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1. HMEHA JEKAPCTBEHHS IPOXYKT PaspewssHue Nigé/’g/ﬁ//j‘*)} 3

s 008

Curaben Mer 50 mg/850 mg punmMupany Tabaerku | OgoBpeHue Ne cvvrverevectrereroee:
Sitabel Met 50 mg/850 mg film-coated tablets

2. KAYECTBEH HKOJHYECTBEH CHCTAB

Besika TabneTka chIBpkA CHTAMIHITHH XHAPOXJIOPH MOHOXHDAT, EKBHBANIEHTEH Ha 50 mg
cHTarnanTHH(sitagliptin), o 850 mg Merdopmunor xuapoxaopua (metformin hydrochloride).

3a mhAHMA COHCHK Ha IOMOIIHATE BEMECTRa BHATE To9Ka 6.1.

3. JEKAPCTBEHA ®OPMA
Punmupana Tabnetka (TaGnerka)

Pozoen, npoxeiaroeats punmupany Tabnetku ¢ pasMeps 19,2 mm x 9,2 mm ¢ AenHTenHa UepTa
OT e/IHATa CTPAHA W IMAJKH OT Apyrara.

4. KJHHHYHH JAHHH
4.1 TepaneBTHUHH HOKAIAHHA
TIpH BB3pacTHH NAUWEHTH ChC 3axapeH IHaGer Tum 2:

Curaben MeT € nokalas KaTo AOMBIHEHHE KbM AHETA H YIIPAXKHEHHA 3a noacGpABaHe Ha
CIHKEMHYHAA KOHTPO NPH NANKEeHTH, TIPH KOUTO He € MOCTArHAT 34XOBONHTENEH KOHTPON C
MAKCHMAHATA NOHOCHMA 33 TAX 033 METQOPMHAH CAMOCTOATENTHO HWIH KOHTO BEYE CE JICKYBAT C
KOoMOHHAIMS OT CHTArHOTHH H MET(QOPMHEH.

Curaben Mer e¢ noka’aH B koMOHHALEA CchC CYmOHHNYpelHH NpOoH3BOAHH (T.e. TPOHHO
KOMOHHHUpaHO IeYeHHE) KATO HOMbIHEHHE KbM IHETAa H YIPEKHEHHS NPH NAUHCHTH, IPA KOKTO
H¢ ¢ MOCTHTHAT 3aJI0BONIMTENEH KORTPOJI ¢ MakCHMAJIHATAa MOHOCHMA 3a TAX 1033 MET(HOPMHH H

cynoHATypeitHo Opon3BOIHO,

Curaben MeT ¢ nokazaH Kato TpoliHo KOMOMHKPAHO JledeHye ¢ IEPOKCH3OMEH npoimdeparop
aKTHBHpaH penentop rama (PPARY) aroHHCT (T.€. THA30NHIHHANOH} KATO AOMBIHEHHE KbM THETA U
YopakHCHHANPH ODAlHCHTH, NPH KOHTC HE € IMOCTHTHAT 33JOBOJNTCNIEH KOHTPOJ ¢ MAKCHMATHATA
MOHOCHMA 3a THX A03a Merdropmin H PPARy aroduct.

Curaben Met ¢hmo e nokasan kato 100aBka KbM HHCY/IMH (T.€. TpoiiHO KOMOHHHpaHO
NeYeHHe) KaTO NTOIMbJIHCHHE KbM IHETATa H YIPaXHEHHATA 3a MoA00pABaHE HA FMKeMHYHHSA
KOHTPOJT MIPH NANHEHTH, KOT4TO MOCTOAHHATA 1032 HA HHCYIHH H METHOPMHH CAMOCTORTENIHO
HE OCHTYpABA A/IEKBATCH IIHKEMHYEH KOHTPOIL.

4.2 [lo3HpOBKa H HAYMHH Ha HPHAOKEHHE

EOBEEOBK&

JoznpoBkara Ha JEYCHHETO 33 NIo00pABaHe Ha ITHKEMHIHHA KOHTpOA cbe CuTaben Mer Tpabea aa
6be MHAMBMAYANM3MPaHa Ha §a3aTa HA HACTOAIHA PEXKUM Ha TAUMEHTA, eKTHBHOCTTA H

TOIEPaHTHOCTTA, KATO HE Ce NPEBHINABAT MAKCHMANHATA MPENOPBLYBAHA JHEeBHA A03a ot 100 m
CHTATJIEIITHH.




Brv3pacmnu c nopmanua bvbpeyna pynxyun (GFR> 90 mi/mun)

[Ipu NaiBeHTH, IPH KOHTO He € NOCTHTHAT 3a0B0IHTENEeH KOHTPOI ¢ MAKCHMAJIAATA TTOHOCHMA /1033
MeThOPMEH KaTo MOHOTEPATIHA

IIpn DaleHTH, IPH KOHTOC He € NOCTHIHAT 33A0BOIHTEACH KOHTPON ¢ MeTGOpMHH CAMOCTORTENTHO,
ofuuaiinaTa HayarHA 1033 TPAOBa Aa JOCTABH 032 CHTATIMNTHH B 2033 5¢ mg ABA HbTH NHEBHO
(100 mg ofma gHeBAA D03a) IUTIOC 03aTa METGOPMEH, KOSTO Bede € MPHEMAHA.

HQH NANHEHTH, KOATO NPEMHHABAT OT €AHOBPEMEHHO IIPHIAraHe Ha CHTATTIHIOTHH H MC !QOEME}{
HpH TNAHEHTH, KOWTO NMPEMHHABAT OT €THOBPEMCHHO NIPHIAraHe Ha CHTATNIHITHH H MCTQ)OPMHH,

negennero cbe Curaben Mer Tpabea 4a ¢ 3aM04HE ¢ F03ATA CHTATKNTHH H MeTHOPMMUH, KOATO
BEYE € NPHEMAHA.,

IlpH naugeHTH, Npy KOKHTO He e NOCTHIHAT 3aJ0BONHTENEH KOHTPON ¢ IBoliHO KOMOHANpaHD AeueHHe
€ MAKCHMANHATA NOHOCHMA 1032 MeTHOPMUH H CyI(GOHITYpeiino NPOA3BORHO

Josara Tpsa6ea Ja AOCTABH CHTALNHITHH B n03a 50 mg nea meTH axepso (100 mg o6ma aHeBHA A03a)
H [o03a MeThopMuH, Noao6Ha Ha J03aTa, KOATO Beve ¢ npueMana. Korato Cataben MeT ce u3nomssa
B KoMOHHANNA che cyPOHITYpeitHO MPOH3BOAHO, MOKE Na ce HANOXKH YNoTpelaTa Ha no-HACKa
n03a cyhoHILITYpeiHO NPOU3BOAHO, 34 /id C€ HAMAIM PHCKA OT XHIIOTTHKEMHS (BX. TouKa 4.4).

HEH NAHCHTH, OPH KOWTO HE € MOCTHTHAT 3aQ0BOMNUTEICH KOHTPOM © JinoiiHG xonﬁ:mgpano JNCICHUE

€ MAKCHMATHATA NOHOCKMA N03a MeTdopMuH H PPARy aronuct
Ho3ata TpaGBa fa JOCTABH CHTATJIANTHH B A03a 50 mg gBa myTH AxeBro (100 mg o0ma AHEERA 1033)
H 1033 MeT(hopMHH, TON00Ha HA O03aTa, KOATO Bede € NMpHEMaHa.

HEH [IAIHEHTH, TPH KOWTO HE € NOCTHIHAT 33J0BONHTENEH KOHTPOJ ¢ IROHHO xouﬁ@pauo JICYCHHE
€ HHCYJIHH H MAKCHMATTHATA MTOHOCHMA 033 My OpPMHH

Hosara TpaGea aa N0CTABM CHTAJIMITHE B fo3a 50 mg aea meTH nHesHo (100 mg ofma AHEBHa Fo3a)
H J03a MeThopMuH, noaodHa Ha 103aTa, KoATe Beve ¢ npueMana. Koraro Curaben MeT ce n3monsea
B KOMOHHAIMA ¢ HHCYJIHH, HHCKATA 1033 HHCYJIHH MOXeE [a € HeoOXxoauMa 3a peflyllHpaHe Ha PHCKa
OT XHNoTMMKeMuA (BK. TouKa 4.4).

3a painrasmTe A03n MeThopMiH, Cutaben MeT ce npeanara B koHIeHTpanus no 50 mg
CHTArAHMIITHA H 850 mg MeTdopMuHos xuapoxnopua wid 1000 mg meT$hopMHHOB XHAPOXIIOPHA.

BeuukH namyeHTH TpAOB2 [a NPOABIKAT NPENOPbLYAHATA MM AKETA ¢ AICKBATHO PasNpPeIeeHHE HA
npHeMa Ha BRIIEXHAPATH Npe3 JeHA.

Cnenyanan Nomynanys
Bvbpeyno yspexcdane

He ce Hanara kopeknua Ha A03aTa TIpH MALMEHTH ¢ Neko 066peuHo yBpekaae (CKOpPOCT Ha
rinomepynHa guntpangs [GFR] > 60 ml/mun). Mpean sanoupane Ha fedeHHe ¢ IPOAYKTH,
chbAbpsKanE MeTdopMHH, TpAOBa Aa ce HanpasH oueHka Ha GFR crolinocTuTe, a Caea T0Ba - IIOHE
BeNHbX rogamHo. IIpH NANHEHTH ¢ MOBHIIEH PHCK OT M0-HATATHIIHO NpoTpeckpate Ha 6p0peano
YBpeXJaHe H NpH NMALHEHTH B cTapyecka Bh3pacT TpA(Ba Mo-9eCTO Aa e OpaBH OLEHKA HA
6u0pewnaTa PyHKUMA, HAPAMED Ha BCEKH 3-06 Mecena.

3a npeanoywTaHE € MakCHMANTHATA THEBHA A032 MeTdopMuR Ta Obie pasaencHa Ha 2-3 ANSBHHA J03H.
daxTopH, KOHTO MOTaT AA YBEIHYAT PACKA OT JIAKTATHA 033 (BK. Touka 4.4), Tpabea 1a Onaar
NpepasrneakH, NpeH Aa ¢ 00MHCIH 3aloTBAHETO Ha ISUeHHE ¢ MeT(HOPMHH IPH NalMEHTH C
GFR< 60 ml/mun. :

AKO He e JoCTBIIHA H030Ba (l)OpMﬂ Ha Curaben MeT ¢ aileKBaTHO KOJTHIECTBO HA AKTHBHOTO
BEILIECTBO,BMECTO KoMOuHAIMA ¢ (bmccnpaﬂn AO03H 'rpaﬁna Aa ce H3Non3BaT OTACTHATE
MOHOKOMIIOHCHTH.




GFR ml/mun Metdhopmun CHTArANNTHH

60-89 Maxcumarnama dxeana d6za e Maxcumarnama Oxesna 0034 e
3000 mg. 100 mg.

Moxce 0a ce obmucnt nonusicasare Ha
do3ama gbe 6PLIKA C HAMATABAHEMO HA

fvbpeunama gynryus,
45-59 Maxcumannama onesna doza e Maxcumarnama oneena 003a e
2000 mg. 100 mg.

Havanvama 0034 e naii-MHozo
ROTOBUHAMA OM MAKCUMATHAMA 0034.

30-44 Maxcumarnama dnesna doza e Maxcumannama dxesra do3a e
1000 mg. 50 mg.

Hauarnama doza e nati-mnozo
NONOSUHGMA O MAKCUMARHAMAQ 0034,

<30 Mempopmur e npomusonokazan. Maxcumannama Onesna doza e
25 mg.

Heprodpobio yepexncoane
Curaben Met He Tpa6Ba 1a ce U3N0/13Ba NPH NANHEHTH ¢ YepHOIPOOHO YBpexaHe (Bx. Touka 5.2).

Cmapuyecka eb3pacm

Twif kato MeThopMUH U CUTATIMIITHH e eKCKpPETHpAT Ype3 Gu0peunte, Crraben Mer Tpabea na ce
H3013Ba ¢ NIOBHIIEHO BHAMAHHE TIPH HanpeapaHe Ha Bh3pactra. HeoGxoaumo ¢ MoHATOpHpPanE HA
6u6peanaTa QyHKLMA, 32 Aa Ce OANOMOrHE MPEANa3BaHeTo OT CELP3aHaTa ¢ MeThOPMHAH NaKTaTHA
armaosa, hall-seqe B cTapIecka py3pact (Bx. ToukH 4.3 1 4.4).

ITeduampuuna nonynayus

Curaben Mer ne TpaGRa 1a ce M3MON3Ba NPY ACLiA H FOHONIH Ha BB3pact ot 10 no 17 roxunn
nopamd HeAoCTaTsuHa edukacHocT. Hamuaaure moHacTosnieM J2HHH ¢a OTIMCAHH B TOYKH 4.8,
5.1 1 5.2. koMCHHAIWMATA CHTATMITHEE-MET(OPMHEH HE ¢ IIPOYYBAHA NIPH NeAHATPHYHH
MALAEHTH Ha BB3pacT oA 10 roguun.

Hauun Ha npunoxenue
Curaben Met TpafBsa Aa ce npueMa JIBa ThTH AHEBHO ¢ XPaHa 33 HAMAIMBAHE HA HEXKENAHUTE

PEAKLKH OTCTPAHa KA CTOMALIHO-YPEeBHKA TPAKT, CBbP3aHK ¢ MEeT(HOPMHH.
43 Tpormsonoxazanus

Crraben MeT € IpoTHBONOKA3aH IPH NALMERTH ChC:
- CBPBXTYBCTRHTEJHOCT KbM aKTHBHHTE BEIIECTBA HITH KbM HAKOE OT HOMOIGHHTE BEINECTRA,
m0poeHn B Touxa 6.1 (ex. Touky 4.4 u 4.8);
- BCEKH THI OCTPa MeTab0NHTHA aupA03a (KaTo IAKTaTHA alMAO34, JHabeTna KeToauuosa),
- AnabeTHa mpeKoMa,;
- Texka 6v0peana HegocrarbanocT (GFR< 30 ml/Mun) (Bx. Touka 4.4);
- OCTPH CBCTOAHHSA ¢ BB3MOXKHOCT Ja H3MeHAT Gp0pevnaTa GyHKIMA KaTo:
- AEXMIpaTaluA,
- TEXKKH HHpEKLIHHK,
- oK,
- BETPECHAOBO MPHIOKEHHE HA HON-ChIBPAALUA KOHTPACTHY BEILECTBA (BK. ToIKA 4.4);
- OCTPO WM XPORHYHO 3360/1ABaHE, KOSTO MOXE A NPHUKHHA XHIIOKCHA BA TBKaHUTE KaTO!
- ChHpAEYHa WIH PECTTHPATOPHA HEAOCTATLYHOCT,
- CKOpOLICH MIOKAPAEH HHapKT,
- HIOK;
- 4YepPHOXPOOHO YRpPEeKIAHE;
- OCTPA ANKOXOJIHA HHTOKCHKAIIASA, AKOXOIHIbM;
- KhpMEHE.




