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1. HME HA JEKAPCTBEHHS MTPOAYKT

Curaben Met 50 mg/1000 mg ¢punmupann rabnetu
Sitabel Met 50 mg/1000 mg film-coated tablets

2. KAMYECTBEH H KOJIUWYECTBEH CLCTAB
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Beaka TabeTka ChALPKA CHTATIHITHH XHAPOXTIOPH MOHOXHIDAT, €KBHBANICHTEH Ha 50 mg
cuTarmanTrH(sitagliptin}, 1 1000 mg meTdopmunos xuapoxnopua (metformin hydrochloride).

3a TENHKA CNHCHK HA NOMOIIHKTE BEIMECTRA BIDKTE TOUKA 6.1,

3. JIEKAPCTBEHA ®0PMA

Dunvupana TabneTka (Tabnerka).

Ueprennkapo-kaaBH OpoaLATOBATH HHIMAPAHH TabneTky ¢ pasmepn 21,0 mm x 10,0 mm ¢

ACINTENHA Y€PTa OT €AHATA CTPAHA H TIAAKH OT ApyraTta.

4. KJIHHHYHH ZAHHHA
4.1 TepaneBTHYHH NOKA3AHNHTA

Tlpu BH3PaCTHH NALMEHTH Che 3axapeH auaber Tvn 2;

Curafen MeT ¢ nokasaH kaTo JOIMBIHEHYE KBM THETA M YIPAKHERHA 33 oaoGpapaHe Ha
FIAKeMAYHAA KOHTPOJ OPH MAIHEHTH, IPH KOHTO He € IIOCTHTHAT 3a/I0BONKTEIIEH KOHTPON C
MaKCHMaJTHaTa MOHOCHAMA 33 TAX A03a MeT(GOPMMH CaMOCTOATEHO HIFH KOUTO Bede CE NCKYBAT C

KOMOHHAIMA OT CHTATTHITHH ¥ METPOPMHH.

Curaben Mer ¢ nokasan B xomGuBauma cbe cyndoHmTYpeHiHM NpoM3BOIHH (T.€. TpO¥HHO
KOMOHHHpaHOICUEHHE) KATO JOMBIHSHHME KbM AMeTa H YIpaOXHEeHHs NpU MALUEHTH, OpH KOHTO
HE¢ € MOCTHTHAT 3a/I0BOJIHTE/IEH KOHTPOJI ¢ MaKCHMANHATa [OHOCHMA 32 TAX H03a MeT(OPMHH H

cyndoHmTYpeliHo Npou3BaIHO.

CuraGen Mer e noka3al KaTo TpoiHO KOMOMHHPAHO JIedeHHE ¢ NEPOKCH30MEH MpoIHbepaTop
akTHBHp&R penentop rama (PPARY) aroHueT (T.€. THA30MHAKHAHOH) KaTo AOMLIHEHHE KbM JHETA H
YOpaXHEHMATIPH MALKEHTH, IPH KOMTO He € MOCTMIHAT 3aJ0BOJIMTENEH KOHTPON ¢ MaKCHMAaNHaTa

TMOHOCHMA 3a TAX A03a MeThopMun ¥ PPARY arouuct.

CuraGen Mer ¢hIo e moKa3aH kaTo A00ABKA KbM MHCYNIMH (T.€. TPOHHO KOMGHHUPAHO
NledeHHe) KaTO NOINBIHCHAE KbM HETATA K YNPaXHEHHATA 32 TOROoOpABaHe HA TIHKEMHTHHA
KOHTPO/ NpH NaUHeHTH, KOTaTo NOCTOAHHATE 1033 Ha HHCYITHH H METGOPMHH CaMOCTOATENHO

HE OCHIYPSBA aICKBAaTCH [THKeMHYEH KOHTPOL.
4.2 [lo3HpoBKA H HAYMH Ha NIPHIOKEHHE

03 BK&

Jo3uporKarTa Ha ICYEHHETO 33 NoaoOPABAHE HA TIHKEMHMYHAA KOHTPOA cke Curaben MeT Tpabea na
611e HHAMBHAYATHIHPAHA Ha 6a3aTa HA HACTOALIAN PEKHAM HA NANHEHTA, ¢hekTHBHOCTTA A

TONCPAHNTHOCTTA, KATO HE CC NPEBHINIABAT MAKCHMANTHATA NPCNOpbYBaHa THCBHA 1033 CT 100 mg

CHTarmTMNTHH,




Buvapacmnu c Ropmanna Gvopeuna gynkyun (GFR> 90 miimun)

HQH NAIHCHTH, IIPH KOHTO HE € MOCTHMHAT 3aTOBOJNTENCH KOHTPOJI ¢ MAKCHMANHATa MOBOCHMa 1033

Me MHH KaTO MOHOTEpANASL

IIpn nanueHTH, IPH KOHTO HE € MOCTHIHAT 3aJOBOJIMTENEH KOHTPOI ¢ METhOPMHH CAMOCTOATENHO,
obyyalinaTa Ha9aIRa K032 TpAOBa 13 MOCTABH 1033 CHTALIHITHH B 1032 50 mg aBa WTH AHEBHO
{100 mg o6ma AneBHa 032} IUTFOC A033Ta MET(HOPMHH, KOATO BEYe € MPHEMaHa.

HQH NAIMEHTH, KOWTO NPEMHHARAT OT SAHOBPEMEHHO TIPHIATAHE KA CHTAITHIITHH H MET dl'l_JpMHH

I1pH maumueHTH, KOHTO NPEMHHABAT OT EAHOBPEMEHHO NPHUNArAHE Ha CHTATIANTAH H METHOPMHH,
nevyenrero cbe CHraben Met TpaGea a ce 3an04He ¢ A03aTa CHTALIHIITHH B METHOPMHH, KOATO
Bede ¢ IpAEMaHa.

le'l NIALMEHTH, IPH KOHTO HE € NOCTHIHAT 3AMOBONHTENCH KOHTPOX ¢ ABOHHO KQMﬁEﬂEQaHO JCHeHHEe
€ MaKCHMAaMHATa NOHOCHMA 1034 MET MHH H CYJI HHO H3BOJHO

Jozara TpaGBa fa JocTaBH CHTArAHITEH B f03a 50 mg Apa meTH AHeBHO (100 mg ofina AnerHa A03a)
H Ap3a METHOPMHH, moaobHa Ha A03aTa, KOSTO Bede ¢ npHeMana. Korato Crraben MeT ce H3monsea
B KOMOMHAIIHA CBC CYIQOHMTYPERHO TPOM3BOHO, MOKE 1A CE HAIOKH ynoTpe6ara Ha mo-HACKa
1033 CyIpOHITYpeifHO NMPOH3BOAHO, 32 Ja C& HAMANH PHCKA OT XKIOTIHKeMu (BK. Touka 4.4).

Ilp# manyeHTH, IPH KOMTO HE € NOCTHIHAT 34X0BOIHTENEH KOHTPOJ ¢ ABOMHHO KOMOHHHPAHO JEICHHE
¢ MAaKCHMAIHATA NOHOCHMA 21033 MeTdhopmun n PPARy arormet

Josara TpabBa na JOCTABM CHTAIIMITHH B 1034 50 mg ABa mbTH AHeBHO (100 mg ofma AneBHa no3a)
H fio3a MeTHOPMHH, NOAOGHA HA TO3ATA, KOATO BEYES & MPUEMAHA.

Ipy DauHeRTH, NPH KOWTQ HE € NOCTHIHAT 3a0BOIHTENSH KOHTPOA ¢ ABoNHO xoMOHHHPAHO JedeHle
¢ HHCYJIMH H MAKCHMATHATA IOHOCHAMA A033a METQOPMHH

Hozara Tpabpa Ja AOCTABY CHTAIIHMOTHH B 103a 50 mg asa meTH aHeeHo (100 mg ofma AxesHa nosa)
H 1032 MeTdOpMHUH, NOA0GHA Ha [03aTa, KOATO Beue € npaemana. Korato Curalen Mer ce H3nonsea
B KOMOMHAIMA ¢ HHCY/IHH, HHCKATA 033 HHCYJIMH MOXE /Ia &€ HeoBXOoMHMa 3a peflyllApaHe Ha PHCKA
OT XHNOTITHKEMHA (BX. Touka 4.4).

3a pasnuynuTe A03H MeThopMHH, CaTaben MeT ce Npednara B KOHUSHTpAmus 1o 50 mg
curarnunTaH ¥ 850 mg Metdopmuzon xugpoxnopaa win 1000 mg MeTHOPMEHOB XHAPOXJIOPH,

Bewaxu naipenTi tpa6ea Aa NPoAL/KAT NpeNopbiaHaTa HM JIHETA ¢ AIeKBaTHO pastipeeIeHne Ha
HPHEMA HA BBITICXHMPATH TIpe3 ACHA.

Cnenpanty monynalue
Bvbpeurio yepexcdane

He ce namara kopeknus Ha n03aTa IpM MAIHEHTH ¢ 1eKko Gu0peuno yBpekaaHe (CKOPOCT Ha
rnomepyasa Gantpaums [GFR] > 60 ml/mum). [Ipenu zanoupale Ha ICICHHE © OPOAYKTH,
ChObPKAmH MeTdopMuH, TpAGEa Ja ce Hanpasd oueHka Ha GFR cToiinocTaTe, a cliel ToBA - IOHE
BEANbK roAMmEo. [IpH nanMeHT! ¢ NOBHIIEH PHCK OT MO-HATATHITHO IpoTpeckpane Ha GpGpedro
YBPEKAAHE H IPH HALHCHTH B CTApYecKa BE3PACT TPAORA 0-9eCTO Aa Ce MPaBM OICHKA Ha
6vOpenara GyHKIms, Hanp. Ha Becekd 3-6 Mecena.

3a npeAnoYuTaHE € MAKCHMANTHATa JHEBHA Jo3a MeT(opMEH fa ObRe paszaenesa Ha 2-3 AHEBHH J03H.
GakTOpH, KOHTO MOTAT 1A YEEHUAT PHCKA OT TAKTATHA alMAc3a (BX. Touka 4.4), rpabea 1a Groat
Opepasriefaty, NpenH Aa ce OGMHCITH 3aI09BaHETO Ha ISYCHNE © MeTHOPMHH ITPH IIALMEHTH C
GFR< 60 ml/mun.

AKe He € noCTeIHA 103082 dopma Ha Curaben MeT ¢ aZeKBaTHO KOJIHYECTBO Ha AKTHBHOTO
BEIIECTBO,BMECTO KoMOMHALIAA ¢ (PHKCHpaHH 1034 TpAOBA 1a ce H3N0/3BaT OTACTHHTE
MOHOKOMIIOHEHTH.




GFR ml/mun MeTtdhopmnun CHTALIHIITHH

60-89 Maxcumannama Onegua 903a e Maxcumannama onesna doza e
3000 mg. 100 mg.

Moxce da ce obmucnu nonuxcasane Ha
003ama 6v6 EPBIKA © HAMANAGAHEMO HA

fvbpeunama gyrxyus.
45-59 Maxcumarmama onesna dosa e Maxcumannama oxesna 003d e
2000 mg. 100 mg.

Havannama do3a e naii-muoze
ROAOBUHAMA OM MAKCUMARHAMa 4034a.

30-44 Marcumannama Onesna doza e Maxcumanrama dxeena do3a e
1000 mg. 50 mg.

Havanmnama do3a e ndati-mnozo
ROBOSUHAMA OM MAKCUMATHAMA G033,

<30 Memdhopmun e npomusonoxazan. Marcumannama Onesna do3a e
25 mg.

Hepuodpotino yepexcoane
CruraGen Met He TpA6Ba Ja ce M3NON3EA MPH NALMEHTH ¢ 9epPHOAPOGHO yBpexaaHe (Bx. ToUka 5.2).

Cmapuecxa év3pacm

Tol kato MeT(OPMHH H CHTATIIHITHH C€& eKCKpetupar 9pes 6n6pewure, CutaGen Met Tpabsa aa ce
H3MON3BA ¢ NOBHIISHO BHHMANHE IIDH HaOpeABaHe HA Bn3pacTra. HeodXxoauMo e MOHHTOpHMpAHE Ha
On6peunara dyHKIMA, 32 Ja ce NOANOMOTHE HpeANasBaHETO OT CEBP3aHaTa ¢ MeT()OPMHH NAKTATHA
auKAo03a, Halt-pede B cTapdecka Bb3pacT (BXK. Touku 4.3 1 4.4).

Teduampuuna normynayun

Curaben Mer ne TpaGBa ia ce m3non3pa IIpH Jena H IOHOLIH Ha Bh3pacT oT 10 go 17 rogunn
NOpajA HeA0CTaThYHa ednkacHOCT. HanvH¥Te IOHACTOANIEM JAHHH Ca OIACAHH B TOYKH 4.8,
5.1 u 5.2. xoMOHHAILMATA CHTACMITHH-METGOPMHH HE € TIPOYYBaHA NPH e THATPHTHH
NaLMEeHTH HA BE3pacT 0oa 10 rogusn.

