NPUJIOKEHHUE 1

KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA



1. HNME HA JIEKAPCTBEHUS TPOAYKT

Januvia 25 mg ¢punmupany TabneTKH
Januvia 50 mg ¢punmupanu TabneTKH
Januvia 100 mg ¢punMupanu TabneTku

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Januvia 25 mg dunMupadu TabIeTKH
Bcesika TabneTka chappika cuTarmunTHH GochaT MOHOXHPAT, CKBUBAICHTEH HA 25 mg CUTArTUITHH
(sitagliptin).

Januvia 50 mg duimupanu TabaETKU
Bcsika TabmeTka chabpka CHTarTUNTHH GochaT MOHOXHIPAT, EKBUBAJICHTEH HAa 50 Mg CUTATIAIITHH
(sitagliptin).

Januvia 100 mg dunMupanu TabneTku
Bcesika TabneTka chlibpika CHTANIMNTHH GochaT MOHOXHpAT, ekBuBasieHTeH Ha 100 mg cuTanMNTHH
(sitagliptin).

3a IBJIHUSA CIIUCHK Ha IOMOIIIHUTE BEIIECTBA BIDKTE TOYKA 6.1.

3. JIEKAPCTBEHA ®OPMA
®dunmvupana Tabnerka (Tabnerka)

Januvia 25 mg ¢punmupany TabneTKy
Kpbrna, po3oBa ¢punmupana TabneTka ¢ Haanuc “221” ot eqHarta cTpaHa.

Januvia 50 mg ¢punmupany TabIeTKH
Kpwbria, ceetiiobexosa ¢punmmupana tabnerka ¢ Haamuc “112” ot exHara cTpaHa.

Januvia 100 mg dwmMupanu TabIeTKN
Kpspria, 6exona prmvupaHna TabiaeTka ¢ Haamuc “277” oT emHaTa cTpaHa.

4. KJIWMWHUYHU JAHHHU
4.1 TepaneBTUYHHU MOKA3ZAHUS

HpI/I BB3pAaCTHU MAIUCHTHU CHC 3aXapCH ):[I(Ia6eT Trn 2 Januvia e IoKa3aH 3a HOI[O6p$IBaHC Ha
TIIMKEMUYHUSA KOHTPOJI:

KaTO MOHOTEpAITuA:

L4 IIpU MaUCHTHU € HE3aAOBOJIUTCIICH KOHTPOJ CaMO 4Ype3 JUCTA U YIIPAXKHCHHUA U IIPHU KOUTO
MeT(l)OpMI/IH € HCTIOAXOAALI Iopaar MPOTUBOIIOKa3aHUA UJIN HCIIOHOCUMOCT.

KaTo JBOIHA MepopaiHa Tepanus B KOMOHHALIHUA C:

. MeT(HOPMHUH, KOTaTo ¢ JAUeTa ¥ YIPAKHECHHUS, TUTIOC TIpUIaral CaMOCTOSATEIIHO METHOPMUH, HE
C€ IMOCTUTa 3aJOBOJINTENICH ININKEMUYEH KOHTPOJ.

o cynpOHUITYPEHHO MPOU3BOIHO, KOTATO C TUETA M YIPAKHEHHUS, ITFOC MAKCUMAJTHA TOHOCHMA
1032 cyn(OHUITYPEHHO MPOU3BOIHO CAMOCTOSTEITHO, HE CE MOCTHTa 33I0BOJTUTENICH



TNIMKEMHUYCH KOHTPOJI U KOTraTo MeTq)OpMI/IH € HCTIOAXOAAII IMMopaaun IMPOTUBOIIOKAa3aHUA U
HETOJICPAHTHOCT.

. MTePOKCU30MeEH Ipordeparop—akTUBUpaH perentop rama (PPARY) aronnct (Hamp.
THA30JUANHINOH ), KOTaTO M3M0a3BaHeTo Ha PPARY aroHUCT € mMoaxo/as1Io u KoraTo ¢ JueTa u
ynpaxHenus, mmoc PPARy aronuct, npuiaran caMocTosITeNTHO, HE c€ TIOCTUTA 3aI0BOJTUTENCH
TIIUKEMHAYEH KOHTPOJL.

KaTo TpOifHa MepopajHa Teparus B KOMOWHAIH C:

o CyAhOHMITYPEHHO TPON3BOAHO U MET(HOPMHIH, KOTAaTO C IUETA U YIPAXHEHUS, TUTIOC TIBOHHA
Tepanusi C Te3U JEKapCTBEHU MPOAYKTH, HE C€ MTOCTUTa 33I0BOJIUTEICH INTIUKEMUYEH KOHTPOIL.

. PPARy aronuct un merdopmuH, korato usnon3panero Ha PPARy aronucr e moaxosmio u
KOTaTO C JUeTa U YIPaXHEHUs, IUIIOC BOIHA Tepamus ¢ Te3H JICKapCTBEHU NPOJYKTH, HE ce
MOCTHUTA 33/TOBOJUTENICH TNINKEMUYEeH KOHTPOJL.

Januvia chIII0 € IOKa3aH KaTo JOMBJIHUTENHA TePaus KbM HHCYIUH (CbC WU 0e3 MeT(HOPMHUH),
KOTaToO C JUeTa U YyIPAXHEHUs, IUTIOC IIOCTOSHHA /1032 MHCYJIMH, HE C€ ITOCTUTA 3al0BOJIMTENIEH
TTMKEMHUYEH KOHTPOIL.

4.2 Jlo3MpoOBKA U HAYHUH HA MPUJIOKEHHE

EO3I/I[ZOBK3

Hozarta e 100 mg cuTarmunTHH €IWH BT MHEeBHO. Koraro ce m3mon3Ba B KOMOMHAITUS C METHOPMUH
n/unmn PPARYy aronucr, no3ara Ha merdopmun u/miu PPARY aronncra He TpsiOBa J1a ce mpoMeHsl, KaTo
Januvia ce mpuiara e THOBPEMEHHO.

Koraro Januvia ce n3non3sa B KOMOMHAIUS ChC CYT()OHIITYPEHHO TPOU3BOTHO HITU C UHCYJIHH, MOXE
Jia ce 0OMHCITH ITO-HHCKa 71032 CYII(OHIITYPEHHO MPOU3BOAHO WIIM HHCYIIMH, 32 JIa C€ HaMaJld PUCKBT
OT XUTIOTJINKeMHsI (BX. TOUka 4.4).

AKko ce pomnycHe J103a Januvia, TpsOBa Jia ce B3eMe He3a0aBHO, KOraTo MalUeHThT ce CeTH. B eauH u
CBIIM JICH He TPsOBa Jla ce B3eMa JBOiHA J103a.

CrenmaiHy nomyaaiuu

bwvbpeuno yepescoane

Korato ce oOMuCIIS M3M0I3BaHETO HA CUTATIIUIITHH B KOMOMHAIS C PYT aHTHANA0CTEH JIEKapCTBEH
NPOAYKT, TPsIOBa /1a ce MPOBEPST yCIOBUATA 3a U3MOI3BAHETO MY NPH MAMEHTH ¢ ObOpEedHO
yBpEKIaHe.

[Tpu manmenTy ¢ OBOPEYHO YBPEXKIaHE B JieKa CTENeH (CKopocT Ha rioMepyiHa gunrpanus [GFR]
> 60 1o < 90 ml/min) He ce Hanmara KOpPEeKIIUs Ha J103aTa.

[Tpu manmentn ¢ 6pOpeuHo yBpexkaane B ymepena crene (GFR > 45 no < 60 ml/min) He ce Hanara
KOPEKIIHs Ha 103aTa.

[Tpu manmentn ¢ 6p0peuHO yBpexkaane B ymepena crened (GFR > 30 go <45 ml/min) go3ata Januvia
e 50 mg BenHBX THEBHO.

[Ipu manmenTn ¢ 60peunHo yBpexaaHe B Texka crerneH (GFR > 15 no < 30 ml/min) i ¢
TepMuHanHa 0b0peuna HegoctaTbuHOCT (ESRD) (GFR < 15 ml/min), BKIIIOYHTETHO T€3W N3UCKBAIIN
XeMOoIualln3a WK NepruToHea Ha Juain3a, 1o3aTta Januvia e 25 mg BeJHbX IHEBHO. JleueHNeTo Moxe
Ja 0bJe MPUII0KEHO HE3aBUCHMO OT BPEMETO 3a JHajIN3a.



[Mpeau 3anoyBane Ha JIEYCHUETO ¢ Januvia ¥ IEPUOJUYHO CIIe/I TOBA ce MPENophyBa OlEHKA Ha
0b0OpeuHaTa QyHKIUS, Thil KATO € HEOOXOAMMO KOPEKIHS Ha J103aTa Ha O0a3ara Ha ObOpeuHaTa
dhyHKIHS.

Yeprnoopobro yspexcoare

He ce nayara xopekiusi Ha npuiiaraHara J103a npy MalUeHTH € JIEKO JIO CPETHO TEKKO YepHOAPOOHO
YBpEXKJIaHe. Januvia He € MPOyYBaH MPY MAIUSHTH C TEXKKO YePHOAPOOHO YBPEXKIaHE U CIICABA JIa CC
MTOJIXOK1a BHUMATEITHO (BXK. TOUKA 5.2).

063‘16, Thil KaTO CUTAIVIUIITHH CE CJIIMMUHHUPA OCHOBHO YpE3 6’B6pe]_II/ITe, HE CC O4aKBa TCKXKOTO
qepHoz[po6Ho YBpEIKAAHC Na IMOBJIIHAC BbPXY (l)apMaKOKI/IHCTI/IKaTa Ha CUTAITIMIITUH.

Cmapuecka 6v3pacm
He ce Hanara kopekius Ha 103aTa B CbOTBETCTBHE C Bb3pPacTTa.

Ileouampuuna nonynayus

CurariunTyH He TpsAOBa Jla ce U3II0JI3BA MPH JIela U IOHOIMIU Ha Bh3pacT oT 10 1o 17 roauHu nopaau
HEJ0CTaThYHa epUKACHOCT. HammyauTe IMoHaCTOSIIEM JaHHY ca OMUCaHu B TOUkH 4.8, 5.1 1 5.2.
CuTaraunTiH HE € IPOYyYBaH MpHU NeAUATPUIHN TAIUEHTH Ha B3pacT moA 10 rogmam.

Hauwun Ha npunoxenue
Januvia Moke 1a ce mpreMa ChC WK 0e3 XpaHa.

4.3 TIlporuBomokazaHus

CBpPBX4yBCTBUTEIHOCT KbM aKTHBHOTO BEILIECTBO UM KbM HAKOE OT ITOMOIIHUTE BEIIECTRA,
n30poeHu B Touka 6.1 (Bk. Touku 4.4 u 4.8).

4.4 ChnenuanHu npexynpe:aeHus U Mpeana3Hl MepKU NpH ynoTpeda

O0mu
Januvia He TpsAOBa a ce M3IMOJI3BA MPH MAIMEHTH ChC 3aXapeH nuadeT THIT 1 WiIH 3a JICUeHUE Ha
JIrabeTHa KeToaIHI03a.

OcTbp MaHKpeaTuT
VYrorpebara Ha DPP-4 nHXUOUTOPH € CBhp3aHa C PUCK OT pa3BUTHE HA OCTHP MaHKPEATHT.

[NanuenTure TpsiOBa n1a Ob1aT MHPOPMUPAHH 32 XapaKTEPHUsI CUMIITOM Ha OCTHDP NMaHKPEATHT:
nepcucTUpalia, MHOTO CHJIHa KopeMHa Oonka. Ciiell ipeKpaTsBaHe Ha CUTArIMITHH, ce HabIroqaBa
OTIIyMsIBaHE Ha ITAHKpeaTHTa (ChC WK 0€3 NOATbPIKAILO JICYEHUE ), HO B MHOI'O PEAKH CIIydau €
CHOOIIaBaHO 32 HEKPOTU3UPAIL WIIM XeMOParnieH MaHKPeaTUT W/ CMBPT. AKO MMa CbMHEHHUS 32
MaHKpeaTuT, TpSIOBa Ja ce MPeKpaTH NpUeMbT Ha Januvia i APYrd NOTSHIUATHO OI03UpaHH
JIEKapCTBEHH IIPOLYKTH; aKO C€ MOTBBPAH OCTHP AHKPEaTUT, IpUeMbT Ha Januvia He TpsOBa 1a ce
Bb300HOBsBa. HeoOxoanMo € moBHIIIEHO BHUMAaHKE TP NMALMEHTH ¢ aHaMHe3a 33 TaHKPEeaTHT.

XUNOIIKMKEMHUs, KOTaTo c€ IpUJiara B KOMOMHAIMS C IPYTY aHTUXUICPIIIMKEMUYHU JICKaPCTBEHH
IPONYKTH

[Tpy KIMHUYHYT U3MUTBaHU, Januvia KaTo MOHOTEpANHs M KaTo 4acT OT KOMOWHHUpaHa Teparus ¢
JIEKapCTBEHU MPOIYKTH, 32 KOUTO € U3BECTHO, Ye HE MPUUYMHSBAT XUITOTJIMKEMUS (Harp. MeT(hOpMHUH
u/unu PPARy aronucr), choOIeHHTE HUBA HA XUTOTIIMKEMHS TIPU CUTATITUIITHH Ca CXOTHH C T€3H NPU
NalMeHTH NOoTyYaBau mianedo. XunormKeMusl ¢ HaOmogaBana, Koraro CUTAIMIITHH € U3II0J3BaH B
KOMOWHANNS C MHCYJIUH WM cyl(oHmITyperHo npou3BonHo. CleqoBaTesHo, 3a 1a ¢€ HaMaJll PUCKBT
OT XUIIOTJIMKEMHSI, TPSIOBa 1a ce OOMUCIH MO-HUCKA 1032 CYAPOHUITYPEHHO MPOU3BOIHO WIIM HHCYINH
(BX. Touka 4.2).

Bbr0OpeuHo yBpexnane
CHTarMNTHH ce eKCKpeTHpa Ob0pedHo. 3a 1a ce JOCTUTHAT IUIa3MEHUTE KOHIICHTPAI[MH Ha
CUTATIIUIITHH, TTOIOOHU Ha TE3H TPHU MAIUEHTH ¢ HOpMailHa OhOpeuHa (yHKIus, mpu nanuentu ¢ GFR




<45 ml/min ce npenopbrYBaT MO-HUCKH JT03HU, KaKTO U mpu naruenTy ¢ ESRD, n3uckpamu
XEeMOIMANIN3a WU TIepUTOHCATHA Juain3a (BX. Touku 4.2 u 5.2).

Koraro ce 00MUCIIS N3IMON3BaHETO HA CUTATIIMIITHH B KOMOMHAIINS C IPYT aHTUAHA0CTEH JICKAPCTBEH
MIPOAYKT, TPSIOBA J1a C€ TIPOBEPSAT YCIOBUATA 32 M3IMOJI3BAHETO MY IPH MAITUCHTH ¢ ObOpPETHO
YBpEKIaHE.

Peaknyy Ha CBPBXYYBCTBHTEIHOCT
Cpo0I1eHn ca MOCTMAPKETHHTOBY CIIy4an Ha CEPUO3HU PEaKIMK Ha CBPBXUYBCTBUTEIHOCT MPH

NalKUEeHTH, JIEKyBaHU ChC CUTAIIUITHH. Te3: peakuny BKIIOYBAT aHA(UIAKCHS, AaHTHOSAEM 1
eK(oTMaTUBHY CHCTOSIHUS Ha KOXKaTa, BKJIIIOYUTEIHO CHHAPOM Ha Stevens-Johnson. Haganoro Ha
TE€3U peakKluHy € [0 BpeMe Ha IIbPBUTE 3 Mecela ciIe]] 3all04BaHe Ha JICUCHUETO, KaTo HAKOU CIIydau ce
MPOsIBABAT CJIE]] MbpBaTa J03a. AKO ce 0J031pa peaklusi Ha CBPbXUYBCTBUTEIHOCT, IPUEMBT HA
Januvia Tps6Ba na 6bae npexpareH. TpsaOBa Aa 6bAAT OLICHEHU IPYTH MOTEHIMATHNA IPUYMHH 32
CBCTOSIHUETO U Ja CE 3alI0YHE AJITEPHATHBHO JICYEHUE Ha auabeTa.

Bynosen nemduroun

IIpu marmenTy, npuemantu DPP-4 nHXUOUTOPH, BKIIOYUTETHO CUTATTTUIITHH, HMa IIOCTMAPKETHHTOBH
chOOIIeHuUs 3a Oyo3eH nempuron. AKo Ma CbMHEHMS 3a 0yJ103¢H neMUrona, npueMbT Ha Januvia
Tps0Ba Ja ce MPeyCTaHOBH.

Hatpuii
To3u nexkapcTBEH MPOAYKT ChAbpKa MO-Malko oT 1 mmol Hatpwmii (23 mg) Ha TabneTka, T.e. MOXe J1a
ce Kaxke, 4e MPAKTHYECKU HE CBhIbPKa HATPHIL.

4.5 BzauMmogeiicTBHe C APYTH JIEKAPCTBEHH NPOAYKTH U APYru (JOpMH HA B3auMoaelcTBIe
Edexty Ha Apyry gekapcTBEHU NPOAYKTH BbPXY CUTAMUNTHH

HpCHCTaBCHI/ITC I10-10J1y KIIMHUYHHA JaHHU IPEAIoIarar, 4€ puCKbT OT KIIMHUYHO 3HAYUMHU
B3aPIMOZ[€ﬁCTBPIH C CAHOBPECMCHHO IIpUJIaraHu JICKAPCTBCHU MPOAYKTU € HUCHK.

In vitro npoy4YBaHUATA ITOKA3BAaT, Y€ OCHOBHUSAT €H3UM, OTTOBOPEH 32 OrpaHMYEHHS METa00IM3bM Ha
cutarmnTiH, € CYP3A4 npu yyactrero u Ha CYP2CS. [lpu nanmuenTn ¢ HopMaiHa Or0pedHa
¢byHKIUS, METa0OMM3MBT, BKITounTeHO upe3 CYP3 A4, urpae manka posisi B KIMpbhHCa Ha
CUTaIIMIITHH. MeTaOoIM3MBbT MOXKeE Jja UTpae MOo-ChIIECTBEHA POJIs B €TMMUHUPAHETO Ha
CHUTAITUITHH IPH TEXKKO OBOPETHO YBpEKIaHe WM TepMUHAIIHA O0h0peuHa HemocTarbuHOCT (ESRD).
[lopanu Ta3u npuurHa € Bb3M0xkHO MOIIHN CYP3 A4 unxuburopu (Karo KETOKOHA30JI, HTPAKOHA30I,
PUTOHABUD, KIAPUTPOMHUIIUH) A3 IPOMEHAT (hapMaKOKMHETHKATA Ha CUTATIMITHH MPH MAllUEHTH C
TeXKa cTeneH Ha 650peuno yBpexaane wim ESRD. Be3neiictBuero na momntante CYP3A4
MHXUOUTOPH NpH HaIU4Ke Ha ObOpEeYHO YBpeXAaHe HE € OLIEHSBAHO B KIMHUYHO MPOYyYBAaHE.

