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1. HME HA JIEKAPCTBEHUS IPOAYKT Cyo¥Xr-y 11-03- N5

Memiuaka 50 mg/850 mg ¢punmMupanu TabaeTkH
Metlinka 50 mg/850 mg film-coated tablets

Meraunka 50 mg/1000 mg punmupanu rabierku
Metlinka 50 mg/1000 mg film-coated tablets

2. KAYECTBEH U KOJIMMECTBEH CbCTAB

Metnnaka 50 mg/850 mg duamMupanu TabaeTku
Besika TabsieTka chabpika CUTArJIMOTAHOB XUAPOXJIOPHA, EKBHBajeHTEH HA 50 mg CUTarIUNTHH
(sitagliptin), u 850 mg merdopmunoB xuapoxaopua (metformin hydrochloride).

Merannka 50 mg/1000 mg puamMupaHu TabaeTku
Bcesika Tabnerka chbabpka CUTArJMITHHOB XHAPOXJIOpU, EKBUBaJIEHTEH HA 50 mg CHTArJIMNTHH

(sitagliptin), u 1000 mg merdopmunoB xuapoxiaopua (metformin hydrochloride).

3a MbJIHUA CIIUCHK HA MOMOILHUTE BELECTBA BUXXTE Touka 6.1.

J. JIEKAPCTBEHA ®OPMA

®uamupana tadbnerka (Tabsnerka)

—~ MetauHka 50 mg/850 mg ¢puamupanu TabaeTKu
P030BH Npoab/IroBaTH JABOMHO M3NbKHAIM GUIMHpAHU TabeTky, ¢ rpaBupad Haanuc '850' ot

e/HaTa CTPaHa M I1aJK4 OT Jpyrara.

- Meraunka 50 mg/1000 mg duamupanu TabieTku
YepBeHU NpOABJIroBaTH ABOWHO M3MbKHAAH (PUIMHpPAaHH TAONETKH C rpaBupad Haanuc 'VEN' ot

e/lHaTa CTpaHa W I'/1aJiK1 OT JApyrara.

4. KJIUHUYHU JAHHHU
4.1. TepaneBTHYHH NOKA3AHHA
[Ipu Bb3pacTHU NAUMEHTH ChC 3axapeH auader tin 2:

MeT/IMHKA € M0Ka3aH KaTo JOMbJHEHUE KbM JIMETA U YIIPAXKHEHHUS 3a N000psiBaHe HA INIMKEMHYHHUS
KOHTPOJI NPH MaLMEHTH, IPH KOUTO HE € MOCTUTHAT 3al0BOJIUTENIEH KOHTPOJI ¢ MAKCHMAaJlHAaTa NOHOCKMa 3a
TSX 1032 MET(OPMHH CAMOCTOATENIHO UTH KOMTO BE4Y€ CE JIEKYBAaT C KOMOMHALIMS OT CUTArJIMNTHH U
MET(QOPMHH.

MeTIMHKA € noKa3aH B KOMOHHALHUS CbC Cy1(OHUNYpEeHHH NPOU3BOAHH (T.€. TPOHHO KOMOHHUPAHO

JIEYEHHUE) KAaTO JOITbJIHEHHE KbM JIMETA H YIIPAKHEHHS NPH MALUEHTH, PH KOUTO HE € NOCTHrHaT .

3a[10BOJIMTEJIEH KOHTPOJI C MAKCUMAJIHATA MOHOCUMA 32 TSAX 1032 METGOPMUH H CyN(QOHHIYpE L WA N0 AN
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MeTIBHKA € N0Ka3aH KaTo TpodHO KOMOMHHPAHO IeYEHHE ¢ IEPOKCH30MEeH nposMdepaTop-akTHBHpaH
penentop raMa (PPARY) aroHucT (T.€. THA30NMAWHAMOH) KaTO AONMBIHEHHE KbM AHeTa H YIIPOKHCHHUA NPH
NAIMEHTH, NPH KOUTO HE € MOCTUIHAT 33A0BOMTENEH KOKTPOJI C MAKCUMMAaJIHATA IIOHOCHMA 34 TAX 1034

meTdopmuH H PPARY aroHUCT.

MeTIHHKA ChIIO € MOKa3aH KaTo AofaBka KbM HHCYIHH (T.€. TPOHRO KOMOUHUpAHO NeueHHe) KaTo
NONbJIHEHHE KbM AUETATa H YIPAKHEHUATA 33 NoA00pABaHE HA MIMKEMHUYHHSA KOHTPOJ MPH MALHEHTH,
KOraTo NNocTOAHHATA 4032 HA HHCYIMH H MeTOPMHH CAaMOCTOATEIHO HE OCHIYPABa aleKBaTeH INIHKeMHUEH
KOHTPOJL.

4.2 o3HpoBKA M HAYHH HA NPHI0KECHHE

Jo3uposka

Jlo31pOBKAaTa HA AHTHXUNEPrIIMKEMHYHOTO JiedeHue CbChC MeTannka TpabBa na 6bae MHAUBHIY aNU3HpaHa
Ha 0a3aTa Ha HACTOAILMS PEXHM Ha NMalueHTa, €PEKTHBHOCTTA H TONEPAHTHOCTTA, KATO HE CE MPEeBHINABAT
MAaKCHMAJIHATA NpenopbyusaHa JHEBHA 1034 OT 100 mg cuTarnMnTHH.

Bwapacmnu c nopmanna 6vb6peuna @ynxyun (GFR> 90 ml/min)

HQH HAUHCHTH, IIpH KOUTO HE € ITOCTHIHAT 3aJOBOJHTECICH KOHTPOJ ¢ MAKCHMaNHAaTA NOHOCKHMAa 0334

MeTGOPMHH KATO MOHOTEPANUA
[Ipy nauueHTH, IPH KOKMTO HE € NOCTUIHAT 33JOBOIMTENEH KOHTPOJ C METGOPMHH CAMOCTOATENHO,

obuualinaTa HayanHa no3a Tpa6Ba Aa NOCTABM [03d CHTArMMNTHH B 1032 50 mg ABa mbTH AHEBHO (100 mg
oflLa AHeBHA 103a) mmoc A03aTa MeTHOPMHUH, KOATO BEYE € MPHEMAHA.

[Ipy nauHeHTH, KOUTO NPEMHHABAT OT €HORPEMEHHO NIPUAAraHe Ha CHTArMMATHH U METQOPMHUH
[Tpyn nauueHTH, KOHTO NPEMUHABAT OT €IHOBPEMEHHO NPUNAraHe Ha CUTACJIHNITHH ¥ METPOPMHH,
n1evyeHHeTo ¢b¢ MeTnHHKa TpAbBa Ja ce 3amo4He ¢ A03aTA CUTArTIMNTUH U METPOPMHH, KOATO Be4e e

NPHEMAaHa.

[Ipy DALHEHTH, IPH KOUTO HE € NOCTUIHAT 3aJOBOIUTENEH KOHTPOJ ¢ ABOHHO KOMOHHUPAHO JeYEHUE C
MaKCHMaIHATA MOHOCHMA 1033 METQOPMHH 4 CYJDOHHNYpES

Jlo3ara TpaOBa Ja JOCTAaBH CUTArAMNTHH B 1032 50 mg Asa mbTH AHeBHO (100 mg obiua nHeBHa A03a) K
103a METPOPMHH, NoAoOHA HA 103aTa, KOATO Beye e npuemada. Koraro MeranHKa ce u3noss3pa B
koMOHHALMS ChC CYNPOHMUITYpes, MOXKE 14 ce HANOoXu ynorpedara Ha no-HUCKa 103a cyndoHuaypes, 3a aa
CC HAaMaJIH PHCKBT OT XMIOTNIHKEeMHS (BX. TOuKa 4.4).

[Ipy nauMeHTH, IPH KOMTO HE € MOCTHIHAT 33/0BONUTENEH KOHTPOJ ¢ ABOHHO KOMOHHMPAHO 1IeYeHUe C
MaKCHMaJIHaTa IOHOCHMA 71033 MeTdopMuH U PPARY aroHuct

Ho3ara Tpa6Ba na aocrasyu cHTaraunTHH 8 A03a 50 mg asa meTH AHEBHO (100 mg obwa nueBHa no3a) H
n03a MeTopMuH, noxodHa HA 103aTa, KOATO BEYE € NPUEMaHA.

HQH NDAMCHTH, NPH KOUTO HE € NOCTHI'HAT 340OBOJHUTC/ICH KOHTPOJ € IBOHHO KOMﬁHHHEﬂHG JICYUCHHUE C
HHCYIHH H MakKCHMajlHata HOHOCHMaA J03a MET@EMHH

Ho3ara TpadBa Aa AOCTABH CHTArIMNTHH B K03a 50 mg Apa meTH AHEeBHO (100 mg obma AHeBHA f103a) H
no3a MerdhopMuH, nogobHa Ha Jo3aTa, KoATO Beye € npueMana. Korato MeTnuHka ce u3nosnssa B

KOMOHHALIHA ¢ MHCY/IHH, HUCKATa 032 HHCYJIMH MOXE Aa ¢ HeoOXoquMa 3a peyHUpPaHe HA PHCK
XHIornukeMus (Bx. Touka 4.4).




3a paznuuHuTe 034 MeThOpMHH, MeTIHHKA ce Npejiara B KOHUEHTpauns no 30 mg CUTArJIMITHH H
850 mg mMerdopmunos xuapoxnopua wid 1000 mg meTOpMHHOB XHAPOXNOPHA.

Bcuuky nagdeHTH Tpa0Ba 1a NpoAbJ/DKAT NPenopbyaHaTa HM JHETa ¢ aCKBATHO Pa3NpeACNICHHE Ha
MPHEeMa Ha BbrJIEXUApaTH Npe3 ACHA.

CrhenvanHu nonylauuy
Bvbpeuno yepexcoane

He ce Hanara kOpexus Ha 103aTa NpH NalHeHTH ¢ 1exo 6L6pedHo yBpekaaHe (CKOPOCT Ha rioMepyJiHa
dunrpauus [GFR] = 60 ml/min). I[Tpeau 3ano4BaHe Ha JieueHHE C MIPOAYKTH, ChALPXKALIN METHOPMHUH,
TpsiGBa Aa ce Hanpasu oleHka Ha GFR croiiHocTHTe, a CAeA TOBA - NOHE BEAHBXK MOAHILHO. [IpH nauueHTH
C MOBHMILEH PHCK OT NO-HATATBIIHO Mporpecupade Ha GbOPEeYHO yBPEeXKAAHE H P NAUHEHTH B CTApYecKa
BB3pacT TpabBa N0-4ecTo Ia ce mpaBu oleHka Ha 6b6peunara GyHKIuMs, HANMP. Ha Bceku 3-6 mecena.

3a npeanoYnTaHe € MAKCUMAJIHATA AHEBHA 4032 MET(GOPMHH aa 6bae pasaencHa Ha 2-3 JHEBHH AO3H.
daxTopu, KOUTO MOTAT Ja YBEIHYAT PUCKA OT JIaKTaTHA auuno3a (BX. To4uka 4.4), TpadBa na Obaar
npepasraefaly, Npeau aa ce OOMHCIH 3aMoYBaHETO Ha JICUEHHE C METQOPMUH NPH NaLUEHTH C
GFR< 60 ml/min.

Axo He e JocThnHA A030Ba ¢opMa Ha MeTiHHKa ¢ a1eKBATHO KOJIMYECTBO Ha AaKTHBHOTO BELLECTBO, BMECTO
xomOunaiua ¢ bukcupaHy 034 TpAOBa Aa ce U3NOoN3BAT OTACIHHTE MOHOKOMIOHCHTH.

GFR mil/min Memdopmun Cumazaunmun
4
60-89 Maxcumannama onesna 0osa e 3000 mg. | Maxcumannama oneena 0osa e 100 mg.

Mooice da ce obmucau nonudxcasane Ha
003ama 6b8 8Pb3KA C HAMAIRBANEMO HA
bvbpeunama Qyrxyua.

45-59 Maxcumannama Onesna dosa e 2000 mg. | Maxcumarnama oneena do3a e 100 mg.

Havannama 003a e Hau-mMHo20
NONOGUHAMA OM MAKCUMATHamMA 0o34a.

30-44 Maxcumannama Onesna do3za e 1000 mg. | Maxcumannama onesna doza e 50 mg.
Havannama 0o3a e nati-mro2o
ROAOBUHAMA O MAKCUMATHAMA 0034.

< 30 Memdghopmun e npomusonokasas. Maxcumannama onesna dosa e 25 mg.

Yeprodpobro yspexcoare
MeTtnuHka He TpsS6Ba Aa e H3MO/3Ba P HALHEHTH ¢ YepHOAPOOHO yBpexaaHe (BXK. TOUKaA 5.2).

Cmapuecka ev3pacm

Toi kaTo MeT(OPMHH B CHTArJIMNTHH ce eKCKpeTupar upe3 6u0peunte, MeTnuHka TpsOBa Aa ce u3non3sa
C MOBUILIEHO BHUMAHKUE IIPH HanpeaBaHe Ha Bb3pacTta. HeobxoauMo € MonuTopupaHe Ha 6b0pevHara
$yHKuUMs, 3a Ja C€ NOANOMOrHe NPEANna3BaHeTo OT CBbp3aHara ¢ MeTPOPMHH NaKTaTHA alKMa03a, Hal-Beue
B CTApuecKa Bb3pacT (BK. TO4kd 4.3 u 4.4).

Heduampuyna nonyrayus

MertnuHKa He TpsOBa Aa ce H3MOo3Ba NpH Aella M IoHoWY Ha Bb3pacT oT 10 ao 17 roaunu n \
\

HeAOCTaThuHa eduxacHocT. HanuuanuTe nosacTodiileM JaHHHA Ca ONMKUCAHH B TOUKH 4.8, 5.




MeTnHHKA He e NPOoy4YBaH MpH NeAUaTpUUHU MAlMEHTH Ha Bb3pacT noA 10 roauHu.

Havwun na npunoxcenue
Mernunka tpabBa aa ce NpueMa ABa IBTH JHEBHO C XpaHa 3a HaMalliBaHe Ha HEXEJIaHUTE peaKUHH OT

CTPaHA Ha CTOMALIHO-YPEBHUA TPAKT, CBbP3aHH C MET(HOPMHUH.
4.3 IlpormsBonoxa3aHus

MeTranHka € npOTHBONOKA3aH NIPH NAllMEHTH ChC:
— CBPbXUYBCTBUTEIHOCT KbM aKTHBHUTE BELIECTBA MJIM KbM HSKOE OT MOMOLIHHTE BELECTBA,
136poeHu B Touka 6.1 (BX. ToO4kH 4.4 u 4.8);
- BCEKH TMN ocTpa MeTabonuTHA auMao3a (KaTo 1aKTaTHa aunaoe3a, AuabeTHa keroaluno3a),;
— aunadberHa NIpeKoMa,
- Texka 6p0peuna Hegocrarb4HOCT (GFR < 30 ml/min) (Bxk. Touka 4.4);
- OCTPH CHCTOMHHA C Bb3MOXKHOCT Aa H3MEHAT ObOpeyHara QyHKIUA KATO:
— Aexuaparayus,
- TEXKH HHDEKLHH,
~ [LIOK,
- BHTPECHAOBO MPUIOKEHHE HA HOAHPAHH KOHTPACTHM BeLecTBa (BXK. Touka 4.4);
- OCTPOC HJIH XPOHHUYHO 3a00/19BaHe, KOETO MOXE Ja NPUYHHH XHNOKCHA HA THKAHUTE KATO:
— ChpAe4HAa HAH PECIHPATOPHA HENOCTAThYHOCT,
- CKOpOLLEH MUOKapaeH HH(PapKT,
— [LIOK;
— uepHOAPOOHO yBpexkaaHe;
- OCTpa aIKOXONHA HHTOKCHKALIHSA, aJIKOXOJIU3bM;
- KbPMCHE.

