KPATKA XAPAKTEPHCTHKA HA HPOJAYKTA

1. VIME HA JIEKAPCTBEHUS TPOAYKT M3MLAHUTESTHA ATEHI{IAA N0 J'IEKAPGTBATA
Koamxa xapaxmepuciiKa & npOGYana - FuAcokens
Ansvrun [iyo 50 mg/850 mg duamupanyd rabretku KoM Pea, Ne 06\392/ k’?" ‘7J

Jansitin Duo 50 mg/850 mg film-coated tablets

paspeuane B 6L 1T AT 7k - =Y,
16 -05- 10

D/

2. KAYECTBEH H KOJIHHECTBEH ChCTAB

Iuazpaatiresy

Besnka TabneTka ChAbpAA CHTATMITIMH XHAPOXIOPKI MOHOXHMIPAT, EKBUBAIEHTEH Ha 50 mg
cuTarnunTyH (sitagliptin) 1 850 mg metdopmunor xuapoxiopua (metformin hydrochloride).

3a muIHYNA CIMCHK Ha NOMOMHKTE BENISCTBA BHKTE TOUKA 6.1,

3.  JIEKAPCTBEHA ®OPMA

OunMKpana Tabnerka (Tabnerka).

P0o308H NpoaBIrosaTH dUAMMpPaHH TaGNETKH, ¢ IENUTENHA YepTa OT €AHATA CTPaNa H HaanHc “SA” or
Apyrara cTpaHa.

Huamersp Ha Tabrerkara: 19,5 + 0,5 mm

Jemutennara wepTa He € NPeAHA3HAYUEHA 3a pa3aesiaHe Ha TabNeTKara.

4. KJMHUYHEN JAHHHA
4.1 TepaneBTHUHH NOKAIAHAN
Iipu BBIPACTHY NAUMEHTH CLC 3axapeH nuaber THN 2:

Anzurun dyo e mokasaH Kato JOMBIHEHHE KM AHETA M YIPAXKHEHHA 32 NOA0OPSBAHE HA TIHKEMHAYHUS
KOHTPOJI NIPH NALMEHTH, NIPY KOUTO HE € NOCTHTHAT 33JJ0BONMTENEH KOHTPON C MAKCHMATHATA
MOHOCHMA 32 TAX /1038 METGOPMHH CaMOCTOSTEIIHO MITH KOMTO Beve ce NeKyBar ¢ KoMOuuamus ot
CUTATHITTHH ¥ METHOPMHH.

SAnauran Jlyo e nokaszan B KOMOHHANHS Ch¢ CYNGOHITY peifHi IPOH3BOAHM (T.€. TPOHHO KOMBMHMpAHO
JIeYEHHE) KAaTO JOMBIHEHHE KbM IMETa H YIPAKHEHUS NPH (AUHEHTH, IPH KOWTO HE € MOCTHIHAT
3a0BOJIUTENCH KOHTPOJ € MBKCHMATHATE TOROCHMA 32 TAX 1032 MeT(hOPMYH 1 CyIpOHUIYpes.

Auspman [lyo € nokasan kaTo TPOHHO KOMGHHHPAHO JIEYEHHUE C NEPOKCHIOMEH MpoJIHpepaTop-
akTusupaH peuentop rama (PPARY) aronuert (T.¢. THa30MHIUHAMOH) KATO AOUBHEHHE KBM JHMETA M
YTpa:XHEeHHS DK NAUHeHTH, NIPY KOUTO HE € NOCTHIHAT 3aJ0BOMTENEH KOHTPOI ¢ MakKCHMATHATA
NOHOCKMA 33 TAX A03a MeThopMud u PPARY aroruct.

Huzuran yo ceimo € nokazal xaro fo6apka KbM MHCYIHH (T.€. TPOHHO KOMGHHHpaHo ne
AOBAHEHWE KbM AMETATA K YIIPAXKHEHHUATA 38 NOJOOPIBAHE HA NIHKEMHYHHA KOHTPO/L
KOraro noCTOAHHATA 1032 Ha HHCY/IMH W MeThOPMUH CaMOCTOSTENNHO He OCHTYpABa
FIMKEMHYEH KOHTpON.




42 Jlo3nponka H HAUHH HA NPHIGKEHAE

EOSI-{ POBKa

Ho3upoBKkaTa Ha AHTHXMIEPIIHKEMHUYHOTO JeueHue ¢ Ax3uTul [{yo tpadBa Aa Guae
HHAMBUAYaNHIHpata Ha (asaTa Ha HACTOAIMA PEXUM Ha MALHMeHTa, eeKTUBHOCTTA H TONEPAHTHOCTT,
KaTO He Ce NPeBHNaBaT MAKCHMAIHATA NMPeNopLYBaHa AHCBHA o3a OT 100 mg cHTarIMmTHH,

Buvapacmnu c nopmanna Gvopeuna gryuxyun (GFR> 90 ml/mun)

Ilpy nauneNTy, NPy KOUTO HE ¢ MOCTUIHAT 3aXOBOINTENCH KOHTPOA ¢ MAKCHMAIHATA IOHOCHMA 1038
METHOPMHH KAaTO MOHOTEPATIHS

ITpy nanueHTH, NpY KOKTO HE © NOCTHTHAT 33M0BOIMTENIEH KOHTPON ¢ MET(OPMHH CAMOCTOSTEITHO,
obuuaitnaTa HavanHa 1o3a TpAGRa A2 JOCTABH 1033 CHTATIMITHH B 1033 50 mg aBa meTH auesno (100
mg obia AHeBHa K034} ILNOC 1103aTa MeT(OPMHH, KOSTO BEYE € NIPHEMAH3.

IIpy NALWEHTH, KOHTO PEMHHABAT OT XHOBPEMEHHO IIPHIATaHE HA CHYAINIMITHH ¥ METHOPMUK
TTpu nauMeHTH, KOUTO MPEMUAABAT OT €AHOBPEMEHHO [IPHAAraHe Ha CHTAITIMITHH B METHOPMHEH,
nevenuero ¢ Ansurun lyo tpadea Aa ce 3anmoYHe ¢ 103aTa CUTANTHIITHR K MET(HOPMUH, KOATO BEYe €
fpuemMaHa.

Ilpy naupeHTH, NPY KOMTO He e MOCTHTHAT 330BOIMTENeH KOHTPOM ¢ ABOHHO KOMOUHHPAHO JIeHeHHe ¢
MAKCHMANHATA NOHOCHMa 1033 MeTHOPMHH_HM CyNdOHHIYpes

Ho3zara TpsbBa na NOCTABH CHTATTBITHH B A03a 50 mg aBa meTH Auepro (100 mg o6a qHeBHa 103a) H
no3a Merdopmut, nopobHa HA R03aTa, KOATO Bede ¢ npHemana. Koraro STiautyl [{yo ce usnonisa s
koMGuHalma CBe cynortyped, Moxe Jia ce HANOXKH yrnoTpebaTa Ha IO-HHCKA 71032 CYAGOHKUITYyped, 3a
J1a ce HAMAITH PHCKBT OT XHIOMTHKEMHA (BXK. Touka 4.4).

Ilpy nanmeHTH, NPH KOWTO HE e NOCTHIHAT 38A0BOJUTENEH KOHTPOI ¢ ABOWHO KOMOHHUPAHO JIeYeHue ¢
MaKCHManHaTa NOHOCHMA 0033 MeThopMiH 1 PPARY arouder

Ho3ara Tpabea 12 nocrasu cHTarmanTuH B 103a 50 mg aea mhtH axesHo (100 mg ofma gHeBHa 103a) 1
Ho03a MeTdopMHH, MOA06HA Ha 103313, KOSTO Beye ¢ IPUEMaHa,

IlpK nauMeHTH, NpY KOKTO HE € IIOCTHTHAT 3AOBONHNTE/CH KOHTPOI ¢ IBOHHO KOMOUHHPAHO JIEUEHHE ©
MHCYJTHH H MAKCHMATHATA TOHOCHMA 1032 MeThOpMHH

Ho3sara 1pabra Aa fOCTABH CHTAMTTMITHH B 4032 50 mg aBa e auesko {100 mg obma qHerHa 1033) U
I03a MeTHOPMHH, Nono6Ha Ha K0341a, KOATO Bewe ¢ npHemana. Koraro Snsutun Jlyo ce u3noassa B
KOMOMHAIWSA ¢ MHCYTHH, RUCKATa 1033 HHCYIHH MOXKe a € HeoGXoauMa 3a peylHpaHe Ha PHCKa OT
XHNOrNUKeMHUs {BK. Touka 4.4).

3a pasnuunmTe 1030 MeTdopmun, AwantHA [lyo ce npeanara B KOHUEHTPaMA MO 50 Mg CHTATTHITHH ¥
850 mg merdopMuHoB xuapoxnopua win 1000 mg MeTGOPMUHOB XHAPOXIIOPHI.

Bewuxe nanenTy Tpabea na NPOALILKAT NPenopbyaHaTa UM JHETA ¢ a1eKBaTHO pasnpeelicHHe Ha
npHeMa Ha BLINICXUAPATH 1PE3 AeHS.

Crneunanysu nomyiauun

Bwbpeuno yepexcoane

He ce nanara xopexunsa Ha 103ata fIpH NaUMEHTH ¢ JeKo OuOpeuHo yBpexaaHe (CKOpOCT Ha
raomepynsa pwiTpauys [GFR] > 60 ml/mun). Ipean zanoupaHe Ha IedeHne ¢ NpOLYKTH, ChALPKAIK
MeThopMHH, TpabBa Aa ce Hanpaey ouenka Ha GFR croliHocTTe, a cieq TOBA - IOHE BEAHBK
roaninho. ITpy nanueHTH ¢ NOBHINEH PUCK OT ITO-AATATHILHEO nporpecupade Ha 6bOpeuHo yBpe

Hanpumep Ha Beekd 3-6 Meceta.

3a npeAnoYKTaHe € MAKCHMANHATA JHEBHA 1034 MeThOopMHN aa Gnje pajjeneHa Ha
@aKTOpH, KOMTO MOT'aT d YBeSHHAT PHCKA OT JIAKTATHA aUiA03a (Bx. Touxa 4.4), Tps

GFR< 60 ml/Muy,



AKo He € ocTEITHA 103082 PopMa Ha SInauruH J{yo ¢ anekBaTHO KOJNHYECTBO HA AKTHBHOTO BEINECTBO,
BMECTO KoMOURaLuA ¢ PHKCHPpaHM 203K TPI6BA Aa Ce UAION3BAT OTAEIHUTE MOHOKOMITOHEHTH.

GFRmimig | Mexdopman CRIALABNTRE

60-89 Maxcumannama onegna 003 ¢ Maxcumannama Onesna 0o3a e
3 000 mg. Mooxce oa ce obmuciu | 100 mg.
HOHUIICABANE HA 003aMA €b8 8PLIKA ¢

HAMARAGAREMO na 6vopeynama
PyHryUA,
45-39 Maxcumannama Onesna 0o3q e Maxcumannama onesna 0os3a €

2 000 mg. Havamama do3a e Hati-mrozo | 100 mg.
NOAOGUHATA O MAKCUMARHAMA 0034,

30-44 Maxcumannama oneana dosa e Maxcumannama onesna dosa e
1 000 mg.Hauannama oo3a e nati-mroze | 50 mg.
HOTOBUHAMA OM MAKCUMARHAMA 003a,

< 30 Mempopmun e npomusonoxazan. Maxcumannama oneena dosa e
25 mg.

Yeproopobro yepexcoane
Arzurin dyo ne Tpabea na ce M3M0/13Ba NPH NALMEHTH ¢ YEPHOAPOGHO yBpexaane (Bxk. Todka 5.2).

Cmapuecka ev3pacm

Toit kato METGOPMHH M CHTArTUIITHH Ce SKCKpeTHpAT Ype3 GrOpeupre, Auswrun Lyo Tpabea aa ce
H310/1384 ¢ NOBHLIEHO BHUMAHKE NIPH HANpenRaHe Ha BB3pacTTa. Heo6xoauMo & MOHMTOpUpaHE Ha
616peunara QyHKLHA, 33 A4 C& NOANOMOTHE NPEANA3BAHETO OT CBLP3aHATA ¢ METHOPMEH JIaKTATHA
aluao3a, Hali-BeYe B cTapuyecka Bb3pact (B, Touxu 4.3 u 4.4),

Heduampuuna nonynayus

Snsurhn Jlyo ve TpaGBa Aa ce H3MoA3Ba NPy JAclia H IOHOIIH Ha Bh3pacT oT 10 1o 17 ronuds nopaau
HEeI0CTAThYHA epuKkacHOCT. HanuyHuTe NOHACTOAMEM JAHHH ¢4 ONHCaHH B TOYKH 4.8, 5.1 u 5.2, Janumet
HE € NPOyYBaH NPH NEJNATPUYHH NALHEHTH Ha BBb3pact non 10 roadHu.

HauuH Ha nprioxeHue
Huzutun {yo TpaGea na ce nprema fRa ITHTH JTHEBHO C XPaHA 3a HAMAIBAHE HA HEXKENAHHTE PERKLUHH OT
CTPAHA H3 CTOMAIIHO-YPEBHHA TPAKT, CBBLP3aHH ¢ METHOPMUH.

4.3 IlporaBonokaszanmn
Ausurua [yo e npoTHBONOKA3aH IPH NAUMEHTH CBC:

- CBPBXYYBCTBHTEIIHOCT KbM AKTHBHHTE BEWIECTBA WNM KbM HAKOS OT MNOMOIINHTE BEUIECTBA,
H3bpoeny B Touka 6.1 (Bx. Touku 4.4 u 4.8);

- BCEKHM THIT 0CTpa MeTaboaHTHa auMno3a (KaTo NaKTaTHa alnIo3a, TuabeTHa KeToaurao3a);

- NuabeTHa NpekoMa;

- Texka 6rOpeuna Henocrarsunoct {(GFR < 30 mi/Mun) (BXk. Toyka 4.4);

- OCTPH CLCTOSHHA ¢ Bb3IMOKHOCT Ja W3MeHAT Obopeunara dryHKUMA Kato:
- AeXuapaTaLs,
- TEMKN MHQEKIIAH,
- LIOK,
- BETPECHAOBO NIPUIOKEHHE HA HOAMPAHN KOHTPACTHH BEIIECTBA (BXK. TOUKE

- OCTPO WIH XPOHWYHO 3a60/1BaHe, KOETO MOXe Ja TIPHUMHK XUIIOKCHS HA THKAH
- CHpACYHA WITH PECIHPATOPHA HEJOCTATAYHOCT,
- CKOpOLIEH MHOKapAeH HHDapKT,




- INOK;

- YEPHOAPOGHO YBpPEKIaHE;

- OCTpa aTKOX0IHA HHTOKCHKAUHA, ATKOXOIMIbM,
- KbpPMEHe.

