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1. WME HA JEKAPCTBEHHS TPOAYKT Foosp-2  U7-10- 1B

SABonap 50 mg/850 mg puiamupanu TabneTku
Jivolar 50 mg/850 mg film-coated tablets
Asonap 50 mg/1000 mg punamMupanu TabneTku
Jivolar 50 mg/1000 mg film-coated tablets

2. KAYECTBEH U KOJIMYECTBEH ChCTAB

Asonap 50 mg/850 mg punmupanu TabneTku

Bceska dunMupana tabnerka cbabpika cuTaraMnTUHOB docdaTr MmoHoxuapart (sitagliptin phosphate
monohydrate), ekBuBasieHTeH Ha 50 mg curarnurnuH (sitagliptin) u 850 mg meTdhopMHuHOB
xuapoxuopua (metformin hydrochloride).

SBonap 50 mg/1000 mg ¢punmupanu TabneTku

Bceska dunmupana tabnerka csabpka curaraiuntuHoB docdaT moHoxuapar (sitagliptin phosphate
monohydrate), ekBuBasieHTeH Ha 50 mg curarnuTnuH (sitagliptin) u 1000 mg meThpopMHHOB
xuapoxnopua (metformin hydrochloride).

3a MbJIHUS CITUCHK HA NMOMOILHUTE BellleCTBa BHKTe Touka 6.1.

3. JIEKAPCTBEHA ®OPMA
OunamMupaHa Tabnerka (Tabnerka)

JABonap 50 mg/850 mg punmMupanu TabneTku
Po30BH, OBaJIHH, NBOHHOM3ITbKHAIN QUIMHUPAHU TaOJIETKH, [Ia/IKK OT €/IHaTa CTpaHa u ¢ pesieHo
o3HaueHue “MC” ot apyrara, ¢ pa3mepu Ha apoT1o 9,8 mm x 20,1 mm.

Asonap 50 mg/1000 mg dpunmupanu TabneTku
KepemuieHouepBeHH, OBalIHU, ABOWHOM3IIBKHAIH (PUIMHpPaHH TabNEeTKy, MIaJKK OT eiHaTa CTpaHa

¢ pesiedHO 0ro Ha Meaokemu ot apyrara, ¢ pazmepu Ha aapoto 10,2 mm x 21,2 mm.

4. KIIMHAUYHUA JAHHHA

4.1 TepaneBTHYHH NOKA3AHHSA

[Ipy1 BB3pacTHHU NALUMEHTH CbC 3axapeH auabdeT Tvn 2:

- JIBosap e noka3aH Karo J0MbJIHEHHE KbM JIMeTa M YNPaXKHEHHU 3a Noo0psaBaHe Ha MIIMKEMHUYHHUS
KOHTPOJI [PH MALMEHTH, ITPU KOUTO HE € MOCTUTHAT 3a[10BOJIMTENIEH KOHTPOJ ¢ MaKCUMaJlHaTa
MOHOCHMa 3a TAX /1032 METPOPMHH CAMOCTOSATETHO UJIH, KOUTO BEYe Ce JIEKYBAT ¢ KOMOHHALIMA
OT CUTArJIMIITHH U METHOPMHUH.

- slBonap e nokasaH B KOMOMHALMS CbC CYIPOHUITYPEHHHN NPOHU3BOAHH (T.€. TPOHHO KOMOHUHMPaHO
JIEYEHHE) KaTo NONbJIHEHHE KbM JIHETa W YIIPaXKHEHUS TPH MALUEHTH, NPH KO r_:ﬂgigwm‘hm‘{;mka"r
3a/I0BOJIMTE/IEH KOHTPOJI ¢ MaKCHMMAaJIHaTa MIOHOCKMA 3a TAX 1032 MeThopMuf 1 CYAGOHMTYPes. -

- SlBonap e mokasaH KaTo TPOHHO KOMOGHUHUPAHO JieYeHHe C MepoKcH3omeH npoitudepareps =\ = \
akTHBHpaH peuentop rama (PPARY) aroHucT (Hanp. THa30JHIMHIMOH) Ka o:ucmmwe KbM |
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AHEeTa H YIIPOKHEHUS NIPH NALMEHTH, TIPH KOUTO HE € MOCTUTHAT 3aJ0BOJIHTENIEH KOHTPOII ¢
MaKCHMAaJIHaTa [TOHOCHMA 3a TaX A03a MetpopmuH U PPARY aroHucr.

- SIBonap c¢BllO € Noka3aH Kato J00aBKa KbM HHCYJHH (T.€. TPOHHO KOMOHHHPAHO JIEYECHHE) KaTo
NOMBJIHEHHE KbM AMETATa H YNIPAXKHCHHATA 3a NOJOOpABAHE Ha INIMKEMHYHHA KOHTPOJ MPH
MALMAEHTH, KOTaTO NOCTOAHHATA 034 Ha HHCYJIHH H METQOPMHH CAMOCTOATENIHO He OCHUTYPABa
aZleKBaTeH rITUKEMHYEH KOHTPO.

4.2 [J03HpOBKA H HAYHH HAR OPRIOKEeHHE

Lo3upoBka
Jo3aTa Ha aHTUXHIIEPIIIMKEMUYHOTO JieueHHe ¢ SIsonap TpAORa ga 6pae HHIMBUAYAITU3IUPAHA HA

Oa3aTa Ha HACTOALIUA PEXUM Ha NALUKEHTA, CPEKTHBHOCTTA M TOJICPAHTHOCTTA, KATO HE CE
npeBHlaBa MakCHMAaJHaTa NMpenopbYpaHa AHEBHA Ao3a oT 100 mg cHTarnMnTUH.

Bwapacmuu ¢ nopmanna 6vbpeuna dynuxyus (GER> 90 mi/mun)

IIpu nayuenmu, npu Koumo ne € ROCMUZHAM 300060AUMENEH KORMPOA C MAKCUMATHAMA NOHOCUMA
003G Mem@POPMUH Kamo MOHOMEPANUR

Ilpy nauMeHTH, NPH KOUTO HE € NNOCTHIHAT 3310BONIMTENIEH KOHTPO ¢ MeT(HOPMHH CaMOCTOATENHO,
oOHyailiHaTa HavanHa J03a TpAdBa a NOCTAaBH A03a CUTArJIMIITHH B A03a 50 mg aBa NbTH AHEBHO
(100 mg ob1ua aHeBHa A03a) MUIKOC A03aTa MeTGOPMHUH, KOATO Beue € NpHeMaHa.

IIpu nayuenmu, xoumo npemunasam om eOHOBPEMEHHO NPWIAARE HA CUMA2AUNMUR U Memgopmun
[Ipy nauMenTH, KOUTO NMPEMHHABAT OT CEBMECTHO NPHJIAraHe Ha CHTArJTHNTHH H MeTQOPMHH,
nedeHueTo ¢ Sponap TpabBa Aa ce 3aMoyHe C 103aTa CUTArJMNTHH U MeTGOPMHH, KOATO BEYE €
npHeMaHa.

Ilpu nayuenmu, npu KOumo He e ROCMUZHAam 3a0080AUMENEH KOHMPON C OBOUHO KOMOUHUDAHO
JIeHEHUE C MAKCUMATHAMA ROHOCUMA 003G MEMPOPMUN U CYAPonwIypes

Ho3ata TpsabBa ga nocTaBH cHTaryviTHH B Jo3a 50 mg aAea mbTH AHeBHO (100 mg obma aAHeBHa n03a)
M A03a MeTQOpPMHH, NOA0OHa Ha A03aTa, KOATO Beue ¢ npuemaHa. Koraro SIBonap ce H3mon3ea B
xoMOMHaUUA cbe CY1POHHITypes, MOXKe J1a ce HanoxM ynorpebara Ha No-HUCKA 4034 CYIQOHIIYypes,
3a 14 C€ HAMAJIH PUCKBT OT XUIIOTJIUKEMHA (BHKTe Touka 4.4).

Ilpu nayuenmu, npu xkoumo ne e nocmuznam 3a0080JUMENECH KOHMPOR C 0BOUHO KOMOUNRUDAKO
Jeverue ¢ Makxcumaniama noxvocuma coza memeopmun u PPARy azonucm

Ho3ara TpabBa qa AocTaBH CHTAraMNTHH B 103a 50 mg aBsa meTy gHeBHO (100 mg oOma AHeBHa 103a)
H J03a METQOPMHH, NoA0OHA Ha 103aTa, KOATO BeYe € NMpUeMaHa

Ilpu nayuenmu, npu xoumo ne e nocmuzram 3a0080aUMENEH KOHMPOA C 080UHO KOMOUHUPAHO
AeYeHUe C UHCYAUH U MAKCUMAUIHAMA NOHOCUMA 0038 MEMPOPMUH

Jlosata TpabBa aa nOCTaBH CHTAarauMnTHH B A03a 50 mg aBa nbTH aHeBHO (100 mg obia nHeBHa A03a)
U no3a MeTgopMHH, NOA0OHa Ha Ho03aTa, KOATO Beve e nprueMana. Korato SBonap ce v3nonsea B
KOMOHMHALIMA C HHCYJIMH, MOXKe fa € HeoOxoanmMa Mo-HHCKA J103a MHCYJTHH, 32 Ja C€ HAMAJIM PHCKDBT
OT XHUIIOIJTUKEMHA {BHXXTE TouKa 4.4).

3a pa3nuuHHATE N03K MeTPOpMHH, SIBonap ce nmpeanara B KOHLUEHTpauus no 50 mg CHTarIMIITHH H
850 mg merdhopmuaos xuapoxsiopug win 1 000 mg MeTHOpMHHOB XMAPOXITIOPHA,

Bcuuky nauseHTH TpadBa Aa Npoab/DKAT OpenopbyaHaTa UM JMeTa ¢ aJIeKBaTHO pasl
NpyHeMa Ha BBIVIEXHAPATH Npe3 ACHA.




Cneyuannu nonyaayuu
bvbpeuno yepeoscoane

He ce Hanara xopeKLiMs Ha 103aTa PH NalMeHTH ¢ 1eko Hx0pevHo yBpexaaHe (CKOpOCT Ha
rnoMepynHa ¢punrpaius [GFR] > 60 ml/mMun). [Ipenu 3anouBaHe Ha neyeHHe C MPOAYKTH,
ChAbpAaK MeThopMHH, TpAORa Aa ce HanpaBH oLeHKa HAa GFR cToliHocTUTe, 2 Cnen ToBa - OHE
BEAHBXK rofuiiHo. [Ipy nalMeHTH ¢ MOBHLIEH PUCK OT MO-HATATHUIHO NporpecupaHe Ha 6LOpPeUHO
yBpexJaHe M NPH NMalHeHTH B CTApYeCKa Bb3pacT TpAOBa [10-4ecTo Aa C€ NMpaBH OLieHKa Ha
OnOpedHaTa GpyHKUMA, HAIPUMED HA BCEKH 3-6 Mecelia.

3a npeanoYUTaHe € MakCMMAaHaTa JHEBHA J103a MeT(OpMHUH Aa Obae pa3siencHa Ha 2-3 THEBHH JO3HM.,
@DakTOpHTE, KOUTO MOTaT Ja YBEJHYAT PHCKa OT JIAKTaTHA auuaosa (Bx. Touka 4.4), Tpa6sa na 6eaar
npepasriieAaHH, nNpean Ja ce oOOMHCIH 3aNi0UBaHe Ha JieueHHe ¢ MeTHOPMHUH NpH naupeHT ¢ GFR<
60 ml/MuH.

AKO He € ROocTbIHA A030Ba dopMa Ha SIBojiap ¢ aIeKBATHO KOTMUYECTBO HA AKTHBHOTO BEINECTRBO,
BMECTO KOMOHHaLMA ¢ GUKCHUPaHHU A03U TPAOBA J1a ce M3MON3BAT OTAEIHUTE MOHOKOMITOHEHTH.

GFR mil/min Mem@popmun Cumaznunmun
60-89 MakcuMaiHaTa aHesHa 1o3a € 3 000 mg. Moxe na ce MakcuManHaTa JHEBHa
OOMMCIIH MOHMKABAHE HA /I03aTa BLB BPBh3Ka ¢ BJIOILIABAHETO no3a ¢ 100 mg.
Ha 6bOpeuHaTa ¢pyHKIMA.
45-59 MakcuManHara gHeBHa 1o3a € 2 000 mg. MakcamanHaTa 1HeBHa
Havannara n103a € Hali-MHOr0 NOJIOBHHATA OT MaKCMManHara | xosae 100 mg.
| ho3a.
3044 Maxkcumannata naeeHa ao3a € 1 000 mg. MakcHManHaTa IHEBHA
HayanHata 103a e Hali-MHOTO MOJIOBHHATA OT MaKCHMaNHaTa no3a ¢ 50 mg.
n03a.
<30 MeT(QOopMHH € MPOTUBOMOKA3aH. Makcumannara 1HeBHa
n03a e 25 mg.
Heproopobro yepeowoare

Jlsonap He TpaOBa fa ce U3MO3Ba NIPH MALKMEHTH ¢ YepHOAPOOHO YBpexaaHe (BHKTE ToUKa 5.2).

Cmapuecka gv3pacm

TbHi KaTO METGOPMHMH U CHTArJIMIITHH ce eKCKpeTHpaT upes 6x6peunTe, Sponap Tpabea aa ce
M3M0J13Ba ¢ MOBUIIEHO BHUMaHHE NPH HanpeaBaHe Ha Bb3pacTra. HeoOxoauMo € MOHHTOpHpaHe Ha
61L6peuHaTa GyHKiM, 32 1a C€ MOANOMOrHe NpeANa3BaHeTo OT CBbP3aHaTa ¢ MET()OPMHH JIAKTATHA
aluuno3a, Har-Beue B cTapyecka Bb3pacT (BHXKTe ToukH 4.3 u 4.4).

Ileouampuvna nonynayus

sIBonap ne TpaOBa na ce H3NOA3Ba MPH AcLia H IOHOILHX Ha BBb3pacT oT 10 a0 17 roauun nopanm
HEJOCTaThyHa epuxacHocT. HanuunuTe noHacTosineM JaHHH ca ONMCaHH B ToukH 4.8, 5.1 u 5.2.
ABonap He e MpOy4YBaH NPH NEAHATPHUYHH MALMEHTH Ha BB3PAcT rnox 10 rogunu.

HauyuH Ha NpUIOKEHHE
/lBonap Tpsbea oa ce npuemMa JBa BTH JHEBHO C XpaHa 3a HAMANISIBAHE HA HEXKENaHUTE pPEaKLHH OT

CTpaHa Ha CTOMALIHO-YPEBHUA TPAKT, CBbP3aHH ¢ METQOPMHH.

4.3 IlporHBomoKa3zaHus

CBpPBXYYBCTBUTETHOCT KbM AKTHBHHTE BELIECTBA WIH KM HAKOE OT MOMOLIH
u36poeHH B Touka 6.1,
Bcexku TN ocTpa MetabonuTHa aumaosa (KaTo JakTaTHa auydgo3a, nuabeTHa



HuaberHa npexkoma.
Texxka 6b0peuna HepocTaTeuHOCT (GFR <30 ml/mMun) (BibkTe TOuka 4.4)
OcTpH CBCTOAHHUA C Bb3MOKHOCT A2 H3MEHAT 6h0peunaTta GyHKLUMA KaTo:
- eXHApaTallHi,
- TexKa UHpeKUM,
- LIOK,
- BBTPECHAOBO NPHIOKECHHE Ha HOOHPAHH KOHTPACTHH BELIECTRA (BHKTE TOUKa 4.4).
Octpo unn xpoHUHHO 3a00NgaBaHe, KOETO MOXKE A MPHUHHH XUITOKCUS HA THKAHHUTE KaTO;
- CbpleyHa WIH PeCrUpaToOpHa HEIOCTATEYHOCT,
- CKOpoOLICH HHQAPKT Ha MHOKap/a,
- LIOK.
YepnoapobHo yBpexiane
OcTpa anKkoXOoNHA HHTOKCHKALIMA, ATKOXONH3BM.
KbpMeHe.

