NPUJIOKEHHUE 1

KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA



1. HNME HA JIEKAPCTBEHUS TPOAYKT
Efficib 50 mg/850 mg ¢punmupanu TabneTku

Efficib 50 mg/1 000 mg ¢punmupanu TabieTKH

2. KAYECTBEH U KOJIMYECTBEH CbCTAB
Efficib 50 mg/850 mg ¢uaMupanu TabIeTKH

Bcesika Tabnerka cbappika cutarmunTuH Gochar MOHOXUAPAT, EKBUBAJICHTEH Ha 50 mg CUTarIMnTHH
(sitagliptin), 1 850 mg merdopmuno xunpoxnopua (metformin hydrochloride).

Efficib 50 mg/1 000 mg dunMupanu TabIETKH
Bcesika Tabnerka chbpika CUTAarmUNTHH (pochaT MOHOXHIpAT, eKBUBaJIeHTEH Ha 50 mg CUTATIUIITHH
(sitagliptin), 1 000 mg meTdhopmuHOB XUAPOXIOpHL (metformin hydrochloride).

3a IBJIHUA CIIMCHK HA IIOMOIIHUTE BEI[ECTBA BIDKTE TOUKa 6.1.

3. JIEKAPCTBEHA ®OPMA
Ounmupana Tadbmerka (TabieTka)
Efficib 50 mg/850 mg dunmupanu tadieTku

PozoBa punmupana Tabierka ¢ popma Ha Karcyna, ¢ BIUTbOHATO penedHo o3HaueHue ,,515 ot
eJIHaTa CTpaHa.

Efficib 50 mg/1 000 mg dunMupanu TabIeTKH
Uepsena pmmvupana TabneTka ¢ popMa Ha Karcya, ¢ BITp0HaTo penedHo o3HaueHue “577” ot
eJlHaTa CTpaHa.

4. K/IMHWUYHU JAHHU
4.1 TepaneBTUYHU MOKA3ZAHUS
[Ipu BB3pacTHM NALIMEHTHU ChC 3axXapeH AuadeT THII 2:

Efficib e moka3aH xaTo HOBIHEHNE KbM JAHETA M YIPAKHEHUS 33 IOJOOPSIBAHE HA TIIMKEMIIHUS
KOHTPOJI IIPpH NMAallUCHTH, IIPU KOUTO HE € NIOCTUTHAT 3a/JOBOJIUTCIICH KOHTPOJ C MaKCUMaJIHaTa
MOHOCHMA 3a TAX J103a MeT(HOPMHUH CAMOCTOSATEITHO UM KOUTO BEYE Ce JIGKYBaT C KOMOWHAIIHS OT
CUTATrTTUITHH U MeT(HOPMHUH.

Efficib e moka3an B koMOMHAIHS ChbC CYI()OHUITYpEHHU MPOU3BOIHHU (T.€. TPOHHO KOMOMHUPAHO
JIeYCHUE), KaTO TOMIBIHEHHE KbM JIHeTa U YIPaKHEHUs IPH MAlUeHTH, IPX KOUTO HE € IOCTUTHAT
3aJJ0BOJINTEIIEH KOHTPOJI C MAKCHMAaTHaTa TIOHOCHMA 3a TAX 71032 MeT(HOpMHH U CyI(OHUITYpesl.

Efficib e moka3aH kaTo TPOWHO KOMOUHHMPAHO JICUCHHE C TIEPOKCHU30MEH poinepaTop-aKTUBUPAH
penienitop rama (PPARY) aronwuct (T.€. THa30IUAMHANOH) KaTO JOTBIHEHNE KM JUETA U YIIPAKHEHUS
MIPH MAIUEHTH, TIPYU KOWTO HE € TIOCTUTHAT 33I0BOJIUTENIEH KOHTPOJ ¢ MAaKCUMAJIHATA IIOHOCHMA 32
Tsx 103a MmetopmuH U PPARYy aronucr.

Efficib cbI110 € mokasaH kaTo J00aBKa KbM MHCYJUH (T.€. TPOHHO KOMOMHUPAHO JICYCHHE) KAaTO
JIOTTBJIHCHUE KbM JIMETaTa ¥ YIPAKHEHHUATA 3a T0J00psBaHEe HAa TJIMKEMHUYHUSA KOHTPOJ MPU
MAIMEHTH, KOraTo MOCTOSIHHATA /1032 HA MHCYJTHH U METQOPMHUH CAMOCTOSTEITHO HE OCUTYPSIBa
aJICKBaTCH INIMKEMHUYEH KOHTPOIL



4.2 I[osnpomca U HAYUH HA IIPUJIOKCHUE

ﬂosnpom(a

Jo3upoBkaTa Ha aHTHXUIEpriankeMuaHoTo jedenue ¢ Efficib Tps6Ba qa 6bae nHIMBUIyaTH3UpaHa Ha
0a3ara Ha HACTOSIIMS PEXKHUM Ha MAIMEHTa, e(PEeKTUBHOCTTA ¥ TOJEPAHTHOCTTA, KaTO HE Ce
MIpEeBUIIIABAT MaKCHMaJTHaTa MpenophIBaHa JHeBHA 103a oT 100 mg cHUTaruITHH.

Buv3pacmuu c nopmanna 6vopeuna gpyuxyus (GFR > 90 ml/mun)

[pu nauyeHTH, IPU KOUTO HE € NOCTUTHAT 33I0BOJAMTENICH KOHTPOJ ¢ MaKCHMaJIHATa HOHOCUMA 032
MeT(QOpPMUH KaTo MOHOTEpAIHS

[Ipu nanyeHTH, NIPU KOUTO HE € TIOCTUTHAT 33/I0BOJIMTENIEH KOHTPOJ ¢ MET(QOPMHIH CAMOCTOSITEITHO,
oOuuaiiHaTa HavyajIHa 032 TPSOBa J1a TOCTaBH J03a CUTAIJIMIITHH B 103a 50 mg ABa IbTH JTHEBHO
(100 mg obmia mHeBHA 103a) IUTIOC 103aTa MET(QOPMHH, KOSTO Beue € MpUeMaHa.

H[)I/I ManMEHTH, KOUTO NIPEMHUHABAT OT CIHOBPEMECHHO IIpHUJIaraic Ha CUTArJIMIITHH U MCTQ}O[}MI/IH

[Tpu manmenTH, KOUTO MPEMUHABAT OT €THOBPEMEHHO MpHUJIaraHe Ha CUTArIMIITHH 1 METQOPMUH,
nederuneto ¢ Efficib TpsOBa na ce 3amouHe ¢ 103aTa CUTarJIUITHH U METQPOPMHUH, KOATO BEYE €
npreMaHa.

[Ipu nauyeHTH, IPU KOUTO HE € NOCTUTHAT 33/I0BOJAMNTENIEH KOHTPOJ C IBOHO KOMOWHHUPAHO JIeYeHHE
C MaKCHMaJIHaTa MOHOCHMA J103a MeTQOpMUH U Cyn OHMITypes

Jo3zara TpsiOBa 1a [oCTaBH CUTArTUNTHH B 1o3a 50 mg aBa mbTH nHeBHO (100 mg obma qHEBHA 103a)
1 J103a MeTGopMuH, TOJ00HA Ha 103aTa, KoATo Beue e mpuemana. Koraro Efficib ce n3nomnssa B
KOMOWMHAIUS Che CyNOHIITYpesl, MOXKE J1a C€ HaJIOXKH yrnoTpedaTa Ha IO-HUCKA /1032 CyIPOHMIITYpes,
3a Jla c€ HaMaJId PUCKBT OT XUTIOTIMKeMHU (BXK. Touka 4.4).

[Ipu manueHTH, IpYU KOUTO HE € NOCTUTHAT 33/I0BOJIUTENICH KOHTPOJI C ABOWHO KOMOMHHUPAHO JICYCHHE
C MaKcuMallHaTa MOHOCUMa Jio3a MethopmuH U PPARY aronuct

Ho3ara TpsiOBa 1a OCTaBU cUTArTUNTHH B A03a 50 mg nBa bt qHeBHO (100 mg obima gHeBHa 103a)
1 103a MeTQOPMIH, IOJJOOHA Ha J03aTa, KOATO Bede € MpreMaHa.

I[py manueHTy, TPy KOUTO HE € MOCTUTHAT 33/I0BOJIUTENIEH KOHTPOJI C IBOWHO KOMOMHHUPAHO JICYCHHUE
C MHCYJIMH ¥ MaKCHMaJIHaTa MOHOCHMa 71032 MET()OPMHUH.

Jo3ara TpsiOBa Ja 1OCTaBM CUTArNIUNTHH B 1032 50 mg aBa mbTH AHeBHO (100 mg oO1ia 1HEBHA 103a)
1 J103a MeTGopMuH, MOJ00HA Ha 103aTa, KoATo Beue e mpuemana. Koraro Efficib ce n3nomnssa B
KOMOMHAIUS ¢ MHCYJIMH, HUCKATa J103a MHCYJIMH MOJKE Ja € HeoOX0IMMa 3a peaylHpaHe Ha PUCKa OT
XunoraukeMus (BxK. Touka 4.4).

3a paznmmunuTe 103U MeThopmuH, Efficib ce mpemara B koHnerTpanys mo 50 mg CHTaraunTHH U
850 mg meThopmuuoB xuapoxigopun wind 1 000 mg MeTHOPMUHOB XUIPOXIIOPHI.

Benuky manmeHTH TpsiOBa a MPOABIDKAT NperopbiyaHaTa UM JeTa ¢ aleKBaTHO pa3npeieieHue Ha
[preMa Ha BbIJIEXUAPATHU Mpe3 JIeHs.

CrenuaiHy nonyJaaIuu

bwvbpeuno ygpesicoane

He ce nanmara kopekius Ha g03aTa Mpy NAIUEHTH ¢ JeKo O0bOpeUHO yBpexaaHe (CKOpOCT Ha
rmomepynHa ¢unrpanus [GFR] > 60 ml/mun). Ilpenn 3amousBane Ha Jie4eHNE C TPOAYKTH,
ChIbpKalm MeTHOpMUH, TpsiOBa aa ce HanpaBu oueHka Ha GFR croiiHocTHTeE, a ciie ToBa - MOHE
BEJIHBK TOAUIIHO. [Ipy ManueHTy ¢ IOBMIIIEH PUCK OT IMO-HATATBIIIHO MPOrpecupane Ha ObOpPeuHO
YBpEXKJIaHEe U MPH MAIlMEHTH B CTapuecka Bh3PACT TPsIOBa MMO-4eCTOo Jia Ce MPaBH OIICHKA Ha
O0bOpevHaTa (QyHKIHS, HAPUMED Ha BcekH 3-6 Mecena.

3a mpeAnoYnTaHe € MaKCHMaTHATa JJHEBHA /1032 MeT(HOpMUH Ja ObJie pa3lielieHa Ha 2-3 JHEBHU JIO3H.
®dakTopH, KOUTO MOTAT Jia YBEIMUYaT PUCKA OT JaKTaTHA aiu03a (BxkK. Touka 4.4), TpsiOBa j1a Obaat



mpepasriieiany, Ipeau aa ¢e OOMHUCIIH 3alI0YBAaHETO Ha JIeYeHHE ¢ MET(HOPMHUH MPH MALUCHTH C
GFR< 60 ml/muH.

Ako He e gocTbhIHa 1030Ba Gpopma Ha Efficib ¢ agekBaTHO KOIMYECTBO HA AKTUBHOTO BEIIECTBO,
BMECTO KOMOMHAIIUA ¢ PUKCHPAHH JT03U TPsAOBA Ja ¢e U3I0JI3BaT OTJACIIHUTE MOHOKOMIIOHCHTH.

GFR ml/mun Metdopmux CurarjaunTul
60-89 Maxcumannama onesHna 003a e Maxcumannama onesna 0o3za e
3 000 mg. 100 mg.

Moorce 0a ce obmucau noHudcasane Ha
003ama 6v8 6PB3KA ¢ HAMAIABAHEMO HA
Ovopeunama pyuxyus.

45-59 Maxcumannama ouneena 0o3a e Maxcumannama oueena 0o3a e
2 000 mg. 100 mg.

Hauannama oosza e nati-mno2o
NOOBUHAMA O MAKCUMAIHAMA 003d.

30-44 Maxcumannama OHesHa 003a e Maxcumannama onesna 003a e
1 000 mg. 50 mg.

Hauannama oosza e nati-mno2o
NOOBUHAMA O MAKCUMAIHAMA 003d.

<30 Memgopmun e npomugonokasan. Maxcumannama onesna 0o3a e
25 mg.

Yeproopobno ysepedicoane
Efficib He TpsiOBa 1a ce M3M0I3Ba MPH MAIIMEHTH ¢ YSPHOAPOOHO YBpexKaaHe (BXK. Touka 5.2).

Cmapuecka 6v3pacm

Toit kaTo METGOPMUH U CUTATIIUITHH c€ eKCKpeTHpart upe3 0xopernte, Efficib TpssoBa na ce
W3M0JI3Ba ¢ TIOBUIIICHO BHUMAaHUE MPH HampeBaHe Ha Bh3pacTTa. HeoO0XoauMo e MOHUTOpUpaHe Ha
O0bOpeuHaTa QyHKIUS, 32 J]a c€ MOJIIOMOTHE MPEANa3BaHEeTO OT CBhp3aHaTa ¢ MEeT(hOPMHH JTaKTaTHA
alyIo03a, Hail-Beue B cTapyecka Bb3pacT (BXK. Touku 4.3 u 4.4).

Ileouampuuna nonynayus

Efficib He Tpsi0Ba Aa ce n3mona3Ba NpH Jena U IHOIM Ha Bh3pacT oT 10 go 17 rogunu nopaau
HeJocTaThIHa epuKacHOCT. HammaauTe moHacTOSIIEM JaHHH ca OIMUCaHu B TOUkH 4.8, 5.1 1 5.2.
Efficib He e mpoyuBaH nmpu neguaTpuYHK NalMEHTH Ha Bb3pacT noa 10 roguHu.

HauwuH Ha npuioxxeHue
Efficib Tps6Ba na ce mprema 1Ba MbTH JHEBHO C XpaHa 3a HAMaJsBaHEe HA HEXKEIAHNUTE PEaKIH OT
CTpaHa Ha CTOMAIITHO-YPEBHUS TPAKT, CBBP3aHH C MET(HOPMHH.

4.3 IlporuBomokazaHus
Efficib e mpoTrBOMOKa3aH P NAIIUEHTH ChC:

- CBPBHXYYBCTBUTEIHOCT KbM aKTUBHHTE BEIIECTBA MJIM KbM HSKOE OT ITOMOIIIHUTE BEIIECTBA,
n30poeHu B Touka 6.1 (Bx. Touku 4.4 u 4.8);
- BCEKH THIT OCTpa METa0OJINTHA au03a (KaTo JJaKTaTHA ali03a, THa0eTHa KeToaIuI03a);
- nrabeTHa MPeKoMa;
- Texka Ob0peuna HepocTarbyHOCT (GFR< 30 ml/mun) (BX. Touka 4.4);
- OCTpPH CHCTOSIHUS C BB3MOXKHOCT J1a U3MEHAT ObOpeuHaTa QyHKIHUS KaTo:
- JeXHUpaTarms,
- TEXKH MH(]EKInH,
- IIOK,
- BBTPECHIOBO NPIIIOKEHHE HA HOIMPAHN KOHTPACTHH BEIeCcTBA (BXK. ToUuKa 4.4);
- OCTPO WM XPOHHYHO 3a00JIIBaHE, KOSTO MOXKE J1a MPUYMHU XUITOKCHS HAa THKAHUTE KaTo:
- Chp/ICYHA WM peCIIMPaTOpPHA HEJOCTATHYHOCT,
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- CKOPOLICH MUOKapJeH UH(APKT,

- HIOK;
- YEePHOPOOHO YBPEIKAAHE;
- 0CTpa aTKOXOJTHA MHTOKCHUKALIUS, aJIKOXOJIU3bM;
- KbpPMEHe.

4.4 CheuuajHu npexynpe;kaeHus U MpeANna3Hl MePKU NPH ynoTpeda

OO0
Efficib He TpsOBa na ce W3mon3Ba Npy NaMeHTH ¢ AuadeT Tum | 1 He TpsAOBa Ja CH M3M0J3Ba 32

JICYCHHUC Ha ,Z[I/Ia6€THa KE€Toanuao3a.

OcTbp naHKpeaTut

VYnorpebara Ha DPP-4 naxubutopu € cBbp3aHa ¢ PUCK OT pa3BUTHE HA OCTHP MTAHKPEATHT.
[NanuenTure TpsiOBa na Ob1aT MHGOPMHUPAHU 32 XapaKTEPHUS CUMIITOM Ha OCTbP NaHKPEATHT:
IepcUCTUpallla, MHOTO CUJIHA KopeMHa Oonka. Ciien npekpaTsiBaHe Ha CUTAlIMITHH ce HaOlonaBa
OTHIyMsIBaHE Ha MTAHKpeaTHTa (ChC WK O€3 MOAIbPIKAIIO JICYCHHE), HO B MHOTO PEIKH CITydau €
ChOOIIaBaHO 32 HEKPOTU3UPAILl WIIK XeMOPAarndeH MaHKpPeaTuT W/ Uiu CMbPT. AKO MMa CbMHEHUS 3a
MaHKpeaTuT, TpsiOBa fa ce mpekpatu npuema Ha Efficib u apyru motennmamzo nono3upanu
JIEKapCTBEHU MPOLYKTH; aKO C€ MOTBbPAM OCTHP MaHKpeaTHuT, npueMbT Ha Efficib ne Tpsbdaa na ce
Bb300HOBsBa. HeoOXxoarMo € MOBHUILIEHO BHUMaHKE MPH MAlMEHTH C aHAMHEe3a 3a MTaHKPEaTHT.

JlakTaTHa anumo3a

JlakTaTHaTta annm03a, MHOTO PSAKO, HO CEPUO3HO METaOOJIMTHO yCIOKHEHUE, Hall-4eCTO HAaCThIIBA
TIPH OCTPO BIIOIIIaBaHe Ha ObOpedHaTa PYHKITHS, KapIHO-peCIUpaTOpHO 3a00IIBaHE WITH CETICHC.
HatpymnBaneTo Ha MeT(hOpMHUH HACTHIIBA IPH OCTPO BIIOIIABaHE Ha ObOpeyHaTa QYyHKIUS U
yBeJIMYaBa pUCKa OT JIaKTaTHA alyao3a.

B ciy4aii Ha nexunpaTanus (TeXKO MOBPBILAHE, AUAPUs, TPECKA MM HAMaJICH [IPUEM Ha TEYHOCTH)
TpsiOBa BPEMEHHO Ja Ce CIpe NPUEMBT Ha MET(OPMHUH U € IPETIOPHUUTETHO J1a CE YCTaHOBH BPB3Ka C
MEANIMHCKH CIEIUAIUCT.

[IpuemMbT Ha NeKapCTBEHU MPOYKTH, KOUTO MOTaT OCTPO Ja YBpensaT ObOpeuHaTa QpyHKus (KaTo
aHTUXUTNepTeH3uBHU cpeacTa, nuyperuri 1 HCIIBC) Tps6Ba fa ce 3amoyHe ¢ MOBUIIEHO BHUMaHUE
NIPY TIAIMEHTH, JIEKYBaHU ¢ MeThopMHuH. [Ipyru pucKoBU (paKTOPH 3a TaKTaTHA alu103a ca
MPEKOMEpEH NPUEM Ha aJKOXO0JI, YePHOIPOOHA HEJAOCTATHYHOCT, HEJJOCTATHYHO KOHTPOJIMpPaH TuaderT,
KE€TO03a, NPOABJLKUTEIHO INIaAYBAaHE U BCAKAKBU CbCTOSAHUA, CBbP3aHU C XUIIOKCHA, KAKTO U
eHOBpEeMEHHaTa yrnoTpeda Ha JeKapCTBEHHU MPOTYKTH, KOUTO MOTaT Ja MPUUMHAT JJaKTaTHA alli03a
(Bx. Toukn 4.3 u 4.5).

ITanmenTHTE W/MIK OONMHOTIIENAYUTE TPSAOBA Aa ObAAT MHMOPMHUPAHH 32 PUCKA OT JJAKTaTHA aIlia03a.
JlakTaTHaTa anua03a ce XapaKTepu3npa ¢ aluI03Ha AUCIHes, KopeMHa 00JIKa, MyCKYJIHU KpaMIy,
ACTEHUS U XUMIOTEPMUsI, TIOCIEIBAaHN OT KoMa. B ciryuaif Ha cbMHEHHUE 32 CHMIITOMH MAIllUEHTHT
TpsiOBa Jia cripe mpuemMa Ha MeT(HOPMUH U He3a0aBHO Jla MOTHPCH JieKapcKa MoMoIll. JJuarHocTHYHUTE
nabopaTOPHU HAXOJKHU ca IOHMKEHO KpbBHO pH (<7,35), moBHUIlIeHH HHBA HA TIA3MEHUS JIAKTAT

(>5 mmol/l) n moBUIIIEHa aHWOHHA Pa3JIMKa ¥ ChOTHOIIICHHE JIAKTAT/TIMPYBAT.

THayuenmu c ycmanogenu unu n0OO3UPaAHU MUMOXOHOPUATHU 3A00IAGAHUL:

[Tpu manueHTH ¢ yCTAaHOBEHH MUTOXOHJIPHAITHY 3200JIIBaHUS, KATO CUHIPOM Ha MUTOXOHJIPHAJTHA
eHiedanronarus ¢ JJakTaTHa anuao3a u nHeyntononoouu enn3oau (Mitochondrial Encephalopathy
with Lactic Acidosis, and Stroke-like episodes, MELAS) u HacneacTBeH nuabet v riyxoTa 1mo
MmaiiunHa Jiuaus (Maternal Inherited Diabetes and Deafness, MIDD), meTdhopMuH He ce mpenopbyuBa
Mopajy prucKa OT 00OCTPsIHE Ha JJAKTaTHA al[k103a U HEBPOJOTHYHHU YCIOKHEHHUS, KOUTO MOXKE Ja
JIOBEJIAT JI0 BIIOIIIABAHE HA 3a00IABAHETO.



B ciyyaif Ha mpu3HaIM U CUMITOMH, okazaTennu 32 MELAS cunapom unu MIDD, cien npuema Ha
MeT(hOPMUH, JICUSHUETO ¢ MET(HOPMHUH TPsIOBa Ja ce CIpe BeJHAra 1 Ja Ce HalpaBu Obp3a
JUarHOCTHYHA OIICHKA.

bu0Opeuna ¢yHKIMS

IIpenu 3amouBanHe Ha JIEUCHUETO TPSOBA Ja ce HAIlpaBH OlleHKa Ha cToitHocTuTe HAa GFR M pemoBHO
cien ToBa (Bk. Touka 4.2). Efficib e npotuBonokasan npu nauuentn ¢ GFR <30 ml/mun u Tpsi6Ba na
0bJe BPEMEHHO CIIPSH MIPU HATMYINE Ha ChCTOSHUS, KOUTO MTPOMEHAT OBOpeuHaTa PyHKITHS (BK.
Touka 4.3).

XUMOTIUKEMUS

[ManuenTn, nonyyasaiu Efficib B komOuHaIIMA ChC CYIPOHMIYPES WU C HHCYJIMH, MOXKE J1a ca
W3TI0KEHU Ha PUCK OT xunoriukeMus. ClieJoBaTeHO, MOXKeE Ja € He00X0AMMO HaMallsiBaHe Ha JIo3aTa
Ha CyJI(QOHWITypesTa UM Ha UHCYJUHA.

