KPATKA XAPAKTEPUCTUKA HA TPOAYKTA

1. HME HA JEKAPCTBEHHS MPOAYKT

RIUTRIHUTEANA manum N0 REKAPCTBATA

Asonap 50 mg/850 mg ¢puamupany TablieTKH
Jivolar 50 mg/850 mg film-coated tablets
Asonap 50 mg/1000 mg punmupann TabneTku
Jivolar 50 mg/1000 mg film-coated tablets

Paspeussus e Vi 3 uB 2['23
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2. KAYECTBEH H KOIMUECTBEH ChCTAB

fleonap 50 mg/850 mg dunmupanH TabneTkH

Beska ¢pnMupaHa Tabnerka ChAbpka CHTarmHnTHHOB Pocdar MoHOXHApAT (sitagliptin phosphate
monohydrate), ekBuBanerren Ha 50 mg curarnuTivH (sitagliptin) u 850 mg MeTrdopMUHOB
xuapoxnopux (metformin hydrochloride).

Asonap 50 mg/1000 mg pnnmMupasn TabaeTku

Besaka ¢punmMupasa Tabnerka ¢habpxa cHTarmunTeHOB (octhar MoHoXuapar (sitagliptin phosphate
monohydrate), ekBuBaneHTeH Ha 50 mg curarnuTnuH (sitagliptin) u 1000 mg MmerdopMHHOB
xuapoxnopua (metformin hydrochloride).

3a ITBEJIHHA CIMHCHK HA IMTOMOLIHHKTE BELNeCTBAa BMOKTe TOYKa 6.1.

3. JIEKAPCTBEHA ®0OPMA

dunmupana Tabrerxa (Tabnerka)

Asonap 50 mg/850 mg punMupanu TabneTku
Po30BH, OBANHH, IBOWHOU3ITLKHANH GHUIMHPAHH TaONETKH, MMAIKH OT €QHATA CTPaHa H C pe.uetl)ﬂo
o3HaucHHe “MC” ot aApyrara, ¢ pa3MepH Ha aapoTo 9,8 mm x 20,1 mm.

SAsonap 50 mg/1000 mg puamMupanu Tabnerky
KepeMuicHOUEPBEHH, OBAJIHM, NEOHHOMIITEKHAIH (PHIMHPAHH TabneTKM, MaAKH OT €IHATa CTPaHa H
¢ penedHo Joro Ha Memokemn ot apyrara, ¢ pasmeps Ha saporo 10,2 mm x 21,2 mm.

4. K/IMHHAYHH JAHHHA
4.1 TepaneBTHYHH NOKA3AHHA

[Ipn BB3pacTHH NMALMEHTH CBC 3aXapeH Auaber THN 2:

-  JImonap e NOKA3aH KaTo ACIBIHEHHE KBM AHETA W YIPAXKHEHHA 3a rmoJcOpaBaHe HA MNIMKEeMHIHHA
KOHTPOJ NIPH MAUHEHTH, TIPH KOHTO He € NOCTHIHAT 3a/10BOJTHTENCH KOHTPO/ ¢ MAKCHMalTHaTa
NIOHOCHMA 33 TAX J03a MeT(POPMHH CAMOCTOATENHO WIH, KOHTO BEYE C€ JICKYBaT ¢ KOMOHHALIS
OT CHTAIJIHIITHH H MeTHOPMHH.




A¥eTa U YIIPAKHEHHA IIPH MAlHEHTH, TIPH KOHTO HE € NOCTHTHAT 3aJ0BONIHTENICH KOHTPOJ ¢
MaKCHMAaJIHaTa [IOHOCHMA 2a Tax xo3a MerdopMuH 1 PPARY aronucr.

- SIBonap cHUIO € NOKA3aH KATo xo0aBKa KbM HHCYJIHH (T.€. TPOHHO KOMOMHHPAHO IEYEHHE) KATO
AONMBIHCHHE KbM AHETaTa M YIIPAXKHEHHATA 32 NoN00pABaHe HA INMHKEMHYHHA KOHTPO MIPH
MalMEHTH, KOraTo NOCTOSHHATA /1034 Ha HHCYIMH U MeT()OPMHH CAaMOCTOSTE/IHO HE OCHIYpABa
aZICKBaTeH NTHKEMHYIEH KOHTPOX. .

4.2 [lo3MpoBKa H HAMHH HA UPHJIOKEHHE

Jo3npoBka

Jio3ara Ha aHTMXHUNEPIIHKEMAYHOTO JiedeHHe ¢ SiBonap TpaOBa ga 6vae HHOAHBHAYAIH3HPAHA HA
Ga3aTa Ha HACTOSIIMA PEXKHM Ha TAIHEHTA, €PEKTHBHOCTTA K TOJICPAHTHOCTTA, KaTo HE Ce
NpeBHINIaBa MAKCHMMAJTHATa NpenopbYBaHa AHeBHA Jjo3a oT 100 mg cHrarnunTHH.

Bv3pacmnu ¢ nopmanna 6vbpeuna gyuxyus (GFR> 90 mi/murn)

Ipu nayuenmu, npu xoumo He e nocmuznam 3a0080AUMENEH KOHMPOR C MAKCUMQIRAMA ROKOCUMA
0030 Mem@opmMuH Kamo MOHOMepanun

IlpH naumeHTH, NPH KOHTO HE € MOCTHIHAT 3aA0BOJIHTENIEH KOHTPO ¢ MeT(OPMHUH CaMOCTOSTEITHO,
o6HyaiiHaTa HayanHa fo3a TpaOBa Ja AOCTaBH J03a CHTAIIMIITHH B f103a 50 mg aBa NbTH AHEBHO
(100 mg o6ma aHEeBHA N033) IUIOC A03aTa METGOPMHH, KOATO BEUE € MPUEMaHa.

Ipu nayuenmy, xoumo npemMurasam om eOHOEPEMERHO NPUIAZARE RA CUMALTUNRTIUN U MeMBOPMUH
[Mpu nanmeHTH, KOWTO NPEMUHABAT OT CHLBMECTHO TIPHIAraHe Ha CHTarIMIITHH B MET(OPMHH,
neucHUETo ¢ SIsonap TpabBa Aa ce 3anouHe ¢ A03aTa CUTAIJIMIITHH M MeT(POPMHH, KOATO Beye €
npHeMaHa.

IIpu nayuenmu, npu Koumo ne e noCmuzHam 3a0060AUMENRER KOHMPOJ € OBOUHO KOMOUNUDPAHO
NEYEHUE C MAKCUMAIHAMA NOHOCUMA 003G MemBOpMun U CYIPORUTYPER

Hoszara Tpabea Aa NOCTaBH CHTAarIMITHH B A03a 50 mg nBa meTH xHeBHO (100 mg obmwa AHeBHa K03a)
H f03a MeTQOpMHH, NOACOHA Ha 103aTa, KOATO Beye € npueMana. Koraro SIBosiap ce H3MoJ3Ba B
KOMOHHALHA ChC CYIPOHWTYpesa, MOXKE Ja ¢ Ha0XKH ynoTpebaTta Ha no-HHCKa A03a cyadoHmIypes,
32 J1a C€ HAMAIH PMCKBT OT XHITOIMHKEMHS (BHXKTE To4YKa 4.4).

IIpu nayuenmu, npu Koumo ne e nOCMUZHAM 3a0060UMENEH KOKMPO ¢ O80HHO KOMOUHUDAHO
AEHEHUE C MaKCUMaInama nosocuma ooza mempopmur u PPARy azonucm

Hozara TpaOBa Aa JOCTABM CHTAMIMITTHH B A03a 50 mg apa meTi AHeBHO (100 mg o0uia nHEBHA 103a)
H 032 METQOpMHH, noAoOHa Ha 1o3aTa, KOATO Bede € NpHeMaHa

IIpu nayuenmu, npu Koumo Ke e nocmuzHam 3a00601UMENEH KOHMPON C 0800 KOMOURUPANO
NEREeHUE C UHCYAUR U MAKCUMARKAMA ROHOCUMA 003Q Mempopmun

JlozaTta Tps6Ba A3 JOCTABM CHTArIMNTHH B 1032 50 mg aBa meTH nuesHo (100 mg o6ma aHeBHa n03a)
U 1o3a MeTopMHH, noo0Ha Ha go3aTa, KoATO Beve e mpueMaHna. Korarto SBoaap ce u3nonssa B
KOMOHHAIIMA ¢ MHCYIHH, MOXE 3 € HeoOXO0/HMa MO-HUCKA A03a WHCYJIHH, 32 a CE HaMAalTH PHCKBT
OT XMIIOTJIMKEMHA (BHXKTE TOUXa 4.4).

3a paliHYHHTE J034 MeTQOpMHH, ARoaap ce npeanara B KOHUEHTpauns 110 50 mg CHTarJunTHH H
850 mg merdopmunoB xHapoxmopua WiH 1 000 mg MeTHOPMHHOB XHAPOXIOPH.

Beuukn natmeHTH Tpadea ja Npoab/oKkaT MpenopbYaHaTa MM JIHETA ¢ aACKBATHO pasnpeie/ieHHe Ha
NpHEMa Ha BBITICXHUIPATH TIPE3 JIEHA.




Cne Hi non uu

bvbpeuno yepexcoane

He ce Hanara xopekiMA Ha J03aTa NPM NALHEHTH ¢ Jieko 6HL6peuHo yBpexaaHe (CKopoCcT Ha
rnomepynHa gunrpaius [GFR] > 60 ml/mun). ITpean zanouysane Ha iedeHHE © POJYKTH,
CBOBPKAIM MeTGOPMMH, TpAOBa a ce HanpaeH olieHka Ha GFR crofiHocTHTE, a ciieq TOBA - [IOHE
BEAHBXK rognuiHo. [Ipy manueHTH ¢ NOBHIIIEH PHCK OT IIO-HATATBHIIHO NporpecHpane Ha OBOpeYHo
yBpEXKIOaHe H NMpH NalMEHTH B CTap4yecKa Bb3pacT TpAOBa Nno-4e€CcTo Aa ¢¢ NMpaBK OLCHKA Ha
O610Opednara QyHKIMA, HaMpHMED HA BCEKH 3-6 Mecela.

3a nIpeanoYHTAHS € MAKCHMANTHATA JHEBHA 1032 MeTOPMHH a ObJe pa3fencHa Ha 2-3 JHCBHH JO3H.
daxTopuTe, KOHTO MOTAT Ia YBEIHYAT PHCKA OT JIAKTATHA auiao3a (BK. Touka 4.4), Tpabsa na Obaar
npepasraeiaty, Ipef fa ce OOMHCIIH 3aNoYBaHe Ha JiedeHHe ¢ MeTQopMuH NpH nayueHTH ¢ GFR<
60 ml/Mun.

AKo He € 10cTBNHA J030Ba ¢opMa Ha SBonap ¢ afieKBATHO KOJIHYECTBO Ha AKTHBHOTO BELIECTBO,
BMECTO KOMOMHAUMA ¢ (PHKCHpPaHM J103H TPAOBa Aa ce U3MOM3BAT OTACIHHTE MOHOKOMIIOHEHTH.

GFR mi/min Memdopmun Cumaznunmun

60-89 MakcumannaTa AHeBHaA A03a ¢ 3 000 mg. Moxe aa ce MakcuManHaTa THEBHA
OOMHCIIH NOHWXKaBaHe HA A03aTa BbB Bpb3Ka ¢ BlIomasaHeTe | ao3a ¢ 100 mg.
Ha 6BOpeuHaTa pyHKIMA.

45-359 Makcumannara aHeBHa A03a € 2 000 mg. MakcumajHaTa AHEBHA
Hauannara no3a ¢ Hali-MHOTO TTONIOBHHATA OT MakCHManHata | go3a e 100 mg.
AQ3a.

3044 Makcumannara aneBHa ao3a € 1 000 mg. MaxkcumanHaTa JHEBHa
HavannaTa go3a ¢ nalfi-MHOro noJoBHHATa OT MAKCHMAJIHATA Ao3a e 50 mg.
AO3a.

<30 MetdopMuH € TPOTHBOTIOKA3EH., MaxcHMaliHaTa AHEBHA

J03a € 25 mg.
Heproopobno yepescoane

Sronap He TpaGBa Jia ce HAMON3BA NPH NALMEHTH ¢ YSPHOAPOOHO yBpexaane (BIXTe TOUKa 5.2).

Cmapuecka ev3pacm

Twii kaTO METGOPMHH H CHTATTHITTHH CE €KCKpeTHpaT upes 6u0penure, Siponap Tpadea aa ce
H3IION3Ba ¢ MOBHINEHO BHAMAHKE TIPH HalpeABaHe Ha Bb3pactra. HeobXonuMo € MOHUTOpHpAaHE Ha
61OpeunaTa gyHKIMA, 3a A3 ce IOANOMOTHE Mpeana3BaHeTO OT CBbP3aHaTa ¢ METQOPMHH JIAKTATHA
allMA03a, Hakl-Beye B cTapuecka B3pacT (BWkTe ToukHd 4.3 u 4.4).

Ileouampuuna nonynayus

Aronap He TpAGBa Aa ce M3MON3BA NPH ACLIA W IOHOLIK Ha BB3pacT oT 10 go 17 roausn nopaau
HeJIoCcTaTh9HA e(PHKACHOCT. HanMyHKTe MOHACcTOAMEM NaHHU ca onucaHd B Toukd 4.8, 5.1 n 5.2.
Avonap He e [IpoyUBaH Npy NSAHATPHYHH MALMEHTH Ha BB3pacT noA 10 roamMus.

Ha4yue Ha npunoxeHue
ABonap TpadBa na ce npueMa ABa ITHTH JHEBHO C XpaHa 32 HAMAIABAHE Ha HEXKE/TAHUTE PEaKIHH OT

CTPaHa Ha CTOMAUIHO-YPECBHUAA TPAKT, CBBEP3aHHU ¢ METHOPMHH.

4.3 Iporusonoxazannag

CBpBXUYYBCTBUTENIHOCT KbM aKTHBHHTE BELIECTBA HIIH KM HAKOE OT NOMOUIHUATE
n30pocHH B TOUKa 6.1.




HuaberHa npekomMa.
Texka 6n0peuna HeaoctarbuHocT (GFR <30 ml/mMun) (BikTe TOUKa 4.4)
OCTpH CHCTOAHHA C BB3IMOXKHOCT Aa H3MEHAT Ob0peunarTa GpyRKUMA KaTO:
- AeXWApaTalus,
-  TEeXKA HHpEKLHA,
-  IOK,
- BBTPECBAOBO MPWIMKEHKE Ha HOAMpaHH KOHTPACTHH BeliecTBa (BHkTe TouKa 4.4).
OcTtpo WK XpoHHuHO 3a00/ABaHe, KOSTO MOKE JIa MPHYHAHHA XHIIOKCHS HA TBKAHHTE KaTo:
- CBPACYHA WIH pecMpaTOpHa HEAOCTATHYHOCT,
- CKOpOIIEH HH(papKT Ha MHOKapIIa,
- INOK.
YepHoapoOHO yBpexKaaHe
OcTpa anKoX0JHa HHTOKCHKALHS, ATKOXOJIHIBM.
Kspmene.