4.4 CoenpanHu npeiynpexieHEs H Npeana3zHd MepKH npu ynorpeba

O61m
MetnuHka He TpAOBa 1a ¢ H3NON3Ba OpH NayueHTH ¢ quaber Tun 1 4 He TpadBa ja cd H3MoA3Ba 32

neyeHye Ha nuabeTHa KeToaHuA03a.

OcCThp NaHKpPEATHT
Ynorpebara Ha DPP-4 uHXBHOMTOpU € CBBLP3aHAa C PUCK OT Pa3sBHTHE HA OCTHP NNAHKPEATHT.

[TauueHTHTEe TpabBa na ObaaT UHPOPMHUPAHH 33 XaPAKTEPHUS CUMIITOM HA OCThpP NaHKPEaTHT:
IepCUCTHpallla, MHOTO CUJiHA KopeMHa 00j1ka. Cnexa npekpaTsBaHe Ha CUTArNHIITHH ce Habmoaasa
OTUIYMABAHE HA NaHKpeaTHTa (ChC BIM 63 NOAABPKALIO ICUEHUE), HO B MHOMO PEIKU CIyUau €
ch0OIABAHO 33 HEKPOTHU3NPALLl HIIK XEMOparHueH NMaHKpeaTHT W/UIH CMBbPT. AKO HMa CbMHEHHUS 34
NaHKpeaTuT, TpAdBa Aa ce NpeKkpaTH npHeMa Ha MeTnHHKa ¥ ApYyrd NOTCHHHAIHO I0A03UPaAHU
JIEKApCTBEHH NPOAYKTH; AKO CE€ MOTBbPAM OCTHP NAHKPEATHT, MPpHEMBT HAa Metnnuka He TpsOBa na ce
BB300HOBABA. Heob6xoauMo ¢ oBHILIEHO BHUMAHUE MPH NauyUesTH C aHaMHe3a 3a NaHKpPeaTuT.

JIAKTaTHa auyao3a

JlakraTHaTa anM 0334, MHOIO PAAKO, HO CCPHO3HO MeTabOoIHTHO YCINIOMHCHHUC, HaH-4eCTO HACTHIIBA [1pH

OCTpO BioiaBaHe HAa OBOpeuHaTa QyHKIHA, KAPAHO-PECIHPATOPHO 3a00ABaAHE UK CENCHC.

HarpynsaHero Ha MeT®OPMUHH HACTHNBA NPH OCTPO BIOwIasaHe Ha GbOpevHaTa PyHKUUA H yBEIUYaBa

l'_'.__...-l""'
PHCKA OT JIaKTaTHA allHA034a.




B ciayuait na nexuaparanus (TeXKO NOBpblaHe, AMapHA, TPECKA WIHM HAMAJIEH NPKHEM Ha TEYHOCTH) TpsAOBa
BpPEMEHHO Jia Ce CIpe pHeMa Ha METGOPMHH H € NPENOPBYHTENHO 13 C€ YCTAHOBH BPB3Ka C MEAMIMHCKH
CIIELIUAJIHCT.

[TpreMbT HA 1EKAPCTBEHH MPOAYKTH, KOWTO MOraT OCTpO Aa yspeast 6ubpeunara ¢pyHKIus (KaTo
aHTHXHNepTeH3HBHI cpeacTBa, auyperiud U HCIIBC) tpabsa na ce 3anoune ¢ NoBHILEHO BHHMaHHE NpH
NalHEHTH, 1eKyBaHd ¢ MeTdopMuH. Jpyru puckoBd GaxkTOPH 33 N1AKTaTHA al{H/1032 Ca IIPEKOMEPEH MPHEM
Ha AJIKOXO0J, YePHROAPOOHA HEAOCTATHYHOCT, HEAOCTATHYHO KOHTPOJIMPaH AHA0ET, KeTO3a, MPOABIDKHTENHO
rjlagyBaHe # BCAKAKBU ChCTOSHHSA, CBbP3aHH C XHMOKCHUA, KAKTO H €JHOBpEMEHHATa ynoTpeda Ha
JIeKapCTBEHH NPONYKTH, KOUTO MOraT Aa MPHUKMHAT JaKTATHA auu03a (BX. ToUkd 4.3 U 4.5).

[TanuenTTe W/iy bonHornenauure Tpa6sa aa OpAAT HHGOPMHUPAHH 32 PHCKA OT JIAKTATHA aUna03a.
JlakTaTHAaTa aUW03a ce XapaKTepH3upa ¢ auA03Ha JucHed, kopeMHa D0Ka, MyCKYJIHH KPpaMIIH, aCTCHHS
H XHIIOTEPMHUA, MOCIEABAHM OT KOMa. B ciy4aif Ha CbMHEHHE 33 CHMINITOMH NaLHEHTa TpADBA Jia crpe
npueMa Ha MeThopMHH U He3a0aBHO 12 MOTHPCHU JeKapcka nomoill, J{rartocTHYHMUTE NadbopaTopHH
HAaXOJKH ca MoHuxeHo KpbBHO pH (<7,35), noBuineHyd HUBa Ha asMeHus nakrar (>3 mmol/1) u
MOBHILIEHA aHHOHHA Pa3/iiKa H CbOTHOLLECHHE JIAKTaT/IHpYBaT.

[TaliMEHTH ¢ YCTAHOBEHH MIIM NOA03UPAHH MHTOXOHApHAIHH 3a00naBaHHs
ITpH nauHeHTH ¢ YCTAHOBEHH MUTOXOHAPHANHY 3a00NABaHMs, KATO CHHAPOM HA MMUTOXOHApPHAJIHA

eHuedanonaTHs ¢ NAKTaTHa auuao3a H HHcyaronoaobuu enuzonu (Mitochondrial Encephalopathy with
Lactic Acidosis, and Stroke-like episodes, MELAS) u HacneacTeeH quadbeT U riyxora no MaliunHa NuHUAA
(Maternal inherited diabetes and deafness, MIDD), meTdopMiH He ce npenopbUBa Iopadd pPUCKa OT
o00CTpAHE HA NaKTaTHA auy03a K HEBPOJOrHYHHU YCIOXKHEHHA, KOUTO MOXE Jia AOBERAT O BOIIABAHE HA
3a00n4BaHeTo.

B cayuaii Ha npu3Hany ¥ CUMIITOMHM, NokasarenHy 3a MELAS cuuapom unu MIDD, cnen npuema Ha
MeT(hopMHH, JedyeHueTo ¢ MeThopMuH TpaOBa Ja ce cnpe BeAHara 4 Aa ce Harnpasy Obp3a QTUarHOCTHYHA

brbpeuna dyHkUUS

[Ipenu 3anouBake Ha neyeHnero TpabBa aa ce HanpapH oueHKa Ha cTolHoCTHTE HA GFR H peaosHo cnen
ToBa (BX. TO4Ka 4.2). MeTnuHka e nporuBonokasaH npu nauueHTH ¢ GFR <30 ml/min # tpsbBa na 6pae
BPEMEHHO CIPAH [PH HAJIHYUE HA CHCTOAHMSA, KOUTO NpoMeHAT Ob0peunara GyHkLus (Bx. Touka 4.3).

XHOOTMUKEMHA
[ManuenTH, noxyuasaiyd MeTinHka B KOMOUHALMA CBC CyJIQOHIITYPES MIIA C HHCYJIHH, MOXE Ja ca
HIJIOKEHH HA PHCK OT XUnornukeMus. CneoBaTenHo, Moxe Aa € HeoO0XoAHMO HaMallgBaHe Ha A03aTa Ha

CytpOHUTY pEATa HIIH HA HHCYJIMHA,

Peakuuu Ha CBPbXYYBCTBHTEIHOCT
Hma nocTMapKeTHHIroBY ChOOLIEHHSA 32 CEPHO3HH PEAKLHH HA CBPBLXYYBCTBHTENHOCT NPH MalUEHTH

IEKYBaHH CbC CUTATIMNTHH. Te3u peaki(uu BKIIOYBAT aHAMUIAKCHA, AHTHOEAEM H eKCONHATHBHH
ChCTOSHHSA Ha KOXKaTa, BKIIOUMTENHO CHHAPOM Ha Stevens-Johnson. Ha4anoTo Ha T€3H peaxiiu HACTBIIBA
B PaMKHTE Ha ITBPBUTE TPU MECELa OT 3al04YBaHE Ha JICICHUETO ChC CHTATIMIITHH, HAKOH CIyydau
HACTBIIBAT clie]] MEPBaTa 403a. AKQ Ce MOAQ3UpA peaklUs Ha CBPBXYYBCTBHTEIHOCT, MPHEMBT Ha
Mernutka TpaOBa Aa ce npexkpaty, TpadBa Aa ce OLEHAT APYTH NOTEHUHUAIHH TPHYHHH HA CHOUTHETO H
TpsA0Ba Ja ce Ha3Ha4yd aNTEPHATHBHO JIEYEHHE Ha quadera (BK. Touka 4.8).

bvyJ03eH neMpHIO




[1pu nauuesTH, npueMaiqy DPP-4 uHxu6uTOpH, BKIIOYUTEIHO CHTArIANTHH, HMa IOCTMAPKETHHIOBH
cpobuieHus 3a OynozeH neMpUron. AKo HMa CbMHeHHs 3a Oyao3ed neMpUrons, npyema Ha MetTnmnka
TpaA0Ba 1a C€ NpeyCTaHOBH.

Onepaiius

Metaunka TpA6Ba Aa ce clipe no BpeMe Ha onepauus noj odina, CiiHalHa HIH €NHAypanna aHecTe3us.
JledeHuero Mmoxe Ja Obje Bb30OHOBEHO He MO-paHo oT 48 4aca cnej onepauusaTa HiH Bh300HOBSBAaHETO HA
XpaHEeHeTo NMpe3 yCTa, H NpH ycnoBue 4¢ 6p0pednara GyHKIUA € OlleHEHa OTHOBO H € YCTAHOBEHO, 1€ €
crabuiHa.

[Ipunoxenue Ha HoaMPaHH KOHTPACTHH BELIECTBA
BbTpecraoBoTO NpuaoKEeHUE Ha HOOAHPaHH KOHTPAaCTHH BELIECTBA MOXE Aa JOBEIC 10 KOHTPACT-

MHAYLHpaHa HedponaTus, BOAELIA A0 HATPYNBAHETO HAa MET(OPMHH U MOBHILIEH PHCK OT JIAKTaTHA
anuA03a. MernuHka TpsaOBa 1a ce cripe MpeaM MM [0 BpeMe Ha npoueypata 3a obpasHa JHarHOCTHKA M HE
TpabBa aa ce Br300HOBABA Hali-Manko 48 yaca cnes TOBa, NIPH ycnosHe ye 6uOpeunaTa GyHKUHA € OLeHeHa
OTHOBO H € YCTaHOBEHO, 4ye ¢ ctabunHa (Bx. Touk# 4.3 n 4.5).

[IpoMAHA B KIMHMYHHA CTATYC HA NANMEHTH C KOHTpOnupaH Juader Tun 2
[Tauuentu c auaber THI 2, npeay ToBa A0O6PE KOHTPONHPaH ChC MeTnuHKa, KOUTO pa3sBHBAT OTKAOHCHH B

nabopaTopHM MOKAa3aTeNH HIH KIHHUYHO 3a0onsapaHe (Half-Beue HEsACHO UM cnabo JeuHHpaHO
3aboisBane) Tpa6Ba He3a0aBHO Aa CE OLICHAT 33 HAJTKUME HA KETOALMAO3A HIIM JIaKTaTHa alHa03a.
OueHkara Tpa6Ba 1a BKIIOYBA CEPYMHH €NEKTPOIUTH U KETOHM, KPBBHA 3aXap H ako ce Hanara pH xa
KpbBTA, HHBA HA NAKTaT, IMPYBAT H MeTGOPMHH. AKO Ce MOSBH ALKH/034, B KOATO U 1a € GopMa, JIEUEHHETO
TpsfBa Aa ce cnpe He3abasHo u TpalBa Aa ce npeanpHemMar NOAXOAALIH MPOTHBOACHCTBALLIY MEPKH.

Hartpuii
To3u nexapcTBeH NPOAYKT ChABPXA NMO-MaJiko oT 1 mmol satpuii (23 mg) Ha rabneTka, T.e. MOXe Ja ce

KaKe, 4€ MpakKTHYCCKH HE CbAbpiKa HanHﬂ.

4.5 BiaumoaeiicTBHE ¢ APYIH JIeKAPCTBEHH NPOAYKTH H APYrR PopMHE HA B3aumo/edcTBHe
EnsOBpeMEHHOTO MHOIOKPATHO NpHAaraHe Ha CHTaraMnTiH (50 mg A8a MbTH AHEBHO) H METHOPMHH
(1000 mg ABa OBTH AHEBHO) HE € MPOMEHUJIO 3HAYUTENHO PapMAKOKMHETHKATA KAKTO HA CUTArTUNTHH,

TAKa H Ha MeT(HOPMHH NpH MalUEHTH ¢ Auaber Tun 2.

He ca u3pbppiuBaHy Npoyu4BaHus 3a papMaKOKHHETHYHH JIEKapCTBEHH B3aHMOAeHCTBHA ChC MeTnunuka,
obaue TakHBa [MPOY4YBAHHA Ca IPOBEXAHH C OTAEJIHHTE AKTUBHU BEILECTBA, CHTATTIHNTHH ¥ MET(POPMHH.

He ce npenopp4Ba ChIIbTCTBANEA YHOTPEeDa

AIKOXOn
AJIKOXONHAaTa HHTOKCHKALYA C€ CBbP3Ba ¢ NOBHUILEH PUCK OT NAKTATHA alnA03a, ocobeHo B clTy4aH Ha
rjiagyBaHe, HEAOXpaHBaHe HIIK YepHOAPOOHA HENOCTATHYHOCT.