Peakiyy Ha CBpbXYYBCTBHTEIHOCT
Hma nmocTMapKeTHHIOBY CHOOIIEHHS 338 CEPHO3HHU PEaKIIMU HA CBPbXUYBCTBUTEIHOCT MIPH MAIUEHTH

JIEKYBaHU ChC CUTATTTUNTHH. Te3u peakiuu BKIFOYBAT aHA(WIIAKCHUS, aHTHOEAEM U eKC(HOTHATUBHU
CHCTOSIHUS Ha KOXKaTa, BKIIIOYHTEITHO CHHIPOM Ha Stevens-Johnson. Hauanoro Ha Te3u peakiun
HACTHIIBAT B pAMKHTE Ha ITbPBUTE TPU Mecella OT 3aMl0YBaHE Ha JICUCHUETO ChC CHUTATIIUITHH, HIKOH
CJIy4ad HACTHIIBAT CIIE/ TbpBaTa J103a. AKO Ce MO03HUpa PEakius Ha CBPbXUYyBCTBUTCITHOCT, IPUEMBT
Ha Efficib Tps6Ba nma ce mpekparu, TpsOBa 11a ce OEHAT IPYTH HOTECHIIHAITHY MPUIHHA 3a CHOUTHETO
U TpsiOBa J1a ce Ha3HA4YM aNTepHATHBHO JIeUeHHE Ha quadeta (BxkK. Touka 4.8).

bynosen nemdurons

[Ipn manmenTn, npuemaru DPP-4 naxnOuTtopn, BKIIOYNTEHO CUTATIIMIITHH, UMa IOCTMapKETUHT OBU
cboO1IeHns 3a OyJo3eH nempurons. AKo Ma CbMHEHUs 3a Oyno3eH nemdurona, npuemMsbT Ha Efficib
TpsiOBa J1a ce MPEyCTaHOBH.

Onepanus
Efficib TpsiOBa aa ce cnpe mo Bpeme Ha omnepanys oA o011a, CIMHaIHA WK eUAyPaTHa aHECTE3HSI.

JleuenuneTo Moke 1a 061 BH300HOBEHO HE TTO-paHo OT 48 daca cien onepannusaTa nii
BB300HOBSIBAHETO HA XPAHEHETO Mpe3 yCTa, U MPH YCIOBHE Ye ObOpedHaTa GyHKIUA € OlleHeHa
OTHOBO H € YCTaHOBEHO, 4e € CTaOWITHA.

IIpunoskeHre Ha HOAMpPaHU KOHTPACTHU BEIIECTBA

BbTpechaoBoTo mpuiokeHHe Ha HOAMPaHU KOHTPACTHH BEUIECTBA MOXKE J1a JIOBEJIC 10
KOHTpacT-uHAypaHa HedponaTus, BoAena 10 HaTpyBaHETO Ha MET(OPMHH U ITOBHUIICH PUCK OT
nakrtaTHa arumosa. Efficib Tps6Ba na ce cripe nmpenn wim 1o Bpeme Ha IporierypaTa 3a oopa3Ha
JIMaTHOCTHKA U He TPsiOBa Jia ce Bh300HOBsIBA JI0 Hali-MaJIko 48 Jaca clie/i TOBa, IPU YCIOBHE Y€
O0bOpevHaTa QYHKIHUS € OllEHeHa OTHOBO U € yCTaHOBEHO, Ue € cTadmiHa (BK. Touku 4.3 u 4.5).

IIpoMsHa B KIMHAYHHUS CTATYC Ha MAIMEHTH ¢ KOHTPOJIMpaH AualdeT TUi 2

[MaruenTtu ¢ nuadet Tun 2, npeau ToBa A00pe koHTpoaupan ¢ Efficib, kouTo pa3BuBaT OTKIOHSHUS B
nmabopaTOpHU MOKA3aTENH WIH KIMHIYHO 3a00IsBaHe (Hali-Beve HesICHO WK C1abo AeuHUPaHO
3a00msBaHe) TpssOBa He3a0aBHO Ja ce OICHAT 3a HAaJMYHe Ha KeTOAITUA03a MIIH JIaKTaTHA alu03a.
OreHkara TpsiOBa Jja BKJIFOUBA CEPyMHH €JICKTPOJIUTH U KETOHH, KPhBHA 3aXxap W ako ce Hayara pH Ha
KpbBTa, HUBA HA JIAKTAT, MUPYyBaT U MeT(GOPMHH. AKO ce TIOSIBH aIli103a, B KOATO U Ja ¢ ¢opMa,
JIEYeHUETO TPAOBa /1a ce crpe He3a0aBHO U TPsOBa J1a ce MPEeATPHEeMAT TIOIXO/ISIIH
MPOTUBOAEHCTBAILIN MEPKH.

Jedunmr Ha BuTtamud B,

MetdopmMuH MOXKe 1a HAMalTd CEpYMHUTE HUBA Ha BUTAaMHUH Bi,. PUCKBT OT HUCKM HUBA HA BUTAMUH
B2 ce yBenmnuapa ¢ yBenuuaBaHe Ha J103aTa METQOPMUH, IPOIBDKUTEIIHOCTTA HA JICYCHUETO W/WIIN
TIPH MAIUSHTU C PUCKOBH (PAKTOPH, 32 KOUTO € U3BECTHO, Ue MPUIMHSABAT AeUIIUT Ha BUTaMuH B2, B
CITydJaif Ha CbMHEHHE 3a JeUINT Ha BUTaMUH B> (KaTo aHeMusl Wi HEBPOTIATHs ), CEpyMHHTE HUBA
Ha BUTaMuH B, TpssOBa na ce npocnenspar. [lepuoauuno npocieasiBaHe Ha BATaMUH B, Moxke 1a ce




HAJIOKU TIPH MAIUEHTH C PUCKOBH (pakTopu 3a Aeduiut Ha BuTaMuH B». Tepanusara ¢ meTrpopMun
TpsA0Ba /1a MPOIBIDKH, JOKATO CE MOHACs 100pe U HE € MPOTHBOINIOKA3aHa, U J1a CE OCUTYPH
HOAXOAIO KOPUTHPAIIO JICYSHUE 32 Ie(UIUT Ha BUTAMUH B2 B ChOTBETCTBHE C HACTOSIIUTE
KJIMHAYHU HACOKH.

Hatpuit
To3u nexkapcTBEH MPOAYKT ChIbPKa MO-Masko oT 1 mmol Hatpwmii (23 mg) Ha TabneTka, T.e. MOXe J1a
ce KaXke, 4e MPAaKTUUECKH HE ChABbPAKA HATPHH.

4.5 BzaumojeiicTBHe ¢ IPyIH JIeKAPCTBEHH NPOIYKTH U Apyru (popMu Ha B3auMoelcTBue
EnHoBpeMeHHOTO MHOTOKpATHO TpHiiarane Ha cutarmntud (50 mg 1Ba TTH JTHEBHO) M METQOPMUH
(1 000 mg xBa MBTH THEBHO) HE € IPOMEHMIIO 3HAUNTETHO (papMaKOKWHETHKATa KaKTO Ha
CUTArTUNTHH, Taka ¥ Ha MeTHOPMHUH MPHU MALMEHTH ¢ AnadeT Tum 2.

He ca m3BbpiBanm mpoydBaHus 3a papMaKOKHHETHYHH JieKapcTBeHN B3anMoeicTsus ¢ Efficib;
o0aue TakMBa MPOYYBaHUs Ca MPOBEXKAHH C OT/ICIIHUTE aKTHBHHU BEIIECTBA, CUTATTTUITHH H

MeThopMUH.

He ce OpenopbYBa CbIIbTCTBAIIA VHOTDC6a

Arkoxon
ANKOXO0JIHATAa MHTOKCHKAIIHS CE€ CBBhP3Ba C MOBHIIICH PUCK OT JIAKTATHA aIllKJ103a, 0COOCHO B CIy4yau Ha
IJIaJyBaHe, HeJIOXPAHBAHE WM YSPHOAPOOHA HETOCTATHYHOCT.

Moaupann KOHTPACTHH BeIIeCTBa

Efficib Tps0Ba 3a1bKUTETHO Ja ce CIpe MpeIu Wi 10 BpeMe Ha Mpoleaypara 3a o0pa3Ha
JIMarHOCTHKA U He TPsAOBa Jla ce Bhb30OHOBSBA JIO Hai-MaJIKo 48 Jaca clie/i TOBa, IPU YCIOBHE Ye
0BpOpedyHaTa pyHKITHS € OIleHEHa OTHOBO M € YCTAHOBEHO, Y€ € cTaOmiIHa (BXK. TOUKH 4.3 u 4.4).

KomOuHanmm, n3ucKBalny npeanasHi Mepku IpH ynorpeba

Hsxow nekapcTBeHH MPOAYKTH MOTAT J]a ce OTPa3sAT HeOMaronpusATHO Ha ObOpedHaTa QyHKINS, KOETO
MOJKE J]a yBEJIMYN PUCKa OT JIakTaTHa anuo3a, Hanpumep HCIIBC, BKIIIOYUTENHO CENEKTUBHU
naxubutopu Ha uukinookcurenasa (COX) II, ACE unxubutopu, anruorensu 1l penentopau
AQHTAarOHUCTH U AUYPETHLIH, 0COOEHO OPUMKOBH IuypeTun. [Ipu 3amouBaneTo uiam ynorpedaTta Ha
TaKuBa NPOAYKTH B KOMOMHAIMS ¢ MET(HOPMHH € HE0OX0IMMO BHUMATEIHO MPOCIEsIBAHE Ha
O0bOpeuHaTa QyHKUUS.

CrropreTBaniaTa ynorpeda Ha JeKapCcTBEHU MPOAYKTH, KOUTO ITOBIUSIBAT OOIINTE TPAHCIIOPTHH
cucTeMH B ObOpedHuTE TYOYIIH, BKIIIOYEHU B OBbOPEYHOTO eMMUpane Ha MeT(HOPMHH (HaIp.
WHXUOUTOPH Ha OpraHUYHUsI KaTHOHEH TpaHcmopTep-2 [OCT2]/MynTuiaekapcTBeHUS 1 TOKCHH-
excTpyaupain nporeu [MATE], kato paHonasuH, BaHAETaHUO, TOTyTErpaBUp U UUMETHIHMH), MOTaT
Jla IOBHIIAT CHCTEMHATa €KCIO3ULMS HAa MET(OPMHH U J1a YBEJINYAT PUCKA OT JIAKTaTHA alliao3a.
Tps6Ba na ce 0OOMUCIIAT MOI3UTE U PUCKOBETE OT ChITBTCTRANIATa ynorpeda. TpsoBa na ce oOMucau
BHUMATEIJIHO MIPOCIIeIIBaHE HA IIIMKEMUYHUS KOHTPOJ, alalTHPaHe Ha 103aTa B paMKUTE Ha
HPENopbUYUTENIHATA JO3UPOBKA U IPOMEHH B JICYCHHUETO Ha AuabeTra, KOraTo TaKUBa JIEKapCTBEHU
NPOAYKTH Ce MpHjIaraT eHOBPEMEHHO.

I'mokokopTrKOUANTE (TIPUIIATAHA IO CUCTEMEH U JIOKaJIeH ITbT) OeTa-2-arOHUCTUTE U JUYPETULINTE
UMart IPUCHIIO0 XUTIEPTIMKEMUYHO JeiicTBre. [lanmenture TpsOBa Aa ce MHPOPMHUPAT U MO-YECTO Ja
M3MepBaT KpbBHATA CH 3aXap, 0COOCHO B HAYAJIOTO Ha JICYEHHUETO C TAKHBA JIEKAPCTBEHH MPOTyKTH.
AKO € HeoO0X0TMMO, J103aTa Ha aHTUXUTNEPTIIMKEMAYHHS JIEKapCTBEH MPOIYKT TPSIOBA /1a ce aJjanTupa
10 BPEME Ha JICUCHHE C APYTHUsl JJEKAPCTBEH MPOAYKT U IIPU HETOBOTO MPEKPATSIBAHE.

ACE-unxuburopure Morar jJia IOHMWXKaT HUBaTa Ha KpbBHATa 3axap. AKo € He00XoIuMo, J03aTa Ha
AQHTUXUIIEPTIIMKEMUYHHS JISKApCTBEH MPOIYKT TPOBa /1a ce aJanTHpa 110 BpeMe Ha JICYSHUETO C
Jpyrus JIEKAPCTBEH MPOAYKT U IIPU HETOBOTO IIPEKPATIBAHE.



Ed’)eKTI/I Ha JPYIru JICKAPCTBCHU IIPOAYKTH BbPXY CUTAlJTHUIITHH
In vitro 1 KIMHUYHUTE JaHHU ONHCAHU no-A0J1y mpeamnoaarart, 4€ pUCKbT OT KIIMHUYHO 3HAYMMU
B3aI/IMO,Z[eI>iCTBI/I$I npu €AHOBPEMEHHO MPHUIIOKCHUEC C APYT'U JICKAPCTBCHU MMPOAYKTHU € HUCHK.

In vitro mpoy4BaHus MOKa3BaT, Y€ OCHOBHUS €H3UM OTTOBOPEH 3@ OTPaHUYEHUS] METa0OJIN3bM Ha
cutarnuntud € CYP3A4, c yuactue na CYP2CS. [Ipu nanuentu ¢ HopmanHa 0b0pedHa QyHKIHA,
MeTaboMM3MbT, BKiIounTeaHo 1 upe3 CYP3 A4, nurpae camo Maiika poJis B KIIMPhHCA Ha CHTATJIUIITHH.
MeTabonu3mMbT MOXE Jla UTpae Mo-BayKHa POJIs IPU EMTUMUHUPAHETO Ha CUTATJIUITHH B YCIOBUS Ha
octpo ObOpeUHO yBpexkIaHe WK TepMuHAIHA Ob0pedna HepocTaTbyHOCT (ESRD). Ilopaau Tasu
NpUYMHA € B3MOKHO Mot HHXuOuTopn Ha CYP3 A4 (Hamp. keTOKOHA30I1, HTPaKOHA307,
PUTOHABUD, KIAPUTPOMHUIIMH) Ja IPOMEHST (PapMaKOKHHETHKATA HA CUTATJIAIITHH TP MAIEHTH C
Texkko 0bOpeuHo yBpexnane i ESRD. Edextute na mouraure CYP3 A4 naXuOuTopH B YCIOBUS Ha
O0BOpevHO yBpeKJaHEe HE ca OLICHSIBAaHH NPH KIMHUYHO MPOYYBaHE.

In vitro IpOy4YBaHHMS 3a TPAHCIIOPTA IIOKA3BaT, Y€ CUTATJIUIITUH € CyOCTpaT Ha P-IJIMKONPOTENHA U
TpaHcrnoprepa Ha opranuuHu aHHoHHU-3 (OAT3). OAT3 MeauupaHusT TPAHCHIOPT HA CUTATIUITHH Ce
MHXUOUPA in vitro 0T NpoOeHenna, BBIPEKH Y€ PUCKBT OT KJIMHUYHO 3HAYMMH B3aUMOJIEHCTBUS ce
cMmsTa 3a HUCHK. EmHoBpemennoTo npusoxenne Ha OAT3 nHXuOUTOpH HE € OIIEHEHO in Vivo.

Huxnocnopun: TIpoBenieHO € IpOyYBaHE 3a OIICHSABaHE Ha e(PeKTa Ha IIMKJIOCIIOPHUH, MOIIIECH
WHXAOUTOP Ha P-TIIMKONPOTENHA, BbPXY (papMaKOKMHETHKATa HA CHTATJTUNTHH. ETHOBpEMEHHOTO
MPWIOKEHUE Ha eIMHUYHA nepopaiHa g03a 100 mg CUTArIUITHH U €AMHUYHA TIEpOpaiHa J03a

600 mg rukiocnoput mouinasa AUC u Cpax Ha CUTArJUITHH CHOTBETHO C MPUOIU3UTENHO 29 % 1
68 %. Tezn npomMenn BbB (hapMaKOKWHETHKATA HA CHTATJIUIITHH HE CE CMATAT 32 KIIMHIUYHO 3HAYNMH.
bBOpedHusIT KIIMPHHC HA CUTATJIAINITAH HE € 3HAYUTETHO npoMeHeH. ClietoBaTeTHO, HE CE OYaKBaT
3HAYUMH B3aUMOJICHCTBHS C IPYTH MHXHUOUTOPHU HA P-TIIMKOIPOTEHHA.

EdexTy Ha CUTaIMITHH BEPXY APYIHU JIEKAPCTBEHU NPOAYKTH

Huzoxcun: CurarmunTH uMa cial eeKT BbpXY I1a3MeHaTa KOHIEHTpaus Ha Jurokcut. Cien
npunaraseTo Ha 0,25 mg TUroKcHH eHOBpeMeHHO c¢be 100 mg CUTANIUIITHH THEBHO B IIPOJIBIDKEHHE
Ha 10 mau, mazmenata AUC Ha qurokcuH HapacTBa cpenHo ¢ 11 %, a turazmenata Cpax CpEHO ¢

18 %. He ce nmpenopbuBa KOpUTrupaHe Ha 103aTa IUTOKCUH. B ChIIOTO Bpeme, MallMeHTUTE C PUCK OT
JUTOKCHHOBA TOKCUYHOCT TPsIOBa Aa OBbJAT MPOCIEASBaHH 33 TaKaBa, KOraTo CUTAIUIITHH U JIUTOKCHH
ce mpujiarat elHOBPEMEHHO.

In vitro naHHUTE MOKa3BaT, Y€ CUTANNIMNTHH He NoTHcKa 1 He nHaynrpa CYP450 uzoensumure. [pu
KJIMHAYHU TIPOYYBAHUS CUTATIMITAH HE TIPOMEHSI 3HAUUMO (apMakOKHHETHKATa HA MET()OPMHUH,
MOy pra, CUMBAaCTaTHH, PO3SUIIMTA30H, BaphapyuH WK [EpOpaJIHU KOHTPALEITUBY, JaBaliKu in vivo
JIAHHM 332 MaJIKa BEPOSTHOCT OT NPEAN3BUKBaHE HAa B3aUMOJIEHCTBYsI Che cyOcTpat Ha CYP3 A4,
CYP2C8, CYP2C9 u tpancnoprepu Ha oprannuau karnonu (OCT). CutarmmunTiH Moxe J1a ObJe cnad
WHXAOUTOP Ha P-TIIUKOTIPOTENHA i1 ViVo.

4.6 @epTUIMTET, OPEMEHHOCT U KbpMeHe

BpemenHoct
Hsma mocrarbunu TaHHU OT yHoTpebaTa Ha CUTArIMIITHH IpH OpeMeHHH sxeHu. [IpoyuBanus npu

JKUBOTHH TIOKa3BaT PEMpPOTyKTUBHA TOKCUYHOCT MTPHU BUCOKH JIO3U CUTATJIMIITHH (BX. TOUKa 5.3).

OrpaHudYeHUTe TaHHH MPEIIIoJiarar, ue ynorpedara Ha MeT(hOPMHUH IIPH OPEMEHHH HE € CBBP3aH C
MOBMIILICH PUCK OT KOHIeHUTAIHU Majipopmaliin. [IpoyuBanusaTa ¢ MeTHOPMHUH MPH KUBOTHU HE
MOKAa3BaT BPeJIHHU ¢)EKTH BB BPb3Ka ¢ OPEMEHHOCTTa, EMOPHOHATHOTO U (PETATHOTO Pa3BUTHE,
paXXIaHETO WM ITOCTHATATHOTO pPa3BUTHE (BXK. TOUKa 5.3).

Efficib He Tpsi0Ba 1a ce n3non3sa no BpeMe Ha OpeMeHHOCT. AKO TallMeHTKaTa UcKa Jia 3abpeMeHee
WIN aKO HAcThIIM OPEeMEHHOCT, JICYEeHHETO TPsIOBa /1a ce PEKpaTH U NalueHTKaTa J1a IPeMUHe Ha
JIeYEHHE C UHCYJIMH Bb3MOXKHO Hail-CKOpO.



Kbpmene
He ca nmpoBexxaanu mpoydYBaHUs MPU KbPMEIIH KHUBOTHH ¢ KOMOMHHUPAHUTE aKTUBHH BEIIECTBA HA

TO3U JIEKapCTBEH MPOAYKT. [Ipy mpoyuyBaHUs NMPOBEKIAHU C OTACITHUTE AKTUBHU BEIISCTBA H
CHUTAarJIMIITHH, U MCT(bOpMI/IH CC CKCKPETHUPAT B MIIAKOTO Ha JIaKTHUPAIIH IIITHXO0BE. le/l Xopa
MeT(GOPMHUH ce eKCKPETHPa B KbpMaTa B MaJIKU Koin4yecTBa. He € W3BECTHO JJalii CUTATIMIITHH Ce
ekckperupa B kbpMata. CrienoBatenno Efficib He TpsiOBa na ce u3non3sa npu )KeHU, KOUTO KbPMST
(Bx. TOuka 4.3).

DepTUInTeT
JlanHuTE OT IPOYYBaHMS MIPH KUBOTHU HE MPENIOIIATaT BIUSHUE BbPXY (QEPTUINTETA HA MBKKH U

KCHCKHU IUTBXOBEC ITPU TPETUPAHE CHC CUTATTIUIITUH. JIuticBat JaHHU IIpU Xopa.
4.7 EdexTn BbpXy cnoco0HOCTTA 32 mopupaHe u padora ¢ MALINHH

Efficib He moBmMsBa WM OBIHsABA MMPEHEOPEKUMO CIIOCOOHOCTTA 3a modupaHe U padoTa ¢ MaIIWHH.
B cwiioTo BpeMe nipu modupane wiv padora ¢ MalluHK TPsiOBa Ja ce MMa MPEIBUJL, Y€ MPH
CUTATIUITHH ca JIOKJIAJBAHU CIyYad Ha 3aMaiiBaHe W CHHIIMBOCT.

OcBeH TOBa, MalEHTUTE TPsIOBa 1a ce MpeAyNpeKaaBar 3a pucka OT XUIorinkeMus, korato Efficib
Ce M3MO0JI3Ba B KOMOMHAIHA ChC CYAPOHMUITYPEHHO MPOU3BOAHO HIIH C MHCYJTUH.

4.8 Hexenanu JeKapCcTBEHH PeaKIUU

Pestome Ha mpodwira Ha 6e30macHOCT

Hsima mpoBeieHy TepaneBTHYHU KIMHUYHY npoyuyBanus ¢ Efficib tabnerku, Ho
ounoexBuBaneHTHocTTa Ha Efficib e mokasana npu eTHOBPEMEHHOTO MPHIIOKEHUE HA CUTATIMIITHH U
MeTdopMuH (Bk. Touka 5.2). Cpo0IIaBaHu ca CEPHO3HH HEXKENaH! PeaKInH, BKIFOUUTETHO
MAHKPEATUT M PEaKIiK Ha CBPBXIyBCTBUTEIHOCT. ChoOIaBaHa € XUIOTIIMKEMHUSI TP KOMOWHAITUS
che cyndonmtypetino nmpoussoano (13,8 %) u ¢ uacynus (10,9 %).