44 CoenuajJan opeaynpekiennd H NpeANa3HAE MepPKH NPH ynoTpebda

O6mm
Curarnunis/MeTPOpPMHH He TPAOBa Zia Ce U3TION3Ba NPH NaUMeHTH ¢ AHaber THN 1 H He Tpa®ea na
CH M3IMOJI3EA 32 JIeYeHHe Ha AHaleTHa KeToaLHa03a.

Octep I aTHT

Ynorpebara Ha DPP-4 mHxubuTopH ¢ CBbp3aHa C PHCK OT Pa3BUTHE Ha OCTHD NMAHKPEATHT.
[TaumenTHTE TpsabBa na 6baaT HHOOPMUPAHM 33 XapaKTEPHHA CHMITTOM Ha OCTBP MAHKPECATHT:
NEepCHCTHpALIA, MHOTO CHIIHA KopeMHa 6onka. Cex mpexpariBaHe Ha CHTANIMIITHH ce Habmoaasa
OTLIYMABAHE HA MAHKpeaTHTa (Che MK 0663 NOAABLPKAIIC ASUSHHE), HO B MHOT'O PEIKH CITYYaH €
CBODOIIABAHO 32 HEKPOTH3HpAlll WIH XeMOoparsyeH NaHKpeaTHT W/ Wik CMBPT. AKO HMa CbMHEHHS 32
MAaHKPEaTHT, TpAOBa Aa ce [peKpaTH NpHeMa Ha CHTANIHTIHH/METQOPMHUH H JAPYTH MOTEHLHATHO
MOAO3HPAHH JIEKAPCTBEHHM NPOAYKTH; aKO ce NMOTBBPANA OCTHEP MAHKPEATUT, IPHEMBT Ha
CHTArnmunTHH/MerdopMun He TpaGBa aa ce Bb300HOBARa. Heo0x0auMo € NOBHIICHO BHHMAHHE NPH
MalHeHTH C aHAMHEe3a 3a TAaHKPEaTHT.

JlaKTaTHa alMao3a

JlakTaTHaTa aLMA03a, MHOTO PAIKO, HO CEPHO3HO METADOIHTHO YCIOKHEHNE, HAH-YECTO HACTHIIBA
MpH OCTPO BAOMIAaBaHe Ha Ob0pevHaTa GyHKIMA, KapAHO-peCHUpaTOPHO 3ab0sBaHe HITH CETICHC.
Harpyneaneto Ha MeTOpMEH HACTHIBA NIPH OCTPO BRoaBaHe Ha 6p0peuHaTa PyHKIMA H
yBeJIHYaBa PUCKA OT NaKTaTHA alM/03a.

B cimyuaii Ha aexyiparanmd (TEXKKO NOBPBIIAHE, THapHi, TPECKA Wil HAMAIEH TIPHEM HA TEYHOCTH)
TpsOBa BPpEMEHHO Aa ce CIipe APHEMBT Ha METQOPMHH ¥ € MPeNOPHUHTENHO AA C€ YCTAHOBH BPB3Ka C
MEIIMLIMHCKU CIEIHAJINCT.

[IpueMbT Ha NexapeTBEHH NMPOAYKTH, KOHTO MOTaT OCTpO Aa yBpeasat Os0peunara Qynkims (KaTo
AHTHXMIICPTCH3HBHHU cpeacTsa, auypetiiii 1 HCIIBC) Tpabpa aa ce 3anoyHe ¢ NOBHIISHO BHHMaHHE

IIPH TMALHEHTH, JEKYBaHH ¢ MeTQOopMEH. J{pyrH pHcKOBH (JAKTOPH 3a JIAKTaTHA allHAe3a ca
NPEKOMEPEH NIPHEM Ha ATKOXOJ, YepHOAPOOHA HEAOCTATHYHOCT, HEAOCTATEYHO KOHTPOHPaH
Auaber, kero3a, NPOAWDKUATENIHO FiagyBaHe H BCAKAKBH ChCTOSHHUA, CBBP3aHH ¢ XHHOKCH, KAKTO H
eHOBpEMEHHATA yrioTpeda Ha TeKapCTBEHH NMPOAYKTH, KOHTO MOTaT Ja NMPHYHHAT JIAKTaTHA alka03a
(BroKTE TOYKH 4.3 1 4.5).

[TaimenTHTe W/HNH 6onnorIeaaunTe Tpadea Aa OvaaT MHPOPMUPAHH 3a PHCKA OT J19
JlaxkTaTHaTa aipMa03a ce XapaKTepH3Hpa ¢ allM03HA JUCIHEes, KOpeMHa 60mKa, MycC
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TpAOBa na clpe NpHeMa Ha MeTPopMHH U He3abaBHO Ja NOTHPCH Nexapcka nomonl. JIHarHOCTHYHHTE
nabopaTOpPHU HAXOAKH ca MOHIKEeHO KpsBHO PH (<7,35), NOBHIIEHH HHBA HA TUIA3MEHHA JIAKTAT (>3

mmol/l) 1 noBMIlIcHa aHMOHHA Pa3NHKa H CHOTHOIIEHHE JIAKTAT/IHPYBAT.,

brOpeuna dpyHkIHA

[Ipeau 3anoyBaHe Ha JiedeHHETO TPAOBA a ce HAMpPaBH OLieHKa Ha croiiHocTHTe Ha GFR B pegoBHO
cyiel] ToBa (BIOKTe Touka 4.2). CHrarmunTHH/MeTHOPMHEH ¢a MPOTHBOIIOKA3AHH NPH NMALMEHTH C
GFR< 30 ml/MuH 4 TpabBa 1a Obae BpeMeHHO CTIpAH NPHA HAIMYHE HA CBCTOAHHA, KOUTO MIPOMERAT
Op6peunara QyHkuma (BiDkTE TOUKa 4.3).

XHIIOTTIHKEMHS

[TaiprenTH, NOJMyYaBaIHA CHTArTMIITHH/ METQOPMHH B KOMOHHALHA CHC CYHpOHMITYpes HIH C
MHCYJTHH, MOKE J1a Ca M3/I0KEHH Ha PHCK OT XMINOrMUKeMHs. CleoBaTeHO, MOXe Jia € HeoDX0aHMOo
HaMaJIABaHe Ha N03aTa Ha CyN(QOHMITYpesTa WIH HA HHCYJIHHA.

Pe A Ha CBPBXYYBCTBHTEJIHOCT

HmMa nocTMapKETHHIOBH CHOOILICHHA 32 CEPHO3HH PeaKIAH Ha CBPBXYYBCTBHTEIHOCT NPH MAllHEHTH,
NICKYBaHH CBHC CHTANTUNTHH. Te3H peakiii BKMOYBAT aHa(HIAKCHA, aHTHOSAESM U eKcPOoIHaTUBHU
CBCTOAHHA HA KOXKATA, BUTIOMHTENIHO CHHIPOM Ha Stevens-Johnson. Havanoro Ha Te3H peakiiii
HACTBIIBA B PAMKHTE Ha MLPBHTE TPH MECELA OT 3all04YBaHE Ha JICYEHUETO CbC CHTACTHITTHH, HAKOH
CIIyYaH HacTBIIBAT CJIEN MbpBaTa A03a. AKO C€ NTOAO03Hpa peakilid Ha CBPBXYYBCTBHTC/IHOCT,
NPHEMBT HA CHTAMTHIITHH/ MeTGOPMHH TpAOBa Aa ce NpeKpaTH, TpSOBa Aa ce OUEHAT APYTH
NOTEHLHAIHHA NPHYHHK Ha cHOHTHETO H Tpa6Ra Aa ce Ha3HAYH ANTEPHATHBHO JieYeHHe Ha AuadeTa
(BHKTe TOUKA 4.8).

byno3eH neM{puUrona

Ipu nauuenr, npueMauiy DPP-4 HHXHOHTOPH, BKIIOYMTENIHO CHTATJIMITTHH, UMa
MOCTMAPKETHHIOBH CchoOIIeH s 3a 6y103eH neMpHTrona. AKO HMa CEBMHEHHA 3a Oysio3eH NEMQHIOHA,
NpHEMBT Ha CHTATTATIIHH/MeTHOpMHH TPAGBa 11a € NPEYCTAHOBH.

Onepauns

Curarmamrus/mMeTdopMus TpabBa ia ce cripe No BpeMe Ha onepauus nox odima, CiHAIHA HTH
enmuaypaiHa aHectesus. JleuenHero Moxke aa 6bae Bp300H0BEHO He O-paHo OT 48 yaca ciiel
orepalMdATa HIH Bh300HOBABAHETO HA XPAHEHETO MPE3 YCTA, M NIPH yCIToBKe Ye 61L0peunaTa GyHkuus

€ OICHCHA OTHOBO H € YCTAHOBCHO, 4E € crabunHa.

[pwioxeHne Ha HOXMPAHH KOHTPACTHM BEILICCTBA
BETpechA0BOTO MPHIOAKEHUE Ha HOOHPaHH KOHTPACTHH BEIECCTBA MOXE Aa IOBEAE A0 KOHTPACT-

HHAYLHpaHa HeQPONaTHA, BOASINA A HATPYIBAHETO HA MET(OPMHH H MOBHLICH PHCK OT JIAKTaTHA
ampao3a. Curarmanmu/merdopMuH TPAOBa Na ce cnpe TIpeAH WK N0 BpeMe Ha MpoLexypara 3a
o0pa3Ha JparHoCTHKA H He TpabBa Aa ce Bp300HOBABA 10 Hali-Manko 48 vaca cnel TOBa, IPH YCIIOBHE
ye OBOpeunaTa GyHKIIMA € OLeHeHa OTHOBO H € YCTAHOBEHO, Ue € cTabunHa (Brxkre Toukd 4.3 1 4.5).

IIpoMsiHa B KTHHHYHHSA CTATYC Ha NAMEHTH ¢ KOHTpOonupaH Axaber THn 2
[TaumenTn ¢ nHaber Tin 2, npeau ToBa A00pe KOHTPOAHPAH CHC CHTATNTUIITHR/METPOPMHH, KOHTO

pa3BHBAT OTIJIOHEHHA B Na0OPaTOPHH NOKA3aTENM HIH KIAHHYHO 33a00/1s1BaHe (Hak-Beue HEACHO HITH
crnabo nedunupano 3abongpane), TpadBa He3a0aBHO Aa ce CLIEHAT 332 HAJTMYHE HA KETOALIHAO03a WK
nakrarna aungo3a. OueHkara TpaOBa Ja BKJIFOYBA CEPYMHH €ICKTPOJIMTH M KETOHHM, KPbBHA 3aXap H,
ako ce Hasara, pH Ha KpbBTa, HHBA Ha JIAKTAT, MHpYBaT H METGOPMHUH. AKO Ce NOABH alHI03a, B

NOIXOAAIUIH MPOTHBOACHCTBAIIH MEPKH.



To3n nexapcTBeH NPOAYKT ChABPXKA No-Maiko oT 1 mmol Hatpuii (23 mg) Ha Tabnerka, T.e. MOXe Na
CE KaXKe, Y€ MPAKTHYECKH HE CHABPKA HATPHIL.

4.5 BsammojaelcTBHE ¢ APYTH JIEKAPCTBEHH NPOAYKTH H ApYrA GopMH HA B3AHMOACHCTBHE

EAHOBpEMEHHOTO MHOFOKPATHO NpUiarane Ha curarnuntad (50 mg 1sa MsTH JHEBHO) H METQOPMHH
(1 000 mg ABa METH AHEBHO) HE € MPOMEHMIIO 3HAYHTENHO ¢apMaKOKHHETHKATA KAKTO Ha
CHTaIJIMITHH, TaKa H Ha MeT(HOPMHH NPH NAaHeHTH ¢ Auaber THm 2.

He ca uspbpiBany npoy4saHus 3a PapMaKOKMHETHYHH JIEKAPCTBCHH B3aHMONEHCTBHA CHC
CHTarJIMNTHH/METHOPMHH; 0Daue TakuBa NpOYIBaHUA Ca NPOBEKAAHH C OTAC/THHTE AKTHBHH
BEINECTBA, CHTAT/IMITTHH H METHOPMHH.

He ce NMopLYBA ChbBMECTHA a

Anxoxon

ANKOXOTHATA HHTOKCHKAI[HA C€ CBBP3Ba ¢ NOBHIIIEH PUCK OT JIAKTATHA AL03a, 0COOCHO B CiIyvau
Ha F1axyBaHe, HeIOXpaHBaHe MiTH YepHOApOoOHA HEIOCTATBYHOCT.

Hodupanu xonmpacmuu eewgecmea

CHrarnariii/mMergopmuH TpaOBa 3aJBDKHTENHO A ce CIpe NMpeaH WiH o BpeMe Ha NpoNeAypaTa
3a oOpa3Ha QHArHOCTHKA M He TpAOBa Jia ce BB30OHOBABA 10 Haii-Manko 48 Jaca CJie]l TOBa, NPH
ycJioBHe Ye ObOpeunaTa QYHKIMA € OLICHEHA OTHOBO H € YCTAHOBEHO, Ye € cTabiiHa (BIKTE TOUKH
43 u44).

Kom6uHauuu, H3nckpailid npeanaiiy Mepky npu ynorpeba

Hsaxon nekapcTBeHM NPOAYKTH MOFaT 113 c€ oTpassT HeOnaronpusatHo Ha 6x0peynaTa GpyHKIMA,
KOETO MOXE Nla YBEIMYH PHCKA OT nakTaTHa aumposa, Hanpumep HCIIBC, BKTIOUMTENIHO CENIEKTHBHH
HHXHOHTOPH Ha upknookcHrenasa (COX) 11, ACE uaxubutoph, anruorensus 1l penentopHu
AHTATOHUCTH H JMYPETHLH, 0CODeHO 6pHMKOBH quypeTriy. [Tpy 3ano4BaHeTO WK ynoTpebara Ha
TAKHUBA MPOXYKTH B kOMOMHALMA ¢ MeT¢hOPMIH € HeoOX0AMMO BHUMATENHO NpociieAdBaHe Ha
6v6peunaTa PpyHKuMA.

CorpTeTBainaTa ynorpeda Ha Jekaperea, KOHTO IORIHABAT OOIIHTE TPAHCNIOPTHH CHCTEMH B
OBOpeunuTe TYGYnM, BKIIOYEHH B GBOpeuHOTO enHMHpate Ha MeThopMHH (HaNp. HHXHOHTOPH Ha
OpraHH4HHA KaTHOHeH TpaHcnoprep-2 [OCT2])/MyrTuaekapcTBEHHS K TOKCHH-CKCTPYAHpaH]
nporerH [Multidrug and toxic compound extrusion, MATE] kaTo paHonazuH, BaHACTAHUO,
AOJYTErpaBHp H LAMETHAMH), MOTaT Ia MOBHIIAT CHCTEMHATA EKCNO3MIMA Ha METPOPMHH U Ja
YBEJIMYAT PHCKa OT NAKTATHA auuao3a. Tpabea na ce 0OMHCNAT NON3HATE H PHCKOBETE OT
cbIObTCTBalaTa ynorpeba. Tpabsa na ce oOMucin BHUMATENHO TTPOCIIEAABAHE HA IMUKEeMHYHNSA
KOHTPOJI, AXaNITHPAHE Ha 103aTa B PAMKUTE HA IIPCNOPBYMTEIIHATA AO3UPOBKA H IMPOMEHH B
JIEYCHHETO Ha AMabeTa, KOTATO TAKHEA IEKAPCTBEHU MPOAYKTH Ce MpHUiaraT eAHOBPEeMEHHO.