Honupann KOHTPacTHH BELIECTBA
MeTnuHka TpAOBa 3aABIDKMTENIHO 1a CE CIIpe NPEAH WIH [10 BpEME Ha NIpoLeaypara 3a o0pasHa

NHACHOCTHKA H He TpaOBa na ce pp30o0HOBABA Hall-Manko 48 yaca cliel TOBa, IPH YCJIOBHE Y€ 6hﬁpeqHaTa
byHKUMA € OLeHeHa OTHOBO U € YCTAHOBEHO, 4Ye e ctabuiHa (BK. ToukH 4.3 u 4.4). -

KomOuHanuy, M3UCKBAIH NPSANA3HH MEPKH NPH ynoTpeba




Hsixou nexapcTBeHH NPOXYKTH MOTAT Aa ce OTpa3aT HebnaronpusTHo Ha GbOpeyHarTa QyHKUHA, KOETO
MOJXKE 213 YBEJIHYH PUCKA OT NaxraTHa auuao3a, Hanp, HCIIBC, BKIIOYHTENHO CENEKTUBHE HHXHOMTOPH Ha
miknookcuredasa (COX) II, ACE unxuburopn, anrnorensun Il peuenTopHu aHTarOHHCTH U JHYPETHIIH,
oco0eHo OpuMKoBH AuypeTHLd. [Ipu 3anouBaHero unu ynorpebara Ha TakuBa NPOAYKTH B KOMOHHALIHA €
MeTHOPMMH € HeoOX0JUMO BHHMATEHO npocieaasaHe Ha O6bOpeunaTa GyHKUKA.

CunbTcTBAallATa YTIOTpeOa Ha N1eKapcTBa, KOMTO MOBAMABAT O0ILUTE TPAHCIIOPTHH CHCTEMH B ObOpeunHuTe
TyOyau, BKIO4YeHH B OpOpeuHOTO enuMupane Ha MeTGopMHH (Hanp. KHXHOMTOPH HA OpPraHHYHMA
KaTHOHeH Tpancnoprep-2 [OCT2]/MynTHNEKapCTBEHUA U TOKCUH-eKCTpy Aupall npoteHH [MATE] karo
pPaHONAa3KMH, BaHACTAHHO, A0y TErpaBUp U LIUMETHAMH), MOTaT Ja MOBHILAT CHCTEMHATA EKCNO3HIUA HA
MeT(OPMHH M 1A YBEJIHYAT PUCKA OT JIAKTATHA auuao3a. Tpa0dBa na ce 0OMHCIAT MON3NTE H PUCKOBETE OT
cerbTCTBamara ynorpeba. Tpabea na ce 0OMHCIM BHUMATENIHO [IPOCICAABAHE HA MNIHKEMHYHMSA KOHTPOJI,
aJaITTHPaHe Ha A03aTa B PpAMKUTE HA NPENOPBbYMTENHATA AO3UPOBKA 4 [IPOMEHH B JICYEHHETO Ha AHabera,
KOTaTO TakiBa JIEKapCTBEHH NPOAYKTH Ce NpUaraT eAHOBPEMEHHO.

["moxoxopTHKOMAHTE (NPUIAraHH NO CUCTEMEH H JIOKAJIEH ObT) OeTa-2-arOHUCTHTE U JHYPETHIHTE HMAT
MPHCBHILO XHIIepriuKeMUdHo aeticteue. IlauueHTute TpabdBa 1a ce MH(POPMHUPAT H N10-4ECTO Aa K3MEpBaT
KpBbBHATA 3axap, 0coOeHO B HAYAJIOTO Ha JICYEHHETO ¢ TAKKMBA JIEKAPCTBEHH NPOAYKTH.

AKo e HeoOX0oaMMO, A03aTa HA AHTUXKNEPrIHKEMHYHHS JIEKAPCTBEH NPOAYKT TpsOdBa Aa ce aganTtypa no
BPEME HA JICUEHHE C APYTHS JIEKAPCTBEH MMPOJAYKT H 1IPH HEMOBOTO IIPEeKpaTABAHE.

ACE-unxuOMTOpHTE MOrar Jja MOHUKAT HKBATA HA KPbBHATA 3axap. AKO € He00XoauMO, 103aTa Ha
aHTHXHIIEPTIIHKEMHAYHHA IEKAPCTBEH NPOAYKT TpAOBa Ja ce ajanTHpa [I0 BpEME Ha JICYCHHETO C APYrus
NEKApPCTBEH NPOAYKT U [IPH HEMOBOTO NPEKPATABAHE,

EdeKkTK Ha r'H JEKAPDCTBEHH I KTH BbBDXY CHTArIUOTHH
In vitro 1 KXAMHUYHUTE JAHHU ONUCAHM NMO-A0NYy OpPEANOoNarar, 4e pucKbT OT KIHHHYHO 3HAYHMH
B3aUMOJAESHCTBHA TIPH €AHOBPEMEHHO [IPUIOXKEHHE C JIPYTHU JIEKAPCTBEHH NPOAYKTH € HHCBK,

In vitro npoyuBaHHs [10KA3BAT, Y€ OCHOBHHA €H3UM OTIOBOPEH 33 OrpaHH4YeHus MeTabOIH3bM Ha
curarauntid e CYP3A4, ¢ yyactue Ha CYP2CS8. IIpu nauuentn ¢ Hopmanna 6sbpeyina GpyHxkuu,
meTabonnama, BKIoUMTENHO M upe3 CYP3 A4, urpae camMo Maika pons B KIMPBHCA HAa CUTArJIMNTHH.
MeTabonu3MBT MOXKE 1a UIPac MO-BaXKHA POJIA NpH €NMMMUHHPAHETO HA CUTATIIITHH B YCIIOBHA HAa OCTPO
6B0peuHo yBpexaaHe HiH TepMuHaiia Op0peuna nepocrarpyHocT (ESRD). [lopanu Ta3u npHuMHa €
Bb3MOKHO MOLIHH uHXMOUTOPU Ha CYP3 A4 (Hanp. KETOKOHA30J1, HTPAKOHA30JI, PHTOHABHP,
KJIAPUTPOMHIKH) Ja IPOMEHAT GapMaKOKHHETUKATE HA CUTANTMITHH ITPH MAIHEHTH C TeXKO OBOpedHo
yBpexaane und ESRD. Edexture Ha MomHuTe CYP3A4 nuxubutopu B yciosus Ha 0b0peyHo yBpexaaHe
HE ¢a OLICHABAHM IIPU KIMHHYHO [pOYyuBaHe.

In vitro npoyuBaHus 3a TPaHCNOPTA MMOKA3BaT, Y€ CHTAMIHITUHH € CyOCTpar Ha p-TIMKONPOTEHHA H
TpaHCnOpTepa Ha opraHHyHy aHHOHH-3 (OAT3). OAT3 MeauupaHusT TPAHCIIOPT HA CUTArNMMNTHH Ce
nHxuOupa In vitro or npobeHenul, BeIPEKH e pUCKa OT KIMHAYHO 3HA4YUMH B3aUMOACHCTBHSA CE CMATA 32
HUCBK. EnHoBpeMeHHOTO npuioxkeHue Ha OAT3 uuxubutopu He e oLeHeHo in vivo.

Huxnocnopun: [IposeJeHO € Npoy4BaHe 3a OLEHABaHe Ha ¢eKTa Ha LHKIOCIOPHH, MOLUECH HHXHOHUTOP Ha
P-TIIMKONPOTEHHA, BbPXY (PapMAKOKHHETHKATA HA CUTArIMNTHH. ENHOBPEMEHHOTO PUIIOKEHHE HA
eAHHHYHA nepopanisa xo3a 100 mg curarnunThH ¥ eaMHHYHA nepopanHa no3a 600 mg LMKNOCNOPHH
nopuiiaBa AUC H Cyax Ha CHTArIMITHHE CROTBETHO C NpUOIu3UuTEeNnHO 29 % u 68 %. Tesu IPOMEHH BbB
(apMaKOKMHETUKATA Ha CHTAMVIMITHH HE CE CMATAT 33 KIIMHHYHO 3HAYUMM.

bBOpEeYHHAT KIHPBHC HA CHTAMTIMIITHH HE € 3HAYHTENHO npoMeHeHd. ClieqoBaTeNnHo, He C
3HAYUMH B3aUMOACHCTBHSA C APYTH HHXHOUTOPH HA P-TITHKONPOTEHHA.,




EdexTn Ha CHTArMMNTHH BLPXY APYIH JEKADCTBEHH POAYKTH
JTucoxcun: CUTArNUNTHH HMa cnab edexT BbPXY Mia3MeHaTa KOHUCHTpALUS Ha THrokCuH. Cnen

npunarasero Ha 0,25 mg AurokcHy easospemeHHo cb¢ 100 mg cHTarnunTiH JHEBHO B NPOAB/IKEHHE HA
10 muu, nnazmMenata AUC Ha qurokckH Hapactsa cpenHo ¢ 11 %, a nnasmenara Cmax cpenno ¢ 18 %, He
Ce NpEnopbYBa KOPUrUpaHe Ha A03aTa JUIOKCHH. B ChIIOTO BpeMeE, NAUMEHTHTE C PHCK OT AHIOKCHHOBA
TOKCMYHOCT TpsOBa 12 ObJaT NpocncAsBaHy 3a TaKkasa, KOraTo CHTArJIMOTHH H AHTOKCHH CE npuaarar
eIHOBPEMEHHO.

In vitro NaHHUTE NOKA3BAT, Y€ CUTArIMIITHH He NoTHCKA H He HHayuupa CYP450 n3oensumure. IlpH
KIHHHYHA NPOYYBaHHS CHTATIMNITHH HE IPOMEHS 3Ha4UMO (apMaKOKHHETHKATA HA METQPOPMHH,
rnu6ypHj, CHMBacTATHH, PO3UIIIMTA30H, BApapyH HIIH NEPOPATHH KOHTPAUENTHBH, 1aBalku in vivo
NAHHH 33 MaJIKA BEPOATHOCT OT NpeRu3BHKBaHe Ha B3auMozelicTBua cbe cyberparu Ha CYP3A4, CYP2CS,
CYP2C9 n Tpancnopreps Ha opranuyiu KaTioHd (OCT). Cyrarnuntid Moxe aa Obae cnab HHXHOHUTOp Ha

P-TIMKONPOTEHHA 17 Vivo.
4.6 DepTHAHTET, OPEMEHHOCT H KbpMeHe
bpeMeHHOCT

Hsama nocTaThuHO AAHHH OT yrnoTpedara Ha CUTAMUNTHH npyd OpeMeHHH XXeHH. [IpoyyuBaHns MpH )XHBOTHH
[MOKA3BaT PENpOAYKTHBHA TOKCHYHOCT NP BHCOKHM JO3H CHTArNMOTHH (BX. TOUKA 5.3).

OrpaHuueHuTe JaHHM NPEANONAarar, 4e ynorpebara Ha MeThOpMHMH pd OPeMEHHH HE € CBbP3aH C
[OBUILEH PUCK OT KOHreHUTANHK ManopMauuH. [IpoyusanusTa ¢ METGOPMHUH NPH XXKKBOTHH HE MOKA3BAT
BpeHH eeKTH BbB Bpb3Ka ¢ 6peMeHHOCTTa, EMOPHOHANHOTO H (PETANHOTO pa3BUTHE, PAKJAHETO UIH
[IOCTHATAJIHOTO Pa3BUTHE (BX. ChILO TOYKA 5.3).

Metnunka He Tpa6Ba Ja ce H3MO0/3Ba 10 BpeMe Ha OpeMEeHHOCT. AKO MaLHEHTKATa HCKa aa 3adpeMenee Hiu
aKo HacCThIH OPEMEHHOCT, JIEYEHHETO TPAOBa /a ce NPEKPaTH ¥ NallHEHTKATa Aa NPEMHHE Ha JICYEHHE C
HHCYJIMH Bb3MOXKHO Half-CKOpO.

Kbppmene
He ca nposexani Npoy4BaHHUs PH KbPMELIH KUBOTHH C KOMOMHHPAHWTE AKTHBHH BELIECTBA HA TO3U

nexapcTBeH nponyKr. [Ipu mpoyyBaHAs NPOBEXAAHH C OTJACIHHTE AKTUBHH BEILECTBA M CUTAIIMNITHH, U
MET(HOPMHH CE EKCKPETUPAT B M/ISKOTO Ha nakTHpaly nasxose. [Ipa xopa MeTGOpMHUH ce eKCKpeTHpa B
KbpMaTa B MaJIKH KoNH4ecTBa. He e u3BeCTHO Nanu CHTarWATHH C€ EKCKpeTHpa B KbpMara. ClenoBaTenHo

MertnHHKa He TpsaOBa 1a ce U3M0N3Ba NPH KEHH, KOUTO KbPMAT (BX. TO4Ka 4.3).

DepTHANTET
JIaHHHTE OT NpOYYBaHUA NTPH XKUBOTHH HE NMpeanojaraT BNMAHUE BbPXY epTHNMTETa HA MBXKH H XKEHCKH

ITbXOBE [PH TPETHPAaHE CbC CUTArMMIITHN. JIMNCBAT AaHHH TPH XOpa.

4.7 EdexTH BbpXy cnocofnocTTa 32 Modupane H pafora ¢ MALIHHH

MerIMHKA He [TOB/HABA UM [TOBJIMABA npeHebpexuMo cnocofHOCTTa 3a WwopHpane u padora ¢ MalliiHU. B
CBLIOTO BpeMe npH wogHpane unu paborta ¢ MalMHK, TpADBA Aa ce HMAa MPEABHJA, Y€ NIPH CHTArMHNTHH ca

JTOKJaNBaHU CTY4aHd HA 3aMaHBaHe U CHHJIMBOCT.

OcBeH TOBa, NalHeHTUTE TPAOBa Aa ce MpeAyIpeKIABAT 32 PUCKA OT XHIIOTTHKEMHS, Koraro MeTinHKa ce
M3M0J13Ba B KOMOHHALUA ¢bC CyNPOHUNYpeHHO MPOM3BOLHO HIIH C HHCYJIHH.

4.8 Hexenanau JeKAPCTBEHH PEAKIHH




PestoMe Ha npoduna Ha 6€30NaCHOCT

Hsma npoBeieHu TepaneBTHYHH KIMHHYHH H3NUTBaHUA CbC MeTrauuka Tabnerk, HO
OHOECKBUBANCHTHOCTTA Ha MeTnHHKa € A0Kka3aHa NpH eJHOBPEMEHHOTO IPHAOKEHHE HA CHTATIIMIITHH H
meTtopMuH (BK. Todka 5.2). CrobllaBaHu ca CEpUO3HU HEXEJIaHH PEaKUHH, BKIIOUHTETHO NMAHKPEATHT H
peakiHi Ha CBPBXYYBCTBHTENHOCT. ChoOluaBana e XunornMkeMus npu koM6uHauus cuc CyndoHuTypefino
npoussoaHo (13,8 %) u ¢ uacynus (10,9 %).

CUTarnMnTHH 1 METOOPMHUH

Tabruven cnucvk HA Hedceranume peakyuu
Hexenanure peaxuuu ca u3dpoeHn no-nomy ¢ npenopbyBanute oT MedDRA TepMuHM criopes CHCTEMO-

opranHa knack¢ukanus ¥ abcomorHa uecrora (Tabnuua 1). Ilo yectora ce onpeaendr KaTo: MHOIO YECTH
(>1/10), uectu (=1/100 no <1/10), neuectn (=>1/1000 go <1/100), peaxu (>1/10 000 no <1/1000), mHoro
penki (<1/10 000) n c Heu3BecTHa yecTOTa (OT HAIHYHATE AAHHH HE MOXKe Aa ObJie HanpaBeHa OLICHKA).

