NPUJIOKEHHUE 1

KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA



1. HNME HA JIEKAPCTBEHUS TPOAYKT

Janumet 50 mg/850 mg ¢punmupanu TabneTku
Janumet 50 mg/1 000 mg ¢unmupanu TabaeTKu

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Janumet 50 mg/850 mg dunmupanyu TabaeTKH
Bcesika Tabnerka cbhappika cutarmunTuH Gochar MOHOXUAPAT, EKBUBAJICHTEH Ha 50 Mg CHUTarunTHH
(sitagliptin), 1 850 mg merdopmuno xunpoxnopua (metformin hydrochloride).

Janumet 50 mg/1 000 mg dunmMupanyu TaOIETKH
Bcesika Tabnerka chibpika CUTAarmuNTHH (hocdar MOHOXHIPAT, EKBUBaJICHTEH Ha 50 mg CUTATIUIITHH
(sitagliptin), u 1 000 mg merdopmunoB xunpoxopun (metformin hydrochloride).

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

3. JIEKAPCTBEHA ®OPMA
Ounmupana Tadbmerka (TabieTka)
Janumet 50 mg/850 mg dunmupanu TabaeTKH

PozoBa punmupana Tabierka ¢ popma Ha Karcyna, ¢ BITbOHaTO penedHo o3HaueHune “515” ot
eJIHaTa CTpaHa.

Janumet 50 mg/1 000 mg dhuimMupanu TabIETKU
Uepsena pmmvupana TabneTka ¢ popMa Ha Karicyia, ¢ BIrb0HaTo penedHo o3HadeHue “577” oT
eJlHaTa CTpaHa.

4. K/IMHWUYHU JAHHHU
4.1 TepaneBTUYHU MOKA3ZAHUS
[Ipu BB3pacTHM NALIMEHTHU ChC 3axXapeH JUa0eT THI 2:

Janumet e mokasaH KaTo JOIIBbJIHEHUE KbM JIUCTA U YIIPAXKHEHHUA 3a HO,Z[O6p$[BaHC Ha TNIIMKECMUYHUA
KOHTPOJI IIPpH NMAallUCHTH, IIPU KOUTO HE € NIOCTUTHAT 3a/JOBOJIMTCIICH KOHTPOJ C MaKCUMaJIHaTa
IIOHOCHMaA 3a TAX A03a MeTq)OpMI/IH CaMOCTOATCIIHO WJIM KOUTO BEUC CC JICKYBAT C KOM6I/IHaHI/I$I oT
CUTarJIMIITHH 1 MeT(I)OpMI/IH.

Janumet e moka3aH B KOMOMHAIIHS ChC CYI(POHUITYpEHHN MPOU3BOIHHU (T.€. TPOHHO KOMOMHUPAHO
JIeYeHHE) KaTo JOMBJIHEHNUE KbM JMETa U YIPAKHEHHS IPU MAaLUeHTH, IPU KOUTO HE € TIOCTHI'HAT
3aJJ0BOJINTEJIEH KOHTPOJI C MAaKCUMaJlHaTa IIOHOCHMA 3a TAX 10332 MET(HOPMUH U CyI1(OHUITYpesl.

Janumet e moka3aH kaTo TPOHHO KOMOMHUPAHO JIEYeHHE C TIEPOKCU30MEH NMpoIudepaTop-aKTHBUPAH
pentenitop rama (PPARY) aronwuct (T.€. THa30IUAMHANOH) KaTO JOMBIHEHNUE KM AUETA U YIPAKHEHUS
P NALMEHTH, IPU KOUTO HE € MOCTUTHAT 3a10BOJIUTEIICH KOHTPOJ C MAaKCHUMAaJIHATa IOHOCKUMA 3a
Tsx 103a MmetdopmuH U PPARYy aronucr.

Janumet cbI10 € MoKa3aH KaTo 100aBKa KbM HHCYJIMH (T.€. TPOHHO KOMOMHUPAHO JIe4eHHE) KaTo
JOTTBTHEHNE KBbM JIMeTaTa M YIpaXHEHHUATA 3a TI0J00psABaHe Ha TTTUKEMUYHUS KOHTPOJ MPU
MalMeHTH, KOraTo MOCTOSHHATA 1032 HA MHCYJMH U METGOPMUH CaMOCTOSITEITHO HE OCUTYpsIBa
aJIeKBaTeH MNIMKEMHUYEH KOHTPOJL.



4.2 I[osnpomca U HAYUH HA IIPUJIOKCHUE

ﬂosnpom(a

Jlo3upoBKaTa Ha aHTHXUTIEPTIUKEMUYHOTO JiedyeHre ¢ Janumet TpsOBa 1a Ob/ie MHAWBUyaTHM3UpaHa
Ha Oa3zara Ha HacTOAIUA pEXXUM Ha IMalluCHTa, e(i)eKTI/IBHOCTTa 1 TOJICPAHTHOCTTA, KaTO HE CC
MIpEeBUIIIABAT MaKCHMaJTHaTa MpenophIBaHa JHeBHA 103a oT 100 mg cHUTarunTHH.

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

[pu manuenTy, Npyu KOUTO HE € TOCTHIHAT 33/I0BOJIMTENICH KOHTPOJI ¢ MAKCHMATHATA IOHOCHMA J1032
MeT(HOPMUH KaTO MOHOTEpAIHS

[Ipu marueHTH, MPU KOUTO HE € TIOCTUTHAT 33I0BOJIUTENIEH KOHTPOJ C METQPOPMHH CAMOCTOSTEITHO,
oOnyaifHaTa HayaJlHa J103a TPsAOBa J1a JOCTaBM J103a CUTATJIMITHH B 103a 50 mg 1Ba IbTH JHEBHO
(100 mg ob1ia JHEBHA 103a) ILTIOC J103aTa MET(OPMUH, KOSTO BeUe € MpreMaHa.

IIpu manmeHTH, KOUTO TPEMUHABAT OT €AHOBPEMEHHO MpIUIaraHe Ha CUTArJIUNTHH U MeTHOPMUH
[Ipu manmeHTH, KOUTO IPEMUHABAT OT €THOBPEMEHHO TpHIIaraHe Ha CUTATJIAIITHH U MET(QOPMIUH,
nedeHneTo ¢ Janumet TpsiOBa Ja ce 3amoyHe ¢ 103aTa CUTATIUITHH U METQOPMHH, KOSTO BEYe €
npueMaHa.

[Ipu manMeHTy, TPy KOUTO HE € TIOCTUTHAT 33JI0BOJUTENIEH KOHTPOJI C JIBOWHO KOMOMHUPAHO JICYCHUE
C MaKcuMaJlHaTa MOHOCUMa J103a MeT(HhOPMUH U cylIOHMITYpes

Jlo3arta TpsiOBa @ JOCTAaBU CUTATJIMNITHH B A03a 50 mg aBa metH qHeBHO (100 mg obma qHeBHA 1032)
1 J103a MeTQOpMUH, TI0JJOOHA Ha J03aTa, KOATO Beue e mpueMana. Koraro Janumet ce u3non3sa B
KoMOWHaIus che cyNOHMITYpes, MOXKE Jla Ce HaJ0XKU yroTpedara Ha O-HHICKa 71032 cyJih OHUITy e,
3a J1a ce HaMaJIM PUCKBT OT XUIIOTTIUKeMHUs (BXK. ToUuka 4.4).

[Ipy manueHTH, IpY KOUTO HE € MOCTUTHAT 3aJ0BOJIMTEIICH KOHTPOJ C ABOHHO KOMOMHHUPAHO JICUCHUE
¢ MaKCHMMaJIHATa IMOHOcuMa j1o3a MeTdhopMuH 1 PPARy aronuct

Jlo3ara TpsiOBa j1a JOCTaBU CUTATJUNTHH B 7032 50 mg nBa bt qHeBHO (100 mg o01a JHeBHa J103a)
1 103a MeTGopMUH, T0o00HAa Ha J103aTa, KOSATO BeUe € IpHeMaHa.

[Ipu manuenTy, Ipyu KOUTO HE € TIOCTHTHAT 3aJI0BOJIUTENICH KOHTPOJI C JIBOWHO KOMOWHHMPAHO JIeUeHUE
C MHCYJMH U MaKCUMAJTHATA MOHOCKMA J103a MeT()OpMUH

Jlo3arta TpsiOBa ;a JOCTaBU CUTATJIMIITHH B A03a 50 mg aBa meTH qHeBHO (100 mg obma qHeBHA 1032)
1 J103a MeTQOpMUH, TI0JJ0OOHA Ha J103aTa, KOATO Beue € mpueMana. Koraro Janumet ce u3non3sa B
KOMOWHAIIMS C MHCYJIMH, HUCKATA J103a MHCYJIMH MOJXKE JIa € HeoO0X0/[uMa 3a pelyliipaHe Ha pucKa OT
XUTIOTTIUKeMHUS (BXK. Touka 4.4).

3a paznuuHUTE 103U MeTPOopMuH, Janumet ce mpeasara B KOHIEHTpanys mo 50 mg CUTarIMITHH |
850 mg meTpopmuaOB Xuapoxiopua wim 1 000 mg MeThopMUHOB XUAPOXITOPH].

Bceuuky narpieHTH TpsOBa J1a IPOabJDKAT IMperopbyaHaTa UM JIMeTa ¢ aeKBaTHO paslpeIeieHue Ha
npuemMa Ha BBIIIEXUIPaTH Mpe3 ACHS.

CrenmanHy nomyJaiuu

bvopeuno yepesicoane

He ce nanara xopekuus Ha go3aTa IIpH HaLKMEHTH C JeKo ObOpeyHo yBpexaaHe (CKOpoCT Ha
rnomepynHa ¢unrpamnus [GFR] > 60 ml/mun). [lpeau 3amousane Ha Ie4eHUE C IPOIYKTH,
chIbpkanm MeThopMuH, TpsOBa ia ce Hanpasu onieHka Ha GFR croliHocTHTE, a cien ToBa - MoHe
BEAHBK ToAUIIHO. [Ipy manuenT ¢ MoBUILIEH PUCK OT NO-HATaTHIIHO NPOrpecupane Ha ObOPEeUHO
YBpEeXJaHEe U MPH MALMEHTH B CTapyecka Bb3pacT TPsiOBa I0-4eCTO Ja ce PaBy OLIEHKA Ha
O0bOpeuHaTa QyHKIUS, HAPUMEDP Ha BCeKH 3-6 Mecena.

3a npeAnoYnTaHe € MaKCHMaTHATa JJHEBHA /1032 MeT(QOpMUH Ja ObJie pasjielieHa Ha 2-3 JHEBHU JIO3H.
®daxTopH, KOWTO MOTAT J]a YBEIM4YaT PUCKA OT JIAKTaTHA anuo3a (Bx. Touka 4.4), TpsOBa ga Ob1aT
npepasriieiany, Ipeau 1a ce 0OMHUCIIH 3alIOYBAHETO Ha JIeUeHUE ¢ MET(OPMUH MPH MAIUSHTH C
GFR< 60 ml/muH.



Axo He e JOCTBhIIHA JO30Ba q)opMa Ha Janumet ¢ aieKBaTHO KOJIMYECTBO HA aKTUBHOTO BCIICCTBO,
BMECTO KOM6I/IHaLII/I$I C (bl/IKCI/IpaHI/I J031 Tpﬂ6Ba Ja CC€ MU3I0J3BaT OTACIHHUTC MOHOKOMIIOHCHTH.

GFR ml/mun Metdopmun CHUTAIITHIITHH
60-89 Maxcumannama ouesHna 003a e Maxcumannama onesna 0osa e
3 000 mg. 100 mg.

Mooice oa ce odmucau nonudxicasarne Ha
003ama 66 6Pb3KA C HAMANABAHEMO HA
Ovbpeunama pyuxyus.

45-59 Maxcumannama OHesHa 003a e Maxcumannama onesna 003a e
2 000 mg. 100 mg.

Hauannama oosza e nati-mno2o
NOA0BUHAMA OM MAKCUMANHAMA 003d.

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

Hauannama oosza e naii-mnoeo
NOIOBUHAMA O MAKCUMAHAMA 003d.

<30 Memgopmur e npomusonokasan. Maxcumannama onesna 003a e
25 mg.

Yeproopobro yspescoane
Janumet He TpsiOBa 1a ce M3MOA3Ba NPU NAIMEHTH C YSPHOAPOOHO yBpexkIaHe (BXK. Touka 5.2).

Cmapuecka 6v3pacm

Tbit kaTo MeTHOPMUH M CUTATTUITHH CE eKCKPEeTUpat upe3 0Ob0penute, Janumet TpsioBa 1a ce
W3II0JI3BA C TIOBUINICHO BHUMaHKE MTPH HANpeBaHe Ha Bbh3pacTTa. HeoOXxonumMo e MOHUTOpUpaHe Ha
0BpOpeuHara GpyHKITHS, 3a 1a C€ TTOAMOMOTHE TPEIa3BaHeTO OT CBhp3aHaTa ¢ MET(OPMHUH JaKTaTHA
alyIo03a, Hail-Beue B cTapyecka Bb3pacT (BXK. Touku 4.3 u 4.4).

Tleouampuuna nonynayust

Janumet He TpsiOBa ;a ce M3MOJI3Ba IIPH Je1a U FOHOIIHN Ha Bb3pacT oT 10 1o 17 rogquHu mopaan
HeJ0CTaThYHa e(hUKacCHOCT. HammuHMTE MOHACTOSAIIEeM JaHHHU ca ONKMCaHu B ToYkH 4.8, 5.1 u 5.2.
Janumet He e mpoyYBaH Npu NeAUATPUYHU NAIIMEHTH Ha Bh3pacT o 10 ronunu.

HauwuH Ha npuiioxeHue
Janumet TpsiOBa ja ce nmprema JiBa bTH JHEBHO C XpaHa 3a HAMAaJIsIBAaHE HA HEXKEIAHUTE PEAKIUH OT
CTpaHa Ha CTOMAIITHO-YPEBHUS TPAKT, CBBP3aHU ¢ MET(QOPMUH.

4.3 TIIporuBomoka3zaHus
Janumet e MpOTHBOIIOKA3aH MPH MAIIUCHTH ChC:

- CBPBXUYBCTBUTEIHOCT KbM aKTHBHHUTE BELIECTBA MJIM KbM HAKOE OT MOMOIIHUTE BELICCTBA,
n30poeHH B ToUKa 6.1 (Bk. Touku 4.4 u 4.8);
- BCEKH THI OCTpa METaDOJIUTHA aIi103a (KaTo JJaKTaTHA alu103a, TnadeTHa KeToaIum103a);
- nuabeTHa IpeKoMa;
- Texka 660peuna HegocTaTb9HOCT (GFR < 30 ml/mun) (Bx. Touka 4.4);
- OCTPH CHCTOSIHUS C BB3MOXKHOCT J1a U3MEHAT ObOpeuHara (QyHKIUS KaTo:
- JeXUIpaTalms,
- TEXKH UHEKINH,
- IIOK,
- BBTPECHI0BO MPUIOKEHNE Ha HOTUpAaHN KOHTPACTHH BeleCTBa (BXK. Touka 4.4);
- 0CTPO HWJIM XPOHUYHO 3a00JIBaHe, KOETO MOJKE J]a IPHYMHN XUTIOKCHUS HA ThKaHHUTE KaTo:
- ChpJIeUHa W PEeCITUPaTOPHA HEJOCTATHYHOCT,
- CKOPOIIIEH MUOKapAeH UHAPKT,
- IIOK;




- YEPHOAPOOHO YBPEKIAHE;
- 0CTpa ATKOXOJTHA WHTOKCHUKAIIUS, alIKOXOJIN3bM;
- KbpPMCHE.

4.4 Crhoeunuannu nmpeaynpexaeHus U NpeAnasHu MepKHU MpH ynorpeda

O0mu
Janumet He TpsOBa 1a ce M3IMOI3Ba MIPH MANMESHTH ¢ AuadeT THT 1 U He TpsAOBa Ja CH M3IT0NI3Ba 33

JIEYEHHE Ha IHa0eTHA KeToaun03a.

OcTbp naHKpeaTut

VYnorpebara Ha DPP-4 naxuburtopu € cBbp3aHa ¢ pUCK OT Pa3BUTHE HA OCThP MTAHKPEATHT.
[TaumenTute TpsiOBa na ObaaT MHGOPMHUPAHHU 32 XapaKTEPHUS CUMIITOM Ha OCTBP MaHKPEAaTHT:
nepcucTUpalia, MHOTO CHJIHa KopeMHa Oonka. Ciien nmpekpaTsiBaHe Ha CHTAIJIMITHH ce Halonasa
OTIIyMsIBaHE HA TAaHKpeaTHTa (ChC WK 0€3 MOATbPIKAILO JICYEHUE ), HO B MHOTO PEAKH CIIydau €
ChOOIIaBaHO 32 HEKPOTU3UPAILl WIIK XeMOPAarndeH MaHKPeaTUuT W/ UiIu CMbPT. AKO MMa CbMHEHUS 3a
MaHKpeaTuT, TPsIOBa Ja ce MpeKpaTH NpueMa Ha Janumet u APYru NOTESHIUAIHO TOX03UPaHU
JIEKapCTBEHH IIPOLYKTHU; aKO C€ IOTBBPAM OCTHP IAHKPeaTuT, IpueMbT Ha Janumet He TpsOBa aa ce
Bb300HOBsBa. HeoOX0MMMO € MOBHUINEHO BHUMAHNE MPH MAIIMEHTH C aHAMHEe3a 33 TAaHKPEaTuT.

JlaktaTHa anuao3a

JlakTaTHaTa anu03a, MHOTO PS/IKO, HO CEPHO3HO METAOOJIMTHO YCIIOKHEHHE, Hali-4eCTO HAaCThIIBA
NpY OCTPO BJIOIIaBaHe Ha ObOpeyHaTa QyHKIHA, KapAHO-PECIMPATOPHO 3a00sIBAHE HITH CEIICHC.
HatpynBaneto Ha MmeT(¢hOpMHH HACTHIIBa TIPH OCTPO BIIOIIaBaHe Ha ObOpeuHara QyHKIHS U
yBEJIMYaBa PUCKa OT JJaKTaTHA alu03a.

B ciyuaii Ha nexuapaTanus (TEXKO MOBPBILAHEe, AUAPHs, TPECKa MM HaMaJleH MTPpUeM Ha TeYHOCTH)
TpsiOBa BPEMEHHO Ja Ce CIpe MPHUEeMBT Ha MET(OPMHH H € IPETIOPHUUTEITHO JIa C€ YCTaHOBH BpPb3Ka C
MEJULUHCKH CIIELUAIIUCT.

[TpueMbT Ha JIeKapCTBEHH MPOTYKTH, KOUTO MOTAT OCTPO Jia YBpeIaT ObOpeuHaTa GyHKIHUs (KaTo
aHTUXUTNEpTEeH3UBHU cpeacTBa, nuyperuii 1 HCIIBC) TpsiOBa na ce 3amoyHe ¢ MOBUINIEHO BHUMAHUE
TIPH MAIUCHTH, JIEKYBaHU ¢ MeTPopMUH. J[pyru puckoBu (pakTopu 3a JaKTaTHA aluj03a ca
MIPEKOMEPEH MPHUEM Ha aJIKOXOJI, YePHOAPOOHA HEJIOCTATHYHOCT, HEJJOCTATHYHO KOHTPOJIUPAH JHA0ET,
KeT03a, POJIBIDKUTEITHO MIIayBaHe U BCIKAKBH ChCTOSHHUS, CBP3aHU C XUITOKCHS, KAKTO U
€IHOBpEMEHHATA yroTpeba Ha JICKapCTBEHU MPOYKTH, KOUTO MOTAT Jia IMPHYUHST JIAKTATHA arn03a
(Bx. Toukn 4.3 u 4.5).

[NanuenTure w/nunu 6onHOTNIEAaYNTE TPsOBa Aa ObAAT HHGOPMHUPAHU 32 PUCKA OT JIAKTAaTHA allua03a.
JlakTaTHaTa anum03a ce XapaKTepu3npa ¢ aluI03Ha AUCIHes, KopeMHa 00JIKa, MyCKYJIHU KpaMIIy,
ACTEHUs U XUIIOTEPMUsL, IOCJIEABAHU OT KoMa. B citydail Ha cbMHEHHUE 32 CUMIITOMH MALUEHTHT
TpsiOBa Ja cIipe mpueMa Ha MeT(QOPMUH U He3a0aBHO Jia MOTHPCH JIeKapcKa MoMoIll. J[MarHoCTHIHUTE
nabopaTopHU HAXOJIKH ca IOHMWKEHO KpbBHO pH (<7,35), moBHIIeHN HUBA Ha TUIA3MEHHS JTAKTaT

(>5 mmol/l) n moBuIIeHa aHMOHHA Pa3NUKa M CHOTHOIIIEHUE JIAKTaT/IIMPYBAT.

THayuenmu ¢ ycmanogenu unu no003UpanHu MUMOXOHOPUATHU 3A00TAGAHUL:

[Ipu nanueHT! ¢ yCTaHOBEHH MUTOXOHIPUAITHY 3a00IBaHUS, KATO CHHAPOM Ha MUTOXOHAPHATTHA
eHnedaronarys ¢ JTaKTaTHA alu103a U HHCynTonoaooHn enm3onu (Mitochondrial Encephalopathy
with Lactic Acidosis, and Stroke-like episodes, MELAS) u HacienctBen nuabeT v riryxoTta 1o
MmaitunHa Jiuaus (Maternal Inherited Diabetes and Deafness, MIDD), meTdhopMuH He ce mpenopbyBa
Topajy prucka oT 000CTPSHE Ha JIAKTATHA AI[U1032 U HEBPOJIOTHYHH YCIOXKHEHHSI, KOUTO MOXE Ja
JIOBEJIaT JI0 BIIOLIaBaHE Ha 32a00JIIBAaHETO.

B cnyuail Ha npu3Hanu U cuMnToMu, nokaszarenHu 3a MELAS cunnpom unmm MIDD, cnen npuema Ha
MeT(OpMUH, JIeIeHNETO ¢ MET(HOPMHUH TPsIOBa Ja ce cIpe BelHara U Ja ce Harnpasu Obp3a
JIUArHOCTHYHA OICHKA.



bu0Opeuna GyHKIMA

[Mpenu 3anouyBane Ha JIedeHUETO TPsIOBA J1a ce HAaIlpaBHU OlleHKa Ha croiiHocThTe Ha GFR 1 penoBHO
cien ToBa (BX. Touka 4.2). Janumet e npoTtuBomnoka3aH npu nmanueHTH ¢ GFR <30 ml/mun u Tps6Ba na
0bJie BpEMEHHO CIPSH MTPH HAINYKE HA ChCTOSIHHS, KOUTO MPOMEHAT ObOpeYHaTa QyHKIHS (BXK.
ToukKa 4.3).