I'mokokopTukoumMTe (MpHJAraHH 10 CHCTEMEH M JIOKAJIEH IThT) OeTa-2-aroHUCTHTE H NHYPETHIIMTE
MMAT MPHCHHIO XMNeprIHKeMHYHO AciicTBie, [TaupenTute Tpabea na ce HHPOPMHPAT H MO-YECTO A2
U3MEPBAT KPBBHATA CH 3aXap, 0COOEHO B HAYAIOTO Ha JIeYeHUeTO C TAKHUBA JICKAPCTBEHH NPOAYKTH.
AKO ¢ HeOOX0AUMO, I034Ta HAa AHTHXHTIEPTIMKEMHYHIR JIEKAPCTBEH MPOAYKT TPAOBa 1a ce ananTHpa
[I0 BpEME Ha NICUCHHUE ¢ JIPYTHA JSKAPCTBEH MPOAYKT H MPH HETOBOTO NMpeKpaTABaHe.

ACE-nmxuburopute MoraT Jia NOHHKaT HABATA HA KPbBHATA 3aXap. AKO € HeOOXOIHMO,

OpPYTHA JIEKAPCTBEH MPOAYKT H NPH HEFOBOTO MPEKPATABAHE.

EdekT Ha U JIEKAPCTBEHH II BEPXY CHTATTTHITTHH




In vitro H XIIHHHYHHTE JaHHH ONUCAHH TIO-AONy NMPEANoNarar, 4¢ pHCKbT OT KIIHHHYHO 3HAYHMH
B3aHMOJICHCTBHS NPH €AHOBPEMEHHO MIPWIOKEHME C APYTH JIEKAPCTBEHH NPOAYKTH € HHCBK.

In vitro npoy4YBaHHs 1OKa3BaT, Y€ OCHOBHUA €H3HUM OTTOBOPEH 33 OrpaHH4eHHs MeTaboIHIEM Ha
curarnunTHH e CYP3 A4, ¢ yuactie va CYP2CS. [Ipn naienT ¢ HopManiHa 6p0pedna QyHkim,
MeTaboNH3MBT, BRTIOMHTENHO U upe3 CYP3 A4, urpae camo Manka poJjis B KIMPBHCA Ha CUTArJIMIITHH.
MeTtabonu3sMbT MOKE Ja Hrpae No-BaXKHA POJIA NIPH €TMMHHHPAHETO HA CHTATNMUITTUH B YCIIOBHA Ha
ocTpo O6B0pedHo yBpesaane WIH TepMHHANHA 6n0peuna neaoctaThuHoct (TEH). Hopaau Ta3n
MPHYHHA € BE3MOKHO MOIIHH HHXHOMTOpH Ha CYP3 A4 (Hanp. xeTOKOHa3011, HTPaKOHA3011,
PHTOHABHP, KIAPHTPOMHLIHH} 1 IPOMEHAT (HapMaKOKHHETHKATA HA CUTATJIMIITHH TTPH NAIHEHTH C
Texkko 0L6peuno yspexaane mu ThH. Edexrure Ha momaure CYP3 A4 nHxuOGHTOPH B yCIIOBHA HA

6p0pedHo yBpexkaHe He ca OlICHABAHHE NPH KIHHHYHO NPOYYBAHE.

In vitro npoyuBaHHA 38 TPAHCNIOPTA NMOKA3BAT, Y€ CHTArJIHITTHH € cyOCTpaT Ha p-TIIMKONPOTCHHA H
TPaHCIIOpPTEpa Ha opraHuYHu aHHOHK-3 (OAT3). OAT3 MeauHpaHHAT TPAHCNOPT HA CUTATTIHITTHH C€
HHXHOHpa in vitro oT npobeHelnA, BEOPEKH Y€ PHCKBT OT KITMHHYHO 3HAYMMH B3aHMOACHCTBHA ce
cMATa 32 HUCHK. EanoBpeMeHHOTO npiioxkenne Ha OAT3 HHXHOMTOPH He € OLICHEHO in Vivo.

Huxnocnopun

IIpoBeneHo ¢ npoyuBaHe 3a oLieHABaHEe Ha edeKTa HA IHIUTOCTIOPHH, MOILIEH HHXHOUTOP Ha p-
IAKONPOTEHHA, BhPXY papMaKOKHHETHKATA Ha CHTArTMNTHH, EAHOBpEMEHHOTO NPUICKEHHE Ha
eTHHIYHA NepopaiHa 1032 100 mg curarnunTux ¥ eAMHHYHA nepopanHa A03a 600 mg mmKIocnopHH
nosumasa AUC u Cmax Ha cHTarmMMNTHH CHOTBETHO ¢ NpubIn3HTenHO 29% 1 68%. Te3n npoMeHH
BHB (haPMAKOKHHETHKATA HA CHTATTUIITHH HE C€ CMATAT 32 KIHMHHYHO 3HAYHUMH. BrOpeunHaT KIHpBHC
HA CHTarNMMITHH HE ¢ 3HAYHTEITHO IPOMEHEH. CNegoBaTeIHO, HE CE OYaKBaT 3HAYHMH
B3aHMOZEHCTBUA C APYTH HHXHOHTOPH Ha pP-TIIHKONPOTEHHA.

EdexTH Ha CHTAINIMNTHH BEPXY IPYFH JEKADCTBCHH NPOAYKTH

Jucoxcun

CurarnunmiH HMa cnnab edekT BBPXY IlazMeHaTa KOHLICHTpalHd Ha ZHrokcHH. Cie/ MPHIaraHeTo
Ha 0,25 mg TUrOKCHH eTHOBpeMeHHO ¢be 100 mg CHTArIMNTHH JHEBHO B NpoaBDKeHue Ha 10 aHu,
mnasMeHata AUC Ha qurokcuH HapacTsa cpeaHo ¢ 11%, a nnasMeHara Cmax cpeaso ¢ 18%. He ce
IIPENopBHYBa KOPHIHpaHe Ha 03aTa AMIoKCHH. B ChIIOTO BpeMe, MALHEHTHTE C PHCK OT ZHMOKCHHOBA
TOKCHYHOCT TpabBa Oa 661aT nNpociieisBaHH 3a TaKkaBa, KOTATO CHTATTIMITTHH H IMTOKCHH C€ npHiarat
€AHOBPEMEHHO.

In vitro nanHMTE NOKA3BAT, Y€ CHTATJINIITHH He OTHCKa M He HHAYyIpa CYP450 wsocnsumure. Ipu
KIMHUYHH [POYYBAHHA CHTarJIHIITHH HE MPOMEHA 3HAYAMO (apMaKOKHHETHKATa Ha METHOPMHH,
rMHOYpPHA, CHMBACTATHH, PO3HTIIMTA30H, BapdapHH WIH NepopaTHH KOHTPAUCIITUBH, JaBaiKH in vivo
HAHHH 32 MAJIKa BEPOATHOCT OT MPEOH3BHKBaHe Ha BlauMoAeicTBIA ¢be cyOcTpaTn Ha CYP3 A4,
CYP2C8, CYP2C9 u Tpancnioprepu na opraHuuHH XkaTHoHH (OCT). CurarmuntiH Moxe Aa Obae
cnab HHXUOHTOP HA P-TIIHKOTIIPOTEHHA in Vivo.

4.6 DepruanTer, (PeMEHHOCT B KLpMeHe

bpeMeHnocT
HsaMa AocTaTh4HO JaHHH OT yroTpelara Ha CUTArKAITHE BpH OpeMeHHH xeHH. [Ipoyusanus nmpu

XKHBOTHH TIOKA3BaT PENPOAYKTHBHA TOKCHYHOCT IIPH BHCOKH A03H CHTArJIMITTHH (BIXKTE TOYKA 5.3 ).

OrpaHHyeHHTE JaHHH NPEANOoNAaraT, 4¢ ynorpebaTa Ha MeTGOpMEH npu OpeMeHHH He
TIOBHILIEH PHCK OT KOHTCHUTAIHH Mangopmanui. IlpoyuBanusaTa ¢ MeTrGOpMHH TIPH K}

PAKIAHETO WIH MOCTHATAIHOTO Pa3BHTHE (BIOHKTE CBILEO TOYKA 5.3).



Curarnunmus/MeTdhopMHH He TpSGBa ia ce H3NON3Ba NO BpeMe Ha OpeMEeHROCT. AKO NAIHEHTKATA
MCKa Aa 3a0peMeHee WIH aKO HACTHIIH OPEMEHHOCT, JICHCHHETO TPAOBA J1a Ce MPEKPaTH H
NAalMEHTKATA 1a IPeMUHe Ha NeMeHHe C HHCYJIHH Bh3MOXHO Hali-CKOPO.

KspMeHe
He ca npope)xaaHy npOyuBaHHA NPUA KEPMELIH ;KMBOTHH ¢ KOMOMHHpaHHMTE AKTHBHH BEINCCTBA Ha

TO3H JIEKapCTBEH NpOAYKT. IIpy npoyuBanHs, npoBex1aHH ¢ OTAENHATE AKTHBHH BELISCTBA, U
CHTArJIMIITHH, U MET(QOPMHH CE€ EKCKPETHPAT B MIIKOTO Ha JlakTHpaumm niasxose. IIpu xopa
METHOPMHH C€ EKCKPEeTHPA B KbPMaTa B MankM kosudecTsa. He e M3BecTHO JaJii CHTArJIHITTHH C€
€KCKpeTHpa B KbpMata. CileoBaTeNIHO CHTarMHITHH/MeT¢hOPMIH He TpaOBa fa ce u3ron3sa npH
’KEHH, KOUTO KbpMAT (BIXKTE TOYKA 4.3).

OepTHIHTET
,I[aHHHTe oT l'[pO}“]B&HHH I]pH FHKHABOTHH HC r[pennonaraT BJIUAHHC B'bpxy tl)ep'rmm're'ra Ha MBXKH B
KEHCKH TLUTEXOBE NPA TPETHPAHE CHC CUTATJIMITTHH. JIMIICBAT JaHHH MPH XOpa.

4.7 EdexTn BLpxy cnocobHocTTa 32 mojupane n pabora ¢ MAIIAHA

SiBonap He NORIMABA WIH NOBIMABA NpeHEOpeKIMO criocoOHoCTTA 3a odHpaHe H paboTa ¢
MalllHH|. B cBIo010 Bpeme npu moodHpaHe Wil pabora ¢ MamMHM, TpAOBa a Ce HMa IIPEABHI, Y€
IIPH CHTATTIKIITHH ¢4 AOKN3JABAaHH CINy44aH HA 3aMaHBaHE H ChbHIHBOCT.

OceeH ToBa, naumeHTHTe TPAOBa Aa OBAAT NpeaynpeneHH 3a PACKA 0T XHNOTNIHKEMHs, KOTaTo
CUTATTUNTHH/METHOPMHH C€ U3NI0I3Ba B KOMOHHALA CHC CYRPOHHTYPEHHO NPOH3BOAHO HITH C
HHCYJIHH.

4.8 Hexenann JexapcTBeHH PeaKIHAH

Pesiome Ha npodina Ha 6e3omacHoCT

Hsama npoBeieHH TepaneBTHYHM KIMHHYHH H3IMMTBAHHA ChC CHTArJIMATHH/MET(POPMHUH TabJIeTKH, HO
OHOEKBHBAJICHTHOCTTA HA CHTAIJIMNTHH/MET(POPMHH € A0Ka3aHa MPH €AHOBPEMEHHOTO NPWIMKCHHE
Ha CHTaIJIHIITHH ¥ MeTPOopMHH (BrKTe ToMKa 5.2). ChobinaBaHy ca CepHO3HH HEXKEIAHH PeaKiliHy,
BKJIFOYHTENHO NAHKPEATHT H PEAKIMH Ha CBPBXYYBCTBHTENHOCT. ChoOIaBaHa € XHIIOTTTMKEMHS ITPH
KOMOHHALMA cbe cynhoumrypeiino npomssonHo (13,8%) u ¢ uncynun (10,9%).

CHTarmMnTuH U MeThOpMUH

TabnuueH cHUCHK HA HEXETAHHTE peaKlii
Hexenanwre peakunu ca uabpoenu no-gony ¢ npenopbuBaHute oT MedDRA tepMuHn criopex

CHCTEMO-OpraHHa Knacudukauma u abcomorHa vecrora (Tabnuua 1). Yectorara ce onpenesis KAKTo
cieaBa: MHOTO 9ecTH (>1/10); yectu (>1/100 no <1/10); neuectn (>1/1 000 no <1/100); peaxu (=1/10
000 no <1/1 000); Mroro peaxu (<1/10 000); ¢ Heu3pecTHA YecTOTA (OT HATHYHHUTE JAHHH HE MOXE
na Obae HanpapeHa OLEHKA).

