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2. KAYECTBEH H KOJIMYECTBEH CHCTAB N A NE st ke e

Beska dnMupana TabneTka ChabpKa CHTANMNTHH XMAPOXIOPK MOHOXH/IPAT, eKBUBANCHTEH Ha SO mg
cutarnunTuH (sitagliptin), u 850 mg merdopmnnor xuapoxiopua (metformin hydrochioride)
(croTBeTCTBAWIO HA 660 Mg MeThopMHH).

3a NbHHA CNHCHK HA TOMOILHMUTE BelleCTBA BHKTE TOUKa 6.1.

3. JIEKAPCTBEHA ®QPMA
@OuaMHpaHa TabreTka

Po3oBa, npoasnrosara, A80HHO HanrbKHANA dunMHpaHa TableTka ¢be 3a001€HH prboBse, ¢ penedHo
u300paxenue ,,AE3“ o1 ennara cTpaHa M riazgka or Apyrara, ¢ ap/bkuHa 17,7 mm n wmpuna 10,0 mm.

4. KAIHHHYHH JAHHI

4.1 TepaneBTHYHH NoKa3ZaHHA

Ilpy BBE3pacTHH NALMEHTH ChC 3aXapeH Axaber Tum 2;

IO3HMeT € oka3aH KaTo NOMbAHESHHE KbM IMeTA U YIPAKHCHHA 33 NOAOGPABAHE HA IMHKSMHYHHA
KOHTPOJI NPH NALNKEHTH, NPU KOHTO HE € MOCTHTHAT 3aJ0BOIMTENEH KOHTPOJ ¢ MAKCHMAJTHATA MOHOCHMA
33 TAX 1033 METPOPMHH CAMOCTOATENHO HITH KOMTO BEUE Ce JIEKYBAT ¢ KOMOHHALMA OT CHTATTIMITHH U
MeTPOPMHH.

HO3nmMet € nokasaH B KOMOMHALAA ChC CyNGOHHNYPERHH NPOUIBOIHH (T.€. TPOHHO KOMOHHHPAHO
JIeYeHHE } KATO AOMBJIHEHHE KbM THETd H YNPAXKHEHH PH MALHEHTH, IPH KOHUTO HE € MOCTHTHAT
3310BOJIUTENCH KOHTPOJ ¢ MAKCUMANHATA MOHOCHMA 34 TAX 11033 METHOPMUH H CYN(OHWITypeEs.

FOsumerT e nokasaH kaTo TpoiHO KOMOHMHHPAHO JICYEHHE C TIEPOKCH3OMEH TPOIudepaTop-aKTHBHPAH
peuentop rama (PPARY) aronuct (T.e. THa30MMAHHAMOH) KaTO NOITLJIHEHHE KBM JHETA H YIIPAKHEHUS
NpH NAHCHTH, TPH KOUTO HE € IMOCTHIHAT 33J0BOJIMTEIICH KOHTPOJ ¢ MAKCHMAJIHATA TOHOCHMA 34 TAX
no3a merpopmud u PPARy aronwcr.




HO3uMeET CBIIo e MmoKkasaH KaToe Jo6aBKka KbM HHCYJIHH (T.€. TPOHO KOMOHHHPAHO J€UYSHHE) KaTo
ACIMBbJIHEHUE KbM AHETATA H YIPAKHEHHSTA 33 NOJ00pABaHE HAa MHKEMUYHHS KOHTPOI [IPH NALHEHTH,
KOraTo MOCTOAHHATA /1032 Ha MHCYJIHH ¥ MeTHOPMHH CAMOCTOATENHO HE OCHTYpsiBa aieKBaTeH
TIIUKEMHYEH KOHTPOI.

4.2 [o3upoBKa H HAYHH HA NPHIOXKEHHE

ﬂﬂBH@B Ka

Jlo3upoBKaTa Ha AHTUXHNIEPTIUKEMHYHOTO NeueHHe ¢ KO3numMeT Tpabea aa Gbae HHAMBHAY ANH3HPaHa Ha
0asara Ha HaCTOALLMS PEXKHM Ha NaluenTa, €PEKTHBHOCTTA H TOJNEPAHTHOCTTA, KATO HE Ce NPEBHINABAT

MaKCHMAJTHATA NpenophYBada JHEBHA A03a ot 100 mg CHTarTMNTHH.
Bwspacmnu ¢ Hopmanna 6vbpeuna pynxyus (GFR>90 mli/mun)

an NalHCHTH, ITPH KOHTO HE € MOCTHIHAT 33JOBOJHTEICH KOHTPON ¢ MAKCUMAAHATa MOHOCHMA 1034

MeT(OPMHH KAaTO MOHOTEpANHA

[Ip nauHeHTH, Npx KOHTO HE € NOCTHIHAT 3aJ0BOJIHTENIEH KOHTPON ¢ MET(GOPMHH CAMOCTOSTEINHO,
oOHualiHaTa HayanHa qo3a TpabBa Aa J0CTaBM /1033 CHTAMNIMIITHH B 71032 50 mg 1Ba mbTH auesHo (100 mg
00Ina HeBHA 103a) TUHOC A03aTa METPOPMHH, KOSTO BEYE € NpHeMaHa.

HIJPI [MAlHCHTH, KOHTO NMPpEMHUBABAT OT EAHOBPEMEHHO NMPUJIAraHe Ha CHTArTHNTHH H MCT d)()pMHH

[Ipu nanueHTH, KOUTO NPEMHHABAT OT €JHOBPEMEHHO IPUIIATaHE HA CUTATMATHH H METHOPMHH,
neueHueto ¢ FOzumer Tpabea na ce 3anouse ¢ 103aTa CHTATTIHITHH M MET(HOPMHEH, KOSTO BEYE €
IIpHEMAHA.

IIpH nanMeHTH, IPH KOMTO HE € MOCTHIHAT 33[J0BONATENEH KOHTPOIL C ABOHHO KOMOHHHPAHO JICYEHHE C
MaKCHMAaIHATa TOHOCHMA A033 MeThOpMHH H cYAPOHH A

Ho3ara TpsaOBa na nocTaBH CUTArIMNTHA B 1033 50 mg aBa mbTH fHeBHO (100 mg 06ma nueBHa A03a) u
1033 MeT(HOPMHH, oA0OHa Ha A03aTa, KoATO Beue € npuemana. Korato KOsumer ce n3nonssa B
KOMOHHANMA Cxe CyIpoHINYpes, MOXKE Ja ce HaNloXH ynoTpebaTa Ha No-HHCKA J03a CyahoHunypesd, 3a
Aa C& HaMAIH PHCKBT OT XHIIOTTIHKEMH (BXK. TOYKa 4.4).

IIpy MAUNEHTH, [IPH KOUTO HE € MMOCTHIHAT 3aA0BOJIHTENEH KOHTPOJ ¢ ABONHO KOMOMHHPAHO NEYECHHE C

MaKCHMAJIHaTa [TOHOCcHMA 1033 MeTrdopmus 1 PPARY aronuct
Jlo3ata TpabBa A2 nOCTaBH CHTArJIMITHH B 1032 50 mg apa meTH guesno (100 mg obiia nHeBHa J03a) M

no3a MmeThopMuH, nono6GHa Ha [03aTa, KOATO Beye € IPHEMaHa.

le-] NANHCHTH, TIPDH KOHTO HE € NMOCTHUI'HAT OBOJHTCIICH KOH 71 ¢ ABOHMHO KOMOHHHPaHC ACUYEHHE C
HHCYJINH H MakCHMATHATA NOHOCHMA J10338 METHOPMHH

Jlozara TpAOBa na AOCTABH CHTArUNTHH B f03a 50 mg aBa mbTH AHeBHO (100 mg ofuia AHeBHa 1033) H -
Io3a MeTopMuH, ToAoOHa Ha Z03aTa, KoATO Beve ¢ npHemana. Korato HO3uMmer ce u3nonsea B

KOMOHMHALMA ¢ HHCYJIMH, HUCKATA JI03a HHCY/IHH MOXE JIa € HeoOX0nHuMa 34 peAyLIMPaHe Ha PHCKA OT
XANOTIHKEMUS (BK. TOuKa 4.4),

3a pa3nuuHHuTe No3H MeTdopMuH, FO3umer ce npeaiara B KOHUEHTpauud no S0 mg CHTarnunss
850 mg meTdopMuHOB Xuapoxnopua iy | 000 mg MeTHOpMHHOB XHAPOXIIOPH.




Benyky nauuenTs TpAGBa 12 NpoOgb/KAT PEenopbuaHaTa HM JHETa C aJleKBaTHO pasfpe/clieHie Ha
MPHEMA HA BBIIIEXHAPATH Mpe3 ACHS.

Cneyuannu nonyaayuu

brOpeuHo yBpexkaaHe
He ce Hajiara Kopekuus Ha 03aTa [IPH TALMEHTH ¢ J1eK0 Gu0peuno yBpexaane (CKOPOCT HA MIOMEPYJIHA

¢puntpauns [GFRJ>60 ml/mun). ITpeau 3anousane na neveHHe ¢ NPOAYKTH, ChAbPXKaIM MeTGOPMHH,
TpsabBa fa ce HanpaeH ouenka Ha GFR cToliHoCTHTE, a clle/l ToBa — MOHE BEANEK roguinHo. [TpH
MALKMEHTH ¢ NOBHILIEH PUCK OT [IO-HATATHIHHO NpOrpecHpate Ha OrOpeYHO YBpEKIaHe H IPH NALMCHTH B

CTap4ecka Bb3pacT TpAOBa Mo-4ecTo Ja ce Mpasu OneHKa Ha OhOpeuHara GyHKIHSA, HanpHUMeEp Ha BCEKH
3-6 Mecena.

3a npeAnoOvMTaHE € MAKCHMAJIHATA JTHEBHA 11032 MeT(OPMHUH A2 Ol pas3nencHa Ha 2-3 THEBHH JO3H.
@akTOpH, KOUTO MOTaT ia YBETHYAT PUCKA OT JIAKTATHA aluao03a (Bx. Touka 4.4), Tps6sa na Gbaar

npepasrneaani, NPCAH Aa ce OOMHUCIIH 3anouBaHETO Ha AeYeHHE ¢ MeTHOPMHH NPH NAHEHTH C
GFR<60 ml/MuH.

AKO He € AOCTBIIHA A030Ba (opMa Ha IO3uMeT ¢ aeKBaTHO KOAHHECTBO HA AKTHBHOTO BEIIECTBO, BMECTO
KOMOHHaIHA ¢ PUKCHPaHH A03H TpsaGBa a ¢& H3NOA3BAT OTACAHHTE MOHOKOMIIOHEHTH.

GFR mL/min Metgopmun CHTArIHIITHH
60-89 Maxcumannama oneena dosa e 3000 mg. | Makcumannama oneena do3a e

Moowce 0a ce obmucau nonudicasane Ha 100 mg.
003ama b6 6PbL3KA C HAMAAAEAHEMO HA

bvbpeunama pynxyus.
45-59 Maxcumannama onesna oosa e 2000 mg. | Maxcumannama Oneena dosa e
Havannama oo3sa e nati-mHozo 100 mg.

RNOROBUHANMA OM MAKCUMARHAMA 0034.

JO0—44 Maxcunarnama oneena doza e 1000 mg. | Maxcumankama Oneerna dosa e
Havarnama oo3a e nati-muoeo 50 mg.
RONOBUHAMI OM MAKCUMATHGMA 0034.

<30 Memopmun e npomusonoxasan. Maxcumannama Onesna 0o3a e
2) mg.
eproapoOHO yBpexkAaHe

K)3umeT He TpAOBa A ce W3M0JI3Ba NPH NALMEHTH C YepHOAPOOHO yBpexane (BXK. Touka 5.2).

(Crapyecka Bb3pacT
T'vii KaTO METQOPMHH M CHTArTUIITIHH Ce eKCKpeTHpaT 4pe3 6ubpenuTe, HO3uMeT Tpabpa fa ce U3MoJI3Ba ¢

[IOBUIICHO BHHMaHHE NpH HanpeJBaHe Ha BB3pacTTa. Heobxonumo e Mmountopupane Ha 6n6peunara
¢yHKuYs, 32 12 ce NOANIOMOTHE NPEANA3BAHETO OT CBBP3aHATA ¢ MeTHOPMHH NIAKTATHA AI{HAQMHaH—
BCYE B CTApUeCKa Bh3pacT (BXK. Touku 4.3 1 4.4).




Ileduampuuna nonynayus

KoMOHHa1Ms OT CHTarTMNTHH U METGOPMHH He TpAOBa /1a Ce H3NOA3BA MPY AEila U IOHOUIH Ha Bb3PacT OT
10 no 17 rominsu nopaau HegocTaTbyuHa edukacHocT. HanuvHMTE NOHACTOAILIEM IaHHH Ca OMHCAHH B
TOYKH 4.8, 5.1 u 5.2. KoMOHHaUHS OT CHTATJIMIITHH H METGOPMHEH He € NIPOYYBAH [IPH NEAHATPHYHH
NalUeHTH Ha BB3pacT noj 10 roguHH.

HaudH Ha nprioxkeHue

HO3umer TpsadBa xa ce npueMa ABa TLTH AHEBHO C XpaHa 3a HaMAJISBAHE HA HEXKCIIAHATE PCAKLHU OT
CTpaHa Ha CTOMAINHO-YPEBHUS TPAKT, CBbpP3aHH C METHOPMHH.

4.3 IIpoTHBODOKA3AHHA

HO3uMeT € MPOTHBONOKA3aH NPH NALHEHTH ChC:
- CBPEXYYBCTBHTEIHOCT KbM AKTHBHUTE BEILECTBA WIH KbM HAKOE OT NIOMOIUHHTE BEIIECTBA,
H30poeHH B Touka 6.1 (Bx. ToukH 4.4 u 4.8);
- BCEKH THI OCTpa MeTa0ONIMTHA auma03a (KaTo JJakTaTHA alHa03a, 1HadeTHa KeToalnao3a);
- auabeTHa mpekoMma;
- TeXKO 0h6peuno yepexaane (GFR<30 ml/MuH) (BX. Touka 4.4);
- OCTPH CbCTOAHHA ¢ BB3MOXKHOCT A4 H3MEHAT ObOpeuHara pyHKLHA KaTo:
- AeXUApaTanu,
- TeXKH HHPEKLHH,
- IOK,
- BBTPECHAOBO NPUIIOKEHHE HA HOAHPaHH KOHTPACTHH BelleCcTBa (BX. Touka 4.4);
- OCTPO HJIH XPOHHYHO 3a00/5BAHE, KOETO MOXKE A MPUYHHUA XHIIOKCHA Ha TBKAHHTE KATO:
- ChpAEYHA HIIH PECIHMPATOpPHA HEAOCTATHYHOCT, |
- CKOPOUICH MHOKapAcH WH(apKT,
- ILOK;
- YEPHOAPOOHO YBpEKIaHe,
- OCTpa aIXOX0NHA HHTOKCHKALIHS, alKOXOMHIbM;
- KbPMEHE.

