INPUJIOKEHHE I

KPATKA XAPAKTEPUCTUKA HA ITPOAYKTA



vTosn JIEKapCTBEH MPOIYKT MOJIJICKH Ha JOMMBIHUTEIHO HaboneHre. ToBa 1ie mo3Bom 0bp30To
YCTaHOBSIBaHE HA HOBa MH(pOPMAITHI OTHOCHO 6e30macHocTTa. OT METUITMHCKHUTE CIICIIUATTUCTH CE
M3HCKBA Jla ChOOIaBaT BCSIKA MMO03UPaHa HeXKellaHa peakius. 3a HaulMHa Ha ChOoOIaBaHe Ha
HEXEJIAaHU PEaKlUU BIXKTE ToukKa 4.8.

1. HNME HA JIEKAPCTBEHUSA ITPOAYKT

Synjardy 5 mg/850 mg dbunmupanu TabaeTKH
Synjardy 5 mg/1 000 mg ¢punmupanu TabneTku
Synjardy 12,5 mg/850 mg ¢punmupanu tadbiaeTku
Synjardy 12,5 mg/1 000 mg ¢puimMupanu TabaeTKH

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Synjardy 5 mg/850 mg ¢punmupanu TabIeTKH
Bcesika Tabnerka chabpika 5 mg emmarnuduiosus (empagliflozin) u 850 mg merdopMuHOB
xunpoxiopuy (metformin hydrochloride).

Synjardy 5 mg/1 000 mg dunmupanu TabieTKu
Bcesika Tabnerka chabpika 5 mg emmarnuduosus (empagliflozin) u 1 000 mg metdhopMuHOB
xuapoxyopuy (metformin hydrochloride).

Synjardy 12,5 mg/850 mg dunmupanu TabneTku
Bcesika Tabnerka cpabppika 12,5 mg emnarnudiosus (empagliflozin) u 850 mg merdopmuHOB
xunpoxiopug (metformin hydrochloride).

Synjardy 12.5 mg/1 000 mg dunMupanu TabaeTku
Bceska Tabnerka cpabpka 12,5 mg emnariudnosus (empagliflozin) u 1 000 mg metgopMuHOB
xunpoxiopug (metformin hydrochloride).

3a IIBJIHUSA CIIMCHK HA IIOMOIIHUTE BEIECTBA BIDKTE TOYKa 6.1.

3. JJEKAPCTBEHA ®OPMA
Ounmupana Tabnerka (TabieTka).

Synjardy 5 mg/850 mg dbuaMupanu TabJIETKH

JKbpnrennkaBo-0sta, OBalTHA, TBOMHOM3ITbKHANIA (DMIIMHpaHa TaOJIeTKa C BITHOHATO peledHO
o3HaveHue ,,S5° u nmororo Ha Boehringer Ingelheim ot ennara crpana, u ,,850° ot npyrara crpana
(nwoxuHa Ha TabneTkaTa: 19,2 mm, mmpuHa Ha Tabnerkara 9,4 mm).

Synjardy 5 mg/1 000 mg dbunmupanu TabieTku

KaderennkaBo-xbiTa, OBajiHa, JBOMHOM3IIbKHANA (UIMHUpaHa TabJIeTKa ¢ BIIBOHATO peaedHO
o3HayeHue ,,S5° u nororo Ha Boehringer Ingelheim ot exnara crpana, u,,1000“ ot npyrarta ctpana
(mpmxuHa Ha TabneTkaTa: 21,1 mm, mmpuHa Ha Tabnerkara 9,7 mm).

Synjardy 12,5 mg/850 mg ¢punmupanu TaOIeTKH

Po3oBo-0s1a, oBanHa, ABOMHOM3MBbKHAIA (PUIIMHUpPaHa TabJIeTKa ¢ BJUTLOHATO peseHO O3HAaYCHHE
»312° n mororo Ha Boehringer Ingelheim ot enHara crpana, u ,,850° oT Apyrara cTpana (IbJDKHHA Ha
tabyeTkara: 19,2 mm, mmprHa Ha TabjaeTkaTa 9,4 mm).

Synjardy 12,5 mg/1 000 mg ¢punMupanu TabaeTKu
TeMHOKa(EHHKABO-JIMIaBa, OBaJIHA, TBOMHOM3IIbKHANIA (DUIMHUPaHa TabJIeTKa ¢ BIUTbOHATO penedHOo
o3HayeHue ,,S12% u ororo Ha Boehringer Ingelheim ot exnara ctpana, u ,,1000“ ot apyrara crpana
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(mpmxuHa Ha TabneTkaTa: 21,1 mm, mmpuHa Ha Tabnerkara 9,7 mm).

4. KJIMHUYHU JAHHHU
4.1 TepaneBTHYHHN MOKA3ZAHUS

Synjardy € IIOKa3aH 34 JICYCHUC Ha Bb3PACTHHU XOpa ChC 3aXapCH ,I[I/Ia6eT THUII 2, KaTo JOIMBbJIHCHUEC KbM
AUCTAaTa U YIIpAXXHCHUATA

. NP TAIMEHTH ¢ HETOCTAaThYeH KOHTPOJI TIPU MakCUMalTHaTa IIOHOCKMA J103a ¢ MeT(hopMuH
CaMOCTOSITEITHO

. B KOMOHMHAITUS C IPYTH JIEKAPCTBEHH MPOIAYKTH 3a JICUCHUE Ha THa0eT, IPH MAIUeHTH C
HEJIOCTAaThYeH KOHTPOJ C METQOPMHUH U TE3H JIEKAPCTBEHH MPOTYKTH

. IpY MaLMEeHTH, KOUTO BEYe ca Ha JIeYeHUe ¢ KOMOMHAIMATA OT eMNarii(io3uH 1 MeT)OpMUH

KaTo IBC OTACIIHHU TaOJIETKH.

3a pe3yJsITaTH OT MPOYYBAHMUS C OTJie]l KOMOMHUPaHE, e)eKTH BhPXY TIMKEMUYHUST KOHTPOI 1
CHP/ACYHOCHIOBU CHOUTHSI U IPOYUBAHUTE TIOMYJIalluH, BIOKTe Touku 4.4, 4.5 u 5.1.

4.2 I[osnpomca N HAYMH HA NPUJTOKECHUEC

gOSH[)OBKa

Bw3pacmuu ¢ nopmanna 6wopeuna gpynxyus (GFR> 90 ml/min)

IpenopbunTeHaTa 103a € eHa TabneTka Ba MbTH JHEBHO. Jlo3upoBkara TpsOBa 1a Obie
WHIMBUIYaJHO ONpe/iesieHa Ha 0a3ara Ha HACTOsIIATa CXeMa Ha JICUCHHE Ha MallieHTa,
e(peKTUBHOCTTA ¥ MOHOCHMOCTTA TPH U3I0JI3BaHE HA MPEMOPhUYMTENIHATA JHEBHA 7032 0T 10 mg miu
25 mg emnarnugIIo3uH, KaTo MPH TOBA HE Ce HAJBUIIIABA MAKCHMAJTHATA MTPEMOPHUYUTEITHA THEBHA
11032 METHOPMHUH.

Hayuenmu c nedocmamuvyen KOHMPOL ¢ MEMPOPMUH (CAMOCMOAMENHO UIU 8 KOMOUHAYUs ¢ Opyau
JleKxapcmeenu npooyKmu 3a iedenue Ha ouabem)

[Ipu nanyeHTH ¢ HEAOCTATHYCH KOHTPOJI NIPH JISYEHUE caMO ¢ MET(GOPMUH WIH B KOMOMHAIHS C
JIPYTH JIEKApCTBEHU TPOYKTH 32 JIeUeHHE Ha JHadeT NpernophunTeliHaTa HadaimHa 103a Synjardy
TpsOBa J1a ocurypsiBa eMnarin¢o3u 5 mg ABa IbTH THEBHO (AHEBHA No3a 10 mg) u no3a
MeTdopMuH, No00Ha HAa pUIIaraHaTa Beue go3a. [Ipu manuueHTn, KOUTo moHacsAT oo1Ia JHEBHA 1034
emnarmduiosud 10 mg u ce HyXIasT OT MO-CTPOT TITMKEMHUYICH KOHTPOJI, 103aTa MOXKe J1a Objie
NOBHUIIIEHA J10 00I1Ia IHEBHA 71032 eMIarandiao3uH 25 mg.

Korato Synjardy ce n3nomn3sa B koMOMHALUS ChC CyI(GOHMITYPEHHN TPOU3BOAHN H/WIH C UHCYJIMH,
MOJKE J1a € He00X0IMMa TI0-HKHCKa [103a CYJI(QOHMITYpEHHO MTPOU3BOAHO H/WIIH HHCYJIMH, 3a J1a Ce
HaMaJId PUCKBT OT XUIIOTIUKEMHUS (BXK. TOUkH 4.5 u 4.8).

Tayuenmu npemunasawju om neveHue ¢ OMoeIHu mabiemKu emMnaziu@Io3un u Mmemgpopmun
[TanueHTHTEe, MPEMUHABAILY OT JICYSHHUE C OTACAHM TabseTku emmariudiao3ud (10 mg wim 25 mg
o01a 1HeBHa 7103a) 1 MeTHOPMHH Ha JieueHne cbe Synjardy, TpsiOBa Aa moTy4aBaT chlllaTa JHEBHA
J103a eMnaraugIo3uH U METPOPMHUH, KOSITO ca TOIy4aBall MM Hall-OJIM3KaTa TepaneBTUIHO
MTOIXO/ISINA 7032 MET(OPMUH.

3a paznuuHHUTE 1034 MeTdopMuH, Synjardy ce mpejiara ¢ pa3iiuHd KOJIMYECTBA aKTHBHO BEIIECTBO B
JI030Ba eAuHMNA: 5 mg emnariau@o3ud mioc 850 mg MeT(pOpPMHUHOB XUAPOXIOPHI, 5 Mg
emmarnuduiosud mioc 1 000 mg MeTGopMUHOB XuApoxIIopu, 12,5 mg eMnariaudao3uH miroc

850 mg meTgopmMuHOB Xxuapoxsopua U 12,5 mg emnarnudiosus miroc 1 000 mg MmeTdhopMHUHOB
XUJAPOXIOPH].



Cneuuaﬂﬁu nonyiaauuu

bvopeuno yspeacoane
He ce Hanara agantupase Ha J1o3arta pH NAIMEHTH ¢ Jieko Ob0pedHo yBpexxaane. [Ipenu 3amouBane
Ha JIEYCHUE C MPOJIYKTH, ChIIbPIKAIINA METPOPMHUH, TPOBa Jia ce HarpaBu orieHka Ha GFR
CTOMHOCTHTE, & CJIeJT TOBA - MOHE BEAHBK TOAUIIHO. [IpH MAIMEHTH ¢ TIOBUIIICH PUCK OT IMO-
HATATBIIHO MPOrpecupaHe Ha ObOPEYHO YBPESKIAHE U IIPU MAIIMEHTH B CTapyecka Bb3pacT TpsiOBa 1o-
YeCTO J1a Ce MPaBH OleHKa Ha ObOpeuyHaTa QyHKIMsS, HATPUMED Ha BCEKHU 3-6 Mecera.

AKo He e JJocThITHa 1030Ba (popma Ha Synjardy ¢ aJiekBaTHO KOJIMYECTBO HA AKTUBHOTO BEIIECTRBO,
BMECTO KOM6I/IH3HI/IH Cc (1)I/IKCI/IpaHI/I 03U Tpf{6Ba Ja C€ U3I10JI3BAT OTACIIHUTEC MOHOKOMIIOHCHTH.

Tabmuma 1: Jlo3upoBka nmpu nanueHTy ¢ ObOPEYHO YBPEKIaHEe

GFR ml/min | Merdopmun Emnarauduosun
60-89 Makcumanaara qaeBHa g03a ¢ 3 000 mg MakcumanHaTa JHEBHA 703a € 25 mg.
Mosxe Ja ce 0OMUCIN TTOHUKAaBaHE Ha
Jl03aTa BB BPb3Ka C HAMAJISIBAHETO Ha
O0bOpeuHara QyHKIHS.
45-59 Makcumannara qaeBHa go3a e 2 000 mg He Tpsi6Ba na ce 3amoyBa Jie4eHUE C
Hauannara 103a € Hali-MHOT'O TIOJIOBMHATa | €MIarn(IIO3uH.
OT MaKCUMAJIHATA J034. Jlo3aTa TpsOBa 1a ce MOaabpKa WIIN
KOpHTHUpa 0 MaKCUMaJTHA JIHEBHA /1032
ot 10 mg.
30-44 Makcumannara qaesHa go3a € 1 000 mg. He ce mpenoppuBa ymorpeba Ha
Havannara f03a € Hali-MHOTO TIOJIOBMHATa | EMIIArIH(QIO3HH.
OT MaKCHMAaJHaTa J1034.
<30 MeTtdopMuH € TPOTHUBOIIOKA3aH He ce npenoppuBa ynorpeda Ha
eMrariauQIIo3uH.
Yeproopobro yepedcoane

To3u nexapcTBeH NPOAYKT HE TpsiOBa Aa ce M3MOJ3Ba IPH MAIMEHTH C YEPHOAPOOHO yBpeXaaHe (BXK.
touku 4.3, 4.4 1 5.2).

Tayuenmu 6 cmapuecka 6v3pacm
[Mopann mexaHn3Ma Ha JIeHCTBHE, TOHKEHATA ObOpevHa QYHKIHS e JOBEJIEe 10 HaMalleHa
rIIMKeMUYHa epuKacHOCT Ha emnaringno3ut. [lonexxe MeTopMHH ce eKcKpeTupa upes 0b0penure, a
NAalUEHTHUTE B CTApUYeCcKa Bb3PacT € MO-BEPOsTHO Ja ca ¢ MOHWKeHa 0b0peuna GpyHKuus, Synjardy
TpsiOBa Jla ce M3MOJI3BA C MOBUILICHO BHUMAaHKE TP Te3U ManueHTH. HeoOxomumo e mpocreisiBaHe Ha
O0pOpeuHaTa GyHKIMS C [T OJIIOMaraHe Ha MpeAna3BaHeTo OT CBbp3aHaTa ¢ MeT(OPMHUH JIaKTaTHA
alua03a, 0COOCHO MPH MAIMEHTH B cTapuecka Bb3pacT (Bx. ToukH 4.3 u 4.4). [Ipu naunenTn Ha

75 TOIMHM U TTO-BB3PACTHH TPSIOBA Ja Ce UMa MPEJ(BUJI IOBUIICHHUST PUCK 32 00EMHO U34epIiBaHe (BK.
Touku 4.4 u 4.8). [Topaau orpaHIYEHHS TEPAIEBTUYEH OIHT C eMIAarIM(IIO3UH MTPU TAlMEHTH Ha
BB3pAcT 85 TOAMHM U ITOBEYE, HE C€ NMPENOophUBa 3all0YBAHE HA TEpaNHs B Ta3H MOMyIalus (BXK.

Touka 4.4).

Tleouampuuna nonyrayus
BezomacHoctTa 1 ehukacHocTTa Ha Synjardy mpu enia ¥ FHOIIH Ha Bb3pacT oT 0 10 18 ronuHu He ca
yCTaHOBEHHU. JIUMCBaT JaHHU.

Hauun Ha NOPHUITOKECHHUC

Synjardy TpsiOBa 1a ce mpreMa JiBa IbTH JHEBHO C XPaHa, 3a J1a Ce HaMaJIsIT HEKeJIaHUTE PEaKIMK OT
CTpaHa Ha CTOMAITHO-YPEBHUSI TPAKT, CBHP3aHu ¢ MeTPOopMUH. Beruku manuenT TpsoBa na
MPOIBIDKAT AUETATa CU C TOJIXOSAIO pas3NpeAesicHue Ha IpUeMa Ha BhIVIEXUAPATU B X0/1a HA ICHS.
ITanmeHTHTE C HATHOPMEHO TEIJIO TPIOBA J1a MPOABIIKAT OTPaHUYEHATA CH 110 KaJJOPUIHOCT JHeTa.
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AKO NanMeHThT MPOITyCHE 1033, TPSOBA J1a s MpueMe BeHara oM cu criomHu. He TpsioBa, obaue, i1a
ce mpuemMa JIBO¥HA 7103a [0 €HO U ChII0 Bpeme. B momo0eH ciyyaii mpormycHarara 103a TpsOBa J1a ce
MIPECKOYH.

4.3 IIporuBomokaszaHus

o CBpBXUyBCTBUTEITHOCT KbM aKTHBHHUTE BEILECTBA WJIM KbM HIKOE OT IIOMOIIHUTE BEIIECTBA,

n30poeHu B Touka 6.1.

Bceku tum octpa MetabonuTHa annao3a (KaTo JakTaTHA alua03a, 1nabeTHa KeToau103a)

[uabeTHa npenkoma.

Texka 660peuna HemocraTbuHOCT ( GFR< 30 ml/min).

Octpu cbCcTOSIHUS, KOUTO OMXa MOTJIM J1a TPOMEHAT ObOpeyHaTa pyHKIHs KaTo: AeXuIpaTays,

TEXKa UH(EKUHs, LIOK.

o 3a0ossiBaHe, KOETO MOXKE JIa JIOBEJIE JI0 ThKaHHA XUITOKCHsI (0COOEHO OCTpO 3a00IIsBaHe, WIN
BJIOIIABAaHE HA XPOHUYHO 3a00JsIBaHE), KaTO: JIGKOMIICHCHpaHa Chp/IeYHa HEJJOCTAThYHOCT,
JXaTelHa HeJIOCTAThYHOCT, CKOPOIIleH HHPAPKT Ha MHOKap/a, oK.

o YepHompoOHO yBpekIaHe, OCTPa aJIKOXOIHA HHTOKCHKALMS, AJIKOXOJIU3bM (BXK. Touka 4.5).

4.4 ChenuanaHu npeaynpesxaeHus U NpeANasHul MePpKH NPU ynoTpeda

JunaberHa KeToaImm03a

Penxu ciydan Ha muaberHa ketoarumosa (JIKA), BKIFOUUTEITHO JKUBOTO3aCTpallaBallly U CIIydau ¢
JICTaJIeH U3X0JI, Ca IOKJIaJBaHH MIPH MMAllMEHTH, JIEKyBaH! ¢ MHXHOuTOpH Ha SGLT2, BKIFOUUTEITHO
emnarnuduio3uH. B peauna cirydan, CbCTOSTHUETO € OUIIO C aTUITMYHA U3SBa, CAMO C YMEPEHO
MOBUIIIEHU CTOMHOCTH Ha TIIOK03aTa B KpbBTa, oA 14 mmol/l (250 mg/dl). He e u3BecTHO, nanu e mo-
BepositHO JIKA na ce pa3Bue npu IO-BUCOKH 103U eMIIarin()I031H.

PuckbT o1 iuabeTHa KeToanumo3a TpsAOBa a ce MMa NpeABU B CiIydail Ha MosiBa Ha HeCeUn(pUIHU
CUMITOMH KaToO TaJieHe, MOBPBIIaHe, aHOPEKCH, OOJIKH B KOpeMa, IPEKOMEpHa KaxK/a, 3aTPyJHEHO
JUIIane, 00bpKaHOCT, HeOOWYaitHa yMOpa Wik ChHIMBOCT. AKO T€3M CUMIITOMH C€ MPOSBST,
nanueHTuTe TpsiOBa He3a0aBHO J1a ObJAT OLIGHEHHM 32 KeTOoaln03a, He3aBUCUMO OT HUBOTO Ha
KpBbBHATa 3axap.

[Ipu naumentu, npu kouto KA ce momo3upa uin € IMarHOCTULMPAHA, JIEYEHUETO C eMIarn¢IIO3uH
TpsOBa J1a ce MpeyCTaHOBH He3a0aBHO.

Jleuenunerto Tp$[6Ba Ja C€ MPEKHbCHE MPU NAIMUECHTH, KOUTO Ca XOCIIMTAJIM3UPAHU 3a I'OJIEMHA
XUPYPIruiCeCKU MHTCPBCHIUHA WUJIN MMOPAAHU CCPUO3HU 3a0ongBanus. U B ABara Ciiy4das, JICHCHUCTO C
eMHaFJ’II/I(bHOSI/IH MOXKE aa Cce Bb300HOBU CJI€d KaTO CbCTOAHHUECTO HA ITallMCHTA CC CTa6I/IHH3Hpa.

Hpe,Z[I/I 3alli04BaHC Ha JICUCHHC C CMHaI‘J'II/I(i)J'IO3I/IH, TpH6Ba Ja C€ B3€Mart 1101 BHUMAaHUC (baKTI/I oT
dHaMHE3aTa Ha IMMalueHTa, KOUTO MOTaT Aa AOBEAAT A0 MPEANUCIIO3NIHNA 3a KETOAU1034a.

[lanuenTuTe, MpU KOMUTO MMa MO-BUCOK PUCK 3a pa3zBuThe Ha JIKA, BKIIOUBAT NAIMEHTH C HUCBHK
(yHKUIMOHANEH pe3epB Ha OeTa-KJIETKUTE (Hap. MallMeHTH ChC 3aXapeH JUadeT THII 2 C HUCHK
C-nenTi WK TATEHTEH aBTOMMYHEH juadet npu Be3pactai (latent autoimmune diabetes in adults,
LADA) niu nanueHTy ¢ aHaMHe3a 3a MaHKPeaTHT), MAIlHEHTH ChC ChCTOSHUS, BOJIEIIH JI0 OTpaHUYeH
NpUEM Ha XpaHa WM TeKKa JAeXuApaTalus, NalMeHTH ¢ HaMaJleHa 71033 Ha MHCYJIMHA U TTallUeHTH C
MOBHUIIEHU HYXIH OT UHCYJIMH MOPaay OCTPO MPOTHYAIIa OOJIECT, ONIEpaLlH WK 37I0yNoTpeda ¢
ankoxod. [Ipu te3u narmentn naxnoutropure Ha SGLT2 TpsOBa 1a ce U3MONA3BaAT C MOBUIIIEHO
BHUMAaHHUE.

He ce npenoppuBa 3anouBaHe OTHOBO Ha jedeHue ¢ Hxuoutop Ha SGLT2 npu manneHTn ¢ anamHe3a
3a JIKA 1o Bpeme Ha nederne cbc SGLT2 nHXHOUTOP, OCBEH aKO HE C€ HAESHTU(HUIMPA U OTCTPAHH
JpyT HEJBYCMHCIICH OTKIIIOUBAI (haKkToOp.



BeszomacHoctTa 1 ehrkacHOCTTa Ha eMIaraudUIO3WH pY NAIMEeHTH ¢ quadeT Turl 1 He ca yCTaHOBEHU
1 eMrari(I03MH He TPsOBa J1a Ce U3IOJI3BA 3a JICYCHUE Ha MAIUeHTH ¢ nuadet Tumn 1. OrpaHu4eHn
JIaHHY OT KJIMHUYHU M3MUTBaHus rpeanoarar, ue JJIKA ce pa3BuBa uecTo npu NalMeHTy ¢ quader
TUI 1, KOMTO ca Ha JieueHue ¢ nuxubuTopu Ha SGLT2.

JlakTaTHa anua03a

JlakTaTHaTta anm103a, MHOTO PSAKO, HO CEPHO3HO METAaOOINTHO yCIIOKHEHNE, Hali-4ecTO HAaCThIIBA
IpU OCTPO BiIOIIaBaHe Ha ObOpedHaTa QyHKIMSA, KapAHO-PECTUPATOPHO 3200 sIBAHE UITH CETICHC.
HatpynBaneto Ha MeT()OpMHUH HacTBIIBA PU OCTPO BIIOIIABAaHE Ha ObOpeuHaTa QyHKIUS U
yBeIM4YaBa pyUCcKa OT JIAKTaTHA alu03a.

B cnyuaii Ha nexunpaTanus (TeKKa qUapus WK MOBPBIAHEe, TPeCKa WM HaMaJIeH IIpUeM Ha
TEYHOCTH) TPsAOBA BPEMEHHO Jia ce CIpe IprueMa Ha MET(OPMHUH U € MPEHOPHUUTEIIHO J1a C€ YCTaHOBH
BpPB3Ka C METUITUHCKY CIICTIHAITUCT.

[IpuembT Ha JeKapCTBEHHU MPOAYKTH, KOUTO MOTaT OCTPO J1a YBpeIsIT Ob0peunaTa GyHKuus (KaTo
aHTUXUIEpTEeH3UBHU cpezcTBa, auyperui u HCIIBC) tpsbBa na ce 3amodHe ¢ MOBUIIEHO BHUMaHUE
NpY TTALKEHTH, JIEKyBaHU ¢ MeThopMUH. Jpyru puckoBu GakTopy 3a JaKkTaTHATa allugo3a ca
NPEKOMEPEH NPUEM Ha aJKOXO0JI, YePHOAPOOHA HEOCTATHYHOCT, HEIOCTATHYHO KOHTPOJIMPAH AUA0ET,
KeT03a, MPOIBIKUTEITHO TJI1a/lyBaHe U BCIKAKBU ChCTOSIHHSA, CBBP3aHU C XUTIOKCHSI, KAKTO U
eHOBpEeMEHHaTa ynorpe0da Ha JIeKapCTBEHU MPOAYKTH, KOUTO MOTAT J1a IPUYHHSAT JJaKTaTHA alu103a
(Bx. Toukn 4.3 u 4.5).

[ManuenTrte w/winm OOIHOIJICAaUUTE TPIOBa Aa ObaaT MH(OOPMUPAHH 33 PUCKA OT JIaKTaTHA all|103a.
JlakTaTHaTta anm03a ce XapakTepu3upa ¢ alu03Ha JUCITHES, KOpeMHa 00JIKa, MYCKYJIHU KPaMIIH,
ACTCHHS U XUIIOTEPMHUS, ITOCIIEABAHH OT KOMa. B ciiyuaii Ha ChbMHEHHUE 32 CHMIITTOMH MAITUEHTHT
TpsiOBa Jia cripe npuemMa Ha MeT(GOpMHUH 1 He3a0aBHO J1a MMOTHPCH JIeKapcka oMo, J[narHocTHIHUTe
nmabopaToOpHU HAXOKHU ca MOHIKEHO KphBHO pH Ha kpbBTa (<7,35), MOBUIIEHN HUBA HA TUIA3MEHUS
naktat (>5 mmol/l) moBuIIeHa aHMOHHA Pa3INKa ¥ ChOTHOIICHHUE JIAKTAT/IIUPYBAT.

IIpunoxeHre Ha WOIWPaHU KOHTPACTHU BELIECTBA

BbTpech10BOTO NPHUIIOKEHNE HA HOAUPAHU KOHTPACTHHU BEIECTBA MOXKE JIa JIOBEJIE JI0
KOHTPACT-UHYIIUPaHa HeQpomnaTus, BOJIEIIa 0 HATPYIIBAHETO Ha MET(QPOPMHH U TIOBUIIICH PUCK OT
JaKTaTHA anuio3a. MerdopMuH TpsOBa J1a ce CIipe Mpeiy WK 110 BpeMe Ha Mpolieypara 3a o0pa3Ha
MUAarHOCTHKA W HE TPsIOBa /1a ce Bh300HOBIBA 0 Hal-Mallko 48 gaca clie]] TOBa, IIPH YCIOBHE Ue
O0b0OpeuHaTa (QyHKIUS € OIleHeHa OTHOBO M € YCTAaHOBEHO, Y€ € CTa0MIIHa, BXK. TOUKH 4.2 u 4.5.

Bu0Opeuna dbyHKIM

[Mopann mexaHn3Ma Ha JICHCTBHE, TOHMKEeHATa ObOpedHa QyHKIMS 111e JOBeJIe 10 HamalleHa
rIIMKeMUYHa epuKacHoCcT Ha emnariugnosut. [lpean 3anousane Ha nedeHneTo TpsiOBa 1a ce HarpaBu
oueHka Ha croitHoctuTe Ha GFR 1 penoBHo cien ToBa, Bk. Touka 4.2. MerdopmuH e
npotuBonokasad npu nanueHTn ¢ GFR <30 ml/mun u TpsiOBa 1a Objie BpEMEHHO CIPSH MPH HAINYHE
Ha CHCTOSIHHSI, KOUTO MIPOMEHSAT ObOpeunara GyHKImsI, BXK. Touka 4.3).

Cobpneuna GyHKIHS

[ManuenTHTe CHC CHPJEUHA HEJOCTATHYHOCT Ca C TIOBUIIIEH PUCK OT XHITOKCHS U ObOpeyHa
HelocTaThYHOCT. [Ipy manueHTH che CTabMiIHA XPOHUYHA ChpJAeYHa HEAOCTaThYHOCT, Synjardy Moke
Jla ce M3II0JI3Ba IIPU PEIOBHO MPOCEsIBaHE Ha ChpAeUYHaTa u ObOpeuHara pyHKuun. Synjardy e
NPOTHUBOIIOKA3aH IPH MAIMEHTH C OCTPa U HECTaOMITHA ChpJICYHA HEIOCTAThYHOCT, TOPAIN
ChIBbPKaHUETO HA METOPMHUH (BXK. Touka 4.3).

YepHoapoOHO VBpeXKIaHe
Nma croOieHus 3a 4epHOIPOOHO yBpeXKIaHe TIPU KIMHIUYHY U3MTUTBAaHUS ¢ emrariuduio3nd. He e
YCTaHOBEHA MMPUYMHHO-CIICJICTBEHA BPB3Ka MKy EMIArIu(IIO3WH 1 YEPHOAPOOHO yBpEXKIaHE.




Onepanus
MeTtdopmuH TpsOBa 1a ce crpe 1o BpeMe Ha Orepars o] 00Ia CIIMHATHA WIH SMUaypaiHa

anecresus. Jleuennero Moxe a Ob1e Bb30OHOBEHO HE MO-paHo oT 48 Jaca ciiel] onepanusiTa uiu
BBH300HOBSIBAaHE HA XPaHEHETO Npe3 YCTa, U IPH yCIoBUe Ye ObOpevHaTa (DyHKIUS € OIIEHEHa OTHOBO
U € yCTAaHOBEHO, Y€ € CTa0MIIHA.

Puck ot 00eMHO HM3UEpIIBAHE

BB3 ocHOBa Ha MexaHW3Ma Ha JieiicTBue Ha nHXxuOuTopuTe HAa SGLT2, ocMoTHYHATA TMype3a, KOSTO
CBHII'BTCTBA TEPANEBTUYHATA TTIIOKO3YPHS, MOXKE J]a TOBEJE 10 YMEPEH CajJ Ha KPbBHOTO HAJISATaHE
(Bx. Touka 5.1). Ilo Ta3m npuumrHa € HEOOXOIMMO MOBUIIEHO BHUMAaHHE MIPH MAIlUEHTH, 32 KOUTO
HUHAYIUPAHUAT OT eMIIarin(I03HMH CIiajJ Ha KPbBHOTO HAJIATaHEe MOJXKE J1a ITPEJICTaBIIsIBA PUCK, KATO
TIPH MAIUSHTUTE C YCTAHOBEHO ChPACYHO-CHIIOBO 3a00JISIBaHE, TAKUBA HA AHTUXHUIIEPTCH3UBHO
JIeYCHIE ¢ aHaMHe3a 3a XUITOTOHWSI, MU TIAIlUEeHTH Ha BB3PacT 75 TOMWHU U TIOBEYE.

[Ipu Hanmuume Ha ChCTOSHUA, KOUTO MOTaT J1a I0BeJaT A0 3ary0a Ha TeYHOCTH (HaIp.
CTOMAIITHO-UYPEBHO 3a00JIsIBaHeE), Ce MPENopbUBa BHUMATEIHO MIPOCIieAsBaHe Ha o0eMa Ha KPbBTa
(Hamp. pU3MKAITHO U3CIIe/IBaHe, N3MEPBaHe Ha KPHBHOTO HAJISITaHe, JTa0OPaTOPHH TECTOBE,
BKJIIOUMTETHO XEMaTOKPUT) U €NIEKTPOJIUTUTE MU NauueHTute, npuemaniu Synjardy. TpsiOBa na ce
00OMHCIIsl BpEMEHHO NPEKbCBaHE Ha JICYEHUETO chC Synjardy 10 KOpUrHpaHe Ha 3ary0ara Ha
TE€YHOCTH.

Undexnyy Ha TUKOYHHUTE MBTHIIA

[Tpu cObopuUTE TIIAIIC00-KOHTPOIUPAHH JBOWHOCIEITH TPOYUYBAHHUS C MIPOABIDKUTEIHOCT 18 10

24 cexmuriy, o0mIaTa YeCcToTa HAa MHGEKINH Ha MHKOYHUTE ITBTHUIIA, 3a KOSTO ¢€ ChOOIaBa KaTo
HEXXEeJIaHO ChOUTHE, € TI0-BHCOKA MTPY MallMeHTUTE Ha JedeHune ¢ eMnarinudiaosud 10 mg Ha ¢poHa Ha
MeT(OpMUH, B CpaBHEHHUE C TIALIMEHTHUTE, JIEKYBaHH C Iu1anedo nin emmnarinduiosus 25 mg Ha ¢oHa
Ha MeThopmuH (BxK. Touka 4.8). [locTMApKETUHTOBH CITy4au Ha YCIOKHEHH UH(EKIINU Ha TTHKOYHUTE
IBTUIIIA, BKIIFOYUTETHO MTUETIOHEPPUT U YPOCETICUC, Ca ChOOIIEHH NPY TTAIMEHTUTE Ha JICUCHHE C
emnarnuduosus. TpsadBa ga ce 0OMUCIS BpeMEHHO NPEKbCBAHE Ha JICYEHUETO MIPH HAlUEHTH C
YCIIOKHEHN HH(MEKITUY HA MMKOYHUTE ITbTHUIIA.

AMIyTanuu Ha JOJIEH KPaMHUK

HabmronaBa ce yBennuaBaHe Ha CIIy9anTe Ha aMITyTaIlus Ha JOJICH KpalHUK (MIPEAUMHO Ha TPBCT)
IIPH IPOBEXKIAIIM C€ ABJITOCPOYHHU KIMHUYHM ITPOYyUYBaHus ¢ apyr naxubutop Ha SGLT2. He e
W3BECTHO JJAJIA TOBA MPEJICTaBIIsABa e(heKT Ha Kilaca JIeKapcTBa. BaykHO € manueHTuTe, KakTo BCUYKH
MAIMEeHTH ¢ MuabeT, 1a ObJaT ChBETBAHM JIa IOJIaraT PyTUHHH MPO(QUIAKTUYHU TPUKH 33 XOAMIaTa
CH.