4.4 Crheuwmanns npeAYNpexXAeHAN H NPeJOa3HE MEPKH NPH YIIOTPe6a

O6mny
Curaben Mert e TpaGaa Ja ce H3MOM3BA NIPH MALMEHTH ¢ quaber THIl 1 W He TpAbRa 1a cu
H3MON3BA 32 JieweHHe Ha InafeTHa KEToAn 1034,

OcThp AHKDEATHT
¥norpebara na DPP-4 HHXHOKTODY € CBbP3aHA ¢ PHCK OT Pa3BUTHE HA OCTLP HAHKPEATHT.

TausenTure Tpabsa ga GbaaT wHGOPMHAPAHHM 3a XapaKTEPHUA CHMITTOM Ha OCTBHP MAHKPEATHT:
IEPCHCTHPALIA, MHOTO CHIIHA kOpeMHa Gonka, Cnea npekparaeane Ha CHTATTHNTHH ¢ mabmonapa
OTINYMABAHE Ha MAHKPEATHTA (CHC MM €3 MOLTbpKAII0 ASYSHHE), HO B MHOTO PEIKH cIIy9aH €
cb06INABAHO 32 HeKPOTH3HPAI HITH XeMOPArHieH NAHKPEaTHT W/WITH CMBLPT. AKO HMA ChMHEHHA 32
MAHKPeaTHT, TpAGBa fa ce NpekpaTH NpHemMa Ha Curaben MeT B ZpYrH NOTEHLHANHO NOKO3HPaHH
JIEKAPCTBEHH MPOAYKTH; aKO0 ce IOTRHPAM OCTHP MAHKPEATHT, MPHEMBT Ha Cnraben Mer He Tpabea
1a ce BL30GHoBARa. HeoOXoamuMo e noBHILIEHO BHEMAHHE PY AAIMeHTH ¢ aHAMHE3A 33 TIBHKPEATHT.

JlakratHa 033

JlakTaTHATA a1HK038, MHOTO PAIOKO, HO CEPHO3HO MeTAOMINTHO YCIOKHEHAE, Hall-9eCTo HACTHIBA
TIpH OCTPO BiIomMaBaHe Ha OLOpedrHaTa PYHKUMA, Kapan0-pecnHpaTopHo 3af0NABane HIH CENCHC.
HatpyneaneTo #a MeThOPMUH HacTHIIBA [IPH OCTPO BIOMAaBaHe Ha GbOpewnara PyHKIMA A
YBEIIHYABA PHCKa 0T TaKTaTHA alMI03a.

B ciydaii Ha pexuaparaumA (IPONBMKUTENHO OEPHIAHE, JHAPHS, TPECKA WM HAMANSH NPHEM Ha
Te9HOCTH) TPAGEA BpeMEHHO Ja ce CHpE NpHeMa Ha METhOPMHH M € NPENopEYATETHO Aa ce
YCTAHOBH EPH3KA CMEIHIIHHCKH CIICIMATHCT.

TIpHEMBT Ha JIeKapCTBEHA HPOAYKTH, KOHTO MOTAT OCTPO Ja YEpeaaT Op6peunara dyrxuna (kaTo
aNTHXHNEPTCH3HBHM cpencTra, aAnypetHi 1 HCIIBC) mpadea na ce 2anodHe ¢ MOBHIICHO BHAMAHHE
NpH NAUKEHTH, AEKYBaHH C MeT(HopMHH. JIpyrH PUCKOBH (aKTOPH 3a NAKTATHA alMA03a ca
TpeKOMEPEH MpHEM Ha aNkoxoll, 9epHOAPolHa HeMOCTATRYHOCT, HEAOCTATEIHO kom’ponnpaﬂ Juaber,
KeToanuno3a, Mpoab/BKHTERHC [TIAAyBaHe H BCAKAKBH ChCTOSHUA, CBBP3AHH C XHIOKCHS, K3KTO B
€AHOBPEMEHRaTa ynoTpeba Ha NeKApPCTREHH NPOAYKTH, KOHTC MOTAT Ad IPHYHMHAT JAKTAaTHA alHn03a
{Bk. TouKn 4.3 u 4.5).

Iaymenture w/unu GonHOTIenauwTe TPAGRA fa ObaaT HHGOPMAPAHH 33 pHCKa OT JIAKTAaTHA alHA03a.
JlaxraTnara anuaosa ce XapaKTepH3upa © aUHA03Ha FHCIHEA, KOpeMHa GoJKa, MyCKYJIHH KpaMITH,
aCTEHHA M XHNOTEPMHA, TTOCHEIBAHH 0T KOMa. B cydall Ha cbMHEHHE 33 CHMITTOMH OAUHEHTHT
Tpabpa fa cipe npHeMa Ha MeT(GopMER B He3abaBHO A3 NOTHPCH JIEKAPCKA HOMOIL. JIHATHOCTHYHHTE
nabopaTOPHE HAXOAKH Ca NOHKKEHO KpbBHO pH (<7,35), nOBHIICHA HHUBA HA IUIA3MEHMUA JTAKTAT

(>5 mmol/l) 4 noBHIIEHa AHHOHHA PANNKA H CHOTHOLICHME NAKTAT/ TTHPYBAT.

BnOpeusna dyakiua

MNpend sanousane Ha iedeHAETo TPAORA [a Ce HANpPABH OleHKa Ha cTofimocrure Ha GFR u pefoBHO
crien ToBa {Bx. Touka 4.2). Curaben Mer e nporHeonokaszad npu manxedTd ¢ GFR <30 ml/MuH B
Tpa0Ba nabbie BpEMEHHO CIOPAH NPH HAIMYME Ha CHCTOAHMA, KOMTO npoMeHsT Gp0peynara dyHKIAA
(mx. TOuKa 4.3).

XHUnormnkeMas

NaukenTr, nomysasamy CrraGen Met B komGraAIMA ChC cyndOHATYpeiiHO IPOH3BOIHO HIH C
HHCYJIMH, MOXE /1A A HAOKEHH HA PHCK OT XHnoriukemus. CnejoBaTenHo, MOXKE Ja € HeoOxonuMo
HaMAIABAHE HA A03aTA HA CyndoHHNYpeHHOTC MPOH3BOIHO WM HA HHCYIIHHA.

Peakiiii Ha CBPBXIYBCTEATENHOCT
HMa nocT-MapkeTHHIOBH ChOGIIEHH 33 CEPHO3HH PEaKIUHH HA CBPBXTYBCTBHTE/THOG
JEKYBAHH ChC CHTAIVIMITHH. Te3n peakumu BKIIOUBAT AHA(QUNAKCHA, AHTHOSAEM H X

R
CBCTOAHHA HA KOXATA, BKINOYHTEIHO CHHAPOM Ha Stevens-Johnson. Haganoro Ha o \\
HACTDbIBA B PAMKHTE Ha ITEPBHTE TPH MECELla OT 34M0uBaHe Ha JCYCHHETO CLE © S | ’1
CITyuad HaCTHIBAT Ce] TThpBaTa 103a. AKO Ce IIOM03KPa peakliid Ha CBPBLXYYE iw
&
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Ha CiraGen Mer TpaGBa aa ce npekpaty, Tps6ea 1a Ce OLEHAT APYTHA NOTEHLKAIHN IPHIHHN Ha
cu0uTHETO M TPAORa /1A ce Ha3HAYH ANTEPHATHBHO NevdeHNe Ha ArabeTa (BXK. Touxa 4.8).

bynosen nemdmronn

lpu manenTy, npuemami DPP-4 HEXnGUTOpH, BRITIOYHTEHO CHTATTHITTHH, WMa [IOCT-
MapXeTHHIOBH ChOOmMEeHHs 32 Gyno3eH nempurona. AKO HMa CeMHeHRA 3a Gynosen meMbHroHz,
mprema Ha Curaben Met Tpabpa na ce OpeycTaHOBH.

Omepanua

Curaben Mer 1pa6pa a ce cipe no BpeMe Ha onepaums noj o6la, COHHATHA WIH eMHIypatHa
aHecTesnA. JledenneTo Mosxe 1a Gb/1e BB300HOBEHO HE O-PaHoO 0T 48 Yaca cnej onepaldsaTa Hin
EBb300HOBABAHETO HA XPAHEHETO NPeE3 YCTa, H NPH YcnoBre ye GnOpeqHata yHKiua e OLeHeHa
OTHOBO H € YCTAHOBEHO, 4¢ € cTabHIHA.

HQHJ'[O)KGHHC Ha ﬁog—chg! bpKANIH KOHTPACTHH BEIICCTRA

B1Tpecha0BOTO MpHIOKEHHE HA HOAHPAHM KOHTPACTHH BEWECTRA MOXeE Jia J0Be/E A0
KORTPAcT-HHAYLHPAHa HedponaTHs, BOACINA 10 HATPYNBAHETO HAa MeT(OPMHH H OBATIEH PHCK OT
NakTaTHa anknosa. [IpwemsT Ha Crraben Mer Tpa6Ba na ce npeycTaHOBH B NEPHOAA NPefH KITH Mo
EpeMe Ha MPOLCOYpaTa 3a obpasHa JHATHOCTHKA W He TpAOBa 1a ce Bp306HORABa N0 Hali-Manko 48
9aca CNejl TOBA, IPH YCIOBHE Ye GeipednaTa ¢yHKOHA ¢ OlfeHeHa GTHOBG H € YCTAHOBEHO, 9¢€ €
crabunna (BX. To9ke 4.3 1 4.5).

H@Mﬂ]{a B KNTHHHIHHA CTATYC HA MAIMEHTH ¢ KOHTPOJXHPAH ggaﬁe'r THI 2

MaimenTu ¢ nrabet tun 2, npenn ToBa N0Gpe KOHTPOMHpaH cx¢ CATaben MeT, KORTO pa3BHBaT
OTKJIOHEHHA B 1aGOPATOPHH NOKA3aTENH WK KITHHHYHO 3a6onaBane (Hafi-Beye HEACHO WM cliaGo
AeAHRpano sabonseake) Tpa6ra He3abaBHO Ja C& OUSHAT 33 HATHYHE HA KETOAUNA032 WIH IAKTATHA
an|aosa.

Ouenkara Tpa6sa Aa BKIOYBA CEPYMHH €IEKTPOJIMTH H KETOHK, KPBEHA 3aXap ¥ ako ce Hanara pH Ha
KPBETa, HHBA Ha JIAKTAT, MMPYBaT H MET(OpMHAH. AKO ce MOABH aLMA03a B KOATO U 13 € (lopma,
negeHyeTo TpaGBa fia ce cnpe He3a0aBHO ¥ TPAOBA Na ce NPeANPHEMAT NOAXOAMINH TePANEBTHIHN
MEpPKH.

Hartpnii
To3n nexapcTBeH MPOAYKT CHABPAA NO-MaNKo oT 1 mmol narpuii (23 mg) Ha Tabnetka, T.e. MOXe Aa
€€ Kake, Y€ NPaKTHIECKH HE ChAbPKA HATPHIHA.

4.5 BsanmozgeiicTBRe ¢ APYTH NeKaPCTBEHH NPOAYKTH H APYTrH GOPMH Ha B3aHMoaeiicTene

EnHOBpeMEHHOTO MHOTOKPATHO NPHIATaHe Ha CHTATIHNTHH (50 mg ABa MbTH AHEBHO) H METHOPMHH
{1000 mg 1pa T=TH JHEBHO) HE € POMERMIO IHATHTENHO HapMAKOKMHETHKATA KAKTO Ha
CHTArJIHNTHH, TAKa H HA MeTQOPMHH NIPH NaLMEHTH ¢ 1uabet THI 2.

He ca mapbpmBanm npoyveanns 3a papMakoKHHETHIHH IeKapCTBEHH B3auMoneticTBuA ¢ Curaben
MerT; obave TakHBa NPOYYBaHMA ca IPOBEXKIAHH C OTASHHTE aKTHBHH BEIIECTBA, CHTATAHITTHH 1
MeThopMHAH.

He ce nrpenopryBa CHITBTCTRAIIA YIIOTPEDA

Ankoxon
ANKOX0/THaTA HHTOKCHKAIMA Ce CBHP3BA ¢ HOBUINEH PUCK OT IAKTATHA ALfRA034, 0COGEHO B CITyYaH Ha
ITMaayBaHe, HEMOXPAHBAHE WIH YE€PHOLPOGHA HEAOCTATLYHOCT.

Hoa-chaBpskanis KOHTPacTHH BELECTRA
IpuemsbT Ha CuTaben Met Tpabea 3axbHxHTENHO A CE TIPEYCTAHOBH B TIEPHOJA IIPETH
BpeM¢ Ha IpOLEAYPATa 3a o0pa3Ha AMarHoCTHKE H He Tpabba fa ce Bb300HOBABA A0 H
48 uaca ciesj ToBa, MPH ycaoBHe Ye GhOpeunaTa GpyHKUHA € OLIEHEHa OTHOBO H € YC
Ye € CTabriHa (Bk. Toukd 4.3 n 4.4).

KomGanaiun, n3KCKBamy npeanasHn MEpKH NpH yootpeba
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HSKOR NIEKapCTBEHH NMPOIYKTH MOTAT Ja Ce 0Tpas3aTt HeGuaronpusTHo Ha GeOpeunaTa PyHKIHA, KOSTO
MOXE /I3 YBENMYH DHCKA OT JaKTaTHA aupposa, Hanp. HCIIBC, BKmOUATENHO CEICKTHBHH
HHXHOHTOPH Ha HExnookcurenasa (COX) I, ACE unxuGuropu, anrdotensHH 11 penenropau
aHTarOHHMCTH ¥ AHypeTHiM, ocobeno OpuMkosd aumypetni. Ilpy 3anousaneTo WK ynotpebaTa Ha
TaKKBa NPOAYKTH B KoMOHHAUEA ¢ METOOPMHH € HeoOXOXHMO BHHMATENHO MPOCHCAABAHE HA
OnOpegnaTa QyHKIMA.