4.4 Coeusajdr OpeRyupexaeuns u DPeINasHn MEPKR npa ynorpeda

O6um
Snzutin Jlyo He TpabBa ja ce w3non3pa npu naumesTH ¢ Auaber TH | 9 He Tpabsa aa ce usnonspa 3a
JieueHue Ha qvabeTHa KeToaiMaAo3a.

OCThp NAHKPEATHT

VYnorpebara na DPP-4 mHxubutopy ¢ cBLp3aHa ¢ pRCK OT PaiBMTHE Ha OCTHpP NMaHkpeaTwt. [launeHTHTe
Tpabea na 6bAaT HHOOPMHPAHH 3a XAPAKTEPHHA CHMIITOM HAa OCTLP NAaHKPEATHT. NEePCHCTHPAIia, MHONO
CHIIHA KOpeMHa Boka. Cnex npexpaTaBaHe HA CHTAIUITHH ce HaGnoaaBa OTIYMABaHe HA TAHKPEATHTA
(chc wmm Ge3 noaTEPXKANIO NeYEHHE), HO B MHOTO PelKH Cliydau € choBmaBaHy 33 HEKPOTH3HpAL WK
XeMOparuieH MaHKpeaTHT W/HAH CMBPT. AKO ¥Ma ChMHEHWA 3a NaHKpeaTwt, TPAOBa Ja Ce mpeKpatd
npuema Ha SlH3uTel Jlyo U pyrv NOTERLMANHO NONO3MPAHM JEKANCTBEHH POAYKTH; ako €& NOTBHPIAH
OCTBD MaHKpeaTuT, MpHeMbT HA SrzaTun Jyo He TpaGsa ga ce pn3obHOBaBa. HeobxoauMo e noeumeno
BHHMaHHe NpH NALMEHTY ¢ AHAMHE?a 33 NaHKPeaTHT,

JlaxrarHa anmnosa

JlakraTHaTa aun03a, MHOTO PAIKO, HO CEPHO3HO MeTaBONIHTHO YCIOKHEHHE, HAW-YECTO HACTHIBA NPH
OCTpPO BiOilabaHe Ha GpOpevnaTa HyHKIMA, KApAHO-PECTIHPATOPHO 3a00NIABAHE WK CENCHC.
Harpynsarero Ha MeThOpMIH HACTBNBA NIPH OCTPO BAoLiaBate Ha 60pednaTa HyHKINA K yBeIMYaBA
PHCKA OT MAKTaTHE alHA03.

B cnyya# Ha aexuaparaiis (TexKo NOBphUIAHe, JHapHs, TPecKa Wil HaMalleH NPUEM Ha TEUHOCTH)
TpsA6Ba BpeMEHHO 1 ¢ CHpe IPHEMBT Ha METHOPMUH U € TIPENOPHUHTE/HO A2 CE YCTAHOBH BPhaKa C
MEIMUHHCKY CIeUHANHCT.

IpreMbT Ha NexapcTBEHH NPOAYKTH, KOHTO MOraT ocTpo 1Ja yBpeasT 6uGpeunata dynkims (karo
aNTHXHIIEPTENIHBHH cpeacTsa, auypetuun u HCTIBC) tpataa na ce 3amoyse ¢ BOBHILEHO BHUMaHHE
TpY NAUKENTH, JEKYBaHH ¢ MeTgopmun. JIpyrs pHckoBH (axTopy 3a NAKTATHA AUMI03a Ca NPEKOMEpPEH
NpHEM Ha ankoxon, YepHOAPoOHA HeJOCTATEYHOCT, HEIOCTATEYHO KOHTPONHPAH JHAGeT, KeTo3a,
MPOXL/DKATENHO raXyBaHe H BCAKAKBH ChCTORHHA, CBBP3aHU ¢ XHIOKCHS, KaKTO M eAHOBPEMEHHATa

ynoTpeba Ha AEKAPCTBEHM NMPOAYKTH, KOKTO MOTAT A2 IPUUHEST MAKTATHA aludo3a (B, Touxu 4.3 H
4.5).

TaunesTure w/we BonHorneaaunte Tpa6pa aa OboaT AGOPMUPAHY 33 PUCKA OT NIAKTATHA AUMA03A.
JlaKTaTHaTa aUMI03a Ce XAPAKTEPH3Hpa ¢ ALMAOIHA AMCHHE, KopeMua Gonka, MycKYTHH KpaMiH,
ACTeHHsA H XUIIOTEPMHN, NOCAEABaHH OT KOMa. B ciydaH Ha ChbMHEHHe 33 CHMITTOMH NAUMEHTET TpROBa
Aa chipe preMa Ha MeThOpPMHH H He3abaBHO /Ja NMOTHPCH JIeKapoKa MOMONE. JIHarHocTHYHHTe
NabOpaTOPHH HAXOMKM Ca MOBWKeHO KphEdo pH (<7,35), nosuIeny HYBA Ha NNA3MEHHSA JTAKTAT

(> 5 mmol/L) u noBuLIEHa AHHOHHA PANTUKA H CHLOTHOIICHHE JIAKTAT/IUpy BaT.

brbpeuna
Ilpenn 3anoupane Ha NevendeTo TpsGBa 1A ce HATPABH OLIeHKa Ha crofiHocTHTe Ha GFR H penoaﬂo cren

Ob1e BpeMEHRO CNPAH NPH Hanuyue Ha ChCTOAHHS, KOWTO IPOMEHAT Gu0peunara ¢
4.3).

XunornuxeMus

MNauyienTy, nosryuaaiiy SxH3uTHH J{yo B KOMOMHALMA CBC CYNQOHMAYPES HiH C HHCY.IH
H3OKEHH Ha PHCK OT XHRorymkeMus. CIIeI0BATENHO, MOXKE JA € HEODXONMMO HAMANABATE



CYMpOHUTYpEATa KK HE HHCYIHHA.

Peakip Ha CRPBXYYBCTBUTEAHOCT

HMma nocTMapKeTHHropy chODIIEHNS 33 COPHO3HH PEAKIMY HA CBPHXYYBCTBHTENHOCT IIPH NALMEHTH
NICKYBAHH ChC CUTATTMITTHH. Te3H peakilii BKIIOHBAT aHapHIAKCHA, aHTHOSHEM H eXChONHATABHI
CBCTOAHMS Ha KOXATA, BKIIOYHTEIHO CHHAPOM Ha Stevens-Johnson. HananoTo Ha TeaH peakiii HACTBITBA B
PaMKHTe HA MHPBUTE TPH MECELA OT 3aI0UBAHE Ha JISUCHHETO ChC CHTAMSIMITTHH, HAKOM CITy4au HACTHITBAT
CJie[] ITBPBATA 033. AKO CE 1OJI03MPa Peakila Ha CBPbXUYBCTBHTENHOCT, NPHEeMEBT HA Su3utun Jlyo pabea
J1a Ce TpexpaTy, TpaOBa ia e OUESHAT OPYTH NOTEHIMATHY NPHYMHH Ha CHOMTHETO K TpAOBA J1a Ce Ha3HAYH
anTepHaTUBHO NIeUeHHE Ha JHabeTa (K. Touxa 4.8).

Bynozen nemdmrons

ITpy natmenTy, npueMaitiy DPP4 HipoiGHTOPH, BKTIIOMMTENIHO CHTATAKITTHE, MMA NOCTMAPKETUHTOBH
crobmenua 3a Oynosen nemgurona. AKO UMa CHMHEHHS 3a GYII03eH eMGHUIOHT, NPUEMBT Ha STH3uTIL
Hyo 1pabea na ce npeycraHoBH.

Onepauisg
HAusnran [lyo 1padGea 2 ce cripe To Bpeme Ha ofepalys 104 o61a, CHRHATHA WM eNBAYPATHA AHECTE3UA.
Jlesenuero Moike na Gbje BE306HOBEHO He NO-paHo OT 48 uaca clie OrepalATa Wik BL30OHOBRBAHETO Ha

XPaHEHETO MpE3 YCTa, K NPY ycrosue Ye GrOpetiHaTa PyHKLUMA € OLEHEHa OTHOBO ¥ € YCTAHOBEHO, e €
cTabuHa,

Ilpnncxende ua HolnkpaHy KOHTPACTHY BELLECTRBA

Brpecsa0BoTO NPHIOKESHHEE HA HOMKPAHH KOMTPACTHH BEIIIECTRA MOXKE Jia I0BEJIE 10
KOHTPACT-UHIYLMPaKa He(DPOTIATHSA, BOJCIUA 10 HATPYTIBAHETO Ha METQOPMHH H MOBKIUEH PUCK OT JIRKTATHA
awnosa, fmsuua yo TpsGBa fa ce Chpe Ipesn KM HENOCPEICTBEHO NPeId MpOLieAypara 3a ofpasHa
IMATHOCTHKA W He TpsOBa Na ce Be300HOBsBA 10 Haii-Manko 48 yaca ciies ToBa, NpH yciiosue ve GpbpernaTa
DYHKIWE € OLICHEHA OTHOBO H € YCTaHOBEHO, e € cTabuina (Bx. Todkn 4.3 u 4.5).

[TpomMnKa B KIHHHMHHA CTRTYC HA TALUMECHTH C KOHTpOAMpaH Juaber Tin 2

TMaumera ¢ myabeT T 2, npeau ToBa AoGpe kouTponupay ¢ AxzutiH Jyo, KOHTO pasBHEAT OTWIOHEHHS B
nabopaTopHH OKA3ATEH HIH KIMHH4HO 23a0onapaHe (Haji-Beve HeACHO wik cnabo aedunupano
zabonapane) Tpabea He3abaBHO 1A ce OLIEHSAT 33 HATHYME Ha KETOAUHAO03a itk NaKTaTHA ali/i05a.
Ouerikara TpaGea Ja BK/IOYBA CePyMBH eNEKTPOTHTH H KETOHH, KPBBHA 3aXAp W aKO ce Hanara pH Ha
KPBBTa, HWBA HA JIAKTAT, UPYBAT H MeTGOpPMHH. AKO Ce NMOABH aIR038, B KOATO H Aa e $opma, eenneTo
TpaGsa na ce cnpe nesabasHo u TpsGRa na ce npeANpHeMaT NOAXOAALIM NPOTHROAEACTRAILA MEPKH.

Hatpuii
Toan nekapcTBeH NPONYKT ChARPKA NO-MaIKO 0T | mmo! marpuit (23 mg) na Talnerxa, T.€. MOXe Ja ce
Kae, ve NTpakTHYECKM He ChABLDKA HATPHIA.

45 BsammoneiicTBHE ¢ APYTd JEeKaPCTBEHR RPOXYKTH H APYra $OpME Ra B3anMoAeHCTBHRE
EnHOBpeMEHHOTO MHOTOKPATHO NPHIAraHe HA CHTarnunTHH (50 mg 1Ba ITETH AHEBHO) K MeTdopMmun (1
000 mg nBa TETH JHEBHO) HE € IIPOMEHIWIO 3HAUUTENHO APMAKOKWHETHKATE KAKTO HA CHTAITHIITMH, TaKa
¥ Ha METPOPMHH NPH NALMCHTH ¢ anaber THn 2,

He ca w3pbpiBanu npoy+uBanud 3a papMaKOKHHETHYHH NEKAPCTSEHH B3anMoeiicTeus ¢ Snautun Jyo;
ofaue TaKHBa IPOYUBAHMA Ca MPOBEKIAHM C OTACIHHTE AKTWBHM BEUIECTRA, CHTAITIHITIHH ¥ MeTQOPMUH.

He ce npenopbusa ¢BITKTCTRANIA YNIoTpea

Ankoxon
ANKOXO/IHATE HHTOKCHKALMS C& CBLP3RA ¢ MOBHIUGH PHCK OT JIAKTATHA auuAo3a, 0cob:
r7Iajy BaHe, HEJOXPAHBAHE WU YEPHOAPOOHA HEROCTATHYHOCT.




Homupaun kowtpacTru BemecTsa

Arsurun fyo TpafBa 3a@b/KHTENHO A2 Ce CNpe Npeid Wil HenocCpeACTBEHO NpejH IpOLEAypara 3a
obpa3na nuarHocTHka 1 He Tpabea Aa c¢ BBb300HOBABA /10 HaM-Manko 48 waca cier TOBA, IPH YCIOBME Ye
6v6peunara ¢yHKIHA € OlleHeHa OTHOBO H € YCTaHOBEHO, 4e ¢ cTabunua (8. Touxu 4.3 1 4.4).

KoMbuHalny, H3HCKBAIIM IPeNa3Hy MePKH npy ynorpeba
Hsikon JiekapCTBeHE IPOIYKTH MOFAT J1a Ce OTPasAT HeOnaronpuATHo Ha Gs6peunara GyHKIM, KOETO

MOXKE [ia YBENHYK PHCKa OT NakTaTHa aupno3a, Hanpumep HCTIBC, BRAIOUMTENHO CeNexTHBHH
uHxuGKTOpH Ha nuknookcHreHaza (COX) [, ACE uuxuburops, aHraorensu 11 pelerrropHy AHTArOHUCTH
¥ AHY peTULH, 0cobeHo GphmxopH auyperHun. TIpH 3anousaHeTo WK ynoTpeGarTa Ha TaKMBa NPOSYKTY B
KoMOMHaUMA ¢ MeTHOPMUH € He0OXOAMMO BHUMATETHO MpocieaaBate Ha OsGpeyHara dyHxums.