Hauuu Ha npunoxeHye
Curaben Mer TpaGea Aa ce mpHeMa 1Ba IThTH AHEBHO C XPaHA 34 HAMAABAHE HA HEXEITAHHUTE

PEAKUHH OT CTPaHa Ha CTOMAINHO-IPEBHIA TPAKT, CBBP3aHH ¢ METHOPMHH.
4.3 IIpoTHROMOKAZAHHA

Caraben Mer e NpOTHRONIOKA3AH [IPH HALHEHTH ChC:
- CBPBXYYBCTBHTENHOCT KbM GKTHBHHUTE BELIECTBA MM KbM HAKOE OT NOMOIIHNATE BEIECTBA,
#30poerH B Touka 6.1 (Bx. Toukk 4.4 u 4.8);
- BCEKH THIT OCTpa MeTaboliTHa anyao3a (kaTo faKkTaTHa auuao3a, AuabeTHa keToamynosa);
- AnadeTHA MpeKoMa;
- Texka 61L0petna Hepoctateunoct (GFR< 30 ml/Mun) (BX. Touxa 4.4);
- OCTPH CHCTOAHHA C BE3MOXKHOCT Ja H3MeHAT Op0pednara (yHKIHA KaTo:
- IEXHAPATALIAA,
- TeXKH HHeKHH,
- OIOK,
- BBLTPECHAOBO MPHIOKEHHE HA HON-CHIBPAKAIM KOHTPACTHH BEWIECTRA (BXK. ToWKa 4.4);
- OCTPO WIH XpOHAYIHO 3a00NiBane, KOSTO MOXKE Ja IPHYHHH XHITOKCHA Ha THKaHMTE KaTo:
- ChpAETHA KIH PECAMPATOPHA HEAOCTATHYHOCT,
- CKOPOMmIEH MHOKapAeH HAGApPKT,
- IOK;
- YEPHOAPOOHO YBpEKAAHE,;
- OCTpa AIKOXOMHA HHTOKCHKALMA, ATKOXONHIEM,
- KbpMEHE,




4.4 CnenmpajnHu npeaynpexaeHHA H NPEANA3HA MEPKH npa ynoTpeba

Obum
Curaben Met 1e Tpatea na ce M3non3ga NpH nauuenrTy ¢ quaber Tan 1 ¥ He Tpabpa da CH
H3TI0/13BA 34 JICICHHE Ha THabeTHa KeToaumaosa,

OctH aTHT

¥norpebdara Ha DPP-4 uaxu6ATOpH € CBBP3aHA C PHCK OT PA3BHTHE Ha OCTHP MAHKPEaTHT.
HaunentaTte Tpabea Aa GbaaT HHOPMHMPAHH 3a XapAKTEPHAA CHMATOM H2 OCTB] NAHKPEATHT:
NEPCHCTHPAINZ, MHOTO CAUTHA KopeMHa Gofka. Cnen npekparAsade HA CHTAIHITHH ¢¢ Halmonasa
OTINYMJBAHE HA MAHKPEATHTa (CEC HIK 0e3 HOJTLPRAINe JedeHNe), HC B MHOTO PEAKH CIYYaH €
CLOGIARAH0 33 HEKPOTH3MPAI WITH XeMOparudeH NaHKPEaTHT W/WIH CMBPT. AKO AMa ChMHEHHA 32
TIAHKPEATHT, TpAOEA Aa ce mpekpard npHeMa Ha CaTaber Mert 1 ApyTH NOTEHNHANHO N003HPAHH
JieKapCTBEHH MPOAYKTH; 8KO CE NOTBLPAH OCTH] MAHKPEaTHT, NpHeMbT Ha Cutaben MeT He TpaGBa
Ia ce B1306HOBABA. HeoOxonuMo ¢ nosHINEHO BHUMaHKe TIPH NALHEHTH ¢ AHAMHe3a 32
NIAHKPEATHT.

JlakTarHa aimao3a
JlakTaTHaTa amMAO3a, MHOFO PALKO, HO CEPHO3HO METAbONHTHO YCIO)KHEHHE, Hal-9eCTO HACTHIBA

DIpH OCTpPO BROMAaBaHe Ha 6b6peuHaTa PyHKINA, XKapaHO-PecHpaTOpHO 3a00NIBAHE HIH CETICHC.
HarpyneaHeto Ha MeTgOpPMHH HACTBHIIBA [PH OCTPO BIOIIABAHE HA OLOpedHaTa dyHKIUMA H
YBENINYaBRa PHCKA OT NaKTaTHA aHAC3A.

B caywail Ha gexuaparanus (MPOABIKUTEIHO NORPBIIAHE, THAPUA, TPECKA HIH HAMAIEH IPHEM Ha
TeuHOCTH) TpAOBA BPEMEHHO 1a Cé CIIPe HpHeMa Ha MeT(OPMHH M € NPenopbYHTENHO Aa Ce
YCTAHOBH BPB3KA CMEAHIMHCKH CTICLHAIHCT.

TTpHEMBT HA NEKapCTEEHH TPOAYKTH, KOHTO MOTAT OCTpO A2 yBpenat Onlpeunara dyHkimA (kato
AHTHXUNEPTEHINRHH cpeacTha, anyperann B HCIIBC) Tpabpa fa ce sanoune ¢ TOBHINEHO BHUMaHHe
NPH IAUMHEHTH, JIEKYBaHH ¢ MeTHOopMHH. JIpyTH PHCKORH (aKTODH 3a JAKTaTHA alM03a ¢a
NpexoMepeH NpHEM Ha ankoXoll, 1epHOAPOOHa HeAOCTATHIHOCT, HEAOCTATEYHO KOHTPOIHpaH auabeT,
KETOallnn03a, NPOILIDKHTENHO [alybale B BCAKaKBH CHCTOAHHA, CHBbP32HH C XHIIOKCHA, KAKTO H
€RHOBPEMEHHATa YNoTpe0a Ha NeKAPCTEBEHH NPONYKTH, KOHTO MOTaT Aa NPHYIMHAT JIAKTATHA ANHA03a
(mx. Touxku 4.3 1 4.5).

IManwexTHTe BIWTH GonHorneaaauTe TpadBa aa 6baaT HHGOPMUPAHH 32 PHCKA OT JAKTATHA AUMI033.
JlaxTaTHaTa anK03A ce XapaKTepH3Hpa C alMI03HA JUCITHEA, KopeMHa Gonka, MyCKYJIHH KPaMIiH,
acTeHHA ¥ XMIIOTEPMHA, TIOCEABAHH 0T koMa. B cayuaif Ha CEMHAEHHE 32 CHMIITOMH NAauHeHTHT
TpaGBa Ja cIpe NpHeMa Ha MeTdhopMEH | He3abaBHO A NOTHPCH JeKapcka oMol JHariocTHHHTE
Nab0paTOpHA HAXOAKH ca MOHKMAKEHO KpsEHO pH (<7,35), NOBHIICHH HABA HA INA3MEHHS NaxKTar

(>5 mmel/l) 1 moBMIMEHa aHKOHHA PAa3NIMKA ¥ CHOTHOWCHHE JIAKTAT/IIAPYBAT.

Brbpeana dpyakums

Ipeny 3anounane Ha TeucHHeTo TPsOBA Aa Ce HANPABH OlleHKa Ha cTofiHocTHTe Ha GFR 1 peaosHo
cnen Toea (BK. Touka 4.2). Ceraben Mer e npotueonokasad npy nanueHTs ¢ GFR <30 ml/Man v
Tpabea fa Oba¢ BPEMEHHC CIIPAH NPH HATHIHE HZ CHCTORHMA, KOUTO NPOMeHAT Oh0pednaTa
dyHrIms (BK. ToUKa 4.3).

XHNOrTHKEMHAA

IMamwenTH, nomyyasamu Caraben Met B koMOMHaNHA cBbC CyMpOHINTYpeiiio TPOH3BOIHO HIIH ©
HHCYJHH, MOKE Ja €a H0XKEHH Ha PHCK 0T XMROraukemua. CneoBaTelno, MOXKe 1a € Heobxoanmo
HAMANABAHE HA J103aT4 Ha cyN(OHAIYPeiiHOTO NPOH3BOAHO WIH Ha HHCYTHHAE.

Peaxling Ha CEPBXMYBCTBHTENHOCT

Hma nocTMapKeTHHIOBM CHOOIMEHHS 38 CEPHO3HH PEaKIIMA HA CEPbLXUYBCTBHTEIHOCT MIp!
JIeKYBaHH ¢BC CHTACTHOTHH. Te3H peaklHH BKI0YBAT aHAGMIAKCHA, aHMHOEAEM H ekcd
CHCTOAHHA HAa KOXaTa, BKOYHTENHO CHHAPOM Ha Stevens-Johnson. Hawanoro Ha Te3n
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PEaKIHMHACTBIIBA B PAMKHTE Ha ITbPBHTE TPH MeCela OT 3an0o4yBale Ha JeYeHHeTO ¢bC CHTATIIHITHH,
HAKOH CIy9aH HACTBIBAT CeJ MbPBATA N032. AKO ce NON03HPa PEAKIHS Ha CBPBXTYBCTBHTENHOCT,
npuembTHa Cutaben Met Tpabea Ja ce npekparn, 1pabba Ja ce OHEHAT APYrHA HOTEHUMATHH IPHYHHH
Ha crOHTHETO H TP2GBa Ja ce HAZHAYH ANTEPHATHEHO JeueHne Ha aHabeTa (BX. T0UKa 4.8).

bynosen nempurona

IIpu maienTH, npuemamn DPP—-4 naxuGHTOpH, BKAKMMTENHO CHTATIHIITHH, HMA [TOCTMAPKETHHIOBH
CBOOIEHHA 3a Oyo3eH neM$pHrons, AKo UMa CbMHEHHA 3a GyNo3eH neM¢rrons, mpaeMa Ha
Curaben Met Tpsa6Ba Aa ce peycTaloRH.

Onepaums

Curaben Mer TpabBa aa ce cope no BpeMe Ha ollepalid ool 06ma, cnHHATHA WIH enHAYPanHa
aHecTe3Ha. JledeHHeTO MoXke Ia Oboe Bp300HOBEHO HE M0-PAHO OT 48 yaca ciel oNepalHATa HiH
Bb300HOBABAHETO HA XPAHEHETO IIpes YCTa, K IpH ycuopHe 9e Gp6peunaTa dyHKma € olgHeHa
OTHOBO H € YCT3HOBEHO, Y& € cTa0HnHA.

DNpunoxkenne Ha HOA-CHABPKANIN KOHTPACTHH BEINECTBA

BBTpechbAOROTO NPHIGKEHNE Ha JoJHpaHH KOHTPaCTHH BEHIECTBA MOKE Ja JoBeNe AC
KOHTpacT-HHIYIMpaHa HeQponaTus, BOASIA A0 HATPYIIBAHETO HA MeT(GOPMMH H FOBHIIIEH PHCK OT
JaxkTaTHa auunosa. . [IpuemMsT Ha Curaben Mer TpaGBa Ja ce NpeyCTaHOBH B IEPHO/A TIPEIH WK
IO BpEMeE Ha NpolenypaTa 3a 00pa3Ha JHATHOCTHKA H He TpAORa /a ¢e BE300H0BABA K0 Hal-Manko
48 gaca cneq ToBa, NpH yenoBre Te 6b0pedHaTa GyHKINA € OHEHEHA OTHOBO H € YCTAHOBEHO, Y€ €
crabmmma (Bx. ToukH 4.3 u 4.5).

IIpoMAna B KIMHYIRAL CTATYC Ha MALMEHTH ¢ KOHTPONHpaH auaber Tum 2

TMaupeaTy ¢ AuabeT THN 2, Npeln ToBa Ko0pe KOHTponHpaH cke CutaGen Mert, KOMTO pa3sBHBAT
OTKNOHEHHA B Taf0opaTOpHH NOKa3aTe/ld WK KIHHIYHO 3a00n1saHe (Halt-Bede HEACHO WA cnabo
aeturHpaHo 3a6onasaHe) TpA0Ba He3alaBHo 3 CE OLEHAT 33 HANKMYHE HA KeTOAMAO3A WIH aKTaTHA
A0HI03a.

OneHkara Tpa0Ba Na BKINOYBA CepyMHM €ISKTPOITHTH M KETOHH, KPbBHa 3axap H ako ce Hanara pH Ha
KPBBTA, HHBA HA MaKTaT, IHPYBAT H MeThopMHH. AKO ce TIOABH aIH03a B KOATO K ja e dopwma,
JedeHHETO TpAGBa Aa ce chpe He3abapHO U TPAOEA Aa ce TpeNpHeMaT NOAXOMAINN TEPaneBTHIHH
MEpKH.

Harpu#i
To3n nexapcTBeH NPOAYKT CHARPXa No-Manke ot 1 mmol satpuit (23 mg) ua Tabnerka, T.e. MOMXe Ja
ce KaKe, J¢ MPAKTHIECKH He ChALPKA HaTPHI.

4.5 BiaumoneHcTBHE ¢ APYTH NeKapcTBeHH NPOAYKTH H APYrA ¢opMH Ha B3auMoJielicTBHE

EAHOBpEMEHHOTO MHOTOKPATHO NpHAarale HA CHTAarmunTHH (50 mg xpa MbTH AHEBHC) H MeTHOPMHEH
(1000 mg 182 TLTH AHEBHO) HE € MPOMEHIIO SHAYHTETHC (HApMAKOKMHETHEATA KAKTC HA
CHTATJIHITHH, TaKa H Ha MeT¢OPMHH NpH NAUWEATH ¢ guadeT THI 2.

He ca u3pBpUIBaHH NPOYIBaHEA 33 (PapPMAKOKHHETHIHN JEKApCTBEHN B3auMOAeHCTBHA CBC
Curaben Mert; ofaue TakHBa Mpoy9BaHHA €4 IPOBEKAAHH C OTHETHHTE AKTHBHH BEIIECTBA,
CHTATMHITAH H MET(OPMHH.

Hge ce npenopnuBa chIIbTCTBANIA YHQTpeda

Ankoxon
ANKOXONHATA HHTOKCHKAIIHA Ce CELP3BA ¢ TIOBHIIEH PHCK OT JIAKTATHA ALMI034, 0CcO0EHO B CoydYan Ha
rlanysaHe, HeOOXpaHBaHE HIH uepHOpoOHA HEOCTATHYHOCT.

Hop-chanpKRamy KOHTPaCTHH BemecTaa
Ipremsr Ha Coraben Mer Tpabsa 3apb/mKHTENHO a ce IPEYCTAHOBH B MEPHOAA OpeIH
BpeMe Ha npoueayparaia 0dpazHa OHATHOCTHEKA U He TpAOBa Ja & Bb300HOEABA JO Ha
48 7aca ciell ToBa, NpH ycnosre de GpOpedHara dyHKIHA € OLEHEHa OTHOBO H € YCTaH
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9¢ e crabrina (Bx. ToukH 4.3 u 4.4).

Kom6HHanyy, H3BCKBANIN OpeAnasHA MEPKH MPH ynorpeda

Hsaxon exapcTBEHH ITPOAYKTH MOTAT Ja ¢e 0Tpas3aT AefnaronpasaTHo Ha Ge0pednaTa ¢yHKINMA, KOETO
MOXKeE Jd YBETHIH PHCKA OT JIaKTaTHa auuao3a, Hanp. HCIIBC, BmovHTeNHO CENEKTHBHH
HHxXHOHTOpHA Ha IHKnvokcHrenasa (COX) I, ACE naxuburopy, anrdotensuH 11 penentopau
aHTATOHHCTH U OHYpeTHIH, ocobeHo OpHMKOBRH AuypeTHEH. [Ipa 3anodpaneTo wim ynoTpedaTa Ha
TakHBa NPOIYKTH B KOMOHHAIHA ¢ MeTHOPMUH & HeoOX0AHMO BHUMATENHG NPOCTeIBaHE Ha
6u6peunara pynxums.

CeImpTcTBaINaTa YROTpeGa Ha JIEKapCeTBa, KOHTO NOBIHABAT OGUIMTE TPAHCTIOPTHH CHCTEMH B
OnOpeunyte TyGynH, BUnoUeHA B G16peHOTO enuMEpaHe Ha MeThopMuH (Hanp. HEXHOHTOPH HA
OpraHMdHEKA KaTHOHEH TpaHCNopTep-2 [OCT2]/myrTnekapcTBeHHA H TOKCHH-EKCTPYAMPALL, TPOTCHH
[MATE], karo paHONa3uH, BaHAETaHKG, AONYTErPABHD W IMMETHIMH), MOTAT /ig IOBHINAT
CHCTEMHATA EKCTIO3HIMA Ha METHOPMHEH H A2 YBENHYAT PHCKA OT IAKTaTHA armao3a. Tpabea na ce
ODMHCIIAT NOJI3KTE H PHCKOBETE OT CHITBTCTRAATA ynoTpela. Tpaiea fa ce 0OMHCIH BHHMATEIHO
OpoCHeaABaHe HA IHKEMHIHAA KOHTPOJL, alalTHPaHe Ha f03aTa B PAMKHTE Ha NMpenopLYATeNHaTa
JI03HPOBKA M NPOMEKH B JI€UCHHeTO HA AnabeTa, KOraTo TAKMBA NEKAPCTREHH MPOJYKTH C¢ NpHAArar
€ AHOBPEMEHHO.