CesTCTRaMATA YnoTpeGa Ha TeKapcTBa, KOHTO NOBIHABAT OGIHTE TPAHCHOPTHH CHCTEMH B
6n0peanyre TyGynu, EKmOUeHA B (6HPeTHOTO eNHMEPaHe Ha MeTgopMuH (Banp. RHXROHTOPH Ha
OpraHHYHHA X2aTHOHEeH TpaHcnopTep-2 [OCT2)/MynrunekapcTBeHns H TOXCHH-SKCTPYIAPAIN NPOTCHH
[MATE], xaro panonasus, BaHAeTAHKG, JOTYTErpaBHp M LHMETHAMH), MOTAT Aa NOBYINAT
CHCTEMHATA EKCTIO3MIHA HAa MeT(OPMHH H 1a YBENHYAT PHCKA OT JAKTaTHA aupnoda. TpaGea na ce
OOMHCIIAT NOT3KTe H PHCKOBETE OT CHITLTCTRAmATA YnoTpeba. Tpabea na ce 0OMHCIH BHUMATEITHO
ApOCeN9BaHe HA INIHKEMMYHHA KOHTPOJI, NaNTHPAHE Ha J03aTa B PAMKHTE Ha NPEIOPERIHTEIHATA
AO3HPOBKA H IPOMEHH B JIEYEHHETO HA AnaleTa, KOraTo TAKHBa NEKApCTBEHH NPOAYKTH ¢ MpIIarar
€THOBPEMEHHO.

I'mrokoKopTHKOHIHTE {IPHIAraHy 10 CHCTEMEH H JIOKANeH ITbT) GeTa-2-aroOHHCTHTE H OMYpPEeTHLIHTE
HMAT XHNEPIIMKEMHEYHAO JeiicTre. [laupnenTuTe TpAdBa na ¢¢ HHPOPMHUPAT H NO-YECTO Aa H3MEPBAT
KbBHATA CH 3aXap, 0co0eHO B HAa9al0To HA JICUSHHETO ¢ TAKMEA ACKAPCTBEHH NPOXYKTH. AKO ¢
He0DX0OUMO, A03aTA HA IEKAPCTBEHHA NPOLYKT 32 TIHKEMHTIeH KOHTPON TpaGBa fa ce ananTHpaio
BpeMe Ha JICUCHHE ¢ RPYTHA JICKapCTBEH NPOAYKT H IPH HETOBOTO NMPEKPATABAHE.

ACE-HHXHOHTOpWTE MOTAT Aa IOHMAT HABATAa HA KPbBHATA 3axap. AXo e HeoOXomHMo, no3aTa Ha
JEeXapCTBERHA NPOXYKT 33 IHKEMIIEH KOHTPOX TpAOBa I3 ce aJanTHpa NO BPEME Ha JICYCHHETO C
JPYTHA NEKAPCTBEH MPOAYKT M NIPH HETOBOTO TIPEKpaTABAHE.

€KTH Ha JIPYTH JIEKapCTReHH NPOJYKTH BLPXY CHTAMTHITHY
In vitro g XIMBAYHKTE JAHHH ONHCAHH [10-A0MY NPEANCIATaT, 4€ PACKET OT KIMHHIHO 3HAUMMH
B3aHMOJICHCTBHA IPH €AHOBPEMEHHO NPHIOKEHHE C APYTH JIEKapCTBEHH NPOXYKTH € HACHK.

In vitro NpeyJYBaHHA IOKA3BAT, 9€ OCHOBHUA EH3HM OTTOBODEH 34 OMpaHHIeHHA MeTaboNH3IEM Ba
curarmanTrH € CYP3 A4, ¢ ysacte pa CYP2CS. [pu nanuenTn ¢ HopMaraa 660peqna Gy KA,
MeTalONH3MbT, BRINOYHTENHO K upes CYP3A4, arpae caMo Mayika poiia B KIHPBHCA HA CHTATIHIITHH.
Mera6onH3MbT MOXkE A3 HIPAE NO-BAXKHA POJIA GPH STNAMUHHAPAHETO HA CHTATIHITHH B YCIOBHA Ha
ocTpo GEOpedHO yBpekaaHe HAM TepMuHanHa 6n0peana HepoctateaHocT (ESRD). Tlopaan TasH
NPHIHHA € Bh3MOKHO MotHHA HHXHOKHTOpH Ha CYP3A4 (Hanp. KeTOKOHA30J1, HTPAKOHA3O,
PHTOHABMD, KHAPUTPOMHIIMH) A2 MPOMEHAT (FAPMAKOKHHETHKATA HA CHTATIHITHH APH NALMEHTH C
Texko OL6peuno yapexnane nnu ESRD. Edextate Ha Momumre CYP3A4 uHxuCHTOpH B YCNOBHA Ha
6uOpeuHo yBpekRaHe He Ca ONEHABAHH NPH KIHHHYHO NPOYYBaHe.

In vitro npoyuBanuy 3a TpaHCIOpPTa NOKA3BAT, Y€ CHTATIHATHH € cyOCTPAT Ha P-IIIMEONPOTEHHA H
TPAHCNOPTEPa HA OPraHHYHH aHHOHH-3 (OAT3). OAT3 MEeAHUPAHHAT TPAHCIIOPT Ha CHTATJIHIITHH CE
BHXHOHpA in vitro oT NpoGeRelMA, BENPEKH Y€ PHCKBT OT KIIMHHYHO 3HAYHMH B3auMofeHcTBHA ce
¢MATa 32 HECHK. EqHoBpeMeRHOTO npraoxeHne Ha OAT3 HEx#GHTOpH He € CLEHAEHO in vivo.

Luxnocnopun: IlposeneHo e Apoy9Bate 3a OlieHABaHE Ha eheKTa HA UHIOCTIOPHH, MOLICH
HHXPOHTOP Ha P-TTHKONPOTEHHA, BEPXY apMaKOKHHETHKATA Ha CHTANTHNTHH. ENHOBpEMEHHOTO
NpUACKEHHEe Ha ¢IHHAYHa Repopanta no3a 100 mg cHTaraknTHH H eABHHYHA EpopaIna 4033

600 mg upxnocniopuH noeAasa AUC i Cpey HA CHTANIAIITHH CHOTBETHO ¢ IIpHONM3nTENHO 29 % H
68 %. Tesn mpoMeHH BHB hapMaKOKHHETHKAT2 Ha CHTACNIHITTHH HE CE CMATAT 33 KIMHAHO 3Ha9BMH.
Bb0peaHuaT KIHPHHE HAa CHTAMTHITHH He € 3HaYMTENHO NpoMeneH. CneloBaTeMHo, He Ce OTaKBal
3HAYHMH B3aHMOZEICTBHA ¢ APYTH HEXHONMTOPH Ha p-TAHKOTIPOTEHHA.




€KTH Ha CHTATHNTHH Bb JIEKAPCTBEHH KTH

Huzoxcun: CATarMHNTHH HMa c1a6 edekT BLPXY MIA3MEHATa KOHLEHTpam|A Ha AMTokchH, Crex
npunaraxseto Ha 0,25 mg AMTroKCHH eHOBpeMeHHO ¢be 100 mg CHTArMHIITHH JHEBHO B NPOALIKEHHE
Ha 10 mam, mnasmMenara AUC Ha auroxcus Hapactsa cpelHo ¢ 11 %, a nna3sMeHaTa Cryx CPEHO C

18 %. He ce npenops9sa kOpHIHpane Ha J03aTa NHIOKCHH. B ChINOTO BpeMe, MALMEHTHTE ¢ PHCK OT
DHErOKCHHOBA TOKCHYHOCT TpAGBA Ja §b1aT IMpOCieI9BaHM 32 TAKABA, KOTATO CHTATJIHITHH H THTOKCHH
ce IIPUAraT eHOBPEMEHHO.

In vitro JanEATE NOKa3BAT, Ye CHTANTHNTHH HE NOTHCKA U He uEgyuapa CYP450 moenanmure. Ilpu
KAHHVYHH POYYBaHHA CHTATIHIITHH HEe NPOMEHS 3HAYHMO (apMakOKHHETHKATA HA METPOPMHEH,
rmulypai, CHMBACTaTHH, PO3HITIHTA30H, BapdapHH HITH NEPOPATHHE KOHTPALETHBN, AABATKY in vivo
JaHHH 33 MATKA BEPOATHOCT OT NPENU3BHKBAHE Ha B3aHMoeHCTENA ¢be cyGeTpaTn Ha CYP3A4,
CYP2C8, CYP2C9 i TpascniopTepH Ha oprauynd kaTHoru (QCT). CurarmmanTii Moxe aa Gble cnab
HHXHGHTOpP Ha P-TAHKONPOTEHHA in vivo,

4.6 ®@epTHAHTET, GPEeMEHROCT M KLpMEHE

BpeMenHocT
HsMa pocTaTe4HO JaHHK OT YNOTPeGaTa HA CHTArMIITHH MpH Gpementu xenu. IpoyaBanns npu
XHBOTHH TIOKA3BaT PENPOAYKTHEHA TOKCHIHOCT MPH BHCOKH A03H CHTATIMIITHH (BX. To9Ka 5.3).

OrpannieHHTe AaHHH IPeTIonarar, 4e ynotpebara Ha MeTGoOpMHH Npu GpeMEHHEH HE € CBBP3aH ¢
NOBHIIEH PHCK OT KOHTEHHTANHH MandopMaimi. [IpoydsaHuATa ¢ MeT)OPMUH IPH AKHBOTHH He
MOKA3BaT BPEAHH ¢heKTH BBB Bpb3Ka ¢ OpeMeHHOCTTA, eMOPHOHATHOTO M (EeTATHOTO PAsBHTHE,
PaXJaAETO WIH MOCTHATANHOTO passuTHe (BX. CHINO TOYKA 5.3).

CuraGen Mer He TpabBa 13 ce W3N0:13B4 0 BpeMe Ha GpeMeHHOCT. AKO MALMEHTKATa Heka Ja
3alpemMeHee HWIH ako HacThOu OpeMeHHOCT, ledenueTo TpA0Ba fa ce MpeKpPaTH H MALMEHTKATA 1a
{IpDEMHHE Ha ACYCHHE C HHCYNIHH BE3MOKHO Haﬁ-ckopo.

Ksxpmene

He ca nposexIaHH Ppoy4BAHNA NPA KEPMEIIM KEBOTHH ¢ KOMOHHHpaHMTE aKTHEHK BelICCTBA Ha
TO3H JEKaPCTBEH NpoayKT. IIpH MpoyuBaHuA OpOBEXIAHH C OTAETHHTE AKTHBHH BEIIECTBA H
CHTarTHITTHH, H MCT(OPMHH CE EKCKPETHPAT B MIIAKOTO Ha NaKTHpalH mwrexose. JIpy xopa
MeThOpMHH Ce eKCKPETHpA B KbPMaTa B MAJIKH KONHYecTEa. He e H3BecTHO Jani CHTATIHITHH ce
€KCKpeTHpa B KbpMara. CrefioBatento CutaGen Met He Tpa0OBa aa ¢e H3MON3RA NPH SKEHH, KOHTO
KppMaT {BK. ToUKa 4.3).

Gepruaprer
flannnTe OT NPOYYBAHMA NPH XKHBOTHH HE NPSANONATAT BIMAHHE BbPXY GepPTIIHTETA Ha MBXKH H

HKESHCKH ITBXORE MPH TPETHPAHE ChC CHTATIHNTHH. JIMIICBAT JAHHH TIPH X0pa.

4.7 EdexTH BbpXY cnocofinocTTa 32 Wiogupane 1 paGoTa ¢ MAMIMEH

CuraGen MeT He NOBIHARA WIH NOBIHARA MpeHeGpexkuMo cnocofHocTTa 32 modupane u pabora ¢
MamyHH. B chmoTo BpeMe npy modupane win paboTa ¢ MAUIKMEY, TpAOBS A3 e MM NPEABHA, J¢ OPH

CUTAITHIITHH Ca JOKNaJBaHH CIYYaH Ha 3aMaiiBaHe H CHbHIHBOCT.

Ocgen T0Ba, NanHeHTHTE TPA6BA Aa Ce NpeayNpekIaBaT 34 PHCKA 0T XHIOTIMKEMHS, KOTATO
Crraben Met ce H3nmon3ea B KoMOMHAUEA CbC CYNPOHUNYPEHHO IPONIBOAHO MK & HHCYIHH.

4.8 HexeJaHN JIEKADCTBEHH PEAKIHE

Pesiome na nia Ha 6e30nacHOCT

HsaMa mpoBefieHA TEPaneBTHYHY KIHHHIHY M3NMHTBAHHA ¢ KOMOHHAIAATA CHTATIIE
TablleTKH, HO OHOEKBHBANEHTHOCTTA HA KOMOMHAIMATA € A0KA3aHA IIPH &AHOBPEME!
TIPHAGKEHHE HA CHTATMHNTHH H MeTgopMuH (BX. Todka 5.2). Chobmapany ca cepHOHIS
PEAKIHH, BKIIOUMTENHO



TEAHKPEATHT M PEAKIHH HA CBPBXIYBCTBHTENHOCT. Cho0maBana ¢ XHIOrMHKeMHAs IPH koMOHHAIIAA

¢b¢ cyndoHunypeito nponsosano (13,8 %) u ¢ macymun (10,2 %).

CHTarnHImHH H MeThopMHEH

TaGnuven cnuchk Ha nexcenanume peaxyuu

HexenanuTe peakiuu ¢a n30GpoeHn no-Aomy ¢ npenoprusanaute oT MedDRA TepMHHH cniopes

CHCTEMO-OPranHa KiachpukaluHs 1 adcomoTHa yectora (Tabanua 1). Ilo 9ectora ce ONPERENAT KATO:
MHOTO YecTH (>1/10), gectnt (=>1/100 no <1/10), wewect (>1/1000 zo <1/100), peaxu (>1/10 000 ao
<1/1000), maOTO peaxu (<1/10 000) H ¢ HeM3BECTHA YeCTOTA (OT HATMMHHTE IAHHHA He MoXe A3 Obje

HanpaseHa OLIEHKa).

Tabanua 1: YecToTa Ha HedkeAHHTE PeaKlHH YCTAHOBEHH N0 BpeMe Ha nuanelbo-
KOHTPOVIHPAHH KJIHHEHYHMH POYYBAHUS ¢bC CHTAMTANTHH H MeTHOPMHH cAMOCTORTEHO H PR

ROCTMAPKETHHIOBHA ONHT

Hexenana peaxuna

HecTOTA HA HEKENAHATS PeaKuHs

HapyineHns Ha KPLBTA H IHMQAATA CHCTEMa

TPOMGOIMTOLCHHS Penxu
HapymieHua na HMYHHATA CHCTEMA

PeaKiH Ha CBPLXIYBCTBATECIHOCT, BKTKOYHTENHO C HEM3IBECTHA UECTOTA
aHapENaKTHYHM CHOHTIA""!