In vitro mpoydBaHusATa Ha TPAHCIIOPTA ITOKA3BAT, Y€ CUTATNIUIITHH € CyOCTpaT Ha P-TIIHKOIPOTENHA 1
Ha TpaHcnopTepa Ha oprannyau aHuOHU-3 (OAT3). OAT3-MeauupaHusT TPAHCIIOPT HA CUTATIUIITHH
ce TIOTHUCKa in Vifro OT IPOOSHEIH I, MaKap Y€ PUCKBT OT KIMHUYHO 3HAYMMH B3aMMOJICHCTBUS CE
OIIeHsBa KaTo HUCHK. EnHOoBpeMenHoTO niprioxkenne ¢ OAT3 HHXUOUTOpH HE € OLIEHSABAHO in Vivo.

Mempopmun: ETHOBPEeMEHHOTO, MHOTOKPATHO MpHIIokKeHHEe Ha J103a oT 1 000 mg meTdopmuH 1aBa
I'BTH JHEBHO ¢ 50 Mg CUTANIMNTHH HE MPOMEHS 3HaYuMO (hapMaKOKHHETHKATa Ha CUTATTUIITHH TIPU
MAINEeHTH C TuadeT THIr 2.

Luxnocnopun: TIpoBeneHo e mpoy4dBaHe 3a olleHKa e()eKTa Ha IIUKIOCTIOPHHA, MOIIIEH HHXHUOUTOP Ha
P-TIIUKOIIPOTEHH, BEPXY (DapMaKOKWHETHKATA Ha CUTANIMITHH. EMHOBpEMEHHOTO NPUJIOKEHUE HA
€IHOKpaTHa nepopaiiHa go3a oT 100 mg cUTanIMNTUH U €IHOKpaTHA nepopaiHa ao3a oT 600 mg
ukinocnoput nmoBumasa AUC u Cpax Ha CUTaIIMOTHH CHOTBETHO ¢ pUOIM3uTeHO 29 % u 68 %.
Te3u npoMeHy BbB (hapMaKOKMHETHUKATa Ha CUTATIUIITHH HE Ce MPHeMar 3a KIMHUYHO 3HAYAMHU.
brOpeyHnsT KTUPHHC HAa CUTATTTUIITAH He ce TpoMeHst 3HaunMo. [lopaan ToBa, He ce 04akBaT 3HAYNMH
B3aMMOJIEHCTBHS C APYTH P-IIIUKONPOTENH UHXUOUTOPH.



EdexTy Ha CHTANIMOTHH BEPXY JAPYTH JEKAPCTBEHN IPOAYKTH

Jlueokcun: CurarmunTuH UMa c1ab eekT BbpXY IUTa3MeHaTa KOHIICGHTPANUs Ha TUToKcHH. Cren
npuiaradeTo Ha 0,25 mg NUroKcUH eAHOBpeMeHHO ¢bC 100 mg CUTArTUNTHH THEBHO B MPOABIKCHUE
Ha 10 gam, mmasmenata AUC Ha qurokcuH HapacTBa cpearo ¢ 11 %, a mmasmenara Cmax CPEIHO C

18 %. He ce mpenopbuBa KOpUTHpaHe HA A03aTa TUTOKCHH. B CHIIIOTO Bpeme, MalueHTHUTE C PUCK OT
JIMTOKCHOBA TOKCHYHOCT TPsiOBa Ja ObJaT moj HaOIoIEHUE 3a TaKaBa, KOraTo CUTArIUITHH U
JMIATOKCHH Ce TIprJIarat eqHOBPEMEHHO.

In vitro naHHUTE NOKA3BaT, Y€ CUTANIMNTHH He oThcKa U He uHAayuupa CYP450 nzoenzumure. B
KJIMHAYHU TIPOYYBAHUS CUTATJIMITHH HE IPOMEHSI 3HAUUMO (papMakOKMHETHKATa Ha MET(OPMHUH,
mUOypuI, CUMBACTaTHH, PO3UTIIMTA30H, BaphaprH WM NIEPOPATHN KOHTPAIEITUBY, TaBalKH in vivo
JaHHU 32 MaJIKa BEPOATHOCT OT MPEAN3BUKBAaHE HA B3aUMOAEHCTBUS cbe cyOocTpat Ha CYP3A4,
CYP2C8, CYP2C9 u tpancnoprep Ha oprannunu katuonu (OCT). CurarmunTiH Moxke 1a Ob1e ciad
WHXUOWUTOP HA P-TIIMKOTIPOTEHHA N ViVo.

4.6 @epTUAMTET, OPEMEHHOCT U KbpPMeHe

BpemenHoct
Hsama nocrarbuHO maHHU 3a yrorpebaTa Ha CUTATNIUIITHH MTPU OpeMeHHU sxeHu. [IpoyuBanusaTa mpu

YKUBOTHH TIOKa3BaT PEMpPOLYKTUBHA TOKCHYHOCT MPH BUCOKHU 03U (BX. Touka 5.3). [loTeHnmanHusT
PHCK TIpH XOpa He € u3BecTeH. [lopanu nuricara Ha TaHHY P Xopa Januvia He TpsOBa a ce N3Mon3Ba
npu OpeMEeHHOCT.

Kwpmene
He e n3BeCTHO Janu CUTAINIMITHH CE EKCKPETHPa B KbpMara. [IpoyuBaHMsTA NIPU )KUBOTHU MOKA3BAT,

Y€ CUTAITIUIITHH CC CKCKPETHPA B MIIAKOTO. Januvia He TpSI6Ba Ja C€ U3M0JI3Ba IIPpU KbPMCHE.

DepTuauTer
JlaHHHTE OT IPOYYBAHUS NPU KUBOTHH HE TPEATOJIATAT BIUSHUEC BbPXY (DEPTUIUTETA HA MBXKKHU U

JKCHCKHU IIIITBXOBE MPU JICUCHUEC CbC CUTAITIUIITUH. JIuncsar JaHHU IIpU XOpa.
4.7 Ed¢exTu BBpPXy cnocodHOCTTA 32 modupaHe U padboTa ¢ MAIIMHU

Januvia He MOBJMSABA WU MOBIHUIBA MPEHEOPEIKUMO CITIOCOOHOCTTA 3a Mo(pUpaHe U padoTa ¢ MAIIUHH.
B cpmoro Bpeme npu modupane win padoTa ¢ MallliHH, TPsIOBa 1a ce MMa IPEIBU, Ue ca
JIOKJIaJIBAHU CIy4Yad Ha 3aMaiiBaHe U ChHIMBOCT.

B nombiHeHHe, MAMEHTHTE TPOBa J1a ce MPEAYNPEKAABAT 32 PUCKA OT XHIIOTJIMKEMHUS, KOraTo
Januvia ce n3non3sa B KOMOWHANUS ChC CYI()OHUITYPEHHO IPOU3BOIHO MIIH C MHCYJIHH.

4.8 Hexenanu JeKapcTBeHU peaKkuu

Pesrome Ha npoduina Ha Ge3onacHOCT

CpoOmIaBaHy ca CEpHO3HN HEXKEIaHH PEaKIMH, BKIIOYUTEITHO TAaHKPEATHT M PEaKIUU Ha
CBPBXUYBCTBUTENHOCT. ChOOIIaBaHa € XUITOTIIMKEMUS B KOMOWHAIIHSI ChC CYII()OHITYpEHHO
nipou3BonHO (4,7 %-13,8 %) u uncynus (9,6 %) (BK. Touka 4.4).

TabmuueH CUCHK HA HEXKEIAHUTE JICKAPCTBCHU PEAKIINH

Hesxenanure JiekapCTBEHU peakiy ca nmocodeHu mo-gony (Tabnuua 1) cnopen cucremo-oprania
KJIacU(UKaIys 1 yectora. [1o yectora ce onpenaenar karo: MHOro yectd (> 1/10); yectu (> 1/100 mo
< 1/10); meuectu (= 1/1 000 mo < 1/100); peaxu (= 1/10 000 mo < 1/1 000); muOTO peaku (< 1/10 000)
Y C HEM3BECTHA YeCTOTa (0T HAJTMYHHUTE JaHHU HE MOXKe Ja ObJie HallpaBeHa OIeHKa ).




Taﬁ.lmua 1. YecToTa Ha HeKeJTaHUTE PC€aKIMA YCTAHOBCHHU 110 BpEME€ Ha nianedo-
KOHTPOJHMPAHU KIMHUYHHU NMPOYYBAHUA IPU MOHOTEPAIIUA CHC CUTAIJIUMIITHH H IIPA
MOCTMAPKETUHIOBUSA OIIUT

Hexenana peaxuust YecToTa Ha HEKeEJIAHATA pPeaKkU s

Hapymienns Ha kpbBTa U 1nM@HATa cHCTEMa

TPOMOOITUTOTICHUS Penxu

Hapymenusi Ha HIMYHHATa CHCTeMa

pCaKkun Ha CBPBbXYYBCTBUTCIIHOCT, BKIIFOUUTCITHO

.y C Heu3BeCcTHA YECTOTA
aHa(bI/IJ'IaKTI/I‘-IHI/I OTFOBOpI/I i

Hapymenust Ha MeTa00/1M3Ma U XPaHEHETO

XI/IHOFJ’II/IKGMI/IFIT Yectn

Hapymenusi Ha HepBHATAa cHCTeMa

riaaBoboue Yectn

3aMaiiBaHe Heuectn

PecnnpaTopHn, I'PBAHA U MEIHACTHHAJHA HAPYUICHUSA

HMHTEpCTHUIIMAIHA 6enoz[p06Ha GOHGCT* | C HeM3BeCTHA YECTOTa

CToManiHo-4YpeBHH HAPYIIEHUSs

3a1neK Heuectu
NOBpbLIaHe C HeuW3BeCTHA YeCTOTA
OCTBHp MaHKpeaTuT C Heu3BECTHA YeCTOTa

(baraneH u HedaTaneH XeMOparuieH U HeKPOTU3UPAIL]
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*
Hexxenanure peakuny ca UISHTH(UINMPAHHU 110 BpeMe Ha MOCTMApKETUHIOBOTO HaOIIIO/ICHHUE.

T Buxre Touka 4.4.

t Buskre npoyusanemo 3a 6e30nachocm no omuouwenue na copoedno-cvooeama cucmema TECOS no-noiy.

Onucanue Ha I/I36DaHI/I HEXKEJIaHU pCaKIINH

B AOI'BJIHCHUC KbM CBbP3aHUTE C JICKAPCTBCHUA MIPOAYKT HEKCIIaHU PCAKIHUU, OIITMCAHU ITO-TOpPCE,
HCXCIIAHUTC pCaKIu, C’LO6HIaBaHI/I HE3aBUCHUMO OT MPUYNHHO-CJIICACTBCHATa BPBb3Ka C JICHECHUCTO U
BB3HUKBAIIU ITPU ITIOHE 5 % u moBeye oT ManUEeHTUTE, JICKYBaH!U CbC CUTAIJIMIITUH, BKIIFOYBAT
I/IH(I)CKI_II/IH Ha TOPHUTC JUXATCIIHU IbTUILA U HaSO(l)apI/IHFI/IT. I[OH’LJ'IHI/ITGJ'IHI/I HCXKCIIaHU PCaKIUH,
C’L06H_IaBaHI/I HE3aBUCHUMO OT NPUYINHHO-CIICACTBCHATA BPB3Ka C JICUCHUCTO, KOUTO Ca Bb3HUKBAJIN




M0-4Y€CTO MPH MAIUEHTH, JICKYBaHU CbC CUTANTUNTHH (0€3 JJa TOCTUrHAT HUBa 5 %, HO Bb3HHMKBAIIHU C
gecrora > 0,5 % Mo-BUCOKA B TpyIaTa ChbC CUTATJIMIITHH B CPAaBHEHUE C KOHTPOJIHATA TPyTIa),
BKITFOUBAT OCTEOAPTPHUT U OOJIKa B KpAHUIIUTE.

Hsaxon HexxenmaHu peakiiuy ca HabIIOIaBaHM MO-YECTO TPY IPOYYBAHUS 32 KOMOMHMpaHa yroTpeda Ha
CUTATNIMIITHH C APYTH aHTUANAOETHH JIEKAPCTBEHN IIPOIYKTH B CPABHEHUE C IPOYYBAHUS 32
MOHOTEpAaNMsl ChbC CUTAMUITHH. Te BKIIOUBAT XUIOTIHKEMHUs (KaTeropusi Ha 4ecToTa ,,MHOTO YeCTh ¢
KOMOWHAINS Ha CYI(POHITYPEHHO TPONU3BOIHO U METHOPMHUH), TPHT (,,4€CTH C MHCYJIUH (CHC WITH
0e3 MeThOopMHUH)), TaJieHe 1 MOBPBINAHE (,,9eCTH ¢ METQOPMUH), MOTyBaHe HA Kopema (,,9ecTH” C
MeT(hOPMUH WM MTHOTIIUTA30H), 3arekK (,,4eCTH’’ ¢ KOMOWHAIU Ha CYI(OHMITYpEeHHO MTPOU3BOHO U
MeTdopMuH), nepudepeH oToK (,,4ecTh’” ¢ THOTIIMTa30H WK ¢ KOMOMHAIUS HA MHOTIIMTA30H U
MeT(hOPMUH), CHHIMBOCT U JUapus (,,HedecTn” ¢ MeT(hOopMHH) U CyX0Ta B ycTara (,,He4ecTn” C
WHCYIIUH (ChC WiH 0e3 METQOPMHUH)).

leauarpuyHa momynanus

B xIMHWYHY W3MUTBAHMS ChC CHTAIVIUIITHH TPHU TIeIHaTPUYHH MAIMEHTH ChC 3axapeH nuaber Tvm 2 Ha
BB3pacT 10 1o 17 ronuHn, TpoQWIHT HA HEXKEITAHUTE PEaKIIUU € CPAaBHUM C TO3H, HAOIIoMaBaH Mpy
BB3PACTHH.

IIpoyusane 3a bezonacrocm no omuouieHue Ha cvpoeuno-cvoosama cucmema TECOS
N3nuTBaHeTo, OLEHABAILO ChPACYHO-CHAOBUTE PE3yNTaTH MpH jJeueHne cbe cutarmunTud (Trial
Evaluating Cardiovascular Outcomes with Sitagliptin, TECOS), BxmtouBa 7 332 nauueHTH, JIeKyBaHU
c¢be 100 mg curarmunTeH qHEBHO (Mir 50 mg THEBHO, aKO U3XOAHUTE CTOHHOCTH Ha M3UHCIeHATa
ckopocT Ha riiomepysiHa gunrpauus (eGFR) ca > 30 u < 50 ml/min/1,73 m?), u 7 339 nauuenTn Ha
rutane6o B intention-to-treat (ITT) monynanusita. JIgete nedenus ca nobaBeHH KbM 0OMYaHUTE
TPKH CBITIACHO MECTHHTE CTaHIapTH 3a HbA | M CbpAedHO-CHhIOBH PUCKOBH dakTopu. OOmaTa
YeCcTOTa Ha CEPUO3HUTE HEXKEJIAaHU ChOUTHSI IPY TTAIIMEHTH, MOTyYaBalld CUTATIIUIITHH, € CXOJHA C
Ta3W MPU NAIMEHTUTE, MOJTyJaBalliy Miamneoo.

B intention-to-treat mormymanuaTa cpea ManueHTUTe, KOUTO U3II0I3BAT WHCYJIMH W/WIHN CYIPOHMITYpes
Ha U3XOJIHO HUBO, YECTOTATa HA TEXKKA XUIOTIUKeMus € 2,7 % npu NarueHTUTe, JIeKYBaHU ChC
CUTArJIMITHH U 2,5 % NpY NalMeHTUTE Ha TUIane0o0; cpe/l MalueHTUTe, KOUTO HE U3I0JI3BAT UHCYIIMH
n/nnm cyndoHMITypesl Ha U3X0JHO HUBO, YeCTOTaTa Ha TeXKa xunornukemus € 1,0 % mpu
MAINEeHTUTE, IEKyBaHH ChC cuTaraunTuH u 0,7 % npu nanuenTuTe Ha trane6o. Yectorara Ha
NOTBBPACHU CHOUTHS, OTAaBaHU Ha TTAHKpeaTuT, € 0,3 % Mpu nanueHTuTe, JIEKyBaH! ChC
cutarmuntyd U 0,2 % Tpy manueHTUTe Ha TUIaneoo.

Cpo0l1aBane Ha MOJA03UPAHH HEXKETAHU PEAKIIMU

Ch0o011aBaHeTO Ha MOJIO3UPAHU HEXKEIIAHU PEaKIuu Clie]l pa3peiiaBaHe 3a ynorpe0da Ha JeKapCTBEHUS
MIPOIYKT € BaxkHO. ToBa MO3BOJIABA Ja IPOABILKH HAOTIOEHHETO Ha CHOTHOIICHUETO TOJI3a/PHUCK 32
JIeKapCTBEeHUs NPOAYyKT. OT MEIUIIMHCKUTE CIICIUAIMCTH CE U3MCKBA Jla ChOOIIIaBaT BCAKa
M0I03UpaHa HeXKENaHa peakivs Ype3 HaIlMOHAIHA CHCTeMa 3a ChOoOIaBaHe, MTOCOYCHA B

IIpunoxenue V.

4.9 TIlpemo3upane

IIpu KOHTpONUPaHN KIMHUYHA U3ITUTBAHUS ChC 3IPaBH HHIANBHUAN CE MPHUJIAraT eqHOKPATHU J03HU 10
800 mg cutarmunTiH. MuHMManHo noBuiienue Ha QTc, KoeTo He ce cunTa 3a KIMHUYHO 3HAaYuMO, Ce
HaOIroMaBa mpu eaHo mpoyuBaHe ¢ go3a oT 800 mg curarmuntud. Hiama onut ¢ no3u Hag 800 mg npu
KITMHUYHYU poy4uBanus. [Ipu mpoyuBanus ®aza | ¢ MHOTOKpaTHO Tpritarade, HMa CBbP3aHH C J103aTa
KJIMHUYHU HEXKEJIaHU JIEKAPCTBEHU PEaKIIMU, HAOJIFOIaBaHu MPH CUTATIUIITHH ¢ 1031 10 600 mg
nmHeBHO 3a nepuoau a0 10 qam u 400 mg qHEBHO 3a IEPHOIH 10 28 JHH.

