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1. HME HA JIEKAPCTBEHHA ITPOJAYKT o sttnie B S
IO3una 100 mg ¢punmupann Tabnerku

Juzina 100 mg film-coated tablets

2. KAYECTBEH 1 KOJJUYECTBEH CbCTAB

Besika dunMupana TabneTka ChABpka CHTATANTHR XHAPOXIOPHT MOHOXHpaT (sitagliptin
hydrochloride monohydrate), expupanenrer na 100 mg cutarmanTH (sitagliptin).

3a MBJIHAA COHCHK HA NOMOIIHHUTE BELECTBA BHKTE Touka 6.1.

3, JIEKAPCTBEHA ®OPMA
Oumvupana rabnerka

Kpbraa, 7BoHHOH3IBKHANA, XBITA GUIMHpaHa TabneTka ¢ rpaBHpaH Hajmac ,,AD3“ o efHata CTpana,
JeNHTENHA 9epTa OT JpyraTta cTpana (nuameTsp npubnusurento: 10,5 mm). TaGnetkara Moxe 1a Oble
pasjieNicHa Ha paBHH JIO3H.

4. KJIHMHUYHU JAHHH
4.1 TepaneBTHYHH NOKAIAHHA

TTp¥ BB3pACcTHH MAlMEHTH Che 3axapeH auaber Tun 2 KO3nHa e nokasan 3a moaoOpABaHe HA

IITHKEMAYHUS KOHTPOM:

KaTO MOHOTEpaIHA:

- TIpH MAUHEHTH ¢ He3aIOBOMHTENSH KOHTPON CaMo Upes THETA H YIPHKHEHHS U P KOUTO
MeT(HOPMHUH € HeMOAXOAALL MOPAAH MPOTHBONOKA3AHHA HIIH HEMOHOCHMOCT.

KaTo ABOIHA MepopaliHa Tepanis B KOMOMHALMA C:

- MeTQOPMHH, KOTATO ¢ IHETa H YIPAOKHEHHS, IUTOC MPH/IAraH CAaMOCTOATENHO METGOPMUH, HE Ce
MNOCTHra 3a0BOJIMTEIICH TTHKEMHYEH KOHTPONL.

- cy npOHUITY peliHO TPOH3BOHO, KOTATO ¢ AHETA H YIPAXKHEHHA, TIIIOC MAKCHMAIHA IOHOCHMA 1032
cyn(poHUIy peiiHO TPOU3BONHO CAMOCTOATENHO, HE € [IOCTHIa 33JOBOMNTENCH MTTHKEMHYCH
KOHTPON H KOraTo METHOPMHH € HeMOAXOAAIN oAty NPOTHBONIOKA3aH s HIIE HETONEPAHTHOCT.

- HepoKCcH30MeH npomdeparop—-akTuBupaH perentop rama (PPARY) aroHucT (Hamp.
THA3OMHAMAAKOH), KOFaTo H3non3BaneTo Ka PPARY aroHMCT € MOAX0IATIG H KOTAaTO C AHETA H
ynpaxHerus, mmoc PPARY aroHHcT, npuiarad CaMOCTOATENHO, HE ¢ MOCTHTA 33M0BOTMTEICH
TAHKEMAYEH KOHTPO.

KaTo TPOHHA MepopaiHa Tepanns B KOMOHHALNA C:

- cyndonumypeliHo POH3BOAHO H MeTHOPMHH, KOTATO € THETA U YIIPAKHEHHA, TUIOC,
Tepanus ¢ Te3M JEKAPCTBEHN MTPOKYKTH, HE ¢ TIOCTHIa 3370BONHTENCH TTTHKEMH




— PPARY aronnct 1 METOPMHH, KOTaTO H3non3eaHeTo Ha PPARY aroHHCT € MOAXOMAWIO U KOTaTo
C IHEeTa ¥ YNPOKHEHHS, IIOC BOYHA Tepanus ¢ Te3H JIEKapCTBCHH NPOAYKTH, HE €& NOCTHIA
33/10BOJIHTENEH [JIHKeMHYEH KOHTPOII.
IO3HHa CHUIO € TOKA3aH KATO JOMbIHHUTENHA TEPAHA KbM HHCYIHH (ChC HIIH 6e3 MeT(OpMHH), KOTATO C
JHETA M YIPAKHEHHS, ILIOC NOCTOAHAA 11032 HHCYJIHH, HE C€ NOCTHra 3af0BONHTENCH NHKEMHHCH
KOHTpON.

4.2 [o3WpOBKA H HAYHH HA IPHJIOKEHHE

,ﬂo:mpomca

Jlosara ¢ 100 mg cHTAarMNTHH eQHH MBT AneBHO. KoraTo ce u3nonssa B KOMGHHALHA C MeTHOPMEH
w/umn PPARY aroumcr, nozara na MeTdopmus w/uan PPARY aroxucTa He TpaGea fa ce MPOMEH3, KaTo
FO3nHa ce npunara ¢IHOBPEMEHHO.

Koraro ¥O3una ce H3NM0N38a B KOMGHHALMA CBC CYIPOHHAYPEHHO POH3BOJHO HIIM ¢ RHCYJIHH, MOKE A3
ce oOMHCIH MO-HACKA A03a CyIOHATYpeitHO MPON3BOAHO HIIH HHCYIIHH, 33 1a C& HAMAJH PHCKET OT
XUTIOTTHKEMUS (BXK. TouKa 4.4),

Axko ce mponycHe qo3a IOQ3uHa, Tpabea 1a ce B3eMe He3aGaBHO, KOraTo NAIMEHTHT C€ CETH. B envm 1
CBhIIH AeH He TpAbGBa ga ce B3ema qeoHHA A03a.

CrelHanHy NONYIANHA

Bvépeuno yspeoicoane

KoraTo ce 0GMHCIS H3NOJ3BAHETO HA CHTAMTMIITHH B KOMGWHALMA ¢ APYT aHTHAHAGETEH NeKapCTBeR
TIPOAYKT, TpSOBA [1a ce IPOBEPAT YCIIOBHSTA 34 M3NON3BAHETO My TIPH MIAUMEHTH C G50pedHO yBpexIaHE.

TIpy nanueHTH ¢ GE6PETHO YBPEAAAHE B NIeKa CTENeH (CKOpOCT Ha FIOMEpYJIIHa QHATpaLHs [Glomerular
Filtration Rate, GFR]>60 no <90 ml/min) He ce Hanara KOpeKIlHA Ha /1033Ta.

Tpu nauuentyd ¢ 666peuno yepexaane B ymepeHa crenet (GFR>45 no <60 ml/min) e ce Hanara
KOpEKIHS Ha 103aTa.

TIpH mamEenTH ¢ GE6pedHo yspexkaane B ymepera crenct (GFR230 no <45 ml/min) osara FO3uHa €
50 mg BEAHEXK ZHCBHO.

ITpx naukeHTH ¢ 656peuno yepesxaaHe B Texka crener (GFR>15 no <30 ml/min) rim ¢ TepMHHAIHA
on6peuna HepocrarbuHOCT (TBH) (GFR<15 ml/min), BKIIOYATENHO Te3H A3HCKBAIIH XEMOIHATH3A HIIH
nepHTOHeaNHa JHanu3a, Josata KOauHa e 25 mg BefHnxk AHEBHO, JleueHHEeTO MOXKE 13 Obi¢ IPHIOKEHO
HE3aBACHMO OT BPEMETO 3a JHANH3A.

Hozara ot 50 mg Moxe 1a Obae moxyyeHa upes pasfensHe Ha tabnerkara ot 100 mg IO3uHa Ha fe
nonosuny. Jlo3a ot 25 mg cHTArIHITHH He ce npeutara ¢ KO3una, 3a OCTHTaNe Ha fo3aTa 0T 25 mg
Tpa6Ba Na ce H3NO0N3Ba AITEPHATHBEH JEKapCTBEH IPOAYKT, ChAbPKALL CHTArTHITHH.




Yeprodpobro yepesicoare

He ce Hayara KOpeKIHs Ha NpHIATaHATA 033 NPH NAIHEHTH C JIEKO JO CPeIHO TeNKO YEPHOAPOSHO
yBpexnane. KO3HHa He e NpoyYBaH Npy NALHEHTH ¢ TEXKO YepHOAPOOHO yBpeXIane U CelBa Ja ce
HNONXO0KA2 BHAMATENHO (BXK. Touxa 5.2),

OGave, ThH KaTO CHTATITHIITHH C€ eTHMHHHPA OCHOBHO upe3 6p0pelHTe, He ce 04aKBa TEKKOTO
4epHOAPOGHO YBPEXIAHE [a MOBTHAE BBPXY (PAPMAKOKMHETHKATA HA CHTATIIMIITHH.

Cmapuecka gv3pacm
He ce Hanara kopeKLisa Ha 034Ta B CbOTBETCTBHE C Bh3PAcTTA.

ITeduampuuna nonynayus

Curarnmuntun He Tpabea Ja ce H3MO3Ba IPH A€La | IOHOLIH Ha Bb3pacT o 10 xo 17 roonHH nopaax
HENOCTATHYHA epRKacHOCT. HamiynATe MOHACTOAIEM aHHH CA OTIHCAHH B ToukH 4.8, 5.1 1 5.2.
CHTarnmANTHH He € NPOyyBaH NpH MeJHATPHYHH NallHEHTH Ha BB3pacT nox 10 roaunu.

HauuH Ha NPUNOKCHUE
IO3uHa Moxke fa ce npreMa cbe uny 6e3 xpasa.
43 IIpornBOnOKa3anHsd

CBPBXYYBCTBHTENTHOCT KbM aKTHBHOTO BELIECTBO HJIH KbM HAKOE OT MOMOLILHUTE BEllleCTBa, H30pOeHH B
Touka 6.1 (Bx. ToukH 4.4 u 4.8).

4.4 CrnenHa/JIHH NpeAyNpeKAcHMA H IPEANa3HH MepKH NpH ynorpeba

Oy
FO3una He Tpa6Ba Aa Ce H3MON3BA NPH MALHEHTH ChC 3axapeH guabeT THI 1 Him 3a neveHHe Ha nxabeTHa
KETOAHA03a.

OcTbp nafRKpearnT

VYnorpebara va DPP-4 urxuGuropu (Depeptidyl Peptidase — 4 inhibitors) e cebp3aHa ¢ PHCK OT pasBHTHE
Ha OCTBP NaHkpeaTHT. [TanuenTrTe TpAGBA Aa GbAAT HHGOPMHEpPAHH 32 XAPAKTEPHHA CHMITOM Ha OCTRD
TIAaHKPEATHT: MEePCHCTHPAllA, MHOTO CHITHA KopeMHa bonka. Ce/ IpeKpaTABaHe Ha CUTATITHITHH, €
HalmioAaBa OTITYMSABAaHE Ha MAHKpeaTuTa (CHC UK 6e3 momabpKall0 JISYEHHE), HO B MHOTO PelKK
cydJaH € choOLIABAHO 32 HEKPOTH3MPALL HIH XEMOparndeH NaHKPeaTHT H/HIH CMBPT. AKO HMa
CBMHEHHS 33 TAHKPEATHT, TpAOBA Ja ce mpeKpaTH NpHeMbT Ha KO3MHA H ApYTrd NOTCHI[HATHO
NO/I03HPAHH JNIEKAPCTBEHH MPOJYKTH; aKO C€ MOTBLPAM OCTHP NaHKpeaTHT, NnpueMbT Ha JO3uHa He

TpsabBa Aa ce Bp306HOBABA, HeoOXonuMo € MOBHIIEHO BHAIMaHHe NIPH NMAIHEHTH ¢ aHAMHESA 323
NaHKpeaTHT.

