NPUJIOXKEHHUE |

KPATKA XAPAKTEPUCTUKA HA ITPOAYKTA



1. HNME HA JIEKAPCTBEHUSA ITPOAYKT
Xigduo 5 mg/850 mg punmupanu TadbiaeTku

Xigduo 5 mg/1 000 mg ¢punmupanu TabIeTKN

2. KAYECTBEH U KOJIMYECTBEH CbCTAB
Xigduo 5 mg/850 mg dbuiaMupaHu TabIeTKH

Bcsika Tabnerka chppika JanaringIio3uH MPOMaHanol MOHOXUIPAT, EKBUBAJICHTHO Ha 5 MQ
nanarnuduosun (dapagliflozin), u 850 mg merpopmunor xuapoxnopua (metformin hydrochloride).

Xigduo 5 mg/1 000 mg ¢unmupanu TabIeTKH
Bcesika TabieTka ChIbpika AanaringIIo3uH MPOMaHanol MOHOXUAPAT, EKBUBAJIEHTHO Ha 5 MQ
mamarmuduosun (dapagliflozin), u 1 000 mg merdopmunos xuapoxmopua (metformin hydrochloride).

3a IBJIHUA CHUCHK Ha IIOMOIIHUTE BEIIECTBA BIKTE TouKa 6.1.

3. JIEKAPCTBEHA ®OPMA
Ounmvupana TabneTka (TabieTka)
Xigduo 5 mg/850 mg puamupanu TabaeTku

Kadsu, nBoitHo m3mpkHamy, 9,5 X 20 mm enumncoBuaan GriiMupaHy TaOIETKH C TPaBUPaH HAIITHC
,3/850” ot egHara cTpana u ,,1067” oT mpyrara cTpaHa.

Xigduo 5 mg/1 000 mg punmupanu TabaeTKH
JKbnru, nBotiHo mambkHaM, 10,5 X 21,5 mm enuncoBumau GuiIMupany TabJIETKH ¢ TPaBUPaH HAIITNC
,,5/1000” ot exnara crpana u ,,1069” ot apyrara crpaHa.

4. KJIMHUYHU JAHHU
4.1 TepaneBTHYHU MOKA3ZAHUS

Xigduo e nokazaH Npu Bb3pacTHHU 3a JICUCHHUE Ha 3aXapeH auadeT THIl 2 KaTo TOIMbIHCHHE KbM

JueTara u pu3uveckara akTUBHOCT:

L] HpI/I MaIMCHTH, C HEAOCTAThUYCH KOHTpOJI HpI/I MOHOTepaHI/IH C MeT(bOpMI/IH, B MAKCUMAJIHO
IIOHOCHMA J1034;

e B KOMOMWHAIIMSA C PYTH JICKAPCTBEHU MPOIYKTH 3a JICUCHHUE HA JUA0ET MPU MAI[USHTH C
HEJIOCTAThYCH TIIMKEMHUYIEH KOHTPOII ¢ METQOPMHUH U TE€3H JIEKAPCTBEHH MTPOITYKTH;

®  TIpU NAIMEeHTH, KOUTO BEUE CE JICKYBAT C KOMOMHAIMS OT Nanariu(io3uH U METPOPMHUH KaTo
OT/IETHH TaOJIETKH.

3a PE3YIATATUTE OT MPOYUBAHUS 10 OTHOIICHUC HA KOM6I/IHaLII/I$[ Ha TCpaliuu, e(l)eKTI/I BBpPXY
TIIMKEMHWYHHA KOHTPOJI U CHbPACUYHOCHA0BU C'BGI/ITI/IH, KaKTO U IPOYYBAHUTE MOITYyJIAllUH, BUKTE

touku 4.4, 4.5u 5.1.

4.2 Jlo3upoBKa M HAYMH HAa MPUJIOKEHHE

gOBH[)OBKa

B’b3pacmHu C HOpMAJlHA 6’b6D€LlHCZ d)VHKMUﬂ (cxopocm Ha 2iomepyiHa d)uﬂmpauu;l
[GFR] > 90 ml/min)

IpenopbunTenHaTa 103a ¢ ¢Ha TabeTka 1Ba MbTH JHEBHO. Besika TabieTka ChIbpika GUKCHpaHa
J03a ganaraugao3uH 1 MeTGopMuH (BXK. TOUKa 2).



3a nayuenmu ¢ nedocmamuvyen KOHMPOL NPU MOHOMEPANUSL C MEMPDOPMUH ULU C MEMPOPMUH 6
KOMOUHAYuUs ¢ Opyeu J1eKapcmeeru npooyKmu 3d jeyeHuemo Ha ouabem

[ManeHTH, IPH KOUTO HE CE MOCTHTa JOCTATHYEH MIIMKEMUYEH KOHTPOJ MPY MOHOTEPAITHS C
MeT(hOPMUH WK ¢ METPOPMHUH B KOMOUHAIHS C PYTH JICKAPCTBEHH MPOYKTH, , 3a JICUCHUTO HA
nuabet TpssOBa /1a moitydaBat o0ia JHeBHa jgo3a Xigduo, ekBuBanienTHa Ha 10 mg manarnudiosu,
UTIOC 00IIaTa AHEBHA 1032 MET(HOPMHUH, UITH Beue MpUeMaHaTa Haif-0JIn3ka TeparneBTHYHO
noaxozsmia go3a. Korato Xigduo ce u3mnosi3Ba B KOMOMHAIMS ¢ HHCYJIMH MM HHCYJIMHOB CEKPETaror
KaTo CyA(POHIWITYPEHHO MPOU3BOIHO, MOXKE JIa € OOMHCIIH M3MOI3BAHETO HA MO-HKUCKA 1033 HHCYIIMH
WK CynOHUIYPEHHO MPOU3BO/IHO, 34 J1a CE HAMAIHM PUCKA OT Pa3BUTHE HA XUITOTITHKEMHUS (BIK.
touku 4.5 u 4.8).

3a nayuenmu, npemunasawu om omoenHu mabiemxku 0anaziu@ro3un u Mem@opmun

ITanmenTHTE, TPEMIHABAIIM OT OTICITHH Ta0ieTKu mamariuduiosnH (10 mg obmma qHeBHA 103a) U
Mmetdopmun Ha Xigduo, TpsOBa a mosydyaBar chilata JHEBHA J103a JanariugIo3uH U METHOPMHUH,
KOSITO Beue MpHeMar WK Haii-0/IM3KaTa TeparneBTHYHO MOAXOIAINA 1038 MET(HOPMHH.

Cneyuarnu nonyiayuu

bvopeuno yepescoarne

[Mpeau 3anmoyBaHe Ha JICYCHUE C IPOIYKTH, ChABPKAIM METQOPMHUH, TPSIOBA J]a Ce HANPABH OICHKA
Ha GFR croiinocTuTe, a ciie1 ToBa - IOHE BEAHBXK FOMUIIHO. [Ipy MalueHTH ¢ TOBHUIIICH PUCK OT I0-
HATaTBIIHO MPOrpecupane Ha ObOPEUHO yBpEKIaHEe U MPU MAlIMEHTH B cTapyecka Bb3pacT TPIOBa 1o-
4eCTO Jia Ce MPaBH OICHKAa Ha ObOpeuyHara (yHKIHS, HapuUMep Ha BCeKU 3-6 Meceria.

MakcumanHaTa JHEBHA 032 MET(GOPMHH € IPEMOPBUUTEINIHO J1a C€ pa3/ienu Ha 2—3 103U AHEBHO.
[Ipenu na ce momuciu 3a 3anouBaHe Ha MetdopMuH npu nanuerty ¢ GFR < 60 ml/min, TpsioBa na ce
OLICHAT (paKTOPHUTE, KOUTO MOTAT Jia MOBUIIIAT PUCKA OT JIaKTaTHA anumo3a (Bk. Touka 4.4).

Axo He e JOCTBhITHA JO30Ba (bopMa Ha XlgdUO C aACKBATHO KOJIHMYCCTBO HA aKTHUBHOTO BEIICCTBO,
BMECTO KOM6HHaI_II/I${ C (I)I/IKCI/IpaHI/I 031 Tpﬂ6Ba Ja C€ MU3I10J3BaT OTACITHHUTC MOHOKOMIIOHCHTH.

Ta6auna 1. Jlo3upoBKa npu nanueHTH ¢ 0b0pPEeYHO YBpPeKIaHEe

GFR ml/min Metdhopmun Hanarnudio3un
Makcumannara qaeBHa g03a ¢ 3 000 mg. Makcumairaarta gHeBHa g03a ¢ 10 mg.
60-89 Moske 1a ce IIOMHUCIIN 3a HaMaIsaBaHe Ha
J103aTa Mopajiy MoHWwKeHata 0bopeyHa
hyHKIIHS.
Maxcnmannara aHesHa j03a € 2 000 Mg. | Maxcumannara qHeBHa go3a e 10 mg.
45-59 Hauannarta no3a € Hal-MHOTO

IIOJJIOBHHATa OT MaKCHUMaJIHaTa J03a.

Maxkcumannara aueBHa 1o3a € 1 000 mg. | Makxcumannara naesna nosa e 10 mg.
Hauamnarta no3a € Hal-MHOTO

IIOJIOBHMHATA OT MaKCHUMaJIHaTa a03a.

30-44
['moko30moHmwKaBaiara epuKacHOCT Ha

,I[aHaFJ'II/I(i)J'IO3I/IH € HaMaJICHA.

MaxkcumanHaTa JHeBHa j103a ¢ 10 mg.
[Topaau orpaHuyeH OIUT, HE Ce MPEnopbhiBa
3aIl04BaHe Ha JICYCHHE C Janariugio3uH
<30 MerdopmuH € IPOTHBOIOKA3aH. npu manuertu ¢ GFR < 25 ml/min.
['Mroko30MmoHMKaBanaTa epUKacHOCT Ha
nanariuIo3uH Hal-BEPOSITHO JIUICBA.




Yeprodpobno yepesicoane
To3u JiekapcTBEH MPOAYKT He TPsiOBa Jia ce U3IMO3Ba MIPH NAIUEHTH C YePHOJAPOOHO YBpekKaaHe (BxK.
touku 4.3, 4.4 u 5.2).

Cmapuecka év3pacm (> 65 2o0unu)

Toit kKaTo METGOPMUH CE SMTMMUHAPA YaCTHYHO Upe3 ObOperuTe, U Mopaan ToBa, Ue IpH I10-
BB3PACTHHUTE MAIMEHTH BEPOSATHOCTTA OT HaMaJieHa ObOpeuHa pyHKIMs € mo-rojsiMa, Xigduo TpsoBa
Jla ce M3M0JI3Ba BHUMATEITHO C HANpeABaHe Ha Bh3pacTra. HeobXxommumo e mpocineisBane Ha
0p0peuHaTa QyHKINS, 32 [1a ce MPEeIOTBpaTH Bb3HUKBAHETO HA CBhP3aHa ¢ MET(hOPMHH JTaKTaTHA
alma03a, 0COOCHO NPH MO-BB3PACTHU MAIMEHTH (BXK. Touku 4.3 u 4.4).

Tleouampuuna nonynayus
besomacHocTTa 1 edukacHocTTa Ha Xigduo mpu Jena u 1HOIM Ha Bh3pacT ot 0 1o < 18 roaunu Bee
Ollle HE ca yCTaHOBeHU. JIumcBaT JaHHu.

Hauwn Ha npunoxenue
Xigduo TpsiOBa 51a ce mpueMa npe3 ycTrara JiBa ITbTH JHEBHO € XpaHa, 3a Jla C€ HaMaJIsT CTOMAIIIHO-
YPEBHUTE HEXKETAHU PEAKIHU, CBbP3aHU C MET(OPMUH.

4.3 TIpoTruBomoka3aHus
Xigduo e mpoTHBOMOKA3aH MPH MAIMEHTH ChC:

- CBPBXUYBCTBUTCIHOCT KbM aKTUBHOTO BEIIECCTBO WUJIM KbM HAKOE OT IOMOIIHUTE BCIICCTBA,
n30poeHu B Touka 6.1;
- BCEKH THIT OCTpa MeTabOJIMTHA anu103a (KaTo JIAKTaTHA alu103a, JnabeTHa KeToalnma03a);
- nuabeTHA MPEeKoMa;
- Texkka 0b0peuna HepoctaTbyHoCT (GFR <30 ml/min) (Bx. Touku 4.2, 4.4 u 5.2);
- OCTpPH ChCTOSIHUS C TIOTCHIIMAI 32 M3MEHEHHE Ha OhOpeuHaTa GYHKIUS, KATO HAPUMEp:
- JieXuaparanusl,
- TeXKa HHPEKIHs,
- TIOK;
- OCTPO HJIM XPOHUYHO 3a00JIsIBaHe, KOSTO MOXKE J1a TIPETU3BUKA ThKaHHA XUITOKCHS, KaTO
HapUMep:
- Chp/ICYHA WU TUXaTeHa HeOCTAThYHOCT,
- peceH MUOKap/ieH HH(aPKT,
- IIOK;
- 4epHOIPOOHO yBpexaane (Bk. Touku 4.2, 4.4 u 5.2);
- 0CTpa aJIKOXOJHA MHTOKCHKAIIHS, aJIKOXOJIH3bM (BXK. Touka 4.5).

4.4 Chnenuananu nmpeaynpesaeHus: U NpeAna3sHil MePKH MPU ynoTpeda

JlakTaTHa anmposa

JlakTaTHarta anua03a, MHOTO PSAJKO, HO CEPHO3HO META0OJIMTHO YCIIOKHEHKE, HAali-4eCTO HACThIIBa
IIpY OCTPO BiIOIIaBaHe HAa ObOpeyHaTa QyHKIHS, KapAHO-peciupaTopHO 3a00JsIBaHEe UK CETICHC.
HarpymnBaneto Ha MeT(OpMHH HacThIIBa IPU OCTPO BIIOIIABaHE Ha ObOpevHaTa QyHKIUS U
yBeJIM4aBa pUCKa OT JIaKTaTHA alug03a.

B ciryqait Ha nexunpaTtupane (TeXKa AHapys WK MOBPBITAHE, TPECKA WM HaMaJlleH IIPHEeM Ha
TEYHOCTH), TPsIOBA BpEMEHHO J1a ce crpe npruemMa Ha Xigduo ¥ € IpernophbUruTEIHO JIa CE YCTAHOBU
BpPB3Ka C METUIIMHCKY CTICTIHAIUCT.

[IpuemMbT Ha NeKapCTBEHU MPOIYKTH, KOUTO MOTAT OCTPO JIa YBpeaaT Ob0peuHara ¢pyHKIwus (KaTo
AHTUXUIICPTCH3UBHU CPEACTBA, JUYPETUIIN U HECTCPOUIHU IMTPOTUBOBB3MNAJIUTCIIHN CPEACTBA
[HCIIBC])) tpsibBa 1a ce 3amodse ¢ MOBUIIEHO BHUMAHHUE MIPH HMALUEHTH, JIEKYBaHH ¢ MET()OPMHUH.
Jpyru puckoBu (aKTOpH 3a JIAKTaTHA alU03a Ca MIPEKOMEPEH IPUEM Ha aIKOXO0JI, YepPHOIPOOHA
HEJ0CTAaThYHOCT, HEAOCTATHYHO KOHTPOJIUPAH IUA0ET, KET03a, MPOABIKUTEIIHO I3 lyBaHe U



BCSIKAKBU ChCTOSHUSI, CBBP3aHH C XUITIOKCHS, KAKTO U €THOBPEMEHHATA YIIOTpeOa Ha JIeKapCTBEHH
HPOIYKTH, KOUTO MOTaT Jla IPUYHHSAT JIAKTaTHA arumo3a (Bx. Touku 4.3 u 4.5).

[NarmenTute w/vmm OONHOTIIENAYNTE TPSIOBA Ja ObJaT MH(DOPMUPAHU 332 PHCKA OT JAKTaTHA aI[u103a.
JlakTanumo3aTa ce XapakTepHu3upa ¢ alu03Ha TUCITHEs, KOpeMHa 00JIKa, MYCKYIJIHH KpaMITH, aCTCHHUS
W XUTOTEPMUS, TIOCJICBAHU OT KoMa. B cirydaif Ha chMHEHHE 32 CUMITTOMH MMAIUSHTHT TPSAOBA 1a
crpe npueMa Ha Xigduo u He3a0aBHO Ja MOTHPCH MEAULUHCKH MOMOIL. JIHarHOCTHYHUTE
1abopaTOpHU HAXOAKH ca MOHImKEHo KpbBHO PH (< 7,35), moBuIlleHr HMBA Ha IUIa3MEHHMS JIAKTAT HaJl
5 mmol/l u yBenmuenn aHuoHeH IeGUIMT U CHOTHOIIICHNE JTAKTAT/ THPYBAT.

Hayuenmu ¢ ycmanogenu unu n0003upaniy MUMoxXoHOPUAIHu 3a00116aHus

[Ipu nanyeHTH ¢ yCTaHOBEHH MUTOXOHIPHATHHU 3a00IISIBAHHS, KATO CHHAPOM Ha MUTOXOHJpHAITHA
eHuedanonarus ¢ JakTaTHa anuo3a U uHeynrononoOHu enmsoau (Mitochondrial Encephalopathy
with Lactic Acidosis, and Stroke-like episodes, MELAS) u HacieacTBeH quabeT U TiyXoTa Mo
MatiumHa inansg (Maternal inherited diabetes and deafness, MIDD), meTdhopMuH He ce TIperopbUBa
MopaJii pucka OT 000CTPsHE HA JIAKTATHA all103a U HEBPOJIOTHYHH YCIOKHEHHSI, KOUTO MOXE Ja
JIOBEJIaT /10 BIIOLIaBaHe Ha 3a00JIIBaHETO.

B ciyuaii Ha npusHauu u cumnToMH, nokaszarenHu 3a MELAS cunapom win MIDD, crnen npuema Ha
MeT(hOPMUH, JIeYeHUETO ¢ MET(OPMUH TpsIOBa Ja ce CIpe BeiHara U Jia ce Hampasu 0bp3a
JUarHoCTU4YHa OIICHKA.

buOpeuna GyHKIMA

I'mroxo30moHMKaBamaTa ehUKaCHOCT Ha JanaraugIio3uH 3aBUCH OT ObOpeuHaTa QyHKIU, U €
HaMasieHa nipu nanueHTr ¢ GFR < 45 ml/min, a mpu narenTH ¢ TeKKa CTeneH Ha ObOpeyHo
yBpEKIaHe Hali-BepOsTHO JinrcBa (BK. Touku 4.2, 5.1 u 5.2).

MetdopmuH ce ekckpeTupa upe3 ObOpennTe, 1 yMEPEHO 0 TEKKO ObOpEeUHO yBpeKIaHe OBUIIIaBa
pHCKa OT JIaKTaTHa aruao3a (BK. Touka 4.4). brOpeuynara GpyHKims TpsOBa 1a ce OIeHsABa MTPEIn
3aIl04BaHe Ha JICYCHUETO U PEIOBHO Clie/l ToBa (BXK. Touka 4.2). MeT(opMHH € IPOTHBOIIOKA3aH MPH
nanuentr ¢ GFR < 30 ml/min u tps0Ba BpeMeHHO J1a ce PEyCTaHOBH MPU HAIMYUE HA ChCTOSHHS,
KOHTO MPOMEHAT ObOpeunaTa Gpyukiwus (Bx. Touka 4.3).

[Monmxenuero Ha ObOpeyHaTa GyHKIMS NPHU MO-BH3PACTHH MAIIMEHTH € YECTO CPENIaHo U
acumnroMaTnyHo. TpsOBa 1a ce 00BpHE CHEMATHO BHUMAHKUE KOraTo Ob0pedHa QyHKIHI MOXe J1a
ce yBpeIy, HapuMep B HAYaIOTO Ha aHTUXUIIEPTEH3UBHA WM TMYPETHYHA TEparus, WM KOTaTo ce
3anouBa neuenue ¢ HCIIBC.

Ynorpeba py HallMEHTH C PUCK OT 00EMHO M3YEPIBAHE W/HJIM XMIOTOHHUS

INopaau MexaHu3Ma CU Ha JeiicTBHe, Aanariud)Io3uH MOBUIIABA TUype3aTa, KOSTO MOXKE Ja J0BE/Ie
JI0 YMEPEHO MOHMKaBaHEe HAa KPBBHOTO HaJAraHe, HAOJI0JaBaHO B KJIMHUYHH MIPOYYBaHUS (BXK.
touka 5.1). To Moxe 13 Obie MO-U3Pa3eHO MPH MAIUSHTH ¢ BACOKH KOHIICHTPAIIUK Ha TIF0K032 B
KpPBBTA.

TpH6Ba Ja C€ BHUMaBa C MallMCHTH, 3a KOUTO NOHWKCHOTO apTCPUAIIHO HAJIATAHEC, TPUIUHCHO OT
;[anarnn(bnosml, MOZKE 1a € pUCKOBO, KaTO IMAIMMCHTU HA aHTUXUIICPTCH3UBHA TCPAIIU C aHAMHE3a 34
XUIIOTOHUA WUJIW TO-BB3PAaCTHU MAalUCHTH.

B citydan Ha nHTEpKYypeHTHHU 3a00JI1BaHMs, KOUTO MOTaT Ja I0BeIaT JO 00EMHO W34eprBaHe (Hamp.
CTOMAIITHO-YPEBHO 3a00JIsIBaHE), Ce MPENOPhUBa BHUMATEITHO MOHUTOPHPAHE Ha BhTPECHIOBHUS 00eM
(mamp. du3MKaITHO M3CIIeIBaHEe, M3MEPBAaHE HA apTEPUATHOTO HAJISTaHe, TaOOpaTOPHU M3CIICABaHUS,
BKJIIOUMTEITHO Ha XEMaTOKPHTA) U eNleKTpoiauTuTe. IIpenopruBa ce BpeMEHHO IPEKbCBaHE Ha
JIEYSHUETO C TO3H JICKAPCTBEH MPOJYKT IPH MALMEHTH, KOUTO Pa3BUBAT 0OEMHO W3YEPIIBAHE, JOKATO
U3YEPIIBAHETO ce Kopurupa (Bxk. Touka 4.8).



JlnabeTHa KeToanuma03a

Penxu cirywan Ha muaberHa ketoanumosa (JJKA), BKIFOUNTETHO )KUBOTO3aCTPAIIaBAIIN CITydan U
CIIydau C JITaJICH U3XO0J, ca JOKJIaABaHH NPU MallUCHTH JIEKYBaHU ¢ HHXHOUTOPHU Ha
HaTPUEBO-TIIIOKO3HUS KoTpancnoprep 2 (SGLT2), Brimtountenno ganarnudiosut. B penuna ciay4an,
CHCTOSIHUETO € OHJIO C aTHUINYHA M35Ba, CAMO C YMEPEHO MOBUIIIEHU CTOWHOCTH Ha MIIOKO3aTa B
KkpbBTa, mox 14 mmol/l (250 mg/dl). He e usBectHo manu e mo-Bepostao KA 1a ce pa3Bue IpH Io-
BUCOKH JI03H JTanariu(Io3uH.

PuckbT oT AmabeTHA KeToanua03a TPsOBA Ja ce MMa MPeIBUI B CITydail Ha MosiBa Ha Hecienn(hUIHH
CHMIITOMH KaTO TaJieHe, MOBPBIaHe, aHOPEKCHsI, KopeMHa 00JIKa, TpeKOMEpHa Xaxa, 3aTPYAHEHO
JuIIane, 00bpKaHOCT, HeoOWUaitHa ymopa ui ChHIUBOCT. [Ipu mosiBaTa Ha Te3W CHMITOMU
MAIUCHTUTE TPSAOBA J1a CE U3CIICIBAT 3a KETOAMA03a He3a0aBHO, HE3aBUCHMO OT HUBOTO HA KPhBHATA
TJIIOKO3a.

[Tpu nanmenty, npu kouto KA e momo3upaHa uin € IUarHOCTHLIUPaHA, JICICHUETO C
JanariaugIio3uH TpsOBa Jla ce MpeyCcTaHOBU He3a0aBHO.

JleuenneTo TpsOBa Aa ce MPEKbCHE NPH MAMCHTH, KOUTO Ca XOCIUTATH3UPAHHU 32 TOJIEMU
XUPYPTUYHHU NPOLEAYPH UM OPaIy OCTPH cepro3HM 3abossaBanus. [lpu Te3u nauuentu ce
npenopbyBa HaOJIIOAEHNE Ha HUBaTa Ha KeTOHU. JKenaTenHo e a ce u3MepBaT HUBaTa Ha KETOHUTE B
KpBBTa, a He B ypHuHaTa. JleueHuero ¢ ganariu@io3nH Moxe J1a ce Bb30OHOBH, KOTaTO CTOHHOCTUTE
Ha KeTOHUTE Ca HOPMAJIHU U ChCTOSHUETO Ha MaIUeHTa ce CTa0mIn3upa.

IIpeau 3anouyBaHe Ha JeyeHUE ¢ Aanariaudiao3uH TpsAOBa Aa ce B3eMaT 10 BHUMAaHHUE Te3H (HakTopu
OT aHaMHe3aTa Ha MalMeHTa, KOUTO MOraT J1a I0BeAaT A0 MPeAUCTIO3UIIUS 32 KeTOAI|103a.

HabnromaBanu ca npoabKUTEIHA KETOALMA03a U IPOABIDKUTEIHA TIIOKO3YpUs IPH JanariugIio3uH.
Keroanuno3ara Moxe fa NPOABIIKU MO-IBITO cJIel MPEeKpaTsIBaHETO Ha AanariugIo3uH, OTKOIKOTO
ce OYaKBa OT IUIa3MEHUs TTOJTY>KUBOT (BXK. Touka 5.2). HezaBucumu ot ganarnudiuo3nH GakTopH, KaTo
HEIOCTUT Ha MHCYJIMH, MOTaT Ja ca MPUYHMHA 3a MPOABIDKUTEIHN IEPHOAN Ha KETOAIN103a.

[TarmenTuTe, MpU KOUTO MMa MO-BUCOK PHUCK 3a pa3BuTre Ha [IKA BKIIIOYBAT MalMeHTH ¢ HUCHK
(byHKIMOHEIIEH pe3epB Ha OeTa-KJIETKUTE (Hamp. MalueHTH ¢ auadet Tum 2 ¢ HUChbk C-menTtun uim
JaTeHTEeH aBTOMMYHEH auadet npu Be3pacuu (Latent autoimmune diabetes in adults, LADA) wiu
NAaIMeHTH C aHaMHe3a 32 ITaHKPEaTHT), MAIEHTH CbC ChbCTOSHUS, BOJEIIH 10 OTPaHUYEH NIPUEM Ha
XpaHa WIK TeXKa JIeXuApaTanys, NalMeHTH ¢ HaMaJleHa 032 Ha WHCYJIMHA U TallMeHTH C OBUIIIEHA
HY/1a OT MHCYJIMH IOpagy OCTPO MpoTHYalna 0oJecT, onepamnus Wi 3yoynorpeda ¢ ankoxoin. Ilpu
Te3u manuenTy naxuouropute Ha SGLT2 TpsaOBa fa ce nmpuiaraT ¢ TOBUIIEHO BHUMAaHHE.

He ce npenoppuBa 3ano4yBaHe OTHOBO Ha JieueHHne ¢ nHxuoutop Ha SGLT2 npu nanuenTy ¢ aHamHe3a
3a JIKA o Bpeme Ha nedenue ¢ uHxuOuTop Ha SGLT2, ocBeH ako He ce uaeHTH(UIMPa U OTCTPaHU
JIpyT HEABYCMUCIIEH OTKIIIOUBAII (haKkTop.

BesomacuoctTa u epukacHocTTa Ha Xigduo mpu maruenTy ¢ Auader T 1 He ca yCTaHOBEHU M
Xigduo He TpsiOBa J1a ce U3MOII3BA 32 JICYCHUE Ha MalMeHTy ¢ Auadet Tum 1. B mpoyuanusTa 3a
nuaber v 1 JIKA ce cpo011aBa uecro.

Hexkporusupain gacuuut Ha nepuHeyma (ranrpena Ha Fournier)

Cpo01maBa ce 3a MOCTMapKETHHIOBHU CITydad Ha HEKpOTH3Mpal] (pacuuT Ha NepuHeyMa (M3BECTEH
CBIO KaTo raHrpeHa Ha OypHue) Ipu MaUeHTH OT KEHCKU U MBKKH 11011, mpreMainn SGLT2
uaxuburopu (Bxk. Touka 4.8). ToBa e psiIKo, HO CEPHO3HO U MOTEHIIMATHO KHBOTO3aCTPAIIABAIIO0
cbOUTHE, KOETO U3UCKBA CIEIIHA XUPYPTrUUHa HHTEPBEHLIUS U JICUCHUE C aHTUOMOTHUIIH.

[TanimenTHTe TPsiOBa 1a OBIAT TOCHBETBAHM J1a MTOTHPCAT MEAUIIMHCKA TTOMOIIT, aKO U3MUTBAT
KOMOWHAITHS OT CHMITTOMH Ha 00JIKa, 9yBCTBUTEITHOCT, 3a4€PBsIBAaHE WU TIOyBaHE B 00JIacTTa Ha
TEHUTAIMUTE WU IEPUHEYMa, C MIOBUILICHA TEMIIEpaTypa UiIu Hepa3noioxeHnue. Jla ce uMa mpenBu,
Yye HEKPOTH3UPAIIHMAT HACIMHUT MOXKE J1a Ce MPEAX0XKAa OT yporeHuTalHa HH(EKIus uin adcrec Ha
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nepruHeyMa. AKO ChIIIECTBYBa ChMHEHHME 3a ranrpeHa Ha Fournier, Xigduo tps6Ba 1a ce mpekpaTy 1
Jla ce 3arovHe He3abaBHO JieUeHre (BKITFOUUTETHO aHTHOMOTHIIN U XUPYPTUYIHO AeOpUINpaHe).

WHdexnny Ha TUKOYHUTE MbTUIIIA

Exckpenusirta Ha TJ1I0K03a B YpHHATA MOXKeE J1a € CBBP3aHa C TIOBUIIEH PUCK OT MH(EKINH Ha
MUKOYHUTE ITBTHUIIA; €TO 30 TPSAOBa /1a ce OOMHCIN BpEMEHHO CIFpaHe Ha JICUEHHETO, KOraTo ce
JIeKyBa HEIOHEQPHUT UK YPOCETICHC.

Crapuecka Bb3pactT (> 65 roauan)
ITpu manueHTrUTe B CTapUecKa Bh3pacT MOXKE JIa ChIIECTBYBA MO-TOJISIM PUCK OT 00EMHO H3YepIIBaHE,
KaKTO U TI0-TOJISIMA BEPOSITHOCT JIa Ca Ha JICUCHHE C JMYPETHIIH.

[TaumeHTHTE B CTapUecka Bb3PacT € MO-BEPOSITHO J1a UMaT HapylleHa ObOpeuna QyHKIMS /1K 1a ca
Ha JIeueHHe C aHTUXUIEPTEH3UBHHU JICKAPCTBEHH MIPOAYKTH, KOUTO MOTAT a IPUYMHST IPOMEHH B
0b0peuHaTa QyHKINS, KATO HHXUOUTOPH Ha aHTHOTeH3NMH-KoHBepTupamus eH3uM (ACE-I) u
aaruoters3uH Il — tumt 1 penenrropuu 61okepu (APB). 3a marnuienTrTe B cTapyecka Bh3pacT BaXKar
CBIUTE NPENOPHKHU 10 OTHOLICHHE Ha ObOpedHaTa QYHKIUS, KAKTO U 32 OCTaHAIUTE NAllUeHTH (BX.
touku 4.2, 4.4, 4.8 u 5.1).

CopreyHa HeAOCTaTbYHOCT
OnutsT ¢ nanarnudiaoszun npu nanuent ¢ [V OK mo New York Heart Association (NYHA) e
OTpaHMYEH.

[ToBuIlIEH XEMATOKPUT

HabumroaBa ce moBUIlIeH XeMaTOKPUT TIPH JieueHne ¢ nanariaudro3ud (Bx. Touka 4.8). [lamenture ¢
M3pa3eHO MTOBUIICHUE HAa XEMAaTOKpUTa TpAOBa fa ObaaT HaOIr01aBaH!U U U3CJICABAHHM 32 IOAJIEKAILO
XEMaTOJIOTUYHO 3200 IsIBaHE.

AMOyTanuy Ha JOJHU KpalHHUIIA

HabnronaBa ce yBennyaBaHe Ha CIydaWTe Ha aMITyTalllsl Ha JIOJIEH KPaHUK (IIPEJMMHO Ha MPBHCT)
MIPY TIPOBEX/IAIIN CE ABJITOCPOYHU KIMHIUYHH MPOYYBaHus ¢ Apyr uaxuourop Ha SGLT2. He e
M3BECTHO JJaJIM TOBA MpeACTaBisiABa eeKT Ha Kilaca JeKapcTBa. BaskHO e manueHTuTe, KaKTO BCUYKH
NalMEeHTH ¢ 1ualeT, Aa ObAaT ChBETBAHM /1A IOJIAraT PyTUHHY NPOQUIAKTUIHN TPHXKH 33 XOAWIaTa
CH.

JlaboparopHu u3ciieIBaHNs Ha YPUHA
[Topagu MexaHu3Ma Ha JEUCTBHUE HAa TO3M JIEKAPCTBEH MPOJIYKT, ypUHATA HA IPUEMAILIUTE 'O
MAIMEHTH 1IE € MOJIOKUTETHA 32 TIII0KO03a.

