MNPUJIOKEHMUE 1

KPATKA XAPAKTEPUCTUKA HA ITPOAYKTA



1. HNME HA JIEKAPCTBEHUS ITPOAYKT

Forxiga 5 mg ¢punmupanu TabneTku
Forxiga 10 mg ¢punmupanu tabnerku

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Forxiga 5 mg duwnmMupanu tabiIeTku

Bcesika TabneTka chabpxka ganaraugio3suH IpOMaHanoNl MOHOXHIPAT, EKBUBAICHTEH Ha 5 mg
nanarnudiosun (dapagliflozin).

Tlomowno sewecmso ¢ uzgecmuo deucmeue
Bcesika TabneTka oT 5 mg chabpika 25 mg 1akTo3a.

Forxiga 10 mg duwiamMupanu TablIeTKH

Bcesika Tabnerka cpabpika qanariuduio3uH Mponanauosl MOHOXHIPAT, eKBUBaNEeHTEeH Ha 10 mg
nanarnudiosun (dapagliflozin).

Tlomowno sewecmso ¢ uzgecmuo deucmeue

Bcesika Tabnetka ot 10 mg cpappixa 50 mg nakrosa.

3a IIBJIHKUS CIIMCHK Ha INOMOIIHHUTE BEIICCTBA BUXKTC TOYKA 6.1.

3. JIEKAPCTBEHA ®OPMA
dunmupana Tabnerka (Tabnerka).

Forxiga 5 mg duwiamMupanu tabiIeTKu

JKbnTH, ABOMHOM3IBKHAIH, KPBIJH, GUIMUpaHH TabneTku ¢ auameTsp 0,7 cm, ¢ rpaBUpaH HAAMINC
»>  OT €JHaTa cTpaHa H ,,1427” oT npyrara cTpaHa.

Forxiga 10 mg duwiamMupanu TablIeTKH

JKbnTH, TBOMHOM3ITBKHAIHA, OCMOBI'BITHU (PHIMUPAHU TaOJETKH ChC CKOCEHU pHOOBE, C TUArOHaIN
npubimsutenso 1,1 u 0,8 cm u ¢ rpaBupan Hajnwc ,,10” oT enHaTa cTpana, u ,,1428” ot apyraTa
CTpaHa.

4. KJIMHUYHU JAHHU

4.1 TepaneBTHYHHN NOKA3aHNUS

3axapen auaber tui 2

Forxiga € IMOKa3aH MpU Bb3PACTHU U ACHA HAa BB3PACT 10 u moBeue TOAWHHU 3a JICUCHUC Ha
HEAOCTATHYHO KOHTPOJIHPAH 3aXapCH ,I[I/Ia6eT THII 2 KaTo )_IO6aBKa KbM JHUETA U (1)I/I3I/I‘I6CK3 AKTHUBHOCT
— KaTO MOHOTCpanus, Korato y1'[0Tp86aTa Ha MCT(I)OpMI/IH CC CMATa 3a HCYMECTHA ITopaan
HCIIOHOCHUMOCT.



— Karto )_IO6aBKa KbM APYTU JICKAPCTBCHU NPOAYKTH 3a JICHCHUC HA ,I[I/Ia6CT ™I 2.
3a PEIYATATUTE OT MPOYIBAHUSA 10 OTHOLICHUC HA KOM6I/IHaI_II/I$I Ha TCpariuu, e(l)eKTI/I BBpPXY
TJIIMKEMUYHUS KOHTPOJI, ChbpACUYHOCHAOBUTC U 6’B6p€‘lHI/ITC C’L6I/ITI/I$I, KaKTO U MPOYYBAHUTC

nonyJjianuu, BIkTe Touku 4.4, 4.5 u 5.1.

C’BD,I[G‘IHa HEAOCTATBbYHOCT

Forxiga € IIOKa3aH IpU Bb3PACTHHU 3a JICUCHUC HAa CUMIITOMATUYHA XPOHUYHA ChbpACYHA
HCOJOCTAaTBbYHOCT.

XpoHnyHO OBLOpeYHO 3a00JIsIBaHE

Forxiga € IIOKa3aH IIpU Bb3PACTHHU 34 JICUCHUC HAa XPOHUYIHO 6L6pequ 3a00JIIBaHE.

4.2 Jlo3upoOBKA M HAYMH HA NMPHJIOKEHHE

EOL’J/IQOBK&

3axapen ouabem mun 2
[Ipenopruntennara go3upoBka ¢ 10 mg manarmugio3nH BeIHBXK JHEBHO.

Koraro nanarnudguio3us ce u3moi3Ba B KOMOMHAINS ¢ MHCYJIMH WA CTUMYJIATOp Ha HHCYJIMHOBATa
CeKpenus, KaTo CyahOHUITYPEHHO MPOU3BOTHO, MOXKE J1a c€ OOMHUCIIH U3IOI3BAHETO Ha MTO-HUCKA /1032
WHCYJIUH WM CTUMYJIATOP Ha MHCYJIMHOBATa CEKPEIHsl, 3a Jja ce HaMalld PUCKBT 32 pa3BUTHUE Ha
XUIOTTUKEeMUs (BK. TOUKH 4.5 u 4.8).

Coupoeuna HedocmamvpuyHocm
[Ipenoprunrennara no3a e 10 mg qanarnugao3uH BeTHBK JHEBHO.

XpoHuuno 6vbpeuno 3abonsasatne
[Ipenoprunrennara go3a e 10 mg manarnugao3uH BeTHBK JHEBHO.

Cneyuanuu nonyiayuu
bvopeuno yspescoane
He ce n3nckBa kopekius Ha j03aTa Bb3 OCHOBA Ha ObOpeuHara (hyHKITHS.

[Mopaau orpanmyeH OMUT, HE CE MPETIOPHYBA 3a0YBAHE HA JICYCHUE C ANarian(IO3uH MPHU MalueHTH
¢ GFR <25 ml/min.

[Ipu naumenTy cbe 3axapeH quadeT TUI 2 TIIIOKO30MOHKaBalaTa e(prKacHOCT Ha JanariugIio3uH €
HaMmajieHa, Korato ckopoctTa Ha riiomepynsa ¢untpauusa (GFR) e <45 ml/min u BeposiTHO numcBa
IIPY TIALMEHTH C TeKKa CTeleH Ha Ob0peuno yBpexxnane. [lopaau ToBa, ako croiiHocTute Ha GFR
nazaHat nox 45 ml/min, Tpsa6Ba fa ce MOMHCIH 32 AOIBIHUTEHO TIFOKO30MOHMKABAIIIO JICUCHHE TIPU
MAaIMEHTH ChC 3aXapeH AuabeT TUM 2, aKo € HeOOXOUM AOIBIHUTENCH MIMKEMIYCH KOHTPOI (BIXK.
Touku 4.4, 4.8, 5.1 1 5.2).

YeprodpobHo yepedicoane

He e HeoOxoauma KOpeKIus Ha J03aTa Mpy NMAIHeHTH C JIeKa HITH YMEpeHa CTeTleH Ha YepHOIPOOHO
yBpexaane. [Ipu manuenTy ¢ Texka cTereH Ha YepHOIPOOHO YBpPEXKIaHe ce TIPerophuBa HaYaIHa
703a oT 5 mg. AKO ce rmoHacs 100pe, no3aTa Moxe Aa ce nosumm 10 10 mg (Bx. Touku 4.4 u 5.2).



Cmapuecka 6v3pacm (=65 200umnu)
He ce npenopbuBa KopeKys Ha J03aTa Bb3 OCHOBA Ha BB3pACTTa.

THeouampuuna nonyrayus

He e HeoOxoauma KOpeKIus Ha J03aTa 3a JIeYeHHe Ha MuabeT THIl 2 mpH era Ha Bs3pact 10 u moBeue
roguau (Bxk. Touka 5.1 u 5.2). Hama Hanmuuan qanau npu aena noj 10-roguimrHa Bh3pacT.
BezonacHocTTa 11 edmkacHOCTTa HA Aamariu(IIo3WH 3a JeUeHUE Ha ChpJeuHa HEIOCTAThUHOCT WIIH 32
JIeYeHUE Ha XpOHUYHO OBOpeuHo 3a0omsBaHe mpu nena <18 ronnHu Bce ollle He ca YCTaHOBEHU.
JIuticBar Ja”HHH.

Hauun Ha OPUITOKCHHEC

Forxiga MOZKEC 1a CC MMprueMa IIpe3 yCTaTa BEAHBK JHCBHO IO BCAKO BpEMC HaA JACHS CBHC WA 0e3 XpaHa.
TabneTkute Tpﬂ6Ba Ja CC€ norjbmaT meJim.

4.3 IIporuBomokaszanus

CBpBXUYBCTBUTEITHOCT KbM aKTUBHOTO BEIIECTBO MIIH KBM HIKOE OT MOMOIIHUTE BEIICCTBA,
n30poeHu B Touka 6.1.

4.4 ChnenuanaHu npeaynpesxxaeHust U NpeANa3sHil MEPKH NIPH ynoTpeda

OO0mm

Jamarmudno3un He TpsAOBa J1a ce U3IOII3BA MPH IMAMEHTH ChC 3axapeH auadet tum 1 (Bk. ,,Jlnaberna
KeToaruao3a‘“ B Touka 4.4).

B’B6’De‘lHO YBPEKIAAHE

[Topaau orpaHmyeH OMUT, HE CE IPEIOPHYBA 3aII0YBAHE HA JICYCHUE C Janarinu(IIo3uH MPH MalueHTH
¢ GFR <25 ml/min.

I'moxo3onoHmkaBammaTa epUKaCHOCT Ha JanariaugIao3uH 3aBUCH 0T ObOpeuHaTa QyHKIMS, U €
HamasieHa npu nanueHTd ¢ GFR <45 ml/min, a npu nanyeHTH ¢ TeXKa cTerneH Ha 0bOpedHo
yYBpeXIaHe Hail-BeposSTHO JuIcBa (BX. Touku 4.2, 5.1 u 5.2).

B exno mpoyuBaHe npH MalMEeHTH ChC 3aXapeH AuadeT TUH 2 U yMepeHa cTerneH Ha ObO0pevHo
yBpexaane (GFR <60 ml/min) mo-BHCOK NpOLIEHT OT HaLMEHTHUTE, JIEKYBaHH C Janaringo3ut, ca
MOJTYYHJIN HEXKEJIaHU PeaKlMy, KaTo MMOBUIIEHUE Ha KpeaTHHUHA, ¢ocdopa, HapaTuporIHUs XOPMOH
(PTH) n xunoToHus, B CpaBHEHHUE C MALMEHTUTE, TOTy4aBaIu 1maneoo.

YepHoapoOHO YBpeXKIaHE

Wma orpanudeH ooyt OT KIMHUYHY MPOYUYBAHUS MPH MALMEHTH C YepHOAPOOHO YBpEKAaHE.
Excnosunusita Ha ganariaugIo3uH € MOBUIIEHA ITPY NalUEHTHU C TEXKKa CTENeH Ha YepHOAPOOHO
yBpexaane (Bx. Touku 4.2 u 5.2).

yHOTDe6a IIPpH NANMCHTH C PUCK OT 00eMHO HN34YCPIIBAHE Y/WIIH XUIIOTOHUS

Hopa;m MEXaHu3Ma CH Ha ,I[eflCTBPIC, ,[[aHaFJ'II/I(bHO3HH IoBuIlIaBa Auype3ara, KOETO MOXKE 1a TOBCAC
A0 YMCPCHO IMOHM>)KaBaHC HAa KPBbBHOTO HAJIATAHC, Ha6J'IIO,Z[aBaHO B KNIMHUYHU IPOYYBaHUS (B)K.
TOYKa 5. 1) To Mmoxe Ja 6’5,[[6 MMO-SICHO U3PAa3CHO MPU MAIUCHTU C MHOTO BUCOKH KOHICHTpAIUU Ha
TJIIOKO3a B KPBbBTA.



TpH6Ba Ja C€ BHUMaBa IIpu MalfUCHTHU, ITPU KOUTO MMOHMKABAHCTO HA aPTCPUATTHOTO HAJIATAHEC,
CBBP3aHO C ,Z[aHaFJ'II/I(l)J'IOSI/IH, MOZKEC a € PUCKOBO, KAaTO IMAUCHTU HA aHTUXUIICPTCH3UBHA TCPAIIUA C
AHAMHEC3a 3a XUIIOTOHUA WKW MAalTUCHTHU B CTApUCCKa Bb3pPacT.

B ciyuan Ha mHTEpKypeHTHH 3a00JsIBaHHS, KOUTO MOTaT J1a I0BeJaT 40 00EMHO U34eprBaHe (Harmp.
CTOMAIIHO-YPEBHO 3a00JIBaHe) ce MPENopbYBa BHUMATEIIHO MOHUTOPHPAHE Ha BTPECHAOBUS 00eM
(Hamp. QHU3MKaIHO U3CleIBaHe, U3MEPBaHe HA apTEPHATHOTO HAIATaHe, Ta00paTOPHHU H3CIeIBAHUS,
BKJIIOUHTEITHO ¥ HA XEMaTOKPUTA) U ENEeKTPOITHTE. BpeMeHHO peKkbCBaHE Ha JIEYEHUETO C
nanaraugIIo3uH ce MPEenopbyuBa MPH NalUEHTH, KOUTO Pa3BUSAT 00EMHO H3UepIIBaHE, JOKATO
W3YEepPIBAHETO Ce KOpurupa (Bx. Touka 4.8).

JlnabeTHa KeToalmao3a

Penxu ciydan Ha (quabGetHa keroauumosza) JAKA, BKIIOUNTETHO )KUBOTO3aCTPALIABALIN CITy4al U
CllyyaH ¢ JIETaJleH U3X0/, ca JOKJIaJBaHH IPU MaLlMeHTH, JeKyBaH! C HHXUOUTOPU Ha HATPUEBO-
III0KO3HUA Ko-TpaHcnoptep 2 (SGLT2), Bkimrountenno nanarnudnosut. B peauna coydan
CBCTOSIHUETO € OMJIO C aTHIIMYHA U35IBa, CAMO C YMEPEHO MOBHUIIEHH CTOWHOCTH Ha IJIIOK03aTa B
kpbBTa oA 14 mmol/l (250 mg/dl).

PucksbT oT ,Z[Ha6CTHa KETOoAanmmnao3a TprGBa Ja ¢ uMa npcaBua B cnyqaﬁ Ha I105Ba Ha HCCHeHI/I(l)I/I‘IHI/I
CUMIITOMU KAaTO IaZICHC, IOBPBIIIAHC, aHOPCKCHUA, KOPpECMHA 60)'[1(3,, MMPCKOMCPHA KaxXa, 3aTPYJAHCHO
JUIIIaHEC, O6’BpKaHOCT, HeoOHYaiiHa yMOpa 1 CbHJINUBOCT. HpI/I I1osBaTa Ha TE3W CUMIITOMU
alMCHTHUTC TpH6Ba Ja C€ u3cjacaBart 3a KEToanuJgo3a He3a6aBHO, HE3aBUCHUMO OT HUBOTO Ha KpbBHATa
TJIFOKO3a.

[Tpu nauuentu, npu kouro KA ce momosupa uin € IMarHOCTHLIMPAHa, JCYCHUETO C AanaranQao3uH
TpsiOBa J1a ce IpeyCTaHOBH He3a0aBHO.

Jleuennero TpsOBa Aa ce MPEKbCHE NPU MALUEHTH, KOUTO €A XOCITUTAIM3UPAHHU 32 TOJIEMU
XMPYPTrUYHH MPOLETyPH WIK TOPATH OCTPU CEPHO3HU 3a0omsaBanus. [Ipu Te3u manuenTu ce
npenopbyBa HAOIIOACHNE HA HUBATa Ha KeTOHU. JKenaTenHo e Ja ce n3MepBaT HUBaTa Ha KETOHUTE B
KPbBBTa, a HE B ypHHaTa. JledeHuero ¢ nanarnuio3uH MOXe J1a c€ Bb30OHOBH, KOraTO CTOMHOCTHUTE
Ha KETOHUTE Ca HOPMAJIHU U ChCTOSIHUETO HA MAalMeHTa ce CTA0MIIH3Hpa.

HpC,Z[I/I 3ar04YBaHC HaA JICUCHUC C ;[anarnn(bnomﬂ, TpH6Ba Ja C€ B3€Mar 1104 BHUMAaHUC TC3U (baKTOpI/I
OT aHAMHE34aTa Ha MallMCHTA, KOUTO MOraT Ja JOBCAAT A0 NPCAUCTIO3ULUA 3a KECTOALUA034.

[TanmenTuTe, MpU KOUTO MMa MO-BUCOK PUCK 3a pa3BUTHE Ha AuabeTHa keroanunos3a KA, Bkimtousar
MAIMEHTH C HUCHK (DYHKIIMOHAJEH pe3epB Ha OeTa-KIeTKUTe (Halp. HauueHTH ¢ JUa0eT THII 2 ¢ HUCBHK
C-nentun, TaTeHTEH aBTOMMYHEH AnadeT npu Be3pacTHH [Latent autoimmune diabetes in adults,
LADA] nnu nanenTy ¢ aHaMHe3a 3a TTAaHKPEATHT), MTAIUEHTH ChC 3a00IsIBaHUS, BOJIEIIH 10
OTpaHHYCH MIPHUEM Ha XpaHa WM TEXXKa AeXUApaTaluus, NaHeHTH ¢ HaMaleHa 1033 Ha WHCYJIMHA U
MAIMEHTH C MMOBUIICHA HYXKJa OT MHCYJIMH MOPaAX OCTPO MpoTHYala 00IecT, onepanus il
3noynoTpeda ¢ ankoxois. Maxuburopure SGLT2 TpsOBa na ce nmpuiiaraT ¢ MOBUILEHO BHUMAHUE U
T€31 MalUEeHTH.

He ce npenoppuBa mogHOBsIBaHE Ha nedeHueTo ¢ naxuouTop Ha SGLT2 npu naruenTy ¢ aHaMHe3a 3a
JKA 1o Bpeme Ha nedenue ¢ naxuOutop Ha SGLT2, ocBeH ako He ce nACHTHPHULIUPA U OTCTPAHH
JPYT HEJABYCMUCIICH OTKITIOYBAI (haKTop.

B npoyuBanusiTa cbe 3axapen auadet tun 1 ¢ nanarnudiosun KA ce cpobimasa ¢ yectora ,,uecTu®.
Hanarnudno3un He TpsOBa Ja ce M3MOJI3Ba 32 JICUEHHE Ha MAMEeHTH ChC 3aXapeH Auader tu 1.



Hexkporusupanr dpacuuur Ha nepuHeyma (raarpera Ha Fournier)

CpobmaBa ce 3a MOCTMApKETHHIOBY CIy4au Ha HEKpOTU3upall (aciuuT Ha IepruHeyMa (M3BECTCH
CBLIO KaTo raurpeHa Ha OypHue) npu NaueHTH OT )KEHCKU U MBXKKH 1101, npueMainn SGLT2
nHXubuTOpH (BXK. Touka 4.8). ToBa e psAAKo, HO CEPHO3HO M NOTEHLIUAIHO )KUBOTO3aCTPAIIABAIIO0
CbOHUTHE, KOETO U3UCKBA CIIELIHA XUPYPIrUYHa HHTEPBEHLUS U JICUCHUE C aHTUOUOTHUIIH.

[TanmenTure TpsiOBa 1a OBAAT MOCHBETBAHU J1a MOTHPCAT MEAULIMHCKA TOMOIL, aKO U3MIUTBAT
KOMOWHANHUs OT CHMOTOMH Ha 00JIKa, TYyBCTBUTEIHOCT, 3a4epBsBaHe WIN HOAyBaHe B 00JIaCTTa Ha
TEeHUTAINHTE WIN IEPUHEYMA, C TOBHUILIEHA TEMIIEpaTypa WIK Hepas3NoyioxkeHue. Jla ce nMa npeasun,
4Ye HEKPOTH3UPALIHAT (acUUT MOKE J1a e MPeIxokaa OT yporeHnTanHa nHeKIus Win adcuec Ha
nepuHeyma. AKO ChLIECTBYBa CbMHEHHME 3a ranrpeHa Ha Fournier, Forxiga TpsiOBa na ce mpekpatu u
Jia ce 3aroyHe He3a0aBHO JiedeHre (BKIIOUUTETHO aHTUONOTUIIN U XUPYPIHYHO eOpuIupaHe).

Nudeknnn Ha NMKOYHUTE THTUILA

EKCerL{I/IHTa Ha I'IFOK03a B YpUHATa MOXKE J1a € CBbp3aHa C MMOBUIIICH PUCK 3a HHq)eKHHH Ha
MMUKOYHUTC MIbTUIA,; €TO 3a110 IIPH JICUCHUC HA HI/IGJ'IOHC(l)pI/IT HJIn ypocercuc TpH6Ba Ja ce obomucIu
BPCMCHHOTO CIIMPAHC HA NIpHEMa Ha ;[anarnn(bnosnﬂ.

Crapuecka Bp3pact (>65 roauam)

HpI/I MalUCHTUTE B CTapUCCKa Bb3paCT MOXKE [1a ChIICCTBYBA MMO-TOJISIM PUCK 3a 00eMHO H34CpIiBaHe,
KaKTO U MO-TOJIsIMa BEPOATHOCT Ja Ca Ha JICUCHUC C ANYPCTHULIU.

[Ipu manueHTH B cCTapyecka Bb3pacT CHIIECTBYBA IMO-TOJIsIMa BEPOSITHOCT 3a HApYIICHHE Ha
O0bOpeuHara (hyHKIUS W/UIH [1a ca HA JICYCHUE C AaHTUXHUIIEPTCH3UBHU JICKAPCTBEHH MPOYKTH, KOUTO
MOTAaT J1a IPUIHHAT IPOMEHH B ObOpeuHaTa (pyHKIHS KaTO MHXUOUTOPH Ha
anrnotreH3nH-koHBepTupanms eH3uM (ACE-]) u anrnotensus [I-tum 1 penenropuu 6nokepu (APB).
3a manueHTH B CTapyecka Bb3pacT BayKaT CHIIUTE MPEMOPHKHU M0 OTHOIIIEHUE Ha ObOpeyHara
(YHKITHS, KaKTO ¥ 32 OCTaHAJIUTE MaIienT (BxK. Touku 4.2, 4.4, 4.8 u 5.1).

C’LD)_IGLIHB, HEAOCTATHYHOCT

Onutst ¢ nanarnudnosus npu nauuentu ¢ [V @K mo NYHA e orpannyes.

HNudunrpatnBHa KapIMOMHAOIATUS

HaI_II/IeHTI/I C HH(bHHTpaTHBHa KapaAuoMHuoImnaTus HE Ca IPOYyYUBaHU.

XpoHnyHO OBLOpeYHO 3a00JIsIBaAHE

Hsama omut ¢ ILaHaI‘J'II/I(l)J'IO3I/IH 34 JICHCHUC HA XPOHUYIHO 6’B6pe‘lH0 3a00IIIBaHe IpU NManueHTU 0e3
,Z[I/Ia6eT, KOMTO HAMAT aﬂ6YMI/IHypI/I$I HaI_II/IGHTI/ITC C aJ'I6YMI/IHypI/IH MOXKE Ja uMaT IMOBCYC I10JI3a OT
JICYCHUETO C ,E[aHaFJ'H/I(i)J'IOISI/IH.

AMIyTanuu Ha JOJTHU KpalHUIN

HabnronaBa ce yBennyaBaHe Ha CllyyauTe Ha aMITyTallUsl HA TOJICH KPaHUK (IPeIUMHO Ha MPBCT)
MIPY ABITOCPOYHH KIMHUYHY MPOYYBAHUS MPH 3axapeH auadet tum 2 ¢ naxudburopn Ha SGLT2. He e
M3BECTHO JIAJI TOBA MpEACTaBiIsIBa eeKT Ha Kilaca JeKapcTBa. BaskHo e manuenTure ¢ quader, na
ObAaT ChbBETBAHMU /1a MOJaraT pyTHHHHA NPOQUIAKTHYHH TPIKH 32 XOAHUJIaTa CH.



Ha6ODaTODHH H3CJICABAaHMUA HAa YpHUHA

Hopaz[n MCXaHHU3Ma Ha ,I[eﬁCTBPIe Ha Forxiga, YypuHaTa Ha MMPUEMAIIUTC I'0 MAIUCHTH IIC €
IIOJIOKHUTCIIHA 34 I'NIFOKO03a.

JlakTo3a

TabneTkute chaABPKAT MakTo3a. [lanueHTH ¢ peaKu HacIeACTBEHU 3a00ISIBAHUS KATO HETOHOCUMOCT
KBM TaJIaKT03a, MIBJICH JIAKTa3eH ACQHIIUT WK TIFOKO30-TalaKTO3HA ManabcopOIus, He TpsOBa 1a
MpUeMaT TO3U JIEKaPCTBEH MPOAYKT.

4.5 BzaumMmopeiicTBHe ¢ IPYIH JIEKAPCTBEHH MPOAYKTH M APYrH (popMH Ha B3auMojelicTBHe

(I)aDMaKOILI/IHaMI/ILIHI/I B3aHMOH6ﬁCTBHH

g uypemuyu

Hanarnudno3un MoXe Aa YBEeIHYH JUYPETHYHHS e(eKT Ha THA3UANTE U Ha OPUMKOBUTE JUYPETHILIH,
1 MOJKE /1a TIOBUILIM PUCKA OT ACXHUIpaTalus U XUIOTOHHA (BX. Touka 4.4).

Hucynun u cmumynamopu Ha uHCYIUHO8AMA cexpeyus

WNHCYnUHBT ¥ CTUMYNIATOPUTE HAa HHCYJIMHOBATA CEKPENs, KAKBUTO ca CYI(POHUITYPEHHNTE
MTPOW3BOHH, IPEIN3BUKBAT XUITOTIHKeMUs. ETo 3a1o, KoraTo ce M3noia3BaT B KOMOWHAIIHS C
nanariu(Io3uH MPH MaUeHTH ChC 3aXapeH AualeT TUT 2, MOXe J1a € HeoOX0[MMa Mo-HUCKA 1032
WHCYJIUH WM CTUMYJIATOP Ha MHCYJIMHOBATA CEKPEIHs, 3a J]a Ce HaMalld PUCKBT OT XUIIOTJINKEMUS
(Bx. Touku 4.2 u 4.8).

(I)aDMaKOKI/IHeTI/ILIHI/I B3aHMOHCﬁCTBHﬂ

Hanarnudno3un ce MeTadonu3npa IIaBHO Ype3 TIIKYPOHUpPaHE, MEIUUPAHO OT
UDP-rmokyponozmitpancdepaza 1A9 (UGT1AY9).

B in vitro npoyuBanus ganarnuiuo3ud HuTo nHXuOMpa uutoxpom P450 (CYP) 1A2, CYP2AS6,
CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2D6, CYP3A4, nuto nuagyuupa CYP1A2, CYP2B6
unu CYP3A4. Eto 3am1o, He ce oyakBa Janariuguio3svH Aa NOBIHIBa METa0OIUTHHS KIMPBHC Ha
€IHOBPEMEHHO NPUJIaraHy JICKApCTBEHU NPOIYKTH, KOUTO CE€ META00IN3UPAT OT TE€3U CH3UMHU.

Ed)eKTI/I Ha Jpyry JCKapCTBCHU ITPOAYKTH BHPXY ILaHaI‘J'II/Id)HO3HH

HpOBeI[eHI/ITC Ipu 3IpaBu ,[[O6pOBOJ'IL[I/I MMpOoy4YBaHU: 3a B3aPIMO,Z[eﬁCTBPI5[ — INIaBHO IIpH ,Z[H3aﬁH C
npujiaraHe Ha €AMHUYHA 103a, IMpearnojaarar, 4 q)apMaKOKI/IHGTI/IKaTa Ha ,Z[aHaFJ'II/I(l)J'IOBI/IH HEC CC
IIOBJIMABA OT MeTq)OpMPIH, MMUOTJINTAa30H, CUTATJIUIITUH, TTIMMCIIUPU, BOI‘J'II/I6033,, XUAPOXJIOPpOTHUA3NI,
6YMeTaHH)_I, BaJICAPTaH WJIU CUMBACTATHUH.

Cren eqHOBpEMEHHO MPHUJIOKECHUE HA AanarmiiIo3ud ¢ pudaMIuiuH (MHIYKTOP Ha pa3InyHH
aKTHBHU TPAHCIIOPTEPH U JICKAPCTBOMETA0OIM3UPALLY SH3UMH ), c€ HaOJII0JaBa MOHKeHHE ¢ 22% Ha
cucremnara ekcrio3uuus (AUC) Ha nanmarnuduio3us, HO 0e3 KITMHUYHO 3HAYUM e(heKT BBpXY
24-yacoBaTa €KCKpeLHs Ha IIII0Ko3a ¢ ypuHarta. He ce mpenoppsuBa kopekius Ha qo3ara. He ce ouaksa
U IPUJIOKEHUETO C APYTH UHAYKTOpH (Hamp. kapOamasenuH, peHnTouH, heHodapouTan) na numa
KIIMHAYHO 3HAYNUM €(eKT.

Crnen eTHOBPEMEHHO MPHUIIOKEHUE HA Aanariudio3nH ¢ MeeHaMHHOBA KUCENMHA (MHXHOUTOP Ha
UGT1AY9) ce nabmiogaBa noBuiiaBane ¢ 55% Ha CHCTEMHaTa €KCIIO3UIUs Ha Janarindio3ns, 6e3
o0adve ToBa Jja IMa KIIMHIUYHO 3HAYUM €(PEeKT BbpXy 24-4acoBaTa eKCKpEelrs Ha TIIF0K03a C ypyuHaTa.
He ce npenopbuBa Kopekuus Ha J03aTa.



Ed)GKTI/I Ha ,Z[aHaFJ'II/Id)HO3I/IH BHPXY APYTH JCKAPCTBCHU IPOAYKTH

I[anarnn(l)nomﬁ MOXKE Ja ITOBHUIITN 636peqHaTa CKCKpCIHA Ha JINTUH 1 HUBaTa Ha JUTHH B KpbBTa
MOXKE Ja CC€ IIOHMXXAT. CCPYMHaTa KOHIOCHTpAl A Ha JIATU] Tpﬂ6Ba Ja Cc€ MpOoCJICAdaBa MO-4CCTO CIICA
3all04YBaHC Ha ;[anarnmbnosnﬂ U MpOMAHA Ha J03aTa. MOJ'IH, HACOUCTC MallUCHTA KbM JICKaps,
MMpCAnrCBaIIl J'II/ITPIﬁ, 3a Jia €€ CJICAU CCPyYMHATa KOHLCHTpAald Ha JINTHH.

B npoBenenute npu 3apaBu 100pOBOJIIM NPOYYBaHUS 38 B3aUMOJCHCTBUS — IIIaBHO MIPU NpHJIaraHe
Ha eJMHUYHA /1032, JanariugIo3uH He NOBIHsBa (PapMaKOKHHETHKATa Ha MET(hOPMUH, THOTIUTA30H,
CUTArJIUITUH, TTUMETIUPU, XUAPOXJIOPOTHA3H I, OyMeTaHu, BajicapTaH, AUTOKCUH (CyOcTpar Ha
P-gp), Bapdapun (S-Bapdapun, cyoctpar Ha CYP2C9) nnu Ha aHTHKOAryJaaHTHUTE epeKTH Ha
BapdapuH, m3mepenu upe3 INR. KomOunauus ot eqnokparHa no3a ganariaugiaosun 20 mg u
cumBactatuH (cyocrpar Ha CYP3A4) Bogu 1o nosumasane ¢ 19% Ha AUC Ha cUMBacTaTHH H
noBumasane ¢ 31% na AUC Ha cuMBacTaTuHOBaTa KucenuHa. [IoBUILIEHUTE €KCIIO3ULINY Ha
CHUMBAaCTAaTHUH ¥ CHMBAaCTaTHHOBA KHCEJIMHA HE CE CUUTAT 3a KIMHUYHO 3HAYMMH.

Bzanmoseiicteue ¢ 1.5-apxuaporayuuror (1,5-AG) Tect

He ce npenopbuBa nmpocneasBane Ha TIMKEMUYHUSA KOHTpOI upe3 1,5-AG TecT, Thi KaTo
u3MepBaHeTo Ha 1,5-AG e HeHa e AHO IIPU OLEHKATa HA TIMKEMUYHUS KOHTPOJI IIPU MallUeHTH,
mpuemany SGLT2 naxuburopu. [IpenopbhunTenHO € N3MOI3BAHETO HA ANTEPHATUBHU METON 32
MpocieAsBaHe Ha TTTMKEMUYHUS KOHTPOIL.

HC,I[I/IaTDI/I‘lHa nonyjaanus

Hpoy‘lBaHI/IH 3a BBaHMOﬂeﬁCTBHHTa Ca MPOBCKAAaHU CaMO IPU Bb3PACTHHU.

4.6 dDepruiaurter, )pEeMEHHOCT H KbPMEHe

Bpemennoct

JluncBaT naHHW OT ynoTpebarta Ha nanarmiiIo3uH npu OpeMeHHH xkeHu. [IpoyuBanusra npu
IUTBXOBE MOKa3BaT TOKCUYHU e(EeKTH BbPXY pa3BUBALIMs ce ObOpEK Mpe3 nepruoja, CbOTBETCTBAL Ha
BTOPHSI U TPETUSI TPUMECTBP OT OpEMEHHOCTTa Ipu Xopa (Bk. Touka 5.3). Eto 3amo, ynorpedaTa Ha
JanaraugIo3uH He ce MPernopbyBa Mpe3 BTOPHUS U TPETHS TPUMECTbp Ha OPEMEHHOCTTA.

HpI/I YCTaHOBSIBAHC HaA 6peMeHHOCT JICYCHUETO C nanarnn(l)nomﬁ CJIeABa 1a CC MPCKpaTH.

