KPATKA XAPAKTEPHCTHKA HA ]]POEYKT A

T T — ey oy ey

ST THUTENTHE ATEHURS 70 RERAPCTRATS

ﬁ" e kb e Lk -t T ——

NOATIFE XAPAKMRDLOmMUKa Ha npagrf:-:ma FGuACHeHue 1

"R A W

W ™

1. HME HA JEKAPCTBEHNA ITPOAYKT

Jlonamo Jyo 50 mg/1 000 mg prnmupany Tabnetku !-n_____,____________ ----------------------------------

Lonamo Duo 50 mg/1 000 mg film-coated tablets r WA AP -
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2. KAYECTBEH H KOJIMYECTBEH CBCTAB

Beska duiMupana tabnetka chIBpXKA CHTADVIMITHHOB  XHAPOXJIOPHA MOHOXHMIpAT,
eKBHBAIEHTCH Ha 50 mg curarnuntuH (sitagliptin) 1 1 000 mg MeTGOpMHHOB XHAPOXIOPHI
(metformin hydrochloride).

3a ITEJIHHA CIMHCHK HAa NMOMOIIHHUTE BEILIECTBa BIOKTE To4ka 6.1.

3. JIEKAPCTBEHA ®OPMA

DunMupaHa Tabnerka (Tabnerka).

Yepeens kpM KadaBH, NpoasiaroaTH GWIMHpaHH Ta0NEeTKH, ¢ ACUTEIIHA YepTa MeXay ,,5" H
»B  OT €IHaTa CTPaHAa M C JeN1Te/IHa YEPTA OT APYrarTa CTpaHa.

Huamersp Ha Tabnerkata: 21,3 £ 0,5mm

JlenurenHaTa 4epra He € IIpeaHa3HaueHa 3a CYYNBaHe Ha Ta0JIeTKAaTa.

4, KJIHHHYHH JAHHH
4.1 TepaneBTHUHH HOKA3AHHS
[1p1 BB3paCTHH NMALMEHTH Che 3axapeH aHaber Tam 2:

Jlonamo Jlyo e nokasaH Karo AONBIHEHME KbM JIHETA M YNPaskKHEHHs 3a noaoOpaBaHe Ha
ITHKEMHYHHA KOHTPOJ NP NAaLHEHTH, PH KOHTO HE € MOCTHUTHAT 3a/I0BOJIHTENECH KOHTPOJ ¢
MAaKCHMAJIHaTa NOHOCHMA 3a TAX J103a METHOPMHMH CAMOCTOATE/IHO HIIH KOHTO BeYe C€ JIEKyBaT
¢ KOMOMHALIMSA OT CHTATJIMITTHH H METQOPMHH.

Jlonamo Hdyo € nokaszaH B koMOuHALMA ChbC CYNGOHHIypeHH NpoM3BOAHM (T.6. TPOHHO
KOMOHMHHPaHO IEYECHNE ) KATO [I0Tb/IHEHHE KbM AHETA H YIIPAXKHEHHUS NPH NALMEHTH, MTPH KOHTO
HE € MOCTHTHAT 3aJOBOJIUTEIICH KOHTPOJI ¢ MAKCHMATHATA TIOHOCHMA 33 TAX J03a METHOPMHH

H cyndoHTypes.

Jlonamo Jlyo e riokasaH kaTo TpoitHO KOMOMHHpaHO JieueHHe ¢ IEPOKCH30MeH npontdepaTop-
akTHBUpaH peuenrop rama (PPARy) aronuct (T.e. THa3QIMOWHAMOH) KATO JOITBIHCHHE KBM
HCTA ¥ YNPOKHEHKSA NPH NalMEHTH, MIPA KOHTO HE € NIOCTHTHAT 3aJOBONMTENCH KITIROHA &
MaKCHMAaNHaTa [IOHOCHMA 3a TAX /1032 MeTdopMuH i PPARyY aroHucr. weruiA n,

KaTO AOMBAHEHHS KBM JHETATa H YIPAKHEHUATA 33 NOAOOPABAHE HA TITHHEN
NMPH NALMEHTH, KOTAaTO MOCTOSHHATA 4033 HA HHCYIHH H MeT(QOpMHH !
OCHTYPABa aJICKBATCH [VIMKEMHYEH KOHTPOIL.




4.2 J03HpOBKA H HAMHH HA [PHJI0KEHHE

J103UpOBKa
JIo3MpOBKaTa Ha AaHTHXHIEPrIMKeMH4HoTO jedyenwe ¢ Jlomamo J[lyo Tpabsa ma Obae
WHIUBHAYAIM3HpAHa Ha 0a3aTa Ha HACTOAIIMA PEXWM Ha NalMeHTa, €(peKTHBHOCTTa H

TOIEPAHTHOCTTA, KaTO HE ce NPEeBMIIABAT MAKCHMA/IHATA TpeniophyuBaHa AHeBHa J03a ot 100
mg CUTArJIMIITHH.

Bv3pacmnu c nopmanna ovopeuna ynruun (GFR =90 ml/mun)

[Ipy MaLIMEHTH, ITPH KOUTO HE € MOCTHIHAT
1033 MeThOPMHH KAaTO MOHOTEparius
[IpH DAlMEHTH, TPH KOWIO He € MOCTHIHAT 3ajI0BOJIUTENEH KOHTpod C MeThHOpMHH
CaMOCTOATENTHO, 0OMyaliHaTa HayaHa Ao3a TpAOBa Aa JOCTABH A03a CHTAMJIHMIITHH B J103a 50 mg
nsa meTH AdeBHO (100 mg oO0ma aHeBHAa [03a) IUHOC A03aTa METQOPMHH, KOATO BEYE €
[pUeMaHa.

[IpM nalWeHTH, KOWTO MPEeMHHABAT OT E€JHOBPEMEHHO IpHiarase Ha CHTArNWINTHH H
MeTQOpPMHH

Ilpy nalMeHTH, KOWUTO MNPEeMHHABAT OT CAHOBPEMEHHO IIPHJIAraHe¢ Ha CHTarjlHOTHH H

MeThOpMHH, JedeHHeTo ¢ Jlonamo [lyo TpabBa ma ce 3amoyHe ¢ J03aTa CHTATIHOTHH H
MeTPOPMHH, KOATO BEUe € NPUEMaHa.

OBOJIHUTCJICH KO 1 ¢ MAKCHMAJIHATA [TOHOCHMA

[Ipy pamMeHTH, OpH KOUTO HE € MOCTHIHAT 3aJ0BOJHTENCH KOHTPON ¢ JBOHHO KOMOHHHPAHO
JIeYEHHE ¢ MAKCHMAJTHATA NI0HOCKHMA J103a MeThopMHH H cyndoHHITYpes

Jo3aTa Tpa6Ba 1a JOCTABH CUTATJIMIITHH B 1032 50 mg apa mbTH aHeBHO (100 mg obIla fHeBHA
no3a) ¥ n1o3a MerdopMHuH, 000HA Ha N03aTa, KosTo Beue e npueMana. Korato Jlonamo [lyo
c€ W3NOI3BA B KOMOMHALMSA cbe CynOHKWIYpes, MOXKE Jia C& HAIOXKH ynoTpedaTa Ha no-HHCKa
n03a cyNoOHWIypes, 3a 14 ¢€ HaMaJIH PHCKBLT OT XMIIOTTIHKeMUS (BXK. TouKa 4.4).

[Tpy MAauMEHTH, NP KOWTO HE € MOCTUIHAT 3aJ0BOJIMTEIEH KOHTPOJ C ABONHO KOMOMHHUPAHO
JedYeHHe ¢ MaKCHMATHAaTa nodocuMa no3a merdopmud 1 PPARY aroHuct

TozaTa TpaGBa [Aa NOCTABH CHTATJIWNTHH B A03a 50 mg aea mbTH AHeBHO (100 mg obiua fHeBHA
I03a) H 7033 MeTdOopMHH, MOoA00HA HA J03aTa, KOSTO BEYE € IIpUeMaHa.

[Ipn raleHTH, IPH KOUTQ HE € IIOCTUTHAT 3al0BOJIMTEEH KO 1 ¢ ABOHHO KOMOMHHpaHO
JCYCHHE C MHCYIHH U MAKCHMAJIHATA MOHOCHMA 1033 METHOPMHH

Jo3aTta TpaOBa Aa AOCTABH CUTATVIMITTHH B J03a 50 mg apa nbTH AHeBHO (100 mg oOla nHesHa
no3a) ¥ fo3a MeTopMHH, No106HA Ha A03aTa, KOSTO Beue e npuemana. Koraro Jlonamo Jlyo
ce M3MON3BA B KOMOMHAILIMAS ¢ MHCYJTHH, HHCKATA 0338 MHCYJIHH MOXE Jia € HeoOXo/MMa 3a
peayLMpaHe Ha PHCKA OT Xunoriaukemus (Bx. Touka 4.4).

3a paim4HHTe A03H MeThopmuH, Jlonamo Jyo ce mpeamara B KoHUeHTpanusa mo 50 mg
catarmenTE B 850 mg merdopmuuoB xuapoxmopux wid 1 000 mg MeTdhopMHHOB

XHIPOXJIOpHIL.

Bewuku npauweHTd TpAOBa 1a NpPOABLXKAT MOpenoppYaHaTa MM JOHETa € aACKBAaTHO
pasnpeaeneHie Ha NpHeMa Ha BbIIIEXHIPATH Npe3 ACHA.

CrieLlMalIHM [TONYJIalliK
Bvbpeuno yspeacoane

He ce Hanara xopeKIys Ha /03aTa MpH MALMEHTH C JIEKO OBOpedYHO YBpE
rnomepynsa gunrpaumsa [GEFR] =60 ml/Munb). Ilpeau 3anouBaHe Ha //
ChiBPKALIM METHOPMHUH, TPsaOBa Aa ce Hanpaeu oueHka Ha GFR cToy ‘&1 a2
NOHE BEAHDBXK MOAHMINHO. Ipy nallMeHTH ¢ MOBHUIUEH PHCK OT IO-HaTaYhRiHO] :_}_ i
OBOpeUHo yBpeKIaHe H IIPY NAUMEHTH B CTapyecKa Bb3pacT TpaOBj @ HCCE1B d >




olLieHka Ha ObOpeunaTa (pyHKUHUs, HANpHUMED Ha BCekH 3-6 Mecela.

3a npeAnoYMTaHE € MAKCHMAJIHATA JHEBHA 032 MeTdopMUH fa 6B J1e pasje/ieHa Ha 2-3 THEBHH
1031, DAKTOPH, KOWTO MOTAT 13 YBETMIAT PUCKa OT JIAKTATHA aliuio3a (BXK. TOUKA 4.4), TpsabBa
aa 6BAAT MpepasrieaHH, Peay Ja ce OOMMCIM 3aTIOYBAHETO Ha JICUEHHE ¢ MET(HOPMHH MpH
nauueHTH ¢ GFR <60 ml/mun.

AKoO He € nocTenHa ao3oea dopma Ha Jlonamo Jlyo ¢ aneKBaTHO KOJIHYECTBO Ha aKTUBHOTO
BEIIECTBO, BMecTO KOMOMHauug ¢ (uMKCHpaHH no3H TpaOBa Aa ce HW3MNoi3Ba OTACITHWTE
MOHOKOMIIOHEHTH.

GFR mi/man | Merdopmny CRTArAHOTHH
60-89 Maxcumannama oneena 003a e 3000 Maxcumannama OHEsHa 003d
mg. Moorce 0a ce oOMUCIU ROHUNCABANE e 100 mg.

Ha 003amda 6vé 8Pb3KA C HAMWIAGAHEMO
Ha OvOpeuHama QyHKYuA.

45-59 Maxcumarnama onesna ooza e 2000 mg. Maxcumannama oneeHa 003a
Hauannama 0o3a e naii-mnozo nososunama | e 100 mg.
Om MAaKcumaIHama oozama.

30-44 Maxcumannama onesrna oo3a e 1000 mg. Maxcumannama oHegna 003a
Hauannama 003a e naii-mnozo norosurama | € 50 mg.
oM MAKCUMATHAMA 0034.

<30 Memdopmun e npomueonoxasan. Maxcumannama oHesHa 003a
e 23 mg.

Yeproopobro yepescoane |
Jlonamo JIyo He Tps0OBa jia ce M3MO/I3B4 NPH NALMESHTH C YSPHOAPOOHO YBpEXKAaHE (B2K. TOUKH
5.2).

Cmapuecka gb3pacm

Thit kaTo MEeT(hOPMHH M CUTATIIANITHH ce eKcKpeTupa upes 6b6pewmTe, Jlonamo Jlyo Tpabea
Ja CE M3MOM3BA ¢ [OBHIIEHO BHMMaHWE NpH HampeasaHe Ha BB3pacTTa. Heobxomumo €
MOHHMTOpHpaHe Ha ObOpeunaTa GYHKIMA, 3a a ce MOANOMOTHE NMPEANa3BaHETO OT CBbP3aHaTa
¢ MeTOPMHH JIAKTAaTHA aLM;1034, Hali-Beye B cTapuecKa Bb3pacT (BK. ToukH 4.3 n 4.4).

Heouampuuna nonyrayus

Jlosamo Jlyo He TpaGBa fa ce M3M0/i3Ba TIPH J€la | I0HOLM Ha BB3pacT oT 10 1o 17 roaunn
nopaan HeaocTarbuHa edukacHocT. HanuyHKTe NOHACTOAIEM AAHHH Ca OTTHCAHH B TOUKH 4.8,
5.1 u 5.2. JIJonamo JTyo He € NpOyuBaH NMPH NEAXATPHYHHA IALMEHTH Ha BB3pacT NoA 10 rofHHy.

HaunH Ha NpUIOKEHHE
Jlonamo Jlyo tpabea aa ce npuemMa nBa MbTH JHEBHO ¢ XPaHa 32 HaMa/lBaHC Ha HEXKEIAHHTE
peakLHH OT CTPAHA HA CTOMALIHO-UPEBHHA TPAKT, CBBP3aHH ¢ METQOPMHUH.

4.3 IlpoTrHBONOKA3AHHA

Jlonamo [lyo € NpoTHBOIIOKA3aH NPH NalMeHTH ChC!

- CBPBXYYBCTBHTETHOCT KbM aKTHBUTE BEUIECTBA WIM KbM HIK
BelecTBa, M30poeny B Touka 6.1 (BX. TouxH 4.4 1 4.8);

- BCEKH THII OCTpa MeTaOONWTHA auMao3a (KaTo IlaKTaTHa
KEeTOaLUI03a);

- avadeTHa NpPeKoMa;



- Texxka 6x6peuna HemocrareuHocT (GFR<30 ml/MuH) (Bk. Touxa 4.4);
- OCTPH CHCTOAHMA € BB3MOKHOCT X2 U3MEHAT OBOpeunaTa yHKIMA KaTo:
- AeXHApaTaliA,
- TEXKKA MHPEKLMSL,
- IIOK,
- BBTPECHA0BO MPHIOKEHHE HA HOIMpPaHH KOHTPACTHH BelIeCTBa (BXK. TOUKA 4.4);
- OCTPO WIH XpoHHMUHO 3abongBaHe, KOETO MOXE J1a NPUYHHK XHIOKCHA Ha THKAHWTC
KaTo:
- Chp/eyYHa WK pecnMpaTopHa HeIOCTaThYHOCT,
- CKOpOIllIeH MHOKapAeH HH(apPKT,
- IIOK;
- YepHOAPOOHO YBpEXKIaHeE,;
- OCTpa aNKOXO0NHA MHTOKCHKALUA, AIKOXOAH3bM;
- KbPMEHE,

4.4 CoenHaJHnA npelyNnpe:KIcHAs B IpeIuaIHA MePKH IpH ynoTpeda

O6mu
Jlonamo Jlyo He TpaOBa [a ce M3MO/I3BA NPH NalMeHTH ¢ auaber THD 1 # He TpsAOBa Na CH
M3MOJI3RA 34 JICYEHHUE HA AuadeTHa KEToaua03a.

