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Besika punmupana TablieTka ChabpikKa CUTArJIMIITHH XUAPOXJIOPHUI MOHOXHM/IPAT, €KBUBaIeHTEeH Ha 50 mg
curarsunTvH (sitagliptin), 1 1000 mg metdopmunoB xuapoxsopua (metformin hydrochloride)
(cborBeTcTBalloO Ha 780 mg MeThHOpMHH).

3a [TbJIHUSA CITUCHK HA NMOMOILHUTE BellecTBa BHXTe Touka 6.1.

3. JJEKAPCTBEHA ®OPMA

Duamupana tabnerka
KadsiBa, npoasiarosara (¢ ab/okuHa okos1o 21,5 mm v wupuHa 10 mm), ABOHHOU3NbKHANA QUIMHpPAHA

TadJieTKa, ¢ Os1a UM NoYTH Osia NOBLPXHOCT NPHU cUyNnBaHe, ¢ KadsB pb0, ¢ rpaBupaH Haanuc ,,AE4* ot
e/lHaTa cTpaHa U 0€3 HUKAKBU O3HAUYEHUS OT Jpyrara CTpaHa.

4, KJUHAUYHHU JAHHHU

4.1 TepaneBTHYHH IOKA3AHHS

[1pn Bb3pacTHU MaUMEHTH CbC 3aXapeH aAuadeT Tvn 2:

FO3umeT e nokaszaH Karo JOMbJIHEHHUE KbM JHETa U YIIPAXHEHHS 3a 110,100psiBaHe HA NTMKEMHUYHHUS
KOHTPOJI IPH NalMEHTH, MPH KOMTO HE € MOCTUIHAT 3a0BOJIMTE/IEH KOHTPOJ ¢ MaKCUMaJ/iHaTa NOHOCHUMa
3a TSX /1032 MET(OPMUH CAMOCTOSITEITHO UJIM KOUTO BEYe CE€ JIEKYBAT C KOMOMHALUS OT CUTATJIUIITUH U

METHOPMHUH.

KO3umeT e noka3zaH B KOMOMHALHS CbC CYJIPOHUITYPEHHHU POU3BO/IHH (T.€. TPOMHO KOMOUHUPAHO
JIeYEeHHUe) KaTo JIOMbJIHEHUE KbM JIMETA U YIIPAXKHEHHUS [TPH MTAUMEHTH, [PU KOUTO HE € MOCTUIHAT
3a/I0BOJIMTEJIEH KOHTPOJI C MAKCHMMAJTHATA NTOHOCUMA 34 TAX /1032 MeTGOpMHUH U cyihOHHIYypes.

FO3umeT e noka3aH KaTo TpoHHO KOMOMHUPAHO JIEYEHHUE C MEPOKCU30MEH MpoJudepaTop-aKTUBHpPaH

WEHUMg

THA30JIMAMHANOH) KaTO JAONbJHEHHE KbM JIHETa U YIIPAXKHEHHUS MPH NALUEHTH, TTPH K He :Hy 2n ‘“\
~

MOCTUIHAT 3a/J0BOJIMTEJIEH KOHTPOJI C MaKCMMaJiHaTa MOHOCKMA 3a TAX J103a MeT¢op

aroHMCT.




HO3uMeT chilo € nokalzaH kaTo A00aBka KbM HHCYJIHMH (T.€. TPOHHO KOMOUHUPAHO JIEYEHUE) KATO
JOObJHEHHE KbM JAHETATA M YIIPAKHEHUATA 32 N0A00pABaAHE HA MTUKEMHUUHHUA KOHTPOI MPH allHEHTH,
KOraToO NMOCTORHHATA 1033 HA MHCY/UH U METHOPMUH CAMOCTOATENHO HE OCUIYpsBa aJeKBaTeH
rIIMKEMUYEH KOHTPOIL.

4.2 /JloaMpoBKA H HEYHH HA NPHJIOKEHHE

Ilo3upoBka

JIO3MpOBKATA HA AHTHXHIEPIIMKEMHYHOTO JeycHue ¢ 03umMer Tpsbsa Aa 6ble HHAWBHAYANH3UPAHA Ha
6a3ara Ha HACTOMLIMA PEXHM Ha NaUKUeHTa, ePEeKTUBHOCTTA U TOJICPAHTHOCTTA, KATO HE C€ NpeBHIIaBaT
MAKCHMAJIHATA TIperopbyBaHa aAxHesHa 1034 oT 100 mg cHTarmMnTUH.

Buw3pacmnu ¢ nopmaana 6vbpeuna ynkyui (GFR>90 mli/mun)

an NaLUeHTH, NTPH KOHTO HE € NMOCTHIHAT 38/JOBOJTUTC/ICH KOHTPOJ € MaKCHMAJ/IHATa MOHOCHMA 1034

METHOPMHH KATO MOHOTEPAIHUA
[Ipu naumMeHTH, NPH KOUTO HE € MOCTUTHAT 33JOBOJUTENEH KOHTPON ¢ METHOPMHUH CAMOCTOATEIHO,

oOuuaifHaTa HayasiHa q03a TpAOBa Ja JOCTaBH A03a CUTATNKITHH B 4033 S0 mg aBa nbTH AHEBHO (100 mg
o0Lta JHeBHa 1034) TUIKOC A03aTa MEeTHOPMHH, KOSATO Beue € [IPpHeEMaHa.

[Ipy nauMeHTH, KOMTO NPEMHUHABAT OT €AHOBPEMEHHO NPHIATaHE HA CHTATJIUITHH U METQOPMUH
[Tpy nauueHTH, KOUTO NPEMUHABAT OT €JHOBPEMEHHO IIPUJIaraHe Ha CHTArTUNTHH U METQOPMHH,
neyedreTo ¢ K03uMet TpabBa /1a ce 3aMoYHe ¢ J03aTa CHTATIMNTHH U METQOPMHH, KOSTO BEYe €
pHEeMaHa.

[pu nayneHTH, NPH KOUTO HE € MOCTUIHAT 33JJOBOJIMTENEH KOHTPO C IBOHHO KOMOHHUPAHO JEUCHHE C
MAKCHMAIHATA MOHOCHMA 10332 MeTGOPMHH U CYIDOHHTYpES

Jlo3aTa TpsOBa 1a AOCTABM CUTArMWNTHH B Ao3a SO0 mg ABa nbTH AHEBHO (100 mg obua aHeBHa K03a) H
no3a merdopMuH, noaobHa Ha 1o3ara, kosTo Beve € npuemana. Korato KO3nMmeT ce u3non3sa B
koMOMHALUA CbC CYNPOHKAYpES, MOXKE Aa C& HAnOXU ynoTpebara Ha no-HucKa A03a Cy 1POHUITYpes, 3a
Jla ¢ HAMaNu PUCKBT OT XHIOrIHKeMHs (BXK. Touka 4.4).

[Ipu mauveHTH, NPy KOMTO HE € NOCTUTHAT 3310BOJIUTEIEH KOHTPO ¢ ABOWHO KOMOMHHPAHO ACYEHHE C

MakKCHMaHaTa NoHOcHMa 1033 MeThopMuH H PPARY aroHucr

Jlo3aTa TpAOBa Ja IOCTABH CUTAraAunTHH B 1o3a 50 mg asa nbTy axeBHO (100 mg obma aneBHa n03a) U
nosa MeThopMiuH, noacbHa Ha J1034aTa, KOATO Beue € NpUEMaHa.

[Ipr nauUeHTH, NPY KOUTO HE € NOCTUIHAT 370BOIHTEIEH KOHTPOJ ¢ ABOHKO KOMOMHUPAHO NEYEeHHE C
HHCYJIMH H MAKCHMATHATA MOHOCHMA 1032 METHOPMHH

Jlo3aTa TpsOBa Ja AOCTAaBM CUTArNUNTHH B 1033 50 mg asa nbt AHeBHO (100 mg oOwa aneBHa q03a) U
no3a meThopMHuH, nogobHa Ha Jo3aTa, KOST0 Bede € npuemana. Korarto HO3umert ce H3nonssa B
kOMOWHALUMA C HHCYJWH, HUCKATa 1033 HHCY/IMH MOXKeE J1a € HEoOX01MMa 3a pelyLMpPaHe Ha PHCKa OT
XHNOrJuKeMus (Bx. Touka 4.4).




3a pa3znnunnTe 034 MeTdopMKH, KO3uMeT ce npeantara B koHUeHTpauus 1no 50 mg CHTarJHnTHH U
850 mg MetdopmuHoB xuapoxnopua Uik 1 000 mg MeThopMHHOB XHAPOXIOPHA.

Bcvuku nalueHTH TpAORA 1a NpoABIKAT NPENOPbYaHATA UM AMETA C AfeKBATHO pasnpelc/icHUe Ha
pHeMa Ha BBIJIEXHAPATH MPe3 ACHA.

Cneyuannu nonyaayuu

bb0peuHo yBpeXaaHE

He ce Hanara kopekLiMs Ha J03aTa NpH NauMeHTH ¢ Jeko ObOpeuHo yBpex aaHe (CKOpPOCT Ha riIOMepyIHa
¢unrpauns [GFR]>60 ml/mut). [Tpean 3anousasie Ha nedeHre C NPOAYKTH, ChABPKALLN METPOPMHH,
TpsOBa na ce HanpaeH ounenka Ha GFR cToiiHocTuTe, a el ToBa — NOKE BEAHBXK roaMiuHo. [Ipy
NauHeHTH ¢ MOBHLIEH PUCK OT MO-HATATHLUHO MPOrpecHpaHe Ha OEOpEUHO YBPEKAAHE U NPH NALMEHTH B
cTapyecka Bh3pacT TpabBa no-4eCcTo Aa ce npasy olleHka Ha 6bOpeuHaTa QyHKuHs, HanPUMED HA BCEKH

3-6 MeceLa.

3a npeanoyMTaHE € MAKCHMANIHATA AHEBHa n03a MeThOpMHUH a 6bae pa3je/eHa Ha 2-3 AHEBHYU O3H.
Mdaxropy, KOUTO MOraT 1a yBeJIH4aT PUCKA OT NIAKTaTHA auuao3a (Bxk. Touka 4.4), tpsadsa pa Obaar
npepasrieaaHy, Npeau aa ce oOMHCAH 3aN0YBAHETO HA IYEHHE C MET(OPMHUH NPH NALMEHTH C
GFR<60 mi/mun.

AKO He e RoCThIIHA Ko030Ba dopma Ha HO3MMeET ¢ aneKkBaTHO KOJIUYECTBO HA aKTHBHOTO BELLECTBO, BMECTO
koMOMHaUHUA ¢ GUKCHPpaHH A03H TpAOBa Aa C€ U3MNON3BAT OTACIHHTE MOHOKOMITOHEHTH.

GFR ml/min MerTdopmun CHTarIunTeH

6089 Maxcumannama onesna ooza e 3000 mg. | Maxcumanxiama onegra 0o3a €
Mooice 0a ce obmucau nonudxcasane na 100 mg.
003ama 8b8 8pv3KA ¢ HAMARABAHEMO HA
Ovbpeunama GyHKyus.

45-59 Maxcumannama onesna doza e 2000 mg. | Maxcumannama onegna 0o3a e
Havannama 0o3za e nau-mHo2o 100 mg.

ROAOBUHAMA ON MaxcuMariama oo3a.

30-44 Maxcumannama onesna 0osa e 1000 mg. | Maxcumanrnama oneena 0osa e
Hauannama doza e nau-mno2o 30 mg.
noaceUHAMA OM MAKCUMaIHama 003a.

<30 Memgopmun e npomugonoxasa. Maxcumarnama onesra dosa e
25 mg.

Yeproapobuo yspexaaHe
I03uMeT He TpaOBa Aa ce W3NOo./3Ba NMPH NAIMEHTH C 4ePHOAPOOHO yBpekKAaHE (BXK. TOYKA J.2).

Crapuecka Bb3pact
Toi#t kaTto MeTdOPMHUH H CUTATJIMITHH CE EKCKpeTHpaT upes 0v0peunTte, HO3um
MOBUILIEHO BHUMAHHE NPY HanpeaBaHe Ha Bbapacrra. Heobxoaumo e MOHUT

H3MOJI38a C



(yHKIHS, 32 A4 ce MOAMOMOTHE MPeAna3BaHeTo OT CBbP3aHaTa ¢ MET(OPMHH JIaKTaTHa alK103a, Hak-
Beye B cTapuecka Bb3pact (BX. TOUkH 4.3 1 4.4).
Ileduampuuna nonyrayus

KoMOMHALHA OT CHTArIMNTHH K MeTHOPMUH He TpAOBa Aa Ce H3NO0JI3BA NPY J€Ha U FOHOLUU Ha Bb3PACT OT
10 no 17 roauHH nopaau HeaocTaTb4Ha epUkacHOCT. HannuHKTe NOHACTOALIEM JaHHH Ca ONTUCAHH B
touku 4.8, 5.1 u 5.2. KoMOWHanue OT CHTArAKITHR U METQOPMHH HE € NPOYYBaH NPH NeJHATPUUHH
nauredTH Ha sb3pact noj 10 roguHH.

HayuH Ha nNpUIgKEHNE

IO3umeT TpabBa aa ce mpHeMa ABa fibTH AHEBHO C XpaHa 33 HaMaNABaHEe HAa HEXENAHUTE PEaKLHH OT
CTpaHa HA CTOMAUIHO-YPEBHHUA TPAKT, CBbP3aHH C METOOPMHUH.

4.3 IIpornBonoxkazaHus

IO31uMeT € MpOTHBONOKA3aH [PH NALIMEHTH CbC:
- CBPBbX4YBCTBUTETHOCT KbM AKTHUBHUTE BEUIECTBA MJITH KbM HAKOE OT ITOMOLLIHUTE BELLECTBA,
H36poeHH B Touka 6.1 (Bxk. TOUKH 4.4 1 4.8);
- BCEKH THI ocTpa MeTaboNUTHA auua03a (KaTo TakTaTHA alMao3a, AMadeTHa KeToauu103a);
- auabeTHa npekoma;
- Texko 666peuHo yepexaane (GFR<30 ml/mun) (Bxk. Touka 4.4);
- OCTPH CHCTOSHHSA C BB3MOXHOCT Aa U3MeHAT ObOpevnara GyHKUHSA KaTo:
- AEXUApaTALHS,
- TEXKU HHPEKU KM,
- OK,
- BBTPECHAOBO MPHUIOKEHHE HA HOAHPAHK KOHTPACTHH BELUECTBA (BXK. TOuka 4.4);
- OCTPO HJIH XPOHHYHO 3a00/ABaHE, KOSTO MOXE a MPUUMUHH XHITOKCUSA HA THKAHHTE KaTo:
- CbpJACHHA HIIH PECITHPATOPHA HEAOCTATLHHOCT,
- CKOPOLLEH MHOKAapaeH HHAPKT,
- LUOK;
- 4epHOAPOOHO YBpPEXK JaHE,
- OCTpa aAKOXOJIHA UHTOKCHKAIIUA, ANNKOXOJIU3bM,;
- KbPMEHE.