Kspmene

He e u3BectHO nanu nanarnuduio3suH W/ MeTabOJUTHUTE My C€ eKCKpETHpaT B KbpMara IpH Xopa.
Hannunute dpapMakoIMHAMUYHN/TOKCUKOJIOTHYHN JaHHH MIPY )KUBOTHH MTOKAa3BaT EKCKPELUs Ha
Janaraugao3uH/MeTa00IUTUTE B MIISIKOTO, KaKTO U (papMaKOIOTHYHO-METUNPaHH €PeKTH BBPXY
cykaiuerara (BxX. Touka 5.3). He Moxe 1a ce M3KIIIOUM PUCK 32 HOBOPOACHUTE/KbpMadeTaTa.
Hanarnudno3un He TpsAOBa Aa ce mpujiara B Iepruoja Ha KbpMEHeE.

depTunuter

EdexrsT Ha manarnudiao3ud BepXy GepTuiMTeTa Npu Xopa He € npoyuBaH. [Ipyn MBXKKH U )KEHCKH
IUTBXOBE Janariugo3uH He oKa3Ba eeKTH BbpXY (epTHINTETa IPU HUTO €IHA OT TECTBAHUTE
JO3H.



4.7 EdexTu BbpXy crioco0HOCTTA 32 IoupaHe n padoTa ¢ MAIIUHA

Forxiga He moBnusBa MU MOBIUsIBA IPEHEOPEKNUMO cIIocOOHOCTTa 32 modupane u padoTa ¢ MALIUHU.
[TanmenTure TpsiOBa na ObAAT NMpenyNIpPeKAaBAHH 32 PUCKA 32 PA3BUTHE HA XUIIOTJIMKEMHUSI IPU
€IHOBPEMEHHO NPUIIOKEHHE Ha Janariugio3uH cbC CyI()OHUTYpeHI MPOU3BOIHH WIIM HHCYJIHH.

4.8 HexeslaHU JIEKAPCTBEHH PeaKIuH

PesromMe Ha npoduia Ha 6e30I1aCHOCT

3axapen ouabem mun 2
B xnuHUYHY npoy4YBaHUs MpH 3axapeH auadet tun 2, nosede ot 15 000 manueHTH ca JeKyBaHH ¢
nanariau}IIo3uH.

[IppBOHAYaHATA OIIEHKA Ha OE30IaCHOCTTa U IIOHOCUMOCTTA € TIPOBECHA B IPEIBAPUTEITHO
yTOuHeHHs cOopeH aHanu3 Ha 13 kpaTkocpounu (10 24 ceaMuIy) miane00-KOHTPOIUPaHH KIMHUYHA
npoyuBanus ¢ 2 360 nanuenTu jekyBanu ¢ 10 mg nanarnudosus, u 2 295 nauueHTu ¢ mianeoo.

B npoyuBaneTo ¢ qanarnugio3uH 3a ChpASYHOCHI0B U3XO] IIPH 3aXapeH AnadeT Tun 2 (Mpoy4BaHe
DECLARE, Bx. Touka 5.1), 8 574 naunentu nomydasat 10 mg nanarnudio3us u 8 569 momydasar
iane6o, ¢ MeMaHa Ha BpeMeTo Ha excrio3unms 48 mecena. OOII0 eKCIIO3ULMATA Ha Janaringio3uH
e 30 623 nmanueHTOroquHH.

Haii-gecto CT)O6H_[aBaHI/IT€ HCXKCJIaHU JICKAPCTBCHU PCAKIINU BbB BCUYKHU KIIMHUYHU ITPOYUBAHUA Ca
TCHUTAJIHUTC I/IH(I)eKI_II/II/I.

Coupoeuna HedocmamvpuyHocm

B knmMHUYHOTO MpoyyBaHe ¢ JanariuguIo3uH 3a ChPAECYHOCHA0B H3X0/ NIPH MAIIMEHTH ChC ChPAEYHA
HEIOCTAaThYHOCT C HamalieHa (pakuns Ha u3Tinacksane (mpoyuane DAPA-HF), 2 368 nauuentu ca
nexyBaHH ¢ ganariudnaozun 10 mg u 2 368 nauueHTH ca npuemMaiy mianedo 3a nepuoj Ha
excrio3unys ¢ Mmeauana 18 mecena. [lomynanusara naeHTH € BKIIOYBAJIa TAKMBA ChC 3axXapeH JuadeT
Tun 2 u TakuBa 6e3 quabet, kakto u nanuenty ¢ eGFR > 30 ml/min/1,73 m”. B npoyuBaneTo Ha
JanaraugIao3uH 3a ChPASYHOCHI0BH PE3YNTAT! NPH MALUEHTH ChC ChPACYHA HEJOCTATHYHOCT C
neBokaMepHa (paxuus Ha nzriacksane > 40% (DELIVER), 3 126 nanuenTu ca JeKyBaHH ¢
nanarnudno3ud 10 mg u 3 127 nanuenTy ¢ miamnebo, ¢ MeMaHa Ha BPEeMETO Ha €KCIO3UIIHS

27 mecena. [lomynanusra naieHTH BKIIOYBA NAlMEHTH ChC 3axapeH nuabet tun 2 u 0e3 nuader,
kakTo ¥ nanueHt ¢ eGFR > 25 ml/min/1,73 m?.

Karo 510 HpO(I)I/IJ'I’BT Ha 0e30MacHOCT Ha nanarnmbnomﬁ IIpU MaUCHTUTC CbC ChpACUHA
HCOOCTAaThbYHOCT CbOTBETCTBA HA ITIO3HATHSA HpO(bI/IJ'I Ha 0€30MacHOCT Ha ,Z[aHaFJ'II/I(bJ'IOBI/IH.

XpoHuuHo 6vbpeuno 3aboasasarne

B npoyuBaneTo ¢ nanarnugIo3uH 3a OLeHKa Ha pe3yATaTUTE 10 OTHOIIEHHE Ha ObOpenuTe Ipu
MAIUeHTH ¢ XpOHUYIHO OBOpedHo 3abomsaBane (DAPA-CKD) 2 149 manueHTH ca JIeKyBaHU C
nanarnuguosud 10 mg, a 2 149 nauuenTtu ca Ha ianedo ¢ MeIuaHa Ha BpEeMETO Ha eKCHO3UIus 27
Mecena. [lomynanusara OT nanyeHTH BKIOYBA NAlMEHTH ChC 3axapeH nuadet tun 2 u 6e3 auader, ¢
eGFR > 25 10 < 75 ml/min/1,73 m? u ¢ anGymunypus (ChOTHOIIEHHE HA ATOYMUH U KPEaTUHUH B
ypunara [UACR] > 200 u < 5000 mg/g). Jleauenuero npoasmxasa, ako eGFR cnaane 1o Husa

nox 25 ml/min/1,73 m.

OO6musaT npodun Ha 6e30MacHOCT Ha Aanarau(Io3uH NpH MAUEHTHTE C XPOHUYHO OBOpEUHO
3a00JIsIBaHE CHOTBETCTBA HA NMO3HATHS MPOQHI Ha 6€30IaCHOCT Ha Aanariu(Io3uH.



TabauyecH CIIUCHK HA HEXKETAHUTE JICKApCTBCHHU PCAKIIMH

B munanie00-KOHTpOIMpaHUTE KIMHUYHY IPOYYBaHUS U TOCTMAPKETUHIOBOTO HAOMIOACHHUE ca
uAeHTHPULIUPAaHN U30POCHUTE NO-0Ty peakuuu. Huto exna He e no3o3zaBucuma. M36poeHute
0-/10JTy HEXXEJIaHU peaklny ca Kiacu(pUIMpaHu 1o yecToTa u cucremo-opraneH kiac (COK).
Kareropuure no yecrora ca aeuHrupanu KakTo cieasa: MHoro yectu (=1/10), yectu (=1/100 no

<1/10), meuectu (=1/1 000 mo <1/100), peaxu (=1/10 000 go <1/1 000), maoTO peaxu (< 1/10 000), u c

HCHU3BECTHA 4C€CTOTAa (OT HAJIMYHUTC JaHHHU HC MOXKE Oa 6’[:,[[6 HallpaBCcHa OI_[eHKa).

Tab6auua 1. He:xenranu peakuuu B miane60-KOHTPOJUPAHE KIHHAYHA NPOYYBAHUA" U OT
TMOCTMAPKETHHI OB ONHUT

Cucremo-opranes | MHoro yectu YecTu*® HeuecTtn** Penku MHoro peaku
KJ1ac
Ungpexyuu u BynBoBarunut | MukotnyHa HekpoTuszupai
ungecmayuu , 6ananuT u undexuus” (acuuur Ha
CBBP3aHU C MIepUHEyMa
TSX TEHUTATHU (ranrpeHa Ha
undexuun % ® Fournier) %"
WNudexmnn Ha
MTUKOYHUTE
mbTUIA O
Hapywenusa na XHUMOTINKeMUs ObemHO JnabetHa
Memaboauzma u (pu usuepnpane® | keroanun
Xpanenemo €THOBPEMEHHA A 03a
ynortpeba cbe CY Kaxma™ (xoraro
JIEKapCTBEH ce
MIPOYKT WA N3M0JI3Ba
UHCYIUH)° npu
3axapeH
nuader
THm 2)%4%
Hapywenusa na 3amastHOCT
HepeHama cucmema
Cmomauwino-upesHu Koncrumanu
HapyuieHus a”
Cyxora B
ycrara™
Hapywenusa na OGpus' AHrunoenem
KodHcama u
NOOKOJICHAMA
MbKaH
Hapywenus na bonka B
MYCKYIHO-CKeNemHna rpba’
ma cucmema u
CbeQuHUmMenHama
MbKaH
Hapywenus na Huzypus Huxrypus ™ TyOynounrepctu-
ovopeyume u Ionuypus nuaneH Heput
nUKOYHUmMe
nemuwa
Hapywenus na BynBoBarux
8bL3NPOU3BOOUMENH aneH
ama cucmema u chpbex”™
evpoama I'eruTanen
chpbex”
H3zcneosanus IToBumasane IToBumasane
Ha Ha
XEMaTOKpUTa™ | KpeaTHHUHA
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Hamanen B KpBBTA 110
O0BOpeueH BpeMe Ha
KIIMPBHC Ha Ha4YaTHOTO
KpeaTHHUHA neuenue’ " °
10 BpEMeE Ha [ToBuimaBane
Ha4YaTHOTO Ha ypesra B
nedyenue’ KkpbBTa"”
Jucmurunemu | HamansiBane
S Ha TErJIOTO

B tabmumara ca moKa3aHd JaHHU 110 24 cenMuIy (KpaTKOCPOUYHH), HE3aBUCHUMO OT MPIIIOKESHUETO Ha
’KHBOTOCIIACSBAILH JICKAPCTBA 32 IIMKEMHYEH KOHTPOJL.

®3a mombaHUTEHA MHPOPMALHS BHKTE CHOTBETHATA MTOATOYKA TIO-I0Ty.

® ,ByJIBOBaruHMT, OalaHUT M CBBP3aHU C TAX I'eHUTAIHH HHQEKIUH BKIFOYBAT HAIIPUMEP IPEIBAPUTEITHO
neUHUPAHAUTE IPSATTOYUTAHN TEPMIHH: BYJIBOBarHATHA THOMYHA WHPEKINS, BarHHAHA HH(EKIns, OamaHuT,
TeHHUTAJHA I'PONYHA MH(PEKIW, BYIBOBarHHAIIHA KAHANI034a, ByJJBOBATHHHUT, KAHIUJO03¢H OAJIaHUT, TCHUTAITHA
KaHI103a, TCHUTAIHA UHPEKLH, TeHUTaAIHa HHPEKIUs NPH MbXe, HHOEKIUS Ha TICHHCa, BYJIBUT,
OaKTepuacH BarMHUT, a0CIleC Ha ByJIBaTa.

"MHpeKuus Ha TMKOYHUTE ITBTHUIA BKIIIOYBA CIICIHUTE IPESAIIOYUTAHN TEPMUHHU, U30POCHH 110 pea Ha
YecToTara Ha choOIIaBaHe: HHPEKIH Ha MMKOYHUTE IBTHIIA, IUCTHUT, MHPESKLIHS Ha TMKOYHUTE IIBTHIIA,
npuunHeHa oT Escherichia, mH(eknsa Ha MTUKOY0-TIOJIOBUTE ITBTHIIA, THEITIOHES()PUT, TPUTOHUT, YPETPUT,
nHEKIUA Ha OBOPEITE U MIPOCTATHT.

2,06eMHO H3uepIiBaHe” BKIJIIOYBA HAPUMED MIPEABAPUTENHO Je(GUHUPAHNTE IPEANOYUTAHN TEPMUHH!
JEeXHUAPATALUs, XUITOBOJIEMHUS, XUIIOTOHHS.

“Tlomypus” BKIFOYBA NPEANOYUTAHUTE TEPMUHU: MIONAKUYPUSL, TOJTHYPHs, HOBHIICHA IPOAYKLHS Ha YPUHA.
*CpenHaTta IpoMsSHA HAa XeMaTOKpPHUTa B CpaBHEHHE C n3XoaHaTa crodHocT € 2,30% 3a 10 mg nanarnudiaosun
cupsimo -0,33% 3a mane6o. CtoitHOCTH Ha XemaTokpuTa >55% ce crobmasar npu 1,3% oT yuactHuImTE,
nexyBanu ¢ 10 mg manarnmdiosun, B cpaaenne ¢ 0,4% mnpu yyacTHHIIUTE Ha 11ane0o.

*CpenHaTa IpoMsHa B TIPOLICHTH B CPaBHEHHUE C U3XOAHATA CTOWHOCT 32 10 mg manarianiio3uH cripsMo
m1anebo ca ChOTBETHO: 0011 xonectepo 2,5% crpsmo 0,0%; HDL-xomectepon 6,0% crupsimo 2,7%;
LDL-xonectepon 2,9% crpsamo -1,0%; tpurmmanepumn —2,7% cupsmo -0,7%.

"Bxte Touka 4.4.

"Hexenana peakuus, pErUCTPUpPaHa B OCTMAPKETHHIOBOTO HabmtoaeHue. OGPUB BKIIKOUBA CIIEIHUTE
NPEeNIIOYUTAHN TEPMUHH, H30POCHH CIIOpE]] YeCTOTaTa B KIIMHUYHUTE POYYBaHUS: OOPUB, TeHEPAIU3UPaH
00pHB, IPYPUTO3EH OOPUB, MAKYJI03€H OOPUB, MaKyJIO-TAITYJI03¢H OOPUB, ITyCTYIIO3¢H 00PHUB, BE3UKYIapeH
0OpHB U epUTEMaTO3¢H 00pUB. B akTHBHUTE U MIAe00-KOHTPOIMPAHH KIMHUYHHU TPOYYBaHHS
(mamarmudmozna N=5 936, meiana m3Bagka N=3 403), gecrorata Ha 00puB € mogo0Ha 3a namarnudiosun (1,4%)
 3a msuiata u3Bazgka (1,4%), CboTBETHO.

“ CpoOIIEHO B ITPOYYBAHETO 33 ChPJCYHOCHAOB U3X0A IPH MAMeHTH cbe 3axapeH nuader Tun 2 (DECLARE).
Yecrorara € Ha TOQMIIHA Oa3a.

*Cpobuienu mpu >2% 0T ydacTHUIUTE U ¢ >1% ToBeue 1 Hal-MaJIKo 3-Ma yJaCTHHIM [OBEYE IPH NAlMEeHTHTE,
nexyBanu ¢ 10 mg manmarnudo3uH, B CpaBHEHHE C ID1aneoo.

**CpOOILECHN OT N3CIIEA0BATEIIS KATO BH3MOXKHO CBBP3aHH, BEPOATHO CBBP3aHH I CBBP3aHHU C JICUCHUETO U
cpobmenu npu >0,2% u ¢ >0,1% noseye u moHe 3-Ma yJacTHHIM ITOBEYE OT MAIEHTHTE, JIeKyBaHu ¢ 10 mg
JanariugIo3uH, B CPaBHEHHE C TOJy4aBalIUTe MUane0o ManyueHTH.

Onucanue Ha I/136DaHI/I HCXCJIaHU PCAKITNN

Bynsosazunum, bananum u cpoOHU 2eHUMAIHU uHdexuuu

B cOopnus ananu3 Ha 13 npoyuBaHus 32 6€30MMaCHOCT, BYJIBOBATMHUT, OATAHUT W CPOJHY T€HUTATHH
uHbpexmu ce cpoduasat npu 5,5% u 0,6% 0T yyacTHHULIXTE, OTy4aBaIld ChOTBETHO

10 mg manarnuduiosus u miamne6o. [loBeueTo MHPEKITUN ca JIEKH 0 yMEPEHO TEXKKH U yYACTHHUIIUTE
ce TOBJIMABAT OT HA4YaJIeH KypcC Ha CTAaHAAPTHO JICYECHUE, KaTO PSAIKO Ce CTUTa A0 IIPEYCTaHOBSBAHE HA
JIeYeHUeTO ¢ nanariauduo3vH. Te3n nHPEKINH ca Mmo-4ecTy npu xeHu (crorBeTHO 8,4% u 1,2% 3a
nanarmu@IIo3uH u Tu1anedo0), a Ipyu yYaCTHHUIIUTE C aHAMHe3a 3a MPEAXOIHU TaKHBa CHIIECTBYBA
MO-TOJIsIMa BEPOSTHOCT 32 Pa3BUTHE HA PEIUANB HA HHPEKIUATA.

B npoyusanero DECLARE, OposiT Ha maneHTUTe ChC CEPHO3HU HEXKETaHU ChOUTHUS Ha TEHUTAIHU
WHGEKIUN € MATBK U OallaHCHpaH: 2 MallMeHTH BbB BCSAKA OT IPYNUTE Ha Janarin(Io3uH U mianeoo.
11



B npoyuBanero DAPA-HF ot manmentute B rpynara Ha jiedeHue ¢ ganariu@iao3nH HAMA ChOOIIEHH
KaTo CEpHO3HU HEXeJaHW ChbOUTHUS T€HUTAIHN HH(EKINH, a B TpyIaTa Ha 1mianedo € cboOIIeH eIuH
ciyyait. Umano e 7 (0,3%) nmauuenTty oT rpynaTta Ha Janariuguio3uH ¢ HeXXeJIaHu ChOUTHS, JOBEIH 10
IpeycTaHOBsBaHE MOpaIy FTeHUTATHN HHPEKIUK U HUTO eIUH OT Ipynara Ha ruianeto. B
npoyusaneto DELIVER enun ( < 0,1%) nauueHT BbB BCsiKa IpyIia Ha JICUEHHE ChOOIIaBa 3a
CEpHO3HO HEXKENaHO ChOUTHE, CBBp3aHo ¢ renuTanna uHpeknus. Mma 3 (0,1%) manuenTu ¢ HexxenaHu
CHOUTHS, TOBEJH A0 MPEKpaTsIBaHE Ha JICUCHUETO MOPAAN TeHUTAIHa HH(EKLHs, B TpyIaTa Ha
Janaraugao3uH U HUTO eIUH B Tpynara Ha mianeoo.

B npoyusanero DAPA-CKD uma 3 ciny4qas (0,1%) Ha manMeHTH chC CEpUO3HU HEXENaHU ChbOUTHUS Ha
TeHUTAJTHA MH(EKINH B rpynaTa ¢ Aanariu@iIo3uH U HUTO €MH cly4yai B Tpynara Ha miane6o. Mma
3 (0,1%) manyieHTH ¢ HeXKeNaHu ChbOUTHS, BOACIIN A0 MPEYCTaHOBSBAHE HA JICYEHUETO MOpaIu
TCHUTAJIHU UH(EKLINH, B TpyIaTa ¢ Janaringuio3uH U HUTO €AUH B rpynaTa Ha miane6o. Cepro3Hu
HEXXENaHU ChOUTHS C TEHUTAIHU HHPEKINN WK HEeXXEJIaHU ChOUTHS, BOJEIIH 10 IIPEyCTaHOBSBAHE
Mopay reHUTaIH! HHEKINHY, HE ce ChOOIIaBaT MPH HUTO €WH MalueHT 06e3 Auader.

Hexpomuzupaw pacuuum na nepuneyma (2anzpena nHa Fournier)
CpobmaBa ce 3a MOCTMapKETHHIOBY CIy4and Ha TaHrpeHa Ha Fournier npu manueHTy npueMalu
SGLT?2 nHXuOUTOpPH, BKIIOYUTEIHO Aanaraudio3uH (Bx. Touka 4.4).

B npoyusanero DECLARE npu 17 160 nanuenTn cbe 3axapeH nuabeT TuO 2 1 MeiaHa Ha BPEMETO
Ha ekcrio3nnus 48 Mecena, ce cho0ImaBaT 00110 6 cinydas Ha ranrpeHa Ha Fournier, enuH B rpynaTa Ha
JIeYeHHE C JanaraugIio3nH U 5 B rpynaTa Ha mianeoo.

Xunoanuxemus
UecToTaTa Ha pa3BUTHE HA XUIIOTJIUKEMHUS 3aBUCH OT BUJIa HA OCHOBHOTO JICUCHHE, U3MOI3BAHO B
KIMHUYHYU TPOYYBaHUs TIPH 3aXapeH Aua0eT.

B MMpOoy4YBaHUATA HA ,Z[aHaFJ'II/I(bJ'IOBI/IH KaTO MOHOTCpaIus, KakKTO U KaTO JOIIBJIHCHHUC KbM MeT(l)OpMI/IH
HNJIIK KbM CHUTArJIUMIITHH (C"bC uiu 6e3 MeT(l)OpMHH), 4yeCToTaTa Ha HC3HAYUTCIIHU CIIM30J1 HAa
XHUIIOT'IMKEMHUSA € CXOaHa (< 5%) B pa3JIMYHUTC TCPANICBTUYHU I'PYIIU, BKIIFOUUTCIHO U nnaue60, 0
102 CCAMMIM Ha JICUCHUC. BbB BcHuku MNpOy4YBaHUA 3HAUYUMUTEC CMIU30AU HAa XUIIOTJIMKCMUA Ca
HCYCCTU U CbC CPABHHUMHU YCCTOTHU B I'PYIIUTC HA ,I[aHaFHI/I(bJ'IOSI/IH nin HJ'IaLIe60. B Opoy4dBaHUATA C
,Z[068,B$IHC KBbM JICUCHHEC CHC Cy.]'[(i)OHHJ'IypeﬁHO OPpOU3BOAHO HUIIN ,Z[06aB$IHe Ipu JICYCHUC C NHCYJIMH
YCCTOTUTC HA pa3BUTUC HA XUIIOTJIMKEMUS Ca TO-BUCOKHN (B)K. TOYKa 45)

B npoyuBane ¢ no6aBsHe Ha nanarmi(Io3uH KbM JIeUeHHE C TIMMENUpH Ha ceamuna 24-a u 48-a,
ChOOLICHUATA 32 HE3HAYUTEIIHU €MTU3011 Ha XUIIOTJIUKEMHS ca C TI0-BUCOKa YeCTOTa B rpyraTa Ha
neuenne ¢ 10 mg nanmarnuduiosuH wioc riauMenupu (cbotBeTHO 6,0% u 7,9%), OTKONKOTO B rpynara
Ha 1iane6o mroc rauMenupun (cboTBeTHO 2,1% 1 2,1%).

B npoyuBane ¢ 1o6aBsHe Ha nanarmu(Io3uH KbM JIeYeHHE C MHCYJIMH CE ChOOLIaBaT ennu3011 Ha
3HauynTenHa xunoriaukemus npu 0,5% u 1,0% ot yyactHuuute, nekyBanu ¢ 10 mg nanarnudiuo3ux
IUTIOC MHCYJINH, ChOTBETHO Ha 24-a 1 104-a ceqvmunu , u ipu 0,5% OT ydyacTHHLIUTE, IEKYBaHH C
1ane0o Toiroc MHCYNWH Ha 24-a u 104-a cemvuru . Ha 24-a u 104-a ceqmunu ce cho0IaBar enu3onu
Ha HE3HAYUTEJHA XUIOTIMKeMus, choTBeTHO pH 40,3% u 53,1% oT yyacTHULIMTE, TOJIy4YaBaIIN

10 mg manarnudao3uH miroc nHCynuH, u npu 34,0% u 41,6% oT yyacTHULUTE, TOJTyYaBaly ianedo
IUTFOC UHCYJINH.

B npoyuBane ¢ 1o6aBsiHe Ha ganariu(IO3UH KbM JIe4eHHE ¢ MET(GOPMHH U CYIPOHMITYPEHHO
MIPOU3BOAHO 10 24 ceaMUIM, HE ca AOKJIaJBAHN TOJIEMH €MU30I1 Ha XUIOTTMKeMus. JJoknaaBanu ca
MaJIKU €NHU3041 Ha XUITOrIMKeMus pH 12,8% oT yyacTHHUIIMTE, KOUTO nony4asaT 10 mg
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JanarauQao3uH II0C METGOPMHUH U CYIPOHMITYPEHHO MPOU3BOIHO, U IIpH 3,7% OT yUYaCTHULHTE,
KOHTO IOJy4aBart Ianedo mitoc MeThOpMUH U CYIPOHIITYPEHHO TPOU3BOIHO.

He ce nabionaBa nNoBHUIIEH PUCK OT 3HAYMMa XUIIOTTIMKEMHS TIPH JICUEHHE C JanariugIio3uH B
cpaBHeHue ¢ rane6o B npoyuBaneto DECLARE. 3naunmu chONTHA Ha XUIIOTIIMKEMHS CE
cpobOmasar npu 58 (0,7%) manuenTH, tekyBanu ¢ nanarauduosud u 83 (1,0%) namuenTt Ha miane6o.

B npoyusanero DAPA-HF cp0utns Ha 3HaunMa XUIOTIIMKEMUS ce€ ChOOIIaBaT MpH

4 (0,2%) manuenTy B ABETE TPyIH — Ta3U Ha Aanarin@Io3rH U Ta3u Ha miianedo, KaTo ca
HaOJIr0IaBaHK caMo MPH MALMEHTH Chbe 3axapeH auadet tun 2. B npoyusanero DELIVER ce
cboOIIaBaT roJeMu ChOUTHUS Ha Xunoriukemust mpu 6 (0,2%) nanueHTH B rpynara Ha ganariangio3uH
u 7 (0,2%) B rpynara Ha mane6o. ['ogemMu cbOMTHS Ha XUMIOTJIMKEMHUSI ca HAOJI0AaBaHU caMO IIPU
MAalMEHTH ChC 3aXapeH AuadeT TuI 2.

B npoyusanero DAPA-CKD ce chobmaBar cb0uTHs Ha Texkka xunoraukemus npu 14 (0,7%)
NalMeHTH B Tpynara ¢ nanarnugnosut u 28 (1,3%) nanuenTtu B rpynara Ha ruiane0o, KOUTO ca
Ha0JIr0IaBaHU CaMo MPH MAMEHTH ChC 3aXapeH AuadeT Tu 2.

Obemno uzuepnsaue

B c6opHus ananus Ha 13 npoyuBanus 3a 0€30IaCHOCT PEaKLUK, KOUTO MPeAnonIaraT 00eMHO
n34epnBaHe (BKIIOYBALIN CHOOLICHUS 32 JeXUAPATALH, XUTTOBOJIEMHS WIIM XUTIOTOHUS), CE
cbobmiaBat croTBeTHO 1ipH 1,1% u 0,7% ot manuentute, nomydasamy 10 mg nanarnuduiosud U
tane0o0; Cepruo3HU peakuu ca HacThiuian npu <0,2% OT maunueHTuTe, KaTo ca PaBHOMEPHO
pasnpeaenenu Mexny 10 mg nanarnuduo3un u mianedo (Bx. Touka 4.4).

B npoyusanero DECLARE 06posiT Ha mauueHTuTe ChC ChbOUTHUS, KOUTO MpeanoiararT 00eMHO
n34eprBaHe, ¢ OanaHchupaH MEXIy TPYIHUTE Ha JiedeHue — cboTBeTHO 213 (2,5%) u 207 (2,4%) B
rpynuTe Ha nanarauguo3ut u miane6o. Cepuo3Hu HeXeIaH! ChbOUTHS ce ChOOIIABaT CHOTBETHO MPHU
81 (0,9%) u 70 (0,8%) B rpynute Ha ganarmudao3nH u manedo. CrOUTHATA KaTo IISUT0 ca
OaJaHCUpaHH MEXIY IPyIHTE HA JIeYeHHE B OATPYIHTE 10 Bb3pacT, yHoTpeda Ha JUypeTHLIH,
apTepualiHO HaJsiraHe U ynorpeda Ha MHXUOUTOPH Ha aHTHOTEH3UH-KoHBepTHpanys eH3uM (ACE-I)/
6rokepu Ha THI | perenTop 3a anruotensud 11 (ARB). ITpu mammentn ¢ eGFR < 60 ml/min/1,73 m?
Ha U3XOJHO HUBO UMa 19 chOUTHS ChC cepro3Ha HeXEeNaHa peakiys, MoKa3Baila 00eMHO U34epIIBaHe,
B IpynaTa Ha Janarauduio3us U 13 cp0uTHs B rpynata Ha miane6o.

B npoyuBanero DAPA-HF Opost Ha nauneHTrTe ¢ JaHHH, TOKA3aTETHH 32 00EMHO W3YEPIBAaHE, €
170 (7,2%) B rpynara Ha nanarmuduiosu u 153 (6,5%) B rpynara Ha miare6o. imano e mo-mairbk
Opoli MalMeHTH ChC CEPUO3HU CHOUTHS, BKIIIOUYBALY CUMIITOMH, IOKa3aTEeIHN 32 00EMHO U34EpIIBaHE,
B rpynata Ha ganarnuduiosus (23 [1,0%]) B cpaBHenue ¢ rpynara Ha miane6o (38 [1,6%)).
Pesynratute ca monoOHM, HE3aBUCUMO OT HAJIMYHETO Ha 3axapeH quadet u croiHocTTa Ha eGFR Ha
u3xoaHo HuBo. B mpoyuBanero DELIVER 0Oposr Ha nanueHTUTe ChC CEPUO3HU CHOUTHUS ChC
CHUMIITOMH, IIpearonaramy o0eMHo nzdepnsane, € 35 (1,1%) B rpynara Ha ganaraugao3uH 1

31 (1,0%) B rpynara Ha miane6o.

B npoyusanero DAPA-CKD 06posT Ha HauueHTuTe ChC CHbOUTHUS, IPEANONarauy 00eMHO
nuzdepnBsane, ca 120 (5,6%) B rpynara ¢ ganarnuduiosus u 84 (3,9%) B rpynara Ha miane6o.

Nma 16 (0,7%) manueHTH ChC CEPUO3HU CHOUTHSI, BKITFOUBAIIA CUMITTOMH, TIpe Ioaranm 00eMHO
n34epnBane, B rpynata ¢ ganarnagiaosud u 15 (0,7%) nanuenTty B rpynara Ha mianeo.

Muabemua kemoauudoza npu 3axaper ouabem mun 2

B npoyusanero DECLARE c menunana Ha BpemeTo Ha ekcrio3unusa 48 mecena, ceoutus na JJKA ce
cboOuIaBar npu 27 nauueHTy B rpynara Ha 10 mg nanarnugno3us u 12 nandeHTy B rpynara Ha
mnane6o. CrOUTHATA BB3HUKBAT pAaBHOMEPHO pasIipeesieHH Ipe3 Ieproaa Ha npoyusaneTo. Ot
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27 mauuentu cbe crOuTHst Ha JIKA B rpynata Ha nanaringuio3ut, 22 ca Ouin Ha ChITBTCTBAILIO
JIeueHHe C MHCYJIMH 10 BpeMe Ha chouTrero. OtkimrouBamute pakropu 3a JIKA oTrosapsrt Ha
OYaKBaHMTE MPH NOMYJIaNuATa CbC 3aXapeH AuadeT Tul 2 (BXK. Touka 4.4).

B npoyusanero DAPA-HF cvoutns na IKA ca cro0menn npu 3 maueHTy cbC 3axapeH Auader
TUN 2 OT IrpyInaTa Ha JIeYeHHe ¢ JanariugIio3vH U IPU HUTO €HH OT rpynara Ha miane6o. B
npoyusaneTo DELIVER ce cpo0mmaBat csOutust Ha JJIKA npu 2 nanueHTH cbe 3aXapeH AuadeT Tum 2
B IpylaTa Ha Janariu¢uIo3uH U IPH HUTO €IUH B Tpynara Ha rianeoo.

B npoyusanero DAPA-CKD cvoutus na JIKA He ce cpro01aBaT npyu HUTO €AMH MALUEHT B rpymaTa ¢
nanaraugIo3uH, HO ce ChoOIIaBaT NpH 2 NalMeHTH ChC 3aXapeH aualdeT TUM 2 B Tpynara Ha rianeo.

Hndexuuu na nuxounume nomuwa

B cOopHus ananu3 Ha 13 npoyuBaHus 32 6€30MaCHOCT ChOOIIEHUATA 32 NH(EKIIUY Ha THKOYHUTE
ITBTHINA Ca IMO-YeCTH NpH naruenTy Ha 10 mg gamarnmio3uH, OTKOJIKOTO Ha 1uianedo (ChOTBETHO
4,7% cupsimo 3,5%; Bx. Touka 4.4). [ToBeuero nH(MEKINN ca OWIIH JIEKH IO yMEPEHO TEKKH U
MAalKUEHTUTE Ca CE MOBIUSUIM OT IbPBOHAYAIHUA KYPC CTAHAAPTHO JICUEHHE, KaTO PAJIKO Ca BOAEIH 10
CHHpaHe Ha JeueHNeTo ¢ nanarmuduo3ud. Te3n HHPEeKINn ca To-4eCTH MIPH KEHH, a PH IMallueHTHTE
C aHaMHe3a 3a TaKWBa CHIECTBYBA MO-TOJIIMA BEPOSTHOCT 32 Pa3BUTHE Ha PEIUINB HA HH(PEKIHITA.

B npoyusanero DECLARE, cepro3nu ch0uTHs Ha HHGEKINH Ha TMKOYHUTE IIBTHILA C€ ChOOIIABAT
mo-psiko 3a 10 mg manarnudo3uH B cpaBHeHHE ¢ 11anedo, crorBeTHO 79 (0,9%) chbutus cpsmo
109 (1,3%) cvouTus.