Hapynienus Ha merafioqnIMa B XpAHEHETO

xumorauxeMus f Yectu
HapymienHs HA HEPBHATS CHCTEMA

CBHHITHBOCT Hevectn

PecnupaTOpHH, rPLIHA H MeAHACTHHANHH
HAPYMIEHHSA

wHTcpeTMiansa Senoapobua Gonecr

C HeM3BECTHA HecToTa

CToMaIHHO-9PEBHH HAPYIEHHR

JHapHA Heuectn
rajicHe Yectn
$narynchnus HYeetn
3anek Heuectn
Golika B TOPRATa YacT HA KOpeMa Heuectu
NIOBPEINAHE Yectn

OCTBD MAHKpEaTHT -1+

C HeH3BECTHA HECTOTA

(araneH u HeaTANEH XCMOPArAYSH H HEKPOTHIHPATIE
maHkpearut !

C Hen3BECTHA ZeCTOTA

HapyiueHHS Ha KOXKATA B TOJKOAHATA ThKAH

npypuryc’ Heuectn

anrgogaem’t C HEM3IBECTHA 9ECTOTA
o6pus"* C HEH3BECTHA YECTOTa
yprHrapHs! C HeM3IBECTHA YeCTOTa

KOMeH BACKYIMT !

C HEH3BECTHA YE€CTOTA

ekcho THATHBEM KOXKHY 2200 XBAHKN, BKMOTHTENHO
CHHIpoM Ha Stevens-Johnson !

Gynosen nemduronn”

\,\\_\‘V‘I rawiisy )
C HenasecTHa qecn)f// % ) '_"*:6{:?0 \'1;3\
i L

C HeH3IBECTHA qe o /

g




Heaxcenana peaxiun YecTOTA HA HEMEJAHATE PeAKUHA

HapyuieHHa HA MYCKYJAHO-CKeICTHATR CHCTCMS H
CheHHHTETHATA ThKAH

aprpanrus’ C HEH3BECTHA TeCTOTa
Muanrua’ C HeM3BECTHA TECTOTA
6onka B KpafinuuuTe' C HEH3RECTHA 2ECTOTA
6onka B rbpoa’ C HEH3BECTHA YECTOTA
aprponatua’ C HeM3BECTHA M€CTOTa

Hapymeuns Ha 6LGpennTe H NHKOYHHTE MHTHINA

uapymena Gs0peuna dynkums C HeH3BECTHA MECTOTA
ocTpa GEOpeuna HEAOCTATEYHOCT C HEH3BECTHA 9€CTOTa
*HemenanuTe peakis ca HISHTHGAIMPAHH N0 RPEME HA IOCTMAPKETHHTOBOTO HAGMOASHHE.

Bukre Touka 4.4.

 BHTe rpoynsanemo 30 GE30TMICHOCM 10 OMNowenue va cepdesno-cbdosama cucmema TECOS no-nomy.

Onncande Ha H30paHK HeXeNAHH PEAKIIHH
HaxoH HeXeNaHH peaklHH ca HAGMIOAARAHK MO-YECTO MPH NPoYYBaHuA 3a koMOHHApana ynoTpeba na

CHTarTANTHAH ¥ MeT(HOPMHH ¢ APYrH aHTHAAADETHH JIEKAPCTREHH IPOAYKTH B CPABHEHHE C
NPOYYBAHHA HA CHTATJIHATHH H MET(HOPMHH CAMOCTOATENHO. Te BKMOUBAT XHIOITHKeMHUA (KaTeropHi
Ha 9ECTOTA ,,MEOr0 9eCTH” Che CYNpoRMmTYpeiHO NPOH3BOAHO KAH HHCYIHAH), 3aNeK (,9eCTH ChC
cyndormTypeiine nporssoaHo), nepudepen oTok (,,UecTA” ¢ MHOTIIHTA30H) M rIaBOGOIHE H CYXOTA B
ycrara (,HeuecTH” ¢ HHCYIIHH).

Cumaznunmun

IIpH poy9BaHAA BBPXY MOHOTEPANHNA Che cHTarnunTHH 100 mg BeTHBAK AREBHO CAMOCTOATENHO B
CpaBHEHHeE ¢ Tae6o cLobimenATe HexXENaHH PEaKiH ¢a IapofoHe, XHNOTIHKEMA, 3aI¢K 1
jamaiiBane,

Cpen Te3H NAUHEHTH HEKENAHATE ChOHTHA, CHOOIMABAHE HE3aBHCHMO OT NMPHIHHHO-CNENCTBEHA
BPEB3Ka ¢ IEKAPCTREHHA OPOIYKT, C YECTOTA Half-Manko 5 %, sKMouYBaT HHOEKIHH Ha TOpHATE
IMXaTENHH METHINA H HazodhapuHruT. Ocsel TOBA, ca ChOBIIEHH 0CTEOAPTPHT H GoNKa B KpaiHHIuTe,
¢ YecToTa HeuecTH (> 0,5 % no-BHCOKA cpe/l yIaCTHHLHTE, NOTYYHIH CHTATHITHHE, OTKCIKOTO Ta3H B
KOHTPONHATa Tpyna).

Memd¢popmun

CroMalHO-YpeBHH CHMIITOMHE ¢a ChOGIIAaBAHH MHOTO 9€CTO MpH KIHHHYHH IPOYYBAHHA H IPH
MOCTMAPKETHHIOBaTa ynoTpeba Ha MeTdopMuH. CTOMAITHO-9peBHHTE CHMITTOMH KaTe rajeHe,
MOBPBINAHE, JHApHA, G0MKa B KOpeMa H 3aryba Ha aneTHT C¢ OABABAT N0-9€CTO MPH 3aTN0vBaHe Ha
TIEYEHHETO H B MOBEYETO CIIydaH NPEMHEHABAT CIIOHTAHHO. JIOITBIIHATENHH HEXEIGHH PEaKIHH,
CBBp3aHH ¢ MeT(OPMHAH, BIUIIOUBAT METaNEH BKYC (J€CTH); IaKTATHA aM/03a, HAPYIEHAA HA
gepHOApoOHATA (PyHKIMSA, XSIATHT, YPTHKAPHA, epHTeMa H ceplexk (MHoOro penku). JwirocpodHoTo
NeueHue ¢ MeT(GOpPMIH ce CEBP3IBA ¢ HaMasiBaKe Ha abcopOuusTa Ha BTaMuA B12, koeTo MHOTO
PAAKO MOXE A3 QOBEJE AC KIHHHYHO 3HaunM AeduirnT Ha Butamud B12 (1.e. MeranofnacTHa
anemus). Kareropuute 1o 9ecToTa ¢ 0OCHOBABAT Ha HaNHYHaTa mH(opMauns B KpaTkara
XapaKTEePHCTHEA Ha MPOAYKTA HA MeTdopmul, oaobpena B EC.

IeanaTpuasa nomynams
B winnnyHn menaTeaHnag ¢ Catafen MeT npu neanaTpUdHy AUMEHTH CBC 3axapeH nuaber Toi 2 Ha

Bb3pacT ot 10 J0 17 roauAu npodWIsT Ha HEKENAHHTE PEAKLHH KATO ISUI0 € CPABHHM C TO3H,
HabmoaBan IpA Bh3pacTHH. [IpH neaUaTpHYHY NALMEHTH, KOWTO Ca HIIH HE Ca HA OCHOBHO JI€Y
HHCYAKH, CHTAITTHITTAH C€ CBBP3EA C MORMINEH PHCK OT XHTIONIHKEMHA.

IHpoyueane 3a Gesonacnocm no omuowenue na copdeyno-cedosama cucmema TECOS
H3nuTBaHETO, OLEHABAIO CEPAETHO-CLACBHTE PEYATATH IIPH NEUEHHE CBC CHTATH
Evaluating Cardiovascular Outcomes with Sitagliptin, TECOS), Bxmousa 7332 nanme
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ce¢ 100 mg curarnunTHRE aHeBHO (IUIH 50 mg AHEBHO, AKO KIXOAHHTE CTOHHOCTH Ha H3THCICHATA
CKOpOCT Ha romepynsa gunrpamus (€GFR) ca > 30 1 < 50 ml/mun/1,73 m?), u 7339 naupeHTy Ha
miauedo B intention-to-treat (ITT) momynanusTa. IpeTe Nederus ca aobaneHn Kem obHsaiiHATE
TPHXH CBITIACHO MECTHWTE CTAHAAPTH 32 HbA . M CbpAe4HO-CHLA0BY PHCKOBH daxTopd. O6mara
9eCTOTA HA CEPHOIHHUTE HekeNnaHd ChOHTHA IIPH MALMEHTH, 0Ny IABAlIH CHTAIHIITHH, € CXORHA ©
Ta3H NPH NaUHEHTHTE, NONYYaBamy mraueso,

B intention-to-treat nomyaumsATa cpea NAUMEHTHTE, KOHTO H3NON3BAT HHCYTHH WHITH
cynoHTypeiiHo MPOH3BOINO Ha H3XOAHO HHBO, YECTOTATA HA TEXKKA Xunornukemus ¢ 2,7 % npu
MALHEHTHTE, JCKYBAHH ChC CHTATTMNTHH H 2,5 % IpH nanueHTHATE HA MIANEGO; CPe ANMEHTHTE,
KOHTO HE H3NO0JI3BAT HACYTHHH/IIH CyNoHIWTY peliHO MPOW3BOAHO HA HIXOAHO HHBO, YECTOTATA Ha
TeXKa XHnormaxeMns € 1,0 % npH nanrenTure, TeKYBaHA CLC CHTATNKNTHH 1 0,7 % npH
NauMenTHTe Ha iateto. YecroTaTa Ha MOTEBLPACHH CHOMTHA, OTAABAHA HA IAHKpeaTHT, ¢ 0,3 % npu
TAIHEHTHTE, JCKYBAHK ChC CATArTUNTHH H 0,2 % npH nauiHeATHTe Ha mauefo.

Crofmapane Ha NOKO3NPAHH HEKeNAHA PEAKIHA

CrobmasaneTo Ha NOXOIMPAHH HEXKEIAHA PEaKIMH Clef PaspemiasaHe 3a ynorpeba Ha
JIEKApCTBEHMA NPOAYKT € BaxHO. ToBa NMO3BOIABA A3 NPOABIDKHE HAOMIOACHHETO HA CHOTHOIIEHHETO
N0N3a/pHCK 33 eKAPCTREHHT MPONYKT. OT MeAHIMHCKHTE CIEMANHCTH ¢ M3HCKBA Aa ¢bobmasar
BCAKA NOAO3HPANA HEXENAHA Peakmug Ipes:

H3Te/HTEHA areHIAA [0 JIeKapCTBaTa
vi. ,,Jlaman pyen* Ne§

1303Codus

Ten. +359 2 8503417

en. nomwa: bda@bda bg

yeficaiiT: www.bda.bg

4.9 TIlpeno3npane

Hp#s xoNTpOTRPaHR KTMRHYHA H3AHTBARAL CHC 3LPaBH YIaCTHHUH €€ NPHIAraT eZHOKPATHH 03K 10
800 mg curarsnnTHH. MunsManto yaskasase Ha QTc, KOETO He Ce CUHTA 3a KIIHHUIHO 3HAYHMO, ce
HabTionapa MpH eNHO OpoYYBaHe ¢ 1032 oT 800 mg curarnunTu. Hama ot ¢ no3u Han 800 mg npu
KAMHEHYHA npoydsatud. [Ipu npoyysanns $asa I ¢ MHOrOKpaTHO NpHNArane, HAMa CBBP3aHH € 103aTa
KIHHHYHH HEXEIaHH ICKAPCTREHH PeaKLHy, HAOMIOIaBAHM Py CHTATIHIITHH ¢ A03H Ao 600 mg
AHEBHO 33 NepHoAM 1o 10 xau 1 400 mg nHeBHO 3a MepHOAA A0 28 MHA.

TomsMo npenoskpane ¢ Mer$OpMHEH (HIIH ¢ IHOBPEMEHHO CHIIECTBYBAI PHCK OT JAKTATHA ALMM03)
MOXE A4 OOBEIE A0 NAKTaTHA AlIMR033, KOATO € CeHeH MeTHITNHCKY ciTydali 1 TpaORra 11a cé IeKyBa B
Gomnnna. Hali-eheKTHBHEAT METO 38 OTCTpaHABRARE HA NAKTATA U METGHOPMHUHA € XeMOANATIW3ATA.

IIp knMAAYHA NpoyyuBarus nprOIM3HTENHo 13,5 % OT Xo3aTa ce OTCTPARARA IPH NPOALDKABAIIA 3-
a0 4 aca nponeaypa no xemogaanisa. [Ipa npelieHxa 3a KTHAMYHA HEOGXONHMOCT MOXE Ja ¢e
NpEANPHREMIIO-IIPOAB/KHUTENHA THATH3A. He e B3BeCTHO JanH CHTATJIHOTHH e JHANTH3HPaA [IPH
NEPHTOHCANHA JHAIH3A,

B crygait na npepo3Hpane e NOAXOAAIO A2 ¢e MPEANPHEMAT 00HKHOBEHHTE NOLTbPAAMIH MEPKH,
KaTO OTCTP&HABAaHE Ha HeaGcopOHPaHMA MaTepHan OT CTOMAIIHO-YPeBHHA TPaKT, KIIMHHUHO
Habmoenue (BKIIOIHTENHO H ENEKTPOKIPAHOTPaMa) H TIPH Hy:K[a 3aN0TBAHE Ha OLIBPALI0
TeUeHHE.