44 Cpensa/jHH OpeaynpexAeHHs H NPeANASHA MEPKH NpH ynoTpeda

O611n
CurarnmnTil/meTGOpMHH He TpAOBa 1a ce W3NOJI3Ba NPH NAUMEHTH ¢ AHabeT Tum 1 v He TpabBa na
CH M3MOJI3Ba 32 JieueHUe Ha qHabeTHa KeToaluIo3a.

OcTBbp NaHKpeaTHT

Ynorpebara Ha DPP-4 HHXMOHTOPH € CBBP3aHa C PHCK OT Pa3BHTHE HA OCTbP NAHKPEATHT.
[TaupeHTHTE TpsOBa a 6BAAT HHPOPMHPAHH 3a XapaKTePHHA CHMITTOM Ha OCTBD NAHKPEATHUT:
MePCUCTHpAaIlla, MHOTO CHIHA KopemHa Oonka. Cien npexparasaHe Ha CHTATJIHIITHH ce Habmomara
OTIUYMABaHE HA MAHKPEaTHTa (CbC WK 6€3 NOAABPXKALIO ICYEHHE ), HO B MHOTO PEIKH CITy4aH €
CbOOILABAHO 34 HEKPOTH3HPAL HNH XEMOParuyeH NaHKPEaTHT W HIH CMBPT. AKO HMA ChbMHEHHA 3a
MaHKpeaTuT, TpAOBa Aa ce NpeKkpaTH NpHeMa Ha CHTarTHTIIHH/ MET(HOPMHMH U APYTH MOTEHLHAIHO
NOAO3HPAHH JIEKAPCTBEHH MPOJAYKTH; aKO C€ NOTBHPAN OCTHP MAHKPEATHT, IPHEMBT HA
CHUTarnMnTHH/MeTdopMuH He TpOBa fa ce Br300HOBsABa. HeoGX0auMO € NoBHILIEHO BHUMAHHE NPH
NalUeHTH ¢ aHaMHe3a 32 NaHKpPEeaTHT.

JlakTaTHa auMao3a
JlakTaTHaTa auna03a, MHOFO PAAKO, HO CEPHO3HO MeTabOJMTHO YCNOXKHEHHE, Hali-4ueCcTo HacThNBA

NpH OCTPO BIOLIABAHE HA ObLOpeyHaTa QyHKUMA, KapaAHO-PECITHPATOPHO 3a60J19BaHe WIH CENCHC.
HarpynBaHero Ha METQOPMHH HACTHIBA NIPH OCTPO BIOLIABAHE HA ObOpeuHara GyHKLMS U
yBE/IMYaBa pUCKa OT JIAKTATHA aLHA03a.

B cnyvaii Ha nexuapatalius (Texko NoBpbllaHe, JHAPHS, TPECKA WIH HAMAJIEH NPHEM Ha TEYHOCTH)
TpAOBa BPEMEHHO a CE CIpe NPUEMBT Ha MET(HOPMHH H & NIPETIOPBUNTEITHO Ja C€ YCTAHOBH BPB3KA C
MEAULMHCKU CTICIHATHCT.

[IpueMbT Ha TeKapCTBEHH NMPOAYKTH, KOHTO MOraT OCTPO Aa yBpeaaT 6n6peunarta dyHKUMA (KaTO
AHTHUXHNEPTEH3HBHH cpeACcTBa, auypeTM U HCIIBC) TpabBa aa ce 3anouHe ¢ NOBHILIEHO BHUMAHKE
MpH NALHEHTH, JIEKYBaHH ¢ MeTGOpMHH. JIpyru puCKOBH (paKTOpH 3a JIAKTATHA al[MAO3a ca
NPEKOMEPEH MPUEM Ha ANKOXO0J, YePHOAPOOHa HEOCTATEYHOCT, HEAOCTATHYHO KOHTPOJIHpaH
nuaber, xeTo3a, NPOL/DKMTENHO I1ayBaHe H BCAKAKBH ChCTOSIHHS, CBBLP3aHH C XMITOKCHA, KAKTO U
¢AHOBpeMeHHaTa ynoTpeba Ha JIeKapCTBEHH MPOAYKTH, KOMTO MOTAT Ja NPHYMHAT JAKTaTHA aUKA03a
(BrKTEe TOUKH 4.3 1 4.5). <

[TaumenTure Wun 6onHornenauure TpAbea na ObaaT HHGOPMHpPaHH 3a pHCKa
JlakraTHaTa anmM03a ce XapakTepr3Hpa ¢ auMao3Ha JUCITHEA, KopeMHa 6onka,
aCTeHHs H XHMOTEPMHS, TIOCIIEABAHM OT KoMa. B ciyvaii Ha cpbMHEHHe 3a CHM




TpsaOBa ga cripe npuema Ha MeTPOPMHH K He3aDaBHO Ja MOTHLPCH JIEKAPCKa MOMOIL. JJHArHOCTHUHHUTE
nabGopaTOpHH HAXOAKH Ca MOHIWKeHO KpbBHO pH (<7,35), noBHineHH HHBA Ha IUV1a3MEHH JIAKTaT (>5
mmol/]) 1 noBMLIEHa aHHOHHA Pa3THKa H CHOTHOLLIEHHE JTAaKTaT/IHPYBAT.

Hayuenmu ¢ ycmanoeenu uny NOOOIUPAHU MUMOXOHOPUATHY 3a001R6aH L

[1pu naiMeHTH ¢ YCTAHOBEHH MHTOXOHJPHAIHH 3a00JIABaHUA, KATO CHHAPOM Ha MHTOXOHIPHAITHA
eHuedaronarys ¢ NaKTaTHa auMaosa H HHcy aronoaobHu enmsoaun (Mitochondrial Encephalopathy
with Lactic Acidosis, and Stroke-like episodes, MELAS) u HacneacTBeH AuabeT W rIyxora no
MaifuiHa nunHs (Maternal inherited diabetes and deafness, MIDD), MerdopmuH He ce npenopbusa
nopajay pucKa oT 000CTpAHE Ha JIAKTAaTHA aliA03a U HEBPOJIOTHYHH YCIOKHEHHA, KOUTO MOXeE Ja
NOBEJAT N0 BiOLIaBaHe Ha 3ab0/ABaHeToO.

B ciy4aii Ha NpU3HALK B CUMIITOMH, nokasarensy 3a MELAS cunapom wim MIDD, cnen npuema na
MET(GOPMHH, JIECYEHHETO ¢ METPOPMHH TpAOBa 21a ce cnpe BeAHAra U Aa ce Hanpaeu 6bp3a
AMArHOCTUYHA OLICHKA.

br6peuna dyHkMA

[Ipeam 3ano4BaHe Ha NeyeHHETO TpAOBa Na ce HanpaBH OLleHka Ha ctoiHocTHTEe HA GFR M penosHo
cneA ToBa (BHKTE TOUKA 4.2). CHTarIMnTHE/ MeTOpMUH ca MPOTHBOTIOKA3aHH NPH MALMEHTH C
GFR< 30 ml/mMuH 1 Tps6Ba na 6ba€ BpeMeHHO CPAH NPy HATMYKHE HA ChCTOSHUA, KOMTO IIPOMEHAT
ObOpeuHaTa pyHKuMsA (BrxTe TouKa 4.3).

XHNOrTTUKEMHUA

[laupeHTH, nonyyapallid CHTArMHNTHH/ METGOPMUH B KOMOHHALIHA CBC CYIDOHUMYPEs HITH C
MHCYJIMH, MOXKE 4 €& H3JIOKEHH Ha PUCK OT XHIoriukeMus. Clie1oBaTenHo, MOXKE Ja € HeoOXoauMo
HaMaJIIBAHE Ha 103aTa Ha CyJI(OHWIYpesaTa WX Ha HHCYJIHHA.

PeakuyH Ha CBPBXYYBCTBHTENHOCT

MMa nocTMapKeTHHIOBH ChOOIIEHHKS 38 CEPHO3HH peakilii Ha CBPBbXYYBCTBHTETHOCT NPH MALMEHTH,
JICKYBaHH CbC CHTAIJIMITHH. Te3u peakuny BKIOYBAT aHaHIaKCHS, aHTHOEJeM H eKC(ONTHATHBHH
CBCTOSHHA Ha KOXKaTa, BKIKYHUTEIHO CHHAPOM Ha Stevens-Johnson. HauanoTo Ha Te3u peakiuu
HacTHIBA B PAMKHTE HA TbPBHTE TPH MECELIA OT 3aM04YBaHEe Ha JIEUEHHETO ChC CHTATJIHITTHH, HAKOH
CJIyyaMm HacCTBIIBAT Clie] MbpBaTa [03a. AKO CE€ NOAO3KHpa peakliMs Ha CBPBXYYBCTBHTETHOCT,
NPHEMBT HAa CHTArMMNTHH/MeTdOpMUH TpAOBa Aa ce npexpaTH, TPAOBa a Ce OLEHAT ApPYyTrH
NOTEHUHANHH NPHYHHH Ha CEOMTHETO U TpaOBa Ha ce HasHAYM anTepHATHBHO JieueHHe Ha quabera
(BHxKTE TOUKa 4.8).

bynoseH neMpUrousa
[1pn naumenty, npueMamiy DPP4 nHxuburopn, BKIIOYHTEAHO CHTATTHIITHH, HMAa

MOCTMAPKETHHIOBH ChOOIEHH 3a Oyno3en neMpuron. Ako HMa CbMHEHHA 3a Oyno3eH neMQpUroua,
NPHEMBT Ha CUTAIJIHTIIMH/MEeThOpPMHUH TpAORA Ja ce NMPEeyCTAHOBH.

Onepauus

CHTarnunTu/MeTgopMHH TpabBa aa ce Cripe no BpeMe Ha onepaund noj oola, CNHHATHA KWIH
eNHAypajHa aHecTe3us. JleueHuero Moxke 1a 6bae Br30OHOBEHO He no-paHo oT 48 yaca cnen
OnepaLMATa HIIK BL30DHOBABAHETO HA XPAaHEHETO Npe3 YCTA, W NPH YclIoBHe Ye 6u6peunaTa QyHKLuA

€ OLIeHEHa OTHOBO M € YCTaHOBEHO, 4Ye € cTabunHa.

[ IpunoxkeHue Ha HOAUPAHW KOHTPACTHHU BELIECTBA

BETpech10BOTO NPWIOXKEHHE HAa HOAUPAHM KOHTPACTHH BEllleCTBA MOXKE /14 0B
MHAYLHpaHa HedpONaThd, BOJIELLA 0 HATPYNIBAHETO HAa MeTQOPMHH U NOBHII
aupno3a. CutarnunrTii/MeTdhopMUH TPAORA [1a ce Cpe Mpen WU TI0 BpeMe




oOpa3Ha AMarHOCTHKa M He TpAbBa Ha ce BL30OHOBABA 10 Haii-Manko 48 yaca cnen ToBa, IPH YCIIOBUE
ye Ob0peuHaTa QyHKUMA € OLIEHEHa OTHOBO H € YCTAHOBEHO, Ye € cTabiina (BiKTe Touku 4.3 1 4.5),

[IpoMaHa B KIHHHYHHS CTATYC Ha NALKMEHTH C KOHTpoaAupaH auaber Tun 2
[Taipienu ¢ quabet THN 2, Npear TOBa A00pE KOHTPONHPAH CHC CHTANTHITTHH/ METHOPMEH, KOMTO

pa3sBUBAT OTKJIOHEHHs B NabOpaTOpHH NOKa3aTeNy MM KIHHHYHO 3a6oa9BaHe (Haii-Beye HEACHO HIH
cnabo nedpuHUpano 3abonssane), TpaGBa He3aGaBHO Ia Ce OLEHAT 3a HATMYME Ha KeTOALMI038 HiH
NaKTaTHa auMAao3a. OueHkara TpsOBa Jla BKIIOYBA CEPYMHH €ICKTPONHTH H KETOHH, KPBBHA 3aXap H,
axko ce Hajnara, pH Ha KkpeBTa, HHBA Ha JIAKTAT, MUPYBAT H METGOPMHH. AKO C€ MOABH alMI03a, B
KOATO U 11a € GopMa, ieyeHHETO TpsaGBa Aa ce cnpe He3a6aBHO U TpAGEBa Aa ce npeAnpHeMar
MOAXOASALIM NMPOTHBOACHCTBALLY MEPKH.

epULHUT Ha BUTaMHH B12
MeThopMuH MOKe a HAMAK CepYMHHUTE HUBA HA BHTAMHH B12. PHCKLT OT HHMCKH HMBA HA BUTAMMH
B12 ce ypenuuara ¢ yBenn4aBaHe Ha 103aTa METGOPMHH, NMPOIBIKHTETHOCTTA HA JIEYEHHETO W/
MPH NalLMeHTH ¢ PUCKOBH (PaKTOPH, 3a KOHTO € H3BECTHO, 4€ NPHYHMHABAT AehUUMT Ha BHTaMHH B12.
B cryyaii Ha cbMHeHHMe 33 nepUUMT Ha BUTaMUH B12 (KaTO aHeMHs M HEBPONATHs), CEPYMHUTE
HUBa Ha BUTaMuH B12 TpsabBa na ce npocnenssar. [epuoanyHo npocieasBaHe Ha BUTaMHH B2
MOJXE [1a CC HAJIOXKH NPH MALMEHTH ¢ PACKOBH GakTopH 3a nepHUMT Ha BuTamMuH B12. Tepanusra ¢
MeTdopMHH TpA6Ba Ja NPOABIDKH, IOKATO Ce MOHACs JOOpe M He € NPOTHRONOKA3aHA, U J1a Ce
OCHI'YPH NOAXOAALIO KOPHTHPALILO JieieHUE 3a aeHUiUT Ha BUTaMMH B12 B choTBEeTCTBHE C
HaCTOSIIUTE KNHHUYHH HACOKH.

Tozu exapcTBeH NPOYKT ChABPAA no-Mainko or 1 mmol Hatpwii (23 mg) Ha TabieTka, T.€. MOXe 1a
CC KaXe, Y€ NMPaKTUYECKH HE ChAbPXKA HATPHH.

4.5 BzaaMogelicTBHE ¢ IPYTH NeKAPCTBEHM NPOAYKTH H APYrH jpopMA HA BlauMoaeilicTBHe

EnHOBpeMEHHOTO MHOrOKPATHO MpHIaraHe Ha CUTArNMITTHH (50 mg ABa NbTH JHEBHO) K MET(OPMHH
(1 000 mg nBa MbTH AHEBHO) HE € MPOMEHWIO 3HAYMTETHO (PaPMAKOKHHETHKATA KAKTO Ha
CHTAIJIMIITHH, TaKka H Ha MeTGOPMHH NMPH NaLUeEHTH ¢ AHabeT Tun 2,

He ca n3BbpiiBany npoy4saHus 3a papMakOKMHETHYHH JCKAPCTBEHU B3aMMOAECHCTEBHSA ChE
CHTArMITTHH/METQOPMHH; 0baye TakuBa NMpoy4YBaHMs ca MIPOBEKAAHH ¢ OTAETHHTE aKTHBHH
BELIECTBA, CUTATITUIITHH U METQOPMHUH.

