KPATKA XAPAKTEPHCTHKA HA IPOAYKTA

1. HME HA JJEKAPCTBEHHA NPOAYKT

CurnetHk 25 mg ¢GUIMHpaHH TabIeTKH
Curnetrk 50 mg dunmupaHu TabneTky
Curnernx100 mg dunmupany TabneTku
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Sigletic 25 mg film-coated tablets SRTTRI 0 Y e R =
Sigletic 50 mg film-coated tablets 17 1 a
Sigletic 100 mg film-coated tablets U D

2. KAYECTBEH H KONTHYECTBEH CbCTAB

Bceaka Tabnetka ChAbPKa CHTATAHITHH XHAPOXIOPHI, MOHOXWAPAT, €KBHBANCHTECH Ha 25 mg
cumaznunmun (sitagliptin).

Beska Tabierka ChABPKA CHTATIMNTHH XHAPOXJIOPH/ MOHOXHPAT, eKBHBaneHTeH Ha 50 mg
cumaznunmun (sitagliptin}.

Besixa TabeTka ChABpKa CHTATTHYTHH XIIPOXJIOPHI MOHOXHIPAT, eKBHBANIEHTEH Ha 100 mg
CHTArMMNTHH (sitagliptin).

IToMoIAC BEINECTBO € A3BECTHO NEHCTBHE: HATPHIA.
Besaka tabnerka 25 mg, 50 mg, 100 mg cuabpka no-maiko or | mmol Harpuii (23 mg) 3a 203, T.¢.
[IPAKTHYECKH HE CHABPKA HATPHH.

3a TBJIHMA COMCHK HA MOMOLIHUTE BEUIECTBA BIXKTe To4ka 6.1.

3. JNEKAPCTBEHA ®OPMA

@unmupana TabneTra.
Tabnerky or 25 mg: CBETIOPOIOEH, KPBIJIH, ABOHHOM3NBKHAIH GHIMHEpany TabAeTKY.
JuaMersp Ha Tabnerkara: 5,9-6,3 mm

Tabnersu or 50 mg: CBETIOOPAHKEBH, KPBIJIH, ABOHOH3NBKHATY PHIMHPAHH TabIETKH ¢
JeAHTENHA YEPTA OT €JHATA CTpaHa M BATEGHaTO penedHo o3Havenue ,,30 oT ApyraTa CTpaHa.
TabneTkara MOKe Ja ¢€ pa3lelly Ha OBe PABHH J03H.

JnaMeTsp Ha Tabnerkara: 7,9-8,3 mm

Tabnerkn or 100 mg: cBETNOKa(ABH, KPBIITH, ABOHHOH3MEKHANY (IIMHpAHH TaONETKH ¢ ACIUTEIH
YepTa OT eIHATA CTPaHa H BATLOHATO penedHo o3Hadenue ,,100% ot apyrara crpaHa.

Tabnerkara MOXe Oa C& Paslieny Ha ABE PABHU JIO3H.

Jnametep Ha Tabnerkara; 9,9-10,4 mm

4. KIWHHUYHH JAHHH

4.1 TepaneBTHYHH MOKAAHASN

TlpH BB3pacTHH NANUEHTH CBC 3axaped Auaber THN 2 CHIMETHK € NOKa3aH 3a nonoOpaBaHe HA
[JIHKEMBYHYA KOHTPOI:

KaTO MOHOTEpanua
- NpH MAUHEHTH ¢ HE33N0BOJIHMTEACH KOHTPOM ¢aMO 1pe3 AHETa U YHipaKHEHHA
MET(HOPMHEH € HEMOOXOAAII MOpaJy IIPOTHBOMOKA3AHHA HITH HEMOHOCHMOCT,



KaTo ApoifHA NepopanHa Tepamss B xoMOHHAIMA C

- MeT(GOPMEH, KOTATO ¢ IHETA H YIPAXKHEHHS, TIIOC (IPHIIAraH caMoCTOATENHO MeThopMuH, He
¢e [OCTHTA 33/I0BONTHTENIEH TJIMKEMHYEH KOHTPOJ.

- cyndannnypeifso MpoU3BOAHO, KOTATO C JUETA H YNPAXKHEHHs, INI0C MAKCHMATIHA NOHOCHMA
1033 CynpaHATYpeiHO MPOH3IBOIHO CAMOCTOATENIHO, HE C& OCTHTa 34I0BOHTENCH
[JIHKEMHYEH KOHTPON ¥ KoraTo MeThOpMEH € HeNOAXOAALI TOpay NPOTHBOTIOKA3AHHA HiH
HETOAEPAHTHOCT.

- MepOKCH30MEH NponudepaTop—akTHBMpaH petenTop rama (PPARY) aroruct (Hanp.
THA30IAIUHANOH), KOTaTo H3noassaHeTo Ha PPARY aroHHeT ¢ MOOXOAAII0 W KOTaTo ¢ IHeTa 1
yiipaxkuenns, mioc PPARY aroHHCT, NpANarad ¢aMOCTOSTENHO, HE C¢ MOCTHTA 2a10BONIHTENICH
FIHKeMUYeH KOHTPOM.

KaTo TpoiHa NepopanHa Tepanud B koMOHHALMSA ¢

- cyndaHAnypeliHO IPpou3BORHO H MET(OPMHAH, KOTATO ¢ THeTa H YNPaXHEHu, ITI0C JBOiHa
TEPANMHA ¢ Te3H JeKapCTBEHH NPOXYKTH, HE CE MOCTHTa 3AN0BONMTENCH MHKEMHYEH KOHTPOIT.

- PPARY aroHucT u MeT)OpMuH, KOTaTo H3nonsBaHeTo Ha PPARY aroHucT ¢ NoAXoAile 1
KOTATO ¢ IMETA H YIpaXKHEHMA, IUII0C ABO/HA Tepanus ¢ TE3H JIEKAPCTBEHH MPOIYKTH, HE Ce
MOCTHTa 33A0BONUTENEH TIIMKeMHYEH KOHTPO.

CHIVIETHK CBINO € TIOKA3aH KaTo AOITHTHATE/HA TEPANHA KbM HHCYNHH (C5C uiK 6e3 MeTGOpMHH),
KOTaTO ¢ JHETa H YIPaOKHEHHS, TUIIOC NOCTOAHHEA L0032 MHCYIIHH, He Ce MIOCTHra 3a0BONHTeIeH
TIMKEMHYEH KOHTPOM.

4.2 [{o3¥pOBKa H HAYHH HA TPHIOKEHHE

03HPOBKA

Josara e 100 mg cHTArMUNTHH e14H NBT AHeBHO. Korato ce 3non3sa B KOMOHHAIMA ¢ MethopMAH
w/unu PPARy aronmct, nosara Ha mergpopmus w/win PPARYy aronrcra He Tpabsa ia ce IpoMeH,
Karo CHrIeTHK ce npunara COHORPEMEHHCO,

Koraro CHuriieTrx ce H3mo/3sa B KOMOHHAIAA ¢BC CyldaHuIypeiHO MpOH3BOAHO WIIH ¢ HHCY/HH,
MOKE Ja c& OOMHBCIH ITO-HACKA A034 CYIPaunnypefiHo IPoH3BOAHO HIH HHCYTHH, 33 fa ¢¢ HaMalli
PHCKBT OT XHTIOTJIHKeMuA {Bx. Touka 4.4).

Axo ce nponycHe no3a CHIVIETHK, TPI6Ba Ja ce B3eMe He3a(aBHO, KOraTo NalpeHThT C¢ CETH. B enun
H CBIOM A€H He Tpa0Ba Aa ce B3eMa JBOHHA 1033,

CrienHanAl NOMyNAHK

Bubpeuno yspescoarie

Korato ce o6MHC/IA H3NOM3BAHETO HA CHTATIIHITHH B KOMOHHAIMA C APYT aHTHAHAOETEH NICKapCTBEH
MPOIYKT, TpAOBA A2 Ce NIPOBEPAT YCIOBHATA 3a HINOCJ3BAHETO MY [IPH NAUKEHTH ¢ 6p6peqno
YBpeRIaHE.

TIpu nanuenTH ¢ exa opma Ha 6E6peuHo yBpesane (CKOpocT Ha romMepyHa duntpaups [GFR]
= 60 mo < 90 ml/min) He ce Hamara KOpeKHA Ha J034Ta.

Tpn mauxeHTH ¢ 660pedHo yBpexnaHe B ymepena crenen (GFR > 45 no < 60 ml/min} He ¢e Hanara
KOpeXUHs Ha JO3aTa.

TlpH MALMEHTH CHC CPEIHO TeXKa dopMa Ha 6E6peuro yppexaane (GFR > 30 o <45 ml/min},
Aozara CHrneTHK ¢ 50 mg BeHEbK THEBHO.

TIpu MalAEEHTH ¢ TeXKa popMa Ha 66peuno yppexaane (GFR > 15 no < 30 ml/min)
TepMuHANHA 6b6peuna HepocTarsunoeT (ESRD) (GFR < 15 ml/min), BITIOYHTENHO



XEMOIMANH32 WIH TTePHTOHEANHA IUaIu3a, 103aTa CHINETHK € 25 mg BeAHbk AHCBHO, JleueHneTo
Moxe 1a OBe NpUAokKeHo He3aRHCHMO OT BPEMETO 34 JHAIIH3A.

IMTpenw 3ano4Bane HA NedeHAETO che CHITIETHK M MEPHOOMYHO CICA TORA C€ NPEHOPHYBA ONEHKA Ha
GnOpeanaTa GyHKIMA, Thil KaTO ¢ HEOGXOAMMO KOPEeKIIHA Ha fo3aTa Ha Gasara Ha Gnbpednara

yHKmps.

Yepraopobuo yepexcoane

- He ce nanara kopeKuus Ha NPUIATaHaTa 033 NPH NABEHTH € JEKO A0 CPELHO TERKO I€PHOAPOGHO
yppexznane. CUIIETHK He e NpoydBaH IPH NALMEHTH ¢ TeXKC 4epHONPOGHO yBpexRAaHe M Clienpa Na
€& TOAXMKAA BHUMATENHO (B, To4ka 5.2).

OGage, Thit KaTO CHTATTUITHH C€ ENHMHHUPA OCHOBHO 4pe3 Os0peliTe, HE e 07aKBa TEXKOTO
YepHOAPOOHO YBPEXKAaHe A MOBNHAE BEPXY GApMAKOKMHCTHKATA HA CHTATTBITHH.

Cmapuecka gb3pacm
He ce ganara Kopekums Ha 103aTa B ChOTBETCTBHE C BL3PaCcTTa.

Heduampuana nonyaayus

CHTArMHITTHH He TPA0BA a Ce M3NO0N3Ba MPH JeNa H OHOMH Ha BE3pacT oT 10 xo 17 ronhss nopain
HEeLOCTAaTh4HA eHKacHOCT. HaNHYHHTE MOHACTOAILEM /IaHHH Ca ON¥caHH B Touku 4.8, 5.1 n 5.2,
CHTArIHNTHH He € POYYBaH NpH NefuaTPHUHH HallHEHTH HA BB3PacT MoA 10 ronuHu.

Haum Ha opunoxkenne
CurieTHK MOKe Ja ce IpHeMa ChC IWin Oe3 XpaHa.

4.3 [IporABOnOKA3aHUNA

CBpBXIyBCTBUTETHOCT KBM aKTHBHOTO BEIISCTBO HITH KbM HIKOE OT NOMOIIHHTE BEMESCTEA,
n36poeny B Touka 6.1 (Bx. Toukn 4.4 u 4.8).

4.4 Cueunajnu npenynpexieHHs H NpeANaIHa MEpKH OpH ynorpeba

O6um
Cursietux He TpaOBa A& ce H30A3Ba TIPH NALHEHTH CBC 3axapeH AMaber THN 1 WiIH 3a NeYeHHe HA
IuabeTHa KeToAMao3a.

OcTEp nanxpeaTny
Vnorpebara Ha DPP-4 uEXHOHTOPH € CBBP3aHa ¢ PUCK OT PAsBHTHE HA OCTHP NaHKPEaTHT.

