NPUJIOKEHHUE 1

KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA



1. HNME HA JIEKAPCTBEHUS TPOAYKT

Xelevia 25 mg ¢punmupanu TabIeTKu
Xelevia 50 mg ¢punmupanu TabneTKu
Xelevia 100 mg dbunmMupanu TabiIeTKH

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Xelevia 25 mg dunMupanu TabIeTKH
Bcesika Tabnerka chabpika CHTarmuNTHH (hocdar MOHOXUPAT, CKBUBAICHTEH HA 25 Mg CUTATJIMIITHH
(sitagliptin).

Xelevia 50 mg punMupanu TabaeTKH
Bcsika Tabnerka chIbpika CUTArIUNTHH GocdaT MOHOXHIIPAT, €KBUBAaJICHTEH Ha 50 mg CUTArIIUIITHH
(sitagliptin).

Xelevia 100 mg ¢huimMupanu TabneTku
Bcesika TabneTka chIibpika CHTANIMNTHH (ocdaT MOHOXHUIPAT, ekBuBajeHTeH Ha 100 mg cutanmnTiH
(sitagliptin).

3a IBJIHUSA CIIUCHK Ha IIOMOIIIHUTE BEIIECTBA BIDKTE TOYKA 6.1.

3. JIEKAPCTBEHA ®OPMA
®dunmvupana Tabnerka (Tabnerka)

Xelevia 25 mg ¢unmupanu T1abaeTKu
Kpbrna, po3oBa ¢punmupana TabneTka ¢ Hagnuc “221” ot enHara cTpaHa.

Xelevia 50 mg ¢unmupanu TabaeTKu
Kpwbria, ceeriio-6exxoBa prmmupana Tabnerka ¢ Hagmuc “112” ot emHara cTpaHa.

Xelevia 100 mg dhuaMupany TabIeTKH
Kpsbria, 6exona prmMupana Tabnerka ¢ Hagmuc “277” OT emHaTa CTpaHa.

4. KJIWMHUYHHU JAHHHU
4.1 TepaneBTUYHHU MOKA3ZAHUS

[Ipu BB3pacTHU MaLMEHTH ChC 3axapeH Auadet Tun 2 Xelevia e mokaszaH 3a monoOpsBaHe Ha
TTUKEMUYHUS KOHTPOJT:

KaTO MOHOTEpAIIuA:

L4 IIpU MaUCHTHU € HE3aAOBOJIUTCIICH KOHTPOJ CaMO 4Ype3 AUCTA U YIIPAXKHCHUA U IIPU KOUTO
MeT(l)OpMI/IH € HCTIOAXOAAl] Imopaar IMPOTUBOIIOKa3aHUA UJIM HEIIOHO CUMOCT.

KaTo JBOIHA MepopaiHa Tepanus B KOMOHHALIHUA C:

. MeT(HOPMHUH, KOTaTo ¢ JUeTa U YIPaKHECHHUS, TUTIOC TIpUIaral CaMOCTOSATEIIHO MET(OPMUH, HE
C€ IMOCTUTa 3aJOBOJINTEIICH ININKEMUYEH KOHTPOI.

o cynhOHUITYPEHHO MPOU3BOIHO, KOTATO C TUETA U YIPAKHEHHUS, MTFOC MAKCUMAJTHA TIOHOCHMA
1032 cyn(OHUITYPEHHO MPOU3BOIHO CAMOCTOSTEIHO, HE CE MOCTHTa 33I0BOJTUTENICH



TNIMKEMHUYCH KOHTPOJ U KOTraTo MeTq)OpMI/IH € HCTIOAXOAAII IMopaaur IMMPOTUBOIIOKAa3aHWA U
HETOJICPAHTHOCT.

. MTePOKCU30MeH Tponudeparop-akTuBupan perentop rama (PPARY) aroruct (Hamp.
THA30JUANHINOH ), KOTaTO M3Moa3BaHeTo Ha PPARY aroHUCT € moaxo/sio u KoraTo ¢ JueTa u
ynpaxHerus, mmoc PPARy aronuct, npriaran caMocTOsITENTHO, HE C€ TIOCTUTA 3a/I0BOJUTEIICH
TJIMKEMHWYEH KOHTPOJL.

KaTo TpOifHa MepopaHa Tepanus B KOMOWHAIHS C:

o CyApOHMITYPEHHO TPOU3BOAHO U MET(HOPMHH, KOTAaTO C IUETA U YIPAXHEHUS, TUTIOC TIBOHHA
Tepanusi C Te3U JEKapCTBEHU MPOAYKTH, HE C€ IMTOCTUTa 33I0BOJIUTEICH [NTIUKEMUYEH KOHTPOI.

. PPARy aronuct n merdopmuH, korato usnomsanero Ha PPARy aronuct e moaxosmio u
KOTAaTO C JUeTa U YIPaXXHEHUs], IUIIOC ABOMHA Tepanus ¢ Te3H JICKapCTBEHU NPOJYKTH, HE ce
MOCTHUTA 33/IOBOJUTENICH TNINKEMUYEeH KOHTPOJL.

Xelevia chIII0 € TOKa3aH KaTo JOMBIHUTENHO JeYeHNE KbM UHCYJIUH (Che Win 0e3 MeTHOpMUH),
KOTaToO C JUeTa U YIIPAXHEHUs, IUTIOC IIOCTOSHHA 1034 NHCYJIMH, HE CE IOCTHUTa 3a/l0BOJINTENEH
TTMKEMHUYEH KOHTPOIL.

4.2 Jlo3MpoOBKA U HAYHUH HA MPUJIOKEHHE

EO3I/I[ZOBK3

JHo3ara e 100 mg cuTarIMnTyUH eIuH IbT AHEBHO. Korato ce u3mosi3Ba B KOMOMHALINSA ¢ MET(HOPMUH
n/unn PPARYy aronwucr, no3zara na merdopmun u/min PPARY aronncra He TpsiOBa J1a ce mpoMeHsl, KaTo
Xelevia ce mpmirara eTHOBPEMEHHO.

Koraro Xelevia ce nzmnon3sa B KOMOWHAINS ChC CYA(GOHUITYPEHHO MPONU3BOAHO MM C HHCYITUH, MOXKE
Jla ce OOMHUCITH ITO-HHCKa 7032 CYJI(OHIITYPEHHO MTPOU3BOIHO WIIM HHCYIIMH, 32 JIa C€ HaMaJld PUCKBT
OT XUTIOTJINKeMHSI (BXK. TOUka 4.4).

Axo ce ipontycHe j103a Xelevia, Ts TpsOBa 1a ce B3eMe He3a0aBHO, KOTaTo MAlMEHThT Ce CeTh. B enuu
U CHIIH JIEH HEe TPsIOBa Jia ce B3eMa JIBOIHA J103a.

CrenyaiHy nonyaaniu

bwbpeuno yspescoane

Korato ce oOMuCIIS H3M0I3BaHETO HA CUTATIIUIITHH B KOMOMHAIHS C IPYT aHTUANA0ETEH JIEKapCTBEH
NPOAYKT, TPsIOBa J1a ce MPOBEPST yCIOBUATA 3a U3MOI3BAHETO MY NPH MAMEHTH ¢ ObOpEedHO
yBpEKIaHe.

[Tpu manmenTtn ¢ OBOPEYHO YBPEXKIAHE B JieKa cTereH (cKopocT Ha rioMepyiHa guiarpanus [GFR]
> 60 1o < 90 ml/min) He ce Hanmara KOPEeKIIUs Ha J103aTa.

[Tpu manmentu ¢ 6p0peuHo yBpexxkaane B ymepena crene (GFR > 45 no < 60 ml/min) He ce Hanara
KOPEKIHs Ha 103aTa.

[Tpu manmentn ¢ 6p0peuHo yBpexkaane B ymepena crerned (GFR > 30 1o < 45 ml/min) go3ata Xelevia
e 50 mg BenHBXK THEBHO.

[Ipu manmenTn ¢ 60peunHo yBpexaaHe B Texka crerneH (GFR > 15 no < 30 ml/min) wnw ¢
TepMuHanHa 0b0peuna HegoctaTbuHOCT (ESRD) (GFR < 15 ml/min), BKIIOYHTETHO T€3W U3UCKBAIIN
XeMOoIualln3a Wi epuTOHea Ha Auaiu3a, no3aTta Xelevia e 25 mg BenHbk qHEBHO. JledueHneTo Moxe
na 0bJe MPUII0KEHO HE3aBUCHMO OT BPEMETO 3a JUaji3a.



[Mpeau 3anoyBane Ha JIeYeHUETO ¢ Xelevia U IEpHOANYHO CJIe]] TOBa Ce MPernophyuBa OlleHKa Ha
0b0OpeuHaTa QyHKIUS, Thil KATO € HEOOXOAMMO KOPEKIIMs Ha Jlo3aTa Ha 0a3ara Ha ObOpeuHaTa
dhyHKIHS.

Yeprnoopobro yspexcoare

He ce nanara xopekiusi Ha puiaraHara J103a MpH MalueHTH ¢ JIEKO J0 CPETHO TEXKKO YepHOAPOOHO
yBpexkaane. Xelevia He € MPOyYBaH NMPU MAIMEHTH C TEKKO YSPHOIPOOHO YBPEXKIaHE U Cie/Ba J1a Ce
MTOJIXOXK1a BHUMATEITHO (BXK. TOYKA 5.2).

063‘16, Thil KaTO CUTAIVIUIITHH CE CJIIMMUHHUPA OCHOBHO YpE3 6’B6pe]_II/ITe, HEC CC O4aKBa TCIKKOTO
qepHoz[p06Ho YBpEIKAAHC Aa IMOBJIIHAC BbPXY (l)apMaKOKI/IHCTI/IKaTa Ha CUTAITIMIITUH.

Cmapuecka 6v3pacm
He ce Hanara xopekius Ha 103aTa B CbOTBETCTBUE C Bb3pPacTTa.

Ieouampuuna nonynayus

CurariunTyH He TpsAOBa Jla ce U3II0JI3BA MPH JIela M FOHOIIU Ha Bb3pacT oT 10 1o 17 roaunu nopaau
HeJoCTaThYHa epUKACHOCT. HammaauTe moHacTosImeM JaHH| ca Onicany B Touku 4.8, 5.1 1 5.2.
CuTarnunTiH HE € IPOYyIBaH NPH MeTHATPUIHN MAIUEHTH Ha Bh3pacT moj 10 roauam.

Hauwun Ha npunoxenue
Xelevia Moke 1a ce mprueMa ChC WK 0e3 XpaHa.

4.3 TIIporuBomokazaHus

CBpBXUYBCTBHTEIIHOCT KbM AKTHBHOTO BEIIECTBO WIIM KbM HIKOE OT TIOMOIIIHUATE BEIECTBRA,
n30poenu B Touka 6.1 (Bx. Touku 4.4 u 4.8).

4.4 CrhenuajHu mpexynpexIeHust 1 Mpeana3zHd MepKH MpH ynorpeda

O06mu
Xelevia He TpsAOBa 11a ce M3ITOI3BA MPHU MAITUEHTH ChC 3aXapeH Ara0eT THI 1 wiw 3a IeYeHne Ha
JIrabeTHa KeToaII03a.

OcTbp MaHKpeaTuT
VYrorpebara Ha DPP-4 nHXUOUTOPH € CBhp3aHa C PUCK OT Pa3BUTHE HA OCTHP MAaHKPEATHT.

[NanuenTure TpsiOBa na Ob1aT HHPOPMHUPAHH 32 XapaKTEPHHUSI CUMIITOM Ha OCTHDP MaHKPEATHT:
NepcUcTUpalia, MHOTO CHJIHA KopeMHa Oonka. Ciienn mpekpaTsBaHe Ha CUTArIIMITHH, ce HabIoqaBa
OTIIYMSIBaHE Ha MAHKpeaTHTa (ChC WM Oe3 MOAIbPIKAIIO JISYSHNE), HO B MHOTO PEAKH CIIyJau e
CHOOIIaBaHO 32 HEKPOTU3UPAIL WIIM XeMOParnieH MaHKPeaTUT W/ CMBPT. AKO IMa CbMHEHHUS 32
MaHKpeaTuT, TpsiOBa Jia ce MpeKpaTH NpueMbT Ha Xelevia v Apyru NOTeHIATHO MOJ03UpaHH
JIEKapCTBEHH MPOAYKTH; aKO CE TIOTBBP/IM OCTHP IAHKPEaTHT, TpHeMbT Ha Xelevia He TpsOBa 1a ce
Bb300HOBsBa. Heo0x01MMO € TOBHIIICHO BHUMAHUE NIPY MAIMSHTH ¢ aHAaMHe3a 32 ITaHKPEaTuT.

XUNOIIKMKEMHUs, KOTaTo ce IpUJiara B KOMOMHAIMS C IPYTY aHTUXUICPIIIMKEMUYHU JCKaPCTBEHH
IPONYKTH

[Tpu KIMHUYHY U3MUTBaHUS, Xelevia KaTo MOHOTEepanus M KaTo 4acT OT KOMOMHHMpaHa Teparus ¢
JIEKapCTBEHH MPOIYKTH, 38 KOUTO € U3BECTHO, Ye HE MPUUYHHSBAT XUMIOTIMKEMUS (Harp. MeTGopMUH
u/unmu PPARy aronucr), cho0IeHHTE HUBA HA XUTOTIIMKEMHS TIPU CUTATITUITHH Ca CXOTHH C T€3H NPU
NalMeHTH NOoMyYaBau mianedo. XunormKeMusl € HaOmoaBana, Koraro CUTArIMIITHH € U3II0JI3BaH B
KOMOWHANNS C MHCYJIMH WM cyl(oHIITyperHo npou3BonHo. CleoBaTelHo, 3a 1a ¢€ HaMaJll PUCKBT
OT XUTIOTJIMKEMHSI, TPSIOBa 1a ce OOMUCIH MTO-HUCKA 1032 CYAPOHUITYPEHHO MPOU3BOIHO WM HHCYINH
(BX. Touka 4.2).

Br0OpeuHo yBpexnane
CHTarMnTrH ce eKCKpeTHupa Ob0pedHo. 3a 1a Ce JOCTUTHAT IIa3MEHUTE KOHIICHTPAI[MK Ha
CUTATIIUIITHH, TT0I0OHU Ha TE3W MPH MAIMEeHTH ¢ HopMaiHa Ob0peunHa ¢yHKIus, mpu nanueratu ¢ GFR




<45 ml/min ce npenopbrYBaT MO-HUCKH TO3H, KaKTO U mpu narmenTy ¢ ESRD, n3nucksamu
XEMOIMAIN3a WU TICPUTOHECATHA Tuanm3a (BX. Touku 4.2 u 5.2).

Koraro ce 0OMUCIIS N3ITON3BaHETO HA CUTATVIMIITHH B KOMOWHAIIHS C APYT aHTUANAOCTEH JICKapCTBEH
MIPOAYKT, TPSIOBA J1a C€ TIPOBEPSAT YCIOBUATA 32 M3IMOJI3BAHETO MY IPH MAITUCHTH ¢ ObOPETHO
YBpEKIaHE.

Peaknyy Ha CBpbXYYBCTBUTEITHOCT
Cpo0I1eHn ca MOCTMAPKETHHTOBY CIIy4Yan Ha CEPUO3HHU PEaKIMY Ha CBPBXUYBCTBHTEIHOCT IIPH

NalUEHTH, JICKYBaHU ChC CUTATIMNTHH. Te3M peakuny BKIIOYBAT aHA(QHMIIaKCHsl, aHTHOEAEM U
eK(OTMaTUBHY CHCTOSIHUS Ha KOKaTa, BKIIIOUYMTENHO CHHAPOM Ha Stevens-Johnson. Hayanoro na
TE3H pPeakIiy € II0 BpeMe Ha IbPBUTE 3 Mecela CIIe 3all0uBaHe Ha JICUCHUETO, KaToO HAKOM CIIydau ce
NpOSIBSIBAT CIIE/ IbpBaTa J03a. AKO ce MoJ03Mpa Peakuus Ha CBPbXUyBCTBUTEIHOCT, IPUEMBT Ha
Xelevia Tpsi6Ba na Obae npekpateH. TpsaOBa ga ObAAT OLEHEHU APYTH MOTEHIMATHNA TPUYMHH 32
CBCTOSTHHETO U J1a Ce 3alI0YHE AITEPHATHBHO JIeUeHHEe Ha 1uabera.

Byinoszen nemduroun

IIpu marmenTy, npuemantu DPP-4 nHXUOUTOPH, BKIIOYUTETHO CUTATTTUIITHH, HMa ITOCTMAPKETHHTOBH
choOIIeHNs 32 Oyn03eH meMpuron]i. AKoO IMa ChbMHEHUS 32 OyJI03eH MeMQUron1, IPUeMbT Ha
Xelevia TpsOBa 1a ce MpeyCcTaHOBH.

Hatpuii
To3su nekapcTBEH MPOAYKT ChABbPKA MO-Malko oT 1 mmol Hatpwmii (23 mg) Ha TabneTka, T.e. MOXe J1a
ce Kaxke, 4e MPAKTUUYECKU HE ChABPKA HATPUI.

4.5 B3aumoaeiicTBHe C APYTH JIeKAPCTBEHH NMPOAYKTH M APYru ¢opMu HA B3aumMoaeilicTBHe
Edexty Ha Apyru gekapcTBEHU NPOAYKTH BbPXY CUTAITUNTHH

HpCHCTaBCHI/ITe I10-10J1y KIIMHUYHHA JaHHU IpEAIioaarar, 4€ puCKbT OT KIMHUYHO 3HAYUMHU
B3aHMOﬂ€ﬁCTBHH C CAHOBPCMCHHO IIpUJIaraHu JICKApCTBCHU MPOAYKTU € HUCHK.