5.  ®APMAKOJIOIHYHH CBOMCTBA

5.1 dapMakoAHHAMHYHH cBOHCTBA




HaManseaHe Ha kpneHara saxap, ATC xoa: A10BD07

CruraGen MeT kOMGHHNpa B2 aHTHXHNIEPTIIHKeMIYHH JEKAPCTECHA NPOAYKTA C A0NBABALY CE
MeXaHK3bMHAA JeficTBRe 33 noacOpABalEe Ha MNIHKEMWIHHA KOHTPOJ OPH MAUHEeHTH ¢ auabeT TN 2:
CHMTarJTHITHH XHAPOXJIOPHA, JHNENTHAWI NenTHasa 4 (DPP-4) mxutGurop 1 MeTdopMHHOB
XHAPOXNOPHA, NpeACTABMTEN Ha Kiiaca HA GUrBAHHIHHUTE,

CaTarnuoTil

Mexanuzwm na deiicmeue

CHTarninTHR XHAPOXIOPH/ € MEPOPATHO AKTHBEH, MOIIEH ¥ BHCOKOCE/IEKTHBEH HHXHOHTOD Ha
€H3AMA THNeNTAAHN nenThaaza 4 {DPP-4) sa nevenre Ha auaber THN 2. Huxuburopure pa DPP-4 ca
KJIac BEUIECTBA, KOMTO NelicTRAT KaTo eAXANCEePH Ha HEKpeTHH. Upes naxnOupane Ha emsuma DPP-4,
CHTArIMITTHH NOBUMIABA HHRATA Ha NBA H3BECTHH AKTHEHH HHKPETHH XOPMOHA, DIOKaroH-noAc6 s
nentua-1 (GLP-1) 1 roko3a-3asucuMBs HRCY THROTpoNeH noarnenTua (GIF). MekpeTHHuTe €4 yacT
OT eHIOTEHHA CHCTEMA, YHACTBAIIA BBB (PHRHONOTHIHATA DETYIALMA Ha [IIOKO3HATA XOMEOCTas3A.
Koraro koHIIEHTpanHiTe Ha KpbBHATA 3aXap Ca HOPMAITHK Wik nosumweny, GLP-1 u GIP 3acunsar
CHHTE3a H OCBOGOKOABAHETO HA WACY/IHH OT NaHKpeaTHYHKTe Gera-kreTka. Ocser ToBa, GLP-1
HaMa/iBa CEKPELMATA HA CMIOKAroH OT NaHKpeaTHIHHTE anda KIETKH, BOXEHKH J0 HAMAaNEHO
NPOH3BOACTEO Ha YepHOApoOHa rimoko3a. KoraTo HHBaTa Ha IMOKO3a B KPBHRTA €8 HHCKH,
OCBOGOXIABAHETO HA HHCYITHH He C€ CTHMYJIHPA U CEKPEIHATA HA TMOKarcH He ¢€ NOTHCKA.
CHTarnMnTyH € MOINEH H BHCOKO CeNeKTHBeH mEXubuTop Ha ensuma DPP-4 i He HExuOUpa CXORHHTE
no cTpykTypa enzuMu DPP-8 umm DPP-9 B TepaneBTHIHH KOHLUGHTpald), CHTArTHITHH ce
PaIMYaBa 00 XHMUUHA CTPYKTYPa H HapMaKoNorHdHo felicTeue oT awanosure Ha GLP-1, uHcynuH,
cyxdoHHTYPeliHO MPOH3BOAHO HAM METIHTHHUIH, GHIBAHKAHKH, ATONHCTH HA AKTHBHPaHHA OT
nepokcu3oM nponudeparopa rama-penentop (PPARY), anda-rnoko3Hgasnu HHXHOMTOPH H aHATO3H
HA AMMNHH,

Ilpu aBYAHEBHO NpOYYBAHE HA 31PAaBM YYACTHHIIH, CHTATTHITHH, TPHIOKEH CAMOCTOATEIHO,
nosuwasa akrusAara GLP-1 xonueHTpalMa, nokaTo MeT(hOpMHE NPHI0KEH CAMOCTOATENHO,
NIOBHINIABA aKTHBHATa ¥ o0mara GLP-1 KOHueHTpanHa B cxoaua creneH. EAHOBpeMeHHOTO MpHIAaraHe
H& CHTACIHITHH H MeT(hOPMHH HMa alMTHBEH eeKT BbPXY akTHBHaTa GLP-1 koHIeHTpamma.
CHTaranTaH, 3a pasnaka oT MeTHOPMHH, TOBAIMaRa akTupHaTa GIP KOHIEHTpaLMA.

Knunwuna euxacnocm u 6esonacnocm
Karo uano, CHTArmHITHE NoA06pABa IMUKEMHIHHA KOHTPOI, KOTATO C& H3II0I38a KATO CAMOCTOATETHO
A4 KoOMGMHHPaHO JIEYEHHE TIPA BB3PACTHH NAUMENTH ¢ auabet Tim 2.

TIpA KIHHHYAK H3NUTBAHHA, CHTARTMIITHH KATO MOHOTEpAIHA NoA00pARa IHKeMIIHES KOHTPO
Ypes 3HAYHTENHO HaMaJIEHHE Ha XeMornobun Ac (HbA ) w rioko3aTa Ha MagHO | Cliel XpaHeHe.
HamaneHHeTO Ha niasMeHaTa IMOKo3a Ha rnagHo (FPG) e nabmonasano Ha 3-Ta ceIMHIOA, THPBATa
BpeMEBa TOIKA, B KOATO € H3MepeHa FPG. Habnromaranata yecToTa Ha XANOTAMKEMHA OPH MALMEHTH,
JIeKYBaHH CbC CHTATIHNTHH € Mofo6Ha ¢ Tasd NpH mianedo. TelecHOTo TErNO HE ce ¢ YBeHIWI0
CIPAMO H3XOAHHMTE CTOMHOCTH [PH Ne4eHHe cbe cuTarmunTiH. Habmorasano e nonoOpeHse Ha
CYPOTATHHTE Mapkepy Ha OYHKIMOHHpAHE Ha GeTa-KJIeTkHTe, B Toba uncino HOMA-P (XoMeocTazeH
MOAen 32 OUeHKa-f3), CLOTHOWCHHETO Ha APOHHCYTHH KBM HHCY/IHH B IOKA32TENHTE 32 PeaKTHBHOCT
Ha GeTa-KIeTKHTE NPH TECTA 32 TONEPAHTHOCT IPH Y€CTO JaBaHE HA XpPaHa.

[Ipoy4paHns CbC CHTATITHITTHH B KOMOHHALMA ¢ MeTHOPMHN
IIpHr 24-ceAMETHC MAaLe00-KOHTPOTHPAHO KIMHHYHO NPOyYBaHe 33 OHEHKA Ha edHKacHoCTTa #
GesonacHOCTTa TpH noGapaAHe Ha cHTarnAnTal 100 mg BegHnk AHEBHO KbM CHIIECTBYBAIIO JCUYCHHES
¢ MeTHOPMHH, CHTAITHITHH OCUrYpABa 3HAYHTENHO NOJOOPEHHE HA IIHKEMHUUHHTE TapaMeTpu B
cpapheHHMe ¢ IwIanebo. IlpoManaTa cipaMo H3XOIHHTE CTOHHOCTH HA TEIECHOTO TETNO € I 10¢

Mpy 24-ceqMHYHO NNANE6O-KOHTPOIHPAHO GAKTOPATHO OPOYYBAHE HA HAYANHO J1 Jpek
CHTArTHITHE 50 mg ABa I'bTH AHEEHO B KOMGHHAIMS ¢ MeTdhopMuH (500 mg wim 1
AHEBHO) C& MOCTHra SHAYHTEIHO NOA00PEHHe Ha IHKEMIMHHATE APaAMETPH B CpaBlg
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mMoHoTepanus. HamaneHHeTe Ha TENECHOTO TENIo MPH KOMOMHANMATA CHTATIHITAH H MeT(OPMHH ¢
noAolHO HAa TOBA HAOMOAAEAHO NPy MeTHOPMHAH CAMOCTOSTENHO HIH Nane(o; HAMa OPOMAHA
CPAMO H3XOIHHTE CTOHHOCTH TIPH MANMEHTH Ha CATAITIMIITHH CAMOCTOSTENIHO. UecToTaTa Ha
XHIIOTJIAKEMHA € MoA00RA Cpel JIeKYBaHATE TPYIIA.

II BaHE ChC CHTATTHIITHH B KOMOHE ¢ MeT(lOpPMHH H cYIIOH HHO HIBOAHO
24-cenMiiRo NNaue6o-KOHTPOMHPAHO KIIMHWYHO NPOYIBaHe ¢ ITAHUPaHO A2 OneHH edHKacHOCTTa U
GesonacocTTa Ha cHTArTHNTHH (100 Mg BeAHEK AHEBHO) MpHGABEH KbM [IMMEMTHPHE
{caMocToATeTHO MK B KOMOHHAIMA ¢ MeThopMu). JI06aBaHeTO Ha CHTACMMNTHH KBM THMETHPHI H
METHOPMHAH, OCHTYPABA 3HAYHTEIHO NOACOPEHHE HA IMHKEMAYHHUTE NapameTpd. [TaunenTuTe,
NEeKyBaHH ChC¢ CHTAMIMIITHH KMAT cnafo NoBHINEHHE HA TenecHoTo Tero (+1,1 kg) B cpapseHne ¢
Te3H, NoIy9aBany manedo,

I BAHE Ch¢ CHTANMMITHH B KOMGH ¢ Merdopmun u PPARY aroanct

26-ceqMHIHO IUIaLEe60-KOHTPONHPAHO NPOYYBAHE € OpedHa3HAYEHO 13 OUCHH e)UKacCHOCTTA H
Oe30macHOCTTA Ha cHTarnAnTHH (100 mg BeHEBX AMEBHO), NobapeH KbM KOMOHHALMA Ha
MMOTrAATA30H # MeTdopMEH. JIoGaBAHETO HA CHTAITIMITHH KbM MHOCHTA30H B METGOPMHH,
OCHTYPHBa 3SHAYMTEAHH N0oOpEeHna Ha MINKeMHYHHTE NapameTpH. [IpoManaTa B TeIECHOTO TEMNO OT
H3X0IHO HHBO € MoZo0HA Ha TasM [pH MALMEHTH, NEKYBAHH ChC CHTACIHITTHH, B CPABHEHHE C
nnaue6o. HecToTara Ha XHIOINHKEMHA ChIO € NOAOOHA TP NALMEHTHTE, JIEKYBaHH ChC CHTArTHITHH
win nxauebo.

Ipoy9Bale¢ Ha CHTArIHNTHH B KOMOHHAIAS ¢ METHODMHH U HHCYIHH

24-ceamumzo MTalefo-KOHTPONMPAHO KIHHHYHO NIPOYIBaHe & NpeaHa3HaueHO /13 OLICHH
edexTHBHOCTT2 M GesonacHocTTa Ha cHTarnunTHH (100 mg BeAHBX JHEBHO) A0GaBEH KbM HHCYIIHH
(mpH cTabiisa no3a 3a Hali-Manko 10 ceamuuu) che Wil Ge3 merdopMun (Hait-Manko 1500 mg). [Ipn
TRALHEeHTH, NPUeMALH MPEJBaPATENHO CMECEH HHCYITHH, CpeAHaTa JHeBRa Ao3a € 70,9 U/xnesHo. Ilpu
NALMEHTH, IPHEMAIIH HE CMECEH NPEIBEPHTETHO (MeXTHHER/ NPOABILKHTEITHOACHCTRANT) HHCYIIHH,
CpelHATa IHEBHA A03a € 44,3 U/anesro. lanuute oT 73 % o1 nallHeHTHTe, KOHTO €3 IIPHEMATH
MeThoOpMHH, ca npeacTaBenn B TaGnuna 2, Jlo6asaneTo Ha CHTATNMNTHE KbM HHCYNIHH OCHTYDHBA
3HAYMTENHO NoAcOpente Ha IRKeMAYHHTe napaMeTpd. Hama 3HauMTETHA NPOMAHA B TENIECHOTO
TECNO OT H3XOXHOTO HHBO B ABETE IPYIIH.

TaGnuua 2: Pesynramh 33 HbA,. npH naaueGo-KoOHTPOIHPAHHE NPOYYBAHNE ¢ KOMOHHHpPaHO
JIe4eHHe €L¢ CHTATAANTHH K MeThopMua*

Cﬁpemm Cpeaua Koparnpada, copsmo
o CTOHHOCTH NPOMAHA cpsMo | Itane6o, cpeaHa NPoMAHA Ha
poydyBaHe HA H3IXO0AHO M3X0IHO HHBO HbA;, (%)
R HbA., (%) (95 % CI)
Curarnunmua 100 mg
BEAHWK IHEBHO, N00aBeH 0,7
KbM (OHOBA Tepamus ¢ 8,0 -0,7" -0 3’ 0,5)
MeTHOpMHH' S
{N=453)
Cwurarnanmas 100 mg
BEIHBXK QHEBHO, J00aBeH
KbM OHOBA Tepanys ¢
IHMENMPHS + 8,3 06!
merhopMuy’
(N=115)
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Crararnunran 100 mg
BEIHEK NHEBHO, NobaseH
KBM (JOHOBA TEpANHA ¢ 8.8 -1,2* -0,7H
TTHOTJIMTAa%0H + (-1,0,-0,5)
MethopMun’
(N=152)

CurarminTas 100 mg
BEIHEX JHEBHO, 100aBeH -0,58%

KbM (JOHOBA TEpAIHA ¢ 8,7 -0,7% (-0,7,-04)
HHCYNYH + MeTdhopMun’

(N=223)

Havanno neuenne (apa
IIETH AHEBHO) 1.6M
cyraraanTHH 50 mg + 38 -14t 1 8’ 113)
meThopmuH 500 mg e
(N=183)

Hauanno neuenue (asa
OBTH HEBHO) 24t
cHTarArITHH 50 mg + 88 -1,9¢ 2 3’ -1,8)
Metdopmun 1000 mg e
{N=178)

* [lonynanuaTa 0T BCHIKH NEKYBANH NAIHEHTH (intention-to-treat AHANHY),

¥ Hafi-manxare cpeTHA KBAZpaTH ¢4 KOPETHPAHH CIPAMO CTATYCA IPH IPEXOTHOTO ACUCHAE 33 IIHKEMIMSH KOHTPON

H CTOHHOCTTA HA H3K0IHO HHBO.

#p<0.001 B cpasucHye ¢ Tane60 WK MnaueSo + KOMGHHAPAHO ETEHHe.

‘HbAc (%) ma 24-1a cenMunz

THbA): (%) na 26-Ta cenmnua

% Haif-MaiKeTe cpeH KBAZDATH C3 KOPHTHPAHH 33 YIOTpeDaTa Ha HHCYTHH UpH BhzaTa 1 (IpeABapaIenHo CMECeH CpeImy
HECMECSH NPSABAPHTEIHO [MekIRASH AH IO IbIBRHTETHOACHCTBAI]) M H3X01Ha CTOHHOCT.

IIpu 52-ceAMMUHO NPOyHBaHe, CPABHABAILO e)HKACHOCTTA M GE30MacHOCTTA IpH No0aBsAHE Ha
cHrarninTir 100 mg pexaex AHeBHO WM riumEana (cyNdonanypeiino NPORIBOAHC) NPH NAMEHTH
€ HEAOCTATLUCH IIMKEMHEH KOHTPON NpH MOHOTEpArMA ¢ MeT(OPMHH, CHTATTIHITHH ¢ Nnofoben na
TNMITHEH] NpH NoHWkaBaHeTo Ha HbA . (-0,7 % cpeaHa mpoMsHa cIIPAMO H3XOAHHTE CTOHHOCTH Mpe3
ceAMHIa 52, cbe cpenna croinocT Ha HbA ;. oT npubmsutento 7,5 % B aete rpymu). CpeHata
A03a TNHNA3A] H3N0I3IBAHA B IPYNATa 3a cpaBHenye e 10 mg anepHO KaTo pH6AusHTeAHO 40 % OT
NAIMCHTHTS C& HYAKJAAT OT 1034 [IIMNKN3KA < 5 mg/IHeBHO N0 BpeMe HA MpoyusaHeto. Obaue, mopede
NAUKEATH OT IPYTIATA Ha CHTANIMOTHE €3 NPeKbhCHAIH NIOPaaH JMca Ha ¢PHKacHOCT, OTKOIKOTO B
TpymaTa Ha TIHAH3KA, [1aliHeHTHTE NEKYBaHH ChC CHTATIIHIITHH HOKA3BAT 3HAYHTEHO CPERHO
NOHIDKERHE COPAMO HIXOAHHUTE CTORHOCTH Ha TeRecHoTo Terio (-1,5 kg) B cparHeHRe CBC
3HAMHTEHO NOXAYBaRE Ha TEITIOTO NPH NALMEHTH Nomygarany rmammHa (+1,1 kg). B Tosa
TPOY'BaHE, OTHOMEHHETO IPOHHCYTHH KBM HHCYNKH, MapKep 3a e)eKTHBHOCTTA HA HHCYJIMHOBHA
CHHTE3 H 0CBO0OKAaBaHE, Ce rlonoﬁpa}sa ChC CHTACJIHNOTHH H C€ BIOINABA HPH NeYeHHE ¢ ITHITH3HA.
YecToTaTa Ha XHIOTTIHKEMHA B FPYNATa HA CHTArAMOTHH (4,9 %) e 3HAYHTEIHO N0-HHCKA OT Ta3H B
rpymnata Ha ranasun (32,0 %).