TNMamenture Tpadea fa GemaT HHOOPMAPAHH 33 XAPaKTEPHHS CHMITTOM Ha OCTHD IMAHKPEATHT:
HEePCHCTHpAIlA, MHOTO CHITHA KopeMHa Gonka. Criell npekpatasane Ha CHTAMAMITIHI, ce HaOmonasa
OTUIYMsBAaHE HA MaHKPEaTHTa (Che WK 6e3 mOMABPKaAI evuene), Ho B MHOTO PeJKH Cly'aH €
CHoBIIABAHO 33 HEKPOTH3HPAL WK XeMOparHyeH NaHKPeaTHT WM CMBPT. AKO HMa CBMHERNA 32
TIaHKpeaTuT, TPAOBa Aa Ce NPEeKpaTH NPHEMET HA CHTATIHOTHH W IPYTH NOTEHUHMATHO MON03HpaHH
NEKAPCTBEHH TPOAYKTH; KO C& NOTBLPAM OCTHP MAHKPEATHT, NPUeMBT Ha CHITIETHAK He Tpalsa Aa ce
BE300H0BAB2. HeoGX0AHMO & NOBHIIeHO BHAMAHHE NIPH TIAIMEHTH ¢ aHAMHEe3a 32 MaHKPEATHT.

XUMornUKkeMHs, KOTA4TO ¢¢ Npuiiara B KOMOWHALIAA ¢ IPYTH AHTHXAMEPTTHKEMIIHH JeKapCTBEHY
DPONYKTH

IIpM KIMHYYHA H3NHTBAHMA CHTATTHITTHH KATO MOHOTEDAIHS H KaTO YacT OT KOMOUHUPAHA TepanHs ¢
NEKApCTBEHH MPOAYKTH, 33 KOMTO € H3BECTHO, 4¢ He MPHIHHABAT XHITOIIHKeMHS (Hanp. METGOPMUH
wHum PPARY arosuct), cr00IIeHATE HUBA Ha XHIIOTTTHKEMHS TIPH CHTATUIITHH ¢a CXONHH C Te3H
pH MAUMENTH NoTy4asany mnaueto. XumormukeMus ¢ HabroAapana, KOraTo CHTATTHITHH €
H3MOA3BaH B KOMBUHALEA C HHCYJIHH WM CyJTannypeiiHo npou3ponHo. ClenoBareito, 3a 1a ce
HAMAAN PHCKLT OT XHNOMTHKEMHS, TpAbBa 1a ce 0OMHCIH No-HHCKA A03a CyndaHuypeiHo
MPOH3BOLHO WIH WHCY/IMH (BXK. TO4Ka 4.2).

Bxbpeuno yepexnane
CHTarmMITHH ce eKckpeTHpa OBOpeYHo.




3a ja ce NOCTUrHAT [UTa3MEHHTEe KOHLUEHTPALME Ha CHTArIUNTHE, Nofe0HA Ha Te3y NpH NaleHTH ¢
HopManHa 650peuna ¢ynkums, npu nampenty ¢ GFR < 45 ml/min ¢e mpenopr4YBaT NO-HACKH A03H,
KaKkTo ¥ npH nausesTy ¢ ESRD, H3ncKpalllM XeMoA¥any3a HIH IePHTOHeanHa JHanu3a (Bi. TOUKA
4.2u5.2).

Koraro ce 0OMHCNA H3NON3BAHETO HA CUTATTIHIITHH B KOMOHHALMA C APYT AHTHAHAGETEH NEKapCTBEH
IPOAYKT, TpAGBA Na ce NpOBEpPAT YCIOBHATA 33 W3TION3BAHETO My MPH MauHenTH ¢ 650peyHo
YBPEXaHe.

Peaxivi Ha CBPEXYYBCTBHTETHOCT

CpobIenH ca NOCTMAPKETHHIOBH CIIy4aH Ha CEPHO3HY DEAKIIHH Ha CBPBEX1YBCTBHTENHOCT IPH
MAUKREHTH, TEKYBAHH Ch¢ CHTAMTHNTHN, Te3H PeakHH BIIFOYBAT aHa(HIaKCHA, AHTHOSAEM H
ekChOTHATHEHHA CHCTOSHMA HA KOXKATA, BKIKOUHTENHO CHEIpoM Ha Stevens-Johnson. Havanoro Ha
TE3H PEAKilHA € [0 BPEME HA ITBPBHTE 3 MECela cIie]] 3aIl0YBaHe HA NeUSHHETO, KaTo HAKOM CITy4aH e
OPOABABAT cllell TEPBaTa A03a. AKO Ce IIOA03HPa PEAKIHA Ha CBPEXIYBCTBHTENHOCT, IPHEMET Ha
Curnetnk TpadBa aa 6s4e npexpareH, Tpatea ga 6b1aT OLeHSHH APYTH MOTCHUMATHH NPHYHHH 33
CBCTOAHHMETO H /I3 CE 3aTMOYHE ANTEPHATHRHO JieueHue Ha nuabera.

Bynosen nemguronn

IMpu nauuenTs, npueMamy DPP-4 uHXHOHTOPH, BKIIOYHTETHO CHTANIHITTHH, HMA MTOCTMAPKETHHIOBY
cpo0imenns 3a GynozeH DeMGUrous. AKo uMa chMHeHHs 38 6yr03¢H neMGHIoHH, NPHEMBT HA
Curnersk Tpa06Ba fa ¢ IpeyCTaHOBH.

Harpuii

CHraeTHK chIBpHa o-Manko o1 1 mmol warpuii (23 mg) 3a no3a, T.€. MOXe Jia Ce Kaxe, 4e
MPAKTHYESCKN HE CHABPKA HATPHIA.

4.5 BsaumopgelicTsue ¢ ApYrH AEKAPCTBEHH NIPOAYKTH H APYrH GUPMH HA B3aHMO/eliCTBHE

BQCKTH Ha JPYTH JCKapCTBEHH OPOAYKTH BBPXY CHTArJTHOTHH

[IpeAcTaseRMTe MO-A0NY KNHHWYHH AAHHY NPELTIONATaT, 4€ PUCKET OT KIHHUYHO 3HAYAMH
B3aHMOJEHCTBHA C SAHOBPEMEHHO NPUIATAHH 11€KapCTBEHH NPOMYKTH € HHCBK.

In vifro MpoOyYBRAHUATA NOKA3BAT, Y& OCHOBHMAT EH3HM, OTTOBOPEH 33 OrpaHHYeHHa MeTaboIn3byM Ha
cararnuntey, e CYP3A4 npu yuactueto u Ha CYP2C8. Ipu namuentH ¢ HopManHa Opbpeuta
$yuxuua metaGonusmeT, BxmovuTendo upe3 CYP3A4, urpae Manka pons B KndpbHCA Ha
cuTanirTHH, MeTabomsMET MOKe 1a HIpae [o-CHINECTEEHA POIK B SAHMHHHPAHETO HA
CHIAITANTHH NPH TéxXKo GL6pedno yepexate win TepyuHansa 6p6peuna sepoctaTsunoct (ESRD).
TMopamu Ta3H NPHYKHA € BE3MOKHO MOMIHH CYP3A4 MExuOHTOPH (KATO KETOKOHAON, HTPAKOHA30,
PHTOHABHD, KNAPHTPOMHMIHE) M4 MPOMEHAT PapMaKoKHHETHEATA Ha CHTATIHIITHH NIPH NAIHEATH ¢
TeKa cTeneH Ha 616peuno yppexaane win ESRD. Braaeticrauero Ha Momuure CYP3A4
HMHXHOUTOPH TIPH HaIMYHE Ha GROpEeyHO YBPEXKIAHE HE € OUEHABAHO B KNHHWIHO MPpOY4BaHE.

In vitro NpoyYBaHNATA HA TPAHCIIOPTA TIOKA3BAT, Y¢ CHTATIHIITHH ¢ CYGCTpAT Ha p-TIHKONPOTEMHA
Ha TPRHCIIOpPTepa Ha opraHmJuHly aHHoHH-3 (OAT3). OAT3-MeaHRPaHHAT TPAHCTIOPT HA CHTATNKITHH
ce TIOTHCKA in vitro OT IPOGEHEeUH , MaKap 4€ PHCKBT OT KITMHHYHO 3HATHMH B3aMMOJEACTBHA CE
OLigHsABa KaTo HUCHK. EnHoBpementoro npunoxetue ¢ OAT3 uHXuGUTOPH HE € OLEHABAHO int Vivo.

Memgpopmun: EAHOBPEMEHHOTO, MHOTOKPATHO NpunoxeHue Ha fo3u ot 1 000 mg merdopMuH fisa
ITHTH JHEBHO ¢ 50 mg CHTArMHMOTHR HE MPOMEHA 3HATHMO (APMAKOKHHETHKATA HA CUTAlJIMIITHH P4
TAUMERTH ¢ ZHabeT ThT 2.

Huxnocnopun: TIporeneHo e NpoyvBate 3a OUHKA edekTa Ha HUKIOCTIOPHH, MOIIEH HHXHOHTOP Ha
P-THKOIIPOTEHH, BEPXY (apMakOKAHETHKATA HA CHTAT/IMITHH. EJHOBPEMEHHOTO NPHIIOX
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BLOpeYHHAT KMMPBHC HAa CHTArNTHNTHH He Ce ITPOoMEHs 3Ha4uMo. [lopaau ToBa He ¢€ 09aKBaT
3HAYMMH B3aHMOJEHCTBHA C APYTH P-TAHKONPOTENH HHXHOHTODH.

E¢extn Ha cuTarnMiTTMH BEPXY APYTI'H NEKApPCTREHY NPOAYKTH

Jueoxcur: CATATIANTHH AMA cl1ad edeKT BHPXY IUIA3MEHATa KOHIEHTPAIMA Ha JHroKcHH. Crex
npyAaratdero Ha 0,25 mg AUrokCcHH efHoBpeMeHHC cx¢ 100 mg CATATHAITHH AHEBHO B MPONEIKCHUE
Ha 10 gau, naasmenata AUC Ha ZHrokCHH HapacTea cpeano ¢ 11%, a miasmeHaTa Cosx CpeiHo ¢
18%. He ce rpenopuysa KOPUrApaHe Ha A03aTa HHTOKCHH. B CHIOTO BpeMe MALMEHTHTE C PHCK OT
JHroX¢HHOBa TOKCHYHoCT Tpadea na Oxgatr o HAbMoAEHNE 34 TAKaBA, KOTATO CHTArMHIITHH H
OUTOKCHH C¢€ MpHAaraT CHHOBPEMEHHO.

In vitro jauHUTe MOKA3BAT, Ye CHTATMITHH He MOTHCKA # He uHayukpa CYP450 u3oeH3uMure.

B xiMHHYAH MpOYYBaHAA CHTATIHITHH HE IIPOMEHS 3HAUMMO $apMaKOKHHETHKATA Ha MEeTHOPMHH,
ra6ypHa, CUMBACTATHH, POIMIIHTA30H, BapdapyH WK NepopaTH KOHTPANETITHBH, AaBAKH in Vivo
HAaHHW 38 MAIKa BEPOATHOCT OT NpeAW3BHKBAHE Ha B3aNMoAeHcTBIA Che CyGerpard Ha CYP3A4,
CYP2C8, CYP2C9 u Tpancrioprep Ha opraniuss kathonu (OCT). Curarnunran Moxe na 6bae cnab
HHXHOHTOD HA P-TIMKONIPOTEMHA i1 Vivo.

4.6 PepruanTer, 6peMEHHOCT H KbPMeHE

Bpemenroct

Hsma nocraThuno Jasnu 3a ynorpefiaTa Ha CHTAMKITHH GpH GpeMeHHH eHH. [IpoyuBaHHATa NPy
*KMBOTHH NOKa3BaT PENPOAYKTHBHA TOKCHYHOCT NP BHCOKH 034 (BK, TO4Ka 5.3). [loTeHIHAMHAAT
PHCK 11ip¥ Xopa He e n3BecTen. ITopany MAncara Ha faHHM npy Xopa CHrneTsk He TpabBa fia ce
H3TON3BEA pH OpeMeHHOCT.

KepMmene
He € W3BECTHO NANH CHTArNMITHE CE eKCKpeTHpa B kbpmaTa. [IpoyupanusTa OpH XUBOTHH TTOKA3BAT,

e CHTArIAITAH C& eKCKpeTHpa B MDikoTo. CHIIETHK He TpAGBa Ja C& H3NOI3B2 DU KbPMEHE.

