INPUJIOKEHHE I

KPATKA XAPAKTEPUCTUKA HA ITPOAYKTA



vTosn JIEKapCTBEH MPOJIYKT IOJICKU Ha AOIBIHUTENIHO HaboqeHre. ToBa 11e o380 0bp30To
yCTaHOBSIBaHE Ha HOBa MH(opMarns 0THOCHO Oe3onmacHOCTTa. OT METUITMHCKHUTE CIEIMATIUCTH Ce
M3MCKBA JIa ChOOIABAT BCSAKA MOA03UpaHa HeXXelaHa peakiys. 3a HaunHa Ha choOIIaBaHe Ha
HEe)KEeJIaHW PEeaKIy BIDKTE TouKa 4.8.

1. HUME HA JIEKAPCTBEHUSA ITPOAYKT

Jardiance 10 mg ¢punmupanu TabneTku
Jardiance 25 mg punmupanu TabeTKU

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Jardiance 10 mg dpuamMupanu TabIeTKH
Bcesika Tabnerka chabpka 10 mg emnariudguiosus (empagliflozin).

TToMOIIIHO BEMIECTBO C U3BECTHO JICHCTBHE
Bcsika TabieTka chIbpika JaKT03a MOHOXHUAPAT, KOSITO CHOTBETCTBA Ha 154,3 mg makTo3a, 6€3BOIHA.

Jardiance 25 mg dpuamMupanu TabIeTKH
Bcesika Tabnerka chabpika 25 mg emnarauduiosud (empagliflozin).

TTOMOIIIHO BEMIECTBO C U3BECTHO JICHCTBHE
Bcsika TabieTka chIbpika JaKT03a MOHOXHUAPAT, KOSTO ChOTBeTCTBA Ha 107,4 mg ytakTo3a, 6€3BOIHA.

3a IIBJIHMS CIIMCHK Ha IIOMOIIHHUTE BCIICCTBA BHXXTC TOYKaA 6.1.

3. JIEKAPCTBEHA ®OPMA
Ounmupana Tabnerka (Tabnerka)

Jardiance 10 mg dunmupanu TabIeTKU

Kpwbrna, Onegoxbnra, [BoiHOU3MIBKHANA (priMupaHa TabieTKa Cbe CKOCEHH PhOOBE ¢ BIUILOHATO
penedHo o3HaueHue ,,S10“ ot exHaTa cTpana u oroto Ha Boehringer Ingelheim ot npyrara crpana
(mnameTsp Ha TabmeTkaTa: 9,1 mm).

Jardiance 25 mg dunmupanu TabneTKu

OBasHa, OJIeI0XKBIITA, JBOMHOM3IIbKHANA QUIIMUpaHa TabieTka ¢ BJUrbOHATO pesieHO O3HAUYECHUE
»325 ot enHata crpana u goroto Ha Boehringer Ingelheim ot npyrata ctpana (abxuHa Ha
tabnerkara: 11,1 mm, mupuHa Ha TabneTkaTa 5,6 mm).

4. KIMHNUYHU JAHHHA
4.1 TepaneBTHYHHN MOKA3ZAHUS

Jardiance e rmokazaH 3a JieueHHe Ha B3PACTHH C HEJJOCTAThUEH KOHTPOJ Ha 3aXapeH auadeT Tum 2
KaTo JOMbIHEHNE KbM JIUETA U YIIPaKHEHUS.

- KaTO MOHOTEpAaMus B CiIlydaH, KOraTo ynorpedara Ha MeTOpMHH € HEMOAXO0IS111a TTOpaau
HETIOHOCHMOCT

- B JIOITBJIHEHUE KbM JIPYTH JIEKAPCTBEHU MPOYKTH 32 JICUeHHE Ha JradeT

3a pe3yJsTaTd OT MPOYYBAHUS C OTJIe]l KOMOMHUpPaHe, ePEKTH BbPXY IIIMKEMUYHUS] KOHTPOII,
CBP/ACYHO-CHIOBH CHOUTHS M IPOYUBAHUTE TOIYJIALIMH, BIKTE Touku 4.4, 4.5 u 5.1.



4.2 /lo3UpOBKAa M HAYMH HA MPUJIOKEHHE

2 !031/1[ )OBKaA

[Ipenopbuntennara HayanHa 03a € 10 mg emmarindao3uH BeHBK JHEBHO 32 MOHOTEPAITUS U
KOMOMHHUPAHO JIeYeHHE ¢ 100aBsSHE KbM JIPYTH JICKAPCTBEHU MPOIYKTH 3a JieueHue Ha quadet. [Ipu
MAIMEeHTH, KOUTO MOHAcIT eMnariauduiosns 10 mg BeqHbK JHEBHO, KouTo ca ¢ eGFR

>60 ml/min/1,73 m® i ce HYXIaAT OT O-CTPOT IIMKEMHYEH KOHTPOJ, 7103aTa MOXe Ja ObJ1e
MOBHUITICHA 10 25 Mg BEAHBXK THEBHO. MakcuMaHaTa JHEBHA 7103a € 25 mg (BXK. TO-10Ty U

Touka 4.4).

Koraro emmarnugiio3us ce u3noin3sa B KOMOHHAIHS ChC CYIQOHIITYPEHHU MMPOU3BOIHH WITH C
MHCYJIMH, MOXeE J]a c€ OOMUCIIU ITO-HUCKA 1032 CYI(POHIITYPEHHO MPOU3BOJHO MM WHCYJIHH, 3a Ja Ce
HaMaJIM PUCKa 3a XUIOTIMKEeMUs (BXK. TOUKkH 4.5 u 4.8).

Cneyuannu nonyiayuu

bvbpeuno yspeocoane

[Mopann mexann3Ma Ha JieiCTBHE, ePUKACHOCTTA HA eMIIATTH(IO3HH 10 OTHOIIEHHE HA TIIUKEMUSTA
3aBHCH OT ObOpeuHaTa pynkuus. He ce Hanara agantupase Ha 103ata IpH NAUEHTH C

eGFR >60 ml/min/1,73 m” nmu CrCl >60 ml/min.

He Tpsa6Ba 1a ce 3ar0uBa jieueHne ¢ eMnaraugnosus npu namuentu ¢ eGFR <60 ml/min/1,73 m* win
CrCl <60 ml/min. IIpu nanuenTH, kouTo nmoHacsAT emmarivdnao3un u yniito eGFR cnama mocrostHHO
oz 60 ml/min/1,73 m* nmn ¢ CrCl mox 60 ml/min, xo3ata Ha emmarandIO3uH TPAOBA 1a ObIE
KOpUTHpaHa JI0 Wi 3ana3eHa Ha 10 mg BeAHBK AHEBHO. YnoTpedara Ha eMnaraudio3uH TpsoBa ce
npeycranoBu mpu eGFR Tpaiino nox 45 ml/min/1,73 m” unu CrCl tpaitro mox 45 ml/min (Bx.

touku 4.4, 4.8, 5.1 u 5.2).

He tpsi6Ba a ce n3nomi3Ba eMnarianIo3uH PH NaMeHTH ¢ TePMHHAIHA ObOpEeYHA HEAOCTAThYHOCT
(end stage renal disease - ESRD) wim npu margieHTH Ha Tiain3a, OHeKe He Ce 0YaKBa Jia €
e(heKTUBEH NPU TE€3U MaueHTH (BX. Touku 4.4 u 5.2).

Yeprnoopobno yspedrcoane

He ce nanara agantupaHe Ha J03aTa Ipy NAIMEHTH C YEPHOAPOOHO yBpexaaHe. Excriozuiusita Ha
eMIariaugIIoO3nH MPH MAUEHTH C TEXKKO YePHOPOOHO YBPEKIaHE € TOBUIIeHA. TepaneBTHYHUAT
OIMT IPU NAIMEHTH C TEXKKO YSPHOAPOOHO YBPEXKIaHE € OIPaHHUYEH M 10 Ta3H IPUYUHA HE Ce
MperopbrYBa yrnorpeda mpu Ta3u momynanus (Bx. Touka 5.2).

Hayuenmu 6 cmapuecka 6b3pacm

He ce nanara agantupase Ha f1o3aTta Bb3 OCHOBA Ha Bb3pacTra. [Ipu nanueHT Ha 75 ToAUHU U T1I0-
BB3pACTHHU TPAOBA /1a C€ MMa MPEBU/I MOBUIIEHUSAT PUCK 3a XuMoBojeMus (Bx. Touku 4.4 u 4.8). Ilpu
MAIMeHTH Ha Bb3PacT 85 FOJMHY 1 TIOBEYE, HE Ce MPETophUBa 3all0YBaHe Ha Teparnws ¢
emnarin¢uo3uH (BX. Touka 4.4) mopaau orpaHUYEHHS TeparleBTUUEH OIHT.

Ileduampuuna nonyrayus
Bce ome He ca ycraHOBeHH 0€30I1acHOCTTA M €(hMKACHOCTTA Ha eMIAriu¢)IIO3UH TPH JIeTia U FOHOIIIH.

JIuncBar maHHM.

Hauun Ha IPHUITOKECHUC

TabneTkuTe MOJXKE J1a Ce MpUeMar ChC WM 0e3 XpaHa; TpsOBa Ja ce I'bJITAT IeJIK C BoJa. AKO
MAIMEeHTHT MPOITYCHE e[Ha /103a, TPSIO0Ba Ja s mpreMe BeIHara oM cu crioMHu. He TpsiOoBa na ce
mpreMa JBOWHA J103a B ChIIHS JICH.



4.3 IIporuBomokazaHus

CBp’I)XT-IyBCTBI/ITe.HHOCT KbM aKTHBHOTO BCUICCTBO HJIN KBM HAKOC OT IIOMOIIHHUTE BCUICCTBA,
n30poeHu B Touka 6.1.

4.4 ChenuanaHu npeaynpesxaeHus U NpeAnasHul MePpKH NPU ynoTpeda

JunabeTrHa KeToaImm03a

Penxu cmydan Ha quaberHa keroarugo3a (JJKA), BKIIFOUHTETHO )KUBOTO3ACTPAIIABAIIN U CITyJan C
JIETaJIeH U3X0/JI, Ca JIOKJIAJBaHU MIPH MMAllUEHTH, JIeKyBaH! ¢ nHx1OuTopu Ha SGLT2, BKIrOUnTETHO
emnarnuduio3uH. B peauna cirydan, ChbCTOSHUAETO € OUJIO C aTUITUYHA U35Ba, CAMO C YMEPEHO
MOBHILIEHH CTOMHOCTH Ha TJII0K03aTa B KpbBTa, oA 14 mmol/l (250 mg/dl). He e u3BecTHO, nanu e mo-
BepositTHO JIKA na ce pa3Bue npu NO-BUCOKH JI03U eMITarin()I031H.

PuckbT OT 1abeTHA KeToanu103a TPSOBA Ja ce UMa MPEABU/ B Clydail Ha MosiBa Ha Hecrenu(pUIHHA
CUMITOMH KaToO TaJieHe, MOBPBIIIaHe, aHOPEKCHs, OOJIKH B KOpeMa, MPEKOMEPHA KaK/a, 3aTPYIHEHO
JUIane, 00bpKaHOCT, HeOOMUaiiHa yMopa Wiu ChHIMBOCT. [Ipu mposiBa Ha Te3u CUMITOMH,
MaIMeHTUTE TPsIOBa He3a0aBHO Ja ObJAT OLIEHEHH 3a KeTOAallK 103a, HE3aBUCUMO OT HUBOTO Ha
KpbBHATa 3axap.

[Ipu manmenTu, npu kouto JIKA ce mogo3upa wiv € TuarHOCTULIMPAHA, JICYCHUETO ¢ eMITariu(I03uH
Tpsi0Ba J]a ce MpeyCTaHOBH He3a0aBHO.

Jleuennero TpH6Ba Ja C€ MPEKBHCHE IIPU MAMUEHTHU, KOUTO Ca XOCIIHUTAIN3UPAHU 3a I'OJIEMU
XUPYPrUYECKU UHTEPBEHITUH WJIH ITOPaji OCTPU Cepruo3Hu 3abomnsBanus. M B qBaTa ciaydas
JICYSHUETO C eMITarin(I03HH MOKE JIa C€ Bb30OHOBH, CJIe]] KATO ChbCTOSIHMUETO Ha TAIlMEHTA Ce
crabmmm3upa.

[Ipenu 3armouBaHe Ha JedeHUE ¢ eMIarauQIIO3nH, TPSAOBA Ja ce B3eMarT 10 BHUMaHUE (GaKTH OT
aHaMHe3aTa Ha MalieHTa, KOUTO MOTAT Ja TOBEAaT JI0 MPEIUCIIO3UITHS 32 KeTOAIUI03a.

[lanuenTuTe, MpU KOMTO MMa MO-BUCOK PUCK 3a pa3zBuThe Ha JIKA, BKIIOUBAT NAIMEHTH C HUCBHK
(yHKIIMOHAJIEH pe3epB Ha OeTa-KJIETKUTE (HAMp. MAaIUeHTH ChC 3aXapeH JHa0eT THIT 2 ¢ HUCHhK
C-nenTuz iy JaTeHTEH aBTOMMYHEH AnadeT npu Be3pacTHH (latent autoimmune diabetes in adults,
LADA) nim nauyeHTy ¢ aHaMHe3a 3a MaHKPeaTHT), MAIMEHTH ChC ChCTOSHUS, BOJICIIH JI0 OTPaHUYeH
NpYEM Ha XpaHa WM TeKKa JIEXUpaTalus, NalMeHTH ¢ HaMalleHa 71033 Ha UHCYJIMHA U MTAIUSHTH C
MOBHUIIEHHU HYXXIHW OT MHCYJIUH MOPaIy OCTPO MPOTHYAIIa OOJIECT, ONEpalK WK 3710ynoTpeda ¢
ankoxoi. [Ipu Te3u narnuenTy, naxudutopute Ha SGLT2 TpsiOBa ia ce u3noa3BaT ¢ MOBUILIEHO
BHUMaHHUE.

He ce npenoppuBa 3amouBaHe OTHOBO Ha jJedeHueTo ¢ nuxuouTop Ha SGLT2 npu nanuentu ¢
aHamHe3a 3a JIKA mo Bpeme Ha snedenne cb¢ SGLT2 nuHXuOUTOp, OCBEH aKo He ce HIACHTUDHUINPA U
OTCTpaHH APYT HEABYCMHUCIICH OTKIIIOUBAI (haKTOP.

be3onacHocTTa M e(hKacHOCTTa HAa eMITaraTuQIIO3MH NPH MMAIUEHTH ¢ AUa0eT THIT | He ca yCTaHOBEHH
1 eMnariaudao3uH He TpsOBa Aa ce U3I0J3Ba 3a JEUCHNE Ha NauueHTu ¢ quadet tun 1. OrpaHuyeHu
JAHHY OT KJIIMHUYHU M3MUTBaHus rpenamnonarar, ue JJKA ce pa3BuBa uecTo npu nanueHTy ¢ quader
THl 1, KOUTO ca Ha JedeHue ¢ naxuouropu Ha SGLT2.

brOpeuno yBpexnane

He tpsi6Ba 1a ce 3amousa edenne ¢ Jardiance npu marments ¢ eGFR mox 60 ml/min/1,73 m* nin
CrCl oz 60 ml/min. [Ipn naumenTtu, kouto nonacat emnarinudiao3ud u uniito eGFR e mocrosiaHo
noa 60 ml/min/1,73 m” umu CrCl <60 ml/min, 1o3ata Ha eMIarTUQIO3MH TPAOBA 1a ObJe KOPUTHpaHa
Jo wim 3ama3eHa Ha 10 mg BegHbX THEBHO. YToTpeOaTa Ha eMnarin(Io3uH TpsOBa ce MpeyCTaHOBH
npu eGFR Ttpaitso nmox 45 ml/min/1,73 m” umu CrCl tpaiino nox 45 ml/min. He Tps6Ba za ce
U3M0J13Ba eMnariu(II031H MpH NAIlMeHTH ¢ KpaiiHa cTerieH Ha 6b0peuHo 3abonsBane (ESRD) unu
MIPY MAIIMCHTH Ha JUAIN3a, IIOHEXE HEe C€ 0YaKBa Ja € e(PeKTUBEH IPH TE3H MAIMEeHTH (BX. Touka 4.2




u5.2).

[IpocnensBane Ha ObOpeuHaTa PpyHKINSA

[lopann mexann3Ma Ha AelCTBHE, €(PUKACHOCTTA 110 OTHOIIECHHE Ha TTUKEMHATA HAa eMIIarauQIo3uH

3aBHCH OT ObOpeuHaTa pyHkuus. [1o Ta3u npuunHa ce mpenopbyBa OleHKa Ha ObOpeuHaTa GyHKUIUS

KaKTO CJIe/IBa:

- Npeay 3aroYBaHe Ha JIEYCHUE ¢ eMIariugIIo3HH U MEPUOINYHO M0 BpeMe Ha JICUCHHE, T.€.
MIOHE BEJHBXK FOJUIIHO (BXK. TOUkH 4.2, 5.1 1 5.2);

- Npe/y BKIIFOUBaHE HA HAKAKBB JIPYT JIEKAPCTBEH MPOIYKT, KOWTO OW MMail HETaTHBHO BITMSIHHE
BBbpXY ObOpeuHata QpyHKIHA.

YepHoapoOHO VBpeXKIaHe
Nwma cpoOmieHus 3a 4epHOAPOOHO YBPEkAaHEe PU KIMHUYHYU U3IUTBAaHUS ¢ eMraraudio3uH. He e
YCTaHOBEHA MPUYNHHO-CIICJCTBEHA BPB3Ka MKy EMIArIu(IIO3WH 1 YePHOIPOOHO yBpEXKIaHe.

TloBumieH XCMAaTOKpHUT
HpI/I JICYCHHUEC C CMHaFJ’II/I(l)J'IOSI/IH ce Ha6n}0}1aBa MOBUIIICHUC HA XECMATOKpHUTAa (B)K. TOYKa 48)

ITanmenTH B cTapyecka Bb3pacT

EdextpT Ha emMnarnu@io3nH BbpXY eKCKpelrsiTa Ha IIII0K03a C ypUHAaTa € CBbpP3aH ¢ OCMOTHYHA
Jype3a, KOeTo OM MOTJIO Jia TIOBJIHse 00IaTa XuapaTanus. Bb3MOKHO € ManueHTHTe Ha 75 TOMHU |
MO-BB3pPAcTHHU Ja UMAT MOBUIIIEH PUCK 3a XUIOBoJIeMus. [loBede ManueHT! Ha JIeYeHUeE C
eMnariugIIO3uH ca pa3BUIIM CBBP3aHU C XMIIOBOJIEMHS HEXKEJIaH! PeaKiii, B CpaBHEHHE C myianedo
(Bk. Touka 4.8). [To Ta3u nprunHa € HEOOXOIUMO Jia ce 00bpPHE CHENUAITHO BHUMAaHUE Ha MpHeMa Ha
TEYHOCTH IIPY T€3M NAIMEHTH, B CIIy4al Ha €IHOBPEMEHHO MPUIIOKEHUE Ha JIEKapCTBEHHU NMPOIYKTH,
KOHMTO MOTaT Jia IOBEAAT 10 XuIoBosieMus (Hanp. auypetunn, ACE-unxuburopn). TepaneBTHIHUAT
OTIMT TIPY MAIMEeHTH Ha 85 TOAMHHM U TI0-BBh3PACTHU € orpannyeH. He ce nmpenopbyBa 3anmouBaHe Ha
JieyeHne ¢ eMnaringIIo3uH B Ta3M momynanus (Bx. Touka 4.2).

Puck 3a xumopoaemMus

BB3 ocHOBa Ha MexaHU3Ma Ha jeiicTBrue Ha nHXuOuTOpuTe HAa SGLT-2, oOcMOTHYHATA JqUype3a, KOsSTO
CBII'BTCTBA TEpPANlEBTUYHATA TTIIOKO3YPHS, MOXKE J]a TOBEJE 10 YMEPEH CajJ Ha KPbBHOTO HAJISATaHE
(Bx. Touka 5.1). Ilo Ta3u npuurHa € HEOOXOIMMO MOBUIIEHO BHUMAaHHE MIPH MallUEHTH, 32 KOUTO
WHAYIUPAHUAT OT eMITari(IO3WH CIajl HA KPHBHOTO HAIISTAHE MOJXE J1a TIPEJICTABIISIBA PUCK, KATO
MIAIIMEHTH C H3BECTHO CHP/ICYHO-CHIOBO 3a00JIsIBaHE, TAKMBA HA aHTUXUIICPTCH3UBHO JICUCHHUE WITH C
aHaMHe3a 3a XAMOTOHWSI, WU Ha B3PacT 75 TOJAWHM U TTOBEYE.

[Ipn Hanmume Ha CHCTOSHUS, KOUTO MOTAT J1a IOBEAAT A0 3ary0a Ha TeYHOCTH (HAaIIp. CTOMAIITHO-
YpeBHO 3a00JIsIBaHe), ce TPENOphYBa BHUMATEITHO TIpocie/siBaHe Ha oOeMa Ha KpbBTa (Harp.
KJIMHUYEH Tperie]], n3MepBaHe Ha KpPbBHOTO HaJIsIraHe, J1ab0paTOPHU TECTOBE, BKIIOUYUTEITHO
XEMAaTOKPHT) H EJIEKTPOJIMTUTE TIPH MAIlMEHTHUTE, TpreMainy eMnariudiao3ud. TpsoBa na ce uma
Npe/IBH]] BPEMEHHO MPEKHCBAHE Ha JICYCHUETO ¢ EMITArTTU(IIO3UH JI0 KOPUTHPAHE Ha 3ary0ouTe Ha
TE€YHOCTH.

Mudexnnn Ha MHKOYHUTE MHTHIIA

B cOopHuTe miamne0o-KOHTPOIUPaHU IBOHHO CIIETIH MPOYYBAHUS C IPOABIDKUATEINHOCT 18 10

24 cenmMuliy 00IIaTa YeCToTa Ha MHPEKINS Ha MMKOYHUTE ITBTHUIIA, 33 KOSTO Ce ChoOIIaBa KaTo
HEKeJIaHO ChOMTHE, € CXOIHA MPH MAIIMEeHTH Ha JieueHue ¢ emnariudo3ud 25 mg u miaiedo, 1 ¢ mo-
BHCOKA IPH MMAlMEHTH Ha JiedeHue ¢ emmarmudao3us 10 mg (Bxk. Touka 4.8). [loctMapkeTHHTOBH
CJIy4ad Ha YCJIO)KHEHH MH(EKIUK Ha TUKOYHHUTE IIbTHIIA, BKIFOUNTEIIHO MUETOHE(PPUT U YPOCEIICHC,
ca ChOOIICHH ITPH MAIMSHTHUTE Ha JieueHue ¢ emnariauduiosnd. TpsOBa fga ce uMa MpeaBu BpeMEHHO
MPEeKbCBaHE Ha MMpHeMa Ha eMITarin(I03HH MPH MAIUEHTH C YCIOKHEHN MH(PEKITUN Ha TUKOYHUTE
ITBTHIIIA.

AMIyTanuu Ha JOJIEH KpaMHUK
HabnronaBa ce yBennuaBaHe Ha CIlydanTe Ha aMITyTallus Ha JIOJICH KpaifHUK (TIPeTMMHO Ha TPBCT)
TIPH TIPOBEXK AN C€ ABITOCPOYHH KIMHUYHH POy4YBaHus ¢ qpyr naxubutop Ha SGLT2. He e




H3BCCTHO JaJIM TOBA IIPEACTABJIsABA e(beKT Ha KJIaca JICKapCTBa. Baxno e MallMCHTUTEC, KAKTO BCUYKH
ManuceHTH C ):[I/Ia6eT, Ja 6’L,Z[aT CbBCTBAHM A MojiaraT pyTUHHU HpO(l)I/IHaKTI/ILIHI/I TpPHXHU 3a XoauJj1aTa
CH.