XUMOTNTHKEMHSA, KOTATO ce NMPHIara B kKOMOHHALKA ¢ APYrH aHTHXHIEPTAHKEMHYHH JICKAPCTBEHH
NPOAYKTH

[pH xMEHAYHY W3MATBaHWA, KD3HHA KaTO MOHOTEpanKs M KaTo YacT OT KoMOHHHpaHa Te
NEKApCTBEHH TIPONYKTH, 33 KOMTO € H3BECTHO, Y€ HE NPHYHHABAT XHIIOTTTHKEMHAN (Hanp,
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w/unu PPARY aronuct), cro0LMIeHHTE HUBA HAa XHTIOMTHKEMHUS NPH CHTATJIHITTHH Ca CXOAHH ¢ Te3d NpH
TNAlKEHTH MOY4aBaiH nalefo. XHNornuKkeMus e HabMoIaBaRa, KOraTo CHTArIANTHH € H3M0N3BaH B
kxoMOHHAIHA ¢ HHCYJHH HIH cyI(poRMIypeiHo npon3eoanHo. CreaoBaTelHo, 32 a C€ HaMaad PHCKBT OT
XHIOTIHKeMHs, TpAOBa Jla ce 0BMUCH MO-HUCKA 1032 CYI(POHHITYpeiBO NPOH3BOIHO HIIH HHCYIHH (BX.
TouKa 4.2).

BrOpeyHo yepexnane
CHTarmanTHH ce exckpeTHpa GEOpetHo. 32 fa ce JOCTHrHAT MIa3MEHHTE KOHIEHTPAlHH Ha

CHTarmHnTHH, NoA00HH Ha Te3y NpH NAUMEHTH ¢ BopMaana 0bOpeyHa QYHKIHS, NPH NaUMeHTH C
GFR<45 ml/min ce npenopryBaT MO-HECKH JO3H, KaKTO W NpH nauuent ¢ ThH, n3ucksaim
XeMOJHANE3A HJIH NEPHTOHeanHa Auain3a (Bx. Touki 4.2 1 5.2).

Koraro ce 06Mucns M3MON3BaHETO HA CHTAMTMNTHH B KOMOWHAIHA ¢ APYr aHTHAHA6ETEeH JISKAPCTBEH
MPONYKT, TpAOBA Ja ¢€ NPOBEPAT YCIOBHATA 33 H3NOJI3BAHETO MY MpPH NAIHERTH ¢ 6BOpeYRO yBpekaHe.

Peaxiuy Ha CBPBXMYBCTBHTEIHOCT

Crofiueny ca mOCTMApPKETHHIOBH CIyHYaH Ha CepHO3HH PEaKIHH Ha CBPbX4YBCTBHTEIHOCT NPH
NAIHEHTH, JEKYBAHH ChC CHTATTUNTHH. Te3l peakiuH BKIIOYBAT aHadHAaKCHs, aHTHOEAEM U
eK(POMHATHBEH CHCTOSHHS Ha KOXKATA, BKIIIOYUTENHO CHHAPOM Ha Stevens-Johnson. HavanoTo Ha Tesu
PEaKIIMH € [0 BpeME HA NBPBHTE 3 MeceLa clieAl 3aII09BaHe Ha JIEYCHHETO, KaTO HAKOH CITydaH ce
HPOABABAT CEA MBPBATa J03a. AKO Ce HOAO3HpAa PEaKUMA Ha CBPBXYYBCTBBTEIHOCT, TPHEMET Ha HO3nHa
Tpabsa na 6s1e npexpateH. TpaGea Aa 6bAaT OLEHEHH APYTH NOTEHIMANHY IIPHYHHHE 38 ChCTOSHHETO H
Ja ¢e 3amoYHe aITePHATHERC ACICHAS Aa Analera.

bynosen memuroun

Ipn nanuenTy, npuemamn DPP-4 vuxubutopH, BKIIOYHTEIHO CHTATNHNTHH, HMa TOCTMAPKETHHTOBH
crobmieHns 3a OynoseH nempurona. Axo nMa csMHeHHs 3a OysiozeH neMpHronn, npxeMsT Ha 0312
TpA0Ba Jja ¢e NpeyCTAaHOBH.,

Hatpnii
TosH nexkapcTBEH NPOAYKT ChABPKA MO-Manko oT 1 mmol Hatpuit (23 mg) Ha Tabnerka, 1.e. MOXE Jla ce
K&JKe, 4e NPaKTHYECKH He ChAbpsKa HaTpuil.

4.5 BzaumoaeiicTBHe ¢ APYrH JIeKAPCTBEHN NPOAYKTH H ApyrH GOPMH Ha B3aHMOAelcTBHE

EdekTn Ha JIEKADCTBEHY MPO, BBDXY CHTATTHITTHH
IIpeacraseHnTe Mo-A0NY KIHHAYHA JAHHH TPEANONATaT, U¢ PHCKBT OT KIHHHYHO 3HAMHMH
B%HMOHGﬁCTBHH v ennonpemeHHo npnnarann JIeKapCTBBHH HpOI[)FKTPI € HUCEK.

In vitro npoyYBaHHATA MOKA3BAT, e OCHOBHHAT EH3MM, OTFOBOPEH 33 OTPaHHYCHHA META0OIH3bM HA
catarnuntuH, € CYP3A4 npu yyactuero ¥ na CYP2C8. [Ipu nauuentd ¢ HopManta 6u6peyuna QyHKIuA,
MeTabonuaMeT, BmoyrTenHO upes CYP3A4, urpae Manka pons B KNHPBHCA HA CHTATIHIITHA.
MeTa6onnaMET MOXKe Ja Hrpae no-ChUIECTBEHA POJIA B EIHMHHAPAHETO HA CHTATNKITAH NPH TEXKO
6u0pedno yspexaane win Tepmunania 666peana nepoctarbunoct (TEH). [Topaay Tasu npu4uHa e
BB3MOXHO MOEH CYP3 A4 uHxubHTOPH (KAaTO KETOKOHA30N, HTPAKOHA30M, PHTOHABHD,
KJIAPATPOMMITHH) 1a MPOMEHAT PapMaKOKHHETHKATA HA CUTAHNITHH NPY MANWEHTH C




Gs6peuno yepexaane unu TBH. BraneiicTeuero Ha MomiHuTe CYP3A4 #HXAGHTOPH NIPH HANHYHE Ha
610peyno yBpekAaHe He € OLEHABAHO B KITAHWYHO NPOYYBAHE,

In vitro Tpoy“BaHHATA HA TPAHCIIOPTA MOKA3BAT, Y€ CHTATNMIITHH € CyOCTpaT Ha p-rIHKONPOTEHHA H Ha
TpaHcnopTepa Ha OpraHkyHH aHuoun-3 (Organic Anion Transporter 3, OAT3). OAT3-MeUHpaHHAT
TPaHCNOPT Ha CHTATAKIITHH ce TIOTHCKA in vifro oT npobeHenw ], Makap 4¢ PHCKBT OT KITHHYYHO 3HAYHMH
B3aHMOJIEHCTBHA Ce OLIEHsBA KaTo HUCEHK. EAHOBpeMeHHOTO npunoxkenne ¢ OAT3 HHXuOUTOPH HE €
OLICHABAHO in Vivo.

Memgopmur: EZHOBPEMEHHOTO, MHOI'OKPATHO NPHIIOKEHHE Ha 033 0T 1000 mg MeThopMuH 84 THTH
AHEBHO ¢ 50 Mg CHTArJIHNTHH He IPOMEHA 3HAYUMO hapMakOKMHETHKATA HA CHTATIIMIITHH IIPH MALHEHTH
¢ nuaber Ton 2.

Luxnocnopun: TIpoBeeHO € NpOyYBaNe 3a OLEHK? e(PEKTa Ha MKIOCTIOPHHA, MOIIEH HHXMOHTOD Ha
P-TIHKOTPOTEHH, BBPXY HapMaKOKHHETHKATa HAa CHTArTHITHH. EJHOBPEMEHHOTO IPHIIOKEHHE HA
eIHOKPAaTHA [epopanta 103a oT 100 mg CHTRIMNTHH H eIHOKpaTHa NepopainHa 103a ot 600 mg
uuknocnoput noeuinasa AUC u Cue Ha CHTATTUITHE CHOTBETHO ¢ MPHOIM3ATENHO 29% U 68%. Tesu
TIPOMEHH BbB (apMaKOKHHETHKATA HA CHTATITAITTHH HE C€ TIPHEMAT 33 KITMHUIHO 3Ha4lMH. BrOpednusT
KJIHPBHC Ha CHTATTHIITHH HE C€ ITPOMEHA 3HAYHMO. Hopa,rm TOB4a, HE CC OYaKBaT 3HAYHMHU
B3aHMOJEHCTBHA ¢ APYTH P-TIHKONPOTEHH HAXUOHTODH.

EdekTi Ha CHTAITMNTHH BHPXY ADYCH JEKAPCTBEHH NIPOAYKTH

Jfuzoxcun: CurarnunTia uMa ciab edext BEPXyY IUTa3MeHaTa KOHUCHTPALHA Ha AHTOKCHH. Cniex
npunaragero Ha 0,25 mg AHroKcHH eaHoBpeMeHHO ¢bC 100 mg CHTArMUOTHH AHEBHO B IPOTBIDKEHHE HA
10 gup, nasmenara AUC Ha AUrOKCHH HapacTsa cpefHo ¢ 11%, a nnasmeHarta Coax cpesiHo ¢ 18%. He
e Mpernopbysa KOPHTHpaHe Ha [o34aTa AMTOKCHH. B ChINOTO BpeMe, MAUHEHTHTE ¢ PHCK OT JHIOKCHHOBA
TOKCHYROCT TPAORa na Gpaat nos HaGmoAeHye 3a TaKaBa, KOraTo CHTATIHITHH B IUTOKCHE Ce Npuinaratr
STHOBPEMEHHO.

In vitro NaHHUTE NOKA3BAT, Y€ CUTATIMITHH He NOTHCKA W He uHAYHApa CYP450 uzoensumure. B
KIHHHYHH NPOY4BAHMA CHTATIMITHH HE MPOMEeHS 3HAYHMO dapMaKOK#HeTHKaTa Ha MeT(HOPMUH,
riuCypuA, CHMBACTATHH, PO3KITHTAZ0H, BAP(HAPHH MK NEPOPAIHE KOHTPALSNTHBH, AaBaiKH in vivo
HaHHH 3a MAJIKA BEPOSTHOCT OT Ipe3BHKBaHE Ha B3aumoelicTeua cbe cyBerpatn Ha CYP3A4,
CYP2C8, CYP2C9 u tpancnoprep Ha opranuysu kataoHH (Organic Cation Transporter, OCT).
CurarnunTan Moxe na 6pAe cnal HHXHOUTOD Ha p-TTHKONPOTEHHA in Vivo.

4.6 @epranETeT, GPEMEHHOCT H KbPMeHe

Bpemennoct
HamMa gocTaTe4no naHHH 3a ynorpebaTa Ha CHTATNMOTHE pH OpeMeHHH XeHH. [IpoyysanuaTa Npy
JHMBOTHH NOKa3BaT peNpoAyKTHBHA TOKCHYHOCT MPH BHCOKH J03H (BXK. Touka 5.3). [IoTeHIHATHHAT pHCK

TIpH xopa He € H3RecTeH. [Topanu sMncata Ha naHHH NpH xopa KO3uHa He TpaGBa Aa ce U3NON3Ba [IPH
6peMeHHOCT.

Kzpmene
He & p3BecTHO JafMH CHTArMOTHH Ce e[ccxpe'mpa B kbpMaTa. IIpoyuBaHHATa NPH JKHBOTHH [TOKA3BaT, 4e
"\..\ i




QepTHIATET
JlaHuuTe OT IPOYUBAHHS NPH KHBOTHH HE NPeANONaraT BIHSHHC BbPXY $epTHIHTETA HA MBKKH H
¥EHCKH TUTHXOBE TIPH JIeYeHHe ChC CHTArTUITHH,. JIANCBAT AaHHY NP XOpa.

4.7 EdexTn pupxy cnocobnocrra 32 modupane n pabora ¢ MAIIHHA

IO3uHA He IOBAMABS WM TIOBJIHSBA NPeKeGpesuMo cocoGHOCTTa 33 WodHpaHe H paboTta ¢ Mamuuu. B
CBHILOTO BpeMe npH modupane uk pabora ¢ Malwnu, TPAO0BA Aa ce MMa NPEABUA, Ue Ca I0KIaABaHN
ciiyday Ha 3aMaliBaHe H CHHJIHBOCT.