OcTep MaHKpeaTHT

Vnorpebara Ha DPP-4 uHXHOUTOPH € CBBbp3aHa ¢ PHCK OT pa3sBHTHE HA OCTHD NMAaHKPCaTHT.
[TaumenTuTe TpaA6Ba A2 GbaaT HHPOPMHPAHH 32 XapaKTEPHUA CHMITTOM Ha OCTBLP NAHKPCATHT.
IepCHCTHpAINA, MHOTO CHIHAa KopeMHa 0ojka. (Chel npekparsBaHe Ha CHTAIJIHITHH CC
HaGJTI0AaBa OTINYMSBAHE Ha TIAHKpeaTHTa (ChC Win 0e3 MOMTBbPKALIO JIEUCHHE), HO B MHOTO
PEAKH CayYan € ChODIAaBaHO 3a HEKPOTH3MPAIIl WM XeMOparHieH MaHKpeaTuT H/WIH CMBPT.
AKO HMa CbMHEHHA 3a TIAHKPEATHT, TPAOBA Aa ce IPEKpaTH NpUeMa Ha Jlonamo Jlyo M npyrua
IOTEHIHAJIHO IIOAO3HPAHH JIEKAPCTBCHH NPOAYKTH; aKO C€ NOTRBEPAH OCTHP IaHKPEATHT,
npuemeT Ha Jlonamo JIyo ve Tpadea Aa ce pp3oOHOBABA. HeobxonuMo € NOBUIICHO BHHMAHHE
NpH NALHEHTH ¢ aHAMHE3a 334 TAHKPeaTHT.

JlakTaTHa auAao3a
JlakTarHaTa almao3a, MHOIO pP47K0, HO CEPHO3HO MEeTabOIMTHO YCIIOXKHEHHE, Han-4ecTo

HACTBIIBa MPH OCTPO BJACILIABaHE Ha ObOpeyHaTa QyHKIMA, KapAHO-PECTIHPATOPHO 3abomgBaHe
WK cencuc. HarpyneaHeTo Ha MeT(OPMHH HACTHIIBA TP OCTPO BIOLIaBaHe Ha ObOpevHaTa
QYHKUHA M YBeTM4ABA PHCKA OT JIAKTATHA allI03A.

B cnyuaii Ha AexuapaTaipa (TexKKO NOBPBIIAHE, AMapHd, TPECKAa HAH HaMajieH NPHCM Ha
TEYHOCTH), TPAOBa BpEMEHHO /14 C¢ CIpe NMPHEMBT Ha METHOPMHH H € MPENOPhUNTE/IHO Ja CC
VCTAHOBH BPE3KA C MEIHMIIMHCKH CNICLIMAIMCT.

[IpHeMBT Ha JIEKAPCTBEHH NPOAYKTH, KOHTO MOTAT OCTPO Jla yBpensT 6s0peyHara bYHKLAS
(KaTo aHTUXHMIEPTEH3MBHU cpeacTBa, guyperdud W HCIIBC) tpabea na ce sanoune ¢
NOBHLIEHO BHAMAHME NPH NALMEHTH, JleKyBanH ¢ MeTdopMuH. J[pyrH pHCKOBH ()akTOpH 32
IAKTATHA alMA03a CA TIPEKOMEPEH NpPHEM HA AJIKOXON, YEpHOApoOHa HEAOCTaTHYHOCT,
HEIOCTATEYHO KOHTpodaupaH nuader, Kero3a, NPOAL/DKMTECNHO [NagyBane M BCAKAKBH
CHCTOSAHMA, CBBP3aHM C XMMOKCHA, KAKTO M €JHOBpEeMEHHaTa ynoTpeba Ha JICKapCTBCHM
MPOAYKTH, KOHTO MOTAT Ja IPHYHHAT JIAKTATHA aL(1f03a (BK. ToukH 4.3 H 4.5).

[ManpenTuTe WIWIH GonHoraeaadnTe Tpabea ga 6BAAT HHPOPMHPAHH 32 pucxa
aunao3a. JlakraTHata aumio3a ce XapakTepH3upa C auMA03HA JIMCTTHEA, XODewiey PRTRE ™
MYCKYJIHH KDAMITH, ACTCHHA U XUIIOTEPMHUS, OCNEABAHN OT Koma. B ciryuga 42 A8, \
CUMIITOMH NMaLWEHTHLT TpiAOBa Aa cnpe mpHeMa Ha MEeTQOPMHMH H HE3AOARHO |
neKapcka nomoll. JlnarHoctuunute 1adopaToOpHH HAXOIKH Ca HDHH}I{BH SLREHE
MOBUINEHH HHMBA HA TUasMeHud Jjaktar (>5 mmol/l) ¥ NOBHINCHA AN




CBHOTHOLIEHHE NAKTAT/ IIHPYRAT.

brbpeuna pyHk

[Ipeam 3anoupae Ha J€YeHWETO TPAOBA Ja ce HAaNMpaBH OLCHKA HA CTOHHOCTHTE Ha GFR n
peIOBHO cliel] ToBa (BK. Touka 4.2). JlonaMo Jlyo € MpOTHBONOKAa3aH MPH MallHCHTH C GFR
<30 ml/mun 1 TpgOBa 1a Ob/1e BpeMEHHO CIPAH MPH HATHYKE HA CCTOAHHSA, KOWTO NPOMEHAT
O0uOpeunara QyHKiMA (BXK. TOuKa 4.3).

XHUOOIMHKEMHA

[MauyeHTH, noxydasaid Jlonamo JIyo B koMOMHaLMA cbC CyNQOHWTypes WIH ¢ BHCYJIUH,
MOJKE /1A Ca H3JI0XKEHH Ha PHCK OT XMIormmkemus. ClieZoBaTellHo, MOXKE Ja € HeOOXOAHMO
HAMAJIABAHE Ha J103aTa Ha Cy1(pOHWIYPEATA HIIH Ha HHCYJIMHA.

Peakiinyn Ha CBPBX4YYBCTBHTEIHOCT
MMa MOCTMApKETHHIOBH CHOOIIEHHUS 334 CEPHO3HH pE€aKUHH Ha CBPBXUYBCTBHTCIIHOCT IIpH

NALKUEHTH, JIEKYBAHY ChC CHTArIMNTHH. Te3H peakiii BKIIOYBAT aHa(HIaKCHA, aHFHOCIEM
exkc(ONMAaTHBHA CBCTOAHWS HAa KOXKaTa, BKIIOYMTENHO CHHAPOM Ha Stevens-Johnson.
Hayanoro Ha Te3H peakllMd HACTHIIBA B PAMKHMTE Ha MBPBHTC TPH Mecenia OT 3anoYBaHe Ha
JIEYEHHETO ChC CHTATTMITHH, HAKOH ClTy4aH HAaCTBIBAT CICA TbPBATa [03a. AKO CE II0/103Hpa
peaKkuys Ha CBPBXUYBCTBMTENHOCT, TpueMbT Ha JloHamo Jlyo TpaOea aa ce mpekparwy, TpaAOBa
Na ce OLEHAT APYTH MOTeHLMAAHH TNPHYMHA Ha CuOHTHeTo M TpaAdBa Na Ce HasHa4M
ANTEPHATHBHO JiedeHHe Ha auabera (BiK. Touxa 4.8).

bynozeH nempuronn

IIpy naumenTH, npueMaiid DPP-4 wHXHOHTOpH, BKIIOYHMTEIHO CHTAIIMIITHH, HMa
NOCTMapKETHHTOBH CBHOOIIeHHUA 3a OynoseH memMurons. AKO ¥WMa CbMHEHHA 3a OyJ103¢H
nemburoua, npuemMsT Ha Jlonamo /lyo TpaOBa Aa ce NpeyCTaHOBH.

Onepanuus

Jlonamo JIyo TpaGBa fa ce cnpe Mo BpeMe Ha ofnepaiius noj o01a, CrIMHAIHA WITH eNdaypajiHa
aHecTe3ms. JledeHueTo Moxe 1a O6bae Bh300HOBEHO HE I0-PaHo OT 48 Yaca Cl/IeA OnepauMsiTa
WM BHL30GHOBABAHETO HA XPAHEHETO Tpe3 YcTa, B nmpu ycinoeHe e 6n0peuHaTa GyHKIMS ©
OLIEHeHa OTHOBO H € YCTaHOBEHO, Y€ € cTabDHNHa.

[[punoxkeHne Ha HOAWpPaHH KOHTPACTHH BEINCCTRA
BrTpecsA0BOTO NPHIOXKEHHE Ha HMOAMpAHH KOHTPACTHH BEHICCTBA MOXKE A noBene ao

KOHTPACT-HHAYLMpaHa Heyponatua, BOACINA 10 HATPYNBAHE HA METHOPMUH H MOBKIICH PUCK
OT NakTaTHa auuao3a. Jlonamo Jlyo tpabra Aa 6'p/ie CpsH NpegH WIH HaH-KbCHO 10 MOMCHTA
Ha U3BBPLIBAHE HA NpPOlieypaTa 3a obpa3Ha AMArHOCTHKA KU He TpabBa aa ce Bb300HOBABA 110
Hadi-Manko 48 yaca ciiej ToBa, Npu yeaoeue ue 6pOpeunaTa QyHKINA € OLCHEHA OTHOBO H ©
YCTAHOBEHO, Ye € cTadmHa (BK. ToukH 4.3 u 4.5).

[IpoMsaHA B KJIIMHHYHHA CTATYC HA NANHEHTA ¢ KOHTPOIUApaH Anader TH 2
[MaumenTu ¢ auaber TN 2, npeau Tosa JoOpe KoHTponMpaH ¢ JloHamo lyo, KOMTO pasBHBAT

OTKIOHESHHA B JIa0OpATOpHK MOKA3ATeNH WM KIMHHYHO 3abonsdBaHe (Haii-Beue HEACHO WITH
cnabo aedunupano 3abonseane) TpadBa He3abaBHO Ja ce OLEHAT 34 HATHIHME Ha KETOAlHI03a
UM NakratHa ammaosa. OneHkata TpaOBa Ja BKIIOYBA CEPYMHH C€HCKTPOTHTH M KCTOHH,
KpbBHA 3aXap M aKo ce Hajara pH Ha KpbBTa, HHBA Ha JaKTaT, TMPYBAaT H METGOPMHH. AKO Ce
[OSABH AlHI03a, B KOATO M 13 ¢ GopMa, AKO c€ MOSBM auUmMao3a, B KOATO W Aa ¢ ¢opma,
JICUEeHHETO TpsaOBa na ce crpe HesabaBHo M TpadBa Za Ce MNpeaAnpHeMarT MOAXOLALH
MIPOTHROASHCTBAIIH MEPKH.

Heduuut Ha BUTaMUH B12 X
MeTtdopMHH MOKE Aa HAMA/IH CEPYMHHTE HHBa Ha BUTaMHH B12. Puckbg cg Hp &
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Ha BUTaMHUH B12 HapacTea ¢ yBennuyaBaHe Ha [103aTa METHOPMHUH, TIPOMBILHIIX

b T "
Ha JICHCHUETO, W/WIH MPW MAIHEHTH C PHCKOBH (QAKTOPH, 33 KOMTO \X &4
<




npuuHHABaT JepuunT Ha BuTamud B12. B cayuaii Ha cbMHeHHE 3a Ae(ULUMT HA BUTAMHH
B12 (kaTo aHeMHs WIHM HEBpPONATHs) CEPyMHMTE HHBa Ha BHTamuH B12 TpsabdBa na ce
npocleaasar. [lepuoanuno npocieasBaHe Ha BUTAMUH B12 Moke Aa ¢¢ HAJIOKH MpH
MaLUEeNTH ¢ PUCKOBH dakTopu 3a aedunmMT Ha BUTaMuH B12. TepanusAra ¢ MeThOpMHH
Tpa0OBa /1a TPOJABIKH AOKATO ¢ NOHacd J00pe U HE € NPOTHBOMOKAa3aHa, H 1a CC OCUI'YpH
OOIXOAAIIO KOPHUIHpAINO JiedeHHe 3a AeUUMT Ha BHTaMHH Bl2 B CHOTBETCTBHE C
HACTOAIIMTE KINHHYHH YKa3aHUA.

Harpuii
TabneTkure chaspxkar HaTpuii. TO3W JeKapcTBEH MPOAYKT ChibpXa no-Maiko or 1 mmol
naTpuii (23 mg) Ha Tabnerka, T.e. MO CHIISCTBO HE CHABLPKA HATPHUH.

4.5 BsammoaecilicTBHe ¢ JApYrH J€KAPDCTBeHH HPOAYKTH H JApyra ¢opMH Ha
B3AHMOJECHCTBHE

EAHOBPEMEHHOTO MHOTOKPATHO TpHiaraHe Ha cutarnunthH (50 mg aBa meTH JHEBHO) U
merdopmiH (1 000 mg aBa MbTH JHEBHO) HE € NMPOMEHWIO 3HAYHTENHO (papMaKOKHHETHKaTa
KAKTO HA CHTATJIMITHH, Taka 4 Ha MeTOpMHH NpH nanyeHTH ¢ Jgaber THI 2.

He ca W3pBpUIBaHM NpOyYBaHKd 3a (PapMAKOKMHETHMYHH NEKapCTBCHH B33HMOACHCTBHA C

JIonamo Jlyo; oOade TakuBa npoy4yBaHUs ¢a MPOBEXZAHH C OTJACIHHTC aKTHBHH BCLICCTEA,
CHTAIJIHIITHH U METPOPMUH.

He ce npenopbyBa ChbOBTCTRAINA YHOTpeDa

AJIKOXON
ANKOXONHATA MHTOKCHKALIUS CE CBHP3BA C MOBMINEH PHCK OT JIAKTATHA alK03a, 0COOCHO B
cJydad Ha ITIaayBaHe, HEJIOXPAaHBAHE MM YEPHOIPOOHA HEJOCTATHYHOCT.

Honupany KOHTPAaCTHH BELIECTBA
JTonamo Jlyo 3aeJnKMTENIHO Aa OB/e CrIPAH Mpeay WK HaH-KBCHO 10 MOMEHTA Ha M3BbPIIBAHC
Ha MpoleIypaTa 33 00pasHa AMAarHOCTHKA W He TpsbBa fa ce BB306HOBABA IO Haii-Maiko 48
yaca cliel TOBa, IPH YCJIOBHE ue OnOpeuHaTa QyHKIHA € OlIEHEHA OTHOBO M € YCTAaHOBCHO, YC
e cTabiiHa (Bx. Touku 4.3 U 4.4).