€ UTET
JlaHHWTE OT Mpoy4BaHHA HPH KHBOTHH HE MPEANONAraT BIUSHHE PBPXy (depTHIHTETa Ha MBEXKH H
JKEHCKH IUTEXOBE TIPH JIeUeHye CLC CHTArTTMITHH. JIHTCBaT JaHHH PH XOopa.

4.7 Edexrn pppxy cnocodnocTTa 33 Inohupane H paéora ¢ MAIIAHA

CHIMIeTHK He TIOBKABA H/IH OBIHABA penebpexuMo ciocofHocTTa 3a WwodHpaHe # paboTa ¢
Mal#Hu. B chioTo BpeMe nipy modupane Wik paboTa ¢ MAIHHA TPA6Ba fa Ce MMa NPENBHY, 1€ ca
AOKAaABAHH CIIYYaH Ha 3aMaiiBaHe H CEHAHBOCT.

B nomenHenue, nauHeHTHTE TPAOBA A3 €€ HPERYIPEKAABAT 33 PHCKA OT XHIOTIKEMHA, KOTaTo
CHINeTHK € M2Ion3Ba B KOMOHHALMA ¢he cydaHinypeHO NPOHIBOAHC WY C HHCYIIHH.

4.8 HexeaaHH JeKAPCTBEHH PEAKLINY

Pesiome Ha npoduaa va GesomacHocT

Cr0o0makrany ca CEpHOIHH HEXKETAHH PSaKiiH, BIIIUHTENHO [IAHKPEATHT U peaklHy Ha
CBPBXUYBCTBUTENHOCT. CHOGIIABAHA € XUMOTHHKEMUS B KOMOHHALMA CBC CyadaHiiypefino
npousBoAHO (4,7%-13,8%) u wecynun (9,6%) (B, Touka 4.4).

TalbnuyeH cnHCHK Ha HexelaHKTe JICKAPCTBEHH PEaKIHA
HeskenaHATe NeKapCTBeHH peakuyi ca ocoueHH no-zony (Tabnnua 1) cnopen cHcTeMO-OpraHia

knacudrKarys | Yectora. ITo YecToTa ce ONpeenaT Karo: MHOTo YecTH (2 1/10); yectu (= 1/100 no
< 1/10); neuects (> 1/1 000 go < 1/100); pemkn (= 1/10 000 mo < 1/1 000); Muoro penxu (< 1/10
H ¢ HEH3BECTHA YeCcTOTa (0T HATHYHHTE JaHHK He MoXe a Oble HanpaBeHa OUeHKa).




Ta6aunoa 1. HecToTa Ha HexReJAHHTE peaKilHA YCTAHOBEHH MO Bpeme HA naanebo-
KOHTPONHPAHH KNHHHYHH NDOYHBAHHA NIPH MOHOTEPAIHA CBE CHTATAHUTHH H IPpH
HOCTMAPKECTHHIOBHA ONIHT

Hemenana peakuus YecTOTA HA HEKEJAHATA peakliag

HapymesHHA Ha KPbLBT2 H JnMQHaTa
cHCTEMa

TpoMGonTONEpHA Peaxu

HapymeHna #1a HMYHHATA CHCTEMA

PEAKLMH H2 CBPBXYyBCTBHTENTHOCT, C HeM3BECTHA YeCTOTa
BITIOIHTENIHO aHADHIAKTHIHN 0TroBopH*-!

Hapymenus Ha merafoan3mMa H XpaHEeHETO

xunormikeMast | Yectn

Hapyioenns Ha HEPBHATA CHCTEMA

rasobosme Yectn

3aMaliBane Heuectu
PeciupaTopHy, rpbAHE H MENHACTHHAJHH HADYLIEHNA
HHTEpCTHIHANHA OenonpobHa GomecT C HeH3BECTHA YeCTOTa
CToMauHo-YpeBHHE HAPYMEHHS

3amex Hewectn

[IOBpBIjaHE™* C HEH3BECTHA YeCToTa
OCTHp HaHkpeaTuT*, 1,1 C HeH3BECTHA 4ecToTa
taraneu v HedaraneH xeMOparuden u C HEeM3BECTHA YeCTOoTa
HEKPOTH3HpaIl

naskpearnt *,}

Hapymemm HA KOKATA H NOAKOKHATA ThKAH

npypuryc* Heuectn

aprHoegeM™*, C HeHnsBecTHa 9eCTOTa
o6pus*, C Hem3BECTHA MeCTOTA
ypTHEapua*,t C HeH3BeCTHA 9eCTOTA
KOXEH Backymut*, C newsBecTHa 4eCTOTA
ekcONHaTHBEY KOKHH 3a00onsBauns, C HeM3BECTHA 4eCcTOTa
BEJIOUHTEIHO CHHApOM Ha Stevens-Johnson*,}

Oyioser neMpuroHa* C HeHzPECTHA YecToTa
Hapymiennsa na MYCKYJIHO-CKRJIETHATA CHCTEMA H CheAHHHTEIHATA THKAH
aprpanrus* C HeM3BECTHA YSCTOTA
MHanTa* C Hew3BECTHA YECTOTA
Gonka B repba* (C HeM3BecTHA 9eCTOTA
aprponarHa* C HeM3BeCTHE 9eCToTa
Hapymennn ha 60penuTe 1 NHKOYHHTE ITBTHILA

HapymeHna Os0peuna GyrkuMa* C Heu3BecTHa 9eCTOTA
ocTpa Hr0petna HemocTaTEYHOCT* C HeW3BecTHA YecTOTa

*Hexenannre peakiiy ca HACHTHOHLAPAHH [10 BpEMe Ha IOCTMAPKETHHIOBOTO HaGlIOACHHAE.
+Bmxre TouKa 4.4,

{ Bukre npoyueanemo 3a 6esonacnocm no omuouLeRUE HA CPOLHHO-CLOOBAMA CUCMEMA TECOS
no-noiy.

Omuicanue Ha H30paHy HeXKeNAHW PeakiyH
B nomsIHEHAE KbM CRLP3aHATE C I€KAPCTBCHHA IPOAYKT HEXKETaHH peaklyy, OITHCAH I0-TOPE,

HEXENaHHTE PeakliH, cxo0IuaBaii He3aBUCAMO OT TPHYMHHO-CIIEACTBEHATA BPB3KA C JIETCHHETO B
BB3HHUKBALIH [IpH HOHe 5% H MoBeue OT NAIMEHTHTE, JIEKYBaHH CHC CHTATIAIITHH, BKIIIOYBAT

chOOMABAHH HE3ABHCHMO OT IPHYHHHO-CAEACTREHATA BPE3Ka ¢ IEUEHHETO, KOUTO €2 Bl
9ECTO IpH [TAMEHTH, JIEKYBAHM ChC cHTADINATHH (Ge3 Aa HOCTHTHAT HHBA 5%, HO Bh3HESY



yecroTa > (,5% 1o-BHCcOKa B rpynara ChC CHTArMHITHH B CPABHEHHE © KOHTPOIHATA rpymna),
BEAIOYBAT OCTCOAPTPHAT U O0oNKa B KpaiHUINTE.

HiAKoH HexeNanH peakiHy ¢a HaGIIoAaBaHH MO~4eCTo IIPH NpOYIBaHMs 32 KOMOHHKEpana ynotpeba
Ha CHTATJINITHH ¢ APYTH aHTHIHA0ETHY NekapCTREHH NMPOAYKTH B CpaBHEHHE C NMPOYYBAHHA 34
MOHOTEpANNS ChC CHTALTANTHH. Te BKIITBAT XHIIOTTHKeMHs (XaTeropis Ha 9ecToTa ,MHOTO yecTu™
¢ KOMOHHAIMA Ha CyaruTypeiiHo MPOM3BOAHO B MeThOPMHH), rpun (,4eCTH C HHCYNWH (cBC WK
Ge1 MeTopMIH)), rafieHe H NOBPBILAKE (,9eCTH* ¢ MeTGOPMHR), TOXyBaHE Ha KOpeMa (., gecTH" ¢
MeT(QOPMUH WITH THOTHTA30H), 3ariek (,,4ecTH® ¢ KoMGUHALMA HA CyNaHuTypeHHO IPOM3BOAHO 1
meTdhopMuH), iepudepeH 0TOK (,,4ecTH ¢ NHOTTHTAZ0H HIH ¢ KOMOHHALMA Ha MHOTNHTa30H 1
MeThOpPMEH), CEHIHBOCT M AHapHA (,,HCUSCTH C M PMHH) B CYXOTa B ycTaTa (,He4ecTH" ©
HHCYJTHH {Cb¢ Hiu Ge3 MeT(opMRiH)).

[lepvaTpuiHa DOMy/TauKs
B KAHHHYHH H3IIATBAHHA CHC CHTATJIMIITHH [MPH eIHaTpHYHH NAUHEHTH Che 3axaped nuader Tym 2

Ha BB3pacT 10 10 17 rogusy, mpodHALT HA HeXeNaRKTe PEaKIHH ¢ CPaBHHM C TO3H, HaGioxasaH
IPH BE3PACTHH.

Hpoyusane 3a be3onackocm no omHoweRUe HA cbpdeuHo-cvoosama cucmema 1. ECOS
H3IATBAHETO, OLEHABAINC ChPASTHO-CHAOBHTE PE3YJITATH NPH Neverne ¢he curarmuntiH (Trial
Evaluating Cardiovascular Qutcomes with Sitagliptin, TECOS), exmiousa 7 332 nauueHTH, 1eKyBaHH
¢k 100 mg CHTArnKITHH AHEBHO (WK 50 mg AHEBHO, AKO H3IXOAHHTE CTOAHOCTH Ha H3YHCICHATA
cKopoCT Ha rioMepynHa Gurrpanus (¢GFR) ca > 30 # < 50 mV/min/1,73 m?), u 7 339 nammenTs Ha
wiane6o B intention-to-treat (ITT) nonmysaumara.

Jipete neuenns ca noGaBeHH KbM 0OHYaiiHUTE YPIKH, CETACHO MecTHUTE cTanzapry 32 HbAlcn
CHPAGUHO-CHA0BH PHCKOBYM (hakTopr. O61IaTa 1ecToTa Ha CepHOIRUTE HEXENAHH CBOHTHA NIPH
TANHEHTH, NOJLy4aBaly CUTATTHIITHH, € CXOJKA C Ta3H IIPH NAllieHTHTE, IoyHasaly wiaeto.

B intention-to-treat ToMy;TaLMATa CPell NALMEHTHTE, KOMTO H3NON3BAT HHCYIUH WK Cyndasunypes
HA WIXOIHO HHBO, YECTOTATA HA TexKa XUMOrnukemss ¢ 2,7% Npd NalEEHTHTE, NEKYBaHH Cho
CHTArMMITHH, ¥ 2,5% TPy nandenTHTe Ha wiauefo; cpefl MalHEHTHTE, KOHTO He M3HO0M3BAT HHCYNVH
W/HIH cyi(aHMIypes Ha M3X0AHO HUBO, YECTOTATA HA TEKKA XHTOTTHKEMHS € 1,0% NpH MayHenTHTe,
AEKYBAHH CHC CHTATNAITHH, ¥ 0,7% NpH MauMeHTHTe Ha nuanebo.