4.4 Cnennannn npegynpekacHnsl H NPeANA3HHA MEPKH IpH ynoTpeda

OO
IO3umer He TpaGBa Aa ce H3NMON3Ba NPH MaLUHEHTH ¢ AnabeT TMN | U He TpsAOBa Ja CH W3NO0J3BA 32
NievyeHHe Ha JHa0eTHa KeToAHa034.

OCTBp NaHKpPEaTHT
Ynorpebara Ha DPP-4 utixuGuropy € cBbp3aHa ¢ pHCK OT pa3BHTHE HA OCTBP MaHKpeaTHT. [lanneHTuTe
TpAOBa Ja ObaaT UHPOPMUPAHM 33 XapaKTepPHHS CHMIITOM Ha OCTBP NMAHKPEATHT: MEPCACTHPAIIa, MHOTO
CHJIHA KopeMHa b6oJika. Cliel mpeKpaTsaBaHe Ha CUTArIHNTHH ce HabloAaBa OTUIyMABaHe Ha MAHKPeaTHTa
(¢BC MM 683 HOATHPXKALIO JISUESHHE), HO B MHOTO PEAKH CIIyYaH € ChOOIIABAHO 33 HEKPOTH3HPAL HIH
XEMOparH4eH NaHKpeaTHT W/ HIH CMBPT. AKO HMAa CbMHEHHS 32 NAHKpEaTUT, TpA0Ba J1a ce MPeKps




NAHKPEATHT, NpHeMbT Ha HO3umMer He TpabdBea fa ce Bp300HOBABA. HeoOX0n1MMo € MoBNILIEHO BHUMAHHE
NpH NALMHEHTH C AHAMHE3A 34 NAHKPEATHT.

JIAKTATHA alMI03a
JlakTaTHaTa anjHA03a, MHOTO PSIAKO, HO CEPHO3HO METAOOMTHO YCIIOXKHEHHE, HalH-9€CTO HACTHNBA MPH
OCTPO BNOILABaHE Ha ObOpeUuHaTa PYHKILHUS, KapAHO-pPecIHpaTOPHO 3a00NIBaAHE HIIH CETICHC.

HartpynsaHero Ha METQOPMHH HACTBIIBA TIPH OCTPO BioIIaBaHe Ha ObOpednata Gpyuxums ¥ yBeaHdyaBa
PHCKa OT JIAKTaTHA alBa03a.

B cnyvaii Ha nexupaTallis (Texxo NOBphINaHe, JHAPHS, TPECKA MM HaMalleH TIPHEM Ha TEYHOCTH)
TPA0Ba BPEMEHHO [ CE CIIPE MPHEMBT HA MET(OPMHH H € NPETIOPBYMTENHO Ja Ce YCTAHOBH BPEB3Ka C
MEIHLUUHCKH CHCIHANKCT.

[IppeMBT Ha NeKAPCTBEHH NPONYKTH, KOHTO MOTAT OCTPO Ja YBpeAsST ObOpeunata ¢yHknus (kaTo
AHTHXHIIEPTCH3UBHU CpeacTa, AuypeTHH U HCIIBC) Tpsabpa na ce 3ano4He ¢ NOBHIIEHO BHUMAHHUE NPH
MAaUMEHTH, JICKYBaHH ¢ METQOpMHH. JIpyrH puckoBH (aKTOPH 3a JaKTATHA allHAO3a Ca IPEKOMEPEH
MPHEM Ha aNKOXO0J1, YePHOAPOORA HEXOCTATHYHOCT, HEAOCTATHYHO KOHTPOJHPaH AHaleT, KeTo34,
NPOALDXHTENHO MMAAYBAHE H BCAKAKBH CHCTOAHMS, CBbP3aHH C XHUITOKCHS, KAKTO ¥ €JHOBPEMEHHATA
ynorpeba Ha NEKaPCTBEHH NPOAYKTH, KOMTO MOTaT Aia MPUYMHAT JAKTATHA aluao3a (K. Toukd 4.3 1 4.5).

Ianuenture u/unu Gonnorneaaunte TpgOea Aa 6LaaT HHPOPMHPAHH 3a PHCKa OT AAKTATHA allHA03a.
JlakTaTHaTa auKA03a CE XapaKTepH3Hpa C allMI03Ha AMCIHE, KOpeMHa 5ONKa, MyCKYJIHH KPaMITH,
aCTCHHS M XHIIOTEPMHUS, TOCAEABAHH OT KOoMa. B ciryyall Ha CEMHEHHE 33 CHMIITOMM NAlHEHTHT TPAOBA
fla cripe npreMa Ha MeT(OpPMUH U He3abaBHO Ja MOTHPCH JIEKapCcKa MoMoLl, JIHaTHOCTHYHHTE
nabopaTOpPHH HAXOAKH €a NOHIKeHO KpBhBHO pH (<7,35), NOBRILECHN HUBA Ha NNIa3MEHHs JIAKTaT

(>5 mmol/l) n noBHIIEHA aHHOHHA Pa3HKA H CHOTHOIICHHE NAKTaT/MHpyBaT,

buOpeuna gynkums

Ilpeau 3anouBaHe Ha JleueHHETO TPAOBA 14 CE HaNpaBH OUEHKA Ha cTofiHocTHTe HAa GFR H pesoBHO cnen
ToBa (BX. Touka 4.2). KO3umer e nporuBonokasan npu nauuenTd ¢ GFR<30 ml/MuH 1 Tpa6Ba na Gbae
BPEMCHHO CNIPSH NPU HATHYHUE Ha CHCTOAHMSA, KOMTO IMPpOMEHAT 6L0peunara dyHxius (Bx. Touka 4.3).

XHANOTJIMKEMHA

[Taupentyu, nonyuaBaiy IO3uMer B KOMOHHAIIHS CBC cyJPOHUITYpES UNH ¢ HHCYIIMH, MOXe Jia ca
H3JI0XKCHH Ha PHCK OT XHIOTAKKeMHud. CReaoBaTe/IHO, MOXKE Ja € HeoOXO0qMMO HAaMansaBaHe Ha 103aTa Ha
CyAPOHUNYpeATa UITH HA HHCYJIHHA.

Peakuiy Ha CBPbXMYBCTBUTEIHOCT

HMiMa noCTMAapKETHHIOBH ChLOGIIEHN 33 CEPHO3HH PEAKLMH HA CBPBXUYBCTBMTEIHOCT MMPH NALMEHTH
NEKYBaHH CbC CHTArMUNTHH. Te3u peakuHH BKIIOYBAT aHA(PUAAKCHA, aHTHOSAEM H €KCONHATHBHH
CHCTOSIHHMA HAa KOXKATa, BKIIOYMTENHO CHHAPOM Ha Stevens-Johnson., Hauanoro Ha Te3d peakliMH HacThIIBA
B PAMKHTE HA TBPBUTE TPH MeCella OT 3an0YBaHE Ha JICUCHHETO ChC CHTArNTUIITHH, HAKOH CIy4aH
HacCTBLIBAT CJIE] TbPBATA A03a. AKO CE NMOAO3UPA PEAKIINSA HA CBPBXYYBCTBHTEMHOCT, MPHEMBT Ha
I03umet TpsAbBa Na ce npekparty, TpsdBa Ja ce OLEHAT APYTH NOTEHIHAIHH TPHYHHH Ha CHOMTHETO H
TpAOBa Ja ce Ha3HaY¥ aANTEPHATHBHO JICUeHHE Ha AHadera (Bx. Touka 4.8).

bynozeH nempuromns




[1py nauyeHTH, mpuemamy DPP-4 HHXUOMTOPH, BKIIOYHTEIHO CHTArTIHITTHH, HMa TIOCTMAPKETHHIOBH
choOIIEHHS 32 Gynio3eH neMpuron]. AKO HMa CEMHEHHS 33 OynoseH nemgurona, npueMsT Ha KO3umMer
TpsAOBa 1a ce NMpeyCcTaHOBH.

Onepanus

IO3uMet TpAOBa 213 ce cnpe 110 BpeMe Ha onepalids NoA o6ima, CIHHAMHA HITH eNHIY PaJiHA aHECTE3HA.
JleueHHeTO MOXKE na ObAe B30OHOBEHO HE TO-PaHo OT 48 yaca clien OnepaLHaTa Wik Bb300HOBIBAHETO

Ha XpPaHCHETO Npe3 yCTa, H MPH yCaoBHe Y€ OuOpeyHaTa QyHKLUMA € OLEHEHA OTHOBO H € YCTAHOBEHO, Y€
¢ crabunna.

Hpupoxernue Ha HoAHPAHR KOHTPACTHH BELIECTBA
BBTpechiioBOTO mMpuAokeHne Ha HOAHPAHM KOHTPACTHH BEILECTRA MOXKE A4 JAOBEIE A0 KOHTPACT-

HHAYUHpaHa HedponaThd, BoACIA K0 HATPYIIBAHETO HAa MET(OPMHH ¥ MOBHILEH PUCK OT JIAKTATHA
anuno3a. KO3umer Tpa6Ba fa ce cripe Npeau 1M N0 BPEME Ha NPOLeAypaTa 3a 00pa3Ha JHACHOCTHKA H HE
TpsidBa Aa ce Bb30GHOBABA 10 Hali-Malko 48 yaca ez ToBa, Y yCloBHe ue 6bOpeuHaTa pyunkius e
OLICHCHA OTHOBO H € YCTaHOBEHO, Ye ¢ cTabunHa (BX. ToukH 4.3 1 4.5).

[[poMsAHa B KNMHUYHKA CTATYC HA ALMEHTH ¢ KOHTPONHpaH Auaber THI 2

[lannenTn ¢ guaber THn 2, npeau ToBa AoGpe KOHTponHpaH ¢ KO3UMET, KOHTO Pa3BMBAT OTKIOHEHHS B
nabopaToOPHH NMOKA3ATENH WA KIMHHYHO 3abomsaBaHe (Hali-Beye HEACHO WM ¢1abo JePUHHpaHO
3a0onsBane) TpAORa He3a0aBHO Ja Ce OLEHST 33 HANMYHE HAa KETOALMAO3a K JAKTATHA alH03a.
OueHkara TpA6Ba fla BKIIOYBA CEPyMHH €JIEKTPOMTH ¥ KETOHH, KPBBHA 3axap  ako ce Hanara pH Ha
KPBBTA, HHBA Ha JIAKTAT, ITHPYBAaT H MeT(POpMHUH. AKO ce NOABH allH103a, B KOATO H Ja € (opMa,

NICYCHHETO TpsOBa Aa ce cnpe HezabaBHO M TpAOBa Ja ce npeanpHeMaT NOAXOMALM NPOTHBOAEHCTBAIIIA
MEPKH.

IloMOIHK BenecTBa
Toau nekapcTpeH NpoayKT Chabpka no-Maiko oT 1 mmol HarpHit (23 mg) Ha TabaeTka, T.€. MOXe Ja ce

Ka)Ke, Y€ NPAKTHYECKH HE ChABPXKA HATPHI,

4.5 BzaumopeiicTBRE € JPYrH JeKapCTBEHH NPOAYKTH H APYTH GOpMH HA B3aHMoAeiicTBHE
ENHOBPEMEHHOTO MHOTOKPAaTHO NMpHUJIaraHe Ha CUTArmMnTHH (50 mg JBa ITH AHEBHO) U MeTHOPMHH
(1000 mg ABa MLTH AHEBHO) HE € MPOMEHHIIO 3HAYMTENHO (PapMAKOKMHETHKATA KAKTO Ha CHTATNANTHH,

Taka i Ha MeT()OPMUH TIPH NaLeHTH ¢ J4abeT Tan 2.

He ca #3BbpIIBaHH NPOYYBAHNUA 32 HAPMAKOKHHETHYHH JIEKapCTBEHH B3aHMOAEHCTBHA ¢ I03nmeT; obaue
TAKHBA NIPOYYBAHNA Ca NPOBEXJAHH C OTACIHHUTE aKTHBHH BEIIECTBA, CHTATNIMIITHH K MET(QOPMHH.

He ce npemoprusa chirbTCTRAILA YIOTpeHa

AJIKOXO0N

AJIKOXOJTHATa HHTOKCHKALHSA CE CBhP3Ba ¢ IOBHILEH PHCK OT JAKTaTHA alpa03a, 0COOEHO B CiTyda Ha
rnanyBaHe, HEAOXpaHBaHe MM YepHOAPOOHA HENOCTATHYHOCT.

HoaHpaHH KOHTPacTHH BelECTBA




tO3uMer TpaOBa 3aABIDKHTENHO A Ce CTIpe MpeAHd WiH 110 BPpEME Ha npolieJyparTa 3a obpasHa
AHAarHOCTHKA H He TpADBA Aa ce Bb300HOBABA A0 Haii-Manko 48 4aca cnel TOBa, IPH YCIOBHE Y€
6nOpeuHaTa PyHKUMA € OlieHEeHa OTHOBO U € YCTAHOBEHO, Ye € cTabumna (Bk. ToukH 4.3 1 4.4),

KoMOHHAIMK, H3HCKBAIH BPEANA3HA MEPKH NpH ymoTpeba

Hsaxou nexkapcTaeHH NpoAyKTH MOTAT Jia ce OTpa3aT HebaaronpHaTHo Ha OpOpeuHaTa GyHKIEA, KOETO
MOXE 1a YBCIIHYM PHCKA OT JIaKTaTHA anuao3a, HanpuMep HCIIBC, BKIIOYHTEIHO CENEKTUBHH
HHXMOUTOPH Ha nuknookcHrenasa (COX) 1, ACE unxuburtopy, anruorensuH Il penenropuu
AHTArOHHUCTH W AUypeTHLH, 0co0eHO OpuMKOBH AMypeTHIH. I1pH 3amoyBaHeTO WK ynoTpebaTa Ha
TaKHBa MMPOOYKTH B KOMOHHAUHMS C METGOPMHH € HeoOXOIUMO BHHMATENHO MPOCACAABAHE HA
6bOpeunara GpyHkums.

CeneTCTBalNATA yrioTpeba Ha iekapeTBa, KOMTO MOBIHABAT OOIUHATE TPAHCIOPTHH CHCTEMH B GLOpEUHHTE
TyOyfH, BKIOUeHH B GBOPEHYHOTO eTMMupane HAa MeTPOPMHH (HaTp. HHXHORTOPH HA OPraHHYHAS
KaTHOHeH TpaHcnoprep-2 [OCT2]/MynrunexapcTeeHua U TOKCHH-excTpyaupail nporedd {MATE] karo
paHONa3HH, BAHAETAHHO, JONYTErpaBHp H UMETHAHH ), MOTAT /13 TIOBHILIAT CHCTEMHATA €KCIIO3HIIHNS HA
METGOPMHH H Jia YBEJIMYaT PHCKA OT NIAKTATHA auMao3a. TpabBa na ce OOMHCIAT NON3KTE H PUCKOBETE OT
CBIBTCTBaLIATA ynoTpeda. TpsadBa na ce 0OMUCIH BHHMATEIHO NPOCIEAABAHE HA INIMKEMUYHHSA KOHTPOI,
ananTHpPaHe Ha 03aTa B pAaMKHUTE Ha NIPenOpLYATEAHATA JO3HPOBKA U IIPOMEHH B JIEUCHHETO HA AHabera,
KOTraTO TaKHMBA NIEKAPCTBEHH NMPOAYKTH €€ IPHIAraT €JHOBPEMEHHO.