KomMOMHALMY, M3UCKBAIM NPEANasHH MEPKH npu ynorpeba

HsikoM JleKapcTBEHH NPOAYKTH MOraT Ja ce oTpasar HeGnaronmpuatHo Ha O6bOpeuHara
GYHKIMA, KOeTO MOXKEe Ja YBEIMYM DPHCKA OT JIaKTaTHa auMpaos3a, HanpHMmep HCIIBC,
BIUTIOYHTENTHO CEEKTUBHA MHX#OUTOpH Ha uHKiIookcureHasa (COX) 11, ACE uuxubuTopH,
aHruoTeH3uH 11 pelenTopHN aHTAroHMCTH B Ay peTHIM. OcobeHo OpUMKOBH AHypeTHUH. 1 IpH
3aMOYBAHETO MM YHOTpeGaTa HAa TAKHBAa NOPOAYKTH B KOMOWHALMA ¢ MET(QOpPMHH €
HeOOX0MMO BHUMATENHO NpocieasBaHe Ha ObOpeuHaTa PyHKIHA.

CensreTBailiaTa ynorpeba Ha ieKapeTsa, KOHTO MOBIHABAT ODIIHTE TPAHCTIOPTHU CHCTEMH B
6uOpedHUTe TYOYJH, BKJIOUEHM B OBLOPEUHOTO €TMMHHHMpaHe Ha METQOPMHH (Harp.
MHXHOWTOPH Ha OpPraHWYHUS KAaTHOHEH TpaHcmoprep-2 [OCT2] / MynaTHNEeKapCcTBEHHA H
TOKCHH-eKCTpyAupaml nporenH [MATE] Karo paHOMa3HH, BaHAETAHHO, JOMYTErPaBHp H
LIMMETHIHH), MOTAT A4 [OBULIAT CHCTEMHATA €KCIIOZHIIHA HA MET()OPMHH H 1a YBEIHYAT PHUCKA
OT JaKTaTHa anppo3a. 1padea ga ce OOMHCIAT NOJN3HTE W PHCKOBETE OT ChIBTCTBALIA
ynotpeba. TpaOea na ce oOMMCIH BHUMATEIHO NMPOC/IeNdBaHe Ha [VIMKEMHYHHSA KOHTPOJL,
afanTapaHe Ha J103aTa B paMKWTE HA MpelopbYMTEHATa JO3HPORKA U TPOMEHH B JICHCHHETO

[ mokokopTHkoMAMTE (MpPHIAraHH 10 CHCTEMEH H JOKaleH meT) Oera-
AAYPETHLMTE HMMAT MNPHCHIUIO XHOEprIukeMuuHo aekicTeue. Ilauue
WHGOPMHPAT | MO-4ECTO JIa H3MEPBAT KPbBHATA CH 3aXap, 0COOCHO B Ha4a



C TAaKHMBA JIEKAPCTBEHH NPOJAYKTH. AKO € HeoOXOAMMO, A03aTa Ha aHTHXHUIIEPTIIHKCMHYHHA
JIeKapCTBEH MPOAYKT TpAOBa Oa ce aJanTHpa MO BpeME Ha JCYCHMEe C JAPYTrHA JEKapCTBCH
MPOAYKT H NPH HETOBOTO IPEKPATABAHE.

ACE-uHXuOHTOpHTE MOTAT Ja NOHWKAT HMBATA HA KpPbBHATa 3axap. AKo € Heo0Xoaumo,
[103aTa HA AHTHXMIIEPTITHKEMHYHHS JIEKAPCTBEH MPOAYKT TpAOBa Aa ce amanTHpa Mo BpEeMe Ha
JIEYEHHETO C APYTHd IEKAPCTBEH MPOAYKT H IIPH HETOBOTO TIPEeKpaTABAHE.

EdexTH Ha APYTH JIEKAPCTBEHU NPOJYKTH BbPXY CHTATTTUIITHH
In vitro W XKJIHHHYHHMTE AaHHH ONMHUCAHU TO-A0Yy MPEeAnojarar, 4¢ PHCKBT OT KIMHHYHO

JHAYMMH B3aHMOICHCTBHA MpH €AHOBPEMCHHC MNPUJIOKCHUC C OAPYTH JEKapCTBCHHU TIPOAYKTH
€ HACHK.

In vitro npoy4uBanHA TIOKA3BaT, Y€ OCHOBHHS €H3UM OTTOBOPEH 32 OTPaHHYUCHHS METabOITH3bM
Ha cHrarunTHH ¢ CYP3A4, ¢ yyactue va CYP2CS. [Ipu naieHTH ¢ HOpMaiiHa OB0pedHa
byHKIMS, MeTabOMH3MBT, BKTIOUHTENHO H upe3 CYP3A4, urpae camo MaJika poJii B KITHPBHCA
Ha CHUTarMUNTHH. MeTabonu3mMbT MOXKE Ja Mrpae no-paXxkHa posd Npy CIHMHHHPAHETO Ha
CHTATIHITTHH B YCIOBHS HA oCTpo OBOpeuHo yspexjaaHe WM TepMHHaIHa OnOpedHa
nepocratbuoct (ESRD). Topaan Tasyd NpHYMHA € BB3IMOKHO MOUIHH HHXHOMTOPH Ha
CYP3A4 (T.e. KETOKOHA30J]l, WTPAKOHA30JI, PHTOHABHP, KIApUTPOMMLIMH) Ja NPOMEHAT
dbapMakOKMHETHKATa HA CUTACJIMNTHH MPH NAUHEHTH ¢ TeXKO OBOpeYHO YBpEkIaHE HIH
ESRD. Edexture Ha MomuKTe CYP3 A4 uHXuGUTOpH B YCIOBHA Ha OBOPEUHO YBpEXKIAHE HE
ca OLICHABAHH ITPH KJIHHUYHO IPOYYBAHE.

In vitro TpoydYBaHMS 3a TpAHCNIOPTAa TOKA3BAT, Y€ CHTAMMOTHH € CyOcTpar Ha p-
[JIMKOMPOTEHHA W TpaHCmopTepa Ha opraHMvbHd aHuoHu-3 (OAT3). OAT3 MenuHpaHHAT
TPAaHCIOPT HA CHTArIMNTHH ce WHXHOHpa in vitro oT mpodeHelM, BBIPEKH UE PHCKBT OT
KJIMHHYHO 3HAYMMH B3aUMOJECHCTBHA C€ CMATA 3a HUCHK. EHOBPEMEHHOTO MPUIOKEHHE Ha
OAT3 uHXuObHUTOPH HE € OLIEHEHO in vivo.

Lluxnocnopun: TlpoBeneHo € npoy4yraHe 3a OLEHABAHE HAa e(EKTa Ha LWHKIOCMOPHH, MOLUCH
HHXHOMTOD Ha  Pp-IVIMKONPOTEMHA, BbPXY (¢apMakOKHMHETHKara Ha  CHTarJIMIITHH.
EaHOBpeMEHHOTO NPIIOKEHHE Ha e€IMHMYHA mnepopasHa fno3a 100 mg CHTarmMNTHH H
elMHMYHa nepopaina go3a 600 mg muktocnoprH nopumasa AUC H Cmax Ha CHTArVIHNTUH
CHOTBETHO ¢ mpubmmsuTenno 29% H 68%. Tesn npoMeHH BLE ¢apMaKOKHMHETHKATa Ha
CHTArJIHIITHH HE C€ CMATAT 33 KJIMHUYHO 3HAYUMHM. bEOpeUHHAT KIHPBHC Ha CHTALVIAIITHH HE
¢ 3HAYMTENIHO MpoMeHeH. CneaoBaTelTHO, HE C€ OYaKBAT 3HAYHMH B3aUMOACHCTBHA ¢ ApPYTH
HHXHOUTOPH Ha P-IITHKONPOTCHHA.

EdexTn Ha CUTATJIMIITHH BBPXY APYTd JEKapCTBEHH NPONYKTH

Huzoxcun: CurarmunTHH ¥ma ciad edekT BppXy IUIa3MEHATA KOHHIEHTpalMA Ha JAHIMOKCHH.
Cnen npunaranero Ha 0,25 mg OUrokcHH eAHOBpeMeHHO ¢be 100 mg CHTarIuNTHH JHEBHO B
npoabivkeHue Ha 10 guu, masmenara AUC Ha aurokcuH HapactBa cpeaHo ¢ 11%, a
mnasMenata Cpax cpefiHo ¢ 18%. He ce npenopbyea KopurmpaHe Ha 703ara AMrokcHH. B
CBILOTO BpEME, NALMEHTHTE ¢ PHCK OT JHWIOKCHHOBA TOKCHYHOCT TpabBa na Owiar
NnpocaesBaHu 3a TAKARa, KOraTO CUTATJIAITTHH M JIMTOKCHH C€ NpHJIaraT €AHOBPEMEHHO.

In vitro nasuyTe NOKA3BAT, Y€ CHTAIIMIITHH HE MOTHCKA B He HHAYLHpa CYP450 H30eH3UMHUTE.
IIpH KNMHHYHE NPOYYBAHHA CHTALJIHNTHH HE NPOMEHS 3HAYMMO (apMaKOKHHETHKaTa Ha
MeThOpMHH, TIIMOYpHA, CHMBAcTaTMH, pPO3UIJIMTa30H, BapdapuH WIH ICPOPaIHH
KOHTPALENTHBH, JAaBaiikM in Vivo JaHHH 3a MaJKa BEpPOATHOCT OT MNpPEAU3IBMKBAHC Ha
p3apMoneiicTeus cue cyocrpath Ha CYP3A4, CYP2C8, CYP2CY u TpaH
opranmyau katHoHH (OCT). CurarnunrHH Moxe aa 6wvae cinab o
FIIMKONPOTEHHA in Vivo.

4.6 DepTHIHTET, DPEMEHHOCT H KhPMeEHe



bpeMeHHOCT

Hama nocrarsuHo AaHau ot ynorpefara Ha CHTATIMITHH nipu 6peMeHnH xkeHu. [Ipoyusanus
[PH KUBOTHH [OKA3BaT PENpoAyKTHBHA TOKCHYHOCT TPH BHCOKH JO3H CHTAITIMITTHH (BX.
To4uKa 5.3).

OrpaHHYEHHTE OaHHM Mpeanojarar, ue ynorpeGara Ha MeT(GOpPMHH MpH OpEeMEHHH He ¢
CBBLP33H C [OBHIIECH PHCK OT KOHreHUTaHH MaidopManun, [poyupanusiTa ¢ MET(HOPMHH IpH
)KUBOTHH HE TOKa3BaT BpeJHU e(PeKTH BbLB Bpb3Ka ¢ OpeMEHHOCTTa, eMOpHOHAIHOTO M
(beTANHOTO Pa3BUTHE, PAKIAHETO MM MOCTHATAITHOTO Pa3BUTHE (BXK. CHIIO TOUKA 5.3).

Jlonamo Jlyo He Tpsa0OBa Aa ce H3M0JI3Ba Mo BpeMe Ha OpeMEHHOCT. AKO NMALMEHTKaTa HCKa [1a
3abpeMeHee HIIM aKO HACTHITH OpEeMEHHOCT, JISYEHHETO TpAOBa Aa ¢ NPEeKpaTH H NAUHCHTKATa
Ia NpeMHHEe Ha JISUYeHHe C HHCY/IMH Bb3MOXKHO Hal-CKOpO.

KnpMene
He ca mpoBexxaaHH NpoyYuBaHUs TPH KbPMEIIM XKUBOTHH C KOMOHHHpAHHUTE AKTHBHH BECILIECTBA

Ha TO3H JIEKapCTBEH MpOoayKT. [1pu npoyuBaHHA MPOBEKAAHH C OTAETHUTE AKTUBHH BCILCCTBA
H CHTArJIMITTHH, B METOPMHH Ce EeKCKPETHPAT B MUIKOTO Ha JIaKTHpally mrbxose. 11pu xopa
MET(POPMHH C€ eKCKpPeTHPa B KbpMaTa B MAJIKM KOIH4eCcTBa. He ¢ H3BECTHO Aa/IM CHTATJIMIITHH
ce eKcKkpeTHpa B kbpMara. Cneopatenno Jloaamo Jlyo He TpsaOBa na ce M3MO0J3Ba NIPY KEHH,
KOMTO KbpPMAT (BX. TOuKa 4.3 ).

deprunurer
JlaHHWTE OT NPOYYBAHHA NpH KHBOTHH HE MpEAnojiaraT BAMAHME BepXY (epriinTeTa Ha
MBKKH H XKEHCKH IUTBXOBE NPH TPETHPAHE ChC CHTATJIMOTHH. JIMIICBaT ZaHHH NPH XOpa.

4.7 EdexTn BBpXY cnocodHOCTTA 33 moHPaAHE H padoTa ¢ MAIHHA

Jlonamo Jiyo He HOBNMABA WIM MOBJIHABA IPpeHEOpeKUMO CNocoOHOCTTAa 3a LiogupaHe H
pabota ¢ MamMHK. B chinoTo Bpeme npu wodupane wik paboTa ¢ MallMHH, TPAOBA Ja ce HMa
NpeaBH, Ye NPH CHTATIHIITHH ¢a IOKIAJBaHH CITy4Yau Ha 3aMaiBaHe M ChbHJIMBOCT.

OcBeeH TOBA, NanueHTHTE TPAOBA Na ¢e NpeaynpexaaBaT 3a pHCKA OT XUTOTITHKEMHA, KOraTo
Jlonamo [yo ce u3non3ea B KOMOHHALMA CHC CYA(POHHTYPESHHO NPOH3BOAHO HIIH ¢ HHCYJIMH.

4.8 HexeJann JeKAPCTBEHH peaKnHH

Pesrome Ha nipodsna Ha He3omacHoOCT

Hsma npoBeaeHH TepaneBTHUHHM KIMHHYHH w3nurBaHua ¢ JloHamo Jlyo TabneTku, HO
OnoekBHBANCHTHOCTTa Ha JloHaMo Jlyo ¢ moka3aHa NpH €AHOBPEMEHHOTO NPHUIOKCHHC Ha
CUTATJIMITTHH H METPOPMHH {BXK. TOUKa J.2).

ChroOINABaHH Ca CEPHO3IHM HEXENaHW PeaklMM, BKIFOUWTEIHO MAHKPEAaTHT H pPeaKIHWHA Ha
CBPBXYYBCTBHTENIHOCT. CHOOILABAHA € XMIIOTTTHKEMHS NIPH KOMOHHALHA CBC CYJIGOHITY peHHO
npoussoaHo (13,8%) 1 uHcynHH (10,9%).

CHTarmaunTuH U MeThopMuH

Tabauuen cnucovr na nexceranume pearyuu
HexenannTe peakimu ca H3OpoeHH no-1oy ¢ npenopbuaHute 0T MedDRA TepMHHH ciiopea
CHCTEMO-OpraHHa knacHdukauus M abcomorHa uecrora (Tabamuua 1). Ilo uecrora ce
ONpeNenaT KaTo: MHoro dectu (>1/10); wectn (21/100 po <1/10); mewectu (=1/1 000 go
<1/100); penxu (>1/10 000 xo <1/1 000); muoro peakn (<1/10 000) u ¢ HeH3BeCTHa 4E€CTOTa
(gecToTaTta He MOXKe Aa OB/e OLIEHEHA OT HATMYHHTE JAHHU).