YecToTaTa Ha NOTBLPIEHH CHOHMTHSA, OTAABAHHA Ha aHKpeaTwT, € 0,3% NpH TAUMeHTHTE, NEKYBAaHH
Che cHTarmanThy, ¥ 0,2% npe manMedTHTe HA nnagedo,

Crofniapade Ha NOJNO3HPAHY HEXKENAHH PEaKLHK

Cr0o6iaBaHeTo Ha TIO03HPAHH HOKENaHH PeAKLMH el pa3peluaBane 3a ynoTpeda Ha JeKapCTBEHKA
NPOIYKT € BakHo. ToBa MO3BONARA A2 NPOAL/LKH RaBNIONEHHETO HA CHOTHOLIEHHETO NO/I3a/PHCK 32
NeKapCTBEHHA MPOAYKT. OT MeIHIMHCKHTE CNIELMANMCTH Ce H3HCKBA JIa Cho0maBar BCAKa
OAC3HpAHA HEKENaHa Peaknd upes

Hsmeanutenna areHUBs 0O TeKapeTbara

yi. ,.Jdamau 'pyes” Ne 8

1303, Cotnsa

Ten.: +35 928903417

yebcailiT: www.bda.bg

4.9 Ilpenosnpane

[p# KOHTPOIHPAHH KIMHHYHH Y3NHTBAHUA CHC 3APABH HHAHBUAH Ce NpWwiaraT €AHOKPATHY NO3H 10

800 mg curarnunTin. Munumanno nosninesre Ha QTc, koero He ce CHHTa 33 KNIHHHYHO 3HAYNMO, C&
Habi0/aBa NPH €IHO NPOy4BaKe ¢ A03a oT 800 mg curarmunry, Hama omat ¢ 2031 Han 800 mg npu
KIHHWYHKA npoyusarus. [1pu npoyuranss @asa I ¢ MHOTOKparHe NpIUiaraHe HiMa CBhp3aHH C 03aTa
KJIMHUMHY HEXCNAHH 1EKAPCTBEHH PEAKLMH, Habniofapaty ¥ CHTATIHNTHH ¢ 03H 40 600
aHeBHO 32 nepHony A0 10 auu 1 400 mg AHEBHO 3a IEpHOAHY A0 28 AHH.
B ciygait Ha NpefosKkpase € MOAXONAIO Aa ¢ NpeanpueMar OGHKHOBEHHTE MOLIBPHK
KaTo OTCTpanABaHe Ha HeabGcopOupanis MaTepHan 0T CTOMAIIHO-YPEBRNA TPAKT, KIIH
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HabmoneHKe (BIITIOIHTENNO H e/IEKTPOKAPIHOrpaMa) M NPH HYHKAA 3a04BaKe Ha TOAABPKAIIO
JICYCHHES.

CuTarnunTHH e cnabo ananusnpyes. [Ipy KITHHHYHK npoyusanus npubmsyrenao 13,5% or gosara
ce OTCTpaHsABa NPK MpoJbiKaBama 3 70 4 daca XeMOAHATH3Ha cecHa. [1pyu winHwdIHa HeobGxoguMocT
MOXE [a Ce NpeinpueMe No-NpoIEDKETeNHa auaiiza. He e #3BecTHO JATH CHTArNNITHH Ce
IHANK3APA NPH NEPUTOHEANHA THANK3A.

5. ®APMAKOJOTHYHH CBOHCTBA
5.1 @apmaxonHHAMHYHH CBOHCTES

{apMakoTepaneBTHYHA rpyna: AHTHIA0ETHY NeKapCTBa, HHXMOMTOPH Ha IHNENTHAAN [erTHAasa 4
(DPP-4), ATC xon: A10BHO1.

MexanuinM Ha AclicTeHe

CHITIETHK € OT KJIaca Ha MepopaHUTE AHTHXHIEPTTHKEMHYHH NPOLYKTH, HApedeHH NUICITHIMIT
nentaaasa 4 (DPP-4) uaxuburopu. [oao6penust rankeMiyeH KOHTPOT, HabonABaH IPH TO3H
JNEKApPCTBeH MPOAYKT, Hali-BepOATHO Ce IB/KH Ha NOBHIIABAHE HABATA HA aKTHBHUTE HHKPETHH
XOpMoRH. MIBKpeTHH XOpMOHHTE, BKITIOYHTENHO [NTIOKaroH-mofobHua nenmua-1 (GLP-1)u
DIOKO303aBHCHMHA MHCYTMHOTpONeH mosunentus (GIP), ce ocBoboxaasar OT THHKHTE 4epBa Npe3
IIeH#, KATO HUBATA HM CE NOBHIUABAT KATO OTTOROD MpPH XpaneHe. IHKpEeTUHHTE ca 9acT OT CHAOrCHHA
CHCTEM3, YYacTBALIA BBB (HIHONOTHYHATA perynanya Ha LIOKO3HaTa XomMeocTasa. Koraro
KOHURHTpALMTE HAa KPHBHATA 3aXap ¢a HopManHH Wiy nopreny, GLP-1 u GIP noBHIIaBaT CHHTE3a
H 0CBOGOMKIABAHETO HA HHCY/IRH OT NaHKPEaTHYHHTE GeTa-KIeTKH Ype3 BETPEKIETHIHA CHTHAIHH
BepHUTH, BKIIOUBAIM UuKindeH AM®. Tperupareto ¢ GLP-1 win ¢ DPP-4 HHXWOHTOPH HA
MCHBOTHHCKH MOJIEIH ¢ Axaber Tvn 2 AEMOHCTPHpa NoaobpABaHe Ha PEaKTHBHOCTTA HA Gera-
KIIETKHTE N0 OTHOMCHHE HA TNIOK03a ¥ CTHMyIHpa GHOCHHTe3a ¥ OCBOGOMIABaHCTO HA HHCYJIMH.
ITpH o-BuCOKW HHBA HA HHCY!THH e NON06pABa OEMAHETO Ha [II0K03a 0T ThKaHHTe. OCBEH TOBA
GLP-1 HamansBa CEKpPELMATA HA TIOKArOH OT NaHKpeaTHyHuTe anda-knerku. HamancHnTe
KOHIICHTPALHH Ha TIIFOKAroH, 3a¢AHO ¢ HO-BHCOKATE HHBA Ha HHCYAHH, BOIE 10 HAMAIABAHE Ha
MpOXYLMpaHATa OT YepHuA Zpof IoKo3a, a OTTaM H 0 HaMaliBaHe HHBaTa HAa KPBBHATA 3aXap.
Edextnre na GLP-1 1 GIP ca rmiOK0303aBHCHMH, TAKa 9¢ KOraro KOHLICHTPallHUTE Ha KphBHATA
3aXap Ca HUCKH, He ce HAGMI0NaBa CTAMYTHpAHe HA HHCYIMHOBO 0cBo00XKAaBaHe H MOTHCKAHE HA
TTHOKATOHOBaTa cexpenHs oT GLP-1. Ipu GLP-1 1 npu GIP cTuMyIHpaHeTo Ha 0cBoOOM/IaBaHe Ha
VMHCYJIHH e [I0Ka4Ba, KOIaTo [IKO3aTa ce NOBHIIY Ha HOPMANHHTE KoHnenTpamy. OcBeH ToBa
GLP-1 He yBpexaa HOpPMaTHAS OTTOBOD HA [VIFOKATCHA NPH XHIOTTHKeMHA. AKTHBHOCTTA Ha GLP-1
H GIP ce orpanngasa oT DPP-4 e¢H3mMa, koifTo 65p30 XHEPOAR3HPA HHKPETHH XOPMOHHTE 10
HEaKTHBHH TIPOAYKTH, CHTArIHIITHE TIPENOTBPATABA XHAPO/IU3ATA HA MHKDETHH XopMOoHKTe oT DPP-
4, ¢ KOETO NOBYIIABA [UTA3MCHUTE KOHLIEHTpAIMK Ha akTHeHATe opmu Ha GLP-1 1 GIP. Kato
NIOBHIIABA HHBATA HA AKTHBHUA HHKPETHH, CHTArJIMNTHH N0BHIIABA 0CBOG0XKAABAHETO HA HHCYIMH U
TIOHIDKABA HUBATA HA [IIOKATOH II0 FIIOK0303aBHCHM HAauHH. T1pH matmenTH ¢ anaber TN 2 ¢
XHIEPTIIHKEM#A TE3H [IPOMEHH B HHBAaTA HAa HHCYIMH H IVIIOKArOH BOGAT X0 HAMaIABAHE HA
xemornoGun A (HbAc) H mo-HHCKY KOHLISHTPALHH Ha IVII0K03a Ha IMAJHO U Cnell HaXpaHBaHE.
TMI0K0303aBUCHMHUAT MEXAHHIBM HA CHTATTHITTHH CE PA3THYaBa OT MEXAHH3MA Ha CyN(OHUITy penTe,
KOHTO MOBHINABAT CEKPCIMATA Ha WHCYJIHH, AOPH KOTaTO HMBATA HA ITIFOKO034 ¢34 HMCKH H TOBA MOKE
Ja 10Bede KO XHIOrNHKEMHUA [TPH NALMEUTH ¢ AAA0ET THI 2 H NPH HOPMAIHH HHAHBHIH,
CHTATAHOTHH € MOWEH R BHCOKO CEleKTHREH HHXHONTOp Ha eHsumMa DPP-4 1 He notycka GIuskuTe
enzami DPP-8 unyn DPP-9 B TepanesTHHHE KOHUSHTPAMH,

H])P[ OBYNHEBHO NMPOYUYBAHE Ha 34paBH JIALA CHTArJTHIITHH, IPHIOKEH CaMOCTOATSNIHO, MOBHIIABA

axrueHaTa 1 o6mara GLP-1 koHIEHTpalus B CX00Ha CTened. EMHOBPEMEHHOTO TIPHT
CHTATTIAITHH H METGOPMHH MMa aiWTHBEH edekT BbpXy akTHBHaTa GLP-1 KOHLCHTY,
CyrarmunTHH, 33 pa3nHka oT MeTdopMHuN, NoBHIIaBa akTHBHATa GIP KOHIEHTP:
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Knuanyna epukacHocT B Ge30nacuoct

Karo usno cuTarnunTsd moaobpasa MUKeMHSHAES KOHTPOJI, KOTATO C€ 30384 KaT0 MOHOTCpamiA
HAH B KOMOHHHpaHO Nedenue NPY BB3PACTHW NaumenTy ¢ avaber Tin 2 (Bx. Tabnuua 2).

TIpoBeienH ca NBe NpOyYBaHHUA 34 OLEHKA Ha eHKaCHOCTTa H $€301aCHOCTTA HA CHTArTHITTHH KaTo
MonoTepanya. JledeHHeTO CHC CHTAMMMNTHH B 1033 0T 100 mg BeANDXK ZHEBHO KaTe MOHOTEpanus
JABA 3HAYMTEAHO MOAOOPEHHE MO oTHOWeHHe Ha HbA ¢, ITa3MeHa MIIFK03a Ha TIAaZAHO (FPG) u suBO
Ha ITIOK03aTa 2 yaca cnel xpaneke (2 waca PPG), B cpaBHeHHE ¢ Mnanebo B [Be NPOYIBAHAA, €AHOTO
¢ 18- # apyroTo ¢ 24-cenMimua npoALmKUTEIHOCT. HabmozasaHo € Moa06peHte Ha CYPOraTHATe
MapKepH Ha QYHKUHOHHpPAHE Ha GeTa-kIeTKata, B ToBa wmcao HOMA-B (XoMeocrasen Moaen 3a
o11eHK2-B), CHOTHOWEHHETO Ha NPOHHCYNIME KbM HHCYIIHH U IOKA3aTeNIHTe 33 PEAKTHBHOCTTA HA
GeTa-KIETKHTE IIPH TECTA 3a TONEPAHTHOCT NIPH MECTO AaBaHe Ha XpaHa. HaGmofaBanara 9ecToTa Ha
XWINOTIHKEMHS TIPH [TALMEHTH, TPETHPAHH ChC CHTATIHIITHH, & CXOMHA ¢ Ta3H IpH raneo.
TenecHOTO TErNO B CPAaBHEHHE ¢ M3XOAHKTE CTORHOCTH HE Ce MOBHIIARE NIPH JIEUCHHE CBC
CHTACTHITHYE B HHTO €[HC OT JBETE NPOYYBAHHA, B CpaBHEHHE CB¢ c1a00 peAyLUpanHe Py
nauHEHTHTE, TPETHpany ¢ mianebo.

Curarnynmus 100 mg BeANLK JHEBHO OCHIYpABA 3HAWMMO nogobpenye Ha IMHKeMHTHHTE
MAPAMETPH B CpaBHEHHE C Iiauebo npH ase 24-CeIMUYHH IPOY4BaHHA 32 CHTARIMHITHE KaTo
JOTMBITHHTEITHO JICUSHHE, SAHOTO B KOMOUHAIAAL ¢ MeT(GOPMHAH ¥ JPYTOTO B XKOMOHHALIHA ¢
nnormuTa3oH. IIpoMAnaTa B TENECHO TEMIO CIPAMO M3XOAHOTO HHBO € N0f00Ha MpH NAlMeHTH,
IeKyBaHH CbC CHTATTHITHH ¥ mnane6o. [Tpu Te3d mpoyysanua HMa nofo6aa yecroTa Ha
XHIOTIHKEMHS, CHOOLIEHA NPH MaIHEHTH, TEKYBaH! ChC CUTATTIKIITHE Wiy nnauedo.

