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1. HME HA JJEKAPCTBEHHA MPOAYKT BG/MAMP - ..... é’ ..{.FéJ ............ 22032023
Curarnuntun/Merdopmun Ipunaexc 50 mg/850 mg duamupann TRE

Curarnunmun/Metgopmun I'punneke 50 mg/1000 mg mg gprnmupann Tabnerxu

Sitagliptin/Metformin Grindeks 50 mg/850 mg film-coated tablets
Sitagliptin/Metformin Grindeks 50 mg/1000 mg film-coated tabiets

2. KAYECTBEH H KOJIHUECTBEH CHCTAB

Curarnunmun/Merdgopmun I'punaeke 50 mg/850 mg dunmupann rabnerku
Beaka dmnmmpana TabneTka chabpka CHTAMHNTHH XHAPOXJIOPH], MOHOXHApPAT, CKBUBAIEHTEH Ha
50 mg curarnunTuk (sitagliptin), n 850 mg meTdOpMHHOB XNAPOXNOPUN (metformin hydrochloride).

Curarnuntun/Merdopmu [punmexc 50 mg/1000 mg mg dbunmupatn TabneTku
Besxa puiamupana Tabnetka chIbpika CHTAIIMITHH XUAPOXIOPHI MOHOXHAPAT, EKBUBANCHTCH Ha
50 mg curarnunTun (sitagliptin), u 1000 mg metdopmunor xuapoxnopun (metformin hydrochloride).

3a MLAHHA CNHCHK HA TIOMOLIHHTE BELUECCTRA BHIKTE TouKa 6.1.

3. JEKAPCTBEHA ®0OPMA

@unmHpana TabneTka.

Curarnunrun/Metdopmun Ipunaexc S0 mg/850 mg dpunmupany Tabierkn: opaHKeBH, OBATHH,
JBOHHO-M3MbKHANK (PHIMHPaHK TabJeTKH, ¢ Mapkiposka “SM85” ot eanara cTpana. PazMeprT Ha
tabnerkara ¢ npubanzuTeayo 20 mm x 6,7 mm.

Cutarnuntun/Merdopmun Ipuraeke 50 mg/1000 mg mg dunmupann Tabnetku: kadsaeu, oBanKu,
ABOHHO-M3N'bKHANM PunMupann TabneTkH, ¢ MapkHposka “SM100™ ot eaHata cTpana. Pasmepst Ha
Tabnerkara e npubananrenno 21 mm x 7,2 mm.

4. K/IHMHHUYHU JAHHH

4.1 TepaneBTHUHH DOKAZAHHIA

Ilpn BB3pacTHH NalMeHTH Che 3axapeH anaber TaN 2:

Curarnuntun/Metdopmun I'puHaeKc e NokasaH KaTo AOMBIHEHHE KbM JAHETA H YIIPAXKHEHHS 32
noa0dpABaHe HA ITHKEMMYHHA KOHTPOJ TIPH NALIMEHTH, TIPU KOWUTO HE € MOCTHIHAT 3a0BOIHTE e
KOHTPON ¢ MAKCHMAJIHATA MOHOCHMA 34 TAX 10332 MET(OPMHH CAMOCTOATENTHO, HIIH KOHTO BEUE ¢

NEKYBAT ¢ KOMOMHALIMA OT CHTAMIMIITHH U MET(QOPMHH,

Curarnuntan/Methopmus I'puHzeKe e nokasaH B KOMOMHALKMS CbC CYADOHWTYPEHHH NPOM3BOAHH
(T.e. TPOiiHO KOMOHHHPAHO NedeHKe) KaTo AOMbIHEHHE KbM IHETa H YNPAXKHEHHS 1 CHTH, [IPH




KaTo JONUBAHCHHE KbM JHCTA H YTNIPAKHCHHA MPH NMalHEeHTH, MPH KOUTO HE € TIOCTHIHAT
3a/I0BOJIMTE/IEH KOHTPON ¢ MAKCHMATHATA MOHOCKHMA 3a TAX fo3a MeTdopmiH 1 PPARY aronuncr.

Curarmuntun/Merdopmus I'punaeke ¢oilo e mokazan kato 1o0aBka KbM HHCY/THH (T.€. TPoitHO
KOMOMHHDAHO IEYEHHE) KaTO NOMbJIHEHHE KbM JAHETATA M YNPAXKHEHHATA 3a nofobdpasaHe Ha
FITUKRCMHYHHMA KOHTPOMN OpH MaUuHCHTH, KOraTo MoCToAHHATAa 0033 HA HHCYTHH H MCTd)OpMHH
CaAMOCTOATE/IHO HE OCHI'ypABa aaCcKBaTCH MNMHKEMHYCH KOHTROJ.

4.2 JI03HpPOBKA H HAYHH HA NPH/I0KEeHHE

QOSHQOBKEI
HOSHQOBKE[

JlosupoBkara Ha AHTHXHIIEPITIHKEMHYHOTO JTleveHne che Curarnunrui/Merdopmun I'puHaekc
TpabBa Na Ohae WHAHBUYANTH3HpaHa Ha 6a3aTa HA HACTOALLMA PEXCHM Ha MAUHEHTa, ePEKTHBHOCTTA H
TONEPaHTHOCTTA, KaTo He ¢e MPEeBHIIaBAT MaKCHMAaNHATa NpenopLHBaHa AHesHa no3a ot 100 mg
CHTArndnTHH.

BunapacTen ¢ HopMaitua 6b0peuna pynkuus (GFR> 90 ml/mun)

[lpy nalHeHTH, NPH KOUTO HE € MOCTHIHAT 3aJ0BOJUTE/ICH KOHTPOI C MAKCHMAJIHATA NOHOCHMA 1034
MeTdhOopMHH KaTO MOHOTEPANHSL.

IIpu nauMeHTH, NPH KOMTO HE € MOCTHIHAT 3aI0BOJIHTE/IEH KOHTPOA ¢ METHOPMHH CaMOCTOATETHO,
oOuuaiinaTa HauallHa 103a TPAGBA a NOCTABH /1033 CHTAMTUNTHH B 1032 50 mg ABa MLTH AHEBHO
(100 mg oBwa aHesna no3a) MOC Ao3aTa METPOPMHH, KOATO Beue € NpHeMaHa.

IlpH nauMeHTH, KOHTO IPEMHHABAT OT E/IHOBPEMEHHO TPHIIArAHe HA CHTATIUIITHH i METQOPMHH
HpH NauHEHTH, KOHTO MPEMUHERAT QT ETHOBPSMEHHO (IpHIaraHe Ha CUTarAvuiITiy 1 MET (bOpMHH,
Jedennero ¢ Curarmuntan/MerdopmuH I'punaexc TpaGea aa ce 3aMoYHe ¢ 4034Ta CHTATIMITTHH H
MeT(OPMHH, KOATO Beve € NpUeMaHa.

I1py nauMeHTH, HpH KOHTO HE € MOCTUFHAT 3aJ0BONHTENCH KOHTPOA ¢ IBOMHO KOMOWHHPAHO JIEYEHHE
€ MaKcHMaJIHaTa MOHOCHMA 1038 MeThOpMHH H cyadoHHypes

Hosata TpaGBa 4a JOCTABM CHTArTMNTHH B 7033 50 mg nBa nvu queeno (100 mg oblua aHeBHa n03a)
H 1033 MeTHhOpMHH, NOXOGHA Ha A03aTa, KOATO Bede e npuemana. Korato Curarnunmin/Merdopmun
Ipunpeke ce u3non3ea B koMOHHALKS cbe cyN(OHUNYpes, MOXKE Ja c¢ HallokK ynioTpebara Ha no-
HHCKA 1032 CyNhOHUNYpes, 33 Ja Ce HAMANH PHCKBLT OT XHIOrIHKeMHs (BK. Touka 4.4).

Tlpy nafMeHT Ty, NPU KOMTO HE € MOCTHIHAT 3aN0BOJIHTENEH KOHTPOII ¢ ABOHHO KoMOHHHPAHO eueHHe
¢ MakcHMATHaTA NoHocHMa f03a Merdopmud H PPARyaronuct

Hozata TpsaOea a nOCTaBH CHTATTIMATHH B K034 50 mg asa nvTy apesHo (100 mg obwa AneBHa 103a)
W 1033 MeThOpMUN, Nofo0HA Ha N03aTa, KOATO Beue e npUemana.

IIpH NauHEHTH, NPH KOUTO HE € NOCTHIHAT 3aJ0BOANTENCH KOHTPOJ ¢ ABOHHO KOMOUHHPAHO NEYeHHE
€ HHCYNHH H MAKCHMAIIHATA NOHOCHMA 1033 METHOPMHH

Jlozara TpabBa na JOCTABH CHTArNMITTHH B 1032 50 mg asa nbTH AHesHo (100 mg 06ma nHeBHa 003a)
¥ J103a MeTGOpMHH, Noao0Ha Ha 103aTa, KOATO Beue ¢ npueMana. Korato Curarnurur/MeTtdopMuH
[’punnexc ce w3non3pa B koMGHHALKSA C MHCY/IHH, HUCKATA 1034 HHCYJIMH MOXeE 1 ¢ Heobxo1uma 3a
PRAYLUPAHE HA PUCKA OT XUTIOTIIMKeM#A {BXK. Touka 4.4).

3a pasnnunnte no3u MetpopmuH, Cutarnuntud/Merdopmun Ipubaeke ce npeanara B KOHUEHTPAUHS
XHAPOXTOPHA.