IloBuiIeH XeMaTOKPUT
[Ipu nevenue ¢ emnaraudIo3rH ce Ha0JI01aBa MOBUIIICHUE Ha XeMaTOKpHUTa (BxK. Touka 4.8).

ITanmenTH B cTapyecka Bb3pacT

EdextsT Ha emMnaraudio3nH BbpXy €KCKpenusaTa Ha IJII0KO3aTa ¢ ypUHaTa € CBbP3aH C OCMOTHYHATA
Jype3a, KOeTo 01 MOTJIO J1a TIOBJIHsE BbpXY 00IIara Xuaparamys. B3MoXKHO € nanueHTuTe Ha

75 ronyHM U IO-BB3PACTHHU /12 UMAT ITOBUILEH PUCK OT 00eMHO n3depnBane. 1o Ta3u npuuuna TpsoBa
Ja ce 00bpHE 0COOCHO BHUMaHKE Ha IIpUeMa Ha TeYHOCTH MPY TE€3H NalMEHTH, B CIy4ail Ha
€HOBPEMEHHO MpHJIaraHe Ha JIEKapCTBEHN IPOAYKTH, KOUTO MOTAT /1a AOBEJAT O XUITOBOJIEMUS
(mamp. muypetnn, ACE uaxubnuropn). TepaneBTUUHUAT OMUT MPH MAUEHTH HA 85 TOIMHU
NO-BB3PACTHU € orpaHuyeH. He ce nmpenopbuBa 1a ce 3amo4sa JeyeHne Npy Ta3u MOMmyIanus (Bx.
Touka 4.2).

CeprieyHa HEAOCTATEYHOCT

Onutst npu knac I-11 mo knacuduxanusta Ha HioliopkckaTta kapauonornyna acoruanust (New York
Heart Association, NYHA) e orpaHudeH 1 JIMTICBA OMHUT OT KIMHHUYHH POYYBAHUS C eMITArTU(IO31H
npu kiac [1I-IV mo NYHA. Ilpu npoyuBanero EMPA-REG OUTCOME, 3a 10,1% ot nanmuenTtuTte ce
cboO1IaBa, Ue UMaT ChpJeyHa HETOCTATHYHOCT Ha U3XOAHOTO HUBO. CHaabT HA ChPJAEYHOCHI0BATA
CMBPTHOCT TP TE€3H MaMEHTH CHOTBETCTBA HA 00IIIaTa MOITyJIAIKs Ha TPOYYBAHETO.




JlaGoparopHa olleHKa Ha YpHHATa
[Mopann mexaHn3Ma Ha JIeHCTBHE, TAIMEHTHTE, KOUTO TprueMaT Synjardy, 111e HMaT MOJIOKUTEITHN
TECTOBE 32 IIII0K03a B ypUHATA.

4.5 BsamMmopeiicTBHe ¢ IPYTH JeKAPCTBEHH NPOAYKTH M APYrd (pJopMH Ha B3auMojelicTBHe
EnHOBpeMEHHOTO NPUIIOKEHHE HA MHOTOKPATHH 103U eMIarin¢Io3uH U1 MeTGOPMHUH HE TPOMEHS
3HaYMMO (DapMaKOKMHETHUKATa HUTO HA eMIarin(ao3nH, HUTO Ha METHOPMHH NIPHU 3APaBH

Y4aCTHUIIH.

He ca npoBexnanu nmpoyuBanus 3a B3auMoeiicTBus cbe Synjardy. Cineguure TBpASHUS OTPa3saBaT
HaJIMYHATa UHQOPMAIHS 32 OTICITHUTE aKTUBHH BEIIECTBA.

Emnarmmduiosud

DapmaroOUHAMUYHU 63AUMOOCUCBUS

Juypemuyu

[Tonexe Synjardy chabpika emnaringio3uH, TOW MOXKE J1a 3aCHIIH JUYPETUIHHS e(DEeKT Ha
THA3UIHATE U OPUMKOBHUTE TUYPETUIIA U MOXKE JIa TIOBUIIIHA PUCKA 33 JEXHUIApATAIISI U XUTTOTOHUS (BK.
Touka 4.4).

Hucynun u uHCynuHo8u cexkpemazo3u

WHCYTMHBT U MHCYJIMHOBUTE CEKPETAro3M KaTo CYI(POHWIYPEHHU MPOU3BOIHHU, MOTAT J1a TTIOBUILIAT
pucka ot xuroriaukemus. [1o Tasu mpuunHa Moke Ja € HeoOX0AuMa TO-HHCKa /1032 HHCYJINH WU
HMHCYJMHOB CEKPETaror, 3a Jia ¢e HamaJld PUCKBT OT XUIIONIMKEMHUS [IPH yIoTpedara uM B
KoMOMHaIUs ¢ eMnaringio3uH (Bx. Touku 4.2 u 4.8).

Dapmakokunemuy4Hu 83aumooeticmsus

Edhexmu na opyau nexapcmeenu npooykmu 8bpxy emMnaziugio3um

In vitro naHHWTE MTOKa3BaT, Y€ OCHOBHUAT ITBT HA META0OIM3UPaHe Ha eMIaringIIo3uH MPU Xopa €
TITIOKYpOHUpaHe upe3 ypunaut S'-audochormokypormnrpancdepasute UGT1A3, UGT1AS,
UGT1A9, u UGT2B7. Emnarnn¢no3us e cyocTpaT Ha YOBELIKUTE bIITEHK Tpancnoprepu OAT3,
OATPI1B1 u OATP1B3, Ho e u Ha OAT1 u OCT2. EMnarnudio3uH e cyocTpar Ha
P-rmuxonporenna (P—gp) u Ha BCRP (mpotenHbT Ha pe3uCTEeHTHOCT Ha pak Ha I'bpjara, breast cancer
resistance protein).

EnHoBpeMeHHOTO NprItoskeHre Ha eMnarmguio3ud ¢ npooenutua (naxuourop Ha UGT eH3uMuTe U
OAT3) Boau 10 MOBUIIIABaHE HA MMKOBUTE MJ1a3MeHU KOHIEeHTpauH (C,,) Ha eMnaringio3uH ¢

26 % u Ha romTa noj kpusara konueHtpauus/Bpeme (AUC) ¢ 53 %. Te3u npoMeHH He ce cUUTaT 3a
KIIMHUYHO 3HAUYUMU.

He e npoyuen edexrst Ha naaynupane Ha UGT Bbpxy emnarnudiosus. Tpsosa ga ce n30sraa
€HOBPEMEHHOTO NpUiIokeHHe ¢ u3BecTHU nHAyKTopr Ha UGT, mopaau eBeHTyalleH pUCK OT
HamaJIsBaHe Ha e(pUKACHOCTTA.

[IpoyuBane 3a B3aumozeiicTBue ¢ reMmpuodposui (in vitro uaxudburop Ha OAT3 1 OATP1B1/1B3
TPaHCIOPTEPUTE) TIOKA3Ba, Ue cJie]| €THOBPEMEHHO NpHiiokeHne, C,x Ha eMIarimgIo3ut ce
nosumana ¢ 15 %, a AUC ce noBumasa ¢ 59 %. Te3u mpoMeHH HE C€ CUMTAT 332 KIMHAYHO 3HAYHMH.

WNnxubupanero Ha OATP1B1/1B3 TpancnopTepute Ipu €JHOBPEMEHHO MPHUIIOKEHUE Ha
pudamnuiuH Boau 10 75 % nosuinenue Ha C,, 1 35 % nosurinenne Ha AUC Ha emmariudiio3us.
Te3u MpoMeHH He ce CUUTAT 32 KIIMHUYHO 3HAYHMHU.



Excrio3umusra Ha emMrnarian@iio3uH € CX0IHa ChC Win 0e3 eJHOBPEMEHHO MPUIIOKEHUE Ha BEpariaMil
(uaxuOuTOp Ha P-gp), KOoeTo mokaspa, 4e MHXUOMPaHeTo Ha P-gp HAMa KIMHUYHO 3HAYUM e(eKT
BBPXY eMmarindao3uH.

[IpoyuBanusiTa 32 B3aMMOJEHCTBUSI [TOKa3BaT, 4e (papMaKOKWHETHKATa Ha eMIIariau(IIo3uH He ce
MOBJIHMSIBA IPU €THOBPEMEHHO NPHIIOKEHNUE C METPOPMUH, TTIUMEITUPUA, THOTIUTA30H, CUTATIIUIINH,
JUHATJIMITHH, BapdapyH, BEparaMul, paMUATIPHII, CHMBACTaTHH, TOPA3eMHI U XUAPOXIOPOTHAZUL.

Edbexmu na emnaenugnosun 6vbpxy opyau aexapcmeenu npooyKmu

Ha 6a3a na in vitro npoy4Banusi, eMnarin(Io3uH He HHXHOMpa, WHakTHBUpa miu uaaympa CYP450
nzodopmute. EMnarmudnosun ve naxubupa UGT1AL, UGT1A3, UGT1AS, UGT1A9 unun UGT2B7.
Io Ta3u mpuumHa ce npruema, 4e JIEeKapCcTBEHH B3aMMOAEHUCTBUS, KOUTO BKItOUBaT ocHoBHUTE CYP450
u UGT uzodopmu, ¢ eMrariuguio3nH U eTHOBPEMEHHO MpHIaraHu cyOCcTpaTy Ha Te3W EH3UMH, Ca
MAaJIKO BEPOSTHH.

Emnarnuduosun ve naxubupa P-gp B TepaneBTuuHu 1034u. B3 OCHOBA HA in Vvitro Ipoy4YBaHUs, HE Ce
CYMTA 33 BEPOATHO eMIarin(IIo3uH J1a IpeAr3BUKa B3aUMOICHCTBUS C JICKAPCTBEHHU MPOIYKTH, KOUTO
ca cyoctparu Ha P-gp. EnHOBpeMeHHO mpriiokeHre Ha eMnariu@IIo3uH ¢ JUroKCHH (CyOcTpaT Ha
P-gp) Boau o 6 % nosumienne Ha AUC u 14 % nosumienne C,,x Ha TUrokcuH. Te3u mpoMeHH He ce
CUMTAT 3a KJIMHAYHO 3HAYNMH.

Emnarnudio3un He nHXMOMpa YoBemkuTe buTeik Tpancnoprepu kato OAT3, OATPIB1 u
OATPI1B3 in vitro mpy KIHHAIHO 3HAYNMH TIJIA3MEHN KOHIICHTPAIMH U CIISA0BATEITHO € ITpUeMa, ue
JIEKapCTBEHU B3aWMOJIEHCTBHS ChC CyOCTpaTHTE Ha TE€3M BITEUK TPAHCIIOPTEPH Ca MAJIKO BEPOSITHU.

[IpoyuBanusTa 32 B3aMMOJEHCTBUS, IPOBEACHN IPH 3paBH JOOPOBOJILH, TOKA3BAT, Y€
eMIariuQIIO3NH HIMa KIMHAYHO 3HAYHM €(EeKT BbpXY (apMaKOKWHETHKATa Ha MET(OPMHH,
TIIMMETTAPHJT, TUOTIIUTA30H, CUTATIIUITH, TMHATIIUIITAH, CHIMBACTaTHH, Bap(aprH, paMHITPHII,
JIUTOKCHUH, JUYPETUL U OPAJIHU KOHTPALCIITUBU.

Metdopmun

He ce npenopwvusa convmcecmeawa ynompeba

Anxoxon
AJNKOXOJTHATa MHTOKCHKAIIHSI CE€ CBBhP3Ba C TIOBHIIIEH PUCK OT JIAKTATHA alli][032, 0COOCHO B CITyyau Ha
IJIayBaHe, HeJIOXPaHBaHE WM YePHOAPOOHO YBpEKIaHE.

Tpancnopmepu na opeanuunu kamuonu (organic cation transporters, OCT)
MetdopmuH e cydcrpat u Ha gBara Tpancrnoptepa - OCT1 u OCT2. EnHoBpeMEHHOTO NPHIIOKEHHE
Ha METQOPMUH ¢

. unxubutopu Ha OCT1 (kato BepamamMuil) MOKe Jia IOHMKH e(PUKACHOCTTA HA MET(OPMHH.

. unaykropu Ha OCT1 (kato pudamMnuLnH) MOXKe Jja yBEIMYH CTOMAIIHO-YpEeBHATa a0COPOLHS U
epuKacHOCTTa HA MET(OPMHUH.

. uaxubutopu Ha OCT2 (KaTo HIUMETHANH, TOTYTerpaBup, paHOIA3HH, TPHMETONIPUM,

BaH/ICTAHNO, N3aBYKOHA30J) MOXKE A2 OHMKM OBOPEYHOTO ENMMHUHUpPAaHE HAa METOPMUH H
Taka J1a I0BeJie JO MOBUIIABAaHE Ha IJIa3MEHAaTa KOHLIEHTpalXs Ha MET(QOpMUH.
. uaxubutopu kakto Ha OCT1, Taka 1 Ha OCT2 (kaTo KPU3OTUHHUO, oJlanapud) MOXKe 1a
NPOMEHSAT e(hUKaCHOCTTa 1 OBOPEYHOTO eITMMUHUPaHE Ha METQPOPMHUH.
3aroBa ce mpenopbyBa Jja ce BHUMaBa, 0cOOEHO NPH MaHeHTH ¢ ObOpEeYHO yBpexkaaHe, KOoraTo Te3u
JIeKapCTBa ce MpUJIarat eJIHOBPEMEHHO C MET(OPMHUH, Thil KaTO TUIa3MeHAaTa KOHIICHTPAIUs Ha
MeT(GOpPMUH MOKE JIa ce TIOBUIIK. AKO ce Hajlara, MoXe Jia c€ OOMHUCIIM KOPUTHpaHe Ha J]03aTa Ha
metdopmut, T KaTo OCT-HHXHUOUTOPU/UHITYKTOPH MOXKE /12 TPOMEHST e(pUKACHOCTTA Ha
MeT(pOpMUH.

Hooupanu konmpacmuu éewecmsa
MeTtdopmMuH TpsOBa 3aIBIDKUTEITHO Ja Ce CIpe MPEr WK IO BpeMe Ha Mpoleaypara 3a o0pa3Ha
JMMarHOCTHKA W He TPsOBa 1a ce Bh300HOBIBA 70 Hal-MaJIko 48 yaca ciie]] TOBa, IIPH YCIOBHE Ue



O0bOpeuHaTa QyHKUUS € OLIEHEHAa OTHOBO, U € YCTAaHOBEHO Ue € CTa0MIHa, BK. Touku 4.2 u 4.4.

Kombunayuu, usuckeawu npednasnu mepku npu ynompeoa

Hsikoum nexkapcTBeHH MPOAYKTH MOTaT Jla C€ 0Tpa3sAT HeOIaronpusaTHO Ha ObOpeuHaTa (pyHKIHMS, KOETO
MOJKE /1a YBEJIMYM pHUCKa OT JlakTaTHa anuno3a, Hanpumep HCIIBC, BKIIIOUNTENHO CENEeKTUBHU
naxubuTopu Ha uukinookcurenasa (COX) II, ACE uaxuburtopu, anrnorensut 1l penentopan
AQHTaroOHWCTHU M TUYPETHIIN, 0co0eH0 OpuMKOBHM auypetuniy. [Ipu 3amousanero nim ynorpebdara Ha
TaKuBa MPOAYKTH B KOMOMHALUS ¢ MET(GPOPMHUH € HEOOXOAMMO BHUMATEIIHO MIPOCIIE/IIBaHe Ha
O0bOpeuHara QyHKIHS.

['mokokopTrkouIUTE (TIPHIIAraHK CUCTEMHO U JIOKAIHO), O€Ta-2-arOHUCTUTE U INYPETUITUTE UMAT
NPUCHLIO XUIIEPIIUKeMUYHO NeiicTBue. [lannenture TpsiOBa na ObaaT HHGOPMUPAHU U TPOBa
[I0-4€CTO J1a U3MEepBAT KPbBHATA CH 3aXap, 0COOEHO B HAYAJIOTO HA JICUEHUETO C TAKUBA JICKAPCTBEHU
MPOAYKTH. AKO € He0OX0AMMO, 103aTa Ha aHTUXUIIEPTIIMKEMUYHUS JIEKAPCTBEH MPOAYKT TpAOBa /1a ce
aJanTupa Mo BpeMe Ha JIEUEHHE C APYTHs JIEKapCTBEH MPOAYKT U PU HETOBOTO MPEKpPATABAHE.

Hncynun u uncynunogu cekpemazo3u

WHCYnMHBT U MHCYJIMHOBHUTE CEKPETAro3u, KaTto Cya(pOHMIypEHHN TPOU3BOIHHU, MOTAT Ja MOBUIIAT
pucka ot xunoriukemus. I1o Ta3u npuurHa Moke J1a € HeoOX0JMMa T0-HUCKA J103a HHCYJINH WIH
WHCYJIMHOB CEKPETaror, 3a Jia cé HaMaJld pUCKBT OT XUIIOTJINKeMHUA TIPH yroTpebara uM B
koMOuHanus ¢ MeTGopMuH (Bxk. ToukH 4.2 u 4.8).

4.6 DeprTHauTeT, )PEMEHHOCT U KbPMeEHe

BpemeHHocT
Jluncear qaHHM OT yrnoTpebaTa Ha TO3M JICKAPCTBEH MPOIYKT MU eMIarin(I03uH IpH OpeMeHHH

skeHu. [IpoyuBaHusATa P )KUBOTHH [TOKA3BaT, 4ye eMmarin(I031H MPeMHUHABa Ipe3 IJIalleHTaTa B
KbCHUTE MEPUOAHN HA OPEMEHHOCTTa B MHOTO OTPaHUYCHA CTETICH, HO HE IMTOKa3BaT MPEKH HITH
HENPEeKH HeXeNlaHu e(DeKTH, CBhP3aHU C PAaHHOTO eMOpPHOHATHO pa3Buthe. [IpoyduBanusTa npu
JKUBOTHH, 00aue, MOKa3BaT HekeJaHu e(DeKTH 110 OTHOIIICHHE Ha MOCTHATAIHOTO Pa3BUTHE.
OrpaHudeHH TaHHU MTOKAa3Bar, 4e ynotpedara Ha MeT(pOpMHUH Ipyu OpEMEHHH KEHH HE € CBhp3aHa ¢
MIOBHIIIEH PUCK OT BPOJicHN Masndopmanuu. [[poyuBaHusaTa pH )KUBOTHU C KOMOMHAIIHAATA OT
eMnariaugIIo3uH ¥ MeThOPMUH MK CaMO ¢ MET(OPMHUH MMOKA3BaT PENPOLYKTHBHA TOKCHYHOCT CaMO
IIPH [TO-BUCOKH 103U MeThopMuH (BK. Touka 5.3).

AKO narMeHTKara IiaHupa aa 3adbpeMeHee 1 1o BpeMe Ha OpeMEHHOCT, ¢e IperophuBa 11adeThT 1a
HE Ce JIEKyBa C TO3H JICKAPCTBEH TPOJIYKT, a Jla Ce U3IM0JI3Ba MHCYJIMH 32 MOIbP)KAaHEe HA HUBATa HA
KpBbBHATA 3aXap MaKCUMAITHO OJIM3KH IO HOPMATHUTE, 3a J1a C& HAMAJIH PUCKBT OT MalihOpMaIluH Ha
(eTyca, KOUTO ca CBHP3aHU ¢ AOHOPMHM HHBA HA KPhBHATA 3axap.

Kbpmene
MeTtdopmuH ce ekckpeTrpa B KbpMaTa. He ca ycTaHoBeHH epekTr pr HOBOPOISHH/KbpMaYeTa,

KbpPMCHHU OT XKCHHU HaA JICHCHUEC C MeT(i)OpMI/IH. JInmmicBar JaHHU IIpU X0pa 3a EKCKpeUHrsATa Ha
eMHaFHI/Iq)HOSI/IH B KbpMara. Hannanaurte JaHHU IIPpU ) KUBOTHU IIOKa3BaT CKCKPEIUA Ha
eMHaFHH(bHO3HH n MeT(I)OpMI/IH B MJIIKOTO. He mMoixke Ja €€ U3KJIII0YU PHUCK 3a
HOBOpO,Z[CHI/ITe/ KbpMaucTara.

To3u JICKAPCTBCH MPOAYKT HC TpH6Ba Ja C€ U3M10JI3Ba B II€proJa Ha KbpMCHE.

DepTunuTer
He ca npoBexxaanu npoy4YBaHUs ¢ TO3H JIEKAPCTBEH MPOAYKT HIIM C eMITarin()JI03uH 10 OTHOIIEHUE

Ha edekTa BepXy (pepTuimteTa mpu xopa. [IpoyuBaHusiTa npu >KMBOTHU C eMITarin(IO3uH U
MeT(OpPMUH He IMOKa3BaT MPEKH WM HEMPEKU HexellaHu eeKTH, CBhp3aHu ¢ hepruimTera (BXK.
ToYKa 5.3).
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4.7 EdexTn BbpXy cnoco0HOCTTA 32 oupaHe u padora ¢ MAIIUHA

Synjardy moBnusiBa B Majika CTEIIEH CIIOCOOHOCTTA 3a modupaHe u padora ¢ Mamuay. [larreHTuTe
TpsiOBa Jia ObJIAT MOCHBETBAHU JIa B3EMAT MpeIazHi MEPKHU 32 H30sTBaHE HAa XUTIOTIIUKEMHUS 110 BpeMe
Ha mo¢upaHe U paboTa ¢ MalIMHU, 0cOOeHO KoraTo Synjardy ce M310J13Ba B KOMOMHALUS ChC
CyA(QOHUITYpPEHHN PON3BOIHH W/WIIN HHCYJIUH.

4.8 Hexenanun JeKapCcTBEHH PeaKINU

Pesrome Ha npodmia Ha 6€30MacHOCT

O6mmo 12 245 narueHTn che 3axapeH nuadeT Tvm 2 ca OWiIN JIKYBaHHU B pAMKHUTE Ha KIMHAIHU
MPOYYBaHUS 32 OllEHKA Ha 0€30MaCHOCTTa Ha eMIaraug)IO31H, KaTo JOIMIBIIBAIIA TEPAIns KbM
MeThOopMHUH, OT KouTo 8 199 marnmeHTH ca OUIM JSKyBaHH ¢ eMIarin@a0o3uH KaTo JI0IbJBalia
Tepanus KbM MET(HOPMHH HIIM CAMOCTOSITETHO, HJIU B IOITbJIHEHHE KbM CYJI(QOHUITYPEHHO
MIPOU3BOIHO, MUOTIUTA30H HIIK UHCYJIHH.

B mrane60-koHTpOIMpaHu TBOWHOCHIETH M3NUTBAHUS ¢ 18 10 24-cenMUIHa €KCITO3UIIHS, Ca
BKJIIOUEHH 3 456 manuenTH, ot kouto 1 271 ca 6unu aexyBanu ¢ emmnariudiao3un 10 mg xaro
JOIBbJIBAILA Teparus KbM MeThopMuH U 1 259 - ¢ emmarnuduio3us 25 mg KaTo AOMbJIBAIIa TEPATHS
KbM MeThopmuH. Hali-decto choOnIaBaHuTe HEKENIAHN CHOUTHS NIPU KIMHUYHUTE U3IUTBAHUS Ca
OWIIV XHMITOTJIMKEMUSI IPH KOMOWHAIUS ¢ UHCYIIMH W/WIN CyJIQOHMITYPEHHH TTPOU3BOIHU, HHDEKITUH
Ha MMKOYHHUTE MBTHUIA, MHPEKINN Ha TEHUTAIHNS TPAKT U TIOBUILIEHO YPHUHUPAHE (BXK. OIIMCAHUETO
Ha n30paHu HeXelaHu peakiyn). He ca nieHTHOUIIMPaHN TOMBIHUTEIHH HEXKEJIaH! PEaKIIUU IIPH
KJIMHAYHUTE U3MTUTBAHUS C EMITarTU(IIO3NH, KaTO JIOMBJIBAIIA Teparnus KbM METGOPMUH, B CpaBHEHHE
C HEYKEJIAHNUTE pPEeakliy Ha OTJICITHUTE KOMIIOHEHTH.

TabnuveH CIUChK Ha HeXEJIaHH PEaKIUK

HesxenanuTe peakiiuu ca moco4eHu 1o abcolltoTHa yectora. YecToTrte ce 1euHUpaT KaTo MHOTO
yectu (> 1/10), wectu (> 1/100 mo < 1/10), Heuectu (> 1/1 000 go < 1/100), peaku (= 1/10 000 1o

< 1/1 000), uu muOTO peaxu (< 1/10 000), 1 ¢ Hen3BecTHA YecToTa (OT HATMYHHUTE IAaHHH HE MOXKE Jla
ObJIe HaIIpaBeHa OIICHKA).
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Tabmuia 2: Cnuchbk Ha HEXKETAHUTE PEAKIUU OT TUIANe00-KOHTPOJIMPAHH MPOYYBAHUS U OT
MOCTMapKeTHHToBHsI onuT B TabimudeH Buja (MedDRA)

Cucremo- MHoro yectn | Yectn Heuectn Peaxn MHoro C neus-
OpraHeH KJjaac peaku BeCTHA
4ecToTa
Hugpexyuu u Barunanna
ungecmayuu MOHMIJINA3a,
BYJIBOBAaru-HUT,
OaylaHuT H
Apyru
TCHHUTATHU
I/IH(beKuHI/II’ 2
Wudexnus Ha
MTUKOYHHTE
MBTUIIA
(BKITFOUNTEITHO
MUETOHEeDPUT U
ypocencnc)l‘ 2
Hapywenus na Xunoriuke- Kaxma® JuaberHa JlakratHa
Memabonuzma u Mus (ipu KeTo- anmmo3a’
XpaueHnemo ynotpeba anugo3a’ Henoctur Ha
3a€JJHO ChC BUTaMUH
cyndonnn- B12**
ypeiHu
MIPOM3BOTHH
1700
MHCYJIHH)'
Hapywenus na Hapymenus
HepeHama Ha BKyca®
cucmema
Cvoosu Ob6emHO
Hapyulenus H34YeprBa-
el 2
Cmomawno- CromaniHo-
upesHu YpEBHU
Hapyuenus CHMITTOMI""
Xenamoobunuapnu OTKIIOHEHUS
Hapyulenus B
4epHOIPOO-
HHUTE QyHK-
UOHATHU
ToKa3aTeny
Xenatut’
Hapywenus na Cupbex Yprukapus Epurema’ AHnrno-
Koocama u (renepanu- enemM
NnoOKOJCHAMA 3upan) >
MBbKaH O6puB
Hapywenus na TloBuieno )lmypmlz
ovopeyume u ypurupane'
NUKOYHUMe
nvmuwa
Uscneosanus IToBumenu [ToBumeno
CEepyMHHU HUBO Ha
AT KpEaTHHUH B
KpbBTa/TIOHN
JKCHA
CKOpOCT Ha
TJIOMEpYJTHA
durTparms’
[ToBuien
XeMaTo-
KpHT> ¢
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" BikTe HOJATOUKHTE T10-10JTY 3a JOIBIHHTENHA HHBOPMALIHS

* MieHTHUIMPAHH HeXeIaHH PeaKIlii Ha MOHOTEPAIHSATA C eMIArTu(IO3HH

’ UeHTH(UIMPaHH HEXEeIaHH PEaKIIMM Ha MOHOTEPAIHSATA C METHOPMHUH

* IIbJIrOCPOUHOTO JieueHHe ¢ MeT(OPMHH Ce aCOLMUPA C MOHMKEHHE Ha abcopOIuaTa Ha BuTaMuH B12, koeto
MHOTO PSIJIKO MOXeE /1a JIOBEJIE 10 KIMHUYHO 3HAYMM HEJJOMMBK Ha BUTaMuH B12 (Hanp. MeranoOnactHa
aHeMus)

* CTOMAIIHO-UPEBHH CHMIITOME KaTO rajieHe, MOBPBIIAHE, IHAPHs, 00JIKa B KOPEMa ¥ 3aryba Ha aleTHT, ce
pa3BUBAT Haif-4yecTo 1O BpeMe Ha 3aIl0YBAHETO Ha TEPANHATa U B TIOBEUETO CIIyYaH OT3BY4YaBaT CIIOHTAHHO.

*Bk. Touka 4.4

® Cpe/HHTE MPOIEHTHY OBUIICHHS OT H3XOIHATE HUBA 3a eMmartudrosus 10 mg u 25 mg cupsmo miane6o, ca

CBHOTBETHO 3a 00mHs xonectepoi 5,0% u 5,2% crapsimo 3,7%; HDL-xomnecrepoi 4,6% u 2,7% capsimo -0,5%;

LDL-xonectepon 9,1% u 8,7% cupsimo 7,8%; tpurmuanepuan 5,4% u 10,8% crpsimo 12,1%.

¢ CpetHUTE TIPOMEHH CIIPSAMO U3XOJHUTE HUBA HA XeMATOKpHTa ca 3,6% u 4,0% 3a eMnarnuio3uH ChOTBETHO

10 mg u 25 mg, B cpaBHenue ¢ 0% 3a miane6o. [1pu npoyusanero EMPA-REG Outcome, croiiHocTuTE Ha

XEMaTOKpHUTa ca e BbpHAJIHM KbM N3XOIHHUTE cJe]] Iepuo Ha rpocienssane 30 IHU cie ciupaHe Ha

JICYCHUETO.

Onucanue Ha I/I36DaHI/I HCXCJIaHU pCaKIINu

Xunoenuxemus

YecroTara Ha XUIOMIMKEMHUSATA 3aBUCH OT OCHOBHOTO JICUCHHE B OT/ICIIHUTE MPOYYBAHUSIH € Orjia
CXOJIHA 332 eMIarau(IIO31H | I11a1e00 KaTo JOMbIHCHUE KbM MET(HOPMUH, KaTO AOIbJIHEHHE KbM
JUHATJIMIITAH ¥ MET)OPMUH, 32 KOMOMHAIIUATA OT eMITarin(I03uH U MeT(POPMHUH NIPU HEJIEKYBaHU
Jlocera MalueHTH B CPABHEHUE C TAKWBA, JICKYBaHU C eMIAriugIIoO3nH U MeT(HOPMHUH KaTO OTJEITHU
KOMIIOHEHTH M KaTO JIONbJIHEHHUE KbM CTaHIapTHATa Tepalius. 3a0ess3aHa ¢ MOBUIIeHA YeCTOTa IpU
MIPUJIOKEHNE Ha eMITari(Io3uH KaTo TOMbIHEHUE KbM MeT(HOPMUH U CYJI(POHMITYpEeHHO TPOU3BOIHO
(emmarmudmozun 10 mg: 16,1 %, emmarmudnoszun 25 mg: 11,5 % u mianedo: 8,4 %), win kato
JIOTIbITHEHNE KbM MeT(hopMUH U HHCYIHH (eMnarmudiozud 10 mg: 31,3 %, emnarnmudiosus 25 mg:
36,2 % u mane6o 34,7 %).

Teoicka xunoenukemust (CoOuUmMusl, NPU KOUMo e HeodXoouMa NOMou;)

OO6mrara yecToTa Ha MAIUEHTUTE ¢ TEKKH XUTIOTIIMKEMUYHU chOnTHs € Omta Hucka (< 1 %) u cxomHa
3a eMraraudUIo3nH M miaredo KaTto JOMbIHeHHEe KbM MET(QOPMHUH, U 32 KOMOHMHAIIAATA OT
eMnariaugIIo3uH 1 MeThOPMUH MPU HEJIEKYBaHH JIOCETa MAIleHTH B CPaBHEHUE C TAKWUBA, JIEKYBaHH C
eMnariaugIIo3nH ¥ MeTHOPMHUH KaTO OTICIIHA KOMIIOHEHTH U KaTo JAONbJIHEHUE KbM CTaHIapTHATa
Tepanus. TeXKH XUITOTITUKEMUYHN ChOUTHS ca HAacThIWiM nipu ¢hoTBeTHO 0,5 %, 0 % 1 0,5 % ot
MAIMEeHTUTE, TeKyBaHu ¢ emmnariudao3us 10 mg, emmarnmudno3un 25 mg u mianedo, Korato e Oui
Jo0aBeH KbM MET(HOPMHUH M MHCYJIMH. HUTO €1H MaIlMeHT He € UMaJl TeKKO XUITOTTTUKEMUIHO
CchOUTHE MPU KOMOUHHUpaHEe ¢ MeTHOPMUH U CyIHOHIITYPEHHO IPOU3BOIHO KaTO JOIBIHECHHE KbM
JUHATJIAIITAH ¥ METHOPMUH.

Hnghexyua na nukounume nomuwa

OOmiara yecToTa Ha HEXKENaHU CHOUTHS - UHPEKIMH Ha MMKOYHHUTE IIBTHILA € O1jla O-BHCOKA MPH
NalUeHTHUTE Ha JIeYeHHe ¢ MeT(OPMHH, KOUTO mosrydaBat emnariuduiosus 10 mg (8,8 %) B
cpaBHeHue ¢ emmnaraudio3ud 25 mg (6,6 %) wiu miamnebo (7,8 %). [logo6Ho Ha miare0o, nHGEKIUsI
Ha MMKOYHHTE ITHTHIA C eMIIAarTH(IO3HH ce ChOOIIaBa MO-UeCTO MPH NAIMEHTH C aHAMHe3a 32
XPOHUYHU WM PEUUANBUPALIA WHPEKIIMY Ha TUKOYHNUTE IbTUIIA. TexecTTa Ha HHPEKIUNUTE Ha
NUKOYHHTE ITBTHINA (HAITp. JIeka/yMepeHa/Texka) e Owia mojgo0Ha Ha Ta3u npu miane6o. CrouTus ¢
uHQEKIMSA Ha MUKOYHKUTE IBTHUIIA Ce ChOOIIABaT Mo-4ecTo 3a emmnariudiao3ud 10 mg B cpaBHEHHUE C
ruiane0o Mpy MalMeHTH OT KEHCKH 101, HO He U 3a eMnaringio3ut 25 mg. Yecrotute Ha
MH(EKIUUTE HAa MHKOYHUTE ITbTHUILA ca OWIM HUCKH NP MAallUEHTUTE OT MBXKKH II0JI M ca OMITH
PaBHOMEPHO pa3NpeAeNeHH MEX/Iy TPYITUTE C PA3INIHO JICUEHHE.