24-ceaMAtHO U1ale6o-KOHTPORHPARe KIHEHYHO Ipoy9Bake ¢ MPeaHA3ZHAYCHO [a OUEHH
eduKacHoCTTa 1 GesonacHocTTa Ha cHrarmuTdH (100 mg BelHBX AHEBHO), NPAGABCH KBM
TIHMENHPHJL CAMOCTOATENHO WIH ITMMEnupy] B KoMOKHaUMs ¢ MeTdopmuH. obasaHeTo Ra
CHTATTIMITHE KM TIHMEITMPHS CaMOCTOSTENHO K TMMENHPH H METGOPMHH OCHTYPABR
SHAYUTENIHO NOAODPEHHE HA IrKeMUuEHTE mapaMetpi. IlauHeHTHTe, IEKYBAHH CbC CHTATNHITHE,
MMaT ciabo NOBHILIEHHE Ha TENECHOTO TSR0 B CPABHEHHE ¢ Te3H, MoNydaBaiy miaue6o.

26-cemMHYHO IALE00-KOHTPOMHPAHO KIHHWYHO NPOY4BAHE € NPEIHAa3Ha4YeH Aa OUCHH
edeKTHBHOCTTA M 630MacHOCTTa HA cuTarmunTyH (100 mg BEAHEK IHEBHO), A0GABEH KBM
KOMOHHAIIAS OT THOTTHTa30H H MeTgopMuH. J{obaBAAeTO H2 CHTAINIMOTHH KbM NHOTIIHTA30H U
METQOPMER OCHIYPHBa 3HAYMTEIHA nofoOPeHNA Ha IUKeMHTHITE NapaMeTpl. TlpoMsnara 8
TENECHOTO TETVIO OT M3XOAHO0 HABO ¢ Nono0Ha Ha TasH NpH NANMEHTH, ACKYBaHY CBC CHTArTUIITHH, B
cpaBHenne ¢ mane6o. YecToTaTa Ha XMIOITIMKEMHA CHILO € NOACOHA TIPK NalEeHTHTE, AEKYBaHH ChC
CHTATJIMITTHH WiH wianedo.

24-cerMuvHO HNAne60-KOHTPOAUPAHO KIHHWYHO NPOYYBAHE € IPeIHAsHAYEHO 12 OLICHA
e(heKTHREOCTTA ¥ 6€30TMacHOCTTa Ha cHTarmurTH (100 mg BeAHBXK JHEBHO) KATO JOMBIHHTENHA
TEpaMms KbM HHCYIHH (IIpH MOCTOAHHA 103 3a Haji-Manko 10 cenmum) che win 0e3 MeTGopMiH
(mait-manko 1 500 mg). ITpu narpenTh, npHeMaiiy NPEKBAPHTEIHO CMECCH HHCY/IHH, CPEAHATA
nHeBHa Ko3a ¢ 70,9 U/gnesno. [Ipu nauue Ty, DpHEMalIH HHCYJHH, KOHTO HE € CMECER
IpesBapHTEIHO (MHTepMeIiepe/ TBIToAeHCTRal), CPeHATA AHERHA 1032 ¢ 44,3 U/nHeBHo.
JloGapsHeTo Ha CHTATNHMITHE KbM HHCYIHH OCHIYPABA 3HATHTENHO NOAOOPCHHE HA MTUKEMHYHHTE
napamerp. Hama 3HauHTEHA IPOMAHA B TEASCHOTO TETIIO CIIPAMO M3XCQHOTO HHBO [IPH ABSTS
TPYIIH.

Hpu 24-cepmmaso nranebo-KoHTponHpano GakKTOpanso MpoyYBase HA HauaHO JIEHCHHE,

CHTATTHITTHH 50 Mg IBa ITETY AREBHO B KOMGHHAMA ¢ MeTdopmut (500 mg mm 1 000 mg
IHEBHO) C& TIOCTUTA 3HATATENHO NoACOpeHHe HA TTHKSMUTHYTE IAPAMETPH B CPABHEHHE
MOHOTepan#a. HaMalenueTo Ha TEeIeCHOTO TErIo NPH KOMOKHAIMATE CHTATJIHIITHH 1
nmogo6HO Ha ToBa, HAGTIOAABAHO TIPH METHOPMHUH CAMOCTOSTENHO HIH TNaueGo; HiM
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CIIPAMO H3XOOHWTES CTOHHOCTH pH NANHEHTH Ha CHTAITHIITHR CaMOCTOATENHO. YecToTaTa Ha
XHTIOTJIHKEMHA € noaofHa Cpell NeKYBAHHTE T'PYTIH.

Ta6auna 2. Pesyaratu 3a HbA,, npH npoyusanus ¢ naaumebo-KOHTPOJHPAHA MOHOTEpPANHSA H

KOMOHHMpAHA Tepanua®

Mpoy4sane Cpeann croiinocTn Cpeana npomMsana Koparupaua,
HA M3X0HO HABO COpSAMO HIX0THO cnpamo naauebo,
HbA, unso HbA,. (%) cpeIHa NpoMAHA
(%) CIPAMO H3XO0HO
uneo HbA, (%0)t
{95% CI)
IMpoy4dpanns ¢ MOHOTEpANHS
Curarmunmad 100 mg | 8,0 0,5 -0,6%
BEIHBXK nHeBHO! (-0,8; -0,4)
| (N=193)
Curarnunan 100 mg | 8,0 -0,6 0,8t
BEIHB:K OHEBHO' (-1,0; -0,6)
(N=229)
MpoyusaHHd ¢ KOMGHHHPAHO JeYeHHe
Crrarmanris 100 mg | 8,0 -0,7 0,7
BENHEXK JHEBHO, (-0,8; -0,5)
nobaeeH ksM PoHOBA
TEpaIH C
merdopmun’
(N=453)
Curarnunmus 100 mg | 8,1 -0,9 -0,7%
BSAHEX AHCBHO, (-0,9; 0,5)
JAobaBeH kM doHOBA
Tepanya ¢
MHOTTIHTA30H'
(N=163)
Curarnanrun 100 mg | 8,4 0,3 -0,6%
BEIHBX JJHEBHO, (-0,8; 0,3)
JobaeeH xbM oHOBa
Tepanys ¢
raaMenHpun’
(N=102)
Crrarmanras 100 mg | 8,3 0,6 -0,9%
BEOHBX JHEBHO, (-1,1,-0,7)
nobaseH KM QoHOBA
Tepanus ¢
CHMEHPHL +
meTdhopmuy'
(N=115)
Curarmmmas 100 mg | 8,8 -1,2 0,7
BEAHD AHEBHO, {-1,0; -0,5)
aobaped KBM GOHOBA
Tepanua ¢
MHOTIHTA30H +
merdopmun’ (N=152)
Hauanso nevenne 8.8 -1,4 -1,6¢
(zBa TBTH AHEBHO)": (-1,8;-1,3)
cHTarauiTHy 50 mg +
MetrdopMuH 500 mg
{N=183)
Haganmao nevenue 8.8 -1,9
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(Ba THTH AHEBHO) ; (-2,3;-1,8)
cHTarAmTaH 50 mg +
merdopmus 1 000 mg

(N=178)
Curarnunmaa 100 mg | 8,7 0,6 -0,6%1
BeIE OHEBHO, (-0,7,-04)

pobaBen KbM HOHOBA
TEPATHA ¢ WACYTIHH
(+/-merdopmur)’

(N=305)

* [lomyAauusTa OT BCHYKH NEKYBaHY NauueHTH (intention-to-treat aHamus).

4 Hait-mMankuTe CpeXHH KBAJPATH €3 KOPHTHPAHH CIIPAMO CTATYCa MPH NPEeXoAHOTO
AHTHXHOEPIIHKEMHYHO JIE9EHHE H CTOHHOCTTA HA H3XONHO HHBO.

1 p<0.001 B cpapHenEe ¢ muaneGo WK Manedo + koMOMHKAPaHO NEICHHE.

§ HbAlc (%) Ha 18-1a ceamuma.

' HbAlc (%) Ha 24-Ta cenmua.

# HbAlc (%) Ha 26-Ta ceAMHALA.

9 Haii-MankuTe cpeiHE KBAJPATH Ca KOPUTHPAHH CIPAMO YIIOTpeGata Ha METGOPMHH MPH BH3HT 1
(aa/He), ynorpeGara Ha HHCYIMH NpH BA3UTa | (NPENBAPHTENHO CMECEH CPENLy TAKbB, KOHTO HE €
CMECEH MPEABAPHTENHO [MHTEpPMENepeH iy NpATONeHCTBAI]) M H3X0/HA CTORHOCT.
B3auMoZielCTBHATa NPH fieYeHUeTo No noarpynu (ynotpebara Ha MeTOPMHHE H HHCYIIHH) He ca
saauumu (p > 6,10).

24-CeIMIMHO, KOHTPONHPAHO C AKTHBHO BelnecTro {MeTHOPMUH) NPoyIBaHe, IpeHasHAYCHO fa
olieHH edpuKacHOCTTa i GelomacHoeTTa Ha 100 mg CUTArANITHH BEAHEK AHesHO (N=523) B
cpaBHeHue ¢ MeTdopMuH (N=522) ripH malpeHTH ¢ He3aR0BONNTEACH MNIMKeMHYEH KOHTPON OT JIHeTa
H YIpaKHEHNS, KOWTO He €4 HA aHTHXUMEPTIMKEMUUHA TEPATHA (HPEKBCHANY TEPANHATA B
nocneAnnTe 4 Mecena). CpenHara fo3a MeTdopMuH e npubnmsutendo 1 900 mg ua xeH.
Hamanssanero Ha HbA,; OT CPEHOTO H3XOAHO HHBO 7,2% € -0,43% 32 cutarnunTuy B -0,57% 3a
MerdopMuH (aHATH3 CHIIACHO NpoToKoia). Obwara YecToTa Ha CTOMAIIHO-APEBHH HEKEIAHH
PEAKITHE, CYMTAHH 33 CREP3aHH € JIEKAPCTBOTO NPH NMALKEHTH, 1eKyBaHH CHC CHTArTIHITHH, € 2,7% B
cpasHenne ¢ 12,6% nipy NalMEHTH, NTEKYBaHH ¢ MET(HOpMHEH. HecTOTaTd HA XHIIOITIHKEMiE HE C&
PA3THYABA IHATAMO MEKIY JTeKyBaHHTe rpynH (CHTarnunTuy 1,3%; merdopmus 1,9%). Tenecroro
TErno B ABETE IPYNH € HAMAAO COPAMO HIXOAHOTO HHBO (cuTaraunThH -0,6 kg; merdopmun - 1,9
kg).

Tpu npoyusane 32 cpaBHABaHe eduKacHOCTTa i GesomacHoecTTa OT A0GapsAHe Ha curarAnThH 100 mg
BEIHEXK THEBHO WIM MHIM3KA (CYA(aHITypeiiHO MPOH3BOAHO) IPH NALMEHTH ¢ HEalleKBaTeH
ITIMKEMHIYeH KOHTPOIT Ha MOHOTEpanyis ¢ MeTQopMUH, CHTAMHITHH € MOF00eH Ha MIHIH3HA HO
oTHouicHue HaManasane Ha HbA .. Cpepuara 1032 Ha rAMNAZHI, K3NON3BAHA B CPABHHTENHATA rpyna
e 10 mg Ha AieH, KaTo MO BpeMeE Ha Mpoy4BaHeTo NpuonmuTento 40% 0T HalUeHTHTe ca c&
HyXAelH OT 1032 < 5 mg Ha ned. Obade, B rpynata Ha CHTATVIMITTUH TIOPAH JTHIICA Ha eUKACHOCT
NOBeYe NALMEHTH Ca NPEKbCHAITH, OTKOJIKOTO B MPyMaTa Ha IIHIH3K,. [TaieHTH, NeKyBany Cbe
CHTArTHITHH, TIOKA3BAT 3HAYUTENTHO CPeHO JIOHIDKEHHE Ha TENECHOTO TENIO CHPAMO M3XOJHOTO
HHBO B CPABHEHHE ChC 3HAYMTEIHO [IOBAIICHAE Ha TETIIOTO P NALMEHTH, TTOTyHaBally TIHIH3H (-
1,5 cpemny + 1,1 kg). B ToBa npoyuBaHe OTHOLWIEHHETO IPOUHCYIIHH KbM HHCYAUH, KOETO € MAPKED HA
eQeKTHBHOCT Ha CHHTE3a H 0CBOBOKAaBaHE HA HHCYIHH, Ce Tofo0psaBa npH NeHeHHE CbC
CHTADJTMITTHH ¥ CE RIOIIARA MPH JIEYEHHE ¢ TIHOHIK, YecToTaTa Ha XMIIOTIHKEMHATA B IPYNaTa Ha
CHTATIHITTHH (4,9%) € 3HAYHTENHO TO-HICKA, OTKONKOTO B rpynara Ha ruumusuz (32,0%).