CeprieyHa HEAOCTATEYHOCT

Onutst npu kiac [-II mo NYHA (New York Heart Association, Hroiopkcka Cbpaeuna Acoruanys) €
OrpaHUYeH U HSIMa OMUT OT KJIMHWYHHU NpoyuBaHus ¢ eMnariudiaozud npu kiac [1I-IV mo NYHA.
IIpu noyuanero EMPA-REG OUTCOME, 3a 10,1% ot nanuenTuTe ce choOIaBa, ue uMar
ChpJiedHa HEIOCTaTHUYHOCT Ha M3XOAHOTO HIBO. CHaabT Ha ChPJIEYHOCHIOBATa CMBPTHOCT TIPH TE3U
NalMeHTH ChbOTBETCTBA Ha 00LIaTa MOMyJIALHsI HA IPOYYBAHETO.

JIabopaTopHa OlleHKa Ha YPUHATA
IMopanu MexaHnW3Ma Ha JIEHCTBHE, MAI[MEHTUTE, KOUTO npreMaT Jardiance, e ©MaT MONOKUTEITHH
TECTOBE 3a TIII0K03a B ypUHATA.

JlakTo3a

Tabnetkure chabpiKaT JakTo3a. [larueHTn ¢ peKu HacIeACTBEHU MPOOIeMH Ha HETTOHOCUMOCT KbM
rajiaktosa, Lapp yiakra3eH qJe(HUIMT WK TJIFOKO3HO-TaIaKTO3Ha MayiabcopOIus He TpsiOBa Ja npuemar
TO3U JIEKapCTBEH MPOIYKT.

4.5 B3amMmopeiicTBHE ¢ IPYTH JeKapcTBEHH MPOAYKTH M APYrH (popMH Ha B3auMojeiicTBHe

(DaDMaKOI[I/IHaMI/I‘IHI/I B3aPIMO):[eI>iCTBPIH

Q uypemuyu

Emnarnudio3un Moxe Ja 3acHiii TUypeTHIHUS €PeKT Ha THA3UJTHUTE U OPUMKOBUTE TUYPETHUIIH U
MOJKE JIa TIOBHUIIIHA PUCKA 3a IEXHUApaTaIis U XUMOTOHUS (BXK. Touka 4.4).

Hucynun u uncynunosu cexkpemazosu

WHCYIUHBT U MHCYJIMHOBUTE CEKPETAro3u KaTo CyI(pOHUITYpEeHHN MPOU3BOIHU, MOTAT Jia IOBHIIIAT
pucka 3a xumnoriukemust. [1o Ta3u npuunHa MOXe 1a € Heo0X0IMMa MO-HHUCKA J103a UHCYJIUH WU
WHCYJMHOB CEKPETaror, 3a Jia ce HaMalld pUCKBT OT XUIIOTJIMKEMHUS TIPH yIoTpedara uM B
KoMOMHaIUs ¢ eMnaringio3uH (Bx. Touku 4.2 u 4.8).

(DaDMaKOKI/IHCTI/I"IHI/I B3aHMO}1€ﬁCTBHH

Ecdexmu na opyzu aexapcmeenu npooyKmu 6bpxy emMnasiupuiosun

In vitro naHHWTE TIOKA3BaT, Y€ OCHOBHUAT ITbT Ha MeTaboMM3upaHe Ha eMIarin(IIo3uH MPH X0pa €
TIIIOKYpOHUpaHe upe3 ypunaut S'-audochormokypormnrpancdepasute UGT1A3, UGT1AS,
UGT1A9, u UGT2B7. EmMnarnugno3ut e cyocTpaT Ha 4oBeIIKUTE bITeiik Tpancnoprepu OAT3,
OATPI1B1 u OATP1B3, 1o e u Ha OAT1 u OCT2. Emnarnudguiosun e cyocTpar Ha
P-rnuxonporenna (P-gp) u Ha BCRP (npoTenHa Ha pe3uCTEHTHOCT Ha pak Ha r'bpjara, breast cancer
resistance protein).

EnHOBpeMeHHOTO MpUIIOKEeHHE Ha eMmarianguiosut ¢ npooeHunu (nuxuoutop Ha UGT eHsumure u
OAT3) Boau 10 MOBUIIIABaHE HA MMMKOBUTE IIa3MeHU KOHIEHTPAIUH (C ) Ha eMIaraugIo3uH ¢
26% u Ha wiomira noj kpupara koHreHrpamus/speme (AUC) ¢ 53%. Te3u npoMeHH He ce CUMTAT 3a
KJIMHUYHO 3HAYMMHU.

He e mpoy4uen edextsrT Ha nHaymupane Ha UGT Bepxy emmariaudiao3ud. TpsoBa ga ce n3baraa
€ITHOBPEMEHHO IIPIJIOKEeHHE ¢ N3BeCcTHU HHAyKkTopr Ha UGT, mopaay eBeHTyalleH pHUCK 3a TTOHIDKEHA
e(hMKaCcHOCT.

Enno mpoyuBane 3a B3aumoericTBusTa ¢ rembuoposui (in vitro naxuburop Ha OAT3 u
OATPI1B1/1B3 tpancniopTepure) noka3Ba, 4e ciiell AHOBPEMEHHO MpUII0KeHUE Cy,x HA
emnarauguo3uH ce nmosumana ¢ 15%, a AUC ce moBumana ¢ 59%. Te3n mpoMeHH HE ce CUHTAT 3a
KITMHIYHO 3HAYUMHU.



Wnxubupanero Ha OATP1B1/1B3 Tpancnoprepute npu eTHOBPEMEHHO MPHUIIOKEHUE Ha
pudamnuimH ¢ Boau 10 75% nosuiienue Ha Cy,, 1 35% nosumienne Ha AUC Ha eMnariaugIio3uH.
Te3u NpoMeHH HE ce CUMUTAT 38 KIMHUYHO 3HAYHMU.

Excriosunusita Ha eMnaran(iIo3uH € CXOIHA ChC WK 0€3 €THOBPEMEHHO MPHIIOKEHHNE Ha BepanaMil
(uaxuduTop Ha P-gp), KoeTo mokasBa, ye HHXUOUpaHeTo Ha P-gp He oKa3Ba KIMHUYHO 3HAUYUM e(heKT
BBPXY eMnarindao3uH.

[IpoyuBanusiTa 32 B3aMMOJEHCTBUATA TIOKA3BAT, Ye (hapMaKOKMHETUKATa Ha eMIarin(o3uH He ce
MOBJIHMSIBA IPU €THOBPEMEHHO NPHIIOKEHNE C METPOPMUH, TTIUMEITUPUA, THOTIUTA30H, CUTATIUIINH,
JWHATIUITYH, BapdapuH, BeparnamMull, paMHITPUII, CAMBACTATHH, TOPA3eMU/I U XUAPOXIOPOTHAZH/IL.

Ecdexmu na emnaznugnosun 6opxy opy2u iexkapcmeeiu npooyKmu

Ha 6a3a na in vitro npoy4Banusi, eMaringuIo3uH He HHXUOHUpa, MHAKTHBUpa vk nuaynupa CYP450
n3zodopmute. EMnarmudnoszun ve naxubupa UGT1AL, UGT1A3, UGTI1AS, UGT1A9 unu UGT2B7.
o Ta3u mpuumHa ce nprueMa, ye JIEKapCTBEHH B3aMMOAEHUCTBUS, KOUTO BKItOUBaT ocHoBHUTE CYP450
u UGT uzodopmu, ¢ eMnaringuio3nH U eTHOBPEMEHHO MpHIaraHu cyOCcTpaTH Ha Te3H SH3UMH, ca
MAaJIKO BEpPOSATHHU.

Emnarnudinosun He naxubupa P-gp B TepaneBTHuHU N03u. B3 OCHOBA Ha in Vitro Ipoy4BaHUs HE ce
CYHMTA 32 BEPOSITHO eMNarn(IIO3UH Jia MPeU3BUKa B3aUMO/ICHCTBUS C JIeKapCcTBa, KOUTO ca
cyOctparu Ha P-gp. EqHOBpeMeHHO NpuUiIoXKeHne Ha eMIariangIo3uH ¢ JUrokcuH (cyocrpar Ha P-gp)
Boau 110 6% noBuienue Ha AUC u 14% noBumenue Ha C,x Ha IMrOKCUH. Te3u IpoOMeHHU He ce
CUMTAT 32 KIIMHUYHO 3HAYHMHU.

Emnarnudio3un He nHXMOMpa YoBeImkuTe buTeik Tpancnoprepu kato OAT3, OATPIB1 u
OATPI1B3 in vitro mpy KITHHAIHO 3HAYMMU TIA3MEHU KOHIICHTPAINH U CJIEA0BATEITHO CE MTpUEMa, ue
JIEKapCTBEHHU B3aMMOJICHCTBHUS ChC CYOCTpaTHTE HA TE3H 3aXBallallld TPAHCIOPTEPH Ca MAJIKO
BEPOSATHHU.

[IpoyuBanusiTa 32 B3aMMOJCHCTBUATA, IPOBEACHH MIPH 3ApaBU 100POBOJIIIHM, IOKA3BaT, e
eMnarauguIo3uH HIMa KIMHUYHO 3HaYMM €(EKT BbpXY (papMaKOKHHETHKaTa Ha MET(OPMHUH,
TIIMMETTAPHJT, TUOTIIUTA30H, CUTATIIUITH, TMHATIIUIITAH, CHIMBACTaTHH, Bap(aprH, paMHITPHII,
JUTOKCUH, TUYPETULIN U MIEPOPAJIHU KOHTPALEITUBH.

4.6 DepTUAUTET, OPEMEHHOCT U KbpMeHe

BpemeHHocT

Jlunicear ganHM OT yrnoTpebara Ha emnarin(Io3uH pu OpeMeHHH keHu. [IpoyuBanHusTa npu
JKMBOTHH IIOKa3BarT, 4c eMHaI‘.]'II/I(bJIO?;I/IH IMpE€MHUHAaBa Npe3 mIa€HTaTa B KbCHUTE IIEPUOIN HA
OpeMeHHOCTTa B MHOTO OTpaHHuY€Ha CTEIEeH, HO He TIOKa3BaT MPEKH WK HETPEKH BPeIHH e(peKTH,
CBBP3aHH C paHHOTO eMOpHOHAITHO pa3BuTHe. [IpoyuBaHusTa IIPH KUBOTHU, 00aue, MOKa3BaT BPEIHU
e(eKTH 10 OTHOIIIEHUE Ha OCTHATAIHOTO pa3BuTue (BK. Touka 5.3). Karo npeanasna mspka e 3a
IpenoYnTane fa ce u30srea ynorpedara Ha Jardiance o Bpeme Ha OPEMEHHOCTTA.

Kbpmene

JluricBaT JaHHU TMPH XOPa 33 EKCKpEIMaTa Ha eMnariaudio3nH B kbpMara. Hannunute
TOKCUKOJIOTUYHHU JaHHU IIPU )KMBOTHHU ITOKa3BaT CKCKPEUMA Ha eMHaFJ’II/I(bHOSI/IH B MisskoTo. He Moxke
Jla ce U3KIIIOYH PUCK 32 HOBOPOIeHUTe/KbpMaueTaTa. Jardiance He TpsiOBa Jia ce mpuiiara B nepuoa
Ha KbPMEHE.

DepTunurer

He ca nposexnanu n3nutBanus ¢ Jardiance 3a eexra Bpxy deprunurera npu xopa. [IpoyuBanusra
NIPY J)KUBOTHU HE TTOKa3BaT MPEKH WM HETIPEeKH BpeJHH ePeKTH, CBhp3anu ¢ Gepruimrera (BK.



ToukKa 5.3).

4.7 EdexTu BbpPXy cnoco0HOCTTA 32 mogupaHe u padoTa ¢ MAIIMHU

Jardiance nmoBnusiBa B Maska CTeneH criocoOHOCTTa 3a modupane u padorta ¢ MamnHy. [lanmenture
TpsiOBa Jia ObJIAT MOCHBETBAHU JIa B3eMAT MpeINa3Hi MEPKH 32 N30sTBaHE HA XUIIOTIIMKEMHSI JIOKATO
mogupar u paboTar ¢ MalMHU, 0coOeHo Koraro Jardiance ce U3MOI3Ba B KOMOMHALIUS ChC
CyA(QOHUITYPEHHN PON3BOIHH W/WIIN HHCYJIHH.

4.8 Hexenann JeKapCcTBEHH PeaKINU

Pesrome Ha mpodiia Ha 6€30MacHOCT

O06m1o 15 582 manuenTH cbe 3axapeH AuadeT T 2 ca OWIM BKIIIOUEHH B KIIMHUYHU MIPOYYBaHUS 32
olleHKa Ha O6e3omacHocTTa Ha emnarmguio3ut, ot kouto 10 004 ca nomydaBaim eMnariangio3uH, Hin
KaTO MOHOTEpAIHMs, WM B KOMOWHAINS C METPOPMUH, CyI(POHMITYPEHHO TPOU3BOIHO, MHOTIINTA30H,
DPP-4 uHxuOUTOpU MM WHCYIIHH.

B 6 mnane60-KoHTpoIMpaHy IPOyUBaHUsl ¢ IPOIBIDKUTENHOCT OT 18 1o 24 ceamuiu ca Ounm
BKIItoueHM 3 534 nanmenty, ot kouto 1 183 ca 6w nekyBanu ¢ manebo u 2 351 ¢ emnaraugIio3us.
O6maTa yecToTa Ha HEXKETIAaHW CHOUTHS TPY MAIIMEHTUTE Ha JIEYeHHe ¢ eMmarinGao3uH e Ouia
CXOJIHA C Ta3M NpH JIeKyBaHuTe ¢ mianebo. Haii-uecto chobuiaBanaTa HexxenaHa peakuus e ouna
XHUIIOTIIMKEMHUS TIPH €AHOBPEMEHHA YIOTpeda cbe Cyn(OHMITYpEeHHO TPOU3BOAHO WM MHCYIHUH (BIXK.
onHcaHue Ha N30paHN HEKETaH!U PEAKIIHN).

TabauyeH CIUCHK HA HEXEIAHU PCAKIINN

Hesxenanute peakuuu, KiaacupUIMPaHU IO CUCTEMO-OPTaHeH KJlac U MPEeANOYUTaHd TEPMHUHU 110
MedDRA, ch0011eHH pU MAUEHTH, TOIy4aBald eMIarauQIo3uH IpH 1m1aned0-KOHTPOIUPaHn
MpOy4YBaHus, ca MpeACTaBeH! B Tabnumara no-mory (Tabmuma 1).

Hexenanute peakiuu ca mocoueHu 1o adbcomoTHa yectora. UectoTure ce euHUPAT KaTO MHOTO
yectu (>1/10), yectu (>1/100 no <1/10), veuectu (>1/1000 no <1/100), penxu (>1/10 000 no
<1/1000), i muOTO peaxu (<1/10 000), 1 ¢ Hen3BecTHA YecToTa (OT HATMYHUTE TAHHU HE MOXKE J1a
OB/l HalpaBeHa OICHKA).



Tabmuua 1: CnuchK Ha HEKEJIaHU PEaKLMHU OT ChOOILIEHHUS TIPH MJ1a11e00-KOHTPOIMPAHU IPOYYBaHUS

Y OT IOCTMapKETHUHIOBHUs onuT B TabnuueH Bux (MedDRA

’KeHa CKOpPOCT
Ha TJIOMepyII-
Ha (unTpanus’
IToBumen
XEMATOKPHUT®

Cucremo- Mpuoro yectu | Yectn HeuecTn Penxknu C HeusBecTHA
OpraHeH KJjac 4ecToTa
Hugpexyuu u Barunanna
ungecmayuu MOHUJINA3a,
BYJIBOBAaI'MHUT,
OayaHuT
Apyru
TeHUTATHH
uHpeKnun"
WUndexnyn Ha
MUKOYHHTE
IBTHINA
(BKITIOYHUTETTHO
MHEeTOHEPPUT
U ypocercuc)”
Hapywenus na | Xunornuke- Kaxna HuabetHa
Mmemabonusma u | Mus (ipu KeTOAIMI03a
XpaHeHemo ynorpeda
3aeJIHO CBhC
cynhoHMI-
ypenHu
MIPOU3BOIHH
WM WHCYJIUH)"
Hapywenus na Copbex Yprukapus AHrmnoenem
Koocama u (renepanusu-
noOKodiCHama paH)
MBbKAH O6pus
Cvoosu Xunosouie-
HapyuieHus MU
Hapywenus na TToBumeno Huzypus
OvOpeyume u ypuHHpaHe
NUKOYHUMe
nvmuwa
Uscnedsanus [ToBumenn [ToBuieHo
CepyMHHU HUBO Ha
g’ KpeaTHHWHA B
KpPBBTa/TIOHU-

* BIDKTE TOITOYKATA MO-J0JTy 3a JIOMbJIHUTEIHA HH(OPMAIIHS
® CpeiHUTE MPOLICHTHY TIOBUIIIEHHS OT U3XOJHUTE HKBA 3a emnarauduosun 10 mg u 25 mg cupsamo
miare6o0, ca ChbOTBETHO 3a obmws xonectepol 4,9% u 5,7% crpsimo 3,5%; HDL-xonectepon 3,3% u
3,6% cnpsimo 0,4%; LDL-xonecrepon 9,5% u 10,0% cupsamo 7,5%; tpurnuuepunu 9,2% u 9,9%

crpsimo 10,5%.

¢ CpesHUTE TIPOMEHH CHPSAMO M3XOJIHUTE HUBA HA XeMaTOKpuTa ca 3,4% u 3,6% 3a eMnaringIio3ud
cpotBeTHO 10 mg u 25 mg, B cpaBHenue ¢ 0,1% 3a mane6o. [Ipu npoyusanero EMPA-REG
CTOWHOCTHTE Ha XeMaTOKPHTA Ca C€ BhPHAIHM KbM U3XOJHHUTE CIE]] Iepro Ha mpocnenssane 30 qau
CJIe]l CIMpaHe Ha JICYSHHUETO.

.
BXK. Touka 4.4




Onucanue Ha I/I36DaHI/I HCXCJIaHU pCaKlnu

Xunoznuxemus

YecToTaTa Ha XUMOTIIMKEMHSTA 3aBUCH OT OCHOBHOTO JICUEHHE B OTJCITHUTE MPOYYBAHUS U € Ouiia
CXOJlHa 3a eMNarn(IIO3UH U Mmanedo KaTo MOHOTEepanHus, KaTo IOMbIIHEHHE KbM MET(GOPMUH, KaTo
JIOIBITHEHNE KBbM MTHOTIIMTA30H ChC WK 0€3 MeT(OPMUH, KaTo JOIIbIIHEHUE KbM JIMHATIHIITHH U
MeT(OpMUH, KaTO AOMBIHEHHE KbM CTaHJapTHATA TEPAIUs U 32 KOMOMHAMATA OT eMIarimi(iIo3u 1
MeT(OPMUH ITPU HEJIEKYBaHU JJOCETa MAllMeHTH B CPaBHEHHE C TAKWBA, JIEKYBaHH C eMIIAarau(Io3uH 1
MeT(hOPMHUH KaTo OTAEITHN KOMIIOHEHTH. 3abems3aHa e MOBUIIIEHA YeCTOTa PH MPUIIOKEHHE KaTo
JOIIbJTHEHNE KbM MeT(HOPMUH U cylipoHMITypeiHo npon3BoaHo (emmariudiaozus 10 mg: 16,1%,
emnarnuduiosus 25 mg: 11,5%, mnane6o: 8,4%), NombIHEHNE KbM 0a3aJIeH UHCYIIMH ChC WK 0€3
MeThOPMUH U ChC WK 0e3 CyapoHMITypeitHo nponsBoaHo (emmarmuduosnsa 10 mg: 19,5%,
emnarnnduosud 25 mg: 28,4%, miaunedo: 20,6% npe3 nppBuUTe 18 ceaMuIy iedeHue, KOraTo He €
Ouia Bp3MOKHA KOPEKLMs Ha 103aTa Ha HHCyIMHa; emnaringuiosut 10 mg u 25 mg: 36,1%, nnanebo
35,3% B X012 Ha 78-CeIMUYHOTO TIPOYYBaHe), ¥ JOMbIHEHNE KbM HHCYIUH MDI cbe nnn 6e3
metdopmut (emnarnudiozun 10 mg: 39,8%, emnarnudnosun 25 mg: 41,3%, miaunedo: 37,2% no
BpeMe Ha TbPBOHAYAIHOTO 18-ceAMHUYHO JIeueHHe, KoraTo He € OMJI0 Bb3MOXKHO JIa C€ aJlanTupa
cxeMara ¢ uHCyJuH; emmarmdiaosuna 10 mg: 51,1%, emnarnudiiosun 25 mg: 57,7%, mnaneto: 58% B
X0/J1a Ha 52-CEeIMUYHOTO U3IUTBAHE).

Teoicka xunoanuxemust (CoOUMuUs, KOUMO UUCKEAM NOONOMAa2aHe)

B cpaBHenue c miane6o He € HabJIr01aBaHO TOBUIIEHHE Ha TE)XXKATa XUITOTIMKEMUS IIPH JICUCHHE C
eMrariugIIoO3uH KaTo MOHOTEPAIHsl, KaTO IObIHEHHE KbM METQPOPMUH, KaTO JOIBIHEHUE KbM
MeT(GOopMUH U CyOHUITYpEeHHO IPOU3BOIHO, KATO JOITBIHEHHE KbM IMHOTIIMTa30H ChC WK 0e3
MeT(OpPMUH, ZOMBIHEHUE KbM JIMHATTIMITHH U MET(OPMUH, KaTO IOMBIHEHHE KbM CTaHJapTHATa
Tepanus ¥ 32 KOMOWHAIMATA OT eMIaryinGIIO3UH U MET(OPMHH IIPH HEJIEKyBaHU J0Cera MalueHTH B
CpaBHEHHE C TAaKUBA, JIEKYBaHH ¢ eMNarin(iIo3uH u MeTQOPMHUH KaTO OTACTHH KOMIIOHCHTH.
3abens3aHa € MOBHUILEHA YECTOTa PH MPUIOKEHUE KaTo JOIMbIHEHHE KbM 0a3aeH HHCYJIMH ChC MU
0e3 MeTGopMUH U cbe 1M 0e3 cysdoHmTypeiHo nponsBoaHo (emmaraudaozun 10 mg: 0%,
emnarauduosus 25 mg: 1,3%, mmane6o: 0% npe3 mbpeute 18 cenmuim nedenne, Koraro He € oumna
BBH3MOXHA KOPEKIMs Ha J103aTa Ha MHCyNuHa; emnarinduiosud 10 mg: 0%, emnarnudno3ux 25 mg:
1,3%, mnane6o 0% B xo1a Ha 78-CeIMUYHOTO MPOYYBAHE), U AOIbJIIHEHUE KbM WHCYIUH MDI che mmun
0e3 meropmun (emmarmudiaozun 10 mg: 1,6%, emnarauduosus 25 mg: 0,5%, mianedo: 1,6% mno
BpeMe Ha IbPBOHAYAIHOTO 18-ceAMUYHO JIeueHre, KoraTo He € OMJI0 Bb3MOXKHO JIa C€ aJlanTupa
cXeMmara C MHCYJIMH B X0Ja Ha 52-CeAMUYHOTO POYYBaHE).

Bazunanna monunuasa, eyneogacunum, 6aranum u Opyeu eHUmainy uHgexyuu

[o-4ecTo ce choOIaBa 3a BarnHATHA MOHWIJINA3a, BYJIBOBATUHHT, OAJIAHWUT U JJPYTH TeHUTATHU
WH(EKIUU TIPH MAIMEeHTH, JIEKyBaHU ¢ emnaringuiosud (emmarnudio3un 10 mg: 4,0%,
emnarnuduosut 25 mg: 3,9%) B cpaBHenue ¢ mwianedo (1,0%). Tesu nndexunun ce cpobIIaBaT mo-
YeCTO NP JKEHH, JIEKYBaHU C eMIIaringIIo3WH B CpaBHEHHE C IUTanedo0 1 pa3siuKara B 4eCTOTaTa € 1o-
Mallka pu Mbke. [ eHnTamanTe nHOEKIU ca OWITK JISKU WA YMEPEHU 110 WHTCH3UTET.