B nombIHEH e, IaUHEHTHTE TPSOBA Ja ce MpelyPeKAABAT 33 PHCKA OT XHIOrMKeMHus, korato 103uxa
ce H3MOM3Ba B KOMOGHHALHA ChC CY/NGORMIypeliHO NPOUSBOAHO HIH C HHCYJIHH.

4.8 Hexenann NeKaPCTBEHM PEAKIHEK

Peatome Ha npodwina Ha 6e30n0acHOCT

Cpo0ImaBanH ca cepHO3HH HEXKENAHH PEaKIHH, BRIIOUHTETHO TAHKPEATHT H peaki(HH Ha
CBPBLXUYBCTBUTENHOCT. ChOGIUABAHA € XATIOTIMKEMHS B KOMOHHALHA ChC cynoHIITY peHHO IPOH3BOIHO
(4,7%-13,8%) u uucynuH (9,6%) (Bx. Touka 4.4).

TaGauten cNHCHK HA HEXENAHUTE NEKADCTBEHH PEAKIHH

HexenaHNTe NeKapcTBEHH PEakiuy ca nocoueny no-gony (Tabnaua 1) cnopex cucTeMO-oprakHa
Kiacidukanus u yectota. Ilo 4ecToTa ce ONpeienaT KaTo: MHOTO YE€CTH (=1/10); uectu (=1/100 o0
<1/10); HevecTH (>1/1 000 o <1/100); pemku (>1/10 000 xo <1/1 000); muoro peaxu (<1/10 Q00)uc
HeW3BECTHA YECTOTA (MEeCTOTaTa He MoXe J1a Gb/ie OueHeHa OT HaNHYHHTE JAHHH).

Ta6auna 1. YecTOTa HA HeXeNaHUTE PeAKIHM YCTAHOBEHH IO BpeMe Ha NIale00-KOHTPOIHPAHH
KAHHHYHH OPOYYBAHHSA IPH MOHOTEDAaNEs Ch¢ CHTAMJIMNATAY H NPH NOCTMAPKETHHIOBHSA OIHT

a
Hexxenana peakuus YecToTa Ha HEKETAHATA PEAKIHA

HapyumeHns Ha KPHBTA H NTHM{pHATA cHCTEMa

TpPOMBOLIMTONICHHA | Peaxu

HapyimeHHS HA HMYHHATA CHCTEMA

PeaKUHH Ha CBPLXYYBCTBHTEITHOCT,

C HeH3BECTHA IECTOTA
BKIIOUHTENHO aHaQHNAKTHYHH OTroBOpH™!

Hapymesans ua MeTafoansmMa H XpaHEeHETO

xunormkeMast Yectn

HapyuicHHS Ba HePBHATA CHCTEMA

rnasofonne Yectn

saMaiiBaie Heuectn

PecnupaTOpHH, IPLAHH H MEAHACTHHAINK
HAPYMICHHS

HHTEpCTHIMANHA Genoapobua Gonect’ C HeH3BeCTHA 4eCToTa




CToOMAIAO-UPEBHH HAPYIIeHHA

3aneK

HeuecTn

moBphIaHe’

C HeH3BeCcTHA YeCToTa

ocThp narkpeatat*"?

C HeHn3BEeCTHA YECTOTa

dataneH u HedpaTaneH XEMOParH4eH H
HeKpOTH3Hpall naHkpeaTT*:!

 HeM3BECTHA YeCToTa

HapymieHnus Ha KOKATA H NOIKOKHATA
ThKaH

PYPHTYC Hevectn

anrHoenem C HeH3BECTHA YECTOTA
obpus™t C Heu3BECTHA YECTOTAa
ypTHKApHS * C HeH3BECTHA YECTOTA
KOWKEH BACKYJIMT ' C HeW3BeCTHA YeCTOTa

ekcONHATHRHY KOKHH 3a604BaHNs,

C HeM3BeCTHA 4eCTOTa

BKJIFOUHTENHO CHHApoM Ha Stevens-Johnson't

OynoseH meMpurons’  HeH3BeCTHA YECTOTa

HapyieHns Ha MYCKYJIHO-CKeJIeTHATA
CHCTEMA H CheJHHHTEJIHATA ThKAH

apTpaIrHa’ C HeW3BECTHA YeCTOTa
Muanrug’ C HeH3BECTHa YeCTOTa
Gonxa B repia’ C Hem3BECTHA YECTOTA
apTponaTus’ C HeH3BECTHA YECTOTa

Hapywenns Ha n0penyTe H NHKOYHHTE
WHLTHIIEA

Hapywena 66peuna Gynxima’ C Hen3BeCTHA YecTOTa

ocTpa 60peyuna HeOCTATBYHOCT C HEeH3BECTHA YecToTa

*HexxeaHHTE PeaKUHH ¢4 HASHTADHLMPAHH TI0 BPEME HA IIOCTMaPKETHHIOBOTO Habmonenue.
1BrxTe TOuKa 4.4,

1 Buskre npoyueanemo 3a 6e30nacHoC no omHOWeRYE Ha cypdesno-cvoosama cucmema TECOS no-nomy.

Onvicanre Ha W30pann AeKENAaHN peakiuy

B 1onBAHEHHE KbM CBBP3AHATE ¢ JIEKAPCTBEHHA MPORYKT HEXENAHH PSaKIHH, ONMCAHH [10-TOpe,
HEXeNaHHTe PeakUud, Cho0MAaBaHy HE3aBHCHMO OT IIPHYMHHO-CIIEACTBEHATA BPE3Ka C JICHCHHETO H
BB3HHKBAIIY [IpH NOHE 5% U roBeye OT MALHEHTHTE, JIEKYBAHH ChC CHTarIMITHH, BKIIOYBAT rHpEKIM
Ha FOPHHTE JHXaTe/HH THTHINA H Ha30(apHHTHT. JOMbIHHTENHH HEXENAHA PeaKkiuy, CboGaBany
HE3aBHCHMO OT NPHYHHHO-CIEACTBEHATA BPH3KA C JICYCHHETO, KOWTO Ca Bh3HHKBAJH N0-4€CTO PH
NAlHEHTH, JEKYBAHH ChC CHTAMMHNTHH (6e3 Oa JOCTHrHAT HUBA 5%, HO BB3HKKBAILH C YECTOTA >0,5%
MO-BHCOKA B PYTIATA ChC CHTATMIITHH B CPABHEHHUE C KOHTPOJHATA [PYIIa), BKIIOYBAT OCTCOAPTPHT H
Gonka B KpalfHHUHTE,

HAKOM HeXENaHH PeaKi|H ca HabJI0JaBaHHU MI0-YeCTO MPH NPOY4BaHKs 3a KOMOMHHpPaHa ynoTpeba Ha
CHTACHITHH ¢ OPYTH aHTHAHAOETHH JIEKAPCTBEHH MPOAYKTH B CPaBHEHNE C MPOyYBaHHA 32
MOHOTEpANHSA ChC CHTATIHNTHH. Te BKIOYBAT XHIOINMKeMHS (KATErOpHS Ha YeCTOTa ,,MHOTO HeCTH” ¢




MeTdhopMuH), nepudepe oToK (,9eCTH” ¢ MUOrIHTA30H HIH C xoMOMHALHA HA THOTJIHTA30H K
MET(OPMHH), CHEJIHBOCT ¥ AHApus (,,HedecTH” ¢ MeT(GOPMHH) ¥ CyXOTa B yCTaTa (,,HEUECTH” C HHCYIHH
(cBc unH Oe3 MET(POPMHH)).

[lenparpuyHa NOMyNAIIHRS
B KIHHWYHY K3IUTBAHUA CHC CHTATMOTHH NpH NeJHATPHYHH NALHEHTH CBC 3aXapcH muabeT THI 2 HA

mp3pact 10 1o 17 FOIHHH, MpOGHITLT Ha HEXENIaHHTe PEAKIMH ¢ CPABRHM C TO3H, HalMio/iaBaH NpH
Fb3PacTHH.

Hpoyusane 3a Be30nachocm no OMHOWEHIE HA CHPOCUHO-CHO0BAMA CUCMEMA TECOS

H3nuTBaneTo, OLEHABALIO CHPAECYHO-CHAOBHTE PE3YJITATH IIPH JleYeHHEe ChC CHTATMMNTHH (Trial
Evaluating Cardiovascular Qutcomes with Sitagliptin, TECOS), Brmousa 7332 nallHeHTH, JIEKyBakM CbC
100 mg CHTAT/IMATHE AHEBHO (AH 50 Mg AHEBHO, KO H3XOZHMTE CTOHHOCTH Ha H3THC/ICHATA CKOPOCT
Ha MIoMepy/Ha durrpauys (éGFR) ca >30 1 <50 ml/min/1,73 m?), u 7339 natuesTn Ha rnaue6o B
intention-to-treat (ITT) nomynauusra. J{ete nedeHus ca A00apeHH kbM OOHHARHNTE TPHXH CBITIACHO
MecTHUTe cTaHAapTH 3a HbA . M ChpIEUHO-CHA0BH pHCKOBH (akTopH. Of1aTa 4ecToTa Ha CEPHOSHHTE
HeXeNaHH chOHTHS MPH MAHEHTH, NOYYaBallH CHTAIHMIITHH, € CXOJHA C Ta3H Npy NalHeHTHTC,
TIoJTy4aBaiy mnauedo.

B intention-to-treat moIy/aLuATa Cpe NALHEHTHTE, KOUTO HAION3BAT HHCY/IMH W/HIH cynoHHITypes Ha
H3XOJIHO HHBO, JECTOTATA HA TEKKA XHIONIHKEMHA € 2,7%0 NpH MallHEHTHTE, JCKyBalHi ChC CHTANIMITHH
1 2,5% OpH NauueHTHTE Ha nnane6o; cpell NalHeHTHTE, KOHTO He H3MON3BAT HHCYIIHH H/Mm
CyNbOHIIYpes Ha H3XOMHO HHBO, YECTOTATA Ha TexkKa XHnornuxemus e 1,0% npu manHeHTHTe,
NEKYBaHH ChC CHTANMHITHH U 0,7% npH MaukenTHTe Ha raanefo. YecToTaTa Ha NOTEEPACHH cuOuTHA,
OT/ABAHH HA NAHKPEaTHT, e 0,3% IIpH NalHeNTATE, AeKYBAHH CbC CHTATMOTHH H 0,2% rpH NalHeHTHTE
Ha mnaiebo.

Croblapane Ha NOAO3HPAHH HEKENaHH PeaKIVK

ChoBlLiaBaHeTo Ha MOJO3MPAHH HEXENAHH PeakIliy CIe/l Pa3pelIaBaHe 32 yrotpeba Ha NeKapCTBEHHA
NIPOAYKT € BaxkHO. TOBa mo3BOJIsiBA Ja IPOXEKY HAGAIOAEHHETO HA CHOTHOLIEHHETO on3a/pHCK 3a
NeKapcTBEHMS MPOAYKT. OT MEAMIMHCKATE CELHATHCTH CE U3UCKBA Ia ChOOLIABAT BCAKA IONO3HpaHa
HeXeNaHa peaKLys Ype3 HAHOHAIHA CHCTeMa 3a chofinaBaie KbM H3NbIHHTENHATA areHLHs 10
nexapcTeaTa, ya. ,Jaman Tpyes” Ne 8, 1303 Codus, ten.: +35928903417, yebeaiit: www.bda.bg.

4.9 Ilpenosupane

TIpA XOHTPONHPARH KIHHUIHKA M3NATBARAA CBC 3[PABH MHIHBHIK C€ IIPHJIAraT eHOKPATHH JO3H A0
800 mg cutarnunTeH. Muanmanio noprmenre Ha QT¢, KOeTo He Ce CUMTA 32 KIMHHYHO 3HATHMO, C©
Ha6roNaBa MpH e/IRO poyuBaKe ¢ Ao3a oT 800 mg curarminTy. Hama omut ¢ 5oy Hap 300 mg mpu
KIHHHYHE NpoyuBaHys, [Ipu npoyupanyis Pa3a | ¢ MHOTOKpaTHO mpuiarane, HiMa CBbp3aHHu ¢ 034Ta
KNHHHYHH HEXeJIaHH JISKapCTBeHH peakitiy, HabMoJasaHt NpH CHTArMOTHH ¢ A03H 10 600 mg AueBHO
3a mepuoau fo 10 nau u 400 mg gAEBHO 32 nepHoaM A0 28 JHH.