I'moxoxkopTEKOHINATE {TIPHAATAHHA 110 CHCTEMEH H IOKAIEH ITHT) eTa-2-arOHHCTHTE H JHYpETHITE
HMAT XHIICPrIIHKEMHYHO AelicTBHe. [lanpenTuTe TpabEa na ce HHOOPMHAPAT H NO-49€CTO 1a H3IMEpBAT
KpBBHATA CH 3axap, 0co0cHO B HAYANOTO HA JICUCHHETO ¢ TAKHBA NEKAPCTBEHH NPOAYKTH. AKO €
Heo6X0mMMO, [033Ta Ha JIEKApCTEEHNA NPOAYKT 32 INHKeMHTeH KOHTpoN TpabBa fa ce afanTupano
BpEMeE Ha JICUEHHE ¢ APYTHA JIEKapCTBeH NPOAYKT H IPH HErOBOTO NPEKpaTABaHeE.

ACE-saxu6HTOpHTe MOTaT Ja MOHIDKAT HABATA HA KPHBHATA 3axap. AKo e Heo0X0HMO, 03aTa Ha
JNEeKapCTBEHHA NPOAYKT 3a INMKeMHYEH KOHTPOJ TpAGEa Ha ce aJamTHpa N0 BpeMe HA JieUEHHETO ¢
JOpYTHA IEKAPCTBEH OPOAYKT H IPH HENOBOTO NPEeKpaTABaHe.

€KTH Ha U JIEKAPCTBEHH NIPONYKTH BbPXY CHTATMIITHH
In vitro A XTVHHTHKTE JaHHH ORHCAHH TI0-AONY NPEATIONAraT, 4¢ PACKBT OT KTHHHIHO 3HA9HMH
B3aAMOAEHCTBHA MTPH ¢AHOBPEMEHHO IPHITOKEHE ¢ APYTH JIEKAPCTECHH MPOAYKTH € HHCBK.

In vitro npoy4BannA TIOKA3BAT, Y€ GCHOBHUA €H3HM OTrOBOPEH 33 OrpaHHYenHs MeTaboNH3sM Ha
cararminTiH € CYP3A4, ¢ ygactae wa CYP2CS. [Ipn naumeHTH ¢ HopMaHa Ob0peuHa Gy HKIEA,
METalOIH3MBT, BIIOUHMTENHO | ype3 CYP3A4, arpae camo Maika poii B KIMPBHCA HA CHTATTHITHH.
MeTaGomIMET Moke fia HIpae Mo-paXKHa POJA NPH STHMHHHPAHETO HA CHTACMMITTHH B YCAOBHA HA
ocrpo 6s6peyHo yBpexaase WIH TepMubanHa 650peana negoctatbudocT (ESRD). Hopanu Tazu
NIPHYHHA € FE3MOKHO MOITHH ANXAOHTOPH Ha CYP3 A4 (Banp. keTOKOHA30I, MTPAKOHA30,
PHTOHABHD, KTaPHTPOMHIIHH) 12 IPOMEHAT GapMAKOKHHETHKATA HA CHTATJIMITHH IIPH TAIHEHTH ¢
Texko GnOpeano yepexnane niu ESRD. Egekute Ha momnute CYP3A4 HHXROHTOPH B YCIOBHA HA
6L.0pedHO YBpeXAAHE HE Ca QLEHABAHY IIPH KAMHHIHO APOYIBAHE.

In vitro npoydpaHH# 3a TPAHCIOPTa NIOKA3BAT, 4¢ CHTATMNTAH € cyGCTpaT Ha p-TIIHKONPOTEHHA H
TPAHCTIOPTEPa Ba opranndny annorH-3 (OAT3). OAT3 Mea¥HpaHHAT TPAHCTIOPT HA CHTATIHITHH CE
HHXHOHpa in vifro oT Npo0eHenH, BBIIPEKH 1€ PHCKBT 0T KIHHHYHO 3HAYAMH B3aMMOICHCTBHSA Ce
CMsTa 33 HHCLK. EanorpemennoTo npunoxkenne Ha OAT3 HHXHOHTOPH He e OLIEHEHO in vivo.

Lurxcnocnopun: 1lposeneHo € mpoyaBaHe 3a OLiEHABAHE Ha eeKTa Ha OHKIOCIOPHE, MOIIEH
HMHXHOHTOp Ha P-TIHKOMPOTEHHA, BEPXY (PapMakOKHHETHKATa Ha cHTarnunTiH. ExHoBpeMeHHOTO
TIPHNOKEHHE Ha €AHHAEYHA Nepopanna A03a 100 mg cuTariunTHH ¥ ¢AMHUYHA TEpopaiHa A03a

600 mg maiocnoprH nopxmiasa AUC # Cyax Ha CHTArIIHIITHH CHOTBETHO ¢ MpHGNA3HTeNHO 29 % 0
68 %. Te3n npoMeny BBB PapMaKOKHHETHKATA Ha CHTATIIHIITHH He C¢ CMATAT 33 KITMHHYHO 3HAYHMH.

3HAYHMH B32HMOJEHCTBHA C APYTH HHXHOUTOPH Ha p-TIHKOTIPOTEHHA,

EKTH HA CHTATTHIITHH BEPX JIeKapCTBEHH KTH
Huzoxcun: CATAarnMOTHH HMa ciiaG edekT FBPXY NNa3MeHaTa KOHIEHTPAIHA Ha JHTOK



npunaradeTo Ha (0,25 mg auToXcHH egHoBpeMeHHO cbe 100 mg cHTarmaITHH JAEBHO B NPOAbIAEHES
Ha 10 mm, mnasmenara AUC Ha qurokcrH HapacTea cpeniHo ¢ 11 %, a mrasmenarTa Crax CpeaHo ©

18 %. He ce npenopbusa KopHTHpaHe Ha A03aTa JHIOKCHH. B CBIOTO Bpeme, MALMEHTHTE ¢ PHCK 0T
AUTOKCHHOBA TOKCHIHOCT TpA6Ba Na Obaar npoecleAMBaHH 3a Takasa, KOTATO CHTATIHITTHH H THTOKCHH
¢e NpHiaraT € IHOBPEMEHHO,

In vitro naHHUTE MOKA3BAT, Y€ CHTAIJIAIITHH HE [IOTHCKA H He HHAynHpa CYP450 moensmmute. [pu
KIHHHYHH NPOYYBaHHA CHTATIHITHH HE IIPOMEHA 3HATHMO (papMaKOKHHETHKATA Ha MeThOPMHH,
rubypua, CHMBACTATHH, POSHTAIMTAICH, BapdapHH HIH NEpopanHy KOHTPaNeNTHBH, faBaliku in vivo
NAHHH 34 MATKA BEPOATHOCT OT NpeIM3BMKEAHE Ha B3auMoaelicTeid cbe cyOcTpatu Ha CYP3A4,
CYP2CS, CYP2C9 u tpancnoprepH xa opraimuiu katioHH (OCT). CHTarmsnTHA Moxe Ja Onae ciiab
HHXHOWTOD Ha p-TAHKONPOTEHHA in vivo.

4.6 ®epTRANTET, (peMEHHOCT H KhpMeHe

BpeMensocT
Hsma 1ocTaThaHO IaHAHK OT YNoTpefaTa HAa CHTArAMOTHH NIPH OpeMeHHH keHH. [lpoyuBanus mpu
KHBOTHH NIOK33BAT PENPONYKTHEHA TOKCHYHOCT HPH BHCOKH JO3H CHTATIHITHH (Bi. Togka 5.3).

OrpaHuyeHHTe JAHHH NpeANOaArar, e ynorpebaTa ua merdopMuH npH GpeMeHHA He € CBbp3aH ¢
MOBHIIEH PHCK OT KOHreHHTanHu Mandopmanuy. [Ipoyusanuara ¢ MerOpMUH MPH KHBOTHH He
MOoKaseaT Bpeany e()eKTH BLB BPB3Ka ¢ GpeMeHHOCTTa, eMODHOHAHOTO H (PeTaNBOTO PAIBUTHE,
PaXIAHETO HAH MOCTHATAIHOTO PasBHTHE (BX. ChIIO TOYKA 5.3).

Curaben Mer ne Tpabpa Aa ce M3N0N3Ba MO BpeMe HA GpeMEHHOCT. AKO NAIHCHTKATA HCKA A
3a0peMeHee WM ako HacThIH GpeMeHHOCT, JIeTeHHeTo TPAGRA 1 ce IMPEKpaTH H NAUHEHTKATa 12
NPEMHHE Ha ICYESHHE ¢ HACYIMH Eh3MOKHO Hal-CKOpO,

Kepmene
He ca npoBexaaHH NPOYIBAHHAA NPH KbPMEIIH ¥HBOTHH ¢ KOMGHHIPaHHTE aKTHBHH BeICCTBA Ha

TO3H JICKAPCTBEH MPOAYKT. [IpH mpoy4uBaHmA OpOBEXAAHH C OTASNHHTE AKTUBHH BEINECTRA H
CHTATAMIOTHH, H METGOPMEH ce eKCKPETHPAT B MIAKOTO Ha JIAKTHpamH nTbxoee. [Ipn xopa
MET(HOPMHH Ce eKCKPETHpa B KEpMaTa B MAJIKH KoliMecTea. He € H3BeCTHO 1aJIH CHTATIIHIITHH CE
€KCKpeTHpa B kppMara. Cnenosatento CaraGen Met He TpafBa fa ce H3NON3Ba NPH JKeHH, KOHTO
KBPMAT(BXK. TOUKa 4.3).

deprunnrer
JlaHHHUTE OT NpOyYBAHHSA IIPH JKHBOTHH HE HPEATIONATaT BAMAHHE BEPXY (GepTHHTETa HAa MBKKH H
KEHCKH NITEX0BE [IPH TPETHPAHE Che CHTArTHITTHH. JINTICBAT AaHEH NIPH Xopa.

4.7 Edexrn Bupxy cnocofHoeTTa 38 wiodupane € paboTa ¢ MalIHAH

Curaben Met He NoBIHABa HIM NOBIMABA NPeHEOPEKHMO CNOCOGHOCTTa 33 INodHpaHe A paboTa ¢
MalmMAH. B cemoTo BpeMe npu modmpans 1k pabora ¢ MamiMHY, TPAOEA Aa c& HMA OpeBHA, Y¢ NPH
CHTArJIMNTHH ca AQKTATBPaHH ClTydaH Ha 3aMaiiBaHe X CHLHIHBOCT.

OceeH ToBa, auKeHTHTE TpAGBA @ Ce MpeAyNPEKIABAT 38 PHCKA OT XHAOTIMKEMHS, KOTAaTO
Caraben Met ce uinon3ea B KOMGHHALHA CBC CyN(OHIIYPEHHO TPON3EOAHO HIH C MHCYIHH.

4.8 HexenaHH JexapcTBeRH PeaKIHH

Pestome Ha npodiia Ha GezomacHocT

HsMa DpoBeCHH TepaneBTHYHA KIKHHIHH H3MUTBAHHA ¢ KOMOHHANMATA CHTATTIHIITEH-METHOPMUH

TabneTky, HO GHOCKBHBANIEHTHOCTTA Ha KOMGHHALMATA € N0Ka32HA NP CAHOBPEMEHHOTO MPHIgkeH
Ha CHTArJHNTHH H MeT(POPMHEH (BX. Touka 5.2). CrofmasaHy ca CepHO3HH HekenaHH peakiy
BIJTIOUHTEITHO
DAHKPEaTHT ¥ peakiHi Ha CBPBXTYBCTBHTENHOCT, CHOOMABana € XHMIIOTMTHKEMMA TIPH §
cyndoHunypeiino nponssoaHo (13,8 %) u ¢ ercynnn (10,9 %).
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CHFarmunTHe § MeThopMuH

Tabruyen cnucvx na Hesicenanume peaxyuu

Hexenanute peaxian ca m36poeHH no-mony ¢ npenoppasainte oT MedDRA TepmuEH cnopea
CHCTEMO-OPradHa KnacHdHKaHa H abcomoTha yectora (Tabmama 1). [To 9ecToTa CE ONpeOenaT KaTo:!
MHOIC 9ecTH (>1/10), gecTn (>1/100 mo <1/10), newectn (>1/1000 a0 <1/100), peaxu (=1/10 000 a0
<1/1000), muoro peaxu (<1/10 000) 1 ¢ HeHsBecTHa YecTOTa (0T HANHYHHTE JaHHH He MOXe a 0bae

HANpaBeHa OLieHKa).

Tatauua 1: YecToTa Ha HexeIaHHTE PEAKIMH YCTAHOBEHH N0 BpeMe HA wianebo-
KOHTPOJIMPaHH KIHHHYHH NPOYYBIHMSA CLC CHTATIHNTAH H METHOPMHEE CAMOCTOATEIHO H NPH

NOCTMADKCTHHTOBHS ONHT

Hexenans peakunsg

YecToTa HA HEXKETAHATS PEAKOHA

HapyuieHus Hi KPBLBTA H THMQIHATS CHCTEMS

TPoMOOOHTONEHUR

Penxn

Hapymieuns Ha HMYHHETA cHCTeMA

PEAKIMH HA CBPBXIYBCTBHTENHOCT, RETHOMHTEITHO
aHapHnaKTHYHH chOrTHs !

C HeH3BECTHR 9CCTOTA

Hapymennsa Ha MeTaboJIHIMA H XPAHEHETO

XHIoramkeMus ' Yectn
Hapymienns Ha HepBHATA cHCTeMa
CBHJIMBOCT Heuectn

PecnupaTOpHH, rph/AHH H MEIHACTHHAIHH
HapylLIeHAR

HHTEpCTHIHANHA GenozpobHa Gomecr

C HEM3BECTHA 9ECTOTA

CTOMAIIHO-4PEBHH HADYINEHHS

JHapus Heugectn
ranese Yecmn
¢rarynesupa YectH

Janex Hewectn

Gonka B rOpHATA YACT Ha KOpeMa Heuecrn
NOBPEBITAHE Hectn

OCTBP NaHkpearyt T3 C HEH3BECTHA YeCTOTa

{araneH n HedaTaNeH XEMOPArHYEH W HEKPOTHIHPAI
naukpearnt !