In vitro npoy4YBaHUATA IT0KA3BAT, Y€ OCHOBHUST €H3UM, OTTOBOPEH 33 OTPAaHUUYCHHS METa00IN3bM Ha
cutanmnTiH, € CYP3A4 npu yuactuero u Ha CYP2CS. IIpu mannenT ¢ HopmaiHa Op0peuHa
¢byHKIUS, METa0OMM3MBT, BKITounTeHO upe3 CYP3 A4, urpae manka posist B KIMpBHCA Ha
CUTaIIMIITHH. MeTaboIu3MbT MOXKE Jla UTpae MO-ChLIECTBEHA POJIS B EIMMUHUPAHETO Ha
CUTAITTUITHH IPU TEKKO OBLOPEUHO YBpeKIaHe WiIu TepMuHaIHa 0b0peuna HegoctarsuHocT (ESRD).
[opanu Ta3u npuurHa € Bb3M0kHO MOIIHN CYP3 A4 unxuburopu (Karo KETOKOHA30JI, HTPAKOHA30I,
PUTOHABUD, KIAPUTPOMHIIMH) Ja MPOMEHAT (hapMaKOKMHETHKaTa Ha CUTATIMIITHH TP MAIEHTH C
TeXKa cTeneH Ha 60peuno yBpexaane wi ESRD. Br3netictBuero Ha MomauTe CYP3A4
MHXUOUTOPH NpH HaIM4Ke Ha ObOpEeYHO YBpeXAaHe He € OLIEHSBAHO B KIMHUYHO MPOYYBAaHE.

In vitro mpoydBaHusATa Ha TPAHCIIOPTA IMTOKA3BAT, Y€ CHUTATJIUIITHH € CyOCTpaT Ha P-TIIHKOIPOTEHHA 1
Ha TpaHcnopTepa Ha oprannyan aHuOHU-3 (OAT3). OAT3-MeauupaHusT TPAHCIIOPT HA CUTATIIUIITHH
ce TIOTHUCKa in Vifro OT IPOOSHEIH I, MaKap Y€ PUCKBT OT KIIMHUYHO 3HAYMMH B3aMMOJICHCTBHS CE
OIIeHsBa KaTo HUCHK. EnHOoBpeMenHOTO miprioxkenne ¢ OAT3 WHXUOUTOPH HE € OLEHSBAaHO in Vivo.

Mempopmun: ETHOBpEeMEHHOTO, MHOTOKPATHO MPUIIOKeHHE Ha 1032 oT 1 000 mg meTdopmuH 1aBa
'BTH JHEBHO ¢ 50 Mg CUTAIIUNTHH HE MPOMEHS 3HaYUMO (hapMaKOKHMHETHKATa Ha CUTATITUIITHH TIPU
MAIEeHTH ¢ TuadeT THir 2.

Luxnocnopun: TIpoBeneHo e mpoy4BaHe 3a olleHKa e(heKTa Ha MUKIOCTIOPHHA, MOIIICH HHXHOUTOD Ha
P-TIUKOIIPOTEHH, BbPXY (PapMaKOKMHETHKATa Ha CUTAIUNTHH. EHOBPEMEHHOTO MPIIIOKEHHUE Ha
€IHOKpaTHa nepopaiiHa go3a oT 100 mg cUTaIMITHH U €IHOKpaTHA repopaiHa 103a oT 600 mg
ukinocnopuH noBumasa AUC u Cpax Ha CUTaIIMOTHH CHOTBETHO ¢ pUOIM3uTeNHO 29 % 1 68 %.
Te3u npoMeHH BbB (hapMaKOKMHETHKATa Ha CUTAIVIMIITHH HE ce MpHeMar 3a KIIMHUYHO 3HAYHMHU.
brOpeyHnsT KTUPHHC HAa CUTATTTUIITAH He ce TpoMeHs 3HaunMo. [lopaii ToBa, He ce 09akBaT 3HAYNMH
B3aMMOJIEHCTBHS C JPYTH P-IIIUKONPOTENH UHXUOUTOPH.



EdexTy Ha CHTANIMOTHH BEPXY APYIH JEKAPCTBEHH IIPOAYKTH

Jlueokcun: CutarmunTuH UMa c1ab eekT BbpXY IUTa3MeHaTa KOHIICHTPANus Ha TUTroKcuH. Cren
npunaradeTo Ha 0,25 mg NUrokcuH eqHOBpeMEeHHO ¢bCc 100 mg cCUTarTUNTHH AHEBHO B MPOABIIKECHUE
Ha 10 gam, mmasmenata AUC Ha TUTOKCHH HapacTsa cpemHo ¢ 11 %, a mnazmenara Cmax CPEIHO C

18 %. He ce mpenopbuBa KOpUTHpaHEe HA 03aTa TUTOKCHH. B CHIIIOTO Bpeme, MalMeHTHUTE C PUCK OT
JIMTOKCHOBA TOKCHYHOCT TPsiOBa Ja ObJatT 1ol HaOJtoIeHUE 3a TaKaBa, KOraTo CUTATIUIITHH U
JIIUTOKCHH Ce TIpHJIarat eqHOBPEMEHHO.

In vitro NaHHUTE NOKA3BaT, Y€ CUTANIMOTUH HE noTucka U He uHayuupa CYP450 uzoenzumure. B
KJIMHAYHU TIPOYYBAHUS CUTATJIMITHH HE IPOMEHSI 3HAUUMO (papMaKOKMHETHKATa Ha MET()OPMHH,
mUOypuUI, CUMBACTATHH, PO3UITINTA30H, Bap(hapHH WX NEPOpaTHH KOHTPAICTITUBY, TABANKH in vivo
JaHHU 32 MaJIKa BEPOATHOCT OT MPeIU3BUKBaHE HAa B3aUMOIeHCTBUS che cyOcTpat Ha CYP3 A4,
CYP2C8, CYP2C9 u tpancnoprep Ha opranndnu katronu (OCT). Curarmuntis Moxke 1a Ob1e ciad
WHXUOHUTOP HA P-TIIMKOTIPOTEHHA N ViVo.

4.6 @epTUIHTET, O)PEMEHHOCT H KbpMeHe

BpemenHoct
Hsama nocraTbyHO 1aHHU 3a yrioTpedara Ha CUTATNIAIITHH ITPU OpeMeHHU sxeHu. [IpoyuBanusTa mpu

JKUBOTHH TIOKa3BaT PEMPONYKTHBHA TOKCUYHOCT TIPU BUCOKH 703U (BXK. Touka 5.3). [loTeHnmanausr
PHCK TIpH X0pa He ¢ m3BecTeH. [lopamy nurcara Ha JaHHM TIpU Xopa Xelevia He TpsOBa Ja ce H3MoI3Ba
npu OpeMEeHHOCT.

Kwpmene
He e n3BeCTHO Janu CUTAINIMITHH CE EKCKPETHPa B KbpMara. [IpoyuBaHMsTA IPU )KUBOTHU MOKA3BAT,

Y€ CUTAITIUIITHH CC CKCKPETHPA B MIISIKOTO. Xelevia ue TpH6Ba Ja C€ U3IM0JI3Ba IMIPU KbPMCHE.

depTunuTer
JlaHHHTE OT MPOYYBAHUS NPY )KUBOTHH HE TPEATIONIATAT BIMSHUE BbPXY (DepPTUIINTETA HA MBKKH U

JKCHCKHU IIITBXOBE NPH JICUCHUEC ChC CUTAIJIUIITUH. JIuncsar JaHHU IIpU XOopa.
4.7 Ed¢exTu BBpXy ciocodGHOCTTA 32 modupane u padboTa ¢ MAIIUHU

Xelevia He TOBNHMABA WITH TTOBJIHSABA MTPEHEOPEKNUMO CIIOCOOHOCTTA 32 modupaHe U padoTa ¢ MAITHHA
B cpmoro Bpeme npu modupane win padoTa ¢ MalllMHH, TPSIOBa 1a ce MMa IPEIBU, Je ca
JOKJIaIBaHH CITy4ad Ha 3aMaliBaHe U CHHIIMBOCT.

B nomeinenue, manpieHTHTE TPSAOBA J1a e MPEIyNPEkIaBaT 3a PUCKa OT XUIIOTIINKEMHUS, KOTaTo
Xelevia ce u3no3Ba B KOMOMHAIIUS CHC CYI(OHUITYPEIHO TPOU3BOTHO MK C UHCYJIUH.

4.8 Hexenanu JjeKapcTBeHU peaKkuu

Pesrome Ha npoduita Ha Ge3onacHOCT

CpoOmIaBaHy ca CEpHO3HM HEXKEIAHH PEaKIMH, BKIIOUYUTEITHO TAHKPEATHUT U PEaKkIuy Ha
CBPBXUYBCTBUTENHOCT. ChOOIIaBaHA € XUITOTIIMKEMHS B KOMOWHAITUS ChC CYI()OHIITYpEHHO
nipou3BonHO (4,7 %-13,8 %) u uncynuH (9,6 %) (BK. Touka 4.4).

TabmuueH CUCHK HA HEXKEIAHUTE JICKAPCTBCHU PEAKINH

Hesxenanure JiekapCTBEHU peakiiy ca nmocodeHu mo-pony (Tabnuua 1) cnopen cucreMo-opranHa
KJacu(uKarus 1 yectora. [1o yecrora ce onpenenst kato: MHOro uecty (> 1/10); wectu (> 1/100

1o < 1/10); medectu (= 1/1 000 mo < 1/100); peaxu (> 1/10 000 mo < 1/1 000); MHOTO peaku

(< 1/10 000) u c HEW3BeCTHA YecTOTAa (OT HATMIHHUTE JAaHHU HE MOKe J1a OBbJe HalmpaBeHa OICHKA).




Taﬁ.lmua 1. YecToTa Ha HeKeJIaHUTE Pe€akui YCTAHOBECHH 110 BPEME Ha mianedo-
KOHTPOJHMPAHU KIMHUYHHU NMPOYYBAHUA IPU MOHOTEPAIIUA CHC CUTAIJIUMIITHH H IIPA
MOCTMAPKETUHIOBUSA OIIUT

Hesxenana peaknus YecToTa HA HEKEJIAHATA PeaKL M

Hapyumienns Ha kpbBTa U InM@HATa cHCTEMa

TPOMOOITUTOTICHUS Penxu

Hapymenuss Ha HMYHHATa cUCTeMa

PpCaKkun Ha CBPBbXYYBCTBUTCIIHOCT, BKIIFOUUTCITHO

.y C Heu3BeCcTHA YECTOTA
aHa(bI/IJ'IaKTI/I‘-IHI/I OTFOBOpI/I i

Hapymenust Ha MeTa00/1M3Ma H XPAaHEHETO

XI/IHOFJ'II/IKeMI/IHT Yectn

Hapymenusi Ha HepBHATAa cHCTeMa

riaaBoboiue Yectn

3aMaiBaHe Heuectn

PecriupaTopHu, rpbIHA U MeINACTHHAJTHH HAPYIIEHUSI

HMHTEpCTHUIIMAJIHA 66H0[[p06Ha GOHGCT* | C HeM3BeCTHA YECTOTa

CToManiHo-4YpeBHH HAPYIIEHUSs

3a1eK Heuectu
NOBpbIIaHe C HeuW3BECTHA YECTOTA
ocTbp nankpeatur i* C Heu3BeCTHA YeCTOTA

(l)aTaneH u He(baTaneH XEMOpArni€eH U HEKPOTU3UPaAII]
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Hexxenanure peakuuy ca uIeHTH(GUIMPAHH IO BpeMe Ha IIOCTMAapKETHHIOBOTO HaOIIIO/ICHHUE.

T Buxre Touka 4.4.

t Buskre npoyusanemo 3a 6e30nachocm no omuouwenue Ha copoeuno-cvooeama cucmema TECOS no-noiy.

Onucanue Ha I/I36DaHI/I HEXKEJIaHU pCaKIINH

B AOI'BJIHCHUC KbM CBbP3aHUTE C JICKAPCTBCHUA MMPOAYKT HCIKCIIAHU PEAKIUHU, OITUCAHU ITO-TOpPCE,
HEXCIIAHUTC pCaKIu, C’LO6HIaBaHI/I HE3aBUCHUMO OT IPUYNHHO-CJICACTBCHATAa BPb3Ka C JICHECHUCTO U
BB3HUKBAIIH IIPU ITIOHE 5 % u noBeye OT MaOuCHTUTE, JICKYBaHU CbC CUTAINIMIITHH, BKIIFOUBAT
I/IH(I)CKI_II/IH Ha TOPHUTC JUXATCIIHU ITbTUILA U HaSO(i)apI/IHFI/IT. J_IOH’LJ'IHI/ITCJ'IHI/I HCXCJIAaHU PCaKIIUH,
C’L06H_IaBaHI/I HE3aBUCHUMO OT NPUYNHHO-CIICACTBCHATA BPB3Ka C JICUCHUCTO, KOUTO Ca Bb3HUKBAJIN




M0-4Y€CTO MPH MAIMEHTH, JICKYBaHU ChC CUTATIMITHH (0€3 J1a TOCTUrHAT HUuBa 5 %, HO Bb3HHUKBAIIIHU C
yectora > 0,5 % Mo-BUCOKA B TpyIaTa ChbC CUTATJIMIITHH B CPAaBHEHUE C KOHTPOJIHATA TPyIIa),
BKITFOUBAT OCTEOAPTPHUT U OOJIKA B KpAHUIIUTE.

Hsaxon HexxenmaHu peakiiuy ca HabII0MaBaH! MMO-Y€CTO IPY MPOYYBaHMA 32 KOMOMHHUpaHa yroTpeda Ha
CUTANIMIITHH C APYTH aHTUANAOETHH JIEKAPCTBEHN IPOIYKTH B CPAaBHEHHE C TIPOYIBAHHUS 32
MOHOTEpAIMsl CbC CUTAIMITHH. Te BKIIOUBAT XUIOIIMKEMUs (KaTeropusi Ha 4ecToTa ,,MHOTO YeCTh ¢
KOMOWHAINS Ha CYI(POHITYPEHHO TPONU3BOIHO U METHOPMHUH), TPHII (,,4€CTH C MHCYIIUH (CHC WITH
0e3 MeThOopMHUH)), TaJIeHe 1 MOBPBIAHE (,,9eCTH’ ¢ METQOPMHUH), ITOyBaHe HA KopeMa (,,9ecTH” C
MeT(hOPMUH WM IMHOTIIUTA30H), 3arekK (,,4eCTH’’ ¢ KOMOWHAIUS Ha CYI(OHMITYpEeHHO TTPOU3BOHO U
MeTdopmuH), nepudepeH oToK (,,4eCTH’” ¢ MHOTIINTa30H WK ¢ KOMOMHALIMS Ha ITMOTIIUTA30H U
MeT(hOPMUH), CHHIMBOCT U JUapus (,,HedecTn” ¢ MeT(hOpMHH) U CyX0Ta B ycTara (,,He4ecTn  C
WHCYIUH (ChC WU 0e3 METQOPMHEH)).

leauarpuuna momynanus

B xIMHWYHY W3MWTBAHMS ChC CHTAIVIMIITHH TP TIeTUaTPUYHA NAIMeHTH ChC 3axXapeH nuabeT THI 2 Ha
BB3pact 10 1o 17 roguan, TpoQ BT HA HEXKETAHUTE PEAKIIMKA € CPABHUM C TO3H, HAOIIIOMaBaH IpH
BB3PACTHHU.

IIpoyusane 3a bezonacrocm no omuouieHue Ha cvpoeuno-cvoosama cucmema TECOS
N3nuTBaHeTo, OLIEHABAILO CHPACYHO-CHAOBUTE PE3yNTaTH MpH JeueHne cbe cutarmunTu (Trial
Evaluating Cardiovascular Outcomes with Sitagliptin, TECOS), BxmtouBa 7 332 nauueHTH, JIeKyBaH!
c¢be 100 mg curarmunTeH THEBHO (W 50 mg THEBHO, aKO U3XOAHUTE CTOHHOCTH Ha M3YHCIICHATA
ckopocT Ha riiomepyiHa gunrpanus (eGFR) ca > 30 u < 50 ml/min/1,73 m?), u 7 339 nauuenTn Ha
iane6o B intention-to-treat (ITT) monynanusita. J[gete nedeHus ca go0aBeHN KbM 0OUYaliHUTE
TPWKH CBITIACHO MECTHHTE cTaHIapTH 3a HbA . M ChbpAedHO-CHhIOBH PUCKOBH ¢akTopu. ObmaTa
YeCcTOTa Ha CEPUO3HUTE HEXKEJIAaHU CHOUTHSI IPY TAIMEHTH, OJTyYaBalli CUTATIIUIITHH, € CXOJHA C
Ta3W MIPU NAIMEHTUTE, MOJTyJaBalliy Miamneoo.

B intention-to-treat mormymanuaTa cpex ManueHTUTe, KOUTO U3II0I3BAT WHCYJIMH W/HITH CYII(OHIITYpEst
Ha W3XOJIHO HHMBO, YECTOTATa HA TEXKKA XUMOTIUKeMust € 2,7 % Mpu MalUueHTUTE, JICKYBaHU ChC
CUTArJIUITHH U 2,5 % NpY NalMeHTUTE Ha TUIane0o0; Cpe/l MalueHTUTe, KOUTO HE U3IT0JI3BAT WHCYJIHH
n/nnm cyndoHIITypesl Ha U3X0JHO HUBO, YeCTOTaTa Ha Texka xunornmkemus € 1,0 % mpu
MAIMEeHTUTE, IEKyBaH! ChC cuTariauntud u 0,7 % mpu nanuenTuTe Ha trane6o. Yecrorara Ha
NOTBBPICHN CHOUTHS, OTIaBaHU Ha TaHKpeaTuT, € 0,3 % Mpu NanueHTHTe, JJEKyBaH! ChC
cutarnmuntyd 1 0,2 % npy manueHTUuTe Ha TUIaneoo.

Cpo01aBane Ha MOJAO3UPAHH HEXKETAHU PEAKIIMU

Cho0I1aBaHeTo Ha MOJI03UPAHU HEKEIIAHU PEaKIluu CIIe/l pa3pelaBaHe 3a yrnorpeda Ha JIeKapCTBeHUS
MIPOIYKT € BaxkHO. ToBa IMO3BOJIABA Ja MPOABIDKH HAOTIOEHHETO Ha CHOTHOIICHUETO TT0JI3a/PHCK 32
JIeKapCcTBeHUs NPOayKT. OT MEIUIIMHCKUTE CIICIUAIMCTH CE U3MCKBA Jla ChOOIIaBaT BCsAKa
M0I03UpaHa HeXKENaHa peaklvs Ype3 HaIlMOHAIHA CUCTeMa 3a ChOoOIaBaHe, MOCOYCHA B

IIpunoxenue V.