24-ceMHUYHO TWTALE60-KOHTPONHPAHO KIHHHYHO MPOYIBaHe, BKAIOUBAMIO 660 NalMeHTH ¢
OpeAHa3HAYEHO fa OlleHH e)HKacHOCTTa BOJEMA 10 HAMANIABAHE Ha HHCYNHHOBHTE TO3H H
OezonacHocTTa Ha cHTarnunTHA (100 mg BeAHEX AHEBHO), KOTaTO € NPHGABEH KbM HHCYJIHH IIApKHH
cre WiH Oe3 MergopmuH (more 1 500 mg) no BpeMe HA HHTEH3HHUNPAHETO HA HHCYTHHOBATA
Tepanus. [Ipn namkenTy, npreMawy MeTGOPMMH, H3XoAHATa cTolHOCT HAa HbA . € 8,70 % 1
HayanHaTa nos3a HHcyndH e 37 [U/arepro. ITauMeHTHTE ca HHCTPYKTHPaHH 12 THTPHPAT TAXHATA A03a
HHECY/MMH CAPKHH B3 OCHOBE HA CTOUHOCTHTE HA KPBBHATA 38Xap Ha IMIaAHO, H3MEPEHH UPe3 KPbBEH
TecT ¢ yOoxaane Ha npecta. [Ipy naumesrute, npHeMamy MeTGopMiH, Ha 24-Ta ceaM
YBEIHYABAHETO HA AHEePHaTa 4033 HHCYNHH e 19 IU/nHeBHO nmpH NALHEHTH, NCKyBaHH
curarmunTud ¥ 24 IU/grerro nipx naunenTH Ha wiauebo. Mommkapareto Ha HbA
NEKyBaHH ChC CHTArTHITHH, MeTGOPMHH M HHCYTHH € -1,35 % B cpasHeHHE ¢ -0,90
AckyBaHH ¢ WialeHo, MeTdopMHH H HECYNHH, pasiaka ot -0,45 % [95 % CI: -0,62;
Ha xumornukeMus € 24,9 % npH naiueHTH, JIeKyBaHH ChC CHTANIHITHH, MeTdhop:

14



37,8 % npH nauMenTH, NeKyBaHH ¢ Ianedo, MerhopMuH 1 HHCYIKH, Pasnukara ce Ib/MHKA OCHOBHO
Ha TIO-BHCOKMA NPOIEHT NALMEHTH B IPYNAaTa Ha maaLnedo, H3NHTAIA 3 MM NOBeYe eMA30a Ha
xunormukeMus (9,1 cnpamo 19,8 %). Hama pasivka B 4ecTOTAaTa HA TeKKA XHIOTTHKEMHS,

Merdopmun

Mexanuzvm na deiicmsue

MetdopMHR ¢ GHIrBaHHINE ¢ AHTHXHNIEPrIMKEMHAYEH ediekT, MOHMKABALL KakTo GasanHara, Taka H
Ia3MEHATA MI0K03a cliell XpaHeHe. Tofi He cTHMYNMpa KHCYTHHOBATA CEKpeUMA H CISAOBATENHO He
TIPEAN3BHES XHHOT/IHKEMHA.

MetdopMHH MOXe aa ZelicTBa N0 TPH MEXAHHIMA:

- 9pe3 HaMAABaKe NPONYKIMATA HA YepHOAPOOHa INMoK03a Tpe3 HHXHOHpaHe Ha
IIIOKOHEOTeHe3aTa U MMKOreHOH3aTa,

- B MYCKYJINTE, Upe3 YMEPEHO MOBHINARAHE HA HHCYIMHOBATA TyBCTBHTENHOCT, MonoOpApaiiky
nepiepHOTO NOSMANE K YCBOSBAHE HA [JIOKO33;

- gpes 3a6apaHe Ha aGcopOaTa Ha IHOK03a B THHKHTE 9EpRa.

Merdopmun cTHMyTHpA BTPEKNETEIHHS CHHTES HA TTIHKOIeH 4pe3 Bb3aeHCTBHE BHpXY [HKOreH
CHHTeTa3aTa. MeThopMHH NOBHIIABA TPAHCIOPTHUA KaNAUMTET HA ClieMHIHY THIIOBE MeMOpanuy
TpaHCcmopTepH Ha rmiokesata (GLUT-1 u GLUT-4).

Knunyuna epuracnocm u bezonacrocm

[Ipu xopara, HE3aBHCHMO OT AEHCTBAETO CH BBLPXY MMMKEMHATA, METGOPMHH HMA GIArONpPUATHH
eeXTH BbPXY JHIHAHHA MeTaGonusbM. TOBa ce AOKA3Ba PH TEPANEBTHIHY KOHIEHTPALMH B
KOHTPOIHPAHH KIHHHIHH NPOYYBAHHA ChC CPEIHA MPOALILKHTENHOCT W ABIrOCPOYHH KNHHUMHA
Npoy4BaHHA: MeThopMHHE HaManAea o0MAA Xxonectepon, LDLc ¥ HHRaTA HA TPHITHLICPHORTE.

IIpocnexTuBHOTO pangoMusnpano (UKPDS) npoyusaHe € YCTAHOBAMIO ABINOCPOYHATA [ON3A OT
HHTECH3HBHHA KOHTPON HA KPbBHATA 3aXap NtpH ZEabeT Tl 2. AHANHIET HAa pe3yNITATHTE TIPH
TIAOHEHTHTE ¢ HAAHOPMEHC TETTIO, JIEKYBaHH ¢ MeTOPMHH Cllell HEYCReX ¢ AHETa CaMOCTOATEHO
MOKA3BAT:
- 3HAYUTETHO HAMANICHE Ha a(COMOTHAA PHCK HAa CBEP3aHHTE ¢ AnabeTa YCNoKHEHHT B rpynaTa
Ha meTdopmuH (29,8 chGuTHa/ 1000 NALHEHTOTOAMHH) CIIPAMO AHETA CAMOCTOATENHO
(43,3 cb6mrus/1000 naupenToronunu), p=0,0023 1 cnpaMo rpynuTe Ha KOMOHHALMA CBC
cyathOHHTYPEeHHO NPOUIBOLHO H MOHOTEPANHS ¢ HHcyauH (40,1 cr6urny/1 000
nMauHeHToronuun), p=0,0034
- 3HATHTENHO HAMAJICHHE Ha a0COMOTHIA PHCK OT CBBp3aHATA ¢ AHa0eT CMBEPTHOCT: MeThopMuH
7,5 cp0uTHA/ 1000 TaUMERTOrOXHNN, THETA CAMOCTOATENHO
12,7 cu6utHa/1000 nanuenroroavuy, p=0,017
- 3HAYATEIHO HaMajeHHe Ha a0COMIOTHIA PHCK 0T 06INATa CMBPTHOCT: METHOPMHH
13,5 cb0uTHA/1000 NAINEHTOTOANHH CIIPAMO AHETA CAMOCTORTEIHO
20,6 cp0uTHA/1000 naunerToromnHy, (p=0,011) K cripaMo rpymETe KOMOHHUpaHa
CYIGOHUTYpeifHO NPOH3BOAHO H MOHOTEpANHA ¢ HACYAHH 18,9 cuburua/l 000
naunerToroguam (p=0,021)
- SHAUHTENHO HAMAIEHHE Ha aGCOMOTHHA PHCK OT MHOKapIeH HuapxT: MeThopMHH
11 cx6aTHA/1000 NAUHEKETOrOAMHN, THETA CAMOCTOATENHO
18 enbuTia/1000 namuenToroanny, (p=0,01).

TECOS e pannomusupano npoyupane nipy 14 671 naurenTH B intention-to-treat NOMyJaNHATA C
HbA:. > 6,5 no 8,0 %, ¢ ycTaHOBEHO CHPIEYHO-CHLAORO 3a60NABAHE, KOMTO MOAYIasaT CHTATMHIITHE
(7 332) 100 mg aneBHo (1M 50 mg AHEBHO, ako A3XOAHHTE cTolHOcTH Ha eGFR ca> 30

< 50 ml/Mun/1,73 m%) wiu nnaue6o (7 339), nobasenn kbM OGHUANHMTE IPHXKH CHIIACHO MECTHHTE
crannapr 3a HbA,. u chpreano-cpa0BH prckosH daktopu. [TammenTy ¢ éGFR < 30 ml/Mu
HE ¢a BKIIOUCHH B ApoyuBaHeTo. HicnensanaTa nonyaanua BKnodsa 2004 nalmenT Ha
275 roaunn 1 3 324 naunerTh ¢ 66peuHo yppexaane (eGFR < 60 mi/mun/1,73 m?).

Ilo Bpeme Ha NIpeyuBaHeTO, 00mATa H3THCACHA CpefHa pasnuka (SD) B crofisocTHTe
rpyfuTe Ha CHTarnunTHA B wianedo e 0,29 % (0,01), 95 % CI (-0,32, -0,27); p < 0,001
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H'prH‘IHaTa xpaﬁna TOYKA 10 OTHOLICHHE HA CHPIACYHO-CHAOBATA CHCTEMA € ChCTABHA OT ITbpBATA
N0ABA HA CHPAETHO-CHAOBA CMBPT, HeaTanen MHOKApAeH HH(pApKT, HedaTaneH HHCYNT HIH
XOCIMTATH3a1HA NOPaaH HecTabiiHa creHokapayd. BropuuHuTe KpaliHK TOYKH N0 OTHOMEHHE Ha
CHPECHHO-CHAGBATE CHCTEM3 BEMIOYRAT HepBarTa noAsa Ha C‘Bp}.!&'lHO—O’b,HOBa CMEDT, He(baTa.ueH
MHOKapneH HH(apKT Hid HedaTaleH HHCYIIT, MHPBATA TOABA Ha HHAHBHAYAIHHTE KOMIIOHSHTH Ha
TLPBKUHATA CBHCTABHA; 00IMa CMBPTHOCT H XOCNHTANH3ALAN NOpaIH 3acToHA chpAeTHA
HEAOCTATBIHOCT.

Cnen npocneaspane ¢ MEIHAHa Ha POXBIDKATENHOCT OT 3 rOAMHM, CHTAITIHITHH HE MOBKINABA PHCKA
OT TOJIEMH HEXCIAHH CHPACYHO-CHI0BH CHOMTHA KWIH PHCKA OT XOCIMTANH3AIMA Opaay ChpAeTHA
HEIOCTATHIHOCT, KOTaTo Ce aobass kbM ofHualiHuTe IpIbkp NpH NAUHEHTH ¢ AEabeT THN 2 B
cpaBHeHue ¢ ofalinate rpioku Ges curarmunTil (Tabnmuua 3).

Ta6nuua 3: YecToTn Ha KOMGHHHPAMH CLPAEYHO-CHLAOBH Pe3YJITATH H HA KJIIOYOBH BTOPHYHH
Pe3VATATH

CuTarnanTan 100 mg ILaanebo
YeeroTa YecToTa
Ha na
100 nana 100 nauy | KoedumileHT ma P
CHTOroAH CHTOTOAH pHCKA cToliReC
N (%) Hu* N (%) He * 95% CI) T
Ananns B Intention-to-Treat nomyrsnaaTa
Bpoit panuenTn 7332 7339
TIopeA%Aa chCTABHA Kpaiina
TOUKA
(CupacaHO-ChAOBA CMBPT,
nedaranen Maokapaen madapkT,
Hedaranen mHcyIT HIH
XOCHHTAIH3AMEA, IOPATH
BeCTabUITHA CTEHOKAP/THA) 839(11.4) 4,1 851 (11,6) 4,2 0,98 (0,85-1,08) <0,001
Bropauma cnecTapna Kpaiina
TO4KA
(CopoeyRo-CHA0BA CMBPT,
HedaraneH MHOKapacH MHGApKT
HITH BedaTancH HHCYNT) 745 (10,2) 36 746 (10,2) 36 0,99 (0,89-1,10) | <0,001
Bropuuen pesyarar
Cepacuao-CBA0BA CMBPT
380(5,2) 1.7 366 (5,0) 1,7 1,03(089-1,19) | 0711
Beaxakep BHE MHOKapIeH
uadapkr (baranc n Heparanen) {300 (4,1) 14 316 (4,3) 1,5 095 (0,81-1,11) | 0487
BeAKAKER BRI MHCYIT (aTanen
H HedaTaneh) 178 (2,4) 0.8 183 (2,5) 09 0,97(0,79-1,19) | 0,760
XOCNHTANH3ANHA NOPATH
HecTabiIHa CTeHokap A 16(16) | 05 12008 | 06 | 090070116 AT
C wana 10
MLPT OPAAH BCAKAKBA é‘, e &
OpuaIHHa 547 (7.5) 2,5 537(7,3) 2,5 1,01 (0.90:A, 1% P
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CurarnnnTan 100 mg Maanebo
Hectoma Hectora
Ha HS
100 naun 100 naun | Koepaument ua p-
CHTOTOAM CHTOTOTR pHCKA cToiHOC
N(%) ant N (%) e * {95% CI) »

XocrnaTany3amad, nopags
CEPISTHA HESOCTATLTHOCT! 280, | 11 | 29060 11 1,00 (0,83-1,20) | 0,983

* YecroTara pa 100 naimeHToro (HAH € A3TECACHA Kato 100 x (o6imms Gpoil namuenTs ¢ > 1 cpfamae N0 BpeMe Ha
AOHYCTHMHA NEPHOT HA EKCIIOIAIEA COpAMO 00IMA Gpoit NAITHEHTOTOMHAH HA TPOCICIABANE).