Tabnana 1: Yecrora Ha HeXKeJAHHTE PEAKIHH YCTAHOBEHA N0 Bpe
KORTPOJHPAHH KIHHHYHH NPOYYBAHHA CbC CHTAIJIHOTHH




CAMOCTONATEJIHO H IIPH NOCTMAPKETHHIOBHA OIHAT

Hexenana peakuug

YeceToTa HA HEXREIAHATA
PeAKIHSA

Hagymeﬂnn Ha KPLBTAa H .lmmlmam CHCTEMA

TPOMOOLHATONEHHS

peaKkH

Hamrmeﬂun HAa HMYHHATA CHCTEMA

pPEeaKLIHH Ha CBPBLXYYBCTBHTEIHOCT, BKIIFOYHTEITHO
*
aHa(pHUITAKTHYIHH OTTOBOPH

¢ HEM3BECTHA YECTOTA

Hap_ymeﬂml HA META00JIH3MA H XPAHCHETO

1—

XHIIOTIMKEMHSA YECTH
HaMaaBaHe/ AeUiMT Ha BUTAMHH B127 YyecTH
HapymeHHs HA HEPBHATA CHCTEMA

CBhbHIIMBOCT HeueCTH

PecuspaTOpHH, rpbAHH H MeAHACTHHAJIHH
HAPYHICHHHA

HHTepCTHIHATHA Genonapobta Gonect.

¢ HEHU3BECTHA UCCTOTA

CroMamnAo-4YpeBHHE RApYLIEeHHA

JAHapHs HEUECTH
raficHe YECTH
duIaTyIEHLIHSA 4ECTH
3areK HEYECTH
OoNKa B ropHATA YACT HA KOpEeMa HEYeCTH
IIOBPBINAHE 4ECTH

OCTh i
p NAHKPEATHT

C HCH3BCCTHA Y€CTOTA

¢aranen u HedaTalncH XxeMOparuieH
* t
HEKPOTH3UPALL MAHKPEATHT

C HCHU3BCCTHA 4YECTOTa

Hapymenns Ha K0XKaTa H NOJKOKHATA THKAH

OPYPUTYC - HEYECTH

AHTHOEIEM ¢ HEU3BECTHA YeCTOTa
 o6pus™’ C HEH3BECTHA YeCTOTA
| ypTHKapus | C HEM3BECTHA YECTOTA

¥
KOZKCH BaCKVJIHT i

C HEW3BCCTHA UCCTOTa

eKC(ONHATHBHH KOXKHH 3200151 BaHHA,
*¥
BKJIFOUMTEITHO CHHAPOM Ha Stevens-Johnson

¢ HEU3BCCTHA HCCTOTA

L
OyJi03eH neMpHrona

¢ HEH3BECTHA YECTOTA

HapymeHns HA MYCKYJTHO-CKeJIETHATA CHCTEMA H
CheAMHATE/JHATA THKaH

 aprpanrus

x
MHaJII'BA

- L
Oosika B KpadHKLIMTE

Goska B repba

*
apTpONaTus




HapymenHa Ha 050penHTe H NHKOYHHTE NLTHINA

*
HapyiueHa 6p0peuna QyHKuHS ¢ HEH3BECTHA YECTOTA

*
ocTpa OpOpeyHa HEOCTaTBYHOCT C HEW3BECTHA YECTOTA

"HesxenanuTe peakiy ca HICHTHQULHPAHH 110 BpeME Ha IIOCTMApPKETHHIOBOTO HabMOACHHE.
" Buxcre Touka 4.4.

} Biokre npoyusanemo 3a 6esonachocm ne omHowenue Ha cepoegino-cedosama cicmema TECOS no-aoy.

Onucanue Ha W30paHu HeXKeJIaHH PeaKlMu

Hsikou He)keJaHW peaKIMH ca HabNIoJaBaHHM MO-YECTO MpH MpPOy4YBaHHA 32 KOMOHHHpaHa
ynotpeba Ha CHTAMTMOTHH H MeT(hOPMHMH C JpyrH aHTHAHA0ETHH JICKApCTBEHH NPOAYKTH B
CpaBHEHHE C NMPOYYBAaHHsA HA CHUTAIIMITHH ¥ MeT(QOPMHH caMOCTOfTeNHO. Te BKIIOYBAT
XUIOTTTHKEMHA {KaTeropus Ha 4eCTOTa ,,MHOTO YeCTH" ChC CyAPOHHIYPEHHO NPOH3BOTHO HIIH
MHCY/THH), 3a1ieK (,,4eCTH™ ¢be CyIpOHMNYpeliHO NPON3BOAHO), NEpHPEpPEH OTOK (,,g9eCTH™ ¢
MHOIMIATA30H) U IM1aBoBOJIHE H CYXOTa B YCTaTa {,,HEUECTH ¢ HHCYIIHH).

Cumaznunmun

IIpy npoy4BaHHA BBPXY MOHOTepanua cbc cuTaraumTud 100 mg BeAHBXK AHCBHO
CAMOCTOATETHO B CPABHEHME C IUIale60, choOIIEHUTe HEeXeNaHH peaKiMH ca r1aBodosHe,
XMIOTJIMKEMHS, 3alleK ¥ 3aMaliBaHe.

Cpen Te3d NalMEHTH HeXejaHWTe CHOMTHA, CHOOIABAHW HE3ABUCHMO OT MPHYHHHO-
CIICACTBEHA BPB3KA C JIEKAPCTBEHHA TIPOAYKT, C YECTOTA Hall-Mako 5%, BKIIIOYBAT HHEKLHH
Ha FOPHHTE JAMXATEIHA NbTHINA K HaszodapruruT. OCBeH TOBa, €a CHOOIEHH OCTE0ApTPUT H
Oonka B KpaliHHLIUTE, € 4eCTOTa ,,HeueCTH  (>0,5% No-BHCOKA Cpell YMACTHHLIHTE, MOTY1HIIH
CUTAIJTHIITHH, OTKOJIKOTO Ta3y B KOHTPOJIHATA Tpyma).

Memdhpopmun

CTOMalIHO-4YpeBHH CHMIITOMH Ca CHOOIABAHM MHOTO YECTO NMPH KIHHWYHHA NPOYYUBAHHUA U
IpH MOCTMApKETHHroeara yrnorpeba Ha mMer@opMuH. CTOMAIIHO-YPEBHUTE CHMIITOMH KaTO
rajieHe, NOBpBillaHe, Klapys, 00IKa B KOpeMa H 3aryba Ha aneTHT ¢e MOABRABAT M10-Y€CTO NpH
3aN0YBAHE HA JICUCHHETO M B TNOBEYETO CIIydad MpPEMUHABAT CHOOHTAHHO. JIOMBIHHTEIIHH
HEXENaHH PeaKlMH, CEBP3aHd ¢ MeTQOPMHH, BKIIOYBAT METANEH BKYC (YeCTH), NAKTaTHA
al1171033, HAPYIIEHHI Ha YepHoApobHaTa (QyHKIHA, XENIATHT, YPTHKapHi, EPHIEMA H Chplex
(MHOTO peIKH).

Kateropure mno uecToTa ce OCHOBaBaT Ha HanM4Hata HH¢opmalma B KpaTkara
XapaKTepPHCTHKA Ha TIpOAYKTa Ha MeTdhopMuH, ogodpeHa B EC.

[lennaTpuyHa nomyJiamnus

B kAMHMYHM W3NMTBaHUA ¢ JloHamo Jlyo npH NeAMaTpUYHM MALMEHTH ChC 3axapeH auader
THN 2 Ha BB3pacT oT 10 mo 17 roauHd mpoTbT HA HEXENaHWTe pEaklU{ KaTo Lo ©
CpaBHMM ¢ TO3H, HaGmoaaBaH Npy Bh3pacTHH. [IpH neanaTpHYHH NALUEHTH, KOWTO €A HIIH HE
ca Ha OCHOBHO JIEY€HHE ¢ MHCYJIMH, CHTarJIHOTHH CE€ CBBbP3BA C MOBHINECH DHUCK OT
XHIIOTTHKEMHAL.

Ipoyusane 3a 6e3onachocm no omuowenue Ha copdeuno-cvoveama cucmema TECOS

HsnureaHeTo, OLEHABALIO CLPACYHO-CHJAOBUTE PE3YJITATH IPH JiIgYeHHE CbC CHTArJIHIITHH
(The Trial Evaluating Cardiovascular Outcomes with Sitagliptin, TECOS), pimousa 7 332
MalMeHTH, JIeKyBaHHd ¢k¢ 100 mg curarmunTud aHeBHO (Wi 50 mg AHEBHO, aKO H3XOIHHTE
CTONMHOCTH Ha W3YHCIEHATa CKOpOcT Ha rnomepyiHa ¢mrrpauua (eGFR) ca 230 1 <50

ml/mur/1,73 m?), ¥ 7 339 naumnentH Ha ranebo B intention-to-treat MOy
IBete neuenus ca 7o0b0aBeHH KbM OOHYAaHHATE MPUOKH CHITIACHO MECTHMTE CT
M CBPASYHO-CHAOBH PHCKOBU (hakTopu. O0mara 9ecToTa Ha CCPpHO3HHMTE H
NPH MAUHEHTH, MOJyYaRally CUTArJIMNTHH, € CXOJIHA ¢ Ta3d NpH NalHe
manebo.




B intention-to-treat monynauudTa CpeA NAUMEHTHTE, KOHTO H3NON3BAT HMHCYIMH W/AITH
cyNpOHUITYpEs HAa M3XOAHO HHBO, YeCTOTATA HAa TEXKa XHMormukemus € 2,7% mpH
[MAlMEHTHTE, JIEKYBAaHH CbC CHTATJIMITHH H 2,5% npW nauMeHTHTe Ha Iwialebo; cpea
NAlAEHTHUTE, KOWTO HE H3NMOJI3BAT MHCYJIHH W/HWITH CYI(OHWIYped Ha H3X0AHO HABO, Y€CTOTATA
Ha TeXKa XUnoriukemus € 1,0% npH NauMeHTHTE, JEKYBaHH CbC CHTArMITHH M 0,7% npu
nanydeHTHTe Ha mnanebo. YecroTrara HA MOTBBPACHH CHOMTHA, OTHABAHH HA MAHKPEATHT, €
0,3% npH MalMEeHTHTE, JIEKYBAHU ¢CbC CUTarTUNTHH H (,2% npu nauyeHTHTe Ha uaiebo.

Cpo0HIaBaHe HA DOMO3WPAHN HEXKEJAHH PEAKIIHU

Cro0AaBaHETO HA TIOJO3MPAaHHM HEXKETdHM PEaklldH ciiell paspeluaBaHe 3a ynorpeba Ha
JICKApCTBEHMs TNPOAYKT € BaxHo. ToBa MO3BOJABA Ja NMPOABDKM HalUIIOJACHHETO Ha
CBOTHOLIEHUETO NMON3a/PHCK 33 JEKAPCTBEHUA NPOAYKT. OT MEAHIMHCKHTE CTICLIHAJIACTH CC
M3UCKBa Jia CHOOLIABAT BCAKA TI0J03UPaHa HesKeNaHa peakuMs upe3 HallHOHAJIHa CHCTeMa 33

crobwmapane B M3nbianurensa areHnms no aekapereata yiu. ,Jamau I'pyes” Ne 8, 1303
Codus, Ten.: +35 928903417, yebeaiiT: www.bda.bg.

4.9 Ilpepoznpane

[Ipy KoHTpONMpPaHH KIWMHHYHHA M3MHTBAHHA CbC 3APABH YYaCTHHMLUH C© IIpuarar
eIHOKpaTHH J034 Ao 800 mg curarmunTud. MuHEMamHO yabbkasaHe Ha QT¢, KOeTo He ce
CYMTa 33 KIHHMYHO 3HAa4YMMO, c€ Habmojasa mpH egHO mpoyupase ¢ go3a or 800 mg
cuTaradnTuH. Hama onut ¢ 1o3u Haa 800 mg npu KimuaWaHA npoyysadus. I1pu npoyysaHud
da3za | ¢ MHOrOKpaTHO IpHIAraHe, HAMa CBbP3aHH ¢ J033aTa K/IHHHAYHH HEXEIaHU
JIEKAPCTBEHH peaKIHH, HadlloNaBaHH NpPH CHTANMIOTHH ¢ A03H A0 600 mg nHeBHO 3a
nepuoay Ao 10 nau u 400 mg nHeBHO 32 NEpUOAH 10 28 IHH.

['onamo npenozupane ¢ MeTGOPMHEH (HIH €IHOBPEMEHHO CBHIIECTBYBAlll PHCK OT JIAKTaTHA
al03a) MOXKe 1a JOBede A0 JIAKTaTHA anMao3a, KOSTO € CrelleH MEJUWIHHCKH Cly4aHd |
Tpa0Ba Aa ce nekyea B OonHuua. Hali-eexTMBHHAT MeToa 32 OTCTPAaHABAHE HA JIAKTAT H
MET(POPMHH € XeMOLHa/IH3aTa.

[Iprn xnmHW4YHM npoyuBaHHA npubausurenHo 13,5% ot xgo3ara ce OTCTpanaBa IpH
npogwpKaBama 3 g0 4 uaca XemojudanwsHa cecud. Ilpm mpelieHka 3a KIHHAYHA
HEOOXOAUMOCT MOXKE Ja C€ MpeANpUEME NO-NPOABDKATENHA AHanu3a. He ¢ n3BecTHO aanu
CUTACJIMIITHH Ce QUANK3HNPA TIPH NIEPUTOHEAIHA JUATH3A.

B ciny4aii Ha npeo3upate € NOAXOAALIO Ja ¢e NpeanprueMar OOMKHOBEHHATE MOJUTbpKallH
MEPKH, KATO OTCTpaHABaHe Ha HeabcopOHpaHusa MarepHal OT CTOMAIMHO-UPEBHHUA TPAKT,

KIHHHYHO HEGH[UHEHHE (BI{JHD‘IHTGJIHO H BJIEKI]JDKRP)IHGFPHM&) A NpH HYXIa 3all04YBaHC
Ha MORABPAKALNO JICHUCHHC.