4.4 CrneuHajHH npeaynpexIeHus H NpeAnasHy Mepku npu ynorpeba

O3umeT He TpabBa fa ce “3n0a3Ba NPH NaUUeHTH ¢ auader Tin 1 ¥ He TpsAOBa Ja CH U3I10.13BA 32
jeyeHue Ha AHabeTHa KeToaLMa03a.

OCTbp MaHKPEaTHT
Ynorpebara Ha DPP-4 uuxubuUTOpH € CBhp3aHa ¢ PHCK OT PA3BUTHUE HA OCTLP NaHkpeaTuT. [lauuenrTure
TpsGsa Ja 6baaT HHPOPMHUPAHH 3a XapaKTePHHA CHMIITOM Ha OCThP NAaHKPEATHT: NEPCHUCTUPALLA, MHOIO
cuiHa xopemHa Sonka. Cnen npekpaTaBaHe Ha CUTArIMATHH ce Habmoaara oTYMABAHE Ha MaHKpPEeaTUTa
(cbe nnu 6e3 NoAALPKAUIO NEYESHHE), HO B MHOIO Pe/IKU Cliyyau € ChoOiIaBaHO 32 HEKPOTHaRpalT
XeMopardyeH NaHKpeaTuT W/ UK CMBbPT. AKO MMa CbMHEHHS 3a MAHKPEaTUT, TP -.5-, > APEKE




npuema Ha KO3uMeT U pyri NOTEHLHANHO NOJO3HPaHK JICKAPCTBEHH NPOAYKTH; aKO C€ MOTBbPAH OCTbP
naHxKpearur, npueMbT Ha KO3umMer He TpadBa aa ce sp3odHoBARA. HeoOXoMMO € MOBHILEHO BHUMAHUE
MPH MAUMEHTH C AHAMHE3A 32 NAHKPEATHT.

JlakTaTHa auHA03a

JlakraTHaTa aLiW03a, MHOTO PAAKO, HO CEPHO3HO METADONUTHO YCNIOXKHEHHE, Hal-ueCcTo HacTbNBa NpH
OCTPO BhioltiaBaHe Ha ObOpeuHaTa ¢yHKLUHS, KAPAHO-PECIUPATOPHO 320019BaHE HIH CENCHC.
HarpymneaneTo Ha MeTOPMHH HACTBHIIBA NPH OCTPO BiolIaBaHe Ha ObOpeyHaTa QyHKUHSA H YBEIM4aBa
PHCKA OT IAKTATHA alina03a.

B cayuaif Ha iexuapaTaurs (TEKKO MOBPbLUAHE, IUAPHSA, TPECKA HITM HAMAIEH MPHEM HA TEUHOCTH)
TpsA0Ba BPEMEHHO J1a Ce ClIpe NPHEMBT HAa METGOPMHUH H € IPENOPHLYHTENIHO 1a CE€ YCTAHOBH Bpb3Ka C
MEIMUHHCKH CMIELIHATHUCT.

[IpHeMBT HA JleKapCTBEHH NPOAYKTH, KOUTO MOTaT OCTPO Ja yBpeAAT ObOpeuHaTa pyHKuus (xaTo
aHTHXHUIIEPTEH3UBHH cpeacTBa, Auypetnud 1 HCIIBC) tpsbBa na ce 3anouue ¢ noBHILEHO BHHMAHHE NPH
NALHEHTH, JEKYBaHH ¢ MeThOpMHH. JIpyrd puckoBH (PaKTOPH 32 aKTaTHA aUHA03a Ca [IPEKOMEPEH
NpHEM Ha ANIKOXOJ, YEPHOAPOOHA HEIOCTATBYHOCT, HEAOCTATBYHO KOHTPOJIHpaH anaber, keroaa,
NPOALIKUTEIHO I1alyBaHE U BCAKAKBH CHCTOAHUS, CBBP3aHH ¢ XHIIOKCHA, KAKTO ¥ €AHOBpEeMEHHaTa
ynoTpeda Ha NeKapcTBEHHW MPOAYKTH, KOUTO MOraT Ja MPUYHHAT NAKTATHA auua03a (BxK. TOUKH 4.3 # 4.5).

[Tauuentute W/unu SonHornenayute TpadBa aa 6baar HHDOPMUpPAHHM 38 PHCKA OT NaKTaTHA aUM103a.
JlakTaTHaTa alKMI03a CE XapaKkTepH3upa ¢ allMa03Ha AMCIHES, KOpeMHa D0oka, MYCKYJTHH KpaMIiu,
acTEHHA H XHITOTEPMHUA, TOCNEABAHY OT koMa. B ciydyail Ha CbMHEHME 3a CUMIITOMHU NMaUMEHTHT TpsOBa
aa crpe npuema Ha MeThopMHH ¥ He3abaBHO Aa NOTHPCH IeKapeka noMoLl. JJuarHocTuyHuTe
n1abopaTOPHH HAXOAKH ca MoHMKeHo KpbBHO pH (<7,35), NOBUILEHH HUBA HA IJ1A3MEHUA JTAKTAT

(>5 mmol/l) n noByWIlEeHa aHHOHHA pa3/NKa H CbOTHOUIEHUE JIAKTAT/TIHPYBaT.

ITayuenmu c ycmanosenu unu ROGO3IUDAHU MUMOXOHOPUATHY 3ADONABAHUSL.

[Tpy mauMeHTH C YCTAHOBEHH MUTOXOHAPHAIHH 3a00ngBaHuA, KaTO CHHAPOM HA MHTOXOHApPHATHA
eHLie(daIONaTHSA C TAaKTATHA aUMA03a U HHCyTonogobuu enusoan (Mitochondrial Encephalopathy with
Lactic Acidosis, and Stroke-like episodes, MELAS) u HaclieacTseH 1uabeT U rnyxora no MalunHa NHHKS
(Maternal inherited diabetes and deafness, MIDD), MmeTrdopMHuH He cCe npenopbuYBa NOPAAH PUCKA OT
o6ocTpAHE HA NAKTATHA ALMA03a H HEBPOJOrHYHH YCJIOKHEHMA, KOUTO MOXKE Ja NOBEAT 10 BJOLIaBAHE
Ha 3abonaBaHeTo.

B cay4ait Ha npu3HaLK ¥ CHMNITOMH, noka3atenHy 3a MELAS cunapom unr MIDD, cnen npuemMa Ha
MeTPOpMHUH, NieHeHUeTo ¢ MeT(opMUH TpaOBa Aa ce cnpe BeiHara U a ce Hanpasy Obp3a JUarHoCTH4HA
OLICHKA.

bbubpeuna pyHkLHA

[Tpeay 3anovBaHe Ha JedcHHETO TPAOBA Aa ce HalpaBy olcHka Ha cToiiHocTHTe HAa GFR M perosHo ciieq
TOBa (BXK. Toyka 4.2). IO3umeT e npotusonokasad npu nayueHtn ¢ GFR<30 ml/mMuu v Tpadbea 1a Owae
BPEMEHHO CNIPAH NMPH HATMYHE Ha ChCTOSHUSA, KOUTO NpoMeHsT Obdpeunata Ppyukuns (Bx. Touka 4.3).

XHUNOrIKEMU S




[TauuenTH, nonyuasaiy FO3umeT B KOMOUHALKA CbC CYNPOHUNYPES HITH C HHCYIHH, MOXKE Aa ca
W3N0XKEHH HA PHCK OT XHITOrnnkeMus. CiaenoBatesiHo, MOXe [a € HeoOX0IMMO HaMasBaHe Ha A03aTa Ha

cy1OHUTYPEATA WK HA HHCYJIHHA.

Peakl(M4 Ha CBPbX4YYBCTBHTEJIHOCT

MmMa nocTMapKeTHHIOBH ChOOLUEHHS 32 CEpHO3HU PEAKLIMHM HA CBPBXYYBCTBUTEIHOCT MPY NMaLUEHTH
JIEKYBaHH CbC CUTArMUNTUH, Te3u peak U BKNIOYBAT aHaduIaKcHs, aHrMoeeM H ekcoavaTHBHU
ChCTOSHHSA HA KOXATA, BKIIOYMTETHO CHHAPOM Ha Stevens-Johnson. Hauanoro Ha Te3d peakLHd HacTbnBa
B PAMKHTE Ha [TbPBUTE TPH MECELA OT 3aM0YBAHE HA JICUEHUETO ChC CUTATAUITHH, HAKOK Cly4yan
HaCTLIBAT CNe/ MbpBaTa 103a. AKO C€ NOA03MpPa peaKLUf HA CBPbX4YYBCTBHTEIHOCT, IPHEMBT HA
FO3umMeT TpabBa j1a ce npekpaTH, TpAdBa Aa ce OLUEHAT APy MM MOTEHUUAIHH NPHYHHH HA CLOHTHETO H
TpsiOBa Ja Ce€ Ha3HAuM ANTepHATUBHO JICYEHHE Ha AnabeTa (BXK. To4Kka 4.8).

byno3eH_ nemburona
[Ipn naunenty, npuemaiiy DPP-4 HHXHONTOPH, BKIIKOYHTENHO CHTATIHNITHH, HIMA NTOCTMAPKETHHIOBH

chobLIeHns 3a Oyno3eH neMburoua. AKo HMa ChMHEHHA 32 Oyn03eH neM@Urona, npuemMsT Ha KO3umer
TpabBa Ja ce NPEeyCTaHOBH.

Onepanus

FO3umer TpaOBa Aa ce cnpe no BpeMe Ha onepauuns noa obua, CnHHanHa Wik enudaypaiia aHecTe3us.
JleyenueTo Moxe Aa Objae BL30OHOBEHO He NO-paHO OT 48 yaca ciaea onepauMaTa Wil Bb30OHOBABAHETO
Ha XPaHEHETO [Pe3 YCTa, U NPK YCIoBUe e ObOpeuHara PyHKLUKS € OLleHEHA OTHOBO H € YCTAHOBEHO, Ye

e ctabunHa.

[Ipuaoxkenue HA HOAWPAHH KOHTPACTHY BEeUIECTBA

BuTpechJ0BOTO IPHIOKEHUE HA HOAUPAHU KOHTPACTHH BELLECTBA MOXE Aa A0BEJE A0 KOHTPacT-
WHAYLHMpaHa HedponaTus, BOAECILA 10 HATPYNBAHETO HA METQOPMHUH K MOBHULLIEH PHCK OT JIaKTaTHA
aiiugo3a. lOsumert tpabsa ga ce cripe npeaqd UIH O BpeMe Ha Npouelypara 3a odpazHa AHarHOCTHKA U He
TpsOBa Ja ce Bb3obHOBsBA 10 Hait-Manko 48 yaca cnen ToBa, pH ycnosue ue Ob0peyuHarTa QyHKUHUS €
OlICHEeHa OTHOBO H € YCTaHOBEHO, Ye € crabuiiHa (BX. TOUKH 4.3 1 4.5).

[IpoMsaHA B KTHHUYHHUS CTATYC HA NAUHEHTH C KOHTPOJAMpPaH AHabeT TN 2

[TauveHnTH ¢ Hadbet THN 2, npeau ToBa A00pe KOHTPOAHpaH ¢ KO3UMET, KOUTO pa3BHUBAT OTKJIOHEHHA B
nabopaToOpHH NMoKa3aTeNu WIH KNHHUYHO 3abonssaHe (Hai-Beue HEACHO WM cnabo aepuHupaHo
3abonsABaHe) TpabsBa He3a0aBHO Ja CE OLECHAT 32 HaIMYHE HA KETOALIMA03a HJIKH JJaKTaTHa auuao3sa.
OuetkaTa TpaOBa 1a BKAKOYBA CEPYMHH €NEKTPOINTH H KETOHH, KPbBHA 3axap M ako ce Hanara pH na
KpPBbBTa, HHBA HA NaKTaT, NUPYyBaT U MeTHOPMHUH. AKO Ce NOABH aLKa034a, B KOATO K a € popMa,
neueHUeTo TpAbBa aa ce cnpe He3abaBHO U TpAbdBa Aa ce NpeAnpUEMaT NOAXOAAIM NPOTHBOAEHC TBALLIH
MEPKH.

Heduuur Ha BUTAMHH B,
MeTdopMUH MOXKe Ja HaMaNK CEpyYMHHUTE HHBa HAa BUTAMHH Bi3. PUCKBT OT HUCKHM HUBA HA BUTAMHH
B\; ce yBenuuasa ¢ yBenM4aBase Ha no3aTa MeTQOPMHH, TPOALIXUTEIIHOCTTA Ha JICUEHUETO W/ HIH
NpH NAUWEHTH ¢ PUCKOBH (HaKTOPH, 32 KOHUTO € U3BECTHO, Y€ NMPUUHHABAT NePULUT Ha BATAMUH By, B
Clly4aii Ha CbMHEHHE 33 AeHHULIUT HA BHTAMHUH Bi2 (KaTO aHEMHs MM HEBPOMATUSA), CEPYMHH




Tps0Ba Ja NPOABIKH, AOKATO CE NOHACH 100pe U HE € MPOTHBOMOKAa3aHa, H i C€ OCHTYPH
NOAXOAAIO KOPHI'HPALLO JIeYeHUE 3a AePULIUT HA BUTAaMHH B2 B CLOTBETCTBHE C HACTOSALIUHTE
KJHHWYHH HaCOKH.

[loMOLIHK# BELIECTBA
To3u JekapcTBEH NPOAYKT ChAbpXka no-Manko ot 1 mmol HaTpuid (23 mg) Ha Tabnerka, T.€. MOXE aa ce
Kaxe, Ye NMpakTUYECKH HE ChABPKA HATPHH.

4.5 B3aumoaelcTBHE ¢ APYrH JIEKAPCTBEHH NPOAYKTH H APYTrH (POPMH HA B3AUMOAEHCTBHE
EnHOBpeMEHHOTO MHOTOKPATHO npujaraie Ha cutaraunTuH (50 mg ABa frbTH AHEBHO) U METGOPMHH
(1000 mg ABa MbTH AHEBHO) HE € MPOMERUIIO 3HAYMTENHO (apMaKOKMHETHKATA KAKTO HAa CHTArIHIITHH,

Taka U Ha MeTHOPMHH NPU MaLUeHTH ¢ auadeT Tun 2.

He ca u3BbpiliBaHy NpoyyBaHus 3a GapMaKOKHHETHYHH IEKApCTBEHHU B3aUMOIACHCTBHSA ¢ KO3umert; obaue
TaKHBa MPOYUBaHHS Ca IPOBEXAAHU C OTACIHHTE AKTUBHH BELUECTBA, CHTATIHIITHH U MET(POPMHH.

He ce npenopnusa ChbTCTBaLA YHOTpeba

AJIKOXOJI
AJIKOXOIHATA HHTOKCHKAaLMS C€ CBbP3Ba C MOBHILEH PUCK OT TAKTaTHA alMA03a, OCOOEHO B Cly4yad Ha
rnagyBaHe, HefoXpaHBaHe HJIH YEPHOAPOOHa HEAOCTATHYHOCT.