XUIOTJIMKEMHUS

ITanmmenTtn, mosryyaBamu Janumet B KOMOMHAINS ChC CYI()OHUITYpEs WM C HHCYJIMH, MOXKE JIa ca
M3JI0’KEHU Ha PUCK OT xunoriukemus. Clie10BaTeIHO, MOKE Ja € He00X0AMMO HaMaJlsIBaHE Ha J103aTa
Ha CyJI(QOHWITypesTa UM Ha WHCYJTUHA.

Peakiinut Ha CBPbXYyBCTBUTEITHOCT

Hma nmocTMapKeTHHIOBY ChOOILIEHHS 33 CEPHO3HHU PEaKLIMU HA CBPbXUYBCTBUTEIHOCT ITPH NAMEHTH
JIeKyBaHU CbC CUTArTUNTUH. Te3u peakunu BKIIOYBAT aHa(UIAKCHUs, AaHTHOEAEM U eKC(OTNaTUBHU
CBCTOSTHMS Ha KOXKaTa, BKIFOUYNTEITHO CHHAPOM Ha Stevens-Johnson. Haganoro Ha Te3u peakunu
HACTHIIBA B PAMKHTE Ha ITBPBHUTE TPH Mecela OT 3aIl0YBaHe Ha JICYCHHUETO ChC CUTATIIHMIITHH, HIKOU
CIIydad HACTBIIBAT CIIeJ ITbpBaTa 03a. AKO ce 1M0I031pa peakius Ha CBPbXUyBCTBUTEIHOCT, IPUEMBT
Ha Janumet Tps0Ba 1a ce mpeKpaTH, TpsIOBa Ja ce OLUEHAT APYTH HOTEHIMAIHA IPHYMHN Ha CHOUTHETO
U TpsIOBa J1a ce Ha3Ha4YM aJNTepHATHBHO JiedeHne Ha nuabera (BXK. Touka 4.8).

Bynozen nemburoun

IIpu marmenTy, npuemantu DPP-4 mHXUOUTOPH, BKIFOYUTETHO CUTATTTUIITHH, HMa ITOCTMAPKETHHT OBH
choOIIeHus 3a Oyno3eH nemdurons. AKo UMa CbMHEHUS 3a 0yJ103¢H nmeM(Uron, IpueMbT Ha
Janumet Tpsi0Ba 1a ce mpeycTaHOBH.

Orneparus
Janumet TpsiOBa 51a ce crpe 1o BpeMe Ha oreparus moJi o0I1a, CIIMHATHA WK SMUIypaiHa aHeCTe3usl.

JledenueTo Moxe n1a Objie BL30OHOBEHO HE TIO-PaHO OT 48 Yaca e[| onepanusaTa Wi
BB300HOBSBAHETO HA XPAHEHETO PE3 YCTa, M MPH yCIIOBUE e OhOpeuHaTa (GyHKITHS € OlleHeHA
OTHOBO U € YCTaHOBEHO, Y€ € CTaOWIHa.

IIpuioskeHne Ha HOMPAaHU KOHTPACTHU BEIECTBA

BbTpechaoBOTO NpHIoKEeHNE HA HOAWPaHU KOHTPACTHH BEILIECTBA MOXKE J1a IOBEIE 110
KOHTpacT-uHAyIHpaHa HedponaTus, BoAena 10 HaTpyIMBaHETO Ha MET(OPMHH U MTOBHIICH PUCK OT
JaKTaTHa anuno3a. Janumet TpsiOBa fa ce cupe Mpeay Win o BpeMe Ha IpoLeaypaTa 3a oopaszHa
MNarHOCTHKA M He TpsiOBa 11a ce BH300HOBSBA 10 Haii-MalIko 48 daca clie]] TOBa, TP YCIOBHE Ue
O0bOpeuHaTa (yHKIHS € OLIEHEHa OTHOBO U € YCTaHOBEHO, ye € cTabmiHa (Bxk. Touku 4.3 u 4.5).

[IpoMsHa B KIMHUYHU CTATYC HA MAIMEHTH C KOHTPOJIUPAH AWA0eT Thm 2
[ManuenTtu ¢ uader TN 2, Mpeay TOBa A00pe KOHTPOJIMpaH ¢ Janumet, KOUTO pa3BUBAT OTKJIOHCHUS B

nabopaTopHU MMOKa3aTeNy WM KIMHIYHO 3a00sBane (Haii-Beue HESCHO M ¢1a00 AeMHUPAHO
3a0ossiBaHe) TPsOBa He3a0aBHO J1a C€ OLCHAT 3a HAJIMYKME Ha KETOALN103a WIIH JIAKTaTHA alua03a.
OueHkara TpsgOBa Ja BKIIIOYBA CEPYMHH SJICKTPOINTH M KETOHH, KpbBHA 3aXap U ako ce Hanara pH Ha
KpPBBTa, HUBA HA JIAKTAT, MHPYBaT U MeT(GOPMHH. AKO ce TIOSIBU alli103a, B KOSITO U Jia € (hopma,
JeYCHUETO TPsOBa Ja ce Crpe He3abaBHO U TPSOBA J1a ce MPEAPHEMAT ITOIX O ISIIH
MPOTUBOJIEHCTBAIIIN MEPKH.

Hedurmr Ha BuTamuH Bio

MeTdopMUH MOKe J1a HaMalli CEPYMHUTE HUBA HA BUTAMHH B 2. PUCKBT OT HUCKU HUBA HA BUTAMHH
Bi> ce yBenmuasa ¢ yBenn4yaBaHe Ha J103aTa MET)OPMHEH, MPOABIDKUTEITHOCTTA HA JIEYCHUETO H/WITH
NPY TIALMEHTH C PUCKOBH (DAKTOPH, 32 KOUTO € U3BECTHO, Y€ PHUNHSBAT NePUINT HA BUTAaMUH B>, B
clydaii Ha CbMHEHHE 3a Je(UIUT Ha BUTAMUH B> (KaTo aHEeMUs WITH HEBPOMATHS), CEPYMHHUTE HUBA
Ha BUTaMUH B, TpsOBa ga ce npocneassar. Ileproaudno npociensBane Ha BUTAaMUH B> Moke 1a ce
HAJIOKU TPH MAIUEHTH C PUCKOBH (akTopu 3a Aeduuut Ha BuTaMuH B>, Tepanusara ¢ metrpopmun
TpsiOBa J1a MPOABIDKH, OKATO ce TIoHAcsS JOOpe W He € MPOTHBOIMOKA3aHa, U J1a Ce OCUTYPH
MOJIXOIAIIO KOPUTHPAIIO JICUCHHUE 32 Ae(DUIUT Ha BUTAMUH B2 B ChOTBETCTBUE C HACTOSIINTE
KJIMHAYHU HACOKH.




Harpuii
To3u nekapcTBEH MPOAYKT ChAbPKA MO-MaJKo OT 1 mmol Hatpwmii (23 mg) Ha TabneTka, T.e. MOXe J1a
ce Kaxke, 4e MPAKTHYECKU HE ChABPKA HATPHIL.

4.5 B3aumoaeiicTBHe ¢ IPYru JeKapcTBEeHH MPOIYKTH U APYru (popMu Ha B3auMojeiicTBHe
EnHoBpeMEeHHOTO MHOTOKpATHO Tpujiarane Ha cutaraunTud (50 mg ABa TbTH THEBHO) U MET(HOPMUH
(1 000 mg aBa MBTH JHEBHO) HE € IPOMEHMJIO 3HAYUTEIHO (hapMaKOKMHETHKATa KAKTO Ha
CUTArJMIITHH, Taka U Ha MET(GOPMUH MPH MAUEHTH C T1adeT TUM 2.

He ca u3pbprBany mpoy4Badus 3a hapMaKOKHHETUIHY JIEKAPCTBEHU B3aMMOJIEHCTBUA ¢ Janumet;
o0aye TakKMBa MPOYYBaHUS Ca MMPOBEKTAHU C OTACITHUTE aKTUBHH BEIECTBA, CUTATIIUNITHH U

MeTPOpMUH.

He ce npenopwryBa chIbTCTBAIA YIIOTPEOA

Ankoxon
ATKOX0JTHATa MHTOKCHKAITUS C€ CBHP3Ba C TIOBUIIICH PUCK OT JIAKTaTHA aIli03a, 0COOCHO B CIIydan Ha
rJ1aayBaHe, HeJJOXPaHBaHE WM YePHOAPOOHA HEJIOCTATHYHOCT.

Moaupany KOHTPACTHU BeleCTBA

Janumet TpsOBa 3aABDKUTEITHO JIa CE CIPEe MIPEIU Wi [0 BpEeMe Ha Mpoleayparta 3a o0pa3Ha
JIMaTHOCTHKA U He TPsiOBa Jia ce Bh300HOBsIBA JIO Hal-MaJIKO 48 yaca Clie/i TOBa, IIPU YCIOBHE Ye
0b0peuHaTa (GyHKITUS € OIIEHeHa OTHOBO M € YCTAaHOBEHO, Ue € cTabmiHa (BXK. Touku 4.3 u 4.4).

KomOuHanmm, n3McKBaluy npeanasHy Mepku IpH ynorpeda

Hsikou nexapcTBeHU MPOAYKTH MOTAT /1a Ce OTPa3sT HeOnaronpusiTHO Ha ObOpedHara QyHKIHS, KOETO
MOJKE J]a yBEJIMYU PUCKa OT JIakTaTHa anuao3a, Hanpumep HCIIBC, BkiIrounTenHO CENEeKTUBHU
naxubutopu Ha uukinookcurenasa (COX) II, ACE unxubutopu, anrnorensu 1l peuenropau
AHTAarOHUCTH U AUYPETHIIN, 0cOOEHO OPUMKOBU IuypeTuld. [Ipu 3amouBaHeTo uin ynorpedaTta Ha
TaKMBa NMPOAYKTH B KOMOMHAIMS ¢ MET(HOPMHH € He00X0IMMO BHUMATEIHO NPOCIIEsIBaHE Ha
0b0OpeuHaTa QyHKITHS.

CropreTBanIaTa ynorpeda Ha JeKapCcTBEHU MPOAYKTH, KOUTO MOBIUSABAT OOIINTE TPAHCIIOPTHH
crucTeMHU B ObOpedHHTE TyOYIIH, BKIIOYCHH B OBOPEUYHOTO eTMMHUpaHe Ha MeThOpMHH (HaIIp.
MHXUOUTOPH Ha OpraHWYHUS KaTnoHeH TpaHcnoprep-2 [OCT2]/MynTuiaekapcTBeHUS U TOKCUH-
exctpyaupain nporeud [MATE] xato paHonasuH, BaHAETaHUO, J0IyTErpaBUp U HUMETHINH), MOTaT
Jla IOBHIIAT CUCTEMHATa €KCIIO3HLUS Ha MET(OPMHUH U J1a YBEJINYAT PUCKA OT JIAKTaTHA alluz03a.
TpsiOBa 1a ce OOMUCIIAT MOJI3UTE U PUCKOBETE OT ChIIBTCTBAIIATA yIoTpeda. TpsoBa a ce ooMucu
BHUMATEITHO MPOCIIeIIBaHe HA MTMKEMUYHUS KOHTPOJ, alalTUPaHe Ha J03aTa B PaMKUTE Ha
NpeNnopbUYUTENHATA JO3UPOBKA U IPOMEHH B JICYCHUETO Ha Aradera, KOraTo TaKHMBa JIEKAPCTBEHH
NPOAYKTH Ce MpujiaraT eIHOBPEMEHHO.

I'moxokopTukOuawTE (TIpPUITaTaHy MO0 CUCTEMEH U JIOKAJICH TbT) OeTa-2-arOHUCTUTE U JUYPETULIUTE
UMaT MPHUCHIIO0 XHUIIEPTINKeMIIHO neiicTeue. [lanmenTure TpsOBa 1a ce mHGOPMHUpPAT U TIO-YECTO JIa
M3MEepBaT KpbBHATA CH 3axap, 0COOCHO B HAYAIOTO HA JICYCHUETO C TAKUBA JICKAPCTBEHH MPOTYKTH.
AKO € He00X0IMMO, J103aTa Ha aHTUXUIIEPTIIMKEMUYHHS JICKApCTBEH MPOIYKT TPsiOBa J1a ce ajanTupa
10 BPEME Ha JICUCHHE C APYTHUsl JIEKAPCTBEH MPOAYKT U MPU HETOBOTO MPEKPATIBAHE.

ACE-uHXUOUTOpUTE MOTaT J1a MOHMXKAT HUBAaTa Ha KphBHATA 3axap. AKO € He00X0uMo, 103aTa Ha
AHTUXUTIEPTIIMKEeMUYHISI IEKAPCTBEH MPOAYKT TPSIOBA J1a Ce afanThupa Mo BpeMe Ha JICUSHHETO C
JpYTUsl IEKapCTBEH NPOAYKT U IPU HETOBOTO IPEKPATIBAHE.

EdexTn Ha Apyry JeKapcTBEHU MPOIYKTH BEPXY CUTATTUITHH
In vitro v KIMHUYHUTE JAHHU ONKCAHHU I10-10JIy IIPEAIONAraT, Y€ PUCKbT OT KJIMHUYHO 3HAYMMU
B3aUMOJIEHCTBHSI IIPU €THOBPEMEHHO NPUIIOKEHUE C IPYTU JIEKAPCTBEHU NPOAYKTH € HUCBK.




In vitro poy4BaHus TIOKa3BaT, Y€ OCHOBHUS €H3UM OTTOBOPEH 32 OTPaHUYCHUS METabOIN3bM Ha
cutarnuntud € CYP3A4, ¢ yuactue na CYP2CS. [Ipu manmentu ¢ HopManHa 0b0pedHa QpyHKIH,
MeTa00IM3MBT, BKIIounTeHO 1 upe3 CYP3 A4, urpae camo Manka poJisi B KIMPbHCA HA CUTArJIMIITHH.
MeTabonn3mMbT MOXE JIa UTpae MO-BayKHA POJISl IPY EMTUMIHUPAHETO Ha CUTATJIUITHH B YCIOBUS Ha
ocTpo OBOpEeUHO YBpEXKTaHE WU TepMHUHATHA O0h0peuHa HemocTtaTbuHOCT (ESRD). Tlopaan tasm
NpUYMHA € Bb3MOKHO Mo HHXuOuTOopn Ha CYP3 A4 (Hamp. keTOKOHa30:1, HTPaKOHA307,
PUTOHABUD, KJIAPUTPOMHLIMH) A2 IPOMEHSAT (PapMAaKOKHMHETHKATa HA CUTArJIMITHH IPH NALHEHTH C
Texxko 0b0peuHo yBpexnane wim ESRD. Edekrute nHa Mmomante CYP3 A4 nHXUOUTOPH B YCIIOBUS Ha
0BOpedHO yBpeKJaHE HE ca OLECHIBAHU IPU KIMHUYHO MPOYYBaHE.

In vitro mpoy4yBaHUs 32 TPAHCIIOPTA MOKA3BaT, Y€ CUTATJIMIITHH € CyOCTpaT Ha p-TIUKOTPOTENHA U
TpaHcnoprepa Ha oprannuHu aHnoHHU-3 (OAT3). OAT3 MeauupaHusT TPaHCHIOPT HA CUTATIIUITHH Ce
MHXUOUpA in vitro oT NpoOeHEeNA, BBIPEKH Y€ PUCKBT OT KJIMHUYHO 3HAYMMH B3aUMOJICHCTBUS ce
cMmsTa 3a HUCHK. ExHoBpeMenHoTO npriokeHne Ha OAT3 mHXHOUTOPH HE € OIEHEHO in Vivo.

Luxnocnopun: TlpoBeneHo e Mpoy4BaHe 3a OlICHsIBaHEe Ha eeKTa Ha HUKIOCTIOPUH, MOIIEH
WHXAOUTOP Ha P-TIUKONPOTENHA, BBPXY (papMaKOKMHETHKATa HA CHTATTUITHH. ETHOBpEMEHHOTO
MIPUJIOKEHUE Ha eIMHUYHA TiepopaiHa go3a 100 mg cuTaraunTiH ¥ eIMHUYHA TIepopaiHa 1032

600 mg ruksocniopud mouiasa AUC u Cpax Ha CUTarJIUITHH CHOTBETHO C MPUOTU3UTENHO 29 % 1
68 %. Te3u npoMeHH BbB (papMaKOKWHETHKATa HA CUTATJIMITHH HE CE CMATAT 32 KIMHUYHO 3HAYNMHU .
bpOpeyHmsIT KTUPHHC HAa CUTATJIAIITHH HE € 3HAUNTENTHO MTpoMeHeH. ClieioBaTeTHo, HE Ce 09aKBat
3HaYMMH B3aMMOJIEHCTBUS C APYTHd HHXUOUTOPH Ha P-TIIMKOIPOTEHHA.

EdekTu Ha cCUTAamIMOTHUH BbPXY APYTU JEKAPCTBEHU IIPOAYKTH

Jlueokcun: CUTarmunTiH UMa c1ad e(eKT BbPXY IUIa3MeHaTa KOHIIEHTPALUs Ha TurokcuH. Cien
npuiaradeTo Ha 0,25 mg nUrokcuH egHoBpeMeHHO ¢bc 100 mg cUTarTUNTHH THEBHO B MPOABIKCHHE
Ha 10 gau, mnazmenata AUC Ha qurokcuH Hapactsa cpenHo ¢ 11 %, a mnazmenata Cmax CPEAHO C

18 %. He ce nmpemoppyuBa KOpUTHpaHe Ha J03aTa AUTOKCHH. B ChIIOTO BpeMe, MarueHTuTe C pUCK OT
JIUTOKCHOBA TOKCHYHOCT TPsI0Ba Ja ObJaT MPOCIIesIBaHH 32 TaKaBa, KOTaTO CUTATIUITHH U JIUTOKCUH
ce Mpuiiarat eJHOBPEMEHHO.

In vitro NaHHUTE OKA3BaT, Y€ CUTAINIMNTHH He NoTHCKA U He uHAayuupa CYP450 uzoenzumure. [pu
KJIMHUYHU TPOYyYBAHUS CUTATUIITAH HE MPOMEHS 3HAYMMO (hapMaKOKMHETUKATa Ha MET(QOPMHUH,
TIHOypuU/I, CAMBACTATHH, PO3UTIIMTA30H, Bap(haprH WIH TIEpOpaTHH KOHTPAICTITUBH, TaBalKu in vivo
JTAHHU 332 MajIka BEPOSTHOCT OT IPEIN3BUKBAaHE HA B3aMMOACHCTBHS Che cyOcTpatn HAa CYP3 A4,
CYP2C8, CYP2C9 u tpancnoprepu Ha oprannynu katnonu (OCT). CutammunTuH Moxe na ObJe cnad
WHXUOUTOP Ha P-TIIMKONPOTEHHA in VIvo.

4.6 @epTUAMTET, OPEMEHHOCT U KbpMeHe

Bpemennocr
Hsama goctaTs4yHO HaHHU OT yroTpebaTa Ha CUTATJIMIITHH PU OpeMeHHH sxeHu. [IpoyuBanus mpu

JKUBOTHH TIOKa3BaT PEMPOIyKTUBHA TOKCUYHOCT MIPHU BUCOKH JTO3U CUTATJIMIITHH (BXK. TOUKa 5.3).

OrpaHudeHunTe TaHHM MIpeIoarar, ue ynorpedara Ha MeThOpMHUH IIpH OpeMEHHH HE € CBBbP3aH C
MIOBHUIIEH PUCK OT KOHreHUTAIHU Majdopmanuu. [IpoyuBanusiTa ¢ MET(GOPMUH MPH KUBOTHU HE
MOKa3BaT BPeIHU e(DEKTH BbB BPb3Ka ¢ OPEMEHHOCTTa, EeMOPHOHAIHOTO U (DETATHOTO Pa3BHUTHE,
PAKIAHETO WITH MOCTHATATHOTO Pa3BUTHE (BXK. TOUKa 5.3).

Janumet He TpsOBa 1a ce U3MOJI3Ba O BpeMe Ha OPEMEHHOCT. AKO MallMeHTKaTa UCKa Jia 3abpeMeHee
WM aKO HACTBITM OPEMEHHOCT, JICYEHHETO TPsIOBa J]a ce MPeKpaTh M NalMeHTKaTa J1a IPEeMHHE Ha
J€YeHUE C NHCYJIMH Bb3MOXKHO Hai-CKOPO.

Kopmene
He ca nmpoBexxaanu mpoydYBaHUs MPU KbPMEIIH KUBOTHH ¢ KOMOMHHUPAHNUTE aKTHBHH BEIeCTBa Ha

TO3H JICKaAPCTBCH MMPOAYKT. HpI/I IMpOoy4YBaHUs MMPOBEXKIAAaHNU C OTACIIHUTEC aKTHUBHU BCIICCTBA U



CUTArJIMIITHH, U METPOPMHUH C€ SKCKPETUPAT B MJIIKOTO Ha JIaKTHpAaIlH IIbxose. [Ipu xopa
MeT(hOPMUH Ce SKCKpPETHpa B KbpMaTa B MaJIKU KoJindecTBa. He € n3BeCTHO JAalii CUTATJIMITHH Ce
eKckpeTHupa B kbpMaTa. CriegoBaTeiHO Janumet He TpsOBa Ja ce U3MOoNA3Ba PU )KEHU, KOUTO KbPMSIT
(Bk. Touka 4.3).

DepTunuTer
JlaHHuTE OT IPOYYBAHUS MPH )KUBOTHH HE TPEATONAraT BIUSHUE BbPXY (PepTHUIINTETa HA MBIKKU U

JKEHCKH IUTBXOBE IIPU TPETUPAHE ChC CUTATIMNTHH. JIMIICBAT JaHHU NpH XOpa.
4.7 EdexTn BbpXy cioco0HOCTTA 32 opupaHe U padora ¢ MALINHU

Janumet He MOBIKABA WK TIOBJIMIBA MPEHEOPEIKUMO CITIOCOOHOCTTA 3a modupaHe u pabora ¢
MalmHU. B chIioTo Bpeme mpu modupane win pabota ¢ MaliiHY, TPsIOBa Ja ce MMa NPeIBU/, Y€ MPH
CUTArJIMIITHH Ca JOKJIAJBaHU CIIy4Yad Ha 3aMaiiBaHe U ChHIIMBOCT.