CrenercTBaImaTa yNoTpeba Ha JIeKapeTBa, KOHTO MOBIHABAT OGMHTE TPaHCHIOPTHH cHcTeMy 8 GbpeunuTe
TyOyan, BRoYeHH B Ob6pevHOTO eNUMHpaHe HA METHOPMEH (Hanp. MHXUGHTOPYU Ha OPraMHYHUA
KaTHOHEH TpaHcnopTep-2 [OCT2]/MyaTuNekapcTBeHUs H TOKCHH-eKe TPy aHpam npoteus [MATE] karo
paHo/IazHH, BaHACTAHHE, A0NYTErPABHD U IMMETHIWH), MOTAT Ja MOBHIIAT CHCTEMHATA CKCNO3KUMA HA
MeThOPMUH W /]a yBeIMIaT PUCKA OT lakTaTHa auuaosa. Tpabsa a2 ce oOGMHCIIST NON3HTE ¥ PHCKOBETE OT
chIiwTCTBAmATA yrioTpeba. Tpsbpa na ce 0OMHCITH BHUMATEHO [IPOCIEAIBAHE HA MIMKEMUIHUSA KORTPOT,
ajanTupaHe Ha [03aTa B PAMKHTE HA [IPENOPbYHTE/THATE JOIHPORKA M IPOMEHH B JleuerneTo Ha nuabeTa,
KOTaTo TAKHBA ICKAPCTBEHH NPONYKTH C& NPUIIAraT eNHOBPEMEHHO.

IrioxoxopTUKONAHTE (APUNAraHy N0 CHCTEMEH H ToKaieH mbT) GeTa-2-arOHUCTHTS U JHYPETHUHTE HMAT
NpPHCHING XUNCPrIMKeMHYHO AekicTue. [launeHTHTe TPAOBa Ma ce HHPOPMMPAT U MO-4ECTO A3 M3MEPBAT
KpHBHATa CH 3aXap, 0co0eHO B HAYAJIOTO HA JISUEHHETO C TAKMBA NEKAPCTBSHU NPOAYKTH. AKO €
HEOOX0IMO, 1103aTa HA AHTHXKNEPrIHKEMHURHUA 1eKAPCTREH NPOAYKT TPAOBA Na ce anarTupa 10 Bpeme
Ha JIeYEHHE C APYFHs JISKAPCTBCH MPOIYKT U IIPH HETOBOTO NPSKpaTABaHe.

ACE-nnxubyuropuTe MOraT 1a NOHHXAT HUBATA Ha KPLBHATA 3aXap. AKO € HeoBXoauMo, fo3aTa Ra
AHTHXHIICPIIIMKEMUYHUA AEKAPCTBEH MPOAYKT TPAOBa 1a Ce ajanTupa N0 BPeMe Ha NeUCHHETO ¢ APYTHA
JIEKapCTBEH NPONYKT M NIPH HETOBOTO NMPEKPATABAHE.

EdexTy na Npyry nekapceTeeHN NPOIYKTH BBPXY CUTAIIHOTHE
In vitro v KTHHAYHKTE J8HHH ONTHCAHH NO-ROMY HPEANONIAraT, 4¢ PACKBT OT KIHHHYHO 3HAYHMH
B3aMMOZAeHCTRAS IPM ETHORPEMEHHO NPUIIOKEHHUE ¢ APYTH IEKAPCTBEHH IPOXYKTH € HHCBK.

In vitro Npoy4Banus TIOKA3BAT, Y& OCHOBHUA SH3UM OTTOBOPEH 34 OrPAHHYCHHA METaboIHI LM HA
cutarmantud ¢ CYP3A4, ¢ ygacre Ha CYP2C8. Tlpu nawsenTy ¢ Hopmanua 6s0peuna dyHkimus,
MeTaboIH3MET, BIIOUKTENHO U upes CYP3A4, urpae caMo Manka posis B KIHPBHCE HA CHTAHIITHH.
MeTtaGonusMBT MOKe /g HTPae NO-BaKHA POJIS NPH ENHMUHEPAHETO HA CHTATWIITHHE B YCIOBHS Ha OCTPO
G16peuno yspexnaHe WiH TepMHHanHa Ge6peuna Hegoctarsutoct (ESRD). [opags Ta3n nprunna ¢
BB3MOKHO MOHY WaXxuGuropy Ha CYP3A4 (Hanp. xerokoHsason, HTPAKOHA30M, PUTOHABHD,
KIApUTPOMULMH) A3 NMPOMEHAT GapMAKOKMHETHKATA HA CUTACIHIITYAH OPH HALMEHTH ¢ Texko 6uOpeyno
yspexnaue wit ESRD. Edexrure na mommure CYP3A4 uuxubuTtopu B yonous Ha OuOpedHo yBpexmaHe
HE Ca OLESHABAHM MPH KIMHWMHO TPOYYBAHE,

In vitro npoy4Banug 3a TpaHCNOPTa NOKA3BAT, Y€ CUTACTHITHH € CYOCTPaT HR P-TITHKOTPOTEHHA M
TPaHCROPTEPa Ha opranuyHu anuonn-3 (OAT3). OAT3 MenuMpaHUaT TPAHCIIOPT HA CHTATTIMITHH CE
HHXUOMPpa in vifro oT npobeHEeLM T, BBOPEKH Ye PHCKLT OT KIKHHYHO 3HAYHMH BIaHMOIEHCTBMA Ce CMATa
3a uHCEK. Eanospemennoro npunoxenye Ha OAT3 HHXHOUTOPH He € OLIEHEHO in Vivo.

Luxnocnopun. IlporeneHo € npoyyBane 3a OUEHABaHe HA eEKTA HA LMKIIOCTIOPKHH, MOUIEH HHX
P-TIIHKONPOTEHHA, BBPXY (hapMaKOKHHETHKATA HA CHTATMATTAH. EAHOBpeMEHHOTO NPUNO
eAHHUYHA nepopanya 1o3a 100 mg curarnuiitue 1 eIHHKYHA nepopanya no3a 600 mg
nosuwasa AUC y Cmax Ha CUTArNTUNTHH CBOTBETHO ¢ Mprbansurenno 29% u 68%. Te
$apMaKOKHHETHKATa HA CUTATITMIITHH HE C& CMATAT 33 KNHHWYHO 3HAUHMH.

BeOpeUHHAT KIIHPBHHC Ha CUTATIIMITIHH HE € 3HAYMTENHO nipoMeHel. CleI0oBaTenHo, He
3HA4YMMH B3aMMONCHCTBUA ¢ APYrd HHXHOKHTOPH Ha P-TTHKOTIPOTEHHA.



EdexTy Ha CHTADIBIITUH BBPX 'l 7eKaPCTBEHH 1T KTH

Huzoxcun: CararmunTay HMa cnal edekT BBPXY MIa3MeHATA KOHUSHTPAUHA HA ZUroKkcHY. Crexn
npHiiaraHeTo Ha 0,25 mg qMroxeHH exnoBpeMeHHO ¢bC 100 mg CHTArMUITUH QHEBHO B NPOABIDKEHHE Ha
10 guu, nnasmenata AUC Ha nurokcHd sapacrsa cpeliro ¢ 11 %, a rurasmeHara Cuax cpemuo ¢ 18%. He ce
NpenopL¥sa KOPHrHpaHe Ha A03aTa JHFOKCHH. B ChINoTo BpeMe, naupeHTHTE ¢ PUCK OT IHTOKCHHOBA
TOKCHYHOCT TpAORA fa GhaaT NPOCIeIABAHN 33 TAKaBa, KOFaTo CHTATANIITHH H JUFOKCHH CE MIPUIATAT
€AHOBpPEMEHHO,

In vitro nanuWTE NOKA3BRAT, Y€ CUTAMMMNTHH He NOTUCKA H He WHayLupa CYP450 u3oensumure. [Ipu
KITMHUMHK OPOYYBAHHA CHTAIHIITHH HE NPOMEHA 3HAYMMO (HAPMAKOKHHETHKATA HA MeTHOPMMH,
rUOYPHA, CUMBACTATHH, POZHINIMTA30H, BapPapUH WK [EPOPATHH KOHTPARUENTHEY, NaBalikH in vivo
IDAHRH 33 MJTKa BEPOATHOCT OT NPENM3BHKBaHE Ha B3auMoeiicTBus cbe cySerparu na CYP3A4, CYP2CS,
CYP2C9 u TpancrioprepH Ha oprasydtu katnond (OCT). Crrarnuntin moxe aa 6nae ciab nHxuburop
Ha P-FMYKONpOTEHHA in vivo.

4.6 ®eprrINTET, GPeMEHBOCT H KbPMERE

bpeMenHocr
Hsama 10cTaThuHO JaHHH OT YNoTpeOaTa HA cHTArAHITHE RpH Gpemenny xeHH. Tpoydsanns npu
KHBOTHM NIOKA3BAT PeNpOAYKTHBHA TOKCHYHOCT IIPU BUCOKH J03H CHTATMITTHH (BXK. TOSKa 5.3).

OrpannvennTe JaHHH NIPEANIONArar, Ye yrorpedara Ha MeThOpMuH fipu GpeMeHHU He & CBLpP3aH ¢
MOBHIIEH PUCK OT KOHTeHHTaTHN Mashpopmatimy. [IpoyusanusTa ¢ MeTHOPMHHE NPH KUBOTHH HE HOKA3BAT
BPEAHK CHEXTH BLB BPB3Ka ¢ GpeMEHHOCTTa, eMOPHOHATHOTO i PETATHOTO Pa3BHTHE, PAKIAHETO WK
MIOCTHATAHOTO pa3BUTHE (BX. CHINO TOYKA 5.3).

Snzwun lyo He TpsGpa Ja Ce M3no/I3Ba 1o BpeMe Ha GpeMeHHOCT. AKO NalHeHTKarTa ucka aa 3abpemence
WITH aKO HACTBNH GpeMeHHOCT, NeyeHHeTo TpAGBa Aa ce NPeKpaTH U NAUKEHTKATA 2 MPEMHHE Ha JleueHve
€ MHCYJMH Pb3MOKHO Hal-ckopo,

Kepmenre

He ca npopexaan# npoy4BaHMA OPH KbPMELTH KWBOTHH ¢ KOMOMHUPAHUTE AKTHBHK BEINECTBA HA TO3H
siexapeTeed NPOAYKT. TIpH MpoyyBaHHA NPOBEKRAHH ¢ OTACTHATE AKTHBHM BEUIECTBA M CHTATTIMITHH, U
MET(OPMHH Ce EKCKPETHPAT B MASKOTO Ha NaKTHpamy wisxose. [Ipu xopa MeThopMmun ce exckpeTHpa B
KbpPMATa B MankH KOTHYeCTRa. He ¢ HIBECTHO Nani CHTATIBITHH Ce eKCKPETHPA B KhpMAaTa.
Cnegosarenno SInauruH Jlyo se Tpa6Ba 1a ce M3non38a NPH KeHH, KOWTO KBPMAT (BXK. Touka 4.3),

Deprunurer

Haunure 0T npoyYyBaHHs NPH KUBOTHH HE NPEANONATAT BANSHHE BbPXY GEpTIIHTETa HA MBKKY H IKEHCKH
TUTBXOBE NIPH TPETUPAHE CBC CHTANTUITHH, JIMTICBAT RAHHH NP XOpa.

4.7 Edexrtn Bupxy cnocobroctra 3a mogupane u pabora ¢ Mamana

SAnsvran Jlyo He NOBNMARA MK fTOBAMABA NPEHeGPEKHMO cIOcOBHOCTTA 32 odupane ¥ paboTa ¢

MalkHu. B ¢bioT0 Bpeme npu mwogupane ung pabota c MamwuHu, TpaOBa Aa ce UMa NIPEBHA, Y& NPH
CHTarIHIITHH ca AOKJIANBAHY CNY4aH HA 3aMaiBaHE H CHHJTHBOCT.

OcseH ToBa, MaudeHTHTe TpSOBA fa Ce NpeAyNPEXkKAABAT 32 PHCKA OT XHIIOTJIMKEMHS, KOraTo Janumet ce
U3T0II3B2 B KOMOMHAIIHS Che CYAPOHUNYPERHO NPOU3IBOIHO HIH C HHCYITHH.

48 Hexenaun JeKapcTBeHE PEAKIEE

Peatome na npodmna Ha Gesonacyoet
Hsawma nposenesn TepaneBTHYHH KIMHWYHHA W3NATBaHAS ¢ STHauTul [yo Tabnetky, Ho \| =

GuoekBuBaNeHTHOCTTA Ha R3HTHH [lyo & oKa3aHa NPH eAHOBPEMEHHOTO npnnomeun&\m ot
MeThOpMHH (BXK. Touka 5.2). : '



CroGuiaBan ca cepHO3HN HEXENAHH PEaKiHR, BKIHOUHTE/IHO HAHKPSaTHT H PeakLH{ Ha
CBPBXYYBCTBHTENHOCT. CroOIaBaHa € XKIOTITHKEMUs TIPH KOMOHHALHS CBC CYAdOHITY peliHO
npoussoano (13,8 %) i ¢ micymns (10,9 %).

Curarmnryy i MeThopMun

Tabruven cnucek Ha nescenanune peaxiiiu

Hexenauwre peaknpu ca nabpoenn no-nony ¢ npenopsusadute 0t MedDRA TepmunH cnopen chHcremo-
opraHHa Knacidukanys n abcomorsa 4ectora (Tabnuua 1). Tlo yecToTa ce onpeseasT KATO: MHOFO 4eCTH
(=1/10), wectn (=1/100 o <1/10), rewectu (>1/1 000 no <1/100), peaxn (1/10 000 mo

<1/1 900), mroro pemxu (<1/10 000) u ¢ Hew3BecTHa YeCTOTa (OT HAJIMUHMTE JEHHH HE MOXke 13 6bac
HAMpPaBeHa OLCHKA).