IIpunoxenue Ha HOJMPAHU KOHTPACTHU CPEJICTBA

BbTpechoBoTo npuitoyKeHne Ha HOoAMpaHU KOHTPACTHH BEIECTBA MOXKeE J1a JIOBEJIE /10 KOHTpacT-
WHIylIMpaHa HeponaTusi, BoJeIIa 10 HATPYIIBAHETO Ha MET(HOPMUH U TTOBUIIIEH PUCK OT JIAKTATHA
aro3a. Xigduo TpsioBa j1a ce cripe mpe/y Wi 1o BpeMe Ha Ipoleypara 3a 00pa3Ha TUarHoCTHKA U
He TpsiOBa J1a ce Bb30OHOBsBA J10 Hail-Mainko 48 Jaca cies TOBa, IpH yclloBHE, Y€ ObOpedHaTa
(GyHKIHS € OlleHEeHa OTHOBO U € YCTaHOBEHO, ue € crabuiHa (BkK. Touku 4.2 u 4.5).

Onepanus
Xigduo TpsioBa ja ce cripe 1Mo Bpeme Ha Orepalys Mo 1 00111a, CIHHAIHA WK eIy PaHa aHeCTEe3Hs.

JleuenneTo Moxe Aa ObAe BH30OHOBEHO HE MO-PaHO OT 48 yaca ciell onepanuara uin
BBH300HOBSIBAHETO HA XPAHEHETO TPe3 yCTa, U TPH yCIoBUE, Ye ObOpevHaTa (yHKIHUS € OIlCHEHHA
OTHOBO U € YCTaHOBEHO, Ue € CTabmiIHa.

HDOMHHa B KIMHHUYHHWA CTATYC Ha NATWMCHTH C IPCAH TOBA KOHTPOJIMPAH ,Z[I/Ia6CT ™I 2




Tl KaTO TO3U JIEKAPCTBEH MPOIYKT ChIbpiKa MET(OPMHH, aKO TAIUEHT C Ja0eT THIT 2, KOUTO
IIpear TOBa € O J0Ope KOHTPOJUpPaH C HEero, MMOKaXe JIA00paTOPHH OTKIOHESHHS WITH pa3BHe
KJIMHUYHO 3a00J1s1BaHe (0COOCHO HESICHO M TPYJHOOIPEICIMMO), TOW TpsiOBa He3a0aBHO J1a ce OLICHU
3a HAJIMYUE Ha KETOAINX03a WK JakTanuao3a. OneHkaTa TpsSOBa Ja BKIIFOUBA CEPYMHH EICKTPOJIUTH
W KETOHH, KPhBHA TIIIOK03a H, aKO € MoKa3aHo, PH Ha KpbBTa, HUBA HA JIAKTAT, TUPYBaT U
MeTdopmuH. AKO BE3HHKHE HsAKakBa (popMma Ha arumo3a, JICUeHUeTo TpsOBa He3a0aBHO aa Obae
MPEYCTAHOBEHO U JIa CE MHUITUUPAT JAPYTH MOAXOSANIA KOPUTUPAIIH MEPKH.

[onmkaBane Ha HUBOTO/meduitiT Ha BuTamuH B12

MeTtdopMuH MOKe J1a TIOHWKH CEPyMHUTE HUBA Ha BUTaMuH B12. PUCKBT OT moHm»kaBaHe Ha HUBOTO
Ha B12 ce yBenuuaBa c yBennyaBaHe Ha 03aTa MET(GPOPMUH, C MPOABIKUTEITHOCTTA HA JICYEHUETO
W/WITY TIPY TIAIIMEHTH C PUCKOBU (PaKTOPH, 32 KOWTO € U3BECTHO, Ue MPUYUHSIBAT HEJOCTUT HA BATAMUH
B12. B ciyuaii Ha CbMHEHHE 32 HEIOCTHT Ha BUTaMUH B12 (kaTo aHeMusl WM HEBpOTIATHS ),
cepyMHHUTE HUBa Ha ButamMuH B12 TpsOBa na ce HaOmomaBaT. Moxe J1a ce HaJOXH MEPUOIUIHO
HaOI0AcHIe HAa BUTaMKuH B12 npu narpieHTd ¢ puckoBH (hakTOpH 3a HEAOCTHUr Ha BUTaMuH B12,
Tepamusita ¢ MeThopMUH TpsIOBa J]a MPOIBIKH TOKATO CE MTOHACSA J00pe, He € MPOTHBOIOKAa3aHa U €
OCHUTYPEHO TIOIXOSIN0 KOPUTHPAIIO JICUCHUE 32 HEJJOCTUT Ha BUTaMUH B12 B ChOTBETCTBHE C
HACTOSIIUTE KIMHUYHU YKA3aHHS.

Harpuii
To3u nexapcTBeH NPOAYKT ChIbpkKa Mo-mManko oT 1 mmol Hatpuii (23 mg) Ha TabneTka, T.€. MOXe Ja
ce Kaxke, 4e MPAaKTUUECKH HE ChABbPXKa HATPHIL.

45 B3auMmopeiicTBHE ¢ IPYTHU JeKaAPCTBEHH MPOAYKTH M APYru (JopMH HA B3aUMOo/eiicTBHE

EnHOBpeMEHHOTO NMPUIIOKEHHE Ha MHOTOKPATHY JIO3U Aanarin(ao3nH u MeT(pOpMUH HE TPOMEHS
3HAYUTENIHO (PAPMAKOKMHETHKATA Ha Aanariau(Io3uH Wik Ha MeT(OPMHH IPH 3IpaBHU JIULA.

He ca nmpoBexmanu mpoy4Banus 3a B3anmoeiictsus ¢ Xigduo. CieiHuTe TaHHA OTPa3sBaT
HaM4yHaTa HHGOPMAIIHS 32 OTACTHUTE aKTUBHH BEIIECTBA.

Jlanarnudao3ug

DapmaKoOUHAMUYHYU 83AUMOOCUCEUS]

Juypemuyu

To3u ieKapcTBEH MPOAYKT MOXKE JIa YBEJIUYU JUYPETUUHUS e()EeKT Ha THA3UIUTE U Ha OPUMKOBHUTE
JMYPETUIH, ¥ MOKE J1a TOBHUIIK PUCKA OT JEXUAPATAIUS U XUITOTOHUS (BK. Touka 4.4).

Hncynun u uncyrunosu cexkpemazosu

WHCYTMHBT U MHCYJIMHOBUTE CEKPETAro3u, KAKBUTO ca CYJI(POHUITYPEHHUTE TPOU3BOIHH,
NpeM3BUKBAT XUMOTIIMKeMUs. ETo 3a110, MOXe J1a € HeoOXO0[MMa MO-HUCKA 1032 WHCYJIMH HITH
WHCYJIMHOB CEKPETaror, 3a Jja ¢e HamMaJli PUCKa OT XUIIOTIIMKEMHsI, KOTaTo Ce M3I0JI3BaT B
KOMOUWHANus ¢ Aanarauduo3uH (Bx. Touku 4.2 u 4.8).

DapMaKoKUHemuyHU 83aUMOOeUCmeus
Janarianguio3ns ce MeTaboau3upa IJIaBHO Ype3 INIFOKYPOHUPaHe, METMUPAHO OT
UDP-ritokyponosuntpancdepaza 1A9 (UGT1A9).

B in vitro npoyuBanus ganarnudio3ud Huto naxubupa uroxpom P450 (CYP) 1A2, CYP2AG,
CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2D6, CYP3A4 , nuro nanyuupa CYP1A2, CYP2B6
win CYP3A4. Eto 3a1110, He ce 04aKBa TO3H JIEKaPCTBEH MPOAYKT J1a TPOMEHH METa0OIUTHHS
KIMPBHC HAa EAHOBPEMEHHO MPHUJIaTaH! JIEKaApCTBEHH MPOIYKTH, KOUTO Ce MeTaboIn3upaT OT Te€3H
€H3MMH.

Edhexm na opyau aexapcmeenu npooyKkmu 6obpxy 0ana2iupao3un
[IpoBeneHuTe MpH 31paBu JOOPOBOJIIK MPOYYBAHHS 32 B3aMMOACHCTBUS, IJIaBHO MPH JAU3aKH C
MpuUjiaraHe Ha eJMHUYHA /1032, [T0Ka3BarT, 4e (hapMaKOKWHETHKATa Ha Jarnariud)io3uH He ce TIOBIUSIBA




OT MHUOTJINTA30H, CUTATJIUIITHH, TITUMEITUPHI, BOTIIN003a, XUAPOXIIOPOTHA3HI, OyMETaHU, BaJicapTaH
WA CHMBACTATHH.

Crnen eTHOBPEMEHHO MPWIOKEHUE Ha Janariu@io3ud ¢ pudaMnuiuy (MHAYKTOP Ha pa3indHu
aKTHBHU TPAHCIIOPTEPH H JIEKAPCTBOMETA0OIM3UPAIIN €H3UMH), ce HabrogaBa moHrwkeHue ¢ 22% Ha
cuctemnara excno3unus (AUC) Ha manmarnuduosvH, HO 0e3 KIMHUYHO 3HAYUM €(DEeKT BhpXY
24-yacoBata eKCKpelysl Ha III0Ko3a ¢ ypuHarta. He ce mpenoppuBa kopekius Ha no3arta. He ce ouaksa
KITMHIYHO 3HAYUM €(eKT MpH MPUIIOKEHUE ¢ APYTH HHAYKTOpH (Hamp. kKapbamasenuH, (peHnTonH,
(heHobapOuTaN).

Crnien eTHOBPEMEHHO MPWIOKEHUE Ha Janarinudio3ud ¢ Med)eHaMHHOBA KUCENIMHA (MHXHOUTOP Ha
UGT1A9) ce nabmromaBa moBuiaBane ¢ 55% Ha crucTeMHaTa eKCIIO3UINS Ha Janarindio3nd, 6e3
o0aye TOBa Jla UMa KIIMHUYHO 3HAYUM €(PEeKT BhpXy 24-4acoBaTa €KCKPEIUs Ha IIIF0K03a ¢ ypyuHaTa.
He ce npenopbuBa KopeKiyst Ha 103ata.

Edexm na oanaznuchnoszun 6vpxy opyau 1ekapcmeeny npoOyKmu

Janarnudiio3ud Moxe Ja MOBUIIK ObOpeyHaTa eKCKPEIHs Ha JINTUH ¥ HUBaTa My B KPBBTa MOXKE J1a
ce monmxkar. CepyMHaTa KOHIICHTPAIIUS HA JINTHH TPAOBaA Ja ce MPOCIIEAsIBA MO-YECTO CIIe] 3al0YBaHE
Ha JieueHue ¢ aanarmudo3nH. Mois, HacodeTe MalueHTa KbM JieKapsi, PeIIICBalll JUTHI, 32 1a ce
CJIeId HeroBaTa CepyMHa KOHIICHTPAIIHsL.

B npoBeennTe mpoyuBaHus 3a B3aUMOICHCTBHS TIPH 37JpaBH JOOPOBOIILIH, TIIABHO IIPH JAN3AIH C
npuiIarane Ha eIMHIYHA 71032, 1anarin(Io3uH He MOBIUsIBa (papMakOKMHETHKATa Ha MUOTIINTA30H,
CUTAarJIMITHH, TIUMETIMPU, XUJPOXJIOPOTHA3uI, OyMeTaHH] I, BajcapTaH, JUTOKCUH (CyOcTpar Ha
P-gp) wim Bapdapun (S-Bapdapus, cydcrpar Ha CYP2C9), nnm Ha aHTHKOAryJIaHTHUTE e(DeKTH Ha
BapdapuH, m3mepenu upe3 INR. KomOunarus ot 20 mg eqHOKpaTHA 1032 Janarin@Io3ud u
cumBactatuH (cyoctpar Ha CYP3A4) Boau no noumasane ¢ 19% na AUC Ha cuMBacTaTvH U
nosumasaHne ¢ 31% na AUC Ha cumBacTaTMHOBaTa KuceianHa. [loBuIlIeHUTe eKCIIO3UIINY Ha
CHMBACTaTHH M CHMBACTATHHOBA KUCEJIMHA HE CE CUUTAT 33 KIMHUYHO 3HAUUMHU.

Bsaumooeuicmesue ¢ 1,5-anxuopoenyyumon (1,5-AG) mecm

He ce mpenoppuBa mpocieasBaHe Ha TTUKeMUYHIS KOHTpoI ype3 1,5-AG TecT, Thil kaTo
u3mepBaneTo Ha 1,5-AG e HeHaIeXKTHO MTPH OIIEHKAaTa Ha TIIMKEMHUYHUS KOHTPOJI ITPH TAI[HEHTH,
npuemany SGLT2 uaxuburopu. [IpenopbynTeHO € U3M0JI3BAHETO HA ANTEPHATHBHU METO/IH 32
npocieasBaHe Ha TITMKEMUYHNS KOHTPOJL.

Ileduampuuna nonynayus
IIpoyuBaHus 32 B3aUMOJEHUCTBYS Ca MIPOBEXKIAHU CAMO IPU Bb3PAaCTHHU.

MeTtdhopmun

He ce npenopvusa convmemeauia ynompeba

Karuonnure BemecTBa, KOUTO ce SIMMUHUPAT Upe3 Ob0peuHa TyOynHa cekpenust (Hamp. HUMETHANH)
MOTar Jia B3aUMOJICHCTBAT ¢ MET(OPMHH KaTO c€ KOHKYpUPAT 32 OOIIH TPAHCTIOPTHH CHCTEMH B
0n0peunuTe TyOyHu. [IpoyuBaHe, IpOBEIEHO TPU CEACM HOPMATHH 3ApaBh JOOPOBOJIITH, IOKA3Ba, Ue
UMETHINH, TPUIIOXKEH ¢ 1o3a 400 Mg 1Ba mbTH THEBHO, yBennyaBa cucteMHara excriozunus (AUC)
Ha MeTdopMuH ¢ 50% u Cmax ¢ 81%. [lopaau ToBa, TpsOBa Aa ce UMAT MPEABH BHUMATEIHO
npoclie/issBaHe Ha MIMKEMUYHUsI KOHTPOJI, KOPUTHUPAHE Ha JI03aTa B pAaMKHUTE Ha IPENOPhYATEIIHATA
JIO3MPOBKA U POMEHH B JICUEHHETO Ha TUa0eTa, KOraTo ce MpuiiaraT eJJHOBPEMEHHO KATHOHHH
JIEKapCTBEHHU MPOJYKTH, KOUTO C€ eTMMHUHHUpAT Ype3 ObOpeuHa TyOyiHa CeKpeLsl.

Anxoxon

ANKOXO0JTHATAa MHTOKCHKAIIVSI CE€ CBBpP3Ba C TOBHIIIEH PUCK OT JIAKTATHA aluj[03a, 0COOCHO B CITydail Ha
rJIaayBaHe, HeIOXpaHBaHe WK YePHOPOOHO YBpPEXKIaHe, TOPaJd AKTUBHOTO BEIIECTBO METHOPMUH
Ha TO3M JICKAPCTBEH MPOAYKT (BXK. Touka 4.4). KoHcyMarusaTa Ha aIKOXO0JI U TIpreMa Ha JIEKapCTBECHU
MPOAYKTH, ChIbPIKAIIU aJIKOXOJI, TPSIOBA J1a ce n30sATBa.

Hooupanu konmpacmnu cpedcmesa



BbTpech10BO MpHIOkKEeHNE HA HOAUPAHN KOHTPACTHU CPEJICTBA MOXKE Jia IOBEE 10 KOHTPACT-
WHIyIMpaHa HehponaTus, KOSTO MMa 32 pe3yiITaT KyMyJrpaHe Ha MeTQOPMUH U MIOBUILIEH PUCK OT
JaKkTaTHA anpao3a. Xigduo TpsOBa 3aABIKUTEIIHO J]a Ce CIIPE MPEIU WK 110 BpeMe Ha IpoLeaypara 3a
o0Opa3Ha IMarHoCTHKA U He TpsOBa Ja ce Bb30OHOBsABA 10 Hal-MaiKo 48 yaca ciies TOBa, IPH yCIOBUE
4ye ObOpeyHaTa GyHKIIMS € OlCHEHa OTHOBO M € YCTAaHOBEHO, ue € ctabuiHa (BK. Touku 4.2 u 4.4).

Kombunayus, usuckeawa npeonasnu mepku npu ynompeoa

I'mrokokopTUKOUAUTE (TIPHIaraHu CUCTEMHO M JIOKAIIHO), O0eTa-2 arOHUCTUTE U AUYPETHLIUTE
MPUTEKABAT BTPEIIHOMPUCHIA XUIIEPTIIMKEMIYHa aKTUBHOCT. [lalineHTsT TpsAOBa qa Obae
MH(QOPMHUPAH U KPbBHATA IVIIOK03a [1a C€ MPOCIEsBa 10-4€CTO, 0COOCHO B HAYaJIOTO HA JIEYEHUETO C
TaKMBa JICKAPCTBEHU NPOIYKTH. AKO € HE0OXOIMMO, 03aTa Ha IJIIOKO30IOHIKaBALLHs JIEKAPCTBEH
NPOAYKT TPIOBa Jia ce€ KOPHUTHpa C APYTHs JIeKapCTBEH MPOAYKT IO BpeMe Ha Tepanus U MpH
[IPEyCTAaHOBSBAHETO MY.

Hsxown nexapcTBeHN MPOAYKTH MOTAT J1a Ce OTPa3sT HeOIaronpusaTHO Ha ObOpedHaTa GyHKIHS, KOETO
MOJKE J1a YBEJIMYM PHUCKA OT JIaKTaTHAa aruao3a, Hampumep HCIIBC, BKIIOYUTEHO CENIEKTUBHU
unxuouropu Ha rukinookcurenasza (COX) I, ACE unxuburopu, anrnorensut |l perentopuu
AHTarOHWCTH U TUYPETHIIN, 0c00eH0 OpuMKoBH auyperutiy. [Ipu 3amousanero nim ynorpedarta Ha
TaKWBa MPOJYKTH B KOMOWHAIMS ¢ METOPMHUH € HE0OXOANMO BHUMATETHO IPOCIIeIsIBAaHE Ha
O0bOpeuHaTa QyHKIUS.

Hncynun u uncynunosu cexpemazosu

WHCYNMMHBT M MHCYIMHOBUTE CEKPETAro3u, KAKBUTO ca CYJI(POHUITYpEHHUTE TPOU3BOIHH,
NpeN3BUKBAT XUIOTIMKeMus. ETo 3a110, Moke J1a € HeoOXorMa o-HHUCKa 1032 WHCYJIHH HITH
MHCYJIMHOB CEKPETaror, 3a 1a ¢€ HaMaJld PUCKa OT XHUIIOTIIMKEMHUs, KOTaTO Ce M3II0N3BaT B
KOMOMHarms ¢ MeThopMuH (BXk. Touku 4.2 u 4.8).

4.6 @epTHIAUTET, )PEMEHHOCT U KbpPMeHe

BpemenHoct
Jlunceat nannu 3a ynotpebara Ha Xigduo wiu qanarnudiio3uH npu OpeMeHHH xkeHH. [IpoyyuBanusita

NP TUIBXOBE, TPETUPAHU ¢ Janariu@Io3uH, MOKa3BaT TOKCUYHU e(DEeKTH BbPXY Pa3BHUBAIIIHS CE
0BOpeK Tpe3 neprosa, ChOTBETCTBAIL Ha BTOPHSI M TPETUSI TPUMECTHP OT OPEMEHHOCTTA MPU X0pa
(Bk. Touka 5.3). [lopanu ToBa, yroTpedara Ha TO3H JICKAPCTBEH MPOJYKT HE CE MPEIophUYBa Mpe3
BTOpHS M TPETHS TPUMECTHP Ha OpemeHHocTTa. OrpaHnYeHn JaHHU 3a yroTpedara Ha MeT(OpHH NpH
OpeMEHHU JKEHH He MOKa3Bar, ue yrnorpedara Ha MeT(OPMHH € CBhp3aHa ¢ TIOBHUIIICH PUCK OT BPOJICHU
manpopmanuu. [IpoyuBaHusiTa NpY )KUBOTHU ¢ METQOPMHH HE MTOKA3BAT BPeJHH €PEKTH 1O
OTHOIIICHHE Ha OPEMEHHOCTTa, EMOPUOHAITHOTO WM (PETATHOTO Pa3BUTHUE, PAKIAHETO HITH
MOCTHATAITHOTO pa3BUTHe (BXK. Touka 5.3).

KoraTo nanuenTkara mianupa OpeMEHHOCT U 110 BpeMe Ha OpEMEHHOCT, ce IIpenopbyuBa AMabeThT 1a
HE C€ JICKYBa C TO3H JICKapCTBEH MPOJIYKT, a Ja Ce U3I0I3Ba MHCYJIHH 32 MOIbp)KaHe HUBATa Ha
TJIFOKO3aTa B KPbBTA, Bb3MOXKXHO HaN-0JIM3KO 10 HOpMATAJIHUTE, 3a 1a C€ HaMaJIk PUCKBT OT
Madopmanuu Ha eryca, CBbp3aH ¢ aOHOPMHHU HHBA Ha TJIIOK03a B KPHBTA.

Kspmene
He e u3BecTHO N1yt TO3M JIEKAPCTBEH MPOJYKT WK Aanarinio3uH (W/ Wi HErOBUTE METaO0OINTH) ce

eKCKpeTupat B KbpMaTa. Hammanure dpapmakoJiHAMUYHI/ TOKCUKOJIOTUYHU TaHHH TIPH )KUBOTHH
MOKAa3BaT eKCKPeLysl Ha JanaryingIo3uH/MeTaboIUTUTE B MIIIKOTO, KAKTO U
bapmakosornaHo-MeuupaH epeKTH BbpXy MaKuTe (BXK. Touka 5.3). MetdopmuH ce ekcKkpeTupa B
KbpMaTa Ha 4OBEKa B MAJIKU KoJnyecTBa. He Moke 1a ce M3KII0YM PUCK 3a
HOBOPOJICHUTE/KbpMaydeTara.

To3u nexapcTBeH IPOAYKT HE TpsIOBa Jja ce U3IMOJI3BA MO0 BpEMe Ha KbPMEHE.
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DepTunurer
EdexTspT Ha TO3W JeKapCTBEH MPOIYKT WU NanariaudIio3nH BepXy GepTUINTETa HE € TIPOYUIBaH MpH

xopa. [Ipy MBKKH ¥ KEHCKH ILTHXOBE, Aanarin(io3uH He ToKka3Ba epekTH BrpXy pepTuinTera npu
HUTO €JIHa OT TecTBaHUTE J03U. OTHOCHO MET(QOPMHH, U3MUTBAHKUSATA TIPU KUBOTHHU HE MTOKA3BaT
PETpOyKTHBHA TOKCHYHOCT (BK. TOUKa 5.3).

4.7 EdexTn BbpXy cnoco0HOCTTa 32 mo¢upaHe u padoTa ¢ MAINHH

Xigduo me moBnusABa, WK TIOBIIKABA IIPEHEOPEKIMO, CIIOCOOHOCTTA 3a IIodHpane u pabdbora ¢
MarmHy. [lanmenture TpsiOBa Aa ObAT MPEAYNPEIACHN 32 PUCK OT PA3BUTUE HA XHUITOTIIUKEMUS,
KOTaTo TO3M JICKAPCTBECH MPOYKT C€ M3I0JI3Ba B KOMOMHAIUS C JPYTH TIIIOKO30IIOHMKaBAIIN
JIEKapCTBEHU MPOJYKTH, 32 KOUTO € M3BECTHO, Ue MPHYUHSABAT XUITOTITHKCMHUSI.

4.8 Hexenanm iekapcTBeHH peaKUuH

Joxkazano e, 4e Xigduo e GHOCKBHBAICHTEH Ha €HOBPEMEHHO MPUJIATaH! Janarin(iIo3uH 1
metdopmuH (BK. Touka 5.2). He ca npoBexaaHu TepaneBTHYHN KIMHAYHYU n3nuTBaHus ¢ Xigduo
TabJIETKH.

Janarnndio3ut miroc MethopMuH

Pestome na npopuna na bezonacnocm

[Tpu ananm3a Ha 5 WIane00-KOHTPOIMPAHH KIMHIYHH M3IUTBAHUS C T00aBSIHE Ha AanaringIo3uH
KbM MET(HOPMHH, pe3yATaTUTE OT 0€30MacHOCTTa ca MOJOOHH Ha TE3W OT MPEABAPUTEIHO YTOUHEHHUS
cOopeH aHanu3 Ha 13 miane0o-KOHTPOIMPaHH U3MUTBAHUS ¢ Janariudio3ul (BxK. ,,Jlanarnudaosu,
Pestome na npoguna na bezonacnocm”, no-nony). He ca naeHTHUINpPaHT JOTBIHATETHH HEXKETaHU
pEaKIiy B rpyIaTa ¢ JanariugIio3nH IUIoc MeTGOpMHH, B CpaBHEHHE ChC CHOOIICHUTE IPU
OTJeTHUTE KOMIIOHEHTH. B oTnenen coopen ananus ¢ nobaBsiHe Ha qamariugio3nH KbM METQOPMUH,
623 yyactHunu ca iekyBanu ¢ 10 mg nqanarnuduio3uH KaTo AOIbIHEHHE KbM MeTQopMuH, a 523 ca
JIEKyBaHHU ¢ 1U1ane00 miroc MeThOpMUH.

Janarnndiosun

Pestome na npoguna na bezonacnocm

B ximmHWYHATE pOoyYBaHUS IIpH 3axapeH auadeT tui 2, moBede oT 15 000 manueHTH ca JIeKyBaHU C
JanariauQIo3uH.

[TbpBOHAUaHATA OIIEHKA Ha OE30MACHOCTTA U IIOHOCHMOCTTA € TIPOBEICHA B TIPEIBAPUTEIIHO YTOUYHECH
cOopeH aHanm3 Ha 13 KpaTkocpovHH (10 24 ceAMUIN) TIANe00-KOHTPOIMPAHH POYIBAHUS C
2 360 manmenTn nexyBanu ¢ 10 mg manarivdno3ud u 2 295 nanueHTH ¢ mianeoo.

B npoyuBaneTo ¢ ganarnudiosus 3a cepaednoch1oB u3xoq (DECLARE, Bxk. Touka 5.1),

8 574 manmenTtu momy4dasar 10 mg manarnudgno3ud u 8 569 nomyvasar rrane6o, ¢ MeaHa Ha
BpeMeTo Ha excrio3uius 48 mecera. OO0 eKCIIO3UIHATA Ha JanariniIo3uH e

30 623 manUeHTOroIuHHU.

Haii-yecto choOIIaBaHNTE HEXKENAHH JICKAPCTBEHU PEAKIMY BbB BCHUKH KJIMHUYHU MPOYYBAHHS Ca
TEHUTAITHUTE WHPEKITUH.

TaOnu4eH cnUChK Ha HEXEJTaHUTE JICKAPCTBEHU PEakiuu

CrnielHUTE HEXKETAHU PEaKIMU ca WACHTH(GUIIMPAHH B TUTale00-KOHTPOJUPAHUTE KIIMHUYHU
NPOYYBaHUS C Aanariau(ao3uH MWIoc MeTGOPMHH, B KIMHUYHUTE IPOYYBAHMS C JanariugIIo3vH U ¢
MeT(GOPMUH, U IPH MOCTMAPKETHHIOBUS onuT. HuTo enHa He € go303aBucuma. M30poeHure no-nomy
HEXXEJTaHU PeaKIlny ca KiIacupUIMpaHu 1o yectora 1 cucremo-opranet kiac (COK). Kareropuute mo
YecToTa ca AeGUHUPaHH ChIIACHO CJICAHATA KOHBEHIIMA: MHOTO YecTu (> 1/10), yectu (> 1/100 no

< 1/10), Heuectu (> 1/1 000 go < 1/100), peaku (> 1/10 000 o < 1/1 000), muaoro peaku (< 1/10 000)
Y C HEM3BECTHA YecToTa (0T HAMYHUTE JJaHHHU HE MOJKe Jia ObJic HalpaBeHa OICHKA).
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Tadnauua 2. HeskelaH! peakuuy B KIMHUYHHUTE U3NUTBAHUA ¢ 1anaryiugI03uH U MeT(HOPMHH ¢
He320aBHO 0CB000KIaBaHE M MOCTMAPKETHHIOBH JAHHU?

Cucrtemo-oprane | MHoro Yectn HeuecTn Penxu MHoro peaku
H KJac YyecTH
HUngpexyuu u BynBoBarunur, MuKOTHYHA Hexporusupain
ungecmayuu OananuT u uHekims ™ GbacuuuT Ha
CBBP3aHU C TIX NepUHEyMa
TeHUTATHA (ranrpena Ha
unpekuun”™ &® Fournier) &
Wndexnmn Ha
MIKOYHUTE
meTHma” %"
Hapywenus na Xumornukem | [Tonmxkasane/ ObemHO Juaberna Jlakranunosa
Memaboauzma u ust (npu neduur Ha uzuepnBane®* | keroanumosa ®
xparnenemo enHoBpeMen | ButamuH B12%8 | YKaxma™ K
Ha yrnotpeba
csc CYII
W
uHCYIHH)°
Hapywenus na Hapymenus na
HepeHama BKyca’
cucmema 3amastHOCT
Cmomawmo- Cromarizo- Koncrunanus
ypeeHu 4YpEBHU o
HapyuwleHus cumnToMu® 8 Cyxorta B
ycrara”
Yeproopobru Hapymenus na
HapyweHus YepHOApoOHaT
a pynkius®
Xenatut®
Hapywenus na O6pus” Vprukapus®
KoJcama u Epurem®
nooKodcHama [pypuryc®
MbKAH
Hapywenus na Bonka B rep6a”
MYCKYIHO-
ckenemuama
cucmema u
cveouHumenHama
MbKAH
Hapywenus na Huzypust Hukrypus™ TyGynountepe
ovopeyume u [Momuypust ™ © TULMAJIEH
nuKouHume HepuT
nemuya
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Hapywenus na BysBo-Barmna
6b3NPOU3E0OUMEN JieH ChpOex
Hama cucmema u I'enuranen
2vpoama chpOex”
HUscneosanus IToBuiIeH IToBumasane
XEeMaTOKpHT™ Ha
Hamanen KpEaTHHHHA B
0B0pedeH KPBBTA IO
BpeMe Ha
KJIUPBHC Ha HAYATHOTO
KpEaTHHUHATIO neuenHme™ 6
BpCMC Ha IloBummapane
HA4aIIHOTO Ha ypesTa B
nedyenue’ KpBBTA
Jucnununemus” Hamansasane
HAa TEerJIoTo

2B tabauIiaTa ca MOKa3aH! HeXKEIAHUTE PEAKIUH, WACHTUQHUIIUPAHU OT NaHHH 10 24 cenMuiy (KpaTKOCPOUYHH),
HE3aBHUCHMO OT IPHJIAraHeTO Ha )KUBOTOCIACSIBALIM JIEKAPCTBA IPH TITUKEMUS, C U3KIIIOUSHHE Ha TE3H,
oTOems13anu ¢ § (BXK. MO-70ITY).

®3a jombiIHUTEIHA MH(OPMALKS, BHXTE ChOTBETHATA MOATOUKA 10-/[0Ty.

® ,ByIBOBaruHMT, 0aJaHUT U CBBP3aHHU C TSX TEHUTATHH MH(EKIMK™ BKIIIOYBAT, HAIIPUMED, IPEIBAPUTEIHO
JneduHUpaHuTe IPEeNNOYNTaAHN TEPMHHH: BYJIBO-BarnHajlHa I'bOMYHA MH(EKIMs, BAarHHAIHA HHEKIHS,
GayaHuT, reHNTaNHA THONYHA HH(EKIHS, BYIBO-BarMHAIHA KaHAN1034a, BYJIBOBArHHNT, KaHIUI03EH OalaHuT,
TeHUTATHA KaHANWI03a, TeHUTAIHA HHEKINs, TeHUTAITHA HHPEKINS IPH MbXe, HHPEKINS Ha TIEHNCa, BYJIBUT,
OakTepualeH BarmHUT, abCIiec Ha BYJIBATA.

"Mudexnust Ha MIKOYHNTE ITBTHIINA BKIIOYBA CICAHUTE IPEINOYNTAHN TEPMHUHH, N30pOEHH 10 pesia Ha
YyecToTara Ha choOIIaBaHe: HHPEKINSI Ha MMKOYHATE MbTHUIA, IUCTUT, HHPEKINSI HA MMKOYHNUTE ITBTHUIA,
npryrHeHa ot Escherichia, nHdekiusa Ha MMKOY0-TIONOBUTE BTHILA, THEIOHE(MPUT, TPUTOHUT, YPETPUT,
nHOeKus Ha OBOpennTe U MPOCTATHT.

A,00eMHO n34eprBaHe” BKIIOYBA HAIIPUMED MIPEIBAPUTEITHO Ae(PUHUPAHUTE IPEATIOUNTAHA TEPMUHU:
JIeXHUpATALMsl, XUTIOBOJIEMHUS, XUTIOTOHHSI.

¢ Jlonnypus” BKIIIOUBA MPEIIOUYUTAHUTE TEPMUHHU: ITOJIAKUYPUS], OJIUYPHS, TOBUIICHA MPOIYKIIUS Ha YpUHA.
*CpeaHaTa NpOMsIHA Ha XeMaTOKpUTa OT n3xoaHa croiHoct e 2,30% 3a 10 mg panarnudmnosus cnpsimo —0,33%
3a iane6o. CtoiHOCTH Ha XemaTokpuTa > 55% ce chobiasat npu 1,3% ot yyactHunure, jgekyBanu ¢ 10 mg
nmamarnmgo3ut, B cpaBHeHHe ¢ 0,4% mpu yyacTHUIMTE Ha TUIAIE00.