TabauyeH CIUCHK Ha HEKEIAHUTE PEAKIINMI

Cumaenunmun u Mmempopmun

Hesxxenanurte peakiuu ca n30poeHu no-aoiy ¢ npenopbuBanutre or MedDRA Tepmunu criopen
CHCTEMO-OpraHHa Kinacudukanus u abcomotHa yectota (Tadbmuma 1). [To yectoTa ce onpeaensT Kato:
mHoro yectd (>1/10), wectu (>1/100 mo <1/10), mewectu (=1/1 000 go <1/100), penku (=1/10 000 mo
<1/1 000), muorO peaxu (<1/10 000) u ¢ Hen3BeCTHA YeCTOTA (OT HAIMYHHUTE JAHHU HE MOXKe J1a Obie
HalpaBeHa OlLIEHKA).




Tao6auna 1: YecToTa Ha HeKeJIaHUTE Pe€aKkIMu YCTAHOBECHH 110 BPEME Ha miamnedo-

KOHTPOJHMPAHU KIUHUYHHU NMPOYYBAHUA CbC CUTAIJTUIITHH U MeT(l)OpMHH CaAMOCTOATEJIHO U IIPHA

MOCTMAPKETUHIOBUSA OIIUT

Hexenana peakuus

YecToTa HA HEXKeJIAHATA peaknus

Hapymienns Ha kpbBTa 1 1nM@HATa cHcTEMa

TPOMOOIUTOTICHUS

Penxu

Hapymennsi Ha HMyHHATa CHCTEMA

PEaKIMy Ha CBPHXYYBCTBUTECIHOCT, BKIFOYHTEITHO
aHa(QUIAKTHYHU OTroBopH

C Heu3BecTHA YECTOTa

Hapymienns Ha MeTa6011u3Ma U XPaHEHETO

XUMOTIUKeMHUs Yectu
HaMaJIEeHWE Ha HUBAaTa Ha BUTAMUH Blz/ﬂedmunﬂ Yectn
Hapymienns Ha HepBHATA cHCTEMa

CBHJIUBOCT Heuectu

PecniupaTopHu, rpbAHN M MeAUACTUHATHI
HapYULIeHHs!

MHTepCcTHIMAIHA 6eno ipobHa 6osect *

C Heu3BeCTHA YECTOTA

CTOoMaNIHO-4YpEeBHU HAPYIIEHHS

Juapust Heuectn
rajeHe Yectn
¢natyneHuns Yectn
3aIeK Heuectn
0o0JKa B TOpHATA YacT Ha KopeMa Heuectu
MOBpPBIIAHE Uectu

ocTbp nankpearur

C Heu3BeCTHA YECTOTA

(aranen u HedaTalleH XeMOpParunideH U HEKPOTHU3NUPAIIL
naHkpeaTur '

C Hen3BeCTHA YECTOTa

Hapymelmﬂ Ha KOKaTa U MOAKOKHATA TbKAaH

prpI/ITyc*

Heuectn

aarnoenem

C Heu3BeCTHA YECTOTA

o6pus™f

C Hen3BecTHA YECTOTa

yprukapus

C Hen3BecTHA YECTOTa

KOYKEH BacKyauT '

C Heu3BeCTHA YECTOTA

ekc(OTHATUBHI KOXKHH 3a60/IABAHHUS, BKIFOUHTETHO
cunapoM Ha Stevens-Johnson™'

C Heu3BECTHA YecToTa

+
Oyno3eH neMGUTrouI

C Hen3BeCcTHA YeCTOTa

Hapymenunsi Ha MyCKyJ/JIHO-CKeJIeTHATA CHCTEMA U
CheJHHHTEJHATA ThKaH

apTpanrus’

C Heu3BeCTHA YecToTa

*
MUaJITuAa

C Heu3BeCTHA YECTOTA

GoJka B KpaHHAIMTE

C Heu3BeCTHA YECTOTA

Ooka B TEpOa”

C Hen3BecTHA YSCTOTa

:
apTponaTus

C Heu3BeCTHA YeCcToTa
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Hexenana peakuus YecToTa Ha HEKEJIAHATA PeaKklusl

Hapymienns Ha 6b0penuTe M NMKOYHATE NbTHIIA

Hapymiena 660peuna QyHKuus C Heu3BeCTHA 4eCTOTa

ocTpa 660pEYHa HENOCTATBIHOCT - C Hew3BecTHA Y4eCTOTa

-
Hesxenanure peakLyy ca UAeHTHGUIMPAHK [0 BPEME Ha IIOCTMAPKETUHIOBOTO HAOJII0ICHHE .

Buxre Touka 4.4.

¥ Buxre npoyusanemo 3a 6ezonacnocm no omuowenue na copoeuno-cvoosama cucmema TECOS no-nony.

Onucanne Ha M30paHU HeXKEITaHU PEaKIUH

Hsikon HexkenmaHu peakiuu ca HaOllloJaBaHu 10-4eCTO MPH POyYBaHUs 32 KOMOMHHMpaHa ynotpeda Ha
CUTArTTUITAH B MeT(HOPMUH C JIPYTH aHTUIMA0ETHH JIEKapCTBEHH MPOJAYKTH B CPAaBHEHHUE C
NPOYYBaHHUS HAa CUTATJIMIITHH U METGOPMHH CaMOCTOATENHO. Te BKIIOYBAT XUIIOTTIMKEMHUS (KaTeropus
Ha YecToTa ,,MHOTO YeCTH  ChC CYI(POHUITYPEHHO POU3BOAHO WM UHCYIINH), 3aIeK (,,4eCTH” ChC
CyApOHMITYPEHHO IPON3BOAHO), TIepudepeH 0TOK (,,4eCTH’ ¢ MMHOTINTA30H) U IIaBOOOJIHE U CyXOTa B
ycrarta (,,HedecTd’” ¢ MHCYJINH).

Cumaznunmun

IIpu npoyuBaHus BbpXy MOHOTEpanus cb¢ cuTarmunTiH 100 mg BeIHBX THEBHO CAMOCTOSITEIHO B
cpaBHEHHE C M1anedo, ChOOLUICHNTE HEXKEIAHN PEAKLIMH ca NIaBOOOINE, XUITOTITUKEMUS, 3a1eK U
3aMaliBaHe.

Cpen Te3u NalKMeHTH HeXKeNIaHUTe ChOUTHS, ChOOIIaBaHH HE3aBUCUMO OT ITPHYUHHO-CIICJCTBCHA
BPB3Ka C JICKAPCTBEHUS MPOAYKT, C 4YeCTOTa Hai-MaKo 5 %, BKIFOUBAT MH(MEKIIUU Ha TOPHUTE
JUXaTeTH! MBTHIA U HazoapuHruT. OCBEH TOBa, ca ChOOIIICHN OCTEOapTPHUT U O0JIKA B KpAHHHIIHNTE,
¢ yectoTa Heyectu (> 0,5 % mo-BUCOKa cpel] YUaCTHULUTE, TOMYUYHMIIN CUTATIIANITHH, OTKOJIKOTO Ta3! B
KOHTPOJIHATA TPyIa).

Memdhopmun

CroManiHo-4YpeBHH CUMIITOMH ca ChOOIIaBaHN MHOTO YECTO MPH KJIMHUYHHU MPOYYBAHUSA U MIPU
IOCTMapKeTHHroBaTa ynorpeda Ha MeTdopmuH. CTOMANTHO-IYPEBHUTE CHMIITOMH KaTO TaJIeHe,
HOBpBILAHE, THapus, 00JIKa B KopeMa M 3ary0a Ha aleTHT ce MOSBSABAT M0-9eCTO MPH 3all0YBaHe Ha
JICUSHUETO U B MTOBEYETO CIIyyau IPEeMUHABAT CIIOHTAHHO. [IOMBITHUTEIHN HEXKeJIaH! PeaKiuy,
CBBp3aHU ¢ MeT(HOPMIH, BKIIOUBAT METAJICH BKYyC (YECTH); JIAaKTaTHA alli103a, HApyIICHUs Ha
yepHOIpoOHaTa (QYHKIIHS, XeTIATHT, YPTHKApUs, epuTeMa U chbpOex (MHOrO penxu). Kareropuure mo
YecToTa ce OCHOBaBaT Ha HalmM4YHaTa nHpopmanus B KpaTtkara xapakTepicTuKa Ha IPOIYKTa Ha
metdopmul, ogodpena B EC.

IeanarpuyHa nomynanus

B kTMHUYHM TPOYYBaHHS ChC CUTANIMOTUHMET(HOPMIH NPU MEeAUaTPUIHH MAEHTH ChC 3aXapeH
nuabet Tur 2 Ha Bb3pacT oT 10 no 17 ronuHu NpoQuIbT Ha HEKENAHUTE PEAKIHH KaTo LSJI0 €
CpaBHHUM C TO3H, HaOJIIonaBaH Npu Bb3pacTHU. [Ipu neanaTpiyHu MalueHTy, KOUTO ca WK He ca Ha
OCHOBHO JIEU€HHE C MHCYJIUH, CUTATJIUIITHH CE€ CBbP3Ba C MOBUIIEH PUCK OT XUMOTTTUKEMHUSL.

Ilpoyusane 3a bezonachocm no omuoweHue Ha cvpoeuHo-cvoosama cucmema TECOS
WznuTBaHeTo, OLEHABAIIO ChPACYHO-CHIOBUTE PE3YJITATH IPH JieueHHe cbe cutarauntul (Trial
Evaluating Cardiovascular Outcomes with Sitagliptin, TECOS), BkitouBa 7 332 manueHTu, JIEKyBaHU
cbe 100 mg curarmunTuH AHEBHO (Wi 50 mg AHEBHO, aKO U3XOAHHUTE CTOMHOCTH Ha M3YHCIIeHaTa
ckopocT Ha riiomepyiHa gunrpamus (eGFR) ca > 30 u < 50 ml/mun/1,73 m?), u 7 339 nauuentu Ha
iane6o B intention-to-treat (ITT) momynarnusta. J[BeTe JiedeHust ca 100aBeHU KbM OOMUYalHUTE
TPWKH CHIIIACHO MECTHHTE cTaHmapTy 3a HbA . 1 chpredno-cbioBr puckoBu pakropu. Obmiata
YEeCcTOTa Ha CEPHO3HUTE HEXKEJIAaHH CHbOUTHS NPH MALUEHTH, TOyYaBally CUTATJUIITHH, € CXOJHA C
Ta3u MPH MAIMEHTHTE, MOTyYaBalln Tareoo.

B intention-to-treat momynarusTa cpe NanueHTUTe, KOUTO U3MOI3BAT HHCYIIMH W/HITH CyI(OHMITypes
Ha M3XOJHO HHUBO, YECTOTaTa HA TEXKKA XUTOTINKeMusI € 2,7 % Tpu MalueHTUTe, JIEKYBaH! ChC
CUTATJIUIITHH U 2,5 % TIpu MalMeHTUTe Ha TU1anebo; cpell MalleHTHTe, KOUTO He U3I0I3BaT HHCYINH
n/nnm cyndoHIITypesl Ha U3X0JHO HUBO, YeCTOTaTa Ha TeXKa xunoraukemus € 1,0 % mpu
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MalUeHTHTE, JeKyBaHH cbe cutarnuntud u 0,7 % npu nanuenTure Ha riane6o. Yecrorata Ha
MOTBBPACHN CHOUTHS, OTIaBaHU Ha MMaHKpeaTHT, € 0,3 % Mpu NanueHTuTe, JIEKYBaH! ChC
cutarnuntud 1 0,2 % npy manueHTUTe Ha Tuianeoo.

Cpo0uaBane Ha MOJO3UPAHN HEKEIAHN PEAKIINH

Cp0o011aBaHETO HA MOI03UPAHHU HEXKEIIaHU PEaKIlnu e pa3peliaBaHe 3a ynorpeda Ha JeKapCTBEHHUS
MPOJYKT € BaKHO. TOBa MO3BOJISABA Ja MPOIBIDKHA HAOIIOJCHUETO Ha ChOTHOIICHUETO MOJI3a/PHUCK 32
JIEKapCTBEHUSA MPOayKT. OT MEAUIMHCKUTE CIICIHAINCTH CE€ U3MCKBA Ja ChOOIIIaBaT BCAKA
[0I03UpaHa He)KEIaHa peakiiys Ype3 HallMOHAIHA CUCTeMa 3a ChOOIaBaHe, I0COUeHa B

IIpunoxenue V.

4.9 Ilpeno3upane

IIpu xOHTpONMpPaHU KIMHUYHU MIPOYYBAHUSI ChC 3PABU YUYACTHUIM CE MpUJIaraT €IHOKPaTHH 103U J0
800 mg cutarnmunTHH. MUHIMAITHO yIbokaBane Ha QTc, KoeTo He ce cuuTa 3a KJIMHUYHO 3HAYNMO, CE
HabI0aBa Mpy eHO MpoyuBaHe ¢ 1o3a oT 800 mg curarmmnTia. Hama orut ¢ go3u Hax 800 mg mpu
KJIIMHWYHY npoyuBanus. [Ipu npoyusanus ®asa I ¢ MHOTOKpaTHO npuiaraHse, HiMa CBbP3aHU € J03aTa
KITMHIYHU HEeXKEJIaH! JIEKAPCTBEHU peaKIny, HaOIII0MaBaH! IIPH CUTATTIUITHH ¢ 1031 10 600 mg
nmHeBHO 3a niepuoau A0 10 qam u 400 mg qHEBHO 3a IEPHOIH 0 28 JHH.

TlNonsmo npeo3upane ¢ MeTOPMHUH (WM €THOBPEMEHHO ChINECTBYBAII PUCK OT JIAKTaTHA allij103a)
MO>Ke J1a JOBEIe J0 JaKTaTHA aIlia03a, KOATO € CIIeIIeH MEIUIIMHCKY CITyJail U TpsiOBa 11a ce JIeKyBa B
O0onnuia. Hait-e(hekTUBHUAT METOJT 32 OTCTPAHSIBAaHE HA JIAKTaTa U MET(POPMHIHA € XEMOIUAIN3aTa.

[Ipu xnmHMYHA TpoyuBaHus puomm3uTenHo 13,5 % oT mo3ara ce OTCTpaHsABa MPH MPOIbIDKaBamia 3-
1o 4 gyaca xemonnanu3Ha cecus. [Ipu mpenenka 3a KITMHUYHA HEOOXOANMOCT MOJKE J1a Ce TperpruemMe
MO-MPOIBJDKUTENHA Auain3a. He e N3BeCTHO Aalld CUTAIIMITHH CE JUaIN3upa Mpu NepUTOHEaTHA
Jianusa.

B ciy4aii Ha peno3upane e MoAXOAAIIO J1a ce IpeAnprueMaT OOMKHOBEHUTE MOAIbPKAIIN MEPKH,
KaTo OTCTpaHsBaHe Ha HeabcopOupaHUs MaTepran OT CTOMAITHO-YPEBHHS TPAKT, KIMHAYHO
HabOmIoeHNe (BKITIOUYNTETHO U eIEKTPOKapANOTpaMa) 1 MpH HyK/1a 3arl04BaHe Ha MOJIbPIKaIIo
JIeUeHUeE.

S. ®APMAKOJIOTUYHUA CBOMCTBA
5.1 ddapmakoaMHAMUYHHU CBOICTBA

dapMakoTepaneBTHYHA TpyTa: AHTHIUA0CTHY JIEKAPCTBEHU MPOAYKTU, KOMOWHAIIMH OT MIEPOPATHH
JIeKapCTBEHU MPOIYKTH 3a HaMassiBaHe Ha KpbBHaTa 3axap, ATC xkox: A10BDO7

Efficib koMOuHMpa J1Ba aHTHXHUIIEPTIMKEMIYHHN JIEKAPCTBEHH TPOAYKTA C JIOITBJIBAII CE MEXaHU3bM
Ha JIeficTBUE 3a OJ00psBaHE HA TIMKEMUYHHS KOHTPOJI MIPHU MAIUEHTH C JUA0ET TUII 2: CUTATIUITHH
tdhocdar, qunentuaun nentuaaza 4 (DPP-4) naxubutop u MeTPOPMHHOB XHIPOXIOPHUI,
IPEe/ICTaBUTEN Ha Kilaca Ha OWTBaHUMHUTE.

CutarnunTuH

Mexanusom na deticmsue

CutarmunTuH docdaT € mepopasHo aKTUBEH, MOLICH U BUCOKOCENIEKTHBEH HHXHOUTOP Ha €H3UMa
munentuaut nenrugasa 4 (DPP-4) 3a neuenue Ha quabet tumn 2. Maxubutopure Ha DPP-4 ca knac
BEIIeCTBA, KOUTO JIEHCTBAT KaTO €HXaHCepH Ha MHKpeTHH. Upe3 naxuOupane Ha eH3uma DPP-4,
CUTAaIJIMITHH MTOBUILIABA HUBATA HA JABA U3BECTHHU aKTMBHU MHKPETUH XOPMOHA, TIIIOKaroH-noJ00HHs
nentua-1 (GLP-1) u rimoko3a-3aBucumus nHcynuHotporieH nonunentus (GIP). Makperunure ca yact
OT €HJIOTeHHA CUCTEMa, yJacTBallla BbB (PU3HOIIOTHYHATA PETYNIAIUS Ha TIIFOKO3HATa XOMEOCTa3a.
Koraro koHIIeHTpauuuTe Ha KpbBHATA 3axap ca HopMaiHu win nosuiieHu, GLP-1 u GIP 3acunBar
CHHTE3a M OCBOOOXKIaBaHETO HA MHCYIIMH OT MaHKpeaTnyHuTe Oera-kieTku. OcBeH ToBa, GLP-1
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HamaJsBa CeKpelusITa Ha IIOKaroH OT MaHKpeaTHIHUTE anda KIETKH, BOACHKU 10 HaMaJleHO
MIPOM3BOICTBO HA YepHOIpoOHa rimoko3a. Koraro HuBarta Ha I10K03a B KphBTa ca HUCKH,
OCBOOOKaBaHETO HA MHCYJIMH HE ce CTHUMYJIHPA U CEKPEIHATa Ha TIIFOKaroH He ce MOTHCKA.
CHUTarmunTHH € MOIIEH U BUCOKO CEJIEKTHBEH HHXUONTOp Ha eH3uMa DPP-4 u He nHxubupa cxonHure
o crpykrypa easumu DPP-8 nnn DPP-9 B Tepanesrnunn konneHTpanun. CUTarTUITHH CE
pasnnyaBa 1o XUMHUYHA CTPYKTYypa U papMaKoJIOTHUYHO IelicTBHE OT aHanmo3ute Ha GLP-1, uacynuH,
CyApOHUTYpesl WX METIMTHHUAN, OUTBaHUIMHH, arOHUCTH Ha aKTUBHPAHHUS OT MEPOKCU3OM
nponudepaTopa rama-penentop (PPARY), anda-raroko3naazaun HHXHOUTOPH U aHAJIO3U HA aMUJIVH.

IIpu ABYyIHEBHO IPOYYBaHE HA 3APAaBH YYACTHHUIIM, CUTATJIUIITUH, IPUIIOKEH CAMOCTOSTEIHO,
noBumraBa akTuBHaTa GLP-1 KoHIEHTpanus, 10KaTo METQPOPMUH MPHUIIOKEH CAMOCTOATEIHO,
NoBHIIIaBa akTHBHATa U obuiara GLP-1 xoHuIEHTpanys B cXoAHa cTeneH. EMTHOBpeMEeHHOTO MpuiiaraHe
Ha CUTAIJIMOTHH U MET(GOPMUH nMa agutuBeH epekT BbpXy aktuBHata GLP-1 xoHneHTpanus.
CuTarimunTyH,3a pa3irka oT MeThOopMHUH, MoBHaBa aktiuBHaTa GIP KoHIIEHTpaIwsL.

Knunuuna eghuxacnocm u 6e3onacrocm
Karo 151710, cutarmunTiH nomgo0psiBa NIMKEMUYHAS KOHTPOJI, KOTaTo € M3IM0JI3Ba KaT0 CaMOCTOSTEITHO
WM KOMOMHHUPAHO JICYeHUE TPH Bb3PACTHHU MALUEHTH ¢ AuadeT Tum 2.

[Tpy KIMHUYHYE IPOYYBAHMS, CUTATIIMITHH KaTO MOHOTEPAIHS 1T0100pABa TIIMKEMHYHNS KOHTPOJI
gpe3 3HAYUTEIIHO HaMaJIeHne Ha XeMorio0uH A . (HbA ) u Tirroko3aTta Ha TJ1aHO U CIIe]T XpaHEeHe.
Hamanenuero Ha rutazmeHara ritokosa Ha riaano (FPG) e nabironaBano Ha 3-Ta ceiMuIia, TbpBaTta
BpEMeBa TOUKa, B KosATO € mMepeHa FPG. HabnronaBanara yectora Ha XMIOTITMKEMHS TIPH TAUEHTH,
JIEKYBaHU ChC CUTATTIUITHH € TI0JI00HA ¢ Ta3u npw 1uiane6o. TerxecHoTo Terno He ce € YBEINIUIOo
CHPSIMO U3XOJHUTE CTOMHOCTH MPH JICYeHHE ChC cuTarmunTiH. HabmonaBano e mono6peHue Ha
CypOraTHHTE MapKepy Ha QyHKIMOHUpaHe Ha OeTa-KiIeTKuTe, B ToBa yncio HOMA-fB (XomeocTtaszeH
MOJIEJT 32 OIIeHKa-[3), ChOTHOIICHNETO Ha MPONHCYINH KbM MHCYIIMH U ITOKA3aTENINTE 38 PEaKTHBHOCT
Ha OeTa-KJIEeTKUTE IPHU TecTa 3a TOJIEPaHTHOCT MPH YECTO JaBaHe Ha XpaHa.

IIpoyuBaHKs CHC CUTAIIMITHH B KOMOMHAINS ¢ METQOPMUH

[Tpu 24-cenMuaHO TTAIE00-KOHTPOIMPAHO KIMHIYHO ITPOYYBaHE 3a OlleHKa Ha e(PUKacHOCTTa U
Oe3omacHoCTTa MpH 100aBsHE Ha cuTaraunTuH 100 mg BeHBXK THEBHO KbM ChILECTBYBAIIO JICUCHHUE
¢ MeTQOpPMHH, CUTATIIUTITHH OCUTYPsIBa 3HAYUTEITHO TIOA00pEeHNE Ha TTTUKEMUYHUTE ITapaMeTpH B
cpaBHeHUe ¢ 1wiare6o. [IpoMsiHaTa CripsMo H3XOTHUTE CTORHOCTH Ha TEIIECHOTO TETIIO0 € MOI00Ha IMpHr
MAIUCHTH, JIEKYBAaHU ChC CUTATJIMITHH cripsiMo 1uiare6o. [Ipu ToBa npoyuyBaHe uMa 1ojj00Ha YyecToTa
HA CJTy4au Ha XMIIOTJIUKEMUS MU MMAlUEHTH, JICKYBaHU ChC CUTATJIMIITHH WU 1U1are0o0.