Bazunanna monunuasa, eyneogacunum, 6aranum u opyeu eHUmainu uHgexyuu

CroOIeHnsTa 32 BarnHaIHA MOHIJINA3a, BYJBOBATMHUT, OAJaHUT U IPYTH TeHUTAIHN MH(EKInH ca
MO-YECTH TPH MMAIUSHTUTE Ha JICUeHHEe ¢ METQPOPMHUH, KOUTO MoiTy4yasat emnariudao3us 10 mg
(4,0 %) u emmarnugiosun 25 mg (3,9 %) B cpaBHenue ¢ mwianedo (1,3 %) u ca mo-uectu 3a
eMrariugIIO3uH B CpaBHEHHUE ¢ TUIaNe0o NPy MalMeHTH OT KeHCKH NoJl. Pa3nnkara B yecToTara e
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mo-cnabdo n3pa3cHa Mpu NauCHTUTEC OT MBIKKHU I10JI. I'enuTannute I/IH(i)eKI_II/II/I ca OUJIH JIEKU U
YMCEPCHU IO UHTCH3UTCT, 0e3 TEXKKU TaKUBA.

Tosuweno ypunupane

KakTo ce ouakBa OT MexaHH3Ma Ha JieicTBHE, HAOIIO/IaBa Ce MOBUIIICHO YPHHUPaHE (KOUTO €
OTIPEACTICHUST MPEIIIOYUTAH TEPMUH, BKIFOYBAWKH MTOJIAKUYPHUS, TIOJTHYPHSI, HOKTYPHS) C II0-BHCOKa
YEeCTOTa MPH MALMEHTHTE Ha JieueHUue ¢ MeTHOPMUH, KOUTO mojiydaBaT eMnarindiosun 10 mg

(3,0 %) u emmarmudosun 25 mg (2,9 %) B cpaBHenue ¢ miaredo (1,4 %) kato TOmbIHEHHE KbM
nedenue meropmuH. [[0BUIIIEHOTO ypUHHUpaAHE € OMIIO MPEIUMHO B JIEKa WU YMEPEHa CTETICH 110
HHTEH3UTET. YecToTaTa Ha ChOOIICHHUSTA 32 HOKTYPHS € CpaBHUMa MEX/IY IUTane00 u eMrnarin@ao3uH
(<1 %).

Obemno usuepnsane

O6maTa yecToTa Ha 00€MHO M3UepIIBaHE (BKIIOYHUTEIHO MPEABAPUTEIHO OTNPEeIECHUTE TEPMUHN
MOHM)KEHO KPBBHO HaJIsIraHe (M3MEpeHO B aMOYJIaTOPHH YCIOBHS ), IOHIKEHO CHCTOIHO apTEPHUATHO
HaJIsIraHe, JeXupaTays, XUIOTOHUS, XUITOBOJIEMUsI, OPTOCTaTUYHA XUIIOTOHHUS U CUHKOII) TIPH
NAIMEHTHTE Ha JIeYeHHe ¢ MeT(OPMHH, KOUTO MOJTydaBar eMrnarnuduiosud e aucka: 0,6 % 3a
emnarnudunosut 10 mg, 0,3 %, emnarnudinosud 25 mg u 0,1 % 3a mnanedo. EpexTsT Ha
eMnariuguIo3uH BbPXY €KCKpELHATa Ha TII0K03a C yprUHATa € CBbp3aH C OCMOTHYHA INype3a, KOETO
OM MOTJIO Jla IOBIIHsIe BhPXY 00MIaTa Xuaparaiys pyu NanueHTy Ha 75-TOJMHN 1 TI0-Bb3pacTHU. [Ipu
MAIMEHTH > 75 FOIMHU ce ChOOIaBa 3a CbOUTHS ¢ 00EMHO M3UYEPIIBAHE NPU SIUH SIUHCTBEH
MAlKEeHT, JIEKYBaH ¢ eMNariu@ao3ruH 25 mg KaTto JOMbIHEHNE KbM JICYEHHETO ¢ MET(HOPMHUH.

Tlosuwieno Hu8o Ha KpeamuHun 6 Kpb8ma/NOHUNCEHA CKOPOCH HA 210MEPYIHA PUImpayus

OOmiara yecToTa Ha MAMEHTH C MOBUILIEHO HUBO HA KPEaTHMHUH B KPHBTA U IOHI)KEHA CKOPOCT Ha
rJIOMepyJHa GuATpanus e Ouiia CXoaHa MEeKAY eMnarin@io3rH 1 rianedo KaTo AOIMbIHEHUE KbM
MeT(GOopMUH (IOBUIIIEHO HUBO HAa KPEaTHHHH B KpbBTa: emmarauduosns 10 mg 0,5%, emmnarnudio3nH
25 mg 0,1%, mrane6o 0,4%; NOHWKEHA CKOPOCT Ha riioMepyHa ¢puirpaius: eMmnarauduosud 10 mg
0,1 %, emnarmuduiosun 25 mg 0%, 0,2% turane6o).

[IppBOHAYATHHUTE MOBUINICHUSI HA KPEATUHHH M ITbPBOHAYAIHUATE MOHMKEHUS Ha M3YUCIIeHaTa
CKOPOCT Ha TJIIoMepyTHa QUITpaIysl IPH NMAalUeHTH, JIEKYBaHH C eMIIarau(IO3HH KaTo TOMbIHUTEIHA
Tepanusi KbM JieueHHe ¢ MeT(OPMHUH, ca OOMKHOBEHO MPEXOHU 10 BPEME Ha MPOIBIKUTEITHO
JIeYeHHUE MM 00paTUMHU CIIe]] IPEKpaTsIBaHe Ha JICUEHUETO.

B crotBercTBUE C TOBa, B poyuBaHeTo EMPA-REG OUTCOME namnuenTuTe, JeKyBaHH C
eMIarTuQIIOo3HH UMAT IbPBOHAYANHO NoHmKkerue Ha eGFR (cpexno: 3 ml/min/1,73 m?). Cnex ToBa
eGFR ce 3ana3Ba HEMpOMEHEHA M0 BpeMe Ha NpoabipkuTenHo Jeuenue. Cpennara eGFR ce Bpbia
KBM M3XOJHOTO HUBO CJIe[l IPEeKpaTsIBaHe Ha JIEYEHHETO, KOETO MOKa3Ba, ue B TE3W MPOMEHHU Ha
0b0peyHaTa QyHKITUS MOXKeE J1a UTPASIT PO PE3KU XeMOAMHAMUYHH TTPOMEHH.

CpoO1iaBane Ha MOAO3UPAHN HEXKEIAHN PEAKIIHI

Cp0o0I11aBaHETO Ha MOI03UPAHU HEKEIIAHN PEaKIIUU ClIe]] pa3peliaBaHe 3a yrnorpeda Ha JeKapCTBEHHUS
MPOAYKT € BakHO. ToBa IM03BOJISIBA Ja PO IBJIKK HAOIIOICHUETO Ha ChOTHONIICHUETO IT0JI3a/PUCK 32
JeKapCcTBEHUS NPOAyKT. OT MEIUIIMHCKUTE CIICIUAINCTH CE N3KCKBA J]a ChOOIaBaT BCIKa
[0JI03UpaHa He)KETaHa peaKiius Ype3 HAIMOHAIHA CUCTeMa 3a ChOOIaBaHe, MOCOYCHA B

IIpunoxenue V.

4.9 Ilpeno3upane
CuMoroMn

Emnaznugnoszun

B paMkuTe Ha KOHTPOJUPAHHU KIMHUYHM POYYBaHUs €AMHUYHH 1031 eMnaringno3ut 1o 800 mg
(cpoTBeTcTBaIIM Ha 32 MBTH Hall-BUCOKATa MPETIOPBHUUTETHA JHEBHA [103a) TIPH 34paBu 100POBOJIIH U
MHOTOKPATHH JTHEBHU J1031 eMnarnio3ud 1o 100 mg emnarimgio3ut (CbOTBETCTBANIM HA 4 IBTH
Half-BUCOKaTa MPENOoPbUYNTENHA JIHEBHA 71032) MTPH MAIMEHTH ChC 3axapeH nuabeT TuI 2, He ca
MOKa3aJii HUKaKBa TOKCHYHOCT. EMIarnuo3uH noBuinaBa eKCKpenusTa Ha TIII0K03a C ypuHarta u
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TakKa BOAM A0 MOBHILIEH 00eM Ha ypuHaTa. HabmogaBanusT yBennueH o0eM Ha yprUHATa He 3aBUCH OT
Jo3aTa U He € KIMHNYHO 3Ha4nM. Hsama orut ¢ no3u Hag 800 mg mpu xopa.

Mempopmun

He e nabnroiaBana XUMOTIIMKEMHS TIPU JI03U METPOPMUH JI0 85 g BBIIPEKH, Y€ MPH MOJ00HH
o0CTOsITEeNCTBA € Bh3HUKBAJIA JIAKTaTHA annao3a. CUIHO Mpeno3upane ¢ MeTQPOPMUH WIIH
CBITBTCTBAIIM PUCKOBHU (haKTOPH MOTraT Jia I0BEJAT A0 JIaKTaTHa auuao3a. JlakraTHara anumosa e
CITEINITHO CHCTOSIHHE W TPSOBA J1a ce JIeKyBa B OOJTHUYHA 0OCTaHOBKA.

Jleuenue

B cnyuaii Ha ipeno3upaHe € HEOOXOANMO J1a Ce 3aI0YHE JIEYEHHE B 3aBHCUMOCT OT KIIMHUYHOTO
ChbCTOSHUE Ha manuenTta. Hail-eeKTMBHUAT METO/ 32 OTCTpaHsBaHE Ha JIaKTaTa U MET(HOPMHHA €
xeMmoauanuzata. He e mpoydeHo oTcTpaHsBaHETO HA eMIIArau(IO3UH Ype3 XeMOAUAIN3a.

5. DAPMAKOJIOTUYHHA CBOUCTBA

5.1 ®apmakoaMHAMUYHU CBOWCTBA

®dapmakoTeparieBTHIHa Tpyna: JlekapcTsa 3a JiedeHue Ha quadeT, KOMOWHAIIMY Ha TIepOpaTHA
JIEKapCTBa, IOHIKABAIH TItoko3aTa B KpbBTa, ATC xom: A10BD20

MexaHu3bM Ha IEWCTBUE

Synjardy koMmOuHUpa 1Ba aHTUXUIEPTIUKEMUYHH JIEKAPCTBEHH MPOIYKTa C KOMIIEMEHTapHH
MEXaHU3MH Ha JIeHCTBHE, HACOUCHH KbM I10JI00psBaHe HA IIIMKEMUYHUS KOHTPOJ IIPH NALUEHTH C
JIrabeT TUI 2: eMIariugIIO3NH - THXUOUTOP Ha HATPUEBO-TIIOKO3HHS Ko-TpaHcmoptep 2 (SGLT2) u
MeT(GOPMUHOB XUAPOXIIOPHI - TIPEJCTBUTEN Ha KJIaca HAa OUTBaHUIUTE.

Emnaznugnoszun

Emmnarnuduosun e ooparum, morieH (ICsy 1,3 nmol) u cenekTHBeH KOHKYPEHTEH HHXHOUTOP Ha
SGLT?2. EMnarnu(io3uH He HHXHOUpA IPYTH TIIIOKO3HU TPAHCIIOPTEPH, KOUTO ca OT 3HAUEHHE 32
TpaHCIOpTa Ha TJI0Ko3aTa B nepudepuure Tokanu u € 5 000 mbTH no-cenexkruseH 3a SGLT2 B
cpasuenue ¢ SGLT1 (ocHOBHHAT TpaHCTIOPTEP, OTTOBOPEH 3a aOCOpOITMATA Ha TIII0KO3aTa B UepBaTa).
SGLT2 nma BucOKa ekcupecus B OrOpennTe, J0KaTo HIMa WM UMa MHOTO HUCKA €KCTIPECHs B
Opyrute Tbkanu. OTrOBOPEH €, KaTo IMpeBaIMpalll TPaHCIIOpTep, 3a peadcopOuusaTa Ha TIII0K03aTa OT
rioMepynapaus GuiarpaT o0paTHO B KpbBooOpaiieHueTo. [ToBeue riitoko3a ce puirpupa u
peabcopOupa Ipu MANMEHTH ChC 3aXapeH TUa0eT TUIT 2 U XUTIEPTITUKEMUS.

Emnarnudiosun nogoOpsiBa rIMKEeMUYHUs] KOHTPOJ MIPU HAalMEHTH ChC 3aXapeH nualdeT TUI 2, upe3
HaMaJsBaHe Ha ObOpednara peabcopOnus Ha TiIoKo3aTa. KonmmaecTBOTO oTHeIeHa upe3 OpOpeka
TJII0K03a B PE3YJITaT Ha TIIOKOYPETHYHHS MEXaHU3bM, 3aBHCH OT KOHIICHTPALMTa Ha TII0K03aTa B
KpBBTa U cKopocTTa Ha riioMmepynHa gunrpauus (GFR). Unxnbupanero Ha SGLT2 npu nauneHTH cbe
3axapeH AuadeT TUIl 2 U XUTIEPTIINKeMHS BOAX A0 eKCKPEIHs Ha M3NIHIIHATA TII0K03a B ypuHarta. B
JIOTTBTHEHUE 3aTI0YBAHETO Ha MTPHEM Ha eMIarin(Io3uH MOBHUIIABA eKCKPEIUATa Ha HaTPHUA, KOETO
BOJIM JI0 OCMOTHUYHA INype3a U MOHMKEH BTPECHI0B 00EM.

IIpu marueHTH Che 3axapeH AuadeT THIH 2, eKCKpeNrATa Ha TIF0K03a C yprUHaTa ce yBeJIndaBa BeHara
CJIe]] ITbpBaTa J103a eMIariud)Io3uH U OCTaBa Taka 3a Mepruoia Ha 24-4acoBus JI030B HHTEPBAJL.
IToBuiieHaTa eKCKpeLrs Ha TJII0K03a C YpUHATa ce 3ama3Ba 0 Kpast Ha 4—CeIMUYHUS IEpUO Ha
JICUCHHUE KaTO € CPEIHO OKOJIO 78 g/MeH npu u3Moii3BaHe Ha eMrariniio3un 25 mg. YBeauueHara
EKCKpeIUs Ha TIII0K03a C YPUHATA BOJIH JIO He3a0aBHO CIiajjaHe Ha TUIa3MEHUTE HUBA Ha TIIFOK03aTa
MIPH MAIUEHTH ChC 3aXapeH AuadeT TUM 2.

EMHaFHI/I(i)JIOSI/IH nono6ps[Ba IJIa3MCHUTE HMBa Ha I'VTIOKO3aTa KaKTO Ha I'IaJHO, TaKa U CJICI IIPUEM Ha
XpaHa. MexaHu3MBbT Ha HeﬁCTBHe Ha CMHaFJ’II/I(bJ'IOSI/IH HEC 3aBHCH OT q)YHK]_II/ISITa Ha 0eTa-KIIETKUTE U
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WHCYJMHOBOTO JCHCTBUE U TOBA CIIOMAara 3a HUCKHUS PHCK OT Xunoriukemus. HabmonaBano e
noso0peHne Ha CyporaTHUTE MapKepH 3a (GYHKIHATA Ha OeTa-KICTKUTE, BKIIOYHTEITHO
XoMeocTaTu4Hus Mojien 3a otieHka-f (Homeostasis Model Assessment-f - HOMA-B). B nonbiHenue,
eKCKPEeLMsATa Ha IIII0K03a C YpHHATA BOJH JI0 3ary0a Ha KaJOpHH, CBbpP3aHa C PeIyKIMs Ha Ma3HUHUTE
B OpraHU3Ma M HaMaJIeHHe Ha TeJIeCHOTO Teryio. HabnronaBanara npu ynorpeda Ha eMuaringio3uH
TIIIOKO3YpHS € IPUAPYIKEHA OT JIeKa ANype3a, KOSITO MOYXKe J1a CIIOMOTHE 32 TPAHO YMEPEHO
NOHIKEHUE Ha KPBBHOTO HaysiraHe. HaOiroqaBanuTe ¢ eMnaringio3nH rIIOKO3ypHsl, HATpUype3a 1
OCMOTHYHA JINype3a MOrar Jia CIOMOTHAT 3a I0JI00psBaHe Ha KpaiHUTE ChPACYHOCHIOBHU IMOKA3ATEIIH.

Mempopmun

MetdopMuH e OUTBaHU]I C AHTUXUTIEPIIIMKEMUYHHU e(peKTH, KOMTO MOHMKaBa KakTo 0a3ainHara, Taka
Y TIOCTHpaHANAITHATA TUIa3MeHa IUII0Ko3a. Toll He cTUMYIHpa CEKpenraTa Ha HHCYJIMH U IO TO3H
Ha4YMH HE BOJU J0 XUIIOINIMKEMUSI.

MeTtdopMuH MOXe 1a JielicTBa upe3 3 MexaHu3Ma:

o NOHM)KaBaHe Ha TIIOKO3HATa MPOIYKIMS B YepHUS Ipod upe3 MHXUOupaHe Ha
TJIFOKOHEOT€He3aTa U INIMKOT€HOJIN3aTa,

o B MYCKYJIUTE, Upe3 MOBUIIIABaHE NHCYJIMHOBATA YyBCTBUTEIHOCT, TIOI00psIBaHEe HA
nepudepHOTO ITOeMaHe M yCBOSBaHE Ha TIII0K03aTa,

o 1 3a0aBsiHe Ha aOCOpOIMATA HA TIIOK03aTa B ThHKUTE YepBa.

MetdopMuH cTUMYJIMpa BTPEKIETHYHNS CHHTE3 Ha TIIMKOI'€H KaTo MOBJIMSBA TNIMKOTeH-CHHTETa3aTa.
MeT(bOpMI/IH IOBHUIIIaBa TPAHCIIOPTHHUA KallallUTET HA BCUYKU THUIIOBE ITO3HATHU IOHACTOAIIEM
MeMOpaHHH TpaHcTopTepy Ha Tiroko3a (GLUT).

[Ipu xopa, He3aBUCHMO OT e)eKTa CH BhPXY TTIHUKeMHUsATa, MET(GPOPMUH UMa OJIaronpusTHU eQeKTh
BBPXY JUIMHUIHUSI METa00IM3bM. TOBa € IEMOHCTPUPAHO B TEPAIIEBTUYHHU JO3H B PAMKHUTE Ha
JIBITOCPOYHH HITH ChC CPEeIHA MPOIBIDKUTEIHOCT KOHTPOJIUPAHH KIMHUYHU POYYBAHUS: METQOPMUH
NOHMXaBa oouus xonectepod, LDL xonecreposia u HUBaTa Ha TPUTIHLEPUINTE.

Kinanuna edukacHoCT 1 6€3001aCHOCT

Kakro HO)IO6p$IBaHeTO Ha KOHTpOJIa Ha TTIMKEMUATA, TaKa 1 HAMAJIABAHETO Ha ChbpJACYHOCHAOBATA
3a00JIEBAEMOCT 1 CMBPTHOCT, MPEACTABIABAT UHTErpaIHa 4aCT OT JICHEHUCTO Ha )11/1a6eT ™I 2.

EdukacHocTTa 110 OTHOIIICHHE HA TIIMKEMUSITA U KPAWHUTE ChPICYHOCHIOBH ITOKA3aTENH Ca IPOYICHU
npu o610 10 366 manueHTy che 3aXapeH AUadeT TUI 2, KOUTO ca OWJIH JICKYBaHH B pAMKHUTE Ha

9 nBoOIHOCIEIN, KOHTPOJIMPAHHU C TuIane0o WM pedepeHTeH NPOAYKT KIMHUYHY IIPOYYBAHUS C
MPOABIDKUTEITHOCT MOHE 24 CeMUIH, OT KOUTO 2 950 manueHTH ca moiyyaBaid eMIaringio3nH

10 mg u 3 701 ca mosrydaBaau eMnariudio3nH 25 mg KaTo AONbJIHCHHE KbM JICYCHHETO C
MeThopmuH. OT TSIX CHOTBETHO 266 win 264 maleHTy ca OWiIM JieKyBaHu ¢ eMmnarindiio3un 10 mg
wim 25 mg, KaTo JOIBIBAIIA Tepanus KbM MeT(HOPMHUH TLTIOC UHCYIIHH.

JleuenneTo ¢ emnarmMgIo3uH B KOMOUHAIUS ¢ MeT(GOpMUH, ¢ WiH 0e3 Jpyrd aHTHIua0eTHH
JIEKapCTBEHHU NMPOAYKTH (THOTIINTA30H, CylI(QoHMIypeiiHo npon3BoaHo, DPP-4 unxuburopu u
MHCYJIMH) € JIOBEJIO 10 KIMHUYHO 3HauYuMo noaoOpenue Ha HbAlc, mnasMeHara riroko3a Ha IIaJgHO
(FPG), TemecHOTO TETJIO ¥ CHCTOTHOTO M TMACTOJIHOTO KPBBHO HaysraHe. [Ipunaranero Ha
eMnaringuIo3uH 25 mg BOAM 10 MO-BUCOK JIsJ1 HA MAUEHTUTE, IPH KOUTO C€ TIOCTUTa LEJITa 10
otHomenue Ha HbAlc mox 7 % u 10 mo-Maiko nauMeHTy, KOUTO UMaT HyKJa OT )KHBOTOCIIACSBAILA
TIIMKEMHUYHA Tepanus, B cpaBHeHue ¢ emmnariuduosun 10 mg u ruiane6o. [Ipu manueHTH Ha BB3pacT
75 rOIMHM U TTO-BB3PACTHH ca HAOJI0IaBaHu ITUPPOBO MO-HUCKH cniagoBe Ha HbA 1c pu euenue ¢
emnarnuguosud. [lo-sucokust uzxoaeH HbAlc ce cBbp3Ba ¢ H0-3HAYUTEIHOTO MOHMKEHUE HA
HbA1c. OcBen ToBa eMnarindIo3uH KaTo JOMbIHEHHE KbM CTaHapTHATA TEpaIHsl MOHWKaBa
CBHPJEYHOCH0BATa CMBPTHOCT MPH MANMEHTH ChC 3aXapeH AuadeT THIT 2 ¥ yCTaHOBEHO
CHPACYHOCHIOBO 3a00JIsIBaHE.
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Emnaznupnozun kamo donvinenue koM Mem@opmuH, CyihoHURYpetno npou3eo0H0, NUOIUMA30H
Emnarnudio3un kaTo fonbIIHEHHE KbM METPOPMHH, METQPOPMHH U CYI(POHUITYPEHHO MPOU3BOTHO
WJIM TTHOTJINTA30H U MET(HOPMHUH, BOAM J0 cTaTucTudecku 3Hauumo (p < 0,0001) Hamasienue Ha
HbA 1c u TenecHoTO Teryo B cpaBHeHHUe ¢ Twianebo (Tabmmima 3). B nonsiiHeHHE TOM BOIU 10
KIIMHUYHO 3HAYUMO HaMalleHUe Ha Tula3MeHaTa riroko3a Ha rinagao (FPG), Ha cuctonHoTO M Ha
JTIMACTOJTHOTO apTEPHUATHO HAIIATaHE B CPABHEHUE C I1Iaredo.

B paMxuTe Ha TBOHHO-CIATIOTO TUTAIE00-KOHTPOIMPAHO MPOIBIDKCHUE HA TE3U MTPOYIBAHUS,
noHmkeHeTo Ha HbA ¢, TelecHOTO Terino u KphBHOTO HaJIsITaHe ca ce 3anaswin o Cenmuna 76.

Tabnuna 3: Pesynrartu 3a edukacHOCT OT 24-ceIMUYHUTE TIAIIe00-KOHTPOIUPAHU IPOYIBaAHUSI
JlombjIHeHHEe KbM JieueHne ¢ MeT(hopmMun’
EmnarandJiosun
Inaucbo 10 mg 25 mg
N 207 217 213
HbAlc (%)
W3xoaH0 HUBO (CpeTHO) 7,90 7,94 7,86

IIpomsiHa cipsiMo
M3XOIHOTO HUBO'

1
Paznmuka cpsimo 1iarne6o

-0,13 -0,70 -0,77

-0,57* (0,72, -0,42) | -0,64* (-0,79, -0,48)

(97,5 % AN)
n 184 199 191
IHanuentn (%), Npu KOUTO
ce noctura HbAle<7 % ¢ 12,5 37,7 38,7
usxogen HbAlc >7 %’
n 207 217 213
Tesecno TerJo (kg)

W3x01H0 HUBO (CpeTHO) 79,73 81,59 82,21

IIpomsiHa cipsiMo
M3XOJHOTO HHUBO'

1
Paznuka cpsimo 1iarne6o

-0,45 -2,08 -2,46

-1,63% (-2,17, -1,08) | -2,01* (-2,56, -1,46)

(97,5 % AN)
n 207 217 213
CAH (mmHg)
W3xonHo HUBO (CpenHo) 128,6 129,6 130,0
IIpomsna cnps{Mcl) 04 45 52
M3XO0JIHOTO HHUBO
Pasnuka cipsamo miane6o ' % %
(95 % JTH) 4,1%* (-6,2, -2,1) 4,8%* (-6,9, -2,7)
JlombJIHEHHE KbM Tepanusi ¢ MeTHOPMHUH U CYI(OHUTYPeiiHH NPOU3BOTHU"
EmnarandJiosun
IInane6o 10 mg 25 mg
n 225 225 216
HbAlc (%)
W3xonHO HUBO (CpeiHO) 8,15 8,07 8,10
IIpomsiHa cipsiMo 0,17 0,82 0,77

U3XOOAHOTO HI/IBO1
1
Paznmuka cpsimo 1iarne6o

-0,64* (-0,79, -0,49) | -0,59* (-0,74, -0,44)

(97,5 % AN)
n 216 209 202
IHanuentn (%), Npu KOUTO
ce moctura HbAle <7 % ¢ 9,3 26,3 32,2
msxonen HbAlc>7 %’
n 225 225 216
Tenecno Terso (kg)
W3xomaH0 HUBO (CpeaHO) 76,23 77,08 77,50
[IpomsiHa cipsimo -0,39 -2,16 -2,39
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M3XO/IHOTO HUBO'

Pasnuka cipamo miane6o ' % "

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

W3xoaHo HUBO (cpenHO) 128,8 128,7 129,3

[Ipomsina CprIM(]) 14 41 35

W3XOJTHOTO HHUBO

Paznuka cripsaMo miane6o |

(95 % I[I/I) '297 ('4a69 '098) '2’1 ('49(), '0’2)

JlonbIHeHHe KbM Tepanusi ¢ NHOrINTa30H + MeThopMuH’
Emnaraudio3nn
Ilnanedo 10 mg 25 mg
n 124 125 127
HbAlc (%)

W3xoaH0 HUBO (CpeTHO) 8,15 8,07 8,10

IIpomsna CHp?IM(l) 011 0,55 20,70

M3XO0JIHOTO HHUBO

Pasnuka crpamo miane6o ' % %

(97.5 % JIH) -0,45* (-0,69, -0,21) | -0,60* (-0,83, -0,36)
n 118 116 123
Hanuentn (%), npu KOUTO
ce noctura HbAle<7 % ¢ 8,5 22,4 28,5
m3xoned HbAlc>7 %’

n 124 125 127
Tenecno Terao (kg)

W3xoaH0 HUBO (CpeaHO) 79,45 79,44 80,98

HpowlmHa CIIPSAMO U3XOJIHO 0,40 174 1,59

HUBO

Pasnuka cipsmo miane6o ' % %

(97.5 % JI) -2,14% (-2,93, -1,35) | -2,00* (-2,78, -1,21)
n 124 125 127
CAH (mmHg)"’

W3xomHO HUBO (CpeiHO) 125,5 126,3 126,3

[IpomsiHa cpsiMO U3XOAHO 0.8 35 33

1
HHUBO

Pasnuka cipamo miane6o '
(95 % AN)

4.2%% (-6,94, -1,53)

4,1%% (-6,76, -1,37)

* Isnara ananusupana nonysamus (full analysis set - FAS), kaTo ce u3mos3Ba HoclIeIHOTO MPOBEICHO

exctpanonupano Habmoaenue (LOCF) npenu sxuBoTocnacsBaiia rTUKEMUYHA TEPaIHs.
® AHanu3 Ha MOATPYIMTE TIPU MALUEHTH HA JOIBIHUTEIHO GOHOBO NeueHue ¢ Methopmun (FAS,

LOCF)

1
Cpe;[Ho, KOpUTHUPpaHO CIPAMO U3XOJHO HUBO

2 Hee MPOBCIKAaHAa OLICHKA 3a CTATUCTUYCCKA 3HAYUMOCT KaTO 4acCT Ha MMOCJcABalIaTa rnmpoucaypa 3a

IMMOTBBPKIAaBAHE HA TECTA

* LOCF, CTOHHOCTHTE ClieJl aHTHXMIIEPTEH3UBHA KUBOTOCTIACSBAIA TEPAIINSA Ca LIEH3yPHPAHH

* p-croiinoct < 0,0001
** p-croitrocT < 0,01

Emnaznughnosun ¢ kombunyusa ¢ mem@opmun npu nayueHmu 6e3 npeoxooHo eueHue

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

Ha eUKACHOCTTA U 0€30MIaCHOCTTA Ha eMIarii(II03uH MPH MAlMEHTH 03 IPEXOIHO JICUCHHUE.
Jleuenneto ¢ emnarmguio3ud B komOuHanus ¢ Mmetdopmut (5 mg u 500 mg; 5 mg u 1000 mg;
12,5 mg u 500 mg, u 12,5 mg u 1000 mg npusnoxeHu ABa IbTH JHEBHO) BOJH O CTaTUCTUYECKU
3HauuMu noaoopenus Ha HbAlc (Tabnuua 4) u e goBeno 10 no-u3pasenu HamaneHus Ha FPG (B
CpaBHEHHE C OT/EITHUTE KOMIIOHEHTH) M Ha TeJleCHaTa Maca (B CpaBHEHHE C MET(HOPMUH).




Tabmuia 4: PesynrtaTtu 1o OTHOIIEHHE Ha e(pUKACHOCTTA KbM cenMuIia 24, cpaBHSBAIU
eMaraudIIo3uH B KOMOHHAIHUSL ¢ MET(OPMHEH C OTJETHUTE KOMIOHEHTH

Emnarmudnosus 10 mg” Emnarmuiosus 25 mg’ Merdopmun
+Mer +Mer bes +Mer +Mer bes 1000 2000
1000 mg® | 2000 mg® | Met | 1000 2000 mg® | Mer mg mg
mg"
N 161 167 169 165 169 163 167 162
HbAlc (%)
W3xomHu 8,68 8,65 8,62 8,84 8,66 8,86 8,69 8,55
CTOMHOCTH
(cpemna)
[TpomsiHa -1,98 -2,07 -1,35 | -1,93 -2,08 -1,36 | -1,18 | -1,75
CIIPSIMO
W3XOTHHUTE
cToliHOCTH'
Cpasreme | o g3« | 0,70% 057% | -0,72%
Zﬁf]’:‘(g 59, (-0,86, (-0,96, (-0,81, | (-0,95,
) -0,40) -0,49) -0,34) -0,48)
CpaBHeHue -0,79* -0,33* -0,75%* -0,33*
CIIPSIMO MET (-1,03, (-0,56, (-0,98, (-0,56,
(95% )’ -0,56) -0,09) -0,51) -0,10)

Mert = MeTHOpMUH; eMIa = eMIaraugIo3uH

! Cpe/IHa, KOPUTHpaHa KbM U3X0JJHA CTOHHOCT

? AHaJIM3WTE ca U3BBPIIEHU BbPXY ISUIOCTHATA ChbBKYIMHOCT 3a aHanu3 (full analysis set - FAS) upes
y

moJIxojia Ha HaOmroxaBanute cirydau (observed cases - OC)

b HpnnomeH B JIBC IMMOPABHO pa3aCJICHU 03U HaA JACH, KOTaTO CC IpuJjiara C MeT(l)OpMI/IH

¢ TIpuioskeH B JBE pas/ielieHH TIOPABHO 03U Ha JICH

*p<0,0062 3a HbAlc

Emnaenughnosun npu nayuenmu ¢ Heaoekgamer KOHMPOJ ¢ MEMPOPMUH U TUHALTURMUH
[Ipu manueHTH HealeKBaTHO KOHTPOJIMPAHU ¢ MET(OPMHUH U JIMHATIIMITHH 5 Mg, JEYEHUETO KaKTO C
emnarnudunosu 10 mg, Taka u ¢ 25 mg, Boau 10 crarucTudecku 3HauuMo (p <0,0001) nHamaneHue Ha
HbAlc u Ha TenecHOTO Teryo Maca B cpaBHeHHe ¢ ruianebo (Tadsuia 5). OcBeH TOBa € J0BENO 10
KITMHIYHO 3HAa4YMMO HamaseHrne Ha FPQG, cHCTOHOTO M THACTOIHOTO KPHBHO HAJISITAaHE B CPABHEHUE C

iaie0o.
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Tabmuia 5: PesynrtaTtu 1o OTHOIICHHE Ha e(PUKACHOCTTA OT €IHO 24-CeIMUYHO TuTane0o-
KOHTPOIIMPAHO MPOYYBAHE MPH MAIUSHTH C HeaJeKBaTEeH KOHTPOJ C METQPOPMHUH U
JIMHATJIMIITHH 5 mg

Jo6aBka KbM MeT¢GOPMHH H JIMHATJMNTHH 5 mg
Iliane6o’ Emnarandgiiosun’
10 mg 25 mg
N 106 109 110
HbAlc (%)’

M3xomaH0 HUBO (CpeaHa) 7,96 7,97 7,97

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

W3XOAHOTO HUBO

Pasnuka cnpsimo mnane6o * *

(95% JTI1) -0,79* (-1,02, -0,55) -0,70* (-0,93, -0,46)
N 100 100 107
IManuentn (%) mocTUramu
HbA1lc <7% npu u3xoaHo 17,0 37,0 32,7
HbAlc >7%’

N 106 109 110
TesecHa maca (kg)3

N3xomaH0 HUBO (CpeaHa) 82,3 88,4 84,4

IIpomsna cnps{Mcl) 03 31 2.5

W3XOAHOTO HUBO

Pasnuka cnpsimo mnane6o * *

(95% JIH) 2,8% (-3,5, -2,1) 2,2% (2,9, -1,5)
N 106 109 110
CAH (mmHg)*

W3xomaH0 HUBO (CpeaHa) 130,1 130,4 131,0

IIpomsna cnps{Mcl) 17 3.0 43

W3XOAHOTO HHUBO

Paznuka cnpsimo rutane6o

(95% JIH) -1,3(-4,2,1,7) -2,6 (-5,5,0,4)

' Cpe/iHa, KOpUTrHpaHa KbM M3X0JHATA CTOMHOCT

? He e mpaBeHa OIIeHKa 3a CTATHCTHYECKA 3HAYMMOCT; HE € YaCT OT NMOETAIHATa TeCTOBA IPOLELYpPa 32
BTOPUYHHUTE KPAHA TOYKA

* Mozemrst MMRM Ha FAS (OC) Bimousa u3xonen HbA I¢, m3xoana eGFR (MDRD), reorpadeku
PErHoH, MOCELEHNE, JIEUEHNE U TIPOMIHA Ha JICYEHHE 10 MOCEUIEHHS. 3a TETTIOTO € BKIIOYEHO U
U3XOJHOTO TETJIO

* Mopeast MMRM Britrousa u3xoauo CAH u uzxonen HbA 1¢ karto nuneiinu KOBapHuaTH, U U3X0JHa
eGFR, reorpadcku peruoH, jedeHne 1 NpoMsHaTa Ha JEYSHHE 110 MOCEUICHUS, KaT0 (YUKCUPAHH
edextn

> [lauueHTHTe, PAHIOMH3MPAHH B IPYIIaTa Ha IIane6o, ca MojydyaBaliy Iane6o Miroc THHATTHITHH
5 mg Ha QoHa HA MeTHOPMHUH

% [auuenTuTe, paHIOMHU3MPAHY B FPYIATE HA JIedeHHe ¢ eMmarauduosus 10 mg wm 25 mg, ca
nojy4aBaiu emmarauduosns 10 mg wim 25 mg v IMHATIMNTHH 5 mg Ha (GoHA Ha MeT(HOPMUH

* p-croitHocT <0,0001

B exna npenBapurenHo aeduHupana noarpyna nanueHTa ¢ HbAlc Ha M3X01HO HUBO MO-TOJAM W
paBeH Ha 8,5%, ciagbT crpsMo u3xoaHoTo HuBO Ha HbAlc e -1,3% ¢ emnarnudiiosun 10 mg unu
25 mg xpM ceamuna 24 (p <0,0001) B cpaBHeHue ¢ mianeoo.