24-cegmmano nIanebo-KOBTPOITHPAHO KIMHHYHO TPOYYBaKe, BKIIOYBAMO 660 manyedTy, e
MpeIHA3HAYEHO Aa OLEHH eHKaCHOCTTA, BOASIIA 10 HAMANABaHE HA HHCYIWHOBHTE AO3H H
GesonacHocTTa HA crarnunTHA (100 mg BeAHBK AHEBHO), KOTATC € NpuaBeH KbM HHC
TapKEH, CbC WK Ge3 MeTdopmuH (nore 1 500 mg) no Bpeme Ha MHTEH3HPHIHpAHET oM QEHW
HHCYNHMHOBATa Tepanus. Usxoxnara croitnoct Ha HbA . ¢ 8,74% n HawanHata 1o3a )
37 IU/mmeBHO.
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ITaimeHTHTE ¢a MHCTPYKTHPAHH A2 THTPHpAT TAXHATA 033 HHCYNHH IMapiKHH B3 OCHOBA Ha
CTOMHOCTHTE Ha KpBBHATA 3aXap Ha [JiaiHO, H3MEPEHH 9pe3 KpbBeH TecT ¢ Y6okKaane Ha NpboTa. Ha
24-Ta ceIMHIA YBEITHUABAHETO HA JHEBHATA 1032 WHCYNMH ¢ 19 IU/nHeBHO IpH MAIMEHTH, NEKyBaHH
CBC CHTArMHITHH, 1 24 [U/nHesHO 11py namuenTy Ha miaueo. [ToHukaBaHeTo Ha HbA | nipn
NALHEHTH, NeKYBAHH ChC CHTATTIHITHH ¥ MHCYMH (Che ik Ge3 MeTdopmuH), e -1,3 1% B cpaBHeHHE
¢ -0,87% npH MaLMEHTH, JIEKyBaHH ¢ wiaue6o i HECynuH (che uim Ge3 MeT(hopMUH), PasTHKa OT -
0,45% [95% CI: -0,60; -0,29]. YecToTara Ha XMIOTTHKeMHA € 25,2% MpH NALHEHTH, IEKyBaHH Che
CHTATTHIITHH M HHCYMHH {¢he wimH Ge3 Merdopmun), 1 36,8% npy nalufeHTH, TeKYBaHH C wianebo u
HHCYNHH (ch¢ Wik Oe3 MerdopmuH). PasfiHkaTa ¢e ABDKA OCHOBHO HA NO-BHCOKHA TPOLEHT
MAIMENTH B TPYNAaTa Ha waueGo, H3NUTANH 3 WM NOBeYe ENM30ia HA XHIIOTTHKEMHAA {9,4 cnpamo
19,1%). HaMa paznnka p 4eCTOTaTA HA TEKKE XMIOTTTHKCMHA.

TIpH manHEHTH Che CPEIHO TEKKA 10 Texka Gopma Ha ObOpeuno yBpexane e NPOBEACHO
IpOYUBaHe, CPABHABAILY CHTATITHIITHH B 1032 0T 25 mg WK 50 mg BEXHEK AHEBHO CTIPAMO TIHIA3AHA
B 71033 oT 2,5 mg no 20 mg/nuesso, B ToBa Npoy4BaHe ca BKMOYEHH 423 NaUMeHTH ¢ XPOHHTHO
6B0pedHO yBpekKane (M3UHCIEHa CTENEH Ha FIOMEpyIHa GunTpaimd < 50 ml/min). Cnen 54
CeAIMHLIH CPEAHOTO HaMaleHue Ha HbA 1 cnpsiMo M3XoAHOTO HHBO € -0,76% ChC CHTATTMITHA H -
0,64% ¢ TIM3HY (AHATH3 o TpoToKoN). B Topa npoyuBae NPodUIET Ha eQUKACHOCT ¥
6e30MacHOCT HAa CHTATAHMTHH B 4032 OT 25 WK 50 mg BeAREX AHCBHO € KaTo IAN0 CXOACH ¢ TO3H,
HabN0AABAH TIPH APYTH IPOYMBAHHA C MOHOTEPAIAA TIpH NALKSHTH ¢ HopManHa Ge0peuna ¢yHKuMA.
YecToTATA HA XHIIOTIHKEMHMA B TPYNaTa Ha CHTarTHNTHH (6,2%) € 3HAUHTENHO T0-HHCKa OT T&3H B
rpynata Ha rnusng (17,0%). MiMa cbilo Taka 3HaYHTEHA PaiuKka MEXAY rpyNuTe o OTHOMCHHE
HA IPOMSAHA Ha TENECHOTO TErNIO CHIPAMO H3XOIHOTO HMBO (CHTArnHNTHH -0,6 kg; rmumzug +1,2 kg).

JIpyro npoy4pane, CPABHABAULIO CHTATTHITTHH B 1034 OT 25 mg BeNHEXK JHEBHO H MIHNH3NUA B 4038 OT
2,5 mg 1o 20 mg/AHeBHo, e npoBeneHo Tipu 129 mammenTty ¢ ESRD, xorTO Ca Ha fuannsa. Cnen 54
CeIMUITH CPEIHOTO HamaABane Ha HbA . CIpaMo H3X0IHoTO HUBO € -0,72% CBC CHTATIHITHH H -
0,87% c raamasug,. B Tosa npoyusane mpodrasT Ha edHKacHOCT M 6€3011aCHOCT Ha CHTATTIMIITHH C
11032 0T 25 mg BENHEX THEBHO € KAaTO IUTO CXOACH C TO3H, HAGIMOOABAH NpH APYTH IIPOYUBaHHA €
MOHOTEpAITHA [IPU NAUKHEHTH ¢ HOpMalHa 6p0peyHa GyHKkuMa. Hma 3nauynMa pasnuka B 7ecToTara Ha
XHIOrAHKeMHs MEXIY NeKyBaHuTe rpynu (curarmumuy 6,3%; remmsan 10,8%).

B Apyro npoyusaHe, BKIOYRAIT0 91 mauuedTy ¢ Auaber THN 2 W XPOHHIHO 6£0pedHo yBpexaaHe
(KpeaTHHHHOB KINKMpHHC < 50 ml/min), 6e30macHOCTTa M MOHOCHMOCTTA Ha JICUCHHETO ChC
CHTArIMIITHH B N034 0T 25 mg win 50 mg BeOHpK KHEBHG KATO HATO ca CXOAHH C TE3H NpH mauebo.
B momsnsenye, cnen 12 ceamuuy cpennoro Hamanerue Ha HbA o (curarmunmad -0,59%; nnanefo —
0,18%) u FPG (curarmumruk -25,5 mg/dl; wauebo -3,0 mg/dl) karo waio ca nofAoGHH HA TE3W NpH
JPYTH NPOYYBAHHA ¢ MOHOTEPATHA TIPY NALMEHTH ¢ HopManHa GbOpeTna GyHKIHA (5. TOMKA 5.2).

TECOS e panzomu3HpaHo npoydsane nps 14 671 nanueHTH B intention-to-treat nomynauuATa ¢
HbA . > 6,5 10 8,0%, ¢ YCTAHOBEHO CHPASHHO-CHIOBO 3ab0/IABaAHE, KOHTO [10/1y1aBaT CHTAITHMIITHH (7
332) 100 mg axesro (wiu 50 mg IHEBHO, AKO H3XONHHTE CTOMHOCTH Ha eGFR ca 2 30m

< 50 ml/min/1,73 m?) unn mnanebo (7 339), AoGaBeHH KbM O0HYaHHHTE TPHWKH CEITIACHO MECTHATE
cranmapT# 32 HbA . B ChpIeuHO-chIOBH puckop dakropu. [Tanyertn ¢ eGFR < 30 mi/min/1,73 m?
He ca BKIIIOYEHH B NPOyyBaHeTo. M3cnensaHara nommysmauus siuirodsa 2 004 nauneHTH Ha BR3PAcT

> 75 ropuuy B 3 324 naupents ¢ 6x6peuno yepexaane (eGFR < 60 mi/min/1,73 m?).

To BpeMe Ha NPOY4BaHeTO OOIIATA M3IUCIEHA CPe/iHa pasnaka (SD) B cTOHHOCTHTE HA HbA . mexay
rpyIHTe Ha CHTATIMITEH H wiatebo e 0,29% (0,01), 95% CI(-0,32, -0,27); p < 0,001.

TlnpBHHHATA KPaifHa TOYKA N0 OTHOIUEHHE HA CBPACYHO-CHI0BATA CHCTEMA € CBCTaBHA OT ILpBATa
T10%1B2 HA CHPAETHO-CHIO0BA CMBPT, HedaTanen MUOKaplieH HHbapKT, HebaTaNeH HECYIT HIK
XOCTIMTAM3ALMA NOpasH HecTabHIHA CTeHOKAapAHA, BTopuaHuTe KpaliHi TOYKH N0 OTHOWICHHE Ha
CHPAEYHO-CHA0BATA CHCTEMA BKIIOUBAT THPRATA M0SBA HA CHPIEYHO-CHAOBA CMEPT, HeaTaieH

HEAOCTATBHYHOCT.
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Cren npocaeassade ¢ MeIHaHA Ha MPORLIDKHTEIHOCT OT 3 roguHu, CUTATTTHUIITHH HE NOBHIIAEA PHCKA

OT FOJIEMH HEXKENAHH CHPAEUHO-CHAOBA CHOMTHA WIH PHCKA OT XOCTIHTAH3IALMA TIOpaiit ChpACTHA
HEMOCTATEYHOCT, KOTATO Ce NOGaBA KM OBHMAfiHUTE rPHXY IIPH TIAIMEHTH © AMaleT THI 2B
cpaBHenMe ¢ obHuaitnuTe rpixu Ges curarnurrun (Tabmmua 3).

Tabauua 3. YecroTh Ha KOMOMHHPANH CHPAEYHO-CBIOBH PE3YATATH H HA KAKHOBH BTOPHYHA

Pe3yATATH

Curaradnrua 100 m

Iaagebo

N (%)

HecroTa HA
100 mann-
eHTOroXHHH*

(%)

YecTOTa HA
100 naun-
eHTOTOAHHH

Koedunnenr
Ha PHCKA
(95% CI)

'
CTOHHOC

Tt

Anaani 8 Intention-to-Treat nonyAaHATa

Bpeii nauuenTn

7332

7339

ITepsHMHA
CbCTABHA
Kpaiina Touxa
{Cnpaeuno-
CBAOBA CMEDT,
HedaraneH
MHOKapUeH
MH(papKT,
Hedaraned
HECYIT WIH
XOCTIHTANN3ALIN,
TIOpajn
HecTabmrnna
CTEHOKap/IHA)

839
(11,4

4,1

851
(i1,6)

4,2

0,98 (0,89-
1,08)

<(,001

BropH4aHa
ChCTABHA
Kpaina Touka
(Cepaeymo-
ChIoRa CMBPT,
Hedaranen
MUOKapIcH
HHpapKT WM
HedaraneH
HHCYAT)

|

745
(19,2)

36

746
(10,2)

3,6

0,99 (0,89-
1,10)

<0,001

BropiueH pe3yjaTar

CoypredHo-chI0Ba

CMBPT

380
(3,2)

1.7

366

1,7

1,03 (0,80—
1,19)

0,711

Besaxakbs BHA
MUOKapAeH
HMH(pAPKT
(daranen u
HedaraneH)

300
(4,1)

1,4

(5,0)
316
4.3

1,5

0,95 (0.81-
L11)

0,487

Bcsakakss BHA
HucyaT ((atanen
H HedaraneH)

178
(2:4)

0.8

183
2.5)

0,9

0,97 (0,79-
1,19)

XOCIHTANH3AIMA
Topany
HecTabinHa
CTEHOKAPOHUA

116
(1,6)

10,5

129
(1,8)

0,6

0,90 (0,70—
1,16)

CMBpT nopagn

547

2,5

537

2,5
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BCAKAKBa (7,5) (7,3) 1,14)

HpHYHHE

Xocnuranmzanns, | 228 1,1 229 1,1 1,00 (0,83— 0,983
nopatu 3,1 (3,.1) 1,20)

ChpEeUna

HENOCTaTHIHOCTY

* YectoTara Ha 100 TAUMERTOrOHHH € H3YHCNeHa KaTo 100 x (06w Gpoli maumeHTH ¢ > | cpbuTHe
[10 BpeMe Ha TOTMYCTHMUS TIEPHO] Ha eKCTIO3HLIMA CTIpsMo obmua Gpoii aieHTOroIMHN Ha
TpOCHeasABaHe ),

+ B3 ocHoBa Ha Mozen Ha Cox, CTpaTHQHUUMPaH 110 perkoH. 3a CHCTAaBHUTE KPaifHH TOUKY, P-
CTOHHOCTHTE CHOTBETCTRAT Ha TECT 33 HEMH(EPHOPHOCT, ThpCel 13 oKaKe, 3¢ KoeQUIHEHTLT Ha
PHCKA € TI0-MaNBK 0T 1,3. 3a BCIMKM APYTH KpaHHM TOUKH p-CTOHHOCTHTE CHOTBETCTBAT Ha TECT 34
Pa3NMKHTE B KOSHHIMEHT Ha PHCKE.