Tabnuya 1: Yecmoma na nedcenanume peaxyuy, yCImano8eRu no gpeme Ha Niayebo KORMmpoaupanu
KAUHUNHU RPOYNEAHUA CBC CUMALRUNIUR U MeMDPOPpMUK CaMOCMORIMENHO U NPU
ROCIMMADKEIMUH206UR ONUN

Heorcenana peaxyus Yecmoma na
ReXNcearanama pedic

[l
e R

Hapywenus na xpvema u aumghnama cucmema

TPOMOOLHTONEHUA

Hapyuenus na umynnama cucmema

| peaKiHM Ha CBPbXHYBCTBHTEHOCT, BKIIOYHTEHO aHaQUIaKTHIHH OTrOBOpH*,{




Hexcenana peaxyus Yecmoma na
HENCEAAHAMA PEaKyuR

Hapywenus na memabonuama u xparnenemo

XHAOOTIHKeMHA T YectH

Hapywenwus na nepgnama cucmema

CHHJIMBOCT Hewectn

Pecrupamopuu, 2pvORY 1 MeQUGCMUHARRY HADYWEHUR

MHTepCTHUBANHA benoapobHa Gonect* C HEH3BECTHE YECTOTa

Cmomawuno-upesnu napywenus

rajese YecTH

$naryneHImna Hecrr

NIOBpPBINAHE YecTH

JTnapus Heuectu

34K Heuecn

Gonka B ropHaTa 9acT Ba Kopema HeuecTH

OCTBP NaHkpearHr*,t,§

C HeH3BECTHA YECTOTA

| ¢araneH H HedaTaNeH XeMOparHueH A HEKPOTH3HpAIN NaHkpeaTHT™*, ¥

C HeW3BeCTHA 9€CTOTA

Ha@w EHUA HA RONCAMA ¥ ROOKONCHAMA MBKaH

npypuTyc* HeaectH

aHrpocaeM*,t C Hem3BEeCTHA 9ECTOTA

oOpun* C HeH3BECTHA 9€CTOTA
| ypTHKapna®,t C HEH3BECTHA YECTOTA

KOXKEH BacKyuT®, {

C HeH3BECTHA 2€CTOTA

eKCQONHATHBHH KOXKEH 3a00/IBaHNA, BITIOYHTEIHO CHHAPOM Ha Stevens-
Johnson*,t

C HeH3BECTHA 9ECTOTA

C HeH3BeCTHa 9eCTOTa

Gynosen neMpurona*
Hapywienus na MyCKyano-cxenemuama CUCInema 14 CoeOURUmenHama nvkan

apTparus® C HeM3IBeCTHA 9eCTOTA
MHANTHA* C HeH3BECTHA 9€CTOTA
bonka B kpaliHHupuTE* C HeM3BECTHA 9€CTOTA
Gonka B repba* C HeM3BECTHA YECTOTA
aprponarus* C HeW3BECTHA 9eCToTa
Hapywienun na Gvopeyume u nuxounume nomuuya

HapymeHa 6b0peyna pyHKHa* C BeM3BECTHA 4€CTOTA

ocTpa 0B0peana HenocTaTpaHOCT

C HeM3BeCTHA 4ECTOTA

*Hexenanure peakipiy ca HACHTHGUIMPAHH 110 BPpeMe Ha NIOCTMAPKETHHIOBOTO HaOMOAEHUE.

TBmxre TOuKa 4.4.

1 Bixre npoyusaneTo 3a 6e30MacHOCT N0 OTHOLIEHHE Ha ChpAcYHO-chaoBara cuctema TECOS mo-

AOMy.

Onucanue Ha H30paHH HeXXeTaHH peaKIiy

HskoH HexenaHH peakimH ca HalIIoAaBAHH [10-4€CTO NPH NPOYYBaHHA 32 KOMOUHHMpaHa ynoTpeba
Ha CUTarTHIITHH H MET(QOPMHH ¢ PYTH AaHTHAKAOCTHH NICKAPCTBEHH POLYKTH B CPABHEHHE
Npoy4YBaHHA HA CHTATNMMIITHH H METQOPMHH CaMOCTOSTENHO. Te BKIIOYBAT XHNOTTHKEMHA
(xaTeropua Ha YecToTa ,,MHOTO YeCTH CHC CYHPOHHIYPEHHO NPOU3BOAHO WIH HHCYIIHH), 3aneK
»4ECTH” CBC CYNPOHIWITYPEHHO POM3BOAHO), NepH{epeH OTOK (,,9eCTU” ¢ THOTTIHTA30H) K

riaaBo0OJIHe M CYXOTa B yeTaTa (,,HEUeCTH ¢ WHCY/THH).

Cumaznunmin

IIpu npoyuBanua BLPXy MOHOTEPANHA CbC CHTArNUNTHH 100 mg BeAHLXK NHEBHO CaMO
CpaBHEHHE ¢ TUianebo, ChoOLICHHTe HEXXETaHW PEAKLIMM €a [IaBo00ITHE, XHIIOTIIHKEM

zaMaiBaHe.




Cpea Te3M NauMeHTH HeXelaHuTe ChOMTHA, ChOOIaBaHH HE3aBHCHMO OT NPHYHHHO-CIEACTBEHA
BPB3KA C JIEKAPCTBEHHA NMPOAYKT, C YeCTOTa HA-Maiko 5%, BK1OYBAT HHQEKIHH Ha TOPHHUTE
JAMXATEJIHM MHTHIOA H HazogapuHrut. OcBeH TOBA, ca CHOOMEHH OCTEOapTPHT ¥ OOMKa B
KpalHHLMTE, ¢ YecToTa HevecTH (> 0,5% no-BUCOKaA cpell YYaCTHHLMTE, NTOLYYHIH CHTarJIMNTHH,
OTKOIIKOTO Ta3H B KOHTPOITHATA IPyTIa).

Memdgbopmun

CToMamHO-YPEBHH CHMITTOMHE ¢a ChoOIaBaHH MHOIO YECTO NPH KIWHHYHN NPOYYBaHUA H TIPH
NOCTMAPKETHHIOBaTa ynorpeda Ha MergopMHH, CTOMAIHO-YPEBHUTE CHMIITOMH KATO rajicHe,
NoBpBINaHEe, MHApHA, OOJIKA B KOpEMa U 3aryda Ha aneTHT ce Mo2BABaT M0-YeCTO NPH 3all0YBaHe Ha
JICYEHHETO H B NIOBEYETO CNyYal [IPEMMHABAT CIIOHTaHHO. JJOMBIHATENHH HEXKENAHH PCAKIHH,
CBBP3aHH ¢ MET(OPMHH, BKIIFOYBAT METAJICH BKYC (UeCTH); JJAKTaTHA alfHA034a, HApYLIEHH Ha
YyepHOApoOHaTa QyHKIMSA, XENATHT, yPTHKAPHA, epHTEMa H CBhpbexk (MHOro peakH). JsIrocpoyHoTo
JieYyeHHe ¢ MET(OPMHH C¢ CBBP3Ba C HaMaIABaHe Ha abcopbumATa Ha BUTaMHH B 12, xoeTo MHOrO
PAOKO MOXE Aa ZOBele A0 KIHHUYHO 3HaYHM JehUIuT Ha BATaMuH B12 (T.€. MeranobnacrHa
aHemusn). Kateropumre 1o yectora ce 0CHOBaBaT Ha HaMW9YHaTa MH(popMaus B KpaTkara
XapakTepHCTHKA Ha NpoayKTa Ha MeTdopmuH, onodpena B EC.

[lepgpaTpHyHa nomyaaums
B KIHHHYHH H3MWTBAHHA CBC CUTATTHIITHH/MET(OPMHH MPH NEAHATPHYHH MMAUHEHTH ChC 3aXapeH

nrabeT THN 2 Ha BB3pacT ot 10 Ko 17 rogusM npodITET Ha HEXETAHMTE PEaKIMM KaTo LAJIO €
CpPaBHHM C TO3H, HaOmozapad MpH Bb3pacTHH. IIpH neMaTPHYHH TTALIHEHTH, KOUTO Ca HITH HE €4 Ha
OCHOBHO JICUCHHE ¢ HHCY/IHH, CHTaTJIMITTHH CE CBBP3Ba ¢ NOBHINEH PHCK OT XUMIOTJIMKEMHA.

IIpoyvsane 3a 6ezonacrocm no omuowenue Ha copdeuno-ceoosama cucmema TECOS
HA3nuTRaHeTOo, OLEHABANIO CHPACUHO-CHOBHTE PE3YIITATH NPH JeueHHe cbe curanHirriH (Tral
Evaluating Cardiovascular Outcomes with Sitagliptin, TECOS), sximtouBa 7332 naitMeHTH, J€KyBaHH
¢ec 100 mg curarnunmiy aHeBHO (MIH 50 mg AHEBHO, aKO U3XOAHHUTE CTOHMHOCTH HA HIYHCIICHATa
CKOpOCT Ha rnoMepynHa punrpaius (€GFR) ca > 30 u < 50 ml/mun/1,73 m2 ), u 7339 naumenry Ha
mnanedo B intention-to-treat nomynamyaTa. Jlpere reyeHns ca f00aBeHH KbM OOHYAHHHTE FPHKH
CBIJIACHO MECTHMTE CTaHAapTH 3a HbA 1¢ M CHpAEUHO-CHAOBH PHCKOBH (pakTopH. O0mara YecToTa
Ha CEPHO3HHTE HEXENAHH CHOMTHA NPH NAlMCHTH, NOJIy4YaBalli CHTarJIMOTHH, € CXO/IHA ¢ Ta3H NpH
NalHEHTHTE, OAy4aBailH 1ianedo.

B intention-to-treat momynalHaTa Cpex NAIHEHTHTE, KOUTO M3MOJ3BAT HHCYJIHH H/WIM Cya(OoHWIYypes
Ha M3XOQHO HHBO, Y€CTOTATA HA TEXKA XHIOIIAKeMHUS € 2,7% npH NalWeHTHUTE, JIEKYBaHH CbC
CHTarfAuNTHH ¥ 2,5% npn naupenTHTe Ha Mauebo; cpell NalUBEHTHTES, KOMTO HE H3MONI3BAT HHCYJIHH
H/umm cynpoRMIypes Ha H3XOAHO HHBO, YECTOTaTa Ha TexXKa xunornukemus e 1,0% npH
NALMCHTHTE, IEKYBaHH CbC CHTar/mnTHE K 0,7% npn naupeHTHTe Ha Naauebo. Yectorara Ha
NOTBBPACHH CHOMTHA, OTAABAHH Ha NaHKpeaTHT, ¢ (0,3% npu naUeHTHTE, IEKYBAHH ChC
cHTarnunTiH 1 0,2% npH naipenTaTe Ha rauebo.

CrobuiaBaHe Ha NOAOIHPAHN HEXEIAHHM PEAKIIMH
C1o61maBaHeTo Ha NONO3NPAHH HEXEJIAHH PEAKI{HH CTie]l pa3pelaBaHe 3a ynoTpeda Ha NeKapCTBeHHA

MPOAYKT € BaxkHo. ToRa No3BonsBa Ja NpoaAbIDKN HAOMIONEHHETO HA CHOTHOLIEHHETO NON3a/ PHCK 32
JIEKapCTBEHHA NMPOAYKT. OT MEAHLIBHCKHTE CNELMANTHCTH C€ H3HCKBA Aa ChoOIIABAT BCAKa MOAO3HPaAHa
HeXKeJIaHA peaxiiMs Ype3 HALHOHATHATA CHCTEMA 3a chodlllaBaHe:
HameTHUTENHA areHips 1o JICKapCTBaTa

yi. ,.Jlamsu I'pyes” Ne 8,

1303 Codmns,

Ten.: +359 2 8903417

yebcaiT: www.bda.bg
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4.9 Ilpenozmpane

[IpH KOHTPOMpaHH KIHHHYHH H3IIMTBAHKA CHC 3APABH YHaCTHHLIM Ce NIPHIAraT €IHOKPaTHH A03H J0
800 mg curarmunTHR. MuHEEManHo yaepkasade Ha QTc¢, KoeTo He ce CuMTa 3a KITHHAYHO 3HAYHMO,
ce HabGMoOAABA NIPH e1HO NpoyuBaHe ¢ Ao3a ot 800 mg curarnunTul. Hama onut ¢ no3u nap 800 mg
NpH KIHHHYHN npoy4saHui. [1pn npoyysanus Ma3za I ¢ MHOrokpaTHo npuilarase HaMa CBBEp3aHH C
A03aTa KIHHUYHU HeXKeJIaHH JIEKApCTBEHM peakiMK, HaOMoAaBaHM IIPH CHTATJIHIITHH € Jo3H 10 600
mg AHEBHO 3a neproaM Ao 10 aru u 400 mg nHeBHO 3a NepHoAN A0 28 AHM.

I'onamo npeno3npaHe ¢ MeTHOpMHH (WIH €AHOBPEMEHHO CHIIECTBYBALI PHCK OT NaKTaTHA aiHa03a)
MOJXKE JIa IOBEJE IO JIaKTaTHA aluz103a, KOATO € CliellleH MEAHMLIIMHCKH ClTy4ail H TpAOBa aa ce JeKyBa
B OonHna. Hai-epexTHBHHAT MeToN 32 OTCTPaHABANE HA NAKTATA ¥ MET(OPMHHA € XeMOIHAJIH3AaTa.

[Mpy KIHHAYHY Npoy4BaHKa Mpubmusurento 13,5 % or no3ara ce OTCTpaHaBa NpH NPoab/DKaBauia 3
1o 4 yaca xemogHanu3Ha cecua. JIpu npenenka 3a KiMHHYHA HEOOXOOMMOCT MOXKE 13 ¢ NpEeANPHEME
NO-NMPOARJDKHUTENHA Auanuia. He e H3BeCTHO JanH CHTANIMIITHH C€ AHATH3MpPa [IPH NEPHTOHEATHA
AHAJIH3a,

B cnyyal Ha npenosupaHe € NoAXoaailo Aa e MpeanprHemMar oOH4ainuTe NoAXbPKALLH MEPKH, KaTo
OTCTPaHABaHe Ha HeabcopOupaHHa MAaTEpHAT OT CTOMAIIHO-YPEBHMSA TPAKT, KIHHHYHO HaOmoaeHne
(BKJIIOYHTETHO H ENEKTPOKAPANOrPaMa) H IPH HYKJA 3aN04YBaHEe Ha NOAABPKALIO JICYCHHE,

5. ®APMAKOJOI'MYHH CBOUCTBA
5.1 PapmMakoNHHAMAYHH CBOHCTBA

dapmMakoTepaneBTH4Ha rpyna: AHTHAHAOETHH neKkapeTsa, KoMOHHalHy OT nepopanHH JIEKapCTBa 3a
HaMa/IaBaHE Ha KpbBHaTa 3axap, ATC ko A10BD07

ToBa € KOMOHHAaLMA OT JBa BHTHXMOEPIIMKEMHYHH JICKAPCTBEHH IIPOAYKTA C JOITLJIBALL CE
MEeXaHM3BM Ha JelicTBHe 3a noaolpsaBaHe HA INIMKEMHYHHS KOHTPO NPH MARUEHTH ¢ aualer THI 2:
CHTArJIHITHHOB docdar, munerrruan nenrugasa 4 (DPP-4) uaxuburop H MeThOpMHHOB
XHAPOXJIOPH, NMPEACTABHTEN HA KJ1aca Ha OHrBaHHAHMHHATE.