Tabadna 1: YecTora HA HeXKeJIAHHTE PeaKlHH YCTAHOBEHH IO BpeMe 5a N1anefOKOHTPO/IHpaHH
K/AHHHYHA NPOYYBAHHA ChC CHTAIVIHITHH # MeTOPMHAH CAMOCTOATEIHO H NP4 NOCTMAPKETAHIOBAH

OnHAT
Hexenana peaxnus YecToTa HA HEXKENAHATA PeaKIINY

Hapymesnus HA KPbBTA H JTHMPHATA CHCTEMA

TpoMOOUMTONCHUS Penxu

Hapymeausa Ha HMYHHATA CHCTEMa

peakidy Ha CBPBXUYBCTBHTENHOCT, BKAIOYHTEHO C HEH3BECTHA YECTOTA
aHaUIBKTHYHH OTrOBOpPH '

Hapymenua Ha MeTaboan3mMa H xpaHesero

xunornukemua’ YecTu

HapymeHns Ha HepBHATA CHCTEMA |

CHHIUBOCT HeuecTn

PecoupaTopus, rphAHA H MeAHACTHHAJIHH
HapyulenHs

uHTepcTHIMATHA Genoapobua Gonect ’ C HEeM3BECTHA 4E€CTOTa

CroMamHAO-4ypesHH HADYIIEeHHH

AUApHI Heuectn
rajgeHe Hectn
hnaTyneHnus Yecru
3aneK Heyectn
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6oJika B rOpHATA YacT Ha KOPEMa Heuectn

NOBpPbIHAHE Hectn

OCTbP MAHKPEATHT '+ C HEH3IBECTHA YeCcToTa
¢aranes B HedaraneH XxeMOparMueH H HEKPOTU3HDAIlL C HeM3BECTHA 4ECTOTa
NAHKPEATHT 1

HapyimieHHs HA KOXKATA H NOAKOKHATA THKAH

OpypuTyC Heuectu

anrnoeaem ! C HEeW3BECTHA 4ECTOTA
oOpuBs.+ C Hex3BECTHA YECTOTA
ypTHKapua ' C HeH3BECTHA Y4ECTOTA
KOXEH BACKYJIMT ' C Hey3BeCTHA 4€CTOTa

ekc(PONMHATHBHY KOXKHM 3800/IMBaHHA, BKIFOYHTENHO

CHHIPOM Ha Stevens-Johnson™! C Heu3BECTHA YECTOTA

6ynozen nempurona’ C HeH3BEeCTHa Y4eCToTa

HapyiueHus Ha MYCKYJIHO-CKe/1€THATA CHCTEMA H
CheAHHETENHATE THKAH

apTPANTHA C HEH3BECTHA YeCTOTA
MHANTHS C HeH3BECTHA YecToTa
GoJka B KpalfHHLUMTE C HeH3BECTHA HECTOT2
Gonka s repba” C HEH3BECTHA YECTOTa
apTponarus | C HEeM3BECTHA YECTOTA

— .

Hspymenusa na 6n6pennre ¥ nHKOUHHTE NHTHINA

HapymeHa 6b6peuHa QyHkuus’ C HeM3BECTHA YECTOTA

ocTpa 6L6peuHa HEROCTaTBYHOCT C HeM3BeCTHA YeCTOTa

*
* Hexxenarure peakilMy cd HACHTHOHUMPAHHA NO BpEME HA NOCTMAPKETHHIOBOTO HADMIOACHHE,

t Brox Touxa 4.4,
! Bikre npoyvsanenio 3a besonackocn no omuotiente Ha CopoeuHo-cvooeama cucmema TECOS no-nomy.

Onucanye Ha H30paHy HexelaHn peaKiHH
Hskon HexenaHH peakijiy ca HaboaaBaHM MO-4€CTO NPH NpOoyYBaHHA 3a KOMOHHHpaHa ynoTpeda Ha

CUTAIIMIITHH H METGQOPMHH € ApYrH aHTHAHA0CTHH NEKApPCTBEHH MPOLYKTH B CpaBHEHHE C NPOYYBaHHsA Ha
CUTArJIMNTHH H METPOPMHUH CaMOCTOSTENHO. Te BIUIOYBAT XHUITOTIHKEMHES (KaTErOpHs Ha YeCToTa ,,MHOro
yecTH” cbe CyndoHUIypeHO NPOU3BOAHO MM MHCYJIRH), 3an€K (,,4eCTH” CbC CyNPOHUITY pefiHO
MPOH3BOAHO), neprudepeH OToK (,,4ecTH” ¢ MHOTJINTAa30H) H r1aBodo/IKe H CYXOTa B YCTaTa (,HEUECTH ¢
HHCYJIUH),

Cumazrunmun

1"




[Ipu npoy4saHusi BBPXY MOHOTEpanus cbe cUTarmunTUH 100 mg BeAHbkK AHEBHO CAMOCTOSATE/IHO B
cpaBHeHMe ¢ nmnanedo, ChoOLICHHTE HeXeNaHU peakuud ca riaBobonHe, XUNOrikuKeMHs, 3aMex U
3aMaliBaHe.

Cpen Te3u nauueHTH HexenaHuTe chbutud, crobuiasaHi He3aBHCHMO OT IPHYHHHO-CIICACTBCHA BPb3Ka C
NIeKapCTBEHHUS POAYKT, ¢ 4eCTOTa Hali-Manko 5 %, BKmouBaT HHOEKIHY HA TOPHMTE AHXATEHH IHTHIIA H
Ha3odapuuruT. OcBeH T0Ba, ca ChOOLIEHH OCTE0apTPUT K 60iKa B KpaHHUHLMTE, C YecToTa HevecTH (> 0,5%
[[0-BHCOKa CpeJl YYACTHHUIIMTE, MOJIYYHIIH CHTArIHITHH, OTKOJKOTO Ta3d B KOHTPO/IHATA Ipyna).

Memaopmun
CTOMAHO-YPEBHH CHMITTOMHU €4 CbOOLIABAHH MHOIO YECTO [IPH KIHHHYHH NPOYYBaHHs M NPH

NocTMapKeTHHIoBaTa ynorpeba ra MeropMuH. CTOMAIHO-YPEBHHTE CHMIITOMH KaTO rajicHe,
noBpbllaHe, Juapud, 601ka B KopeMa H 3aryba Ha aneTHT ce [TOABABAT M0-4€CTO NpH 3ano4uBaHe Ha
JICYEHUETO U B MMOBEUETO CIIyyad MPpeMUHABAT CIIOHTaHHO, JIONMbMHHTENHH HEXKENAHH PEaKIHH, CBbP3aHH C
mMeTPOpMMH, BKIIOYBAT METANIEH BKYC (4ECTH); JIAKTaTHA aHA03a, HapyuleHHs Ha YepHoApoOHaTa
GyHKUHSA, XENAaTHT, YPTHKApHA, epuTeMa H chpbex (MHoro peaku). [sarocpoyHoTo neyenue ¢ MethopmuH
ce CBbp3Ba ¢ HaMansBaHe Ha abcopOuusaTa Ha BUTaMHH B12, K0€TO MHOTO PAAKO MOXE Aa A0BEAE A0
KITMHUMHO 3HAYHM JedHUUT Ha BuTaMuH B12 (T.e. Meranofnacrua anemus). Kareropuure no uectora ce
OCHOBAaBAT Ha HanuyHara HHdopMauug B KpaTkara XxapakTepycTHKA HA NPOAYKTa HAa METQOPMHH,
onobpena B EC.

IleanaTpryHa DOnyIalus
B KIMHUYHH W3NHTBAHHMA CBC METIIHHKA OIPH NeHaTPHYHH NAHEHTH ChC 3axaped anaber Tvn 2 Ha

pB3pacT oT 10 g0 17 roaunu npodHILT HA HEKENAHUTE PEaKUH KaTo LANIO € CPABHUM C TO3M, HabmonasaH
NPH Bb3pacTHH. [IpH neauaTpU4HU NALMEHTH, KOHTO €A HJIH HE €A HA OCHOBHO JIEYEHHE C HHCYJIUH,
CHUTArIMNTHH C€ CBBbP3Ba ¢ MOBHILEH PHCK OT XHIIOIIHKEMHUA,

IIpoyusane 3a besonackocm no omuouienue Ha copoeuro-cvoosama cucmema TECOS

KanuTBaneTo, OLEHABAILO ChPAEYHO-CHOBHTE PE3yITATH NpH NeyeHue cbe cutarnunThi (Trial Evaluating
Cardiovascular OQutcomes with Sitagliptin, TECOS), sxnousa 7332 nauueHTH, 1eKyBaHH ¢k 100 mg
CHTAMAHNTHH AHEBHO (WK 50 mg AHEBHO, KO H3X0AHUTE CTOWHOCTH Ha H3YHUC/IEHaTa CKOPOCT Ha
rnomepynsa duwrrpauus (€GFR) ca > 30 # < 50 ml/min/1,73 m?), u 7339 nauuenT Ha niaue6o B intention-
to-treat (ITT) momynauusirta. IBere neueHns ca no6aBeHU KbM OOMYaliHHTE IPHXKH CBIIACHO MECTHHTE
cranaapTi 3a HbAlc 4 cbpae4HO-chI0BH pUCKOBY dakTopu. O0I11aTa YecToTa Ha CEPHO3HUTE HEXENanu
cbOUTHA NIPH NALHEHTH, MOMY4YaBaIlH CUTArIMITHH, € CX0AHa C Ta3H fIpH NAllHEHTHTE, MOMy4aBallH
naauebo.

B intention-to-treat nonynaumMaTa cpes NaMEHTHTE, KOUTO U3MON3BAT HHCYJIHH H/HIH CypoOHHIYypes Ha
M3XOAHO HHBO, YECTOTATA HA TEXKA XUINOraukeMus € 2,7 % npu nanueHTUTe, 1eKyBaHH CbC CUTArTHITHH H
2,5 % npu nauMeHTHTe Ha mwianeto; cpel NalMeHTHTE, KOMTO He H3MON3BAT HHCYIMH WHIIH CynhoHnTy pes
Ha U3XONHO HHBO, YECTOTATA HA TEXKKA XunoriukeMud € 1,0 % npH nauHeHTHTE, JEKYBaHH ChC
cutarnunTud ¥ 0,7 % npu naureHTHTe HA muauedo. Yecrorata Ha NOTBBPACHU CHOUTHS, OTHABaHHU HA
naHkpeatur, ¢ 0,3 % npu nayueHTHTE, 1EKYBaHH ChC CHTArMUNTHH KM 0,2 % npu nauueHTHTE Ha raiedo.

Crol0iaBaHe Ha MOAO3HPAHH HEXKEIAHH PEeaKiHu
CrofaBaleTo Ha MOAO3UPAHU HEXENaHH peakiHH CJIeA pa3pelliaBade 3a ynorpeda Ha 1eKapCTBEHH

[IPOAYKT € BaXHO. ToBa No3BONABA Ja MPOAbIDKH HAOMOACHUETO HA CHOTHOLUIEHHETO M0JI3a/PHCK 32
neKapcTBeHus NpoAyKT. OT MEAMUMHCKUTE CNEHATMCTH CE H3UCKBA Ja Cho0IaBaT BCAKa MoJ03HpaHa
HeXXeJlaHa peaKuus upes:

HM3nbaduTeIHA areHuud 1o JeKapcrpara
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4.9 Ilpeno3upane

[Ipy KOHTPONMPAHH KIMHUMHK U3NXATBAHUA ChC 3APABH YYACTHHIM C€ IpHIaraT eHOKpaTHK AO3H A0

800 mg curarnunTia. MuauManHo yabmxasane Ha QTC, KOETO HE ¢€ CUMTA 33 KIIMHHYHO 3HAYHMO, CE
Habmonasa npu eAHO Npoy4BaHe ¢ go3a ot 800 mg curarnuntud. Hama onut ¢ no3u van 800 mg npu
KNHHHYHM npoyuBaHud. [Ipn npoyusatus Pa3za | ¢ MHOrOKpaTHO NpUiarate, HAMa CBbp3aHH ¢ J03aTta
KIHHHYHK HeXXeNaHH NeKapCTBEHH peakiyu, HabmoAaBaHHU NPH CUTATHITHH ¢ 034 10 600 mg aHeBHO 33
nepuoau 10 10 quu ¥ 400 mg nHeBHO 3a nepuoad A0 28 JHH.

["onsaMo npenosupase ¢ MeTGopMUH (MM €JHOBPEMEHHO ChLIECTBYBAL PHCK OT JaKTaTHA allHA03a) MOXe
1a JOBEAe A0 JaKTaTHA alluA03a, KOATO € CrnetieH MEAUIIMHCKY ciaydali H TpsaOBa aa ce JeKysa B OOnHHLA.
Haii-epeKTHBHHAT METO/ 32 OTCTPAHABAHE HA JIAKTATa U METHOPMHHE € XEMOAHAIN3ATA.

[Ipn xanuuyHu npoyusaHus npubausutendo 13,5 % or 103ara ce oTCTpaHssa npy NpoAb/okasaina 3 1o 4
yaca xeMoauaiM3Ha cecus. IIpu npenexka 3a KIHHHYHA HEOOXOAMMOCT MOXKE /a C€ NpearnpUemMe no-
NpOABLDKUTENHA Axank3a. He e n3BecTHO Janu CHTArIMOTHH ce AHalU3Kpa OpH EpHTOHEAIHA AHAIIN3A.

B ciayuaii Ha npeao3rpaHe € NoAXOAALIO Aa ce NpeaAnpHeMaT OOMKHOBEHUTE NOANbDKAIIY MEPKH, KATO
OTCTpaHABaHe HAa HeabcopbupaHUs MaTeprai OT CTOMALIHO-YPEBHUS TPAKT, KIMHHYHO HAaDmo eHHne
(BKJIFOUHMTENHO U EIEKTPOKAPAMOrpaMa) | [pH HyXK/1a 3a1o4yBaHe Ha NOJIbPKALIN0 eYeHUe.

5. OAPMAKOJIOI'MYHH CBONCTBA
5.1 @apMakogRHAMHYHH CBOHCTBR

dapMakoTepanesTHUHa rpyna: AHTMaHabeTHu nexapcTpa, KOMOHHAUMM OT NEPOPAIHH JIEKAPCTBA 34
HaMaJIIBAHE HA KpbBHATa 3axap, ATC konx: A10BD07

MerniHka KOMOHHHPA 1Ba aHTUXHUIIEPrIMKEMHYHH JICKAPCTBEHH IPOAYKTA C JOMBIBAIl] C€ MEXAHH3BM HA
neicTByUE 3a noAoOpsABaHE HA MMKEMHYHUSA KOHTPON NpY NALUUEHTH ¢ JuabeT Tun 2: CUTArIunTiH gocgar,
aunentHaun nentuaasa 4 (DPP-4) unxuburop u MeTrhopMUHOB XHAPOXJIOPHI, TPEACTABUTEN Ha KJlaca Ha
OHrBaHUIHHUTE.

