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I03uHa 100 mg ¢punmupanu Tabnetku

2. KAYECTBEH H KOJIMYECTBEH CHCTAB

Beaka ¢punmupana tabnerka CpaAbpkKa CUTATTHITHH XHAPOXJIOPHI MOHOXHApaT (sitagliptin
hydrochloride monohydrate), expusanenter Ha 100 mg cutaraunTuH (sitagliptin).

3a NBJIHKUA CIHCHK HA MOMOIHHATE BEIECTBa BUXKTE Touka 6. 1.

3. JIEKAPCTBEHA ©®OPMA

OunmupaHa taberka

Kpbria, ABOAHOU3NbKHANA, XbITa (pUIMHpPaHa TabeTka ¢ rpaBupaH Haanuc ,,AD3“ ot egHara cTpaHa,
ACAMTENHA YepTa OT Apyrara cTpaHa (auaMeTsp npubnuzutento: 10,5 mm). TabneTkara Moxe 1a 6nae

pa3ac/iCHa Ha paBHH JO3H.

4. KJIUHUYHU JAHHH

4.1 TepaneBTHUYHH NOKA3aHHA

[Ipn BB3pacTHM MaLMEHTH CbC 3axapeH auabet Tun 2 KO3uHa e nokasaH 3a nofaoGpsaeaHe Ha

INIUKEMHYHUA KOHTPOI:

KaTto MOHOTEpans:

- [PH [MALKEHTH C HE3AA0BOJIMTENCH KOHTPOMI CaMO 4Ype3 JUETa H YIIPAXKHEHHS ¥ PH KOHTO
METOOPMHH € HEMOAXOAAIL TIOpaJl IPOTHBOMOKA3aHHA WX HEMOHOCHMOCT.

KaTo ABOHHA MEpOpaiHa Tepanud B KOMOUHALHS C:

— MET(HOPMHH, KOTaTo ¢ ARETa U YTIPDKHEHHS, TUTIOC IPUIArad CaMOCTOSTEHO METHOPMHH, HE ce
MOCTHIa 3aA0BOAUTENEH TJIMKEMHUYEH KOHTPOL.

— Cy IPOHUIY pefiHO MPON3BOAHO, KOTATO ¢ JHETA H YIIPAXKHEHHS, [UTFOC MaKCHMAHA MMOHOCHMa 1034
CYN(OHUTYpeHHO MPOH3BOAHO CAMOCTOATENTHO, HE CE IIOCTHTA 33JOBONUTENEH MNIHKEMHYEH
KOHTPOJI U KOraTo METPOPMUH € HEMOAXOAALL MOpaIy NPOTHBOMOKA3AHUS HITH HETONEPAHTHOCT.

— NEPOKCH3OMEH NponudepaTop-akTHBKpaH peuentop raMa (PPARY) arouuct (Hanp.
THA3OJIMAUHIONOH ), KOraTo u3noa3saHeTo Ha PPARY aroHHCT € noaxoaAlo ¥ KoraTo ¢ AHeTa
ynpaxHeHus, moc PPARy aronuct, npunaras caMmocToATeTHO, HE C€ MOCTUra 3a0BOUTENEH
TTHKEMAYEH KOHTPON.

KaTo TPOHHA MepopajiHa Tepanus B koMOMHaLHA C;

- CYNQOHHUTYPEHHO TIPOH3BOAHO H MeT(OPMHH, KOraTo C AHeTa H yNPaKHEHUS, LUTIOC IBOiHHA




— PPARY aroHucT v MeTQOPMHH, KOTaTo H3noa3BaHeTo Ha PPARY aroHMcT € noaxoaso ¥ Korato
¢ AHeTa H YIIpaXXHEHH, [II0C ABOHHA TEpalnd € TE3M NEKapCTBEHY NPOAYKTH, He C€ MOCTHTra

33/I0BOJIUTENICH TTUKEMHAYEH KOHTPOJL.
[O31Ha chl1I0 € MoKa3aH KAaTo AOMbIHATENIHA TEpaNysi KbM HHCYJIHH (ChC K 6e3 MeTOPMHUH), KOTATO C

[HETa U YIPaKHEHHS, [TIOC MOCTOAHHA K033 HHCYIIHH, HE €€ MOCTUIa 3af0BOIUTENCH [TTHKEMHUYEH
KOHTpPOI.

42 Jlo3HpOBKAa H HAYHH HA NPUHJIOKEHHE

Ho3uposka

Hozata e 100 mg cuTarIUNTHH eIMH NbT AHeBHO. Koraro ce H3mon3ssa B koMOUHAUKA ¢ METHOPMHH
w/vuna PPARy arouuct, go3ata Ha MetgpopMuH H/unu PPARY aronmncta He Tpsa0OBa aa ce MpoMeHs, XaTo
I031Ha ce nmpunara €AHOBPEMEHHO.

Korato IO3uHa ce u3nonssa B KOMOHHEALHKS ChC CYI(POHUNYpeifHO IPOU3BOAHO KM C HHCYJINH, MOXE a
ce 0OMHCITH MO-HUCKA K03a cyndOoHHIYPEHHO NPOU3BOAHO UNTH HHCYIVH, 32 14 c€ HaMalld PHCKBT OT

XUMOTTMKEMHUA (BX. TOYKa 4.4).

AKko ce nponycHe fo3a HO3una, TpadBa na ce B3eMe He3abaBHO, KOraTo MaLHEHTHT ce ceTH. B ennH u
CBILM OEH He TpadBa a ce B3eMa ABOHHA J034.

CrnenyanHyg nOmyJIaluy
bvbpeyno yspexcoare

Korato ce oOMHCII% H3MON3BAHETO HA CHTArTMIITHH B KOMOWHAUWA ¢ ApYT aHTUAHAOETEH NeKapCTBeH
MPOAYKT, TpAOBA Ja C€ MPOBEPAT YCAOBUATA 3a M3NON3BAHETO MYy NIPH NaUMeHTH ¢ 0p0peyuHo yBpexkaane.

[1py nauxenTH ¢ 6BOpeUHO YBpeKAaHE B JieKa CTENEH (CKOPOCT Ha rioMepynna ¢punrpauus {Glomerular
Filtration Rate, GFR]>60 no <90 ml/min) He ce Hanara kOpekIus Ha 003aTa.

[Ipn naunenTn ¢ 6L0peyHO yBpexkaaHe B ymepeHa cteneH (GFR>45 no <60 ml/min) He ce Hanara
KOPEKLINSA HA A03aTa.

[Tpu mauuentu ¢ 66peuHo yepexaaHe B ymepena crened (GFR>30 no <45 ml/min) nosara 1O3uHa e
50 mg BeAHDLXK JHEBHO.

[Tpu nauuenTH ¢ OBOpeuHO yBpexaaHe B Texka cteneH (GFR>15 a0 <30 ml/min) unu ¢ TepmuHanza
O0p6peuna HegoctaTbuHOCT ( TBH) (GFR<15 ml/min), BKIIOYHTENHO TE3H U3UCKBALIY XEMOAUANK3a UIH
nepMTOHEAHa AHaNiu3a, no3ata KO3uHa e 25 mg BeAHbX JHEBHO. JIeyeHHeTo Moxke aa ObAe MPHITOXKEHO
HE3aBHCHMO OT BpPEeMETO 3a [HaJIH3a.

Jlozata or 50 mg Moxxe Aa O6ble nonyyeHa ypes pasaensde Ha tabnerkara ot 100 mg HO3una Ha nBe
nonoBuHHM. JI03a 0T 25 mg curarndnTHH He ce npeanara ¢ KO3uHa. 3a noCTHraHe Ha 1o3ata oT 25 mg
TpsaOBa Aa Ce U3MQA38a aNTEPHATHBEH NEKAPCTBEH MPOAYKT, ChABPXKALL CHTAarTUIITHH.

[Ipenu 3anouBaHe HA nevyeHueTo ¢ KO3HHA ¥ NEpHOAUYHO Clle]l TOBA C€ NpenopbyBa CLUEHKA
6n6peyHaTa PyHKLMA, ThH KaTO € HEOOXOANMO KOpPEeKHEHS Ha a03aTa Ha 0aszaTta Ha 6b6p




Heprodpobro yspescdane

He ce Hajara xopekiys Ha NpHIaraHaTa o3a NpU NalHeHTH C JIeKO [0 CPEIHO TEXKO YepHOAPOOHO
yBpexaare. K)3uHa He e npoyuBaH NpH NalHeHTH ¢ TeXKO YepHOIPOOHO yBpeXIaHe H CNEefBa Aa ce
MOAXOXAa BHUMATENHO (BXK. TO4YKA 5.2).

Obaue, T KATO CHTAIJIMATHH CE€ EMMMHHHpPA OCHOBHO ype3 OnOpeluTe, He C€ OHaKBa TEXKOTO
YepPHOAPOOHO YBpEKIAHE 2 MOBAMSAE BbPXY (PapMaKkOKHHETHKATA HA CUTArAMIITHH,

Cmapuecka ev3pacm
He ce Hanara kopekLus Ha 103aTa B CbOTBETCTBHE C BL3PACTTA.

Heduampuuna nonyrayus

CHTarJMnTHH He TpAOBa 1A ce W3MO0JI3Ba NPy AeLa U IOHOIIH Ha Bb3pacT oT 10 go 17 roauHy nopaau
HEOOCTaThYHA ePUKACHOCT. HamHyHKTe noHacTOALLEM NaHHY Ca OfTHCaHU B TOukH 4.8, 5.1 u 5.2.
CHTarnunTHH He € NpoyYBaH MpH NeAHAaTPUYHH MALHEHTH HA Bb3pacT oA |0 roguHy,

HayuH Ha NpyioKEeHHe

HO31Ha Moxe fa ce npuema ¢be WM 6e3 Xxpasa.
4.3 IHporuponoxka3zaHus

CBPBX4YBCTBUTENIHOCT KbM aKTHBHOTO BEUIECTBO HIIM KbM HAKOE OT MOMOLUHHTE BEILECTBA, H3GPOEHH B
Touka 6.1 (Bx. ToukH 4.4 1 4.8).

4.4 Crneunanuy npegynpexieHns H UpeJHa3HH MEPKH NPH ynoTpeba

Ob1mu
FO3uHa He TpsabBa Aa ce u3n03Ba PH MALKEHTH ChC 3aXaped AHabet THI | 4nM 3a neyeHue Ha anabeTHa
KeTOaLlH303a.

OCTbp NAaHKPEATHT

Ynorpebara Ha DPP-4 uuxubutopu (Depeptidy] Peptidase ~ 4 inhibitors) e cBpp3ana ¢ puck ot pa3puThe
Ha OCTBp nadkpearHT. IlauneHTure Tpsdsa na 6paaT MHGDOPMUPAHH 33 XaPAaKTEPHUS CHMITTOM Ha OCTBP
MaHKpeaTUT: NepCUCTHpalla, MHOTO CHIlHa kopeMHa Oonka. Criell ipexpaTaBaHe Ha CHTArIMIITHH, CE
Hab/oapa OTLIYMsIBaHE HA MAaHKpeaTHTa (Cbe Wil 6e3 MoJabpXKalLO IEYCHHE), HO B MHOTO peIkH
CIyyau € ChboOLIaBato 32 HEKPOTH3MPAIL HIIY XEMOPAruueH NaHKPEaTHT H/UIH CMBPT. AKO MMa
CbMHEHH 32 MaHKPeaTHT, TpSOBa Ja ce peKkpaTh NpueMbT Ha K)3una U Apyry NOTEHLHMANIHO
IOJO3HPAHK NCKAPCTBECHH NPOAYKTH, ako Ce MOTBBPAH OCTbP MAHKPEaTHT, NpHEMDLT Ha HO3uHa He
TpsOBa Aa ce Bu306HOBABA. HeobxoauMo e MOBHUIEHO BHHMAHKE NIPH TALKEHTU ¢ aHaMHe3a 33
MaHKPEATHT.