He ce npenopvusa chBMeCTHA ynorpeba

Anxoxon
AJIKOXONIHATa HHTOKCHKAUMS Ce CBLP3Ba C NOBMLIEH PHCK OT JIAKTaTHA alMI03a, 0COGEHO B CAyYau
Ha riaayBaHe, HeIOXpaHBaHE WIH YepHOAPOOHA HEIOCTATbYHOCT.

Hodupanu xonmpacmuu sewecmsa

CHararnurnis/MeThopMHH Tpa6Ba 3aIBIDKHTENHO Aa Ce CIpe TpeaAM WK N0 BpeMe Ha npoueaypara
3a 0Opa3sHa AMarHOCTHKA M He TpsaGBa aa ce Bb306HOBABa A0 Hall-Manko 48 yaca cien TOBa, NPH
yc/IoBHe e 0nOpeuHara GbyHKIKS € OLIEHEHa OTHOBO M € YCTAHOBEHO, Y€ € CTAOHIIHA (BHIXKTE TOUKH

4.3 n4.4).

KomOKHHauWK, H3HCKBAIK NPEATIa3HH MEPKHU NP yrioTpeda

KOETO MOKE Ja YBEeNTH4H PUCKA OT JIaKTaTHa auuno3a, Hanpumep HCIIBC, Bkn
HHXMOUTOPH Ha LknookcHreHasa (COX) I, ACE uHXHOHTOpH, aHTHOTEH3HH
aHTArOHWCTH U AMYPETHLH, 0coOeHO OpuMKOBH auypeTuiy. [Ipu 3anousaner




TAKHBA MPOAYKTH B KOMOHHALIUA ¢ METQOPMHH € HeoOXOAHMO BHMMATEJTHO NMPOCIeAsBaHe Ha
Ob6peunHaTa dyHKIHA,

CrrnbTeTBalNaTa ynoTpeba Ha JIeKapCTBEHH NPOAYKTH, KOUTO NOBIHABAT OOLUMTE TPaHCIOPTHH
cMCcTeMH B ObOpeuyHHTe TyOY M, BKIIOYEHH B 6b0pevHOTO enuMupaHe Ha MeThOPMUH (HATIP.
MHXHOHTOPH Ha OpraHM4YHHUA KaTHOHeH TpaHcnoprep-2 [OCT2]/MynTiuiekapcTBeHUS H TOKCHH-
excTpyaupaill nporedH [Multidrug and toxic compound extrusion, MATE] xato paHonazus,
BaHAETaHUO, JONyTErpaBHpP U LMMETHANH), MOTaT Jia MOBHILAT CHCTEMHATA EKCITO3HLIHA HA
MET(QOPMHH U Ja yBeJIUYaT PUCKa OT JIaKTaTHA aipao3a. TpaOBa na ce oOOMHCIAT NON3UTE H
PHCKOBETE OT ChITbTCTBalLATa YnoTpeba. Tpabea na ce 06MHCIH BHUMATENHO NPOCNEAABAHE HA
[TMKEMITYHHA KOHTPON, aIalITHPAaHE Ha J03aTa B pAMKMTE Ha MPENOPbHYMTETHATA JO3HPOBKA H
MPOMEHM B JIEYEHHETO Ha IHabeTa, KOrato TAKHBa JIEKApPCTBEHU MIPOAYKTH CE [IpHIaraT

e IHOBPEMEHHO.

[ IIOKOKOPTHKOMAHTE (NIPUNAraHy Mo CHCTEMEH M NIOKaneH MmbT) 6eTa-2-arOHUCTHTE H IHYPETHULIHTE
MMaT MPHCHLIO XUIEPIIIHKeMHYHO AelicTBHe. [laupeHTHTe TpsAGBa Aa ce MHQOPMHPAT U M0-4ECTO A4
H3MCPBAT KpbBHATA CH 3aXap, 0CODEHO B HAYANIOTO Ha JICUCHHUETO C TAKHBA JICKAPCTBEHH NPOIYKTH,
AKO € He0DX0AMMO, 103aTa Ha AaHTHXHNIEPIIIMKEMHYHHA JIEKApCTBeH NMPOXYKT TPAOBa Aa ce ananTHpa
Mo BpeMe Ha JICYCHHE C APYTHA JIEKAPCTBEH MPOLYKT H NIPH HErOBOTO MpEKpaTABaHe.

ACE-nuxuburopure Morar [a NoHHKaT HUBATA HA KPBBHATA 3aXap. AKO e Heo6X0AUMO, 103aTa Ha
AHTHXHIEPTIHKEMHYHHA NIEKAPCTBEH NPOAYKT TpabBa Ja ce afanTHpa 1o BpeMe Ha JIEYEHHETO ¢
ApYTHA JIEKapCTBEH MPOAYKT ¥ NPH HErOBOTO NMPEKPATIBAHE.

EdekTy Ha APYTH JEKAaPCTBEHH NPOJAYKTH BbPXY CHTATJIUIITHH

In vitro ¥ K THHUMHHATE JaHHHA OMUCAHM MO-J0MY NPEANONArar, Y€ PUCKBHT OT KIIMHHYHO 3HAYHMH
B3aHMOACHCTBHA NPH €AHOBPEMEHHO NPWIOKEHHE C APYTH JICKAPCTBEHH NPOAYKTH € HHCBK.

In vitro npoy4BaHHs NoOKa3BaT, Y€ OCHOBHHA €H3UM OTTOBOPEH 3a OrpaHHUYEHHs METAGOIHIEM Ha
curarnunTil € CYP3A4, ¢ yuactie Ha CYP2CS. Ilpu nauneHTH ¢ HopManHa 6b6peuHa GyHKuUHS,
MeTabOMU3IMBT, BKTIOYHTETHO H Ype3 CYP3 A4, urpae caMo Maika pons B KITHPHHCA Ha CHTAIIMITTHH.
MeTaboaH3MBT MOXKE [1a HIpae No-BaXKHa poJif NPH ENMMHHHPAHETO HA CHTATTIMIITHH B YCJIOBHS Ha
ocTpo 6B0peuHo yBpexknaHe UnH TepMuHaiHa 6n6peuna HegoctarbuHocT (TBH). [Topanu Tasm
NPHUYHHA € BB3MOXKHO MOLIHH UHXHOUTOpU HA CYP3 A4 (Hanp. keTOKOHA30/1, HTPAKOHA30,
PHTOHABHP, KJIAPUTPOMHILIWH) A4 MPOMEHAT PapMaKOKWHETHKATAa HA CHTAIIMIITHH TIPH NMALMEHTY C

Texxo 6u6peuno yspexxnane unu ThH. Edexture Ha mownure CYP3 A4 HHXMOHTOPH B yCNOBMS Ha
616peyHo yBpekaHe He ca OLICHABAHH MPH KJIHHHYHO NPOYYBAHE.

In vitro npoy4BaHHns 3a TPAHCTIOPTa NMOKA3BAT, Y€ CUTAIJIMITTHH € CYOCTpaT Ha P-TJIMKONPOTEHHA H
TpaHcropTepa Ha opraHM4HHU aHHOHH-3 (OAT3). OAT3 MeauHpaHUAT TPAHCTIOPT HA CUTATJIMITTUH Ce
HHXHOMpa in vitro ot npoGeHelna, BBIPEKH He PUCKBT OT KIHHHYHO 3HAYMMH B3aMMOIENCTBUS Ce
CMATa 32 HUCBK. EqHoBpeMeHHOTO npunioxkenue Ha OAT3 nHXUOUTOpH He € OLIeHEHO in vivo.

L{uxnocnopun
[IpoBeacHo ¢ npoyuBaHe 32 oLicHABaHE Ha eeKTa HA LMKIOCTIOPHH, MOILEH HHXMOHTOP Ha p-
TIMKOTIPOTEHHA, BhpPXY apMakOKMHETHKATa Ha CHTArNIMNTHH. EAHOBpEMEHHOTO NPHIIOKEHHE Ha
€AMHHYHA nepopanHa 032 100 mg curarnunmTiH ¥ eAMHHYHA nepopaiiHa go3a 600 mg uMKnocnop1n
nosriaBa AUC # Cmax Ha CHTarNmHNTHH CHOTBETHO ¢ npubamsuTenHo 29% u 68%. Te3u npomenn
BbB (PAPMaKOKHMHETHKATA Ha CUTATIMIITHH He Ce CMATAT 33 KJIMHKYHO 3Ha4MMH. B16
Ha CHTArJIMITTHH HE € 3HAYHTENHO npoMeHeH. CneAoBaTeNHO, HE C€ OYaKBaT 3Ha
B3aMMOICHCTBUSA C APYrH HHXHUOHTOPH Ha P-TIMKOIIPOTEHHA.

EdexkTH Ha CHTArTIMNITHH BLPXY JPYTH JIEKAPCTBEHH NPOAYKTH




[ucoxcun

CHTarminTHH uMa cnab edekt BbpXy MnasMeHaTa KOHLIEHTpAaLUs Ha AMrokcuH, Cles mpHiaraHeTo
Ha (0,25 mg IMroKCHH €JHOBpPEeMEHHO ¢b¢ 100 mg CHTArIMNITUH AHEBHO B MPOIBIDKEHHE Ha 10 qHH,
rasmMeHara AUC Ha AUrokcHH HapacTsa cpeltHo ¢ 11%, a mnasmeHaTa Cmax cpeaHo ¢ 18%. He ce
npenopbuBa KOPHrUpaHe Ha J03aTa AUFOKCHH. B CBIIOTO BpeMe, NMALHEHTHTE ¢ PHCK OT AMFOKCHHOBA
TOKCHYHOCT TpabBa Aa 6b4aT npocaeasaBaHH 3a TakaBa, KOraToO CUTAITUNTHH K IMTOKCHH CE IIPHIAraT
€JHOBPEMEHHO.

In vitro naHHHTE NTOKA3BAT, U¢ CUTATTIHNTHH HE NOTHCKa H He HHOyunpa CYP450 nzoensumure. [Tpu
KIHHWYHHU NPOyYBaHUs CUTArTTMIITHH HE MPOMEHA 3HAYMMO (PapMaKOKMHETUKATA HA METQOPMHH,
rAUOYpHA, CHMBACTATHH, PO3MIIIMTA30H, Bap(GapuH WK NEPOPATHHA KOHTPALICITTHBY, NaBAiKH in vivo
[IaHHH 38 MAJIKa BEPOATHOCT OT NPEeAH3BHKBaHE Ha B3aHMOIEHCTBHA ¢be ¢yOcTpaTi Ha CYP3 A4,
CYP2C8, CYP2C9 u Tpancnoprepu Ha opraHuynn kaTHoHH (OCT). CHTarnunTuH Moxe 1a 6nae
cyiab HHXMOMTOp Ha P-TTIMKOMPOTEHHA in Vivo.

4.6 @epTRAHTET, BPEMEHHOCT H KbPMeHe

bpeMeHHoCT
HaMma noctaTeyHO JaHHHM OT ynorpeGara Ha CHTANTMIITHH NpH OpeMeHHH xkeHn. IIpoyusanus npu

)KHBOTHH NMOKa3BaT PENPOAYKTHBHE TOKCHYHOCT TIPH BUCOKHM JIO3M CHTAIIMIITHH (BIDKTE TOUKa 5.3).

OrpaHuyeHHTe JaHHH NPEANOarar, e ynorpebara Ha MeTGOPMHH NpH GpeMeHHH He € CBBP3aH ¢
TOBHIUCH PUCK OT KOHIeHUTaNHH Mandopmauyu. IIpoyusanuaTa ¢ MeTGOpMHH NPH HKHBOTHH HE
MOKa3BaT BpeAHH €eKTH BbB BPb3Ka ¢ OpeMeHHOCTTA, eMOPHOHANHOTO M ETATHOTO pa3BHTHE,
PaXKAaHETO HITH MOCTHATAIHOTO Pa3sBUTHE (BHXKTE TOYKa 5.3).

Curarnunrdi/MeTgopMHH He TpAOBa a ce H3MOA3Ba NO BpeMe Ha HpeMeHHOCT. AKO NauHEeHTKATA
HCKa J1a 3abpeMeHee WK aKO HACTBIH 6PEeMEHHOCT, JISYSHHETO TPAOBA Aa ce NPEKPaTH K
NalMeHTKATA /1a MPEMHHE Ha JIEYEeHHE C MHCYJIUH BB3MOXCHO Hali-CKopo.

KspMeHe
He ca nposexxaany npoy4saHus NPH KbPMELIH JKHBOTHH C KOMOHHHPAHUTE AKTHBHH BELLECTBA HA

TO3H JIeKapCcTBeH NpoayKT. IIpu npoyuBanvs, npoBexXaaHH ¢ OTAECITHHTE aKTHBHH BELLECTRA, H
CHTarJIMIITHH, U METQOPMHH Ce €KCKPETHPAT B MIISKOTO Ha JIakTHpallH msxose. [Tpu xopa
METHOPMHH Ce EKCKPETHpa B KbPMaTa B MANKH KoJM4ecTBa. He € M3BeCTHO Ja/id CHTArIMITTHH ce

€KCKpeTHpa B KbpMaTa. ClIeR0BaTeNIHO CHTAMTHITTHH/ MeT(GOPMHUH He TpalBa Aa ce M3No/N3Ba NpH
’)K€HH, KOMTO KbPMAT (BIKTE TO4YKa 4.3).

DepTHINTET
JaHHUTE OT NMPOYUBAHHA NPH XKHBOTHH HE NPEATIONAraT BAUAHHE BBPXY (DEPTHIMTETA HA MBXKKH H

’KEHCKH TUTBEXOBE IPHU TPETHPaHe CbC CUTArNMITTHH. JIMncBaT AaHHU NpH Xopa.
4.7 EdexTH BBHpXY cnocobHocTTa 32 modupane n pabora ¢ MamuAH
SlBonap He MOBNKMABA WIH NOBJINsABA NpeHeGpexuMo cnocobHOCTTa 3a modupane U paboTa ¢

MallMHU. B cbi0TO BpeMe npH wwodupane Wiy pabota ¢ MalIMHK, TpAOBa a ce HMa OpEeIBHA, Ye
NpH CUTArIMITHH Ca A0KNaJABaHH CJTy4yaH Ha 3aMaiiBaHe H CbHIIMBOCT.

HHCYJIHH.

4.8 Hexe1aHH JIeKAPCTBEHH peaKIHu




PesioMe Ha npoduna Ha 6e3onacHoCT

Hsama nposeaeH# TepaneBTHIHH IIHHHYHH NMPOYYBaHUS ChC CHTATTTHIITHH/MeT(GOPMHH TabIeTKH, HO
OHOEKBMBAJICHTHOCTTA Ha CUTAMTUNTHH/MET(OPMHUH € JOKA3aHA NIPH €JHOBPEMEHHOTO MPHIOKECHHE
HA CUTAIJIMITHH H METPOPMHH (BHXKTe Touka 5.2). CrobiaBaHu ca cepHO3HH HeXeNlaHH PEaKiHH,

BKJIIOYUHMTE/HO NAHKPEATHUT H PCaKIMH Ha CBPBEXYYBCTBHTENHOCT. ChobluaBaHa € XHIMOrIMKeMHUS IpH

koMOMHaLMA cbe cyndoHmnypeiiHo npousBoaHo (13,8%) 1 ¢ uHcynus (10,9%).