CHTarnMnTuH

Mexanusvm na oelicmeaue

CutarmunTHHOBHAT ¢ocdaT € nepopanHo aKTHBEH, MOLIEH H BHCOKOCENEKTHBEH HHXUOUTOP HA €H3HMA
nunenTaua nentuaasa 4 (DPP-4) 3a neuenne Ha auaber tun 2. Uuxuburopure Ha DPP-4 ca knac
BEIIECTBA, KOMTO AeHCTBAT KaTO €HXaHCEPH Ha HHKpeTHH. Upe3 uuxubupaue Ha en3uma DPP-4,
CHTArJHNTHH IOBHILIABA HHBATA HA 1Ba M3BECTHH AKTHBHU WHKPETHH XOPMOHA, NMOKATOH-TI0A00HHS
nentua-1 (GLP-1) 4 rmoko3a-3aBHcHMHA HHCYIHHOTpoNeH noaunenthx (GIP). HaxkperunuTe ca yacr ot
€HAOr¢HHA CUCTEMA, Y4acTBalla BbB (U3HONOrHYHATA PerynaluHs Ha rIoKo3HaTa xoMeocrasa. Koraro
KOHLIEHTpAlMHTe HA KPbBHATA 3axap ¢a HOpMaJiHM My moBuieHH, GLP-1 u GIP 3acunBar cuHTE3a U
0cBOOOXKAABAHETO HA HHCY/IMH OT naHkpeaTuuHure 6era-kiuetku. OcseH ToBa, GLP-1 HamansBa
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yepHoApoOHa riroko3a. Korato HMBaTa Ha Ioko3a B KPbBTa €2 HHCKH, OCBOO0XAABAHETO HA HHCYIHH HE
CE€ CTHMYJHPA K CEKpELUATa Ha [TIIOKAroH HE Ce MOTHCKA.

CHMTarlHOTHH € MOLLEH M BHCOKO ceNeKTUBeH HHXHOHTOp Ha eH3uMa DPP-4 4 He uHXnOHpa CXOoAHHUTE MO
ctpykTypa ensumud DPP-8 um DPP-9 B TepaneBTHYRH KOHLEHTpauHy. CHTarNUMNTHH € pasingasa no
XUMH4HA CTPYKTYpa ¥ (hapMaxonoruuHo aeficTue ot aHano3uTe Ha GLP-1, uucynun, cyndoHumypes Hin
MErJIUTHHHAU, OHrBaHUAMHH, arOHUCTH HA aKTHBHPAHHA OT [IEPOKCH30M npoiudeparopa raMa-pelenTop

(PPARY), anda-rmoxko3niasHid UHXHOUTOPY H aHAIO3H Ha AMUJIKH.

[Ipyu ABYAHEBHO NpOY4BaHe HA 30paBH y4aCTHHIIH, CHTArJHIITHH, IPWIOKEH CaMOCTOATENIHO, NOBHIIIABA
axTBHaTa GLP-1 KoHLeHTpalHus, JoKATO METHOPMHH NPHIOKEH CAMOCTOATENHO, IOBHILIABA AKTUBHATA U
obiara GLP-1 koHLeHTpanusa B Cxo HA cTeneH. EAHOBPEMEHHOTO NpUaraHe Ha CHTArJIMITHH U
meThopMuH UMa aguTUBEH edekT BppXy akruBHaTa GLP-1 koHUEHTpaLus.

CHTArIKITHH, 33 pa3iuka oT MeThopMuH, nosuiiaea akTisHaTa GIP koHUeHTpauus.

Knaunuuna egpuxacrocm u besonacnocm
Kato nsno, cHTaArIMOTHH NOACOPABA MIMKEMHYHUA KOHTPOJL, KOraTo Ce€ H3M0/A3Ba KaTO0 CaMOCTOATENIHO MIH

KOMOMHHPAHO IEYCHHE NIPH Bb3PaCTHH.

[Tpy KIHHHYHHM H3MHTBAHKUA, CHTATIIMIITHH KaTO MOHOTEpanys noao0paBa rMKEMHYHHS KOHTPOI 4pe3
IHAUMTENHO HaMalleHHe Ha xeMornobuH Ajc (HbA)) ¥ rimroko3ara Ha riaHo H CICA XpaHeHe.
Hamanenuero Ha nnasmeHara rimoko3a Ha raagHo (FPG) e nabmioaasaHo Ha 3-Ta ceqMulia, TbpBaTa
BpEMEBA TOYKA, B KOATO e uaMepeHa FPG. HabmoaasaHaTa yecTOTa Ha XHIIOTMTHKEMHUA NIPY NaUKEeHTH,
NeKyBaHH ChC CHTATJIMNTHH e nofoOHa ¢ Ta3u npy miauedo. TenecHoro TErNIo He ¢e € yBeAUMYKOo CApAMO
M3XOAHMTE CTOMHOCTH MpH NeYeHHe Che cuTarnunTii. HabmonasaHo ¢ moao00peHne Ha CypOTraTHUTE
MapKepH Ha hyHKuHOHUpaHe Ha Geta-kneTkure, B ToBa yucio HOMA-B (XomeocTaszen Moaed 32 OLeHKa-
B), CbOTHOLIEHHETO HA MPOHHCYJIHH KbM MHCYJIMH H NOKA3aTEINTE 338 PEAKTHBHOCT Ha OETa-KIETKHTE NPH
TECTa 33 TOJICPAHTHOCT NMPH YECTO JaBaHe Ha XPaHa.

[IpoyuBanug chC CHTAMMUNTHH B KOMOuHAUKMA ¢ METHOPMHH
Mpu 24-cenMUYHO M1aLE60-KOHTPOIHUPAHO KIMHHYHO NPOYYBAHE 33 OUCHKA HA eHKACHOCTTA H

GesonacHocTTa Npu AcOaRaHe Ha cutarnunTud 100 mg BeAHBK AHEBHO KbM CBILICCTBY BAIil0 JIEYEHHE C
MeTPOPMHH, CHTANTHIITHH OCUTYpsABa 3HAYHTEIHO NOAOOpEHHE HA IIMKEMUUHUTE apaMETPH B CPaBHEHHUE
¢ naauedo. [IpomsHaTa capsaMO H3XOQHUTE CTORHOCTH HA TENECHOTO TEMIO € MoA00HA [PU MALMEHTH,
JIEKYBaHH ChC CHTArMNTHH cnpsiMo nnauebo. [Ipu rosa npoyusane uma nogo0Ha 4eCTOTa HA CiTy4ay Ha
XHNIOTIHKEMHU NPH MALKEHTH, ACKYBaHH ChC CHTANIMIITHH MIIH MiaaLedo.

IIpn 24-ceamuuto nuanebo-KOHTPOoIMpaHO (GaKTOPATHO NPOY4BAHE HA HAYAIHO NICYCHHUE, CUTArTIMITHH

50 mg aBa MbTH AHEBHO B KoMGuHanua ¢ mertopmud (500 mg umm 1000 mg ABa MbTH JHEBHO) €€ MOCTHIA
3HAYUTEJHO NOA0OpEeHHEe Ha FITHKEMHYHHTE IapaMeTpH B CpaBHEHUE C BCAKAa MOHOTepanus. Hamanenuero
Ha TEJIECHOTO TErno NpH KOMOHHALHATA CHTArTUNTHH H MeT)OPMHH e noAo6HO Ha TOBa Ha0NOAaBaHO NPH
MeThOPMUH CAMOCTOATENHO MM alebo; HAMa NPOMAHA CAPAMO U3XOAHUTE CTORHOCTH NMPU MALUEHTH Ha
CHTArIMITHH CAMOCTONTENHO. YecToTaTa Ha XMNOrIHKEMHA € nof00Ha cpell IEKYBAHHTE IPYIIH.

[IpoyuBane chC CHTArAUOTHH B koMOHHaUNg ¢ METHOPMHH H CyiidoHMIIypes
24-cenMUYHO MNauebo-KOHTPOIHPAHO KIHHAYHO NPOYYBAHE € INAHUPaHO Ja OLUEHH ePHUKACHOCTTA H

GesonacHoctTa HA curarmunTud (100 mg seAHbXK AHEBHO) NPHOABEH KbM MIMMENUPH] (CAMOCTOSTETHO
Uy B KoMOuHauus ¢ MerhopmuH). J06aBAHETO Ha CUTArMMITHH KBM IIHMENHPHI H METHOPMEH,
OCHIrypsBa 3HAYKTEIHO NOoAcOpeHNe Ha rTHKeMUYHHTE napameTpH. [lannenTnre, neKyBaHH CbC
CUTArJIMNTHH UMaT ¢1abo noBHILcHHE Ha TenecHoTo Terno (+1,1 kg) B cpaBHEHHUE C TE€3H, NO
nnauedo.
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[IpoyuBaHe che CUTArNUNTHH B koMOUHauug ¢ MetdopmuH M PPARY aroHKct

26-ceAMUUHO N1aleb0-KOHTPONHPAHO MPOYUBAHE € NMpeJHa3HA4EHO J1a OUSHHU e(HKACHOCTTA U
bezonacHocTTa Ha cHTarmunTHH (100 mg BeaHsXk AHEBHO), A00aBEH KbM KOMOHHAIIMA HA NHOTAUTA30H U
mMeThopmuH. lo6aBAHETO HA CHTATJIMNTHH KbM [THOTJIMTA30H K METHOPMHH, OCHIYPABA 3HAUUTENIHH
nono6penus Ha rgKkeMuuHuTe napamerpu. [IpomsHara B TEIECHOTO TErNO OT H3XOJHO HUBO € MOA0OHa Ha
Ta3H NPH NalHEHTH, NeKYBaHH CbC CHTAIJIMIITHH, B cpaBHeHuUe ¢ mianedo. Hectorara Ha XHIOrNMKEMHS
ChILO € mOA0OHA NPH MALKEHTHTE, JIEKYBaHH CbC CHTArJIMIITHH KM mIanedo.

[IpoyuyBaHe HA CHTAMIMITHH B KoMOrHauN ¢ MeTHOPMHH H HHCYJIHH

24-ceIMHYHO NNanebo-KOHTPOIHPaHO KIMHHYHO NIPOy4BaHe € peAHa3Ha4eHo Aa OUEHH ¢PEKTUBHOCTTA H
Oe3onacHOCTTa Ha cuTarnunTHH (100 mg BeaHbXk JHEBHO) 10OaBeH KbM HHCYIUH (npU cTabuiiHA no3a 3a
Haiti-manko 10 ceaMuuy) cue uan 6e3 merhopmun (Hal-Manko 1 500 mg). Ilpy nanuenTn, npueMainy
NpeABAPHUTEHO CMECEH MHCYJIMH, CpeAHaTa AHeBHa Ko3a € 70,9 U/anesno. I1pa nauueHTH, NpdeMalliy
HeCMECeH NpeABAPUTENHO (MEXRUHEH/MPOABLIDKMTENHOASHCTBALL) HHCYIHH, CpeAHaTa JHEBHA 1034 €

44,3 U/queBHo. JlanHuTte oT 73 % OT NalUEHTHTE, KOMTO ¢a NpHeMani MEeTHOPMHUH Ca MPEIACTABEHH B
Tabnuua 2, lobaBAHETO HA CUTATIMOTUH KbM HHCYJIHH OCUTYPABA 3HAYHTEIHO NOACOPEHHE HA
rIHKeMHYHHTe napamMeTpH. Hama 3HauuTenHa npoMaHa B TENECHOTO TEMIO OT U3XOAHOTO HHBO B JBETE

CPYIH.

Tabanna 2. Pesyaratu 3a HbA. npn naagefo-koHTpONIHpand npoyusanns ¢ KomOHHHPaHO JledeHHe
ChC CHTAIJIMOTHH H MeTgopmun*

Cpenun Cpeana npomsHa

CTOHHOCTH CIDAMO Kopuarupana, cnpamo miaanebo,
[I1poy4rane HA H3XOAHO P cpeana npomana Ba HbA, (%)

H3X0JHO HHBO

HuB0 HbA,, HbA,. (%) (95 % CI)

(“AI) ) lc{ 70
Cutarnuntud 100 mg
BEJHDBXK IHEBHO, f00aBeH 0.7
KbM (POHOBA Tepamnus ¢ 8,0 0,7 (-0 2 -0 5)
MeTdopmMuH (N=453) e
Cutarnuntux 100 mg
BEJHBK NHEBHO, 100aBEH
KbM (POHOBA TEpANu C 2 7 0.6t -0,91+
rnuMendpua + MethopMuH ? ? (-1,1, -0,7)
(N=115)
Curaraunrud 100 mg
BeAHBXK NHEBHO AoDaBeH
KbM ()OHOBA Tepanus c g8 _12f -0,7'+
MHOrJIHTA30H + ’ ’ (1,0, - 0,5)
metTdopmunl (N=152)
CrtarnuntiH 100 mg
BEIHBXK NHEBHO, JobaBeH -0,5%+
ksM OHOBA TEpamui ¢ 8,7 -0,7¢ (-0,7, -0,4)
MHCYIHH + MeT(hOopMHH
(N=223)
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Havanno neuense (aBa
IThTH JAHEBHO): _1.6%

cHTarIuinTed 50 mg + 8,8 -1,47 (-1 3’ -1,3)
meTdopmul 500 mg T

(N=183)

HavanHo neyenue (aea
ObTH JHEBHO); 1t
cHTarnunTHH 50 mg + 8,8 -1,97 (2 3’ 1.8)
metdopmud 1000 mg =

_(N=178)

* [TonynanusTa OT BCUYKH IEKYBaHH NalMeHTH (intention-to-treat anaina).

t Halt-Mankure cpeaHH KBaIpaTH ¢a KOPUIrHpaHH CNPAMO CTATyCa NPH NPEXOIHOTO

AHTHXUIEPrinKeMHUUHO JIeUeHHe U CTOHHOCTTa HA M3XOAHO HHBO.

1 p<0.001 B cpaBHeHue ¢ nnanebo wiu niaauebto + KOMOGHHUPAHO NEUCHHUE.

HbA,. (%) Ha 24-Ta ceaMHLA

THbA,. (%) Ha 26-Ta ceqMuua

§ Hali-MankuTe cpeiHM KBaapaTH ca KOPHIHPaHH 3a ynorpefara Ha HHCYJIMH NPU BH3HTa |

(npeaBapuTENHO CMECEH Cpellly HECMECEH NPEABAPUTENHO [MEXKIHHEH HIIM NPOAL/DKHTENHOAeHCTBAL]) H

U3XOIHa CTOHHOCT.