$ AHATH3BT HA XOCHTANH3AUMATA TIOPATH ChPAEYHA HENOCTATHYHOCT & KOPHIHPAH 33 aHaMHe3a 33
CBHPIASYHA HeIOCTATHYROCT Ha H3XO0IHO HABO.

IenvatpHyna NOMyTALHA

MNegnaTpuuna momynanyd

TIpoBeneHo € 54-CeIMHUHO, NBOHHOCIANG NPOy4BaHE 33 OLEHKA Ha eduxacHoCTTa U Ge30macHoCTTa
Ha CHTACTHNTHH 100 Mg BEAHDX IHEBHO NPH NeAMATPHIHY NalweHTH (Ha Br3pact 10 oo 17 TOAHHM)
¢ nuabeT THI 2, KOHTO He CA HA AHTHXHIIEPTAAKEMAYHa Tepanya noHe ot 12 cenmuum (¢ HbA.6,5%
1o 10%) WM ca Ha MOCTOARHA [i03a HECY/IHH B NPOZBIKEHHE Ha Haji-Manko 12 ceAMALK (c HbAi.
7% mo 10%). MNauuenTyTe ca paHAOMH3KpaHK HA CATAITHNTHH 100 mg BeIHEK AHCBHO HIH nnareto
3a nepHoz, oT 20 cenMuLy.

Cpennara ctodiHoct Ha HbA 1 Ha u3xonHo HEBO € 7,5%. Jleuenrero ¢be CHTArTHNTHH 100 mg ue
Iaea 3HaYHTENHO nonobpenke B HbA | cnen 20 cenmuu. [Tonmkapaneto Ha HbA 1. IPH MalHeHTH,
JNEKYBaHH ChC CHTArMHTTHHE (N=95) € 0,0% B cpasnenue ¢ 0,2% Tpy IALHEHTH, TPETUPAKH ¢ rranebo
(N=95), paznuka ot -0,2% (95% CI: -0,7; 0,3). Buxcre Touka 4.2.

5.2 DapmMakoOKHHETHYHH CBOHCTBA

Ab6copbuna

Cnen TepoparHe npHnoxeHue Ha 100 mg 1033 Ha 31pasi MHAHBHIH, CHTATIHTITHH OBp30 ce
abcopbupa, ¢ AOCTHIaHe Ha BHPXOBH IUIA3MEHY KOHUEHTpalMH (MeaHana Tmx) 1 Ko 4 qaca ciiezt
no3upaneTo, cpeana miasmena AUC Ha cararmunthd 8,52 pMehr, Cuax 950 nM. AbconroTHATA
OHOHANHYKOCT Ha CHTACTIMITTHH € npromnuTento 87%. Tl kaTo NpHeMaHeTo Ha CHTArHITTHH
eAHOBpeMEHHO ¢ GoraTa Ha MasHHHM Xpana He MOBNHABA $apMaKOKHHETHKATA, CATANTHITTHH MOXE
Aa ce mpunara ¢ uny Oes xpana,

Ilnazmerara AUC Ha CHTarmHNTHA ce NOBMIIABA MO A033-TPONOPIHMOHANCH MOJEI.
J020npONopIHOHATHOCT He € YCT2ZHOBEHA 32 Cuax H Co4uaca (Cmax €€ MOBHINABA [10BETE, OTKOJIKOTO
TPH 1033-HPOIOPUAOHAIEH MOJEN, 8 Caqaca C€ YBENNUABA N0-MANIKO, OTKONKOTO HpH 11032~
TIPOTIOPLHMOHANEH MOLEN).

Pasnpenenenue
Cpexnuar o6eM Ha pasnpeacieHHe B CTALHOHAPHO ChCTOMHNIE ClIEfl SAHOKPATHA HHTPABEHO3HO

npHIOKEHa 033 oT {00 mg CHTATTHNTHH A 3APaBH HHAHBHAH € MprénusHTento 198 mipa.
dpaxunATa CHTATTAIITHE, 0OPaTHMO CBEP3aHA ¢ TTa3MEHHTE IPOTEHHH, € HICKA (38%).

bugrpatcgopmalps
CHTar/IMNTHH Ce eNTMMHHMPA OCHOBHO HEIPOMEHEH ¢ YPHHATE, 3 METabOIHIMBT € BTOPOCTENEHEH
nwT. [Ipnbnusntenao 79% ot CHTArHOTHH €6 €KCKPETHPa HEIPOMEHEH B YPHHATA.

Cren nepopanna no3a [*CleurarmunTi npubamsnrento 16% ot pagHoakTHBHOCTTA C
KATO METAGONHTH HA CHTATMIITHE. Ha HKBO CrieH C& YCTaHOBEHH I1eCT META0O0NMT,
09aKsa 13 NONPHBACAT 34 rna3Menata DPP-4 HHXUOMTOpHa aKTHBHOCT HA CHTATI
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ApOYYBAHHATA TIOKA3BAT, Y& OCHOBHHAT €H3HUM, OTTOBOPEH 3 OrpaHHICHHA MeTabonHYEM Ha
cutarnanTrH, ¢ CYP3A4 ¢ yyactuero 1 Ha CYP2CS.

In vifro DaEANTE TIOKA3BAT, Y€ CHTACIMITTHH He ¢ uHxubuTop na CYP nzoemumure CYP3A4, 2C8,
209, 2D6, 1A2, 2C19 unu 2B6 u He ¢ naaykrop Ha CYP3A4 u CYPLA2.

Enumutinpase

Criex NpuioKeHne Ha Nepopanka #o3a [ “*C]CHTaIIITTHA Ha 31PABH MHAHBULY MPHONU3HTEIHO
100% oT npHN0KEeRaTa PAHOAKTUBHOCT Ce eNHMAHEpA ¢ exanuuTe (13%) WM ypHHaTa (87%) no
e/Ha CeAMHLA CIE IPHIOKERNETO Ha A03aTa. [IpHBHAHMAT TepMuHaNeH ti2 cnex 100 mg nepopanta
Z03a CUTAFKAITHH € npubnushTento 12,4 yaca, CHTArIUNTHH C¢ HATPYNBA CAMO MUHUMAITHO NPU
MHOTOKPATHO TIpHiarane. BrGpeunust knupbHc € npubamsatenno 350 ml/min.

ENHMHHAPAHETO HA CHTAMTIHITHH CTaBa OCHOBHO upe3 0b0peuHa eKckpeLid i BK01IBa aKTHBHA
TyGynHa cekpeunsi. CUTArNUITHH € cy0CTpaT Ha YOBEIIKH TPAHCIIOPTED HA OpraHiHY AHKOHH -3
(hOAT-3), KoiiTo Moxke 61 yuacTsa B GLOPEUHOTO ENUMHHIpAHE Ha CHTATTANTHE, KitnHHIHOTO
asagenve Ha hOAT-3 B TPaHCNOPTA Ha CHTATIMIITHE He € yeTaHoBeHo, CHTarnumTiH e cyfeTpar u Ha
P-TIIMKOPOTEHH, KOUTO Moyke O y4acTBa ¥ B METUMpPAHETO Ha GBOPETHOTO ENMMHUHHPAHS HA
cHTArHMOTHH. B ChUiOTO BpeMe MUKIIOCIOPHH, €HH P-ITHKONPOTEHH HHXUOHTOP, HE HAMAlliBa
66peunnd KIMPEHC Ha cHTarMITHY. CHrarnunTsH He € cyborpar Ha OCT2 wm OATI unu
PEPT1/2 Tpancrioprepure. In vitro cutarmunTuy He noTacka OAT3 (IC50=160 yM) unu p-
puKonporeHy (A0 250 uM) MeIHUpaHKA TPAHCITOPT B TEPANEBTHIHO PENEBANTHM INa3MEHH
xoHnesTpatyn. [1py KIHHIYHO NPOyYBaKe CHTAMHITHH HMa MaTbK edexT BppXY ILUIa3MERUTE
KOHLISHTpALIHMHA HA JATOKCHH, KOETO NOKA3R, 4e CHTATHITHH MOXE 1a & clab HHX#OuTOp Ha p-
TTHKOIPOTEHH.

XapakTepHCTHKA NPH TANHEHTHTE
DapMakOKHHETHKATA HA CHTArTAITTHH € KaTo LU0 CXOAHA [IPH 30paBH MHAWBHAIH H NALMCHTH C
Inaber Tan 2.

Bvbpeuno yepexcoane

IpoBeeHO € OTBOPEHO MPOYIBAHE TIPY €AHOKPATHO NPHICKEHHE 32 OLEHKA HA (PapMaKOKHHETHKATA
Ha HAMATEHa 1038 CHTarTuITrH (50 mg) NPH NaHeHTH C PA3IHYHA CTENEH Ha XPOHHHO G50peuHo
yBpexkJaHe B CPABHEHNE C HOPMATHH KOMTPONHH HHANBHAK. [IpoyuBaneTo BKMQHUBA IALMEHTH C
HL6peuno YEpeKIAHe B JeKa, YMEDeHA WM TEXKKA CTeNeH, KAKTe M NalHeHTH C ESRD ga
xeMoauannsa. OcBeH TOBa cexTHTe HA GBEOPEYHO YBpeik1aHe BHPXY PapMaKOKHHETHKATA HA
CHTATTHITHH TIpY nanueHTH ¢ quaber Thi 2 1 6GpOpedYHO yBpeXxaaHe B €ka, YMEPEHA HIIH TOHKKA
crened (pnounTenno ESRD) ca OueHeHH ¥upes MonyJalHOHH GapMaKOKHHETHYHH aHATH3H.

B cparHEHME CBC 3APABH KOHTpOIH, rasMenara AUC Ha CHTarmHOTHH ¢ [TOBHIIABA ©
npubmsATenHo 1,2 THTH npH mankenTH ¢ 66peuno ypexaaue B neka creneH (GFR 2> 60 no

<90 ml/min) u choTRETHO 1,6 WETH IPH NalKeHTH ¢ GLOpeTHO yBpexaane B yMepeHa creneH (GFR
> 45 no < 60 mUmin). T3 kaTo paMephT HA IOBUILEHHETO HE € KIHHUYHO 3HATHM, HE CC Hakara
KOPHIHpaHe Ha I03aTa 1IpH TE3H [TALMeHTH,

IMnasmenara AUC Ha CHTANTHIITHE e TIOBHIIaBa IPHOMIRUTENHO 2 ITHTH NPH NALMEHTH ¢ GE6peuHo
yBpex/aane B ymepena crenen (GFR > 30 o < 45 ml/min) # npuGiyu3nrenso 4 WETH NpH NATHEHTH ¢
OBBpeaHo yRpexaane B Texka crerer (GFR < 30 ml/min), BxmourTento npu narpenty ¢ ESRD Ha
XemoIuati3a. CHTArTHITHE Ce OTCTpaHaBa cnabo ripu xeMoauamsa (13,5% 3a 3- fo 4-4acosa
XeMOIHANN3HA CECHA, 3AM0UBama 4 4aca C/Iel NPIWIOKEHHETO). 3a Ia C& JOCTHIHAT IIa3MCHH
KOHIICHTPAUMH HA CHTATJIMITHHE, TIOZOOHY HA Te3W NPH MALHCHTH ¢ HopManta 6a0pedta bynkIm,
npu namuentd ¢ GFR < 45 ml/min ce npenopsysart Mo-HACKH 1030 (pxk. Touka 4.2).

