KPATKA XAPAKTEPUCTHUKA HA TPOAYKTA

1. HME HA JEKAPCTBEHMS NPOAYKT

Metdopmake XR Komban 50 mg/500 mg tabnetku ¢ usmeHeHo ocsofoxaaBane
Metformax XR Combi 50 mg/500 mg modified-release tablets

Metdopmare XR Kombu 50 mg/1 000 mg tabnerku ¢ u3MeHeHo ocBoboKIapaHe
Metformax XR Combi 50 mg/1000 mg modified-retease tablets

Merdropmaxe XR Kombu 100 mg/t 060 mg tabiaetk ¢ u3sMeHeHo 0cBoboXjanane
Metformax XR Combi 100 mg/1 000 mg modified-release tablets

2.  KAYECTBEH U KOJIWYECTBER ChCTAB

Merbopmake XR Kombu 50 fng/SOO mg:

Beaxa Tabnerka chbIbpKa CHTAIHITHHOB XHAPOXAOPHA MOHOXUIPAT, EKBMBANCHTeH Ha 50 mg
cyrarnunTis (sitagliptin) u 500 mg metdopmurios xuapoxnopun (metformin hydrochloride).

Merjopmare XR Kombu 50 mg/1000 mg: _
Beaxa Tabnerka ¢babpia CHTANTHIITHHOB XHAPOXJIOPMA MOHOXIIPAT, eKBUBANleHTer HA 50 mg
CHTAruNTHH (sitagliptin u 1 000 mg MeTdopmutos xuapoxnopus (metformin hydrochloride).

Metdopmakc XR Kombu 100 mg/1000 me:
Beaka Tabnerka CuABPIKA CHTAITMIITHHOR XHAPOXNIOPU MOHOXHAPAT, eKBHBaREHTEH Ha 100 mg

curarnunTrH (sitagliptin) # 1 000 mg MeTQopMHHOR XMAPOXNOPH tformin-hydrochlomtde) o mmm——

VNBAHITERNA AFEHLNA N0 IEKAPCTBATA

32 IBAHUA CTIHCHK HR TIOMOIMHNTE BEUISCTRA BIKTE TOUKA 6.1, {Kpamna xapaxmepuomisd v n00gysms - IpuncaeHue 1

ow pec e SR 2L L PSP

[P

3. JAEKAPCTBEHA ®OPMA FPaspeweria _Ne 56’/ /(7/t7/(7/lé ’J’?ng

Tabaerxa ¢ usmeHeHo ocBoboxIaBane (Tabnerka). 0 Ne /

i ep x4 . Syt

50 mg/500 mg: opanxeBM, NPOALIIOBATH, ABOHHOMTLKHARR (ruMHpaHy TalneTkn ¢ pasmepu
npubauapTenuo 17,2 mm/8.4 mm.

16 -06- 2022

50 mg/1 000 mg: Genn, NPOABLNrOBATH, (BORHOUILKHANH (rIMUpanH TAONETKH ¢ pasmepy
npubnnavrento 22,2 mm/10,8 mm, ¢ sankbraTo penedHo oznauenue “50” ot eapara crpasa u
. 1000“ ot apyrara crpana.

100 mg/1 000 mg: opamKeBy, IPOABITOBATH, HIROHHOM3INLKHANM (GUIMUPAHK TAGRETKH C pamepu

npubnmsutenyo 22,2 mm/10,8 mm, ¢ Bank6uarto penedno ospavenne “100™ or enmara crpasa u
,»1000° ot gpyrata crpaua.

4, KIMHUYHH JAHHH

4.1 TepanesBTHYHE NOKa3AHHN

[Tpn BBL3pACTHR TIaLHEHTH CbC 3axapen nuaber Tun 2:

Mergopmaxc XR Kombu e nokasas KaTo JOMLIHEHHE KBM TUCTATA M YIPRKHEHUATY 39 dogo0pasane - |
Ha PAHKEMUYHEA KOHTPON NPY NALMEHTH, TIPH KOWTO HE € MOCTHTHAT 3a20BOIUTENEH KOWTPONC ~ ., - @ -
G, P '

EUNRN
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MaKCHMATHATA JIOHOCHMA 32 THX 1033 MeT(HOPMHH CAMOCTOSTENHO HITH KOHTO BEYE CE IEKYBAT ¢
KOMOUHALMS OT CHTATIMITTUH H MeTQOPMHUH.

Metdopmake XR KomOu e nokasau 8 kOMOUHALHA CBC CyadaHTypeifHy npouaBonsH (T.e. TPOHHO
KOMOBHHPAHO JICYEHHE) KaTo QOMBIAHEHHE KbM JHETATA H YIPOKHEHHATA [IPH NAUHCHTH, NPH KOUTO
HE € NOCTUTHAT 32/I0BONTHTEIICH KOHTPO/ ¢ MAKCHMAIHATA TOHOCHME 33 TAX J038 METHOPMHHE H
cyndanunypes.

Metdopmake XR Kombh € nokasas KaTo TPOHHO KOMOHHHPAHO JIEHEHHE C NIEPOKCU3OMEH
nponndepaTop-aKTHBHPaH penentop raMa (Peroxisome proliferator-activated receptor gamma,
PPARY) aronycT (Hanp. THa30NMAWHAMOH) KaTO NOMbIIHEHHE KBM JMETATa H YIIPAXKHEHUATA NpH
NAUHEHTH, NPU KOMTO HE € NOCTHIHAT 38 J0BOTHTENIEH KOHTPO ¢ MaKCUMMATHATA MOHOCHMA 33 TAX
nosa meropmud U PPARy aronucr.

Merdopmaxc XR Kombu crito € nokasad xato no6apka KbM HHCYNIYH (T.€. TPOMHO KOMOHHEpPAHO
N€YeHHE) KaTO JOMbIHEHHE KbM AUETAaTa W YNPAKHEHUATA 32 M0A00PIBAHE HA [VIHKEMHYHHSA KOHTPOT
NpY NaLMEHTH, KOTATO CTA0ITHATA 038 HA HHCY/IME M MET(OPMHUH CAMOCTONTENHO HE OCHIYPABa
a[CKBATEH MIHKEMHICH KOHTPOL.

4.2 X0o3WpOBKA H HAUAH HA OPRIOKCHEE

EOSPIQOBKEI

Jo3npoBKaTa Ha aHTHXHNEPTHHKeMIYHOTO Nedende ¢ Merdopmake XR Kombu tpabsa na 6wae
HMHAMBHTyAH3RpaHa Bh3 OCHOBA Ha HACTOALIMA PEXKHM HA MAUHEHTA, ePeKTHBHOCTTA B
MOHOCHMOCTTS, KATO HE CE TIpeBUIaBaT MAKCHMAJIHATA NPenophuMTeIHa IHeBHa 1033 ot 100 mg
curarnunTy ¥ 2000 mg meTdopMuH.

Hawanuara 103a NpH IAIMEHTH, Beve JeKyRanH ¢ MeThopMu, TpsaGBa 1a ocurypaBa CHTACTHITHH, B
aocza o1 100 mg n fozara MerhopMUH, KOSTO Beve € NMpHeMAHa BeJNE:K AHCRHO.

HatmenTH, KOATO NPpHEMAT fHeBHa Noza MeThopMyH BRE GOpMa ¢ HesabaBHO 0CBOGOKIARAHE,
npuiarata /1Ba ITbTH JHEBHO, MOraT aa npeMaratT Ha Metrdopmakc XR KoMOu BeaHTRK QHEBHO TIPH
ChllaTa 06Ia JHeRHR 033 METHOPMMY.

Metdopmarc XR Kombu 100/1000 Beanb:x AHeBHO € npeasasHayeH 33 NauMeHTH, KOWTO BEUS ¢a
nexypanu ¢ 1000 mg nuenHa n1o3a MeThopmud TabneTKH (¢ yIRILKEHO WIH He3a0aBHO
ocoboxnasane). Mergopmake XR KomGu 50/1000 (e TabneTky BeIHEX JHEBHO) ¢ NPeAHAHAYEH
3a MOAABLKALIA TEPand NpH MAIMECHTH, XONTO Beue ca nexysanu ¢ 2000 mg nHesHa no3a tabneTkd
MeT(hOpPMHEH {C YILKEHO YNy He3aGarHo ocROGOXKIaRAHE).

Ja naumenTy, NEKyBaHH C METHOPMHR XHAPOXJIOPUA, (¢ YIRDKEHO Wik He3abarHO ocBoGOK/IaBaHE) B
nosa 1500 mg anesso, MoXKe Na ce IPEANONY NMpeMUHaBaHe KbM eata Tabietka Merdopmarc XR
Kombu 50/500 1 equa Tabnerka Merdopmare XR Kombu 50/1000, nppemany eaHOBPEMEHHO,

3a nanKenTy, IEKYBaHH ¢ METHOPMHN XMAPOXIIOPUA B L03a Haj 2000 mg aHeBHo He ce NpenophyBa
npeMunabade kbM Merdopmake XR Kombn.

3a mauMenTH, XOMTO He noHacaT Merdopmake XR Kom6u 50/1000 mg nbe TabnerTkn Beiuni AHEBHO,
TpAdRa fa ce oOMucay apuem Ha Merdopmaxe XR KomGu 50/1000 mg aga bTH JHEBHO, KATO H
ABETE JIO3H Ce JARAT C XPaHa.

Buwspacmnu ¢ nopyanna ovopeuna giynkyus (GFR> 90 mi/mun) T
I1pd nannenTy, Mpy KOWTO HE € NOCTUIHAT 33J0BONHTENECH KOHTPOI C MAKCAMANIHATA NORGCY
NpH MOHOTEpanuy ¢ MeTdopmiy s R

Tlpn nanpenTH, HPU KOUTO HE € NOCTUMHAT 33JOBOJIHTENICH KOHTPOR CaAMO © MercbopM;%&;ijﬁig}zaﬁgwfa;_ Sy
Hayanua ao3a Tpadea ga ocurypsea 100 mg cHTarMNTHH JHEBHO TUTIOC 103aTa Merd)?;ppygniu, KOHTO o VAL
Beve ¢e IpueMa. AR c
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[Ipy naiMenTH, KOMTO NPEMKHABAT OT ERHOBPEMEHHO IPHIOKEHHE HA CHTATJTHITHY ¥ METHOPMHH
{Ipy NaLKeHTH, KOUTO NPEMHHABAT OT EJHOBPEMEHHO GPHIOXKEHHE HA CHTATTUITHH ¥ MET(HOPMHH,
neyentdero ¢ Merdopmake XR Kombu Tpadea na ce 3anoune ¢ A03aTa CHTATJHIITHH M MeTGOPMIH,
KOATO BEe Ce NIPHEMA.

Tpy nALMeNTH, TP KOUTO HE € NOCTUTHAT 3340BORHTENEH KOHTPO! OT JBOMHOTO KOMGHHAPAHO
NCYEHNE ¢ MAKCHMATHATA TOHOCHMA 1032 HA METOOPMUH 1 Cyn(AHIUTYDEd.

Hosara tpaba pa ocurypasa 100 mg cuTarnanTHs JHEBHO M 033 METGOPMHH, NOA00HA Ha J103aTa,
kofTo Beue ce npuema. Korato Merdopmake XR KomGu ce uznon3ea B KoMOHHALMSA CBC
cyndanunypes, Moxe 1a ¢ HAIOKH ynorpedara Ha Ho-HUCKa 1o3a cypanuaypes, 3a Aa ce HaMalu
PHCKET OT XMIOTTHKeMHA (BK. Touka 4.4),

Ilpy nanmerTy, MpH KOHTO HE € IOCTHIHAT 330BOIUTENIeH KOHTHON OT ABORHOTO KOMOMHHpaHo
JCUCHHE ¢ MAKCUMAIIHATA NOHOcKMa No3a MeTdhopMuH U PPARY aroHuct

Jozara rpabea na ocurypu 100 mg CHTArTMATHE JHEBHO U 2038 MeTGOPMHH, NoaobHa Ha 1io3aTa,
KOATO BEYC CC IpHEMa.

{iIpy DAUMEHTH, TPH KOHTO HE € NOCTHIHAT 3a10BOMTENACH KOHTPO ¢ ABOHHQ KOMOHHHpPAHO JieYeHHe
¢ MHCY/IHH i MAKCHMAJIHATA IOHOCUMA 11033 METHOPMUH

Hozara Tpabea na ocurypu 100 mg CHTaINUIITHH GHEBHO M 4032 METGOPMHH, TIogobHa Ha no3ara,
KosTo peye ce npuema. Korato Merdopmaxe XR KoMb# ce m3nonssa B KoMOMHALMA ¢ MHCYITHH,
MOXKe Ja € HeoOXonuMa Mo-HHCKA 1038 HHCYNHH 33 A4 e PeAYLHPA PUCKET OT XUNOTIHKeMus (BiK.
Touka 4.4).

3a pasangHuTe 1030 Ha MeThopmin, Metdopmarke XR Kombi ce npeanara B XOHLUEHTPALHY N0
50 mg enrarnunmud ¥ 500 mg MerdopMUHOB XHApOXIIOpUA, 50 mg curarnnmig 1 1000 mg
MeThOPMUH XHAPOXJIOPH]L HNH B KoHieHTpany 100 mg cutarnmmmsn B 1 000 mg MeThopmurion
XHJIPOXTIOPHA.

Benuks nauueHTH Tpabka 4a NPOABILKAT DPeNOpbYAHATA HM JHETA C RHEKBARTHO PasnpeaencHie Ha
NpHeMa Ha BLITIEXHAPATH [pe3 NeHs.

CneinMalini TIoMyIar(His

bubipeunio yspexcoarne

He ce Hanara kKOpeKIIug Ha I03AT4 [PY NALMEHTH ¢ Jieko 6u0petHo yBpexcaane (CXOpocT Ha
raomepynHa ¢punrpaums {(Glomerular filtration rate, GFR] > 60 ml/mMun). GFR Tps6ea Aa ce onenapa
MPEY 3a1104BAHE Ha ACYEHHE C IPOLYKTH, ChAbPKAIH MEeTHOPMHIH U TIOHE BEJHBXK MOMUIIHO Cliel
Tosa. [Ipy nanyeHT ¢ HOBHINEH PHCK OT MO-HATATHINHO Mporpecypane Ha Gb0pedHo yBpekaane H
NP MAl{REHTH B CTapyecka Bb3pact OuOpeunara dyHkums TpsaOBa Aa ce OlieHARA O-YECTO, BATIPIMEp
Ha BCekH 3-6 Mecela.

Ipeny aa ce 3anoune jieueHue ¢ MeThopMuH npi naupeatTh ¢ GFR< 60 m)/muu Tpadea a ce
NPErNENAT NPEABAPUTEIHO PAKTOPHTE, KOHTO MOraT Ja yBelMYaT PUCKA OT NAKTATHA aupAo3a (R,
Touka 4.4).