CHTar/IMnTHH
Mexanuzom na deucmeue
CrTrarnunTiH docdart € nepopaniHo AKTHBEH, MOIIECH H BHCOKOCEIEKTHBEH HHXMOHTOP Ha €H3HMA
aunentunan nerruaasa 4 (DPP-4) 3a neuenne Ha nuaber tun 2. Unxuburopnre Ha DPP-4 ca knac
BELECTBA, KOMTO JCHCTBAT KATO €HXaHCepH Ha WHKpeTHH. Upe3 nHxnbupane Ha ensuma DPP-4,
CHTArJMITFHH TIOBHINABA HUBATA HA /IBA M3BECTHH AKTHBHH MHKPETHH XOPMOHA, TTIHOKaroH-noaooHHA
nentun-1 (Glucagon-like peptide 1, GLP-1) u rmoko3a-3aBHCHMHA HHCYTMHOTPONICH NOMMNEITTH
(Glucose-dependent insulinotropic peptide, GIP). HakpeTnHnTe ca 9acT OT €eHAOTEHHA CHCTEMA,
Y4aCTBAllla BbB (PH3HOIOTHYHATA peryNalis Ha rIIOKO3HaTa XoMeocTasza. Koraro KOHUEHTpalMHuTe
Ha KpLBHATA 3aXap ca HOPMaIHHW WiH nosuineHH, GLP-1 u GIP zacunBar cunresa H
ocBOOOKAaBAHETO Ha HHCYIIHH OT NaHKpeaTHuHuTe Oera-kieTku. OcBeH ToBa, GLP-1 HamamiBa
CeKpelMATa Ha [JII0KaroH OT NAHKPEeaTHYHHTE alia KIETKK, BOASHKH A0 HaMalleHO NIPOH3BOACTBO Ha
yepHOAPOOHA rmoko3a. Korato HMBaTa Ha MOK03a B KPBETA Ca HUCKH, 0CBOOOXKIABAHETO Ha
HHCYJIHH HE C¢ CTHMYJIHpA H CEKPELIMATA HA MIKOKArOH He ¢€ NoTHCKa. CHTAr/IMITHH € M
BHCOKO CEJICKTHBEH HHXMONTOp Ha eH3Ma DPP-4 i He HHXHOHpa CXOAHMTE MO CTP
DPP-8 wiu DPP-9 B TepaneBruHH KOHLUEHTPAUHH. CHTarNMHNTHH Ce pa3in4aBa Mo
CTPYKTYpa H $apMakoNOTHUHO AeicTEHE OT aHanosute Ha GLP-1, uHcynun, cyndo
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MEIJIMTHHIAH, OMTBAaHMAMHYE, ATOHHCTH HA AKTHBHPAHKS OT NEPOKCH3OM MposdepaTopa raMma-
peuentop (PPARY), anda-rmoko3upasHy MHXMOHTOPH H aHATIO3H Ha aMIJIHH.

[Ipn AByAHEBHO NPOYYBAHE MPH 3APABH YYACTHHLIM, CHTATIIUITTHH, PHJIOXKEH CAMOCTOATENHO,
nosHinasa akTueHaTa GLP-1 xonueHTpaips, 0kaTo METPOPMHH NPHIOKEH CAMOCTOATE/HO,
NOBHINABa AKTHBHATA H obmara GLP-1 xoHueHTpanus B cXoJHa creneH. EAHOBPEMEHHOTO
npMiaraHe Ha CHTarJIMITHH H MeTGOPMHUH HMMa aiUTHBEH edexT BLpxy akTHBHaTa GLP-]
KOHLIEHTpalys. CHTarmMITHH, 3a pa3fiiKa OT MeTQOpMHH, NoBHILABa akTHBHATa GIP KOHNEHTpaLHA.

Knunuuna eduxacrocm u 6ezonacuocin
Kato a0, cHTariynmiH noaobpasa riHKeMHYHHS KOHTPOJ, KOTaTo ¢e H3M0N3Ba Karo
CaMOCTOATETHO WIH KOMGHHHPaHO fledyeHHe NPH Bb3PACTHH NMALUMECHTH ¢ adabGer tHn 2.

IIpH KIHMHHYHH H3HTBAHHA CHTATIMIITHH KATO MOHOTEPANHA NoAoOpaBa MHKEMHYHHS KOHTPOJ
4ype3 3HAYHTEITHO HaMalleHHe Ha XemornoOuH Alc (HbAlc) # rimoko3ara Ha raiHO H ClIE]l XPaHCHE.
Hamanenuero Ha rwiasMenara rmoko3a Ha ragdo (IIT'T) e Habmopasano Ha 3-Ta ceaMuLla, ITEpBaTa
BpEMEBa TOYKA, B KoATo ¢ wiMepena III'T. HabmoxasaHata 4ecToTa Ha XUnornvkem#s npu
MALMEHTH, IEKYBAHH ChC CHTATTIMIITHH € NMoA0OHa ¢ Ta3u npH auebo. TenecHoTo TEMNO He ¢C €
YBEJIMYHIIO CIIPAMO M3XOAHMTE CTOHHOCTH MPH JIeueHUe Cxe curaraunTul, Habmozasauo e
noaoOpeHue Ha CypOraTHHTE MapxepH Ha GyHKIHOHHpaHe Ha GeTa-wieTkure, B ToBa yHcao HOMA-
B (XoMeocTaszeH MOZIEN 3a OLleHKa-f}), ChOTHOIIEHHETO Ha MPOHHCYJIHH KbM HHCYIHH H TIOKa3aTeNIUTe
33 PEAKTUBHOCT HA HETa-KIETKHTE ITPH TECTa 34 TOJIEPAHTHOCT NPH YECTO JaBAHE Ha XpaHa.

IIpoyusanunr cvc cumazaunmun 8 KOMOURaYUR ¢ Mempopmun

IIpu 24-ceamuyno mw1ane60-KOHTPONMPAaHO KIHHUYHO NPOYYBaHE 33 OLICHKA HA epHKACHOCTTA H
De3onacHOCTTa IIpH f00aBgHe Ha curarnunTHH 100 mg BeAHBXK AHEBHO KbM CHIECTRYBAILO JICYCHHE
¢ METOPMHH, CHTATJIKITHH OCHIYpABa 3HAYMTEHO NOXOOPEHHE HAa MNTHKEMHYHHTE NapaMETPH B
cpaBHeHue ¢ riane6o. [lpoMaHaTa cnpsaMo H3XOAHHTE CTOHHOCTH Ha TEJIECHOTO TErJIO € noaodHa
MpH NALKEHTH, NEKYBaHH CBC CHTAMIKITHHE crpaMo mwiauebo. [Ipu Tora npoyysane HMa Nojo0Ha
YECTOTA Ha CIIYYaM HA XHOOTIHKEMHA NPH NMALIHEHTH, JIEKYBaHH ChC CHTAJIMITHH HIH mnauedo.

[Ipn 24-ceamuuno nnanebo-koHTponnpano ¢gaxTopanHo NpoyuBaHe Ha RAYAIHO JICUEHHE
cutarunTHH 50 mg ABa MBTH AHEBHO B KOMORHatws ¢ MergopmuH (500 mg unu 1 000 mg nBa METH
JHEBHO) C€ ITIOCTHI2 3RAYHTENHO NOACOpEeHHEe HA MTHKEMUYHHTE IapaMeTPH B CPABHEHHE C BCAKA
MOHOTepamua. HaManeHneTo Ha TeneCHOTO TEMTO MPH KOMOHHAIMATA CHUTArJTMITTHH H METQOPMHH €
noAoOHO Ha ToBa HabmoAaBaHO MpH MeT(GOPMHH CaMOCTOATENHO WK [L1atebo; HAMa IpoMsHa
CIpSAMO H3IXOOHHTE CTORHOCTH NpH NalieHTH HA CHTAMIMITHH CaMOCTOATENHO. YecToTaTa Ha

XHTIOTJINKEMHS € MoA0OHA Cpex JICKyBaHHTE IPYIIH.

IIpoyueane cvc cumaznunmun 6 xomMbunayua ¢ Mem@popmun u Cyronwrypes

24-cepMuuHO WIANEG0-KOHTPOIMPAHO KIIHHHYHO NPOYYBAHE € IUTAHHPAHO Aa OLICHH ¢(HKaCHOCTTa H
6e3onacHOCTTa Ha cHTarTunTHH (100 mg BeAHBX ZHEBHO) NPHOABEH KbM MTUMENTHPHI
(camocToATENIHO HIH B KOMOHHALMs% ¢ MeTdhopMHH). JlobaBaHeTO Ha CHTArJIMITTHH KBM FITHMEITHPHA
H MeTQOPMHH OCHI'YPSBa 3HAYMTENIHO NOACOPEeHHe Ha MINKEMHYHHTE napameTpH. IlanpenTure,
NIEKYBaHH ChC CHTATJIMIITHH, HMAT cnabo NoBHINeHHe Ha TenecHoTo Terno (+1,1 kg) B cpaBHeHHE ¢
TE3M, NMOTYyYaBaIu rauebo.

IIpoyueane coc cumaznwnmun ¢ kombunayus ¢ memeopmun u PPARy azonucm
26-cenMuuHO M1auebo-KOHTPOIHPaHO NPOYYBAHE € MPeAHA3HAYECHO Aa OLCHH €(pHKACHOC

NMHOrIHTA30H B MeTdOopMHH. J00aBAHETO HA CHTAMITTHH K‘BM INHOTJIMTA30H K MET
OCHIYpPABa 3HAYMTENHU nonobpenus Ha rukeMuiHuTe napaMeTpu. [IpomaHara B
H3XOIHO HHBO € NoA00Ha HA TAa3H NPH NTALIMCHTH, JIEKYBaHH CEC CHTAIJIMIITEH, B Cp
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mauedo. YecroraTa Ha XUNOTJIHMKEMHA CBINO € NOAOOHA NPH NALIMEHTHTE, JICKYBaHH ChHC
CHTACTHITTHH WIH 1auedo.

IIpoyvsane na cumaznunmun 6 KOMOUHAYUA C MEMPOPMUH U UHCYIIUH

24-ceAMHAYHO 11a1c00-KOHTPOJIMPAHO KIIHHHYHO MPOYYBaHe € MpeAHa3HaYeHo Ja OLCHH
edieKTHBHOCTTa M 0€30MacHOCTTa Ha curarmunTiH (100 mg BeaHEX AHEBHO) J00aBeH KbM WHCYIHMH
(ipu cTabunHa A03a 3a Hal-Manko 10 cenMHuH) cs¢ wiu 6e3 MeTdopMuH (Haii-Manxo 1 500 mg).
[Ipn nanMeHTH, IPHEMALIH NPEABAPHTE/THO CMECEH HHCYJIMH, CpeAHaTa AHeBHa no3a e 70,9
U/anesHo. I1pu naumeHTH, NnpHeMalny HeCMECEH NPEIBAPHTENHO (MEXKAHHEH/ TPOABIKHTEIHO
IAeHACTBAIN) HHCY/IHH, CpeaHara nuesHa 1o3a ¢ 44,3 U/nueBHo. [annnte ot 73% OT NALMEHTHTE,
KOHTO Ca NpUeMaid MeThopMuEH, ca npeacTaBedd B Tabnuua 2. Jlo6apaHeTo Ha CHTAFIMIITHH KBM
HHCYJIMH OCHTYPABA 3HAYHTENHO NMoAcOpeHHe Ha NIMKEMHMYHUTE napamerpu. Hama 3HaunTenHa
IIPOMAHA B TENIECHOTO TEMIO OT H3XOAHOTO HHUBO B IBETE TPYIIA.

Tabauya 2: Pesynmamu 3a HbA lc npu naaye6o-xovmponuparnu npoy4eanus ¢ KOMOuRupano aeienue
CbC cumaziunmun u memgopmun*

IIpoyueane Cpednu cmoumocmu va | Cpedua npomata Kopuzupana, cnpsmo
uzxoono nugo HbAlc CHIPAMO USXOOHO HUBO niayebo, cpedna

(%) HbAIc (%) npomana va HbAIc (%)
(95% CI)

Crrarnmanmus 100 mg 8.0 0,7 -0,71.% (0,8, -0,5)
BE/HDK THEBHO,
aobapeH KbM OHOBA
Tepama ¢ MeTdopMuHYS
(N=453)

Curarnanras 100 mg 8.3 0,6} -0,9t.% -1,1,-0,7)
BeIHLXK AHEBHO,
aobaseH KpM POHOBA
Tepanus C rIAMEnHpPHL
+ MeThopMuH %
(N=115)

Curarmuntax 100 mg 8,8 -1,2F 0,71, (-1,0, -0,5)
BEOHDbXK AHEBHO no0aBeH
KbM ($OHOBA Tepanms ¢
THOTJIATA30H +
menpopmun] (N=152)
Curarnanran 100 mg 8,7 -0,78 -0,58,1 (-0,7,-0.4)
BEJIHbX IHEBHO,
nobaseH KbM (POHOBA
TepanHa ¢ HHCYIHH -+
MeTgopmuH % (N=223)
Haganno neaenue (pa | 8,8 -1,4% -1,61,1 (-1,8,-1,3)
IThTH AHEBHO) %:
CHTArnATIMH 30 mg +
meThopmun 500 mg
{(N=183)

Havanno negeHsue (a8a 8,8 -1,9% 2,111 (-2.3,-1,8)
ITbTH JHEBHO) %!
CHTArATHITHH 50 mg +

Mertdopmun 1 000 mg
(N=178)
* [TonmynaumaTa OT BCHYKH JIEKyBaHH nauMeHTH (intention-to-treat aHanns).
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T Hali-mankure cpennM xeazipaTil ca KOPHTHPaHH CNIPAMO CTaTyCa HpU MPEXONHOTO
AHTHXMIIEPIVIMKEMHYHO JIEUEHHE A CTOHHOCTTA Ha U3XOOHO HUBO.

1 p<0.001 compared to placebo or placebo + combination treatment. B cpaBHerH e ¢ IL1aLE60 HIH
wianebo + koMOMHHpAHO NleueHue.

% HbAlc (%)na 24-ra ceqmuna.

9 HbA1c (%)na 26-Ta cenmmiia.

§ Hali-mankure cpeHH KBaApaTH ca KOPHrHPAaHH 3a yrioTpefara Ha HHCYJIHH pH BH3HTA |
(npeaBapHTETHO CMECEH Cpellly HeCMeCEH NPEABAPHTENHO [MEKIHHEH WM MPOXB/DKUTEITHO
aeHcTpani)]) ¥ U3X0HAa CTOMHOCT.

Ilpu 52-ceamuuno npoy4ysaHe, cpaBHABaINO eduxacHocTTa M Oe30nacHOCTTa NpH Z00aBAHE Ha
cHraraunThH 100 mg BeHEX qHEBHO WK UK, (CYIPOHIITYPEHHO [IPOH3BOHO) NPH NALMEHTH
C HeAOObP MMUKEMIYEH KOHTPOJ [PH MOHOTEpaNHd ¢ MeT(hOPMHH, CHTATIIHIITHH € IOACOCH Ha
IIMNHM3KH] NpH noHmkasaHeto Ha HbA 1c (-0,7% cpesHa npoMsAHa CITPAMO H3XOJHHTE CTOHHOCTH
npe3 ceAMHNa 52, cbe cpeana croiiHocT Ha HbA 1¢ ot mpuGausurenno 7,5% B Apere rpymnu).
Cpennara Ko3a rIMNNIN, MINON3BAKA B rpyMNaTa 3a cpaBHeHue e 10 mg nHeBHO kaTO NMPHOIHIHTEIHO
40% 0T nauHeHTHTE CE HYXKAAAT OT J03a IIHIM3KA <5 mg/AHEBHO N0 BPeMeE Ha IIPOYYBAHETO.
Bbnpexu ToBa, MOBEYE MAHEHTH OT rPYIaTa HA CUTAITIMIITHH €A NPEKBCHAIM JICYEHHETO TIOPaIU
JIM1Cca Ha eHUKACHOCT, OTKOJIKOTO B rpynara Ha rnunmsnn. [laupenTre, nekyBaHu ChC CHTAIHIITHH,
MOKa3BaT 3HAYMTENHO CPEAHO MOHMKEHHE CTIPAMO H3XOAHHTE CTOHHOCTH Ha TeNiecHoTo Terno (-1,5
kg) B cpaBHEHHE CBC 3HAUHTENHO NOKAYBAHE HA TETJIOTO APH HALKEHTH [10TydaBany rony3ug (+1,1
kg). B ToRa npoy4BaHe OTHOMIECHHETO NIPOHHCYAHH KM HHCYJIHH, Mapkep 3a ¢¢GEeKTHBHOCTTA Ha
HHCYJIMHOBHS CHHTE3 H 0CBOOOKAaBaHE, ce NOACOPABA CHC CHTAIVIMIITHH H CE BIIOUIABA NIPH JICYCHHE
¢ TIMMM3KA. YecToTaTa Ha XHNOTIHKEMHA B IPyNaTa Ha CHTArNHITHH (4,9 %) € 3HaUHTEMHO 10-
HHCKA OT Ta3H B rpynata Ha riunusug (32,0 %).