BcHuky nanpenTu TpaGBa Aa NPOABIIKAT NPEMOPbYAHATA HM AMETA ¢ aieKBaT
TIPHEMA Ha BLIVIEXHAPATH pe3 Jens.




CnelHATHHY NOTTYIAIHM

Bvopeuno yspexcoane

He ce Hanara KOpekUMs Ha 103aTa MpH NAIHEHT# C Jieko ObOpeuHo yBpeskaaHe (CKOpOCT Ha
rnomepynHa gunrpauns [GFR] =60 ml/mun). [Tpenu janouraue Ha NeUEHHE C MPOAYKTH, ChBPKALUM
merdopmuH, Tpabea na ce Hanpabu oueHka Ha GFR croitHocTHTE, 4 Cllef| TOBA - NOHE BEAHBK
rofntuHo, [1pyu naumeHT! ¢ NOBMIIEH PHCK OT NO-HATATHIUIHO NporpecHpaHe Ha OGEOpeYHo yBpexKaaHe
U [IpH MaUMEHTH B CTAPYECKA Bb3pacT TPA0Ba Mo-4ecTo Ja ce NpaBd oueHka Ha GuOpeunata Gyukuus,
HanpHMep Ha BCekH 3-6 meceua.

3a npeAnoyHTaHe € MAKCHMATHATA AHEBHA 1032 MeT(OPMHH /1a Obae pazieneHa Ha 2-3 THEBHU 103H.
MakTOpH, KOHTO MOTAT J1a YBEJTHYAT PUCKA OT JIAKTAaTHA auMao3a (BxK. To4ka 4.4), Tpabea na 6wnat
TNipepazrieaal, npeay Ja ce 0OMHCIH 3a[104BAHETO Ha JieyeHHe ¢ MeTdopMHH npy nanueHTH ¢ GFR<
60 ml/Mun.

AKo He € 1ocTRNHa A030Ba popMa Ha CurarnunTHH/MetdopmuH ['PHHIEKE ¢ AXEKBATHO KOJIHYECTRO
Ha aKTHBHOTO BCLHECTERO, TpSIﬁBa Aa ¢e€ H3MNoJ3RaT OTASTHHTE MOHOKOMINNIOHEHTH, BMECTO KOMﬁﬂﬁauHﬂ
¢ DUKCHpaHH 103U,

GFR ml/mun Merdopmun CuTariunTag

60-89 Makcumannara gHeena no3a e 3000 mg. MakcumMannata JHeBHA 1034 €
Moike na ce obmucnn noHmXaeaHe Ha nozara | 100 mg.
BBE BPB3Ka C HaMalABaHETO Ha OBOpeyHaTa

$YHKLHA,

45-59 MaxkcumanHata auesra no3a e 2000 me. MaxkcumaniHata AHeBHa 1034 €
Hauannara no3a e Haii-MHOro mosoBHHATA OT 100 mg.
MAKCHMAaJTHaTa ao3a.

30-44 Maxkcumannara aaeBHa noza e 1000 mg. MakcuHmannaTa gHeBHA 1033 €
HauanuaTa 103a e Hali-MHOT0 NONOBHHATA OT 50 mg.
MaKCHMaIHATA 1034,
<30 Metdopmun € npoTHBONOKA3aH. MakcumanHaTa AHEBHA 1034 €
25 mg.
Heprodpobno yepexciane

Curarnunrun/Merdopmun punsieke He Tpabpa a ce HINOI3Ba IPH NALHEHTH C YEPHOAPOGHO
yBpexaHe (Bx. Touka 5.2).

Cmapuecka ev3pacm

Thii kKaTo MeTHOPMHH U CHTArNTHITTHH Ce eKCKpeTHpaT upes Gbbpewte, CHrarnunmui/Merdopmun
I'punaeke TpAGRa na ce U3NoN3Ba ¢ NOBHLIEHO BHAMAHUE NPH HAlPEBAaHE HA BL3PACTTa.
Heobxommumo € MoHuTOpUpate Ha Gp6peunaTa GyHkums, 32 /12 ce TIOANOMOTHE NPEANA3BaHeTo OT
CBbp3aHaTa ¢ MET(OPMHH NaKTATHA AUMI034, Hali-Beye B CTapuecka Bb3pacT (Bxk. ToukH 4.3 n 4.4).

Ileouampuvna nonyaaijus
Cuararnunrun/Merdopmun I'pungexc He TpsGsa 1a ce U3NON3Ba IPK AeUa H IOHOWIH Ha BR3pact 10
A0 17 roauny, nopaan HeaocTaTh4Ha edukacHocT. Hanuuunte aauny ca onucaHy B Touku 4.8, 5.1 u
5.2. Curarsmuntun/Merdopmud I'puuaexc He e NpoyBaH NPy NMeAHATPHAYHH NALKEHTH Ha BL3PacT
noza 10 roguxy.

HaumH na npunoxenue
Curarnuntui/Merdopmun [pansieke TpsGBa 1a ce nprema ABa MbTH AHEBHO
Ha HEXENAHUTE PEAKUHMH OT CTPAHA HA CTOMALIHO-YPERHHMSA TPAaKT, CRBP3aHH C

4.3 JlporrBonoxazanus




Cutarnuntius/MerdopmuH ['pUHAEKC € HPOTHBOLIOKA3AH NPH NALHEHTH ChC:
- CBPBXYYBCTBHTEIHOCT KbM AKTHBHUTE BELUCCTBA WK KbM HAKOC OT MOMOUHHTE BELUECTRA,
H30poeHH B TouKa 6.1 (BXK. TOuKH 4.4 1 4.8);
- BCEKH THIL OCTpa MeTaboNMHuTHA auMa03a (KaTo NaKTaTHa auuao3a, AHabeTHa KeToalH/103a);
- I4abeTHa NIpeKoMa;
- Texka 6B6peuna epocTaThutoet (GFR < 30 ml/muw) (2. Touka 4.4);
- OCTPH CBLCTOAHHSA ¢ BBE3MOXKHOCT Ja W3MeHAT ObOpeuHara yHKIIHa KaTo:
- ACXUApaTanus,
- TEIKKH HHQEKIIHH,
- LIOK,
- BbTPECBHAOBO IPHIOKEHHE HA HOAMPaHH KOHTPAcTHH BelllecTRa (BXK. Touka 4.4);
= OCTPO HJIH XpOHHYHO 3a60nsmaHe, KOCTO MOXKC 1d MPHYHWHH XHIMOKCHA HA ThbKAHHTC KaTo!
- CbpP/ICHHA WM PeCITHPAaTOpHA HEA0CTAThYHOCT,
- CKOpOILEH MUOKapAeH WHdapKT,
- LIOK;
- YepHOAPOGHO YBPEKIAHE;
~ OCTpa aNKOX0/JHa HHTOKCHKALKA, ANIKOXONAHIBM;
- KbpMeHe,

4.4 CnenHa/HA npelynpexIeHus U OPeINa3HE MePKH NPH ynoTpeda

Obum
CurarnunTui/Merdopmun 'prnaexc He Tpa6Ba a ce M3N0/I38a NPH NALUKEHTH ¢ AUaber Tun | v He
TpAGBa na cv M3MON3Ba 32 JieueHne Ha AMabeTHa KeToaLMA034.

OCThp NAHKPEATHT

YnotpeGara tia DPP-4 nHXHOHTOPH € CBLP3aHa C PHCK OT PA3BHTHE HA OCTBP MaHKPeaTHT.
[MaumenTure Tpabea na 6vaaT HHGOPMHPaHH 3a XaPAKTEPHHS CUMITTOM Ha OCTHP [TAHKPEATHT:
NEPCHCTHPALLA, MHOTO CHAHA KopeMHa Sonka. Cries mpekpaTaBaHe HA CHTArTTMOTHH ce Habmoaaea
OTIIYMABaHEe HA NAHKPEATHTA (ChC HIIH De3 NOANBLPIKALIO JIeUSHHE), HO B MHOTO PEJIKH CITY4aH €
cbOOIIABAHO 32 HEKPOTH3HPALY T XEMOPArHYeH NaHKPEATHT H/WAK CMBPT. AKO MM ChMHEHUS 34
naHkpearut, NpueMsT Ha Cutarnunrus/Merdopmud IpHHAEKS W APYTH NOTEHLIMANHO NOAO3HPaHH
JCKapCTBCHH DPOAYKTH TPAGBA Jia CE NIPEKPaTH; aKO Ce NOTELPHAH OCTbP NAHKPEATHT, NPHEMBT Ha
Curarnunrin/Merdopmun I'punieke He TpaGea aa ce pr306HOBABa. HeobxoauMo e nosuLIeHO
BHHM@HHE NPH MaHCHTH ¢ aHaMHe3a 3a NaHKpPeaTHT.

JlakTaTha ayMposa

JlaxTaThaTa anMn03a € MHOTO PAAKO, HO CEPHO3HO METABONHTHO YCIOWHEHHE, KOETO Hal-uecTo
HacTBbIIBA NPH OCTPO BACIIABAHE HA OBOpeUHaTa QYHKIHS, KapaUO-PECTIHPaTOPHO 3a60ABaHE WK
cencue. HatpynBaneTo na METOPMHH HAacTbIIBA IPH OCTPO BJIOLIABAHE HA OBLOpeunaTa PyHKUMS U
YBEJYaBa PUCKA OT JIAKTATHA alH03a.