AHIOTIHKEMHS, KOTaTo Ce [pH/ara B KOMOHHALMS ¢ APYTH AHTHXMNEPrIMKEMUYHH IEKAPCTBEHH
MPOAYKTH
IIpu knnBru4HA H3nUTBaBKSA, IO3HHA KaTO MOHOTEpANHSA U KaTO 4acT OT KOMGHHHMpa
NIEKAPCTBEHU TIPOIYKTH, 32 KOHTO € U3BECTHO, 4€ HE NPUYHHABAT XMIIOTTTHKEMHS (H




n/uny PPARY aroHnct), CbOOIIEHUTE HHBA HA XUITOTJITMKEMHUA MTPH CUTArIMIITHH Ca CXOJHH C Te3H MpPH
MAHHEHTH NoMy4daBaiH nianedo. XvunoraukeMus € HabnroaaBaHa, KOraTo CUTArJIMITHH € U3IMON3BaH B
kOMOMHALMSA C HHCYIMH HIKR CYaOorRUNTYpedHO Npon3BoaHO. CIEI0BaTENHO, 3a A4 ¢& HAMANH PHCKBT OT
XHOorIukeMHus, TpAOBa Aa ce OOMHKCIH MO-HUCKA A03a CYI(POHHUNYPEHHO NMPOM3BOIHO HITH HHCYIHH (BX.
TO4YKa 4.2).

b1OpeUHO VBPEKAAHE
CHTArmMNnTHH C€ eKCKpeTHpa 0b0peyHo. 3a Ja ce AOCTUIHAT NNasMeHNTE KOHUEHTpaUUM Ha

CHTAarTMNTHH, MOACOHU Ha TE3W NpPH NALMEHTH ¢ HopManHa Op0peuyHa QyHKUHS, MPH NALHEHTH C
GFR<45 ml/min ce npenopbyBaT MO-HUCKHK A03H, KAKTO ¥ Npu nauueHT! ¢ ThH, n3ucksaiuy
XEMOAHAN3a WM NEePHTOHEaMHA AHanu3a (BK. Touku 4.2 u 3.2).

Koraro ce 0OMHC/IA H3MON3BAHETO HA CHTATIHIITUH B KOMOHHALNSA ¢ APYT aHTHAXAOETEH IEKAPCTBEH
NMPOAYKT, TpAOBA 3 C€ MPOBEPAT YCNOBUATA 3a U3MON3BAHETO MY IpH NaLHMeHTH ¢ OpOpeUHO YBpeXIaHe.

PeaKlUuy Ha CBPBXYYBCTBUTE/THOCT

CHoOLLUEHH ca MOCTMapKETHHIOBH ClTy4ad Ha CEPHO3HH PEAKLHH HA CBPBbXYYBCTBHTEIHOCT IIPH
[AlHEHTH, NEKYBAHH CbC CHTArMITHH. Te3H peakiiH BKIIOYBAT aHA(HIAKCHA, AaHTHOSLEM H
ekdONHAaTUBHH CHCTOAHHSA HA KOXKATa, BKIIIOYUTENHO CHHAPOM Ha Stevens-Johnson. HauanoTo Ha ez
peakLUH € [0 BpeME Ha ITHPBHUTE 3 MeCela CIE/ 3afl0YBaHE Ha ICYCHHETO, KaTO HAKOH CIIyYau ce
MpOABABAT CJie/l TbpBaTa J03a. AKO C€ [M0A03UPA peakuHs Ha CBPbX4YYBCTBUTENHOCT, NpueMbT Ha FO31Ha
TpsiOBa fa 6b1e npekpateH. TpsabBa na 6bAaT OUCHEHHK APYTd DOTEHUHAIHH NPHYHHH 32 CHCTOSHHETO U
[ia Ce 3aMovHe ajlTepHAaTUBHO Ne4YeHHE Ha auabera.

bynozeH neMdurona

[Ipu nauuenty, npueManiy DPP-4 uHXHOHTOpH, BKIIFOUUTENHO CUTATTUITTHH, UMa MOCTMAPKETHHIOBH
cpo01eHUR 3a Oy 103en neMPHUroua. AKO UMa CbMHEHHA 3a Oynio3eH neMdurou, npuemMsT Ha FO3uHa
TpAOBa 1a ¢e MpeyCTaHOBH.

Harpu#t
Toz3u nekapcTBEH NPOAYKT CHALPXKA Mo-Manko oT 1 mmol Harpui (23 mg) Ha TabneTka, T.€. MOXe 11a ¢
Kaxke, 4€ MPaKTHYECKHA HE ChIbpiKa HATPHH.

4.5 BiaumMoaelcTBHE ¢ APYIH JIECKAPCTBEHH NPOAYKTH H ApYr# GOpMH Ha B3aNMOJeHCTBHE

E@EK’I‘H Ha JPDYTIH JICKADCTECHH IIDOAYKTH BbDXY CHUTAT AHIITHH
H]JEI[CT&BEHHTB [Mo-a0JTY KIHHHYHKH AdHHH IIpCANONarar, 4¢ pucKsT OT KNTHHHYRO 3HaA4YHMU

B3aUMOJICHCTBHA C COAHOBPEMCHHO NPHJIAradHy JICKAPDCTBCHH TIPOAYKTH € HHUCDBK.

In vitro npoy4BaHKATA M10KA3BaT, Y€ OCHOBHUAT €H3UM, OTFOBOPEH 3@ OrpaHHUYEHH MeTAOOIH3EM Ha
cutarauntud, € CYP3A4 npu yyactueto M Ha CYP2CS. llpn nauuentu ¢ HopManHa Ox0peduHa hyHKLHSA,
METa00JH3MBT, BKIOUHTENHO 4pe3 CYP3A4, urpae Majika posisd B KIMphbHCA Ha CHTarJHITHH.
MeTabonH3MBT MOXKE Aa Urpae O-ChUIECTBEHA PONd B €IMMHHUPAHETO HA CHTArIMIITHH [IPH TEXKKO
OvOpeuHo yBpexaaHe Ui TepMuHanHa Ob0peyna HegoctarbuHocT (TBH). [Topanu Tasu npH4HHA €
BB3MOKHO MOLIHH CYP3 A4 unxdOUTOPH (KaTO KETOKOHA30/1, HTPAKOHA30J1, PHTOHABHP, ,
KMApUTPOMHLIHH) 1a MPOMEHAT QapMaKOKHHETUKATA HA CUTAT/IHITHH [IPU MALMEHTH C




OBOpeuHo yBpexnane HiH ThH. BeaaeiictBiero Ha Motnute CYP3 A4 HHXMOGHTOPH NPH HATHYHE HA
0bOPEUHO YBpENKAAHE HE € OLIEHABAHO B KIHHUYHO MPOYYBaHe.

In vitro npoy4YBaHUATA HA TPAHCIIOPTA NOKA3BAT, Y€ CUTArUIITHH € CyGCTpaT Ha P-T/IHKONPOTEHHA | Ha
TpaHCIopTepa Ha opraHiyHyd aHHOHH-3 (Organic Anion Transporter 3, OAT3). OAT3-MeauupaHusT
TPAHCIIOPT HA CHTArJIMITHH C€ MOTHUCKA in Vitro OT NpobeHeUH I, MAKap Y€ PHCKBT OT KIHHUYHO 3HAYHMH
B3aHMONCHCTBHA Ce OLIEHABA KaTO HUCHK. EnHospemerHoTO npunoxenue ¢ OAT3 uuxuburopi e e
OLEHABAHQ in vivo,

Memdgopmun. EAHOBPEMEHHOTO, MHOTOKPATHO MPUIOKEHHE Ha J03a oT 1000 mg MeThOpMHH ABa IBTH
AHEBHO ¢ 50 mg CHUTArIMNTHH HE NPOMEHS 3HAYUMO (PapMaKOKMHETHKATA HA CHTATrHITTUH NPH NALHEHTH
¢ AxabeT Tun 2.

Huxnocnopun: IlposeieHo € mpoy4BaHe 32 OlieHKa epeKTa Ha UHKJIOCIOPHHA, MOLLIEH HHXMOHTOD Ha
p-TIMKONIPOTEHH, BbPXY (apMakOKHHETHKATA Ha CHTATMHNTHH. EJHOBpEMEHHOTO NpHAOKEHHE Ha
CAHOKpaTHa nepopanna fo3a oT 100 mg CUTArMNTHH ¥ €JHOKPaTHA fiepopalHa go3a ot 600 mg
mMkaociopuH nosuiiaBa AUC M Cypax HA CHTarMMNTHH CHOTBETHO ¢ NPUOIH3ATENHO 29% 1 68%. Tesu
MPOMEHH BLB (hapMAKOKHHETAKATA HA CHTANHIITHE HE CE MIPHEMAT 38 KIHHHYHO 3HAYUMU. Bu6peunusr
KJIUPBHC Ha CHTArJUNTHH HE € MpOMeHs 3Ha4yuMo. [Jopann ToBa, He ce OYaKBAT 3HAYHUMH
B3aUMOREHCTBHA C APYTH P-TIMKONPOTEHH HHXHOHTOPH.

EQeKTH HA CHTArJIMIITHH BBPXY OPYTH JIEKAPCTBEHH MDOAYKTH
Huzoxcun: CATarnnnTiH uMa cinab edexT BbpXy MIa3MeHaTa KOHLEHTpauus Ha AMrokcuH. Cien

npunaraHeTo Ha 0,25 mg AUrokcHH eqHOoBpeMeHHO cbe 100 mg CHTArUNTHE JHEBHO B NPOAB/KEHHE HA
10 nuu, nnazmeHata AUC Ha IArOKCHH HapacTBa cpeaHo ¢ 11%, a ninasmeHata Cmax cpeaHo ¢ 18%. He
Ce fIpENopbYBa KODHTHMpaHe Ha 103aTa AUTOKCHH. B CBIOTO BpeMe, NAMEHTHTE ¢ PHCK OT AUIOKCUHOBA
TOKCHYHOCT TpAOBa Aa OvaaT noj HabmoaeHHe 3a TakaBa, KOraTo CHTArTHIITHH M IMTOKCHH CE NPU/IArat
eJHOBPEMEHHO.

In vitro JaHHHUTE 10KA3BaT, Y€ CHTArTHIITHH He NOTHCKa H He uuayunpa CYP450 uzoensnmuTe. B
KIHHUYHH IPOYYBAHHA CATATTUNTHH HE NPOMEHA 3HAYUMO (PapMaKOKHHETHKATA Ha MET(QOPMHUH,
rmubypull, CHMBACTaTHH, PO3HITMTA30H, BapbapiH UK NEPOPANTHH KOHTPALETITHBH, AaBaliku in vivo
JaHHM 34 Ma/lka BEpOATHOCT OT NpeIH3BHKBAHE Ha B3aUMOACHCTBUS Che cyOcTpaTu Ha CYP3 A4,
CYP2C8, CYP2C9 u tpaacnoprep Ha opranuyni katuond (Organic Cation Transporter, OCT).
CHtarnuntid Moxe aa 6ble cnal MHXHOUTOP Ha p-TIIHKONPOTEHHA in Vivo.

4.6 @epTHIHTET, (PeMEHHOCT H KhPMEHE

bpeMeHHOCT

Hsama poctathuHo AaHHM 32 ynoTpebaTa Ha CHTArNIMOTUH Opu OpemeHsd xeHd. TIpoyuBaHusTa py
’KUBOTHH [10Ka3BaT PEMpPOAYKTHBHA TOKCHYHOCT MPH BUCOKHM 1034 (BX. Touka 5.3). [ToTeHUManHuaT pHck
[p¥ XOpa HE € H3BSCTEH. [lopanu nuncata Ha faHHU npu xopa KO3uHa He TpsA6Ba na ce W3non3ea npu
OpeMeHHOCT.

KspmeHe
He € H3BeCTHO AanM CHTArHNTHH C€ eKCKPETUPA B KbpMarTa. IIpoyuBaHusATa IPH XHUBOTHH
CHTArJHNTHH CE €KCKpPeTHpa B MLKOTO. I03uHa He Tpa6Ba 1a ce n3non3sa NpH KepMeH




DepTUNHTET
JIaHHHTE OT NPOYUBaHHUA NPH KHUBOTHHU HE MPEATOaraT BJIHAHIE BbpXY GepTHIHTETA HA MBXKH H

MEHCKH TMTBXOBE {IPH JICUEHHE CHC CHTarnMNTHH. JIMNCBAT AAHHU NpPH Xopa.