B npoyusanero DAPA-HF, OposiT Ha manmeHTUTe ChC CEPUO3HU HEXETaHU ChOUTHUS Ha MH(EKIUHN Ha
nukouyHuTe mbtuma e 14 (0,6%) B rpynara Ha ganarnudnosus u 17 (0,7%) B rpymnara Ha miane6o.
B®B Besika eqna ot rpynute e umaio no 5 (0,2%) nanueHTH ¢ HexXeJIaHu ChOUTHS, OBEIH 10
MpeyCcTaHOBSBAHE Ha YYACTHETO UM NOpaau HHGEKIUH Ha MUKOYHHUTE IbTHLIA. B mpoyuBaHeTo
DELIVER 6posT Ha HalMeHTUTE ChC CEPUO3HU HEXeNaHH ChbOUTHUS, CBBP3aHU C MHPEKINU Ha
nukovHuTe mbTUa, € 41 (1,3%) B rpynara ¢ nanarnuduosus u 37 (1,2%) B rpymnara ¢ mraneoo.
[NanmenTuTe C HEXKENaHU CHOUTHSA, TOBEIH 0 NPEYCTAaHOBSIBAHE HA JICUCHUETO MOpaar HHPEKINU Ha
nukovHHTe hTUINA, ca 13 (0,4%) B rpymara Ha nanarmudno3us u 9 (0,3%) B rpymara Ha rmianeoo.

B npoyusanero DAPA-CKD 06posT Ha HauMeHTHUTE ChC CEPUO3HU HEKEJIAaHU ChbOUTHS Ha WHPEKIUN
Ha niukouHUTe bTHIIA ca 29 (1,3%) B rpynara ¢ qanarmudno3ud u 18 (0,8%) B rpymnara Ha manebo.
Nwma 8 (0,4%) naumeHTn ¢ HeXeNaHu ChOUTHSL, BOJCIIH JO NPEyCTaHOBSIBaHE Ha JICUYCHUETO MOPAaH
nH}EKIUY Ha TUKOYHHUTE ITBTHLIA, B rpynara ¢ ganariaudiaosus u 3 (0,1%) B rpynara Ha mianebo.
Bpost Ha nauuentute 6e3 quader, choOIIaBaIIY 32 CEPUO3HH HEXXEIaH! ChONTHS Ha HHPEKIUH Ha
MUKOYHHTE ITBTHIIA WIN HEXeJaHU ChbOUTHUS, BOACIIN A0 MPEYCTaHOBSBAHE HA JICYEHUETO MOpaIu
MH(pEKINY Ha MHKOYHUTE ITHTHUIIA, € TO00eH Mex Iy rpynute Ha nedenue (6 [0,9%] cipsmo 4 [0,6%]
3a cepruo3HuTe Hexkenanu croutus u 1 [0,1%] copsimo 0 3a HexenanuTe CbOUTHS, BOACIIH 10
MpeycTaHOBSBAaHE Ha JICUCHUETO, COTBETHO B IPYNUTE ¢ Janariu(Io3uH U mianedo).

Tlosuwen kpeamunun

Hesxenanute peakiuu, CBbpP3aHU C MOBHUILIECH KPEaTUHHH, ca TPYNHUpaHH (Hamp. HaMasieH 0b0pedeH
KIMPBHC Ha KpeaTHHHHA, ObOpEUHO yBpEKIaHe, MOBULICH KPEaTHHUH B KPHBTA M HAMaJIeHa CKOPOCT
Ha romepyiHa ¢untpanus). B nannute 3a 6e3omacHocT oT 13-Te mpoyuBaHUsl, Ta3u IpyIia peakiyu €
cpobmiena npu 3,2% u 1,8% ot mauuentuTe, norydaBaiu ckoTBeTHO 10 mg nanarnuio3us u
mane6o. [Ipu manuentute ¢ HopmaiiHa Ob0pedHa GyHKIMS Wik OBOPEUHO YBpEKAaHe B JieKa CTETICH
(u3xonuu croiHocTH Ha eGFR >60 ml/min/1,73 m?), Tasu rpyna peakiuu ce chobmasa npu 1,3% u
0,8% ot maumeHTuTe, NOTy4aBanu cboTBeTHO 10 mg nanarnudnosun u mnaunedo. Te3n peakuu ca
T10-4eCTH MPH TIAIUEHTUTE ¢ U3XOAHH cToiHocTH Ha eGFR >30 1 <60 ml/min/1,73 m? (18,5% 10 mg
nanarnudiuo3u cupsamo 9,3% mnane6o).




JlombIHUTENIHATA OLEHKA MTPY HalMEHTH C HEXXENaHU ChOUTHSI, CBBbP3aHu ¢ ObOpenuTe 0Ka3Ba, ue
MOBEYETO Ca MMM IIPOMEHH B CepyMHUS KpeaTuHUH 0T < 44 mukpomona/l (0,5 mg/dl), cipsamo
U3XOAHUTE CTOMHOCTH. [loBHIICHNETO Ha KpeaTHHHHA OOMKHOBEHO € IPEXOIHO MPH MPOABIKUTEIHO
JIeYeHHE MM 00paTuMO Clie/l IpeyCTaHOBSIBaHE Ha JICYCHUETO.

B npoyusanero DECLARE, BrirouBaio naiMeHTH B cTapyecka Bb3pacT U MalUeHTH ¢ ObOpedHo
yBpexaane (eGFR mo-manko ot 60 ml/min/1,73 m?), eGFR Hamansia ¢ TedeHHe Ha BPEMETO U B
nBere rpynu Ha nedyenue. Cren 1 ronuna, cpennata eGFR e nexo nonuxena, a cnen 4 roauHuy,
cpennata eGFR e jeko moBuieHa B rpynara Ha Aanarin@iao3nH B CpaBHEHHE C rpynara Ha mianeoo.

B mpoyuBanusita DAPA-HF u DELIVER eGFR e HamansBana BbB BpEMETO H B ABETE IPyNH — HA
nanarnudiao3ud 1 Ha miane6o. B DAPA-HF nmbpBoHayamHOTO HOHMKAaBaHE Ha CpeJHATA CTOMHOCT Ha
eGFR e -4.3 ml/min/1,73 m® B rpynaTa Ha nanaraudmuosus u -1.1 ml/min/1,73 m? B rpynara Ha
mrane6o. Cien 20 mecena, mpomsaata Ha eéGFR cripsiMo u3X0MHOTO HUBO € TOA00HA B JBETE

rpymnu: -5,3 ml/min/1,73 m* npu rpynara Ha ganariudiosus u -4.5 ml/min/1,73 m® npu rpynara Ha
mrane6o. B DELIVER namanennero Ha cpennara eGFR cien enqun mecer e -3,7 ml/min/1,73 m’ B
rpynara Ha ganariudiosun u -0,4 ml/min/1,73 m® B rpynara Ha miane6o. Cien 24 mecena
npomsiHata Ha €éGFR cnpsmMo U3X0IHOTO HUBO € CXOIHA MEXIy TPYIIUTE Ha JCUCHHUE: -

4,2 ml/min/1,73 m” B rpynara Ha ganaritudio3u u -3,2 ml/min/1,73 m? B rpynara nHa nnane6o.

B npoyusanero DAPA-CKD eGFR HamainsiBa ¢ BpeMeTO KakTo B Ipynara ¢ JanariugIio3uH, Taka U B
rpynara Ha mnane6o. Hauannoro (nen 14) namanenue na cpennara eGFR e -4,0 ml/min/1,73 m* B
rpynara ¢ ganariudosun u -0,8 ml/min/1,73 m? B rpynata na miare6o. Cien 28 Mecena npomsHaTa
na eGFR cnpsamo n3xomHOTO HUBO € -7,4 ml/min/1,73 m® B rpynara ¢ nanarmudio3uH

u -8,6 ml/min/1,73 m* B rpynata Ha miane6o.

HC,I[I/IaTDI/I‘lHa nonyjaanus

B kmmHUYHO Mpoy4YBaHe € YCTaHOBEHO, Y€ MPOGIIBT Ha O€30MIACHOCT Ha Janarin(IIo3uH Mpy_iela Ha
BB3pacT 10 1 moBede roguHM Che 3axapeH quadet tur 2 (Bxk. Touka 5.1) e mogo0eH Ha HaOIIOJaBaHHS
MIpH BB3PaCTHU.

C’BO6H_IaBaHe Ha 10A03MpaHd HCXCIIaHU PCAKITNN

C’[:O6I]_[aBaHeTO Ha IOAO03UPAHU HCKCIIaHU PCAKIINU CJICI pa3pCllaBaHC 3a yHOTpe6a Ha JICKApCTBCHUMA
MMPOAYKT € BaKHO. ToBa nmo3BonsiBa Ja MpoabJIIZKA Ha6J'IIO,I[eHI/IeTO Ha CbOTHOIICHUCTO HOJ'IBa/pI/ICK 3a
JICKApCTBCHUSA NPOAYKT. Ot MCIHUIMHCKUTC CIICHUAJIUCTHU CC U3UCKBA Oa C’BO6H_IaBaT BCsKa
IoA03UpaHa HEXKEJIaHa pE€aKuA Yp€3 HallHOHAIHA CUCTEMA 3a C’BO6IJ_[aBaHC, IIOCOYCHA B

[Ipunoxenue V.
4.9 TIlpeno3mpane

[Ipu 3apaBu noOpoBoOILH, NanarIn(IIO3UH, IPUET NepOPaTHO B €AHOKPAaTHH 1031 10 500 mg

(50 mbTH MO-BUCOKM OT MaKCHMaJIHATa IPENOPBUYUTENIHA THEBHA 1032 IPH X0pa), HE MOKa3Ba
ToKcH4YHOCT. Te3u 7oOpOoBOMIM ca UMaJIM OTKpHBAaeMa TII0K03a B ypHUHATA 3a IEPUOJ] OT BPEME,
CHOTBETCTBAIL] HA MpHeTaTa A03a (moHe 5 auu 3a 500 mg), kaTo HsAMa ChOOILICHUS 3a JeXUAPATALHS,
XHUIIOTOHHUS WU €JICKTPOIUTEH AucOanaHc, KaKTo ¥ KIMHAYHO 3HAYMMU €(EeKTU BBPXY
QTc-unrepBana. YectoraTa Ha pa3BUTHE HA XUIIOTJIMKEMHS € CXOAHA C Ta3H MPH NPUEM Ha Ianedo.
B xnuHUYHM NpOy4YBaHMS, B KOUTO €THOKpAaTHU IHEBHU 103U 10 100 mg (10 mbTH MO-BHCOKH OT
MaKCHMaJHaTa MPernopbYUTEIHA THEBHA J03a IIPH X0pa) ca NpWIaraHu B IPOABIDKEHNE Ha 2 CeIMHULIN
NP 37paBu JOOPOBOJLM U NALMEHTH ChC 3aXapeH AuadeT TN 2, yecToTaTa Ha pa3BUTHE Ha
XHITOTJIMKEMHUS € MaJIKO M0-BHCOKA, OTKOJIKOTO TIPH IIPUEM Ha IIane0o U He € J0303aBUCHMA.
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YecToTHTEe Ha HEKENAHU CHOUTHS, BKIIOYUTEIHO JEXUAPATALMS WM XUIIOTOHUS, Ca CXOIHHU C TE3U
[IpY TIpUEM Ha Iu1anedo 1 JIMICBAT KIIMHUYHO 3HAYMMH J0303aBUCHMH POMEHH B JIAOOPATOPHUTE
napaMeTpH, BKIIOUYUTETHO CEPYMHHTE €JICKTPOIUTH U OMoMapKepuTe 3a Ob0peuHa GyHKuus.

B ciyuaii nHa npenosupasne, TpsOBa 1a ce 3a109HE TOAIBPIKAIIO JICUEHHE, B 3aBUCUMOCT OT
KIMHAYHOTO ChCTOSIHKME Ha NauueHTa. OTCTpaHsABaHETO Ha Aanarmi(iIo3uH ype3 Auann3a He €
MIPOYYBAHO.

5. ®APMAKOJIOTMYHU CBOMCTBA

5.1 ®apmakoAMHAMMYHH CBOIicTBA

dapmakoTepaneBTHYHA rpyna: JlekapcTBa, U3MOM3BaHU PU AHA0ET, MHXUOUTOPH HA HATPHEBO-
rioko3aus kKotpancnoptep 2 (SGLT2), ATC xkox: A10BKO1

MexaHn3bM Ha JIEHCTBHUE
Hanarmudnosun e momeH (Ki: 0,55 nM), cenexruBed u oopatum uaxudutop Ha SGLT2.

WNuxubupanero Ha SGLT2 ot manarnudio3uH HamainsiBa peabcopOLusTa Ha TII0K03a OT TJIOMEPYTHHS
¢$uITpaT B MPOKCUMAaIHNUTE ObOpEYHU TYOyJIM ChC CHITBTCTBAIIO HaAMAJIIBaHE Ha peadcopOusTa Ha
HaTPHii, KOETO BOJIH JI0 EKCKPELMs Ha TII0K03a C ypUHaTa 1 OCMOTHYHA Anypesa. Janarnudiosu,
CJIEI0OBATEIHO, IOBUIIIABA IOCTABSIHETO HA HATPUN KbM AUCTATHUTE TyOyH, KOETO [TOBHIIABA
TyOyJornoMepyiiHaTa oOpaTHa Bpb3Ka U HaMallsiBa HHTpArjaoMepyaHoTo Hajsirane. ToBa, B
KOMOMHANUs C OCMOTHYHATA JUYPEe3a, BOAH A0 HaMaJIsIBaHEe HA 00EMHOTO IPETOBapBaHe, MOHMKEHO
KPBBHO HAJIATaHE M MOHM)KEHO NPEAHATOBAPBAHE U CIICAHATOBApPBaHE, KOETO MOXKE J1a UMa
OnmaronpuaTHU e(heKTH BHPXY PEMOJCIUPAHETO HA CHPLETO M JUAaCTOIHATa (PYHKIHS, U 3a[1a3BaHETO
Ha ObOpeunata pynkuus. [lonsure Ha nanarnuI03uH 10 OTHOLICHKE HA CHPLETO U ObOpeLuTe He
3aBUCAT CaMO OT ITIOKO30TOHIKaBaLHs e()eKT U He ce OrpaHrvaBaT caMo 0 IMAalUeHTH ChC 3aXapeH
nuader, KakTo e geMoHcTpupano B npoyuBanusita DAPA-HF, DELIVER u DAPA-CKD. Ipyrure
eexTH BKIIIOUBAT MOBHUILCHUE HA XEMATOKPUTA U HAMAJISIBAHE HA TEIECHOTO TETJIO.

Hanarnudno3un nogodpsiBa CTOWHOCTHTE Ha TIIOK03aTa B KPBBTA KAKTO NOCTIPaHIUAIIHO, TaKa U Ha
r7IaIHO, Upe3 HaMallsiBaHe Ha ObOpeuHaTa peadcopOums Ha TIII0K03a, KOETO BOJU 10 EKCKpeLus Ha
III0K03a ¢ ypuHaTa. Ta3u eKcKkpenus ¢ ypuHaTa (TII0Ko3ypeTHyeH edeKT) ce HabIronaBa cies
IbpBaTa 1034, 3a1a3Ba ce npe3 24-4acoBus J030B HHTEPBAI U Ipe3 LSII0TO JedeHune. KomnyectBoro
III0K03a, KOETO C€ OTCTPaHsBa upe3 ObOpenuTe Mo TO3M MEXaHU3bM, 3aBUCH OT KOHLIEHTPALUATA Ha
TJII0K03aTa B KPBBTa U CKOPOCTTa Ha raoMepyiHa ¢punrpanus (GFR). Eto 3amo npu nanuenTtu ¢
HOpMaJIHa KPbBHA III0OK03a UMa MaJIka BEPOATHOCT JanariuQIIo3uH Aa JOBEIE 10 XUIIOTINKEMHUSL.
Hanarnudao3uH He NOBIHABa HOPMaIHATa €HAOTeHHA MPOIYKIMS Ha TJII0K03a B OTTOBOP Ha
xurnornukemus. Jlanariaugao3un neiicTBa HE3aBUCUMO OT MHCYJIMHOBATA CEKpelns U epeKTHTE Ha
WHCyNWHA. B KIMHUYHUTE Npoy4BaHus ¢ Aanariaudiio3rnH ce yCTaHOBsIBa MOJOOPEHHE IO OTHOILIEHHE
Ha XOMEOCTaTUYHUS MOJEIN 32 OLleHKa Ha OeTa-kieTbuHata GpyHkuus (6era-kinerbueH HOMA).

SGLT2 ce excpecupa cenekTuBHO B ObOpeunTe. Janarnuduiosnd He HHXUOUpa JPYyTH TIIIOKO3HU
TPaHCHOPTEPH, KOUTO Ca BaXKHU 3a TPAHCIOPTA Ha TIIOKO3aTa B epU(EpHUTE THKAHU U € C

>1 400 opTr io-rossim aduauTeT KbM SGLT2, oTKONMKOTO KBbM SGLT1 — OCHOBHUSAT TpaHCIIOPTED B
YyepBara, OTTOBOPEH 3a Pe30pOLHsTa Ha TIIOKO03A.

(I)aDMaKOI[I/IHaMI/ILIHI/I ed)CKTI/I

CJ'IGI[ IMPUIIOKCHUC Ha aanarnmbnomH npu 3ipaBu ,Z[O6pOBOJ'ILII/I U NMAalMCHTHU CbhC 3aXapCH ,I[I/Ia6eT
THII 2 © Ha6J'IIO,I[aBaHO MOBUIIIABAHC Ha KOJIMYCCTBOTO CKCKPCTHPAHA B YPUHATA INNIFOKO34. HpI/I
ManUCHTH ChC 3aXapCH ,Z[I/Ia6eT THII 2, npueMain ;[anarnn(bnomH C J03a 10 mg AHCBHO B
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MPOJBIDKEHNE Ha 12 ceMuIIN, € YCTaHOBEHA eKCKpelus B yprHaTa Ha 70 g TIIoKo3a JHEBHO
(ceotBercTBany Ha 280 kcal qHeBHO). [lanHM 3a mogabpIkaHe Ha EKCKpEIUATa Ha TII0K03a ca
HaOII0/JaBaHU TIPH MALMEHTH ChC 3axapeH auabet tur 2, npuemanu 10 mg nanarmuguio3nH THEBHO B
NPOIBIKEHUE HA A0 2 TOAUHH.

ExckpenusiTa Ha IMII0K0O3a ¢ ypHUHATA [P IPUEM Ha Janarin¢Io3uH BOIU CHIIO TaKa 10 OCMOTHYHA
IMypesa U yBelnuaBaHe Ha oOeMa Ha ypruHaTa IpH MalUeHTH ChC 3aXxapeH Auadet Tvil 2.
[loBumaBaneTo Ha 0o6eMa Ha ypHHATA MIPH NALMEHTH ChC 3aXapeH auadeT Tun 2, JekyBanu ¢ 10 mg
nanariaugIo3uH, ce moaabpka Ha 12-ata ceqMuLa, KaTo Bb3IK3a IpUOIM3UTENHO Ha 375 ml qHeBHO.
[loBumaBaneTo Ha 00eMa Ha ypHHATa € CBBP3aHO C JIEKO M IPEXOAHO MOBUIIABAHE HA EKCKPELHTa Ha
HaTpUH C ypHHATa, KOETO HE € CBBP3aHO C IPOMEHU B KOHLIEHTpALUATa Ha HATPHUIl B cepyMa.

Exckpenusra Ha mMKoYHA KUCEIIMHA C ypUHATA CHINO C€ TIOBHINIABA MPEXOAHO (3a 3-7 THWU) U ce
CBIIPOBOXK/Ia OT TPAWHO MOHIKABAHE HA CEpyMHATa KOHIICHTPANWS Ha MMKOYHA KucennHa. Ha
24-aTa ceMUIIa TOHIMKABAHETO HA CEpyMHATa KOHIICHTpAIKs Ha MMKOYHATA KUCEIWHA Bapupa
ot -48,3 no -18,3 mukpomomna/l (-0,87 mo -0,33 mg/dl).

Kinnanunaa edukacHOCT ¥ 0€30IIaCHOCT

3axapeH auaber tui 2

HO)_IO6pHBaHCTO Ha TNTMKEMUWYHHA KOHTPOJI U HAMAJISIBAHCTO HAa ChpACUHOCHA0BATA U 61,6peqHaTa
3a00J1€BaEMOCT U CMBPTHOCT Ca HEpA3ACIHA 9aCT OT JICUCHHUCTO Ha 3aXapCH ,I[I/Ia6CT THII 2.

UeTtupuHageceT IBOMHOCIENH, PAHAOMU3UPAHU, KOHTPOIUPAHU KIMHUYHYU POYYBAHUSA Ca
npoBeeHu 1pHu 7 056 BH3paCcTHU MAMEHTH ChC 3aXapeH AualeT THII 2, 32 OIIEHKA Ha TIIMKEMUYHATA
edukacHocT 1 6e3onacHoct Ha Forxiga; 4 737 or nauueHTHUTE B TE3U U3MUTBAHMUS Ca JIEKYBaHHU C
nanarnmuduo3uH. J[BaHaeceT OT U3MUTBAHUATA ca C IIEPUO/] Ha JIedeHHe OT 24 ceAMHUIIH, 8 ¢
IBITOCPOYHO pasiuperue oT 24 10 80 cenMuI (10 00I1a IPOABIKATEIIHOCT HA H3MUTBAHETO OT
104 ceqmunm), €THO OT U3MUTBAHUATA € C TIEPHOJ] Ha JICUSHHE OT 28 CEMUITHU, U €THO OT
M3OUTBAHUSATA € C MPOIBIKUTETHOCT 52 CeAMULIU C ABATOCPOYHU pasiuupenus ot 52 u 104 cenmuiiu
(o01mIa MpoABIKUTENHOCT Ha m3nuTBaHeTo OoT 208 ceqmuim). CpeqHara JaBHOCT Ha quabeta e ot 1,4
1o 16,9 roguan. C 060peyHo yBpexkIaHe B JieKa CTEIeH ca retaeceT nporenta (50%) ot mauenTure,
a 11% ca c ymepeno 060pedno yBpexaane. [lernecer u enun nporenra (51%) ot manueHTuTe ca
MBbxke, 84% ca 6enu, 8% ca azuatuu, 4% ca yepHOKOXH U 4% ca ¢ apyra pacoBa MPUHAAJICKHOCT.
Ocempuecet u eauH mporeHTa (81%) OT manmeHTHTE Ca ¢ WHAEKC Ha TenecHa Maca (BMI) > 27. Oceen
TOBA, 1Be 12-ceMUYHH TIane00-KOHTPOIUPAHH KIMHUYHU POYYBaHMS ca IPOBEACHU NIPH MAI[CHTH
C HEeaJIeKBaTHO KOHTPOJIUPAH AMAOET TUIT 2 U XUIIEPTOHMUSL.

[Ipoyusane 3a cepaeunochaoB uzxoa (DECLARE) e nposeneno ¢ 10 mg nanarnudiao3ux B
cpaBHeHue ¢ manedo mpu 17 160 nanueHTH cbe 3axapeH auadeT TN 2, CbC WK 0€3 YCTaHOBEHO
CHPACYHOCHAOBO 3a00IIsABaHE, 32 1a CE OLICHH e()eKTHT BBPXY ChbPACYHOCHIOBUTE U ObOPEUHUTE
CHOUTHS.

[ nuxemuyuer KOHmpoJ

Monomepanus

[IpoBeneHo e ABOHHOCHAIO, IIALE00-KOHTPOIUPAHO MPOYUBAHE C MPOABIDKUTEIHOCT 24 ceaMuLu (¢
JOIBIIHUTEIICH MEPHUOJ Ha yIBJDKaBaHe) 3a OLICHKA Ha Oe30MacHOCTTa U ePUKACHOCTTA Ha
MOHOTepamnusTa ¢ Forxiga npu naiueHTH cbe 3axapeH auadeT TUM 2 ¢ HealeKBaTeH KOHTPOII.
Jleuennero ¢ mamarnugIio3sMH BEAHBK AHEBHO BOIH IO cTaTUCTHUecKU 3HauuMo (p <0,0001)
normwkaBane Ha HbA 1c B cpaBHenue ¢ mane6o (Tabmuna 2).




B nepuona Ha yaemkaBane, nonmxasaneto Ha HbAlc ce 3agppka no 102-ara cenmuna (Kopurupasa
CpeaHa MpoMsHA B CpaBHEHHE C M3XOAHATa cToiHOCT 3a 10 mg manarnmudiao3uH u mwianedo,
cpotBeTHO -0,61% m -0,17%).

Ta6auua 2. Pesyararu na 24-a cexmuua (LOCF?) ot miiane60-KOHTPOJIMPAHO H3MUTBAHE HA
Janarjau@io3uH KaTo MOHOTEepanust

MoHoTepanus

Janarandao3unn 10 mg Inanedo
N° 70 75
HbA1lc (%)
H3xoaHa cToiiHoCT (CpeaHa) 8,01 7,79
ITpomsiHa B cpaBHEHHUE C U3XOIHATA
CTOMHOCT" -0,89 -0,23
Paznuka B cpaBHeHue ¢ miane0o” -0,66"
(95% CI) (-0,96; -0,36)
HMauuentn (%), Npu KOUTO ce
nocTura:
HbAlc <7%
KOPUTHPAH 110 U3X0HA CTOMHOCT 50,8° 31,6
Teaecuno terJo (kg)
Wzxomua croitHOCT (cpemHa) 94,13 88,77
ITpomsiHa B cpaBHEHHUE C U3XOIHATA
croitHoct® -3,16 -2,19
Pasnuka B cpaBHeHue ¢ miane6o” -0,97
(95% CI) (-2,20; -0,25)

*LOCF: Excrpanomnaius, Bb3 OCHOBA Ha ITOCIICAHOTO HAOIIOJCHHE (TIPEIH MPIIIOKCHIE Ha
YKUBOTOCIIACSBAIIH JICKAPCTBA IIPH MAITUCHTUTE, TIPX KOUTO Ca MPIJIaTaHu TaKKUBa).

SBcUuKY paHIOMM3MPAHU HALMEHTH, IPUEH [IOHE €1Ha 1032 OT JIEKAPCTBEHHUs IPOAYKT B ABOHHOCIIANO
M3MUTBAHE MPe3 KPATKOCPOUHHUS ABOHHOCIIAT TIEPHO.

"CpenHa CTOHHOCT, Kopurupana (10 MeTo/1a Ha Haii-MaJIKUTEe KBAIPaTh), CIIPSIMO M3XOHATA CTOWHOCT.
*p-croitnoct <0,0001, B cpaBHeHuMe ¢ mIaLe6o.

SHe e MpaBeHa OICHKA 33 CTATUCTHYECKA 3HAYMMOCT, TIOPAIU ITOCIISABAIIO 3CIICABAHE 32 BTOPUIHU
KpalHU TOYKH.

Jlonvasawa kombOuHupana mepanusi

B 52-ceamu4HO, aKTUBHO-KOHTPOIUPAHO HEMH(PEepHOpHO npoyuBane (¢ 52- u 104-ceaMuunu nepuonu
Ha yJIbJDKaBaHe), 1o0aBsHeTo Ha Forxiga KbM JieueHue ¢ MET(OPMUH € CPABHEHO ¢ JOOaBSIHETO Ha
CynhOHUITYPEHHO TPOU3BOIHO (TTUNH3UI) KbM JIeUeHHE C MeT(OPMUH, MPH MAIUSHTH C Hea/IeKBaTeH
rimkeMudeH KoHTpol (HbAlc >6,5% u <10%). PesynraTure moka3saT CXOIHO CPETHO MTOHIKABAHE
Ha ctoitHocTuTe Ha HbAlc Ha 52-a ceqmuiia, B CpaBHEHHE C U3XOJHUTE, B CPABHEHUE C TIUIH3HUI,
KOETO JI0Ka3Ba He nmo-manka egukacHocT (Tadmmua 3). Ha 104-a ceamunia kopurupanara cpeqHa
npoMsiHa OT u3xoaHara croitnoct Ha HbAlc e -0,32% 3a ganarmudinosun u -0,14% 3a rmunusun. Ha
208-a cenMuIla KOpUTHpaHaTa CpeHa MPOMsSHA OT u3XoaHaTa croiiHocT Ha HbAlc e -0,10% 3a
nanarmudno3ud u 0,20% 3a rimnusug. Ha 52-a, 104-a u 208-a ceqMuIia 3HaYUTEITHO TO-HUCHK
MIPOIIEHT OT MAIMEHTHUTE B TpyIaTa Ha Jedenne ¢ Forxiga (crorBeTHO 3,5%; 4,3% 1 5,0%) ca

MOy YN TTIOHE €/IMH CIy4yail Ha pa3BUTHE HA XUIOTIMKEMUS, B CPABHECHUE C MAIIUCHTUTE Ha
rimnusu (cpoTBeTHO 40,8%; 47,0% u 50,0%). IIponieHTHTE HA YYaCTHUITUTE, OCTABAIIH B
KJIMHUYHOTO u3nutBaHe Ha 104-a cenmuna u 208-a ceamuna , ca 56,2% u 39,7% B rpynara, jeKyBaHa
¢ manarnuduosus, 1 50,0% u 34,6% B rpynara, JeKyBaHa ¢ TIUITU3UA.



Ta6auua 3. Pesyaratu na 52-a ceqmuua (LOCF?®) B aKTHBHO-KOHTPOJIMPAHO IPOYYBaHe,
CPABHABAIIO JANATIN(I03MH H IVIMIU3HA KaTo I0IbJIHEHHE KbM JiedeHue ¢ MeT¢hopMHuH

Janaraugaozun T'innnusug

ITapamersp +MeTopMuH +MeTopMuH
N° 400 401
HbA1lc (%)

WzxomHa croitHOCT (cpemHa) 7,69 7,74

IIpoMsiHa B cpaBHEHHE C U3XOHATA -0,52 -0,52

croitHoct”

Pa3nuka B cpaBHEHME © 0,00"

TIUIH3HIFMETHOPMUH"

(95% CI) (-0,11; 0,11)
Tenecuno terJo (kg)

WzxomHa croitHOCT (cpemHa) 88,44 87,60

IIpoMsiHa B cpaBHEHUE C U3XOHATA -3,22 1,44

croitHoct”

Pa3nuka B cpaBHEHME © -4,65"

[IUIA3HIMETHOPMUH"

(95% CI) (-5,14; -4,17)

*LOCF: Excrparmonaius, Bb3 OCHOBA Ha ITOCIEAHOTO HAOIIOACHHUE.

PanIOMU3MpPaHK | JIEKYBaHH MALMEHTH C M3X0JIHA CTOMHOCT U TIOHE €IHO TIOCIIEIBAIII0
ompeneisiHe Ha e(hUKaCHOCT.

*CpenHa CTOMHOCT, KOpuUrupaHa (1o MeTo/1a Ha Hali-MaJIKNTe KBaIPaTH) CIIPSIMO U3XOIHATA
CTOMHOCT.

'C He no-Masika e(puKacHOCT OT ITUMU3UA+MET(HOPMHUH.

* o

p-croitaoct <0,0001.

B cpaBHenue c miane6o, 100aBSsHETO Ha Janariu(IIo3uH KbM JIedeHUue ¢ METHOPMUH, TIIMMETHUPHI,
MeThOPMUH U CyI(HOHIITYPEHHO POU3BOIHO, CUTATIMIITHH (ChC WU 0e3 MeThOPMUH) WITH WHCYIIUH,
BOJIM JIO CTATHCTUYECKH 3HAYUMO TToHmKaBaHe Ha HbA 1c na 24-a ceqmuma (p <0,0001;

TabauIy 4, 5 u 6).

HabnronaBanoto Ha 24-a ceamuiia nonmwxkenue Ha HbA 1c B mpoyuBanus ¢ no0aBka nmpu KOMOMHHpaHa
Tepanus (TTUMETUPUI U MHCYJIHH), ¢ JTaHHA 10 48-a ceamuna (rimmmMenupun) 1 go 104-a cemmuria
(urCynHH), ce 3amasBa. [Ipe3 48-a cemqmuiia, korato € 100aBeH KbM CHTATIIMITHH (ChC WK 0€3
MeTQOPMHUH), KOPUTUpaHaTa cpeiHa MPOMsIHA OT U3X0AHaTa CToMHOCT 3a 10 mg nanarnuio3ud u
mtane6o e crotBeTHO -0,30% 1 0,38%. B npoyuBaneTo ¢ 1o6aBsHe Ha ganarmu(IO3UH KbM JICUEHUE
¢ MeTdopmuH, moHmxkaaHeto Ha HbAlc ce 3ambppxa 1o 102-a ceamuna (kopurupasa cpeaHa
MPOMsIHA B CPaBHEHHUE € U3X0AHaTa cToiHOCT 3a 10 mg nanarimguno3ud u mianedo crorBeTHO -0,78%
u 0,02%). Ha 104-a cenmuiia B rpynara ¢ HHCYJIMH (CbC WM 0€3 TOMBIHUTEITHH EPOPATHH
TIIOKO30IIOHMKABAIIN JIEKaPCTBEHH MPOLYKTH ), noHmkeHnero Ha HbAlc e -0,71% u -0,06%
KOpUTHpaHa cpellHa MPOMsIHa OT U3X0JHAaTa CTOMHOCT, ChOTBETHO 3a 10 mg namarnuduiosu u
mrame6o. Ha 48-a u 104-a ceaqmuny , 1o3aTa Ha MHCYJIMHA OCTaBa CTa0MIIHA B CpaBHEHHUE C U3X0HATa
CTOMHOCT IpY Y4aCTHULUTE, JieKyBaHu ¢ 10 mg manariaudiosun, npu cpeana gosza ot 76 IU/nen. B
rpymnaTa Ha mianedo ce yctanoBsiBa cpegHo yBennuenue ot 10,5 [U/nen u 18,3 IU/nen ot u3xonHara
cToriHOCT (cpeana n03a ot 84 u 92 [U/nen), choTBeTHO Ha 48-a 1 104-a cemmury. [IporieHTHT Ha
YYaCTHUIUTE, OCTABAIlM B KIMHUYHOTO M3NHUTBaHe Ha 104-a ceamuna e 72,4% 3a rpymnara, JeKyBaHa C
10 mg ganarnudmnosun, u 54,8% 3a rpynara Ha rianeoo.