MoanpaHu KOHTPACTHH BeLLECTBA

IO3uMeT TpabBa 3aABLIKUTENHO Aa CE CIIPE NPEAH HIIK MO BPEME Ha npoueaypaTa 3a obpasHa
AHArHOCTHKA U He TpAOBa Ja ce 8b300HOBABA A0 Hall-Manko 48 daca cnell TOBa, NPH YCIOBUE Ue
6bOpeuHaTa dYHKLMSA € OLIEHeHa OTHOBO U € YCTAHOBEHO, ue € crabunHa (BX. ToUkd 4.3 ¥ 4.4).

KoMOHHALIMW, H3UCKBAILY NTpeAna3Hu MEPKY Ipy ynorpeba

Hsikou flekapCTBeHH NPOAYKTH MOFaT fa ce oTpa3sT HebnaronpuaTHo Ha 6pOpeuHaTa pyHKUHS, KOETO
MOXE Jla YBENHYH PUCKA OT JIaKTaTHa auunosa, Hanpumep HCIIBC, BRIIOYUTETHO CENEKTHBHHU
uuxubutopyu Ha uukiookcurenasa (COX) I, ACE uaxuburopu, aurnoteHsund Il perenropHu
AHTArOHUCTH U JMYPETHIH, ocobeHo OpUMKOBU AuypeTHLH. I1pn 3anousaHeTo wau ynorpedara Ha
TakvBa NpoAyKTH B KOMOHHauvsa ¢ METHOPMHUH € HeOOXOAKMO BHUMATEIHO MpocieAaBaHe Ha
6vOpeuHara QyHKUHS.

CwnbTcTBaWIATA YIIOTpeOa Ha NEKAPCTBEHU NMPOAYKTH, KOUTO NOBAUABAT OOLINMTE TPAHCIIOPTHH CUCTEMH
B O6hOpeuHnTe TyOYNH, BKIIOYEHH B OBOpEeYHOTO enuMHUpaHe Ha MeTQOPMHH (HAmp. HHXHOMTOPH Ha
opraHnuHuA KaTuoHeH TpaHcnoprtep-2 [OCT2)/ My ntunexkapcTBeHHS] M TOKCHH-EKCTPY AMpPALL fIPOTEHH
[MATE] kato paHona3suH, BakaeTaHu, fjonyTerpaBup H UKMETHAMH ), MOTaT Jia MOBHILLIAT CHCTEMHATA
eKCIO3ULIMA Ha MeTHOPMHH M Aa YBEAHYAT pUCKa OT naKkTaTHa auuao3a. Tpsadsa aa ce obmucnar nonsure
H PHCKOBETE OT ChITbTCTBALLATa ynoTpeba. Tpsabsa na ce oOMHCIH BHUMATEIHO NMPOCICAABAHE HA
MIUKEMUYHUA KOHTPO., aRalnTHPAHE HA J03aTa B PaMKHTE Ha NPENOPbUMTE/IHATA JO3UPOBKA H NPOMEHH B
neyeHHeTo Ha AnabeTa, KOraTo TakMBa NEKAPCTBEHK MPOAYKTH CE€ MTPUIAraT €HOBPEME




" NIOKOKOPTHKOUUTE (NPHNIAraHu 10 CHCTEMEH M 10KaJleH MbT) OeTa-2-arOHMCTHTE H AHYPETHLKTE UMAT
APUCHILO xunepriavkeMuuHo aeiictaue. [Taunenture tpadpa na ce HHGOPMHUPAT H N0-4YECTO Na H3MEPBAT
KpbBHATa CH 3axap, 0co6eHO B HAYAIOTO HA JIEUEHUETO € TAKUBA NIEKAPCTBEHH MPOAYKTH. AKO €
HeOoOX0AUMO, /1034Ta Ha AHTHXUNEPIIMKEMUYHHA NEKAPCTBEH NMPOAYKT TpAOBa na ce afanTHpa Mo BpeMe
Ha JieYeHHe ¢ APYrus NeKapCTBEH NPOAYKT U NMPH HETOBOTO NpPEKPATSABAHE.

ACE-uuxubutopuTte MoraT fa MOHWXKAT HABATA HA KpbBHATAa 3axap. AKO € HeoDXoAUMO, A03aTa Ha
AHTHXHITEPTIMKEMHYHHKA JIEKAPCTBEH NPOAYKT TpAOBa Aa ce aJanTHpa M0 BPEME Ha JICUEHHETO C APYTHS
JeKapCTBEH NMPOAYKT M NPy HETOBOTO NMpPEKpaTIBaHe.

EdekTH Ha ApYrH NeKapCTBEHH MPOAYKTH BbPXY CHTATIMNTHH

In vitro v KTHHHYHHUTE AaHHY ONUCAHU NO-A0JY MMPEANO/araT, Y¢ pUCKbT OT KJIHHKYHO 3HAYHMH
B3aUMONEHCTBUSA NPH CAHOBPEMEHHO MPUIIOKEHHE C APYTH JICKAPCTBEHH MPOAYKTH € HHCBK.

In vitro npoy4BaHuA MOKa3BaT, Y€ OCHOBHHS €H3UM OTIOBOPEH 33 OrpaHHYEHHA METADONHIBM Ha
cutarannTud ¢ CYP3A4, ¢ yuactue Ha CYP2CS8. [1pu naunenTty c HopmanHa 6nbpeuna QyHkuus,
MeTabonu3MbT, BKIKOUYUTENHO U upe3 CYP3A4, urpae camo Maika pofif B KJIUPbHCA H& CUTArTHNTHH.
MeTabonu3MbT MOXKE [a HIpae No-BaXXHA POJIA IPH ENMMHHHPAHETO HA CHTArIHUITHH B YC/IOBHS Ha OCTPO
6b0peyHo yBpexaaHe i TepmuHaiHa Oubpeuna HegoctaThuHoCT (ESRD). [lopaan Tasu npu4rHa €
Bb3MOXKHO MOILHH HHXHOMTOpH HA CYP3A4 (Hanp. KeTOKOHAa301, HTPAKOHAa30./, PHTOHABHP,
KJIADMTPOMULIMH) J1a MPOMEHAT GapMaKOKMHETHKATA Ha CUTAIJIMIITHH NIPH NaUMEHTH C TEXKO O0bOpeyHo
yepexaane uni ESRD. Edexrute Ha mownute CYP3A4 nnxubuTopn B yca0Bua Ha 6nbpeuno
yBPEXIAHE HE Ca OLEHABAHK NPH KJIHHHYHO NPOYyY4BaHeE.

In vitro npoyuBaHus 3a TPAHCMOPTA NOKA3BAT, Y€ CUTAIMIITHH € CyOCTpaT Ha p-rIMHKONPOTEHHA H
TpaHcnopTepa Ha opraHi4uu aHHoHH-3 (OAT3). OAT3 meaunpaHUAT TPAHCIOPT HA CUTATJIUIITHH CE
HHXHOMPA in vitro oT npobeHeunn, BhIIPEKH Y€ PUCKBLT OT KJIMHHYHO 3HAaYHMH B3aMMOACHCTBHA CE CMATA
3a HUCBbK. EJHOBpeMeHHOTO npuiokeHre Ha OAT3 HHXUOUTOPH HE e OLIEHEHO in Vivo.

Luxnocnopun: TIpoBeacHO € NpOyUBaHe 332 OLUEHABAHE Ha e(eKTa Ha UMKIOCIIOPHH, MOLLEH HHXHOHUTOD
Ha p-TIHKOMPOTEHHA, BEPXY (PapMaKOK{HETHKATA HAa CUTArAMNTHH. EMHOBPEMEHHOTO NPHIIOKEHHE Ha
enMHHYHa nepopanHa Ro3a 100 mg cuTaraunTvH 4 €JUHHYHA nepopanka g03a 600 mg uMKI0CTIOpHH
nosriuaBad AUC U Chax Ha CUTArIMNTUH CHOTBETHO ¢ NMpuOnu3uTenHo 29% u 68%. Tezu npoMeHH BLB
(papMaKOKMHETHKATA Ha CUTArIMIITHH HE CE CMATAT 33 KIIMHUYHO 3HAYUMH. DHOPEUHHAT KAMPBHC Ha
CUTArJIMIITHH HE € 3HA4uTEeAHO npoMeHeH. ClleA0BaTENMHO, HE CE OUAKBAT 3HAYHMH B3aMMOAEHCTBHA C

APYT'H HHKHﬁHTGpH Ha p-TIJIKKOINPOTCHHA.

EdexTy Ha CHTACAMNTHH BbPXY APYTH JEKAPCTBEHH NPOAYKTH

Huzokcun: CUTarNMNTHH KMa caab edexT BbPXY NIa3MEHaTa KOHLICHTPAUMUA Ha qurokcus. Cnen
npuaaradero Ha 0,25 mg AUrokCHH eaHOBpeMEHHO CbC 100 mg CHTarnMNTHH JHEBHO B NPOALIDKEHHE Ha
10 nuun, nnasmMeHata AUC Ha AMrokCHH HapacTBa ¢peaHo ¢ 11%, a naasmeHaTta Cnax cpeaHo ¢ 18%. He ce
NpenopbLYBa KOPUIMPaHE Ha X03aTa JUroKCHH. B CbUIOTO BpeME, MALMEHTHTE C PUCK OT AHIOKCHHOBA
TOKCHUYHOCT TpAOBa Aa ObJaTt npocneasBaHy 3a TakaBa, KOraTo CUTArJIMNTHH M AMITOKCHH Ce Mpuiarar

CAHOBPCMCEHHO.
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In vitro faHHHTE NOKA3BaT, Y€ CHTAMTMITHH He NoTUcKa U He uuayurpa CYP450 usoensnmure. [lpu
KNHHUYHH OPOYYBAHHS CHTATIMNTHH He NPOMEHS 3HaYMMO (PapMAaKOKMHETHKATa Ha MET(HOPMHH,
rauOypua, CHMBACTATHH, PO3HIIMTA30H, BapdapuH HiK NEpopaiHH KOHTPAUENTHBH, AaBaHKH in vivo
AAHHK 33 MaJIKa BEPOSTHOCT OT MpeAW3BUKBAHE HA B3anuMoaeHcTBus cbe cybcTpatn Ha CYP3A4,
CYP2C8, CYP2C9 v Tpancnoprepu Ha opraHiuHu KaTuoHu (OCT). CurarauntuH Moxe 1a 6ba¢e cnad
WHXUOUTOP HA P-rJKKONPOTEUHA in VIVo.

4.6 DeprHanTer, OpeMEHHOCT H KhpMeHe
bpeMeHHOoCT

HsaMa goctatsyHO AaHHH OT yroTpebara Ha CHTarnmunTHH npu OpeMeHHH xeHU. [IpoyuBaHus npy
’KUBOTHH MOKAa3BaT PeNpOAYKTHBHA TOKCHYHOCT IIPH BHCOKH J03H CHTArIMITHH (BXK. TO4YKa 5.3).

OrpaHHYeHKRTE JAHHH peanosarar, 4e ynorpedara Ha METHQOPMHH NTpH OpEMEHHH HE € CBBP3aH C
MOBULLIEH PUCK OT KOHreHUTATHH Mandopmauud. [IpoyusaHusTa ¢ METQPOPMHH 1IPH KHBOTHH HE
[10Ka3BaT BpeAHU edeKTH BbB Bpbh3ka ¢ OpeMeHHOCTTa, eMOpHOHATHOTO H (ETAITHOTO PA3BHTHE,
paXKJaHETO MJIM MOCTHATANHOTO pa3BUTHE (BX. Todka 5.3).

FO3uMeT He Tpa6Ba Aa ce H3noN3Ba NO BpeMe Ha OpeMEeHHOCT. AKO NMALHEHTKaTa HCKa 1a 3a0pemMeHee HIH
aKO HACTBNY OpEeMEHHOCT, NeueHHeTo TpAOBa a ce NpeKkpaTH 4 NnauWeHTKaTa Aa NpeEMHHE Ha JICYEHHE C
HHCYJIMH Bb3MOXHO HAH-CKOPO.

KbpMmeHe

He ca npoBexaaHu NpoyuBaHKA MPH KbPMEWH XKHBOTHH C KOMOHHUPAHUTE aKTHBHH BELIECTBA HA TO3M
nexkapcTBeH npoAykT. [Ipy nmpoyyuBaHus MpOBEKAAHH C OTAECNHUTE aKTHBHH BELLECTBA H CUTATTAIITHH, U
MeT(QOPMHH Ce eKCKPEeTHPAT B MIIAKOTO HA aKTUpally niasxose. [1pa xopa METQOPMHH CE& EKCKPETHPA B
KbpMaTa B MalKH KoJHyecTBa. He € U3BECTHO Jaiy CUTArNIMNTHH C€ CKCKPETHPA B KbpMarTa.
Cnegoearenso KO3umer ve TpaOBa fa ce U3MO/I3BA MPH XKEHH, KOUTO KbPMSIT (BXK. TOuKa 4.3).

D epTHINTET
JTaHHUTE OT NpPOYYBAHHS NPH XHBOTHHU HE MPEANOAAraT BJANSHHE BbPXY PEPTHAHTETA HA MBXKKH U
YEHCKHU [LTBXOBE MPH TPETHPAHE CbC CUTArIUNTHH. JIMNCBAT JaHHU NPH XOpa.

4.7 EdexTn Bbpxy cnocobHocTTa 32 10dupane ¥ paboTa ¢ MAILHHH

KO3uMeT He MOB/IHABA UK MTOBJIHABA NpeHedpexumMo crnocobHocTTa 3a WwodHpaHe U paboTta ¢ MalukHu,. B
CBLUOTO BpeMe Npy wogupaHe iy pabora ¢ MalkMHy, TpAOBA Ja ce UMa NpEJBUJ, Y€ NMPY CUTArTHNTHH
ca AOKJaiBaHu C/y4Yau Ha 3aManBaHe U CbHIHBOCT.

OcBen TOBa, MaUMEHTUTE TpAOBa Aa Ce npeayNpexJapaT 3a pucka oT xunoramkemus, korato K)3umer ce
W3non3sa B KOMOHHALIUA CBC CYIPOHUNYPEHRHO MPONU3BOIHO WK C MHCYJIHH,

4.8 HexenaHyu NeKapCTBEHH PEAKUHH

Pesome Ha npoduia Ha HezonacHocT
HsaMma nposeieHW TepaneBTHYHH KIWHHYHHU NTpoy4yBaHHA ¢ FO3uMer Tabnerku, HO OH
Ha KOMOHHALMA OT CHTArIMITHH U MeT(OPMHH € JOKa3aHa NPU €AHOBPEMEHHOTO [
CUTATIMIITHH U METGOPMHUH (BX. TOUKA 3.2).




Cpo6laBaHy ¢a CEPHO3HHM HEXENAHH PEaKLUU, BKIOUUTENHO MAHKPEATHT U PEaKUHH Ha
CBPBbXUYBCTBHUTEIHOCT. CbobOlIaBaHa € XUIOTIHKEMHS Ipy KOMOMHALMSA ChC CYNPOHUNYpeliHO
npou3BoaHo (13,8%) u ¢ uncynun (10,9%).