OcBeH TOBa, MaIMEHTHUTE TPSOBA /1a Ce MPEeXyNpekIaBaT 3a pUCKa OT XUTIOTJIMKEMHs, Korato Janumet
Ce M3M0J13Ba B KOMOUHAIMS ChC CYJI(POHMITYPEHHO MPOU3BOIHO WK C HHCYJIVH.

4.8 Hexenanu JekapcTBeHU peaKMu

Pestome Ha mpodmia Ha 6e30macHOCT

Hsama npoBenenn TepaneBTHYHN KIMHAYHA MTPOYYBaHUs ¢ Janumet TabneTku, HO
OMOEKBHBAJICHTHOCTTA Ha Janumet ¢ Ioka3aHa MPU €THOBPEMEHHOTO MPHUIIOKECHUE Ha CUTATJIMIITHH U
MeTdopMuH (Bk. Touka 5.2). ChoOIIaBaHu ca CEpHO3HHN HEXKETaHU PEaKIUU, BKITIOYUTEITHO
MAHKPEATUT M PEaKIK Ha CBPBXIyBCTBUTETHOCT. CHOOIIaBaHa € XUIIOTITNKEMUS TP KOMOWHAITUS
che cyndonmtyperino mpoussoano (13,8 %) u ¢ uncynux (10,9 %).

TabnuyeH CIUCHK HA HENKETAHUTE PEAKIIUU

Cumaenunmun u memgpopmun

Heskenanute peakinu ca u36poeHH 1M0-1011y ¢ npenopbuBanute oT MedDRA TepMuHu criopes
CUCTEMO-OpraHHa Kiacugukaius u abconroTHa yecrora (Tadmuma 1). [To yectora ce onpeaensarT KaTo:
MHoro yect (>1/10), wectn (>1/100 mo <1/10), veuectr (>1/1 000 mo <1/100), penxu (>1/10 000 xo
<1/1 000), muOTO peaxu (<1/10 000) u c Hem3BecTHA YecToTa (OT HATMYHUTE JaHHHU HE MOXKe Ja ObJe
HalpaBeHa OlLEHKA).




Tabauna 1: YecToTa Ha HexkeTaHATE PeAKLIUHM YCTAHOBEHH 110 BpeMe Ha 11anedo-
KOHTPOJIMPAHHM KJIMHUYHM MPOYYBAHHUS ChC CUTAIIMIITHH U MeT(OPMHH CAMOCTOATETHO U IIPH

MOCTMAPKETUHIOBUSA OIIUT

Hesxenana peakuusi

YecToTa HA HEXKeJIaHATA peaxkuus

Hapyumienns Ha kpbBTa 1 1uMdHATa cHcTEeMa

TpOM60L[I/ITOH€HI/I$[

Penxu

Hapymienust Ha UMyHHAaTa cUCTeMa

peaxIuy Ha CBPbXUyBCTBUTEIHOCT, BKIIFOUUTEIIHO
aHa(UIAKTHYHU OTrOBOpH

C Heu3BeCTHA YECTOTA

Hapymenus Ha MeTa6oau3Ma U XpaHEHETO

XHIIOTIMKeMUs Uectu
HaMaJIeHHe HAa HUBATA HAa BUTaMUH Bo/nedumut! Uectu
Hapymenusi Ha HepBHATa cUcTEMa

CHHIIBOCT Hedectn

PecniupaTopuu, rpbAHUA U MeAUACTHHATHU
HApyUIeHHs

UHTEPCTULMAHA 6enoapobHa Gonect

C Hen3BeCTHA YECTOTa

CToManiHo-4YpeBHH HAPYLIEHUSs

JHapust Heuectu
rajeHe Yectn
(dhaatyneHmnus Yectn
3a1eK Heuectu
0oJKa B TOpHATA YacT Ha KopeMa Heuectn
MTOBPBIIAHE Yectu

ocTbp nankpearur *i*

C Heu3BeCTHA YECTOTA

(artasen u HeaTaleH XeMOParudeH U HEKPOTH3UPAIL|
maHkpeaTut

C Heu3BeCTHA YECTOTA

Hapymelmﬂ Ha KOKaTa U NOAKOXKHATA TbKAaH

prpI/ITyC*

Heuectn

aarunoenem

C Heu3BeCTHA YECTOTA

o6pu™'

C Heu3BeCTHA YECTOTA

yprukapus -t

C HeW3BECTHA YeCcToTa

KOKeH BacKyJut

C Hen3BecTHA YECTOTa

eKkc()ONMATUBHU KOXHH 3a00IBaHNUs, BKIOYUTEIHO
cuHapoM Ha Stevens-Johnson™'

C Heu3BeCTHA YECTOTA

"
Oyr03eH nmeMGUTrouI

C Hen3BeCcTHA YeCTOTa

Hapymennsi Ha MyCKyJIHO-CKeJIeTHATA CHCTEMA U
CheTHHHTEJHATA ThKaH

apTparus

C Heu3BeCTHA YECTOTA

*
MHUaJITuA

C Hen3BecTHA YSCTOTa

Gouka B KpaHUIUTE"

C Heu3BECTHA YeCcToTa

OoJka B TEp6a”

C Heu3BeCTHA YECTOTA

B3
apTponarus

C Heu3BeCTHA YECTOTA
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Hexenana peakuus YecToTa Ha HEXKEJIAHATA PeaKklMsl

Hapymienns Ha 6b0penuTe M NMKOYHATE NbTHIIA

Hapymiena 660peuna QyHKuus C Heu3BeCTHA 4ECTOTa

ocTpa 660pEYHa HENOCTATBIHOCT - C Hew3BecTHA Y4eCTOTa

* Hexenanure peakiuu ca UAEHTU(GHUIMPAHH 110 BPEME Ha MOCTMAPKETHHIOBOTO HAOIIOIEHHE.
T Buok Touka 4.4.
¥ Buskre npoyusanemo 3a 6e3onachocm no omuouienue na copoeuno-cvoosama cucmema TECOS no-noiy.

Onwucanne Ha U30paHU HEXKENaHU PEAKINU

Hsikou He)xenanu peakuuu ca HaOJII0JaBaHU [10-YE€CTO [IPU IPOy4BaHUs 32 KOMOMHMpaHa ynorpeba Ha
CHUTAarJIMIITUH U MeT(bOpMI/IH C Apyru aHTI/IIII/Ia6eTHI/I JICKaApCTBCHU NPOAYKTU B CPAaBHCHHUE C
NPOYYBaHHUS HAa CUTATJIMIITHH U METGOPMHH CaMOCTOATENHO. Te BKIIOYBAT XUIIOTJIMKEMHUS (KaTeropus
Ha 4ecToTa ,,MHOTO YeCTH  ChC CYI()OHMITYPEHHO POU3BOIHO WM UHCYIINH), 3a11eK (,,4eCTH” ChC
cynoHWITypeHHO MPOU3BOIHO), IepudepeH OTOK (,,4eCTH’ C MHOITIMTa30H) U IN1IaBOO0JINE U CyXOTa B
ycrarta (,,HedecTH” ¢ MHCYJINH).

Cumaznunmun

[Ipu npoyuBaHus BEpXy MOHOTEpanus ¢bc cuTarmnTiH 100 mg BeIHBK JHEBHO CAMOCTOSITSITHO B
CpaBHEHUE C I11are00, ChOOIEHUTE HEXEIIaH! PEaKIK Cca I1aBO00IHEe, XUTOTITUKEMHS], 3a1IeK U
3aMaiBaHe.

Cpen Te3u NalreHTH HeXellaHuTe ChOUTHS, ChOOIIaBaHH HE3aBUCUMO OT IMTPHYUHHO-CIICJCTBEHA
BpB3Ka C JICKAPCTBEHUS MPOAYKT, C YeCTOTa Hai-MaKo 5 %, BKIFOUBAT WH(QEKIIUU HA TOPHUTE
UXaTeTH! MbTHIA 1 HazoapuHruT. OCBEH TOBa, Ca CHOOIICHN OCTEOApTPHUT M O0JIKA B KPAWHUIINTE,
¢ yecrora HeuecTH (> 0,5 % mo-BUCOKa CpeJl YYaCTHUIIUTE, TOTYYHIIU CUTATIIUIITHH, OTKOJIKOTO Ta3u B
KOHTPOJIHATA TPYTIA).

Memgopmun

CTOMaIHHO-‘IpeBHI/I CHUMIITOMH Ca CT)O6HIaBaHI/I MHOT'O 4E€CTO ITPU KIIMHUYHU IIPOYUBAHUA U IPU
MOCTMapKETHHTOBaTa yrnorpeba Ha meThopmuH. CTOMANTHO-YPEBHUTE CUMIITOMH KaTO TaJIcHE,
MOBpBIIAaHE, TUapHsl, 00JIKa B KOpeMa U 3ary0a Ha aleTUT ce MOSBSIBAT M0-9eCTO NPH 3arovBaHe Ha
JICYCHUETO U B MIOBEYETO CIy4yau MPEMHUHABAT CIIOHTAHHO. J[OMbIHUTEIHN HEXKETaHU PEaKIIVH,
CBBbp3aHH ¢ MET(HOPMIUH, BKIIIOUBAT METAJICH BKYyC (UECTH); JIaKTaTHA al[i103a, HApyLIICHUs Ha
yepHOApoOHaTa (hYHKIHS, XeTIaTUT, YPTHKApHs, epuTeMa U cbpoex (MHOTo penku). Kareropuwnre mo
YecToTa ce OCHOBABaT Ha HANIMYHATa HHpopMais B KpaTkaTa XxapakTepucTHKa Ha MPOAYKTa Ha
metdopmuH, ogodpena B EC.

IlegmaTpuyHa monyarus

B ximmHWYHE TpOyYBaHMA ¢ Janumet IIpH MeANaTPUYHH MTAITUEHTH ChC 3aXapeH AuadeT THl 2 Ha
BB3pacT oT 10 1o 17 ronuuu nporIbT HA HEKENAHUTE PEAKIUH KaTo ISJI0 € CPAaBHUM C TO3H,
HAOJI0/IaBaH NP Bh3pacTHU. [Ipu nequaTpuiHu NAlMEeHTH, KOUTO Ca MM HE Ca Ha OCHOBHO JICUECHHE C
WHCYIIMH, CHTATJIAIITHH CE CBhP3BAa C MOBHIIEH PUCK OT XUTIOTTITUKEMHSL.

Ipoyusane 3a bezonacnocm no omuowerue Ha copoeuno-cvoosama cucmema TECOS
WznuTBaHeTo, OIEHIBAIIO CHPACYHO-CHIOBUTE PE3YIATATH NPH JieueHue che cutariauntud (Trial
Evaluating Cardiovascular Outcomes with Sitagliptin, TECOS), BkmtouBa 7 332 naruieHTH, JIeKyBaHH
cbc 100 mg curarmunTul AHEeBHO (Wi 50 mg AHEBHO, aKO U3XOAHHUTE CTOMHOCTH Ha U3YHCIIeHaTa
ckopocT Ha riiomepyiHa gunrpanus (eGFR) ca > 30 u < 50 ml/mun/1,73 m?), u 7 339 nauuentu Ha
rtane6o B intention-to-treat (ITT) momynanmsita. J[Bere nedenns ca 1o0aBeHN KbM OOMYaiHUTE
TPUKH CHIIIACHO MECTHHUTE cTaHmapTy 3a HbA . 1 chpredHo-cb10BU puckoBu ¢paktopu. Obmiata
YeCcTOTa Ha CEPUO3HUTE HEXKEJIAaHU CHOUTHS TIPH MAIlUEHTH, TIOTy4aBalli CUTATIIUIITHH, € CXOJIHA C
Ta3W TIPH MAIMEHTUTE, MOTyJaBaIliy 1iamneoo.

B intention-to-treat momynanusTa cpeji MaMEHTHTE, KOUTO U3IIOJI3BAT HHCYIIMH W/HITH CYIPOHUITypest
Ha M3XOJHO HHMBO, YECTOTATa HA TEXKKA XUIIOTIUKEeMuUs € 2,7 % Mpu NauueHTuTe, JIEKyBaH! ChC
CUTarUNTUH H 2,5 % 1pu NanyeHTuTe Ha mianedo; cpel MauieHTUTe, KOUTO He U3I0I3BaT HHCYIUH
u/vnu cynOHUIypest Ha U3XOJHO HUBO, YeCTOTaTa Ha TekKa xunormukemus € 1,0 % mnpu
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MalUeHTHTE, JeKyBaHH cbe cutarnuntud u 0,7 % npu nanuenTure Ha riane6o. Yecrorata Ha
NOTBBPACHU CHOUTHS, OTaBaHU Ha MTaHKpeaTHT, € 0,3 % Mpu NanueHTuTe, JIEKyBaH! ChC
cutarnuntud 1 0,2 % npy manueHTUTe Ha Tuianeoo.

Crpo01uiaBane Ha MOJO3UPAHN HEXKEIAHN PEAKIINHA

Cp0o011aBaHETO HA MOI03UPAHHN HEXKEIIaHU PEakKIliu CJIe pa3peliaBaHe 3a ynotpeda Ha JIeKapCTBCHHS
MPOJYKT € BakHO. TOBa IM03BOJIsIBA Ja MTPOIBIDKH HAOIIOICHUETO Ha ChOTHOIIICHUETO T0J13a/PHCK 3a
JieKapCcTBEeHUA NpoAyKT. OT MEAUIMHCKUTE CIIELHAIMCTH CE€ H3UCKBA Ja ChOOIIaBaT BCsIKa
M0I03UPaHa He)KENaHa PeaKiiys Ype3 HAIMOHAIHA CUCTeMa 3a ChOoOIIaBaHe, MOCOYEHa B

IIpunoxenue V.

4.9 Ilpeno3upane

IIpu xOHTpONMpPaHU KIMHUYHU MIPOYYBAHUSI ChC 3PABU YUYACTHUIM CE MpUJIaraT €IHOKPaTHH 103U J0
800 mg cutarmunTHH. MUHAMAITHO yabkbkaBane Ha QTc, KoeTo He ce cuuTa 3a KITMHUYHO 3HAaYNMO, C&
HabI0aBa Mpy eHO TpoyuBaHe ¢ 1o3a oT 800 mg curarmmnTia. Hama orut ¢ go3u Hax 800 mg mpu
KJIIMHWYHY npoyuBanus. [Ipu npoyusanus dasa I ¢ MHOTOKpaTHO npuiarase, HiMa CBbP3aHU € J03aTa
KITMHIYHU HEeXKEJIaH! JIEKAPCTBEHU PeaKIiy, HaOM0aaBaH! PY CUTATIIUITHH C 103 10 600 mg
nmHeBHO 3a niepuoau 10 10 qam u 400 mg qHEBHO 3a IEPHOIH 10 28 JHH.

TlNonsmo npeo3upane ¢ MeTOPMUH (WM €THOBPEMEHHO ChINECTBYBAII PUCK OT JaKTaTHA allij103a)
MO>Ke J1a JOBEIe J0 JaKTaTHa arymI03a, KOsATO € CIIeIIeH MEAUIIMHCKHY CIIydai u TpsAOBa 1a ce JIeKyBa B
OomHua. Haii-eheKTUBHUAT METOJT 32 OTCTPAHSBAaHE Ha JaKTaTa U MeT(hOpPMHHA € XeMOIUAIHN3aTa.

[Ipu xnmmaMYHA TpoyuBaHus mpuomm3uTenHo 13,5 % oT mo3ara ce OTCTpaHsABa MPH MPOIbIDKaBamia 3-
1o 4 gyaca xemonuanu3Ha cecust. [Ipu mpeneHka 3a KIMHAYHA HE0OXOAMMOCT MOXKE /1a C€ TIPeArIprHeMe
MO-MPOIBJDKUTENHA Auanu3a. He € H3BeCTHO Jalii CUTArTUITHH Ce TUaIu3upa Npu NepUTOHEaTHa
Jianuza.

B ciydaii Ha peno3upane € MoAXOAAIIO JIa ce MpeanprueMaT 0OMKHOBEHUTE TOAIbPIKAIIN MEPKH,
KaTo OTCTpaHsiBaHe Ha HeabcopOMpaHus MaTepua OT CTOMAIIHO-YPEBHHS TPAKT, KITIMHHYHO
HaOIoeHNe (BKITIOUMTENHO U €JIeKTPOKapArOoTrpamMa) U MpH Hy’KJ1a 3arl09BaHe Ha MOIbPIKaIio
JIeUeHHe.

S. ®APMAKOJIOTUYHUA CBOMCTBA
5.1 ddapmakoaMHAMUYHHU CBOICTBA

dapmMakoTepaneBTHYHA rpyna: AHTHIUA0CTHY JICKAPCTBEHU MPOAYKTH, KOMOUHAIIMY OT TISPOPATHH
JIeKapCTBEHU MPOIYKTH 3a HaMalsiBaHe Ha KpbBHaTa 3axap, ATC kox: A10BD07

Janumet koMOMHUpa ABa AHTUXUTIEPTITUKEMUYHH JIEKAPCTBEHH MIPOAYKTA C IOIIBJIBAIL CE MEXaHU3IbM
Ha JieficTBUE 3a OJ00psBaHe Ha TIIMKEMUYHHS KOHTPOJ MPH MAIMEHTH ¢ AMAa0ET THIT 2: CUTATJTUIITHH
tdhocdar, qunentuaun nentunaza 4 (DPP-4) nuaxubutop u MeTPOPMHUHOB XHIPOXIOPHUI,
IPEe/ICTaBUTEN Ha Kilaca Ha OWTBaHUMHUTE.

CutarnunTuH

Mexanusom na deticmsue

CurarmunTuH docdaT € mepopasHo aKTUBEH, MOIIEH H BUCOKOCEJIEKTUBEH HHXHOUTOP Ha eH3UMa
munentuaut nenrugasa 4 (DPP-4) 3a neuenue Ha quabet tun 2. Maxubutopure Ha DPP-4 ca kiac
BEIIeCTBA, KOUTO JIEHCTBAT KaTO €HXaHCepH Ha MHKpeTHH. Upe3 naxuOupane Ha eH3uma DPP-4,
CUTAaIJIMITHH MTOBHUILIABA HUBATA HA JBA W3BECTHU aKTHBHU MHKPETHH XOPMOHA, TTFOKaroH-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 uiH nosuiieHu, GLP-1 u GIP 3acunBar
CHHTE3a M OCBOOOXKIaBaHETO HA MHCYIIMH OT aHKpeaTnuHuTe Oera-kieTku. OcBeH ToBa, GLP-1
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HamaJsBa CeKpelusITa Ha IIOKaroH OT MaHKpeaTHIHUTE anda KIETKH, BOACHKU 10 HaMaJleHO
MIPOM3BOICTBO HA YepHOApoOHa TToko3a. Korato HuBaTa Ha IIII0KO3a B KPBBTA 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 nunn DPP-9 B TepanesTnunn koHeHTpanui. CUTarTUITHH Ce
pasnnyaBa 1o XUMHUYHA CTPYKTypa U papMaKoJIOTHIHO AeicTBre oT aHao3uTe Ha GLP-1, macynnH,
CyApOHUTYpes WX METIMTHHUAN, OUTBaHUIMHY, arOHUCTH Ha aKTUBHPAHHUS OT MEPOKCU3OM
nponudepaTtopa rama-penentop (PPARY), anda-riaroko3uaa3zHu HHXHOUTOPH U aHAIO3U HA aMUJIHH.

IIpu ABYyIHEBHO MPOYYBAaHE HA 3APaBH YYACTHHIIM, CUTATJIUIITHH, IPUIIOKEH CAMOCTOSTEIHO,
noBumraBa akTuBHaTa GLP-1 KoHIEHTpanus, 10KaTo METQPOPMUH MPHUIIOKEH CAMOCTOATEIHO,
NoBHIIIaBa akTHBHATa U obmiara GLP-1 xoHuIeHTpauus B cXxoaHa cTeneH. EMTHOBpeMeHHOTO npuiiaraHe
Ha CUTAIJIMOTHH U MET(GOPMUH nMa aguTuBeH epeKT BppxXy akTuBHaTa GLP-1 KoHIeHTparus.
CuTarnmunTH, 3a pa3iiuka oT MeTQOpMuH, oBuiiaBa akruBHaTa GIP koHIeHTpanus.

Knunuuna egpuxacnocm u 6e3onacrocm
Karo 151710, cutarmunTuH monoOpsiBa NIMKEMUYHHAS KOHTPOJ, KOTaTo C€ M3IT0JI3Ba KaTO CaMOCTOSTETHO
WM KOMOMHHMPAHO JICYeHUE MPH Bb3PACTHHU MALUEHTH ¢ AuadeT Tum 2.

[Tpn KIMHUYHYE IPOYYBAHMS, CUTATIIMITHH KaTO MOHOTEPATHS 1T0100pABa TIIMKEMHYHNS KOHTPOJ
gpe3 3HAYUTEIIHO HaMaJIeHne Ha XeMortoOuH A . (HbA ) v Tirroko3aTta Ha TJ1aHO U CIIe]T XpaHEeHe.
Hamanenuero Ha rutazmeHara ritokosa Ha rianHo (FPG) e nabnromaBaHo Ha 3-Ta ceiMuIia, mbpBarta
BpEMeBa TOUKa, B KosATO € mMepeHa FPG. HabnronaBanara yectora Ha XMIOTITMKEMHS TIPH TAUEHTH,
JIEKYBaHU ChC CUTATTUIITHH € TI0J00HA C Ta3u npH wianedo. TeaecHoTo Tero He ce € YBEINInII0
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), ChOTHOIICHUETO Ha MIPOWHCYIMH KbM HHCYJIMH U ITOKA3aTeINTe 32 PEaKTHBHOCT
Ha OeTa-KJIEeTKUTE IPHU TeCTa 3a TOJIEPAHTHOCT MPH YECTO JaBaHE Ha XpaHa.