[Mpu 52-ceaMHUHO MPOYYBAHE, CPABHABALIO e(PHKACHOCTTA U Oe3onacHoCTTa Npu AodaBsHE Ha
cutarunTid 100 mg BeaHBX AHEBHO HIIH MIHNU3HA (CyNGOHWIYPEHHO [TPOU3BOAHO) NPH NALMEHTH C
HefoOBbp rIIHKEMUYEH KOHTPOJ MPH MOHOTEpanHA ¢ MeTQOPMHH, CHTArHNTHH € N0A00EH Ha IUNK3UA
npy nonwxxasareto Ha HbAlc (-0,7 % cpeana npomsna cipaMO H3XOAHHUTE CTOMHOCTH NpE3 CeaMHUA 52,
cbe cpenna crolinoct Ha HbAlc ot npubnusutenyo 7,5 % B asete rpynu). Cpenxara 103a rmUnu34A
H3MO0/3BaHa B rpynara 3a cpapHeHue € 10 mg aAHeBHO Kato npubausurento 40 % o1 naueHTHTE ce
HYXRasT OT A03a MNMNU3MA < 5 mg/AHeBHO 10 BpeMe Ha npoy4ysadero. Obaye, noseye nanHeHTd ot
rpynara Ha CHTAIJIMIITHH €4 NPEeKbCHAIM NOPAAH NUICA Ha ePHUKACHOCT, OTKOJIKOTO B IpyNara Ha
raunn3uj, IJaueHTHTe NEKYBaH! CBC CUTAIMITHH NOKA3BAT 3HAYUTENHO CpeJHO IOHHXKEHKE CIIPAMO
U3IXOOHUTE cCTOHHOCTH HA TeaecHoTo Terio (-1,5 kg) B cpaBHEHBE ChC 3HAYMTEIHO NOKAYBAHE Ha TErNoTO
NpH NalelTH noayvasany raunusuy (+1,1 kg). B Tosa npoyusaHe, OTHOLIEHHETO NPORHCYJIHH KbM
MHCYJIMH, Mapkep 3a edeKTHBHOCTTa HA MHCYTMHOBUA CHHTE3 U 0CBOOOKAaBaHe, ce noao0dpsiBa Che
CHUTArJIHNTHH H C€ BIOLLABA NPH NCYECHUE C [NTHITU3HKA,

YecToTaTa Ha XMIIOTJIHKEMHS B rpynarta Ha CUTArnunTHH (4,9 %) € 3HaUHTEeNHO NO-HUCKA OT Ta3H B

rpynara Ha raunu3ug (32,0 %).

24-ceAMUYHO NMNaUebO-KOHTPONHPAHO KIHHHYHO NPOyUBaHe, BKIIOYBamo 660 nalueHTH € NpeaHa3HauYeHo
na oneHs edHKaCHOCTTA BOACLIA A0 HAMAIABAHE HA HHCYIMHOBUTE J03H H O6€30MacHOCTTa Ha CUTArJIHOTHH
(100 mg BeaHDXK AHEBHO), KOraro € npubaBeH KbM UHCYHH riiapXuH cbe unu 6e3 merdopmut (none 1500
mg) no BpeMe Ha UHTeH3uPHUIMPAHETO HA HHCY THROBaTa Tepanus. [Ipy nanueHTy, npuemaiin METGOPMUH,
uszxonauara crolinoct Ha HbAlc e 8,70 % u navanuara n03a uHcyJIMH € 37 IU/nneBHo. [TanueHTuTe ca
HHCTPYKTHPAHH JIa TATPUPAT TAXHATA J03a HHCYJIHH rNapxKUH Bb3 OCHOBA Ha CTOMHOCTUTE HAa KpbBHATa
3axap Ha riajiHO, H3MEPEHH 4pe3 KPBbBEH TECT ¢ yOOxkAaHe Ha npbceTa. [IpH nauueHTHTE, NpHEMally
MeThOpMHH, Ha 24-Ta CEAMHLIA, YBEIMYABAHETO HA AHEBHATA A03a HHCYMH e 19 IU/aueBHo npu

NalKeHTH, JIEKYBaHH CbC CUTAMMMNTHH Y 24 1U/nneBHO npy nauuedTy Ha mnanedo. [TonuxasaneTo Ha
HbAlc npy nayHesTH, TeKYBaHH CbC CUTATTIMIOTUH, METQOPMHR M MHCYIIHH € -1,35 % B cpaBHeHuUe C -

0,90 % npH NaLHEHTH, JEKyBaHH ¢ nnanedo, MeTPOPMUH U HHCYJIHH, pa3nHka oT -0,45 %
-0,29]. YectoTara Ha xunornukemus e 24,9 % npu nauMeHTH, NEKYBaHH CbC CHTArIHN
MHCYIIHH # 37,8 % npH nanudeHTH, JekyBaHu ¢ miauebo, MerGOpMHH ¥ UHCYIMH. Paz

16



OCHOBHO HA [0-BHCOKHA NMPOLIEHT MAMEHTH B rPynara Ha miauedo, H3MHTaIM 3 WiH NoBeYe €NH30/a Ha
xunornukeMus (9,1 cnpamo 19,8 %). Hama pa3nuka B uecToTara Ha TEXKa XHNOITIMKEMHA.

MerdopmuH
Mexanuzom na oeticmeue
Metdopmun e GUrBaHUAUH C AHTUXHNEPrIUKEMHYEH eEKT, MOHIKaBal] KakTo 6asanHara, Taka u

Ia3MeHara rjpoko3a cnejl xpanere. Tolf He cTUMynKHpa HHCY/IMHOBATA CEKPELMA H CIIEAOBATEIHO HE
npeau3BUKA XHIOTAHKEMHS.

MerdopMuH MOXe 1a AeHCTBA 0 TP MEXaHH3MA!

- ype3 HaMajlgpaHe NpOAYKUHATA Ha YepHOApoORa rmoko03a ype3 HHXHOHpaHe Ha IIIOKOHEOreHes3ara
H [IMKOreHONH34Ta;

— B MYCKYJIUTE, Upe3 yMepeHOo MOBUILIABaHE HA UHCYIMHOBATA My BCTBHTEIHOCT, NOoA0OpaBaiky
nepxepHOTO MOEMaHe H YCBOSBAHE Ha IIOKO33;

- ype3s 3a0apate HA abcopOuusTa Ha JIFOKO3a B THHKHTE 4€pBa.

MeT({opMHH CTHMYJIHPA BETPEKJICThYHHUSA CUHTE3 HA ITIMKOIeH 4pe3 Bb3neHCTBHE BbPXY INIHKOreH
cHHTeTa3aTa. MeT(}OpMHUH MOBUUIABA TPAHCIOPTHUA KAMALKTET HAa CICHPHYHA THNOBE MEMOpaHHH
TpancnoprepH Ha rioko3ara (GLUT-1 u GLUT-4).

Knaunuuna egpuracrocm u besonackocm

[1pu xopata, HE3ABHCHUMO OT JeHCTBHETO CH BLPXY INMKeMHATa, MEeTPOpMUH UMa OnaronpusTHy edexTH
BLPXY AMNMAHUA MeTabonu3bM. ToBa ce A0Ka3Ba NpH TEpaNeBTHYHH KOHUEHTPALKMN B KOHTPOIHPAaHH
KJIHHHYHY NIPOYUYBaHHA ChC CPeAHa NPOIBbIDKUTENHOCT I ABITOCPOYHH KIMHHYHH [IPOYYBaHUA:
meThopmMuH Hamanisa obums xonectepon, LDLc 4 HUBaTa Ha TPUTTTHUECPHAMTE.

[IpocnektuBHOTO panaoMusnpano (UKPDS) npoyuysase € yCTaHOBHIO ABArOCPOYHATA O34 OT
MHTEH3HBHMA KOHTPOJ HA KPBBHATA 3aXap npH auaber Tun 2. AHANU3IBT HA Pe3YJITATUTE NPH NAUUEHTHTE C
HaJHOPMEHO TErJO, JeKyBaHH ¢ MeTHOPMHEH ClE HEYCNneX ¢ AHeTa CaMOCTOATENIHO MOKAa3Bar:

— 3HAYKHTEIHO HaMaleHHe Ha a0COMOTHUA PHCK Ha CBBP3aHUTE ¢ AHabeTa yCl0KHEHHA B Ipynara Ha
merdopMmuH (29,8 cbOutus/ 1000 nayrueHTo-roaHHN) CAPSIMO IHETA CAMOCTOATENHO (43,3 chOuTHA/
1000 nauueHro-roaunu), p=0,0023 u cnpsiMo rpynuTe Ha KOMOMHAUHA CbC CYAQOHUTYped ’
MoHoTepanus ¢ HHCYIHH (40,1 cxbutna/1000 naunenro-roaunn), p=0,0034;

- 3HAYMTENIHO HaMalleHHe Ha a0COMOTHUA PHCK OT CBbp3asara ¢ Auader cMbpTHOCT: MeTPopMuH 7,5
ceOuTIA/ 1000 nauueHTo-roguHu, ueTa caMocToATenHo 12,7 cwhbutua/ 1000 nanueHTO-rogMHH,
p=0,017;

- 3HAYMTE/THO HaMaJleHue Ha aOCoMmoTHMA pUcK OT ouiaTa cMbpPTHOCT: MeTdopmuH 13,5 cubHTUS/

1 000 nauMeHTOrOAMKK cupaMo aueTa caMocToATenHo 20,6 crOuTHA/1000 nanueHTo-roaHHy,
(p=0,011) u cnpsmo rpynare koMOuHUpaHa cyn(poHHTypes 1 MOHOTEpanus ¢ HHCYIuH 18,9
cOuTHA/ 1000 nauuento-ronunn (p=0,021);

— 3HAYMTEJIHO HAMaJIEHHE HAa a0COMOTHUA PUCK OT MHOKAapeH HHGPApKT: MeTGopMuH 11 crOnTHS/
1000 naiuenTo-roauuH, arera camoctosTenHo 18 cxbuTra/1000 naunento-roqunm, (p=0,01).

TECOS e pannomusupaso npoyusane npi 14 671 nauuenTty B intention-to-treat nonynauyusta ¢ HbAlc >
6,5 10 8,0 %, ¢ ycTaHOBEHO ChbpACYHO-ChA0BO 3abonsgBaHe, KOMTO MOMY4YaBaT CHTArIHITHH (7 332) 100 mg
AHeBHO (UiH 50 mg AHEBHO, ako u3xoaHuTe croHocTH Ha eGFR ca > 30 u < 50 ml/min/1,73 m?) wnu
nnauebo (7 339), nobaBenu kpbM 00HUAKHUTE I'PHXKH CHINIACHO MECTHUTE cTanaapTH 3a HbAlc
CBPIACYHO-ChI0BY puCKOBH (pakropu. [Tauuentu ¢ eGFR < 30 mi/min/1,73 m? He ca BKIIOYEHH B

nanueHTH ¢ 6s6pedno yspexaane (eGFR < 60 ml/min/1,73 m?),
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[To sBpeme Ha npoyuBaHeTO, 00IaTa H3YHCICHa cpeaHa pasnuka (SD) B croftHocTHTe Ha HbA1C Mexny
rpYIHTE Ha cUTarnunTul H naanedo e 0,29 % (0,01), 95 % CI (-0,32, -0,27); p < 0,001.

[TepBHYHATA KpaifHa TOYKA MO OTHOLUEHUE HA ChPACYHO-CHAOBATA CHCTEMA € CHCTABHA OT NbpPBATA 110483
Ha ChPJEYHO-ChA0BA CMBPT, HedaTaieH MHOKaPACH HH(APKT, HedaTalIeH HHCYJIT HJIH XOCITHTAIM3ANHA
nopanH HecTabunHa cTeHOKapaua. BTopuuHuTe KpaliHH TOYKH 10 OTHOUIEHHE HA CHPACYHO-CHAOBATA
CUCTEMA BKJIIOYMBAT IThPBATA NOABA HA ChPAEYHO-CHAOBA CMBPT, HeGaTaneH MUOKApAESH HH(APKT UK
HedaTaneH UHCYIT; ITbPBATA MOABA HA HHAUBHAYAIHUTE KOMIIOHEHTU HA MbPBHUYHATA ChCTABHA; 00IIA
CMBPTHOCT H XOCHHTANM3ALMK NOPAAH 3aCTOHHA ChPACYHA HEJOCTATbYHOCT.

Cnen npocaeaAsBaHe ¢ MEAMAHA HA MPOABLIDKHTENHOCT OT 3 'OAHHH, CHTAMIMIITHH HE NOBHILABA PHCKA OT
roJIEMH HEXENAHU ChPIECMHO-CHAORH CHOMTHS UM PHCKA OT XOCIHTANIH3aLUA NOPaH ChpleiHa
HEAOCTATBYHOCT, KOraTo ce nobaps kbM oOHualiHHTE rPHXH NPU NalMeHTH ¢ JuabeT TUN 2 B CpaBHEHUE C
obuualinuTe rpuxu Oe3 cutarnuntud (Tabnuna 3).

Tabanua 3. YecToTR HA KOMOHHHpPAHH CHPAEYHO-CHA0BH Pe3Y/ATATH H HA KJIIOUOBH BTOPHYHH
Pe3yJTATH

Cutarnantan 100 | Ilnaoebo

| mg
| HecroTa
YecToTa { aa 100
Ha 100 | mamm
' namH €HTO- Koedpunaent
eHTo- rojMAR | HA pUCKAa p-
N (%) | ronmau* | N (% * 95% CI) croiinocrt |

Anaann3 B Intention-to-Treat oIy 1anHATa

| Bpoli nannenTH 7332 \ 7339

L __—-f._—'-

IIxpBrYAa cHCTABHA |
KpaiHa TOYKA
(CupaeuHo-cbAOBA CMBPT,
HedaTalieH MHOKapaeH
dHObapKT, HedaTaneH HHCYNT

WM XOCTIMTANN3alHd, nopaau | 839 851 0,98 (0,89—
HeCTaOU/IHa CTeHOKapaAus) 11,4 [4,1 _1ale (4.2 1,08) <0,001
| Bropa4gHa cLCTABHA

Kpadna TouKa
| (CbpaeuHo-CbAOBA CMBPT, {
HedaTaleH MHOKapAcH
uHdapKT unu HedaraicH 745 |

HHC!JIT!

746 0,99 (0,89—
3,6 1,10) <0,001

BropHueH peayJTaT

‘ CspacyHO-CHAOBA CMBPT
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NN S TP
,,:-\ ”-H'.J%J"‘ “"’___.,.-r:;"

L




BcskakbB B MHOKApICH ﬂ
uHapkT (paTaneH H 300

0,95 (0,81—
1,11

BesikakbB BUL HHCY T

0,79
(baTanen u Hedaraien) 0,97 (0,

1,19

Xocnurany3alus nopajgy
HecTaOHJIHA CTEHOKapAHA 0,90 (0,70
—_— - 1,16) 0,419 ]
CMBPT NOpaaH BCAKAKBA 547 | 1,01 (0,90-
NpUYHHA o 7.5) 1,14) 0,875
XOCNUTAIN3aU KA, Nopagu :
2 1,00 (0,83-
ChpJe4Ha HEAOCTATBYHOC 31 R X (1 120 | 0,983

* Yectorata Ha 100 nauueHTo-roguHu € n3uucnesa karo 100 x (obwus 6po# nauuent ¢ > 1 cuburue no
BPEME Ha JONYCTHMHS MEPHOA HA EKCIIO3HIIUS crpsaMo obius 6poll mauresTo-roAMHY Ha NpocneaaBaHe).