B cnyuait Ha ipefo3upane € TOAXOASAIIO Ja ce MpeAnprueMaT OOMKHOBEHHTE TIOAIbPKAIINA MEPKH,
KaTo OTCTPaHsBaHEe Ha HeaOCOPOMPaHUS MaTEPHall OT CTOMAIIHO-YPEBHUS TPAKT, KIMHUYHO
HaOmoaeHne (BKIIOUUTETHO U EIEKTPOKapAuorpaMa) U Ipu Hy>KJla 3all0uBaHe Ha TOTbPKAIIo
JIeUeHUe.


http://www.ema.europa.eu/docs/en_GB/document_library/Template_or_form/2013/03/WC500139752.doc

Curarmuntud e cnado nuanusupyem. [Ipu kmuHUYHU npoyuyBanus npubmmsutenHo 13,5 % ot mo3ara
ce OTCTpaHsBa NP NMpobKaBala 3 10 4 yaca XxeMoauanu3Ha cecus. [Ipu npenenka 3a KIMHUYHA
HEOOXOIMMOCT MOXE Ja Ce TpeIpreMe NO-TPOIbIDKUTENHA qrann3a. He e n3BectHo manu
CUTAIVIMIITHH C€ TUATU3Upa MPH MEpUTOHEeaTHA JHaIH3a.

5.  ®APMAKOJIOTMYHM CBOMCTBA
5.1 ®apmakoguHAMMYHH CBOMCTBA

(DapMaKOTepaHCBTI/I‘IHa rpymna: AHTI/II[I/Ia6CTHI/I JICKapCTBa, I/IHXI/I6I/ITOpI/I Ha JUINICTIITUANII IICTITHAAa3a 4
(DPP-4), ATC xox: AI0BHO1.

MexaHu3bM Ha AEUCTBHE

Januvia e ot kJ1aca Ha IEPOPATHUTE AHTHXHUIEPTIIMKEMUYHN TIPOTyKTH, HAPEUEHH JTUTISTITHIILIT
nentugasa 4 (DPP-4) uaxuburtopu. [logoOpeHUAT MMkeMudeH KOHTPOJI, HAOMonaBaH IpH TO3H
JIEKapCTBEH MPOJYKT, Hall-BEpOSATHO C€ ABJDKU Ha [TOBUILIABAaHE HUBATa Ha aKTUBHUTE UHKPETHUH
XOpMOHH. THKpeTHH XOpMOHHTE, BKITFOUNTEITHO TITIOKaroH-moxooHus nentua-1 (GLP-1) u rroko3a-
3aBucuMHuA HHCynuHOTporeH nomumrentun (GIP), ce ocBoGoXxkaaBaT OT THHKMTE YepBa Ipe3 JeHs, KaTo
HUBaTa UM C€ MOBUIIABAT KaTo OTTOBOP MpHU XpaHeHe. IHKpEeTHHUTE ca 4acT OT EHJOTeHHA CUCTEMA,
ydacTBalla BbB (PU3HMOJIOTHMYHATA Peryialus Ha III0OKO3HaTa XoMeocTasa. Koraro koHIIEHTpauuTe Ha
KpbBHaTa 3axap ca HopMaaHu win nosumieHn, GLP-1 u GIP moBummaBar cuHTe3a 1 0CBOOOKIaBAaHETO
HA UHCYJMH OT MaHKPEaTUYHUTE OeTa-KIeTKU Ype3 BbTPEKICThYHHN CUTHATHY BEPHUTH, BKITFOUBAIIH
muknnaeH AM®. Tperupanero ¢ GLP-1 wnu ¢ DPP-4 naxubutopu Ha )KUBOTHHCKH MOJIENN ¢ AHA0ET
THUT 2 JEMOHCTpHUpa MoJ00psABaHEe Ha PEAaKTUBHOCTTA HAa OeTa-KIETKUTE 110 OTHOIICHHE Ha TII0K03a U
CTUMYIIMpa OMOCHHTE3a M 0CBOOOXKIaBaHETO HA MHCYIHH. [Ipn 10-BHCOKM HUBA HA HHCYJIHMH, CE
noxoOpsiBa MoeMaHeTo Ha IMoKo3a oT ThkanuTe. OcBeH ToBa, GLP-1 HamansBa cekpennsita Ha
IJIFOKAaroH OT MaHKpeaTnyHuTe anda-kieTku. HamaneHnte KOHLIEHTpary Ha TIIOKAroH, 3aeJHO C MO-
BHCOKHUTE HMBA Ha WHCYIIMH, BOIW A0 HaMaJsiBaHe Ha MPOIyNHpaHaTa OT YePHHUS APOO TITFOK03a, a OT
TaM ¥ JI0 HaMaJIsIBAHE HUBaTa Ha KphBHATa 3axap. Edekrure Ha GLP-1 u GIP ca nitoko3o3aBucumu,
TaKa ye Koraro KOHIEHTPAlMUTEe Ha KpbBHATA 3aXap ca HUCKH, He ce HaOJIoIaBa CTUMYIMpaHe Ha
WHCYIIMHOBO OCBOOOXK/IaBaHE 1 NOTUCKaHe Ha TirtokaroHosara cexpenust or GLP-1. [Ipu GLP-1 n npu
GIP, ctumynpaneTo Ha 0CBOOOXKJaBaHE HA MHCYIMH C€ TIOKa4Ba, KOTaTo IITI0K03aTa Ce TIOBUIIIH HaJT
HOopMasTHUTE KOHIeHTpanuu. OcBeH ToBa, GLP-1 He yBpexaa HopMaTHUS OTTOBOP Ha INIOKaroHa mpu
xunorukemus. AktuBHoctTa Ha GLP-1 u GIP ce orpanmuasa ot DPP-4 en3uma, koiito 66p30
XUIPOTN3UPA HHKPETUH XOPMOHHUTE IO HEAKTUBHH MPOAYKTH. CHTATIMIITHH MTPEJOTBPATABa
XUAPOIN3aTa Ha MHKPETUH XopMoHUTe oT DPP-4, ¢ KoeTo noBumaBa miia3MeHUTE KOHIIEHTpalMK Ha
aktuBHuTe popmu Ha GLP-1 u GIP. Karo nmoBuiiaBa H1uBaTa Ha aKTUBHUS UHKPETHUH, CUTATJIMIITHH
MOBHIIIaBA OCBOOOXKIABAaHETO HA MHCYJIMH Y TIOHMKaBa HUBAaTa Ha TITFOKAroH MO TIIFOK03a-3aBHCUM
HaywH. [Ipu nanmeHTH ¢ muabeT THI 2 ¢ XUIIepIIIMKEMHUs1, Te31 IPOMEHH B HUBATa HA HHCYIIUH U
IIIOKAaroH BOJAT J0 HamalisiBaHe Ha XxeMoroOuH A . (HbA ¢) ¥ O-HUCKU KOHIICHTPAIMH Ha TIIF0KO3a
HAa TJIAJHO U cJie]l HaXpaHBaHe. | TIF0K0303aBUCUMUST MEXaHU3bM Ha CUTATNIAIITHH CE Pa3indaBa OT
MeXaHu3Ma Ha CYI(pOHWITypenTe, KOUTO MTOBUINIABAT CEKPEIHSITa HAa HHCYJIHH, JOPY KOraTo HUBaTra Ha
IJTFOKO3a ca HUCKH M TOBa MOXKE JIa IOBEIE 10 XUITOTITUKEMUSI TIPH MAIMEHTH ¢ TuabeT TUIT 2 U IpH
HOpMaJTHU UHIUBUIM. CUTATIUIITHH € MOIIEH ¥ BICOKO CEIeKTHBEH MHXUOUTOp Ha en3uma DPP-4 u
He ToTHcka Omm3kute eH3uMu DPP-8 nau DPP-9 B TepaneBTHYHN KOHIICHTPAIIHH.

[Ipu 1By IHEBHO MPOYYBAHE Ha 3/IPaBH JIMLA, CUTArJUIITUH, IPUII0KEH CAMOCTOSTETHO, TIOBUIIIaBa
aktuBHaTa GLP-1 koHUEeHTpanws, 7okaTo MeT(hOpMHHA, PUIIOKEH CAMOCTOATETHO, IOBHUIIIaBa
akTuBHaTa 1 o0mara GLP-1 koHIIEHTpalys B CXO/IHA CTeIeH. EHOBpEMEHHOTO IpUjiaraHe Ha
CUTArJIMITAH U MeTHOPMHUH MMa aIuTUBEH ePeKT BbpXy akTuBHaTa GLP-1 KOHIEHTpaIus.
CurarmunTyH, 3a pa3liuka OT MEeT(QOpPMHUH, oBuIaBa aktTuBHaTa GIP xoHIEeHTparus.

Knnnnuba edrkacHOCT U 0€30aCHOCT
KaTO 0510, CUTar IMIITHH HOZIO6p$IBa TJIMKCMHUYHUS KOHTpOH, KOraTto C¢€ U3I110J13Ba KaTo MOHOTepaHI/IH
WM B KOMOMHHUPAHO JIeYECHHE TP Bb3PACTHHU MAIMEHTH ¢ auabet tun 2 (k. Tabnuia 2).




[MpoBenenu ca qBe Mpoy4BaHKS 3a OLlEHKA HA epUKacHOCTTa U O€30MAaCHOCTTa Ha CUTATIUIITHH KaTo
MOHOTepanus. JIedeHneTo chC CUTANTUITHH B 1032 0T 100 mg BeTHBK THEBHO KaTO MOHOTEPAITHS
JaBa 3HAYUTEIHO 1MogoOpeHue no otTHomenne Ha HbA i, rutazmena rimoko3a Ha miagao (FPG), u Huo
Ha IIIoKo3ara 2 yaca cieq xpaHeHe (2 yaca PPQG), B cpaBHenue ¢ miane6o B 1Be IPOyYBaHUs, €AHOTO
¢ 18- u apyroto ¢ 24-ceMuyHa NPOIBIDKUTENHOCT. Habmonasano e momo0peHue Ha CyporaTHUTE
Mapkepu Ha QyHKIIMOHUpPaHe Ha OeTa-KieTkara, B ToBa yncio HOMA-B (XoMeocTazeH Momen 3a
oleHKa-f3), ChOTHOLICHUETO HA MPOWHCYANH KbM WHCYJHMH U [TOKa3aTeNuTe 32 peaKTUBHOCTTA Ha OeTa-
KJIETKUTE TIPH TE€CTa 3a TOJIEPAHTHOCT IIPH YECTO JaBaHe Ha XpaHa. HabmronaBanara yectora Ha
XUIIOTTIMKEMUSA ITPHU MALIUECHTHU, TPETUPAHU CHC CUTAITIMIITUH, € CXOAHA C Ta3u Ipu Hnaue60.
TeecHOTO TEerIO B CpaBHEHHE C U3XOIHHUTE CTOMHOCTH HE CE IOBHIIIABA MIPH JICYCHHE ChC
CUTAIVIMIITHH B HUTO €IHO OT JIBETE MPOYUBaHMS, B CPaBHEHHE ChC ClIab0 pelylupaHe mpu
MAIMeHTUTE, TPETHPAHHU C TUIaIeoo.

Curarnmuntud 100 mg BeIHBXK JHEBHO OCUTYPsIBa 3HAYMMO MO00pEHUE HA TTTMKEMUYHHUTE TTapaMeTpH
B CpaBHEHHE C TUTane0o Mpu aBe 24-CeIMUIHN TTPOYUBAHUS 32 CUTAITUIITHH KaTO TOMIBIHATEITHO
JIeYeHHe, eTHOTO B KOMOWHAIIHS ¢ METQOPMHH U IPYTOTO B KOMOMHAIHA ¢ THormTa3oH. [IpomsHara B
TEJIECHO TEIIO CIPSIMO M3XOAHOTO HUBO € IMO00HA TP MAIUEHTH, JIEKYBAHU ChC CUTATJIUNITHH U
rrane6o. [lpu Te3u mpoydBaHus MMa MoJ00HA YECTOTa Ha XUITOTIIMKEMUsI, ChOOIIeHa MTPH MAI[UeHTH,
JIEKyBaHU ChC CHUTATIUIITHH WIIH TIIa1e6o0.

24-cenMUYHO TUIAe00-KOHTPOIUPAHO KIIMHUYHO MPOYYBaHE € MPeJHa3HAYCHO J1a OLICHU
eduracHocTTa M Oe30omacHOCTTa Ha cutarmunThH (100 mg BeIHBX THEBHO), MPUOABEH KbM
TIUMETUPHUJT CAMOCTOSITETHO MM TIIMMENUPHU]] B KoMOUHanus ¢ metdopmun. JfobaBsHeTo Ha
CUTAITIMIITUH KbM MNNIMUMEIIUPUT CaMOCTOATCIIHO UJIU INIUMCTIMPUA U MCT(I)OpMI/IH ocurypsBa
3HAYUTEITHO MO00PEHUE Ha TIIMKEMHYHITE TapamMeTpH. [lalueHTuTe, IeKyBaH! ChC CUTATJIHIITHH,
umar cnabo MOBHUIIIEHUE HA TEJIECHOTO TETVIO B CPABHEHHUE C TE3H, TIOJTyYaBalli 1miarneoo.

26-CeMUYHO TUIAIe00-KOHTPOIUPAHO KIIMHUYHO MPOyYBaHE € NMPeAHA3HAYCHO J1a OLICHU
eduracHocTTa M Oe3omacHOCTTa Ha cuTarmunTHH (100 mg BeMHBX THEBHO), T00aBEH KbM
KOMOMHAIIMS Ha MHOTIUTA30H U MeTPopMHH. J[00aBsIHETO HA CUTAIVIMIITUH KbM MUOTIIUTA30H U
MET(QOPMHUH OCHUTYPsIBa 3HAYUTEIHU TOOOPEHUS Ha INIMKEMUYHUTE NapameTpu. [IpomsiHara B
TEJIECHOTO TETJIO OT U3XOIHO HHUBO € TI0I00HA Ha Ta3W NPU MAIUEHTH, JICKYBaHH ChC CHTATIIUITHH, B
cpaBHeHHE ¢ miane0o0. YecToTaTa Ha XUMOTIMKEMHS ChIIO € TIOA00HA TP MAI[EHTHUTE, JICKYBAaHH ChC
CUTAIIUIITAH WX 11a1eoo.

24-cenMUYHO TUTAIe00-KOHTPOIUPAHO KIMHUYHO MPOyYBaHe € MpeaHa3HaueHo /1a OLleHU
edexruBHOCTTA M Oe30macHOCTTa Ha cuTanmnThH (100 mg BeAHBXK THEBHO) KaTo IOMbIHUTEITHA
Tepanus KbM UHCYJIMH (IIPY TIOCTOSIHHA J103a 32 Haii-Majko 10 ceaqmuiy) cbe wim 6e3 MeThopMuH
(mait-manko 1 500 mg). [Ipu marmerTH, NpreMaIy IpeABaApUTETHO CMECEH HHCYJIHMH, CpeIHaTa
nmHeBHa n1o3a € 70,9 U/nuerHo. [Ipy namnuenTy, npueMaiiy HHCYJIMH, KOUTO HEe € CMECEeH
MIPEIBAPUTEITHO (MHTEPMEINEPEH/ IBITOICHCTBRAII), CpeiHaTa JHeBHa fo3a ¢ 44,3 U/aHeBHo.
Jlo0aBsHETO HA CUTATTUITAH KM HHCYIIWH OCHUTYPSIBA 3HAYUTEITHO MOI00peHNE Ha TIIMKEMUIHHUTE
napaMmeTpu. Hsima 3HaunTeTHA MPOMSIHA B TEIECHOTO TETJIO CIIPSIMO U3XOIHOTO HUBO TIPH JBETE

TPYIIH.

IIpu 24-ceamuyHO TUTaIIE00-KOHTPOIUPAHO (HaKTOPAITHO MTPOyYBaHE HA HAYAITHO JICUCHHE,
cutarmnTiHH 50 mg ABa IbTH JTHEBHO B KomOuHanms ¢ MeTgopmut (500 mg umu 1 000 mg nBa mbTH
JTHEBHO) Ce IMOCTUTA 3HAYMTEHO MOA00peHHEe Ha NIMKEMUYHUTE MapaMeTpH B CPaBHEHHE C BCSAKA
MOHOTepanus. HamareHneTo Ha TEIeCHOTO TEerIo MpH KOMOMHANIMATA CUTATTTUIITAH 1 MeT(HOPMUH €
MoJJO0HO Ha TOBA, HAOIIOMABAHO IPU MET(POPMHH CaMOCTOSTEIHO WK TUIale00; HIMa IpOoMsIHA
CTIPSIMO U3XOJHUTE CTOMHOCTH TPH MAIIMEHTH Ha CUTADIUIITHH CAMOCTOATENHO. YecToTaTa Ha
XUTOTINKEMHS € TIO00HA Cpejl IEKYBaHUTE TPYITH.
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Tadauua 2: Pesyaratu 3a HbA . npu npoy4yBaHusi ¢ miamnedo-KOHTPOIUPAHA MOHOTEPANIMS U

KOMOUHHMPAaHO JieyeHne*

Cpeanu

CTOMHOCTH HaA

Cpenna npomMsiHa cripsiMo

Kopurupana, cnpsimo nJjiameoo,
cpeaHa MPOMSIHA CIPSIMO

Tpoyusane H3XOAHO n3xonno Hueo HbA ¢ (%) n3xoano nueo HbA 1 (%)
HuBo HbAic (95 % CI)
(%)

IpoyuBanusi ¢ MOHOTEPANHUS

Curarmntud 100 mg 0.6¢

BEIHBXK JHEBHO' 8,0 -0,5 0.8 ’ 0.4)

(N=193) 7

Curarmunrtus 100 mg _0.8%

BEIHBX MHEBHO! 8,0 -0,6 -1 0’ -0,6)

(N=229) 7

IIpoyuBanusi ¢ KOMGUHHPAHO JIeYeHHE

Curarmuntud 100 mg

BEIIHBK THEBHO, 07t

nobaBeH KbM (HOHOBA 8,0 -0,7 (0.8 ’ 20.,5)

Tepanus ¢ MmeTpopmun! T

(N=453)

Curarmuntud 100 mg

BEIIHBK THEBHO, 07t

nobaBeH KbM (HOHOBA 8,1 -0,9 (0.9 ’ 20.,5)

Tepanus ¢ MIOrauTa3oH! A

(N=163)

Curarmuntud 100 mg

BEIIHBK THEBHO, 0.6t

J00aBeH KbM (POHOBA 8,4 -0,3 (0.8 ’ 0.3)

Tepanus ¢ raumenupu’ o

(N=102)

Curarnuntud 100 mg

BEIIHBK THEBHO,

J00aBeH KbM (POHOBA 0.9t

Tepanus ¢ IIUMETUPUL 8,3 -0,6 1,1 ’ 20,7)

+ merdopmun! o

(N=115)

Curarnuntud 100 mg

BEIIHBK THEBHO,

nobaBeH KM (hoHOBa

Tepanus ¢ MHOTJINTA30H -0,7¢

+ merdopmun? (N=152) 8,8 -1,2 (-1,0,-0,5)
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Cvfpem-m Kopurupana, cpsamo niaueoo,
CTOMHOCTH Ha
TMpoyusane WIXOAHO Cpenna mpoMsiHA CIIPSIMO cpeIHa MPOMSIHA CIIPSIMO
n3xonnHo HuBo HbA 1 (%)’ u3xoano HuBo HbA 1. (%)"
HuBo HbA1c (95 % CI)
(%)

Hauasno neuenue (nBa

II'BTH THEBHO) Il

cutarmuntud 50 mg + 8,8 -1,4 -1,6*
merdopmuH 500 mg (-1.8,-1,3)

(N=183)
Hauanuo neuenne (nBa

II'BTH THEBHO) Il ERE
cutarmnTul 50 mg + 8,8 -1,9 (2.3 i 1.8)
merdopmud 1 000 mg S

(N=178)

Curarmuntud 100 mg

BEIHBK JHEBHO, 0.651
J100aBeH KbM (POHOBA 8.7 0.6 (_0' 7’ 0.4)
Tepanus ¢ UHCYJIHH (+/- ’ ’ 2
meTpopmun) |

(N=305)

* [lomysanusita OT BCUYKH JIEKyBaHU MalMeHTH (intention-to-treat aHaIM3).