THosuweno ypunupane

[MoBumieHo ypuHupane (BKIFOYUTEIHO MPEABAPUTEIHO ONPEIEICHUTE TEPMHUHU MTOJIAKUYPHS,
NOJIMYPUSl K HOKTYpHSI) ce HabJII01aBa C MOo-ToJIsiMa YeCTOTa PH MAUEeHTH, JIEKYBaHHU C
emmarmdiiosus (emnarnudaosun 10 mg: 3,5%, emmarmudurosun 25 mg: 3,3%) B cpaBHEHHE C
miare6o (1,4%). [loBumenoto ypuHupaHe € OHII0 JIEKO WM YMEPEHO 10 HHTEH3UTET. YecTorara Ha
CHOOLIEHUATA 32 HOKTYPHsI € CX0JHa Npu mianedo u emnariugnosut (<1%).

Hugpexyus na nuxounume nomuwya

OOmiara yectoTa Ha HHGEKIH Ha MUKOYHHUTE ITBTHIIA, 32 KOATO Ce ChOOIIaBa KaTo HEXKEIaHO
ChOUTHE, € CXOJ[HA MTPY TAIIMEHTH Ha JIeYeHue ¢ emrariaudo3uH 25 mg u mianebo (7,0% u 7,2%), u e
M0-BHUCOKA MPH MalMEHTH Ha JiedyeHue ¢ emmarudiao3un 10 mg (8,8%). [Togo6Ho Ha 1iamebo,
MH(EKIMs Ha TUKOYHHUTE ITBTHLIA ¢ eMIarin@ao3rH ce cbo0I11aBa Io-4ecTo MPU HalueHTH C
aHaMHe3a 32 XPOHWYHH WM PEIUANBAPAIIA MHPEKIINY Ha TMKOYHUTE MIbTUIIA. IHTEH3WBHOCTTA
(ylexa, ymepeHa, TexKa) Ha MH(EKIUsATa Ha MTMKOYHUTE ITBTHUINA € OHJIa CXO/IHA MPH MAIlHeHTH Ha
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JICYCHUEC C CMHaFJ’II/I(bJ'IOBI/IH nc rmaue60. I/IHq)eKL[I/IH Ha IIMKOYHUTEC IIbTUIIA CC C’LO6H.[aBa I10-4€CTO
IIpU )KCHU Ha JICYHCHUC C eMHal"J'II/I(l)J'IO3I/IH B CPaBHCHHUC C rmaue60; IIpUu MBKE HAMA pA3JIMKaA.

Xunogonemus

OOmara yecToTa Ha XUIIOBOJIEMHS (BKIIIOUUTETHO IPEABAPUTEIIHO ONIPEACIIEHUTE TEPMUHH ITOHUKEHO
KPBBHO HaJIATaHe (M3MEPEHO B aMOYJIaTOPHU yCIIOBHS ), TOHM)KEHO CHCTOJTHO apTEPHATHO HANATaHe,
JEeXUApaTalysi, XUIOTOHUS, XMIIOBOJIEMHS], OPTOCTATUYHA XUIIOTOHHSI M CUHKOII) € CXO/IHA MPH
NalMeHTH Ha jJeyeHue ¢ emnaringuosut (emnaraudiao3un 10 mg: 0,6%, emnarnudno3un 25 mg:
0,4%) u urarte6o (0,3%). YectoTaTa Ha CHOMTHATA HA XUTIOBOJIEMUS € OFJIa TTO-BHCOKA NP TAITUECHTH
Ha 75 TOIMHM U MO-BB3PACTHH, KOUTO ca Ha JieueHue ¢ emmnariauduaosun 10 mg (2,3%) win
emnarnuduiosus 25 mg (4,3%), B cpaBHeHue ¢ iane6o (2,1%).

Hosuueno nuso Ha KpeamuHuH 8 KPb8Ma/NOHUICEHA CKOPOCH HA 2NOMEPYAHA DUImpayus

OOmara yecToTa Ha MAIMEHTH C MOBHUILIEHO HUBO HA KPEaTHHUHA B KPBBTA U IIOHMKEHA CKOPOCT Ha
ryoMepyJiHa GuiITpanus € Ousa cXoHa Mex 1y eMnarin@I03uH 1 mianedo (MOBUIIIEHO HUBO Ha
KpeaTHHHHA B KpbBTa: emnarauduosud 10 mg 0,6%, emnarnudiosun 25 mg 0,1%, mmauedo 0,5%;
MOHM)KEHA CKOPOCT Ha TioMepyiiHa dunrpanus: eMnariaugiaozud 10 mg 0,1 %, emnarnuduio3un

25 mg 0%, 0,3% maneoo).

[IppBOHAaYATHNUTE TOBHUILEHMS HA KPEATHUHUH M IbPBOHAYATIHNTE MOHWKEHHUS HA U3UMCIIeHaTa
CKOPOCT Ha TJIIoMepyJiHa (QUITpalus [Ipy NalueHTH, JISKYBaHU ¢ eMIaringIio3nH, ca 00MKHOBEHO
MIPEXOIHH 110 BpEME Ha MPOIBIDKUTETHO JICUSHHE WK 00paTHMU ClIe]] PeKpaTaBaHe Ha JICUEHUETO.
B crotBercTBUE € TOBa, B mpoyuBaHeTo EMPA-REG OUTCOME nanuenture, neKyBaHH ¢
eMIarTuQIIOo3KH, HMaT IbPBOHAYANHO HoHmkeHue Ha eGFR (cpeano: 3 ml/min/1,73 m?). Crex ToBa
eGFR ce 3ama3Ba HempoMeHeHa 1Mo BpeMe Ha mpoabnkuTenHo tedenue. Cpennara eGFR ce Bphima
KBM M3XOJHOTO HUBO CJIEJ IPEKPATABAHE HA JIEUEHUETO, KOETO MTOKa3Ba, Y€ B TE3U MPOMEHU Ha
O0bOpeuHaTa GyHKLIUS MOXKE /1a UTPAsIT POJIS PE3KU XeMOANHAMHYHH IPOMEHHU.

C'I)O6H_IaBaH€ Ha IMoa03HupaHn HEXKCIIaHU PCAKITUNA

CphoOI11aBaHeTO Ha MOI03UPAHH HEKEIAHU PEaKI|K ClIe]] paspelaBaHe 3a ynoTpeda Ha JeKapCTBEHUS
NPOIYKT € BaxkHO. TOBa MO3BOJISBA Ja TIPOIBIKH HAOIOICHUETO Ha ChOTHOIIICHUETO TOI3a/PUCK 32
JIeKapCTBEHUS MPOAYKT. OT MEIUIIMHCKUTE CIICIUATUCTH CE U3UCKBA J]a ChOOIIABaT BCsKa
M0JI03UPaHa HeXellaHa Peakius uype3 HallMOHAIHA CHCTEMa 32 ChOOIIaBaHe, IIOCOYEHA B

IIpunoxenue V.

4.9 Ilpeno3upane
CumrtoMu

B paMkuTe Ha KOHTPOJIUPAHH KIMHUYHY NPOYYBaHUs €AMHUYHH 1031 eMnaringuio3ut 1o 800 mg
(cvoTBeTcTBaIM Ha 32 MHTH Hall-BUCOKATA MPETIOPHUNTEITHA JJHEBHA J103a) MPH 3][paBy TOOPOBOIIH U
MHOTOKPATHH JHEBHU /1031 eMnarno3ud 1o 100 mg emnarimgo3ul (CbOTBETCTBANIM HA 4 IBTH
Half-BUCOKaTa MPENopbYUTEIHA THEBHA J103a) IIPH NAlMEHTH ChC 3aXapeH nualdeT T 2, He ca
MOKa3aJii HUKaKBa TOKCHYHOCT. EMIarnuio3nH noBuinaBa eKCKpenusTa Ha IIII0K03a C ypuHarta u
TakKa BOJHM JI0 TMOBHIIEH 00eM Ha ypuHaTa. HaOmoqaBaHusT yBelmueH 00eM Ha yprUHATa He 3aBHCH OT
Jl03aTa U He € KIMHU4YHO 3HaunM. Hsma onut ¢ 1o3u Hag 800 mg npu xopa.

Jleuenue

B ciry4aif Ha ipero3upaHe € HeoOX0IUMO J1a Ce 3alI0YHE JICYCHHE B 3aBUCUMOCT OT KIIMHUIHOTO
CBHCTOSIHHIC Ha TanMeHTa. He e mpoy4deHo OTCTpaHIBaHETO HA eMIarin(IIo3uH Ipe3 XeMOIHan3a.
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5. ®APMAKOJIOTHYHU CBOMCTBA
5.1 ®apmakoaMHAMUYHU CBOWCTBA

dapmakoTepaneBTuuHa rpyna: JlekapcTa 3a JeueHne Ha AUadeT, ApyTy JIeKapcTBa 3a MOHIKaBaHe Ha
TJIIOKO03aTa B KPBBTa, ¢ u3KIoueHre Ha nacynuau, ATC kox: A10BK03

MexaHu3bM Ha IEWCTBUE

Emnarnudiosun e obpatum, mouie (ICsy 1,3 nmol) u cenexkTuBeH KOHKYPEHTEH HHXHOUTOD Ha
HaTpHUEBO-TIIIOKO3HUs KoTpaHcnoptep 2 (SGLT2). EMnarnudiao3ns He HHXUOUpA IpyTy TIIOKO3HU
TPaHCIOPTEPHU, KOUTO ca OT 3HAUCHHE 32 TPAHCIIOPTA HA TIIF0K03aTa B epu(epHUTE ThKaHU U €

5000 mbTu no-cenektuBeH 3a SGLT2 B cpaBHenne ¢ SGLT1 (OCHOBHUST TpaHCIIOPTEP, OTTOBOPEH 32
abcopOuusTa Ha rimoko3a B uepBata). SGLT2 uma Bucoka ekciipecus B 0b0penure, 10KaTo HIMa WK
“Ma MHOTO HHCKa eKCIIpecHs B Apyrure Tbkanu. OTTOBOPEH e, KaTo IpeBaIupal TpaHCIopTep, 3a
peabcopOmusiTa Ha TIIOK 03a OT TIoMepyapHus Guirpat oOpaTHO B KpbBooOpameHuero. Iloeue
IIII0K03a ce GUITpupa 1 peadcopOupa Mpy NaKueHTH ChC 3aXapeH auadeT TN 2 U XUIEPTINKEMHUsl.

Emnarnudio3us nogoopsiBa MNIMKEMUYHHUSI KOHTPOJ MIPY MALMEHTH ChC 3axXapeH JualeT THII 2, upes3
HaMmaJsiBaHe Ha ObOpeuHaTa peabcopOuus Ha raoko3a. KonmuuecTBoTo oTAeieHa upe3 0b0peka
TJIIOKO03a B PE3yJITaT Ha TIIOKOYPETHYHUS MEXaHN3BM 3aBUCH OT KOHIIEHTpAIUsATa Ha TIIF0K03aTa B
kpbBTa 1 GFR. Mnxnbupanero Ha SGLT2 npu nauueHTH cbe 3axapeH nuadeT Taun 2 u
XUIEPIrIMKEMUs BOJIU JI0 3aCUIEHa eKCKPELUs Ha III0K03a B ypHHaTa. B 1onmbiHeHne 3a0YBaHETO HA
preM Ha eMrarin(I031H MOBHINIABA eKCKPEeUATa Ha HaTPU, KOETO BOJM IO OCMOTHYHA ANYpe3a U
MOHM)KEH BBTPECHIOB 00EM.

[Tpu nanpeHTH che 3axapeH nuadeT TUM 2 eKCKpelrsITa Ha TIII0K03a C ypUHATA ce 3aCHIIBA BeJHAra
Clie]T ITbpBaTa J103a eMIarivu(I03uH U OCTaBa Taka 3a Mepruojia Ha 24-4acoBus JI030B MHTEPBAJL
[ToBunieHaTa eKCKpenrs Ha TIIF0K03a ¢ ypUHATa ce 3ama3Ba 10 Kpast Ha 4-CeIMUYHHS [TEPHOJ Ha
npoclensBaHe KaTo € CpelHO OKOJIo 78 g/neH. 3acuiieHaTa eKCKpelrs Ha TIII0K03a ¢ YPHHATA BOJIU JI0
He3a0aBHO CIa/iaHe Ha TUTA3MEHHUTE HUBA Ha TIIIOKO03aTa MU MAIMEeHTH ChC 3aXapeH aquader Tuir 2.

Emmnarnudio3nn nojo0psiBa mia3MeHUTe HIBA Ha IIIOKO3aTa KaKTO Ha IIIAHO, TaKa U Clie/l IPUeM Ha
xpaHa. MexaHU3MBT Ha JIeHCTBIE Ha eMIari(IIo3uH He 3aBUCH OT (YHKIIHSITA Ha OeTa-KIETKUTE U
WHCYJIMHOBHUS MEXaHU3bM U TOBA CIIOMara 3a HUCKHS PUCK OT Xurorinukemus. HabmonaBano e
Mo100peHKME HA CYPOraTHUTE MapKepH 3a QYyHKIUATA Ha O€Ta-KIETKUTE, BKIFOYUTEITHO
XOMeOoCTaTUIHHS Mojien 3a orleHka-f (Homeostasis Model Assessment-f -HOMA-). B nonbinenue,
EKCKpelnsTa Ha III0K03a C ypPUHATA BOJIM JIO 3ary0a Ha KaJIOPHH, CBhp3aHa C PelyKIHs Ha MAa3HUHUTE
B OpraHu3Ma U HamalieHHe Ha TeJIeCHOTO Teryo. HabmonaBanara npu ynorpeba Ha eMnarindio3uH
TJIFOKO3YPHS € TIPHJPYKEHA OT ANype3a, KOSTO MOKE Jia CHOMOTHE 3a TpaifHO yMepPEeHO NMOHMKEHHE Ha
KPBBHOTO Hajsirane. HaGiomaBanute ¢ eMnaringIio3uH rIFOKO3ypHsi, HATpUYpe3a U OCMOTHYHA
JIype3a MOrar Jia CIIOMOTHAT 3a M0JI00psBaHe Ha KpaHUTE ChpPCYHO-ChIOBH MTOKA3ATEIIH.

Kinnnuna edukacHocT 1 6€300aCHOCT

Kakro HO,I[O6p$[BaHCTO Ha KOHTPOJIa Ha TJIMKEMUATA, TaKa 1 HAMAJIABAHCTO Ha CbpACYHO-ChJ0BATa
3a00JIEBAEMOCT 1 CMBPTHOCT, MPEACTABIABAT UHTErpaIHa 4aCT OT JICHEHUCTO Ha )11/1a6eT ™I 2.

EduxacHocTTa 10 OTHOLIEHUE HA TIIMKEMUSTA U KPAaHUTE ChPACYHO-ChA0BH [I0KA3aTEIH ca
npoydeHu mpu o0mio 14 663 marueHTH che 3axapeH nuadeT T 2, KOUTO ca OWIIH JICKyBaHU B
paMkwuTe Ha 12 TBOWHOCIEIH, KOHTPOJIUPAHU € TuIane0o U pedepeHTeH MPOAYKT KIMHIUYHH
NpOY4BaHUs, OT KOUTO 9 295 ca monmyyasanu emnaringno3ut (emnarnudao3us 10 mg:

4 165 nanuenrty; emmnarnudao3ud 25 mg: 5 130 nanuentn). [ler npoyuBanus ca Ouiiu ¢
MPOABIDKATETHOCT Ha JICYEHHETO 24 CeAMHIIN; TIPY IPOABIDKEHUATA Ha TE3U MPOYIBAHUS U TIPU
JpyTH MPOyYBaHMA HalMEHTUTE ca OMIIM ¢ eKCHO3UIMs Ha eMnarindiaosus 1o 102 cenmuny.

JleuenneTo ¢ eMnarM(I0O3uH KaTO MOHOTEPAITUS U B KOMOMHAIMSI ¢ MET(OPMHUH, ITHOTJINTA30H,
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cyndoHmITypeitHo pon3BoaH0, DPP-4 nHXuOUTOPH M MHCYIHH € IOBEJO 10 KIIMHUYHO 3HAYUMO
nonoOpenne Ha HbA 1¢, miiasmenara rimroko3a Ha rinaaao (FPG), TenecHOTO TErino U CHCTOHOTO |
JIMaCTOJIHOTO KPBBHO Hassirane. [Ipuiaranero Ha eMnariugio3nH 25 mg BOAM 10 MO-BUCOK JIsI HA
MAIMEHTUTE, IIPH KOUTO CE MOCTHra 1ienTa 1o otHomenune Ha HbAlc ot mox 7% 1 10 mo-mainko
MAalUEHTH, KOUTO UMAT HY>K/Ja OT *KUBOTOCIACABAILA TIMKEMUYHA TEPAIUs B CPABHEHUE C
emnariauduosud 10 mg u miane6o. [To-Bucok n3xoaeH HbAlc ce cBbp3Ba ¢ M0-3HAYMUTEIIHO
nonmxkeHre Ha HbA 1c. OcBeH ToBa emnarin®Io3uH KaTo JOMBIHCHNE KbM CTaHAAPTHATA TePaIUs
MOHMKAaBa ChPJICYHO-CHJI0BATa CMBPTHOCT €CTECTBO IPH MAIUEHTH ChC 3aXapeH AUa0eT TUIl 2 U
YCTaHOBEHO ChPJICUHO-CHI0BO 3a00JIIBaHE.

Monomepanus

EdukacHoctTa 1 6€30MacHOCTTa Ha eMIarjugIo3uH KaTO MOHOTEPAIIUs ¢a OLICHEHHU B €IHO JIBOMHO-
CJISITIO, KOHTPOJIMPAHO C IUIare0o0 U ¢ akTUBHA CyOCTaHIIMS KIMHUYHO MPOYYBAHE C MPOIBIDKUTEIIHOCT
24 cenMuIY P MANUESHTH 0€3 MPEIX0IHO JieueHre. JleueHneTo ¢ emmarin@ao3uH BOAH 10
crarucrrniyecku 3HaanMo (p<0,0001) noumxkenune Ha HbA lc B cpaBHenue ¢ mane6o (Tabnuma 2) u
KJIMHAYHO 3HAaUYMMO HamanieHue Ha FPG.

[Ipu npenBaputenHo 3anaieH aHanu3 Ha manueHTH (n=201) ¢ uzxonen HbAlc >8,5%, neuenuero e
JtoBeJ1o 110 nmoHmwkeHne Ha HbA 1¢ B cpaBHEHUE C M3XOAHOTO HUBO C -1,44% 3a eMnaraugio3uH

10 mg, -1,43% 3a emnarmuduiosun 25 mg, -1,04% 3a curarnunus u nosuinexue ¢ 0,01% 3a miame6o.
[Ipu nBoOIHO-CIATIOTO MUIAIIe00-KOHTPOIIMPAHO TIPOIBIDKEHIE HAa TOBA IPOYYBAHE, TIOHIKEHUETO Ha
HbA 1c, TenecHOTO TETIIO0 M KPBBHOTO HaJIsITaHe ca ce 3ama3wmm 10 Ceammura 76.
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Tabnuua 2: PesynraTtu 3a epukacHOCT OT 24-ceIMUYHO I1a1e00-KOHTPOIUPAHO IPOYyUBaHE Ha
eMiaraudIo3uH KaTO MOHOTEpAIHUs

Mnanedo Jardiance Curarjiunun
B 10 mg 25 mg 100 mg
N 228 224 224 223
HbAlc (%)
H3xo1Ha cTOMHOCT 7.91 7,87 7.86 7.85
(cpemna)
Hpowsa crpivo 0,08 0,78 -0,66
HM3XO0JHATa CTOMHOCT -0,66
Pasnuka cpsimo -0,74* -0,85* -0,73
mwaue6o' (97,5% ) (-0,90, -0,57) (-1,01, -0,69) (-0,88, -0,59)°
N 208 204 202 200
Hanuentn (%), npu
KouTo ce moctura HbAlc
<7% c m3xoxen HbAlc 12,0 353 43,6 37,3
>7%"
N 228 224 224 223
Tenecno Terao (kg)
H3xomgHa cToHHOCT 78.23 78,35 77.80 79.31
(cpemna)
Hpowsua cripmo 0,33 2,48 0,18
HU3X0JHaTa CTOMHOCT -2,26
Pasnuka cpsimo -1,93* -2,15% 0,52
mnane6o' (97,5% JIN) (2,48, -1,38) (-2,70,-1,60) (-0,04, 1,00)°
N 228 224 224 223
CAH (mmHg)*
H3xoaHa cTOMHOCT 130.4 133,0 129.9 132,
(cpenna)
Hpowsiia epamio 03 2,9 3,7 0,5
M3XOAHATa CTOHHOCT
Pazmmka cipsimo Py ) -3,4* (-6,0, - ) 3
mwaue6o' (97,5% ) 2,6%(-5,2,-0,0) 0,9) 0.8 (-1,4,3,1)

* Hsanara ananu3upana nomynamus (full analysis set - FAS), kaTo ce H3mos3Ba mocieHOTO IPOBEICHO
exctpanonupano HabmoaeHue (LOCF) mpeau sxuBoToCcnacsiBamia TTNKEMIYHA TEPATTHSL.

' Cpenna, KOpUrEpaHa CIPSIMO H3XOIHATA CTOMHOCT.

? He e mpoBe/1aHa OLIEHKA 32 CTATHCTHYECKA 3HAYMMOCT KATO PEe3yJITaT OT IOCIIe/IBaIIaTa IPOLELypa

3a IOTBBPIKJIABaHE Ha TeCTa.

395% 1N

* LOCF, cToiHOCTHTE cliej AHTUXUIIEPTEH3UBHA KMBOTOCIIACSBAIIA TEPAIINS Ca IEH3YPUPAHU.

*p-croitroct <0,0001

Kombunupano nevenue

Emnacnugnosun kamo oonvinenue koM MempbopMmut, CyiphOoHUTYPEUHO RPOU3BOOHO, NUO2AUMA30H
Emnarnudio3un karo no6aBka kbM MeTHOPMUH, METHOPMUH U CYI(HOHIITYPEHHH TPOU3BOIHH WITH
MUOTJINTA30H ChC WK 0e3 MeTHOPMUH, BOAM 0 cTaTcTHUeckH 3HauuMo (p<0.0001) HamasieHue Ha
HbA 1c u TenecHoTO Tero B cpaBHeHue ¢ Twianebo (Tabmmima 3). B nonsiiHeHHE TOM BOIU 10
KIIMHUYHO 3HAYUMO HamalsieHue Ha FPG, Ha CHCTOTHOTO M Ha IMACTOIHOTO apTEPUATHO HAJISITAHE B
CpaBHEHUE C 1IaIe6o.