C HeM3BeCTHA 9eCcToTa

Hapyulenml HA KOXATA H NOAKOXKHATA ThbKAH

npyputyc” Hewectn

anruoenem ! C HeM3BECTHR 9eCTOTA
obpys™t C HeH3BeCTHA 9€CTOTA
ypTHKapus ' C HeHIBeCTHA 9eCTOTA

KOXCH BacKymuT !

C HeM3BECTHA ICCTOTA

exchoIHATHBHH KOXKHH 3a0014BaHNA, BKIIOYHTETHO
cuuapom Ba Stevens-Johnson™

C HeH3BECTHA 9eCTOTA

Oynosen nembEToHg”

C HEH3BECTHE HECTOTA 2y

Hexcenana peaxkuns

R0 e

YecroTa Ha ueme.uam'rﬁ 2
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HapyuieHns B2 MYCKY.THO-CKEJETHATA CHCTEMA B
ChEAHAHTEAHATA THKAK

aprpanrus’ C HeM3BECTHA TECTOTA
mHAanrns’ C HeM3BECTHA YECTOTA
Gonka B xpalinmure” C HeMIBECTHA 9ECTOTA
Gonka B repba’ C HeH3IBECTHA YECTOTA
aprponarus’ C HEM3IBECTHA YECTOTA

Hapymenuns na §b6penure B nUKoUHUTE NLTHINA

HapymeHa 6u0peuna QyHKLpT C HeM3BeCTHA YECTOTA

octpa GuGpeuHa HENOCTATETHOCT  HEH3BEeCTHA 9ECTOTR

*HexenanyTe peaKiTiy ¢a HICHTA(UIMPAHE 10 BPEME Ha TOCTMAPKETHHTOBOTO RAGMOACHHE,
Buxre Touka 4.4,
! Brokre npoyvearemo 30 Gesonachocn no omxowene na cupoeuro-codosama cuctnema TECOS mo-gony.

Onucanne Ha W3IOpPaHy HeXENAHH PeakLnH
HsaxoM HexeIanH peakiiMA ¢a HalMoJaBaH| NO-9eCTO NPH NpoydBaHmus 33 KOMOHHMpaHa ynoTpeba Ha

CHTarJTMNTHH H MET(OPMHKH ¢ JpyTH aHTHIHA0ETHH JeKapCTEEHH IPOAYKTH B CPaBHEHHE C
Npoy4BaHKA HA CHTATAUMITAH ¥ MeTdhopMun caMocToaTenHo. Te BIIIOMBAT XHIIOMNHMEKEMAA (KaTeropus
HA 9€CTOTa ,,MHOTO Y€CTH” ChC CYIpOHUIYpetiHo MPOH3IBONHO HITH HHCYJIMH), 3alieK (,9€CTH” Che
cymporTypeifno Mpon3BoaHO), nepudepeH 0TOK (,,9eCTH” ¢ MHOTIHTA30H) H FAaB000IHE H CYXOTA B
ycTata (,,HeuecTH” ¢ HHCYNHH).

Cumazrunmun

Ipr npoy4BaHHs BLPXY MOHOTEpANEs ¢b¢ cHTArMHNTHH 100 mg BenabX JHEBHO CAMOCTOATENHO B
CpaBHeHne ¢ wialebo cho0IMEeHHTE HexXeNnann PEAKHy ¢a rnasobolie, XHIOTTHKEMHA, 3aTieK H
3amaiipane.

Cpen Te3u NauMEeHTH HeXelaHATE ChOMTHA, ChOGILABAHM HE3ABUCHMO OT NPHYHHHO-CIIEACTBEHA
BPB3KA C ICKAPCTBEHHA TIPOMAYKT, ¢ 4ECTOTA Hali-Maiko § %, BKIOYBAT HAQCKLWH Ha TOPHATE
JMHXATETHH MBTHINA ¥ Hasodapuarut, OCBEH TOB4, ¢4 ChOOIMIEHH OCTEOapTPHT M GoJKa B KpafHALMATE,
¢ YecToTa HedecTH (> 0,5 % mo-BHCOKa Cpea YIACTHHUMTE, TTOILYTHIH CHTATIHIITHH, OTKOJIKOTO Ta3H B

KOHTpOJIHATA IPyHa).

Memghopmun

CroManzo-9peBHH CHMITOMH Ca ChOOLIABAHM MHOTO 3€CTO [PA KNHHHYIHH NPOYYBAHHA H IIPH
TIOCTMAPKETHHIOBaTa ynoTpeGa Ha MerdopMiH. CTOMAMHO-IPEEHATE CHMITOMH KaTO [AIEHE,
HOBpBINAHE, NHapHsi, 601Kka B KopeMa H 3ary6Ga Ha aNeTHT ce NOABABAT NI0-UECTO NPH JAOYBAHE HA
JIE9eHHETO H B FIOBEYETO CTyYaH NPEMHHABAT CIOHTaHHO. JIOIMBIHMTEHE HeXeNaHH PeaKiHu,
CBEP3aHH ¢ METGOPMEH, BKIIIOYBAT METAIEH BKYC (MECTH); JIAKTATHA ALMA03a, HAPYIIEHHA HA
uepHoapodHaTa (yHKIUHA, XENATUT, YPTHKAPHSA, €pHTEMA U chPOex (MHOro peakH). JBIrocpousoro
Nle9eHHe ¢ MET(HOPMUH ¢¢ CBBP3IBA ¢ HamanABaHe Ha abcopOinara Ha BETamMuA B12, koeto MHOrO
PAAKO MOKE Ha JOBEAE KO KIHHAYHO 3HAYMM NedHIUT Ha BuTaMuH B12 (T.e. MeranofnacTHa
anemns). Kareropuure o yecToTa ce OCHOBABAT Ha HanWIHaTa UHpopManus B KpaTkarta
XapaKTePHCTHKA HA npoayKTa Ha MeTdopMHH, oxodpera B EC.

IleauaTpUana nonynams
B xnvav9HY m3nHTBaEEs ¢ Cutaben MeT npu neAHaTpHIHH NAlMEHTH ChC 3aXapeH auaber Tan 2 aa

Bb3pacT ot 10 fo 17 romuey TpodHTET Ha HEKENaHHTE PeakMH KATo LA/0 € CPABHHM C TO3H,
HabmonasaH NpH Bp3pacTHH. IIpH meHATPHYTHE NIALMEHTH, KOHTO Ca WIH He Ca HAa OCHOBHO JIeYEHHE ¢
HHCYITHH, CHTAITIMITTHE C€ CBLP3Ba ¢ MOBHUIIEH PHCK OT XHIIOTTHKEMHS.

IIpoyyaane 3a Gesonackocm no omuowienue na copdeyno-cedosama cucmema TECOS
H3nATBAHETO, OTIEHABAMO CHPASHHO-CHIOBHTE PE3YITATH IIPH JISHEHHE CHC CHTATI
Evaluating Cardiovascular OQutcomes with Sitagliptin, TECOS), sxmousa 7332 n
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cbC 100 mg CHTArMUNTHH AHEBHO (WK 50 Mg AHEBHO, KO H3XOAHHTE CTOHHOCTH HA H3YHCICHATA
CKOPOCT Ha romepyiHa dunrpauus (eGFR) ca > 30 u < 50 mI/mun/1,73 m?), u 7339 nanueHTH Ha
mianebo » intention-to-treat (ITT) momynaumaTa. JIgete neuennd ca gobapeHH kbM obHIaliHHTE
TPHKH CHIIIACHO MECTHHTE CTaHfapTH 3a HbAjc # CbPACUHO-CBAOBE pHckoBH dakToph. ObwaTa
4eCTOTa Ha CePHO3HHTE HEKENaHy ChOHTHA IPH MALTMEHTH, TTOMYJABAINH CHTATTHNTHH, € CXOHA C
TA3H MPH NalLHEATHTE, NOTyJaBan niaueto.

B intention-to-treat moMynanMATA cpel NALHEHTHTE, KOMTO H3NCI3BAT MHCYIIHH H/HIH
cyadhoHHType}{HO NPOA3BOTHOHZ H3X0AHO HHBOQ, HeCTOTATA HA TEXHKA XMITOINHKeMHs e 2,7 % npH
TIALTHEHTHTE, IEKYBAHH CHC CHTATIHITHH H 2,5 % NPy NanHeHTHTE Ha nauedo; cpel MALHEHTHTE,
KOHTO HE H3MON3BAT HHCYJIHEN/ WM CyNdoHITYpefiHe NPOH3BONHO Ha H3XOAHO HHBO, 9€CTOTATA Ha
TeXKa XHnoTnukeMus € 1,0 % npu nallMeHTHTe, JeKyBaH# Ch¢ CHTArmunTHH | 0,7 % npH
HalHeHTHTe Ha nnane6o. YecTorara Ha NOTRLPACHH CHOUTHA, OTAABAHH HA MAHKPEATHT, € 0,3 % npu
NAlMEHTHTE, JIEKYBaHH CBC CHTarmanTHH | 0,2 % npH naumeHTHTe Ha nmnauebo.

Crobmapane Ha MONOIHPARH HEKENAHH PEAKLIHA

CrofnaBaseTo Ha MORXC3APAaHH HEXETAaHH PeakiMK cliel paspelaBane 3a ynoTpeba Ha
JEKApCTBEHHA TPOAYKT € BaxkHO. ToBa MO3BONABA A NPOABIKM HalmoneHHeTO HA CHOTHOMIEHHETO
DOI33/PHCK 3a JIEKAPCTBEHHA NPOAYKT. OT MENHIMHCKATE CNCIHANHCTH Ce H3ACKBa Aa ChoOmaBar
BCfAKa MOJO3HpaHA HEXENaHa PEAKIHA Ypes:

H3ITeAHATENHA areHIMs 10 JIEKapCTBeaTa
yi. ,,Jlaman I'pyes™ Ne§

1303Codus

Teln. +359 2 8903417

en. noma: bda@bda bg

yebcalit: www.bda.bg

4.9 IlpenosHpaHe

IIpy KOHTPONHpPaHH KIHHHYHH HANHTBAHAA CBC 3APABK YYACTHHIH ce MPHJATAT €AHOKPATHA AO3M 10
800 mg cHTAarnHNTHH. MHHMManHo yArbkasaHe Ha QTc, KoeTo He ce cuMTA 33 KIMHAIHO 3HAUHMMO, Ce
Ha0mozaBa OpH eAHO TIpOy4BaHe ¢ fo3a oT 800 mg curarnunTad. HaMa omut ¢ ao3n Han 800 mg npu
KIHHA9HE npoy4eaHAd. [1pd npoyusanns @aza I ¢ MHoroxpatHe Ipuarase, HIMa CBBP3aHH C 1033aTA
KIHHHIHE HEKEAHH AEKAPCTBENH PeakinH, HabmoaaBaHH TIPH CHTATTIMNTHH ¢ Jo3H A0 600 mg
AHEBHO 3a repHoaH Ao 10 qam u 400 mg nHeBHO 3a NepHOIN 10 28 anu.

TonsiMo npeAosApane ¢ MeThOPMUH (KK eIHOBPEMEHHO ChIIECTBYBAIL PHCK OT TAKTATHA AIHA03)
MOXKE 13 AOBEIE A0 TAKTATHA ALH034, KOATO € ChelleH MeJHUHHCKE cny4qail u Tpafna fa ce JeKysa B
Gonnnua, Hal-eeKTHBHHAT METON 33 OTCTpAHABAHE HA TAKTATa H MeTGOPMHEHA € XeMOAHAIH3ATA.

Tlps KIMHHYHY NpoydBaHiA NpuGAEIHTERHO 13,5 % OT no3aTa ce OTCTpandABa NpH NpoXhIKaBala 3-
Ao 4 yaca mponeaypa No Xemonuanuza. [Ipy npenexka 3a KIHHHYHA HeoOX0IHMOCT MOME Jia Ce
npeanpreMe No-npolsLKATENHa quannza. He € U3BeCTHO JaNH CHTArTHNTHH Ce JHALIN3HPA NPH
TICPHTOHEAIHA JHATTH3A.

B cry4aii Ha npeao3upane € DOAXOMALNIO Ja ce MpeAnpreMaT c0HKHOBEHHTE NOITbPAKAILH MEPKH,
K4aTo OTCTpaHABaHE Ha HeaGcopOupaHua MaTepHan 0T CTOMALTHO-YpEBHHA TPAKT, KIHHHIHO
RabmoneHne (BRIOUHTENHO H €IeKTPOKapAHOTDAMA) H TIPH HYKJa 3a110UBaHe Ha ITOUTBPAAIIO
TICUEHME,

5. ©OAPMAKOJIOT'MYHH CBOMCTBA

5.1 @apmakoIHHAMHYHH CBOjicTBA

(apmakoTepaneBTHIHA IPyRa: AHTHANAGETHH JeKapCTRa, KOMOHBALMH OT NEPOp
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HaMaABaHe Ha KpbeHarta 3axap, ATC xon; A10BDO7

Curaben MeT koMGHHNpa 1B aHTHXHICPTIMKEMIIHH TEKAPCTBEHN IPOLYKTA C JOMEBAII C€
MEXAHH3BMAA n¢jicTeRE 32 NoAoGpABaHEe HA TTIHKEMIYHHASA KOHTPON NPH MAHEHTH ¢ AuabeT THI 2:
CHTarJIANTHH XHAPOXIOpHI, OHIenTEAnN nentaaasa 4 (DPP-4) auxuburop 1 MeTdopMuHOB
XHAPOXJIOpHI, NPEACTABUTEN Ha KJIaca Ha GUrBaHMHHHUTE.