Tabnuyen cnMCcBbK HA HEXKENIAHUTE pPeaKIIHH

Cumaznunmun u Mem@opmur

Hexxenanure peakunu ca H30poeHH no-aommy ¢ npenopbuBaHuTe or MedDRA tepmunH cnopen

CUCTEMO-0OpraHHa knacHgukaima 1 abcomorHa yectora (Tabmuua 1). YecToTara ce onpenens KakTo
cnenea: MHoOro uectH (=1/10); yectu (>1/100 no <1/10); newectn (>1/1 000 xo <1/100); peaxu (>1/10
000 no <1/1 000); mHoro peaku (<1/10 000); ¢ HeH3BecTHA YecTOTa (OT HATMUYHHUTE JAHHH HE MOXKE

1a Oblle HanpaBeHa OLIEHKA).

Tabauya 1: Hecmoma na nedicenanume peaxyuu, ycmanoseHu no epeme Ha niayeto KORmporupanu
KAUHUYHYU NPOYUBAHUA CBC CUMGZTUNMUN U MEMPDOPMUN CAMOCMOAMERHO U NPU

ROCMMAPKEMUR2C08UR Onum

Heocenana peaxyusn Hecmoma Ha
HENCEIARAmMa DeaKyus
Hapywenus na kpvema u aumgpnama cucmema
 TPOMOOIHTONEHHKA Penku

Hagzzaenua HQ UMYHHAMQa CUCEMQ

PCaKLMH Ha CBPBXYYBCTBHTENHOCT, BKIKOYHTENHO aHAPHUIAKTHIRH OTroBopu*, T

C HeH3BECTHA 4YeCcToTa

Hapywenus na memabonuzma u xparenemo

XunorjaukeMust Yectn
HaMalleHHe Ha HHBAaTa Ha BUTaMHH B12/nepuuunrt YecTH
Hapywenus na nepgrnama cucmema

CHHJIHBOCT HeuecTn

Pecnupamopru, 2pv0HU U MEOUACMUKATHU HADYW eHUR

HHTepCTHUHANHA Oenoxpobua bonect™*

C HeM3BeCTHA YeCTOTA

Cmomawnn—qpeanu Hapyuwenus

oCThbp maHkpeaTuT®,t,1

rajeHe Yectn
(haaTyneHuus YecTH
NOBPLLUAHE HecTH
OHapHd Heuectn
3anek Heuecn
0oJIKa B ropHaTa JacT Ha KopeMa Heuwectu

C HeM3BECTHAa 9eCTOTa

baraneH U HedaTaleH XeMOPArHYEH M HEKPOTH3HpaLl lTaHKpeaTHT*,

C HeN3BeCTHA YeCTOTA

Hagymenun HQ KONCAMA U ROOKONCHIMG MBKAH

npypuTyc* Heyectn
anruoenemM*, T C Heu3BecTHA 4eCTOoTa
obpus*,¥ C HEU3BECTHA YeCTOTA
yprukapusa*,t C HeH3BECTHa HecToTa

C HeW3BEeCTHA YeCTOTA

KOXeH BacKynuT*, T

eKC(PONTHATHBHY KOXKHH 3a001BaHNA, BKNIOUHTEIHO CHHAPOM Ha Stevens-
Johnson*

Oynosed nemguronn*

Hapyuenus Ha MyCKYAHO-CKenemuama cucmema u CoeOUHUMERHAma muvKan

apTpanrus*




Heorcenana peaxyus Yecmoma na
HeNCeNanama peaxyus
MHaIrus* C HeH3BecTHa 4ecToTa
0oJika B kpaliHuLMTE* C HeH3BeCTHa 4ecToTa
bosxa B repba* C HeM3BECTHaA YecToTa
apTponarua®* C HeH3BeCTHA YecTOTa
Hapywenua na 6vbpeyume u nuxosHume nomuiuya
HapymeHa 6x6peuHa GyHkima* C HeH3BECTHA 4ecTOTA
ocTpa OBOpeyHa HeAOCTAThYHOCT* C HeM3BECTHA 9ECTOTA

*Hexxenanure peakiiuy ca MACHTUOHLIMPAHH 10 BpeMe Ha NIOCTMAPKETHHIOBOTO HAaGJIIONEHHE.

TBikTe Touka 4.4.
T BikTe nmpoyuBaHeTo 3a 6€30MacHOCT O OTHOLIEHME Ha ChpAeYHO-chAoBaTa cucremMa TECOS mo-

JOITY.

Onucanve Ha H3OpaHU HEKENAHHN PEAKLIMK
Hsxon Hexenanu peakun ca HabmogaBaHH Mo-4ecTo MpU IPOyYBaHMS 32 KOMOHHHpAHA ynorpeba

Ha CHTarJIMOTHH U METQOPMHH C IPYTH aHTHAHAGETHH JIEKAPCTBEHU MIPOAYKTH B CPaBHEHHE C
NpOoyYBaHHUA HA CHTArTMITHH ¥ METQOPMHH CAMOCTOATENHO. Te BKIIOUBAT XUMOTTTHKEMHS
(KaTeropus Ha YecTOTa ,,MHOrO YeCTH CbC CYAPOHHITYPEHHO IPOM3BOIHO HIH MHCYIIHH), 3ameK

»4ECTU" CBC CYJIPOHHUTYPEHHO NIPOU3BOAHO), NepudepeH OTOK (,,4eCTH” ¢ MUOMIHTA30H) U
rnaBoboNKe H CyxXoTa B ycraTa (,,HeUeCTH” ¢ HHCYIIHH).

Cumaznunmun

[Ipn npoyuyBaHng BbpXy MOHOTEPANUA CkC cHTArIMITHH 100 mg BeHEK THEBHO CAMOCTOSTEIHO B
CpaBHEHUE ¢ I1aLe00, CHOOIICHHTE HEeXENTAHH PeakKUMH Ca rnaBoboame, XUNormMKeMus, 3aneK u
3aMaiiBaHe.

Cpen Te3n NauMeHTH HeXeNaHuTe ChONTHSA, chOOIIaBaHN HE3ABHCHMO OT TIPHYMHHO-C/IEACTBEHA
BPB3Ka C JIEKApCTBCHHUA MPOAYKT, ¢ YECTOTA Hal-Manko 5%, BKIIIOYBAT MHGEKLMHA Ha FOPHHTE
AHXATEIIHH MBTHLIA U Ha3ogapHHIUT. OCBEH TOBa, ca CHOCILEHH OCTE0apTPHUT H 6oKa B
KpaHHHLIMTE, C YecToTa HeuecTH (> 0,5% no-BHcoka cpell YYaCTHHLIMTE, MOTYUHIH CHTAJIMITTHH,
OTKOJIKOTO Ta3H B KOHTPOJIHATA IpyIa).

Memdpopmun

CTOMAIUHO-YPEBHH CUMITTOMH Ca ChOGLIABaHH MHOTO YeCTO NP KJIMHUYHH IPOYYBAHHUS K NPH
MOCTMapKEeTHHroBara ynorpeba Ha MmerdopmuH. CTOMALIHO-4YPEBHUTE CUMITTOMH KaTO rajeHe,
MOBpBILAHE, AHapHi, O0/Kka B KopeMa M 3aryba Ha aneTHT ce NOABABAT N0-YECTO MPH 3aMoyYBaHe Ha
JIEYEHHETO K B MOBEYETO CllydYaH NPEMHHABAT CIIOHTAHHO. JIONBIHHTENHH HEXKENaHH PEeakUHH,
CBBP3aHH C MET(QOPMHH, BKITIOYBAT METAJICH BKYC (Y€CTH); JIAKTATHA aUMA034, HApYLIEHHA Ha
4EPHOAPOOHATA QYHKLHS, XENAaTHT, YPTHKApHA, epuTeMa H cbpbex (MHoro penku). Kareropuure no
4E€CTOTa C€ OCHOBABAT Ha HATHYHATa HHQopMauua B KpaTkata xapakrepucrika Ha NpoAyKTa Ha
MeT(dopMuH, oaobpeHa B EC,

llenuaTpru4yHa momynauus
B KIMHMYHM NPOYYBAaHHA CHC CHTATTUNTHH/MeTGOPMHH NPH NEAUATPUYHHU NALMEHTH ChC 3axapeH

Auabet TMn 2 Ha BB3pacT ot 10 a0 17 roaMHu npoduiTsT Ha HEXENAHHTE PeaKLHH KaTo L0 €
CPaBHHM ¢ TO3H, HabnronasaH npu pb3pacTHy. I1pH NeAHATPHYHH NMAUMEHTH, KOMTO ¢4 WIH HE ca Ha
OCHOBHO JICYEHHE ¢ HHCYJIHH, CHTATJIHIITHH C€ CBBP3Ba C MOBHLIEH PHCK OT XHIMOMMTUKEMHUS.

IIpoyusane 3a 6ezonacrkocm no omuowenue Ha copoeyno-cvoosama cucmema TECOS c—
HM3nHTBaHeTO, OLIEHABALLO CHPACYHO-ChAOBHTE PE3YATATH NIPH J1€YSHHUE ChC CHTAr
Evaluating Cardiovascular Outcomes with Sitagliptin, TECOS), pxintousa 7332
¢b¢ 100 mg cHrarnunTiH AHEBHO (MM 50 mg AHEBHO, aKO H3XOAHHUTE CTOMHC

CKOpOCT Ha rnoMepynHa ¢punrpauus (¢GFR) ca> 30 u < 50 ml/Mun/1,73 m2 ), it 5
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niauedo B intention-to-treat nonynauusara. {sere seuenus ca jo6aBeHH KbM OOHYAHHTE MPHKH
ChIrNIaCHO MeCTHHTE cTaHaapTH 3a HbAlc ¥ chpreuHo-cuaoBu puckoBH ¢akropu. O0Imara yecTora
Ha CEPUO3HUTE HEIKEMAHH CbOMTHS NPH NALMEHTH, NOTy4aBall{ CHTATJIMITTHH, € CXOAHA C Ta3H MpH

NAaUMEHTHTE, MOJTyvaBallH nnalebo.

B intention-to-treat nonmynauMaTa cpea NaLUKMEHTHTE, KOHTO H3MION3BAT MHCY/IHH WIIH CyOHITYpes
Ha M3XOJHO HHBO, Y€CTOTATa HA TEXKKa XHITOTJIHKEMHS € 2,7% npu nauMeHTHTe, NEeKYBaHH ChC
CHTarlMnTUH U 2,5% NpH NaUUEHTHTE Ha IIalebo; cpen MalMeHTHTe, KOUTO HE H3MON3BaT HHCY/HH
W/HIW CyNQOHWITYpEs Ha H3XOAHO HHBO, YECTOTaTa Ha TEXKA XHIorHukeMus € 1,0% npu
MalHEeHTHTE, JICKYBaHH CbC CHTArTMNTHH K 0,7% npu naumeHTHTe HAa IU1aneSo. Yecrorata Ha
NOTBBPACHH CLOKTHA, OTAABAHH Ha NaHKpeaTHT, € 0,3% NpH NauHeHTHTE, NEKYBAHH CBC
cHuTarnunTvH 1 0,2% npH naupeHTHTE Ha NAalebo.

CrobiiaBase Ha NONO3UPAHH HEXKENAHH PEAKLIHH

CroliasaHeTo Ha NOJIO3HPAHH HEXKENAHH PEAKLHH CJIe]] pa3pellaBaHe 3a ynoTpeba Ha NeKapcTBEeHuUS
NPOAYKT € BaXHO. ToBa No3posigBa Aa NPOALIKH HabMOJEHHETO Ha CHOTHOLISHHETO N013a/ PHCK 3
JIEKapCTBEHHA NPOAYKT. OT MEAHLIMHCKHTE CNELIMATHMCTH C€ M3UCKBA J]a CH00IIABAT BCAKA MOA03HPAHA
HEXeNaHa peakuHa Ype3 HallHOHANHATA CHCTEMA 3a ChoDIaBaHe:

N3nbanuTenHa areHUMA 1o JeKapcTBaTa

ya. ,,JlamaH I'pyes” Ne 8,

1303 Codus,

Ten.: +359 2 8903417

yebcaiiT: www.bda.bg

4.9 Ilpenoznpane

ITpy KOHTPONHPAHH KIMHHYHH MPOYUYBAHUA ChC 3APABH YYACTHHLM C€ NPUIAraT €JHOKPATHH JA03H A0
800 mg curarmunTHH. MuHUManHo yabsokasane Ha QTc¢, koeTo He ¢e cuMTa 3a KIMHHYHO 3HAYHMO,
ce Hab/MoAaBa MpH €HO NpoyusaHe ¢ A03a oT 800 mg curarnunrux. Hama onut ¢ go3u Han 800 mg
NpH KJIWHUYHY nNpoyuBaHHa. [1pu npoyusanus Pa3a I ¢ MHOTOKpPaTHO NpHIAraHe HAMa CBLP3aHH C
A03aTa KITMHHYHH HEXKEJIAHH JIEKApCTBEHH PEeaKLHH, HaOMIONaBaH! NIPH CUTATJTHITTHH ¢ 03 A0 600
mg gHeBHO 3a nepuonu ao 10 quu u 400 mg nHeBHO 3a nepuoau Ao 28 nHu.

['onamo npeaosupane ¢ MeTHOPMHUH (HITH €IHOBPEMEHHO CBLIECTBYBALI PHCK OT JIAKTATHA alHA03a)
MOXKe J1a JOBEAE A0 JIAKTATHA alKMa03a, KOATO € CMELIeH MEIHLIMHCKU CiTy4aii u TpabBa na ce JeKysa
B Oonuuua. Hali-ehekTUBHHAT METOA 3a OTCTpaHABaHE Ha JIAKTAaTa H MeTGOPMHMHA € XEMOAMANH3ATA.

ITpn kaMHKYHH npoyuBaHua npubnusurento 13,5 % or nosara ce oTcTpaHsBa NPY NMPOABL/DKaBAINA 3
A0 4 yaca XxemoaHanusua cecus. IIpH npeueHxa 3a KIMHUYHA HEOOXOAUMOCT MOXKE J1a C€ TIPEANPHEME

MO-NMPOABDKHTENHA AHain3a. He ¢ H3BeCTHO Rany CHUTAIVIMITHH ce AHAJIH3HpA MPH NEPUTOHEATHA
OHaIH3a.

B cnyuaii Ha npeo3upaHe e NOAXOAALIO fia ce NpeanpHeMaT 00H4aHNTE MOMAXLPKAIH MEPKH, KATO

OTCTpaHABaHE Ha HeabcopOUpaHHs MaTepyan OT CTOMAILIHO-YPEBHHS TPaKT, KJIIMHHYHO HabaloneHne
(BKJIIOUHTEHO H €/IEKTPOKApAHOrpamMa) H NpH HY>Aa 3anoYyBaHe Ha NOAALPKALIO ICHECHHE.

5. ©OAPMAKOJOI'HYHH CBOUCTBA

5.1 @apmMakoaIHHAMHYHHE CBOHCTBA

PdapMakoTeparneBTHUHA rpyna: AHTHAHAOETHH NeKaPCTBEHH NIPOXyKTH, KoM6HH
JICKapCTBEHH NPOOYKTH 3a HaMajlsBaHe Ha KpbBHaTa 3axap, ATC kon: A10BD07
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ToBa ¢ koMOGHUHaLMA OT 1Ba AHTUXHIICPIIIMKEMUYHH JICKAPCTBEHH IPOAYKTA ¢ AOITHJIBALL CE
MEXaHU3BM Ha AeHcTBUE 332 noaoOpsBaHe HA MNTMKEMHYHHA KOHTPOJ NPH NauUeHTH ¢ guader Ty 2;
CHTArTHOTHHOB ocdart, nunenruann nenrugasa 4 (DPP-4) unxuburop 1 MeTdopMHHOB
XHAPOXJIOPH], MPEACTABUTEI HA Ki1aca HA OMrBaHHAHHHUTE.