B ciyuait sa npeao3upane € TOAXOAAMO Ja e NpeAnpHeMaT oOHKHOBEHHTE MOATBPAALLM MEPKU, KaTO
OTCTpaHABaHE Ha HeabCOpGHPAHAA MATEPHAN OT CTOMANIHO-UPEBHHA TPAKT, KIMHYYHO HabmoseHHe
(BKIIOYHTENHO M eNEKTPOKAPAKOTPaMa) A IPH HYX/1a 3ar04BaHe Ha MOAABPXKAINO JIEUCHHE.




CuTarmautr € cnaGo ananusvpyem. Hpu knuHuvHE npoyyBanua npuGmusuTenHo 13,5% ot nosara ce
OTCTpaHsBa IIPH NPONb/DKaBalla 3 10 4 vaca XxeMOAHAIN3HA CecHs. [IpH NpeueHKa 3a KNHHAYHA
HEOOXOAHMOCT MOXE /2 C& NpeAiNpHeMe No-NpOAbKKTENHA AHank3a. He € H3BecTHO NaNM CHTATTMNTHH
c€ IMaM3Rpa NpH NEepHTOHeaNHa JHANH3A.

5. ®APMAKOJIOTHYHH CBOHCTBA
5.1 dapmMakoIRHAMHAYHHE CBOHCTBA

(dapMaKoTepaneBTHYIHA rpyna: ARTHAMAGETHH NeKapeTea, HHXNOHTOPH Ha MANENTHAN NenTHAasa 4
(DPP-4), ATC xon: A10BHO1.

MexaHuIpM Ha nelicTBHE
KO3una e o Kiaca Ha MEPOPANHHTE AHTHXHIICPTTIMKEMHYHA [PONYKTH, HAPEYEHH JHITEITHAHN
nentiAasa 4 (DPP-4) unxaGuropu. [TonoOpeRrAT rHKeMAYMEH KORTPOJ, HabmoaaBaH OpH TO3H
BEKapCTBEH MPOAYKT, Hait-BEPOATHO ce ALJDKY HA NIOBHIIABAHE HUBATA HA AKTHBHHUTE MHKPETHH
XOpMOHH. HHKpeTHH XOPMOHATE, BKAKOYATEAHO IMIOKaroH-noxo6reA nentua-1 (Glucagon-like peptide-
1, GLP-1) 1 rmoKo3a-3aBHCHMHEA HHCYNHHOTponeH nonunenTay (Glucose-dependent insulinotropic
polypeptide, GIP), ce 0cBOGOMIABAT OT THHKHTE YepBa NPe3 JeHA, KATO HUBATA HM Ce [OBHIUIABAT KATO
OTTrOBOp IIpH XpaHeHe. MIHkpernnyTe ca 4acT OT eHAOTeHHA CHCTEMA, Y4acTBallia BbB GQH3HONOrHIHATA
perynamys Ha r/IOKO3HaTa xomeocTasa. Korato KOHUEHTpaUMKUTE Ha KPHBHATA 3aXap ¢a HOPMaIRH WiH
noeHineny, GLP-1 u GIP nosuinaBar cauTe3a ¥ ocBOGOXAaBaHETO HA HHCYJIHH OT HaHKPEATHYHHTE
Gera-KiIeTKH Ype3 BETPEKIIETLYHH CHTHANHY BEPHTH, BKMIOYBamH uukimieH AM®. Tperupanero ¢ GLP-
1 anu ¢ DPP-4 wHXAGHTOPH Ha MUBOTHHCKH MOZENH ¢ Quaber THN 2 AeMOHCTpUpa noAo0pABaHe Ha
PEaKTHBHOCTTA Ha eTa-KneTKUTe MO OTHOLICHHE Ha IIF0K03a H CTHMYHpa GHocKHTe?a |
0cBoOOKIABAHETO Ha HHCYIHH. TIpH 10-BHCOKR HUBA Ha HHCYTHH, c€ ITOA0GPABA MOEMAHETO HA TIIIOK032
ot TekaHute. OcBeH T0Ba, GLP-1 HaMansaBa CekpellaATa Ha NIOKArOH OT MAHKpeaTHIHHTE anda~KIIeTKH.
Hamanenure KOHLEHTpalliy Ha TOKATOH, 3a€MIHO C MIO-BHCOKHTE HHBA HA HHCYJHH, BOOH A0
HamMaJIBaHe HA MPOAYLHPAaHATa OT YepHUA Apob rnokosa, a 0T TaM H A0 HaMaJigBaHe HWBATa Ha
KpbBHaTa 3axap. Ebexrute Ha GLP-1 1 GIP ca rnroxo303aBHCHMH, TAKa Y€ KOTATO KOHUEHTPAlIHHTE Ha
KpBBHATA 3aXap Ca HUCKH, He ce HabmoAaBa CTHMYJTHpaHe Ha HHCYJIHHOBO OCBOGOX JaBaHe H IIOTHCKaHEe
Ha I'moKaroHoBara cexpeius ot GLP-1. [Tpu GLP-1 u npu GIP, cTuMympaHero Ha ocBoGoxkIaBaHe Ha
HHCYJIHH C¢ MOKaYyBa, KOraTo IioKo3aTa ¢e NOBHILHE Hajl HOpMaliHuTe KoHIeHTpaurH. OceeH ToBa, GLP-
1 He yBpexna HOPMANHHS OTTOBOP Ha I'TIOKArOHA NPH XHIOTIHKeMHA. AKTHBROCTTA HAa GLP-1 ) GIP ce
orpasnqasa ot DPP-4 enanma, koiito 65p30 xuaponn3npa HHKpeTHH XOPMOHHTE 10 HEAKTHBHH
npopaykTH. CHTATNIHIITHH NPE0TBpaTABA XHAPOIH3aTa Ha HHKpETHH XopMoHHTe oT DPP-4, ¢ koero
NOBHINABA TIA3MEHNTE KOHICHTPALHY Ha akTuBHATE Popmu na GLP-1 u GIP. Kato nosuiliasa HuBara
Ha aKTHBHHS HHKPETHH, CHTarTHNTHH NMOBHIIABRA O0CBOGOKAABAHETO HA HHCYJIHH H TOHHKABa HHBATA HA
TTIOKArOH N0 IVIOK03a-3aRHCHM HagHH. TIpu naieHTH ¢ AnabeT THN 2 ¢ XHIIEPTIHKEMHS, TE3H NIPOMEHH
B HHBAaTa HA KHCYJIHH H TJIIOKArOH BOJAT 10 HAMaNAeaHe Ha XeMornoGHE A (HbA1) 1 mo-HHCKH
KOHUCHTpALHH Ha IVIIOKO3aHa ITIafHO H cleA HaxpanBade. [ IFoK0303aBHCHMHAT MEXaHU3bM Ha
CHTarJIHNTHH C¢ Pa3ji4aBa OT MEXaHH3Ma Ha CyI(POHWIYPEHTE, KOHTO IOBHILIABAT CEKPELIHATA Ha
HHCYJIHH, IOPH KOraTO HHBaTa Ha IMIH0K034 Ca HHCKH H TOBA MOKe 13 TOBEAC A0 XHNOrMHKEMHS npU
DaUMeRTH ¢ quabeT THN 2 ¥ NpH HOPMANHH HHAMBANH. CHTArIHOTHH € MOIICH H BHCOKO CENEKTHBEH
uHxubKTOp Ha en3suMa DPP-4 u He notrcka Snuskute en3umy DPP-8 mnu DPP-9 B Tepanest
KOHLEHTPALHH.




Tlpu fBYAHEBHO POYUBAHE HA 3IPaBH JHLA, CHTATTUATHH, NPHIOKEH CaMOCTOATENHO, OBALIABA
axTHeHaTa GLP-1 KOHIEHTpPALKS, IOKATO METQOPMHHE, IPHIIOKEH CAMOCTOATEIHO, MOBYINaBa
aKTRBHATA H 06maTa GLP-1 XOHNeHTpalHs B CXOAHA CTeNeH. EAHOBPEMEHHOTO NPHIIATAHE HA
CHTArMUIITHH H MeTdOpMHH HMa afuTHBEH ebeKT BEPXY aKTHBHATA GLP-1 xoHUEHTPALHAA.
CHTATTIHITHH, 32 pa3iHKa OT MeTGOPMHAH, TIOBMHIARA AKTHBHATA GIP xoHueHTpauus.

Kunnyna epuxacHocT H Ge3onacHocT
Kato nsno, CHTArTHITHH 10400psBa NIMKEMHYRHKS KOHTPOR, KOraTo ce H3moji3sa KATO MOHOTEpANHs WK
B KOMOHHHPAHO JieyeHHe NIPH Bh3PacTHH MalHEHTH C mnaGer tun 2 (Bx. Tabauna 2).

TIpoBeseny ca ABe NPOYUBaHHA 33 OLCHKA HA ehpHKACHOCTTA H fe30MacHOCTTa HA CHTATTHMIITHH KaTo
MOHOTEpaNHA. JIEYeHHETO CBC CHTArTHIOTHH B 032 OT 100 mg BeaAHDK AHEBHO KaTO MOHOTEPANHd fasa
3HAYMTENHO NOoKoGperne no orrowenue Ha HbA,., muiasMera rioxosa Ha riajso (Fasting Plasma
Glucose, FPG), # HHBO Ha IIOKo3aTa 2 uaca cnefi xpaneke (2 yaca PPG), B cpaBHeHHE C nnanebo B Ase
NpOYUBaHIs, eAHOTO ¢ 18- H APYTOTO ¢ 24-ceIMHYHA TPOABIDKHTEHOCT. Ha6moaapauo e nofobpenue
Ha CypOTATHRTEMapkepH Ha (yHKUKOHHpaHe Ha Gera-KeTkara, B TOBA THCIO HOMA-B (Homeostasis
Model Assessment-p — XomeocTaseH MOJEN 3a OlIeHKa-B), COTHOLIEHHETO HA TPOHHCYTHH KbM
MHCY/MH H NOKA3aTETHTE 32 PEaKTHBHOCTTA Ha GeTa-KIETKHTE NPU TECTa 3a TONEPAHTHOCT TpH 4ECTO
jnaBane Ha xpaua, Ha6monapanara 4ecToTa Ha XHNOTTMKEMHs IIPH NALHKEHTH, TPETHPAHH CBC
CHTATJHITHH, € CXOJHA ¢ TasH np nnaueGo. TenecHOTO TErNo B CPABHEHHE ¢ USXOAHHTE CTOHHOCTH HE
¢ NOBHILIABA TIPH JICYEHHE CHC CHTATMITTHH B HHTO €JHO OT ABETE NPOY'BaHHA, B CPABHEHNE cue cnabo
pelyuHpaHe NPH NALHEHTHTE, TPETHPAHH C Iutaneso.

Curarmunye 100 mg BEIHEX JHEBHO OCHIYPABa 3HAYMMO NOXOGPEHHE Ha MIMKEMHIHHTE N2paMCTPH B
cpapRenme ¢ naneGo TmpH jibe 24-ceIMUMHE NpOyYBAHHA 32 CHTATIMITHH KaTo IOTBNHHTEIHO JIEUCHHE,
€AHOTO B KOMOHHauxMs ¢ MeTHOpMUH H APYTOTO B KOMOUHAIMA C THOT/TKTA30H. IMpomsHaTa B TEAECHO
TErNo CIPAMO HIXOAHOTO HHBO € NOAO6HA IIpH NALHEHTH, IeKyBaKH ChC CHTANHITAH K nnaueto. Ilpa
Te3H IPOYYBAHHs UMA NofIo6Ha 4ecTOTa Ha XUIIOTTHKEMH, cHOOIEHA NIPH MALHEHTH, A€KYBaHH CBC
CHTarMITHH WK nnanedo.