B paMxuTe Ha TBOHHOCIAIIOTO MIIAIe00-KOHTPOIMPAHO MPOABIKEHUE HA TE3H MPOYUBAHUS
noHmkeHnetro Ha HbA ¢, TenecHOTO Tero u KpbBHOTO HajsATaHe ca ce 3anaswim 10 Ceamuna 76.
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Tabauma 3: Pesynratu 3a ebukacHOCTTa Ha 24-CEIMUYHUTE MUIAIIC00-KOHTPOIUPAHH IPOYYBAHUS

Jonb/iHeHHE KbM JIeYeHHe ¢ MeT(hOpMHUH
Muaaneso Jardiance
10 mg 25 mg
N 207 217 213
HbAlc (%)

W3xomna croitHOCT (CpemHa) 7,90 7,94 7,86

HpovM;[Ha 1cnpsIMo HU3XO0JHATA 013 20,70 0,77

CTOHHOCT

Paznuka cripamo miane6o’

(97.5% JTH) -0,57* (-0,72, -0,42) | -0,64* (-0,79, -0,48)
N 184 199 191
Hanuentn (%), npu KOUTO
ce moctura HbAlc <7% ¢ 12,5 37,7 38,7
msxoznen HbAle >7%’

N 207 217 213
Tenecno Terao (kg)

W3xomnHa croitHOCT (CpemHa) 79,73 81,59 82,21

HpovM;[Ha 1cnpsIMo HU3XO0JHATA 045 2,08 .46

CTOHHOCT

Pasnuka crpsiMo miane6o’

(97.5% JTH) -1,63* (-2,17,-1,08) | -2,01* (-2,56, -1,46)
N 207 217 213
CAH (mmHg)*

W3xonHa cToitHOCT (cpenHa) 128,6 129,6 130,0

HpOUMSIHaICHpHMO HU3XO0JHATA 04 45 52

CTOHHOCT

Paznuka cripamo miane6o’ % "

(95% JTH) -4,1* (-6,2, -2,1) -4,8% (-6,9, -2,7)

JonmbiHeHHe KbM Tepanus ¢ MeT(hOPpMHH U cyI(POHWIYpPelHHN MPONU3BOAHHA
Manedo Jardiance
10 mg 25 mg
N 225 225 216
HbAlc (%)

W3xoaHa croiHOCT (cpenHa) 8,15 8,07 8,10

HpovM;[Ha IcnpsIMo HU3XO0JHATA 0,17 0,82 0,77

CTOHHOCT

Paznuka cripsaMo miane6o’

(97.5% JTHT) -0,64* (-0,79, -0,49) | -0,59* (-0,74, -0,44)
N 216 209 202
Hanuentn (%), npu KOUTO
ce moctura HbAlc <7% ¢ 9,3 26,3 32,2
msxoznen HbAle >7%’

N 225 225 216
Tenecno Terao (kg)

W3xoaHa croiHOCT (cpenHa) 76,23 77,08 77,50

HpOUMSIHaICHpHMO HU3XO0JHATA 20.39 2.16 239

CTOHHOCT

Paznuka cripsamo miane6o’

(97.5% JTH) -1,76* (-2,25,-1,28) | -1,99* (-2,48, -1,50)
N 225 225 216
CAH (mmHg)

W3xoaHa croiHOCT (cpenHa) 128,8 128,7 129,3

HpovM;[Ha IcnpsIMo HU3XO0JHATA 14 41 35

CTOHHOCT
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Pasnuka crpsiMo mane6o’
(95% AN)

-297 (_4’69 -098)

2,1 (-4,0, -0,2)

JlombJiHeHHE KbM Tepanusi ¢ MHOTJIUTA30H +/- MeT(hopMHUH
Maaneso Jardiance
10 mg 25 mg
N 165 165 168
HbA1lc (%)

W3xomna croitHOCT (CpemHa) 8,16 8,07 8,06

Hp(iMSIHaICHpHMO M3XO0JTHATA 0.11 0,59 072

CTOWHOCT

Pasnuka cripsiMo miane6o’

(97.5% JIH) -0,48* (-0,69, -0,27) | -0,61* (-0,82, -0,40)
N 155 151 160
Hanuentn (%), npu KOoUTO
ce moctura HbAlc <7% ¢ 7,7 24 30
usxozen HbAlc >7%’

N 165 165 168
Tesecno TerJo (kg)

M3xomnHa croitHOCT (CpemHa) 78,1 77,97 78,93

HpovMaHa CIPSIMO M3XO/IHATA 0.34 1,62 1,47

CTOHHOCT

Pasnuka crpsiMo miane6o’

(97.5% ITH) -1,95* (-2,64, -1,27) | -1,81* (-2,49, -1,13)
N 165 165 168
CAH (mmHg)’

W3xonHa cToitHOCT (cpenHa) 125,7 126,5 126

[IpomsiHa cripsiMo U3X0THATA 0.7 3 40

croitroct’

Pasnuka crpsiMo miane6o’
(95% AN)

13,9 (-6,23, -1,50)

4,7 (-7,08, -2,37)

* IsmoctHa cbBKymHOCT 3a aHanu3 (full analysis set - FAS), kato ce W3mos3Ba mociaeHo MpoBeIeHO
exctpanonupano Habmoaerrne (LOCF) npean cmacutenHa TIUKeMIIHA TEPATTHSL.

1 o
Cpenna, KOpUTHpaHa CIIPSIMO M3X0HATA CTOWHOCT.
2
He e mpoBexaHa olieHKa 3a CTAaTUCTHYECKA 3HAUMMOCT B PE3yJITaT Ha MOCIeABAIIaTa PoLeIypa 3a

IMMOTBBPXKAaBAHE Ha TECTA.

> LOCF, CTOHHOCTHUTE Clie/] aHTHXMUIIEPTEH3UBHA CIIACUTENIHA TEPAIIHs Ca [IEH3yPUPAHH

*p-croitoct <0,0001

B xombunyusa ¢ memgpopmun npu nayuenmu 6e3 npedxo0Ho aeyeHue

HpOBC,Z[GHO € CAHO MMPOY4YBAHC C (baKTOpI/IaJ'ICH ﬂH3aﬁH 1 IPOABIDKUTCIIHOCT OT 24 CCAMUIIN 3a OLICHKa

Ha eUKACHOCTTA U 0€30MIaCHOCTTA Ha eMIarii(II03uH MPH MALUEHTH 03 IPEXOIHO JICUCHHUE.
Jleuenueto ¢ emnarnnguo3ud B komOuHanus ¢ merdopmut (5 mg u 500 mg; 5 mg u 1000 mg;
12,5 mg u 500 mg, u 12,5 mg u 1000 mg npunoxeHu ABa IbTH JHEBHO) BOIHU IO CTATUCTUYECKU
3HauyuMu nogoopenus Ha HbAlc (Tabmuna 4) u e qoBesio J0 no-u3paseHu Hamanenus Ha FPG (B
CpaBHEHHME C OTJETHUTE KOMIIOHEHTH) U Ha TeJleCHaTa Maca (B CpaBHEHHE ¢ METHOPMUH).
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Tabmuia 4: PesynraTu 1o OTHOIICHHE Ha €PUKACHOCTTA KbM ceMuIia 24, cpaBHSBAIU
eMnaringIIo3uH B KOMOMHAIMSA ¢ METHOPMHUH C OTJCTHUTE KOMIOHEHTH

Emnarmudnosus 10 mg” Emnarmuiosus 25 mg’ Merdopmun
+Mer +Mer be3 +Mer +Met bes 1000 2000
1000 mg® | 2000 mg® | Met | 1000 2000 mg® | Mer mg mg
mg"
N 161 167 169 165 169 163 167 162
HbAlc (%)
Nzxoauu 8,68 8,65 8,62 8,84 8,66 8,86 8,69 8,55
CTOMHOCTH
(cpemna)
ITpomsina -1,98 -2,07 -1,35 -1,93 -2,08 -1,36 | -1,18 -1,75
CIIPSIMO
H3XOIHUTE
cToitHOCTH'
Cpasrermie | 63x | _g,70% 0,57% | 0,72%
g;‘;{’;“‘(g s, (-0,86, (-0,96, 0,81, | (-0,95,
) -0,40) -0,49) -0,34) -0,48)
CpaBHenue -0,79%* -0,33* -0,75% -0,33*
CIPSIMO MET (-1,03, (-0,56, (-0,98, (-0,56,
(95% 1) -0,56) -0,09) -0,51) -0,10)

Mert = MeTopMUH; eMIIa = eMITarauQI031H

! cpeiHa, KOPUTMpPaHa KbM H3XOHA CTOHHOCT

* AHanu3uTe ca U3BBPIICHH BhPXY ISUIOCTHATA CHBKYIHOCT 3a aHanu3 (full analysis set - FAS) upes
1oJ1xo/ia Ha HaO/roaaBanuTe ciiydau (observed cases - OC)

® [IpusoskeH B Be OPABHO Pa3e/IcHH 103K Ha JIeH, KOraTo Ce IPUIara ¢ MeT(hOpMUH

¢ TIpuioeH B JIBe pa3/IelieHH 10 PaBHO /103U HA JICH

*p<0,0062 3a HbAlc

Emnaznughnosun npu nayuenmu ¢ neadexeameHr KOHMPO ¢ MEMPOPMUH U TUHALTIURMUH

[Ipu nanyeHTH HeaJeKBATHO KOHTPOJIUPAHU C METQOPMUH U JIMHATIHIITHH 5 Mg, JCYSHUETO KAKTO C
emnarnudunosut 10 mg, Taka u ¢ 25 mg, Boau A0 cratuctuaeckd 3Ha4umMo (p <0,0001) namanenue Ha
HbA 1c u Ha TenecHOTO Terso B cpaBHeHue ¢ mianedo (Tabauna 5). OcBeH ToBa € JOBENIO 10
KITMHUYHO 3HaYUMO HamasieHue Ha FPG, cHCTOTHOTO M TMACcTOTHOTO KPBhBHO HAJISITAHE B CPaBHEHHE C
maneoo.
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Tabmuia 5: PesynraTul 110 OTHOIICHHE Ha e(PUKACHOCTTA OT €HO 24-CeIMUYHO TuTanebo-
KOHTPOJIMPAHO TIPOYYBAHE MPH MAIUSHTH C HEaJ[eKBaTEeH KOHTPOJI C METQPOPMUH U
JIMHAIJIAITHH 5 mg

Jlo6aBka KbM MeT(HOPMHUH ¥ JUHATJIMITHH 5 mg
Iliane6o’ Emnarandgiio3un’
10 mg 25 mg
N 106 109 110
HbAlc (%)’

W3xomHo HUBO (CpeHa) 7,96 7,97 7,97

[Ipomsina CprIM(]) 0,14 0,65 0,56

HU3XOJIHOTO HUBO

Pasnuka cnpsimo mnare6o % "

(95% JTI1) -0,79* (-1,02, -0,55) -0,70* (-0,93, -0,46)
N 100 100 107
IManuentn (%) mocTUramu
HbAlc <7% npu u3xoaHo 17,0 37,0 32,7
HbAlc>7%"

N 106 109 110
Teaecna maca (kg)*

W3xomHo HUBO (CpeHa) 82,3 88,4 84,4

IIpomsna cnps{Mcl) 03 31 2.5

HU3XOJIHOTO HUBO

Pasnuka cnpsimo mare6o " %

(95% ZII/I) _238 (-395’ _2’1) -292 (_2’99 -135)
N 106 109 110
CAH (mmHg)*

W3xomHo HUBO (CpeHa) 130,1 130,4 131,0

IIpomsna cnps{Mcl) 17 3.0 43

HU3XOJIHOTO HUBO

Paznuka cnpsimo mane6o

(95% HI/I) '1a3 ('492a 1’7) '296 ('5,5, 094)

' Cpe/iHa, KOpUrHpaHa KbM M3X0JHATA CTOMHOCT

? He e mpaBeHa OIIEHKA 33 CTATHCTHYECKA 3HAYMMOCT; HE € YaCT OT NOETAIHATA TeCTOBA IIPOLIELYPa 32
BTOPUYHHUTE KPailHU TOUKH

* Mozemst MMRM Ha FAS (OC) Bxmousa u3xozen HbA Ic, m3xoana eGFR (MDRD), reorpaeku
PErHoH, MOCELEHNE, JIEUEHNE U TIPOMSIHA Ha JICYEHHE IO MOCEUIEHMS. 3a TETTIOTO € BKIIOYEHO U
U3XOJHOTO TETJIO

* Monenst MMRM Brirousa u3xoauo CAH u usxonen HbA 1¢ kato nuneiinu KOBapuaTH, U U3XOJHa
eGFR, reorpadcku peruo, jedeHne 1 NpoMsHaTa Ha JEeYSHHE 110 MOCEUICHUS, KaTO (YUKCUPAHH
edextn

> [lauueHTHTe, PAHIOMH3MPAHN B IPYIIaTa Ha IIane6o, ca MojydyaBaliy IIane6o Moc THHATTHITHH
5 mg Ha ¢oHa Ha MeTHOPMUH

% [aumenTuTe, paHIOMU3MPAHK B FPYIATE HA JIedeHHe ¢ eMmarauduosun 10 mg wm 25 mg, ca
nojy4aBaiu emmarauduosns 10 mg wim 25 mg v IMHATIMITHH 5 mg Ha (GoHA Ha MeT(HOPMUH

* p-ctoitHoct <0,0001

B enna npenBaputenHo aeguaMpana nmoarpyna namueHTn ¢ HbAlc Ha M3X0OAHOTO HUBO MO-TOJISIM HITH
paBeH Ha 8,5%, cnanbT cpsiMo u3xonHoto HUBO Ha HbAlc e -1,3% c emnarmudnosun 10 mg nim
25 mg xpM ceamuna 24 (p <0,0001) B cpaBHeHue ¢ mianeoo.

24-meceunu oannu 3a emnazaughno3un Kamo AOMbIHEHUE KbM MEM@OPMUH @ CPAGHEHUE C
2NUMENUPUO

[Ipu enHO TIpoyUBaHe, CpaBHABAIIO e(hUKACHOCTTA M OE30MACHOCTTA HA eMnariudiIo3uH 25 mg
crpsMo TauMenupua (10 4 mg Ha AeH) pH NalMeHTH C HeAOCTaThUeH ITUKEMUYEH KOHTPOJI, KOUTO
ca Ha JIeueHHe caMo ¢ MeT(hOPMUH, JICUEHHUETO C eMIIArIu(IIO3HH €KEAHEBHO € IOBEJIO JI0
npeBb3xokaamo noxmwkenne Ha HbA lc (Tabnuma 6) v KIMHUYHO 3Ha4nMO TioHmkeHue Ha FPG, B
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CpaBHEHHME C rmuMenupu. EMnarnudno3us, nprueMaH exXeIHEBHO € JI0BEN 10 CTAaTUCTHYECKH
3HaYMMO [TOHMKEHUE Ha TEJIECHOTO TETJI0, CUCTOIHOTO U TUACTOTHOTO KPBBHO HAJSITaHE U
CTaTUCTUYECKU 3HAYUMO TTO-HUCHK JISUT HA AIIUEHTHTE ¢ XUTIOTJIMKEMUYHH ChOUTHS, B CPABHEHHE C
riumenupu (2,5% 3a emnarnudiuosus, 24,2% 3a rmumenupui, p<0.0001).

Tabnuiia 6: PesynrtaTu 1o oTHOIICHHE Ha eUKACHOCTTA KbM ceamuiia 104 mpu eHO aKTUBHO

KOHTPOJIMPAHO MMPOYYBAHE, CPABHABAIIIO eMHaFJ’II/I(l)HO3I/IH C INiMMenIupua KaTo

JIOMBJIHEHHE KbM MEeTGOpMUH"

EMna;gl;(ll)gno:mH Cauvenupun®
N 765 780
HbAlc (%)
W3xonHa cToitHOCT (cpenHa) 7,92 7,92
TIpoMsIHA CTIPSIMO M3XOJIHATA CTOMHOCT' -0,66 -0,55
Pasznuka cnpsamo FJ‘II/IMCHI/IpI/I,Z[I (97,5% JAN) -0,11%* (-0,20, -0,01)
N 690 715
Hauuentn (%), npu Kouto ce nocnlzra 33.6 30.9
HbAlc <7% c u3xonen HbAlc >7% ’ ’
N 765 780
Tenecno Terao (kg)
W3xoaHa croifHOCT (cpenHa) 82,52 83,03
TIpoMsiHA CTIPSAMO M3XOJIHATA CTOMHOCT' -3.12 1,34
Paznuka cnopsamo FJ‘II/IMCHI/IpI/I,Z[I (97,5% AN) -4,46** (-4,87, -4,05)
N 765 780
CAH (mmHg)’
W3xoana croifHOCT (cpenHa) 133,4 133,5
[IpomsiHa cipsMO U3X0AHATA cToHOCT' -3,1 2,5
Pasnuka crpsimo rimmermpun (97,5% JIN) -5,6%* (-7,0, -4,2)

* IsutocTHa cpBKyHOCT 3a aHaiu3 (full analysis set - FAS), kato ce u3mos3Ba mociie1Ho MpoBeIeHO
exctpanonupano Habmoaerue (LOCF) npean cmacutenHa TIUKeMIIHA TEPATTHSL.

® lo 4 mg rmuMenupu

' Cpenna, KOpUrEpaHa CIPIMO H3XOIHATA CTOMHOCT.

*> LOCF, croifHOCTHTE ClIe[ AHTUXUIIEPTEH3UBHA CITACUTEHA TEPANU Ca IEH3YPUPAHH.

* p-croiinoct <0,0001 3a He mo-manka edukacHoOCT, U p-cToiiHOCT = 0,0153 32 MPeBB3XOACTBO

** p-croitrocT <0,0001

Jlobaska KoM neyeHue ¢ UHCYIUH

Emnaznugnozun kamo oonvinenue KoM UHCYIUH C HAKOJIKO NPUeMAa Ha OeH

EdukacHocTTa 1 6e30macHOCTTa Ha eMIaringIIo3uH KaTo 100aBKa KbM HHCYJIMH C HKOJIKO IIpHeMa
Ha JICH ChC WK 0€3 ChIIBTCTBAIIO JICUSHHE C MET(QPOPMHH ca OIEHEHH TPH €HO JBOWHOCIIATIIO,
T1a1e00-KOHTPOIUPAHO MTPOYYBAHE C MPOIBIKUTETHOCT OT 52 ceqmuiy. [1o Bpeme Ha mbpBUTE

18 cemqmurn 1 Ha mociaeaHUTe 12 ceaMUITy, 103aTa Ha MHCYJIWHA HE € MPOMEHSIHA, a MEXKIy CeIMUITH
19 u 40 e Ouna KopurHpaHa ¢ 1Ie]1 TOCTUTaHe Ha HWBa Ha KphBHATA 3axap MpeIu XpaHeHe OT

<100 mg/dl [5,5 mmol/l], u cnen xpanene - ot <140 mg/dl [7,8 mmol/1].

KbM cenmuna 18, emnariugio3nH BOIU 0 CTATUCTHYECKU 3HAYUMO 1ogo0penue Ha HbAlc B
cpaBHeHHe ¢ ianebo (Tadbmuna 7).

KoM ceamunia 52 siedernero ¢ eMnariu@IiIo3uH € J0BeJ0 A0 CTATUCTHYECKH 3HAYMMO TIOHMKEHUE Ha
HbA 1c n HamansiBaHe Ha KOJUYECTBaTa HHCYJIMH B CpaBHEHHE C TuTae0o0, KaKTo U 10 HaMaJIIBaHe Ha
FPG u TenecHoTo TEIIIO.
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Tabmuia 7: PesynrtaTtu 1o oTHOIIEHUE Ha e(DUKACHOCTTA KbM ceqMmully 18 u 52 npu eqHo uianebo-
KOHTPOIIMPAHO MPOYYBAHE 32 eMIAriIn(IIO3UH KaTO JOIBIHEHHE KbM JICUCHHE C
MHOTOKPATHH JIHEBHU JI03W MHCYJIMH ChC WK 03 MeTHopMUH

Jardiance
Inauedo 10 mg 25 mg
N 188 186 189
HbAlc (%) xbM cenmuna 18
H3xoaHa cTOMHOCT 8.33 8,39 8.29
(cpenna)
[Ipomsna crpsMO 1 0,50 -0,94 1,02
M3X0JIHATA CTOMHOCT
Pa3nuka cnpsamo ) (. ) ) (. )
nnane6o’ (97.5% JIH) 0,44* (-0,61, -0,27) 0,52* (-0,69, -0,35)
N 115 119 118
HbAlc (%) xbM
ceqmuna 52°
H3xo1Ha cTOMHOCT 8.25 8,40 8.37
(cpemna)
[Ipomsina CIpAMO 1 0,81 -1,18 127
M3X0JIHATA CTOMHOCT
Pasnuka cnpsimo ) I ) ) [ )
nate6o’ (97,5% JI) 0,38 (-0,62, -0,13) 0,46* (-0,70, -0,22)
N 113 118 118
Hanuentn (%), npu
KouTo ce moctura HbAlc
<7% c u3xonen HbAlc 26,5 39.8 458
>7% KBM ceaMuuna 52
N 115 118 117
Jo3a na uncyauna (IU/nen)
KBM ceaMuma 52°
H3xo01Ha cTOMHOCT 89,94 88,57 90,38
(cpenna)
[Ipomsina cupsamo 10,16 1,33 11,06
M3X0JIHATA CTOMHOCT
Paznmka cpssmo e et ) ) ok )
nane6o’ (97,5% JI) 8,837 (-15,69, -1,97) 11,22** (-18,09, -4,36)
N 115 119 118
Tenecno Teruo (kg)
KBM ceaMuma 52°
H3xomgHa cToHHOCT 96,34 96,47 95,37
(cpenna)
[IpomsHa cripsimo 0,44 -1,95 2,04

9 1
n3xoaHara CTOMHOCT

Pasnuka cnpsimo
mane6o’ (97,5% JIN)

2,39% (3,54, -1,24)

-2,48* (-3,63, -1,33)

" Cpesna, Kopuripana cpsMo H3XOIHATA CTOHHOCT.
? Cenvmuria 19-40: cxema Ha jeueHue 10 MOCTHTAHE HA 1IeNITa Ype3 KOPUTHpAHe Ha 103aTa Ha
HMHCYJIMHA, C 1IeJ IOCTUraHe Ha MPeIBAPUTEIHO eQUHUPAHNUTE MPUIICIIHU HUBA 32 KphBHATA 3axap
(npenu xpanene <100 mg/dl (5,5 mmol/l), cnex xpanene <140 mg/dl (7,8 mmol/l)

*p-ctotinoct <0,0001

** p-ctoitroct = 0,0003
*#%* p-ctortnoct = 0,0005
# p-croitoct = 0,0040
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Emnacnugnozun kamo oonvinenue koM 6A3a1eH UHCYTUH

EdukacHocTTa 1 6e30macHOCTTa Ha eMIariugIIO3NH KaTo JOIBIHEHUE KbM JieueHre ¢ Oa3ayieH
WHCYJIMH ChC WU 0e3 MeTHOPMUH U/UiH CyJI()OHIITYpEHHHN IPOU3BOIHH, Ca OLEHEHH MTPH €THO
JIBOMHOCIIATIO, I1aie00-KOHTPOIMPAHO MPOYYBAHE C TIPOIBIDKUTENHOCT 0T 78 cenmuiu. [1o Bpeme Ha
mspBuUTE 18 cenmunm m03aTa Ha HHCYJIMHA HE € Omia MpoMeHsHa, a CJIe/I ToBa € Ouiia KopurupaHa 10
nocturane Ha FPG <110 mg/dl npe3 cnenBamute 60 ceqmunu.

KoM cenmunia 18, eMmaraudio3uH € TOBEI A0 CTATUCTHYECKH 3HaYNMO noo0penue Ha HbAlc
(Tabmuma 8).

KbM cenmunia 78, eMmaraudio3nH e TOBeI A0 CTATUCTHYSCKU 3HAaYMMO NoHmkeHne Ha HbAlc u
HaMaJIsIBaHE Ha KOJMYECTBaTa Ha MHCYJIMHA B CpaBHEHUE ¢ iane6o. OCBeH ToBa eMIariniIo3rH €
JoBeI 110 moHmKeHue Ha FPG, TeecHOTO Teryio M KpbBHOTO HAJIATAHE.