4.9 TIlpemo3upane

[Ipu KOHTpONMMpPaHU KIMHUYHA U3IMUTBAHKA ChC 3/IPABH WHAMBHIN C€ TpUjlaraTr eIHOKPATHHU 03U JI0
800 mg cutarnmuntuH. MunumanHo nosumeHue Ha QTc, koeTo He ce cuuTa 3a KIMHUYHO 3HaYUMO, Ce
Hal0IroIaBa mpu eaHO MpoyuBane ¢ go3a oT 800 mg curarmuntud. Hama onut ¢ mo3u Hax 800 mg npu
KITMHUYHYU ipoy4aBanus. [Ipu mpoyuBanus ®aza | ¢ MHOTOKpaTHO Tpuiiarane, HIMa CBbP3aHH C J03aTa
KJIMHUYHU HEXKEJIaHU JICKAPCTBEHU PeaKIIvK, HaOMoIaBaHy IIPHU CUTATIMITHH ¢ 1034 10 600 mg
nHEeBHO 3a niepuoau A0 10 qam u 400 mg qHEBHO 3a IEPHOIH 10 28 THH.

B cnyuqait Ha ipefo3upane € OAXOASAIIO Ja ce MpeAnprueMaT OOMKHOBEHHUTE TIOAIbPKAIIN MEPKH,
KaTo OTCTPaHsBaHE Ha HeaOCOpPOMpaHUs MaTeprall OT CTOMAILTHO-YPEBHUS TPAKT, KIMHUYHO
HaOoAeHNe (BKITIOUMTETHO U EIEKTPOKapANOrpaMa) U IIpH Hy>K/1a 3all0UYBaHe Ha MOIIBPIKAIIO0
JIeUeHHe.


http://www.ema.europa.eu/docs/en_GB/document_library/Template_or_form/2013/03/WC500139752.doc

Curarmuntud e cnado nuanusupyem. [Ipu kmuHUYHU poyuyBanus npubmmsuTenHo 13,5 % ot mo3ara
ce OTCTpaHsABa [P NMpobiKasala 3 10 4 yaca XxeMoauain3Ha cecus. [Ipu nperenka 3a KIMHUYHA
HEOOXOIMMOCT MOXKE JIa Ce IpeIIpreMe Mo-TPOIbIDKUTENHA qrain3a. He e u3BecTHO nanu
CUTAIVIMIITHH C€ TUATU3Upa MPH [IEpUTOHEeaTHa JHaIn3a.

5.  ®APMAKOJIOTMYHM CBOMCTBA
5.1 ®apmakoguHAMMYHH CBOMCTBA

(DapMaKOTepaHCBTI/I‘IHa rpymoa: AHTI/I)II/IEI6€THI/I JICKapCTBa, I/IHXI/I6I/ITOpI/I Ha JUINICITU AN IICTITHJa3a 4
(DPP-4), ATC xox: A10BHOL.

MexaHn3bM Ha JIeHCTBUE

Xelevia e oT kJ1aca Ha IEPOPATHATE AHTUXHUIIEPTIIMKEMIYHH POAYKTH, HAPEUEHH TUTICTITH T
nentugasa 4 (DPP-4) uaxuburtopu. [logoOpeHHAT MIMkeMUdeH KOHTPOJI, HAaOMomaBaH P TO3U
JIEKapCTBEH MPOJYKT, Hall-BEpOATHO C€ ABJKU Ha IMOBUIlIaBaHE HUBATA HA aKTUBHUTE UHKPETHH
XOpMOHH. THKpeTHH XOpMOHHTE, BKITFOUNTEITHO ITIOKaroH-moxooHus nentua-1 (GLP-1) u rroko3a-
3aBucuMHA WHCynmHOTporieH nomumnentua (GIP), ce ocBoOokaaBar OT TEHKHTE YepBa Mpe3 AeHs, KaTo
HUBaTa UM C€ MOBUIIABAT KaTo OTTOBOP MpH XpaHeHe. THKpeTHHUTE ca 4acT OT €HI0OT€HHA CUCTEMA,
y4dacTBalla BbB (PU3MOJIOTMYHATA PETYNALMs Ha IIIOKO3HaTa XoMeocTas3a. Koraro KOHIIEHTpauuuTe Ha
KpbBHaTa 3axap ca HopMaiaHu win nosumieHn, GLP-1 u GIP moBummaBar cuHTe3a B 0CBOOOXKTABAHETO
Ha WHCYJIUH OT aHKpeaTUIHUTE OeTa-KJIETKH Ype3 BbTPEKIEThYHN CUTHAIHH BEPUTH, BKJIIOYBAIIN
muknnyeH AM®. Tperupanero ¢ GLP-1 wnu ¢ DPP-4 naxubutopu Ha )KHUBOTHHCKH MOJICTH € THa0eT
THUT 2 JEMOHCTpHUpa MOJ00psABaHe HAa pEaKTUBHOCTTA Ha OeTa-KIETKUTE 10 OTHOIICHHE Ha TII0K03a U
CTUMYJIHpa OMOCHHTE3a M OCBOOOXKIaBaHETO HA MHCYJIMH. [Ipy M0-BHCOKY HUBA HA UHCYIIUH, CE
noxoOpsiBa MoeMaHeTo Ha IMIoKo3a oT Thkanute. OcBen ToBa, GLP-1 HamansBa cekpenusTa Ha
IJIIOKAaroH OT MaHKpeaTnYHuTe ajda-kieTku. HamaneHnTe KOHLIEHTpay Ha TIIOKAroH, 3aeJHO C MO-
BHCOKHUTE HYBA Ha MHCYNWH, BOAX 0 HaMaJlsIBaHE Ha MPOAYyIMpaHaTa OT YepHHs qpob IIIF0K03a, a OT
TaM M 0 HaMaJIsiBaHe HUBaTa Ha KpbBHaTa 3axap. Edexture Ha GLP-1 u GIP ca rmoko303aBucumy,
TaKa ye Koraro KOHIEHTPAlMITE Ha KPbBHATA 3aXap ca HUCKH, He ce HalllloiaBa CTUMYJIUpaHe Ha
WHCYIIMHOBO OCBOOOXK/1aBaHe W MOTHCKaHe Ha TirrokaroHoBara cexpenus ot GLP-1. [Ipu GLP-1 n npu
GIP, ctumynupaneTo Ha 0CBOOOXKJaBaHE HA HHCYJIVMH C€ TIOKaYBa, KOTaTo ITI0K03aTa Ce TIOBUIIIHA HaJT
HOpMaJTHUTE KOHIIeHTpanuu. OcBeH ToBa, GLP-1 He yBpexa HOpMaJIHUS OTTOBOP Ha TIIIOKaroHa mpu
xunorukemus. AxktuHoctTa Ha GLP-1 1 GIP ce orpanmuasa ot DPP-4 en3uma, koiito 66p30
XUAPOTN3NPA HHKPETUH XOPMOHHUTE IO HEAKTUBHY MPOAYKTH. CHTATIUAINITHH MPEI0TBPATABa
XHUIIPOJIN3aTa Ha MHKPETHH XopMoHHUTe oT DPP-4, ¢ koeTo moBumaBa ria3MeHnTe KOHLIEHTPAIUU Ha
aktuBHuTe popmu Ha GLP-1 u GIP. Karo nmoBuiiaBa HuBaTa Ha aKTUBHUS MHKPETHUH, CUTATIMIITUH
MOBHINIaBa OCBOOOXKIABAaHETO HA MHCYJIMH Y TIOHMKaBa HUBATa Ha TITFOKAroH TMo ITF0K03a-3aBHCUM
HayuH. [Ipu nanmenTH ¢ muabeT THI 2 ¢ XUIepIIIMKeMUs1, Te31 IPOMEHH B HUBATa HA HHCYJIMH U
TJTIOKaroH BOAAT 10 HamaisiBaHe Ha xeMoroOuH A . (HbA ) ¥ TO-HUCKHU KOHIIEHTPAINH Ha TII0K03a
HAa TJIAJHO U CJie]l HaXpaHBaHe. | TF0K0303aBUCHMUSAT MEXaHU3bM Ha CUTATNIMIITHH CE pa3inyaBa OT
MeXaHu3Ma Ha CYI(pOHWITypenTe, KOUTO IMOBUINIABAT CEKPEIUATA Ha WHCYJIMH JIOPY KOraTo HUBaTa Ha
IJTFOKO3a Ca HUCKH U TOBa MOJXKE JIa JIOBEIE 10 XUIOTIIMKEMUS TIPY TAIMEHTH ¢ AUadeT TN 2 U MpH
HOpMaJTHU UHIWBUIM. CUTATUIITHH € MOIIEH M BICOKO CEIEKTHBEH MHXUOUTOp Ha eH3numa DPP-4 u
He ToTHcka Onm3kute eH3uMu DPP-8 i DPP-9 B TepaneBTHYHM KOHIICHTPAIIHH.

[Ipu 1By IHEBHO MPOYYBAHE HA 3/IPaBH JIMLA, CUTArJIUIITUH, IPUII0KEH CAMOCTOSTETHO, TIOBUIIIaBa
aktuBHaTa GLP-1 koHUeHTpanws, 7okaTo MeT(hOpPMHUHA, PUIIOKEH CAMOCTOSTEITHO, IIOBUIIIaBa
akTuBHaTa 1 o0mara GLP-1 koHIIEHTpanus B CXO/IHA CTeNeH. EHOBpEeMEHHOTO IIpHUjIarane Ha
CUTArJIMITUH U MeTHOPMHUH MMa auTUBEH eeKT BbpXy akThBHaTa GLP-1 KOHIEHTpalus.
CurarmunTyH, 3a pa3luka OT MEeT(QOpPMHUH, oBHIIaBa akTuBHaTa GIP KOoHIIEHTpaIusI.

Knnanuza edukacHoCT U 0€300aCHOCT
KaTO OsJ10, CUTar IMIITHH HOZIO6p$IBa TJIMKCMHUYHUS KOHTpOJ'I, KOraTro ¢ U3I110JI3Ba KaTo MOHOTepaHI/IH
WK B KOMOMHHUPAHO JIeYEeHHE TP Bb3PACTHHU MAIMEHTH ¢ auaber tun 2 (k. Tabnuia 2).




[MpoBenenu ca qBe Mpoy4BaHMS 3a OLlEHKA HA epUKacHOCTTa U 0€30MacHOCTTa Ha CUTATIUIITHH KaTo
MOHOTepanus. JIedeHneTo chC CUTAIUITHH B 1032 0T 100 mg BeTHBK THEBHO KaTO MOHOTEPAITHS
JaBa 3HAYUTEIHO 1ogoOpeHue no otTHomenne Ha HbA i, rutazmena rimoko3a Ha miagao (FPG), u Huo
Ha IIroKo3ara 2 vaca cieq xpaHeHe (2 yaca PPQG), B cpaBHeHue ¢ muiane0o B 1B€ IPOyYBaHUs, €AHOTO
¢ 18- u apyroto ¢ 24-ceqmuyHa npoabLKATENHOCT. HabmonaBano e mogoOpeHue Ha CyporaTHUTe
Mapkepu Ha QyHKIIMOHUpPaHe Ha OeTa-KieTkara, B ToBa ynucio HOMA-B (XoMeocTazeH Momen 3a
oleHKa-f3), CbOTHOLICHUETO HA MPOUHCYJANH KbM WHCYJHMH U MOKa3aTeINTe 3a peaKTUBHOCTTA Ha OeTa-
KJIETKUTE IIPH TE€CTa 32 TOJIEPAHTHOCT TPH YECTO JaBaHe Ha XpaHa. HabmonaBanara yectora Ha
XUIIOTTIUKEMUS ITPU MALIUECHTHU, TPETUPAHU CHC CUTAITIMIITUH, € CXOAHA C Ta3u Ipu Hnaue60.
TenecHOTO TerIo B CpaBHEHHE C U3XOAHUTE CTOHHOCTH HE CE ITOBHIIIABA MIPH JICYCHHE ChC
CUTAIVIMIITHH B HUTO €IHO OT JIBETE MPOYUBaHH, B CPABHEHHUE ChC CNA00 peaylurpaHe mpu
MAIMEHTUTE, TPETUPAHHU C TIaIe6o0.

Curarnmuntud 100 mg BeIHBXK JHEBHO OCUTYPsiBA 3HAYMMO TOJ00pEHUE Ha IITUKEMUYHUTE TTapaMeTpH
B CpaBHEHHE C TuTane0o mpu aABe 24-CeIMUIHN TTPOYYBAHUS 32 CHTATTTUIITHH KaTO JTOITBITHUTEITHO
JIieUueHue, eTHOTO B KOMOWHAIHS ¢ MET(GOPMUH U IPYTOTO B KOMOWHAIW ¢ THomnTa3oH. [IpoMsHara B
TEJECHO TEIIO CIPSIMO MU3XOAHOTO HUBO € IMOI00HA TPH MAI[MEeHTH, JIEKYBAaHH ChC CUTATJIAIITUH U
rrane6o. [1pu Te3u mpoydBaHus MMa MoJ00HA YECTOTa Ha XUITOTIIMKEMUS, ChOOIIEHA TTPH MTAIlUeHTH,
JIEKyBaHU ChC CHUTATIUIITHH WIH TIIa1e6o.

24-cenMUYHO TUIAIe00-KOHTPOIUPAHO KIIMHUYHO MPOYYBaHE € MPeJHa3HAYCHO J1a OLICHU
eduracHocTTa M 6e30macHOCTTa Ha cutarmunTyH (100 mg BeIHBX THEBHO), MPUOABEH KHM
TIUMETHPHUJT CAMOCTOSITEITHO WM TIIUMENUPH]] B KoMOUHAIMs ¢ MeTdhopMmuH. Jlo0aBsiHETO Ha
CUTAITIMIITUH KbM MNNIUMEIIUPUT CAMOCTOATCIIHO UIIU INIUMCTIUPUI U MCT(l)OpMI/IH ocurypsBa
3HAYUTEITHO MOI00PEHUE Ha TIIMKEMUYHUTE NTapamMeTpH. [lalueHTuTe, JIEKyBaH! ChC CUTATTHUIITHH,
umar cnabo MOBHUIIIEHUE Ha TEJIECHOTO TEIVIO B CPABHEHHE C TE3H, TOJTyYaBal 1mianeoo.

26-CceIMUYHO TUIAIe00-KOHTPOIUPAHO KIIMHUYHO MPOYYBaHE € PeAHA3HAYCHO J1a OLICHU
edukacHoCcTTa M Oe30omacHOCTTa Ha cuTarTunTHH (100 mg BeIHBX THEBHO), T00aBEH KbM
KOMOMHAIIMS HAa MTHOTIUTA30H U MeTPopMuH. J[00aBsIHETO HA CUTATIMIITAH KbM MMHOTIUTA30H U
MET(GOPMHUH OCHUTYPsIBa 3HAYUTEIHU TONOOPEHUS Ha INIMKEMUYHUTE NapameTpu. [IpomsiHara B
TEJIECHOTO TEIVIO OT U3XOJIHO HHUBO € TOI00HA Ha Ta3W NP MAINUEHTH, ICKYBaHH ChC CUTATIMIITHH, B
cpaBHeHHe ¢ miane0o0. YecToTaTa Ha XUMOTIMKEMHS ChIIO € TIOA00HA TP MAI[HEHTHUTE, ICKYBaHH ChC
CUTAIIMITHH WX I1a1eoo.

24-cenMUYHO TUTAIe00-KOHTPOIUPAHO KIMHUYHO MPOyYBaHe € MpeaHa3HaueHOo /1a OLEH!
eexkruBHOCTTA M Oe30macHOCcTTa Ha cuTanmnTyH (100 mg BeHBXK JTHEBHO) KaTO TOITbIHUTEIHA
Tepanus KbM UHCYJIMH (TIPY TIOCTOSIHHA J103a 33 Haili-Maiko 10 ceqmMuiy) cbe miu 6e3 MmeThopMuH
(mait--manko 1 500 mg). [Ipu marmerTH, NpreMaIy IpeABaApUTETHO CMECEH HHCYJIHMH, CpeIHaTa
nmHerHa n1o03a € 70,9 U/nneBHo. [Ipu nanuenTH, mprueMaliii WHCYJIMH, KOHTO HEe € CMECEeH
MIPEIBAPUTEITHO (MHTEpMEIUEPEH/ IbITOCHCTRAI), CpeIHaTa JHEBHA J03a ¢ 44,3 U/nHeBHoO.
Jlo0aBsHETO HA CHTATTTUNTAH KM HHCYIIMH OCUTYPSIBa 3HAYUTEITHO MOI00peHNe Ha TITHKEMUIHHUTE
napamerpu. Hsima 3HaunTeTHA MPOMSIHA B TEJIECHOTO TETJIO CIIPSIMO W3XOJHOTO HUBO TPH JIBETE

TPYIIH.