[Tpu 24-cenmuyHo M1a1Ie00-KOHTPOIUPAHO (aKTOPATHO MPOYyYBaHE HA HAYAITHO JICYEHHE,
cutarunTHH 50 mg ABa THTH JTHEBHO B KomOuHaiwms ¢ MeTgopmut (500 mg umu 1 000 mg nBa mbTH
JHEBHO) C€ ITOCTUTa 3HAYUTEIHO MOZOOPEHNE Ha NIMKEMUYHUTE TapaMeTPH B CPAaBHEHHUE C BCSIKa
MoHoTepanust. HamaneHneTo Ha TeIeCHOTO TEerIo NpH KOMOMHAIMTA CHTAIMITHH U MET(HOPMUH €
MoJJ00HO Ha TOBa HAOJIONABAHO MTPH MET(HOPMHUH CaMOCTOSITEITHO WX IUTane0o; HiMa MPoMsHa
CHPSIMO U3XOJHUTE CTOMHOCTH NPH MAlUCHTH HA CUTATIUITHH caMocTosATeNNHO. YecToTara Ha
XUIIOIJIMKEMUS € IT0A00HA cpell JIEKyBaHUTE TPYIIH.

[IpoyuBaHe ¢cbC CUTArIUITUH B KOMOMHAIHS ¢ METHOPMHUH U CYI(OHUITYPES

24-ceIMUYHO MIaNEe00-KOHTPOIUPAHO KIMHUYHO MPOYYBAHE € MIIAHUPAHO Ja ONCHH e(hPUKACHOCTTA U
6e3onacHoctTa Ha cutannTrH (100 mg BeMHBK THEBHO) MPUOAaBEH KbM TITUMEITUPUT
(camMocCTOSATETHO WK B KOMOUHAIMS ¢ MeT(hopMuH). JJ00aBIHETO HAa CUTATIMIITHH KbM [JIMMETIUPHL U
MeT(HOPMHUH, OCUTYPSIBA 3HAYUTEITHO TONOOPEHUE HA TNTMKEMUYHHUTE napameTpu. [lanueHTure,
JIEKYBaHH ChC CUTADIMITHH UMAT CJ1a00 MOBHINEHHE HA TenecHoTo Tero (+1,1 kg) B cpaBHeHuHeE C
Te3H, Moy4aBajin rianedo.

[IpoyuBaHe CbC CUTAMIUIITUH B KoMOuHauus ¢ MetdopmuH U PPARY aronuct

26-ceqMHUYHO 1a1e00-KOHTPOIMPAHO MPOyUYBaHe € MPEeJHAa3HAuYeHO a OLEHH €(PUKACHOCTTA U
6e3onacHoctTa Ha cutannTrH (100 mg BeTHBXK THEBHO), 100aBEeH KbM KOMOMHAIMA Ha
MUODINTAa30H ¥ MeTGOopMUH. J[00aBSIHETO HA CUTANIUIITHH KbM THOTIIUTA30H U MET(OPMHUH,
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OCHprﬂBa 3HAYUTCIIHU HOILOGpeHI/ISI Ha INIMKCMUYHUTC HapaMeTpH. HpOMHHaTa B TCJICCHOTO TEIJIO OT
U3XOIHO HUBO € HOI[O6Ha Ha Ta3u HpI/I IIaIMCHTH, HEKyBaHI/I CbC CUTAIJIUIITHH, B CpaBHeHI/Ie C
iame6o. Yecrorara Ha XMITOTIMKEMHS CBIIO € MOT00HA PH MAIUEHTHTE, JIEKYBaHH ChC CUTATIUIITHH
WY 11ane0o.

[poyvBaHe Ha CHTAIMOTHH B KOMOWHAIHS ¢ MET)OPMUH U MHCYIINH

24-cenMUYHO TUIAIe00-KOHTPOIUPAHO KIIMHUYHO MPOYYBaHE € MPeJHa3HAYCHO J1a OLICHU
edexTuBHOCTTA M Oe30macHoCTTa Ha cutarmunThH (100 mg BeAHBX THEBHO) J00aBEH KbM WHCYITNH
(npu cTabuinHa f03a 3a Haii-Maiko 10 cenmuiiy) ¢be mim 6e3 MmeTGopmuH (Hak-manko 1 500 mg). [Ipu
MAIMEHTH MPUEMAIIIH TIPEIBAPUTEITHO CMECEH MHCYIUH, cpeiHaTa qHeBHa f03a ¢ 70,9 U/anesHo. [Ipu
MAIUeHTH pUEeMAaIly HE CMECEH NPEABAPUTEHO (MEXKIUHEH/ TIPOIBIKUTEIHO ACHCTBAI) UHCYIIUH,
cpenHara aHeBHa 103a ¢ 44,3 U/nneBHo. anaute ot 73 % OT MalUeHTHTE, KOUTO Ca IpUeMalli
MeThopMuH, ca npeacTaBeHu B Tadnuna 2. J[00aBsiHETO Ha CUTATIIMIITHH KbM WHCYJIUH OCUTYPSIBa
3HAYUTEITHO MMOI00PCHHE HA TIIMKEMHUYHUTE apaMeTpu. Hsima 3HauuTenHa IPOMSIHA B TEIIECHOTO
TETJI0 OT M3XOJHOTO HUBO B JIBETE TPYITH.
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Ta6auna 2: Pesyararu 3a HbA . npu miiane60o-KoHTPOIHPAHN MPOYYBAHHUS ¢ KOMOMHHUPAHO
JiedeHHe CbC CHTATJIMNTHH U MeTGOopMUH*

Cpennn C
CTOHOCTH peana Kopurupana, cnpsimo
Tpoyusane 1A H3XOIHO NpoMsiHA CIIPSIMO miane6o, cpeHa NPpoOMsHA Ha
wieo HbA . H3XO0J1HO HHUBO HbA1c (%)
o HbA . (%) (95 % CI)
(%)

CurtarmunTud 100 mg
BEIHBXK THEBHO, T00aBEH ' o7t
KbM (DOHOBA Teparnus ¢ 8,0 -0,7" -0 8’ 0,5)
meTdopmun! T
(N=453)
Curarnuntud 100 mg
BEJIHBXK JHEBHO, T00aBEH
KbM (POHOBA TEpaITus ¢ 23 0.6" -0,97#
TIMMEnupU + ’ ’ (-1,1,-0,7)
metdopmun!
(N=115)
Curtarmuntud 100 mg
BEIHBXK JHEBHO, 100aBEH
KbM (DOHOBA Tepanws ¢ 0.7h
IIMOTJIUTA30H + 8,8 -1,21 -1 0.-0.5)
merdopmun’ A
(N=152)
Curarmuntus 100 mg
BEJIHBXK JHEBHO, 100aBeH -0,5%%
KbM (DOHOBA Teparnus ¢ 8,7 -0,78 (-0,7,-0,4)
UHCYJIUH + MeThopmuH!
(N=223)
Hauanno neuenue (nBa
IIBTH JHEBHO) I: ' et
cutarnmuntud 50 mg + 8,8 -1,47 -1 8’ 13)
metdopmua 500 mg B
(N=183)
Hauanno neuenue (nBa
O6TH JHEBHO) I: 5 1t
cutarmnTad 50 mg + 8,8 -1,97 (_2_ 3.1 )
metdopmud 1 000 mg 7
(N=178)

* TlomynarnusTa OT BCHYKY JIEKYBaHH ManueHTH (intention-to-treat aHanus).

T Haii-mMankuTe cpeiHu KBaJpaTH ca KOPUTHPAHH CTIPSIMO CTaTyca MPH MPEXOHOTO AHTUXUMEPTIUKEMUIHO JIeYeHHE U
CTOMHOCTTA Ha U3XOJHO HUBO.

£p<0.001 B cpaBHEHHE C TIALE00 WK IWIALEO0 + KOMOMHUPAHO JICYEHHUE.

I'HbA1c (%) Ha 24-Ta ceqmuia.

YHbA1c (%) Ha 26-Ta ceqMuIia.

$ Haif-mankute cpeHu KBagpaTu ca KOPUIMpaHH 3a yrnoTpebara Ha MHCYJIMH Npu Bu3uTa 1 (IPEIBAPUTEITHO CMECEH CPENILy
HECMECEH MPEIBAPUTEIHO [MEXKIMHEH WM MPOABDKUTEIHO ISHCTBAIL]) U U3XOJJHA CTOWHOCT.

[Tpu 52-cenMudHO MpoOyYBaHe, CPABHSBAIIO e(hUKACHOCTTA M OE30IaCHOCTTA NPH T0OaBsHE Ha
cutarmuntud 100 mg BeIHBK THEBHO WM MITUNH3H/ (CYI(QOHUITYPEHHO MPOU3BOTHO) MIPH NAIUEHTH
C HeJOOBP INTUKEMHYEH KOHTPOJI IPY MOHOTEpanusi ¢ MeTGpOPMUH, CUTATTIUIITHH € TIOZ00eH Ha
TJIATIM3H], TTIPU TTIOHMkaBaHeTo Ha HbA ¢ (-0,7 % cpemHa mpoMsiHa CIIpSIMO M3XOIHUTE CTOMHOCTH TIpe3
cenmulia 52, cbe cpeana croiiHocT Ha HbA (. oT nmpubnusurento 7,5 % B aere rpymnu). CpenHara
Jl03a TJIMIH3HU M3T0I3BaHa B rpymara 3a cpaBHeHue € 10 mg gaeBHO KaTo npubmauzutenHo 40 % ot
MAIUCHTUTE C€ HYXKIAsT OT J03a MNIMIMU3K < 5 mg/IHEeBHO 10 BpeMe Ha npoyuBaneTo. O0aue, moseue
NalKMEHTH OT TpyNaTa Ha CUTATJUITHH Ca MPEKbCHAIM [TOPAAH JIMIICAa Ha e(pUKACHOCT, OTKOJIKOTO B
rpymnara Ha runu3ui. [lanmenTure gekyBaHu CbC CUTATIMITHH MOKa3BaT 3HAYNTEIIHO CPETHO
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MOHM)KEHHUE CIPSAMO U3XOIHUTE CTOMHOCTH Ha TelecHoTo Terio (-1,5 kg) B cpaBHEHHE Che
3HAYMTEITHO TIOKaYBaHE Ha TETJIOTO MPH MalMeHTH moyyaBanu riaumusua (+1,1 kg). B ToBa
NpOYyYBaHe, OTHOILCHUETO MPOUHCYIIMH KbM HHCYIHH, MapKep 3a e(eKTUBHOCTTA Ha HHCYTUHOBUS
CHHTE3 M OCBOOOXKIaBaHe, ce MmoAo0psiBa CbC CUTATIUIITHH U CE BIIOILIABA IIPH JICUEHHUE C TIUITU3HUI.
YecroTata Ha XUIOTITUKEMUS B TpymnaTa Ha CUTarIMNTHH (4,9 %) € 3HaYuTeTHO TO-HUCKA OT Ta3H B
rpynara Ha raummsuz (32,0 %).

24-ceqMUIHO TUIAre00-KOHTPOIUPAHO KITMHUIHO TIPOyUIBaHe, BKIIFOUBAIIO 660 manuenTn e
NpeHa3HAYeHO J1a OIICHU e(pUKacHOCTTa BOJICIIa /IO HAMAIISIBaHE HA HHCYJUHOBUTE JIO3U U
Oe3omacHoctTa Ha cutarmnTyH (100 mg BeTHBK THEBHO), KOTaTo € MPUOaBeH KbM WHCYIUH TIapKUH
cbe min 6e3 metopmuH (more 1 500 mg) mo BpeMe Ha MHTEH3U(PHUIUPAHETO HA HHCYIMHOBATA
tepanus. [Ipu nanueHTy, mpueMaliu MeThOopMHH, U3XogHaTa cTolHOCT HAa HbA | e 8,70 % u
HavanHaTa 103a uHcyauH e 37 [U/queBHo. [lanpenTnTe ca HHCTPYKTUPaHU Ja TUTPUpAT TSXHATa 1034
WHCYIIMH TJIapKUH Bb3 OCHOBA Ha CTOMHOCTUTE Ha KpbBHATA 3aXap Ha MIaJHO, U3MEPEHU Upe3 KPbBEH
TecT ¢ yOokmaHne Ha npheTa. [lpu manueHTrTe, MpueManti MeTOopMUH, Ha 24-Ta ceIMUIIA,
YBEJIMYaBaHETO HA JIHEBHATA /1032 HHCYMHH € 19 [U/qHeBHO npu mannueHTH, JeKyBaH! ChC
cutanmnTiH U 24 [U/mHeBHO nipu narenTy Ha miane6o. [Tonmxkasanero Ha HbA . npu naruenry,
JIEKyBaHU ChC CUTArTUITHH, MeT(hopMuH U HHCYIWH € -1,35 % B cpaBHeHue ¢ -0,90 % mpu narueHTy,
JIeKyBaHH ¢ Tiarne6o, MmetopMuH 1 HHCYIUH, paznuka oT -0,45 % [95 % CI: -0,62; -0,29]. YectoTaTa
Ha XUMoriaukeMus e 24,9 % npu nauueHTH, JIEKyBaH! ChC CUTATJIMOTHH, METQPOPMUH U HHCYITUH U
37,8 % mpu mauMeHTy, JeKyBaHH ¢ 1iane0o, MeTpOpMUH U UHCYIUH. Paznukara ce 1bJKM OCHOBHO
Ha TI0-BUCOKHS MPOIEHT MAI[MeHTH B TPyTaTa Ha Turanebo, H3MUTaay 3 WK OoBeYe enn3o/a Ha
xunornukemus (9,1 copsimo 19,8 %). Hsama paznuka B uecToTaTa Ha TEKKA XMITOTJIMKEMHUSL.

Mertdopmun

Mexanuzvm nHa Oelicmeue

MetdhopMuH € OUrBaHUANH C AHTUXHUIICPIIIMKEMIYEH e(DeKT, MOHKaBaIl KakTo 0a3aHaTa, Taka u
TUTa3MeHaTa TII0K03a Clie]] XpaHeHe. Tol He CTUMYJIMpa WHCYJIMHOBATA CEKPEUs U CIeI0BATEIIHO HE
MPEIU3BHKA XUIIOTTTHKEMHUSI.

MeTtdopMuH MOKe J1a JeiicTBa 10 TPU MEXaHHU3Ma!

- upe3 HaMaJsIBaHe MPOAYKIMATA Ha YepHOIPOOHA TIIFOK03a Ype3 HHXMOWpaHe Ha
TJIFOKOHEOTeHe3aTa M TIIMKOTeHOIIN3aTa

- B MYCKYJIUTE, Upe3 yMEpEeHO NOBUIIIaBaHEe HA MHCYJIMHOBATAa YyBCTBUTEIHOCT, TOI00PSIBAKA
nepudepHOTO MoeMaHe M YCBOSIBAaHE Ha TIFOK03a

- upe3 3a0aBsHe Ha aOCOpPOIHsITA HA TIIFOKO3a B THHKUTE YepBa.

MeTdopMuH CTUMYJIMpa BBTPEKIETHYHNS CHHTE3 Ha TIIMKOTE€H Upe3 Bh3AeHCTBHE BHPXY [NIMKOTEH
cuHTeTa3ara. MeT(opMuH NOBHUIIaBa TPAHCIIOPTHUS KalallUTET Ha CelM(UUHN TUIIOBE MEMOpPaHHU
TpaHcnioptepu Ha rimoko3ara (GLUT-1 u GLUT-4).

Knunuuna egpuxacnocm u 6e3onacnocm

[Ipu xopaTa, HE3aBUCUMO OT JEHCTBUETO CH BbPXY INIMKEMHATA, METPOPMHUH MMa OIaronpusTHA

e eKTH BhpXY JUMHIHHS MeTabom3bM. ToBa ce JI0oKa3Ba MPH TepaIleBTUYHN KOHIICHTPAIMH B
KOHTPOJIMPAaHU KIMHUYHH MPOYYBAHUS ChC CPEIHA MPOIBJLKUTEIHOCT WM ABITOCPOYHHU KIMHUYHH
npoy4BaHus: MeThOpMHUH HamaisiBa oOmus xonectepoi, LDLc 1 HuBaTa Ha TpUIIMLEPUINTE.

IIpocnektuBHoTO pannomusupano (UKPDS) npoy4Bane € ycTaHOBUIIO JBJATOCPOYHATA 10132 OT
MHTEH3UBHUS KOHTPOJI Ha KpPbBHATA 3axap MpH OuadeT THIl 2. AHaIU3bT HA PE3yJITaTUTE IPU
MaIMEHTHTE ¢ HATHOPMEHO TETJIO, JIEKYBaHH C MET(OPMHH CIie[l HEYCIeX C INeTa CAMOCTOSITEITHO
MOKAa3Bar:
- 3HAYMTENTHO HaMalleHUe Ha a0COMIOTHHS PUCK Ha CBBbP3aHUTE C JrUadeTa YCIOKHEHHUS B rpynara
Ha MeTdhopmuH (29,8 crouTHa/1 000 MaIMEeHTOTOAMHI) CIIPSAMO THETa CaMOCTOSTEITHO
(43,3 cebutns/1 000 maumenroroauun), p=0,0023 u cipsiMo rpynuTe Ha KOMOMHAIHS ChC
cyndonunypest 1 MoHoTepanusi ¢ uHCyHH (40,1 cebutns/1 000 manmenToronuum), p=0,0034
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- 3HAYUTETHO HaMaJIcHUe Ha a0COJIFOTHUS PUCK OT CBbp3aHaTa ¢ qUabeT CMBbPTHOCT: MeTHOPMUH
7,5 ceoutns/1 000 marueHTOrouHU, JUETa CAMOCTOSTETHO
12,7 cvbutus/1 000 nmarmentoroguau, p=0,017
- 3HAYUTEITHO HaMalleHNe Ha a0COJIFOTHUS PUCK OT 00IaTa CMBPTHOCT: MET(HOPMHUH
13,5 crOutura/1 000 manueHTOroJUHH CIIPSIMO JIUETa CAMOCTOSTEIIHO
20,6 ceoutus/1 000 mammentoroaunay, (p=0,011) u cupssmMo TpynuTe KOMOMHIpPaHA
cyndoHmypest 1 MoOHOTepanus ¢ uacyuH 18,9 ceoutns/1 000 narmentoronuuu (p=0,021)
- 3HAYMTETHO HaMaJieHNE Ha aOCOFOTHHS PUCK OT MHOKapieH HHPAPKT: METHOPMIH
11 ce0mtHsa/1 000 marMeHTOroAMHH, TUETA CAMOCTOSITETHO
18 crouTHs/1 000 maruenroroaunay, (p=0,01).

TECOS e pannoMusupano npoyusase npu 14 671 mauuenTty B intention-to-treat momymnanusTa ¢
HbA . > 6,5 no 8,0 %, ¢ ycTaHOBEHO CHPIEYHO-CHIOBO 3200IBaHE, KOUTO TOJTY4YaBaT CUTATIUIITHH
(7 332) 100 mg mueBHO (vt 50 mg qHEBHO, ako m3xoaaute croitHocT HAa eGFR ca > 30 u

<50 ml/mMun/1,73 m?) wmm maane6o (7 339), 1o6aBeHn KbM 0OMYAHUTE TPUKH CHITIACHO MECTHHUTE
crangapty 3a HbA . u cbpreuno-cba0Bu puckosu Gaxropu. [amuentu ¢ eGFR < 30 ml/mun/1,73 m?
HE Cca BKJIFOUEHH B Ipoy4uBaHeTo. M3cnenBanaTa nmomysamnus BkitouBa 2 004 manueHTy Ha Bb3pacT

> 75 ropunu u 3 324 nanuentu ¢ 660peuno yepexaane (eGFR < 60 ml/mun/1,73 m?).

ITo BpemMe Ha mpoy4BaHEeTO, O0MIAaTa N3YHCIeHA cpeaHa pa3iuka (SD) B croitHocTuTe Ha HbA . MeXIy
TPYyIUTE HA CHTAarIunTHH 1 marebo e 0,29 % (0,01), 95 % CI (-0,32, -0,27); p < 0,001.

[IspBUYHaTa KpaliHa TOUKA IO OTHOLIEHUE HA ChPACYHO-ChI0OBATA CUCTEMA € ChCTaBHA OT IIbpBaTa
MOsIBa Ha ChPACYHO-CHIOBA CMBPT, HedaTaneH MUOKapeH HH(DAPKT, HedaTaneH HHCYNT WK
XOCIIMTAIA3AIYS TIOPaId HECTa0MITHA CTEHOKapIus. BTOpHuHUTE KpaliHU TOYKH 110 OTHOIICHHUE Ha
CBhPJEYHO-CHA0BATA CHCTEMA BKIIFOYBAT ITbPBATA MOSBA HA CHPJEYHO-CHI0BA CMBPT, He(haTanieH
MHUOKapeH nH(apKT Wiu HedaTaieH WHCYIT; TbpBaTa M0sBa Ha HHINBUAYATHUTE KOMIIOHEHTH Ha
IbPBUYHATA CHCTABHA; 00IIa CMBPTHOCT M XOCTIUTANN3AINY TIOPaIX 3aCTOWHA ChpAeYHa
HEJIOCTaThYHOCT.

Cren npocne/sBaHe C MeAWaHa Ha MPOABDKUTEIHOCT OT 3 TOJAWHH, CUTATJIMIITHH HE TTOBHIIABA PHCKA
OT I'OJIEMH HEXKENIaH! ChPACYHO-CHIOBH CHOUTHS WITM PUCKA OT XOCITUTAIN3AINS ITOpaIy ChpIeuHa
HEJJOCTaThYHOCT, KOTaTo ce J00aBsi KbM 0OMYaiHUTE TPYKU TIPH MALUESHTH C IHA0eT THII 2 B
CpaBHEHHE C oOmuaitHuTe TpIku 6e3 cutarnunTiH (Tabnmma 3).

Ta6auna 3: YecToTn Ha KOMOMHUPAHHU CHPAEYHO-CHAOBH Pe3YJITATH M HA KJIIOYOBH BTOPUYHH
pe3yJTaTu

Curtarmuntun 100 mg Ilnauedo
YecroTa YecTtoTa
HA Ha
100 nanu 100 naun | Koepuumenr na p-
E€HTOr o1 E€HTOr o011 pucka CTOHHOC
N (%) Hu* N (%) HH * (95% CI) Tf

Anann3 B Intention-to-Treat monyaanusta

Bpoii nanuenTn 7332 7 339

IIspBHYHA cbCcTaBHA KpaliHa
TOYKa
(CppaedHo-CHIOBAa CMBPT,
HedaTanreH MHOKapeH HHAPKT,
HedaTaneH UHCYIT WK
XOCTIUTAIN3ALMS, TIOPaH
HecTaOWIIHA CTCHOKapAUs ) 839 (11,4) 4,1 851 (11,6) 4,2 0,98 (0,89-1,08) <0,001
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Curariauntud 100 mg Ilnane6o
YecroTa Yecrora
Ha Ha
100 naun 100 mann | Koepuumenr na p-
€HTOI 011 €HTOIr 011 pucKa cToifHOC
N (%) HI* N (%) HH * (95% CI) T
BropuuHa cbcTaBHa KpaliHa
TOYKa
(Cepaedno-chI0Ba CMBPT,
HedaralieH MUOKapIeH HHDapKT
i HeaTaIeH HHCYIT) 745 (10,2) 3,6 746 (10,2) 3,6 0,99 (0,89-1,10) <0,001
Bropuuen pesyarar

CbpevHO-ChI0BA CMBPT 380 (5,2) 1,7 366 (5,0) 1,7 1,03 (0,89-1,19) 0,711
BcesikakbB BUI MHOKapACH
nHOapkT (¢paraneH u Hedatanen) | 300 (4,1) 1,4 316 (4,3) 1,5 0,95 (0,81-1,11) 0,487
BeskaksB Bun uHCYNT (aTaneH
u HedaTaseH) 178 (2,4) 0,8 183 (2,5) 0,9 0,97 (0,79-1,19) 0,760
Xocnuranuszauus nopaau
HecTaOuIHa CTeHOKapAns 116 (1,6) 0,5 129 (1,8) 0,6 0,90 (0,70-1,16) 0,419
CMBPT Opajy BCIKaKBa
NpUYMHA 547 (7,5) 2,5 537(7,3) 2,5 1,01 (0,90-1,14) 0,875
XocnuTranuzamus, nopaau
ChpJIeYHa HEJOCTATHYHOCTE 228 (3,1) 1,1 229 (3,1) 1,1 1,00 (0,83—-1,20) 0,983

* YecroraTa Ha 100 manueHTOroJMHY € m3uucieHa karo 100 X (oOmust Opoii marueHTH ¢ > 1 chOuTHe 1Mo Bpeme Ha
JIOITY CTUMUS TIEPHO]T Ha SKCIIO3UIIUS CIIPSMO OOIIUS Opoii MalMEeHTOTOIMHU HA MPOCIEITBAHE ).