[ mokokOpTHKORAUTE (pHAAraHH MO CHCTEMEH H JIOKaNeH MbT) feTa-2-arOHUCTHUTE H AHYPETHIHTE HMAT
NPUCBHINO XHTleprHKeMHIHOo AcHcTBHe, [launeHTuTe TpAaOBA Ja ce KHMPOPMHPAT # MO-YECTO Ja HIMEPBAT
KpbBHATa CH 3axap, 0CO0€HO B HAYAJIOTO HA IEYECHHETO ¢ TAKKBA JEKAPCTBEHH NPOAYKTH. AKO €
HeOOXOAMMO, 1103aTa HA AHTHXHUIIEPTAHKEMHYHHS IEKAPCTBEH TIPOAYKT TPsOBa A2 Ce ajanTtHpa N0 BpeMe
Ha NeYEHUE C IpyTHA JEKapCTBEH NIPOJYKT H NPU HEMOBOTO TIPEKPATARAHE.

ACE-uHXHOHTOpHTE MOraT Jla MOHHKAT HUBATAa HA KPhBHATa 3axap. AKO € HeoOX0IHMO, A03aTa Ha
AHTHXHMIIEPrIMKCMHYHHUA JICKAPCTBEH MPOAYKT TpaOBa Ja ce afanTHpa Mo BPEME Ha NEUYEHHETO ¢ ApYrus
NIEKapCTBeH NPOAYKT H NPH HEMOBOTO NIpeKpaTaBaHe.

EdexTy Ha Apyru AeKapCTBEHH MPOAYKTH BbPXY CHTATIHITHH

In vitro v KTHHAYRNTE NaHHK ONIHCAHH MO-A0JIy NPEANONAraT, Y& PUCKbLT OT KIHHHYHO 3HAYHMH
B3aMMOACHCTBHSA MPH THOBPEMEHHO MIPHUIOKEHHE ¢ IPYTH JIEKAPCTBERM NMPOAYKTH € HUCHK.

In vitro npoyypaHus IOKA3BaT, Y€ OCHOBHHA CH3HM OTrOBOPEH 34 OrpaHHYeHUS MeTab0IH3bLM Ha
CHTarnunTH ¢ CYP3Ad4, ¢ yyactre va CYP2CS. I1pr nanuenTn ¢ HopManna 6u0peuna QyHxums,
MeTalOoMN3MET, BIUTIOUMTENHO H Ype3 CYP3 A4, urpae camMo MaJika pons B KIMPBHCA HA CHTarJIHIITHH.
MerabonuamMeT MOXe Na Hrpae TIo-BaXkKHA PO PH IHMUHHPAHETO HA CHTATIMIITHH B YCHOBUS HA OCTPO
OBOpevHO yBpexkAaHe Wi TepMHHANHA 610peana HegoctaTbuHocT (ESRD). [Topaau Ta3u mpUYHAE €
Bb3MOXHO MOWHH HHXMOHTOPU Ha CYP3 A4 (nanp. keTOKOHA30)1, HTPAKOHA30]1, PHTOHABHD,
KJIApHTPOMHIIHH) Aa TPOMEHAT $papMakoKHHETHKATA HA CUTATJTANTHH TIPH NallMHeHTH C TEXKO OROpeuHo
yBpexpane niH ESRD. Edextute Ha momute CYP3A4 unxubutopH B ycnosus Ha 650peyno
YBPEKAAHE HE Ca OLSHABAHU NPU KIMHHAMHO MPOYYBAHE.




In vitro npoyyusaHus 33 TpaHCIOPTA MOKA3BAT, Ye CHTATTUITHH € cyOCcTpar Ha P-TIHKOMPOTeHHa H
TPAHCMOPTEPA HA OPTaHUYHH aHUOHH-3 (OAT3), OAT3 MeaMHPaHHAT TPAHCTIOPT HA CHTACJKITTHH CE
WHXHOHMPA in vitro oT npobeHenu, BEIPEKH Y€ PHCKBT OT KAHHHYHO 3HAYMMH B3aHMOJEHCTBIA CE CMATA
3a HUCBK. EAnoBpeMeHHOTO npunoxkernre Ha OAT3 HHXHOUTOPH HE € OLIEHEHO in Vvivo.

Luxnocnopun: TIposeJieHo € NPOyYBaHE 38 OIIEHABAHE Ha eeKTa HA IIMKNOCIOPHH, MOLIEH WHXUOHTOP
Ha p-TIHKONIPOTEHHA, BBPXY (papMakoKHHETHKATA HA CHTArMUNTHH. EAHOBpPEMEHHOTO NPHIIOKEHHE HA
€IHHHYHA nepopaita Jo3a 100 mg cutarmunTay 4 eAMHUYHA nepopaina Ao3a 600 mg HHKNOCTIOpHH
nosuwiasa AUC ¥ Cuax Ha CHTATTTHIITHH CBOTBETHO ¢ NPHOIH3HTENHO 29% 1 68%. Te3u NpoMeHN LB
(hapMaKOKHHETHKATA Ha CHTATTHOTHH HE ¢& CMSTAT 33 KINHHUYHO 3HAYAMHE, BuOpeUHHAT KIHPBHC Ha
CHTArTTHIITHH HE € SHAYMTECRHO npoMeneH. CleqoBaTe/lHo, HE ¢€ 04aKBAT 3HAYHMH B3aHMOJSHCTBUA C
APYTH HHXHOUTOPHA Ha P-TIMKONIPOTEHHA.

EQekTy Ha CHTaraMNTHH BPXY APYTH JIEKAPCTBEHH NPOAYKTH

Hucoxcun: CATarnunTHH UMa cnab edex BLPXY nia3MeHaTa KOHIEHTpalys Ha Aurokcud. Cien
npunaraseTo Ha 0,25 mg AMrokcnH eaHoBpeMeRHo ¢be 100 mg CHTArIANTHH THEBHO B IPOABIDKEHHE Ha
10 nnu, nuasmesara AUC Ha JMrokCHs HapacTea cpefHo ¢ 11%, a nnasmenata Cua cpesiHo ¢ 18%. He ce
NPenopeYBa KOPHrHPaHe Ha J03aTa JHTOKCHH. B CHILOTO BpeMeE, MALIHEHTHTE C PHCK OT JHTOKCHHOBA
TOKCHYHOCT TPAOBa Jd 6BaT [IPOCICIABAHH 33 TaKaBd, KOTATO CUTATTHITTHH H RAKTOKCHH C¢ MIPHIAraT
¢AHOBRPEMEHHO.

In vitro naHHMTE NOKa3BaT, Y€ CHTArIMNTHH KE MOTHCKA M He HEAyLHpa CYP450 uzoen3umnre. Tpu
KIHHHYHH TIPOYYBaHHUS CHTArNMNTHH HE MPOMEHS 3HAYHMO (PapMaKOKHHETHKATA Ha MET(OPMIH,
rnuOypuJi, CHMBACTATHH, PO3HIIHTA30H, BaAphapHH WM NEPOPATHH KOHTPALECTITHRH, AaBAKH i vivo
NAHHH 33 MaJlka BEPOATHOCT OT NPECAN3BAKBAHE HA B3aMMOAEHCTRUA CbC cyOcTparn Ha CYP3A4,
CYP2C8, CYP2CO9 u Tpancnoprepy Ha opranu4uu katioHd {(OCT). CHTarmunTuH Moxe fa 6bae ciab
HHXMOHTOp Ha p-TIHKCIPOTEHNA in vivo,

4.6 @epTRIATET, GPEeMEHHOCT H KhpMeHe
BpeMennocT

HsMa gocTtaTbyHO JaHHH OT ynoTpedaTa Ha CHTArTHIITHH IPH OpEMEHHH XKEHH. [1poy4uBanus npy
’KHBOTHH MMOKA3BAaT PENPOTYKTHBHA TOKCHYHOCT NP BHCOKH JO3H CHTATNIUITHH {BXK. TOYKA 5.3).

OrpaluyeHnTe JaHHH TPEANIONarar, 4e ynorpe6ara Ha MeT(JOPMHH NpH OPEMEHHH He € CBBP3aH C
NOBHILCH PHCK OT KOHreHHTANHHU Mandopmanuy. [Ipoyupanusra ¢ MerQOpMHH NPH KKBOTHH HE
NOKA3BaT BPeAHH €(QEKTH BbB Bpb3Ka ¢ GPEMEHHOCTTA, EMOPHOHATHOTO H (PETAIHOTO PA3BHTHE,
PaXAaHCTO HAH MOCTHATAHOTO pasBHTHE (BXK. ChIO TOYKA 5.3).

103uMer ne TpabBa na ce H3non3Ra O BpeMe Ha GpeMEHHOCT. AKO MAIMEHTKATA HCKa Aa 3abpeMenee WA
aKO HacThIH OpeMEeHHOCT, TeUCHHETO TpAOBa Aa ce MPeKpaTH K NalHEHTKATa Aa NPEMHHE Ha JICUECHHE C
HHCYJIHH Bb3MOXCHO HaH-CKOPO.

KbpMeHe
He ca npoeexpgann npoyusaHHs npH KhLpPMELLIH JKMBOTHH ¢ KOMOMHHPAHHTE aKTUBHH BEILECTBa HA IO




METQOPMHH Ce EKCKPETHPAT B MASKOTO HA JAKTHPALIH ITbX0Be. [IpH xopa MeTdOPMIEH ce eKCKPeTHpa B
KbpMaTa B MaJIKH KOJIHUECTBA. He e W3BeCTHO Aa/IM CHTATIMIITHH CE EKCKPETHPA B KbpMaTa.
Cnenosarenno HOsumer He TpsaGBa aa ce H3MOM3Ba NPH XKEHH, KOUTO KBPMAT (BX. Touka 4.3).

QDepTunuTer
JaHHHTE OT MPOYYBaHHS NMPH XXHUBOTHY HE MPEANONAraT BIUAHHE BbPXY (JepTUAHTETa HA MBXKKH 1
HKEHCKH IUIBXO0BE [IPH TPCTHPAHE ChC CHTArIMNTHH. JIKNCBAT RAHHKU NPU XOpa.

4.7 EdexTn BLpXy cnocofHocTTa 32 modapane n pabora ¢ MamAnH

IO3uMET He NOBAHABA HAH NMOBJIMABA IPpeHeOpexUMO CIIOCOBHOCTTa 33 wodupane U paborta ¢ Mammky. B
CbIOTO Bpeme Npu wodupare unu paborta ¢ MaTHHK, TPAGBA a Ce HMa NpPEIBHJ, Y€ IIPH CHTATTTHITHH
Ca ACKIaJIBaHH C/Iy4Yad Ha 3aMaliBaHe H CHHIIMBOCT.

OcBeH T0Ba, mauMeHTATE TPAOBa Aa ce NpeayNpeXJaBaT 3a PHCKa OT XHIONJIHKeMHs, korato KO3uMmer ce
H3MON3Ba B KOMOHHALMA CbC CYNIDOHHAYPEHHO TPOH3BOIHO HIH C HHCYJ/THH.

4.8 HexeJ aHH JeKADCTBEHH peaKIHH

PestoMe Ha npoduna Ha 6e30HaCHOCT

HamMa npoBefieHH TepaneBTHUHY KIHHMYHE H3nuTBaHUA ¢ HO3uMeT TabneTkH, HO GHOSKBUBANEHTROCTTA
Ha KOMOMHALMS OT CHTATrJIMNTHH H MeTHOPMHEH € JOKA3aHA [IPH €IHOBPEMEHHOTO TIPHIIOKEHHE HA
CHTAarMMIITHH H MET(ROPMHH {BX. TOUKa 5.2).

Cro0inaBany ca cepHO3HH HeXeNaHu PEaklHH, BKIOYUTENHO MAHKPEAaTUT H PEakHH Ha
CBPBXYYBCTBUTENHOCT, ChOOII[aBaHA € XHIIOTJIHKEMHA NIPH KOMOMHALHSA CBC CYIQOHMITY peilHO
npou3BoAHO (13,8%) u ¢ uHCYAMH (10,9%).

CHrarmmnTud U MeThopMHH

Tabauven cnucvx HQ HeXCeNanume peaxyuu

Hexenanure peakuun ca u30poeHu no-goay ¢ npenopsuBanuTe o MedDRA TepMHHH CTIOpEX CHCTEMO-
opraHHa knacupukanus 1 abcomorHa yectota (Tabauua 1). Io HecTOTa ce ONPEAENAT KaTO: MHOTO YECTH
(1/10), yectd (=1/100 g0 <1/10), Heuectu (=1/1 000 go <1/100), penxu (>1/10 000 go <1/1 000), MHOrO
penkH (<1/10 000) u ¢ HeH3BeCTHA yecTOTa (OT HATMYHHTE JAHHH HE MOxke Na ObJe HanpaBeHa OLEHKA).

Tabmuua 1: YecTora Ha HeXETAHATE PEAKIHHN YCTAHOBEHH 110 BpeMe Ha IJIaNefo-KOBTPOJIMpAHH

KJIHHHYHH ODPOY4YBAHHS ChC CHTAIJIHINTHH ¥ MeTGOPMHAH CAMOCTOSTEIHO H NPH
NOCTMAPKETHHIOBHA ONHT

Hexenara peaknns | YecToTa HA HEXKECIAHATA PEAKIHS

Hapymenss HA KPLBTA H AHMpHATA CHCTEMA

TpOMOOLIHTONEHH A pPEIKH

Hapyumiesna HA AMYHHATA CHCTEMA

peakuiH Ha CBPbXYYBCTBHTEIHOCT, BKIIOYHTENHO | C HEW3BECTHA YECTOTA
aHa(HIAKTHYHH OTTOBOPH 1




Hapymienns na MeTaboJiH3Ma H XpaHEHETO

XHnoraukemus’ YeCTH
Hapymenuns Ha HEPBHATA CHCTEMA
ChHIIHBOCT He4ecTH

PecnnpaTopas, rpb/IHH H MEAHACTHHAJIHH
HADYIUCHESA

HHTepCTHUHaNHa Genonapobua Gonect

C HCH3BECTHA YEeCTOoTa

CToMaliHO-YpeBHE HAPYIIEHHA

AUapus HEYECTH
rajeHe 4eCTH

(raryneHums | yecTd
3aneK HEYeCTH
OoNka B ropHaTa 9acT Ha Kopema HEYECTH
MOBPBIIAHE YeCTH

OCTBP NaHkpeaTut *H

C HCHU3BCCTHA YCCTOTA

daranen ¥ HedaraneH xeMoparuyex u
HEKPOTH3NPALI NaHKpeaTuT -

C HCH3BCCTHA YECTOTA

Hapyuienus Ha KOXATA H HOJKOXKHATA ThKAH

npypHTyC’ HEYeCTH

aHruoeneMm ! C HEH3BECTHA YeCTOTa
obpus’,t C HEH3BECTHA YECTOTA
ypPTHKapus *1 ¢ HEH3BECTHA YECTOTA

KOMEH BACKYJIHUT !