[Ipu 24-ceaqmuyHO TUTaIIE60-KOHTPOIMPAHO (PAKTOPAITHO MPOYIBAHE HA HAYATHO JICICHHE,
cutarunTue 50 mg ABa IbTH JTHEBHO B KomOuHanus ¢ MeTgopmut (500 mg umu 1 000 mg nBa mbTH
JHEBHO) Ce IMOCTUTA 3HAYUTEITHO NMOJ0OpEHHE Ha NIMKEMUYHHTE MapaMeTpy B CPaBHEHHE C BCSKa
MOHOTepamnusi. HamaneHneTo Ha TEIeCHOTO TETI0 MPY KOMOWHAIMATA CUTATIUIITHH U METQOPMHH €
MoJJ00HO Ha TOBa, HAOIIOMABAHO TP MET(POPMHH CaMOCTOSTEIHO WU TUIale00; HIMa IpoMsIHA
CTIPSIMO U3XOJHUTE CTOMHOCTH MPU MAMEHTH Ha CUTADIUIITHH CAaMOCTOsTEHO. YecToTara Ha
XUTOTINKEMHS € TIO00HA CpeJ IEKyBaHUTE TPYITH.
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Ta6auna 2: Pesyaratu 3a HbA . npu npoyuyBaHus ¢ mJ1anedo-KOHTPOJIHPAHA MOHOTEPANUS 1
KOMOUHHMPAaHO JieyeHne*

Cpennu
N Kopurupana, cnpsimo nJjiauneoo,
CTOIHOCTH Ha
IMpovasane WIXOMHO Cpenna mpoMsiHA CIIPSIMO cpeaHa MPOMSIHA CIPSIMO
poy u3xoaHo HuBo HbA1c (%) u3xoxHo HHBO HbA1c (%)
HuBo HbA1c (95 % CI)
(%) ’
IIpoyuyBanus ¢ MOHOTepanus
Curarmuntus 100 mg 1
BEJIHBX JHEBHO' 8,0 -0,5 (-O_S’?O 4
(N=193) 7
Curarnunrtun 100 mg t
I ) -0,8
BEIHDBK JHEBHO 8,0 0,6 (1,0, -0,6)
(N=229) 7
IIpoyuyBaHusi ¢ KOMOUHHPAHO JIeYeHHe
Curarmantud 100 mg
BE/IHBIK THEBHO, 0.7t
J00aBeH KbM (JOHOBA 8,0 -0,7 D
I (-0,8, -0,5)
Tepamnus ¢ METPOPMHH
(N=453)
Curarmantud 100 mg
BEJHBXK JTHEBHO, 0.7%
Jo00aBeH KbM (POHOBA 8,1 -0,9 e
I (_0797 _075)
Tepamnus ¢ MUOTIIUTa30H
(N=163)
Curarnunrtus 100 mg
BEJHBXK JTHEBHO, 0.6%
Jno00aBeH KbM (POHOBA 8,4 -0,3 ’
I (_078: _073)
Teparnus ¢ TIMMETHPH]
(N=102)
Curarmunrtus 100 mg
BE/IHBK THEBHO,
no6aseH KbM (OHOBA -0,9¢
8,3 -0,6
Tepamnus ¢ TIUMETHPU (-1,1,-0,7)
+ metdpopmun!
(N=115)
Curarmunrtus 100 mg
BE/IHBK THEBHO,
no0aBeH KbM (OHOBa
Tepanus ¢ MHOTIUTA30H 0.7t
+ merdopmun” o
8,8 -1,2 (-1,0,-0,5)

(N=152)
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Cvfpemm Kopurupana, cnpsamo niaueoo,
CTOHHOCTH HA
Mpoyusane WIXOAHO CpeaHa mpoMsiHa cipsiMo cpeaHa MPOMSIHA CIPSIMO
n3x01Ho HuBO HbA1c (%) m3xoaHo HuBo HbA1c (%)T
HUBO HbA1c (95 % CT)
(%)

Hauvasnno neuenue (nsa

MIBTH I[HGBHO)”Z

curarnunTul 50 mg + 38 14 -1,6%
merdopmuH 500 mg ’ ’ (-1,8,-1,3)

(N=183)
Hauanuo neuenne (1Ba

TH THEBHO)! : PRE:
cutarmnTal 50 mg + 8,8 -1,9 (2.3 ’_1 8)
metdopmud 1 000 mg o

(N=178)

Curarnuntud 100 mg

BE/IHBK THEBHO, 0.6
nobaBed KbM (OHOBA 8.7 0.6 - 0' 7’ 0.4)
Tepanus ¢ UHCYJIHMH (+/- ’ ’ >
metpopmun)!

(N=305)

* TTommynarusta OT BCHYKH JIEKyBaHH ITAIMeHTH (intention-to-treat aHamm3).

T Haii-mMankuTe cpeHu KBaJpaTH ca KOPUTHPAHH CIIPSAMO CTaTyca MPH MPEXOHOTO aHTHXHUIEPTITMKEMUYHO JICYCHHUE U
CTOMHOCTTA HA U3XOJHO HUBO.

¥p<0.001 B cpaBHEHHE C TWIALEO0 WK IWIALEGO + KOMOUHUPAHO JICYEHHE.

S HbA 1. (%) Ha 18-Ta ceqmuna.

I'HbA ¢ (%) Ha 24-Ta ceamuua.

#“HbA1c (%) Ha 26—Ta ceaMuIa.

I Hait-manxure CpelHH KBaapaTH ca KOPUTHPAHH CIpsIMO yroTpebara Ha MeTopMuH mpu BusuTta | (na/He), ymotpebara Ha
UHCYJIMH NpH BU3UTA | (IPeIBapUTEIHO CMECEH CPELy TaKbB, KOWTO HE € CMECEH NPEeIBAPUTEIIHO [MHTEPMEINEPEH WIN
JBITOJIEHCTRAI]) M N3XOHA CTOMHOCT. B3anMopeiicTBHATa IpH JIedeHNETO 110 NoArpynH (ynorpebara Ha MeTGOpMUH U
WHCYJIMH) He ca 3HauuMu(p > 0,10).

24-ceIMUYHO, KOHTPOJIUPAHO C aKTUBHO BEIIECTBO (MeT(HOPMUH) MPOyYBaHe, MPEIHAZHAYCHO J1a
oreHu eukacHocTTa M Oe3onmacHocTTa Ha 100 mg cuTarmunThH BeAHBXK AJHEBHO (N=528) B
cpaBHeHne ¢ MeThopMuH (N=522) npu MarueHTn ¢ He3a0BOJIUTENEH TNINKEMHYEH KOHTPOII OT AUeTa
Y YIIpaKHEHU, KOUTO HE Ca Ha aHTHXHUIEPIIIMKEeMUYHA Teparvs (MMPeKbCHAIN TepanusiTa B
nocneauute 4 mecena). CpenHara qo3a MetdopmMuH e npubausutenso 1 900 mg Ha neH.
Hawmanssanero Ha HbA . oT cpennoTo m3xomano HuBO 7,2 % e -0,43 % 3a cutarnuntud u -0,57 % 3a
MeT(hOopMUH (aHATU3 CBHIIIACHO MPOTOKOIa). OOIIaTa 4eCcToTa Ha CTOMAITHO-UYPEBHU HEXKEITaHH
peaxIum, CYNTaH!U 3a CBBP3aHH € JIEKapCTBOTO MPU MAIMEHTH, JIEKYBaHU ChC CUTAIVIMIITUH, € 2,7 % B
cpaBHeHue ¢ 12,6 % npu nanueHTH, JieKyBaHu ¢ MeTopMmuH. YecToTara Ha XUIIOTIIMKEMUS HE ce
pasn4aBa 3HAYMMO MEXIY JIeKyBaHUTE Tpynu (cutarunTud 1,3 %; merdopmun 1,9 %). Tenecnorto
TEIIO B IBETE TPYITH € HaMaJsUIO CIIPSIMO M3XOMHOTO HUBO (cutarmunTuH -0,6 kg; MeTdopmuH -

1,9 kg).

IIpu nmpoyuBaHe 3a cpaBHsABaHE e(hrKacHOCTTA U OE30MaCHOCTTA OT Ao0aBsHe Ha cuTarmnThH 100 mg
BEIHBK THEBHO WU MIUNMH3U (CyI(POHWITYpEHHO MTPOU3BOAHO) TIPH MAIMEHTH C HeaJeKBaTeH
IJITMKEMUYEH KOHTPOJI Ha MOHOTEpANHs ¢ MET(HOPMHUH, CUTATIIMIITHH € TTOI00CH Ha IIHITU3U 110
otHouleHne HamansBaHe Ha HbA .. CpenHarta 1o3a Ha MIMIU3HUI, U3MI0JI3BaHa B CPAaBHUTEIHATA IPyTIa
e 10 mg Ha geH, KaTo Mo BpeMe Ha mpoyuBaHeTo npubimmsnutenHo 40 % oT manueHTuTe ca ce
HYZaeJu oT 103a < 5 mg Ha nieH. Obaue, B rpynarta Ha CUTarJIMITHH IOPaay JHUIICa Ha €PUKACHOCT
MOBeUe MallMeHTH ca MPEKbCHAIN, OTKOJIKOTO B Ipynara Ha riunu3u. [lanmenTy, 1eKyBaHu Cbe
CHUTAaIJIUITHH, [TI0Ka3BaT 3HAYUTEIIHO CPEIHO MOHIKEHUE Ha TEJIECHOTO TEIJIO CHPSMO U3XOAHOTO
HHUBO B CPaBHEHHUE ChC 3HAUNUTETHO MOBUIIEHHE Ha TETIOTO MPH MALMEHTH, NOTy4aBaIly TIUITU3U (-
1,5 cpemy + 1,1 kg). B ToBa mpoy4Bane, OTHOLIEHHETO MPOUHCYIINH KbM MHCYJIHUH, KOETO € MapKep Ha
e(eKTHUBHOCT Ha CHHTE3a U 0CBOOOXKIaBaHE Ha WHCYJIHH, c€ TI000psIBa TIPH JICUCHUE ChC
CUTAIVIMIITHH U C€ BIIOILIABA [IPHU JICUEHHUE C TUMK3K. YecToTaTa Ha XUIIOIIMKEMHATA B IpyTaTa Ha
cutarunThH (4,9 %) € 3HaYUTeTHO TI0-HUCKa OTKOJIKOTO B rpymnara Ha mmnusug (32,0 %).
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24-ceMUYHO TUIaIe00-KOHTPOJIUPAHO KIIMHUYHO MPOyYBaHe, BKIOYBAII0 660 MalueHTH ¢
MpeHa3HAauYeHO Ja OIleHH e()UKACHOCTTa BOJCIA 10 HaMaJIsiBaHEe Ha MHCYJUHOBUTE JTO3U U
Oe3omacHocTTa Ha cutarmnTyH (100 mg BeTHBK THEBHO), KOTaTo € MPUOaBeH KbM WHCYIUH IIIApKUH
chbe miu 6e3 MetgopmuH (tone 1 500 mg) 1o BpeMe Ha MHTEH3U(UIIUPAHETO Ha UHCYIMHOBATA
tepanus. M3xomnara ctoiHocT Ha HbA ¢ € 8,74 % n HagaHaTta no3a uHCyuH ¢ 37 [U/mHeBHO.
ITanenTHuTe ca MHCTPYKTUPAHU a TUTPUPAT TSIXHATA 1032 UHCYIUH INIap>KUH Bb3 OCHOBA Ha
CTOWHOCTHTE Ha KphBHATA 3aXap Ha TIIaIHO, U3MEPEHH Upe3 KPBBEH TECT ¢ YOOKIaHe Ha pheTa. Ha
24-ta ceamuIla, yBeJINYaBaHETO Ha JHEBHATA Jo03a MHCYIUH € 19 IU/aHeBHO Mpu MaueHTH, JeKyBaH!
cbe cutarmunTul u 24 [U/naeBHO pu nanuedTn Ha mane6o. [lormkaBaneTo Ha HbA ¢ ipu
MAIUEeHTH, JIEKYBAHU ChC CHUTATJIMIITHH U UHCYIHH (Chbe Win 0e3 metdopmun) € -1,31 % B cpaBHEHHE
¢ -0,87 % mpu nanueHTH, IeKyBaHH ¢ Tuianedo u HHCYIHH (che nin 6e3 MeTGOopMUH), pa3inka ot
-0,45 % [95 % CI: -0,60; -0,29]. YecToTata Ha Xunoraukemus e 25,2 % npu narueHTu, JeKyBaHU ChC
CUTArJIMIITAH U UHCYJUH (ChC WU 0e3 MeThopMuH) U 36,8 % Npu MalueHTH, JEKYBaHH C IUIanedo u
WHCYJIHH (ChC win 0e3 MeTdhopmuH). Pa3nmrukara ce AbIKHU OCHOBHO Ha ITO-BUCOKHS MTPOIICHT
MAIMeHTH B TPyIaTa Ha Tuianebo, H3MUTaI 3 WK TI0BeYe eMru30/1a Ha XAToriaukemust (9,4 cipsmo
19,1 %). Hama pasznuka B yecToTaTa Ha TEKKa XUMOTITUKEMHUSI.

[Ipu manmeHTH CHC CPenHO TEXKA 10 TeXKa (popMa Ha OBOPEUHO YBpEKIaHE € TPOBENCHO NMPOYUBaHE,
CpaBHSBAILO CUTAIIMIITHH B 103a OT 25 mg nnu 50 mg BeAHBXK JHEBHO CHPSMO IMIHM3H] B 1032 OT
2,5 mg no 20 mg/nueBHO. B ToBa mpoyuBaHe ca BKIOYeHU 423 MallMeHTH ¢ XPOHUYHO OBOpEeYHO
yBpeXaaHe (M3YUCIIeHA CTeleH Ha TioMepyiHa duinrpanusg < 50 ml/min). Cren 54 cenmurm,
cpeanoto HamajieHue Ha HbA . cipsimo usxomnoTo HUBO € -0,76 % cbe cutarmunTud u -0,64 % ¢
DIMNU3UA (aHaIHu3 1o MPOTOKON). B ToBa mpoyuBaHe, npoGuirbT Ha epUKacHOCT U 6€30MacHOCT Ha
CHUTaITUITHH B 1032 OT 25 wiu 50 mg BeIHBK JHEBHO € KaTo ISUI0 CXOACH ¢ TO3HW, HaOIIomaBaH Mmpu
JIPYTH MPOYYBaHUS C MOHOTEPAITHS TIPY MAIIMEHTH ¢ HopMaiiHa OpOpeuHa pyHkmma. Yectorara Ha
XUIMOTIIMKEMHS B TpynaTa Ha CUTarmunTyH (6,2 %) € 3HaYUTEeNHO M0-HUCKA OT Ta3| B rpymnara Ha
manu3ug (17,0 %). Uma cbiino Taka 3HaUMTETHA Pa3iiKa MEXKAY TPYIHTE 1O OTHOLICHUE Ha IPOMSHA
Ha TEJIECHOTO TEIVIO CIIPSMO M3XOMHOTO HUBO (cuTarunTrH -0,6 kg; s +1,2 kg).

Hpyro mpoyuBaHe, CpaBHIBAIIO CUTAIIMIITHH B J103a OT 25 Mg BEIHBXK JHEBHO U TIIMIH3U B 1032 OT
2,5 mg mo 20 mg/areBHO, € mpoBeaeHo pH 129 manmentr ¢ ESRD, kouto ca Ha muanm3a. Cien

54 cenmury, cpeqHOTO HamansaBane Ha HbA . cipsmo m3xogHoTO HUBO € -0,72 % ChC CHTATNIUIITHH U
-0,87 % c rmunu3ua. B ToBa npoyuBane, IpoGWiIbT Ha €(PUKACHOCT U OS30MaCHOCT Ha CUTATIUIITHH C
J103a OT 25 mg BEAHBXK THEBHO € KaTo ISII0 CXOACH C TO3HU, HaOIII0MaBaH IpY APYTH MMPOYUYBAHUS C
MOHOTepanus MMpH MalueHTy ¢ HopMaiaHa 0p0peuna dyrakmws. HaMa 3HaumMa pa3nnka B 4ecToTara Ha
XUMOIIMKEMHUS MEXy JIEKyBaHUTE Tpynu (cutarmunTH 6,3 %; rmunusug 10,8 %).

B npyro nmpoyuBane, BxirouBamio 91 manuenTy ¢ quadeT TUm 2 1 XpOHUYHO OBOpeyHO yBpexkKIaHe
(xpeatnHUHOB KIHpBHC < 50 ml/min), 6e30mMacHOCTTa U IOHOCUMOCTTA Ha JICYCHHUETO ChC
CUTANIMITHH B 1032 oT 25 mg win 50 mg BeIHBK JHEBHO KaTO IJI0 Ca CXOJIHU C TE3H IPH IUIaneoo.
B nomenaenwue, cnen 12 cenmury, cpenHoro Hamanenue Ha HbA ¢ (curammunrus -0,59 %; mnare6o
-0,18 %) u FPG (curarmunrus -25,5 mg/dl; murane6o -3,0 mg/dl) kaTo 1510 ca mogo0HU Ha Te3U NpU
JPYTH MPOYYBaHUs ¢ MOHOTEpAIHS TPH MAIMEHTH ¢ HopMasiHa Ob0peuHa GyHKIus (BXK. Touka 5.2).

TECOS e pannomusupano rpoydBane npu 14 671 nanuenTtu B intention-to-treat mormymanusTa c
HbA . > 6,5 no 8,0 %, ¢ ycTaHOBEHO CHPIEYHO-CHIOBO 3200 sIBaHE, KOUTO TIOTYYaBaT CUTATIUIITHH
(7 332) 100 mg nueBHO (mm 50 mg qHEBHO, ako u3xoauute croitHoct Ha eGFR ca > 30 u

<50 ml/min/1,73 m?) uiu miane6o (7 339), 106aBeHr KbM 0OUYAHHUTE TPHKHU CHIIIACHO MECTHUTE
crannaptu 3a HbA . u cepieuno-cbaoBu pruckoBu ¢akropu. [lanuentu ¢ eGFR < 30 ml/min/1,73 m?
HE ca BKJIIOYEHH B ITpoy4dBaHeTo. M3cnenBanaTta nmomyianus BkitouBa 2 004 manueHTH Ha BB3pPacT

> 75 rogunan 1 3 324 nanuenty ¢ 666peuno yspexnane (€GFR < 60 ml/min/1,73 m?).

ITo Bpeme Ha mpoy4yBaHETO, 00IIaTa N3YUCIICHA cpeaHa pasnuka (SD) B croitHocTuTe HAa HDA | Mexmy
CPYIHUTE HA CUTATIMOTHH U 1w1aie6o ¢ 0,29 % (0,01), 95 % CI (-0,32, -0,27); p < 0,001.

13



[IspBruHaTa KpaifHa TOYKA IO OTHOIIEHHE Ha ChP/IEYHO-CHJI0BATA CICTEMA € ChCTaBHA OT ITbpBaTa
NosIBa Ha ChbPACYHO-CHI0BA CMBPT, HepaTaieH MuokapaeH nHpapKT, HedaTaaeH HHCYIT WK
XOCIHUTANM3aLUs TOpaay HecTaOuiIHa CTeHOKapaust. BropuuHuTe KpaltHU TOYKH MO0 OTHOILICHUE HA
CBhpACYHO-CHI0BATA CHCTEMa BKJIIOUBAT IbpBaTa M0ABa Ha ChPACYHO-CHI0BA CMBPT, HedaTaieH
MHUOKapJieH HHPAPKT WK HedaTaleH HHCYIT; bpBaTa MosBa Ha UHIUBUIyaTHUTE KOMIIOHCHTH Ha
IbPBUYHATA ChCTAaBHA; 00IIa CMBPTHOCT U XOCTIUTANN3ALMY TIOPaIX 3aCTOWHA ChpAeYHA
HEJOCTaThYHOCT.