*CToManIHo-4YpeBHN CUMIITOMH, KaTO Ta/ieHe, MOBPBIIaHe, AUapusi, KOpeMHa 00JKa 1 3ary0a Ha aneTHr,
BB3HHMKBAT Haif-4€CTO B HAYAJIOTO HA TEPAITUSTA U B IIOBEYETO CIIydan OT3BYUYaBaT CIIOHTAHHO.

"CpenHaTta IpoMsiHa B IIPOLIEHTH, OT N3X0AHATa cTOHHOCT 3a 10 Mg nanarnu¢uio3uH, B CpaBHEHHUE ¢ III1anedo, e
CHOTBETHO: 00111 X0nectepon 2,5% cnpsimo -0,0%; HDL-xomecrepon 6,0% cnpsimo 2,7%; LDL-xonectepon
2,9% cpsimo -1,0%; Tpurmunepuau -2,7% cupsmo -0,7%.

Buwxkre Touka 4.4.

*Cp0OI1IeHO B POYYBAHETO 32 ChPACYHOCHIOB M3XOJI IPH MAIMEHTH Che 3axapen auaber tun 2 (DECLARE).
YecrtoTara € Ha roauirHa 6as3a.

"HexesaHa peakiusi, perucTpiupaHa B HOCTMapKETHHIOBOTO HaOuoieHre. OOpHB BKIIIOUBA CIICAHUTE
NpPeANOYUTAHN TEPMUHH, U30POCHH CIIOpPE/l YeCTOTaTa B KIMHUYHUTE IIPOYYBaHHUs: 0OPHUB, TeHEepaIn3upaH
00puB, NPypHUTO3€H 0OPHB, MAaKyJI03€H 0OPHB, MaKyJIO-TIaITyJI03€H O0OPUB, ITyCTYJIO3€H OOPHUB, BE3UKYJIapeH
00puB 1 epuTeMaTo3eH oOpuB. B akTHBHUTE U TU1a11e00-KOHTPOJIMPAHN KIIMHUYHH ITPOYYBAHHS
(mamarmudnozna N=5 936, nbana u3Bagka N=3 403), uectorata Ha 06puB e mo100Ha 3a nanarnudaosun (1,4%)
u 3a 1suiara u3Bajka (1,4%), cboTBETHO.

*CpoOmienu npy > 2% ot ydacTHUIUTE U ¢ > 1% noBeye, 1 Hali-Mallko 3-Ma y4aCTHHIY [T0BEYE IIPH
ManueHTHTe, JekyBanu ¢ 10 Mg nanarnudiao3us, B cpaBHEHHUE ¢ T1ane0o0.

**CpoOIIeHN OT M3CIIeA0BATENs KATO BE3MOXKHO CBBP3aHMU, BEPOSATHO CBBP3aHH WM CBBP3AaHH C JICICHUETO U
crobmenn mpu > 0,2% ot ygactHunute u ¢ > 0,1% moBede, 1 moHe 3-Ma YYaCTHHIIM MTOBEYE OT MAIIUEHTHUTE,
nexyBanu ¢ 10 mg mamarnmngno3uH, B CpaBHEHHE C II1aneoo.

SHexenanaTa peakius M KaTerOPUUTE MO YeCTOTa 32 MET(OPMHH ce OCHOBaBaT Ha nHdopmanus ot KXIT na
MPOAYKTHUTE, ChABPKamu MeTopmuH B EBponelickns chro3.

Ornrcanve Ha N30paHN HEXKETAHU PEaAKITHH
Janaznuchrosun niaioc mem@popmun
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Xunoenuxemust

IIpu nmpoy4uBanus ¢ manaraudro3nH B KOMOWHAIHS ¢ METGOPMUH, ce ChOOIIaBaT JIEKH eMU304H Ha
XUMOTJIMKEMUS ChC CXOJ[HA YECTOTA B Ipynara, JiekyBaHa ¢ 10 Mg panaraudio3uH mioc MeThopMUuH
(6,9%) u B Tpymnarta ¢ riane6o mwioc MerhopmuH (5,5%). He ce choOmiaBar Texxku chOUTHS Ha
xunornukemus. [TogoOHN HaOMIOMEHNS ca HAITPaBEHH U 32 KOMOMHAIMATA Janaran(iIo3nH 1
MeT(GOPMHUH MPH HENIEKYBaHH JJOCETa MAlUeHTH.

B mpoyuBane ¢ nombiBaiia Tepamnus KbM METGOPMHUH U CyJI(OHWITYPEHHO MPOU3BOJTHO, JI0

24 cenmMuly, ce ChOOIIaBa 3a JICKH CIM3011 Ha XUIOrauKeMus npu 12,8% oT malMeHTUTe, KOUTO
nosydaBat 10 mg nanarimudio3uH Iiroc MeThOpMUH U CyJI(OHMITYpEHHO MPOU3BOAHO, U Tipu 3,7%
OT MAIUCHTUTE, KOUTO IMOJTyYaBaT Iianedo miroc MeTGopMHH U CyI(pOHMITYpeiHO npou3BoaHo. He ce
ChOOIIABAT TEKKH CHOUTHS Ha XUITOTTIUKEMHUSI.

Hanaenugrozun

Byneosazunum, 6ananum u cpoonu ceHumantu un@exyuu

B cOopHus ananm3 Ha 13 npoyduBaHus 3a 0€30MaCHOCT, BYJIBOBATUHHT, OAJIAHUT M CPOJTHU ICHUTATHU
uHpeKknuu ce chobianar npu 5,5% u 0,6% OT yuyacTHHILIUTE, ITOJTy4aBalld ChOTBETHO

10 mg nanarnmudmo3un u mane6o. [loBeyero nHpEKMA ca TeKn 10 YMEPEHO TeXKH U YIaCTHUITUTE
ce MOBIUABAT OT HavYalleH Kypc Ha CTAHJAPTHO JICUEHHE, KaTo PSJIKO Ce CTUTA JI0 MPEYCTAHOBSIBAHE HA
JiedyeHneTo ¢ aanarnuduo3nH. Te3n nH(eKunu ca mo-4yectu npu xeHu (cboTBeTHO 8,4% u 1,2% 3a
JanarmugIIo3nH U 1mianedo), a pH yYacTHUIKTE ¢ aHaMHe3a 33 MPEAXO0JHH TaKHBa ChIICCTBYBA
MO-TOJIIMA BEPOSATHOCT 32 Pa3BUTHE HA PEIUMB HA HHPECKIHSITA.

B npoyuBanetro DECLARE, 6posiT Ha mameHTuTe ChC CEPHO3HU HEKETaH! CHOUTHSI HA TCHUTAITHU
WHQEKIIUY € MaTbK 1 OaJlaHCUpaH: 2 MAIlMeHTH BbB BCSAKA OT TPYIUTE HA Aanariu@iio3uH U miaeoo.

[Tpu ynotpebaTa Ha manarmudIIoO3uH ce CHOOIaBa 3a CIy4yan Ha (puMo3a/mpunoduTta GumMosa,
€THOBPEMEHHO C TeHUTATHH MH(EKINH, B HIKOH CIIydan ¢ HEOOXOAUMOCT OT HUPKYMITH3HSI.

Hexpomusupaw ¢acyuum na nepuneyma (2anepena na Fournier)
CphoO11aBa ce 3a IOCTMapKETUHIOBHY CJIy4ad Ha raHrpeHa Ha Fournier nmpu manueHTy npuemMaiu
SGLT2 unxubutopH, BKIIOYUTETHO Hanariuduio3uH (Bxk. Touka 4.4).

B npoyusanero DECLARE, npu 17 160 nanueHTH che 3axapeH quadeT THIT 2 ¥ MelnaHa Ha BPEMETO
Ha excrio3unus 48 mMecenia, ce chobIaBar o010 6 ciyyast Ha raHrpeHa Ha Fournier, enus B rpynaTa Ha
JedeHune ¢ qanarinu@Iio3uH 1 S B rpynara Ha rmianedo.

Xunoenuxemus
UecToTara Ha pa3BUTHE HA XUTIOTIUKEMHUS 3aBUCH OT BHJIa HA OCHOBHOTO JICUCHHE, U3IIOI3BaHO BHB
BCSIKO TIPOYYBaHe.

B npoyuBanusTa Ha manarim@IIo3uH KaTo JOMBbIHEHHE KbM MET(OPMUH WITH KbM CHTATJIUIITHH (ChC
i 6e3 MeTOpMHUH), YecToTaTa Ha JIEKH €MU30J1 Ha XUIIOTIMKEMUs € cxonHa (< 5%) B pa3InuHuTe
TepaneBTUYHU TPYITH, BKIIOUUTEIHO U 1uianedo, 10 102 ceamuiy Ha nedeHue. BB Bcuukn
MPOYYBAHUS TEKKUTE CHOUTHS Ha XUMTOTIIMKEMHSI Ca HEUECTH U ChC CPABHUMHU YECTOTH B TPYNHTE HA
namarnuduiosuH win mianebo. B npoyuBane ¢ qobassiHe Ha Tepanus ¢ MHCYJIMH, € HaOIr01aBaHa
H0-BHCOKA YECTOTa Ha Pa3BUTHE HA XUIIOTJIMKeMUs (BXK. Touka 4.5).

B npoyuBane ¢ no6aBsiHe Ha J1anaraugIIo3nH KbM JieueHue ¢ nHCYnuH 10 104 ceqmunmy, ce
CHOOIIABAT eNU30/11 Ha 3HaYNTEIHa Xunoraukemus npu 0,5% u 1,0% oT yuyacTHHIIUTE, TEKyBaHH C
10 mg nanarnugo3uH IIFOC HHCYIIWH, ChOTBETHO Ha cenmuiy 24 u 104, u ipu 0,5% ot
YYaCTHHUIUTE, B IPYIINTE, JIEKYBAHHU C ITale0o IUIF0C UHCYIWH, Ha ceMuiu 24 u 104. Ha cenmurm 24
u 104 ce cro0IIaBaT eMU30/1M Ha HE3HAYUTEIHA XUTIOTJIMKeMHus choTBeTHO Tipu 40,3% u 53,1% ot
yYacTHULMTE, nosryyasamy 10 Mg nanmarnudiio3us witoc uHCYIuH, u npu 34,0% u 41,6% ot
YYACTHHIINTE, TTOJTyYaBaIlH I1are60 IUIF0C HHCYITHH.
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He ce HabroaBa NOBHIIECH PUCK OT 3HAUMMAa XUIIOTJIMKEMHS TIPH JICYCHHE C Janarindiio3uH B
cpaBHeHue ¢ mianedo B npoyusanero DECLARE. 3HaunMu chOUTHSI Ha XUITOTIIHMKEMHUS Ce
cpobmmasar npu 58 (0,7%) nauuenTu, nexyBanu ¢ ganarnudiosut, u 83 (1,0%) nauuentu Ha
iane6o.

Obemno uzuepnsame

B c6opHus ananus Ha 13 npoyuBaHus 3a 6€30MaCHOCT peakiiy, KOUTO Ipearnoaarar 00eMHO
u34eprBaHe (BKIIOYBAINIM ChOOIICHHUS 3 IEXUAPATAIUS, XUTTOBOJIEMHUSI MITH XATIOTOHUS), CE
cpobmmaBar cboTBeTHO TipH 1,1% u 0,7% ot manmenTtute, nomydyasamy 10 Mg nanarnugro3uH u
1ane0o; CEpUO3HU peakiuu HacThIBaT npH < 0,2% OT MaIMeHTUTE, KaTo ca PABHOMEPHO
pasnpenaenenu mexay 10 mg gamarnudio3uH U mianedo (Bx. Touka 4.4).

B nmpoyuBanero DECLARE, 6posT Ha nauueHTHuTe ChC CHbOUTHS, KOUTO MpearnoiaraT 00eMHO
n34epIiBaHe, € allaHCUpaH MEXIy TpPyNIHTe Ha JedeHue — cboTBeTHO 213 (2,5%) u 207 (2,4%) B
rpynuTe Ha manariauduiosvH u miane6o. Ceprno3Hu HeXeTTaHu CHOUTHS Ce ChOOIIaBaT ChOTBETHO IPH
81 (0,9%) u 70 (0,8%) B rpynuTe Ha manaraugIio3nH u miane6o. CrOUTHATA KATO IISUITO ca
OanaHcUpaHu MEXIy TPYITUTE Ha JICUCHHE B MMOATPYITUTE TI0 BB3PACT, YIIOTpeOda Ha TUYPETHIIH,
aprepuanHo Hansrane u ynorpe6a na ACE-I/APB. Ipu natmentu ¢ eGFR < 60 ml/min/1,73 m? na
M3XO/HO HUBO UMa 19 chOHUTHS ChC CeprO3HA HEXKeNlaHa Peakius, MoKa3Baia 00eMHO H3UepIiBaHe, B
rpynara Ha mpanarauduio3vH u 13 crOuTus B rpymnaTa Ha ianeoo.

Jluabemna kemoayuoosa

B npoyusanero DECLARE, c Meanana Ha BpemeTo Ha ekcrio3unus 48 mecena, couTus Ha JIKA ce
cboOmaBar npu 27 nauyeHTy B rpynara Ha 10 mg nanarnugno3us u 12 nanyeHTH B TpymaTa Ha
wiane0o. CrOUTHSITAa BB3HUKBAT PABHOMEPHO pasNpeesieH: IIpe3 nepruoaa Ha npoy4yBanero. Ot

27 manmenTH cve chOuTHs Ha JIKA B rpynara Ha manariudguio3us, 22 ca Oniu Ha CHITBTCTBAIIO
JIeYeHHE C MHCYJIMH 10 BpeMe Ha cpOuTrero. OTkmouBamumre Gaxropu 3a JJKA orrosapsrt Ha
OYaKBaHUTE MPH TOMYJIAIKATA ChC 3aXapeH auadet tum 2 (BK. Touka 4.4).

Hugpexyuu na nuxounume nomuiya

B c6opHus ananus Ha 13 npoyuBaHus 3a 6e30nacHOCT MH(EKIMUTE Ha TUKOYHUTE IIBTHIIA Ca
ChOOIIIaBaHU TO-4€CTO 33 Aanariu@iIo3uH, OTKOJIKOTO 3a miareo (choTBeTHO 4,7% crpsimo 3,5%;
BXK. TouKa 4.4). [loBeveTo nH(EKINH ca JIeKH 10 yMEPEHHU H NAlMEHTUTE Ce MOBIUSIBAT OT
I'BPBOHAYAIHUS KYPC Ha CTAHJAPTHO JIEYEHHUE, KaTO PSAKO TOBA BOAM A0 CIIUPAHE HA JICYEHHETO C
namarnuduio3nH. Te3n MHPEKINH ca Mo-uecTy IPH KEHUTE, a IPH NAIMEeHTUTE ¢ aHaMHe3a 33 TaKKBa,
CBIIIECTBYBA MO-TOJISIMA BEPOSTHOCT 32 Pa3BUTHE HA PEIIMINB HA HHDEKIUATA.

B npoyusanero DECLARE, cepno3an chOuTns Ha WH(GEKINY Ha MHKOYHUTE THTHUINA Ce ChOOIIaBat
mo-psako 3a 10 mg mamarnuio3uH B cpaBHEHME ¢ miaie6o, choTBeTHO 79 (0,9%) chouTHS CIpsIMO
109 (1,3%) cnoutTus.

Tosuwien kpeamunun

HesxenanuTe peakiiv, CBbP3aHu C MOBUIICH KPEATHHUH, ca Tpynupanu (Hamp. HaMayieH Ob0peyeH
KIMPBHC Ha KpeaTHHHHA, ObOPEYHO yBpEXkKIaHe, MOBUIIICH KPEaTHHUH B KPHBTA M HAMAJICHAa CKOPOCT
Ha riomepysHa ¢uitpanus). Tasu rpyna peakiwu ¢ cboOieHa npu 3,2% u 1,8% ot nanuenrure,
nony4aBaiu cboTBeTHO 10 Mg nanarnmudnosun u riane6o. [pu nmanuenTuTe ¢ HOpMaiiHa ObOpedHa
GyHKIMS i ObOPEYHO yBpEXkKIaHe B JIeKa CTENEH (M3XOIHH CTOMHOCTH Ha

eGFR > 60 ml/min/1,73 m?) tasu rpyna peakuuu ce chobmasa npu 1,3% u 0,8% or nauueHTHTE,
noiy4aBaiu cboTBeTHO 10 Mg nanarnmudnosun u riane6o. Te3n peakiuu ca mo-4ecTH MpH
NalUMEHTHTE ¢ U3X0HU cTolinocTy Ha €GFR > 30 u < 60 ml/min/1,73 m? (18,5% 10 mg
nanariuguosus crpsamo 9,3% miane6o).

JlompIHUTETHATA OIIEHKA ITPH MAIMECHTH ¢ HEeXEIaHU CHOUTHS, CBBP3aHU ¢ OBOpEInTe, MoKa3Ba, 4e
MTOBEYETO Ca MMAJIH TIPOMEHH B CEpyMHUS KpeatnHuH oT < 44 muxpomona/l (< 0,5 mg/dl) cripsimo
W3XOJTHUTE CTOMHOCTH. [I0BHUIIICHHETO HAa KpEeaTHHUHA OOMKHOBEHO € MPEXOJTHO MTPH MPOIBIKUTEITHO
JICYCHUE WK 00PaTUMO CJIe]] IPEyCTaHOBSIBAaHE Ha JICUCHHUETO.
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B npoyusanero DECLARE, BKiIr04BaIIo MaIMeHTH B CTapUYeCKa Bb3PacT U MAIlMEHTH ¢ ObOPEUHO
yepexaane (EGFR mo-manko or 60 ml/min/1,73 m?), eGFR namansBa ¢ Te4eHHE HA BPEMETO U B
nBete rpynu Ha neueHue. Cnen 1 roquna cpennata éGFR e neko nmoHmxkena, a ciex 4 roquHy,
cpennata €GFR e neko nmoBwuilieHa B rpynara Ha JanariugJio3nH B CpaBHEHUE C TpyIlaTa Ha mianeoo.

Cpo011aBate Ha OJA03MPAHU HEKEIAHU PEAKIIHI

Cro01aBaHeTo Ha IMOIO3MPAHN HEXKENIaHHU PEaKIuy Clie]] pa3peliaBaHe 3a ynoTpeda Ha JIeKapCTBEHUS
NPOAYKT € BaxkHO. TOBa MO3BOJISIBA J1a TIPOIBIKH HAOIOICHHETO Ha ChOTHOIICHUETO TI0JI3a/PHUCK 3a
JICKapCTBEHUS NPOAYKT. OT MEIUIIMHCKUTE CIICITUAIMCTH CE U3UCKBA Ja ChOOIIaBaT BCAKA
MOI03UPaHa HEXKEIaHa PEeaKIus Ype3 HAIMOHAIHA CUCTEMa 33 ChOOIIaBaHe, IOCOYCHA B

[puioxkenue V.

4.9 Ilpemo3upane

OtcrpansBaHeTo Ha JamaraugIo3MH NOCPEACTBOM XeMOIUanu3a He € Mpoy4yBaHo. Haii-eeKTHBHUST
METOJ 32 OTCTpaHsBaHEe Ha MET(OPMHUHA U JAKTaTa € XeMOJHaJIH3a.

Jlanarnudguio3us

Janarnudno3uH He ToKa3Ba TOKCHYHOCT IPH 3APaBH JIUIA TIPH TIEPOPATTHA €AUHUIHH JO3H JI0

500 mg (50 mbTH MO-BUCOKH OT MaKCHMaJIHATa MPEMOPhYNTEIHA THEBHA [103a Ipu Xxopa). Te3u
JOOpPOBOJIIM UMAT OTKpHUBaeMa TIIF0K03a B ypHHATA 33 IEpUOJia OT BpeMe, ChOTBETCTBAIL Ha IIpUeTaTa
no3a (moHe 5 uu 3a go3ata ot 500 mg), KaTo HAMA ChOOIICHHS 32 JeXUApATAIIVs], XMIIOTOHUS HIIH
eJIeKTPONIUTEeH qucOananc, KakTo M KITMHIYHO 3HauuMu eektu Bpxy QTc-unTepBana. Uectorara Ha
pa3BUTHUE HA XMITOTJIUKEMUS € CXOJHA C Ta3u MPH MPUEM Ha IuTane0o0. B KIMHWYHM pOyYBaHus, B
KOHMTO €IHOKpaTHH AHeBHHU 1031 70 100 mg (10 mbTH MO-BHCOKH OT MaKCHMATHATA MTPEMOPHUYNTETHA
JTHEBHA J103a TIPH XOpa) ca MpUiIaraHu B MPOIBIDKEHHUE Ha 2 CEIMUITH TPH 3PABH JIUIA U TIPH JIUIIA
ChC 3aXapeH AuadeT TUII 2, 9eCTOTaTa Ha Pa3BUTHE HA XUIIOTJIMKEMHS € MAJIKO TI0-BUCOKA, OTKOJIKOTO
NpY TIpUEM Ha Iu1ane6o, 1 He € J0303aBUcHMa. YeCTOTHTE Ha HeXellaHH ChbOUTHUS, BKIIFOUHTEITHO
JIEXUIPATAIUS WU XUTIOTOHHS, Ca CXOHU C TE3W NPH TUIanedo0 U JTUICBAT KIIMHIYHO 3HAYUMHU
JT0303aBUCHMH TTPOMEHH B J1a0OpAaTOPHUTE MApaMeTPH, BKIIOYHTEITHO CEPYMHUTE €NIEKTPOIUTH U
onomapkepute Ha ObOpeuHa QyHKIHSI.

B cnyqaﬁ Ha Npeao3rupaHe, TpSI6Ba Ja C€ 3al0YHC MMOAABbPIKAIIO JICUCHHUE B 3aBUCUMOCT OT
KIMHHUYHOTO CbCTOAHHEC HA ITallMCHTA.

Merdhopmun

CI/IHHO Hpe;[031/1paHe HNJIN CBIIBTCTBAIIIN pI/ICKOBe HpI/I HpI/IHO)KeHI/Ie Ha MeT(i)OpMI/IH Mmorart ga goBeaar
JI0 JTaKkTaruo3a. Jlakramao3ara € CrelHo MEeIUIUHCKO ChCTOSTHUE U TPIOBa J1a ce JIeKyBa B
OoJIHHIIA.

5. ®APMAKOJIOTUYHU CBOMCTBA

51 dapmakoaMHAMMYHU CBOiiCTBa

®dapmakoTepaneBTHYHA Tpyma: JlekapcTBa, 3MOI3BaHM MU JuadeT, KOMOMHAIIMY Ha TTepOpaTHU
JIeKapcTBa 3a TIOHIKaBaHe Ha Tioko3ara B kpbBTa, ATC koa: A10BD15

MexaHu3bM Ha AeiicTBUE

Xigduo koMOuHMpA J1Ba aHTUXUTIEPTIIMKEMUYHH JIEKAPCTBEHH MPOIYKTa C Pa3IMUHK U JOIIBJIBAIIHN CE
MEXaHU3MH Ha JefcTBUE 3a TOA0OpsBaHE Ha INIMKEMUYHHS KOHTPOJI NPH IMALMeHTH ¢ AUadeT ThIl 2:
nanarnuguio3us, HHXuOuTop Ha SGLT2, 1 MeTOpMHUHOB XUAPOXJIOPU] OT Kilaca Ha OUTBaHUIUTE.

Hanaznugprozun
Hamarnudnosun e maoro momieH (Ki: 0,55 nM) cenektusen n odpatum uaxudutop Ha SGLT2.
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Wuxubupanero Ha SGLT2 ot manarnudiio3nH HamalsBa peadcopOIusaTa Ha TJII0KO3a OT INIOMEPYJIHUS
¢unTpar B mpokcuManHuTe OBOpedHn TyOyIH ChC CHITBTCTBAIIO HAMalIIBaHE Ha peabcopOnmsTa Ha
HATpPUH, KOETO BOAM JI0 EKCKPEIUs Ha TIIF0KO3a C YPUHATA M OCMOTHYHA AUype3a. 3aToBa
JlanariauQIIo3uH MOBUIIIaBa JOCTABIHETO HA HATPHUI KbM JHUCTATHUTE TYOYJIH, KOSTO TIOBUIIIaBa
TyOynorioMepyiiHaTa oOpaTHa Bph3Ka U HAMAIsIBa HHTPArJoMepyJTHOTO HansiraHe. Tosa, B
KOMOWHAIMS C OCMOTHYHATA JINype3a, BOAH 0 HaMaJIIBaHe Ha 00EMHOTO PETOBapBaHe, MOHWKEHO
KPBHBHO HAJIATAHE W TIOHMKCHO TIPEHATOBAPBAHE U CIICIHATOBApBaHE, KOSTO MOXKE J1a UMa
OnmaronpusITHU eheKTH BEPXY PEMOJICIIMPAHETO HA ChPIIETO M JUAacTOMHATa (DyKIHsI, U 3arma3BaHeToO Ha
0n0peunara dynkius. [lomure Ha manarauQIIo3uH MO OTHOIIEHHE Ha CHPIIETO U ObOpennTe He
3aBHCAT CaMO OT TJIFOKO30TMOHMXaBaIus eekT. [Ipyrure epexTH BKIFOUBAT YBEIUYaBaHE Ha
XEMaTOKPHUTA U PEAYKIIHS HA TEICCHOTO TETJIO.

Janarnudgio3un mogoOpsiBa HUBaTa Ha TIIOK03aTa B IJIa3MaTa KaKToO Ha IJ1aJ{HO, TaKa U
MOCTIIPAHIMATHO, Ype3 HaMalIsBaHe Ha ObOpeuHaTa peabcopOIKs Ha TIII0K03a, KOSTO BOIH JI0
eKCKpeIus Ha TIII0K03a ¢ yprHaTa. Ta3u ekcKperus Ha TI0K03a (TII0K03ypeTHIeH eeKT) ce
HaOJIr0/1aBa ciell MbpBaTa J103a, POIbIDKABa Mpe3 24-4acoBHs JI030B HHTEPBAI U CE 3aIa3Ba Mmpe3
1S10TO JeueHue. KommuecTBOTO IIII0K03a, KOSTO Ce OTAES upe3 ObOpeIuTe Ype3 TO3HM MEXaHU3bM,
3aBHCH OT KOHIICHTPAIMsITA Ha [IFOKO3a B KPBBTA M OT CKOPOCTTA Ha riomepysiHa ¢unrpamus (GFR).
[Mopanu ToBa MpH NMAMEHTH C HOPMAaTHA KPbBHA ITI0OK03a MMa MaJlka BEPOSTHOCT Janariu(Io3nH aa
JOBeJie 10 XUIOormuKeMus. JJanarnndino3us He yBpexka HopMaHaTa eHJOTeHHA TPOAYKIHUS Ha
TJIFOKO3a B OTTOBOP HAa XUIIOTTIMKEMMUS. I[anarnmbnomm ILCI\/'ICTBa HE3aBHUCHUMO OT MHCYJIMHOBATa
CeKpelys U JICHCTBUETO HA MHCYNIMHA. B KIIMHUYHHUTE NPOyYBaHUs ¢ nanarind)io3uH ce HabloaBa
mo100peHMe 10 OTHOIICHHE Ha XOMEOCTATUYHHUS MOJISIT 33 OIICHKA Ha OeTa-KieThuHaTa (PYHKIIUA.

SGLT?2 ce excripecupa celekTHBHO B 0b0penute. Janarmudno3na He MHXUOWpA IPYTH TIIIOKO3HH
TPAHCIIOPTEPH, KOUTO Ca BaYKHM 3a TPAHCIIOPTA HA IIIIOKO3aTa B epU(EPHUTE THKAHH U € C

> 1 400 bt mo-royisaM apuauTeT KbM SGLT2, 0Tk0IK0TO KM SGLT1 — OCHOBHUSAT TpaHCHIOPTEP B
YyepBara, OTTOBOPEH 3a abCcopOIMATa Ha TIIOKO3a.

Mempopmun

MertdopMuH € OUrBaHU ¢ aHTHXUTIEPTIIMKEMUYHH e()eKTH, IIOHIKABaIl KakTo 0a3aliHaTa, Taka 1
MOCTIIpaHIMaJIHATA IJIa3MeHa III0K03a. Tol He CTUMYJIMpPa WHCYJIMHOBATAa CEKPEIUs U MOpaJH TOBa
HE TIPeAN3BUKBA XUIIOTITUKEMUSI.

Metdopmun MOXKe Ja JieiicTBa MOCPEICTBOM TPH MEXaHU3MA:

- Yype3 HaMaJsiBaHE Ha TIPOJIYKIIMATA HA YepHOPOOHA IIII0K03a, TOCPEICTBOM HHXHOMpaHe Ha
TJIFOKOHEOT€He3aTa U IIMKOI€HOJIN3aTa;

- ype3 cy1ab0 MOBHUILIEHNUE HAa YyBCTBUTEITHOCTTA KbM WHCYJINH, OJOOPSABAKY TOEMaHETO U

YCBOSIBAHETO Ha nepHdepHarTa Iioko3a B MyCKyJIUTe;

- ype3 3a0aBsHE Ha MHTECTHHAIHATa a0COPOLUS Ha TIIIOK03aTa.

MetdopMuH cTUMYITHUpPa HHTPALETYJIAPHAS CHHTE3 Ha TJIMKOTE€H KaTo JeHCTBa BhPXY ININKOTeH
cuHTa3zaTa. MeT(hopMUH NIOBUINIABA TPAHCIIOPTHUS KAMaUTET Ha CIIeUQUYHA BUIOBE MEMOpPaHHU

rimoko3Hu tpancroprepu (GLUT-1 u GLUT-4).

dapmakoauHAMUYHA eHEeKTH

Hanaznuchrosun

HabmroaBa ce moBuIIaBaHe Ha KOJMYECTBOTO EKCKPETUPaHa IIII0K03a B YpUHATA TIPH 3JIPABH JIAIA U
TIPH JIMIIA ChC 3aXapeH AuadeT TUM 2, clie/ MpIioKeHne Ha ganarauduiosud. [Ipubmusurenso 70 ¢
IJIF0KO03a ¢e EKCKpeTHpa B ypHHaTa JHEBHO (choTBeTcTBaIa Ha 280 kcal/nen) mpu mo3a 10 mg
JanariauQIIo3uH THEBHO, MPHU JIMIIA ChC 3aXapeH AUa0eT TUI 2, B MPOIbIDKEHHE HA 12 CeaMUIIH.
JlaHHM 32 TPOIBIDKUTEHA TIIFOKO3HA EKCKPEIHsl ca HaOIr0JaBaHy TIPH JIMIIA ChC 3aXapeH AuadeT
Tun 2, npueman 10 Mg nanarnuguiosuH JHEBHO B IPOIBIDKEHUE HA J10 2 TOAMHHU.

Ta3u exckpenus Ha TIH0K03a C YPUHATA MPH IMPUEM Ha JanariudI03uH BOJIU CHIO TaKa JI0
OCMOTHYHA JIMypEe3a U JI0 YBEINUaBaHe 00eMa Ha YpUHATA TIPU MAIIMEHTH ChC 3aXapeH quadeT THIr 2.
IToBumenusTa Ha oO6eMa Ha ypHUHATA TIPH JIUIA ChC 3aXapeH nuadeT Tum 2, TekyBanu ¢ 10 mg
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JanariaugIIo3uH, MPoab/KaBaT Ha ceaMuiia 12 v Bb3aM3at NpuOIu3uTeIHo Ha 375 ml qHeBHO.
[MoBumaBaneTo Ha 0OeMa Ha ypUHATA CE aCOIMHPA C JICKO U MPEXO0HO MOBUINIABAHE HA EKCKPEIUITA
Ha HATPHUH ¢ ypUHATA, KOETO HE Ce aCOIUKPA C TPOMCHHU B CEPYMHTA KOHIICHTPAIIUS Ha HATPUH.

Exckpenusra Ha TIKOYHA KHCETTMHA C ypUHATA CHIIO CE TIOBHIIABA MPEXOAHO (3a 3-7 IHU) U ce
CBIIPOBOK/A OT TPAHO MOHMKABAaHE HA CEpyMHATa KOHIICHTPAIUS Ha TTMKOYHA KrceianHa. Ha
ceaMuIla 24 TIOHWKCHUATA Ha CEpyMHATa KOHIICHTpaIls Ha MMKOYHATa KUCEINHA Bapupar ot -48,3
1o -18,3 muxpomona/l (-0,87 mo -0,33 mg/dl).

dapmakoMHAMHUKaTa Ha 5 My nanarindIo31H JBa BT JHEBHO U Ha 10 My manaringio3uH BeIHBK
JTHEBHO € CpaBHEHa IpH 37paBu Jimia. IHxnOupanero Ha peabcopOnusaTa Ha ObOpeYHaTa TII0K03a B
CTaI[HOHAPHO CHCTOSIHUE U KOJIMYECTBOTO HA EKCKPEIIMS Ha IIF0K03aTa B ypuHaTa 3a 24-4acoB
HIEpPHOJI, Ca SIHAKBY 32 JIBETEC CXEMH Ha T03UpPaHE.