CurarnunTuld ¥ MeThOpMHH

Tabnruven CRUCHK HA HEJNCEAAHUME PEAKYUU

HexxenanunTe peakuvu ca u3bpoenu no-gony ¢ npenopbuBaHute 0T MedDRA TepMHHH cniopes cucTeMo-
opraHHa knacHgukauus u abcontotHa yecrota (Tabnuna 1). [1o yecrora ce onpeaenar KaTo: MHOI'O YECTH
(>1/10), uectu (=1/100 go <1/10), Heuectu (=1/1 000 no <1/100), peaku (=1/10 000 no <1/1 000), msoro

peaku (<1/10 000) u ¢ HeusBecTHa YeCTOTA (OT HATHUHMTE JaHHU HE MOXe Ja Obe HanpaBeHa OLieHKa).

TabGauua 1: YectoTa Ha HeXkeNlaNHTE peaKIlMH YCTRHOBEHH 1O BpeMe Ha n121e00-KOHTPOJIHPARHN
KIHHHYHH NPOYYBAHHSA CbC CHTANIMOTHH H MeTPOPMHH CAMOCTONATETHO H MPH
NOCTMAPKETHHIOBHS ONHT

Hexenana peakuus YecToTa HA HEKEJIAHATA PeaKUHs

HapyuleHHd HA KPLBTA H JJHM{pHATA CHCTEMA

TPOMOOLIHTONIEHH A PEAKH

HapymeHus HA HMYHHATA CHCTEMA

peaKiMK HA CBPbXYYBCTBUTENHOCT, BKIHOYUTEHO C HEM3BECTHA Y€CTOTa
aHa(PMIAKTHYHN OTTOBOPH

HapyuieHHs Ha MeT260/1M3IMA H XPAHEHETO

Xunornukemus’ YeCTH

HamaJleHHE HA HMBATa Ha BUTAMKMH By/neduuut’ YECTH

HapyimeHus HA HEPBHATA CHCTEMA

CbHJIHBOCT HEYCCTH

PecniupaTopHy, rpbiHA ¥ MEAHACTHHAJIHH

HApYIIEHAH
HHTEPCTHLHANKA Genroapobra 6osect’ C HEH3BECTHA 4€CTOTA
CTOMaWHO-YPEBHH HAPYIIECHHA
AHAPUS HEeUYeCTH
rajcHe YecTH
_ QuatyneHuus YeCcTH
3amnex HEYeCTH
00ka B ropHaTa 4acT Ha KopeMa HEYeCTH
MOBpPLUIAHE YECTH
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OCTBD NaHKpeaTuT -+

C HEHN3IBCCTHA 4CCTOTA

¢arajied U HeataneH xeMmoparu4ieH
HEKPOTH3UpaLLl TAHKPEATHT "'

C HEU3BCCTHA YCCTOTA

HapymeHHusl HA KOXKATA H NOAKOXKHATA ThKaH

npypHTyC' HEYECTH

aHruoeeM ¢ HEHM3IBECTHA YECTOTa
obpus’,t C HEM3BECTHA YECToTa
ypTukapus ' C HEU3BECTHA YecTOTa

KOXEH BACKYJIUT '

€ HEUIBCCTHA YECTOTA

ekC(hONUATUBHU KOXKHU 32001BaHUS, BKIOUHTENHO
cuuapom Ha Stevens-Johnson ™'

C HCH3BCCTHA 4YECTOTA

6yno3eH neMpuronn’

C HCH3BCCTHA HECTOTA

HapyimeHus Ha MYCKY/THO-CKeJIETHATA CHCTEMA H
CLEAUHHTETHATA ThKAH

apTpanrus’

C HCH3BCCTHA 4€CTOTAa

MUHANTAs

€ HEH3BCCTHA 4YCCTOTA

Gonka B KpaiiHuuuTe'

C HCH3BECTHA HELTOTA

6onka B repba’

C HEU3BCCTHA 4CCTOTA

apTponarus’

C HEU3BCCTHA 4ECTOTA

Hapymenns Ha 0b0peunTe H NMKOYHHTE NBTHINA

HapylueHa ObOpeyHa hyHKLHs

C HEH3BECTHA HECTOTaA

ocTpa 6bbpeyHa HeAOCTATBYHOCT

C HCH3BECTHA HECTOTA

‘HexxenaHuTe peaklHy ca MAeHTHOHRUPAHHN O BPpEME Ha NOCTMAPKETHHIOBOTO HaboaeHHe.

* Bux Touka 4.4.

* Bixkte npoyusanemo 3a bezonachocm no omuoueHue Ha cepoeuro-ceoogama cucmema TECOS no-

ony.

OnuvcaHue Ha H30paHyu HexelaHH peaKkLny

Hsikon HexenaHu peakuuu ca HabnioaasaHy MO-4eCTO APH NpoyyBaHUs 3a KOMOHHHpaHa ynoTpeba Ha
CHTArJunTUH ¥ MeTOOPMHH C APYTH aHTHAHADETHH IeKAPCTBEHU NNPOAYKTH B CPaBHEHHE C NPOyYBaHHA
HA CUTArJIUNTHH U METQOPMHUH CaMOCTOATENHO. Te BKNOYBAT XHIIOTJIUKEMUS (KATETOPUA Ha YECTOTA
,MHOr0 4ecTH” cbeC CYAPOHRNYPEHHO NMPOU3BOLHO MK MHCYJIMH), 3aneK (,,4eCTH” CbC CYJIPOHUNYPEHHO
MPOU3BOAHO), NepudepeH OTOK (,4€CTH C MUOTIIHTA30H) U r1aBoOOIHE H CYXOTa B yCTaTa (,,HEYECTH  C
MHCY [THH).

Cumaznunmun
[Ipu npoyuBaHHUs BhpXY MOHOTepanuds cbe cHTaradnTHH 100 mg BeaHbK AHEBH
cpaBHeHHe ¢ nnanedo, cboOlIEeHHUTE HEXKENaHH peaKUMH ca riaBodosne, XUIor
3aMaiBaHeE.
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Cpen T€3M MaUUeHTH HexenaHuTe CbhuTHs, choblaBaHHd HE3aBUCMMO OT NPUUYUHHO-CICACTBEHA Bpb3Ka C
JIeKapCTBEHHUA NIPOAYKT, ¢ YECTOTA Hal-Manko 5%, BOYBaT MHEKLUUN HA FOPHUTE JUXATE/HH MbTULLA
U HazodapuHrut. OCBEH TOBA, ca ChOOLLCHH ocTeoapTPUT U §0NKa B KpalHHLIUTE, C YECTOTA HEYECTH
(>0,5% no-BHcOKa cpea YYACTHHLUMTE, MONYYUIY CHTACIUNTHH, OTKONIKOTO Ta3U B KOHTPOJIHATA rpyna).

Memd@opmun

CTOMAaWIHO-UPEBHH CHMITOMHM ¢a ChOOLUABAHH MHOIO YE€CTO MPH KJIMHUYHH NPOYYBAHHUSA H TIPU
MOCTMapkeTHHToBaTa ynorpeba na Metdpopmut. CTOMALIIHO-YPEBHUTE CUMIITOMH KaTO rajcHe,
nospsllaHe, AHapus, 00/ika B KopeMma M 3ary0a Ha aleTuT C€ NosABABAT NO-YECTO MPH 3anoyuBaHe Ha
NEYEHHETO H B NIOBEYETO CIyyan NPEMHHABAT CNIOHTAHHO. JONBAHUTENHH HEXENAHH PEaKLMH, CBLP3aHH
¢ MeThOPMHH, BKJIIOYBAT METANIEH BKYC (4e€CTH); NaKTaTHA alli034a, HApYLUEHHs Ha YepHOapoOHaTa
GyHKUHMS, XENATUT, YPTHKapHua, epUuTeMa H CbpOex (MHOIO peaku).

Kateropuute no 4ecTota c€ OCHOBABAaT Ha HaIMYHAaTa UHpopMauus B KpaTkaTa xapakTepucTHKa Ha
NpoayKta Ha MeTdopMuH, ogobperHa B EC.

[leqyaTpuyHa nonyjalus

B kIMHUYHH NPOYUBAHHA ¢ KOMOMHALMS OT CUTArTUNTHH U MeTPOPMHH NPH NEJUATPUYHH NALMEHTH CbC
3axapeH AuabeT Tvn 2 Ha Bb3pact ot 10 a0 17 roguHu npoduabT Ha HEXENIAHUTE PEaKLIUMK KaTo UA/Io e
CpaBHHUM C TO3H, HabnoAaBaH Npu Bb3pAcTHU. [Ipy NeanaTpryHU MALMEHTH, KOUTO €& UM HE Ca Ha
OCHOBHO JICYEHHE C HHCYJIHUH, CHTAIJIKIITHH €€ CAbP3BA € MOBUILIEH PUCK OT XHIIQOTIHKEMHUA.

IIpoyusane 3a bezonacnocm no omuouienue Ha cvpoeuno-cvoosama cucmema TECOS

M3nuTBaHETO, OUEHABALLO CHPAECYHO-CHAOBHTE PE3YNTATH NPH JIECYCHHE CbC CHTArNUITTHH (Trial
Evaluating Cardiovascular Outcomes with Sitagliptin, TECOS), BkiitouBa 7 332 nauMeHTH, JeKyBaHH ChC
100 mg cuTarnMnTHH AHeBHO (M 50 mg THEBHO, KO H3XOAHHUTE CTOHHOCTH Ha H3YMCIEHATA CKOPOCT Ha
rinomepynna ¢untpauus (eGFR) ca >30 u <50 ml/mMun/1,73 m*), u 7 339 naunenTty Ha nnauedo B
intention-to-treat (I'TT) nonmynauusTa. JBete neueHus ca nobaBeHH KbM 0OHUHARHUTE MPHXKY CBIIACHO
MEeCTHUTE CTaHAapTH 3a HbA . 4 cbpeuHO-CbAOBH PUCKOBH (hakTopH. ObLIaTa YECTOTA HA CEPHOBHHTE
HEXENAaHH ChOUTHA NPY NALIMEHTH, NOJTyHaBallll CHTATIUIITHH, € CXOJ1HA € Ta3H NPH NallHeHTHTE,
nosay4vapaiiu nsnauedo.

B intention-to-treat nony auMsaTa CpeA NALMEHTUTE, KOUTO U3MON3BAT HHCYJIHH W/HIH CyMpOHKITYpes Ha
H3XOJHO HHUBO, YECTOTATA HA TEKKA XHUoriukemus € 2,7% npu nauuenTdre, JeKyBaHH ChC CUTATNIUIITHH
® 2,5% npy nanyeHTUTe Ha naauedo; cpel NaLMEHTUTE, KOUTO HE M3NON3BAT HHCYJIMH H/UHU
cynoHUIYypes Ha H3XORHO HUBO, YeCTOTATA HA TeXKA Xuniornukemud ¢ 1,0% npu nauneHTUTE, €KY BAHH
CbC CHTArIMNTHH K 0,7% npy nauneHTuTe Ha nuauebdo. Uectorara Ha NOTBBPACHU CHOHTHA, OTAABAHN HA
nakkKpearur, ¢ 0,3% npu nauMeHTHTE, TEKYBAHH CbC CHTArNUNTUH K 0,2% npv naupeHTHTE HA Nnauedo.

Cro0liiaBate Ha MoJA03MpaHH HEXKENAHH peaKUHH

CpolaBaHeTo Ha NOJ03HPaHH HEeXETaHH peakliMy clell pa3pellaBase 3a yrorpeda Ha NeKapCTBEHUS
MPOAYKT € BaXHO. T0Ba nO3BOJABA 1a NPOALIKH HAOMOACHHETO Ha CHOTHOLLIEHHETO 110J134/PHCK 32
NIEKAPCTBEHUS MPOAYKT. OT MEIMUMHCKHTE CMELMATUCTH CE HIHCKBa J1a ChOoOLIABAT BCAKA MOAO03MpPaHa
HEXe/laHa peaklMs Upe3 HallHOHanHa cHcTeMa 3a chodilaBaHe kbM HManbiandTendsara areHnus no
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[Tp1 KOHTPOAMPAHU KTHHHYHY MPOYYBAHHUSA CHC 30paBH YUAaCTHHIIM Ce NpUIarat €AHOKpaTHH 1034 JI0
800 mg curarnunTHH. MuHKManiHo yabikasane Ha QTc, koeTo He ce CYHTa 3a KIIHHUYHO 3HAYHUMO, C€
nabmonasa Npy eAHo npoyuBare ¢ 1032 oT 800 mg curarnuntud. HsMa onut ¢ no3u Hag 800 mg npw
KNTWHHYHHE npoyuBaHus. [Tpu npoyusanus Paza | ¢ MHOrOKpaTHO nMpunaraHe, HAMa CBbP3aHH ¢ 103aTa
KNUHHYHU HEXE/IaHH JIEKAPCTBEHH peakL M, HabMoJaBaHN MPH CUTAIWNTHHE € A03H R0 600 mg qHeBHO
3a nepHoay a0 10 auu u 400 mg gHEeBHO 3a nepuoaH 10 28 JHH.

["onsMo npeo3upade ¢ MeTHOPMHUH (KM €QHOBPEMEHHO ChLIECTBYBAILl PHCK OT NAKTATHA alK103a)
MOXE Aa AOBEAE 0 JAaKTaTHA alMa03a, KOATO € CnelleH MeAHLIMHCKY clyyai U TpsaOBa aa ce JIcKyea B
6onunua. Haii-ebekTHBHUAT METO/ 32 OTCTPaHABAHE HA NaKTaTa ¥ MeTHOpMHHA € XEMOAHATH3ATA.,

[Tpy kIuHKYHU MpoyysaHus npubnusutento 13,5% or gosara ce oTCTpaHsBa NpU Npoab/pKasatla 3- 10
4 yaca xemoguann3Ha cecus. [Ipu npeneHka 3a KIMHHYHA HEOOXOAUMOCT MOXKE J1a ce NpeanpUeMe rno-
MpoAL/DKHTENHA AHann3a. He € u3BeCTHO Jany CHTArNKMITHH Ce JHATTM3HPA NPH NEPUTOHEAHA AHAIN3a.

B cayuait Ha npefo3upaHe € NOAXOAALIO Aa ce npeanpreMar OOHKHOBEHHTE NOAABLPKALIN MEPKH, KATO
OTCTpaHsABaHe HAa HeabGcopOHUpaHus MaTeEpHan OT CTOMALLHO-YPEBHHUA TPAKT, KIMHHYHO HaOmoAEeHUE
(BKJIIOYMTENHO M JIEKTPOKAPAMOrpaMa) H NPH HyXka 3al104BaHe Ha NOAAbPXKALLO IeYEHHE.

5. @®APMAKOJIOrHYHHU CBOHCTBA
5.1 PapMakKOAHHAMHYHH CBOHCTBA

bapMakoTepaneBTUHHA rpyna: AHTHAKA0ETHH IeKapCTBa, KOMOWHALIMY OT NEPOPATIHH JTEKapCTBa 3a
HaMansBaHe Ha kpbBHaTa 3axap, ATC koa: A10BDO7

KO3nmeT koMOMHUpa JBa aHTHXUIIEPTIHKEMHUYHH JIEKAPCTBEHH NPOAYKTA C ROIbJIBALL C€ MEXAHHIBM HA
AeicTeme 3a noaobpsaBaHe Ha rTUKEMUYHHA KOHTPOM MPH NALHEHTH ¢ AHA0eT THN 2. CHTarJdNnTHH ,
aunentyaun nentuaasa 4 (DPP-4) uuxubutop 1 MeTHOPMUHOB XUAPOXJIOPHI, MPEACTABUTEN HA KJAaca HA
OUrBaHUIMHHUTE.