Crnen npocnesiBaHe ¢ MeJraHa Ha MPOIbJDKUTEITHOCT OT 3 TOJMHH, CUTATJIUIITHH HE TIOBHINIABA PUCKA
OT TOJIEMH HEXEJIaHU ChPJICYHO-ChJIOBH ChOUTHUS WITH PUCKA OT XOCITUTAIU3AIMS ITOPATU ChpICYHA
HEJ0CTAaTHYHOCT, KOTaTo Ce 100aBs KbM OOMYaHNTE TPHKH IIPH MAIMEeHTH C THa0eT THI 2 B
cpaBHEHHE ¢ oOMJaitHuTe TPrKU 0e3 cutaraunTud (Tabnmma 3).

Ta6auna 3. YecToTH Ha KOMOMHUPAHU CHPIEYHO-CHAOBHU Pe3YJITATH M HA KJIIOYOBH BTOPUYHH
pe3yJTaTtu

Curarauntun 100 mg Ilnanedo
YectoTa YecToTa
Ha Ha
100 naun 100 manu | Koepuument na p-
eHTOro1 E€HTOr o1 pucka cTOMHOC
N (%) Hu* N (%) HH * (95% CI) Tf

Anasmn3 B Intention-to-Treat nonynanusita

Bpoii nanuenTn 7332 7339

IIspBHYHA cbCTaBHA KpaliHa
ToYKa
(CppaedHo-chI0Ba CMBPT,
HedaTareH MHOKapJIeH HHApKT,
HedaTaneH HHCYIT WiN
XOCTIUTANN3ANUs, TIOpai
HECTAOMIIHA CTEHOKAPIHsT) 839 (11,4) 4,1 851 (11,6) 4,2 0,98 (0,89-1,08) <0,001

Bropuuna cbcTaBHa KpaiiHa
ToYKa
(CppaedHo-CHIOBAa CMBPT,
HedaTtaieH MUOKapeH HH(apKT
wid HeaTaIeH HHCYJIT) 745 (10,2) 3,6 746 (10,2) 3,6 0,99 (0,89-1,10) <0,001

Bropuuen pesyarar

CBpIeyHO-ChA0BA CMBPT

380 (5,2) 1,7 366 (5,0) 1,7 1,03 (0,89-1,19) | 0,711
BeskakbB Bua MuokapaeH
uHGapkT (Gatanen u Heatanen) | 300 (4,1) 1.4 316 (4,3) 1,5 0,95 (0,81-1,11) | 0,487
BeskaksB Bun nHCYAT (paTaneH
u Hedararnc) 178 (2,4) 0,8 183 (2.5) 0,9 0,97 (0,79-1,19) | 0,760
Xocnuranuzauus nopaau
HecTab1IIHa CTEHOKAp IS 116 (1,6) 0,5 129 (1,8) 0,6 0,90 (0,70-1,16) | 0,419
CMBpPT mopajau BCIKaKBa
npuuKHa 547 (7.5) 2,5 537(7.3) 2,5 1,01 (0,90-1,14) | 0,875
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Cutarauntun 100 mg Inanedo
YecToTa YecroTa
Ha Ha
100 manu 100 napu | Koeduument na p-
€HTOr o €HTOr o1 pucka CTOHHOC
N (%) Hu* N (%) Hu * (95% CTI) Tf
Xocnuranuzauus, nopaau
ChpJIcYHa HEJ0CTAThYHOCTE
228 (3,1) 1,1 229 (3,1) 1,1 1,00 (0,83-1,20) 0,983

* YecroraTa Ha 100 narpeHToroanHu e u3uuciena karo 100 x (oOmwwust 6poit nanuenTu ¢ > 1 cpbuTHE 10 Bpeme Ha
JIOIYCTUMHUS [IEPHOJT HA EKCIIO3ULMS CIIPSIMO 0OIIMs Opoii MalMeHTOrOIMHYU Ha MIPOCIIE/IIBaHE).

TBb3 ocHoBa Ha Mozen Ha Cox, CTpaTH(HUIMpPaH 110 PETHOH. 3a ChCTABHUTE KPaiHU TOUKH, P-CTOMHOCTUTE CHOTBETCTBAT Ha
TeCT 3a HeMH(EPHUOPHOCT, THPCEI Ja MOKaXke, 9e KOe(hUIMEHTHT Ha PHUCKA € TI0-MaIbK OT 1,3. 3a BCHUKH APYTH KpalHH

TOYKH p-CTOﬁHOCTHTC CbOTBETCTBAT HA TECT 3a PA3JIMKUTC B KOE(i)I/IHI/IeHT Ha pucCKa.
i AHamM3bT Ha XocnyTaim3anyaTa nopajad CbpaA€iHa HEJOCTATbYHOCT € KOPUTHUPaH 3a aHaMHE3a 3a CbpA€4YHa
HEAOCTATHbYHOCT HAa U3XOIHO HUBO.

[enmarpuyHa nOMyJIAMs

ITpoBeneHo e 54-ceqMUYHO, TBOWHOCIIATIO MPOYYBAHE 32 OIICHKA Ha e(pUKACHOCTTa U O€30IMacHOCTTa
Ha cutarunTiH 100 mg BeqHBK AHEBHO NPH NeMAaTPUYHU NaleHTH (Ha Bp3pact 10 1o 17 ronuHm)
¢ nrabeT THN 2, KOWTO HE ca Ha aHTHXUIEePriInKeMUIHa Teparus none ot 12 ceqmurum (¢ HbA . 6,5%
1o 10%) wn ca Ha TOCTOSIHHA /1032 MHCYJIMH B IPOABIKeHNE Ha Haii-manko 12 ceamunu (¢ HbA .
7% mo 10%). [TanmenTuTte ca pangoMu3upany Ha cutaraunTrH 100 mg BeAHBXK THEBHO WM TLI1aie00
3a nepuoa oT 20 cenMuIIy.

Cpennara croiiHocT Ha HbA | Ha u3xomHO HUBO € 7,5%. Jledennero che curarmuntul 100 mg He
JlaBa 3Ha4nTeNHO nofoopenue B HbA . cien 20 ceqmunu. [lonnxaBanero Ha HbA | ipu nanueHTy,
nexyBaHu cbC cutarmunTaH (N=95) e 0,0% B cpaBuenue ¢ 0,2% npu manueHTH, TPETUPAHHU C TUIAEe60
(N=95), paznuxka ot -0,2% (95% CI: -0,7; 0,3). Buxte Touka 4.2.

5.2 ®apmMakoKHHETHYHH CBOICTBA

AOlcopOrus
Crnen nepopaito npuiokenne Ha 100 mg 103a Ha 3ApaBU MHAWBUIN, CHTATIIUIITHH OBP30 Ce

abcopOupa, ¢ JoCTHTaHe Ha BBPXOBH IUTa3MEHN KOHIIEHTpaIuH (Menruana Tmax) 1 10 4 gaca cien
nmo3upaHeTo, cpenHa miazMerna AUC Ha cutarmunTiH 8,52 uMehr, Cmax 950 nM. AGcomroTHaTa
OMOHAJIMYHOCT HA CHTATJIMIITHH € puOmm3uTenHo 87 %. Thil KaTo MprueMaHeTo Ha CUTATIIAIITHH
€HOBPEMEHHO ¢ Oorara Ha Ma3HUHU XpaHa He MoBJIusBa (hapMakoKuHeTHKaTa, Xelevia Moxe 1a ce
npuiara ¢ Wi 6e3 xpaHa.

[Tnazmenata AUC Ha CHTarJIUINITHH C€ TIOBHUIIIABA T10 J103a-IIPOTIOPITHOHATICH MOIEIT.
Jo3onponopioHanHocT He € ycTaHOBeHA 338 Cmax ¥ Cauaca (Cimax C€ NOBHIIABA IIOBEYE, OTKOIKOTO IIPU
J103a-TipornoproHaneH Mojiel, & Coguaca C€ YBEJIMYABA ITO-MAJIKO, OTKOJIKOTO TIPH J103a-
MPONOPLUUOHAIEH MOJIEN).

Pasnpenenenue
CpenHusat 00eM Ha pasnpeneieHrne B CTAllHOHAPHO ChCTOSIHHE CIe]] €THOKPATHA MHTPABEHO3HO

npuiokena go3a or 100 mg cuTarTUNTUH Ha 31paBy HHIWBUAW € MpUOIM3uTenHo 198 murpa.
OpakuusiTa CHTaIMITHH, 00paTUMO CBBP3aHa C IUIa3MEHHUTE MIPOTEHHH, € HUCKa (38 %).

Buorpanchopmarusg
CHTamTUITHH ce STMMUHAPAa OCHOBHO HEMIPOMEHEH C YPHUHATA, 8 META00IU3MBT € BTOPOCTEIEHEH
bT. [IpubnusutennHo 79 % OT CHTAIIUINTHH Ce EKCKPETHpa HEMPOMEHEH B YPHHATA.

Cnen nepopanna no3a [*CleutarmmnTun, npuomusuTento 16 % oT paguoaKTUBHOCTTA C€ EKCKPETHPa
KaTo MeTaOOMUTH Ha CUTAIUITHH. Ha HUBO cJie/iu ca YyCTAHOBEHH MIECT METa0OINTA, KOUTO HE Ce
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OuaKBa Jia JOMPHHACAT 3a Tia3MeHata DPP-4 nHXuOuTOpHa aKTUBHOCT HA CUTAIIMIITUH. [ Vitro
MIPOYYBAHUATA ITOKA3BAT, Ye OCHOBHUAT €H3UM, OTTOBOPEH 33 OTpaHUYICHUSI METab0IM3bM Ha
cutanmnTh, € CYP3A4 ¢ yyactueto u Ha CYP2CS.

In vitro manHUTE TIOKa3BaT, ue cuTarmnTHH He € maxuouTop Ha CYP mzoen3umute CYP3A4, 2C8,
2C9, 2D6, 1A2, 2C19 umu 2B6, u He ¢ uaaykrop Ha CYP3A4 u CYP1A2.

EnumMunupane
Crnen npuiIoKeHUe Ha Tepopansa 103a [“C]cuTamMnTiH Ha 31paBy HHAMBHIM, IPUOIU3HTEIHO

100 % ot npunoxeHata paIuoaKTUBHOCT ce enuMuHupa ¢ ¢pexanuure (13 %) nmm ypunara (87 %) o
e/IHa ceMMLIA cJIe]] MPHIOKEHUETOo Ha Jo3aTa. [ [puBuaHUT TepMuHaieH ti2 cnex 100 mg nepopanna
J103a CUTAJIAITHH € pubmm3utenHo 12,4 yaca. CHTaTMITHH ce HATPYIIBa CAaMO MHHHUMATHO TIPH
MHOTOKpaTHO npwiarane. bpopeunusT kaupbHe € npubnuzutento 350 ml/min.

EnnMuHupaneTo Ha CUTATIAINITHH CTaBa OCHOBHO Upe3 ObOpeyHa eKCKPEIHsl U BKIIF0YBa aKTHBHA
TyOynmHa cexperus. CHTarTUITHH € CyOCTpaT Ha YOBEIIKHA TPAHCIIOPTEp Ha OpraHWYHU aHWOHH-3
(hOAT-3), koliTo MOXxe OU y4acTBa B ObOPEUHOTO eIMMUHUPAHE Ha CUTANIMITHH. KNUHUYHOTO
3rayenne Ha hOAT-3 B TpaHCIIOpTa Ha CUTANIMIITHH HE € yCcTaHOBeHO. CUTAmIUAINITHH € CyOCTpar 1 Ha
P-IJIMKOTIPOTEHH, KOWTO MOXKe OW y4acTBa U B MEIMUPAHETO HA ObOPEYHOTO ETMMHHUPAHE Ha
CUTaIVIMIITHH. B CHIIOTO BpeMe IUKIOCTIOPUH, €IUH P-TIIMKONPOTEMH HHXHUOUTOpP, HE HAMaJIsIBa
O0BOpeuHHs KIUPBHC Ha cutarunTuH. CutarunTud He € cyoctpar Ha OCT2 unu OAT1 unu PEPT1/2
Tpancnoprepute. In vitro cutarmunTud He motucka OAT3 (IC50=160 uM) wmu p-TIHKOTIPOTEHH (10
250 uM) MenuupaHus TPAHCTIOPT B TEPANEBTHYHO PEJIEBAaHTHU I1a3MEHHU KOHIEHTpaumu. [Ipu
KJIMHAYHO MTPOYYBaHE CUTATIUIITHH HMa MATBK €(peKT BbPXY IJIa3MEHUTE KOHIEHTPALUH Ha
JIUTOKCHH, KOETO MTOKa3Ba, Y& CUTATIMIITHH MOXKE Ja € cllad HHXUOUTOP Ha P-TITHKOTPOTEHH.

XapakTepucTHKa IIpU MalMEeHTUTE
dapMaKOKMHETUKATA HA CUTATJIMIITHH € KaTO ISUI0 CXOHA TIPH 3]JpaBU WHIAWBH]IU U MAI[UCHTH C
nuaber Tam 2.

bvopeuno yepeaxcoane

[IpoBeneHo € 0TBOPEHO MPOYyYBAHE MPH SAHOKPATHO MPUIMKEHHE 32 OI[CHKA Ha (hapMaKOKUHETUKATa
Ha HamalleHa 703a cuTarmunTyH (50 mg) Ipu MareHTH ¢ pa3IndHa CTETICH Ha XPOHUYHA ObOPEYHO
YBpEeXKIaHe B CpaBHEHUE ChC 3paBU KOHTPOIH. [IpoydyBaHEeTO BKIIIOUBA MAIUEHTH ¢ OHOpETHO
YBpEXKJIaHEe B JICKa, yMEPEHa MM TEKKa CTEIeH, KakTo U manuentd ¢ ESRD Ha xemonuanusa. OcBeH
TOBA, epeKTUTE Ha OBLOPEUHO YBpEKIaHe BEPXY (hapMaKOKWHETHKATA HA CHTATIIUIITHH TIPH TTAITAESHTH
¢ nuabet Tun 2 U O6bOPEUHO YBPEKAAHE B JICKa, YMEPECHA WIIH TeKKa cTeneH (BkarountenHo ESRD), ca
OIICHCHU! YpE3 MOMYJIaAllMOHHA (bapMaKOKI/IHCTI/I‘IHI/I aHaJIU3HU.

B cpaBHeHue cbe 3apaBu KOHTpoH, iazMeHata AUC Ha CUTarTUNTHH ce TIOBUILABa C
npUOTM3UTENHO 1,2 MBTH NpH MalUeHTH ¢ 0b0pedHo yBpexaane B neka creneH (GFR > 60 oo
<90 ml/min) u chOTBETHO 1,6 ITBTH NPH MAIMEHTH C OBOPEYHO YBPEKIAaHE B yMepeHa CTEIeH
(GFR > 45 no < 60 ml/min). Tl kaTo pa3MephT Ha OBUIICHUETO HE € KIIMHUYHO 3HAYNM, HE Ce
HaJlara KOpUrapaHe Ha J]03aTa [PH TE3U MaIleHTH.

IImasmenara AUC Ha CUTamIMIITHH C€ TTOBHUIIIABA MPUOIU3UTEITHO 2 IHTH MPH MAITUEHTH ¢ ObOPEIHO
yBpexkaane B ymepeHa cteneH (GFR > 30 1o < 45 ml/min) u npuOnu3uTeaHo 4 TbTH P HalUeHTH C
0B0peuHo yBpexaane B Texkka creneH (GFR < 30 ml/min), Bkimrounrensno npu nanvedtu ¢ ESRD nHa
xemonuanm3a. CUTaIIUIITAH ce OTCTpaHsABa cnabo npu xemoauanusa (13,5 % 3a 3- mo 4-yacosa
XeMoJIMaIn3Ha cecHs 3aroyBaia 4 yaca cie/ NpUIoKeHHeTo). 3a Jja ce JOCTUTHAT IIa3MeHH
KOHIICHTpAIIMY Ha CUTATJIHUIITHH, TOJOOHH Ha TE3U MPH NalUeHTH ¢ HopMaliHa Ob0pedHa QyHKIus,
npu narperTd ¢ GFR < 45 ml/min ce mpenopbuBaT mo-HUCKY 103U (BXK. TOUKa 4.2).

Yeproopobro yepesicoane

He e HeoOxoanMa KopeKIus Ha Jo3ata Xelevia npy MalMeHTH ¢ JIEKO HIIH CPEIHO TEKKO YePHOAPOOHO
yBpexaane (ckop mo Child-Pugh <9). Hsama kivHWYEH ONUT C MAIUEeHTH C TEXKO YepHOAPOOHO
yBpexaane (ckop mo Child-Pugh > 9). B cbuioTo Bpeme, Thii KaTO CUTAINIMITHH CE EIUMUHHUPA
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OCHOBHO OBOpPEUHO, HE €€ 0YaKBa TEKKOTO YePHOIPOOHO YBPEKAAaHE 1A HOBIHUSIE BEPXY
(hapMaKOKWHETHKATa HA CUTATIIMIITHH.

Iayuenmu 6 cmapuecka 8v3pacm

He ce nmamara xopekius Ha Jj03aTa B 3aBUCHMOCT OT Bb3pacTTa. Bb3pacTra He OKa3Ba KIMHUYHO
3Ha4uM e(PeKT BbpXY (papMaKOKMHETHKATa HA CUTAIIMITHH KAKTO € BUJHO OT JAHHUTE OT
(hapmakokuHeTH4eH nomyiaauuoHeH aHanu3 ®aza [ u daza II. UnauBuaute B ctapuecka Bb3pact (65
1o 80 rommHM) UMAT MpUOIM3NTENHO 19 % MO-BHCOKY TINIa3MEHU KOHIIEHTPAINH Ha CUTATIUITHH B
CpaBHEHHUE C IT0-MJIaJA1 WHAUBU]IH.