Tabmuia 8: PesynraTtu 1o oTHOIIEHHE Ha eDUKACHOCTTA KbM ceaMully 18 u 78 mpu exHo 1uianebo-
KOHTPOJIMPAHO MPOYYBAHE 332 eMIArIM(IIO3UH KaTO JONBJIHECHHE KbM 0a3aJIHUS MHCYJIMH
ChC WK 6e3 MeThOPMUH WITH CYI(HOHUITYPEHHH IPOU3BOTHU"

Emnarimaguiosun Emnariaudgaosun
IL1aunedo (Empagliflozin) (Empagliflozin)
10 mg 25 mg
N 125 132 117
HbAlc (%) xbM cenmuna 18

W3xomnHa croitHOCT (CpemHa) 8,10 8,26 8,34

HpovM;[Ha 1cnpsIMo HU3XO0JHATA 20,01 0,57 0,71

CTOHHOCT

Paznuka cripsamo miane6o’ % %

(97.5% JTH) -0,56* (-0,78, -0,33) -0,70* (-0,93, -0,47)
N 112 127 110
HbAlc (%) xbM cenmuna 78

W3xomnHa croitHOCT (CpemHa) 8,09 8,27 8,29

[IpomsiHa cipsAMO U3X0/HaTa 20,02 048 20,64

9 1
CTOMHOCT

Pasnmuka cnipsimo wiame6o’ * %
(97.5% JI0) -0,46* (-0,73, -0,19) -0,62%* (-0,90, -0,34)

N 112 127 110

Jlo3a 6a3aJjieH MHCYJINH
(IU/nen) kbM cenmuna 78

W3xomnHa croitHOCT (CpemHa) 47,84 45,13 48,43
HpovM;[Ha 1cnpsIMo u3xoJHaTa 5.45 121 0,47
CTOHHOCT

Paznuka cripamo miane6o’ ok ok

(97.5% JI0) -6,66** (-11,56, -1,77) | -5,92** (-11,00, -0,85)

* IanoctHa cbBKynHOCT 3a aHanu3 (full analysis set - FAS) - 3aBbpiuBaiiy, KaTo ce u3nojissa
MOCIIETHO MpoBeieHo ekcTpanonupano Habmoaerne (LOCF) npenu criacuTenHa rimmkeMudHa
Tepanus.

'cpenHa, KOpUrupaHa CIpsMO M3XOIHATA CTOMHOCT.

*p-ctotinoct <0,0001

** p-croitHocT <0,025

Hayuenmu c 6v6peuno yspescoare, niayedo-KOHMPOIUPaAHU OAHHU KbM ceomuya 52

EdukacHocTTa 1 6e30macHOCTTa Ha eMIariingIIO3uH KaTo JObIHEHUE KbM POTHBOIA0eTHA
Tepamnus ca OIEHEeHH MIPH MaIMeHTH ¢ ObOPEYHO yBpeKaaHe MpH €HO ABOWHOCISATIO, TuIane6o-
KOHTPOJIMPAHO MPOYUBAHE C MPOABIDKUTEIHOCT 52 ceAMUIM. JIedeHHneTo ¢ eMnarangIio3nH € JOBEIO0
JI0 CTAaTUCTUYECKH 3HaUunMO noHmwkeHre Ha HbA 1¢ (Tabuma 9) U KIIMHUYHO 3HAYUMO MTO00pEHHUE
Ha FPG xbM cenmutia 24 B cpaBHeHue ¢ miane6o. [Tonoopenrero Ha HbA lc, TenecHOTO Terio u
KPBBHOTO HaJATaHe € OMiIo TpaitHo 10 52 ceaqMHuIu.
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Tabmuuna 9  Pesynratu kM ceamuua 24 npu eqHO I1ane00-KOHTPOJIMPAHO MPOyUYBaHE Ha
emnari(IIO3KH MPH MAIMEHTH ¢ ObOPEUHO YBPEKIaHe U 3axXapeH auader tum 2°
Emnaraudgao- | Emnaraunduo- Emnaraud.io-
Tlrauebo 3uH 10 lﬂg 3uH 25 l?;g TLrauebo 3uH 25 l?;g
¢GFR 60 10 <90 ml/min/1,73 m? <6;ﬁf,§§j‘l’j;‘;’ -
N 95 | 98 | 97 187 | 187
HbA1lc (%)
MsxonHa cToHHOCT 8,09 8,02 7,96 8,04 8,03
(cpemna)
IIpomsna cpsimo
HU3XO0JIHATa 0,06 -0,46 -0,63 0,05 -0,37
CTOMHOCT'
Pasnuka cpsimo -0,52%* -0,68* -0,42%*
mane6o’ (95% JIN) (-0,72, -0,32) (-0,88, -0,49) (-0,56, -0,28)
N 89 94 91 178 175
Hanuentn (%), npu
KOHUTO ce MOCTHTA
HbAlc <7% c 6,7 17,0 24,2 7,9 12,0
n3xoaen HbAlc
>7%”
N 95 98 97 187 187
Teaecuo ter.o (kg)’
Msx01H2 CTOAHOCT 86,00 92,05 88,06 82,49 83,22
(cpenna)
IIpomsiHa cipsimMo
M3X0IHATA -0,33 -1,76 -2,33 -0,08 -0,98
CTOMHOCT'
Paznuka cnpsimo -1,43 -2,00 -0,91
mane6o' (95% JIN) (-2,09, -0,77) (-2,66, -1,34) (-1,41,-0,41)
N 95 98 97 187 187
CAH (mmHg)*
Msxoana CTORHOCT | 3 69 137,37 133,68 136,38 136,64
(cpemna)
IIpomsna cpsiMo
HU3XOJIHATa 0,65 -2,92 -4,47 0,40 -3,88
croitHocT'
Paznmmka cipsimo -3,57 -5,12 -4,28
mane6o’ (95% JIN) (-6,86, -0,29) (-8,41, -1,82) (-6,88, -1,68)

* IsutocTHa cbBKyHOCT 3a aHaiu3 (full analysis set - FAS), kato ce u31mos3Ba mocie1Ho mpoBeIeHO
exctpanonupano Habmoaerrne (LOCF) npean cmacutenHa rIMKeMIIHA TEPATTHSL.

' Cpemna, KOpUTHpaHa CIPSIMO H3XOIHATA CTONHOCT.

* He e npoBex/1aHa OLIEHKA 32 CTATHCTHYECKA 3HAUYMMOCT B PE3Y/ITaT Ha TOC/IEIBAIIATA POLEyPa 3a

NOTBBPK/IABaHE HA TECTa.

* p<0,0001

Pezyimamu no omnowenue na Cbp()eqﬂo-cu)oeama cucmema

JBoitHocnamnoTo, miaredo-konTponrpano npoyusane EMPA-REG OUTCOME cpaBnsiBa cOopHUTE
JaHHu 3a emnaruginosud 10 mg u 25 mg ¢ mianedo, KaTo AOMbIHEHHE KbM CTaHIapTHATA TePAITUs
IIPH MAIMEHTH ChC 3aXapeH JAUa0eT TUI 2 U YCTAHOBEHO ChPCUHO-ChI0BO 3a00isiBane. OO0I0

7 020 nanmenTH ca nekyBanu (emmarnudiuo3us 10 mg: 2 345, emnarnmudiaosus 25 mg: 2 342,
rane6o: 2 333) u ca mpocnensBaHu 3a Iepuo ¢ Meauana ot 3,1 roguau. CpeaHaTa Bb3pacT €

63 roaunu, cpeanara croiiHoct Ha HbAlc e 8,1%, u 71,5% ca mbxe. Ha u3xonnoro HuBo 74% ot
MAIMEHTUTE ca JIeKyBaHu ¢ MeTdopmuH, 48% ¢ uucyaus, u 43% - ¢be CyahOHUIYPEHHO TIPOU3BOJIHO.
OkoJ10 moioBHHATA OT manueHTuTe (52,2%) ca umamu ¢GFR ot 60-90 ml/min/1,73 rnz, 17,8% ot
45-60 ml/min/1,73 m” u 7,7% ot 30-45 ml/min/1,73 m”.
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Ha cenqmuua 12 ce nabmronasa mopodpenue Ha HbAlc no oTHOmEeHHEe Ha KOpUTUPaHaTa CpeaHa
croriHocT (SE) pu cpaBHenue ¢ nzxonnata croitnoct 0,11% (0,02) B rpynata Ha 1utane6o, ¢ 0,65%
(0,02) 1 0,71% (0,02) B rpynute Ha emnarnudiao3ud 10 u 25 mg. Cnen nepsute 12 cenmunm
TJIMKEMUYHHUAT KOHTPOJI CE ONITUMM3HPa HE3aBUCUMO OT H3CJIEA0BATEICKOTO JieueHue. Taka ue
edexThT oTcnadBa Ha cenmuna 94, kato nogodpenneTo Ha HbA lc 1o oTHONIEHHe Ha KOpUTHpaHaTa
cpenna croitHocT (SE) e 0,08% (0,02) B rpynara Ha mane6o, a 0,50% (0,02) u 0,55% (0,02) B
rpynute Ha eMnariaudiaozus 10 u 25 mg.

Emnarnudio3us npeBb3xoxaa mianedo no 0OTHOLIEHUE Ha MPeloTBpaTsBaHe HA KOMOMHUpaHaTa
KpaiiHa TOUYKa 3a ChPJeYHO-ChA0Ba CMBPTHOCT, He(paTasieH MUOKapAeH HH(PAPKT WK HedaTaleH
UHCYIT. EQEKTHT OT IeueHHeTo € MOBIUSH OT 3HAYMM CIIaJl Ha ChpJICYHO-ChI0BaTa CMBPTHOCT Oe3
3HaYMMa NPOMsHA Ha HedaTaTHUA MUOKapieH nHapKT Wi HedartaieH HHCynT. CiaabT Ha
CBP/ACYHO-CHI0BATA CMBPTHOCT € CpaBHUM 3a emmariaudiao3un 10 mg u 25 mg (durypa 1) u
MOTBBPJICH OT Mog00peHara obma npexussemoct (Tabmura 10).

EduxacHocTTa 32 mpegoTBpaTsIBaHe Ha ChPIEYHO-ChJ0BA CMBPTHOCT HE € KaTETOPUYHO YCTAaHOBEHA
NP TAIUEHTH, U3ITON3BAIIN eMIIaraudIo3uH chrbreTBamo ¢ DPP-4 naxuOuTOpyH vy npu
YEPHOKOKU MALIMEHTH, Thil KaTO y4acTHETO Ha Te€3U IpylH NanueHTH npu npoyusaneto EMPA-REG
OUTCOME e orpanndeHo.

Tabmuia 10: Edexr ot iedyeHrneTo 1mo OTHOIICHHE Ha MbPBUYHATA ChCTaBHA KpaliHa TOYKa, HEHHHUTE
KOMITOHCHTH W CMBPTHOCTTA"

Ilnane6o Emnarandgio3un”
N 2333 4 687
Bpeme 10 nbpBoTOo chOuTHE HA CC CMBPT,
Hedatasen MU nin HedaTaieH HHCYJIT 282 (12,1) 490 (10,5)
N (%)
KoeduueHTsT Ha prCK cripsAMoO TuTanebo 0,86 (0,74, 0,99)
(95,02% )’
P-CTOMHOCT 3a IIPEBH3XOJICTBO 0,0382
CC cmbpT N (%) 137 (5,9) 172 (3,7)
KoeduueHTsT Ha prCK cripsAMO TuTanebo 0,62 (0,49, 0,77)
(95% JAN)
p- CTOHHOCT <0,0001
Hedaranen MU N (%) 121 (5,2) 213 (4,5)
KoeduueHTsT Ha prCK cripsAMO TuTanebo 0,87 (0,70, 1,09)
(95% M)
pP—CTOHHOCT 0,2189
Hedatanen uncyart N (%) 60 (2,6) 150 (3,2)
KoeduueHTsT Ha prCK cripsAMO TuTanebo 1,24 (0,92, 1,67)
(95% JAN)
pP—CTOHHOCT 0,1638
CvbpTHOCT N0 BesikakBu nmpuauHu N (%) 194 (8,3) 269 (5,7)
KoeduueHTsT Ha prCK cripsAMO TuTanebo 0,68 (0,57, 0,82)
(95% JAN)
p-CTOWHOCT <0,0001
CvbptHOcT pazaudna ot CC (%) 57 (2,4) 97 (2,1)
KoeduumeHTsT Ha prCK crpsMo 1anedo 0,84 (0,60, 1,16)
(95% M)

CC = cppaeuno-cb10B, MU = MuokapeH nHpapKT

* JlekyBana rpyma (Treated set - TS), T.e. manueHTH, KOUTO ca MOTYYHJIN IOHE €IHA /1038 OT
NPOYYBAHUS MEJUKAMEHT

® CGopuu nanuu 3a 1031 evmarmngiosus 10 mg u 25 mg
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TBi KaToO NaHHUTE OT U3MUTBAHETO Ca BKIIOYEHH B MEKIUHHUS aHAIN3, € PUJIOKEH JBYCTPAaHEH
95,02% noBepuUTENIEH HHTEPBAL, KOUTO ChOTBETCTBA HAa P-CTOMHOCT no-Maika ot 0,0498 3a
3HAYMMOCT.

Ourypal Bpewme 1o nosiBa Ha CbpAEUHO-CHI0Ba cMBPT B ipoyuBaHeTo EMPA-REG OUTCOME

MHauBUuAYyanHu aosu EmnarnnéenosuH cnpamo nnayebo

9 -

EMOAMMUDA03MH 10 mg EMNAMMA®IO03UH 25 mg Mnauebo
. p=0,0016 p=0,0001
KP (95 % AW): KP (95 % OM):

= 0,65 (0,50, 0,85) 0,59 (0,45 0,77)
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Bpeme oT paHooMM3auma (Meceum)

BPOM MAUMEHTU B PUCK

EMOAMTM®AO3MH 10mg 2 345 2327 2 305 2274 2055 1542 1303 847 201
EMMAMNUPNO3UH 25mg 2 342 2324 2303 2282 2073 1537 1314 875 213
Mnaue6o 2333 2303 2280 2243 2012 1503 1281 825 177

Cvpoeyna HedoCmamvyHOCH, HANA2Aua XOCNUMAIU3AYUS

B npoyusanero EMPA-REG OUTCOME emmaringi03uH € HaMaJIu pUcKa OT ChpJeUHa
HEJOCTaTHYHOCT, HAJIaraina XOCIHTa u3allvs, B CpaBHEeHHUE C ianedo (emmnariuduo3us 2,7%;
rwtane6o 4,1%; xoedunument Ha pucka (KP) 0,65; 95% 1N 0,50; 0,85).

Hegponamus
B npoyusaneto EMPA-REG OUTCOME, 3a BpemeTo 10 MbpBOTO CHOUTHE, CHOTBETCTBALIO HA
nedponatus, KP e 0,61 (95% AU 0,53; 0,70) 3a emnarnudiosus (12,7%) cnpsimo tane6o (18,8%).

B nonwianenue, emmaringiio3uH nokassa no-sucoka (KP 1,82; 95% AU 1,40; 2,37) yecroTa Ha mosiBa
Ha TpaiiHa HOpMO- Wi MUKpoanOymunypus (49,7%) npu manmeHTH ¢ MaKpoaTOyMUHypHUs Ha

W3XO0JTHOTO HHBO, B CpaBHEHHE ¢ Tuianedo (28,8%).

I1;mazMeHa r1roKo3a Ha IIaJIHo

[pu yeTnpu mamnedo-KOHTPOIUPAHH TIPOYUBAHUS, JICYCHUETO C EMITArTU(IIO3UH KATO MOHOTEPATTHSI
WY KaTO JIOIIBIIHUTEIHO JICYeHUE KbM MET(OPMHUH, IIUOTIIUTA30H HIH MET(HOPMHUH ILTIOC
CYA(QOHUITYPEHHO MPOU3BOJHO € JOBEJIO O CPEIHU IPOMEHH B CPAaBHEHHUE C U3XOJHUTE CTOMHOCTHU B
cpaBHeHue c mianebo 3a FPG ot -20,5 mg/dl [-1,14 mmol/I] 3a emmarmudno3una 10 mg u -23,2 mg/dl
[-1,29 mmol/1] 3a emnarnudnoszun 25 mg B cpaBHeHwue ¢ mianedo (7,4 mg/dl [-0,41 mmol/1]). To3u
edexT e Omn HabroaBaH cies 24 ceMUIIM U ce € 3ala3uil B MPOIbDKEHNe Ha 76 CeJIMHUIIN.

I'mroko3a 2-yaca ciiesi mpyeM Ha XpaHa

JleuenneTo ¢ eMnarMgIIO3uH KaTo 100aBKa KbM METPOPMUH MM METGOPMHUH U CYI(QOHHITYperHO
MPOM3BOIHO € JOBEIIO JI0 KIMHUYHO-3HAYMMO HaMalleHue Ha HUBOTO Ha IIIF0KO03aTa 2 yaca Cliejl
npueM Ha XpaHa (TII0K03eH npodui) npu 24 cenmun (1o0aBka KbM MeTHOPMHH: TuIae00

+5,9 mg/dl, emnarnudnosun 10 mg: -46,0 mg/dl, emnarnudnosun 25 mg: -44,6 mg/dl, nobaBka KbM
MeThopMuH U cyadOHUIYPEeH mpenapar: miamnebo -2,3 mg/dl, emnarnudiosun 10 mg: -35,7 mg/dl,
emnarnauduiosus 25 mg: -36,6 mg/dl).
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[TamumenTu ¢ Bucok usxoneH HbAlc >10%

[Ipu enuH cOOpeH aHaIM3 ¢ MPEABAPUTEIIHO ONIPEACIICHH KPUTEPUU Ha TPU MPOyYBaHMA OT ¢asa 3,
OTKPHUTOTO JieueHHe ¢ eMnarmiiIo3uH 25 mg Npy NalKueHTH C TeXKa xuneperaukemus (N=184,
cpenHa u3xoaHa croiiHocT Ha HbAlc 11,15%) e moBeno 10 KIMHAYHO 3HAYUMO MTOHIKEHUE Ha
HbA 1c cnpsimo uzxoanute cTodHOCTH OT 3,27% mipu cenmuna 24; B Te3d MPOyYBaHUA HE ca
BKJIIOUBAaHHU paMeHa c tiane0o wim emmnariauduosud 10 mg.

TenecHO Terno

IIpu equH cOOpEH aHATN3 C TIPEIBAPUTEITHO OTPEICICHN KPUTEPUH OT 4 T1arie00-KOHTPOIUPAHH
NPOYYBaHUs, JICYCHUETO C eMIarin(IIo3uH € I0Beo A0 HaMalleHHe Ha TesiecHoTo Teriio (-0,24 kg 3a
iane6o, -2,04 kg 3a emnarnmgnosud 10 mg u -2,26 kg 3a emnarnuduiosus 25 mg) KbM ceIMuIa

24 xoeto e Omito 3amna3eHo a0 ceamuiia 52 (-0,16 kg 3a miane6o, -1,96 kg 3a emnarauguosus 10 mg
u -2,25 kg 3a emnarnudiosus 25 mg).

KpbBHO Hansgrane

EdukacHoctTa 11 6e30macHOCTTa Ha eMIaraudIIo3ruH ca OIICHEH! B €IHO JIBOMHOCIIAIIO, Iane0o-
KOHTPOJUPAHO MPOYIBAHE C MPOABIDKATEITHOCT 12 CeIMUIIN TTPH MAIIMEHTH ChC 3aXapeH quadeT TUIr 2
Y BUCOKO KPBBHO HAJISITAHE HA Pa3jIMYHU MPOTUBOANAOCTHH JICUSHUS U HA JIO JIBS
AHTUXUTIEPTEH3UBHU Tepanuu. JIeueHHeTo ¢ eMnariangIio3nH BeAHBXK THEBHO € JIOBEJIO JI0
CTaTHCTUYECKH 3HaYMMO noj00peHre Ha HbAlc 1 Ha CUCTOIHOTO U IMACTOIHO apTEePUaIHO HallAraHe
3a repuoj oT 24 yaca, orpenereHo upe3 aMOyIaTOpHO pOocCiie/siBaHe Ha KPBBHOTO HaJIATaHE
(Tabnuma 11). Jleuenunero ¢ emnarnudguio3us e qoseino g0 Hamanenue Ha CAH u JIAH B cennano
MOJIO’KEHHE.
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Tabmuma 11 PesynraTtu mo oTHOIIeHHE Ha ePUKACHOCTTA KbM cenMuIia 12 mpu eqHo 1uianeo-
KOHTPOIIMPAHO MPOYYBAHE HA eMIarin(I031H IIPH NAIEHTH ChC 3aXapeH nuadet
THII 2 ¥ HEKOHTPOJIMPAHO KPBBHO HaJsAraHe”

Jardiance
Inauedo 10 mg 25 mg
N 271 276 276
HbAlc (%) kbM ceamuna 12
H3xomHa CTOMHOCT 790 7,87 792
(cpenna) ’ ’
II
POMSIHa CIIPAMO 0,03 -0,59 -0,62
M3XO0JHATA CTOMHOCT
Eiii‘ég"(‘)f?gpgﬁg’ ) -0,62* (-0,72, -0,52) | -0,65* (-0,75, -0,55)
CAH 3a 24 yaca kbM cenvuia 12°
2;);(;}:;&)1 CTOMHOCT 131,72 131,34 131,18
II
poMiHA CIPAMO 0.48 2.95 3,68
M3XO0JHATA CTOMHOCT
Eiii‘éng?gps"%"ﬂm -3,44% (4,78, -2,09) | -4,16* (-5,50, -2,83)
JIAH 3a 24 yaca KbM ceAMHUIA 12°
2;);(;}:;&)1 CTOMHOCT 75.16 75,13 74,64
II
pOMSAHA CTIPAMO 032 1,04 11,40
M3XO0JHATA CTOMHOCT
Eiiﬁég f?&";‘oﬂm -1,36%* (-2,15,-0,56) | -1,72* (2,51, -0,93)
0

* IsnoctHa chBKYyMHOCT 3a aHanu3 (full analysis set - FAS)

' LOCF, cToifHOCTHTE Clle/l IPHEM Ha aHTHIMA0ETHA CIIACUTENIHA TEPaIlHs Ca [IeH3yPUPaHH

* Cpenna, kopurupasa kM usxones Hbalc, usxonen eGFR, reorpadycku pervoH u 6poii Ha
AHTUXHUIICPTEH3UBHU JICKAPCTBEHH MTPOTYKTH

3 LOCEF, croitHocTHTE Ciie IIpYUEM Ha aHTHAMA0CTHA CIIACUTEIIHA TePAIUs WIIK CJIEH IPOMsHA Ha
AHTHXUTEPTECH3UBHATA

4 Cpenna, kopurupana kpM u3zxoaHo CAH, usxoaen Hbalc, usxonen eGFR, reorpadcku pervon u
Opoli Ha aHTUXHIIEPTECH3UBHU JIEKAPCTBEHH MIPOTYKTH

> Cpenna, kopurupana kM u3xoaso JAH, msxonen Hbalc, n3xonen eGFR, reorpadckn pernoH u
Opoli Ha aHTUXHIIEPTEH3NBHH JICKAPCTBEHH MTPOITYKTH

*p-croitroct <0,0001

** p-croitrocT <0,001

IIpu equH cOOpEH aHATN3 C IPEIBAPUTEITHO OTPECICHN KPUTEPUH Ha 4 TuTaiie00-KOHTPOIUpaHT
NPOYYBaHUS JICYEHHETO C eMIarin(Io3rH € JOBEJIO JO MOHIKAaBaHe Ha CUCTOJIHOTO apTEPUAIIHO
Hansirane (emmarnuduiosud 10 mg: -3,9 mmHg; emnarmudinosun 25 mg: -4,3 mmHg) B cpaBHeHHE C
miare6o (-0,5 mmHg) u Ha nracToHOTO apTepuanHo Hamsrade (emmarmmduosna 10 mg: -1,8 mmHg;
emnarnuduosut 25 mg: -2,0 mmHg) B cpaBHenue ¢ mane6o (-0,5 mmHg) kpM cenmuna 24, kouro ca
Ce 3ama3wiy 10 ceaMuIa S52.