Ta6anna 1: Yecrora Aa HeXeIaHATE PeaKNEH YCTAROBEHR NO BpeMe Ha nnane6o- KORTPOAHpARE
KNAHHYHE BPOYIBAREA CHC CHTATIANTHE H MeTGOPMEA CAMOCTOUTENAD B IPA
HOCTMAPKETHATOBHS ONAT

eKeNIana peaknnad quTOTa HA HCKETAHATA peaknng

Hapymesns a8 KPLBTA B AAM(AATA CHCTEMA

TPOMOOUHTONEHAA

Pe i

Hapywmenus pa aMyHBaTa CHCTEMa

EAKLMH HA CBPBX4YBCTBHTEHOCT, BKJIKOMHTENHO
RadHA2KTHYHN OTTOBOPH* ,}

HCH3IBCCTHR HECTOTa

Hapymienns Ba meraBoan3ima B XpaneReYo

HITOrNHKeMuyst JectH
APYIDEHHA HA HEPBHATA CHCTEMA
lCHEHITHBOCT Heuecty

€CHAPATOPHH, TPLIHA H MEIRACTHRANHE
ApyIIeHAn

:pcTvManta 6enoapobua Gonect *

C HeH3BECTHA 4ECTOTA

ICToMamo~9peBEn HAPYMIEHAS

apus €YEeCTH
raneHe Hectu
JIATY/ACHLHEA HecTi
3aneK HeuecTH
GonKa B ropHaTa 4acT Ha KOpeMa Heuecty
MOBpLILAkHE HecTn

OCTBp nankpeatHtT*, it

¥_ HEW3IBSCTHA MECTOTA

batanen u HedaTaNeH XeMOPArkyeH 1
HEKPOTH3HPALL NAHKpEaTHT *,%

IC HEH3BECTHA YECTOTa

Hapynresns B3 KOKaTa ¥ NOIKOKHATA ThKan

pyputyc*

CHECCTH

jaHruoegem®,

C HEH3BCCTHA 4ECTOTA

lo6pus*,t

C HEHW3IBECTHA 4eCTOTA




CKe/laua peaknHg MGCTOTa HAa HERKENAHATA pEAKNEN

prkapua*, t C Hew3BeCTHA HecToTR
[KOKEH Backyaur*,b C HEM3IBECTHA YECTOTA
lexchonvaTHBHH KOXKHHM 3a6onaBaHus, HEH3IBECTHA YeCcToT
BKITIOTHTEHO CHHAPOM Ha Stevens-Johnson*,t
OynozeH nempuroun* C HEH3BECTHA 4ECTOTa
HapymweHas Ha MYCKY/IHO-CKeIeTHATA CACTEMA

|H CheXHHHTEIHATA ThKaH

lapTpasrus* C HEH3BECTHA 4EeCTOT
MHATCHA* IC HeH3BECTHE HeCTOTA
bonka B kpalinuunre* IC HeH3BeCTHE HECTOTA
Gonka B repba* C HeM3BECTHA YecToTA
lapTponarus* (C HEH3IBECTHA YECTOTA

Hapymenns Ba 66pennTe B NEKOUHNTE
HapylieHa 6b6peuna gyskun® C HeH3BECTHA YECTOTA
ocTpa Os6pesHa HeocTaThyHOCT* IC HeH3BeCTHA YecToTa

* Hexenauure peakums ca HIeHTHGHUMPAHY TIO BPEME HA NOCTMAPKETHHTOBOTO Habonenue.
¥ B TouKka 4.4,
1 Buxte npoyusaneno 3a bezonacrocm no omuowenue na copoeuno-cedosama cucmema TECOS no-nony.

Onucanye Ha HIOPaHH HEXEIAHH PeaKLHK

HAKOH HeXenaHH peakuyuy ca HabNoNaBaHM NO-YecTo MPH NPoyUBaHH 3a koMOuHUpana ynorpeba Ha
CUTArITUNTUH ¥ METQOPMHIH ¢ APYTH aHTHAHaBETHH neKapCTREHH NPOAYKTY B CPABHEHME C NIPOYURAHUA Ha
CHTATTIMITHH H METGOPMUH CaMOCTOATENHO. Te BKIIOUBAT XHIOTIMKeMUSA (KATEMOpHs Ha 4eCTOTA ,,MHOTO
4eCTH” CBC CYIPOHIITY pPeHHO NPOHIBOAHO MITH MHCYIIHH), 38NeK (,,9eCTH” CBe cyNQOHIIypeifHo
Npok3BOAHO), epHdepeH OTok (,,MecTH” ¢ MMOrNKTA30H) H r1aBoboKe i CyXOTa B ycTata {,HeuecTn” ¢
HHCYTHH).

Cumaznunmun
[TpH NpoyuBaHKA BEPXY MOHOTEPATUA CbC CHTATTHNTHH 100 Mg BeHLK NHEBHO CAMOCTONTENHO B

cpaBHeHMe ¢ maueto, Cro0WEHNTE HeXKenaHu Peakivy ¢a riaasobosine, XHNONTHKSMHS, 2aNeK H
saMaiBane,

Cpen Te3n nauueHTH HeXenaHHTe ChOHTHY, CHOBIABAHM HE3ABHCHMO OT IPHIHUHHO-CICACTBEHA BPH3KA C
NeKapCTBEHUSA NPOJIYKT, C HeCTOTa Hali-Maimko 5%, BIOUBAT HHGEKUHAH Ha FOPHUTE AUXATENTHM ITHTHINA W
HazohapruHruT. OcBeH ToBa, ca chobIEHH 0cTeoapTpuT M GOMKA B KPAHHUMTE, ¢ 4eCTOTA HETECTH

(> 0,5% no-BHcoKa cpell YHaCTHHUNTE, ONYHHIIH CHTAIVIHIITHH, OTKOJIKOTO Ta3y B KOHTPOJIHATA TPyIa).

Memdcpapmun

CToMaluHO~9IpEBHH CHMITTOMH €2 CHOOLIABAHE MHOTO HECTO MIPH KIHHHYHH NPOYYBAHHA U TIPH
noCcTMapkeTHHropara ynotpeba Ha MeT@opMiH, CTOMAIIHO-YPEBHUTE CUMIITOMH K4ATO rajeHe,
NOBpPLILAKE, THApUA, 60/ika B KOpeMa 1 3ary6a Ha aneTHT ce NOABIBAT NO-4eCTO [IPH 3aN0OuBaHe Ha
JIEYEHHETO M B NOBSUETO CITyYay NMPEMUHABAT CNOHTAHHO. JIOMBIHUTETHI HEKEARHK PEaKUHH, CBLP3aHH ¢
MeTGOPMHUH, BKTIOYBAT MeTalled BKYC {UeCTH); IAKTAaTHA alliA03a, HApYINeHUs Ha YepHoapoGHaTa
(yHKIMA, XeUaTHT, ypTHKApU, epuTeMa H chplex (MHOro penxu). AnArocpovyHOTO NCYEHHE ¢ METPOPMUH
¢e CBBbP3Ba ¢ Hamangeane Ha abcopOunaTa Ha BuTaMiuH B12, koeTo MHOIO pafiko MOXeE Ja qoBeAe [0
KIHHUYHO 3Ha9MM aedulHT Ha BUTaMHH B12 (T.e. MeranobnacTha aneMus). KaTeropumre mo 4ecToTa ce

opoGpeda 8 EC.

Ieauarpuyda nonmynarps
B knuHHuHN u3nuTBaHKA ¢ AH3uTH Y0 NpH neaMaTpuiHM NAUMEHTH CHC 3aXapeH 11
au3pact oT 10 no 17 ronunu npounbT Ha HEXKENAHNTE PEaKLMH KAaTO LIANIO € CPABHHM




Habnwpagau IPH BhIPACTHH. HpH HNeAHATPHHHE DAITHCHTH, KOHTO Ca MJIH He Ca Ha OCHOBHO JIEUeHHe ¢
HHCYJIKBH, CHTar/TMITHH C€ CBBP3Ba ¢ NOBUIICH PHCK OT XUINOTITHKEMHS.

Hpoyusane 3a GezonacHocm no omuowierue Ha copoeuno-cvoosama cucmema TECOS Wsnureanero,
OLIEHABAIIO CHPACYHO-CHIAOBHTE PE3yJITATH NpH JiedeHue ¢he cHrarunTiH (Trial Evaluating
Cardiovascular Outcomes with Sitagliptin, TECOS), simiousa 7332 nauueHTs, nexysans cke 100 mg
CHUTACIHITTHH JHeBHO (WiH 50 mg AHEBHO, Ako U3XOAHKWTE CTOHHOCTH Ha H3THCIEHATa CKOPOCT Ha
rnomepynHa dpunTpaums (eGFR) ca > 30 u < 50 ml/mun/1,73 m?), n 7339 nauuenru Ha miaueGo B
intention-to-treat (I1TT) nonynauusta. [isere nevenns ca gobaseHy KbM 00UYANHHTE MPWKH CHITIACHO
MeCTHATe cTannapty 3a HbA ¢ u chpaeuno-chaosu puckoru dakxropu. O6uiaTa 4ecTOT2 Ha CEPHOIHMTE
REXeNaHH cHOUTHA NPH NIALUNERTH, N0NyYaBalii CHTAITIHIITHH, € CXO/IHA ¢ TA3H NPH NaluMeHTHTe,
NONy4aBalH miaueto.

B intention-to-treat oMy 1alMaTa CPEN NIALMEHTHTE, KOWTO M3NO/I3BAT MHCYNHH W/HIHK CYADOHIWTYpes Ha
H3XOJHO HHBO, YECTOTATA HA TEKKA XHNIOTTHKeMHR € 2,7% HpH naljjeHTHTE, 1eKyBaHH CBC
CHMTATIIMITTHH H 2,5% 1py NageRTHTE Ha IIale6o; cpea NalHeHTHTE, KOHTO HE H3MON3BAT HHCYIUH
H/dnd CyndoHITYpes Ha H3X0JHO HHBO, YECTOTATA HA TEXKA Xunoriukemus e 1,0% npu nanuenTure,
NEKYBaHM ChC CHTArnMNTHH H 0,7% npu naupeHTHTe Ra Mnauebo. Yecrorata Ha noTeuplieHd cuOUTHS,
OTJaBaHH Ha NaHKpeaTHt, ¢ 0,3% npu naumeHTHTE, NEKYBaHY CBC CHTANTMNTHH ¢ 0,2% NpH NaHEHTHTE
Ha rutanebo.

Crpobmapane Ha NONO3MPAHY HEXENAHYH DEAKIIAN
CrobmasaHeTo Ha 0AC3HPaHN HEKENIAHH PEaKHu chiell paspelnaBaye 3a ynoTpe6a Ha JekapCTBeHUs

NPOAYKT €& BaxHO. ToBa no3gonssa fa NPoABIHKE HAGTIOASHHETO Ha CHOTHOLIEHHETO N10/133/PUCK 33
NeKapCTBEHMA NPOaYKT. OT MENULIMHCKUTE CIELMANHCTH Ce W3UCKBA Ja ChOGUIABAT BCAKA NOJ03HpaHA
He)KENIaHA PeaKkLus upes:

HanbaudTenHa areHIMs 1o JEKApCTRATA
yn. ,Jdamss [pyer” Ne 8

1303 Codus

Bearapua

Ten.: +359 2 8903417

yeGcaiiT: www.bda.bg

4.9 Ilpero3mpane

Tpn KOHTPOAMpPAHY KIMHHYHY HINHTBAHKMA CbC 3[PaBH YIACTHHLM C€ TIPHAATAT €AHOKPATHH JO3H 110
800 mg cyrarmunTis. Minymanto yoemkasaie Ha QTc, kOeTo He ce cuuTa 32 KIMHHYMHO 3HAYHMO, C&
wabmoasa NpH eAHo Ipoy4eaHe ¢ o3a oT 800 mg curarmunrus. Hama onvr ¢ Ao3u Han 800 mg npu
KIHHUYHY npoy4sadud. [Ipy npoyusanua ®asa [ ¢ MAOrokparHo npuiarae, HIMa CBEP3aHH C A03aTa
KIIMHHYHH HEXKENaHH JCKapCTBERH Peakilny, HaOtonasalivi NPy CHTATTIMITHH ¢ 403K 10 600 mg AHeBHO
3a neproa 10 10 aav 1 400 mg areBHO 32 nepHoAM 10 28 JHH.

T'onamo nipeaosupane ¢ MeTHOPMUH (MK eAHOBPEMEHHO CHIIECTRYBALL PUCK OT AAKTATHA aly/i03a)
MO3Ke Ja JOBeAC [0 JIAKTATHA AUMA0348, KOATO € CIIELHECH MEIULIMHCKH cllyyail » TpaORa na ce nexyea B
Gonnuna. Hali-epeKTHBHUAT METO/ 32 OTCTPaHSBANE HA JIAKTATA M METGOPMHHA e XeMOoAHATH3aTa.

Ipn xmHMUHH NpoyuraHks npubnuzuTenso 13,5% ot go3ata ce oOTCTpanaba NPH NPOARDKABAILA 3- 0
4 vaca xemonuann3Ha cecus. [Ipu npenerka 3a KAMHHYHA HEOGXOAMMOCT MOKE [IA C€ NMPeANpHEME [10-
APOIBDKHTEMHE AMann3a. He e H3BecTHO Jany CHYAISTUNTHH ¢ NMANM3HPA NPH TIEPHTOHEANH:




5. ®APMAKOJOTHYHH CBOMCTBA
5.1 <PapmakoaRHAMHYBE CBOHCTEA

PapMakoTepanesTHIHA rpyna: AHTHAHAOCTHH NeKapeTsa, KOMOMHALIMK OT EPOPATHA AEKapPCTBa 32
HaMaIgBaHEe Ha KpBbBHATA 3axap, ATC xon: A19BDO7

SnzuTunr yo koMOHHMpa 1B AHTHXUNEPIITHKEMUYHH JICKAPCTBEHN NPOAYKTA ¢ ACITHABAL C&
MeXaHH3BM Ha JedcTeHE 33 NoJo0paBaHe Ha IITMKEMHYHHA KOHTPON TIPH TIAIMEHTH ¢ Auabet tin 2:
curarnanTas docdar, qunentHaun nentnasa 4 (DPP-4) HHXHGHTOP H METHOPMUHOB XHAPOXIIOPHA,
MPeACTaBHTENT HA Kiaca Ha OUrBaHMIWHMTE,