Ao 8 xombunauaTa Merpopmake XR KombOu Bsama noaxoasii#d KOHIESHTpay TpadBa 1a ce
H3[0A3BAT OTNIENHHTEe MOHOKOMIIOHEHTH BMECTO koMOuHauHaTa ¢ GHKCUpayK 103N,

GFR ml/mun Merdopman CHTArIMUTHH R
60-89 Maxcumanmama oneana oo3a e 2 000 mg. | Maxcumannama Oneena do3a e
Mooice 0a ce obmucru nonwicasane na 100 mg. = =
0o3ama nopadu erowdeane Ha AL T
: tvbpeynama yncyus e
45-59 Maxcumannama Osesna doza e 2 000 mg. | Maxcumannamé drieena:0oia e
‘ Hauagnama 0osa e ne no-6ucoxa om 100 mg. 0o v
ROAOBUHAMA OM MAKCUMAIHAMA 0034, i
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30-44 Maxcumannama onesna doza e I 000 mg. | Maxcumannama Onesna 003a ¢
Hayamama 0o3a e He no-sucoxda om 50 mg.
HORO0GUHAMA OM MAKCUMUAHAMA 0034,
<30 Memdgopmun e npomusonoxaza. Maxcumannama onesua 0034 ¢
' 25 mg.
Heprnodpobuo yepeoicoane

Metdopmarc XR Kombn He Tpabra aa ce H3noA3Ba Npy MALMEHTH ¢ 9epHOAPOSHO yBpexaaHe (BK.
Touka 5.2).

Cmapuecka ev3pacm

Tit xaTo MET(HOPMHH ¥ CHTATTIHMIITHH CE EKCKpETHpAT upes 6x0perre, Merdopmake XR KomOu
TpAGBA Aa Ce H3MON3RA ¢ NOBRILEHO BHEMAHME ¢ HAaNpenBaHe Ha BbipactTa. Heobxomumo e
MOHWTOpHpaHe Ha Oh0pedHaTa HyHKIIHA, 38 Ad c€ MPEIOTBPATH CBBP3AHATA C MCTHhPOPMUH NaKTaTHA
au1no3a, ocobeHo B cTapuecka Bb3pacT (Bx. Toukd 4.3 1 4.4).

[Teduampuuna nonyaayus

Mertdopmare XR Kom6H ne TpaGra na ce H3110/13Ba NPH Aelid W IOHOLIM Ha BB3pacT ot 10 1o

17 ronypy nopaay HeROCTATLYHA eHKacHOCT. HanduHUTE noHacToAIEM JaHHW Ca OTTHCAHM B TOUKH
4.8, 5.1 1 5.2. Merdopmarxc XR KomOu He e npoy4RaH [py NENHATPUYHH NALIMEHTH HA BL3PACT 1ioa
10 ropuHu.

HaynH Ha npHAcKeHYEe
[lepopanno npumoKkeHue.

Tabnetkure TpAORa na ce NOTNBLIAT LENK ¢ Hama Boja. Ja He ce apBuar.
Meripopmarc XR Kombu Tpabra na ce npuema ¢ xpaHa, 32 Jia ce HAMaJIAT HeXe/TaHHTe peaKuHﬂ ot
CTpaHa Ha CTOMALIHO-YPEBHHA TPAKT, CBLP3aHH C METHOPMAH.

4.3 IIporasonokazanng

Metdopmaxc XR KomOu e npoTHBeICcKa3aH NIpH NaLEHTH Che:
- CBPLXYYBCTBHTEJTHOCT KbM AKTHBHHTE BEUIECTRA HIIH KbM HAKOE OT HOMOUIHUTE BEIIECTBA,
M30poeny B Touka 6.1 (Bx. Touku 4.4 u 4.8); -
- BCAKAKBE BHA OCTpa MeTabOMUTHA aumao3a (Karo NakTarHa auMaosa, nHabeTHa KeToaumiosa);
- auaGeTHa NpeKoMa;
- Texka ObOpeuna HepocTaTeuHocT (GFR < 30 ml/mun) (8. Touka 4.4);
- OCTPM CBCTOAHMA, KOMTO MOTAT Ja nipoMenAT Oulpeunara GyHKUHA KaTo:
JeXBapaTauHs,
Texka UHderuas,
- HIOK,
- HMHTPaBACKYJAPHO NPANOKEHHE HA MOoN-KOHTPACTHH BelecTsa (BK. Touka 4.4);
- OCTPO HIIM XPOHHYHO 3a00/IARAHE, KOETO MOXE A2 JIPUIHHA ThKAHHA XMIIOKCAA KaTo!
- CBbp/E4HA WIH PECNUPATOPHA HEAOCTATBYHOCT,
- HACKOPO npeKkapaH MUoKapaeH HH$apKT,
- HIOK; '
- 4epHOAPOOHO YRpEKAAHE;
- 0CTPa ANKOXOMHA HHTOKCUKALMA, AJIKOXONHIEM;
- KBPMEHE.

4.4 Coennajiui Npeynpe:KICHAA H NPEANAIHH MEDKH UPH ynoTpeba

Obum

OcTbp naHKpeaTur
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Yuorpebara Ha DPP-4 BHXHOUTOPH € cBEP32HA C PUCK OT PA3BUTHE HA OCTLDP HAHKPEATHT.
Haumenture Tpabea na 6587 HHGOPMHPAHH 32 XaPAKTEPHHS CHMITTOM HA OCTH MAHKPEATHT:
TEPCUCTHpAIIA, MHOrO ciyiHa kopemHa bonka. Cnen mpexparaiBae HA CHTANTHITHA ¢ce Habnmoasa
OT3BYYABAHE HA MaHKPEaTHTa (ChC Win 63 NONNBPKAINO NeUeHne), HO B MHOTO PEAKH Cy4aH €
¢hOCIIABAHO 33 HEKPOTH3HPAL WM XeMODaru4eH NaHKPeaTuT i WM CMbPT. AKO HMA CBMHEHHS 32
nauxpearwut, TpabBa Aa ce npexpary npueMsT Ha Metdopmake XR KomGu it Ha apyrire
NOTEHUHATHO NOJOZHPAHH JIEKAPCTREHY IPOAYKTH; aKo C& NOTBBPAH OCThD HAHKPEATHT, NPHEMEBT Ha
Merdropmare XR Kombs ne tpaGea na ce u306H0BaBa. Heobxonumo ¢ noprineno BHUMaHHE NPy
TAUMEHTH ¢ AHAMHE3a 33 NAHKPEATHT.

JIAKTATHA aupgosa

JlaxTaThaTa auna03a (MHOTO PSAKO, HO CEPHOZHO METAOOIMTHO YCIOXHEHNE) Hali~uecTo HACTENBA
npH OCTPO BIOWaBaHe Ha Gb0peunara dyHKUHMA HIH KapAHO-PECHMPaTOPHO 3abonsBaHe UM CENCHC.
KyMynupane Ha MeTdopMuH ce Habmoaasa pu ocTpo Biomapake Ba GnGpeunata GyRKIuA 1
¥BEJIHYABA PHCKA OT JAKTATHA aLMF034,

B ciryuaii Ha hexnnapataling (TeXKO NOBPBILAHS, AHAPHA, TPECKA FUIM HAMATIEH NPUEM Ha TEUHOCTH)
npreMbT Ha METHOPMHUH BPpeMEHHO TpabBa 1a ce IPEYCTAHOBYU H € NMPENOPHYHTENHO Ja oe TIpoBee
KOHCYATAIHA ¢ MEOAHWUWHCKHY CIICUHAIHCT.

TpuieMsT Ha IEKapCTBEHH NPOIYKTH, KOMTO MOTAT OCTPO Aa yBpeasT Gn6penara GyHKUMS (KaTO
AHTHXHNEPTEH3UBHH cpeicTsa, nuyperrud U HCTIBC) tpabea aa ce 3amovne ¢ nosyieHo BMMMaHLe
PH NALHEHTH, NeKyrany ¢ MerdopmaH. [pyrd prckoBy GaKTopH 3a 1aKTATHA aN¥i03a ca
MPEKOMEPEH NIPHEM Ha ATIKOXON, YEPHOAPOGHA HEAOCTATHHHOCT, HEAOCTATHYHO KOHTpoNMpan auader,
KeT03a, IPOJEIDKNTEIHO IMANYBANE U BCIKAKBY CHCTORKMUA, CBHPIAHH ¢ XHIIOKCHS, KAKTO H
€AHOBpeMEHHATa YNoTpeba Ha NeKapPCTBEHN [IPOAYKTH, KOHTO MOraT Ja NPHUUMHAT NAKTATHA all|03a
(mx. Touky 4.3 1 4.5).

HMarmenture w/ung Gonyornenaunte TpadBa na 6bAaT UHGOPMHPAHH 38 PHCKA OT JAKTATHA ALMNO34.
JlakraTHaTa auni03a ce XapaKTepU3Hpa ¢ alMAO3Ha aucnied, abaomunaina 6onka, MycKyIEd
KpaMi¥, aCTCHBA B XHNOTEpMMS, NIOCIEABAHM OT KoMa. B cyuaif Ha ChbMHEHME 33 CHMITTOMM
TIAUMEHTHT TPADEA /2 CIIpe NpHeMa Ha MeThOPMHH H He3aDaBHO Ja HOTHPCH JIeKAPCKa [IOMOLL,
Huargoctagnure sabopaTopHy HaxoAKK ca moHWkeHo pH Ha kpbeTa (<7,35), HOBHINEHN HMBA Ha
NaKTaT B I1a3Mara (>5 mmol/l) n noBuIeHa aHKOHNA Pa3fiuKa M CHOTHOIIEHNE NAKTAT/ TIMPYBAT.

bBxn6peuna dysxiga

GFR 1palira na ce oueHABa IPeAH 3aM0YRAHE Ha JEUCHHETO M PEAORHO Cel Tosa (BXK. Touka 4.2).
Merdopmare XR Kombu e npotusonokasan npu nanmentd ¢ GFR <30 ml/mu# 1 1psGea Bpemenso .
11a ce NPEYCTAHORM NIPH HATUYHE HA CHCTOAHMS, KOMTO MOraT Ja NpoMeHAT Gx6peyHara QyHKuMS (Bx.
Touka 4.3},

Xunoravkemus

Tlauuenty, npuemamy Merhopmake XR Kombu 8 komMOrHausA ¢be CyIhaHmTypes WK ¢ HHCYIu,
MOXE A C2a H3NIOXKEHH Ha PHCK OT Xunornyukemus. Caenosarenyo, MoxKe Ja ce HAOXKU MOHWKABAHE
Ha 103272 Ha CYNDOHHNYPesTa NN HA HHCYTHHA.

Peakuyy Ha CBPBXUYYBCTRUTENHOCT
[lpu naumenTH NeKyBaHH CbC CHTANIHIITHH HM& IOCTM2PKETHHIOBY CHOGILEHHMS 33 CEPHO3HI
peaxkuuy HA CBPBEXYYBCTBUTENHOCT. Tesi peakiiny BITIOMBAT aHadHIaKCcys, AHTHOCIEM U
eKCHONHATHBHH KOXKHH ChCTOAHMS, BKITIOUHTENHO CHANPOM Ha Stevens-Johnson. Tlossara sa tesu
peaKi¥yi HACTRIIBA B PAMKHTE HA IPBHTE TPH MECELIA OT 3aN0YBAHE HA NIEUEHNETO CBC CUTARTHIITHH,
KaTo HAKOM CY4aH HACTBIIBAT ClIEA MLPRATA /1032, AKO ce NOA03Mpa peakuus Ha .
CBPBXYYBCTBUTENHOCT, NpHeMsT Ha Mergopmake XR Kombu Tpabea na ce npexpars, Tpaﬁsa’ ;:5@ qe; P
OUEHAT OPYTH Bh3MOMKHH NPHIHHH 32 HACTHNBAHE HA CEOMTHETO U l1a ¢ Ha3HayH aJITCP;Ia’l;ﬁBHOf ™
nedenue va nuabera (. Touka 4.8).

bynosen nemdurona
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Tipy natuenty, kouto npuemat DPP-4 umuxuGnropu, BKAIOUUTENHO CHTATTUIITHH, WMa
NOCTMapKETHHIOBY chobLIeH A 3a ynosen nemduronn. [py nonospennus 3a Gynozen nemduronz,
npuemsT Ha Metgopmaic XR KomGu Tpabra Ja ce nipeycraHoBH.

OnepaTUBHY [IPOLCTYPH

Ynorpe6ara va Merdopmaxe XR KomGu 1psabsa na ce npexparu no Bpeme Ha onepauns noy obia,
CITHHAIHA WK eHAYypaina anecTe3us. JIeHeHHeTo MOXe a ce Bb300H0BH He Ho-pano oT 48 4aca
clied oflepauyATa Wik BE300HOBABAHETO HA XPAHEHETO [IPe3 YCTa M TO TIPH YCNOBHe ue Opbpeanara
(dyHKURS € NpeoueHeHa H e YCTAHOREHO, Ye € CTabMIHA.

Ipunoxenve Ha HON-KOHTPACTHHU BEliECTRA

WHTpaBackynapHOTO NPUNOKEHHE Ha HOA-KORTPAcTHH BEUIECTBA MOXKE 1ia IOBEE A0 KOHTPAcT-
MHIyUMpana HedponaTus, BoAewia 10 KYMYAHPaHeTO Ha METPOPMUH ¥ MOBHINEH PHCK OT JIAKTATHA
auunosa. Mergopmaxe XR Kombu Tpabsa aa ce cripe npeay WM 0 BpeMe Ha POUEIYPATa 3a
o0pasHa AMarHoCTHKA H He TpAGBa ja ce Bh300HOBARA NoHe 48 uaca cnej ToBa, NPH yCIOBUE He
6u0peunara GyHKINS € PeOUSHeHa H € YCTaHOBEHO, ve e crabunHa (Bx. Touky 4.3 1 4.5).

IlpomAHa B KAHHYYHAS CTATYC HA NANMERTH C KOHTPONUpau aualer THil 2 nipeau Tosa

Hauuenru ¢ anaber Tvn 2, npeny ToBa Nolpe kKourponupan ¢ Merdgopmare XR Kombu, kowro
pa3sBHBAT OTKNOHEHHA B J1A00PaTOPHU NIOKA3ATENH UAH KIMHUYHO 3a60nsBare (Hali-Bedue HEACHO WK
aoo gedrpapano 3abonspane) Tpadra He3abaBHO Ja ce OUCHAT 32 HAIMYHE HA KETOALMA03A KITH
JraxtaTHa auunosza. Ouenkara TpadBa Jia BIIIIOYBA CEPYMHH SREKTPONHTH H KETOHH, KPhBHA 3aXap 1
aKo c¢ Hanara pH ha KPbBTa, HHBA HA AAKTAT, MAPYBAT H MET(OPMHUH. AKO BLIHMKHE 211033, N0
KaKBaTO ¥ Jia € (opma, JieveHneTo Tpadea Aa ce cripe HesabaBHo M TpabBa Na Ce NpennpueMar
NOAXOAAINM KOPHUTUPAIIH MEPKH.

Metdhopmare XR KoMmbu chanpxa HaTpuii
To3n nexkaperses TpoayKT Chabpka RO-MaNko 0T | mmol varpuii (23 mg) Ha Tabnetka, T.e. MOMWe 12
Ce KaKe, ue TPaKTHYECKH HE CRILPXKS HATPU.

4.5 BsaumoaeiicrBue ¢ 2pyrH JEKAPCTBEHR NTPOAYKTH 6 APYrd GOpMH Ha BianMoaeiicTBHe

. EXHOBPEMEHHOTO MHOTOKPATHO PUNOMKEHUE HA CHTADTHIITHH i METPOPMHEH HE NPOMEHSA 3HAUUMO
(bapMaKkOKHHETHKATA, KAKTO HA CHTAITIUIITHH, TAKA H Ha MeT(OPMUH NPH NaudenTyn ¢ nuabet Tvn 2.