1 Bp3 ocHoBa Ha Mojen Ha Cox, crpaTudHuMpaH No peruoH, 3a ChCTaBHUTE KPaHHH TOUKH, P-CTORHOCTUTE
CbOTBETCTBAT HA TECT 3a HEHHGEPHOPHOCT, ThpCEll Aa NOKAXKE, Y€ KOS(PUIIHEHTHT Ha PHCKA € NO-MATBK
oT 1,3. 3a BCH4YKH ApYTH KpaliHH TOYKH P-CTOHHOCTHTE CHOTBETCTBAT HA TECT 33 PA3JIHKHTE B
Koe(UILIMEHT Ha PHCKA.

1 AHaAH3BT Ha XOCMHUTAIH3ALKMATA MOPAaH ChpPAEHHA HEAOCTATHYHOCT € KOPHIHPaH 32 aHaMHe3a 33
ChpIeyHa HEAOCTATHYHOCT HA U3XOAHO HHBO.

[leanaTputina nonynaums
Esponeiickara areHUHs Mo J€KapCTBATA 0CBOOOXKAABA OT 3aAB/DKEHHETO 33 NPEAOCTABIHE HA PE3yNTaTHTE

OT NpOyYBaHUATA CbC METNMHKA BbB BCHUKH NOATPYIH Ha NEAHATPHYHATA MOMY ALK ChC 3aXapeH nuader
Tun 2 (BXK. Touka 4.2 3a uHdopMaiiia OTHOCHO ynoTpeba B nejuaTpusra).

BesonacHocTTa B eHKacHOCTTA npH A0OaBsSHE HA CUTAIJIMIITHH NPH NNEAHATPHYHH NAIIMEHTH Ha Bh3pacT
ot 10 go 17 rogunu ¢ guaber THn 2 ¥ HealeKBaTeH INIMKEMHYEH KOHTPOJ Ha METQOPMHH, ChC HIIH 0€3
MHCYJIMH, Ca OLlCHEHH B B¢ MPOY4BaHUA 3 MEepHOA OT 54 ceaMuu. Jo0aBAHETO HA CHTArTMIITHH
(NpHNOXKeH KaTo CHTArMUNTHH+HMeTHOPMHUH UK CUTAMTHITHH+HMETGOPMHUH ¢ yIb/DKeHO OcBODOX IaBaHe
(XR)) e cpaBHeHO ¢ A00aBsHeTO Ha nnauebo kbM merdopmuH unu Methopmun XR.

Makap 4 jAa ce AEMOHCTpHpPa NPeBb3X0ACTBO MO OTHOILIEHUE MoHMXkaBaHeTo Ha HbAlc 3a
cuTarnunTuH-+merdopMun/curarnuntuit+MeThopMud XR nan Merdopmun Ha ceamuna 20 npu cOopHus
aHaIN3 OT Te3H ABE NPOY4YBAHHS, PE3YITATHTE OT OTACHHUTE MTPOYUBAHHA Ca HCCHBMECTHMM.

QcseH TOBa, He ce Ha0moAaBsa No-BHCOKA e(PUKACHOCT HA CHTArIHITHH+MeTQOPMUH/
cutarnunTuy-+merdopmuH XR B cpaBHeHHe ¢ MeTQOPMUH HA ceaMHULA 4.

Cneaosarenso, MeTnunka He TpaA0OBa 1a ce H3NOJ3Ba NPU NEeAHATPHYHH NALUEHTH HA BB3pacT oT 10 go 17
rOAMHM NOPaAH HEAOCTATHYHA e(UKACHOCT (BX. TOuka 4.2 3a HHGOpPMaIUA OTHOCHO ynoTpeba B

NeAMATPUATA).

5.2. PapmakoKHHeTHYHH cBOlicTBA

Metaunka
[IpoyuBatinaTa 3a 6HOEKBHBANCHTHOCT IIPH 3APaBU YYACTHHIIH NMOKA3BAaT, Y& MeTnxHka
(CHTarIHNTHH/METPOPMUHOB XHAPOXJIOPHA) KOMOUHUpPaHH TableTkH ca OHOEKBHBAIEH
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eJHOBPEMEHHOTO MPHJIOKEHHE Ha CUTArJIMITHHOB ocdar U METHOPMHHOB XHAPOXIOPHA KaTO OTAEIHH
TabneTkHu.

Cnennure naHHM NOKa3BaT PapMakKOKHHETHUYHHUTE CBOMCTBA HA OTAENHHTE aKTHBHM BEILECTBA Ha
MeTrnHHKa.

CHTarnMnTuH

Abcopbyus

Crnen nepopanHo npuioxenue Ha Ao3a 100 mg Ha 3apaBH yyacTHUIH, CHTAINIMITHE OBP30 ce abcopbupa, ¢
AOCTHraHe Ha MHKOBH MJla3MeHH KOHUerTpaliuy (MeanaHa Tmax) 1 no 4 gaca cnen npujIoXKeHUeTo, CpeaHa
nnasmeda AUC Ha curarnuntuH 8,52 pMehr, Cmax 950 nM. Abcomoraara OMOHAIHYHOCT HA
CUTArNTHATHH € npubanzurento 87 %. Toil kaTo NnpUeMaHETO HA CHTATTUNTHH ERHOBPEMEHHO ¢ borara Ha
Ma3HHHH XpaHa He NOBAHABRA (PapMAKOKMHETHKATA, CHTAIMITHH MOXE Aa C¢ Npuaara ¢ unu 6es xpaua.

[Inasmenara AUC Ha CHTArIMNTHH €€ MOBMILABA 110 A03a NPONopLIHOHANEH HaukH. [o3a-
NPONOPLHOHANHOCT HE € YCTAHOBEHA 38 Cinax H Couagca (Cmax CE MOBHIIIABA [10BEYE OT A03a-
NPONOPLHOHANHO, @ Ca4qacs CE YBEJNHHABA N10-MAJKO OT J03a-[IPOIOPLHOHANHO).

Pasnpedenenue

Cpennuar o6eM Ha pa3npeacICHHE B CTALMOHAPHO ChCTOAHHKE Clie] €QHOKpaTHA HHTPABEHO3HO NPHIIOKEHA
no3a oT 100 mg CHTArMMNTHH Ha 3APABH YUYACTHULUU € NpuOan3uTenHo 198 nurpa.

@DpakilaTa CHTarIMOTHH 0OPAaTUMO CBBpP3aHa ¢ NAa3MEHHUTE TPOTEHHH € HUCKA (38 %).

buompancopmayus
CHTarIHOTHH Ce eIHMHHUPA OCHOBHO HENIPOMEHEH ¢ yPHHATa, 2 MeTa0O0IM3MbBT € BTOPOCTEIICHEH ITBT.
[Tpubnu3sutento 79 % OT CHTArHIITHH CE EKCKPETHPA HEITPOMEHEH B YPHHATA,

Cnen nepopanna 1o3a ['*C] cutarnuntus, npubnusutenno 16 % ot pagHodKTHBHOCTTA C& eKCKPETHPA KATO
meTabonuTy Ha cuTarnunTHH. Ha HHBO clieau ca yeTaHOBEHH illecT MeTabONuTa, KOUTO HE CE 04YaKBa Ja
ponpuHacaT 3a mnasMenaTa DPP4 uHXuOUTOpHA aKTHBHOCT HA CUTATIHNTUH. [n vitro NpOy4BaHHATA
TIOKa3BaT, Y€ OCHOBHUAT €H3UM, OTTOBOPEH 33 orpaHHueHud MeTabonu3isM Ha cuTarmunTal € CYP3A4, ¢
yuyactiero u Ha CYP2CS.

In vitro pasHMTe NMOKa3BarT, 4Ye cHTarnuNTHH He e HHXHOUuTOop HA CYP n3oensumute CYP3 A4, 2C8, 209,
2D6, 1A2, 2C19 unu 2B6, u He € unaykrop HAa CYP3A4 u CYP1A2.

Enumunuparne

Cnen npunoxenue Ha nepopanta ao3a ['*C] cutariunTiH Ha 3apaBy y4acTHuUHM, npubausurento 100 %
OT IPHAOXKEHATA paAHMOAKTHBHOCT Ce eInMUHHpa ¢ ¢pexkanuuTe (13 %) unu ypuHara (87 %) no eana
CeAMHIA CJIEN NpuIomkeHuero Ha go3arta. [IpuBHaHusAT KpaeH ti2 cnen 100 mg nepopanHa no3a
CUTArJUNTUAH € npubim3utento 12,4 yaca. CHTarIuNTHH c€ HATPYNBAa CAaMO MHHHMAJIHO IIPH MHOTOKPAaTHO
npuiarade. bropeynuar xnupbac e npubnusutento 350 ml/min.

EnuMutnpateTo Ha CUTArtMNTHH CTaBa OCHOBHO upe3 Ob0peyuHa eKcKkpelus H BKIIOYBa aKTHBHA TyOylHa
cexkpeuua. CHTarnmunTHH e cyOoCcTpaT Ha YOBEIIKH OpraHuyucH aHHoHEeH Tpancnoprep -3 (hOAT-3), koiTo
Moxe On yuacTpa B OBOpEHHOTO eIMMHUHHPaHE Ha CuTarnunTuH. KnHHuuHoTO 3HavYeHne Ha hOAT-3 B
TPAHCMOPTA HA CUTArIMITHH HE € YCTaHOBeHO. CHTAarnunTHH € CyOCTparT Y Ha p-rIMKonpoTeuH, Koo
MOe OH y4acTBa U B MEAHUPAHETO Ha OB0peuHOTO CNHMHHHpPAHE Ha CHTArNIMNTHH. B ChINOTO BpeMe
LUHKJIOCIIOPHH, €IHH P-TJIMKOIPOTEUH HHXUOUTOP, HE HaMalsiBa ObOPEYHHA KIIMPBHC HA C ;@E\\
CurarmuntiH "e e cybcrpar Ha OCT2 unu OAT] unu PEPT1/2 tpancnoprepure. In vitr,
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TEpaneBTHYHO PENEBAHTHH IJIA3MEHU KORLEHTPaluy. [Ipy KIMHUYHO NPOYyYBaHE CHTAIIMIITHH UMa MAITbK
eeKT BbpXY MAa3MEHUTE KOHLEHTPAUMH HA JUTOKCHH, KOSTO MOKAa38a, Y€ CUTArIMNITHH MOXeE Ja € cnab
HHXKOHTOP HA P-TIHKOMNPOTEUH.

Xapaxmepucmuxa npu naytienmume
DapMaKOKHHETHKATa HAa CHTArJIHIITHH € KAaTO LAI0 CXOAHA NMPH 3APAaBU YYACTHHULM U NALMEHTH ¢ Auader

T™HN 2.

Bvbpeuno yepexcoane
[TIpoBeaeHO € OTBOPEHO NPOYUBAHE NPHU eJHOKPATHO MPHIIOKEHUE 3a OLEHKA Ha PapMaKOKMHETHKATA Ha

HamajieHa ao3a cutarauntiH (530 mg) npy naldeHTH ¢ pa3MiHa CTeneH Ha XpoHuuHO OsOpedHo
YBPEXKIaHE B CpaBHEHUE ChC 3ApaBH KOHTpoH. [IpoyuyBaneTo BxnrouBa namuenT ¢ 0p0peyHo yepexnase
B JIEK4, YMEPEHA HJIH TEXKa cTerneH, kakro i nauneHTd ¢ ESRD na xemoananusa. OcBeH T0Ba, eekrure Ha
Ob6peuHo yBpexaane Bbpxy (papMakOKMHETHKATA HA CHTAIJIHIITHH [IPY NALHEHTH ¢ AHA0ET THI 2 U
O0u0peuno yBpexjaHe B JIEKa, YMEPEHAa HIIH TexKa creneH (BuovynTenHo ESRD), ca oueHeHH upes
NOMmyaloHHH GapMaKOKHHETHYHU aHATN3U.

B cpaBHeHHE CBC 3ipaBH KOHTPOIH, inasMeHata AUC Ha CUTarnMnTHH ¢€ noBuInasa npubau3uTenHo 1,2
MBTH NPH NalHEHTH ¢ 0b0peuHo yBpexaaHe B neka creneH (GFR > 60 xo < 90 ml/min) u cpotBeTHO 1,6
NbTH NpH nauueHTH ¢ Op6peuno yspexkaaue 8 ymepena crened (GFR > 45 go < 60 ml/min). Tt kaTo
pa3sMephT Ha IOBULIIEHHETO HE € KNMHWYHO 3HAYUM, HE CE Hajlara KOpHrupaHe Ha J03aTa npH Te3H
NalHUeHTH.

[Inazmenara AUC Ha CHTArIMOTHH CE€ MOBUILABA NPUONIH3MTENHO 2 NbTH NPH nalKerTH ¢ 6pOpeuHo
yBpexzaHe B yMepeHa creneH (GFR > 30 po < 45 ml/min) 4 npuéausurento 4 obTy NpH NAUKEHTH C
6u6peyHo yBpexaane B Texkka crened (GFR < 30 ml/min), rmountenno nauuent ¢ ESRD na
xemozHann3a. CHUTarjMNnTHH ce OTCTpaHsaBa yMepeHo npu xemoauanusa (13,5 % 3a 3- no 4-yacosa
XEMOJIHaTM3HAa CEeCH 3anmoyBaiia 4 yaca clie nIpUIoKEHHETO).

Yeprnodpobro yepexcoare

He e HeoOxoquMa KopeKuMsa Ha A03aTa CHTANHITHH NPY NAUHEHTH C JIEKO MJIH YMEPEHO YepHOAPOOHO
yepexcaade (ckop no Child-Pugh <9), Hama kauHHYEH ONUT NPU NAUEHTH ¢ TEXKO YEPHOAPOOHO
yepexaade (ckop no Child-Pugh > 9). B cbiioTo Bpeme, Thii KATO CHTArIUITHH C& ENMMHHHPA OCHOBHO
ype3 GbpOpenuTe, He ce OUaKBa TEXKOTO YEPHOAPOOHO YBpEXAaHe Aa NOBNHAE BbPXY PapMaKOKHHETHKATA
Ha CUTArJIMOTHH.

Ilayuenmu e cmapuecka av3pacm

He ce Hanara kopekiius Ha 103aTa B 32aBUCHMOCT OT Bb3pacTTa. B3 OCHOBA Ha NOMYJaUMOHEH
dapMaKOKHHETHYECH aHAIH3 Ha AaHHH oT aza [ u Pasa I, Br3pacTTa HE OKa3Ba KIMHHYHO 3HAYUM ePekT
BHPXY PapMaKOKHHETHKATA HA CHTArIHIITHH. YYaCTHALMTE B cTapyecka Bb3pacT (65 no 80 roauuu) umar
npubnusurendo 19 % no-BUCOKM NMNa3MERH KOHUCHTPALMH HA CUTACIIMIITAH B CPABHEHUE C [MO-MIALH

YYACTHHLIH,

Heduampuuna nonyrayus
dapMakOKHHETHKATA HA CHTArNKNTHH (eAuHHYHA 1034 50 mg, 100 mg unu 200 mg) e u3cacasana npu

neauaTpHYHY nauuerTH (Ha Bu3pacT ot 10 go 17 ronunn) ¢ guaber Tun 2. [Ipu tazu nonynanus, AUC Ha
CHTArNMHNTHH B N/1a3MaTa, KOPUrHpasda cupaMo 103ata, ¢ npubausurenHo 18 % no-AHKucka OTKOIKOTO npH

BB3pACTHH NaiueHTH ¢ quaber tun 2 npu no3a 100 mg. He ca npoBexaand NpoyYBaHHs CbC CUTATJIUIITHH
[pU NeJHaTPHUHH NALHEHTH Ha Bb3pacT < 10 roguHm.