24-ce AMMYAO Tane6o-KOBTPONHPAHO KIMHHYHO TPOYYBaHE & NPeHA3HAYEHO Aa OLCHH e(pHKACHOCTTA
u Ge30MacHoCTTa Ha cHTarmanTre (100 mg BeAHsX AHEBHO), NpHOABEH KBM FINMENHPHL
CAMOCTOATENTHO HIH FTHMENUPHS, B KoMGHHaius ¢ MeThopmuH. [I00aBARETO Ha CHTATNHNTHH KbM
CNEMENUPH CAMOCTOATEIHO MITH IMIUMMENHPHA H MeTGHOPMHHE OCHIYPABA SHAMUTEHO nogoOpeHHe Ha
TIHKEMHYHATE NapaMeTpH. [laiueHTHTe, NeKyBaHH CbC CHTATMIITHH, HMaT cnafo mopumeHHe Ha
TEJIECHOTO TET/IO B CPABHEHHE C Te3H, NOTy4yaBaiH nnaueo.

26-ceMHHHO MNane60-KOHNTPOIMPAHO KITHRHYHO NPOYIBaHe ¢ MpeHa3HAUCHO 1a OLCHH epuKacHOCTTa
U Ge30NacHoCTTa Ha cuTarmunTyH (100 mg BeqHBX AHEBHO), ZoGapeH KbM KOMOUHALHS Ha IMOTITA30H
¥ mMeTqopMuH. J[06aBAHETO HA CHTAr/HITHH KbM NMHOMNKTA30H U MeT(hOPMHH OCHIYPsBa 3HAUHTEIHK
nofoGpenns Ha rIMKeMAYHATE NapaMeTpH. [IpoMsHaTa B TeICCHOTO TETNIO OT H3XOJHO HHBO & nopobHa
Ha Ta3d IPH NIALKEHTH, NEeKYBAHH CEC CHTATNKITTHE, B CpasHeHue ¢ Matebo. YecToTara Ha
XHTNIOMTHKEMHS CHIIO € NOAOGHA NpH NAIMCHTHTE, JIEKyBaHH ChC CHTATIMITHH WK Miaiebo.

24-ceIMHYHO Tale00-KOHTPONHPAHO KIHHHEHO PoyYBaHe € NPSAHa3Ha4ueHo fa o
¥ Ge3omacHocTTa Ha cutarunTyH (100 mg BeIHBXK NHEBHO) KaTO AOMBJIHHTENHA
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(npu rocTosHHA 1032 3a Hali-Manko 10 ceamunu) cbe Han Ges metdopmuH (Hal-manko 1500 mg). [pu
NAHEHTH, IPHEMAIITH TPEBAPKTEIHO CMECEH HHCYIIHH, CPelHaTa AHeBHa a03a e 70,9 1U/nHepHo. [Ipu
NalHEeHTH, IPHEMALIH HHCYTHH, KOWTO He € CMeCeH NpelBapuTeNHo (HHTEpMEAHEPEH/ IbATOASHCTRALL),
cpenHaTa AHeBHa A03a € 44,3 1U/xnerHo. JloGaBAHETO HAa CHTATTHITHH KbM HHCYJIHH OCHIYPsBa
3HAYHMTENHO MOXOOPeHHEe HA rTHKeMHYHITe apameTpy. HAMa 3HaunTellHa MPOMANA B TENCCHOTO TErI0
CIIPAMO H3XOHOTO HHBO NPH JBETE [PYIH.

Tipu 24-ceamuano nnane6o-koHTPOMMpPano (GakTopaiHo IpoyyBaHe HA HAYAHO JISUeHHE, CHTATTTHITHH
50 mg AB& THTH NHEBHO B KOMOHHanMA ¢ MeTdopmuH (500 mg unu 1000 mg aBa NbTH AHEBHO) Ce
IIOCTHIa 3HAYHTEIHO NI0A00PEHHE HA IIMKEMIYHHTE MAPAMETPH B CPABHEHHE C BCAKA MOHOTE DAL
HamaneHneTo Ha TEAECHOTO TENNO NPpH kOMOHHALAATA CHTATIMIITHH M MET(OPMHH € Mofo0Ho Ha TOBa,
HaGmofaBaHo npH METGOPMHH CaMOCTOSTENHO HITH TAaleto; HAMA TPOMAHA CIIPAMO H3XOIHHTE
CTOMHOCTH TPH NALHEHTH Ha CHTATJIMNITHH CAMOCTOATENHO. YecToTaTa Ha XHIOTTHKEMHSA € NoAo0Ha
CpeA NeKyBaHUTE FpyNA.

TabBnuia 2: Pesyarama 3a HbA, . npn npoyusanus ¢ n1aneGo-KOHTPONHPAHA MOHOTEPATIHS H
xomOHHupano nevenne*

Koparupana,
Cpeaan cnpsmMo naanebo,
croftuoern | CPORESMBOMAIA | oy mponcns
HHB?‘, 73 ) e HbA,, (%)T HbA,;, (0/0)1'
(95% CI)

ITpoyuBaHHA ¢ MOHOTEPANIHA
CHT&]"J]:IH’I‘HH 100 mg seawnx 0.6t
JHEBHO 8.0 -0.5
(N=193) (-0.8,-0.4)
Cararnuntan 100 mg BeasnxK 0.8t
nnesHO| 8.0 0.6 €1 0'_0 6)
(N=229) e
ITpoyuBanns ¢ KOMOMHHPAKO JTedeHHe
Cararmanray 100 mg BeaHbK
IHeBHO, N06aBeH KuM (GOHOBA 8.0 0.7 -0.7%
Tepanus ¢ Merhopmun! ' - (-0.8, -0.5)
(N=453)
Cartarmantan 100 mg BeAHBX
AHEBHO, noGaBeH KM (GoHOBa 8.1 0.9 -0.7
Tepamnus ¢ MAOraHTa30H! ‘ : (-0.9,-0.5)
(N=163)
Curtarnunran 100 mg ;e.umm 0.6t
IHEeBHO, foGaseH KuM (JOHOBa '
Tepaitus ¢ PIHMETTHpHL 8.4 03 (-08,-0.3)
(N=102)
Curarmuntiy 100 mg BeAnsx
IHEeBHO, fo6ased KM (DOHOBA 8.3 0.6
TEpaNnuA ¢ NTHMETTHPHN + : '
meTdopMEEI(N=115)
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Cuararmantis 100 mg BeAHBxK 0.7t

AHeBHO, nobaBeH KbM (OHOBA 8.8 12 (1. 0,' 0.5)
Tepan#s ¢ THOTMHTA304 +

merdopmun® (N=152)

HauanHo neueHue (18a meTH -1.6
AHeBHO)': cyTarmunTHH 50 mg + 8.8 -1.4 (-1.8,-1.3)
merdopmun 500 mg (N=183)

Havanzo neueHue (1Ba MBTH -2.1%
auesHo): cHTarmunTHH 50 mg + 8.8 -1.9 (-2.3,-1.8)

MmerdopmuH 1 000 mg (N=178)

Curtarnuntan 100 mg peaHEX
JHEBHO, f06aBeH kpM GOHOBA
Tepanus ¢ HHCYNHH (+/-

merdopmun) (N=305)

-0.6%1

8.7 0.6 (0.7, -0.4)

* MomynaumAra OT BCHYKH NeKYBAHY nmalwkenTH (intention-to-treat ananus).

t Haii-Mankure Cpe/THE KBAIPATH CA KOPHFHPAHH CIIPAMO CTATYCa NPH NPEX0IHOTO AHTHXHNEPTAHKEMHYHO IEYCHHE M
cToHHOCTTa HAa HIXOXHC HEBO.

I p<0.001 B cpasHense ¢ nranebo EnK mlaueﬁo + KOMOHHHPAHO NEYCHRAE,

§ HbAsc (%) va 18-ta ceamuna.

I HbAL: (%) Ha 24-1a cenMuta,

# HbA1. (%) Ha 26-Ta ceammua,

Y Halil-MarkuTe CpeHE KBAOpPATH Ca KOPETHPANH CTIPAMO ynoTpebata Ha MeTdopmun npa usuta 1 (na/He), ynorpeGara Ha
HHCYJTHH ITpA BH3HTa | (IpeBapHTENHO CMECEH CPELLY TAKLE, KOHTO He & CMECeH NPeABApPHTEIHO [HETEPMEAREpER WIH
xearoaeticrsa]) m maxoaHa croirocr. BaauMozeitcTsuaTa npy neveHHeTo o noArpyTH (ynoTpeGara Ha MeTGOPMHE 1
WHCYJTHH) He ca 3ngunmu (p>0,10).

24-ceAMMYHO, KOHTPOJIHPAHO ¢ AKTHBHO BEMECTBO (MeTHOPMUH) IPOYHBaHe, IpeAHAZHAYEHO A OLEHH
e(pHKacHOCTTA M GesonacHocTTa Ha 100 mg CHTarTMNTHH BENHDX AHEBHO (N=528) B cpaBHEHHE C
meThopMuH (N=522) npH MalKeHTH ¢ He3aN0BOAXTENEH ITHKeMHYEH KOHTPOI OT AYETa H yIPAKHEHHH,
KOHTO HE ¢4 HA aHTHXHNEPTIHKEMHYHA TePanuA {IPeKbCHAIM TEPaIlHATA B [IOCIEAHUTE 4 MeceLa).
Cpeanata no3a MetgopmuH e npubiusntento 1900 mg ma xen. Hamanaeaneto na HbAj. or cpensoTo
H3X0JHO HHBO 7,2% ¢ -0,43% 3a cutarmunthy 4 -0,57 % 3a MeThOPMHEH (AHATH3 CHITIACHO NPOTOKONA).
O6mara 4ecTOTa Ha CTOMALIHO-YPEBHH HEXENAHH Peakiuy, CYMTAHH 33 CBBbP3aHH C IEKAPCTBOTO IIPH
MAlL[MEHTH, JICKYBAHH CbC CHTATTIHIITHH, € 2,7% B cpaBHeHHE ¢ 12,6% NIPH NanueHTH, JIEKYBaHH C
merdopmus. HecToTaTa Ha XHIOITHKEMHES HE CE PA3THYABA 3HAYHMO MEXy JIEKyBaHHTE rpynH
(curarnumtuy 1,3%; merdopmus 1,9%). TenecHOTO TErIO B ABETE FPYIH € HAMAIANIO CIIPAMO H3XOJIHOTO
HuBO (caTarmunTuH -0,6 kg; merdopmun - 1,9 kg).

Ilpn npoyvsaHe 3a cpaBHABaHe e(hHKacHOCTTa i He30NacHOCTTA OT A0bassHe Ha curTarMnTHH 100 mg
BEAHEX AHEBHO WJIH INMHIH3HA (CyndoHuaypeiiHo MPOHIBOAHO) NPH NALKEHTH C HEAAEKBaTEH
TTIHKEMHYEH KOHTPOJI HAa MOHOTepanusa ¢ MeT(GOopMHH, CHTAIMANTUH & nofo0eH Ka MNIKMHIHA 10
OTHOWeHHe HamansBaHe Ha HbA .. CpesHaTa 8034 Ha ITHIW3KAE, M3N0I3BaHA B CPABHKHTENHATA TPyMa €
10 mg Ha JieH, KaTo N0 BPEME Ha NPOY4YBAHETO NPHENH3NTENHO 40% OT IALMEHTHTE Ca C& HYK/ACIH OT
Ao3a <5 mg Ha geH. O6ade, B rpynara Ha CHTATTHITTHH IOPAAH JTHICA HA E(HKACHOCT ITOBEYE MALHEHTH
¢a NPeKbCHANH, OTKONKOTO B rpynara Ha riunusug. [lanneHTH, 1eKyBaHK chC CHTATTIMIITHH, IOKA3BaT
3HAMHTEAHO CPEHO NOHMKEHHE HA TENECHOTO TErIIO CIPAMO H3XOIHOTO HUBO B CPABHEHHE ChC
3HAYHTENHO MOBHIICHNE HA TErNOTO NPH NAHEeHTH, ToNydasany rmumusig (-1,5 cpenry +1,1 kg) B Toaa
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rmmn#sHA. YecToTaTa Ha XHITOTTHKEMHATA B FPYNaTa Ha CHTANIMNTHH (4,9%) e 3HAYHTENHO NO-HUCKA,
OTKOJKOTO B rpymnara Ha riunusug (32,0%).