24-meceunu 0annu 3a emna2iu@ao3ut Kamo OONbAHEHUE KoM MEMPOPMUN 6 CPABHEHUE C 2IUMENUPUO
[Ipu npoy4Bane, cpaBHABAIIO ehUKACHOCTTA M OE30MACHOCTTA HA eMIArIU(IIO3UH 25 mg CrpsMo
rmMenupu/ (10 4 mg Ha JIeH) MPH MalueHTH ¢ HeIOCTaThueH TITMKEMUYEeH KOHTPOJI, KOUTO ca Ha
JICYEHUE CaMOo ¢ MET(HOPMUH, JICUSHUETO C eMIArTU(IIO3UH €XKETHEBHO € JIOBEIIO JI0 U3KITFOUUTEITHO
nonmwkenre Ha HbAlc (Tabmuna 6) 1 KTMHUYHO 3HaYnMO MoHmxkenue Ha FPG, B cpaBHeHue ¢
rmMenupuy. EMnarnudguios3ns, npueMan exXeTHEBHO € JIOBEIN JI0 CTATHCTUYECKH 3HAYMMO TTOHUKCHHE
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Ha TEJIECHOTO TETJI0, CHCTOIHOTO M JUACTOJIHOTO KPHBHO HAJISTaHE M CTATUCTUYECKU 3HAYNMO
MO-HUCHK JIsJ1 HA TIAIIMEHTUTE C XUITOTIIMKEMUYHU ChOUTHS, B CpaBHEeHHE ¢ rimmenupun (2,5 % 3a
emmarmdiiosus, 24,2 % 3a rmumenupu, p < 0,0001).

Tabnuua 6: Pesynratu no otHoueHue Ha epukacHocTTa Ha cenmuna 104 npu akTUBHO -
KOHTPOJIMPAHO MIPOYyYBaHe, CPaBHABAILIO eMIArian(IO31H ¢ TITUMEUPUI KaTo
JIOTIBJIHEHHE KbM MeT(GOpMHUH"

EMna;gl:I(ll)gnozmﬂ Canvennpun”
n 765 780
HbAlc (%)
W3xomHO HUBO (CpeiHO) 7,92 7,92
TIpoMsiHA CTIPSIMO M3XOHOTO HUBO -0,66 -0,55
;;;;J)mxa crpsamo rauvenupua (97,5 % L0,11* (0,20, -0,01)

n 690 715

Hanuentn (%), Npu KOUTO ce MOCTUTA

HbAlc <7 % c m3xonen HbAlc>7 %’ 33,6 30.9
n 765 780
Tenecno Teryo (kg)
W3xoaHo HUBO (cpenHO) 82,52 83,03
TIpomsiHa CIIPSIMO U3XO/IHO HUBO' -3,12 1,34
1 0
;all/?;MKa crpsmo rimmMenupun (97,5 % _4,46%* (4,87, -4,05)
n 765 780
CAH (mmHg)®
W3xoaH0 HUBO (CpeHO) 133,4 133,5
TIpoMsIHA CIIPSIMO M3XOHO HHBO' -3,1 2,5
1 o
;eﬁj)mxa cupsimo riauMenupun (97,5 % 15,6%* (-7,0,-4.2)

* Isanara ananusupana nonysnamus (full analysis set - FAS), kaTo ce M310/13Ba MOCIIEAHOTO MPOBEICHO
excrpanonupano Haooaenue (LOCF) npeau sxuBoTOCHacsIBallla TJIMKEMUYHA TEPAITHSI.
® Ilo 4 mg rmuMenupu
' Cpe/1HO, KOPUTHpPaHa CIIPAMO U3XOIHO HHBO
He e npoBeskaaHa olleHKa 3a CTaTHCTUYECKA 3HAYMMOCT KaTo YacT Ha Iociie/IBaliaTa mporeypa 3a
NOTBBPKIaBaHE Ha TECTa
3 LOCF, CTOHHOCTHTE CJle/l aHTHXUIIEPTEH3UBHA XKUBOTOCIIACSBAIIA TEPAIIUS Ca [IEH3yPUPAHH
* p-croitHoct < 0,0001 3a He o-Manka epukacHoct, u p-croiiHocT = 0,0153 3a IpeBB3X0ACTBO
** p-croitrocT < 0,0001

Honvrsawa mepanusi KoM ieueHue ¢ UHCYIUH

Emnacnughnozun xamo oonvinenue KoM UHCYIUH C HAKOIKO NpUeMa Ha Oen

EdukacHocTTa 1 0€30MacHOCTTa Ha eMIariugIIO3HH KaTo AOMbJIBAIA TEpaist KbM HHCYJIMH TPH
HSIKOJIKO ITpHeMa Ha JIeH, CbC MM 03 ChIIBTCTBAILO JICYEHHE ¢ MET(HOPMHUH, Ca OLIEHEHHU TIPH €THO
JIBOHHO-CJIATIO, TIIAIe00-KOHTPOIUPAHO MPOYUBAHE C MPOIBIDKUTETHOCT OT 52 cenmunu. [1o Bpeme
Ha mepBUTE 18 ceaqmuiy u Ha mocaenHuTe 12 ceIMUIIM, 103aTa HA MHCYJIMHA HE € MPOMEHSHA, a
Mexay ceamuni 19 u 40 e Ouia KopurupaHa ¢ 1ej MoCTUraHe Ha HABA Ha KPbBHATA 3aXap Mpe/u
xpanere ot < 100 mg/dl [5,5 mmol/1], u cnen xpanene - ot < 140 mg/dl [7,8 mmol/1].

Ha cenmuna 18, eMnariauguio3nH Boy 10 CTATUCTHYECKU 3HAYUMO ogo0penue Ha HbAlc B
cpaBHeHHe ¢ ianebo (Tadbmuna 7).

Ha ceqmuna 52, neyenuero ¢ eMnariauQIio3nH € JJOBENO JI0 CTATUCTUYECKN 3HAYMMO TIOHIDKEHHE Ha
HbA 1c n HamasiBaHe Ha KOJMYECTBOTO MHCYJIMH B CPaBHEHHE C Iane0o0, KaKTo U JI0 HaMallsiBaHe Ha
TEJIECHOTO TETJIO.
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Tabnuua 7: PesynraTu no oTHouIeHue Ha eukacHOCTTa Ha cenMuim 18 u 52 npu eaHo mianedo-
KOHTPOJIUPAHO MIPOYYBaHE 32 eMIAriau(IO3uH KaTo JOMbJIHEHHE KbM JIEUCHHUE C
MHOTOKPATHH JTHEBHH JIO3W WHCYJIMH ChC CHITBTCTBANIO JIeYEHUE ¢ MET(HOPMHH

EmnaraudgJio3un
ITnanedo 10 mg 25 mg
n 135 128 137
HbAlc (%) na ceqmuina 18°
W3xoaH0 HUBO (CpeHO) 8,29 8,42 8,29
[Ipomsna cnpﬂlMo 0,58 -0,99 1,03
W3XO0JTHO HUBO
Eiifl‘ggi C.“(g";’“;’% ) -0,41%* (0,61, -0,21) -0,45* (-0,65, -0,25)
n 86 84 87
HbA1lc (%) na
ceqmuna 52°
M3xomaH0 HUBO (CpeaHa) 8,26 8,43 8,38
IIpomsna cnpﬂlMo 20,86 -1,23 131
W3XO0JTHO HUBO
Eiziigi ‘frzg’;:“;’% ) -0,37** (-0,67, -0,08) -0,45% (-0,74, -0,16)
n 84 84 87
Hanuentn (%), npu
KouTo ce moctura HbAlc
<7 % ¢ U3X0AHO HUBO HA 27,4 41,7 48,3
HbAlc>7 % na
ceqmuna 52"
n 86 83 86
Jlo3a na uncyauna (IU/nen)
Ha 52 cexmuna’’
W3xoaH0 HUBO (CpeTHO) 91,01 91,77 90,22
IIpomsna cnpﬂlMo 12,84 0,22 225
M3XO0JTHO HUBO
Eiifl‘ggi C.“(g";’“;’% ) -12,61%%(-21,43, -3,80) | -15,09%* (-23,79, -6,40)
n 86 84 87
Tenecno Terao (kg)
Ha cenvuna 52°
M3xoaH0 HUBO (CpeTHO) 97,78 98,86 94,93
IIpomsna cpsimo 0,42 -2,47 1,94

1
HN3XO0AHO HHUBO

Pa3nuka cnpsamo
mnane6o ' (97,5 % JIN)

-2,89% (-4,29, -1,49)

-2,37* (-3,75, -0,98)

* AHaJIM3 Ha MOJrPYIHTE 3a MAMEHTH Ha JOMBJIHUTEIHO GOHOBO sieueHue ¢ MmetdopmuH (FAS,

LOCF)

® AHanM3 Ha MOATPYIMTE 32 MAMEHTH HA JOMBIHATEIHO (OHOBO JIeYeHHe ¢ MeTGOPMUH

(3aBspmBamum PPS, LOCF)
1
CpenHo, KOPUTMPaHO CIIPSIMO U3XOJHO HUBO
HE € IIPOBEX/IaHa OLIEHKA 3a CTaTUCTHUYECKa 3HAYUMOCT KaTo 4acT Ha [ociIeBalara Ipoueaypa 3a

IMMOTBBPKIAaBAHE HA TECTA

3 CC,Z[MI/II_Ia 19-40: cxema Ha JiedeHUE 3a IIOCTUT'aHE HA TAapreTHU HUBA, Yp€3 KOPUT'UPAHC HA N03aTa HA

WHCYJIMHA, C [IeJT TOCTUTaHe Ha MPEBAPUTEIHO IePUHUPAHUTE TAPTETHH HUBA HA KPHBHATA 3axap
(npeau xpanene < 100 mg/dl (5,5 mmol/l), cinen xpanene < 140 mg/dl (7,8 mmol/l)

* p-ctorinoct < 0,0005
** p-ctoitoct < 0,005
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Emnaznughnosun xamo oonvinenue kom 6asanes UHCYIuH

EduxacHoctTa 1 0e3omacHOCTTa Ha eMIaringuIo3uH KaTo JONbIHEHHE KbM 0a3aneH HHCYJIMH ChC
CBITBTCTBAIIIO JICUCHHE C METQPOPMHUH ca OIEHEHH MPH €THO JIBOWHO-CIISAIO, IIIale00-KOHTPOIHPAHO
NPOYYBaHE C MPOABIKATENHOCT OT 78 cenmunu. [To Bpeme Ha mbpBUTE 18 ceamuIy o3ara Ha
MHCYJIMHA He € OMjla MPOMEHsIHa, a cJe]l ToBa € Onina kopurupana 1o nocturane Ha FPG < 110 mg/dl
npe3 cienpamure 60 ceaAMUIIN.

Ha ceqmuna 18, emnarnudno3uH e JoBen 10 CTaTHCTHYECKH 3HAYMMO Moto0penue Ha HbA lc.
[To-ronsiM st OT MAIMEHTHUTE, JIEKYBaHU C eMIariu(Io3uH U ¢ n3xoHo HUBO Ha HbAlc > 7,0 % a
nocturHany tapreto HuBo Ha HbAlc ot <7 % B cpaBHenue ¢ rianedo (Tabmuma 8).

Ha cenmuna 78, cnaasT Ha HbA 1¢ 1 vHCYIUH-CIIECTSBAIIUAT €EKT Ha eMIarianugIIo3ruH ce 3ama3Bar.
OcBeH TOBa eMIariau(IIo3uH € JoBe 10 nmoHmkenrne Ha FPG, TenecHOTO Terno U KphbBHOTO HaJIsSITaHE.

TaOmuiia 8: PesynrtaTu 1o oTHOIICHHE Ha epUKacHOCTTA Ha ceamuiiu 18 u 78 mpu eaHo 1uianedo-
KOHTPOJIUPAHO MPOYyYBaHe 32 eMNariu(iIo3uH KaTo JOMbIHEHNE KbM 0a3ajieH HHCYIUH C

metdhopmuH"
Emnarimaguiosun Emnarimaguiosun
ILrane6o 10 mg 25 mg
n 96 107 99
HbAlc (%) na cenmunua 18
W3xomHO HUBO (CpeniHO) 8,02 8,21 8,35
Ep}i)];)évl[;ma CIIPSAMO U3XOJTHO 20,09 0,62 0.72
1
59"173@“;"‘ J_?[‘;II’)”MO aneso -0,54* (-0,77, -0,30) -0,63* (-0,88, -0,39)
,D /0
n 89 105 94
HbA1lc (%) Ha cenmunua 78
W3xomHo HUBO (CpeniHO) 8,03 8,24 8,29
Eyll)sévlmna CHIPSMO U3XOHO 0,08 042 0,71
1
?;‘73@“;2‘ f[rﬁp)mo mnauebo -0,34%* (0,64, -0,05) -0,63* (-0,93, -0,33)
,D /0
n 89 105 94
Jlo3a 6a3aJjieH MHCYJIMH
(IU/nen) Ha cenmuua 78
W3xomHO HUBO (CpentHO) 49,61 47,25 49,37
[Ipomsina CprIM(]) 4.14 2,07 028
NU3XO0IHOTO HUBO
1
59*‘73@“;"‘ J_?[%”Mo mwianebo -6,21%% (-11,81,-0,61) |  -4,42(-10,18, 1,34)
,D /0

* AHanus Ha MOArPYINUTE Ha Iisiata aHaausupana nonysamus (full analysis set - FAS) 3a nanuenTn Ha

JOIBITHUTETHO (DOHOBO JIeUeHHE ¢ MET(QOPMUH - 3aBHPIIBAIH, KATO CE W3IOJI3BA ITOCIIETHO
npoBezieHo excTpanoiupano Haomoaenue (LOCF) npenn xuBoTOCTIACABAIIA TIMKEMUYHA TSPAITHSL.

1
CpemHo, KOpuTHpaHa CIpsiMO U3XOAHOTO HUBO

* p-croitHocT < 0,0001
** p-croitHoct < 0,025

EM”GZﬂMd)JlOSMH U TUHASTIUNIUH KAMO OONbIHUMETHO Je4eHUe KbM Mem(bODMMH

IIpu nBOIHO-CHANIO TPOYUYBaHE NP MALIUEHTH C HEAJEKBAaTEH KOHTPOJI Ha TIIMKEMHUSTA, 24 ceqMULH
JIeYSHHE C JBETE 103U eMNarin(Io3uH IUII0C JIUHATIUITHH, KaTO AOIBIHEHHE KbM JICUYEHUETO C
MeTdopMuH, Bou Jio cratuctuiecku 3HauumH (p < 0,0001) cnagoe Ha HbA ¢ (mpomsiHa cripsiMo
U3X01HOTO HUBO C -1,08 % 3a emnariudao3ud 10 mg mioc auHarmnTaH 5 mg, -1,19 % 3a
eMnariuguIo3uH 25 mg moc JMHarmunTHH 5 mg, -0,70 % 3a nuHarnmunTud 5 mg). B cpaBHeHue ¢
JUHATIUITUH 5 Mg, ABETE JO3M eMIariuQIIo3HH IUTI0C JUHAMIMITAH 5 mg ca JOBEIH 0
craructuuecku 3HauuM craj Ha FPG u xppBHOTO Hansrane. W nBere mo3u ca 1oBenu 10
CTaTHCTUYECKH 3HAYMMO NOHMKEHHE Ha TEJIECHOTO TETJI0, U3PAa3eHO KaTo MIPOMSHA B KMJIOTPAMHUTE U
npoueHTHa npoMsHa [lo-roxsim as1 ot nanuenture ¢ HbAlc > 7,0 % Ha M3X0IHOTO HUBO U JIEKYBaHH
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¢ eMnarin@Io3rH IJII0C JUHATIHUITHH, ca MOCTUTHAIM TapreTHo HUBO Ha HbAlc ot <7 % B
CpaBHEHUE C TUHArHNTUH 5 mg. Kimmanuno 3naunmMuTe criagose Ha HbAlc ca ce 3agbpxanu B
MPOIBIDKEHAE HA 52 CEMMUIIH.

Emnazcnugnozun 06a nomu OHEEHO CHPAMO 8€OHBLAHC OHEBHO KAMO OONbAHCHUES KbM JeYeHUe C
Mem@opmMuH

EdukacHoctTa 1 6€30MacHOCTTa Ha eMIArau(IIO31H 1Ba IbTH JHEBHO CIIPSAMO BEIHBK JHEBHO
(mHeBHa no3a ot 10 mg u 25 mg), KaTo TOMBIHUTETHO JICUCHHE TIPH MAI[MEHTH C HeJIOCTAThueH
KOHTPOII Ha TIIMKEMHATa Ha MOHOTEPAITHs ¢ MeT(OPMUH, ca IPOYUYEHHU MIPHU €THO ABOWHO-CIISIIIO
m1a11e060-KOHTPOIMPAHO MPOYUYBAHE C IPOABIDKUTEITHOCT 16 ceamury. Beudaku edeHus ¢
eMIarianugIIo3rH ca JOBEJIH 10 3HauuMo MoHmwkeHne Ha HbA 1¢ cripsiMo U3X0AHOTO HUBO (001110
cpenHo 7,8 %) cien 16 cemMuIly Ha JiedeHHE B CpaBHEHUE ¢ iane0o. CxeMuTe Ha JISYeHHUE C JIBE
JTHEBHU J1031 eMnarin(io3uH Ha oHa Ha MeT(OPMHH ca JOBEIU JI0 cpaBHUMH criajioBe Ha HbAlc
CIPSIMO CXEMHUTE C €HOKPATEH NPUEM C pa3jivKa B JISYeHHUETO 3a crana Ha HbAlc cpsMo u3X0aHOTO
HUBO KbM ceamuna 16 ¢ -0,02 % (95 % AU -0,16, 0,13) 3a emnarnudio3uH 5 mg ABa IIbTH THEBHO
cupsimo 10 mg BemHbK AHEBHO, U -0,11 % (95 % AU -0,26, 0,03) 3a emnarnuduiosun 12,5 mg nsa
I'BTH JHEBHO CHPSMO 25 Mg BEAHBK JTHEBHO.

Pezynmamu no omnowenue na copoeuno-cvoogama cucmema

JBoitHocnamnoTo, miaredo-konTponrpano npoyusane EMPA-REG OUTCOME cpaBnsiBa cOopHUTE
JaHHM 332 eMnarauduiosnd 10 mg u 25 mg ¢ mianebo, KaTo A0NbJIHEHHE KbM CTaHIapTHATA Teparus
MIPH MAIUEHTH ChC 3aXapeH JAUadeT TUM 2 U YCTAaHOBEHO ChPJICYHOCHI0BO 3a00siBane. Q010

7 020 manmenTH ca nekyBanu (emmarnuduo3us 10 mg: 2 345, emnarnmudiaosus 25 mg: 2 342,
miare6o: 2 333) u ca mpociiesaBanu 3a mepruoa ¢ Meauana 3,1 romuan. CpegHaTa BB3pacT €

63 ronunu, cpeanara croiiHocT Ha HbAlc e 8,1%, u 71,5% ca mbxe. Ha u3xomnnoto HuBO 74% OT
MAIMEHTUTE ca JIeKyBaHU ¢ MeTdopmuH, 48% ¢ nacynuH, U 43% - cbc CyNOHUITYPEHHO TTPOU3BOJIHO.
OKoI10 TT0/I0BHHATA OT marmentute (52,2%) ca mmam eGFR ot 60-90 ml/min/1,73 m?, 17,8% ot
45-60 ml/min/1,73 m? u 7,7% ot 30-45 ml/min/1,73 m’.

Ha cenmunia 12 ce HabGmtogaBa nmogooperue Ha HbA1¢ 1o oTHOIIEHHE Ha KOpUTHpaHaTa CpeiHa
croriHocT (SE) mpu cpaBHenue ¢ nzxonnata croitnoct 0,11% (0,02) B rpynata Ha utane6o, ¢ 0,65%
(0,02) 1 0,71% (0,02) B rpynute Ha emnariaugiaozus 10 u 25 mg. Cnen mepBute 12 cenmunm
TJIMKEMUYHHUAT KOHTPOJI CE ONTUMM3HPa HE3aBUCHMO OT U3CJIE0BATEICKOTO JieueHue. Taka ue
edexThT oTcnadBa Ha cenmuna 94, kato nogoopenneTo Ha HbA lc 1o oTHONIEHHE Ha KOpUTHpaHaTa
cpenna croitocT (SE) e 0,08% (0,02) B rpynara Ha mane6o, a 0,50% (0,02) u 0,55% (0,02) B
rpynute Ha emnariaudiaozus 10 u 25 mg.

Emmarnudio3nn npesb3xox/aa rianedo 1mo OTHONICHNE Ha TPEIOTBpaTsIBaHe HA KOMOMHUpaHaTa
KpaifHa TOYKa 3a ChPJACUYHOCHI0BA CMBPTHOCT, He(aTaJeH MUOKapIeH HHPApKT Ui HedaTaieH
uHCYNT. EQEeKThT OT IeueHneTo e MOBIUSAH OT 3HAUUM CIIaJ Ha ChpACYHOCH0BAaTa CMBPTHOCT 0€3
3HaYMMa TPOMsIHA Ha HedaTaTHUd MUOKapieH HHPapKT Wik HedaraieH HHeynT. CriaabsT Ha
CBP/ICYHO-CHI0BATA CMBPTHOCT € CpaBHUM 3a emmariaudiaozun 10 mg u 25 mg (durypa 1) u
NOTBBPACH OT nogoOpeHaTa odmma npexussiemoct (Tabmuma 9).

EdukacHocTTa 32 ipeioTBpaTsBaHe Ha CHPJIEYHOCHI0BA CMBPTHOCT HE € KaTETOPUYHO YCTaHOBEHA
NpY MaLMEeHTH, U30N3BAIIN eMIaraudao3ut cebreTBamo ¢ DPP-4 uaxuburopu uinm npu
YEPHOKOKHM TAIIMEHTH, Thil KaTO y4acTHETO Ha Te3W IpyMH ManueHTn npu npoyusaneto EMPA-REG
OUTCOME e orpanngeHo.
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Ta6J’II/ILIa 9: E(i)CKT OT JICYCHUCTO 11O OTHOIICHHUC HA IbPBUYHATA CbCTaABHA KpaﬁHa TOYKa, HEHHHUTE

KOMIIOHCHTH U CM’I;pTHOCTTaa

Inanedo Emnaraundgaosun”
N 2333 4 687
Bpeme 10 nbpBoTo chouTHEe HAa CC CMBPT,
Hedatasen MU nin HedaTaieH HHCYJIT 282 (12,1) 490 (10,5)
N (%)
KoepuimeHTsT Ha PUCK CIPSAMO IL1a1e00 0,86 (0,74, 0,99)
(95,02% )"
P-CTOMHOCT 3a IPEBB3XO0JCTBO 0,0382
CC cmbpT N (%) 137 (5,9) 172 (3,7)
KoepuimeHTsT Ha PUCK CIPSAMO IL1a1e00 0,62 (0,49, 0,77)
(95% AN)
p- CTOHHOCT <0,0001
Hedatanen MU N (%) 121 (5,2) 213 (4,5)
KoepuimeHTsT Ha PUCK CIPSAMO ILTa1e00 0,87 (0,70, 1,09)
(95% AN)
p—CTOMHOCT 0,2189
Hedaranen uncyar N (%) 60 (2,6) 150 (3,2)
KoeduumeHThT Ha pUCK crpsMO TUTare6o 1,24 (0,92, 1,67)
(95% AN)
p—CTOMHOCT 0,1638
CwmbpTHOCcT o Beakakpu npuannn N (%) 194 (8,3) 269 (5,7)
KoeduuenTsT Ha prCK cripsAMo Tuianebo 0,68 (0,57, 0,82)
(95% AN)
p-CTOWHOCT <0,0001
CwmbprHocT pazanyHa o1 CC (%) 57 (2,4) 97 (2,1)

KoeduumeHTsT Ha prcK cnpsMo ianedo
(95% A1)

0,84 (0,60, 1,16)

CC = cppneunocsioB, MU = MuokapJieH HHpapKT
¢ JlekyBana rpyma (Treated set - TS), T.e. manueHTH, KOUTO ca MONTYYHIIN TOHE €HA /103 OT

IMpoy4YBaHUsA MEAUKAMCHT

® CGopuu nanuu 3a 1031 evmarmngiosus 10 mg u 25 mg
* V3

TBi KaTO JTaHHUTE OT U3MUTBAHETO CA BKIIOYEHHU B MEXKJIMHHUS aHAIU3, € PUIIOKEH ABYCTPAHEH
95,02% noBepUTENIEH HHTEPBAL, KOUTO ChOTBETCTBA HAa P-CTOMHOCT no-Maika ot 0,0498 3a

3HA4YUMOCT.
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Qdurypa 1 Bpeme 10 nosiBa Ha cbpAeYHOCHA0BA cMBPT B IpoyuBaHeTo EMPA-REG OUTCOME

MHauBMAYanHu gosu EmnarnudnosuH cnpamo nnauebo

9 -

EMMAMTU®NO3UH 10 mg EMMNANTMG/IO3UH 25 mg MNnauebo
- p=0,0016 p=0,0001
KP (95 % AW): KP (95 % OW):
- 0,65 (0,50, 0,85) 0,59 (0,45 0,77)
£
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= -
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0 6 12 18 24 30 36 42 48
Bpeme oT paHaomusauua (Meceum)

Bpoit MauMeHTH B pUCK

EMMAINU®NO3MH 10mg 2 345 2327 2305 2274 2055 1542 1303 847 201
EMMAIIAPNO3MH 25mg 2 342 2324 2303 2282 2073 1537 1314 875 213
Mnauebo 2333 2303 2280 2243 2012 1503 1281 825 177

Cvpoeyna HedoCcmamv4yHOCH, HANA2Aua XOCNUMAIU3AYUS

B npoyusaneto EMPA-REG OUTCOME emmnarnugio3ux e Hamaiuil pucka OT ChbpAeYHa
HEJIO0CTaThYHOCT, HaJlaraia XoCIuTaIu3alys, B CpaBHeHUE ¢ mianebo (emmnarnudio3ud 2,7%;
miane6o 4,1%; xoedunuent Ha pucka (KP) 0,65; 95% 11 0,50; 0,85).

Hegponamus
B npoyusanero EMPA-REG OUTCOME, 3a BpemeTo 10 MbpBOTO CHOUTHE, CHOTBETCTBAIIIO HA
nedponatus, KP e 0,61 (95% AU 0,53; 0,70) 3a emmarmudnosus (12,7%) cipsamo turane6o (18,8%).

B nonwianenue, emmaringiio3uH nokassa no-sucoka (KP 1,82; 95% AU 1,40; 2,37) yecroTa Ha mosiBa
Ha TpaiiHa HOPMO- WIH MUKpoanOymMunypus (49,7%) npu nanueHTH ¢ MakpoaiOyMUHypHs Ha
W3XOJTHOTO HHUBO, B CpaBHEeHHE ¢ Tuianedo (28,8%).

Imoxoza 2-uaca cned npuem Ha xpaua

Jleuenneto ¢ emnarnu(Io3uH, KaTo AOIMbIHEHUE KbM MET(HOPMHH MM METQOPMUH IIITIOC
CYJA(QOHUITYPEHHO MPOU3BOJIHO, € JIOBEJIO J0 KIMHUYHO 3HAYUMO TI0I00peHNE Ha HUBOTO Ha
TJTFOKO3aTa, 2 Jaca CJIe]l IpHeM Ha XpaHa (XpaHUTeIeH TOJIePaHCeH TECT) KbM 24 cemMuIia
(momrpnHEHME KBM METPOPMUH, Mianedo +5,9 mg/dl, emnarnmudnosun 10 mg: -46,0 mg/dl,
emnarimguosud 25 mg -44,6 mg/dl; nonbaHeHne KbM MET(GOPMHH IUTIOC CyJIQOHMITYpEeH Mpemnapar,
mwiane6o -2,3 mg/dl, emnarnudiosun 10 mg: -35,7 mg/dl, emnarauduosun 25 mg -36,6 mg/dl).

THayuenmu ¢ uzxoono nuso na HbAlc > 9 %

[Ipu npeaBapuTenHO 3a1a/IeH aHAIIM3 Ha MAIMEHTH ¢ U3X0HO HUBO HAa HbAlc > 9,0 %, nedenuero ¢
emnariauduiosus 10 mg uiau 25 mg KaTo JOMbJIHEHUE KbM METHOPMUH, € A0BEJIO 10 CTATUCTHUECKU
3Ha4MMO MoHmxeHue Ha HbAlc Ha cenqmuna 24 (kopurupana cpeaHa nIpoMsHa OT U3X0JAHO HUBO

¢ -1,49 % 3a emnarnmdnosun 25 mg, -1,40 % 3a emnarnmudiosus 10 mg u -0,44 % 3a nminaune6o).