4.7 EdexTH BBDXY cnioco0HOCTTA 32 WIo(PpUpane H padoTa ¢ MAUIHHH

[O31Ha He MOBNHABA WK NOB/IMABA NpeHeOPpeXKUMO crmocobHOCTTa 3a wWodupaHe U pabora ¢ MalidHK. B
CBILIOTO BpeMe MpH WodHpaHe uny paboTa ¢ MaluKHH, TpAOBA Ja ¢€ MMa fIpe/IBU, Ye Ca JOKIaJABaHH

CJIyYidH Ha 3aMafiBaHE U CHHIIHBOCT.

B ponbiiHeHHe, MauHeHTHTe TpAOBa fa ce MpeaAynpexaraT 3a PUCKA OT XHIOrMKeMud, korato KO3uHa
ce U3MOoM3Ba B KOMOMHALIUA CBC CYNPOHUTYPEHHO MPOU3BOXHO HIIH ¢ HHCYJIHH.

4.8 Hexenanu jieKapcTBeHH peaKlUHH

PesioMe Ha nipoduia Ha Ge3onacHOCT

Cpo011iaBaHH ca CepHO3HH HEeXeNaHH peakKLUH, BKIIOYHTETHO ITaHKPEATHT H peaKUHH Ha
CBPBLXYYBCTBATENHOCT. CroOLIaBaHa € XUITOITHKEMHS B KOMOHHALUA CbC CYIPOHUIYpeifHO NPON3BOAHO
(4,7%-13,8%) 1 uHcyauH (9,6%) (BX. Touka 4.4).

Tabnn4eH cIHCHK HA HEXENAHHTE IEKAPCTBEHH PEaKIIHH
HexenaHHTe EKAPCTBEHH PEakLMy €a [ocodeHu no-gony (Tabavua 1) cnopen cucTeMo-opraHHa
KnacHpUKaLHA H 4ecToTa. [10 yuecToTa ce onpenensaT kato: MHoro 4ectu (=1/10); yectu (=1/100 go

<1/10); neyectu (=1/1 000 no <1/100); peaku (=1/10 000 mo <1/1 000); mHoro peaku (<1/10 000) u ¢
HEU3BECTHA YECTOTa (YeCToTaTa He MOXe Ja 6bhe OligHEeHa OT HATHYHHTE JAHHH).

Tabauna 1. YecToTa HA HEXKETAHATE PEAKIHH YCTAHOBEHH 110 BpeMe HA M1ale00-KOHTPOJTHPaHH
KAHHAYHH NPOYYBAHHS NPH MOHOTEPAaNHA CbC CHTATVIMIITHH H NPH NOCTMAPKETHHTOBHS ONHT

Hexenana peakuunsa
YecToTa Ha HEXENAHATA PeaKUHA

HapyuieHnst Ha KpbBTa B JHM$HATA CHCTEMA

TPOMOOIUTONEHHA Penxu

HapyunieHHs Ha HMYHRHaTa CHCTeMa

PCAKILIMH Ha CBPBEXYYBCTBHTCHIHOCT,

C HEeH3BECTHA UECTOTA
BIJTIOYHTCIHO aHﬂdJHII&I{TH'-IHH OTFUBDPH*'T

HHEYII]EHHH Ha MeTa00/IH3MA H XPaHEHETO

XUnornukemus’ YecTH

HaEyu]eHnﬂ HA HEPBHATA CHCTEMA

ri1aBobonue UecTH

zamMaiiBaHe Hedectn

PecnupaTopHH, rPLIHA H MeJHACTHHAJIHH
HApPYUICHHS

HHTEpCTHUMATHA GenofxpobHa GomecT




CToOMamno-upeBHH HAPYIIEHHS

3arck

HedecTu

MoBpbIaHe”

C Heu3BeCTHA 4ecToTa

OCTBp MaHkpeaTut™

C HeH3BeCcTHA YecToTa

(pataneH u HepaTaneH XEMOpPArHicH U
HEKPOTH3Hpalll naskpeatut* !

C HeH3BECTHA YecToTa

HapyuieHus Ha KokaTa ¥ DOAKOXKHATA
TbKaH

TIpYPHTYC HeuecTh
aHruoenem ! C Heu3BecTHA YecToTa

- o6puB™T C HeH3BECTHA YecToTa

_yprukapus”t C HeM3BeCTHA HeCTOTA

KOXKEH BACKyJuT '

C HeU3BeCTHA YecToTa

eKCPONHATHBHH KOXHHU 3a00NABaHuU4,
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Hapymenus Ha MYCKYJTHO-CKeJIETHATA
CHCTEMa H CheAHHHTETHATA ThKaH

| apTpanrus’ C HeH3BeCTHA YecToTa
MHITHS C HeH3BecTHa YecToTa
Goska B repba’ C HeH3BECTHA YecToTa
apTpONaTHs C HeM3BECTHa YeCTOTA

Hapymenns na 6n0pennTe H NHKOYHHTE
NbTHINA

HapyweHa 6s6peyna byHkuus C HeH3BeCTHa YyecToTa

ocTpa 6L6pedHa HeIoCTaTBYHOCT C HEen3BECTHA 4eCTOTa

*HexenanuTte peakuuy ca HACHTHGUUNPAHY N0 BpeME HA NIOCTMAPKETHHIOBOTO HAOMOACHUE.
tBrxre TOYKA 4.4,
1 Buwxre npoyusanemo 3a Gezonacrocm no omiouterue Ha copoeyro-cvoosama cucmema TECOS rio-mony.

Onucanve Ha u3bpani HexeJaHKH peaKilHU

B ponbiHeH#e KbM CBBP3AHHUTE C TEKAPCTBEHMS NPOAYKT HEXENaHH Peakiyy, OMACaHH N0-Tope,
HEXKCNAHHTE peakliK, CbO0LIaBAHH HE3ABUCHMO OT IPUYHHHO-CJIECTBEHATA BPB3Ka C JIEYEHNETO H
BB3HMKBAILH NIPH ITOHE 5% U NOBeYe OT MAUMEHTHTE, JIEKYBaHH ChC CHTArJIMIITHH, BKIIOYBAT HHGEKLNA
Ha rOpHUTE IUXATENTHA MBTHILA H HA30DAPUHIUT. JJONBAHATENHH HEXETAHH peaKiluy, chOBILABAHM
HE3ABHCHMO OT NPHYNHHO-C/IECTBEHATA BPB3Ka C ICYEHHETO, KOWTO Ca BL3HUKBAJIH MO-4ECTO MPH
[IALHEHTH, JeKYBaHH CbC CHTArIMNTHH (0€3 da JOCTHTHAT HUBA 5%, HO BB3HHKBALLY ¢ YyecToTa >0,5%
MO-BMCOKA B rpynaTa CbC CHTArNHNTHH B CPABHEHHE C KOHTPOJIHATA IPya), BKJIKOUBAT OCTEOAPTPHUT H
OoJiKa B KpatiHuuMTeE.

Hsikou HexxenaHu peakuuu ca HaGIOAaBaHH MO-YE€CTO fIPY APOYYBAHKA 33 KOMOHHHpaHa ynoTpe6a Ha
CHTArJHITHH C APYTH aHTHAHA0ETHH IEKAPCTBEHHU IIPOIYKTH B CpPaBHEHHE C IIPOYYBAHHKS 3a

MOHOTEPAIHA CbC CHTAMIMITHH. Te BKIIOYBAT XHIOTNIUKEMHUS (KaTEropus Ha YecTOTa ,,MHOIO U
koMOMHaLKS Ha CYADOHNTYpeliHO MPOH3BOAHO U MeTGOPMHH), rpuI (,,YeCTH” ¢ RHCYJIHH
MeT(HOPMUH)), rajieHe H NOBpbilaHe (,,4ecTH” ¢ MeTGOPMUH), NOAYBaHE Ha KOpeMa (,,4ec
METQOPMHUH MM TTHOT/IATA30H), 3anekK {,,4eCTH” ¢ KOMOMHALHA Ha CYNMOHUNYPEHHO M

T

~




MeTHOPMHH), mepudepeH OTOK (,,4eCTH” ¢ MUOTANTA30H WK ¢ KOMOMHALMA HA MUOTJIMTA30H H
METPOPMHH), CHHIUBOCT U AUAPHA (,,HEUECTH ¢ MeTOPMHH) H CYXO0Ta B YcTaTa (,,HEYECTH C HHCYJIMH
(cbe unn Oe3 MeTopMuH)).

[leauaTpUyHa QMY IALHMA
B KTHHHYHH U3NHUTBAHHA CHC CUTATIMIITHH NPH MeJUATPUYHHA MAUHECHTH CBC 3aXapeH adadeT Tin 2 Ha
Bb3pacT 10 10 17 roandu, npo@uIsT Ha HEXENAHUTE PEAKLIMK € CPAaBHHM C TO3H, HabMoaBaH TpH

Bb3PaCTHH.

Ilpoyusane 3a bezonacnocm no omHowierue Ha copoedro-cvoosama cucmema TECOS

M3nuTBaHEeTO, OLICHABALLO CHPACYHO-CBAOBUTE PE3YATATH [IPH JieUeHHEe CbC cHTarmunTuH (1ral
Evaluating Cardiovascular Qutcomes with Sitagliptin, TECOS), sxmiousa 7332 naiueHTH, JIeKyBaHH ChC
100 mg cutarnunTHH AHEBHO (M 50 mgE AHEBHO, aKO H3XOAHHTE CTOMHOCTH Ha M34HCIEHATA CKOPOCT
Ha rnoMepynna dunrpanud (€GFR) ca >30 u <50 ml/min/1,73 m?), 1 7339 naumenty Ha naauebo B
intention-to-treat (ITT) nonynauusTa. JBete nedeHus ca pobaseHu koM oOHuallHHTE MPHIKH CBIJIACHO
MECTHHTE CTaHAapTH 3a HbA . U cbpaedHO-Cha0BH pHckoBU dakTopu. OD1aTa 4eCTOTa Ha CEPHO3HHTE
HexeNaHU ChOUTHSA NpH NALHEeHTH, NOJyYaBallyl CUTAITIMIITHH, € CXOAHA ¢ Ta3H MpH Mal{REHTHTE,

noay4asamu rnaauebo.

B intention-to-treat nonynanusra cpel NALMEHTHTE, KOUTO H3MON3BAT HHCYIMH W/ HIIH CYI(POHUITypes Ha
H3XO0JHO HHBO, Y€CTOTATA HA TEXKKa XHIIOrMHKeMus € 2,7% NpH NauHeHTHTe, NeKyBaHH CbC CHTANTHITHH
U 2,5% 1pH nauUeHTUTE Ha n1anedo; cpell MaluHeHTHTE, KOUTO He U3MON3BAT HHCYIHH H/HAH
CYNQOHUIYpes Ha U3XOAHO HUBO, YECTOTATA HA TEXKKa Xunoraukemus ¢ 1,0% apu nanueHTHTE,
NEKYBaHH CbC CUTArNUNTHH U 0,7% nipy naumeHTuTe Ha niauebo. Yectorara Ha nOTBbpACHU CBOHTHA,
OTAaBaHH HA NaHKpeaTHT, € 0,3% NpHu NauueHTyTe, JEKyBaHH CbC CUTArAUNTUH H 0,2% NpH nalHeHTHTE
Ha rnaueto.

CrobuiapaHe Ha MONO3MPAHU HEXENAHU peaKlUN

Cvo01aBaHeTo Ha IOA03UPAHH HEXEMaHH peakUuy CNel pa3pellaBane 3a ynorpeba Ha TeKapCTBEHHS
NpOAYKT € BaKHO. TOBa 1103B0JIABA A& NPOIbIDKH HAONIOJEHHETO HA ChOTHOLIEHHETO NMON3a/pPHUCK 34
neKapcTBeHus npoaykT. OT MEAKLIUMHCKHTE CIEUHAHCTH C€ H3HCKBaA Aa cbo0ILIAaBaT BCaka MoJ03HpaHa
HeXKe/laHa peakLMs Ype3 HalMOHANHaA CHCTeMa 3a ¢bhofiaBaHe KbM HM3nmbIHATENHATA areHus 0o
nexaperBara, yi. Jlamsad ['pyes” Ne 8, 1303 Codus, ten.: +359289034 17, yebealiT: www.bda.bg.