24-cenMHYHO NNane60-KOHTPOIHPAHO KIHHHYHO NPOYYBaHe, BRIOYBamo 660 mauneHTd €
NpeAHasHAYEHO A2 OLCHH e(HKACHOCTTa BOACIIA A0 HAMANABAHE HA HHCYIMHOBHTE J03H H
6esonacHocTTa Ha cHTarnAnTH (100 mg BeIHEXK AHEBHO), KOTaTo e NpudaBeH KbM HHCYIIHH TTIapXHH
cie HH 6e3 meTopmuH (more 1500 mg) mo BpeMe Ha HHTEH3IH(HIHPAHETO HA HHCYTHHOBATA TepaIHs.
Hsxopnnara croiigoct Ha HbA; ¢ 8,74% v Havanxara ao3a uucynuH e 37 IU/aneBRo. [launenture ca
HHCTPYKTHpaHH Aa TUTPHPAT TAKHATA A03a MHCYAHH [TAPKHH Bb3 OCHOBA HA CTOHHOCTUTE HA KPbBHATA
3axap Ha IaJHO, H3MEPEHH upe3 KpbBeH TecT ¢ yOoxaaHe Ha npbera. Ha 24-ta ceamuna,
YEENH4YaBaHeTO HA HHEBHATa H03a WACYuH e 19 [U/aHeRHO NPH HanueHTH, ISKYBaHH ChC CHTAITTHIITHH H
24 TU/nnesno npu nauMenTd Ha nnaueto, [onmxkasaneTo Ha HbA |\ mpH mauHeHTH, IEKYBaHH CBC
CHTArJIMNTHH W HHCYJUH (Cbe unH Ge3 meThopmuH) e -1,31% B cpasuenue ¢ -0,87% npu nauneuTy,
NeKyBaHH ¢ wianebo B MHCYHH (Cbe WK 6e3 MeTdopmuH), pasika ot -0,45% [95% CI: -0,60; -0,29].
YecToTaTa Ha XUTIOTTHKEMHS € 25,2% MpH NAUHeHTH, TeKYBAHH ChC CHTAMIHITHH H HHCYJIHH (CbC WIH
6e3 metdopmun) 1 36,8% NpH NAUMEHTH, IEKYBaHH ¢ TANe60 H HHCYTHH (CBhe WM §e3 METGOPMHH).
PazmkaTa ce Jb/DKH OCHOBHO Ha II0-BHCOKHS NPOLIEHT NaUHEHTH B IpyliaTa Ha nnauedo, H3nurani 3
HJIH [I0BEYE €ITH30Ma HAa XumornukeMss (9,4 cnipamo 19,1%). HaMa paznika B 94eCTOTaTa Ha TEXKKA
XUMOTTHKEMHAS,

[lpu naunenTH CBHC CPeAHO TEXKA A0 Texka GopMma Ha GrOpeuHO yBpexJaHe € NPOBEAEHO IIPOYBaHe,
CpaBHABALIO CHTArIHIITHH B 1032 0T 25 mg WK 50 mg BeANDXK JHEBHO CIIPAMO IVIHIH3K] B 032 OT

2,5 mg a0 20 mg/aHeBHO. B TOBa NpoyyBaHe ca BKIOYEHH 423 NauueHTH ¢ XpoHHYHO OB0peno
yBpeXk/aHe (M3UMCNeHa cTeneH Ha rioMepyHa durrpaind <50 ml/min). Cren 54 ceAMHUH, CPEIROTO
Hamanenne Ha HbA . cipamo u3xoaHoTo HuBo € -0,76% cbe cutarmuantid u -0,64% ¢ runusua (aHamus
1o IpoToKkon). B ToBa NpoyusaHe, HPOGUILT Ha ePUKACHOCT K 6€30MACHOCT Ha CHTATIHNTHH B 1032 OT
25 unn 50 mg BeAHBXK THEBHO € KATO U0 CXOAEH ¢ TO3H, HalmonasaH BpH APYTH MpoyYBaHus ¢
MOHOTEPaITHA IPH NAUMEHTH ¢ HOpMayHa 6s0peyuna pyHkuus. YecToTaTa Ha XHNOTIIMHKEMHA B IpynarTa
Ha CHTArNHNTHH (6,2%) € 3HAUUTEINHO [IO-HUCKA OT Ta3H B rpynata Ha raamusuA (17,0%). HMa coimo
TaKa 3HAYMTENHA PA3IAKA MEXKLY IPYIIHTE TI0 OTHOMIEHHE HA [POMAHA HA TENECHOTO TENO CIPAMO
H3XOIHOTO HHBC (cHTarmmTHY -0,6 kg; raumusng +1,2 kg).

Jpyro npoyuBane, CPABHABAIIO CHTAIAIHNTHH B 033 OT 25 Mg BEIHBXK JHEBHO H INTHIIH3HJ B 032 OT

2,5 mg no 20 mg/nueBHo, & nposeaeHo npy 129 nauuentn ¢ TBH, xouto ca Ha apamiza. Cnea 54
CeIMHLH, CPeAHOTO HamansApaHe Ha HbA;, cnipamMo W3xoAHOTO HKEBO € -0,72% cbe cHTarninTiH u -0,87%
¢ rAMNM3HA. B ToBa npoyuBaxe, NpodILT HAa eQHKACHOCT W 6e30MacHOCT HA CHTATJHITHH C 1033 OT

25 mg BeHEXK HHEBHO € KaTo LsJIO CX0eH ¢ TO3H, HabMONaBaH IpH JAPYTH MPOYYBAHHSA ¢ MOHOTEDAH
IIpH NAUKEHTH C HopMaiHa 050pedHa ¢pyukuna. Hama 3HaYHMA pa3iHKa B YECTOTATa Ha XHITOTTHKEMHS
MEXIY eKyRaHUTE rpynH (CHTarnunTdd 6,3%; rmumazua 10,8%).

B mpyro npoyusane, Bmousamo 91 naupenty ¢ auaGeT THN 2 1 XponuyHo Gu0peyno yBpexnane
(xpeatuniHOB KNHpBHC <50 ml/min), 6e300aCHOCTTa H TOHOCHMOCTTA Ha NISHEHHETO CHC CHTArMIITHH B
703a oT 25 mg Wik 50 mg BEAHBXK JHEBHO KATO L0 ¢a CXOAHH C Te3u Npk miauedo. B gonbixenue,
cnen 12 cenmuuu, cpennoto Hamanenue Ha HbA . (curarnunrud -0,59%; miauetbo - 0,18%) u FPG
(cuTarmanT#H -25,5 mg/dl; nnane6o -3,0 mg/dl) karo 1Ano ca noaoGHM Ha Te3H IPH APYTH Npo
MOHOTEPAMHA NPH MAllHEHTH ¢ HopManya Op0pevna dyHkuua (BX. Touka 5.2).
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TECOS e pangomusupaso npoyqsase npu 14 671 nauueHTH B intention-to-treat nomy nanusTa
HbA:2>6,5 10 8,0%, ¢ YCTAHOBEHO CHPACYHO-CHIOBO 3a60MsBaHe, KOUTO MTONYYABAT CHTATTHIITHH (7332)
100 mg mresHo (nu 50 mg AHEBHO, AKO U3xoaHHUTe croiiocTH Ha eGFR ca>30 u <50 ml/min/1,73 m?)
wm rnauebo (7339), noGapenn KeM 0GHUAMHATE IPHXKH CBIIACHO MECTHHTE CTaHAApTH 3 HbA e 1
ChpIEUHO-CHAOBH prekory dakropu. [Nanuentn ¢ eGFR<30 ml/min/1,73 m? He ca BIUTIOYEHH B
npoyaBaHeTo. Macieapanara momynaius pionoysa 2004 naunenTd Ha BB3pacT =75 rofwnn U 3324
nanuenTy ¢ 666peuno yspexaane (€GFR <60 ml/min/1,73 m?). [To Bpeme Ha npoyusaneTo, ofwara
H3uHCeHa cpenHa pasnuka (SD) B crolinocTrTe Ha HbA ) MEXAY rPYIHTE HA CHTATTMIITEH H 1aue6o e
0,29% (0,01), 95% CI (-0,32, -0,27); p<0,001.

ITupsyyHaTa KpaHla TOYKA MO OTHOLIEHHE HA ChPACYHO-ChAOBATA CHCTEMA € ChCTaBHA OT NbPBATa NOABA
H& CHPAEYHO-CHAOBA CMBPT, HedaTaneH MHOKapACH HHMAPKT, HedaTaneH HHCYNT HIH XOCTHTaNIH3ALHA
mopajH HecTaGHIHa CTeHOKapAHA, BTopuynATe kpafHH TOYKH IO OTHOIIGHHE Ha CHPASYHO-CBAOBATA
CHCTEMa BKTIOYBAT TEPBATA MOSABA HA ChPAEYHO-CHAOBA CMBPT, HedaTalleH MHOKapAeH HHGApKT HilH
HeaTaneH KHCYNIT; TbpBaTa NOABA HA MHAHBHXYAIHHTE KOMIIOHEHTH Ha TbPBHYHATA ChCTABHA; 00Ma
CMBPTHOCT H XOCIIHTANH3ALHK NOpajy 3acTolHA ChpAeYHa HEAOCTaThYHOCT.

Cnex npocneadsade ¢ MeHaHa Ha POIBJDKMTENHOCT OT 3 TOJMHH, CHTATNIKIITHH HE MOBHIIABA PHCKA OT
TOMEMHE HEXEAHH CEPACYHO-CHAOBH CEOHTHA WM PHCKa OT XOCIHTANH3ALMA Opaay cEp/evnHa
HeJOCTATLYHOCT, KOTaTo ce fofaBs KoM OOHYAiHATE IPHXH TIPY NANUEHTH ¢ AHaleT THI 2 B CpaBHCRHE
¢ ofnualiHuTe rpuxe Ge3 curarnunTtiH (Tabmmna 3).

Tabnuna 3. YecTorn Ha KOMOHHHPAHH CHPASYHO-CH/IOBH PE3Y/ITATH B HA KII0YMOBH BTOPHYHH
pesyJIraTH

CHTATTTHITTHH ILnauebo
100 mg
YecroTa YecToTa
Ha 100 ua 100 Koejduuuent p-
NaluHeHTO- nanHenTo- HA pHCKa CTOHHOC
N (%) | roguan* N (%) roguHu * 95% CI) T
Anranns B Intention-to-Treat nonyaanuara
Bpoii nanuenTH 7,332 7,339
IIspBBYHA CLCTABHA
Kpaina TOYKA
(CopaeuHo-CBAORA
CMBDT, HedaraneH
MHOKapJieH HH(apKT,
HedaraleH YHCYNT
HJIM XOCITHTANH3ALHS,
nopajH HecTabnnHa 839 851
CTEHOKAPAHA) (11.4) 4.1 (11.6) 4.2 0.98 (0.89-1.08) | <0.001
Bropu4Ha ¢HCTABHA
Kpaiina TOuKa
(CopagvHO-cBAOBA —
cMBPT, HedaTanexn Xy
1EHMH fla \
MHOKapIeH HHbapkT 745 746 f’/ff\%f_ \
Wi HedaraneH (10.2) 3.6 (10.2) 3.6 0.99 (0.8 n‘i@; <0.001 Z; \t
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HHCYNT)

Bropu4es peryarar
Cepae4Ho-ChAOBA 380 366
CMBPT (5.2) 1.7 (5.0) 1.7 1.03 (0.89-1.19) 0.711

BcAKaKbB BHI
MHOKapaeH HHapKT

(daranen 1 300 316

HedaTaneH) 4.1) 1.4 {4.3) 1.5 0.95 (0.81-1.11) 0.487
Besikakbs BHJ HHCY T

(dartanen u 178 183

HedaraneH) (2.4) 0.8 (2.5) 0.9 0.97 (0.79-1.19) [ 0.760
XocnuTanH3anus

nopajau HecTabunHa 116 129

CTEHOKAPAHA (1.6) 0.5 {1.8) 0.6 0.90 (0.70-1.16) | 0.419
CMmupT Nopany 547 537

BCAKAKBA MPHUMHA (7.5 2.5 (7.3) 2.5 1,01 (0.90-1.14) | 0.875
XocnuTanm3auus,

IOpazd ChpAcYHa 228 229

HEZOCTATBYHOCT] (3.1) 1.1 (3.1) 1.1 1.00 (0.83-1.20) | 0.983

* YecroTara Ba 100 namaeHToroIuEH ¢ H3urceHa karo 100 X (o6mus Gpoit nauseHTH ¢ >1 celrTHe 00 BpeMe HA NOTMyCTHMUA
[IEPHO HA CKCIIOZHIMHA COpAMO 001 Spoi NAHEHTONOIHHH Ha NIPOCTENABAHE).

t Bp3 ocHosa Ha Mofen Ha Cox, CTPATHHIMpAH [0 PErHoH. 32 ChCTABHHTE KpaftHB TOWIH, P-CTOHHOCTHTE CHOTBCTCTBAT HA
TECT 3a HeHH(EPHOPHOCT, TEPCEIN Aa NOKAKE, Ue KOCHHIMEHTET HA PRCKA € NO-MaTbK oT 1,3, 3a BCHYKY ApYrH KDAHHK TOUKK
P-CTOHHOCTHTE CHOTBETCTBAT HA TECT 34 PANIHKUTE B KOSHIHENT Ha PHCKA.