CHTATHNTHH

Mexanuzom Ha deticmeane

CHTarnMIImiH XMABOXAOPH/ € NePOPaNHe aKTHBEH, MOIIEH H BHCOKOCENSKTHBCH HHXHSHTOp Ha
€H3MMa JunenThaun nenrizasa 4 (DPP-4) 3a negenue Ha auaber an 2. MuxnGuropute Ha DPP-4 ca
KIA¢ BEHIECTBA, KOMTO AeliCTBAT KaTO eHXaHcepy Ha MHKpeTHH. Upes maxubHpane Ha ensumMa DPP4,
CHTATTMIITHH NOBMINAEA HHBATA HA /IBA H3BECTHH AKTHBHH HHKPETHH XOPMOHA, NIOKAroH-noae6Hus
nenrsa-1 (GLP-1) 1 rmoxosa-3asMcHMAA HHCYAHBOTponeH NomunentAa (GIP). HukpeTHHUTE ca yacT
OT ¢HAOTEHHA CHCTeMa, YIacTBAINA EbB (M3HONIOrHYHATA PEryali Ha TII0KO3HaTa XOMEeOCTasa.
Koraro KOHUSHTpaOHATE Ha KPBBHATA 3axap ¢a HOpManHH Ay nosumenk, GLP-1 n GIP sacansar
CHHTe3a H ocBe0OXKIABAHETO HA MHCYIIHH OT NAHKPEATHYHHTE GeTa-kneTkH. OcheH ToBa, GLP-1
HaMaJIfABa CEKPEMHATA Ha ITHOKAroH OT NaHkpearnannte anda xieTku, BoAe#kA JO HaMaleHo
NPOM3BOICTBO HA YepHOAPOOHA rMoOKoza. Koraro HYBATa Ha IIIOKO3a B KPBBTa Ca HHCKH,
ocBo60KAaBaHETO HA HHCYJIHH HE & CTHMYJINPA M CEKpElHATa Ha CIEOKAroH He ¢¢ [IOTHCKA.
CHTAIIMITHH ¢ MOIIEH ¥ BUCOKO ceNeKTHaeH HHXHGUTOP Ha ex3uMa DPP-4 u He MHXHOHpa CXOAHHTE
o cTpyKTypa eH3uMA DPP-8 wmi DPP-9 8 TepaneBTHIHH KOHUEHTpaAH. CHTarTHITHH Ce
pasiiH4aBa 0 XMMHTHA CTPYKTypa H dapMakonoruano AckcTene o1 akanosAte Ha GLP-1, mHCYIHH,
cyA¢oHRTYpeiiHe TPOH3BOIHO WIH METIHTHHUAH, OHIBaHWIWHY, ATOHACTH HA AKTHBHPAHHA OT
nepoKcH3soM nponndeparopa rama-peuentop (PPARY), anda-rmoxesnaazan HEXHGHTODH H AHATO3H
Ha aMHJIHH.

Ilpe 1By AHEBHO Npoy4YBaHE HA 3/PABH YIACTHWIH, CHTAT/THIITHH, NPHIOKEH CAMOCTOATENHO,
nopumasa akTHeHaTa GLP-1 koHUEHTpaims, Aokaro MeTHOPMHH MPHIIOKEH CAMOCTOATENHO,
MOBHIIaBa aKTHBHaTA H obmara GLP-1 xonnentpauys B cXolHa ¢Tened. EAHOBpeMEHHOTO NpHNaraHe
Ha CHT2MIHOTHH H METGOPMHH HMa aZATHBEH edekr BepXy akTueHaTa GLP-1 xoHnenTpaims.
CHTarmMnTHH, 3a pasiAKa 0T MeT(GOPMHH, TIOBMMAaRa akTHBHaTa GIP KOHUEHTpALHA.

Krunwuna edhuxacnocm u 6esonacnocm
Karo 1Ano, CHTaTTHNTHH ToZ06pABA ITHKEMHMHHA KOHTPOJI, KOTATO CE H3M0NI384 KATO CAMOCTOATENHO
WIH KoMOHHAPAHO JIeY¢HHE TPH BH3PACTHH NAUMEHTH ¢ oyaber Tvn 2.

Mpy XTHHAYHHA HI3NMTBAHAA, CHTATTMITHH KaTO MOHOTEPAIHA NoA00pABA MITHXEMHYHH KOHTPO
Ypes SHAMHTEIHO HaMaieHHe Ha xeMorno0uH A ). (HbA)) # rnoko3aTa Ha rIanHoO | CHeH XpaHeHe.
HamanenueTo Ha Ia3MeHaTa rokosa Ha rnaaHo (FPG) e sabmoaasano Ha 3-Ta CeAMHALIA, TBPRATA
BpeMeBa TOUKa, B KoATO € usMepeHa FPG. HabmonapanaTa YecToTa Ha XMNOFIHKEMHASA NIPH NALHEHTH,
NeKYBaHH ChC CHTATTHITHH ¢ NOoA00Ha ¢ TasH npH mwianebo. TenecHOTo TETNIO He C¢ € YBEIHIHIIO
COPAMO U3XOJHHTE CTOMHOCTH NPH JeUeHne cbe caTarnunTH. Habmoaasaro e mogobpenue Ha
CYPOraTHATE Mapkepu Ha ¢yHKIMOHMpaHe Ha Geta-KieTknre, B ToBa wHcno HOMA-B (Xomeocrasen
MOJEH 33 OLICHKA-~f}), ChOTHOIEHAETO AA NPOMHCYAHH KbM FHCY/IMH H OKA3ATEIHTE 33 PEAKTHBHOCT
Ha OeTa-IWISTKHTE IPH TECTA 3a TONCPANTHOCT IPH Y€CTO JaBaHe HA XpaHa.

Ipoyuranns che cHTACTMOTHH B KoMOpHaLHs ¢ MeTGOPMIH

ITpa 24-ceqMA9IHO MNane60-KOHTPOTNPAHO KTHHHYHO NPOYYBaHe 3 OLeHKA Ha edHKacHOCTTa H
0€30mAcHOCTTA Mpy noGaBane Ha cHTArnAnTaH 100 mg peAHLK AHEBHO KbM CHINECTBYBAINO JICYCHAE
€ MeT(hOPMHH, CHTATTIHITTHH OCHTYPABA 3HAYHTENHO TOROOPEHHE HA TITHKEMUIHHTE NapaMeTpPH B
cpasHeHHe ¢ mnauedo. [IpoMAHATa CIIPAMO H3XOTHATE CTOMHOCTH HA TENECHOT( TS0 ¢ NoAcOHa NpH
NalMEHTH, TEKYBaHH ChC CHTAMMNTHH cnpamo mnaueGo. [Ipu Tosa npoyusane #Ma nogodHa decTota

CHTarnMnTHH 50 mg 18a OLTH JHEBHO B KoMGuHama ¢ MeThopMun (500 mg unu 1
IHEBHO) C& TIOCTHTA *HAYHTENHO NOJo0peHHe Ha TAUKEMHTHETE NapaMeTpH B CPaE
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monoTepanms. HaManeHHeTo Ha TenecHOTO TEro NpH KOMOHHALMATA CHTATTANITHA B MeTGOPMHH €
noa06Ho Ha TOBa HAGIIOAaBaHO MpH METGOPMEH CaMOCTOATENHO WIH IDIAne6o; HAMa EpOMAHA
CIIPAMO H3XO0JHATE CTOHAOCTH IIPH NAIMEHTH Ha CHTANTHITHH CaMOCTOATERHO. YecToTaTa Ha
XHIOMNMKEMHA € NoRoGHa cpel JIeKyBaHHTe TPYIIH.

Ilpoy4yBane chc CHTATNHITHH B koMG#HAINA ¢ METHOPMEH K cYAGoRNIYPeiiio TPOHIBOIHO
24-cenMH4HO MIane60-KOHTPOAMPAHO KNMHUYHO NPOYYBaHe € IUTAHAPAHO I3 OLEHH epHKACHOCTTA B
OesomacHOCTTa Ha cHTArNANTAH (100 Mg BeAHEX AHCBHO) NPHOABSH KHM IMHMEMHPEA
(caMoCTOATENHO HAH B koMOHHANHA ¢ MeTgopMuH). JIoOABTHETO HA CHTACTHIITHH KbM TTHMEHPHA H
MeT(hOPMEH, OCHTYPABA 3HAYHTENHO DoAo0peHHe Ha [IHKeMHAIHATE napaMeTpH. [lannenTure,
JIEKYBaHH ChC CHTANIHITHH MMaT cnafo MOBMIMERHE HA TedecHoTe Terno (11,1 kg) B cpaBHCHHE ©
TEe3H, MONy4aBany maueso.

IIpoyupage cbC CHTArNMOTHH B KOMOHHALMS ¢ MeThopMuH 1 PPARY aroHKCcT

26-ceaMIGHE MNANeG0-KOHTPOAMPAHO NMPOYdIBAHE & TPeAHA3HAYEHO 43 OLUCHH e(HKacHOCTTa H
OcsomacHOCTTa Ha cHTARNHNTHH (100 mg BeAHEX AHSBHO), A00AaBEH KbM KOMOMHAIHA HA
IHOTTHTA30H H MeTdopmun. J[06aBAHETO HAa CHTATIMITTHH KbM NHOTAHTA30OH H MET(HOPMHUH,
OCHIYpABa 3HAUHTEIKH NoAo0peHHs HA IMHKeMHYHHTE napaMeTp. [IpomanaTa B TEIECHOTO TELNIO OT
H3XOZHO HHBO € MoKo0Ha Ha TazH MpH NALMEHTH, NEKYBAHH ChC CHTANIMITHH, B CDABHEHHE ¢
onaueBo. YecToTaTa Ha XMUONIHKEMHEA CHIIO € 0A00HA NPH MALHEHTHTE, TEKyBaHH CbC CHTArTHIITHH
Any mwianebo.

HQOYEEH.HE Ha CHTATNIHOTHH B KOMOHHALIHA ¢ Me IQOEMHH H HHCYBIH

24-cemMIaHO MNanebo-KOHTPOIHPAHO KIMHEIHO POYIBAHE € NPeIHA3HAYEHO /13 OLIEHH
eexTurHOCTTa H Ge30macHoCTTA HA cHTarnuiTaH (100 mg senyrk AHEEHO) AoGaBeH KEM HHCYIHH
(opa crabunna 1032 3a Hali-manko 10 cenmunm) che wix 6e3 MeTdopmuH (Hali-manko 1 500 mg). Ipu
NALMEHTH, APHEMAIH NPeIBAPHTENHO CMeCceH HHCYIMH, cpeJHaTa AHeBHA A03a ¢ 70,9 U/nmenno. lpu
NAIHEHTH, IPHEMAIIY He CMeceH NpeJBaPHTENH0 (MK IUHER/ POABIKHTETHOACHCTRBANT) HHCYIHH,
cpexHaTa AHEBHA no3a ¢ 44,3 U/auenno. JanauTe oT 73 % OT NanMeHTHTE, KOUTO CA [IPHEMATH
MeT(hopMEH, ca npeacrasenr B Tabnuua 2. Jo6aBAHETO Ha CHTAITIMIITAH KbM HHCYJIHH OCHTYDPABA
3HAYHTENHO NoAoOpeHne Ha THHKEMHTHHTE NapaMeTpH. HAma 3HaTHTENHA TPOMAHA B TENECHOTO
JTErJK0 OT W3IXOAHOTO HHBO B ABETE IPYTIH.

TaGauua 2: Peayarata 3a HbA;. npn niane6o-KORTPOIHPAHA OPOYYBAHHA ¢ KOMOHHADAHO
JIe4eHHE CbC CHTAMIMNTAA H MeTgopMuH*

crocﬁzeoi:: Cpeana KopHrupana, cnpsMo
n aHe " < NpoMAHa cipAMo | naaunebo, cpeaHa NPpoMAHA Ha
poyd 3 M3XOAHO H3X0AHO HHRO HbA; (%)
My | HbAL (%) (95 % CD)
Curarnanmas 100 mg
BeIHBK AHEBHO, J00ABSH 0.7
KbM (bOHOBa TEepamMi C 8,0 ‘O,7T ( -0 8’ -0 5)
MeThopmun’ B
{N=453)
Curarnunran 100 mg
BeHLX NHEBHO, A00aBeH
KbM (OHOBA Tepanus ¢ 23 06 -0,914
rTMMenHpuy + ’ ’ (-1,1,-0,7)
MeThopmun’
(N=115)
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Curarnuntu 100 mg
BEIHLAK IHEBHO, Jo0aBeH
KbM $oHOBA TEpanua ¢ 8.8 -1,2¢ 0,713
THOTTMTA30H + (-1,0,-0,5)
merdopmun’

(N=152)

Curarnuanmas 100 mg
BEIWBX JHEBHO, MOGABeH -0,5%

KM (OHOBA TEpAIHA C 8,7 -0,7¢ -0,7,-0,4)
HHCYIHH + MeTGopMHH'

(N=223)

Havanno negenne (asa
IBTH AHEBHO) 1.6M
CHTArMATHH 50 mg + 838 -1,4t 1 8‘ -13)
methopMEH 500 mg T
{(N=183}

HavanHo negenne (aga
IMETH OHEBHO) 2.1t
cHTarnHTHE 50 mg + 8.8 -1,9f 2 3 %)
Metdopmex 1 000 mg e
{N=178)

* [onynauusra 0T BCHIKH NEKYBaHR NAseRTH (intention-to-treat ananys).

¥ Hafi-Mankute CpeaHH KBaNpaTH C& KOPHFHMPAHH CIIPAMC CTATYCA TIPH IPEXOHOTO ISICHHE 38 [IAKEMHYEH KOHTPOII

H ¢TOHAOCTTA HA H3XOAHO HHBO.

3 p<0.001 B cpasaeaue ¢ Niaue6o MK MIALEGO + KOMGHHIPAHO NISTEHHE.

‘HbAic (%) Ba 24-13 ceauuma

THbA: (%) Ha 26-Ta ceamuua

¥ Hatf-mamcaTe cpe/i KBAJPATH €A KOPHIMPAHK 33 YIIOTpeOaTa Ha HHCY/THH npH Bu3aTS | (NpepapaTeNBG CMECEH Cpemy
HECMECCH NPEABAPHTENHC [MeX IHHEH WIH TPOIBTAUTEMHOLEHCTRAE])} H H3X0AHA CTOHHOCT.

Iipn 52-ceaMuHO Ipoy«Bane, CpaBRABAMO epHKACHOCTTA M He30nacHOCTTa IpH N00aBAHE Ha
cHTarnunTHH 100 mg BenHsk THERHO HIE IIAIAINL (CYAGOHATYpelHO IPOHIBOXHO) MPH NALHEHTH
€ He0CTaThueH MIHKEMHYCH KOHTPO IPH MOHOTEPAIHA ¢ METQOPMHH, CHTATJIMIITHH € noao0eH Ha
TAMIM3HA OpH NoHwkasaneTo Ha HbA . (-0,7 % cpenua npoMaHa cipaMO M3X0AHATE CTOHHOCTH Npes3
cenmuIa 52, ¢xC cpeana croiiHoct Ha HbA . ot npubnusurenso 7,5 % B apete rpymu). Cpeanara
Jo3a MHNK3H] H3TNI0N3BaHA B rPYNaTa 3a cpaskenue ¢ 10 mg nHerno Karo npubmusarenHo 40 % ot
MIAIHEHTHTE C¢ HYXJaAT OT 033 [IMOH3ME < 5 mg/mHesHo 1o BpeMe Ha npoy+isaneTo. Obaue, noseue
TIAlMEHTH OT TPYNATa Ha CHTaT/IMNTHH Ca MPeKbCHAIN TOPaH JHNCA HA ¢pHKacHOCT, OTKONKOTO B
TpynaTa Ha TTHNH3KNA. [lanneHTHTE TeKyBaHH ChC CHTAr/THATHH NOKA3BAT 3HAYNTENHO CPEIHO
TIOHIDKEHHE CITPAMO M3XOIHHTE CTOMHOCTH Ha TedecHoTo Terio {-1,5 kg) B cpapHeRME Cbe
3HATHTENHO [I0KAaYBaHe Ha TErIOTO NpH NAIMEHTH omydaBany oammsng (+1,1 kg). B Tosa
MPOYTRaKeE, OTHOMEHHETO MPOMHCYAHH KbM HHCYTHH, MapKep 3a e eKTHBHOCTTa Ha HHCYTTHHOBHA
CHHTE3 B 0CBODOXKIaBaHe, Ce N0AcOpABA Che CHTATTIHITTHH | C& BIOINABA NPH jeYeHne ¢ [IAMKA3H].
YecToTaTa Ha XHNOTNMKEMAA B IPYNaTa Ha cHTarmanTHA (4,9 %) ¢ 3HaYHTEIHO No-HHCKA OT Tasd B
Tpymara Ha rmmEsaa (32,0 %).