HApyzu xapaxmepucmuxu Ha nayuesmume
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He ce nanara Kopeki4s Ha 403aTa B 3aBUCHMOCT OT 01, paca WIH HHIEKC Ha TenecHa Maca (BMI).
Te3n XapakTEpUCTHKH HAMAT KIMHMYHO 3Ha49uM edeKT BbpXy dapMaxOKMHETHKATa HA CHTArIMNTHH
criopen KOMOMHHPAHUS aHAIH3 Ha dapMakoKMHETHYHUTE NaHHK OoT Pasa | U nomynayuoHeH
dapMaxoKHHeTHYEH aHanu3 Ha aaHHU oT ®a3a 1 v Paza ll.

M MHH

Abcopbdyus
Cnepn nepopanna a03a Metdopmus, Tmax ce JOCTHIA J0 2,5 uaca. AGconoTHaTa GHOHAIMMHOCT Ha TabneTka

metdopmun 500 mg e npubnusurenno 50-60 % npu 3npasu ydacTaul . Cnel nepopaiHa 103a,
neaGcopbupanara dpakuus, orkpura b8 pexanuure e 20-30 %.

Cnepn nepopaneH npuem, abcopbuusra Ha MeThopMHE € HacHIlalla ce U HembHa, CMsaTa ce, ye
dapmaxoxuHeTHKaTa Ha abcopOLHATa Ha MeTgopMuH € HennHeRHa. [Ipy oOuualiHu 1034 MeThOPMHH H
I030BH CXEMH, IUIA3MEHUTE KOHLUEHTPALHH NPH CTALHOHAPHO CHCTOSHHE C€ AOCTHIaT B paMKHTE Ha 24-48
yaca H KaTo Lo ca no-Mmanko or 1 pg/ml. [Ipn KOHTpONKPaHH KIMHHYHM H3OUTBAHHUA, MAKCHMAJIHUTE
nnasMeHy HuBa Ha MeThOpPMHH (Cuax) HE NpeBHILABAT 5 pg/ml, 10pH MpU MAKCHMAIHH J03H.

XpaHara HaMasBa cTeNneHTa H cnabo 3abapsa abcopbunsra na merdopmun. Crnex MpUOXKEeHUE HA A033 OT
850 mg, ce Habmonaasa 40 % no-HUCka NHKOBA [11a3MEHA KOHUEHTpauus, 25 % namanenue Ha AUC u
yIb/DKaBaHe ¢ 35 min Ha BpeMeTO 10 AOCTHIaHe Ha [MKOBA [1/1a3MEHA KOHLIEHTPaLHA.

KauHHYHATA 3HAYHUMOCT HE € H3BECTHA.

Pasnpedenerue

CBBp3BaHeTo C Ia3MEHUTE NPOTEHHM € HeHauuTenHo. MetdopMuH ce pasnpeeis B epUTPOLIUTHTE.
KpBbBHUSAT UK € NO-HUCHK OT MJ1a3MEHHUs MHK U CE NOABABA NPUOIH3UTENHO MO CHLUIOTO BPEME.
YepeeHUTE KPBBHH KJIETKH Hali-BepOATHO NPEACTAB/IABAT BTOPHUECH KOMNAPTHMEHT Ha pa3npeicieHue.
Cpennuar Vd papupa mexny 63 — 276 1.

Buompancopmayua
MeTtdopMuUH ce eKCKpeTUpa HenpoMeHeH B ypuHata. IIpH xopara He ca yCTaHOBEHH METabOHTH.

Enumunupane

Bn6peunusr kipusc Ha MeTdopmui € > 400 ml/min, koeTo noka3ssa, ye MeTHOPMHH CE €TUMHHHPA Ype3
riaoMepyaHa ¢guntpanus 4 TyOynHa cekpeuus. Crel nepopaita 103a, NPUBHAHUAT TEPMHHAIIEH
eIMMUAHALMOHEH NOTYXKHBOT € NpuOnu3uTenHo 6,5 h. Korato 6u6peusara pyHKIHA € yBpeAeHa,
O0BLOpeyHHs KIUPBHC Ce HAMAJIABA B CEOTBETCTBUE C TO3H HA KPEATHHHHA M CIEI0BATENHO
eIUMUHALIMOHHUAT NMOKYKHUBOT CE YAb/DKaBa, KOSTO BOOU AO NOBHUICHH HUBA HA MET(OPMHH B Nja3Mara.

5.3 IlpeaxkJHEHEYHH JaHHH 33 Oe30maACHOCT
He ca nposexaaHu npoy4BaHHs C XXKMBOTHH CbC MeTnHHKa.

[Ipu 16-ceqMuyuHH NpOYYBAHUS, B KOUTO Ky4YeTa Ca TPETHPAHH HJIH ¢ METQOPMMH CAMOCTOATEIHO HITH C
kOoMOHHAIMs OT MET(OPMHUH H CUTArTUIITUH, HE € HabMoAaBaHa JOMBJHHTEIHA TOKCHYHOCT OT
komOuHauuara. NOEL B te3u npoyuBaHua c¢ HabmoaaBa NpH €KCIO3MIH HA CHTArIMITHH
npuOAU3IHTENHO 6 ITHTH MO-BUCOKA OT TA3H MPH XOPa ¥ NPU EKCINO3HIHA HA METQOPMHH NPUOIH3UTETHO
2,5 TbTH NO-BHCOKA OT Ta3H NPH X0pa.

CiefHuTe AaHHH Ca HAXOAKH NpH NpOy4YBaHHA MPOBEAEHH CbC CHTAMIMNTHH HIH MeT(dOp
CAMOCTOATEIHO.
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CuTarnunTuH

brOpeuna u yepHoaApoOGHA TOKCUUYHOCT c€ Habmoaapa Mpy rpu3aud Npu CTORHOCTH Ha CHCTEMHA
excrno3uuua 58 mbTH NO-BHCOKH OT HHBOTO HAa EKCIO3HULIMATA MPH XOpa, a HUBOTO 0€3 €(PEeKT € onpenencHo
Ha 19 mMbTH NO-BHCOKO OT TOBA NPH XOpa. AHOMAJIMH HA pe3LUTe ce Hahmo4aBaT NpH ILTLXOBE IPH HUBA HA
eKCrno3uuus 67 MbTH NO-BHCOKH OT HHBOTO HA KJAMHHUHA eKCIIO3ULHA; HRBOTO, 063 €PEKT npu Ta3u
Haxonka e 58 NbTH NO-BHCOKO, ChrNacHO pe3yaTarute oT 14-CeAMHUYHO NPOY4YBaHE NPH MITbXOBE,
3HauEHHUETO Ha T€3H HAXOJAKM NpH Xopa He & U3BECTHO. TpaH3UTOPHM, CBLP3aHU C JIEYEHHETO PHIHHUECKH
IPOSABH, HAKOH OT KOUTO MPEANONAraT HAIMYUETO HA HEBPONOTrHuKa TOKCHYHOCT, KaTO AUllIaHe ¢ OTBOPEHA
yCTa, CATHBALIMSA, eME3HUC HA 0sU1a MsaHa, aTakCHs, TPENEPEHE, HAMAJICHA AKTHBHOCT W/H/K H3rbpbena nosa
ce HaOmoaBaT IPH KY4€Ta NIPU HUBA Ha €KCIO3ULUA NPUOIH3UTENHO 23 ITBTH [IO-BUCOKH OT HUBOTO HA
KJIHHHYHA excno3uuug. OcBeH TOBa, MHOTO JIEKA JIO jIeKa KOCTHO-MYCKY1Ha AereHepauus ce Habmonasa H
XHCTOJIOTHYHO NPH 034, JABAIIM HUBA Ha CHCTEMHA EKCIO3ULMS NPHOIHINTENHO 23 IbTH NO-BUCOKH OT
HHBOTO Ha eKCro3uuus npH xopa. [Ipu Te3n pesyntati, HUBOTO 63 edekT e npu excno3uuua 6-KpaTHo 1no-
BHCOKA OT HMBOTO HA KIMHUYHA €KCIIO3HILUS.

CHTarjaunTHH He NOKa3Ba MeHOTOKCHYHOCT B XO&a HA NPeAKIMHAYHHI pOoy4YBaHua. CHTArIMOTHH HE €
KaHIEPOreHeH NpH MULIKH. [Ipy naBX0BEe HMa NMOBHILEHA YECTOTA HA YEPHOAPOOHH aleHOMH H KapLUHOMH
NP4 HYBA HA CUCTEMHA EKCIO3ULIHS 38 MBTH MO-BHCOKH OT Te3H NpH xopa. TsH KaTo € yCTaHOBEHO, Y€
XeMaTOTOKCHYHOCTTA KOPENIUpa ¢ MHAYLIUPAHETO HA YepHOAPOOHA HEOMIa3Hs NPH IUIbX0BE, Ta3H
MOBHIIEHA MEeCTOTa Ha YEPHOAPOOHH TYMOPH NPHU ILTHXOBETE € BEPOSTHO BTOPHYHA, BCNIEACTBUE HA
XPOHHYHA XENATOTOKCUYHOCT NpH Ta3u BUcoKa a03a. [Topaau BHcokata rpaHuia Ha Oe3onacHoct (19-nmbTH
MO-BUCOKA NpPH TOBA HUBO 0e3 edeKT), TE3N HEONNACTHYHU NPOMEHU HE Ce CYMTAT peJIEBaHTHH 3a Xopa.

He ca nabmonaBaHy CBLp3aHH ¢ JeveHneTo edeKTH BbpXY PepTHNMTETA NPU MBXKKH H )KEHCKH [LITbX0Be
MOMYYMAH CUTATMIMIITHH OPEAH H MO BpeMe Ha YHPTOCBAHE.

[Ipu npoyuBaHe BbpXy npe-/MOCTHATAIIHOTO PA3BHTHE HA IUIEXOBE CUTATTMITHH HE NIOKA3BA HEXKEIAHH
peaxiuu.

[IpoyuBaHusTa BHPXY PENPOAYKTHBHATA TOKCHYHOCT [TOKA3BAT HAIMYHMETO Ha CBbP3aHa C JIEYEHUETO, JIEKO
yBENHYEHA YecToTa Ha Mandopmanuy Ha pebpa Ha Qeryca (AMNCBAaLY, XMITOILTACTUYHH U 1nasainy pebpa)
IpH MOKOJEHHETO Ha MThbXOBE NPH HHBA HAa CHCTEMHA €KCIIO3ULIUA [T0BeYe OT 29 MBTH N10-BUCOKH OT TE3H
npu xopa. TokcHYHOCT Ha Malikara ce HabmoaaBa npH 3aiLK NPy HUBA NOBEYE OT 29 ITbTH NO-BHCOKH OT
HUBATA HA eKCMO3ULMA npu xopa. [Topaau BHcOkaTa rpaHuLa Ha 6€30NaCHOCT, TE3H HAXOJKH He
MpeAnoaraT ChblUECTBYBAHETO HA ChOTBETEH PUCK 3a PENPOAYKTHBHOCTTA NIPH Xopa. CUTAITUITHH ce
CeKpeTHpa B 3HaMHMH KOJIM4YECTBA B MJIKOTO Ha JIAKTHPAILIH ILTLX0BE (OTHOILIEHHE KbpMa/Tula3ma: 4:1).

MetdopMuH

[TpeniIMHHYHHTE JaHHK 32 MeTGOPMHH He pa3KpuBaT ocofeH PUCK 3a XopaTa Ha 0a3aTa Ha
KOHBEHLHOHAIHY (apMaKOIOrHiHM IPOYUYBaHUA 32 0€30MaCHOCT, TOKCHYHOCT [IPH MHIOKPATHO
[ipujiaraHe, reHOTOKCHYHOCT, KAPIHHOTEHEH MOTEHIIHA, PENpPOAYKTHBHA TOKCHYHOCT.

6. DAPMAIIEBTHYHH JAHHH

6.1 CouchbKk HA NIOMOIIHHTE BELIECTBA

Anpo Ha TabieTkara
MukpoKpucTanida Lemnyjo3a

[ToBuaOH
Hatpues naypuiacyngar
Hatpues creapundymapar
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MDUIMOBO NOKPUTHE

[Tonn (BruuaoB ankoxon) (E1203)
[Monuerunen rauxon (E1521)
Tank (E553Db)

Turanos auokcug (E171)

YepseH xeneseH okcun (E172)
UepeH xene3en okcun (E172)

6.2 HecbBMEeCTHMOCTH

HenpunoxuMmo

6.3 Cpok Ha rogHOCT

2 rogyHHU

6.4 CnenuajnH YCJIOBHS HAa ChXpAaHEHHE

To3u nekapcTBEH NPOAYKT HE H3HCKBA CIELHAIHH YCJIOBHA 34 CbXPaHCHHE,

6.5 Buaan chABLPKARNE HA ONAKOBKATA

Henpospauen 6nuctep or PVC/PVDC/anymunuit ¢ mo 14, 28, 56, 84, 112, 168 umu 196 duamupanu
TabNeTKH B KAPTOHEHA KYTHS, 3a€HO C JHCTOBKATA 33 NalUEHTA.

He BcHuky BUIOBE OIIAKOBKH MOrAaT Aa OBJAT IyCHATH Ha nasapa.

6.6 CpenuaJHH OpeANA3HHE MEPKH NPH H3XBLJIRHE

Heu3non3paHMAT JEKAPCTBEH MPOAYKT HIIH OTNAAbYHUTE MATEPHAJIM OT HEro TpAOBa Aa ce H3XBHPAAT B
CBOTBETCTBHE C MECTHHTE H3UCKBAHUA,

7. MPUTEXATEJ HA PAZPEIIEHHETO 3A YIIOTPEBA
Yaitkapapma Bucokokauyecrsenure JlekapcTtsa” AJl

oyn.” I M.Aumurpos”Nel, rp. Copus 1172, bearapus

Ten.: 02/ 962 54 54

daxc: 02/ 960 37 03

email: info@tchaikapharma.com

8. HOMEP(A) HA PASPEUHIEHHETO 3A YIIOTPEDBA

50 mg/850 mg, Per. Ne: 20220273
50 mg/1000 mg, Per.Ne: 20220274

9. JIATA HA ITBPBO PAZPEIMABAHETIOJHOBSBAHE HA PA3ZPEIHIEHUETO 3A
YIIOTPEBA

Jara Ha mepBo paspeiuasade: 11.10.2022
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10. JATA HA AKTYAJIMZUPAHE HA TEKCTA: ®espyapu, 2025
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