B ciny4aii Ha aexmaparaums (TEXKo NOBPBILAHE, AUapus, TPECKa UM HAMANCH NPHEM Ha TEHHOCTH)
TpabBa BPEMEHHO Ja ce CIIpe NPHEMbT Ha MeTHOPMHH Y € NPENOPLYHTENHO /1 C€ YCTAHOBH BPH3KA ¢
MEJMUHHCKH CTICLIHANKHCT.

IIpHeMBT Ha NiekapCTBEHH NIPOAYKTH, KOMTO MOTAT OCTPO 1a YBpeaT 6b6peunara gyHxiua {(kato
AHTHXHNEPTCHIMBHA cpeACTRa, AuypeTHin 0 HCTIBC) Tpabea na ce 3anouHe ¢ nOBHLIEHO BHHMaHHe
MPH NALNHEHTH, NIEKyBaHH ¢ MeThopMuEH. JIpyrH pHCKOBH aKTOpH 3a JAKTATHA alka03a

KETO33, MPOABLIIKUTENHO [1a2yBaHe H BCAKAKEH CHCTOSHUA, CBBP3aHH C XHITOKCHY
CAHOBPCMCHHATA ynmpeﬁa Ha NCKAPCTREHH NMPOAYKTH, KOUTO MOTAaT Ja NPHYHMH]
(Bk. Toukm 4.3 u 4.5).



JlaKTaTHaTa ailu03a ce XapaKTepU3Npa ¢ AUKMA03HA JUCTIHES, KopemHa 00ika, MyCKY/THH KpaMIlH,
acTEHHMs M XHAOTCPMHS, N0CIeABaHH OT koma. B cnyyaii Ha ceMHeHHe 32 CHMNTOMH NMAalUHEHTHT
TpsuOBa fa cnpe npHema Ha MeThopMKR 1 He3a0aBHO A3 NOTHLPCH NieKapeka nomor. J{BarsocTRUHATE
nabopATOPHH HAXOAKH ca NMOHMXEHO KpbeHO pH (<7,35), NOBUINCHK HUBA HA NJIA3MEHHA JIAKTAT (>5
mmol/1) ¥ NOBUILEHA aHHOHHA Pa3NMKA W CHOTHOILEHHE NAKTAT/IMpYBaT.

brbpeuna GyHKLHA

Tlpeau 3anouraHe Ha NeyeHneTo TPOBA Aa ce HANPaBM oucHKa Ha cToitHocTHTe Ha GFR u penosro
cned Toea (Bx. Touka 4.2). Curarnmantin/Metdopmun ['puHaeKe e NPOTHBONOKA3aH NPH NALMEHTH C
GFR <30 ml/Mun 1 TpaGea aa 6b1e BpeMEHHO CAPAH NPH HATTHMHE HA CBCTOAHHA, KOUTO TIPOMEHAT
61LOpeunaTa ¢pyHKUMS (B, Touka 4.3).

XHOOMHKEMHA

[MauuenTn, nonyuapalun CutarunTui/MerdopMuH Ipunjieke B KOMOHHALMA CbC CyRhOHUTYpes
HJIH C HHCYJIHH, MOJKE 13 ¢a H3JIOKEHH HA PHCK OT XHIIOrIHKeMHs. Clie/I0BaTe/HO, MOXKE 1a €
HeoOX0/IHMO HaMAJIABAHE HA N034Ta HA CYTHOHUNYPEATA HITH HA HHCYJIHHA.

Peakuyi Ha CBPBXYYBCTBHTEIHOCT

HMa nocTMapkeTHHroBY ¢bOOILEHHS 32 CEPUO3HH PEAKLHM HA CBPBLXUYBCTBHTEHOCT [PH HALMEHTH,
JEKYBAHH ChC CHTArTTUNTUH, Te3H peakliMy BKITIOYBAT aHaMIAKCHs, AHTHOEAEM H eKC(pOTHATHBHH
CBLCTOAHHA HA KOXKATA, BKIIOYHTETHO CHHApoM HA CTuebHC-J[XOHCHH. Havyanoro Ha Te3H peaklHu
HACTBIBA B PAMKMTE HA IThPBHTE TPH MeceLd OT 3aMoUuBaHe Ha JTEYEHHETO ChbC CHTAMHITTHH, HAKOH
CIIy4aH HaCcTBLMBAT CeA MbPBATa /103a. AKO c€ MOA03HPa peaklHA HA CBPBXYYBCTBHTE/IHOCT, MPHEMBT
#a Curarimntii/MerdopMiuH I'puHIcke tpabBa 1a ce npekpaTy, TpaOBa Aa ce OLEHAT APYTH
MOTEHLHATHH IPUIHHH Ha CHOUTHETO M TPAOBA [a Ce HA3HAYM AITEPHATHBHO JICYEHHE Ha AnabeTa
{B:k. Touka 4.8).

bynozeH nemdburonn

[Ipu naumenTu, npremaitt DPP-4 HHxuGHTOPH, BKIOYMTENHO CHTATIHNTHH, WMA MOCTMAPKETHHIOBH
croblienns 3a 6ynozeH neMpUrona. AKo UMa CbMHeHuEs 33 Oyn03eH rieMpHroms, NPUEMBT Ha
Curarnurrun/Merdopmun Npunnexc TpaGea a ¢e npeycraHoBM,

Onepaimsa
Curtarnunmun/Merdopmun I'punjiexe Tpadea Ja ce cnpe no ppeme Ha onepauua noa ob1ua, CAHHATHA

WIH €NHAypaniHa aHecTe3us. JledeHuero Moxe aa Objie pp300HOBEHO He no-paHo oT 48 vaca cneq
OTNEPALMATA Wik BE30GHOBABAHETO HA XPAHEHETO 1IPe3 YCTa, U NPy yciosue ve Gu0peunaTa pyHkima
€ OLIEHEHA OTHOBO H € YCTaHOBEHO, e € cTabGHniaHa.

[Ipunoxenune Ha iOHPaHH KOHTPACTHY BELIECTBA

BbTpechaoBoTo npHIIOMKEHHe Ha HoJHMpaHW KOHTPACTHM BELIECTBA MOXKE Jd IOBEAE [0 KOHTPACT-
HHyUHpaHa HeponaTHA, BOAELIA KO HATPYMBAHETO HA METGOPMUH M MOBHLIESH PHCK OT JIAKTATHA
aumpposa. Curarnuntun/Merdgopmun I'pungexc Tpabea aa ce cnpe npead Wi No BPeME Ha
npouenypara 3a o0paszHa JHACHOCTHKA W He TpADBa 1a ce b306HeBABA JO Hall-Manko 48 yaca cnen
TOBA, IPH Yc0oBHe ve 6L0pedHara GyHKIMS € OLEHEHa OTHOBO H € YCTAHOBEHO, Ye € CTabHITHa (BK.
TouKkH 4.3 u 4.5).

[IpoMsaHa B KNMHMYHMSA CTATYC HA NARHEHTH C KOHTPOIUpaH auaber Tun 2
[NaupenTn ¢ anabet Thn 2, npeau Tosa a06pe koutponupat cbe CurarnunTuH/Merdgopmun

I'pHHAEKC, KOUTO Pa3BHBAT OTIIOHEHHA B Na0OPaTOPHH MOKA3ATENH WIH KIHHHUYHO 3a00519BaHe (Hai-
Beue HEACHO unK cnabo nedunupano 3abonssane) TpaGea HeszabaBHO Aa CE OUCHAT 3

KpbBHA 3aXap H, aKo ce Hanara, pH Ha kpeBTa, HHRA Ha JIAKTAT, MHPYBAT H MET
almKo3a, B KOATO H Aa € $opMa, JeueHHeTo TpAGBa Aa ce chpe HezabaBHO H TP
NpeANpHEMAT NOAXOIALIN MPOTHEOAEHCTRALLIM MEPKH,

Harpuii



To3u aexapcTBed MpoayKT chAbPKA No-Maako ot 1 mmol narpwii (23 mg) na Tabnerka, T.€. MOXeE J1a
CE KaxKe, Y€ NPAKTHYECKH HE ChAbPHKA HATPHIA,

4.5 BlaamojeiicTBHE ¢ APYTH JI€KAPCTBEHH NPOAYKTH H ApYrH ¢opmu na B3aHMOacHCTBHE
ENHOBPEMEHHOTO MHOMOKPATHO NPIIAraHe HA CHTAMTUNTUH (50 mg ABa MBTH AHEBHO} U METHOPMHUH
(1 000 mg nBa OBTH AHEBHO) HE € MPOMEHHIIO 3HAYHTENHO (hapMaKOKHHETHKATA KAKTO Ha
CHTAIJIMITHH, TaKa U Ha MeTGOPMHH Npy naugeHTH ¢ auaber tun 2.

He ca u3pbpuiBann npoyyusaHus 3a (papMaKoKMHETHYHH JIEKAPCTBEHH B3aUMOAEHCTBHSA Che
Curarmuntas/Merdopmun ['punaexc; o6aue TakHpa NpoyuBaHHs ca NPOBESHKJIAHM C OTACIHHTE

aKTHBHH BEILECTRA, CHTAIIHITHH H MeThOPMUH.

He ce npenopbuBa CLOLTCTRALLA viioTpeha

Anxoxon
AJIKOXOJIHATA HHTOKCHKALIHE CE CBBP3IBA C MOBHIIEH PHCK OT JAKTATHA aUHA033, 0CO0EHO B CIIy4au Ha
ranysade, HEAOXpadBaHe MM YepHOApoOHa HEIOCTATHYHOCT.