HC,Z[I/IaTDI/I‘lHa nonyjganusa

EBporeiickara areHmus 1o JiekapcTBara oTiara 3aJbDKEHHETO 32 MPEIOCTaBsIHE Ha Pe3yJITaTHUTE OT
npoyuBaHusTa ¢ Jardiance B €J[Ha WM MTOBeYE NOATPYIM Ha MEAUaTPUIHATA TTOMYJIaIHs TPH 3aXapeH
nuadet Tum 2 (Bxk. Touka 4.2 3a uH(GOPMAIIKsS OTHOCHO YIIOTpeOa B IIEAUATPUATA).
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5.2 ®apmMakoKWHEeTHYHH CBOJCTBa

AOGcopOuus

dapMaKOKWHETHKATa Ha eMIIariaudIIo3uH e Jo0pe XapakTepu3upaHa Mpy 3paBy J0OPOBOILU U IPH
MAIMEHTH ChC 3axapeH auader tun 2. Crel nepopaiHo NPUIIoKeHHe eMmarudio3uH ce abcopoupa
0BP30, KaTO MUKOBHUTE IJIA3MEHN KOHLEHTPALIMH C€ IOCTUTAT MPH MENaHa Ha ty, OT 1,5 uaca cien
npuitarane Ha go3ata. Cies ToBa Iuia3MeHUTe KOHIEHTpaLuK cnajaaT rmo 6udasen mozen ¢ 6bvp3a ¢dasza
Ha pa3mnpenencHue u oTHocutenHo O0aBHa TepmuHanaa paza. Cpemnara AUC u C,y B TUTa3MaTa B
craunoHapHo cberosiHue ca 1 870 nmol.h/1 1 259 nmol/l npu no3a emnarnudnosun 10 mg, u

4 740 nmol.h/1 u 687 nmol/l npu no3a emnarnudao3ux 25 mg BeAHBXK AHEBHO. CrcTeMHaTa
EKCTIO3UITHS Ha eMIarindIo3uH HapacTBa MPONOPIIMOHAIHO Ha Jlo3ara. DapMaKkOKHHETHYHHUTE
napamMeTpH Ha €MHUYHA J103a U B CTAIIMOHAPHO CHCTOSIHUE 32 eMuarin(iIo3uH ca Ouiim CXOTHH,
KOETO Iperoara JJnHeiHa papMakOKHHETHKA BbB BpeMeTo. HsiMa KIMHUYHO 3HAYMMU Pa3JIuKU BbB
(hapMaKkOKMHETHKATa Ha eMITaru(IIO3UH MEXY 37paBH JOOPOBOJIIN U AIIMEHTH ChC 3aXapeH
nuabet Tvm 2.

[Mpunoxenuero Ha eMnarnuQao3uH 25 mg cien npueM Ha Oorata Ha Ma3HUHU W BUCOKOKAIOPUYHA
XpaHa BOJU A0 Majko no-Hucka exkcrnozuuus; AUC namansBa ¢ okono 16%, a C.x - ¢ okono 37% B
CpaBHEHHUE ChC CTOMHOCTUTE Ha TiaaHo. [Ipuema ce, ue HaOMrOIaBaHUAT €PEKT HAa XpaHaTa BbPXY
(hapMaKOKMHETHKATa Ha eMIaraugIIo3nH, He € KIMHAYHO 3HAYUM U eMIarin(I03uH MOXKE J1a Ce
npujiara cbC win 0e3 XpaHa.

Pasnpenenenue

W3zuncneno e, ue npuBUIHHUAT 00EM Ha pas3npeiesieHUe B CTallHOHapHO cheTosiHue € 73,8 | Ha Oa3ara
Ha I0IyJIalIMOHHUS (papMaKOKHHEeTH4eH aHaiau3. Ciel NpUIokKeHNe Ha IIEpopajieH Pa3TBOp Ha
['*C]-emmarnud103uH Ipy 31paBu J06POBOIIIH, PA3IIPEIETCHUETO B YEPBEHUTE KPHBHH KICTKH €
npubIU3UTEIHO 37%, a CBBP3BAHETO C INIA3MEHHUTE MPOTEHHU € om0 86%.

BI/IOTDaHC(bODMaI_II/IH

He ce ycraHoBsiBaT BaykHH MeTabOJIUTH Ha eMIarM(IIO3UH B TUIa3MaTa pU Xopa, KaTo MeTabOJINTHTE
B Hali-roJIsIMO KOJIMYECTBO ca TPU KOHIOTaTa Ha MIIIOKYpOHOBaTa KucesnuHa (2-, 3-, u 6-O
NIOKypoHu). CcTeMHaTa eKCIIO3ULUS Ha BCEKH MeTa0ouT € nmo-mainka ot 10% ot o6moro
CBBP3aHO C JIEKaPCTBOTO BEIIECTBO. /7 Vitro IPOyYBaHMS [TOKA3BaT, 4€ OCHOBHHST BT HA
MeTaboIM3upaHe Ha eMIariugIIo3HH IpU Xopa € TII0KYPOHUpaHe Ype3 YPUIuH
5'-nudocdo-rimoxypounnrpancdepasure UGT2B7, UGT1A3, UGT1A8 u UGT1A9.

Enumunupane

Ha 6a3zaTa Ha momynanuoHHus GapMaKOKHHETHUYCH aHATIN3 € U3UHCIICHO, Y€ MPUBHUHUAT TEPMHHAICH
SJIMMUHALMOHEH MOJTYXUBOT Ha eMnariudiosuH e 12,4 gaca, a nepopanHusT kaupbHe € 10,6 1/gac.
WuTepuHauBHlyatHaTa U OCTaThuHATa BAPUAOWITHOCT 32 MEPOPATHUS KIMPBHC HA eMNarin(iIo3uH e
crotBeTHO 39,1% 1 35,8%. [Ipu npuiioskeHne BeIHBXK THEBHO CTAITMOHAPHUTE TUIA3MEHHU
KOHILIEHTPAIMU Ha eMIariugIIo3uH ce JOCTUraT Ipy IeTaTa 103a. B chboTBETCTBHE C MOMYKUBOTA, CE
HaOmomaBa 10 22% kyMmynupane mo oTHomeHne Ha trazMeHata AUC B cTalimoOHapHO ChCTOSHUE.
Criel PUIIOKEHHE Ha TiepopalieH pasteop Ha [ *C]-eMnarnudno3uH npu 31paBi 100pOBOIIH,
npuOIU3UTETHO 96% OT CBBp3aHaTa ¢ JIGKapCTBOTO PaJUOAKTUBHOCT C€ €IIMMUHHpA C (HeKaTuNTe
(41%) wmm ypunara (54%). [IpeoGagaBaiiara yact OT CBbp3aHaTa ¢ JIEKAPCTBOTO PaIUOAKTHBHOCT,
KOSITO c€ M3JIbuBa C (DeKamnuTe, € HEMPOMEHEHO OCHOBHO BEIIIECTBO M MPUOIM3UTEIHO MOJIOBUHATA OT
CBBbp3aHaTa C JEKapCTBOTO PaJNOAKTUBHOCT, KOSTO CE M3JIbUBa C ypUHATA, € HEIPOMEHEHO OCHOBHO
JIEKapCcTBO.
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CHGLII/IaJ'IHI/I nonyJialnuu

bvopeuno yspeacoane

[pH NaIMEHTH C JIeKO, YMEPEHO HIIN TeXKO 0b6peuno yepexaane (eGFR <30 - <90 ml/min/1,73 m?)
Y MalMeHTH ¢ ObOpeuHa HeA0CTaThYHOCT/ KpaiiHa cteneH 0b0peuno 3abonsBane (end stage renal
disease - ESRD), AUC 3a emnariu¢uio3rH ce € IOBHIINIIA CbOTBETHO ¢ Mpuoau3uTento 18%, 20%,
66% u 48%, B cpaBHEHHE C MAIIMEHTH ¢ HOpMasiHa ObOpeuHa ¢pyHkuus. [TukoBuTe M1a3MEeHN HUBA Ha
eMnariugIIo3uH ca OWIIM CXOAHU IPH MAMEHTH ¢ YMEpeHO OBOpeuHo yBpekaaHne u ObOpedHa
HenoctaTbyHOCT/ESRD B cpaBHeHMe ¢ manueHTy ¢ HopManHa 0b0peuna ¢pynkuus. [TukoBure
TUIa3MEHH KOHLIEHTPAIMK Ha eMIariuguio3uH ca 0umy npuonnsntenHo 20% mo-BUCOKU IPU
MHIIMBU/IY C JIEKO U TEXKO ObOPEYHO YBpEXKIaHE B CPAaBHEHUE C MHIMBHUIN C HOpMaiHa ObOpeuHa
¢ysknus. [TomynanoHHUAT papMaKOKWHETHYCH aHaIH3 [TOKa3Ba, Ye epOPATHHUAIT KIUPHHC Ha
emnarnuguIo3uH HamassiBa cbe cnagane Ha eéGFR, koeTo Boau A0 moBUIIaBaHe Ha €KCHO3ULUATA Ha
JIEKapCTBOTO.

Yeproopobro yepedcoane

[Ipu MHIUBHUIN C JIEKO, YMEPEHO WIIH TEKKO YEPHOAPOOHO YBpEXKAaHe Mo Kiacu(uKauuara Ha
Child-Pugh, AUC Ha emnariudiio3uH ce noBHIlIaBa CbOTBETHO ¢ puOmm3utento 23%, 47% u 75% un
Cinax € ipubnm3uTenHo 4%, 23% u 48%, B cpaBHEHHE ¢ MHAMBUIY C HOPMaJIHA YepHOApOOHA
hyHKIMSL.

Hnoexc na menecnama maca

B®b3 ocHOBa Ha momynanMoOHHUS (papMaKOKUHETHYEH aHaJIu3, MHIEKCHT Ha TeJIeCHaTa Maca HsAMa
KJIMHAYHO 3HaYMM e(eKT BbpXy (apMakoKnHeTHKaTta Ha eMmariuduosun. [Ipu To3u ananms e
u3uuncieHo, ye AUC e cpoTBeTHO € 5,82%, 10,4% u 17,3% no-manka npu nanuentu ¢ BMI 30, 35 u
45 kg/m’, B CpaBHEHHe ¢ MHIMBM/IM C MHIEKC Ha TelecHara Maca 25 kg/m’.

Ilon
BB3 ocHOBa Ha monynanoHHUS PapMaKOKHHETHYEH aHAJIHN3 MOTBT HIMA KIIMHUYHO 3HAYUM €EeKT
BBPXY (papMaKOKHHETHKATA Ha eMITarin(I03HH.

Paca

[pu nonynannonnus GpapmMakoKuHeTH4eH aHanu3 e u3uucieHo, ye AUC e ¢ 13,5% mo-rossima rnpu
XOpa OT a3MATCKHU MPOM3XOJI, C MHEKC Ha TellecHaTa Maca 25 kg/m’, B cpaBHEHHe ¢ X0Opa, KOUTO He Ca
C a3MATCKHU TPOM3XOJI, C HHEKC Ha TellecHaTa Maca ot 25 kg/m’,

Tayuenmu 6 cmapuecka 6v3pacm
Br3pacTTa He OKa3Ba KIIMHUYHO 3HAYMMO BIIMSHUE BbPXY papMaKOKHHETHKATa Ha eMIarin(Io3ud Ha
0a3aTa Ha MOMyJAIMOHHUS (papMaKOKWHETHYEH aHAJIH3.

Ileouampuuna nonynayus

B enno neauaTpuvHo npoyuBane ¢aza 1 e uscnenBana papMakokuHeTHKaTa U (papMaKoMHAMHKATA
Ha emnarnmugiaosud (5 mg, 10 mg u 25 mg) npu Aena 1 I0HOMHK Ha Bb3pacT oT >10 o <18 roxuHu cbe
3axapeH quadet tum 2. HaGmonaBannTte GapMakOKUHETHIHU U (hapMaKoJUHAMUYHU OTTOBOPH Ca
CHOTBETCTBAJIM Ha HAOIIO/TABAHUTE MTPH BH3PACTHU MAIHEHTH.

5.3 IlpeakJuHUYHU TAHHH 32 0€30MACHOCT

HexnmHuuHMTE JaHHU HE MOKa3BaT 0COOEH PUCK 3a Xopara Ha 0a3aTa Ha KOHBEHIIMOHAIHUTE
(hapMaKoJIOTHYHY MTPOYYBAHHUS 32 O€30MIACHOCT, TEHOTOKCUYHOCT, PEPTHIMTET U pAHHO eMOPUOHAITHO
pa3BuTHE.

[Ipu nmpoy4dBaHus 32 TOKCHYHOCT MPHU ABITOCPOYHA yroTpeOda Impy Tpu3adn U KydeTa, ca
HaOJI0JaBaHy MTPU3HAIM HA TOKCUYHOCT MPH €KCIIO3UIINH, TT0-BIUCOKH WM paBHU Ha 10-mbTH
KJIMHUYHATA 71032 Ha eMraringuio3ud. IloBedeTo OT TOKCMYHHUTE NPOSIBU ca OMIIM B CHOTBETCTBHE C
BTOPWYHHU (hapMaKOJOTHYHHU eeKTH, CBhP3aHH ChC 3arybara Ha TIII0KO3a ¢ ypHUHATa U eNEKTPOITUTHUS
nucOarnanc, BKIIOYUTETHO HAMaJICHUTE TEJIECHO TETJIO U TeJIECHH Ma3HWHU, TOBUIIIEHATa KOHCYMaIlns
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Ha XpaHH, THApUITa, IeXUApaTaluATa, TOHKEHaTa [J1a3MeHa INII0OK03a ¥ OBUILIEHUSTA Ha IPYTH
CepyMHHU MapaMeTpH, OTpa3sBally 3acCUIeHUs] MeTaOOJIM3bM Ha MIPOTEHHH U TIIOKOHEOTeHe3aTa,
MIPOMEHHUTE B ypHUHATA KAaTO MONUYPHUS U TIIOKO3ypHsi 1 MUKPOCKOTICKH MTPOMEHH, BKIIFOYBAIIH
MUHepaiu3anys B Ob0peKa U B HIKOM MEKU U ChJJOBU ThKaHH. MHUKPOCKOIICKHTE JI0Ka3aTeICcTBa 3a
3acuiieHH (papMakoIoruuHu eheKTH BhpXy ObOpennTe, HaOIr01aBaHu IPY HAKOU KUBOTHHCKH
BUJIOBE, BKITFOUBAT JIWJIATAIIMS HA TYOYJIUTE U TYOYJIHA U Ta30BA MUHEPAIN3AIUS ITPH TPUOITHU3UTEITHO
4 etr Hax knuHUYHaTa AUC ekcno3unus Ha eMrariaugIio3uH IpH o3ara oT 25 mg.

Emmarnudgio3ns He € TeHOTOKCHYEH.

[Ipu exHO 2-roAWIIHO MPOYYBaHE 32 KAPLUUHOTEHHOCT, eMIIarau(I031H He € MOBUILUII YeCTOTaTa Ha
TYMOPUTE TP JKEHCKH TUThXOBE JI0 Hai-Brcokata 103a oT 700 mg/kg/neH, KoeTo choTBETCTBA Ha
npubIu3UTeNHo 72 mbTH MakcuMmanHara knnHnuHa AUC excriozunms Ha emnaringuiosud. [pu
MBKKH IUTHXOBE ca HaOII01aBaH! CBBbP3aHH C JICUEHHETO J0OPOKaYeCTBEHH ChJIOBH NPOJIU(epaTuBHU
ne3nH (XeMaHTHOMH) Ha ME3eHTEpUAHUTE JIMM(GHH BB3JIH NIPU Hal-BHCOKATA J103a, HO HE U TIPH J103a
ot 300 mg/kg/neH, KOATO CLOTBETCTBA HA MPHOIM3UTEITHO 26 THTH MaKCUMallHATa KIIMHUYHA
excro3uus Ha emnarindaosns. HabmromaBaHa e mo-BHCOKa 4Y€CTOTa HA HHTEPCTHLIHAIHY KIEThYHN
TYMOPH B TECTHCHUTE TIPH ILTbX0Be 1pH jo03a 300 mg/kg/nen u mo-Bucoka, Ho He U MPH

100 mg/kg/neH, koeTo chOTBETCTBA HA NPUOIM3UTENHO 18 MbTH MaKCHUMaTHaTa KIMHAYHA
excro3uus Ha eMnaringiaosud. U aBata Tymopa ca 4eCTH IpH ILUTHXOBE M € MaJIKO BEPOSITHO J]a UMaT
3HaYEHUE MPH X0pa.

EmMnarnmgio3uH He MoBHIIaBa YECTOTAaTa HA TYMOPUTE PH KESHCKH MHUIIKH PHU JJ03HU JI0

1000 mg/kg/neH, KOeTo ChOTBETCTBA HA MPUOJU3UTEIHO 62-IPTH MAaKCUMAJIHATA KITMHUYHA
eKCIo3HLMs Ha emnariandio3uH. Emmnaraudinosus e nHayupan 0b0peuHn TYMOPH NP MBXKU
mutky npu go3a 1000 mg/kg/nen, no He u ipu 300 mg/kg/neH, KOEeTo ChOTBETCTBA Ha
npuOIu3uTenHo 11 MbTH MakcUMaliHaTa KIIMHUYHA eKCIIO3HIUS Ha eMIarau@uo3uH. MexaHu3MbT Ha
oOpa3yBaHe Ha Te3U TYMOPH 3aBHCH OT €CTECTBEHOTO MPEAPA3NOI0KEHNE HA MBXKUTE MUIIKH KbM
NaTOJOTUYHH MPOMEHH Ha OBOpEnHTe 1 META0OIMTHY IIBTUINA, KOMUTO HIMAT 3HAYCHUE NIPU XOPa.
[Mpuema ce, ye GBOPEUHNTE TYMOPH IIPH MUIIKH HIMAT OTHOIIIEHHE KbM X0Opa.

[Tpu eKCHO3UIMK AOCTATHYHO MO-BUCOKH OT TE€3H MPU XOpa B TEPANCBTUYHU 03U, EMIArTH(IO3UH He
OKa3Ba HeXKeNaHu e(heKTH BbpXY QEepPTUIMTETa UM PAHHOTO eMOpHOHAIHO pa3BuTHe. [TpuiioxkeH mo
BpEMe Ha OpraHOTeHe3aTa, eMIariuQIIo3nH He ¢ TepatoreHeH. CaMo B TOKCHYHU 3a MaikaTa 71031
eMMariuGIIO3UH € MPESTU3BUKAT U3KPUBEHH KOCTH Ha KPAHUIIUTE TIPH MTHXOBE U MOBHUIIICHA
emOpuroderaaHa 3ary0a npu 3aniu.

[Ipu nmpoydBaHus 3a Ipe- ¥ MOCTHATATHA TOKCUYHOCT MPH TUIBXOBE ca HAOI0JaBaHN HaMaJIeHO
HaJIJIaBaHe Ha TETJIO Ha MOKOJICHUETO MPH EKCIIO3UIUS Ha MallKaTa, MPUOIM3UTENHO 4 IbTH TIO-
BUCOKHM OT MaKCHMaJlHaTa KIMHUYHA eKCIIo3uLus Ha emnariaudao3us. He e HabmromaBad nmono0eH
e(eKT MU CUCTEMHA EKCIIO3UIIHS, CKBUBAJICHTHA HA MaKCHMAaITHATA KIIMHUYHA EKCITO3HIINS Ha
emnaranduo3nH. He e n3BeCTHO 3HAUEHNETO Ha Ta3HW HAXOJKa IPH XOpa.

HpI/I €IHO HpquBaHe HA TOKCUYHOCTTA HpI/I MJ1Iaa UTHAUBU N B'Bpr IIBXOBE, HpI/I HpI/IJ'IO)KeHI/Ie Ha
emnarango3uH ot 21-Bu mocTHaTaneH AeH A0 90-Tu mocTHaTaseH JieH, € Ouiia HaOIro1aBana
MUHHUMAJTHA JI0 Jieka OhOpevHa TyOyJiHa M Ta30Ba JIMIATAIUS ITPU FOBEHUITHU TLUTHXOBE CaMo, B 71032
100 mg/kg/neH, kosto € okojio 11 mbTH MaKCHMaJIHATa KIIMHAYHA 71032 OT 25 mg. Te3un HaXOAKH ca
JIUTICBAJIU CJIe]T IEPHUOJ] Ha BH3CTAaHOBSIBaHE OT 13 cemMuiin Oe3 MPIIIOKEHHE Ha JICKApPCTBO.

6. DOAPMAIIEBTUYHHU JAHHU
6.1 Choucnk Ha NIOMOIIHHUTE BElIECTBA
Slapo Ha TabueTkaTa

JlakTo3a MOHOXHIpAT
MukpokpucranHa Leyio3a
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XUAPOKCHUTIPOTIHIIIIEITYJIO3a
Kpockapmenosa Hatpuit

Cunuies THOKCH], KOJIOHUIEH 0e3B0AeH
Maruesues creapar

DUIMOBO TTOKPUTHE
Xumpomenosa

TuranoB nuokcun (E171)
Tank

Maxkporon (400)

Kenezen oxcun, xwit (E172)

6.2 HecbBMecTHMOCTH

Henpunoxumo.

6.3 Cpok Ha roaHoCT

3 roguH"

6.4 CrnenuajHu ycJ0BHUSI HA ChXPaHEHUE

To3u nexapcTBeH NPOAYKT HE U3MCKBA CIICIIUAIHN YCIOBHS HA ChXpaHEHHE.
6.5 Buau cbabpikaHue HA ONMMAKOBKAaTa

ITepdopupanu ennomo3oeu onucrepu ot PVC/anymunuii.

OnakoBkror 7x 1,10x1,14x1,28%x1,30x1,60x 1,70x 1,90 x 1 1 100 x 1 dpunmupanu
TaOJIeTKY.

He Bcuuku BHIIOBE ONAKOBKM MOTat Jia ObJIaT MyCHATH B IPOAAKOA.

6.6 CrnenuajaHu nNpeana3Hu MepKHU NPH U3XBbPJIsIHE

HewnsnomsBaHusT nekapCTBEH MPOIYKT WU OTHAIBYHUTE MaTEPHAII OT HETO TPsiOBa Ja ce U3XBBPIIAT
B CHOTBETCTBHE C MECTHUTE U3UCKBAHHSI.

7. MNPUTEXATEJI HA PABPEHIEHUETO 3A YIIOTPEBA
Boehringer Ingelheim International GmbH

Binger Str. 173

D-55216 Ingelheim am Rhein

T'epmanus

8. HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

Jardiance 10 mg dunmupanu TadieTku

EU/1/14/930/010

EU/1/14/930/011

EU/1/14/930/012

EU/1/14/930/013

EU/1/14/930/014

EU/1/14/930/015

EU/1/14/930/016
EU/1/14/930/017
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EU/1/14/930/018

Jardiance 25 mg duamMupanu TabIeTKH
EU/1/14/930/001
EU/1/14/930/002
EU/1/14/930/003
EU/1/14/930/004
EU/1/14/930/005
EU/1/14/930/006
EU/1/14/930/007
EU/1/14/930/008
EU/1/14/930/009

9. JATA HA TbPBO PA3PEINIABAHE/IIOJJHOBSABAHE HA PASPEIIEHUETO 3A
YIIOTPEBA

Jata Ha mepBO paszpemanane: 22 mait 2014 T.

10. JATA HA AKTYAJIN3UPAHE HA TEKCTA

[HonpoOna nnpopmanus 3a TO3M JEKapCTBEH NPOAYKT € MpeJocTaBeHa Ha yeOcaiiTa Ha EBponeiickaTta
areHnus 1o JekapcreaTa http://www.ema.europa.eu.
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INPUJIOKEHHE 11

IMPOU3BOAUTEJL, OTTOBOPEH 3A OCBOBOXKIABAHE HA ITAPTUIN
YCJIOBUSA NI OTPAHUYEHUS 3A TIOCTABKA U YIIOTPEBA
APYI'U YCJIIOBUSA U U3UCKBAHUSA HA PASPEIIEHUETO 3A YIIOTPEBA

YCJIOBUA NI OTPAHUYEHUSA 3A BE3OITACHA U EOEKTHUBA YIIOTPEBA
HA JIEKAPCTBEHUS IPOAYKT
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A. TTPOU3BOJIUTEJI, OTTOBOPEH 3A OCBOBOXJIABAHE HA ITAPTUAN

Hme u aapec Ha MpOM3BOAMTENSL, OTTOBOPEH 3a 0CBOOOIK/IaBaHE HA MAPTHIUTE

Boehringer Ingelheim Pharma GmbH & Co. KG
Binger Strasse 173

D-55216 Ingelheim am Rhein

I'epmanus

Boehringer Ingelheim Ellas A.E.
5th km Paiania — Markopoulo
Koropi Attiki, 19400

I'bprus

IleuaTHaTa IMCTOBKA Ha JICKApCTBCHUS NPOAYKT TpH6Ba Ja CbAbpiKa UMCTO U aipeCa Ha
IMPOU3BOJUTEIIA, OTTOBOPEH 3a OCBO60)K,ZIaBaHeTO Ha CbOTBETHATA MapTruaa.

b. YCJOBUSA NI OI'PAHUYEHUSA 3A JOCTABKA U YIIOTPEBA

.HeKapCTBCHI/IHT MMPOAYKT C€ OTITYCKaA I10 JICKAPCKO NPCANNCaHUC.