1 AHATHIET H& XOCTHTANH3ALHATA NOPANH CHPACIHA HENOCTATEMHOCT € KOPHTHPAH 38 AHAMHE3A 3a CEPISTHA HEOCTATEYHOCT
Ha H3XO/HO HHBO,

HenuarpuyHa Tonyianns
TIposeaeHo & 54-ceAMHYHO, ABOHHOCANO MPOYYBaHE 3a OLEHKA Ha euKkacHOCTTa ¥ (€301macHoCTTa Ha

cuTarmunTiH 100 mg BBk AHEBHO NPH NEAMATPHYHH nankenTy (Ha Be3pact 10 1o 17 rogunH) ¢
zuabeT THTI 2, KOHTO HE Ca HA AHTHXKIEPrIMKeMUYHa Tepanus noxe oT 12 cemmuuu (¢ HbA, 6,5% a0
10%) WK ca Ha NOCTOSHHA 033 HHCY/HH B MIPOITbKeHHe Ha Hal-Manko 12 ceamuu (¢ HbA,; 7% a0
10%). [auneHTHTE Ca PaHIOMK3UPAHH HA CHTAMMATAH 100 mg BeIHBXK THEBHO WM I11alelo 3a NepHoj
ot 20 ceaMHLIH.

Cpeanara croiinoct Ha HbA . Ha u3xoAHO HHBO € 7,5%. JleyeHnero che CHTarnunTHH 100 mg He napa
3HAUMTENHO noaoGpenue B HbAlc cnex 20 ceamunu, ITonmxasanero Ha HbA . npH NalHEHTH, NEKyBaHH
cbe cutaruntua (N=95) e 0,0% B cpasrenue ¢ 0,2% npn NAUHEHTH, TPETHPaHH ¢ MIaneGo (N=95),
pasnuka ot -0,2% (95% CI: -0,7; 0,3). Bizkte Touka 4.2.

52 <DapMaKOKHHETHYHH CBoiicTBa

AGcopfuusa
Crnen nepopaiHo mpHnoxeHHe Ha 100 mg [03a Ha 3ApaBM HHAWBHAH, CHTArIHITHH OBP30 ce abcopOupa,
¢ JOCTHTAaHE HA BBPXOBH IW1a3MEHH KOHLUEHTPALHH (MEIHAHA tna) 1 10 4 Haca cliell JOSHPAHETO, cpemia
niasmena AUC na cHTarminTaE 8,52 pMxhr, Cos 950 nM. AGcomOTHATA GROHANMYHOCT Ha==" —*
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CHTarnMNTHH ¢ npuénu3uTento 87%. Thil kaTo NpHEMaHETO HA CHTATTHITHH €AHOBPEMEHHO C Oorara Ha
Ma3HHMHH XpaHa He TIORNTHABA (apMakokwHeTHKaTa, HO3rHHa MOXeE Ja Ce npuiara ¢ HiH Ge3 xpaHa.

IMnasmenata AUC Ha CHTAFTHIOTHH Ce MOBHIIABA IO J03a-NPoropuHoHaneH Moaen. Jlo30-
TPONIOPUHOHANIHOCT HE € YCTAHOBEHA 38 Crax H Coaaca (Cmax C€ MOBHIIABA MOBEYE, OTKOIKOTO NPH 1034~
nponopuuoHaneH Mozies, a Camcs €€ YBENHYABA MO-MANKO, OTKONKOTO MpH J032-NPOTIOPUHOHANIEH
MoJen).

PaznpeaencHpe

Cpennust ofeM Ha pasnpeAeleHne B CTAHHOHAPHO CHCTOAHHE ClIe/l €[HOKPATHA HHTPABEHO3HO
mpunokeHa f103a or 100 mg CHTArTANTHH Ha 3/PaBH HHAKUBKAH € NIPHOIH3UTETHO 198 nutpa. ©pakiuara
CHTATJIHIITHH, OGPaTHMO CBBP32HA ¢ NIIA3MEHHTE IPOTEHHH, ¢ HHcKa (38%).

Buotpancdopmauns

CHTArJHOTHH C€ eTMMHHUpA OCHOBHO HeMPOMEHEH ¢ YPHHATA, 8 META00MM3MBT € BTODOCTENCHEH MbT.
pu6nusuTento 79% OT CHTAMMNTHE C& eKCKPETHpa HenpoMeneH B ypuHara. Crien nmepopania 103a
[14C)crTarminTaH, MpubIH3HTeNHO 16% OT paqHOaKTHBHOCTTA C€ CKCKPETHPA KATO MeTaboNHTH Ha
caTaraunTaH. Ha HHBO CNeJH ¢a YCTAHOBEHH LUecT MeTaboNIHTa, KOHTO He Ce 09aKBa J1a IONPHHACAT 33
nnasmenara DPP-4 HEXUGHTOPHA AKTUBHOCT HA CHTAIJIMIITHH. J# vilro npoyuBaHHATA [IOKA3BAT, Y
OCHOBHHST €H3HM, OTFOBOPEH 32 OTpaHHYeHHA MeTaGoMM3bM Ha cuTarmmnTyy, ¢ CYP3A4 ¢ yuacTHeTo 1
Ha CYP2CS.

In vitro IaHHATE NIOKA3BAT, Ye CHTArnUmTHH He e Haxuburop Ha CYP nsoensumute CYP3A4, 2C8, 2C9,
2D6, 1A2, 2C19 unu 2B6, 1 ue e uaayktop Ha CYP3A4 u CYP1A2,

HMHHHpPaHE

Crie NPHIOKEHHE Ha TIEPOPANHa K033 ['“ClCUTATNIMITHH Ha 3ApaBi HHAHBHIH, NPHOIH3HTENHO 100%
OT IPHIOKEHATA PANKOAKTHBHOCT ce eMMUHEpa ¢ exannnre (13%) wm ypunara (87%) no enna
CEAMMIIA Cl1e/l IPHIIOKEHRETO Ha Ao3aTa. [IpuBHaHUAT TepMAHANeH b2 cnen 100 mg nepopanna 1032
CHTACANNTHH € npubnusntendo 12,4 yaca. CHTarmHITHH Ce HATPYTBA CaMO MHHEMANHO IpH
MHOTOKP&THO npHarane. BrOpeunnsT kmupbHe e nprGansaTeaso 350 ml/min.

E/NMMMHHPAHETO HA CHTACTHITHH CTaBa OCHOBHO 4pe3 GhOpeuHa eKCKPEIAsA H BKIIIOYBA AKTHBHA
Ty6ynHa cexpemus. CUTATTIANTHH € CyGCTpaT Ha YOBELIKH TPAHCTIOPTEp HA OPTAHHYHY AHKOHH -3
(hOAT-3), koliTo Moxce 61 yuacTsa B 6EOpeYHOTO EMHMHHADAHE HA CHTAIMANTHH. KNHHHYROTO
snadente Ha hOAT-3 B TpaHCTIOPTA Ha CHTATTIMNTHE He € YCTaHOBeHo, CHTArMNTHE € CyGCTpaT i Ha p-
TJIMKOTIPOTENH, KOHTO MOXe OH y4acTsa H B MeHHpaHeTO Ha 6b6peunoTO eNMMHHNpaHe Ha
cHTaranTHH. B chioTo BpeME IIHKIIOCTIOPHH, €HH p-TIHKONPOTEHH HHXHﬁHTOP, He HamMaldaBa
6B6pEUHNs KIMPHHC Ha CHTATTHITHH, CHTAMTHITTHE HE ¢ cy6eTpat Ha OCT2 nmi QAT nnu PEPT1/2
(Peptide Transporter 1:2) Tpancnoprepute. I vitro cutarmanThH He notacka OAT3 (IC50=160 uM)
p-rmaxonpotekH (A0 250 pM) MearupaHHA TPAHCTIOPT B TEPANEBTHYHO PENICBAHTHH IIA3MEHH
KOHUeHTpanyH, [IpH KIMHHYHO NPOYYBaHe CHTArTHITHH HMa MaTbK eeKT BHPXY NNa3sMCHRTE
KOHLEHTPAUWH Ha JHTOKCHH, KOETO MIOKA3BA, Ye CHTATTUIITHH MOXKe a € ciab HHXHOHTOD Ha p-
IIMKONPOTEHH.

XapaKTepUCTHKA MPH HANMEHTHTE
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dapMakOKHHETHKATA Ha CHTATTHITTHH € KaTO L0 CXONHA NIPH 3/paBH HHAHBHAH H ManHeHTH ¢ JHabet
THIT 2.

Bvbpeuno yspexcoane

ITpoBesieHO € OTBOPEHO TIPOYHBAHE K EHOKPATHO [PH/IOKEHNE 33 Ol¢HKa Ha (PapMaKOKHHETHKATA Ha
HaMaJleHa 032 CHTANTANTHH (50 mg) NpH MAHEHTH ¢ paxHYHa CTENEH Ha XpOHMIHO 6B0peyHo
YBpeXaHe B CPaBHEHHE ChC 3APaBH KOHTPONH. 11poyYBaHeTo BKII0YBA NAHEHTH C GeOpeuto
YBpeXKIaHe B IeKa, YMEPEHA HIIH TEXKKA CTENCH, KakTo K MAlHEHTH C TBH na xeMonuamiza. OCBEH TOBA,
edexTHTe Ha 6B6pETHO YBpeXkAaHe BEPXY (hapMAKOKHHETHKATA HA CHTATJIMOTHH MPK NAlHEHTH C auabet
THn 2 ¥ 660pevHo yBpexaane B AeKa, YMEPeHa Wik TEXKA CTeNeH (BRMOIATENHO TEH), ca ouenenu
Ype3 HonyJalHoOHHE GapMakOKMHETHIHH aHAJH3H.

B cpaBueHHe CBC 37paBH KOHTPONH, naaiMenara AUC Ha CHTArNHUNTHH C& NOBHIIABA PG MAZHTENHO
1,2 ETH NpH nauEeRTH ¢ G56peuno yBpexane B seka crened (GFR>60 1o <90 ml/min) # chOTBETHO
1,6 T IpH NaueHTH ¢ 66peurno yBpexnane B yMepesa crenes (GFR245 ao < 60 ml/min). Twi xato
pasMepBT Ha TIOBHILEHHETO HE € KTMHAYHO 3HAUHM, He ce Hajlara XOpHripaHe Ha 103aTa NPH Te3H
NIAUAEHTH.