T Haii-MaJkuTe CpeHM KBaJpaTH ca KOPUTUPAHH CIIPAMO CTAaTyCa [PH IIPEXOIHOTO AHTHXUIIEPITIMKEMHUYHO JIEUEHHUE U
CTOMHOCTTA HA U3XOJHO HUBO.

¥p<0.001 B cpaBHEHHE € TWIANE00 WK IWIALEO0 + KOMOUHUPAHO JIEYEHHE.

S HbA 1 (%) Ha 18-Ta ceqmuna.

I'HbA ¢ (%) Ha 24-Ta ceamua.

# HbA1c (%) Ha 26-Ta ceaMuIa.

 Haii-mankure cpesinu KBaapaTi ca KOPUTHPAHHU CIPSMO yrotpebara Ha MeTpopMuH npu Busuta 1 (na/He), ynorpebara Ha
WHCYJIMH Y BU3HTa | (TIpeIBapUTETHO CMECEH CPEIly TaKbB, KOWTO HE € CMECEH IIPEIBAPUTEITHO [MHTEPMEINEPEH HITH
JUBJITOJICHCTRAIIL]|) U N3XO/IHA CTOWHOCT. B3anmonelicTBUsITa TP JISUEHUETO O MOArpynH (yrnoTpebara Ha METOPMHH U
WHCYJIHH) He ca 3HadumH (p > 0,10).

24-ceMUYHO, KOHTPOJIUPAHO C aKTUBHO BEIIECTBO (MET(OPMUH) MPOyYBaAHE, PEAHAZHAYCHO J1a
oreHu eukacHocTTa U OezomacHocTTa Ha 100 mg cuTarmunTHH BenHBXK qHeBHO (N=528) B
cpaBHeHue ¢ MeThopmuH (N=522) mpu NanueHTy ¢ He3aI0BOJIUTEICH TNIMKEMUYEH KOHTPOII OT JUeTa
U yIPaXHEHUS, KOUTO HE Ca HA aHTUXUIIEPIIIMKEMUYHA Tepanus (MPEeKbCHATN TepanusiTa B
nocneaaute 4 mecena). CpenHara qo3a MetdopmuH e npubmusutenao 1 900 mg Ha reH.
Hamanssarero Ha HbA . oT cpennoTo m3xomno HuBO 7,2 % e -0,43 % 3a curarnuntud u -0,57 % 3a
MeThOpPMUH (aHAIU3 CHIIIACHO MPOTOKOMA). O0IIaTa YeCTOTa Ha CTOMAIIHO-YPEBHH HEXEIIaHU
peaxIum, CINTaH! 33 CBbP3aHH C JIEKApCTBOTO MPH MAIMEHTH, JIEKYBaHH ChC CUTATNIHAIITHH, € 2,7 % B
cpaBHeHue ¢ 12,6 % mpu manueHTH, JJeKyBaHu ¢ MeThopMUH. YecToTara Ha XAMIOTIIUKEMUS HE Ce
pas3nnvaBa 3HAYMMO MEXIY JieKyBaHUTE Tpynu (cutarmuntud 1,3 %; merdopmun 1,9 %). Tenecnoro
TETJIO B IBETE TPYIHU € HaMaJIsuIo CIPSMO U3XOTHOTO HUBO (cutarmuntuH -0,6 kg; metdopmuH -

1,9 kg).

[Tpu npoyuBaHe 3a cpaBHsABaHE e(hUKACHOCTTA M OE30IaCHOCTTA OT A00aBsHe Ha cutarunTHH 100 mg
BEIHBK JHEBHO WU MUNU3UA (CyapOHWIyPEHHO MPOU3BOIHO) IPH MALEHTH C HEaIeKBAaTCH
IIMKEMHUYEH KOHTPOJI HA MOHOTEpanus ¢ MeT(OPMUH, CUTAITIMIITHH € TTO00eH Ha INIMITU3U 110
otHoleHue Hamassieane Ha HbA .. CpeHara 103a Ha IIIMIU3K]I, U3M0JI3BaHa B CPABHUTEIHATA TPYIIa
e 10 mg Ha geH, KaTo Mo BpeMe Ha mpoyuBaHeTo npubmm3ntenHo 40 % oT manueHTuTe ca ce
HYX/IaeJu oT 032 < 5 mg Ha nied. Obade, B rpynaTa Ha CHTArJIMITHH TTOPaJIH JIMTICA Ha e(hUKACHOCT
MOBEYE MAMEHTH Ca MPEKbCHAIN, OTKOJIKOTO B Tpynara Ha raunusui. [lanneHTuy, nekyBaHu cbe
CHUTAarJIUITHH, [T0KAa3BaT 3HAUYUTEIHO CPEIHO IOHIKEHUE HA TEJIECHOTO TErJI0 CIPSIMO U3XOJHOTO
HHUBO B CPABHCHHUEC CHC 3HAYUTCIIHO ITOBUILICHUC HA TCIJIOTO MIPU NMALIMECHTH, IMOJTyYaBallly INIUITU3UT (-
1,5 cpemy + 1,1 kg). B ToBa mpoy4Bane, OTHOIIIEHHETO MTPOWHCYIINH KbM HHCYIIHMH, KOETO € MapKep Ha
e(eKTUBHOCT Ha CHHTE3a U OCBOOOXKJaBaHe HA MHCYIIUH, c€ TI0X00psBa PH JICUCHUE ChC
CUTAITIMIITUH U CC BJIOIIAaBa IPH JICUCHUEC C TTIUIIU3U . YecToTaTra Ha XUIIOTIINKEMHATA B rpyinara Ha
cutarunTiH (4,9 %) € 3HaYNTeTHO MO-HUCKA, OTKOJIKOTO B Tpymnata Ha munu3ug (32,0 %).
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24-ceMUYHO TUIAIe00-KOHTPOJIUPAHO KIIMHUYHO MPOyYBaHe, BKIIOYBAN[0 660 ManueHTH ¢
NpeHa3HAYeHO JIa OI[eHN e(pHKacHOCTTA BOJICIa IO HaMaJIIBaHe HA HHCYJIMHOBUTE JI03U |
Oe3omacHoctTa Ha cutarmnTyH (100 mg BeTHBK THEBHO), KOTaTo € MPpUOaBeH KbM WHCYIUH TIIapKUH
cbe uin 6e3 metdopmuH (more 1 500 mg) mo BpeMe Ha MHTEH3U(PHUIUPAHETO HA HHCYJIMHOBATA
tepanus. M3xoanara croiiHoct Ha HbA . e 8,74 % u HauyanHata 1032 uHcyauH e 37 IU/nHeBHO.
[TanmenTHTE Ca HHCTPYKTUPAHH /1a TATPUPAT TAXHATA /1032 MHCYJIUH ITIApKUH Bh3 OCHOBA Ha
CTOWHOCTHTE Ha KpbBHATA 3aXap Ha IVIaJIHO, U3MEPEHHU Ype3 KPhBEH TECT ¢ YOOXKIaHe Ha nmpbcTa. Ha
24-ta ceaMuIla, YBEIMYaBaHETO HA THEBHATA A03a HHCYAUH ¢ 19 [U/qHeBHO Npy ManueHTH, JJeKyBaH!
c¢be cutarunTuH u 24 1U/nHeBHO pu naiueHTH Ha 1uiane6o. [TonmwkaBaneTo Ha HbA | ipu
MAINEeHTH, JIEKYBaHU ChC CUTATJIMIITHH U MHCYNHH (Cbe min 0e3 metdopmun) € -1,31 % B cpaBHEHHE
¢ -0,87 % mpu nauueHTH, JeKyBaHH ¢ Iae60 U MHCYIHH (che WK 6e3 MeTGOpMUH), pa3iIuKa OT
-0,45 % [95 % CI: -0,60; -0,29]. YecToTaTa Ha XHIOTTUKEMUS € 25,2 % Mpu NaMeHTH, JTEKYBAaHU ChC
CUTArJIMIITAH ¥ UHCYIUH (ChC UiH 0e3 MeTgopMuH) 1 36,8 % mpu manueHTH, JeKyBaHU C 1arnedo u
WHCYIUH (Che mim 0e3 MeTopmuH). Pa3nukara ce IbJIKH OCHOBHO Ha TIO-BUCOKUS MPOIICHT
MAIMeHTH B TpymaTa Ha marne6o0, H3MUTaIN 3 WIK ITOBeYe eMMI30/1a Ha XunoriankeMus (9,4 cupsmo
19,1 %). Hsma pa3nuka B 4ecToTaTa Ha TEKKa XUTOTIINKEMHS.

[Ipu mammeHTH CHC CPEeTHO TEXKA IO TEXKA (hopMa Ha OBOPETHO YBpEKAaHE € IMPOBEIEHO POyYBaHe,
CPaBHSIBAIIO CUTATJIMIITHH B 71032 OT 25 mg win 50 mg BEAHBK JHEBHO CIIPSMO TIHITU3K] B 1032 OT
2,5 mg no 20 mg/nueBHO. B TOBa nmpoyuBaHe ca BKIOYeHU 423 MalMeHTH ¢ XPOHUYHO OBOpeyHO
yBpekJIaHe (M34YKcIeHa CTENeH Ha moMepyaHa ¢puntpanus < 50 ml/min). Caen 54 cenmunny,
cpenHoTo HamaneHue Ha HbA . cipsimo m3xomgroTO HIBO € -0,76 % cbe cutarmnTuH U -0,64 %
DIMNU3UA (aHaIu3 Mo MpoTokoi). B ToBa mpoyuBaHe, npouirbT Ha epuKkacHOCT U 6€30MacHOCT Ha
CUTAIVIMIITHH B 1032 OT 25 uiu 50 mg BeAHBK AHEBHO € KaTO ISUI0 CXOJIEH ¢ TO3H, HaOmoaBaH Mmpu
JpyTH NPOy4BaHUs ¢ MOHOTEpANus IpH NMalUeHTH ¢ HopMaiHa 0b0pedna ¢yHkuus. Yecrorara Ha
XUTOMIMKEMHUS B TpyTnaTa Ha CUTarTunThH (6,2 %) € 3Ha4uTeTHO O-HUCKA OT Ta3| B TpyIaTa Ha
manu3ug (17,0 %). Uma cbiio Taka 3HaYUTENHA pas3inKa MEKAY TPyNUTe [0 OTHOLIEHUE Ha IPOMSIHA
Ha TEJIECHOTO TETJIO CIIPSAMO U3XOMHOTO HUBO (cutarmuntuH -0,6 kg; rmunm3un +1,2 kg).

Jpyro npoy4yBaHe, CpaBHSBAIIO CUTATIUITHH B 71032 OT 25 mg BEAHBXK JHEBHO U TIUMU3UJ B 71032 OT
2,5 mg no 20 mg/nHeBHO, e mpoBeaeHo npu 129 manuentu ¢ ESRD, xouto ca Ha auanuza. Crnex

54 cenmury, cpeqHoTO HamansiBane Ha HbA 1. ciipsimo m3xoaHO0TO HUBO € -0,72 % ChC CUTATIHIITHH H
-0,87 % c mmunm3ua. B ToBa mpoyuBaHe, mpodriIbT Ha €(PUKACHOCT M OE301MaCHOCT Ha CHTATJIMIITHH C
J103a OT 25 mg BeJHBX JHEBHO € KaTo ISUI0 CXO/ICH C TO3H, HAOII0AaBaH MPH APYTH NPOYYBAHHUS C
MOHOTEpAIMs MPY MAIUEHTH ¢ HOpMasHa ObOpeuHa GyHkims. HsaMa 3HaunMa pa3nuka B 4ecToTaTa Ha
XUTOTIIMKEMHAS MEXTy JIEKyBaHNTE TPynH (cutarmnTiH 6,3 %; rmmmmsug 10,8 %).

B apyro npoyusane, BkitouBamo 91 manuenTy ¢ AuabeT TN 2 1 XpOHUYHO OBOPEYHO yBpexkKIaHe
(xpeaTuHIHOB KIHPBHC < 50 ml/min), 6€30MacHOCTTa 1 TOHOCHMOCTTA Ha JICUCHUETO ChC
CUTANIMITHH B JI03a 0T 25 mg win 50 mg BEIHBK JHEBHO KATO 1[I0 Ca CXOJ(HU C TE3UW MpH TU1aneoo.
B nomenHenue, ciaen 12 cemmuiiy, cpeaHoto Hamanenue Ha HbA (¢ (cutamuntun -0,59 %; miame6o -
0,18 %) u FPG (curtarmunTus -25,5 mg/dl; mrame6o -3,0 mg/dl) karo 1510 ca momoOHU HA TE3U TpU
JIPYTH MPOYYBAHUS ¢ MOHOTEpAIHS MPH MAIMEHTH ¢ HOpMaHa OhOpedHa GyHKIHs (BXK. ToUka 5.2).

TECOS e pannomusupano rpoydBane nipu 14 671 nmanuenTy B intention-to-treat mormymanusTa ¢
HbA. > 6,5 o 8,0 %, ¢ yCTAaHOBEHO CHPICIHO-CHAOBO 3a00JIIBaHE, KOUTO MOTy4YaBaT CUTATIIUIITHH
(7 332) 100 mg mueBHO (vtu 50 mg qHEBHO, ako m3xomHute croitHocTn Ha eGFR ca > 30 u

<50 ml/min/1,73 m?) wn mane6o (7 339), 106aBeHr KbM OOMYaHHUTE MPUKH CHIJIACHO MECTHUTE
crangapty 3a HbA . u cbpreuno-cbn0Bu puckosu Gaxropu. I[Tanuentu ¢ eGFR < 30 ml/min/1,73 m?
HE ca BKJIIOUEHU B ITpoyuBaHeTo. M3cinenBanara nomyianus Bkiaoysa 2 004 mauueHTy Ha Bb3pacT

> 75 rogunu 1 3 324 nauuenty ¢ 666peuno yepexaane (eGFR < 60 ml/min/1,73 m?).

ITo BpeMe Ha MpoOyUYBaHETO, 00IaTa M3UKCIICHA cpeaHa pa3uka (SD) B croitHocTuTe Ha HbA | Mexy
TPYIUTE HA CUTArNIMNTHH U wiate6o e 0,29 % (0,01), 95 % CI (-0,32, -0,27); p < 0,001.

[IppBHYHATA KpaifHa TOYKa M0 OTHOLICHHE Ha ChPACYHO-ChAOBATA CHCTEMa € ChCTaBHA OT IIbpBaTa
10sIBa Ha CHPACYHO-CHI0BA CMBPT, HepaTasieH MuokapaeH nHpapKT, HedaTaaeH HHCYIT W
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XOCTIMTAIHM3AIUS TTOpaJId HECTaOMITHA CTEHOKAp¥si. BropruuHHTe KpaltHH TOYKH MO0 OTHOIIICHUE HA
CBhpACYHO-CHI0BATA CHCTEMa BKJIIOUBAT IbpBaTa M0ABa Ha CHPACYHO-CHI0BA CMBPT, HedaTanieH
MHUOKap/ieH HHapKT WK HedaTaleH HHCYIT; IbpBaTa M0sABa Ha MHIUBUIYyaJTHUTE KOMIIOHCHTH Ha
'bPBUYHATA ChCTaBHA; 00IAa CMBPTHOCT U XOCIIUTAIM3ALUH MTOPaAX 3aCTOMHA ChpaeYHa
HEJO0CTaTbYHOCT.

Cren npocnesBaHe ¢ MeJraHa Ha MPOIBJKUTEIHOCT OT 3 TOAMHM, CUTATIUIITHH HE IIOBHIIIABA PUCKA
OT TOJIEMH HEXeJIaHU ChPJICYHO-ChJIOBH ChOUTHUS MIIM PUCKA OT XOCITUTAIIU3AIMS ITOPAIU ChpICYHA
HEJOCTAaTHYHOCT, KOTaTO ce J00aBs KbM OOWYaHUTE TPYKU MTPH MAIUSHTU C TuadeT THIl 2 B
CpaBHEHHUE ¢ oOnuaitHuTe rprku 0e3 curarnuntil (Tabnuma 3).