IIpoyuBaHKs CHC CUTAIIMITHH B KOMOMHAINS ¢ METQOPMUH

[Tpu 24-cenMuaHO TIAIIe00-KOHTPOIMPAHO KIMHIYHO MTPOyYBaHe 3a OlleHKa Ha e(hUKACHOCTTA 1
Oe3omacHOCTTa MpH J100aBssHE Ha cuTaraunTuH 100 mg BeHBXK JHEBHO KbM ChILECTBYBAIIO JCUCHHUE
¢ MeTQOpPMHH, CUTATIIUTITHH OCUTYPsIBa 3HAYUTEITHO TIOA00pEeHNE Ha TTTUKEMUYHUTE ITapaMeTpH B
cpaBHeHHe ¢ 1wiare6o. [IpoMsiHaTa cripsMo U3XOTHUTE CTOHHOCTH Ha TEIECHOTO TETJIO € MTOA00Ha TIpH
MAIUCHTH, JIEKYBAHU ChC CUTATJIMITHH cripsiMo Tuiare6o. [Ipu ToBa npoyuBaHe nMa mojjo0Ha yecToTa
HA CJTy4au Ha XMIIOTJIUKEMUS MU MMAlUEHTH, JICKYBaHU ChC CUTATJIMIITHH WU 1U1are0o0.

[Tpu 24-cenMuyHo M1a1Ie00-KOHTPOIUPAHO (aKTOPATHO MPOYyYBaHE Ha HAYAITHO JICYEHUE,
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 TErIO NpH KOMOWHAIMATA CUTANIUITHH U METQOPMUH €
MoJJ00HO Ha TOBA HAOJIONABAHO IIPU MET(POPMHH CAMOCTOSTEIHO WK TU1ale00; HIMa IpoMsiHa
CHPSIMO U3XOJHUTE CTOMHOCTH NPH MAlUCHTH HA CUTATIUITHH caMocTosATeNNHO. YecToTara Ha
XUIIOIJIMKEMUS € IT0A00HA cpell JIEKyBaHUTE TPYIIH.

[IpoyuBaHe cbC CUTArIUITUH B KOMOMHALMS ¢ MET(HOPMHH U CYI(QOHUIYpEs

24-ceIMUYHO MIaNEe00-KOHTPOIUPAHO KIMHUYHO MPOYYBAHE € MIIAHUPAHO Ja ONCHH e(hPUKACHOCTTA U
6e3onacHoctTa Ha cutannTrH (100 mg BeMHBK THEBHO) MPUOAaBEH KbM TITUMEITUPUT
(camMoCTOSATETHO WK B KOMOUHAIMS ¢ MeTQopMuH). JJo0aBIHETO HA CUTAIVIMIITHH KbM DIMMETTUPHUI U
MeT(HOPMHUH, OCUTYPSBA 3HAYUTEITHO TONOOPEHUE HA TUKEeMUYHUTE TTapaMeTpu. [lanmenTure,
JIEKYBaHH ChC CUTADIMITHH UMAT CJ1a00 MOBHINEHHE Ha TenecHoTo Tero (+1,1 kg) B cpaBHeHuMeE C
Te3H, Moy4aBajin rianedo.

[IpoyyBaHe CbC CUTAMJIUIITUH B KoMOuHaug ¢ Merdopmud 1 PPARY aronuct

26-ceqMHUYHO 1a1e00-KOHTPOIMPAaHO NPOyYBaHE € MPEeJHA3HauYeHO Ja OLEHH €(PUKACHOCTTa U
6e3onacHoctta Ha cutannTrH (100 mg BeTHBXK THEBHO), 100aBeH KbM KOMOMHAIMA Ha
MUODINTAa30H ¥ MeTGOopMUH. J[00aBIHETO HA CUTATTUIITHH KbM MHOTIIUTAa30H U MET(hOPMHH,
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OCHprﬂBa 3HAYUTCIIHU HOILOGpeHI/ISI Ha INIMKCMUYHUTC HapaMeTpI/I. HpOMHHaTa B TCJICCHOTO TEIJIO OT
U3XOIHO HUBO € HOI[O6Ha Ha Ta3u HpI/I IIaIMCHTH, HEKyBaHI/I CbC CUTAIJIUIITHH, B CpaBHeHI/Ie C
wiare6o. Yecrorara Ha XMITOTIIUKEMUS CHIIO € TIOI00HA MPH MAMCHTHTE, JIEKYBaHH ChC CUTATIUIITHH
WA 11ane0o.

[poyvBaHe Ha CHTAIMOTHH B KOMOWHAIHS ¢ METHOPMUH U MHCYIINH

24-cenMUYHO TUIAIe00-KOHTPOIUPAHO KIIMHUYHO MPOYYBaHE € MPeJHa3HAYCHO J1a OLICHU
edexTuBHOCTTA M Oe30macHoCTTa Ha cutarmunTyH (100 mg BemHBX THEBHO) 100aBEH KbM WHCYITHH
(npu cTabuinHa f03a 3a Haii-Mako 10 ceqmuiiy) ¢be mim 6e3 Mmetdopmun (Haii-manko 1 500 mg). [Ipu
MAIMEHTH, TPHUEMAIIU PESIBAPUTEITHO CMECEH WHCYIHH, cpenHara qHeBHa 103a ¢ 70,9 U/nuesHo. [pu
MAI[UEHTH, IPUEMAId HECMECEH MPEABAPUTEITHO (MEKIMHEH/TIPOIBIDKUTEITHONCHCTBAII) HHCYJIHH,
cpenHara aHeBHa 103a ¢ 44,3 U/nneBHo. anaute ot 73 % OT MalUeHTHTE, KOUTO Ca IpUeMalli
MeThopMuH ca npercTaBend B Tabnuia 2. Jlo0aBSHETO Ha CUTATJIMIITUH KbM HHCYJTUH OCUTYPSIBa
3HAYUTEITHO MMOI00PEHHE HA TIIMKEMUYHUTE MTapaMeTpu. HsiMa 3HaunTeHA TPOMSIHA B TEJIECHOTO
TETJI0 OT U3XOJHOTO HUBO B JIBETE TPYIIH.
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Ta6auuna 2: Pezyaratu 3a HbA . npu niane60-KoOHTPOIHPAHN NPOYYBAHUS ¢ KOMOMHHPAHO

JieyeHHe CbC CHTAIJIMITUH U MeTdopMuH*

Cupezum Cpenna Kopurupasna, cnpsimo
CTOHHOCTH
Mpoyusane 1A W3XOHO NMpoMsiHA CIIPSIMO | MJianedo, cpeHa MPOMSHA Ha
B0 HbA, H3X0IHO HHBO HbA . (%)
o ¢ HbA /. (%) 95 % CI)
(%)
Curarmuntud 100 mg
BEJIHBK JHEBHO, I00aBEH 07
KBM ()OHOBA TEPAIHs C 8,0 -0,7° ’
(-0,8, -0,5)

metdopmuH!
(N=453)
Curarmuntud 100 mg
BEJIHBK JTHEBHO, I00aBEH
KbM (POHOBA TEpaIus ¢ 83 06 -0,97+
TIUMENUpUn + ’ ’ (-1,1,-0,7)
metdopmuH!
(N=115)
Curtarnuntud 100 mg
BEJHBXK JIHEBHO T00aBEH
KbM (pOHOBA Teparusi ¢
MHMOTJINTA30H + 8,8 -1,2f 0,774
meTdopmun’ (1,0, -0,5)
(N=152)
Curarnuntus 100 mg
BEIHBK THEBHO, 10OABEH -0,5%+
KbM (POHOBA TEpAIus C 8,7 -0,7% (-0,7, -0,4)
UHCYJIUH + MeThopmuH!
(N=223)
Hauanno neuenue (nBa
IBTU IHEBHO) I: 2.8 14t -1,6%%
cutarymntaH 50 mg + ’ ’ (-1,8,-1,3)
metdopmuH 500 mg
(N=183)
Havanuo neuenue (1Ba
IIBTH JHEBHO) I: ' PRLE
cutariuntud 50 mg + 8,8 -1,97 (2.3, -1,8)

metdopmuH 1 000 mg
(N=178)

* [lomymamusiTa OT BCUYKH JIEKyBaHH MAIMEHTH (intention-to-treat aHaIM3).
T Haii-MankuTe cpeiHE KBapaTH ca KOPUTHPAHH CIIPSIMO CTATyca MPHU TIPEXOJHOTO AHTUXUIIEPTIMKEMUYHO JIEIEHUE U

CTOMHOCTTA Ha U3XOJHO HUBO.

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

I'HbA1c (%) Ha 24-Ta ceqmura
THbA 1 (%) Ha 26-Ta ceamuua

§ Haii-mankuTe cpefiHu KBaJpaTH ca KOPUTHPAHHM 32 yNoTpe6aTa Ha HHCYJIMH P Bu3KuTa 1 (IpeIBapuTEIHO CMECEH CPElLy
HECMECEH MPEIBAPUTEIHO [MEXKAMHEH WU MPOBIDKUTEIHOIEHCTBAI ) M U3XOHA CTOHHOCT.

[Ipu 52-ceamuuHO MpoyyBaHe, CpaBHSBALIO e(PUKacCHOCTTa 1 Oe30MacHOCTTa IIpU 100aBsHE Ha
cutarmuntd 100 mg BeAHBK THEBHO WM MUMH3H] (CYI(QOHUITYpEHHO MPOU3BOIHO) MIPH NAUEHTH
C HeJIOOBP TITMKEMUYEH KOHTPOJI TIPHU MOHOTEparnus ¢ MeT(pOpMHUH, CUTATIIUIITHH € To100eH Ha
TIIMOHU3H] IpH ToHkaBaHeTo Ha HbA ¢ (-0,7 % cpeana npoMsiHa cpsMO U3XOIHUTE CTOMHOCTHU Mpe3
cenmuiia 52, cbe cpeana croiiHocT Ha HbA (. oT npubnusurenno 7,5 % B aere rpynn). Cpeanara
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Jl03a TJIMIM3HU M3M0I3BaHa B rpymarta 3a cpaBHeHue € 10 mg gaeBHO kaTo npubmauzutento 40 % ot
NalMeHTHUTE ce HYXKIasT OT J103a MMNU3KuI < 5 mg/qHeBHO 1o BpeMe Ha npoyuBaHeTo. Obaye, moseue
MalMEHTH OT I'pynara Ha CUTarJIMIITUH Ca NPEKbCHAJIM IIOpaau JIMIICa Ha e(bI/IKaCHOCT, OTKOJIKOTO B
rpymara Ha Danu3u. [laiueHTuTe JIeKyBaH! ChC CHTATTHIITHH OKA3BaT 3HAYUTEITHO CPETHO
MOHM)KEHHUE CIPSAMO U3XOIHUTE CTOMHOCTH Ha TenecHoTo Tero (-1,5 kg) B cpaBHeHHE ChC
3HAYMTEITHO MTOKAYBAHE HA TETJIOTO MPH MarnueHTH nony4dasany riunusua (+1,1 kg). B ToBa
IMpOy4YBaHC, OTHOUICHUETO NPONHCYJIMH KbM MHCYJIMH, MapKEp 3a e(l)eKTI/IBHOCTTa Ha WHCYJIMHOBUSA
CHHTE3 U OCBOOOXKIaBAHE, CE MOA00PSIBA ChC CUTATIHMIITHH U CE BIOIIABA ITPH JICUCHUE C TIHITU3UI.
YecroTara Ha XUIOTIIMKEMUS B rpymnaTa Ha cutariunTiH (4,9 %) € 3HaYUTeTHO T0-HUCKA OT Ta3H B
rpynara Ha raummsuz (32,0 %).

24-cegMHUYHO T1a11e00-KOHTPOIMPAaHO KIMHUYHO MPOyYBaHe, BKII0YBAIO0 660 maueHTH e
IPEeAHA3HAYeHO J1a OLIeHU e(pUKacCHOCTTa BOZELIa IO HAMaJIABaHE HA MHCYJIMHOBUTE 103U U
6e3onacHoctTa Ha cutarnTrH (100 mg BeMHBK THEBHO), KOTaToO € MPHOaBeH KbM HHCYJINH TIapKUH
cbe win 0e3 meropmuH (more 1 500 mg) mo BpeMe Ha HHTCH3U(PHULIUPAHETO HA HHCYIMHOBATA
tepanus. [lpu manuenTy, npuemarin MeThopMuH, U3xoaHata ctoiiHocT Ha HbA . e 8,70 % u
HavgayiHaTa fo03a wHCcyuH € 37 IU/mueBHo. IlarmenTiTe ca MHCTPYKTHPAHU Ja TUTPUPAT TSIXHATA 1032
WHCYJIMH TJIap’KUH Bb3 OCHOBA HA CTOMHOCTUTE HA KPbBHATA 3aXap Ha INaJHO, U3MEPEHU Upe3 KPbBEH
TecT ¢ yOokaane Ha npbera. [Ipu nauueHTuTe, npuemMany MeTopMuH, Ha 24-Ta ceqMuIa,
yBEJINYaBaHETO Ha JHEBHATa 103a UHCYNUH € 19 1U/nHeBHO npu manueHTH, JIEKyBaHU ChC
cutarmunTiH u 24 [U/mHeBHO nipw manueHTy Ha 1rane6o. [TormkasaneTo Ha HbA | mpu marueHTH,
JIeKyBaHU ChC CUTArTUITHH, MeT(GOpMuUH 1 HHCYIHH € -1,35 % B cpaBHeHue ¢ -0,90 % npu nanueHTwy,
JIeKyBaHH ¢ Tuiane6o, MeThOpMUH M HHCYIWH, pasiuka oT -0,45 % [95 % CI: -0,62; -0,29]. YectoraTa
Ha XUIOTIHKeMus e 24,9 % mpu nanveHTH, JIEKyBaHU ChC CUTATIIUITHH, METGOPMUH U MHCYIIVH U
37,8 % mpu mauMeHTy, JeKyBaHH ¢ ane0o, MeThopMrH 1 HHCYJIMH. Paszinukara ce IbJKH OCHOBHO
Ha M0-BUCOKHMS IPOLICHT MAlMEHTH B rpynara Ha Iiane0o, M3MuTaly 3 Wik oBeve enu304a Ha
xunornukemus (9,1 copsimo 19,8 %). Hsama paznuka B uecToTaTa Ha TeKKa XUITOTIMKEMHUSI.

Merdhopmun

Mexanuzvm na oeticmeue

MertdopMuH € OUrBaHUANH C AHTUXHUIIEPTIINKEMIYEH e(peKT, MOHmKaBAIIl KaKTo 0a3allHaTa, Taka U
MJIa3MeHara TJIIoKo3a ciie] XpaHeHe. Tol He CTUMyupa MHCYIMHOBATa CEKpEelrs U CJIeI0BATETHO He
MPEeTN3BUKA XUTIOTTHKEMHUSI.

MeTtdopMuH MOKe J1a JeiicTBa 1O TPU MEXaHU3Ma!

- 4ype3 HaMalsIBaHe MPOAYKIHSTA Ha YePHOAPOOHa IITF0K03a Ype3 HHXUOUpaHe Ha
TJIFOKOHEOTeHe3aTa U TIINKOTeHOIN3aTa

- B MYCKYJIUTE, Upe3 yMEPEHO NOBUIIaBaHEe HAa MHCYJIMHOBATAa YyBCTBUTEIHOCT, MTOI00PSIBAKN
nepudepHOTO MoeMaHe U yCBOSBaHE Ha TJII0K03a

- ype3 3a0aBsHe Ha a0COpOIMsATA HA TTFOKO3a B TBHKUTE YepBa.

MethopMUH CTUMYJINPA BhTPEKICTHYHMS CUHTE3 Ha MIMKOTCH Ype3 Bh3JICHCTBHE BHPXY INIMKOT'CH
cuHTeTa3ara. MeTopMuH MOBHUIIIABa TPAHCIIOPTHUS KalaluTeT Ha crienn(UIHU TUTIOBE MEMOpaHHN
TpancnopTepu Ha riroko3ata (GLUT-1 u GLUT-4).

Knunuuna egpuxacnocm u 6ezonacnocm

ITpu xopaTta, HE3aBUCUMO OT JEHCTBUETO CH BHPXY INIMKEMHATA, METPOPMUH UMa OJIarONPHUSITHU
e(eKTH BbpXY JUIUIHHUSA MeTabon3bM. ToBa ce T0oKa3Ba MIPH TepareBTUYHN KOHIICHTPALMH B
KOHTPOJIMPAHU KJIMHUYHU MPOYYBAHUA CHC CPEeHA MPOIBIDKUTETHOCT WIN ABITOCPOYHH KIMHUYHU
Npoy4BaHus: MeTHOPMHUH HaMalsiBa oOmust xonectepod, LDLc u HUBaTa Ha TPUTIMLEPUANTE.

[MpocnexktuBHOTO pannomusupano (UKPDS) npoyuBane € yCTaHOBHUIIO ABJITOCPOYHATA IT0JI3a OT

WHTCH3UBHUSI KOHTPOJI HAa KPbBHATA 3aXap MpH 1uadeT THI 2. AHATU3bT Ha PE3YJITATUTE MTPH

MAIMEHTUTE C HAJHOPMEHO TETJIO, JIEKYBaH! C MET(OPMUH CIIe]] HEYCIIeX C TUeTa CAMOCTOSTEITHO

IMOKa3Bar:

- 3HAYUTEITHO HaMaJIcCHUE Ha a0COJIFOTHHUS PUCK HA CBbP3aHUTE C AMa0eTa yCIOKHEHHS B rpyIara
Ha MetdopmuH (29,8 ceouTHa/1 000 MAMEeHTOTOMNHY) CIIPSIMO JUETa CAMOCTOSTEITHO
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(43,3 cebutns/1 000 maumentoroauun), p=0,0023 1 cpsMo TpynuTe Ha KOMOHHAIHS ChC
cyndonuypest 1 MoHoTepanusi ¢ uHcyuH (40,1 cpbutns/1 000 nanmenToronnum), p=0,0034
- 3HAYUTEITHO HamMalleHHe Ha a0COIFOTHUS PUCK OT CBbp3aHaTa ¢ quabeT CMBPTHOCT: METHOPMUH
7,5 ce0utHs/1 000 marueHTOroAMHH, THETa CAMOCTOSITEIIHO
12,7 cvoutusa/1 000 nauuentorogunu, p=0,017
- 3HAYMTETHO HaMaJieHHE Ha aOCOFOTHHSI PHUCK OT 00IIaTa CMBPTHOCT: METHOPMHH
13,5 crOutus/1 000 manueHTOroJUHY CIPSIMO JUETa CAMOCTOSTEITHO
20,6 ceoutusa/1 000 mammentoroauay, (p=0,011) u cupssMo rpynuTe KOMOMHUpaHA
cyndoHmIypes: 1 MOHOTepanus ¢ uHeyauH 18,9 ceoutns/1 000 naruentoroaunu (p=0,021)
- 3HAYUTEITHO HaMalleHUue Ha aDCOFOTHUS PUCK OT MUOKap/ieH HH(DAPKT: MeTHOpMUH
11 ce0utHsa/1 000 maUeHTOroOAMHH, THETa CAMOCTOSTEITHO
18 couTHs/1 000 maruenroroaunu, (p=0,01).

TECOS e pannoMusupano npoyusase npu 14 671 mauuenTtu B intention-to-treat momynanusra ¢
HbA. > 6,5 10 8,0 %, ¢ yCTaHOBEHO ChPACYHO-CHAOBO 3a00JABaHE, KOUTO MOTYYaBaT CUTATIUIITHH
(7 332) 100 mg ngueBHO (1 50 mg qHEBHO, ako u3xoanute croitHoctu Ha eGFR ca > 30 u

< 50 ml/mMun/1,73 m?) nu nnane6o (7 339), nobaBeHn KbM 0OMYaHUTE TPHKH CHIIIACHO MECTHUTE
crangapty 3a HbA . u cbpreuno-cun0Bu puckosu daxropu. [anuentu ¢ eGFR < 30 ml/mun/1,73 m?
HE ca BKJIIOUYEHM B ITpoyuBaHeTo. M3cieaBanara nomynanus Bkiatousa 2 004 manueHTyd Ha Bb3pacT

> 75 rogunau u 3 324 nauuentu ¢ 666peuno yspexaane (eGFR < 60 ml/mun/1,73 m?).

ITo Bpeme Ha IpoyuYBaHETO, 00IaTa M3UKCIICHA cpeaHa pa3nuka (SD) B croitHocTuTe Ha HbA | Mexy
TPYIHTE HA CUTArauNTHH u miare6o e 0,29 % (0,01), 95 % CI (-0,32, -0,27); p < 0,001.

IIspBHUYHATA KpaifHa TOYKA IO OTHOIIEHNE Ha ChPJCYHO-CHIOBATA CUCTEMA € ChCTaBHA OT IThpBaTa
MOsIBa Ha ChPACYHO-CHIOBA CMBPT, HedaTalieH MUOKap/ieH HH(DAPKT, HedaTaneH HHCYNT Win
XOCIIUTAIA3AIIYS TIOPaId HECTa0MITHA CTCHOKApIusl. BTOpUYHUTE KpaliHU TOYKH 110 OTHOIIICHHE Ha
ChPJICYHO-CH0BATA CHCTEMA BKJIFOUBAT ITbPBATA MOSBA HA ChPJICYHO-ChJ0BA CMBPT, He(haTaieH
MUOKapeH HH(apKT Wi HedaTaieH WHCYIT; TbpBaTa NMosBa Ha HHIUBUAYATHHTE KOMIIOHEHTH Ha
IIbPBUYHATA CHCTaBHA; 00IIa CMBPTHOCT M XOCTTUTAIM3AINH ITOPAIH 3aCTOWHA ChpIeTHA
HEIOCTATHYHOCT.

Crnen mpocneiiBaHe ¢ MeJraHa Ha MPOIBbJIKUTETHOCT OT 3 TOAMHM, CUTATIUIITHH HE TIOBHIIIABA PUCKA
OT Ir'oJIEMH HCXKCJIAaHU ChbpACYHO-CHA0BU CBLOUTHS WU PUCKa OT XOCIIHUTAIN3alu Topaau CbpaAcyHa
HEJ0CTaTHLYHOCT, KOTAaTO Ce T00aBs KbM OOWYaitHUTE TPIKH TIPH TAIMEeHTH C THa0eT THH 2 B
cpaBHEHHUE ¢ OOMJaifHuTe TPrKU 0e3 cutarmunTud (Tabnmma 3).