C HCH3BCCTHA YECTOTa

€KC(POTHATHBHH KOXKHH 3300/ IABAHHS, BKIIOYHTETHO
cHHApoM Ha Stevens-Johnson ™!

C HCH3BCCTHA YCCTOTA

OynoseH nemburons”

C HEHABCCTHA Y¢CTOTa

HapymenHs na MyCKYJHO-CKEJIETHATA CHCTEMA H
CLeJHHHTEIHATA THKAH

apTpanrus

C HCU3BECTHA YCCTOTA

MHAJITHS

C HCH3BCCTHA HCCTOTa

Gonka B kpalinuiuTe’

C HCH3BCCTHA HECTOTA

Gonka B repba’

C HCH3BECTHA YCCTOTa

apTponarus’

C HEH3BCCTHA HCCTOTa
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Hapywennsg nHa 6p0penHTe H MHKOMHATE MbTUILA

HapylleHa Os0peuna QyHKIUA C HEHM3BECTHA YECTOTa

ocTpa 6bOpeYHa HENOCTATEBYHOCT C HEH3BECTHA YeCToTa

"Hexenanute peakiiui ca uAeHTHQULMPAHH [0 BpeMe Ha OCTMAPKETHHIOBOTO HAOIOAEHHE.
' Bux Touka 4.4.

* Buxxte npoyusariemo 3a 6ezonacrkocm no omuouerue va copdesHo-cvoosama cucmema TECOS mio-
aony.

Omncanye Ha H3ODaHH HEXENAHH PEAKIMH
Hsikou HexXenaHu peakuH ca HabmMOoAaBaHH NO-4ECTO TPH POYYBaKHA 32 KOMOHHHpaHa ynoTpeba Ha

CHTArIMITUHH 4 METPOPMHH C APYrd aHTHAHA0ETHH NeKAPCTBEHH NMPOAYKTH B CpaBHEHHE ¢ NMPOYyYBAHHS
Ha CHMTArJIMITHH ¥ METPOPMHUH caMOCTOATENHO. Te BKMIOYBAT XMNOTIHKEMHS (KaTeropys Ha 4eCToTa
»MHOT'O YeCTH” CbC CYN(POHHITYPeiHO MPOH3BOIHO HIIH HHCYJIHMH), 3aneK (,,4ecTH” ¢he CYNQOHUIYPEHHO
IPOU3BOAHO), NEPHPEPEH OTOK (,4CTH” ¢ MHOrJIMTA30H) ¥ I11aBo00JIHE H CYXOTa B yeTaTa (,HedecTH” ¢
HHCYJIAH ).

Cumaznunmun

[1pH ipoy4BaHus BbPXY MOHOTEpaNuA cbC CHTarnuoTHH 100 mg BeAHBK AHEBHO CAMOCTOATEIIHO B

CpaBHEHHE C IJIaneo, CHODIMEHUTE HeXKeNaHH peakLHH ca rnaBodone, XUIOTHKEMHS, 3areK |
3aMaiiBaye.

Cpea Te3u NalMeHTH HEXEaHUTE ChOXTHS, CHOOIABAHN HE3ABUCHMO OT IPHYMHHO-CIIEICTBEHA BPh3Ka C
NICKapCTBCHUA NPOAYKT, C YECTOTA Hal-Manko 5%, BKIIOYBAT HHQEKIHY HA TOPHHTE AMXATEIHH IThTHILA
" HazoapuHraT, OCBEH TOBA, ca CHOGIEHH 0CTE0apTPHT M 6ONIKA B KpalHUIMTE, C YECTOTA HEUECTH
(>0,5% no-BHCOKA cCpesl YYaCTHHIMTE, MOMYYHIIH CUTATITUIITHH, OTKOIKOTO Ta3) B KOHTPOJIHATA rpyma).

Memeopmurn

CTOMAIIHO-YPEBHH CHMITOMH €2 CHOOLIABAHA MHOTO YECTO NPH KIMHUYHH IPOYYBAHUSA M TIPH
[IOCTMapKeTHHroBaTa ynorpeba Ha MeTgpopMuH. CTOMAIIHO-YpeBHHTE CHMIITOMH KATO rajicHe,
MOBPBbIUAHE, AHAapH, O0JIka B KopeMa u 3ary6a Ha aneTHT ce OABABAT MO-4eCTO NPH 3aM0oYBaHe Ha
JCYCHHETO H B MOBEUYETO CyYau NPEeMHUHABAT CIIOHTAHHO., JOMBJIHUTEIHA HEXENAHH PeakilHH, CBBP3aHH
¢ MET(OPMHH, BKIIOUBAT METANEH BKYC (USCTH); NAKTATHA alMA03a, HAPYIIEHHS HA YepHOoapoOHaTa
GYHKUHA, XENATHT, YPTHKApHA, €pHTEMA H ChPHek (MHOTO peakH). JIbAroCPOYHOTO CYEHHE C
METGOPMIH CE CEBP3IBA € HAMAJIABANE HA abcopbuudra Ha BuraMuH Bz, KOETO MHOTO PAAKO MOXKE Ia
AOBEE N0 KINHHYHO 3HAYHM AePUUHT Ha BUTaMuH B2 (T.€. Meranobnacraa anemud). Kareropuute mo
4Ye€CTOTa C€ OCHOBABAT HA HalTHYHATA uH@opMauna B KpaTkaTa xapakTepHCcTHKaA Ha MPOAYKTA HA
MeTgopmuH, onobpena B EC.

IlengaTpyuyHa nonyaanus

B KNIHHHYHH H3MMTBAHHA ¢ KOMOUHANA OT CHTATUNTHH H MET(GOPMHH IIPH NEAMATPHYHH NALHEHTH ChC
3axapeH axader THN 2 Ha BB3pacT ot 10 10 17 rofutH TPoHIBT Ha HEXETAHHTE PEaKUHH KaTo UAN0 €
CPaBHHM C TO3H, Hab/rOAaBaH NpH BL3pacTHH. [Ipy NeAHATPHYHH NAUHEHTH, KOHTO Ca WK HE Ca Ha
OCHOBHO JICYCHHE C HHCYIHH, CHTarIMIITHH C€ CBBLP3Ba C MOBHUIESH PHCK OT XHITOTJIHKEMMS,

{Ipayusane 3a 6ezonacrocm no omuowenue Ha copdeuno-cvoosama cucmema TECOS
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H3nuTBaHeTo, OLEHABALIIO CHPASYHO-CBAOBHTE Pe3yITaTH TIPH JeucHue ¢be cutarnunTuH (Trial
Evaluating Cardiovascular Outcomes with Sitagliptin, TECOS), Bxmousa 7 332 naiuuenTH, NIEKYBaHH ChC
100 mg cutarnunTHH AHeBHO (WaH 50 mg NHeBHO, aKO H3XOAHHTE CTOHHOCTH Ha H3YMCAeHATa CKOPOCT Ha
rioMepynHa punrpauus (6GFR) ca >30 u <50 ml/mun/1,73 m?), u 7 339 naimenTH Ha mianebo p
intention-to-treat (ITT) nonynanusra. Jeete neuenng ca nobapeny KpM OOHUARHATE I'DHXH CHITACHO
MECTHHTE CTaHaapTH 3a HbA . 1 cbpaeuHo-chbaoBH pHCKOBH daxTopu. O611aTa 4YeCTOTa HA CEPHO3HHUTE
HEXCJIaHH ChOMTHA PH NALHEHTH, NONYYaBall{H CHTAMTHNTHH, € CXOHA C Ta3d TPH NMAllHEHTHUTE,
nonyvasainy niuanedo.

B intention-to-treat monynanuara Cpel NaUMeHTHTE, KOUTO H3ON3BAT HHCYJIUH WHIH CyI(QOHUIYpEs Ha
H3XO0AHO HHBO, YECTOTATA Ha TEKKA XUTNIOTJIMKeMHS € 2,7% NpH MalHSHTHTE, JIEKYBAHH CBC CHTATNIHIITHH
H 2,3% NpH NauMeHTHTE Ha m1anebo; cpel NalueHTHTE, KOHTO He H3NOA3BAT HHCYIIHH H/HIH
cyAdoHUNYypes Ha U3XORHO HHBO, YECTOTATA Ha TEKKA XMIOTIBKemus e 1,0% npu naleHTHTe, JeKyBaHH
CBC cHTArmunTHH H 0,7% NpH naipeHTHTe HA nnauebo. Yectorata Ha MOTBLPACHH CHOHTHSA, OTAAaBAHH Ha
nankpearur, € (,3% mp# nanueHTuTe, AeKyBany che CHTArMNTHH H 0,2% NpH nanMeHTHTE Ha mianedo.

CrobinaBane Ha NOAC3MPAHH HEXEIAHH PEAKLIMY

CrobimaBaneTo Ha OAO3MPAHN HEKENAHA PeaKuuH CEH paspeliiaBaHe 3a ynorpeba Ha JeKapcTBEHHA
MPOAYKT € BayKHO. TOoBa MO3BOAABA Ja IPOALJIKH HaOMOAEHHETO Ha CHOTHOLEHHETO MOJI3a/PHCK 34
NEKAPCTBEHHA MPOOYKT. OT MEAUIMHCKHUTE CNIENHAIHCTH C€ H3HCKBA Jja ChOONIABAT BCAKA NIOAO3HPaHA
HEKXENaHa peaKI[HA Ype3 HAMORaNHA CHCTEMA 3a choflaBade KbM M3nbIHUTENHATA Ar€HIHA O
JekapcTeara, yi. . JlaMmau I'pyer” Ne 8, 1303 Codus, Ten.: +35928903417, yebGeaiit: www.bda.bg.

4.9 Ilpenosmpane

IpH KOHTPONHPAHH KIMHHYHA HINUTBAHUSA ChC 34PABH YYACTHHIIH CE IPUNATaT €AHOKPATHH JO3H A0
800 mg curarnunTeH. MUHUMaNHO yaeipkaBade Ha QTc, KOETO He €€ CUHTA 332 KIMHHYHO 3HAYHMO, CE
Ha0M0aBa NpH e1HO NpoyyBaHe ¢ 103a oT 800 mg curarnuntir. Hama onut ¢ no3n #aa 800 mg npu
KIAHKYHH npoy4BaHus. [Ipu npoyuBanns ®aza | ¢ MHOrOKpaTHO NpHIaraHe, HAMa CBBP3aHH ¢ J034Ta
KJIHHHYHH HeXeJlaHH NIeKApCTBEHH PEaKiiiH, HaOmoaAaBaHy NpH CUTArMNTHH ¢ A03H A0 600 mg aHeBHO
3a nepuoau ao 10 auu B 400 mg aAHEBHO 32 nepHoay A0 28 AHH.

I"onamo npeposupade ¢ METHOPMHEH (MM €JHOBPEMEHHO ChILECTBYBAll] PHCK OT JIAKTATHA allH703a)
MOXKE J1a IOBCAC A0 MaKTaTHa aliHA03a, KOATO € chelleH MEAWIIMHCKH ciydai U TpgaOBa Ja ce eKyBa B
Oonnuua. Hal-edexTnBHHAT METOA 32 OTCTpasBaHe HA NaKTaTa U METHOPMHHA € XEMOAHANH3ATA.

[Ipy KNHHHYHH OpOyYBAHHA MpubNU3uTEenHO 13,5% OT 103aTa C& OTCTPaHAB2 NMPH NMPOABKABAILA 3- 10
4 yaca xeMoaiHalu3Ha cecust, [IpH NpelieHKa 3a KNIHHKHUHA HEOOXOAHMOCT MOXE Jia CE NPeANpPHEME 110~
NPOXBIDKHTENHA AHANH3a. He e u3BecTHO Janu CHTArIMITHH ce ARANM3MAPa MPH [IepHTOHEATHA THATTH3A.
B ciy4ait Ha mpeosHpate e NOAXOAAIIO A2 ce NMPEANPUEMAT OOMKHOBEHHTE NOAXBPKALLN MEPKH, KATO

OTCTpaHsBaHe Ha HeabCcopOHpaHUsa MaTEpPHas OT CTOMAIIHO-YPEBHHA TPAKT, KIHHHYHO HaGAloneHue
(BIJTIOYHTENHO H €1eKTPOKAPAHOTPaMa) H TIPH HyXJa 3an04BaHe Ha NOAIBPXAUIO JCUEHHE.,

5. ®APMAKOJOTIHYHU CBOMCTEBA
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5.1 PapmMakoaHHAMHYHH CBONCTBa

QapmakoTepaneBTHYHA rpyna: AHTHAMA0CTHH NeKapceTBa, KOMOHHALIMM OT MEPOPATHH JIEKApPCTBa 34
HaMansBaHe Ha KpeBHaTa 3axap, ATC xon: A10BD0O7

IO3nMeT KOMOHHMpA ABa AHTHXUNEPIIIMKEMHYHH JEKAPCTREHM POIYKTA C ZOITBABALL CE MEXAHH3bM HA
AeHcTBHE 33 noA0OpABaHE HA INIMKEMHYHHA KOHTPOJI IIPH NaHEHTH ¢ AMabeT THN 2: CHTATJIHNTHH
XHAPOXJIOPHA, AunenTuadn nentuaasa 4 (DPP-4) aaxuOUTOp H METPOPMHHOB XHAPOXITOPHL,
IIpEeACTABHTEN HA KJlaca HAa OMFrBaHNIHHUTE.

CHTarTHITHH

Mexanuzvm na deiicmsue

CHTAIJIHITHH XHAPOXJIOPHA € NEPOPAIHO aKTHBEH, MOLLEH H BHCOKOCENEKTHBEH HHXHOHTOP Ha €H3MMa
AMnenTyAnN nentHaasa 4 (DPP-4) 3a neuenue Ha auabet Tan 2. Muxuburopure Ha DPP-4 ca knac
BEIIECTBA, KOHTO JEHCTBAT KATO €HXAHCEPH HAa HHKpeTHH. Upe3 Hnuxubupane Ha en3suma DPP-4,
CHTarJHNTHH NOBHILABA HUBATA HA ABA H3BECTHH aKTHBHH HHKPETHH XOPMOHA, TIIIOKAroH-noI00HHS
nentii-1 (GLP-1) u rmoko3a-3aBucHMEA MHCYIHHOTponeH noyunentua (GIP). UTHKpeTHHHUTE ca YacT OT
CHIOrCHHA CUCTEMA, YHacTBaIlla BEB PU3HONOrHYHATA PErYJIALHs Ha TIIOKO3HATA XOMEoCTasa. Korato
KOHI[CHTPALIHUTE HA KPbBHATA 3aXap €a HOpMaJHK Wi nosuiieHU, GLP-1 u GIP 3acunsar cHHTE32 H
OCBOOOKAABaHETO HAa HHCYJIMH OT NaHkpeaTHYHHUTe Oeta-knetku. Ocpen ToBa, GLP-1 namanssa
CCKPCLHATA Ha TNIOKAroH OT MAHKPEATUYHHTE alia KICTKY, BOAEHKH 10 HAMAalICHO NPOU3BOACTBO HA
YepHOAPOoOHa rmoko3sa. Korato HUBaTa Ha riliOK03a B KPHBTA €4 HHCKH, OCBOOOXK/IaBAHETO HA HHCYJIHH HE
CC CTHMYJIMpa H CEKPELMATA HA IMIOKAroH He c€ MOTHCKA. CHTArMHIITHH € MOILEH U BHCOKO CEJICKTHBEH
HHXHONTOD Ha eH3uMa DPP-4 u He HHXUGHpa CXORHUTE NO CTPYKTYpa eHsumu DPP-8 win DPP-9 B
TCPANCBTHYHM KORLEHTpaHH. CHTAITTANTHH Ce Pa3jIiiyaBa n0 XHMHYHA CTPYKTYpa U $HapMaKoIOrH4HoO
fcAcTBHE OT aHano3ute Ha GLP-1, uncynus, cyndonunypes WM MErTHTHHHAH, OHIBAHHAMHY, ATOHHCTH
Ha aKTHBHPaHUs OT NEPOKCH30M Npomdepatopa rama-peuentop (PPARY), anda-rmoko3uaa3Hu
HHXHOMTOPH H aHANO3H HA AMHJIHH.