B. JAPYI'M YCJIIOBUA U U3BUCKBAHUA HA PASPEIIIEHUETO 3A YIIOTPEBA
. Ilepnoguynn aKTyaJM3MpPaHHU JOKJIAIH 32 0€30MaACHOCT

WznckBanusTa 32 MojaBaHe Ha MEPUOJUYHH aKTyaJIHM3UPaHU JOKIAIH 32 0€30IacHOCT 3a TO3H
NPOJYKT ca MOCOYEHH B CIIMCHKaA ¢ pedepeHTHUTE natu Ha EBponeiickus cpro3 (EURD cnmcek),
npensueH B wi. 1078, an. 7 ot Aupexrusa 2001/83/EO, 1 BbB BCHUKH CJIEBAIIN aKTyaJIU3aIUH,
nyOJIMKyBaHU Ha eBPOTICHCKUSI yeOropTa 3a JIeKapCTBa.

I'. YCJOBUSA NI OI'PAHUYEHNS 3A BE3OITACHA U E@OUKACHA YIIOTPEBA HA
JIEKAPCTBEHUS NTPOAYKT

. IInan 3a ynpasaenue Ha pucka (ITYP)

[IPY tpsiOBa 1a M3BHPILIBA M3UCKBAHUTE ACHHOCTH U IEHCTBHUS, CBBP3aHHU C MPOCIeIsBaHe Ha
JieKapcTBeHaTa 0e30IacHOCT, mocoueHu B ojo0penus [TYP, npexcrasen B Moy 1.8.2 Ha
paspelieHueTo 3a ynorpeda, KakTo U IIPH BCUYKH CIEIBAIIM ChIIaCyBaHU akTyanu3anuu Ha [TYP.

Axrtyanusupas [IYP tps6Ba na ce mogasa:

e 110 uckane Ha EBpomnelickaTa areHIus 10 JIeKapcTBaTa;

e BHHArW, KOraTo ce U3MEHs CUCTEMara 3a YIpaBJIeHUE Ha PHCKa, OCOOCHO B PE3yiTaT Ha
MoJly4aBaHe Ha HOBa MH(OpMaNus, KOATO MOXe Aa AOBEJE 10 3HAYMMHU IPOMEHH B
CHOTHOILICHUETO TI0JI3a/PHUCK, WK CIIe]T JIOCTUTAaHE Ha BaKeH eTarl (BbB BPh3Ka ¢
HpocieAsBaHe Ha JIeKapCTBeHaTa 0e30MacHOCT WM CBEXKAAaHE HAa PUCKA 1O MUHUMYM).
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INPUJIOKEHHUE I11

JAHHU BBPXY OITAKOBKATA U JIMCTOBKA
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A. JAHHHU BBPXY OITAKOBKATA

35



JAHHH, KOUTO TPABBA A CBABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA

1. HNME HA JIEKAPCTBEHUSA ITPOAYKT

Jardiance 10 mg punmupanu TadbIeTKU
Emnarnudiosun

2. OBSBSIBAHE HA AKTUBHOTO(UTE) BEILIECTBO(A)

Bceska Tabnerka cpabpxka 10 mg emnarnugno3us.

3. CIIMCBK HA IIOMOIIIHUTE BELLIECTBA

C’I)I[”bp)i(a JJAKTO3a, BUXKTC JIMCTOBKATA 3a JOIIBJIHUTCIIHA I/IH(l)OpMaI_II/IH.

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJTHA OITAKOBKA

7 x 1 dpunmupanu TabneTKu
10 x 1 puamupanu TabneTKH
14 x 1 punmupanu TabIETKH
28 x 1 puiMupanu TabACTKH
30 x 1 puimupanu TabNeTKH
60 x 1 punmMupanu TabIETKH
70 x 1 puamMupanu Ta0NeTKH
90 x 1 puamMupanu TabIEeTKH
100 x 1 punMupanu TabIeTKH

‘ 5. HAYMYH HA ITPUJIOKEHUE U II'BT(MLIA) HA BbBEXJIAHE

[penu ynotpeda npoyereTe IUCTOBKATA.
IlepopanHo npusioxeHue.

6. CHELHUAJIHO NPEAYIPEXIEHUE, YE JIEKAPCTBEHUSAT NIPOAYKT TPSBBA
JA CE CBXPAHSABA HA MSICTO JAJIEYE OT HOIJVIEJA U TIOCEI'A HA IELTA

I[a CC CbXpaHsABa Ha MACTO, HCJOCTBHIIHO 3a [ICLa.

‘ 7. APYI'U CHELOUAJIHU HPEAYIIPEXKIEHUS, AKO E HEOBXO/JIUMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA TOJHOCT

T'onmen mo:
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9. CHELHUAJIHA YCJIOBUSI HA CbXPAHEHUE

10. CHELOUAJIHU NPEAITAZHU MEPKMU ITPU U3XBBPJISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU WJIN OTIHIAABYHU MATEPUAJIU OT
TAX, AKO CE U3UCKBAT TAKUBA

11. HUME U AJPEC HA ITIPUTE/KATEJISA HA PASPEIIEHUETO 3A YIIOTPEBA

Boehringer Ingelheim International GmbH
D-55216 Ingelheim am Rhein
T'epmanus

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/14/930/010 7 tabierkn
EU/1/14/930/011 10 TtabneTkn
EU/1/14/930/012 14 tabneTku
EU/1/14/930/013 28 TaGierku
EU/1/14/930/014 30 tabieTku
EU/1/14/930/015 60 TtaGieTku
EU/1/14/930/016 70 TabneTku
EU/1/14/930/017 90 TaGieTku
EU/1/14/930/018 100 TabieTkn

13. HNAPTHUIAEH HOMEP

ITapt. Ne

‘ 14. HAYUH HA OTITYCKAHE

‘ 15. YKA3AHWUS 3A YIIOTPEBA

‘ 16. HUH®OPMAIIUA HA BPAMJIOBA A3BBYKA

Jardiance 10 mg

‘ 17. YHUKAJIEH WIEHTUOUKATOP — IBYU3MEPEH BAPKO/]

JIByn3MepeH 0apKo/i C BKIIFOUEH YHUKAJICH UIACHTU(DUKATOD

‘ 18. YHUKAJIEH UWIEHTUO®PUKATOP — JAHHU 3A YETEHE OT XOPA

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

baucrepu (nepgopupanu)

1. HNME HA JIEKAPCTBEHUSA ITPOAYKT

Jardiance 10 mg TabneTkn
Emnarnudinosun

2. HUME HA ITPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Boehringer Ingelheim

‘ 3. JATA HA U3TUYAHE HA CPOKA HA I'OJHOCT

EXP

4. IHAPTUJAEH HOMEP

Lot

|5.  JIPYTO
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JAHHH, KOUTO TPABBA A CBABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA

1. HNME HA JIEKAPCTBEHUSA ITPOAYKT

Jardiance 25 mg punmupanu TabeTKH
Emnarnudinosun

2. OBSBSIBAHE HA AKTUBHOTO(UTE) BEILIECTBO(A)

Bcska Tabnerka cpabpka 25 mg emnarnugio3ut.

3. CIIMCBK HA IIOMOIIIHUTE BELLIECTBA

C’I)I[”bp)i(a JJAKTO3a, BUXKTC JIMCTOBKATA 3a JOIIBJIHUTCIIHA I/IH(l)OpMaI_II/IH.

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJTHA OITAKOBKA

7 x 1 dpunvupanu TabreTKn
10 x 1 puamupanu TabneTKH
14 x 1 punmupanu TabIeTKH
28 x 1 puiMupanu TabACTKH
30 x 1 puimupanu TabNeTKH
60 x 1 punmMupanu TabIETKH
70 x 1 puamMupanu Ta0NeTKH
90 x 1 puamMupanu TabIEeTKH
100 x 1 punMupanu TabIeTKH

‘ 5. HAYMYH HA ITPUJIOKEHHUE U II'BT(MLIA) HA BBBEX/JIAHE

[Ipenu ynoTtpeba npoyerere IUCTOBKATA.
IlepopanHo npusioxeHue.

6. CHELHUAJIHO NPEAYIPEXIEHUE, YE JIEKAPCTBEHUSAT NIPOAYKT TPSBBA
JA CE CBXPAHSABA HA MSICTO JAJIEYE OT HOIJVIEJA U TIOCEI'A HA IELTA

I[a CC CbXpaHsABa Ha MACTO, HCJOCTBHIIHO 3a [ICLa.

‘ 7. APYI'U CHELHUAJIHUA HPEAYIIPEXKJIEHUS, AKO E HEOBXOJINMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA TOJHOCT

T'onmen mo:

39



9. CHELHUAJIHA YCJIOBUSI HA CbXPAHEHUE

10. CHELOUAJIHU NPEAITAZHU MEPKMU ITPU U3XBBPJISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU WJIN OTIHIAABYHU MATEPUAJIU OT
TAX, AKO CE U3UCKBAT TAKUBA

11. HUME U AJPEC HA IIPUTEKATEJIA HA PASPEIIIEHUETO 3A YIIOTPEBA

Boehringer Ingelheim International GmbH
D-55216 Ingelheim am Rhein
T'epmanus

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/14/930/001 7 Tabierkn
EU/1/14/930/002 10 tadieTkn
EU/1/14/930/003 14 tabneTkn
EU/1/14/930/004 28 taGieTku
EU/1/14/930/005 30 tabneTku
EU/1/14/930/006 60 TabaeTku
EU/1/14/930/007 70 TabneTku
EU/1/14/930/008 90 TabneTku
EU/1/14/930/009 100 TabmeTkn

13. HNAPTHUIAEH HOMEP

ITapt. Ne

‘ 14. HAYUH HA OTITYCKAHE

‘ 15. YKA3AHWUS 3A YIIOTPEBA

‘ 16. HWH®OPMAIIMA HA BPAIJIOBA A3BBYKA

Jardiance 25 mg

‘ 17. YHUKAJIEH WIEHTUOUKATOP — IBYU3MEPEH BAPKO/]

JIByn3MepeH 0apKo/i C BKIIFOUEH YHUKAJICH UIACHTU(DUKATOD

‘ 18. YHUKAJIEH UWIEHTUO®PUKATOP — JAHHU 3A YETEHE OT XOPA

PC:
SN:
NN:
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MHUHHUMYM JAHHHU, KOUTO TPABBA JJA CbADBPXAT BJIMCTEPUTE UJIN
JIEHTUTE

Baucrepu (mepgopupann)

1. HNME HA JIEKAPCTBEHUSA ITPOAYKT

Jardiance 25 mg TabneTkn
Emnarnudinosun

2. HUME HA ITPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Boehringer Ingelheim

‘ 3. JATA HA U3TUYAHE HA CPOKA HA TOJHOCT

EXP

4. IHAPTUJAEH HOMEP

Lot

|5.  JIPYTO

Y|



b. IUCTOBKA
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JIncroBka: nHpopManus 3a NalHEHTa

Jardiance 10 mg ¢punmupanu TadaeTKu
Jardiance 25 mg puamupann TadjieTku
emnarnuduosud (empagliflozin)

vTospl JIEKapCTBEH MPOAYKT MOJICKH Ha JOIBIHUTETHO Habmoerre. Tosa e mo3Boau 0bp30To
yCTaHOBSIBaHE Ha HOBa MH(OpMaIns OTHOCHO Oe3omacHOCTTa. MoXeTe Ja JaieTe CBOS MPUHOC KaTo
CHOOLINUTE BCSIKA HEXENaHa peakiys, KOATO CTe NOIy4YWiIn. 3a HAYMHA Ha ChOOIIaBaHe HA HEXEJaH!
pEaxIuy BIDKTE Kpas Ha TOYKa 4.

IIpoyeTeTe BHMMATEIHO LSJIATA JIMCTOBKA MPeIN 1A 3aM04YHeTe /1a IPUeMaTe TOBA JIeKaApCTBO,

Thil KaTO TS ChAbPsKAa BaskHa 32 Bac nundgopmanus.

- 3amazere Ta3u TMCTOBKAa. MOJKe /1a ce HaJO0XH JIa sl MPOYETETE OTHOBO.

- AKO UMare HIKaKBH JIOBIHATEIHA BBIIPOCH, TTonuTaiiTe Bamus nekap, papmarest nim
MEIUIMHCKA CecTpa.

- ToBa nekapcTBo € npeanucano JuuHo Ha Bac. He ro npeorcThnBaiite Ha Apyru xopa. To Moxe
Jla IM HaBpeJlv, He3aBUCHMO Y€ TIPU3HAIIMTE HA TAXHOTO 3a00JIsBaHe ca ChIUTE Kato Bammre.

- AKO ToNTyunTe HIKaKBU HEXEJIaH! peakiu, yBejomere Bammst nekap, hapManest win
MEAMIIMHCKA cecTpa. ToBa BKIIFOUBAa BCHYKH Bb3MOXKHH HEXXEJIaH! PEaKIlui, HEOMHCAHU B Ta3H
nucToBKa. BukTe Touka 4.

Kakso CbAbpPiKa Ta3u JIMCTOBKA

Kako npencrasinsBa Jardiance u 3a KakBo ce U3I0JI3Ba
Kakso Tps6Ba na 3Haere, npeau ga npuemere Jardiance
Kak na nmpuemare Jardiance

BBb3MOXHY HEXETaH! peakiin

Kak na cexpansare Jardiance

ChbabppkaHye Ha ONAaKOBKATa M JOIBIHUTENIHA HHPOPMAaLUs

AN

1. Kakso npeacraBiasBa Jardiance u 3a KakBo ce U3M0JI3Ba

Jardiance chabpika aKTUBHOTO BEIIECTBO eMITarin(I03uH, KOETO JIeHCTBa upe3 OJ0KupaHe Ha
MPOTENH B ObOpennTe, HapeueH HaTPUEeBO-TIOK03eH KoTpaHcmoptep 2 (SGLT2). SGLT2 npenmnazpa
OT OTJIEJISTHE Ha TITI0K03aTa B yprHATa, 4pe3 abcopOupaHe Ha IIII0K03aTa B KPHBOOOPAIIEHHUETO TIO
BpeMe Ha GUITPUPAHETO Ha KPBBTA Ipe3 OnOperute. Upes O10KupaHEeTo HA TO3H MPOTEUH,
JIEKapCTBOTO BOJIHU JIO OTACIISTHE Ha TIIF0KO3aTa (KphBHATA 3aXap), HaTpus (COJTa) U BOJIaTa C ypyUHATA.
[To To31 HauMH ce HaMaJIIBaT NPEKaJCHO BUCOKHUTE, B PE3YJ/ITAT Ha 3aXapHus AualeT TUIl 2, HUBA Ha
KpbBHaTa 3axap. ToBa JIekapCTBO MOKE Jia TOMOTHE U 3a MPEJI0TBPATABaHE Ha ChPJICYHO 3a00IIsIBaHE.

o Jardiance ce u3nos3ea 3a jeyeHre Ha 3aXapeH AuadeT THN 2 NPH Bh3PACTHH NalueHTH (Ha
18 roanHM ¥ O-BH3PACTHH), TIPU KOUTO HE C€ TIOCTUTa KOHTPOJI CaMO C JTUETa U YIPaKHEHHS.
. Jardiance moxe na ce nznon3sa 0e3 APYrH JeKapcTBa NPH NALUEHTH, KOUTO HE MOTaT Ja
npuemMat MeTHOpMHH (IPYro JIeKapcTBO 3a 1uader).
o Jardiance mo>xe 11a ce n3MOI3Ba M € IPYTH JIEKapCTBa 3a JiedeHne Ha auadet. Toa moxe na ca

JICKapCTBa, KOUTO CE€ IMpHUEMAT IPE3 yCTaTa NI CEC MHKECKTHUPAT, KaTO MHCYJIUH.

BaxxHo € 1a mpoabinKuTe ¢ MueTara cu U (QU3HYECKUTE YIpaxKHeHHs, KakTo Bu e ka3an Bamms nekap,
(hapmalleBT WM MEAMIIMHCKA CECTpa.

Kakso npeacraBisBsa 3axapen auader Tam 2?

3axapuusat auabdet Tum 2 € 3a00BaHe, KOETO Ce IBDKKA Ha TeHuTe Bu 1 Ha HaumHa By Ha KHUBOT.
AKo cTpagare oT 3axapeH auabert tum 2, Bamuar mankpeac He IPOU3BEkK/Ia JOCTATHYHO MHCYJINH, 32
Jla KOHTpOJIMpa HUBOTO Ha IJII0K03aTa B KpbBTa Bu u Bammsat oprann3sM He MOXe J1a U3I0I3Ba
COOCTBEHMS CH HWHCYJIMH e(i)eKTI/IBHO. Tosa BOAM 10 BUCOKHM HMBA Ha I'JIFOKO3aTa B KPbBTa BI/I, KOUTO
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Morart ga g4oBeaart g0 HpO6HeMI/I ChC 3ApPaBC€TO KaTO CbPACYHHU 3360J’I$IBaHI/I}I, 6’L6pe'{HI/I 3360J’IHBaHI/I}I,
CJICIIOTA M JIOIIO Kp’bBOO6paH_[€HI/Ie B KpaﬁHHHHTC.

2. Kakgo Tps0Ba na 3Haerte, npeau xa npuemere Jardiance

He npuemaiite Jardiance:
- aKo CTe alepruuHu KbM eMIarauQIo3uH WK KbM HIKOS OT OCTaHAINTE ChCTABKU HA TOBA
JeKapcTBO (M30pOeHH B TOUKA 6).

Ilpexynpeskaenus u npeanasHu MepKu
I'oBopere ¢ Bamus siekap, GpapmarieBT Wi MEIUIIMHCKA CECTPa, MPEIH Ja MPHUEMETEe TOBa JICKapCTBO
U 110 BpEME Ha JICUEHUETO:

. OTHOCHO TOBa, KAKBO MOXETE J]a HAIIPaBUTE, 32 J1a U30ETHETE IEXH [paTaIusl.

. ako mMare 3axapeH quader tur 1. To3u Tin nuabetr 0OMYafHO 3am04YBa B MJIaia BB3pacT U
opraHu3MbT Bu He cuHTEe31Upa UHCYIIUH.

o npu Obp3a 3aryda Ha TerJo, raJieHe WM MOBphIaHe, O0JIKA B KOpeMa, MPEKOMepHa KaxK/a,

YCKOPEHO U JBJI0OKO JHIlIaHE, MPOSBH HA 00BPKAHOCT, HEOOMUYaliHA CHHIMBOCT WJIH YMOpa, IbX
ChC CaJIKa MUPH3Ma, CIIaJIbK WM METAJICH BKYC B yCTaTa WU POMEHEHA MUPU3Ma Ha ypuHaTa
WJIH TIOTTA, CBBPIKETE ce He3a0aBHO ¢ JIeKap WX ce O0OBPHETE KbM Hali-OmM3KaTa OOTHHUIIA.
Te3u cuMITOMH MOXe JIa ca MPHU3HAK Ha ,,ina0deTHa KeToau103a“ — psjiKko, HO CEpHO3HO,
MOHSKOTa JKUBOTO3aCTPAIIaBaIll0 YCIOKHEHNE, KOETO MOXKE Jla C€ pa3BHe MPH Xopa ¢ AuaderT,
rnmopaav MOBUIICHU KOHICHTpAIUX HA ,,KETOHHU Tena” B YpuHaTta uiv KpbBTa, KOETO CE€
yCTaHOBSIBA NPU TabOpaTOpHU U3CiIeBaHMS. PHCKBT 3a pa3BUTHE Ha TMabeTHA KETOAIH 1032
MOJKE JIa C€ TMOBUIIIH MTPH MPOIBIDKUTEIHO T yBaHe, TPEeKOMEpPHa KOHCYMAaITUs Ha aIKOXoJl,
AcxXuaparanus, psa3Ko HaMaJIIBaHC Ha J03aTa Ha MHCYJIMHA, WM ITOBUINCHU HYXIU OT MHCYJIUH
TIOpaJiv TOJIEMH OTIEPaIH MK TEXKKO 3a00JIsIBaHe.

o aKo UMare TeXKH 0bOpedHH mpoOIeMu — Bb3MOXKHO € Bammst nekap na Bu kaxe n1a npuemare
JIPyTo JIEKapCTBO.
o aKo cTe Ha 75 TOJUHHM WM [T0-Bb3PACTHH, TIOBHIIIEHOTO OT/IEJISTHE HA YPUHA B PE3YJTaT OT

JIEKapCTBOTO MOXKE J1a 3aCETHE BOIHO-CIICKTPOIMTHHSI OajaHC B oprann3Ma Bu v fa moBuIm
pHUCKa OT Iexuaparaiys. Be3MoKHUTE TpU3HAIN ca H30pOeHHU B ToUKa 4, ,,BB3MOxKHI
HEXEJAHU Peaklnu’ B MOATOYKA ,,JEXHUIpaTaIUs .

° aKo CTe Ha 85 roJMHM WJIM [TO-Bb3PACTHH, Thi KaTO B TO3M Cliydali He TpsiOBa jJa 3amoypare aa
npuemare Jardiance.
° ako Bu ce moBpblla, ©MaTe pa3cTPOMCTBO WM MOBUILIEHA TEMIIEPATYPA, WU aKO HE MOXKETE J1a

ce xpanute i nuere. [logo0Hu ChCTOSHUS MOTarT Ja IOBeIaT 10 JeXuaparanus. Bp3MoxHO e
Bammst nexap na Bu xaxe na cripere npueMa Ha Jardiance, 1okaTo He ce Bh3CTaHOBUTE, 3a Ja
ce u30erne 3ary0a Ha MpeKaJIeHO MHOTO TEIHOCTH OT OpTaHHu3Ma.

o aKo MMaTe cepruo3Ha MH(EKIUs Ha OBOpEUTe WM MTUKOYHUTE ITHTHIIA, C TIOBHIIICHA
temneparypa. Be3moxHo e Bammusr nekap na Bu kaxe na cipete npuema Ha Jardiance, 1okaTo
ce Bh3CTAHOBUTE.

I'pmikm 3a kpakara
BaxxHo e, KaKTO BCHUKHU MAaLMEHTH ¢ AUa0eT /1a IpoBepsiBaTe XOIuiiaTa CH PEIOBHO U J1a Clia3BaTe
BCC€KHM CHBET OTHOCHO I'PMXXKUTE 3a Xoujiara, 1aJi€H OT Bamms MEOUIIMHCKU CIICHIUAJINCT.

I'moko3a B ypuHaTa
[lopanu MexaHu3Ma Ha A€HCTBUE HA TOBA JIEKAPCTBO, TECTOBETE 3a 3axap B ypuHara Bu me Obpaar
MIOJIO’KUTEINTHH, TOKAaTO IIpUeMaTe ToBa JIEKapCTBO.

Jlena u roHOIIM

Jardiance He ce mpenopbuBa 3a Jiena ¥ FHOIIH 1o 18 roanHu, MOHEXe He € IPOYYBaH MPHU TE3H
MaIueHTH.
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JApyru nexapcrBa u Jardiance

Wndopmupaiite Bammst nexap niau papManeBT, ako IpueMaTe, HaCKOpo cTe MPUEeMald W €

BB3MOXKHO J1a TIpueMaTe JpyTH JeKapcTBa.