CyrarnunTuy

Mexanuzom na oeticmaue

CHTariNTEH pocdar € NepopasHo aKTHBEH, MOILIEH H BHCOKOCEIEKTHBeH MHXHOHTOP Ha SH3HMa
nunenTugun nenruaasa 4 (DPP-4) 3a neveHwne Ha auabet tun 2. Huxuburopure Ha DPP-4 ca wiac
BEISCTBA, KOHTO ACHCTBAT KaTO eHXaHCEPH HAa HHKpeTHH. YUpes nuxubupase Ha ensuma DPP-4,
CHTarjJMNTHH NOBUINABA HHBATA Ha B4 WIBECTHH aKTHBHH HHKPETHH XOPMOHA, TTIHOKArOH-nogooHuA
nearua-1 (GLP-1) v rnjoko3a-3apncHMHA WHCYMHOTponeH nosvinenus (GIP). HukpeTunure ca HacT
OT €HIOICHHA CHCTEMA, YJacTBaILA BLB (PH3MONOTHYHATA PETYJIaUHA HA TIIIOKO3HATA XOME0CTa3a.
KoraTto koHUEHTpaUMHTE Ha KPBBHATA 3aXap ¢a HOPMATHH WK noputineny, GLP-1 » GIP sacunsat
CHHTE3a H 0¢BODOKNABAHETO HA HHCYIMH OT NaHukpearuunute Gera-knetku. Ocsex Tosa, GLP-1
HAMAITABA CCKPELMATA HA TIIOKArOH OT NaHKpeaTHIHWTE arba KIETKH, BOASHKH 10 HAMAIIEHO
NPOM3BOACTBO Ha UepHOIPOOHA rifoKo3a. Korato HMBaTa Ha [TI0K032 B KPBBTA C2 HHCKH,
0CcBOGOXKNARANETO HA HHCYIHH HE Ce CTHMYIIMPA M CEKPELMATA Ha ITIHOKATOH HE ce [OTHCKA.
CHTarnunTyH € MOLIEH H BHCOKO ceflekTiBeH HHXHOHTOp Ha enzuMa DPP-4 1 He unxubupa cxoaHuTe
1o cTpyktypa eH3umu DPP-8 wnu DPP-9 B TepaneBrvuiy koHUeHTpaniy. CHTATAMIITHE C6 PAsIHYABa
Mo XHMHYHA CTPYXTypa M hapMakonoruuHo aeicteye ot ananosure Ha GLP-1, uucyaun,
CYNIpOHITYpES HITH MEMTHTHHHAY, GXIBaHATHHHE, 8FOHHCTH HA 8KTHBUPAHHS OT NEPOKCH3OM
npoandeparopa rama-penientop (PPARY), anda-rniokosuiasHn HHXUOHTOPH M aHAIO3H Ha AMIIHH,

TIpn nByHeBHO NpoyYRaHe HA 3APABM YUACTHMIH, CUTATTTHITTHH, [IPHIOKER CAMOCTOATENIHO, NIOBHILARA
axrnsnata GLP-1 koHLieHTpalys, 10KaTo MeTHOPMHIH NPUIOKEH CAMOCTONTEIHO, NOBHIUABA AKTHBHATA
B o6mara GLP-1 koHueHTpauuA B CX0ORHa cTeneH. EQHOBpEMEHHOTO Npunarate Ha CHTATHITHH |
MeThHOPMUH MMa afuTHBeH edext BEpXY akTHeHaTa GLP-1 KOHUEHTpALHA.

Curarnunmin, 3a pasnpka oT MeT(opMiH, nOBHIasa akTuBHaTa GIP KOHUEHTpalHa.

Krnunuuna epuxacnocm u 6ezonacnocm
Karto uano, cirarmunTiy noao0pasa rMKeMUIHNA KOHTPON, KOTATo Ce H3TION3BA KATO CAMOCTOATEINHO
KT KOMOMHHPAHO JISMEHHE NPH Bh3pACTHH NAIHESHTH ¢ AHaber THn 2,

Tpy KIHHHYHE H3UTBAHHA, CHTANIMITHH KaTO MOHOTEPAHA NOAOOPARA MIMKEMHYHMA KOHTPOJI 4pe3
3HAYWTEJIHO HaManeHKe Ha xemoriobuu Ale (HbAlc) u rioxo3ara Ha rnaiHO M criefl XpaHeHe.
Hamanennero Ha ninasmeHara rimoko3a Ha rnagno (FPG) e naGmopasano va 3-Ta ceAMuua, meppara
BPEMEBa TOUKA, B KOATO € usMepeHa FPG. HabmogaBanaTa uecToTa HA XHIONTMKEMHEs NPH NALMEHTH,
JIEKYBaHU ChC CHTAIMNTHH € noao6Ha ¢ Tazu npH mnauedo. TeTecHOTO TErNO HE ¢e e YBEeIHYHIIO
COPAMO H3XOJHHTE CTOHHOCTH NPH NeueHue cbe curarnunTid. Habnionasaxo e nonobpenue Ha
CYPOTaTHHTE Mapkepu Ha Gy HKUHOHHpaHe Ha beTa-kieTkure, B Topa udcno HOMA-B (Xomeocrtasen
MOJIEN 33 OLIEHKA-f), ChOTHOLIEHUETO HA MPOMHCYJIMH KBM MHCY.THH K MOKA3aTeRUTe 33 PEaKTUBHOCT Ha
6eta-kneTkHTE NIPH TECTA 32 TONEPAKTHOCT TIPH Y€CTO AABAHE HA XpaHa.

Ipoyupanug che CUTATAKITIMH B KOMOHHAINA ¢ METHOPMUH
Ipu 24-ceamuuno nnane6o-KoHTPOIHpano KIHHHYHO NPOyUBaHe 3a OLeHKA Ha edukac
OesonacHoCTTA NPH KoGaBaHe Ha caTaraunTuH 100 mg BeAHLH AHEBHO KBM CHIIECTEY,
MeT{OPMHH, CHTarJTMITHH OCHIYPABA 3HAUMTEITHO NoAoOPEHHE HA ITHKEMUYHUTE A
cpasHeHHe ¢ mnanebo. IlpoMaHaTa cnpaMo U3XOAHUTE CTORHOCTY HA TENECHOTO TeT




NALMEHTH, NEKYBAHH CBHC CHTATTTHITTHH cnpamo miatebo. IIpn ToBa npoyyBade uma nofobHa yecToTa Ha
CITy9aH Ha XHIOTTIMKEMHS TIPH NAUMEHTH, JIeKy BAHH CLC CHTATIHITTHE H1H wiauebo.

ITpwn 24-cepmuuno nuanebo-kOHTPONHPaHO GaKTOPANHO MPOYYBAHE Ha HAYAIIHO JIeYeHHe, CHTATTMITHH 50
mg 1Ba MHTH AHEBHO B KOMOuHauua ¢ MeTpopmuH (500 mg uau 1000 mg nBa IBTH IHEBHO) ¢e TOCTUTA
3HAYMTEITHO ONOOPeHHE Ha IIMKEMHYHUTE NapaMETPH B CPasRERHE C BCAka MOHoTepanus. Hamanennero
Ha TeJIECHOTO TETNIO NMPpY KOMOUHAUNATA CHTATTTUITHH H METHOPMHH € noAoGHO Ha TOBA HAGMIOAABAHO IPH
MeThOpMHH CaMOCTOATENHD MM INale00; HaMa NPOMAHA CTIPAMO M3XOAHHTE CTOMHOCTH NPH NALMEHTH
HA CUTAITHITTHH CaMOCToATENHO. YecToTaTa HA XMNornMKeMus € nofaobHa cper IeKyBaHHTE FPYITH.

Ilpoyupade CBC CHTATTMNTHH B KOMOMHAUMA ¢ MeTHOPMHH 1 cyndhOHUTYpes

24-ceaMHYHO I181e00-KOHTPOIMPAHO KIIMHHYHO MPOYYBAHE € INIAHUPAHO Ja OLICHH eHKACHOCTTA K
6e3onacroctra Ha cHTarnunTHH (100 mg Beausk AHeBHO) NpHOaBeH KbM IMUMENHPH (CAMOCTOATENHO
HiI¥ B KoMOHHALMA ¢ MeThopMuH). {o6aBIHETO HA CHTATAHUITHH KbM MTHMETIMPHI H MET(HOPMHUH,
OCHIrypABa 3HaUMTENTHO NoAcOPEHMe Ha IMKKeMHYHITe apaMeTpH. [lauMeHTHTe, IeKyBaAHH CBE
CHTATIMITTHH MMAT cnabo NoBUIlIEHME Ha TEAECHOTO Terno (+1,1 kg) B cpaBHEHME ¢ TE3M, MOy YaBATH
nnateo.

IIpoyuBane ¢be CHTATTHITHH B KoMOKHams ¢ MerhopmuH u PPARY aronuct

26-cenMmiHO 11aleGo-KOHTPOIMPAHD NPOYYBaHE & NPEAHAIHAYSHO 3 OLSHH e(UKACHOCTTa H
fesonacHocTTa Ha cuTarmMTHH (100 mg Beansk AHEBHO), A06aBEH KEM KOMOMHALHA HA MHOTIHTA30H U
meThopmuH. [JoGasAHETO HA CHTArTHITHH KbM NHOTAMTAI0H i METQGOPMAH, OCHTYpPABR 3HAYHTENHH
nonobpeHus HA TTHKEMHMHUTE NapamMeTpH. [IpoMAHATA B TENECHOTO TEr0 OT H3XOIHO HHBO € MoJolHa Ha
Ta3u [IPH NALMEHTH, JIEKYBAHM ChC CUTAITMATHH, B cpasHeHue ¢ mianebo. YecToTaTa Ha xMnornHkeMus
CBILO € NoAOOHa NPH NAIIMEHTHTE, JIEKYBAHH CHC CHTarIMOTHH W4 11aneto.

Tipoyumane Ha cuTarnunTHH B KOMOUHALHA ¢ MeTHOPMUH K KHCYIIHH

24-~ceamuno nnanebo-KOHTPOIMPaHO KIMHAMHO NPOYYBAHE € NPeIHA3HAYEHO Na OLEHH edeKTHBHOCTTA M
OezonacHocTTa Ha cHTariHnTHH (100 mg BearbxK AHEBHO) A06aBeH KM MHCYNHH (npH ctabunya 03a 2a
Haki-manko 10 cenmMunm) cue wnk Gez MeTdopmuH (Hait-manko 1500 mg). Mpu naupenTy, npHeMamH
TIPEABApUTEITHO CMECEH HHCYTIMH, cpeaHaTa AHeBHa no3a ¢ 70,9 U/anesno. IIpu naumeHTH, NpUeManiyd
HecMeceH NPeABapUTENHO (MEKIUMHEH/ IPOABLIDKMTEIHONSIHCTRALL) HHCYHH, CPe/IHATA AHeBHA 1034 € 44,3
U/nmnepno. Marsute o 73% 0T nauyeHTHTE, KOHTO Ca IpHeMaH MeTGOPMIH ¢4 npencraseHd s Tabnuia
2. JoGapsAHeTo Ha CHTATTTANITHH KBM HHCYJIMH OCHIYPABA 3HAYHTE/THO I0A06PEHHe Ha MIHKEMHYHHTE
napametps. Hima 3HauMTeNHa NpOMAHA B TENECHOTO TETIO OT U3XOJHOTO HUBO B ABETE CPYIIH.

Tabauna 2: Peayarara 3a HbA,. npa niraue6o-KoRTPOAHPARE RPOYyYBAHAH ¢ KoMBGHANpAHO
JiedeHue Che CHTArIHNTAR B MeThopMun*

p?:ﬂ':,m Cpeana npomsna OPHIrHpAHa, CNpAMo Raanebo,
Tipovapase hd  HIXOIHO capaMo penHa NPOMAHA HA
poy A H3IXOTHO HMBO bAi- (%) (95 % CI)
Hueo HbA,, HbA,. (%)
(%) )
Cutarmanmad 100 mg
BeAHLK AHEBHO, A05ABEH -0,7Ht
KBM (POHOBA Tepanug ¢ 8,0 e ai
MeTdopmuH’ 07 (-0.8,-0.5)
=453)




pexun
TORHOCTH Cpeaaa npomsna opHTHpana, cHpAMo maaneGo,

cOpEMo peasa apoMAHa HA
Hpoyusane fatng H3XOIHO HHBO bAic (%) (95 % CD
upo HbA,, o

(%) HbA (%)

ICurarmarrmis 100 mg
LA JHEBHO, Hobasen
ondonropae | g 3 0." st
erdopmun” 1.1, -0.7)
=115)
Wracaummay 100 mg
JIHBK JHEBHO nofakeH
M (oHOBa Tepamus ¢
HOrNIMTA30H + 8,8 -1.2%
erdpopmuH! 0,773 (1,0, - 0,5)
=152)

drarmanmed 100 mg

TIHBXK THEBHO, nobaseH -0.5%.
KBM (hOHOBA Teparnis C 8,7 -0.78 0 ; 0.4
HHCYTHH + MeTpopMuH ’ 0.7, -0.4)
(N=223)

iHauammo neuenve (aea
ITETY JHEBHO) ™ RWAL
cuTarnunTiH 50 mg + 8,8 -1.47 1 8’ 1.3

meTdopmun 500 mg ¢-1.8.-1,3)

(N=183)

ANATHO IevieHIe (Ba
THAHEBHO) ™ 2att
wrarmnTae 50 mg + 8,8 -1 91‘ (2,3, -1,8
erdopmun 1000 3> -1,8)
o (N=178)
* Tlonynammata or BCHMKH NEKYBAHW nalmentd (intention.w-treat anans).
t Hait-ManKHTE cpeHM KBAIPATH CA KOPUrHPauK CIPAMO CTATYCA IIPH TIPEXOAHUTO AHTHXUNIEPIIIHKEMITMHO EHSHHS {
CTOHMHOCTTA HA H3XO0JIHO HHBO,
¥ p< 0.001 B cpaBrERUE ¢ IANGG0 MAK MHALEDO + KOMGHHHPAHO ACUEHHE.
% HbA.. (%) Ha 24-1a cenMuLa
YHbA:: (Y6) Ha 26-Ta CEAMHIIA
¢ Hafi-manxuTe ety KBaspaTH Ci4 KOPUIHPaHH 33 ynoTpeOara Ha WHCY TUH NPH BUSATA | (TPEIBapUTETHG CMECEH Cpey
HECMECEH MPSIBAPHTEIHC [MEXOMHEH WK NPONBDKUTEMHOACHCTRAI]) M A3K0AHA CTOMHOCT.