Ta6auna 3. YecToTH Ha KOMOMHHPAHY CHPAEYHO-CHA0BH PE3YJITATH M HA KJIIOYOBH BTOPUYHH
pe3yaTaru

Curarmnnrua 100 mg IInanedo
YecroTa YecToTa
Ha Ha
100 naun 100 manu | Koeduuuenr na p-
eHTOro1 eHTOroIHu puCKa cTOiHOC
N (%) HE* N (%) HH * (95% CI) Th

Anaans B Intention-to-Treat nonyaanusita

Bpoii nanuenTn 7332 7 339

IIspBuYHA chbcTaBHA KpaiiHa
TOYKA
(CppaedHo-chI0Ba CMBPT,
HedaTaneH MHOKapaeH HHAPKT,
HedaTtaleH HHCYNT WK
XOCTIUTANN3ANUs, TIOpai
HecTaOWITHA CTCHOKAPIHs ) 839 (11,4) 4,1 851 (11,6) 4,2 0,98 (0,89-1,08) <0,001

Bropuuna cbcTaBHa KpaiiHa
TOYKa
(CbpneuHo-cpa0Ba CMBPT,
HedaTtaleH MUOKapeH HH(apKT
Wi He(haTaleH HHCYIIT) 745 (10,2) 3,6 746 (10,2) 3,6 0,99 (0,89-1,10) <0,001

Bropuuen pesyarar

CbpACYHO-CHIOBA CMBPT

380 (5,2) 1,7 366 (5,0) 1,7 1,03 (0,89-1,19) | 0,711
BcesikakbB BUJI MHOKapACH
napir (Garanen n nepatanen) | 300 (4,1) 14 316 (4,3) 1,5 0,95 (0,81-1,11) | 0,487
BeskaksB Bun nHCYAT (paTaneH
u HedaraneH) 178 (2,4) 0,8 183 (2,5) 0,9 0,97 (0,79-1,19) | 0,760
Xocnuranuzanus nopaau
HecTaOHIIHA CTEHOKApMA 116 (1,6) 0,5 129 (1,8) 0,6 0,90 (0,70-1,16) | 0,419
CMBpPT mopaay BCsKakBa
npraMHa 547 (7.,5) 2,5 537 (7.3) 2,5 1,01 (0,90-1,14) | 0,875
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Cutarauntun 100 mg Inanedo
YecToTa YecroTa
Ha Ha
100 manu 100 napu | Koeduument na p-
€HTOr o €HTOr o1 pucka CTOHHOC
N (%) Hu* N (%) Hu * (95% CT) Tf
Xocnuranuzauus, nopaau
ChpJIeYHa HE0CTaThuHOCTE
228 (3,1) 1,1 229 (3,1) 1,1 1,00 (0,83-1,20) 0,983

* YecroraTa Ha 100 narpeHToroanHu e u3uuciena karo 100 X (oOmwwust 6poit nanuenTu ¢ > 1 cpbuTHE 10 Bpeme Ha
JIOIYCTUMHUS [IEPHOJT HA EKCIIO3ULHSL CIIPSIMO 00LIMs OpOi MallMeHTOTOIUHY Ha [IPOCIIEIBAHE).

TBb3 ocHoBa Ha Mozten Ha Cox, CTpaTH(HIMpPaH 110 PETHOH. 3a ChCTABHUTE KPAHU TOUKHU, P-CTOMHOCTUTE CHOTBETCTBAT HA
TECT 3a HeMH()EPHOPHOCT, THPCEIL Jla MOKaXKe, Ye KOe(hUIMEHTHT Ha PUCKa € TI0-MalbK OT 1,3. 32 BCHUKH JPYTH KpalHH
TOYKH P-CTOHHOCTHTE CHOTBETCTBAT HA TECT 32 Pa3IUKHTE B KOCGUIIMECHT HA PUCKA.

! AHAIM3BT HA XOCTIMTATM3AIMATA TIOPAM ChPEYHA HEIOCTATHYHOCT € KOPUTUPAH 33 aHAMHE3A 3a ChpJIeuHa

HEOOCTATBbYHOCT HAa M3XOOHO HHUBO.

llemnaTpuyHa momyIanus

[MpoBeneHo e 54-ceqMUYHO, IBOWHOCIIAIIO MPOYYBAHE 3a OlICHKA Ha €PUKACHOCTTA U 0€30MacHOCTTa
Ha cutarunTiH 100 mg BeIHBK AHEBHO NPU MeIUaTPpUYHU NanueHTH (Ha Bp3pact 10 1o 17 ronuHm)
¢ nuabeT TN 2, KOUTO HE ca Ha aHTHXHUIEPIIIMKeMUYHa Tepanus none ot 12 ceamuiiu (¢ HbA . 6,5%
1o 10%) wim ca Ha TIOCTOSTHHA 1033 WHCYJIMH B MMPOBIDKEHHE Ha Hai-Manko 12 cemvurnu (¢ HbA .
7% no 10%). IaruenTuTe ca panaoMu3upany Ha cuTarunTiH 100 mg BeAHBX JHEBHO WITH TUTAe00
3a nepuoA oT 20 CeAMHUIIN.

Cpennara croitnoct Ha HbA | Ha m3xoqH0 HEBO € 7,5%. Jleuenuero cbe cutarnmuntud 100 mg He
JaBa 3HaYHTeNHO oAo0penue B HbA . cnen 20 cenmunu. [TonmkaBanero Ha HbA | mpu nanyeHTy,
neKyBaHH cbe cutarnuntud (N=95) e 0,0% B cpaBaenue ¢ 0,2% npu MaueHTy, TPETUPAHH C M1anedo
(N=95), pazmuxka ot -0,2% (95% CI: -0,7; 0,3). BmxTe Touka 4.2.

5.2 ®apMaKkoKHHETHYHH CBOICTBA

AobcopOrus
Crnen nepopainHo npuiokenue Ha 100 mg 103a Ha 3ApaBU UHIUBUAM, CUTATTUITHH OBP30 ce

abcopOupa, ¢ mToCTHraHe Ha BPXOBH IDIa3MEeHH KOHIIEHTparun (MeanaHa Tmax) 1 10 4 gaca cnen
nmo3upaneTo, cpenHa mwrazMera AUC Ha cutaruntrH 8,52 uMehr, Ciax 950 nM. AGconroTHaTa
OMOHAJIMYHOCT HA CUTATJIMIITHH € MpuOnm3uTenHo 87 %. Thil KaTo MprueMaHeTo Ha CUTATIAIITHH
€/IHOBPEMEHHO ¢ Oorara Ha Ma3HWHH XpaHa He MOBIUsIBa (apMaKOKMHETHKATa, Januvia Moxe Jia ce
npuiara ¢ wim 6e3 xpaHa.

[Tnazmenara AUC Ha CHTarIMOTHH Ce MOBHUINIABA IO J103a-TIPONOPIHOHATICH MOJIEI.
Jlo30nponopoHanHoCT He € ycTaHOBEHA 338 Cmax U Ca4uaca (Cmax C€ ITOBUIIIABA IIOBEUE, OTKOJIKOTO IIPU
J103a-IIPOTIOPIIHOHANIEH MOJIEN, @ Caduaca CE YBEIIMUABA TIO-MAJIKO, OTKOJIKOTO ITPHU J103a-
MIPOTIOPIIMIOHAJICH MOJIEIT).

Pasnpenenenue
CpenHusaT 00eM Ha paslpeeieHrne B CTAlIMOHAPHO ChCTOSTHAE CIIe]] €THOKPAaTHA HHTPABEHO3HO

npuiokeHa go3a oT 100 mg cuTarTUNTUH Ha 3paBu MHIUBUIW € Mpuoiam3uTenHo 198 aurpa.
OpakiusiTa CATaNIANTHH, 00paTHMO CBhP3aHa C IIa3MEHHTE MPOTEHHH, € Hucka (38 %).

Bbuorpanchopmanms
CHTarunTrH ce eMMMUHIPA OCHOBHO HEITPOMEHEH C YPUHATa, a METa0OJIU3MBT € BTOPOCTENICHEH
bT. [Ipubmmsurenso 79 % OT CHTArIMITHH ce eKCKPEeTHpa HeIPOMEHEH B ypHHATA.
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Cnen nepopanna no3a [“CleuramunTun, npubansurento 16 % oT paauoakTHBHOCTTA Ce EKCKPETHPA
KaTo MeTabOoIUTH Ha CUTArIMNTHH. Ha HUBO ciiean ca yCTaHOBEHH IIecT MeTaboInTa, KOUTO HE ce
OYaKBa J1a AOTPHHACAT 3a masmMeHara DPP-4 nHXuOnTOpHA aKTHBHOCT HA CUTAIMNTHUH. [n vitro
NPOYyYBaHHUATA IOKA3BaT, Y€ OCHOBHUSAT €H3UM, OTTOBOPEH 3a OrpaHUYEHHUS METa00IN3bM Ha
cutanmnTiH, € CYP3A4 ¢ yuactuero n nva CYP2CS.

In vitro nanHUTE MOKa3Bart, 4e¢ CUTArUNTHH He ¢ nHXxuOuTOop Ha CYP m3oensumure CYP3A4, 2C8,
2C9, 2D6, 1A2, 2C19 wmu 2B6, u He ¢ mamykTop Ha CYP3A4 u CYP1A2.

Enumunupane
Crnen npuiiokeHue Ha repopainna 1o3a [“ClcuTarmiMnTii Ha 30paBy UHAUBUIM, IIPUOIM3UTEIHO

100 % oT mputoXKeHaTa paAnoakTUBHOCT ce enumuHupa ¢ hexamuure (13 %) nmm ypunata (87 %) mo
e/IHa ceMHMIIA cie]] MPUIIOKEHUETo Ha Ao3ara. [I[puBuaHuaT TepMuHaieH t 2 cnex 100 mg nepopanna
J103a CUTAJIMIITHH € MpuOIu3uTenHo 12,4 yaca. CUTaIMOTHH CE€ HATPYIBa CAMO MUHUMAJIHO MPH
MHOTOKpaTHO Tipwiarane. bpOpeunusT kmupbHC e mpubmm3utenao 350 ml/min.

EnuMuHMpaHeTo Ha CUTATIIUITHH CTaBa OCHOBHO 4pe3 ObOpeuHa eKCKpelus U BKIIOYBa aK THBHA
TyOymHa cexperus. CHTarTUITHH € cyOCTpaT Ha YOBEIIKH TPAHCIIOPTEp Ha OpTaHWYHU aHWOHH -3
(hOAT-3), koiiTo MOke Ou ydacTBa B ObOPEUHOTO €IIMMUHUPAHE Ha CUTATUNTHH. KITMHUYHOTO
3naueHne Ha hOAT-3 B TpaHCcOpTa HA CUTAINTUITHH HE € ycTaHOBeHO. CUTAINIMITHH € CyOcTpaT U Ha
P-IVIMKOTIPOTEHH, KOWTO MOXKE OM y4acTBa U B MEIMUPAHETO HA OBOPEYHOTO eTMMUHIpaHE Ha
CUTANNIMIITHH. B CHIIOTO BpeMe MUKIIOCTIOPHH, €IWH P-IITUKONPOTENH HHXUOUTOP, HE HaMaJIsIBa
O0BOpeuHHs KIMpBHC Ha cutarunTuH. Cutarnmuntud He € cyoctpar Ha OCT2 unu OAT1 unu PEPT1/2
TpaHcnoprepure. In vitro cutarnuntud He notucka OAT3 (IC50=160 uM) unu p-IIIMKOIPOTEHH (10
250 uM) MenuupaHus TPAHCIIOPT B TEPANIEBTHYHO PEJIEBAaHTHHU TUTa3MeHU KoHIeHTparun. [Ipu
KIIMHUYHO MPOyYBaHe CUTAINIUIITHH UMa MaJIbK €(heKT BbPXY MIIa3MEHNUTE KOHIICHTPAINH Ha
JUTOKCHH, KOETO MOKa3Ba, Y€ CUTATIMITHH MOXKe Ja € cad MHXHUOUTOp Ha P-IJIMKOTIPOTEHH.

XapakTepuCcTHKA IPY MAIUEHTUTE
dapMaKOKMHETUKATA HA CUTAIVIMIITHH € KaTO ISJI0 CXOHA MIPH 3][paBH WHIAWBU]IU U MAIUCHTHU C
nuaber T 2.

bwvbpeuno yepescoane

[TpoBeneHo € OTBOPEHO MPOYYBaHE MPH EIHOKPATHO MPUIIOKEHHUE 3a OlIEHKA Ha (papMaKOKWHETHKATA
Ha HaMaJIeHa J103a cutarmunTHH (50 mg) Mpy MaMeHT! ¢ pa3indHa CTeNeH Ha XPOHUYHO ObOpedHO
YBpEXKIaHe B CPAaBHEHUE ChC 3/IpaBU KOHTPOJIH. [IpoyuBaHeTo BKIFOYBA MAIIMEHTH ¢ OBOpEIHO
yBpEeXKJaHEe B JIeKa, yMepeHa UM TeKKa CTeNeH, KakTo U nmanueHTd ¢ ESRD Ha xemonuanusa. OcseH
TOBa, ehekTuTe Ha OBOpEUHO yBpEKAaHe BbPXY (hapMaKOKMHETHKATA Ha CUTATIIUIITHH MPY MallUeHTH
¢ nuabet Tun 2 1 OBOpedHO yBpEXkKAaHE B JIEKa, yMEpPEeHa WIIH TexXKa cTeneH (BkiarouutenHo ESRD), ca
OLICHEHH Ype3 MOMyJaluoOHHU (papMakOKHHETHYHU aHAIH3H.

B cpaBHeHue cbe 3apaBu KOHTpoH, tazMeHata AUC Ha CUTamTUNTHH ce TIOBHUILABA C
npuOIM3UTENHO 1,2 MBTH NpU MaueHTy ¢ 0bOpedHo yBpexkaane B jeka creneH (GFR > 60 oo

< 90 ml/min) 1 cbOTBETHO 1,6 IBTH NPU MALUECHTH ¢ OBOPEUHO YBPEIKAAHE B yMEPEHA CTEIICH
(GFR > 45 no < 60 ml/min). Trii kaTo pa3MephT Ha IOBUIIICHUETO HE € KIMHUYHO 3HAYHM, HE ce
HaJlara KOpUrupaHe Ha J103aTa [IPH Te3H MALEeHTH.

[Tnasmenara AUC Ha CUTamTUNTHH ce TIOBUIIIABA MPUOIU3UTEIHO 2 ITHTH MIPH NAlMeHTH ¢ OBOpEYHO
yBpexnane B ymepena ctene (GFR > 30 no <45 ml/min) u npuOnu3uTenHo 4 IbTH P HaLUEHTH C
0B0peuHo yBpexnane B Texkka creneH (GFR < 30 ml/min), Bkmountenno npu nauuentd ¢ ESRD Ha
xemoauanm3a. CATArIUITHH ce€ OTCTpaHsBa ciabo mpu xemonuanmsa (13,5 % 3a 3- g0 4-yacoBa
XEeMOJHMAaJIM3Ha cecHs 3aroyuBaina 4 gaca cies] MpHIoKEHHETo). 3a a ce TOCTUTHAT IUIa3MEHH
KOHIIEHTPAIINH HA CUTATJIUITHH, T0J0OHN Ha Te3W NP MAIMEeHTH C HOpMaiHa Ob0peuHa (QpyHKITuS,
npu naienTy ¢ GFR < 45 ml/min ce npenopbyBaT Mo-HUCKU J03H (BXK. TOUKA 4.2).
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Yeproopobro yepexcoane

He e HeoOxoarMa KopekIiust Ha Jlo3ara Januvia npu NanueHTy ¢ JIEKO WIK CPETHO TEKKO YepHOAPOOHO
yBpexaane (ckop mo Child-Pugh < 9). Hsaima kiIMHUYEH ONHT C MAIMEHTH € TEXKO YePHOIPOOHO
yBpexaane (ckop o Child-Pugh > 9). B cwimoro BpeMe, Thif KaTO CHTAIIIATITHH CE SIIMMUHAPA
OCHOBHO OBOpEUHO, HE CE OYaKBa TEKKOTO YEPHOAPOOHO yBpeKIaHEe Aa MOBIHSAE BEPXY
(hapMaKOKMHETHKATa Ha CUTATITUIITHH.

Hayuenmu 6 cmapuecka v3pacm

He ce nanara kopekus Ha 103aTa B 3aBUCHMOCT OT Bb3pacTTa. Be3pacTTa He oka3Ba KIMHUYHO
3HaYMM e(heKT BbpXy (papMaKOKMHETHKATa Ha CUTATIMIITHH KaKTO € BUJHO OT JaHHUTE OT
(hapmakokuHeTHueH nomyiaannoneH ananu3 ®aza [ u ®aza Il. UnauBuauTe B crapuecka Bb3pact (65
10 80 ronuHM) UMaT npudau3uTenHo 19 % mo-BUCOKM MIIa3MEeHN KOHIIEHTPAMK Ha CUTAIVIMIITHH B
CpaBHEHME C I10-MJIAJN UHIUBHUIH.

Tleduampuuna nonynayus

®dapMakOKHHETHKATA HA CUTAraunTHH (emuHMIHA 103a 50 mg, 100 mg nmu 200 mg) e uzcneaBana
MY MeANATPUYHU ManreHTH (Ha Bb3pacT 10 mo 17 rogunan) ¢ nuabet tum 2. [Ipu Tazm nomynamus,
AUC Ha cUTarmunTuH B I1a3MaTa, KOpUrupaHa crpsaMo go3ata, € npuonusurento 18% mo-Hucka
OTKOJIKOTO TIpH BB3pPacTHH NalnueHTy ¢ quadet tum 2 npu go3a 100 mg. Tosa He ce cumTa 3a
KIIMHIYHO 3HAYMMa pa3jifKa B CPaBHEHHE C Bb3PAaCTHH MAIMEHTH Bb3 OCHOBA Ha HETIPOMEHSIIO Ce
crotHOomeHne OK/DJ] mexmy mo3ute or 50 mg u 100 mg. He ca mpoBexaann npoy4uBaHus ChC
CUTArJIMITHUH IIPU NCAUATPUYHU MATUCHTHU Ha BB3PacT <10 ToAuHU.

Lpyau xapaxmepucmuxu Ha nayuenmume

He ce nanara xopekuust Ha 1o3ata B 3aBUCUMOCT OT TIOJI, paca Wix UHIEKC Ha TesnecHa Maca (BMI).
Te3u xapakTEpUCTUKU HIMAT KIMHAYHO 3HaUUM e(heKT BbpXy (DapMaKOKMHETHKATa Ha CUTATTAIITHH
criope]; KOMOMHUpaHUs aHaJIU3 Ha (apMaKOKMHETHYHHUTE JaHHU OT npoyusanus Paza [ u
MOITyMallMOHeH (hapMaKOKMHETHYEH aHaIN3 Ha JaHHUTE OT npoyuBaHus Paza [ u daza I1.