Ta6auna 3: YecToTn Ha KOMOMHUPAHHU CHPAEYHO-CHA0OBH PE3YJITATH M HA KJIIOYOBH BTOPUYHH
pe3yJTaTtu

Curtarauntun 100 mg Inanedo
YecroTa YecrtoTa
HA Ha
100 manu 100 nanu | Koeduument na p-
€HTOr 01 €HTOr 01 pHUCKa CTOHHOC
N (%) Hu* N (%) Hu * (95% CI) Tf

Anaian3 B Intention-to-Treat monyjanusita

Bpoii nanuenTn 7332 7 339

IIspBuYHA cbCcTaBHA KpaiiHa
TOYKa
(CppaedHO-CHIOBA CMBPT,
HedaTareH MHOKapeH HH(APKT,
HedaTtaleH HHCYNT WK
XOCTTUTAITH3ALHS, TOPAIH
HecTabHIIHA CTCHOKap IHs ) 839 (11,4) 4,1 851 (11,6) 4,2 0,98 (0,89-1,08) <0,001
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Cutarauntun 100 mg Inanedo
YecroTa YecroTa
Ha Ha
100 manu 100 napu | Koeduument na p-
€HTOr o €HTOr o1 pucka CTOHHOC
N (%) Hu* N (%) Hu * (95% CT) Tf
BTropnuHa checTaBHA KpaiiHa
TOYKa
(CppaedHO-CHIOBA CMBPT,
HedartalleH MUOKapIeH HHDapKT
wir HeaTalieH HHCYIT) 745 (10,2) 3,6 746 (10,2) 3,6 0,99 (0,89-1,10) <0,001
BropuueH pesyiarat
ChpIeyHO-ChA0BA CMBPT
380 (5,2) 1,7 366 (5,0) 1,7 1,03 (0,89-1,19) 0,711
BeskakbB BUJI MHOKapeH
unpapxr (pararen u Heparanen) | 30 (4,1) 1,4 316 (4,3) 1,5 0,95 (0,81-1,11) | 0,487
BeskaksB Bun nHCYAT (ataneH
1 Hearaier) 178 (2,4) 0,8 183 (2,5) 0,9 0,97 (0,79-1,19) | 0,760
XocnuTranuzamnus nopagu
HecTabHUJIHA CTEHOKAPINSI 116 (1,6) 0,5 129 (1,8) 0,6 0,90 (0,70-1,16) 0,419
CMBPT IOpaan BCSIKAKBa
pUYNHA 547 (7,5) 2,5 537(7,3) 2,5 1,01 (0,90-1,14) 0,875
Xocnuranau3anus, nopaim
ChpJIeYHa HENOCTATBYHOCT
228 (3,1) 1,1 229 (3,1) 1,1 1,00 (0,83-1,20) 0,983

* YecroraTa Ha 100 nmareHTOoroAMHN € m3uncieHa karto 100 X (oOmust 6poit marnueHTn ¢ > 1 cp0HUTHE IO BpeMe Ha
JIOIYCTUMHS IIEPHOJT HA €KCIIO3HIIHS CIIPSIMO OOIIUs OpOii MaMeHTOr0IMHY Ha TIPOCIeAsIBaHe ).

B3 ocHoBa Ha Mozen Ha Cox, CTpaTH(HUIMpPaH 110 PETHOH. 3a ChCTABHUTE KPAHU TOUKHU, P-CTOMHOCTUTE ChOTBETCTBAT HA
TecT 3a HeMH(EPHOPHOCT, THPCEII Jla MOKaXKe, Y€ KOe(hUIUEHTHT Ha PUCKA € TIO-MalbK OT 1,3. 32 BCHUKH OPYTH KpalHH
TOYKH P-CTOHHOCTHTE CHOTBETCTBAT HA TECT 3a PA3IUKUTE B KOS(HHUIIUEHT Ha PUCKA.

! AHaM3BT HA XOCTTMTATM3AIUATA IOPAJM ChPICYHA HEJOCTATHYHOCT € KOPMTHPAH 32 aHAMHE3a 3a Chp/IeuHa

HEAOCTAaTbYHOCT HAa U3XOJHO HUBO.

[MenmarpuyHa nomyanus

EBpomneiickara areHIus 1o JiekapcrBara 0CBOOOKIaBa OT 3aIbJDKCHUETO 3a MPEJI0CTaBsIHE Ha
pe3ynTaTuTe OT MPOyUYBaHUsATA ¢ Janumet BbB BCUUKH MOATPYIH Ha MEAUaTpUYHATA MTOIYJIalus ChC
3axapeH auabeT Tun 2 (BK. Touka 4.2 3a nHpOpMaKs OTHOCHO yIOTpeda B MeAUaTpusITa).

be3omacHoctTa n C(I)I/IKaCHOCTTa npu ILO63B$1H6 Ha CUTAIrJIUIITUH NPU NEAUATPUYHU IMAIIUCHTHU HA
BB3pact oT 10 10 17 ronuHu ¢ AuadeT THI 2 ¥ HeaaeKBaTeH MIMKeMUYeH KOHTPOJ Ha MEeT(HOPMHUH, ChC
wi Oe3 WHCYIINH, ca OIIGHEHH B JIBE POYYBaHUS 3a 1epuox ot 54 cenxmunu. JJo6aBsHeTo Ha
CUTArTUOTUH (MPHI0KEH KaTO CUTATTHIITHH+MET(HOPMUH WK CHTATTIUITHH+METHOPMUH C
yasmKeHo ocBoOokaBane (XR)) e cpaBHeHO ¢ 100aBsHETO Ha Mmianedo KbM MeTHOPMUH UITH
metdopmua XR.

Makap u J1a ce JeMOHCTpHUpa IMPEBB3XO0CTBO M0 OTHOIIEHUE MTOHMKaBaHeTo Ha HbA | 3a
CUTarTUNTUH+MeTHOpMUH/ cuTarmunTuH-+MeTdhopmua XR Hajg MeTdopmuH Ha ceaqmuua 20 mpu
cOOpHUS aHAINU3 OT TE3H JIBE TPOYYBAHUSI, PE3YJITATHTE OT OTJEIIHUTE POYYBaHUS Ca HECHBMECTHMHU.
OcBeH TOBa, He ce Ha0MoIaBa M0-BUCOKA €PUKACHOCT HA CUTATIUITHH+MET(HOPMUH/
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cutarmuntuH+MeThopmua XR B cpaBHeHHe ¢ MeTdopMuH Ha cenmuna 54. CrnenoparenHo, Janumet
He TpsiOBa J1a ce M3MOJ3Ba P MeJUaTPUIHN MallueHTH Ha Bb3pacT oT 10 1o 17 ronuHu nopanu
HelocTaThYHa eUKAacHOCT (BXK. Touka 4.2 3a nHpOpMaLUs OTHOCHO YHOTpeda B meauaTpusTa).

5.2 @®apmakoKHHETHYHH CBOICTBa

Janumet

[IpoyuBanusTa 3a OMOEKBUBAJICHTHOCT MPH 3/IpaBU YYaCTHHIIM TTOKa3BaT, 4e Janumet
(cutarmunTUH/MeTHOPMHUHOB XUAPOXIOPHT) KOMOMHUPAHH TAOJIETKN ca OMOCKBUBAJICHTHH Ha
€THOBPEMEHHOTO MPUIIOKEHHE Ha CUTArIMNTHH Qocdar U METPOPMUHOB XUIPOXIOPUI] KATO OTICITHH
TabJIeTKH.

CHG)IHI/ITG JAHHU ITOKa3BaT Q)apMaKOKI/IHCTI/I‘IHI/ITe CBOﬁCTBa Ha OTACIIHUTC aKTUBHU BCIICCTBA HA
Janumet.

CurtarmunTiH

Abcopbyus

Cren nepopanHo npuiokeHue Ha Ao03a 100 mg Ha 31paBU y4aCTHHIIM, CUTATTUNTHH ObP30 ce
abcopbupa, C JOCTUTaHE Ha MMKOBH IJIa3MEHHU KOHLEHTpauuu (Menuana Tmax) 1 10 4 yaca cien
npuinokeHneTo, cpeana miazmena AUC Ha cutamunTud 8,52 pMehr, Cnax 950 nM. AGcomoTHaTta
OMOHAIMYHOCT HA CUTATIIMIITHH € puOmm3nTeTHo 87 %. Thil KaTo mpreMaHeTo Ha CUTATIUIITHH
€IHOBPEMEHHO C 0orara Ha Ma3HWHH XpaHa He MOBJHsIBa ()apMaKOKMHETHKATa, CUTATIMITHH MOXeE J1a
ce mpuiara ¢ win 6e3 XpaHa.

IInmasmenara AUC Ha CHTanIMIITAH C€ TTOBUIIIABA 10 J03a MPOTIOPITHOHAaNIeH HaduH. J{o3a-
IPONOPIMOHATHOCT He € yCTaHOBEHA 33 Cimax M Cauaca (Cmax C€ OBHIIIaBA OBEYE OT J103a-
MPOTOPIUOHAIHO, 8 Coduaca CE YBETHYABA MO-MAJKO OT J03a-IPONOPIIUOHAIHO).

Pasnpeoenenue

Cpennusar o0eM Ha pasnpeielieHHe B CTAIIMOHAPHO CHCTOSIHUE CJie]] €AHOKpaTHa HHTPaBEHO3HO
npuinoxena 103a ot 100 mg CUTarTUITHH Ha 3[paBH YYaCTHUIM € puonm3utenHo 198 murpa.
®paknuaTa CHTArTUITHH 00paTUMO CBbp3aHa C IIa3MEHHUTEe IPOTenHH € Hucka (38 %).

buompancopmayus
CuTarmunTyH ce eIMMHHAPA OCHOBHO HETIPOMEHEH C ypUHaTa, a MeTaboJIM3MbT € BTOPOCTETIEHEH
nbT. [Ipubnmuzutenso 79 % OT CUTATIMIITUH C€ EKCKPETHPa HEITPOMEHEH B ypUHATA.

Cnen nepopanna 103a ['*CleutarmunTas, npuOnusuTento 16 % oT paJIMoakTHBHOCTTA CE€ EKCKPETHUPA
KaTo MeTabOJIUTH Ha CHUTAIUNTHH. Ha HUBO ciiequ ca ycTaHOBeHH IIeCT MeTabonTa, KOUTO He Ce
OYaKBa Ja JOMPHHACAT 3a Tia3MeHara DPP-4 nHXuOUTOpHA aKTUBHOCT Ha CUTATJIMIITHH. [ Vitro
MPOYYBAHMATA TIOKA3BAT, Y€ OCHOBHUSAT €H3MM, OTTOBOPEH 3a OIpaHUYCHUS MeTa0OIU3bM Ha
cutannTiH € CYP3A4, ¢ yuactuero u Ha CYP2CS.

In vitro nanHuTe NMOKa3Bart, 4e¢ cuTanunTHH He ¢ nHxuouTop Ha CYP u3oensumure CYP3A4, 2C8,
2C9, 2D6, 1A2, 2C19 unm 2B6, u He e uaaykTop Ha CYP3A4 u CYP1A2.

Enumunupane

Crnen npwiokeHue Ha nepopaina 103a [*CleurarnTd Ha 31paBy yYACTHUIM, TIPUOTU3UTETHO

100 % ot npunoxeHara paluoaKTUBHOCT ce enuMuHupa ¢ ¢pexanuure (13 %) umm ypunara (87 %) no
eIlHa CeIMMUIIA CJIE]T IPIIIOKEHNETO Ha fo3ara. [IpuBuaHuAT KpaeH ti» cien 100 mg mepopanHa 1032
CUTAIVIMIITHH € MpHOIu3uTeaHo 12,4 yaca. CUTaIMNITHH Ce HATPYIIBa CAMO MHHUMAJIHO TPH
MHOTOKpaTHO Tipwiarade. bbOpeuHuAT KIUPBHC € Mpuoan3nTenHo 350 ml/MuH.

EnuMuHMpaHeTo Ha CUTATIMITHH CTaBa OCHOBHO 4pe3 ObOpedHa eKCKpelus U BKII0YBa aKTHBHA
TyOynHa cexperysa. CHTarMITHH € cyOCTpaT Ha YOBEIIKM OpraHWYeH aHHOHEH TPaHCHopTep -3
(hOAT-3), xoliTo Moke O yyacTBa B ObOPEYHOTO eNTUMHUHUPAHE Ha CUTArTUNTUH. KIMHUYHOTO
3HaueHue Ha hOAT-3 B TpaHcHOpTa Ha CUTAIIMIITHH HE € yeTaHOBeHO. CUTAIIMITHH € CyOCTpaT U Ha
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P-IJIMKOTIPOTEHH, KOWTO MOKe OM y4acTBa U B MEIMUpaHETO Ha ObOPEYHOTO eTUMUHUpPAHE Ha
CUTAIVIMIITHH. B ChIIOTO BpeMe IUKIIOCIIOPHH, €UH P-TIIUKOPOTEHH HHXHUOUTOp, HE HaMAalIsiBa
0BOpeyHHs KIMPBHC Ha cutanunTiH. Cutaruntud He e cyoctpar Ha OCT2 umu OAT1 wim PEPT1/2
TpaHcnoprepurte. In vitro cutarmuntul He notucka OAT3 (IC50=160 uM) unu p-mmKonpoTenHa (10
250 uM) MenuupaHus TPAHCTIOPT B TEPANIEBTUYHO PEJICBAHTHH TUTa3MeHU KoHIleHTpanwn. [Ipu
KJIMHAYHO NIPOYy4BaHE CUTAIIMIITUH UMa MAJIbK €(EKT BbPXY IIa3MEHUTE KOHIIEHTPALMK Ha TUTOKCHH,
KOETO TI0Ka3Ba, Y€ CUTAIIMIITHH MOXKE J1a € CJ1a0d WHXUOUTOP Ha P-TIIUKOIPOTEHH.

Xapaxmepucmuxa npu nayuenmume
dapMakOKMHETHKATA HA CHTATTHITHH € KaTo I[SUT0 CXOHA MPH 37[paBH YYACTHHIIN U MAIIUCHTH C
nuabet Thm 2.

bvopeuno yepesxcoane

[IpoBeneHo e 0TBOPEHO MPOYyUBaHE MPH €AHOKPATHO MPUIIOKEHHE 32 OLICHKA Ha (hapMaKOKHHETHKATa
Ha HamMaJeHa /103a cuTarmunTuH (50 mg) Mpu MaMeHTH ¢ pa3IndHa CTENeH Ha XPOHUIHO ObOpedHOo
YBpEXKJIaHe B CPAaBHEHHUE ChC 37[paBU KOHTPOIH. [IpoydBaHeTO BKIIIOUBA MAIUCHTH ¢ OBOPEUHO
yYBpEeXKJaHEe B JIEKa, yMepeHa UM TeKKa CTEMNeH, KakTo 1 manueHTd ¢ ESRD Ha xemonuanusa. OcBeH
TOBa, eeKTUTe Ha OBOPEYHO YBpeKIaHe BhPXy (PapMaKOKMHETHKATa HA CUTATJIHUIITHH IPH MTalUEeHTH C
nuabeT Tai 2 1 6BOpEeYHO YBpeXkIaHe B JIeKa, yMEepEeHa WU TekKa crerieH (BriounteHo ESRD), ca
OLIGHEHHM Ype3 MOMyJauuoOHHN (papMakOKHHETHYHN aHATH3H.

B cpaBHenue cbe 3napaBu KOHTpoIH, uiazMeHata AUC Ha CHTarTUNTHH Ce TIOBHUILIABA MIPUOITU3UTETHO
1,2 mpTH ipu nanueHTH ¢ 060peyHo yBpexnaHe B seka crened (GFR > 60 1o < 90 ml/mun) u
ChOTBETHO 1,6 MBTH TpU ManMeHTH ¢ ObOpeyHo yBpexkaaHe B ymepeHa crereH (GFR > 45 no

< 60 ml/muH). THit KaTo pa3MephT HA MMOBUIICHUETO HE € KIIMHUIHO 3HAYNM, HE Ce Hajlara KOpUTrupaHe
Ha J103aTa MpH Te3H MaIeHTH.

ITnazmenara AUC Ha CUTAIMIITHH CE MMOBUIIIABA MPUOIU3UTEITHO 2 THTU NIPU MAIIMEHTH ¢ ObOpEeYHO
yBpexxaane B ymepena crernieH (GFR > 30 o <45 ml/mun) 1 npubau3uTenHo 4 MbTH MIPH MAITUEHTH C
0B0peuHo yBpexaane B Texkka creneH (GFR < 30 ml/mun), BrmrountenHo naruentd ¢ ESRD Ha
xemonuanusza. CUTarIMITHH ce OTCTpaHsIBa ymMepeHo npu xemoauanu3za (13,5 % 3a 3- 1o 4-yacoBa
XeMOJaI3Ha cecHs 3aroyBamnia 4 gaca cie/] IPUIOKEHHETO).

Yeprodpobro yepexcoane

He e HeoOxouMa KOpeKIist Ha 103aTa CUTATJIMIITHH MPU MAIUSHTH C JIEKO WK YMEPEHO
yepHOoApoOHO yBpexkaane (ckop o Child-Pugh < 9). Hsama kivHMYEH ONUT NIPH MAIIMEHTH C TEXKKO
yepHOAPOoOHO yBpexaane (ckop mo Child-Pugh > 9). B cpmioro Bpeme, Thil KaTO CUTAITIUIITHH CE€
eJIMMUHHPA OCHOBHO upe3 ObOpennTe, He ce 04akBa TEKKOTO YePHOIPOOHO yBpEKAaHE /1A MOBIHUSC
BBbpXY (hapMaKOKMHETHKATA HA CUTATIIUIITHH.

Ilayuenmu 6 cmapuecka 8v3pacm

He ce nanmara xopekius Ha fjo3ara B 3aBUCHMOCT OT Bb3pacTTa. Bb3 ocHOBa Ha MOMyNalnoOHEeH
(hapmakokuHEeTHYCH aHaK3 Ha ganHu oT ®aza [ u Daza 11, Bb3pacTTa He OKa3Ba KIMHUYHO 3HAYMM
edext BbpXy (papMaKOKMHETHKATA HA CHTATNIMIITHH. Y YaCTHUIIUTE B CTapdecka Bb3pact (65 mo

80 roguuHm) UMat npuoIU3UTENHO 19 % MO-BUCOKM IJIa3MEHH KOHIICHTPAIMU Ha CUTATIUIITHH B
CpaBHEHHUE C TIO-MJIaJIM YIACTHHIIN.

Tledouampuuna nonynayus

®dapMaKOKMHETHKATA HA CUTAraunTHH (enuanyHa go03a 50 mg, 100 mg umu 200 mg) e uzcneaBana
TIpH NIEANATPUYHY ManueHTH (Ha Bb3pacT oT 10 mo 17 roguan) ¢ quabet tum 2. [Tpu Ta3u momymnarws,
AUC Ha cCUTarJMITHH B IJ1a3MaTa, KOpUTHpaHa CIIpsMOo J03ata, € mpubam3uTenHo 18 % mo-Hucka
OTKOJIKOTO TPH Bb3pacTHH NanueHTy ¢ quadet tum 2 npu go3a 100 mg. He ca mpoBexaann
MPOYYBAHUS ChC CUTATJIMIITUH MIPH MEIUATPUIHM MAIIMEHTH Ha Bh3pacT < 10 roauHm.

Jpyau xapakxmepucmuxu Ha nayuenmume

He ce nanmara xopekIius Ha 103aTa B 3aBUCHMOCT OT I10JI, paca WK UHJEKC Ha TenecHa Maca (BMI).
Te3u xapakTepUCTUKU HIMAT KIMHAYHO 3HaYUM e€(heKT BbpXy (hapMaKOKMHETHUKATa Ha CUTAITAIITHH
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criope/l KOMOMHHMpaHUsI aHAJIU3 Ha (hapMaKOKMHETUYHUTE NaHHU oT Daza [ u momynanuoneH
(hapMaKOKMHETHYCH aHaM3 Ha JaHHu oT Daza [ u daza 1.

Merdhopmun

Abcopoyus

Cren mepopairHa go03a MeTQopMuH, Tmax C€ mocTuTa 10 2,5 gaca. AGcomoTHaTa OMOHAIMYHOCT Ha
tabnetka metdopmun 500 mg e npubnausurenno 50-60 % npu 3apasu yuactHuy. Cres nepopaiHa
no3a, HeabcopOupanaTa ppaxius, oTkputa BB pexammuute € 20-30 %.

Cren nepopajeH npueM, abcopOuusita Ha MeT(OPMHH € HacHILalia ce 1 HembaHa. CMsTa ce, ye
(apmakoxnHeTHKaTa Ha abcopOuusaTa Ha MeThOpMHUH € HenuHelHa. [Tpu oOnyaiinu 1o3u MmeThopMuH
U JI030BU CXEMH, TJIA3MECHUTE KOHIIEHTPAIIMHU TP CTAIIMOHAPHO ChCTOSIHUE CE JIOCTUTaT B PAMKUTE Ha
24-48 yaca ¥ KaTo 15010 ca mo-Manko ot 1 pg/ml. Ilpy KOHTpoOIMpaHu KIMHUYHY MPOYYBAHHUS,
MaKCHUMAaJHUTE I1a3MeHN HUBa HAa MeTHOPMHUH (Cmax) HE IPEBUILIABAT 5 Lg/ml, nopu npu
MaKCHUMaJHU I03H.

XpaHaTa HamaJsiBa CTETEHTa U ¢1a0o 3a0aBst abcopOuusita Ha MeTdopmun. Ciel MpUIOKEHUE Ha
no3a ot 850 mg, ce HabromaBa 40 % mo-HUCKA MUKOBA TUIa3MeHAa KOHIIEHTpanus, 25 % HaMaleHne Ha
AUC n yopmkaBase ¢ 35 min Ha BpeMeTO 110 IOCTUTaHe Ha TMKOBA TJIa3MeHa KOHIICHTPAIIHSL.
KimanunaTa 3Ha4MMOCT HE € U3BECTHA.

Pasnpeoenenue

CBBp3BaHETO C MIA3MEHUTE MMPOTEUHU € HE3HAYUTEITHO. MeT(POPMUH ce pa3npenens B PUTPOIIUTHUTE.
KpbBHUST MUK € MO-HUCHK OT IUIa3MEHHS UK U CE MOSBSIBA MPUOIU3UTEIIHO 10 ChIIIOTO BPEME.
YepBeHUTE KPHBHU KJICTKH HAH-BEPOSTHO TMPEJICTABIABAT BTOPHUYCH KOMITAPTUMEHT Ha
pasnpenenenne. Cpeaausat Vd Bapupa Mexay 63 — 276 1.

buompancpopmayus
MeTtdopMuH ce eKCKpeTHpa HepOMeHEH B ypuHata. [Ipu xopaTa He ca YCTaHOBEHH META0OHTH.