HMomupanu KOHTPAacTHA BelecTRa

Curarnuntui/Merdopmun I'punneke TpabBa fa ce cnpe npeayd WiM A0 BpeMe Ha npoleaypara 3a
00pasHa nHarHocTHKAa W He TpAbBa na ce pL300HOBABA 10 Hall-Manko 48 yaca ciied ToBa, NpH YCI0BHE
ye OBOpeuHaTa GYHKIUA € OLCHEHA OTHOBO W € YCTAHOBEHO, Ye € cTabumna (Bix. Touku 4.3 n 4.4).

Kom6aHaiuy, M3ucKBalK Npeanasii MEPKM OpH yonorpeda

Hskon nekapcTBeHy MpoayKTH MOTAT Ja ¢& 0TpassaT HebaaronpHaTHo Ha 0s0peunara dyHKLMA, KOETO
MOJXKE 12 YBEIMYH PHCKA OT JlaKTaTHa aumaosa, HanpuMep HCIIBC, BKAKOYHTENHO CENEKTHEHH
uHxuOuTOpH Ha wukinookcHrenasza (COX) I, ACE unxuburopu, anrworensus 11 peuentopHu
AHTArOHHCTH M IHYPETHLH, 0cobeHo OpiuMkorH nuypeTuiy. [pu 3anousaHero 1K ynortpebara Ha
TaKHBa NPOAYKTH B KOMOHHALHA ¢ MeTHOPMHH € HEOOXOJUMO BHHMATEITHO MpOC/ensBaHe Ha
OLOpeunara $yBKUMS.

CrernbrcrBamiara ynorpeba Ha iekapcTea, KOHTO NOBTHABAT OOLIMTE TPAHCTIOPTHH CHCTEMH B
616peunnTe TyOyn, BENOYeHH B G1LOpeyHOTO enuMHUpane Ha MeThOPMUH (Hanp. HHXHOMTOPH Ha
OpraHH4¥HHs KatoHew Tpancnoptep-2 [OCT2]/MynTunekapcTBeHHs H TOKCHH-SKCTPYAHPAL, NPOTCHH
[MATE] kato panonasuH, BaHA€TaHUO, 10JyTErpaBHp H LMMETHIMH ), MOraT A3 MOBHIIAT CUCTEMHATA
€KCIO3HIINA Ha METQHOPMUH H Ja YBENHYAT PHCKA OT JTaKTaTHa aiuaosa. [ToasuTe W puckosere OT
CBITBTCTBALWATA YIOTpeba Tpadea na ce obmucaar. Tpabsa aa ce 0OMHCIM BHUMATETHO NPOCIEAABAHE
Ha FIHKEMHYHHA KOHTPOJI, aAaNTHPAHE Ha 103aTa B PAMKHMTE Ha NPENopBhUMTENHaTa J03HPOBKA H
OPOMEHH B IEYEHHETO Ha AHadeTa, KOraTo TAKMBA IEKAPCTBEHK NMPOAYKTH Ce npuiarar
€AHOBPEMEHHO,

I'MIOKOKOPTHKORIUTE (IIPUIIATAHU O CHCTEMEH M IOKATeH TeT) GeTa-2-aroHUCTHTE H IHYPeTHLIMTE
HMaT NPHCHILO XHITEPIJIHKEMHYHO AeHcTBue. [laimeHTuTe TpaOBa na ce MHGOPMHUPAT H NO-4ECTO Jia
H3MEPBAT KPBBHATA CH 3aXap, 0co0EHO B HAYANOTO Ha JISYEHHETO C TAKHUBA JISKAPCTBEHH NMPOILYKTH.
Axo e HeoDx0aHuMO, 103aTa HA AHTHXHMNEPrITMKEMUYHHSA JIEKAPCTBEH NPOAYKT TpabBa aa ce ajanTHpa
IO BpEME Ha JISYEHHE C APYTHA IEKAPCTBEH IPOAYKT H PH HETOROTO MpeKpaTAsaHe.

ACE-MHXHOHTOPHTE MOTAT J1a NOHHIKAT HHBATA HA KPLBHATA 3axap. AKO € HeoDX0AMMO, 103aTa Ha
AHTHXHNEPrIUKEMHUHHA TEKAPCTBEH NPOAYKT TpA0Ba Aa ce ananTHpa No BpeMe Ha JCHERTETENG
APYTHS TEKapCTBEH TIPOYKT W IIPH HEFrOBOTO NPEKpaTABaHe. WeA 4y

%

ECbEKTH HAa NPYrH JEKaApCTRCHH OpOAYKTH BEPXY CHUTArmMHIOTHH
In vitro 1 KIHHHYHHTE JaHHH, ONKCAHH NO-T0JTY, NPEANONArarT, Y& PHCKBT OT
B3aHMOLIEHCTBHA MPH €IHOBPEMEHHO TIPHIOKCHHUS ¢ APYIH NEKAPCTBEHH TIPOXY




In vitro npoyiBaHus MOKA3BaT, Ye OCHOBHHAT €H3HM, OTIOBOPEH 3a OrpaHHueHHs MeTaboNnH3IbM Ha
cutaraMnTHH, € CYP3A4, ¢ yuactue na CYP2CS. lpu nauvenTH ¢ nopManua Gu0peuna pyHxums,
MeTabonu3MbT, BKIouMTenHo W upes CYP3A4, urpae camMo Masika posiA B KIHPEHCA Ha CHTArTMIITHH,
MeTabonusMbT Moke 1a Mrpae no-BaXkHa oA NPH eNHMHHUPAHETO HA CHTAMIMNTHH B YCJIOBHS Ha
ocTpo 6LOpeYHO yBpeskaaHe WiIH TepMuHanta 6u6peyuna HegoctatThuroeT (ESRD). Ilopaau Tasu
NPHYMHA € BE3MOKHO MOLIHH HHXHOUTOPH Ha CYP3A4 (Hanp. keTokoHa30., HTpaKoHason,
PHTOHABHP, KNAPHTPOMHLKMH) /ia MPOMEHAT GapMaKOKMHETHKATA HA CUTATNTHITHH NPH NalKEHTH ¢
Teskko brbpeuno yspexnare unu ESRD. Edexrure Ha Mownute CYP3A4 uHXUOHTOPH B YCTOBHS Ha
OBOpeuHo yBpekaHe He ca OLEHABAHM NIPH KITHHUYHO NPOYYBAHE,

In vitro npoyusauus 3a TpaHCTIOpPTa NMOKA3BAT, Y€ CHTArIMITHH ¢ CyGCTpaT Ha p-rUKONpoTErHa U
TpaHCnopTepa Ha OpraiHunH aHHOHK-3 (OAT3). OAT3 MeaHHpaHHAT TPAHCNOPT Ha CHTAT/IMIITHH Ce
HHXMOHpa in vitro ot npobeHenu L, BbNPEKH Y€ PHCKBT OT KIHHHYHO 3HAYHMH B3aHMOAESHCTBHA ce
cMsATa 32 HUCHK. EnHoBpeMenHoTo npunoskenne Ha OAT3 HHXHOHTOPH He € OLIGHEHO in Vivo.

Huxaocnopun: TlpoBe/ieHo & NpoyYBaHe 3a OLCHABaHE Ha e(eKTa Ha LIHKIOCMOPHH, MOLIEH
HHXUOHTOP Ha P-INIMKOIPOTEHHA, BLPXY dapMaKOKHHETHKATa HA CHTAMHMNTHH. EAHOBpEMEHHOTO
NPUIOKEHWE Ha €AMHHYHA nepopanHa ao3a 100 mg CHTArNMNTHH W eIMHKYHA nepopanua fo3a 600
mg unknocnopur nopumasa AUC i Cp,, Ha CHTAMIMITHH CROTBETHO ¢ NpubnusuTenno 29 % H 68 %.
Tesn npometn BLB (HapMaKOKHHETHKATA HA CUTArIMITHH HE CE CMATAT 34 KIIHHHYHO 3HA4YHMH.
B'bﬁpe'-lHHﬂT KJIHPBHC HA CHTarJdunTHH HE € 3HAYWTEITHO NPOMEHEH. CJ'IE,EI.OBEITEJ'IHO, HE CC QUAKBAT
3HAYHMH B3AHMO/ICHCTBHSA C IPYTH HHXHOUTOPH HA P-rIIHKOTIPOTEHHA.

Edekru Ha cuTarnunTiH BBpPX LW JICKAPCTBEHH POAYKTH

Huzoxcun: CutarnuntiH uMa cnab edexT BppXy MiasMeHaTa KOHUCHTpaUHA Ha AMrokcuH. Cnea
npunaraHeTo Ha (0,25 mg aurokcuH €AHOBpeMEHHO ¢k¢ 100 mg CHTarIMNTHH AHEBHO B IPOIBIKEHUE
Ha 10 ann, naasmenata AUC Ha qUrokcHH hapactsa cpeao ¢ 11 %, a mnasmenara Cy,y, cpeano ¢

18 %. He ce npenopbupa kopvrupate Ha 103ata JMrokcud. B ChloTO BpeMe obate MalneHTHTE ¢
PHCK OT IMTOKCMHOBA TOKCHYHOCT TPAGBa J1a ObaT npocieasBaHH 3a TAKABA, KOraTO CHTArAUIITHH U
JAUTOKCHH CE MPHJTaraT €IHOBPEMEHHO.