Ileouampuyna nonynayus

®dapmMakOKHHETHKATa HA CUTArIMITHH (equandHa 103a 50 mg, 100 mg uimu 200 mg) e n3cneasana
NpY IeguaTpuyHy naureHTy (Ha Bb3pact 10 no 17 rogunn) ¢ aunadet tum 2. [Ipu Tasu nmomynamnus,
AUC Ha cUTarmunTvH B [1a3MaTa, KOpUTHpaHa CIpsMo J03ata, € npuoimusutento 18% mo-Hucka
OTKOJIKOTO TIPHM BB3PACTHHU MAIMEHTH ¢ quadeT tum 2 mpu qo3a 100 mg. Tosa He ce cunTa 3a
KJIMHAYHO 3HaYMMa Pa3jvKa B CPAaBHEHUE C Bb3PACTHU ITALMEHTH Bb3 OCHOBA HA HEIPOMEHSIILO Ce
cootHOmeHne OK/DJ] mexay no3ute ot 50 mg u 100 mg. He ca mpoBexaaHu Mpoy4YBaHuUs ChC
CUTAIJIMITUH NPH EANATPUYHU ALMEHTH Ha Bb3pacT <10 roguHu.

Lpyau xapaxmepucmuxu Ha nayuenmume

He ce nanara xopekuus Ha 103aTa B 3aBUCUMOCT OT I10J1, paca Wik WHIEKC Ha TenecHa Maca (BMI).
Te3u xapakTepUCTUKH HSIMAT KIMHUYHO 3HAYMM e(PeKT BbpXy (papMakOKMHETHKATa HA CUTAlIMITHH
criope]] KOMOMHUpaHKs aHaJN3 Ha (papMaKOKMHETHYHHUTE TaHHU OT npoyuBanus Paza [ u
MOITyMaMOHEeH (hapMaKOKWHETHYEH aHaIn3 Ha JaHHWUTe oT npoyuBanus @aza [ u daza I1.

5.3 IlpenkJMHUYHM JAHHU 32 6€30MACHOCT

brOpeuna u yepHOAPOOHA TOKCHYHOCT C€ HAOJI01aBa MPY T'PU3a4H MTPU CTOWHOCTH HA CHCTEMHA
eKCITO3HIHS 58 MTH TTO-BUCOKA OT HUBOTO HA €KCIIO3HUIIUATA TIPH XOPa, a HUBOTO 0e3 eeKT e
ompeniencHo Ha 19 mbTH MO-BUCOKO OT TOBA MPU XOpa. AHOMAIIMU Ha PE3IUTE ce HAOIIoIaBatT npu
TUTHXOBE MPU HUBA HA €KCIIO3UIMsI 67 ITTH MO-BUCOKU OT HUBOTO Ha KJIMHUYHA SKCIIO3UIIUS; HUBOTO,
MIPY KOETO HsAMA MOJI00eH e(eKT e ompeieNieHo Ha 58 MbTH MO-BUCOKO, ChINIACHO PE3YNITATUTE OT
14-ceqMHUYHO MPOYYBaHE MPH TUTHXOBE. 3HAYCHUETO HA Ta3H HAXOJKA MPH X0pa HE € U3BECTHO.
TpaH3UTOPHH, CBBP3aHU C JICUSHUETO (DU3MUECKY MTPOSBHU, HIKOM OT KOMTO MPeIoaraT HaTuIueTo Ha
HEBPOJIOTMYHA TOKCHYHOCT, KaTO JIUIIAHE C OTBOPEHA YCTa, CATUBAIINS, EME3UC Ha Osiia msHa,
aTrakcusi, TperepeHe, HaMaieHa aKTUBHOCT H/WJIH U3rbpOeHa 11032 ce HAOMIoIaBar npy Ky4deTa Mmpu
HUBA HA EKCIIO3UIIMS MPUOIN3UTETHO 23 TbTH MO-BUCOKH OT HUBOTO HA KIIMHWYHA eKcrio3uius. OCBeH
TOBA, MHOTO JICKa JI0 Jieka KOCTHO-MYCKYJTHA JIeTeHepallysi e HaOIroaBa U XUCTOJIOTHYHO MIPH JI03H,
JIaBaI HUBA HA CUCTEMHA EKCIIO3HITUS MPHOIU3UTETHO 23 BTH MO-BUCOKH OT HUBOTO HA
eKcro3uius mpu xopa. [Ipu Te3u pesynraru, HUBOTO 0e3 mojj00eH eheKT e IMpu eKCIO3UIUs 6-KpaTHO
M0-BUCOKA OT HUBOTO Ha KIIMHUYHA SKCITO3UIIHUS.

CUTarunTyH He € TToKa3all TeHOTOKCHYHOCT B X0J[a Ha PEAKIMHAYHY MTpoy4yBaHus. CUTATIUIITHH He
¢ OMJ1 KaHIIepOr'eHEeH 3a MUIIKH. [Ipy TUTbX0BE MMa MOBHUIIICHA YECTOTa Ha YSPHOAPOOHH aICHOMH U
KapIIMHOMH IIPH HUBA Ha CUCTEMHA eKCIO3UIHSI, 58 ITHTH MO-BUCOKH OT Te3H NpH Xopa. Thi karo e
YCTaHOBEHO, Y€ XEMaTOTOKCHYHOCTTa KOPeJIHpa ¢ HHAYIIUPAHETO Ha YePHOAPOOHA HEOIIIa3usl IPU
TUTHXOBE, Ta3M MOBHIIICHA YECTOTA Ha YePHOAPOOHU TYMOPH IPH ILTHXOBETE € BEPOSTHO BTOPUYHA,
CJIEICTBHE OT XPOHUYHA XEMAaTOTOKCUYHOCT IIPH Ta3M BUCOKa 1103a. [lopaau Bucokara rpaHuiia Ha
oe3omacHocT (19-bTH IPH TOBa HUBO 0e3 e(eKT), Te3: HEOITIACTHYHY TPOMEHH HE Ce CUUTAT
peJIeBaHTHH 3a Xopa.

Hsama Hexxenanu edekTy BEpXY (HEepTUINTETA P MBKKU U )KEHCKH TUTHXOBE TOTYYIITN CUTATTTUIITHH
MIPEH | 10 BpeMe Ha Yn(ToCcBaHe.

[Tpu npoyuBaHe BEPXY Mpe-/TIOCTHATATHOTO Pa3BUTHE Ha TUTHXOBE CUTANIUITHH HE TMOKa3Ba HEeXXETaH!
peaKLyH.
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[IpoyuBanusiTa BPXY PEIPOIYKTHBHATA TOKCHYHOCT MOKAa3BaT HAJTMYMETO Ha CBbpP3aHa C JICYSHUETO,
JIEKO yBeITMUeHa YecToTa Ha ManpopMaun Ha pebpa Ha deTyca (JIMTICBAIM, XATIOTUTACTHYHY U
TUTaBaIly pedpa) Mpu MOKOJICHUETO HA TUTHXOBE MPH HUBA HA CUCTEMHA EKCIIO3HITHS TOBEYE OT

29 PTH NO-BUCOKH OT T€3H MpH X0pa. TOKCUYHOCT Ha Maiikara ce HaOJroaaBa Mmpy 3aiIy IPU HUBA
moBede OT 29 MbTH TTO-BUCOKY OT HUBATa Ha €KCIIO3UIHS ITpH Xopa. Ilopaau Brucokara rpanuiia Ha
0e30MacHOCT, Te3W HAXOJKH He MPEAIOoIaraT ChIleCTBYBaHETO Ha ChOTBETCH PUCK 32
PENPONYKTUBHOCTTA MPHU XOpa. CUTATIIMIITHH CE CEKPETHPA B 3HAYUMHU KOJIMYECTBA B MIIIKOTO Ha
KBpPMEIITH ITHX0BE (OTHOMICHUE KbpMa/ura3zma: 4:1).

6. DAPMAILIEBTUYHU JAHHA
6.1 ChnucbK Ha IOMOIIHHUTE BElIeCTBA

Anpo Ha Taberkara:

MUKpOKpHCTanHa remyinosa (E460)

kaniues xuaporeHdocdar, 6e3ponen (E341)
Kpockapmenosa HaTpuit (E468)

MmarHesues creapar (E470b)

HATpHEB cTeapuiadymapar

TIPOTIHJI rajar

PUIMOBO IOKPUTHE:
MOJIU(BUHUIIOB QJIKOXO)
Makporoi 3350

tank (E553b)

tutaHoB quokcun (E171)
yepBeH keneseH okcup (E172)
KBIT kene3eH okenn (E172)

6.2 HecbBMeCTHMOCTH

Henpunoxumo

6.3 Cpok Ha rogHOCT

2 TOTUHHA

6.4 Crneuuajanm ycJioBUsl Ha CbXpaHeHHe
Ha ce cexpanssa mox 25 °C.

6.5 Buawu chabppKaHue HA OMAKOBKATA

Hempospaunu 6mucrepu (PVC/PE/PVDC u amymunnit). Onakosku ¢ 14, 28, 30, 56, 84, 90 nmm 98
rmmupanu TabneTky 1 50 X 1 punMupanu TabIeTKH B TepdOpHpaHd €THOTO030BH OJIUCTEPH.

He Bcu4KH BUIOBE OMTAKOBKU MOTAT Jia ObJaT MyCHATH Ha Ma3apa.
6.6 CneuuajHu Npeana3Hu MEPKH NPH U3XBBPJIsTHE

Hewusnon3panusr JICKAPCTBCH MMPOAYKT WIX OTIHAABYHUTC MATCPUAJIU OT HCTO Tpﬂ6Ba Ja €€ U3XBbPJIIAT
B CbOTBECTCTBHUEC C MCCTHUTC U3HCKBAHUA.
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7. HPUTEXATEJI HA PASPEIIEHUETO 3A YIIOTPEBA

Merck Sharp & Dohme B.V.
Waarderweg 39

2031 BN Haarlem
Hunepnannus

8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

Xelevia 25 mg GuaMupadu TabIETKH
EU/1/07/382/001
EU/1/07/382/002
EU/1/07/382/003
EU/1/07/382/004
EU/1/07/382/005
EU/1/07/382/006
EU/1/07/382/019
EU/1/07/382/020

Xelevia 50 mg duamMupasu TabJETKH
EU/1/07/382/007
EU/1/07/382/008
EU/1/07/382/009
EU/1/07/382/010
EU/1/07/382/011
EU/1/07/382/012
EU/1/07/382/021
EU/1/07/382/022

Xelevia 100 mg ¢punmMupanu TabneTku
EU/1/07/382/013

EU/1/07/382/014
EU/1/07/382/015
EU/1/07/382/016
EU/1/07/382/017
EU/1/07/382/018
EU/1/07/382/023
EU/1/07/382/024

9. JATA HA ITBbPBO PASPEIIABAHE/IIOJHOBABAHE HA PABPEHIEHUETO 3A
YIIOTPEBA

Hata na mepBo paspemanane: 21 mapt 2007 .
[Jara Ha nocnenHo nogHoBsBane: 20 siHyapu 2012 1.

10. [JATA HA AKTYAJIN3UPAHE HA TEKCTA

ITompo6Ha nHbopMarws 3a To3H JIEKapCTBEH MPOAYKT € MpefocTaBeHa Ha yeOcaiita Ha EBpormeiickara
areHIus 1o JieKapcTBara: http://www.ema.europa.eu.
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NPUJIOKEHHE I1

MNPOU3BOJUTEJI(N), OTTOBOPEH(HHN) 3A
OCBOBOXKJIABAHE HA ITAPTUAN

YCJIOBUSA NJIM OTPAHUYEHMA 3A TJOCTABKA 1
YIIOTPEBA

APYTI'U YCJIOBUA U UBUCKBAHUSA HA
PASPEHIEHHUETO 3A YIIOTPEBA

YCJIOBUA NJIN OTPAHUYEHUS 3A BE3OITACHA "

E®EKTHUBHA YIIOTPEBA HA JIEKAPCTBEHUS
MPOJAYKT
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A. TPOM3BOJIUTEJ (1), OTTOBOPEH (HM) 3A OCBOBOKJABAHE HA IIAPTUIU

Hwme u aapec Ha nnpousBoaureis (ure), OTTOBOpeH(HH) 32 0CBOOOKIABAHE HA TAPTUANATE

Merck Sharp & Dohme B.V.
Waarderweg 39

2031 BN Haarlem
Hunepnannus

b. YCIOBUA NN OT'PAHUUYEHMUSA 3A TOCTABKA U YIIOTPEBA

.HeKapCTBCHI/ISIT IMPOAYKT C€ OTILYCKa I10 JICKAapCKO MPEAINHNCaHUC.

B. JAPYI'U YCJIOBUS U N3NCKBAHUS HA PABPEHHIEHUETO 3A YIIOTPEBA
. Hepuonuunu akTyaan3upanu 1okjaaam 3a 6esonmacuoct (ITA1B)

W3uckpanusra 3a nogaBane Ha [IAJIb 3a To3u TeKkapcTBEH MPOAYKT Ca MOCOYEHHU B CIIUCHKA C
pedepentnute natu Ha EBponetickus cbto3 (EURD cniuchk), mpensuaes B wi. 1078, an. 7 oT
Hupextrsa 2001/83/EO, 1 BbB BCHUKH CJIEIBAIIN aKTyaJIH3aIliH, YO IMKyBaHN Ha €BPOITCHCKIS
yebrmopTain 3a JeKapcTBa.

I. YCJIOBUS NJIN OI'PAHUYEHUS 3A BE3OITACHA U EOEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHUSA ITPOAYKT

. IInan 3a ynpasienne Ha pucka (ITYP)

[MputexkaTensat Ha pa3pemieHuero 3a yrnorpeda ([IPY) Tpsabdsa na u3BbpIIBa N3UCKBAHUTE JCHHOCTH U
JIeCTBUS, CBBP3aHU C TIpOCiIe/siBaHe Ha JeKapcTBeHaTa 0e301acHOCT, mocoueHH B 000penus [TYP,
npezncrased B Mozyi 1.8.2 Ha pa3perieHueTo 3a ynorpeda, KakTo ¥ BbB BCUUKH CIIEABAIIN OI00peHH
akTyanuzanuu Ha [TYP.

Axtyamsupan [1YP TpsOBa na ce momaBa:

o 1o uckane Ha EBponelickaTta areHuus 1o JeKapcTBaTa;

. BUHATH, KOTATO Ce U3MEHS CHCTEMaTa 3a yIpaBJicHUE Ha PUCKA, 0COOCHO B Pe3yiTaT Ha
rmoJTy9JaBaHe Ha HOBa WH(OPMAITHS, KOSITO MOXKE J1a JJOBEIE 10 3HAYMMHU IIPOMEHH B
CHOTHOIIICHUETO I0JI33/PUCK, HITK CJIE]] JOCTUTAHE Ha BaXKEH eTall (BbB BPh3Ka C POCIE/ISIBaHE
Ha JIEKapCTBeHaTa 0€30MaCcHOCT WU CBEXKJAaHE HA PUCKA 0 MUHUMYM).
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MNPUJIOKEHHE 111

JAHHHU BbPXY OITAKOBKATA U JINCTOBKA
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A. JAHHHU BbPXY OITAKOBKATA
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JAHHU, KOUTO TPABBA JA CbABPKA BTOPUYHATA OITAKOBKA

BbHIIHA KAPTOHEHA KYTHUS

1. NME HA JIEKAPCTBEHUS ITPOAYKT

Xelevia 25 mg punmvupanu TabIeTKH
CUTATIIUTITHH

2. OBABABAHE HA AKTUBHOTOMTE) BELHIECTBO(A)

Beska Tabnetka CbAbpiKa CUTAITIUIITUH q)OC(baT MOHOXUApAT CKBUBAJICHTCH Ha 25 mg CUTAIJIUIITUH.

‘ 3. CIIMCBK HA IOMOUIHUTE BEIIIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJTHA OITAKOBKA

14 dumvupanu TabneTku
28 dunMupaHu TaOJCTKH
30 dhunmupasu TaOICTKH
56 duiMupaHu TaONeTKH
84 dhummupaHu TaOIeTKH
90 dhunmupasu TaOICTKH
98 dhunMupanu TAOIETKH
50 x 1 punmupanu TabneTKH

| 5. HAYMH HA IPUWIATAHE M MbT(MIIA) HA BbBEXKJIAHE

ITpeau ynorpeba mpoyerere JTUCTOBKATA.
IlepopanHo mpuiioxeHue

6. CIIEHUAJIHO NPEAYIIPEXXKJIEHUE, YE JIEKAPCTBEHUSAT ITPOAYKT TPSIBBA
JA CE CbXPAHSABA HA MSCTO JAJIEYE OT ITOIVIEJA 1 TOCETA HA JEIA

Ja ce cpxpansBa Ha MSCTO, HEAOCTHITHO 3a JCIIA.

| 7. APYTU CIIEHNUAJIHU ITPEAYITPEXJIEHUS, AKO E HEOBXOINMO

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

Tonen no:

‘ 9. CIHHEHHUAJIHU YCJIIOBUSA HA CbXPAHEHUE

Ha ce cpxpansBa nop 25 °C.
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10. CHELOUAJIHU NPEAITAZHU MEPKHU I1PU NU3XBBPISIHE HA HEU3IIOJI3BBAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU UWJIN OTHIAABYHU MATEPUAJIN OT
TAX, AKO CE U3NCKBAT TAKUBA

11. HME U AJAPEC HA ITIPUTEXKATEJISI HA PASPEHHIEHUETO 3A YIIOTPEBA

Merck Sharp & Dohme B.V.
Waarderweg 39

2031 BN Haarlem
Hunepnannus

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/07/382/001 14 dunmupanu TabiaeTKu
EU/1/07/382/002 28 ¢unmupanu TabneTKu
EU/1/07/382/019 30 duamupaHu TabIETKH
EU/1/07/382/003 56 ¢punmupanu TabneTku
EU/1/07/382/004 84 ¢punmupanu TabaeTku
EU/1/07/382/020 90 punmupanu TadbaeTku
EU/1/07/382/005 98 dhmmmupann TabIeTKH
EU/1/07/382/006 50 x 1 ¢punmupanu TabIeTKH

13. TIAPTHJAEH HOMEP

[Maptunen Ne

‘ 14. HAYMH HA OTIIYCKAHE

| 15. YKA3AHMS 3A YIIOTPEBA

| 16. MH®OPMAIIUS HA BPAIJIOBA A3BYKA

Kcenesus 25 mg

‘ 17. YHUKAJIEH WAEHTU®UKATOP — IBYU3MEPEH BAPKO/J

JByn3mepeH 0apKoa ¢ BKIOYCH YHUKAIECH HICHTU(DHUKATOD

| 18. VYHUKAJIEH WAEHTU®PUKATOP — JAHHU 3A YETEHE OT XOPA

PC
SN
NN
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MUHHUMYM JAHHU, KOUTO TPABBA JJA CBbABPKAT BJIIMCTEPUTE U JIEHTUTE

BJINCTEPU

1. NME HA JIEKAPCTBEHUSA INTPOAYKT

Xelevia 25 mg TabneTkn
CUTATIIUIITHH

2. HNME HA ITPUTEXATEJISA HA PASPELHIEHUETO 3A YIIOTPEBA

MSD

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

EXP

4. HAPTUAEH HOMEP

Lot

|5.  JPYTO
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JAHHU, KOUTO TPABBA JA CbABPKA BTOPUYHATA OITAKOBKA

BbHIiHa KapTOHCHA KYTHUSA

1. NME HA JIEKAPCTBEHUS TPOAYKT

Xelevia 50 mg pummupanu TabIeTKH
CUTATIIUTITHH

2. OBABABAHE HA AKTUBHOTOMTE) BELIECTBO (A)

Beska Tabnetka ChbAbpiKa CUTAITITUIITUH q)OC(baT MOHOXUApAT CKBUBAJICHTCH Ha 50 mg CUTAIJIUIITUH.