Tab6auua 4. Pesyaratu ot 24-ceamuunn (LOCF?) niane60-KoOHTpoIMpaHu NPOYYBAHUS 32
no0aBsiHe Ha KanaraugJIo3uH KbM JiedeHue ¢ MeTGOpPMUH, INIMMENMPU] WIH CUTATJIMIITHH (CbC

wim 0e3 MeT(opmMuH)

Jo0aBka npn KOMOMHAIUS

Mer¢gopmun’ DPP-4 unxudurop
(curaraunTun’)
+ meTopvun’
Janaramndio IInanedo Janarimduio3nn IInanedo
3UH 10 mg
10 mg
N° 135 137 223 224
HbAlc (%)
H3xomgHa cTOMHOCT 7,92 8,11 7,90 7,97
(cpenna)
[IpomsiHa B cpaBHEHHE C
M3XO0JIHaTa CTOWHOCT" -0,84 -0,30 -0,45 0,04
Pasnuka B cpaBHEHHE ¢
nnane6o® -0,54" -0,48"
(95% CI) (-0,74; -0,34) (-0,62; -0,34)
HMauuentu (%), npu
KOWTO Ce MOCTHUra:
HbAlc <7%
Kopurupan cripsimo
M3XO0JTHATa CTOMHOCT
40,6™ 25,9

Teaecuno tero (kg)
U3xomHa cToHOCT
(cpenna) 86,28 87,74 91,02 89,23
[IpomsiHa B cpaBHEHHE C
M3XO0JIHaTa CTOWHOCT" 2,86 -0,89 2,14 -0,26
Pasnuka B cpaBHEHHE ¢
wiane6o® -1,97° -1,89°
(95% CI) (-2,63; -1,31) (-2,37; -1,40)

"Merdpopmun >1 500 mg/nen;
2curarmunTun 100 mg/nen.

*LOCF: Excrpanomaius, Bb3 OCHOBA Ha ITOCIICAHOTO HAOIIOCHHE (TIPEIH MPIIIOKCHIE Ha
YKUBOTOCIIACSIBAIIH JICKAPCTBA IIPH MAITUCHTUTE, TIPH KOUTO Ca MPIIaTaHu TaKKUBa).

SBcuuky paHIOMU3MPAHH NALUEHTH, IPUEIM IOHE €1HA 1032 OT JIEKAPCTBEHHUS HPOAYKT B JBOHHOCISAIOTO
W3MUTBaHE, TIPe3 KPATKOCPOUHUS TBOWHOCIIAI MIEPUO/I.

*Kopurupana 3a u3xoHaTa CTOHHOCT 10 METO/Ia HA Hall-MaJKUTE KBAAPaTH.

*p-croitnoct <0,0001 B cpaBHeHHE ¢ MIaLE60+TIepopaIeH JeKapCTBEH IPOLYKT 3a IOHUKABAHE HA

TJIYOKO3aTa.

“*p-croitnoct <0,05, B cpaBHEHKE ¢ MTaLEe00-+HIEPOPAIEH JIEKAPCTBEH MPOIYKT 3a MOHIKABAHE HA TIIIOKO3aTa.
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Tadauua S. PesyaraT ot 24-ceIMUYHM MJIALE00-KOHTPOJIMPAHN POYYBAHUSA C
aanarjaugio3uH, 100aBeH KbM Je4yeHue CbC CyJaGoHNIypeiiHO MPON3BOAHO (IJIMMeNnupul) WiIn
MeT(hOPMHH U CYJI(OHUITYPEHHO NPOU3BOTHO

Jo0aBKka npu KOMOMHAIUS
Cyadonmaypeiino npoussogno  CyiadoHnIypeiiHO NPON3BOIHO

(rammennpun’) + MeTopMun’
Janaraundo nanedo HJanaraundio nanedo
3UH 3UH
10 mg 10 mg
N* 151 145 108 108
HbAlc (%)°
U3xomHa cToiHOCT 8,07 8,15 8,08 8,24
(cpenna)
[Ipomsina cripsimo -0,82 -0,13 -0,86 -0,17
M3XOJHATA CTOHHOCT"
Paznmuka cnpsimo -0,68" -0,69"
miamne6o” (-0,86; -0,51) (-0,89; —0,49)
(95% CI)
HMauuentn (%), npu
KOMTO ce MOCTUra:
HbAlc <7% (LOCF)"
Kopurupan crnpsimo
M3XOJ(HATA CTOHHOCT 31,7° 13,0 31,8 11,1
Teaecuno terJo (kg)
(LOCF)"
W3x0mHa CTOMHOCT 80,56 80,94 88,57 90,07
(cpenna)
[Ipomsna cpsamo -2.26 -0,72 -2,65 -0,58
M3XOJHATa CTOHHOCT"
Pasznuka copsmo -1,54" -2,07"
mane6o”® (-2,17;-0.92) (-2,79; —1,35)
(95% CI)

T numermmpun 4 mg/nen;

Methopmun (GopMu ¢ He3a6aBHO MIIH YABIDKEHO 0cBoO0kIaBane) >1 500 mg/neH, Ioc MaKCHMAalIHa
MOHOCHMA J1033, KOATO TpsAOBa la O'bJie OHE TIOJIOBMHATA HA MAaKCUMAaJIHATa 1033 Ha CyI(pOHMIYpEHHO
MPOU3BOIHO 32 IIOHE § CEIMHIM IIPEIH BKIIIOYBAHE.

*PaHIOMU3UPAHU U JICKyBaHH ITAl[HCHTH C U3MepBaHe Ha e(hMKACHOCT Ha U3XOIHO HUBO H TIOHE €IHO
U3MepBaHe clie]] BKIIOYBaHE.

®Kononu 1-Ba u 2-pa, HbAlc, ananmusupan upe3 n3nonssane Ha LOCF (k. 6enesxka ,,r’”); Kononn 3-ta u
4-ta, HbAlc, ananuzupan upe3 mnomsBane Ha LRM (Bx. 6emexka ,,17).

*CpezHa CTOMHOCT, KOpUrHpaHa (10 MeTO/Ia Ha Hali-MaJIKUTe KBAIPaTH), CIIPSIMO U3X0JHATa CTOHHOCT.
"LOCF: Excrparmomnarius, B3 OCHOBA Ha ITOCTIEIHOTO HAOM0AeHUE (TIpeau MPUI0KCHUE Ha
’KMBOTOCIIACSBAILM JICKAPCTBA P MALMEHTUTE, IPH KOUTO ca NMpHJIaraHi TaKuBa).

"LRM: AHai3 Ha MHOTOKPATHH JIOHTUTY IMHATHA H3MEPBaHHS.

*p-croitnoct <0,0001, cupsamo miane6o+nepopanto(1) JekapcTBo(a) 3a HOHMKABaHe Ha III0K03aTa.
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Tab6auua 6. Pesyaratn na 24-a ceqvmuua (LOCF?) B mi1ane60-KOHTPOIHPAHO MPOYYBaHe HA
Aanarjau@ao3uH, B KOMOMHAIUS ¢ HHCYJIMH (CAMOCTOSITETHO WIM B KOMOUHALUS C IepopaJieH

JICKAPCTBECH NMPOAYKT 32 NIOHUKABAHE HA r.11101c03aTa)

Janaraundao3nn 10 mg
+HHCYINH
+nepopajHu JeKaAPpCTBEHHU
NMPOIYKTH 3a IOHHKABaHe

Inane6o
+HHCYJIMH
+nepopajHu JeKaAPpCTBEHHU

NMPOIYKTH 32 MOHUKABAHE HA

IMapameTsp Ha [II0K03aTa’ IJ1I0K03aTa’
N° 194 193
HbAlc (%)
Hsxomna cToitHOCT 8,58 8,46
(cpenna)
[TpomsiHa B cpaBHEHHUE C -0,90 -0,30
W3XOAHATa CTOHHOCT"
Paznuka B cpaBHEHuE ¢ -0,60°
mane6o’ (-0,74; -0,45)
(95% CI)
TeaecHno terJo (kg)
U3xomHa cToHOCT 94,63 9421
(cpenna)
[IpoMsiHa B cpaBHEHME C -1,67 0,02
W3XOAHATa CTOHHOCT"
Pa3nuka B cpaBHEHHE © -1,68"
miane6o® (-2,19; -1,18)

(95% CI)
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Cpenna 1HeBHA 1032

HHCYJIMH auy

U3xomHa cToHOCT 77,96 73,96
(cpenna)

[IpomsHa B cpaBHEHUE C -1,16 5,08
M3XO0HATA CTOHHOCT”

Pasnuka B cpaBHEHHE ¢ -6,23"

miane6o® (-8,84; -3,63)

(95% CI)

[TanmenTu cbe cpenHa

peayKUus Ha AHEBHATA

no3a uHCyuH none 10% 19,7
(%)

sk

11,0

*LOCF: Excrparmonaius, Bb3 OCHOBA Ha ITOCIICAHOTO HAOIIOICHHE (TIPEIH MPIITIOKCHIE Ha
YKHBOTOCIIACSBAILM JICKAPCTBA P ALMEHTUTE, IPH KOUTO ca NMpHJIaraHi TaKuBa).

°BcHYKM paHIOMU3MPAHH TALMEHTH, PUENH TIOHE €/IHA /103 OT JIEKAPCTBEHHUS POTYKT B
JBOIHOCIIATIOTO IPOYYBaHe, pe3 KPaTKOCPOYHUS ABOWHOCIISAI IIEPHOI.

*CpenHa CTOMHOCT, KOpUrupaHa (110 MeTo/1a Ha Hali-MaJIKUTE KBaIPaTH) CIIPSIMO M3XOJHATa CTOHHOCT
U yrorpebara Ha epopaiHy JICKAPCTBEHH IIPOAYKTH 32 MOHIKABAHE HA IIIFOK03aTa.

*p-croitnoct <0,0001, B cpaBHeHUE ¢ I1aLe60+UHCYTHHENEPOPaIeH JeKapCTBEH IIPOLYKT 32
MOHIYKAaBaHE Ha TJIFOK03aTa.

*p-croitnoct <0,05, B cpaBHEHHE ¢ IIALEe60+MHCYIMHATIEpOpalleH IEKAPCTBEH NPOIYKT 34
MOHIYKAaBaHE Ha TJIFOKO3aTa.

"Bb3xomsnio tTuTpupane Ha 103aTa HAa MHCYJIHMHA B TEPATIEBTUMHHUTE CXEMH (BKITHOYBAIIH
Obp30JeiicTBALIN, UHTEPMEANEPHHU 1 0a3aIHU HHCYJIMHH) C€ JAOIyCKa CaMo TIPH ITallHeHTH,
NOKpUBALIX e(UHUPAHHUTE IPEABAPUTEITHO KPUTEPHH 34 TIIIOK03aTa B KPBBTA Ha IIIAJTHO.

?Ha u3xomHo HUBO, 50% OT IMAIMEHTHTE ca OMIIM HAa MOHOTEpAMHS C HHCYINH; 50% ca Ouim Ha
JedeHue ¢ 1 win 2 nepopaiHy JISKapCTBEHH IPOIYKTa 32 MOHIKABAHE HA IIIIOK03aTa, B IOI'BIHCHHE
KBbM HHCYJIMHA; OT rocieanata rpyna 80% ca npuemainu camo metdopmuH, 12% - MeThopMHH TIIIOC
Cyn(pOHUITYpEHHO MPOU3BOIHO, 3 OCTAHAIUTE — IPYT'H IIEPOPATHH JIEKApCTBEHHU MPOIYKTH 32
MOHIYKAaBaHE Ha TJIFOK03aTa.
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Kombunupana mepanus ¢ memgopmun npu nenekysanu doceea nayueHmu

O6mo 1 236 HenekyBaHH Jocera ¢ JIEKapcTBOTO MALMEHTH C HEaAeKBaTHO KOHTPOJIUpPaH 1uadeT Tyl 2
(HbAlc 27,5% u <12%) ca B3enu ydacTue B IBE€ aKTHUBHO-KOHTPOJIMPAHH [IPOYUBAHHUS C
MPOIBIDKUTEIHOCT 24 CeIMUIIM, 32 OLICHKA Ha e()MKACHOCTTa U OE€30IaCHOCTTA Ha JanarinuQao3uH

(5 mg nnu 10 mg) B komOuHauus ¢ MeTQOPMHUH IIPH HEJIEKYBaHHU 1OCEra MaLlMEHTH CIIPSIMO TEPaIusl ¢
MOHOKOMIIOHEHTH.

Jleuennero ¢ nanarnugnosun 10 mg B komOuHaus ¢ merdopmuH (1o 2 000 mg Ha AeH) ocurypsBsa
3HaunuTeNHU mofoopeHust Ha HbAlc B cpaBHeHue ¢ ornennure komnoneHtu (Tabauua 7), 1 Boau 1o
MO-TOJISIMO TIOHIKEHHE Ha TII0K03aTa B IJIa3Marta Ha TIaJHo (B CpPaBHEHHE C OTACITHUTE KOMIIOHEHTH)
Y Ha TEJECHOTO TETJIO (B CpaBHEHHE C MET(HOPMUH).

Tab6auua 7. Pesyaratu na 24-a cenmuua (LOCF?®) B aKTHBHO-KOHTPOJIMPAHO MPOYYBaHe HA
KOMOHMHMPAaHa Tepanus ¢ 1anariau¢iao3ud ¥ MeTGOpPMUH IPH HeJIEKYBAaHHU 10Cera NAanueHTH

Janaramdao3nn Janaramdao3nn Metpopmun
10 mg + 10 mg
IMoka3area MeT¢opMHuH
N° 211° 219° 208°
HbA1lc (%)
WzxomuHa croitHOCT (CpemHa) 9,10 9.03 9,03
[IpomsHa B cpaBHEHUE C -1,98 -1,45 -1,44
HM3XOJHATa CTOMHOCT”
Pa3nuka B cpaBHEHME © -0,53°
nanariaudro3us” (—0,74; —0,32)
(95% CI)
Pasnuka B cpaBHeHHE C -0,54" —0,01
MeThopMuH® (—0,75; —0,33) (—0,22; 0,20)
(95% CI)

*LOCF: Exctpanomnamnus, Bb3 OCHOBA Ha ITOCIIEAHOTO HAOIOICHHE (TIPEIH MPIIIOKCHHIE Ha
YKMBOTOCTIACSIBAIIIN JIEKAPCTBA TPH MAIMEHTUTE, TPU KOUTO Ca MPHUIAraHy TAKUBA).

SBcUuKY paHIOMM3MPAHU HALMEHTH, IPUEH IOHE €1Ha 1032 OT JIEKAPCTBEHHUs IPOAYKT B ABOHHOCIIANO
M3MUTBAHE NPE3 KPATKOCPOUHHS JIBOWHOCIIS MEPUO.

SCpenHa CTOMHOCT, KOpUrupaHa (Mo MeTo/1a Ha Hal-MaJIKUTe KBaJPaTH), CIIPSMO M3XOJHATA CTOMHOCT.
*p-croitnoct <0,0001.

Kombunupana mepanus ¢ exsenamuo ¢ yovixceno 0ceobodicoasane

B enno 28-ceamMuvHO, ABOHHOCIIATIO POYYBaHE, KOHTPOIUPAHO C aKTHBEH KOMIIapaTop,
KOMOMHanusATa Ha JanariuguIo3uH U eK3eHaTU I C yAbDKeHo ocBobokaaBane (GLP-1 peuentopen
aroHHCT) CE CPaBHIBA ChC CAMOCTOSTEIIHO MPUIOKEHN Aanarmi(iIo3uH U eK3eHaTUA C YABIKCHO
0cB00OOKAaBaHe MPH YYACTHUIIM C HEAOCTAThUCH TNTUKEMHYECH KOHTPOJI caMO Ha MET(HOPMHH
(HbAlc >8% u <12%). BbB Bcuuku rpyIu Ha JieueHUe ce HabmoaaBa noHmwkenre Ha HbAlc B
CpaBHEHHE C U3XOAHUTE CTOMHOCTH. I'pynara ¢ koMOMHHpaHO JeueHue ¢ ganarauduosus 10 mg u
eK3eHaTu] ¢ YIbDKEHO OCBOOOXKIaBaHe MoKa3Ba Mmo-u3paszeHo noHmwkenne Ha HbAlc, cipsimo
W3XOJHATa CTOWHOCT B CPAaBHEHHUE ChC CAMOCTOATEIIHOTO MPUIIOXKEHHE Ha Janariugio3sud U
€K3€HATHU]I C YIBIDKEHO ocBoOoknaBaHe (Tabmuma 8).
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Tabanna 8. PesyaraTu ot eaHo 28-ceIMUYHO KIMHUYHO NPOYyYBaHe HA Janariangio3nn u
€K3eHaTH/ C YIbJKEHO 0CBOOOXKAaBaHe, CIPSAMO Aanarju@JIo3uH CAMOCTOATEIHO U eK3eHATH L ¢
YABJLKEHO 0CBO00KIABAHE CAMOCTOSITE/IHO, B KOMOMHALMSA ¢ MeT(OPMUH intent to treat
MalMEeHTH)

Janaramdao3nn Janaramdao3nn Ex3enatun ¢
10 mg QD 10 mg QD YABJKEHO
+ + 0CBOOOKIaBaHe
€K3eHaTHJ ¢ miane6o QW 2 mg QW
YABJIKEHO +
0CBO0OOKIaBaHe miaunedo QD
Iloxa3zaren 2 mg QW
N 228 230 227
HbA1lc (%)
WzxomHa croitHOCT (CcpemHa) 9,29 9,25 9,26
Hp(iMsIHaacnpﬂMo HM3XOAHaTa 1,98 1,39 1,60
CTOMHOCT
CpenHa pa3nuka B
MpOMSTHATA CIIPSIMO
M3XOAHATA CTOMHOCT MEXAY -0,59* -0,38%*
KOMOWHAITATA U ¢AMHIIHUS (-0,84; -0,34) (-0,63; -0,13)
JIeKapCTBEH NPOAyKT (95%
CDh
Yuactauum, (%)
nocturaagn HbAlc<7% 447 19,1 26,9
Teaecuno rerJo (kg)
WzxomHa croitHOCT (cpemHa) 92,13 90,87 89,12
Hp(iMsIHaacnpﬂMo M3XOJHaTa 3,55 20 1,56
CTOMHOCT
CpenHa pa3nuka B
MpOMSTHATA CIIPSIMO
M3XOAHATA CTOMHOCT MEXAY -1,33%* -2,00%*
KOMOWHAIIATA U ¢MHIYIHUS (-2,12; -0,55) (-2,79; -1,20)
JIEKapPCTBEH MPOITYKT
(95% CI)

QD=Benupx qHeBHO, QW=BemHbK ceqmMuuHo, N=0poii manueHTu, CI=moBepuTeIcH HHTEPBAIL.

*Kopurupanure Haif-manku cpeanu kBagpatu (LS Means) u pa3nukara(ute) B IpyIUTE HA JICYCHHUE HA
MIPOMSHATA CIIPSIMO U3XOIHUTE CTOHHOCTH Ha 28-a CeMHIIA ca MOJICTMPAHN C U3IO0JI3BAHETO HA CMECCH
MOJIeN ¢ MHOTOKpaTHH n3MepBanus (mixed model with repeated measures, MMRM), BkirouBang
B3aMMOJICHCTBHE Ha JICUCHHE, PErHOH, N3XoaHa cToifHOCT Ha HbA 1B rpymu (< 9,0% wmu >9,0%), cenmuna u
JICYCHHUE IO CEIMHULIM KaTo (PUKCHPaHH (HPAKTOPH M U3XOJIHA CTOMHOCT KaTo KOBapHaTa.

*p <0,001, “p <0,01.

Bceuuku P-cToliHOCTH ca KOpUTMpPaHU P-CTOMHOCTU 32 MHOTOCTPAHHOCT.

[Tpn ananu3uTe ca U3KIIOYBAHN N3MEPBAHUATA CIIE]] CITACHTENIHA TEPAITUS U CIIE]] ITPEXKICBPEMEHHO

MIPEyCTaHOBSIBaHE HAa M3MUTBAHMS JIEKAPCTBEH MTPOLYKT.

Tmokosza 6 niazmama na 21a0HO

Jleaenueto ¢ 10 mg nanmarnudao3uH KaTo MOHOTEPAITHS WIIH KaTO JIOIMBTHUTEIHA TEPAITUI KbM
MeThOPMUH, TIIMMENUPHU, METHOPMUH U CYIHOHUITYPEHHO MPOU3BOIHO, CUTATIIUIITHH (CHC WM 0€3
MeT(hOPMUH) WITH WHCYJIMH, BOAU A0 CTATUCTUYECKH 3HAYMMO ITOHM)KaBaHE Ha KOHI[EHTpAIMATA Ha
TIII0KO03aTa B Tura3mara Ha rinanHo (-1,90 no -1,20 mmol/l [-34,2 mo -21,7 mg/dl]), B cpaBHeHMeE ¢
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mrane6o (-0,33 mo 0,21 mmol/1 [-6,0 mo 3,8 mg/dl]). To3u edexT ce HabMIOAaBa MTpe3 TEpPBaTa
CEe/IMHUIIA OT JICYCHUETO U B IPOYUBAHUATA, IPOABIDKEHH 10 104-a ceamuiia, ce 3amasBa.

KomOunupanara tepanust Ha nanariugno3ut 10 mg u eK3eHaTUA ¢ YABIDKEHO 0CBOOOKIaBaHE BOIH
710 3HAYMMO TO-TOJISIMO TTOHKEHUE Ha TIII0KO03aTa B IUIa3MaTa Ha IIaJHo Ha 28-a

cenmuna : -3,66 mmol/l (-65,8 mg/dl) B cpaBrenue ¢ -2,73 mmol/l (-49,2 mg/dl) npu camocTosTenHO
npuwioxkenue Ha nanarmdnosut (p <0,001) u -2,54 mmol/l (-45,8 mg/dl) npu camocTosTenHO
npuiokeHue Ha ekseHatuz (p <0,001).

B crienuanHo npoydBaHe Tpu NaIMeHTH che 3axapel auaber ¢ eGFR > 45 1o < 60 ml/min/1,73 m?
JICUECHUETO C Janarin¢IIo3uH MoKa3Ba MOHWKEHUE Ha MJIa3MeHaTa III0K03a Ha II1aJHo Ha 24-a
cenmunad: -1,19 mmol/l (-21,46 mg/dl) B cpaBrenue c -0,27 mmol/l (-4,87 mg/dl) 3a nmane6o
(p=0,001).

Tlocmnpanouanua 2noxoza

Jleaenueto ¢ 10 mg nanmarnudo3uH, KaTo TOMBIHUTETHA TEPANUS KbM TIMMETHPHI, BOJH 10
CTAaTUCTUYECKHU 3HAYMMO MMOHMKaBaHE Ha KOHIICHTpALKATa Ha TJII0K03aTa B KPbBTA 2 4yaca clel
XpaHeHe Ha 24-a ceqMuIla, KaTo To3M e(eKT ce 3ama3sa 1o 48-a ceMuIa.

Jleaenuero ¢ 10 mg nanmarnmudno3uH, KaTo TOMBIHATEIHA TEPAUs KbM CUTATIUITHH (ChC WIH 03
MeT(hOpPMUH), BOAH J0 TIOHWKABaHE HA KOHIIEHTpAIMATA Ha TIII0KO3aTa B KPHBTA 2 Yaca Clie/] XpaHeHe
Ha 24-a ceaMuIIa, KaTo To3H e(heKT ce 3ama3Ba 1o 48-a ceqMuIia.

KOM6I/IHI/IpaHaTa TCpaIrusa Ha nanarnﬂ(bnomH 10 mg 1 CK3CHAaTU C YABJILKCHO OCBO60)KI[aBaHC BOIHU
A0 3HAYUMO MO-TOJIAMO MOHUKCHUC HA MMOCTIPaHAWAIHATA I'TIFOKO3a Ha 2—pI/I$I yac Ha 28-a ceaMuia B
CpaBHCHUEC CHC CAMOCTOATCIIHOTO MPUIIOKCHUC Ha BCCKU CIUH JICKAPCTBCH IIPOAYKT.

Tenecrno meano

Jleaenueto ¢ 10 mg namarnmudao3uH KaTo MOMBIHATEIHA TEpaus KbM MeT(hOPMHUH, TITHMETTUPH/I,
MeTGOpMUH U CyI(HOHUITYPEHHO IPOU3BOAHO, CUTATIIMITHH (ChC MM 6e3 MeT(HOPMHH) WM HHCYJINH,
BOJIM JIO CTATHCTUYECKH 3HAYMMO TTOHMKaBaHe Ha TEJIECHOTO Teryio Ha 24-a cemmutia (p <0,0001,
Tabmuiy 4 u 5). B meirocpoynnTe npoy4yBaHus Te3u edekTu ce 3amazpar. Cien 48 cemmuiy,
pasnuKaTa IMpy Aanarauduio3nH KaTo AOMbIIHEHHE KbM CUTATJIMIITHH (ChC UM 0€3 METPOPMHUH), B
cpaBHeHue ¢ mwianeobo, e -2,22 kg. Cnex 102 cenmuny, pa3zinukara npy Aanariu@ao3uH KaTo
JOITBJIHEHUE KbM MET(OPMUH, B CPaBHEHHUE C IJIare0o0 Wiv KbM WHCYJIHH, B CpaBHEHHE ¢ TuIaneoo, e
ChOTBETHO -2,14 m -2,88 kg.

Karo momenauTeNHA TEpanmus KbM MET(HOPMHUH B €THO aKTUBHO KOHTPOJIUPAHO, HENH(EPHOPHO
KIMHUYHO W3MHUTBAaHE, ANariu(IIO3uH BOJIHU 10 CTATHCTUYECKH 3HAYUMO TTOHMKEHHE Ha TEJIECHOTO
TErII0, B CPaBHEHHUE C MUMU3U OT -4,65 kg cien 52 ceqmuru (p <0,0001, Tabmuma 3), koeto ce
nogabspxa cien 104-a u 208-a ceamuna (cpoTBeTHO -5,06 kg 1 4,38 kg).

KomOunauusta Ha nanarnugno3us 10 mg u eK3eHaTua ¢ YABIDKEHO 0CBOOOXKJaBaHE MTOKa3Ba
3HAYUMO MO-TOJISIMO TIOHIKEHHE Ha TETJIOTO B CPABHEHHE ChC CAMOCTOATEIHOTO MPUIOKEHUE Ha
BCEKM €IMH JieKapcTBeH npoaykT (Tabmuma 8).

[IpoyuBaHe ¢ MPOIBIHKUTETHOCT 24 CeAMHUIIN, BKIFOUBAIo 182 manueHTH ¢ AnadeT, U ¢ U3MONI3BaHe
Ha JIBOMHOeHepruitHa peHTreHoBa abcopormomerpus (DXA) 3a omeHKa Ha TelecHaTa CTPYKTypa,
MoKa3Ba MmoHmkeHue 3a 10 mg manarnugio3uH Turoc MeThOPMIUH, B CPAaBHEHHE C TIANe00 TUTF0C
MeT(hOpPMUH, ChOTBETHO 0 OTHOIICHHUE TT0-CKOPO Ha TEJIECHOTO TETrJo U onpeeneHata ¢ DXA
MacTHa ThKaH, OTKOJIKOTO 10 OTHOIIIEHHE Ha MyCKYyJTHAaTa ThKaH U 3ary0aTa Ha TEYHOCTH.
[oxmpoyuBane ¢ m3non3Bane Ha IMP moka3Ba, e B cpaBHEHUE ¢ TUIane00 TUTI0C METHOPMUH,
nedeHueTo ¢ Forxiga mmoc MeTopMuH BOAM 0 HaMallsiBaHE Ha YHCIIEHATa CTOMHOCT Ha
BHCIIEpaIHaTa MaCTHA ThKAaH.

26



Apmepuanno Hanrseane

Criopes mpeiBapuTEIIHO YTOYHEH COOpeH aHan3 Ha 13 miamne0o-KOHTPOIUPaHU IPOyYBaHUs,
nedenuero ¢ 10 mg nanarnudro3uH BOIM 10 TPOMsIHA Ha 24-a ceIMUIla Ha CHCTOJIHOTO apTepUATTHO
HaJsiraHe, B CPaBHEHUE C U3X0HATa CTOMHOCT ¢ -3,7 mmHg, a Ha nuactonHoro — ¢ -1,8 mmHg,
JIOKATO MPH MPUEM Ha TUTale00 ChOTBETHUTE CTOHHOCTH ca -0,5 mmHg 3a cucTomHOTO apTepuaiHo
Hasrane u -0,5 mmHg 3a nuactonnoTo. [logo0HO MoHMKeHHE € HabroaaBano 1o 104-a ceamuna.

KomOunupanara tepanust Ha nanariugno3ut 10 mg u eK3eHaTuA ¢ YABIKEHO 0CBOOOKIaBaHE BOIH
710 3HAYUMO O-TOJIAMO MMOHM)KEHNE HAa CUCTOIHOTO apTepHAIHO HaJIsraHe Ha 28-a cenMuIa

(4,3 mmHg) B cpaBHEHHUE ChC CAMOCTOSTEIHOTO NMpHIOKeHne Ha aanarnudiosuH (-1,8 mmHg,

p <0,05) 1 caMOCTOSTETHOTO NPUIIOKCHUE HA EK3EHATU] C YABIKEHO ocBoOoxaBane (-1,2 mmHg,
p <0,01).

B nBe 12-ceamuunu miane00-KOHTPOIMPaHH KIMHIUYHYU TpoyYBaHws, mpu o010 1 062 manueHTH ¢
HEeaJIeKBaTHO KOHTPOJHUPaH AUa0eT THM 2 ¥ XUIEPTOHUS (BBIIPEKU MPEANIECTBANIOTO CTA0MITHO
nedyenne ¢ ACE-I mimm ARB B enno ot m3nutBanuaTa, u ¢ ACE-I unn ARB mimroc eqHo TOTBIHATEIHO
AHTHXUTNIEPTEH3WBHO JICYCHHUE B IPYTOTO KIMHUYHO MPOYIBaHe), ca JiekyBaHu ¢ 10 mg
nanarmuduo3ud win miarneto. Ha 12-a cenMuia v B [BeTe KIMHUYHU TPOYYBAHUS TanariauQIIo3uH
10 mg mrtoc 00M4aiHOTO aHTHUANAOETHO JICUSHHE € IOBEIO 110 mogoopeHue Ha HbA 1¢ n moHmkeHnue
Ha TIare00-KOPUTHPAHOTO CUCTOTHO apTepUATHO HaJsTaHe, ChoTBeTHO cpenHo ¢ 3,1 u 4,3 mmHg.

B crniermanzo mpoyduBaHe npu manueHTH che 3axapeH quabdetr ¢ eGFR > 45 no < 60 ml/min/1,73 m?,
JICYEHUETO C NanaraudgIIo3nH MOKa3Ba HaMaJIeHe Ha CUCTOJIMYHOTO apTePUATHO HAJISTaHEe B CETHAIO
noJjoxeHue Ha 24-a ceqmuua: 4,8 mmHg B cpaBHenue ¢ -1,7 mmHg 3a mutane6o (p < 0,05).

Tnuxemuuen koumpon npu nayuenmu ¢ ymepeno owvopeuno ygpesicoane Xb3 34 (eGFR > 45 do

< 60 ml/min/1,73 m?)

EdukacHocTTa Ha qamarmudio3uH € OlleHeHa B CIIEIHATHO MTPOyYBaHe P MAIUEHTH ChC 3aXapeH
muabet u eGFR > 45 1o < 60 ml/min/1,73 m2 ¢ HemocTaThueH TIMKEMHYEH KOHTPOJ ChC CTaHAapTHA
Tepanus. Jledennero ¢ ganarnuIo3uH BoaU 10 HamaneHne Ha HbAlc u TenecHOTO Termo B
cpaBHeHue ¢ ianebo (Tabmmma 9).

Tabsmua 9. Pe3yaraTu Ha 24-a ceqMuna oT M1a1e00-KOHTPOJIMPAHO NPOyYBaHe HA
nanaraudgI03HH NPH NAHEHTH Che 3axapen auader n eGFR > 45 10 < 60 ml/min/1,73 m’

Janaraudaosun® Ilnanedo’
10 mg

NP 159 161
HbAlc (%)
WzxomHa croitHOCT (cpemHa) 8,35 8,03
[IpomsiHa OT U3XOAHOTO HHBO® -0,37 -0,03
Paznuka cnpsmo wiane6o° -0,34*

(95% CI) (-0,53; -0,15)
Teaecuno rerJo (kg)
Wzxomua croitHOCT (cpemHa) 92,51 88,30
[IponienTHa MPOMSIHA OT U3XOJHOTO HUBO" -3,42 -2,02
Pasnuka B mporieHTHATA TPOMSIHA CIIPSIMO -1,43%
mane6o’ .

(95% CI) (-2,15; -0,69)

* MerdopMuH nim MeThOPMHUHOB XHIPOXJIOPHL ca YacT OT CTaHAAPTHATA TEPanHs IpH ChOTBETHO 69,4% 1
64.0% OT manueHTrTe B TPYNUTE C Aanarin(IIo3wuH U 1mIamneoo.

® Cpenna croiHOCT, KOopurupana (1o MeTo/la Ha Haii-MaJKUTE KBaIpaTH), CIIPSMO H3XOIHATA CTOWHOCT.

*[Toyry4eHo OT cpeaHaTa CTOMHOCT, KOpUrupaHa (I10 MeTo/a Ha Hali-MaJIKUTe KBaApaTH), CIIPIMO H3XOIHA

CTOMHOCT.
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" p<0,001

Hayuenmu ¢ usxoona xouyeumpayus na HbAIlc > 9%

[IpenBaputenHo yTOUHEH aHAIN3 IPH MAMEHTH ¢ U3X0AHa KoHIeHTpaust Ha HbAlc > 9,0%
MOKa3Ba, e yiedeHnero ¢ 10 mg manaraudo3uH BOAU 0 CTATUCTHYECKH 3HAYMMO ITIOHM)KaBaHEe Ha
koHIeHTpanuaTa Ha HbAlc Ha 24-a ceamuiia U KaTo MOHOTepanus (KOpUrupaHa cpeiHa MpoMsHa B
CpaBHEHUE C U3XO0HATA CTOWHOCT: ChOTBETHO -2,04% 1 0,19% 3a 10 mg manarnudno3uH u miane6o),
1 KaTo 00aBKa IpH JieueHne ¢ MeT(popMHH (KOpUTHpaHa CpellHa MPOMSIHA B CPAaBHEHHUE C M3XO0IHATA
CTOHHOCT: ChOTBETHO -1,32% 1 -0,53% 3a manarnmudio3us u miane6o).