Memdeopmun

[Tpu xopata, MeThOpPMHH OKa3Ba OJIAroNpHUsITHU e()EeKTH BbPXY JIMIHIHUS METa00IH3bM, HE3aBUCHMO
OT JISHCTBHETO My BBPXY ITIUKeMUsTa. TOBa € I0Ka3aHO B TEPAIeBTHYHU JJO3U TIPH KOHTPOIUPAHH
CPEIHOCPOYHH WIIM IBJITOCPOYHH KIMHUYHU M3MHUTBAHMS: MET(QOPMUH MOHMKaBa HUBATa Ha OOIIHS
xosectepod, Ha LDL xonecTeposia U Ha TPUTIIUIEPUIHUTE.

B knmuHMYHKTE TpOyYBaHMs, yHOTpedaTa Ha MET(HOPMHH Ce aCOLMHUPA UIH CbC CTAOMITHO TEIECHO
TErJI0, WJIK C yMepeHa 3aryda Ha TerJo.

Knnanunaa ednkacHOCT M 0€30aCHOCT
KaKTO HO[IO6pHBaHCTO Ha INTUKCMUYHU A KOHTpOJ'I, TaKa U HAMAJIIBAHCTO Ha C'BpI[C‘IHOC'bZ[OBaTa
3a00JIeBaEMOCT M CMBPTHOCT Ca Hepa3JIeliHa YacT OT JICYCHUETO Ha 3aXapeH quadeT THII 2.

EnHoBpeMeHHOTO NMpUIIOKEHHE Ha Janaraudio3uH 1 METQOPMUH € U3CIEABAHO MU JInIa ¢ 1uadeT
THUI 2, HeaJIeKBaTHO KOHTPOJHMPAH CaMo C JUeTa U QU3HUYECKH YIPKHEHHUs, U TIPH JIUIIA C
HEeaIeKBaTHO KOHTPOJIHMPaH ¢ MET(OPMHUH CAMOCTOSTEIHO WM B KOMOMHANuUs ¢ nHxuouTop Ha DPP-4
(cuTarnunTHH), ChC CyAGOHMITYPEHHO TPOU3BOIHO WIH ¢ MHCYNIUH. JledeHueTo ¢ panarnudio3nH
TUTI0C MeT(OPMUH, BEB BCUUKH JI03H1, BOJIU JI0 KIMHUYHO PENIEBAHTHO U CTATHCTHYECKH 3HAYHMO
nono6penue Ha HDALC u Ha riroko3ata B ruia3maTa Ha riaJ{HO, B CPaBHEHHE C KOHTPOJIATa.
KiuHN4HO peneBaHTHUTE TIIMKEMUYHU e(DeKTH ce 3ama3Bar B IBJITOCPOUHH nepuoau 1o 104 cenmunm.
IMoumxkaBanero Ha HDALC ce HabIm01aBa BB BCHYKH MTOATPYITH, BKIIOYHUTEIHO TI0 TIO0J, BB3PAcT,
paca, MpOABIKUTEIHOCT Ha 3a00JIsIBAHETO M WHJIEKC Ha TenecHaTa maca (MMT) Ha u3Xo/1HO HUBO.
OcgeH TOBa, Ha ceamuLa 24 ce HabJ0AaBa KIMHUYHO PEIEBaHTHO U CTATUCTUYECKU 3HAYUMO
noJo0peHye Ha CPEIHUTE IPOMEHH Ha TEJIECHO TErJIo OT U3X0JHATa CTOMHOCT, PH JICUEHHUS C
KoMOWHanusATa Aanaraugao3uH u MeTGOpMUH, B CpaBHEHHE ¢ KOHTposnTe. [loHmKeHnsATa Ha
TEJIECHOTO TETJIO CE 3ara3BaT v B ABIrocpouHH nepuoau 1o 208 ceqmuun. OcBeH TOBa € T0Ka3aHo, e
JIEYESHUETO C JanariugIIo3uH ABa IbTU IHEBHO, 100aBEHO KbM MET(HOPMHUH, € ePEeKTHBHO U
Oe3omnacHo npu Jmna ¢ auadet tun 2. OcBeH ToBa, JiBe 12-ceIMUYHU I1a11e00-KOHTPOJIUPAHH
KIIMHAYHY TIPOYYBaHUsI ca MPOBEICHU MPH MAIlMEHTH C HeaJIeKBaTHO KOHTIPOIMPAH AUa0eT THIT 2 U
XHUIEPTOHHUS.

B nmpoyuBanero DECLARE, nanarnudnosusn kato 1o0aBka KbM CTaHAapTHATA Teparvs HaMasBa
CBHPJICYHOCHIOBUTE U OBOPEUHUTE CHOUTHS MIPH MAIIMEHTH ChC 3axXapeH auadeT TUIM 2.

I nukemuyen konmpon
Lonwvaseawa kombunupana mepanus
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IIpu eqHO 52-CeMMUYHO KIMHUYHO U3MUTBAHE, C aKTUBHA KOHTPOJIA 32 JOKa3BaHe Ha HE MMO-MajKa
edexTuHOCT (NONn-inferiority) (¢ 52- u 104-ceqmuunm eproau Ha mpoaspkenue), 10 mg
JanariauQIIo3uH € OIICHSIBAaH KaTo JOMbJIBAILA Tepanusi KbM MET(POPMUH, B CPABHEHHUE ChC
cynOHIWITYpEtHO IPOU3BOIHO (TJIMITU3U/), KaTO JAOIIbJIBAIA TePanus KbM MET(HOPMHUH, TPH JIUIA C
HenocTarbyeH rmkemudeH Koutpoi (HbALC > 6,5% u < 10%). Pesynrature moka3BaT moa00HO
cpenno HamanaBade Ha HDALC ot u3xomHaTa CTORHOCT [0 CEAMMIA 52, B CpaBHEHHUE C TIMITU3HUI, TI0
TO3M HAYMH MMOKa3Baiku He mo-Manka epukacuoct (Tadauna 3). Ha cenmuria 104 cpeanata mpomsiHa
crpsiMo u3xonaHara croitnoct Ha HDALC e crotBeTHO -0,32% 3a manarnuduosud u -0,14% 3a
s, Ha ceqmuna 208 kopuripanarta cpeHa IpoMsHa OT M3XoaHara croinoct Ha HbALc

e -0,10% 3a nanarnuduosun u 0,20% 3a rmunusun. Ha ceamunum 52, 104 u 208, 3HAYUTEITHO MO-MaTbK
NPOLIEHT OT JMILIATa B Tpymnara Ha Janariaudiao3uH (cboTBeTHO 3,5%; 4,3% u 5,0%), npeThprisiBaT Haii-
MAaJIKO €JHO CHOUTHE Ha XUTIOTJINKEMHSI, B CpaBHEHUE ¢ Tpymara Ha rmnu3n (chotBeTHO 40,8%);
47% u 50,0%). [IponieHTHTE Ha ITUIATa, OCTAHAIM B KJIMHUYHOTO M3NMUTBaHe HA ceamuiia 104 u
ceamuia 208, B rpynata Ha ganarmduo3us ca 56,2% u 39,7%, u 50,0% u 34,6% - B rpynaTa Ha
TJIATIA3H].

Tadomuua 3. Pesyararn Ha ceqvmuna 52 (LOCF?) oT KIIMHUMYHO M3NHTBaHE ¢ AKTHBHA KOHTPOJIA,
CPaBHSIBAIIO Aanarjugio3uH ¢ rIIUNU3uI KaTo J0nbJIHeHHe KbM MeThopMuH

Janarauduio3un + Tnunusuyg +
ITokazaren MeT(hOpMHH MeT(hOpMIUH
N©° 400 401
HbAlc (%)
WzxomHa croitHOCT (CcpemHa) 7,69 7,74
IIpomsiHa cripsimo -0,52 -0,52
M3XO0JIHAaTa CTOMHOCT®
Paznuka cnpsimo 0,00
rmnusug + MetpopmuH®
(95% CI) (-0,11; 0,11)
Teaecno Tero (kg)
UzxomHa croitHOCT (cpemHa) 88,44 87,60
[IpomsiHa cripsimo -3,22 1,44
M3XO0JIHaTa CTOMHOCT®
Pasnika cripsMo -4,65"
rmnm3ug + methopMuH®
(95% CI) (-5,14; -4,17)
3L OCF: Last observation carried forward (ITocnenHo mpoBeeHO EKCTPAMIOIHPAHO
HaOJII0ICHUE).

SPanmOMU3HpaHH 1 JIEKYBaHH JIHIA C M3XOAHA CTOMHOCT U Hali-Majko 1 M3MepBaHe Ha
e(pUKaCHOCTTA CIIe]T U3XO/IHA CTOHHOCT.

*CpenHa CTOWHOCT, KOpUrupana (TIo MeTo/1a Ha Hali-MaJKUTE KBaJpaTH), CIPSIMO U3XO0/IHATA
CTOMHOCT.

"He mo-maska edexruBaocT (NOn-inferior) ot rmmnusug + methopmuH.

*p-croitnoct < 0,0001.

Hanarnudio3us, 1o6aBeH Wik KbM METHOPMUH CaMO, WM KbM MET(OPMHUH B KOMOMHAILIUSA ChC
CUTArJIMIITHH, CYJI(POHUITYPEHHO MPOU3BOAHO HIIM MHCYJIHH (ChC WM 0€3 TOMbIHUTEIHH NIEPOPATHH
TJTFOKO30TIOHIDKABAIIIH JICKAPCTBEHU MPOIYKTH, BKIFOUYUTEITHO MET(POPMIUH), BOJH IO CTATUCTUYECKU
3HaYMMO cpeHo noHmwkenne Ha HDALC Ha cenmmuia 24, B cpaBHEHHE ¢ JIMIA, TOTyYaBaIly maneodo
(p <0,0001; Tabmumm 4, 5 u 6). {amarmngro3ud 5 My 1Ba THTH THEBHO OCUTYPSIBA CTATUCTUIECKU
3HaynMo moHmxenue Ha HHALC Ha ceqmuna 16, B cpaBHEHUE ¢ JIMIA, TIONy4YaBaIly 1ane6o

(p <0,0001; Tabnuua 4).

IMoumwkenusita Ha HHALC, HabronaBanu Ha cenqmuIiia 24, ce MOAIbPKAT B IPOYIBAHHS TIPH
KoMOuHHMpaHa Tepanys. [Ipu KIMHUYHOTO H3MUTBAaHE C J00aBsiHE KbM MET(hOPMUH, TOHIKEHUATA Ha
HbALc ce 3ama3Bat npe3 ceamuiia 102 (crotBetHO -0,78% u 0,02% cpeana npomsiHa CIPSIMO
n3xomHara croitHocT 3a 10 my mamarmmdurosus u miane6o). Ha cemvmuria 48 3a MeTdhopMuH muTroC
CUTAarJIMITHH, CpeJHaTa MPOMSIHA CIPSAMO U3X0AHATa cToHHOCT 3a 10 Mg manarnudio3uH u mwianedo e
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crotBeTHO -0,44% u 0,15%. Ha cenmuna 104 3a nHCYHH (Che MitH 03 TOMBIHUTETHH ITEPOPATHI
TITFOKO30TIOHMYKABAIIHN JIEKAPCTBEHH MPOILYKTH, BKIIOYUTETHO MeT(hopmuH), moHmkeHusta Ha HbALc
ca cpoTBeTHO -0,71% 1 -0,06% cpenna mpoMsHa, CIIpsIMO U3XoAHaTa cToMHOCT 3a 10 Mg
nmanariauduio3ul u mianebo. Ha ceqmunm 48 u 104 no3ata Ha MHCY/IMHA OCTaBa CTaOWIIHA B CPaBHEHUE
C U3XOHATa CTOWHOCT MU JInIaTa, JeKyBanu ¢ 10 mg gamarnmudao3uH, Ipy cpeHa 103a OT

76 1U/nen. B mnane6o rpynara ce Habmonasa nosuinenue ot 10,5 1U/nen u 18,3 1U/nen cipsimo
U3X0JHATa CTOMHOCT (cpeaHa no3a ot 84 u 92 |U/nen), cboTBeTHO Ha ceamunu 48 u 104. IIpoueHThT
Ha JINIaTa, OCTaHAIN B KIIMHMYHOTO Ipoy4YBaHe Ha ceqmuma 104, e 72,4% B rpymara ¢ 10 mg
nmanariuduosud u 54,8% B rpynara c mianebo.

B otzenen aHanu3 Ha JMIara, JIeKyBaHH ¢ MHCYJIMH IUTFOC MeTOpMuUH, oHmkeHus Ha HbALC,
No00HH Ha Te3W B 00IIaTa U3CIeBaHa IOIyJIanus, ce HaO01aBaT IpH JINIATa, JIEKyBaHH C
nanarmugIIo3uH ¢ MHCYJIHH Iuroc MethopmuH. Ha cenmuna 24 npomsinata Ha HDALC cipsimo
M3XO/HATa CTOWHOCT MPH JIMLATa, IEKYBaHU C Aanarin(iIo3uH IUTI0C HHCYIHUH ¢ METQOPMUH,
e -0,93%.
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Tao6auna 4. Pesyararu na ceamuna 24 (LOCF?) ot miiamne60-KOHTPOJIHMPAHHN MPOYYBAHHUS C
AanarJaugio3uH B KOMOUHAIMS ¢ 10MbJABaHe ¢ MeTGOpMHUH WA MeTGOPMUH ILTIOC
CHTATJMITHH

JlobaBKa npu KOMOMHAIUSA

Mergopmun' Mergpopmun’° Mergopmun’ + curaraun
2
THH

Hanaraudguao Ilaanedoo | Jamarmumdiao Ilianed | Jamaramduo3 Ilinamedo
3UH QD 3UH 0 HH QD
10 mg QD 5mgBID BID 10 mg QD

N® 135 137 99 101 113 113

HbAlc (%)
W3xonna 7,92 8,11 7,79 7,94 7,80 7,87
CTOMHOCT
(cpenna)
[TpomsHa -0,84 -0,30 -0,65 -0,30 -0,43 -0,02
CIIPSIMO
HU3X0JHATa
CTOHHOCT® -0,54" -0,35" -0,40"
Paznuka
CIIPSIMO
miane6o” (-0,74; -0,34) (-0,52; -0,18) (-0,58; -0,23)
(95% CI)

JIuna (%)
MOCTHTHAJIN:
HbAlc < 7%
Kopurupano
CIIPSIMO 40,6™ 25,9 38,2 21,4
U3XOJHATA
CTOMHOCT (N=90) (N=87)

TejleCHO TerJI0

(kg) 86,28 87,74 93,62 88,82 93,95 94,17
N3xonna
CTOMHOCT -2,86 -0,89 -2,74 -0,86 -2,35 -0,47
(cpenmna)
IIpomsna
CIpsAMO -1,97" -1,88™" -1,87"
HU3X0JHATa
CTOMHOCT"
Paznuka
CIIPSIMO
miane6o” (-2,63; -1,31) (-2,52; -1,24) (-2,61; -1,13)
(95% CI)

Coxpamenns: QD: Bexubxk nuesHo; BID: 18a mbTH 1HEBHO.

Merdopmun > 1 500 mg/neH.

2CyrarnunTun 100 mg/nex.

3L OCF: Excrparmnoaliyist Bb3 OCHOBA Ha IMOCJICAHOTO Ha00qeHNe (Pean CIIaCUTEIHOTO JIEKapCTBO 3a
CIIaCeHHUTE JINIIA).

*Inane60-KoHTpOIMpano16-ceMUUHO MPOYYBAHE.

*Benuky paHIOMHU3MPaHH JIMLA, KOUTO ca MPUEIH Hai-MaJIko €/1Ha 71032 B JIBOMHO-CIIANIOTO KIMHUYHO
MpOYyYBaHEe Ha JIEKAPCTBEHUsI IPOJIYKT, 110 BpeMe Ha KPATKOCPOUYHUSI JBOHHO-CIISIT IIEPHOT.
"Haii-manka cpeana npoMsHa (110 METO/Ia Ha Hali-MaJIKUTe KBaJpaTH), CIIPSIMO M3X0JHATa CTOMHHOCT.
“p-croitnoct < 0,0001 cripsmo mane6o + Mepopaien IIIIOKO30MOHMKABAIIL JIEKAPCTBEH MPOJIYKT.
*p-croitHocT < 0,05 cnpsiMo nane6o + nepopaieH TIOKO30MOHIKABALI IEKAPCTBEH MIPOLYKT.
“IpolenTHATA IPOMSHA B TEIECHOTO TEIJIO € AHAIM3MPAHA KAaTO KII0YOBA BTOPHUHA KpaiiHa TOUKa

(p <0,0001); aGcomoTHA MPOMSIHA Ha TEJIECHOTO Terio (B KQ) € aHanu3npaHa nNpyd HOMUHAJIHA P-CTOMHOCT
(p < 0,0001).
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Ta6auua 5. PesyaraTu Ha ceamuia 24 oT nianedo-KOHTPOJIUPAHO MPOYUYBaHe ¢ AanarjaugJio3uH
B KOMOMHANMS ¢ J0MbJBaHe ¢ MeT(HOPMHH WIH CYI(DOHUTYPEiiHO TPOU3BOIHO

Jlo6aBKka npu KOMOMHAIMSA
Cyadonuaypeiino npoussoano+mergpopmun’

Janaraugiozun Ilnanedo
10 mg
N2 108 108
HbA1c (%)°
NsxonHa cTolHOCT
(cpenna) 8,08 8,24
IIpomsiHa cipsiMo
M3XOJIHATA CTOWHOCT® -0,86 -0,17
Pasnuka copsmo
mane6o® —0,69"
(95% CI) (—0,89; —0,49)
Jluna (%) mocTuruasm:
HbAlc < 7%
Kopurupato crpsiMo 31,8" 111
M3X0JIHATa CTOWHOCT
Tenecno Teruo (kg)
N3xonHa cTolHOCT
(cpenna) 88,57 90,07
IIpomsHa cipsamo
A3XO0HATa CTOMHOCT® -2,65 -0,58
Pasznuka copsimo
[Tnane6o® -2.07"
(95% CI) (=2,79; —1,35)

Merdopmun (rexapcTBeHr (OPMH C HE3a0aBHO WU C YABDKEHO 0cBobokaaBane) > 1 500 mg/nen
IUTIOC MaKCHMaJlHaTa IIOHOCKHMa 11033, KOSITO TpsiOBa J1a Ob/ie Haii-MaJIko MOJIOBMHATA MAKCUMAJIHA J103a
Ha CYJI()OHUIYPEHHO MTPOU3BOIHO 33 HAM-MAJIKO 8 CeIMUIIM MPEIH BKIIOYBAHETO.

aPaHIOMHU3UPAHH U JICKYBaHH MAIIMEHTH C U3XOHA CTOMHOCT, U Hali-Mako | u3MepBaHe Ha
e(MKacHOCTTa CJIe/l U3XOJHATA CTOHHOCT.

SHbAlc, ananusupan 9pe3 MHOTOKPATHH JIOHTUTYIMHAIHK n3MepBanus (Longitudinal repeated
measures analysis).

*CpenHa CTOWHOCT, Kopurupana (TIo MeTo/1a Ha Hall MaJIKUTe KBaJApaTH) CIIPSIMO U3XOJIHATA CTOHHOCT.
“p-croitnoct < 0,0001 cripsamo mane6o + nepopaieH(Hu) IIIOKO30TOHMKaBal(1) JeKapcTBeH(1)
MIPOAYKT(H).
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Tab6auuna 6. Pesyararu Ha 24-a ceamuna (LOCF?) B mi1ane0o0-KOHTPOJMPaHO POyYBaHe HA
panaraugao3uH B KOMOMHANMS ¢ MHCYJUH (CAMOCTOSITEJIHO HJIU B KOMOMHAIMS C MIEPOPATHHU
TJII0KO30MOHIKABAIIH JIEKAPCTBEH! MPOAYKTH, BKIYUTEIHO MeT(HOPMHH)

Janaramdaoznn 10 mg +

I[Inanedo + nHCYANH *

HHCYJIUH t NepopajHu nepopagHu
IJII0KO30IOHUKABALIH IJII0KO30MOHMKABALIH

IHoxa3arten JIEKAPCTBEHH NPOAYKTH’ JeKAPCTBEHH MPOAYKTH?
N® 194 193
HbAlc (%)

W3xomHa CTORHOCT 8,58 8,46

(cpenna)

[TpomsiHa cripsiMo -0,90 -0,30

W3X0JHAaTa CTOWHOCT®

Paznuka cripsmo -0,60*

nnane6o® (-0,74; -0,45)

(95% CI)
Tenecno Terao (kg)

H3xomHa cTOHHOCT 94,63 94,21

(cpemna) -1,67 0,02

IIpomsHa cpsamo

W3XO0HATA CTOMHOCT® -1,68"

Pasnuka crpsmMo (-2,19; -1,18)

miane6o®

(95% CI)
Cpeana 1HEeBHA 1032

uncyun (IU)?

W3xomHa cTOHHOCT 77,96 73,96

(cpenna)

IIpomsiHa cripsimo -1,16 5,08

U3X0HATa CTOMHOCT®

Paznuka cnpsimo -6,23*

wiane6o® (-8,84; -3,63)

(95% CI)

[MarnuenTu che cpena

pPEAYKLMS HA THEBHATA »

n03a uHCYyJInH noHe 10% 19,7 11,0

(%)

3L OCF: Excrparonaius Bb3 OCHOBa Ha IOCICAHOTO HaOMoIeHre (TIPEeTIH MITH Ha 1aTaTta Ha TbPBOTO YBEIHIaBaHE
HAa J103aTa MHCYJIH, aKO € He00X0IUMO).

SBcuuky paHIOMHU3UPAHU HALMEHTH, KOUTO Ca IIPUEH Hal-MaJIKo €Ha 1034 OT JEKapCTBEHHs IPOAYKT B JBOHHO-
CIIANOTO KIMHUYHO ITPOYYBaHE MO BpeME Ha KPaTKOTPACH ABOHHO-CIIAI IIEPHO/I.

*Haii-manka cpeana npomsiHa (110 MeTo/ia Ha Hali-MaJIKUTe KBapaTH), CIIPSIMO N3XO0/IHATa CTOWHOCT U IIPUCHCTBHE
Ha Iepopa’jieH IIII0KO30MIOHIKABAIL JIEKAPCTBEH MPOYKT.

*p-croitnoct < 0,0001 cnpamo mane6o + UHCYIMH * epopaieH III0KO30MOHMKABAIL JJEKAPCTBEH IIPOIYKT.
*p-croitocT < 0,05 crpsamo miaue6o + MHCYIMH * IepopajeH IIOKO30II0HMKABAIL JIEKAPCTBEH IPOIYKT.
!CxeMa Ha BB3XO/IAII0 THTPUPAHE HA J103aTa HA UHCYJIMHA (BKIIOUMTENHO UHCYJIMH ¢ KPATKO M MHTEPMEUEPHO
JieicTBHe 1 0a3alieH HHCYJIMH) € I03BOJICHA CaMO aKO MAI[HeHTHTE OTTOBaPST HA MPEABAPUTEIIHO ONPEICIICHUTE
KpPHUTEpHUH 32 TJIF0K03aTa B IJIa3Mara Ha rJaiHo.

[leTnecer MpoOIEHTA OT MALMEHTHUTE ca HA MOHOTEPAMNHMS C HHCYJIMH Ha M3X0AHO HUBO; 50% ca Ha | mim

2 nmepopajeH(HH) TIFOKO30TIOHDKaBAI(1) JIeKapcTBeH(1M) MPOAYKT(M) KaTo JoOaBsHe KbM MHCYJIUH: B ITOCIIEIHATA
rpyma, 80% ca camo Ha MeTdopmuH, 12% - Ha Tepanus ¢ MeTGOPMUH TUTIOC CyI(QOHMITYpeiHHa Teparisl, a
OCTaHAJINTE ca Ha JPYTH EPOPATHH INIIOKO30NOHIKABAIIIN JIEKAPCTBEHH MPOITYKTH.

Kombunupana mepanus ¢ memgpopmun npu nenexyganu doceaa nayueHmu
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0610 1 236 HellekyBaHu 0cera ¢ JCKapCTBOTO HAIlMEHTH ¢ HEaJeKBATHO KOHTPOJIUPAH AUadeT TUI 2
(HbAlc > 7,5% u < 12%) ca B3esn y4acTue B IBE€ aKTUBHO-KOHTPOJIMPAHU MTPOYUBAHHUS C
MPOIBIDKUTETHOCT 24 CEIMUIIM, 3a OIICHKA Ha e(UKACHOCTTA U O€30IaCHOCTTA Ha Jamariu(Io3nH

(5 mg wim 10 mg) B komOuHaIMs ¢ METHOPMHUH NPH HEJIEKYBAHHU JIOCETa MAIMEHTH CIPSAMO TEPaIus ¢
MOHOKOMITOHCHTH.

Jledenuero ¢ nanarnudguosun 10 mg B komOunaanus ¢ merdopmuH (1o 2 000 mg Ha neH) ocurypsisa
3HaunTeNHU nmoxoopenus Ha HOALC B cpaBHenue ¢ oTaennuTe KommnonenTH (Tabmuia 7), 1 BOIH 10
MO-TOJIIMO TIOHM>)KEHHE Ha TIIF0K03aTa B T1a3Mara Ha TJ1aiHo (B CpaBHEHHE C OTICIIHUTE KOMITOHEHTH)
Y Ha TEJECHOTO TETJIO (B CPABHEHUE C MET(OPMUH).

Tadonuua 7. Pesyararu Ha ceqvmuna 24 (LOCF?) B akTHBHO-KOHTPOJIMPAHO NPOyYBaHe HA
KOMOMHUPaHa Tepanus ¢ qanarjauguio3uH 1 MeT(HhOPMUH NPH HeJIEKYBAHH J0cera NanueHTH

Janarangaosun Janarauguiosun MetrdopmuHn
10 mg + 10 mg
IMoka3zarTen MeT¢OpMHUH
N© 211° 219° 208°
HbA1c (%)
W3xoana croitHOCT (cpeaHa) 9,10 9.03 9,03
[IpomsiHa B cpaBHEHHE C -1,98 -1,45 -1,44
M3XOJHATA CTOMHOCT®
Pasnika B cpaBHEHHE € -0,53"
nanarmugio3un® (-0,74; —0,32)
(95% CI)
Pasnuka B cpaBHEHHE C —0,54" —-0,01
MeThopMun® (-0,75; —0,33) (-0,22; 0,20)
(95% CI)

3L OCF: Exctpamnonaiysi, Bb3 OCHOBA Ha ITOCICIHOTO HAOIOACHUE (TIPE/IH MPUI0KCHUC Ha
YKMBOTOCIACSBAIIH JIEKAPCTBA MPH MALUEHTHUTE, IPU KOUTO Ca MPUJIaraHu TAKHUBA).

SBeuuky paHIOMHU3UPAHH IALMEHTH, IPHEIH IOHE €IHa J03a OT JEKapCTBEHHUS IIPOLYKT B IBOMHO-CIIAIO
U3MUTBAHE NPe3 KPATKOCPOUHUS TBOWHO-CIISIIT IEPHOI.

BCpeniHa CTOMHOCT, KOpUrUpaHa (10 MEeTo/1a Ha Hal-MaKUTe KBAIPATH), CIPSMO M3XO0IHATA CTOMHOCT.
*p-croitroct < 0,0001.

Kombunupana mepanus ¢ exzenamuo ¢ yOwbaxiceHo 0c80604coasane

B enHO 28-ceaqMuyiHO, TBOWHO-CIIATIO MIPOYYBaHe, KOHTPOIMPAHO C AKTHBEH KOMITApaTop,
KOMOWHAIKATA Ha JanariTu(IO3UH U eK3EHATH T C YABIDKeHO ocBoOok1aBane (GLP-1 penentopen
arOHHKCT) C€ CPaBHABA ChC CAMOCTOSITEITHO NPHIOKECHH Aanaran(Io3uH U eK3eHATU/T C YBIDKECHO
0CBOOOXKJaBaHE MPU YYaCTHHIM C HEJAOCTAThYEH IIIMKEMUUSH KOHTPOJI caMO Ha MeT(HhOPMUH
(HbAlc > 8% u < 12%). BbB BcHuKH IpyIH Ha JieueHHe ce HabromaBa noHmkenne Ha HbALC B
CpaBHEHHE C U3XOJHUTE CTOWHOCTH. ['pynara ¢ komOuHHpaHo JieueHue ¢ famarnuduiosud 10 mg u
eK3CHATHU]I C YABJDKEHO 0CBOOOXK/JaBaHe MOKa3Ba Mo-u3paseHo nonmkenue Ha HbALc, cipsmo
W3XO/IHATa CTOWHOCT B CPaBHEHHE ChC CAMOCTOSATEIIHOTO MPUIIOKEHUE Ha ANarIu(IIO3UH U
eK3eHATH/I C YABIDKEHO 0cBoOOK1aBaHe (Tabuia 8).
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Ta6auna 8. Pesynraru ot eqnHo 28-ceTMUYHO KIMHMYHO U3NUTBAHe HAa Janarjudio3uH u
eK3eHATH/ C YIbJIKEeHO 0CBO0OKAaBaHe, CNPAMO AaNarjnu(io3uH cCaMOCTOSTETHO U eK3eHATH/ C
YABJKEHO 0CBOOOKIaBaHE CAMOCTOSITEIHO B KoMOMHaus ¢ MmetdopmuH (intent to treat
NAIMEHTH)

Janarauguiosun Janaraugiosun Ex3enatuj ¢
10 mg QD 10 mg QD YIbJIKEHO
+ + 0CBOOOKIaBaHE
eK3eHaTHJ C niaanedo QW 2 mg QW
YABJIKEHO +
0cBOOOKIABAHE mianedo QD
Iloka3arten 2 mg QW
N 228 230 227
HbAlc (%)
W3xoxana croitHoct (cpemHa) 9,29 9,25 9,26
HpovMﬂHaacnpﬂMo HU3XOIHATA 1,08 -1.39 11,60
CTOMHOCT
Cpenna pasnuka B
mpoMsAaHaTa CIpsMo
M3XOJIHATA CTOMHOCT MEXIY -0,59* -0,38**
KOMOWHALUATA U (-0,84, -0,34) (-0,63, -0,13)
CIUHUYIHOTO AKTHBHO
cpeactso (95%Cl)
Yaacruunu, (%0)
nocrurnaan HbAlc <7% a4t 19.1 26,9
Teaecno Teryo (Kg)
N3xoxana croitHoct (cpemna) 92,13 90,87 89,12
HpovMsIHaacnp;{Mo M3X0IHaTa 3,55 222 156
CTOMHOCT
Cpenna pas3nuka B
poMsiHATa CIPSMO
M3XO0JTHATA CTOMHOCT MEXIY -1,33* -2,00*
KOMOMHALHMATA U (-2,12, -0,55) (-2,79, -1,20)

CANHNUYHOTO aKTHUBHO
cpexactso (95% CI)

QD=Bennuwx aaeBHO, QW=Bemupx ceaqmuano, N=0poii marmentu, Cl=moBepureneH HHTEpBaI.

aKopurupanute Hai-masku cpeanu kBaapatu (LS Means) u pasnukara(ure) B rpymnuTe Ha JIeUCHHE Ha
MPOMSIHATA CIIPSIMO U3XOJHUTE CTOMHOCTH Ha ceIMUIIa 28 ca MOJIeNTMPaHu C U3II0JI3BAHETO HA CMECEH MOJIET
¢ MHOTOKpaTtHU u3mepBanus (Mixed model with repeated measures, MMRM), BkirouBari B3anuMoIeiCTBIE
Ha jeyenue, pernoH, uzxoaed HbAL B rpynu (< 9,0% i > 9,0%), ceamuIia u JIeYEHHE 110 CEIMMIIA KaTO
¢ukcupanu (GpakToOpu M N3XOJHA CTOHHOCT KaTo KOBapHaTa.

“p <0,001, ™p < 0,01.

Bceuuku P-cTOHHOCTH ca KOPUTHpaHU P-CTOHHOCTH 32 MHOTOCTPAHHOCT.

[pu aHanu3uTe ca U3KIOYBAHN U3MEPBaHMATA CJIC] CIIACUTEHA TePaIus U CIIe MPEXkKICBPEMEHHO

NpPEYyCTAHOBSBAHE HA U3MUTBAHMS JICKAPCTBEH MPOIYKT.

[nokosa 6 niasmama na 21aduo

Jleyenuero ¢ ganariugIio3nH KaTo JOIbIHEHUE KbM MOHOTepamnus ¢ MerdopmuH (10 mg
nanarmu(IIo3uH BEHBK JHEBHO WK 5 MY nanarin(Iio3uH J1Ba MbTH THEBHO) WK KbM MET()OPMHUH
IUTIOC CUTATJIMIITHH, CYI(QOHUITYPEHHO MPOM3BOIHO WM UHCYJIMH, BOJIH JI0 CTATUCTUYECKH 3HAYMMHU
MOHW)KEHUSI Ha TITF0KO03aTa B Tuia3MaTa Ha miaguo (ot -1,90 mo -1,20 mmol/l [ot -34,2 no -21,7 mg/dl])
crpsimo twiare6o (ot -0,58 1o 0,18 mmol/l [oT -10,4 o 3,3 mg/dl]) na cenmuna 16 (5 Mg aBa nbTH
THEBHO), wiu Ha ceamuna 24. To3u edexT ce Habar0AaBa mpe3 ceamMuIia 1 OT JIEYeHNEeTO U Ce 3ama3Ba
B KIIMHHYHUTE MTPOYYBAHHUS, IPOIBIDKEHH 10 ceamuia 104.
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Kombunupanara Tepanus Ha ganariaudiao3ud 10 mg u eK3eHaTh I C yIbJDKEHO 0CBOOOXKIaBaHE BOIH
JI0 3HAYMMO TIO-TOJIIMO TIOHM)KEHHE Ha TIIF0KO3aTa B [Ula3Mara Ha IJIaJHO Ha

cenmuiia 28: -3,66 mmol/l (-65,8 mg/dl) 8 cpasuenue ¢ -2,73 mmol/l (-49,2 mg/dl) npu
CaMOCTOSITEITHO NpuIIokeHue Ha ganarnudiosud (p < 0,001) u -2,54 mmol/l (-45,8 mg/dl) npu
CaMOCTOSTEIHO MprIoxenne Ha exzeHarus (p < 0,001).