4.9 Ilpeao3upane

[Ipn KOHTpONHPaHH KIHHUYHK U3NUTBAHUS CBC 3[pABH KHAHBUIH CC [IpHaraT €qHOKPaTHU J03H A0
300 mg curarmMnTuH. MuunManuo nosuiesue Ha QT¢, KOETO He ce CHKHTA 3a KIHHUYHO 3HAUHMO, Ce
HamoaBa 1IpH e4HO npoyusaHe ¢ Ao3a o1 800 mg cutarnunTud. Hama onut ¢ no3u Hag 800 mg npu
KITHHHYHH npoyusaHus. [Ipy npoyuBanus Pa3a | ¢ MHOroKpaTHO npuiaraie, HaMa CBBp3aHH ¢ 8034Ta
KNHHUYHH HEXENaH! JIEKapCTBEHU peakilny, Ha0 K daBakH Npu CUTArIUNTHH ¢ JO3H A0 600 mg nHeBHO
3a nepuoau ao 10 guu 1 400 mg AHEBHO 3a NepUoaH a0 28 AHH.

B cnyuali Ha npeno3upaHe € MOAXOAALIO Aa CE NpeAnprUeMaT OOHKHOBEHHTE MOAXBPKALIH MEPK




CurtarnunTuH € cnabo guanusnpyeM. [Ipu KNHHHUYHE MpoyuBaHHs Npubmuautenno 13,5% ot no3arta ce
OTCTpaHfABa fIpH Npoab/nKaBalia 3 1o 4 yaca XxeMoaHanu3sa cecus. [Ipu npelieHka 3a KAHHUYHA
HEOOXOAHMOCT MOXE 1A Ce MpeAnpHeMe HO-NMpOoAbDKUTENHA fHanu3a. He € U3BECTHO MaNH CHTArTUITHH
Ce IHaNH3HUpa NpH NEPUTOHSATHA AHATH3A.

5. ©GOAPMAKOJIOrHYHH CBOUCTBA
5.1 MapMakoJHHAMHYHH CBOWCTBA

(apMakoTepaneBTHYHA rpyna: AHTUAUAOETHH IeKapCcTBa, MHXMOUTOPH HA AUMENTHAMNA NenTHIA3a 4
(DPP-4), ATC kxon: A10BHO1.

MexaHH3bM Ha JelcTBHE
KO3uHa e oT Kiaca Ha NEPOPaNHUTE AHTUXMNEPrIHKEMUUHH OPOAYKTH, HAPEYEHH AUNETTHIHIT
nentHaasa 4 (DPP-4) uuxubutop. [lonoSpeHnaT rnukeMUyeH KOHTpOJ, HabmoAaBaH Mpy TO3M
JICKapCTBEH NMPOAYKT, HaAH-BEPOATHO CE Ib/DKHM HA MOBHIIABAHE HUBATA HA AaKTHBHUTE HHKPETHH
XOPMOHH. HKpeTHH XOpPMOHHTE, BKIIIOYHTENHO rokaroH-noao6xus nentua-1 (Glucagon-like peptide-
1, GLP-1) u rmoko3a-3aBucuMus uacymuaoTponen nonunentul (Glucose-dependent insulinotropic
polypeptide, GIP), ce ocBobOkaAaBaT OT TBHKHTE YepBa NMPe3 JeHN, KATO HUBATA UM Ce MOBHIABAT KaTo
OTTOBOD MpH XpaHeHe. MHKPETHHHTE €A 4acT OT €HAOTeHHA CUCTEM?, YYACcTBala BLB (PUIHONOrHYHATA
pery/iallis Ha IIFOKO3HATa XoMeocTasza. Korato KOHUEHTpaLlMHTE Ha KPhBHATA 3aXap Ca HOPMATHM HIIHU
nouuteHd, GLP-1 u GIP nosywasat cHHTe3a M 0cBOG0KIABAHETO HA HHCYJIHH OT MAHKPEaTHYHHTE
OeTa-KNeTKH Ype3 BhTPEKIETEYRH CHIHAIHH BEPUTH, BKIOYBAIIY [HKIMuer AM®. Tperupaneto ¢ GLP-
I unst ¢ DPP-4 nHXuOMTOPH Ha JKHBOTHHCKH MOZENH ¢ AuabeT THN 2 AEMOHCTPUpA NofobpsBaHe Ha
peaKTHBHOCTTA Ha O€Ta-K/ETKHTE 10O OTHOLIGHHE Ha TIIOKO03a U CTUMYJIMpa OHOCHHTE?a B
ocBOOOXKDaBAHETO HA MHCYNUH. [1pH Mo-BUCOKH HHBA Ha HHCYJIHH, ce NOA00pPsBa MOEMAHETO HA FIOKO3a
oT TbkanuTe. OcBeH ToBa, GLP-1 HamMansBa cekpeLMaTa Ha rFOKAroH OT MaHKPeaTHYHHTE anba-KIeTKH.
HamaneHKTe KOHLEHTpALKH Ha [AOKAroH, 3aeHO C MO-BUCOKHTE HHB& HA HHCYJIMH, BOIU MO
HamallsiBaHe Ha MPOAYLHpaHaTa OT HepHHA Apod FiI0K03a, a OT TaM M JI0 HaMalsBaHe HUBAaTa Ha
kpeBHaTa 3axap. Edextute Ha GLP-1 u GIP ca riroxo303aBHCHMH, Taka Ye KOTaTo KOHLIEHTPaLMUTE Ha
KpPbBHATA 3aXap Ca HUCKH, He ce Habnaara CTUMYIHPaHE HA HHCYIIHHOBO OCBOGOXKIABAHE H MOTHCKAHE
Ha rimokaroHoBarta cexpenius ot GLP-1. [Tpu GLP-1 u npu GIP, ctumynupanero Ha ocBobosxaaBaHe Ha
HHCYJIHH C€ NOKauBa, KOTaTo IMH0K03aTa C€ MOBHIUIH HAX HOPMAJIHHTE KOHLeHTpaurH. OcBeH ToBa, GLP-
| He YBpe}kIa HOPMATHYUA OTTOBOP HA TJIFOKAroHa NpH XHNOrnukeMus. AkTuBHocTTa Ha GLP-1 u GIP ce
orpaindaBa oT DPP-4 ensuma, koHTo 6bp30 XHAPOAU3HP2 HHKPETHH XOPMOHHTE 10 HEAKTHBHH
npoaykTd. CHTArIHNTHH NpeOTBpaTABa XHAPOIN3aTa Ha HHKPETHH XxopMoHKTe oT DPP-4, ¢ koeto
MOBHILABA [Ia3MEHHATE KOHLUEHTpALMH Ha akTUBHUTe Popmu HAa GLP-1 n GIP. Kato noBuiuasa HHBaTa
Ha aKTHBHHA HHKPETHH, CHTAlTHIITHH [TOBHIIaBa 0CcBOOOIKAaBaAHETO HAa HHCYJIMH M TOHUKABA HHBATA HA
[/IIOKAroH 1o rioko3a-3aBucHM HayuH. [Ipu nalnenTy ¢ Anaber THN 2 ¢ XHNEprnHuKeMus, Te3M IPOMEHH
B HHBATa HA HHCYJIHMH U [IIOKaroH BOAAT 10 HaMallaBaHe Ha XeMOornoGHH A (HbA\.) 4 no-HHcky
KOHUCHTPALUH Ha IIIOKO3aHa MNagHo U Cliel HaxpaHBaHe. [ MIOK0303aBHCHMHUAT MEXAHU3BM Ha
CHTArJIMIITHH C€ pa3nu4aBa 0T MEXaHH3Ma Ha CyI(OHUITYPEUTE, KOUTO MOBHILABAT CEKPEMATA Ha
HHCYIHH, JOPH KOTaTO HUBATa HA FMIOKO3a Ca HUCKU H TOBA MOXEe 4 JOBEAE N0 XUTIOT THKEMMEAFHK
MaUMEeHTH C QHadeT THI 2 U IPH HOPMATHH WHHAMBUAH. CHTArIMIITHH € MOLUEH H BUCOKE CoNO He %
HHXHOHTOP Ha eH3uMa DPP-4 u He noTHcka Omuskure eHsumu DPP-8 unn DPP-9 B #har A
KOHUEHTPALHH.




IIpn ABYAHEBHO MPOYUYBAHE Ha 3APABH NHLIA, CUTArMHIITHH, IPHJIOXKEH CAMOCTOATENHO, NOBHILIABA
axTHBHaTa GLP-1 KoHLeHTpalus, 10KaT0 MeThOpMHHA, TPUIIOKEH CAMOCTOATENIHO, HOBHILIABA
akTHBHATa H obwata OLP-1 kOHUeHTpalMA B CX0HA cTeneH. EAHOBPEMEHHOTO NIPUIAraHe Ha
CHTArTHNTHH H METQOPMHH UMA aJUTUBEH e(eKT BbpXy akTHBHaTa GLP-1 xoHUeHTpaus.
CHTarJUITHH, 3a pa3nHKa oT MeT(pOpMUH, noByiiasa akTueHaTa GIP koHUEHTpalHA.

KiuHnyHa ebHKACHOCT M 0€301acHOCT
Kato 1510, cuTarfdnTUH noaodpaBa CIMKEMHYHKA KOHTPO, KOraTo €& H3MOI3Ba KaTO MOHOTEPANHS HIIH
B KOMOMHHMpaHO JHe4eHne [Py Bb3pacTHH nauuMeHTH ¢ auabet tun 2 (Bx. Tabnuua 2),

[IpoBeeHH ca ABE MPOy4YBaHHUA 3a OLEHKA Ha epHKACHOCTTA M §e30MacHOCTTa HA CHTArJIUITTHH KaTo
MOHOTEpanus. JISYEHUETO CHC CUTAMNIMITTHH B £03a 0T 100 mg BEOHBX AHEBHO KaTO MOHOTEpAaIus 1aBa
3HAYHTENIHO MoaobpeHue mo oTHoweHue Ha HbA ., nnasMeHa rimoko3sa Ha rinagHo (Fasting Plasma
Glucose, FPG), n auBo Ha ritoko3ara 2 yaca cinell XpaHene (2 yaca PPQG), B cpaBHenMe ¢ nnauedo B Be
MpOoy4BaHus, eA4HOTO ¢ 18- U ApyroTo ¢ 24-ceaMHUYHa NpOABL/DKUTENHOCT. Habnioaarano e nonobpenue
Ha CypOraTHUTEMapkepH Ha GyHKLHOHHpaHe Ha 6eTa-kierkara, B ToBa uucno HOMA-B (Homeostasis
Model Assessment-p — XomeocTaseH MoJeN 3a OLUEHKA-[}), CLOTHOLIEHKHETO HA IPOUMHCYTHH KbM
HWHCY/IMH H MTOKAa3aTENUTE 3a PCAKTHBHOCTTA Ha §eTa-KACTKHTE MPH TECTA 32 TOJICPAHTHOCT TPH YECTO
IaBaHe Ha XpaHa. HabmonagaHaTa 4ecToTa Ha XUMOTMMKEMHS MPH DALUMEHTH, TPETUPAHHU CBC
CHTarJUIITHH, € CXOJHA C Ta3H npH rnauedo. TenecHOTo TErno B CpaBHCHUE C U3XOOHUTE CTORHOCTH HE
Ce MOBHIIABA MTPH JIEYEHHE CHC CUTATJIMITUH B HUTO €OHO OT ABETE NMPOYUBAHUS, B CpaBHEHHE ChC Cl1abo
peayUHpaHe Npd NalueHTHTE, TPETHPaHH ¢ naauebo.

Cutarnuntid 100 mg BeiHBX JHEBHO OCHIYpABa 3HAUUMO NogoOpeHie HA MMTHKeMHYHHTE NapaMeTpH B
cpaBHeHHe ¢ nranedo npu aAse 24-ceAMUUYHH NPOYYBAHUS 33 CUTAMJHITHH Kato JOMbIHATEAHO JCUEHHE,
€IHOTO B KOMOWHAUHA ¢ METHOPMHH H APYroTo B KOMOUHANYA ¢ nHOrMMUTAa30H. [I[poMsaHaTa B TENECHO
TErJo0 CIPAMO H3XOAHOTO HHBO € noA00Ha NpH NaLHEeHTH, JISKYBaHH ChC CHTAMIHNTHH H miauedo. [Ipy
TE3H Npoy4BaHKA UMa MofgofHa YecToTa HAa XMMOrMHKEMHUs, ChOOLIEHA NPH MAUHEHTH, JIEKYBaHH CBC
CHUTarJUNTHH HIH nnauebo.