CUTACNTHOTHH
Mexanuszwm na Oeucmeue
CHUTar;IMnTHH € nNepopajHO aKTHBEH, MOLLIEH M BUCOKOCCNEKTHBCH HHXHOHWTOP HA €H3UMA JHNICTHANI
nentuaaia 4 (DPP-4) 3a neuenue Ha auaber tun 2. Huxubutopute Ha DPP-4 ca knac BeulecTsa, KOMTO
RelicTBAT KATO €HXaHCEpU Ha HHKpeTyH. Upe3 nHxubupane Ha enzuma DPP-4, cutaraMnryH nosyiuasa
HMBATA Ha [iBa W3BECTHYU aKTUBHU HHKPETUH XOPMOHA, riaoxaroH-noaodHus nentua-1 (GLP-1) u
[1K0KO3a-3aBUCUMUA MHCYIHHOTponeH nonunentua (GIP). MukpeTHHHTE Ca 4acT OT €HAOreHHA CHCTEMA,
Y4acTRAllA BbB PUIHONOrHYHATA PEryNalys Ha rNI0Ko3HaTa XoMeocTasa. Koraro KOHUEHTPaLHHTE Ha
KpbBHATA 3axap ¢a HopManauu uiayn nosuiedd, GLP-1 1 GIP 3acunBar cuHTe3a H 0cBOOOKAaBaHETO HA
YHCYJIMH OT NaHkpeaTHuHuTe Oera-iwietku. OcseH ToBa, GLP-1 HaMansBa cekpeLusATa Ha FIOKAarod oT
naHkpeaTHuHUTe anda KINeTKH, BOACHKH O HaMaJIECHO MPOM3BOACTBO Ha YepHOAPODHA-FHoKQ3a. KoraTto
HUBATa HA IJI0K03a B KPbBTA ¢4 HUCKH, 0CBOOOXAaBAHETO HA UHCYJIMH HE CE ,/ Mﬁﬁlﬁ (PSYIATA Ha
INIOKAroH He ¢e NoTHeKa. CHTArIMIITHH € MOLEH W BUCOKO CENIEKTHBEH HHXHE a, P3N
He HHXUOHpA CXOJHHUTE 10 CTPYKTypa ensumu DPP-8 unu DPP-9 B tepanepynd elive
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CHTarmMnTHH Ce pa3/inyasa Mo XHMHYHA CTPYKTYpa U (PapMakoJorHYHO AeHCTBHE OT anaino3ute Ha GLP-
|, HHCYIHH, CYN(POHUNYPEA KW METTHTUHUIH, OUrBaHHAUHH, ATOHHCTH HA AKTHBHPAHUS OT NEPOKCHIOM
npoaudeparopa rama-peuentop (PPARYy), anda-rimoko3naaziy HHXHOMTOPH U aHANO3W HA AMHJIMH.

[lpy ABYAHEBHO MPOYYBAaHE Ha 3APaBHY YYACTHULM, CUTAIIUIITHH, IPUIOKEH CAMOCTOATETHO, MOBHILIABA
aktuBHata GLP-1 xoHUEHTpau M, 40KaTO METPOPMHH MPUIOKEH CAMOCTOATE/IHO, MOBULIABA aKTHBHATA
u obwara GLP-1 KoHLUeHTpalLus B CXOZHA CTEMEH.

EJHOBPEMEHHOTO NpUAAraHe Ha CUTArJIUNTHH U METPOPMHH UMA ATIHTHBEH €(DEXT BLPXY aKTHBHATA
GLP-1 koHueHTpauus. CUTarnunTHH, 3a paziuka o1 MeTgopMUH, noBuilasa aktusHaTa GIP

KOHUEHTpaLus.

Knunuuna egpuxacnocm u besonaciocm
KaTto usno, cutaraunrid noaodpasa riiMkeMUYH®A KOHTPO, KOFATO Ce M3M0/3BA KATO CAMOCTOSTEMHO

HJIH KOMOUHUPAHO JICHEHHE NIPH Bb3PACTHH NMALHEHTH ¢ Adaber Tun 2.

[IpH KTUHUYHH TIPOYYBAHUR, CHTATTHIITHH KATO MOHOTEpAnus nogodpsABa riIMKEMHUYHKUA KOHTPOA Ype3
3HAYHTENHO HaMaleHne Ha xemorniobuu A (HbA () ¥ rmoKko3aTa Ha rmaaHo ¥ ClleR XpaHeHe.
Hamanenuero Ha naa3meHara riokosa Ha rnaaio (FPG) e nabnionasaro Ha 3-ta ceamMuua, nmopsara
BpemeBa TOUuKa, B KosaTo e uamepeHa FPG. HabniogaBanara 4ecTora Ha XMIOTNTMKEMHUS NTPH MAUNEHTH,
JIEKYBAHH CbC CUTArTMWNTUH € NMoA00Ha ¢ Ta3u npy niauedo. TeaeCHOTO TEryo HE €€ € YBEIHYHAO0 CIPAMO
U3XOJHHUTE CTOHHOCTH TIPU JE€UECHUE Che CHTArIMNTHH. Habmoaasano e noaobpexne Ha CyporaTHUTe
Mapkepu Ha QyHKUHOHMpaHe Ha BeTa-KIeTKuTe, B ToBa ynuciao HOMA- (XoMeocTaseH MOaen 3a OLIEHKa-
B), CLOTHOILIEHHETO HA IPOUHCYIHH KbM MHCYJIHH U NOKA3ATCAKTE 32 peakTUBHOCT Ha 6eTa-KJIeTKHUTE NPH
TECTa 3a TOJIEPAHTHOCT NMPH YECTO JAABAHE HA XpaHa.

[IpoyyBaHUS ChC CUTATTMIITHH B KOMOWHALMA ¢ METHOPMHUH

[Tpu 24-ceaMuuno Mnauedo-KOHTPOIUPAHO KITHHUYHO NPOYYBAHE 33 OLIEHKA HA e()UKACHOCTTA U
BesonacHocTTa npu nodassiHe HA cUTaraunTUH 100 mg BegHbK AHEBHO KbM ChHLUISCTBYBALIO JICUEHHE C
MET(POPMUH, CUTATJIMNITUH OCUTYPABA 3HAYUTENHO NNOAO0PEHHE HA TNHUKEMHAYHHUTE NAPaMETPH B
cpaBHeHHe ¢ nnauedo. [TpomaHaTa COPAMO U3XOAHHUTE CTORHOCTH HA TENECHOTO Ter1o € noAobHa npy
MalueHTH, JEKYBaHHU ChC CUTArIUNTHH cnpsaMo nauedo. [Ipu Tosa npoyyBaHe nMa noAcOHA YeCcTOTa Ha
C/TyYaH Ha XUTIOFIMKEMHS MPU NALUECHTH, TEKYBAHH CbC CUTATNMMTHH UM T1auebo.

[Tpy 24-ceamMuuHO nnane0o-KOHTPOAHPAHO (GAKTOPAJIHO MPOYUBAHE HA HAYAJIHO JCUEHUE, CHTATJIMITTHH
50 mg nBa nbTH AHEeBHO B kKOMOUHaL U ¢ MeThopMuH (500 mg uau 1 000 mg nBa mbTH AHEBHO) cE
MOCTHIa 3HAYKTENIHO NOAOOpEeHNe HA TTHKEMHYHHTE NTapaMETPH B CPaBHEHHE C BCAKA MOHOTEparimsl.
HamaneHnuero Ha TE/eCHOTO TErN0 NpH KOMOUHALMATA CHTArTMITHH U MeT(hOPMHUH € oJoOHO HA TOBA
Ha0/110aBaHO NpY METHOPMHH CAMOCTOATENHO WK 1anebo; HAMa NPOMAHA CIIPAMO H3XOJAHHTE
CTOWHOCTH MPH NALMEHTH HA CUTACIHUIITAH CAMOCTOATENHO. HecToTaTa Ha XMIOrJIKKEMHUS € NoAoOHa cpen

JCKYBAHHUTEC I'PYIIH.

[IpoyuBaHe ChC CHTAMIUNTHH B koMOuHauus ¢ MeTQopMUuH U cyndoHuaypes
24-ceaMuyuHO M1auedO-KOHTPONUPAHO KIHHUHYHO POYyYBAHE € TIAHUPAHO J1a OLEeHH e(DHKACHOCTTA H

be3zonacHocTra Ha cutarnunTul (100 mg BeaHbXK AHEBHO) MPUOABEH KbM TIUMENPBRA-{CAMQCTOATETHO

UK B KOMGHHALKA ¢ MeTdopMuH). JI0GABSHETO HA CUTArIKIITHH KbM FIMMETIALAMETE I T

OCUI'ypsiBa 3HaYUTEIHO NOAOOpEHHe Ha FNIMKEMHYHUTE napaMeTpu. I1anueH / @{q‘ VB8 CBC < \
,-f/ Fhes AN
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CHTarJIMIITHH KMAaT c1ab0 nosHiieHue Ha TesecHoTo Terno (+1,1 kg) B cpaBHEHUE C TE3H, NONYUABAIH
nnauebo.

[IpoyuBaHe chc CHTArIHMNTHH B KoMOuHauwns ¢ MeT@opMUH ¥ PPARY aroHucT
26-ceAMHUHO 1aLeb0-KOHTPONHPAHO MPOYUBAHE € NPeJHa3HA4YEHO A4 OUEHH €(PMKACHOCTTA H

6e3onacHoctra Ha cutaraunTiH (100 mg BeAHbX AHEBHO), N00aBeH KbM KOMOHHAUUS HA MUOMITUTA3OH M
MeTdopmuH. JIoGaBgHeTO HAa CUTATJTUITHH KbM NHOrINTA30Hd U METQOPMHUH, OCUTYPSBA 3HAYUTETHY
MOAOOPEHHSA Ha INMHKEMHUUYEUTE napaMeTpH. [IpoMaHaTa B TENECHOTO TETNIO OT U3XOAHO HUBO € noaodHa
Ha Ta3W MPH MalMEHTH, TeKyBaHU ChC CHTArJIMNTHH, B CpaBHeHuUE ¢ nnauedo. Yecrorara Ha
XUIOrTMKEMHS ChLIO € MOAOOHA MpH NaUMEHTUTE, JIEKYBAHH CbC CUTATTUNTUH UIIH MIauebo.

[Ipoy4yBaHe HA CHTarIMIITUH B KOMOUHALUA C METQPOPMHH U HHCYJIMH

24-ceAMHYHO MIaLe00-KOHTPOIMPAHO KIIMHHYHO NPOYYBAHE € MNpeAHa3HAUEHO Aa OLUCHH eEKTHBHOCTTA
u 6esonacHocTTa Ha cutarnunTHH (100 mg BeaHBX) AHEBHO) 100aBeH KbM UHCYNUH (npu cTabuiHa ao03a
3a Haii-manko 10 ceamumn) cbe uiu 6e3 meTpopMuH (Hai-Manko 1 S00 mg). I1pu maumeHTH, npUeMallu
peABAPHTENIHO CMECEH HHCYJIMH, cpeaHaTa JHeBHa J03a € 70,9 U/anesHo. Ilpn nauuexTy, npyeMaluu
HEeCMEeCeH NMpeABaPUTENHO (MeXAHHER/IPONbDKUTENHOAEACTBALL) HHCY/IMH, CPEAHATa JHEBHA 1034 €
44.3 U/auesHo. danuute oT 73% OT naiueHTHTE, KOUTO €a MpUeMaiu MeTPOPMHH Ca NPeACTaBeHH B
Tabnmua 2.

JTobaBAHETO HAa CHTATIMIITHH KbM HHCYJIMH OCUIYPABA 3HAYUTEIHO NOJOOPEHHE HA IMHKEMHYHHTE
napaMeTpd. HsiMa 3Ha4uTEIHA NPOMSAHA B TENECHOTO TEM0 OT U3XOAHOTO HHBO B ABETE ['PYIIH.

Tabauna 2: Pesyaratu 3a HbA,. npu naane6o-KOHTPOJIMPAHH NPOYYBAHHA ¢ KOMOHHHPAHO
JeYeHHe CbC CHTAMJIMNTHH B MeTthopmun*

Cpeann Kopurupana, cnpamo
CTOUHOCTH HA Cpenna npomsiua naauebo, cpeaHa

IpoyuBaue CIIPAMO H3XOAHO o
H3XOJHO HHBO B0 HbA . (%) npomaHa Ha HbA . (%)
HbA\. (%) (95% CI)

Curarnuntil 100 mg

BEAHBLX AHEBHO, 100aBeH 2.0 0.7 -0.7%

KbM (POHOBA TEPANuUA C ' ' (-0.8, -0.5)

MmeTdopmun' (N=453)

Curarmuntdd 100 mg

BeAHDBX RHEBHO, nobaBeH

kKbM )OHOBa TEPAMHA C 8 3 0.6 -0.9%

FAUMENUPHE + ' ' (-1.1, -0.7)

mMeTopMHUH'

(N=115)

Cutarnuntid 100 mg 8.8 -1.27 0.7%+

BeJHBLX AHeBHO AobaseH (-1.0, -0.5)

KbM (OHOBA Teparnus ¢

NHOI'JINTA30H +

metTdopmun’

(N=152)
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Cutarnuntin 100 mg 8.7 -0.78 .0.5584
BeHBLXK AHEeBHO, fobaBeH (-0.7,-0.4)
KbM (OHOBA TEPANHUA C
MHCYJIHH + MeTHOPMUH!
(N=223)

Havan#o neueHue (aBa
MbTH JHEBHO)": _1.6%

CHTarJMITHH 50 mg + 8.8 -1.4F (_i 8, -1.3)
meTdopmud 500 mg o

(N=183)

HauanHo nedyedue (18a
MbTH AHEBHO)!:
cutarnunTuH 50 mg + 8.8 -1.9*
meTdopmuu 1 000 mg
(N=178)

2.1
(-2.3,-1.8)

* [lonynauuaTa OT BCHUKU NEKYBaHHW MauMeHTH (Intention-to-treat aHanus).

T Haii-MankuTe cpeHH KBAJAPaTH Ca KOPUTHPAHH CIIPAMO CTaTyCa fpH NPEeXOAHOTO
AHTUXHUTNEPTIIUKEMHUYHO NICYEHHE U CTOMHOCTTA HA U3XOAHO HUBO.

1 p<0.001 B cpaBHeHue ¢ mrauehdO unu nnauedo + KOMOUHUPAHO NEUCHHE.