IIpu 52-ceamuaHO NpoyyBaHe, cpaBHABAILO eduKacHOCTTa ¥ Ge30NacHoCTTa NpH AoGaBAHe Ha
cHTaruiTHH 100 mg BeaHsK JHEBHO WM raMiman (Cy KpOHITYpPEHHO TPOH3IBOAHO) MPH MALMEHTH

¢ HeROOBP rIMKEeMHYEH KOHTPO! fIPH MOHOTEPAIIHA ¢ METQOPMHH, CHTANVIHIITHH € NoNoheH Ha
rTHNM3WA nipH noHwkasaneTo Ha HbA . (-0,7% cpenana npoMsisa CripaMo H3XOQHUTE CTOHHOCTH Npes
cenmuiia 52, owe cpenHa croiiHoct Ha HbA,, ot npuGnuskrento 7,5% B meete rpymu). Cpeasara  nosa
TUNH3WA H31I0/13BaHa B Ipynara 3a cpapHenue € 10 mg nueBHo karo npubnusurento 40% or
NALHEHTHTE C¢ HYKIAAT OT J03a NIMITH3HA < 5 mE/AHEBHO N0 BpeMe Ha npoyusanero. O6ade, nopeue
NALMEHTH OT rPYNAaTa Ha CHTAITIHIITHH Ca NPEKBCHAITH NOPany JTHICa Ha eHKACHOCT, OTKOMK:
rpynara 5a raunasu. [lanpeHTUTe NeKyBaHH ChC CHTAITIMNTHH NOKA3BAT 3HAYMTENHO CPE
HOHMAEHHE CIPSMO H3XOAHKTe CTOHHOCTH Ha TenecHoTo Terio (-1,5 kg) B cpaBHeHue ¢
TOKaYBaHe Ha TErNoTO MPH MalHeHTH noyvasann pmnyzug (+1,1 kg). B Toa npoyus
OTHOIUECHWETO MPOUHCYIINH KEM HHCYITHH, Mapkep 34 e)eKTHBHOCTTA HA HHCYJIHHOBVIS
ocRODOXKIARARE, C& NOAOOPABA CHC CHTATNTHIITHH M Ce BJIOMABA PH NeYeHHe C IIHTH3




YecToTaTa HA XHIIOTTMKEMAA B IpynaTa Ha curariunTiH (4,9%) e 3HaYMTeHO IT0-HHCKA OT Ta3H B
rpynara Ha raammzag (32,0 %).

24-ceaMuMn0 MTaeb0-KOHTPOTHPaHO KIMHHYHO [POY4Bate, BKMoYBao 660 NauKMeHTH, € MpeAHasHaYeH0
fia oleHH eMKacHOCTTa BOJIEIA O HaMAIABAHE Ha MHCYMHOBHTE 103K H 6e301aCHOCTTA Ha CHTATTHITTHH
(100 mg peqi NHEBHO), KOraTo e npHaBeH KbM UHCYUH CIAPKHH Che Wik 6e3 Merdopmui (noke 1 500
mg) ro BpeMe HA HHTEH3H(HITMPAHETO Ha HHCY.THHOBaTA Tepanys. [Ipy nauueHTH, TpHEMAlH MeTQOPMHH,
naxonHara croiiHocT Ha HbAlc e 8,70% u navannata moza uticynud e 37 IU/nuesno. ITatmenTtire ca
HHCTPYKTHPAHH a THTPHPAT TAXHATS 2033 HHCY/HH I/1apkHH Bb3 OCHOBA HA CTOHHOCTHTE HA KPBBHATA
3dXAp HA rMagHO, H3MEPEHH Ype3 KPhsel TecT ¢ yooxaane Ha npucta, [1pH nanMeHTHTE, MpHeMaIIIH
METGOPMHR, Ha 24-Ta CeIMHLIA, YBEAHYABAHETO HA AHEBHATA n03a HucysiH e 19 TU/nHeBHO NpH NAHEHTH,
JEKyBaHH ChC CHYarnunTHH H 24 TU/nnepHo npy naierTy Ha mauebo. Hormkasasero wa HbA 1¢ npu
NaUHCHTY, JIEKYBaHH CHC CHTArJTMITTHH, MET(OPMHH H HHCYIIRH € -1,35% B cpaBHenue ¢ -0,90% npy
NaLHeHTH, NIeKYBaHH ¢ Nnanebo, MenhOpMMH W MHCYIIMH, pazmkKa ot -0,45% [95 % CI: 0,62; -0,29).
YecToTara Ha XunormakeMus & 24,9% IpH nauMenTy, eKyBaHH ChC CHTANHITTHH, METHOPMUH H HHCYJTHH
1 37,8 % NIpH NallMeHTH, NEKyBaHu ¢ mauedo, MerhOPMHN K HHCYIHH. Paznuxata ce XKy OCHOBHO Ha
TO-BUCOKHS MPOLIEHT MANHEHTH B rpynaTa Ha mnane5o, H3MHTANH 3 WIH NoBeYE eITH304d HA XUITOTIMKEMUS
(9.1 cnipsmo 19,8%). Hama pa3nmika B 4eCTOTATA Ha TEKKA XHITOTTIHKEMHASL.

M MUH

Mexanuzvm na deticmeue

MeTtthopMuH e CHrBAHUAHH ¢ AHTHXHNIEPTIIHKeMHYeH eheKT, MOHMKABAL KAKTO 6a3a/iHATA, TAKa U
TNa3MeHaTa rmoko3a cies xpaneHe. Toii He CTHMYNHpa KHCYTMHOBATA CeKpeLUs U CNeJOBATE/THO HE
TIPEIM3BHKA XMITOTTTHKEMMUS.

MeTgopMHE MOKe [a AelicTBA MO TPH MEXAHH3MA:
- 4pe3 HaMaNsBaHe NPOAYKLUHMATA Ha YEPHOAPOGHA MTIOKO38 Ypes HHXHOHpaHe Ha
TJIFOKOHEOreHe3aTa H MIHKOTeHOTH3aTa
- B MYCKYTIHTE, Ype3 YMEpeHO NMOBHIIABAHE Ha HHCY/IHOBATA YYBCTBHTETHOCT, IONOOPsBaiiky
nepudepHOTO IOEMaHe H YCBOSBAHE HA IOK032
- ype3 3afapsate Ha abcopOuUnATa HA ITIOKO3a B THHKMTE UEpPBa.

MeThopMHHE CTHMYIHDA BETPEKNETEYHHA CHHTE3 Ha ITIMKOTEH 4pe3 BE3leiicTBUE BEPXY [THKOTeH
cHHTeTazara. MergopMuH NOBHILABA TPAHCTIOPTHHA KANIALMTET Ha CNeLM(UYHU THNOBE MeMOpasHH
TpaHcnoptepu Ha rmokosata (GLUT-1 v GLUT-4).

Knunwana ecpuracnocm u 6ezonaciocm

Tlpu xopata, HezaBUCHMO OT IeliCTBHETO CH BBpXY INIUKeMHsATA, MeTdopMUH HMa GlaronpuaTHH edeKTr
BbpPXY NHuAHAA MeTabomuybM. Toea ce IokasBa NIpH TepaneBTHYHH KOHUSHTPAUMHE B KOHTPOJIHpaHH
KITMHHYHH NPOYYBAHHA ChC CPeHA MPOXLIDKHTENHOCT HITH ITBIIFOCPOYHH KIHHHYHH TPOYJYBAHHA:
metdhopMHH Hamanasa obmMs Xonectepon, LDLc u HHBaTa Ha TPHTIMUEPUaUTE.

[pocnekTuBHOTO panpomuskpano (UKPDS) npoyusaHe ¢ YCTAHOBHIO TBITOCPOYHATA 110,138 OT
MHTEH3HBHHA KOHTPOJI Ha KPbBHATA 3axap 1pu Adaber THI 2. AHAMKIBT HA PE3YATATHTE NPH  TTALHEHTHTE
C HaJIHOPMEHO TETTI0, JIEKYBAHH ¢ METHOPMUH CIE/ HEYCNEX ¢ AHETE CAMOCTOATENHO TOKA3RAT:
- 3HAYMTENIHO HAMAJICHHE Ha aOCOMOTHUA PUCK HA CBBP3AHHTE ¢ AHabeTa YCIOKHEHHA B TpynaTa
Ha mergopmud (29,8 cubuTia/1000 nauHeHTOroAMHM) COPSIMO JHETA CAMOCTOSTENHO
(43,3 cuburua/1000 naupenroroanuy), p=0,0023 u cnpaMo rpynute Ha KOMOHHALMSA CHC
cyadoHWTypes H MOHOTeparia ¢ nHCynuH (40,1 cxbuTus/1000 nanmenroroaunn), p=0,0034
- 3HAYHTEJIHO HAMATEHHE Ha aDCOMOTHHUA PHCK OT CEEP3aHATA ¢ AHabeT CMBPTHOCT: METHOPMHH
7.5 cpowmng/1 000 nayyerTorogvHM, qveTa caMocTodaTenHo 12,7 ¢piumis/ 1000 nanvenToroay
p=0,017
- 3HAYHTE/IHO HAMaNeHHe Ha a0COMOTHUS PHCK OT 061WAaTa CMBPTHOCT: MeThOPMHH
13,5 cr6uria/1 000 ManMeHTOroMMHK CTIPAMO THETA CAMOCTOSTENHO 20,6 cOuTHA/
narpentoroausy, (p=0,011) u cnipsamo rpynure koMOHHMpaHa CyIGOHUITYpes U M
uucynuH 18,9 cubumua/l 000 naumenroronusu (p=0,021)
- 3HAYMTEHO HaMa/IeHKe Ha abcoMOTHUSA PHCK OT MHOKap/ieH uH(papkr: Merdopm
11 cuouTra/ 1000 naunenToroauny, auera camoctostenso 18 enburna/1000 nanue




(p=0,01).

TECOS e panpomusnpaHo npoy4eane rpH 14 671 naupenTu B intention-to-treat nomyiauusra ¢ HbA lc
26,5 10 8,0 %, ¢ ycTaHOBEHO CHPAEYHO-CHICRO 3a00a9BAHE, KOMTO NOy4aBaT CHTArunmid (7 332)
100 mg auesho {(win 50 mg mieBHO, ako H3XoauuTe croiivocty Ha eGFR ca>30u

< 50 mimun/1,73 m®) wni nnaneto (7 339), nobaBenn kbM OOHUANHITE IPIKH CHITIACHO MECTHHTE
cranaapt 3a HbAlc u cepaeyno-chaosH pyuckosH dakropu. Haimenm ¢ eGFR < 30 ml/mun/1,73 m?
He Ca BIUTIOYEHH B NIpoyuBaHeTo. Mizcnenpadara nomynaums xmoysa 2 004 naupeHTH Ha BL3pacT

275 romuuu 1 3 324 naunenTH ¢ Gu6peuso yepesxaare (eGFR < 60 mi/mun/1,73 m?).

Ilo Bpeme Ha npoyusaneTo, obuiaTa H3UKCIIEHa cpefHa pamka (SD) B croiinocTute Ha HbAlc Mexny
TPYNIHTE Ha CHTArMITHH U 1iiauebo e 0,29 % (0,01), 95 % C1 (0,32, -0,27); p < 0,001.

TIspBAYHATA KpaiiHa TOYKA [0 OTHOLIEHHE HA ChPJEYHO-CHIOBATA CHCTEMA € CHCTARHA OT MEPBATA
NMOABA HA ChPAEYHO-ChA0BA CMBPT, HehaTanen muokapaeH HHgapkT, HedaTaneH KHCYNT HIH
XOCHHTAIM3AUHSA NOPaIH HecTabUNHa CTeHOKapua. Bropuunyte KpaliHi TOUKH 10 OTHOWIEHHE Ha
CBPAEYHO-CHIOBATA CHCTEMA BKIMOYBAT MbPBATa M0sABa Ha ChPACYHO-CBHA0BA CMBPT, HedaTaneH
MHOKapZieH HH$apKkT UK HeaTaneH HHCYIT, MePBATA NOABA Ha HHAHBHAYANHHTES KOMIIOHEHTH Ha
ITbPBHYHATA CLCTABHA, O6IA CMBPTHOCT H XOCIHTANU3ALMH [IOPAAM 32CTOHHA ChpleYHa
HeJIOCTaThYHOCT.,

Cnen npocnepasade ¢ Meanana Ha NPOTHDKHTENHOCT OT 3 FOHHM, CHTAMTHITTHH HE TIOBHILIABA PHCKA
OT roZieMH HexXeJaHHN CHPCYHO-CHIIOBH CHOMTHA MK PHCKA OT XOCMHUTAIH3ALMS NOPAIH ChPICUHA
HEIOCTATHYHOCT, Korato ce nofaps KbM o0HYaHHHTE MPKH NIPH NAUMEHTH ¢ quabeT THI 2 B
cpaBHeHHe ¢ obuvaiiHuTe rpuxu 6e3 curarnurH (Tabnukua 3).

Ta6anna 3: Yecrord Ha KOMOHHEMPAHH ChpPAEYNO-CBIOBH PE3Y/ITATH H HA KJI090BH BTOPHIHH
pe3yaTaTH

Curarnantun 100 mg | ILnaveGo

YeervoTa YeeToTa
Ra Ha
100 naun 100 nauy | Koerunent na b
edTOrOAN enTorogn | PHCKA -
N (%) nR* ARt (95% C1) croltnocyt

Auamns B Intention-to-Treat nonynauusTa
Bpott nanmentu 7332 7 339

TbpruYHA cbeTaBHA Kpaiina ToUKA
{CBpacuHO-ChI0BA CMBPT, HedaraneH
MHOKapaeH AHGapKT, Kedaranex
HHCYAT HITH XOCHUTAIHIANHS, NOPANH
HeécTabyIHA CTEHOKAPHS)

839(11.4) | 4.1 851(11,6) | 4.2

Bropuana encrapHa Kpaiina Touks
{Copaeuno-chI0Ba CMBPT,
nedaranen MuokapacH HHGApKT Wi
He(araneH HUCyT)

745(10,2) | 3,6 746 (10,2) ] 3.6




Cutarauntaa 100 mg | Iaanebo
Yecrora YectoTa
HA Ha
100 naum 100 naun | Koegnument na o
e PHCKA -
e e | @59 e crolmocrt
Bropuuen pesyarar
CopaeyHO-CLAOBA CMBPT 380(5.) | 1,7 366 (50) | 1,7 1,03 (0,89-1,19) | 0,711
Besxakes BHI MuOKapaen HHGapKT
{daranen u uedaraien)
30041y | 1.4 316(4,3) | 1.5 0,95 (0,81-1,11) | 0,487
Besxakte BEg HHCYNT (dataned u
Hetaranch)
178 (24) | 0.8 183(2.5) | 0,9 0,97 (0,79-1,19) [ 0,760
XocnuTanmanya nopagu hecrabnana
CTCHOKAPIUA
116 (1,6} 0,5 129 (1,8) 0.6 0,90 (0,70-1,16) | 0,419
CMBPT NOpaaH BCAKAKEA MPHYHHA
547(7,5) | 2,5 537(7.3) | 2,5 1,01 (0,90-1,14) | 0,875
XocnuTanusaius, NOpasH ChpIedHA
HEAOCTATBYHOCTY
28030 111 2293.1) I LOG(0.83-1.20% | 0,983

* Yecrorara na 100 nauuerToroguuu ¢ H3uuciena karo 100 x (o6mms Gpott nansent ¢ > | ChOHTHE IO BpEME HA JONYCTAMHA
NepuOg Ha EKCTIOZALNS CpaMo 00U Gpodf MALHEBTOroNMHE Ha IPOCACIABANE),

t B®3 ocioBa na Mozien Ha Cox, cTpaTigUuHpaH 10 perHoH., 3a CHLCTaBHATE KpalHU TOYKH, P-CTORHOCTHTE CLOTBETCTRAT Ha TECT
32 HeMHEPHOPHOCT, THPCEI, 14 MOKaKe, Ye KoeDHUMEHTHT Ha PUCKa € NO-Mamsk OT 1,3, 3a BowsIKA ApYTH KpaliHp TOYKH p-
CTOHHOCTHTE CHOTBETCTBAT BA TECT 38 PAINIMKATE B KOCPHIMEHT HA PHCKAE.