Iipu A8y AREBHO Npoy4BaHe Ha 3APABH YYACTHHIIH, CHTATIMIITHH, IPHJIOXEH CAMOCTOSTENHO, NOBHHIABA
akTUBHATA GLP-1 KoHUEHTpaLys, NoKaTo MeThOpMHH NPHIIOKEH CAMOCTOATENHO, TIOBUIIABA AKTHBHATA
H ob1ara GLP-1 xoHLeHTpalHs B CXOAHA CTEneH.

EAHOBPEMEHHOTO MpHJIaraHe Ha CHTATTHOTAH B METGOPMEH HMA aUTHBEH e(eKT BbPXY aKTHBHATA
GLP-1 konuenrpamms. CHTarmHITHH, 32 pa3iMKa OT MeTGOPMHH, NoBHINABa akTHBHATa GIP

KOHLICHTpALIMS.

Kaunuuna ecpuxacrocm u 6ezonacnocm
KaTo usio, cHTarmunTHe noao0psaBa TIMKEMHYHKS KOHTPOJL, KOT4TO CE H3MON3BA KATO CAMOCTOATENHO
HIIH KOMOHHHPAHO JIeUeHHe NMPH FB3PACTHU NALMEHTH ¢ AHabeT Tam 2.

IlpH KNMHUYKH M3NMHTBAHMSA, CHTATJIMIITHH KATO MOHOTEpanHg NoJo0psBa IITHKEMHYHHS KOHTPOI Ype3
3HaYHTENHO HaMaNCHHE Ha XeMOoTrNoOKH A (HbA ) H rmoKo3aTa Ha rnaqHo H cliell XpaHeHe.
Hamanenuero na nia3menara rmokosa Ha raaauo (FPG) e nabnionasano Ha 3-Ta ceIMHALA, IThpBaTa
BpEMEBa TO4YKa, B KOATO € HaMepeHa FPG. HabmonasaHaTa 4eCcTOTA HA XHNIOTTHKEMHS [IPH [aUHEHTH,
NIEKYyBaHH CbC CHTATJIHITHH € nogoOHa ¢ Tasd npu mianeto. TenecHoTo Terno He Ce € YBENHYHRIIO CIPIMO
M3XOAHUTE CTOHHOCTH NPH N€YeHHe Che cHTarnunTHH. HabnroaasaHo e nogobpeHHe Ha cypora'r
MAapKEPH Ha QyHKIMOHUDPaHE Ha §eTa-KiIeTKUTe, B ToBa YHcIo HOMA-P (XoMeocTaseH Moaen ¥
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f), CLOTHOIECHHETO HA MPOMHCYIMH KbM HHCYJIHH Y MOKA3aTENNTE 33 PEAKTHBHOCT Ha OeTa-KIeTKATE Nph
TECTa 3a TONEPAHTHOCT NIPH YECTO AABAHE HA XPaHA. |

HpoyuBanmus £hC CHTAarIMNOTAH B KOMOMHAaIMS C MeThopMUH

[1py 24-ceamu4HO N1aLe60-KOHTPONIHPAHO KINHHHYHO IPOYYBaHe 32 OLieHKA Ha ePHKACHOCTTA H
Oe3onacHocTTa NpA A06aBgHe Ha cHTarTUNTHR 100 Mg BeIHLX JHEBHO KBM ChILIECTBYBALIO JICYEHHE C
MET(OPMHH, CHTarJIMIITHH OCHTYPABA 3HAYATENHO NOAOOPEHHE HA TMKEMHYHHTE NAPAMETPH B
CpaBHeHHE ¢ miane6o. [IpoMsHara cnpsiMo H3XOAHUTE CTOMHOCTH HA TEJECHOTO TETO € TOA0OHA IpH
NallieHTH, IEKYBaHH ChC CHTArJIHNTHH cpaMo mnanedo. I1py ToBa npoy4BaHe WMA ropobHa YecTora Ha
CIIy4aH Ha XHMOINMHKEMHA [IPH NAlUCHTH, NEKYBAHH ChC CUTATIMOTHH HIIH nianebo.

[Tpu 24-ceamuaHO Nnane6o-KOHTPOMHpaHO (PaKTOPAIHO NPOYYBAHE HA HAYANHO JICYEHHE, CHTANTHIITUH
50 mg ABa rbTH AHEBHO B KOMOHHAUMs ¢ MeTdopmuH (500 mg wan 1 000 mg [Ba M'bTH JHEBHO) CE
IOCTUTa 3HAYMTENHO NONOOPEHHe Ha MIMKEMMYHHTE NapaMETPH B CpaBHEHHE C BCAKA MOHOTEpAIH4.
HamanenueTo Ha TeNecHOTO TErmo npu KOMOMHALHATA CUTATIMIITHH 4 METQOPMHEH € MToA06HO Ha TOBa
Ha0nro1aBaHo MpH METHOPMHH CAMOCTOSTENHO WIH 111ane60; HiMa NPOMSHA CIPSMO H3XOIHUTE
CTOHHOCTH MPH NALMEHTH HA CHTAITIHITHH CAMOCTOATENHO. YecTOTaTa Ha XHIIOTIHKEMHS € IOACOHA cpefl
JICKYBAHHTE IPYNH.

[IpoyuBaHe CBC CHTATNUIITHH B KOMOMHALINS ¢ MeTHOPMHH ¥ CyndoHuaypes

24-ceqMUYHO MIAUeS0-KOHTPONHPAHO KITHHKHYHO MPOYYBAHE € TNIAHMPAHO Ja OleHH e(HMKACHOCTTA M
GesomacHocTTa Ha cutarnuntud (100 mg sBeqHnK AHEBHO) NPHOAREH KBM CIMMETTUPUI (CAMOCTOATEAHO -
HJIH B KOMOHHaLMs ¢ MeTOpMHH). J[0OaBsHETO HAa CHTAIMITHH KbM [JIHMETTHPU/ H METQOPMHH,
OCHT'YPSBa 3HAYHTEJIHO MOAOOPEH e Ha MIMKEMHYHNTE napaMeTpH. ITaHeHTHTE, TEKYBAHH ChC

CHTArlIMNTHH HMaT Cl1abo MOBHIULIEHKE Ha TenecHOTO Terio (+1,1 kg) B cpaBHEeHHE C TE€3H, MOJYIABAIH
nianedo.

lIpoyuBaHe CHC CHTArMMOTHH B koMOHHalKa ¢ MeThopmun ¥ PPARy aroHucT

26-CEAMHYHO NJIaNe60-KOHTPOIHPaHO NPOYIBAHE € MPeJHA3HAYEHO 1a OUEHH edHKACHOCTTa H
Oe3onacHocTTa Ha cHTarmunTHH (100 mg BeAHbX JHEBHO), 106aBeH KbM KOMOHHALHS HA MHOTIMTA30H U
meTdopmuH. JJoOaBIHETO Ha CHTAIIMIITHH KBM MIHOMUTa30H H METQOPMHH, OCHTYPSABA 3HAYHTEIHHA
noAOOPEeHHA HA IMIHMKEMHUYHHTE rTapaMeTpu. ITpoMaHaTa B TeIECHOTO TErAO OT H3XOAHO HHBO € NMOAoGHa
Ha Ta3H NIPH NALMCHTH, ICKYBAHH CHC CHTATIMITTHH, B CpaBHeHWe ¢ nnaunedo. YectoTaTra Ha
XHNOITHKEMHAA CBUIO € MO0OHA NpH MAIJMEHTHTE, JIEKYBAaHK CHC CHTAMTHIITHH MM NAanedo.

Ilpoy4Bake Ha CHTATAMNTHH B KOMOUHANUS ¢ MET(OPMHH H MHCYJIHMH

24-cepMuuno NHaeGo-KOHTPONNPAHO KIMHHYAO NPOYYBAHE € NPEIHAZHAYEHO A2 OLCHH eeKTHBHOCTTA
1 DesonacHocTTa Ha cutarTHnTHH (100 mg BeHBXK AHEBHO) A0OaBEH KbM HHCYIHH (NPH CTaOH/HA 103
33 Hali-mManko 10 cenqMuLM) che unu 6e3 MerdopmuH (Hali-manko 1 500 mg). Ipu nauueHTH, NpHEeMalIH
MPEABAPHTETHO CMECEH HHCYJIMH, cpenHaTa AHeBHa 103a € 70,9 U/anesHo. [lpy nauneHTH, npreMaliy
HECMECEH MPeABAPHTENIHO (MEXAMHEH/IPOABIDKUTEHOACHCTRALL) HHCYJIHH, CPEHATA JHEBHA 1033 €
44,3 U/nnesno. Januute or 73% OT NalKHEHTHTE, KOKTO ca IPHEMaTH MeTGOPMHH Ca NIPELCTABEHH B
Tabnuna 2.

J{00aBSHETO HA CHTATNIHNTHH KbM HHCYJIMH OCHIYDSBA 3HAYMTENHO NOAOGPEHUE HA TNUKEMUHHTE
napaMeTpH. Hama 3Ha9MTENHA IPOMSHA B TENECHOTO TETIO OT H3XOAHOTO HHBO B IBETE IPyIIH.
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Tabnnua 2: Pesynaratd 3a HbA, npu miane6o-KonTpo/Hpann npoy4YBanns ¢ KOMOHHHPAHO

JeYeHHE CbC CHTATNIENTHH ¥ MeThopMuH*

Cpeann Cpena NpoMsiHa Kopurupasna, cupamo
CTOHHOCTH Ha naanedo, cpeaHa
IIpoy4Bane CHPAMO H3XOXHO o
H3XO0AHO HHBO auBo HbAr (%) npomaHa Ha HbA;. (%)
HbA. (%) e (95% CI)
Curtarnuntan 100 mg
BEAHEK JHEBHO, 100aBeH 2.0 0.7t -0.714
KbM )OHOBA Tepanns ¢ ' e (-0.8, -0.5)
MeThopmut' (N=453)
Curarnunrun 100 mg
BEAHBXK OJHEBHO, A00aBeH
-0 otk
KbM (POHOBA TepanMi ¢ 22 0.6 0.9
TIHMENHPHT + (-1.1, 0.7
MeT(HOPMHH
(N=115)
Curarnanran 100 mg 8.8 -1.2F -0.714
BCIHEXK JHEBHO A00aBeH (-1.0, -0.5)
KbM (OHOBA Tepanus ¢
NHOrMTA30H +
MeT(hOpMHHT
(N=152)
CurarmanTun 100 mg 8.7 -0.7% -0.5%%
BEIAHBK JHEBHO, 100aBeH (-0.7,-0.4)
KbM (POHOBE TEpanHs ¢
HHCYJHH + MeTHOpPMHH'
(N=223)
HavyanHo neuenue (aBa
BT AHEBHO)" 1 6ht
CHTArJHNTHH 50 mg + 8.8 -1.47 (_i 8, -1.3)
MethopMuH 500 mg DA
(N=183)
HavanHo neueHue (aBa
Il
NbTH AHEBHO)': . o 1t
CUTaraMNTHH S0 mg + : -1.9 (-23, -1.8)

Mergopmuad 1 000 mg
(N=178)

* IlonynauusTa OT BCHYKH NEKYBaHH NauMenTy (intention-to-treat anammz).

T Haii-MankuTe CpeaHu KBaApaTH ¢a KOPHTHPaHHU CIPAMO CTAaTyca OpH IPEXONHOTO
AHTHXHNICPTIIAKECMHYHO JICYEHHE M CTOMHOCTTA HA H3XOJAHO HHBO.
I p<0.001 B cpaBHeHHe ¢ IaLEe6o MK mIaLe6o + KOMOHHUPAHO NEYeHMUE.
| HbAc (%) Ha 24-Ta ceamuua
YHbA . (%) Ha 26-Ta cenmuna
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§ Haii-Mankure cpejHH KBaipaTH ca KOPHTHPAHH 33 ynoTpebara Ha HHCYJIMH NPH BU3HTA |

(NpeaBapUTENHO CMECEH CPeLlly HECMECEH MPEeABAPHTENHO [MEeXAUHEH HITH NPOALIKMTENHOICHCTBALIL] ) H
M3X0AHA CTOHHOCT.

Ilpu 52-ceaMHYHO NIPOYUBaHe, CpaBHABALO e(pUKACHOCTTA K 6e30MacHOCTTa NPH A00aBsHE Ha
curarninTHe 100 mg Beanbk AHEBHO WK runu3uA (CyapoHUIypeHHO NPOH3BOAHO) [TPH MALIKEHTH C
HeZ0OBp rMUKEMHYCH KOHTPOJ NIPH MOHOTEPANHS ¢ MET(GOPMUH, CHTArJTAIITHH € MoJ00eH Ha TAHIM3HU]
npu moHHwxasaHeTo Ha HbA . (-0,7% cpenHa npoMsiHa cipAMO K3XOAHKTE CTOHHOCTH Npe3 ceAMuua 52,
CBC CpenHa CTOHHOCT Ha HbA ¢ oT npubnuzurenno 7,5% B asere rpynu). Cpeanara no3a rIMITH3HA
H3MOA3BAHA B I'pynara 3a cpasHenMe ¢ 10 mg auesro kato npudansutenno 40% ot nauueHTHTE ce
HYXAasAT OT 1032 MIHNA3H] <5 mg/AHEBHO MO BpeMe Ha npoy4paHeTo. Obave, NoBeue NalHEHTH OT
rpynara Ha CHTarJIHITHH ca NPeKbCHANH MOpaaH JTHICA Ha epUKAaCHOCT, OTKOJKOTO B rpynara Ha
raunk3u. [TanueHTHTe NexyBaHu ChC CHTATTMIITHH MIOKa3BaT 3HAUYNTENHO CPEAHO MOHMIKEHHE CIIPAMO
H3XOJHHTE CTOWHOCTH Ha TenecHoTo Terio (-1,5 kg) B cpaBHeHHe ChC 3HAYUTENHO MOKAYBAHE HA TETJIOTO
IIpH NAUMCHTH NoJy4daBany raunusui (+1,1 kg). B ToBa npoyysaHe, OTHOUIEHHETO IPOUHCYIHH KEM
WHCY/THH, Mapkep 3a €PEeKTHBHOCTTA Ha HHCYIMHOBHS CHHTE3 H 0CROGOM IaBatie, ce noAo0pABa ChC
CUTATJIMIITHH H CC BJIOILIABA NIPH JIeYeHHEe C TAMMU3NA. YecToTara Ha XHIIOTIIHKEMHES B FpynaTa Ha
CHTarIMNTHH (4,9%) € 3HAYHTENHO NO-HUCKA OT Ta3u B IPynata Ha raHnu3HA (32,0%).