Covpoeunocv006 u bvbpeuer uzxoo

EdexrbT Ha nanarnudiao3ud BepXy cbpaeuHochaoBuTe choutus (Dapagliflozin Effect on
Cardiovascular Events, DECLARE) e MexxayHapoiHO, MHOTOLIEHTPOBO, PAHAOMHU3UPAHO,
JBOWHOCIIATIO, TJAe00-KOHTPOIUPAHO KIMHUYHO NPOyYBaHe, MPOBEIEHO, 3a Ja C ONpeIein
edexThT Ha nanarniIo3uH B CpaBHEHHE C IUTaLeO0 BHPXY ChPACYHOCHAOBHS U3XO0J, KOraTo ce
n00aBH KbM HACTOSIILIOTO OCHOBHO JieUeHHE. BCHUKY ManuenTH nMar 3axapeH AuadeT TUIl 2, KaKTo U
Hail-MaJIKO J1Ba TOMBJIHUTEIHU ChPICYHOCHI0BH PUCKOBH (hakTopa (BB3pacT > 55 roAMHU 3a MBKE
iy > 60 TOAMHY 3a KEHU U €IHO WM TIOBEYE OT CIACTHUTE AUCIUIHIECMHUS, XUTIEPTOHHS WIN
HACTOSILO TIOTIOHOMYIICHE) MM YCTAHOBEHO CHPACYHOCHIOBO 3200 IsIBAHE.

Ot 17 160 pangomuzupanu naruenty, 6 974 (40,6%) uMaT ycTaHOBEHO ChPJICYHOCHIOBO 3200 IsIBaHE
a 10 186 (59,4%) HaAMaT ycTaHOBEHO CHPAEYHOCHAOBO 3a00isBaHe. 8 582 manueHTu ca
pangoMusupanu Ha 10 mg manarnudio3ud u 8 578 Ha manebo U ca MPOCIEACHH C

MeanaHa 4,2 TOTUHM.

CpenHata BB3pacT Ha MOIYJANUATA B IPOoy4BaHeTo ¢ 63,9 roaunun, 37,4% ca xenu. O6mo 22,4% ca ¢

nuabet < 5 TOAMHU, CpeTHATa MPOIBIDKUTETHOCT Ha quabeta e 11,9 roguan. Cpenausat HbAlc e
8,3% u cpenausat BMI e 32,1 kg/m”.

Ha usxoano vuBo 10,0% oT nanueHTUTE ca ¢ aHaMHE3a 3a ChpAeYHa HeAoCcTaThbuHOCT. CpenHara
eGFR e 85,2 ml/min/1,73 m?, 7,4% ot nmauuentute uMat eGFR < 60 ml/min/1,73 m” u 30,3% ot
MalMeHTUTE UMaT MUKPO- WK Makpoanoymunypus (cborBeTHO UACR > 30 mo < 300 mg/g unn
> 300 mg/g,).

IToBeuero manmenTu (98%) ca mpuemany €AHO WM OBEYE aHTUANAOECTHH JIEKAPCTBEHHU NMPOAYKTH Ha
W3XOAHOTO HUBO, BKIIOUMTETHO MeThopMuH (82%), nncynuH (41%), u cyndonwmtypeitnu
nipousBoaaH (43%).

[IppBUUHUTE KpaliHU TOYKU Ca BPEMETO 10 IBPBO CHOUTHE OT ChCTaBHATA KpaiHa TOUKa C
KOMITOHEHTH ChPACYHOCH0BA CMBPT, MUOKapAeH HH(papKkT win ucxemuueH nacyatr (MACE) u
BPEMETO JI0 IbPBOTO CHOUTHE HA ChCTABHATA KpaliHa TOYKA OT XOCHHUTAIN3ALM [TOpaan ChpaeuHa
HEIOCTAaThYHOCT WM ChPJAEYHOCHI0BA CMBPT. BTOpHYHKTE KpailHU TOUKH ca ObOpevHa ChCTaBHA
KpaifHa TOYKa ¥ CMBPTHOCT IO BCSIKAKBA MPUYUHA.

Tonemu nedxcenranu cobpOeUHOCHLO0BU CHOUMUS

10 mg nanarnugao3uH AEMOHCTPUPA HE TO-MaJIKa e(pUKACHOCT CIPSIMO IJ1anedo 3a ChbCTaBHATA
KpaifHa TOYKa C KOMIIOHEHTH ChPJCYHOCHI0BAa CMBPT, MUOKapAECH HH(APKT WM HCXEMUYEH HHCYIT
(emrocTpanna p < 0,001).

Cvpoeuna HedoCcmamv4HOCH UIU CbPOEUHOCLO08A CMBP

10 mg ganarnugao3uH IEMOHCTpHpa MPEBB3X0ACTBO CHPSAMO ITaneto B IpeI0TBpaTsiBaHe Ha
ChCTaBHATA KpailHa TOUKa XOCIIUTAIN3ALMS IOPaad ChbpACYHA HENOCTATHYHOCT HIIH ChbPACYHOCHI0BA
cMbpT (Purypa 1). Paznukara B eexTa OT JIEUCHUETO C€ ABJDKH HA XOCHUTAIU3ALKUS TOPaan
ChpZEYHA HEJOCTAaTBYHOCT, 0€3 pa3irKa B ChpleuHOCHA0BaTa cMBpT (Purypa 2).
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[lon3zata ot neyenuero ¢ ganariau@ao3uH cupsaMo mianedo ce HabMoaaBa, KaKTO NPH MAUEHTHTE ChC
nunu 6e3 yCTaHOBEHO ChPICUYHOCHI0BO 3a00IIsIBaHe, TaKa U PH TE3U ChC WIH 0€3 ChpACYHA
HEIOCTAThYHOCT Ha U3XOAHO HUBO U CHOTBETCTBAIA B OCHOBHHUTE IMOATPYIIH, BKIIIOYUTEIHO BB3PaCT,
non, 6b0peuna Gpynkuus (eGFR) u peruon.

®urypa 1: Bpeme 10 mbpBa XOCIUTAIM3ALHUSA MOPAIH ChbPAEYHA HEAOCTATHYHOCT WM
CbPAEYHOCHAOBA CMBPT

77 I'pyna na neyenne
""" Janarnudmnosux
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1]
Ll Janarandio3ul cup. mianedo
o HR (95% CD: 0,83 (0,73, 0,95)
01— T T T T T T T T T
0 6 12 18 24 30 36 42 48 54

Mecenn cienx PaHAOMM3AUATA
Halll/leHTH B PUCK:

Jamarnugmosus: 8582 8517 3415 8322 8224 8110 7970 7497 5445 1626
Mnamebo: 9578 8485 8387 8259 8127 8003 7880 7367 5362 1573

IMarreHTH B pUCK € OpOSAT Ha MAMEHTUTE B PUCK B HAYAIOTO HA MEPHOJIA.
HR=koedunuent na pucka Cl= moBepureneH HHTepBall.

Pe3ynrarute 3a mbpBUYHUTE U BTOPUYHUTE KpallHU TOYKH ca oka3aHu Ha durypa 2. [IpeBbp3x0AcTBO
Ha Janarnuduio3uH cupsamo mianedo He e nemoncTpupano 3a MACE (p=0,172). [Topagu ToBa
OpOpeuHara chbCcTaBHA KpalfHa TOYKA M CMBPTHOCT 110 BCSKAaKBa IIPUYMHA HE ca MPOYUBAHU KaTO YacT
OT IIpoIelypaTa MOTBbPAKAaBalla MPOyYBaHETO.
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®urypa 2: EdexTu 0T JedeHHeTO BbPXY IbPBUYHUTE CHCTABHU KPaiilHM TOYKH U TEXHHTE
KOMIIOHEHTH U BTOPHYHHUTE KPailHA TOYKH U KOMIIOHEHTH

Janaraadaosen  Iliaumefo Koed T HA pHCKA P
n (%) n (%) (95% CI)
(N=8582) (N=8578)

IIspeH9HE KpaiiHl TO9KHE
C paiina ToUKa ¢ TH XOCTIHTATHIALHA 33 —-— 41749 496 (3.8) 0,83(0,73; 0,95 0,005
ChpOedHa KQJOCHTB‘IKDCTJ"%PBMBCMOBS CMBPT
c pafina TowKa ¢ TH CHPI owrspr/ =t 756 (3.8) 503 (9.4) 093(084:108) 0172
MHOKapaeH HHBapRT/HCXeMEYeH HECYAT
FKoMIoHeRTH Ha CBCTAEHHTE KPaiHE TOUEH

XoCIHTATHIANHA IPH CHPOETHA HENOCTATEIEOCT —a— 212(2.5) 286 (3.3) 0,73 (0,61; 0.88) ={0,001

CrpIeuHoCEI0EA CMEPT —a— 245(2.9) 248029 0,98 (0,82;1.17) 0,830

Muorapaes EdapkT —— 393 (4.6) 4415.1) 0,89 (0,77: 1,01) 0.080

Hexenmaen uacymr —— 23527 23127 1.01(0.84; 1.21) 0.916
BropuaHE KpaiiHE TOYKH
Enbpeuna cucrasma spafina Tousa - 370(43) 180 5.6) 0.76 (067,087 <0,001
brOpednE KOMIOHERTH: ’ ’ ’ T :

Tpaitro mommaeme Ha eGFR. —= 120 (1.4) 21(2,6) 0,54 (0.43; 0,67) <0,001

Tepuumanse SedpedHo saforiEane - 6(<0,1) 19(0,2) 0,31 (0,13, 0,79 0,013

Bripedna cubpT = 6(=0,1) 10(0,1) 0,60 (0,22; 1,63) 0324
CMBPTHOCT N0 BCAKAKEA NPHYNHA —— 32906, 370(6.6) 0,93 (0,82; 1,04) 0.198

B moasa Ha ganarnadmoosHE B noasa Ha mmanebo
T T T T T TT
02 04 06 08 112 16

BbrOpeuna cbcTaBHA KpaiiHa TOYKa, ONIPE/eNIeHa KaTo: TpaitHo NOTBhpAeHO > 40% monmkenue Ha eGFR o eGFR

<60 mL/min/1,73 m? u/uu TepMuHaIHa 660pEUHa HEAOCTATHYHOCT (Iuanu3a > 90 1Hu Wik OLOPEYHa TPAHCIUIAHTALIUS,
Tpaiino notebpaena eGFR < 15 ml/min/1,73 m?) u/uu 6b0pedHa WK ChPAEYHOCHI0BA CMEPT.

P-CTOMHOCTHUTE ca ABYCTPAHHH. P-CTOHHOCTUTE 32 BTOPHYHUTE KPAiHHU TOYKHU U 32 OTACITHUTE KOMIIOHEHTH ca HOMUHAIHU.
BpemeTo 10 TbpBO CHOUTHE € aHATM3UPaHO B Mojien Ha COX 32 NPOMOPLHOHAIHOCT Ha PUCKa. BposT Ha mMbpBUTE CHOUTHS 3a
OT/ICTHUTE KOMIIOHEHTH € IeHCTBUTEIHUAT Opoii Ha IIbPBHUTE CHOMTHS 32 BCEKH KOMIIOHEHT U He ce 100aBsi KbM Oposi Ha
cbOUTHATA B ChCTABHATA KpaiiHa TOYKA.

CI = noBepuTeneH HHTEPBAI.

Hegponamus

Hanarnudno3uH HaMasgBa 4ecToTaTa Ha CbOUTHATA OT ChCTaBHATA KpaifHa TOYKA — MOTBBPICHO
TpaiiHo noHmwkeHne Ha eGFR, TepMunania 6p0pedHa HeAOCTaTHYHOCT, OBOpEYHa WK
CHPACYHOCHAOBA CMBPT. Paznnkara Mexy rpynuTe ce IbJDKM Ha HaMaJlsiBaHe Ha ChbOUTHATA Ha
OBOpeUHUTE KOMIIOHEHTH; TpaiiHo noHmwkenne Ha eGFR, Tepmunanna 6p0peyHa HEAOCTATBYHOCT U
0p0peuna cMbpT (Purypa 2).

Koeduuuentst Ha puck (HR) 3a Bpemeto no nHedponatus (Tpaitno nonmxenue Ha eGFR, repmunanna
0b0peuHa HegocTaThYHOCT B 0hOpeuHa cMbpT) € 0,53 (95% CI 0,43, 0,66) 3a qamarmudao3uH CpsMo
taneoo.

B nonbnnenue, ganarnudao3nH HaMalsBa pa3BUTHE Ha de novo Tpaitna anoymunypust (HR 0,79
[95% CI 0,72; 0,87]) u Boau 1o mo-rojisiMa perpecus Ha Makpoanoymunypusita (HR 1,82
[95% CI 1,51; 2,20]) B cpaBHEHHE C L1aneoo.

C’LD)_IGLIHB, HEAOCTATHbYHOCT

Ipoyusane DAPA-HF': cvpoeuna HedocmamvyHoCH ¢ HaMaleHa hpakuus Ha usmiackeane

(LVEF < 40%)

Hanarnudao3uH 1 MpeBeHIM Ha HEXXEIaHU pe3yTaTH IpH cbpaeuHa HegoctarbuHocT (Dapagliflozin
And Prevention of Adverse outcomes in Heart Failure, DAPA-HF) e mexxaynapomaHo,
MHOTOLIEHTPOBO, PaHIOMU3HUPAHO, ABOHHOCIISAINO, KOHTPOJIUPAHO C MIIane0o0 MpoyyBaHe NpH MaueHTH
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ChC ChpJedHa HemocTaThuHOCT ((pyHkimoHaneH kiac [I-IV mo New York Heart Association [NYHA])
¢ HamaJieHa (pakLus Ha U3TIacKBaHe (JieBokaMepHa (paxuusa Ha uztnacksane [LVEF] <40%) 3a
omnpezesnsiHe Ha edekTa Ha JanaringIo3uH B CpaBHEHHE C M1anedo, Korato € 400aBeH KbM OCHOBHO
JieYeHHe, IPUJIaraHo KaTo cTaHJapTHa MEAULMHCKA TPHKa, BbPXY YECTOTaTa Ha ChPAEYHOCHI0BA
CMBPT U BIIOLIABaHE HA ChpJIcYHATa HEIOCTATHYHOCT.

Ot 0010 4 744 manmenty, 2 373 ca pangoMusupany B rpynara Ha 10 mg nanarnudmos3us u 2 371 Ha
tane0o, KaTo ca mpocieleH: 3a IeproA ¢ Meauana oT 18 mecerna. CpenHara Bb3pact Ha
MOITyJIALlKATa B POYYBAHETO € 66 ToAnHH, KaTo 77% ca MBbXKe.

Ha u3xonno HUBO 67,5% 0T manuenture ca kiacudunupanu xiac Il mo NYHA, 31,6% xirac 11l u
0,9% knac IV, c menuana Ha LVEF 32%, kato 56% oT cnydanuTe Ha ChbpA€4YHA HEAOCTATHYHOCT Ca C
rncxeMuuHa, 36% oT ciydyauTe ¢ HerucxeMuuHa u 8% ¢ Heu3BecTHa eTuoiorus. BeB Besika rpymna Ha
nedeHue 42% OT MalMEHTHUTE ca C aHaMHe3a 3a 3aXapeH AuadeT TUIl 2, KaTo JOITBJIHUTENHO 3% OT
MAIUEHTHUTE BHB BCSIKA TPyTia ca KIaCH(PUIIMPaHU KaTo TaKMBa ChC 3aXapeH auadet tuml 2 Ha 0azara Ha
HbAlc > 6,5%, kaKkTo npu BKIIIOUBAHETO, TaKa U IpU paHaoMu3upanero. [larmenTure ca Ha nedeHue,
MpWJIAraHo KaTo cTaHjapTHa rpuxka; 94% ot 1sx ca nexysanu ¢ ACE-I, ARB wunu ¢ aHrnoTensus
penentopeH Henpum3uHOB HHXUOUTOP (ARNI, 11%), 96% c 6era-610kep, 71% ¢ aHTaroHucT Ha
MuHepankopTukouanus peuentop (MRA), 93% c auypeTtuk u 26% ¢ IMIUTAaHTHPYEMO YCTPOWUCTBO (¢
nedudpriaTopHa GyHKLIU).

B npoyuBaHeTo ca BKIouBaHu camo naruenty ¢ eGFR > 30 ml/min/1,73 m”. Cpeanara aputMeTHYHA
croiinoct Ha eGFR e 66 ml/min/1,73 m?, kato 41% ot maumentute ca ¢ eGFR < 60ml/min/1,73 m’? u
15% ca ¢ eGFR < 45 ml/min/1,73 nr’.

Cupoeunocv006a cMbpm U 610UABAHE HA CLPOSUHAMA HEOOCMAMBYHOCH

Hanarnudno3uH nokasa TepaneBTHYHO NPEBB3XO0ICTBO CIPIMO MIanedo NpHu MPeBeHIHTa Ha
I'bPBUYHATA ChCTaBHA KpaliHa TOYKA ChPAEYHOCHA0BA CMBPT, XOCIIUTAIM3ANS IOPAJH ChbpACUHA
HEIOCTAaThYHOCT MJIH MTOCEIIEHHUE MO CHELIHOCT Nopaau chpaeyHa Hepocrarbunoct (HR 0,74

[95% CI 0.65, 0.85], p <0.0001). EdexTpT € HabMI0AaBaH PaHo U € MOJABPKAH 0 BpeMe Ha LAJI0TO
npoyusane (Durypa 3).
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®urypa 3: Bpeme 10 TbpB0O HACTBIIBAHE HA CbCTABHATA KPaliHa TOYKA - ChPACYHOCHA0BA
CMBPT, XOCITUTAJIM3AIHUS, TOPAAU CbPAEYHA HEJOCTATHYHOCT HJIH MOCEIIeHHe 10 CIICIIHOCT
NMOPaau ChbpAEeYHA HEAOCTATHBYHOCT
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Mecenn c;1e1 paHIOMH3AUHATA

panarmidaosmH:2373 2305 2221 2147 2002 1560 1146 612
maue60:2371 2258 2163 2075 1917 1478 1096 593

IMoceleHue Mo CHEMIHOCT NOPay ChplIeYHa HEAOCTATHYHOCT ce NeMHUPA KAaTo CIICIIHA, HEIJIaHUpaHa OLEHKa OT JieKap,
HalpHMep B CIEIIHO OT/EICHNE, U H3UCKBALLIO JICYCHHE 3 BIIOLICHA ChP/IEYHa HEIOCTATHYHOCT (Pa3IMYHO OT TOBA CaMoO Jia
ce TOBHILH /103aTa Ha AUYPETHK 32 IIEPOPATHO NPHIOKECHHE).

IMarrenTH B pUCK € OpOSAT Ha MAlMEHTUTE B PUCK KbM HAYalOTO Ha MEPUO/IA.

n TPUTC KOMIIOHCHTA HA IbpBUYHATA CbCTAaBHA KpaﬁHa TOYKA UMAT CaMOCTOATCIICH IIPUHOC KbM
TCPAINICBTUIHUA C(i)eKT (d)I/Irypa 4) Hmamo e HIKOIKO MOCCHICHMS IO CIICHIHOCT MMOpaau CbpACUHA
HCOJOCTAaTbYHOCT.
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®urypa 4: EdexTn 0T JTIeueHHeTO BbPXY NBPBHYHATA CbCTABHA KPaliHA TOYKA, Hei{HUTE
KOMIIOHEHTH M CMBPTHOCT 110 BCAKAKBA NPUYMHA

Iloxaszarenu HR (95% CI) YyacTHHIM ChC CHOUTHE HR P-croiinoct
(dectoTa Ha CHOUTHETO) (95% CI)

nanariugIo3uH mianedo

c (N=2373) (N=2371)
'bBKYIHOCT OT CMBPT MOPaIu

CHPIEUHOCHI0BH IPHYHHH, —-— 386 (11,6) 502 (15,6) 0,74 (0,65;0,85) <0,0001
XOCTIUTAIU3alMA Topaay CbpacvyHa
HEJNOCTATHYHOCT, ITOCEHIEHHE T10
CIEMIHOCT OpPaad ChpAcUHA
HEOOCTAaThbYHOCT

XocnuTanu3ays nopajiu } 231 (6,9) 318(9,8) 0,70 (0,59; 0,83) <0,0001
ChpACYHA HEAOCTATHYHOCT —

Ilocemenue 1Mo CIEmHOCT

10pau ChpeuHa [ PR 10 (0,3) 23(0,7) 043 (0,20;0,90) 0,0213
HEOOCTAaThbYHOCT
CMBpT OpaH - 227(6,5)  273(7.9) 0,82(0,69;0,98) 0,0294

CbPACYHOCHAOBU IPUYNHUA

CMBPTHOCT 110 BCSKaKBa —n 276 (7,9) 329(9,5) 0,83(0,71;0,97)  0,0217
pUYHHA
\ I I \
0,5 08 1 1,25 2
nmanaraudio3uH mo-aoope | miaie6o mo-goope

IMoceleHue Mo COEIIHOCT, TOPaAU ChpAeYHa HEIOCTaThYHOCT ce JAe(hHHUpa KaTo CIeLIeH, HeIUIaHUPaH MperJie]] OT JeKap,
HalpHMep B CIEIIHO OT/EICHNE, U U3UCKBALLIO JICYCHHE 3 BIIOLICHA ChP/IeYHa HEIOCTATHYHOCT (Pa3IMYHO OT TOBA CaMo Jia
ce TOBHILH /103aTa Ha AUYPETHK 32 HEPOPATHO NPHIIOKECHHE).

BposT Ha MbpBUTE CHOUTHS 32 OTACITHUTE KOMIIOHEHTH € JICHCTBUTEIHHUAT OpOi MbPBU CHOUTHS 32 BCEKH KOMIIOHEHT U HE Ce
no0aBs KbM Oposi Ha CHOUTHATA B ChCTAaBHATA KpaifHA TOUKA.

YecToTara Ha CHOUTHSATA CE IPEICTABS KaTO OpOoil Ha MAIMEHTHTE ChC CHOTBETHOTO chOUTHE Ha 100 manueHToroAnHu
NPOCIEIsBaHE.

P-CTOMHOCTHUTE 32 BCEKU OT KOMIIOHCHTHTE, KaKTO M 38 CMBPTHOCT 110 BCIKaKBa MPUYMHA C2 HOMUHAJIHH.

Hanarnugao3uH ChIIo Taka BOAU 10 HaMaIsBaHE HA OOLIHs Opoii CHbOMTHS Ha XOCTIUTATU3AIINS,
Mopazay ChbpAcyHa HEIOCTATHYHOCT (IIBPBO U IMOCIEABAIIN) H ChPACYHOCHA0BA CMBPT; ChOOIIaBa ce
3a 567 cpOuTHSA B rpynara Ha ganarimugo3ul copsMo 742 cpOUTHS B rpynaTa Ha mianedo
(xoedunment Ha yecrorara 0,75 [95% CI 0,65; 0,88]; p=0,0002).

[Nom3ara ot neueHueTo ¢ qanariu(Io3uH MPH MAIUSHTH ChC ChPCUHA HEJOCTATHYHOCT Ce
Ha0II0/1aBa, KaKTO MPH TE3W ChC 3aXapeH nuabeT THIl 2, Taka ¥ Ipu Te3u 0e3 nuabder. Jlanarmuduio3nx
HaMaJIsiBa 4YecToTaTa Ha MbPBUYHATA ChCTaBHA KpaifHa TOYKa - ChPACYHOCHI0BA CMBPT U BJIOIIABaHE
Ha cbpjeyHara HepoctarbaHocT, ¢ HR 0,75 (95% CI 0,63; 0,90) npu natmentute ¢ auadet u 0,73
(95% CI 0,60, 0,88) pu manmeHTUTE O3 TUAOET.

Ilomsara oT JIeUYeHUETO ¢ z[ar[arnmbnoan CIIpsIMO rmaue60 10 OTHOIICHUC HAa IbpBHUYHATA KpaﬁHa

TOYKA € B CbOTBETCTBHE U MIPU APYTH OCHOBHU MOATPYIH, BKIIOUUTEIHO ChITBTCTBALIA TEPANUs 3a
ChbpIeYHaTa HelmocTaThYHOCT, ObOpeuna ¢pynkuus (eGFR), Bp3pact, momn u reorpa)cKu periuoH.
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Knunuuen uzxoo, coodugen om nayueHma — CUMIMOMU HA CbPOeUHA HeOOCMAMbYHOCH

EdexTsT oT NedenneTo ¢ nanarmuduio3nH BbpXy CUMIITOMHUTE HA ChpAEYHATa HETOCTATHYHOCT €
OLIEHEH Ype3 OOIIHS CKOP 32 CUMIITOMH OT BBIIPOCHWKA 3a Kapauomuonatus Ha Kanzac cutu (Total
Symptom Score of the Kansas City Cardiomyopathy Questionnaire, KCCQ-TSS), koiiTo u3pazssa
KOJIMYECTBEHO TEKECTTA U YeCTOTaTa Ha CHMITOMUTE Ha ChpAEYHA HEJJOCTATHYHOCT, BKIIFOUHUTEITHO
yMOpsieMOCT, iepudepHU OTOIH, AUCIIHES U opTonHes. O0musaT ckop Bapupa ot 0 mo 100, karo mno-
BHCOKHST € MEPIJIO 3a MO-A00p0 3/[paBOCIOBHO CHCTOSHUE.

Jleuennero ¢ manarauguIo3NH BOAM 10 CTATUCTUYECKU U KIIMHUYHO 3HAYMMa 0132 CIIpsAMO Iuiane6o
[0 OTHOLICHUE HAa CUMIITOMHUTE Ha ChbpPACYHA HEJOCTATHYHOCT, U3MepeHa upe3 npomsHaTta B KCCQ-
TSS na 8-ust Mecer, cripsiMo U3XoAHO HHUBO (KoedunmeHT Ha ycriex (Win Ratio) 1,18 [95% CI 1,11,
1,26]; p <0,0001). KakTo uectoTara, Taka 1 TeKECTTa HA CHMITOMHTE Ca BKJIIOUEHH B PE3YJITATUTE.
[Ton3a ce HabmogaBa KakTo MO OTHOLICHUE HA TOZOOPsIBaHE HA CUMIITOMUTE Ha ChpJcyHaTa
HEIOCTAaThYHOCT, TaKa M [0 OTHOLICHUE HA MIPEBEHLIMS Ha BJIOIIABAHE HA CUMIITOMUTE .

[Ipu ananu3 Ha pecrOH/EPUTE NENBT HA MAIUEHTHTE C KIMHUYHO 3HAaYnMO 1moaoopenue Ha KCCQ-
TSS Ha 8-Mus Mecel cipsMO U3XOTHOTO HHUBO, ONIPEJIEIICHO KaTO pa3jifKa OT 5 WM TIOBEeYE TOYKH, €
OWJI TI0-BUCOK B IpyImara Ha JIeYeHHe C Janarin(Io3uH B CpaBHEHHE ¢ Ta3H Ha 1uiane6o. JenbT Ha
MAIUEHTHUTE C KIMHUYHO 3HAYMMO BIIOIIIABaHE, OTPEACIICHO KaTo pa3jiuKa OT 5 WU IMOBEYE TOUKH, €
OWJI IO-HUCHK B TpyTaTa Ha JieueHue ¢ JanariudIio3ud B CpaBHEHHE C Ta3u Ha 1uanebo. [lomure,
HaOII0/JTaBaHU MIPH TANIATIU(IIO3UH CE 3ara3Bar, KOTaTo Ce MpuiaraT o-KOHCEpBaTUBHU IPAHUITH 32
MO-TOJIsIMa KIIMHUYHO 3HaunMa npomsiaa (Tabnwmma 10).

Tab6smua 10. Bpoii 1 As1J1 Ha NANUEHTH ¢ KJIMHAYHO 3HAYMMO ogo0peHne 1 BJIOIIABaHe, 110
KCCQ-TSS na 8-mu mecen

IIpomsiHa cIpsIMO M3X0JHO HUBO AANATIHpI03HH mAaneoo
H;) 8-Mm Mece?u' : 10 mg n’=2 062
) n’=2 086
Iloooopenue n (%) n (%) OTHouIeHHe p-croiinoct’
nonodpenn’ nonodpenn’ ma
HIAHCOBETE
(95% CI)
> 5 Toukn 933 (44,7) 794 (38,5) 1,14 0,0002
(1,06; 1,22)
> 10 Toukn 689 (33,0) 579 (28,1) 1,13 0,0018
(1,05; 1,22)
> 15 Toukn 474 (22,7) 406 (19,7) 1,10 0,0300
(1,01; 1,19)
Bnowaesane n (%) n (%) OrHouleHHe  p-cToiinoct’
d d Ha
BJIONICHH BJIOLIEHH HIAHCOBETE
(95% CI)°
> 5 TouKH 537 (25,7) 693 (33,6) 0,84 <0,0001
(0,78; 0,89)
> 10 Toukn 395 (18,9) 506 (24,5) 0,85 <0,0001
(0,79; 0,92)
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2 Bpotii Ha manuenture ¢ HabmonaBan KCCQ-TSS nnm xouTo ca mounHamy npeau 8-Mu Mecell.

b Bpoii Ha MALMEHTHTE, IPH KOUTO € HAOII0JaBaHo Nogo0peHue ¢ moHe 5, 10 1y 15 TOUKM CIpsAMO M3XOJHO HUBO.
[MarenTHTe, MOYMHAIM NIPEIH Aa/IeHaTa BpeMeBa TOUKa, Ce OTYUTAT KaTo TakuBa Oe3 nonobpenue. [lanueHrure, Y44UTO
0611 pesynratr mo KCCQ-TSS cnpsiMo n3X0IHO HUBO € TBBPJIE BUCOK, 32 JIa C€ OTYETE MOA0OPEHHUE, CE OTYUTAT KaTo
TaKMBa ¢ HOOOPEHHUE, aKO 3aIa3sT ChIIHS Pe3yITaT M Ha §-MHUsI MECell.

¢ [Ipu oTunTane Ha MOAOOpPEHNE CHOTHOIIICHNE Ha MaHCoBeTe > | € B moi3a Ha gamaraudiao3ud 10 mg.

4 Bpoii Ha MALKEHTHTE, IIPH KOUTO C€ HAOIIOABa BIOIABAHE C IIOHE 5 WK 10 TOYKU CIPAMO U3XOIHO HUBO.
[NanmenTHTe, MOYMHAIM IPEIU JaieHaTa BpeMeBa TOUKa Ce OTYMTAT KaTo TaKuBa 0e3 moJoopeHne

¢ IIpu oTuMTaHe Ha BIOIIABAHE CHOTHOIICHUE HA aHcoBeTe < | ¢ B mon3a Ha aanariauduio3ud 10 mg.
f p-crolinoCcTHTE Ca HOMUHAIIHMY.

Hegponamus

CpoO1eHn ca HIKOJIKO ChOUTHS, CBBP3aHu ¢ ObOpedHaTa ChbCTaBHA KpaiHa TOYKa (MOTBBPACHO
TpaiiHo HamazeHue > 50% na eGFR, ESKD unu 660peuna cMbpT); yectorata e 1,2% B rpynara Ha
nanarnudiosus 1 1,6% B rpynaTa Ha miane6o.

Hpoyvusane DELIVER: Cvpoeuna HedocmamvyHoCh C 1eGoKamepHd hpakyus Ha u3miackeane

> 40%

Onenka Ha ganarau@ao3uH 3a nofoOpsBaHe )KUBOTA HA MALMEHTUTE ChC ChpJIedYHa HEAOCTATHYHOCT
cbe 3ana3eHa gpakuus Ha u3tiaacksane (Dapagliflozin Evaluation to Improve the LIVEs of Patients
with PReserved Ejection Fraction Heart Failure, DELIVER) e MmexxayHapoJHO, MHOTOLIEHTPOBO,
PaHIOMHU3UPAHO, IBOMHOCIIAIO, Iale00-KOHTPOJIMPAaHO MPOYYBaHE MPH MALMEHTH HA Bb3pacT

> 40 rogunau cbe chpaeuna HenoctarbaHOCT (Kiaac [I-IV mo NYHA) ¢ LVEF > 40% u nanau 3a
CTPYKTYPHO CHPJEYHO 3a00IsIBaHe 3a ONpenessiHe Ha edekTa Ha ganarin@iao3rH B CpaBHEHHE C
1ane0o BbPXY YeCTOTaTa Ha ChPACYHOCHI0BA CMBPT U BJIOIIABAHETO HAa ChpACYHATA
HEIOCTAaThYHOCT.

Ot 6 263 manuentu 3 131 ca pangomusupanu Ha nanarnuduiosus 10 mg, a 3 132 - va nnane6o u ca
MpOCIIeIeH: 3a MeauaHa oT 28 mecena. B mpoyuBaneTo ca BiroueHu 654 (10%) mamuenTH ¢
MOJOCTPa ChpAeYHA HEAOCTATHYHOCT (ONPEAETICHN KaTo paHJOMU3UPaHH 10 BpeMe Ha
XOCTIHMTAIN3ALMS TOPaIy ChpJeyHa HEIOCTAThYHOCT WK B paMKkuTe Ha 30 JHU Clle N3MUCBAHETO).
CpenHata Bb3pacT Ha MOMyJIalKs B IPOYYBAHETO € 72 TOAMHH, a 56% ca MBXKe.

Ha u3xoano HUBO 75% oT manmenTute ca kinacudunupanu karo knac 11, 24% - xaro kmac 111, a 0,3% -
kato kinac IV mo NYHA. Menuanara sa LVEF e 54%, 34% ot naumenture umat LVEF <49%,

36% - LVEF 50-59%, a 30% - LVEF > 60%. B®B Bcsika rpymna Ha nedenue 45% UMaT aHaMHe3a 3a
3axapeH auadet tum 2. Tepanusata Ha n3xoaHo HUBO BkIouBa ACE unxubutop/ARB/ARNI (77%),
Oera-0mokepu (83%) auyperuu (98%) U aHTAarOHUCTH HA MUHEPATKOPTHKOUAHUTE PELEITOPU
(MRA) (43%).