In vitro nanHuTe NOKA3BaT, Ye CUTAIIHITHH HE TIOTHCKA H He uHayuupa CYP450 nsoensumure. [lpu
KIIHHHYHH TPOYYBaHHA CHTATITHITHH HE NMPOMEHS 3HaYMMO (PapMaKOKHHETHKATA Ha MET(QOPMHH,
rWOypuJT, CHMBACTATHH, PO3HIIIATA30H, Bap(apHH WK NEPOPATHM KOHTPALENTTHBH, JaBAHKH in Vivo
MaHHM 34 MaNKa BEPOSTHOCT OT NPEAM3BUKBAHE Ha B3aumoaelicTema cbe cyborpatv Ha CYP3A4,
CYP2C8, CYP2C9 u TpaHcnioprepH Ha opraH#uty kathoHH (OCT). CutariunruH Moxe ja 6bae
¢1ab UHXUOUTOD HA P-CAMKONPOTEHHA iR Vive.

4.6 DepTRIHTET, PEMEHHOCT H KbpMEHE

bpemennocT
Hama noctarsuHo qaHHH OT yrniorpebara Ha CHTATHITHH TPH GpeMenHH skeHH. [1poyuBaHus npy
JKHBOTHH MOKA3BAT PENpPOAYKTHBHA TOKCHUHOCT NMPH BHCOKH /1034 CHTATIIMNTHH (B3K. TOUKa 5.3).

OrpannueHHTe TaHuy TIpeaAnonarar, ye ynorpebara Ha meTGopMHH NpH BpeMeHHU JKEHH HE €
CBBp3aH ¢ [TOBHLIEH PHCK OT BpoAcHH Man(opMauHu, [TpoyuBaHuaTa ¢ METHOPMMAH NP KHBOTHH He
NOKa3BaT BPeAHU eheKTH BLR BpB3ka ¢ OpeMeHHOCTTa, eMOPHOHAIHOTO H (PETANHOTO PasBHTHE,
POKIAHETO HIIH NOCTHATAIHOTO pa3BHTHE (BK. ChIIO Touka 5.3).

Curarnunrun/Merdopmun I'punaexc He TpaGBa na ce 3Mo3Ba Mo BpeMe Ha Op
NaLMEHTKATA HCKA [la 3a0peMEHee WM AKO HACTBITH OPEMEHHOCT, JIEHEHHETO T4
H N2LHMEHTKATa a IPEMHHE HA ICUEHHE C HHCY/IMH BB3MOXKHO Hai-CKOpPO.

Kxpmene
He ca npoeesknann npoyusanus npH KEPMELH KMEOTHH ¢ KOMOMHHpPAHHTE\R
TO3H JIeKapcTBeH NpoaykT. [1pu npoyuBaHHs, NPOBEKAAHH C OTACTHATE AKTRE
CHTAarJIHITHH, H METGOPMHH € EKCKPETHPAT B MIIIKOTO HA JIAKTHPALIM IUTBX



MET(GOPMHH Ce SeKCKPETHPA B KbPMATa B MATKH KOJIMUECTBA. He € H3BECTHO Nani CHTAIMITHH ce
€Kckperupa B kbpMata. Cenosatenno Cutarnunrui/MerhopMun I'punaekc He TpaOBa 1a ce
H3TIONI3BA NPH JKEHU, KOHTO KbpMAT (BK. TOUka 4.3),

DepTHANTET
JlaHHuTE OT NpoyuBaHUs [IPH JKUBOTHH HE NPEANOAraT BIUSHUE BbPXY (GEepTHIMTETa HA MBIKKH H
JKECHCKH NIIBLXOBE NPH TPETHPAHECHC CHTAIJIHITHH. JIMNCRAT JAHHH NpH XOpa.

4.7 EdexTu BLpxy cnocobuoctTa 32 mopHpane n pabora ¢ MAIIEHN

Curarmuntun/Metdopmut IpHHAEKC HE TOBNUARA WM NOBAKARA NPeHeOPEKUMO CTIOCOOHOCTTA 3a
wodupane n paboTa ¢ Malmuu. B chuioTo Bpeme npH wogHpare WK pabota ¢ MauuHu, Tpabea aa
€C MMa Npe/iBKA, Ye MPH CHTAITIMOTHH ca AOKNAJBAHH Cy4aH Ha 3aMaiiBaHe H ChHAKBOCT.

OcBen TOBa, MAlMEHTUTe TPsOBa fJa ce NpeAyNpEWaBaT 3a PHCKA OT XHMMIO[IMKEMHA, KOTaTo
Curarnunran/Mergopmus Ipunzexe ce u3oi3Ba B KOMOMHALMA Che CyN(POHHAYPEHHO TPOH3BOHO
WIH C HHCYNIHH.,

4.8 Hexenanu JeKapCTBeHH PEAKIHH

PestoMe Ha npoghyma Ha fe30nacHoCcT

Hsama npopenenn TepaneBTHUHK KIMHHUKH W3nUTBanua ¢ Curarnuntui/MetdgopMmut ['pHHIEKE
PpHIMupany TabneTkH, Ho GHOEKBHBATIEHTHOCTTa HA KOMOMHHPAHHTE aKTHEHH BELIECTBA € 10Ka3aHa
(k. Touka 3.2). ChoOMABAHH Ca CEPHOIHH HEXKENAHH PEaKLIUH, BKITIOYUTEIHO NMaHKPEATHT U peakuHH
Ha CBPbXYYBCTBUTENHOCT. ChoO1IaBaHa ¢ XHIOMTHKEMHA NPy KOMOHHAUMA ¢he cymoHunypedto
npou3soaHo (13,8 %) v ¢ wHeyamu (10,9 %).

CHTACAUNTHH H MeTHOPMHH

Tabawwen cnuchx na vexceranume peaxyuy

HexenanuTe peakuuu ca n3bpoeHH no-goy ¢ npenopbupanure o MedDRA Tepmunu cnopen
CHCTEMO-OpraHHa KiacHgpukailus u abcomorna yectora (Tadbnuua 1). ITo yectoTa ce ONPEAENAT KaTo:
MHOTO 4YecTH (>1/10), yectn (=1/100 o <1/10), neuectu (>1/1000 1o <1/100), peaku (=1/10 000 zo
<1/1000), muoro peaxn (<1/10 000) u c Hen3BecTHa vecTOTa (OT HATMMHUTE JJAHHM HE MOXE Ja Obae
HamnpaseHa OLEeHKa).

Ta6auna 1: YecroTa Ha HexKeNAHUTE PeaAKIHHU, YCTAHOBEHH N0 BpeMe Ha ILIanebo-
KOHTPO/IHPAHH KAHHHYHHA NPOYYBAHHS Ch¢ CHTANIHNTAH H MET(QOPMHH CAMOCTORTEAHO, H IPH
NOCTMAPKETHATOBUS ONMHT

Hexenana peaknns YecToTA HA HEKENAHATA PeaKnns

Hapywenns Ha KpLBT2 B JJum$uaTa cHcTema

TPOMOOUHTONESHUA Penku

Hapymenas Ha AMyHHATA CHCTEMA

PEaKLMH Ha CBPBbXYYBCTBUTEHOCT, BKIIOYHTEAHO C HeusBecTHA YecTOTA
aHadHITAKTHYHH OTroBopH *, ¥

Hapymenns 5Ha MeTa0oIHIMA H XpaHEHETO

XMMOrIHKeMHA T YecTu

HapymeHnns Ha HePBHATA CHCTEMA

CHHJIHBOCT Heuectn

PecnBpaTopHM, rphIHA M MEARACTHHAIAH
HAPYIICHHS




MHTEpcTHUHANHA benoapobHa Gonect*

C HeHW3BECTHA YECTOTAa

CToMamuo-peBuK HApYIIEH Un

JHApH3 Heuectn
rajeHe YecTH
(prarynenuus Yecrn
3anex HeuecTu
fonka B ropHaTa 4acT Ha KopeMma Heuectu
MOBpbILaHe Yecru

OCTLP NaHKpeaTHT *,f.%

C HeW3BeCcTHA YECTOTA

paraneH u HedaTanen xeMoparuueH H
HEKpOTH3HMpaul naHkpeatut * ¥

C HeM3BECTHA UECTOTA

Hapymenns Ha K0xaTa H DOAKOXHATA TEKAH

npypuryc * Heuectn
anrvoeaem *.t C HeH3BeCcTHA YecToTa
obpue *§ C HEeM3BECTHA YECTOTA

ypTHKapus *,}

C HeM3BecTHA 4ecTOTa

KOXEH BacKyIHT * ¥

C HEM3BECTHA YeCcToTa

exconuaTHBHH KOXKHH 3200NABAHAL, BIUIIOUUTENTHO
CcHHApoM Ha Stevens-Johnson *,¢

 HeH3BecTHA YecToTa

Oynozen nemgurony *

C HewiBECTHA Y4eCcTOTa

Hapymenrns Ha MycKy iHo-CKeJeTHATA CHCTEMA H
CLCAHAUTEIHATA THKAH

aprpanrus*

C HEeH3BEeCTHA YECTOTA

MHanrus *

C HeH3BECTHA YECTOTA

DoJika B KpaHHHLMTE *

C HewzBecTHa YecToTa

Oonka B repba *

C HeH3BeCTHA YECTOTA

aprponarws *

C Heuw3BecTHa yecTOTa

Hapyumicnns Ha 0LOpelHTE H NTNKOYHATE NBETHINA

HapywieHa 6B6peuna hyHkung *

C HeM3BecTHA YecToTa

ocTpa 6ubpeyHa nenocTaTEuHOCT * C HewsBecTHA YeCTOTA

* Hexenannte peakiyiu ca uaeHTHdHMUMpaHH Mo BpeMe Ha MOCTMAPKETHHIOBOTO HAlJIFOIEHHE.