CHTArIMITTHH

Mexanuzvm na delicmeue

Curarnuntdl ¢ocdar e nepopasHo akTHBEH, MOILIEH H BUCOKOCEICKTHBEH HHXHOHUTOD Ha eH3HMa
punentuann nentiaasa 4 (DPP-4) sa neuenue Ha auaber Tun 2. Uaxuburopure na DPP4 ca knac
BELICCTBA, KOUTO JCHCTBAT KaTO EHXaHCEpH Ha MHKpeTHH. Hpes uHXxuOupane Ha enzuMa DPP-4,
CUTArJIHIITHH NOBHIIIABA HUBATA Ha ABA H3BECTHH aKTUBHH MHKPETUH XOPMOHA, MIIOKaroH-Toao0Hus
nentua-1 (Glucagon-like peptide 1, GLP-1) u rimoko3a-3aBHCHMHES HHCYJIHHOTPONEH HOIUINEITTH/I
(Glucose-dependent insulinotropic peptide, GIP). MHkpeTHHHTE ca 4acT OT €HAOIeHHa CHCTEMA,
y4acTBailla BbB (PU3HOJIOTHYHATA PeTyNAlMA Ha NIIOKO3HAaTa XoMeocTa3a. Koraro koHueHTpanuyTe
Ha KPbBHATA 3axap ca HopMaJlHH WiH noBHiieHH, GLP-1 u GIP 3acuneat cunTesa u
ocBODOKAABAHETO HA UHCYJIUH OT NaHkpeaTHuHuTe OeTa-kneTkH. OceeH ToBa, GLP-1 HaManaea
CEKPELIUATa Ha MNIFOKAroH OT NaHKpeaTUYHHTE alda KIETKU, BOJeHKHA 10 HaMaJIeHO IPOM3BOICTBO Ha
4epHOAPOOHA rmoko3a. Korato HuBaTa Ha I/TIOK03a B KPBBTA Ca HUCKH, OCBOOOKIaBaHETO HA
HHCYIIMH HE C€ CTHMYJIHpA H CEKPELIHATA HA TTIFOKAroH He ce noTHcKa. CUTArIIMITTHH € MOIIEH U
BHCOKO CEIEKTHBEH HHXMOUTOP Ha eH3uMa DPP-4 u He MHXHOHpaA CXOaHHTE IO CTPYKTYPa €H3UMH
DPP-8 i DPP-9 B TepaneBTHYHH KOHUEHTpaluK. CHTArIMIITHH ce pa3ivyaBa 10 XUHMHYHA
CTPYKTYpa ¥ (papMaKoJIOrHYHO AeHcTBHE OT aHanosute Ha GLP-1, uncynuH, cyndoHwiypes win
METIMTHHHIH, OUrBaHUIIMHHK, aTOHHCTH HA AKTUBHPAHMA OT MEPOKCH3OM nposHdepaTopa rama-
pettentop (PPARY), anga-rmoxo3naasHu MHXHOUTOPH M aHAJIO3H HA AMUJIHH.

Ipn AByAHEBHO NpOyUYBaHe NMPH 3[PaBH YYaCTHHLIM, CHTATIHIITHH, NPWIOKEH CAMOCTOATEIHO,
nopuiiaBa aktueHaTa GLP-1 KoHLieHTpaums, nokato MeT(hOPMHH NIPWIOKEH CaMOCTOSTENHO,
MOBHIIaB2 akTHBHATa H o0mmaTa GLP-1 koHueHTpanua B cxoHa creneH. EaHoBpeMeHHOTO
MpHiIarade Ha CHTAINIMITHH H METQOPMUH UMa aJMTHBEH e(eKT BLpXY akThBHaTa GLP-1
KOHUeHTpanus. CHTArTHITHH, 3 pa3jivKa OT MeTQOPMHH, NnoBuInaga akTuBHata GIP koHLeHTpauus.

Knunuuna edpuxacnocm u bezonacuocm
KaTo 1sno, CHTaryMITuH nogo0psaBa rTUKEMHYHUSA KOHTPOJI, KOIaTo ce H3MOJI3Ba KaTo
CaMOCTOATE/IHO WM KOMOMHHPAHO JIeUSHHME MPH Bb3PacTHU NALMEeHTH ¢ AuabeT Ty 2.

Ilpy kIMHMYHY NPOYYBAHMA CHTATTIMIITHH KATO MOHOTEpaNHs MOACOPABA ITHKEMHYHHA KOHTPOIT
Upe3 3HAUHTCITHO HaManenue Ha xemornobux Alc (HbAlc) u rimoko3aTta Ha rIaiHO M CJIE[ XpaHEHe.
Hamanenuero Ha niiasmeHara rmokosa Ha rinagHo (III'T) e Ha6Gniogasano Ha 3-Ta ceMHULa, THpBaTa
BpEMEBa TOUKa, B KOATO € H3MepeHa [1I'T". HabnmronasanaTa yecTora Ha XUNOrMKeMHS 1IpH
NALWCHTH, JIEKYBaHH ChC CHTAIJIMIITUH € NoaoOHa ¢ Tazu npu miauebo. TenecHOTO Terno He ce e
YBCIIHYWJIO CIPAMO M3XOJAHHTE CTOMHOCTH NPH JISUEHHE ChC CHTArTHITUH. HabmonaraHo e
noJ00peHHe Ha CyporaTHUTE MapKepH Ha GyHKIMOHUpaHe Ha OeTa-KieTkuTe, B Tora 4yHc10 HOMA-
B (XomeocTtazen moen 3a oLeHKa-3), CLOTHOIICHHETO Ha IPOMHCY/IHH KBM HHCYJIMH U MOKA3ATEHTE
3a PEaKTUBHOCT Ha OETA-KIIETKUTE MPH TECTA 3a TONEPAHTHOCT MPH YECTO JABAHE HA XPAHA.

Ilpoyueanun cvc cumaznunmun 8 komburayus ¢ mempopmun
[1pu 24-cenMuuHO 11aLe00-KOHTPONHPAHO KIHHUYHO NPOYYBaHe 3a OLEHKA Ha ePMKACHOCTTA M
OeszonacHocTTa pu nobaeaHe Ha cutarmunTiH 100 Mg BeAHBK JHEBHO KbM ChILIECTEYE IO TeHgHHAE
¢ METQOPMHUH, CHTANIUITTHH OCHTYPSBa 3HAYMTENHO NOAOOpEHHE Ha MIHKEMHYHM ‘ﬁ_-,n- Mlselbice \
cpaBHeHHE ¢ rutauedo. [IpoMsaHaTa cipaMo H3XOIHHUTE CTOHHOCTH Ha TEIECHOTY N
[TPH NIALIUEHTH, JIEKYBAHH ChC CUTATIMITHH cnpsaMo miauebo. Ipu Tosa npoy 'l
4YeCTOTa Ha CJIydaM Ha XUIMOIVIMKEMUs NPH NALMEHTH, JIEKYBaHH ChC CHTATIIH
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[Tpu 24-ceamuyHo nmanedo-KOHTpONHpaHo GakTOPaTHO MPOYUYBaHe HAa HAYATHO JICYEHHE
cutarnunTiH 50 mg ABa MbTH AHEBHO B KOMOUHauua ¢ MeTgopMmuH (500 mg wimu 1 000 mg aBa nyTH
JIHEBHO) €€ [TOCTHUra 3HAYHMTENHO NnoAoc6peHHe Ha rMHKeMHYHHTE NapaMeTpH B CpaBHEHHE C BCAKA
MOHOTEpardsa. HamaleHHeTo Ha TEIECHOTO TEro NP KOMOMHALIMATA CUTATTTHITTHH U METGOPMHH €
noAoOHO Ha TOBa HabMoAaBaHO NpH MeTHOPMHH CAMOCTOSTENTHO HITH IJaLEe00; HAMa NpoMsaHa
CMpAMO H3XO/IHHUTE CTOMHOCTH IPH NMALMEHTH Ha CHTArJIMITHH CaMOCTOATEIIHO. UecToTaTa Ha
XHITOTJTHKEMHES € oA0OHA cpell ICKYBaHHUTE IPYIIH.

Ilpoyusane cvc cumazrunmun 6 kombunayus c memgopmun u cyagponunypes

24-ceAMHYHO MNaLEe00-KOHTPOIHPAHO KIMHHYHO MPOYyYBaHEe € IUTAHUPaHO Aa OLIEHH e(PHKACHOCTTa U
Oe3onacHocTTa Ha cuTaraunTHH (100 mg BeAHBAK AHEBHO) NPpHOABEH KBM ITTHMENHMPHA
(caMocToATETHO WK B KOMOHHaIMA ¢ MeTdhopMuH). JJo6aBAHETO HA CHTATJIMIITUH KBM FIIMMEITHPHA
H MET(OPMHH OCHTYPABA 3HAYMTENHO NOAOOpeHHe HA THKEMHYHHTe napamerpu. [laumuenTure,
NEKYBaHM ChC CHTATJIMITTHH, HMAT cabo noBHLIeHHe Ha TenecHOTo Terno (+1,1 kg) B cpaBHeHue ¢
T€3H, NOMYy4YaBasH ruianedo.

IIpoyusane cvc cumaznunmun 6 kombunayus ¢ mem@opmun u PPARy azonucm

26-cenMHYHO U1a1e60-KOHTPOJIHUPAHO NMPOYUYBaHE € MpeIHa3HAYEHO J1a OLICHH €(PHKACHOCTTA U
6esonacHocTTa Ha cutarnunTul (100 mg BeaHBK AHEBHO), A0OaBEH KEM KOMOHHALIMA HA
MUOTTIHTa30H H MeTPopMuH. lobaBdHeTO Ha CUTATTIMIITHH KBM NMHOTJIMTA30H H METQOPMHH,
OCHIypsiBa 3HAYUTESTHU NOACOpEeHHS Ha rIMKeMUYHKTE napaMeTpH. [IpoMsiHaTa B TeeCHOTO TErno or
H3XOAHO HUBO € NoA0OHA Ha Ta3K NPH MALMEHTH, IEKYBAHH CBC CHTAITTHIITHH, B CPaBHEHHE C
nnauedo. Yecrorara Ha XHNOrIMKEMES CHLLIO € MOAOOHA NPH Nal{HEHTHTE, IEKYBAHH CbC
CHTaITHITTHH WK Twiauebo.

IIpoyusane na cumaznunmun 8 KOMOuUHaYUR € MEMPOPMUH U UHCYAUH

24-cenMHYHO TLTAUE00-KOHTPOIUPAHO KIIMHUYHO MPOYUYBAHE € MpeIHA3HAYEHO Ja OLICHH
epexruBHOCTTA M O€30onacHoCcTTa Ha curarunTHH (100 mg BeaHBX AHEBHO) fo6aBeH KbM HHCYNHH
(npu cTrabinHa no3a 3a Hal-Manko 10 ceamuuy) cbe Wi 6e3 MerdhopmuH (Hait-manko 1 500 mg).
I1py nainweHTH, NpUeMallli NPEABAPHTENHO CMECEH HHCYJIHH, CpeAHaTa JHEBHA fo3a € 70,9
U/anepHo. [1pu naleHTH, NpUeMalli HeCMeCeH NPEABAPHTENHO {MEXIHHEH/ NPOABIHKHTEIHO
JEeHCTBalll) HHCYJIHH, CpeaHaTa nJHeBHa A03a e 44,3 U/nueBHo. Januure ot 73% OT nauUeHTHTE,
KOHWTO ca npreMaii MeTQOpMHH, ca npeactapeHd B Tabamua 2. JoOaBaHETO HA CHTArJIMIITHH KbM
HHCYJIMH OCUTypsiBa 3HAYUTENHO NOoAOOpEHNUE HA MITHKEMHUYHHTE napaMeTpu. HAMa 3HauHTeNHa
NMPOMAHA B TEJIECHOTO TETJIO OT U3XOQHOTO HUBO B JIBETE I'PYIIH.

Tabruya 2: Pesynmamu 3a HbA Ic npu naayebo-xonmponupanu npoyueanus ¢ KOMOURUPAHO AeHenue
CbC cumaznunmun u memgpopmun *

[Tpoyweane Cpednu cmotinocmu Ha Cpedna npomMara Kopuzupana, chpamo
u3xo0no nueo HbAlc CRPAMO U3XOOHO HUBO nrayebo, cpeona
(%) HbA ic (%) npomana na HbAlc (%)
(95% Cl)
Curarnuntud 100 mg 8,0 -0,7% -0,7F,% (-0,8, -0,5)

BEJAHEX JHHEBHO,
nobaseH KbM HOHOBA
Teparnusa ¢ meThopMUEY%
(N=453)

Curaraunmul 100 mg 8,3 -0,6%
BEAHBX JHEBHO,
nobareH kuM (poOHOBA
TEpalHs C IMTHMENHPUA
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IIpoyueane Cpeonu cmotinocmu va | Cpedna npomana Kopuzupana, cnpamo

u3xoono Huso HbAlc CHPAMO U3XOO0HO HUBO nrayebo, cpeona
(%) HbAlc (%) npomana Ha HbA lc (%)
(953% CI)

+ MeThopMHH %

(N=115)

Curarnuntun 100 mg 8,8 -1,2F -0,7%,f (-1,0, -0,5)

BEAHbXK AHEeBHO nobaseH

KbM (POHOBA TEpanug ¢

MHOTJIATA30H +

MeTgopMuHY{ (N=152)

Curarnunrun 100 mg 8,7 -0,7§ -0,58,1 (-0,7,-0,4)

BeHbXK JHEBHO,
nobaseH KkbM POHOBA
TepaimHuA ¢ HHCYJTHH +
meThopMuH % (N=223)
Hauanxo neuenue (opa 8,8 -1,4% -1,67.,1 (-1,8, -1,3)
ITbTH JHEBHO) %:
CHTaraIHTNHH 50 mg +
MerdopmuH 500 mg
(N=183)

HauanHo neyenne (npa 8.8 -1,9% -2,11,1 (-2,3, -1,8)
bTH JHEBHO) %
CHTArnTUNTHH 50 mg +
MetdopMuH 1 000 mg
(N=178)

* lMomyaupnaTa OT BCHYKH JICKYBaHH NALMEHTH (intention-to-treat aHamus).

T Haii-Mankure cpearm KaapaTH ca KOPUIHpaHH CTIPAMO CTATYCA NPH MPEXOAHOTO
AHTUXMNCPriTHKEMHYHO JIeYEHHE H CTOMHOCTTA HA U3XOAHO HUBO.

1 p<0.001 compared to placebo or placebo + combination treatment. B cpaBnense ¢ mane6o 1iH
mianebo + KOMOMHHpaHO JIeUeHHE.

% HbAlc (%)na 24-Ta cenmuua.

9 HbAlc (%)Ha 26-ta ceqmuua.

§ Haii-Mankure cpeaiHM KBaJpaTH ca KOPUIHpaHH 3a YoTpe6aTa Ha HHCY/IHH NpH BU3HTA |
(NpeaBapHTeNHO CMECEH CPELY HECMECEH NMPEABAPHTETHO [MEXTHHEH HIH MPOIbIKHUTEITHO
ACUCTBAIL]) U H3XOAHa CTOHHOCT.