24-ceaMHIRO TNALIEGO-KOHTPONHPAHO KIMHAYHO OPOyIBaHe, BKIOYRAMO 660 nauyeHTH €
NpeAHASHAYEHO Aa OUEHA e(pHKacHOCTTa BOACHA J0 HAMANABAHE HA HHCYJHHORHTE JIO3H H
GesonacHocTTa Ha cHTaraunTHH (100 mg BeZHEX THEBHO), KOTATO ¢ NPUbABEH KbM HHCYJIHMH IMap:KyH
cbe WK 6e3 MeThopmus (more 1500 mg) mo Bpeme Ha HHTeH3R(HUUNPAHETO HA HHCYITHHOBATA
Tepamad. IIpH namienTy, npremMamy MeThOPMHUH, H3XoaHaTa cTofinoct Ha HbA . ¢ 8,70 % u
HAYANHATA 1034 HHCYNuH e 37 IU/nuenHo. [lanueHTHTE Ca HHCTPYKTHPAHH ia THTPHPAT TAXHATA A033
HHCYJTHH TMIapKHH BE3 OCHOBA HA CTOHHOCTHTE HA KPLBHATA 3aXap HA IMAJHO, H3MEPEHH UPe3 KPBBCH
Tect ¢ yboxnane Ha npbera. [Ipn mauueHTHTE, MTpHEMAIIH MeTGOpMEH, Ha 24-Ta cenMHIIa,
YBENMMABAHETO HA JIHeBHATA 1034 HHCYMHH € 19 IU/1HeBHO IIPH NALMEHTH, IEKYBaHH ChbC
CHTArmHITHH B 24 1U/nHeBHO mpu naipenTH Ha wianeGo. ITonmkasaneTo Ha HbA,, mpH
NEXyBaHH ChC CHTATIIMITTHH, METGOPMEH H HHCYIIHH ¢ -1,35 % B cpanHenme c -0,90 %
JEKYBaHH ¢ IWIanedo, MeThopMiH H HHCYTHH, paimika ot -0,45 % [95 % CI: -0,62; -0.£
Ha XHOOITHKEMHSA € 24,9 % OpH naitdeHTH, JIeKyYBaHH ChC CHTATTHITHE, METGOPMEIH
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37,8 % nmpu nanMenTH, JeKyBaHM ¢ IWianefo, MeTGopMHH ¥ HHCYIMH. Pa3sukaTa ce IbIDKH CCHOBHO
HA TI0-BHCOKHA TIPOLIEHT NaLKCHTH B IPYNaTa Ha mwianeGo, M3nuTany 3 MM NoBede ¢nu30/a Ha
xunornukemus (9,1 cipamo 19,8 %). Hama pazinka B 9eCTOTATA HA TEXKA XHIIOTTHKEMHAA.

Metdopmun

Mexanuzem na deiicmeue

Merdopmun ¢ GHrBaHHAKHA ¢ AHTHXMUOEPrAMKEMEYEH edeKT, NOHIKABAN KakTo §a3aNHaTa, Taka v
NNa3MEHATA TN0K03a cnel Xpanene, To#t He CTHMYIHPA UHCYTHHOBATA CEKpeLiMA H CIIENOBATENHO He
TpeAM3EHKA XHIIOTTHKEMAA,

MeTrdopmun Moke Aa AeliCTBa 110 TPH MEXaHH3MA:

- 4pe3 HAMAIABAHE NPOIYKIMATA Ha 9epHOAPODHA IIOK03a 2pes HEXKOHpaHe Ha
TNIOKOHEOreHe3aTa H INIHKOIeHONHN3ATA,

- B MYCKYJIHTE, 4pe3 yMepeHo NOBHIIABAHE HA HHCYTHHORATA TyBCTBHTENHOCT, moAoOpapaiike
nepudEepHOTO NoeMane ¥ YCBOARANE HA MTIOKO3a;

- qpes 3abaeaue Ha abcopbuuaTa Ha [MIOK03a B ThHKHUTE YepBa.

MeTdopMHH CTHMYJTHPa BLTPEKIEThYHMS CHHTE? HA [IHKOreH Upe3 Bb3aeHCTEHE BbPXY TTHKOTEH
CHHTeTa3aTa. MeTGOpMUH NOBMIMABA TPAHCHOPTHHS KANIALMTET HA COELH(AYHH THOOBE MeMOpaHHH
TpaHCOpTepH Ha rmoko3ara (GLUT-1 n GLUT-4).

Krunvuna egpurcacroem u fesonacnocm

Ilpu XopaTa, HE3aBHCHMO OT JeHCTBHETO CH BEPXY IIIMKEMHATA, METGOPMUH MMa OlaronpuATHH
ereKTH BBPXY THOHAHHA MeTaGonmzeM. ToBa ce JoKa3Ba IIPH TEPANeBTHYHA KOHIEHTPALVH B
KOHTPOJIHPAHH KITHHHYHH IIpOyIBaHHA CBC CpeHa NPOTBL/DKATEHOCT MAH JHATOCPOYHH KIHHHYHH
MpOYYBaHHA: METGOPMHH Hamanara ofwus xonecrepon, LDLc ¥ HHBaTa HA TPUTIHLIEPHAMTE.

IpocnekTHBHOTO pasaeMusHpato (UKPDS) npoyysase € yCTaHOBRIO TbIrocpodHaTa Ionsa oT
HHTCH3HBHHA KOHTPOJI Ha KPHEHATA 3aXap NpH IAaber THN 2, AHANMIBT Ha pe3yNTaTHTE ITPH
NANHEHTHTE C HATHOPMEHO TErTI0, IEKYBaHH ¢ MEeT(OPMHH clle] HEYCTIEX ¢ AHeTa CAMOCTOATETHO
MOKA3BAT:
- 3HAUMTEIHO HaAMAICHRE HA A0COMOTHHA PHCK HA CBbpP3aHUTE ¢ AHadeTa YCTOXKHEHHA B TpyIaTa
Ha MeThopmEH (29,8 cr6uTHA/1 000 NALACHTOTONAAHN) CIIPAMC AHETA CAMOCTOATENIHO
{43,3 cp0uTRA/1000 namsenToroauny), p=0,0023 ¥ crpsaMo TPYIHTE Ha KOMOHHAITIA CHC
cyndoHATYpeiiHo NMPoH3BOAHO H MOHOTepanus ¢ HHCYHH (40,1 coburaa/1000
nangeHToroannn), p=0,0034
- 3HAYHTENHO HAMAICHAE Ha aGCOMOTHHSA PHCK OT CEBP3aHaTa ¢ MHafeT CMbPTHOCT: METHOPMHH
7,5 cpburnsa/1000 naupeHTOro MMHE, [HETa CAMOCTOATENHO
12,7 cx06urnn/1 000 nanverroroansn, p=0,017
- 3HAYHTEIHO HAMATICHHE Ha a0COIBOTHHA PHCK OT 00mAaTa cMBPTHOCT: MeT(OPMHH
13,5 cu6HTHA/1000 NaHHEHTOTOAHNE CIPAMO JHETA CAMOCTOSTENHO
20,6 ¢cx6uTHA/1000 naumentoroannn, (p=90,011) ¥ cupamo rpymATe komGuHEpana
CyAPOHITYPEHHO TPOUBOAHO H MOHOTEPANHA ¢ HHCYAHH 18,9 chrTHa/1000
nammeHRToroauEM (p=0,021)
- 3HAYHTETHO HaMAleHne HA afCOMOTHHAA PACK OT MHOKapAieH HHGbApKT: MeTdopMuH
11 cu6uTHa/1000 namueHTOrOMHM, JHETA CAMOCTOATENHO
18 cu6rmia/ 1000 naumenroroanay, (p=0,01).

TECOS e pannoMusupao npoyqsaHe npH 14 671 nanmenTH B intention-to-treat MOMyIALKATA ¢
HbA,. > 6,5 0o 8,0 %, ¢ ycTaHoBeHO CHPASSHO-CBAOBO 3a60/1BaKe, KOHTO MOTYYaBAT CHTATTHITHH
(7 332) 100 mg aneBHO (WmH 50 mg ANEBHO, KO HIXOMHNTE CTOHHOCTH Ha eéGFR ca> 30 n

< 50 ml/muw/1,73 m?) win nnane6o (7 339), noGapeHn KM 0GHUAHHNTE [PIDKK CHINACHO MECTHHTE
cTannapTH 3a HbA. H cbpaeano-cbnosn puckopu daxropi. [Tauments ¢ eGFR < 30 ml/mun/1,73 m?

>75 ronuns ¥ 3 324 naukenTy ¢ 6L6peunc yspexaane (€GFR < 60 ml/mun/1,73 m?).

Ile BpeMe Ha npoygeaHeTo, ofINATA H3UHCTeHa cpefHa pasauka (SD) B crofiHocTrTe H
TPyNHTE Ha CHTATTIHOTHH K mianebo e 0,29 % (0,01), 95 % CI{-0,32, -0,27); p < 0,001
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II=peA9HaTa kpaitaa Todka 0 OTHOLIEHHE Ha ChPIEYHO-CHAOBATA CHCTEMA € CBCTABHA OT TbpPBATA
NOABA HA CHPAETHO-CLAOBA CMBPT, HedaTaneH MUOKapeH HHpapKT, Aedaranet HHCYIT HIH
XOCTIHTANH3aLEA Mmopagy HecTabnnHa cTeHokapaus. BropuaauTe kpaliHy TOUKH 00 OTHOMIEHHE HA
CEPIEHHO-CHI0BATA CHCTEMA BKIIFOYBAT [THPBATA NOABA Ha CHPAETHO-ChA0BA CMBPT, HedaTanen
MUoKapZieH HEapKT Win HedaTajieH HHCYJIT; MbPBaTa N0ABa HA HHANBHIYaNHHTE KOMIIOHEHTH HA
ITbPBHIHATA CBCTARHA; 00MIa CMBPTHOCT M XOCTIHTANH3A1AM TOpaIH 3acToiHa ChpAeYHa
HEIOCTAThIHOCT.

Cnen npocnensBane ¢ MeHMaHa Ha IPOALIKUTENHOCT OT 3 TOJMHHA, CHTATIAIITHH HE MOBMINABA PHCKA
OT FOJIEMH HEXKENAHH ChPASTHO-ChAOBH ChOUTHA HIH PHCKa OT XOCTIMTAM3ALHA MOPatH CEPAEYHa
HEIOCTATHIHOCT, KOTATO ¢e Jo0aBa KbM ofHualiiaTe IPHXH NpH NALHEHTH ¢ aHabeT Tun 2 B
cpaBHEHHE ¢ o6uaalianTe rpmkn G6e3 curarnnnTiH (Tabnaua 3).

Tabanna 3: YecToTn Ka KOMOHHHPAHH ChPAEYHO-CHAOBY PE3YATATH H HA KIWYOBH BTOPHIHH
PeIyITATH

Curacannraa 100 mg Tlaane6o
YecToT2 YecroTa
Ha HA
100 nann 100 nanm | Koedanaenr na P
¢HTOrOAH eHTOTO0B PHCKA cToiinoc
N (%) HH* N (%) u * (95% CI) T
Ananns B Intention-to-Treat nonyanuaTa
Bpoii naunenTe 7332 7339
ITLpBHYHA CLCTABHA Kpaiina
TOMKa
(Crpacano-cua0BA CMLDT,
Hedaranen MuoKapIcH HEapKT,
HedaTancH HHCYNT HAR
XOCTIHTATH3ANEA, IOPAIYE
HeCTabHNHA CTEHOKAPANA ) 839(11,4) 4,1 851 (11,6) 4,2 0,98 (0,89-1,08) <0,001
BroprvHa cecTaBRa Kpaiina
TOUKA
(CBpagano-cBHAOBA CHLPT,
BedaTaneH MHOKapAeH HHpapkT
AN HedaTaneH HHCy ) 745 (10,2) 3,6 746 (10,2) 3,6 0,99 (0,89-1,10) | <0,001
BropuueH pesynrar
Crpreato OBA CM
pAeaHo-ChA i 380 (5,2) 1,7 366 (5,0) 1,7 1,03 (0,89-1,19) 0,711
Bearaxnp BRI, MHOKApASH
mugapxt (patarcs n sedatanen) | 300 (4,1) 14 316 (4,3) 1,5 0,95 (031-1,11) | 0487
Beaxakbe pen BHCYIT (aTanen
# edaraicy) 178 (2,4) 0,8 183 (2,5) 0,9 0,97 (0,79-1,19) | 0,760
XocnHTanH3auns nopaam
HeCTa0HIRa CTEROKapIA 116 (1,6) 0,5 129 (1,8) 0,6 0,90 (0,70-1,16)
CMEBpT DOpand BCAKAKBa
HpHYAHA 547(1,5) 25 537(7.3) 2,5 1,01 (0,90-1,
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Curarnaoran 100 mg ILnauneGo
YecToTa HeeToTa
HA HA
100 manu 100 nany | Kocdunuent na P
ERTOreaAH CHTOTOAH pucka CcTOHHOC
N (%) nE* N (%) ua * 95% C1) T

XOCTIHTaMH3AIMA, NOpaaH
CEPASER HCIOCTATLTHOCT! 228 (3,1) LI 229 3,1) 1,1 1,00 (0,83-1,20) | 0,983

* Yecrorara Ha 100 nagueETOr0MHHA € A3YAECHCHA kato 100 x (ofmua Gpoll narmmesTH ¢ > 1 criMTHE N0 BPEME Ha
JOMYCTHMHA LEPHOK HE €KCIIO3ALHAA CpAMO ofImid Gpoit NAMeHTOrOAMHN HA MPOCACAABAHE).

¥ Br3 0cHOBA Ha MoJeNn Ha Cox, cTpaTAdHIMPAH N0 PErkoH, 38 ChCTARHATE KpAHHA TOUKH, P-CTOHHOCTHTE CROTBETCTBAT HA
TECT 33 HEHH(EPHOPHOCT, THPCEM Ja TIOKAXKeE, 9€ KOS UIMERTET Ha PHCKA ¢ N0-MaThK oT 1,3. 3a BeHtikH ApYTH Kpaig
TOYKH P-CTOHHOCTHTE CHOTBETCTEAT HA TECT 32 PA3HKNTE B KOS MIMCHT Ha PrCKa.