24-ceAMHIHO MIALEO0-KOHTPONHAPAHO KIHHHYHO NpOy4YBaKe, BKIIIOYBALLO 660 nauuHeHTH e
MpeAHA3HAYEHO Aa OLUCHH eUKACHOCTTA BOACIIA A0 HAMAJIABAHE Ha HHCYJIHHOBUTE J103H H
Oe3onmacHocTTa Ha CHTaraunTHH (100 mg BeiHEkK JHEBHO), KOraTO € NpubaseH KbM HHCYIMH TMapXKHH
¢be MM H6e3 meTdopmuH (more 1 500 mg) no Bpeme Ha HHTEH3H(QHIHPAHETO HA HHCYTMHOBATA TEPAIHAL.
IIpu nmauueHTH, npHeMallu MerdopMiH, H3xoanarta ctoiiHocT Ha HbA . € 8,70% n HavanHara no3a
uHCyJiuH € 37 IU/nHeBHo. [1anneHTHTE ca MHCTPYKTUPaHH 14 THTPUPAT TAXHATE 1032 HHCYJIMH TTIapKHH
Bb3 OCHOBA HA CTOHHOCTHTE HA KphBHATA 3aXap Ha rIaJHo, H3MEPEHH Ype3 KPbBeH TecT ¢ yOOKAaHe Ha
npbera. Ilpn nanueHTHTE, NprHeMaiiy MeTgopMiH, Ha 24-Ta ceIMULA, YBETHYABAHETO Ha IHEBHATA 1034
HHCYJIHH € 19 1U/nHeBHO npu nanuesTH, NEKyBaHU ChC CUTArmHITHH ¥ 24 1U/aHeBHO MpH MaiiHeHTH Ha
nnanebo. [onwxasanero Ha HbA | npu nammeHTH, JeKyBaHH ChC CHTArTHNTHH, MET(OPMHH U HHCYJIHH €
-1,35% B cpasHenue ¢ -0,90% npu nauuenTy, TeKyBalu ¢ mialetco, MeTGpOpMHHE U HHCYJIMH, pa3jiMKa OT -
0,45% [95% CI: -0,62; -0,29]. YecroTara Ha xunoraakemus € 24,9% npH NALHEHTH, JIEKYBaHH CbC
CHTarIMNTHH, METQOPMHH U HHCYIIHH H 37,8 Yo npH NauMeHTH, eKyBaHu ¢ muaueto, MeTGopMuH H
HHCYIMH. Pa3iukaTa ¢e IBJKH OCHOBHO Ha MO-BHCOKHSA NMPOUEHT MALHEHTH B Ipyinara Ha niaauebo,
H3MUTANH 3 KM DOBEYE enu30Aa Ha XunorinkeMus (9,1 cupsimo 19,8%). Hama pa3nunka B yecToTaTa Ha
TEXKKA XHINOTTTHKEMHA.

MetdhopMun
Mexanuzem na Oesicmasue
MergopMiH € OGUrBaHUANH ¢ AHTHXHNIEPrIMKEMUYEH eeKT, MOHMKABAI KAKTO 0a3aHaTa, Taka H

NJIa3sMEHATA II0K03a Cliell XpaHeHe. Tol He cTHMYHpa HHCYJIHHOBATA CEKPEUHs H CAEAOBATENIHO HE
NPEANU3BHKA XHNOTTHKEMHS.

MerdopMun MOXe fa AeiicTBa 10 TPH MEXaHHU3MA:
- ypes HaMAIABAHE MPOAYKLUMATA HA YepHOAPOORA I/I0K03a Upe3 HHXHOUpPaHE Ha TIIIOKOHEOreHe3aTa
H IMUKOreHOIu3aTa

- B MYCKYIIMTE, YpE€3 YMEPEHO NOBHIIABAHE HA MHCYIHHOBATa YyBCTBHTEIIHOCT, [I0J00paABaii
nepudepHOTO NOEMaHe W YCBOSBAHE HA [JIOK034
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- upe3 3abaBaHe Ha abcopOLMATa HA MIIOK03a B TEBHKHTE 4YepBa.

MeT¢opMHH CTHMYJIHpPA BETPEKIICTHUHNA CHHTE3 Ha TIHKOTeH Ype3 Bh3AEHCTBHE BLPXY ITTHKOrEH
cHHTeTasaTa. MeTdopMHH MOBHILIABA TPAHCNIOPTHHS KallalIMTET Ha CEUH(PHYHN THITOBE MEMOpaHHH
TpaHcnoprep Ha rmokosara (GLUT-1 1 GLUT-4)

Knunuuna egpuxacrocm u 6ezonacnocm

[Ipu xoparta, HE3aBUCHMO OT ReiiCTBHETO CH BbPXY MIMKEMHATA, MeTQOPMHH HMa ONAroNpHATHH €OEKTH
BBpXY JHNHIHHA MeTabonu3bM. ToBa ce JoKka3Ba npH TepaneBTHYHH KOHLIEHTPALUHH B KOHTPOIHPaHH
KNHHHYHH [TPOYYBAHHSA CHC CPEAHA NPOABJDKUTETHOCT HITH XBJIMOCPOUHH KIHHHYHH TIPOYYBaHHAA:
MET(HOPMHUH HaManaBa o0iua xonectepon, LDLc 1 HMBaTa Ha TpHTAHLECPUAMTE.

[IpocnextHBHOTO panaomusupano (UKPDS) npoyusate e ycraHoBuA0 KbINOCPOYHATA M10N13a OT

HHTCH3MBHHSA KOHTPOJ HA KPHBHATA 3axap NpH AHa0ET THN 2. AHANH3BT HA PE3YATaTHTE NPH NalHEHTHTS

C HAAHOPMEHO TErNo, JIEKYBaHH ¢ METHOPMHH CIIER HEYCNEeX ¢ IHeTa CaMOCTOATENHO NOKa3Bar:

- 3HAYUTE/IHO HAMalICHHE Ha aDCOMOTHHA PHCK Ha CBBp3aHuTe ¢ AMadera yCnoKHEeHHA B rpynara Ha
MeTdopMuH (29,8 cr6uTHA/1 000 MaLHEHTOrOAHHH) CIPIMO JHETA CAMOCTOATENHO
(43,3 cu6uTHs/1 000 nanuentoroauuu), p=0,0023 u cnpsMo rpynure Ha KOMOMHALUA CBC
cyndounnypes u moHoTepanus ¢ HHCYIdH (40,1 cebutus/l 000 nauuentoroausnu), p=0,0034

- 3HAYMTEIHO HaMaJleHHe Ha a0COMOTHHA PHCK OT CBEp3aHAaTa ¢ AHabeT CMBPTHOCT: MeTOOPMHUH
7,5 cubutng/1 000 nauHeHToroiuHM, AUeTa caMocToATeaHo 12,7 cubuTha/1 000 nandeHTOroAHHH,
p=0,017

- 3HAYHTEITHO HaMalleHHe Ha a0COMOTHHS PHCK OT 00IAaTa CMBLPTHOCT: MET(GOPMHH
13,5 cubonTHs/1 000 nauuenToroauHy cnpamo Jueta caMocrodarenno 20,6 cebutua/1 000

nanuenToroauu, (p=0,011) u copaMo rpynHTe KOMOHHHpaHa CyIPOHHIYPEd K MOHOTEpaIMS €
HHCYJIHH

18,9 cponTHa/1 000 nauuentoroaunn (p=0,021)
- 3HAYHTENTHO HaMaNleHHe Ha a0COMOTHHS PHCK OT MHOKAp/ACH HHdapkT: MeTdopmuH 11
chOuTHA/1 000 nauuenToroauuy, nuera camoctosrenno 18 cudutsi/t 000 nanuenToroanHHu,

(p=0,01).

TECOS e panaomuzupaso npoyusade npu 14 671 naumenTu B intention-to-treat nomynauusta ¢ HbA .
>6,5 1o 8,0%, ¢ ycTaHOBEHO CHpAEUHO-CHAOBO 3a00NBaHE, KOHTO NONY4YaBaT CHTArMMNTHH (7 332)

100 mg aHeBHO (Mnm 50 mg nHeBHO, ako u3xoaHuTe cToiiHocTH Ha eGFR ca >30 u <50 ml/Mun/1,73 m?)
uin mauebo (7 339), nobGasenn xbM 00HUANHNTE MPHXXH CHrAaCHO MECTHHTE cTaHAapTH 3a HbA . u
ChpAEYHO-ChA0BH pHckoBH (aktopu. [TanuenTtn ¢ eGFR <30 ml/muu/1,73 m? He ca BKIIOYCHH B
npoy4BaneTo. U3cneaBanata monynauua Bkmoysa 2 004 mauneHTH HA Bb3pacT >75 roqWHy v 3 324
nauueHTH ¢ 666peano yepexnane (eGFR<60 ml/mun/1,73 m?).

[To BpeMe Ra mMpoy4BaHeTO, 00HIaTa H3UKACIeHa cpenHa padmuka (SD) B crofiHocTHTe Ha HbAc MeXay
rPYNHTE Ha CHTAraumrTi | miaunebo € 0,29% (0,01), 95% CI (-0,32, -0,27); p<0,001.

[IbpBMYHATA KpaiiHa TOYKA MO OTHOLICHHE HAa CHPAEYHO-CHAOBATA CHCTEMA € ChCTaBHA OT TbPBATa N10ABA
Ha CLPACYHO-CHAOBA CMBLPT, HedaTaleH MAOKapAcH HHGApPKT, HedaTaleH HHCYIIT HIIH XOCTIHTaIH3aLns
nopajaH HecTabHNHA cTeHOoKapaus. BTOpHUHMTE KpaiiHH TOYKH NO OTHOLICHHE HA CHPACYHO-ChAOBATA
CHCTEMa BIUIIOYBAT IThPBATA N10SBA HAa ChPAEYHO-CHAOBA CMbPT, HedaTaNeH MHOKApACH HHPapKES
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HedaTaleH MHCYJIT; ITbpBaTa moKBa Ha MHIWBKIYalHHTE KOMIOHEHTH HA TbPBAYHATA CHCTABHA; 00Ia
CMBPTHOCT U XOCITHTANMH3AMHH TOPAaH 3aCTOMHA ChPACYHA HEIOCTATHYHOCT.

Crea npocneadBaHe ¢ MEJHaHA HA NPOABLILKHTEIHOCT OT 3 FOAMHH, CHTATIMNTHH HE NOBHINABA PHCKA OT
rONCMH HEXENAHK CHPACYHO-CHIOBH CHOHTHA UM PHCKA OT XOCIUTAH3ALHSA NOopaaAn ChpAcYHa
HEAOCTAaTbYHOCT, KOraTo ce nobaBs KbM OOHUaiHUTE MPHKH TIPH MAUHEHTH ¢ fHaleT THI 2 B CPaBHEHME C
oOnuakHHTe rpuxu 6e3 curarmantul (Tabauua 3).

Tab0aana 3: YecToTH Ha KOMOHHHPAHH CLPAEYHO-CHAOBH PE3YJITATH H HA KJIIOYOBH BTOPHIHH
pe3yJTaTH

CHTAIIHNTRH ITnaneto
100 mg |
YecTroTa YecToTa
Ha 100 Ha 100 KoedranuenT
nauuem‘n-i AAlHEHTO- | HA PHECKA P- -
__N (%) | roammu* | N (%) | rOAHHH * | (95% CI) I crosinoct’

Ananus B Intention-to-Treat nonysanuara

bpoii naunenTH I 7332 7339 |

IInpBHYRA CHCTABHA
KpaiiHa To4yka
(CvpaeyHo-ChA0Ba CMBPT, l

HedaTaleH MHOKapASH |

HH(APKT, HedaTaneH
HHCY T HITH
XocnHTanm3anms, nmopagu | 839 851 | 0,98 (0,89
HecTabnnsa cTeHokapaus) | (11,4) | 4.1 [(L1,6) |42 1,08) <0,001 |
BTOpHYHA CLCTABHA
KpPaHHA TOYKA
(ChpaciHO-ChAOBA CMBPT, | |
HedaTalleH MHOKapIEH
uHbapkT uin Hedatanen | 745 | 746 0,99 (0,89
HHCYJIT) (10,2) | 3,6 (10,2) |3,6 1,10) | <0,001
BropHu4eH pe3yarar .
CopaeyHo-cpA0Ba CMBPT l 380 1,7 366 ] 1.7 1,03 (0,89- rEl,’fll
1 (5.2) (5,0) 1.19) ~
Bceakakbs BHI MHOKApPAEH
uHpapkT (paraneH u 300 316 0,95 (0,81-
HedaTaneH) | (4,1) |14 1(4.3) 1,5 1,11) 0,487 l
Bcesakakbs BUI HHCYJIT 178 183 0,97 (0,79—
(atancH 1 HedaTaneH) (24) 108 (2,5) 0,9 1,19) 0,760
Xocnuraguzauus nopaan | 116 129 0,90 (0,70—
HecTtabuiHa cTeHokapaua | (1,6) 0.5 (1,8) 0,6 | 1,16) 0
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CMEPT nopanu Beiakakea | 547 337 1,01 (0,90

TPHYHHA (7,5) 2,5 | (7.,3) 2,5 1,14) 0,875
XOocnUTanH3anus, nopany

CbpACYHA 228 229 1,00 (0,83~
HEJOCTATBYHOCT? 160 1,1 (3,1 1,1 1,20) 0,983

* Yectortara Ha 100 nauueHTOrOgMNN € n3ducieHa karo 100 x (o6uus 6poit nawmentu ¢ >1 cpbuTHE MO
BpeMe Ha AOIYCTHMHS NTEPHOL HA €KCITO3HIHS CIIPAMO o0Ius Opoi NalHEHTOrOAMHM HA NPOCIENABAHE ).
t B3 ocHoBa Ha Mozen Ha Cox, cTpaTaduLpaH o perHoH. 3a CbCTaBHUTE KPaiHH TOUKHY,
p-CTOMHOCTHTE ChOTBETCTBAT HA TECT 32 HEHH(PEPHOPHOCT, THPCEHI Ad MOKAKE, Y€ KOSPULIMEHTET HA
PYcKa € Mo-MausK OT 1,3. 3a BCHMuUKY Apyry KpaliHu TOUKH p-CTOHHOCTUTE CHOTBETCTBAT HA TECT 34
Pa3MHKHUTE B KOCHHLIMEHT HA PHCKA.