Enumunupane

bropeunusT kimpbHC Ha MeTGopMmuH € > 400 ml/MuH, KoeTo Toka3Ba, e MeT(GOpPMHUH ce eTMMUHNpPA
upe3 riioMepyiHa GuITpanus U TyoynHa cexkpenuns. Cien nepopaitHa 103a, IPUBUIHAAT TePMUHAICH
SIIMMHUHAITMOHEH TOJIYKHUBOT € puoan3uTenHo 6,5 h. Korato 6b0peunara (hyHKIHS € yBpeIcHa,
O0BOpeyHNs KIMPHHC Ce HaMallsiBa B ChOTBETCTBHUE C TO3HM HA KPeaTHHUHA U CIIEJOBATEITHO
eTMMHUHAITMOHHUSAT TTOY>KUBOT C€ yIBJDKaBa, KOETO BOJAX J0 TIOBHIIICHH HUBA HA METOPMUH B
mia3mara.

5.3 IlpeaxkIMHUYIHHM JAHHHU 32 6€30MACHOCT
He ca npoBexxnaHu npoy4dBaHus ¢ )KUBOTHH ¢ Janumet.

[Ipu 16-ceamMuuHN IpoyYBaHHA, B KOUTO Ky4yeTa ca TPETHUPAHU HIH ¢ MET(HOPMHUH CAMOCTOSITEIHO WIH
C KOMOMHAIHS 0T MeT(OPMHH M CUTATJIMIITHH, HE € HaOJIr0IaBaHa JIOTbIHATETHA TOKCHYHOCT OT
xomOuHanusaTa. NOEL B Te3u mpoyuBanusi ce HaOIro1aBa MpH €KCHO3ULMS HA CUTATTUITHH
NpUOIU3UTENHO 6 ITBTH MO-BUCOKA OT Ta3U IPHU XOPa U IIPHU €KCIO3ULHUS HA METOPMUH
NPUOTU3UTETHO 2,5 THTH MO-BUCOKA OT Ta3U MPH XOpa.

CJ'IGZ[HPITC JaHHU Ca HAXOAKU IIpH IIPOYUBAHHUA IIPOBCACHU CHC CUTAIJIUIITUH WA MeT(I)OpMI/IH
CaMOCTOATCIIHO.

CutaraunTuH

brOpeduna u yepHOIPOOHA TOKCHYHOCT Ce HaOIoMaBa Ipy TpU3add IPH CTOMHOCTH HA CUCTEMHA
EKCIIO3UIIMS 58 MBTH MO-BUCOKU OT HUBOTO HA EKCIIO3MIIUATA TIPU XOpa, a HUBOTO 0€3 €eKT e
ompenenacHo Ha 19 mbTH MO-BUCOKO OT TOBA MPH X0pa. AHOMAJIMU Ha Pe3LUTe ce HAaOIoIaBar mpu
TUTHXOBE IPU HUBA HA €KCIIO3UIHS 67 ITTH IMO-BUCOKHA OT HUBOTO Ha KIIMHWYHA €KCTIO3HIINS; HUBOTO,
0e3 edexT npu Tazu HaXoAKa € 58 MbTH MO-BUCOKO, CHITIACHO PE3YATATHTE OT 14-CeIMUYHO
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MIPOyYBaHE MPH ITHX0BE. 3HAUCHUETO Ha Te3W HAXOJKHU IIPU XOpa HE € U3BECTHO. TpaH3uTOPHH,
CBBP3aHH C JICYCHUETO (PU3NICCKH MPOSIBH, HAKOU OT KOUTO HPEAIoIaraT HaIMIueTo Ha
HEBPOJIOTMYHA TOKCHYHOCT, KaTo JIUIIaHe C OTBOPEHA yCTa, CAlIMBAIUs, EME3HC Ha Osia TsHa,
aTakcws, TperepeHe, HamMaJeHa akTUBHOCT W/WITH U3IbpOCHa 11032 ce HaOMIoIaBar mpy Kydera Ipu
HUBa Ha EKCITO3UIINS TPUOIU3UTETHO 23 IMHTH TTO-BUCOKH OT HUBOTO HA KIIMHUYHA eKCTo3uITus. OCBeH
TOBa, MHOTO JIEKa JI0 JIeKa KOCTHO-MYCKYJIHA JeTeHeparus ce HaOmonaBa u XUCTOJIOTHYHO TIPH J03H,
JlaBallld HUBA HA CUCTEMHA €KCIIO3UIUS MPUOIU3UTEIHO 23 BTH MO-BUCOKU OT HUBOTO Ha
eKcrio3uus pu xopa. Ilpu Te3u pe3ynraTi, HUBOTO 0€3 e(DEeKT € Mpu eKCIO3UITNS 6-KpaTHO T10-
BHCOKA OT HUBOTO Ha KJIMHUYHA €KCIIO3UIIMSL.

CHUTarmunTUH He MOoKa3Ba FTeHOTOKCHYHOCT B XO/1a Ha NPEAKIMHUYHU Npoy4YBaHus. CUTarIMITHH HE €
KaHIIepOreHeH MY MUINKH. [Ipyu MmIbX0Be MMa MOBHUIIIEHA YeCTOTa Ha YePHOIPOOHH aJICHOMH U
KapLMHOMM IIPH HUBA Ha CUCTEMHA EKCIIO3ULHS 58 ITbTH MO-BHCOKH OT TE3H MpH Xopa. Thil Kato e
YCTaHOBEHO, Y€ XETaTOTOKCHYHOCTTA KOPEeNrpa ¢ MHAYIHPAHETO Ha YepHOAPOOHa HEOILTa3us IpH
IUTBXOBE, Ta3W MMOBUIIIEHA YECTOTA HA YEPHOAPOOHN TYMOPH IIPH IUTBXOBETE € BEPOSITHO BTOPHYHA,
BCIIE/ICTBHE Ha XPOHMYHA XETIaTOTOKCHYHOCT ITPH Ta3W BUCOKA J03a. [lopaay BHcokaTa rpaHuna Ha
6e3onacHocT (19-mbTH MO-BHCOKA NIPU TOBa HUBO O€3 eeKT), Te3W HEOIJIaCTUYHH TPOMEHHU HE ce
CUHTAT PEJIEBAHTHH 32 XOpa.

He ca Ha6J'IIO,Z[aBaHI/I CBBbP3aHU C JICUCHUCTO e(l)eKTI/I BBbpPXY q)epTI/IJ'II/ITCTa IpU MBIKKHU U JKCHCKHU
IIJIBXOBEC MOJYYMNIN CUTAITIMIITUH OPEAN U 110 BpECME Ha '-II/I(bTOCBaHe.

IIpu npoyuBaHe BbPXY Mpe-/TIOCTHATATHOTO Pa3BUTHE HA TUTHXOBE CUTATIUIITHH HE TOKa3Ba HEXETaH!
PEaKIUH.

IIpoyuBaHusiTa BBPXY PENPONYKTUBHATA TOKCUYHOCT ITOKA3BAT HAJMYHUETO HA CBbP3aHa C JICUCHUETO,
JIEKO YBEIMYEHA YeCTOTa Ha Maidopmanuu Ha pedpa Ha ¢eTyca (JIUICBAIIH, XUITOTUIACTHYHHU 1
TUTaBaIy pedpa) Mpu MOKOJICHUETO HA TUTHXOBE MPU HUBA HA CHCTEMHA €KCITO3UIIHS MTOBEYE OT

29 ITBTH TI0-BUCOKH OT TE3H MPH X0pa. TOKCHMIHOCT Ha MaikaTa ce HaOIronaBa py 3ally Py HIBa
moBeue OT 29 MbTH MO-BUCOKH OT HUBAaTa Ha €KCIO3UlusA MpH Xopa. [lopaau Bucokara rpaHuia Ha
0e30MacHOCT, Te3U HaXOAKH He Mperoiarar ChlieCTBYBaHETO Ha ChOTBETEH PHUCK 32
PENPOMYKTHBHOCTTA MPH XOpa. CHTATIHIITHH C€ CEKPEeTHpa B 3HAYMMH KOJIMYECTBA B MIISTKOTO Ha
JAKTUPAIIH TUTHX0BE (OTHOIIEHUE KbpMa/Tuia3zma: 4:1).

Merdopmun

IIpenxmuHuIHUTE TaHHN 32 METHOPMIH HE pa3KprUBaT OCOOEH PHICK 3a XopaTa Ha Oa3zara Ha
KOHBEHIIMOHAIHU (hapMaKOJIOTHYHH MPOYYBAHHS 32 O€30MMaCHOCT, TOKCUYHOCT IPH MHIOKPATHO
nmpuwiarane, reHOTOKCUYHOCT, KAPIIMHOICHCH NOTCHIU A, PEIIPOAYKTUBHA TOKCUYHOCT.

6. OAPMAIIEBTUYHU JAHHU
6.1 ChnucbK Ha NIOMOILIHHUTE BeleCTBA

Snpo Ha TabneTkara
MUKpOKpHCcTaiHa 1emyio3a (E460)
nouioH K29/32(E1201)

HaTpUeEB Jaypuicyndar

HATpPHEB cTeapuipymapaT

PUIMOBO TOKPUTHE
TTONTU(BUHHUIIOB aJTKOXOJM)
Makporoi 3350

tank (E553b)

tutaHoB auokcun (E171)
yepBeH xeneseH okcua (E172)
yepeH keneseH okcun (E172)
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6.2 HecbBMeCTHMOCTH

Henpunoxumo

6.3 Cpok Ha roaHOCT

2 TOOUHHU

6.4 CrnenuajiHu YCJIOBMSI HA CbXpPaHeHHe
a ne ce cexpanssa Hax 25 °C.

6.5 Buau chabpKaHue HA ONAKOBKATA

Hempospaunu 6mucrepu (PVC/PE/PVDC n anymunmit).

OnaxoBkw 1o 14, 28, 56, 60, 112, 168, 180, 196 ¢punmupanu TabaeTKH, TPYIOBH OMAKOBKH,
ceappxamy 196 (2 onakoBku 1Mo 98) u 168 (2 onakoBkwu 1m0 84) dpunmupanu TadbmeTkn. OmakoBKa 1Mo
50 x 1 puamupanu TabieTku B nephoprupaHu eIHOI030BH OJIMCTEPH.

He Bcruky BUI0BE ONAKOBKH MOTar Jia ObJaT MyCHATH Ha Ma3apa.
6.6 CneuuajHu nNpeanasHu MEPKH MPH U3XBBLPJIsTHE

Hewnsnon3paunusr JICKApPCTBECH IMMPOAYKT WK OTHAABbYHUTE MaT€pralin OT HETO TpH6Ba Ja C€ U3XBBPJIAT
B CbOTBETCTBHEC C MCCTHUTC N3UCKBAHU.

7. IIPUTEXATEJI HA PASPEHIEHUETO 3A YIIOTPEBA

Merck Sharp & Dohme B.V.
Waarderweg 39

2031 BN Haarlem
Hunepnannus

8. HOMEP(A) HA PABPEIIEHUETO 3A YIIOTPEBA

Janumet 50 mg/850 mg ¢unmMupadu TabIETKH
EU/1/08/455/001
EU/1/08/455/002
EU/1/08/455/003
EU/1/08/455/004
EU/1/08/455/005
EU/1/08/455/006
EU/1/08/455/007
EU/1/08/455/015
EU/1/08/455/017
EU/1/08/455/019
EU/1/08/455/020

Janumet 50 mg/1 000 mg dwimMupanyu TaOIECTKH
EU/1/08/455/008
EU/1/08/455/009
EU/1/08/455/010
EU/1/08/455/011
EU/1/08/455/012
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EU/1/08/455/013
EU/1/08/455/014
EU/1/08/455/016
EU/1/08/455/018
EU/1/08/455/021
EU/1/08/455/022

9. JATA HA ITbPBO PASPEIIIABAHE/IIOJJTHOBSABAHE HA PASPEHLIEHHUETO 3A
YIIOTPEBA

Hata Ha mppBO pazpemasane: 16 roau 2008 r.

Hata Ha nocnenno nonHoBsiBane: 13 mapt 2013 r.

10. [JTATA HA AKTYAJIM3UPAHE HA TEKCTA

[Tompo6Ha nHbopMarys 3a To3H JIEKapCTBEH MPOAYKT € IMpefocTaBeHa Ha yeOcaiita Ha EBpomneiickara
areHITus 110 JeKapcTBara: https://www.ema.europa.eu.
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HNPUJIOKEHUE I1

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

YCJI0OBUSA NJIK OTPAHUYEHMUA 3A TOCTABKA U
YINOTPEBA

APYI'U YCJIOBUSA U UBUCKBAHUSA HA
PASPEHIEHUETO 3A YIHOTPEBA

YCJOBUA NJIN OTPAHUYEHMUSA 3A BE3OITACHA U

E®EKTHUBHA YIIOTPEBA HA JIEKAPCTBEHMSI
MPOJAYKT
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A. TPOM3BOJUTEJI(M), OTTOBOPEH(HU) 3A OCBOBOK/IABAHE HA MAPTUIU

HWwme u aapec Ha npousBoauresss(ure), 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 U3BNCKBAHUS HA PASPEHIEHUETO 3A YIIOTPEBA
. Hepuonuunu akTyaansupanu 10kaaau 3a 6esonacuoct (ITAJ1B)

N3uckBanusta 3a nojnasane Ha [TA/Ib 3a To3u JiekapcTBEH MPOAYKT ca MMOCOUYEHH 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 aKTyaJIM3allH, ITyOJUKYBaHU HA €BPOIICHCKUS
yeOrmopTain 3a JeKapcTBa.

.  YCJI0OBUSA WU OT'PAHUYEHMUS 3A BE3OITACHA U EOEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHUSA ITPOAYKT

. IInan 3a ynpasyenne Ha pucka (ITYP)

[Tputexkatemnst Ha pa3pemenueTo 3a ynorpeda (IIPY) tpsaodBa na n3BbpIIBa H3UCKBAHUTE JEHHOCTH U
JEHCTBUS, CBbP3aHU C TIpOCiIe/siBaHe Ha JeKapcTBeHaTa 0€301acHOCT, ocoueHH B 000penus [TYP,
npezactaBed B Moayn 1.8.2 Ha pa3penieHueTo 3a ynorpeda, KakTo 1 BbB BCUUKH CIICABAIIH OI00pEHH
akTyanuzanuu Ha [TYP.

Axrtyanusupas [IYP TpsOBa na ce nogasa:

o 1o uckane Ha EBpomnelickaTta areHuus 1o JieKkapcTBara;

. BUHATH, KOTATO CE M3MEHsI CUCTeMaTa 3a YIIPaBJICHUE Ha PUCKA, 0COOCHO B pe3yJTar Ha
oJTy9JaBaHe Ha HOBa WH(OPMAITHS, KOSITO MOXKE J1a JJOBEIE 0 3HAYNMH ITPOMEHH B
CHOTHOITICHUETO TT0JI3a/PUCK, WITH CJIeN JOCTUTaHe Ha BaKEH eTall (BbB BPB3Ka ¢ MPOCeasIBaHe
Ha JIeKapCcTBeHaTa 0€30MaCHOCT WM CBEXKJaHE HA PUCKA JI0 MUHUMYM).

26



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

Janumet 50 mg/850 mg dbunMupanu TabIeTKH
CUTArJIUIITAH/MET(OPMHUHOB XHIPOXIOPHU]L

2. OBABABAHE HA AKTUBHOTOMTE) BELLIECTBO(A)

Bceska TabneTka cbrbpika CUTAarmUNTUH pocdaT MOHOXUAPAT, EKBUBAJIIEHTEH Ha 50 mg CUTATTTUNTHH,
u 850 mg MeTGOpPMUHOB XUAPOXIOPHIL.

‘ 3. CIIMCBK HA IIOMOIIHUTE BEIMECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

14 pumvupanm TabIeTKH

28 hunmMupaHu TaOIETKH

56 duiMupanu TadNeTKH

60 dhunvupann TabIeTKH

112 ¢ummupanu TabneTkn

168 puimMupanu TadneTKH

180 dunmupanu TabreTKu

196 dunmupanu Ta0IeTKH

50 x 1 punmupanu TabneTKH

I'pymoBa omakoBka, ceabpxkama 196 (2 omakoBku 1o 98) punmupanu TabIeTKH
I'pymoBa omakoBka, chabpkaiia 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 CBbXPAHSABA HA MACTO JAJIEYE OT NNOITIEJA U JOCETA HA JELA

[a ce cpxpaHsBa Ha MSCTO, HENOCTHITHO 3a JIela.

| 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. CHELOUAJIHU NPEANIA3HU MEPKU ITPU NU3XBBPISTHE HA HEU3IIOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU WJIN OTHHAABYHU 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/1/08/455/001 14 dunvupanu TabiaeTku
EU/1/08/455/002 28 dhunvmupanu TaOIeTKH
EU/1/08/455/003 56 dhunmupanu TabaeTKH
EU/1/08/455/019 60 ¢punmupanu TabaeTKu
EU/1/08/455/004 112 dunmupanu TabIeTKH
EU/1/08/455/005 168 duamupanu TabneTKe
EU/1/08/455/020 180 ¢punmupanu TabneTku
EU/1/08/455/006 196 dunmupanu TabneTku
EU/1/08/455/007 50 x 1 ¢punmupanu TabneTkn
EU/1/08/455/015 196 (2 x 98) dbunmupanu TabIeTKH
EU/1/08/455/017 168 (2 x 84) punmupanu Ta0JIETKH

13. TTAPTUJAEH HOMEP

IMaptunen Ne

‘ 14. HAYMH HA OTIIYCKAHE

| 15. YKA3AHMSI 3A YIIOTPEBA

| 16. MH®OPMAIIUS HA BPAIJIOBA A3BYKA

Janumet
50 mg/850 mg

| 17. YHUKAJIEH WAEHTU®UKATOP — JIBYU3IMEPEH BAPKO/

JByn3MepeH 0apKoJI C BKIIIOUEH YHUKAJICH UACHTU()UKATOD
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18. VYHUKAJIEH UWIAEHTUO®UKATOP — JAHHU 3A YETEHE OT XOPA

PC
SN
NN
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JAHHU, KOUTO TPABBA JJA CbAbPKA BTOPUYHATA OITAKOBKA

MEXK/INHHA OITAKOBKA 3a rpynoBu onakoBKHu 0T 2 onakoBKH -0e3 blue box —
50 mg/850 mg punamupanu TadIeTKU

’ 1. HNME HA JIEKAPCTBEHUS TPOAYKT

Janumet 50 mg/850 mg ¢pumupanu TabneTku
CHTarIMITHH/MET(GOPMHHOB XUAPOXIOPHUIT

2. OBSBABAHE HA AKTUBHOTOMTE) BEIIECTBO(A)

Bceska TabneTka cbrbpika cUTarmunTyH Gocdat MOHOXUApAT, EKBUBAJICHTEH HA 50 Mg CUTATTUNTHH,
1 850 mg METPOPMHHOB XUAPOXIOPHI.

|3. CHUCBHK HA IOMOIIHUTE BEIIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

98 dummupanu TabeTkH. YacT OT rpymoBa onakoBKa, HE MOXKe J1a ce TpojiaBa OTIACITHO.
84 ¢punmupanu tabnetku. YacT oT rpynoBa onakoBKa, HE MOXKE J1a Ce MPO/IaBa OTIIEIHO.

‘ S. HAYNH HA ITPUJIATAHE U ITbT(MIIA) HA BBBEKJTAHE

[Ipenu ynorpeda npoyeTeTe IUCTOBKATA.
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. APYT'U CIIEHUAJIHU ITIPEAYIIPEXXKJAEHU S, AKO E HEOBXOJAUMO

| 8. JATA HA T3TUYAHE HA CPOKA HA TOJHOCT

T'onen no:

| 9. CIIEIMAJIHH YCJIOBUA HA CbXPAHEHUME

[a =e ce cexpansBa Hafx 25 °C.
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TAX, AKO CE UBUCKBAT TAKUBA

10. CHELNUAJIHU ITPEAIIASHU MEPKH [TPU N3XBBPISSHE HA HEU3IIOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTH WJIN OTITAABYHU MATEPUAJIA 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/1/08/455/015
EU/1/08/455/017

13. TIAPTUJIEH HOMEP

[Maptunen Ne

‘ 14. HAYMH HA OTIIYCKAHE

| 15. YKA3AHHSI 3A YIIOTPEBA

| 16. MH®OPMAIIUS HA BPAIJIOBA A3BYKA

Janumet
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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MHUHUMYM JAHHH, KOUTO TPABBA JA CBABPXAT BJIMCTEPUTE

BJIUCTEP

1. HNME HA JIEKAPCTBEHUS TPOAYKT

Janumet 50 mg/850 mg Tabnerku
curtarmntaa/Metdopmuao HCI

2. NME HA TTPUTEXATEJIA HA PASPEHIEHUETO 3A YIIOTPEBA

MSD

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

EXP

4. ITAPTUAEH HOMEP

Lot

|5.  JPYro
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JAHHU, KOUTO TPABBA JA CBABPKA BTOPUYHATA OITAKOBKA

BbHINIHA KAPTOHEHA KYTUSA

1. HNME HA JIEKAPCTBEHUS TPOAYKT

Janumet 50 mg/1 000 mg ¢punmupanu TabIeTKH
CHUTaTJIUIITHH/MET()OPMUHOB XUIPOXIOPH]T

2. OBSBABAHE HA AKTUBHOTOMTE) BEIIECTBO(A)

Bcsika TabmeTka chabpka CUTaraunTHH Gocdar MOHOXUAPAT, EKBUBAICHTEH HAa 50 mg CUTATIUITHH,
u 1 000 mg MeTOpMUHOB XUAPOXIIOPH.

‘ 3. CIIUCBK HA IOMOILIHUTE BEHIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

14 pumvupanu TabneTku

28 dhunMupaHu TaOICTKH

56 ¢unMupanu TadNeTKH

60 dhunmupasu TaOICTKH

112 ¢ummupanu TabneTkn

168 pummupanu TabneTkn

180 puimMupanu TadNeTKH

196 ¢hunMupanu TabieTku

50 x 1 duamupanHu TabIETKH

I'pymoBa omakoBka, ceabpxkama 196 (2 omakoBku 1o 98) punmupanu TabIeTKH
I'pymoBa omakoBka, ceabpkama 168 (2 omakoBku 1o 84) punmMupanu TabIETKH

S. HAYNH HA ITPUJIATAHE U ITbT(MIIA) HA BBBEKJTAHE

[Ipenu ynorpeda npoyeTeTe JIMCTOBKATA.
TlepopanHo npuiioxeHue

6. CIIEHUAJIHO NPEAYHNPEXJIEHUE, YE JIEKAPCTBEHUAT ITPOAYKT TPSABBA
JA CE CBbXPAHSABA HA MSACTO JAJIEYE OT INTOIVIEJA U TOCET'A HA TEIIA

[a ce cpxpaHsBa Ha MSCTO, HEAOCTHITHO 32 JICTIA.