T Bk Touka 4.4,

1 Bbxre npoyusaHeTo 3a 6e30MacHOCT 110 OTHOLUEHHE Ha cspAcuHo-ckAoBara cierema TECOS no-
JOIy.

OnucaHHe Ha W36paHK HEXeENAHH peakLHH

HikoH Hexenauu peakuyH ca HabITIOJaBaHH NO-4ECTO NPH NPOYYBAHKA 32 KOMOHHUPaHa ynoTpea Ha
CHTArNIMITTHH K METQOPMHH C JPyrd aHTHAHAGETHH JIeKapcTBEHH NPOIYKTH B CPaBHEHHE C
NPOYUYBAHHA HA CHTATJIMITTHH H METPOPMHH CAMOCTOATENHO. Te BIIIOUBAT XMNOrTMKEMuUS {KaTeropus
Ha YECTOTA ,,MHOrO YeCTH” ChC CYN(POHHMYPEHHO NPOMIBOAHO HITH HHCYJIHK), 3amieK (,,4ecTH Che
CYNPOHUTYPEHHO NPOH3BOHO), NEpUBEPEH OTOK (,,4ecTH” ¢ IHOMMKUTAZ0H) U raBobonHe u CYXoTa B
yeTaTa (,HeuecTH” ¢ MHCyuH),

Cumazmmmun

3aMaiiBaHe.

Cpen tesn nauueHTH HexeNaHHTe chOUTHA, choBLIABAHI HE3ABHCHMO OT TIPHY
BPB3Ka C ICKAPCTBEHMS MPOAYKT, ¢ YeCTOTa HaH-MaNko 5 Y%, BKIKOYBAT HHpek



¢ yecToTa HeuecTH (> 0,5 % no-BrcoKa Cpejl y4aCTHHIMTE, NOJTYUHITH CHTArTMITHH, OTKOJIKOTO Ta3H
B KOHTPOJIHATA Tpyna).

Memgopmun

CToMalino-4peBHH CUMITTOMH ¢a ChoOLABAHH MHOTO HEeCTO NPH KIHHUYHU NPOYUYBAHHA W NIPH
NocTMapkeTHHIoBaTa ynorpeba Ha MeThopMHH. CTOMAIIHO-YPEeBHATE CHMITTOMH KATO rafeHe,
NOBpbBILAHE, AHAPHA, 0O0/1Ka B KOpeMa H 3ary0a Ha aneTHT ce NeABABAT MO-4ECTO MPH 3aN04BaHe Ha
JIEYEHHETO H B MOBEYETO CITYYAH NPEMHHABAT CHOHTAHHO. J[OMBbIHHTENHN HEXENIaHH PeaKLiiH,
CBBP3aHK C METGOPMHH, BKITIOUBAT METANEH BKYC (YECTU); JIAKTATHA AUMA03a, HAPYIUEHHA HA
4epHOApoOHAaTa (hyHKIMA, XeNaTHT, YPTHKapUs, epuTeMa 1 chpbek (MHOro peaku). JbarocpouHoTo
JieyeHne ¢ MeTpOPMUH ce CBBP3Ba ¢ HaMallABaHe Ha abcopbumarTa Ha BuTaMuH B12, koeto Muoro
PAAKO MOXKE Aa JOBEJE A0 KITHHHYHO 3HAYHM IeHULIHT Ha BuramuH B12 (T.e. MeranobnactHa
anemHua). Kateropuure no yectora ce 0CHOBaRaT Ha HaTMYHATa uHGopmauns B Kparkara
XapaKTepHCTHKA Ha NPOAYKTa Ha MeThopmuH, onobpera B EC.

IletnaTpuyHa nonynayusa

B KNHHHYHA H3NHTBAHHA ¢ KOMOWHALIHATA CHTANTHITHH/METGOPMHH NPH NEAHATPHYHH NALHECHTH
Che 3axapet JiyabeT THN 2 Ha Bb3pacT 10 go 17 roanHu, NpoguabT Ha HEAENAHHTE PEAKLIMH €
CPABHUM C TO3H, HabmonapaH ripu Bb3pacTHy. [Ipu neaHaTpHUuHK NALMEHTH HA WK HE HA (oHOB
HHCYJIHH, CHTATTTHITHH C€ CBBP3Ba C [I0BHLIEH PHCK OT XWTOTTIHKEMHA.

TIpoyueane 3a Gesonachocm no omuouiene na cepoeyno-cvoosama cucmema TECOS
UznutsaneTo, oLEHABAINO ChPACUHO-CHAOBHTE PE3YJITATH IIPH JIEUEHNE Che cHTarunThH (Trial
Evaluating Cardiovascular Qutcomes with Sitagliptin, TECOS), pxmousa 7 332 nauMeHTH, NeKyBaHu
¢ve 100 mg cutarnunTiH aHeBHO (MM 50 Mg AHEBHO, AKO H3XO/AHHTE CTOMHOCTH HA H3UMCIIEHATA
CKOPOCT Ha roMepynna dunrpauns (¢GFR) ca> 30 u < 50 ml/mun/1,73 m*), 1 7 339 nauuenty ua
nnauebo B intention-to-treat (ITT) nonynauusra. JIgere neuenus ca 1obaBeHn koM o0OHuaiiHATE
FPHXKH CHIVIACHO MecTHHTe cTaHaapTh 3a HbA lc u chpaeuHo-cba0BH pHekoBd dakTopH. Obluarta
HECTOTA HA CEPUO3HUTE HEKENaHH CLOUTHA MPH NALMEHTH, TIOJYYaBailld CHTArHITHH, € CX0AHa ¢
TA3H IPH NALKMEHTHTE, MOJTyyaBaliy manuedo.

B intention-to-treat nonynanmsaTa cpei NAUKMEHTHTE, KOWTO MANONZBAT MHCYJIMH WK CYipOHHILYpest
Ha H3XOJHO HHBO, HECTOTATA HA TEXKa XHNIOTTTHKeMUs € 2,7 %o MpH NaLUEHTHTE, ISKYBAHH CbC
CHUTALIMOTHH, M 2,5 % npH nauueHTHTe Ha nnauebo; cpea NauMeHTHTe, KOWTO HE H3TION3BaT HHCYITHH
W/unu cynpoHHITypes Ha U3XOJHO HMBO, YECTOTATA HA TexKa xunornvkemus ¢ 1,0 % npu
MNAaUMEHTHTE, IEKYBAHH ChC CHTArIMNTHH, H 0,7 % npu nayuenture na nnauebo. Yecrorara va
NOTBBLPAEHH COUTHSA, OTAABAHH Ha MaHKpeaTHT, € 0,3 % Npu NalHeHTUTE, ICKYBAHH Che
cararnunTuH ¥ 0,2 % npH naumenTHTe Ha Nane6o.

CrpobuiapaHe Ha NOJ03HPAHH HEXEIAHH PeaklMK

CrobuwiasaneTo Ha NONO3HPAHH HEXKENIAHH PEAKIIHH CJle]] pa3peraBaHe 3a YnoTpeba Ha JIEKapcTBeHHs
NpoAyKT ¢ BkHO. ToBa No3BoNABa fa MPOABLIKY HAGNOAEHHETO HA CHOTHOLIEHHETO MOT3a/PHCK 32
JICKAPCTBCHHUA MPOOYKT. Or MEMHUHHCKUTS CNEHHanmcTy €€ W3MCKBAa Ja cmoﬁmana"r BCAKA
NOA03HPaHa HEeKeNnaHa peakLus dpes:

H3mrbanMTeTHA areHLMs 10 JIeKapeTBaTa

yi. . Jaman I'pyes” Ne 8

1303 Codus

Tea.:+359 2 8903417

yebcaiit: www.bda.bg

4.9 TIlpeaoznpane

TlpH KOHTPONHPAHH KNHHHYHY M3TIHTBAHWS CHC 3APABH YHACTHHLM Ce npunara
800 mg curarinunTui. MuHuManto yaemkasade Ha QTc, KoeTo He ce CuMTa 3a
ce HaGmoaasa NpH e1HO npoyueane ¢ Ao3a ot 800 mg curarnunTad. Hama on
0pH KWIKHKWYHK Npoy4saHus. [pu npoyusanua Pasa | ¢ MHOrokpaTHO npunarat
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103aTa KIHHHYHH HEXENAHH NEKAPCTBEHH peakiHH, HabMoAaBaHH NMPH CUTAMHIITHH ¢ 1034 10 600
mg aHeBHO 3a neproau A0 10 xou u 400 mg aHeBHO 3a nepuoM 10 28 aHU.

T'onsimo npeaosupande ¢ MeTGOPMHUH (HITH €THOBPSMEHHO CHLIECTBYBAL PHCK OT NAKTaTHA auHAC3a)
MOXe 13 IOBEC [0 IAKTATHA aUMA03a, KOATO € CNetieH MeHIIHHCKH cTy'ait M Tpsa0Ba na ce ekysa B
Gosinnua. Haii-eexTHBHHAT MeTON 3a OTCTpaHsBaHe Ha NAKTATa H MeT)OPMUHA € XEMOAHATH3ATa.

Ilpn kKnHaMYHE Dpoy4saHus OpudiusuTenHo 13,5 % oT 1o3ata ce OTCTpPaHABA NPU IPOAbIKaRaILa 3-
Ao 4 yaca xemoauanusua cecusi. [Ipu npeueHKa 3a KIHHUYHA HEOBX0AMMOCT MOKE Ja Ce NpenpHemMe
NO-MpOAL/UKHTENHA THank3a. He e u3BecTHO nany CHTArUNTHH ¢ AHATH3HMpa NP NEPHTOHEAHA
AHannsa.