He ca w3BLpUIBAHA NPOYUBAHHS 33 GaPMAKOKHHETHUHM JIEKGPCTBEHM B3aUMOJIEHCTBYS ¢
Merdopmare XR Kombu; obaue Takupa NpoyuBanis ca NPOREKAaHU C OTACITHATE aKTHBHK
BELHECTRA; CHTATIMITHH 1 METgOPMEH.

He ce npenopsusa chIbICTRaINA YHOTPeba

AJKOX041
AJKOXOIHaTE MHTOKCHKALMS C€ CRBP3BA C MOBMUIEH PUCK OT AaKTaTHA AUHMR032, 0COOEHO B CIywau Ha
raanysade, HeAOXPaHBaHE WIH YepHOAPoGHA HETOCTATHYHOCT.

Vion-kourpacTiu emecrsa

Merdopmarc XR Kombu TpsaGra 3aqh/pkaTenso 42 ¢ Chpe IpeiH Wi N0 BPeMe Ha NPOLeXypPaTa 3a
obpasHa THATHOCTHKA W He TPAOBa Ad ce Bh306HOBARA NoHe 48 yaca cies TOBA, PH YCNOBME e
OnOpevnata GyHKIMA € NPECLEHERA B € YCTAHOBEHO, ue & cTabnIHa (Bik. Toukn 4.3 u 4.4).

KoMOWHALHH, HIHCKBALOHM IPSANa3HH MEDKH IPH ynoTpeba e ST
Hsaxou nekapcTeeHy npogyKTH MOFaT Ja ce OTPa3aT HebnaronpusaTHo Ha Gubpednara ¢yﬂx};uq, xﬂ%d fio
MOXe /1a yBeIHYH PHCKa OT JakTaTha anpiosa, HanpuMep HCIIBC, sxnwouintenno cenem:gmm

uHxuGHTOpH Ha HHKockeurenasa (Cyclooxygenase, COX) II, ACE uuxubnrops, aqu'L*’eH:i.;m 1}
PeleHTOPHM aHTArOHMCTH M ANYPETHIM, ocobeno OPUMKOBY AKypeTuity. I1pH 3anoupa

yitorpebara Ha TaKMBa NPOIYKTH B KOMOUHALIMA ¢ MeTHIOPMHHE € HeoBX0aHMO c*rpmc’ru()l’x
npocieaspane na 6x6peutaTa HyHKUMA. :
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CromTersamara ynorpeda Ha JexapcTsa, KOWTO NOBIMABAT OGIMTE TPAHCTIOPTHH CHCTEMH B
616peunvTe TySYynH, BKTOYEHH B O60peuHoTO eTMMUHHpane Ha MeThOPMHAH (Hatp. HEXHOHTOPH Ha
Opraunuims kaTuoHel Tpancnoprep-2 [Organic cationic transporter-2, OCT2}/myntiunexapersenns u
TOKCHH-EKCTPYAupall poTery [Multidrug and toxin extrusion proteins, MATE] karto panonasay,
BanJIeTaHub, KONYTErpaBnp H IAMETHAHR), MOTAT JIa TIOBMILAT CUCTEMHATA EKCIO3HIMA Ha
METHOPMUH U 1a YBENHMHAT PHCKR OT JlakTaTha aumnoza. TpaGea ja ce ofMUCsT nomsuTe 4
PHCKOBETE OT ChNILTCTRAmIATA yrnoTpeba. Koraro Takupa nekapcTBeHM NPOLYKTH CE MpHIarat
ENHOBPEeMEHHO TpAGBA Aa ce OOMUCART CTPUKTHO APOCIISASBate HA NIMKEMUTHAA KOHTPOIL,
afanTHpate Ha II03ATa B PAMKUTE Ha IPENOPHYHTETHATA NOSHPORKA H IPOMEHH B TRHEHHETO HA
muabera,

T IFOKOKOPTHKOMAWTE (IPIUTAT'AHA 110 CHCTEMEH H JIOKAIEH ITBT) 5eTa-2-arOHUCTHTE M AWYpPeTHIIHTE
HMaT NPHCHINO XUNePrIuKeMHUdHo fedcTeye. [latmentire Tpabra na ce nHOOPMUPAT ¥ MO-YECTO LA
H3MEpPBaT KphBHATa CH 3axap, 0co0eHo B HAYRNOTO HA IEYEHHETO ¢ TAKWBA NCKAPCTBEHH [TPOAYKTH.
Axo ¢ neobxouMo, 103aTa Ha AHTHXHUNICPITIMKEMHYHHA 1eKaPCTReH NPOIYKT TPAORa 1a ce agantupa
10 BpeMe Ha JIeUeHNe ¢ Ipyrua NEKapcTBEH MPOAYKT H NPH HETOBOTO NIPEKPATABAHE.

ACE-nnxubutopute MOTaT 12 NOHWKAT HEBATA HA KPHRHATA 3aXap. AKO e HeoOX0nMMO, 103aTa Ha
QHTHXHIEPTIUKEMUYRNA IEKAPCTBEH IPOAYKT TpAGBa Ja ce aAanTHPa TIO BPEME HA NIEHESHHETO ©
APYTHA IEKAPCTBEH NPOAYKT H TIPH HeroBoTO Apekparapane.,

EdekTi Ha 2pYrH JCKapCTBEHM NPOAVKTH RRPXY CHTALUIITHH
In vitro ¥ xTERIMARTE JaHHY ONMCAHM NO-KONY NPEAIIOIATAT, Y€ PHCKBT OT KIHHHYHO ZHAUWMH
B3AUMOACHCTBYA NIPH EAHOBPEMEHHO NPIIOKEHHE C APYTH JEKAPCTBEHH TIPOIYKTH € HHCBK.

In vitro ipOy4BaHUA IOKA3BAT, Ye OCHOBHUAT EH3HM, OTTOBOPEH 32 OrpaHuuYeHUa MeTaGoNnMIEM Ha
curarivnig € CYP3A4, ¢ yuactue na CYP2CS. [lpu nauyents ¢ nopmanta 6u6peuna gyukums,
mMeTalonH3MbT, BKmoynTenHo ¥ upes CYP3A4, urpae camo HesHayHTENHa POl B KIMPHHEA Ha
cUTarTuaTHH. MetabonMaMbT MOXKe A3 Mrpae NO-BRKHA POIA MPH eMMMHUHHPARETO Ha CHTArUIITHR
NpH HATM4HE Ha ocTpo 61L,OpeuHo yepekiane uiu TepMsHaieH cTaiuit na 60peuHa HeaoCTATEHHOCT
(TCBH). Tlopaan Tazm npuumHa € PL3MOKHO MOIIHHTE HHXHOUTOpU Ha CYP3A4 (manp. keToxoHason,
HTPAKOHA3ON, PHTOHABHP, KNAPHTPOMKIIMH) 1a POMEHAT DAPMAKOKHHETHKATA HA CHTArTMIITHH NpH
NALKEHTH ¢ Texko Ob6peuno yBpexnane wis TCBH. Edexrire Ha mownmre CYP3A4 puxuburopy
NpH HaMKHKe Ha OROPeYHO YBPEeXJaHe HE CA OLICHNBAHH B KIHHHAHO IPOYYBRHE.

In vitro npoy4Banns 3a TPaHCNOPTa NOKA3BAT, Y€ CHTATIIMNTHH € CyOCTPAT HA P-TiIMKONPOTERHA H
TpaucnopTepa Ha opratddny aHuoun-3 (OAT3). OAT3 MenHHpaHHAT TPAHCTIOPT Ha CHTArIUMIITHH ¢
WHXKOUpa in vitre 0T NIpOGEHETMA, BhOPEKY e PUCKET OT KITMHUYHO 3HaYHMH B3aHMOREHCTBYS e
cMAaTa 33 HUChK. EanospemertoTo npunoxenye Ha OAT3 uHXHOHTOPH He € OUeREHO in vivo,

Lfuxnocnopun: [IpoBeaero e poyuBane 32 OLeHsBaHe Ha eekTa HA UKIOCHOPHH {MOIEH
MRAXKHOWTOP Ha P-ITIHKOIPOTEHAR) BHPXY (hapMaKOKHHETUKATA Ha CUTACTHATYH. EanospeMennoTo
NIPKAOKEHHE HA ¢IMHKYHA epopaina ao3a 100 mg CUTATIMITUH Y e IMHHYHA TIEpOPAlIHA 1038

600 mg umknocnopus nosuitasa AUC n Cmax Ha CUTarfMNTHH CbOTBETHO ¢ npudausutento 29% n
68%, Tesu nipoMeHH Bb8 HapMaKOKHHETUKATA HA CUTATTHMIITHH HE CE CMATAT 34 KIHHKYHO 3HATHMMU.
bLOpeunuaT KIMpLHC Ha cCHTArAWNTHH He ¢ 3HauMTenHo npoMenet. Cliefosatento, HE C¢ O4aKBaT
3HAUKMH BIAUMOJEHCTBHSA C APYTH HHXHOUTOPH HA P-TIMKOTIPOTCHHA.

Edexty Ha cHTarmunTuH BepXY APy TEKAPCTREHH NIPOJYKTH
Auzoxcun. CATAIMUNTHH HMA BE3HAYHTENEH eeKT BBPXY TUIA3MEHATa KORNUEHTPAIMS Ha AHDORCUHL2:
Cnepn npunoxenueto Ha 0,25 mg IWTOKCHH eRHOBPEMEHHO ¢be [00 mg cHTarMITHH ,anenéo B WM T

npogpwxenne Ha 10 nHn, mnazmenara AUC Ha aurokcHH Hapactea cpento ¢ 11%, a fy M;ffHaTa :

CHTArJIMIITHH B JUIOKCUH CE TIPWITAraT ¢AHOBPEMERHO.
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In vitro naHRATE NOKAZBAT, Y& CHTAIUITHH HUTO ITOTHCKA, HHTO unnyuupa CYP450 n3oensHmure.
Tlpy KAMHBYHN NPOYIBAHMA CHTATTHITTHH He IPOMEHs 3HAUMMO (HAPMAKOKUHETUKATA Ha METQOPMUH,
MOYpH/l, CUMBACTATHH, PO3UIIHTAZ0H, Bap(apHH WK NIEPOPANHA KOHTPAUCTITHBH, KATO OCHIYpaBa
in vivo NaHHy 3a MajIka BEPOATHOCT OT [IPEAH3BHKBatE Ha R3ANMOAEHicTRIS Che CyBeTpaTh Ha
CYP3A4, CYP2C8, CYP2C9 u tpasciiopreps Ha opranpnuss katuonn (OCT). CHraridinTus Moske 1a
6pae cnal YHXUGHTOP Ha P-TIMKONIPOTEHHE in Vive.

4.6 DepruaaTeT, GPeMEHBOCT H KbpMeHe

bpemendocT .
Hama nocrathuHo fausu oT yrnorpefaTa Ra CHTarMUITHH 11pY OpeMeHnn Jkenn. TIpoy4BaHus shpxy
SXHBOTHY TIOKA3BaT PENPOAYKTHBHA TOKCHYHOCT NPM BUCOKH NOZH CUTATTIANTHH (BK. TOuka 5.3).

OrpanddeHnTe JaHHH NpedmoiaraT, e yroTpebaTa Ha MeTQOPMUH Npu SpeMeHHH KeHH He €
CRBP3aHA ¢ MOBHUICH PUCK OT KORIrehHTaIHy Mandopmatyi. [Ipoyusaunsra ¢ MeTGOPMHHE BBPXY
JKMBOTHHU HE NOKA3RaT BpeaHy eeKTH 110 OTHOWEHHE Ha GpeMeHHOCTTa, eMOPHOHATHOTO H
heTaHOTO pasBUTHE, PAKIAHETO WM HOCTHATAIHOTO PA3BATHE (BXK. CHILO TOUKa 5.3).

Metdopmake XR Kombu He Tpalra aa ce n3non3ea no BpeMe Ha SpeMeHHOCT. AKO NAIlKEHTKATa MCKA
Aa 3afpemMenes WK ako HACTHIH GpeMeHHOCT, JieuenueTo TpsAbea fa ce IpeKpaTy # TALHEHTKATa A2
TIPEMKHE Ha NIEYEHHE C HHCYIIUH Bh3IMOKHO Hai-CKOpO.

K»pMmene

He c¢a nposexxaanu npoyuBanus HpH KhpMEINH KHBOTHH ¢ KOMOHHUPAHUTE aKTHEHH BELIECTBA Ha
TO3M JIEKApCTseH NPonyKT. ITpH npoyusanns NpoBeXGaHH ¢ OTIEHHTE AKTHBHY BEIECTBA 1
CHTarIUITHH, ¥ METPOPMHK Ce EKCKPETHPAT B MIASKOTO Ha NakTHpammy wisxose. [lpd xopa
METPOPMUH Ce eKCKPETHPA B KbPMATA B MAIKK KoivvecTsa, He € WIBECTHO NaTd CUTAITHIITHH ce
exckperupa B Kepmata, Cienosatenno Merdopmake XR KomOn He TpaGsa fa ce H3noazpa npH enn,
KOHTO KbpMAT (BK. Todka 4.3).

DeprHnurer
JanHyTe OT NPOYYBARUA RBPXY XHBOTHY He TIPETIONAraT BIUSHHE BBPXY QepTHIHTET2 HA MBXKH U
WEHCKHM ILTBXOBE [IPH TPeTHPAHEe CbC CHTANTMIITUH. JIMICBAT JaHHY NPH X0p4.

4.7 EdexTh BLpXy cnocofHOCTTa 33 InoPHpane B paGoTa ¢ MAIIHAK

Merdopmare XR Kombu re nosnuasa nim nopnnssa npeHeGpexumo cnocobrocrra 32 modupade »
palora c Mamidau. B culiioro Bpeme npy wiodupade wiv pabora ¢ Mamuny, Tpabpa 1a ce uMa
TIIpeABUL, Ye NPH CHTAIIHITHH Ca JOKJAJIBAHH CIIyuaH Ha 3aMasHOCT U ChHIHBOCT.

OceeH TOBa, MaUHEHTHTE TPHORa Na Ce TIPSTYNPEKNABAT 3a PUCKA OT XHITOTIHKEMMSA, KOTaTo
Merdopmare XR KoMbu ce n3non13ea B KOMORBAUMSA Che CYIGOHMTYPEHHA TPOAYKTH WY C
VHCYJTHH.

4.8 ' HemxenaHu TexapcTBeHH PEAKNEN

Pezrome ua npodmia ua Sesonachocy
Hama nposeieHn TepaneBTHYHK KNIHHXULY n3nursakus ¢ Mergopmake XR Kombu Tabnerkn, Ho
SuoekprBaneHTHOCTT2 Ha MeTdopmaxe XR Kombu ¢ pokasana nps eqHOBPEeMeHHOTO NPWIOKEHHS Ha
CHTATTHITTHH 4 METHOPMUH (BX. Touka 5.2). -
CrobluaBatin ca CEPHO3IHM HEKENABN PEAKLNY, BIITIOUMTETHO NARKPEATHT ¥ PEAKUHH H;r
CBPBXUYBCTBHTENNOCT. CHoG1IaBaHA © XHDONIMKEMHIA NPH KOMOHHAUHS ChC cyn@anﬁnypennn
npoaykti {13,8%) u ¢ urcynnn (10,9%). “

CHTArMHNTAY H MeTDOPMMA T
Tabawuen crucvk na nexcenanume peaxyuu R
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Hexenanure peakiuy ca u3bpoesy no-gony ¢ npetiopvupatirre ot MedDRA Tepmunu criopen
CHCTEMO-OpraHNa Kiacudukaiius ¥ abcomotna yectora (Tabmuua 1). Yecrorara ce onpenens karo:
MHOro yectn (=1/10), vectr (21/100 go <1/10), Hevecrn (=1/1 000 no <1/100), peaxn (>1/10 000 g0
<1/1 000), mroro penxn (<1/10 000) 1 ¢ HEM3BECTHE YECTOTA (DT HANHUHMTE NAHHH HE MOKe Ra Ghae

HaNpaBeHa OUCHKA).