Ipu 52-ceamMuyHoO npoy4BaHe, CpaBHABALLO ePUKACHOCTTA H Be3omacHOCTTa pH No6GaBAHE Ha
cHrarnunTiH 100 mg BeAHBK JHEBHO WM MHOM3HA (CYIPOHIITYPEHHO NPOM3BOIHO) [PH NALHEHTH
¢ HeIOOBP IIMKEMUYCH KOHTPOJ1 IPH MOHOTEPANHUS ¢ METPOPMHH, CHTATTIMITTHH € OA06eH Ha
FMHNH3KA NPH NoHwxaeaHeTo Ha HbAlc (-0,7% cpeana npoMsaHa cripAMo U3XOJHHTE CTOMHOCTH
npe3 ceAMUNA 52, cbe cpeana cToiHocT Ha HbA ¢ or npuGnusurento 7,5% B asete rpymnu).
Cpeanara 103a rnunu3Ka, H3NOA3BaHa B rpynaTa 3a cpaBHeHHe € 10 mg QHEBHO KaTo NPHOINU3KHTENHO
40% OT nauMeHTHTE Ce HyXIaiT OT A03a IMNM3HA <5 mg/THEBHO M0 BpeMe Ha NpOYYBAHETO.
Bbnpeky TOBA, NOBEUE NALMEHTH OT rPyMarta Ha CHTATTHITHH Ca NPEeKbCHAH JICUYCHHETO nopany
JIMTICA Ha eHUKACHOCT, OTKOJIKOTO B rpynarta Ha raumusu. [lauseHTHTe, NeKyBaHH ChC CHTATTHIITHE,
MOKA3BaT 3HAYMTETHO CPEAHO NMOHIKEHHE CIIPAMO M3XOAHHMTE CTOHHOCTH Ha TesIeCHOTO Terno (-1,5
kg) B CpaBHEHHE CHC 3HAYUTENTHO NIOKAYBAHE HA TEITIOTO MPH NALMEHTH NONYYaBany Fanmsika(+1, |
kg). B ToBa npoy4BaHe OTHOLICHHETO NMPOMHCYAMH KbM HHCYJIHH, Mapkep 3a ebgrn |
HHCYJIMHOBMA CHHTE3 ¥ OCBODOXKaBaHe, ce nofoOpsABa ChC CUTAIIMITTHH M Co/Ae
C NTHNH3KA. HecToTara Ha XMNOTIMKEMHUA B rPYNaTa Ha CHTArJMNTHH (4,9
HMCKa OT Ta3y B rpynara Ha riaunusug (32,0 %).
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24-cexMMYHO TU1aLIE60-KOHTPONIMPAHO KINMHHYHO NMPOYUBAHE, BKNOYBALIO 660 naiHeHTH e
NpeAHasHA4YEHO @ OLCHH ePMKACHOCTTA BOAEILA N0 HAMANIABAHE HA HHCYJIMHOBHUTE A03H H
GezonacHocTTa Ha cHTarnKMITHH (100 mg BegHbXkK AHEBHO), KOraTo € NMpubaBeH KbM HHCYJIHH
rNapkMH cee Wik 6e3 MeTdopmuH (noxe 1500 mg) no Bpeme Ha UHTEH3H(HLIMPAHETO HA
HHCYNUHOBAaTa Tepanud. IIpu naumenTy, npuemamy MetdopMHE, U3XoAHATA CTOHHOCT Ha HbAlc e
8,70% u Havanuara nosa uucynud e 37 IU/nHeBHo. [TalMeHTHTE Ca MHCTPYKTHPAHHK fa THTPHPAT
TAXHATa AO3a HHCYJIHH INIapKHH Bb3 OCHOBA HA CTOHHOCTHTE Ha KPBBHATA 3aXap Ha INajHo,
H3MEPEHH Ype3 KpbBEH TeCT C YOoxkaaHe Ha npbeTa. [Tpu nauMeHTHTe, NpHemaiy MeThOpMUH, Ha
24-Ta ceIMH1IA, yBENHYABAHETO HA IHEBHATA 1033 HHCYAUH ¢ 19 [U/nHeBHO NpH NalMEHTH, TeKyBaHHK
CBC CHTaraMNTHH, K 24 IU/aHesHo npy nausenTH Ha nnaue6o. Ilomwkasanero Ha HbA ¢ npu
NalMEHTH, JIEKYBaHH CbC CHTArTIHITHH, METQOPMHH M HHCYIHH € -1,35% B cpaBrenre ¢ -0,90% npu
NAaLHEHTH, JIEKYBaHH ¢ NaLeb0, MeT(pOPMHH M MHCYJIHH, pa3iuka ot -0,45% [95% CI: -0,62; -0,29].
YecroTaTa Ha xunornukemus e 24,9% npu nalLMeHTH, J1eKyBaHH ChC CHTATIMITTHH, METHOPMHH H
WHCYJIHH H 37,8% Npu NalMeHTH, IeKyBaHH ¢ Iiaue6o, MeTrdopmuH B MHCYIHH. Paznukara ce muipku
OCHOBHO Ha MO-BHCOKHA MPOLICHT NallHeHTH B rpynaTta Ha mianeto, H3MHTAIU 3 WM oBeYe enu3ona
Ha xunornuxkemus (9,1 cnpsmo 19,8%). Hama pasnuka B 4eCTOTATA Ha TEHKA XHUMOTTUKEMHUS.

MerdopMuH

Mexanuzom na deticmeue

Metdopmun € 6MreaHnaMH ¢ AHTHXMNEPITIMKEMHYEH €(eKT, MOHIKABALL KaKTo 6a3a/IHaTa, TaKa U
[U1a3MEHATa III0K03a e XpaHeHe, Tol He CTHMynHpa MHCYITHHOBATA CEKPELIMA M ClIe0OBATETHO He
NPEeaU3BUKA XMITOTJTHKEMHAL.

MeTdopMHH MOKe Ja JelicTBa O TPH MEXaHH3MA:

- Ype3 HaMaJigBaHe NpOAYKUMATA Ha YepHOApPOOHa II0K03a upe3 HHXHOUpaHe Ha
ITIIOKOHEOTEHEe3aTa U MNMKOreHOIU3aTA.

- B MYCKYJIMTE, Ypc3 YMEPEHO NOBHIUABAHE HA HHCYJIHHOBATa YyBCTBHTENHOCT, NOAOODABAMKH
nepu(GepHOTO NOEMaHE H YCBOABAHE HA TJIFOKO34.

- 4pe3 3abaBsHe Ha abcopbuMsaTa Ha rmoOKo3a B ThHKHUTE 4€PBa.

MerdopMuH CTHMYIMpPa BLTPEKIETEYHHA CHHTE3 HA IIMKOTEH 4pe3 BL3ACHCTBHE BBPXY [IMKOTEH
cuHTeTasara. MeTgpOopMHH NOBHILIABA TPAHCTIOPTHHUA KaNALUTET Ha cieUHHYHH THIIOBE MeMOpaHHK
TpaHcnopTepH Ha rimokosara (GLUT-1 u GLUT-4).

Kaunuuna egpuxacnocm u bezonacrocm

[1py Xopata, HE32BUCUMO OT JEHCTBHETO CH BBPXY IMIHKEMHUATA, METGOPMHH MMa GaronpusTHH
epeKTH BBPXY AMNHAHKA MeTaGonu3pM. ToBa ce 0ka3Ba NPH TepaneBTHYHM KOHLEHTPALMH B
KOHTPONMPaHH KIHHUYHH NPOYYBAHUA ChC CPEAHA NMPOABDKUTENHOCT HIH AbATOCPOUHH KITHHHYEH
NpOy4BaHHA: METHOPMHH HaManaBa o6mus xonectepon, LDLc 1 HuBaTa Ha TPHIIHLepUaNTE.

[TpocnexruBHoTO panaomusupano (United Kingdom Prospective Diabetes Study, UKPDS)
MpOy*BaHE € YCTAHOBHJIO IbJArOCpOMHATA MOA3a OT HHTEH3WBHUA KOHTPOJ HAa KPbBHATA 3aXap MpH
auaber THI 2. AHATIU3BT HA PE3y/ITATHTE TPH NALMEHTHTE C HATHOPMEHO TEIJIO, IEKYBAHH C
MET(OPMHH cliell HEYCneX ¢ AMeTa CaMOCTOATENHO NOKA3BaT:

- 3HAYMTE]IHO HaMajleHHe Ha abCOMIOTHHUS PUCK Ha CBbP3aHHTe ¢ quabera YCIOXHEHHS B IpyIiaTa
Ha MeTQOpMHH (29,8 crouTHA/1 000 NalMEHTO-TOAKHK) CIIPSIMO AMETa CAMOCTOSTENHO (43,3
cpbuTH/1 000 naumenTo-rogunu), p=0,0023 1 cnpsaMo rpynATe Ha KOMGHHALMS ChC
CYNQOHWIYpest U MOHOTepanus ¢ HHCyuH (40,1 cubutus/1 000 naumeHTO-rogMHY), p=0,0034.

- 3HAYMTEJIHO HAMAJICHHE Ha aOCOMIOTHHSA PHCK OT CBbp3aHaTa ¢ AMabeT CMBbPTHOL?

7,5 crbuTHa/1 000 nauneHTO-rogHHK, J4eETa caMocToTeNHO 12,7 chOUTHS/ M
roaudy, p=0,017.
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roguuy, (p=0,011) u cipamo rpynuTe koMOnHUpaHa CyIQOHWIYpes H MOHOTEPANHA ¢ HHCYJIHH
18,9 cxburns/1 000 nauuenro-rogunum (p=0,021).
- 3HAYHTEJIHO HAMAICHHE Ha aOCOMOTHHA PUCK OT MHOKapieH HHGapKT: MeTdopMmuH 11 cp6uTus/|
000 naumenTo-roauuu, arera camoctoaTenHo 18 c6urra/l 000 naumenTo-roguuu, (p=0,01).

TECOS (Trial Evaluating Cardiovascular Outcomes with Sitagliptin) ¢ panaomMusupano npoyusane
npu 14 671 nauueHTH B intention-to-treat nomynauusra ¢ HbAlc > 6,5 no 8,0 %, ¢ ycraHOBeHO
CBHPAEYHO-CBAOBO 3a00JIsABaHe, KOMTO NOTy4YaBaT CHTArMHNTHH (7332) 100 mg anerHo (W 50 mg
AHEBHO, aKO M3XOAHWTE CTOHHOCTH Ha €GFR ca >30 u < 50 ml/mMun/1,73 m2 ) win iiauebo (7339),
nobaBeHH KbM 00HUaHHNTE MPHIKH CBHIIACHO MECTHHUTE cTaHaapTH 3a HbA ¢ u cbhpaeuHo-cba0BH
puckoBH dakropu. [Tauuentn ¢ ¢GFR < 30 ml/mMun/1,73 m2 ue ca BKIIOYEHH B MPOYYBaHETO,
Hscnensanara normynaims Biuniousa 2004 mauMeHTH Ha Bb3pacT >75 roauuu u 3324 nauueHTy ¢
0B0peuno yepexaare (¢GFR <60 ml/mun/1,73 m2).

Ilo BpeMe Ha npoyuBaHeTo, 061NaTa H34KCIeHa CpeaHa pasnuka (Standart deviation, SD) B
ctohHocTHTe Ha HbA 1c Mexxay rpynuTe Ha cHTarnmumTuH ¥ miaue6o e 0,29 % (0,01), 95 % CI (-0,32,

-0,27); p <0,001.

ITbpeHyHaTa KpaliHa TOUKA N0 OTHOLIEHHE Ha ChPAEYHO-CHAOBATA CHCTEMA € ChCTaBHA OT [THPBATA
rosiBa Ha CLPACYHO-CHAOBA CMBLPT, HedaTancH MHOKapAeH HHapKT, HedaTaieH HHCYAT WK
XOCMHTANH3aUMA Nopaay HecTabWiIHA cTeHOKapAHA. BTOpHUHHTE KpaliHH TOYKH N0 OTHOILEHHKE Ha
ChpACYHO-CBAOBATA CHCTEMA BKIIIOMBAT IThpBaTa NOABa Ha ChPAEYHO-CBA0OBA CMBPT, HedaTasieH
MHOKapeH HH(ApKT WIH HedaTaneH MHCYIIT; TbpBATa MOABa HA HHAHBHIYATHUTE KOMIIOHEHTH Ha

MbPBHYHATA ChCTaBHA; 00ILA CMBPTHOCT H XOCITHTANM3ALIMH MIOPaaH 3aCTOMHA ChpAeYHa

HCOOCTATBYHOCT.

Cnea npocneaspaHe ¢ MeAMaHa Ha NPOABLILKHTENHOCT OT 3 TOAMHH, CUTATIHIITHH He NOBUILABA
PHCKa OT FOJIEMH HEXKENAaHH ChPAEYHO-CHAOBU CEOHTHA HITH PHCKA OT XOCIIMTANH3ALMS NIOPaii
ChpIACHHA HEAOCTAThYHOCT, KOraTo ¢e 106aBs KbM OOHYaitHHTE MPIDKH NPH MaLMeHTH ¢ Auaber Tan 2
B CPaBHEHHE ¢ 0OxuaiHHTe rprku 6e3 curarnunTul (Tabaxua 3).

Tabruya 3: Yecmomu na xomburupanu copoeyHo-cvO08YU Pe3yAMAmMU U HA KRIOY08U 8MOPUHHY

pesyamamu
Cumazaunmun 100 mg {lnayebo Koeduyuenm | p-
N (%) Hecmoma N (%) Hecmoma Ha pucka cmotinocm?
na 100 nayu Ha 100 nayu | (95% CI)
eHMOo-200U eHMOo-200u
Hu* nu*
Ananusz e Intention-to-Treat nonyrayunma
bpoiu nayuenmu 7332 7339 0,98 (0,89- <0,001
Ihvpsuyna 839(114) (4,1 851 (11,6) | 4,2 1,08)

CbCMAaeHa Kpauha
mouxa
(CbpaeuHo-
CbIOOBA CMBPT,
HedartaleH
MHOKapIeH
HHQAPKT,
HedaTaneH
HHCYJIT HITH
XOCTIHTAIU3A LN,

nopagu

16




Cumaznunmun 100 mg

IInayebo

N (%)

Yecmoma
na 100 nayu
EHMOo-200U
Hu*

N (%)

Hecmoma
wa 100 nayu
EeHMo-200u
Hu*

Koeguyuenm

Ha pucka
(95% CI)

p-
cmoitocmy

HecTabunna
CTCHOKapAHs)
Bmopuuna
CbCMAGHA KPAUHA
moyxa
(Copaeuno-
ChAOBAa CMBPT,
HedaraneH
MHOKapIeH
HH(pAPKT WIH
HedaraicH
HHCYJT)
Bmopuuen pesyamam

CupaeuHo- 380 (5,2) 1,7
ChAOBA CMBPT
Bcsakakbe BHI
MHOKapAeH
HH(papKT
(patanen u
HeaTaneH)
Bcakakes BHA
HHCYIT ((aTtaneH
H HedaTalen)
Xocnuratulanus
nopazy
HecTaOHITHA
CTEHOKapaus
CMBpPT nopaan
BCAKAKB4
[IPHYMHA
XOCTHTATH3ALHI,
nopany CepIcvHa
HEAOCTATBYHOCT]
* Yectorara Ha 100 manmerTO-roanHy € u3uncieHa karo 100 x (oOuma 6poit naumeHTH ¢ >1
cbOHTHE MO BpeMe Ha AOMYCTUMHS NEPHUOI HA EKCTIOZHLIMA CTIPAMO o01IHs Opoi NalMEHTO-TOIUHH
Ha npociaeaaBaHe).