B ciyuaii Ha npenosnpate € noaAxoAf110 1a ce npeanpueMar 00HKHOBEHHTE HOLIbPHKALIN MEPKH,
KATO OTCTpaHABaHE Ha HeabcopOHpPaHUs MATEPHAl OT CTOMALIHO-YPERHHS TPAKT, KIHHHYHO
HaboeHHe (BKIIOYHTENTHO H €NIEKTPOKAPAHOrpamMa) U NIPH HY>K/Aa 3an04BaHe Ha NOATLPKALLO
JieueHHe.

5. ©APMAKOJOTWYHH CBOMCTBA
5.1 PapmakoIHHAMHYHH CEOHCTBA

®dapmakoTepaneBTHHHA rpyna: AHTHAHaOETHH TeKapCTRa, KOMOHHALIMM OT NEPOPATHHE NEKAPCTRA 32
HaMmanseaHe Ha kpbeHata 3axap, ATC kog: A10BD07

Curaraunman/Metgopmun ['puHaekc koMGHHMpPa 4Ba AHTHXHNEPIIHKEMUYHH IEKAPCTBEHH
NPOOYyKTa ¢ KOMB/BALL Ce MEXAHU3BM Ha AcHCTBHE 3a noJo0paBaHe HAa rMUKEMHUYHUS KOHTPOI NPH
NAUMEHTH ¢ AHA0ET THIT 2! CHTArTHIOTHH XH/POXIOPKI, HHXHOHTOP Ha JHIErTHANI rnentuaasa 4
(DPP-4), v MeThOpPMHHOB XHAPOXJIOPHS, NPEACTABHTE/ Ha KJIaca Ha GHrBaHHAHHHTE.

CararnunTiin

Mexanuzem na oeiicmaue

CUTarMIITHH XHAPOXJIOPHA € NEPOPATTHO AKTHBCH, MOLLEH H BHCOKOCEREKTHBEH HHXHOHTOP Ha
eH3HMa JunenTuana nenrunasa 4 (DPP-4) 3a nevenue va nuaGer Tun 2, Haxuburopute Ha DPP-4 ca
KJIAC BELLECTRA, KOMTO AeHCTBAT KATO €eHXaHCEPH Ha HHKPETHH. Upe3 uHxubupane Ha ensuma DPP-4,
CHTarJIMNTHH NOBHIIABA HYBATA HA [BA H3BECTHH aKTUBHU MHKPETHH XOPMOHA, MNIOKaroH-NnoAcOHUA
nentva-1 (GLP-1) u rnioko3a-3asucumus HHCYIUHOTponen nonunentua (GIP). HHkpeTuHuTe ca yact
OT SHJ0TE€HHA CHCTEMA, YYdCTRallA BbB (PHM3MONOrHYHATA PeryaLus Ha MIIOKO3HATa XOMEoCTasa,
Korato konueHTpauuuTe Ha KpbBHATA 3aXap ca HOPMAIHK Wax nosHeHy, GLP-1 u GIP 3acunsar
CHHTE3a M OCBOOOXKIABAHETO HA HHCYJIHH OT MaHKpeaTH4Hute GeTa-kneTkd. OcBeH ToBa, GLP-1
Hamanfsa CeKpeuMaTa Ha rIOKaroH oT NaHKpeaTHuHHTe anda KneTky, BoJeHKH 10 HaManeHo
NPOU3BOACTRO Ha MepHoapobHa rmokosa. KoraTo HHBaTa Ha rioko3a B KPbBTa Ca HHCKH,
0cBOGOXKIABAHETO HA MHCYNMH HE CE CTUMYJIMPA M CEKPCLIUATA HA IIIIOKATOH HE CE MOTHCKA.
CHTarIMnTHH € MOIEH H BHCOKO CeJIEKTHBEH MHXHOUTOP Ha en3uma DPP-4 u He unxubupa cxoauure
no cTpykTypa ensumu DPP-8 unn DPP-9 B repanesrunmn koHueHTpauun. CHTarJIMITTHH ce
pasTHYaBa no XMMHYHA CTPYKTYpa ¥ (hapMakonoruyto seiicrsue or ananosure Ha GLP-1, nHcynun,
cyNpOHWIYpes: UAKM METIHTHHH/IH, GHIrBAHWIKHH, ArOHKCTH HA AKTHBHPAHHS OT IEPOKCH3OM
nponmvdeparopa rama-peventop (PPARy), anda-rnioko3naasHH HHXHOHTOPH H AHANO3M HA AMUITHH.

noevilaea akrueHarta GLP-1 koHueHTpanus, 10KaTo METHOPMHH MPUIOKEH CAMOCHSA
MOBHLIABA aKTHUBHATA H 00waTa GLP-1 koHUeHTpauua B cxoaHa ctened. Eqnor /

Ha CUTArNHITHH H METQOPMHH UMa aAHTHREH eeKT BLpXY axruenara GLP-1
CutarnunTun, 3a pannka or MeTdoOpMUH, Moeuwwasa akTHeHaTa GIP koHUeHTH?



Knunuuna eqpuracrocm u bHezonacnocm
Karto usano, curarnuntus nofo0psasa riuKeMHYHHS KOHTPOJ, KOraTo ce H3MOA3Ba KaTo
CAMOCTOATENHO HIIH KOMOHHUPAHO JIeveHHe NPH Bb3PacTHH NauMeHTH ¢ AadeT Thn 2.

IMpy KNAMHWYHH W3MHTBAHMS, CHTATIMNTHH KaTO MOHOTEPANHA NoAo6pABa FIHKEMHUHHS KOHTPOJL
Ype3 3HAYHTETHO HaManeHue Ha xemoraolud A (HbA . ) 1 riokosata Ha TAAHO U ¢NEA XpaHete.
Hamanennero Ha nnasmexara rmoko3a Ha rinaaHo (FPG) ¢ nabmoaasano Ha 3-Ta ceqMuLa, mbpsara
BpPEMEBa TOUKa, B KOATO ¢ usMepeHa FPG. Habmoaasanara 4ecrora Ha XMIONTTHKEMHUA NPH NaLKHeHTH,
JICKYBAHH CbC CHTarJIHNTHH € NofolHa ¢ Tazk npu nnauebo. TenecHOTo TErno He ce e yBENHYHI0
CMPAMO H3XOAHHTE CTOHHOCTH NPH JeyeHHe Che cuTarnmunTiH, HabionasaHo € noaodpenre Ha
CYPOraTHHTE MapkepH Ha dyHKUMOHHpaHe Ha Deta-knerkute, B ToBa vucno HOMA-f (XomeoctaseH
MOJEJ 32 OlEHKa-B), ChOTHOLISHHETO HA MPOHHCYIMH KbM HHCYJIHH M NOKA3aTENHTE 33 PEAKTHBHOCT
Ha OETa-KNETKHTE MPH TECTA 32 TONEPAHTHOCT TIPH YECTO JABAHE HA XPaHA.

[poy4Balng ¢bC CUTAMTMOTHH B KOMOUHALME ¢ MeTGOPMHH

[lpu 24-ceamuyHO M1aueGO-KOHTPONMPAHO KITMHUMHO MPOYUBAHE 33 OUEHKA HA eUKACHOCTTA U
GesonacHocTTa npH gobaesHe Ha curaraunTydd 100 Mg BeAHBK JHEBHO KbM CBIIECTBYBALLO JIEYEHHE
¢ MET(HOPMHH, CHTANIMITHH OCHIYPABA SHAYUTENHO NIOA0DPEHHE HA IIHKEMHYHHTE NapaMeTPy B
cpaeHeHue ¢ rwauebo. [pomanara cnpaMo H3XOAHHTE CTOHHOCTH HA TENECHOTO TEIIIO € nonobHa npu
DALMEHTH, JIEKYBAHH ChC CHTATJIMITTHH cnpamo niauebo. I1pu ToBa npoy4BaHe HMa N0100Ha HecToTa
HA CJIY4YaH Ha XHITOIMHKECMHA MNMPH NMaLKCHTH, JIEKYBaAHH CbC CHTATTHNTHH HIH n.naueﬁo.

[Ipu 24-ceamMuyno mnanebo-kOHTPoANPaHO PAKTOPANTHO NPOYYBAHE HA HAYAITHO JICHEHHE,
cuTarimnTud 50 mg a8a nhTy AHEBHO B KoMOHHatma ¢ meThopmuu (500 mg win 1000 mg nea nbTH
IHEBHO) C& NOCTHIA 3HAYMTENTHO NOJIOOPeHUe Ha MTHKEMHYHHTE TIapaMeTPH B CPABHEHHE C BCAKA
MOHOTepanua. Hamanenuero Ha TenecHoro Terio npn KoMOHHALMATA CHTATTHITHH U METGOPMKH €
noo6HO Ha Topa Hab/II0AABAHO TIPH METGOPMHH CAMOCTOSTEHO HITH TUTalebo; HAMa NpoMIHa
CMIPAMO M3XOAHHTE CTOHHOCTH NPH MALHEHTH HA CHTArIMNTHH CAMOCTOATENHO. UYecToTaTa Ha
XHIIOFMKEMHA € MONOGHA cpell TeKyBaHHTE IPYIH.