B crenuanHo npoyusaHe NpH NalUEHTH che 3axapeH auaber ¢ €GFR > 45 1o < 60 ml/min/1,73 m?
JICYCHUETO C AanaringIio3uH MoKa3Ba MOHMKEHHE Ha TIa3MeHaTa III0K03a Ha TJIaHO Ha
cenmuria 24: -1,19 mmol/l (-21,46 mg/dl) B cpasuenue ¢ -0,27 mmol/l (-4,87 mg/dl) 3a mame6o
(p=0,001).

Hocmnpanouanna 2nokosa

Jledenuero ¢ 10 mg nanarnudio3uH KaTo TOMBIBAIA TEPATUS KbM CUTATIUITHH TUTFOC MET(HOPMUH
BOJIM JI0 IOHMKCHHS HA KOHIICHTPAIIMATA HA TJIFOKO3aTa B KPBBTA, 2 Yaca CJie]] XpaHeHe Ha

cenmuIia 24, KOUTO ce 3amasBar 10 ceaMuiia 48.

KomOunupanara tepanust Ha nanariuguio3ud 10 mg u ek3eHaTu/ ¢ yABIDKEHO 0CBOOOKIaBaHe BOIH
JI0 3HAYMMO HO-TOJISIMO TIOHIMKEHHUE Ha MOCTIPaHINaIHaTa [III0K03a Ha 2-pys 4ac ciell XpaHa Ha
cenMulia 28 B CpaBHEHHE ChC CAMOCTOSITEIHOTO IIPUIIOKEHUE Ha BCSIKO €IHO OT CPEICTBATA.

Tenecrno meano

JleuenneTo ¢ anarmugIIo3uH KaTo AOMBIHUTEHA TEPAHsi KbM METHOPMUH CAMOCTOSITEITHO HITH
MET(GOPMHUH ILUTIOC CUTATIUITHH, CYyA(POHUITYPEHHO MPONU3BOTHO MITH MHCYJIHH (ChC WK 03
JOIIBIIHUTEITHHU TIEPOPATHHU TIFOKO30IOHIKABAIIH JIEKAPCTBEHU MPOYKTH, BKIFOUATEITHO
MeT(GOPMHUH), BOJM J0 CTATUCTUYCCKU 3HAYMMO MMOHIKABAHE HA TEJIECCHOTO TErJ0 10 24 CeIMUIIN

(p <0,0001, Tabmuuu 4, 5 u 6). B mo-abarocpoyHnTe U3NUTBAHUS Te3U eeKTH ce 3ama3Bar. Ha
cemuila 48, pasukaTa Mpu Janarauguio3nH KaTo A0MbIHEHUE KbM METQOPMHUH IUIFOC CUTATJIUNTHH, B
cpaBHenue ¢ miarebo, e -2,07 kg. Ha cenmuria 102 pasnukara npu ganaringIo3UH KaTo AOMbIHEHHE
KbM MET(HOPMHUH CIPSIMO TUIAIe00 HIM KbM HHCYJIMH CIPSMO IUTare6o e, ChoTBEeTHO, -2,14 u -2,88 kg.

Karo mombiHuTeIHa Tepanus KbM MET(HOPMUH, B aKTHBHO KOHTPOJIUPAHO, KIIMHUYHO MTPOYUYBaHE 3a
HE MMO-MaJIka e(PUKACHOCT, Janariu(IO3uH BOJIU IO CTATUCTUYECCKY 3HAYUMA TIPOMSIHA HA TEJICCHOTO
TETJIO, B CPaBHEHHUE C MIMMHU3U, oT -4,65 kg Ha cenmuria 52 (p < 0,0001, Tabawuma 3), koeto ce
3ana3Ba j10 cenmuid 104 u 208 (cvorBetHO -5,06 Kg 1 -4,38 KQ).

Kom6unanusra Ha ganarauduio3ud 10 Mg v eK3eHaTH I ¢ YIbIKEHO 0CBOOOXKIaBaHE ITOKa3Ba
3HAYMMO I0-TOJISIMO MTOHIKEHHE Ha TETJIOTO B CPABHEHUE ChC CAMOCTOSTEIHOTO MPHIIOKEHHE HA
BCAKO eIHO OT cpeacraara (Tabnura 8).

[Tpoy4BaHe ¢ MPOABIKUTENHOCT 24 ceMUITH, BKIOUBaIo 182 nuia ¢ anader, U ¢ U3MoJI3BaHe Ha
JBOWHOEHeprHiiHa peHTreHoBa abcopobimomerpust (Dual energy X ray Absorptiometry, DXA) 3a
OLIEHKA Ha TEJIECHUS ChCTaB, IOKa3Ba MOHIKeHUs 3a 10 My nanarim¢uo3ud mioc MeThopMuH, B
CpaBHEHHE C M1anedo miroc MeTGPOPMUH, CHOTBETHO MO-CKOPO 110 OTHOIIEHHE Ha TEIECHOTO TErJo U
Ha TeJIeCHUTE Ma3HUHU, u3MepeHn ¢ DXA, 0TKOJIKOTO 10 OTHOIIEHUE HAa MyCKYJIHATa ThKaH U
3ary0ara Ha TeyHOCTH. [loAnipoyyBaHe ¢ U3M0A3BaHe HA SIPEHO-MarHUTEH PE30HAHC MOKa3Ba, e B
cpaBHEHHME C m1anedo mwiroc MerdopMuH, tedenuero ¢ 10 mg ganarnudiao3uH miroc MeTGopMuH
BOJIY JIO HAMaJIsIBaHE Ha YHCIIEHATa CTOMHOCT Ha BUCIEpaJIHATa MacTHA ThKaH.

Apmepuanno nanseamne

Cropen mpeaBapuTeIIHO YTOUHEH cOopeH aHaimm3 Ha 13 mare0o-KOHTpOIUpaHu MPOYYBaHUS,
nedenueTo ¢ 10 mg nanariudio3ud BOAM 10 MPOMSHA B CUCTOJHOTO apTEPUATHO HAJISITaHe OT
W3XO0JIHATa CTOWHOCT ¢ -3,7 mmHg, a Ha quacromuoro — ¢ -1,8 mmHg, noxato npu npueM B 1UIaNE00
rpymara, CTOHHOCTHTE ca choTBeTHO -0,5 mmHg 3a cucronnoTo aprepuanno Haisrane u -0,5 mmHg
3a MaCTOIHOTO Ha ceamuiia 24. [Tlogo0Ho noHmwkeHue e HabroaaBano 10 104 ceqmuiiy.
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Kombunupanara Tepanus Ha ganariaudiao3ud 10 mg u eK3eHaTh I C yIbJDKEHO 0CBOOOXKIaBaHE BOIH
JI0 3HAYMMO TIO-TOJISIMO TIOHMXKEHHE Ha CHCTOITHOTO apTepHaliHO HajsiraHe Ha ceMuIia 28

(-4,3 mmHQ) B cpaBHEHHE ChC CAMOCTOSITEIIHOTO MPHUIOXKeHHe Ha nanarmudiosud (-1,8 mmHg,

p < 0,05) u caMOCTOATETHOTO MPUIIOKEHHE Ha EK3CHATH]I C yIbJDKeHO ocBoOokaaBaHe (-1,2 mmHg,

p <0,01).

B nBe 12-ceqmuunu miane0o-KOHTPONMPAaHU KIMHIUYHH Npoy4BaHus npu o0mo 1 062 mamuentu ¢
HEOCTATHYHO KOHTPOJIHMPAH 1UabeT THUI 2 U XUMEPTOHHS (BBIPEKH MPEIIIECTBAIIOTO CTAOUITHO
neuenne ¢ ACE-| nmu ARB B enHo ot nipoyuBanusita, u ¢ ACE-l wiin ARB miroc efiHO TOTTBIIHUTETHO
AQHTUXUIIEPTESH3UBHO JICYCHHE B JAPYTOTO KIMHUYHO MPOY4BaHe), ca JekyBanu ¢ 10 mg
nmanariauguio3ud wiy mianedo. Ha cenvuna 12 v B ABeTe KIMHUYHYU MPOYYBAHUS Janariu(iIo3uH

10 mg mwrroc 00n9aiiHOTO aHTHANAOETHO JIedeHne Boau a0 moxobpenne na HHALC u moHmwkeHne Ha
1a1e00-KOPUTrHPaHOTO CUCTOHO apTEPHAITHO HAJIATaHe, ChOTBETHO cpeaHo ¢ 3,1 u 4,3 mmHg.

B cnenmanno npoy4saHe Npy MaMeRTH Che 3axapen auaber ¢ eGFR > 45 o < 60 ml/min/1,73 m?,
JIEYEHHETO C Aanarau(IIO3uH MOKa3Ba HAMAJICHHE Ha CHCTOIMYHOTO apTEPHAITHO HAJIATaHE B CEIHAIIO
nojoxenue Ha ceamuna 24: -4,8 mmHg B cpaBuenwe ¢ -1,7 mmHg 3a miamne6o (p < 0,05).

Tayuenmu ¢ usxoona xkonyenmpauus Ha HbAIlc > 9%

[IpenBapuTenHO yTOUYHEH aHAIN3 IPY MAIIMEHTH ¢ U3X0/IHa KoHIeHTpalus Ha HbAlc > 9,0%
MOKa3Ba, ue JiedeHneTo ¢ 10 My nanaraugIio3nH BOIYU 10 CTATUCTHYCCKU 3HAYMMU IMMOHMKCHUS Ha
koHIeHTparuiaTa Ha HbAlc Ha cemmuna 24 kato TOMbIHEHNE KBM JIedeHrne ¢ MeT(hOpMUH (CpenHa
MPOMSIHA CTIPSIMO M3XO0JIHATa CTOMHOCT: ChOTBETHO, -1,32% u -0,53% 3a manarnudiosuH u miane6o).

Tuxemuuen koHmpon npu nayuenmu ¢ ymepero 6vopeuro yspexcoane Xb3 34

(eGFR > 45 0o < 60 ml/min/1,73 m?)

EdukacHocTTa Ha 1anarnugIio3uH € OleHEeHa B CIICIMAIHO MPOYYBaHe MPH MAIlMEHTH ChC 3aXapeH
nuabet u €GFR > 45 1o < 60 ml/min/1,73 m? ¢ HenocTaTbueH IIMKEMUYEH KOHTPOII ChC CTAHAAPTHA
tepans. JledeHnero ¢ ganariandIio3uH Boau 10 Hamanenue Ha HDALC u TenecHOTO Tero B
cpaBHeHue ¢ miare6o (Tabmnuia 9).

Ta6auna 9. PesyaraTu B ceamuia 24 ot niianedo-KOHTPOJTHPAHO MPOYUYBAHE HA
aanarauI03HH NPH NAMEHTH Che 3axapen auader  eGFR > 45 no < 60 ml/min/1,73 m?

Janarmudao3nn? IMnane6o?
10 mg

NP 159 161
HbA1c (%)
N3xomHa cToitHOCT (CpenHa) 8,35 8,03
[IpoMsiHA OT M3XOAHOTO HUBO® -0,37 -0,03
Pasnmuka cripsmo mwiamne6o0° -0,34*

(95% CI) (-0,53; -0,15)
Tenecno Teruo (kg)
Uzxonana croitHOCT (cpenHa) 92,51 88,30
[IporienTHa MpOMsIHA OT U3XOAHOTO HUBO® -3,42 -2,02
Pasnuka B mpoIieHTHATa MPOMSIHA CIPSIMO -1,43*
miamne6o”® .

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

2 MeThopMUH WA METHOPMUHOB XUIPOXIOPHU] Ca YacT OT CTaHAapTHATA Tepamus Ipu ChOTBETHO 69,4% 1
64.0% oT maMeHTHTe B TPYNHTE ¢ JanaraudIo3nH 1 mianedo.

6 Cpenna cToiiHOCT, KopHrHpaHa (10 METOa Ha Hali-MaJIKUTe KBaJpaTH), CIIPSAMO H3XOJHATA CTOMHOCT.

E [Toay4eHo OT CpeJHaTa CTOMHOCT, KOpUrHpaHa (110 METO/[a Ha Hal-MaJIKUTEe KBaPaTH), CIPSMO M3X0/IHA

CTOMHOCT.

" p<0,001.

Covpoeunocwv0o6 u bvbpeuen uzxoo
EdexrbT Ha namarnudnosus Bepxy cepaednochaoBute croutus (Dapagliflozin Effect on
Cardiovascular Events, DECLARE) e mexayHapo1HO, MHOTOIIEHTPOBO, PaHIOMHU3HPAHO,
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JIBOWHOCIIATIO, TUTAIe00-KOHTPOJINPAHO KIMHUYHO MPOYIBAHE, IIPOBEIACHO, 3a JIa CE ONPEACITN

e exThT Ha AamarnnIo3uH B CPaBHEHHUE C IJIAe00 BHPXY ChPICYHOCHIOBHS H3X0I, KOTAaTO Ce
J00aBU KbM HACTOSIIIIOTO OCHOBHO JICUeHHE. BCUUKY MalueHTH UMaT 3aXapeH JualdeT THIT 2, KaKTO U
Hal-MaJKo J1Ba JOIBJIHUTEIHU ChPICYHOCHIOBH PUCKOBH (DakTOpa (BB3pacT > 55 rouHu 3a MbxKe
nin > 60 ToAMHY 3a )KEHU M €IHO WJIH [TOBEYE OT CICAHHUTE: AUCIUIMHACMHUS, XUICPTOHUSA I
HACTOSIIO TFOTIOHOMYIIICHE) WIIH YCTAHOBCHO ChPICUYHOCHIOBO 3a00JIsIBaHE.

Or 17 160 pannomusupanu nanuent 6 974 (40,6%) uMat ycTaHOBEHO CHPACYHOCHIOBO 3a00IIBAHE,
a 10 186 (59,4%) usMaT ycTaHOBEHO ChPACYHOCHI0BO 3a00ssiBane. 8 582 nmanuenTu ca
pangoMusupanu Ha 10 mg nanarnudno3us u 8 578 Ha mnanedo 1 ca IPOCIeeHH C

Menuana 4,2 ToIuHH.

CpenHara Bb3pacT Ha MOMyJanusaTa B npoyusanero ¢ 63,9 roqunu, 37,4% ca xenu. O61mo 22,4% ca ¢
nmuaber < 5 roguHu, cpeHaTa MpoIbKUTENHOCT Ha quabdera € 11,9 roquaun. Cpennausar HbAlc e
8,3% u cpemnusar UTM e 32,1 kg/m?,

Ha usxomno auBo 10,0% OT manmeHTUTe ca ¢ aHaMHe3a 3a ChpedHa HeaocTaThyHoCcT. CpegHaTa
eGFR e 85,2 ml/min/1,73 m?, 7,4% ot nauuenture umat eGFR < 60 ml/min/1,73 m? u 30,3% ot
MAIMEHTHTE HMAT MUKPO- WIIA MaKpoaaOyMHHYpHs (ChOTBETHO CHOTHOIIICHUE HA allOYMUH KbM
kpeatunuH B ypunata [UACR] > 30 no < 300 mg/g unm > 300 mg/g,).

IToBeuero manmenTH (98%) ca npuemany €AHO WIK OBEYE aHTUANAOETHH JEKAPCTBEHHU NMPOAYKTH Ha
U3XOHOTO HUBO, BKIFOUUTENHO MeThopmuH (82%), uncynus (41%), u cyndonunypeitnun
npou3sBoHHu (43%).

[IppBUYHNUTE KpaliHU TOYKH Ca BPEMETO J0 IBPBO CHOUTHE OT ChCTaBHATA KpaliHa TOYKA C
KOMITOHEHTH ChbPACYHOCHI0BA CMBPT, MUOKapaeH uHpapkT win ucxemudeH nacynt (MACE) u
BpPEMETO OO0 IIBPBOTO chOMTHE OT ChCTaBHATA KpaﬂHa TOYKa C KOMIIOHCHTH XOCHHUTAJIN3allusd Iopaaun
ChpACYHA HEJOCTAaThYHOCT MJIH ChPAEYHOCHI0BA CMBPT. BropuunuTe KpaliHu Touku ca Ob0peuHa
CBhCTaBHA KpailHa TOYKa ¥ CMBPTHOCT I10 BCSIKAKBa MPUYHHA.

Tonemu nedcenanu cvpoeyHocv008uU CoOUMUSL

10 mg manarnuguo3uH JeMOHCTPHPA HE MO-Maslka e(hUKaCHOCT CHPSIMO IUIanedo 3a ChCTaBHATA
KpaifHa TOYKa C KOMIIOHEHTH ChPJEUYHOCHIOBA CMBPT, MHOKap/eH HH(PAPKT WK UCXEMUICH HHCYIT
(enroctpanna p < 0,001).

Cvpoeuna nedocmamv4HOCH Ul CoPOEUHOCLO08A4 CMbPM

10 mg nanarnugo3uH IeMOHCTpHUpPa MPEBH3XOACTBO CIPSAMO III1ane0o B MPeI0TBpaTsIBaHe Ha
ChCTaBHATA KpaliHa TOYKA XOCHHUTAIHU3AIUS TOPAJIH ChPJICUHA HEAOCTATHYHOCT WIIH ChPJICYHOCHI0BA
cMbpT (Durypa 1). Pasnukara B eekTta OT JEUSHUETO CE ABIDKHM Ha XOCTTHTATM3AIUS TOpaIn
Chp/IEYHA HEIOCTATHYHOCT, O3 pasinka B ChpAeUYHOCHI0BaTa CMBPT (Purypa 2).

[lon3aTa ot neyeHneTo ¢ Aanarau@Io3uH cupsaMo mianedo ce HaOo1aBa, KaKTo MPU MaLUeHTUTE ChC
i 6e3 yCTaHOBEHO ChPJEYHOCHI0BO 3a00JIIBaHE, TaKa U MIPU TE€3U ChC WM 0e3 Chp/edHa
HEIOCTAThYHOCT Ha U3XOAHO HUBO U € CHOTBETCTBAILA B OCHOBHUTE MOJTPYITH, BKIFOUUTETHO
BB3pacT, 1oj, 0b0peuna Gpynkuus (eGFR) u peruon.
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®@urypa 1: Bpeme 10 mbpBa X0CNUTAIU3ANMS MOPAIH ChPAeYHA HEAOCTATHYHOCT WJIH
CbPAEYHOCHA0BA CMBPT

77 I'pyna Ha jieueHune
————— Janarmgiosux
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el Janaraundiosun cnp. nianedo
i HR (95% CI): 0,83 (0,73, 0,95)
04— T T T T T T T T T
0 6 12 18 24 30 36 42 48 54

Mecenu cJjeJ paHI0OMU3ALMUATA
IlanuenTH B puck:

Hamarmadnosns: 8582 8517 8415 8322 8224 8110 7970 7497 5445 1626

Mname6o: 5978 8485 8387 8259 8127 8003 7880 1367 5362 1573

TlareHTH B pUCK € OpOST Ha MAMEHTUTE B PUCK B HAYAJIOTO HA MEPUOA.
HR=xkoeduuuent Ha puck CI= qoBepuTeneH HHTEPBaI.

PesynTaruTe 3a MbpBUYHUTE ¥ BTOPHYHHUTE KpallHU TOYKH ca TokazaHu Ha Durypa 2. [Ipers3xoacTBo
Ha AanaringIo3uH cupsamo miaebdo He e gemonctpupano 3a MACE (p=0,172). [Topaau ToBa
ObOpeuHaTa chbcTaBHA KpaiiHa TOUKa M CMBPTHOCT IO BCSIKaKBa MPUYMHA HE ca MIPOYIBAHU KaTO YacT
OT MpOoleAypaTa, MOTBBPXK/AAaBAIA MPOYIBAHETO.
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®urypa 2: EdexTn 0T Jle4eHHeTO BbPXY NbPBUYHNTE CHCTABHH KPAlHH TOYKH U TEXHUTE
KOMIOHEHTH U BTOPUYHUTE KPAilHU TOYKH U KOMIIOHEHTH

Janaraedaosun  Ilnanebo Koed T Ha PHCKA P
n (%) n (%) (95% CT)
(N=8382) (N=8578)
ITspEH9HE KpafiHE TOYKHE
C paiina To9Ka ¢ TH XOCTIHTAIHIALHA 33 - 4179 406 (3.8) 0,83 (0,73; 0,95) 0,005
ChpIeYHa HET0CTATHYIHOCT/CHPIEYHOCHIOEA CMBPT
CheTABHA KpaiiHa TOYKA © KOMIOHEHTH ChPIEYHOCHIOEA CMBPT/ _al 756 (3.8) 303 (9.4) 0.93 (0.84: 1,03) 0172
i f HHCYIT RS, ; - L84 1 17

KoMIOESHTH Ha CRCTAEHHTE KPEiHE TOUER

NOCIHTATH3AEA NPH CHPISTEA EeNOCTATETHOCT —a— 212(2,5) 286(3.3) 0.73 (0,61, 0,8%) <0,001

CrpaesHOCEIOEa CMBPT —a— 245 (2.9) 249 (2,9) 0,98 (0,82; 1,17) 0,830

Mmoxapaen mdaprT —— 393 (4.6) 441(5.1) 0,89 (0,77; 1,01y 0.080

Mexenm=er HHCVIT —— 23521 2312, 1.01(0,84; 1.21) 0.916
BropHiHE KpaiilHE TO9KH
g"ﬁl’““ CueTaEHa Kpafina TouKa —-— 370(4.3) 480 (5.6) 076(0.67;087) <0001

BOpeTHE KOMIOHEHTH:

Tpatizo nomesenne 12 eGFR. — 120 (1.4) 221(2.6) 0,54 (0.43; 0,6T) <0,001

Tepuunanso Gefpeuno saforiEane - 6(=0.1) 128(0.2) 0,31 (0,13; 0.79) 0,013

Exfpeaa cubpT . 6(=0,1) 10 (0,13 0,60 (0.22; 1,69) 0324
CMBPTHOCT M0 BCAKAKER NPHIHHA —— 329(6.2) JT06.6) 0,93 (0,82; 1,04) 0,198

B moasa Ha ganarmednosHE B moasa 5a nnaneto
T T T T T TT
02 0.4 06 08 112 16

BrOpeuna cpcTaBHA KpaiiHa TOUKa, ONPEAENeHa KaTo: TpaitHO MOTBBpAEHO > 40% nonmxenne Ha eéGFR no eGFR

<60 mL/min/1,73 m? u/unu TepMuHAIHA OBOPEYHA HEAOCTATHYHOCT (Auanu3a > 90 JHu MM 6BOpeYHa TPAHCILIAHTALNS,
Tpaiino noteepaena eGFR < 15 ml/min/1,73 m?) u/unu 650peuHa Wik ChPAEIHOCHA0BA CMBPT.

p-CTOHHOCTHTE ca ABYCTPAHHH. P-CTOHHOCTHTE 32 BTOPHYHUTE KpaliHU TOYKH U 33 OTJESITHUTE KOMIIOHEHTH ca HOMHHAJIHU.
Bpemero 10 mepBO cHOUTHE € aHaIM3UpaHo B Mozen Ha COX 3a MPONOPIHOHAIHOCT Ha pHCKa. BposT Ha MbpBHUTE CHOUTHS 3a
OT/ENHHUTE KOMIOHEHTH € ACHCTBUTEIHUAT Opoii Ha IbPBUTE CHOMTHS 32 BCEKH KOMITOHEHT M He ce J100aBsi KbM Oposi Ha
CBHOMTHSATA B ChCTABHATa KpaliHa TOUKA.

Cl = noBepuTeneH HHTEPBA

Hegponamus

Jamarnudiio3uH HaMassiBa 4ecTOTaTa Ha CbOMTHATA OT ChbCTaBHATA KpaiHa TOYKA — MOTBBPIACHO
TpaitHo noHmwkenre Ha eGFR, TepMunanna 6p0pedHa HeAOCTaTHYHOCT, OBOpeUHa Uil
CBhPACYHOCHI0BA CMBPT. Pazinkara Mexmy rpynure ce IbJDKA Ha HaMaJlsiBaHE Ha CbOMTHATA Ha
OBbOpevHnTE KOMIIOHEHTH; TpaiiHO noHmwkeHne Ha eGFR, Tepmunanna 6b0peuHa HeTOCTaTBYHOCT U
0n0peuna cMbpT (Purypa 2).

KoedumuenTsT Ha prick 3a BpeMeTo A0 Hedponarus (TpaitHo nonmxkenne Ha eGFR, repmunanna
O0b0peuHa HeOCTaThUHOCT U OB0peuna cmbpT) € 0,53 (95% CI 0,43, 0,66) 3a manarnuI03uH CIIPSIMO
w1aneoo.

B nombiiHenne ganaringio3nH HamaisBa pa3sutie Ha de NOVO TpaiiHa anOymunypus (KoeduimeHt
ma puck 0,79 [95% CI 0,72; 0,87]) u Boau 10 mo-ToisiMa perpecust Ha Makpoaja0yMUHypHsITa
(xoedurment Ha puck 1,82 [95% CI 1,51; 2,20]) B cpaBHenue ¢ mmiare6o.

Memdhopmun TpocniextuBaoTo pannomuszupano (UKPDS) npoyuBane ycTaHOBSIBa IbJITOCPOYHATA
M0J13a OT MHTEH3MBEH KOHTPOJI Ha TIII0KO03aTa B KPBBTA NP AUa0eT TUI 2. AHAIU3 HA pe3yaTaTuTe
NpY ALMEHTH C HAJIHOPMEHO TETJIO0, JEKYBaHH ¢ MET(OPMHH Clie/l HEYCIIELIHO KOHTPOJIUPAHE CaMo ¢
JIMeTa, MOKa3Ba:
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- 3HAYMMO MTOHWKEHUE Ha a0COFOTHUS PUCK OT BCAKAKBO YCIOXKHEHUE, CBBP3aHO C JadeTa, B
rpymara ¢ MmethopmuH (29,8 croutns/1 000 marueHTo-roJHN), CIPSMO CaMo TUETa
(43,3 crouTHs/1 000 maumento-roaunu), p=0,0023, 1 cpssMO KOMOWHHPAHUTE TPYITH ChC
cynoHIWTYpEHO IPOU3BOIHO U MOHOTepanus ¢ uHcyauH (40,1 croutus/1 000 manueHTO-
roaunn), p=0,0034;

- 3HAYMMO MTOHMWKEHUE Ha a0COFOTHUS PUCK OT CMBPTHOCT, CBbp3aHa ¢ auadera:
metdopmuH - 7,5 ce6utnsn/1 000 mauneHTo-rognHu, camo
nqueta -12,7 cpoutus/1 000 namuenro-roaunu, p=0,017;

- 3HAYMMO TTOHIKEHHME Ha aOCOIOTHUS PUCK OT 00IIa CMBPTHOCT:
meTdopmuH - 13,5 croutusa/1 000 nmarueHTO-roAnHU, CIPSIMO CaMo
muera - 20,6 cOutus/1 000 marmento-roauuwy, (p=0,011), u cipsiMo KOMOMHUpPAHHUTE TPYIH
ChC CYIPOHIITYPEHHO IPOU3BOIHO U MOHOTEpans ¢ uHCyvH - 18,9 ceoutns/1 000 nanmeHTo-
roaunu (p=0,021);

- 3HAYMMO MOHIKCHUE HAa a0COIIOTHHS PUCK OT MUOKAPJCH MH(DAPKT:
meThopmuH - 11 ce6utust/1 000 narpenro-roguau, camo auera -18 croutnsa/1 000 manuenTo-
roguny, (p=0,01).

[lenuaTpuyHa nONyNays

EBpomneiickara areHIys 1o JeKapcTBara oTiiara 3a1bJDKEHHETO 3a MIPEI0CTaBsiHE Ha PE3YNITaTUTe OT
npoyuBanusaTa ¢ Xigduo BB BCHYKHU MOATPYIH HA TIeJMaTPUYHATA MOMYJIaIKs 3a JICYCHUE Ha AUadeT
tun 2 (BXk. Touka 4.2 3a HHPOPMAIHs, OTHOCHO yrmoTpeba B MeIHATPHUITA).

5.2 @apmakoKMHeTHYHH CBOWCTBA

Cuura ce, ue komOuHUpanuTe TabieTkn Xigduo ca GHOEKBUBAIICHTHH Ha ¢THOBPEMEHHOTO
NPUJIOKEHUE Ha CHOTBETHUTE JI03M NAanarau(Io3uH 1 MeT(HOPMHHOB XUIPOXJIOPHI, TPHIOKEHH
€IHOBPEMEHHO KaTO OTAETHU TaOIeTKH.

dapMakoKMHETHKaTa Ha 5 MQ AanarauIio3uH ABa MbTH AHEBHO U Ha 10 My nanarnudao3uH BeAHDXK
JIHEBHO € CpaBHEHA NPH 31paBH jnia. [IpuiokeHue Ha 5 My nanaraudIo3uH JBa bTH THEBHO JaBa
nojgo6na obma excrio3unus (AUCss) 3a 24-vacos niepuoj karo 10 mg namarnudIio3nH, NpUIoKeH
BeIHBK THEBHO. KakTo ce ouakBa, 5 MQ panariugiao3uH, IPUI0KEH JIBa IbTH JHEBHO, B CPaBHEHHE C
10 mg nanarnudo3uH BeAHBXK JHEBHO, BOJM JIO TO-HUCKH MaKCHMAJIHU IUIa3MEHN KOHLICHTPALUH
(Cimax) ¥ MO-BHCOKH MHHUMAJIHU TU1a3MeHn KoHIeHTpauun (Cmin) Ha qanarinnguio3uH.

BsanMoencTBre ¢ XpaHa

ITpunoxeHneTo Ha TO3M JIEKApCTBEH NPOLYKT IPH 3/IpaBU JOOPOBOIIIH, CJIEA XpaHa C BUCOKO
ChIbp)KaHUE HA MAaCTH, B CPAaBHEHHUE ChC CHCTOSIHUE HA IJ1aJJHO, BOAU /IO ChILATA CTEIIECH Ha
EKCIO3UIIUS, KaKTo 3a Janariudiao3nH, Taka u 3a MeThopMHuH. XpaHaTa BoJH 110 3abassiHe ¢ 1 110

2 yaca Ha JIOCHI'aHEeTO /10 MAKCUMAaJHUTE KOHLEHTPALUH, ¥ 10 NOHM)KaBaHE HAa MAaKCUMaJlHATa
IUIa3MeHa KoHIeHTpauus ¢ 29% 3a nanarnudiosud u cbe 17% 3a merdopmun. Te3n npomeHu He ce
CYHTAT KJIMHUYHO 3HAYNMH.

IlenuaTpuubga Iomyaanus
®apMakOKMHETUKATA MPU TIeIMaTpUYHATA MOIyJalys HE € U3CJIe/IBaHa.

Crnennute 1aHHM OTpa3siBaT apMaKOKMHETHYHHUTE CBOMCTBA HA OT/ACIHUTE aKTUBHU BEILECTBA Ha
TO3H JIEKAPCTBEH MPOAYKT.

Janarmdiosny

Abcopbyus

Hamarnudiosun ce abcopbupa 0bp30 U 100pe cien nepopaiHo npuioxenue. MakcuManHaTa
rutazMeHa KoHeHTparus (Cmax) Ha Jamariugio3nH 0OMKHOBEHO Ce JOCTUTA B paMKHUTE Ha 2 Jaca
cIie]] MpuiIoKeHue Ha rinagHo. CpellHO TeOMETPUYHUTE CTOMHOCTH B CTAITHOHAPHO ChCTOSTHUE Ha Crax
n AUC; na ganarnudio3us, ciel IpUIoKEeHHE BEIHBK THEBHO ¢ o03a 10 mg nanarnudiiosul, ca
cpoTBeTHO 158 ng/ml 1 628 ng h/ml. AGconroTHaTa OMOHATMYHOCT MIPU NEPOPATTHO MPHIIOKEHNE HA
JanarmugIIo3uH CIIe MPUIoKeHue Ha 03a oT 10 mg e 78%.
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Pasnpedenenue
[MpubnuzutenHo 91% ot ganarindiao3uH ce CBbP3Ba C MIa3MEHUTE NMPOoTenHU. CBBP3BAHETO C

TUTa3MEHHUTE IPOTCHHU HE C€ TIPOMEHSI IIPH Pa3IyHU OOJIECTHH ChCTOSHUS (HAIp. ObOPEYHO MK
4epHOAPOOHO yBpexaane). CpeqHUAT 00eM Ha pa3mpezesieHne Ha Aanarii(Io3iH B CTAIIHOHAPHO
cwerostHue € 118 nmutpa.