‘ 3. CIIUCBK HA IOMOIIHUTE BEHHIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

14 dumvupanu TabiaeTku
28 hunMupaHu TaOICTKH
30 dhunmupaHu TaOICTKH
56 duiMupanu TadNeTKH
84 dhummupann TaOIeTKH
90 dhunmupaHu TaOICTKH
98 dhunMupanu TaOIETKH
50 x 1 punmupanu TabneTKu

| 5. HAYMH HA IPUWIATAHE U MbT(MIIA) HA BbBEJKJAHE

ITpean ynorpeba mpoyeTere JUCTOBKATA.
IlepopanHo npuoxeHue

6. CIIEHUAJIHO TPEAYIIPEXKJIEHUE, UE JIEKAPCTBEHUAT ITPOAYKT TPSIEBA
JA CE CbXPAHABA HA MSACTO JAJIEYE OT ITOIJIEJA U TOCETA HA TEITA

213 CC CbXpaHsiBa Ha MACTO, HEAOCTBITHO 3a ACHa.

| 7. APYTU CIIENUAJIHU ITPEAYITPEXJIEHUS, AKO E HEOBXOIUMO

‘ 8. JATA HA UT3STHUYAHE HA CPOKA HA T'OJHOCT

Tonen no:
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‘ 9. CIIEIMAJIHH YCJIIOBUSA HA CbXPAHEHUE

Ha ce cbxpanssa noj 25 °C.

10. CHELNUAJIHU ITPEANIASHU MEPKHU ITPU NU3XBBHPISIHE HA HEU3IIOJI3BAHA
YACT OT JIEKAPCTBEHUTE NNPOAYKTHU NI OTHAABYHU MATEPUAJIN OT
TAX, AKO CE UBUCKBAT TAKNBA

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

Merck Sharp & Dohme B.V.
Waarderweg 39

2031 BN Haarlem
Hunepnannus

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/07/382/007 14 dunMupanu TabiIeTKA
EU/1/07/382/008 28 dhmmmupanu TaOIeTKH
EU/1/07/382/021 30 ¢punmupanu TabaeTku
EU/1/07/382/009 56 ¢punmupanu TabneTku
EU/1/07/382/010 84 dbuamupaHu TaOIECTKH
EU/1/07/382/022 90 ¢punmupanu TabaeTKA
EU/1/07/382/011 98 ¢unmupanu TabaeTku
EU/1/07/382/012 50 x 1 ¢punmupanu TabneTku

13. TAPTUAEH HOMEP

TTaptunen Ne

| 14. HAUYMH HA OTIYCKAHE

| 15. YKA3AHHSI 3A YIIOTPEBA

| 16. WH®OPMAIIAA HA BPAMJIOBA A3BBYKA

Kcenesus 50 mg

| 17. YHUKAJIEH HIAEHTH®UKATOP — JIBYU3IMEPEH BAPKO/|

JByn3mepeH 0apKoJi C BKIIOUEH YHUKAICH HACHTU(DUKATOD

‘ 18. VYHUKAJIEH WAEHTUO®PUKATOP — JAHHU 3A YETEHE OT XOPA
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MUHHUMYM JAHHU, KOUTO TPABBA JA CbABPXAT BJIMCTEPUTE U JIEHTUTE

BJIMCTEPU

1. NME HA JIEKAPCTBEHUS TPOAYKT

Xelevia 50 mg TabneTkn
CUTATIIUIITHH

2. NME HA ITPUTEXATEJISI HA PASPEIIEHUETO 3A YIIOTPEBA

MSD

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

EXP

4. HAPTUJAEH HOMEP

Lot

|5.  JPYTO
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JAHHU, KOUTO TPABBA JA CbABPKA BTOPUYHATA OITAKOBKA

BbHiHa KapTOHCHA KYTUHA

1. NME HA JIEKAPCTBEHUS TPOAYKT

Xelevia 100 mg dbunmMupanu TabIeTKH
CUTATIIUIITHH

2. OBABABAHE HA AKTUBHOTO (MTE) BELHIECTBO (A)

Bceska TabneTka chbpika CUTamIUNTHH (ocdaT MOHOXHIPAT ekBuBajeHTeH Ha 100 mg cutarunTHH.

‘ 3. CIIUCBK HA HIOMOIIHUTE BELIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

14 dumvupanu TabneTku
28 hunMupaHu TaOJCTKH
30 dhunmupasu TaOICTKU
56 duiMupanu TaONeTKH
84 dhummupanu TaOIeTKH
90 dhunmupaHu TAOICTKU
98 dhunMupaHu TAOIETKH
50 x 1 punmupanu TabneTKH

| 5.  HAYMH HA IIPUWJIATAHE U BT (MIA) HA BbBEJKJIAHE

ITpeau ynorpeba npoyeTeTe JTMCTOBKATA.
IlepopanHo mpuioxeHue

6. CIIEHUAJIHO NPEAYIIPEXXJIEHUE, UE JTEKAPCTBEHUAT ITPOAYKT TPSIEBA
JA CE CbXPAHSABA HA MSICTO JAJIEYE OT IIOIVIEJA 1 TOCET'A HA TEITA

Ja ce cpxpansBa Ha MACTO, HEAOCTHITHO 32 JCIIA.

| 7. APYTU CIIEHNUAJIHU ITPEAYIIPEXXJIEHUS, AKO E HEOBXOJUMO

‘ 8. JATA HA UT3THYAHE HA CPOKA HA TOJHOCT

Tonen no:
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‘ 9. CIIEIMAJIHH YCJIIOBUSA HA CbXPAHEHUE

Ha ce cbxpanssa noj 25 °C.

10. CHELNUAJIHU IIPEANTASHU MEPKHU ITPU U3XBBPISAHE HA HEU3IIOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU WJIN OTITAABYHU MATEPHUAJIA OT
TAX, AKO CE UBUCKBAT TAKUBA

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 PABPEHIEHUETO 3A YIIOTPEBA

EU/1/07/382/013 14 punvupanu TabiaeTku
EU/1/07/382/014 28 dbunmmupanu TaOIeTKH
EU/1/07/382/023 30 ¢punmupanu TabaeTKu
EU/1/07/382/015 56 ¢punmupanu TabneTku
EU/1/07/382/016 84 dhunmupanu TabaeTKH
EU/1/07/382/024 90 ¢punmupanu TabneTKu
EU/1/07/382/017 98 ¢unmupanu TabneTku
EU/1/07/382/018 50 x 1 dunmupanu TabiaeTku

13. TAPTUAEH HOMEP

TTaptunen Ne

| 14. HAUYMH HA OTIYCKAHE

| 15. YKA3AHHSI 3A YIIOTPEBA

| 16. MH®OPMAIIAA HA BPAMJIOBA ASBYKA

Kcenesust 100 mg

| 17. YHUKAJIEH HAEHTUOUKATOP — JIBYU3MEPEH BAPKO/|

JByu3mepeH 6apKoJI ¢ BKIFOYEH YHUKAJICH HACHTH()HUKATOD

‘ 18. VYHUKAJIEH WAEHTU®UKATOP — JAHHU 3A YETEHE OT XOPA
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MUHHUMYM JAHHU, KOUTO TPABBA JA CbABPXAT BJIMCTEPUTE U JIEHTUTE

BJINCTEPU

1. NME HA JIEKAPCTBEHUSA ITPOAYKT

Xelevia 100 mg TabneTku
CUTATIIUIITHH

2. HNME HA ITPUTEXATEJISA HA PASPELIEHUETO 3A YIIOTPEBA

MSD

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

EXP

4. HAPTUAEH HOMEP

Lot

|5.  JPYTO
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b. INCTOBKA
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JlucroBka: HH(l)OpMaIII/IH 3a MalMeHTa

Xelevia 25 mg punamupanu tadieTku

Xelevia 50 mg punamupann tadneTku

Xelevia 100 mg ¢puamupanu TadjaeTKH
cUTarmMnTHH (sitagliptin)

IIpoueTeTe BHMMATEIHO LSIJIATA JIUCTOBKA, MIPeIM 1a 3all0YHeETE 14 pueMare TOBa JIeKaAPCTBO,

Thi KaTo THA ChAbp:Ka BaxkHa 3a Bac undgopmaunmus.

- 3ana3zeTe Ta3u JIUCTOBKA. MOKe 1a ce HaJIO0XKH J1a 5 IPOYETETE OTHOBO.

- AKo MMaTe HSKaKBH JIOBIHUTEIHA BHIIPOCH, MonuTaiTe Bamms iekap, GpapmaiesT win
MEIUITMHCKA CeCcTpa.

- ToBa nekapcTBo € npeanucado Ju4Ho Ha Bac. He ro npeorcrrnBaiite Ha apyru xopa. To Moxe
Jla UM HaBpeIv, He3aBUCHMO Ye TIPU3HAIIMTE HA TAXHOTO 3a00JIsBaHE ca ChINUTE Karto BamuTe.

- AKO TOTy4YnTe HIKAKBU HEXKEJIaHU JICKAPCTBEHU PeakIlud, yBemoMeTe Barms rekap,
(hapmarieBT Wi MEIUIIMHCKA cecTpa. ToBa BKITIOYBA M BCHUKH Bb3MOXKHHU HEXKETIaHH PEaKITHH,
HEOIHMCAHU B Ta3M JIMCTOBKa. Buxre Touka 4.

Kakso CbADBbPIKA Ta3u JUCTOBKA

Kakgo nipejcrapnssa Xelevia u 3a KakBO ce U3I0I3Ba
KakBo Tps0Ba na 3HaeTe, mpeau na nmpuemete Xelevia

Kak na mpuemare Xelevia

Bb3MOXHU HEXEIIAaHU PEAKIUU

Kak ma cwxpanssare Xelevia

ChapprkaHHe Ha ONAKOBKATa U AOMBJIHUTEIHA HHOOPMAIUs

Sk L=

1. KakBo npeacrasisia Xelevia u 3a kakBo ce n3moJi3Ba

Xelevia chabpika akTUBHOTO BEIIECTBO CHUTALTUIITHH, KOETO € MPEJICTAaBUTEI Ha KIIac JIEKapCTBa,
Hapuvaau [I111-4 nHXuOUTOpY (IUIENTHANI ENTHIa3a-4 HHXUOUTOPH ), KOUTO HaAMAaJISIBaT HUBaTa Ha
KpBBHATA 3axap MPHU MAIUEHTH ChC 3axXapeH quabet THil 2.

Toga JICKapCTBO IOMara ia C€ MOBUIIAT HUBATA Ha UHCYJIINHA, ITIPOU3BCACH CJIICA XPAaHCHE U [1a CC
HaMaJIM HUBOTO Ha IPOU3BECKAaHaTa B OpraHu3Ma 3axap.

Bammsr nexap Bu e npeanucan Tosa 1eKapcTBo, 3a 1a Bu IoMOrse 1a HaMajauTe HUBOTO HA CBOSITA
KpPbBHA 3aXap, KOETO € TBbPAE BUCOKO IIOPaay TOBa, ye nmare nuadet tum 2. ToBa gexapcTBo MOXe a
Ce M3I0JI3Ba CAMOCTOATEIHO WJIM B KOMOMHAIUS C ONPEACICHU IPYTHY JIeKapCTBa (MHCYIINH,
MeT(QOpMUH, CYAPOHUITYPEHHN POU3BOJHH WIIH TIIUTA30HH), KOUTO HaMaJsiBaT KphbBHATA 3axap,
Kouto Bue Moxe Bede 1a mpueMarte 3a JedeHue Ha auadera eAHOBPEMEHHO C IUIaH 3a AWeTa U
(u3HnUecKn ynpaKHEHHS.

Kakso mpencrasnsBa quader T 27?

Jlnabet THIl 2 € ChCTOSIHUE, TIPU KOETO BaliusaT oprann3bM He POU3BEXK/IA TOCTATHYHO UHCYIHH, &
WHCYJIMHBT IPOU3BEkKAaH OT Bammst opraHu3bM, He IeicTBa Taka J00pe KakTo ou TpsioBano. OcBeH
TOBa OpraHM3MBT BU MOke J1a Mpou3Beka TBEPIE MHOTO 3axap. [Ipu ToBa HONOXKEeHHE, 3aXapTa
(Tmoko3aTa) ce HAaTpPyIBa B opraHu3Ma. ToBa MOXKe Jia IPUYUHU CEPHO3HU METUIIMHCKU POOIIEMH
KaTo ChpJICYHO 3a0o0JisiBaHe, ObOpPeYHO 3a00NsIBaHE, CIICTIOTA U aMITy Tallysl.

2. Kakso TpsioBa na 3Haete, mpeau 1a npueMmeTe Xelevia
He npuemaiite Xelevia

- aKo CTe aJePruuHH KbM CHTAIIMITHH WM KbM HSKOSl OT OCTaHAJIHUTE ChCTABKM Ha TOBA JIEKAPCTBO
(130poeHu B TOUKa 6).
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IpenynpexneHus ¥ NpeANa3H MEePKH
[Ipu manmenTn, nonyyasamy Xelevia ca ch00IIaBaHM CiTydan Ha Bh3IAJICHHUE Ha MMAHKpeaca
(nmankpeatut) (BYKTE TOUKA 4).

AKO TOJTyYuTe MEXYPH IO KOKaTa, TOBa MOXKE Jla € IPU3HaK Ha ChCTOSHHUE, HapeueHo Oyno3eH
nemdurona. Bamust gekap Mmoxxe 1a Bu mockBeTBa 1a cnpete npuema Ha Xelevia.

YBenomere Bamus jgekap, ako ©MaTe WM CT€ UMaJu:

- 3a0oIsiBaHe Ha TTaHKpeaca (KaTo IMaHKpeaTuT)

- KaMbHU B KTbYHMSI MEXYyP, AJIKOXOJIHA 3aBUCMMOCT WJIM MHOT'O BUCOKHM HUBA Ha TPUIIIUIICPUIH
(Bua Ma3HWHM) B KPBBTA. Te3u 3a00BaHUS MOTAaT /1a TOBHINIAT BEPOSTHOCTTA /1a TIOTYUUTE
MaHKPeaTuT (BIDKTE TOUuKa 4).

- nuraoder tur 1

- nrabeTHa Ketoarumosa (yCIIoKHeHHe Ha quadeTa, XapaKTepu3upaIio ce ¢ BHCOKO HIBO Ha
KpbBHaTa 3axap, Obp3a 3ary0a Ha TerJo, raJicHe WId OBPbIIaHE)

- HSIKaKBH MPOOJIEMU ¢ OBbOpEIUTE — IPEIN WK Cera

- ajJiepruvyHa peakusa KpM Xelevia (BIKTe Touka 4)

Marnko BepOsITHO € TOBa JIEKapCTBO Ja IOBEAE 10 HUCKU HUBA Ha KPbBHATA 3axap, Thid KaTo TO HE
JIeficTBa, KOraTo HUBOTO Ha KpbBHATa Bu 3axap e Hucko. Bee mak, koraro ToBa JIeKapcTBO C€ U3IMTOJI3BA
B KOMOMHAIINS CHC CYIPOHIITYPEHHO JIEKapCTBO WM C MHCYIIMH MOXKE J1a HACTBITH ChCTOSTHHE Ha
HUCKHY HMBA Ha KPbBHATA 3axap (XHIIOTIIMKeMus ). Bamust nekap Moxe qa HaManu fo3ara Ha Bamero
cynoHWIyperHO JeKapCTBO WIH WHCYJIVH.

Jena v roHOIIN

Jeua u roHomu nop 18 ronuHu He TpsOBa Ja W3MOI3BAT TOBA JIEKapcTBO. To He € e)eKTUBHO MpH Jena
Y 10HOIIH Ha Bb3pacT Mexxay 10 u 17 ronunu. He e u3BecTHO Aanum ToBa JIeKapcTBO € Oe30MmMacHo U
e(heKTHBHO, KOI'aTo Ce U3I0I3Ba IIPH Aela Ha Bb3pacT nof 10 ronunu.

Jpyru gekapcTa u Xelevia
Tps6Ba 1a kaxere Ha Bamms nexap uiu GapMareBt, ako IpUeMaTe, HaCKOpO CTe TIPUeMalH WK €
BB3MOXKHO J1a [IpUeMare Apyru JeKapcTBa.

Wndopmupaiite Bammus nekap, ocobeHo ako mpuemare JUTOKCHH (JIEKapCTBO, M3MOI3BAHO 3a JICUCHHE
Ha HEPaBHOMEPEH ChPICYEH PUTHM U APYTH ChPAEYHU NpodiieMu). Moxe 1a ce HaJIoXKH Ja ce
MPOBEpPH HUBOTO Ha AMTOKCHH B KpBbBTa Bu, ako ro mpuemare eaHoBpeMeHHo ¢ Xelevia.

bpemeHHOCT U KbpMeHe

Axko cTe OpeMeHHa WIH KbpPMHTE, CMsATaTe, 4e MOXKE J1a cTe OpeMeHHa WK TUIaHupare OpeMEeHHOCT,
MOChBETBalTE ce ¢ Barms jekap win apMalieBT Ipeay yrnorpedara Ha ToBa jJekapcTBo. He TpsOBa
Jla M3MOJI3BaTe TOBA JIGKAPCTBO M0 BpeMe Ha OPEeMEHHOCT.