Cpennara croitHocT Ha eGFR e 61 ml/min/1,73 m?, 49% OT MaIMeHTUTE UMAT
eGFR < 60 ml/min/1,73 m?, 23% - eGFR < 45 ml/min/1,73 m?, a 3% - eGFR < 30 ml/min/1,73 m”.

I[aHaI‘J'II/I(l)J'IO3I/IH MMPEBB3X0XKIAA HJ'Ia]_IC6O 10 OTHOIIICHHUC HAa HaMaJIIBAHC HAa Y€CTOTATa HA MbpBUYHATA
CbCTaBHa KpaﬁHa TOYKA — CbpACYHOCHA0BA CMBPT, XOCIIUTATIU3ALIUA [TOPpAAU ChpACYHA
HEAOCTATBYHOCT WJIM CHCIIHO IMMOCCHICHUC TOpad CbpACYHA HEAOCTATBhYHOCT

(HR 0,82 [95% CI 0,73; 0,92]; p=0,0008) (®urypa 5).
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®urypa 5: Bpeme 10 nbpBa M0siBa HA ChCTABHATA KPailHA TOYKA — CbPAEYHOCHI0BA CMbBPT,

XOCIMUTAJIU3ANMA MOPaIM CHbPACYHA HEAOCTATHBYHOCT WJIM CIICHITHO MOCCHICHME MOpaau CbpaevyHa
HEAOCTATBYHOCT

25 ITnaue6o
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Janaraudgao3uH cnpsamo mianedéo
HR (95% CI): 0,82(0,73,0,92)  P-value: 0.0008
0 -I 1 I 1 1 I 1 I 1 1 I 1 I
0 3 6 9 12 15 18 21 24 27 30 33 36
TlamuenTH B pHCK Mecenu 0T paHAOMH3AIHUATA
Janarnmugnosun: 3131 3040 2949 2885 2807 2716 2401 2147 1982 1603 1181 801 389
Ilnane6o: 3132 3007 2896 2799 2710 2608 2318 2080 1923 1554 1140 772 383

CrientHo nocemeHne Nopaay ChpAedHa HEJOCTaThYHOCT CE OMPEENsI KaTo CIEIIHa, HeIJIaHNpaHa OLICHKa OT JIeKap,
HaIlpuMep B CIICITHO OTAEJICHUE, ¥ M3HUCKBAIl[A JICYCHNE 32 BIOIABAHE HAa ChPJEYHATA HEIOCTATHYHOCT (PA3IMIHO OT IIPOCTO
YBENINYaBaHE HAa MEPOPATHHUTE TUYPETHIH).

[NanmenTu B puck € OposIT HAa MAIMEHTHUTE B PHCK B HAYAJIOTO Ha MEPHOJIA.

Ha ¢urypa 6 e npencraBeH NpMHOCHT Ha TPUTE KOMIIOHEHTA Ha IbPBUYHATA ChCTaBHA KpaiHa TOUKa
3a e)eKTa OT JICUCHHUETO.

®urypa 6: EdexTun oT 1edeHHeTO 32 MbPBHYHATA CbCTABHA KPaiiHA TOYKA U HeHHHUTE
KOMIIOHEHTH

XapakTepHCTHKM Koedument Ha puck YuactHunm cbc chOurne Koedmipuent na puck

(95% CI) (decrora Ha cwbuTHETO) (95% CI)

Hanarmudrosus Inane6o

N=3131) (N=3132)
Chcranena ot ChplieYHOCH/I0BA CMBPT,
XOCTIHTA/IH3AINA ITOPAJIM ChDPIIEYHA HEIOCTAThYHOCT I — 512 (7.8) 610 (9.6) 0,32(0,73;0.92)
CIENIHO ToCeleH e TOPal ChPIEYHA HelOCTATHYHOCT
XoCnuTanu3aus opaju ChpjiedHa HefoCTaThbYHOCT —_— 329(3,0) 418 (6,5) 0,77 (0,67, 0,89)
CrenHo noceuiesme nNopajii ChpjledHa HefloCTaThYHOCT _— 60(0,9) 78 (1.1) 0,76 (0,55; 1,07)
CHpAeYHOCHI0BA CMBPT . 231 (3.3) 261 (3.8) 0,38 (0,74; 1,05)

T T
0,5 038 I 125 2

B nonza Ha ganal‘m{qmoanu
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CHelHo noceleHre Mopaay ChpAeYHa HEJOCTATHYHOCT CE OIPEAEIIS KaTo CIIeIHa, HeIUITaHUpaHa OIIEHKa OT JieKap,
HalpHMep B CIEIIHO OTIeJICHHe, 1 M3UCKBAIlA JICYCHUE 3a BIIOIIABaHE Ha ChpP/CYHATa HEJOCTATHYHOCT (Pa3iIM4HO OT IIPOCTO
yBeJIMYaBaHe Ha MEPOPATHUTE JUYPETULIN).

BposT Ha mbpBUTE CHOUTHS 32 OTACITHUTE KOMIIOHEHTH € NeHCTBUTENHUAT OpOil Ha IIbPBUTE CHOUTHS 32 BCEKU KOMITOHEHT U
He ce cymupa ¢ Oposi Ha chOUTHATA B ChCTaBHATA KpaifHa TOUKA.

YecToTara Ha CHOUTHATA € TIPEACTaBeHA KaTo Opoii ydacTHHUIU che chONTHA Ha 100 ManueHToroAHN Ha MPOCIeIsBaHe.
ChpliedHOCHI0BaTa CMBPT, NPEICTaBeHA TYK KaTO KOMIOHEHT Ha ITbPBUYHATA KpaliHa TOYKa, € H3CJIe/[BaHa ChIIO U IPH
ouLManeH KOHTPOI Ha IPpelikara OT THHI | KaTo BTOpHUYHA KpaifHa TOYKa.

Hanarnugno3uH NpeBb3X0skaa mianedo no OTHOLIEHHE HAa HaMAJISIBAaHETO Ha o01ust Opoii crouTus,
CBBP3aHH ChC CHPACYHA HEJOCTATHUHOCT (OMpEaesieHH KaTo IbPBa U MEPHOANYHA XOCTIUTATN3aINs
Mopajy ChbpJeyHa HEAOCTATHYHOCT WIIM CIICIIHU MTOCEIIEHHUS TOpaan ChpliedHa HEAOCTaThbYHOCT) U

CHPIEYHOCHI0Ba CMBPT. B rpynara na nanarnuduosus uma 815 ce0utus cupsimo 1 057 cebutust B

rpynara Ha mare6o (CrotHomenue Ha yecrorure 0,77 [95% CI 0,67, 0,89]; p=0,0003).

[Tom3a ot neuenuero ¢ qanarnu@II03uH CIPSAMO IUTaNedo O OTHOIIIEHUE Ha ITbPBUYHATA KpaifHa
TouKa e HabOroxaBana B moAarpynure manueHTH ¢ LVEF <49%, 50-59% u > 60%. ChoTBeTCTBAIM Cca
eeKTUTE U B APYTH KITFOUYOBU IMOATPYITH, KATETOPU3UPAHHU HAIIp. 10 BB3PACT, 1MoL, kinac o NYHA,
HuBo Ha NT-proBNP, ¢ monoctpo 3a0omnsBane U chC 3axapeH AuadeT THIl 2.

Knunuuen uzxoo, cvbobwen om nayueHma — CUMRMOMU HA CbPOeUHA HeOOCMAMbYHOCH
JledenueTo ¢ manarnugIIoO3uH BOIU 10 CTATUCTUYECKH 3HAUYMMA T10J132 B CPaBHEHHE C TU1are0o 1mo
OTHOIIIEHUE Ha CUMIITOMHUTE Ha Chp/IeYHa HEJOCTATHYHOCT, U3MEPEHH Ype3 MPOMSHA CIIPSIMO
n3xonHOTO HUBO Ha Mecen) 8 B KCCQ-TSS (Win Ratio 1,11 [95% CI 1,03; 1,21]; p=0,0086). 3a
pe3ynTaTuTe AOMPHUHACAT KaKTO YECTOTaTa, TaKa M MPeo0diiaaBaHeTo, YeCToTaTa i TeXeCTTa Ha
CHUMIITOMHTE.

[Ipu ananu3uTe Ha PECIOHIECPUTE MPOLICHTHT HA NALIUEHTUTE, IPU KOUTO € HACTHIIUIIO YMEPEHO

(= 5 Toukm) nim roxsamo (> 14 toukn) Biomasane Ha KCCQ-TSS crpsiMo M3X0IHOTO HUBO Ha

Mecet 8, € MO-HUCHK B rpymnaTa Ha JiedeHue ¢ aanarnuduiosus; 24,1% ot nanueHTuTe Ha
nanariuduo3uH crpsmo 29,1% Ha mnanebo ca IpeThpIeNd YMEPeHO BIOIIaBaHe (BEPOSITHOCTHO
ceotHOmerue 0,78 [95% CI 0,64; 0,95]) u 13,5% ot manuenTute Ha nanarauduo3ul cupsmo 18,4%
Ha 1iane6o ca mpeThpIIey TOIsIMO BIIOIIaBaHe (BEPOSITHOCTHO ChOTHOIIICHUE

0,70 [95% CI 0,55; 0,88]). [IpomieHTHT HA MAIMEHTUTE C MAIKO JI0 YMepeHo rmogoopenue (> 13 Toukn)
WJIH TOJSAMO TIofoOpenue (> 17 Toukn) He ce pa3audaBa MEeXy TPyIHTE Ha JIeUeHHe.

Coupoeuna nedocmamvunocm 6 npoyusanuama DAPA-HF u DELIVER

B c6opuus ananus Ha DAPA-HF u DELIVER HR 3a ganarnudgmno3un cnpsimo miane6o 3a chCcTaBHAaTa
KpaiiHa TOYKa ChpJEYHOCHI0BA CMBPT, XOCIUTAIN3ALMS TOPaJH ChpIeYHA HENOCTATHYHOCT N
CIEIITHO MOCeIeHNEe Mopaan cChpaedHa HepoctarbaHocT € 0,78 (95% CI 0,72; 0,85), p < 0,0001.
EdexthT 0T NeuenneTo e nocrosiHeH B nenus quanazon Ha LVEF, 6e3 LVEF na orcrnabsa edekra.

B npeasapurenHo onpeneneH cOOpeH aHaIu3 HAa HUBO yYacTHUIM Ha npoyuyBanuara DAPA-HF u
DELIVER panarnugmo3uH B cpaBHEHHE ¢ I1ane00 HaMansBa pucka oT chbpaeuyHochaoBa cMbepT (HR
0,85 [95% CI 0,75; 0,96], p=0,0115). 1 nBeTe npoy4YBaHHs JOIPUHACAT 32 TO3H €EKT.

XpoHnyHO OBLOpeYHO 3a00JIsIBaAHE

[IpoyuBaneTo 3a orieHKa Ha edeKTa Ha JanariuguIo3uH BbPXY pe3yaTaTUTE MO OTHOLICHUE Ha
OBOpenuTe U CHPAECYHOCHAOBATa CMBPTHOCT MPH NAMEHTH C XPOHUYHO ObOpEeUHO 3a00sBane
(DAPA-CKD) e MexmyHapoIHO, MHOTOIIEHTPOBO, PAHIOMHU3UPAHO, JBOWHOCIIATIO, TIaeto-
KOHTPOJIMPAHO MPOYyYBaHE NPH MALMEHTH ¢ XpOoHHYHO OB0peuHo 3abomsBane (CKD) ¢

eGFR > 25 10 < 75 ml/min/1,73 m” u an6ymunypus (UACR > 200 u < 5000 mg/g) 3a onpenensne Ha
edexTa Ha JanarnuQIO3UH B CpaBHEHHUE ¢ TUIaie00 KOraTo € J00aBeH KbM OCHOBHA CTaHAAPTHA
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Tepamnus, BbpXy YecToTaTa Ha KOMIOHEHTUTE Ha ChCTaBHATA KpaifHa Touka, > 50% TpaiiHo HamManeHue
Ha eGFR, repmunanna 6s6peuna negoctarbunocT (ESKD) (nedunupana karo TpaitHu cToifHOCTH Ha
eGFR < 15 ml/min/1,73 m?, XpOHMYHO JMATIM3HO JeYeHHe Wik ObOpeuHa TPaHCILIAHTAIIUS),
CHPIEYHOCHA0BA HIH ObOpedHa CMBPT.

Ot 4 304 manuenTu 2 152 ca pangomusupanu Ha nanarinduosus 10 mg, a 2 152 na mianedo, kato
MeZMaHaTa Ha BpEMETO Ha MpociesaBaHe € 28,5 Mecena. JIeueHneTo € mpoAbIHKIAIO0 PY IOHUKEHHE
na nuBara Ha eGFR 1oz 25 ml/min/1,73 m? o BpeMe Ha NPOYYBAHETO M € MOKEJIO A MPOIBIKH MPHU
HEOOXOIUMOCT OT AUANIN3A.

CpenHata Bb3pacT Ha MOMyJIaluATa B Mpoy4BaHeTo € 61,8 rogunu, 66,9% ca mpxe. Ha n3xonHo HUBO
cpennara eGFR e 43,1 ml/min/1,73 m?, a Mequanara Ha UACR e 949,3 mg/g, 44,1% ot manueHTUTe
mmat eGFR 30 1o < 45 ml/min/1,73 m?%, a 14,5% umat eGFR < 30 ml/min/1,73 m’. 67,5% ot
MAIMeHTHTEe UMaT 3axapeH nuader tun 2. [lanmenTure ca Ha crangaptHa tepanus (SOC); 97,0% ot
TAX Ca JIEKYBaHU C HHXHUOWUTOp Ha aHTHOTeH3MH KoHBepTupamus eH3uM (ACEi) wiu ¢ aHTHOTeH3UH
peuenTopen O1okep (ARB).

BB3 ocHOBa Ha npenopbka oT He3aBUcuMaTa KoMucus 3a MOHUTOpHpaHe Ha JaHHUTE IPOYYBAHETO €
MPEKPaTEeHO PaHO NOpaau ChOpPaHUTE AOCTATHYHO AAHHM 33 €PUKACHOCT MPEIH IUIAHUPAHUS aHATU3.
Hanarnugao3uH NpeBb3X0Kaa mianedo no OTHOIIEHUE Ha IPEJOTBpaTsIBaHe Ha IbPBUYHATA
CbCTaBHA KpaiiHa Touka, > 50% Ttpaiino Hamanenue Ha eGFR, nocturane Ha repmuHanHa 6p0peuna
HEIOCTAaThYHOCT, ChPJACUYHOCHI0BA WK ObOpeuHa cMbpT. Bb3 ocHoBa Ha rpadukara mo Kaplan-Meier
Ha BPEMETO 10 ITbpBa MOsBa HA KOMIIOHEHT Ha TbPBUYHATA ChCTaBHA KpaiiHa TOUKA, €PEKTHT OT
JICUCHHUETO Ce MPOsIBsIBa ciiel 4 Mecena U ce MOoAIbpiKa 10 Kpast Ha poyuBaneTo (Purypa 7).

®urypa 7: Bpeme 10 mbpBa M0siBa HA KOMIIOHEHT HA MBPBHYHATA CbCTABHA KpaliHa TOYKA,
= 50% Tpaiino Hamanenne HaeGFR, TepMunanna 0b0peyHa HeIOCTATBYHOCT, CHPACYHOCHA0BA
WM 0b0OpeYyHa CMBpPT
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Mecenu oT paHAOMH3UPAHETO

ITanueHTH B pUCK
Manarmudiosun: 2152 2001 1955 1898 1841 1701 1288 831 309 31
[nane6o: 2152 1993 1936 1858 1791 1664 1232 774 270 24

[NanmenTrTe B pHCK NpEACTaBIABAT OpPOs MAIMEHTH B PHCK B HAYAJIOTO HAa EPHOA.

BcenuknTe yeTpy KOMIIOHEHTA Ha TBPBUYHATA ChCTaBHA KpaliHa TOYKa MOOTAEIHO JOMPHHACAT 32
edexra ot neyenuero. Jlanarnuao3nH HamalsBa ChIIO U YECTOTAaTa Ha ChbCTaBHATA KpaiiHa TOYKa,
>50% Tpaitno Hamanenue Ha eGFR, Tepmunanna 6p0pedHa HeAOCTaTHYHOCT Wi OBOpEeYHa CMBPT U
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Ha ChCTAaBHATa KpaifHa TOYKa OT ChPACYHOCHI0BA CMBPT M XOCTIUTAIN3AIMS TIOPAIU ChpiedHA
HEeIOCTaThYHOCT. JleueHneTo ¢ nanaraudao3uH nogo0psBa ooIaTa NpeKUBSIEMOCT TIPH MAIUEHTHUTE C
XPOHHYHO OBOpEYHO 3a00IIsIBaHE TIPH 3HAYMMO HaMaJIeHHE Ha CMBPTHOCTTA I10 BCSKaKBa PUYMHA
(Durypa 8).

®urypa 8: EdexTun 0T 1edeHHeTO0 BbPXY IbPBHYHATA M BTOPMYHHUTE CbCTABHU KPAWHU TOYKH,
TeXHHUTE OTAeJHH KOMIIOHEHTH U CMBbPTHOCT 110 BCAKAKBA NPHYHHA

[Toxazatemn HR (95% CI) VuacTenuH cbe csouTHe  HR (95% CI)  P-croiiHocT
("gecToTa Ha CHOHTHETO)
IspBHYHA KpailHA TOYKA

JHanarmudaozur Ilnane6o
CBCTaBHA KpailHa TOYKa > s —9

50% TpaiiHO HaMaTeHHe (N=2152) (N=2152)
Ha eGIR, TepyuHaIHa
onOpeyHa
HeJOCTaThYHOCT,
CBPIeYHOCHI0BA ILTH —— 197(4.6) 312(7.5) 0.61(0.51:0.72) <0.0001
OBbOpedHa CMBPT

BTopu4HH KpailHi TOYKH

CnbcTaBHA KpailHa To4Ka =
50% TpaiiHo HaMaleHNe
Ha eGIR, TepMiHATHA —a— 142(3.3) 243(5.8) 0.56(0.45:0.68) <0.0001
ObOpeYHa HEIOCTATHYHOCT
I ObOpedHa CMBPT

CBbCcTaBHA KpailHa TO9Ka
OT CHPAEYHOCHIOBA CMBPT

ILTH XOCTHTATH3ANSA — 100(2.2) 138(3.0) 0.71(0.55:0.92)
mopain chpaeYHa

HeI0CTATBYHOCT

COBPTHOCT O BCAKAKBA — . 101(2.2) 146(3.1) 0.69(0.53:0.88)
NpHYIHA

KoMIOoHeHTH Ha
CbCTABHHTE KPAilHH TOYKH

;C:I‘_EK" TpafiHO HAMATCHHEHA g 112(2.6) 201(4.8) 0.53(0.42:0.67)
TepMusamHa 650peasa — . 109(2.5) 161(3.8) 0.64(0.50:0.82)
HEeJOCTAaTBIHOCT
Tpaiizo Havanesme Ha eGER <15 —a— 84(1.9) 120(2.8) 0.67(0.51;0.88)
e 68(1.5)  99(2.2) 0.66(0.48:0.90)
—— : 2.2 H .48 0,

XPOHHYIHO JHATH3IHO JeIeHHe
br0peduna TpaHCIUIAHTAHA 3(0.1) 8(0.2)
CEpAeTHOCHI0BA CMBPT — = 65(14)  80(1.7) 0.81(0.58;1.12)
bropetHa cME

Ope - 20000  6(0.1)
XocnHTaTH3amHA NOPaTH
CBPASTHA HEIOCTATHIHOCT g 37(0.8)  71(1.6) 0.51(0.34:0.76)

| I |
0.34 0.7 1 12
Janarmud:to3us mo-godpe | ITLrane6o mo-gobpe

BposT Ha mbpBUTE CHOUTHS 32 OTACITHUTE KOMIIOHEHTH € ISUCTBUTEIHHUAT Opoii Ha TbPBU CHOMTHS 32 BCEKU KOMIIOHEHT U
He ce 100aBst KbM Oposi Ha ChOUTHSTA B ChCTaBHATA KpaifHa TOYKA.
39



YecToTara Ha CHOUTHATA € TIPEACTaBEeHA KaTo Opoi uia cbe croutre Ha 100 manueHT-roquHN IpociesBaHe.
V3uncnenusTa Ha Koe(UIMEHTa Ha PUCKA He ca MPEICTaBEeHH 3a MOATPYIH € HO-MAJKO OT 0010 15 chOuTHs, ABETE pamMeHa
ca KOMOWHHpPaHU.

[Ton3ara ot neueHnero ¢ nanarnigiIo3uH € KOHCUCTEHTHA NPH MALUEHTH ¢ XPOHUYHO OBOpedHO
3a00JIsIBaHe U 3aXapeH AuadeT TUM 2 ¥ IpY nauueHTu 0e3 auadet. Janarnudno3un HaMmansaBa
KOMITOHEHTHUTE Ha TbPBUYHATA ChCTaBHA KpaiiHa Touka, > 50% TpaiiHo HamaneHue Ha eGFR,
JOCTHraHe Ha TepMHUHAIHA OBOpeuHa HEAOCTATHYHOCT, ChPIEYHOCHA0BA WIH OBOpEUHa CMBPT, KaTo
HR ¢ 0,64 (95% CI 0,52; 0,79) nmpu narmerTute cbe 3axapeH nuabder Tum 2 u 0,50 (95% CI 0,35; 0,72)
[pY HauueHTuTe 6e3 quader.

Ilomzara oT JIeUYeHUETo ¢ z[ar[arnn(bnomH B CPaBHCHHUC C l'IJ'IaI_[e6O 10 OTHOIICHUC HAa IbpBHUYHATA
KpaﬁHa TOYKa ChII0 € KOHCUCTCHTHA ITPU APYTr' OCHOBHHU IMMOATPYIIH, BKIIFOYUTCIIHO CIIOPC eGFR 5

BB3pPacCT, IOJ U PCTrUOH.

[lennarpuyna nomyJianus

3axapen ouabem mun 2

B xnuHMYHO Mpoy4BaHe NpH Jiela U IOHOIIN Ha Bb3pacT 10-24 rognHu che 3axapeH AuadeT THIl 2,
39 manueHTH ca paHxoMu3upanu Ha aanarnigirozud 10 mg u 33 Ha mianedo, KaTo AOIbIBala
Tepanus KbM MeT()OPMHH, HHCYJIMH WM KbM KOMOMHALUS OT MeTGOpMUH 1 HHCYIUH. [Ipu
panzomMu3upaneTo, 74% ot nanueHTuTe ca < 18 roauniHa Be3pact. Kopurupanara cpeHa npoMsHa
OT U3XOJTHOTO HUBO 110 24-a ceqmuiia Ha HbA 1¢ 3a manmarmudnosun crnpsimo manedo e -0,75% (95%
CI -1,65; 0,15). BeB BBp3pacToBaTa rpyna < 18 ronunu, kopurupasara cpenna nmpomsina Ha HbAlc
npu ganarmidiao3ud cupsamo mianedo e -0,59% (95% CI -1,66; 0,48). BbB Bp3pacToBaTa rpymna

> 18 ronuHM cpeaHaTa NpOMsHA CIIPSIMO U3XoAHOTO HUBO Ha HbAlc e -1,52% B rpynara Ha JieueHue
¢ nanarnuduiosut (n=9) u 0,17% B rpymnara Ha turanedo (n=6). besomacHocTTa 1 edukacHOCTTA ca
noJo0HM Ha HaOJI0aBaHUTE NP Bh3pacTHATa MOMyJIalus, JeKyBaHa ¢ Janarin(iIo3uH.
be3onacHocTTa M MOHOCUMOCTTA €A JOMBIHUTEIHO NOTBBPACHU B 28-CEAMUYHO NPOABIKEHUE Ha
MPOYYBAHETO 3a 0E30MACHOCT.

Copoeuna Hedocmamv4HoCm U XPOHUYHO Obbpeuno 3aboasaeane

EBporneiickaTa areHnus 1mo jJekapcTBaTa 0CBOOOXKIaBa OT 3aAbDKEHUETO 32 IPEOCTaBsSHE Ha
pe3yaTaTUTe OT MIPOYYBAHUATA C Aanariu()I03WH, BB BCHUKH MOJTPYIH HA ITeUaTPUIHATA
TIOITYJTaIKs 33 IPEBEHINS Ha ChPICYHOCHIOBY CHOUTHS NIPY MAIMEHTH C XpOHUYHA ChpIeYHa
HEJOCTATHYHOCT U 32 JICUeHHE Ha XPOHUYHO OBOpedHo 3abosaBane (Bk. Touka 4.2 3a nHpopmanus
OTHOCHO yrnoTpe0a B IeAnaTpusTa).

5.2 ®apMakoKMHETHMYHM CBOIicTBA

AOcopouus

Cren nmepopaiHo MpuiokeHue qanariuduiosud ce abcopbupa 66p30 u noOpe. MakcumanHara
mna3MeHa KOHIEHTPAHs (Cmax) Ha Janaraugao3uH OOMKHOBEHO CE NOCTHra B pAMKHTE Ha 2 Jyaca
cllesl IPUIoKEeHUE Ha rnagHo. ['eoMeTpuunuTe cpeqHn cTOMHOCTH Ha Cmax 1 AUC: Ha nanarnuguio3suH
B CTaLlMOHAPHO CHCTOSHHUE CIIE] MPUIIOKEHUE BEJHBX JHEBHO ¢ 103a 10 mg ca croTBeTHO 158 ng/ml
n 628 ng h/ml. AGconmoTHaTa nepopaiHa OMOHANUYHOCT Ha JanariaugIo3uH Clie IPUIoKEHHE Ha
no3a ot 10 mg e 78%. [IpunoxxenueTo ¢ Oorata Ha Ma3HWHH XpaHa BOJIU JI0 HaMamsBaHe Ha Cmax Ha
nanaraudio3us ¢ 10 50% u yapmmkaBaHe Ha Tmax ¢ IpUOAM3UTENHO | yac, HO HE U 10 IPOMSHA Ha
AUC B cpaBHEHHE € TIPWIOKEHUETO Ha IMIaAHO. Te3u NpoMeHH He ce CUMTAT 3a KIIMHUYHO 3HAYUMH.
CrenosarenHo, Forxiga Moxe na ce mpuema cbe nin 6e3 XxpaHa.

Pasnpenenenue

40



[pubnmzurenHo 91% ot gamarnudao3uH ce CBBbP3Ba C MIa3MeHUuTe MPoTeuHU. CBBP3BaHETO C
TIa3MEHHUTE IPOTEHHU He ce TIPOMEHSI IIPH pa3IndHU OOJIECTHH ChCTOSHUS (Hamp. ObOpeyHa nin
4epHOIPOOHA HEMOCTATHYHOCT). CpeHUAT 00eM Ha pasnpeie’cHre Ha JanaringIio3nH B
CTallMOHAPHO cheTosiHUE € 118 muTpa.

BI/IOTDaHC(bODMaI_II/IH

Hanarnudao3uH ce nojara Ha MHTEH3UBEH METa00IN3bM, IIPU KOETO ce 00pa3yBa OCHOBHO
nanaraugo3us-3-O-TIoKypoHU, KOUTO € HEaKTUBEH METa0OIHUT.
Hanarnudno3un-3-O-TaroKypoHUI WIK IPYT METa0ONIUT HE TONPHHACST 32 TTIIOKO30MOHMKABAIINTE
edextn. Janarnmugnozun-3-O-rmokyponun ce oopasysa nof aeiictsuero Ha UGT1A9 — enzum,
OTKpHBaL] ce B YepHUs Apod u ObOpeka, a npu xopa CYP-MeauupanusT MeTabonu3bM € BTOPHUYCH
€JIMMUHAIOHEH ITBT.

Eaumunupane

Cren npunarane Ha eJMHUYHA 1032 oT 10 mg nanarmudao3uH OT 34paBu JOOPOBOIIIH, CPESAHUSIT
TEepPMUHAJICH TUIa3MeH MOMYKHUBOT (ti2) Ha Hamarnuduosud e 12,9 gaca. CpenHUT 001 cucTeMEH
KIMPBHC Ha Aanariau@io3uH ciell HHTpaBeHo3HO npuioxkenue ¢ 207 ml/min. Janarnudgnosus u
CBBP3aHHUTE C HETO META0OINTH C€ ETUMHHUPAT OCHOBHO C ypPUHATA, KATO HEIIPOMEHEHUST
nanaraudnosus e noj 2%. Cnen npunoxkenne Ha 50 mg [*CJ-nanarnudnosun ce otkpusat 96% ot
nozata — 75% B ypunata u 21% BbB Qeneca. [Ipudmmuszurenno 15% ot qo3ata ce ekckpeTupa KaTo
HETPOMEHEH JIEKapCTBEH MIPOAYKT BB dereca.

JIluHeHHOCT
Excriosunusita Ha manarnudguio3nH HapacTBa MPOIMOPIIMOHATHO Ha MOBUINIABAHETO Ha /103aTa Ha
nanarnmudno3us, B quamazona 0,1 7o 500 mg, u papmMakokMHETHKATa My HE C€ TIPOMEHS C BPEMETO

IIPpU MHOTOKPATHO MPHUIIOKCHUC BEAHBIK THCBHO, B IPOABIDKCHUC HA 24 CCOAMMIIN.

CHCI_II/IaJ'IHI/I nonyJjanun

Bvbpeuno vepesrcoane

B cranmonapno cbcrosnue (20 mg ganaraugao3uH, Npuiarad BEAHBX AHEBHO B IPOIBIDKEHHE Ha

7 nHM), TAIMEHTHUTE ChC 3aXapeH AUadeT THII 2 U JICKO, YMEPEHO HIIH TEKKO ObOPEUHO yBpeKIaHe
(onpezesneHo KaTo TaKOBa Bb3 OCHOBA Ha IUIa3MEHUS KIUPBHHC Ha HOXEKCOI), ca ChC CUCTEMHA
EKCITO3UIHS Ha Aanariu(io3uH, ChOTBETHO ¢ 32%, 60% u 87% mo-BUCOKA OT Ta3W NPH NAIIUEHTH ChC
3axapeH AuadeT THIl 2 1 HopMaliHa ObOpeuHa GyHKUus. B cranuonapHo cecTosiHMe, 24-yacoBaTa
eKCKpeLHsl Ha TIII0K03a C ypuHaTa M0Ka3Ba BUCOKA 3aBUCUMOCT OT ObOpeuHaTa (yHKUUS U U
MAIMEHTH ChC 3aXapeH AuadeT TN 2 U ¢ HopMayiHa ObOpedyHa (GYHKLUS WM C JIEKO, YMEPEHO HIIH
TEXK0 OBOpPEeYHO YBpeKAaHe THEBHO C yPHHATA C€ eKCKpETHpaT CbOTBEeTHO 85,52, 18 u 11 g
III0K03a. BiusHueTo Ha XeMouanu3ara BbpXy €KCIO3UIUATA Ha AanariaudIio3uH He € U3BECTHO.
EdexTpT Ha HamManeHaTta 6p0pedHa QpyHKIHA BbPXY CUCTEMHATa EKCIIO3UIMS € OLICHEH C €AUH
MOITyJIAIIMOHEH (papMaKOKWHETHYEH MOZET. B chbOTBEeTCTBHE C MpEeaUIIHUTE PE3YATATH, C MOJENA CE
nporunosupa, ue AUC e no-rojisiMa npy MaiueHTUTe ¢ XpOHUIHO ObOpedHo 3a00JsIBaHe B CPAaBHEHHUE C
MalMeHTHTEe ¢ HopMaiHa ObOpedHa GpyHKIHS, KaTo HE Ce pa3jiniyaBa 3HaYMMO [IPH HAMEHTH C
XPOHUYHO OBOpeuHo 3a00IsIBaHe ChC 3axapeH Auadet THl 2 U 6e3 1uader.

YepnoopobHo vepedicoane
[Ipu naumenTuTe C JIeKa UK yMEpeHa CTENeH Ha YepHOAPOOHO yBpexaaHe (knac A u B mo
Child-Pugh), cpenuure Cmax 1 AUC Ha panarinu@iao3uH ca mo-BHCOKH ChOTBETHO ¢ 12% u 36%,
OTKOJIKOTO MIPH 31paBU KOHTPOJH. Te3H pa3iuKu HE Ce CUMTAT 3a KINMHUYHO 3HaunMu. [Ipu manuentu
¢ Texko uyepHoapoOHo yBpexkaane (knac C mo Child-Pugh), cpenaure Cmax 1 AUC Ha nanarnudmo3us
ca Mo-BUCOKH CbOTBETHO C 40% 1 67%, OTKOJIKOTO MpH 31paBH KOHTPOJIH.
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Cmapuecka ev3pacm (=65 2oounu)

Jluncea KIMHUYHO 3HAYMMO YBEIMYaBaHE HA €KCIO3UIUATA B 3aBUCUMOCT CaMoO OT Bb3pacTTa Mpu
MaIrMeHTy Ha Bb3pacT a0 70 roguau. Bee mak, Moxke Ja ce ouyakBa MOBHINIABAaHE HA €KCIIO3UIIUSTA B
pe3yINITaT Ha CBBP3aHO C B3pAcTTa BiOIIaBaHe Ha ObOpedHaTa pyHKus. JIncBaT 10CTaThUHO
JTAaHHM, 32 J1a C€ HAIPaBH 3aKIF0YCHHUE OTHOCHO €KCIIO3UIUSATA MIPH MAllMEeHTH Ha Bb3pacT >70 ronuHu.

Tleduampuuna nonviayus
dapmakokuHETHKATa U hapMaIrHaMHUKaTa (TIF0KO3ypHsl) TIPH Jiela ChC 3aXapeH quadeT Tvr 2 Ha
BB3pacT 10-17 roguHu € mogoOHa Ha Ta3H, yCTAHOBEHA IIPU BB3PACTHHU ChC 3aXapeH nuadeT THIl 2.