24-ceIMUMHO n12Led0-KOHTPOIMPAHO KIHHUYHO MIPOYUYBaHE € MpedHa3sHa4YeHo Ja oleHH eduKacHOCTTa
1 GesonacHocTTa HA cdtarnaunTiH (100 mg BeAHBK AHEBHO), NpUOABEH KbM IMHMENUPHI
CaMOCTOATEIHO I MIMMENUpHA B KoMOHHaL KA ¢ MeTQopMUH. JIoOaBsIHETO Ha CHTArMHIITHH KbM
MIAMENUPHI CAMOCTOATEHO HITH TIMMENUPHA H MeT(POPMUH OCHIYpPABa 3HAYHUTENHO MoJ00peHHe Ha
MTMKEMUYHHUTE napaMeTpH. IlauneHTuTe, JeKyBald ¢bC CHTArJIMNTHH, HMAT ¢1abo moBHINeHKe Ha
TENECHOTO TETJIO B CPABHEHUE ¢ TE3H, MONyYaBaty miauecho.

26-ceAMHYHO nRage00-KOHTPONHPAHO KNHHHYHO NPOY4YBAaHE € [IPeJHA3HAuYeHO 4a OLleHH €PHKACHOCTTa
1 6e3onacHocTTa Ha cuTtarnunTuH (100 mg BegHBIK AHEBHO), A0DABEH KbM KOMOMHALIAA Ha THOTJIUTA30H
H MeTQOpMHH. JJo6aBIHETO HA CUTAITIMIITAH KbM MHOTJIWTA30H U MET(QOPMHUH OCUTYPsABa 3HAYHTEIHH
noaoOpeHus Ha rMTUKEMHUYHATE napaMeTpH. [IpoMsAHaTa B TEMECHOTO TETJIO OT H3XOAHO HHBO € moaodHa
Ha Ta3d NPH MALKCHTH, JCKYBaHH ChC CHTAMNIMNTHUH, B CpaBHeHHe ¢ Miauebo. YecroTara Ha
XHIIOTIIMKEMHA CBILIO € MoA00Ha NpU DALMEHTHTE, JIEKYBaHHA ChC CHTArMUIITHH HIH Nianede

24-ceAMHYHO M1aLed0-KOHTPOIHPAHO KIIHHUYHO IPOYYBaHE € NpeaHA3HAUYEHO A OLg
H Oe30onacHoCTTa Ha CUTArauITUH (100 mg BeAHBXK QHEBHO) KATO JOMBIHHTEMHA TEPE

10




(MpH MOCTOsAKHA 1034 3a Half-Manko 10 ceaAMULK) che MK 6e3 MeThopMuH (Hall-Manko 1500 mg). [Ipu
MAMACHTH, NpHEMAILIY NPEIBADUTETHO CMECEH HHCY/THH, CpeAIHATA AHEBHA N03a € 70,9 IU/nuesHo. [pu
MALHEHTH, IPUEMALLIH HHCYJIHH, KOHTO He € CMECeH NpeaBapHTenHO (HHTEpMeauepeH/ IbaroaeiicTBal),
cpeaHarta AHeBHa 103a € 44,3 [U/nHeBHo. HoOaBaHeTO HA CHTArIHIITHH KBM HHCYJIHH OCHTyp4Ba
3HAYUTENIHO NOAOOPEHHE HA INTHKEMHYHKTE napaMeTpH. HAMa 3sHauHTeHA MPOMSHA B TENECHOTO TErI0
CHpAMO H3XOAHOTO HUBO NPH ABETE MPYIH.

[Ipu 24-ceaMuuHo niaie60-KOHTPONUPaHO GAKTOPATHO NPOYUBAHE HA HAYANIHO NeYeHUE, CHTArTUIITHH
50 mg nBa NbTH AHEBHO B KOMOHHALHA ¢ MeTGopMuH (500 mg uau 1000 mg nBa MBTH AHEBHO) ce
[TOCTATA 3HAYATENHO OROOPEHHE HA TTHKEMHUHHUTE NIapaMeTpH B CPABHEHHUE C BCSKA MOHOTEpAITHS.
HamaneHHeTo Ha TeNeCHOTO TETNO P KOMOUHALIHATA CHTAMTMIITHH H METhOPMHH € NOJoBHO Ha TOBA,
HaboAaBaHo MPH METGOPMHH CAMOCTOSTENHO MM MAaLe6o; HAMA IPOMSIHA CIPAMO H3XOAHUTE
CTORHOCTH MpH NALUEHTH Ha CUTArTTHITHH CaMOCTOATEHO. YecToTaTa Ha XHIIOrTHKEeMHUS € NOoRo6Ha

Cpea IEKYBaHUTE IPYIIH.

Tabauua 2: Pesynratu 3a HbA,. npu npoyusanus ¢ nnaue6o-koHTPONMpPaHa MOHOTEDATIHS W

KOMOHHHPpaHO TeueHHe*

Tepanug ¢ TIUMMenupyua +
meTdhopmun'(N=115)

Kopurupana,
Cpenuu Cpexia npomsna cnpamMo miaaueoo,
CTOHHOCTH CTIDAMO Cpeana MpomMsHa
IIpoyuBane HA H3XOQHO P CpsaAMO
H3X0THO HHBO
HHBO HbA,, HbA,. (%) H3XOAHO HHBO
(%) e 170 HbA . (%)
(95% CI)
IIpoyuBaHKA ¢ MOHOTEpATIHS
Curtarmuntug 100 mg BegHbx :
§ -0.6
OHEBHO 8.0 -0.5 (0.8, 0.4)
(N=193) T
Cuatarnuntil 100 mg BenHbK :
| -0.8
OHEBHO 8.0 -0.6 (~1.0, -0.6)
(N=229) T
Ilpoy4Banis ¢ KOMOHHMpPAHO J1e4eHHE
Cutaruntud 100 mg BeAHBxk)
NHeBHO, n1obaBeH kbM GOHOBA 2 0 0.7 -0.7+
Tepanus ¢ MeThopmMuH' ' ' (-0.8, -0.5)
| (N=453)
Curarnuntud 100 mg BeJHBXK
OHEBHO, 10o6aBeH KbM (POHOBA 0.7
” Sf 1 '0.9
TEPAnHs ¢ MHOrNMUTA30H (-0.9, -0.5)
(N=163)
CurarnuntaH 100 mg BeaHbXK ¢
MHEBHO, fo6aBeH KbM (QOHOBA 0.6°
’ | 8.4 -0.3 (-0.8, -0.3)
Tepan#s ¢ rIUMeTnpu
(N=102)
Curarnuntid 100 mg BeaHpx
NHEBHO, 100aBeH KbM (POHOBA 3.3 0.6
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Cutarnuntdd 100 mg BeaHBXK 074
AHeBHO, nobaBeH KM (OHOBA 3 8 19 (-1.0, -0.5)
TECPAIHA C MHOTIAHUTA30H +

meTopmuH” (N=152)

Hauanuo neyenye (1pa wpTH -1.6}
aaesno)!: cutarnmunTul 50 mg + 8.8 -1.4 (-1.8, -1.3)
metdopmMuH 500 mg (N=183)

Ha4danHo neueHue (ABa NbTH -2.13
gHeBHo): cutarmunTuy 50 mg + 8.8 -1.9 (-2.3, -1.8)

meTdopmuH 1 000 mg (N=178)

Cutarnuntud 100 mg BeAHBXK
IHEBHO, f00aBeH KbM (POHOBA 2 7 0.6 -0.64"

Teparnus ¢ KHCYIUH (/- ' ' (-0.7, -0.4)
meTgopMrl)! (N=305)

* [MomynauudaTa OT BCHYKY JIEKYBAHU NailHeHTH (intention-to-treat aHanus).

t Haii-MankHTe CpeAHH KBRAPaTH ¢a KOPHTIUPAHH COPAMO CTATyCa NPU NPEXOAHOTO AaHTHXAIIEPrNIHKEMHYHO JIEHSHHE H
CTORHOCTTA Ha H3XOIHO HUBO.

T p<0.001 8 cpasHenne ¢ mnaedo wnu roauebo + koMOUKKpPaHO NEYeHHE.

§ HbA | (%) na 18-1a ceaMuLa.

I'HbA 1 (%) wa 24-Ta cenqmuua.

# HbA\c (%) Ha 26-Ta cegMHua.

1 Hait-mMankuTe cpesiHM KBAApaTH ¢a KOPUTHpaHK cipsaMo ynotpebara Ha MeTdropMmiH pH BH3UTa ! (Ha/He), ynotpebara Ha
HHCY/THH NpH Bu3KTa 1 (IpenBapyTeIHO CMECEH Cpeilly TaKhLB, KOHTO HE ¢ CMECEH NpeIRAPHTENHO [HHTepMEAHEPEH HITH
aeATOAcHcTBAl ) ¥ H3X0AHa CTOHHOCT. B3anMOAeACTBHAT NpH NeYeHKETO N0 NOArpyny (ynorpebara Ha MeTGOpMHH H
HHCYIHH) He ca 3HauumMH (p>(,10).

24-ceAMMYHO, KOHTPONIMPAHO C AKTUBHO BEUIECTBO (MeTGOPMHUH) NpOyuBaHe, NpeJHa3Ha4YeHo Aa OLCHH
edukacHoCTTa M O6e30onacHocTTa HA 100 mg curarnunTry BegHbxK JHEBHO (N=528) B cpaBHEeHHE ¢
MeThopMUH (N=522) n1pH GALUEHTY ¢ HE3AJOBONUTENCH [JIMKEMHUEH KOHTPON OT AHETA M YNIPAXHEHHUS,
KOHTO HE ¢4 Ha aHTHXHUNEPrIUKEMHYHA Tepanua (MPeKbCHAIN TepalusaTa B nocneqHute 4 mecerla).
Cpenxarta fo3a meTdhopMuH e nipubnusutento 1900 mg Ha nen. Hamanasauero va HbA,: oT cpegHoTo
H3X0HO HUBO 7,2% ¢ -0,43% 3a curtarnniatvn ¥ -0,57 % 3a MeTOpMHH (aHAIH3 CBracHO MPOTOKONA).

Oburata 4ecToTa Ha CTOMALIHO-YPEBHW HEXENAHH PeaKIinH, CYUTAHH 33 CBBHP3aHH C JIEKAPCTBOTO IPH
nalueHTH, JeKYBaHY ChC CHTATXITHH, € 2,7% B cpaBHeHHe ¢ 12,6% npH NalueHTH, JIEKYBaHM €

MeTQOpPMHH. HecToTaTa Ha XMIOLIMKEMUA HE CE pa3iHiaBa 3HaAYHMO MEXERY NIEKYBAHHTE I'PYIIU
(cutarndnTuH 1,3%; Mmetdopmud [,9%). TenecHOTO TErno B ABETE IPyNK € HAMAIAIO CIOPAMO H3XOJHOTO
HHBO (cHTarnunTH -0,6 kg; metgpopmiu - 1,9 kg).

[Tpu npoyuBaHe 3a cpaBHABaHe epUKacHOCTTA K De3onacHOCTTa OT JoDaBsHe Ha cuTarymnTHH 100 mg
BeJHBX AHEBHO UMM MIKNH3KUA (CYNPOHUITYPEHHO TPOU3BOAHO) MTPH NALHEHTH C HEAIeKRATEH
rNMHEKEMHYEH KOHTPOJI HA MOHOTEpaNnua ¢ METQOPMHUH, CUTAIIMITTHH € noao0eH Ha TIMIH3U 10
oTHOIIeHHE HaMmasissaHe Ha HbA .. CpenHaTta 103a Ha [AXNU3KI, H3NOM3BaHA B CpABHUTE/IHATA IPYIIa €
10 mg Ha AeH, kaTo no BpeMe Ha NpoydBa’eTo Npubnu3ntendo 40% o1 naideHTHTE ca ce HY»JAe/H OT
A03a <5 mg Ha AeHd. Obaue, B rpynara Ha CUTArNTMIITHH NOpaay AUMNca Ha epUKACHOCT NOBEYE MAHEHTH
ca MPEKBCHANM, OTKOJIKOTO B rpynaTta Ha raunu3ud. [1aiHeHTH, NeKyBaHd CbC CUTArNMUITHH, TOKA3BaT
3HAYHTENHO CPEOHO MOHHKXEHHE HA TEJAECHOTO TErNO CHPSAMO U3XOJAHOTO HUBO B CPABHEHHUE ChC
3HAYMTE/IHO MOBHUIEHUE HA TETNOTO MPH TalUEeHTH, NoTyvyaBalgy radnus3ug (-1,5 cpemy +1,1




rnMnu3ia. HectoraTa Ha XUITOTTIMKEMMATA B MPynara Ha CHTAraunTuy (4,9%) e 3HaYHTEHO NO-HUCKA,
OTKOJIKOTO B rpyiiata Ha riunu3ug (32,0%).