5. ®APMAKOJOIHYHH CBOHCTBA

5.1 PapMakoIJHHAMHYHH CBOHCTBA

dapMakoTepaneBTHYHA Ipyna: AHTHAHAGETHM NekapcTBa, KOMOMHalHH OT MEpPOPaIHH
NeKapeTBa 3a HaMalsABaHe Ha KpbBHaTa 3axap, ATC kon: A10BDO7

Jlonamo Jlyo koMOHHHpa ABa AaHTHXHIICPIIIHKEMHYHH JICKAPCTBEHH NPOAYKTa C JOITbJIBALLL
ce MEXaHH3BM Ha JISHCTBHC 3a Noao0psaBaHe HA MTHKEMHYHHS KOHTPOJI TIPH Naly

CHTarmnunTHH
Mexanuzwem na oeticmaue




CHTArTUOTHHOR  XHAPOXJIOPHA MOHOXMApPAT € TMEPOpajHO AKTHBEH, MOLUeH H
BHCOKOCEJIEKTHBEH HHXHOHMTOD Ha eH3MMa JunernTHaiI nenruaasa 4 (DPP-4) 3a neueHue Ha
auabdet TN 2. Uaxuduropure na DPP-4 ¢a knac seliiecTBa, KOUTO ACHCTBAT KATO €HXaHCEPH
Ha nHKpeTHH. Ypes naxubupane Ha enzuma DPP-4, curarunmyd nosuiliaBa HUBATa Ha IBA
M3BECTHU aKTHBHH HHKPETHH XOPMOHA, IMoKaroH-noaooxus nentua-1 (GLP-1) v rimokosa-
3aBHCHMHSA HHCYJIMHOoTponicH noaunentun (GIP). MHkperwnure ca 4acT OT CHAOr¢HHa
CHCTEeMa, YYAcTBalIA BLB (PH3HONIOrHYHATS peryiallig Ha MIIOKO3HaTa XoMeocTasa. Koraro
KOHIIEHTPAUHTE Ha KPbBHATA 3aXap ca HopMmanHu Wik mosuinerad, GLP-1 u GIP 3acunsar
CHHTE3a M OCBOOOXKIaBaHETO HAa HHCYJIMH OT NaHKpeaTHYHHTe Oera-kieTkH., OCBEH TOBa,
GLP-1 HamansaBa ceKpeluaTa Ha IMIOKaroH OT MAaHKpeaTHMHHUTE ajipa KIeTKH, BOAEHKH JI0
HaMaJICHO NPOM3BOACTBO Ha YepHOApOoOHa rioko3a. Korato HMBaTa Ha IVIOK03a B KpBBTA
¢a HUCKH, OCBOOOKIABAHETO Ha MHCYJIMH HE CE CTUMYJIHPA H CEKPElHATa Ha TJIFOKaroH He
ce NoTHCKa. CHTATTHOTHH € MOIIEH H BHCOKOCEICKTHEEH HHXHOUTOp HAa eH3uMa DPP-4 u
He MHXHOMpa cxoanure 1o crpykrypa eH3sumd DPP-8 wnuw DPP-9 B TepaneBTHUHH
KOHIeHTpaunK. CHTArJIMOTHH ¢e pa3jiiyaBa MO XHMHYHA CTPYKTYpa B (apMakojJOrH4YHO
AeiicTeue oT aHanosute Ha GLP-1, uHcyauH, cyndpoHmTYpes HIH METJINTHHAIH, OUTBaHH]TH,
ArOHHCTH Ha aKTHBHpaHHi OT NEPOKcH3oMeH mnpoandeparop rama-penentop (PPARYy),
anda-rIoKOo3HIazHH HHXUOUTOPY H aHANO3H Ha aMHJIMH.

Ilpg ABYOHEBHO MpOy4YBaHE Ha 3ApaBH YYACTHHLM, CUTATJIMOTHH, TMPHIIOXKEH
CAMOCTOSITENHO, MOBHINABa akTuBHaTa GLP-1 KoHueHTparmd, mokato MeET(HOPMHH,
NPWIOKEH CaMOCTOATE/IHO, NOBMIIABA akTHBHaTa M oOmara GLP-1 koHUeHTpanHia B
CXOJIHa CTeNeH.

EQHOBpPeMEHHOTO MpHaraHe Ha CHTALVIHOTHH H MeTpOPMHMH HMa AAHTHUBEH €(EKT BBPXY
aktuBHaTa GLP-1 xonnmenrpanms. CHrarMinmyH, 3a pa3jiika OT MeTQOPMHH, [MOBHINABA
aktuBHata (GIP kOHIIEHTpanHs.

Kaunwuna egpuxacnocm u 6e3onacvocm
Karo nano, cHTaraunTuH noaoOpsABa INIMKEMHYHHSA KOHTPOJ, KOTaTo €€ HM3MOJ3Ba KaTo
CaMOCTOATETHO WIH KOMOMHHMPaAHO NeveHHe MPH BB3PACcTHH MalMeHTH ¢ AHabeT Tvm 2.

[Tpy KIMHWYHH H3MMTBAHWMA, CUTAIJIMOTHH KaTO MOHOTEpanmud noaodpiBa TIIHKEMHYHHA
KOHTPOJI 4Ype3 3HAYUTEIHO HAMAJICHHE Ha XeMorfnoouH A (HbA|c) W rImoKo3aTa Ha riagHo
H clien XpaHeHe. HamaneHneTo Ha mma3smenaTta rmoko3a Ha ragHo (FPG) e nabmonasaHo
Ha 3-Ta ceaAMulla, ThpBaTa BpeMeBa TOYKa, B koato ¢ u3mepena FPG. Habmonaeanata
YeCcTOTa HAa XHMOMIMKEMUS IIPH NMALMCHTH, JEKYBaHH CBhC CHTATHIITHH € MOA00Ha ¢ Ta3u
npu manebo. TelecHOTO TErno He ce € YBEIHYWIO CIPIMO H3XOJHHTE CTOMHOCTH NMpH
NeyeHue cbe curarnunTudH. HabmopaBaHo e noaobpeHde Ha CyporaTHHTE MapKEepH Ha
dbyHKkUHOHHpaHe Ha OeTa-kiaeTkuTe, B ToBa umcno HOMA-B (XomeocraszeH mogen 3a
OLICHKA-B), CBOTHOIIEHUETO Ha NPOMHCYJIMH KBM MHCYJIHH H MOKA3ATE/IHTE 34 PEAKTHBHOCT
Ha OETAa-KIIETKUTE MPH TECTA 32 TOJCPAHTHOCT NMPH YECTO JaBaHE Ha XpaHa.

IIpoyuBaHMs ¢BC CHTArTUITHH B KOMOHHAIHS ¢ MeT(OPMUWH

[Ipp 24-cepmuuHo, nnaUebO-KOHTPOJIHPAHO KIHHMYHO [POYYBAHE 34 OLEHKa Ha
e(pMKaCHOCTTa K De30macHOCTTa NMpH Jo0aBsHe Ha cHTariunTH 100 mg BeAHBX JHEBHO KBM
CHLIECTBYRAILO JIeYeHHE ¢ MeTHOPMHH, CATAITIHITHH OCHTYPABa 3HAYATENHO 1TON00peHHE Ha
TMUKEMAYHHTE MapaMeTpH B cpaBHeHHe ¢ Tmmanedo. IlpoMsaHaTta cnpiaMo H3XOJHHTE
CTOMHOCTH Ha TEJNECHOTO Terjio € MoRobHa NMpH NMALUEHTH, JEeKYBAHH CbC CHTATTHITHH
cnpaMo mnane6o. [pu Tora npoyypaHe HMa NOAOOHA YECTOTA HA CTYY4ad HA XHIIOTTTHKEMHA
NP NALMEHTH, JIEKYBaHU ChC CHTArIMNTHH WM wianedo.

[Ipy 24-cenMH4YHO, ILTALE0O-KOHTPOIMPAHO (PaKTOpHaIHO MPOYYBAHE HA HYX
curarnunTHH 30 mg ABa NBTH JHEBHO B KoMOWHauma ¢ MergopmuH (200 f
A8a NHTH JHEBHO) C€ MOCTHra 3HAYUTETHO MOAOOPEHHE HA TJIMKEMHYNY 1
CpaBHEHHE ¢ BCAKa MOHOTepanua. HamaleHHeTo Ha TENECHOTO TErllo HPHE! .a. YR
CUTAIIMITHH M MeThopMuH ¢ MogobHO Ha Topa HabmoxaBaHo \\THH\<
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CaMOCTOATENHO HIH TUI1alie00; HAMA MPOMAHA CIPAMO M3XOJHHTE CTOHHOCTH APH NMALHEHTH
Ha CHTArJIMITHH CaMOCTOATETHO. UecToTaTa Ha XMIOITHKEeMHs € noaodHa cpejl JIeKyBaHUTe

[IpoyupaHe ChC CHTATIMNTHH B KOMOMHAIHMA ¢ MeThOPMHH H CyadoHITYped
24-ceAMHYHO IUTALEOO-KOHTPOJIMPAHO KIHHHYHO [POY4YBAHE € IUIAHHpAaHO Ja OLICHH

edrkacHOCTTa M GesonacHocTTa HA cHTarnunTHH (100 mg BeAHBXK JHEBHO) NMPHOABEH KbM
IIIMMENHPUA  (CAMOCTOATENHO WiM B KoMOuHanua ¢ Metrdopmuu). JlobapiaHeTo Ha
CUTACJIMIITHH KBM TAMMeEnupuj H MET(GOPMHH, OCHTypsBa 3HAYWTENHO MONOOpPEHHe Ha
TITHKEMHUYHHTE NapaMeTpH. | lalyieHTHTe, IEKYBAHH ChC CHTAIJIMITTHH MMAaT ¢J1a00 NOBHILEHHE
Ha TeNecHOTO Terno (+1,1 kg) B cpaBHeHHeE ¢ Te3H, OTYJYaBaIH mianedo.

[IpoyuBane chbC CUTAIMOTHH B KOMOUH ¢ MeTthopMuH H PPARY aroHHCT

26-ceIMMYHO TUIAIe60-KOHTPOIHPAHO MPoyuBaHe € MPeAHa3HaYeHO Aa OLICHH ¢HKaCHOCTTa
u Ge3onacHocTTa Ha cutarnunTul (100 mg BeaHbK OHEBHO), A0OaBeH KbM KOMOMHALHMA Ha
NHOTIUTA30H U MeThopMuH. JJ0OaBAHETO HAa CUTATJIMIITHH KbM NMHOTIHTAa30H H METHOPMHH,
OCHI'ypsiBa 3HAYHTEIHH TOJ00peH s Ha IIHKeMHUYHATE napaMeTpH. IlpomMasara B TENECHOTO
TErJI0 OT W3XOOHO HHMBO ¢ NoAcOHA HA Ta3H NpU NalMEHTH, JIEKYBaHH ChC CHTArlHNTHH, B
cpaBHeHHe ¢ Manebo. Yectorata Ha XMIOINMHKEMHSA CBIIO € MOAOOHA NPH MALCHTUTE,
JIEKYBAHU CHhC CUTATIWIITHH WK T1auebo.

[IpoyuBaHe HA CHTAMIMOTHH B KOMOMHALWA ¢ METOPMHH H HHCYJIHH
24-ceqMHUHO TDIATIEOO-KOHTPOHPAHG KIMHHYHO MPOYYBAHE € MPEeaHA3HA4YCHO Ja OLICHH

edekTHBHOCTTa U He3onacHocTTa Ha curarmunTad (100 mg BeaHbK AHEBHO) A00AaBEH KBM
MHCYJTHH (TIpH cTabWIHA 1033 3a Hali-Manko 10 ceamui) cbe wiH 6e3 METPOPMHH (HAH-MAJIKO
1 500 mg). IIpy nammeHTH, NpUeMalld NpeaBApUTENHO CMECEH HHCYJIMH, Cpe/HaTa JHCBHA
noza e 70,9 U/nnesno. Ilpu mnanueHTH, NpUEMallH HECMECEH MNpPeABAPHTEIIHO
(MexIMHEeH/TIPOXBIDKATENHO JIECTBAIl) HHCYJIMH, CpeaHaTa AHeBHa no3a ¢ 44,3 U/nHesHo.
Jannure oT 73% OT nanMeHTHTE, KOMTO ca IpueMaiu MeTGOPMHH ca npeAcTasedy B Tabnuna
2. JloGaBIHeTO HA CHTAINIMITTMH KBEM MHCYJIUH OCHIypsBa 3HAUMTEIHO MOAODpEHHE Ha
IUKEMUYHHTE TapaMeTpH. HaMa 3HAYUTEIHA IPOMAHA B TEJIECHOTO TErJO OT H3XOHOTO HHBO

B JABETE IPYIIM.

Tabnama 2: Pesyaratn 3a HbA,. npm naanedo-KOHTPOJIHpAHH MNPOYYBAHHA C
KOMOHHHPAHO JICYCHHE CHC CHTAIJIRNTHH H MeTdopmun*

Cpennn Cpeana npoMsana Koparapana, cnpsaMo
IIpoyuBase CTONHOCTH cnpAMO H3XOAHO naanebo, cpeaHa
HA H3IX0AHO HaBo HbA, (%) npomaHa HA HbA,. (%)
HMBO (95% CI)
HbA 1 (%)
Curarnuntiad 100 mg
BECIHBXK JHCBHO, 2 0 0.7 0,7
nofaseH KbM (OHOBA ’ ’ (-0,8, -0,5)
Tepankia ¢ METHOPMHH
(n=453)
Curarnunrie 100 mg
BEAHEXK AHEBHO, -0,6*
nobaseH KM (poHOBa 8,3
TEpanus ¢ TITUMENHPHI
+ MeTGOpMHUH
(n=1135)




Curtarnuntvd 100 mg
BEIHEXK JHEBHO H00aBeH
KbM HOHOBA Tepanus ¢
MHOTJIMTA30H t+
meTpopMUH

(n=152)

-0,7™

'
8,8 -1,2 (-1,0, -0,5)

CurarmuntiH 100mg
BEJHBX JHEBHO,
Jo6aseH KbM (POHOBA
TepanHii ¢ HHCYITHH +
MeTOOPMHH
(n=223)

-0,5%

§
8,7 -0,7 (0,7, -0.4)

HauyanHo neueHue
(ABa ITBTH JHEBHO) -1,41 1 6H
CHTArTHUNTHH 50 8.8 (_1”3, -1,3)
mg + MeTOOpPMHH
500 mg

(n=183)

Hauammo neyenne (aBa
MBTH JHEBHO) ° 21
curaraanTuH 50 mg 8,8 -1,91 (-2,3, -1,8)
+ MeTdopmun 1 000
{(n=178)

* ITomynalmaTa OT BCHUKM JICKYBaHU MAYMEHTH (intenfion-to-treat aHanu3).

" Hait-mankure cpeapu keaapard ca KOPHTMPAHM COPAMO CTaTyca MApH TIPEIXOAHOTO AHTHXHMNEPTIHKEMHYHO
NEYCHHE W CTOAHOCTTA HA H3XO0AHO HHBO.

} p< 0,001 B CpPaBHEHHE ¢ 11aleto 1M wianedo + koMOHHHPaHO JICUCHHE.
HbA,. (%) na 24-ta ceaMuua.
THbA,. (%) Ha 26-Ta cenMuA.