He e u3BecTHO gamm ToBa JICKapCTBO NpEMHUHAaBa B KbpMarta. He Tp$I6Ba Ja U3I10JI13BaTe TOBA
JICKApCTBO, aKO KbpMHUTC WJIN IIJIAHUPATC 1a KbPMUTC.

Ilopupane u padoTa ¢ MAIIUHU

Toga JlekapcTBO HE TTOBJIHSBA WIIH TTOBIIHSIBA IIPEHEOPESIKMMO CITIOCOOHOCTTA 3a modupane u padoTa ¢
MaIluHu Bhrpeku ToBa ca choOIaBaHM CITyyan Ha 3aMaiiBaHe U ChHIUBOCT, KOUTO MOXE Ja
MOBJIMAAT Barrara criocoOHOCT 3a 1o upane wid padoTa ¢ MallliHH,

[IpuembT Ha TOBa JIEKApCTBO B KOMOHMHAIMS C JIEKApCTBa, HAPEUECHH CyI()OHMITYpEHHN TPOU3BOAHN

HJIW C UHCYJIMH MOXKE a IPUYNHHN XUIIOTIIMKEMHUS, KOATO MOXKE Aa IMMOBJINAC Bamara CHOCO6HOCT aa
mogupare ¥ U3MOJI3BaTe MAIIMHU, WK Ja paboTuTe O0e3 Oe30macHa ornopa 3a Kpakara.
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Xelevia cbabpika HATPHH
ToBa siekapcTBO ChABPKA MO-MaIKO OT 1 mmol HaTpwit (23 mg) Ha TableTka, T.€. MOXKE J1a Ce Kaxe,
4e MPaKTUIECKH HE ChIbpiKa HATPHI.

3. Kaxk na npuemare Xelevia

Bunaru npuemaiite TOBa JIeKapCcTBO TOYHO KakTo By e kazanm Bammsar nekap. AKo HE CT€ CUTYpHU B
Helo, nonuraiTe Bamms nexap wiu GapMarieBr.

OOwnyaiinara npenopbrUYMUTENHA 032 €:

- enHa ¢unmupana tabnetka ot 100 mg
- BETHBX JHEBHO

- npe3 ycrara

Axo umare npobnemu ¢ 6p0peunTe, BamusaT nexap Moxke na Bu npeamnuiie mo-HUCKH 1034 (KaTo
25 mg unu 50 mg).

Moxete aa mpreMaTe TOBa JIEKapCTBO ChC WM 03 XpaHa W HAIUTKH.

BamusT nexap Moxke na Bu mpeamnmiie ToBa JeKapcTBO CAaMOCTOSTEITHO WIIH C OTNIPEEIIEHU IPYTH
JIeKapCcTBa, KOUTO HaMaJIsBaT KpbBHATA 3axap.

Juerara u ynpaxxHeHHsTa MOTaT Jia IOMOTHAT Ha Barms opranu3bM jJa H3M0I3Ba 3axapra mo-1o00pe.
Joxaro mpuemare Xelevia e BaKHO J1a cTe Ha TUETa U yIPaXKHEHUS, PENOPbYaHn OT Bamms nekap.

AKO CTe mpHeJin MOBeYe OT HeoOxoauMaTa 103a Xelevia
AKo cTe TIpueny MoBede OT Mpe/Icanara 103a OT TOBa JISKapCTBO, He3a0aBHO yBeroMeTe Bamus
TeKap.

AKo cTe IponycHaJu Aa npuemete Xelevia

AKO CTe IIPOITyCHAJIM €/1Ha 103a, B3€METE 51 BEJHAra IOM Ce CETHTE. AKO HE CE CEeTUTE IIPeaHr Aa
Jolizie BpeMe 3a cie/Baliara 03a, IpoIlycHeTe 3a0paBeHaTa J03a 1 ce BbPHETE KbM pelOBHATa cXeMa
Ha npueM. He B3emaiiTe 1BOlHA [j03a OT TOBA JIEKAPCTBO.

AKo cTe cipesu npuema Ha Xelevia

[MponbmkaBaiiTe 1a MpueMare TOBa JIEKapCTBO TOJKOBA IBJIT0, KOJIKOTO By e mpennucan Bammsit
JeKap, 3a Ja MOXKe J1a TIPOIBIDKHUTE J1a KOHTPOJIMpaTe CBoATa KpbBHA 3axap. He TpsOBa na crimpare
npreMa Ha TOBa JIEKapCTBO, 0€3 1a ce KOHCYNITHpaTe MbpBo ¢ Bamms nexap.

AKO MMaTe HSKaKBH JIOBIHUTEIIHA BHIIPOCH, CBbP3aHHU C yroTpedaTa Ha TOBa JICKAPCTBO, MIOITUTANTE
Bammst nexap wim papMmaresnT.

4. Bb3MOXKHHE HeKeJIaHU peakuuu

KakTo Bcuukn JICKapCTBa, TOBA JICKAPCTBO MOXKE J1a MPCAN3BHUKa HEXKCIIaHU pEaKlIuH, BEIIPEKU Y€ HE
BCCKH T' ITIOJTy4aBa.

IMPEKPATETE npuema Ha Xelevia u He3abaBHO ce cBbp)keTe ¢ Bamus nexap, ako 3abenexure HIKOU

OT CIIEIHUTE CEPUO3HU HEXKEIaH! PEaKIIu:

. CHJIHA U TIOCTOsIHHA 00JIKa B KopeMa (00J1acTTa Ha CToMaxa), KOsITO MOJKE Jia CTHra JIo I'bp0a,
cbc win 0e3 rafieHe W MOBPBLIAHE, Thil KATO TOBAa MOXKE J1a ca MPU3HAIM Ha Bb3MaJIeH aHKpeac
(maHKpeaTHr).

Axo umare CCPHUO3HA aJICpruiHa peaknuusd (C HCHU3BCCTHA ‘leCTOTa), BKIIIOYHUTCIHO O6pI/IB, YpTUuKapus,
MEXYypHU 110 KO)KaTa/6eJ'ICH_Ia CC KOXXa U IMOAYBAHE HaA JIMLETO, YCTHUTEC, €3UKA U T'bPJIOTO, KOETO MOXE 11a
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MIpeau3BrKa 3aTPpyJHEHNE B IUIIAHETO WU I'BJITAHETO, IPEKpaTeTe MpreMa Ha TOBa JIEKapCTBO U
BeJIHara ce cBbpkere ¢ Bamms nekap. BamusaT nexap moxe a Bu npeanuiie gsexkapcTBo 3a JeUeHHe
Ha ajepru4Harta Bu peakuus u npyro jekapcTBo 3a Bamus nuaber.

Hsxon ManyeHTH IIpU )106aB$[HC Ha CUTAITIMIITUH KbM MeT(bOpMI/IH, nojry4yaBaT CJICIHUTE HEXKECITIaHU
peaxiuu:

Yectu (Moxe aa 3acerHar a0 1 Ha 10 qymmm): HUCKa KpbBHA 3aXap, raJicHe, ra30Be, MOBPBIIIAHES
Heuectn (Moxe ma 3acernar mo 1 Ha 100 mymm): 6oika B cToMaxa, Taapus, 3aneK, CbHINBOCT

Hskou marueHTH noayvyaBaT pa3indHH BUJIOBE CTOMAIIEH TUCKOM(OPT, KOTaTo 3amoyHat
KOMOWHAIIUATA CUTATIUIITHH U METQOPMHH EIHOBPEMEHHO (4ecToTara € ,,4eCTr’).

Hsxou maruenTH, Npy NpreMaHe Ha CUTAITUITHH B KOMOWHAIUS ChC CYI(OHMITYpEeHHO MTPOU3BOIHO U
MeT(HOPMUH, TIOTyYaBaT CICAHUTE HEXKEITAHU PEAKIIIH:

MHoro "ecTtn (MOXke Ja 3acerHar moseue ot 1 Ha 10 mymm): HICKY HMBA Ha KphBHATA 3axap

UYecTu: 3amek

Hsxou marnueHTy, mpy npueMaHe Ha CHTATUITAH W MTHOTIATA30H, [TOyYaBaT CICAHUTE HEXETaH!
peaKIum:
YecTH: ra3ose, MOyBaHe HA PHLETE WK KpaKaTa

Hsikon manueHTH noay4aBat CIeIHUTE HeXKellaHU PEaKLUK, JOKATO IpUeMaT CUTAIIUIITUH B
KOMOWHANUS C MUOMIUTA30H U MET(POPMUH:
Yectu: moayBaHe Ha pblIeTe MM Kpakara

Hsxou naiueHTy mony4aBar CJIeIHUTE HeXKeJIaHH PeaKkiiy, J0KaToO IpUeMaT CUTArJIMIITHH B
KOMOWHAIIUS C HHCYJIHH (ChC WK 03 MeT(QOPMUH):

YecTu: rpun

HeuecTu: cyxora B yctara

Hsixon ManyeHTH IoJIydaBaT CJICAHUTE HEKEIIaHU p€aKIIuK, JOKATO MprueMaT CUTArJIUITUH
CaMOCTOSITEITHO TPH KIIMHUYHHU MPOYYBAHUS MM B TIEPHOIA CJIE/T pa3pelliaBaHe 3a yrnoTpeda npu
CaMOCTOSITETICH TIPUEM W/WITH C JIPYTH aHTHIHA0CTHHU JICKapCTBa:

YecTH: HUCKA KpbBHa 3axap, FJIaBO6OJ]I/Ie, I/IH(beKHI/IH Ha TOPHUTC AUXATCIIHU IbTUIA, 3AITYIIICH WJIN
Teyall HOC ¥ Bb3MaJICHO I'bPJI0, OCTEOAPTPHUT, OOJIKA B PBIETE HIIH Kpakara

HeuecTtu: 3amaiiBane, 3armek, Chbpoex

Penxu: Hamanen Opoii TpoMOOIIUTH

C Heu3sBecTHaA yecToTa: Mpobiemu ¢ ObOperuTe (MOHAKOra Halaraliy Juajin3a), MoBpbhIllaHe, CTaBHA
Oomka, MycKyItHa Ooiika, O0JKa B rbpba, HHTEpCcTUIHamHa OenoapodHa 6oect, Oyno3eH meMpuronsa
(BUI MEXYypH IO KOXKaTa)

Cpo0aBaHe HA HeKeJIAHU PeaKI U

AKO TIONTyunTe HAKAKBY HEXellaHW JISKapCTBEHU peaklny, yBeaoMmere Bamus nekap, hapMarieBT uiu
MCOWIIMHCKa CECTpa. ToBa BKIIIOYBa BCUYKHU BHE3MOKHHU HEOIMCAHU B Ta3U JIUCTOBKA HEXKEIaHU
peakmu. MoxeTe ChIIo A3 ChOOIIUTE HeXENaH! PEeaKluy JUPEKTHO Ype3 HAI[MOHAIHATA CHCTEMA 3a
chobmmaBane, mocodeHa B llpmnokerne V. Kato cro0maBaTe HexKeIaH! peaKI|K, MOXKETE 1 TaJIeTe
CBOS MPUHOC 32 TIOJy4YaBaHe Ha MoBeYe MH(OPMAIUs OTHOCHO 0€301MaCHOCTTa Ha TOBA JIEKAPCTRO.

5. Kak na coxpansiBare Xelevia
Jla ce cbXpaHsiBa Ha MSICTO, HEIOCTBITHO 32 JIela.
He u3non3BaiiTe ToBa IeKapcTBO cie] CPOKa Ha TOAHOCT, OTOENsI3aH BbpXY OHcTepa U KapTOHEHATa

omnakoBka cief ,,EXP* u ,,I'onen 10:“. CpokbT Ha TOAHOCT OTTOBAPS HA MOCJIEIHUS JE€H OT MTOCOYCHUS
MecelL.
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Ha ce cexpanssa mox 25 °C.

He PI3XB’LpJ'I$IﬁT€ JICKapCTBATa B KaHAJIMU3AllUATa WA B KOHTeﬁHepa 3a IOMalllHX1 OTIIaaAbIIn.
[Tonmraiite Bamus (bapMaueBT KaK J1a U3XBBPJIATE JICKAPCTBATA, KOUTO BCUC HC U3IIOJI3BATC. Tesu
MEPKH 1I€ CIIOMOI'HAT 3a Olla3BaHE HAa OKOJIHAaTa cpe€aa.

6. CLumeaHne HA OMaKOBKAaTa U JONIbJHUTEC/IHA l/IH(l)OpMalII/Iﬂ

KaxBo cbabpixa Xelevia
- AKTHUBHOTO BELIECTBO € CUTAINIUIITHH:

O

Bcesika Xelevia 25 mg ¢punmupana Taberka (TabeTka) ChabpiKa CUTANTUNTHH pocdar
MOHOXHJIPAT, EKBUBAJIICHTEH Ha 25 Mg CUTAIIMIITHH.

Bcesika Xelevia 50 mg ¢punmupana Tabnerka (TabneTka) Chabpika CUTarMUNTUH pocdar
MOHOXHJIpaT, EKBUBaJIeHTeH Ha 50 mg CUTAIJIUIITHH.

Beska Xelevia 100 mg ¢punmvupana TabneTka (TabiaeTka) ChIbpika CHTADIHITHH (pocdar
MOHOXUJIpaT, eKBUBaJieHTeH Ha 100 mg CUTamTUITHH.

- Hpyrute cbcraBku ca:

O

SAnpo Ha TabneTkara: MUKpoKpUcTaiHa 1enynosa (E460), kannues xuaporendocdar,
6e3BoneH (E341), kpockapmenosa Harpuii (E468), marnesues creapar (E470b), Hatpues
cTeapuidymapar 1 pomui rajar.

DHUIMOBO MOKPUTHE: TOMU(BUHUIIOB ajKoxout), Makporoia 3350, tank (E553b), TuraHos
muokcun (E171), yepsen xenesen okcua (E172) u xbnt sxenesen okcun (E172).

Kak m3rnexna Xelevia u kakBo cbabp:ka 0akoBKaTa

- Xelevia 25 mg ¢unmupanu TablETKH ca KPbIJIK, PO30BH GUIMUpPaHHU TabJIeTKu ¢ Haamuc “221”
OT eJ[HaTa CTpaHa.

- Xelevia 50 mg pumupanu TabIETKA ca KPBINH, CBETIO0SKOBH (DHIMUPAHH TAOJICTKH C
Hagnuc “112” ot egHara cTpana.

- Xelevia 100 mg ¢punmupanu TabneTku ca Kpbriin, 0eK0BU GUIMUpaHH TaOIETKH C HaIITHIC
“277” or enHATA CTpaHA.

Henpospaunu 6mucrepu (PVC/PE/PVDC u anymunmii). Onaxosku o 14, 28, 30, 56, 84, 90 wm 98
(unmupany Tadbnetku u 50 X 1 punmMupanu TabneTku B iepoprpaHu eHOT030BH OIIMCTEPH.

He Bcuuku BHUIOBEC OIIAKOBKHU MOrar Jga 6’[))13,T IMyCHATH Ha I1a3apa.

IpuTexaTen Ha pa3pelieHHETO 32 YNOTPeda U MPOU3BOAUTE

Merck Sharp & Dohme B.V.
Waarderweg 39

2031 BN Haarlem
Hunepnannus

3a JOMBIHUTENTHA HHPOPMAIIHMSI OTHOCHO TOBA JIEKAPCTBO, MOJIS, CBBPIKETE CE C JIOKATHUS
NpeCTaBUTEN Ha MPUTEKATENS Ha pa3pelIeHUETO 3a yroTpeda:

Belgique/Belgié/Belgien Lietuva

MSD Belgium UAB Merck Sharp & Dohme
Tél/Tel: +32 (0)27766211 Tel.: +370 5 278 02 47
dpoc_belux@msd.com msd_lietuva@merck.com
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Bwarapus

Mepk Hlapmn u loym bearapus EOO/
Ten.: +359 2 819 3737
info-msdbg@merck.com

Ceska republika

Merck Sharp & Dohme s.r.o.
Tel.: +420233 010 111
dpoc_czechslovak@merck.com

Danmark

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

Deutschland
BERLIN-CHEMIE AG
Tel: +49 (0) 30 67070

Eesti

Merck Sharp & Dohme OU
Tel: +372 6144 200
msdeesti@merck.com

EiLada

MSD A.®.B.E.E.

TnA: + 3021098 97 300
dpoc_greece@merck.com

Espaiia

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

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

Hrvatska

Merck Sharp & Dohme d.o.o.
Tel: +385166 11 333
croatia_info@merck.com

Ireland

Merck Sharp & Dohme Ireland (Human Health)
Limited

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

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

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

Magyarorszag

MSD Pharma Hungary Kft.
Tel.: +36 1 8885300
hungary msd@merck.com

Malta

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

Nederland

Merck Sharp & Dohme B.V.

Tel.: 0800 9999000 (+31 23 5153153)
medicalinfo.nl@merck.com

Norge

MSD (Norge) AS
TIf: +47 32 20 73 00
msdnorge@msd.no

Osterreich

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

Polska

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

Portugal

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

Romania

Merck Sharp & Dohme Romania S.R.L.
Tel: +4021 529 29 00
msdromania@merck.com

Slovenija

Merck Sharp & Dohme, inovativna zdravila d.o.o.
Tel: + 386 1 5204 201

msd_slovenia@merck.com

Slovenska republika

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



Italia

Neopharmed Gentili S.p.A.
Tel: +39 02891321
regulatory@neogen.it

Kvmpog

Merck Sharp & Dohme Cyprus Limited
TnA: 80000 673 (+357 22866700)
cyprus_info@merck.com

Latvija

SIA Merck Sharp & Dohme Latvija
Tel: +371 67364224
msd_lv@merck.com

Suomi/Finland

MSD Finland Oy

Puh/Tel: +358 (0)9 804 650
info@msd.fi

Sverige

Merck Sharp & Dohme (Sweden) AB
Tel: +46 77 5700488
medicinskinfo@merck.com

United Kingdom (Northern Ireland)

Merck Sharp & Dohme Ireland (Human Health)
Limited

Tel: +353 (0)1 2998700

medinfoNI@msd.com

JlaTa Ha mocjeaHo nmpepa3riexaaHe Ha guctoBkata {MM/ITIT}.

IMonpoOna nHopMarlms 3a TOBa JIEKApCTBO € MpeocTaBeHa Ha yeOcaiita Ha EBpornelickaTa areHIus

IO JIEKapCcTBaTa: http:/Www.ema.europa.eu.
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