Llon
Ouaxsa ce npu xean cpeanata AUCg Ha nanarnuduio3ud 1a € mo-Bucoka ¢ 22%, OTKOJIKOTO MpU
MBKE.

Pacosa npunaonesxcrocm
Jluncea KIMHUYHO 3HAYMMA Pa3lIKa B CUCTEMHATa €KCIIO3UIUS MEKIY UHAUBH/IU OT €BPOTICHTHATA,
HErpouIHATa U MOHTOJIOWTHATA paca.

Tenecro meano

YcTaHOBEHO €, Ue C yBeNnnyaBaHe Ha TeJIECHOTO TErJo, EKCIO3UIIMSTA Ha anariaugIio3nH HaMamsaBa.
Kato mocieacTBre OT ToBa MaIlMEHTHTE C HUCKO TEJIESCHO TETJIO MOXKE JIa Ca C M3BECTHO MOBHIIIABAaHE
Ha eKCHO3MINATA, a ITAIMEHTHTE C BUCOKO TEIECCHO TETJIO — C U3BECTHO HaMaJIIBaHE HA CKCIIO3HIIMATA.
Te3u paznuunsa obade HE ce CUMTAT 332 KIMHUYHO 3HAYUMH.

5.3 IlpeankJMHUYHM JAHHHU 32 0€30IACHOCT

Hexnuanannre JaHHHW HC ITOKa3BaT ocobeH PHUCK 3a XOpa Ha Oazata Ha KOHBCHIIMOHAJIHUTEC
q)apMaKOJ'IOFI/I"IHI/I Opoy4BaHUA 34 6630HaCHOCT, TOKCUYHOCT IIPU MHOTOKPAaTHO IIpHUJIaraHe,
TCHOTOKCHUYHOCT, KapIUHOI'CHCH IMOTCHIUAIT 1 (l)epTI/IJ'II/ITeT. Hanarnndmmpm HC nHAYyLpa
Pa3BUTUCTO HA TYMOPHU IIPpU MUILIKU U IIJTBXOBE MPU HUTO €AHA OT JO3UTC, OLICHCHU B IBYT'OJAUIITHU
MMpOy4BaHU 3a KAPHUHOTCHCH MMOTCHIIUAL.

PGHDOZ[VKTI/IBHa TOKCHUYHOCT M TOKCHUYHOCT 34 pa3sBUTHUCTO

JIMpEeKTHOTO MPUJIOKEHUE Ha Aanarini(iIo3uH Mpu HACKOPO OTOUTH IUIbXOBE U HHAUPEKTHATA
SKCTIO3ULHS IO BpeMe Ha KbcHA OpeMeHHOCT (TIpe3 MepHOan, ChOTBETCTBAILH 110 OTHOIIEHHE Ha
CBh3psBAaHETO Ha OBOpELUTE Ha BTOPHS U TPETUSI TPUMECTHP OT OPEMEHHOCTTA IIPU X0pa) U JIaKTaLus,
ca CBbP3aHH € TIOBHUILIEHA YECTOTa HA PAa3BUTHE W/WJIM TEKECT Ha JUIaTalus Ha ObOPEeYHOTO JIereHue
u ObOpeynuTe TyOyaHu pyU HOTOMCTBOTO.

B Tokcukomoruano MMpOYy4YBaHC MMPU MJIAAU )KUBOTHHU, JUPCKTHOTO IMMPUIIOKCHUC HA uanarnmbnom/m Ha
MJIagu IJIIBXOBEC — OT 21-m a0 90-u mocTHaTaNICH JC€H, CC C’LO6H.IaBa 3a JujiaTalusAa Ha 6’B6pe‘IHOTO
JICTCHYC U 6’LGPCI‘IHI/IT€ TY6y.]'II/I IOpU BCUYKHU J03U; CKCIIO3UIUATA HA MAJIKUTC IIPpU Hali-HHCKaTa
Ipoy4BaHa 103a € >15 ObTH O-BHCOKA OT CKCIIO3UIUATA IPU MaKCUMaJIHaTa MPCIoOPbINUTCIIHA 103a
Ipu Xopa. Te3n HAaXOAKH! Ca CBbpP3aHU C J0303aBUCHUMO IMMOBUIIIABAHE HA TCTJIOTO HA 6’B6p€I_II/ITC u
MAaKpOCKOIICKO YIrOJICMABAaHC Ha 6’L6p€I_II/ITe, Ha6J'IIO,I[aBaHI/I IIpy BCUYKH OO3U. Ha6J'IIO)_IaBaHaTa npu
MJIaau )KUBOTHH JWJiaTallyvs Ha 6’B6p€‘lHOTO JICTCHYC U Ha 6’L6pe‘{HI/IT€ TY6yJ'II/I HC ITIOKa3Ba ITbJIHA
06paTI/IMOCT B paMKHUTC Ha HpI/I6HI/I3I/ITeJ'IHO CAHOMCCCUHHNA Bb3CTAHOBUTCIICH ICPHUOI.

B OTACIIHO MPOYYBAHC 3a MPC- U MIOCTHATAJIHO PA3BUTUC, HA MalKuTe ¢ npuiaran ;[anarnn(banH oT
6-u T€CTallMOHCH OCH A0 21-BH mocTHAaTalICH JCH, KaTO 3a MaJIKUTC €CKCIIO3HMIIMATA € ouna WHIONPCKTHA
— in utero n qpe3 MIIAKOTO (HpOBGI{eHO € CaTCIIMTHO MMPOYYBAHC 3a OLICHKA HAa KOHLICHTpAATAa Ha
z[anarnn(l)nom/m B MJIIIKOTO M €KCIIO3UIIUATA HA MaJ'IKI/ITe). Ha6n}0z[aBaHa € IIOBHIICHA YC€CTOTA WU
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TEXECT Ha AujaTanus Ha ObOPEedHOTO JIEreHYe MPU 3PSLTOTO IIOTOMCTBO Ha TPETUPAHU MAaKH, MaKap
¥ camo IpH Hail-BHCOKaTa MPOy4YBaHa 7032 (ChOTBETCTBAIIA HAa EKCIIO3UIIMY Ha MaliKaTa U Ha
Mankute, Kouto ca 1 415 mbTu 1 137 mbTH NO-BUCOKHU OT €KCIIO3UILIUATA IPU MAKCUMAaJIHATa
MPeTopBYUTETHA 71032 IIPH Xopa). JlombIIHUTeTHATa TOKCHYHOCT 3a Pa3BUTHETO € OTPaHUYCHA 10
JI0303aBHCUMO HaMaJsBaHE Ha TEJIECHOTO TETJI0 HAa MAJIKUTE, KaTo ce HAOII0jaBa caMo MPH JT03U
>15 mg/kg/maeBHO (CHOTBETCTBAIIN HA EKCITO3UIIMH HA MAJTKATE, KOUTO ca >29 MBTH MO-BUCOKHU OT
EKCIIO3UIMSTA IPU MaKCUMAITHATA MPETIOPBUYUTENHA JT03a P Xopa). TOKCHYHOCT 3a Maifkara ce
MPOSIBSIBA CaMO MpU Hal-BUCOKUTE MIPOYUBAHU 103U U € OTPAaHUYCHA J0 MPEXOAHO HaMasBaHE Ha
TEJIECHOTO TETJIO M KOHCYyMalusTa Ha XpaHa. HUBoTo, mpu KoeTo He ce HaOJro1aBaT HeXKeIaH!
peaxiun (NOAEL) no oTHoOIIeHHE HA TOKCUYHOCTTA 33 Pa3BUTHETO — Hall-HUCKAaTa MPOyYBaHa 1034,
CHOTBETCTBA HA CHCTEMHA €KCIIO3UIIUS IIPU MaiKaTa, KOSTO € MPUOIU3UTENHO 19 MbTH MO-BUCOKA OT
EKCTIO3ULIMSITA MPU XOpa MPU MaKCUMAaJIHATa IPENOPbUUTEIHA 103,

B nonbnHMTENHN TPOYYBaHHUS 32 BIUSHHUE BBPXY eMOPHOGETATHOTO pa3BUTHE IPH ITbXOBE U 3aMIIH,
JanaraugIIo3uH € Mpuiaral B IEPUOAH, CbOTBETCTBALIM HA OCHOBHHTE MEPUOIU OT OpraHoreHe3ara
3a BcekH By, [1pu 3aiiim mpu HUTO eaHA OT MPOYYBAaHUTE 03U HE € HAOII01aBaHa HUTO TOKCHYHOCT
3a MalikaTa, HUTO TOKCHYHOCT 3a Pa3BUTHETO; Hali-BUCOKATa IPOYYBaHa J103a CbOTBETCTBA HA
CHCTEMHA EKCIIO3ULHS, KOATO € mpuOam3utesHo 1 191 mbTu mo-BUCOKA OT EKCIIO3ULHATA IPH XOPa
MIpY MaKCHMaJHaTa MpenopbunTeNHa A03a. [Ipn mrepXxoBe nNpu eKkcno3unuu, Kouto ca 1o 1 441 nptH
MO-BUCOKH OT €KCIO3HMLIMATA IPU XOpa IIPU MaKCHMaIHaTa MPENOPbYUTENHA [103a, Aanarindao3uH He
MOKa3Ba HUTO eMOPHOJIETAICH, HUTO TEPAaTOreHEH e(DEeKT.

6. OAPMAINEBTNYHHU JAHHU
6.1 CnuceK HAa NIOMOIIHHUTE BelIeCTBa

SAnpo Ha Tabnerkara:
MuxkpokpuctanHa nenyiosa (E460i)
Jlakto3a

Kpocmosuaon (E1202)

Cunmunme quokenn (ES51)
Marnesues creapat (E470b)

DUIMOBO TOKPUTHE:
[omu(Buammos ankoxomn) (E1203)
Tutanos nuokcuz (E171)
Maxporon 3350 (E1521)

Tank (ES53b)

XKbat xenezen okeun (E172)

6.2 HecnBMecTHMOCTH

Henpunoxumo

6.3 Cpoxk Ha rogHoct

3 roguHU

6.4 CrnenuajaHu ycJI0BHS Ha CbXpPaHeHHe

To3u nexkapcTBEH NPOAYKT HE H3HCKBA CIIELUAIHU YCIOBHUS 332 CbXPaHEHHE.

6.5 Buau cbabpkaHHe HA ONTAKOBKATA
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Al/Al 6muctep

Forxiga 5 mg duwiamMupanu tabiIeTku

OmnakoBku ot 14, 28 u 98 ¢punMupanu tabiaetku B HeniephopupaHH KaJleHAAPHU OJIUCTEPH.
OmnakoBku oT 30 x 1 1 90 x 1 punmupanu TadbneTku B nepGopupany eIHOJ030BH OJIIMCTEPH.

Forxiga 10 mg duwiamMupanu TablIeTKH

OmnakoBku ot 14, 28 u 98 punmupanu tabnaetku B HenepHOpupaHH KaJeHIApHH OJIUCTEPH.
OmnakoBku ot 10 x 1,30 x 1 1 90 x 1 punmupanu TabneTku B nepHopupaHu €AHOI030BU OIHUCTEPH.

He Bcruky BUoBe OnakoBKH Morat Aa ObAaT IMyCHATH B Ipojaaxoa.

6.6 CrnenuajaHu npeana3sHu MepKHU NMPH U3XBbPJIsIHE

Heusnomn3BanusAT JeKapcTBEH NPOLYKT WK OTHAaIbUYHUTE MaTepHAIU OT HETO TPAOBa J1a C€ U3XBBPIIST
B CHOTBETCTBHE C MECTHUTE U3UCKBAHUS.

7. HNPUTEXATEJI HA PASPEIIEHUETO 3A YIIOTPEBA

AstraZeneca AB

SE-151 85 Sodertélje

[Iserus

8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

Forxiga 5 mg duwnmMupanu tabiIeTKu

EU/1/12/795/001 14 ¢unmupanu tabiaeTku
EU/1/12/795/002 28 ¢unmupanu tabiaeTku
EU/1/12/795/003 98 ¢unmupanu tabiaeTku
EU/1/12/795/004 30 x 1 (emnomo30B OnucTep) hunMupanu TabiaeTku
EU/1/12/795/005 90 x 1 (emnono30B OnucTep) hunMupanu TabiaeTku

Forxiga 10 mg dunmMupanu tabiIeTKH

EU/1/12/795/006 14 ¢unmupanu tabiaeTku
EU/1/12/795/007 28 ¢unmupanu tabiaeTku
EU/1/12/795/008 98 ¢unmupanu tabiaeTku
EU/1/12/795/009 30 x 1 (emnono030B OnucTep) hunMupanu TabiaeTku
EU/1/12/795/010 90 x 1 (emnono30B OnucTep) hunMupanu TabiaeTku
EU/1/12/795/011 10 x 1 (eanozmo30B 6maucTep) GunMupanu TabiaeTKu

9. JATA HA ITbPBO PA3ZPEIIABAHE/TIOJJHOBABAHE HA PASPEIIEHUETO 3A
YIHOTPEBA

Jlata Ha mBpBO paspemasane: 12 HoemBpu 2012 .
[Jata Ha nocnenHo nonHoBsBane: 28 aBryct 2017 r.
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10. JATA HA AKTYAJIUBUPAHE HA TEKCTA

[MonpoOHa nH(OpMAaIUs 32 TO3M JIEKapCTBEH MPOIYKT € MpeocTaBeHa Ha yeOcalita Ha EBponeiickara
areHIus 10 JIeKapcTBaTa http:// www.ema.europa.eu
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MHNPUJIOKEHMUE 11

MMPON3BOJAUTEJI(N), OTTOBOPEH(HH) 3A
OCBOBOXKIABAHE HA ITAPTUIN

YCJIOBUA NJIN OTPAHUYEHUSA 3A TOCTABKA U
YIHOTPEBA

APYI'U YCJIOBUA N UBUCKBAHUA HA
PASPEHIEHUMETO 3A YIIOTPEBA

YCJIOBUA NJIN OTPAHNYEHUA 3A BE3OITIACHA "

E®EKTUBHA YIIOTPEBA HA JIEKAPCTBEHUSA
MHPOAYKT
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A. TIPOU3BOAUTEJI(M), OTTOBOPEH(HH) 3A OCBOBOKJABAHE HA
MHAPTU N

HmMe u anpec Ha nponsBoauTensa(ure), OTTOBOPEH(HN) 32 OCBOOOKIaBaHE HA HAPTUANTE

AstraZeneca AB
Giértunavigen
SE-151 85 Sodertilje
IBenus

AstraZeneca UK Limited
Silk Road Business Park
Macclesfield

SK10 2NA
Benukobpuranus

IleyaTHaTa nuCcTOBKA Ha JICKaApCTBCHUA MIPOAYKT Tpr6Ba Ja CbAbpiKa UMCTO U aJpeCa Ha
MMPOU3BOAUTCIIA, OTTOBOPCH 3a OCBO60)K,Z[aBaHCTO Ha CbOTBCTHATA MapTHUAA.

b. YCJIOBHUA WJIHN OTPAHUYEHUA 3A JOCTABKA U YIIOTPEBA

HCKapCTBGHPISIT MMPOAYKT CC OTIIYCKa I10 JICKApCKO MPCATINCAHUC.

B. JAPYI'N YCJIOBUA N U3NCKBAHUS HA PASPEIIIEHUETO 3A YIIOTPEBA
. IlepuoguyHu aKkTyaJau3upanu gokjaaau 3a 6esonacuoct (ITAJIB)

W3uckBanwusra 3a nogasane Ha [TIAJIb 3a To3u nekapcTBEH NPOAYKT ca MIOCOYEHH B CIIUCHKA C
pedepentauTe natu Ha EBpomnetickus cpio3 (EURD cruchk), mpensuaen B wi. 1078, air. 7 ot
HupexruBa 2001/83/EO, 1 BbB BCHUKH ClIeIBAIIN aKTyaJIM3all1, ITyOIUKYBaHH Ha €BPONCHCKUS
yeOmnopTaJ 3a JJeKapcTBa.

r. YCI0BHUA NJIM OT'PAHUYEHUA 3A BESOITACHA U EOEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHUA TPOAYKT

. IInan 3a ynpasiaenue Ha pucka (ITYP)

[Iputexatenst Ha pa3pewenuero 3a ynorpeda (IIPY) Tpsadsa na u3BbpIIBa H3UCKBAHUTE ACHHOCTH U
JeWCTBHS, CBBP3aHH C TIPOCIIEsIBaHE Ha JIeKapcTBeHaTa 0€30MacHOCT, oco4ueHu B ono0penus 11YP,
npencraBed B Moayn 1.8.2 Ha pa3pelieHHeTo 3a yrnorpeda, KakKTo U Py BCUYKH CIICABALIH
akTyanu3anuu Ha [TYP.

Axkrtyanusupan [IYP tpsiOBa na ce moxnasa:

. o “ckaHe Ha EBporelickara areHIus 1o JekapcTBara;

. BUHArM, KOTaTo ce U3MEHs CUCTeMaTa 3a YIpaBJCHUE HA PUCKa, 0COOEHO B pe3yTar Ha
MoJIy4aBaHe Ha HOBa MH(pOpMaus, KOSTO MOXe Aa JOBEAE 10 3HAYMMHU IPOMEHH B
CHOTHOILECHUETO T0JI3a/PHUCK, WU CJIe]] JOCTUraHe Ha BayKEH eTall (BbB BPB3Ka C MPOCIeIsBaHe
Ha JIeKapCTBEHAaTa 0€30MacHOCT MM CBEXIaHE Ha PUCKA IO MHHUMYM).
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MNPUJIOKEHMUE II1

JAHHU BBPXY OITAKOBKATA U JIMCTOBKA
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A. JAHHH BBPXY OITAKOBKATA
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JAHHU, KOUTO TPABBA JA CbABPKA BTOPUYHATA OITAKOBKA

BTOPUYHA OITAKOBKA 5 mg

‘ 1. HNME HA JIEKAPCTBEHUS ITPOAYKT

Forxiga 5 mg ¢punmupanu TabneTku
nanarmudio3uH

| 2. OBSIBSIBAHE HA AKTUBHOTO(UTE) BEHIECTBO(A)

Bcesika Tabnetka chabpika nanarauduio3nH TPONaHIuol MOHOXUAPAT, EKBUBAJIEHTEH HA 5 mg
nanariau}IIo3uH.

‘ 3. CIIMCBK HA TIOMOIIIHUTE BEIIECTBA

C’L,[[’Bp)l(a JIaKTO3a. 3a JOII'BJIHUTCIIHA HH(bOpMaLIPISI BIDKTC JIMCTOBKATa 3a ManmycHTaA.

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJHA OITAKOBKA

¢umupanu TablIeTKu

14 punmupanu TabneTku
28 ¢unmMupany Ta0IETKH
30 x 1 punmupanu TabaeTKu
90 x 1 punmupanu TabaeTKH
98 ¢unmupanu TabneTKu

‘ 5. HAYMH HA ITPUJIOKEHUE U TbT(MIIA) HA BBBEXK/IAHE

[Ipenu ynorpeba npovereTe IMCTOBKATA.
[lepopanHo mpunoxeHue

6. CIIEIUAJIHO NPEAYHPEXJIEHUE, UE TEKAPCTBEHUAT ITPOAYKT TPSABBA
JA CE CBXPAHSBA HA MSCTO JAJIEYE OT IIOTJIEJA U TOCET'A HA JIEIIA

I[a CC CbXpPaHsABa Ha MACTO, HCAOCTHITHO 3a ACHA.

‘ 7. APYI'U CIIEHUAJIHU TPEAYNPEXIEHUSA, AKO E HEOBXOJIUMO

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA TOAHOCT

TI'omen no:
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9. CIIEIIUAJIHHU YCJIOBUS HA CbXPAHEHUE

10. CHEHOUWAJIHU IIPEAITA3SHA MEPKU ITPU N3XBBHPJISIHE HA HEN3ITIOJI3BAHA
YACT OT JJEKAPCTBEHUTE IMPOAYKTHU NJIN OTITIAABYHU MATEPHUAJIA OT
TAX, AKO CE U3NCKBAT TAKUBA

11. HME U AAPEC HA ITIPUTEXATEJISA HA PASPEIIEHUETO 3A YIIOTPEBA

AstraZeneca AB
SE-151 85 Sodertilje
IBsernns

12. HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

EU/1/12/795/001 14 ¢unmupanu TabaeTku
EU/1/12/795/002 28 ¢unmupanu TabiaeTku
EU/1/12/795/003 98 ¢unmupanu TabiaeTku
EU/1/12/795/004 30 x 1 (ezHom030B OnmcTep) HuIMupaHu TabIeTKU
EU/1/12/795/005 90 x 1 (emHom030B O1mcTep) GuIMupaHu TabIeTKu

13. IMAPTHJAEH HOMEP

[TapTugen No

‘ 14. HAYMH HA OTITYCKAHE

‘ 15. YKA3AHUA 3A YIIOTPEBA

‘ 16. HUH®OPMAIIUA HA BPAIJIOBA A3BBYKA

forxiga 5 mg

‘ 17. YHMKAJIEH WIEHTUOPUKATOP — IBYU3MEPEH BAPKO/I

JByn3mMepeH 0apKoa ¢ BKJIIOYECH YHUKAIECH HACHTU(DHUKATOP

‘ 18. YHMKAJIEH WIEHTUOPUKATOP — JTAHHHU 3A YETEHE OT XOPA

PC
SN
NN
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MHUHHMMYM JAHHH, KOUTO TPABBA JJA CbABPXAT BJINCTEPUTE NJIN
JIEHTUTE

HEP®OPUPAHU BJUCTEPU EJUHNUYHMHU JO3U 5 mg

| 1. NME HA JIEKAPCTBEHUA TPOAYKT

Forxiga 5 mg TaGnerku
nanarmudro3uH

| 2. NME HA ITPUTEXATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

AstraZeneca AB

| 3. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

EXP

| 4. HAPTUAEH HOMEP

Lot

5.  JIPYIO
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MHUHHMMYM JAHHH, KOUTO TPABBA JJA CbABPXAT BJIMCTEPUTE NJIN
JIEHTUTE

KAJIEHJAPHU BJIMCTEPU HEINIEP®OPUPAHMU 5 mg

| 1. NME HA JIEKAPCTBEHUA TPOAYKT

Forxiga 5 mg TaGnerku
nanarmudro3uH

| 2. NME HA ITPUTEXATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

AstraZeneca AB

| 3. JATA HA UI3TUYAHE HA CPOKA HA T'OAHOCT

EXP

| 4. HAPTUAEH HOMEP

Lot

5.  JIPYIO

[Nonenennuk Bropuuk Cpsina UetBbpThk [leTbk CrboTa Henens
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JAHHU, KOUTO TPABBA JA CbABPKA BTOPUYHATA OITAKOBKA

BTOPUYHA OITAKOBKA 10 mg

‘ 1. HNME HA JIEKAPCTBEHUS ITPOAYKT

Forxiga 10 mg ¢punmupanu tabnetku
nanarmudio3uH

| 2. OBSIBSIBAHE HA AKTUBHOTO(UTE) BEHIECTBO(A)

Bcesika Tabnerka chabpika manaraudIo3nH IpONaHIuoll MOHOXUAPAT, eKBUBaJIICHTeH Ha 10 mg
nanariau}IIo3uH.

‘ 3. CIIMCBK HA TIOMOIIHUTE BEHIECTBA

C’L,[[’Bp)l(a JIaKTO3a. 3a JOIIBJIHUTCIIHA I/IH(I)OpMaI_II/IH BWIKTC JIJMCTOBKATA 3a IMaliMCHTA.

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJHA OITAKOBKA

¢umupanu TablIeTKu

10 x 1 punmupanu TabneTKu
14 punmupanu TabaeTKu
28 ¢unmMupany Ta0IETKH
30 x 1 punmupanu TabneTKH
90 x 1 punmupanu TabaeTKH
98 ¢unmupanu TabneTKu

‘ 5. HAYMH HA ITPUJIOKEHUE U TbT(MIIA) HA BBBEXK/IAHE

[Ipenu ynorpeba npovereTe IMCTOBKATA.
[lepopanHo mpunoxeHue

6. CIIEIUAJIHO NPEAYHPEXJIEHUE, UE TEKAPCTBEHUAT ITPOAYKT TPABBA
JA CE CBXPAHSBA HA MSCTO JAJIEYE OT IIOTJVIEJA U TOCET'A HA JIEIIA

I[a CC CbXpPaHsABa Ha MACTO, HCAOCTBHIIHO 34 ACHA.

‘ 7. APYI'U CIIEHUAJIHU TPEAYNIPEXIEHUSA, AKO E HEOBXOJINMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA TOJHOCT

TI'omen no:
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9. CIIEIIUAJIHHU YCJIOBUS HA CbXPAHEHUE

10. CHEHOUWAJIHHU INPEAITA3SHA MEPKWU ITPU NU3XBBHPJISIHE HA HEN3ITIOJI3BAHA
YACT OT JJEKAPCTBEHUTE IMPOAYKTHU NI OTITAABYHU MATEPUAJIA OT
TAX, AKO CE U3UCKBAT TAKUBA

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

AstraZeneca AB
SE-151 85 Sodertilje
IBsernns

12. HOMEP(A) HA PASPEILIEHUETO 3A YIIOTPEBA

EU/1/12/795/006 14 ¢unmupanu TabiaeTku
EU/1/12/795/007 28 ¢unmupanu TabiaeTku
EU/1/12/795/008 98 ¢punmupanu tabiaeTku
EU/1/12/795/009 30 x 1 (emHon030B OnrcTep) GuiIMupaHu TabIeTKu
EU/1/12/795/010 90 x 1 (emnom030B O1mcTep) hunMupaHu TabaeTKu
EU/1/12/795/011 10 x 1 (emHom030B OnucTep) GuiIMupaHu TabIeTKu

13. MAPTHJAEH HOMEP

[TapTugen No

‘ 14. HAYMH HA OTITYCKAHE

‘ 15. YKA3AHUA 3A YIIOTPEBA

‘ 16. HWH®OPMAIIUA HA BPAIJIOBA A3BBYKA

forxiga 10 mg

‘ 17. YHHMKAJIEH WJIEHTUOUKATOP — IBYU3MEPEH BAPKO/I

JByn3mepeH 0apKoa ¢ BKJIIOYECH YHUKAIECH HACHTU(DHUKATOP

‘ 18. YHMKAJIEH WIEHTUOPUKATOP — JTAHHHU 3A YETEHE OT XOPA

PC

55



SN

56



MHUHHMMYM JAHHH, KOUTO TPABBA JJA CbABPXAT BJIMCTEPUTE NJIN
JIEHTUTE

HEP®OPUPAHU BJIMCTEPU C EJMHUYHHA JTO3H 10 mg

| 1. NME HA JIEKAPCTBEHUA TPOAYKT

Forxiga 10 mg tabnerku
nanarmudro3uH

| 2. NME HA ITPUTEXATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

AstraZeneca AB

| 3. JATA HA UI3TUYAHE HA CPOKA HA T'OAHOCT

EXP

| 4. HAPTUAEH HOMEP

Lot

5.  JIPYIO
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MHUHHMMYM JAHHH, KOUTO TPABBA JJA CbABPXAT BJIMCTEPUTE NJIN
JIEHTUTE

KAJIEHJAPHU BJIMCTEPU HEHEP®OPUPAHMU 10 mg

| 1. NME HA JIEKAPCTBEHUA TPOAYKT

Forxiga 10 mg tabnerku
nanarmudro3uH

| 2. NME HA ITPUTEXATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

AstraZeneca AB

| 3. JATA HA UI3TUYAHE HA CPOKA HA T'OAHOCT

EXP

| 4. HAPTUAEH HOMEP

Lot

5.  JIPYIO

[Nonenennuk Bropuuk Cpsina UetBbpThk [leTbk CrboTa Henens
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Bb. JUCTOBKA
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JIncroBka: nHGopManus 32 MAHEHTA

Forxiga 5 mg ¢puiamupanu tabdaerku
Forxiga 10 mg ¢punmupann tadjeTKu
nanarnudiosus (dapagliflozin)

IIpoyeTeTe BHUMATEIHO LSAJIATA JMCTOBKA, IPEIM A 3all04HeTe Ja IpueMaTe TOBa JIEKapCcTBO,
Thil KATO TS CbAbPka BaxkHa 3a Bac nagopmanus.

3anasere Ta3u JUCTOBKA. MOXe 1a ce HaJIO0XKU Aa S POUYETETe OTHOBO.

AKO UMaTe HIKaKBH JIOTBIHUTEIHHA BBIIPOCH, MonuTaiTe Bamus nekap, papmarest nim
MEIUIUHCKA CECTPA.

ToBa nekapcTBO € npeanucano JuyHo Ha Bac. He ro npeotcTbnBaiiTe Ha apyru xopa. To Moxe
Jla UM HaBpEe.M, HE3aBUCHUMO Y€ TIPU3HAIIMTE Ha TAXHOTO 3a00JsIBaHe ca ChIUTEe KaTo Bammre.
AKO TIONTy4YHTe HIKAKBU HEXEJIaH! Peaklny, yBeqoMeTre Bamms nekap wmu dapmanent. ToBa
BKJIIOYBA ¥ BCUYKHU BH3MOKHHU HEKEJIAHU PEaKLMK, HEOIUCaHU B Ta3U JINCTOBKA. Bukre

TOUKa 4.

Kakso CbAbpPiKa Ta3u JIUCTOBKA

ANl S e

1.

Kakso npencrasmnsia Forxiga u 3a kakBo ce U3Momn3Ba
Kakso Tpsi0Ba na 3Haete, npeau aa npuemere Forxiga

Kak na npuemare Forxiga

BBb3MOxKHM HEXenaH! peakun

Kak na cpxpansiBate Forxiga

ChbabpxaHue Ha ONIAKOBKATa M JOIBIHUTENIHA HH(POPMAaLUS

Kaxkso npeacraBiasBa Forxiga u 3a kakBo ce H31os3Ba

Kakso npeacrasasiBa Forxiga

Forxiga chabppxa akTHBHOTO BEILECTBO Janariuduiosud. To NpuHAANIeKu KbM Ipynara “UHXHuOUTOpU
Ha HAaTPUEBO-TIIIOKO3HUS Ko-Tpancnoptep 2 (SGLT2)”. Te aeiicTBar kato 61okupat oentbka SGLT2
B ObOpenute. [Ipu O610Kupane Ha TO3u OENTHK, OT Bamms opranu3bsM ce OTAEIAT KpbBHA 3axap
(rmroko3a), con (HaTpuid) M BoJa Yype3 ypHHaTa.

3a kakBo ce u3noassa Forxiga
Forxiga ce n3nonssa 3a jeyeHue Ha:

JAunader THn 2

- MIpH B3PACTHH U Jienia Ha Bb3pacT 10 1 moBeye rouHm.

- ako BammsaT nuabet Tun 2 He MOXKe /1a C€ KOHTPOJIHpPA C JUeTa U (PU3NIecKka aKTHBHOCT.

- Forxiga Mo>xe ia ce mpuiiara caMoCTOSTEITHO WIIH 3a€JHO C IPYTH JICKapCTBa 32 JICUCHHE
Ha qua0er.

- BaxxHo e 1a mpoabkuTe 1a cria3BaTe ChBETUTE Ha JieKaps, papMmarieBTa Win
MEMIIMHCKATA CH CeCTpa 3a AueraTa U (pu3ndecKaTa Cu aKTHBHOCT.

Chbpaeyna HeIOCTATHBYHOCT
- IpH BB3pacTHHU (BB3pacT 18 u moBeye roJuHn), KOraTo ChpLeTo He N3IIOMIIBA TOJIKOBA

KPbB, KOJIKOTO € HGOGXOI[I/IMO.

Xpoun4Ho 0b0peyHo 3a00/1BaHe
- IIpY BB3PACTHU C HaMaJleHa ObOpeuHa yHKIus.
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Kakso npeacrasiasasa nuader Tun 2 u kak nomara Forxiga?

. [Ipu puabet Tun 2 BammsaT opraHu3bM He MIPOU3BEXIA JOCTATHYHO HHCYIUH WIN HE MOXE A
W3I0J13Ba MHCYJIMHA KakTo TpsioBa. ToBa BoaM 10 BUCOKA KOHLIEHTpALMs Ha 3aXap B KPHBTA.
ToBa Moke a goBene 10 CepUO3HU NPOOIIEMH KaTo 3a00NsIBaHuUs HA ChPLETO Wiu ObOpenuTe,
CJIETIOTA WIIH JIOIIO KPbBOOPOCSIBAHE HA PBLETE U KpaKaTa.

. Forxiga neiicTBa KaTo oTCTpaHsIBa U3NHUIIHATA 3axap oT Bamus oprannzsM. JIekapcTBOTO ChILO
Taka MOXKe Ja IOMOTHE 32 MPeI0TBpaTsABaHe Ha 3a00JsIBaHE HA CHPLIETO.

KakBo npeacrapiasiBa cbpAeYHATA HEIOCTATHYHOCT M Kak nomara Forxiga?

. To3u TvI chprevHa HEAOCTATHYHOCT CE MOSBSIBA KOraTo ChPLETO € cado U He U3MOMIBa
TOJIKOBa KPBB KbM Oesust [pod M ocTaHaslaTa 4acT OT TSUIOTO KOJKOTO € HeoOxoanmo. Tosa
MOJKe [1a JOBEZAE A0 CEPHO3HH 3IPaBOCIOBHH MPOOIEMH U HEOOXOIUMOCT OT JICUCHHUE B

OoHHUIIA.

. Haii-yecTuTe CUMIITOMH Ha ChpJIcUHA HEAOCTATHYHOCT Ca 3a]lyX, MOCTOSHHO YCEIaHe 32 yMopa
WM CHJTHA yMOpa, TIOJIyBaHE Ha IJIC3CHUTE.

. Forxiga momara kato 3armuTaBa Bariero c¢bpiie 0T MO-HATATHIIHO BIOIIABAHE U MOI00PSIBA

CUMIITOMHUTEC, KOUTO UMATE. HeKapCTBOTO MOXKE Ja HaMaJIn H€06XO)_II/IMOCTTa OT JICYCHHUC B
6OJ'IHI/IL[a " MOXKC 1a YABJKU ’)KUBOTA IIPU HAKOU MANUCHTH.