Tenecrno meano

[Ipu cObopen aHanu3 ¢ MpeaBapUTEIHO ONPEAETICHN KpUTepun OT 4 riane0o-KOHTPOIUPaHu
NPOYYBaHUS, JCUCHHETO ¢ eMIarnio3ut (68 % OoT BCHUYKH MallUeHTH ca Onin Ha (JOHOBO JICUEHHUE C
MeT(GOpMHUH) € TOBEJIO JI0 HaMaJIeHHe Ha TeJIECHOTO TETJI0 B CPaBHEHHE ¢ IJanedo Ha cenmuna 24
(-2,04 kg 3a emmarnuduiosun 10 mg, -2,26 kg 3a emnarnudnosus 25 mg u -0,24 kg 3a iane6o),
KOETO € OmIo 3aabpikano 1o ceamuna 52 (-1,96 kg 3a emnarnmudiosun 10 mg, -2,25 kg 3a
emnariauduosus 25 mg u -0,16 kg 3a miane6o).
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Kpveno nanseane
EdukacHoctTa 1 6€30macHOCTTa Ha eMIaraugIIO31H ca OLICHEH! B €IHO JIBOMHOCIIAIIO,
1a11e60-KOHTPOIMPAHO MPOYUIBAHE C TIPOIBIDKATETHOCT 12 CeAMUITY TPU TIAIUEHTH ChC 3aXapeH
JquabeT TUM 2 ¥ BUCOKO KPHBHO HAJIATaHE HA Pa3IMYHU MPOTHBOIUA0STHH JICYCHUS U Ha JI0 JIBE
AHTUXUTNEPTEH3UBHU Tepanuu. JIeueHneTo ¢ eMnaraugIio3nH BeAHBXK THEBHO € JIOBEJIO 110
CTaTHCTUYECKH 3HaYMMO noj00peHre Ha HbAlc 1 Ha CUCTOIHOTO U TMACTOIHO apTEePUaIHO HallAraHe
3a repuoj oT 24 4yaca, orpeereHo upe3 aMOyIaToOpHO pocCiie/siBaHe Ha KPHBHOTO HAJIATaHE
(Tabnuna 10). Jleuenunero ¢ emnarauduios3ut e noseno qo Hamanenue Ha CAH u JIAH B cennano
MTOJIOKEHHE.
Tabmuia 10: Pe3ynraTu 1o oTHOIICHHE Ha e(pUKACHOCTTA Ha ceamulia 12 mpu riamnebo-
KOHTPOIIMPAHO MPOYYBAHE HA eMITari()IO3MH MPH MAIlUSHTH ChC 3aXapeH IuadeT
THIT 2 ¥ HEKOHTPOJIMPAHO KPBBHO HaJIsAraHe”

EmnaraudgJio3un
Tlrauebo 10 mg ¢ 25 mg
n 271 276 276
HbA1c (%) Ha ceamuna 12
W3xoaH0 HUBO (CpeIHO) 7,90 7,87 7,92
IIpomsna cpsiMo 0,03 20,59 0,62

N3XO0AHOTO HI/IBO2

Pa3nuka cnpsamo * "
nane6o ' (95 % JIHY -0,62* (-0,72, -0,52) | -0,65* (-0,75, -0,55)

CAH 3a 24 yaca Ha ceaMHuIa 12°

W3xomHO HUBO (CpeniHO) 131,72 131,34 131,18
[Ipomsna CprIM? 0,48 2,95 3,68
NU3XO0IHOTO HUBO

Pasika crpsamo -3,44% (4,78, -2,09) | -4,16* (-5,50, -2,83)

mane6o * (95 % JIN)

JIAH 3a 24 yaca Ha ceqMuIIAa 12°

M3xoaH0 HUBO (CpeTHO) 75,16 75,13 74,64
I
POMIHA CHIPAMY 0,32 -1,04 -1,40
HU3XO0AHOTO HUBO
Pazjuka cipsmo -1,36%* (2,15, -0,56) | -1,72* (-2,51, -0,93)

mane6o ° (95 % JIN)

* snara ananu3upana nomynamus (full analysis set - FAS)

' LOCF, cToifHOCTHTE Cile/l IPHEM Ha aHTHIMA0eTHA KUBOTOCIIACSBAIA TEPAIIU Ca LEH3yPUPAHH
? Cpenno, Kopurupano kbM u3xoneH HbA lc, usxonen eGFR, reorpacku persos u 6poii Ha
AHTUXUIEPTEH3UBHU JIEKAPCTBEHH MTPOAYKTH

3 LOCF, CTOHHOCTHTE ClIe]l IPHEM HA aHTHAMA0eTHA )KUBOTOCHIACABAIIA TEPAITHS WK CIIEJ| IIPOMSHA
Ha aHTUXHIIEPTeH3NBHATA

* Cpenro, xopurupano kuM u3xoano CAH, usxonen HbA lc, m3xonen eGFR, reorpacku peruos u
Opoii Ha aHTUXMIIEPTEH3UBHU JIEKAPCTBEHH MTPOAYKTH

> CpenHo, Kopurupano kbM u3xoaHo JIAH, m3xonen HbA lc, m3xonen eGFR, reorpadcku perios u
Opoil Ha aHTHXUTIEPTEH3UBHU JIEKAPCTBEHN MTPOAYKTH

* p-ctoiinoct < 0,0001

** p-croitHocT < 0,001

[Ipu cObopen aHanmu3 ¢ MpeaBapUTEIHO ONPEACICHN KPUTEPUH Ha 4 1mi1ane00-KOHTPOIUPaHH
NPOYYBaHUs, JEUCHHETO ¢ eMuaringo3ut (68 % OoT BCUUKU MalMeHTH ca Omin Ha (YOHOBO JICUEHHUE C
MeT(hOPMUH) € TOBEJIO 10 MOHIKaBaHe Ha CUCTOIHOTO KPBhBHO HayArane (emmariudiao3ud 10 mg -
3,9 mmHg, emmarmudnosun 25 mg -4,3 mmHg) B cpaBHenue ¢ mrane6o (-0,5 mmHg), n Ha
JUACTOIHOTO KpbBHO Hajsirane (emmaraudio3un 10 mg -1,8 mmHg, emnarnudiosun 25 mg -

2,0 mmHg) B cpaBHeHue ¢ mwiaiedo (-0,5 mmHg), kbM ceamuiia 24, KOUTO ca Ce 3aIbpPrKaIU 10
cenmuna 52.
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Memppopmun

[IpocnektuBHOTO pangomusupano npoyusane (UKPDS) e ycranoBuiio apiarocpovnara mnojisa ot
WHTEH3WBHUSI KOHTPOJ HA KpbBHATA 3aXap MpH uabeT THIT 2. AHAIU3bT Ha PE3YJITATUTE MIPH
NAIMEHTH C HaJHOPMEHO TETrJIO, JIEKyBaHU ¢ MET(GOPMUH ciie]] HeyclieX Ha JICUYCHUETO CaMo C JINETA, €
NoKa3ai:

o 3HAYUTEITHO MOHIKEHNE Ha a0COIIOTHUS PUCK 32 BCAKAKBU CBBP3aHU C quadeTa YCIOKHEHUS B
rpymnara Ha jiedeHue ¢ Mmetdopmut (29,8 cpoutus/1 000 mauueHTOroIMHM) CIIPSIMO TUeTaTa
camoctosTenHo (43,3 ceourus/1 000 manuenroroaunan), p= 0,0023, 1 cipsiIMO KOMOMHUPaHUTE
TPy Ha MOHOTEpANUs ChC CYI(POHUITYPEHHN MPOU3BOIHU ¥ HHCYJIUH
(40,1 cebuTHst/1 000 naruentoroaunn), p= 0,0034;

o 3HAYUTEIHO OHW)KEHUE Ha a0COIOTHHSI PHCK 32 BCSKAKBA CBHP3aHa C JuadeTa CMBPTHOCT:
metdopmut 7,5 croutust/1 000 manueHToroM M, JUeTa CaMOCTOSITETHO
12,7 cvoutusa/1 000 mauuenToroauuu, p= 0,017;

o 3HAYUTEIIHO TOHM)KEHUE Ha a0COIOTHHSI PUCK 3a 00IaTa CMBPTHOCT: METHOPMHH
13,5 cpOutus/1 000 manueHTOroJUHH CIIPSIMO JIUETa CAMOCTOSTEITHO
20,6 cwoutus/1 000 maumenroroauau, (p= 0,011) u cipssiMo KOMOWHHpAHUTE IPYIH HA
MOHOTEpAIUs ChC CYyIPOHUITYPEHHN IPOU3BOIHU U UHCYIIUH
18,9 cvOutus/1 000 manuenToroaunw, (p= 0,021);

o 3HAYUTEITHO MOHIKEHNE Ha a0COIIOTHUS PUCK 32 MUOKapJIeH WH(PAPKT: MeTHOpMUH
11 cu6utnst/1 000 manreHTOroAUHU, THETA CAMOCTOSITEIIHO
18 crouTHs/1 000 maruenroroaunu, (p= 0,01).

lleanaTpuyna monymnanus

EBpomneiickara areHIys o jJekapcTBaTa 0CBOOOK/1aBa OT 3aIbJDKEHHETO 3a IPEIOCTaBIHE Ha
pe3yiTaTHTe OT MPOyYBaHus ¢be Synjardy BbB BCHUKH ITOATPYIH HA NIeUATPHYHATA TTIOMYJIAIUS IIPH
3axapeH quadet T 2 (BK. Touka 4.2 3a uHQopManys OTHOCHO yroTpeda B IeIUaTpHsITa).

5.2 ®apmakokMHETHYHHU CBOWCTBA

Synjardy

Pesynrarute oT npoy4BaHusTa 32 OMOEKBUBAJICHTHOCT IIPH 3PaBH YYaCTHULM ITOKa3BaT, 4e
koMOuHHupanuTe Tabnetku Synjardy (emmnaringo3us/MeThOpMHUHOB XHAPOXIopua) 5 mg/850 mg,
5 mg/1 000 mg, 12,5 mg/850 mg u 12,5 mg/1 000 mg ca OMOCKBUBAJICHTHUA Ha €THOBPEMEHHO
NPUIOKEHUTE CHOTBETCTBAIIM J03U eMITAriar(Io3uH 1 METQPOPMHUH KaTo OTJETHHN TaOJICTKH.

[Mpunoxenuero Ha emmnarauduozun/merdopmun 12,5 mg/1 000 mg ciiex nprueM Ha XpaHa € JIOBEIIo J0
9 % cnag Ha AUC u 28 % cnag Ha Cp,y 38 eMnarudiio3uH, B CpaBHEHUE ¢ TPUEM Ha riaaHo. [pu
metdopmun AUC namanssa ¢ 12 % u C,,x HamasiBa ¢ 26 % B cpaBHEHHE C IPHEM Ha TJIaIHO.
HabmronaBanust edekT Ha XpaHaTa BbpXY eMIarin(Io3ud 1 MeT(HOPMHH HE € CUUTA 32 KIMHUYHO
3HayuM. T'hi KaTo ce mpernopbuBa METHOPMHUH JIa ce IpueMa ¢ xpaHa, Synjardy ChIIIO ce pejyiara na
OB/l MpUEeMaH ¢ XpaHa.

CHCHHHTG TBBPACHUA OTpa3saBaT q)apMaKOKI/IHeTI/I‘IHI/ITe CBOMCTBA Ha OTACIIHUTEC aKTHUBHU BCIIICCTBA B
chcTaBa Ha Synjardy.

Emnarmmduiosud

Abcopoyus
®dapMakoKMHETHKATa Ha eMIarti(Io3uH € J00pe XapakTepu3npaHa Ipy 3paBu T0OPOBOIIIHU U IPU

MAIMEHTH ChC 3axapeH auader tun 2. Ciel nepopaHo NPUIIoKeHHe eMarndio3uH ce abcopoupa
0BP30, KATO MMKOBUTE TIA3MEHN KOHIICHTPAIIMY Ce€ JIOCTUTAT MPH MeIMaHa Ha ty,x OT 1,5 yaca cies
npuiarane Ha go3ata. Cies ToBa Ila3MeHUTE KOHIEHTPaUK cnajaat o oudasen moxaen ¢ Obp3a dasza
Ha paslpeeeHue U OTHOCUTENIHO OaBHa TepMmuHaiHa daza. Cpennute miasMeHUAUC u Cy,y B
cranmoHapHo cberostaue ca 1 870 nmol.h/1 u 259 nmol/l npu no3a emnarmuduiosus 10 mg, u

4 740 nmol.h/1 u 687 nmol/l, npu no3a emnarnudiao3uH 25 mg BeAHBX JHEBHO. CucTeMHaTa
EKCIO3UIMS Ha eMIarin(ao3nH HapacTBa MPONOPLMOHAIHO Ha Jo3aTa. PapMaKOKMHETHYHHUTE

28



rapaMeTpH Ha €IMHUYHA /1032 ¥ B CTAIMOHAPHO ChCTOSHUE 32 eMIarin(IIo3uH ca OUIN CXOTHH,
KOETO Tperoiara JinHeitHa (papMaKkoKHHETHKa BBB BpeMeTo. HsiMa KIMHUYHO 3HAYMMH Pa3JIuKH BbB
(hapMaKOKMHETHKATa Ha eMIarau(IIO3nH MEKIY 3paBH JOOPOBOJIIHU U MAIUEHTH ChC 3aXapeH
nuader Tam 2.

®dapMakoKkMHETHKATa Ha eMIaru(io3ud 5 mg n1Ba mbTH AHEBHO u 10 mg eMmarindio3uH BeTHBK
JTHEBHO ca CpaBHEHU IpH 31paBu yuacTHuU. O6mara excriozuims (AUC) Ha emnaringIio3ut 3a
nepuoj ot 24-4aca ¢ eMnariuio3uH 5 mg, IpuiaraH JBa IbTH JHEBHO, € I0100HA HA Ta3u MpH
emnarnuduosnH 10 mg, mpunaraH BeIHBXK JHEBHO. KakTo ce ouakBa emnariaudIio3u 5 mg,
MIPIJIOKEH JIBa ITFTH JHEBHO B cpaBHEeHHE ¢ 10 mg eMmarm§Iio3nH BeIHEXK THEBHO € OB JI0
10-HUCKA C o ¥ IO-BUCOKH OCTATHYUHH TIA3MEHH KOHIIEHTpauuu Ha eMnariaudiosut (C,).

[Mpunoxenuero Ha eMnarnuQao3nH 25 mg clieji npueM Ha borara Ha Ma3HMHU M BUCOKOKAIOPUYHA
XpaHa BOJIHU A0 MajKo no-Hucka exkcrmosums; AUC HamamsiBa ¢ okoiio 16 %, a Cp.y - ¢ okoso 37 % B
CpaBHEHHE ChC CTOMHOCTUTE Ha riaaHo. HabmonaBanusaT edekT Ha XpaHaTa BbPXY
(hapMaKkOKMHETHKATa Ha eMIaringIIO3UH, HE CE CYUTA 32 KIIMHUYHO 3HAYUM W eMIariu(ao3uH Moxe
Jia ce mpuiiara ke win 6e3 xpaHa. [1ogoOHM pe3ynTaTy ca MoydeH! MPY Ipuiaraie Ha
koMOuHHupanuTe Tabnetku Synjardy (emmnaringio3un/mMmeTdopMuH) ¢ 6orata Ha Ma3HUHH U
BHUCOKOKQJIOPUYHA XpaHa.

Pasnpedenenue
W3uuncneHo e, 4e mpuBHIHUAT 00€M Ha paslpe/ieiieHue B CTAIMOHAPHO ChCeTosiHUE € 73,8 | Ha Oa3aTa

Ha TOMyJIAIIMOHHUS (apMakoKnHeTH4YeH anainn3. Ciiel MpIIoKeHne Ha TIepopajieH pa3TBoOp Ha

14
[ "Cl-emmarnmduio3uH mpu 31paBu JOOPOBOIIIH, Pa3PEACICHUETO B YePBEHNUTE KPHBHHU KIICTKA €
npubnu3uTenHo 37 %, a CBbP3BAHETO C IJIa3MEHUTE MPOTenHH € 86 %.

buompancgopmayus

He ca ycTanoBeHUM BakHM MeTa0OJIUTH Ha eMIIarin(Io3uH B I1a3Mara mpu Xopa, AepruHupanu KaTo
none 10 % oT 0010TO CBBP3aHO C JEKapCTBOTO BELIECTBO, KATO METAOOIUTHTE B HAR-TOJISIMO
KOJIMYECTBO Ca TPU KOHIOTaTa Ha TIIOKYpOHOBaTa KucenuHa (2-, 3-, u 6-O-rimokyponun). In vitro
NPOYYBaHUS ITOKA3BaT, Y€ OCHOBHUSAT IIBT HA MeTaOOMM3MpaHe Ha eMIari(IIo3uH IIPH X0pa €
TIIIOKYpOHKpaHe upe3 ypunut S'-audocdo-rmoxyponuntpanchepasure UGT2B7, UGT1A3,
UGT1A8 u UGT1A9.

Enumunupane
Ha 6a3ara Ha monynarnuoHHus papMaKOKWHETHUYEH aHAIN3 € U3YUCIICHO, Y€ IPUBUIHUAT TEPMUHAIICH

SITMMUHAITMOHEH TTOTYXKUBOT Ha eMmariuduio3nH ¢ 12,4 yaca, a IpUBUIHUAAT ITEPOPaICH KIHPHHC €
10,6 I/uac. UnTepunanBHIyasHaTa U OCTaThbUHATa BAPHAOUITHOCT 3a MEPOPATTHHUS KIUPHHC Ha
emnariauguios3us e chotBeTHO 39,1 % u 35,8 %. [Ipu npuitoxkeHne BeTHBX THEBHO, CTAIIMOHAPHUTE
ITa3MEHM KOHIICHTPAIMK Ha eMIarii(iIo3uH ce JOCTUraT MPH reraTa 103a. B ¢choTBEeTCTBHE ¢
MOJTYKUBOTA, ce HabroaaBa 10 22 % KymynupaHe o oTHoreHue Ha miazmMenara AUC B
CTAaIHOHAPHO cheTosHue. Clie/ MPUIOKEHHE Ha TIepopaseH pa3TBop Ha [ 'Cl-eMmarandrosuH mpu
3/1paBu TOOPOBOIIIH, TPUOIU3UTENHO 96 % OT CBBp3aHaTa C JIEKAPCTBOTO PAIMOAKTHBHOCT CE
enmmmuanpa ¢ Gexanuure (41 %) wnu ypunara (54 %). IlpeobnagaBaniarta 4yact OT CBbp3aHaTa ¢
JIEKAPCTBOTO PATUOAKTUBHOCT, KOSITO CE M3IIb4Ba C ()eKAITHHUTE, € HEIPOMEHEHO OCHOBHO BEIIIECTBO U
MPHUOIM3UTEITHO TIOJIOBHHATA OT CBBhP3aHaTa C JIEKapCTBOTO PaJHOaKTUBHOCT, KOSTO CE U3IIhUBa C
ypHUHATa, € HEMPOMEHEHO OCHOBHO BEIIECTRO.

Cneyuannu nonyaauuu

bvbpeuno yspeacoane

[Ipu nauyeHTy € JeKO, yMEPEHO MIIH TEXKKO OBOPEUHO yBpexkIaHe (KpeaTHHUHOB

kiupbHC < 30-< 90 ml/min) u nauneHTn ¢ 6bOpeYHa HEAOCTATHYHOCT/TEPMUHAIHA OBOpeuHa
HpaoctarbuHocT (end stage renal disease - ESRD), AUC 3a emnariuio3uH ce € MoBHIIHIIA
CBHOTBETHO ¢ mpubam3nuTenHo 18 %, 20 %, 66 % u 48 %, B cpaBHEHHUE C yUYaCTHHUIINA C HOPMaJTHa
0bOpeuna GyHkuus. [InkoBuTe 1u1a3MeHn HUBa HAa eMNarmu@iIo3uH ca OWIK CXOTHH NPU YYaCTHHILIU C
yMepeHo 0bOpeuHo yBpexaane U 0b0peuna HepoctarbuHocT/ESRD B cpaBHEHME C y4aCTHUIM C
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HopMasHa ObOpeuHa pynkums. [lukoBuTe ma3mMeHn HUBA Ha eMOaraugIo3uH ca Onnn
npubnu3uTenHo 20 % mo-BUCOKH MPU YYACTHHUIIHM C JIEKO M TEXKO OBOPEYHO YBpEkKaaHe B CpaBHEHHE
C YYaCTHHIU ¢ HOpMaiHa ObOpeuHa ¢yHknus. [lomynanroHHuAT papMaKOKWHETHYEH aHaIIN3
MOKAa3Ba, Y€ MPUBHUIHUAT TIEpOpaJieH KIMPHHC Ha eMITariuQIIo3MH HaMalsBa ChbC CliaJlaHe Ha
KpPEeaTHHUHOBHSA KJIMPBHC, KOETO BOAM A0 MOBHILIABAHE HA EKCIO3UIUSTA HA JIEKAPCTBOTO.

Yeprnoopobno yspedcoane

[Ipu yyacTHHLH C JIEKO, YMEPEHO HIIH TEKKO YepHOAPOOHO YBpeKAaHe 1Mo Kiacu(pukanusaTa Ha
Child-Pugh, AUC na emnarnugiio3us ce MoBHIIaBa CbOTBETHO C MpuOym3nuTenHo 23 %, 47 % u 75 %
1 Cpax ¢ ipuOau3uTeino 4 %, 23 % u 48 %, B cpaBHEHHE ¢ MHAMBHUIM C HOPMaJIHA YePHOIPOOHA

(QyHKIHSL.

Hnoexc na menecnama maca

Bb3 ocHOBa Ha monyJalMOHHUS GapMaKOKHHETHUYCH aHaIM3, MHICKCHT Ha TEJCCHATa Maca HiMa
KIIMHUYHO 3HAYUM e(PEeKT BbpXy (papMakoKHHeTHKaTa Ha eMmariviao3uH. [lpu To3u ananmms e
uzuuncieHo, ye AUC e cboTBeTHO € 5,82 %, 10,4 % u 17,3 % no-manka npu nauuentu ¢ BMI 30, 35 u
45 kg/m’, B cpaBHeHMe ¢ MHMBH/IM C MHJIEKC Ha TelecHaTa Maca 25 kg/m’.

Ilon
Bb3 ocHOBa Ha monyJalMOHHHUS (papMaKOKHHETHYEH aHAJIM3, [TOJIBT HAMAa KJIMHHYHO 3HAYUM e(PEeKT
BBPXY (papMaKOKHHETHKATa Ha eMITarin(I031H.

Paca

[Ipn nonynanmnonnus papmaxokuHeTH4deH aHanu3 € nzumncieHo, ue AUC e ¢ 13,5 % mo-ronsima mpu
XOpa OT a3MATCKH MPOM3XOJI C MHJIEKC Ha TejlecHaTa Maca 25 kg/m’, B cpaBHEHHE ¢ X0pa, KOMTO HE ca
OT a3MaTCKH MPOU3XOJ C HHIEKC HA TeecHaTa Maca 25 kg/m’.

Ilayuenmu 6 cmapuecka 8v3pacm
Bb3pacrra He 0OKka3Ba KIMHUYHO 3HAYMMO BIMSHHUE BHPXY (hapMaKOKMHETHKATA HAa eMIIarauQIIo3uH Ha
0a3ara Ha TIOMyJIalMOHHUS (PapMaKOKUHETUYEH aHAIN3.

Tleouampuuna nonyrayus

B eqno neanatpuyuHo mpoyuBaHe ¢asza 1 e u3cieaBana GpapMakoKHHETHKATa U apMaKoIMHAMUKATA
Ha emmarudiao3uH (5 mg, 10 mg 1 25 mg) npu Aena 1 IHOIIM Ha Bh3pacT oT > 10 10 < 18 roguHu
ChC 3axapeH Auadet tun 2. HabnrogaBanuTe (apMakOKMHETHYHU U (DapMaKoIMHAMHYHU OTTOBOPH Ca
CHOTBETCTBAIIM Ha HAOIIOJJABAHUTE MTPH BH3PACTHU MAIECHTH.

Metdopmun

AOGcopOuus
Crnen nepopajiHa j103a MeTQOPMUH, ty,,, C€ JOCTHra B paMKUTE Ha 2,5 dyaca. AGCOJIOTHATA

OouonammyHocT Ha Tabnetku 500 mg niam 850 mg MeTOPMHUHOB XUAPOXJIOPUA € PHUOITU3UTEITHO
50-60 % mipu 3apaBu yuactauy. Cien nepopaiHa 103a, AeTbT Ha HeabCOpOMpaHOTO BEIIECTBO,
KoeTo ce oTKpuBa BbB (hekanmuute € 20-30 %. Cien nepopaiHo npuiokeHue, abcopOuusara Ha
MeT(opMHUH MMOKa3Ba HACHIaHe U € HemrbyiHa. [Ipeanonara ce, ue papMakoKWHETHKATa Ha
abcopOuusiTa Ha MeTHOPMHUH He € THHEHHa. [Ipu npenopbUUTETHUTE JO3U U CXEMHU Ha J03UpaHe Ha
MeThOpPMUH, TUTA3MEHUTE KOHIIEHTPAIUY B CTAIIHOHAPHO CHCTOSHUE CE TIOCTUTAT B paMKHTE Ha 24 110
48 vaca n obuuaitHo ca moxa 1 mukporpam/ml. IIpu KOHTpOTUpaHH KIMHAYHN H3THTBAHHMS,
MaKCHUMaJHUTE IU1a3MeHN HuBa Ha MeThopMHuH (C,,,x) HE HAABUIIABAT 5 MUKpOTrpaMa/ml, 1opu u npu
MaKCHMAJHU J03H.

XpaHaTa HamaJsiBa CTETIEHTa Ha abcopOuus Ha MeTGOPMUH U Jieko 5 3a0aBs. Cies MpUIoKeHHe Ha
earHU4Ha 03a 850 mg MeThopMHUHOB XHAPOXIOpuA ce HabmoaasaT 40 % Mo-HUCKH TMKOBH
TUTa3MeHH KoHIeHTparmH, 25 % crnag va AUC u yapimkaBane ¢ 35 MUHYTH Ha BPEMETO 3a JOCTUTaHe
Ha MMMKOBH TUTa3MEHH KOHIIEHTpauy. KIMHNYHOTO 3HaYeHNe Ha Te3H CMaJiOBE HE € N3BECTHO.
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Pasnpenenenue
CBBp3BaHETO C MIA3MEHUTE MMPOTEUHH € HE3HAYUTETHO. MeT(hOpMUH ce pa3npeesis B epUTPOIUTHTE.

[MukbT B KpHBTA € O-HUCHK OT MTUKA B IIa3MaTa U ce TIOCTHTa MIPUOIIM3UTEITHO 110 CHIIOTO BpeMe.
UepBeHNTE KPHBHH KJIETKH Hali-BEPOSATHO TPE/ICTABIISBAT BTOPHUEH KOMITAPTHUMEHT Ha
pasnpexenenue. Cpenuusar odem Ha pasnpenenenue (Vd) Bapupa mexay 63-276 1.

Buorpanchopmarus
MeTtdopMuH ce eKCKpeTHpa HEPOMEeHeH ¢ ypuHaTa. He ca ycTaHOBeHH MeTabOIUTH TIPU XOpa.

Envumunupane
brOpeunust kiupbHC Ha MeThopMuH € > 400 ml/min, koeTo Moka3Ba, 4e MeTHOPMHH CE SIUMHUHHUPA

uype3 rIoMepyIiHa GUITpanus U TyOynapHa cekperus. Ciiesl mpreM Ha eJlHa TIepopaiHa 1034,
MPUBHIHOTO BpPEME Ha MOJyESJIUMHUHUPaHE B TepMUHAIHA (pa3a € MpuOIU3UTEIIHO 6,5 vaca.

[Ipu yBpenena 6p0peuna QyHKIs ObOPEUHUAT KIMPBHHC € MOHWKEH IPOINOPLIUOHATHO Ha TO3H Ha
KpEaTHHMHA, U [0 TO3W HAYMH BPEMETO Ha MOJIyETUMUHUPAHE € yIBIKEHO, KOETO BOJH JI0 TOBUILIEHU

HHUBA HAa MET(OPMHH B IJI1a3Mara.

Cneyuannu nonyaauuu

Ileouampuuna nonynayus

[IpoyuBane ¢ eqMHMYHA [103a: CieJ] SAMHUYHH 1031 MEeTPOpMUHOB Xuapoxsopua 500 mg,
neMaTpUYHUTE TTAIMEHTH ca TI0Ka3alk MoJJ00eH (hapMaKOKHHETHYECH POQHIT Ha TO3H, HAOJI01aBaH
TIPH 3/IpaBH Bb3PACTHH.

IIpoyuBane ¢ MHOroKkpaTHu no3u: Cien noBTapsimu ce 1034 500 mg 1Ba IbTH IHEBHO B
MPOIBIDKEHNE HA 7 THU TIPH TTeTUATPUIHN TAIUECHTH MHUKOBaTa Tura3MeHa KOHIEHTPanus (C,y) U
cuctemHara ekcriozunus (AUC,.) ca Omnu npuOnu3uTeaHo cboTBeTHO 33 % u 40 % MO-HUCKH B
CPaBHEHHUE C BB3PACTHH C AMA0ET, KOUTO MOJTy4yaBaT MOBTapsy ce 1031 ot 500 mg aBa IbTH THEBHO
B nporbiokeHne Ha 14 gau. [Tonexe mo3ara ce TUTpUpa HHAUBUIYATHO B 3aBUCUMOCT OT
TIUKEMUAYIHUS KOHTPOJI, TOBA UMa OTPAHIYCHO KIMHUYHO 3HAYCHUE.

5.3 IlpeakJMHUYHU JaHHM 32 0€30MACHOCT

Emnanmduosns u merdhopMuH

IIpoBenenu ca mpoy4IBaHus 3a 0011a TOKCHIHOCT MIPH INTHX0BE C TMIPOIBIDKUTEITHOCT A0 13 ceamuIiy ¢
KOMOMHAIIUATA OT eMITarinI03uH U MET(GOPMHH U T€ HE Ca MOKA3aIi HUKAKBH JOIIbIHUTEITHA
TapreTHU OpraHy IPU CpaBHABaHE ¢ eMIariu(I0o3uH uiu MeT(HOpMUH MOOTAeHO. Hsikou oTtroBopu
ca OWIIK MO-NU3pa3eHN KbM KOMOMHHPAHOTO JieueHue, KaTo eeKkTH BhpXy ObOpedHaTa GU3noiorus,
€JIEKTPOJIUTECH OaJlaHC/aNKaIHO-KUCEIMHHO paBHOBecHe. O0ade caMo XUIIOXJIOPEMUsTA CE CUMTA 3a
HEe)XKellaHa, MPH eKCITO3UINY TPUOIN3UTENHO 9 1 3 bTH MO-BUCOKH OT KimHnYHata AUC
EKCITO3UIIHS, TPH MaKCUMaJTHATa PENOPHUNTEIIHA /1032 eMIarTi(I03uH U METPOPMUH.

[IpoyuBane 3a eMOprodeTasTHOTO pa3BUTHE MTPHU OPEMEHHH TUTBXOBE HE IMOKa3Ba TEPaTOreHEH e(eKT,
KOMTO J]a ce CBBPIKE C €IHOBPEMEHHOTO TIPUIIOKEHHE Ha eMIarn(IIO3uH U MeT(QOPMHH TIPU
EKCITO3UIMK MPHOIM3UTeaHO 14 nbTH Hax kauHudHaTa AUC eKcrio3uiys Ha eMuaringIio3ut,
CBBp3aHa ¢ Hail-BUCOKaTa 703a, U 4 mpTH Haja kauHngHaTa AUC excrio3uius Ha MeT(hOpMUH,
cBBbp3aHa ¢ go3ara ot 2 000 mg.

Emnarnuduiosun

HeknmuHanaHUTE TaHHY HE TIOKa3BaT OCOOSH PUCK 3a XOopaTa Ha 0a3aTa Ha KOHBEHIIMOHATHUTE
(hapMaKoJOTMYHHU TPOYYBaHM 3a 0€30MACHOCT, TeHOTOKCUYHOCT, PEPTHIIUTET U PAHHO EMOPHUOHATIHO
pasButHe.

[Ipu aABATOCPOYHU MPOYUYBAHHS 32 TOKCHYHOCT IIPH TPU3AUU M KydeTa ca HaOJro1aBaHy MTPU3HAIM Ha
TOKCHUYHOCT MPH €KCITO3UINH [T0-BUCOKHU MIJIM paBHU Ha 10-bTH KITMHMYHATA /1032 HA
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emnarauguios3ut. [loBe4eTo OT TOKCUYHUTE MPOSIBH Ca OMITH B ChOTBETCTBUE C BTOPUYHH
(hapmMaKkoIOTHYHU eEeKTH, CBhP3aHH ChC 3arydaTta Ha TIIF0KO3a C YPHUHATA U €IIEKTPOIUTHUS
nucOagaHe, BKIOYUTEIHO HAMaJICHUTE TEJIECHO TETJIO U TeJISCCHH Ma3HUHU, TOBHUIIIEHATA KOHCYMAIIUs
Ha XpaH!, juapusaTa, AeXuJapaTaiqusaTra, IOHWKCHAaTa IJIa3MEHA I''TF0OKO3a U IIOBUIIICHUATA Ha IPYTU
CEepYMHH MapaMeTpH, OTPa3sBall 3aCHIICHUS METa00IM3bM Ha IIPOTEHHH U TIIFOKOHEOTeHEe3aTa,
MIPOMEHHUTE B YPUHUPAHETO, KATO OJTUYPHSI U TIFOKO3YPUS U MUKPOCKOTICKH MPOMEHH, BKJTFOUBAIITH
MUHEpainu3anusa B 61)6peKa 1 B HJIKOU MEKU U CbJIOBU ThKAaHU. MHKpOCKOHCKI/ITe JOKa3aTcJICTBaA 3a
3acuiieHu (PapMaKoJIOTUYHU eeKTH BbpXY OBOperuTe, HabI0JaBaH! MTPH HAKOU KUBOTHHCKH
BUJIOBE, BKITIOYBAT JIMIIATAIMS HA TYOyIUTE U TyOYyTHA U Ta30Ba MUHEPATU3AIHS ITPU MPUOITUZUTEITHO
4 et Hax kinHnYHaTa AUC excrio3uius Ha eMiaringIio3uH npy go3aTa oT 25 mg.

EMHal"J'II/I(l)J'IO3I/IH HC € TCHOTOKCHYCH.

B 2-romumiao mpoy4BaHe 3a KapIIMHOTEHHOCT, eMIarin(Io3uH He € TIOBUIIIII 9eCTOTaTa Ha
TYMOPUTE IPH >KEHCKH IUTBXOBE JI0 Hai-BHcoKaTa 103a oT 700 mg/kg/neH, KoeTo choTBETCTBA Ha
npubau3UTEeNHO 72 mbTH MakcuMmanHara knnHnuHa AUC excriozunus Ha emnaringuiosud. [pu
MBXKKH IITHXOBE ca HaOII0AaBaHN CBBP3aHHU C JICYCHHETO JOOPOKAYeCTBEHU ChIOBH MIPOJIH(pEepaTUBHI
ne3uH (XeMaHIMOMH) Ha ME3eHTEpUAIHUTE JIMM(HH BB3JIM U Hall-BUCOKATa /1032, HO HE U MPH 1032
ot 300 mg/kg/neH, KOATO CHOTBETCTBA HA MPHOIU3UTEITHO 26 THTH MaKCUMallHATa KIIMHUYHA
excrio3unys Ha emnarinudao3ud. HabmoaBaHa € mo-BucoKa 4eCToTa Ha MHTEPCTUIIHAIHY KIEThUHU
TYMOPH B TECTUCHUTE TIPH ITbX0Be 1pu Jo3a 300 mg/kg/neH u mo-Bucoka, Ho He U

npu 100 mg/kg/nen, KoeTo CbOTBETCTBA Ha MPUOIN3UTENHO 18 MbTH MakCHUMalIHATa KJIMHUYHA
ekcro3umys Ha emnariauduo3ud. U aBara Tymopa ca 4ecTH MpH ITHXOBE U € MaJIKO BEPOSITHO J1a UMatT
3HaYeHHe MPH X0pa.