Buompancgopmayus

Hanarmudmo3un ce MmeTabomu3npa eKCTEeH3UBHO, TP KOETO ce 00pazyBa OCHOBHO
nmanariaugo3ud-3-O-TIoKypOHU]I, KOWTO € HEaKTHBEH METa0OJIHUT.
Hanarnudino3un-3-O-TmoKypoHUI UK IPYrH METaOOJIMTH HE JOIPUHACST 3a
TIIIOKOo30MoHmKaBamnure epekru. O0paszyBaneTo Ha ganariaudao3uH-3-O-TaroKypoHu e
nocpeactBoM UGT1A9 — en3um, HanuyeH B uepHus apod u 6p0peka, a CYP-menuupanust
MeTa0O0JIM3bM € BTOPHYEH CTUMUHAIIMOHEH BT MTPH XOpara.

Enumunupane
CpeHUAT TepMUHAJICH TUIa3MEH MOJIYXKHUBOT (t1/2) Ha manariauduiosus ¢ 12,9 yaca cien npuiaraHe Ha

equmaMYHA 1032 oT 10 Mg namarmudno3uH oT 3xpaBu auma. CpeaHusT 001l CUCTEMEH KIMPHHC Ha
nanarmuIIo3uH ciie HHTPaBeHO3HO npuiiokerue e 207 ml/min. Janariudio3ud U CBbp3aHHUTE C
HETO METa0OJMTH Ce STMMUHUPAT OCHOBHO Ype3 YpUHATa, KATO HEMPOMEHEHHUST JanaringIo3nuH e
nox 2%. Cnen npunoxenue Ha 103a ot 50 mg [Y*C]-manarnudnosun, ce otkpusar 96% ot mo3aTa —
75% B ypunara u 21% BbB ¢euneca. [Ipubnuzutenno 15% ot noszara ce eKCKpeTHUpa KaTo HEIPOMEHEH
JIeKapCTBEH MPOIYKT BBB (hereca.

Jlunetinocm

Excrno3unusita Ha ganarian@iao3nH HapacTBa NPONOPLMOHATIHO Ha MOBUILIABAHETO Ha J103aTa Ha
namarnuduio3nH B auana3oHa ot 0,1 mo 500 mg u papmMakoKHHETHKATa My HE c€ TIPOMEHS C BPEMETO
MIPpH MHOTOKPATHO JHEBHO MpHJIarane B MPOIbDKEHUE HA 24 CEAMUITH.

Cneyuannu nonyiayuu

Bvopeuno yepeacoane

B craunonapno cwecrosiaue (20 mg ganarnugiao3uH, npuiarad BEAHBXK JHEBHO B IPOIBIDKEHHE Ha

7 OHW), TMLATa CbC 3aXapeH AnabeT TUM 2 U ¢ JIEKO, YMEPEHO MU TEeXKO OBOpEeUHO yBpeKaaHe
(ompeneneHo KaTo TakoBa, Bh3 OCHOBA Ha MJIa3MEHUA KJIUPBHHC Ha HOXEKCOJ), Ca ChC CUCTEMHA
EKCITO3UIUS Ha Janarin(iIo3uH, ChOTBETHO ¢ 32%, 60% u 87% mo-BUCOKA OT Ta3H, MPH MAUEHTH
ChC 3axapeH AuadeT Tyl 2 1 HopMaiHa ObOpeuHa GyHkums. B cranmonapHo cecTosinue, 24-yacoBara
EKCKpelns Ha TJII0K03a C YpUHATa M0Ka3Ba BUCOKA 3aBHCUMOCT OT ObOpeuHaTa (yHKIHS U IIPH
MAIMEeHTH ¢ TUabeT TUI 2 ¢ HopMaiHa ObOpeuHa QyHKIUS, ¢ JICKO, YMEPEHO HIIH TEKKO OBOpEIHO
YBpEXKAaHe, THEBHO C YPUHATA CE€ EKCKPETUPAT ChbOTBETHO &85, 52, 18 u 11 g ritoko3a. BiusHuero Ha
XEeMO/IMANN3aTa BhPXY eKCIO3UIMATA Ha 1anarii(iIo3uH He € U3BECTHO.

Yeproopobno yspedcoane

[pm nuna ¢ iexo wim ymepeHo 4yepaoapoOHo yBpexaane (kmac A u B mo Child-Pugh), cpenante Crax
n AUC nHa manarimdiio3uH ca o-BUCOKH CHOTBETHO ¢ 12% u 36%, cpaBHEHH ChC 37paBH KOHTPOJIH.
Te3u pa3nuku He ce cMATaT 3a KIIMHUYHO 3HauyMMU. [Ipy manueHTy ¢ TeXKo 4epHOIpOOHO YBPEKIaHE
(xmac C mo Child-Pugh), cpeaante Cmax 1 AUC Ha nanarnugiio3uH ca 1mo-BUCOKU chOTBETHO ¢ 40% u
67%, OTKOJIKOTO TIPH 3IpaBU KOHTPOJIH.

Cmapuecka 6v3pacm (= 65 coounu)

JluricBa KIMHUYHO 3HAYMMO YBEJIMYaBaHE Ha €KCIIO3UIIMATA B 3aBUCIMOCT CaMo OT Bb3pacTTa, Ipu
MaIMeHTH Ha Bh3pacT 1o 70 ronuHu. Berpeku ToBa, MOXe Jla ce 0YaKBa MOBHIIEHA EKCITO3HIINS,
IBbIDKaIla Ce Ha CBBP3aHOTO C Bb3pacTTa HaMallsiBaHe Ha ObOpedHata GyHkums. Jlumncsat nocraTbyHO
JaHHU, 3a J]a C€ HAIPaBH 3aKJII0YEHNE OTHOCHO €KCIIO3UIUATA NP MALMEHTH HA Bb3pacT

> 70 roguHH.

Ilon
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Cpennara AUCss Ha manariu@iIo3uH MpH KEHUTE Ce CUNTA, Ye € MPUOIH3UTENHO ¢ 22% T0-BUCOKA,
OTKOJIKOTO TIPH MBIKE.

Pacosa npunaonescrnocm
Jluncea KIMHUYHO 3HAYMMA PasiIMKa B CHCTEMHATa €KCITO3UIIHS MEXAy HHIANBUIM OT €BpOIIEHIHATA,
HErpowIHaTa U MOHTOJIOWIHATA paca.

Tenecro meeno

YcTaHOBEHO €, 4e ¢ yBelInJaBaHe Ha TEIeCHOTO TETJI0, eKCIIO3UINATA Ha JanariudIo3nH HaMalsBa.
Karo nocnencteue ot ToBa, Npy MAIUEHTUTE C HUCKO TEJIECHO TEIJIO0, €KCIO3UIUATA MOXKE J1a Ce
YBEIIUYH JIO U3BECTHA CTEICH, a IPU HNAIlUEHTUTE C BUCOKO TEJIIECHO TETJI0 — JI0 U3BECTHA CTEIICH Ja Ce
Hamamu. Te3u paznmnuus obade, HE ¢ CYUTAT 32 KIIMHINIHO 3HAYNMH.

Ileduampuuna nonynayus
®dapMakoKHHETHKATa U (apMagrHaMHKaTa (TIF0KO3ypus) IPH Jiela ChC 3aXapeH AuadeT Tvm 2 Ha
BB3pacT 10-17 ronuHu e momoOHa Ha Ta3H, yCTAHOBEHA IIPU BB3PACTHHU ChC 3aXapeH nuader Tum 2.

Metdhopmun

Abcopoyus
Crnen nepopalieH nprueM Ha MeTGOpMUEH, tmax ce qocTura cien 2,5 yaca. AOGcoioTHaTa OMOHATMYHOCT

Ha Tabnerka MeThopmun oT 500 mg uiu 850 mg e npubnuzurento 50-60% npu 3apasu ymna. Ciex
nepopajeH npuem, HepeopOupanara Gppakius, KOsITO ce OTKprBa BbB (ekanuure, e 20-30%.

Cnen nepopaiHo npuioxeHue, abcopOiusaTa Ha MeT(hOPMHUH € HacHIaeMa U HelrbsiHa. [Ipeanonara
ce, ye papMaKOKWHETHKaTa Ha abcopOnmsaTa Ha MeT(hOpMHUH € HelnHelHa. B oOnuaitHuTe 1031 1
CXEMH Ha JI03UpaHe Ha MeT(HOPMHUH, CTAIIMOHAPHH TUIA3MEHN KOHLICHTPAIHHN CE IOCTHTAT CIe]

24-48 yaca, n obukHOBeHO ca oxa 1 pg/ml. Tlpu KoHTpoIMpaH KIMHUYHU U3MTUTBAHMS,
MaKCHMAaJIHUTE TU1a3MeHH HiBa Ha MeTHOPMUH (Cmax) HE HAIXBBPIIAT 5 pg/ml, mopu npu MakCHMaTHA
JI03H.

Pasnpedenenue
CBBp3BaHETO C TIA3MEHUTE MPOTEUHH € He3HAYNTETHO. MeThOpMUH ce pa3npenens B epUTPOIUTHTE.

[TUKBT B KPBBTA € MO-HUCHK OT TO3H B IJIa3MAaTa U Ce MOSIBSIBA MPUOIU3UTEITHO MO ChIOTO BpeMe.
UepBeHUTE KPBBHU KJIIETKH HAM-BEPOSITHO NPEACTABIISIBAT BTOPUYEH KOMIIAPTUMEHT Ha
pasnpenenenune. Cpeaausar Vg Bapupa Mexay 63-276 .

Buompancdopmauus
MeTdopMuH ce eKCKpeTHpa HEMPOMEHeH B ypuHaTa. He ca njaeHTUGUIMpaHu METabOIUTH TIPH XOPA.

Enumunupane
brOpeunust kiupbHe Ha MeTGopmuH ¢ > 400 ml/min, koeto nmoka3sa, ue MeTHOPMHUH ce eTUMHUHUPA

MOCPEICTBOM TIIOMEpYJIHA GuiTpanus U TyOyaHa cexperus. Ciiel] mepopaiHo MPUI0KEeHHUE,
MPUBHTHUAT TSPMUHAJICH STMMHHAIIMOHEH TIOYKUBOT € IIPUOJIM3UTENHO 6,5 Jaca.

Cneyuannu nonyiayuu

bvopeuno yspeacoane

IIpn manmenTn ¢ HamaneHa 0b0pedHa ¢pyHKIHS (BH3 OCHOBA Ha U3MEPBAHE HA KPEaTHHUHOBHUS
KITUPBHC), TTONY>KUBOTHT Ha MET(GOPMUH B IJIa3MaTa U KPBBTA € YABJDKEH U ObOPEYHUAT KIUPBHHC €
MTOHWKEH MPONOPLHUOHATHO HAa HAMAaJISIBAHETO HA KPEAaTMHUHOBHS KJIIMPBHC, KOETO BOAM JI0 TOBUIIEHU
HHUBa HAa MET(GOPMHUH B IIa3Mara.

5.3 IlpeakIMHUYHHU JaHHU 32 0€30MACHOCT

E/1HOBpEMEHHO IPWIOKEHNUE HA Aanaratudiio3ud U MeThOpMHUH
HeknmuHu4HMTE NaHHU HE TIOKa3BaT OCOOEH PUCK 3a XOpaTa Bh3 OCHOBA HAa KOHBCHIIMOHATHUTE
M3CJICIBAHUS HAa TOKCHYHOCTTA IIPU MHOTOKPATHO MPHIOKEHHE.
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CrietHMTE TAaHHHU OTpa3sBaT MPEIKIMHAYHATE JAaHHH 3@ O€30MaCHOCT HA OTIEIHUTE aKTUBHU
BerecTra Ha Xigduo.

Janarnudio3ux

HeknuHu4HMTE TaHHU HE IIOKa3BaT OCOOCH PUCK 3a XopaTa Ha 0a3aTa Ha KOHBCHIIMOHAIHUTE
(hapMaKoJOTHYHYU MPOYYBAHUS 32 OE30MMACHOCT, TOKCUYHOCT P MHOTOKPATHO MpUJIaraHe,
TEeHOTOKCUYHOCT, KAPIIMHOTCHEH MOTEeHIHAN U (epTunuTeT. Janmarniudio3rH He HHIyIupa
Pa3BUTHETO HA TYMOPH ITPHU MUIITKH H TUTHXOBE MPU HUTO €IHA OT JIO3HUTE, OIICHEHH B JIBYTOIUIITHU
MPOYYBaHUS 3a KAPIIMHOTEHEH IMOTCHIIUAI.

Penpoodyxmuena mokcuunocm u mokcuuHocm 3a pazeumueno

JMpeKTHOTO NPpUIOKEHNE Ha Aanariu(Io3uH NPy HACKOPO OTOUTH IUTHXOBE U MHAUPEKTHATA
EKCIO3ULM 110 BpeMe Ha KbCHAa OpPEMEHHOCT (Ipe3 NepHOANTE, ChOTBETCTBAILY HA BTOPHUS M TPETHS
TPUMECTBP OT OPEMEHHOCTTA IIPH XOpaTa, II0 OTHOIIEHHE Ha Ch3PsIBAHETO HAa OBOPEITNTE) U JIAaKTAIIHS,
ca CBbP3aHU C MOBHUIIICHA YECTOTA HA PA3BUTHUE W/WIIM TEXKECT HA AUJIATAIMS HAa ObOPEYHOTO JiereHue
u ObOpeyHnTe TyOyIH MpH TOTOMCTBOTO.

B mpoyuBaHe Ha I0BEHIITHA TOKCHYHOCT TIPH KUBOTHH CJIC/ JUPEKTHOTO MPUIIOKECHUE HA
JanariaugIIo3uH Ha MiIau IIbXoBe oT 21° mo 90™ nocTHaTaleH JieH, ce ChoOIaBa 3a AujaTanus Ha
0BOpEeYHOTO JiereHYe U ObOpEeYHHUTE TYOY/IH MPH BCHYKU HHUBA Ha JA03UTE. EKCIIO3UITMKUTE HA MAJIKUTE,
NpY Hali-HUCKAaTa MPOYYBaHa J103a, ca > 15 mo-BHCOKM 0T MAaKCHMATHO MPENOPbUYUTEHATA 7032 TIPU
xopata. Te3u HaXOJIKK ca CBBbP3aHH C J10303aBUCHUMHU MOBHUILIEHHSI HA TETJIOTO Ha ObOpenuTe u
MaKpOCKOIICKO yroJieMsiBaHe Ha ObOperuTe, HaOIr01aBaHy Py BCUYKY /103U, HaOmonapanuTe mpu
IOBCHIJTHY KUBOTHU JHUJIATalliU HA OBOPEUHOTO JieTeHYe U Ha ObOpednuTe TyOyIn He MMOKa3Bat
bJTHA OOPATUMOCT B PAMKHUTE Ha MPHOJIM3UTEITHO S THOMECCYHHS Bh3CTAHOBUTEIICH MEPUO/.

B otnenHo npoyuBaHe 3a nipe- ¥ MOCTHATAIHO pa3BUTHE, MITbXOBETE-MAMKK MOMy4aBaT JO3H OT

6™ rectaiuoHeH JieH 10 21™ nmocTHATaleH JICH, KaTo 32 MAJIKUTE, EKCIIO3UITUITA ¢

UHIUPEKTHA - iN Utero u upe3 kbpmeHeto. ([IpoBeeHo e caTemMTHO MPOyYBaHe 3a OI[CHKA Ha
EKCIO3UIIUKTE Ha JAanarin@Io3uH B MISIKOTO U MpH ManikuTe). HabmoaaBaHna e moBuilieHa yecToTa
WM TeXKECT Ha JAUiaTaiis Ha ObOPEYHOTO JIereHue MPH 3PsUTOTO MOTOMCTBO HA TPETUPAHH
YETHPHUHOTH Maliku, Makap ¥ caMo TIpU Hall-BHCOKATa MpOoydYBaHa J103a (ChOTBETCTRAINA HA
€KCIIO3UIIMY Ha MalKaTa M Ha MaJIKUTE, KOUTO ca CbOTBETHO 1 415 1 137 IbTH IIO-BUCOKH OT
EKCIIO3UITUATA TIPY MaKCUMaITHATA MPEMOPhUNTEHA 71032 TPU X0pa). JIombIIHUTEIHATA TOKCHYHOCT
Ha Pa3BUTHETO € OrPaHUYCHA JI0 JI0303aBHCUMA PEAYKIUS HA TEICCHOTO TErJI0 Ha MAIIKUTE, KaTo ce
HaOJIr01aBa caMo 1pu 1034 > 15 mg/kg/mHeBHO (CHOTBETCTBAIIM HA SKCIIO3UIIMUA Ha MAJIKUTE, KOUTO
ca > 29 mpTH MO-BUCOKH OT €KCIO3HIIMATA TIPU MaKCHMAallHATa PENopBUMTENHA 032 TIPH XOPa).
ToKCHYHOCTTA 32 MaiKaTa ce MPOsIBSIBA CAMO MPH HAM-BUCOKUTE TECTBAHU JIO3M U € OTPAaHHUCHA 10
MPEXOHO HaMaJlsiBaHe Ha TEJIECHOTO TErJI0 M KOHCyManusATa Ha xpaHa. HUBoTo, mpu KoeTo He ce
Habronasat Hexxenanu peaknuu (No Observed Adverse Effect Level, NOAEL) mo otHomeHue Ha
TOKCHYHOCTTA 3a Pa3BUTHUETO — HAW-HUCKATAa TECTBaHA /1033, ChOTBETCTBA HA CUCTEMHA MHOTOKpaTHA
EKCITO3UITHUS TPU MaiKaTa, KOSITO € MPUOIN3UTENHO 19 MbTH MO-BUCOKA OT €KCIO3UIIUATA ITPU
MaKCHUMaJHaTa MPEopPbhUUTENHA /1032 IIPH X0pa.

B mombnHUTEHH MPOYYBaHUS 32 BIHUSHUE BHPXY eMOPHO-(ETATHOTO pa3BUTHE TIPH TUTHXOBE U 3aMIIH,
Janariau@Iio3uH € mpujiarad Ha MHTEPBaJId, ChOTBETCTBAIM HA OCHOBHUTE MEPHOIM OT
opraHoreHesara Ipu Bceku Bu. [Ipu 3aiiiuTe, Mpu HUTO €HA OT MPOYIBAHUTE JTO3U HE €
HaOII0JaBaHa HUTO TOKCUYHOCT 3a MaiikaTa, HUTO TOKCHYHOCT 3a pa3putuero. Haii-Bucokara
M3CJIe/IBaHa /1032 ChOTBETCTBA HA CHCTEMHA MHOTOKPAaTHA €KCITO3HUIIHSL, KOSTO € MPUOIUZUTEITHO

1 191 obTH O-BHCOKA OT MaKCHUMallHaTa MPEMOPbYMTEIHA 103a pH xopa. [Ipu mibpxosere,
JanariauQIIo3uH He € HUTO eMOPHOJIeTAIeH, HUTO TePaToreHeH, npu ekcno3unuu 10 1 441 nbtu
MO-BUCOKHU OT MaKCHMaJlHaTa IPENnopbUnTEIHA 1032 IIPU XOpa.

Metdopmun

HexnuuuaauTe 1aHHU HE TIOKa3BaT ocobeH PHUCK 3a XOpa Ha Oasara Ha KOHBCHIITMOHAJIHUTC
(bapMaKOJ'IOFI/I‘lHI/I MMpOy4YBaHUA 3a 663OH3CHOCT, TOKCUYHOCT IIPpYU MHOTOKPATHO MIpHJIaraHe,
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TEeHOTOKCHYHOCT, KAPIIMHOTCHEH IMOTEHINAN, PEITPOYKTHBHA TOKCUYIHOCT M TOKCUYHOCT 32
pasBUTHETO.

6. OAPMAIIEBTUYHU JAHHHU
6.1 Cnucbk HAa IOMOIIHHUTE BeLIeCTBA

Anpo Ha TabnerkaTa
Xunpokcunpomnuiiernynosa (E463)
MuxkpokpucTaina nenyiosa (E460(i))
Marnesues creapat (E470b)
HarpueB HuILIECTEH TIIMKONIAT THIT A

DUIMOBO OKPUTHE

Xigduo 5 mg/850 mg durvupanu mabremru
IMomu(uamnos ankoxon) (E1203)
Makporou 3350 (E1521)

Tank (E553b)

Turanos auokcun (E171)

Keneszen oxcun, xbat (E172)

XKenesen oxcun, yepsen (E172)

Xigduo 5 mg/1 000 mg @uimupanu mabremxu
IMomu(Buamaos ankoxomn) (E1203)

Makporou 3350 (E1521)

Tank (E553b)

Turanos auokcun (E171)

Kenesen oxcun, xb6aT (E172)

6.2 HecnbBMecTHMOCTH

Henpunoxumo

6.3 Cpok Ha rogHoCT

3 roauuu

6.4 CrhenuajJHM ycJI0BHUS HA CbXpaHeHUe

To3u nexapcTBeH NPOAYKT HE U3MCKBA CIIELUATIHN YCIOBUS Ha ChXpaHEHHE.
6.5 Buau chabpKaHMe HA ONIAKOBKATA

PVC/PCTFE/Alu 6mucrep.

OnakoBKkH

14, 28, 56 u 60 ¢punmupanu TaOJIETKU B HeNepPOpUpaHu OJIHCTEPH.

60x1 punMupanu TabaeTKH B IepPOPUPAHU €THOA030BH OIUCTEPH.
I'pymoBa omakoBKa, chabpkaria 196 (2 omaxosku mo 98) ¢punmupanu tabieTku B HenephopHpaHu

onmcrepu.

He Bcuukn BHIOBEC OIMAKOBKH MOTIar Ja 6’I>,I[aT ITyCHATU B npoz[a>i<6a.
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6.6 CnenuaJHu npeana3Hu MEPKH NPH U3XBBPJIsIHE

Hewusnon3sanust JICKApPCTBCH NPOAYKT WIN OTHAABYHUTC MAaTCpUAJIU OT HETO Tp}l6Ba Aa CC U3XBBPJIAT
B CHbOTBCTCTBUEC C MCCTHUTC U3UCKBaHM.

7. HNPUTEXATEJI HA PASBPEHIEHUETO 3A YIIOTPEBA

AstraZeneca AB
SE-151 85 Sodertalje
Isenus

8. HOMEP(A) HA PASPEHIEHHUETO 3A YIIOTPEBA

Xigduo 5 mg/850 mg dbuaMupaHu TabIeTKH

EU/1/13/900/001 Xigduo 5 mg/850 mg 14 Tabnerku

EU/1/13/900/002 Xigduo 5 mg/850 mg 28 TabieTku

EU/1/13/900/003 Xigduo 5 mg/850 mg 56 TabieTku

EU/1/13/900/004 Xigduo 5 mg/850 mg 60 TabneTku

EU/1/13/900/005 Xigduo 5 mg/850 mg 60x1 Tabnetka (eAnHUYHA 103a)
EU/1/13/900/006 Xigduo 5 mg/850 mg 196 (2x98) TabneTku (rpymnoBa onakoBKa)

Xigduo 5 mg/1 000 mg dunMupanu TabIEeTKH

EU/1/13/900/007 Xigduo 5 mg/1 000 mg 14 tabieTku

EU/1/13/900/008 Xigduo 5 mg/1 000 mg 28 rabieTku

EU/1/13/900/009 Xigduo 5 mg/1 000 mg 56 tabieTku

EU/1/13/900/010 Xigduo 5 mg/1 000 mg 60 TabieTku

EU/1/13/900/011 Xigduo 5 mg/1 000 mg 60x1 Tabnetka (eAuHUYHA 1034)
EU/1/13/900/012 Xigduo 5 mg/1 000 mg 196 (2x98) tabierku (rpymnosa omnakoBKa)

9. JATA HA ITbPBO PAZPEINABAHE/TIOJJTHOBABAHE HA PASPEHLIEHUETO 3A
YIIOTPEBA

[laTa Ha TBpBO pa3pemaBaHe 3a ynorpeda: 16 ssayapu 2014 1.
[Jara Ha nocneano noxHosiBaHe: 28 cenremBpu 2018 .

10. [JATA HA AKTYAJIMBUPAHE HA TEKCTA

IToapoOHa uHoOpMaIKs 3a TO3M JCKapCTBEH MPOIYKT € MpeIocTaBeHa Ha yeOcaliTa Ha EBporneiickara
areHIusl Mo JiekapcTeata https://www.ema.europa.eu.
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MNPUJIOXKEHHUE |1

MNPOU3BOJUTEJIN, OTTOBOPHU 3A OCBOBOXKJIABAHE HA
IHAPTU N

YCJIOBUA NJIN OTPAHUYEHMUSA 3A TOCTABKA U
YIIOTPEBA

APYI'U YCJIIOBUSA U U3BUCKBAHUSA HA PASPEHIEHUETO 3A
YIIOTPEBA

YCJIOBUSA WJIN OT'PAHUYEHMUSA 3A BE3OITACHA U
E®EKTUBHA YIIOTPEBA HA JIEKAPCTBEHUA ITPOAYKT
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A. TTPOU3BOAMUTEJI(M), OTTOBOPEH(HH) 3A OCBOBOK/IABAHE HA TAPTU /U

Hwme u anpec Ha npowusBoaurtens(ure), OTTOBOpeH(HHU) 3a OCBOOOKIaBaHe HA
TapTHIUTE

AstraZeneca AB
Gartunavagen
SE-152 57 Sodertalje
IBenus

b. YCJIOBUs NI OT'PAHUYEHUA 3A TJOCTABKA U YIIOTPEBA

.HCKapCTBeHI/IﬂT MPOAYKT C€ OTIIYCKa I10 JICKAPCKO NPCAINCaHUuC.

B. JAPYI'U YCJIOBUSI U UBUCKBAHUS HA PASPEHIEHUETO 3A YIIOTPEBA
. IMepuoanyHu aKTyaJIM3UpaHu J0KIaau 3a 6e3onacHoct (ITAJIB)

Wzuckpanusra 3a mogaBane Ha [IAJIb 3a To3u JIeKapCTBEH MPOAYKT Ca MMOCOYEHH B CHHCHKA C
pedepentaute natu Ha EBporetickus cpro3 (EURD cnmcek), npeasuner B wi. 1078, an. 7 ot
HupextuBa 2001/83/EO u BB BCHUKH CIIEABAINY aKTyaIH3aIUN, TyOINKYBaHU HAa €BPOIIEHCKHUS
yeOropTain 3a JeKapcTaa.

. YCciaoBus HJin O'PAHUYEHUS 3A BE3OITACHA U EOEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHMUS TIPOAYKT

. Ilnan 3a ynpaBienue Ha pucka (ITYP)

[Mpurexaressar Ha paspeiennero 3a ynorpeda ([TPY) TpsioBa 1a n3BbpiiBa H3UCKBAaHUTE ISHHOCTH U
JIECTBUS, CBBP3aHU C TIPOCiIe/siBaHe Ha JIeKapcTBeHaTa 0€301acHOCT, ocoueHH B o100penus [TYP,
npenacraBeH B Moy 1.8.2 Ha pa3pelieHreTo 3a ynorpeda, KakTo U [Py BCUUKH CIICIBAIIH
ChIIacyBaHU akTyanusanuu Ha [TYP.

Axryanuzupan [IYP TpsiOBa na ce mogasa:

e 110 ckaHe Ha EBporneiickara areHIus 1o JeKapcTBara;

e BHHArH, KOTaTO CE M3MEHs CHCTEMAaTa 3a yIpaBjeHHe Ha pUCKa, 0COOSHO B pe3yTaT Ha
noJly4yaBaHe Ha HOBa HH(OpMaIIrsi, KOSTO MOXe Ja JIOBeJIe 10 3HAYMMHU IPOMEHH B
CHOTHOIICHHUETO I0J13a/PHCK, MM CIIe] JOCTHTaHe Ha Ba)KEH eTall (BbB BPB3Ka C
npoclie/isiBaHe Ha JIKapCTBEHaTa O€30IIaCHOCT WITH CBEXK/IaHE Ha PUCKA JI0 MUHUMYM).
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MNPUJIOKEHHUE |11

JAHHU BBPXY OITAKOBKATA N JIMCTOBKA
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A. JAHHHU BBbPXY OITAKOBKATA
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JAHHU, KOUTO TPABBA JA CBbABbP/KA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHS - C BLUE BOX

‘ 1. HUME HA JIEKAPCTBEHMSA TPOAYKT

Xigduo 5 mg/850 mg dunmupanu TabaeTku
nmanari@Iro3nH/MeTOPMHUHOB XHIPOXIOPHT

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

Beska Tabnerka cpapprka fqanarinduio3suH MIPONaHAN0] MOHOXUIPAT, EKBUBAIEHTHO Ha 5 Mg
nmamarnuduosns, 1 850 Mg MeThOPMHUHOB XHIPOXIOPHI.

‘ 3. CIIMCBK HA IOMOIIIHUTE BEIIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJIHA OITAKOBKA

14 punmmupanu TabIeTKH
28 (puaMupaHu TaObNeTKH
56 dhunmupanu TaOICTKH
60 dpuiMupanu Ta0ICTKH
60x| bunmupanu TabIeTKH

| 5. HAYMH HA NTPUWIATAHE M IbT(M1IIA) HA BbBEXIAHE

IIpeau ynorpeba npovereTe JIMCTOBKATA.
IlepopaiiHo npuIIOKEHHE

6. CHELOUAJIHO HPEAYHPEXIEHUE, YE IEKAPCTBEHUAT TPOAYKT TPSBBA
JA CE CbXPAHSBA HA MSICTO JAJIEYE OT IIOTJIEJA U TIOCET'A HA JIEITA

Ja ce cexpaHsBa Ha MSCTO, HEJIOCTHITHO 32 JCTa.

‘ 7. APYI'U CHEHUAJIHU NPEAYIPEXIEHUSA, AKO E HEOBXOJIUMO

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA I'OAHOCT

T'onen mo:

9. CHELHUAJIHU YCJIOBUSI HA CbXPAHEHUE

41



10. CHELHUAJIHU IMPEANIASHU MEPKHU INTPU U3XBBPJIISATHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NN OTHHAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11. HUME M AJIPEC HA IIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

AstraZeneca AB
SE-151 85 Sodertdlje
IBenus

12. HOMEP(A) HA PABPEIIEHUETO 3A YIIOTPEBA

EU/1/13/900/001 Xigduo 5 mg/850 mg 14 Tabnerku
EU/1/13/900/002 Xigduo 5 mg/850 mg 28 tabieTku
EU/1/13/900/003 Xigduo 5 mg/850 mg 56 tabieTku
EU/1/13/900/004 Xigduo 5 mg/850 mg 60 tabietku
EU/1/13/900/005 Xigduo 5 mg/850 mg 60 x 1 tabneTtka (equHUYHA 103a)

13. TAPTHIAEH HOMEP

[Taptuaen Ne

| 14, HAYMH HA OTIIYCKAHE

‘ 15. YKA3AHUMA 3A YIIOTPEBA

| 16. MH®OPMAIIMSI HA BPAIJIOBA A3BYKA

xigduo 5 mg/850 mg

‘ 17.  YHUKAJIEH UAEHTU®UKATOP — JIBYUSMEPEH BAPKO/

JByn3mepeH 0apKo ¢ BKIIOYECH YHUKAIECH HACHTU(HUKATOP.

‘ 18. YHUKAJIEH WIEHTU®UKATOP — JAHHMU 3A YETEHE OT XOPA
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JAHHU, KOUTO TPABBA JA CBbABbP/KA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHUS —YACT OT I'PYIIOBATA OITAKOBKA — C BLUE BOX

‘ 1. HUME HA JIEKAPCTBEHMSA TPOAYKT

Xigduo 5 mg/850 mg dunmupanu TabaeTku
nmanari@Iro3nH/MeTOPMHUHOB XHIPOXIOPHT

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

Beska Tabnerka cpapprka fqanarinduio3suH MIPONaHAN0] MOHOXUIPAT, EKBUBAIEHTHO Ha 5 Mg
nmamarnuduosns, 1 850 Mg MeThOPMHUHOB XHIPOXIOPHI.

‘ 3. CIIMCBK HA IOMOIIIHUTE BEIIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJIHA OITAKOBKA

I'pynoBa omakoBka: 196 (2 omakoBku 1o 98) punmupanu TabaeTku

5. HAYUH HA ITPUJIATAHE U ITbT(MIITA) HA BBBE/KJAHE

[Ipenun ynorpeba npoyereTe JIMCTOBKATA.
IlepopasiHo npuIIOKEHHE

6. CHELOUAJIHO HPEAYHPEXIEHUE, YE TEKAPCTBEHUAT TPOAYKT TPSBBA
JA CE CbXPAHSBA HA MSICTO JAJIEYE OT IIOTJIEJA U TIOCET'A HA JIEITA

Ja ce cexpaHsBa Ha MSCTO, HEJIOCTHITHO 32 JeTa.

‘ 7. APYI'U CHELHUAJIHU NPEAYHPEXIEHUS, AKO E HEOBXOJIUMO

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA TOJHOCT

T'onen mo:

9. CIIEHUAJIHU YCJIOBUSI HA CbXPAHEHUE

10. CHELOHWAJIHU MPEANTIASHU MEPKHU INPU U3XBBHPJISIHE HA HEU3IIOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU NWJIN OTIIAABYHU MATEPHUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11. HUME U AJJIPEC HA IIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA
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AstraZeneca AB
SE-151 85 Sodertalje
IBenus

12. HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

EU/1/13/900/006 Xigduo 5 mg/850 mg 196 (2 x 98) Tabaetku (rpyrnoBa omnakoBKa)

13. TAPTHJAEH HOMEP

TTaptunen Ne

| 14, HAYMH HA OTIIYCKAHE

‘ 15. YKA3AHMA 3A YIIOTPEBA

| 16. MH®OPMAILIMSI HA BPAIJIOBA A3BYKA

xigduo 5 mg/850 mg

‘ 17.  YHUKAJIEH UAEHTU®UKATOP — JIBYU3MEPEH BAPKO/

JByn3mepeH 0apKoa ¢ BKJIFOYEH YHUKAJIEH HACHTU(HUKATOP.