24-ce IMHYHO NIIaLeb0-KOHTPOMUPAHO KITHHKYHO [IPOYUBaHE, BKIIHOUBANIQ 660 ManHenTH e
MpEeAHA3HAYEHO J1a OLEHH e(pHKAaCHOCTTA BOJELIA IO HAMaJISIBaHEe HA HHCYJIHMHOBHTE J03H H
GesonacHocTTa Ha cHTarMUITUH (100 mg BeAHBK AHEBHO), KOTATO € MPHOABEH KbM HHCYJIMH [NIApXKHH
CBC HIH De3 MeTopmun (none 1500 mg) o BpeMe Ha HHTEH3U(ULIHPAHETO HA HHCY THHOBATA TEPAIUL.
HM3xonnara croiinocT Ha HbA | € 8,74% M Hayanuara n03a uucyauH e 37 [U/nHesno. [lanneHTHTE Ca
HHCTPYKTHPAHH [la THTPHPAT TAXHATa 1033 HHCYJIWH [NIAPKHH Bb3 OCHOBA Ha CTOMHOCTHTE Ha KPbBHATA
3axap Ha riagHo, M3MEpPeHH Ype3 KPhBEH TECT ¢ yOouaaHe Ha npecTta. Ha 24-1a ceqMuLua,
yBEIIHYaBAHETO HA JHEBHATA 1032 UHCYTHH € 19 [U/1neBHO npr nauneHTH, NeKyBaHH CbC CHTArTMITHH U
24 TU/nHeBHO MpH nauueHTH Ha nnauebo. [Tonukasaneto Ha HbA . pu nauMenTH, eKyBaHy Che
CHTarJIMNTHH U MHCYNHH (CHC UK Oe3 meThopMuH) e -1,31% B cpasHenue ¢ -0,87% NpH nauueHTH,
JIEKYBaHH ¢ MIaled0 ¥ MHCYIHH (ChC UM 63 MeTgopMHH), pazmuka ot -0,45% [95% CI: -0,60; -0,29].
HecToTata Ha XMNOI/IHKeMHs € 25,2% NpH NaNMeHTH, eKyBaHH CbC CUTATMUANTHH U HHCYHH (CBC HITH
6e3 MeThopMuH) U 36,8% npH NauxenTH, TeKyBaHHU ¢ Mnane6o 1 MHCYIHE (ChC UM Oe3 MeThopMuUH).
Paznukata ce Ab/KHM OCHOBHO Ha MO-BUCOKHSA NIPOUEHT MAUMEHTH B rpyIarta Ha mnaueto, H3muTani 3
WK NOBEYe enu3oda Ha xunorimHkemus (9,4 crnipamo 19,1%). Hama pasnuka B yectoTtarta Ha Texka

XHIIOTJIHKCMH L.

Ilpn naumeHTH cbC CpeaHO TEXKA A0 Texka popma Ha GbOpeUHo yBpeXkIaHe e MpoBEAEHO NPOy4BaHe,
CPaBHABAILIO CHTATTTHNTHH B X032 OT 25 mg UK 50 mg BeRHBXK AHEBHO CIIPAMO MUIU3KA B 1033 OT
2,5 mg o 20 mg/nuepHo. B Toa npoyuBaHe ca BiUNOUeHH 423 MallHeHTH ¢ XpORHYHO 6B6peyHo
yBpeXaaHe (H34MCICHA CTEMEH Ha rioMepyiHa ¢uaTpauus <50 ml/min). Cnen 54 cenqMuuu, cpeaHOTO
HamaneHne Ha HbA c copsaMo H3X0OHOTO HUBO € -0,76% CbC CHTATTAITHH H -0,64% ¢ rRunu3un (aHamua
[0 IPOTOKOJ). B TOBa npoyyBaHe, npoduIbT HA €PHKACHOCT M BE30MACHOCT Ha CHTArTUNTHH B 1038 OT
25 unu 50 mg BeNHDbXK THEBHO € KATO LANO CXOAEH C TO3H, HAONIOAABAH NPH APYIH [POYIBAHUS C
MOHOTEpAMUA NpPH NMaUHEHTH ¢ HopMasiHa OBOpeuna dyukiuus. YecToTata Ha XUIOTTHKEMHSA B IpynaTta
Ha CUTArTIMITHH (6,2%) € 3HaYNTEeTHO O-HUCKA OT TasM B rpynata Ha rnunusug (17,0%). UMa cbuio
TaKa 3HAYHUTENHA pa3iuKa MEXKAY TPYTIHTE MO OTHOLIEHHE HA MPOMSIHA HA TEJICCHOTO TErNIO CHPAMO
H3XONHOTO HUBO (cHTarnunTie -0,6 kg; rmunuzug +1,2 kg).

Jpyro npoyysaHe, CpaBHABALO CHTATIANTHH B 1033 OT 25 Mg BEAHBK JHEBHO W FIHMTH3KA B 1034 OT

2,5 mg 10 20 mg/nHeBHo, e mpoBeaeHo npH 129 nauuentn ¢ TBH, kouTo ca Ha ananuza. Chen 54
CEAMHLIH, CpeiHOTO HaMasiBaHe Ha HbA . cnpaMo usxoaHoTo HKBO e -0,72% cbe cutarnuntuy 4 -0,87%
¢ raunu3ui. B ToBa npoy4ysaHe, NpodHILT Ha ePHKACHOCT H 0€30MaCHOCT Ha CUTATTTHIITHY C 1033 OT

25 mg BEAHBX AHEBHO € KaTO LANO CXONEH C TO3M, HabNi01aBal Mpu APYTH NPOYYBAHHS C MOHOTEPAIHS
[IpH NMaLHEHTH ¢ HopMauHa 6b0peyHa ¢yrxuua. Hama 3HaunMa pasndka B 4ecToTaTa Ha XMMOTTHKEMHUS
MEXIY JIEKYBaHHTE I'pynH (CHTaraMntad 6,3%; rnunu3ug 10,8%).

B Apyro npoy4eaHe, BKIIOYBAILO 9t mauyueHTH ¢ auabet THO 2  XpOHHYHO 6BEPEUHO yBpeKaHe
(KpeaTHHUHOB KAHPBHC <50 mi/min), 6e30MacHOCTTa H MOHOCHMOCTTA Ha ICUEHHUETO ChC CHTArTHIITHH B
nosa o1 25 mg unu 50 mg BEAHBX JHEBHO KaTO LIAJNO ¢a CXOIHH ¢ Te3n npH nnaue6o. B nomsnHeHHue,
cien 12 ceamuum, cpenHoto HamasneHue Ha HbA ;. (cutarnunun -0,59%; nnaue6o - 0, 1 8%)




TECOS e pannoMu3upaHo npoyusaHe Npd 14 671 naunedTy B intention-to-treat nonynagusra ¢

HbA 6,5 no 8,0%, ¢ ycTaHOBEHO ChPACHHO-CHA0BO 3a00/15BaHe, KOUTO MOMYYaBaT CHTArMMOTHH (7332)
100 mg gHeBHO (1M 50 mg AHEBHO, ako uixoauute ctodinoctd Ha eGFR ca>30 n <50 ml/min/1,73 m?)
wan niatedo (7339), nobasenun kuM oOUYANHNTE FPHKH CHITIACHO MECTHHTE cTaHaapTH 3a HbA | ¢
CBhPAEYHO-CHEOBH pHCKOBH (dakropi. Tlamnentn ¢ eGFR<30 ml/min/1,73 m? He ca BKJIIOYEHH B
fpoyusaHeTo. M3cnenBanara nonynauus Bkroysa 2004 mauueHT Ha BB3PacT =75 roguHH H 3324
nalHeHTy ¢ 6p6peuno yspexaane (¢GFR <60 ml/min/1,73 m?). o BpeMe Ha npoy4saHeTo, obLiaTa
H34MCIICHa cpenHa pasnuka {SD) B cToliHocTUTE HAa HbA 1 MeX Iy rpynHTe Ha CHTArNUMITHH YU mauedo e
0,29% (0,01), 95% CI (-0,32, -0,27); p<0,001.

[IopBHYHATA KpaiiHa TOYKa MO OTHOLICHHE Ha ChpASYHO-ChAOBATa CUCTEMA € ChCTaBHA OT ITbpBaTa MosBa
Ha CHPACYHO-CHI0BA CMBPT, HedaTalieH MHOKapAeH HHPAPKT, HedaTaleH HHCYT HIH XOCTHTANIM3aus
nopagH HecTaOuIHA cTeHoKapAusa. BTOpHUHUTE KpalHK TOYKH [0 OTHOWEHHE Ha ChbpACYHO-ChIOBATA
cHCTEeMa BKIKOYBAT MBPBATA MOABA Ha CHPASYHO-CHA0BA CMBPT, HedaTalen MUOKapAeH HHGPaPKT HiIH
HedaTalleH HHCYNT, MbPBATa NOABA HA HHAUBKAYAITHHTE KOMIIOHEHTH Ha MbPBUYHATA CHCTABHA; 00111
CMBPTHOCT K XOCTIHTAIH3ALIMHN TOPadH 3aCTOHA ChpACHYHA HEOCTAThbYHOCT.

Crnen nmpocnensBaHe ¢ MEHaHa HA MPOABIKHUTENHOCT OT 3 TOANHH, CHTArIMIITHH HE NMOBHILIABA PHUCKA OT
FOJIEMH HEXKETAHH ChpAEYHO-ChA0BH CBOHTHA WIH PHCKA OT XOCMHTANH3ALHNA NOPaAH ChpACUYHA
HEAOCTATHYHOCT, KOraTo ce nodass kbM 0OHUalHHTE MPUIXH NPH TALHEHTH ¢ AHabeT TUI 2 B cpaBHEHHE
¢ obuvalinure rpuxu 6e3 cutarnunTyH (Tabauua 3).

Tabaunua 3. YecToTH HA KOMﬁHHHpﬂHH CBPACHHO-CBEA0BH PEIYJITATH H Ha KNKHY0BH BTOPDHYHH
PE3YIATATH

CHTarJIknTHH Naanedo
100 mg
HecToTa HecroTa
Ha 100 na 100 Koeduuuenr p-
NALHEHTO- NauHeHTo- HA PHCKA CTOHHOC
N (%) { roaHun* N (%) rogfaan * (95% CI) TT
Ananu3 8 Intention-to-Treat nonyaannaTa
bpo¥ nauxeHTH 7,332 7,339
IILpBHYHA CHCTABHA
KpaHHAa TOYKA
(CepaedHo-cbaOBa
CMBPT, HedaTaaeH
MHOKapJIeH HHDApKT,
HedaTaneH HHCYIT
HJIH XOCHHTANIH3aLKA,
nopaay HecrabuiHa 839 851
CTEHOKAPAHSA) (11.4) | 4.1 (11.6) 4,2 0.98 (0.89-1.08) | <0.001
Brop4na chcTraBHa
Kpa#ina ToYKAa
(Cvpaeyno-cpaoBa
CMBPT, HearancH
MHOKapAcH UHDAPKT 745 746
MK HedaTaneH (10.2) 3.6 (10.2) 3.6 0.99 (0.894/
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HHCYJIT)

BropHyeH pe3yJarar

CoppaeuHO-CBI0Ba 380 366
CMBPT (5.2) 1.7 (5.0) 1.7 1.03 (0.89-1.19) 0.711

BcsAkakbB BUA
MHOKapJieH HHpapKT

(paTanen u 300 316

_HedataneH) (4.1) 1.4 (4.3) 1.5 0.95 (0.81-1.11) 0.487
BeskaknB BUL MHCYIIT
(dartancH u 178 183
HeaTaneH) 2.4) 0.8 (2.5) 0.9 0.97 (0.79-1.19) | 0.760
XOCNHTATH3ALIKSA
[IOpaJH HeCTAOHIIHA 116 129
CTEHOKApIHA (1.6) 0.5 (1.8) 0.6 0.90 (0.70-1.16) 0.419
CMBpT nopanu 547 537
BCAKAKBA ITPHYHHA (7.5) 2.5 (7.3) 2.5 1.01 (0.90-1.14) 0.875
XocmHTanuzauus,
opaaM ChpAeyHa 228 229
HeAOCTATHYHOCT] (3.1) 1.1 (3.1) 1.1 1.00(0.83-1.20) | 0.983

* Hecrorata Ha 100 nauneHTOroauHy € n3qucieHa xaro 100 x (o6wmun 6poti maumenTr ¢ >1 cebuTHE 110 BpeMe Ha AOMYCTHMES
[IEPHOA HA €KCNO3KMIKA CpAMO o0LIHs BPOH NaUUeHTOroAMHH Ha NMpocieadBane).