T Bu3 ocHoBa Ha Moaen Ha Cox, cTpaTHpHUHpaH NO perHoH. 3a CbCTABHUTE KPaitHH TOYKH, P-
CTOMHOCTHTE CLOTBETCTBAT Ha TECT 3a HCMH(EPHOPHOCT, ThpCcelll Ja MOKake, Y€ Koe(HIHEHTHT Ha
pHcKa e mo-ManbK OT 1,3. 3a BCHUYKM ApYry KpalHHH TOYKH P-CTONHHOCTHTE CHOTBETCTBAT HA TECT 3a
pa3iHkuTe B KOS(HLIMCHT Ha PUCKa.

I AHaNIM3BT HA XOCTIMTATM3aUMATA MOPAJH ChPAEYHA HEAOCTATHUHOCT € KOPUIHpaH 3a aHaMHE3a 34
CHpACYHA HEAOCTATHYHOCT HA U3XOJAHO HHUBO.

745 (10.2) | 3.6 746 (102) | 3.6 0,99 (0,89-

1,10)

<0,001

366 (5,0) | 1,7 1,03(0,89- | 0,711
1,19)
0,95 (0,81-

1,11)

300 (4,1) 1,4 316 (4,3) 1,5 0,487

178 (2,4) 0,8 183 (2,5) 0,9 0,97 (0,79-

1,19)

0,760

116 (1,6) 0,5 129 (1,8) 0,6 0,90 (0,70-

1,16)

0,419

547 (7,5) 2,5 537 (7,3) 2,5 1,01 (0,90- 0.875

1,14)

228 (3,1) 1,1 229 (3,1) 1,1 1,00 (0,83-

1,20)

0,983

lieanaTpuyHa nonmynanys
EBponeickara areHLus 1o JiekapcTBaTa ocBOOOXKJaBa OT 3aALDKCHHUETO 34 Ipe

pe3yJITATHTE OT NPOYUYBAHUATA C METQOPMHUH/CHTAIJIMITTHH BbB BCHYKH NOATP
nomysauug cbe 3axapen AMabet Ty 2 (Broxre Touka 4.2 3a HHGOpMaLUMA OTH
neguaTpuaTa).
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besonacHocTTa M epUKACHOCTTa NpH J06GaBAHE HA CHTATIMITTHH [IPY NEAXATPUYHM NALMEHTH Ha
BB3pacT oT 10 a0 17 roaunu ¢ auabet TN 2 1 HealeKBATCH MNIMKEMHYEH KOHTPO/ Ha MET(hOPMHH,
CbC MY (€3 KHCY/IUH, Ca OLIEHEHH B JBe MPOYYBAHHsA 32 MEPHOI OT 54 cenmuum. J[oGaBAHETO Ha
CHTArJIMITHH (IPUJIOAKEH KATO CHTArTHITTHH+MET(OPMHH WIH CHTATIMITTUH+METGHOPMHEH ¢
yABKEHO ocBoOoxkraBaHe (Extended-release, XR)) e cpaBHEHO ¢ Ho6aBAHETO Ha MIALE60 KbM
MeTdopMHuH uin MethopMun XR.

Maxkap u aa ce 1eMOHCTPHpA NPEBB3IXOACTBO N0 OTHOLLIEHHE NIOHWkaBaneTo Ha HbA lc 3a
CHTArNTMNTHH+METQOPMHUH/ CHTAarNUITHH+MeTgopMHH XR Haa MeTdopMun Ha ceqmuiia 20 mpu
COOpHHS aHAU3 OT TE€3M JIBE NPOYYBAHMA, PEYATATHTE OT OTAENHHTE NPOYYBAHHS CA
HECHBMECTHMH. OCBEH TOBa, He ce Hab/monaBa No-BHCOKa ePUKACHOCT HA CHTATTMITHH+METHOPMHUH/
CHTarmMITRH+MeTdopMUH XR B cpaBHeHHe ¢ MeTdOpMHH Ha ceaMuLa 54. CrenoBaTenHo,
kOMOMHALMATA METGOPMHH/CHTArTHITHH He TPAGBA Aa Ce H3NOM3Ba NPH NEANATPHYHM ALMEHTH Ha
Bb3pacT oT 10 no 17 roauny nopaau HeaocTaTh4Ha epHKACHOCT (BHXTe Touka 4.2 32 MHdOpMaLus
OTHOCHO ymoTpe0ba B neanarpuara).

5.2 ®apMakoOKHHETHYHH CBOHCTBA

Curarmunrud/MeThopMHuH

[IpoyuBaHuaTa 3a GHOEXBUBAJIEHTHOCT IIPH 3APABH YYaCTHHLM MOKA3BAT, Yye
CHTArJIHIITHH/METGOPMHUHOB KOMOHHMPaHH TabneTky ca GMOEKBHBANECHTHH HA eJHOBPEMEHHOTO
MPHIOKEHHE Ha CHTArIUNTHH (pochar U MeTHOPMHHOB XMAPOXIIOPH/L KATO OTAETHH TableTKH.

CneaHnTe NaHHH NMOKa3BaT (GapMaKOKHMHETHYHHMTE CBOCTBA HAa OTHE/IHWTE AKTHBHH BEILEeCTBa Ha
KOoMOHWHaLIHMATA.

CdrarnunTyl

Abcopbyun

Cnen nepopanHo npuioxeHue Ha 0o3a 100 mg Ha 3ApaBu YYaCTHHIM, CHTATIKITHH Obp30o ce
abcopbupa, ¢ N0CTHTaHe Ha MMKOBH TUIA3MEHH KOHUeHTpanuH (Meanana Tmax) 1 no 4 yaca coien
MPHUIOKEHHETO, CpeaHa rasMeHa AUC Ha curarnumTiH 8,52 uMsehr, Cmax 950 nM. A6comoTHaTta
OMOHAIMYHOCT Ha CHTArTHNTHH e npubnnsuTento 87%. Thil KaTO IPUEMaHeTO Ha CHTATrTHITHH
eHOBpeMeHHO ¢ Oorata Ha Ma3HHHHK XpaHa He MOBJHABA (PaPMAKOKUHETHKATA, CHTATTTHITTHH MOKE
Jia ce nNpunara cbC Wwin 6¢3 XpaHa.

Ilnasmenara AUC Ha CHTariunTHH ce NOBUILIABA MO JO30MPONOPLHOHANIEH HAYMH,
H03anponopuHOHAIHOCT He € YcTaHOBeHa 3a Cmax u C24yaca (Cmax ce nosHIIaBa Nopeye ot
[03anponopunHoHando, a C24uaca ce yBeauyaga no-Majiko oT 103a-NpoNopLHOHAITHO).

Paznpeoenenue

Cpenxusar o6eM Ha pasnpelieneHye B CTALMOHAPHO ChCTOSHHUE CJIEA €IHOKPATHA HHTPABEHO3HO
npunoxeHa 103a ot 100 mg CHTarIKMOTHH Ha 3APaBH YHaCTHHLIM € npubausuTenHo 198 nuTpa.
OpakunsTa CUTATTIMIITHH 06PaTHMO CBBbP3aHa ¢ M1a3MEHHUTE NPOTEHHH € HHUCKa (38%).

buompancghopmayus
CHTarjunTHH ce eMMMHHHPa OCHOBHO HETPOMEHEH C YPHHATa, 8 MeTaboM3MBT € BTOPOCTENEHEH
neT. [IpubansuTento 79% Ot CHTarMUNTHH Ce& eKCKPeTUPA HEMPOMEHEH B YPHHATA.

Crien nepopanta no3a ['*Clenrarnumris, npubnausutento 16% oT pagHOaKTHBH
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MPOYy4YBAaHHATA NOKA3BAT, Y€ OCHOBHHAT €H3HM, OTTOBOPEH 34 OrpaHU4YeHHs MeTaboIn3bM Ha
cutarnunTiH e CYP3 A4, ¢ yuacruero u Ha CYP2CS.

In vitro naHHUTE NMOKa3BaT, Y€ CHTArUITUH He € MHXHOMTOp HAa CYP u3oersumure CYP3 A4, 2C8,
2C9, 2D6, 1A2, 2C19 unu 2B6, u He ¢ naayxTop Ha CYP3A4 n CYPIA2.

Erumunupane

Cnen npunoxkeHHe Ha nepopayiHa 103a ['“CleuTarHITyH Ha 30paBH Y4acTHRHLH, PUGITH3UTENHO
100% oT npunoxeHaTa paTHOAKTHBHOCT ce eJIMMHHHPa ¢ dexanuure (13%) win ypuHara (87%) ao
¢IHa CeIMMLIa CJIe NPHIOKEHHETO Ha fo3ata. [IpuBuaHuaT kpaeH t' cnea 100 mg nepopanza nosa
CHTarlIMNTHH € npubnusuTendo 12,4 yaca. CUTArnUNTHH ce HATPYIBAa CAaMO MHHHMAJTHO MpH
MHOTOKpPATHO npHnaraHe. bsOpeyHuaT KnuprHC e npubausuteaHo 350 ml/Mun.

EnMHHHUPaHETO HA CHTATJIMITTHH CTaBa OCHOBHO upe3 Oh0peuHa eKCKpeLs H BKIIOYBA aKTHBHA
TyOynHa cekpeups. CHTArTUNTHH € CyOcTpaT Ha YOBEILIKH OpraHHYeH aHHOHEH TPaHCTIopTep -3
(hOAT-3), ko#iTo Moxce 61 yyacTBa B 6bOpeyHOTO ETMMHHHPAHE Ha CHTArTMNTHH. KnnHuuHOTO
3HaueHHe Ha hOAT-3 B TpaHCTIOPTa Ha CUTATTHITTHH He € ycTaHOBeHO. CHTarMMNTHH € cy6eTpaT U Ha
P-TJIMKONPOTEHH, KOATO MOXKe OM yyacTBa M B MEAMHpaHeTO Ha GbOPEYHOTO eTMMHMHMpPaHE Ha
CUTAIJIMIITHH. B CHLWOTO BpeMe LIMKIIOCTIOPHH, €IMH P-INIMKONPOTeHH HHXUOHUTOP, HE HaMaigBa
OB6peunns KIMpBHC Ha cHTarnUNTHH, CHTAaraMNTHH He € cyberpaT Ha OCT2 win OAT1 win
PEPT1/2 tpancnioprepure. In vitro cutarnumid He notucka OAT3 (IC50=160 pM) wiu p-
ravkonporenHa (no 250 uM) MeauHpaHHs TPaHCTIOPT B TEPANEBTHYHO PEIEBAHTHH TUIa3MEHM
KORUEHTpaUuH. [1pH KIHHHYHO Npoy4BaHe CHTAIJIMITTHH UMA MAanBK e(DeKT BLPXY TUIa3MEHHTE
KOHLIEHTPaLMK Ha AUrOKCHH, KOETO MOKa3Ba, Ye CHTAITHITTHH MOXe Na € ¢1ab HHXHOHTOP Ha p-
IJTMKOIIPOTEHH.,

Xapaxmepucmuxa npu nayuenmume
DapMakOKHHETHKATa HA CHTArJIMITTHH € KaTO LA/JI0 CXOAHA MPH 3/1PaBH YYaCTHHLM H MALHEHTH C
auaber Tun 2.

bvbpeuno yspexcoane

[IpoBeaeHo € 0OTBOPEHO NpOYyYBaHE NPH €AHOKPATHO MPHIOKEHHE 33 OLEHKA HA HapMaKOKUHETHKATA
Ha HaMaJieHa J03a CHTarnmunTHH (50 mg) npy nauMeHTy ¢ pa3inyHa CTeneH Ha XpoHUYHO 6B6peuHo
YBpPEXaHe B CPABHEHHE ChC 3apaBH KOHTPOJH. [IpoyuBaHeTo BiUOYBA NalMeHTH ¢ HBOpeuro
YBpEXJaHE B JIEKa, YMEpEeHa WIH TeXKa CTeneH, KakTo U nauueHT ¢ ThbH Ha xemoauanusa. Oceen
TOBa, epeKTHTE Ha 61LOpeuHo yBpexxaaHe BupXy apMakOKHHETHKATA HA CHTArIMITHH NPU NALMEHTH
¢ nuabet THN 2 U 6BOpeuno yBpexIaHe B JIeKa, YMepeHa WM TEXKa cTeneH (Bmounrenao TEH), ca
OLIEHEHH Upes3 MONyJIaUUOHHH papMaKOKHHETHYHH aHAJIHU3H.

B cpaBHeHHe cbe 3ApaBH KOHTPOTH, InasmMeHaTa AUC Ha CHTarIMIITHH ¢e NOBULIABA
npHONU3uTENHO 1,2 MHTH NpHU nauKeHTH ¢ 6L6peyHo yBpexkaaHe B acka crened (GFR >60 xo <90
ml/MHH) ¥ CbOTBETHO 1,6 MLTH NpHU nauueHTH ¢ GBOpeUHo yBpeKaaHe B ymepeHa crenen (GFR >45
10 <60 ml/Mun). Thil KaTO pa3MEPHT HA MOBHILIEHHETO HE € KIIMHHYHO 3HAYMM, HE Ce HaIara
KOpPHrHpaHe Ha A03aTa NpH Te3M NaLHEeHTH.

[Inasmenata AUC Ha CHTArNMNTHH C¢ NOBHINABA IPUOIH3NTENHO 2 TBTH NPH NaLKEHTH ¢ 6p6petHo
yBpexaaHe B ymepeHa cteneH (GFR 230 go <45 ml/Mun) 1 npubauautento 4 mbTH NpH NaLMeEHTH C
61p0peuHo yBpexkaane B Texka creneH (GFR <30 ml/MuH), BKIIOYMTENHO nalye
xemoaHanuza. CUTArJIMITTHH Ce OTCTPaHABA YMEPEHO MpH XeMoauanusa (13,5%43:
XE€MOJHATH3Ha cecHs, 3ano4Ballla 4 yaca clea NPUIOKEHHETO).

Yeproopobro yepescoane
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He e HeoOxoaHMa KOPEKUMA Ha 103aTa CHTArJTMITHH NMPH NAllHEHTH C JIEKO HIIH YMEPEHO
uepHOApoOHO yBpexkaaHe (ckop no Child-Pugh <9). HaMa knuHHYEH ONUT NPH NMALIMEHTH C TEXKKO
yepHOApoOHO yBpexxaaHe (ckop no Child-Pugh >9). B chimoTo BpeMe, Thif KaTo CHTATTHIITHH ce
eJIMMHHUPA OCHOBHO upe3 0LOpeLHTe, He ce 0uaKBa TeXKKOTO YepHOAPOOHO YBpeXxX/iaHe Aa MOBJIHSsE
BbPXY PapMakOKMHETHKATa Ha CHTArJTUITTHH.

Ilayuenmu 6 cmapyecxa sv3pacm

He ce Hanara kopekiMa Ha 103aTa B 3aBHCHMOCT OT Bb3pacTTa. Bu3 ocHOBa Ha nomynatMoHeH
(hapMakOKHHETHYEH aHATH3 Ha AaHHH oT Pa3a | u Pa3a I1, BE3pacTTa He 0Ka3Ba KIHHMYHO 3HAYHM
edexT BbpXy QapMakOKHHETHKATAa Ha CHTArTMITHH. Y4acTHULMTE B CTapuecka Bb3pact (65 no 80
FOAMHH) UMAT MPUOAH3HTENHO 19% MO-BUCOKM IU1a3MEHH KOHLEHTPALHHY Ha CHTAT/IMITTHH B

CPaBHEHHE C MO-MJIAAH YYaCTHHLH.