Tnasmenara AUC Ha CHTAHIITHH ce TIOBHINABA NPHOIU3HTENHO 2 IHTH NPH MAUHEHTH ¢ GBOpeuHO
yBpexxnate B ymepena crenet {GFR>30 no <45 ml/min) u npubna3ATeHO 4 IHTH NPH MALKEHTH C
6u6peuno yepexaane B Texka crenes {GFR<30 mi/min), BITIOYHTENHO OPH MALHEHTH C TEH
Haxemoauau3a. CHTAMMNTHE ce OTCTpaHsBa cabo npu xemozuannsa (13,5% 3a 3- jo 4-vacosa
XeMOJHANH3HA CECHA 3aII0YBania 4 yaca ciea npHIOKeHHETo). 3a [ Ce JOCTHIHAT IIa3MEHH
KOHLCHTPAIHH Ha CHTATUIITHH, N0f0GHH Ha Te3H IpH MALHEHTH ¢ HOpManHa Gb0peuna ¢byHKUHS, TPH
nanuenTH ¢ GFR<45 ml/min ce npemopbYBaT NO-HUCKH JO3H (BXK, TOUKa 4.2).

HYeprodpobuo yspedicoane

He e neoOXoRuMa KOpeKIs Ha 103aTa KO31HA [IPH NAIMEHTH ¢ JIeK0 HIH CPelHO TEXKO HepPHOAPOGHO
yspexaade (ckop no Child-Pugh <9). HaMa xiHHHYeH ONHT ¢ MaUWEHTH € TEXKKO yepHOApoGHO
yepexaade (ckop no Child-Pugh >9), B cbimoTo BpeMe, Thii KATO CHTATTHITHH ¢E €IMMIHIPa OCHOBHO

GBEpeUHO, He ce 09aKBa TEKKOTO UepHOAPOGHO YBpexaaHe Ja OBNHAE BhPXY (apMaKOKHHETHKATA HA
CHTarnunTuH.

Cmapuecxa sb3pacm

He ce Hanara KOpeKIws Ha 103aTa B 3aBUCAMOCT OT BB3PACTTa, B3pacTra He 0Ka3ea KIIMHHYIHO 3HAYUM
edekT BEpXy (apMaKOKHHETHKATA Ha CHTATTHITHH KAKTO € BHHO OT JAHHKTE OT (apMaKOKHHETHICH
nomyaauoHeH aHanAs ®a3za I v ®asa 1. MeausHaMTe B cTapyecka BB3pacT (65 mo 80 roauHK) HMAT
OpHGMH3ATENTHO 19% NO-BHCOKH [UIA3MEHH KOHIEHTPALMH Ha CHTATIHIITHH B CPABHEHHE C O-MNIaZH
HHJHBAIHA.

ITeduampuving nonyaayus

DapMaKOKHHETHKATA HA CUTATIHOTHH (eIMHMYHa fo3a S0 mg, 100 mg unu 200 mg) e u3cnenBaHa NpH

neARaTpUMHHA nanueHTd (Ha Bb3pact 10 1o 17 roguuu) ¢ Auaber Tan 2. [Ipy TasH nomynalus, AUCHa

CHTATJIMIITHH B [11A3MATa, KOPATHPAHA CIPAMO £03aTa, € NpHOIHauTenHo 18% no-Hucka FEO-IPH

Bb3PAcTHH NaiuenTH ¢ naler Tvn 2 npu po3a 100 mg. Toea He ¢e CYATA 32 KTHHUYHO W%ﬁ“ )
(SO MENLY, T

s A

[N
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nosute ot 50 mg u 100 mg. He ca npoBexaaHy MPOYYBAHHS CbC CUTATAHNITHH NPH NEAHATPUUHHA
NAHeHTH Ha Bb3pacT <10 roannu.

Hpyeu xapaxmepucmuru Ha nayuenmume

He ce Hanara kopexnusi Ha J103aTa B 3aBHCHMOCT OT IOJ, paca HiaH HHACKC Ha TelecHa Maca (BMI). Te3n
XApaKTepUCTAKH HAMAT KINHHYHO 3HAYHM eekT BEpXy GapMaKOKHHETHKATA Ha CHTACTHNTHH CTIOPE]
KOMOHHUPAHUA aHATY3 HA GApPMAKOKHHETHYHUTE JAHHH 0T npoyusanyd Pa3a I u nonynauuoHeH
hapMAKOKHHETHYEH AHAIH3 Ha AaHHUTE OT npoyysanus ®asa [ ¥ Pasa 1.

53 TIlpegknauu4nd JAHHHA 3a Oe3onacHocT

Bp6peyHa H 9epHOIPOOHA TOKCHYHOCT ce Habo/laBa [IPH TPU3a4M IPA CTONHOCTH Ha CHCTEMHA
eKcno3Hus 58 TETH NO-BHCOKA OT HHBOTO HA EKCTIO3HUMSTA IPH X0pa, 4 HHBOTO §e3 edekT e
onpezeneno Ha 19 MBTH MO-BHCOKO OT TOBA TPK X0pa. AHOMA/IHK Ha pe3LHTe ce HabMmonaBaT pH
[LTBXOBE IIPH HHBA Ha eKCTIO3HIAA 67 MBTH NO-BHCOKH OT HUBOTO HA K/IHHKYHA CKCIIO3H LA, HHBOTO,
TIpM KOETO HAMA Nofo6eH edekT e onpeieeHo Ha 58 IMbTH NO-BHCOKO, CBITIACHO Pe3yITATHTE OT 14-
CeAMHYHO NMPOYYBAHE [IPH IUTEX0BE. 3HaUeHHeTO Ha Ta3H HAXOKA NpH X0pa He € H3BECTHO.
TpaH3ATOPHH, CBBP3aHH C NevYeHHeTo PU3Ndecky MPOSBH, HAKOH OT KOHTO Mperionarar HaTHiHETO Ha
HEBPONOrHYHA TOKCHYHOCT, KaTO JAHIIARE ¢ OTBOPEHA yCTa, CAAHBALHA, EME3HC Ha 6:Ana I14Ha, aTaKchs,
Tpenepexe, HaManeHa aKTHBHOCT H/Ud uarbp{eHa nosa ce Habnronasar NpH KyyeTa NpY HHBa Ha
KCIIO3HHA IPHOMH3ATENHO 23 THTH NO-BHCOKH OT HUBOTO HA KIHHAYHA excriosuuus. OCBeH TOBa,
MHOTO JIeKA JI0 NieKa KOCTHO-MYCKYIHA lereHepauis ce Hafmoaasa i XUCTONOrHIHO NPH RO3H, AaBallld
HHBA HA CHCTEMHA €KCIO3HIAA MPHOMH3UTENHO 23 MBTH NO-BKCOKH OT HHBOTO Ha €KCIIO3HUNA NPH XOpa.
[pu Te3u pesynrats, HHBOTO 6€3 006 eeKT € NpH eKCIO3HUHA 6-KPATHO MO-BHCOKA OT HUBOTO Ha
KITHHHYHA EKCNO3HIHA.

CHTAITIHOTHH He ¢ NOoKa3ali TeHOTOKCHIHOCT B XOJa Ha MPEAKIMHIYHE NpoyyBanuA. CHTArMITHE HE €
611 KaHIIePOTeHeH 3a MUIUKH. [IpH MUIbXOBE HMA NOBHILCHA YECTOTa Ha YEPHOAPOOHH aACHOMH H
KAPLMHOMH IIPH HHBA HA CHCTEMHA €KCIIO3MLIKSA, 58 MbTH N10-BHCOKH OT Te3H IIpH xopa. Tl kaTo €
YCTAHOBEHO, ¢ XeMATOTOKCHYHOCTTA KOPEnupa ¢ HHAYHPAaneTo Ha UePHOAPOOHA Heonna3us npy
NILXOBE, Ta3H MOBHUIIICHA YECTOTA HA YePHOAPOOHU TYMOPH IIPH ILTBX0BETE € BEpOATHO BTOPHUHA,
CNeACTBHE OT XPOHHYHA XeNaTOTOKCHYHOCT NpH Ta3H BHcoKa Ko3a. [lopany BUCOKATA rPAHMIIA HA
6esomacHocT (19-mbTH NIpH ToBa HUBO Ge3 edeKT), Te3H HEOITACTHYHH ITPOMEHH HE CC CYHTAT
peNeBaNTHH 33 Xopa.

Hsama nexenany edexty BBpXY GepTHANTETA NIPH MBKKH H XEHCKH INTBX0BE NOAYYHITH CHTATTHNTHH
TpeaH 1 mo BpeMe Ha YA TOoCBaHE.

Tpx npoyvBaKe BBPXY Mpe-/IOCTHATATHOTO PA3BUTHE HA NITbXOBE CHTATIANTHH HE NI0KA3BA HEXEIAHH
PEaKIHH.

IMpoyuBauuATa BHPXY PENPOLYKTHBHATA TOKCHYROCT TI0Ka3BaT HAIMYHETO HA CBLP3AHA C JIEHEHHUETO,

JIeKO YBeJIHYEHa YecToTa Ha Maithopmannn Ha pebpa Ha deTyca (IMIICBALLY, XHTIOTIACTHYHH 4 NTABALIH
pefpa) IpH NOKONEHAETO Ha IUTbXOBE IPH HUBA Ha CUCTEMHA EKCNO3HUMA NoBeye OT 29 MBTH NO-BACOKH
OT Te3H NpH Xopa., TOKCHYHOCT Ha MaifkaTta ce Habmogapa NPH 33Uy NPH HHBA [TOBEYE OT =
BHCOKH OT HHBaTa Ha eKCTIO3KLMA TPH Xopa. [Topany BAcokaTa rpaHANa HA Ge30MacHOCT,
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HE TIPENONIAraT CHUIECTBYBAHETO Ha CHOTBETEH PHCK 32 PENPOAYKTHBHOCTTA NPH X0pa. CHTANIHNTHH C&
CEKPETHPA B 3HAYMMHA KONMYECTBA B MIIAKOTO Ha KbPMEILH TUTXOBE (OTHOIICHHE KbpMa/iiasMa: 4:1).

6. ©APMAIIEBTHYHH JAHHH

6.1 Cnuchbk HA TOMOMIEATE BEMECTBA

Snpo na Tabnerkara:
MHKpPOKpHCTaNHa UENy1o3a
Kanues xugpored (ocar
KPOCKapMeno3a HaTpHil

HaTpHes creapuidymapar
MarHe3ues cTeapat

DHIMOBO MOKPHTHE:

TToma {puHHnOB ankoxon) (E1203)

THTauos guokcug (E171)

makporona 4000 / PEG (E1521)

Tank (E553b)

SKBIT XkeneseH okcug (E172)

6.2 HechBMeCTHMOCTR

Henpunoxumo

6.3 Cpok na rogHocT

36 mecena

6.4 CrenuMa/IHR YCI0BHS HA ChbXpaHeHHe
To3u nekapcTBEH NPOAYKT HE H3HCKBA CIICLIHAIHH YCAOBHA 33 ChXpPaHEHHE.

6.5 BHI H chabpKaHde HA ONIAKOBKATA

JO3una 100 mg ¢uimrpany TabneTke ca onakosanu B 6esw, Henpospausn PVC/PE/ PVDC//Al
6micrepr. Banctepure ca orakoBaHH B K2PTOHEHA KyTHA ¢ NPHAOXCHA THCTOBKA 32 MAllHEHTa.

Pazmep Ha onakoBkata: 28, 30, 56, 60, 84, 90, 98 ¢bunmupanu TableTKH BB BCAKA KYTHA.
He BCHUKH BUIOBE OMAKOBKH MOTaT 1a 6bIaT mycHaTH B mpogaxba.
6.6 CrenHa/JHE NpeqNa3HH MEPKH NPH HIXBLPAAHE

Hama cneliHanay H3HCKBAaHUS,
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7. TIPMTEJKATEJ HA PASPENIEHHETO 3A YIIOTPEBA

Gedeon Richter Plc.

1103 Budapest

Gy8mrdi it 19-21.

YHrapua

8. HOMEP(A) HA PASPENIEHHETO 3A YIIOTPEBA

Per, Ne 20210164

9. JIATA HATIBPBO PA3PENIABAHE/IIOIHOBSIBAHE HA PA3PEIIEHHETO 3A
YIIOTPEBA

Hara na mepBo paspemasane: 15.06.2021

10. JIATA HA AKTYAJIM3UPAHE HA TEKCTA

13.01.2022
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