"Bb3 ocHoBa Ha Mozien Ha CoX, CTpaTH(ULMPAH 110 PETMOH. 3a CHCTABHMTE KPAiHU TOUKH, P-CTOMHOCTHTE CHOTBETCTBAT Ha
TECT 32 HEMH(EPHOPHOCT, THPCELI Ja MOKaXe, Y& KOePHUIUECHTHT Ha PUCKA € T0-MabK oT 1,3. 3a BCHYKH APYTH KpaltHH
TOYKHU P-CTOWHOCTHTE CHOTBETCTBAT HA TECT 3a PA3IHUKHUTE B KOS(PUIIMEHT HA PHCKA.

¥ AHaNTU3BT Ha XOCHUTAIM3ALMATA IOPAIH ChPAeUYHA HEAOCTATLUHOCT € KOPUIUPaH 3a aHaMHE3a 3a ChpeuHa

HEOOCTAaTbYHOCT HAa U3XOAHO HUBO.

[MenmarpuyHa nomyIanys

EBporeiickara areHIus 1o jJekapcTBara 0CBOOOXKIaBa OT 3ab/DKSHHETO 3a TPEIOCTaBIHE Ha
pesyaratute oT npoyuBaHusiTa ¢ Efficib BEB Bcrmuku moarpymnu Ha nequaTpudHaTa HOIMyJIans ChC
3axapeH auabeT Tun 2 (BK. Touka 4.2 3a nHpOpMaIKsa OTHOCHO yrnoTpeda B eIUaTpHAITa).

be3omacHoctTa n C(I)I/IKaCHOCTTa npu ILO63B$1H6 Ha CUTAIJIUIITUH NIPpU NCAUATPUYIHN TAIITUCHTHU Ha
BB3pact oT 10 10 17 ronuHu ¢ AuadeT THI 2 ¥ HeaaeKBaTeH MIMKeMUYeH KOHTPOJ Ha MEeT()hOPMHUH, ChC
wii Oe3 WHCYJIINH, ca OIIGHEHH B JIBE MIPOYYBaHUS 3a 1epuox ot 54 cenxmunu. JJo6aBsHeTo Ha
CUTArTUOTUH (MPHI0KEH KaTO CUTATTHIITHH+MET(HOPMUH WK CUTATTHIITHH+METHOPMHUH C
yaBmKeHo ocBoOokaBane (XR)) e cpaBHEeHO ¢ 100aBsHETO Ha Mmianedo KbM MeTHOPMIH UITH
metdopmua XR.

Makap u 1a ce JeMOHCTpHpa MPEBB3X0ACTBO IO OTHOIIEHHE MOHMKaBaHeTo Ha HbA | 3a
CUTArTUNTHHMEeTHOPMUH/ cUTarmunTUH+MeThopMuH XR Hajg MeThopmuH Ha ceqmuna 20 mpu
cOOpHHMS aHATTM3 OT TE3H JIBE MIPOYYBAHMS, PE3YJITATUTE OT OTJCTHUTE IPOYYBAHUS Ca HECHBMECTUMH.
OcBeH TOBa, He ce HaOIMI0/1aBa M0-BUCOKA €PUKACHOCT HA CUTATITUITHH+METHOPMUH/
cutarmuntuH+MeTdhopmuH XR B cpaBHeHue ¢ MeTdopmuH Ha cenmuna 54. Crnenosarenno, Efficib ne
TpsAOBa Ja ce W3MOJI3Ba MPH MeAUATPUIHH MTAIIMEHTH Ha Bh3pacT ot 10 1o 17 roguHM mmopamn
HeJoCcTaThYHa e(hUKAacHOCT (BK. Touka 4.2 3a nH(OpMAIUsl OTHOCHO yroTpeda B MeiuaTpusiTa).
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5.2 ®dapMakoKMHETHYHH CBOICTBA

Efficib

[TpoyuBanusTa 3a OMOEKBUBAJICHTHOCT IIPHY 3[paBH YUaCTHUIM MOKa3Bart, ue Efficib
(cHTaraUnTHH/METQOPMUHOB XUPOXJIOPUT) KOMOMHUpPAHH TabIeTKH ca OMOCKBUBAICHTHH Ha
€IHOBPEMEHHOTO IIPUIIOKEHHE Ha CUTANIMITHH Qocdar 1 MeTPOPMUHOB XUIPOXIOPUI KATO OTAEITHH
TabJEeTKH.

CJIGI[HI/ITG JaHHU ITIOKa3BaT q)apMaKOKI/IHeTI/I'-IHI/ITe CBOIiCTBa HaA OTACIHUTC aKTUBHHU BCHUICCTBA HA

Efficib.

CutarnunTuH

Abcopbyus

Cren nepopanHo npuiokeHue Ha Ao03a 100 mg Ha 31paBy y4acTHHUIIM, CUTATTUITHH ObP30 ce
abcopOmpa, ¢ JocTUTaHe Ha MMKOBY ITUTa3MEHN KOHIIeHTparuH (Meauana Tmax) 1 o 4 waca cien
npunoxennero, cpeana miazMena AUC Ha cutamuntud 8,52 uMehr, Chax 950 nM. AbGcomoTHara
OMOHAIMYHOCT HA CUTATVIMIITHH € MpuOnm3nTeHo 87 %. Thil KaTo MpreMaHeTo Ha CUTATIUIITHH
€HOBPEMEHHO ¢ Oorata Ha Ma3HUHH XpaHa He MOBIUsABA (apMaKOKHHETUKATA, CUTATJIUIITUH MOXE Ja
ce mpuiiara ¢ win 6e3 Xpasa.

IImasmenara AUC Ha CHTanIMIITHH Ce TTOBHUIIABA 110 J03a MPOTIOPITHOHaIeH HadnH. J{o3a-
IPOIOPLUUOHAIHOCT He € YCTaHOBEHA 38 Crax U Coguaca (Crmax C€ TIOBUILIABA [TOBEYE OT J103a-
MPOTIOPIIHOHATHO, 8 Co4uaca C€ YBEITHUABA TI0-MAJIKO OT J03a-ITPOMOPIIHOHAIHO).

Pasnpedenenue

Cpenausar o0eM Ha pasnpeesieHne B CTAIIHOHAPHO CHCTOSHUE CJie]] €AHOKpaTHa HHTPaBEHO3HO
npwiIokena qo3a ot 100 mg cCUTarMNTHH Ha 3APaBH YIACTHHIM € IpuoIu3nTeaHo 198 murpa.
OpakuysiTa CATAIMOTHH 00paTUMO CBHP3aHa C IIa3MEHUTE IPOTEHHU € HUCKa (38 %).

Buompancgopmayusn
CHUTarTUNTHH ce STUMUHUPA OCHOBHO HEMIPOMEHEH C YpUHATA, & METaO0OIU3MbT € BTOPOCTEIICHEH
nbT. [Ipubnmu3utento 79 % OT CUTAIIMIITUH C€ EKCKPETHPa HEITPOMEHEH B ypUHATA.

Cnen nepopanna 103a ['*CleutarmunTus, npuomusutendo 16 % oT paIMoakTUBHOCTTA CE EKCKPETHPA
KaTo MeTabOJUTH HA CUTArIMNTHH. Ha HUBO ciieqiu ca yCTaHOBeHH IIeCT METaboJInTa, KOUTO HE Ce
OuaKBa Jia JOMPHHACAT 3a ia3MeHara DPP-4 nHXuOUTOpHA aKTUBHOCT HAa CUTATJIMIITUH. [ Vitro
MPOYYBAHMUATA TIOKA3BAT, Y€ OCHOBHUSAT €H3HUM, OTTOBOPEH 32 OrpaHIMYEHUS METa0O0IM3bM Ha
cutarunTiH € CYP3A4, ¢ yaactuero u Ha CYP2CS.

In vitro nanHUTe TIOKa3BaT, 4e cuTarunTHH He e nHxuOuTop Ha CYP m3oemsumurte CYP3A4, 2C8,
2C9, 2D6, 1A2, 2C19 wnmu 2B6, u He ¢ namykTop Ha CYP3A4 u CYPIA2.

Enumunupane

Crnien npuiiokeHue Ha repopainta 103a [“ClcuTamiunTiH Ha 31paBy yYaCTHHIM, TPUOITU3UTETHO

100 % oT mpuItoXKeHaTa paHMOaKTUBHOCT ce enumunHupa ¢ pexanuure (13 %) unu ypunara (87 %) o
€/IHa ceIMHUILIa CIIe/l MPUIIOKEHUEeTo Ha Jto3arta. [IpuBuaHusT KpaeH ty; ciaen 100 mg nepopaiHa g03a
CUTATNIMIITHH € pronu3uTenHo 12,4 yaca. CUTarmUNTHH Ce HATPyIIBa CaMO MHHUMAJTHO TIPU
MHOTOKpAaTHO Tpuiarane. brOopeunHusT kimpbHC € npubmmsurenso 350 ml/mMuH.

EnuMuHMpaHeTo Ha CUTANIMITUH CTaBa OCHOBHO 4pe3 ObOpeuHa eKCKpeLysl U BKIIOYBA aKTUBHA
TyOynHa cexpenyss. CUTAIIMIITHH € cyOcTpar Ha YOBELIKM OpraHW4YeH aHHOHEH TpaHcHoprep -3
(hOAT-3), koiiTo MOXxe Ou y4acTBa B ObOPEUHOTO EIMMUHUPAHE HA CUTANTUNTHH. KITMHUYHOTO
3HadeHue Ha hOAT-3 B TpaHCIIOpPTa HA CUTAIVIMIITHH HE € ycTaHOBeHO. CUTAIMIITHH € CyOCTpar U Ha
P-IIMKOTIPOTEHH, KOWTO MOJKe OM y4acTBa M B MEIMUPAHETO Ha ObOPEYHOTO EMTMMUHUPAHE Ha
CUTAIVIMIITHH. B CHIIOTO BpeMe IUKIOCTIOPHH, €UH P-TIITUKOPOTEHH HHXHUOUTOp, HE HaMAaJIsiBa
O0BOpeuHHs KIMpBHC Ha cutarunTud. Cutarmuntud He € cyoctpar Ha OCT2 wim OAT1 unu PEPT1/2
TpaHcnoprepurte. [n vitro cutarmuntul He notucka OAT3 (IC50=160 uM) unu p-mukKornpoTernHa (10
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250 uM) MeauupaHus TPAHCTIOPT B TEPANIEBTUYHO PENICBAHTHU TUIa3MeHU KoHIleHTparmn. [Ipu
KJIMHUYHO MPOYYBAHE CUTADIMIITHH UMa MaJIbK €()eKT BbPXY IIa3MEHUTE KOHIICHTPAIMK HA JUTOKCHUH,
KOETO ITOKa3Ba, Y€ CHUTATIUIITHH MOXKE Ja € CJIa0 HHXHOUTOP Ha P-TIUKOMPOTEHH.

Xapaxmepucmuxa npu nayuenmume
dapMaKOKMHETHKATa HA CUTAIVIMIITHH € KaTo 1[I0 CXOIHA IIPH 3APaBH YYaCTHHIIN U IAIIUEHTH C
nuabet Tam 2.

bvopeuno yepescoane

[IpoBeneHO ¢ 0TBOPEHO MPOYUBAHE MPH SAHOKPATHO MPUIOKCHHE 3a OIICHKA Ha (hapMAKOKHMHETHKATA
Ha HaMaJieHa Jj03a cuTannTiH (50 mg) Mpu ManueHTH ¢ pa3IivyHa CTETIeH Ha XpOHHYHO OBOpEeYHO
YBpEXKIaHe B CPABHEHUE ChC 3/IpaBU KOHTPOIH. [IpoyuBaHeTo BKIFOYBA MallMeHTH ¢ OBOpedHO
YBpEkKJIaHEe B JIeKa, yMEPEeHA WM TeXKKa CTeNeH, kKakTo U manueHTH ¢ ESRD na xemonuanu3za. OcBeHn
TOBa, e()eKTUTE HAa OLOPEYHO YBpEXKIaHE BHPXY (PapMaKOKMHETUKATA HA CUTATJIMIITHH IPU IMAIUEHTH C
nradeT tram 2 1 0L0peYHOo YBpEKIaHe B Jieka, yMEepeHa MIIH TexKa cTerneH (BkmountenHo ESRD), ca
OIIEHEHH Ype3 MOMyIanuOHHN (HapMaKOKHHETUYHU aHATU3H.

B cpaBHeHue cbe 3apaBu KOHTpoH, utazMeHata AUC Ha CUTamIMITHH C€ IOBUILABA IPUOIU3UTETHO
1,2 bTH TIpH TAIUEHTH ¢ 0BOpeuHo yBpexkaane B ieka crened (GFR > 60 no < 90 ml/mun) u
CHOTBETHO 1,6 MbTH Npy manueHTH ¢ 0b0peuHo yBpexnane B ymepena crerner (GFR > 45 no

< 60 ml/mun). Tpi KaTo pa3MepbT Ha MOBULICHUETO HE € KIMHUYHO 3HAYMM, HE Ce HaJlara KOpUrupaHe
Ha J103aTa [PH Te3H MAaLEeHTH.

[Tnasmenara AUC Ha CUTamTUNTHH C€ TIOBUILIABA IPUOTU3UTEIHO 2 THTH IIPH NAalMeHTH ¢ OBOpEYHO
yBpexxaane B ymepena crernieH (GFR > 30 o <45 ml/muH) 1 npubau3uTenHo 4 MbTH MIPH MAIUEHTH C
060peuno yBpexaane B Texkka crerneH (GFR < 30 ml/mun), Bromrountenao naruedTd ¢ ESRD Ha
xemoauann3a. CUTarIUITHH ce OTCTPaHsABa yMepeHo mpu xemoauanusa (13,5 % 3a 3- no 4-yacosa
XEeMOJMaJIM3Ha CeCcHs 3aroyBaina 4 yaca cie]] MPHI0KEHHETO).

Yeprodpobro yspexcoane

He e HeoOxoammMa KopeKIust Ha J103aTa CUTArJIMIITHH IPU MAallUeHTH C JIEKO WK YMEPEHO
yepHOIPOoOHO yBpexkaaHe (ckop mo Child-Pugh < 9). Hsima kiTuHMYEH OMUT MPH MAIUEHTH C TEXKKO
yepHOIPOoOHO yBpexaaHe (ckop mo Child-Pugh > 9). B cpmioro Bpeme, Thil KaTO CHTAITIUIITHH CE
SIIMMUHUPA OCHOBHO Upe3 Ob0penuTe, He Ce 09aKBa TEKKOTO YSPHOAPOOHO YBpPEKTaHE 1a TIOBITHSIC
BBpPXY (papMaKOKWHETHKATA Ha CUTATJIAIITHH,

THayuenmu 6 cmapuecka 8v3pacm

He ce nanara xopekius Ha 103aTa B 3aBUCHUMOCT OT Bb3pacTTa. Bb3 0CHOBa Ha MOMyNallMOHEH
(hapmMakoKuHEeTHYCH aHaKu3 Ha gaHHu oT Pa3za [ u Dasza I, Bp3pacTTa He OKa3Ba KIMHUYHO 3HAYHM
edext BbpXy (papMakoKMHETHKATa HA CUTATIUITHH. YYaCTHUINTE B CTap4ecka Bh3pact (65 mo

80 roguaM) MMat TpUOIN3UTENHO 19 % MO-BUCOKM MIa3MeHH KOHIIEHTPAIMK Ha CUTATITUIITHH B
CpaBHEHUE C TIO-MJIaIM YIACTHHIIN.

Ileouampuyna nonynayus

®dapMaKkOKWHETHKATA HA CUTAraunTuH (enuHuyHa g03a 50 mg, 100 mg umu 200 mg) e uzcneaBaHa
NpY IeJUaTpUYHK anrueHTy (Ha Bb3pact ot 10 no 17 rogunn) ¢ nuabdet tun 2. [Ipu Ta3u nomynanus,
AUC Ha cUTarmunTyH B IU1a3MaTa, KOpUTUpaHa CpsaMo 103aTa, € mpuommsutesnHo 18 % mo-Hucka
OTKOJIKOTO TIPW BH3PACTHH MalueHTn ¢ nuadet tun 2 npu go3a 100 mg. He ca mpoBexaanu
MPOYYBaHUS ChC CUTATJIMIITUH MPH NMEJUATPUYHU MAllMEeHTH Ha Bh3pacT < 10 roauHu.

Lpyau xapaxmepucmuxu Ha nayuenmume

He ce nanara xopekuus Ha J1o3ata B 3aBHCUMOCT OT TIOJI, paca WK UHJIEKC Ha TenecHa Maca (BMI).
Te3u xapakTepUCTUKH HAMAT KIMHUYHO 3HaYMM e(DeKT BbpXy (papMakoKWHETHKATa HA CUTATIIMITAH
criope; KOMOMHUpPaHUsI aHATIN3 Ha (hapMakOKMHETHYHHUTE JaHHK oT Da3a | n nonmynaunonex
(hapMaKOKMHETHYCH aHanu3 Ha JanHu ot ®aza [ u daza II.
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Metdopmun

Abcopoyus

Cren nepopaina 103a METPOpPMUH, Tmax €€ HOCTUTA 10 2,5 yaca. AOCOIIOTHATa OMOHATMYHOCT Ha
tabnetka merdopmun 500 mg e npudbnausurenno 50-60 % npu 3apasu yyactHunu. Cres nepopaiHa
J103a, HeabcopOupaHaTa (pakiius, oTKpuTa BbB (ekanuute € 20-30 %.

Cren nepopajeH npuem, abcopOrusita Ha MeT(OPMUH € HacHIalia ce 1 HembiaHa. CMsTa ce, 4e
(hapMakokMHEeTHKATa Ha abcopOIrsaTa Ha MeThOpMUH ¢ HelnHeWHa. [Ipn o0nJaitHn 1031 MeTHOPMHUH
Y JI030BU CXEMH, TIA3MECHUTE KOHIICHTPAIIMHU TP CTAIIMOHAPHO ChCTOSIHUE CE€ JIOCTUTaT B PAMKUTE Ha
24-48 yaca u KaTo 1510 ca mo-manko ot 1 pg/ml. [lpu koHTpOMTMpaHN KIMHUYHY MPOYYBAHUS,
MaKCHUMAaJIHUTE IUTa3MeHN HUBa HAa MeTHOPMHUH (Cmax) HE IpEBUILABAT 5 pg/ml, nopu mpu
MaKCHMAJHH J03U.

Xpanarta HamalIsiBa CTEIEHTa U c1abo 3a0aBst abcopOimsita Ha MeTopmuH. Criel MPUIIOKEHNE Ha
no3a ot 850 mg, ce HabromaBa 40 % mo-HUCKA MUKOBA TUTa3MeHa KOHIIEHTpanus, 25 % HaMajeHne Ha
AUC u yopimkaBase ¢ 35 min Ha BpeMeTo 10 TOCTHUTaHe Ha ITUKOBA TJIa3MeHa KOHIICHTPAIITHS.
KnuanynaTa 3HaY4MMOCT HE € U3BECTHA.

Pasnpeoenenue

CBBp3BaHETO C IUIa3MEHUTE IPOTEUHU € He3HAUNTEeTHO. MeTOpMUH ce pa3npenesis B epUTPOLIUTHTE.
KpBBHUSAT MUK € MO-HUCHK OT TIa3MEHHUS MK U Ce TI0SBSBA MPUOIN3UTETHO TI0 CHIIOTO BpEME.
YepBeHuTe KPbBHU KJIETKU Hal-BEPOATHO MPEACTABIABAT BTOPUUECH KOMIIAPTUMEHT Ha
pasnpezaenenue. Cpenuust Vd Bapupa mexay 63 — 276 1.

Buompancgopmayusn
MertdopMuH ce eKCKpeTHpa HelpoMeHeH B ypuHaTa. [Ipu xopaTa He ca ycTaHOBEHH METabOINTH.

Enumunupane

bropeunusT kimpbHC Ha MeTGopMmuH € > 400 ml/MuH, KoeTo oka3Ba, 4e MeT(pOpPMUH ce eTMMUHNpPA
ype3 riioMepysiHa Quntpaius u TyOyiHa cekpenus. Ciiel] mepopaliHa J103a, MPUBUIHUAT TePMUHAIICH
SJIMMHUHAIMOHEH TOJTYKHUBOT € nmpubiau3utesHo 6,5 h. Korato 6b0peunara pyHKIMS € yBpecHa,
O0B0peyHNs KIMPHHC Ce HaMallsiBa B ChOTBETCTBHE C TO3HM HA KPeaTHHUHA U CIIEJOBATEITHO
SITMMHUHAITMOHHUSAT TOY)KUBOT C€ yIbIDKaBa, KOETO BOJU J0 TOBUIIICHH HUBA HA MET)OPMUH B
TuTa3MaTa.

5.3 IlpenxkIUHUYHH JAHHHU 32 6€30MACHOCT
He ca nposexaanu npoyuBanus ¢ xuBoTHH ¢ Efficib.

[Tpu 16-cenMuYHM TPOYYBAHUS, B KOUTO Ky4eTa ca TPETUPAHU WX ¢ MET(OPMHUH CAMOCTOSTEIHO WU
¢ KOMOUHAIHSI OT MET()OPMUH M CUTATJIUIITHH, HE ¢ Ha0JII01aBaHa JIOTbIHUTETHA TOKCHYHOCT OT
komOmHanuATa. NOEL B Te3n mpoyuyBaHus ce HAOI0JaBa IMPHU €KCIIO3UINS Ha CUTArJIUITHH
MPHOIM3UTETHO 6 ITBTH MTO-BUCOKA OT Ta3u IPHU XOpa ¥ MPH eKCIIO3UITUS Ha METPOPMUH
MPUOIUZUTENTHO 2,5 MBTH ITO-BUCOKA OT Ta3u IIPH XOopa.

CJ'IC,Z[HI/ITC JaHHHU Ca HaXOKH! IIpU NPOYUYBaAHUA IIPOBEACHU CHC CUTAITIUIITHH WU MCTd)OpMHH
CaMOCTOSATCIIHO.