5.3 IlpenkJIMHUYHM JAHHHU 32 0€30MACHOCT

bbrOpeuHa u uepHOIPOOHA TOKCUYHOCT CE€ HAOJIONaBa MPyU rPU3adyy MPH CTOMHOCTH HA CHCTEMHA
EKCTIO3UIMs 58 MBTH MO-BUCOKA OT HUBOTO HA CKCIIO3HUIUATA MIPU XOPa, @ HUBOTO 03 e(eKT e
ompeeNieHo Ha 19 ThTH IMO-BHCOKO OT TOBA MPH X0pa. AHOMATIMH Ha PE3NHTE Ce€ HAOI0AaBaT Mpu
TUTHXOBE MPU HUBA HA SKCIIO3UIMS 67 IBTHU IMO-BUCOKHA OT HUBOTO HAa KIIMHUYHA €KCIIO3HIINS; HUBOTO,
P KOETO HAMA MOJ00CH e)eKT € ONpeIesieHO Ha 58 MbTH MO-BUCOKO, ChITIACHO PE3yJITaTUTE OT
14-ceqMHUYHO MPOYYBAaHE MPH TUIHXOBE. 3HAYCHUETO Ha Ta3W HAXOJIKA MIPU XOpa HE € U3BECTHO.
TpaH3UTOPHHU, CBBP3aHU C JICYEHHETO (PU3UUECKH MPOSIBH, HAKOU OT KOUTO MpeIonaraT HaTudiueTo Ha
HEBPOJIOTMYHA TOKCHYHOCT, KaTo JUIIaHe C OTBOPEHA yCTa, CalIBAIlUs, EME3UC Ha Osia TsHa,
aTakcus, TperepeHe, HaMarieHa aKTUBHOCT /WM U3TbpOCHA 11032 ce HAOMIoaBar npy KydeTa Mmpu
HUBa Ha EKCITO3UIINS TPUOIM3UTETHO 23 IMBTH TTO-BUCOKH OT HUBOTO HA KIIMHUYHA eKCTo3HuITHs. OCBeH
TOBA, MHOTO JIeKa JI0 JIeka KOCTHO-MYCKYJIHA JeTeHepallysl ce HaOIroaBa U XMCTOJIOTHYHO MIPH JI03H,
JaBallli HUBAa HA CUCTEMHA €KCIIO3UIUA HpI/I6HI/I3I/ITeJ'IHO 23 II'bTHU IIO-BUCOKH OT HUBOTO HA
eKcro3unus mpu xopa. [Ipu Te3u pesynararu, HUBOTO 0e3 ofo0eH e(heKT e P eKCITO3UIHs 6-KpaTHO
I10-BUCOKAa OT HUBOTO HAa KIIMHWUYHA €KCIIO3UIIHS.

CHUTarmunTHH He € 1oKa3al TeHOTOKCHYHOCT B X0/a Ha NMPEAKIMHNYHY poy4yBaHus. CHTArHIITHH HE
¢ OmJ1 KaHIeporeHeH 3a MUIIKH. [Ipyu mrbXoBe MMa MOBHIIEHA YeCTOTa Ha YePHOAPOOHH aICHOMH U
KapIMHOMH ITPY HUBA Ha CHCTEMHA EKCIIO3UIIHS, 58 IMBTH ITO-BUCOKH OT Te3H Ipu Xopa. Thit kato e
YCTaHOBEHO, Y€ XEMaTOTOKCHYHOCTTa KOPEIHpa C MHIYIIUPAHETO Ha YePHOAPOOHA HEOIUIa3 s IPH
IUTBXOBE, Ta3U MMOBUIIIEHA YECTOTA HA YEPHOAPOOHN TYMOPH TIPH IUTHXOBETE € BEPOSATHO BTOPUYHA,
CIIEZICTBUE OT XpPOHUYHA XEMAaTOTOKCUYHOCT NP Ta3| BUCOKa J1o3a. [lopaau Bucokara rpaHuia Ha
6e3onacHocT (19-mbTH Mpu TOBa HUBO 0€3 e(heKT), Te3W HEOTUITACTHYHH IPOMEHH HE CE CUMTAT
pEeJIeBaHTHH 32 XOpa.

Hsima Hesxenanu eekTu BbpXy (hepTHUIINTETa MPU MBKKU M KEHCKH TUTHXOBE MOTYYMIH CUTATIAIITHH
NPEAX U 110 BpeMe Ha Yn(TOCBaHE.
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[Tpu npoyuBaHe BHPXY Mpe-/TIOCTHATAITHOTO Pa3BUTHE HA ITHXOBE CUTAIIMIITHH HE MTOKa3Ba HeXEJIaH!
peaKLyH.

IIpoyuBaHusiTa BBPXY PENPONYKTUBHATA TOKCUYHOCT ITOKA3BAT HAJMYHUETO HA CBHP3aHa C JICUEHUETO,
JIEKO YBEJIMYEHA YeCTOTa Ha MajdopMaluy Ha pedpa Ha deTyca (JTUTICBAITM, XUTIOTLIACTHIHH U
TUTaBaIM pedpa) Mpu MOKOJICHUETO HA TUThXOBE MPU HUBA HA CHCTEMHA €KCITO3UIIHS MTOBEYE OT

29 IIBTH TIO-BUCOKH OT TE3H MPH X0pa. TOKCHIHOCT Ha MaikaTa ce HaOronaBa Ipy 3ally Py HIBA
moBeye OT 29 MbTH MO-BUCOKH OT HUBATa Ha €KCIIO3UIINA ITpH Xopa. [lopaau Bucokara rpanuiia Ha
0e301MacHOCT, Te3W HaXOAKH He TPeroarar ChIIeCTBYBAaHETO Ha ChOTBETEH PHCK 3a
PENPOIYKTHBHOCTTA MPH X0pa. CUTATIUIITHH CE CEKPETUPa B 3HAYMMH KOJIMYECTBA B MIISIKOTO Ha
KbPMEIIH TLTEX0BE (OTHOIIEHHE KbpMa/Tiazma: 4:1).

6. OAPMAIIEBTUYHU JAHHU
6.1 ChnucbK Ha NIOMOLIHUTE BeleCTBA

Anpo Ha Tabnerkara:

MHUKpOKpHCTanHa uemynosa (E460)

KanuueB xuaporeHpocdar, 6e3soneH (E341)
Kpockapmernosa Hatpuit (E468)

Mmarnesues creapat (E470b)

HaTpHeB cTeapuidymapar

TPOIIVJI rajar

DUAMOBO OKPUTHE:
MOJTU(BUHUJIOB AJIKOXOJM)
Makporoi 3350

tank (E553b)

tutanoB auokcun (E171)
gepBeH xenezeH okcun (E172)
KBIT kene3eH okenn (E172)

6.2 HecbBMecTHMOCTH

Henpunoxumo

6.3 Cpok Ha rogHOCT

2 TOIUHUA

6.4 CneuuajiHu ycJIOBHSI HA CbXpaHeHHe
Ha ce cpxpansa nog 25 °C.

6.5 Buau chabpkaHue HA OMAKOBKATA

Hempospaunu 6muctepu (PVC/PE/PVDC u amymunnit). Onakosku ¢ 14, 28, 30, 56, 84, 90 nmm 98
bunmupany TadmeTku 1 50 X 1 puiMupanu TabneTku B nepdopupaHu €IHOI030BH OJIUCTEPH.

He Bcuuky BUIOBE OMAKOBKU MOTaT Aa ObJaT MyCHATH Ha ma3apa.
6.6 CneuuajHu Npeana3Hu MEPKH NMPH U3XBBLPJIsTHE

Hewusnon3panusr JICKAPCTBCH IMMPOAYKT WIN OTIIAABYHUTEC MATEPpHUAJIU OT HETO Tp5{6Ba Aa C€ U3XBBPJIAT
B CbOTBETCTBHEC C MCCTHUTC U3UCKBAHU.
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7. HPUTEXATEJI HA PASPEHIEHUETO 3A YIIOTPEBA

Merck Sharp & Dohme B.V.
Waarderweg 39

2031 BN Haarlem
Hunepnannus

8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

Januvia 25 mg ¢uaMupany TabIeTKH
EU/1/07/383/001
EU/1/07/383/002
EU/1/07/383/003
EU/1/07/383/004
EU/1/07/383/005
EU/1/07/383/006
EU/1/07/383/019
EU/1/07/383/020

Januvia 50 mg ¢uaMupanu TabIEeTKH
EU/1/07/383/007
EU/1/07/383/008
EU/1/07/383/009
EU/1/07/383/010
EU/1/07/383/011
EU/1/07/383/012
EU/1/07/383/021
EU/1/07/383/022

Januvia 100 mg ¢uaMupanu TabIeTKu
EU/1/07/383/013
EU/1/07/383/014
EU/1/07/383/015
EU/1/07/383/016
EU/1/07/383/017
EU/1/07/383/018
EU/1/07/383/023
EU/1/07/383/024

9. JATA HA ITBbPBO PASPEITIABAHE/IIOJHOBABAHE HA PASPEIIEHUETO 3A
YIIOTPEBA

Hata Ha mepBo paspemanane: 21 mapt 2007 .
Jara Ha nocieano nmogHoBsiBane: 23 ¢erpyapu 2012 1.

10. [JATA HA AKTYAJIM3UPAHE HA TEKCTA

IMonpoOHa uHbopMalus 3a TO3U JSKapCTBEH MPOIYKT € MPeIoCcTaBeHa Ha yeOcaiita Ha EBporelickara
areHIus 10 JIeKapcTBara: http://www.ema.europa.eu.
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MNPUJIOKEHHUE I1

MNPOU3BOJUTEJI(N), OTTOBOPEH(HHN) 3A
OCBOBOXKJABAHE HA ITAPTU N

YCJIOBUSA NJIM OTPAHUYEHMUA 3A TJIOCTABKA U
YIIOTPEBA

APYI'U YCJIOBUS 1 UBUCKBAHUSA HA
PASPEHIEHUMETO 3A YIIOTPEBA

YCJIOBUA NJIN OT'PAHUYEHMUSA 3A BE3OITACHA U

E®EKTHUBHA YIIOTPEBA HA JIEKAPCTBEHMSI
MPOJAYKT

20



A.  TTPOU3BOIUTEJI(U), OTTOBOPEH(HH) 3A OCBOBOXIABAHE HA ITAPTHUIN

HMwme u aapec Ha nnpousBoaureis(ure), OTTOBOpeH(HU) 32 0CBOOOXKIABAaHE HA MAPTUANUTE

Merck Sharp & Dohme B.V.
Waarderweg 39

2031 BN Haarlem
Hunepnannus

b. YCIOBUA NN OT'PAHUYEHUA 3A TOCTABKA U YIIOTPEBA

.HeKapCTBCHI/ISIT IMPOAYKT CC OTIIYyCKa IO JICKAPCKO NPCATIMCAHUC.

B. JAPYI'U YCJIOBUSA U NU3NCKBAHUS HA PASPEHHIEHUETO 3A YIIOTPEBA
. Hepuonuunu akTyaansupanu 1okaaau 3a 6ezomacHoct (ITAJB)

M3uckBanusta 3a nonasane Ha [TA/Ib 3a To3u JiekapcTBEH MPOAYKT ca MMOCOUYEHH B CITUCHKA C
pedepentnute natu Ha EBponetickus cbto3 (EURD cnucek), npeasuaeH B wi. 1078, an. 7 oT
Hupextrsa 2001/83/EO, 1 BbB BCHUKH CJIEIBAIIN aKTyaJIH3aINH, ITyOIUKyBaHN Ha €BPOTICHCKIS
yebropTain 3a JeKapcTBa.

I. YCJIOBUSA NJIN OI'PAHUYEHUS 3A BE3SOITACHA U EOEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHUS TPOAYKT

. IInan 3a ynpasienne Ha pucka (ITYP)

[MputexkaTenst Ha pa3peuieHrero 3a yrnorpeda ([IPY) Tpsabdsa na u3BbpIIBa H3UCKBAHUTE JCHHOCTH U
JeCTBUS, CBbP3aHU C TIpOCiIe/siBaHe Ha JeKapcTBeHaTa 0€30MacHOCT, ocoueHH B 000penus [TYP,
npezncrased B Moayi 1.8.2 Ha pa3perieHueTo 3a ynorpeda, KakTo ¥ BbB BCUUKH CIEABAIIN OI00peHH
akTyanuzanuu Ha [TYP.

Axtyamsupan [TYP TpsOBa na ce momana:

o 1o uckane Ha EBponelickaTta areHuus 1o JieKapcTBara;

. BUHATH, KOTATO C€ M3MEHS CUCTEMaTa 3a yIpaBJICHUE Ha PUCKa, 0COOEHO B Pe3yiITaT Ha
roJTy9JaBaHe Ha HOBa MH(OPMAITHS, KOSITO MOXKE J1a JJOBEIE 0 3HAYMMHU ITPOMECHH B
CHOTHOIIICHUETO I0JI3a/PUCK, WITH CJIE]] IOCTUTAHE Ha BaXKEH eTal (BbB BPh3Ka C MPOCIE/IIBaHE
Ha JIeKapCTBeHaTa 0€30MaCHOCT WU CBEXKJAaHE HA PUCKA 0 MUHHMYM).
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INPUJIOKEHUE IIT

JAHHU BBPXY OITAKOBKATA N JIMCTOBKA
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A. JAHHHU BbPXY OITAKOBKATA
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JAHHU, KOUTO TPABBA JA CbABbPKA BTOPUYHATA OITAKOBKA

BbHIIHA KAPTOHEHA KYTHUSA

1. NME HA JIEKAPCTBEHUS TPOAYKT

Januvia 25 mg duimupanu TabIeTKH
CUTATIIUIITHH

2. OBABSABAHE HA AKTUBHOTOMTE) BELIECTBO(A)

Beska Tabnetka ChbAbpiKa CUTAITIMIITUH q)OC(baT MOHOXHJIpPAT, CKBUBAJICHTCH Ha 25 mg CUTAITIUIITUH.

‘ 3. CIIUCBK HA IOMOUIHUTE BEHIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

14 dumvupanu TabneTku
28 dunMupaHu TaOICTKH
30 dhunmupasu TaOICTKH
56 duiMupanu TadNeTKH
84 dhummupanu TaOIeTKH
90 dhunmupasu TaOICTKH
98 dhunvupanu TabIETKH
50 x 1 punmupanu TabneTku

| 5. HAYMH HA IPWIATAHE U TbT(MIIA) HA BbBEJKJAHE

IIpean ynorpeba mpoueTere JTUCTOBKATA.
IlepopanHo npunoxeHue

6. CIIEHUAJIHO NPEAYIIPEXKJIEHUE, UE IEKAPCTBEHUAT ITPOAYKT TPSIBBA
JA CE CbXPAHABA HA MSACTO JAJIEYE OT ITOIJIEJA U TOCET'A HA IETTA

[a ce cpxpansBa Ha MSCTO, HETOCTHITHO 3a JIea.

| 7. APYTU CIIENUAJIHU ITPEAYITPEKJIEHU A, AKO E HEOBXOJINUMO

‘ 8. JATA HA T3TUYAHE HA CPOKA HA T'OJJHOCT

Tonen no:

‘ 9. CIIEHUAJIHU YCJIIOBUSA HA CbXPAHEHMUE

Ha ce cpxpansBa nog 25 °C.
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10. CHELOUWAJIHU NPEAITAZHU MEPKU I1PU N3XBbPISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE IMPOAYKTH NWJIN OTIIAABYHU MATEPUAJIA OT
TAX, AKO CE U3UCKBAT TAKUBA

11. HME U AJPEC HA IIPUTEXKATEJISI HA PASPEIIEHHUETO 3A YIIOTPEBA

Merck Sharp & Dohme B.V.
Waarderweg 39

2031 BN Haarlem
Hunepnannus

12. HOMEP(A) HA PASPEHIEHHUETO 3A YIIOTPEBA

EU/1/07/383/001 14 ¢unmupanu TabiaeTku
EU/1/07/383/002 28 ¢unmupanu TabaeTKu
EU/1/07/383/019 30 dhunmupasu TabaeTKH
EU/1/07/383/003 56 ¢punmupanu TabaeTKu
EU/1/07/383/004 84 ¢unmupanu TabaeTKu
EU/1/07/383/020 90 punmupanu TadbaeTku
EU/1/07/383/005 98 dbwmmupanm TaOIeTKH
EU/1/07/383/006 50 x 1 ¢punmupanu TabneTKu

13. TIAPTUJAEH HOMEP

[Maptunen Ne

‘ 14. HAYMH HA OTIIYCKAHE

| 15. YKA3AHMS 3A YIIOTPEBA

| 16. MH®OPMAIIUS HA BPAIJIOBA A3BYKA

SAnyBus 25 mg

‘ 17. YHUKAJIEH WAEHTU®PUKATOP — IBYU3MEPEH BAPKO/[

JByn3mepeH OapKo ¢ BKIIIOYEH YHUKaJICH HACHTH()HUKATOP

| 18. YHUKAJIEH WAEHTU®PUKATOP — JAHHU 3A YETEHE OT XOPA

PC
SN
NN
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MUHUMYM JAHHHU, KOUTO TPABBA JJA CbABP/KAT BJIMCTEPUTE U JIEHTUTE

BJIMCTEPU

1. NME HA JIEKAPCTBEHUS TPOAYKT

Januvia 25 mg TabGmeTku
CUTATIIUIITHH

2. HNME HA ITPUTEXATEJISA HA PASPEIIEHUETO 3A YIIOTPEGA

MSD

‘ 3. JATA HA U3TUYAHE HA CPOKA HA IT'OAHOCT

EXP

‘ 4. IHAPTUAEH HOMEP

Lot

5.  JAPYIo
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JAHHU, KOUTO TPABBA JA CbABbPKA BTOPUYHATA OITAKOBKA

BbHIIHA KAPTOHEHA KYTHUA

1. NME HA JIEKAPCTBEHUS TPOAYKT

Januvia 50 mg puivupanu TabIETKH
CUTATIIUIITHH

2. OBABSABAHE HA AKTUBHOTOMTE) BELIECTBO(A)

Beska Tabnetka ChbAbpiKa CUTAITIUIITUH (I)OC(l)aT MOHOXHUpAaT, CKBUBAJICHTCH Ha 50 mg CUTAITIUIITUH.