24-ceAMUIHO 1UIALE00-KOHTPOJIMPAHO KIIMHHYHO NPOYYBaHe, BKIIIOYBAO 66( naipdeHTH ¢
NpesHa3HAYCHO A OLICHH e(PHKACHOCTTA BOAEIRA 10 HaMansBaHe HA HHCYTHHOBHTE AO3H H
6e3onacHocTTa Ha cHrarnunTHH (100 mg BeAHbXK JHEBHO), KOTATO € NpHOaBeH KbM HHCYJIHH
TTIApPXKHH ¢be HIH 06e3 MergopmuH (nione 1500 mg) no BpeMe Ha HHTEH3H(HLHPAHETO Ha
HMHCY/IMHOBaTa Tepanus. [Ipu nauuenTy, npuemamm MeThopmuH, maxogHaTta croirocT Ha HbAlc e
8,70% u payanHara acza HHCYNHH € 37 1U/aneBHo. ITanpeHTHTE Ca MHCTPYKTHPaHM Ja THTpHpaT
TAXHATA 033 UHCYJIMH INapPXHUH Bb3 OCHOBA HA CTOMHOCTHTE Ha KPbBHATA 3aXap Ha FJafHo,
H3MEPEHH Ype3 KPBBeH TecT ¢ yOoxkaaHe Ha npreTa. [Ipn nauMeHTHTE, NpHeMali MeTGOPMHH, Ha
24-Ta ceamuLia, YBETHYABAHETO HA IHEBHATA 032 HHCYIHH € 19 IU/nHeBHO npH naniMeHTH, NEKYBaHH
CBC CHTarIUNTHH, H 24 IU/nHeBHO npu nanmeHTH Ha mwiaueto. [lonrmkasanero Ha HbAlc npu
MalLMEHTH, JIEKYBAHH CbC CHTATTHIITHH, METGOPMHH H MHCYIHH € -1,35% B cpaBHenue ¢ -0,90% npu
NalUeHTH, JIeKyBaHH ¢ mnaneto, MmerdopMHMH M MHCYIIMH, paziuka ot -0,45% [95% CI. -0,62; -0,29].
YecToTaTa Ha XHOOTJIHKeMHS € 24,9% nNpu NALMEHTH, ICKYBAHH ChC CHTATTIMIITHH, MET(GOPMHH H
HHCYIUH i 37,8% npu nauMeHTH, JeKyBaHH ¢ Manebo, MerOpPMHH U HHCYNIMH, Pa3niHKaTa ce AbJDKH
OCHOBHO Ha NO-BUCOKH: NpPOLEHT NALHEHTH B IPyNaTa Ha mwianedo, H3MHTaNM 3 WM NOoBEeYe eNH30aa
Ha xunormukeMui (9,1 cipamo 19,8%). Hama paznuka B 4ecTOTaTa HA TEAKKA XHUITOMTTHKEMHA.

M MHH

Mexanuzom na oeticmeue

Mergopmin ¢ GUrBaHHAHH ¢ AHTHXUIIEPTITHKEMUYEH edekT, MOHMKABAL KAaKTO Oa3anHaTa, Taka i
nIa3MeHaTa ImoKo3a cliet XpaHeHe. ToH He CTHMYJTHpa HHCYJIMHOBATA CEKpELHS M CICAOBATEIIHO HE

[IPEAHIBUKA XHITOTIIHKEMHS.
MeTtdopMHUH MOKE J1a ACHCTBA MO TPH MEXaHH3MA:

- 4pe3 HaMaJaBaHe NPOAYKUMATA Ha 9€pHOAPOOHA IIoKo3a Ype3 HHXHOHpaHe Ha
I'MOKOHEOIeHE3aTa U TNMKONeHONM3ATA.
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- B MYCKYIIMTE, Ype3 YMEPEHO MOBHINABAHE HA HHCY/IMHOBATA YYBCTBHTENHOCT, NOAOOPABAHKH
nepu(pepHOTO NOEMaHE M YCBOABAHE Ha [IOKO3a.
- 4ype3 3abaBaHe Ha abcopOLMATa Ha TTIIOK03a B TBHKHTE Yepsa.

MerdopMuH cTHMYITHpa BLTPEXJICTHYHAA CHHTE3 Ha MIMKOTEH Ype3 Bb3AeHCTBHE BhpXY INTIMKOreH
CHHTeTa3aTa. MeThOpMHH NOBHINIABA TPAHCTIOPTHHA KATIALMTET HA CNeH(UYHH THIIOBE MEMOPaHHH
TpaHcnoprepH Ha rimoko3ara (GLUT-1 u GLUT-4).

Knunuuna edpuxacnocm u bezonacnocm

ITpu xopara, He3aBHCHMO OT OEHCTBHETO CH BBPXY IIMKeMHATA, METPOPMUH HMa 61aronpHATHH
ed)eKTH BBPXY JUNHAHHA MeTabonn3sm. ToBa ce A0Ka3Ba NpH TEPaNeBTHYHH KOHLEHTPALMH B
KOHTPOJIMpaHH KITHHHYHH NPOYYBAHHSA ChC CPeHA MPOABIDKATEAHOCT WIH TBJIMOCPOYHH KIHHUYHH
NpoyYBaHUA: METGOPMHH HaMaaBa oOmus xouecrepon, LDLc 1 HuBaTa Ha TpurmHuepHaUTe.

IIpocnekreHoTO panaomusupano (United Kingdom Prospective Diabetes Study, UKPDS)
MPOYyYBaHE € YCTAHOBHIO ABLJTOCPOYHATA MTO3a OT HHTEH3WBHHA KOHTPOJ Ha KpbBHATA 3axap npy
AHadeT THI 2. AHAIH3BT HA Pe3yJTATHTE MPH NALHEHTHTE ¢ HAAHOPMEHO TErNO, IEKYBAHH C
MET(POPMHH ClIEA HEYCTIEX ¢ IHETA CAMOCTOATENHO TTOKA3BAaT:

- 3HAYHTEIHO HAMAIECHHE HA aOCOMOTHHA PHCK HAa CRBP3aHHTE ¢ AHabeTa YCIOXKHEHHA B IPyNaTa
Ha MeTdopMuH (29,8 cpburia/l 000 nauyeHTO-TOIHHHA) CIPAMO AHETa caMocTosTenHo (43,3
ce6uTia/1 000 nanmesTo-rogunu), p=0,0023 1 cnpAaMo TpyNHTE Ha KOMOHHALHA CBC
cynpOHHIypes ¥ MOHOTepamnHa ¢ kHcyaHH (40,1 csbrmis/1 000 napenro-rogunn), p=0,0034.

- 3HAYHTEIHO HaMa/eHHEe Ha a0COMOTHUA PUCK OT CBBp3aHaTa ¢ AHabeT cMBPTHOCT: METQOPMHH
7,5 cubrrna/1 000 naumedTo-rogHuK, aHera camocroatesaHo 12,7 cuburna/1 000 naupeHTO-
roauny, p=0,017.

- 3HAYHTENHO HaMaJieHHe Ha aGCOMOTHUA PHCK OT o0IHaTa CMBPTHOCT: MeTGOpMHH 13,5
ceOuTHa/] 000 matenTo-roauay cnpaMo auera camoctoaTenHo 20,6 cxburaa/l 000 maumeHTo-
roaunH, (p=0,011) u cnpamo rpynute koMOHHHpaHa CyNGOHWTYPES H MOHOTEPAITHS ¢ HHCYJTHH
18,9 cpburnn/1 000 namuenro-rogunu (p=0,021).

- 3HAYMTENHO HAMAJICHHE Ha aGCOMOTHHA PHCK OT MHOKap/ieH HH(papkT: MerdopmuH 11 cpbutha/]
000 naumeHTO-rOAMHH, qUeTa camocTosTeNHo 18 cubuTnda/l 000 nammento-rogunu, {(p=0,01).

TECOS (Trial Evaluating Cardiovascular Outcomes with Sitagliptin) ¢ panaomMi3supano rmpoy4saHe
npu 14 671 naumenTu B intention-to-treat nonyxanusta ¢ HbAlc > 6,5 no 8,0 %, ¢ ycTaHOBeHO
ChPACYHO-CHAOBO 3aD0NnARaHe, KOHTO NOJTyyaBaT cHraraunTiH (7332) 100 mg anesro (wiu 50 mg
JHEBHO, aKO H3XOJHHUTe croiiHocTH Ha eGFR ca >30 1 < 50 ml/Mun/1,73 m2 ) wiu mnauebo (7339),
AobaBeHH KbM 0OHYaHHUTE PHXH CHIAACHO MecTHHTe cTaHaapTH 3a HbA l¢ u copacuHo-Cha0BH
puckoeH ¢akropH. ITaumenTd ¢ eGFR < 30 ml/Mun/1,73 m2 He ca BK/IIOYEHH B IIPOY4BaHETO.
Hscnenpanara nomynanus snouea 2004 naneHTH Ha BB3pacT 2>75 rofuHy U 3324 naiMeHTH ¢

01.0peuno yepexaane (¢GFR <60 ml/Mun/1,73 m2 ).

ITo BpeMe Ha npoyuBaHeTO, 00IIaTa H3YKCIIeHa cpeana pasnuka (Standart deviation, SD) B
ctoiinocTuTe Ha HbA 1c Mexxay rpynute Ha curarmanmus B wauebo e 0,29 % (0,01), 95 % C1 (0,32,
-0,27); p <0,001.

[T pBMuYHaTa KpalHa TOYKA MO OTHOLIIEHHE Ha CHPACYHO-CHA0BATA CHCTEMA € ChCTABHA OT ITBPBAaTa
OABA Ha CBPACYHO-CHJIOBA CMBPT, HedaTalieH MHOKap/ieH HH(apKT, HedaTtaneH HHCYIIT HIH

XOCIMTAIM3aLHA Nopaay Hectabunua creHoxapaus. Bropudynure KpaiHH TOYKH 10 OTHOIIEHHE HA
CBPACHHO-CHAOBATA CHCTEMa BKAIOUYBAT ITbPBATa NOABA HA CHPAEYHO-CHAOBA CMBPT, Hea
MHOKapACH HHPAPKT WK HedaTaleH HHCYJIT; ITbPBATa NOABA HA HHAWBHYAIHUTE KOM
TEPBHYHATE CHCTABHA; O0LIa CMBPTHOCT H XOCTIMTAIIM3ALHH NIOPAH 3aCTOHA ChpAE
HEAOCTATBYHOCT.
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Cnen npocnensBaHe ¢ MeIMaHa Ha NMPOABRDKATEITHOCT OT 3 FOJHHH, CHTATTIMITUH HE MOBHINABA
PHMCKa OT FOJIEMH HeXeJIaHH ChPISHHO-CHAOBH CHOMTHA HIH PHCKA OT XOCTHTanW3aL|s ropaan
ChpPACYHA HENOCTATEYHOCT, KOraTo ce A00aBs KBM 00HUaifHATE IpIbkH NpH NaluHeHTH ¢ Axaber Tan 2
B CpaBHEeHHE ¢ oOHyaiHuTe rprku O3 curarnunTux (Tabmaua 3).

Tabauya 3: Yecmomu na xombunupanu copoeuHo-co0084 pesyimamu U Ha KII0Y08U 6MOPUNHU

pesyamamiu

Cumaznunmun 100 mg

Ilrayebo

N (%)

Yecmoma
va 100 nayu
ENMo-200U
Hu¥

N (%)

Yecmoma
Ha 100 nayu
eHmo-200U
Hu¥

Koegpuyuenm
HQ PUCKQ
(95% Cl)

p-
cmotinocmi

Auanuz 6 Intention-

to-Treat nonynayusma

bpoii nayuenmu

7 332

7339

ITvpeuuna
CHCMAGHA KPaiiHa
mouxa
(Cspaeano-
CHI0Ba CMBPT,
HedaTaneH
MHOKapaeH
HHOAPKT,
HedaTaneH
HHCYAT HIH
XOCHHTATH3ALAS,
IOpaan
HecTabWiHa
CTEHOKApaH)

839 (11,4)

4,1

851 (11,6)

4,2

0,98 (0,39-
1,08)

<0,001

Bmopuwna
CHCMAasKa KpauHa
moyKa
(Covpaeqano-
ChIOBA CMBPT,
HedarTalen
MHOKapaeH
HHPAPKT WIH
HedaTaieH

HHCYNT)

745 (10,2)

3,6

746 (10,2)

3,6

0,99 (0,89-
1,10)

<0,001

Bmopuyen pesynmam

CrpaeuHo-
ChAOBA CMBPT

380 (5,2)

1,7

366 (5,0)

1,7

1,03 (0,89-
1,19)

0,711

Bceakakbp BUI
MHOKapieH
HHpapKT
{daraneH u
HedaTaien)

300 (4,1)

1,4

316 4,3)

1,5

0,95 (0,81-
1,11)

0,487

BcakakeB BUA
HACYNT (PaTaneH
1 HedaraneH)

178 (2,4)

0,8

183 (2,5)

0,9

0,97 (0,79-
1,19)

0,760

Xocrmarannzai|a
nopaan
HecTaOUNHA

116 (1,6)

CTEHOKApAMA

0,5

129 (1,8)

0,6

0,90 (0,70-
1,16)
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Cumaznunmun 100 mg Irayebo Koepuyuenm | p-
N (%) Yecmoma N (%) Yecmoma Ha pucKa cmotnocmy
na 100 nayu ~ na 100 nayu | (95% CI)
enmo-200u eHmO-200u
Hu* Hu*
CMBpT nopany 547 (7,5) 2.5 537 (7,3) 2,5 1,01 (0,90- 0.875
BCAKAKBA 1,14)
TIPAMHAA
Xocnurannsaums, § 228 (3,1) 1,1 229 (3,1) 1,1 1,00 (0,83- 0,983
HOpagH ChpIeuHa 1,20)
HEROCTATHIHOCT]

* YecToraTa Ha 100 manmenTo-rogunu ¢ u3uncaena karo 100 x (obmmua 6poit manuenTH ¢ 21
ChOMTHE 110 BpeMe Ha AOIYCTUMHA MEPHOJ HA EKCTIOIHIMA CTIPAMO obuus Opoit TateNTo-TOAHHH
Ha npocieAsBaHe).