I HbA . (%) Ha 24-Ta ceamuua

YHDbA . (%) Ha 26-ta ceamHLa

§ Hali-Mankute cpeiHu KBaipaTu ca KOpUTrUpaHH 3a ynotpedaTta Ha MHCYJIUH TIpY BU3UTA |
(npeABAPUTENHO CMECEH CPELLY HECMECEH NMPEABAPUTENHO [MEMIMHEH HNH NPOIbIKHTENHOACHCTBAL]) U
U3X0JHA CTOMHOCT.

[Ipu 52-cenMuU4HO pOyUBaHe, cpaBHABALLO edukacHoCTTa M Be3onacHocTTa npy 10baBsaHe Ha
cutarnunTdH 100 mg BeAHBX JHEBHO WK rIUMOU3RA (CYNPOHMIYPEHHO NPOU3BOIHO) IPY MALIMEHTH C
HeRoObp FIMKEMHUYEH KOHTPOJ MpH MOHOTEpANHUA ¢ METPOPMUH, CUTATTHNTHH € noaobeH Ha rTUnu3KL
npy noHuxxapaHeTo Ha HbA 1. (-0,7% cpeaHa npoMaHa CIPAMO H3IXONHUTE CTOMHOCTH Npe3 ceamuLa 52,
CbC cpeliHa cToiHOCT Ha HbA | oT npubnuizutento 7,5% 8 asete rpynu). CpeaHara 4032 MAUNK3KA
U3MoJI3BaHa B rpymnara 3a cpasHeHue € 10 mg aHeBHO Kato npubdnnantenHo 40% ot nauudeHTUTE CE
HYAAaaT OT A03a CIMNK3KA < ME/AHEBHO N0 BpeMe Ha npoy4sareTo. Obaue, noBeye naueHTH oT
rpynara Ha CHTarfIMMTHH Ca RPEKbCHAIM NOpaay JIHINCa Ha €PUKACHOCT, OTKOJIKOTO B MPynarTa Ha
raunu3ni. [lauMeHTUTe TeKyBasu CbC CUTArVIMNTHH NOKA3BAT 3HAYUTEIIHO CPEAHO MOHUAKEHHUE CNIPAMO
H3XOJHHTE CTOMHOCTH HA TeNeCHOTO Tero (-1,5 kg) B cpaBHEHUE CbC 3HAYHTENHO MOKAYBAHE HA TErNOTO
Mpy NaLudeHTH noayvapand raunusna (+1,1 kg). B ToBa npoy4BaHe, OTHOLIEHHETO NMPOUHCYIMH KbM
WHCYTMH, MapKep 3a €(peKTHBHOCTTA HAa HHCYJIKHOBHS CHHTE3 H OCBODOXKRaBaHe, ce noaodpsBa Che
CUTArJWMTHH M CE BJIOLIABA MTPY JICYEHHE ¢ MMNU3KA. HecToTaTa Ha XUMMOTTMKEMHSA B Ipynara Ha
cutarmunTHH (4,9%) € 3HaUMTENHO MO-HKCKA OT Ta3H B rpynara Ha rannusug (32,0%).

24-ceAMUYHO N1aUe0O-KOHTPOIHPAHO KIMHHYHO NPOYyYBaHe, BKIOYBaWo 660 nauyeHT! e
MpeaHAa3HAYCHO [1a OLIEHH €(PUKACHOCTTA BOACILUA A0 HAMANISBAHE HA MHCYNHHOBHTE 103H M
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Bb3 OCHOBA Ha CTOMHOCTHTE HA KPbBHATA 3aXap Ha rJIaJHO, U3MEPEHHU Ype3 KpbBeH TecT ¢ yOoxaaHe Ha
npbeTa. [1pn naurenTuTe, npuemaiy MeThopMIH, Ha 24-1a ceamMHLA, yBEIHYABAHETO HA JHEBHATA 4034
nHcyaud e 19 [U/aHeBHO npH naukHeHTH, NEKYBaHW ChC CHTArNUMNTHH ¥ 24 [U/aHeBHO NpH nalUeHTH Ha
naauebo. [TonnxasaHeTo Ha HbA . npu nauueHTH, TEKyBaHH CbC CUTATNUINTHH, METPOPMHH U MHCYJIHH €
-1,35% B cpaBHeHue ¢ -0,90% npu nauueHTH, NeKypaHu ¢ nnauebdo, METPOPMHH H HHCYIMH, Pa3/IHKA OT -
0,45% [95% CI: -0,62; -0,29]. UecToTara Ha xunoraukemus e 24,9% npH nauUeHTH, JIEKYBAHH CbC
CUTArJUNTHH, METHOPMHUH U HHCYUH U 37,8 Y% npu nauveHTy, nekyBsaudu ¢ nnauebdo, MeTpOpMHUH H
HHCYMH. Pa3nukaTa ¢e AbMXKH OCHOBHO Ha [10-BUCOKHA NMPOUEHT NauUeHTy B (pynara Ha naauedo,
H3NUTAIH 3 WU MoBeYe enn30Aa Ha xunorinkeMus (9,1 cnpamo 19,8%). Hsima pazinka B yecTtorara Ha

TCHKKA XUITOTTTHKCMHA.

MerdopMuH

Mexanuzwm Ha oeucmesue

MerdopMnH ¢ OUrBaHUIKH C RHTUXHAEPTIHKEMHAUEH €PEKT, MoHKXKaBall KakTo faszanHara, Taka
nja3MeHarTa riKosa ciej xpaHeHe. Tol He CTUMYIMpa HHCYJIMHOBATA CEKpeLUs U CIIEJOBATENIHO HE
MpeaAU3BHKA XUTTOTTTHKEMHUSL.

MeTtdopMuH MOXKe Aa AeficTBa Mo TpU MEXaHH3IMa:

- ype3 HaMasisBaHe MPOAYKLUHUATA HA YepHOAPOoOHA rI0KO3a Ype3 HHXHOYpaHe Ha rIIOKOHeoreHe3ara
M ITMKOreHOIM3AaTa

- B MYCKYJ/HTE, Ype3 yMEepEeHO NOBHILIABAHE HA HHCYIMHOBATA YyBCTBHTEHOCT, NOJOOPABAKH
nepuepHOTO NOEMAHE U YCBOAABAHE Ha IKOKO3a

- ypes 3abapsade Ha abcopbunsra Ha rMOKO3a B ThHKUTE YEpBa.

MeThopMHH CTUMYIHPA BbTPEKNCTHUHHS CHHTE3 Ha TIUKOreH Upe3 Bb3ACHCTBHE BLPXY INIMKOTeH
cuHTeTazata. MeTrdbopMHH MOBHLLIABA TPAHCAOPTHHA KanaluUTeT Ha crneudUUHM TUIOBE MEMOpaHHH
TpaHcnoprepH Ha rioko3data (GLUT-1 1 GLUT-4)

Kaunuuna egpuxacnocm u besonacnocm

[Tpu xopara, HE3aBUCHMMO OT JACHCTBUETO CH BbPXY MNIMKEMUATE, METQOPMHUH UMa OJaronpuiaTiHu edekTu
BbpXY AUNHAHKA MeTtabonuszbM. ToBa ce JOKa3Ba NNPH TEPANEBTHUHHU KOHLUEHTPaLHH B KOHTPOIWPaHH
KJIWHHYHHU [TPOYYBAHUA CbC CPEAHA MPOABIKUTENHOCT UK ABATOCPOMHU KIMHHYHH NPOYYBAHHUA:
MET(POPMHUH HamansBea obwus xonecrepon, LDLc n HUBaTa HA TPHITHUEPUIANTE.

[IpocnekTBHOTO paHgoMHu3npaHo (UKPDS) npoyusaHe € YCTAaHOBHIIO AbJrOCPOYHATA NOI3a OT
MHTECH3WBHUA KOHTPON HA KpbBHATA 3axap pH AUabET THN 2. AHANU3BT HA PE3YINTAaTHTE MPH MalKHCHTHTE
¢ HAAHOPMEHO TErJIO, NEKYBaHU ¢ METPOPMHH Cled HEyCNeX ¢ AWEeTa CAMOCTOATEIHO MOKa3BarT:
- 3HAYUTEIHO HaMalleHUe Ha a0COMIOTHUA PUCK HA CBbP3aHUTe ¢ aMabera yCaIKHEHUA B rpynaTa Ha
mMeTdopMuH (29,8 crbutusa/l 000 nauMeHTOroAMHH) CIPAMO AHETA CAMOCTOATETHO
(43,3 cuOouTua/1 000 nauyuentoroaunn), p=0,0023 u cnpsamo rpynure Ha KOMOMHAWKA Cbe
cyJipoHrAypes M MOHOTepanus ¢ HHCynuH (40,1 cvbutug/1 000 nauuenroroaunn), p=0,0034
- 3HAYNUTE/IHO HAMAJICHHE Ha a0COMOTHHUS PHCK OT CBbp3aHara ¢ AdabeT CMBPTHOCT: MET(POPMHH
7,5 cbutusa/l 000 nauneHToroquHy, aneta camoctoaTenHo 12,7 cubutus/1 000 naliMeHTOroAMHH,
p=0,017
- 3HAYUTENHO HaMa/IeHHE Ha aDCOMIOTHUA PUCK OT obllaTta CMbPTHOCT: M
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13,5 cubutna/1 000 mauneHTOoroAMHH cnpaMo guerta camocroarento 20,6 cubutus/1 000
naumeHtoroauuu, (p=0,011) u cnpsamo rpynute xoMOuHUpaHa Cy1dOHUTYpes U MOHOTEPANUs ¢
UHCYJTHH
18,9 cubutua/l 000 nauuextoroguHu (p=0,021)

- 3HAYUTENIHO HaMaJleHHe Ha aDCOMOTHHS PUCK OT MHOKapAeH HHPAPKT: METHOPMHUH 11
croutus/1 000 nauueHTOroAMHN, AneTa camMocTosaTesIHO 18 cubutus/1 000 naunenToroauHH,

(p=0,01).

TECOS e pangomusupano npoyusaHe npu 14 671 naunenty B intention-to-treat nonynaunsara ¢ HbA,
>6,5 no 8,0%, ¢ YCTaHOBEHO CHPACUHO-CHAOBO 3a00NABAHE, KOHTO MONY4YaBaT CHTArMMNTHH (7 332)

100 mg aHeBHo (MM 50 mg AHeBHO, ako u3xoAHHTe cToiiHOCTH HAa €GFR ca >30 u <50 ml/MuH/1,73 m?)
uiu nnauebo (7 339), nobaBeHH KbM OOHYANHHTE MPUAKH CbINACHO MECTHHTE cTaHAapTH 32 HbA . 1
CBHPACYHO-ChAOBH puckoBH (daktopu. Mauuentu ¢ eGFR <30 mi/mMun/1,73 m? He ca BHOYEHH B
npoy4usaHeTo. M3cneapanara nonynauus skitousa 2 004 mauveHTH sHa Bb3pacT 275 rogfMHu U 3 324
nauueHTH ¢ 6u6peuHo yepexaare (eGFR<60 ml/mun/1,73 m?),

[To Bpeme Ha Npoy4YBaHETO, o0LUaTa H3uKcaeHa cpeaHa pasnuka (SD) s croitHocTuTe Ha HbA | Mexay
[PYNUTE HA cHTarnunTHH M naauedo e 0,29% (0,01), 95% CI (-0,32, -0,27); p<0,001.

[IupBuyHATA KpaiiHa TOUKA N0 OTHOLIEHNE HA ChPACYHO-ChAOBATA CHCTEMA € ChCTaBHa OT NbpBaTa [osABa
HA CbPAEUHO-CBAOBA CMBLPT, HedaTaneH MHoKapAeH HHpapkT, HedaTaleH HHCYIT UM XOCMHUTaIU3ALUA
nopaau HecTabunHa creHokapaua. BropudyHuTe KpaiiHH TOUKM MO OTHOLIEHHE HAa CbPACYHO-ChA0BATA
CUCTEMA BK/IIOYBAT MTbPBaTa M10%Ba Ha ChPASYHO-CbA0BA CMbPT, HedaTaneH MHOKAPAEH HH(APKT UM
HedarajleH HHCYT; MbPBATa NoABa HA MHAMBUAYATHMTE KOMIIOHEHTH Ha MbPBUYHATA CbCTaBHa; 00Lua
CMBPTHOCT H XOCMUTAIM3aALIHH NIOPA/IH 3aCTOHHA ChpAeYHA HEAOCTATHYHOCT.

Cnen npocieasBake ¢ MEAUMAHA Ha TTPOABDKUTEIHOCT OT 3 rOAHHK, CHTArMINTHH HE MTOBHILABA PHCKa OT
roJeMH BREeXeNaHH ChbpASYHO-ChA0BH ChOUTUA WM PHCKA OT XOCNUTANU3AIMA NOpadd ChpAcUHa
HEAOCTATBLYHOCT, KOraTo ce J00aest kbM 00HUaHHUTE MPUKK NIPH NALIMEHTH C AKA0ET TN 2 B CpaBHEHHE C
obuuaitiuTte rpyxu Oe3 curarnuntuu (Tabnvua 3).

Ta6anua 3: YectoTH HA KOMOMHHPAHH CLPAEYHO-CHAOBH PE3Y/ATATH H HA KJIIOYOBH BTOPHYHH
pe3yJTaTH

CHTaraunTus Ilaanebo
100 mg
YecTOoTR YecToTa
Ha 100 Ha 100 Koednnuenr
NaUHEHTO- NANMEHTO- | HA PHCKA p-
N (%) | ropaun™ | N{(%) | roanun * | (95% CI) croiinocr’
Ananans3 B Intention-to-Treat nony1anHaTA
Bpo# natiMeHTH 7332 7339
HupBHtiHA CHCTABHA
KpaiHa ToUKa
(CbpaedHO-CbAOBA CMBPT, | 839 851
HedaTasied Miuokapaed | (11,4) | 4,1 (11,6) | 4.2
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uHapKT, HedaTaIEH
KHCYJIT HUJIK
XOCTUTAIH3ALKA, TOpaLH
HecTaOWJIHA CTCHOKAPAUA)
BropnuyHa ¢hCTABHA
KpaiiHa TOYKS]
(CbpacyHO-CHAOBA CMBPT,
HedaTaleH MUOKApeH
uHdapkr unu Hedataned | 745 746 0,99 (0,89—

| uHCynIT) (10,2) | 3,6 (10,2) | 3,6 1,10) <0,001
Bropuven pesyarar
CopaeuHo-cbaoBa cMbpT | 380 1,7 366 1,7 1,03 (0,89- 3,711

5.2) | (5,0) 1,19)

BcskaksB BUA MHOKApACH
HH(papkT (paraneH u 300 316 0,95 (0,81
HedaTaneH) (4,1) |14 (4,3) 1,5 1,11) | 0,487
BcskakbB BUA HHCYIT 178 183 0,97 (0,79-
(batanex n HedaraneH) (24) 108 (2,5) 0,9 1,19) 0,760
Xocnuranu3aums nopagu | 116 129 0,90 (0,70-
HecTabunHa cteHokapaus | (1,6) 0,5 (1,8) 10,6 1,16) 0,419
Cwmupr nopaau Beskakea | 347 537 1,01 (0,90
MpU4YHHA (7,5) |25 (7,3) 2,5 1,14) 0,875
XOCIUTANKW3ALHA, TOpaaH
ChpACUHA 228 229 1,00 (0,83—
HEOCTAThYHOCT? (3,1 1,1 (3,1) 1,1 1,20) 0,983

* YecToTarta Ha 100 nauvenroroauuu e nsuucnena karo 100 x (obuwsa 6po#t naurentH ¢ =1 cubutue no
BpEME Ha JIOMyCTUMHS EPHOA HA EKCMO3MLUUA CIPAMO 00LLMs Opoit MAUUEHTOrOAWHH HA NPOCCAABAHE).
+ B13 ocHoBa Ha Moaen Ha Cox, cTpaTH(HLHpaH MO PErHOH. 3a CbCTaBHUTE KPaHHHU TOYKH,
p-CTOMHOCTHTE ChOTBETCTBAT HA TECT 32 HEMH(PEPHOPHOCT, ThPCELL Aa MOKAKE, Y& KOSPHLIMEHTHT Ha
pucka € mo-MaibK o7 1,3. 3a BCHUKH ApYrd KpaiHH TOYKH P-CTOHHOCTHTE ChOTBETCTBAT HA TECT 32
pasjIMKUTE B KoeQULUEHT HA PHCKA.