Kakso npeacraBiasBa XpOHHYHOTO 0b0pevHO 3a001BaHe M Kak nomara Forxiga?

. Korato nmate xpornyno 060peyHo 3a0onsBane, Bammure 060penn MoXke IOCTENIEHHO J1a TyOsIT
cBosita pynknusa. ToBa o3HauaBa, ye Te HIMa Ja MOTaT Aa U3UMCTBAT M (PUITpUpAT KPbBTa Taka
KakTo TpsOBa. 3arybara Ha ObOpeuHa QyHKIMA MOXKe Ja JOBEAE A0 CEPUO3HU MEAULIMHCKH
npo0aeMu 1 10 HeOOXOAUMOCT OT OOJTHUYHU TPHKH.

. Forxiga momara karo 3amuraBa Bammre 0p0pernu ot 3ary6a Ha TsaxHaTa ¢pyHKuus. ToBa Moxe
Jla TIOMOTHE Ha HAKOM MALMEHTH Ja )KHUBEAT IO-IBJr0.

2. Kakso TpsadBa na 3Haere, npeau Aa npuemere Forxiga

He npuemaiite Forxiga
. aKo CT€ AJIEPTUYHH KbM Janarin(Io3uH WIKA KbM HSIKOSI OT OCTaHAJINTE ChCTaBKH Ha TOBA
JeKapcTBO (M30pOeHH B TOUKa 0).

Ipenynpesxaenust ¥ NpeanasHA MEPKH
OO0bpHeTe ce BeAHAra KbM JeKap WM KbM Hal-0JIM3KaTa 00JHHIA

JnabeTHa KeToAIMA03a:

° Axo nmate quabeT ¥ MMoJyduTe rajieHe WK TOBPbhIaHe, CTOMAITHA 00JIKa, IPEKOMEpHa JKax/a,
Y4€CTEeHO U ABIOOKO JUINaHe, IPOSBH HA 00BPKAHOCT, HeOOMUYaiiHa CHHIMBOCT WM YMOpPa, IbX
ChC ClaJIKa MUPHU3Ma, CIIaJIBK MM METaJIeH BKYC B yCcTaTa, WM IPOMEHEHa MUPHU3Ma Ha
YypHHATA WU TOTTa WK Obp3a 3aryda Ha TerJio.

° I'opensnoskeHnUTE CUMIITTOMH MOJKE J1a ca MPU3HAK Ha ,,TuabeTHa KeToanuma03a’ — psiiko, HO
CEpUO3HO, TIOHSKOTa KHUBOTO3aCTPAIIABAII0 YCIOKHEHHE, KOSTO MOXKE JIa CE Pa3BUE MPH X0pa C
nua0eT mopau MOBUIIIEHA KOHIICHTPaIKs Ha ,,KEeTOHHH Tela'™ B ypuHaTa WIH KPBBTA, KOETO Ce
YCTaHOBSIBA TIPH JTA00PATOPHH M3CIIEIBAHU.

° PucksbT 3a pazputre Ha quabeTHa KETOAI103a MOXE J1a CE MTOBUIIU IPH MPOIBIDKUTEITHO
TIIaJyBaHe, 3I0ymoTpeda ¢ alKoXoJ, JeXuApaTallys, BHE3aITHO HaMalsiBaHe Ha J103aTa Ha
WHCYJIMHA VIV MTOBUINIEHA HYX/1a OT MHCYJIMH BCJIE/ICTBUE HA TOJSIMA OTIepaIlHsl I CEPHO3HO
3a00JIs1BaHe.

° Koraro ce nexyBare ¢ Forxiga, quabeTHa KeToamm103a MOXe J1a Bb3HUKHE JOPH U aKO
KpbBHaTa Bu 3axap e HopmaiHa.

AKo ToJ1o3uparte, ye UMaTe AuadeTHa KeToANn03a, CBBPKETE Ce BeIHAra C JIeKap WM C Hal-

Onm3kara OOJHHIIA U HE TIPUEMaiTe TOBa JIEKAPCTRO.
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HexpoTtusupany pacuuur Ha nepuHEeyma:

. He3zab6aBHo roBopere ¢ Bamms nekap, ako pa3Buere KOMOMHANKS OT CHMITOMH Ha 00JIKa,
qyBCTBHUTEJIHOCT, 3a4epPBsIBAHE WIN MIOAYyBaHE HA TEHUTAJIMUTE WA 00JIACTTA MEXKILY
TCHUTAJIMHUTE U aHyca ¢ TIOBUILEHA TeMIIepaTypa WK YyBCTBO Ha 0010 HepasnonoxeHue. Te3n
CHUMIITOMH MOTaT Ja ObJaT NPU3HAaK 3a psAjAKa, HO CEpHO3HA WK A0PH KMBOTO3acTpalllaBalla
nH}EKIHs, HapeyeHa HeKpoTU3upal (HacuuuT Ha IEpUHEyMa WK raHrpera Ha OypHue, KosTo
paspylaBa ThKaHTa oA KoxkaTa. [ aHrpenata Ha @ypHue TpsiOBa He3a0aBHO Ja ce JIEKyBa.

I'oBopete ¢ Bamust jexap, ¢papmManeBT WJIM MeAMIMHCKA cecTpa, mpeau Aa npuemerte Forxiga

. aKo UMare 3axapeH auadeT Tul 1 — TUIBT, KOWTO OOMKHOBEHO 3aI104Ba B paHHA BB3PACT U MPH
KoiiTo Bammst opranu3sM He npou3Bekaa HHCYIuH. Forxiga He TpsiOBa J1a ce U3MOo3Ba 3a
JieueHHe Ha TOBa 3a00JIsIBaHE.

° aKO UMaTe ,Z[I/Ia6CT n UMaTec HpO6J’I€MI/I C 6’L6peHI/ITC — Bammsar JICKap MOKEC Oa Bu xaxe Ja
npueMaTe JOMMbJIHUTCIHO JICKAPCTBO WJIH APYTO JICKAPCTBO 3a KOHTPOJ HAa KPbBHATA 3aXap,

° aKO UMaTe HpO6J’IeMI/I C UCpHUA ,I[p06 — toraBa Bammusr JICKAp MOKE 1a 3al10YHC JICUCHUCTO Bu
C IIO-HUCKa 1034,

o AKO IpHUEMATC JICKAPCTBA 3a NIOHW)KAaBAaHC HAa KPBbBHOTO HAJATAHC (aHTI/IXI/Il'IepTCH3I/IBHI/I

JIeKapCcTBa) MJIM UMATe aHaMHe3a 32 HUCKO KPBBHO HaJsiraHe (XUNnoToHus ). JombiHuTenHa
nHOpMaLus € IpeaocTaBeHa mo-10iy nox ,,Jpyru nekapcrsa u Forxiga”.

. aKo MMaTe MHOT'O BUCOKH HHMBA Ha KPbBHATA 3aXap, KOETO MOKE J1a I0BeE 10 00E3BOJHIBAHE
(3ary0a Ha TBBpJE MHOTO TE€YHOCTH). BB3MOKHHUTE pU3HALU Ha 00€3BOJHIBAHE Ca H30POCHU B
Touka 4. AKO UMaTe HAKOM OT Te€3M MPHU3HALM, YBEJOMETE JIeKapsl CH, IPeay Ja 3all0YHETe /1a
npuemare Forxiga.

. aKO MMaTe WM MOIYy4YHTe TaJeHe, NOBPBILAHE WM MOBUIIIEHA TEMIIEpATypa, WIN aKo HE
MOJKETE J1a CE XPaHUTE MITU MMHETE TEYHOCTHU. Te31 ChbCTOSTHUS MOTaT 1a IPEeIU3BUKAT
obe3BoHsBaHe. Bammusar siekap moxe qa Bu kaxe na cripere na npuemate Forxiga, nokaTo ce
BB3CTAHOBUTE, 3a []a HE CE 00E3BOIHUTE.

. aKo pa3BHBATE YECTO MHPEKIMH Ha MUKOYHHUTE ITBTHILA;

AKo HsKOE OT n30poeHHTe Baxku 3a Bac (nm He cTe CUTypHH), TOBOpETE ¢ JieKaps, papManeBTa HilH
MEAUIIMHCKATa CU CEeCTpa, IIpeay a 3amoyHere 1a npueMate Forxiga.

Juabet u rpu:xa 3a xoquiaara
AKko nMaTe auadeT, BayKHO € Jja MPOBepsIBaTe XOAMIaTa CH PEIOBHO U Ja CIa3BaTe BCEKH ChBET
OTHOCHO TPIDKUTE 3a XOJWIIATA, TaJcH OT Balms MeTUIIMHCKHN CTIEUANINCT.

I'imoko3a B ypuHaTa
[lopanu naunHa, o koiro aevictBa Forxiga, mpu nabopaTopHy u3cieaABaHus Ha ypuHata Bu me ce
OTYMTA MOJIOKUTENIEH PE3YJITaT 3a MIII0K03a, JOKaTO IpUeMaTe TOBa JEKapCTBO.

Jeua u roHomu
Forxiga MOZKEC a CC IIpuJiara 1npu Acna Ha Bb3pacT 10 1 moBeue T'OAWHU 3a JICUCHUEC Ha ,Z[I/Ia6CT THI 2.
Hama nannuun JaHHU IIpU Aena noa IO—FOI[I/IHIHa BB3pPacT.

YHOTpe6aTa Ha Forxiga 34 JICYCHUC Ha ChpACUHA HCAOCTATHhYHOCT WJIN 3a JICHCHUC Ha XPOHUYIHO

656pequ 3a00JI9BaHe Ipu A€1a U FKOHOIIU IOJ 18—FO,I[I/IIHH3, BB3PACT HC CC MPLIOPBHIBA, IOHCIKEC HC €
npoy4BaHa MpU TC3U MALIUCHTU.
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Apyru nexkapcrBa u Forxiga

WNndopmupaiite Bamms nexap, papmManeBT Wil MEAUIMHCKA CECTPA, aKO IIPHUEMaTe, HACKOPO CTe

MpUeMali WM € Bb3MOXKHO Ja IpueMare JpyTrH JeKapcTBa.

CrnienManHo yBeOMeTe JeKapsl CH:

. aKo IMpueMare OTBOJAHSABALIM JIEKapCTBA (JUYPETHLIN).

. aKo mpueMare Ipyru JIeKapcTBa, KOUTO MOHMKaBaT KPbBHATA 3aXap KaTO MHCYJIHH WU
cy I OoHMITYpEeHHU TPOU3BOIHH. BammsT Jekap MoXke 1a peliy 1a HaMaJly 103aTa Ha Te3H
JIEKapCTBa, 3a J1a HE ce OHIKM TBBPJEe MHOTO KpbBHaTa Bu 3axap (na passuere
XUIOTITUKEMUS ).

. aKo mpuemare JUTUH, 3amoTo Forxiga Moe Ja MOHMXM HUBOTO HA JIUTHH B KpbBTa Bu.

BpemenHocT 1 KbpMeHe

AKo cTe OpeMeHHa MM KbPMHTE, CMSTATE, Y€ € Bb3MOXKHO Ja CTe OpeMeHHa WIN IIaHupare aa
3abpeMeHeeTe, IOMOJIETE CBOS JIeKap MU (papMaLeBT 3a ChbBET Npeau MpHeMa Ha TOBA JIEKAPCTBO.
Ako 3a0pemMeHeeTe, TpsiOBa Jja crpeTe MprueMa Ha TOBa JIEKapCTBO, IOHEXKE MPUEMBT My Ipe3 BTOPHS
U TpeTusi TPUMECTHP Ha OpeMeHHOCTTa He ce mpenopbuBa. OOChaETE C IeKaps cu Hai-100pHusa HauuH
3a TIIMKEMUYEH KOHTPOJI 10 BpeMe Ha OpEMEHHOCT.

AKxo uckare JAa KbpMHUTC WIW KbPMHUTC, TOBOPCTE C JICKAPA CU, IPCAN [1a 3alIOYHCTC Ja IpUEMaTe TOBAa
JICKApCTBO. He u3non3paiite Forxiga, aKO KbPpMUTC. He ¢ u3BecTHO AaJiv IIpyu Xopa TOBa JICKAapCTBO
InpeMHrHaBa B KbpMarta.

lodupane u padora ¢ MAalIUHU
Forxiga He moBnHsBa WITH MOBJIHSIBA IPEHEOPEIKUMO CIIOCOOHOCTTA 3a IodupaHe U paboTa ¢ MallluHU.

[IprembT Ha TOBa JIEKAPCTBO C IPYTH JIEKApCTBa, HApeUeHH CyI(OHWITYPEHHN IPOU3BOAHH, UK C
WHCYJIMH, MOK€E J]a TPUYMHM PEKOMEPHO MTOHMKaBaHEe HA HUBATa Ha KpPbBHATA 3aXap
(XUmoraukeMus), KOeTo Ja Mpeau3BUKa Pa3BUTHE HA CHMIITOMH KaTo TpenepeHe, U3NOTsIBaHe 1
MPOMsIHA B 3pEHHETO, M MOKE J1a 3acerue cnocobnocrra Bu ga modupare u ga paboTUTe C MAIIMHU.

He modupaiite u He paboTeTe C HHCTPYMEHTH MJIM MAaIIMHH, aKO N0 BpeMe Ha npueMa Ha Forxiga
MOYYBCTBATE 3aMaiiBaHe.

Forxiga ceabpaka JiakTo3a
Forxiga cpappxa akro3a (MiieuHa 3axap). Ako Bammsar nexap Bu e ka3Bai, 4ue uMare HEMOHOCUMOCT
KBM HSIKOM 3aXapH, CBBPKETE CE C JeKaps CH, IPEAN Ja 3al0YHETE 1a IpUeMaTe TOBA JEKapCTBO.

3. Kak na npuemare Forxiga

Bunarn aneMaﬁTe TOBA JICKAPCTBO TOYHO KAKTO Bu e xazan Bamusr JICKap. Axo He cTe CUTYPHHU B
HCIIO, nonuTaite Barmms JICKap, Q)apMaueBT WM MCAUIIMHCKA CeCTpa.

Koako na npuemare

° [IpenopruntenHara no3a e exHa Tadnerka ot 10 mg BCeKH JieH.

° BamusT nexap Moxxe 1a 3armovHe jgedeHneTo Bu ¢ 1o3a 5 mg, ako umare npobiaemMu ¢ YepHHS
Ipo0.

° Bamusr nekap me Bu npeanuiie Haii-nonxonsmara 3a Bac nosa.

Kak na npuemare ToBa J1eKapcTBO
o [Mormpuaiite TabJIETKUTE 1IENH, C TTIOJOBUH Yallla BOAA.
o MoskeTe 1a npuemare TabieTKara Cu Che MM 0e3 XpaHa.
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° MoxeTte Ja mpuemarte TabIeTKaTa CH 110 BCAKO BpCEMC Ha ACHA. Bcee I1aK, HOCTapaﬁTe CC Ia s
npueMare 1mo €AHO U CbII0 BpEME. Toga me Bu nomorse Ja HE 3a6paB$1Te Ja s mpueMmare.

Bammsar nexap moxe aa Bu npeanuine Forxiga 3aenno ¢ npyru nekapcersa. He 3a0passiite na
IpreMare 1 JpyTruTe JIEKapcTBa, KouTo ca Bu npennucanu ot Bamms nekap. ToBa 1e cioMorse 3a
MoCTUraHe Ha Hail-noOpuTe 3a 3apaBeto Bu pesynraru.

Huerara u pu3zndeckaTa akTHBHOCT MOTaT Jja MOMOTHAT Ha opranu3ma Bu aa ycBosiBa mo-mo0pe
KpbBHaTa 3axap. AKO UMaTe AuadeT, BayKHO € Jja MPOABJDKHUTE J1a Clla3BaTe JUeTaTa v mporpamara 3a
¢u3nuecKa akTUBHOCT, Ipenopbyanu oT Bamms nekap, nokato npuemate Forxiga.

AKo cTe IpHeJIn MoBeve 0T HeoOxoanMaTa qo3a Forxiga
AKo cTe mpuenu noseue ot HeodxoanmaTta fo3a Forxiga, roBopere ¢ iekap uin He3ab0aBHO OTHIETE B
Oonnuia. B3emere onakoBkara Ha JIEKapcTBOTO ChC cede CH.

AKo cTe nponycHauu aa npueMere Forxiga
Kakso Tpsi0Ba 1a npaBuTe, ako cTe MPOIYCHAIM JIa IPHEMETE eIHa TabJeTKa, 3aBUCH OT TOBa KOJIKO
BpeMeE OcTaBa [0 cienBaniara Bu go3a.

° Axo g0 crienBamara Bu no3a ocraar 12 wim noBeue daca, mpreMere jgo3ata cu Forxiga
BeJHara 1mom cu cioMauTe. Ciiesr ToBa mpreMeTe clie/iBalaTa CH J103a B 00MYaifHOTO BpeMe.

° Axo 10 crienBamara Bu mo3a ocraBat mo-mainko oT 12 yaca, mpomnycHeTe 3a0paBeHara 103a.
Crnen TOoBa MpHEeMeETe CIie/IBallaTa CH J103a B O0MUYaifHOTO BpeMe.

° He B3ematiTe nBoitna no3a Forxiga, 3a 1a koMmneHcupaTe MmpoIrycHaTaTa /[03a.

AKko cTe cipesin npuemMa Ha Forxiga
He cniupaiite npuema Ha Forxiga, 6e3 npeau ToBa a TOBOPHTE C JIeKaps cu. AKO UMarte Auadert, 6e3
TOBa JIEKapCTBO KpbBHATa B 3axap MoxXke J1a ce MOBHILN.

AKO MMaTe HIKAaKBU JOIBIHUTEIIHH BBIIPOCH, CBBP3aHH € yIoTpebdara Ha TOBa JIEKApCTBO, MOMHTAiTe
Bamms nekap, ¢papmaneBT Uiy MEAULMHCKA CECTPA.

4. BB3MOKHI HexkeTaH! peaknuu

Kakro Bcuukn JICKApCTBa, TOBA JICKAPCTBO MOXKE J1a IPCAN3BHUKA HCIKCIIaHU PCAKIIUU, BBIIPCKU Y€ HC
BCCKH I' TIOJIy4YaBa.

He3a0aBHo ce cBBp:KeTe € JIeKap HJIN Hail-0JM3KaTa 00THHIA, AKO MOJTYyYHTe HAKOS OT
CJIeIHUTE HeKeJIAHH PeaKIuu:

° aHTuoeaeM, HabII0JaBa ce MHOTO psiiko (Moxe na 3acerde no 1 Ha 10 000 pymm).
[Ipu3Hanu Ha aHTHOEAEM ca:
- MOAYBAHE Ha JIMIIETO, €3UKA WU T'bPIIOTO;
- 3aTpyAHEHO NPErTbLIAHE;
- YPTUKApHS U TIPOOIIEMH C JUIIAHETO.

. AuadeTHa KeToaumna03a — TS € PAIKA peakys Npu MalUeHTH ¢ AuadeT THIl 2 (MOKe J1a 3acerHe
1o 1 ma 1 000 mymm).
ToBa ca npu3HanuTe Ha TuabeTHa KeToauua03a (BIXKTe chllo Touka 2 , Ilpexynpexxnenus u
Mpeana3Hu MEPKU‘):
- MOBHIICHU HMBA Ha ,,KETOHHHU TeJa“ B ypHHATa WK KpbBTa Bu;
- rajeHe Wiu MOBPBILAHE;
- 00JIKM B CTOMaXxa;
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- peKoOMepHa Kax/a;

- YYECTEHO U IbJIOOKO AMIIAHE;

- 00BPKAHOCT;

- HeoOn4aitHa CHHIMBOCT HIIH YMOPA;

- IBX ChC CIIaJka MHPH3Ma, CJIQIbK WIIM METAJICH BKYC B yCTaTa WM HEOOMYaiiHa MUpH3Ma
Ha ypHHATa WM NOTTA;

- Obp3a 3aryba Ha TerJo.
ToBa MOke /1a ce Cilyun He3aBUCHMO OT HUBOTO Ha KpbBHATa 3axap. Bammsar nexap Moxe aa pemu
BPEMEHHO HJIM OKOHYATEJHO Aa crpe JeueHnero Bu ¢ Forxiga.

. HEKPOTU3HpAaLl (PACHUUT HA NepUHeyMa WK raHrpera Ha OypHue, cepno3Ha HHPpeKuus Ha
TCHUTAJIMHUTE UK 001aCTTa MEKAY T€HUTAINUTE U aHyca, HaO0AaBa ce MHOT'O PSIKO.

Cupere npuema Ha Forxiga u Bb3M0kH0 Hali-0bP30 0THETE HA JIEKapP, aK0 3a0e/1eKuTe HAKOA
OT CJIeJJHUTE CEPUO3HM HeKeJIaHU PeaKIum:

. uH(eKIUM HA MUKOYHUTE MbTUILA, KOUTO ce HabIromaBaT yecto (MoXke J1a 3acerHe 70 1 Ha
10 gymm).
[Ipu3Hanu Ha TeXKa HHPEKIH Ha MUKOYHHUTE ITBTHIIA Ca!
- MOBHIICHA TEMIIEpaTypa H/UiIH BTPUCAHE;
- napeHe npu ypUHUPAHE;
- 0o0JIKa B KPBCTA.
Makap ToBa Jja HE € YeCTO, aKo 3a0eIeXUTe KPbB B ypUHATa CH, He3a0aBHO YBEAOMETE JIEKaps CH.

Bb3MokHO Hali-0BP30 ce CBBpIKeTe ¢ JIeKapsl CH, AK0 MOJIYy4YuTe HAKOS 0T H30pPOCHHTE MO-X0JIY
He/KeJIAHH peaKuuu:

° NMOHMKABaHe HA KPbBHATA 3aXap (XUIOTIIMKEeMUs) — HAOJF0jaBa ce MHOTO 4ecTo (MOKe /1a
3acerde mosede ot 1 Ha 10 aymm) npu manueHTH ¢ AMA0ET MPH MIPHEM Ha TOBA JIEKAPCTBO
3a€THO ChC CYN(HOHIITYpEHHO IPONU3BOIHO UM HHCYIIWH.

[Ipu3Hanm Ha MOHW)kKaBaHE Ha KPhBHATA 3aXap ca.

- TpenepeHe, MOTeHe, CUITHA TPEBOKHOCT, YCKOPEHa Chp/IedHa JIEHHOCT;
— T3], TJIaBo00IHe, IPOMEHU B 3pDCHUETO;

— MPOMSIHA B HACTPOSHUETO WU OObpPKBaHE.

BammusT nexap nie Bu kake kak Ja oBiajieeTe MOHMKABAHETO Ha KPhBHATA 3aXap U KaKBoO Ja MPaBHUTE,

aKO MMaTe HSIKOU OT U30POCHHUTE TIO-TOpEe PU3HAIIH.

Jpyru He:xenaHu peakuuu npu npuem Ha Forxiga:

Yectn

. TeHUTaTHA WHPEKIUS (MICYHUIA) HA TICHUCA WM BIIAraIMIIEeTO (MIPU3HAIIMTE MOXE J1a
BKITIOYBAT JIpa3HeHe, ChpOek, HeoOMUaiiHa CeKpeIus Wil MUPH3Ma);

. Oosika B Ipp0a;

. OTJIEJISTHE Ha TO-TOJISIMO KOJIHYECTBO ypHUHA OT OOMYAHHO WIIH TTO-9€CTO YPUHUPAHE OT
o0uuaitHo;

. MPOMSTHA B KOHIICHTPAIMATA HA XOJIECTEePOIIa WIH JUIHIUTE B KpbBTa Bu (ycTaHOBSBA ce mpH
M3CIIe/IBaHe HA KPHBTA);

. MTOBUINIaBaHE Ha Oposl Ha YepBEHUTE KPHBHU KJIETKH B KpbBTa B (ycTaHOBsIBa ce npu
M3CIe/IBaHe HA KPHBTA);

. HaMaJsiBaHe Ha OBOpedeHUs KIMPHHC HA KpeaTHHUHA (YCTaHOBSIBA CE MIPH MU3CJIeIBaHe Ha
KpBBTa) B HAYAJIOTO HA JIEYCHUETO;

o 3aMaiiBaHe;

. o0OpuB.
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Heuectu (Moxe na 3acernar no 1 Ha 100 gyrmmm)

. 3ary0a Ha TBBpJIE MHOTO TEUHOCTH OT OpraHu3Ma (00e3BOIHABaHE, MPU3HAIINTE MOXKE J1a
BKJIIOYBAT CUJIHA CyXOTa B yCTaTa WU JICMHEHE Ha yCTaTa, OTACISIHE Ha TBBPIC MAIKO WU
JIOPY HUKAaKBa YPUHA WIH YCKOPEHA ChpJIeUHa JIEHHOCT);

KK,

3armex;

HOIIIHO CTaBaHE M0 MaJIKa HYX/a;

CyXOTa B yCTaTa;

HaMaJeHO TerJo;

MOBUINIaBaHE HAa KpeaTHHHUHA (YCTAaHOBSBA CE MPH JTA00PATOPHU KPBBHH U3CJICIBAHNUS) B
HayaJuoTO Ha JCUYECHUETO;

. MOBUINIABaHE HA ypesTa (yCTaHOBSBA Ce MpH J1a00paTOPHU KPHBHU U3CIICIBAHIS).

MHoro penkn
. BB3MaJICHUE Ha OBOpenuTe (TyOyIOHMHTepCTHLIMANICH HEPPUT)

CpolImaBane Ha He)KeJAHH PeaKIHH

AKO NOJTyuHTe HAKAaKBU HEXKEJIAHU JICKAPCTBEHH peakluy, yBegoMeTe Bamms nexap, GapmaneBT mim
MeIUIUHCKa cecTpa. ToBa BKIIIOYBAa BCHYKH BH3MOYKHH HEOITMCAHH B Ta3W JIMCTOBKA HEXKEJIAHU
peakin. MoxeTe ChIIO a ChOOIIUTE HEKEIaHH PeaKkluy JUPEKTHO Upe3 HAllMOHAIHATA CHCTEMa 32
cbo0maBane, nocoveHa B [punoxkenue V. Kato cho0iaBaTe HexeIaH! peakiiy, MOXKETe Ja 1a1eTe
CBOSI ITPUHOC 32 TOJTy4aBaHe Ha OBeue HH(OpMALUsI OTHOCHO O€30I1acCHOCTTa Ha TOBA JIEKAPCTBO.

5. Kak na cexpansiBare Forxiga
Jla ce cbxpaHsBa Ha MsICTO, HEAOCTHITHO 3a JIela.

He n3non3BaiiTe TOBa JIEKapCTBO CIIE] CPOKA HA TOAHOCT, OTOENsI3aH BEPXY OJrcTepa Win
KapTOHEHaTa OMaKoBKa CbOTBETHO cief ,,EXP” u ,,I'onen 1o0:”. CpoKbT Ha TOAHOCT OTTOBaps HA
IIOCJICAHUS JICH OT OCOYCHUS Mecell.

ToBa JICKApCTBO HC U3UCKBA CIICLIUAIIHU YCJIOBUS 3a CbXPAHCHHC.

He H3XB’BpH$H7[T€ JICKapCTBAaTa B KaHAJIU3allUATa UJIU B KOHTCﬁHepa 3a JOMAalIHH OTIIaAbIIN.
IlommraiiTe Bammus (bapMaueBT KakK [1a U3XBBPJIATC JICKAPCTBATA, KOUTO BCUC HC U3IIOJI3BATC. Te3n
MCPKHU IIC CIIOMOTrHAT 34 OIIa3BaAHC HA OKOJIHATA Cpcaa.

6. ChbabpikaHue HA OIIAKOBKATA M JOINBJIHUTEIHA HHpOopManms

Kaxkso cpabp:ka Forxiga

. AKTUBHOTO BEIIECTBO € Janariugo3uH.
Bcesika punmupana tadnerka (tabnerka) Forxiga 5 mg chabpxa ganariaugao3nH NponaHIuo
MOHOXH/IPAT, CKBUBAJICHTEH HA 5 mg nanaraugao3nx
Bcesika punmupana tabnerka (tabnerka) Forxiga 10 mg cpapprka nanarnuguo3ut Mponanano
MOHOXH/IpAT, eKBUBaJieHTeH Ha 10 mg nanaringIio3uH.

. Jlpyrure cbCTaBKH ca:

—  s7apo Ha TabneTkaTa: MUKpoKpHcTainHa nenynosda (E4601), nakrosa (Bmwxre Touka 2 ,,Forxiga

ChIbpiKa akTo3a”), kpocroBuaoH (E1202), cunmuiueB nuokcun (E551), marnesues creapar
(E470D).
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—  (unmoBo nokputre: monu (BuHUIOB ankoxon) (E1203), Turanos nuokcun (E171),
makporon 3350 (E1521), tank (E553b), xxbat xenezen okcun (E172).

Kak m3raexna Forxiga m kakBo ¢bAbp:ka 0NAKOBKATA

Ounmupanute Tabnaetku Forxiga 5 mg ca bATH, IBOKHOUBIIBKHAIH, KPBIH ¢ AuameTsp 0,7 cm. Ot
eHaTa cTpaHa uMaT HaJmuc ,,5”, a ot apyrarta —,,1427”.

dunmupanute Tabnetku Forxiga 10 mg ca »XbITH, OCMOBI'BIIHH, ChC CKOCEHH PBOOBE, C TMaroHau
npubnmsutenHo 1,1 u 0,8 cm. OT eqHara cu cTpana umat Haamnwuc ,,10”, a ot apyrarta —,,1428”.

Tabnerkute Forxiga 5 mg ce npemiarar B alyMHHUEBH OJIMCTEPH B OMAKOBKH OT 14, 28 uinu
98 ¢unmupanu TabneTk B HeneppoprupaHu KaneHnapHu onuctepu u ot 30 X 1 nnn

90 x 1 punmupanu TabneTku B epHopupaHu €AHOI030BU OIUCTEPH.

Tabnerkute Forxiga 10 mg ce npeanarat B alfyMUHHEBH OJHCTEPU B OIAKOBKHU OT 14, 28 nnn
98 punmupanu TabneTk B Heneppopupanu KaneHaapuu onuctepu u ot 10 x 1, 30 x 1 nnn
90 x 1 punmupanu TabneTku B epHopupaH €AHOI030BU OIUCTEPH.

He Bcuuku BHUIOBC OIMAKOBKU MOrart aa 6’I>,I[aT ITyCHATHU B npona>i<6a BBB Bamara CTpaHa.

IIpuTeskaTes Ha pa3pelIeHNETO 32 yOTpeda
AstraZeneca AB

SE-151 85 Sodertilje

IBenms

IIponsBoauten
AstraZeneca AB
Giértunavigen
SE-151 85 Sodertilje
IBerus

AstraZeneca UK Limited
Silk Road Business Park
Macclesfield

SK10 2NA
Benukobpuranus

3a JOIIBJIHUTCIIHA I/IH(l)OpMa]_II/ISI OTHOCHO TOBa JICKApCTBO, MOJIsA, CBbPIKCTC CC C JIOKAJTHUSA
NPEACTABUTCII HA MPUTCIKATCIIA Ha PA3PCHICHUCTO 3a yHOTpe6a:

Belgié/Belgique/Belgien Lietuva

AstraZeneca S.A./N.V. UAB AstraZeneca Lietuva
Tel: +322 37048 11 Tel: +370 5 2660550
Bbarapus Luxembourg/Luxemburg
Acrtpa3eneka bwarapus EOO/] AstraZeneca S.A./N.V.
Ten.: +359 (2) 44 55 000 Tél/Tel: +322 37048 11
Ceska republika Magyarorszag
AstraZeneca Czech Republic s.t.0. AstraZeneca Kft.

Tel: +420 222 807 111 Tel.: +36 1 883 6500
Danmark Malta

AstraZeneca A/S Associated Drug Co. Ltd
TIf: +45 43 66 64 62 Tel: + 356 2277 8000
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Deutschland Nederland

AstraZeneca GmbH AstraZeneca BV

Tel: +49 40 809034100 Tel: +31 79 363 2222

Eesti Norge

AstraZeneca AstraZeneca AS

Tel: + 372 6549 600 TIf: +47 21 00 64 00

E)\Gda Osterreich

AstraZeneca A.E. AstraZeneca Osterreich GmbH
TnA: +30 2 106871500 Tel: +43 1711310

Espaiia Polska

AstraZeneca Farmacéutica Spain, S.A. AstraZeneca Pharma Poland Sp. z o.0.
Tel: +34 91 301 91 00 Tel.: +48 22 245 73 00
France Portugal

AstraZeneca AstraZeneca Produtos Farmacéuticos, Lda.
Tél: +33 1 4129 40 00 Tel: +351 21 434 61 00
Hrvatska Romainia

AstraZeneca d.o.0. AstraZeneca Pharma SRL

Tel: + 38514628 000 Tel: +40 21 317 60 41

Ireland Slovenija

AstraZeneca Pharmaceuticals (Ireland) DAC AstraZeneca UK Limited

Tel: +353 1609 7100 Tel: +386 1 51 35 600

island Slovenska republika

Vistor hf. AstraZeneca AB, o.z.

Simi: + 354 535 7000 Tel: + 4212 5737 7777

Italia Suomi/Finland

AstraZeneca S.p.A. AstraZeneca Oy

Tel: +39 02 00704500 Pul/Tel: +358 1023 010
Kvnpog Sverige

Aléktop Pappokevtikn Atd AstraZeneca AB

TnA: +357 22490305 Tel: +46 8 553 26 000

Latvija United Kingdom (Northern Ireland)
SIA AstraZeneca Latvija AstraZeneca UK Ltd

Tel: + 371 67377100 Tel: +44 1582 836 836

IlaTa Ha MOCJIEAHO MpepasrjeKaaHe Ha JUCTOBKaTa

JApyru n3royHuny Ha mHGpopmanus
[MonpoOHa nH(OpMaIUs 3a TOBa JIEKAPCTBO € IpeA0CTaBeHa Ha yeOcaiita Ha EBporiefickaTta areHIus
0 JIeKapcTBara http://www.ema.europa.eu
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