T B13 ocHosa Ha moaen Ha Cox, cTpaTH(HLMpPaH 110 PEruoH. 3a ChCTABHMTE KpalHH TOYKH, P-CTOHHOCTHTE ChOTBETCTBAT HA
TECT 32 HEMHEPHOPHOCT, THPCEWL 1A MOKAKE, Y& KOSPULUMEHTHT Ha PHCKA € MO-MATBK 0T 1,3. 3a BCHYKM Apyry KpaliHy ToYky
P-CTOWHOCTHTE CBOTBETCTBAT Ha TECT 3a PA3NUKUTE B KOEHLIHEHT HA PHCKA.

I AHATH3BT HA XOCIHTANKM3AUMATZ TOPAIH ChPAEYHA HEJOCTATHYHOCT € KOPUTHMPAH 34 AHAMHE3A 33 ChPACYHA HEJOCTATHYHOCT

Ha H3X0AHO HHBO.

[lennarpuyvHa nonyJiatus

[IposeneHo € 54-ceqMUYHO, ABOWHOCIIANO NPOYyYBAHE 33 OUEHKA Ha e(hHKACHOCTTA U 6e30MacHOCTTa Ha
cuTaraunTHH 100 mg BEHBXK AHEBHO MPH NEAHATPHYHH BalHeHTH (Ha Bb3pacT 10 a0 17 roausn) ¢
AMa0eT THA 2, KOUTO HE Ca HA aHTHXUNEPrIMKeMHYHA Tepanus rode oT 12 ceamuuy (¢ HbA | 6,5% 10
10%) unu ca Ha NOCTOSHHA 1038 MHCYJIMH B IPOAB/DKEHHE Ha Had-Manko 12 ceamuui (¢ HbA . 7% no
10%). [TaunenTnTe ca paHAOMH3UpaHH Ha cHTarnunTHH 100 mg BEAHBLXK AHEBHO KM Nane6o 3a HepHON
oT 20 ceaMHULu.

CpenHata cTOMHOCT Ha HbA (. Ha H3xoaHO HHBO € 7,5%. JleuenueTo cbe cutarnuntue 100 mg He xasa
3Ha4YUTEIHO nogoOpenue B HbAlc cnex 20 ceamuun. INonmxapaneto a HbA . pH nauueHTH, nexypaHH
ChC cHTarMUNTHH (N=95) e 0,0% B cpasHenue ¢ 0,2% npu nanuedTy, TpeTupani ¢ niaiedo (N=95),
pa3nuka ot -0,2% (95% CI: -0,7; 0,3). BaxTe Touxa 4.2.

5.2 DapMakoOKHHETHYHH CBOHCTBA

Abcopbiius
Cnen nepopanto npunoxenue Ha 100 mg 103a Ha 3ApaBH HHAMBUIH, CHTArTUNTHH 6BP30 ce aﬁcoptﬁn&

C JOCTHI'aHE HA BbPXOBH MJIa3MEHH KOHLICHTPALMK (MeAHaHa tnex) | 10 4 Yaca cren 103u
nnasMeHa AUC Ha cutarauntud 8,52 uMxhr, Cpax 950 nM. A6contoTHara 6HOHATHYH
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CHTArTHOTHH e Npubnu3uTenHo 87%. Twil kaTo NpUeMaHeTO HA CHTArMMIITYH SAHOBpEMEHHO ¢ foraTa Ha
Ma3HHHH XpaHa He nosnHABa ¢apMakokuHeTHKarta, KO3uHa Moxe Aa ce npunara ¢ HiK 6e3 XpaHa.

[InazMeHata AUC Ha cHTarnHiITHH ce MOBHIiIaBa 0O Jo3a-nponopluydoHaneH Moaen. [1o3o-
MPONOPLUOHATHOCT He € YCTAaHOBEHA 38 Cmax U Cadaaea (Cmax €€ MMOBULIABA TOBEYE, OTKONKOTO NMPH 403a-
MPONOPLHCHAJIEH MOAEN, d C24qaca C€ YBEMHYABA MO-MANKO, OTKONKOTO [IPH A03a-TIPONIOPIHOHANCH
MOJEN).

Pasnpeaenenye

Cpennust 00eM Ha pa3npeAcCHUE B CTALMOHAPHO CHCTOAHUE CEA €AHOKPATHA HHTPABEHO3HO
NMpUIOKeHa 103a oT 100 mg CHTArMUMINTHHE HA 3APaBH HHAUBUAM € npubnn3uteado 198 nutpa. PpakuusTa
CHTArJUNTHH, 00paTHMO CBbP3aHa C [1a3MEeHHTE NPOTEeHHH, € HUCKA (38%).

buotpaHchopmMauus

CHTarmMnTHE Ce €IMMHHHPA OCHOBHO HEAPOMEHEH ¢ YPHHATa, a MeTabONU3MbT € BTOPOCTETIEHEH TBT.
[Tpubauzurenno 79% oOT cHTArMMITHH C€ eKCKPETHpa HeillpoMeHeH B ypuHata. Ciea nepopaliHa 103a
{14CJcutarauntul, npubmsutendo 16% oT palHoakTHBHOCTTA Ce& €KCKPETHPA KaTO METabOMUTH Ha
CHTAarmMOTHH. Ha HUBO ClefH ca yCTaHOBEHH IiecT MeTabonmTa, KOUTO HE C€ O4aKBa Ja JONPHHACAT 3a
niaa3MeHata DPP-4 aHXuOUTOpHA aKTHBHOCT HA CUTATNUIITHH. /i vitro Npoy4BaHUATA MOKA3BAT, Ye
OCHOBHHAT €H3HM, OTIOBOPEH 3a OrpaHHucHusS MeTabOoNn3bM Ha cuTarniunTyag, e CYP3A4 ¢ yuactheto u

Ha CYP2CS.

In vitro JaHHHTE NMOKA3BAT, Y€ CHTACNUNTHH He ¢ UHXUOuTOop Ha CYP uzoenzumute CYP3A4, 2C8, 2C9,
2D6, 1A2, 2C19 unu 2B6, n He ¢ unaykTop Ha CYP3A4 u CYPIA2.

EndMUHHpaHe

Cien npunoxeHHe Ha nepopaita go3a [*C]cuTarIMnTHH Ha 34paBd KHAMBUAM, npuban3nTendo 100%
OT NPUIIOKEHATA PAJHOAKTHBHOCT ¢€ eIUMUHHDPA ¢ pexanuute (13%) unn ypunara (87%) no eqHa
CeIMHLIA Cliell TPUIMKEHUETO Ha Ao3aTa. [IpuBHOHKAT TepMUHaNeH t1, ciel 100 mg nepopanHa xo3a
CUTArNUNTHH € npudnusntendo 12,4 yaca. CHTarMMNTHH ce HATPYIBA CaMO MHHUAMATHO NpU
MHOTOKPAaTHO mpunaraie. bubpeunust knupbHC € npudausutendo 350 mi/min.

ENMMMHHHPAHETO HAa CHTAIIMNTHH CTaBa OCHOBHO Ype3 ObOpeyHa eKCKpells # BKIIOYBA aKTHBHA
TyOyJIHA cekpelus. CUTATIUITHHE € CyOCTpaT Ha YOBELIKH TPAHCIIOpTEP HA OPraHWYHH aHHOHH -3
(hOAT-3), xo#iTo Moxe OH y4acTBa B OBOPEUHOTO €NMUMUHHPAHE HA CHTArMUNTUH. KNHHUYHOTO
3HayeHue Ha hOAT-3 B TpaHcopTa Ha CHTarIMNTHH HE € yCcTaHoBeHO. CUTtarnvnTuH € cybcTpaT H Ha p-
rNUKONPOTEHH, KOHTO MOXE OU yyacTBa ¥ 8 MEIUMPAHETO HA OBLOPEUHOTO eJIMMHUHHPAHE Ha
CHTAMNUNTHH. B CHINOTO BpeMe LIHKIOCIIOPUH, IHH P-TITHKONPOTEUH HHXHOHTOD, He HAMANABA
OBOPEURHA KIHPBHC Ha CHTArMUNTHH. CuTarnunTuH He € cydcTpatr Ha OCT2 unu OATI1 unu PEPT1/2
(Peptide Transporter 1:2) Tpascnoprepute. [ vitro curarnuntid He notHcka OAT3 (IC50=160 uM) unu
p-raukonpoTeuH (no 250 uM) MenuupaHis TpaHCHOPT B TEPANEBTHYHO pe/IeBAaHTHH MIa3MEHH
KOHLIeHTpalud. [Ipy KIMHHYHO MPOYUBAHE CHTATNIMITHH UMA MATBEK eEKT BbPXY MAa3MEHHTE
KOHLEHTPAUHY Ha JUTOKCHH, KOETO MOKA3Ba, Y€ CHTAFTUITTHH MOXE J1a e ¢/1ab HHXHOUTOp Ha p-
rTAKOMPOTEHH. '

XApAKTEPHCTHKE DU MAIIHEHTUTE
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MapMaKOKHHETHKATA HA CUTATJIMITTHH € KaTOo UAN0 CXO0aHAa MpH 34paBU UHAUBHUH U ITALHEHTH ¢ Auader
THIT 2.

bvbpeuno yspeocoane

[IpoBeieHo € OTBOPEHO MPOYyUBaHE NPH €AHOKPATHO NMPUIIOKEHHE 33 OLEHKA Ha (apMaKOKHHETHKATa Ha
HaMaJjleHa 033 CHTarMnTHH (50 mg) npu NalueHTH ¢ pa3IM4Ha CTENEH HAa XPOHHYHO OBOpedno
yBpeXIaHe B CpaBHEHHE ChC 3IpaBU KOHTPOIH. [1poyuBaHeTo BKIIIOYBA NALHEHTH ¢ OB0peyHo
YBPEXKIAHE B JIeKa, YMEPEHA HIIH TexKa cTenel, KakTo U nauveHTH ¢ ThH Ha xemoauanusa. OcseH ToBa,
edekTHTE Ha OLOpEeYHO yBpexaaHe BbPXY (apMaKOKMHETHKATA HA CHTAT/THIITHH [IPH MaLHEeHTH ¢ anabet
THII 2 H OBOpEYHO yBpexkaaHe B Jieka, yMepeHa WM Texka cTeneH (Bkmountendo TEH), ca oueHeHu
Yype3 NONMyNatHOHHY PapMaKOKHHETHYHH aHAMH3H.

B cpaBHEHHE CBC 3/1paBH KOHTPOIH, Nia3MeHata AUC Ha CHTArIMITHH ce NOBUILIABa C NPUGIHIATERHO
1,2 nbTH npd nauueHTH ¢ 656pedHo yBpexaaue B neka ctened (GFR>60 g0 <90 ml/min) # cboTBeTHO
1,6 nbTH NMpH nauMeHTH ¢ 666peyHo yBpexaHe B ymepena crened (GFR>45 1o < 60 ml/min). Tsii kato
pasMepbT Ha [TOBUILEHHETO He € KIMHHYHO 3Ha4MM, He Ce Hajara KOpUTHpaHe Ha [03ata MpH Te3H

MAalHCHTH.