Tabauna 1: Yeerora Ba HeOXeNAHATE PEAKUAH YCTAROBEHH DO BpeéMée Ha nianedo-
KOHTPO/IHPANY KAHHUIRA IPOYIBAHNS ChC CUTATIMITHH B METPOPMHHE CAMOCTORTENHO H IPH

ROCTMAPKETAHNIOBHA OIHT

Hexeana peakums

YectoTa Ha HEXXKEIRRATE PLAKIHY

apymeHug A2 KPphBTa o JumdHarTa cucTEMA
oMOounToneNNs

peaKd

Hapymenus 52 BMYHHATA CHCTEMA

€AKIUY Ha CBPBXHYBCTBHTEIHOCT, BKIOUUTEIHO
HA(DUWIAKTHYHN peakiiue ™,

€ HEM3BECTHA 4YeCTOTA

apyINeBHS Ha MeTa60AH3IMA B XPAHERETO

XHTOTHKeMUa'

YECTH

Hapymenug Ha HepBBATA CACTEMA

CHHIUBOCT

HEYECTH

eCHIAPATOPHH, TPHIAN H METHACTHHAIHN
BapymeHHs

MaTepeTHiinanta Genoapobua Gonect *

¢ HEM3BCCTHA MECTOTa

CroManiHo-upesHs Hapymenus

IHAPUS HEYECTH
raneHe 4EeCTH
bnaTynerumsn 4ECTH
RANEK HEUYECTH
OonKa B ropyara ¥acT Ha Kopema HeYecTH
HOBPBLIAHE 4eCTH

OCTBP NaHKpeaTut*,,§

€ HeM3BCCTHA 4ECTOTA

ihataneH ¥ Hedaraned xeMoparaiet v
[HEXPOTH3MpaL] NaHKpeaTHT * 1

€ HEM3BECTHA YECTOTa

’Hapymemm Ha ROXATA M NOAKOKHATA ThKaH

npypuTye HEUEeCTH
arrroezem*, t ¢ HEH3BECTHA HECTOTR
oGpus*,t C HEM3BECTHA YECTOTa
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/pTHKapus*, - C HEH3BECTHA YECTOTA

O:MeH BACKYNHT* ¢ HEMIBECTHA YECTOTa
lekchonHATHBEY KOXKHY 3a00/IABANNS, BKIOUATERHO| - ¢ HEMIBECTHA HECTOTA,
cuHapoM Ha Stevens-Johnson* 4 ‘

Bynosed nemburong* C HEH3IBECTHA YECTOTA

APYIICHEA HA MYCKY/IHO-CKEJI€THATA CACTEeMa
ChEANHATEIIHATE THKaH

apTpasirus* C HEM3BECTHA YECTOTa
MM AT IS * o ¢ HEM3BECTHA YECTOTa
Gonka B kpaitHuimre* € HEM3BECTHA YeCTOTA
Gonka B repba* ‘ € HEH3BECTHA YeCTOTA
@prponartis ¢ HEH3BECTHA YeCTOTa

apymienus wa 6u6penure n puKouHHTE

BTHIA
Hapyinena 6x0peuna dyrxuHs* C HEH3BECTHA HECTOTA
ocTpa GuOpeuna HepocTaTeuHOCT* C HEM3BECTHA YECTOTa

* Hexenannre peakilyy ca MAeHTHOHIAPAH 110 BpeMe Ha NOCTMAPKETUHIOBOTO HabmoaeHHe.

T Biok Touxa 4.4,

I Broxre npoyusanemo 3a bezonacrocm no omnoutenue Ha copdeuro-cvdosama cucmema TECOS no-
AOTY. '

Onucanne Ha u30PARY HEXECAHH peaKiny

Hsxon nexenany peakumy ca HabmoAaBaHH NO-4eCTO NPH Ipoy4eanus 3a komOHHMpana ynorpeba Ha
CHTArNUITHH 1 METGOPMEUH C APYTd aHTHAHADETHH NEXAPCTECHH NIPONYKTH B CPABHCHHE ¢
NPoy4YBanys Ha CUTArMNTHH B MeTGOPMHH camMocTosTenHo. Te BIIIOYBAT XUMOTTHKEMUA (KATeropHus
HA YECTOTA ,,MHOTO YECTH  ChC CYMPOHITYPEHHN NPOIYKTH U MHCYIIUH), 3ai1eK (,,4ecTH” Che
CYAPORUTYPEHAY NPOLYKTH), neprdeper 0TOK (,,9ecTH” ¢ MUOTINTA30H) ¥ rTagoboike H CyX0Ta B
ycTaTa (,,HSUeCTH” C HHCYITHH).

Cumaznunmun

[py npoyuBarns BRPXY MOHOTEpaNHR CbC cHTAarNMNTHHE 100 mg BeAHbK AHEBHO CAMOCTORTENHO B
cpaBHeuue ¢ mauebo, CLOOIMEHNTE HEMENAHY PEAKIINM Ca TNaBo00NNe, XMIOITTHKEMHY, 3afek U
samaiBaue.

Cpea Te3n NaUMeHTH HOKENAHUTS CEOMTHS, CHOOIUARAHH HE3ARACUMO OT NIPHYHHHO-CNIEACTBEHATA
BPB3KA ¢ IEKAPCTBEHUSA POKYKT, € 4eCTOTa Hal-Manko 5%, BKIIOYBAT HH(EKIHA Ha TOPHIFTE
JIMXATENHM TbTHINA W Hazodapusrut. OcseH TOBS, ¢a CHOGIEHH OCTe0aptpuT 1 6onKa B KpaiinulmTe,
¢ uecToTa HedecTH (> (,5% no-BHCOK2 cpen YUACTHULMTE, TIONYYHIN CHTATTHITTHH, OTKOJIKOTO TA3M B
KOHTPONKATA rpyna).

Memdopmun
CToMalIHO-UPEBHH CHUMIITOMH ¢ CHODLIZBAHN MHOT'O YECTO NPH KIMHWYHH NPOYYBaHHS U TIPH
TOCTMapKETUHIOBATA Yil0Tpe6a Ha MeTdhopmuH. CTOMALIHO-YPEBHUTE CHMITTOMH KATO ragene,
NOBpPBUIAHE, AHapHs, 601Ka B Kopema M 3aryba Ha aneTHT ce NOARABAT TO-YECTO B HAYaNOTO Ha
JACHEHMETO H B MIOBCHETO CTy4an OT3BYYARAT CHIOHTAHHO. JONbIHHTEIHI BemenaH PeaKiyu,
CBLP3aHH C METHOPMHH, BKTIOHBAT MeTaleH BKYC (HECTH); NaKTaTHA alinj03a, HApyWweHHs Ha
YepROApoOHATA (ryHKIIWA, XCHATHT, YPTHKAPHA, CPHTEMa U ChpOexk (MHOTO peakH). JaarocpodHoTro
neueHue ¢ MeTGOpMHH ce CBLP2Ba ¢ Hamanybane na abcopOuwara ua sutamu B12, koero Muoro
PAIKO MOXE [1a AOBEAE 20 KIHHHYHO 3HaYMM nednuuT Ha BuTaMuH B12 (T.e. Meranoﬁnacm&
aHemun),

MPOAYKTa Ha MeTQOpMUY, opoGpena 8 EC.

[Teduampuuna nonynayus
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B KIHMHHYHY H3MUTBAHNS ¢ KOMOUHALMATA CHTATIMTITHE/METGOPMAR NIPH NEAMATPHIHY TIAIHEHTH
¢he 3axapen sHaber THI 2 Ha BL3pacT ot 10 30 17 rofMau NpoQuILT HA HEXKEAAHUTE PEaKIHK KATO
LAJIO € CPABHMM ¢ TO3M, Habmo/iaBaH MpH Be3pacTH. [1pH neaHaTpuuHy NaNMeHTH, KOUTO Ca MK He
€a Ha OCHOBHO JIEHCHWE ¢ HHCYIIHH, CHTATIIHIITHA CE CBBP3BA C NTOBHIIEH PUCK OT XUNIOrIHKEMMST.

1Ipoyueane 3a Gezonacrocm no omuowenue ha copoeuno-cvooeama cucmema TECOS
HanMrsaneTo, OUSHABAIIO CHPACHHO-CBROBUTE PE3YIITATH NPH NicueHKe cbe curarmimtud (Trial
Evaluating Cardiovascular Outcomes with Sitagliptin, TECOS), exniousa 7 332 nausienTn, ieKyBaHH
cbe 100 mg curarmunys aresso (A 50 mg NHEBHO, aKO M3XOAHMTE CTORHOCTH Ha W3HHCIICHATA
ckopocT Ha rioMepyana purrpanus (eGFR) ca 2 30 u < 50 mi/mun/1,73 m?, u 7 339 nanpenty na
nnauedo B intention-to-treat (1TT) nonmynaumnsra. Jpere nedeuus ca 1o06asenn kbM 0OuvaiinuTe
IPHIKM CHITIACRO MECTHHTE cTadIapTH 3a HbAlc u cupnedno-cuaou prckoBu daxkropu. O6mara
HeCTOTA Ha CEPHOSHATE HEXENaHW CLOUTUA IPH MALHEHTH, NOMYYABANLI CHTATIUITHH, € CXOHA C
Ta3H NpH NAUHMEUTHTE, NONY4aBay rauedo.

B intention-to-treat IONYNALASTA CPEA MALHERTHTE, KOHTO M3MON3BAT RHCYTIHH M/
cynthanunypeiiny IPOaYKTH Ha M3XOAHO HUBO, HECTOTATA Ha TeXKa XWUIOTTHKeMUA € 2,7% npi
TIALCHTATE, NEKYBAHKM ChC CHTANTHITTHH K 2,5% NpH NaLuBedTHTE Ha Mnaneto; Cpel MAUHeHTUTE,
KOWTO HE W3MOA3RAT HHCYTUH Wiy cyadonntypelini NnpoayKTH HA WIXOAHO HUEO, YECTOTATA Ha
TEHKA XMNONHKeMHA ¢ 1,0% npH naupenTiTe, JEKYBaRW ¢bC CUTANTMNTHH K 0,7% NpH nangeHTHTE
na nnanedo. Yecrorata Ha noTBupAcH CHOMTHA, OTAABAHN Ha IaHKpeatHT, ¢ 0,3% npu naupenTHTe,
NeKyBaHW Che curarnunTha 1 0,2% nipy nanuenTure Ha rulaueo,

Crofmapaye Ha NONO3UPAHN HEKENAHN PEAKLING
CroburasareTo Ha TOIO3HPABA HEXKEITAHH PEAKUMH ClICA paspetlaBane 3a ynoTpea Ha IeKapCTREHNs

NpoAyKT € BaxHO. ToBa H03RONABA A3 NPOABIKHM HAGTIOAEHHETO Ha CHOTHOIIEHHETO NOI3A/PHCK 32
JIEKapCTBeHHs TPoAyKT. OT MENHIMACKITE CHEUHAIHCTH Ce M3MCKEA 13 ChOOILARAT BCAKA
NONIO3HpaNa Hexenana peakliua upes HannhrsureHa aresuss no jekapereara ya. ,.J{amsn lpyes”
Ne 8, 1303 Codus, ten.: +359 2 8903417, yeGeaiit: www.bda.bg.

49 Tlpenozupane

[Tpu KOHTPORKpaHAN KIHHIYHYE H3NHTBAHUA CHC 3IPABN YHACTHHLUHM €A NPHIATaRH ETHOKPATHH 103H
no 800 mg curarnunTii. MuHuManHo yabeiokasade Ha QTc, KOETO He Ce CHMTA 32 KIMHMYHO 33241MO
€ Ha0nioaRaHo NpH eaxo npoyusane ¢ no3a ot 800 mg curaruntud. Hama onur ¢ nosm Han 800 mg
npH KiMa9HY npoyusanusa. [pu npoyusanus Paza | ¢ MHOIOKpaTHO ApUNOKEHKE, HAMA
ALO3032BHCHMN KNUHHYHY HEWENAHM JTEKAPCTBEHH peaKitiy, Habmoaapany NPH CUTATIIANTYH ¢ 03H
Ao 600 mg nnerro 3a nepoay ao 10 anu i 400 mg anesHo 32 nepronu 1o 28 nuu.

Texko npeno3npate ¢ MeTHOPMUH (M €AHOBPEMEHHO CHILECTBYBALL PHCK OT JIAKTATHA ALIHA034)
MOJKE 14 AOBEE 110 TAKTATHA al{RA03a, KOATO € Cnelled MeAHIMHCKA ciyyaid 1 TpaGea ga ce nekysa B
Sonnvua. Hal-epeKTUBHAAT METO/ 32 OTCTPAHABAHE HA JIAKTATA U METHOPMHUHA € XEMOAHATH3ATA.
ITpu xavunuHK npoyusauna npubansuresso 13,5% or 103aTa ce OTCTPAHABA NIPKH NPOABHKABAA 3-
J10 4 Haca xeMoauaiusHa cecHa. 1pH KIHHWYHA NOKA3aHKS MOXKeE J1a C¢ [penpueme 11o-
NPOABIDKUTENHA AHaau32. He € M3BECTHO Nany CHTAarMITTHE Ce MHATH3MPA OPH IEPHTOHEANHa
Auanusa. _

B cnyuait na npeosupane e NOAXOASILO Nia C¢ NPEANPUEMAT 08 HHaiiHUTe TOAALPKAILM MEPKY, KATO
oTcTpaHapane Ha neabcopOupansa MaTepHall OT CTOMAIHHO-UPEBHUA TPAKT, KIMHHUHO HABII0ICHKE
(BRTIOHHTENHO ¥ €AEKTPOKAPAMOrpamMa) i Py Ky)kaa 3afioYBaHe Ha NOATLPXKAINO NeueHhe,

5.  ®APMAKOJOIrMYHH CBOMCTBA

51 @apmaxoaaHRaMH9HY CBOilCTR2

JIEKaPCTBA 33 HaMaraBaHe Ha Kp’bBHaTa 3axap, ATC xom: AlOBDO?
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Metgopmakc XR Kombu koMOHHHpA ABa aHTHXHIIEPTIIMKEMAYHH IEKAPCTREHR TPOAYKTA ¢
HOIILJIBANL CE MEXAHH3IbBLM HA JleﬁCTBHe 3a nonoﬁpﬂsaﬂe Ha TTUKEMHYHHA KOHTPOA IPH NDAlNEHTH £
Axabet THN 2: curarnuntay Gocedar - qunentia nerrnaaza 4 (DPP-4) urxuGHTOp ¥ MeTGOPMHHOB
XMAPOXTOPHA ~ NPENCTABMTE Ha Kiaca Ha CUrBaHHARHKTE.