Emnarnudgio3uH He MOBUIIaBa YECTOTaTa HA TYMOPHTE MPH KEHCKH MHIIKH MIPU JA03H JI0

1 000 mg/kg/neH, K0eTo CLOTBETCTBA HA MPHOIM3UTETHO 62-IbTH MaKCHMaTHATa KIMHIUYHA
excro3uius Ha emmnariudnosud. EMnarindnosun e uHaynupan 0b0pedH TyMOPH MPH MBKKH
muky npu go3a 1 000 mg/kg/nen, o He u npu 300 mg/kg/neH, KoeTo chOTBETCTBA HA
npuOmm3uTenHo 11 TbTH MakcUManHaTa KIMHUYHA eKCIIO3UINA Ha eMmnarindiIo3nH. MexaHu3MbT Ha
oOpa3yBaHe Ha Te3U TyMOPH 3aBHCH OT €CTECTBEHOTO NPEAPA3NONI0KEHNE HA MBKKHTE MUIIKH KbM
NaTOJIOTUYHU TPOMEHU Ha ObOpernuTe U MEeTadONUTHH TBTUIA, KOUTO HE ca OT 3HAUYE€HHE NP XOopa.
[Ipuema ce, ye 6bOpEUHNUTE TYMOPH NIPH MUILIKU HSIMAT OTHOILIEHHE KbM X0Pa.

[Ipu excno3uyy, 1OCTaTHYHO MPEBUIIABALIH TE3U MIPH XOpa B TEPANIEBTUYHHU 03U, EMIArIN(IO3UH
HE MpeJU3BUKBA HEXXeJaH! eeKTH 1o OTHOILEHHE Ha (ePTHIINTETa I PAHHOTO eMOPHOHATIHO
paszsutHe. [IpuoxeH o BpeMe Ha opraHoreHesara, eMnariangIIo3uH He e TepaTtoreHeH. Camo B
TOKCHYHU 32 MaiKaTa J03H, eMIariangIIo3nH € MpeIn3BUKa N3KPUBEHH KOCTH Ha KpatHUIUTE TIPU
IUTbXOBE U MOBHILEHA eMOproQeTanta 3aryda mpu 3ailm.

[Ipu npoydBaHus 3a Tipe- U MOCTHATAIHA TOKCUYHOCT MPH IUTHXOBE, ca HAOII0JaBaH HAMaJIEeHO
Ha/JjaBaHe Ha TETJIO Ha MOKOJICHUETO MPH €KCIIO3ULUHN Ha MallKaTa NPUOIU3UTETHO 4 IBTH
MO-BUCOKHM OT MakCMMallHaTa KIMHIUYHA eKCro3uLus Ha emnariaudiao3us. He e HabnronaBan nonoben
e(eKT MpH CUCTEMHA EKCITO3UIIHS, CKBUBAJICHTHA HA MaKCHMAITHATA KIIMHUYHA EKCITO3HIINS Ha
emnarnuguo3ud. He e M3BecTHO 3HAUEHHETO Ha Ta3W HAaXOAKa MPH Xopa.

HpI/I €aHO HpquBaHe HAa TOKCUYHOCTTA HpI/I MJ1aaul UHAUBU N B'Bpr IIBXOBE, HpI/I HpI/IJ'IO)KeHI/Ie Ha
emnaranduo3nH ot 21-Bu mocTHaTaNeH AeH A0 90-Tu mocTHaTasneH JeH e 6mia HaOarogaBaHa
MUHHUMAJTHA JI0 JieKa ObOpevHa TyOyJiHa M Ta30Ba UIATAIUS PU FOBEHUIHU TUIHXOBE, CAMO B 71032
100 mg/kg/neH, kosato € okojio 11 mbTH MaKCHMaJIHATa KIIMHAYHA 71032 OT 25 mg. Te3un HaXOAKH ca
JIUTICBAJIU CJIEe] TIEPHUOJ] Ha BH3CTaHOBSIBaHE OT 13 cenMuIty 6€3 IpUIIOKEHHUE Ha JICKAPCTBO.

Metdopmun

[IpenxknmuHUYHNTE TaHHHU 32 MET(OPMHUH HE MTOKa3BaT 0cOOEH PHCK 3a Xopa Ha 0a3ara Ha
KOHBEHIIMOHATHUTE (hapMaKOJIOTHYHU MPOYIBAHHS 32 0€30MaCHOCT, TOKCUYHOCT TP MHOTOKPATHO
npuiaraHe, FTeHOTOKCUYHOCT, HJIM KapIIMHOT€HEeH TOTEHIIMAI HJIH PEIPOYKTHBHA TOKCUYHOCT. [Ipn
no3oBu HUBA oT 500 mg/kg/neH, npunaranu npu mibxose Wistar Hannover, cBbp3anu ¢b¢ 7-bTH
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MaKCHMaJIHaTa IIPernopburTeIHa 1032 pH Xopa (maximum recommended human dose - MRHD)
MeT(opMuH, € HabI0AaBaHa TePaTOreHHOCT Ha MeT(hOPMUH, IPOSBABALIA Ce Hall-Bede KaTo
MIOBHUIIIEHUE B OPOSI HAa CKENETHUTE MaJIPOPMAITHH.

6. DOAPMAIIEBTUYHU JAHHU
6.1 Choucnbk Ha NIOMOIIHHUTE BelIECTBA

Synjardy 5 mg/850 mg dunmupanu tadinerku u Synjardy 5 me/1 000 mg duimMupany TaOIETKU
Slapo Ha tabiieTkara

IlapeBuuHO HULIECTE

Konosupnon (K-cToiiHocT HOMUHaIHO 28)

Cunuies THOKCH], KOJIOHUIEH 0e3B0AeH

Maruesues creapat

DHUIMOBO OKPUTHE
Xunpomenosa

Makporoa 400

Turanos guokcun (E171)
Tank

Keneszen oxcun, xbat (E172)

Synjardy 12,5 mg/850 mg dbuamupanm tabnerku u Synjardy 12,5 mg/1 000 mg dbuamMupanu TabIeTKu
Snpo Ha TabnerkaTa

HapeBnuHO HUIIECTE

Konosupnon (K-cToiiHocT HOMUHaIHO 28)

Cunuies THOKCH], KOJIOHUIEH 0e3BOAeH

Marue3ueB cteapat

DUIMOBO TOKPUTHE
Xunpomenosa

Makporoa 400

TuranoB muokcun (E171)

Tank

XKeneszen oxcun, uepen (E172)
’Kenezen oxcun, yepsen (E172)

6.2 HecbBmMecTHMOCTH

Henpunoxumo.

6.3 Cpok Ha rogHOCT

3 roguH"

6.4 Crhenuananm yca0BHs HAa CbXpaHeHHe

To3u nexapcTBeH NPOAYKT HE N3UCKBA CIICIIUAIHN YCIOBHA HA ChXpaHEHHE.

6.5 Buau chabp:kaHue HA OMAKOBKATA

[Tepdpopupanu ennomozosu oiucrepu ot PVC/PVDC/amymunnid.

OmnakoBku o 10x 1, 14x1,30x 1,56 x 1,60 x 1,90 x 1 1 100 x 1 ¢punmupanu TabIeTKH U TPYIOBU
omaKkoBKH, chabpkamm 120 (2 omakosku mo 60 x 1), 180 (2 omakosku 1o 90 x 1) 1 200 (2 onakoBKu

mo 100 x 1) dbunmupann TabIeTKH.

He Bcuuku BHIOBE ONIAKOBKW MOTat Ja ObJIaT MyCHATH B IPOAaKOa.
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6.6 CrnenuajaHu nNpeana3sHu MepKHU NMPH U3XBbPJIsIHE

Hewnsnon3sanust JICKaApPCTBECH NMPOAYKT WM OTHAABYHUTE MAaTCPUAJIN OT HETO TpS[6Ba na C€ U3XBBPJIAT
B CbOTBCTCTBHUEC C MCCTHHUTC U3UCKBaHMU.

7. IPUTEXATEJI HA PASPEHIEHUETO 3A YIHOTPEBA

Boehringer Ingelheim International GmbH
Binger Str. 173

D-55216 Ingelheim am Rhein

I'epmanus

8. HOMEP(A) HA PASPEHHIEHUETO 3A YIIOTPEBA

Synjardy 5 mg/850 mg dbunmupanu TabJIeTKH
EU/1/15/1003/001
EU/1/15/1003/002
EU/1/15/1003/003
EU/1/15/1003/004
EU/1/15/1003/005
EU/1/15/1003/037
EU/1/15/1003/006
EU/1/15/1003/007
EU/1/15/1003/008
EU/1/15/1003/009

Synjardy 5 mg/1 000 mg dpunmMupanu TabJIETKH
EU/1/15/1003/010
EU/1/15/1003/011
EU/1/15/1003/012
EU/1/15/1003/013
EU/1/15/1003/014
EU/1/15/1003/038
EU/1/15/1003/015
EU/1/15/1003/016
EU/1/15/1003/017
EU/1/15/1003/018

Synjardy 12.5 mg/850 mg duiamMupadu TabIeTKH
EU/1/15/1003/019
EU/1/15/1003/020
EU/1/15/1003/021
EU/1/15/1003/022
EU/1/15/1003/023
EU/1/15/1003/039
EU/1/15/1003/024
EU/1/15/1003/025
EU/1/15/1003/026
EU/1/15/1003/027

Synjardy 12.5 mg/1 000 mg dhriMupany TaOIETKH
EU/1/15/1003/028
EU/1/15/1003/029
EU/1/15/1003/030
EU/1/15/1003/031
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EU/1/15/1003/032
EU/1/15/1003/040
EU/1/15/1003/033
EU/1/15/1003/034
EU/1/15/1003/035
EU/1/15/1003/036

9. JATA HA TbPBO PA3PEIIABAHE/TIOJHOBSIBAHE HA PASPEIHIEHUETO 3A
YIIOTPEBA

[ata Ha mbpBO paspemasane: 27 mai 2015

10. JATA HA AKTYAJIMU3UPAHE HA TEKCTA

ITonpoGHa uHpOpMaLKs 3a TO3M JICKApCTBEH MPOAYKT € NMPEeI0CTaBeHa Ha yeOcalita Ha EBponeiickaTta
areHIus 1o JiekapcreaTa http://www.ema.europa.eu.
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HNPUJIOKEHHUE 11

MNPOU3BOJAUTEJL, OTTOBOPEH 3A OCBOBOKJABAHE HA
HAPTU N

YCJIOBUA NJIN OTPAHUYEHUSA 3A TOCTABKA U YIIOTPEBA

APYI'U YCJIOBUSA U UBUCKBAHUSA HA PASPEHHIEHUETO 3A
YIHOTPEBA

YCJIOBUA NJIKM OTPAHUYEHUS 3A BE3OITACHA U E@OEKTUBHA
YIOTPEBA HA JIEKAPCTBEHUSA ITPOAYKT
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A. TIPOMU3BOJUTEJI, OTTOBOPEH 3A OCBOBOX/JABAHE HA ITAPTUIU

Hme u aapec HA MPOU3BOAMTENSL, OTTOBOPEH 3a 0CBOOOIK/IaBaHE HA APTHIUTE

Boehringer Ingelheim Pharma GmbH & Co.KG
Binger Strasse 173

55216 Ingelheim am Rhein

I'epmanus

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

I'bprus

IleuaTHaTa IHMCTOBKA Ha JICKApCTBCHUSA NPOAYKT TpH6Ba Ja CbAbpiKa UMCTO U apeCa Ha
MMPpOU3BOJUTCIIA, OTTOBOPCH 3a OCBO60)K,Z[aBaHCTO Ha CbOTBCTHATA MAapTHUIA.

b. YCJIOBHMA NWIN OI'PAHUYEHUA 3A JOCTABKA U YIIOTPEBA

JlexapCTBEHUAT MPOLYKT C€ OTIIyCKa I10 JIEKAPCKO IPEAIIUCAHUE.

B. JAPYI'M YCJIOBUS U UBNCKBAHUSA HA PASPEIHLIEHUETO 3A YIIOTPEBA
e  [leprognyHu aKTyaJM3UPAHHU JOKJIATH 32 6€30MACHOCT

W3uckBanwusTa 3a mojaBaHe Ha NEPUONYHY aKTyaTM3UPaHH JOKIAIH 32 6€301MacHOCT 3a TO3H
NPOJIYKT ca MOCOYEHH B cHChKa ¢ pedepenTHuTe natu Ha EBponeiickus cpro3 (EURD cnmcek),
npensuieH B wi. 1078, an. 7 ot Aupekrusa 2001/83/EO v BbB BCUUKH CleIBAIM aKTyallN3allnH,
nyOJIMKyBaHU Ha eBPOTIEHCKUS yeOropTa 3a JieKkapcTaa.

I'.  YCJI0OBUA UJIN OTPAHUYEHUS 3A BE3OITACHA U E@EKTUBHA YIIOTPEBA
HA JIEKAPCTBEHMUS IPOAYKT

e [Ilnan 3a ynpaBaenue Ha pucka (ITYP)

ITIPY tpsbBa ga W3BHLPIIBA H3UCKBAHUTE JEHHOCTH U JEHCTBHUS, CBBP3aHU C MMPOCIICISIBAHE HA
JieKapcTBeHaTa 0e30MacHOCT, mocodeHu B oo0penust [1YP, npeacrasen B Moy 1.8.2 Ha
pa3pelieHueTo 3a yrnorpeda, KakTo U MPH BCUYKH CIIEABAIN ChIIIACYBaHM akTyanu3anuu Ha [TYP.

Axryanusupas [IYP tps6Ba na ce mogasa:

o 1o uckane Ha EBpormeiickara areHuus 1o JiekapcTBara;

o BUHArM, KOraTo ce U3MEHs CHCTeMara 3a yIpaBJIeHHE Ha PHCKa, 0OCOOEHO B pe3yiTaT Ha
NoJy4aBaHe Ha HOBa MH(pOPMaLKs, KOSITO MOXKeE /1a I0BeJIe 10 3HAYMMH IPOMEHHU B
CHOTHOILIEHUETO MOJI3a/PUCK, WK CIIe/l JOCTUTaHEe Ha Ba)KEH eTal (BbB Bpb3Ka ¢ IpocieIsIBaHe
Ha JIeKapcTBeHaTa 0e30IMacHOCT WM CBEXKAAaHE Ha PUCKA 0 MUHUMYM).
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IPUJIOKEHHUE 111

JAHHHU BBPXY OITAKOBKATA U JINCTOBKA
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A. JAHHHU BBPXY OITAKOBKATA
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JAHHH, KOUTO TPABBA A CBABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA

1. HNME HA JIEKAPCTBEHUSA ITPOAYKT

Synjardy 5 mg/850 mg ¢punmupanu TabneTKu
eMIariuQIo3NH/METPOPMUHOB XUPOXIIOPHU]T

2. OBSBSABAHE HA AKTUBHOTO(MTE) BEHLIECTBO(A)

Bcsika Tabnerka cpabpika 5 mg emnaraudao3ud U 850 mg MeTOpMUHOB XUIPOXITOPHI.

‘ 3. CIIMCBK HA TIOMOIIIHUTE BEHIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

10 x 1 dunmupanu TabIeTKH
14 x 1 purmupaHu Ta0NeTKH
30 x 1 puamupanu TabNeTKH
56 x 1 duamupaHu TabIEeTKH
60 x 1 punmupanu TabIETKH
90 x 1 purmupaHu Ta0IeTKH
100 x 1 dpunMupanu TabISTKH

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

ITpenn ynorpeba mpoyereTe JIMCTOBKATA.
[IepopanHo mpunoxxeHue

6. CHELHUAJIHO NPEAYHPEXIEHUE, YE JIEKAPCTBEHUAT NIPOAYKT TPSBBA
JA CE CBbXPAHSABA HA MSCTO JAJIEYE OT NNOTJVIEJA U TOCEI'A HA TELIA

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

‘ 7. APYI'U CHEHUAJIHU HPEAYIIPEXIEHUS, AKO E HEOBXOJINUMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA TOJHOCT

T'onen no:

9. CIIEHUAJIHUA YCJIOBUSI HA CbXPAHEHUE
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10. CHENUWAJIHH NPEAITASHU MEPKU ITPU U3XBBPJIISAAHE HA HEU3IIOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU UJIN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKUBA

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

Boehringer Ingelheim International GmbH
55216 Ingelheim am Rhein
T'epmanus

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/15/1003/001 10 ¢punmupanu TabieTKu
EU/1/15/1003/002 14 dunvupanu TabaeTKH
EU/1/15/1003/003 30 dmivupann TabaeTKu
EU/1/15/1003/004 56 dunvupanu TabaeTKH
EU/1/15/1003/005 60 dunvupanu TabaeTKH
EU/1/15/1003/037 90 dpunmupanu TabIeTKH
EU/1/15/1003/006 100 ¢punmupanu TabaeTKu

13. HNAPTHUIAEH HOMEP

ITapT. Ne

‘ 14. HAYUH HA OTIIYCKAHE

‘ 15. YKA3AHUJ 3A YIIOTPEBA

‘ 16. MH®OPMAIIMA HA BPAMJIOBA A3BBYKA

Synjardy 5 mg/850 mg

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

JByn3mepeH 0apKoj ¢ BKIIIOYEH YHUKAIECH HACHTU(UKATOD

‘ 18. YHUKAJIEH UIEHTU®UKATOP — JAHHMU 3A YETEHE OT XOPA

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

BJIMCTEPU (nepdopupann)

1. HNME HA JIEKAPCTBEHUSA ITPOAYKT

Synjardy 5 mg/850 mg TabneTku
emmarnuduo3na/MergopmuHoB HCL

2. NME HA ITIPUTEXATEJISA HA PASPEIIEHUETO 3A YIIOTPEBA

Boehringer Ingelheim

‘ 3. JATA HA U3TUYAHE HA CPOKA HA TOJHOCT

EXP

4. IHAPTUJAEH HOMEP

Lot

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

I'PYIIOBHU OIMAKOBKH - MEXK/IMHHA KAPTOHEHA OITAKOBKA BE3 BLUE BOX —
5 mg/850 mg

1. HNME HA JIEKAPCTBEHUSA ITPOAYKT

Synjardy 5 mg/850 mg ¢punmupanu TabneTKu
eMIariuQIo3NH/METPOPMUHOB XUPOXIIOPHU]T

2. OBSBSABAHE HA AKTUBHOTO(MTE) BEHIIECTBO(A)

Bcesika Tabnerka chabpika S mg emnariudio3ud u 850 mg MeThOPMUHOB XHIPOXIOPHUI.

‘ 3. CIIMCBK HA TIOMOIIIHUTE BEHIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

60 x 1 punmupanu Tabnetku. YacT oT rpyIioBa OnakoBKa, HE C€ MPoJaBa OTACIIHO.
90 x 1 punrmupanu Tabnerkn. YacT OT rpynoBa OIakoBKa, HE CE MPOjIaBa OTAEITHO.
100 x 1 dpunmupanu tadbnetkn. Yact oT rpymnoBa omakoBKa, He ce IpoJiaBa OT/IEIHO.

‘ 5. HAYMYH HA ITPUJIOKEHUE U II'BT(MLIA) HA BbBEX/JAHE

[penu ynotpeda npoyereTe IUCTOBKATA.
IlepopanHo npuiioxeHue

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

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

‘ 7. JAPYI'U CHEHUAJIHA HPEAYIIPEXKXIEHUS, AKO E HEOBXOJINUMO

‘ 8. JATA HA N3TUYAHE HA CPOKA HA I'OAHOCT

T'onen no:

9. CHHELHUAJIHM YCJIOBUSI HA CbXPAHEHUE

10. CHELOUAJIHU NPEAITAZHU MEPKMU ITPU U3XBBPJISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU WJIN OTHIAABYHU MATEPUAJIU OT
TAX, AKO CE U3UCKBAT TAKUBA
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11. HME U AJAPEC HA IIPUTEXKXATEJISI HA PASPEIHEHUETO 3A YIIOTPEBA

Boehringer Ingelheim International GmbH
55216 Ingelheim am Rhein
T'epmanus

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/15/1003/007 120 (2 x 60 x 1) dbuimupanu tabiaeTku
EU/1/15/1003/008 180 (2 x 90 x 1) ¢punmupanu TabneTku
EU/1/15/1003/009 200 (2 x 100 x 1) dunvupanu TabaeTKH

13. HNAPTHUIAEH HOMEP

ITapt. Ne

‘ 14. HAYUH HA OTIIYCKAHE

‘ 15. YKA3AHWUJ 3A YIIOTPEBA

‘ 16. HWH®OPMAIIMS HA BPAHJIOBA A3BBYKA

Synjardy 5 mg/850 mg
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JAHHH, KOUTO TPABBA A CBABPKA BTOPUYHATA OITAKOBKA

ETUKET HA BbHIIHATA OBBUBKA HA I'PYIIOBU OITAKOBKH — BKJIIOYUTEJIHO
BLUE BOX - 5 mg/850 mg

1. HNME HA JIEKAPCTBEHUSA ITPOAYKT

Synjardy 5 mg/850 mg ¢punmupanu TabneTKu
eMIariuQIo3NH/METPOPMUHOB XUPOXIIOPHU]T

2. OBSABSABAHE HA AKTUBHOTOMTE) BEIIIECTBO(A)

Bcesika Tabnerka chabpika S mg emnariudiaosud u 850 mg MeThOPMUHOB XHIPOXIOPHUI.

‘ 3. CIIMCBK HA TIOMOIIIHUTE BEHIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

['pynoBa onakoBka ¢ 2 OakoBKH, Besika chabpskama 60 x 1 dunMupanu TabaeTku.
I'pymnoBa omakoBKka ¢ 2 0akoBKH, Besika chabpkamia 90 x 1 ¢puimMupann TabiaeTK.
['pymoBa omakoBka ¢ 2 OMakoBKH, Besika chabprkama 100 x 1 ¢punmupany TabIeTKH.

5. HAYMYH HA ITPUJIOKEHUE U II'BT(MLIA) HA BbBEX/JAHE

[penu ynotpeda npoyereTe IUCTOBKATA.
IlepopanHo npuiioxeHue

6. CHELHUAJIHO HPEAYNIPEXIEHUE, YE JIEKAPCTBEHUAT TPOAYKT TPSBBA
JA CE CBXPAHSABA HA MSICTO JAJIEYE OT HOIJVIEJA U IOCEI'A HA IELTA

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

‘ 7. JAPYI'U CHEHUAJIHA HPEAYIIPEXKXIEHUS, AKO E HEOBXOJINUMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA I'OAHOCT

T'onen no:

9. CHHEHUAJIHM YCJIOBUSI HA CbXPAHEHUE

10. CHELOUAJIHU NPEAITAZHU MEPKMU ITPU U3XBBPJISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU WJIN OTHIAABYHU MATEPUAJIU OT
TAX, AKO CE U3UCKBAT TAKUBA
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11. HME U AJAPEC HA IIPUTEXKATEJISA HA PASPEIIEHUETO 3A YIIOTPEBA

Boehringer Ingelheim International GmbH
55216 Ingelheim am Rhein
T'epmanus

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/15/1003/007 120 (2 x 60 x 1) dbuimupanu tabiaeTku
EU/1/15/1003/008 180 (2 x 90 x 1) ¢punmupanu TabneTku
EU/1/15/1003/009 200 (2 x 100 x 1) dunvupanu TabaeTKH

13. HNAPTHUIAEH HOMEP

ITapt. Ne

‘ 14. HAYUH HA OTIIYCKAHE

‘ 15. YKA3AHWUJ 3A YIIOTPEBA

‘ 16. HWH®OPMAIIMS HA BPAHJIOBA A3BBYKA

Synjardy 5 mg/850 mg

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

JByn3mepeH 0apKoj ¢ BKIIIOYEH YHUKAIECH HACHTU(UKATOD

‘ 18. YHUKAJIEH UIEHTU®UKATOP — JAHHMU 3A YETEHE OT XOPA

PC:
SN:
NN:
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JAHHH, KOUTO TPABBA A CBABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA

1. HNME HA JIEKAPCTBEHUSA ITPOAYKT

Synjardy 5 mg/1 000 mg ¢punmupanu TabneTku
eMIariuQIo3NH/METPOPMUHOB XUPOXIIOPHU]T

2. OBSBSABAHE HA AKTUBHOTO(MTE) BEHIIECTBO(A)

Bcesika Tabnerka chabpika S mg emnarnudio3ud u 1 000 mg MeThOpMUHOB XUAPOXIOPHU/IL.

‘ 3. CIIMCBK HA TIOMOIIIHUTE BEHIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

10 x 1 dunmupanu TabIeTKH
14 x 1 purmupaHu Ta0NeTKH
30 x 1 puamupanu TabNeTKH
56 x 1 duamupaHu TabIEeTKH
60 x 1 punmupanu TabIETKH
90 x 1 purmupaHu Ta0IeTKH
100 x 1 dpunMupanu TabISTKH

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

ITpenn ynorpeba mpoyereTe JIMCTOBKATA.
[IepopanHo mpunoxxeHue

6. CHEHOUAJIHO NPEAYHPEXIEHUE, YE IEKAPCTBEHUAT NPOAYKT TPSBBA
JA CE CBbXPAHSABA HA MSCTO JAJIEYE OT NNOTJVIEJA U TOCEI'A HA TELIA

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

‘ 7. APYI'U CHEHUAJIHU HPEAYIIPEXIEHUS, AKO E HEOBXOJINUMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA TOJHOCT

T'onen no:

9. CIHEHUAJIHHM YCJIOBUSI HA CbXPAHEHUE
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10. CHENUWAJIHH NPEAITASHU MEPKU ITPU U3XBBPJIISAAHE HA HEU3IIOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU UJIN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKUBA

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

Boehringer Ingelheim International GmbH
55216 Ingelheim am Rhein
T'epmanus

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/15/1003/010 10 ¢punmupanu TabieTku
EU/1/15/1003/011 14 dunvupanu TabaeTKH
EU/1/15/1003/012 30 dunvupanu TabIeTKu
EU/1/15/1003/013 56 dunvupanu TabaeTKH
EU/1/15/1003/014 60 dunvupanu TabaeTKH
EU/1/15/1003/038 90 dpunmupanu TabIeTKa
EU/1/15/1003/015 100 ¢punmupanu TabaeTKu

13. HNAPTHUIAEH HOMEP

ITapT. Ne

‘ 14. HAYUH HA OTIIYCKAHE

‘ 15. YKA3AHUJ 3A YIIOTPEBA

‘ 16. MH®OPMAIIMA HA BPAMJIOBA A3BBYKA

Synjardy 5 mg/1 000 mg

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

JByn3mepeH 0apKoj ¢ BKIIIOYEH YHUKAIECH HACHTU(UKATOD

‘ 18. YHUKAJIEH UIEHTU®UKATOP — JAHHMU 3A YETEHE OT XOPA

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

BJIIMCTEPU (nepdopupann)

1. HNME HA JIEKAPCTBEHUSA ITPOAYKT

Synjardy 5 mg/1 000 mg TabneTku
emmarnuduo3na/MergopmuHoB HCL

2. NME HA ITIPUTEXATEJISA HA PASPEIIEHUETO 3A YIIOTPEBA

Boehringer Ingelheim

‘ 3. JATA HA U3TUYAHE HA CPOKA HA TOJHOCT

EXP

4. IHAPTUJAEH HOMEP

Lot

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

I'PYIIOBHU OIMAKOBKH - MEXK/IMHHA KAPTOHEHA OITAKOBKA BE3 BLUE BOX —
5 mg/1 000 mg

1. HNME HA JIEKAPCTBEHUSA ITPOAYKT

Synjardy 5 mg/1 000 mg ¢punmupanu TabneTku
eMIariuQIo3NH/METPOPMUHOB XUPOXIIOPHU]T

2. OBSABSABAHE HA AKTUBHOTOMTE) BEIIIECTBO(A)

Bcesika Tabnerka chabpika S mg emnarnudio3ud u 1 000 mg MeThOpMUHOB XUAPOXIOPHU/IL.

‘ 3. CIIMCBK HA TIOMOIIIHUTE BEHIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

60 x 1 punmupanu Tabnetku. YacT oT rpyIioBa OlakoBKa, HE c€ MPoJaBa OTACIHO.
90 x 1 punrmupanu Tabnerkn. YacT OT rpynoBa OIakoBKa, HE CE MPOjIaBa OTAEITHO.
100 x 1 dpunmupanu tadbnetkn. Yact oT rpymnoBa omakoBKa, He ce IpoJiaBa OT/IEIHO.

‘ 5. HAYMYH HA ITPUJIOKEHUE U II'BT(MLIA) HA BbBEX/JAHE

[Ipenu ynoTtpeba mpoyerere JINCTOBKATA.
IlepopanHo npuiioxeHue

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

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

‘ 7. JAPYI'U CHEHUAJIHA HPEAYIIPEXKXIEHUS, AKO E HEOBXOJINUMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA I'OAHOCT

T'onen no:

9. CHHELHUAJIHM YCJIOBUSI HA CbXPAHEHUE

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

50



11. HME U AJIPEC HA IIPUTEXKATEJISI HA PASPEIHIEHUETO 3A YIIOTPEBA

Boehringer Ingelheim International GmbH
55216 Ingelheim am Rhein
T'epmanus

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/15/1003/016 120 (2 x 60 x 1) dunmupanu tabiaeTku
EU/1/15/1003/017 180 (2 x 90 x 1) ¢puimupanu TabneTku
EU/1/15/1003/018 200 (2 x 100 x 1) dunvupanu TabIeTKH

13. HNAPTHUIAEH HOMEP

ITapt. Ne

‘ 14. HAYUH HA OTIIYCKAHE

‘ 15. YKA3AHWUJ 3A YIIOTPEBA

‘ 16. HWH®OPMAIIMS HA BPAHJIOBA A3BBYKA

Synjardy 5 mg/1 000 mg
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JAHHH, KOUTO TPABBA A CBABPKA BTOPUYHATA OITAKOBKA

ETUKET HA BBHIIHATA OBBUBKA HA I'PYIIOBU OITAKOBKH — BKJIIOYUTEJIHO
BLUE BOX -5 mg/1 000 mg

1. HNME HA JIEKAPCTBEHUSA ITPOAYKT

Synjardy 5 mg/1 000 mg ¢punmupanu TabneTku
eMIariuQIo3NH/METPOPMUHOB XUPOXIIOPHU]T

2. OBSABSABAHE HA AKTUBHOTOMTE) BEIIIECTBO(A)

Bcesika Tabnerka chabpika S mg emnarnudio3ud u 1 000 mg MeThOpMUHOB XUAPOXIOPHU/IL.

‘ 3. CIIMCBK HA TIOMOIIIHUTE BEHIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

['pynoBa onakoBka ¢ 2 0akoBKH, Besika chabprkama 60 x 1 dunMupanu TabaeTKu.
I'pymnoBa omakoBka ¢ 2 0makoBKH, Besika chabpkamia 90 x 1 ¢puiMupany TabiaeTK.
['pymoBa omakoBKa ¢ 2 OMaKkoOBKH, Besika chabpikama 100 x 1 ¢punmupany TabieTKy.

5. HAYMYH HA ITPUJIOKEHUE U II'BT(MLIA) HA BbBEX/JAHE

[penu ynotpeda npoyereTe IUCTOBKATA.
IlepopanHo npuiioxeHue

6. CHELOUAJIHO HPEAYIIPEXKXKJIEHUE, YE JIEKAPCTBEHUSAT NIPOAYKT TPSABBA
JA CE CBXPAHSABA HA MSICTO JAJIEYE OT HOIJVIEJA U IOCEI'A HA IELTA

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

‘ 7. JAPYI'U CHEHUAJIHA HPEAYIIPEXKXIEHUS, AKO E HEOBXOJINUMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA I'OAHOCT

T'onen no:

9. CHHELHUAJIHM YCJIOBUSI HA CbXPAHEHUE

10. CHELOUAJIHU NPEAITAZHU MEPKMU ITPU U3XBBPJISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU WJIN OTHIAABYHU MATEPUAJIU OT
TAX, AKO CE U3UCKBAT TAKUBA
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11. HME U AJAPEC HA IIPUTEXKATEJISA HA PASPEIIEHUETO 3A YIIOTPEBA

Boehringer Ingelheim International GmbH
55216 Ingelheim am Rhein
T'epmanus

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/15/1003/016 120 (2 x 60 x 1) dunmupanu tabiaeTku
EU/1/15/1003/017 180 (2 x 90 x 1) ¢punimupanu TabneTku
EU/1/15/1003/018 200 (2 x 100 x 1) dunvupanu TabIeTKH

13. HNAPTHUIAEH HOMEP

ITapt. Ne

‘ 14. HAYUH HA OTIIYCKAHE

‘ 15. YKA3AHWUJ 3A YIIOTPEBA

‘ 16. HWH®OPMAIIMS HA BPAHJIOBA A3BBYKA

Synjardy 5 mg/1 000 mg

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

JByn3mepeH 0apKoJ ¢ BKJIIOYEH YHUKAIECH HACHTU(DHUKATOD

‘ 18. YHUKAJIEH WIEHTU®UKATOP — JAHHMU 3A YETEHE OT XOPA

PC:
SN:
NN:
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JAHHH, KOUTO TPABBA A CBABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA

1. HNME HA JIEKAPCTBEHUSA ITPOAYKT

Synjardy 12,5 mg/850 mg ¢punmupanu tabiaeTku
eMIariuQIo3nH/MEeTPOPMHUHOB XUIPOXIIOPHU]T

2. OBSABSABAHE HA AKTUBHOTOMTE) BEIIIECTBO(A)

Bcesika Tabnerka chabpika 12,5 mg emnarandiiosus 1 850 mg MeTOPMHUHOB XUAPOXIOPHI.