Ilnazmenata AUC Ha CHTar/IMMTUH Ce MOBHLU2BA MPUONU3UTENHO 2 MbTH MPH MAlLMEHTH ¢ Ge0pedHo
yBpexaaHe B ymepena crenes (GFR>30 no <45 ml/min) ¥ npuOAn3UTENHO 4 IETH MPH NALUEHTH C
0b6peuto yBpexaaHe B Texka crened (GFR<30 ml/min), Bknrounrento npu nanuent? ¢ TBH
HaxemonHannu3a. CHTarIMINTUH c€ OTCTpaHsABa cnado npu xeMonuanusa (13,5% 3a 3- go 4-uacopa
XeMOAHAIM3HA CECHS 3aMoyBalla 4 yaca cinen NpuoXkeHneTo). 3a Aa ce JOCTHIHAT [1J1a3MeHH
KOHLICHTPALMH Ha CHTArnyWiTHH, MOJOOHH Ha Te3H MPH MalMeHTH ¢ HopMaiHa 6r0pedyHa GyHKIus, npy
magneHTH ¢ GFR<45 ml/min ce npenopbyBaT N0o-HUCKK A03H (BXK. TO4Ka 4.2).

Heprnoopobro yepexcoane

He e HeobxoanuMa kopekuns Ha no3aTa FO31MHa MpH NalHeHTH € IEKO HIIH CPeIHO TEKKO HEPHOAPOOHO
yBpexaade (ckop no Child-Pugh <9). Hama kndHHYEH OMAT ¢ ALMEHTH C TEXKO 9€PHOAPOBHO
yepexxaaHe (ckop no Child-Pugh >9). B cbL10To BpeMe, Thit KaTO CHTArNHITHH Ce STHMHHNUPA OCHOBHO
O0BbOpeUHo, He ce OYaKBa TEKKOTO YepPHOAPOOHO YBpEXKIaHe fa MOBIUSE BbPXY PapMaKOKHHETHKATA Ha
CHUTArJIMITHH.

Cmapuecka év3pacm

He ce nanara kopeki4s Ha [03ata B 3aBUCHMOCT OT Bb3pacTTa. Br3pacTra He 0ka3Ba KIIMHHYHO 3HAYNM
¢(eKT BbPXY (PapMaKOKHHETHKATA HA CHTArIMITHH KAKTO € BUAHO OT JaHHUTE OT (hapMaKOKMHETHYEH
nomynatnuoHeH aHanus ®aza [ v Qaza ll. UHauBuauTe B crapuecka BE3pacT (65 no 80 roauxu) umat
ApUONU3UTETHO 19% MO-BHCOKH MIa3MeHH KOHUSHTPALMHK HA CHTArTIMIITHH B CPAaBHEHHE ¢ TIO-MIagH
HHIUBHIH.

Heduampuuna nonynayus
(PapMaKOKHHETHKATA Ha CHTAarMNTHH (€AWHUYHA fo3a 50 mg, 100 mg unu 200 mg) e u3cneaBaHa Npu
MeguaTpuYyHi nanuedTy (Ha Be3pacT 10 1o 17 rogunm) ¢ auadet tan 2. [1pu Ta3u nonynauus, AUC ua
CHTAarMHITHH B [Ja3Mara, KOPHTUpaHa CpAMO 103aTa, € Npubnuzutento 18% no-HHCKA oF Qg
Bb3paCTHH NauueHTH ¢ aHadeT T4 2 npu ao3a 100 mg. Tosa He ce cuMTa 33 KIMHHYHO/ 2

B CPaBHCHHE € BH3PACTHH MalHEHTH Bb3 OCHOBA HA HEMPOMEHALLO ce ChOTHOLUeHHE ‘&
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go3uTe ot 50 mg u 100 mg. He ca npoBexaaHu Npoy4YBAHUSA ChC CHTAMIHIITHH 1P NMENHATPUUHH
naHeHTH HA Bb3pacT <10 roguuu.

Lpyzu xapakmepucmuxu na nayuermume

He ce Hanara kopekilns Ha n1o3aTa B 3aBUCUMOCT OT MOJ, paca WM HHAEKC Ha TeaecHa Maca (BMI). Tean
XapaKTePUCTHKH HAMAT KJIIMHHYHO 3HAUUM S(PEKT BbpXY (PapMaKkOKHMHETUKATA HA CHTATTMITTHH criopel
xOMOHHHMpaHHs aHAMH3 Ha PapMaKOKHHETHYHHTE JAaHHHU OT npoyyuBaHusa Paza [ 4 nonyaluoHeH
(dhapMaKOKHMHETHYEH aHATU3 HA JaHHHUTE OT npoyuBaHus Pasza | u Pa3a ll.

5.3 TllpeakNHHHYHH AAHHH 3a (0e30NaCHOCT

brOpeuHa ¥ yepHOApOOHA TOKCHUHOCT C€ HaOMOAaBa Npd FpH3avy NMpU CTOHHOCTH Ha CUCTEMHA
eKCIO3HLIMA 58 MbTH MO-BHCOKA OT HUBOTO HA €KCNO3ULUATA NIPU XOPAa, a4 HUBOTO 0e3 edexT €
ornpenencHo Ha 19 NbTH NO-BHCOKO OT TOBA NpH XOpa. AHOMAJIMH HA pe3uuTe ce BabnoaasaT npu
MIBLXOBE IIPH HHBA HA €KCTIO3HUHSA 67 TbTH MO-BHCOKHM OT HHBOTO Ha KIMHHYHA €KCITO3HLMA; HUBOTO,
MpH KOETO HaMa MoAo0eH edexT € OnpeeneHo Ha 38 MbTH [10-BHCOKO, ChIIIACHO pe3yNITaTHTE OT 14-
CeAMUYHO Mpoy4BaHe MpH MIHX0BE. JHAYSHHETO Ha Ta3H HaX0JKa MPH X0pa HE € HIBECTHO.
TpaH3uTOpHH, CBBP3aHY C JICYCHUETO QUIHYECKH NPOABH, HAXOU OT KOHTO Mpeanosarat HaJTMYHUETO Ha
HEBPOROTHYHA TOKCUYHOCT, KATC JHLIAHE C OTBOPEHA yCTa, CalluBallus, eMe3uC Ha Osana nsHa, aTakcus,
TpenepeHe, HaMalleHa akTHBHOCT W/MIH H3rbpOeHa no3a ce HabnogaBar [IpH Ky4eTa fipH HUBa Ha
eKCIO3uLMA MPpUOAN3UTENHO 23 BTH MO-BUCOKHM OT HHBOTO HA KIHHHUYHA excno3uuus. OcBeH TOBa,
MHOI0 KA J0 Jieka KOCTHO-MYCKY iHa Jeredepauus ¢¢ Rabnogasa U XMCTOJOTHUHO NPH JO3H, JaBaluy
HUBA HA CUCTEMHA EKCTIO3HIUA MPUONU3UTENHO 23 MBTH O-BUCOKH OT HUBOTO Ha €KCIIO3BHHS TIPH XOpa.
[Ipu Te3n pesynrard, HUBOTO 6€3 nonoben edext e npu eKenosuuus 6-KpaTHO NO-BHCOKA OT HHBOTO Ha
KJIIMHAYHA eKCITO3UIUS.

CHTarnmuITHH HE € N0Ka3a1 FeHOTOKCHYHOCT B X0a Ha [PERKAHHUYHU NpoyyBaHus, CATATTIUITHH HE €
OUN KaHUEpOTreHEH 3a MUMIKH. [Ipy mrbxoBe MMa NOBHILICHA Y€CTOTA HA YSPHOAPOOHH aneHOMH H
KapLUMHOMHM Ip¥ HUBA HA CUCTEMHA €KCIIO3ULIHSA, 58 MbTH NO-BUCOKH OT TE€3H Npu Xopa. TbH KaTo €
YCTaHOBEHO, Y€ XeMaTOTOKCHYHOCTTa KOpPENHpa ¢ HHAYLIMPAHETO Ha HepHOAPOOHA HEOMIa3us [IpH
[LTBXOBE, Ta3W NOBHIUEHA YECTOTA HAa YepHOAPOOHH TYMOPH NIPH TUTbXOBETE € BEPOATHO BTOPHYHA,
CIEACTBHE OT XPOHUYHA XEMATOTOKCHYHOCT NPH Ta3W BUCOKa no3a. [Topaiu BUCOKATA rpaHuLIA Ha

OeszonacHocT (19-nbTH npH TOBa HUBO 0e3 edeKT), Te3u KeonNacTHYHH MPOMEHH He ce CYHTAT
peleBaHTHH 3a XOpa.

HsiMa Hexxenanu epekTH BEpXy QEpTUIMTETA NP MBXKKH H )KEHCKH [LTBXOBE MTOTYYHIIH CUTATAMIITHH
Mpejd | 10 Bpeme Ha Y (PTOoCBaHe.

[Tpy npoyuBaHe BbPXY NMpe-/MOCTHATATHOTO Pa3BUTHE HA MTEXOBE CHTATJIMNTHH HE IOKa3Ba HEXKENNaHH
peaKlHH.

[IpoyuBaHusTa BbPXY penpOAYKTHBHATA TOKCHYHOCT MOKA3BAT HAIMUYHETO HAa CBBP3aHa C JISUEHHETO,

JIEKO YBEfH4eHa YeCToTa Ha MandopMaldi Ha peOpa Ha deTyca (MHNCBALIH, XMIIOMJIACTHYHH H IJ1aBalllH
pefpa) Npu MOKOASHUETO Ha [ITBXOBE TIPH HHUBA Ha CHCTEMHA EKCIIO3HIIHA OBEYE 0T 29 nb
OT TE3M NMPH XOpa. TOKCHYHOCT Ha MalKaTa ce HaO roaaBa MpH 3aifliH IpH HUBA MOBeY
BHCOKH OT HUBAaTa Ha €KCIo3uiLius NpH xopa. [Topaau BHcokaTa rpaHHiia Ha Oe3omnac
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HE NIpEAnoiaraT ChUIECTBYBAHETO HA CbOTBETEH PHUCK 328 PENPOAYKTUBHOCTTA NPH Xopa. CHTATTHITTHH Ce
CCKPETHPA B 3HAYMMH KOJIHYECTBA B MJISAKOTO Ha KbPMEILH MTBXO0BE (OTHOLIEHHE KbpMa/Mina3ma: 4:1).

6. DPAPMAIIEBTHAYHU TAHHH
6.1 CnuchbK HA NOMONHHTE BellleCTBA

Anpo Ha TabneTkara:
MHKPOKpHUCTANHA Ley 1032
Kanues Xxuaporex ¢ocdar
KpockapMeno3a HaTpH#i
HaTpUEB cTeapuadymapar
MarHesues creapar

DOHUIMOBO TOKPHTHE:

[Tonu (BuHKMAOB ankoxon) (E1203)
TuTaHoB auokcun (E171)
makporos 4000 / PEG (E1521)
tank (E553b)

BT xKejie3eH okcua (E172)

6.2 HecbBMecTHMOCTH

Henpunoxumo

6.3 Cpok na rogHoer

36 Mecela

6.4 CriennMa/iHH yc/10BUS HA ChXpPaHEHHE

To3u nekapcTBeH NPOAYKT HE H3KUCKBaA CMIELMAHH YCIIOBHS 32 ChXPAaHEHHE.
6.5 DBuau cuabpkanne HA ONAKOBKATA

[0O3una 100 mg ¢puamupany TabneTku ca onakosanu B 6enn, senpo3pauydu PVC/PE/ PVDC//AL
OnuctepH. biaucTepute ca onakosaHK B KapTOHEHa KYTHA ¢ NPHI0XKEHA JTMCTOBKA 3a MalMeHTa.

Pasmep Ha onakoskara: 28, 30, 56, 60, 84, 90, 98 punmupanu TableTKH BBB BCAKA KyTHA.
He BCHYKH BHOBE ONAKOBKH MoTaT Aa ObJaT MYCHATH B npoJax6a.
6.6 CrnennajHH NpeaNa3sHH MEPKH NPH HIXBhPJIsiHE

Hsama cneyyaHU U3HCKBaHHUA.
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7. IMPUTEXATEJ HA PASPEHIEHHETO 3A YIIOTPEBA
(Gedeon Richter Plc.

1103 Budapest

Gyomron 0t 19-21.

YHrapus

8. HOMEP(A) HA PASPEIIEHHETO 3A YHHOTPEBA

Per. Ne 20210164

9. JATA HA ITbPBO PA3ZPEIIABAHE/INIOJJHOBABAHE HA PAZPELLIEHHETO 3A
YHOTPEBA

JlaTa Ha ppBO paspemiasade: 15.06.2021

10. JATA HA AKTYAJIHIUPAHE HA TEKCTA

13.01.2022.
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