1 AHafHYLT Ha XOCTIMTAAM3ALUATA OPAJH ChPAEYHA HEJOCTATLYHOCT € KOPHIHpaH 3a aHaMHE3a 3a
ChpIACYHA HEAOCTATHBHYHOCT Ha H3XOJHO HHBO.

Ileanarpuyna nonyJanus

EBponeiickaTa areHIHs [0 JekapcTBaTa 0OCBOOOXAaBa OT 3aAB/DKEHHETO 3a NPeAOCTABAHE Ha
pe3yATaTHTEe OT NPOYUBAHHATA C pepepeHTEH JIEKAPCTBEH MPOAYKT, ChAbPKAL] CHTATTUIITHH/METPOPMHH
BbB BCHYKH MOATPYTH Ha NEAHATPRYHATA NONYJIALHA ChC 3axapeH AHabet Tun 2 (Bk. To4YKa 4.2 33
HHPOPMALHA OTHOCHO ynotpeba B NeaHaTpHsTa).

besonacHOCTTa H ehHKACHOCTTa NpH AcOaBsHE HA CHTANHNTHH NPH NEAHATPHYHH NAUHEHTH HA BH3pacT
oT 10 no 17 roquHu ¢ Araber THN 2 U HeaJEeKBATEH MNIMKEMHYEH KOHTPOJ Ha MET(HOPMHH, ChC HIIH Ge3
MHCYJIHH, Ca OLIEHEHH B JIBE NPOYYBaHHUA 3a nepuo ot 54 ceaMuui. J1o0aBSHETO HA CUTATIBIITHH
(IPHIIOXKEH KATO CHTArTHNTHH+MeT¢hOPMHH HIIH CHTArIMOTHH+METGOPMHH ¢ YIBIDKEHO 0CBOOOX1aBane
(XR)) e cpaBHEeHO ¢ AobaBaHeTO Ha manebo kpMm MeTdopMuH WK MeTdopmiH XR.

Makap H Jia ce ACMOHCTPHPA TIPERE3XCACTRG IO OTHOIICHKUE nouukasaneto Ha HbA . 3a
CHTarTMNTHH-+MeThopMud/cutarmunTua-tMeTdgopmun XR naa merdopMuH Ha ceamuiia 20 npu cOopHUs
aHanM3 oT Te3M JBE MPOYYBAHHA, Pe3yNTATHTE OT OTICSIHATE NMPOYYBaHUA ca HeChBMeCTHMH. OCBEH TOBA,
He ce Ha0moaBa [o-BHCOKA €(HKACHOCT Ha CHTArIHITHH+HMeTGOpMUHE/cHTarTuNTHH+MmeTdopmun XR B
cpasHeHue ¢ MeThOopMHH Ha ceamuna 54, Cnenopartenno, IQ3umer He Tpabea Ja ce H3NoA3Ba NPH
NeAMATPHYHH MALHEHTH Ha Bb3pacT oT 10 fo 17 roguHy nopaay HEROCTATHYHA PHKACHOCT (BXK. TOUKa
4.2 3a HH(pOpMAIHI OTHOCHO YNoTpeGa B IISAHATPHATA).

3.1 DapMakoKHHETHYEH cBoiicTBa

HO3umMer

[IpoyusanusTa 3a GHOCKBHBAJICHTHOCT NPH 3paBH YUYACTHHIH MOKa3BaT, Y€ CHTATJTMITHH/MeT(HOPMHHOB
XHAPOXJIOpH] KOMOMHHpaHH TableTKH ca OMOSKBHBANIEHTHH Ha elHOBPEMEHHOTO MPHIOKEHHE Ha
CATATTHNTHH ¥ METQPOPMHHOB XHAPOXJIOPH] KaToO OTAESIHY TabIeTKH.

Cneanurte aanHu nokaseat papMakoKHHETHYHHTE CBOMCTBA Ha OTACAHATE aKTHBHH BEIIECTBA HA
IO3umer.

CHTArNHITHH
Abcopbyus
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Cnen nepopanso npunoxeHue Ha 103a 100 mg Ha 3ApaBH YYACTHHIIM, CUTArIUNTHH ObP30 ce abcopOHpa,
¢ JOCTHIaHe HA NUKOBH IIA3MEHH KORIEHTpaLMy (MEIHAHA tnax) 1 20 4 Yaca cie NPUIOKEHHETO,
cpeana mnasmMeHa AUC na curarnuntii 8,52 uMxh, Cuax 950 nM. AbcomoTHaTa OROHATHYHOCT Ha
CHTarJIMITHH € NpHONH3KTeNnHO 87%. Thii KaTO MpHEeMaHETO Ha CHTArIMNTHH €AHOBPEMEHHO ¢ Oorara Ha
Ma3HWHHM XpaHa He NoBMsABa GapMAKOKHHETHKATA, CHTATJTMIITHH MOJKE J1a Ce IpHnara ¢ 1iH Oe3 xpaHa.

[Inazmenara AUC Ha CHTArIMNTHH C€ TOBHLIABA MO 032 NPONOPILHOHANICH HAYHH.
J03a-NIPONOPLUHOHANHOCT HE € YCTaHOBeHA 33 Cryax M Cr4qaca (Cmax CE MOBHLIABA MOBEYE OT
N033-TIPONOPIHOHANHO, 4 Coqaacs €€ YBEIHYABA NO-MAITKO OT A033a-NPONOPLHOHAIHO),

Pasnpedenenue

CpelHHAT 06eM Ha pa3NpelclCHUE B CTALKOHAPHO CHCTOAHKE Cle €IHOKPATHa HHTPaBEHO3HO
npuiIokKena n103a o1 100 mg curarnunTHH HA 3ApaBH YYACTHHLM € mpHOan3uTenHo 198 nutpa.
OpaxuHbTa CHTAITHIITHH 00paTHMO CEBP3aHA C Na3MeHuTe NPOTeHHH € Hucka (38%).

buompancghopmayun
CHTarIMnTHH ce €IMMUHHPA OCHOBHO HETIPOMEHEH C YPHHATA, a MeTabOMH3MBT € BTOPOCTENCHEH ITBT.
IIpubnusnrtento 79% 0T CHTArMITHH ce €KCKPETHPA HEMPOMEHEH B YPHHATA.

Crnen nepopanta aosa [*C]-curarmmnTus, npuSauantento 16% ot paIHOoakTHBHOCTTA CE EKCKPETHPA
KaTo METaDONHTH Ha cuTarnunTiH. Ha HMBO cneaM ca yCTaHOBEHH mIeCT MeTabONIHUTa, KOUTO He Ce oYaksa
Aa NONPHHACAT 3a Ia3Menara DPP-4 nuHxubHuTOpHA aKTHBHOCT Ha CHTACNIRIITHH. /1 vitro NpOy4YBaHHATA

[TOKa3BaT, Y€ OCHOBHHAT EH3HM, OTTOBOPEH 3a OrpaHH4eHns MeTabonmn3bM Ha cutarnunTiH € CYP3A4, ¢
yuacTyero H Ha CYP2CS.

In vifro naHHMTE TIOKA3BaT, Y€ CHTATJIMITHH He ¢ HHXHOuTOp Ha CYP n3oenzumure CYP3 A4, 2C8, 2C9,
2D6, 1A2, 2C19 unn 2B6, u He e maayxTop Ha CYP3A4 u CYP1A2.

Enumunupane

Cnen npunoxkenne Ha nepopaina Jo3a [*C]-cutarnunTiy Ha 3ApaBH y4acTHUIH, npudnusurento 100%
OT MPHJIOKEHATA PaIHOAKTHBHOCT Ce eMMMHAHpa ¢ dekanuute (13%) unn ypunara (87%) 1o eaua
CeIMHIIA crefl IPHIIOKEHUETO Ha A03aTa. [IpueuaHuAT kpaeH tiz cnen 100 mg nepopanHa 1o3a
CHTarJIHNTHH € NpHOIU3UTeNHO 12,4 yaca. CHTarmuMnTHH ¢ce HaTPpynBa CaMO MUHHUMAaNHO IpH
MHOT'OKPAaTHO NpHnarane. brOpeunuar kmuperc e npubausuteato 350 ml/mun.

EnuMHHApaHEeTO Ha CHTArTMIITHH CTaBa OCHOBHO 4pe3 0h0peyHa ekcKpenHs H BKIIOUBA aKTHBHA TYOynHa
cekpenua. CHTaArJHITAH € CyOCTpaT Ha YOBEILIKH OprasiiycH aHHoHeH Tpancnoprep-3 (hOAT-3), xo#fTo
MOxke OH ygacTBa B OBOpEYHOTO eMMHHHPaHe Ha CHTaraMnTHH. KnnAnuHoTo 3HadyeHre Ha hOAT-3 B
TPAHCIOPTa Ha CHTATTIMIITHH HeE € YcTaHOBeHO. CHTAIHIITHH € CyOCcTpar K Ha P-TIIHKONPOTEHH, KOHTO
MOXe OH y4acTBa H B MEAHHPAaHeTO Ha OLOPEYHOTO eNIHMHHMPAHe Ha CHTArIMNTHH. B ¢BIIOTO BpeMe
THKIOCIIOPHH, €HH P-TTHKONPOTEHH HHXUOUTOp, HE HAMansABa ObOpEUHHs KIHPHHC HA CHTArJIHNTHH.
CurarnantuH He € cydcerpar Ha OCT?2 wnn OAT) wim PEPT1/2 tpancnioprepute. In vitro CHTarMHITHH
ne noTHcka OAT3 (IC50=160 puM) umn p-rmukonporerHa (a0 250 uM) MeauHpanus TpaHCIIOPT B
TepaneBTHYHO PEJIEBAHTHH INA3MEHH KOHIEHTpaUHH. [IpH KMHHHYHO NPOY4YBaHE CHTATNIUIITHH HMa
MaTbK eeKT BbPXy NMAa3MEeHUTe KOHIEHTPAI[RK Ha JHMrOKCHH, KOSTO NTOKA3BAa, Y€ CHTATITUITHH MOXE Ja €
c1a0 HHXHOUTOp Ha P-TNMUKONPOTEHH.
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Xapaxmepucmuru npu nayuenmume
DapMakOKHHETHKATA Ha CHTATTIMIITHH € KATO LsJIO CXOAHA [PH 3APaBH YYacTHHIH H nmauMeHTH ¢ Auaber
THN 2.

bvbpeuno yepexcoane

[IpoBeneHo € OTBOPEHO IPOYYBAHE NPH SAHOKPATHO NPAIOKEHHE 32 OlIEHKA HA (apMaKOKHHETHKATA Ha
HaMaJieHa 1033 CHTarnunTHH {50 mg) npH NalHeHTH ¢ pa3nHYHa CTeneH Ha XpOoHHYHO OB0peyno
YBPCIKIAHE B CPABHEHUE ChC 3IPaBH KOMTPOIH, ITpoyuBaHeTO BKIIOYBA NAMEHTH ¢ OBOpEUHO
YBPCKAAHE B JICKa, YMEPEHA MM TEKKA CTenen, Kakto X nanvedtH ¢ ESRD Ha Xxemoanamisza. OcBeH
TOBa, eekTHTE Ha 6BOPEUHO YBpeXaaHe BupXy GapMaKOKUHETHKATA HA CHUTArAMIITHH NPH NALHEHTH C
Auabet THI 2 W 6ROpEeUHO YBpEXAaHe B JieKa, yMEPEHa MK TEXKKa cTenel (Biountendo ESRD), ca
OLCHEHH Ype3 NOMyJAIIROHHH QapMakOKHHETHYHH AHAJIH3H.

B cpasHenue cbe 3ApaBU KOHTpONH, niasMenata AUC Ha CHTarIHIITHH ¢ NOBKHILAaBa npubiusurenHo 1,2
ML TH NPH NARHEHTH ¢ 6K6peHHO yYBpekaaHe B jicka crener (GFR>60 go <90 ml/mun) i cboreetHo 1,6
(IbTH NPU NAUKMEHTH ¢ OLOpeYHO yBpexkaaHe B yMepeHa creneH (GFR>45 no <60 ml/mun). Tt kato
PasMEPBT Ha NMOBHILCHHETO HE € KIIMHHYHO 3HAYHM, HE CE HaJlara KOPHI'HpAHe Ha 103aTa HPH TE3H
NALHEHTH.

[lnasmeHara AUC Ha CHTarIMNTHH Ce NOBHINABA NPHOIH3UTENHO 2 ITHTH NPH NauKeHTH ¢ G0peuHo
yBpexcaHe B ymepeHa crened (GFR>30 no <45 ml/Mun} u npubnu3urenHo 4 METH NpH NaLUEHTH ¢
OBOpeyHO yBpexnaHe B Texka crened (GFR<30 ml/mun), sxmountenno nanuenty ¢ ESRD na
Xemoznuanu3za. CHTATJIMOTHH Ce OTCTpaHaBa yMepeHo npu xemonuanu3a (13,5% 3a 3- go 4-yacosa
XeMOANAIN3HA ceCH 3artouBallia 4 yaca cnes NpHIOKEHHETO).

Yeprodpobuo yepexcoarne

He e Heo6xoa1Ma KOpeKIIUA Ha 103aTa CHTArIMITHH IPH TTAUHEHTH ¢ JIEKO HIH YMEPEHO YepHOAPOOHO
yspexcaane (cxop no Child-Pugh <9). Hama kgHHYeH OTTMT NPH NAIMEHTH C TEXKO YEPHOZXPOOHO
yBpexkaane (ckop no Child-Pugh >9). B ceuioro BpeMe, Thii KATO CUTArNMHATHH Ce ENMMHHAPA OCHOBHO

ype3 O0peLlTe, HE CE 04aKBa TEXKOTO YEPHOAPOOGHO YBPEKAAHE 12 MOBIMSAE BhPXY
(apMaKOKHHETHKATA HA CHTATTHIITHH.

Umapnecxa evspacm

He ce naara xopexums Ha 03a1a B 3aBHCHMOCT OT BB3pacTTa. B3 OCHOBA HA NONYIalHOHEH
(hapmakokHHeTHYeH aHaTH3 HA JaHHd oT ®a3za [ 1 ®asa II, Be3pacTTa He Oka3pa KIHHHYHO 3HAYUM edexT
BLPXY (hapMaKoKMHETHKATa HAa CHTAMNTHH. YYacTHHUHTE B CTApUecka Bb3pacT (65 a0 80 roauH1) HMar

MpHOMH3HTENHO 19% NO-BHCOKH NA3MEHH KOHHEHTPALMM HA CHTATIUIITHH B CPABHEHHE C NO-MJIAAH
YYaCTHHLIH.