Yepuodpobno yepescoane
He e Heo6xoaaMa KOPEKLMs Ha J03aTa CHTATIMITTHH [IPH NALIMEHTH C JICKO HIIH CPEAHO TCKKD

4epHOApOGHO yBpexaare (ckop no Child-Pugh < 9). Hsama kMHHKYER ONUT ¢ NAIMEHTH C TEKKO
uepuonpobHo ybpexaane (ckop 1o Child-Pugh > 9). B cs10To Bpeme, ThH KaTo CHT
/IHMMHHNDA OCHOBHO GLOPERHO, He ce 0YaKBa TEXNKOTO YepHOIpPOOHO YBpekKIaHE
(dhapMakoKHHETHKaTa Ha CHTArTHITHH.
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Hayuenmu g cmapuecka év3pacm

He ce Hamara KOpeKUMsA Ha J03aTa B 3aBHCHMOCT OT Bb3pactTa. Bh3pacTra HE 0Ka3Ba KIHHITHO
3HAYAM eeKT BEpXY HapMaKOKHHETHRATA Ha CUTAMVIHITTAH, KakKTO € BHIHO 0T JAHHMTE OT
dbapMakoxkuHeTHIEeH nomynanuoneH ananus Pasa I u Pasa Il MHauBHaUTe B CTapuecka BB3pacT {65
no 80 roguswy) uMar npHbIH3HTENHo 19% NO-BHCOKH MNa3MeHH KOHIEHTPAllA Ha CHTarTHITHH B
cpapHeHMe ¢ N0-MI3aa1 YHIMBHAH,

Heduampuuna nonyaayus

(apMaKOKHHETHKATA Ha CHTArnUNTAH (eAWHUYHA 103a 50 mg, 100 mg wn 200 mg) ¢ mcaenBaHa
IpH neABaTpEYHH nauueHTH (Fa Be3pact 10 o 17 roguau) ¢ auaber T 2. Tlpu Tasu nomynarmd,
AUC Ha CHTATIMNTHH B [UTA3MaTa, KOPHIHpAaHa cipAMo 103aTa, & npubnmsarento 18% mo-Hucka
OTKO/IKOTO HPH BL3PACTHH NAMeHTH ¢ AuabeT THI 2 npu ao3a 100 mg. Tosa He ce CHMTA 34
KIMHHYHO 3HAMUMA PalIEKa B CPABHEHKE C BE3PACTHH NAIMEHTH BE3 OCHOBA Ha HENPOMERALIO C&
croTHOIeRne DPK/D]] Mexmy nosute or 50 mg 1 100 mg. He ca nposexkaany NMpoyIBaHHL CbC
CHTAr/IANTHH TIpH NEAHATPUYHHA NalHEHTH Ha Bb3pacT <10 roauHA.

Hpyeu xaparxmepucmuxy Ha nayuenmume

He ce Hanara KopeKiud Ha 1023413 B 3ABUCHMOCT OT MO, paca HiH HHACKS Ha TENecHa Maca {BMI).
Te3u XapaKTepPHCTHKH HAMAT KIHEMYHO 3HATHM edekT BbpXy (apMakOKHHETHKATa Ha CHTATNHITHH
crope/ KOMOHHEpAHHA AHAITH3 HA QapMaKOKHHETHIHATE JaHHH oT npoy4sanyus Qasza 1 u
TIOTyIIANKOHEH PAPMAKOKMHETHHEH aHATH3 Ha JAHHUTe OT npoyusanns ®aza I u Pasa II.

5.3 HpeaxnuHUYHHE JAHHH 38 Oe30NaACHOCT

Br6peuna 1 uepHOAPO6HA TOKCHSHOCT ce HabMoaaBa NPH IPH3a4H TPH CTOHHOCTH Ha CHCTEMHA
EKCTIO3MUMs 58 MBTH MM0-BHCOKA OT HUBOTO Ha EKCTIO3WIMATA NPH XOpa, a HHBoTO 6e3 edekt ¢
OTpeneNeHo Ha 19 IETH MO-BHCOKO OT TOBA IIPH X0pa. AHOMA/THH Ha Pe3lATe ce HabuioAapaT HpH
ILTBXOBE TIPH HHBA HA EKCNO3HILHS 67 TbTH MO-BHCOKH OT HUBOTO HA KNHHHYHA CKCIIO3HLMA; HHBOTO,
NPH X0eTO HAMA NoAoDeH edekT, e onpeneneHo Ha 58 NbTH NO-BUCOKO, CBITIACHO PE3YIITATHTE OT 14-
CeAMHYHO NPOYYBaHE OPH IWIHX0BE. SHAYEHHETO HA TA3H HAXOLKA NPH X0pa HE € UIBECTHO.
TpaH3HTOPHH, CBBP3aHH C A€4eHHeTO GHIMIECKH IPOSBH, HAKOM OT KOHTO NPEANOAAraT HanHueTo
Ha HEBPOINOTHYHA TOKCHYHOCT, K4TO JWlIaHe ¢ OTBOPEHd YCT4a, CaTHBalld, EME3HC Ha fsia nAHa,
aTaKCHs, Tpelepese, HAMAIEHa AKTHBHOCT H/LTH H3rhpOeHa 11033, ce HabmoAaBaT IpH Ky4eTa Ipy
HHBA H eKCTIO3HITHA NPHOIM3HTENHO 23 NBTH NO-BHCOKH OT HHEOTO HA KAHHMYHA CKCNOIMIMLL
OcBeH TOBa MHOTO 11eka A0 JIeKa KOCTHO-MYCKY/IHA JercHepania ce HabIonasa H XHCTONOTHSHO NpH
103H, JABallH HHBA HA CHCTEMHA eKCTIO3HLIMA nprbNH3HTENHO 23 NMBTH M0-BACOKH 0T HHBOTO HA
€KCTo3HIMs npy Xopa. ITpy Te3u pesyaTaTH HUBOTO (e3 nozobeH edeKT e NPy eKCTIo3UIHA 6-xpaTHO
MO-BYCOKA OT HUBOTO HA KIHHMYHA eKCOO3HIMA.

CHTarIMITHE He e TIoKa3al reHOTOKCHYHOCT B X044 Ha IPeNKINHAYHR poyypaHid. CHTarTHITHH
Hee GH/ KAHIEPOTEHEH 32 MHIKH. TTph IUTEX0BE HMa IOBUINEHA YECTOTA HA YEPHOIPOOHY aNCHOMH H
KApLMHOMH NPH HUBa HA CHCTEMHA EKCTIO3XINS, 58 METH No-BHCOKH OT Te3H npu Xopa. Thif kato €
YCTAHOBEHO, e XENATOTOKCHYHOCTTA KOpenupa ¢ HHAYIHPaHeTo Ha YepAOAPOOHA HEOIasH NPy
FLTBX0B€, Ta3H NOBHIIEHA YeCTOTA Ha YepHOOPOOHH TYMOPH NPH MUIEXOBETE € BEPOATHC BTOPITIHE,
CNEJCTBHE OT XPOHHYHA XENAaTOTOKCHUHOCT TIPH Ta3H BHCOKA N03a. [lopaay BHCOKATa FPaHAL2 HA
GesomacHocT (19-ITTH NIPH TOBA HUBO §e3 eeKT) Te3H HEOIUTACTHYHH TPOMEHH He C¢ CIHTaT
pesieBaHTHH 33 X0pa.

Hsama Hexenauu edekTH BEPXY QEpTINTETa HPd MBKKH H 3XEHCKH IABXO0BE NONYUHIH CHTATTIHIITHH
npefM H 0O BpeMe Ha TadTocBaHe.

Ilpu npoy4BaHe BLPXY MPe-/TIOCTHATATHOTO Pa3BUTHE HA IUTBXOBE CHTATNUIITHH HE 0Ka3Ba
HEWENIAHH PeakiyH,

INpoy4BanuaTa BEPXY peTpOAYKTHBHATA TOKCHYHOCT [OKA3BaT HANHINETO HA CBbP3aHd C £T10,
JeKO YBEIHYCHA YECTOTA Ha MalopMaumi Ha pebpa Ha deryca (JIMOCBALIM, XU
maasamy pebpa) Npu NOKOJASHUETO HA IUTHXOBE MPH HUBA HA CHCTEMHA SKCTI03
ITETH [O-BHCOKH OT Te3H [p XOpa. TOKCHIHOCT Ha Maiikara ce HabnIokaBa NpH
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aoBeYe 0T 29 IBTH rio-BHCOKH OT HHBATA HA €XCIO3ALMA 1pH Xopa. [Topaay BHCOKaTa FPAHHLA Ha
6e20TacHOCT, TE3M HAXOIKH He IPETIONaraT ChIeCTBYBAHETO HA CHOTRBETEH PHCK 34
PenpORAYKTHBHOCTTA ApH Xopa. CHTAFIHOTHH ¢e CeKPETHPA B 3HAUMMH KOJIHYECTEA B MIAKOTO Ha
KbPMEINH IbX0Be (OTHOINEHHE KbpMa/Tina3Ma; 4:1).

6. OAPMAIEBTAYHA JAHHH
6.1 ChoHchK BA IOMOIIHMTE BEUIECTRA

Snpo Ha TabieTkaTa:

MHKPOKPHCTAIHA LETyN03a

Kanuues xggporerdocdar

HATPHER HUINECTEH TTIMKONAT (TH A)
Oe3BoNeH KOJIORACH CIUIMIMER NHOKCHT
HATPHEE CTeapriadyMapat

DUIMOBO IOKDHTHE:

TIONH(BHHHIIOB ATKOXO0M)

makporon 3350

TanK

THTaHOB AHoKcHT {E171)

AEBAT JxeneseH okcup (E172)

qepBeH keneseH okcun (E172)

6.2 HechBMecTHMOCTH

Henpiioxiumo

6.3 Cpox Ha roanocT

2 romyAn

6.4 ChneudajHH YCIJOBHS HA CHXPAREHHE

To3u nexapcTBEH MPOAYKT HE M3NCKBA CNEUHATHY YCIIOBHA 34 ChXPaHeHMe.
6.5 BnaHceabpKAHHE HA ONAKOBKATA

Bmacrepn Anymunnit/ PVC/PVDC B kapToHeHa KYTHA.

OnakopxH o 14, 28, 30, 56, 84, 90, 98 ¢punmupaHH TabneTkH.

He BCHYKH BHIOBE OMAKOBKH MOTaT Aa ('bAAT MyCHaTH B npoaaxta.
6.6 CroenmansHH MPeANa3HH MEPKH IPH HIXBLpAsHE H paoTa
Hama crienyanAy H3IHCKBAHMA.

7. HPHTEXATEJI HA PASPEIIEHHETO 3A YIIOTPEBA
Zaldady Farmaceutyczne POLPHARMA S.A.

ul. Pelplifiska 19, 83-200 Starogard Gdanski
Ioama

8. HOMEP(A) HA PASPERIEHHETO 3A YIIOTPEBA

Currervk 25 mg puiMupaln Tabnerxy
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Per. Ne 20210086

Crrnetsk 50 mg ¢rmdupany Tabnerkn
Per. Ne 20210087

Curnersk 100 mg duimupans Tabnerku
Per. Ne 20210088

9,  JATA HA NIBPBO PA3PENIABAHE/IOAHOBABAHE HA PASPEINEHUETO 3A
YIIOTPEBA
Jlata na mepeO pazpeniasane: 12.04.2021

Jlara Ha NOCIIENHO MONHOBABAHE:

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA

22.10.2021
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