* Bsa octopa Ha Mogen Ha Cox, CTparHQHIMPaH N0 perHoH. 3a CECTABHHTE KpaliAA TOYKH, P-cTONHOCTHTE CROTBETCTBAT HA
TECT 38 HEHHPEPHOPHOCT, THPCCIT A8 IOKAKE, 3¢ KoChHIRCHTLT HA PHCKE € MO-MANEK 0T 1,3. 38 BCHIKY ADYTH KpAHuY
TOYKH P-CTOHHOCTHTE CHOTBETCTBAT HA TECT 38 PAYIHKHTE B KOGOHIMEHT HA PACKA.

! AHATHFET Ha XOCHHTATH?AIHATA OOPANH ChPASYHA HEJOCTATPYHOCT € KOPHIHPAH 33 AHAMHE?A 34 ChPICTHA

HEQOCTATEYHOCT HA H3IXOXHO HHEO.

IleapaTpiana moMyNaHy
Egponefickara areHUMs Mo JeKapcTBaTa 0cB0GOKIABA OT 3aBJDKEHHETO 33 NPEAOCTABAHE Ha

pesyATaTHTe OT MPOYUB3HMATA ChC CHTATTMITTHH-MET()OPMHH TalNeTKH BBE BCHIKH HOATPYTH Ha
NieAHATPUYHATA NONYIALKA Che 3axapen anafer Tan 2 (Bx. Touka 4.2 3a HHpopmauus 0THOCHO ynoTpeba
B TI¢[IHATPAATA).

BezonacuoctTa 1 edHKacHOCTTa NpH Jo0asAHe Ha CHTATIHITTHH TIPH N¢HATPHYHH TAHEHTH Ha
sB3pact ot 10 no 17 roauun ¢ anaber THI 2 1 HEANEKBATEH [TMKEMHYEH KOHTPON Ha MeTHOPMHH, Che
HIH 0€3 HHCYJHH, C& OLICHEHH B ABE TIPOYIBAHKA 32 NEPHOA ot 54 cemmuim, JobaBaHETO Ha
CHTATTHOTHH (IPHIONEH KATO CHTAMMHIITHH-+MeTGOPMIH HIK CHTATTHITHH+METGOPMHH €
yAsIDKeHo ocBoboxaasane (XR)) e cpasHeHo ¢ AobasaieTo Ha mianeto kb MeTdOPMHEH HAK
Merdopmun XR.

Makap ¥ aa ¢¢ JeMOHCTPHPA NPEBbIXOACTEC N0 OTHOIEHHe NoHkasaneTo Ha HbA . 3a
CHTarAnTHH+MeTdhOpMHuR/ cararnunTHE+MeTGopmut XR vaa MerdopMuH Ha ceamuna 20 npn
cOOpHIA aHAIN3 OT TE3H JABE NPOYYBAHHA, PE3y.ITATHTE OT OTAECHHHTE OPOYMBAHHNA €A HECHEMECTHMH.
OcBeH ToBa, He ce HAOMOABA NO-BUCOKA €(PMKACHOCT HA CHTATIIANTAHHMETHOPMHH/
cararnunTak-tMerdopmad XR B cpasneHue ¢ MeT(GOPMHH Ha ceaMuna 54. Cregoeatenno, Curaben
Mer He 1paiBa Aa ce H3NON3Ba NPH NEAMATPHUHM NAIMEHTH Ha BB3PACT OT 10 o 17 roaHAH nopaaH
HEJOCTAThYIHA eHRACHOCT (BXK. TOUKA 4.2 32 uH(POpMALIAA 0THOCHO YNoTpela B meAHaTPHATA).

52 ®apmMakOKHHETHIHH CBOHCTBa

Curaben Mer

IlpoyysanuaTa 3a  GHOGKBHMBAJIEHTHOCT TPH  3OpAaBH  YYaCTHHMIIM  nOKa3gar,  49¢
CHTArIHNTHA/MeTGOPMHHOE XHIPOXTOPAA) KoMOGHMHMpaHu TabneTknm ca OGHOEKBHBANEHTHM HA
€IHOBPEMECHHOTO TIPHIOXEHHE HA CHTAMHNTHH XHIPOXIOpHI M METGOPMBHOB XHAPOXJIOPHA KaTo
OTHAEHH TAOIETKH.

CrienHnTE JaHHM NOKa3Bar PapMaKOKHHETHYHHTE ¢BOHCTBA Ha OTACTHATE AKTHEHH BEIISCTSA HA
Curaben Mert.

CHIarIMNTHH
Abcopbyus

Cnen nepopanHo NpHICKeHHS HA 303 100 mg Ha 3ApaBM y4acTHAIM, CHTArTHITHE GLp
abcopbupa, ¢ JOCTHraHe HAa MMKOBH ILTA3MEHN KOHICHTpamuH (MeaHaHa Tuw..) 1 10 4 7.
NpUACcKenreTo, cpeaHa mnasMena AUC Ha curarmunTul 8,52 pMehr, Cha 950 nM. 4
6GHOHANMTHOCT Ha CHTATTUNTHH ¢ NpUGAH3uTeNnHO 87 %, Thil KaTo MpHEMaHeTO HA (N
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¢JHOBPeMEHHO ¢ OoraTa Ha Ma3HHHH XpaHa He NIORRAABA $apMaKOKUHETHEATA, CHTATNHNTHH MOXe 13
ce MpHTIara Che Kk He3 XpaHa.

Inaszmenara AUC ga cHTATIENTHE ce TTOBMINABA TI0 JO33 NPONOpIHOoHaneH HadyH. Jlosa-
NPOTICPLHOHAIHOCT HE € YCTAHOBEHA 33 Crax ¥ Czausca {Crnax C€ TOBAIIARA NIOBEYE OT NO33-
NPONOPLHOHATHO, 8 Cr4uaca C€ YBENTHUABE NO-MANKO OT 4032-TIPONOPLMOHANHO).

Pasnpedenenue

Cpenanar ofeM Ha pasnpeaeneHue B CTAIHMOHAPHO CHCTOAHNE Clie] SIHOKPATHA HHTPARCHO3HO
NpHIokera A03a 0T 10{ mg cATarnHITAH Ha 3ApaBH y9acTHALM € npabuanTenHo 198 nuTpa.
DpakiHATa CHTATTUNTAH 00pPaTHMO CBBP3ata ¢ MNa3MEeHHTE NPOTEHHH ¢ HHcKa (38 %).

Buompanciopmayun
CHTAarnHOTHH C€ ENTHMKEHMPA OCHOBHO HETIPOMEHEH ¢ YPHHATA, 3 META0O/H3MbBT € BTOPOCTENIEHEH
s T. [IpaGmazatenno 79 % OT cHTArMNTHH ce eKCKpeTHpa HEMpOMEHed B YPHHATA.

Cnen nepopanta joza [“Clcurarnanman, TpuéaasATenHo 16 % OT panMoaKTHBHOCTTA C¢ eKCKpeTHpa
Karo MeTabOnHTH Ha cHTarnunTuH. Ha HEBO ciemm ca ycraHoBeHM WIecT MeTabollATa, KOMTO He ce
09aKBa A2 AOTIPHHACAT 3a IUIasMeHara DPP-4 HHXHORTOpHA aKTHBHOCT Ha CUTANIHNTHH. IR vitro
OPOYIBAHHATA TIOKA3BAT, U€ OCHOBHUAT €H3MM, OTFOBOPEH 32 OTpaHHYeHHA METabOIHYBM Ha
curarnunTud € CYP3 A4, ¢ ysacrrero 1 Ha CYP2CS.

In vitro nanHATe NOKAIBAT, 9€ CHTANTMNTHH Be € HHxuOUTOp Ha CYP m3oensnMaTe CYP3A4, 2C8,
2CS, 2D6, 1A2, 2C19 unu 2B6, 1 He £ nuaykrop Ha CYP3A4 u CYP1A2,

Enumunupane

Crien npunoxeHue Ha nepopansa no3a [“ClcHTarTMITHH Ha 3APABH Y9aCTHHIM, IPAGIHIHTENHO
100 % ot nprnokenHaTa paMOAKTHBHOCT ce enuMKHMpa ¢ dexammute (13 %) v ypunata (87 %) no
eAHA CeIMHLA CNES NPUIOKEHKETO Ha 203aTa. [IpUBHAHMAT KpaeH t1z ciied 100 mg nepopanHa no3a
CHTArTTHITHH € MpronEsaTeHo 12,4 yaca. CHTarNMNTHH Ce HATPYNBA CAMO MHHHMAITHO IPH
MHOTOKPaTHO Nphiuarane. beOpeunyar WIHpsHC € npubansutennao 350 m)/Mug.

EnAMUBMpaneTo Ha CHTATIHOTHH CTARA OCHOBHO Upe3 OhOpeTHa KCKpelHa H BKIOUBA aKTHBHA
TyOymHa cexpera. CHTarTTMITHH € Cy6CTPaT Ha YOBEINKH OPraHHYeH aHHOHEH TpaHCmopTep -3
(hOAT-3), koiiTo Moxe 61 yyacTsa B GE0peUHOTO eNMMEHVpAHE HA CHTATIMNTHH. KIHHHIHOTO
saagenne Ha hOAT-3 B TpaHCROPTA HA CHTATTHIITHH HE € YCTAHOBEHO, CHTATIHITTHH ¢ cyOCTpaT H Ha
P-TIHKOTIPOTEHH, KOHTO MOKe OH y9acTBa H B MeIHHpareTo Ha OhOpedroTO €THMHHHpaHE Ha
CHTarNHOTHH. B chinoTo BpeMe HMIJIOCTIOPEH, ¢JAH P-TIHKONPOTEHH HHXAOHMTOD, He HAMAlABa
61.0peynns KIMPBHC Ha cATarinTEE. CHTarmuTHH He e cy6erpar sa OCT2 win OAT1 win PEPT1/2
TPaHCIOpPTEPHTE. In vitre cuTarmmnTaH He notacka OAT3 (IC50=160 yM) win p-ruwxonpoTenHa (10
250 pM) MenHpaRKs TPARCIOPT B T€PANERTHIHO PeNeBaHTHH NTasMend konueHTpawmy. [Ipn
KIWHHYHO NPOYYBAHE CHTATTIMITTHH HMa MATEK eeKT BBpXY IMA3MEHHTEe KOHICHTPAHH Ha AUTOKCHH,
KO€TO NOK&3B4, 9& CHTANTHITHH MOXKE Ja € ¢nad HHXUOUTOp Ha P-TIHKONPOTEHH.

Xapaxmepucmura npu nayuenmume
DapMakOKHHETHKATA HA CHTATHITTHH € KaT( LA CXOAHA OPH 3APaBH YIaCTHALH H TALHEHTH ¢
Jnabet tam 2.

Bybpeuno yspesicoane
[Iporeneno e OTBOpeHO NpoyUBaHe MIPH €IHOKPATHO NPANOKEHNE 32 OLEHKA Ha GapMaKOKMHETHKATA
HAa HAMAJICHA /1033 CATAITHNTHH {50 Mg) NpH NALMEHTH ¢ Pa3IndKa CTENCH Ha XpPorHYRO 6x0peuno

YBpEeXaHe B CPABHEHHE CBhC 30paBH KOHTpoIH. [IpoydenaeTo BKIIOMBa NAUEEHTH ¢ HBOpeuHo
YBPEKIAHE B JICKA, YMEPEHA HIIM TeKKa CTSNeH, KakTo H narmenTH ¢ ESRD Ha xemonman T35 ;
TOBA, e)eKTHTEe Ha GEOPETHO YBpekAaHE FEPXY HaPMaKOKHHETHKATA HA CHTAT/THIITHH Jf
auabet THI 2 1 Gu6peTHO YBpEKIAHE B JICKa, yMEPEHA WIH TeKKA CTeNneH (BKIOTHTE
OLICHEHH YPE3 MOMYIalHOHHM (HapMaKOKMHETHUHH AHAIIM3U.
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B cpaBsHeHIe CBC 3APABH KOHTPONH, aasmeHata AUC Ha CHTArTMOTHH c¢ NOBAMIAB2 HPHOIHNTEIHO
1,2 mkTH npu namwenTH ¢ 6u6peuno yepexase B neka cTeneH (GFR > 60 1o < 90 ml/mun)
csOTBeTHO 1,6 METH NPH NaLMeHTH ¢ GB0peqano yepexaane 8 ymepera crenel (GFR > 45 no

< 60 ml/munE). THH XaTO pasMePHT HA NORMIIERHETO HE ¢ KITHHAYHO 3HATHM, He Ce HAlara KOpHrapaHe
Ha I03aTa NpH Te3H NAlBeHTH.

Irasmenara AUC Ha CHTArnMnTHE ce NOBHIIABA NPHOIAIMTENHO 2 ITBTH NPHA NAHEeHTH ¢ 650peaHo
yBpeknane B ymepeHa creneH {GFR > 30 no < 45 ml/mun) » npubausnTenno 4 meTH MPH NAITHCHTH C
O06petno yepexaane B texka crened (GFR < 30 ml/mun), pxmountenso maupertd ¢ ESRD Ha
XemoHana3a. CHTArTHITHH cé OTCTPAaHABA yMepeHo NpH xemomramisa (13,5 % 3a 3- xo 4-9acoea
XeMOJHATH3HA CECHA 3an0yBaIna 4 9aca ciel APHIOKEHHETO).

Yeprodpobro yepescoane

He ¢ Heobxoanuma KOPEKIiHA HA A034TA CHTANIMITHH IPH NALMEHTH C JEKO WA YMEPEHO
qeproapobHO yepesknane (ckop no Child-Pugh < 9). HaMa xnnnageH OIHT NPH MAOHEHTH € TEKKO
9epHoapobHO yBpexkaaHe (ckop no Child-Pugh > 9). B chmoTo BpeMe, TEH KaTo CHTArTHITHH ce
€IMMHEHHDA CCHOBHO 4pe3 GrOpemuTe, He ce 0UaKea TEKKOTO JePHOAPOGHO YBpeKIaHE A4 NOBNHAE
BBPXY (papMaKOKHHETHXATA HAa CHTATITHITTHH,

Tlayuenmu 8 cmapyecka ev3pacm

He ce Hanara KOpeKUHA Ha JI03aTa B 3aBHCHMOCT OT BB3pacTra. B3 0cHOBA Ha NOMyNAIHMOHEH
(hapMakoOKHHETHYEH aHAIKS Ha AaHHK oT Pasza | 1 Gaza I1 prapacTTa He OKA3IBA KIMHWTHO 3HATIM
eexr eppxy HapMAKOKRMHETHKATAE Ha CHTAIIMITHE. YIacTHHIMTE B CTAPUYCCKa BB3pacT (65 a0

80 ropunm) AMAT NpAGIEIATENHO 19 % NO-BUCOKH MNA3MEeHH KOHLEHTPALMH Ha CHTATIHNTHH B
CpaBHEHHE ¢ MO-MATH YYACTHALH,

Heduampurang nonyrnayus

dapMakoKHHETHKATa Ha CHTATAMOTHH (enrAMuHa A03a 50 mg, 100 mg wim 200 mg) e H3cAeABaHa
TIPH NeaMaTpHYHH DankeHTH (Ha Bb3pact ot 10 ao 17 roaunu) ¢ muaber THN 2. IIpA Task MOMynanys,
AUC ga cHTATIHAITHH B I/1a3MATA, KOPMIHPaHA COPAMO 103aTa, ¢ npubansnTento 18 % no-Hucka
OTKOIIKOTO TIPH BL3PACTHH IALHEHTH ¢ AuadeT THII 2 mpH fosa 100 mg. He ca nposexaaHy
OPOYMBAHHA CHC CHTACMHITHH NpH e THATPHYHH MaliHeHTH Ha Bh3pacT < 10 rogmmn.