‘ 3. CIIMCBK HA TIOMOIIIHUTE BEHIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

10 x 1 dunmupanu TabIeTKH
14 x 1 purmupaHu Ta0NeTKH
30 x 1 puamupanu TabNeTKH
56 x 1 duamupaHu TabIEeTKH
60 x 1 punmupanu TabIETKH
90 x 1 purmupaHu Ta0IeTKH
100 x 1 dpunMupanu TabISTKH

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

ITpenn ynorpeba mpoyereTe JIMCTOBKATA.
[Iepopanno mpunoxxeHue

6. CHEHUAJIHO NPEAYIPEXIEHUE, YE JIEKAPCTBEHUSAT NIPOAYKT TPSBBA
JA CE CBbXPAHSABA HA MSCTO JAJIEYE OT NNOTJVIEJA U TOCEI'A HA TELIA

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

‘ 7. APYI'U CHEHUAJIHU HPEAYIIPEXIEHUS, AKO E HEOBXOJINUMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA T'OJHOCT

T'onen no:

9. CIHEHUAJIHHM YCJIOBUSI HA CbXPAHEHUE

54



10. CHENUWAJIHH NPEAITASHU MEPKU ITPU U3XBBPJIISAAHE HA HEU3IIOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU UJIN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKUBA

11. HUME U AJPEC HA ITIPUTEXKATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Boehringer Ingelheim International GmbH
55216 Ingelheim am Rhein
T'epmanus

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/15/1003/019 10 ¢punmupanu TabieTku
EU/1/15/1003/020 14 dunvupanu TabaeTKH
EU/1/15/1003/021 30 dmivupanu TabaeTKu
EU/1/15/1003/022 56 dunvupanu TabaeTKH
EU/1/15/1003/023 60 dunvupanu TabaeTKH
EU/1/15/1003/039 90 dpunmupanu TabIeTKu
EU/1/15/1003/024 100 ¢punmupanu TabaeTKu

13. HNAPTHUIAEH HOMEP

ITapT. Ne

‘ 14. HAYUH HA OTIIYCKAHE

‘ 15. YKA3AHUJ 3A YIIOTPEBA

‘ 16. MH®OPMAILIMSA HA BPAMJIOBA A3BBYKA

Synjardy 12,5 mg/850 mg

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

JByn3mepeH 0apKoj ¢ BKIIIOYEH YHUKAIECH HACHTU(UKATOD

‘ 18. YHUKAJIEH UIEHTU®UKATOP — JAHHMU 3A YETEHE OT XOPA

PC:
SN:
NN:
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MHUHHUMYM JAHHU, KOUTO TPABBA JJA CbABPXAT BJIUCTEPUTE U JIEHTUTE

BJIIMCTEPU (nepdopupann)

1. HNME HA JIEKAPCTBEHUSA ITPOAYKT

Synjardy 12,5 mg/850 mg Tabnerku
emmarnuduo3na/MergopmuHoB HCL

2. NME HA ITIPUTEXATEJISA HA PASPEIIEHUETO 3A YIIOTPEBA

Boehringer Ingelheim

‘ 3. JATA HA U3TUYAHE HA CPOKA HA TOJHOCT

EXP

4. IHAPTUJAEH HOMEP

Lot

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

I'PYIIOBU OINTAKOBKU — MEKJIUHHA KAPTOHEHA OITAKOBKA BE3 BLUE BOX -
12,5 mg/850 mg

1. HNME HA JIEKAPCTBEHUSA ITPOAYKT

Synjardy 12,5 mg/850 mg ¢punmupanu tabiaeTku
eMnarmgIo3uH/MEeTHOPMUHOB XUPOXIIOPHU]T

2. OBSABSABAHE HA AKTUBHOTOMTE) BEIIIECTBO(A)

Bcesika Tabnerka chabpika 12,5 mg emnarandiiosus 1 850 mg MeTOPMHUHOB XUAPOXIOPHI.

‘ 3. CIIMCBK HA TIOMOIIIHUTE BEHIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

60 x 1 punmupanu Tadnetku. YacT OT rpyIioBa ONakoBKa, HE ce MPoJaBa OTACITHO.
90 x 1 punrmupanu Tabnerkn. YacT OT rpynoBa OIakoBKa, HE CE MPOjIaBa OTAEITHO.
100 x 1 dpunmupanu tadbnetkn. Yact oT rpymnoBa omakoBKa, He ce IpoJiaBa OT/IEIHO.

‘ 5. HAYMH HA ITPUJIOKEHHUE U II'BT(MLIA) HA BBBEXK/IAHE

[penu ynotpeda npoyereTe IUCTOBKATA.
IlepopanHo npuiioxeHue

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

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

‘ 7. APYI'U CHEOUAJIHUA HPEAYIIPEXKXKIEHUS, AKO E HEOBXO/JINUMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA I'OAHOCT

T'onen no:

9. CHHELHUAJIHM YCJIOBUSI HA CbXPAHEHUE

10. CHELOUAJIHU NPEAITAZHU MEPKMU ITPU U3XBBPJISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU WJIN OTHIAABYHU MATEPUAJIU OT
TAX, AKO CE U3UCKBAT TAKHUBA
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11. HME U AJAPEC HA IIPUTEXKATEJISA HA PASPEIIEHUETO 3A YIIOTPEBA

Boehringer Ingelheim International GmbH
55216 Ingelheim am Rhein
T'epmanus

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/15/1003/025 120 (2 x 60 x 1) dpunmupanu tabiaeTku
EU/1/15/1003/026 180 (2 x 90 x 1) ¢punmupanu TabneTku
EU/1/15/1003/027 200 (2 x 100 x 1) dunvupanu TabIeTKH

13. HNAPTHUIAEH HOMEP

ITapt. Ne

‘ 14. HAYUH HA OTIIYCKAHE

‘ 15. YKA3AHWUJ 3A YIIOTPEBA

‘ 16. HWH®OPMAIIMS HA BPAHJIOBA A3BBYKA

Synjardy 12,5 mg/850 mg

58



JAHHH, KOUTO TPABBA A CBbABPKA BTOPUYHATA OITAKOBKA

ETUKET HA BBbHIIIHATA OBBUBKA HA I'PYIIOBU OITAKOBKH — BKJIIOYUTEJHO
BLUE BOX - 12,5 mg/850 mg

1. HNME HA JIEKAPCTBEHUSA ITPOAYKT

Synjardy 12,5 mg/850 mg ¢punmupanu tabiaeTku
eMIariuQIo3NH/METPOPMUHOB XUPOXIIOPHU]T

2. OBSABSABAHE HA AKTUBHOTO(MTE) BEHIIECTBO(A)

Bcesika Tabnerka chabpika 12,5 mg emnarandiiosus 1 850 mg MeTOPMHUHOB XUAPOXIOPHI.

‘ 3. CIIMCBK HA TIOMOIIIHUTE BEHIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

['pynoBa onakoBka ¢ 2 OakoBKH, Besika chabpskama 60 x 1 dunMupanu TabaeTku.
I'pymnoBa omakoBka ¢ 2 0akoBKH, Besika chabpikamia 90 x 1 ¢puimMupany TabiaeTK.
['pymoBa omakoBka ¢ 2 OMakoBKH, Besika chabprkama 100 x 1 ¢punmupany TabIeTKH.

5. HAYMYH HA ITPUJIOKEHUE U II'BT(MLIA) HA BbBEX/JAHE

[Ipenu ynoTpeba mpoyerere IMCTOBKATA.
IlepopanHo npuiioxeHue

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

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

‘ 7. JAPYI'U CHEHUAJIHA HPEAYIIPEXKXIEHUS, AKO E HEOBXOJINUMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA I'OAHOCT

T'onen no:

9. CHHELHUAJIHM YCJIOBUSI HA CbXPAHEHUE

10. CHELOUAJIHU NPEAITAZHU MEPKMU ITPU U3XBBPJISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU WJIN OTHIAABYHU MATEPUAJIU OT
TAX, AKO CE U3UCKBAT TAKUBA
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11. HME U AJAPEC HA IIPUTEXKATEJISA HA PASPEIIEHUETO 3A YIIOTPEBA

Boehringer Ingelheim International GmbH
55216 Ingelheim am Rhein
T'epmanus

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/15/1003/025 120 (2 x 60 x 1) dpunmupanu tabiaeTku
EU/1/15/1003/026 180 (2 x 90 x 1) ¢punmupanu TabneTku
EU/1/15/1003/027 200 (2 x 100 x 1) dunvupanu TabIeTKH

13. HNAPTHUIAEH HOMEP

ITapt. Ne

‘ 14. HAYUH HA OTIIYCKAHE

‘ 15. YKA3AHWUJ 3A YIIOTPEBA

‘ 16. HWH®OPMAIIMS HA BPAHJIOBA A3BBYKA

Synjardy 12,5 mg/850 mg

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

JByn3mepeH 0apKoj ¢ BKIIIOYEH YHUKAIECH HACHTU(UKATOD

‘ 18. YHUKAJIEH WIEHTU®UKATOP — JAHHMU 3A YETEHE OT XOPA

PC:
SN:
NN:
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JAHHH, KOUTO TPABBA A CBABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA

1. HNME HA JIEKAPCTBEHUSA ITPOAYKT

Synjardy 12,5 mg/1 000 mg ¢punMupanu TadbaeTku
eMIariuQIo3NH/METPOPMUHOB XUPOXIIOPHU]T

2. OBSABSABAHE HA AKTUBHOTOMTE) BEIIIECTBO(A)

Bcesika Tabnerka chabpika 12,5 mg emmarnudiosus u 1 000 mg MeT(hOpMUHOB XHIPOXIOPHUIL.

‘ 3. CIIMCBK HA TIOMOIIIHUTE BEHIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

10 x 1 dunmupanu TabIeTKH
14 x 1 purmupaHu Ta0NeTKH
30 x 1 puamupanu TabNeTKH
56 x 1 duamupaHu TabIEeTKH
60 x 1 punmupanu TabIETKH
90 x 1 purmupaHu Ta0IeTKH
100 x 1 dpunMupanu TabISTKH

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

[Ipenu ynorpeda npoyerere IMCTOBKATA.
[IepopanHo mpunoxxeHue

6. CHEHUAJIHO NPEAYIPEXIEHUE, YE JIEKAPCTBEHUSAT NIPOAYKT TPSBBA
JA CE CBbXPAHSABA HA MSCTO JAJIEYE OT NNOTJVIEJA U TOCEI'A HA TELIA

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

‘ 7. APYI'Y CHEHUAJIHU HPEAYIPEXIEHUS, AKO E HEOBXOJINUMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA TOJHOCT

T'onen no:

9. CIHEHUAJIHHM YCJIOBUSI HA CbXPAHEHUE
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10. CHENUWAJIHH NPEAITASHU MEPKU ITPU U3XBBPJIISAAHE HA HEU3IIOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU UJIN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKUBA

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

Boehringer Ingelheim International GmbH
55216 Ingelheim am Rhein
T'epmanus

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/15/1003/028 10 ¢punmupanu TabieTKu
EU/1/15/1003/029 14 dunvupanu TabaeTKH
EU/1/15/1003/030 30 duivupann TabaeTKu
EU/1/15/1003/031 56 dunvupanu TabaeTKH
EU/1/15/1003/032 60 dunvupanu TabaeTKH
EU/1/15/1003/040 90 dpunmupanu TabIeTKH
EU/1/15/1003/033 100 ¢punmupanu TabaeTKu

13. HNAPTHUIAEH HOMEP

ITapT. Ne

‘ 14. HAYUH HA OTIIYCKAHE

‘ 15. YKA3AHUJ 3A YIIOTPEBA

‘ 16. MH®OPMAIIMA HA BPAMJIOBA A3BBYKA

Synjardy 12,5 mg/1 000 mg

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

JByn3mepeH 0apKoj ¢ BKIIIOYEH YHUKAIECH HACHTU(UKATOD

‘ 18. YHUKAJIEH UIEHTU®UKATOP — JAHHMU 3A YETEHE OT XOPA

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

BJIIMCTEPU (nepdopupann)

1. HNME HA JIEKAPCTBEHUSA ITPOAYKT

Synjardy 12,5 mg/1 000 mg Tabnerku
emmarnuduo3na/MergopmuHoB HCL

2. NME HA ITIPUTEXATEJISA HA PASPEIIEHUETO 3A YIIOTPEBA

Boehringer Ingelheim

‘ 3. JATA HA U3TUYAHE HA CPOKA HA TOJHOCT

EXP

4. IHAPTUJAEH HOMEP

Lot

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

I'PYIIOBHU OIMAKOBKH - MEXK/IMHHA KAPTOHEHA OITAKOBKA BE3 BLUE BOX —
12,5 mg/1 000 mg

1. HNME HA JIEKAPCTBEHUSA ITPOAYKT

Synjardy 12,5 mg/1 000 mg punMupanu TadbaeTku
eMIariuQIo3NH/METPOPMUHOB XUPOXIIOPHU]T

2. OBSABSABAHE HA AKTUBHOTOMTE) BEIIIECTBO(A)

Bcesika Tabnerka chabpika 12,5 mg emmarnudiosus u 1 000 mg MeT(hOpMUHOB XHIPOXIOPHUIL.

‘ 3. CIIMCBK HA TIOMOIIIHUTE BEHIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJTHA OITAKOBKA

60 x 1 punmupanu Tabnetku. YacT OT rpynoBa ONakoBKa, HE c€ PoJaBa OTAEIHO.
90 x 1 punrmupanu Tabnerkn. YacT OT rpynoBa OIakoBKa, HE CE MPOjIaBa OTAEITHO.
100 x 1 dunvupanu tadbnetkn. Yact oT rpymnoBa onakoBKa, He ce poJiaBa OT/IEIHO.

‘ 5. HAYMYH HA ITPUJIOKEHUE U II'BT(MLIA) HA BbBEX/JAHE

[penu ynotpeda npoyereTe IUCTOBKATA.
IlepopanHo npuiioxeHue

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

I[a CC CbXpaHABa Ha MACTO, HCJOCTBIIHO 3a [ICla.

‘ 7. JAPYI'U CHEHUAJIHA HPEAYIIPEXKXIEHUS, AKO E HEOBXOJINUMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA I'OAHOCT

T'onen no:

9. CHHELHUAJIHM YCJIOBUSI HA CbXPAHEHUE

10. CHELOUAJIHU NPEAITAZHU MEPKMU ITPU U3XBBPJISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU WJIN OTIIAABYHU MATEPUAJIU OT
TAX, AKO CE U3UCKBAT TAKUBA
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11. HME U AJAPEC HA IIPUTEXKATEJISA HA PASPEIIEHUETO 3A YIIOTPEBA

Boehringer Ingelheim International GmbH
55216 Ingelheim am Rhein
T'epmanus

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/15/1003/034 120 (2 x 60 x 1) dbunmupanu tabiaeTku
EU/1/15/1003/035 180 (2 x 90 x 1) ¢punmupanu TabneTku
EU/1/15/1003/036 200 (2 x 100 x 1) dunvupanu TabIeTKH

13. HNAPTHUIAEH HOMEP

ITapt. Ne

‘ 14. HAYUH HA OTIIYCKAHE

‘ 15. YKA3AHWUJ 3A YIIOTPEBA

‘ 16. HWH®OPMAIIMS HA BPAHJIOBA A3BBYKA

Synjardy 12,5 mg/1 000 mg
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JAHHH, KOUTO TPABBA A CBABPKA BTOPUYHATA OITAKOBKA

ETUKET HA BBHIIHATA OBBUBKA HA I'PYIIOBU OITAKOBKH — BKJIIOYUTEJIHO
BLUE BOX - 12,5 mg/1 000 mg

1. HNME HA JIEKAPCTBEHUSA ITPOAYKT

Synjardy 12,5 mg/1 000 mg punMupanu TadbaeTku
eMIariuQIo3NH/METPOPMUHOB XUPOXIIOPHU]T

2. OBSABSABAHE HA AKTUBHOTOMTE) BEIIIECTBO(A)

Bcesika Tabnerka chabpika 12,5 mg emmarnudiosus u 1 000 mg MeT(hOpMUHOB XHIPOXIOPHUIL.

‘ 3. CIIMCBK HA TIOMOIIIHUTE BEHIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

['pynoBa onakoBka ¢ 2 OakoBKH, Besika chabpskama 60 x 1 dunMupanu TabaeTku.
I'pymnoBa omakoBka ¢ 2 0akoBKH, Besika chabpikamia 90 x 1 ¢puimMupany TabiaeTK.
['pymoBa omakoBka ¢ 2 OMakoBKH, Besika chabprkama 100 x 1 ¢punmupany TabIeTKH.

5. HAYMYH HA ITPUJIOKEHUE U II'BT(MLIA) HA BbBEX/JIAHE

[penu ynotpeda npoyereTe IUCTOBKATA.
IlepopanHo npuiioxeHue

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

I[a CC CbXpaHsABa Ha MACTO, HCJOCTBIIHO 34 [C1A.

‘ 7. JAPYI'U CHEHUAJIHA HPEAYIIPEXKXIEHUS, AKO E HEOBXOJINUMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA I'OAHOCT

T'onen no:

9. CHHELHUAJIHM YCJIOBUSI HA CbXPAHEHUE

10. CHELOUAJIHU NPEAITAZHU MEPKMU ITPU U3XBBPJISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU WJIN OTHHAABYHU MATEPUAJIU OT
TAX, AKO CE U3UCKBAT TAKUBA
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11. HME U AJAPEC HA IIPUTEXKATEJISA HA PASPEIIEHUETO 3A YIIOTPEBA

Boehringer Ingelheim International GmbH
55216 Ingelheim am Rhein
T'epmanus

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/15/1003/034 120 (2 x 60 x 1) dbunmupanu tabiaeTku
EU/1/15/1003/035 180 (2 x 90 x 1) ¢punmupanu TabneTku
EU/1/15/1003/036 200 (2 x 100 x 1) dunvupanu TabIeTKH

13. HNAPTHUIAEH HOMEP

ITapt. Ne

‘ 14. HAYUH HA OTIIYCKAHE

‘ 15. YKA3AHWUJ 3A YIIOTPEBA

‘ 16. HWH®OPMAIIMS HA BPAHJIOBA A3BBYKA

Synjardy 12,5 mg/1 000 mg

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

JByn3mepeH 0apKoj ¢ BKIIIOYEH YHUKAIECH HACHTU(UKATOD

‘ 18. YHUKAJIEH WIEHTU®UKATOP — JAHHMU 3A YETEHE OT XOPA

PC:
SN:
NN:
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b. IUCTOBKA
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JIncroBka: HH(popMAaLUs 32 MAHEHTA

Synjardy 5 mg/850 mg ¢puamMupanu TadjJeTKn
Synjardy 5 mg/1 000 mg puamMupanu TadaeTKU
Synjardy 12,5 mg/850 mg ¢puamupanu TadiaeTkn
Synjardy 12,5 mg/1 000 mg punavmupann TadjieTKu
Emmarnugiio3ns/MeThopMUHOB XHIPOXIOPHT
(empagliflozin/metformin hydrochloride)

vTO3I/I JICKAPCTBCH MPOAYKT MMOAJICIKHU HA JOIIBIHUTCIIHO Ha6J'IIO,Z[GHI/Ie. Tosa 1€ MMO3BOJIN 6’Lp3OTO
YCTaHOBSIBAHC HA HOBA I/IH(l)OpMaLII/IH OTHOCHO Oe3omacHOCTTa. MoKeTe Ja 1aaeTe CBOSA MPUHOC KATO
C’LO6HII/ITG BCsKa HEXCEJIaHa PEAKIUA, KOATO CTC IMMOJTYUYNIIN. 3a HauMHa Ha CT)O6IIIaBaHe Ha HECXKCJIaHH
PCaKIMH BUKTC Kpast Ha TOYKa 4,

IIpoyeTeTe BHUMATEIHO USAJIATA JUCTOBKA, IPEIH /12 3all0YHETE 12 PUeMAaTe TOBA JeKAPCTBO,

Thil KaTo T4 ChABbPKA BaxHa 3a Bac undgopmanmus.

- 3ana3zere Ta3u JUCTOBKA. MoOXe /1a ce HAIOXKU J1a 51 IPOYETETE OTHOBO.

- AKO UMate HAKaKBH JOMbJIHUTEIHA BBIPOCH, onuTaiTe Bamus iekap, GpapmarieBt niu
MEJIMIIMHCKA CecTpa.

- ToBa nekapcTBO € npennucano JuyHo Ha Bac. He ro mpeorcrenBaiite Ha Apyru xopa. To moxe
Jla IM HaBpeJlM, He3aBUCHMO Y€ TIPU3HAILMTE HA TAXHOTO 3a00JIsBaHe ca ChIUTE Kato Bammre.

- AKO TIOJIyYHTe HAKAKBH HEXEJIaHU peakilny, yBeaomeTe Bamus iekap, GapmaieBt uim
MEIUIMHCKA cecTpa. ToBa BKIIIOUBA U BCUUKH Bb3MOXKHU HEXKEIaHU PEaKINK, HEOIUCAaHU B
Ta3u JUCTOBKA. BikTe TOouka 4.

KakBo CbAbpPiKa Tadu JIJMCTOBKaA

KakBo npencraBnsaBa Synjardy 1 3a KakBO ce W3IMOJI3Ba
Kakso TpsiOBa na 3Haere, npeau fa npuemere Synjardy

Kak na npuemare Synjardy

BB3MOKHHU HEKETaH! PEaKiiu

Kak na cpxpansiBate Synjardy

ChabpkaHue Ha ONAaKOBKATa M JOBIHUTEIHA HHPOPMAIIUS

AU S

1. Kakso npeacraBasia Synjardy u 3a KaKBO ce H3110J13Ba

Synjardy e nexkapcTBo 3a AuadeT, KOETO ChABPKA JBE aKTUBHH BEIIECTBA, HAPECUECHH eMIarin(I03uH

1 MeT(pOpMHH.

o Emnarnudiosun aefictBa upe3 O10KupaHe HA MPOTEHH B OBOpenunTe, HapeueH HaTPUEBO-
rimoko3eH kotpadcnoptep 2 (SGLT2). SGLT2 npenna3a ot 3ary6a Ha ritoko3a (KpbBHA
3axap) B ypHHaTa, 4pe3 o0paTHO abcopOupaHe Ha TIII0K03aTa B KPbBOOOPAIIEHUETO 110 BpeMe
Ha (QUITPUPAHETO HA KPBBTA Ipe3 ObOperure. Upes O110KupaHEeTo HAa TO3M MPOTEHUH,
JIEKapCTBOTO BOJIM JIO OT/IEJISIHE C ypUHATA HAa KPhBHA 3axap, HaTpui (coxi) u Boja. Taka HUBaTa
Ha KpbBHATA 3aXap, KOUTO ca CHJIHO TIOBHUILIEHH Mopaay Bamms quaber Tum 2, ce NOHMKaBaT.
ToBa JiekapcTBO MOXeE Jia TOMOTHE U 32 MPEJOTBPATsIBaHe Ha ChpACUHO 3a00IIsBaHE.

o MetdopMuH neiicTBa 1Mo pa3iniueH Ha4YKH, 32 J]a MOHWKH HUBATa Ha KphBHATA 3aXap B KPHBTA,
OCHOBHO upe3 OJIOKMpaHe Ha MPOU3BOJICTBOTO Ha TJIFOK03a B YEPHUS JIPOO.

Synjardy ce mo0aBsi KbM AMETaTa M YIPAKHEHUATA 3a JICUSHNE Ha 3aXapeH AuabeT Tl 2 npu
BB3pACTHU NaeHTy (Ha 18 roarHu U Mo-Bh3pacTHH), IPH KOUTO TUAOETHT HE MOXKeE /1a Oble

KOHTPOJIUPAH C J00aBsiHEe caMO Ha MET(OPMHH MM HAa MET(HOPMHH U JPYTH JIEKapCTBa 3a AuadeT.

Synjardy mMosxe J1a ce KOMOMHHPA U ¢ APYTH JeKapcTBa 3a JieueHre Ha quadet. ToBa Moke Jia ca
JIeKapCTBa, KOUTO CE MPUEMAT Npe3 ycTara I ce MHKEKTHPAT, KATO HHCYJIHH.
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B nombnnenue, Synjardy Moxke a ce W3I0J13Ba KaTo ajTepHaTHBA Ha IpHeMa Ha eMIIariau(Io3uH 1 Ha
MeT(OpMUH KaTo OTAeNHH TabaeTKu. 3a na n3derHere npeao3upane, He MPOAbIDKaBalTe 1a IpuemMare
OTJICTTHHUTE TaOJIETKH eMIaringIIoO3uH U MeT(HOPMHH, aKO IIPHEMaTe TOBA JIEKAPCTBO.

Baxno e Ja NpOABJDKUTE C JUCTAaTa CU U (l)I/I3I/I‘leCKI/ITe YHOpaKHCHUA, KaAKTO Bu e xazan Bamus JICKap,
(bapMaLICBT HJIn MCAUIIMHCKA CECTpa.

Kakso npencrasinsiBa 3axapeH nuader tam 27

3axapHuAT AuadeT Tun 2 e 3a00isBaHe, KOETO € CBbp3aHo ¢ reHnTe By 1 HaunHa Bu Ha KUBOT. AKO
CTpajiaTe OT 3aXapeH Auader ThIl 2, Bamusit naHkpeac He MPOU3BEX/A JOCTATHYHO UHCYIINH, 32 J1a
KOHTPOJINPA HUBOTO Ha TIIFOKO3aTa B KPHBTA M OPraHM3MbT BH He MOKe J1a M3110JI3Ba COOCTBEHHSI CU
MHCYJIMH ehekTUBHO. TOBa BOJM 10 BUCOKM HHMBA Ha TJIIOKO3aTa B KpbBTa By, KouTo Morar na
JIOBEJIAT JI0 MPOOJIEMHU ChC 3/IPABETO, KATO ChpACYHH 3a00JABaHus, ObOPEUHU 3200 IIBaHUS, CIICIOTa
U JIOIIO KPBBOOOpaIlleHNne B KpaiHUIUTE.

2. KaxBo TpaoBa n1a 3HaeTe, npeau Aa npuemete Synjardy

He npuemaiite Synjardy

o aKO CTC aJICPIr'MYHU KbM eMHaI'J'II/I(l)J'IOSI/IH, MeT(bOpMI/IH NI KbBM HAKOS OT OCTAaHAJIUTE ChbCTaBKHU
Ha TOBa JIEKApCTBO (M30pOEHU B TOUKA 6).

. aKo UMare CHIIHO HamalleHa ObOpedHa QyHKITHS.

. aKo UMaTe HeKOHTPOJIHMPaH JradeT, HalpUMep C TEXKKa XHUIIEprIIuKeMus (BICOKa KpbBHA 3aXap),

rajicHe, MoBpbIIaHe, AMapus, Obp3a 3aryda Ha TerJjo, JIaKTaTHa anu03a (BIKTe ,,PUCK OT
JIaKTaTHA aly103a’ mo-10Jy) Win Keroarunos3a. Keroamumosara e cbCTOSHUE, TIPU KOETO
BeIIeCTBa, HAPEUYCHH ,,KETOHOBH Tejla“ ce HATPYIBAT B KPbBTA U MOTaT Jia JOBEaT 10 JuadeTHa
npe-komMa. CUMIITOMHTE BKJIIOYBAT CTOMAIITHHU OOJIKH, YCKOPEHO M IBJI0OKO JIUIIAHE,
CHHIIMBOCT WJIM HEOOWYaeH TUIOIOB apoMar Ha Jibxa Bu.

. aKo CTe UMalli TuabeTHa pe-Koma.

. aKO MMaTe Te)KKa WHEKIUs, KaTo HanmpuMmep UHQEKIus, 3acsramia oenus Bu npo0, Oponxure
wim 0p0penute. TexkuTe HHMEKIUK MOTaT Ja MPeAU3BUKAT MpodieMu ¢ ObOpenuTe, KOUTOo /1a
JIOBEJIAT JI0 PUCK OT Pa3BUTHE Ha JIaKTaTHA aiuao3a (Bx. ,,JIpeaynpekacHus 1 Ipeana3Hu
MEpKHU*).

° aKo CTe 3aryOuIIi MHOTO T€YHOCTH OT TSUIOTO CH (AeXUApaTaius), Halp. B Pe3yaTar OT
MPOABIDKUATEIHA AUAPUS WITH aKO CTe IMOBPBIAIN HIKOJIKO ITBTH mojape. Jlexunparanusra
MOJKe J1a JIOBe/Ie JI0 pobiieMu ¢ ObOperuTe, KoeTo 1a Bu u3npaBu mpes ornacHOCTTa OT
pa3BUTHE HA JJAKTAaTHA anu03a (BX. ,,[I[peaynpexaeHns u npeamna3sau MEpKu‘).

° aKo ce JIEKyBaTe 3a OCTpa ChpJIeYHA HEIOCTATHYHOCT WIIM HACKOPO CTE MMAJH ChPJICUCH
MIPHUCTBII, UMATE TEXKKHU NMpoOJIeMu ¢ KpbBOOOpaIeHueTo (Karto ,,I0K ") WK UMaTe 3aTPyTHEHHS
¢ nuinanero. ToBa MOJke Ja JIOBEJIE 10 HEJOCTUT Ha KUCIIOPOJI B ThKaHUTE, KOETO J1a Ch3/aje
OITaCHOCT 3a Pa3BUTHE HA JIAKTaTHA anu03a (Bxk. Touka ,,JIpeaynpexacHus 1 npeanasHu

MEpKHU*).
o aKo MMaTe MPOOJIEMH C YepHHS JAPOO.
o aKO KOHCYMHPATE TOJIEMH KOJTMYECTBA aJIKOXOJI, HJIM BCEKH JICH WIIM CaMO OT BpeMe Ha BpeMe

(BX. Touka ,,Synjardy ¢ anmkoxomn‘).

IIpenynpesxnenust ¥ npeanasHu MepKH
l'oBopete ¢ Bamms nekap, ¢papManeBT WM MEAULIMHCKA CECTPa, IPEAN J1a IPHEMETe TOBA JIEKapCTBO
U 110 BpeMe Ha JICUYEHUETO:

. OTHOCHO TOBa, KAKBO MOJKETE Ja HalpaBUTE, 32 J]a IPEOTBpaTUTE 00C€3BOTHSIBAHE.

° ako uMmarte ,,auabdet tum 1% - To3u TUM AuadbeT oOnuaiHo 3ammoYBa B Mi1aja Bh3pacT U
Oopranu3MbT By He cHHTE3npa MHCYIIUH.

° npu Obp3a 3ary0a Ha TerJjo, TaJicHe WK MOBpPBIaHe, O0JIKH B KOpeMa, IPEKOMEPHA JKax/1a,

YCKOPEHO U IBJIOOKO JHUIIaHe, MPOSBU Ha 00BPKAHOCT, HEOOWYalHA CHHIUBOCT UM yMOPA, IbX
ChC CITaJIka MUPH3Ma, CIIaIbK MIIM METAJIEH BKYC B yCTaTa WM Pa3nueH MAPUC Ha YPUHATA WIIH
N0TTa, He3a0aBHO Ce CBBPIKETE C JIeKap WK ce 00ObpHETE KbM Hal-Onm3Kkara OonHuIa. Te3u
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CHUMIITOMH MOJXKE JIa Ca MPU3HAaK Ha ,,AnabeTHa KeToau103a‘” — psiibK, HO CepHO3€EH, TOHAKOTa
JKMUBOTO3aCTpallIaBall npo0ieM, KOUTO MOXKE /1a UMaTe ako CcTe ¢ AnadeT, IbJDKaIll ce Ha
TIOBHIIIEHN HHUBA Ha ,,KETOHHM TeJa~ B ypHHATa WIH KpBbBTa Bu, KOeTo ce ycTaHOBsBA IIpH
nabopaTopHH U3ciIeBaHus. PHUCKBT 3a pa3BuTHE Ha TMabeTHA KETOAIH103a MOXKE Jia ce
MIOBULIY IIPU IIPOJBIDKUTENHO TIIayBaHe, IPEKOMEPHA KOHCYMALMs Ha aJIK0XO0J,
JeXuapaTanys, ps3ko HaMasiBaHe Ha J03aTa Ha MHCYJIMHA, WIK NOBHUILIEHHU HYXKIU OT UHCYJIVH,
MOpaJX TOJEMH OTIEPAINH WIIH TEXKO 3a00JIBaHE.

. aKo cTe Ha 75 FOJUHM WM [TO-BB3PACTHH, TIOBUILIEHOTO OTJIENSIHE HA YPUHA B PE3YTaT OT
JIEKapCTBOTO MOJKE J1a 3aCeTHE BOIHO-ENIEKTPOIUTHUS OanaHc B opranu3mMa Bu u na mosuiu
pHCKa OT Aexunapartanus. Bp3MoxxHuTe npu3Hay ca n30poeHu B Touka 4, ,,Br3MokHH
HE)KETIaHW PEaKIuu‘, JeXUApaTaIHsl.

° aKo CTe Ha 85 roJMHM WJIM [TO-Bb3PACTHH, Thi KaTO B TO3M Cliydaii He TpsiOBa jJa 3amoypare aa
npuemMate Synjardy.
° aKo MMaTre cepruo3Ha nH(pEKIUs Ha OBOpEHTe WM MTUKOYHUTE ITHTHILA, C TTOBHUILICHA

Temrneparypa. BeamoxkHo e Bammsar nekap ga Bu xaxe na cripere npuema Ha Synjardy, JoKaTo
C€ Bb3CTaHOBUTE.

Puck oT nakTaTHAa anuao3a

Synjardy Mo>xe 1a IpUUMHA MHOTO psiiKa, HO MHOTO CEpUO3HA HEXKeJIaHa PeaKlusl, HapedeHa
JIaKTaTHA aIu103a, oco0eHo ako ObOpernuTe Bu He pyHKIMOHMpAT MpaBMIIHO. PUCKBT OT pa3BUTHE HA
JIaKTaTHA aly103a ce yBeJIM4aBa U NP HEKOHTPOJIMPaH AUA0ET, TeXKKH HHPEKINH, TPOABIKUTEITHO
rJIaJyBaHe WK MPHEM Ha alKOXOJI, ieXuaparanus (BUKTe olie HH(hopManus 1o-101y), YepHOAPOOHH
npo0JIeMHU U BCAKAKBU CHCTOSHHUSI, TIPU KOUTO YaCT OT TSUIOTO MMa HaMalleHO CHAOJIIBaHE C KHCIIOPO/T
(kxato ocTpo mpoTHyaria 00JIeCT Ha ChPIIETO).