CutaraunTuH

br0Opeuna u yepHOAPOOHA TOKCHYHOCT ce HaOJ0aBa MPY TPU3a4d IIPH CTOWHOCTH Ha CUCTEMHA
EKCIIO3UIMS 58 MBTH MO-BUCOKH OT HUBOTO Ha €KCIIO3MIIMATA TIPU XOpa, a HUBOTO 0€3 €eKT e
ompeneneHo Ha 19 mbTH NO-BHCOKO OT TOBA MPH X0pa. AHOMAaJIMK Ha PEe3LUTE ce HAOM0aaBaT MNPy
IUTbXOBE TIPH HUBA HA €KCHO3ULMS 67 I'bTU I10-BUCOKH OT HUBOTO Ha KIMHUYHA €KCIIO3ULNUS; HUBOTO,
0e3 edexT npu Ta3zu HaXoAKa € 58 MbTH MO-BUCOKO, CHITIACHO PE3YATATHTE OT 14-CeIMUYHO
MIpOyYBaHe MpH TUTbXOBE. 3HAYSHUETO Ha Te3W HAaXOJIKU IPU XOpa He € U3BeCTHO. TpaH3UTOpHH,
CBBP3aHH C JICUEHUETO (PU3MUECKH MPOSIBH, HIKOH OT KOMUTO MPEAIoIaraT HaInIueTo Ha
HEBPOJIOTMYHA TOKCHYHOCT, KaTo JIUIIIaHe C OTBOPEHA yCTa, CalMBaIlys, eMe3HcC Ha Osj1a TsHa,
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aTrakcusi, TperepeHe, HaMaueHa akTUBHOCT /MM U3TbpOeHa 11032 ce HaOIIIoaBar npy KydeTa mpu
HHUBA Ha €KCIIO3UIIUA HpI/I6_HI/I3I/ITeJ'IHO 23 BT MO-BUCOKM OT HUBOTO Ha KIMHHYHA CKCITO3UII . OcBen
TOBA, MHOTO JIeKa 0 JIeKa KOCTHO-MYCKYITHA IeTeHepalysi ce HaOo1aBa i XUCTOIOTUYHO MPH JI03H,
JlaBallli HUBA Ha CUCTEMHA SKCIIO3UIHS TIPHOIM3UTEITHO 23 THTH T0-BUCOKU OT HUBOTO HA
EKCIIO3UIMs ITPpH xopa. [Ipu Te3u pe3yaratd, HUBOTO 0e3 e()eKT € MPH eKCIO3UIKS 6-KpaTHO I10-
BHCOKA OT HUBOTO Ha KIIMHUYHA €KCIIO3HUIIMSL.

CuTamunTuH He MOKa3Ba FTeHOTOKCUYHOCT B XO/1a Ha NMPEAKINHUYHY Ipoy4BaHus. CUTAITIMIITHH HE €
KaHIIepOTeHeH MY MUINKH. [Ipy MmIbX0Be MMa MOBHUIIIEHA YECTOTa Ha YePHOIPOOHH aJICHOMHU U
KapIIMHOMH IIpH HUBA HAa CUCTEMHA E€KCTIIO3ULIUA 58 BTH MO-BUCOKH OT T€3H IpH Xopa. Thil Kato e
YCTaHOBEHO, Y€ XETAaTOTOKCHYHOCTTA KOPEIrpa C MHAYIMPAHETO Ha YepPHOAPOOHA HEOIa3 sl pH
TUTHXOBE, Ta31 TIOBUIIIEHA YeCTOTa Ha YePHOAPOOHH TYMOPH MPHU TLTHXOBETE € BEPOSITHO BTOPUYHA,
BCJIE/ICTBUE Ha XPOHWYHA XENIATOTOKCUYHOCT NPH Ta3M BUCOKa Jo03a. [lopaau BUcokara rpaHuna Ha
6e3onacHocT (19-bTH MO-BUCOKA NIPU TOBa HUBO O€3 €(PeKT), Te3H HEOIJIaCTUYHU ITPOMEHH HE Ce
CUMTAT PEJIEBAHTHH 3a XOpa.

He ca nabmtonaBanu cBbp3aHu C JEYCHUETO e(hEeKTH BbpXy (DepTHUINTETA IPH MBKKH U KEHCKU
IUTBXOBE TOJIyYMIM CUTAIJIMIITHH IIPEAM U 110 BpeMe Ha dudrocBaHe.

HpI/I IMPOYUYBAaHEC BBPXY r[pe-/ MOCTHATAJIHOTO PA3BUTHUC HA IIBXOBC CUTAITIMIITHH HC IOKa3Ba HCIXKCIIAHU
peaKkiuu.

IIpoyuBaHusTa BBPXY pENpONAyKTUBHATa TOKCUYHOCT MOKA3BaT HAJMUMETO HAa CBbP3aHa C JICYEHUETO,
JIeKO yBeJIMUeHa YecToTa Ha MajdopMaluy Ha pedpa Ha ¢eTyca (JUICBAIH, XUITOTIACTUYHU U
IUIaBaIly pedpa) MpH MMOKOJICHUETO Ha IUTBXOBE NP HUBA HA CUCTEMHA €KCIIO3ULMS II0BEYE OT

29 mBTH MO-BUCOKHU OT TE3H MpH X0opa. TOKCHYHOCT Ha MaliKaTa ce HaOIro/aBa Ipy 3allli P HIBA
noBeye oT 29 MbTH MO-BUCOKHM OT HUBATa Ha €KCMO3MIMsA Ipu Xopa. [lopagyu Bucokara rpaHulia Ha
0e30macHOCT, Te3W HAXOAKH He MpeAroarar CbUIeCTBYBaHETO Ha ChOTBETEH PHUCK 32
PENpPORYKTUBHOCTTA NPH X0pa. CUTANIMITHH CE CEKpeTHpa B 3HAYMMHU KOJIMYECTBA B MJIIKOTO Ha
JAKTHPALIX TUTbXOBE (OTHOLICHUE KbpMa/Tuiazma: 4:1).

Mertdopmun

[IpeaxnMHIYHUTE TaHHU 32 MET(OPMHH HE Pa3KpUBaT 0cOOEH PUCK 3a Xopara Ha 0a3zaTa Ha
KOHBEHIIMOHAITHH (DapMaKOJIOTHYHH MPOYYBaHUS 32 0€30MacHOCT, TOKCUYHOCT IIPH MHOTOKPATHO
MIpUJIaraHe, FeHOTOKCUYHOCT, KapIUHOTEHEH TOTEHIUAI, PEPOAYKTHBHA TOKCHYHOCT.

6. OAPMAIIEBTUYHU JAHHU
6.1 CunucbK Ha NIOMOLIHUTE BeleCTBA

Anpo Ha TabneTkara
MUKpOKpHUCTanHa mnenyio3a (E460)
nouoH K29/32(E1201)

HaTpUeB Jaypuicyndar

HaTpHUEB cTeapuidymapar

DUIMOBO TTIOKPUTHE
TTONTU(BUHHUJIOB aJIKOXOJ)
Mmakporoi 3350

tank (E553b)

tuTaHoB auokcun (E171)
gepBeH xeneszeH okcuy (E172)
yepeH xene3eH okcu (E172)
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6.2 HecbBMecTUMOCTH

Henpunoxumo

6.3 Cpok Ha romHOCT

2 TOAUHU

6.4 Chenuajanm ycJIoBUS HA CbXpaHeHHe
Ha ue ce cexpansBa Hax 25 °C.

6.5 Buau chabpp:KaHUe HA OMAKOBKATA

Hemnpospaunu 6auctepu (PVC/PE/PVDC u amymunmit).

OmakoBku 110 14, 28, 56, 60, 112, 168, 180, 196 dumMupanu TabIETKH, TPYTIOBH OITAaKOBKH,
chabpkamm 196 (2 onakosku no 98) u 168 (2 omakoBku 1o 84) dhunmupanu tadbiaetku. OnakoBKa 1Mo
50 x 1 dbuamupanu TabIeTKH B TepHOpUpaHn €aHOTI030BH OJTUCTEPH.

He Bcuuku BHI0BE OTTAKOBKH MOTAT Jia ObJaT MyCHATH Ha Ma3apa.
6.6 CrnenuajHu Npeana3Hu MepPKH MPH U3XBBLPJIsHE

Hewusnon3panusar JICKaPCTBCH MMPOAYKT WIX OTINAABYHUTE MAaTEpHaJId OT HETO Tp}I6Ba Ja C€ U3XBBPJIAT
B CBOTBCTCTBHUEC C MCCTHUTC N3HCKBAaHMA.

7. HPUTEXATEJI HA PASPEHIEHUETO 3A YIIOTPEBA

Merck Sharp & Dohme B.V.
Waarderweg 39

2031 BN Haarlem
Hunepnannus

8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

Efficib 50 mg/850 mg dunMupanu TabieTKH
EU/1/08/457/001
EU/1/08/457/002
EU/1/08/457/003
EU/1/08/457/004
EU/1/08/457/005
EU/1/08/457/006
EU/1/08/457/007
EU/1/08/457/015
EU/1/08/457/017
EU/1/08/457/019
EU/1/08/457/020

Efficib 50 mg/1 000 mg dunMupaHu TaOJIETKA
EU/1/08/457/008
EU/1/08/457/009
EU/1/08/457/010
EU/1/08/457/011
EU/1/08/457/012
EU/1/08/457/013
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EU/1/08/457/014
EU/1/08/457/016
EU/1/08/457/018
EU/1/08/457/021
EU/1/08/457/022

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

[ata Ha mepBO paspemasane: 16 romu 2008 T.

Hara Ha nocnenHo noxHoBsBaHe: 13 mapt 2013 r.

10. [JATA HA AKTYAJIU3UPAHE HA TEKCTA

IMonpoOua nHopmartrs 3a TO3U JSKApCTBEH MPOJYKT € MPeocTaBeHa Ha yeOcaiita Ha EBporietickara
areHITHs 110 JeKapcTBara: https://www.ema.europa.eu.
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HNPUJIOKEHUE I1

MNPOU3BOJUTEJI(M), OTTOBOPEH(HHN) 3A
OCBOBOXKJIABAHE HA ITAPTU N

YCJI0OBUSA NJIM OTPAHUYEHMUA 3A TOCTABKA U
YIIOTPEBA

APYI'U YCJIOBUSA 1 UBUCKBAHUSA HA
PASPEHIEHHUETO 3A YIIOTPEBA

YCJOBUA NJIN OT'PAHNYEHMUSA 3A BE3OITACHA U

E®EKTHUBHA YIIOTPEBA HA JIEKAPCTBEHMSI
MPOJAYKT
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A. TPOM3BOJUTEJ(M), OTTOBOPEH(HU) 3A OCBOBOK/IABAHE HA MAPTUIU

HWwme u aapec Ha nnpousBoauTesi(uTe), OTTOBOPeH(HU) 32 0CBOOOXKIaBaHE HA MMAPTUIAU

Merck Sharp & Dohme B.V.
Waarderweg 39

2031 BN Haarlem
Hunepnannus

b. YCJIOBUA NN OT'PAHUYEHUA 3A JTOCTABKA U YIIOTPEBA

.HCKapCTBeHI/IHT MPOAYKT CC OTIIYCKa I10 JICKAPCKO MPEANMCAHNEC.

B. JPYI'M YCJIOBUS U U3NCKBAHUS HA PASPEIIEHHUETO 3A YIIOTPEBA
. Hepuonguunu akTyaan3upanu 10kjaaqu 3a 6esonmacuoct (ITAJB)

N3uckBanusta 3a nonasane Ha [TAJIb 3a To3u JiekapcTBEH MPOAYKT ca MTOCOUYEHH B CITUCHKA C
pedepentnute natu Ha EBponetickus cbto3 (EURD cnucek), npeasuaeH B wi. 1078, an. 7 ot
Hupextusa 2001/83/EO, 1 BbB BCUUKH CIIEABAIIN aKTyaJIN3allH, TyOJUKYBaHU HA €BPOINIEHCKUS
yeOrmopTain 3a JeKapcTBa.

. YCI0OBUS WIN OI'PAHUYEHMUS 3A BE3OITACHA U EOEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHUA ITPOAYKT

. IInan 3a ynpasjenne Ha pucka (II'YP)

[TputexkaTemnst Ha pa3pemeHuero 3a yrnorpeda (IIPY) tpsodBa na n3BbpIIBa H3UCKBAHUTE JEHHOCTH U
JEHCTBUS, CBBP3aHU C TIpOCiIe/siBaHe Ha JeKapcTBeHaTa 0€30MacHOCT, ocoueHH B 000penus [TYP,
npezactaBed B Moayn 1.8.2 Ha pa3penieHueTo 3a ynorpeda, KakTo 1 BbB BCUUKH CIIEABAIIH OJ00pEHH
akTyanuzanuu Ha [TYP.

Axrtyanusupan [IYP TpsOBa na ce nojasa:

o 1o uckane Ha EBponelickaTa areHuus 1o JieKkapcTBara;

. BUHATH, KOTATO Ce M3MEHS CHCTEMaTa 3a yIpaBJICHUE Ha PUCKa, OCOOCHO B Pe3yiTaT Ha
rmoJTy9JaBaHe Ha HOBa WH(OpMAITHS, KOSITO MOXKE JIa JJOBEIE 0 3HAYMMH ITPOMECHH B
CHOTHOITICHUETO TTOJI3a/PUCK, WITH CIIeN JOCTUTaHe Ha BaKEH eTall (BbB BPB3Ka ¢ MPOCIeasIBaHe
Ha JIeKapCTBeHaTa 0€30MaCHOCT WM CBEXKJAaHE HA PUCKA JI0 MUHUMYM).
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MNPUJIOKEHHUE 11T

JAHHU BbPXY OITAKOBKATA U JIMCTOBKA
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A. JAHHHU BBPXY OITAKOBKATA
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JAHHU, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

BbHIIHA KAPTOHEHA KYTHUSA

1. NME HA JIEKAPCTBEHUS TPOAYKT

Efficib 50 mg/850 mg ¢pmmvupanu TabmeTKu
CUTArJIUIITAH/METHOPMHUHOB XHIPOXIOPHU/L

2. OBABABAHE HA AKTUBHOTOMTE) BELLIECTBO(A)

Bceska TabneTka cbhbpika CUTAarmUNTUH (pocdaT MOHOXUApAT, EKBUBAIIEHTEH Ha 50 mg CUTATTTUITHH,
1 850 mg MeTGOpPMUHOB XUAPOXIOPHI.

‘ 3. CIIMCBK HA IIOMOIIHUTE BEIMECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

14 pumvupanm TabreTKH

28 hunmMupaHu TaOIETKH

56 duiMupanu TadNeTKH

60 dhunvupann TabIeTKH

112 ¢ummupanu TabneTkn

168 puimMupanu Ta0neTKH

180 dunmupanu TabiueTku

196 Gunmupanu TaOIeTKH

50 x 1 punmupanu TabneTKH

I'pymoBa omakoBka, ceabpxkama 196 (2 omakoBku 1o 98) punmupanu TabIeTKH
I'pymoBa omakoBka, chabpxkaria 168 (2 omakoBku 1o 84) huaMupaHu TaOIeTKH

5. HAYUH HA ITPUJIATAHE U ITbT(MIIIA) HA BBBEXK/IAHE

[Ipenu ynorpeba npoueTere TUCTOBKATA.
IlepopanHo mpuioxxeHue

6. CIIEHUAJIHO NPEAYHPEXIEHUE, YE JTEKAPCTBEHUAT ITPOAYKT TPABBA
JA CE CbXPAHSABA HA MSACTO JAJIEYE OT IIOIJIEJA 1 TOCET'A HA TELIA

Z[a CC CbXpaHsiBa Ha MACTO, HEAOCTHITHO 3a AC1A.

| 7. JAPYI'U CIIEHUAJIHU TPEAYIIPEXJIEHUSA, AKO E HEOBXO/IUMO

| 8. JATA HA U3TUYAHE HA CPOKA HA IT'OJHOCT

T'omgen no:
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‘ 9. CIIENUAJIHU YCJIOBUSA HA CbXPAHEHUE

Ja ue ce cexpansiBa Hax 25 °C.

TAX, AKO CE U3UCKBAT TAKHUBA

10. CHELNUAJIHU NPEANNASHU MEPKHU ITPU U3XBBHPISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU WJIHN OTHAABYHU MATEPUAJIN OT

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

Merck Sharp & Dohme B.V.
Waarderweg 39

2031 BN Haarlem
Hupnepnannus

12. HOMEP(A) HA PASPEHIEHHUETO 3A YIIOTPEBA

EU/1/08/457/001 14 dunvupanu TabiaeTku
EU/1/08/457/002 28 dhunmupanu TaOIeTKH
EU/1/08/457/003 56 dhunmupaHu TabaeTKH
EU/1/08/457/019 60 ¢punmupanu TabaeTKu
EU/1/08/457/004 112 dunmupanu TabIeTKH
EU/1/08/457/005 168 dpunmupanu TabIeTKH
EU/1/08/457/020 180 dpunmupanu TabneTku
EU/1/08/457/006 196 dunmupanu TabneTku
EU/1/08/457/007 50 x 1 punmupanu TabneTkn
EU/1/08/457/015 196 (2 x 98) dunmupanu TabIeTKH
EU/1/08/457/017 168 (2 x 84) punmupanu TaOJIETKH

13. TTAPTUJAEH HOMEP

IMaptunen Ne

‘ 14. HAYMH HA OTIIYCKAHE

| 15. YKA3AHMSI 3A YIIOTPEBA

| 16. MH®OPMAIIUS HA BPAIJIOBA A3BYKA

Efficib
50 mg/850 mg

| 17. YHUKAJIEH WAEHTU®UKATOP — JIBYU3IMEPEH BAPKO/

JByn3MepeH 0apKoJI C BKIIIOUEH YHUKAJICH UACHTU()UKATOD
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18. YHUKAJIEH WAEHTU®PUKATOP — JAHHU 3A YETEHE OT XOPA

PC
SN
NN
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JAHHU, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

MEXK/INHHA OITAKOBKA 3a rpynoBu onakoBku 0T 2 onakoBku — 6e3 blue box 50 mg/850 mg
dunmupanu TadaeTku

’ 1. HNME HA JIEKAPCTBEHUS TPOAYKT

Efficib 50 mg/850 mg ¢punmupanu TabneTku
CHTarIMNTHH/MET(GOPMHHOB XUAPOXIOPHUI

2. OBSABABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcesika TabneTka cbibpika cUTarmunTyH Gocdat MOHOXUApAT, EKBUBAIEHTEH Ha 50 mg CUTATTTUNTHH,
u 850 mg METPOPMHUHOB XUIPOXIIOPHI.

|3. CHUCBHK HA IOMOIIHUTE BEIIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

98 dummupanu TabeTkH. YacT OT rpynoBa onakoBKa, He MOXKe J1a ce TpojiaBa OTACITHO.
84 ¢punmupanu tabnetku. YacT oT rpynoBa onakoBKa, He MOXKE J1a Ce MPO/IaBa OTIISIHO.

‘ S. HAYUH HA ITPUJIATAHE U ITBbT(MIIIA) HA BBBEXK/IAHE

[Ipenu ynorpeda npoyeTeTe JINCTOBKATA.
TlepopanHo npuiioxeHue

6. CIIEHHUAJIHO NPEAYHPEXJIEHUE, YE JTEKAPCTBEHUAT INPOAYKT TPABBA
JA CE CBbXPAHSABA HA MSACTO JAJIEYE OT NNOITIEJA U TOCETA HA JELTA

I[a CC ChbXpPaHsABA HAa MACTO, HEAOCTBHIIHO 3a AC1A.

‘ 7. APYTU CIIEHUAJIHU ITIPEAYIIPEXXJAEHUS, AKO E HEOBXOANMO

| 8. JATA HA T3TUYAHE HA CPOKA HA TOJHOCT

T'ogen no:

| 9. CIIEIMAJIHH YCJIOBUA HA CbXPAHEHUME

[a =e ce cpxpansBa Hajx 25 °C.

32




TAX, AKO CE UBUCKBAT TAKUBA

10. CHELNUAJIHU ITPEAIIASHU MEPKH [TPU N3XBBPISSHE HA HEU3IIOJI3BAHA
YACT OT JIEKAPCTBEHUTE NNPOAYKTHU WJIN OTHAABYHU MATEPUAJIN OT

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

Merck Sharp & Dohme B.V.
Waarderweg 39

2031 BN Haarlem
Hunepnannus

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/08/457/015
EU/1/08/457/017

13. TIAPTHJIEH HOMEP

[Maptunen Ne

‘ 14. HAYMH HA OTIIYCKAHE

| 15. YKA3AHMS 3A YIIOTPEBA

| 16. MH®OPMAIIUS HA BPAIJIOBA A3BYKA

Efficib
50 mg/850 mg

17. YHHUKAJIEH HAEHTU®UKATOP — JIBYU3IMEPEH BAPKO/

Henpunoxxnumo

18. YHHUKAJIEH WIAEHTU®UKATOP — JAHHHU 3A YETEHE OT XOPA

Henpunoxumo
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MUHUMYM JAHHU, KOUTO TPABBA JIA CbABPKAT BJIMCTEPUTE

BJIUCTEP

| 1. HNME HA JIEKAPCTBEHUSA ITPOAYKT

Efficib 50 mg/850 mg tabnetku
curarnuntus/merdopmunos HCI

| 2. NME HA ITPUTEXKATEJIA HA PASPEIHIEHUETO 3A YIIOTPEBA

MSD

| 3. JATA HA UT3THYAHE HA CPOKA HA TOJHOCT

EXP

| 4. IHAPTUJAEH HOMEP

Lot

5. JIPYIO
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JAHHU, KOUTO TPABBA A CbABPKA BTOPUYHATA OITAKOBKA

BbHIIHA KAPTOHEHA KYTHUSA

1. NME HA JIEKAPCTBEHUS TPOAYKT

Efficib 50 mg/1 000 mg dbunmmupanu TabIeTKH
CUTArJIUIITAH/METHOPMHUHOB XHIPOXIOPHU/L

2. OBABABAHE HA AKTUBHOTOMTE) BELLIECTBO(A)

Bceska TabneTka cbhbpika CUTAarmUNTUH (pocdaT MOHOXUApAT, EKBUBAIIEHTEH Ha 50 mg CUTATTTUITHH,
1 1 000 mg MeTOpMUHOB XUAPOXIIOPHI.

‘ 3. CIIMCBK HA IIOMOIIHUTE BEIMECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

14 pumvupanm TabIeTKH

28 unmMupaHu TaOIETKH

56 duiMupanu TadNeTKH

60 dhunvupann TabIeTKH

112 ¢ummupanu TabneTkn

168 puimMupanu Ta0neTKH

180 dunmupanu TabiueTku

196 Gunmupanu TaOIeTKH

50 x 1 punmupanu TabneTKH

I'pymoBa omakoBka, ceabpkama 196 (2 omakoBku 1o 98) dpunmupanu TabneTku
I'pymoBa omakoBKka, chabpxkaria 168 (2 omakoBku 1o 84) duIMUpaHu TaOIETKH

5. HAYUH HA ITPUJIATAHE U ITbT(MIIIA) HA BBBEXK/IAHE

[Ipenu ynorpeba npoueTere TUCTOBKATA.
IlepopanHo mpuioxxeHue

6. CIIEHUAJIHO NPEAYHPEXIEHUE, YE JTEKAPCTBEHUAT ITPOAYKT TPABBA
JA CE CbXPAHSABA HA MACTO JAJIEYE OT NNOITIEJA U JOCETA HA JELA

Ja ce cpxpaHsBa Ha MSCTO, HEAOCTHITHO 34 JICTIA.

| 7. JAPYI'U CIIEHUAJIHU TPEAYIIPEXJIEHUSA, AKO E HEOBXO/IUMO

| 8. JATA HA U3TUYAHE HA CPOKA HA IT'OJHOCT

T'omgen no:
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‘ 9. CIIENUAJIHU YCJIOBUSA HA CbXPAHEHUE

Ja ue ce cexpanssa Hax 25 °C.