‘ 18. YHUKAJIEH WAEHTU®UKATOP — JAHHMU 3A YETEHE OT XOPA
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JAHHU, KOUTO TPABBA JA CBABbPKA MEXKIUHHATA OITAKOBKA

KAPTOHEHA KYTHUS HA MEKIUNHHATA OITAKOBKA - YACT OT I'PYIIOBA
OITAKOBKA - BE3 BLUE BOX

|1

HNME HA JIEKAPCTBEHUA TPOAYKT

Xigduo 5 mg/850 mg dunmupanu TabaeTku
JanarmugIo3uH/MeTPOPMUHOB XUAPOXIOPHUIL

| 2,

OBSIBABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcesika TabneTka chabpxka Janaraugao3uH IponaHaInol MOHOXUAPAT, eKBUBAJICHTHO Ha 5 M(J
namarnuduosns, 1 850 Mg MeThOPMHUHOB XHIPOXIOPHI.

| 3.

CIIMCBK HA ITIOMOINHHUTE BELHIECTBA

| 4,

JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

98 ¢punmupann Tabnerkn. KoMmoHEHT Ha TpymnoBa ONMAaKOBKa, HE MOXKE Jla C€ MPOoiaBa OT/EITHO.

5.

HAYUH HA ITIPUJIATAHE U ITbT(UIIIA) HA BBbBE/KJIAHE

IIpeau ynorpeba npodereTe JIMCTOBKATA.
IlepopanHo npuioxeHue

6.

CIIEHUAJIHO IPEAYHNPEXIEHUE, YE JTEKAPCTBEHUAT ITPOAYKT TPSBBA
JA CE CBXPAHSBA HA MsICTO JAJIEYE OT IIOTJVIEJA U TOCET'A HA JIEITA

I[a CC CbXpaHsBa Ha MACTO, HCAOCTBITHO 3a JACHA.

| 7.

JAPYI'U CHHEHUAJIHU NPEAYHPEXJIEHUSA, AKO E HEOBXOJINUMO

8.

JATA HA NI3TUYAHE HA CPOKA HA TOAHOCT

T'onen mo:

9.

CIHHEHUAJIHU YCJIOBHUSI HA CbXPAHEHUE

10.

CIHEHUAJIHU ITPEAITAZHA MEPKU ITPU U3XBBPJISIHE HA HEU3ITIOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU WJIN OTITAABYHU MATEPUAJIA OT
TAX, AKO CE U3UCKBAT TAKHUBA

45




11. HUME U AJJPEC HA TIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

AstraZeneca AB
SE-151 85 Sodertalje
IBenus

12.  HOMEP(A) HA PABPEIIEHUETO 3A YIIOTPEBA

EU/1/13/900/006 Xigduo 5 mg/850 mg 196 (2 x 98) Tabaetku (rpyrnoBa omnakoBKa)

13. TAPTHIAEH HOMEP

[Taptuaen Ne

| 14. HAYMH HA OTIIYCKAHE

‘ 15. YKA3AHMA 3A YIIOTPEBA

‘ 16. HWH®OPMAIIAA HA BPAJIOBA A3BBYKA

xigduo 5 mg/850 mg

‘ 17. YHUKAJIEH UAEHTUO®UKATOP — JIBYU3MEPEH BAPKO/

‘ 18. YHUKAJIEH WAEHTU®UKATOP — JAHHMU 3A YETEHE OT XOPA
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JAHHU, KOUTO TPABBA JA CBbABbP/KA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHS - C BLUE BOX

‘ 1. HUME HA JIEKAPCTBEHMSA TPOAYKT

Xigduo 5 mg/1 000 mg dpunmupanu TabaeTKH
nmanari@Iro3nH/MeTOPMHUHOB XHIPOXIOPHT

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

Bcsika Tabnerka chappika qanariangIio3uH MPOMAaHANO0T MOHOXHAPAT, eKBUBAJICHTHO Ha 5 MQ
namarnuduosus, 1 1 000 mg MmeThopMHUHOB XUIPOXIOPHU/.

‘ 3. CIIMCBK HA IOMOIIIHUTE BEIIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJIHA OITAKOBKA

14 punmmupanu TabIeTKH
28 (puaMupaHu TaObNeTKH
56 dhunmupanu TaOICTKH
60 dpuiMupanu Ta0ICTKH
60x| bunmupanu TabIeTKH

| 5. HAYMH HA NTPUWIATAHE M IbT(M1IIA) HA BbBEXIAHE

IIpeau ynorpeba npovereTe JIMCTOBKATA.
IlepopaiiHo npuIIOKEHHE

6. CHELOUAJIHO HPEAYHPEXIEHUE, YE IEKAPCTBEHUAT TPOAYKT TPSBBA
JA CE CbXPAHSBA HA MSICTO JAJIEYE OT IIOTJIEJA U TIOCET'A HA JIEITA

Ja ce cexpaHsBa Ha MSCTO, HEJIOCTHITHO 32 JCTa.

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

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA I'OAHOCT

T'onen mo:

9. CHELHUAJIHU YCJIOBUSI HA CbXPAHEHUE
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10. CHELHUAJIHU IMPEANIASHU MEPKHU INTPU U3XBBPJIISATHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NN OTHHAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11. HUME M AJIPEC HA IIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

AstraZeneca AB
SE-151 85 Sodertdlje
IBenus

12. HOMEP(A) HA PABPEIIEHUETO 3A YIIOTPEBA

EU/1/13/900/007 Xigduo 5 mg/1 000 mg 14 taGneTku
EU/1/13/900/008 Xigduo 5 mg/1 000 mg 28 tabiaeTku
EU/1/13/900/009 Xigduo 5 mg/1 000 mg 56 tabiaeTku
EU/1/13/900/010 Xigduo 5 mg/1 000 mg 60 tabieTku
EU/1/13/900/011 Xigduo 5 mg/1 000 mg 60 x 1 tabrieTka (equHUYHA 1034)

13. TAPTHIAEH HOMEP

[Taptuaen Ne

| 14, HAYMH HA OTIIYCKAHE

‘ 15. YKA3AHUMA 3A YIIOTPEBA

| 16. MH®OPMAIIMSI HA BPAIJIOBA A3BYKA

xigduo 5 mg/1000 mg

‘ 17.  YHUKAJIEH UAEHTU®UKATOP — JIBYUSMEPEH BAPKO/

JByn3mepeH 0apko ¢ BKIOYEH YHUKAJIEH HACHTU(HUKATOP.

‘ 18. YHUKAJIEH WIEHTU®UKATOP — JAHHMU 3A YETEHE OT XOPA
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JAHHU, KOUTO TPABBA JA CBbABbP/KA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHUS —YACT OT I'PYIIOBATA OITAKOBKA — C BLUE BOX

‘ 1. HUME HA JIEKAPCTBEHMSA TPOAYKT

Xigduo 5 mg/1 000 mg dpunmupanu TabaeTKH
nmanari@Iro3nH/MeTOPMHUHOB XHIPOXIOPHT

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

Bcsika Tabnerka chappika qanariangIio3uH MPOMAaHANO0T MOHOXHAPAT, eKBUBAJICHTHO Ha 5 MQ
namarnuduosus, 1 1 000 mg MmeThopMHUHOB XUIPOXIOPHU/.

‘ 3. CIIMCBK HA IOMOIIIHUTE BEIIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJIHA OITAKOBKA

I'pynoBa omakoBka: 196 (2 omakoBku 1o 98) punmupanu TabaeTku

5. HAYUH HA ITPUJIATAHE U ITbT(MIITA) HA BBBE/KJAHE

[Ipenun ynorpeba npoyereTe JIMCTOBKATA.
IlepopasiHo npuIIOKEHHE

6. CHELOUAJIHO HPEAYHPEXIEHUE, YE TEKAPCTBEHUAT TPOAYKT TPSBBA
JA CE CbXPAHSBA HA MSICTO JAJIEYE OT IIOTJIEJA U TIOCET'A HA JIEITA

Ja ce cexpaHsBa Ha MSCTO, HEJIOCTHITHO 32 JeTa.

‘ 7. APYI'U CHELHUAJIHU NPEAYHPEXIEHUS, AKO E HEOBXOJIUMO

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA TOJHOCT

T'onen mo:

9. CIIEHUAJIHU YCJIOBUSI HA CbXPAHEHUE

10. CHELOHWAJIHU MPEANTASHU MEPKHU IMNPU U3XBDBHPJISTHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU NWJIN OTIIAABYHU MATEPHUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11. HUME U AJJIPEC HA IIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA
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AstraZeneca AB
SE-151 85 Sodertalje
IBenus

12. HOMEP(A) HA PABPEHIEHUETO 3A YIIOTPEBA

EU/1/13/900/012 Xigduo 5 mg/1 000 mg 196 (2 x 98) Tabaetku (rpyrnoBa OmakoBKa)

13. TAPTHJAEH HOMEP

TTaptunen Ne

| 14, HAYMH HA OTIIYCKAHE

‘ 15. YKA3AHMA 3A YIIOTPEBA

| 16. MH®OPMAILIMSI HA BPAIJIOBA A3BYKA

xigduo 5 mg/1000 mg

‘ 17.  YHUKAJIEH UAEHTU®UKATOP — JIBYU3MEPEH BAPKO/

JByn3mepeH 0apKoa ¢ BKJIFOYEH YHUKAJIEH HACHTU(HUKATOP.

‘ 18. YHUKAJIEH WAEHTU®UKATOP — JAHHMU 3A YETEHE OT XOPA
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JAHHU, KOUTO TPABBA JA CBABbPKA MEXKIUHHATA OITAKOBKA

KAPTOHEHA KYTHUS HA MEKIUNHHATA OITAKOBKA - YACT OT I'PYIIOBA
OITAKOBKA - BE3 BLUE BOX

‘ 1. HNME HA JIEKAPCTBEHUA TPOAYKT

Xigduo 5 mg/1 000 mg dpunmupanu TabaeTKH
JanarmugIo3uH/MeTPOPMUHOB XUAPOXIOPHUIL

‘ 2. OBSIBABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcesika TabneTka chabpxka Janaraugao3uH IpornaHanol MOHOXUAPAT, eKBUBAJICHTHO Ha 5 M(J
namarnuduosus, 1 1 000 mg MmeThopMHUHOB XUIPOXIOPHUL,

‘ 3. CITMCBK HA IOMOIIIHUTE BEIIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

98 ¢punmupann Tabnerkn. KoMmoHEHT Ha TpymoBa OMaKoBKa, HE MOXKE Ja Ce TPOoJIaBa OTICITHO.

| 5.  HAYMH HA IPUWIATAHE M IbT(M1IIA) HA BbBEXIAHE

IIpeau ynorpeba npovereTe JIMCTOBKATA.
IlepopanHo npuiioxeHue

6. CIIEHNUAJIHO NPEAYHNPEXIEHUE, YE TEKAPCTBEHUAT ITPOAYKT TPSBBA
JA CE CBXPAHSBA HA MsICTO JAJIEYE OT IIOTJVIEJA U TOCET'A HA JIEITA

Ja ce cpxpaHsBa Ha MSCTO, HEJIOCTHITHO 32 JCTa.

‘ 7. JAPYI'U CHEHUAJIHU NPEAYHPEXJIEHUSA, AKO E HEOBXOJINUMO

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA I'OAHOCT

T'onen mo:

9. CHHELHUAJIHU YCJIOBUSI HA CbXPAHEHUE

10. CHELHUAJIHU ITPEAIIASHU MEPKU INTPU U3XBBPJISTHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOJAYKTHU WJIN OTITAABYHU MATEPHUAJIA OT
TAX, AKO CE U3UCKBAT TAKHUBA
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11. HUME U AJJPEC HA TIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

AstraZeneca AB
SE-151 85 Sodertalje
IBenus

12.  HOMEP(A) HA PABPEIIEHUETO 3A YIIOTPEBA

EU/1/13/900/012 Xigduo 5 mg/1 000 mg 196 (2 x 98) Tabaetku (rpyrnoBa OmakoBKa)

13. TAPTHIAEH HOMEP

[Taptuaen Ne

| 14. HAYMH HA OTIIYCKAHE

‘ 15. YKA3AHMA 3A YIIOTPEBA

‘ 16. HWH®OPMAIIAA HA BPAJIOBA A3BBYKA

xigduo 5 mg/1000 mg

‘ 17. YHUKAJIEH HAEHTU®UKATOP — IBYU3MEPEH BAPKO/|

‘ 18. YHUKAJIEH WAEHTU®UKATOP — JAHHMU 3A YETEHE OT XOPA
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MHUHMMYM JAHHU, KOUTO TPABBA JJA CbABPXAT BJINCTEPUTE NJIN
JIEHTUTE

BJIUCTEPU (IIEP®@OPUPAHMN)

| 1. NME HA JIEKAPCTBEHUSA NPOAYKT

Xigduo 5 mg/850 mg TtabneTku
nanarmudrosua/Metrdopmuros HCI

| 2. HUME HA TPUTEKATEJIA HA PASPEIIEHUETO 3A YIIOTPEBA

AstraZeneca AB

| 3. JATA HA I3TUYAHE HA CPOKA HA TOAHOCT

EXP

| 4. TAPTMJIEH HOMEP

Lot

5.  JPYIO
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MHUHMMYM JAHHU, KOUTO TPABBA JJA CbABPXAT BJINCTEPUTE NJIN
JIEHTUTE

BJIUCTEPU (HEHIEP®OPUPAHMN)

| 1. NME HA JIEKAPCTBEHUSA NPOAYKT

Xigduo 5 mg/850 mg TtabneTku
nanarmudrosua/Metrdopmuros HCI

| 2. HUME HA TPUTEKATEJIA HA PASPEIIEHHUETO 3A YIIOTPEBA

AstraZeneca AB

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

EXP

| 4. TAPTMJIEH HOMEP

Lot

5.  JPYIO

Bbmuctep ot 10 Tabmerku: {CUMBOJI CIIbHIIE/TYHA }
baucrep ot 14 TabneTku: mH BT ¢p 4T 0T ¢O HA.
{CumBon CabHIIE/TyHA }
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MHUHMMYM JAHHU, KOUTO TPABBA JJA CbABPXAT BJINCTEPUTE NJIN
JIEHTUTE

BJIUCTEPU (IIEP®@OPUPAHMN)

| 1. NME HA JIEKAPCTBEHUSA NPOAYKT

Xigduo 5 mg/1 000 mg TabmeTKu
nanarmudrosua/Metrdopmuros HCI

| 2. HUME HA TPUTEKATEJIA HA PASPEHIEHUETO 3A YIIOTPEBA

AstraZeneca AB

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

EXP

| 4. TAPTMJIEH HOMEP

Lot

5.  JPYIO
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MHUHMMYM JAHHU, KOUTO TPABBA JJA CbABPXAT BJINCTEPUTE NJIN
JIEHTUTE

BJIUCTEPU (HEHIEP®OPUPAHMN)

| 1. NME HA JIEKAPCTBEHUSA NPOAYKT

Xigduo 5 mg/1 000 mg TabmeTKu
nanarmudrosua/Metrdopmuros HCI

| 2. HUME HA TPUTEKATEJIA HA PASPEIIEHUETO 3A YIIOTPEBA

AstraZeneca AB

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

EXP

| 4. TAPTMJIEH HOMEP

Lot

5.  JPYIO

Bbmuctep ot 10 Tabmerku: {CUMBOJI CIIbHIIE/TYHA }
biuctep ot 14 TabyieTKU: ITH BT CP YT IT €O HJ
{CumBoI cabHIE/TyHa }
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b. IUCTOBKA
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JIncroBKa: l/IH(l)OpMalII/lﬂ 3a ManueHTa

Xigduo 5 mg/850 mg ¢puamMupanu TadaeTKu
Xigduo 5 mg/1 000 mg ¢puamMupanu TadaeTKH
nanari@Iro3nH/MeTPOPMUHOB XHIAPOXITOPHT
(dapagliflozin/metformin hydrochloride)

IIpoyeTeTe BHMMATEIHO USLJIATA JIMCTOBKA, NPeIH 12 3all0YHETe 12 pUeMaTe TOBA JIEKAPCTBO,

TBHH KaTo TS ChABbP:Ka BaxHa 3a Bac nndgopmanus.

- 3amazere Ta3u IUCTOBKA. MoOJKe /1a ce HaJIOXKH J1a 51 POYETETe OTHOBO.

- AKO UMate HIKaKBH JOMBIHUTEIHHA BBIIPOCH, ITonuTaiiTe Bamus ekap, GpapmaneBT nin
MEAMIHMHCKA CecTpa.

- ToBa nekapcTBO € npeanucaHo JuyHo Ha Bac. He ro npeorcThnBaiite Ha npyru xopa. To Mmoxe
Jla IM HaBpeIy, HE3aBHUCHMO Y€ TPU3HALMTE Ha TAXHOTO 3a00JsBaHe ca ChIuTe KaTo Bammre.

- AKO TOTy4YuTE HIKAKBU HEXKEJIAaHU JICKAPCTBEHU PeaKIlny, yBegoMeTe Bamms nekap nin
(bapMaHCBT. ToBa Bk/II0YBa M BCUYKH BB3MOKHH HEXKEJIaHU pCaKkiumr, HECONMMCAHU B Ta3U
TUCTOBKA. BrkTe Touka 4.

Kakso CbABbpPiKa Ta3u JIMCTOBKA

Kakso mpencrasmsaBa Xigduo u 3a KakBO ce U3IONI3BA
Kakgo TpsiOBa 1a 3Haere, npeau Aa npuemere Xigduo

Kak na npuemare Xigduo

BB3MOKHN HEXENTaHN PEaKIuH

Kak na cpxpanssate Xigduo

ChabpkaHue Ha ONIAKOBKATa W JOMBIHUTEIHA HHPOPMALIUS

Uk wd P

1. KakBo npeacraBiasia Xigduo u 3a KakBo ce U3M0JI3Ba

ToBa JiekapCcTBO ChIBPIKa /IBE Pa3IMYHM BEIIECTBA, HApeUeHU Aanariaudao3ud u mergopmus. U
JIBETE NIPUHAICKAT KbM IpyIiaTa JeKapcTBa, HApEeUeHH ,,lIEpOpaTHU aHTHIMabeTHH JiekapcTBa”. ToBa
ca JIeKapcTBa, KOUTO Ce IpHeMar npe3 ycrara 3a JieueHue Ha Juader.

Xigduo ce u3mon3Ba 3a Tum quabeT, HapeueH "3axapeH auabdeT Tum 2" Ipu B3paCTHH MalMeHTH (Ha
BB3pacT Ha ¥ HaJl 18 rouHu) 1 OOMKHOBEHO C€ MOSIBSIBA, KOraToO CTE MO-Bh3PaCcTHU. AKO UMATe
nmuaber Tum 2, BammsaT nankpeac He IPOU3BEX/IA TOCTATHYHO HHCYIIMH WU TsUI0TO Bu He € B
CBHCTOSTHUE J1a U3I0I3Ba MHCYIIMHA, KOWTO MPOMU3BEX /A MPABIITHO. TOBa BOM JI0 TTO-BUCOKO HUBO Ha
3axap (TJIF0K03a) B KPBBTA.

. Janarnudiio3un eicTBa KaTo npeMaxBa U3JIHIIHATA 3axXap OT TsI0To Bu upe3 ypuHata u
HaMaJIsiBa KOJIMYECTBOTO HA 3aXapTa B KpbBTa. MoKe ChIIO Ja IOMOTHE 3a MPe0TBpaTsIBaHe Ha
CBhpAEYHO 3a00JsIBaHE.

o MertdhopMuH elicTBa OCHOBHO KaTO MOTHUCKA MPOU3BOJICTBOTO HA TIIFOKO3a B YepHUS JIPO0.

3a neuenue Ha quadeT:

. ToBa jekapcTBO ce mpreMa B KOMOUHAIMS ¢ AreTa U (pU3MUecKa ak THBHOCT.

o ToBa jexapcTBO ce U3IM0JI3Ba TOTaBa, KOraTo ANa0eThT HE MOXKE Ja C€ KOHTPOJIHpPa C ITOMOIITa
Ha JIPYTH JIeKapcTBa 3a JuaderT.

. Bamusar nexkap moxxe na Bu kaxe ga npueMate TOBa JIEKAPCTBO CAMOCTOSTEIHO WM J1a TO

HpueMare 3aeHO ¢ IpyTH JeKapcTBa 3a JieueHne Ha quadet. ToBa Moxe J1a € Ipyro JIeKapCcTBo,
MPUEMAaHO Mpe3 ycTaTa W/UIU JIEKapCTBO, KOETO Ce MpUIIara KaTo WHKEKIHs, KaTo HHCYJIHH WIN
rimokaron-noooeH nentua 1 (GLP-1) peuentopen aronuct (momara Ha Tsu10To By 1a yBennyn
MPOM3BOACTBOTO HA MHCYJIMH, KOTaTo KpbBHATa Bu 3axap e Bucoka).

o Ako Beye nmpuemare ganarii@io3uH 1 MeTQOPMHUH KaTo OTAETHU TaOJIeTKH, BammsT nexap
MOJKE J1a TIOHCKa J]a IPEeMUHETEe KbM TOBA JIEKapCTBO. 3a Aa u30erHeTe Mmpeao3upane, He
NpoIbDKaBaiTe 1a B3eMarte nanariandio3ud u MetopMuH TabieTku ako npremare Xigduo.
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BaxxHo € 1a mpoxbInkuTe J1a cieBaTe ChbBETUTE OTHOCHO JMETaTa M (U3NUEcKaTa akTHBHOCT, 1a/ICHU
Bwu ot Bamms nekap, GpapMareBT uim MEIUIIMHCKATa CeCTpa.

2. Kakso Tps6Ba 1a 3HaeTe, npeau Aa npuemere Xigduo

He npuemaiite Xigduo

° aKO CTC QJICPTUYHM KbM Aanarindio3uH, METQOPMUH WIH KbM HSIKOS OT OCTAHAJIUTE ChCTABKU

Ha TOBA JIEKAPCTBO (M30pOEHH B TOUKA 6);

aKo HSIKOra CTE UMaid JuabeTHa KOMa,

° aKO MMaTe HeKOHTPOJIMPAaH MUadeT, HapUMep C TeXKa XUIIEpriIuKeMus (BUCOKa KpbhBHA 3aXap),
rajieHe, MoBpbhIIaHe, Anapus, Obp3a 3ary0a Ha TEryo, JIAKTaTHa anuao3a (BXK. ,,Puck ot
JIaKTaTHA anuI03a“ mo-10y) Wik Ketoalruno3a. Keroamnumosa € chCTOSHUE, ITPH KOETO
BEIICCTBA, HAPCUCHH ,,KETOHHH TeJla“, Ce HATPYIMBAT B KPhBTA U TOBA MOKE J1a JOBEC 110
nuaberHa mpekoma. CHMIITOMHTE BKJTFOYBAT OOJIKM B CTOMAaxa, Y4€CTEHO U TBIOOKO JHINIaHE,
CHHJIMBOCT WU HEOOMYAcH IJI0I0OB apoMar Ha abxa Bu.

o aKo MMaTe CHIIHO HaMasieHa Ob0pevHa (yHKITHS;

o aKo MMaTe TeXKa HHDEKIHS,

o aKo CTe 3aryOmiIM MHOTO BOJIA OT TSUIOTO CH (JeXHIpaTalys), Halp. IbIroelicTBaa mwin
TCXKKa auapus, U ako CTC MMOBbPHAIN HAKOJIKO IMOCJICAOBATCIIHNA IIBTHU,

. aKO HaCKOPO CTE¢ UMaJIH ChpJicueH MH(APKT WIKM UMaTe ChpJeuHa HEIOCTAThUYHOCT, CCPUO3HH
npoOJieMH ¢ KpbBOOOPAIICHUETO WK 3aTPyXHEHUS IPU THUIIAHE;

o aKo MMate IpoOJIeMH ¢ YepHUS IPO0;

o aKO KOHCYMHpATE OJIEMH KOJIMYECTBA AJIKOXOJI, BCEKH JICH HJIM CaMO OT BpeMe Ha BpeMe (Mo,

BIDKTE Touka “Xigduo ¢ ankoxoir™).
He npuemaiite ToBa 1€KapCcTBO, aKO HAKOE OT FOPEOMUCAHUTE ce OTHAcs A0 Bac.

IpenynpeskaeHus U NpeAnasHu MePKHU

Puck oT JaKkTaTHA anmi03a

Xigduo mMose 12 IPHYMHA MHOTO PsIIKa, HO MHOTO CEpPHO3HA HEKeJIaHa PeaKIlnsl, HapedyeHa JTakTaTHa
aru103a, 0co0eHo ako ObOperure Bu He GyHKIIMOHUpAT NMPaBUIIHO. PUCKBT OT pa3BUTHE HA JIaKTaTHA
aIu103a ce yBeIrJyaBa Ipyu HEKOHTPOJIMPaH 1UadeT, TeKKH HHPEKIIUH, POBJKUTEIHO TJaJyBaHe
WM TIPUEM Ha alTKOXOJI, AeXuaparanus (BX. I0-I0Iy JOIMbIHUTETHA HH)OpMAIIUs ), Y4epHOIPOOHH
MPOOJIEMH ¥ BCSIKAKBU CHCTOSIHHS, TIPU KOUTO YacT OT TsUIOTO MMa HaMaJICHO CHAOISIBaHE C KUCIOPO.T
(KaTo OCTPO MPOTHYAIIA TEKKA OOJIECT Ha CHPIIETO).

AKo HSIKOE OT ropen30poeHNTE ce OTHACA 3a Bac, roBopere ¢ Bamms jekap 3a JOBITHUTEITHU
YKa3aHUs.

Cnpere npuema Ha Xigduo 3a KpaTbK NEePHO OT BpeMe, aK0 UMaTe 3200JisiBaHe, KOETO MOKe 12
0b/1e CBBP3aHo ¢ AexuapaTanus (3HaYUTeTHa 3ary0a Ha TeJIeCHHU TeYHOCTH), KaTO TeXKKO
IMMOBPBIIAHE, JUapus, TPECKa, U3JIaraHe Ha TOIIJIMHA WJIN aKO IMUETE MMO-MaJIKO TCHHOCTHU OT
HopMmasHoTo. ['oBopeTte ¢ Baiug nekap 3a JOMBbJIHUTEIIHU YKa3aHUSI.

Cupere mpuemMa Ha Xigduo u He3a0aBHO ce CBBPIKeTE ¢ JIeKap WU ¢ Hali-0JM3KaTa GoTHULA,
aK0 MMaTe HAKOU OT CHMIITOMUTE HA JIAKTATHA allM/103a, Thii KATO TOBA CHCTOSTHUE MOXKE Ja
JIOBEZIE 10 KOMa.
CuMNOTOMHUTE HA JIAKTAaTHA allM103a BKIIOYBAT:

- TIOBPBIIAHE;

- Oonkm B cToMaxa (KopemHa 601Ka);

- MYCKYJIHH CIIa3Mu;

- 0010 ycemaHe 3a Hepa3IoJIIOKEHUE, IPUIPYKEHO C TEXKKA YMOPa;

- 3aTpyAHEHO JUINaHE;

- TOHIDKEHA TEJeCHA TeMIepaTypa U MmyJic.

JlakTaTHaTa aluI03a € ChCTOSHUE, M3UCKBAIIO CIICIIHA MEIUIIMHCKA TIOMOII, ¥ TPsiOBa Ja ce JIeKyBa B
OoJHHIIA.
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I'oBopete ¢ Bamus jexap He3a0aBHO 32 IOMbJIHUTETHH YKA3aAHMSA:

aKo € YCTaHOBEHO, Y€ CTpaJiaTe OT HACJICCTBEHO TeHETHYHO 3a00IIsIBaHe, TIOBIHSBAIIO
MUTOXOHJPUUTE (KOMIIOHEHTUTE, KOUTO TPOU3BEKIAT CHEPTUS B KJICTKUTE), KATO CHHIPOM Ha
MUTOXOHJIpUATHA SHIe(alloNaTus C JJaKTaTHA anua03a U uHeyronoaoonu enusonu (MEJIAC
CHH/IPOM) WJIM HACIIEACTBEH AWaleT u TiTyxoTa o MaitunHa nmuHus (Maternal inherited diabetes
and deafness, MIDD).

aKo MMaTe HIKOW OT TEe3W CUMITOMH CJIE]] 3aII0YBaHe Ha JICUeHHE ¢ MET(HOPMUH: IPUTIA/IBK,
HaMAaJICHHU TI03HABATEIHA CIIOCOOHOCTH, 3aTPYAHCHHU JIBUKCHHUSI HA TSAIOTO, CHMIITOMH,
MOKA3aTeNHU 32 YBPEKIaHe Ha HepBUTE (Hamp. OOJIKa MM U3TPHIIBAHE), MUTPEHA U TITyXOTa.

I'oBoperte ¢ Bamus Jiekap, ¢papManeBT Win MeIUIUHCKA cecTpa, mpeau aa mpuemete Xigduo,
KAaKTO U 110 BpeMe Ha JIeYeHHe:

ako umare ,,iuabet Tul 1” — TUITBT, KONTO OOMKHOBEHO ce pa3BUBa B MiIaia Bb3PacT, U MPH
KOWTO opraHu3MbT Bu He nponsBesxia nHcymH. Xigduo He TpsiOBa 1a ce U3IoJi3Ba 3a JIeUeHHE
Ha TOBA CHCTOSIHUE.

npu Obp3a 3aryda Ha TerJjo, raJicHe WK MOBPbhINaHe, CTOMAaITHa 00JKa, IPEeKOMEpPHa JKaXaa,
YYECTEHO U IBJIOOKO JHINAHE, MPOsSBU Ha 00BPKAHOCT, HeoOWYaliHa CHHIMBOCT WM YMOPa, IbX
ChC CJIaIKa MUPU3Ma, CIIaJbK WIM METAJICH BKYC B yCTaTa, WIM IPOMEHEHa MUPU3Ma Ha
ypHHATa WU TI0TTa, CBBpPXKETE ce He3a0aBHO ¢ JieKap WK Hai-Onm3kaTa 6omHuma. Te3n
CUMIITOMH MOXE JIa ca MPU3HAK Ha ,,Jua0eTHa KeToau103a“ — paKo, HO CEPHO3HO, MOHIKOTa
JKMBOTO3aCTPAILABAILO YCIOXKHEHUE, KOETO MOKE J]a C€ pa3BHUe MIPU Xopa ¢ AUA0eT mopaau
MOBHUIIIEHA KOHIIEHTPALUs Ha ,,KETOHHH TeNa“ B ypUHATa WU KPbBTA, KOETO CE€ YCTAHOBSIBA IIPH
nabopaTtopHu U3cieaBaHus. PUCKBT 3a pa3BUTHE Ha 1HabeTHa KETOaIH103a MOXKe Ja ce
MOBHUIIIN TPU MPOIBIKUTEIHO TIayBaHe, 370yrnoTpeda ¢ allkoXo, JeXHIpaTalys, BHE3aITHO
HaMaJsIBaHE Ha J03aTa Ha MHCYJIMHA WM MOBUIIEHA HYKIa OT HHCYJIUH BCJIEACTBUE HA TOJIsIMa
oTiepalus Uik CEpPUO3HO 3a00sIBaHE.

aKo mMare pobuemu ¢ 6p0penuTe. BamusaT nekap mie nposepu 0b0peunata Bu GpyHkmus.

aKO MMaTe MHOTO BUCOKH HHBA Ha KPbBHA 3aXap, KOETO MOKE Jja IOBEAE 10 00E3BOIHSABAHE
(3ary0a Ha TBBPJIC MHOTO TEYHOCTH). Bh3MOXXHUTE MPU3HAIM Ha 00E3BOHIBAHE Ca H30POCHU B
Touka 4. AKO UMaTe HAKOW OT Te3M NpU3HALM, yBeaoMmeTe Bamus nekap, npeau na 3arnoyHere
Jia IpreMaTe TOBa JISKapCTBO.

aKo IpHueMare JIEKapcTBa 3a OHW)KaBaHEe HAa KPbBHOTO HaJsIraHe (aHTUXUIIEPTEH3UBHU
JIeKapCTBa) WM aKO CTE UMalld HUCKO KPBBHO HansTane (xurnotonwus). [ToBeye nHpopmarus e
npeocTaBeHa mo-1ouy noy ,,JApyru nekapcta u Xigduo™.

aKo 4ecTo pa3BuBaTe MHOEKIMH Ha MUKOYHHUTE IBTHINA. TOBa JIEKapCTBO MOXKeE J1a TIPeIN3BHKA
MH(EKIMY Ha MTUKOYHUTE IbTUIIA U Bamusr ekap Moxe 1a noucka na Bu nabmronasa mo-
BHUMATEJIHO. BammsT nekap Moke Jia peliy BpeMEeHHO Jia IPOMEHH JieueHneto Bu, ako
pa3BUETE CepUO3HA HHPEKIIHUS.