¥ Hali-MankATe cpeiHA KBaIPaTH Ca KOPUTHPAHH 3a YIoTpebara Ha MHCYJIMH IPH BH3HTa | (EPCIRAPHTENHO CMECEH
Cpelry HECMECCH MPEABAPHTEIHO [MEX IHHEH HIH IPOAL/DKHTEIHOASHCTRAN|) M U3X0IHA CTOHHOCT,

[Ipu 52-ceAMHYHO NIPOYYBaHE, CPABHSABAINO e(hHKACHOCTTA H 0e30IacHOCTTa NP K0o0aBiHe Ha
cutarnunmiH 100 mg BeHmK JHEBHO WIH raunusdy (CyndoHwnypeiiHo NpoH3BOAHO) MpPH
MalMeHTH ¢ HeAOOBP MHMKeMHYEH KOHTPOJ MPH MOHOTEpAaNUs ¢ MeTGOPMHH, CUTArJIHITTHH €
nofobeH Ha riumu3MA npu noHwkaBanero Ha HbA: (-0,7% cpegsa npomsiHa cOpAMO
M3XOIHUTE CTOMHOCTH mpe3 ceamuua 52, che cpeana crofinoct Ha HbA ;. oT npHOIH3HTETHO
7,5% B neete rpynu). Cpeanata 1034 DIMIM3KA H3MNOJ3BAHA B rpymnarta 3a cpaBHeHue € 10 mg
AHEBHO Karo npubmmsutenHo 40% OT MALKMEHTHTE C€ HYKAAAT OT A03a IJIMIM3HA <5
mg/AHEBHO IO BpeME Ha npoyypaHeTo. O0ade, noseye MaUMEHTH OT IPpyIarTa Ha CHTArJIMIITHH
ca TpeKbCHAIH MNopajgH JuNca Ha e(HKACHOCT, OTKOIKOTO B rpynara Ha T[JTUITH3HA.
ITanMeHTHTE IEKYBAaHH CbC CHTAITHNTHH MOKA3BaT 3HAYATEIHO CPEHO MOHKKCHKE CIIPAMO
M3XOJIHHTE CTOMHOCTH Ha TenecHOTOo Terno (1,5 kg) B cpaBHCHUE CbC 3HAYHTENHO [TOKA3BAHE
Ha TErJIOTO MPH NalMeHTH nonyyasanu rimamusug (+1,1 kg). B Tosa npoyysase, OTHOLICHHETO
NPOMHCYTAH KBM MHCYJIMH, MapKep 3a ©(HUKACHOCTTA Ha HHCYIHHOBHA CHHTE3 H
ocBoOoKAaBaHe, ce nogodpsBa CbC CHTATIHITHE M CE¢ BIOMIABA TIPH JIEYCHUE C TIIHITH3HA.
YecToTaTa Ha XMIOTJIMKEMHS B IpynaTa Ha CHTArjaunThH (4,9%) e 3HauUNTeNHO NMo-HUCKa OT
Ta3H B rpynara Ha raamusni (32,0%).

24-ceIMHYHO TWIALIE00-KOHTPOJIIMPAHO KIMHKUYHO Tpoy4YBaHe, BKousallo 660 ).-..-- ﬁg

NMpeaHA3HAYEHO Ja OLeHH e(pUKACHOCTTA BOJEIA A0 HAMANIIBAHE HA MHCYJTHHOBIN TIesH-I_ 78, \
GesonmacHocTTa Ha cuTarnunTHH (100 mg BeaHBK JHEBHO), KOraTo € npuGasefy KW HHE R . {%, \
riakupad cke Wiu 6e3 merdopmun (moHe 1 500 mg) no BpeMe Ha HHTCH3WPRI R
MHCYJMHOBaTa Tepanus. [Ipu namuenTy, npHeMamy MeTGOpMHH, H3XOZHaa™
HbA,. e 8,70% u Hauannara noza vHCYIHH € 37 1U/nueBHo. TlanueHTHTE Ca YHE




Ia THTPUPAT TAXHATa J03a UHCYJIMH TTIap>KHH BE3 OCHOBA HAa CTOMHOCTHTE Ha KPBLBHATA 3axap
Ha IJIaJHO, U3MEPEHH Ype3 KPBhBEH TecT ¢ YOoxkaaHe Ha npheTa. [Ipn nanMenTiTe, npyueMallin
MeTGOpMHUH, Ha 24-Ta ceIMMLA, YBETHYABAHETO HA AHEBHaTa A03a MHCYAHH € 19 IU/nHeBHO
NPH TNALMEHTH, JEKYBaHH Ch¢ cHTarMnTHH 4 24 [U/nHeBHO npu MarlHeHTH Ha maueoo.
[Tommkasanero Ha HbA | ipH nalHEHTH, TEKyBaHH ChC CHTArJIANTHH METPOPMHH H HHCYJIHH
e -1,35% B cpaBHeHHe ¢ -0,90% npH mauMeHTH, JeKyBaHH ¢ ru1auedo, MeTQOPMHH H HHCYJIHH,
pazmka or -0,45% [95% CI: -0,62, -0,29]. YecToTata Ha Xunornuxkemus € 24,9% npu
NAUKEHTH, JEKYBAHH ChC CHTArIMNTHH, MeTdopmus H HHCYIHH M 37,8% npH naleHTy,
NIEKYBaHH ¢ 1ianebo, MmeTdhopMUH ¥ HHCYITHH. PasnukaTa ce Jb/DKH OCHOBHO Ha IO-BHCOKHA
APOLICHT TMAIMEHTH B IpynaTa Ha wiauebo, H3IMHTAIHN 3 WIH OBEeYe €MA30/a Ha XHUIIOTJIMKeMUS
(9,1 cnpamo 19,8%). Hama pasnika B yecTOTATa HA TEXKKA XUIIOTTHKEMHA.

Merdopmun

Mexanuzvm na oeticmeaue

MeTtdopMHH € OUrBaHH]I ¢ aHTUXHNIEPTJIMKEMHUYCH e(eKT, TOHIKABALL KaKTO OaszasiHaTa, TaKa
H IU1a3MEHaTa TJI0KO3a cjief XpaheHe. Tol He CTUMynHpa HHCYTHHOBaTa CCKpELMA H

CICOTOBATCIHO HE NPENHM3IBHKA XUTIOITIHKCMHA.

MetdopMHMH MOske Aa AeHCTRa NO TPH MEXAHW3MA:

- ype3 HAMAMABAHE NPOAYKIMATA Ha depHoapoOHA TUIOKO3a Hpe3 HHXHOMpane Ha
FIFOKOHEOreHe3aTa M IIMKOI€HOIH3aTa

- B MYCKYJIMTE, Upe3 YMEPEHO NOBUIIaBaHE HA HHCYIHHOBATA YMYBCTBHTC/IHOCT,
noaoOpABaiku nmepuhepHOTO II0EMaHE U YCBOSBaHE Ha TJIHOKO3a

- ype3 3abasaHe Ha abcopOLUMATA Ha [TIIOKO3a8 B TEHKHTE YEpBa.

MeTdopMHH CTHMYIHpa BLTPEKJIETHYHHMA CHHTE3 Ha TJIHKOreH upe3 BBE3NECHCTBHE BBPXY
FIHKOTEH CHHTe3aTa. MeTdhOpMHH MOBMIIABA TPAHCIOPTHHA KarauuTeT Ha cneH(puyHu
THIIOBE MeMOpaHHH TpaHcnoprepu Ha rimokosata {(GLUT-1 u GLUT-4).

Knunuuna eqpuxacnocm u b6esonacrnocm
[Ipy XopaTa, HE3aBUCHMMO OT JEHCTBHETO CH BbPXY IIIHKEMMATA, METQOPMHH HMa
OnaronpHATHH eQEeKTH BhpXY JHNHAHUSA MeTabonHu3bM. ToBa ce 10Ka3Ba NMPH TEParieBTUUHH

KOHOCHTpPALHH B KOHTPOJIHpaHH KJIHHHYHH MNMPOYYBaAHHA CHC cpeaHa NPOABIDKHTC/ITHOCT HJIH
ABJITOCPOYHM KIMHHYHHM Npoy4BaHMs: MeTdOpPMHH HaManasa obmus xonectepoid, LDLc u

HMBATA HAa TPHIJIHLEPH/IHTE.

ITpocnexkTrrHOTO paHaoMuzHpaHo (UKPDS) npoyyeaHe € yCTAHORHWIO ABIrOCPOYHATA 1107133
OT HHTEH3HBHHA KOHTPOJI HA KPBBHATA 3axap npH AHaber Thn 2. AHAJIM3BT HA pesyJITaTHTe
npyd NalMEeHTHTE ¢ HaJHOPMCHO TErJio, JEKYBaHH ¢ METQOPMHH CjieI HEYCneX ¢ JHeTa
CaMOCTOATEIHO ITOKA3BaT:
3HAYHTETHO HaMaJleHKe Ha aGCOMOTHHA PHCK Ha CBBp3aHUTe ¢ AUadeTa YCIOKHEHNS B
rpynara Ha MerdopmuH (29,8 cpbutHg/! 000 NaMEHTOroAHHK) CHOPAMO JHETA
CaMOCTOSATEIHO
(43,3 cu6uTng/1 000 naumenroroamax), p=0,0023 u cipaMo rpynuTe Ha KOMOHHALHA
cbe cyIDOHWTYpest 1 MOoHOTEpanua ¢ HHcyauH (40,1 cpOurna/1 000 nauHEHTOrOAWHH),
p=0,0034
- 3HAUMTENIHO HaMaJleHHe Ha aOCOMIOTHHA PHCK OT CRBbp3aHaTa ¢ AHadeT CMBPTHOCT:
metdhopmun 7,5 cubutua/l 000 nauMeHTorogMHH, aWera camocroATeEnHO 12,7
ceOurna/1 000 manmenToroaunn, p=0,017
- 3HRUMTEHO HAMAIIEHHE Ha aBCOMOTHHS PHCK OT 00IIaTa CMBPTHOCT: METQOPM
13,5 crbuTus/1 000 nauueHTOroAMHM CIIPAMO HeTa caMocTosTenHo 20,2Chomms/
1 000 nammenToroaunw, (p=0,011) K cnpsaMo rpynuTe KOMGHHUPaHA Z¥ IEPOMAT] |
MOHOTEpaINs ¢ HHCYITHH ,55 ,._'Z?ﬁ LN,
18,9 cubuTist/1 000 naumenroroaunu (p=0,021) hae bl R~ \
- 3HAYMTETHO HaMallenve Ha abCOMOTHHA PUCK OT MHOKapAeH HHdap Ao e | S




naudesrToronawHn, (p=0,01).

TECOS e pangpomusuparo npoyusase npu 14 671 nanweHnT B intention-to-treat noImynauyara
¢ HbA;. 26,5 no 8,0% ¢ ycTaHOBEHO CBHPACYHO-CHAOBO 3a00/saBaHe, KOMTO IOJydYaBaT
curarynTl (7 332) 100 mg nrepHo (unu 50 mg gaeBHO, ako H3xoaHHuTE cToifHOCTU Ha €eGFR

ca >30 u <50 ml/mun/1,73 m*) win manebo (7 339), nobasenn KpM OOMUANHHTE IPHKH
CBINIACHO MECTHHTE cTaHAapTH 3a HbA . n chpaeuHo-ChA0BH pHCKOBH (hakTopH. [TanuenTH ¢

eGFR <30 ml/mun/1,73 m’ He ca BKIIOYEHH B MpoyuBaHeTo. M3cnenpaHaTa nomynanus
BiunrouBa 2 004 nawmeHTH Ha Bb3pacT =75 roauHu U 3 324 nanmeHTH ¢ ObOpedHO yBpexaane

(eGFR <60 ml/mun/1,73 m?).

Ilo BpeMe Ha npoy4yBaHeTo, 001aTa H3UMC/IEHa cpeHa pasmuka (SD) B croiiHocTiTe Ha HbA |
MEXKIY Ha CUTArIMnTHH K iaucto e 0,29% (0,01), 95% CI (-0,32, -0,27);
p <0,001.

IlbpeyuHaTa kpaliHa TOUYKA 1O OTHOLIEHHE HAa ChPAEYHO-ChAOBATA CHCTEMA € ChCTABHA OT
ITHpBaTa MOABa Ha ChPACYHO-CBOOBA CMBPT, HedaTaleH MHOKapAeH HMH(APKT, HeaTaleH
HHCYJIT HIH XOCIHTAIH3aUUs Mopaad HecTabMIHA CTeHOKapaua. BTopyuHHTE KpaHHH TOYKH
Mo OTHOIMIEHHE HAa ChPACYHO-CBIOBATA CHUCTEMA BKIIOMBAT MbpBaTa MOABA Ha CHPAECUHO-
CHhAOBA CMBPT, HedaTaleH MUOKapaeH MH(MAPKT WK HedaTaneH WHCYIIT; ITbpBaTa MosABa Ha
MHIHUBHIYATHHTE KOMIIOHEETH HA NbPBUYHATA ChCTABHA, 00INA CMBPTHOCT ¥ XOCTTHTAJIH3aLHU
NopagH 3acTOHHA ChPACYHA HEJOCTATHYHOCT.

Cnex npociensBaHe ¢ MeJuUaHa HAa NPOABDKHTENIHOCT OT 3 TOJAWHH, CMTAlVIANTHH HE
MOBHIIIABA PHCKA OT [OJEMH HEXENAHH CHPAEYHO-CHAOBH CHLOMTHA HJIH pHCKA OT
XOCHTAIH3aUMA NOPaaAH ChpIeYHa HEeAOCTATHEYHOCT, KOraro ce nodaBd KeM oOH4alHHTE

I'PHXKH NMPH NALMCHTH ¢ AWadeT U 2 B CpaBHEHHE ¢ oOMYaiiHHTE rpwxku Oe3 CHTArIIHITTHH
(Tabauna 3).

Tabauna 3: Yecrorn Ha KoMOHHHPAHH chLpPAEYHO-CHAOBH Pe3YJITATH H HAa K/IIOMOBH
BTOPHYHH PE3YATATH

Cararauntus 100 mg | ILnauedo
HecToTa YecToTa
KoejpuuHeHT Ha . '
N (%) Ha 100 N (%) Ha 100 prcKa (95% CI) | P-STOHHOCT
NALUHEHTO NMAUHEHTO
roauHu* roaMHH*
Ananns B Intention-to-Treat nonyranuars
" Bpofi naumenTn 7332 7339 10,08 (0,89—1,08) <0,001
[ CrraramnTun 100 m ILhanebo
YecToTa YecToTa
N (%) Ha 100 N (%) Ha 100
NAKHEHTO NALHEHTO
rogHHn* FOaHHH* |  Koeduuneny p-crofinocr’
HA pHCKa
IInpBauHa cbETABHA Kpaiina (95% C1)
TouKa (CBpASYHO-CHA0BA
CMBPT, He(aTalIcH MHOKApICH
uHGApKT, HedaTAICH HHCY T 839 (11,4) 4,1 851 (11,6) 4,2
HITH XOCIIHTAIM3ALMA, IOPaIH
HecTaOnITHA CTEHOKAPAMS )




Bropu4na cheTraBHA Kpakina
TOYKA (CbpACHHO-CHII0BA

CMBPT, HedaTalel MHOKapeH 745 (10,2) 3,6 746 (10,2) 3,6 0,99 (0,89-1,10) <0,001
nHpapkt uiH HedaraneH ]

Bropuwex peiyaTart
CBpASYHO-CBAORA CMBPT 380 (5,2) l 1,7 I 366 (5,0) 1,7 1,03 (0,89-1,19) 0,711
BcsakakbB BHA MHOKApACH
uH(apkT (paraneH u Hedaranic) 300 (4,1) 1,4 316 (4,3) 1,5 0.95 (0,81-1,11) 0,487
Besaxakes BHI MHCYAT {aTtancH u . -
Hedaranen) 178 (2,4} 0,8 183 (2,5) 0,9 0,97 (0,79-1,19) 0,760
Xocnurand3ausa mopaim ]
HecTaOuiIHA CTeHOKAp IS 116 (1,6) 0,5 129 (1,8) 0,6 0,90 (0,70-1,16) 0,419
CMBLPT ROPAIH BCAKAKBA PHYMHA | 547 (7,5) | 2,5 537 (7,3) 25 | 1,01(090-1,14) | 0,875
XOCTIATANN3ANNA, NOPAIH
ChpIEUHA HENOCTATHYHOCT 228(3,1) | L 229 (3,1) 1,1 1,00 (0,83-1,20) 0,983

* Yecrorara Ha 100 naupeHToroavuu ¢ u3unciena karo 100 x (ob6mus Opoil naumenTy ¢ 2 1 ¢r0HTHE [0 BpeMe Ha
JONYCTHMHS TICPHO HA €KCIIOZULINA crpaMo oOmus Opoit naltHeHTOTOAHHH Ha NpOCcieAsBane).