CHTATHITHR

Mexanuzvm na deticmeue

Curarsunmun Gocdar & Hepopanto akTHEEH, MOLIEH i BUCOKOCEIEKTHEEH HHXHOHTOP Ha eH3HMa
aunerminun nentyaasa 4 (Dipeptidyl peptidase 4 inhibitor, DPP-4) 3a neuerwe ua anaber Tdn 2.
Huxuburopure ha DPP-4 ca Kiac pemiecTsa, KOWTO AeHCTRAT KATO EHXBHCEPH HA UHKpeTHH. Upes
nHxubHpatie #a eH3uMa DPP-4, CHTATIMITHH NOBKIIABA HUBATA HA ABA HIBECTHH AKTHEHH
HHKPETHHOBU XOPMOHA - TIOKaroR-nonobuns nenmia-1 (Glucagon-like peptide-1, GLP-1) u
[AICKO32-3aBHCHUMUS WHCYnHtOTporied nonunentay {Glucose-dependent insulinotropic polypeptide,
GIP). MnxpeTHHMTE Ca 9aCT OT CHIIOTCHHA CHCTEMA, YHACTBAllA RLE (DMIMOOIMUHATA PErYIaUAA Ha
COKO3HaTa Xomeocraza. Koraro KOHLUCHTpAlIHMTE BE KPBEBHATA 3axap ¢a HOPMaHi UIH HOBHL[I_GHH,‘
GLP-1 v GIP 3achnsar cuHTe3a B OCBOOOKNABAHETO HA HHCYANA OT naHKpeaTHynnTe GeTa-KneTKu.
Ocpen Tora, GLP-1 HamMandABa ceKpeuHATa HA DOKATOH OT TAHKPEATHYHUTE anda KIETKH, KOETo
BOIM N0 HAManeHo ofpasysane Ha weprOAPOGHa NMoKo3a. Korato HMBaTa HA ITHOKO32 B KPBBTA €2
HHCKM, 0CBOBOXKNIABAHETO HA WHCYIHH HE C& CTUMYIHPA M CeKPELIMATA Ha ITIOKATOH He C& ITOTHCKA.
CoTarmiTHR € MOLIEH ¥ BUCOKO CENeKTHBeH HHXuGuTop Ha eHanma DPP-4 1 He uuxubupa cxoauwre
no cTpykrypa eusuMi DPP-8 uny DPP-9 B TepanestytiHi xoHueHTpaty. CHTaFIMITHH Ce
pasnuuaBa no XMMHYHA CTPYKTYpa M $apMaKonoruuHo aeicTere oT asanosure ya GLP-1, nncynun,
CYJI(bOHH.Hypeﬂ WIH METTITHTHHHAH, 6HI‘B3HH,HHHH, ArOHNHUCTH Ha aKTHBHPAHHA OT NIEPOKCH3IOM
nponvdeparopa rama-petienrop (PPARY), anba-rmoxo3unasnu MHXUGHTOPH M AHANO3M HA AMHITHH.
- Ilpu pBynHeBHO NpOYYBaHe Ha 3APABH YHACTHUIM, CHTATTHIITHH, IPUIOKEH CAMOCTOATENHO,
NOBUINABA KORUEHTpauMaTa Ha akTHERUS GLP-1, nokarto mMeTdopMEH IPUNMKEH CAMOCTOATENRHG,
NOBHIABA KOHIICHTPALUATa Ha akTHBHAS ¥ o0t GLP-1 B cxoaua ctenien. ENHOBPEMEHHOTO
IIPHAAraHe HAa CHTArHNTHH B MeTQOPMUH M2 ANHTHBEH ¢EKT BBPXY KOHUSHTPALMATA HA AKTUBHUA
GLP-1.

Curarnuntuy, 3a pasiuka oT METGOPMUH, MOBHIIABA KOBLIEHTPALMATA Ha aKTUBHHA GIP.,

Knunuuna euxacnocm u bezonacnocm
Kato uano, curarmknTii noaobpasa roMkeMHUHEL KOHTPON, KOMATO C& H3NOI3Ba KATO MOROTEpanhs
HNH KOMOMHUPAHO NedeHHe NPH BE3PACTHY NAIMEHTH ¢ Mabet ten 2.

Hp#t xMAMYHE M3NHTBAHYS, CHTATTIWIITHH KATO MOHOTEpanus noso0pssa MUKeMHEYHHA KOHTPOS ¢hC
3HAYUTEIHO HaManasare Ha xemornoOus Alc (Haemoglobin Ay, HbAc) ¥ rifOK03aTa HA [IafHO H
cnen xpaHeHe. Hamanspane Ha rjasMeHaTa rokosa wa rnaauo (I e nabmonararo Ha 3-1a
ceIMmia - 'EPBATA BpeMEBa TOUKa, B kodaTo e maMepena [II'T. Habmogasanara yecrora Ha
XHMNOTIMKEMNAA TipH TIALMERTH, A€KYBaHH CbC CHTATJIMNTHH € NON00HA Ha Ta3H, YCTaHOBEHA NPH
nnauebo. TenecHoTo TErNo He C¢ € NOBKINHAO CUPIMO M3XOMHUTE CTONHOCTH DM NEYEHHE ChC
cutarnunTHH. Habmonasano e nogolpetue sa cyporaTeuTe Mapkepy Ha (hyHKuMoHHpaHe Ha Geta-
KAETKHTE, B TOBA wHeno HOMA- (XoMeocTazed MOnen 38 oleRka-6eTa), ChOTHOIIEHUETO Ha
OPOWHCYAME KbM HHCY/THH H NOKA3ATEHTE 33 peakTURHOCT HA DeTa-KJIeTKHTE NPH TecTa 3a
NOHOCHMOCT TIPA YECTO [AABAHE HA XPaHa.

Tlpoyysanus che cHTALIMITUH B KOMOUHAUHA ¢ METQOPMUH

Tlpu 24-ceammuutio naauebo-KONTPOINPAHO KIMHHHYHO MPOYHBAHE 33 OLEHKA HA ehUKACHOCTTA 1
fesonaciocTra or aobaBaHeTO Ha cHTArMUNTHHE 100 mg Be/HEK AHEBHO KBM TEKYIOTO NEUERHE ©
MeT(OPMHH, CUTATARIITHE OCHIYPSIBA IHAYUTENHO NONOOPEHHE Ha PIMKEMUUHITTE 11APAMETDH B
cpapnenyie ¢ nnauebo. IpoMasaTa ClipsMO H3XONHUTE CTORHOCTH Ha TEIECHOTO TEF0 € CXORHA TIPH
NaUHCHTH, NEKYBAHY ChC CUTATTHITHH cipaMo mnaueGo. [pn ToBa NpoyyBaHe uMa nomﬁiggmmm g
Ha CITy4aH Ha XMIOTTHKEMWA, ChoOIABAHA 34 ALHUEHTH, NIEKYRAHH ChC CUTATTIAITAH A4 Hnaueﬁo
Ipu 24-ceamuuio NIauebo-KOHTPONHPAHO GaKTOPATTHO ITPOYYRate HA ITEPBOHAHAN qneﬁeuﬁe, ..,
cuTaraMITHH 50 mg ABa NTH AHEBHO B KoMOuHaLMA ¢ MeTdopmud (500 mg uam I; 00 fng A m'am' .
JHEBHO) Ce TIOCTHIA 3HAYMTETHO NOAOOPEHHE HA IIHKEMHUHWTE IAPAMETDH B cpanﬁetme ¢ aBere s i
MoHOTepanyy, HamansBaHeTo Ha TEACCHOTO TErNIO NPH KOMOHHALIAATA cmamﬂn'mu\ H ) 'e'r(})npmﬁﬂ e b
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CXOIHO ¢ TOBA Hab/MTOAABAHO NPH METHOPMHH CAMOCTOATENHO WiH [U1ane60; HAMA NPOMSIHA CIPIMO
M3XONHUTE CTOMHOCTH 1P NAUMEHTH HA CHTATIMNTHH CAMOCTORATENHO. YecToTaTra Ha XHIIOrIHKeMus

€ CXO/IHa CPER NeKYBaHHTe IpyITh.

[Ipovueaide che CHIADRMITHE B KoMOHHAINS ¢ MeTHOPMUH 1 cviidhoRrAYDES

24-ceamMuuHO0 1ate60-KOHTPOIMPAHO KIUMHWYHO IPOYUBAHE € [IAHKPAHO C eI OLIeHKa Ha
edrxacHocTTa # HesonacHocTTa Ha cutarnunTuH (100 mg peantk aHeBHO) npulaseH KoM
CIMMEITHPHI (CaMOCTOATENHO MK B XoMOuHalua ¢ Metdopmud). lobaBsneTo Ha CUTATTTUITTHH KbM
FMHAMENHPUA H METHOPMUH, OCUIYPIBA 3HAUUTEITHO NOIO0peHHE Ha IMMKEMHYHNATE TAPAMETPH.
HaumenTuTe, NEeKyBaHH ChC CHTATTMITTHH UMaT cnabo noBHteHue Ha TeaecHoTo Terno (+1,1 kg) B

CPABHCHHE € TEC3H, nOMyYaBaly maneto.

Mpoyueane cbe cUTArNBITTHE B KoMOUBaLms ¢ merdiopmud # PPARY aronact

26-ceamMiiHO W1aNebO-KOHTPOIAPAHO NPOYUBAHE € MpeiHa3HaqeHo A3 OLUeHY ePUKACHOCTTA U
besoniacHocTTa Ha curariiiTud (100 mg BeAHERK JHEBHO), #06aBEH KbM KOMOMHALMATA HA
MHOTTIMTA30H M METPOPMHUH. JI0GaBSHETO Ha CHTAMTHITTHH KbM NMHOF/INTA30H H MeTHOPMHUR,
OCHIYPABA 3HAYHTENIHN NOA0OPEHHA Ha NIAKeMUYHKTE NapaMeTpH. IIpoMaHATa B TENECHOTO TEMNO OT
H3XONHO HHRBO € 110400Ha Ha Ta3K NPH NalHEHTH, JEKYBAHH Ch¢ CHTATAMNTHH, B CPABHEHHE C
nnanebo. YecToraTa Ha XMTIOT/IAKEMHUS CHLIO € CXOAHA ¢ TA34 HA NALMEHTHTE, IEKYBAHH Che

CHTALTHIITHH WAH TU1aneto.

HEOY‘JBHHE Ha CHTArTTHIITHH B KOM6HHagHﬂ C MC’TQZKQEMHH Y UHCYJHH

24-ceaMuuHO TNaUE60-KOHTPOIHPAHO KITHHHYHO TPOYYBAHE € NPEAHA3HAYEHO JIa OUeHU
edexrusaOCTTA 1 GesonacnocTTa Ha curartunTad (100 mg BeaHBK AHEBHO) 100ABEH KbM HHCY/IHH
(npu crabunna no3a 3a Hait-manko 10 ceamuny) cve Mk Oes Merdopmun (Hali-Manko 1 500 mg). Ipa
NAHEHTH, NPUEMAIIH NPSIBAPHTEIHO CMECEH HHCY/INH, CpeJHATa THERHA 103 e 70,9 U/adesno.
ITpu naluenTH, NPUEMALLH HECMECEH TTPEABAPHTENIHO (MEXIMHEH/C MPONBIDKHTENHO 1SHCTBHE)
HMHCYTIAY, CpefHaTa JHeBHa qo3a € 44,3 U/anerno. Jaunuure ot 73% oT nalMenTyHre, KOMTO ca
npreManu MeTGopMHH ca fipeacTapens B Tabnuua 2. JlobGaBaHeTO HA CHTAIYIITHH KbM HHCYAHH
OCUTYPSBA 3HAUMTENHO N0J00PEHHe Ha IIIHKEeMHYHHTE NapaMerpu. Hama sHAYUTENHA HPOMANA B
TENAESCHOTO TErJ10 CNPAMO H3XOAHOTO HHBO B JIBETE FPYNY. '

TaGnuna 2: Pesyaratu 3a HbAlc npr niaanebo-konypoanpann NpoyIBaKHe ¢ KOMGRRAPAHO

Je4eHHe ¢hC CHTACIMITHH H MeTdopman*

fpoyunane Cpejmn Cpesna npomana Koparapaua cupamMo naauneto
: CTOHMOCTH Ha °
H3XOLHO HHBO COPAMO H3XOAHO HHBO | cpeaHa upomsaa ga HbA1lc (%)
HbA1c (% °
HbALe (%) 1c (%) (95 % CI)
Cyurarnvntia 100 mg
BeJHbK JHEBHO, 8,0 _0,7‘5‘ .0.77-%
No0aBeH KbM TeKyuia ’
TEpanuA ¢ (-0.8. -0,5)
MeTHOPMHH"
(N=453) |
Cwrarauntun 100 mg |
BEIHBX IHEBHO, 06T 0911
nobased KbM TEKYIa 8,3 i >
TEpaIHA ¢ TAMETTMPH] (-1,1, -0,7)
+ merdopmun’ R
N=115)
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Curarnuntun 100 mg
BEAHBIK AHEBHO noGanen 8.8 -0.71-f
KbM TEKyIla TEpanus ¢ ‘ -1,2F i
NHOTTIHTA30H + (1,0, - 0,5)
MeT(hOpMIH

(N=152)

Curarnunted 100 mg ‘
BEJIHBK JJHEBHO, JI0GaBeH 8,7 -0,7% 0583
KBM TEKYILa TEPANHA ¢ ’ ‘
RHCYHH + MeThopMun" (-0,7, -0,4)

=223)

Hauanno neuenne

(ABa IBTH IHEBHO): 8.8 -1,47 -1,6T1
CHTATTHIITHR (-1,8, -1,3)
50 mg +
merdopMmuH 500 mg
{(N=183)

Hauanuo neyerue (asa

IHTH JHEBHO): 8.8 1.0t RAL
cutarnuntud 50 mg + * i
merdopmun 1 000 mg . (-2,3, -1,8)

(N=178)

* IomynanmsiTa OT BCHHKHM JIGKyBaHH Handentd (intention-to-treat ananms),

T Hafi-manxuTe Cpe/iHd KBAAPATH Ca KOPUTHPaHH CIIPAMO CTATYCA MPH NIPEXOAHOTO
GHTHXUTIEPTTIUKEMMIYHO Je4YEHHE H CTOHHOCTTA Ha H3XOAHO HHEO,

1 p<0.001 B cpaHeRue ¢ nnaueto MK LIaLeOo + KOMOHHHPAHO Jevenye.