+ AHATHILT Ha XOCHHTATHIAUMATA NOPATH CHPACTHA HEIOCTATHIHOCT € KOPUIHDAH 34 AHAMHE3A 33 CHP/ACHHA

HEAOCTETLIHOCT HA H3XOTHO HUBO,

IMenpaTprgHa nomynanius

EsponefickaTa areHIHs N0 eKapeTBaTa 0CBOGONIABA OT 3aXbIDKEHAETO 32 NPEJOCTABAHE Ha
PE3YATATHTE OT NPOYYBAHMATA CBC CHTATHITHH-METGOPMHH TAGNETKH BB BCHUKH NOATPYIIA HA
NeAHATPHYHATA NOYNalus chC 3axaped guaber Tan 2 (px. Touka 4.2 3a mEdoOpMaLlg OTHOCHO ynoTpeba
B NETHATPHATA).

BesonacHocTTa H €(pHKACHOCTTA npu A00ABAHE HA CHTACTHIITHH NPH NSAHATPAIHA NalHEHTH Ha
pe3pact ot 10 go 17 romunn ¢ AuadeT THN 2 K HealleKBATEH IHKeMHYEH KOHTPOA HA MeT(OPMEH, Che
HIIH O3 HHCYJIHH, ca OlLIeHeHH B JIBe MPOYYBaHKA 33 NepHoX oT 54 ceamuup. JobasaHeTo Ha
CHTATAKNTHH (IPHAOKEH KATO CHTACIKOTHHMETHOPMHH HIH CHTAMIHITHHAMET(HOPMHH ¢
yawmkeHo ocpoboxaasane (XR)) e cpapreHo ¢ JoGapsHeTo Ha Wiauebo KM METHOPMHH HAH
MeropMun XR.

Maxap o Ia ce AEMOHCTPHpa NNPERB3X0ACTBO N0 OTHOMICHHE NoHIDKaBaneTo Ha HbA . 3a
CHTarnHnTHE+MeThopMun/ curarnnrTas+MeTdopmun XR Hax MeTdGopMHHA Ha ceaMHIIA 20 npu
cOOpHHA AHATH3 OT T€3H OBE MPOYIBAHUA, PE3YNTATHTE OT OTACMHATE MPOYYBAHHSA €A HECHBMECTHMH.
Ocsed ToBa, He ¢e HalMomaBa Mo-BHCOKa epHKACHOCT HA CHTATTMITHH+MeThopMHR/
cHTarmunTHE+MeTdgopmun XR B cpaHerye ¢ MeTdopMuH Ha ceamuna 54. Cnepoarento, Curaben
Mert He TpaGpa na ce A3NONRBA NPH NEARATPHMHM MALMEHTH Ha Bb3pacT oT 10 no 17 roauuu nopaau
HEJOCTAaThaHA ePUKACHOCT {BiK. TOUKa 4.2 32 HH(OPMAIHA OTHOCHO yroTpe(a B NeauaTpHaTa).

52 @apMaKoKHHECTHYHH CBOICTBA

Crraben Met

IIpoyusannaTa 3a  OHOEKBMBANEHTHOCT  OPH  3ApaBM  YJaCTHHUM  MOKa3gar,  4e
CHTArTHNTHH/METGOPMHHOR  XHAPOXIOPAN) KOMOHHHpaHM TabneTku ca OHOCKBHBAIIEHTHH Ha
€IHOBPEMEHHOTO NMPHIOKEHHE HA CHTAIJIMOTHH XHAPOXJIOPHA H METHOPMHHOB XHMAPOXJIOPHA KATO
OTAEenHNTAGIETEH.

CriepHHATE DAHAN MOKa3BAT GaPMAKOKHHETHIHATE CBOHCTBA Ha OTACITHHTE aKTHRHH BELISCTBA Ha
Curaben Mer.

CHTaNHITTHH
Abcopbyun

Crnen nepopanso npuncxenne Ha 103a 100 mg Ha 3ApaBH yJacTHHI, CHTAMVIHIITHH 6Bp30 ce
albcopOrpa, ¢ JOCTHraHe HA MMKOBH MIA3MEHH KOHUEHTpaUHH (MeaAHaHd Tma) 1 Ko 4 waca
TIPIWIMKEHAETO, cpeaHa wrasMena AUC Ha curarmunTad 8,52 pMshr, Cua 950 nM. AGc
6HOHANHYROCT Ha CATATTIHIITHE ¢ npuGmiuTendo 87 %. Thil kaTo NpHEMAaHETO Ha ¢

17



eIHOEpeMeHHO ¢ (oraTa Ha Ma3HHHH XPaHA HE NOBMHABA (papMaKOKHUHETHKATA, CHTATJIHIITHH MOXeE Ja
ce NpHara cbe Wik Ge3 xpana.

I[Inasmenara AUC Ba CHTArTHNTHH Ce TIOBHLIABA N0 033 NPOTIOpUHOHANEH HawAH. Jlo3a-
MPONOPIHOHATHOCT HE € YCTAHOREHA 33 Crar B C24usca {Cmax €€ NOBHIIABA NOBEYE OT A032-
TIPONOPLHOHATHO, 8 Cr4aaca €€ YBEIHYABA NM0-MATKO OT 1033-TPONOPLHAOHATHO).

Paznpedenenue

Cpemns ofeM Ha pasnIpeNcACHHE B CTALMOHAPHO CHCTOAHHE CE] eJHOKPATHA HHTPABSHO3HO
OpuAckeHa A03a o1 100 mg cHTarMNTHH HA 3APaBH YIACTHHLM € nprbnuaarenno 198 nurpa.
@paKuMATa CHTATIHITAH 00PaTHMO CRBP3aHa ¢ IVIA3MEHATE NPOTeHHH ¢ HHcKa (38 %).

Buompancgopmayun
CHTarTMITHH C€ €TMMHHHPA OCHOBHO HENPOMEHEH ¢ YPHHATA, 8 METAGONTH3MET € BTOPOCTeNEHEH
wsT. [TpuGnusurento 79 % OT CHTAIMMOTHH ¢¢ eKCKPETHPA HENPOMEHEH B YPHAHATA.

Cnen nepopanna nosa ["*Cleurarnianmun, mpubiusurento 16 % oT panuoakTHBHOCTTA C€ €KCKPETHpa
KaTQ MeTaboNHTH Ha cHTAarnHNTHA. Ha HKBO Clieiy ¢34 YCTAHOBEHH IUECT MTAOOIHATA, KOHTO HE ce
0YaKBa N3 ICTIPHHACAT 34 IWIasMeHaTa DPP-4 uHXHOMTOpHA AKTHBHOCT HA CHTATTHIITHE. [n vitro
HPOYYBAHHATA NOKAIBAT, Y€ OCHOBHHAT €H3UM, OTTOBOPEH 34 OTPaHMTEHHA MEeTaGONHM3bM Ha
cutarnmunTil € CYP3 A4, ¢ yyactaero H Ha CYP2C8.

In vitro paHHWTE HOKA3BAT, Y€ CHTATTMITHH He € HHXHOuTop Ha CYP moennmnte CYP3A4, 2C8,
2(C9, 2D6, 1A2, 2C19 unn 2B6, 1 He ¢ mugyktop Ha CYP3A4 u CYP1A2.

Enumunupane

Cnen nmpunoskeHne Ha nepopansa Koza [“CleuTarienTus Ha 3ApaBy y9aCTHUIM, TPACAH3HTENHO
100 % or npmnoxKeHaTa paTHOAKTHEROCT Ce eNMMHUHNpa ¢ dexanuure (13 %) win ypuaara (87 %) no
€1Ha CeIMHLIA CTeH NPHIOKEHHETO Ha Ko3aTa. IIpUBHIHHAT KpaeH t1o ciea 100 mg mepopanHa ao3a
CHTarnMnTHH ¢ npubnusxTendo 12,4 yaca. CHTarTHIITHH ce HATPYTIBA CaMO MMHHMAIHO IIPHA
MHOTOKPATHO npuiarane. bBeOpeasuar kiHpbHc € npuGmHanTendo 350 ml/MaH.

EnMHMHAHpaHeTo Ha CHTATTIHIITAH CTABA OCHOBHO "pe3 6b0pedHa exckpela i BKNIOTBA aKTHBHA
TyOynRa cexpenus. CHTarmnTHR € cyGCTPaT Ha YOBEIIKNA OpradHyJeH aHNOHEH TpaHcmopTep -3
(hOAT-3), koiiTo Moxe GH ydacTea B 61-6pedHOTO ENIMMHHNHPaHE Ha CHTATNHNTHH, KTHHHIHOTO
sHauenue Ha hOAT-3 B TpaHCDIOpTA Ha CHTArTMNTHH HE € YcTaHoBeHo. CHTATMHITHH € CyOCTpaT u Ha
P-THKOTIPOTEHH, KOHTO MoXe OH yyacTBa M B MEIHHPaHETO Ha OBRGPEeTHOTO eNHMHHHPAHE HA
CHTArMHOTHH. B chMoTO Bpeme tMKIIOCHOPKH, €AMH P-TARKCIIPOTEHH HEXHOBTOP, He HAMANABA
6B6peunEs KNHPHHC Ha CATArAMNTHH. CHTarnunTHH He e cyGeTpar Ha OCT2 niu OAT1 mnu PEPT1/2
TpaHenepTepure. In vitro cHTarnanTen He notacka OAT3 (IC50=160 pM) i p-raukonporenta (oo
250 pM) MeaHHpaHis TPAHCTIOPT B TEPANEBTHIHO PENEBAHTHH IUIA3MEHH KoHIeHTpalH . [Ipn
KIHHHTHO MPOYIRaHe CHTATMITTHH HMa MAUTEK €(PEKT BBPXY N/Ia3MEHHTE KOHIECHTPAIMH Ha TUTOKCHH,
KOETO NOKA3EA, ¢ CHTAIMTHIITHH MoXe Aa ¢ cnab HHXHOHTOP HA P-INIHKOIPOTEHH.

Xaparxmepucmura npu nayuenmume
PapMaKOKHHETHKATA HA CHTATTHITTHH € KaTO L0 CXOAHA IPH 31PaBH YIaCTHHITH H IALHEHTH ¢
aurabet Thno 2.

Bvbpeyno yepeacoane
ITpoBengHe ¢ OTROPEHC NPOYYBAHE MPH €AHOKPATHO NPHNOKEHHE 33 OLEHKA Ha GapMaKOKHHETHKATA
HA HAMATEHA 1033 CHTAHNTHH (50 mg) Npu NalMeHTH ¢ palINdHa CTeNeH Ha XpoHAHO 6b0pedHo

YBpEXKJaHe B CpaBHEHHE ChC 3ApaBH KOHTpOH. [IpoyuBHaeTo BKIOUBa mawpenTH ¢ 6p6pedno

YBpEXJaHe B ICKd, YMEPEHa WIH TEXKa CTENeH, KakTo W nauuenTd ¢ ESRD Ha xemoananusza. O
TOR3, edexTute Ha GEOGpeTHO yBpexaaHe BEPXY PapMaKOKHHETHKATA HA CHTATIMITHH O
miabet THN 2 ¥ GLOpedHO YBpEKAAKE B Nekd, YMEPEHA HIH TEXKa CTeleH (BRIOTHTCTH
OLICHCHH YPE3 NOMyNaUHOHHH (apMakoKHHETHYHHA aHaNM3H.
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B cpaBHeRs€e Cbe 3ApaBA KOHTPONH, ITasMenaTa AUC Ha CHTAaIIHITHH ce IOBHHABA MPHOIU3HTETHO
1,2 0BTH NpH manMeHETH ¢ 0u0peuno yspexaHe B nexa creneH (GFR > 60 go < 90 ml/muH) 1
cr0TBeTHO 1,6 METH NpH maimenTH ¢ 6x0peuno yrpexnane B yMepena crened (GFR > 45 go

< 60 ml/muan). Thit KaTC pasMEPHT Ha IOBHIIEHHETO HE € KIMHHTHO 3HAYHM, HE C¢ HaJlara KOpHTHpaHe
HA 103474 [IPA TE3H MALMEeHTH.

Inazmenara AUC Ha CHTarNMITHH ¢ NOBHINABA NPAGIH3ATENHO 2 TLTH NIPH NalnenTd ¢ 6s0pedHo
yBpexnaHe B ymepeHa creneH (GFR > 30 mo < 45 ml/mun) ¥ npuGansurento 4 MeTH OPH NALHEHTH ¢
GubpevHo yepexaane B Texka crenel (GFR < 30 ml/MuH), pxmnountenno nauneRTH ¢ ESRD na
XemopHannza. CHTATTIHNITHH € OTCTPAHABA YMEpeHO npH Xemomrammsa (13,5 % 3a 3- mo 4-4acosa
XSeMOHANN3IHA CECHA 3aN09Bama 4 4aca cle/ TPANGKEHHETO).

Yepnodpobno yepescdane

He e HeoOXOAHMA KOPEKIIHA HA HO3ATA CHTANIMNTHH NPH NAITHEHTH C JEKO HIIH YMEPEHO
gepHoApobHO yepexaane (ckop no Child-Pugh < 9). Hama knHAYEH OMMT IIPH NALMEHTH ¢ TEXKO
4yepaoapobno yepexaane (ckop no Child-Pugh > 9). B ¢cbiioTo EpeMe, Thit KaTo CHTATAHIITHH C€
SITHMHHHPA OCHOBHO dpes GL0peluTe, He e 0HaKBa TEXKOTO YePHOAPOOHO YBpexKaHe Na MOBAHAS
BEDXY {2PMAKOKHHETHKATA HA CHTATIHIITHE.

Hayuenmu 6 cmapiecka ev3pacm

He ce Hamara kopexiAd Ha A032Ta B 3aBUCHMOCT OT BB3pacTTa. B3 ocHOBa Ha Nomy/JallHOHEH
(apMakoKHMHETHYEH aHaNn: Ha gannn ot Oasa I n Gasa I spapacTTa He 0Ka3Ba KIIHHHTHO 3HATHM
efexT BrpXy dapMakOKHHETHKATA HAa CHTACIAITHH. YJacTHHLMTE B CTAapUecka B3pacT (65 1o

80 rosnam) mMar npudnu3ATenHo 19 % NO-BUCOKH IUTA3MEHH KOHUEHTPALIAH HA CHTATIIHIITHH B
CPaBHEHHE ¢ MO-MAAAH YIaCTHHIIH.