‘ 7. APYTU CIIEHUAJIHU TPEAYIIPEXJIEHUSA, AKO E HEOBXOJANMO

| 8. JATA HA T3TUYAHE HA CPOKA HA TOJHOCT

T'onen no:
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9.

CIIENMAJIHH YCJIOBUSA HA CbXPAHEHHME

a =e ce cpxpansBa Hafx 25 °C.

10. CHELNUAJIHU ITPEAIIASHU MEPKHU ITPU U3XBBPJISHE HA HEU3IIOJI3BAHA
YACT OT JJEKAPCTBEHUTE MPOAYKTHU NJIN OTHNAABYHU MATEPHUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

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

Merck Sharp & Dohme B.V.

Waarderweg 39
2031 BN Haarlem
Hunepnannus

12.

HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/08/455/008 14 dunvupanu TabiaeTKku
EU/1/08/455/009 28 ¢unmupanu TabaeTKu
EU/1/08/455/010 56 dhmnmupanu TabIeTKH
EU/1/08/455/021 60 dhunmupanu TabaeTKH
EU/1/08/455/011 112 ¢punmupanu TabneTku
EU/1/08/455/012 168 dpunmupanu TabIeTKH
EU/1/08/455/022 180 punmupanu TabIeTKH
EU/1/08/455/013 196 dunmupanu TabneTku
EU/1/08/455/014 50 x 1 ¢punmupanu TabneTKu
EU/1/08/455/016 196 (2 x 98) punmupanu TadieTkn
EU/1/08/455/018 168 (2 x 84) ¢punmupanu TadbaeTku

13. IMAPTUJIEH HOMEP
[Maptunen Ne

| 14. HAUMH HA OTIYCKAHE

| 15. YKA3AHMA 3A YIIOTPEBA

| 16. MH®OPMAIINS HA BPAJIOBA A3BBYKA
Janumet

50 mg/1 000 mg
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‘ 17. YHUKAJIEH HAEHTU®UKATOP — JIBYU3MEPEH BAPKO/

JIByn3MepeH 0apKoJi ¢ BKIIIOUEH YHUKAJICH UACHTU()UKATOD

’ 18. YHUKAJIEH WIEHTUO®UKATOP — JAHHU 3A YETEHE OT XOPA

PC
SN
NN
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JAHHU, KOUTO TPABBA JJA CbAbPKA BTOPUYHATA OITAKOBKA

MEXKJINHHA OITAKOBKA 3a rpynoBu onakoBKH 0T 2 onakoBKH -0e3 blue box —
50 mg/1 000 mg puamupanu TadaeTKH

’ 1. HNME HA JIEKAPCTBEHUS TPOAYKT

Janumet 50 mg/1 000 mg ¢unmupanu TabneTku
CHTarIMNTHH/MET(GOPMHHOB XUAPOXIOPHUIT

2. OBSBABAHE HA AKTUBHOTOMTE) BEIIECTBO(A)

Bceska TabneTka cbrbpika cUTarmunTuH Gocdat MOHOXUApAT, eKBUBAJICHTEH HA 50 Mg CUTATTUNTHH,
u 1 000 mg MeThOpMUHOB XHIPOXITOPHUL.

|3. CHUCBHK HA HOMOIIHUTE BELECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

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

‘ S. HAYNH HA ITPNJIATAHE N ITbT(MIITA) HA BBBEXK/IAHE

[Ipenu ynorpeda nmpoueTeTe JIMCTOBKATA.
TlepopanHo npuiioKeHHE.

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

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

‘ 7. APYT'U CIIEHUAJIHU ITPEAYITPEXJAEHU S, AKO E HEOBXOJANMO

| 8. JATA HA T3TUYAHE HA CPOKA HA TOJHOCT

T'onen no:

| 9. CIIEIMAJIHH YCJIOBUA HA CbXPAHEHUME

[a =e ce cexpansBa Hafx 25 °C.
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TAX, AKO CE UBUCKBAT TAKUBA

10. CHELNUAJIHU ITPEAIIASHU MEPKH [TPU N3XBBPISSHE HA HEU3IIOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NJIN 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/1/08/455/016
EU/1/08/455/018

13. TIAPTHJIEH HOMEP

[Maptunen Ne

‘ 14. HAYMH HA OTIIYCKAHE

| 15. YKA3AHMS 3A YIIOTPEBA

| 16. MH®OPMAIIUS HA BPAIJIOBA A3BYKA

Janumet
50 mg/1 000 mg

‘ 17. YHHUKAJIEH HAEHTU®UKATOP — JIBYU3IMEPEH BAPKO/

Henpunoxxnumo

‘ 18. VYHUKAJIEH WAEHTUOPUKATOP — JAHHU 3A YETEHE OT XOPA

Hemnpunoxxumo
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MUHHUMYM JAHHH, KOUTO TPABBA JA CbADBP/KAT BJIMCTEPUTE

BJIUCTEP

1. HNME HA JIEKAPCTBEHUS TPOAYKT

Janumet 50 mg/1 000 mg TabneTkn
curtarmntaa/Metdopmuaos HCI

2. NME HA TTIPUTEXATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

MSD

‘ 3. JATA HA T3TUYAHE HA CPOKA HA T'OJHOCT

EXP

4. IHHAPTUAEH HOMEP

Lot

5.  JAPYIo
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b. IUCTOBKA
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JlucroBka: HH(l)OpMaIII/IH 3a MmalnmueHTa

Janumet 50 mg/850 mg puamupanu TadaeTku
Janumet 50 mg/1 000 mg ¢puamupanu TadaeTKH
CUTarJTUITHH/METHOPMHHOB XHJIPOXIOPHUT
(sitagliptin/metformin hydrochloride)

IIpoyereTe BHMMATEIHO LSAJIATA JIMCTOBKA, IIPEIH 1A 3alI09HeTe 1a pueMaTe TOBa JIEKapCcTBo,

ThH KaTo THA ChAbp:Ka BaxkHa 3a Bac undgopmanus.

- 3ana3zeTe Ta3u JUCTOBKA. Moxe J1a ce HAIOXKHU J1a 51 IPOYETEeTe OTHOBO.

- AKo MMaTe HAKaKBH JOTTBIHUTEITHH BHIPOCH, IonuTaiTe Bamus iekap, gpapmaieBT wim
MEIUIIMHCKA CECTpA.

- ToBa nekapcTBo € npeanucano audHo Ha Bac. He ro npeorcrrnBaiite Ha npyru xopa. To Moxe
Jla UM HaBPEU, HE3aBUCHUMO Y€ TPU3HAIUTE HA TSIXHOTO 3a00JIsBaHe ca ChIUTE KaTo Barmmure.

- AKoO TIOITyunTe HIKaKBU HEXEJIaHU JIEKapCTBEHU peaKiny, yBegomete Bamms nekap, papmarneBt
WJIM MEIMIIMHCKA cecTpa. ToBa BKIIIOYBA U BCUYKH Bb3MOXKHU HEKEIaHU PEaKIUK, HEOIUCAaHU B
Ta3u JIUCTOBKA. Bikre Touka 4.

Kakso CbADBbPiKa Ta3u JUCTOBKA

Kaxkso mpeacrapnsBa Janumet 1 3a KaKBO € U3MOI3BA
KaxBo TpsiOBa 1a 3HaeTe, mpeau Aa npueMere Janumet

Kax ga mpuemate Janumet

BBb3M0OKHY HEXENAHU pPEaKLUU

Kak na cwxpansiare Janumet

C’BZI'bp)KaHI/IC Ha OIIaKOBKaTa N JOITBJIHUTCIHA I/IH(I)OpMaHI/IH

Sk L=

1. Kakso npeacraBjasiBa Janumet u 3a KaKkBO ce U3M0JI3Ba

Janumet cpabpiKa Be pa3iMyHU JIEKapCTBa, HAPEUCHH CUTATTIMIITHH U MET(HOPMUH.

° CUTArJIMIITHH TPUHAIICKA KbM KIac JieKapcTBa, HapeueHrn DPP-4 uaxuburopn (IunenTuaui
nenTuaza-4 MHXUOUTOPH)
) MeT(HOPMUH MPUHAJICIKH KbM KJIAC JISKAPCTBA, HAPSUYCHU OMTBaHUIMHU.

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

3ae/HO C AMeTa M yIIPa)KHEHHs, TOBA JIEKapCTBO ITONIoMara HaMaJieHneTo Ha Bamara kpbpBHa 3axap.
ToBa ekapcTBO MOYKE Ja Ce M3I10JI3Ba CAMOCTOATEITHO WM C OIIPE/ICNICHH APYTH JIEKapcTBa 3a TuaderT,
(MHCYNMH, CYA(QOHUITypesl WX TIUTA30H).

Kakso mpencrasnsBa quabet tum 27

Juabet Tum 2 € CbCTOSHUE, TP KOSTO BalusaT opraHu3bM He TPOU3BEXKIA TOCTAThYHO HHCYIIHH, a
MIPOM3BEXTAHUAT MHCYJINH He JIelicTBa Taka Jo0pe kKakTo Ou TpsadBano. OCBeH ToBa OpraHMm3MBT Bu
MOXKE J1a TIPOM3BEK/[a TBHPE MHOTO 3axap. [Ipu ToBa monoxxeHue, 3axapra (TIIOKO3aTa) ce HATPYIIBa B
KpbBTa. TOBa MOXeE J1a MPUYMHU CEPUO3HU MEAMIIMHCKY TPOOIEMH KaTO ChPICUHO 3a00JIABaHe,
0BOpeuHo 3a00IIsBaHe, CICIOTa U aMITy TaIlusl.

2. KakBo TpsiOBa na 3naerte, npeau na npueMere Janumet
He npuemaiite Janumet
- aKO CTC AJICPTUYHU KbM CUTATJIUIITUH UIIN MeT(l)OpMI/IH WIN KbM HAKOA OT OCTAaHAJIUTE ChbCTAaBKU

Ha TOBAa JIEKApCTBO (M30pOCHU B TOUKA 6).
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- aKo UMare CHIIHO HamalieHa ObOpeuHa (QyHKIIHS.

- aKo MMaTe HEKOHTPOJIMPaH quadeT, HalpUMeEp ¢ TeKKa XUIepriIMkeMus (BUCOKa KpbBHA 3axap),
rajieHe, MOBphIIaHe, Anapus, Obp3a 3aryda Ha Terio, TaKTaTHa arumao3a (BIxKTe ,,PUck ot
JaKTaTHA aluI03a‘ mo-10y) Wik Ketoaruno3a. Keroamumos3ara e CbCTOSIHHE, TIPU KOSTO
BelllECTBATa, HAPEUYEHH ,,KETOHHU TeJla“, c€ HATPYIBAT B KPHBTA U TOBA MOKE J1a JOBEJE /10
nrabeTHa mpekoMa. CHMIITOMUTE BKITIOUBAT OOJIKH B CTOMaxa, y9eCTEHO U IBJIO0KO IHINaHE,
CHHJIMBOCT WJIM HEOOWYaeH II0IOB apoMar Ha Jibxa Bu.

- aKo MMaTe TeKKa WHPEKIUS WITH CTe AEXUApaTHpPaHH

- ako Bu npeacToun U3CjIeaABaHe C pCHTICHOBU JIbYU, KbACTO MIC Bu HHXCKTHUPAT KOHTPACTHO
BemiecTBo. TpsabBa na cripere aa mpueMate Janumet o Bpeme Ha M3CIIeIBaHE C PSHTTCHOBU
J'BYUM U 2 WK TIOBEYE JTHU CIIe] TOBa, KakTo Bu e mpemmucan Bammwusr nekap, B 3aBUCHMOCT OT
TOBa Kak paboTsaT Bammre 660pernu

- aKO HACKOPO CTE€ MOJYYWIN ChpAcUeH HHDAPKT WU UMAaTe TEXKU UPKYIATOPHHU MPOOIIEMH,
KaTo ,,[IIOK" WM MPOOJIEMH C TUIIAHETO

- aKo UMaTe YepHOAPOOHHU TTPOOIEMHU

- aKo THeTe alTKOXOJI B TOJIEMHU KOJIMYecTBa (BCEKH JIEH T CaMO OT BPeMe Ha BpeMe)

- aKO KbPMUTE

He npuematite Janumet, ako HEIo OT MO-rope U30POESHUTE ce OTHACS 3a Bac u roBopere ¢ Bamus
JIeKap 3a JpyTryd HA4WHU Ha JiedeHne Ha Bamms muaber. AKo He CTe€ CUTYpHU, KOHCYJITHPaNTe ce ¢
Bamus niekap, papmarieBT niam MeIUIIMHCKA CECTpa NpeH a mpuemMere Janumet.

[penynpexaeHus U Npeana3Hu MEPKH
[Tpu naruenTty, monyvasaiy Janumet, ca ChoOIIIaBaHU CIIyYau Ha Bh3MAJICHUE HA TAaHKpeaca
(mankpeaTuT) (BIKTE TOUKA 4).

Axo MOJIYYUTEC MCXYPH IO KOXKATa, TOBa MOXKC 1a € IPU3HAK Ha CbCTOSIHUEC, HAPCUYCHO 6yJ'I03€H
HeM(i)I/IFOI/II[. Bamusar JICKap MOXKE 1a Bu noceBeTBa Ja CpeTe nNprucMma Ha Janumet.

Puck oT JakTaTHA anuao3a

Janumet Moe Ja IpUYMHE MHOTO PsIZIKa, HO MHOTO CEpHO3HA HEXKellaHa peaKiysl, HapeueHa JIaKTaTHa
aruI03a, ocobeHo ako OsOpenuTe B He pyHKIIMOHUpAT MTpaBUITHO. PUCKBT OT pa3BUTHE HA JIAKTaTHA
aruI03a ce yBeIn4yaBa ¥ IpH HEKOHTPOJIUPaH AHadeT, TeKKH WHPEKITUH, TPOIBIDKUTETHO T TyBaHe
WY TIpUEM Ha alKOXOJI, IeXuaApaTanus (BIKTe o1le HHPOPMALUS 10-10ITy ), YepHOAPOOHH poOIeMu
1 BCSIKAKBU CHCTOSHUS, IIPH KOUTO YacT OT TSUIOTO MMa HaMaJIeHO CHa0IsIBaHe C KHCIOpoT (KaTo
OCTpO IPOTHYAIA TEKKA O0JIECT Ha CHPIIETO).

AKo HSIKOE OT U30pOEHUTE MO-Tope ce OTHacA 3a Bac, ropopere ¢ Bamus nexap 3a JOMbIHUTETHHA
YKa3aHHA.

Tosopeme ¢ Bawwus nexap ne3abasHo 3a 0ONbIHUMETHU YKAZAHUSL:

o aKo0 € YCTaHOBEHO, Y€ CTPaJiaTe OT HACJIEJCTBEHO TEHETUYHO 3200 IsIBaHE, MTOBIIUABAIIO
MHUTOXOHIPUHUTE (KOMHOHGHTI/ITC, KOUTO IIPOU3BEKIAT CHEPIrusid B KHCTKI/ITG), KaTO CUHOAPOM
Ha MUTOXOHJIPHATHA CHIle(aTonaThs ¢ JaKTaTHA al[i103a U HHCYJITONOA00HU eMU30, 11
(MEJIAC cuampoMm) Wik HacIeACTBEH AHa0eT U IIIyX0oTa o MaiunHa auHus (Maternal
Inherited Diabetes and Deafness, MIDD).

o aKo MMaTe HAKOM OT Te€3W CUMIITOMU CJIe 3al10YBaHE Ha JICHCHHUEC C MeT(bOpMI/IHl IpUumnaabK,
HaMaJICHU TIO3HABATETHU CITIOCOOHOCTH, 3aTPyIHEHU IBUYKCHUS Ha TSAJIOTO, CHMIITOMH,
MOKA3aTEeNHU 32 YBPEKIaHE Ha HepBUTE (Hamp. 00JIKa WM U3TPBIIBAHE), MUTPEHA U TIyXOTa.

Crpere npuemMa Ha Janumet 3a KpaTbK NEepUHOJ OT BpeMe, aK0 UMaTe 3a00JisIBaHe, KOETO MOXKe
Aa 0ble CBbP3aHo ¢ AexuapaTanus (3HaUYUTeIIHA 3aryda Ha TEIECHH TEYHOCTH) KaTO TEKKO
IMMOBpBIIAHE, JUapus, TPECKa, U3JIaraHc Ha TOIUIMHA UJIX aKO MMHUCTE MO-MaJIKO TCYHOCTHU OT
HopMaHOTO. ['oBopeTe ¢ Barus siekap 3a TOMBIHUTEITHH YKa3aHHS.

Cnpere npuema Ha Janumet 1 He3a0aBHO ce CBBP:KeTe € JeKap WK Hall-0Ju3KkaTa 00J1HMIA,
aK0 HMAaTe HAKOM OT CHMIITOMHUTE HA JJAKTATHA alM1032a, Thil KaTO TOBA CHCTOSHHE MOXE Ja

JIOBEJIE 1O KOMa.
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CHUMITTOMHTE Ha JIJAaKTaTHA alk103a BKJIIOYBAT:

- MOBPBIIIAHE

- 00JKM B cTOMaxa (KOpeMHH OOJIKH)

- MYCKYJTHU CIIa3MU

- 001110 ycelane 3a HepasoJIoXKeHUe, IPUAPYKEHO € TeXKKa yMopa
- 3aTpyJHEHO JTUIIAHEe

- MIOHIKEHA TEJIECHA TEMIIepaTypa u ImyJic

JlakTaTHaTa anua03a € ChbCTOSHUE, U3UCKBAIIO CIICITHA MEUIIHHCKA TIOMOIIL, U TPpsiOBa Jia ce JIeKyBa B
OoJHHIIA.

I'oBopere ¢ Bamms siexap win gapmaneBT npeau aa npuemere Janumet:

- aKo MMaTe WU cTe UMau 3a00JsBaHe Ha aHKpeaca (KaTo IaHKPeaTHT)

- aKO MMaTe WIN CT€ MMl KaMbHH B XKIIBUHUS MEXYD, AJIKOXOJIHA 3aBUCHUMOCT WJIM MHOTO
BUCOKHM HHBa Ha TPUIHALEPUIN (BHJ MA3HUHH) B KpbBTa. Te3u 3a00Is1BaHUs MOTaT /1a TIOBUILIAT
BEpOSATHOCTTA J1a TIOIYUYUTE aHKPEATUT (BUXKTE ToUKa 4).

- ako nmare auader tun 1. [loHskora ce Hapuya MHCYJIMHO-3aBUCUM JHa0eT

- aKo MMaTe WU CTe MMaJIM aJlepruyHa peakus KbM CUTArJIMITHH, METQOPMUH win Janumet
(BmkTeE TOUKa 4)

- aKo mpuemare Cya(OoHWTYpeHHO IPON3BOIHO WIN UHCYJINH, aHTHIHMA0ETHO JIEKapCTBO, 3a€IHO
¢ Janumet, Thi1 KaTO MO’KE 1a HACTBIIM CHCTOSIHUE HA HUCKA KPbBHA 3aXap (XUIOTJIUKEMUS).
Bammsar nekap Moxe Aa HaMaiH A03aTa Ha CyJl(OHWIYPEHHOTO IPOU3BOAHO WM MHCYITUH

Axo Bu ce Hanara 1a mpeThpIiuTe Cepro3Ha OIepanys, TPSOBa 3aIbIDKUTEITHO J]a CIIpeTe preMa Ha
Janumet o BpeMe Ha 1 U3BECTHO BpeMe Clie]l IpolieypaTa. Bamusr nekap e pemru kora TpsiOBa Ja
CIpeTe M Kora Jia Bb300OHOBHUTE JIEYSHHETO ¢ Janumet.

AKO He CTe CUT'YPHH, Jalli HellIo OT U30pOeHUTE Mo-Tope ce oTHacA 3a Bac, monuraiite Bammus nekap
i dapMaleBT Mpeay Ja npuemMere Janumet.

ITo Bpeme Ha nedenueTo ¢ Janumet Bammsr nekap e npoBepsaBa 060pednata Bu ¢yHkins none
BEJIHBK TOJUIITHO WX TI0-9€CTO, KO CTE B CTApUECKa Bh3PacT W/WJIM aKO UMAaTe BIIOIICHA ObOpeuHa
hyHKIHS.

Jena u roHOmIM

Jena u ronomu nox 18 roauHu He TPsAOBA J1a U3MOI3BAT TOBA JIGKapcTBO. To He € epeKTUBHO MpHU
Jlela ¥ IOHOIIN Ha Bh3pacT Mexkay 10 u 17 roquau. He e n3BecTHO maiu ToBa JIEKapCTBO € 0€3011acHO
1 e(eKTUBHO, KOTaTo Ce M3MOI3Ba NpH Jena Ha Be3pact moj 10 roguHw.

Apyru jexkapcrea u Janumet

Axo Tpsa6Ba 1a Bu 0b1e mocTaBeHa WHXKEKIHS ¢ KOHTPACTHO CPEACTBO, ChABPIKAIIO MO, B
KPBHBOOOPBILEHUETO, HAIPHUMEP B KOHTEKCTA Ha PEHTI'CH WIIM CKeHEp, TPpsI0Ba J1a CIpeTe nmprueMa Ha
Janumet npeau nnm o BpemMe Ha MHXKEKIMATA. BammsaT iekap 1e perm Kora TpsoBa /1a CIpeTe U Kora
Jla Bb30OHOBHTE JICYCHHETO ¢ Janumet.