T HbAlc (%) 8a 24-ta ceamuna

'HbA lc (%) Ha 26-1a cenmuna

§ Hali-mankure cpenuy KBanpaTH ca KOPHIHpPaHH 3a yrnoTpebaTa Ha HHCYJIMH NP BU3WTA |
(WIpeaBapyTEHO CMECEH CPeILy HECMECEH TPeBAPHTENHO [MEXINHEH MK C NPOABIKUTENHO
ReHcTBHE]) ¥ M3XOJHATA CTOHOCT,

IIpn 52-ceamutro Npoy4Bate, CPaBAABAIND ¢DHKACHOCTTa 1 GE30NACHOCTTA TIPH K00aBAHE HA
curaraunTiy 100 mg BeHBLK NHEBHO MM TMITH3HA (cyndorHily peHHO NPONIBOAHO) IPH TIALMEHTH
¢ HenoOBp MIMKeMAYEH KOHTPON 1Pl MOHOTEPANHA C MET(HOPMHH, CUTATIHTITHH € noNobeH Ha
CYTH3HA npyt noHskasaneTo Ha HbAle (-0,7 % cpensa npomsaHa cripaMo W3XOAHHTE CTOKRHOCTH
npes ceaMuia 52, cbe cpentia croitHoet Ha HbA lc ot npubansurenro 7,5% B nserte rpymm).
CpeanaTa 1033 MHIM3N, H300/13B4HA B rpyriaTa 3a cpashedne € 10 mg qHEBHO KaTo MpHOITWIATEIHO
40% oT nauMeHTHTE ce HYKAasT OT Ji03a TIUIH3K <5 mg/AHEBHO N0 BPeMe Ha npoyuBadeTo, Obaue,
AOBEYe NAMEHTH OT TPYNATa Ha CUTATIIUMITTAH, OTKONKOTO B rpyfiata Ha FMMIN3M] & BPEKHCHASNA
TIopaaM Nunca Ha edukacHocT. IlauseHTHTe IEKYBAHH ChC CUTATTTUIITHH TIOKA3BAT 3HAYHTENHO
CPeaHo NOHMKEHHE CIIPAMO U3XOIHUTE CTOHOCTH Ha TenecHoTo Terno (-1,5 kg) B cpaBHeHHe ¢he
3HAYMTENHO NOKAYBAKE HA TEMNOTO NPU NAUMEHTH Nomyyaeany cammnisul (+1,1 kg). B rosa
NpOYYBaHE, OTHOWEHHETO MPOMHCYIHH KBM HHCYJIMH - MAapKep 33 eeKTHBHOCTTA HA MHCYIVHOBHS
CHHTe3 it ocBODOXKIaBane, ce noaolpaBa Che CUTATTIMIITUH U C& BIIOIUABA [IPH ACYEHUE C [IIUAN3HA,
YecToTaTa Ha XMIOITUKEMHUA B TPYNATa HA CHTArTHOTHH (4,9%) € 3HaYNTEIHO NO-HUCKA OT Ta3H B
rpynara na raunusug (32,0%).

24-cepMH4HO NNaNEeGo-KOHTPONKMPAHO KIKHWYHO Npoy4BaHe, BIUNOHBaLI0 660 nauMenTh. e'f‘""
NPeRHATHAYCHO [ OlleHH ¢QHKACHOCTTa BoAeNIa 10 HAMANABAHE HA WHCY/TMHOBUTE JIO3M § :
GezonacHocTra Ha cuTaraknTHH (100 mg BeHEXK AHEBHO), KOraTo € upubaseH KM HHe m
FRApXVH Che Wnn 63 MeTdhopMuH (Towe 1 500 mg) 1o Bpeme Ha HHYCHSHPULMPaHETS, Ha i
MHCYJIMHOBaTa Tepanua. Hpu naupenTy, npHeMauin Me'rcpopmuﬂ H3XO/HaTa cTouHoch }ga HbA ce.
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HO3aTa CH HA KHCY/THH IAapKHH BB3 OCHOBA Ha CTORHOCTHTE Ha KPbBHATa 3axap Ha riagHo. Ilpu
MAUMEHTHTE, IIpHeMamH MeThOPMUH, Ha 24-Ta CeAMHLIA, YBETHYABAHETO HA THEBHATA 1032 MHCYIAH
¢ 19 IU/zneBro npy naumenTH, TeKyBaHK ChC CATANTHITHH U 24 TU/AnesH0 Npy NanueHTH Ha
rwiauebo. Tlowwxapanero va HbA I ¢ npy nanueHTH, TeKyBaHH ChC CHTAIHHITHH, METHOPMUH U
uaCynsH € -1,35 % B cpasrenue ¢ 0,90 % npu nauneHTs, AeKyBanu ¢ mwiauebo, MeThopMuH 1
HHCY/MH - pasauka ot -0,45 % [95 % CI: -0,62; -0,29]. YecTorara Ha xunorimxemus e 24,9% npn
[ALMEHTH, ICKYBAHU CbC CHTATTHITHH, MeTHOPMHH H HHCYIHH ¥ 37,8% Npu naumeHTH, NEKYBAHH ¢
nnauebo, MeThopMuH U MHCYNUH. Paznikata ce AB/BKM OCHOBHO Ha NO-BUCOKUS NIPOLEHT NAIKEHTH B
rpynara Ha nnauebo, usnurany 3 win noseue enH3oAa Ha xunornukemus (9,1 cnpamo 19,8 %), Hama
PAa3iuKa B YeCTOTATA HA TCIKKA XHITOMTTHKEMHA,

Merdopmun

Mexanuzem ra Oeticmaue .

Mertdopmud e 6UrsaHuAHH ¢ aHTHXHICPrIHKeMHUCH edekT, HOHIKABAIL KaKT0 5a3anHaTa, Taka B

NOCTAPAHARATHATA ITIOKO3a B InasMata. Toll He CTUMYNMpa HHCYTHHOBATA CEKpeLins B

C/IEIOBATERHO HE NPEAHIBHKA XUNOTITHKEMHUS.

MertdopMut MOxKe Na AelicTBa N0 TPH MEXaHH3MA!

- 4pe3 HaMaIABAHE NPOIYKIINATA Ha YepHOApoOHa INIFOK03a Hpes HHXUOUpaHe Ha
ITHOKOHEOTeHe3aTa M IMUKOTCHONH3aTa

- B MYCKYNIMTE, YUpe3 YMEPEHO MOBHINABAHE HA HHCYJIHHOBATA YYBCTBUTENHOCT, MONOOPABANKH
NEPUPEPHOTO NOEMaHE H YCROABAKE Ha ITHOKO3a

- ype3 3abaBsHe Ha abcopOlHATa Ha MIOKO3a B THHKHTE YepBa.

MeTdhopmuH cTUMYnUpa BETPEKIETLYHIA CHNTES Ha [NIMKOTeH upe3 BL3ieiCTBIE BBPXY IIMKOreN

cuHTeTa3ata. MeThopMiH NOBAIIABA TPAHCNIOPTHAA KallALUTET Ha CNCHM(UYHH BUACBE MEMOPaHHM

TpaMcnoprepH Ha rimorosara {Glucose transporters 1 and 4, GLUT-1 n GLUT-4).

Kaunvuna egruxacuocm v bezonacnocm

Ipu xopata, HE3RBHCHMO OT AeHCTBHETO CH BBEPXY MIMKEMHATA, METGOPMHH HMAa 5.1aronpusiTin
edexty BppXy AHNHAHMS MeTabonuasM. ToBa ce nOKasBa NP TEPANEBTHYHH KOHIEHTPALMM B
KOHTPOXHPAHY KJIWHHYHA NPOYUBAHUA ChC CPEAHA NPOAB/DKHTEAHOCT MNH JBAFOCPOUYHH KIHAHUYHK
apoyuBanus: MeThOpMIH HaMansea odmus xosectepon, LDLce u Husata na Tpurmmuepuaure.

MpocnextiBHOTO panaoMusupano (UKPDS) npoyysase € YCTaHOBHNO ABIrOCPOUHATA 10132 OT

HMHTEH3MBHMSA KOHTPOJ HA KPBBHATA 3aXap N1py AuabeT THi 2. AHANUILT HA PE3YIATATHTE TIPHU

FALMEHTUTE ¢ HAAHOPMEHO TErNo, TEKYRaHH ¢ METHOPMUH CJIe]l HEVCTIEX CaMO ¢ JIHeTa [TOKA3BAT:

- 3HAYUTEIIHO HaMalleHKe Ha abCOMOTHHA PHCK Ha CBBP3aHUTE C AMabeTa YCAOKHEeHUA B TpYyHaTa
na methopmu (29,8 croumia/l 000 nauMeHTOroN¥HU) CUPAMO NMETA CAMOCTOATENHO
(43,3 ceburia/1 000 nayptenToroamunn), p=0,0023 u cnpamo rpyiMTe Ha KOMOUHAINA Che
cyndanrnypes # MoHoTepanug ¢ nacynns (40,1 cuburist/ 000 nanuenroroauun), p=0,0034

- 3HAYMTEIHO HeMANCHHE Ha aBCOMIOTHIS PUCK OT CBbp3atarTa ¢ AuabeT cMBPTHOCT: MeTgopMMH
7,5 cpOuTHg/1 000 nampenToronuay, auera camoctosTendo 12,7 caburun/1l 000
nauerroroguuy, p=0,017

- 3HAR4HTE/HC HaMalieHHe Ha aGCOIIOTHMSA PUCK OT 00111aTa CMBPTHOCT: MET(HOPMHH
13,5 cpOurng/1 000 navueHTOroqMHN CnpaMo dxera caMoctogrendo 20,6 ¢ubutus/1 000
nanuentoroguns, (p=0,011) u cnpamo rpyrure komGuipana cynpoHrnypes U MOHOTEpanus
¢ nacyann 18,9 cuburua/l 000 naumenroropuan (p=0,021)

- 3HAYMTENIHO HAMAJIEHKE Ha A0COMOTRIS PHCK OT MUOKapaeH HHBAPKT: MeThOPMUH
11 cuburus/1 000 naupenTorogyuuu, Aera camocrogrento 18 ceburnsa/l 000
nauneHToroanyy, (p=0.01).

TECOS e panfoMH3npaHo npoyysade npy 14 671 naumedtn B intention-to-treat (OHYNALMATA C ...
HbAlc > 6,5 go 8,0%, ¢ ycTaHOBEHO CHPASUHO-CBIOBO 3a00NABAHE, KOUTO NpHEMaT cmar;m’ g;_‘

;\g

(7 332) 100 mg anesno {win 50 mg AHEBHO, AKO WIXOAHUTE CTOPIHOCTPI Ha eGFR ca> 30 n ¥

CTAHIAPTH 32 HbAlc " cypnequo-c:b_uonn pucxom taxtopu. anaentu ¢ eGFR < 30 ﬁilfmgnf T, 73, ,
He Cca BKIIO4eHH B npoyusanero. Mzcnenpanara nonynaims sknousa 2 004 panpenTn’ nsi’ni.zpac*r i
> 75 rogaism K 3 324 nanventn ¢ 6x8peuno yepeskaase (¢GFR < 60 ml/mun/1,73 m?).
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Ilo Bpeme Ba npoyuBaneTo, o6Imara y3urcneHa cpeaHa pasirka (SD) B croliiHocTrTe Ha HbAlc
MEKAY TPYNUTe Ha CHTATAKNTHA H itnanebo e 0,29% (0,01), 95 % CI (-0,32, -0,27); p < 0,001.

ITepBuiHaTa KpaliHa TOYKA N0 OTHOUIEHHE HA CHPAEYHO-CBA0BATA CHCTEMA € CHCTABHA OT IYLPBATA
ROSB3 Ha CLP/IeYHO-CHA0BA CMBPT, HedaTaneH MHOKapACH HHPApPKT, HedaTaNeH HHCYIT WK
XOCHMTANA3A1MS TIOPafiA HeCTa0KTHA cTeHoKapaya. BropuynuTe Kpaliny TOUKM NO OTHOUIEHHKE Ha

CHPACYHO-CHROBATA CUCTCMAa BKITIOMEBAT IbPBATa IOSBA HA C"hp)lEtIHO-C'bJIOBa CMBPT, He(baraneﬂ

MHOKApIeH HHQapKT Hni HedaTaleH MHCYIIT; MbPBATA NOABA HA UHAHBUAYAHHTE KOMIOHEHTH Ha
TBPBHUHATA CHCTABHA; 001A CMBPTHOCT M XOCTINTANHAMUY (TOPAAH 3aCTolHa CrpAeIHA

HEAOCTATHYHOCT.,

Cnen npocneisgane ¢ MEIMAHa Ha IPOXBIDKMTEIIHOCT OT 3 TOOMHY, CHTATIIAITTHH, He NOBHIIABA
PHCKA OT TOJIEMH HEXENIAHH ChPACTHO-CBAOBH CHOMTHA HITH PHCKA OT XOCTIMTANH3AIMA NOPaH
CHPIEHHA HEAOCTATHUHOCT, KOTaTo ce 10bard KbM o0WHaliHITe TPIDKH 1IpH MaLHeHTH ¢ gHaber Tun 2
B cpaBHenne ¢ obnyaithure rpwkn 6e3 curarnmunTui (Tabmniua 3).

Tabdmuuwa 3: Yecrorn ua xoMOHHHpPaHA CHPREMHO-CHAOBY PE3YJITATH H HA KNKYMOBH BYOPHIHA

Pe3yATATH
ICaTarTauTHR anedo
100 mg
N (Yo) ecrora [N (%) €CTOTA Efoeqmuneﬂ'r p-cTo#-
a ta 4 PHCKa HOCT T
100 na- 100 na- (95% CI)
HeHTO- {uneHTO-
oxHER* onuHu *
Anasmz B Intention-to-Treat nonyaunsTa
Bpoii nanuenTH 7 332 7 339
MLpBUYHA CHCTABHA KPAKHA
TOUKA
(CrpAguHO-CBAOBA CMBPT,
HeaTaleH MHOKapAeH UR(bAPKT,
HepaTAIEH WHCYAT HAK
[XOCIMTAIH3ALINA, TIOPaIH
HecTabKNHA CTeHOKAPIHA) 339 (11,4) 4,1 851 (11,6)4,2 0,98 (0,89-~1,08)1<0,001
Bropuysa ¢LCTABEA Kpaiina
TOYKA
(Crpneuno-cuaoBa CMBLPT,
HedaTaneH Miokapaed hHpapkr
i Redaraner MHCYAT) 1745 (10,2) 3,6 1746 (10,2)3,6 0,99 (0,89-1,10)<0,001
IBropuuen pesyarat
CBpAeHHO-CBA0BE CMBPT 380 (5,2) 1,7 1366 (5,0) |1,7 1,03 (0,89-1,19) 0,711
Besikakbe BUI MHOKAP/IEH
mapapkT (Gataned i Hedararen)300 (4,1) 11,4 316 (4,3) 1,5 0,95 (0,81-1,1 110,487
Beakakss BUL HECYAT ((baT&ﬂEH
M HediaTaieH) 178 (2,4) 0,8 183 (2,5) 0,9
OCTUTANIN3ALIMSA TIOPAIH
HecTabMiIHA CTEHOKApAUA 116 (1,6) 0,5 129 (1,8) 0,6
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ICMBPT NOpajIK BCAKAKBA

IPHYHHA 547 (7,5) R,5 537 (7,3) 2,5 1,01 (0,90-1,14))0,875
Xocnyranyzanys, nopand
CupaeuHa HeJOCTATEYHOCT? 228 (3,1) 11,1 229 (3,1) [1,1 1,00 (0,83-1,20)/0,983

* YectoTata 3a 100 naunerroroqmu e usuncneda karo 100 x (obums 6poit natseRTy ¢ > 1 cpburne
10 BpeME Ha JOMyCTUMHA NEPHOA HA EKCHOZNLINS CIpAMO 0611t GPOi NALMEHTOroANHH Ha
npoclieagsane),

T Bb3 ochosa #a Mogen va Cox, cTpatHduuypan 10 pervon. 3a ChOTABHATE KpaiiHu TOUKY, p-
CTOMHOCTHTE CHOTBETCTBAT Ha TECT 32 HEMH(PEPHOPHOCT, THPCEL] A3 NOKake, Ye KoeQHUHEHTET HA
pHcKa € mo-mManek oT 1,3, 3a BCHUKH Apyri Kpaliuy TOUKM P-CTOWHOCTHTE CHOTBETCTBAT HA TECT 32
PazmTHKNTE B KOSDHIIMEHT Ha PHCKA.