TAX, AKO CE U3UCKBAT TAKHUBA

10. CHELNUAJIHU ITPEANTASHU MEPKH ITPU NU3XBBPISSIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTH WJIN OTITAABYHU MATEPUAJIA OT

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

Merck Sharp & Dohme B.V.
Waarderweg 39

2031 BN Haarlem
Hupnepnannus

12. HOMEP(A) HA PASPEHIEHHUETO 3A YIIOTPEBA

EU/1/08/457/008 14 dunvupanu TabiaeTKu
EU/1/08/457/009 28 dhunmupanu TaOIeTKH
EU/1/08/457/010 56 dhunmupasu TabaeTKH
EU/1/08/457/021 60 ¢punmupanu TabaeTKA
EU/1/08/457/011 112 dpunmupanu TabaeTKH
EU/1/08/457/012 168 dpunmupanu TabIeTKH
EU/1/08/457/022 180 ¢punmupanu TabneTku
EU/1/08/457/013 196 dunmupanu TabneTku
EU/1/08/457/014 50 x 1 punmupanu TabneTkn
EU/1/08/457/016 196 (2 x 98) dbunmupaHu TabIeTKH
EU/1/08/457/018 168 (2 x 84) punmupanu TaOIETKH

13. TTAPTUJAEH HOMEP

IMaptunen Ne

‘ 14. HAYMH HA OTIIYCKAHE

| 15. YKA3AHMSI 3A YIIOTPEBA

| 16. MH®OPMAIIUS HA BPAIJIOBA A3BYKA

Efficib
50 mg/1 000 mg

| 17. YHUKAJIEH WAEHTU®UKATOP — JIBYU3IMEPEH BAPKO/

JByn3MepeH 0apKo/i C BKIIOUEH YHUKAICH HACHTU()HUKATOD
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18. YHUKAJIEH WAEHTU®PUKATOP — JAHHU 3A YETEHE OT XOPA

PC
SN
NN
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JAHHH, KOUTO TPABBA A CbAbP/KA BTOPUYHATA OITAKOBKA

MEK/INHHA OITAKOBKA 3a rpynoBu onakoBKHU oT 2 onakoBku -0e3 blue box —
50 mg/1 000 mg puamupanu TadieTKU

‘ 1. NME HA JIEKAPCTBEHUS ITPOAYKT

Efficib 50 mg/1 000 mg ¢puamupanu TabneTKu
CUTArITUITAH/MET()OPMHUHOB XHUIPOXIOPH/

2. OBSABABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcesika TabneTka chappika cuTaraunTuH ¢ocdar MOHOXUAPAT, EKBUBAJIIEHTEH HA 50 Mg CUTAarTUITHH,
u 1 000 mg MeT)OpMUHOB XUAPOXIIOPH.

‘ 3. CIINCBK HA IIOMOIIHUTE BEIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

98 dhunvupann TabreTku. YacT oT TpymnoBa OonakoBKa, HeE MOXKE Ja Ce TpoiaBa OTIEITHO.
84 dunvupanu TabnaeTkr. HacT OT rpyIoBa onakoBKa, HE MOXeE J1a C€ MTPoaBa OTIEIHO.

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

ITpean ynorpeba mpouerere JTUCTOBKATA.
IlepopanHo mpuiioxeHue

6. CIIEHUAJIHO NPEAYIIPEXKJIEHUE, UE JIEKAPCTBEHUAT INTPOAYKT TPSIGBA
JA CE CbXPAHABA HA MACTO JAJIEYE OT ITOIVIEJA 1 JOCETA HA JEITA

,Z[a CC ChbXpaHsdBa Ha MACTO, HEAOCTBITHO 3a ACHA.

| 7. APYTU CIIENUAJIHU INTPEAYIPEKJIEHU A, AKO E HEOBXOJIUMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA TOJHOCT

Tonen no:

‘ 9. CIIEHHMAJIHU YCJIIOBUSA HA CbXPAHEHUME

Ha ne ce cpxpansBa Hax 25 °C.
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TAX, AKO CE UBUCKBAT TAKUBA

10. CHELNUAJIHU ITPEAIIASHU MEPKH [TPU N3XBBPISSHE HA HEU3IIOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU WJIN OTITAABYHU MATEPUAJIN OT

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

Merck Sharp & Dohme B.V.
Waarderweg 39

2031 BN Haarlem
Hunepnannus

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/08/457/016
EU/1/08/457/018

13. TIAPTUJIEH HOMEP

[Maptunen Ne

‘ 14. HAYMH HA OTIIYCKAHE

| 15. YKA3AHMS 3A YIIOTPEBA

| 16. MH®OPMAIIUS HA BPAIJIOBA A3BYKA

Efficib
50 mg/1 000 mg

17. YHHUKAJIEH HAEHTU®UKATOP — JIBYU3IMEPEH BAPKO/

Henpunoxxnumo

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

Henpunoxumo
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MUHUMYM JAHHHU, KOUTO TPABBA JJA CbABPXKAT BJIMCTEPUTE

BJIUCTEP

| 1. HNME HA JIEKAPCTBEHUSA ITPOAYKT

Efficib 50 mg/1 000 mg TabneTku
curarnuntus/merdopmunos HCI

| 2. NME HA ITPUTEXKATEJIS HA PASPEIIIEHUETO 3A YIIOTPEBA

MSD

| 3. JATA HA UT3TUYAHE HA CPOKA HA TT'OAHOCT

EXP

| 4. IHAPTUJAEH HOMEP

Lot

5.  JPYIO
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b. IUCTOBKA
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JlucroBka: HH(l)OpMaIII/IH 3a mManMeHTa

Efficib 50 mg/850 mg ¢puiimupanu tadneTrku
Efficib 50 mg/1 000 mg ¢punmupanu TadieTku
CUTaTrJTUITHH/METHOPMHHOB XHJIPOXIOPHUT
(sitagliptin/metformin hydrochloride)

IIpoyereTe BHMMATEIHO LSIVIATA JIMCTOBKA, MIPEIM 1A 3all0YHeTe 1a pueMaTe TOBa JIEKapCcTBo,

Thi KaTo THA ChAbpiKa BaxkHa 3a Bac undgopmanus.

- 3ana3zeTe Ta3u JTUCTOBKA. MoXe J1a ce HaNOXKHU J1a 51 IPOYETETe OTHOBO.

- AKo MMaTe HAKaKBH JIOBIHUTEIHNA BBIIPOCH, TIonuTaiiTe Bamms nexap, gpapmareBt wim
MEIUIIMHCKA CECTpA.

- ToBa nekapcTBo € npeanucano au4Ho Ha Bac. He ro nmpeorcrrnBaiite Ha npyru xopa. To Moxe
Jla UM HaBPEH, HE3aBUCHUMO Y€ TPU3HAIUTE HA TSIXHOTO 3a00JIsiBaHE ca ChIUTE KaTo Barmure.

- AKoO TIoNTyunTe HIKaKBU HEXEJIaH! JIEKApCTBEHU peaKIny, yBegomete Bamms nekap, papmarneBt
WJIM MEIMIIMHCKA cecTpa. ToBa BKIIIOYBA U BCUYKH Bb3MOXKHU HEKEIaHU PEaKIUK, HEOIMCAaHU B
Ta3u JIMUCTOBKA. Bikre Touka 4.

Kakso CbABbpPiKa Ta3u JUCTOBKA

Kaxkso npencrasmnsiBa Efficib u 3a kakBo ce usmnomn3pa

KaxBo TpsiOBa na 3Haere, npenu ga npuemere Efficib

Kak na npuemare Efficib

Bb3M0OKHY HEXENAHU PEaKLUU

Kak ga cexpansBate Efficib

ChapprkaHie Ha ONIAKOBKAaTa U JOMBJIHUTEIHA HH(DOpMAIIUs

Sk L=

1. Kaxso npencrasasia Efficib u 3a kakBo ce uznoJsizsa

Efficib cpabpika 1Be pa3iuyHM JIEKapcTBa, HAPEUCHU CUTATIIMITHH U METPOPMUH.

° CUTArJIMIITHUH TPUHAIICKN KbM KJIac JieKapcTBa, HapeueHrn DPP-4 uaxuburopn (IunenTuaui
nenTuaaza-4 MHXUOUTOPH)
) MeT(HOPMUH MPUHAJICIKU KbM KIIaC JICKAPCTBA, HAPSUYCHU OUTBaHUIMHU.

Te neficTBaT €JHOBPEMEHHO, 32 Jla KOHTPOJIMPAT HUBOTO HAa KPhBHATA 3aXap MPU Bb3PACTHU MAIUCHTH
¢ hopma Ha quaber, HapeUeH ,,3axapeH nuadeT tum 2°“. ToBa JekapcTBO MOBHINIABa HUBATa Ha
WHCYJIMH, TPOU3BEJICH CJIe]] XpaHeHe U HaMallsiBa KOJTMIECTBOTO 3aXap, MPOU3BEICHO OT Bamius
Opra’Hu3bM.

3aeHO C AMeTa M yIPpa)KHEHNUS, TOBA JEKapCTBO MOJIIIoMara HaMajueHneTo Ha Bamara kpbBHa 3axap.
ToBa nekapcTBO MOKE Ja Ce M3I10JI3Ba CAMOCTOSATEITHO WM C OIIPEENICHH APYTH JIeKapcTBa 3a 1uadet
(MHCYNMH, CYA(QOHUITYpesl WK TIUTA30H).

Kakso mpencrasnsBa quabet tum 27

Jwuabet THIl 2 € ChCTOSHKE, ITPU KOETO BammsaT opraHu3pM He IPOU3BEKa T0CTaThYHO HHCYINH, a
NPOM3BEKAAHUAT HHCYIMH HE JCHCTBa Taka JoOpe KakTo 6u Tpss6Bano. OcBeH ToBa OpraHu3MbT Bu
MOJKE J]a IPOU3BerKaa TBbp/Ie MHOTo 3axap. [Ipu ToBa nonokeHune, 3axapra (INII0K03aTa) C€ HATPYIBA B
KpbBTa. ToBa MOXKeE J1a MPUYMHN CEPUO3HU MEAMIIMHCKH POOIEMH KaTo ChPACYHO 3a00IsIBaHE,
0B0peuHo 3ab0IsABaHe, CIETOTa U aMITy TaIlusl.
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2. KaxBo TpsioBa na 3naere, npeau 1a npuemere Efficib

He npuemaiire Efficib

- aKO CT€ AJICPTUYHU KbM CUTATJIUIITHH WK MET(OPMUH WM KbM HSAKOS OT OCTaHAIUTE ChCTaBKU
Ha TOBA JIEKapCTBO (M30pOeHHN B TOUKA 6).

- aKo MMaTe CHJIHO HamaJieHa ObOpedHa (hyHKIHsI.

- aKO MMaTe HEKOHTPOJIHMpPaH quadeT, HalpuMep C TeXKKa XUTIEPrIIMKeMus (BUCOKa KpbBHA 3axap),
rajicHe, MOBpbINaHe, THapus, Obp3a 3aryda Ha TETJI0, JaKTaTHA altuao3a (BIKTe ,,PUCK OT
JIaKTaTHA aluI03a’ mo-10Jy) Wik Keroanuao3a. Keroanumosara € ChCTOSIHUE, TPU KOETO
BelllecTBaTa, HApeUeH! ,,KETOHHH TeNa", ce HaTpynBaT B KPbBTa M TOBA MOXKE J1a TOBEJAE 10
nuaberHa npexoma. CUMIITOMUTE BKIIFOUBAT OOJIKM B CTOMaxa, y9eCTeHO U JTBIIOOKO JUIIaHE,
CHHJIMBOCT WJIM HEOOMYACH IUIOIOB apoMaT Ha bxa Bu.

- aKO MMaTe TeKKa WHPEKIUS WITU CTE ACXUApaTHPaHH

- ako Bu npencrou n3cnenBane ¢ peHTTEHOBU JTbYH, KBCTO IIe BU MHKEKTHpAT KOHTPACTHO
BemecTBo. TpsOBa ga cripete na mpuemate Efficib mo Bpeme Ha u3cienBade ¢ peHTTEHOBH JIbYH
U 2 WY OBEYE JTHU CJIe] TOBa, KakTo Bu e npeanucan Bamusrt nekap, B 3aBUCUMOCT OT TOBa
Kak pabotsaT Bammre 660penn

- aKO HACKOPO CT€ MOMYYMIIN ChpAeUeH HH(PAPKT WM MMAaTe TEKKH [TUPKYIATOPHU IPOOIEMH,
KaTo ,,ITIOK"* FJIA TIPOOJIEMH C JUTITAHETO

- aKo uMare yepHoIpoOHH mpodiaeMu

- aKO MHEeTE aJTKOXO0JI B TOJIEMHU KOJIMYECTBA (BCEKH JICH I CaMO OT BPeMe Ha BpeMe)

- aKoO KbpMUTE

He npuematite Efficib, ako Hemo ot mo-rope u3dpoeHuTe ce oTHacs 3a Bac u ropopere ¢ Bamus
JeKap 3a JpyTry HA4WHU Ha JiedeHue Ha Bamms muaber. AKo He cTe CUTYpHU, KOHCYJITHPANTe ce ¢
Bamms nekap, ¢hapManeBT WM MeJUIIMHCKA cecTpa mpeau na npuemere Efficib.

Ipexynpesxnennusi 1 NpeaAnasHu MepKU
IIpu marmenTH, moxydasamntu Efficib, ca crobmaBanu ciryuan Ha Bb3NAJICHHE Ha TTaHKpeaca
(maHkpeaTuT) (BUXKTE TOUKa 4).

AKXO moTyunTe MEXypH IO KOKaTa, TOBa MOXKE J1a € MPU3HAK Ha ChCTOSHHE, HApeUeHO OyJI03eH
nemburona. Bammst nexap Moxe na Bu mockBeTBa na cipete npuema Ha Efficib.

Puck o1 JaKTaTHA anuao03a

Efficib Moxke 1a mpuauHA MHOTO psZIKa, HO MHOT'O Cepro3Ha HEKeJIaHa PeakIus, HapeueHa JIaKTaTHa
anu103a, ocobeHo ako OLOperutTe By He pyHKIIMOHMpAT MTpaBUIIHO. PUCKBT OT pa3BUTHE HA JIAKTaTHA
alu03a ce yBellM4aBa 1 P HEKOHTPOJIUPaH AUA0eT, TeKKH NHPEKIIUHU, TPOABIDKUTEIHO [IayBaHe
WM TIPHEM Ha aJIKOXOJI, IEXHUIpaTaius (BIKTe olie HHPOpMAIHs IT0-I0.TY ), YepHOAPOOHH TTPOOIEMU
Y BCSIKAKBU ChCTOSHUS, IIPH KOUTO YacT OT TSUIOTO MMa HaMaJIGHO CHA0JIsIBaHe C KMCIOPO/I (KaTo
OCTpO MPOTHYAIA TeXKKa 0OOJECT Ha CHPIIETO).

AKko HiIKOe OT m30pOeHuTe Mo-rope ce oTHacs 3a Bac, roBopere ¢ Bamus srekap 3a JOTBITHUTETHI
YKa3aHUS.

T'osopeme ¢ Bawus nexap ne3abasHo 3a 0ONbIHUMETHU YKAZAHU:

o aKo € YCTaHOBEHO, e CTpajiaTe OT HACIEJCTBEHO TeHETUIHO 3200 IsIBaHe, MTOBIIUSIBAILO
MHUTOXOHIAPUUTE (KOMIIOHEHTUTE, KOUTO MIPOU3BEKAAT CHEPIHUsl B KJIETKUTE), KATO CHHIPOM
Ha MUTOXOHJIpHATHA eHIealoNaTHs C JaKTaTHA ali103a U HHCYIATONOA00HU eMTU30,1H
(MEJIAC cunapom) wim HacaeCTBEH AuabeT U TIyXoTa o MaiiunHa nmuHus (Maternal
Inherited Diabetes and Deafness, MIDD).

o aKO MMaTe HIKOH OT Te€3U CUMIITOMH CJIE/ 3all0YBaHE Ha JIEYEHUE ¢ MET(HOPMUH: IIPUIIAIBK,
HaMaJIeH! TI03HABATEIHU CIIOCOOHOCTH, 3aTPyIHEH! IBM)KECHUS Ha TAJIOTO, CHMITOMH,
MOKAa3aTeNHH 3a yBpeKJaHe Ha HepBuUTe (Hamp. O0JIKa WM U3TPBIIBaHE), MUTPEHA U TIyXOTa.

Cupere npuema Ha Efficib 3a kpaTsk nepuon ot Bpeme, ako nmate 3a60/19BaHe, KOETO MOKe 12
0bJe CBbP3aHO ¢ AeXuApaTanus (3HAUYMTEIHA 3ary0a Ha TEJIECHU TEYHOCTH) KaTO TEXKKO
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IMOBpBIIAHE, JUapusd, TPECKa, U3JIaraHC Ha TOIUIMHA UJIX aKO MMHUETE MO-MaJIKO TCYHOCTHU OT
HOPMAJIHOTO. FOBOpGTe ¢ Bammus JICKAp 3a JOMMBJIHUTCIIHU YKAa3aHUs.

Cupere npuema na Efficib n He3a6aBHoO ce cBBbpikeTe ¢ Jekap wiu Haii-0JuM3KaTa 00JIHNLA, AKO
uMaTe HAKOH OT CHMIITOMHUTE HA JIAKTATHA allU/103a, Thil KATO TOBA ChCTOSTHHE MOXKE JIa JIOBEJIE JI0
KoMa.

CuMNTOMHTE Ha JIAKTaTHA alliA03a BKIIOYBAT:

- HOBpPBILaHE

- 0onku B cToMaxa (KoOpeMHHU OOJIKH)

- MYCKYJTHU CIIa3MHU

- 001110 ycellaHe 3a HepasIoIoKeHHe, IPUIPYKEHO ¢ TEeKKa yMopa

- 3aTPYIHEHO JTHIIaHe

- TIOHM>)KEHA TeJIECHA TEMIIEpaTypa U MyJiC

JlakTaTHaTa anm03a € ChCTOSHHE, U3UCKBAIIO CIICIIHA MEJIUIIMHCKA TIOMOIIL, ¥ TpsiOBa Ja ce JIeKyBa B
OoJIHHIIA.

I'oBopere ¢ Bamms nexap win dapmanesT npenu na npuemete Efficib:

- aKo UMaTe WIX CTe UMaJH 3a00JsBaHe Ha MaHKpeaca (KaTo MaHKPEaTHuT)

- aKo MMaTe WM CTe MM KaMbHU B XITBUHHS MEXYP, AIKOXOJHA 3aBUCHMOCT WJIM MHOTO
BHCOKH HHMBA HA TPUDIHULEPUIU (B Ma3HUHH) B KpbBTa. Te3n 3a00IsIBaHNS MOTAT Ja IOBUIIIAT
BEPOSITHOCTTA J1a TIONYYUTE TAHKPEATUT (BUXKTE TOUKA 4).

- ako nMate auadet tun 1. [loHsSKOTa Ce HapHYa WHCYJINHO-3aBUCUM THAOCT

- aKo MMaTe WIIM CTE UMAJTH ajJiepTrUIHa peakius KbM CHTariNTHH, MeThopmun wm Efficib
(BmxTE TOUKA 4)

- aKo mpuemare CyapOHIITYPEHHO MPOU3BOTHO WIIM WHCYJINH, aHTHIHA0ETHO JIEKapCTBO, 3a€THO
¢ Efficib, Tii kaTo MOKe /1a HACTBIIN ChCTOSIHUE Ha HUCKA KPBBHA 3axap (XUMOTIMKEMHS).
BamusT nexkap Moxxe 1a Hamaly J103aTa Ha CyJi) OHHMITypEeHHOTO IMPOU3BOIHO WIIM HHCYJIMH

Axo Bu ce Hanara ja npeThpruTe cepruo3Ha orepaIs, TpsOBa 3aIbDKUTETHO J]a CIIpeTe MprueMa Ha
Efficib mo BpemMe Ha 1 U3BECTHO BpeMe ClIe]] IpolleaypaTa. Bammsr aexap 1me pemy Kora TpsoBa aa
crpeTe W Kora Jia Bb3oOHoBuUTe seyenueto ¢ Efficib.

AKO He CTe CUTYpHH, Jalli HEelllo OT N30pOeHUTE TO-rope ce oTHacs 3a Bac, monmraiite Bamms nexap
i ¢papmaneBT npenu na npuemere Efficib.

ITo Bpeme Ha megenueTo ¢ Efficib Bammsr nekap mie nmpoBepsiBa 060peunaTa Bu GpyHKITHS TTOHE
BEJIHBK TOJUITHO WX TI0-9€CTO, aKO CTE B CTApYECKa Bh3pacT W/WIN aKO MMaTe BIIOIIeHA OBOpevHa

dhyHKIHS.

Jeua u roHOIIHN

Jera u roHomu o 18 roauau He TPsAOBaA J1a U3IOJI3BAT TOBA JIGKAapCTBO. To He € epeKTUBHO MpHU
JieTia ¥ IOHOIIN Ha Bh3pacT Mexay 10 u 17 ronuan. He e m3BecTHO Jany ToBa IEKapcTBO € 0e30macHo
1 e(eKTUBHO, KOTaTo Ce M3MOI3Ba IpH Jielia Ha Bh3pact oy 10 roguHw.

Jpyru aexkapcrsa u Efficib

Axo Tps6Ba 1a Bu O0b1¢ ocTaBeHa MHXKEKIHS ¢ KOHTPACTHO CPEACTBO, ChABPIKAIIO MO, B
KPBHBOOOPBILIECHUETO, HAIIPUMEP B KOHTEKCTA HA PEHTICH WJIM CKeHEp, TpI0Ba Jia Cipere npruemMa Ha
Efficib npenu win o BpeMe Ha MHXKEKIMATA. BamumsaT nekap 1ie pery kora TpsAOBa Jia CIpeTe U Kora
na Bp300HOBUTE JIeueHneTo ¢ Efficib.