AKo HsIKOE OT U30pOEHUTE MO-Tope ce OTHAcs 3a Bac, ropopere ¢ Baims niekap 3a TOMBIHUTEITHHA
YKasaHus.

Chperte npueMa Ha Synjardy 3a KpaTbK IepHoJ OT BpeMe, aK0o MMate 3a00J1ABaHe, KOETO MOKe
Ja 0blie CBbP3aHo ¢ AexuapaTanus (3HaYNTEIHA 3ary0a Ha TEJIECHU TEUHOCTH) KaTo TEXKKO
NOBPBLIAHE, TUAPHsI, TPECKA, U3JIaraHe Ha TOIUIMHA WK aKo IHETE MO-MaJIKO TEYHOCTH OT
HopMaHOTO. ['oBopeTe ¢ Bamms nekap 3a JONBIHUTEIHN YKa3aHHS.

Crperte npueMa Ha Synjardy ¥ He3a0aBHO ce CBbpIKeTe ¢ JeKap HJiu Hali-0JM3KaTa 00 THHIIA,
AKO MMAaTe HSAKOU OT CHMIITOMHUTE HA JIAKTATHA ali/103a, Thi KaTO TOBA ChCTOSTHUE MOJXKE J1a
JI0BeJIe 10 KOMa.

CumnToMHTE Ha JIAKTaTHA aly103a BKIIOYBAT:

. NOBpBLIaHE

. 00JKM B cTOMaxa (KOpeMHH OOJIKH)

. MYCKYJIHH CIIa3MH

. 001110 ycelane 3a HepasnooKeHNe, MPUAPYKEHO C TeKKa yMopa
. 3aTpyJHEHO JUIIaHe

. HOHIDKEHA TeJIeCHA TeMIIepaTypa U IyJic

JlakTaTHaTa anm03a € ChCTOSTHUE, U3UCKBAIIO CIIEITHA MEIUIIMHCKA TIOMOIII, ¥ TPsiOBa Ja ce JIeKyBa B
OoJtHHIIA.

Axo Bu ce Hanara 1a mpeThpIIuTe CeprO3Ha Olepalus, TpIOBa 3aAbDKATENHO JIa CIIpeTe MpreMa Ha
Synjardy mo BpeMe Ha U U3BECTHO BpeMe Cie]l porierypaTta. BamusT nexap mie pemm kora TpsoBa ja
cIpeTe ¥ Kora Jia Bb300HOBHTE JICUCHHETO ChC Synjardy.

Io Bpeme Ha neyenuero cve Synjardy, Bammst jexap me nposepsiBa 0b0peunara Bu ¢ynkuus none
BE/IHBK TOJIMIIHO WM TI0-4ECTO, aKO CTE B CTapUECcKa Bh3pacT W/HIIHM aKO UMaTte BiolleHa Ob0pevHa

(QyHKIHSL.

I'pmikm 3a kpakara
BaxxHo e, KaKTO BCHYKHM MAIMEHTH ¢ AuabeT, JAa MpoBepsBaTe XOAWJIaTa CH PEIOBHO M Jla CIia3Bare
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BCCKH CHBCT OTHOCHO I'PMIKUTE 3a XO0AuJiaTa, AaJICH OT Bammsa MECIUIIMHCKHU CIICIUAJIUCT.

I'noko3a B ypunarta
ITopann Mmexanu3Ma Ha AEWCTBUE HAa TOBA JIEKAPCTBO, TECTOBETE 3a 3aXap B ypuHaTa Bu me Obpaat
MOJIOKUTEINIHU, JOKATO IPUeMaTe TOBa JIEKaPCTBO.

Jlena u roHOIIM
ToBa JiekapcTBO HE Ce MPENopbyBa Ja ce U3MO0J3Ba NpH Aela U IOHOILIY o1 18 roauHu, MoHexe He €
MPOYYBAHO MPH TE3U NALUEHTH.

Jpyru nexapcrBa u Synjardy

Axo TpsiOBa a Bu Ob/1e mocTaBeHa MHIKEKITHSI C KOHTPACTHO CPEJCTBO, ChIBPIKAIIO HO, B
KPBBOOOPAIIEHHETO, HATPUMED B KOHTEKCTA Ha PEHTIEH MM CKEHEp, TpAOBa Ja CIIpeTe mpremMa Ha
Synjardy npeau wiaM 1o BpeMe Ha MHKEKIMATA. Bammsr rekap e perny Kora TpsoBa Jia Cripere u
KOTa J]a Bb30OHOBUTE JICYCHHETO ChC Synjardy.

Wudopmupaiite Bammst nexap, ako npremare, HaCKOpO CTe MPUEMaH WK € Bb3MOXKHO JIa IpueMare
JIpyTd jekapcTBa. Moxke Aa ce HaJIOKHU MO-4eCcTo Ja Ce U3CIeBa IIK03aTa B KpbBTa U
¢yHKunoHMpaHeTo Ha ObOpennTe WK BammsaT gekap Moxke 1a Kopurupa no3ara Ha Synjardy.
MBKIII0YNTENHO BaXKHO € a CIOMEHETE CIIETHOTO:

. JICKapCTBa, KOMTO YBEJIMUABAT OTACISHETO Ha ypUHA (IUypEeTHIIN), Thil KaTo Synjardy Moxke 1a
MOBHIIIM PUCKA OT IPeKOMepHa 3aryba Ha TedHoCcTH. Bp3morkHO e Bammsr nexap na Bu kaxe
Ia cipete nmpuema Ha Synjardy. Bp3MoxHHTE MPU3HALM HA TPEKOMEpPHA 3ary0a Ha TEYHOCTH OT
oprann3ma ca n30poenu B Touka 4 ,,Bb3M0KHN HEKETaHW PEeaKIih .

. JIPYTH JEKapCcTBa, KOUTO MOHIKABAT KpbBHATA 3aXap B KpbBTa By, KaTo WHCYIUH WITH
cynhOHUIYPEIHO por3BoAHO. Bb3MokHO € BamusaT ekap a ucka Ja MOHMKHY J103aTa Ha TE3U
JIeKapCTBa, C el 1a ce n30erHe NpeKaleHo crajJjaHe Ha HUBaTa Ha KpbBHaTa Bu 3axap
(Xumoriaukemus).

o JIEKapCTBa, KOUTO MOTAT Jia IPOMEHST KOJIMYECTBOTO MeT(OPMUH B KpbBTa BH, 0co0eHO ako
uMare HaMmayieHa ObOpevHa QyHKIHS (KaTo BepanaMui, pudamMIrIiuH, ITAMETH IH,
JOJyTEerpaBup, paHOIa3uH, TPUMETONIPUM, BaHAETaHUO, N3aBYKOHA30J1, KPU30THHHUO,

onanapuo).

. Oponxoauiaararopu (0eTa-2 aroHUCTH), KOMTO CE U3IIOJI3BAT 3a JICUCHUE Ha acTMa.

. KOPTHUKOCTEPOH N (TIPHIJIaTraH! NIEPOPATHO, KATO MHKEKIIUA WIH WHXAJAIWs ), KOUTO ce
W3M0JI3BAT 32 JICUCHUE Ha BB3MAJICHUE ITPH OOJIECTH KaTO acTMa MJIH apTPHT.

. JIeKapcTBa, M3MOI3BaHN 3a Jiederne Ha Oonka u Bp3nanenue (HCIIBC u COX-2 uaxuburopw,
kaTo uOynpodeH 1 1eTeKOKCHO).

o HSIKOM JIEKapCTBa 3a JICUCHHE Ha BUCOKO KpbBHO HaisArane (ACE-nHXHOUTOpH M aHTHOTEH3HH
Il petenTopHN aHTArOHUCTH).

o JICKapCTBa, KOMTO ChIABPIKAT AIKOXOJ (BXK TOUKa ,,Synjardy ¢ aakoxou).

° CBABPKAIIH WO KOHTPACTHU CPeICTBa (JIeKapCTBa, U3MOI3BAHM ITOBPEME Ha PEHTTCHOBH

CHUMKH, BXK. TOUKa ,,II[penynpexacHus v npeana3Hu MEpKu .

Synjardy ¢ aakoxo.

W36srBaiiTe npekoMepHaTa ynoTpeda Ha alKoxoJl 10 BpeMe Ha rpuema Ha Synjardy Thi KaTo TOBa
MOJKE /Ia yBEeJINYH PHCKa OT JIAKTaTHa aluo3a (BIKTe ToUKa ,, [ [peaynpexaeHns u npeamnasau
MEpKHU*).

bpeMeHHOCT M KbpMeHe
AKo cTe OpeMeHHa Ui KbpMUTE, CMATATEe, Y€ MOJKE /1a CTe OpeMeHHa WU TUTaHupaTe OpeMEeHHOCT,
nochBeTBaiTe ce ¢ Bamms nexap miu gapmaieBT peau ynorpedaTta Ha TOBa JEKapCTBO.

He usnon3paiite Synjardy, ako cre OpemenHa. He e u3BecTHO Jajid TOBa JIEKAPCTBO MOJXKE J1a YBPEIH
TIoja.

MetdopMuH mpeMruHaBa B MaJIKi KOJIMYEeCTBa B KbpMaTa. He e u3BecTHO ganu eMnaringIio3uH
NpeMHUHaBa B KbpMaTa Ha Maiikata. He n3nonspaiite Synjardy, ako KbpMHTE.
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lo¢pupane u padoTa ¢ MAIIUHUA
Synjardy moBiusiBa B Maska cTereH cnocoOHOCTTa 3a modupane u padoTa ¢ MallMHU.

[IpuemMbT Ha TOBa JIEKAPCTBO B KOMOWHAIIMSI C JIEKapCTBa, HAPEUEHH CYJI(DOHMITYpEHHU MPOU3BOIHH,
WJIM C MHCYJIMH MOJXKE J1a JIOBEZIC 0 MHOTO HUCKY HUBA HAa KPBhBHATA 3aXap (XUIOTIIMKEMHs ), KOETO
MO J1a TPUYUHYU CUMIITOMH KaTO TPeTepeHe, U3MOTIBaHEe U MPOMEHHU B 3pCHHUETO U TOBA Ja MTOBJIUSC
Ha criocoOHocTTa Bu fa modupare u paborute ¢ Mamuau. He modupaiite u He nsnospaiire
HUKaKBU WHCTPYMEHTH aKO YCETHTE 3aMasHOCT, JIOKaTo mpueMate Synjardy.

3. Kaxk na npuemare Synjardy

Bunaru npuemaiite ToBa JeKapcTBO TOYHO, KakTo Bu e ka3an Bammsr jgexap. AKo HE CTe CUTYPHHU B
HeIo, monuTaiTe Bamms nexap wim ¢papmaniesT.

ITo koo 1a npuemare

Ho3ara Ha Synjardy Bapupa B 3aBUCHMOCT OT ChCTOSIHUETO BH 1 OT 103uTe Ha JIeKapcTBara 3a Auader,
KOHTO IpreMare B MOMeHTa. Bammsar nekap mie kopurupa no3ara Bu, kakro e Heobxoaumo, u me Bu
MH(POPMHUPA TOYHO KOI BHUJ TaOJIETKH OT JIEKAPCTBOTO Ja MpueMare.

[Ipenopbunrennata qo3a € eqHa TabneTka J1Ba IbTH JHEBHO. OOMKHOBEHO BamusT siekap 1e 3amnodHe
neyeHneTo cbe Synjardy, kato Bu npennuie To3u Bua TabieTka, KOsATO /aBa chllaTa J03a
MeThopMuH, KoATO mpremare B MoMeHTa (850 mg mmm 1 000 mg 1Ba IbTH AHEBHO), U Hal-HUCKAaTa
J03a emMrarnuguio3uH (5 mg qBa IbTH JTHEBHO). AKO Bede pueMare JIBeTe JeKapcTBa 1o OT/IETHO,
Bammsar nexap mie 3ano4He JieueHue ¢ TakuBa TadneTkn Synjardy, KOWTO AaBaT ChlaTa 4032 U OT
nBere. AKo UMaTte HamanieHa ObpOpeuHa GyHkims, Bamust nekap Moxke na Bu npeanuie no-aucka
J03a.

IIpuemM Ha TOBa JeKaAPCTBO

. I'wiraiiTe TabneTKaTa 1s1a, ¢ BOJA.
. IIpuemaiitTe TabmeTKUTE C XpaHa, 3a Ja HAMAJIUTE OMMACHOCTTAa OT CTOMAIIIEH AUCKOMQOPT.
. IIpuemaiitTe TabmeTKUTE JBA IHTH THEBHO IIPE3 ycTara.

Bb3moxkHo ¢ Bamusr nekap na Bu npeanuiie Synjardy 3aeaHo ¢ Apyro JeKapCTBO MPOTUB AHA0ECT.
3amoMHeTe, ue TPsAOBa Ja MprUeMaTe BCHUKH JICKapCcTBa CIOpe yKa3aHusATa Ha Bamust nekap, 3a aa
MOCTUTHETE Hal-TOOPUTE PE3yIITATH 3a 37PaBeTo CH. Bb3Moko ¢ BammsaT nexkap /1a ce HaJlokKH J1a
Kopurupa po3ute Bu, 3a qa mocTHrHE KOHTPOJI HAJ KPbBHATA 3aXap.

Juerara u pusudeckuTe yrpaKkHEHHS MOTaT Ja MOMOTHAT Ha opraHu3Ma Bu mo-mo0pe 1a u3non3sa
KpbBHaTa 3axap. BaxkHo e, qokaro npuemare Synjardy, fa cria3Bare aueraTa U ABUTATSIIHUSA PEIKUM,
IIpenopbYaHy OT Bamms siekap.

AKO cTe mpuesu MoBeyYe OT HeodxoauMaTa 103a Synjardy

AKO CcTe mpuesu nmosede oT HeoOXxoaumus 0poit Tadsietku Synjardy, € Bb3MOXKHO Ja TTOJIY4YHUTE
nakTaTHa anuao3a. CHMITOMUTE Ha JIAKTaTHA alyj103a ca Hecrenn(uIHH, KaTO CUITHO
HEPAa3IoI0KEeHNE, TIOBPBIaHe, 00JIKa B CTOMaxa ¢ MyCKYJIHU KPaMIld, 000 Hepa3oIoKEHUE C
TCXKa yMOpa U HEBB3MOXKHOCT 3a AWIIAHE. ﬂOH’bHHI/ITeHHI/I CHUMIITOMMU Ca ITIOHM)KXCHA TCJICCHA
Temreparypa u 3a0aBeH mysic. Ako ToBa Bu ce ciiyun, e Bb3MOKHO /1a IMaTe HYK/Aa 0T He3a0aBHO
0O0JIHUYHO JIeYeHHe, Thil KaTo JIAKTATHATA alKu103a Mo:Ke 1a JoBele 10 koma. Cnpere nmpuemMa
HA TOBA JIeKAPCTBO He3a0aBHO U ce KOHCYJITHPAiiTe BeHAara ¢ JieKap, Wjiu OTHJ1eTe B
Hali-0yim3KkaTa 0otHMIA (BK. TouKa 2). BzemeTe onakoBKaTa Ha JieKapcTBOTO ¢ Bac.

AKo0 cTe mponmycHaJu 1a npuemete Synjardy

AKO cTe MPOMyCHAIH 1033, TIPUEMETE s BEJIHATa IIIOM CE CETHTE 32 TOBa. AKO HE CTE CE€ CETHIIH JI0
HACTBIIBaHE Ha BPEMETO 3a CIIe/BaIlaTa J103a, IPECKOYETe MPOITyCHaTaTa J103a U CJIe]] TOBa
MPOABIDKETE ChC CTaHIApPTHATA CH cxeMa. He B3emaiiTe aBOMHA /1032 OT TOBA JICKAPCTBO.
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AKo cTe cipesii npueMa Ha Synjardy
He criupaiite npuema Ha Synjardy mpe/iu fia ce KOHCYJITHpATE ¢ Jiekaps ci. Bh3MOXHO ¢ KpbBHaTa Bu
3axap Jia ce MOBHMIIIH, KOraTo CrpeTe aa npuemare Synjardy.

Axo0 nmaTte HIKaKBU AOI'BJIHUTCIIHA BBIIPOCH, CBbP3aHU C yrIOTpeGaTa Ha TOBa JICKApCTBO, IONHUTANUTE
Bamms JICKap, (bapMaueBT WM MCAUIIMHCKA CeCTpa.

4. Bb3MOKHN HeKeTaHU peaKkun

KakTo Bcnuku JICKapCTBa, TOBA JICKAPCTBO MOXKE Ja NIPECAU3BHUKA HECXKCIIaHN PCAKIU, BBIIPEKH Y€ HE
BCCKMH I'M I1OJTy4aBa.

He3a0aBHo ce CBBpIKeTE ¢ JIEKap WIH ce 00bpHeTe KbM Hali-0JIM3KaTa G0THUIA, AKO MOJIyYHTe
HSIKO OT CJIETHUTE HeKeJIaHH PeaKIiuu:

JlakTaTHA anmMa03a, cpeia ce MHOTo psiako (Mozxke aa 3acerne 10 1 Ha 10 000 xymmn)

Synjardy Moke 1a 1oBeJie 10 MHOTO PsJIKa, HO MHOTO CEpHO3HA HeXellaHa Peakins, HapeueHa
JIAKTaTHA aIu103a (BIKTe Touka ,,[Ipemynpekienus u nmpenna3iu Mepku ). AKO TOBa Ce CIIyYH,
TpsiOBa 3aIBIKUTEITHO 12 clpeTe mpuemMa Ha Synjardy u He3a0aBHO /1a ce CBBbpIKeTe ¢ JeKap WiH
Haii-0/1M3KaTa 00JIHMIA, THI KaTO JIAKTaTHATA alK03a MOXKeE Jia JIOBeJIe JI0 KoMa.

JInadeTHa KeTOALM103a, CPella ce PAAKo (Mo:ke Aa 3acerde 10 1 Ha 1 000 xymu)
ToBa ca mpu3HanuTe Ha AUabeTHa KeToanuao3a (BmxkTe Touka 2 , IIpenynpexaeHus u npeanasHu
MEpKH™):
— MOBUILEHH HUBA Ha ,,KETOTeNA* B ypuHATa WK KpbBTa Bu
0bp3a 3aryba Ha Terso
— TraJieHe WY MOBpbIIaHe
0OJKK B cTOMaxa
— TpPEeKOMEpHa JKaxaa
— YYECTEHO U JBJIOO0KO IUIIaHe
00BpKaHOCT
— HeoOW4YaiiHa CHHIMBOCT WIIM yMOpa
— JIbX CBC CJaJIKa MUPH3Ma, CIIAJIbK W METaJIeH BKYC B ycTaTa Wi HeoOnJaiiHa MUpU3Ma Ha
ypuHaTa Wiy MoTra.

ToBa MO’Ke J1a Ce CITyur HE3aBUCHMO OT HUBOTO Ha KphBHATA 3axap. Bamumsr jgekap MoKe J1a pern
BPEMEHHO MJIM OKOHYATEJIHO J1a crpe JieueHueto Bu cbe Synjardy.

Bb3M0KHO Hali-CKOPO ce CBBhPKeTe C JIeKapsl CH, aK0 3a0eJIe’KNTe HIKOM OT CJIeTHUTE HeXKeJIaHU
peaKuuu:

Hucko HUBO Ha KpBbBHATA 3axap (XHIOIVIMKEMHS ), CPella ce MHOTO 4ecTo (MOKe 1a 3acerHe
noBeye ot 1 Ha 10 xymm)

Axo npuemate Synjardy 3aeTHO C Jpyro JIEKapcTBO, KOETO MOKE J1a IOBEJE 0 HUCKa KpbBHA 3axap,
KaTo CyJI(QOHMITYpEHHHU MPOU3BOIHH WIM UHCYJIMH, PUCKBT OT Pa3BUTHE HA CHCTOSHUE HA HUCKA
KpBbBHA 3axap € mo-BUCOK. [Ipu3HannTe Ha HUCKA KPBbBHA 3axXap MOTaT Ja BKJIIOYBAT:

o TpenepeHe, U3MOTABaHe, YCEIIaHe 3a CHIIHO 0€3M0KOHCTBO MM 00BPKAHOCT, YUECTEH ITyJIC

o MHOTI'0 CUJIEH TJaJl, [NIaBoOojue

BammsaT nexap me Bu kaxe kak 1a kopurupare HUICKOTO HUBO Ha KpbBHATa 3axap M KakBO /1a
MPaBHTE, AKO MOTyYUTE HAKOW OT M30POSHHTE TO-TOpe MpH3HAK. AKO UMaTe CHMIITOMU Ha HHUCKA
KpBbBHA 3axap, U3MKTe OyJKH 3axap, 3aKyCcKa ¢ BUCOKO ChABPKaHUE Ha 3aXap WM U3MUITE TUI0A0B
cok. [To BB3MOXKHOCT U3MepeTe KpbBHATA CH 3aXap U CH IOYUHETE.

HNudexnusa Ha TUKOYHUTE MbTUILA, CPela ce YecTo (Mozxke 1a 3acerne 10 1 na 10 xymm)
[Ipuznarure Ha HH(EKIHS HA TUKOYHUTE IIHTHIIA CA:
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o yCelIaHe 3a napeHe Mpyu ypUHUpaHe
o NOMBTHSIBAaHE HA ypUHATa
o 0oJka B Ta3a WM 1O cpenaTa Ha repoa (korato uMa HHQeKuus 1 Ha ObOpenuTe)

ITo3uBuTeE 32 yprHHpaHe WK MTO-YECTOTO YPUHHUPAHE MOTAT J1a Ce IbJKAT Ha HaurHAa Ha JIeficTBHE Ha
Synjardy, Ho Morar ja ObAaT ¥ MPU3HAIM HA HHQEKIHSI HA MTMKOYHUTE ITBTUINA. AKO 3a0eNexnTe
3aCUJIBaHE Ha TE€3U CUMIITOMHU, TpAOBa CHILO Taka Jja ce cBbpkeTe ¢ Bamus iexap.

Jexuaparanus, cpema ce HeuecTo (Mo:ke 1a 3acerde A0 1 na 100 xymm)
IIpusHanmTe Ha AexuIpaTamys He ca crienupuIHr, HO MOTaT Ja BKIFOUBAT;

° HeoOMUaiiHa Kakaa
° CBETOBBPTEK WM 3aMasHOCT TPY U3ITPABSIHE
. TIPUITAIBK WK 3ary0a Ha Ch3HAHUE

Jpyru HexkeJlaHU peaKIMH M0 BpeMe Ha npuema Ha Synjardy:
MHoro yectu

o rajicHe, MOBPbIIaHE

o Juapus wid 00JKa B cTOMaxa

o 3ary0a Ha aneTuT

Yectn

. rbOMYHa HHGEKIMSA Ha TeHUTAIMKUTE (MJICYHHUILIA)

o OTJICJISIHE Ha IMOBEYE OT OOMYANHOTO KOJIMYSCTBO YPHUHA MIIH [T0-YE€CTH TIO3MBH 32 YPUHUPAHE
o CBHpOEX

o 0o0pHB WK 3auepBeHa KOXKa — TOBA MOXKE JIa € MIPUJPYKEHO ChC ChPOEK U Jia BKIFOUBa

HaJuIr"HaTy IrpalaBy y4aCTblH, ChJI3AIIa TEUYHOCT WX MEXYPH 10 KOXKaTa
IIpOMsAHa BbB BKYCOBHUTEC YCCIIaHUA

o KaKIa

o KPBBHHUTE TECTOBE € Bb3MOXKHO JIa TOKa)KaT IIPOMEHU B HUBAaTa HAa MacTUTE (X0OJECTEPOI) B
KpbBTa Bu

Heuectu

o KOIIPHUBHA TpecKa

o HaIpeXeHrne Wi 00JIKa MPH U3MPa3BaHe HA TUKOYHHS MEXYP

. KPBBHHUTE TECTOBE € Bb3MOXKHO J/Ia TOKaKaT IPOMEHH, CBbP3aHu ¢ 0b0peuHaTa (pyHKIus
(KpeaTVHUH WU ypes)

o KPBBHHUTE TECTOBE € Bb3MOXKHO /1a MOKa)kaT [MOBUIIEHHE Ha KOJMYECTBOTO HAa YEPBEHUTE

KPBBHU KJIETKHU (XEeMaTOKPHT) B KpbBTa Bu

MHoro penku

° MOHI)KEHU HHUBa HAa BUTaMUH B12 B kpbBTa

° OTKJIOHCHHS B TIOKa3aTeNINTe Ha YePHOAPOOHATA (QYHKIIHS, Bh3MAICHUE Ha YEPHUS P00
(xenartur)

. 3auepBsIBaHE Ha KOXKaTa (epureMa)

C HeusBecTHA YyecToTa
[ ] TCXKKHU aHepl“I/IT-IHI/I peaKHI/II/I (MO)KC J1a BKJIFOUBAT HOHyBaHe Ha JIUIECTO, YCTHI/ITe, YCTaTa, C3UKa
WJIH TBPJIOTO, KOETO MOXKE Jla IOBEJIE JI0 3aTPYAHEHO JUINAHE WU MPETIbIIaHe)

Cho0maBaHe HA HesKeJIAHU pPeakIuu

AKO HOJIyYHTe HAKAKBU HEXKEJIaHU PeaKilny, yBeJoMeTe Baius nekap, papMaieBT Wil MeIUIIMHCKA
cectpa. ToBa BKIIIOUBA U BCUYKH Bb3MOXKHU HEXEIAHU PEaKIMK, HEOMUCAaHU B Ta3H JINCTOBKA.
ModxeTe ChIIO Jla ChOOIIUTE HEXKEIAaHH PEaKIIMU TUPEKTHO Ype3 HAIHOHATHATA CUCTEMA 3a
choOIaBane, mocouyeHa B [Ipunokenue V. Kato cho0OIiaBare He)KEIaHU PEaKIMK, MOXKETE Ja JajIeTe
CBOS IPUHOC 3a [0JIyYaBaHe Ha NoBe4e HH(POpMAaIs OTHOCHO 0€30I1aCHOCTTa Ha TOBA JIEKAPCTBO.
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5. Kak na coxpansiate Synjardy
Jla ce cpxpaHsiBa Ha MsICTO, HEJIOCTBIIHO 32 JeLa.

He u3non3Baiite TOBa JIEKapCTBO CJIE]l CPOKa Ha FOJHOCT, OTOENA3aH BhpXY OJUCTEepa U KapTOHEHATa
omakoBka cien ,,EXP/T'onen 10:%“. CpokbT Ha TOAHOCT OTTOBaps Ha MOCIICIHUS JICH OT MOCOYCHHMSI
Mecell.

ToBa JICKaApCTBO HC M3MCKBa CIICIUAJIHU YCJIOBUSA 3a ChbXPaHCHUC.

He u3non3Baiite ToBa 1eKapcTBO, aKO 3a0eeKUTE, Y€ ONaKOBKATa € MOBpeIeHa WM MMa CIIEAN OT
OTBapsHE.

He U3XBBPJIATEC JICKApCTBATA B KaHAJIU3allUATa UJIA B KOHTeﬁHepa 3a JOMAIllHU OTIIaaAbIIn. Ilonuraiite
Bammsa (bapMaueBT KaK Jia U3XBBbPJIATC JICKAPCTBATA, KOUTO BCUC HC U3IIOJI3BATC. Te3n MCPKH 1IC
CIIOMOr'HaT 3a OIa3BaHE Ha OKOJIHaTa cpeaa.

6. Cuu)pma}me HAa OMAaKOBKAaTa U JO0IIbJHUTEC/IHA I/IH(l)OpMaIH/IH

KakBo cbabpika Synjardy

AKTUBHHTE BEIIECTBA Ca EMITAarTU(IIO3NH U MET(HOPMHH.

Besika punmupana Tadserka (tadnerka) Synjardy 5 mg/850 mg cbhabpika 5 mg emmnarindiao3uH 1
850 mg MeTPOPMUHOB XUAPOXIJIOPHUI.

Bceska pmimupana tabierka (tabnerka) Synjardy 5 mg/1 000 mg ceabpska 5 mg emnarnudIiosud U

1 000 mg MeT(hOpMHUHOB XUAPOXIOPHU].

Bcesika punmupana tabnerka (tadbnerka) Synjardy 12,5 mg/850 mg cpabpka 12,5 mg emnarnudiio3nH
1 850 mg MeT(OpMUHOB XUAPOXIOPHIL.

Bcesika punmupana tadierka (tadbnerka) Synjardy 12,5 mg/1 000 mg ceappxka 12,5 mg
emnarauguiosud u 1 000 mg MeTHOPMUHOB XUAPOXITIOPH/I.

Jpyrure cbcraBku ca:

— JSlapo Ha TabneTkaTa: apeBUYHO HUIIIECTE, KOMOBHUIOH, KOJIOUIaICH 0€3BOICH CHIIUIIUEB TUOKCHUI,
MarHe3ueB creapar.

— ®unmoBo HokpuTHE: XUpomenosa, Makporon 400, TutanoB quokcun (E171), Tank.
Tabnerkute Synjardy 5 mg/850 mg u Synjardy 5 mg/1 000 mg chabpxKatT CHIIO KBIT Kelle3eH
okcup (E172). Tadbnerkure Synjardy 12,5 mg/850 mg u Synjardy 12,5 mg/1 000 mg cbabpkat
ChINO yepeH xene3eH okcun (E172) u uepsen xenezen okcun (E172).

Kak n3ruexxaa Synjardy 1 KakBo chbAbpKa 0NaKOBKaTa

Ounmupannte Tabnetku Synjardy 5 mg/850 mg ca )KbITEHUKaBO-0€N, OBATHH, ABOMHO M3ITbKHAIIH.
Ot ennata ctpana umar “S5” u joroto Ha Boehringer Ingelheim, a ot gpyrara - ,,850%. Tabnerkara e
neira 19,2 mm u uma mupuHa 9,4 mm.

Ounmupanunte Tabnaetkn Synjardy 5 mg/1 000 mg ca kadeHHUKaBO->KbJITH, OBAJTHHU, TBOWHO
m3mbkHamu. OT egHaTa cTpana umar “S5” u nororo Ha Boehringer Ingelheim, a ot gpyrara - ,,1000%.
Tabnerkara e abira 21,1 mm u uma mupuna 9,7 mm.

Ounmupantute Tabnerku Synjardy 12,5 mg/850 mg ca po3oBo-6enu, oBaIHY, JBOWHO M3MbKHAIA. OT
enHata ctpana umar “S12” u noroto Ha Boehringer Ingelheim, a ot gpyrara - ,,850%. Tabnerkara e
neira 19,2 mm u uma mupuHa 9,4 mm.

Ounmupannte Tabnetku Synjardy 12,5 mg/1 000 mg ca ThMHOKa(pEHUKaBO-THIABH, OBAIHH, TBOWHO
m3nbkHamu. OT egHaTa cTpana umar “S12” u noroto Ha Boehringer Ingelheim, a ot npyrara - ,,1000.
Tabnerkara e apara 21,1 mm u uma mmpuna 9,7 mm.

Tabnerkure ce npeaarar B nepdopupanu eanomn0308u oaucrepu or PVC/PVDC/anyMunuii.
CeiiectByBat onakoBku o 10 x 1, 14x 1,30x 1,56 x 1,60 x 1,90 x 1 1 100 x 1 punmupanu
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TabJIETKH U TPYIOBH OMAaKOBKHU, chabpxkamy 120 (2 omakosku 1o 60 x 1), 180 (2 onmakoBku 1o 90 x 1)
1 200 (2 omakoBku o 100 x 1) punmupanu TabneTky.

He Bcuuku BHI0OBE OMAKOBKK MOTaT Aa OBJAT MyCHATH B Mpoaax0a BbB Bariata nppikasa.
IIpuTexkaTes Ha pa3pelIeHHETO 32 YNOTpeda

Boehringer Ingelheim International GmbH
Binger Strasse 173

55216 Ingelheim am Rhein

I'epmanus

IIpoussoaureJ

Boehringer Ingelheim Pharma GmbH & Co. KG
Binger Strasse 173

55216 Ingelheim am Rhein

T'epmanus

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

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

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

Bbarapus

bropunrep Uurenxaitm PLB I'm6X u Ko KI -
KJIOH bbnrapus

Ten: +359 2 958 79 98

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

Danmark
Boehringer Ingelheim Danmark A/S
TIf: +45 39 15 88 88

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

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

Eesti

Boehringer Ingelheim RCV GmbH & Co KG
Eesti filiaal

Tel: +372 612 8000

EAlLada
Boehringer Ingelheim Ellas A.E.
TnA: +30 2 10 89 06 300

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

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

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

Lilly France SAS
Tel: +33 15549 34 34

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

Boehringer Ingelheim RCV GmbH & Co KG
Lietuvos filialas

Tel.: +370 37 473 922

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

Magyarorszag

Boehringer Ingelheim RCV GmbH & Co KG
Magyarorszagi Fioktelepe

Tel.: +36 1 299 89 00

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

Nederland
Boehringer Ingelheim b.v.
Tel: +31 (0) 800 22 55 889

Norge
Boehringer Ingelheim Norway KS
TIf: +47 66 76 13 00

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

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

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

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

Romaénia

Boehringer Ingelheim RCV GmbH & Co KG
Viena - Sucursala Bucuresti

Tel: +40 21 302 28 00



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

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

Island
Vistor hf.
Simi: +354 535 7000

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

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

Kvmpog
Boehringer Ingelheim Ellas A.E.
TnA: +30 2 10 89 06 300

Latvija

Boehringer Ingelheim RCV GmbH & Co KG
Latvijas filiale

Tel: +371 67 240 011

Slovenija

Boehringer Ingelheim RCV GmbH & Co KG
Podruznica Ljubljana

Tel: +386 1 586 40 00

Slovenska republika

Boehringer Ingelheim RCV GmbH & Co KG
organizacné zlozka

Tel: +421 2 5810 1211

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

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

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

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

Jarta Ha nocjiegHo npepasrie:xkaane Ha gucropkara {MM /I'TTT}.

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

o nekapcreara http://www.ema.europa.eu.
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