{leduampuuna nonynayun

PapMAKOKHHETHKATA HA CHTArTHOTHH (efHHMYHA A03a 50 mg, 100 mg mnu 200 mg) e m3cneasaHa
npy NeARaTpHYHH NauueHTH (Ha Bb3pacT oT 10 a0 17 rogusn) ¢ graber Tvm 2. I[IpH Ta3H NOMyaiHA,
AUC Ha CHTANTHITHH B IUTA3MATa, KOPHTHPAHA COPAMO 103aTa, ¢ NpubamuTtenuo 18 % no-Hucka
OTKOJIKOTO IIPH BE3PacTHH HalMeHTH ¢ AHabeT Tun 2 nph goza 100 mg. He ca npoeexnaHH
NPOYYBAHHA ChC CHTArMHNTHH HPH NeAUATPHYHA NALMEHTH Ha Bb3pacT < 10 roamHu.

Jpveu xapaxmepucmuxu na nayuermume

He ce nanara xopeknns Ha f03aTta B 3aBUCHMOCT OT IO, paca HIH HEJEKC Ba TelecHa Maca (BMI).
Te3u XapaKTepHCTHKH HAMAT KIIHHHYHO 3HAUAM e(eKT BEPXY (JapMAKOKHHETHKATA HA CHTATIHITTHH
cnopes kOMCHHHpPAHHSA aHAIM3 Ha papMakoKHHeTHUHHTE TaHHH 0T Pasa I 1 nonynanHeoHeH
(apMakoKkHHETHYEH aHanK3 Ha AaHHH oT Pasa I u Paza 11

Merhopmus
Abecopbyus

Cnen nepopanta ac3a Merdopmud, Toax ce aocTura a0 2,5 waca. AGcomoTHaTa GHOHANHIHOCT Ha
tabnetka mergopmun 500 mg e nprGamaTenHo 50-60 % npa 3apaen ydacTHHIM. Cnea nepopanya
no3a, HeaGcopbuparara dpaxina, oTkpHaTa EbB deramure e 20-30 %.

Cnen nepopanes npueM, abcopbumara Ha METGOPMHEH € HACHIIAILA C& W HembrHa. CMATA ce, e
$apMakoKHMHETHKATA Ha abcopOunaTa Ha MeTGOPMHH € HeaMHe#Ha. [Ipn 0buvalinn Jo3u meTdopmun
H JIO30BH CXEMH, [U1a3MEHHTe KOHIEHTPALMH MDA CTANHOHAPHO ChCTOAHME Ce IOCTHTAT B PAMKHTE Ha
24-48 gaca 1 xaTo A0 ca me-Manko ot 1 pg/ml. [py KOHTPONHPAHYM KIHHHYHH K3THTBAHAS,
MAKCHMATHHTE TUTasMEeHH HHBa Ha MeTHOPMHH (Cia) HE MpepHIaBaT 5 pg/ml, ropH OpH
MaKCHMAITHH J03H.

XpanaTa HaMalABa cCTemeHTa H cnabo 3abana aGcopbuusra Ha MeTdopmus. Clies NPHAOKEHHE
Jo3a ot 850 mg, ce HaOmogapa 40 % no-HHUCKA [IHKOBA IUTA3MEHa KOHUEHTpaLus, 25 % B
AUC u yrpiokapane ¢ 35 MHHYTH Ha BPEMETO 10 AOCTHIMHE Ha MHKOBA NNa3MeRa KOHIIE
KnHHWYHATA 3HAYHMOCT HE € H3BECTHA.
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Pasnpedenenue

CELp3IBaHeTo ¢ IUIa3MEHHTE NPOTEHHHA e He3HATHTENHO. MeThOpMUHE ce painpenens B ¢pHTPOLIMTHTE.
KpBBHHAT NHK € NO-HHCHK OT IUIa3MEHHA ITHK H C€ NOABABA TPHOII3HTEAHO [0 CHINOTO BPEME.
YepeeHNTE KPBBHH KNETKH Hali-BepOATHO TIPEACTARMARAT BTOPUYEH KOMIAPTHMENT Ha
pasnpenenenue. Cpennuar Vd saprpa Mexay 63 — 276 1.

Buompancghopmayus
MeT¢$opMHE ce exCKpeTHpPa HEMpOMeHeH B ypuHara. IIpH Xopara He ca YCTAHOBEHH METaGbOMHTH.

Enumunupane

Bropeunnar KIAPEHC Ha MeThopMHH € > 400 ml/MuH, KoeTo HoKa3Ba, 9¢ MeT(POPMHH ce ETAMHHHApA
qpe3 roMepynHa ¢uiTpamma A TyGyiHa cexpenis. Clied nepopaitHa 103d, MPABHAHMAT TEPMHHATIEH
€IHMHHALHOHEH NOJTyAXHBOT ¢ NpEOmMI3HTENHO 6,5 Jaca. Korato 6n.0peunata dyHKIHEA € yBpeaeHa,
61L.0peTHNA KIAPBLHC ¢e HAMANARA B ChOTBSTCTBHE ¢ TO3H HA KPEaTHHHHA H CNIC/OBATENHO
€THMHHAIMOHHAAT NOJYKHABOT Ce YIBDKABA, KOSTO BOAH A0 MOBHINCHH HABA HA METGOPMHH B
TUIa3MaTa.

53 TIpegkaHHuYHH Z3HHH 32 Oe30macHOCT
He ¢a npoBexIanH MpOy9YBAHMA C XXHBOTHH cb¢ CuTaben Mert.

Ipu 16-ceaMuIny NPOYIBAHMS, B KOHTO Ky4eTa €2 TPETHPAHH HIH ¢ MET(OPMHH CAMOCTOATE/THO HIIH
¢ kOMOHHANNA OT METQOPMHH B CHTATTTHITHH, He ¢ HabNoaBaHa NONBIHATENHA TOKCHIHOCT OT
xoMmOuHatmaTa. NOEL B Te3R NpoydBanus ce Ha0mOIaBa MPH €KCIOSHUMA Ha CHTATTIHITTHH
MpUBAH3ATENHO 6 THTH NO-BHCOKA OT TA3H JIPH XOpa H NPH KCTIO3HIHA Ha MeThOPMUH
NpuGIH3ATENHO 2,5 ITbTH NO-BHCOKA OT TA3H MpPH Xopa.

CnennuTe JAHHH Ca HAXOAKH IIPH NPOYYBAHHUS NPOBEACHH ChC CHTAMNIMNTHH WIH METHOPMHA
CaMOCTOSATEITHO.

CHTarTHITH

Brbpedna u 9epEOApOOHA TOXCHIHOCT c¢ HAb/I0ABA IPH FPU3AYH NPH CTOHHOCTH Ha CUCTEMHA
€KCITO3HIIHA 58 MBTH NO-BHCOKH OT HABOTO HA EKCTIO3HLMATA TIPH X0pa, 2 HHBOTO be3 edexT ¢
onpezeneHo Ha 19 META DO-BHCOKO OT TOBA NPH X0pa. AHOMANKH Ha pe3iTe ¢ HabmonapaT npu
IUTBXOBE NPH HHB& HA €KCIIOIHLMAA 67 ITbTH TO-BHCOKH OT HHBOTO HA KNHHHYHA EKCHO3HLNA, HEEOTO,
63 edekT NpH TAa3H HAXOAKA € 58 MLTH MO-BHCOKO, CHITACHO Pe3yaTaTHTE 0T 14-CeMIMHYHO
NpOyYBAHE MTPH IUILXO0BE, 3HATEHHETO Ha TE3H HaXOIKH TIPH XOpa He € U3BeCTHO, TPaH3uTOpHH,
CBBP3aHH ¢ NeveHHeTo (M3HIEeCKH NPOABH, HAKOH OT KOWTO NPESINONAraT HarHdHeTo Ha
HEBPONOTHYHA TOKCHIHOCT, KaTo AHIDAHE ¢ OTBOPEHA YCTA, CANMBALHA, eMe3HC Ha Oana r4Ha,
aTakcHd, TpenepeHe, HAMAICHA AKTHBHOCT WIUTH H3TLpHeHa 1103a ce HabmoAasaT NMPH KydeTa NpH
HHMBa Ha €KCIO3HLAA MPHOMM3NTENHO 23 MBTH NO-BHCOKH OT HHBOTO HA KIMHUMHA eXcno3us. OcBeH
TOBA, MHOTO JIEKA A0 JI€Ka KOCTHO-MYCKYJIHA JereHepalia ce Habmo aBa H XHCTOROFHUHO MPH J03H,
JABAINH HHBA HA CHCTEMHA €KCIIO3HINA MPHONH3UTENHO 23 MBTH 110-BHCOKH OT HHBOTO HA
eKCTIO3MUNA TIpH Xopa. I1pn Te3u pe3ynTaTd, HABOTO Oe3 eekT e mpH eKCIIo3MIMsA O-KpaTHO 110-
BHCOKA OT HHBOTO Ha KIHHWYHA €KCHO3HLMA.

CHTarmHITHH He IoKa3Ba FEHOTOKCHUHOCT B X044 Ha [MpeAKIHHEYMEH Npoy4sania. CHTATHOTHR HE ¢
KaHIIepOreHeH NPH MHUIIKH. [IpH NobX0Be HMa NOBHIEHA YECTOTA Ha YepHOAPOCHH aNIeHOMH H
KapIMHOMH IIPH HHBA HA CHCTEMHA eKCIIO3HIMA 58 IBTH TIO-BACOKH OT Te3M NpH Xopa. Tuii kato e
YCTaHOBEHO, Y€ XENATOTOKCHYHOCTTA KOPEHpa ¢ HHAYLHPaHeTo Ha 9epHOApo0HA HEOWIA3HA IPH
TUTEXOBE, Ta3H NOBHIICHA YECTOTA Ha YePHONPOOHH TYMOPH NPH IUIBXOBETE € BEPOATHO BTOPHUHA,
BCNCACTBHE HA XPOHHYHA XENAaTOTOKCHYHOCT NPH TasH BHCOKa A03a. [lopaas BHCOKATa rpaHHIA Ha
6esonacnoct (19-METH NO-BACOKA NPH TOBA HHBO Ge3 edeKT), TE3W HECILTACTHIHH IPOMEHH HE g
CUHTaT PEIEBAHTHH 3a X0pa.

He ca Habmogasanu cBbp3aHy ¢ IeYeHHETO ¢hekTH BBPXY epTHaNTeTa MPH MBKKH K
MTBX0BE MOTYIHIH CHTATMIITHH IIPEAN H 110 BpeMe Ha YH{TOCBaHe.
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Ipu mpoyvBale BHPXY Npe~/TOCTHATATHOTC Pa3BHTHE HA IUTEXOBE CHTALTHIITHH H¢ N0KA3Ba HEXEIaHH
PpeaKIDIH.

IIpoy4BaHuATa BEPXY PEHPOAYKTHBHATA TOKCHIHOCT NIOKA3BAT HAIHYHETO Ha CBbP3aHa C JIEY¢HHETO,
JIek0 yBeIHYCHA YeCTOTa Ha MandopManya Ha pedpa Ha deTyca (IMIICBAITH, XHITOTUIACTHYHH H
IUIABAIIM pebpa) NpH NOKONEHHETO Ha IUTBXOBE PY HHBA Ha CHCTEMHA €KCTIO3HL{AA TIOBEYe OT

29 MLTH NO-BHCOKH OT Te3H IpH X0pa. TOKCHIHOCT Ha MaliKkaTa ce HaOMmo1apa IIPH 3akilH NpH HUBA
noeede o1 29 MbTH NMO-BUCOKH 0T HHBATA HA EKCIOZHLMA MpH X0opa. [lopagy BACOKATa rpaHRIA Ha
Ge30nacHOCT, Te3H HAXOMKH HE NIPSANONAraT ChIIECTEYBAHETO HA CHOTBETEH PHCK 33
PEIPOAYKTHBHOCTTA NPH XOpa. CHTArHITHHE C¢ CEKPETHPA B 3HAYHMHA KOJAHIECTBA B MIIAKOTO Ha
JIAKTHpANIM LIkX0Be {OTHOIEHHE KbpMa/iasMa: 4:1).

Merdopmun

TIpeaXNHHMYHHTE KaHKH 32 MeT(OPMHH He pa3KpUBaT 0co0eH PHCK 3a Xopara Ha 6a3arta Ha
KOHBCHUHOHANHH (papMaKOIHTHYHH NPOYUBAHHA 3a (€30MacHOCT, TORCHIHOCT IPA METOKPaTHO
NIPUIArale, reHOTOKCHIHOCT, KapLHHOTEHeH IOTEHIHAN, PeNpOSyKTHRHA TOKCHIHOCT,

6. ®APMAIIEBTHYHH JAHHH

6.1 CnHebK HA NOMOIHHTE BELECTBA

Anpo na TaGnetkara
nosHaon K30 (E1201)

MHKPOKPHCTATHA Henynosa PH102 (E460)
KpPOCTIOBH/IOH

HATPHER CTeapHiIdymapar
DHIMOBO NOKPHTHE

NONB{BHHIUIOB a[IKOXON)
MaKporon

THTaHOB Anokcha (E171)

TaNK

4epBeH Kenesed okena (E172)

qepeH KeneseH okcun (E172)

6.2 HecnBMecTHMOCTH

Henpunoxumo

63 Cpok Ha rogHocT

2 roguHR

6.4 Cnennanns ycroBHS Ha ChXpAHCHHE
Jla ce chxpaHsBa Ha MACTO, HEAOCTHITHO 32 ACUA.
Ha ce chxpaHfABa B OpUrHHATHATA ONAKOBKA.
Ha ne ce cexpansea wan 30°C.

6.5 Bugn chbIBbpXaHME HA ONAKOBKATA

Benn nenpospagnd Onucrepu ot PYC/PE/PVDC 1 anymusHif,
Enun 6nacTep chabpxa 7 dpunmupann TabaeTku.
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PasMep Ha ONIaKOBKATa:

28 dunamypany Tabnetxn (1 onakoBka / 4 GnHcTepa)
56 ¢mnmmupann Tabnetku (1 onakoeka / 8 Gnucrepa)

6.6 Croennannu npeANa3HH MePKH HPH A3XBHPJISHE

HerznonipaHusaT NeKapcTBEH NPOSYKT HIM OTaAbLYHHTE MaTEpHanHd OT Hero TpAGBa 1a ¢¢ H3XBbpAAT
B CBOTBETCTBHE C MECTHHTE H3HCKBAHMA,

7. TIPHTEXATEJN HA PAIPEILIEHHETO 3A YTIOTPEEA
HOBEJI ®APMA EOO[

yi1. ,,OKonoBpscTeH b1+ Ne 36

Codna 1415, Bearapua

8. HOMEP(A)HA PAIPEIIEHUETO 3A YIIOTPEBA
Peructpaimones HoMep: 20220277

9. JATA HAITBPBO PA3ZPEIIABAHE/IOAHOBSABAHE HA PASPELIEHUETO 3A
YIIOTPEBA

JlaTa Ha mepeo paspemapane: 11.10.2022
10. JATAHA AKTYAJIM3UPAHE HA TEKCTA

01/2023
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