Heouampuuna nonyrayus

DapMaKOKMHETHKATA HA CHTarIHNTHH (eAHHHYHA 203a 50 mg, 100 mg wnn 200 mg) e U3cieaBaHa npu
NEAWATPHYHH NalHEeHTH (Ha BB3pacT ot 10 no 17 rogunn) ¢ auadet tin 2. [pu ta3u nonynaumusa, AUC Ha
CHTArJTHIOTHH B MIA3MAaTa, KOPUTHPaHa CIIPAMO 103aT1a, € puOIu3uTeaHo 18% no-HucKa OTKOJIKOTO IPH
BB3PACTHH TIANHEHTH ¢ AnadeT THI 2 npd 703a 100 mg. He ca nmpopexaaHH NpOy4BaHHA ChC
CHTarJIMNITHH NPA NCAKATPHYHH MAUMEHTH HA BB3pAcT <10 rogHHH.

Hpyeu xapaxmepucmuxu na nayuenmume
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He ce Hanara kopekuus Ha 103aTa B 3aBHCHMOCT OT TIOJ, paca WK HHAEKC Ha tenecHa Maca (BMI). Tezn
XapPaKTepACTHKH HAMAT KIIHHHYHO 3HAYUM e(PEKT BbpXy (papMaKOKMHETHKATA HA CHTATTTHIITHH CIOpe

KOMOHMHHMpaHKs aHaMM3 Ha PapMakKOKHHEeTHYHHTE JaHHH oT Pa3a | u nonynanuoHeH GapMaKOKMHECTHYECH
aHanus Ha gaHuu ot Paza [ u Paza ll.

MetdopMuH

Abcopbyus
Crex nepopaina 10332 METPOPMHH, tmax C€ AOCTHFA A0 2,5 yaca. AGcomoTHaTa OHOHAIHYHOCT HA

Tabnerka Merpopmun 500 mg e npubnmzurenso 50-60% npwu 3apasu yyacTHauM. Criel nepopaiHa 4034,
neabcopbupanara dppaxuusa, OTKpuTa BbB Phekannute e 20-30%.

Cnep nepopaneH npuem, abcopbuuara Ha MeTGOpMHH € HacHILALIA ¢e M HembjHA. CMATA ce, ue
¢apMakoKHHETHKaTa Ha abcopbuusra Ha MeThopMEH ¢ Henuuelina. [Ipu o6uualiny 10310 MeTGOpMUH U -
AO30BH CXCMH, MIIA3MEHHTS KOHLICHTPAUMH MPH CTALJHOHAPHO CHCTOSHHUE CE AOCTHIAT B paMKHTE Ha
24-48 yaca ¥ KaTo uso ca no-Manko ot 1 pg/ml. Ilpd xOHTpOIHPaHH KITHHHYHA HIMHTBAHAS,

MaKkCHMAJTHHTE Ia3MeHH HHBa Ha MeTQOpMUH (Chrax) HE MIpeBHINABAT 5 pg/ml, JOPH NPH MaKCHMAaJIHH
NO3H.

XpaHaTta HaMaJIABa CTENEHTA H cnabo 3abaps abcopbunara Ha merpopmun. Cnen NpUIGKeHHe Ha 1034 OT
850 mg, ce Habmonasa 40% no-HHcka MHKOBA NN4a3MeHa KOHUEHTPaUus, 25% naManeune aa AUC ¢

YABIKABAHE € 35 Min Ha BPEMETO 0 AOCTHraHe Ha NHKOBA Nia3MeHa koHueHTpanus. Knnununara
3HAYHMMOCT HE € H3BEeCTHA.

Pasnpedenenue

CBbp3BaHETO C IUIA3MEHUTE NPOTEHHH € He3HAYMTEHO. MeThOopMHH ce pasnpeaes B epUTPOLIUTHTE.
KpbBHHAT MK € [TO-HHCHK OT MNIa3MEHHS NMHK H CE NOABABA NPHOIH3ATENHO 10 CHLUIOTO BpEME.
YepBenuTe KPHBHH KIIETKH HaH-BEpOSATHO NPEACTABNSBAT BTOPHYCH KOMIAPTHMEHT Ha pasNpeAe/cHHE.
Cpeanuar Vd saprpa Mexay 63276 1.

buompancopmayun
MetdopMHH ce eKckpeTHpa HenpoMeHeH B ypuHaTa. Ilpu xopaTa He ¢a YCTaHOBEHH MeTabonuTy.

Enumunupane

brOpeuynuaT KMMpBHC Ha MeTdhopmuH € >400 mi/MHH, KoeTO NoKa3Ba, 4e MET(POPMHH ce ENMMUHMPA YPe3
rinomMepynHa ountpauns u TyOyana cexpenus. Clnex nepopajina 1033, TPHBAIHHAT TEPMHHANCH
C€MHMHHATHOHEH MOy XHBOT € nprbim3urenHo 6,5 h. Koraro 6p0peunara yHKLUMA € yBpeaAcHa,
OBOpeUHHS KIMPBHC C¢ HAMAISBA B CHOTBETCTBHE C TO3H HA KPEATHHHHA W CISHOBATENIHO
CTMMHUHALHOHHHUAT NOJYXKUBOT €€ YILIDKABA, KOSTC BOAM AO NOBUILCHY HUBA HA METHOPMMH B TIIA3MaTA.

3.3 IlpeAK/HAHYHH JARHH 3a 6e30MaACHOCT
He ca npoBexaaHu IPOYYBAHHUA € XXHBOTHH ¢ I03uMeT.
lipu 16-ceaMu4HE MpOy4BaHKS, B KOHTO KYYeTa ¢a TPETHPAHH HIIM C METQOPMHH CAMOCTOSITETHO HIIH C

KOMOHHAUHA OT MET(POPMHEB H CHTAarIMITHH, He € Ha0IoAaBaHa JOITbIHHTENHA TOKCHYHOCT OT
koMOHHauusaTa. NOEL B Te3n npoyuBanus ce HabmoAaBa MpH SKCNO3KHKHA HA CHTATTANTHH

22




ApHOTH3UTENIHO 6 IYBTH NO-BHCOKA OT Ta3H NPH X0Opa U NPH eKCHo3RUMs Ha MeTGOPMUH NPHOIH3HTENHO
2,5 bTH NO-BHCOKA OT Ta3d NpPH XOpa.

CneaHuTE JaHHM C2 HAXOJKH IPH MPOYYBAHKS NPOBEACHH ChC CHTATIMNTHH WIH MeTHOPMHH
CaMOCTOATEHHO.

CHTATIMOTHH

brOpeuHa H YyepHOAPOOHa TOKCHYHOCT Ce HaGIII0IaBa IPH FPH3a4H PH CTOMHOCTH Ha CHCTEMHA
eKCO3HUIMA 58 METH MO-BUCOKH OT HHBOTO HA €KCMO3HIMATA [PH XOPa, a HUBOTO 6¢e3 edekT e
onpeieacHo Ha 19 n'bTH NO-BHCOKO OT TOBA TIpH X0Opa. AHOMAIMH HA PE3NMTE & HAOmonaBar npy
[I'bX0BE NPH HHBA Ha €KCIIO3HLIHA 67 MbTH N0-BHCOKH OT HABOTO HAa KIMHHYHA €KCNO3HIHA; HHBOTO, 6€3
eexT npu Ta3zy HaXoAka € 58 NLTH NO-BUCOKO, CHINACHD PE3YITATHTE OT 14-CEIMMYHO NPOYYBaHe NpH
IUTBXO0BE. 3HAYCHUETO HA TE3M HaXOXKH MPH X0pa He € u3BecTHO. TpaH3UuTOPHH, CBBP3aHH C JISUEHHETO
(H3H4ECKH NTPOSBH, HAKOH OT KOHTO MPEANOaarar HAAMYHETO HA HEBPOJIOTHYHA TOKCHYHOCT, KATO
AHLIAHE C QTBOPEHA YCTa, CaNMBaLls, eMEe3HC HA DAna MAHa, ATAKCHs, TpelepeHe, HaManeHa aKkTHBHOCT
H/unM u3repOera no3a ce HabMIOAABAT PH KyyeTa MPH HHBA HA EKCTIO3RLHA NpHOIU3MTENHO 23 TETH NO-
BHCOKH OT HHBOTO Ha KJIHHHYHA eKCNo3uiuA. OCBEH TOBa, MHOIO JIEKa 0 JIeKa KOCTHO-MYCKYJIHA
AereHepanus ce Hab/FOZaBa H XUCTOJIOTHYHO ITPH A03H, AaBallld HHBA HA CHCTEMHA EKCIO3ULUA
npubau3HTeNHO 23 HTH NMO-BUCOKH OT HHBOTO HA €KCIIOZHIMS NMPH Xopa. TIpH TE3H pe3yaTaTH, HUBOTO
6e3 eexT e npu ekcno3uuus 6-KpaTHO M0-BHCOKA OT HHBOTO HA KJIHHMYHA EKCIIO3HIIAA.

CHTarTMATHH HE MOKa3Ba FEHOTOKCHYHOCT B X043 Ha NPEAKIHHHYHH npoy4YraHus. CHTarIMOTHH He &
KaHUEPOreHeH npH MEMKH. [Ipu npXoBe iiMa NOBHINEHA YECTOTA HA YEPHOAPOOHH aAEHOMH H
KapUHHOMH IIPH HHBA HAa CHCTEMHA SKCIIO3HUHA 58 IMBTH [TO-BHCOKH OT T€3H NpH Xopa. TweH KaTo e
YCTaHOBEHO, Y€ XENMaTOTOKCHYHOCTT KOpEenupa ¢ HHAYLUPAHETO HAa YEPHOAPOOHA HEOnIa3us pH
NIIBX0BE, Ta34 MOBHLICHA Y€CTOTA Ha YePHOAPOOHU TyMOPH MPH MITBXOBETE € BEPOATHO BTOPHYHA,
BC/I€/ICTBHE HA XPOHHYHA XEITATOTOKCHYHOCT NIPH Ta3H BHCOKA J03a. [lopaau BHCOKaTa rpaHHLa Ha

Oe3onacHocT (19-IrbTH MO-BHCOKA NPH TOBA HUBO 6€3 edexT), TE3N HEONTaCTHYHH MPOMEHH HE C¢ CYMTAT
pejicBaHTHH 3a X0pa.

He ca nabmionapaHd CBbp3aHH ¢ edeHUeTO eekTH BhpXy GepTHINTETA IPH MBXKKH H KEHCKH MLIBXOBE
NOJY4HIH CHTarJIHIITHH NPEH H 110 BpEMe Ha uH(PTOCBAHE.

Ilpu npoydBase BbPXY Npe-/IOCTHATANIHOTO PAa3BHTHE HA [LTHXOBE CHTATIHITTHH HE NOKa3Ba HeXENTaHH
pECaKiLUH.

[IpoyyBaHHATa BBPXY PENPOJYKTHBHATA TOKCHYHOCT NIOKA3BAT HATMUMETO HA CRLP3aHA C JICUCHHETO,
JIEKO YBEIHUYEHA YECTOTa HA Maipopmanuu Ha pebpa Ha dpeTyca (JIMNCBALIH, XHNONINACTHYHY H MNABALLM
peOpa) NPH NOKOJICHHETO HA IITBXOBE NPH HABA HA CHCTEMHA EKCIIO3MLHS MoBeYe OT 29 I1bTH O~-BHCOKH
OT T¢3H NpPH Xopa. TOKCHYHOCT Ha MalikaTa ce HabmoAaBa TIpy 3alil[H Py HHUBA NoBede OT 29 IMbTH NMo-
BHCOKH OT HMBaTa Ha €KCTMIO3HINA pH xopa. ITopanu BHcoKaTa rpaHHLia HA H€30MacHOCT, TE3H HAXOKH
HE MpeANoJaraT CbIIECTBYBAHETO HA ChOTBETEH PHCK 3a PENPOAYKTHBHOCTTA NpH Xopa. CHTArIUNTHH CE
CEKpeTHPA B 3HAYMMM KOJIMYECTBA B MIIMKOTO HA NAaKTUPAILH MUTbX0BE (OTHOLIEHHE KbpMa/muiasma: 4:1).

MerdopMun
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lIpeAKNHHHYHHTE JAHHH 32 METQOPMHH He pa3sKpHBAT oCOOEH PUCK 3a XopaTa Ha 6a3ara Ha
KOHBEHLIHOHAIHH (papMaKoNOrHYHH IPOYUBaHHs 33 6E30MaCHOCT, TOKCHYHOCT TIPH MHOTOKPATHO
npHaarafe, rCHOTOKCHYHOCT, KAPUHHOMEHEH TOTEHIHAN, PENPOAYKTHBHA TOKCHYHOCT.

6. @OAPMAIEBTHUYHH JAHHH

6.1 ChnHCBK Ha IOMONIHATE BemeCTBA

Anpo ga rabnetkara
MuxpokpHrcTaiiia temyiosa, Tin 101
[ToBnpon K29/32

Harpuer creapundymapar
HarpueB naypuncyndar

OHIMOBO TIOKPHTHE

[lonu(BHHUIOB ankoXon) — yacTHuHO xuaponusupan {E1203)
Makporon 3350 (E1521)

Tank (E553b)

TuranoB amokcun (E171)

Yepsen xkenesen oxcua (E172)

Yepen xenezen okcug (E172)

6.2 HecbBMecTHMOCTH

Henpunoxumo

6.3 Cpok na roguocr

36 Mecerna

6.4 Chnenuaanu yclioBHS Ha CHXpPAHCHHE
Ha ce cpxpanasa noa 30°C.

6.5 BuaH cBAbLpPKAHHE HA ONAKOBKATA

benu, wenpospauuu Gnucrepu or PVC/PE/PVDC//Al onuo. BincTepuTe ca OflakoBaHH B CIbHATA
KAPTOHEHA KYTHA ¢ TIPHAIOKEHA THCTOBKA 33 NALHEHTA.

Onakosku 110 28, 30, 56, 60, 98, 120, 196 dunvupanu TabneTKU, rPYIORH ONAKOBKY, CHABLDXKaum 196 (2
ONaKoBKH 1O 98) pHIMHpaHH TabeTKH.

He BcHuku BUAOBE ONAKOBKH MOrar ja 6s3aT MyCHATH B nmpoaaxda.

6.6 CrnenHaanu DpeNa3HE MEPKH OPH H3XBbLDJAAHE
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HeH3non3saHuAT NEKApCTBEH NMPOAYKT HIIH OTNAAbYHUTE MATEPHAIM OT HErO TpAOBA 12 ¢ U3XBBPIIAT B
ChOTBETCTBHE C MECTHHTE U3HCKBAHHSL.

7. HPATEXATEJN HA PAJPEIIEHMETO 3A YHOTPEBA

Gedeon Richter Plc.

H-1103 Budapest

Gyomrdr ut 19-21.

YHrapus

8. HOMEP(A) HA PASPEHIEHMETO 3A YIIOTPEBA

Per. Ne 20220005

9. JATA HA ITbPBO PASPEINIABAHE/TIOAHOBSAABAHE HA PAZPEIHIEHHETO 3A
YIIOTPEBA

Jara Ha mepBO pazpewasane: 04.01.2022

10. JATA HA AKTYAJM3HPAHE HA TEKCTA

10.02.2023

25