TpsibBa na kaxkeTe Ha Barms jgekap wiv papMalieBT, ako IIprueMaTe, HaCKOpOo CTe IpUeMalld WIH €
BB3MOXKHO J1a TIpUeMaTe JAPyrH jJekapcTBa. Moxe Ja ce HAI0XKH T0-YeCTO Jia Ce M3Cie[Ba III0K03aTa B
KpBBTa U (YHKIIMOHUpPaHETO Ha ObOpenwTe mim Bammar nekap Moxe na kopurupa qo3ara Efficib.
N3KIII0UUTEIIHO BaXKHO € J1a CLIOMEHETE CJICTHOTO:
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L4 JICKapCTBa (HpI/IeTI/I npe3 yCraTta, NIPpHUJI0XKCHU UYPE3 MHXAJIallud WIW KaTO I/IH)KGKLII/IH),
M3II0JI3BaHM 3a JICUeHUE Ha BH3IAJIUTEIHU 3a00/IIBaHUA KaTO acTMa U apTpuT

(KOpTHKOCTEPOUN)

o JIEKapCTBa, KOUTO YBEINYaBaT OTACISIHETO Ha ypUHA (IUYypETULIH)

. JIeKapcTBa, U3MOJI3BaHN 3a JiedeHue Ha 6omnka u pp3naneHue (HCIIBC u COX-2 uaxuburopw,
KaTo HOynpodeH u meneKoKcuo)

. HSKOH JIEKapCTBa 3a JICUeHHE Ha BUCOKO KpbBHO Haysirane (ACE-HHXUOUTOPH 1 aHTHOTCH3WH

Il peenTopHN aHTarOHUCTH)

crier(UYHY JIEKapCcTBa 3a JIeueHNe Ha OpoHxuanHa actMa ([3-CUMIIaTUKOMUMETHITH )

HoIMpaHu KOHTPACTHU BEIIECTBA WX JIEKAPCTBA, ChIBPIKAIIH aTKOXOIT

oTpeIeNiCHH JICKapCTBa, H3MO0I3BaHU 32 JICYCHUE Ha CTOMAIITHH MTPOOJIEMHU KaTO IIMMETHINH

paHoJa3uH, JeKapCTBO, U3IOJI3BAHO 3a JICYCHHE Ha CTEHOKAP U

Oy TeTpaBUp, JEKapCTBO, U3IMOJ3BaHO 3a JieueHne Ha XV B uHdekius

BaHJICTaHMO, JIEKapCTBO, U3ITOJI3BAHO 32 JICUCHHUE Ha CIICIU(UYCH BUJ] paK Ha IUTOBUIHATA

kIe3a (MemyrapeH KapIiiHOM Ha IITATOBUIHATA XKJI€3a)

. JIMTOKCHH (3a JIeueHHe Ha HeTPaBWIICH ChpACUeH PUTHM U APYTH ChpACYHH MTpobiemMu). Moxe
Jla Ce HaJIOKH Jia Ce IPOBEPY HUBOTO Ha JIMTOKCHH B KpbBTa Bu, ako ro nmpuemare
ennospemenHo c Efficib.

Efficib ¢ anxoxoa

W36srBaiiTe mpekoMepHaTa ynoTpeda Ha ajaKoxoJi o Bpeme Ha npuemMa Ha Efficib, Tvii kaTo ToBa
MO’KE J1a YBEIIMYH PUCKa OT JIAKTAaTHA alu103a (BIKTe ToUKa ,, [ IpeynpexaeHus 1 nmpeana3sHu
MEpKH').

BpemeHHOCT M KbpMeHe

AKko cTe OpeMeHHa WIH KbPMHTE, CMsATATe, Ye MOXKE J1a cTe OpeMeHHa WK TTaHupaTe OPEMEHHOCT,
nochkBeTBaiiTe ce ¢ Bamms nexap wnu papmaneBt npenu ynorpedarta Ha ToBa JiekapcTBo. He TpsaoBa
Jia IpreMaTe TOBa JIEKapCTBO 10 BpeMe Ha OpeMeHHOCT. He mpuemaiite ToBa 1ekapcTBO ako KbpMHUTE.
BwmxTe Touka 2 He mpuemaiite Efficib.

Iodupane u padoTa ¢ MAIIUHA

ToBa j1ekapcTBO HE MOBJIMABA WM MOBJIUSIBA MPEHEOPESIKUMO CIIOCOOHOCTTA 32 o upaHe u padoTa ¢
ManMHU. Berpekn ToBa ca ch00IIaBaHM CITydan Ha 3aMaiiBaHe M CHHIMBOCT ChC CUTATIHUIITHH, KOETO
MOXKe Jja oBIHsie crocoOHocTTa Bu 3a modupane i pabota ¢ MaliuHH.

[TpreMbT Ha TOBA JIKAPCTBO B KOMOMHALHS C JIEKAPCTBA, HAPEYCHH CYJI(OHIITYPEHHN TPOU3BOIAHH
WK MHCYJIMH, MOXKE J1a IPHYNHU XUIIOTJIMKEMHUS, KOSTO MOJXKe Jia ToBJusie Bamrata cmocoOHOCT 12
nropupare win paboTuTe ¢ MalllMHU, WK Aa paboTuTte 6e3 o0e3omaceHa onopa 3a Kpakara.

Efficib cbabpaxa natpuid
ToBa j1ekapcTBO ChABPKA MO-MaKo 0T 1 mmol Hatpuii (23 mg) Ha TabneTkKa, T.e. MOXKe Jia Ce KaxKe,
Yye IPAKTUYECKU HE ChIbPKa HATPUM.

3. Kaxk na npuemate Efficib

Bunaru npuemaiite ToBa 1eKapcTBO TOYHO KakTo By e kazan Bamusat nekap. AKo He CTE CHTYpHH B
Helo, nonurtaiTe Bamms nexap i GapMarieBT.

o [Mpuemaiite eqna TabneTKa:
. JIBa IIbTU JHEBHO IIpe3 ycrara
. C XpaHa, 3a J1a HaMaJIuTe PUCKa OT CTOMAIIIHO HEPa3MOI0KEeHHE.
. Bamust nexap Moxe aa noBuium go3ata Bu, 3a 1a koHTposiMpa kpbBHaTa Bu 3axap.
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o Axko nmate HamaseHa ObOpeuyHa ¢pyHkuus, Bammsar nekap Moxe aa Bu npennuie nmo-Hucka
J03a.

TpH6Ba Ja IpOABbJKUTE JUCTAaTa, NperopbiaHa OT Bamus JICKap Mo BpEME Ha JICHCHUC C TOBA
JICKApCTBO U J1a CJIICAUTE MpHEMa Ha BbIVICXUPATH Ja € paBHOMEPHO pa3npCaACiICH MPE3 ACHA.

ToBa jexapcTBO CaMOCTOSATENTHO € MAJIKO BEPOSATHO J1a MPUYMHA HEOONYaHO HUCKY HUBA Ha
KpbBHaTa 3axap (xurnoriukemus). Korato ToBa iekapcTBO ce U3II03Ba ChC CyNI(OHMITYpEHHH
JIeKapcTBa WM C MHCYJIMH, MOXe J1a HACTBIISIT HUCKY HUBA Ha KPbBHATA 3axap M BammsT nekap Moxe
Jla HaMalTi J103aTta Ha CyJI(QOHHIYPEeHHOTO POU3BOAHO UM UHCYIIUH.

AKo cTe npuesu noseye oT HeodOxoaumaTta no3a Efficib

AKoO cTe Tipueny MoBeve OT MpeaIcanara /103a OT TOBa JIEKapCTBO, He3abaBHO yBeqoMeTe Bamms
nekap. Otunere B OOJHUIIA, aKO IMOYYUTE CUMITTOMY Ha JIAKTATHA alUJ[03a KaTo YCelllaHe 3a CTY/
Wi TUCKOM(OPT, TEKKO TaJieHe WK MOBphIllaHe, 00JIKa B CTOMaxa, HeoO0siCHIUMa 3ary0a Ha TerJo,
MYCKYJTHH KpaMITH WM YIeCTEHO TUINaHe (BIXKTe ToUKa ,,I[penynpexaenns u npeamna3sHa MepKu‘).

AKko cTe nponmycHaym 1a npueMete Efficib

AKo cTe IIpOoIlyCHA/IM /1033, B3EMETE 51 BeJHara 1I0M ce ceTuTe. AKO HE ce CEeTUTeE MPeaH Ja 1oiae
BpeMe 3a cieJBallara J103a, IpoIllycHeTe 3a0paBeHaTa 103a U C€ BbPHETE KbM PeJOBHATa CXeMa Ha
npueM. He B3emaiiTe 1BOIHa 103a OT TOBA JIEKapPCTRBO.

Axo cte cpesu npuema Ha Efficib

[IpoabikaBaiiTe Ja mpyuemMaTe TOBa JIEKApPCTBO TOJKOBA ABIT0, KOJIKOTO Bu € npeanucan Bamust
JIeKap, 3a a MOXKe Ja MPOIAbIDKUTE J1a KOHTPOJIMpaTe CBOsATa KpbBHA 3axap. He Tpsa0OBa na crimpare
mpueMa Ha TOBa JICKapCcTBO, 0€3 Jla ce KOHCYITHpaTe IbpBO ¢ Bammus iekap. AKo CripeTe nmpruemMa Ha
Efficib, BamaTa kpbBHa 3axap MOXe Ja c€ ITOBHUIIN OTHORBO.

AKO MMaTe HSIKaKBH JIOMBJIHUTEIHN BBIIPOCH MPU YIOTpeOaTa Ha TOBa JIEKapCTBO, monuTaiite Bamms
nekap wim (papMarienT.

4. Bb3MOXKHU HeKeJIaHU peakiuu

Kakro Bcuuku JICKapCTBa, TOBA JICKAPCTBO MOXKE J1a MPEAU3BUKA HCIKCIIAHU PCAKIUHN, BBIIPEKU Y€ HC
BCCKM I'l ITOJTy4aBa.

IMPEKPATETE npuema Ha Efficib u He3abaBHO ce cBbpixkeTe ¢ Bamms siekap, ako 3a0ee:KuTe HAKOH

OT CJIEAHUTE CEPUO3HU HEXEIIaHN PEaKIIUH:

o CHJIHA U TIOCTOsIHHA O0JKa B KopeMa (00macTTa Ha cToMaxa), KOSTO MOXKE Jla CTUra JIo Iepoa,
cbe WK 0e3 rafieHe U MOBPBIIAHe, Thil KATO TOBAa MOXKE [1a ca IPU3HALM HA Bb3IAJIECH IIaHKpeac
(maHKpeaTHr).

Efficib Mmoxxe ma noBeme 10 MHOTO psinka (Moxke na 3acerae no 1 morpeduren va 10 000), HO MHOTO
CepHo3Ha HeXKeNlaHa peakiys, HapedeHa JIaKTaTHa aluIo3a (BIKTe Touka ,,[Ipenynpexnenns n
Mpena3Hu MepKU ). AKO TOBa Ce CIy4H, TpsIOBa 3ab/KUTEIHO 1a cnipere mpuema Ha Efficib u
He320aBHO /12 ce CBbPIKeTe ¢ JIeKap WIN Hall-0JM3KaTa 00JIHMLA, Thil KaTO JaKTaTHATa allka03a
MOJKe J1a IOBeJIe /IO KOMa.

AKO TOITyYlTe CEpHO3Ha aJepruiHa peakus (C HEeM3BeCTHA YeCTOTa), BKIIOUUTEITHO OOPHB,
YpTHKapHsi, MEXypH I10 Koxara/0enera ce Koka 1 TIofyBaHe Ha JTUIETO, YCTHUTE, €3UKa U I'bPIIOTO,
KOETO MOJKe J1a IPeN3BUKa 3aTPyAHEHUE B IUIIAHETO WM I'BJITAHETO, PEKpaTeTe MprueMa Ha TOBa
JIEKapcTBO U BeJHara ce cebpikere ¢ Bamus nexap. Bammsat nekap moxxe aa Bu npeanumie iekapcTBo
3a JIeYeHWe Ha aleprUYHaTa peaklus U IPYro JeKapcTBo 3a Bammms quaber.

Hsikon marnmeHTH, KOWTO IpreMar MeT(GpOpMHUH, TIOTyYaBaT CICTHUTE HEKEaHH PEaKIIUK MTPH
no0aBsiHE Ha CUTAIVIMIITHH:

46



Uectu (Moxe ma 3acerHat a0 1 Ha 10 qymm): HUCKa KphBHA 3axap, TaJieHe, Ta30Be, IOBPbHIIaHe
Heuectu (Moxe na 3acersar g0 1 va 100 qymm): 6ojika B cToMaxa, 1uapus, 3aneK, ChbHIMBOCT.

Hsxown nanmeHTH nmonyvaBar auapusi, rajieHe, ra3oBe, 3amek, 00JKa B cToMaxa WM TOBPbIaHe,
KOraTo 3alo4Har Ja MprueMaT KOMOWHAIMITa CUTANIUITHH U METQPOPMHH (YecToTara € ,,4eCTH”).

Hsxoun nanmeHTH nomyvasar clIeTHUTE HEKETaHU PEAKIMU JOKATO MPHUEMAT TOBA JIEKAPCTBO ChC
CyI(OHMUITYpPEHHO IPOU3BOJHO KAaTO IIIMMEIUPHL;

Mmoro yectu (Moxe Jia 3acerHaT nosede oT 1 Ha 10 xymn): HICKM HMBA Ha KpbBHATA 3aXap
Yectu: 3anek

Hsaxon ManUeHTH IOoJIydaBaT CICAHUTE HEXKEIaHU peaKINK JOKATO IMprueMaT TOBa JICKapCTBO B
KOM6I/IHaLII/I$I C IMKMOINIUTA30H:
Yectu: IMMOoAYBAHEC HA PBUCTC WX KpaKaTa

Hsikou marnueHTH NoTy4aBaT CleTHUTE HeXeTaH! PeakIlii, IOKaTo MpueMart TOBa JEKapcTBO B
KOMOWHAIIUS C MHCYJIUH:

MHoOro YecTH: HUCKU HHMBA Ha KPbBHATA 3axap

Heudectu: cyxora B ycrara, riiaBodosnue

Hsikoun manmeHTH Nody4aBaT CIeIHUTE HEXXETaH! Peakiy 10 BpeMe Ha KIMHUYHHU MPOYYBaHHS,
JTIOKATO MPUEMaT CUTATITUIITHH CaMOCTOATETHO (€MHO oT JekapcTBaTa B Efficib), nimu npu n3nonspane
B TIEpHOAa cliel] pa3peraBane 3a ynotpeda Ha Efficib unu cutarnunTus caMocTOATENHO, WK C APYTH
aHTUIMA0CTHY JIEKapCTBa:

UYecTu: HICKU HBA Ha KpbBHATA 3axap, TiIaBo0oiue, NHPEKINs Ha TOPHUTE AUXATEeITHH ITHTHUIIA,
3aITyIleH WK Tevall] HOC U Bh3IMAIEHO T'hPJI0, OCTE0APTPHT, 00K B PBIIETE WM KpaKaTa

Heuectu: 3amatiBane, 3amek, cbpoex

Penxu: Hamanen Opoli TpoMOOIIUTH

C HewW3BeCTHA YeCcTOTa: IpodiieMu ¢ ObOperuTe (MMOHAKOTa HaJlarallly TAaIn3a), IOBPhIIaHe, CTaBHA
Oonka, MycKyJHa 0oJka, 60sika B rbp0a, HHTEpCTHLIHATHA OenoapoOHa 6osect, Oyao3eH meMpuronsy
(BUI MEXypH IO KOXKaTa)

Hsxoun manyeHTy mojyvaBar CleTHUTE He)KeJIaH! PeaKIiK JT0KaTo prHeMaT MeT(hOpMHIH
CaMOCTOSITEITHO:

MHoro yecTu: rajieHe, MOBpBIIAHE, JHapus, O0JIKa B cTOMaxa U 3ary0a Ha aneTuT. Te3n CHMITOMH
MOJKE J1a ce MOSBAT IPHU 3aIl0YBaHe HAa MpHeMa Ha METQOPMHIH 1 OOMKHOBEHO OTIIYMSBAT

YecTu: MeTaJIeH BKyC, HAMAJICHHU WM HUCKA HUBA HA BUTaMHH B, B KpBbBTa (CHMITOMHUTE MOTaT Ja
BKJIIOYBAT MpeKalieHa yMopa (0T HANOCT), Bh3MaleH U 3aU4epBEH €3HK (TJI0CHUT), OOlKaHe
(mapecte3us) Wiy OJieqa WK KBJIITa KoXka). BammusT iekap Mo)ke 1a Ha3HaYH HAKOM M3CJICIBAHMS, 3a
Jla ce OTKpYe MpUYMHATA 3a Bammte cuMnToMu, Thil KaTO HAKOU OT TAX MOKE CHIILO Jia ca MIPUYHMHEHH
OT AradeT WM JPYTH HECBbP3aHH 3paBOCIOBHH MTPOOIEMHU.

MHoro peaku: xenaturt (poOiieM ¢ YepHus Apo0d), KOTIPHUBHA TPECcKa, 3adepBsiBaHe Ha KoxkaTa (0OpHB)
WITH ChPOEK

Cpo0maBaHe HA He/KeJAHH PeaKIMu

AKO HOITy4nTe HAKaKBU HEXEJIaH!U JIEKApCTBEHU peakiuy, yBenomere Bamus nekap, hapmaneBT nin
MCOUIIMHCKaA CECTpa. ToBa BKJIIOUBa BCMYKH BHE3MOXKHHM HEONHUCAHU B Ta3M JIMCTOBKA HEKEIaHU
peakiy. Moxere ChII0 a ChbOOIIUTE HEXKENaHH PEeaKUU JUPEKTHO Ype3 HallMOHAJTHATa CHCTEMa 32
cboOiaBane, nmocoueHa B [punoxxenue V. Kato cpol1aBaTe He)xXenaHU peakiiy, MOXKETE 1a 1afeTe
CBOS IIPUHOC 3a IOJTyyaBaHe Ha OBeue HH(OpMaLUs OTHOCHO 0€30I1acCHOCTTa Ha TOBA JIEKapCTBO.

5. Kak n1a coxpansiBate Efficib

Z[a CC ChbXpaHsiBa Ha MACTO, HEAOCTHITHO 3a AC1A.
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He u3non3saiiTe ToBa JeKapCTBO CIIE] CpOKA HA TOTHOCT, OTOEMsI3aH BbPXY OJUCTEepa M KapTOHEHATa
omnakoBka cief ,,EXP* u ,,I'onen 1o:“. CpokbT Ha TOTHOCT OTTOBAPS HA TTOCJICTHUS JICH OT MOCOUYCHUS
MecelL.

[a e ce cpxpansBa Hax 25 °C.

He HSXBBpHHﬁTe JICKapCTBaTa B KaHaJIM3aluATa Uiu B KOHTeﬁHepa 3a JOMalllHU OTIIaaAbIIn.
Ilonuraiite Bamms q)apMaueBT KaK J1a U3XBbPJIATEC JICKAPCTBATA, KOUTO BCYC HC U3II0JI3BATC. Tesu
MCPKHU 1€ CTIOMOI'HAT 3a OIla3BAHC HAa OKOJIHATa Cpcaa.

6. Coabp:kaHue HA OMAKOBKATA U JONBJIHUTETHA HHpOpMALUs

KaxBo cbanpika Efficib
- AKTUBHHTE BEILIECTBA Ca CUTATIUIITHH U MET(OPMHUH.

o Besika Efficib 50 mg/850 mg ¢punMupana tabnerka (TabneTka) ChIbpKa CUTArIIMIITHH
dochar MoHOXUIpAT, EKBUBaJICHTeH Ha 50 mg cutarmunTuH, u 850 mg MeTPOpMHUHOB
XUIPOXIIOPHU.

o Besika Efficib 50 mg/1 000 mg dunmupana tabnetka (TabieTka) ChabpKa CUTATTTANTHH
dbocdar MmoHOXHAPAT, eKBUBaJIeHTeH Ha 50 mg cutarmunTuH, u 1 000 mg MeThopMUHOB
XUIPOXIIOPHUL,.

- Jlpyrurte cbCTaBKH ca:
o SAnpo Ha TabieTkara: MUKpoKpucTanHa 1enyiaosa (E460), mosumon K 29/32(E1201),
HaTpHeB Jaypuicyiadar U HaTpUeB cTeapuidymapar.
o DUIMOBO MOKPUTHE: TOJIM(BHHUIIOB ajKoxo:), Makporou 3350, tank (E553b), Tutanos
mokenn (E171), gepsen xene3en okcun (E172) u gepen xenezed okcun (E172).

Kaxk m3rnexna Efficib u kakBo chbabp:ka onakoBkara
- Efficib 50 mg/850 mg ¢unmupanu TabaeTku ca po3oBHu GrUiIMupaHu TabaeTku ¢ popma Ha
g g
Karcyna, ¢ BIurbOHaTo penedHo o3HadeHne “515” ot egHaTta cTpaHa.
- Efficib 50 mg/1 000 mg ¢punmupanu TabieTKu ca YepBeHH GUIMHUpaHu TabyeTku ¢ popma Ha
Karicyna, ¢ BIurbOHaTo penedHo o3HadeHue “577” oT eaHaTa cTpaHa.

Henpo3spaunu 6nucrepu (PVC/PE/PVDC u anymunnii). OnakoBku no 14, 28, 56, 60, 112, 168, 180,
196 dpunmupanu TabNeTKy, IPYNOBH OMAKOBKH, ChaAbpxkamy 196 (2 onakoBku 1o 98) u 168

(2 onakoBkw 110 84) Grmupanyu Tadbmetkn. OmakoBku o 50 X 1 dumMupanu TablIeTKH B
nephopupaHu €IHOI030BU OJIHCTEPH.

He Bcuukn BHIOBE OITAKOBKHU MOrar Jga 6T>,Z[aT ITyCHATH Ha I1a3apa.

IIpuTexkaTes HA pa3pelIeHNETO 32 YNOTPeda U MPOU3BOAUTEN
Merck Sharp & Dohme B.V.

Waarderweg 39

2031 BN Haarlem

Hunepnannus

3a JOIIBJIHUTCIIHA I/IH(I)OpMaI_II/ISI OTHOCHO TOBa JICKApPCTBO, MOJISL, CBBPIKETC CC C JIOKAJTHUA
nNpeaACTAaBUTCI HA MPUTCIKATCIIA HA pa3pCIICHUCTO 3a yHOTpe6a:

Belgié/Belgique/Belgien Lietuva

MSD Belgium UAB Merck Sharp & Dohme
Tél/Tel: +32(0)27766211 Tel. +370 5 2780 247
dpoc_belux@msd.com dpoc_lithuania@msd.com
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Buarapus

Mepk lapm u Jloym bearapus EOO/
Ten.: +359 2 819 3737
info-msdbg@msd.com

Ceska republika

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

Danmark

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

Deutschland

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

Eesti

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

EXAada

MSD A.Q.E.E

TnA: +30 21098 97 300
dpoc.greece@msd.com

Espaiia

Almirall, S.A.

Tel: +34 93 291 30 00
info.spain@almirall.com

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

Hrvatska

Merck Sharp & Dohme d.o.o.
Tel: +3851 6611 333
dpoc.croatia@msd.com

Ireland

Merck Sharp & Dohme Ireland (Human Health)
Limited

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

Island
Vistor ehf.
Simi: +354 535 7000
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Luxembourg/Luxemburg
MSD Belgium

Tél/Tel: +32(0)27766211
dpoc_belux@msd.com

Magyarorszag

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

Malta

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

Nederland

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

(+3123 5153153)
medicalinfo.nl@msd.com

Norge

MSD (Norge) AS

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

Osterreich

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

Polska

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

Portugal

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

Romania

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

Slovenija

Merck Sharp & Dohme, inovativna zdravila d.o.o.
Tel: +386 1 520 4201

msd.slovenia@msd.com

Slovenska republika

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



Italia Suomi/Finland

MSD Italia S.r.1. MSD Finland Oy

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

Kvnpog Sverige

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

Latvija

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

JlaTa Ha mocJienHo mpepasriuexaane Ha aucropkara {MM/I'TTT}.

ITompo6Ha nHpopMarliys 3a ToBa JIEKapCTBO € MpeaocTaBeHa Ha yeOcaiita Ha EBpornelickaTa areHIus
1o JiekapcTBara: https:/www.ema.europa.eu.
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