATa Cpefa.

6. Chbabp:kaHue HA OIAKOBKATA M JOIIBJIHUTEIHA HHpOpManus

Kaxkso cpabp:ka Trajenta
- AKTHBHO BEIIECTBO: JINHATIHIITHH
Bcesika punvupana tabnerka (TabneTka) ChABPKA S Mg JIMHATIUTITHH

- Jlpyru chCTaBKU:
Slnpo Ha TabnerkaTa: MAHUTOJ, MPEKETATHHUIUPAHO HUIIECTE (IIAPEBUYHO), TAPEBUYHO
HUIIIECTE, KOMTOBUIOH, MAarHE3UEB CTeapar
DUIMOBO MOKPUTHE: XUTIPOMeT03a, TuTanoB auokcu (E171), tank, makporon (6000), sxemezen
oxcu, uepseH (E172)

Kaxk m3rinexaa Trajenta u KakBo cbIbp:Ka ONMAKOBKATa

o Trajenta 5 mg Tabnetku ca 8 mm B 1MaMeThp, KPBIIIH, CBETIIOUEPBEHU QHUIMHPAHU TaOIETKH C
BINIBOHATO pesieHO o3HaueHue ,,D5“ ot eqnara crpana u jororo Ha Boehringer Ingelheim ot
JpyraTa CTpaHa.

. Trajenta ce npemiaraT B nepopupaHu OJIMCTEPH OT aATyMUHHUMN/aTyMUHAN C €IUHUYHY JIO3H.
Bunosere omakoBkr ca 10 x 1,14 x1,28x1,30%x 1,56%x1,60x%x1,84x1,90x1,98x1,
100 x 1 u 120 x 1 TabneTKH.

He Bcuuku BHIOBE ONIAKOBKK MOTrar Jia ObJIaT MyCHATH Ha Ma3apa BbB Baiara crpaHa.
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IpuTexaTes HA pa3pelleHHETO 32 yNOTpeda

Boehringer Ingelheim International GmbH
Binger Strasse 173

55216 Ingelheim am Rhein

T'epmanus

IIpousBoauTe

Boehringer Ingelheim Pharma GmbH & Co. KG
Binger Strasse 173

55216 Ingelheim am Rhein

T'epmanus

Boehringer Ingelheim Hellas Single Member S.A.

5th km Paiania — Markopoulo
Koropi Attiki, 19441
I'spuus

Dragenopharm Apotheker Piischl GmbH
GollstraRe 1

84529 Tittmoning

T'epmanus
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3a JOBIHATENIHA HHPOPMAITUS OTHOCHO TOBA JIEKAPCTBO, MOJIS, CBBPIKETE CE€ C JIOKATHUTE
MIPE/ICTAaBUTENN Ha TIPUTEKATEN Ha Pa3pelIeHHETo 3a ynoTpeda:

Belgié/Belgique/Belgien
Boehringer Ingelheim SComm
Tél/Tel: +322 77333 11

bbarapus

Bropunrep Unrenxaiim PLIB I'm6X u Ko KT -
KJIOH bparapus

Tem: +359 2 958 79 98

Ceska republika
Boehringer Ingelheim spol. s r.o.
Tel: +420 234 655 111

Danmark
Boehringer Ingelheim Danmark A/S
TIf.: +4539 15 88 88

Deutschland
Boehringer Ingelheim Pharma GmbH & Co. KG
Tel: +49 (0) 800 77 90 900

Eesti

Boehringer Ingelheim RCV GmbH & Co KG
Eesti filiaal

Tel: +372 60 80 940

EAlLGoa

Boehringer Ingelheim EALdg Movorpoowmnn
A.E.

TnA: +30 2 10 89 06 300

Espafia
Boehringer Ingelheim Espafia, S.A.
Tel: +34 93 404 51 00

France
Boehringer Ingelheim France S.A.S.
Tél: +33 326 50 45 33

Hrvatska
Boehringer Ingelheim Zagreb d.o.o.
Tel: +385 1 2444 600

Ireland
Boehringer Ingelheim Ireland Ltd.
Tel: +353 1 295 9620
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Lietuva

Boehringer Ingelheim RCV GmbH & Co KG
Lietuvos filialas

Tel: +370 5 2595942

Luxembourg/Luxemburg
Boehringer Ingelheim SComm
Tél/Tel: +322 77333 11

Magyarorszag

Boehringer Ingelheim RCV GmbH & Co KG
Magyarorszagi Fioktelepe

Tel.: +36 1 299 8900

Malta
Boehringer Ingelheim Ireland Ltd.
Tel: +353 1 295 9620

Nederland
Boehringer Ingelheim B.V.
Tel: +31 (0) 800 22 55 889

Norge
Boehringer Ingelheim Danmark A/S NUF
TIf: +47 66 76 13 00

Osterreich
Boehringer Ingelheim RCV GmbH & Co KG
Tel: +43 1 80 105-7870

Polska
Boehringer Ingelheim Sp.zo.o.
Tel.: +48 22 699 0 699

Portugal
Boehringer Ingelheim Portugal, Lda.
Tel: +351 21 31353 00

Romania

Boehringer Ingelheim RCV GmbH & Co KG
Viena - Sucursala Bucuresti

Tel: +40 21 302 2800

Slovenija

Boehringer Ingelheim RCV GmbH & Co KG,
Podruznica Ljubljana

Tel: +386 1 586 40 00



Island Slovenska republika

Vistor ehf. Boehringer Ingelheim RCV GmbH & Co KG,
Simi: +354 535 7000 organizaéna zlozka
Tel: +421 2 5810 1211
Italia Suomi/Finland
Boehringer Ingelheim Italia S.p.A. Boehringer Ingelheim Finland Ky
Tel: +39 02 5355 1 Puh/Tel: +358 10 3102 800
Kvbzpog Sverige
Boehringer Ingelheim EALdg Movorpdownn Boehringer Ingelheim AB
A.E. Tel: +46 8 721 21 00
TnA: +30 2 10 89 06 300
Latvija
Boehringer Ingelheim RCV GmbH & Co KG
Latvija filiale

Tel: +371 67 240 011

IIaTa Ha MOCJIEAHO MpepasrjieKaane Ha JUCTOBKaTa

IMonpoOHa uH(popMaIus 3a TOBA JIKAPCTBO € TMPEAOCTaBeHA Ha yeOcalita Ha EBponeiickaTa areHIus
o JiekapcTBaTa https://www.ema.europa.eu.
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