Hpyeu xapaxmepucmuxu na nayuenmume

He ce Hanara kopexuHs Ha J03aT4 B 3ABMCHMOCT OT IIOJI, Paca FIIH HHAEKC Ha TenecHa maca (BMI).
Te3x xapaxTepuCTHKU HAMAT KTHHHYHO 3HAYHM efeKT BEPXY (JapMaKOKHHETHKATA Ha CHTATTMNTHH
cropen KoMOHHHpaHHA aHamu3 A2 dapMakoKRHeTHIHATe fJaHay oT $asa I B nomynausoHeH
tapmaxoxnseTHIeH aHaNM3 Ha JaBAH 0T Gasa I n Paza 1L

Metdopmun

Abcopbiyua

Cnef nepopaiHa 1032 MeThOPMEH, Tuax ce JocTHra 10 2,5 yaca. AGCOMOTHATA GHOHANHYHOCT Ha
Tabaerka meTdopmuH 500 mg e npubnusuTenHe 50-60 % npu 3apasu ygacThuiM. Cnex nepopanna
ao3a, aeabcopOHpanaTa dpakums, OTKPUTA BbB diekamante e 20-30 %.

Cnen nepopaneH npHem, aGcopGumaTa Ha MeTHOPMHH € HACHINAIA c& H HembTHA. CMATa C¢e, be
dapmakokuHeTikaTa Ba abcopbumata Ha MeTdopMAH & Henuueiina. [Ipn oGuualing o3n MeThopMUH
H JO30BH CXEMH, INA3MEAHTE KOHIEHTPALMH [PK CTAIMOHAPHO CHCTOSHHE C AOCTHIAT B PAMKHTE Ha
24-48 waca v KaTo UANO ca Mo-Maiko oT 1 pg/ml. TIpH KOHTPONHpaHH KIHHKIHH H3NUTBAHAA,
MAKCHMANHHTE Na3sMeHH HURA Ha MeThopMuH (Crax} HE TIpEBUINABAT 5 Bg/ml, AOpH NpH
MaKCHMAnHK J03H.

Xpanara HaManABa CTeNeHTa H clabo 3a6asa aGcopOupaTa na MeTdopMuH. Cnel MpHio.

AUC n yrpoxaBaHe ¢ 35 MHHYTH Ha BPEMETO JI0 JOCTHTAHE Ha THKOBA IUIA3MEHa K
KnnamaaTa SHa9HMOCT HE € H3BECTHA.
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Pasnpedenenue

CBbp3BaHeTO ¢ IIA3MEHATE NPOTEHHE € He3HAYHTENHO. MeTdopMEH ce pasnpenens B epHTPOLATHTE.
KpBBHEAT HK € MO-HACHK OT IUIa3MEHHA [THK M CC MOABABA NPHOJIA3ATEIHO N0 CHINOTO BPEME.
UYeprennTe KPRBHH KIETKH Half-BePOATHO NPEACTABIABAT BTOPHYMEH KOMIADTHMEHT HA
pasmpenenenne. Cpeanuar Vd sapapa mexay 63 — 276 1.

Buompancgpopmayun
MerdopMuH ce eKCKPeTHpa HENPOMERSH B YpHHATA, IIpH xopara He ca yCTaHOBeHH MeTa6OHTH.

Enumunupane

Bulpeunnar KIMpBHC Ha MeTdOpMHH € > 400 m]/MHH, KO€TO NoKa3Ba, 4¢ METHOPMHH C€ ETHMHRHDA
upe3 raoMepynHa GunTpalus 4 TyOyNHA cexpeund. Clel HepopaiHa K033, NPHBANHHAT TEPMHUHANEH
E/IAMHHALIACHEH MOMYXKHBOT € MpHONEsATenno 6,5 gaca. Korato 0n6pedHaTa ()yHKIHA € YBPEAEH],
016peyHnA KWIHPBHC Ce HaManiBa B CHOTBETCTBHE C TO3H HA KPEaTHHUMA M CJIEJOBATEIHO
eNMMHHALMOHHAAT NMOMYXHBOT C€ YAB/DKARA, KOSTO BOAH A0 MOBWIICHH HHBA Ha MeTHOPMHAH B
I1a3MaTa.

53 IlpeaxnuArYHE AaHHK 32 6e30HACHOCT
He ca nporexaann npoygasans ¢ KHBOTHH ¢k¢ CuraGen Mer.

Ilpx 16-ceqMHYHH MPOYYBAHKA, B KOUTO KydeTa ca TPETHPaHH HIH ¢ METHOPMHE CAMOCTOATEIHO HiTH
¢ KOMOHHAIHA OT METHOPMHEN H CHTArHITHH, He € HabMonaBaHa NONBIHHTENHA TOKCHIHOCT OT
xombGunaimata. NOEL e Tezn npoygeaHud ce HaGONABA MPH eKCHOZHLMA HA CHTATTHNTHH
NPAONHIHTENHO 6 IVETH MO-BHCOKA OT Ta3H NPH X0pa H [IPH eKCNO3HIHAA HA METGOPMHH
NPUGIHIKTENHO 2,5 TLTH NO-BUCOKA OT Ta3H IIPH X0pa.

CrepsmTe NaHHH €2 HAXOOKH NPH NPOYYBAHMA NPOBEACHH CHC CHTAITMITHH WIH METHOPMHH
CAMOCTOATENHO.

CHrarmnuTH

Brbpeqna B wepHOAPOGHa TOKCHYHOCT ce HabAI0NaBa IPH IPHE3AYH NPH CTOWHOCTH HA CHCTEMHA
€KCIO3HLINA 58 IBTH NO-BHCOKH OT HUBOTO Ha €KCIIO3HIHATA IPH X0pa, a HMBoTO Oe3 ediekT €
ofpejeneHe Ha 19 ObTH MO-BHCOKO OT TOBA NMPH X0pa. AHOManKMH Ha pesumTe ¢e Halmoaapar NpH
ILTEXOBE NPH HHBA KA eKcno3uua 67 TETH M0-BHCOKH OT HHBOTO HA KINHHHYHA €KCHOIHIAA; HHBOTO,
Ge3 edekT MPH TASH HaXOOKA € 58 MBTH NO-BHCOKO, CHIIACHO pe3yNITaTETe OT 14-ceAMHIHO
TIpOYYBAHE NPH ThXO0EE. 3HATEHHETO Ha Te3H HAXONKH ITPH Xopa He € H3BECTHO. TpaHInTopHH,
CBBP3aHH ¢ ICYEHHETO PH3HUIECKH NPOSBH, HAKOH OT KOHTO MpeNonaraT HUTHIHETO Ha
HEBPOJNIOTHYHA TOKCHYHOCT, KaTo JMIIAHE C OTBOPEHa YCTa, caNMBalMa, eMe3nc Ha Odia [11Ha,
aTaKCHJ, TPEIIEPEHE, HaMalleHa aKTUBHOCT Wihu W3rspbena nosza ce HabmoAARAT IPH KyYeTa NpH
HHEA Ha eKCIIO3MIHA NPHOAU3ATENHO 23 ThTH NO-BHCOKH OT HHBOTO Ha KITHHHYHA eKcno3numa. OcBeH
TOB3, MHOTC JIEKa A0 IEKa KOCTHO-MYCKY/IHA JeTeHepalia ce Ha0moaapa | XACTONOrHIHO IIPH LO03H,
JABAIE HHBA HA CHCTEMHA €KCNO3HLAA MPHONA3ATENHO 23 IThTH NO-BHCOKH OT HHBOTO Ha
eKCro3HINA MpH xopa. [Ipu Te3u peynTarw, HUBOTO Be3 edekT & mpH eKCHO3HIHA 6-KpaTHO No-
BHCOKa OT HHEOTO HA KIMHHYIHA EXCIOZMIMHA.

CHTaImyITHH HE TOKA3Ba FTEHOTOKCHYHOCT B XO/A Ha IPeAKAUHAYHY NpoyYBasni. CHTaITIANTHH HE €
KaKieporeHeH npH Mumky. ITpy nbXoBe HMa NOBHLISHA YECTOTA HA 9EPHOAPOGHE ANEHOMH M
KapuHHOMH NPH HHBA HA CHCTEMHA €KCNO3IKIKA 58 IMbTH NO-BHCOKH OT T€3H NpH Xopa. Tril kaTo €
YCTaHOBEHO, € XCNATOTOKCHIHOCTTA KOpeNnupa ¢ HHAYIHPAHETO HA 9ePHOAPOOHA HEOMWIA3HA IIPH
ITLXO0BE, Ta3H NOBHINEHA YeCTOTA HAa YEPHOAPOOHHA TYMOPH NPH ITBXOBETE € BEPOSTHO BTOPHYHA,
BCIEACTBHE HA XPOHHYHA XENATOTOKCHUIHOCT MPH TA3H BHCOKA A03a. [opamd mucokata rpaHALia Ha

CUNTAT pencBaHTHYH 334 X0pa.

He ca nabmionaBany cppp3any ¢ AeYeBEHETO eeKTH BHPXY PEpTHINTETA NPH MBKKHA K
TUTHXOBE TOMYYHIH CHTATIHITHH OpeH H [0 BpeMe Ha 9H(ToCcBaHe.
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le{ npoOYyUBaHE BbPXY npe-/ TMOCTHATATHOTO PA3BHTHE Ha ITEXOBC CHTATMMHIITHH H¢ ITOKA3BA HEKETAHN
pPeaKkHuHH.

IlpoyarannaTa BEPXY PElpoAYKTHRHATA TOKCHYHOCT NOKA3IBAT HATHYIHETO HA CBHP3aHa ¢ IEYEHHETO,
JieKo yBeJIMUeHa 9ecToTa Ha MaidiopMaiium Ha pedpa Ha deTyca (THICBallH, XHNOIWTACTHYHA H
IUTasamA pebpa) NPH MOKONEHHET) HA MITEX0BE IPK HHBA HA CHCTEMHA EKCTIO3HIMA TIOBEYE OT

29 mBTH MO-BACOKH OT Te3H npk Xopa. TokcHuHocT Ha Maiikara ce Hablmofasa MpH 3akiiM NpH HHBA
nokede oT 29 METH MO-BHCOKH OT HUBATA HA eKCHOZHLIMA MpH Xopa. JlopajH BACOKATa rpaHHLE Ha
0e30nacHOCT, TE3H HAXCAKH HE NPelNoliaraT ChINECTBYBAHETO HA CHOTBETEH PHCK 34
PENpOAYKTHBHOCTTA MPH Xopa. CHTACMTHITHH ¢e CeKPETHPa B JHATHMH KOIHYECTBA B MIAKOTO Ha
JIaKTHPANM TbXO0RE (OTHOMEHHE KbpMa/Timasma: 4:1).

Merdopmus

TIpeaxnHHAYHNATE JaHHH 32 MeTHOPMHAH He paskpHBaT ocofen prcK 3a XopaTa Ha GasaTa Ha
KOHBEHIMOHANHH (apMaKoNHrHYHU NPOYYBAHAA 33 Ge30NIaCHOCT, TOKCHIHOCT NIPH MHTOKPAaTHO
NpAIarafe, reHOTOKCHIHOCT, KaPLIHHOTEHEH NOTEHIHAL, PENpoAyKTHBHA TOKCHIHOCT.

6. GAPMAIIEBTHYHH NAHHH

6.1 CnHCBK Ha NOMOIHHTE BelIECTBA

HAnpo Ha TabneTkaTa
nosHaon K30 (E1201)

MHKpOKpHCTanHa uemynosa PH102 (E460)
KpOCIOBHIOH
HATPHEE CTeapudyMapar

DOuAMOBO NOKPHTHE
TIOTIH(BMHRAIIOR ANKOXOI)
MaKporon

THTaHoB JuokcHA (E171)

TaNK

qepeeH kenescH okcup (E172)
YepeH xeneseH okcan (E172)
BT XKeneseH okcuy (E172)

6.2 HechBMECTHMOCTH

Henpurroxamo

6.3 Cpok Ha rognoct

2 roauHH

6.4 CRenHMajJHH YCIOBHA HA ChIDAHEHHE
Ja ce cbXpaHABa Ha MACTO, HEAOCTHITHO 32 Aela.
Ja ce chXpaHABa B OPUTHHATHATA OMAKOBKA.
Jla e ce chxpansea Han 30°C.

6.5 BHI H cLOLPKAHHE HA OMAKOBKATA

Benu HenpospayHu GnuctepH ot PVC/PE/PVDC 1 amyManuit.
EnuH 6nucTep chAbpka 7 dAnMEpaHH TabneTKH.
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Pasmep Ha onakoBKara:

28 ¢amvupans Tabnerku (1 omaxoBka / 4 GancTepa)
56 ¢anmvapany Tabnetku (1 onakoeka / § Gnuctepa)

6.6 CnemnaaHH NpeATa3HH MEPKH IPH KIXBHIAHE

Her3n0m38aHMAT IEKapCTBER NPOIYKT AWK OTNATLYHHTE MATEPHATH OT HEro TpRGBa fa ce H3XBbpiAT
B CBOTBETCTRBHE C MECTHHTE H3HCKBAHHA,

7. NMPHATEXATEA HA PASPELIEHHETO 3A YIIOTPEBA
HOBEJI ®APMA EOO]]

¥a. ,,OKONOBPBCTEH ET Ne 36

Cotpua 1415, brarapas

8. HOMEP(A) HA PASPEIIEHHETO 3A YIIOTPEGA

Peructpannosen HoMep: 20220276

9. JATA HAITBPBO PA3PEHIABAHEMIONHOBABAHE HA PAIPEINEHHETO 3A
YIOTPEBA

Jara Ha mepeo paspemasasie: 11.10.2022
10. JATA HA AKTYAJTH3UPAHE HA TEKCTA

01/2023

S
AR N0 5

R I
T T