T AuanussT Ha xocnUTaNH3ALHATE NOPAH CHPIEYHA HEAOCTATHYHOCT € KOPHIHPAH 38 AHAMHESA 34
ChpJledHa HeIOCTATEHHOCT HA H3XORHO HHEO.

[enmarpuuya nonyaaius .
Epponieiickara areHus 110 iekapoTsata ocBobMmKIaBa OT 38IbIUKEHHETO 3 MPEAOCTABAHE HA

PCIYNTATUTE OT MPOYHRAHHATA ¢ KOMOHHAMATA CUTATTTAITTMR/METGHOPMHH BLE BCHHKH MOATPYNH Ha
NeIMATPUYHATA TIONY TaLkHA CBC 3axaped auaber Thin 2 (Bx. Touka 4.2 3a uadopMalHi OTHOCHO
yhniorpeda B NeAHaTPHATA). .

BezonacuocTra ¥ edriracHocTTa pu RobaBAHe HA CHTAITANTHHE PH NEAMATPHYHY MAIHEHTH Ha
shapact ot 10 xo 17 rogunu ¢ anaber THO 2 1 HEANEKBATEH NIWKEMUYCH KOHTPOT Ha METGOPMHH, ChC
nnu 6e3 WHCYNIHH, Ca OLIEHEHH B B HPOYYBaHHA 3a Nepuod oT 54 ceamuum. lofapsHeTo Ba
CHTAUTIMNTHH (TPUIIOKEH KATO CHTANTMITTHHMETHOPMEH UM CHTATIHITHHAMETGOPMHUH ¢
yaBIKeHo ockoboxnasane (XR)) e cpapreno ¢ pofapsero na manebo keM meTdhopMun win
meThopmud XR.

Makap 1 na ce neMOHCTPUpa HPERBIXOACTBO N0 OTHOWIEHHE NOHWKasaHeTo Ha HbA lc 3a
CHTANIANTHHMETdOpMHE/ cHrarauiTHa-+MerdopmiH XR Hax MeThopMuH Ha ceamuua 20 ripu
cOOpHIS aHany3s OT TE3H [IBE POYHBAHHA, PE3YITATUTE OT OTRETHUTE NPOYUBAHHUS CA HECHBMCCTHMH.
Oceen ToBa, He ce HaG!IFONaBa 10-BHCOKA eQHKACHOCT Ha
CuTarnunTuHtMeThopMHUR/CHTarTHITHI+MeTdopMHH XR B cpaBHeHUe ¢ MeTHOPMHH Ha ceMHIa 54.
Cnenoparenno, Metdopmaxc KomGu He Tpabna ya ce M3nons3sa npy NeqnaTpHYHH TAUHEHTH Ha
BE3pacT oT 10 0o 17 romysu nopaau HeAOCTAThYHA ePHKACHOCT (BXK. ToUKa 4.2 3a MEGOpMAaLHUs
OTHOCHO yrioTpe0a B NieAHaTpusiTa).

5.2 @PapMaxkoKBRHMETHUYHHA CROMcTBA

Metdopmarc XR KomGu [Ipoyusanusta 3a GHOSKBHBAIEHTHOCT NIPH 30PABY NOGPORONIIM [IOKA3BAT,
ue Merdopmake XR Kombu (curarnuntis xuapoxnopun/merhpopmunon
XUAPOXTIOPUM)KOMOUHUPARKTE TabNeTKH ca GHOSKBUBAIEHTHH HA CHOBPEMEHHO NPHNOKEHHTE
cHTaraunThi ochar 1 MeTHOPMUHOR XHAPOXAOPHA KaTo oTaenH: Tabnerxu.

CnennwuTe JaHAN NOKA3BAT (GAPMAKOKMHETHYHUTE CROHACTRA HA OTHENHWTE AKTUBHY BEINECTRA Ha
Metdopmare XR Kombu.

Curarmnrig
Abcopbyus
Creg nepopanso npunoxkenye Ha noza ot 100 mg na 33pasy A0OPOBOILM, CHTATIIMIITHE GBHP20 ce
abcopbupa, ¢ nocTHrave Ha MaKCUMANHK TUIA3MEHH KONUeHTpaukk (Meauana Tmax) [ no 4 daca crien
nprickenuero, cpennara nnasmena AUC Ha curarnunTad e 8,52 uMshr, Cmax 950 nM.
Abcomornara SHOHAIMUHOCT HA CUTAMTKITTHH € pubnusurenno 87%. Tuii kato npuemaucﬂmf
CHTArTMIITHH €THOBPEMEHHO ¢ BOTaTa HA MASHWHH XPAaHA He TIOBIHIBA tbapmaxomnem)(a a,, .
CHTaTIHNTHH MOXE 14 ce TIPHNAra Che Wik 0e3 xpana. i
Ilnazmenara AUC Ha cMTarMIfTHH ce& NOBKHINABA 110 3034 NPONOPUHOHANCH HAYNH. ,[ﬁdBa:- r
NPOIIOPLHMOHATHOCT He € YCTaHoBeHa 32 Cuax B Coguaca (CMax ce nioBniuapa noreye ot hosa— _
OpONOPUHOHANHO, 8 Caiyaa C€ YBETNUABA [I0-MANIKO OT J038-NPOHOPHMORAIHO). -
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Pasnpedenenue

Cpenunsr ofem Ha paznpeneieHde B CTALHOHAPHO CHCTOSHME Clle]] eAHOKPATHA HH’I‘p&BeHOSHO
nprioxkera 2032 o1 100 mg cHTATTUITHH HA 3APABH YHacTHHLM e nprénusurentio 198 murpa.
@pakumaTa CHTAMITHH 0DPaTHMO CEBPIAHA C IIA3MEHHTE NIPOTeMHY e Hucka (38%).

buompaucgopmayun
CHUTarmuMiTHH ce eHMHHHEPA OCHOBHO HETIPOMEHEH ¢ YPUHATA, a MeTaboTM3MbT € BTOPOCTENECHEH
nbT. IIpubnusurento 79% ot CHTArIHNTHH ce EKCKPETHPa HEIPOMEHEH B YPHHATA.

Crea nepopasma gosa [MCleuTarnurras, npubausurento 16% 0T paiMoaKTHBHOCTTA ¢& eKCKpeTHpa
Kato MeTabonuTH Ha cyrarnunTiH. Ha HUMBO cliefint ca YCTaHOBEHH LecT MeTalbonuTa, KOMTO He ¢
OYaKBa [a JonpHHacaT 3a myasmenara DPP-4 uaxubGuropHa akTMBHOCT HA CUTATTIMITTHH, IR Vitro
MIPOYHBAHUATA MOKA3BAT, 1€ OCHOBHHAT CH3UM, OTTOBOPEH 33 OrpaHiucHHa MeTaboIM3sM Ha
curarnuntui ¢ CYP3A4, ¢ yuactuero n na CYP2CS.

In vitro nanBNTe NOKA3RAT, Y€ CUTAMTHNTHH He ¢ #HXHOITOp Ha CYP msoenaumure CYP3A4, 2C8,
2C9, 2D6, 1A2, 2C19 win 2B6, 4 de e ungykrop Ha CYP3A4 u CYP1AZ,

FEaumunupane

Cren nprioxeHHe Ha nepopaiHa 103a [ “Clenrarnuntus #a 3ApaBy yHacTHHIN, TPUOIHIHTENHO

100 % OT HpuiokKeHaTa PaHORKTHEHOCT Ce eTMMUEMPa ¢ dekanuute (13%) wim ypunata (87%) no
€AHA CeAMULA Ce/ TPHAOKEHHETO Ha o3ata. [IpMBARHWAT KpaeH tin cnex 100 mg nepopansa nosa
CHTArARITYH € Nprbin3uTenso 12,4 gaca. CHTarIMITHHE ce HaTPYNIBA CAMO B MHHHMAJIHA CTETIEH 1Py
MHOFOKDATHO NpHnokenHe. beOpeusnsT KIMpLHC ¢ npubmantento 350 ml/mun.

EAMMHHHpaHETO Ha CUTANTUITTHH Ce M3RBPIUBA OCHOBRO upe3 6b0peusa eKcKpeuws U BKIIOYBA
akvuBHa Ty0ysHa cexpeums. CHTaraMnTHH € cyGeTpar Ha YOBEIKH OpraHuyieH aHWONHEH TpaHCHiopTep
-3 (Human organic anton transporter-3, hOAT-3), koiiro moxke 6u yuacTsa B 6u6peuroTo
eNMMUHApPaHe Ha cHraraunTHy. Kiunnanoro suavenve #a hOAT-3 8 Tpaucnopta Ha CHTATIIMNTHHE HE
e ycTanoBeHo. CHTArNMNTHY ¢ cy6eTpar u Ha p-IBKONPOTENH, KOUTO Moxe 04 yuacTBa H B
MEIMBPaHeTo Ha GBOPEYHOTO STUMUHUpaRe Ha CUTATNANTHEH. B ChILOTO BpeMe LMKIOCTIOPHH, €AHH
P-TAAHKONPOTEMY BHXUOUTOP, He HamarmsiBa Os0peuHna KIMPBHC HA CUTATTMITTHH, CHTATTTHITTHH HE €
cyberpar a OCT2 unw OAT1 win PEPT1/2 tpaucnioprepure. In vitro CHTATIMIITRA HE IOTHCKE
OAT3 (1C50=160 pM) nan p-rawkonpoTenra (10 250 pM) MeaHHpaHus TPAHCIIOPT B TEPANEBTUYRO
PENEBAHTHH [LTa3MEHH KOHUCHTPauMn. [1pu KnUHYHO MPoyYBaHE CHTAIMTHITYHH BMA MahK edekT
BBPXY NNa3MEHHATE KOHUCHTPAHHHA Ha JUrOKCHH, KOETO NIOKA3Ba, Ye CKTAIHHITAH MoXe 1a € cnal
HMHXUGHTOP Ha P-TITHKOMPOTEHH.

Xapaxmepucmuxa npu nayuesmume
@apMaKOKHHETHRATA RA CATArNUIITHY € KaTo A0 CXOXHA NPH 34PaBK YYACTHUIY M TALMEHTH C
nuaber Tdn 2. :

Bvbpeuno yapesicdane

TipoBeneHo € OTKPUTO NPOYUBAHE [IPY EAHOXPATHO NPUIOKEHHE 33 OEHKA Ha PapMakoKHHeTHKATA
Ha HAMANEHA 1033 CUTArAKnTHH (50 mg) npu NakeHT! ¢ PA3IUYHA CTENCH Ha XPOHHYHO 6B0peuHo
VBpEKJaHe B CPARHEHUE ChC 3APasu KORTPO, [IpoyuBaHeTo BKIIoUBa NatMeHTH ¢ 6L6pe4to
YBPEKAAHE B NEKA, YMEPEHA WM TEXKa CTefleH, kakTo i ntaumenth ¢ ESRD Ha xemonuanuza. Oceen
TOBa, eekTHTE Ha OLOPeyno yBpeiane BEpXy GPapMaKOKHHETHKATA HA CHTATTIANTAH NPH [AUMEHTH
¢ auaber Tun 2 ¥ 6uOpeyno yRpeXxiane B ieka, yMepeHa WiH Texka crenen { Brmountenno ESRD), ca
OLCHEHH YPE3 MONYIaHOHHH HaPMAKOKHHETHYHY AHATH3H.

B cpaBHenue cbe 3apaRu KOHTPOAH, wiazMenata AUC Ha cHTariunTus ¢e fosHInasa np);@nm,xj, gngpu;,;
1,2 mmeTh upy nauuenty ¢ GuGpedro yspexaane B nexa crenen (GFR > 60 go < 90 mlmim) n - -
ChOTBETHO 1,6 IBETH NpY nauKenTH ¢ G0peuno yBpeskiane B yMepeHa CTeneH (GFRE 45 sio

< 60 ml/mun), Trit xaTo pasMepLT Ha NOBHUICHHETO HE © KINMHMYHO 3HaYHM, HE ¢e m.gara
KOpPUTHpPaHE Ha J03aT2 NPY TE3K NALUEHTY,
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FlrasMenara AUC Ha CHTADMITHHE ce MOBUINABA NPROAN3MTENHO 2 TLTH TIPH MaureHTH ¢ 6r6pedHo
yBpekaane B ymepesra crenet (GFR > 30 qo <45 ml/mun)} v npubnmsurenso 4 obTH MpH NaUMEHTH C
Gr0peuno yepexnane B texka crened (GFR < 30 ml/men), srmounrenno naudenmu ¢ TCEH Ha
xeMonuanuia, CHTarMITTHE Ce OTCTPAHABA yMEPEHO NpH Xemoauamusa (13,5 % 3a 3- no 4-uacona
XEeMOAMAIK2HA CecHs 3ano4Bala 4 Jaca cie/ DPUN0KEeHMeTO).

Yeproopobno yapexcoane

He e HeobxonHMMa KOpexumMs Ha 03873 CHTANTHITTHH [IPH NARHEHTH ¢ JIEKO MILH YMepeHo
yepHoapobHo yepeskaane (ckop no Child-Pugh < 9). Hama KiIHHEHYE” OOHT NPH DANKEHTH ¢ TEKKO
uepHoApoGHO yepexaade (ckop mo Child-Pugh > 9). B chiuoto speme, Thil KaTO CHTATIUITYH CE
€JIMMHUHUPa OCHOBHO upe3 OB0pennTe, He ce 09aKBa TEKKOTO YepHONPOOHO YBpeXKaaHe Aa NoBnuse
BBPXY HaApMAKOKNHETHKATA HA CHTATIIHITHH.

Cmapuecra gv3pacm

He ce Hanara KOpeKuUHs Ha J03aTa B 3aBMCHMOCT OT BB3pactta. Bb3 ocHOB2 Ha NONMYNalHOHEH
(hapMakoKHMBETHYEH aHANH3 HAa RanHH 0T Oaza | v Maza 11, sipactTa He oKkassa KIHMHEYHO 3HAYHMM
eheKT BEPXY (PapMaKOKMHETHKATA Ha CHTAITIMIITHHE. YYaCTHULWTE B cTapYecka Bbapact {65 1o 80
FOAHHM) HMAT NPUOITU3HTETHO 19% NO-BHCOKH FNA3MeHH KOHLISHTPAUNN Ha CUTArTHIITHE B
CpPaBHEHHE C N0-MAANHN YYACTHULINA,

Tleduampuyuna nonyaayun

PapmMakOKMHETHKATA HE CHTArTMOTHH (eanHMaHa fo3a 50 mg, 100 mg umd 200 mg) e nacnensana
Np¥ NeAWATPHUHY NalMeHTH (Ha BB3pact or 10 Ao 17 roannw) ¢ anaber tun 2. Tlpu tasu pomynanms,
AUC na cHTarimuITiH B IIa3Marta, KOPHTHPAHA CTIPAMO 103aTa, € npubmiaurenso 18 % no-mucka
OTKOJIKOTG FIpH BBL3PACTHA NalmenTh ¢ nuabet tun 2 apu go3a 100 mg. He ca uporexnansn
NPOYYBaHKA CbC CUTANTHITHH NpH NEARATPHUHH TAUWEHTH Ha BE3pacT < 10 roawny.

Hpyzu xapakmepucmuxy va nayuenmume

He ce Banara KOpeKIHA Ha 103aTa B 38BHCHMOCT OT 1I0JI, PAca UMY MHIIEKC Ha TejecHa maca (BMI),
Te3n XapaKTepUCTHKN HAMAT KITMHHIHO 3HAYUM edeKT BHpXY (hapMakOKHHETHKATA HE CHTATTTHITTHH
cnoped KOMOHHHPaHKA aBANM3 HA (hapMaKOKHHETHHEUTE AahHk or ®asa [ u nomyraupones
dapMakOKWHETHHEH aHany3 Ha Nanhu oY ®aza [ w dasa I1.