Baxwno e na uapopmupare Bamms nekap:

o aKo MpreMare JIEKapCcTBO 3a OTBOTHIBaHE (IUypeTHK). Br3moxuo e Bammst nexap na Bu kaxe
Ja cupete npruema Ha Jardiance. Bp3MoxHUTE IpU3HAIM Ha IPeKOMepHa 3ary0a Ha TeUHOCTH
OT OpraHmu3Ma ca n30poeHu B Touka 4 ,,Bb3MOKHN HEXKETaHW PEaKIInn .

o aKo npuemare ApyTrH JIEKApCTBa, KOUTO IOHMKaBaT KpbBHATA 3aXap KaTo MHCYJIUH WU
CyA(QOHMITYpeiHO MPor3BOAHO. BB3M0okHO € Bamusar siexkap Aa ucka Ja MOHWKHM A03aTa Ha TE3U
JIeKapCTBa, C LeJl 1a ce n30erHe MpeKajleHo crajJaHe Ha HUBOTO Ha KpbBHATA 3axap
(XUTIOTIIMKEMUS).

BpemeHHOCT M KbpMeHe

AKko cTe OpeMeHHa WITH KbPMHTE, CMSTATE, Y€ MOXKeE J]a CTe OpeMEeHHa MM TUTaHUpaTe OpEMEHHOCT,
NoCchBeTBaTE ce ¢ Bamms nexap i papmaneBT nmpeau ynorpedaTta Ha ToBa jiekapcTBo. He
u3non3saiitre Jardiance ako cre 6pemenHa. He e uzBectno nanu Jardiance e BpeneH 3a mona. He
uznon3eaiite Jardiance ako kepmute. He e u3zBectno nanu Jardiance npemMuHaBa B KbpMara Ha
Maiikara.

Ilodupane u padoTa ¢ MAIIIUHU
Jardiance moBnMsIBa B MaJKa CTEIIEH CIIOCOOHOCTTA 3a modupaHe U padoTa ¢ MAITHUHH.

[IpuemMbT Ha TOBa JIEKAPCTBO B KOMOWHAIIMSI C JIEKapCTBa, HAPEUEHH CYJI(DOHMITYpEHHU MPOU3BOIHH,
WM C MHCYJIMH MOXe J1a JIOBEJIe 0 MHOTO HUCKY HUBA HAa KPbBHATA 3axap (XUOTJIMKEMHS ), KOETO
MOXE J1a IPpUYUHU CUMIITOMU KaTO TPEIICPEHE, N3IOTABAHE U IIPOMCHH B 3pEHUCTO U TOBA Aa IMOBJIMAC
Ha criocoOHocTTa Bu fa modupare u paborute ¢ Mamuau. He modupaiite u He nsnonspaiire
HUKaKBU WHCTPYMEHTH aKO YCETHTE 3aMasiHOCT, JIoKaTo mpuemare Jardiance.

Jardiance cbabpika JakTo3a.
Jardiance cbabpxka makTo3a (MiieyHa 3axap). Axo BamusT nexap Bu e ka3an, ue uMare HEIIOHOCUMOCT
KBbM HSKOW 3aXapH, IOCHBETBANTE C€ C HETO, MPE/IH J1a B3€METE TOBA JIEKAPCTBO.

3. Kaxk na npuemare Jardiance

Bunaru npuemaiite ToBa 1€KapcTBO TOYHO, KakTo Bu e ka3asn Bammsr nekap. Ako He CTe CUTYpHHU B
HeIo, monuTaiTe Bamms nexap mim dpapmarniesT.

ITo ko0 1a npuemare

o Hauanna no3a Jardiance e eqna Tabnerka ot 10 mg eqvH IbT THEBHO. Bammsr Jiekap 1ie penm
JlaJTv J1a TIOBUIIH J1o3aTa Bu 10 25 mg equH T THEBHO.

° BammsiT nexap Moske na orpanndu go3ata Bu mo 10 mg equH mbT JHEBHO, aKo UMaTe ObOpedeH
npobiem.

. Bammusr nekap me Bu npennuiie noaxoasmoTo 3a Bac konruecTBo Ha aKTUBHO BEIIECTBO B

J030Ba €IWMHHUIIA. He HpOMeHHfITe Jo3aTta Ch, OCBCH aKO Bammsr JICKap HE Bu e kazain.

IIpueM Ha TOBa JeKaAPCTBO

° I'paTaiiTe TabaeTKaTa 1s171a ¢ BOaa.
° Moskete a npremMaTe TabJieTKaTa ChC WM 0€3 XpaHa.
° Moskete na nmpuemaTe TabJIeTKaTa 1o BCSAKO BpeMe Ha JeHs. [locrapaiite ce, obade, Bceku JcH

Jla sl mpuemMare Io eIHO U chIlo BpeMe. Tosa e Bu moMorse na ce cemare aa s npuemare.
Bb3moxHO e Bammsar nekap na Bu npennumre Jardiance 3aeHo ¢ Ipyro JIeKapcTBO MPOTHB AUAOET.

3anoMHeTe, Ye TPsOBa Aa MpHeMaTe BCHUIKU JICKapCTBa CIIOpe yYKa3aHusATa Ha Bamms iekap, 3a na
MOCTUTHETE Hall-IOOpUTE Pe3yIITaTH 3a 3PaBETO CH.
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Huerara u Puzndeckute ynpaxHeHHs MOrar Ja IOMOTHAT Ha opranusma Bu nmo-no0pe na usnonssa
KpbBHaTa 3axap. BaxHo e, nokaro npuemare Jardiance, 1a cra3Bare AueTara U ABUTaTEIHUS PEXKUM,
npenopb4anu Bu ot Bamus nekap.

AKO cTe IpHeJIN OBe4Ye 0T HeoOxoanMaTa no3a Jardiance
AKO cTe Impueiu nmosede oT HeoOxoaumara g03a Jardiance, TpsiOBa He3a0aBHO J1a C€ KOHCYJITUPATE C
Jiekap Wi He3abaBHO Ja oTuzaeTe B OoHMIA. B3emeTe omakoBkaTa Ha JekapcTBOTO ¢ Bac.

AKo cTe mponycHaJ M 1a npuemete Jardiance
Kakso na npaBure, ako cTe nmpoIycHalu J1a IpPHEeMETe eHa TabJIeTKa, 3aBUCH OT TOBA, KOJIKO BpeMe
ocTaBa 0 ClIeABaIlUs IpUEM.

o AKo 1o iprueMa Ha cieBaiaTa 03a octaBar 12 wim nosede daca, npuemere Jardiance BejHara
IIOM ce ceTHTe 3a ToBa. Ciies1 ToBa mpueMeTe cieBamnara 103a 1o oonyaiHoTo 3a Bac Bpeme.

o AKo J10 mpueMa Ha cieBallaTa 103a OCTaBaT Mo-MaJIKo OT 12 vaca, mpecKkouyeTe NpoIycHaTaTa
no3a. Criex ToBa mpueMeTe cieBalaTa 103a o oondaiHoto 3a Bac Bpeme.

o He B3emaiite qBoiina no3a Jardiance, 3a ga KoMIieHcHpare MpoIycHarara J103a.

AKo cTe cnipesau npuema Ha Jardiance
He crnimpatite nmpuema Ha Jardiance npeau 1a ce KOHCYATHpaTe ¢ Jiekaps cu. Be3amoxHo ¢ Bamara
KpBBHA 3axap Jia ce MOBHIIIH, KOoraTo crpere jaa npuemare Jardiance.

AKO UMaTe HSIKaKBU JOIBIHUTEIHN BBIIPOCH, CBBP3aHH ¢ yroTpedara Ha TOBa JIEKapCTBO, ONHUTAlTe
Bamms nekap, ¢hapMarieBT WM MEJUIIMHCKA CECTpa.

4. BBb3MOKHU HeKeJTaHU pPeakuuu

Kakro Bcuuku JICKapCTBa, TOBA JICKAPCTBO MOKE [1a IPCAU3BUKA HCIKCIIAHU PCAKIINU, BBIIPCKH Y€ HE
BCCKM I'l [10JTy4aBa.

He3a0aBHo ce cBBpiKeTE € JIeKap HJIN ce 00bpHeTe KbM Hal-0/1M3KaTa 00JHIIA, AKO MOJIyYuTe
HSIKOSI OT CJIeTHUTE HexKeJTaH! peaKkum:

JnaldeTHa KeTOALMI03a, CPella ce PAAKO (Mo:ke Aa 3acerdHe A0 1 Ha 1 000 xymum)
Toga ca mpusHanmTe Ha AMabETHA KeToaIkua03a (BIKTE CHINO Touka 2 , IIpemynpexxaeHus u
MIpeaIma3Hu MEPKU*):
e TIOBUIIICHU HHUBA HA ,,KETOHHU TeJa“ B ypuHATa WK KpbBTa Bu
Obp3a 3aryda Ha Terso
raJicHe WU TIOBPBIaHe
0OJKK B cTOMaxa
MIPEeKOMEpHA KaxK](a
Y4ECTEHO U IBJIOOKO JHIIaHEe
00BpKaHOCT
HeoOWJaiiHa CHhHIIMBOCT WIIH yMOPa
I'bX ChC CJIaJIKa MEPU3Ma, CJIaTbK FIIM METaJIeH BKYC B yCTaTa WM HeoOnJaliHa MUpU3Ma Ha
ypHWHATa WU TI0TTa

ToBa Moe a ce CiTyuH, HE3aBUCHMO OT HUBOTO Ha KpbBHATa 3axap. BamusaT nekap Moxe fa pemn
BpPEMEHHO HJIM OKOHYATEIIHO Ja crpe eueHuero Bu ¢ Jardiance.

46



B13M0KHO HAK-CKOPO ce CBBP:KeTe € JeKAPs CH, AKO0 3a0eJIe;KUTe HAKOM OT CJIeTHUTE HeKeJAHN
peakuum:

Hwucko HEBO Ha KpbBHATA 3axap (XHIOIJIMKEMHS), CPela ce MHOI'0 4ecTo (MOKe Ja 3acerHe
noBede ot 1 Ha 10 xymm)

Axo npuemare Jardiance 3aeHO ¢ APYTO JEKAPCTBO, KOETO MOXKE J1a JOBEJIE /10 HUCKA KPbBHA 3axap,
KaTo CyI(OHUITYpEHHU TPOU3BOIHH WK MHCYJIUH, PUCKBT Ja NOIYYUTE HUCKA KPBBHA 3axap € 1o-
BHCOK. bene3nTte Ha HUCKA KpbBHA 3axXap MOTaT Jia BKJIHOYBAT:

o TpernepeHe, U3N0TsIBaHe, yCelllaHe 3a CUIHO 0€3I0K0ICTBO MM 0OBbPKAaHOCT, YUECTEH ITYJIC

o MHOTI'0 CUJIEH TJaJ, [JIaBo0osue

Bammsar JICKap uie Bu kaxxe kak Ja KOpurupar€ HUCKOTO HUBO Ha KPbBHATA 3axap X KaKBO J1a
NpaBUTE, aKO TOIYYUTE HAKOH OT U30POEHHUTE TIO-rOpe NpU3HAH. AKO UMaTe CHMITOMH Ha HUCKA
KpbBHA 3axap, U3sDKTE OyUKH 3axap, 3aKyCKa C BUCOKO ChABPKAHME Ha 3aXap WIK U3MHNATE MJI0A0B
cok. ITo Bb3MOXKHOCT U3MEPETE KPbBHATA CH 3aXap U CH [IOYMHETE.

HNHdexnusa Ha NMKOYHHUTE MBTHINA, CPeIa ce YecTo (Mo2xe Aa 3acerHe 10 1 Ha 10 xymm)
benesure na I/IH(i)eKI_II/ISI Ha MMKOYHUTEC ITbTHUIIIA CAa:

o yCelIaHe 3a napeHe pyu ypuHUpaHe
o NOMBTHSIBAaHE HA ypUHATa
o 0oJka B Ta3a WK 1O cpenaTa Ha repoa (korato uMa HHQeKuus 1 Ha ObOpenuTe)

IIo3uBuTE 32 ypUHUPAHE UM IIO-YECTOTO YPUHUPAHE MOT'AT Ja CE JIbJKAT HA HAYMHA Ha JCHCTBUE Ha
Jardiance, HO Te MoraT a ObaaT u Oesie3n Ha UHQEKIKS Ha TUKOYHHUTE ITBTHINA. AKO 3a0eJIeKuTe
3acUIIBaHE Ha T€3M CUMIITOMH, TPAOBa CHILO Taka Ja ce cBhpKeTe ¢ Bamms nekap.

Jexuaparanus, cpeia ce HeuecTo (Mo:ke 1a 3acerde a0 1 na 100 xymm)
Benesnte Ha nexuapaTanys He ca CrielUpUIHN, HO MOTaT Jia BKJIFOYBAT:

° HeoOnyaiiga xaxkaa
o CBETOBBPTEIK HIIM 3aMasTHOCT MIPU M3TPaBsSHE
o NpUNAIBK WK 3ary0a Ha Ch3HAHUE

Jpyru Hexke1aHU peaKkIHM M0 BpeMe Ha mpuema Ha Jardiance:

Yectn

. OakTepranHa HHPEKIUSI Ha TeHUTAINNATE (MIICYHHUIIA)

o OTJIEJITHE Ha MOBeY€e OT OOWYAHOTO KOJIMYECTBO YPHHA WIIH MTO-YE€CTH TIO3UBH 32 YPUHUPAHE
o CBHpOEX

o 0oOpHB HJTH 3a4€pBEHa KOXa — TOBAa MOXE J1a € MPUAPYKEHO ChC ChPOEXK U /1a BKITIOUBA

HagWuIrHaTy I'pallaByu y4aCTblH, ChJI3AIIa TEUYHOCT WX MEXYPH 10 KOXKaTa

o Kakaa

o KPBBHUTE TECTOBE € Bb3MOXKHO Jia TOKaXXaT IPOMEHH B HUBAaTa Ha MacTUTE (XOJIecTepol) B
KpbBTa Bu

Heuectu

o KOTIpUBHA TPEcKa

o HanpeKeHue iU 00JIKa IPH U3Ipa3BaHe HA MUKOYHUS MEXyp

o KPBBHUTE TECTOBE € Bb3MOXKHO Ja OKaXaT IIPOMEHH, CBbp3aHu ¢ ObOpeyHara GpyHKIus
(KpeaTHHUH WM ypest)

o KPBBHUTE TECTOBE € BE3MOXKHO JIa IOKaXaT MOBUIIIEHHE Ha KOJIMYECTBOTO HA YSPBEHHUTE

KPBBHH KJIETKH (XeMaTOKpUTa) B KpbBTa Bu
C Heu3sBecTHa yecToTa

® TCXKKHN aJICPruiIHr peaKiunu (MO)KC Jla BKJIFOYBAT IMMOAYBaHE Ha JIMIETO, YCTHUTE, yCTaTa, C3UKa
WJIU I'bPJIOTO, KOECTO MOXKE J1a JOBEAC A0 3aTPYAHCHO JUIIaAHC UJTU HperanaHe)
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Cpo01IaBaHe HA HeKeJIaHU PeaKIun

AKO TIONTyuuTe HAKAKBU HEXKEJIaH! peaKilny, yBeJoMeTe Bamms nekap, papMareBT Wil MeTUIIMHCKA
cectpa. ToBa BKITI0OUBa BCHUKH BH3MOKHH HEXKETAHH PEAKIINH, HEOTIMCAaH! B Ta3H JINCTOBKA. MoXkeTe
CBINO JIa ChOOIINTE HEXKETIAaHH PEaKINK JUPEKTHO Ype3 HaIlMOHAIHATA CHCTEMa 32 ChOOIaBaHe,
mocoyena B [Ipunoxkenue V. KaTo cho01aBaTe HeXENaH! peaKIii, MOXKETe Ja JaieTe CBOS IPUHOC
3a MoJydJaBaHe Ha TOBeYe WH(OpMAIUs OTHOCHO 0€301TaCHOCTTa Ha TOBA JICKApCTBO.

5. Kak na cbxpansiBate Jardiance
[a ce cbxpansiBa Ha MSICTO, HEJOCTHITHO 32 Aela.

He u3snon3Baiite TOBa JIEKapCTBO CJEJl CPOKaA HAa TOTHOCT, OTOENA3aH BhpXY OJUCTEpa 1 KapTOHEHATa
omakoBka cnen Haanuca ,,EXP/T'onen mo:“. CpoKbT Ha TOJTHOCT OTTOBAps HA MOCIEAHUS JICH OT
IOCOYEHHS Mecell.

Topa JICKApCTBO HC U3MCKBA CIICTIUAJIHU YCJIOBUS 3a ChbXPAaHCHUC.

He u3non3paiite ToBa JICKapCTBO, aKO 3a6ene>KHTe, YcC OIMaKOBKATa € NOBPEACHA WIN UMa CJICAU OT
OTBapsAHC.

He U3XBBPJIATE JICKAPCTBATA B KaHAJIU3allUATa UJIN B KOHTeﬁHepa 3a JOMAIllHHU OTIIaaAbIIn. Ilonuraiite
Bammsa (l)apMaL[eBT KaK J1a U3XBBPJIATC JICKAPCTBATA, KOUTO BEUC HC U3IIOJI3BATC. Tes3n MCPKH 11
CIIOMOTrHaT 3a OIma3BaHE Ha OKOJIHAaTa Ccpeaa.

6. Cuu)pma}me HAa OMAaKOBKAaTa U JO0IIbJHHUTEC/IHA I/IH(l)OpMaIH/IH

Kakgo cbabp:ka Jardiance
- AKTUBHOTO BEIIIECTBO € eMITarTU(IIO3HH.
- Bcsaka Tabnerka ceappka 10 mg nim 25 mg emnaraudgIio3uH.

- Hpyrure cbcraBku ca:

- sapo Ha TabJeTKara: JaKTo3a MOHOXHMIpAT (BMXKTE Kpas Ha TOYKa 2, HOATouKa ,Jardiance
CHIbpiKa JIAKTO3a ), MUKPOKPHCTAITHA LETy103a, XUAPOKCUIIPOIIILIENYI03a,
KpOCKapMeno3a HaTpui, KOJIOHJIeH Oe3BOJICH CHITMIIMEB TMOKCHJ, MAarHE3UEB cTeapar

- (UIMOBO MOKpHUTHE: XUIIPOMeIo3a, TuTaHoB auokcun (E171), Tank, makporoi (400),
XKBIT xKene3eH okcua (E172)

Kak n3ruexxnga Jardiance m KakBo ChbABbpPKa ONNAKOBKATA

Ounmupanute Tabnetku Jardiance 10 mg ca Kpbriu, OJ1€0KBITH, IBOWHOU3ITBKHAII U ChC CKOCEHH
pbOoBe. OT enHaTa crpana umart “S10”, a ot apyrara - joroto Ha Boehringer Ingelheim. TabneTkure
uMaT quametsp oT 9,1 mm.

dunmupanute Tabnerku Jardiance 25 mg ca oBaiHM, OJIEI0KBITH U ABOHHOU3MbKHAIH. OT eqHaTa
cTpaHa umar “S25”, a ot apyrarta - joroto Ha Boehringer Ingelheim. Tabnerkara e gbira 11,1 mm u
uMa mupHHa 5,6 mm.

Tabnetkute Jardiance ce npeyiarar B nepdopupanu eaHo1030Bu O0auctepu ot PVC/anyMunuii.
CouiectByBat omakoBku oT 7x 1, 10x 1,14 x 1,28 x 1,30x 1,60x 1,70x 1,90 x 1 u

100 x 1 punMupanu TabIETKH.

He Bcuukn BHUJOBC OITAKOBKHU MOrar aa 6’BZ[aT IIyCHATH B npo;[a>K6a BbB Bamara AbpiKaBa.
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IIpuTexaTen Ha pa3pelIeHHETO 32 YHOTpeda

Boehringer Ingelheim International GmbH
Binger Strasse 173

55216 Ingelheim am Rhein

T'epmanus

IIpousBoguten

Boehringer Ingelheim Pharma GmbH & Co. KG
Binger Strasse 173

55216 Ingelheim am Rhein

T'epmanus

Boehringer Ingelheim Ellas A.E.
Sth km Paiania — Markopoulo
Koropi Attiki, 19400

I'vpuus
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3a JOII'BJIHUTCIIHA I/IH(i)OpMaI_II/Iﬂ OTHOCHO TOBa JICKapCTBO, MOJIsA, CBbPKETC CC C JIOKAJTHUSA
MNpEeACTABUTECI HA MPUTCIKATECIIA Ha PA3PCHICHUCTO 3a yHOTpC6aI

Belgié/Belgique/Belgien
SCS Boehringer Ingelheim Comm.V
Tél/Tel: +322 773 33 11

Bbwarapus

Bropunrep Unrenxaiim PLB I'M6X 1 Ko KT -
KJI0H bparapus

Ten: +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: +45 39 15 88 88

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

Lilly Deutschland GmbH
Tel. +49 (0) 6172 273 2222

Eesti

Boehringer Ingelheim RCV GmbH & Co KG
Eesti filiaal

Tel: +372 612 8000

EAlLada
Boehringer Ingelheim Ellas A.E.
TnA: +302 10 89 06 300

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

Lilly S.A.
Tel: +34 91 663 50 00

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

Lilly France SAS
Tel: +33 15549 34 34

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

Boehringer Ingelheim RCV GmbH & Co KG
Lietuvos filialas

Tel.: +370 37 473 922

Luxembourg/Luxemburg
SCS Boehringer Ingelheim Comm.V
Tél/Tel: +322 773 33 11

Magyarorszag

Boehringer Ingelheim RCV GmbH & Co KG
Magyarorszagi Fioktelepe

Tel.: +36 1 299 89 00

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 Norway KS
TIf: +47 66 76 13 00

Osterreich
Boehringer Ingelheim RCV GmbH & Co KG
Tel: +43 1 80 105-0

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

Portugal
Boehringer Ingelheim, Unipessoal, Lda.
Tel: +351 21 313 53 00

Lilly Portugal Produtos Farmacéuticos, Lda
Tel: +351 21 412 66 00

Roménia

Boehringer Ingelheim RCV GmbH & Co KG
Viena - Sucursala Bucuresti

Tel: +40 21 302 28 00



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

Eli Lilly and Company (Ireland) Limited
Tel: +353 1 661 4377

Island
Vistor hf.
Simi: +354 535 7000

Italia
Boehringer Ingelheim Italia S.p.A.
Tel: +39 02 5355 1

Eli Lilly Italia S.p.A.
Tel: +39 055 42571

Kvmpog
Boehringer Ingelheim Ellas A.E.
TnA: +302 10 89 06 300

Latvija

Boehringer Ingelheim RCV GmbH & Co KG
Latvijas filiale

Tel: +371 67 240 011

Slovenija

Boehringer Ingelheim RCV GmbH & Co KG
Podruznica Ljubljana

Tel: +386 1 586 40 00

Slovenska republika

Boehringer Ingelheim RCV GmbH & Co KG
organizacna zlozka

Tel: +421 2 5810 1211

Suomi/Finland
Boehringer Ingelheim Finland Ky
Puh/Tel: +358 10 3102 800

Sverige
Boehringer Ingelheim AB
Tel: +46 8 721 21 00

United Kingdom
Boehringer Ingelheim Ltd.
Tel: +44 1344 424 600

Eli Lilly and Company Limited
Tel: +44 1256 315 000

Jarta Ha nocJjiegHo npepasriexkaane Ha gucropkara {MM /I'TTT}.

Ho;[p06Ha I/IH(i)OpMaL[I/IH 3a TOBa JICKAPCTBO € MPEAOCTABCHA HA ye6C8.I>iTa Ha EBpOHeﬁCKaTa arCHIus

1o JiekapceTBara http://www.ema.europa.eu.
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