1 AHAIH3BLT HA XOCOHTANIM3ALUATA MOPAJH CbpAeYHa HEAOCTATHYHOCT € KOPUTHPAaH 3a aHaMHeE3a 3a
ChpAevHa HEAOCTATBYHOCT HA H3XOAHO HHBO.

[leauaTpuyHa nony.Jiayus

EBponeiickaTta areHius 1o aekapcreata ocBo00XAaBa OT 3aAb/IKEHHETO 32 NPEAOCTABAHE Ha
pe3yITATHTE OT NPOYUBAHUATA C pePEepPeHTEH NEKAPCTBEH NPOLYKT, ChbAbPXKALL CHTArIHITTHH/METPOPMHH
BbB BCHUKY MMOArPYIH HA NeJHATPHYHATa MONYJIaLUMs CbC 3axapeH Auabet Tum 2 (Bx. Touka 4.2 3a
HHdopMauusa OTHOCHO ynoTpeba B neanaTpusiTa).

BesonacHocTTa U eUKaCHOCTTA MPH A00aBsAHE HA CUTATIMNTHH MPU MEAUATPUYHH MMALMEHTH HA Bb3pacT
ot 10 10 17 roannu ¢ auadert THM 2 H HEAJIEKBATEH MNUKEMHUECH KOHTPOJ Ha MeT
WHCYJHMH, Ca OLIEHEHHU B JIB€ NPOYUBaHHMA 3a nepHol oT 54 ceamuun. Jlobassn
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(MPHUJIOKEH KATO CUTAMTHNTUH+METHOPMUH WM CUTATTMIITHHTMETQOPMHH ¢ YAB/IKEHO 0CBOOOK AaBAHE
(XR)) e cpaBHeHO ¢ J00aBsiHeTO Ha ryiauebo xbM MeTGopMuH 1K MeThopMHH XR,

Makap 4 /12 ce AEMOHCTPHPa NPEeBb3X0ACTBO 10 OTHOLIEHHE MOHMKaBaHeTo Ha HbA 3a
CUTArNUNTHH+MeThOpMUH/cHTarnunTuH+MerdopmuH XR naa Merdopmun Ha ceamuua 20 npu cbopHus
aHAIU3 OT TE3U ABE IPOYUBAHHS, PE3YJNTATUTE OT OTAEAHHTE NPOYYBAHHA ca HeCcbBMECTUMH. UCBEH TOBA,
He ce Habnoaasa mo-BUCcoka ePUKACHOCT Ha CHTArIMNTUHMeTQopMHH/CHTAr M NTHHMeTGOPMUH XR B
cpaBHeHHUe ¢ MeTdhopMuH Ha ceamuua 54. Cneposareso, FO3uMeT He TpAOBA 1a ce H3MON3BA NpH
MeauaTpUUHM MALMEHTH Ha Bb3pacT oT 10 g0 17 roauHH nopaay HELOCTATbYHA €DUKACHOCT (BXK. TOYKA
4.2 3a HHpopMauUHUs OTHOCHO ynoTpeda B eANATPHATA).

5.2 @apmMakoKHHeTHYHH CBOHCTBA

HO3umer

[poyuBanusTa 32 OHOCKBUBAICHTHOCT [IPY 3ApaBH YYaCTHHULM [IOKA3BAT, Y€ CHTArIHITHH/METPOPMHHOB
XHAPOXJOPHA KOMOMHHpaHH TabneTku ca GUOEKBHBAJIICHTHH HA €IHOBPEMEHHOTO MPHJIOKEHHE Ha
CUTArJUNTUH U METHOPMHHOB XHAPOXJIOPH] KAaTO OTACNTHHU TabneTkHy.

CneaHWTE JaHHY MOKa3BaT (PapMAKOKMHETHYHUTE CBOMCTBA HA OTACNHHTE aKTHBHH BELECTBA Ha
KO3umer.

CurarauntuH

Abcopbyus

Cnea nepopanHo npunoxxeHue Ha ao03a 100 mg Ha 3apaBy yHacTHHLM, CHTaraHnTHH Obp30 ce abcopbOupa,
¢ AOCTHraHe Ha MUKOBH M/1a3MEHH KOHIUEHTPALIUH (MEAHAHA tna) 1 10 4 HACa CNEA NPUIOKEHHETO,
cpeaHa naasmeda AUC Ha cutarnuntuu 8,52 uMxh, Cpa 950 nM. AbcontoTHaTa GuoHaNMYHOCT Ha
CHTArauMNTHH € npubnusutenHo 87%. Tbi kaTo MpUeMaHeTo HA CUTArIMITTHH €JHOBPEMEHHO ¢ Oorara Ha
Ma3HHHHU XpaHa He MOBIHABa (JapMaKOKHHETHKATA, CHTATJIMNITHH MOXE Ja Ce npunara ¢ unu 6e3 xpaua.

[Tnasmenata AUC Ha CUTArIMNTHH C€ MOBKILABA MO 4032 NPONOPLUHOHANIEH HAYHH,
J103a-pONOPUHUOHATTHOCT HE € YCTAHOBEHA 38 Crmax H Ca4uaca (Cmax CE MOBUILIABA NOBEYE OT
103a-TIPOMOPLMOHATHO, 8 Ca4uacs CE YBEIMHABA MO-MAJIKO OT 4032-NIPOMOPLIMOHATHO).

Pa3znpeodenenue

Cpeanuar obem Ha pasnpeneneHye B CTALMOHAPHO CbCTOAHUE CJIE] €AHOKPATHA HHTPABEHO3HO
npuioxeHa no3a or 100 mg cMTarIMNTHH HA 34paBH YHACTHHUH € npudaunsuteaHo 198 nutpa.
dpakuusTa CHTANIKNTHH 0O0PaTUMO CBRbP3aHa C [LJIa3MEHUTE NPOTEHHH € HHCKa (38%).

buompancihopmayun
CUTArJIHNTHH C€ ENHMUHHPA OCHOBHO HENPOMEHEH C YpUHAaTa, a METaboI13MbT € BTOPOCTEINEHEH MBT.
[TpubnusutenHo 79% OT CUTAarNMNTHH Ce EKCKPETHpa HEMPOMEHEH B ypHHAaTa.

Cnen nepopanta po3a ["*C]-curarnunten, npubnusutento 16% oT paauoakTHBHOCTTA C€ EKCKPETHpa

KaTo MeTaboNuTH Ha cuTarnunTHH. Ha HUBO CNeAH ca yCTaHOBEHH LISCT MeTabo _{%‘[&‘H& € 0uaKBa
Ja JonpHHAcAT 3a nnazmeHara DPP-4 nuxubuTOpHa aKTUBHOCT HA CHTATJIHIIT
[MOKA3BaT, H€ OCHOBHUAT €H3HM, OTTOBOPEH 33 OrpaHHUYCHHUS METAOOIH3bLM H
yuyactueTo U Ha CYP2CS.
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In vitro nauHuTe NOKa3BaT, 4ye cHTaraunTHH He ¢ urxuburop Ha CYP uzoensumure CYP3 A4, 2C8, 2C9,
2D6, 1A2, 2C19 unu 2B6, 1 He e unaykTop Ha CYP3A4 u CYPLA2.

Enumunupane

Cnen npunoxkeHne Ha nepopanHa ao3a ['*C)-cHTarmMnTHH Ha 3ApaBy y4acTHHUH, npubansuTenno 100%
OT MPHUIOXKEHATa PANHOAKTUBHOCT Ce enuMUHHpa ¢ dekanuuTe (13%) nim ypuHara (87%) no enHa
ceAMHLA Cle] IPUIOKEeHHETO Ha fo3arta. [IpuBuaHKAT KpaeH t1, cnen 100 mg nepopansa 103a
CHTaraunTHH ¢ npubnuanrento 12,4 yaca. CHTArjIMNTUH Ce HATPYNBA CAMO MHHUMAJIHO TMPH
MHOTOKpaTHO npunaraHe. buOpeunusT kaupbHC € npudansutento 350 mi/MuHx.

EnvMMUHUPAHETO HA CUTArTMIITHH CTaBa OCHOBHO Upe3 610peUuHa eKCKpeurs W BKIIOYBA aKTHBHA TYOY/1Ha
cexpeuus. CUTarJIMNTHH e cybcTpaT Ha 4YOBELKH OpraHnueH aHuoHeH TpaHcnoprep-3 (hOAT-3), koiTo
Moxe 61 yyacTBa B ObOpe4HOTO eTUMUHUpaHE Ha cUTarnunTuH. Knuandnoro 3ua4enue Ha hOAT-3 B
TpaHCNOpPTa HA CHTArJIMNTHH HE € YCTaHOBEHO. CHTarmMnTri € cybcTpar U Ha p-IIHKOMPOTEHH, KOHTO
MoXxe OH yuacTBa U B MEAMHPAHETO Ha OBLOPEUHOTO EMMMHHHPAHE HA CHTArIMNTHH. B ChLOTO BpeMe
LUKJIOCTIOPKH, €IHH P-TIIHKONMPOTEHH HHXHOMTOD, HE HamansBa OLOpEeUHHS KIHPBHC HA CHTATIIHIITHH.
CutarnuntiH He e cyberpar #a OCT2 unn OAT1 unu PEPT /2 tpancnoprepure. In vitro cuTaraunTHu
He notucka OAT3 (IC50=160 uM) uau p-rauxonporerdna (4o 250 uM) Meanrpanna TpaHCIOPT B
TepaneBTHYHO PEJEBAHTHH MJ1a3MEHH KOHUCHTpauuy. [1py KIMHUYHO NPOYUBaHE CUTArIMITHH UMa
MaThK eeXT BbpXY N1a3MEHUTE KORHEHTPALMH Ha JHIOKCHH, KOETO MM0KAa38a, Y€ CHTArJRATHH MOXE Ja €
cnab uHXUOUTOp HA P-TNIHKOINPOTEHH.

Xapakmepucmuxu npu nayuesmume
dapMaKOKHHETHKATA HA CUTArTIMNIITHH € KaTO LAJIO CXOJ/1HA NPH 3paBH YYACTHULM U NaUMEHTH ¢ auader

TUIE 2.

bvbpeuno yapeaicoare

[TpoBeAEeHO € OTBOPEHO MPOYHBAHE NMPH €AHOKPATHO NIPUIOKEHHE 3a OLIEHKA HA (PAPMAKOKHHETHKATA Ha
HaMasieHa f03a CUTarnunTHH (50 mg) npu NaUeHTH ¢ pa3nnyHa CTENEH Ha XPOHUHHO 6bOpeUuHo
yBpeK/JaHe B CPaBHEHHE CBC 3/ipaBH KOHTpoU. [IpoyuBaHeTo BKIIOUBA NAUUEHTH ¢ ObOpeuHo
YBpEX/JaHe B IEKa, YMEPEHa UNK TeXKKa CTeneH, KakTo H nauMeHTH ¢ ESRD wa xemoaunanusa. Ocsen
TOBA, epexTHTE Ha OLOpPEyHO yBpEXaaHe BbPXY PapMaKOKWMHETHUKATA Ha CHTAT/IMIITHH NPH MAUNEHTH C
auaber i 2 ¥ 6BOpedHO yBpEXKIAHE B NeKa, yMEpeHa M TexKa creneH (BkmouuTenHo ESRD), ca
OLIEHEHH 4YPE3 NONYNAUNOHHY PAapMAKOKHHETHYHU aHAITH3H.

B cpaBHeHHe CbC 3ApaBH KOHTPONH, nnaMeHata AUC Ha CHTarlMnTHH ¢e noBuilnasa npubiansurento 1,2
MbTH NPy naudeHTH ¢ 6u0peuHo yspexaane B neka crened (GFR>60 10 <90 ml/mMun) n cvorsetho 1,6
IBTH NpH nayueHTH ¢ 6L6peuno yspexaaHe B ymepeHa creneH (GFR>45 no <60 ml/mMun). Tsit karto
pa3MepbT Ha MOBUILIEHUETO HE € KIIMHHUMHO 3HAYHM, HE CE Hajlara KOpUrupaHe Ha 103ata Npu Te3u
MALHEHTH.

[Tnasmenata AUC Ha cuTaraunTHH ce NOBHILABA NPHOIM3UTENHO 2 IBTH NPH NAUKEHTH ¢ OBOpEeUHO

XEeMOJMANIM3HA CECHA 3anoUBalla 4 uaca chej NpUIoKEHUEeTo).
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Yeproopobro yspesicoare

He e HeoOX0AMMa KOPEKLHS Ha J03aTa CHTATIMIITHH IPH NAUHEHTH C JIEKO WM YMEPEHO YEpPHOAPOOHO
yspexaaHe (ckop no Child-Pugh <9). Hama xAuHHYEH OMUT NPH NAUMEHTH ¢ TEXKKO YEPHOAPOOHO
yBpexcaave (cxop no Child-Pugh >9). B ¢b110TO BpeMeE, Thit KATO CHTAMTUIITHH C€ €JIHMHHHPA OCHOBHO
ype3 6rOpeLuTe, HE C€ OUAKBA TEKKOTO YEPHOAPOOHO yBPEXKAAHE 1a MOBIMAC BHPXY
(hapMaKOKHHETUKATA HA CUTArJIMITTHH.

Cmapuecka éw3pacm

He ce Hanara KOpeKLHs Ha 203aTa B 3aBUCUMOCT OT Bb3pacTTd. Bb3 OCHOBA Ha nONynalHoOHeH
bapmakoKHHETHYEH aHanu3 Ha aasHu oT Pa3a | u Pazsa I, Bb3pacTTa HE 0KA3Ba KNMHKYHO 3HAYKM edeKT
BbPXY apMaKOKWHETHKATA Ha CUTAMJIANITUH. Y4aCTHULKTE B CTapyecka Bb3pacT (65 a0 80 roanHu) umar
npubnusnuTenHo 19% no-BHCOKH nia3MeHH KOHUEHTPALHK HA CUTATIUNITHH B CPABHEHUE C MMO-MJIaH
YYaCTHHULIH.