" Bn3 ocroBa Ha mMoaen Ha Cox, cTpaTM(WIMpaH IO PErHOH. 32 CHCTABHWTE KPAHHM TOYKH, P-CTOHHOCTHTE
CBOTBETCTBAT HA TECT 33 HEHHPEPHOPHOCT, THPCEIL Aa MOKakKeE, Ue KOSPHIMEHTET HA PUCKA € NO-MANEK 0T 1,3. 3a
BCHYKH JPYTH KpafHH TOYKH P-CTOHHOCTUTE CHOTBETCTBAT HA TECT 32 PA3INKHTE B KOSPHLMCHT Ha PHCKA,

! AHOJIM3ET Ha XOCTIMTATHZALMSTAa NOPAJH ChpACTHA HEAOCTATBYHOCT ¢ KOPMIHpAaH 33 aHAMHE:a 33 Chp/SUHa
HEIOCTATHEIHOCT HA H3XOAHO HURO.

[leanaTpuyna nonynamMs
EBponeickara areHIHA NO JIeKapcTBaTa oCBoO0XKIaBa OT 3aAB/DKEHHETO 34 MPEAOCTAaBAHES Ha

pesyiarature OoT mpoyuBaHusTa ¢ JloHamo [lyo BBB BCHYKHM NMOATPYNH Ha NEAHATpHYHATA
MOMyNaLMA CB¢ 3axapeH amaber v 2 (BK. Touka 4.2 3a HHGOpPMALIAS OTHOCHO ynoTpeba 8
NEAHATPUATA).

besonacHocTTa M eprKacHOCTTa NIpH A00aBAHE HA CHTATVIMIITHH NP NEAHATPAYHH MALHCHTH
Ha BB3pacT oT 10 go 17 roawnu ¢ auaber Tin 2 M HEaACKBATEH ITIMKEMHYEH KOHTPOJ Ha
MeTHOPMHH, CHC HIIH 06¢3 HHCYIIHH, A OLISHEHH B JIB¢ MMPOYURAHMA 34 NEPHO OT 54 CEAMHILIA.
JlobaBsAHETO HA CHTATIMIITHH (TIPHIOKEH KaTO CUTALJIMIITHH + MET(GOPMHH HIIH CHTATTTHITTHH

+ MeTPOPMHH ¢ YOBDKEHO ocoboknasane (XR)) e cpagHeHo ¢ 1o0aBIHETO Ha manebo KeM
meTHOpMHH UK MeThopmuH XR.

Makap 4 [a ce JeMOHCTpHpa IPeBBL3XOACTBO MO OTHOINEHHE noHmwkaBaHeTo Ha HbAlc 3a
CHTArHITTHH + MeTdopmuH / cHTarunTul + MeThopMiH XR Hag MeThopMUH Ha ceamuiia 20
npu cOOpEH aHalK3 OT Te3d JABE MPOYYBAHHA, Pe3ylNTaTHTE OT OTACHHUTE MPOy4BaHHS ca
HeCBEBMECTHMH. OCBEH TORa, HE C¢ HaOMOJaBa MO-BUCOKA €(PHKACHOCT HA CHTarJIANTHH +
MeThOopMHH / curarmunThHH + meTdopMHH XR B cpaBHeHHe ¢ MeTQOpPMHH Ha ceaAMHLA 4.
Cnenosarenuo, Jlonamo Jlyo He TpaOea Aa ce HM3MOJ3BAa NPH NEAHWATPHYHH TALMEHTH Ha
Bh3pact oT 10 nmo 17 roaMHM mnopajH HemocTaThbuyHa edukacHOCT (BK. Todka 4.2 3a
#H(QOpMalHA OTHOCHO YNOTpeda B MEeIMATPHATA).

5.2 PapMAKOKHHETHIHH CBOHCTBA

JloHamo [lyo
[IpoyuBanuaTa 3a 6MOEKBHBAJICHTHOCT NIPHM 3ApaBH YUACTHHLM Noka3par, 4e Jlonamo [lyo
(cUTarnUNTUH/METHOPMHUHOB XHIPOXJIOPH]) KOMOHHHpaHHU TabJIeTKH ca OHOEKBHBAJICHTHH Ha
eIHOBPEMEHHOTO NPHIOKEHHE Ha cUTariaunTul docdat 4 METPOPMHUHOB XHAPOXIIO aTro
OTAENHH Ta0NETKH.

CnegHHTe JaHHH OKA3BAT (hapMaKOKHHETHYHHTE CBOHCTBA HA OTACITHHTE
Ha Jlonamo Myo.

CHTarnmoTHH
Abcopbyun




Cniea nepopaHo MPHITOKeHEKe Ha J03a 100-mg Ha 34paBH YUaCTHHLM, CHTATJIMITTHH Obp30 Ce
aGcopbupa, ¢ JOCTHraHe Ha MHKOBM ILIA3MEHM KOHUEHTPAIMH (MeauaHa Tma) 1 H0 4 cnen
MPHIOKEHHETO, cpeaHa miasMena AUC nHa cutarmunTud 8,52 microMehr, Cpax 950 nM.
AbcomoTHaTa OHOHAIMYHOCT HA CHTATTMITTHH € IPHOIU3HTENHO 87%. T'bH KaTO NPUEMAHETO
Ha CHTAMJHMITTHH €AHOBpemMeHHO ¢ Oorara HWa MasHMHM XpaHa He [IIOBJIMABA
hapMaKOKMHETHKATA, CUTAT/TMIITHH MOXE J1a ce Mprjara ¢ Wid 0e3 XpaHa.

[asmenata AUC Ha cHTariTuiTHH ce MOBHILABA MO 033 MPONOpLHoHaNeH HayuH. [losa-
MPONOPLMOHAIHOCT He € ycTaHOBeHA 38 Cuax U Coduaca (Cmax €€ MOBHINABA MOBEYE OT 103a-
NPONOPHHOHATHO, @ Ca4yaca C€ YBEHMYABA TIO-MANKO OT J033-IPONIOPIIHOHAIIHO).

Paznpeodenenue

Cpeauuart o0eM Ha pasnpe/ie/ieHHE B CTALMOHAPHO CHCTOAHHE ¢/l IHOKpaTHA HHTPABEHO3HO
MpWIOXKeHa 71032 0T 100-mg CHTArIMITHH Ha 34PAaBH YJACTHHIH ¢ npuOmusutenHo 198 murpa.
DOpaKUHATa CHTATTHIITHH 00paTHMO CBBP3aHa C IUTa3MEHHTE NPOTEHHH ¢ HUCKa (38%).

Buompanciopmayus

CHTArJIMNITHH C€ eJIAMHHUPA OCHOBHO HENPOMEHSH ¢ YpHHAaTa, a MeTabomH3MBT €
BTOpocTeneHeH mbT. [IpuGnusurenHo 79% OT CHTArIMOTHH €€ €KCKpETHpa HENPOMEHCH B
ypHHAaTA.

Cnen nepopanHa o3a ['C] curarnumras, npubnusurenao 16% oT paIMOAKTHBHOCTTA Ce
eKCKpeTHpa KaTo MerTabomvTH Ha CcHTarmuMnTMH. Ha HHBO CneAan ca yCTaHOBCHK LICCT
MeTaBo/IuTa, KOMTO HE CE OvakBa fAa NONpPHHAcAT 3a IwiasmeHata DPP-4 uHXuOutopHA
AKTUBHOCT HA CHUTATJIMIITHH. /1 Vifro Npoy4BaHUATA ITOKA3BaT, 4¢ OCHOBHUAT €H3HM, OTTOBOPEH
33 orpaHH4eHHs MeTabonusbM Ha cutarnunTus e CYP3A4, ¢ yuactuero va CYP2CS,

In vitro naHHMTE NOKA3BAT, Ye CHTATJHMITTHH He € WHxuOuTop Ha CYP uzoensumure CYP3A4,
2C8, 2C9, 2D6, 1A2, 2C19 unu 2B6, 4 ue ¢ unaykrop Ha CYP3A4 u CYPLA2.

Enumunupane

Cnen npuinoKeHHE Ha MnepopaliHa [o3a [“C] curarnuoTeR Ha 34paBH  YYAaCTHMIIM,
npubausuTento 100% OT MPIIIOKEHATA PAJIMOAKTUBHOCT C€ eMHMMHKPa ¢ dekanuute (13%)
unu ypuHata (87%) Ao e[Ha ceMHLA Clie] IPHIOKEHHETO Ha fAo3ara, [IpuBMAHMAT Kpaeh Ly
cnen 100 mg mepopanHa 1033 CHTATJIHITHH ¢ ripuOmsHTenHo 12,4 uaca. CHTArIMOTHH C¢
HATPYNBAa CaMO MHHHMMAIHO NpPH MHOTOKPATHO NpuiaraHe. bbOpedHHMAT KIMPBHC ¢
npudnuzuTeano 350 ml/Mun.

ENMMHHHpaHETO HAa CHTArIIMITHH CTaBa OCHOBHO 4pe3 OBOpeYHa eKCKpelus U BKIOYBA
akTHBHA TYOYJIHa cexpelis. CUTArjJunTUH ¢ cyOCcTpaT Ha YOBELIKH OpraHH4e€H aHWOHEH
tpancnoprep-3 (hOAT-3), kolito Moke 6u yuacTBa B OBOpEeHUHOTO EIHMHHHMPAHE HA
curarnanmid. KnuawysoTto 3Hauedne Ha hOAT-3 B TpaHCrmopra Ha CHTarJIMIITHH HE €
ycTaHoBeno. CHTariMOTHH ¢ cyOCcTpaT W Ha P-TIIMKOIPOTEHH, KOHTO MOXKe OH y4acTBa H B
MEIHHpaHeTO Ha OBOpeYHOTO eNHMHMHMpaHE HAa CHTAarJHNTHH. B CBHINOTO BpEME
HUKJIOCTIOPHH, €IHH P-TJIHKONPOTEHH HMHXMOMTOp, He Hamasspa ObOpevHHs KINPBHC Ha
cutarnunTHH. Curarmuntid He e cyberpar #a OCT2 wm OATI, wm PEPT1/2
TpaHcrioprepure. In vitro curarnunTHH He notcka OAT3 (IC50=160 microM) wad p-
radkonporedH (a0 250 microM) MeauMpaHyds TPaHCHOPT B TEpaneBTHYHO PEICBAHTHH
IU1a3MEHH KOHLIEHTpawH. [1py KIMHHYHO POYyYBaHe CUTATTHNTHH HMA MATBK €(PEKT BBPXY

HHXHOWTOP Ha P-IIHKONPOTEUH,

Xapakxmepucmuxa npyu nayueHmume
DapMaKOKHMHETHKATA HA CHUTANIMOTHH € KaTO II4JI0 CXOAHA [pH 3ApaBH Y4
DalMeHTH ¢ auadeT Tun 2.



Bvbpeuno yspescoane

[IpoBeneHO € OTBOPEHO IIpOY4YBaHE IIPH €JHOKPAaTHO TNIPWIOXKCHHE 3a OLCHKa Ha
dapMaKOKHHETHKATA HAa HAMAICHA /1032 CHTaNTHNTHH (30 mg) mpH MalMEHTH ¢ pa3iHiHa
CTEeleH Ha XPOHUYHO OOPEYHO YBpEKIaHe B CPABHEHHE ChC 31paBH KOHTpONH. IIpoyuBaneTo
BKJIFOMBA MTALMEHTH ¢ OBOpeYHO yBpeKIaHe B JICKa, YMEpPEeHa WIH TEXKKa CTCIICH, KaKTO H
naumenT ¢ ESRD Ha xemonuanuza. QcseH ToBa, eekTire Ha OL0peuHO YBPEKIAHE B JICKa,
yMepeHa WM TexkKa creneH (Bmountenno ESRD) ca oueHeHn 49pes nomyJlallMOHHH
papMaKOKMHETHYHH aHANH3H.

B cpaBHeHMe che 3apaBu KOHTposid, mnasMeHata AUC Ha CHTarnMnTdH ce MNOBHILIaBa
NpHOIH3UTENHO 1,2 THTH Npu AALMEHTH ¢ OB0PEeYHO YBPEXKIAHE B JICKA CTEIICH (GFR =260 no
<90 ml/MHH) 1 cbOTBETHO 1,6 MBTH MpH NaLHeHTH ¢ OEOpeYHO yBpexKAaHe B yYMEPEHa CTCIICH
(GFR >45 po <60 ml/Mun). Tbit kaTO pa3MepbT HA MOBHLIEHHETO HE © KIHHU'HO 3HaYHM, HC
ce Ha/lara KOpHTHpaHe Ha J103aTa NPy TE3H MaLHeHTH.

[Inasmenara AUC Ha CHTATMHWNTHH CE MOBMIIABA MPUONH3MTENIHO 2 ITBTH NPH NAalMEHTH C
6EGpeuHo yBpexkmaHe B ymepeta crened (GFR >30 no <45 ml/MuH) 1 npuOIH3HTENHO 4 mpTH
Npu nauneHTH ¢ 6B0peuno yepeskaane B Texka creneH (GFR <30 mU/MHR), BKIIOUMTETHO
nanpeHT ¢ ESRD na xemonuaiusa. CHTArJIMIITHH C€ OTCTPaHABA YMEPECHO ITPH XEMOIHAIH3A
(13,5% 3a 3- 1o 4-4acopa xemMoANaJIM3HA CECHA 3aM04BaIna 4 yaca clel MPHJIOKEHHETO).

Ueprnoopobuo yepeocoane

He e meobxoauma KOpekiMs Ha A03aTa CHTAMNMITHH NPH NMALUHEHTH C JICKO 10 YMCPCHO
gqepHOAPoOHO yBpexaane (cxkop mo Child-Pugh <9). HaMa kinHH4YEH ONUT IPA MAlMEHTH €
TeXKO 4YepHOApoGHO yBpeknane (ckop mo Child-Pugh >9). B caiioto BpeMe, ThH KaTo
CUTArTMITTHH ce eJIAMHHKpPa OCHOBHO 4pe3 GhOpeidTe, He ce 04aKBa TEXKOTO YEPHOJPOOHO
yBpeKIaHe N1a NOBNHIe BEPXY (PapMaKOKMHETHKATA HA CHTATJIMITTHH.