Merdopmun

Abcopbyun

Cnen nepopajina 4032 Ha Ta0NETKA ¢ YIBTKEHO ocaoﬁomasaﬂe abcopOumsTa Ha METHOPMEH Ce
3a6aBg 3HAYATENHO B CPABHEHME C TA3H HA JiekapcTBeHaTa GopMa ¢ He3abaRHO oCcBOSMKIaBAKE
Tmax ce goctura Ha 7 wac (Tmax 3a TabneTrute ¢ HezabasHo ocsoboxaanane e 2,5 yaca).
AGcomorHara 6MonanuMHocT Ha Tabierka MerhopMun 500 mg e apubnusurennio 50-60 % npu
3apabyn yuacTHuiM, Coeq tepopanna 1o3a, HeabeopOupanata Qpakuus, OTkpHTa BB dekarunre e 20-
30 %. ‘

B crauuoHapHo cueTesHie, nonobno Ha dopmarta ¢ HezabasHo oceoboxnasaue, Cmax u AUC ue ce
YBEIHYEBAT IPONOPLHOHATHO Ha npunoxkerara fo3a. AUC ciea eqHOKPATHO NIEPOPANHO -
npunokerne Ha 200 mg MetdopMu tabnerky ¢ yabplokeno ocsobokaasaHe e nogo6Ha Ha Tasu,
nalnronasana cnes npuiokerue Ha 1000 mg merdopmus Tabnetku ¢ HezabasHo ocBoboXKAABaHE ABA
ITbTH IHEBHO,

Hnrtpacybexrnara Bapuabunnoct na Cmax 1 AUC Ha MeTHOPMHH ¢ yabikeso ocBobokaaBate e
CpaBHMMA ¢ Task, Habmonasana npu TalneTKuTe ¢ HezabaBHO ocBODOXKIABAHE HA METQOPMHUH.

Korato Tanetkara ¢ yapmpkeHo oceofmknasaHe ce npunara na raauo, AUC namansasa ¢ 30%

(rakTo Cmax, Taka M Tmax He ce noBNWABAT).

Cpennara abcopOLns Ha MeTGopMHHE 0T QOPMAaTa ¢ YIhIKEHO 0csoboKaaBane NOYTH He ce_npemsa_a -
"OT ChCTABA HA XpaHaTa, .
He ce nabmonasa KyMyigpaHe cilell MEOIOKpaTHO rpuiioxeHHe Ha 1o 2000 mg Me"rc;lopwra 1w
dropmata Ha TabneTKH ¢ YIBIDKEHO OCBOOOK IaBaHE. fae s
Cnen enHOKPATHO HEPOPATHO IPUAOKEHNE CNell HAXPAHBAHE Ha eAHA TabneTka oT 1000 mg SR R
MeTHOPMHH € YABDKEHO 0CBODOKIABAHE, CE TIOCTHTA CPEIHA MAKCHMANRA T1a3MEHa xouuempauua S
ot npubnuzwrento 1170 ng/ml ChC Cpeano Bpeme oT 6,75 vaca (auanazon ot 4 go 12 qaca) -
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Koraro TaBnietxara ¢ yasmkeno ocsoboxnasane or 1000 mg ce npuiara cied raxpaupare, AUC ce
nosHiiasa ¢ 62% (Tmax ce yapmiasa ¢ oxono 2 9aca, Ho Cmax He ce npoMeHs 3HaUHTETHO).

Paznpedenenue

CBBP3BAHETO ¢ IIA3MEHHTE NPOTEHHH € He3HauuTenHo. MerdopmuH ce pasnpeaena B EPHTPOUHTHTE.
KppBHHAT NHK € 10-HHCHK OT MIA3MEHAS MK H Ce NOABABA NPHONKIHTENHO (10 CHUIOTO BpEMe.
YeppenyiTe KpLBHYU KIETKH HAH-BEPOATHO NPEACTABAABAT BTOPUYEH KOMIAPTHMEHT Ha
pasnpenenermne. Cpennuar Vd sapupa mexay 63 - 276 1

Buompancpopmayus
MeTdopMud ce eKcKpeTupa HenpoMeHeH B ypHHarta, [lpd XopaTa He ca YCTaHOBEHH MeTaboMnTH.

Envvmunupane

Bropeyrmar xiupeae sa MeTdopmul € > 400 ml/mMuH, koeTo nokasea, e METHOPMUH C€ eTMMHHMpa
Ype3 romepyaHa punTpaims ¥ TyOynHa cexpeuns. Cilea nepopaiHa 2033, IPUBMAHUAT TCPMHUHAICH
SMTMMIHAIHOREH NOTYKUBOT € NpubIu3KTeNHo 6,5 h. Korato 6»6peunaTa dysxums e yBpeniena,
6u0petnHa KIHPBHAC Ce BAMANABA B CLOTBETCTBHE ¢ TO3M Ha KPeaTHHHHA ¥ CIEA0BATETHO
CTHMHHALHONAKAT YJONYKHBOT C€ YIBIDKaBd, KOETO BOJR JI0 NOBHIWIEHH HABA HA METHOPMUH B
MAa3MaTa.

53 Hpeaxsmandnn paunn 3a GesonacuoeT

He ca nposeinany npoydsanys Bupxy xuBoTHM ¢ Merdopmaxc XR Kombn.

Ipu 16-ceamuriuis npoyYBABHS, B KOMTO KYYETa Ca TPETHPAHH HAH ¢ METGOPMHH CAMOCTOATENHO MK
¢ KOMOHHAUMA OT MET(OPMHH ¥ CHTANIMITHA, He € HalnroAaBaHa JONBIHATENA TOKCHYHOCT OT
xomGuHauaTa. NOEL B Te3u npoyusanms ce HabMONaBa 1PV EKCHO3MITNA Ha CHTAIIMIITHH
NpHUOTM3UTENRO 6 TBTH 1O-BHCOKA OT TA3M NiPH XOPa ¥ MpH eKCHO3HUAA Ha metdopmun
HPHOIH3UTENHO 2,5 ThTH HO-BHCOKA OT Ta3W NP XOpa.

Cliennnre JaHHK C& HAXOKH TIPH NPOYUBAHUS IPOBEECHH ChC CHTAMTHITTHH HIIH METHOPMUH
CaMOCTOATENHO.

CHTarnunriy

buOpeuna n deproapotiva ToxcuyHocT ce HabMOAABA TIPH rPH3aUM [IPY CTOMHOCTH HA CHCTEMHA
£KCNO3MINS 58 WETH NO-BHCOKH OT HHROTO Ha EKCTIO3HLMATA TIPH XOpa, a HUBOTO Hes edexr e
ONpeseneHo Ha 19 TbTH HO-BHCOKO OT TOBA FIPH X0opa. AHOMANUK Ha pesupTe ce Habmogasar npu
TUIBXOBE TIPH HUBA HA eKCIO3HUHA 67 NLTH [10-BHCOKM OT HUBOTO HA KITHHHYHA eKCNO3HIINA, HHBOTO,
Be3 eekT npy TAIM HAXOAKA € 58 MLTH MO-BUCOKO, CHIVIACHO PEIVATATHTE OT 14-CeUMUUHO
NpOYYBAHE TIPH IILXOBE. 3HAYSHUETO Ha TE3IM HAXOAKH NIPH XOPa He € M3BeCTHO. TpaH3uTopHH,
CBBLP3aHA ¢ IEYEHHETO (PHIHUECKY NPOABH, HAKOH OT KONTO IPENNIONATAT HATIHYHMETO HA
HEBPOJIOTAYHA TOKCHYHOCT, KATO AHLIAHE ¢ OTROPEHA YCTa, CATHBALMA, ¢ME3HC Ha Osna nsHa,
aTaKcus, TPeNnepeHe, HaMaNeHa aKTHRHOCT H/WIM HarbpbeHa no3a ce HabMONARAT NPH KyueTa npd
HHBA HA EKCIO3KLHA NPHOMMINTENHO 23 TRTH 1O-BHCOKH OT HEBOTO HA KIIMHHYHA €KCAO3IHLIKA,
OcBeH T0B2, MHOTO JIEKA JIO JIeKa KOCTHO-MYCKYTHA Aereepains ce HaboNasa M XUCTONOMMYHO PR
JI03H, BOJCUIH 10 HMBA HA CHCTEMHA EKCNOZULMA NPHOAHIHTENHO 23 LTH N0-BUCOKH OT HEBOTO Ha
€KCRO3uLs NPy Xopa. TIpH Te31 pesylItartu, HUEOTo Ge3 edeKT € NPH eKCIIO3HLNA 6-KPaTHO 0-
BHCOKA OT HHBOTO Ha KIWHHYHA eKCIIO3MLKA.

CHTarnniTuy He 0Ka3Ba FeHOTOKCHYHOCT B X043 HA NPEAHHAYHN NpoyuBaHus. CHTATIHITTHH He €
KaHueporeHeH Npy MMUIKA. ITpK IIbXOBE MMa [TOBHLIEHE HECTOTA HA YEPHOAPOOHH aEHOME 1

KapUHHOMH {IPH HUBA HA CUCTEMHA EKCIOZHUMA 58 METH MO-BHCOKH OT T3 npu xopa. Tl kate.
YCTRHOBEHO, M€ XeNAaTOTOKCHYHOCTTA KOPENHPA ¢ MHIYLWPAHETO Ha HepROAPODHa Heom;raﬁmwpn o
TUIBXOBE, TA3H NOBHIIEHS YeCTOTA Ha YePHOAPOOHHN TYMODH HpH NUIBXOBETE € Bepmms’o pnjgﬁa; .
BCACACTBHE Ha XPOHMYHA XeNATOTOKCUYHOCT NPH Ta3H BHcoka fosa. [lopaan mcoxqmrpanuﬁ, . S
GesomacHocT (19-meTH No-BHCOKA NPH ToBa HUBO o3 eeKT), Te3H HEOMIACTHYHH mpomﬁu He ce

CUMTaT PeICBRHTHH 38 XOpa.
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He ca Habmoaasani CBBP3aHY ¢ NEYEHUETO ehekTd BhpXY QEPTUIHTETa HPH MBXKKH H XKSHCKH
NABXOBE NONYHHIY CHTarMHIITHH TIPENK B 110 BpeMe Ha ‘-IH(I)TOCBaHe.

Ipn npoydBake BEPXY NMPe~/NOCTHATATHOTC PasBHTHE HA IUTEXOBE CHTANIMIITHH HE [10Ka3Ba
HEXENAHA PeAKLHHM.

IIpoyusanusTa BBPXY PENpOYKTHBHATA TOKCHYHOCT IHOKA3BAT HATMYMETO HA CBEP3AHA C JICYEHHETO,
AEKO YBENHYEHa YecTOTa Ha MandopmMatiui Ha pebpara Ha deTyca (JMNCBALIH, XHITOMTACTHYHH H
nAasauy pebpa) NpH NOKONEHHETO Ha TUTBXOBE NPH HHBA HA CHCTEMHA eKCIIO3ULMA MoBeYe OT 29
TBTH TIO-BHCOKH OT TE3H NIPH X0pa. TOKCHUHOCT Ha MalikaTa ce Habntonasa npy 3aliuM npu Husa
1oBeye oT 29 bTH NO-BHCOKH OT HHBATA HA EKCTIO3HIIUA IIpH Xopa. Tlopaay BACOKaTa rPaHHKIia Ha
0e30MacHOCT, TE3H HAXO0AKY He NPeAliONAararT ChllecTBYBAHETO Ha CLOTBETEH PUCK 32
PEUPOAYKTHBHOCTTA HPH XOPpa. CHTarTMITHH e CeKPeTHPa B 3HAYHMH KOJIHYECTRa B MISKOTO Ha
NAKTHPAIY MIHX0BE (OTHOWEHHE KbpMa/iiasva: 4:1).

Metrdopmuu

IIpenknAHMYHKMTE XaHHH 33 METPOPMUH HE paskpHRaT ocoleH puck 3a xoparta Ha Haszara Ha
KOHBEHUHOHAIHY HapMaKOnOrHiHKE NpoyyBaHus 2a 6e30NacHOCT, TOKCHYHOCT 1IPH MHOTOKPATHO
TIPHNArale, TeHOTOKCHYHOCT, KAPLMHOTEHEH NOTEHIMAN, PeNPOAYKTHBHA TOKCHRHOCT.

6. PAPMAINEBTHYHHA AAHHH
8.1 ChHcbKk na NOMOIHATE BENICCTRA
Croii MeTdopMis ¢ YabJpKeHO 0cBOGOXIABANE

Xunpomenosza
Maruezues creapar

Cno#i curarmntii ¢ vesabasio ocsofoxaapane
Kannues xunporen ¢ocgar

MuKpokpucTanHa Hemynoza

Harpnes creapnn dymapar

Kpockapmenosa HaTpHii

OunMoBo roxpuTHe Ha Tabnetkara — Onaapati 11 oparskes (33 koryenTpanyd 100 mo/1000 mg u
50 mg/500 mg)

HacTeuHO XHUAPOMUIHPAH nonu(snnunon anKoXomn)

Twranor puoxcHz (E171)

Magxporon 4000

Tank

HKpar xwenezen okcui {(E172)

YepseH xenesex okcua (E172)

Gunivoro nokputie - Onanpait Il 640 (8 konuenrpanms 50 me/1000 mg)
Tlonu{BUHUIIOR aNKOXON)

Turanoe anoxcun (E171)

Maxporon 4000

Tanx

6.2 HechBMeCTEMOCTH
Henmpunoaxumo
6.3 Cpox Ha rogsHoct

3 roauan
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6.4 CoennajHH YCJIOBHS Ha ChXpaHeuMe
Tosm sexapcTBeH NPOAYKT He H3IUCKBA CTIRLMANHH YCNIOBUA HA CHXPAHEHHE.
6.5 BuancbabpKAHNE HA OOAKOBKATR

PVC-PVDC /Arymunnern Gnuctepy
Onaxoerd ne 14, 28, 30, 56, 60, 98, 112, 180 wau 200 TabaeTky ¢ HIMeHEHO 0CBOBOKIABAHE.

He BeHyky BUIOBE OMAKOBKY MOFaT Aa HbIaT NycHAaTH Ha Ma3zapa.

6.6 Chenna/HH NPeANAIHM MEPKR OPH HIXBBPAAHE ¥ paGoTa

HessnonssaHusT TexapcTBEH NPOIYKT MiTH OTHATLYHHTE MATEPHANY OT HEro TpsaGBa fa ce U3XBLPAAT

B CEOTBETCTBHE C MECTHMTE H3HCKBAHMKIL

7. HPHTEXKATEJ HA PABPEINEHHUETO 3A YIIOTPEBA

Tesa bapma EALL

ya. ,.Jli00a Bemuukora® Ne 9, rp. Codma 1407

buarapus

8. HOMEP(A) HA PAJPEINEHUETO 3A YIIOTPEBA

Per. Ne

9. JATA BA ObPBO PASPEINABAHE/NOJHOBSBAHE HA PAZPEIIEHHUETO 3A
YIHOTPEBA

Jara ua nepeo paspeluapane:

10. JATA HA AKTYA/IM3UPAHE HA TEKCTA
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