‘ 3. CIIUCBK HA IOMOUIHUTE BEHIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

14 dumvupanu TabneTku
28 dunMupaHu TaOICTKH
30 dhunmupasu TaOICTKH
56 duiMupanu TadNeTKH
84 dhumvupand TaOIeTKH
90 dhunmupasu TaOICTKH
98 dhunvupanu TabIETKH
50 x 1 punmupanu TabneTku

| 5. HAYMH HA IPUWIATAHE U MbT(MIIA) HA BbBEJKJAHE

IIpean ynorpeba mpoueTere JTUCTOBKATA.
IlepopanHo mpuioxeHue

6. CIIEHUAJIHO NPEAYIIPEXKJIEHUE, UE IEKAPCTBEHUAT ITPOAYKT TPSIBBA
JA CE CbXPAHSABA HA MACTO JAJIEYE OT ITIOIJTIEJA U JOCETA HA JELIA

[a ce cpxpansBa Ha MSCTO, HETOCTHITHO 3a JIea.

| 7. APYTU CIIENUAJIHU ITPEAYITPEKJIEHU A, AKO E HEOBXOJINUMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA TOJHOCT

Tonen no:

‘ 9. CIIEHUAJIHU YCJIIOBUSA HA CbXPAHEHMUE

Ha ce cexpansBa nog 25 °C.
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10. CHELOUWAJIHU NPEAITAZHU MEPKU I1PU N3XBbPISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHHUTE NPOAYKTHU UWJIN OTIIAABYHU MATEPHUAJIN OT
TAX, AKO CE U3UCKBAT TAKUBA

11. HME U AAPEC HA IIPUTEXKATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Merck Sharp & Dohme B.V.
Waarderweg 39

2031 BN Haarlem
Hunepnannus

12. HOMEP(A) HA PASPEHIEHHUETO 3A YIIOTPEBA

EU/1/07/383/007 14 ¢unmupanu TabiaeTku
EU/1/07/383/008 28 ¢unmupanu TabaeTku
EU/1/07/383/021 30 dhunmupasu TabaeTKH
EU/1/07/383/009 56 ¢punmupanu TabaeTKu
EU/1/07/383/010 84 ¢unmupanu TabaeTku
EU/1/07/383/022 90 punmupanu TabaeTku
EU/1/07/383/011 98 dhmmmupann TabIIeTKH
EU/1/07/383/012 50 x 1 ¢punmupanu TabneTKu

13. TIAPTUJAEH HOMEP

[Maptunen Ne

‘ 14. HAYMH HA OTIIYCKAHE

| 15. YKA3AHMS 3A YIIOTPEBA

| 16. MH®OPMAIIUS HA BPAIJIOBA A3BYKA

SAnysus 50 mg

‘ 17. YHUKAJIEH WAEHTU®PUKATOP — IBYU3MEPEH BAPKO/[

JByn3mepeH OapKo ¢ BKIIIOYEH YHUKaJICH HACHTH()HUKATOP

| 18. YHUKAJIEH WAEHTU®PUKATOP — JAHHU 3A YETEHE OT XOPA

PC
SN
NN
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MUHUMYM JAHHHU, KOUTO TPABBA JJA CbABP/KAT BJIMCTEPUTE U JIEHTUTE

BJIMCTEPU

1. NME HA JIEKAPCTBEHUS TPOAYKT

Januvia 50 mg TaGmeTku
CUTATIIUIITHH

2. HNME HA ITPUTEXATEJISA HA PASPEIHIEHUETO 3A YIIOTPEBA

MSD

‘ 3. JATA HA U3TUYAHE HA CPOKA HA IT'OAHOCT

EXP

4. HAPTUAEH HOMEP

Lot

|5.  JPYTO
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JAHHU, KOUTO TPABBA JA CbABPKA BTOPUYHATA OITAKOBKA

BbHIIHA KAPTOHEHA KYTHUSA

1. NME HA JIEKAPCTBEHUS TPOAYKT

Januvia 100 mg dumMupanu TabneTKn
CUTATIIUIITHH

2. OBABSABAHE HA AKTUBHOTOMTE) BELIECTBO(A)

Bceska TabneTka cbrbpika CHTANIMOTHH GochaT MOHOXHIpAT, ekBuBaieHTeH Ha 100 mg cutarmnThH.

‘ 3. CIIUCBK HA IOMOUIHUTE BEHIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

14 dumvupanu TabiaeTKu
28 dunMupaHu TaOICTKH
30 dhunmupasu TaOICTKH
56 duiMupanu TadNeTKH
84 dhummupanu TaOIeTKH
90 dhunmupasu TaOICTKH
98 dhunvupanu TabIETKH
50 x 1 punmupanu TabneTku

| 5. HAYMH HA IPWIATAHE U TbT(MIIA) HA BbBEJKJAHE

IIpean ynorpeba mpoueTere JTUCTOBKATA.
IlepopanHo mpuioxeHue

6. CIIEHUAJIHO NPEAYIIPEXKJIEHUE, UE IEKAPCTBEHUAT ITPOAYKT TPSIBBA
JA CE CbXPAHABA HA MSACTO JAJIEYE OT ITOIVIEJA 1 JOCETA HA JEITA

Ja ce cpxpansBa Ha MSCTO, HEAOCTHITHO 32 JICTIA.

| 7. APYTU CIIENUAJIHU ITPEAYITPEKJIEHU A, AKO E HEOBXOJINUMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA TOJHOCT

Tonen no:

‘ 9. CIIEHUAJIHU YCJIIOBUSA HA CbXPAHEHMUE

Ha ce cpxpansBa nog 25 °C.
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TAX, AKO CE U3UCKBAT TAKUBA

10. CHELOUAJIHU NPEAITAZHU MEPKU ITPU N3XBbPISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE IMPOAYKTH WJIN OTIIAABYHU MATEPUAJIN OT

11. HME U AAPEC HA IIPUTEXKATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Merck Sharp & Dohme B.V.
Waarderweg 39

2031 BN Haarlem
Hunepnannus

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/07/383/013 14 ¢unmupanu TabiaeTku
EU/1/07/383/014 28 ¢unmupanu TabaeTKu
EU/1/07/383/023 30 dhunmupasu TabaeTKH
EU/1/07/383/015 56 dhunmupanu TabaeTKH
EU/1/07/383/016 84 punmupanu TabieTku
EU/1/07/383/024 90 punmupanu TabaeTku
EU/1/07/383/017 98 dhmnmmupanu TaOIeTKH
EU/1/07/383/018 50 x 1 ¢punmupanu TabneTKu

13. TAPTUAEH HOMEP

[Maptunen Ne

| 14. HAUMH HA OTIYCKAHE

‘ 15. YKA3AHUA 3A YIIOTPEBA

| 16. MH®OPMAIIUS HA BPAIJIOBA A3BYKA

SAnysus 100 mg

‘ 17. YHUKAJIEH WAEHTU®PUKATOP — IBYU3MEPEH BAPKO/J

JByn3mepeH 0apKo ¢ BKIIIOYEH YHUKaAJICH HICHTU(PHUKATOP

| 18. YHHUKAJIEH WIAEHTUO®UKATOP — JAHHHU 3A YETEHE OT XOPA
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MUHUMYM JAHHHU, KOUTO TPABBA JJA CbABP/KAT BJIMCTEPUTE U JIEHTUTE

BJIMCTEPU

1. NME HA JIEKAPCTBEHUS TPOAYKT

Januvia 100 mg TabneTkn
CUTATIIUIITHH

2. HNME HA ITPUTEXATEJIA HA PASPEIHIEHUETO 3A YIIOTPEBA

MSD

‘ 3. JATA HA U3TUYAHE HA CPOKA HA IT'OAHOCT

EXP

4. HAPTUAEH HOMEP

Lot

|5.  JPYTO
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b. INCTOBKA
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JlucroBka: HH(l)OpMaIII/IH 3a mManMeHTa

Januvia 25 mg ¢puamupanu TadaeTkn

Januvia 50 mg puamupanu TadaeTkn

Januvia 100 mg ¢puamupanu TadaeTKn
cUTarTUNTHH (sitagliptin)

IIpoyeTeTe BHUMATEIHO LAJIATA JIMCTOBKA, IIPEIH 1a 3alI09HeTe 1a IpueMaTe TOBa JIEKapCTBO,

Thi KaTo THA ChAbpiKa BaxkHa 3a Bac undgopmanus.

- 3ana3zeTe Ta3u JUCTOBKA. MoXe J1a ce HAIOKH J1a 51 IPOYETETe OTHOBO.

- AKo MMaTe HSKaKBH JIOIBIHUTEIHN BBIIPOCH, TIonuTaiiTe Bamms nekap, gpapmaresT win
MEJUIMHCKA CECTpa.

- ToBa nekapcTBo € npeanucano JudHo Ha Bac. He ro mpeorcTsnBaiite Ha apyru xopa. To moxke
Jla UM HaBPEU, HE3aBUCHMO Y€ TIPU3HAIUTE Ha TSIXHOTO 3a00JIsBaHE ca ChIUTE KaTto Bammre.

- AKO TIONTyYuTe HAKaKBH HEXeJlaHW JIEKapCTBEHHU peakllny, yBeaomeTe Bamms nekap,
(hapMarieBT WM MEAWIIMHCKA cecTpa. ToBa BKITFOUBA M BCHYKH BH3MOXKHU HEXKETaHU PEaKIIUH,
HEONHMCAHU B Ta3u JUCTOBKA. BikTe Touka 4.

Kakso CbADBbpPiKa Ta3u JUCTOBKA

Kakgo nipejicrapnsBa Januvia u 3a KakBO c€ U3IMOI3Ba
KakBo Tps6Ba na 3HaeTe, mpeau aa mpuemete Januvia

Kak na mpuemare Januvia

BBb3MOXHU HEXKENAHU peaKLIUKU

Kak ma cwxpansBare Januvia

C’BZI'bp)KaHI/IC Ha OIIaKOBKaTa U AOIIbJIHUTCIIHA I/IH(i)OpMaHI/ISI

Sk L=

1. KakBo npeacrasisia Januvia u 3a KakBo ce U3M0JI3BA

Januvia chbpika aKTUBHOTO BEIIECTBO CUTATIUIITHH, KOSTO € IPEACTABUTEI Ha KJIaC JICKapCTRa,
Hapuvaau [[111-4 nHXuOUTOPH (IUIENTHANI eNTHIa3a-4 HHXUOUTOPH ), KOUTO HAMAJIIBAT HUBaTa Ha
KpbBHATA 3axap MpHU MalHUeHTH ChC 3aXapeH quabeT THil 2.

ToBa JICKApCTBO ITOMara ia C€ MOBUIIAT HUBATA Ha UHCYJIIMHA, IIPOU3BCACH CJIICA XPAHCHE U [1a CC
HaMaJIi HUBOTO Ha IMPOU3BEKAaHaTa B OpraHu3Ma 3axap.

Bamwsr nexap Bu e npeanucan Tosa JIeKkapcTBo, 3a Aa Bu IOMOTHE 1a HAMAJIUTE HUBOTO Ha CBOSATA
KpPbBHA 3aXap, KOETO € TBbP/IE BUCOKO IIOpaax TOBa, 4e uMate auader tun 2. ToBa 1exapcTBO MoXe Aa
Ce M3I0JI3Ba CAMOCTOSATEIIHO WIIM B KOMOMHAIIHSA C ONPEe/IeIeH! JPYTH JieKapcTBa (MHCYJIHH,
MeT(QOpMUH, CYAPOHMITYPEHHN PON3BOIHH WU TIINTa30HH), KOUTO HaMaJsIBaT KpbBHATA 3axap,
KouTo Bue Moxxe Bede 1a mpuemMaTe 3a JiedeHHe Ha quadeTa eIHOBPEMEHHO C IUIaH 3a JHeTa U
(hu3HnUecKn ynpaKHEHHS.

Kakso mpencrasnsBa nuader Tu 27?

Jlnabet THIl 2 € ChCTOSIHUE, TIPU KOETO BanmsaT opraHn3bpM He MPOU3BEKIA JOCTATHYHO UHCYIINH, &
WHCYJIMHBT MIPOU3BEXkKAaH OT Bamms opraHusbM, He neiicTBa Taka 100pe kakTo Ou TpsioBano. OcBeH
TOBa OpraHM3MBbT BU MOke J1a mpon3Bexk/ia TBbpIE MHOTO 3axap. [Ipu ToBa moyioxkeHue, 3axapra
(Tmoko3aTa) ce HAaTPyIBa B OpraHu3Ma. ToBa MOXe Jla MPUYMHN CEPHO3HU MEIUITHHCKH TIPOOIEMU
KaTo ChpJCYHO 3a00IsiBaHe, ObOpPEYHO 3a00sIBaHe, CJICIOTa U aMITy Tallus.

2. KakBo TpsiOBa n1a 3HaeTe, mpeau aa npueMeTe Januvia
He npuemaiite Januvia

- aKo CT€ aJIEPIUYHU KbM CHTATJIUITHH WM KbM HSKOSl OT OCTAHAJIHUTE ChCTABKH Ha TOBA
JIeKapcTBO (M30pOEHU B TOUKA 6).
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IpenynpexneHus U NpeANasHH MePKH
[Ipu manmeHTH, MOTyYaBamy Januvia ca cCboOIaBaH! CTyYad Ha Bb3MAaJieHHE Ha TaHKpeaca
(mankpeatut) (BIKTE TOUKA 4).

Axo IMOJIYYUTEC MCXYPH IO KOXKATa, TOBa MOXKC 1a € IIPU3HAK Ha CbCTOSIHUC, HAPCUYCHO 6y.l'[03€H
HeM(i)I/IFOI/II[. Bamusr JICKap MOXKE 1a Bu noceBeTBa Jia ClIpeTe nNprueMma Ha Januvia.

YBenomere Bamus nekap, ako UMaTe WA CT€ UMAJIH:

- 3a0oIsiBaHe Ha TaHKpeaca (KaTo IMaHKpeaTuT)

- KaMbHH B KTbYHUS MEXYyp, AJIKOXOJIHA 3aBUCUMOCT MJIM MHOTO BUCOKHM HHBA Ha TPUIIIUICPUIH
(Bua Ma3HUHH) B KpbBTa. Te3u 3a00J1BaHUS MOTaT Jia IOBUIIIAT BEPOSTHOCTTA J1a TIONIYYHUTE
MaHKPeaTuT (BIDKTE TOUKa 4).

- nuaoer tur 1

- nrabeTHa Ketoaruao3a (yCIoKHeHHe Ha quadeTa, XapaKTepru3upaIro ce ¢ BUCOKO HUBO Ha
KpbBHaTa 3axap, Obp3a 3ary0a Ha Terio, raJeHe WK MOBPHIIaHE )

- HSIKaKBH MPOOJIEMH ¢ OBbOpEIIUTE — IIPE/IN UK Cera

- aJiepruvyHa peaknus KbM Januvia (BHKTe ToUKa 4)

Marnko BepOsITHO € TOBa JIEKapCcTBO Ja IOBEAE 10 HUCKU HUBA HAa KpbBHATA 3axap, Thil KaTo TO HE
JIeficTBa, KOraTo HUBOTO Ha KpbBHATa Bu 3axap e Hucko. Bee mak, koraro ToBa JIeKapcTBO CE€ M3MOI3Ba
B KOMOHMHAIINS ChC CYTPOHIITYPEHHO JIEKapCTBO WM C MHCYJINH MOXKE /1a HACTHITH ChCTOSHUE Ha
HUCKHY HMBA Ha KPbBHATA 3axap (XHIOTIMKEeMUs ). BammsaT nexap Moxe Ja HaMaiu qo3ara Ha Bameto
cynoHWITyperHO JeKapCTBO WIH UHCYIIUH.

Jena v roHOIIN

Jena u roHomu noj 18 ronuHu He TpsAOBa a W3MOI3BAT TOBA JIeKapcTBO. To He € e(heKTHUBHO MpH Aeua
Y IOHOIIM Ha Bbh3pacT Mexkay 10 u 17 romnau. He e n3BecTHO ganu ToBa JIeKapcTBO € Oe30MmacHo 1
e(heKTHBHO, KOraTo ce U3I0I3Ba IpH Jela Ha Bb3pacT nof 10 ronunu.

Jpyru gekapcra u Januvia
TpsiOBa na kaxxetre Ha Barms nexap i GpapManesr, ako mpuemare, HaCKOpo CTe MPUEMAITH WU €
BB3MOXKHO J1a [IpUeMare Apyry JeKapcTBa.

Wndopmupaiite Bamus nexap, 0co6eHO ako mpueMare AUTOKCHH (JIeKapcTBO, U3II0JI3BAHO 3a JICUCHHE
Ha HEPaBHOMEPEH ChPIEYEH PUTHM U APYTU ChpIACUHH Npobsiemn). Moxe fa ce HaJIoXKH 1a ce
MPOBEPH HUBOTO Ha AMTOKCHH B KpbBTa Bu, ako ro npuemaTe eIHOBpEMEHHO C Januvia.

bpemeHHOCT U KbpMeHe

Axko cTe OpeMeHHa WIH KbpPMHTE, CMsATaTe, 4e MOXKe J1a cTe OpeMeHHa WM TUIaHupaTe OpEeMEeHHOCT,
MOChBETBalTE ce ¢ Barms jgekap win ¢apMalrieBT peay yrnorpedara Ha ToBa JiekapcTBo. He TpsiOBa
Jla MU3MONI3BaTe TOBA JIGKAPCTBO M0 BpeMe Ha OPEeMEHHOCT.

He e u3BectHO Janm ToBa JICKapCTBO IMTpEMHHABA B KbpMara. He Tp$I6Ba Jla U3I10JI3BaTC TOBa
JICKapCTBO, AKO KbPMHUTC WUJIN INNIAHUPATE 1d KbPMUTC.