Axo Bu ce Hanara 1a nmpeTbpIiuTe cepro3Ha onepanys, TpsOoBa 3abKUTENHO JIa CIIpeTe NMpreMa Ha
Xigduo o Bpeme Ha 1 M3BECTHO BpeMe Clie]l polieaypara. BammsT jnekap e pemm kora TpsioBa na
CIIpeTe M Kora Jia Bb30OHOBHTE Jedenuero ¢ Xigduo.

BaxHo e 1a npoBepsiBaTe X011JIaTa CH PEIOBHO U Jla CIIa3BaTe BCEKU ChbBET OTHOCHO I'PUIKUTE 32
XoauiaTta, JajcH OoT Bamms MeIUIIMHCKH CITCIIHAINCT.

AKo HsKOE OT N30pOCHUTE Baku 3a Bac (Miu He cTe cUTypHU), TOBOPETE C JIeKaps, papMalieBTa uin
MEIUILMHCKATa CU CECTPa, IPEIX Ja 3alI0YHETE 1a IPUEMaTe TOBA JIEKAPCTBO.

HezabaBHo roBopete ¢ Bammms JeKap, ako pa3BUeTe KOMOWHAIIAS OT CUMIITOMH Ha 0OJIKa,
YYBCTBHUTEITHOCT, 3aU€PBSIBAHE MM MTOIyBaHE HA TEHUTATMUTE UIIH 00JIaCTTa MEX/y TCHUTAITHHUTE U
aHyca C TMIOBHUIIIEHA TeMIIepaTypa Wik 4yBCTBO Ha 000 Hepa3moiokeHne. Te3n CHMITOMHU Morar Ja
ObJIaT PU3HAK 32 PsJIKA, HO CEPHO3HA WM JIOPH KUBOTO3aCTpaliaBaiia HHOEKIUs, HapedeHa
HeKkpoTu3upail (aciunT Ha IEpHHEYMa WK ranTpeHa Ha OypHue, KOSITO pa3pyliaBa ThKaHTa MO
koxara. ['anrpenara Ha @ypHue TpsOBa He3a0aBHO Ja ce JISKyBa.
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bnopeuna ¢pynknus

ITo Bpeme Ha neuyenuero ¢ Xigduo, Bamusr nekap me nposepsiBa 0b0peunara Bu ¢pynkuus noxe
BEJHBK TOIUIIHO WM MI0-4ECTO, aKO CTE B CTApUECcKa Bb3pacT W/HIH aKO UMaTe BIolleHa ObOpedHa
GyHKIHSL.

I'i1iroko3a B ypunara
ITopann HaumHa, O KOKTO JEWCTBA TOBA JIEKAPCTBO, TP JTA0OPATOPHH MU3CTIeIBaHUs Ha ypuHaTa Bu
LIE CE OTYMTA MOJOKUTENICH PE3YIITAT 3a [NIF0K03a, JOKATO IPUEMATe TOBA JIEKapCTBO.

Jena v roHOIIN
Toga slekapcTBO HE Ce MPeropbUBa MPH JIela U IOHOIIH oA 18-roauIHa BB3pacT, MOHEXKE HE €
IMPOY4YBAHO IMIPHU TE3U MAIUCHTH.

JApyru aexapcrBa u Xigduo

Axo Tpsa6Ba 1a Bu 0b1e mocTaBeHa WHXEKIHSI ¢ KOHTPACTHO CPEICTBO, ChABPIKAIIO HO, B
KPBBOOOPBILIEHUETO, HATTPUMEP B KOHTEKCTA Ha PEHTTCH WIIM CKEHEP, TPAOBa Jia CIpeTe mprueMa Ha
Xigduo npeau win Mo BpeMe Ha MHXKEKIHATA. BalusT jgekap 1ie peiy Kora TpsoBa aa crpere U Kora
Jia Bb300HOBHTE JeueHneTo ¢ Xigduo.

Nudpopmupaiite Bamust iekap, ako mpruemMare, HACKOpPO CTe IPUEMAITH UITH € Bh3MOXHO Jia IpHeMare

JpyTH JekapcTBa. Moe [1a ce HAJIOXKH TI0-4eCTO JIa Ce M3CIIe/IBa IIIF0K03aTa B KPbBTA U

GyHKIIMOHMpaHeTO Ha ObOpenuTe uiu Bamust nexkap Moxe Ja kopurupa go3ara Xigduo.

VB3KITIOUNTETHO BaXKHO € J1a CIOMEHETE CISAHOTO:

. aKo Tpuemare JeKapcTBa, KOUTO yBeIUYaBaT OTAEISHETO HAa ypUHa (IUYpPETHULIN).

. aKo MmpueMare Ipyru JeKapcTBa, KOUTO MOHMKABAT KPhBHATA 3aXap, KATO HAPUMEP HHCYIIHH
WK CyI(hOHIITYPEIHO JIeKapCTBO. Bammsr iekap MoXke /1a PEIin Jia HaMallH J03aTa Ha Te3H
JIeKapcTBa, 3a J1a He ce MOHWKH TBBPJIe MHOTO KpbBHaTa Bu 3axap (1a passuere

XUTIOTTTUKEMHSI ).

. aKo mpremMare JUTHii, Thit kaTo Xigduo MoXke J1a MOHMKHM KOJIMUECTBOTO Ha JINTHH B KpbBTa Bu.

o aKo TpuemMare HUMETH]INH, JIEKapCTBO, U3MOI3BAHO 32 JICYEHHE Ha CTOMAIIIHU TPOOIeMH;

. aKo u3MoJj3Bare OpoHxouIaTaTopu (0eTa-2 aroHUCTH), KOUTO C€ IpUiaraT 3a JeueHue Ha
acTMa.

o aKo M3II0JI3BaTe KOPTUKOCTEPOHIH, (IpUIIaraHy 3a JCYCHUE Ha Bh3MaICHHE PH 3200 IsIBAHUSI
KaTo acTMa M apTPUT), KOUTO Ce TpHiIaraT npe3 yCTaTa, HHKEKIHOHHO WM Ce HHXaIupar.

. JIeKapcTBa, U3MOJI3BaHHU 3a JeueHune Ha 6oska u Bp3nanenue (HCIIBC u COX-2 uaxuburopw,
KaTo UOyNnpodeH U HeJIeKOKCHO).

. aKo M3I0JI3BaTe OIPE/IENIeHH JIEKapCTBa 3a JIeYeHHe Ha BUCOKO KpbBHO HansaraHe (ACE

WHXUOUTOPH W aHTHOTeH3UH || penenTopHr aHTarOHUCTH).

Xigduo ¢ ankoxoJ
W30srBaiite mpekoMepHaTa ynoTpeba Ha alKkoxou 1o Bpeme Ha npuema Ha Xigduo, Twit kaTo ToBa
MOJKe /12 YBEJIMYH PHCKA OT JIaKTaTHa aiuao3a (BxK. ,,[Ipenynpex/ieHust U nperna3Hu MEpKu®).

BpemeHHOCT M KbpMeHe

AKo cTe OpeMeHHa MM KbPMHUTE, CMSTATE, Y€ € Bb3MOXKHO Ja CTe OpeMeHHa WX IIaHupate J1a
3abpeMeHeeTe, 00BbpHETE ce KbM CBOS JIeKap WK (apMareBT 3a ChbBET OTHOCHO NPHUEMa Ha TOBA
JeKkapcTBO. AKO 3a0peMeHeeTe, TpsOBa /1a CIpeTe MpreMa Ha TOBa JIEKapCTBO, TOHEKE MIPUEMBT My
npe3 BTOPHA U TPETUS TPUMECTHP Ha OpeMeHHOCTTa (MIOCIETHHUTE IIECT Mecela) He ce MPenopbyBa.
O6cbaeTe ¢ ekaps cu Hail-moOpHsl HAYMH 3a TIMKEMUYeH KOHTPOJI M0 BpeMe Ha OpEMEHHOCT.

Axo uckare JAa KbpMHUTC WIHW KbPMHUTC, TOBOPCTE C JICKAps CU, IPCAX [1a 3alIOYHCTE 1a IPUEMATC TOBA
JICKApCTBO. He u3non3Batite ToBa JICKApCTBO, aKO KbPMHUTC. MCT(I)OpMI/IH Mpe€MHrHaBa B KbpMaTa B

Majku KoaudecTtBa. He e n3BecTHO ganm nanariaudaIo3uH IpeMHHABA B KbpMaTa.

Ilopupane u padora ¢ MAalIMHK
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ToBa jieKapcTBO HE MOBIIMABA WM TOBJIKSIBA MPEHEOPESIKUMO CITOCOOHOCTTA 3a 1o upaHe U padoTa ¢
MaruHy. [IpueMbT Ha TOBA JIEKApCTBO ¢ APYTH JIEKapCTBa, KOUTO MOHMKABAT KphBHAaTa Bu 3axap,
KaTO MHCYJIMH W “CyNI(QOHMIypeHHO” JEKapCTBO, MOXKE J1a TPUYMHH ITPEKOMEPHO TIOHW)KaBaHE Ha
HUBaTa Ha KPbBHATA 3aXap (XUMOTJIMKEMHs ), KOSTO Jia MPEIN3BUKA PA3BUTHE HA CUMIITOMH KaTO
OTIATHANOCT, CBETOBLPTEXK, MIOBUILICHO MIOTCHE, YCKOPEH ChPJICUYCH PUTHM, MPOMSIHA B 3PEHUETO WIIH
3aTpyIHEHa KOHIIEHTPAIUs, U MOXKe J1a 3aceTHe criocoOHocTTa By na modupare u 1a pabotute ¢
Mmarmad. He modupaiite u He paboTere ¢ MHCTPYMEHTH WIIM MAIllMHU, aKO TIOYYBCTBATE TE3U
CHUMIITOMH.

Chabp:xanue Ha HATPUH
Toga nekapcTBO chabpika mo-majiako ot 1 mmol (23 mg) Harpuit Ha 103a, T.€. MPAaKTHYECKU HE
ChIbpKa HATPUH.

3. Kax n1a npuemare Xigduo

Bunaru npuemaiite ToBa JIeKapcTBO TOYHO KakTo Bu e ka3an Bammsr nexap. AKo He CTe CUTYPHH B
HeIlo, monutaite Bamms nekap unm dapMaresT.

Konako n1a npuemare

. Konmn4ecTBOTO OT TOBa JIEKapCTBO, KOETO IIie TpHeMaTe, Bapupa B 3aBHCUMOCT OT Barreto
CBhCTOSIHUE U J03UTE Ha MET(OPMUH H/WIH OTACTHUTE TaOJIeTKY Janariudio3u u
MeT(HOPMHUH, KOUTO B3eMaTe B MOMEHTA. BamusIt iekap 1ie BU Kake TOYHO KO BUJI TaOIeTKH
OT TOBA JICKapPCTBO J1a U3I0JI3BaTe.

. [MpenopbunTenHaTa 1032 ¢ ¢Ha Ta0JIETKa JIBa TbTH JHEBHO.

Kak na npuemarte ToBa J1eKapcTBO

° ITormeiaiTe TabIETKUTE IIETH, C TIOJOBHH Yallia BOJA.

. [Mpuemaiite TabneTkara cu ¢ XxpaHa. ToBa Iie HaMall prcKa OT HeXKellaHU ePeKTH B CTOMAaxa.

. [Tpuemaiite TabneTkara cu JBa IbTH THEBHO, BEAHBXK CYTPUH (Ha 3aKyCKa) U BETHBXK Bedep (¢
BEUEPSTA).

BammsT nexkap moxxe 1a Bu ripenmuiie Toa JeKkapcTBO 3a€IHO C APYTH JIEKAPCTBA 32 MOHIKaBaHEe Ha
KpbBHaTa 3axap. ToBa MOXe J1a ca KakToO JIEKapCTBa, KOUTO Ce€ IPUeMaT Ipe3 ycTara, Taka u
JIEKapCTBa, KOUTO C€ MpUIaraT HHKEKITMOHHO, KaTO MHCYJIMH WU TIIOKaroH-moaooex mentus 1
(GLP-1) penentopen aronuct. He 3a0passtiiTe a mpriemare U IpyruTe JeKapcTBa, KOUTO ca Bu
npennucanu oT Bamms nekap. ToBa 1ie crioMOrHe 3a MOCTUTaHe Ha Hal-100puTe 3a 3/1paBeTo Bu
pe3ynTaTH.

JAuera u puznyecka aKTUBHOCT

3a ga KoHTponupare nuadeTa cH, TpsAOBa Ja MPOIBJDKUTE J1a clla3BaTe JUeTa U Aa cTe GU3NIECKU
aKTUBHH, JIOPH U Ja IIpUeMaTe TOBa JIEKapCTBO. 3aTOBA € BaXKHO J1a IPOABIDKUTE /1a Clla3BaTe
chBeTUTE Ha Bamms siekap, ¢papMalieBT WM MEJMIIMHCKA CECTpa OTHOCHO AueTara u (huznveckara Bu
akTuBHOCT. Oco0eHo, aKko cra3BaTe JUeTa 3a KOHTPOJ Ha TEJIECHOTO Tero Mpu AuadeT, TpsoOBa na
IPOABJDKUTE J1a 51 CIIa3BaTe U JOKATO IIpUeMaTte ToBa JEKapcTBo.

AKO cTe pHeJn MoBedYe 0T HeodOxoauMara n03a Xigduo

AKo cTe mpueny noseve ot HeodxoauMaTta fo03a Xigduo, MOXKe J1a IOJIyYUTe JIaKTaTHA alu03a.
CHMIITOMHATE HA JaKTaTHA anua03a BKIOYBAT rai€He Wik CUJIIHO IIpHUjioniaBaHe, IIOBPBIIAHE,
cTomalrHa 0osKa, MyCKyJTHH CIIa3MH, CHJIHA OTHAIHAIOCT WIIH 3aTPpyAHEHO nuiaHe. Ako ToBa Bu ce
ciry4du, Moke 11a Bu ce Hanoxxu He3abaBHO JieueHHEe B OOJTHMIIA, Thi KaTO JIAKTaTHATA alli103a MOXKE
na goBene 10 koma. Cripere mpueMa Ha TOBa JISKApCTBO He3a0aBHO U BEIHAra ce CBBbPIKETE C JIeKap
WK Hali-Onm3Kara OoyHUIA (BHXKTE TOUKA 2). B3eMere onakoBkara Ha JIEKapCTBOTO ChC cede CH.

AKo0 cTe mponycHaJ u 1a npueMeTe Xigduo
AKO CTe TpOoITyCHAJIH /1033, B3EMETE 51 BeIHara OM CH CIIOMHHTE. AKO HE CH CITOMHHUTE JIOKaTO He
cTaHe BpeMe 3a BamaTa criengaiia 103a, MpoIyCHETE MPOMyCHATaTa 103a U C€ BbPHETE KbM
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penoBHara Bu cxema. He B3emaiiTe ABOIHA 71032 OT TOBa JIEKAPCTBO, 3a Jla KOMIIEHCHUPATE
MpOITyCHATaTa J03a.

AKo cTe cripeju npueMa Ha Xigduo
He crimpatiTe nprema Ha ToBa JIeKapCcTBO, O€3 MpeIr TOBA JIa TOBOPHTE ¢ JeKkaps cu. be3 Toa
JIeKapcTBO, KpbBHATa By 3axap Moke Ja ce TIOBHIIIH.

AKO UMare HIKaKBH JIOMBIHUTETHA BBIIPOCH, CBBP3aHHU C YIIOTpebaTa Ha TOBa JIEKAPCTBO, IIOMUTANTE
Bamms nekap, papmareBT Wiiu MEJUIIMHCKA CECTpa.

4, Bb3MokHY HeKeJTaHU peakiun

KakTo Bcuuku JICKapCTBa, TOBA JICKAPCTBO MOXKE J1a NPECAMN3BHKA HEKCIaHU PCaKIIUH, BBIIPEKU Y€ HC
BCCKH T'U IIOJIy4aBa.

CHPETe npueMa Ha XlgdUO M He32a0aBHO OTH/IeTe Ha JIEKap, aKko 3a0e1e;KuTe HAKOA OT CJIeTHUTE
CCPHO3HU WJIH NMOTCHUHAJHO CCPUO3HU HEKECJIAHU PEaKIUN:

o JlakTaTHa anma03a, KOATO ce HalJII01aBa MHOTO PSIIKO (MOYKe 1a 3acerse o 1 Ha

10 000 mymm).
Xigduo mMoske a oBeae 10 MHOTO psiika, HO MHOTO CEpHUO3HA HEeKellaHa peaKlus, HapedeHa
JaKTaTHA anuao3a (Bx. Touka 2 . Ilpenynpexxaenns u npeama3sH MepKu‘‘). AKO ToBa ce CIIy4H,
TpsI0Ba 3aIBJDKUTENHO /1A clpeTe npuemMa Ha Xigduo u He3a0aBHO J1a ce CBbpIKeTe C JIeKap WM ¢
Haii-0JiM3KkaTa 60JIHMIA, THhi KAaTO JAKTAaTHATA allU/103a MOXKeE Jla JOBEIe 10 KOMa.

CBbpikeTe ce ¢ JieKap WM Haii-01u3KkaTa 00JHUILA He32a0aBHO, aKO IOJIy4YHTe HAKOS OT
CJICIHUTE HesKeJIAHH PeaKIUn:

. JnadeTHa keroanmuao3a (peaxu, Mmoxe aa 3acerde 0 1 Ha 1 000 gyrm).
ToBa ca npu3HaIMTe Ha UabeTHa KeToaluo3a (BXK. ChIno Touka 2 ,, [IpenynpexaeHus u npeanasHu
MepKu®):

- MOBHIIICHN HHUBA HA ,,KETOHHU Tela“ B ypHHATA WX KpbhBTa By,

- 0bp3a 3aryda Ha Terio;,

- raJicHe WIn MOBPbINAHE;

- OO0JIKH B CTOMAxa;

- MpeKoOMepHa Kaxk/a,

- YYECTECHO U IBJIOOKO JHIIAHE;

- 00BPKAHOCT;

- HeoOHYaifHa ChHIMBOCT WM YMODA,

- JbX ChC CIaJIKa MUPH3MA, CJIaIbK MM METAJICH BKYC B YCTAaTa MM HeOOHUaiiHa MUpH3Ma
Ha ypuHaTa W MOTTA.
ToBa MOXe J1a ce CITyYd He3aBUCHMO OT HUBOTO Ha KphBHATA 3axap. Bamust jgekap Moxe Jia peru
BpPEMEHHO WJIM OKOHYATEIHO Ja crpe JeueHrero Bu ¢ Xigduo.

o HexpoTuzupam ¢pacuuut Ha nepuHeyMa WM ranrpeHa Ha OypHue, cepro3Ha HHPEKIHS Ha
TeHUTAIMUTE WK 00JacTTa MEXy TeHUTAINUTE U aHyca, HaOJIIoJaBa ce MHOTO PSAKO.

Cnpere npuema Ha Xigduo u Bb3M0KHO Hali-0bP30 0TH/IETE HA JieKap, aKo 3a0eJIe;KNTe HIKOSI
OT CJIE/ITHUTE CEPUO3HHU MJIM MOTEHI[HAIHO CEPUO3HH HEXKeJIaAH! PeaKium:

o HNHpexunu Ha NMKOYHUTE MHTHINA, KOUTO ce HaOmoaBar 4ecTo (MOoe J1a 3acersar 1o 1 Ha
10 nymm).

ToBa ca npu3HaIK Ha TeXKa MH(EKINsS Ha TUKOYHUTE MIBTUIIIA:
- HOBHIICHA TEMIIEpaTypa W/WIN BTPUCAHE;
- HapeHe Npy ypuHHUPAHE;
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- 0oJKa B KPBCTA.
Makap ToBa J1a He € 4ecTo, aKo 3a0eIeKNUTe KPbB B ypHHATA CH, He3a0aBHO yBEJOMETE JeKaps CH.

CBbpiKkeTe ce ¢ JieKap Bb3MOKHO HAW-0bP30, AKO NMOJTYUHTE HAKOS OT CJIETHUTE HeKeJAHU
peakuum:

o Hucku cToiiHOCTH HA KPbBHATA 3axap (XUNOIJIMKEMHUs), KAKBUTO c€ HAOI0AaBaT MHOTO
yecTo (MOXe Ja 3acerHe nmosede ot 1 Ha 10 xymm) — npu IpreM Ha TOBa JIEKapCTBO 3a€THO ChC
CyA(POHUITYpPEHHO MPOU3BOJHO MU IPYTH JIEKapCTBa, KOUTO NMOHMWKaBaT KpbBHATa Bu 3axap,
KaTO MHCYIINH.

ToBa ca mpu3HaIUTe HA TIOHIKaBaHE HA KphBHATA 3aXap:

- TpenepeHe, MoTeHe, CHTHA TPEBOKHOCT, YCKOPEHa Chp/IeYHa JeHHOCT;
- TJaj, TI1aBo00IIHEe, IPOMEHH B 3PEHHETO;
- MPOMSIHA B HACTPOEHHUETO T OOBbpPKBAHE.

Bammst nekap mie Bu kaxe kak Jja oBiajieeTe MOHIKaBaHETO Ha KpbBHATA 3aXap M KakBoO Ja MPaBUTe,

aKo MMaTe HAKOHM OT U30pOeHHUTE Mo-rope Npu3HaIy. AKO UMaTe CUMIITOMH Ha HHCKa KpbBHA 3axap,

KOHCYMHpaiiTe TabJIeTKH TIII0K03a, 3aKyCKa C BUCOKO ChIbpKaHHE Ha 3aXap WU IMANUTE TUIOIOB COK.

AKo e Bb3MOXHO, U3Mepere Baiiara kppBHa 3axap M O4rBanTe.

JIpyru HexeJIaHHM PeaklUu BKIIOYBAT:
MHoro 4yecTH

o rajieHe, IOBPBIIAHE;

o JUapysl WIK CTOMAalIHa O0JIKa,;

o 3ary0a Ha afeTur.

Yectn

o reHuTanHa nHQeKIus (MICYHHUIIA) Ha IEHUCA UK BIarajuuieTo (Mpu3HaIuTe MOXE 1a
BKJIFOYBAT JIpa3HEeHe, ChbpOek, HeoOnYaiiHa CEeKpeLHs HId MUPH3Ma);

o Oonka B rep0a;

o JUCKOM(OPT IIPH yPHHUPAHE, [10-9€CTO YPHHUPAHE OT OOMYaHOTO MM HY’Ka OT I0-9eCTO
YpUHHpaHE;

o NpOMSHA B KOHIIEHTPALMsTa Ha XO0JIECTEpoJIa MIIM MacTUTe B KpbBTa Bu (ycTaHoBsBa ce mpu
W3CIIeIBaHE HA KPHBTA);

o MOBHIIIaBaHe Ha Oposi Ha YepPBEHUTE KPBbBHU KJIETKH (YCTAHOBSIBA CE TIPU U3CJIe/[BAaHE Ha
KPBBTA);

o HOHIKaBaHe Ha OBOPEYHMS KIIMPHHC Ha KpeaTHHUHA (YCTAaHOBSBA CE TPH U3CJICIBaHE HA

KpBBTa) B HAYAJIOTO HA JICUCHUETO;

MIPOMEHH BHB BKYCa,

3aMaliBaHe,

00OpuB;

TIOHIKEHH MM HACKH HUBA Ha BUTaMuH B12 B KpbBTa (CHMIITOMUTE MOXKE J]a BKJIFOUBAT
peKoMepHa yMopa (M3TOIIEHNE), Bh3IAJIEH U 3aUepBeH e3uK (TJIOCHT), yCEelaHe 3a UTITHYKH
(mapecte3usi) uiau Oie/a WITH JKBJITEHUKaBa Koxka). BamusT nekap moxxe na Bu Ha3Hauun HAKOU
W3CIICIBAHUSA, UPe3 KOUTO Ja YCTAHOBU MPUYMNHATA 3a TE3W CUMIITOMH, 3aIIOTO HIKOH OT TSX
MoTar fia ObaT IPUIHHEHN OT JUA0ET WU Ja Ce ABJDKAT Ha IPYTH, HECBBP3aHHU C HETO
3/IpaBOCIIOBHU MIPOOIEMH.

Heuectu (Moxe na 3acernat mo 1 va 100 xymm)

J 3aryba Ha TBBpJ€ MHOTO TEYHOCTH OT Opranu3Ma (00e3BoIHsIBaHE, IPU3HALINTE MOXKE Ja
BKJIFOUBAT CHJIHA CYXOTa B yCTaTa WM JIEMHEHE Ha YCTaTa, OTJAENIHE Ha TBBPJIE MAJIKO WIN
JOPHM HUKAaKBa ypUHA WIHM YCKOpEHa Chp/ACYHA IEHHOCT);

KaxKIa,

3arexk;

HOII[HO CTaBaHe [0 MaJKa HyX/a;

CyXOTa B yCTaTa,

HaMaJIEHO TeTJIO;
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L IMMOBUIIABAHC Ha KPCAaTUHUHA (YCTaHOBﬂBa CC IIpu na6opaTopHH KPbBHU I/I3CJ'ICI[BaHI/I$I) B
Ha4yaJIoTO Ha JICUCHHUCTO,
L IMMOBUIIABAHC HA ypeiaTa (yCTaHOBﬂBa CC IIpu na6opaTopHI/1 KPpbBHU I/ISCJ'IGILBaHI/ISI).

MHoro peaxu

o OTKJIOHEHHS B pe3yJITaTUTE Ha (YHKIMOHATHUTE YEPHOAPOOHH TECTOBE, BB3IAJICHNE HA YEPHUS
JIpo0 (Xemarur);

o 3auepBsiBaHE Ha Koxarta (00pHB), CbPOSK MK ChPOSI] 0OpUB (KOTIPUBHA TPECKA);

o Bb3MajieHne Ha ObOpenure (TyOyIoMHTepCTUIIHANCH HEQPHT).

Cpo0ilaBaHe HA HeKeJIAHU PeaKIun

Axo IMOJIYYUTEC HAKAKBH HCXKCJIAaHU JICKAPCTBCHU PCAKIINU, YBCJOMETC Bamus JICKap, Q)apMaueBT N

MCIUIMHCKA CeCTpa. ToBa BKJII0YBa BCUYKH Bh3MOKHU HEOIIMCAaHU B Ta3U JIMCTOBKA HEXKEIIaHU

peakiun. MoKeTe ChIIo 1a ChOOIINTE HEXKEIIaHU PEaKIlii TUPEKTHO Ype3 HAIlMOHAIHATA CHCTEMa 3a
chro0mmaBane, mocodeHa B [Ipumoskenue V. Kato cro0mmaBare He)KeNaH! peakiny, MOXKeTe Ja JaieTe

CBOSI IPUHOC 3a M0JIyyaBaHEe Ha IoBe4e HH(POpMAIHs OTHOCHO 0€30I1aCHOCTTa Ha TOBA JIEKAPCTBO.

5. Kax na cexpansiBate Xigduo

[a ce cbxpaHsBa Ha MSICTO, HEJOCTHITHO 32 ACLA.

He u3non3BaiiTe TOBa JIGKAPCTBO CJIE]] CPOKa HA TOAHOCT, OTOEISI3aH BhPXY OMCTEpa WK
KapTOHEHaTa OMaKOBKa CbOTBETHO ciex ,,EXP” u ,,I'onen 10:”. CpokbT Ha TOAHOCT OTrOBaps Ha
IIOCJICTHUS JICH OT IOCOYCHUS Mecetl.

ToBa nekapcTBO HE U3UCKBA CHEMATIHU YCIOBUS HA ChbXPAHEHUE.

He u3xBbpisiiTe nekapcTBaTa B KaHAIM3ALMATA WM B KOHTEHEPA 3a JOMAIIHU OTHAaAbIH.
[Momuraiite Bamus apMalieBT Kak jia U3XBHPIATE JIeKapcTBaTa, KOUTO Beve He u3non3eare. Te3n
MEpPKH L€ CLIOMOTHAT 3a OIa3BaHE HAa OKOJIHATA CPeaa.

6. Chbabp:kaHue HA OIAKOBKATA M JOINBJIHUTEIHA HHpOpManus

KakBo cbabpxa Xigduo

o AXTHBHUTE BellecTBa ca aanariudiaosud u MetdopmunoB xuapoxiopun (Mmerhopmuros HCI).

Bcesika dpunmmupana tabierka (tadierka) Xigduo 5 mg/850 mg chabpika
nanartiIIo3uH MPOIAHIN0T MOHOXHAPAT, EKBUBAJICHTHO Ha 5 MY nanariuduio3ud u 850 mg
MeT(HOPMUHOB XHIPOXJIOPHI.

Bceska ¢punmmupana tabierka (tadierka) Xigduo 5 mg/l 000 mg ceabpika

JanarnugIIo3uH IPOMaHAN0Nl MOHOXHIPAT, EKBUBAJIIEHTHO Ha 5 MQ namarnudio3ux u 1 000 mg

METGOPMUHOB XUAPOXJIOPHI.

o [pyrure cbcTaBKH ca:

—  sapo Ha TabyieTkara: Xuapokcunpommwinenyiosa (E463), mukpokpucranna nemynosa (E460(i)),

marHe3ueB creapat (E470b), HarpueB HumecTeH raukonar (Tum A).

—  ¢unmoBo mokputHe: moau(BuHmIOB ankoxoin) (E1203), makporon 3350 (E1521), rank (E553D),
tutanoB auokcua (E171), xbat xenesen okcup (E172), uepsen xenesen okeua (E 172) (camo

Xigduo 5mg/850 mg).

Kak m3raexaa Xigduo u KakBo ChIBbpiKa ONAKOBKATA
o Xigduo 5 mg/850 mg ca 9,5 x 20 mm oBasuu, kadsBu Gunmupanu Tadbaetku. OT exHaTa CU
CTpaHa umar Haamuc ,,5/850”, a ot apyrara —,,1067”.

o Xigduo 5 mg/1 000 mg ca 10,5 x 21,5 mm oBayHu, )XbATH GuIMUpaHu TadbaeTku. OT enHaTa CU

cTpaHa umar Haamwc ,,5/1000”, a ot apyrara —,,1069”.
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Ta6nerkute Xigduo 5 mg/850 mg u Xigduo 5 mg/1 000 mg ce npemarat B 6aucTepH OT
PVC/PCTFE/anymunnii. OnakoBkute chabpxar 14, 28, 56 u 60 punmupanu TabneTku B
Henepopupanu onucrepu, 60x1 Guamupanu TabneTku B iepoprpaHu eIHOJ030BH OIUCTEPH U
rpyIoBa OMakoBKa, Chabpxaiia 196 (2 omakoku mo 98) punmupanu TabaeTku B HerephopupaHu
ommcrepw.

He Bcuukm BHIOBE OMAaKOBKH MOTaT Aa ObJAT IMyCHATH B IpoAakOa BbB Bamiara ctpana.

IIpuTexkaTes Ha pa3pelIeHHeTO 32 yoTpeda
AstraZeneca AB

SE-151 85 Sodertélje

IBenus

IIpousBoauTe
AstraZeneca AB
Gartunavagen
SE-152 57 Sodertélje
Isenus

3a 1onbIHUTETHA HHPOPMAIHS OTHOCHO TOBA JIEKapCTBO, MOJISL, CBBPIKETE CE C JIOKAIHUS
NPEACTAaBUTEN HA MIPUTEXKATEIs Ha Pa3pelieHUETo 3a yHoTpeoa:

Belgié/Belgique/Belgien Lietuva

AstraZeneca S.A./N.V. UAB AstraZeneca Lietuva
Tel: +322 37048 11 Tel: +370 5 2660550
Buarapus Luxembourg/Luxemburg
Actpa3eneka boarapus EOO/L AstraZeneca S.A./N.V.
Ten.: +359 (2) 44 55 000 Tél/Tel: +32 237048 11
Ceska republika Magyarorszag
AstraZeneca Czech Republic s.r.o. AstraZeneca Kft.

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

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

AstraZeneca GmbH AstraZeneca BV

Tel: +49 40 809034100 Tel: +31 85 808 9900

Eesti Norge

AstraZeneca AstraZeneca AS

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

AstraZeneca A.E. AstraZeneca Osterreich GmbH
TnA: +30 2 106871500 Tel: +431711310
Espafia Polska

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

AstraZeneca AstraZeneca Produtos Farmacéuticos, Lda.
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Tél: +331 41294000

Hrvatska
AstraZeneca d.o.o.
Tel: +385 1 4628 000

Ireland
AstraZeneca Pharmaceuticals (Ireland) DAC
Tel: +353 1609 7100

island
Vistor
Simi: +354 535 7000

Italia
AstraZeneca S.p.A.
Tel: +39 02 00704500

Kvbmpog
Aléxtop PapploxevTikn Atd
TnA: +357 22490305

Latvija
SIA AstraZeneca Latvija
Tel: +371 67377100

Tel: +351 21 434 61 00

Roméania
AstraZeneca Pharma SRL
Tel: +40 21 317 60 41

Slovenija
AstraZeneca UK Limited
Tel: +386 1 51 35 600

Slovenské republika
AstraZeneca AB, o0.z.
Tel: +421 25737 7777

Suomi/Finland
AstraZeneca Oy
Puh/Tel: +358 10 23 010

Sverige
AstraZeneca AB
Tel: +46 8 553 26 000

IlaTa Ha MOCJCIHO NMPpepasrjackaaHne Ha JIMCTOBKaTa

JApyru u3rounuuu Ha nHpopmauus

IMoxpoOHa uH(popMalus 3a TOBA JIKAPCTBO € MPeA0CTaBeHa Ha yeOcalita Ha EBponeiickaTa areHuus

o Jiekapcteata https://www.ema.europa.eu
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