Ileouampuyuna nonynayun

(apMaKkOKHHETHKATA HA CHTATIMITTHH (eAMHUYHA Ao3a 50 mg, 100 mg win 200 mg) e u3cneaBaHa
MpH NEAHATPHYHH NaUMeHTH (Ha Bb3pacT ot 10 a0 17 roannn) ¢ auaber tan 2. Mpu Tasu nomynauus,
AUC Ha cHTariMnTHH B n1a3Mara, KOpUrHpaHa cripsamMo 103aTta, € npubnuzutenHo 18% no-Hucka
OTKOJKOTO NIPH BBL3PaCTHH NauMeHTH ¢ AMader Tvn 2 npu ao3a 100 mg. He ca nposexaauu
NPOYYBAHUA ChC CHTATJIMITTHH NPU NEAHATPUUHH NMALHEHTH Ha BB3pacT < 10 roauHu.

Lpyau xapaxmepucmuxu Ha nayuenmume

He ce Hanara kopekuus Ha 103aTa B 3aBUCHMOCT OT T1OJ1, paca WM MHAEKC Ha TesnecHa Maca (BMI).
Te3n XapakTepuCTHKH HAMAT KIHHHYHO 3Ha4MM edekT BupXy GapMaKOKMHETHKATA HA CUTArIHIITHH
criopesi KOMOMHMPaHHA aHATK3 Ha papMakOKHHETHYHMTE JaHHM oT Pa3a | u nomynaumoHeH
(papMakOKHHETHYEH aHaNK3 Ha RaHHH oT Pasa I u daza II.

MerdopmuH

Abcopbyusn
Cnea nepopanHa no3a mergopMuH, Tmax ce moctHra 10 2,5 yaca. AGconioTHaTa GHOHATHYHOCT Ha

Tabnerka MmeTgopMuH 500 mg e npubnusurento 50-60% npH 3apaeu yuactauum. Cnen nepopasHa
no3a, Heabcopbupanara ppakums, otkpuTa BLB hekanuure e 20-30%.

Cnen nepopanen npueMm, abcopSumnsra Ha METHOPMHUH € HACHIIIAILA C€ ¥ HembiHA. CMATA ce, Ye
(hapmMakoxuHeTHkaTa Ha abcopbumaTa Ha MeTGOpMUH e HenuneiHa. [Ipu o6HuaitHn 103K MeThOpMHH
H JIO30BH CXEMH, IUIa3MEHUTE KOHLIEHTPALIHK NPH CTALMOHAPHO CHCTOSHHE CE JOCTHIAT B PAMKHUTE Ha

24-48 vaca m KaTo uano ca no-Manko or 1 pug/ml. [py KOHTPONKPaHH KJIHHHYHH NPOYUBAHMHS,
MaKCHMAJIHHTE NJIa3MeHH HHBa Ha MeT¢opmHH (Cmax) He npeBHaBaTt S pg/ml, nopu npw
MAKCUMAJTHH JIO3M.

XpaHaTa HamassaBa cTeneHTa v cinabo 3a6ass aGcopbumara Ha MerdopmuH. Clien NPUIOKEHHE Ha
no3a ot 850 mg ce Habmonasa 40% no-HKcka NMMKOBA MIA3MEHA KOHLEHTpaLus, 25% HaManeHue Ha
AUC # ynwikasaHe ¢ 35 min Ha BpeMeTO 10 AOCTHIaHE Ha MMMKOBA IUTIa3MeHa KOHLIEHTPaLus.
KnuHuyHaTa 3HAUHMOCT HE € H3BECTHA.

Pasznpedenenue
CBBP3BaHETO C MUIA3MEHUTE NPOTEUHH € HEZHAUUTEITHO. MetdopmuH ce paznpegens B

CPHTPOLUMTHTE. KPLBHHUAT MUK € MO-HUCHK OT IUIA3MEHHS NHK M Ce MOABABA PHOIUIMTENHO N0
Ha pasnpeneneHue. CpegHusat Vd Bapupa Mexay 63 — 276 1.

buompanchopmayus
MeT(hopMHIH Ce eKCKpeTHpa HeNMpoMeHeH B YpHHaTa. [Ipu XopaTa He ca ycTa
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Enumunupane
bbOpeunnaT KIMpBHC Ha MeThOpMHH € >400 ml/MuH, KoeTo noKa3Ba, 4e¢ METPOPMHH Ce ETHMHHHpA

4pe3 rIoMepyHa QuaTpauus U TyOysHa cekperpis. Clieq nepopanHa 103a, IPUBHIHKST TEPMUHAICH
€TTMMHHALMOHEH TIOTYXHBOT € NPHOIH3UTeNHO 6,5 h. Koraro On0peuHara GpyHkumns e yBpeneHa,
OBLOpeYHHs KIMPBHC Ce HAMAISBA B CHOTBETCTBHE € TO3H Ha KPEaTHHUMHA U CJIEIOBATEIHO
CTMMHHALMOHHUAT NOTYXHBOT C€ YAB/DKaBa, KOETO BOAH IO MOBHIICHH HUBA HA MET()OPMHH B
1a3Mara.

5.3 IlIpeaxnanEHYHHA JAHHH 33 0e30HACHOCT
He ca npose:kaanu npoy4BaHHs NPH XXUBOTHH ChC CHTATTUIITHE/METGHOPMHH.

[Ipu 16-ceMHUHM NpOYYBaHHs, B KOMTO KY4€Ta Ca TPETHPAHH MIIH ¢ MET(OPMHUH CAMOCTOSTENHO
WITH ¢ KOMOMHAUKs OT MeTGOPMHH U CHTAINIMITTHH, He € HabmIoAaBaHa JOITBIHHTETHA TOKCHYHOCT OT
kombuHawmiata. NOEL (No observed effect level) B Te3n npoyusauus ce Ha6monapa mpH excnosuLys
Ha CHUTATJIHIITHH NPAOIH3HTEIHO 6 ITBTH NO-BHCOKA OT Ta3M NPH XOpa U NPH EKCIIO3MLMA HA
MeT(OPMHH NMPHUOIUINTEIHO 2,5 ITbTH MO-BUCOKA OT TA3H NIPU XOpa.

CrneHUTE AaHHH ca HAXOAKH TIPH NPOYYBaHHS, NPOBEAEHH ChC CUTAITIHIITHH WK METAOPMHH
CaMOCTOATENHO.

CHTArIMIITHH

brbpeuna 1 yepHOApoSHA TOKCHIHOCT ce HabmoaaBa NPy rpH3ayH OpH CTOMHOCTH HA CHCTEMHA
€KCTIO3HIHA 58 THTH MO-BUCOKH OT HMUBOTO Ha EKCIIO3ULMATA IIPU X0pa, 4 HUBOTO 6€3 eeKT e
OMpeje/IeHO Ha 19 MBTH MO-BUCOKO OT TOBa NPH XOpa. AHOMAJIHH Ha pe3LIUTe ce HabaoNaBaT pH
ILTEXOBE IPH HHBA Ha €KCTIO3ULMA 67 ITETH NO-BUCOKH OT HHBOTO HA KJIHHHYHA €KCIO3UIMA, HHBOTO,
6e3 edexT NpH Tasu HaxoAKa € 58 IBTH MO-BHCOKO, CHITIACHO PE3YITATHTE OT 14-CeIMHYHO
MPOYYBAHE MPH ILTEXOBE. 3HAUYEHHETO HA TE3H HAXOAKH IIPY X0opa He € u3BeCTHO. TPaH3HTOpHH,
CBBbP3aHH C JICYCHHETO (PH3HYECKH MPOSBU, HAKOH OT KOMTO NPEATIONAraT HAJTHMHETO HA
HEBPOJIOTMYHAa TOKCHYHOCT, KaTO JHILIAHE C OTBOPEHA YCTa, CaNMBaLHg, €eMe3uC Ha Os1a nsaHa,
aTaKCHA, TPEMEPeHE, HAaMAleHA AKTHBHOCT W/WITH M3rbpOeHa no3a ce HaboaaBaT NPy Ky4€Ta npH
HHMBA Ha €KCTIO3HLHA NPHOIIU3UTENHO 23 MBTH MO-BUCOKH OT HUBOTO HA KIIMHHYHA eKCTIO3HIMS.
OcBeH TOBa, MHOTO JIEKa JI0 JIEKa KOCTHO-MYCKYJIHA IereHepalus ce Hab/moaaBa  XHMCTOJTOTHYHO
IPH A03M, JaBallli HUBA HA CHCTEMHA €KCIO3HLUA NPUOITU3NTETHO 23 NBTH NO-BUCOKH OT HHBOTO Ha
€KCTIO3ULIMA NpH Xopa. [1pu Te3n pesynraTi, HUBOTO 63 eekT € npH eKCTIO3HLHA 6-KPATHO NO-
BHCOKAa OT HUBOTO HA KIIMHHUYHA €KCITO3HLIMA.

CHTarunTHH He MOKa3Ba FeHOTOKCHYHOCT B XO[a Ha MPEAKIHHUYHH Npoy4YBaHHi. CUTATIIHIITHH He
€ KaHUeporeHeH npu MULIKHY. [IpH nirbXxoBe MMa NoBUIlIeHa Y€CTOTAa HA YePHOAPOOHH aICHOMH U
KapLUHHOMM I1pY HHBA Ha CHCTEMHA €KCNO3MLHA 58 ITBTH NO-BHCOKH OT Te3W NMpH xopa. Thil karto e
YCTaHOBEHO, Y€ XENaTOTOKCHYHOCTTA KOpeNHpa ¢ HHAYLHMPaHETO Ha 4ePHOAPOOHA HEOILTA3HA NPH
IUTBXOBE, Ta3H NOBHINECHA YE€CTOTA HA YepHOAPOOHH TYMOPH NPH IUTHXOBETE € BEPOATHO BTOPUYHA,
BCJICICTBUC HA XPOHWYHA XENATOTOKCHYHOCT MPH Ta3H BUCOKA A03a. [lopaau BUCOKATa rpaHHLA Ha
6ezonacHocT (19-meTH Mo-BHCOKa NPH TOBa HUBO Ge3 edekT), TE3H HEOILTACTHYHM MPOMEHH He ce
CUHMTAT PEJIEBAHTHHU 3a XOpa.

He ca nabmoaaeanu CBbp3aHH ¢ nedeHHeToO eheKTH BEPXY QEPTIIMTETA P MBKKH H JKEHCKH
IUTbXOBE NOJYYHIH CHTArJIMOTHH TIPEAU U MO BpeMe Ha YH(PTOCBAHE.

[IpH npoyuBaHe BbpXY Npe-/NMOCTHATATHOTO Pa3BUTHE HA TLTHXOBE cmamnm*un sp%
HEXKeJIAHH peaKiHy. 5
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[IpoyusaHudaTa BHPXY PENPONYKTHBHATA TOKCHYHOCT MOKA3BAT HAJTMUHETO HA CBBP3aHa C JICUEHHETO,
JIEKO YBEIHUYEHA YeCTOTa Ha MalopMauuy Ha pedpa Ha deTyca (THNCBAILK, XUTIOIJITACTHYHH K
niasaiy pedpa) MpH MOKOCNIEHHETO Ha TLTbXOBE NPH HUBA HA CHCTEMHA €KCIIO3HIIMS NoBeYe OT 29
MBTH NIO-BHCOKH OT TE3H NMpPH Xopa. TokCHYHOCT Ha MalikaTa ce HabnioaaBa nNpH 3aiily MpH HHBa
rnoBeye oT 29 ITbTH MO-BHCOKH OT HMBATA Ha €KCTO3ULIHA npy xopa. [Topaay BHcokaTa rpaHMLa Ha
0e30macHOCT, Te3M HAXOMKH HE MPEANONarar ChLIECTBYBAHETO HA CLOTBETEH PHCK 32
PenpOayYKTHBHOCTTA NPH XOpa. CHTAIJIMITTHH ce CeKpeTHpPa B 3HAUMMH KOITHYECTBA B MJIAKOTO Ha
JIAKTHPALLK ILTHXOBE (OTHOWEHUE KbpMa/TLiasma: 4:1).

MetdopMHH

[IpeaxkTMHAYHUTE JaHHH 32 MeTHOPMHUH He paskpHBaT 0coOeH PHCK 3a XopaTa Ha baszara Ha
KOHBCHLIMOHAIHH (PapMaKONOrH4HK NPOy4YBaHHA 3a 6€30NacHOCT, TOKCHYHOCT MPH MHFOKPATHO
NpUiarale, reHOTOKCHYHOCT, KApUHHOTEHEH NOTEHLHAJN, peNPOAYKTHBHA TOKCHYHOCT.

6. ®APMALIEBTHYHH TAHHU

6.1 CnHchk HA NOMOIIHHATE BelecTBR

Anpo Ha Tabnerkara:
MmukpokpHcTanHa uenynosa E460
[ToBuaou E1201

Hatpues naypun cyndar E487
Harpuee creapun ¢ymapar

QUIMOBO NNOKPHTHE:

[TonuBHHWIOB anKkOX0n — YacTHUHO XHAponH3npaH E1203
Turanos auoxcua E171

Maxporon E1521

Tank E533b

HepreH xeneseH oxcun E172

Yepen xeneseH okcun E172

6.2 HecbBMecTHEMOCTH

Henpunoxkimo

6.3 Cpox Ha rogaoCT

2 rOAUHM

64 Coeanajanm yc10BHS HA ChXpAHEHHE

Ja ce cexpaHaBa npu TeMnepatypa nox 30°C.
CoxpaHsBaite 61HCTEpUTE B KADTOHEHATA KYTHA, 3a Ja I'H NPEANa3HTe OT CBET/IHHA.

6.5 BuaHcBABPKAHHE HA ONIAKOBKATA
Henpospaunu PVC/PE/PVDC-arymMuHHeBH GAHCTEPH.
Onaxkosku ot 14, 28, 30, 56, 60, 112, 168, 180, 196 pwimupanu Tabnerkw.

He BcHuky BHOOBE OMAKOBKH MoraT Aa 6bJaT IMyCHATH Ha na3apa.

6.6 CoennaiHH NpeAUA3HH MEPKH NPH HIXBLPJisHE
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HensnonapaHuar nekapcTBEH NPOAYKT WIK OTNAABYHATE MATEPHAITH OT Hero TpabBa Ja ce
H3XBBPIIAT B CHOTBETCTBHE ¢ MECTHHUTE H3HCKBAHHA.

7. IIPHTEXATEJI HA PAZPEIIEHUETO 3A YIIOTPEBA

Medochemie Ltd., 1-10 Constantinoupoleos Street, 3011 Limassol, Kumsp
8. HOMEP(A) HA PABPEILIEHUETO 3A YIIOTPEGA

SIsonap 50 mg/850 mg

Per. No: 20230125

Aronap 50 mg/1000 mg
Per. Ne: 20230126

9. JATA HA ITBPBO PA3PEINTABAHE/IIOAHOBABAHE HA PASPEHIEHHETO 3A
YIIOTPEBA

Jata Ha mepBO paspewmasane: 13 woum 2023 r.

10. JAATA HA AKTYAJIM3INPAHE HA TEKCTA

06/2025
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