.t AHaTHIBT Ha XOCHHTANHIAUMATR HOPATH CbPACYHA HEAOCTATRPYHOCT € KOPHIAPaH 33 aHAMHE3A 3a Chp/etuHa HEIOCTaTHYHOCT Ha
H3IXOHO HHBO,

Ieamarpryna nonmysanus

Esponejickara arennms no nekapeTsara ocBo00KIABA OT 3aBIDKEHUETO 38 NPEIOCTABAHS HA
PE3YJITATHTE OT NPOYYRaHUATA ¢ AH3HTHH /Iyo BLB BCHUKH NOArPYITH HA NEIMATPHNHATA NOMyTIaysl
o5C 3axaped auabeT Tun 2 (Bk. Touka 4.2 3a uHdopMaums OTHOCHO yNopeda B e HaTPRATa).

BesonacuocTTa H ehrrkacHOCTTa NpH J00aBAHE HA CHTArTMITTHH NPH TIEAMATPIHHY NALHEHTH HA
BB3pact ot 10 1o 17 roanau ¢ auaber TN 2 H HEANEKRATEH MIMKEMHYEH KOHTPOI HA METGOPMHH, ChC
Wi €3 HHCYITHH, Ca OLUEHeH: B JIBE IPOYUBAHNS 33 NEPHOA 0T 54 cenmi. JoGasssero Ha
CHTArIMITTHH (TIPHJI0KeH KaTO CHTArSMITHHMETHOPMHH WM CHTAMTHITTHHAMEeTQOPMHH C YABBKEHO
ocsoboxiaate (XR)) e cpaBHeHO ¢ 106aBAHETO Ha MIAUE50 KeM METGOPMUH KiTH MeThopmHaH XR.

Makap H 1a ce AeMOHCTPHPA NPEBEIXO/ICTEO 110 OTHOLICHHE OHIKaBakeTo Ha HbA 1c 3a
CHTArTMITTUH+MeTgOpMUH/ cHTarnumTHH+MeTgopmutit XR uan merdopmut Ha ceamuna 20 npu cboprms
AHATIH3 OT TE3H JBE NPOYUBAHKA, PEIY.ITATHTE OT OTACTHUTE NPOYYBaHuA ca HechbBMecTAME. OcBeH ToBg,
He ce HabmoaBa f0-BHCOKA ePUKACHOCT Ha CHTArHNTHH HMeTdopMay/ cutarmunTan+verdopmus XR B
CpaBHEHHE ¢ METQOPMHH Ha ceaMunia 54. Cneaosarento, Susumun yo e TpaGBa Aa ce W3noN3Ba PU
neaRaTpHHHH MallHeHTH Ha BB3pact ot 1) no 17 rogusn nopain HeloctaTbyHa edprkacHocT (B, Touka 4.2
3a HEGopMaLs OTHOCHO YIOTpeGa B [eUaTPHSITa).




52 PapMaxkoxHHeTHYHH cBOHicTBA

Auswmun vo
TTpoyusarusTa 32 GHOSKBUBANCHTHOCT TPH 3APABH YUACTHHINM NOKA3BAT, Ye STH3utuH Tyo
{cuTaraunTHH/METGOPMHHOB XHAPOXJIOPHIT) KOMOHHHpaHH TabNeTky ¢ca GHOSKBUBAICHTHH HA

€AHOBPEMEHHOTO NPHIIKEHHE HA CHTANTHITHH (ocdaT H METGOPMHHOB XMIPOXIIOPHA KATO OTAENHH
TabneTxu.

CrennuTte nanyH Nokassar GapMaKOKHHETHYHHTE CBOHCTRA Ha OTNE/IHHTE AKTVBHM BEIIECTRA Ha
Ansumi Tyo.

Curarnutuy

Abcopbyus

Cnen nepopaiHo npwioieHHe Ha 1o3a 100 mg Ha 3apaBu yHACTHALH, CHTAMIHIITHH Gbp3o ce
abcopbupa, ¢ nocTHTane Ha MMKOBH [11a3MeHH KOHUeHTpalWn (Meauana Tmax) 1 1o 4 yaca crien
npuaoxeRNeTO, cpepna wiasMeda AUC pa curarnuntun 8,52 DYMehr, Cmax 950 nM. AScomoTdara
OHOHATHYHOCT HA CUTATTTMITTHH ¢ NprGuM3ETeHO 87%. Thil KATO NPHEMAHETO HA CHTATIIMITTHH
e/IHOBPEMEHHO ¢ oraTa Ha Ma3HHHY XpaHa He NOBAMARA (HapMAKOKMHETHKATA, CHTATTIMITTHH MOXKE Ja CE
napunara cuc WiH 6e3 xpana.

Inasmenara AUC Ha CUTArMITIH ¢ TIOBMIIABA 110 J03a BPONopikoHaieH nawus. losa-
NPONOPLMOHATHOCT He e YCTahoBeHa 3a Cmax u C24vaca (Cmax ce MOBHINABA NOBeue OT A03a-
IPONIOPUMOHATHO, 2 C24%aca ce yBeNn4aBa NO-MAIKO OT A03a-TIPONIOPLMOHATHO).

Pasnpedenenue

Cpeannar ofeM Ba pasnpenesieHHe B CTALIMOHAPHO CHCTOAHHE CJICH eHOKPATHA HHTPABEHOAHO
NpuiokeHa Ao3a oT 100 mg cHrarmmnTHH Ha 30paBH y4acTHMUM e npubiuzurento 198 murpa.
DpakumaTa CUTAIIHNTHH 0GPaTHMO CBBP3aHA ¢ IUTA3MEHHTE NPOTCHHH & HHCKa (38%).

Buompanchopmayus
CHTarnunTHH ¢e CAMMHHHPa OCHOBHO HENPOMEHEH ¢ YPHHaTa, a MeTaboMM3MBT € BIOPOCTENEHEH ITBT.
TMpubnusnTenso 79% OT CHTATNUNTHH ¢€ EKCKPETHDA HEIIPOMEHEH B YPHHATA.

Cnen nepopanna noza [*Clenrarnuntis, nprbansurento 16% O pagMoaKTUBHOCTTA C& eKCKPETHpa
Kato MeTabomuTH Ha cHTarTHITTHY. Ha HUBO chesy ca yCTaHOBeHY mecT MeTabonuTa, KOUTO He ce
OYaKBa [ia AONPHHACAT 33 1UiasMeHara DPP-4 HHXHOMTOPHa aKTHBHOCT HA CHTArnUITHH. In vitro
[POY4BAHMATA MOKA3BAT, 4¢ OCHOBHMAT €H3HUM, OTTOBOPEH 3a OrpaHHUueHHn METab0aM3bM Ha
cutarnunTes ¢ CYP3A4, ¢ yuactieto u Ha CYP2CS.

In vitro nannVTe NOKA3EAT, ue CHTANTHNTHE He ¢ utxubuTop Ha CYP u3censzumure CYP3A4, 2C8,
2C9, 2D6, 1A2, 2C19 wau 2B6, u He e uHayxTop Ha CYP3A4 u CYP1A2.

Enumunupane

Cnen npunoxenve Ha nepopansa no3a { *Cleurarnunmus Ha 31pasd yHacTHHEH, NpubamsHTenno  100%
OT MPUNOXKEHATA PAIMOAKTHBHOCT C& eNMMUENPa ¢ hekanuute (13%) unu ypunara (87%) no eaua
ceaMuLa cneji MPHICKEHHETO Ha No3aTta. [IpuBHIHAAT KpaeH 1y, caen 100 mg nepopanna nosa
CUTArIUNTHH € NpHONu3HTeaHo 12,4 yaca. CHrarnunTiH ce HATPYIBA CaMO MHHUMAIIHO [Py
MHOroKpaTHo npunarate. bBeOpeunuaT knupblc e npubnusurenso 350 ml/mun.

EnuMHHNpaHEeTO Ha CHTATITHITIHH CTaBa OCHOBHO upe3 6b6peuHa eKCKpeLMA Y BKIIOYBA AKTHEHA
TyOynHa cexpetud. CHTArMITHH € CyGCTpaT Ha HOBeUIKM OpraHMyeH aHuoueH TpaHenoprep -3 (hOAT-

3), koiiTo Moxke GH yuacTsa B 6b0peuHOTO EMMMHHUPAaHE HA CHTANTHITHH. KTHHHYHROTO 3Rau -
}gﬁ

FAHKOTIPOTEHH, KOHTO MoXe OH ydyacTea U B MeWMPaHeTO Ha GBROPEUHOTO ENHMHHHMPAHS
CHTarlMImTHH. B ¢hI0TO BpeMe HHKNOCTIOPHH, EAHH P-IVIHKONPOTEHH HEXHONTOP, HE Hj
OBOpe HMA KIMPBHC HA CUTAMMUITTHH. CHTArMITTHH He e cyberpar va OCT2 wnu OA
TpaHcnoprepute. In vitro curarnunTud He notucka OAT3 (1C50=160 pM) win p-ri



250 pM) MeanHpaHKs TPAHCTIOPT B TEPANICBTHYHO PEEBAHTHH TUAIMEHN KoHueHTpauwu. [Ipu
KIBHUYHO NPOY4YBaHe CHTAITIHITHH HMa MAIThbK eeKT BhPXY IIa3MEHUTE KOHUEHTPALMH Ha JIATOKCHH,
KOETO MOKA3Ba, Y€ CHTATTHIITHH MOXe 13 € cnab HHXHOHTOP Ha P-rMMKONPOTEHH,

Xapaxmepucmuxa npu nayuermume
®apMaKoKMHETHKATA HA CHTATTHITTHH € KATO LWUTI0 CXOAHA NIPH 3APABH YYACTHHIH H NALHEHTH ¢ Auaber
THN 2,

Bvbpeuno yepexcoane

Ilposeseno e otBOpeno npoyypaHe NPH €HOKPATHO MPHIOKEHHE 32 OUEHKA HA PapMAKOKMHETHKATA HA
HAMaJIeHa 038 CHTarTuiTHH (50 mg) npH nauHeHTH ¢ pasnyyHa CTENEH HA XpOHUYHO GEOpeuHo
YBpekKIaHE B CPABHEHHE Che 30paBH KoHTposy. [IpoydraHeTo BKMOUB2 nauueHTH ¢ 6b0peuso
YBPeKJIaHe B JIEKA, YMEPEHA MM TEXKaA CTeleH, KakTo i nauneHTd ¢ ESRD Ha xemoaunanusa. Ocsen
TOBa, edekTrre Ha 6BOpedHo yBpexane BBPXY (PapMAKOKMHETHKATA HA CHTATIUIITHH TIPH NALKEHTH C
Anaber THn 2 ¥ 6B6PeUHO yBpeXkAAHE B IEKA, YMEPEHA WM TExKKa cTeneH (pkmounrtento ESRD), ca
OQUEHEHH YPe3 NOIyAlIMOEHN (PAPMAKOKHHETHYHU AHAJTH3H.

B cpaBHenue cue 30pasH KOHTPOH, TutasMenata AUC Ha CHTAIVIHRTHH ce IIOBUIIABA TIPHOIH3HTEIHO
1,2 ey npy namMenTH ¢ GB6peuno yppexnare B aeka crenen (GFR > 60 1o < 90 ml/MHH) H choTBETHO
1,6 meTh npy nauMeHTH ¢ 6B6PEeUHO yBpexcaane B ymepeHa ctreneH (GFR > 45 no < 60 ml/mus). Teii
KaTO paaMephT Ha MOBMIUEHHETO HE € KTMHHYHO 3HAa4iM, He Ce Hallara KOPHrHpaHe Ha 03aTa [P Te3H
NalyeHTH.

{Inasmerara AUC Ha cHTarTHIITHH ¢ NOBKIIABA NPpUOIHIKTENHO 2 THTH NPH NalHenTH ¢ 6u6pedHo
yspexciaHe B ymepena cteried (GER = 30 mo < 45 mV/mun) u npubnusutento 4 mbT NpH NaLMeHTH ¢
6p6peuno yepesxnane B Texka crenet (GFR < 30 mi/mMun), BrmoanTenso naudentd ¢ ESRD wva
xemoaHanu3a. CHTarTMITHE Ce OTCTPaHABA YMepeHo Nipk Xemoauanmsa (13,5% 3a 3- no 4-gacosa
XeMOOHAJIM3HA CECH 3ano4Ballia 4 4aca cie/l NPUoXKeHHETO).

Heprodpobio yepexcoare

He ¢ neoGxonuma Kopekuns Ha J03aTa CHTANTHITUH IPH NALHEHTH C JIEKO WM yMEPEHO YEPHOAPOBHO
yepexaate (ckop rio Child-Pugh < 9). HamMa xnibuyeH onuT npy NaLMEHTH ¢ TEXKKO YepHOAPOGHO
yspexaane (ckop rio Child-Pugh > 9). B ¢pioto Bpeme, Thil KaTo CHTAMIMITHH Ce eJIAMHHMpPA OCHOBHO
ype3 6B6peLtTe, HE Ce 09AKBA TEKKOTO YEPHOAPOOHO YBPEKAAHE A MOBAUAE BHPXY
bapMaKOKHHETHKATA HA CHTATJIHITTHH,

ITayuenmu 8 cmapuecka ev3pacm

He ce Hajiara KopeKiis Ha 103aTa B 3aBUCHMOCT OT BE3pacTTa. B3 OCHOBA HA MOMYTaLHOREH
dapmaxoxuseTHYeH aHamH3 Ha nauHu ot Qaza | u daza I, BBAPACTTA He OKA3BA KJIIMHMMHO 3HAYHM
edexT BBpXy HapMaKOKMHETHKATA HA CHTArUNTYH, YUaCTHUIATE B cTapyecka Bhipact (65 1o

80 roaunn) umar npubauspTeHO 19% 10-BECOKH IU1A3MEHH KOHLIEHTPALMH HA CUTATIIHITTEH B
CPABHEHHE C TI0-MAaAH YHACTHHIH.