Cmapuecxa ev3pacm

He ce Hanara kOpeKiMs Ha J103aTa B 3aBHCHMOCT OT BB3pacTTa. B3 OCHOBa Ha NOMyJIaltHOHEH
(hapMaKOKMHETHYECH aHANIH3 Ha naHHU oT Pasa I u Paza II, BB3pacTTa HE OKa3Ba KIHHHIHO
3Ha4uM edeKT BbpXy (apMaKOKHHETHKATA Ha CHTATJIMIITHH. Y YaCTHHIH B CTap4ecka Bb3pacT
(65 mo 80 rogunm) mmar npubmuzHTeHo 19% no-BUCOKM IIa3MEHH KOHLCHTPALMH Ha
CHTArJIMITTHH B CPABHEHHE C MO-MIAIH YIACTHHLIH.

Heouampuuna nonynayus

dapMakOKHHETHKATA Ha cHTarnunThH (efuHHA4HA goza 50 mg, 100 mg HiwM 200 mg) €
M3CTIeZIBAHA TIPH NIEAMATPHUHK nanueHTd (Ha Bu3pact oT 10 10 17 roauHn) ¢ anaber vl 2.
[Tpu tasu nomynauus, AUC Ha CHTAarHMITHH B IU1a3Mara, KOPMrupaHa CripiaMo o3ata, ©
npubnusutento 18% no-Hucka OTKOIKOTO APH BH3PACTHH NALMEHTH ¢ AxabeT TN 2 NpH 1034
100 mg. He ca npoeexaaHy npoy4yBaHUs CbC CHTArnMITHH NPU NMEAHATPHYHH MNAMCHTH Ha
BBb3pacT <10 roaunyu.

Hpyeu xapaxmepucmury Ha nayuesmume

He ce Hajtara KOpeKlMa Ha 103aTa B 3aBHCHMOCT OT TIOJI, paca WM HHACKC Ha TEJleCHa Maca
(BMI). Te3zn xapaKkTepycTHKH HAMAT KIHHUYHO 3HaumMM edexr ¢(apMakOKHHCTHKATa Ha
CUTARTHMITTHH CTIOpe KOMOGMHUpaHus aHaTu3 Ha QapMaKOKHHETHYHMTE AaHHu oT Paza I
IOy IaLuOHeH (apMaKOKMHETHUEH AHAJIH3 Ha JaHHHE oT Pasa I u Paza Il

MerdopMun
Abcopbyun

Cren nepopaina 103a MerdopmuH, Tmax c€ HocTHIa 10 2,5 daca. AbGcosoTHaTa 61O
Ha Tabnerka mergopmuH 500 mg e nmpubnusurendo 50-60% npu 3apasH y4a
nepopalHa Ao3a, HeabcopOupatara ¢pakiys, OTKPHTA BbB (peKanHuTe € 20-30%
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ue apMaKOKMHETHKaTa Ha abcopbuuara Ha meTopMHUH ¢ HenuHeHna. [lpy obHJaHHH J103M
MeTQOPMHH M JIO30BH CXEMHU, IUIa3MEHHTE KOHLUEHTPAlMK NPH CTallMOHAPDHO CBCTOAHHE CC
JOCTHraT B paMKHTe Ha 24-48 uaca W Karo LANO ca INO-MaIKO OT | microg/ml. Ilpu
KOHTPOJIHPaHH KIMHUYHH U3NUTBAHHS, MAKCUMATHUTE [UIA3MEHH HHBAa Ha METQOPMHH (Croax)
He MpeBHIIAaBar 5 microg/ml, 1opH 1pn MaKCHMAaJIHH JTO3H.

XpaHaTa HaMaJIsBa CTeNneHTa u ¢nabo 3abapa abcopOiunaTa Ha MeTGopMuH. Crezl MPUIoKEHHE
Ha 103a or 850 mg, ce Habmonasa 40% MO-HHCKA NMKOBA IUIA3MEHA KOHLEHTpauus, 25%
naManeHue Ha AUC U yapmkapaHe ¢ 35 MHH HA BPEMETO A0 AOCTHraHe Ha NMHKOBA ILU1a3MCHA
KOHUeHTpauys. KnHH4YHATa 3HAYHMOCT HE € H3BECTHA.

Pasnpeoenenue

CBBP3BAHETO ¢ IUIAZMEHWTE NPOTEHHH € HesHauyutenHo. MerdopMuH ce pasnpencns B
epuTpoLMTUTE. KPBBHHAT UK € NO-HUCHK OT Nia3MeHHs MHK U CE MOABARA MPUOIH3UTEIHO N0
CBHIIOTO BpeMe. YepBeHHTE KPbBHH KJICTKH HaH-BEPOATHO MpPEACTaBIABaT BTOPHYCH
KOMIIApPTHMEHT Ha pasnpenenenue. Cpennuar Vd sapupa mexay 63 — 276 L.

Buompancgopmayus
MeTpopMHE Ce eKCKpeTHpa HENpoMeHeH B ypuHara. lIpu xopara HE Ca YCTAHOBCHH
METa0OTHUTH.

Enumunupane

Bu6peyHnaT KIHpBEHC Ha MeThopMuMH e >400 ml/mMuH, kKoeTo MOKasBa, Y€ MET(OPMHH Ce
eNMMHMHHpPA upe3 riaoMepyiaHa ¢unTpaupa W TyOynHa cekperms. (el nepopanHa 033,
IPUBHAHMAT TEPMHHANCH €IMMHHALMOHEH TIONYXHBOT ¢ npudnusHrenHo 6,5 vaca. Koraro
Op0peuHaTa HYHKITA © yBpesieHa, Ob0peunns KIMPBHC e HaMaliiBa B CHOTBETCTBHE C TO3H Ha
KPeaTHHMHA M CIEJOBATEIHO CSJIMMUHALMOHHUAT MOIYKHBOT €€ YAb/DKaBa, KOETO BOXH 10O
MOBHIISHH HHBA HA METQPOPMUH B TIJ1a3Mara.

5.3 IIpeaxnaEHYHM AaHHH 32 0€30MACHOCT
He ca npoBesxxaaHu npoy4uBaHus ¢ XKMBOTHH ¢ Jionamo /lyo.

[lpn 16-ceqMM4HM NPOYYBAHHs, B KOHTO Ky4e€Ta Ca TPETHPAHH HIM C METQOPMHH
CAMOCTOATENHO HWIH ¢ KOMOMHALMA OT METQOPMHUH W CHTarjiMNTHH, HE € HaOmronaBaHa
NOMBbIHUTEIHA TOKCHYHOCT OT koMOunaumara. NOEL B Te3n npoyuBaHus ce HabIoaaea npu
€KCIIO3HLMSA HA CHTAMJIMNTHH NPpUOIU3HTENHO 6 MBTH NMO-BHMCOKA OT TasHd NpH XoOpa H IpH
eKCI1o3Mnusa Ha MeThOopMHH NPpHOIM3UTENIHO 2,5 TBTH 110-BHCOKA OT Ta3H MPH X0pa.

CriefHHTE JAHHH €A HAXOJKY IPH MIPOYUBAHMA MPOBEJEHH ChC CHTATTIMIITHH HJTH MET(OpMHH
CAMOCTOSTEIHO.

CHTarnvoTuy

buOpeuna u depHOAPOOHA TOKCHYHOCT ce Ha0moJaBa NpH IpH3avyd NPH CTOHHOCTH Ha
CHCTEMHA eKCTIO3HIIMA 58 ITBTH MO-BHCOKH OT HUBOTO Ha €KCTIO3HIMMATA TIPH XOpa, 4 HUBOTO 0e3
edekT € onpeaeneHoe Ha 19 nbTH MO-BHCOKKM OT TOBA MpH XOpa. AHOMAJIMM Ha PEe3LHTe CC
HaO/rOHaBaT NMpH TUIBXOBE MPH HMBA Ha CGKCOO3HMLMA 07 ITBTH MO-BUCOKH OT HHBOTO HA
KIMHHYHA eKCIIO3HLMS; HHBOTO, Oe3 edeKT NMpH Ta3w HaxoAkKa € 58 METH MO-BHCOKO, CHITIACHO
PE3YNTATHTE OT 14-CeAMUUHO MPOYy4YBaHe MPH ITBXOBE. 3HAYEHHETO HA TE3W HAXOJIKH I1pH XOpa

caJMBaliyA, €ME3HC Ha OsNa NsAHa, aTaKCHA TpenepeHe, HaMaaeHa aKTHBHOCT M/
103a ce HabmoJABaT NPU Ky4eTa IIPH HUBA Ha €KCTIO3HIMA NpuOau3uTenHo 23 mb

ce HaOmomaBa KW XHCTOJOrMYHO TIPH J03H, JaBallldi HHBA Ha CHCTEMHA
MpHOIH3MTENHO 23 ITHTH MO-BHCOKH OT BHBOTO Ha €KCMO3ULIMA [1pH Xopa. 11py Te3



HHBOTO O3 epeKT € IPH EKCIO3ULIUS 6-KPATHO MO-BHCOKA OT HUBOTO Ha KITMHHAYHA CKCTIO3HLIMSL.

CUTArIMOTHH HE [MOKa3Ba TeHOTOKCHYHOCT B X0/1a Ha INPEAKIAHHYHH HOpOYUBaHMA.
CHUTarIMOTHH HE € KAaHLEpOIcHeH NMpu MMIIKH. [IpH NIbXOBe HMa MOBHMINEHA “MeCTOTa Ha
qepHOAPOOHH aACHOMH H KapUMHOMH [IPH HHBA HAa CHCTEMHa EKCIIO3HLMA 58 ITHTH N10-BHCOKH
OT Te3M NIpH Xopa. Thil KaTo € YCTaHOBEHO, Y€ XENATOTOKCHYHOCTTa KOpeaupa ¢ HHAYLHPAHETO
HA YEPHOAPOOHA HEOIMIA3HA NP IUIBXOBE, Ta3H MOBHIIEHA YECTOTA Ha YEPHONPOOHN TYMODH
NpH [UTBXOBETE € BEPOSTHO BTOPHYHA, BCJAEACTBHE HA XPOHUYHA XEMATOTOKCHYHOCT MpH Tasy
BHcOKa A02a. Ilopaam BHcokaTa rpaHMiia Ha 6e3onacHocT (19 meTH MO-BHCOKa MPH TOBA HHEO
Oe3 edieKT), TE3W HEOIUIACTHYHHU TIPOMEHH HE C€ CUHTAT PEJICBAHTHH 3a XOpa.

He ca Ha®monaBaHH CBBp3aHU ¢ JEUEHHETO e(eKTH BBpPXY QEpPTHIHTET2 NPH MBXKH H
KEHCKH ILUTBXOBE MOMYYHIH CHTAlIMITTHH MpeJH U IO BpeMe Ha uHdTocBaHe.

Hpﬂ [NpOY4YBaHC BbhPXY npe-X MOCTHATATHOTO Pa3BUTHE Ha IUTBXOBC CHTAr JTHITTHH HE TIOKa3Ba
HCXCJIAHH pPCAKIIHA.

[IpoyuBaHHATa BBPXY PENpPOAYKTHBHATA TOKCHYHOCT NMOKA3BaT HaJIMUHETO Ha CBbp3aHa C
IEYEHHETO, JIEKO YBelH4YeHa uecrota Ha MampopMamywH Ha pebpa Ha deryca (IHTICBALIK,
XHIOOIUIACTHYHH H TUIABalll peGpa) NpH MOKOJCHHETO Ha IUTBXOBE [PH HMBA HA CHCTCMHA
eKCIIO3ULMA TOBeYe OT 29 (1bTH NO-BHCOKH OT HMBATA HA EKCMIO3WIMA MPH Xopa. TOKCHYHOCT
Ha Malikata ce HaOmoaapa npy 3aliny IpH HABA noBede OT 29 ITBTH N0-BUCOKH OT HHBATa Ha
eKCMO3HLUMA NpH xopa. Ilopaay BHCOKATa rpaHHLa Ha 0€30MaCHOCT, TE3H HAXOIKH HE
MpPEAnoJaraT ChIIECTBYBAHETO Ha CBHOTBETEH PHUCK 3a PENPOAYKTHBHOCTTA IIPH XOpa.
CUTar/IMOTHH C€ €KCKPETHpPa B 3HAYHMH KOJIMYECTBA B MIIAKOTO Ha JIAKTHPAIH TTHXOBE
(oTHoLIeHHE KbpMa/mna3ma: 4:1).

MerdhopMmun
IMpeakaMHAYHUTE JaHHH 32 MeTGOPMHH HE paskpuBaT ocobeH pHCKk 3a xopaTa Ha Oa3ara Ha
KOHBEHUMOHATHH (DAPMAKONOrHYHK MpoyuBaHMA 3a 0€30MacHOCT, TOKCUYHOCT MNpH

MHOT'OKpPAaTHO MNpHIara’e, Tr¢HOTOKCHYHOCT, KAapUHHOICHCH NOTCHUHAJI, pPCNpOdyKTHBHA
TOKCHYHOCT.

6. ®APMAIEBTUYHH JAHHU

6.1 CoHchbK HA IOMOIIHHTE BElIeCTBA

CepueEvHa Ha TabaeTKaTa
[Torugon (K29/32)
MukpokpuacTansaa uenynosza PH 102
KpocrnoBuioH

Harpues creapundgymapar

OWIMORO NOKPHTHE
[Tonueununos ankoxon E12()3
Twuranoe auokcua E171
Makporon 3350 E1521

Tank E553b

YepreH xenesed oxeun E172
Uepen xkenesen okeun E172

6.2 HecLBMeCTHMOCTH

Henpunoxumo.




6.3 Cpok Ba roxfHoOCT

24 Mecela

6.4 ChnenmpanuH YCJIOBHA HA ChXpaHEHHE
Ha ce cbvxpansBa nog 30°C.

6.5 Bujn chaAbLpXKAHEE HA ONAKOBKATA

Bauctepn ot PVC-PVDC/AnyMmutuii. ONakoBKH OT 28. 30, 56, 60, 84, 90, 112, 120, 140, 150
168 u 180 ¢punMupanu TabneTkH.

He BcMUKM BHIOBE OMAKOBKH MOTAT Aa OBJaT mycHaTH Ha na3apa.
6.6 CHennajns EpeANa3HH MEPKH NPH HIXBLPJIAHE

HeuznonmsBaHUAT JNeKapeTBEH MPOAYKT WIH OTNAJBYHHTS MaTepHaid OT HEro TpabBa 1a ce
M3XBBPJAT B ChOTBETCTBUE C MECTHHTE H3HCKBAHMS.

7. TIPUTEXATEJI HA PAZPEINEHUETO 3A YIIOTPEBA

Egis Pharmaceuticals PLC
1106 Budapest, Keresztun ut 30-38.
YHrapus

8. HOMEP(A) HA PA3ZPEIIIEHHUETO 3A YIIOTPEBA

Jlonamo Jyo 50 mg/1 000 mg dunmupanu Tabnerkn: Per. Ne: 20220252

9. JIATA HA ITbPBO PA3ZPEINABAHE/TIOJHOBSIBAHE HA PA3PEILIEHMETO
3A YIIOTPEBA

JlaTa na mepeo paspemenwe: 01.09.2022 r.
JlaTta Ha nOCAEAHO NOJHOBABAHE:

10. JATA HA AKTYAJHU3HPAHE HA TEKCTA

HoemBpu, 2023 1.