[Teouampuyuna nonyaayus

(hapMaKOKMHETHKATA Ha CHTATUNTHH (eAuHKYHa n03a 50 mg, 100 mg unu 200 mg) e u3scneanaHa npu
neauatpuyHi nauueHT! (Ha Bu3pact ot 10 10 17 roaunu) ¢ anaber tun 2. [1pu ta3u nonyaauns, AUC Ha
CHUTArJHITHH B MJla3MaTa, KOpMrHpaHa crpsAMo 403ata, € npubnusutesHo 18% no-HHCKa OTKONKOTO NPH
Bb3paCcTHH nauueHTd ¢ guaber Tun 2 npu go3a 100 mg. He ca nposexaaHy Npoy4YBaHHS CbC
CUTArNHNTHH NPY NEeJHATPHYHKN NALHEHTH Ha Bb3pacT <10 roauHH.

Jpyeu xapaxmepucmuxu na nayuesmume

He ce Hanara KOpexuus Ha 003aTa B 3aBUCUMOCT OT IIOJ, paca UiIn HHAEKC Ha TesiecHa Maca (BMI). Tesu
XapaKTEPUCTHKK HAMAT KJIIHHHYHO 3HaUdM e(eKT BbpXy (PapMaKOKHHETHKATA HAa CHTAMIUIITHH CROpEA
KOMOWHHpaHHS aHaln3 Ha PapMaKOKMHETHYHHUTE AaHHU oT Dasa | v nonynaunoHeH GapMakKOKHHETHUEH
aHanu3 Ha aaHHu ot Dasa | u Qa3za [l.

MeTtdopmuH

Abcopbyus

Cinen nepopanHa 1032 METHOPMHEH, tmax CE€ AOCTHIA O 2,5 yaca. AGcomMOTHaTa OHOHATMYHOCT Ha
tabnerka merdopmus 500 mg e npubnuzutento 50-60% npu 3apasn yuactHHUH. Crien nepopainHa 103a,
Heabcopbupanara ¢pakius, OTKpKUTa BbB dexanuute € 20-30%.

Cnen nepopaneH npuemM, abcopbumnsta Ha METHOPMHUH € Haculala ce U HenbyHa. CMsTa ce, ye
apMakoknHeTHKaTa Ha abcopbumsaTa Ha MeT@opmMuH e HenuHelHa. [Ipn obuyakiny Ko3u METHOPMHH H
JO30BH CXEMH, MJIa3MEHUTE KOHUEHTPALKH MPH CTALUHOHAPHO CbCTOSHHUE CE€ AOCTHIaT B PAMKHUTE HA
24-48 uaca ¥ KaTo uano ca rno-maiako or 1 ug/ml. Ilpu koHTpOAHpaHU KIHHWUYHHU TpOYyYBaHHUA,
MaKCUManHUTe naasMeHu H1uBa Ha MeTHOpMHH (Crax) HE NpesriuasaT 5 pg/ml, 1opy Npu MakCUMAaNTHH

JAO3H.

XpaHaTta HaMansaBa cTeneHTa U ciabo 3abasa aGcopbuusita Ha MeTdopmuH. Chel MPHIOKEHUE Ha 1033 OT
850 mg, ce Habmoaasa 40% No-HUCKA MUKOBA NJ1a3MEeHa KOHLEHTpauus, 25% Hamase AUC 1

FHAYUMOCT HE € H3BCCTHA.

Paznpeodenenue
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CBbp3BaHETO € MJIAIMEHHTE NPOTEUHU € HE3HAYHTENHO. MeT(hOPMHUH Ce pasnpenens B EpUTPOLHTHTE.
KpbBHUAT MUK € NO-HUCHK OT NJA3MEHUS MUK U CE NOABABA NMPUOIHIUTENHO N0 CHLIOTO BPEME.
YepBeHUTE KPBBHU KJIETKH Ha#-BEPOATHO MPEACTABIABAT BTOPHYCH KOMIAPTUMEHT HA PA3NPEAENCHHE,
Cpenuusat Vd Bapupa mexay 63-276 1.

Buompanchopmayun
MeTdopMHH C€ eKCKpeTHpA HENPOMEHEH B ypuHaTa. [Ipu xopara He ca ycTaHOBeHu MeTaboNuTH.

Enumunupane

Bropeunnar xiuprHe HA MeTopmuH € >400 ml/MuH, KOETO NOKa3Ba, Ye METGOPMHUH CE SIIUMUHUPA Hpe3
rioMepynHa ¢puatpauus u TyOynHa cekpeurs. Ciaex nepopasita 103a, NPUBUAHKAT TEPMHHANEH
eMMHHALMOHEH MOTYXHBOT e npubausutento 6,5 h. Korato Onbpeunara $pyHKuus € yBpeaeHa,
OBOpeyuHus KIMPBbHC ce HaMaNlABa B CbOTBETCTBHE € TO3H HA KPEATHHUHA U CJIEJ0BATENHO
eJIMMHHALMOHHUSAT MOTYXHBOT C€ YABJKABA, KOSTO BOAU 10 OBUILIECHY HHBA HA MeT(OPMHUH B Njia3Mara.

5.3 [IpeaxauHuyHH JaHHH 3a ODe3onacHoCT
He ca nposexaaHd npoyyBaHUs € XXUBOTHHU ¢ KO3uMmer.

[Tpu 16-ceAMUYHH NPOYUYBaHKA, B KOHTO KyUeTa ca TPETHPAHH WK C MET(OPMHH CAMOCTOATEIHO HIIK C
koMOHHALKA OT METHOPMUH W CUTArIUITTHH, HE € HabNoJaBaHa AOMBAHUTENHA TOKCHUHOCT OT
komOuHaumara. NOEL B Te3u npoyusanus ce Habnioaaga NpH €KCNO3HLMA HA CATArTUNTHH
MPHOIM3UTENHO 6 MHTH MO-BUCOKA OT Ta3H NP XOPa ¥ NPH EKCIO3MLIMA HA METHODMUH TPHONUIUTENHO
2,5 NBTH MO-BHCOKA OT Ta3M NPHU Xopa.

CrnenHuTe JaHHHU Ca HAXOJKH NMPH NMPOYUBAHHSA MPOBEACHH CbC CHTArIMIITHH I MeTQOPMHH
CaMOCTOSTEHO.

CHUTArJIHNTHH

brbpeuna u yepHoapobHa TOKCHHHOCT ce HabmoJaBa npy rpu3adM NpU CTOHHOCTH Ha CHCTEMHA
eKCrno3uuus 38 MbTH HO-BHCOKH OT HHBOTO Ha €KCNO3HULHATA IIPH XOpa, a HUBOTO 0¢3 edekT e
onpeaencHo Ha 19 NbTH MO-BUCOKO OT TOBA NIPH XOpa. AHOMAJIMH Ha pe3LHTe ce HabaoaaBaT npH
MIbXOBE NPYU HUBA HA eKCNO3HUMA 67 TbTH O-BUCOKH OT HUBOTO HA KNAHHUYHA €KCIIO3NLUMA; HUBOTO, De3
edeKT NpH Ta3u HAX0Jka € S8 MbTU NO-BUCOKO, CBIVIACHO Pe3yNTaTHTE OT 14-CEAMUYHO NPOYyUBaHe MpH
[UTbXOBE. 3HAMCHHETO Ha T€3M HAXOAKHU MPH XOpa HE € U3BECTHO. TPaH3UTOPHH, CBbP3aHH C JIEHEHHETO
(bHIHUECKH NPOSABU, HAKOW OT KOUTO NMPEANONaraT HaAIMYHETO Ha HEBPONOrHUHA TOKCHYHOCT, KaTo
AMLIaHE ¢ OTBOPEHA yCTa, CAIMBALIMA, EME3HC Ha Os1a NsHA, aTAKCHA, TPENEPEHE, HaMalleHa AKTHBHOCT
H/WJH H3rbpbeHa mosa ce HabaraaBaT NPy Ky4eTa [P HUBA HA €KCNO3ULUA NPUOIM3UTENHO 23 BLTH NMO-
BUCOKH OT HUBOTO HA KIIMHUYHA eKCno3uuns. OCBEH TOBA, MHOIO JIEKA 0 JIEKa KOCTHO-MYCKYJIHA
aeredepauus ce Habnrogaea U XMUCTONOTMYHO MPH 1034, JaBallly HHBA HA CUCTEMHA EKCIO3ULIUSA
NMpUOIU3UTENHO 23 MLTH MO-BUCOKH OT HHUBOTO Ha eKCno3uuus npHu xopa. [Ipu Te3u pesyarati, HUBOTO
Oe3 edekT e NpH eKCNo3uilHs 6-KpaTHO NO-BUCOKA OT HKBOTO HA KIMHUYHA €KCNIO3ULIHA.

CHuTarnunTHH He NOKa3Ba reHOTOKCHYHOCT B X0/1a Ha NPEAKNAHHHUYHY NpoyyuBaHus, C
kaHUeporeHeH npu MUIIKY. [Ipy nmabXoBe UMa NMOBUILUEHA YECTOTA HA YEPHOAPOOH
KapUHHOMM NPK HHBA HA CHCTEMHA EKCMO3HUUSA 38 MBTH NO-BHCOKH OT TE3M NpPH
YCTAaHOBEHO, Y€ XENaTOTOKCHYHOCTTA KOPENUPA ¢ UHAYLIMPAHETO Ha YepHoapod %
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MIBXOBE, Ta3H NOBHILEHA YECTOTA HA YePHOAPOOHH TYMOPH HpH MIBXOBETE € BEPOATHO BTOPHUHA,
BCJICACTBHE HA XPOHHYHA XeNAaTOTOKCHYHOCT NPHU Ta3u BUCOKA 1034a. [lopaau BUcOKkaTa rpaHMLa Ha
oezonacHocT (19-nbTH HO-BUCOKA NpH TOBA HUBO O€3 eeKT), Te3W HEONNACTUYHH MPOMEHH HE C€ CYMTAT
PEJIEBAHTHH 34 XOpa.

He ca nabaoaaBaHH CBbP3aHH € JEYEHHETO eekTH BbpXy PepTUIHTETA NPH MBXKKH H )KEHCKH MIbXOBC
NOAYHHUAN CHTATIUITHH MPEJX U MO BpEME Ha YU TOCBaHE.

[Tpy npoyuBaHe BLPXY npe-/MOCTHATANHOTO Pa3BUTHE HA MJIbXOBE CHTArNMIITHH HE MOKa3Ba HEXENaHH
peakLHH.

[TpoyuBaHMsATa BLPXY penpofyKTUBHATA TOKCHYHOCT MOKA3BaT HAMTHYHETO HA CBbP3aHa C JICHEHHETO,
JIEKO yBeJH4Y€Ha YyecToTa Ha MaindopMaLHu Ha pebpa Ha deTyca (JIMNCBALLH, XUTOMIACTUYHH M [LIABALLH
pebpa) Npy NOKONREHHETO Ha MUTBXOBE NPH HUBA HA CHCTEMHA EKCMNO3HLIMA NOBeYE OT 29 MbTH NO-BUCOKH
OT Te3u NpHU Xopa. TOKCUYHOCT Ha MaiKkaTa ce Habm asa npu 3aiMuu Npu HUBA noseye OT 29 NbTH 1o-
BHCOKH OT HHBaTa Ha ekcrno3nuusa npu xopa. [lopaan sucokara rpannua Ha 6e30MacHOCT, TE3H HAXOAKH
He NpeAno/araT CbUECTBYBAHETO HA CbOTBETEH PUCK 34 PeNPOAYKTHBHOCTTA NpH Xopa. CHTArIUNTHH Ce
CeKpeTHpa B 3HAUUMH KOJIIMUYECTBA B MJISIKOTO HA IAKTHPALLM ILUIbX0BE (OTHOLIEHUE KbpMa/nazma: 4:1).

MetdopMHH

[IpeakIMHUYHHATE AaHHH 3a MeTdOPMHH He pasKkpHBaT ocobeH pUCK 3a xoparta Ha Oazarta Ha
KOHBEHUHOHANHH (PApMAKOJOTHUYHHU MPOYYBaHHUA 3a 6€30MaCHOCT, TOKCHYHOCT NMPH MHOTOKPAaTHO
NpUJaraHe, reHOTOKCHYHOCT, KAPLUMHONCHEH NOTEHLMA/, PENPOAYKTHBHA TOKCHYHOCT.

6. ODAPMAIIEBTHYHHA JAHHH

6.1 CnuchbK HA NOMOINHHTE BellecTha

Aapo na TabneTkara
MukpokpucTaiHa uenayJo3a, tun 101

[ToBuaon K29/32
Harpues creapundymapar
HaTtpues naypuncyngar

DUAMOBO NOKPHTHE

[Tonn{BHHHIOB AIKOXO0J1) — YaCTUYHO XHApOoau3upaH (E1203)
Makporon 4000 (E1521)

Tank (E553b)

TutanoB anoxcua (E171)

YepseH xkeneseHd okena (E172)

Yepen xenesen oxkeug (E172)

6.2 HechBMeCTHMOCTH

Henpunoxumo
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6.3 Cpok Ha rogHOCT

36 Meceua

6.4 ChneuHaJHH YCIOBHS HA ChXpaHEHHE
Ha ce chxpansea noj 30°C.

6.5 Bua u chAbpKaHHe HA ONAKOBKATA

Benu, Henpo3pauuu 6nucrepu ot PVC/PE/PVDC//Al ¢ponvo. bavctepuTe ca onakosaHd B CroHarta
KApTOHEHA KyTHs C [PUIOKEHA JIMCTOBKA 32 MalHeHTa.

Onaxoskd no 28, 30, 56, 60, 98, 120, 196 ¢punmMupanu TabneTku, rpynoBH OMNaKOBKH, ChAbpKaluK 196 (2
onakoBkH Mo 98) duamupanu TabaeTku.

He BcHUYKK BHIOBE ONMAKOBKH MOTAT jla ObJaT AyCHAaTH B npojaxba.
6.6 ChneuHaJH#u NpeANa3HH MEPKH NPH H3XBLPJISAHE

Hen3non3saHuAT NEKAPCTBEH MPOAYKT WK OTNATb4HUTE MATEPHAIN OT Hero TpabBa Ja ce U3XBLPAAT B
CbOTBETCTBHE C MECTHHTE U3UCKBAHHA.

7. INIPUTEXATEJI HA PASPEHIEHHETO 3A YIIOTPEBA
Gedeon Richter Plc.

H-1103 Budapest

Gy6mréi at 19-21.

YHrapus

8. HOMEP(A) HA PA3PEILIEHHUETO 3A YINIOTPEBA

Per. Ne 20220006

9. JATA HAIIBPBO PA3PEIIABAHE/TIOJHOBSIBAHE HA PASPEHIEHHUETO 3A
YIIOTPEBA

Iara Ha nkpBO paspewasane: 04.01.2022
JlaTa Ha nmoc/ieJHO NOAHOBABAHE:!

10. JATA HA AKTYAJIH3NPAHE HA TEKCTA

17.04.2026
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