1 Br3 ocHOBa Ha Moaen Ha Cox, cTpaTH)UOMPAH MO PerHOH. 33 ChCTABHHUTE KPAHHH TOUKHM, P-
CTOHHOCTHTE CLOTBETCTBAT Ha TECT 3a HEMHQEPHOPHOCT, THPCEI Aa MOKaXe, 93¢ KOSPHLUMECHTET Ha
PHCKa € 110-MameK ot 1,3, 3a BCHUKHM APYTrH KpailHH TOYKH p-CTOHHOCTHTE ChOTBETCTBAT HA TECT 3a
PazxIMKHTE B KOSPHIIHEHT HAa PHCKA.

1 AHamM3ET Ha XOCTIMTANM3ALMATA MOPAM CHPACYHA HEAOCTATHEYHOCT € KOPHIHpaH 3a aHaMHEe3a 3a
CHPACYHA HEAOCTATBEYHOCT HA U3XOAHO HHBO.

IleanarpryHa nomyaaums
EBponeiickaTa ar¢HUHA 110 NEKAPCTRAaTa OCBOOOKIABA OT 3aJBIDKCHHETO 34 NMPEAOCTABAHE HA

pe3ynTaTHTe OT NMPOYYBAHHATA ¢ MCTPOPMHH/CUTATTIHITTUH BbB BCHYKH NOArPYNH Ha NEAHATPHYHATA
MOMyJNAa ChC 3axapen muaber tin 2 (Bwxre Touka 4.2 3a undopmaims OTHOCHO ynoTpeba B
NeAUaTPHUATA).

be3onacHocTTa H epHKacHOCTTa NpH Jo0aBAHE HA CHTATIAITHH NPYU NeIUATPHYHH NAIMCHTH Ha
BB3pacT oT 10 po 17 romusu ¢ AnabeT THI 2 H HEANEKBATEH FIIHKEMHYEH KOHTPOJI HA METQOPMHH,
ChC WK 063 MHCYNWH, ca OLICHEHH B JBE NPOYYBaHHs 3a nepuox oT 54 cegMuani. JiobassHeTo Ha
CHTAIJIMNTHH ([IPHNOMKEH KAaTO CHTAMMOTHHMETHOPMHH WIH CHTATTTHIITHHTMETGOPMHH €
yaspkeHo ocsoboxnaeane (Extended-release, XR)) e cpaBHeHo ¢ aobaBgHeTo Ha riauebo KbM
MeTdopMHH HWin MeThopmMuH XR.

Maxap u 1a ce AeMOHCTpHpa NPEBH3XOACTRO MO OTHOINEHHE NoHkaraHeTe Ha HbA lc 3a
cutarnunTHH-+Merdopmuy/ curarmunrii+MergopmuH XR Haa MerdopmuH Ha ceamuua 20 ipy
cOOpHHMA aHANK3 OT Te3H B MPOYYBAHHA, PE3YJITATHTE OT OTAC/THHTE NPOYYBaHHA Ca
HechBMecTHMH. OCBEH TOBA, HE ce HaGOAABA O-BHCOKA €(DMKACHOCT Ha CHTarTMNTHHMET(PoOpMHH/
cHrarnunTua+mergopmud XR B cpaBHenne ¢ MeTopMHH Ha ceaMHLa 54. CienoBarenHo,
KOMOHHALHATa METGHOPMHHE/CHTATTIMNTHH HE TpAOBa Zja ce H3NO0NI3Ba NPH NEAHATPHYHH NALMCHTH Ha
BB3pacT oT 10 no 17 roxwan nopaam HepocTarbuna epHKACHOCT (BRATe TouKa 4.2 332 HHpOpPMaHA

OTHOCHO yTIoTpeba B meAHATPHATA).

5.2 PapMAKOKHHETHYHH CBOHCTBA

Curtarn eTpopMuUH
IIpoyuranHaTa 3a OHOEKBABANIEHTHOCT MIPH 3APABH YYACTHHIIN NTOKa3BarT, ye
CHTAITHITTHH/MeTHOPMHHOB KOMOHHKpaHH TabneTky ca 6MOCKBHBaJICHTHH Ha €IHOBPEMEHHOTO

NPHJI0KEHHE Ha CHTarTHNTUH (ocdaT H MeETGOPMHHOB XHNAPOXIIOPH] KATO OTACIHH Tabn

Cneasnte NaHHH NoKa3paT ¢apMakOKHHETHUYHHTE CBOICTBa Ha OTAC/IHATE AKTHBHH B
xoMOMHaUMATa.,
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CHTarnMnTHH

Abcopbyun

Cnen nepopanno npwioxeHue Ha 1o3a 100 mg Ha 3ApaBy YYaCTHUILIM, CHTATTTHOTHH 6BP30 C¢
abcopbupa, ¢ NOCTHTaHe Ha TMKOBH IUIa3MEeHH KOBLEHTpauuH (MeaHada Tmax) 1 no 4 yaca cnen
NPWIOXKEHHETO, cpeaHa asMeHa AUC Ha curarnunTuH 8,52 pMehr, Cmax 950 nM. A6contoTHara
OHOHATMIHOCT Ha CHTALTUNTHH € npubnusuTenHo 87%. Thii KaTo NMPHEMAHETO HA CHTATJIHIITHH
€AHOBpEeMeHHO ¢ 6oraTa Ha Ma3HMHM XpaHa He NORINABA (PapMAKOKHMHETHKATA, CHTarJIMITTHH MOXE
Jia ce NMpHiara ¢ HiIH Oe3 xpaHa.

[Inasmenata AUC Ha cHTarnMnTHH ce MOBHINABA TI0 J030MPONOPLIMOHANICH HA4YHH.
JlozanponopumoHaTHOCT He € yeTaHoBeHa 3a Cmax U C24uaca (Cmax ce NoBHIIABA NIOBEYE OT
Ao3anponopiuoHanHo, a C244aca ce yBeJIHIaBa N0-MaJIKO OT J03a-NPONIOPLIHOHAIIHO).

Pasnpedenenue

Cpenanst o6eM Ha pasIpe/ielieHHe B CTAIMOHAPHO ChCTOSHKE ClIe] €AHOKPATHA HHTPABEHO3HO
npriIokeHa aosa ot 100 mg cHrarnunTHH Ha 3ApaBH YYacTHHIH € pubausuTenHo 198 antpa.
DpakiuaTa CATATTMIITHH O0OPAaTHMO CBHP3aHa ¢ MIa3MEHHTE NPOTEHHH e HiucKa (38%).

buompancopmayus
CHTaraMITHH ce eIMMHHHPA OCHOBHO HEMPOMEHEH C YPHHATA, a METabOIH3MBT € BTOPOCTENICHEH
eT. IIpuGansuTenHO 79% OT CHTANIMIITHH Ce €KCKpETHPa HENPOMEHEH B YPHUHATA.

Cnen nepopanta no3a [“Cleurarnummun, npubanzurensHo 16% Ot pagHOaKTHBHOCTTA C€ €KCKpEeTHpa
KaTO MeTaboNnHTH Ha catarnunTHH. Ha HABO cnean ca ycTaHOBEHH mecT METabo/IHTa, KOHTO He ¢
0YaKBa Jia AONMPHHACAT 3a fU1a3MeHaTa DPP-4 HHXHOUTOPHA aKTHBHOCT HAa CHTaIJIMNTHH. In vitro
NPOYUBAHKATA NIOKA3BAT, Y€ OCHOBHHUAT €H3HM, OTTOBOPEH 32 OrpaHHYCHUs MeTab0IH3bM Ha
curarnunTul ¢ CYP3 A4, ¢ yuactuero v Ha CYP2CS.

In vitro nannWTe NoKa3BaT, Ye cHrarHITTHH He ¢ nHxuduTop Ha CYP n3oenzumute CYP3 A4, 2C8,
2C9, 2D6, 1A2, 2C19 unu 2B6, u He e naaykrop Ha CYP3A4 u CYP1A2.

Enumunupane

Caen npuioxeHne Ba nepopansa gosa [ *ClcHrarnunmii Ha 3ApaBH YYaCTHHLH, MPHOAHM3HTEIHO
100% ot npunoxxeHaTa paaroakTHBHOCT ce enuMHEHpA ¢ Gekannure (13%) unu ypunara (87%) mo
eJlHa CeMHLIA CNe/l NPUIOKEHHETO Ha no3aTa. IlpusranuaT kpaed t'2 ciex 100 mg nepopanna ao3a
CHTarTHIOTHH € npubmusurenno 12,4 gaca. CHTarmHIITHH Ce HATPYIIBA CaMO MHUHHMAJIHO [1pY
MHOTOKpaTHO npuiaraie. bxopeunmat kimpbac € npubnuszuTenHo 350 ml/mun.

EnyMHMHNpaHeTO Ha CHTANIMIITHH CTaBa OCHOBHO 4pe3 ObOpevYHa eKCKpeLs H BKIIOYBa AKTHBHA
TyOynHa cexpeums. CHrarnunTis € cyGCTpaT Ha HOBEIIKM OpPraHHYeH aHHOHEH TpaHcnopTep -3
(hOAT-3), xoirro Mmoxke GH ydacTBa B 0b0peyHOTO eNHMHHHpaHe Ha CHTArAMITHH, KnHHHYHOTO
3HaueHue Ha hOAT-3 B TpaHCNOPTA HA CUTArTMATHH HE € YCTAHOBeHO, CHTArTIHNTHH € Cy0OcTpar n Ha
P-TJIHKONPOTEHH, KOMTO MOXKe OH yuacTBa H B MeIMHpaHETO Ha OLOPEYHOTO CITMMHHEPAHE Ha
CUTArJIMITTHH. B ch110TO BpeMe UMKIOCNIOPHH, €JMH P-TJIMKONIPOTEMH HHXHOUTOP, HE HaAManABa
61b0peunns winpbHC Ha curaraunTHH. CurarnuTiH He € cyocrpar Ha OCT2 wiu OAT1 i
PEPT1/2 tpancnoprepwre. In vitro cutarnunTiH He notucka OAT3 (IC50=160 yM) wimn p-
raakonpoTerHa (a0 250 pM) MeanuHpaHHa TPAHCHOPT B TEPANEBTHYHO PEJIEBAHTHH IVIa3MEHH
KOHUEHTpaL#H. [Ipy IIHHHYHO NPOYYBAHE CHTATIMIITHH KMA MATEK €eKT BHPXY TUIa3MeH
KOHLICHTPALMK Ha AHTOKCHH, KOETO MOKA3Ba, Y€ CHTArJIMIITHH MO Jia € c1ab uaxubuTop

TITHKOITPOTEHH.

Aapaxmepucmuxd npu nayuenmume

..-;:r{ :
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DapMaKkOKHHETAKATA HA CHTATNIMITHH € KATO LAJIO CXO/IHA NPH 3APABH YYaCTHHIM M NALHECHTH C
nHaber THII 2.

bvbpevuno yepescoane
[IpoBeneHo e oTBOpEHO NMPOYYBaHE NPH €ZHOKPATHO MPIIOKEHHME 33 OLICHKA Ha (JapMaKOKHHETHKATA

Ha HaMaJIeHa 1033 CHTarTNTHH (50 mg) NpH NanyeHTH ¢ pa3IHYHA CTerleH Ha XPOHHYHO OBOpeYHo
YBpekAaHe B CPABHEHHE CBC 3ApaBH KOHTpoitH. [IpoyuBanero BKIOYBa nauMeHTH ¢ 6BOpeuHO
yBpeKIaHe B JI€Ka, yMEPCHA HJIH TexKa CTeleH, KakTo u naumeHTH ¢ TBH Ha xemoanamusa. OcBeH
TOBa, ¢exrure Ha 61L.6pedHO YBpexaaHe BEPXY (apMaKOKMHETHKATA HA CHTATTIHITTHH IPH NALHEHTH
¢ auaber ™M 2 1 6E6pEUHO YBpPEXKIaHE B JIEKA, YMEPEHA WIH TEXKKA CTETeH (BKIIIOYMTEHO TBH), ca
OLIEHEHH Ype3 NONyIaLMOHHH PapMakOKHHETHYHH AaHANH3H.

B cpaBHEeHHe CBC 3ApaBH KOHTpOJH, IyiaaMeHaTa AUC Ha CHTarJIMIITHH ce NOBULIABA
NpHONHM3UTENHO 1,2 THTH NpH NaMeHTH ¢ 0E6peuno yBpexaane B eka crenel (GFR >60 o <90
ml/MHH) ¥ cBOTBeTHO 1,6 NMBTH NpH naupeRTH ¢ 6b0peuno yepexnane B ymepeHa creneH (GFR 245
no <60 mli/Mur). Teii kaTo pasMepsT Ha NOBHLICHHETO HE € KNHHHYHO 3HAYAM, HE C€ HaJlara
KOPHIHpaHe Ha J03aTa NPH T€3H NAlHEHTH.

[nasmeHara AUC Ha CHTAITHIITHH c€ NOBWIIABA MPUOIM3NTENHO 2 BTH NPH NALKHEHTH ¢ OBOpeUHO
yBpexaane B yMmepena creneH (GFR >30 go <45 ml/mun) 1 npubnanzurenHo 4 MbTH NpH NALHEHTH C
616peuno yepekaaHe B Texxka crened (GFR <30 ml/mMun), Bkmounrenso nauuenTn ¢ TBH na
XeMOHaNnH3a. CHTarJIHITTHH C¢ OTCTpaHABa YMEpEHO npH xemoananu3a (13,5% 3a 3- no 4-yacoBa
XEMOJAHANIM3IHA CeCHA, 3allouBalla 4 yaca cliei MPHIOKEHHETO).

Yeproopobro yepexcoatte

He e reobxoxnuma kopeKUHA Ha J103aTa CHTATIMIITHH NPH NALKMEHTH C JIEKO HIH YMEPEHO
yepHOApoOHO yBpexaaHe (ckop no Child-Pugh <9). Hama KnHHHYEH OIMT AP MALMEHTH C TEXKKO
yepHoapobHO yBpexaane (ckop nmo Child-Pugh >9). B ¢b1mo10 Bpeme, Thii KATO CHTATJIHITHH C€
CJITHMHHHPA OCHOBHO 4pe3 Op0penuTe, He ce 04aKBa TEXKOTO YEPHOAPOOHO yBpeKAaHe 1a TOBIHAC
BbPXY $apMaKkOKHHETHKATa Ha CHTATTHITTHH.