IHeduampuuna nonyrayus

DapMaKoKHHETHKATA HA CHTArMITTHH (eIMHUYHa A03a SO mg, 100 mg unp 200 mg) € uacneasaHa mpu
NeRUaTPHIHN naumeHTH {Ha sb3pact 0T 10 ao 17 roaunm) ¢ auaber vun 2. Ipu task nomynauus, AUC
Ha CMTaITTHITHH B TL1a3MAaTta, KOPHIHpaHa ChpsIMo J103aTa, € NpHONHauTenHo 18 % no-HHCKa OTKONKOTO
MIPH BL3pacTHY NauHeHTH ¢ Anabet THH 2 npy noza 100 mg. He ca npoBexaann npoy4BaHuA ¢be
CMTArNIKITHH OPH NEIHATPHYHH NAWHEHTH Ha 8E3pacT < 10 rogunm.

Apyau xapaxmepucmuxy Ha nayuenmume
He ce Hanara kopexiias Ha J03aTa B 3aBUCMMOCT OT T10J1, PAca WM HHAEKS Ha TEJICCHA Maca {
XapaKTePHCTHKY HAMAT KJIMHHYHO 3Ha4KM eeKT REPXY GapMakOKHHETHKATA HA CHTALTT
KOMGHHHpaHHA aHATH3 Ha DapMaKOKHHETHYHATe Natnu ot Maza | v momynalMoHeH da
aganu3 Ha gaHad oT Pasa [ u Paza IT.




Mertdopmud

Abcopbyus

Cnen nepopansa fo3a MeThopMuH, Tnax C€ JOCTHFA A0 2,5 yaca. AGcomoTHaTa GHOHATIMMHOCT Ha
Tabnerxa Merdopmun 500 mg e npubnuzurenso 50-60% npu 3apasy yuactaauy. Cnen nepopaina
no3a, HeaGcopOupanata $pakius, OTKpUTa BbB hexanuute e 20-30%.

Cnen nepopanen npHem, adcopblisTa Ha MeT)OPMHH e HacHIIAIA ce ¥ HembaHa. CMaTa ce, ue
dapmakOKHHCTHKATA Ha abcopbumaTa Ha MeThopMHH ¢ HenuHelHa. [Tpy obuualing 1031 MeTHOPMHUH
H 030BH CXEMM, MIA3MEHHTE KOHUEHTPALMH [PH CTAIHOHAPHO CECTOSHYE Ce JOCTUIAT B PAMKHTE Ha
24-48 qaca W Karo LA10 ca no-Manko ot 1 pg/mi. [Ipu KOHTPOTHPAHKH KTHHHYHH H3THTBRHHA,
MaKCUMATHHTE IUIa3MeHH HHBa Ha MeThopMHH (Crax) He npeBriuarat 5 pg/mi, 10pH npu
MaKCHMAIHH J03H.

XpaHara Hama/dBa CTeleHTa H ¢1a6o 3a6asa abeopbumara Ha MeThopmuH. Cnel NPUIOKEHHE Ha
no3a o1 850 mg, ce Habmoaasa 40% no-HUCKA MHKOBA M143MEHA KOHUEHTpallnd, 25% HamareHue Ha
AUC n ynemxasane ¢ 35 min Ha BpeMeTo J0 AOCTHraHe Ha MWKOBA IUTA3MEHa KOHLCHTPALIHA.
KinHH4HaTa 3HAYMMOCT HE € H3BECTHA.

Paznpedenenue

CBBpaBaHeTO ¢ Ma3MEHHTE TPOTCHHH € He3HAaYHTEHO. MeTGopMuUH ce paznpeles B epUTPOLIETHTE,
KpLBHEAT NHK € MO-HUCHK OT IUIa3MEHHS MK H CE NMONBABA MPHGAHIHTENHO [0 CHIUOTO BPEME.
Yeprenure KpbBHY KISTKH Hali-BepOATHO NMPeCTABABAT BTOPHYEH KOMIIGPTHMEHT Ha
paznpedeneHue. Cpennust Vd Bapipa Mexay 63 —276 1.

Buompancgopmayus
MerdopMmiH ce eKckpeTHpa HenpoMeHeH B ypuHaTa. [Ipd Xopara ue ca ycTanosen MetabonuTy.

Enumunupane

buOpeunsaT KpeHe Ha MeThOpMUH e > 400 ml/MuR, K0eTo Moka3ea, 4e METQOPMHH C& STMMHHMpPA
4pes raoMepyaHa QuaTpaiMs H TyOyaHa cexpeuns. Cnen nepopalina 5034, PUBHAHUAT TEPMUHATIEH
€JIMMHHALMOHEH TOMYKHBOT & NpubnusurenHo 6,5 h. Korato 6s0peyHara (pyHKIMA ¢ yBpeneHa,
6bOpeutta KIMPLHC Ce HAMANIABA B CHOTBETCTRBHE C TO3H HA KPEATHHHHA H CIICAOBATENHO

CTHMHHALTHOHHMAT I10JTYKHBOT €€ YIBJDKABA, KOSTO BOAW 10 NOBHIIEHH HHBA HA ME’I'(i)OpMPIH B
nnasmara.

53 IlpexxnuHEIAE JaAHH 32 fe3omacRocT
He ca nposexaanm npoyusakHA ¢ XUBOTHH ¢ Shautun Tyo.

Ilpu 16-ceaMMYHY NPOYYBAHUSA, B KOHTO KYYETA Ca TPETHPAHA WK ¢ METGOPMHH CaMOCTOSTENHO,
WITH ¢ KOMOHHAIA OT METQOPMHH H CHTAFIHITTMH, He € HabMiofaBana NOLIHMTEIHA TOKCHYHOCT OT
komGunauuata. NOEL B Tesu npoyusanus ce HaGa01aBa NPy €KCNO3HLMA HA CHTATTHITHH
NPUGIH3KTENHO 6 TETH NO-BUCOKA OT TA3H TIPH XOP2 H IPH SKCMO3KIMA Ha MET(HOPMHH
npuGIM3UTENHO 2,5 MHTH 110-BHCOKA OT Ta3y NPH XOPa.

CiieIHMTE AaHHH Ca HaxoJKH Npy NpoyuBanus NPoOBEASHH CbC CHTATNUIITHH WM MCT(bOpMHH
CaAMOCTOQATETHO.

CHTarnuIrmuy
brbpeuna u yepHonpobHA TOKCHUHOCT ce HabioaBa ipyu rpU3a4H NPH CTORHOCTH HA CHCTEMHEY

Oe3 edeKT NPH Ta3K HaXOAKA € 58 ITETH NO-BHCOKO, CHIIACHO Pe3yTaTnTe oT 14-cej
TIpOYYBaHE NPH TUTbXOBE. 3Ra4eHHUETO Ha Te3d HAaXONKH NPH Xopa He € U3BECTHO, Tpé
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CBBP3aHH C IEYEHHETO GUIHYECKH NPOABH, HAKOW OT KOHTO TIPEATIONaraT HalHIHETO Ha
HEBPOJOTHYHA TOKCHYHOCT, KaTo AHINAHE ¢ OTBOPEHa YCTa, CAMBALINA, eMe3Hc Ha Osna naHa,
aTaKCHA, TPETepeHe, HaMaleHa aKTHBHOCT WKW W3ThpOena nosa ce HabNIOAABAT U KydeTa npu
HMBA HA CKCTIO3UIMA NPHOMU3NTEeNnHO 23 TETH N0-BUCOKK OT HHBOTO HA KITMHHYHA €KCIO3MINA.
OcBbeH TOBa, MHOTO JiEKa JI0 JICKA KOCTHO-MYCKY/THA ACTeHepalis ce HabmoNana ¥ XUCTONOTHYHO L
NO3H, JABAUIH HUBA HA CHCTEMHAR EKCHO3HIINA NPHOIM3HTENHO 23 IIbTH N0-BUCOKY OT HHBOTO HA
excnosyus npu Xopa. [Tpy Te3n pesyrrary, HUBOTO Ge3 edexT € MpH eKCo3HuHA 6-KpaTHO No-
BHCOKA OT HMBOTO Ha KIWHHYHA CKCTIO3HIMA.

CHTarTMITHH He 110KA3Ba TEHOTOKCHYHOCT B XO/ia Ha MPEAKTHHAYHHM NpoyuBanus. CHTAIIMIITHH He e
KanugporeHed npy MMIKH. I1py nnbxose HMa NOBHIIEHA YECTOTA Ha YEPHOAPOOHH aICHOMHE U
KapUMHOMH TIpH HMBA HA CHCTEMHA €KCTIO3HIHA 58 MBTH No-BHCOKM OT Te3u npH xopa, T'uii kaTo e
YCTAHOBEHO, Y€ XeMAaTOTOKCHYHOCTTA KOPENUpa ¢ MHAYIAPAHETO Ha YepHoApolHa HeoluIaska pH
TUILXOBE, TA3H NOBHUIEHA YECTOTA Ha YePHOAPOOHH TYMODH NIPH IUIHXOBETE € BEPOATHO BTOPHYHA,
BCJIGICTBHE HA XPOHMYHA XENATOTOKCHYHOCT MPU Ta3y BHCOKa go3a. Ilopany BucokaTa rpasuna Ha
GezonacHocT (19 MBTH NO-BHCOKA NPH TOBA HUBO Ge3 edeKT), TeaH HeOMNACTMIHN POMEHH HE Ce
CYHTAT pejeBaHTHH 34 Xopa.

He ca nabmonapann CRLp3aHu ¢ JiedeRHeTo edexTH BbpXy GepTHNUTETA IPH MBKKH M KEHCKHA
[LTbXOBE MOTY4HAM CHTATTHIITHH NIPeaH # 110 BpeMe Ha ukdTocsane.

ITpu npoyusane BBpXY Npe-/MOCTHATAIHOTO PA3BHTHE Ha [UYBXOBE CHTATTIMITTMH HE NIOKA3Ba
HEXKENaHH peaKLiH.

IpoyupasusaTa BLPXY PenpoOOYKTHBHATA TOKCHYHOCT N0KA3BAT HAMYUETO Ha CBLP3aHA C ICUSHHETO,
NEKO YBENUYEHA YECTOTA Ha MalibopMauuy Ha pebpa Ha deTyca (Mncealy, XUIOIIaCTHYHA 1
nnaBamy peGpa) NpH NOKONCHHETO Ha TUTHXOBE NIPH HUBA HA CUCTEMHA EKCITO3HIMA 10BEYE OT

29 eTH N10-BHCOKH OT Te3H npH xopa. TokcHYHOCT Ha MaiikaTa ce RabnioaBa npw 3aiiln rpu HUBa
NOBEYS OT 29 MBTH NO-BHCOKK OT HUBATA HA EKCIIO3HLMA [PH Xopa. [Topany BucoKaTa rpaHuNa Ha
Be301aCHOCT, Te3¥ HAXOMKY He NPeAIoNaraT ¢hblecTRYBAHETO HA CHOTBETEH PHCK 34
PeNPOAYKTUBHOCTTA MpH X0opa. CHTArANTHE Ce CeXPeTHPAa B 3HAYHMM KONIMYECTBA B MIIKOTO Ha
JIAKTHPAIIH IUTbX0Be (OTHOUIEHUE KbpMa/ITa3Ma; 4:1).

Mer¢popmun

[penknMHHYHUTE TaHHY 32 MeTHOPMUH He PasKpHBAT 0COOEH PHCK 34 XOopaTta Ha 5azaTa Ha
KOHBEeHIHOHAIHH HApMAKONIONHYHHA NPOYUBaHus 3a 6e30MaCHOCT, TOKCHUHOCT NPH MHIOKPATHO
TIpUIIaraHe, reHOTOKCHYHOCT, KapiHHOreReH NOTSHUHAT, PenpOJyKTHBHA TOKCHYHOCT.

6. SDAPMANEBTHYHU ZAHHH

6.1 Cnucbk a2 HOMOOIHETE BemecTBA

CoplieBuHa Ha Tabnerkara:
Morugon (K29/32)

Muxpokpucransa uemynosa PH 102
Kpocnosunon
Harpues creapundymapar

Hoxpurye Ha TabieTkaTa:
TMonueununos ankoxon E1203
Turadop guokeun E171
Maxporon 3350 E1521

Tank E553b
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XKwurr sxenesen oxeng E172
UYepreH xkeneseH oxcua E172
Yepen sxenesed okcua E172
6.2 HecsamectamocTn
Henpunromiamo.

6.3 Cpox ga rognoct

24 Mecena

6.4 Cuenuandn yCIoBHE H2 ChXPaHeRRE

Ja ne ce crxpansBa Hagx 30°C.

6.5 Baa m ceaAbLPXKAEHE Ba ONAKOBRATA

Anymuiuii PVC-PVDC 6auctepn.

Onaxosky no 28, 30, 56, 60, 196 u 200 dunMupans TabaeTku.

He Ben4KH BHAORE OMAKOBKH MOraT 2a Ghaat mycHaTy B npogaxta.
6.6 Cnenuajas HpesOa3HE MEPKR OPH H3XBLPJAHE B pabora

Hewanoassanasr JICKAPCTBEH MPOIYKT HAH OTHAABYHHTE MaTepHalld 0T Hero Tpaﬁna Ja ¢ WIXBEPIAT
B CBOTBCTCTBHE ¢ MECTHHTE H3UCKBaHMA.

7. HPHTEXATEJ HA PASPEHIEHHETO 3A YIIOTPEBA

G. L. Pharma GmbH

Schlossplatz 1

8502 Lannach

AgcTpus

8. HOMEP HA PASPEIIEHUETO 3A YIIOTPEGA

Srsurun [yo 50 mg/850 mg dpunmupann tabnerxu Peructpaisoner Ne

9. JIATA HA ITbPBO PASPEIIABAHE/MIOTHOBSIBAHE HA PASPEIIEHUETO 3A
YIIOTPEBA

Jlata na mepBo paspeniapane:;

10. JATA HA AKTYAJIMIUPAHE HA TEKCTA
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