Hlopupane u padoTa ¢ MAIIUHU

ToBa JlekapcTBO He TOBJIHSBA WIIH TTOBJIHSIBA TIPEHEOPEKUMO CITIOCOOHOCTTA 32 MmodupaHe U paboTa ¢
MalluHA. BbIpeku ToBa ca choOIaBaHU CIyvan Ha 3aMaliBaHe U ChHIMBOCT, KOUTO MOXeE Ja
MOBNIUAAT Barrara criocoOHOCT 3a 1mogupane Wid padoTa ¢ MallllHU,

[IpuembT Ha TOBa JIEKApCTBO B KOMOMHAIMS C JIEKAPCTBA, HAPEUECHH CyI()OHMITYpEHHN TPOU3BOAHU

HJIW C UHCYJIMH MOXE a IPUYNHU XHUIIOTIIMKEMUA, KOATO MOXKE JIa ITOBJIUAC Bamara CHOCO6HOCT aa
mogupare ¥ U3M0JI3BaTe MAITUHK, WK Ja pabotute Oe3 Oe30macHa onopa 3a Kpakara.
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Januvia cpabp:ka HaTpUii
ToBa nekapcTBO ChABPIKA MO-Mako 0T 1 mmol Hatpuii (23 mg) Ha TabneTka, T.e. MOXKe Jia Ce Kaxke,
Ye MPAKTUICCKU HE ChIbPIKa HATPUH.

3. Kaxk na npuemare Januvia

Bunaru npuemaiite TOBa JIeKapCcTBO TOYHO KakTo By e kazanm Bammsar jgekap. Ako He cTe CUTYPHH B
Helo, nonuraiTe Bamms nexap wiu GapMarieBT.

OObwnyaiinara npenopbrUYMUTENTHA 032 €:

- enHa ¢unmupana tabnetka ot 100 mg
- BEIHBXK JHEBHO

- npe3 ycrara

Axo umare npobnemu ¢ 660peunTe, Bamusr nekap Moxe aa Bu npeanuiie mo-HUCKH 1034 (KaTo
25 mg unu 50 mg).

Moxere aa mpreMaTe TOBa JIEKapCTBO ChC WM 0e3 XpaHa W HAIUTKH.

BamusT nexkap Moxke 1a Bu nmpearnuine Toa JeKapcTBO CaMOCTOSTEITHO WIIH C OTIPEIeNIEHH IPYyTH
JIeKapCTBa, KOUTO HaMaJIsBaT KphBHATA 3axap.

Juerara u ynpaxHeHHsTa MOTar Jia TOMOTHAT Ha Barims opraHu3sM J1a U3IMoJ3Ba 3axapra no-ao0pe.
JlokaTto mpremare Januvia e BaKHO Ja CTe Ha AWETa ¥ YIPKHEHHS, TPETIOphUYaHn OT Bammst mekap.

AKo cTe mpue/u nmoBeve 0T HeoOxoquMAaTa 103a Januvia
AKo cTe Ipueny oBeve OT MpeIrcanaTa 103a OT TOBa JIEKapCTBO, He3a0aBHO yBeqoMeTe Bamms
TeKap.

AKo cTe mponycHa/u Aa npuemete Januvia

AKO CTe IIpOITyCHAJIM €/lHa J103a, B3€METE s BEIHAra I[OM Ce CETHTE. AKO HE Ce CeTUTE Mpeau 1a
Jolizie BpeMe 3a ciefBaliarta J03a, MpoIycHeTe 3a0paBeHara 103a U ce BbpHETe KbM PeAOBHATA CXeMa
Ha nipueM. He B3emaiiTe 1BoMHA 1032 OT TOBA JEKapCTBO.

AKoO cTe cipesiu npuemMa Ha Januvia

[MponbmkaBaiiTe 1a mpueMare ToBa JEKapcTBO TOJKOBA JBJIT0, KOIKOTO Bu e mpennucan Bammsit
JeKap, 3a Ja MOXKe J1a TIPOIBDKUTE J1a KOHTPOJIMpare cBOsiTa KpbBHA 3axap. He TpsOBa na crimpare
npreMa Ha TOBa JIEKapCTBO, 0e3 Ja ce KOHCYNITHpaTe IbpBo ¢ Bamms nexap.

AKO MMaTe HSIKaKBH JIOIBJIHUTEIIHU BBIIPOCH, CBbP3aHU ¢ yIIOTpeOara Ha TOBA JICKapCTBO, MOIUTANTE
Bammst nexap wim hapmaresnT.

4. Bb3MOXKHHE HeKeJIaHU peakuuu

KakTo Bcuuku JICKapCTBa, TOBa JICKAPCTBO MOXKC 1A IMPECAN3BUKA HEKECIIaHU PCAKINU, BBIIPCKU Y€ HE
BCCKH T' TIOJTy4aBa.

IMPEKPATETE npuema Ha Januvia 1 He3a0aBHO ce CBbpKeTe ¢ Barust nekap, ako 3a0e1e:KUTe HIKOU

OT CIIEIHUTE CEPUO3HU HEXKETaHU PEaKIUH:

. CHJIHA U TIOCTOsIHHA 00JIKa B KopeMa (00JacTTa Ha CTOMaxa), KOsITO MOXKe Jia CTUra JIo rbpoa,
ChC WU O€3 TaJieHe U MOBPBINaHe, Thil KaTO TOBa MOXE J1a ca MPU3HAIM Ha BH3IAJICH IMaHKpeac
(maHKpeaTur).

Axo umare CCPUO3HA aJICPruyHa peaxkuua (C HCHU3BCCTHaA IleCTOTa), BKIIOYHUTCIIHO 06pI/IB, YpTUKapus,
MEXYypHU 110 KO)KaTa/Genema CC KOXXa U MOAYBAHE HaA JIMLETO, YCTHUTEC, €3UKA U T'bPJIOTO, KOETO MOXE 1a
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MIpeau3BHKa 3aTpyAHEHNE B IUIIAHETO WM I'bITAHETO, IPeKpaTeTe MpreMa Ha TOBa JEKapCTBO U
BeiHara ce cBbpxkeTe ¢ Bamus nexap. BamusaT nexap moxe na Bu npenmnuiiie nekapcTBo 3a JiedeHne
Ha ajepruyHara Bu peakuus u npyro nekapcTso 3a Bamus nualer.

Hsxon ManreHTH, IIpru ZIO6aB51He Ha CUTAIJTIMIITUH KbM MeT(bOpMI/IH, Iojxy4daBar CJICOHUTE HEXKCIIaHNU
peaxiuu:

Yectu (Moxe fa 3acerHar jo 1 Ha 10 qymm): HUCKa KpbBHA 3axap, rajieHe, ra30Be, MOBPHIIAHe
Heuectn (Moxe nma 3acernar mo 1 Ha 100 mymm): 6Goyka B cToMaxa, TAapHs, 3aleK, ChHINBOCT.

Hsikou marueHTH MoayJYaBaT pas3inyHy BUIOBE CTOMAIIEH TUCKOM(OPT, KOTaTo 3amoyHaT
KOMOWHAIIMATA CUTATJIUNTHH U MET(hOPMHH €THOBPEMEHHO (4ecToTara € ,,4ecT’).

Hsxou maruenTH, npy npueMaHe Ha CUTArTUITHH B KOMOMHAIUS ChC CYI(OHMITYpEeHHO MTPOU3BOIHO U
MeT(hOPMUH, TIOTYYaBaT CICIHUTE HEWKEIIAHU PEaKIInu:

MpHoro "ectn (MOXke Ja 3acerHar moBeue oT 1 Ha 10 mymm): HICKW HABA Ha KphBHATA 3axap

UYecTu: 3amek

Hsikow marnueHTy, npy MpueMaHe Ha CUTANTUITAH | THONINTA30H, [TOTYYaBaT CICIHUTE HEKEIaHH
peaKInm:
YecTu: ra3ose, MOyBaHe Ha PHLETE WK KpaKaTa

Hsikoun manmeHTH noay4aBaT ClIeIHUTE HEXXEJaHU PEaKILUH, JOKAaTO IPHUEMaT CUTATJIMITHH B
KOMOWHAIUS C MUOTIUTA30H U MET(QPOPMUH:
Yectu: moyBaHe Ha pblLIETe MM KpaKaTa

Hsxou narueHTH mony4aBar CJIeIHUTE HeXKEIaHH PEaKI|K, JOKATO MPHUeMaT CUTArJIMIITHH B
KOMOWHAIIUS C HHCYJIHH (ChC WK 06€3 METHOPMUH):

Yecru: rpun

HeuecTu: cyxora B ycrara

Hsxon ManyEeHTHU IOJTy4YaBaT CJICAHUTE HEKECIIAaHU PEaKIIUU, JOKATO IMpUEMAaT CUTAINIMIITUH
CaMOCTOSITEITHO TPH KIIMHUYHHU MPOYYBAHUS HIIH B TIEPHOJIA CIIe]| pa3peliaBane 3a ynorpeda npu
CaMOCTOSITETICH TIPUEM W/WITH ¢ JPYTH aHTUINA0ETHY JIeKapCTBa:

YecTH: HUCKA KpbBHa 3axap, I‘J'IaBOGOJ'H/Ie, I/IH(i)eKHI/ISI Ha TOPHUTC AUXATCIIHU I'bTUIIA, 3allYIICH W
Teyalll HOC ¥ Bb3MAJICHO I'bPII0, OCTEOAPTPHT, OOJIKA B PBIETE HIH Kpakara

HeuecTu: 3amaiiBane, 3amek, Chbpoex

Penxu: Hamanen 6poii TpoMOOIIUTH

C Heu3BecTHaA YeCcTOoTa: MpodsieMu ¢ OBOperTe (MMOHIKOra HaJlaraly JIMajin3a), MOBpPbhIlaHe, CTaBHA
Oomka, MycKyItHa Ooika, O0JKa B rbpOa, HHTEpCcTUIaIHa OernoapodHa 6oect, Oyno3eH meMpurona
(BUI MEXypH IO KOXKaTa)

Cpo0LiaBaHe HA HeKeJIaHU peaKIuu

AKO TIONTyunTe HAKAKBY HEXellaHW JISKapCTBEHU peaklny, yBeaomere Bamus nekap, hapMarieBT uiu
MCOWIIMHCKa CECTpa. ToBa BKIIIOYBa BCUYKU BHE3MOKHH HEONKMCAHU B Ta3H JIMCTOBKA HEXKEJIAHU
peakuu. MoxeTe ChIIo A3 ChOOIINUTE HeXEIIaH! PeakIui TUPEKTHO Ype3 HAIlHOHAIHATA CHCTEMA 3a
cho0mmaBane, mocodeHa B llpmnoskerne V. Kato cho0maBare HeXXeTaHu pEeakIiny, MOJKETe Ja TaieTe
CBOS PUHOC 3a TIOJy4YaBaHe Ha MoBeYe MHPOPMAIUS OTHOCHO OE30MacHOCTTa Ha TOBA JICKApCTBO.

5. Kak na cexpansiBate Januvia
Jla ce cbxpaHsBa Ha MSCTO, HEJIOCTHITHO 32 JieIa.
He u3snon3BaiiTe TOBa JIEKapCTBO CIIE/ CPOKA HA TOIHOCT, OTOCIA3aH BhpXy OJIMCTepa U KapTOHEHATa

omnakoBka ciep ,,EXP* u ,,I'onen no:“. CpokbT Ha TOTHOCT OTTOBAPS HA TIOCICTHUS JICH OT MOCOUCHUS
MecelL.

37


http://www.ema.europa.eu/docs/en_GB/document_library/Template_or_form/2013/03/WC500139752.doc

Ha ce cexpanssa nog 25 °C.

He u3xBbpiisiiTe NekapcTBara B KAHANU3AIUATA UK B KOHTEHHEpA 32 IOMAIITHHU OTHAIbIH.
[NomwuratiTe Bamms dhapManeBT kak ja U3XBHPIATE JIeKapCcTBaTa, KOMUTO Bede He M3noi3Bare. Te3u
MEPKH IIIe CIIOMOTHAT 32 OTa3BaHe Ha OKOJIHATA CpPeJia.

6. Cun)pmalme Ha OIMaKOBKaTa U JONIbJHUTEC/IHA ](lH(l)OpMalII/Ifl

Kakgo cbabpika Januvia
- AKTHBHOTO BEILIECTBO € CUTATTIUITHH:

o Bcesika Januvia 25 mg dunmupana tabnerka (TabiaeTka) ChIbpKa CUTADIUNTHH docdar
MOHOXHJIPAT, EKBUBAJICHTEH Ha 25 Mg CUTAIIUIITHH.

o Bcesika Januvia 50 mg ¢unmupana tabnetka (Tabnerka) CbIbp)ka CHUTAIMOTHH docdaT
MOHOXH/JIpaT, EKBUBaJIEHTEH Ha 50 mg CUTAIIUIITHH.

o Beska Januvia 100 mg dummupana Tadmerka (TabieTka) Chbabpika CUTATHITHH Gocdar

MOHOXUApAT, ekBuBajieHTeH Ha 100 mg cuTarmunTuH.

- Hpyrute cbcraBku ca:

o SAnpo na Tabnerkara: MUKpoKpHUcTainHa 1enynosa (E460), kanues xuaporengpocdar,
6e3BoneH (E341), kxpockapmenosa Hatpuii (E468), marnesues creapar (E470b), Hatpues
cTeapuidymapar 1 pomnui rajar.

o OHUIMOBO MOKPUTHE: MOTU(BUHUIIOB ajKoxoit), Makporon 3350, tank (E553b), Turanos
nuokeun (E171), uepsen xkenesen okeust (E172) u sxxbat xenesen okeun (E172).

Kak m3riexna Januvia 1 KakBo ChABbPKA 0MAKOBKATA

- Januvia 25 mg ¢punmupanu TabNeTKH ca KPbINK, pO30BH (PUIMHUPaHU TabaeTKu ¢ Haamuc “2217
OT eJlHaTa CTpaHa.

- Januvia 50 mg ¢primupanu TabIETKH ca KPBITIH, CBETI00SKOBH (DHIMUPAHU TaOICTKH C
Hagnuc “112” ot egHara cTpaHa.

- Januvia 100 mg ¢punmupanu TabneTky ca Kpbriin, 6ex0BH GUIMUpaHH TaOIETKH C HaJIHIC
“277” or exHATA CTpaHA.

Henpo3spaunu 6nucrepu (PVC/PE/PVDC u anymunnit). Onakosku o 14, 28, 30, 56, 84, 90 wm 98
tunmupanu Tadbnetku u 50 X 1 punmupanu Tabnetku B nepdopupaHu eqHOI030BH OIUCTEPH.

He Bcuuku BHUIOBEC OIIAKOBKHU MOrar Ja 6’I)I[3T ITyCHATH Ha mma3apa.

IlpuTe:kaTesn Ha pa3pelleHHETO 32 YIOTpeda U MPOU3BOIUTE
Merck Sharp & Dohme B.V.

Waarderweg 39

2031 BN Haarlem

Hunepnannus

3a JOMBIHUTENTHA HHPOPMAIIHS OTHOCHO TOBA JICKAPCTBO, MOJIS, CBPIKETE CE C JIOKATHUS
NpeICTaBUTEN Ha MPUTEKATENS Ha pa3pelieHueTo 3a yrnorpeoda:

Belgi¢/Belgique/Belgien Lietuva

MSD Belgium UAB Merck Sharp & Dohme
Tél/Tel: +32(0)27766211 Tel. +370 5 2780 247
dpoc_belux@msd.com dpoc_lithuania@msd.com
Brvarapus Luxembourg/Luxemburg
Mepk lapn u loym bearapus EOO MSD Belgium

Ten.: +359 2 819 3737 Tél/Tel: +32(0)27766211
info-msdbg@msd.com dpoc_belux@msd.com
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Ceska republika

Merck Sharp & Dohme s.r.0.
Tel.: +420 277 050 000
dpoc_czechslovak@msd.com

Danmark

MSD Danmark ApS
TIf.: +45 4482 4000
dkmail@msd.com

Deutschland

MSD Sharp & Dohme GmbH
Tel.: +49 (0) 89 20 300 4500
medinfo@msd.de

Eesti

Merck Sharp & Dohme OU
Tel: +372 614 4200
dpoc.estonia@msd.com

Eiraoa

MSD A.Q.E.E

TnA: +30 210 98 97 300
dpoc.greece@msd.com

Espaiia

Merck Sharp & Dohme de Espafia, S.A.
Tel: +34 91 321 06 00
msd_info@msd.com

France
MSD France
Tél: +33 (0)1 80 46 40 40

Hrvatska

Merck Sharp & Dohme d.o.o.
Tel: +385 1 6611 333
dpoc.croatia@msd.com

Ireland

Merck Sharp & Dohme Ireland (Human Health)
Limited

Tel: +353 (0)1 2998700
medinfo_ireland@msd.com

Island
Vistor ehf.
Simi: +354 535 7000
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Magyarorszag

MSD Pharma Hungary Kft.
Tel.: +36 1 888 5300
hungary msd@msd.com

Malta

Merck Sharp & Dohme Cyprus Limited
Tel: 8007 4433 (+356 99917558)
dpoccyprus@msd.com

Nederland

Merck Sharp & Dohme B.V.
Tel: 0800 9999000

(+31 23 5153153)
medicalinfo.nl@msd.com

Norge

MSD (Norge) AS

TIf: +47 3220 73 00
medinfo.norway@msd.com

Osterreich

Merck Sharp & Dohme Ges.m.b.H.
Tel: +43 (0) 1 26 044
dpoc_austria@msd.com

Polska

MSD Polska Sp. z o.0.
Tel.: +48 22 549 51 00
msdpolska@msd.com

Portugal

Merck Sharp & Dohme, Lda
Tel.: +351 21 4465700
inform_pt@msd.com

Romania

Merck Sharp & Dohme Romania S.R.L.
Tel.: +40 21 529 29 00
msdromania@msd.com

Slovenija

Merck Sharp & Dohme, inovativna zdravila

d.o.o.
Tel: +386 1 520 4201
msd.slovenia@msd.com

Slovenska republika

Merck Sharp & Dohme, s. 1. 0.
Tel.: +421 2 58282010
dpoc_czechslovak@msd.com



Italia Suomi/Finland

MSD Italia S.r.1. MSD Finland Oy

Tel: 800 23 99 89 (+39 06 361911) Puh/Tel: +358 (0)9 804 650
dpoc.italy@msd.com info@msd.fi

Kvmpog Sverige

Merck Sharp & Dohme Cyprus Limited Merck Sharp & Dohme (Sweden) AB
TnA: 800 00 673 (+357 22866700) Tel: +46 77 5700488
dpoccyprus@msd.com medicinskinfo@msd.com

Latvija

SIA Merck Sharp & Dohme Latvija
Tel.: +371 67025300
dpoc.latvia@msd.com

JlaTa Ha mocjeHo mpepa3riexaaHe Ha guctoBkata {MM/ITIT}.

IMonpoOna nHopMarlus 3a TOBa JIGKAPCTBO € Mpe0CTaBeHa Ha yeOcaiita Ha EBporietickara areHnus
IO JIeKapCcTBaTa: http:/Www.ema.europa.eu.
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