Tps6Ba na kaxxere Ha Bamms nexap miu gpapManest, ako mpuemare, HaCKOpO CTe IPUEMATH WU €
BB3MOXKHO J1a IpueMate Apyry jJekapcTBa. Moxe Jja ce HaJIoXH I0-4ecTO Jia Ce U3Cie[Ba IJII0K03aTa B
KpbBTa U (YHKLINOHUPAHETO Ha ObOpennTe win Bamust nekap Moske fa Kopurupa gosata Janumet.
N3KIII0unTENHO BayKHO € J1a CLIOMEHETE CIETHOTO:

o JekapcTBa (TIPUETH Mpe3 ycTaTa, MPUIOKEHH Ype3 UHXAAIA WK KaTo MHKEKIIHs),
W3I0JI3BaHM 32 JICYEHUE Ha BB3NAINTEIHH 3a00/IsIBaHUS KATO aCTMa U apTPUT
(KOPTUKOCTEPOUIH )

o JIEKapCTBa, KOUTO YBEIMYABAT OTACSHETO HA ypUHA (INYPETULIH)

. JIeKapCcTBa, U3MOI3BaHN 3a JeueHne Ha 6onka u pp3nanenue (HCIIBC u COX-2 uaxuburopw,

KaTo noynpodeH u 1eneKokcno)
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o HSIKOM JIEKapCTBa 3a JICUCHHE Ha BUCOKO KpbBHO HamsArane (ACE-uHXuOUTOpY M aHTHOTEH3UH

II peuenTopHu aHTarOHUCTH)

cnenr(UYHY JIEKapCTBa 3a JiedueHHe Ha OpOHXHaiHa acTMa (-cHMIaTHKOMUMETHIIH )

HoaupaHu KOHTPACTHU BEILECTBA MIIH JICKAPCTBA, ChABPKAIIU aJIKOXOJ

OTIpeJiesIeHH JIeKapcTBa, M3IIOJI3BAHU 3a JICUCHHE Ha CTOMALIHN MpoOIeMH KaTo HUMETHANH

paHoJa3uH, JeKapCTBO, U3I0JI3BAHO 32 JIEYEHHE Ha CTEHOKapIus

JOJTyTeTpaBup, JIEKApCTBO, U3M0JI3BaHO 3a JieueHue Ha XM B undexuns

BaH/IETaHMO, JIEKapCTBO, U3IOJI3BAHO 34 JICUCHUE Ha crielu(pUIeH BU paK Ha MIMTOBU THATA

AxJe3a (MeyapeH KapliMHOM Ha IIMTOBUHATA KJI€3a)

o JUTOKCHH (32 JIeYeHUE Ha HEIIPAaBUIIEH ChPJICUeH PUTHM U APYTH ChpIedHHU npodiaemu). Moxe
Jla ce HaJIOKM Ja ce MPOBEpU HUBOTO Ha TUTOKCHUH B KpbBTa By, ako ro mpuemare
€IHOBPEMEHHO ¢ Janumet.

Janumet ¢ aakoxoJ

N36srBaiite mpekoMepHaTa yrnorpeda Ha alTlkoXoJI o BpeMe Ha IipreMa Ha Janumet, Thil KaTo ToBa
MOJKE /1a yBEJIMYH PUCKa OT JJaKTaTHA aIu103a (BIKTe ToUKa ,, [ [peaynpexaenus 1 npeamnasau
MEpKH"*).

BpeMeHHoCT U KbpMeHe

AKo cTe OpeMeHHa WM KbPMHUTE, CMsITaTe, 9¢ MOXKe Ja cTe OpeMeHHa WIIH TUTaHupaTe OpeMEHHOCT,
MoCchBeTBalTE ce ¢ Barms jnekap win dapMarieBT mpeau ynorpedara Ha ToBa JiekapcTso. He TpsiOBa
Jla TIpueMaTe TOoBa JIEKapCTBO 10 BpeMe Ha OpeMeHHoCT. He mpuemaiite ToBa JIeKapCTBO aKO KbPMUTE.
Bwxre Touka 2 He npuemaiiTe Janumet.

lopupane u paéoTa ¢ MAIIUHU

ToBa JlekapcTBO HE TTOBJIHSBA WIIH TTOBJIHSIBA TIPEHEOPEKUMO CITIOCOOHOCTTA 32 MmodupaHe U padoTa ¢
MalMHU. Berpekn ToBa ca cho0IIaBaHy Cilydan Ha 3aMaliBaHe ¥ CHhHIIMBOCT ChC CUTATIUITHH, KOETO
MOKe J1a TIOBIIKsie criocoOHocTTa Bu 3a modupane nimm padora ¢ MalivHU.

[TpueMbT Ha TOBa JIEKAPCTBO B KOMOMHAIHS C JIEKApCTBA, HApEUCHH CYI(POHWTYPEHHN TPOU3BOTHU
WJIM WHCYJIMH, MOJKE J1a IPUYMHU XHUITOTJIMKEMUs, KOSITO MOXKe Jia MoBuse Barrara ciocobHoCT 1a
mogupare win paboTUTE ¢ MAIIWHU, WU J1a paboTuTe 6e3 00e30maceHa ornopa 3a Kpakara.

Janumet chabpika HATpHid
ToBa JlekapcTBO ChIbpiKa MO-Manko oT 1 mmol HaTpuii (23 mg) Ha TabeTKa, T.e. MOXe /1a ce KaxKe,
Ye MIPAKTUYECKU HE ChIbPrKa HaTPUH.

3. Kak na npuemare Janumet

Bunaru npuemaiite ToBa 1eKapcTBO TOYHO KakTo Bu e ka3an Bamust nexap. Ako He cTe CUTYpHH B
Hello, nonuraiTe Bamms nexap wim gpapmanesr.

o [Ipuemaiite enna Tabnerka:
o JIBa ITbTH JHEBHO TIpe3 ycTara
o C XpaHa, 3a J1a HaMaJIUTe PUCKA OT CTOMAIITHO Hepa3IoIoKEHHE.

o Bammsit nexkap Moxe 1a moBuim no3ara Bu, 3a ma koHTponupa kppBHata Bu 3axap.

o Axko nmate HamaseHa ObOpeyHa ¢pyHkuus, Bammsar nekap Moxe aa Bu npeanuie no-Hucka
703a.

Tps6OBa 1a MpoABIKUTE IHeTaTa, IpernopbyaHa oT Bamus nekap 1mo BpeMe Ha JIeYeHHe ¢ TOBa
JIEKapCTBO U Jja CIIEAUTE NIpUeMa Ha BBIVIEXUIPATH Ja € pABHOMEPHO pa3lpeesicH Ipe3 ACHs.
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ToBa j1eKapCTBO CAaMOCTOSATEIIHO € MAJIKO BEPOSTHO Ja MPUYMHHU HEOONYaiiHO HUCKH HUBA Ha
KpbBHATa 3axap (xunoriukemus). Korato ToBa jgekapcTBO ce U3I0J13Ba ChC CYJIHOHMITYPEHHI
JIeKapcTBa WM C MHCYIIMH, MOXeE Jla HACTHIIAT HUCKHA HUBA Ha KPhBHATA 3axap U Bamms iekap Moxe
Jla HaMaJu J103aTa Ha CYJI(OHWITYPEHHOTO MPOU3BOTHO WITH WHCYJIVH.

AKo cTe npHeJH oBevye oT HeodxoauMaTa qo3a Janumet

AKO CTe Ipuely MoBeYe OT MpeIrcaHara 103a OT TOBa JIEKapcTBO, He3abaBHO yBeaoMeTe Bamus
nexap. Otunere B 00IHUIA, aKO MOJYyYUTE CHMITOMH Ha JIAKTaTHA alli03a KaTo yCellaHe 3a CTyA
WM TUCKOM(DOPT, TEKKO rajieHe WM OBphIlaHe, 00Jika B cToMaxa, HeoOscHUMa 3ary0a Ha TerJio,
MYCKYJIHU KpaMITH I YYECTEHO AMIIaHe (BUXKTE TOUKa ,,[IpeaynpexxaeHus u npeamnasHu MEpKH ).

AKo cTe PONyCHAJIM Ja npueMeTe Janumet

AKo CcTe mpomycHalu 1034, B3eMETE s BeIHara II0M Ce€ CEeTUTe. AKO HE Ce CETUTE MPEeu a Joiae
BpeMe 3a cie/BaliaTa J103a, poIrycHeTe 3a0paBeHara J103a U ¢e BbpHETe KbM PEJOBHATa cXeMa Ha
npueM. He B3emaiiTe aBoiTHa J03a OT TOBa JIEKAPCTBO.

AKo cTe cripejiM npueMa Ha Janumet

TIponbmkaBaiite @ mpueMaTte TOBa JIEKApCTBO TOJIKOBA JABJIT0, KOJIKOTO Bu e npeanucan Bammst
JeKap, 3a a MOXKe Ja MPOIAbIDKHUTE 1a KOHTPOJIMpaTe CBosATa KpbBHA 3axap. He TpsbOBa na crimpare
mpreMa Ha TOBa JIEKapcTBO, 0e3 Jla ce KOHCYITHpaTe MbpBO ¢ Bamus nekap. Ako cripeTe npuema Ha
Janumet, Bamata kpbBHa 3axap MOXKE J1a CE MOBUILIKA OTHOBO.

AKO UMaTe HIKaKBH JIOMBIHUTEIHYA BBIIPOCH MIPH yIIOTpedaTa Ha TOBA JIEKapCTBO, onuTaiite Bamms
neKap win (hapmarieBr.

4. BB3MOXKHHE HEKeJIaHU PeaKknuu

Kakro Bcuuku JIEKapCTBaA, TOBA JICKAPCTBO MOXKE J1a IPECAU3BHUKA HEXKECIIaHU p€aKIUN, BBIIPEKHU Y€ HE
BCCKM T'l TIOJTy4aBa.

ITPEKPATETE mpuema Ha Janumet 1 He3abaBHO ce CBbpkeTe ¢ Bamms gekap, ako 3a0eekuTe HIKON

OT CIICTHUTE CEPUO3HU HEXKEITAHU PEaKIIVH:

. CHJTHA W TIOCTOSTHHA 00JTKa B KopeMa (00racTTa Ha cToMaxa), KOSTO MOXKE Jla CTUTa 10 Thpoa,
ChC WM Oe3 TaJicHe U OBPBINAHEe, Thil KATO TOBa MOXKE Jla Ca IPU3HAIIM Ha Bh3IMAJICH MaHKPeac
(ma"kpearwur).

Janumet Moxe aa goBene 10 MHOTO psiaka (Moxe aa 3acerde Ao 1 morpeduten Ha 10 000), HO MHOTO
Cepro3Ha HeXellaHa Peakiysl, HapeueHa JaKTaTHa aiuno3a (BIKTe Touka ,,[Ipeaynpexaenus u
npeanasHu MepKu ‘). AKO TOBa ce CIIydH, TpsOBa 3aIbIDKUTEITHO J1a cipeTe mpueMa Ha Janumet u
He3a0aBHO J1a ce CBBbPIKeTe ¢ JIeKap WU Haii-0JM3KaTa 00/IHMIA, T KaTo JaKTaTHATa alu03a
MO2KE J1a TOBE/Ie 10 KOMa.

AKO TIONTyYuTe CepHO3Ha alleprUYHa PeaKnys (C HEM3BECTHA YECTOTA), BKIIOYUTEITHO O0PHB,
YpTUKapHsi, MEXypH 110 Koxara/0enela ce Koxka 1 NoyBaHe Ha JIUIETO, YCTHUTE, €3UKa U I'bPJIOTO,
KOETO MOJKE JIa MPEIU3BUKA 3aTPYAHECHHE B JIUIIAHETO WK I'BJITAHETO, IPEKpaTeTe MpreMa Ha TOBa
JIEKapCTBO ¥ BEJHAra ce CBbpikeTe ¢ Bamms nekap. Bamust nekap Moke a Bu npeanuiiie iekapcTBo
3a JIeYeHHE Ha aJiepruYHaTa peaklus U APYyro JIEKapcTBo 3a Bamus nquabder.

Hskou maiueHTH, KOUTO mpreMar MeT(hOPMHIH, TOyJYaBaT CIACTHUTE HEXKEITAHU PEaKIUU PH
J00aBsHE Ha CUTATNIAIITHH:

Yectu (Moxe na 3acerHat o 1 Ha 10 gymm): HUCKa KpbBHA 3axap, raJieHe, ra30Be, OBPbIlaHe
Heuectn (Mmoxe na 3acernar go 1 va 100 qymmm): 6onka B ctoMaxa, Tuapws, 3anek, ChHINBOCT.

Hsxou manueHTH mojy4aBar Auapus, rajicHe, ra3oBe, 3arek, OoJika B cToMaxa WM TOBPbBIIaHe,
KOraTo 3aro4Har jJa npueMaT KOMOUHAIMATa CUTATIMIITHH U MET(POPMHUH (YecToTaTa € ,,4eCTH”).

46



Hsxou manueHTH moiry4aBat cleHUTE HeXKEIaH! peaKIMy JOKATO MPUEMaT TOBa JIEKAPCTBO ChC
cyn(HOHIUITYPEHHO IPOU3BOIHO KATO TTIUMEITUPHI:

MpHoro dectu (Moxke J1a 3acerHaT noeeue ot 1 Ha 10 qymu): HUCKU HUBA HA KpbBHATA 3aXap
YecTH: 3a1iex

Hsaxown manmeHnTH momyvaBar ClIeTHUTE HEXKEJIaH! PEaKIiH JOKAaTO MMPHUeMaT TOBa JIEKapCTBO B
KOMOWHAIIUS C MUOTIINTA30H:
Yectn: moayBaHe Ha PhIIETE HITH KpaKaTa

Hsxon MAalUCHTH MMOJIydaBaT CICAHUTC HCXKCIIAHU PCAKINU, JOKATO IPUEMAT TOBA JICKApPCTBO B
KOM6I/IHaLII/I$I C UHCYJINH:

MHoro 4yecTr: HUCKH HMBA Ha KpbBHATa 3axap

Heuecru: CyXOTa B yCTaTta, riaaBoOoire

Hsxou nanueHTH moyvaBar CIeIHUTE HEKEIaHU PEAKIMU 110 BpeMe Ha KIIMHUYHHU IPOYYBaHHMS,
JIOKATO IpUEMaT CUTArJUIITHH CAaMOCTOATEIHO (€HO OT JieKapcTBaTa B Janumet), WM IIPpH
W3II0JI3BAHE B MIEPHO/IA CJIe]] pa3pelaBaHe 3a ynorpeda Ha Janumet WIIM CUTArIMIITHH CAMOCTOSITEITHO,
WY C PYTH aHTUIUA0CTHH JICKapCTBa:

YecTu: HUICKH HHMBA Ha KpbBHATA 3axap, I1aBo00Jue, HHPEKIINA Ha TOPHUTE AMXATECIHHU MbTHUILA,
3amyIieH WK Teyall] HOC U Bh3MAJICHO MbPJI0, OCTEOapTPUT, OOJIKA B PHIICTE UM KpaKaTta

Heuectu: 3amatiBane, 3amek, CbpoOex

Penxu: HamaneH Opoit TpoMOOIIUTH

C Heu3sBecTHa yecToTa: Mpobiemu ¢ ObOperuTe (IOHAKOTa HAJIaraly IUain3a), MOBPbhIlaHe, CTABHA
0omka, MycKyJiHa 00Jika, 00JIKa B I'bpba, MHTEpCTUIMATHA OetoapoOHa 0oecT, Oyo3eH neMpurons
(BU MeXypH IO KOXarta)

Hsxowu nanueHT nmonyvaBar ClIeTHUTE HEKeTaH! PEaKI|H JOKATO MpueMat MeTQOPMIH
CaMOCTOSITEITHO:

MHoro gecT: TajieHe, MOBpbIIaHe, TUaphs, 00JIka B cToMaxa 1 3ary0a Ha armetut. Te3n cCUMITOMHI
MO JIa Ce MOSBAT MPH 3aMI0YBAHE HA ITpreMa Ha MET(OPMUH U OOMKHOBEHO OTIIYMSBAT

YecTu: MeTalieH BKYC, HAMaJICHU WJIM HUCKU HUBA HAa BUTaMUH B]z B KPbBTa (CI/IMHTOMI/ITC Mmorar aa
BKITFOYBAT TpeKajeHa ymopa (0TIa HaIHOCT), Bh3IIAIEH U 3a4ePBEH €3UK (TJIOCHT), OOIKaHe
(mapecte3usi) Wi Oena WM XXbIITa KOXa). Bamusar iekap Moxe Ja Ha3HAYM HAKOW U3CIIEABAHUS, 32
Ja C€ OTKpUC Mpu4yruHarTa 3a Bamute CHUMIITOMU, THH KaTO HAKOM OT TAX MOXKE ChbIIO Aa Ca MPUYINHCHU
OT AMadeT WM JPYTd HECBbP3aHH 3JJPABOCIOBHU MPOOIEMH.

MHoro penku: xematut (TipobiieM ¢ YepHus Ipo0), KOTPUBHA TPECKa, 3adepBsIBaHe Ha KokaTa (0OpHB)
WITH ChPOEK

Cho0LIaBaHe HA HesKeJIAHU PeaKIH

AKO TIOJTy4nTe HAKAKBU HEXKeJIaH! JIEKapCTBEHU peakyy, yBeaoMere Bamus nekap, papmanesT mwin
MEJUIMHCKA cecTpa. ToBa BKIIFOUBA BCUYKU Bb3MOKHU HEOIIMCAHU B Ta3H JIMCTOBKA HEXKEIaHU
peakuu. MoskeTe ChIIO 1a ChOOIINTE HEXKEIAHN PEaKUU TUPEKTHO Ype3 HallMOHAJHATA CHCTeMa 32
cboO1IaBane, nmocoueHa B [punokenue V. Kato cpob11aBaTe He)xXenaHU peakiy, MOXKETE 1a IafeTe
CBOS IPUHOC 3 [OJTyYaBaHe Ha ToBede HH(GOpMAIMs OTHOCHO 0€301MacHOCTTa Ha TOBa JICKapCTBO.

5. Kak na coxpansiBate Janumet

Ja ce cpxpaHsiBa Ha MSCTO, HEOCTHITHO 32 JIeTa.

He usmnon3BaiiTe TOBa JISKapCTBO CJIE CPOKa HA TOMHOCT, OTOCIA3aH BbpXy OJNIMCTepa U KapTOHEHATa
onakoBka cief ,,EXP*“ u ,,Togen no:*“. CpokbT Ha TOAHOCT OTTOBAPS HA OCJIEIHUS ICH OT MOCOUYEHUS

MEcCe.

[a e ce cpxpansBa Hax 25 °C.
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He u3xBbpiidiite jiekapcTBaTa B KaHAIM3alMATa UK B KOHTEHHEpa 3a IOMAlIHU OTHabIIH.
[Momuraiite Bammst (hapManieBT Kak Jja U3XBHPIATE JIEKAPCTBATa, KOUTO Beue He nanomn3sare. Tesn
MEpPKH L€ CIIOMOTHAT 3a OIa3BaHE Ha OKOJIHATa cpeaa.

6. Cun)pmalme HA OMaKOBKaTa U JOIMIbJHUTEC/THA I/lH(l)OpMaHl/Ifl

KakBo cbabp:xa Janumet
- AKTUBHHTE BEIECTBA Ca CUTATIUIITUH U MET()OPMHH.

o Bceska Janumet 50 mg/850 mg dpunmupana tabnetka (TabneTka) ChabpKa CUTArIMITHH
docat MoHOXMAPAT, EKBUBATIEHTEH Ha 50 mg cutarnmunTud, 1 850 mg MeTOopMHUHOB
XUJIPOXIIOPHUL.

o Bcesika Janumet 50 mg/1 000 mg ¢punMupana tabnetka (TabieTka) ChAbPKA CUTATTTUIITHH
¢docaTt MoHOXHMAPAT, eKBUBaNIEHTeH Ha 50 mg cutarmunTud, 1 1 000 mg MeTdopMruHOB
XUIPOXIIOPHUL,.

- Hpyrure cbcraBku ca:
o SAnpo Ha Tabnerkara: MuKpokpucTanaa nemynosa (E460), mosumon K 29/32 (E1201),
HATpHEB Jaypwicyiadar U HATpUEB cTeapuiihpymapar.
o DUIMOBO MOKPUTHE: TOJIM(BHHUIOB ajikoxo:), Makporou 3350, tank (ES53b), Tutanos
muokcun (E171), yepsen xene3en okcun (E172) u uepen xxenesen okcup (E172).

Kak m3rnexna Janumet 1 KakBO CbIbpiKa ONAKOBKaTa

- Janumet 50 mg/850 mg GunmMupanu TabJIeTKY ca pO30BH (priMUpaHu TabNEeTKH ¢ popMa Ha
Karcyna, ¢ BIurbOHaTo penedHo o3HadeHne “515” oT egHarta cTpaHa.

- Janumet 50 mg/1 000 mg ¢uamupanu TabIeTKH ca yepBeHu GuiMupanu TabiaeTku ¢ popma Ha
KarcyJia, ¢ BIyb0HaTo penedHo o3HadeHue “577” oT eqHarta cTpaHa.

Hemnpospaunu 6muctepu (PVC/PE/PVDC u amymunwmit). OmakoBku 1o 14, 28, 56, 60, 112, 168, 180,
196 ¢punmupanu TabneTKy, IPyMNOBH OMAKOBKH, ChaAbpkauy 196 (2 onakoBku 1o 98) u 168

(2 omakoBku 10 84) Gpuimupanu Tadiaetku. Onakosku o 50 x 1 ¢punmupanu TabiieTky B
nephoprupaHu €THOA030BH OIHCTEPH.

He BcuukM BUI0BE OMMAKOBKW MOTar jJa ObJaT IyCHATH Ha Ta3apa.

IpuTexaTen Ha pa3pellieHNETO 3a yIOTpeda U MPOU3BOAUTE
Merck Sharp & Dohme B.V.

Waarderweg 39

2031 BN Haarlem

Hunepnannus

3a JOIIBJIHUTCIIHA I/IH(bOpMaHI/ISI OTHOCHO TOBa JICKapCTBO, MOJIA, CBBPIKETE CC C JIOKAJTHUA
NpeaACTaBUTCI HA IPUTEIKATCIIA 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
Bbarapus Luxembourg/Luxemburg
Mepk Hlapm u loym bearapus EOO/ MSD Belgium

Ten.: +359 2 819 3737 Tél/Tel: +32(0)27766211
info-msdbg@msd.com dpoc_belux@msd.com
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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

E\Lada

MSD A.®0.E.E

TnA: +30 210 98 97 300
dpoc.greece@msd.com

Espaiia

Merck Sharp & Dohme de Espafia, S.A.
Tel: +34 91 321 06 00
msd_info@msd.com

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

Hrvatska

Merck Sharp & Dohme d.o.0.
Tel: +385 1 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

Italia

MSD Italia S.r.1.

Tel: 800 23 99 89 (+39 06 361911)
dpoc.italy@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

(+31 23 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

Suomi/Finland

MSD Finland Oy

Puh/Tel: +358 (0)9 804 650
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@msdcom medicinskinfo@msd.com

Latvija

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

JlaTa Ha nmocJieHo npepa3riexaane Ha gucroBkara {MM/I'TTT}.

IMonpoOna nHpopMalKs 3a TOBa JIEKAPCTBO € TPe0CTaBeHa Ha yeOcaiita Ha EBporelickaTa areHius
o JieKapcTBara: https:/www.ema.europa.eu.
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