Hayuenmu ¢ cmapuecka 6v3pacm

He ce nanara kopekuus Ha 03aTa B 3aBHCHMOCT OT Bb3pacTTa. B3 OCHOBa Ha MOMYJIallHOHEH
(dapMaKOKHHETHYEH aHaJIH3 Ha AaHHH oT Pa3a I 1 (aza 11, BE3pacTTa HEe OKa3Ba KIIMHHYHO 3HAYHM
edeKT BBPXY papMaKOKHHETHKATA HA CHTATNTMITTHH, YdacTHHIIATE B cTapuecka Be3pact (65 no 80
rOJAWHH) AMAT MPHOMIUTENHO 19% no-BHCOKM NIIa3MEHH KOHUEHTPAIJAH HA CHTATAMIITHH B
CPaBHEHHE C NO-MIAAH YYaCTHHIIH.

Heouampuuna nonyaayun

OapMaKOKHHETHKATa HAa CHTANMITTHH (eAMHM4HA 1033 50 mg, 100 mg wiu 200 mg) e uscnensana
TIpH TICAHATPHYHH NAaLUeHTH (Ha BB3pact OT 10 go 17 rogunn) ¢ anaber tan 2. [1pe Taszu nomynaiA,
AUC Ha CHTArIUNTHH B (171a3MaTa, KOPHIMpPaHa CNPsiMo J03aTa, ¢ Ipubmmurenno 18% no-nucka
OTKOJIKOTO MPH BB3PACTHH NAalMeHTH ¢ Auaber Tan 2 npu no3a 100 mg. He ca nporexaany
NIpOYUYBaHHA CHC CHTAITUITTHH NPH NeAHaTPUYHH MALHEHTH Ha BB3pacT < 10 roauss.

Apyzu xapaxmepucmuxu va nayuenmume
He ce nanara kopexkuys Ha go3aTa B 3aBHCHMOCT OT II0JI, paca WIH HHIEKC Ha TenecHa Maca (BMI).
Te3u xapakTeprUCTHKY HAMAT KIMHNYHO 3HAYMM e(eKT BhpXY $apMakOKHHETHKATA HA CHTArTAIITHH

(apMakOKHHETHYEH aHAMH3 Ha AaHuy ot (Pasa [ n Paza 1.

MerdopMuH
Abcopbyun
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Cren nepopanta no3a MergopmuH, Tmax ce goctura 0o 2,5 yaca. AGcosoTHaTa OMOHATHYHOCT Ha
Tabnerka Merdopmun 500 mg e npubmazurenno 50-60% npu 3apaeu yuactHunM. Cren nepopanHa
no3a, Heabcopbupanara (ppakups, oTkpHTa BB Qekamure e 20-30%.

Cnen nepopanen npueMm, abcopbumsara Ha MeTQOpMHH € HacHIIalla c¢ H HelrbiiHa. CMsATa C¢, ue
(papMakxoknHeTHKaTa Ha abcopOrusTa Ha MeT(HOPMHH e Henuneiina. ITpn oGHYalHH 1038 MeTHOPMHH
H N030BH CXEMH, IVIA3MEHHTE KOHLIEHTPAUMH MPH CTAIIHOHAPHO CBCTOSHHE €€ NIOCTHIAaT B PAMKHTE Ha
24-48 vaca u kaTo A0 ca no-Manko oT 1 pg/ml. [pu KOHTpONMpaHH KTHHHYHH U3TATBAHHS,
MAaXCHMATHWTe TUIa3MEHH HiBa Ha MeTopMuH {Cmax) He npeBHIIABAT S5 pg/ml, AopH NpH
MaKCHMAaJIHH IO03H.

XpaHaTa HaMassnBa cTeneHTa u ci1ado 3abapg abcopOiumara Ha MeTGopMHH. Cliex NPpHIOKEHHE Ha
nosa ot 850 mg ce nadbmonasa 40% no-HKHCKa MHKOB2 IUIa3MeHa KOHLCHTpauus, 25% HaMalleHHe Ha
AUC u yaemkaease ¢ 35 min Ha BpeMeTo J0 AOCTATAHE Ha MHKOBA IVIA3MEHA KOHLIEHTPALHA.
KsiMHHYHATA 3HAYHMMOCT HE € H3BECTHA.

Pasnpedenenue

CBEBp3BaHETO C [UIa3MeHHTE IPOTEHHH € He3HauuTeNnHO. MerdopMuH ce pasnpenens B
eputpounTHTE. KPBBHHAT NMHK € NMO-HHUCHK OT IUIA3MEHHS [THK H e NOABABA IPHOIMIUTENHO 110
CBIOTO BpeMe. UepBeHUTe KPBBHH KIETKH Hakl-BepOATHO NPEACTARIABAT BTOPHYEH KOMIAPTHMEHT

Ha pasnpenencune. Cpeanuar Vd sapupa mexay 63 — 276 1.

buompanchopmayun
Metdopmun ce ekckpeTHpa HernlpoMeHeH B ypHHara. [IpH xopaTa He ca ycTaHOBEHH MeTabonuTH.

Enumunupane
br6peunuaT knupLHCe Ha MeTdopMHH € >400 ml/mMuH, KoeTo noka3sa, 9e METQOPMUH Ce ETHMHHHDA

ype3 roMepyina ¢punTpanpsa ¥ TyOynHa cekpela. Chel nepopaiHa A03a, IPUBHAHHAT TEPMHHAIICH
EJIMMHHALIHOHEH NOTY)KHMBOT € npHGau3uTenHo 6,5 h. Koraro 6:0pevnaTa QpyHKUMA € YBpEcHa,
61.0peunss KIHPBHC ce HaMasIaBa B CHOTBETCTBHE C TO3H HA KPEaTHHHHA U CJIECBATETHO
EMMMHHALTMOHHRUAT [OJYXHBOT C€ YBDKABA, KOETO BOAH A0 NMOBHINEHH HABA HA METQOPMHH B
TUIa3Mara.

5.3 IlpeAxnHHHTHH AaHHH 3A 0e30macHOCT

He ca npoBexxaaHH npoy4paHHs HPH KHBOTHE CHC CHTATTTHIITHR/METQOPMHH.

Ilpu 16-cenMuvHE NpoydBaHHs, B KOHTO Ky4eTa ¢a TPETHPaHH MM ¢ METPOPMHH CaMOCTOATENTHO
WK ¢ KOMOMHALHA OT MeT()OPMHH H CUTATJTMIITHH, HE € Ha0IF0[aBaHa JOMTb/IHUTENIHE TOKCHYHOCT OT
komOuHaimaTa. NOEL (No observed effect level) B Te3n npoyuBanus ce HabionaBa npH eKCno3H1IMs
Ha CHTarTMITTHH NpHONM3HTEAHO 6 ITbTH NO-BUCOKA OT Ta3H NPH XOpa H NPH EKCIIO3HIHA Ha
MeTGopMHH NPUOTHIHTENHO 2,5 ITETH NO-BHCOKA OT Ta3H MIPH XOpa.

CneaHuTe JaHHH ca HAXOAKH NPH NPOYYBAHHS, IPOBEACHH CHC CHTArTTHATHH HWIH METQPOPMHH
CAMOCTOSTETHO.

CUTArTHITHH
brOpeuna n YepHOAPOOHA TOKCHYHOCT ce HADMIOAABA NPH IPH3aYH NPH CTOMHOCTH Ha CHCTEMHA]

0e3 edexT mpH Ta3H Haxonka € 58 ITbTH NO-BHCOKO, CHITIACHO PE3YNTATHTE OT 14-ceam
NpOyYBAaHE NPH ILTBXOBE. 3HAYEHHETO HA TE€3H HAXOMKH TPH XOpa He € H3BeCTHO. Tpe
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CBBP3aHH C NEUSHHETO (PUHISCKY NPOABH, HAKOW OT KOWTO NMPEANONaraT HaiiMAeToO Ha
HEBPOJIOTHYHA TOKCHYHOCT, KATO JIHIAHE ¢ OTBOPEH: YCTa, CAINBALIMA, eME3UC Ha Dgna naHa,
aTaAKCH#A, TpenepeHe, HaMajleHa akTHBHOCT WK H3rbpOeHa no3a ce HabmoaaBar MpH KydJeTa NnpH
HHBA Ha eKCNO3ALMA NpHbMH3HTENHO 23 MBTH MMO-BHCOKH OT HHBOTO HA KITHHHYMHA €KCTIO3HIHAL
OcBeH ToBa, MHOTO JieKa JI0 JieKa KOCTHO-MYCKYJIHA ieTeHepalua ce Habmoaasa H XHCTOIOTHIHO
NpH N03H, JaBall¥ HHBa HA CHCTEMHA €KCIIO3ULMA NMPHONIM3HTENIHO 23 ITETH N0-BHCOKH OT HHBOTO Ha
eKCro3uLHA npH xopa. I1pu Tesn pesynrar, HUBOTO 63 edieKT € NMpH eKCIOo3ALHA 6-KpaTHO 1o~
BUCOKA OT HUBOTO HA KJIHHHYHA EKCITO3ZHIIHA.

CyTarndnTHH He MOKA3Ba FeHOTOKCMYHOCT B XON1a HA MPeAK/IMHHYHM Npoy4BaHua. CHTAIMITTHH HE
€ KaHLICporeHeH npu MHIkK. [Ips wsXxose MMa NOBHINEHA YECTOTA HAa YEPHOAPOOHK afJICHOMH H
KapIiMHOMH IIpH HHBA HA CUCTEMHA €KCTIO3UITHA 58 ITETH No-BHCOKH OT Te3H npH xopa. Twi karo e
YCTAHOBEHO, Ye XCTIATOTOKCHYHOCTTA KOpeJHpa ¢ HHOYLHpaHEeTO Ha YepHOApoOHa HEOIUIasHA NpH
ILTHXOBE, Ta3H NOBUIIEHA Y€CTOTA HA YEPHOAPOOHH TYMOPH IPH IUTBXOBETE € BEPOSTHO BTOPHYHA,
BCICOCTBHE Ha XPOHHYHA XENATOTOKCHYHOCT IPH Ta3H BHCOKA 1033, Ilopaan BHcokaTa rpaHMLa Ha
Oezonacuoct (19-ITbTH HHO-BUCOKA Np# TOBA HWBO Ge3 edexT), Te3u HeOTUIaCTHIHH NIPOMEHH HE ¢E
CYHMTAT PEICBAHTHH 33 XOpa.

He ca HabmionaBaHu CBBp3aHH ¢ JleueHHETO eeKTH BBPXY (ECPTHIHTETA IPH MEXKH H XKEHCKH
IUTHXOBE MONYYH/IH CHTATIHIITHH TpedH H [10 BpeMe Ha YH(TOCBaHe.

Ilpu npoy4Bane BBPXY Npe-/MOCTHATAIHOTO PAa3BHTHE HA IUTHXOBE CUTAlVIMITTHH HE NOKa3Ba
HEKCIAHH PEeaKi[iH.

ITpoy4yrBanHsaTa PEPXY PENPOAYKTHBHATA TOKCHYHOCT MOKA3BAT HAUIMMMETO Ha CBBP3aHa C JIEYEHHETO,
JIEKO YBEJIHYSHa YeCTOTa Ha MaihopMauH Ha pebpa Ha dperyca (JIHIICBALHM, XHIIOIUTACTHYHH H
IU1asamy pebpa) IpH NMOKONEHHETO Ha MIBXOBE NMPH HHBA Ha CHCTEMHA EKCIIO3HLMs NoBede oT 29
ITETH [10-BHCOKH OT T€3H MpPH Xopa. TOKCHYHOCT Ha MaifkaTa ce Habnioiasa npy 3ailliv IPH HHBA
noBevye OT 29 MbTH NMO-BACOKH 0T HABAaTa Ha €KCIIO3HLHA NpH Xopa. [lopanu BUcokaTa rpaHHIa Ha
Oe30macHOCT, Te3H HAXOAKH He MPEeANoJIaraT ChIieCTBYBaHETO Ha ChOTBETEH PHCK 34
PEMPOAYKTHBHOCTTA NIPH Xopa. CHTArIMATHH CC CEKPCTHPA B SHAMHMH KONAYMECTBA B MJIAKOTO Ha
NaKTHPaLOH ITEX0BE (OTHOIIEHHE KbpMa/mnasMa: 4:1).

Merdopmun

IIpeaxnuHugHMTE NaHHH 33 MeTPOPMHH He pa3KpMBaT 0COOeH PHCK 3a XopaTa Ha 0a3aTa Ha
KOHBECHLIHOHAITHY (PApMaKOJIOTHYHH MPOYYBaHMA 3a 6e301acHOCT, TOKCHYHOCT IIPH MHTOKPaTHO
NpHIarade, reHOTOKCHYHOCT, KAPLIMHOTCHEH MTOTeHLMAN, penpOJyKTHBHA TOKCHUHOCT.

6. ©OAPMAINEBTHYHU NTAHHH

6.1 ChnEchk HA TOMOIMEATE BellleCTBA

Aapo Ha TabreTkara:
MukpokpucranHa uenyiosa E460

[Tounon E1201
Harpues naypun cyndar E487
Harpues creapun ¢pymapar

DUNIMOBO MNOKPHTHE:
[TonHBHHUNOB ANKOXON — YACTHYHO XHApPOIH3HpaH E1203

Turanos muokcua E171
Maxporon E1521
Tanx E533b
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YeppeH xene3eH okcun E172
Yepen xenesex okcun E172

6.2 HecbBMeCTHMOCTH
Henpunoxumo

6.3 Cpox ua rognocrt
2 rOaHHH

6.4 Coennannm yc10BHS HA ChXpPaHEHHE

Ha ce cbxpanapa npu Temneparypa nox 30°C.
CrxpaHaBaiiTe OIHCTEpMTE B KAPTOHEHATA KYTHA, 33 J]a TH NPEATIa3HTEe OT CBETIIHHA.

6.5 BHAH CBALPKANKEE HA ONAKOBKATA

Henpospaunu PVC/PE/PVDC-anymMuHHeBH GHCTEPH.

OnakoBkH ot 14, 28, 30, 56, 60, 112, 168, 180, 196 druimupann TabneTku.
He BCHYKH BHAOBE OMAKOBKH MOrart sia 6b1aT MycHaTH Ha nasapa.

6.6 Chnenua/jEn NpegnAIHE MepKH NPH H3XBLPJAHE

Heunsnon3paHHAT JIEKAPCTBEH NPOAYKT WK OTNIAABYHUTE MATEPHAIH OT HETO TpAOBa Aa c¢
H3XBBPIIAT B CHOTBETCTBUE C MECTHHTE H3UCKBAHMA.

7. IIPHTEXATEJ HA PASPEHIEHHETO 3A YIIOTPEBA

Medochemie Ltd., 1-10 Constantinoupoleos Street, 3011 Limassol, Knmrsp

8. HOMEPFP(A) HA PASPEHIEHHUETO 3A YIIOTPEBA

SAsonap 50 mg/850 mg
Per. Ne;

Asonap 50 mg/1000 mg
Per. Ne:

9. JIATA HA ITbPBO PA3PEIHABAHE/ATIOAHOBSIBAHE HA PA3PEIIEHUETO 3A
VIIOTPEBA

Jara Ha OBpPBO pa3pemasaHe:

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA
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