TIpoyuBane chc CHTAPIMIITHH B KOMOHHaIHg ¢ MeThopMHH H cyndoHnTYpes
24-cenMHYHO NAALE00-KOHTPOMIHPAHO KIIMHAYHO NPOYYBAHE € IUIBHHPAHO J1a OLUEHH eHKACHOCTTa H

6esonacHocTTa Ha cHTArnMNTHH (100 Mg BeAHBIK THeBHO) MPUGABEH KBM MIHMENHpH],
(camocTosTenHo uin B komMOGuHALMA ¢ MeThopMHUH). J[0GaBIHETO Ha CHTArMHNTHH KbM [TIHMENHPH/L W
MET(QOPMHH, OCHTYPABA 3HAYUTENHO NMONOGPEHNE HA [IMKEMHUHITE napaMeTpu. [aunenTure,
JIEKYBaHW CBC CHTALJIMIITHH, UMAT cnabo NoBHIIEHHe Ha TenecHoTo Terno (+1,1 kg) B cpaeHenue ¢
TE3H, MONyYagaiu muauedo.

[IpoyuBaHe ¢he CHTAIJIMITHH B KOMOHHAUMA ¢ MeThopmMuH H PPARY aroHHer

26-ceaMHYHO MNAaLE60-KOHTPOIUPAHO NPOYYBAHE € NPEHA3HAYEHO JAa OUCHH eUKACHOCTTA H
GezonmacHocTTa Ha cMTarnunTiH (100 mg BeaHBX AHeBHO), 106aBCH KbM KOMOHHALIMA Ha
MHOTNMTa30H ¥ MeThopMuH. JToGaBaHeTO Ha CHTATTAIITUA KbM NHOMIHT230H U METPOPMHH,
OCHTYPABA 3HAYHTEHH MTOAOOPEHHU Ha rTMkeMH4YHUTe napamerpu. [IpoMaHara B TENeCHOTO TErnio or
H3XOIHO HHBO € MIOJ00HA Ha TA3H NMPU NALMCHTH, NCKYBAHH ChC CHTATJIMIITHH, B CPABHEHHE C
naue6o. YecToTata Ha XHIOTTHKEMHA ChILO € TOA0OHA NIPH MAUHEHTHTE, JIEKYBaHH ChC
CHTArTMITTHH HIH 1auebo.

IMpoyuBaHe Ha CHTAINIMNTHH B KOMOMHALKA ¢ METHOPMHHE U HHCYJIHH
24-ceaMU1HO MNALE6O-KOHTPOIHPAHO KITHHHYHO NIPOYYBAHE € TIPEIHATHAYEHO A2 OLEHH
etekTHBHOCTTA M Ge30macHOCTTa HA CHTArIMOTHH (100 mg BEiHbK JHEBHO) 1002BEH KbM MHCYIHH
(npu crabunna no3a 3a Haii-manko 10 ceamuun) cbe nam 6e3 merdopmun (Hai-MaGT J00Tg). [Tpu
NAUMEHTH, MPUEMAILH MPEABAPUTEITHO CMECEH HHCYJIHH, CPEAHATA AHEBHA 033K '
Tlpv naunenTH, NpHEMAIY HECMECEH IPEABAPHTENHO {MEKIHHEH/IPOTHIINKE
HHCYITHH, CpeAHaTa AHeBHa Jo3a e 44,3 U/nneBHo. Hannute or 73 % oT nauyi
npuaeMany MeThopMHH, ca npeactaserd B Tabnuua 2. JJo6aBaHeTO Ha CHT:

TENCCHOTO TEMNO OT U3XOAHOTO HUBO B JIBETE IPYITH.



Tabauua 2: Pesyararn 3a HbA 1¢ npe naauefo-KoHTpoaEpAHE EPOYYBAHAS ¢ KOMOHHHDAHO
JIeYE¢HHE CHC CHTATIHATHH H MeTgopMHH*

Ipoyusane Cpeann Cpeana Kopurnpana,
CTOHHOCTH na npoMaHA enpamo niaanebo,
H3X0AHO HHBO cnpamo cpeAHa IPOMAHA
HbA 1¢ (%) nixoaHo wapo | Ha HbA 1¢ (%)

HbA 1¢ (%) (95 % CI)

Curarnuntun 100 mg peauwxk auesno, | 8,0 -0,7 + -0,7+.%

nobaseH kbM GOHOBA Tepanus ¢ (-0.8,-0,5)

meTdopmuH |

(N=453)

Curarnuntan 100 mg BegHLx avesso, | 8,3 -0,6 + 0.9 +.1

nobasen kbM GOHOBA TepanuA ¢ (-1,1,-0,7)

rumMenHpu +mMerdopmunul

(N=115)

Curarnuntun 100 mg Beank auesHo, | 8,8 -2 % 0,7 1.1

n0baBeH KbM (POHOBA Tepanus ¢ (1,0, - 0.5}

MHOTTTMTA30H + METHOPMHEH

(N=152)

Curarauntud 100 mg seannx quepHo, | 8,7 -0,7§ -0,5 8§

nobGaeen kbM (pOHOBa Tepamus ¢ (-0,7,-0,4)

HHCYJHH + meTdhopmun |

{(N=223)

Hauanno neuenme (aga muTH smesno) I: | 8,8 -1,47% -1,6 +.§

cHTaradiTan 50 mg + merdopmun 500 (-1,8, -1,3)

mg

(N=183)

HauyanHo neuenue (nBa nbTu auesno) i | 8,8 -1,9% 2,113

cutarnuntH 50 mg + mMetdopmun 1 (-2,3,-1,8)

000 mg
(N=178)

* [lonynauuaTa oT BCHYKH JIEKYBaHH NALMEHTH (infention-fo-treat aHAIN3).
T Hali-mankute cpenHu KeagpaTs ca KOpUTHPaHH CIIPAMO CTATYCA TPH MPEXOAHOTO
AHTHXMIMEPrIIHKEMHYHO JIEYEHHE H CTOHHOCTTA HA M3XOJHO HHUBO.

1 p<0.001 B cpaBrenne c mnane6o win nnauebo + KOMOHHHUPAHO JIeUCHYUE.

I HbA 1c (%) nHa 24-Ta ceamuua
9 HbAlc (%) na 26-1a ceamuua

§ Haii-mankuTe cpe/iHH KBagipaTH ca KOPUrMpaHu 3a ynotpebara Ha MHCYJIMH NPH BH3HTa
(MpeaBapuTEnHO CMECEH CPEILy HECMECeH NPEABAPHTENTHO [MEXKIAMHEH UITH NPOBIKHTETHO-

AeticTpaws}) H H3XOOHA CTOHHOCT.

[pu 52-ceamuuHO NpoyuBaHe, cpaBHABALLO eGHKACHOCTTA M GE30NACHOCTTA NPH A06aBIHe HA
cutarmunTHH 100 mg Beanbxk qHEBHO UITH FITMAM3KA (CYIPOHKRTYPEHHO NPOM3BOAHO) NPH NAIMEHTH
¢ HEAOOBP MHKEMUYEH KOHTPO NPH MOHOTEPAIHSA ¢ MET(OPMHH, CHTAMITHIITHH € NojobeH Ha
CAMH3UI TIPY oHIkaBaHeTo Ha HbA 1¢ (-0,7 % cpeaHa npomsana cripaimo H3XOAHUTE CTOHHOCTH

npes ceAMHUA 52, Cbe cpeaHa croitHocT Ha HbA 1c ot npubauzurento 7,5 % B a8
Cpennara 103a MTHIM3KL, H3MON3BaHa B TPYNATA 34 CPaBHEHHE, ¢ 10 mg AHeBH
npuonHaHTenHo 40 % oT MauKeHTHTE Ce HYXAAAT OT f03a FMHAK3KA < 5 mg/
npoy4saneTo. Obaye, noBeue NalMenTH OT rpynaTa Ha CHTATJIMNITHH ca Npe
eHKaCHOCT, OTKOJIKOTO B rpynara Ha riumusu. [lanenTute, neKyBanH ch
3HAUATENIHO CPEHO MOHMKEHHE CTIPIMO H3XOOHHUTE CTOHHOCTH HA TEAECHOTALT

IE' FH




CPaBHCHHE CBC 3HAUMTEIHO IOKAUBAHE Ha TEFAOTO TIPH NALHEHTH, Nolyyaranu riunusua (+1,1 kg).
B ToBa npoy4sane, OTHOLIEHHETO NPOHUHCYIIHH KbM HHCY.IHH, MapKep 3a epeKTHBHOCTTa Ha
HHCYJIHHOBHA CHHTE3 H OCBOSO)KJIaBaHe, ce no,noﬁpﬂna ChC CUTANTHNTHH H C€ BJAOLHABA I1PH JIEYEHHE
¢ runu3ni. YecToTaTa Ha XMIOTIHKEMHS B rpyIaTa Ha CHTArTHITHH (4,9 %) € 3HAUMTENTHO MO-HHCKA
OT Ta3H B rpymara ua rugnasun (32,0 %).

24-ceamMuunO TUTaLEGO-KOHTPONMPAHO KIHHUMHO NPOYYBaHe, BKIIOUBAO 660 NauyenTH, e
MpeAHa3HA4YeHO /1a OLIEHH ePUKACHOCTTA, BOJEILA IO HaMAJISIBAHE Ha MHCY/IMHOBUTE 034 M
Oezonacnoctra Ha cHtaruNTUHH (100 mg BeAHBLK AHEBHO), KOTATO € NpHGaReH KbM HHCYJIUH
TIAPKHH Cbe WK Ge3 medopmun (note 1 500 mg) no BpeMe Ha MHTEH3MUUMPAHETO Ha
HHCYNHHOBaTa Tepanusd. [lpyu maumenTu, npueMawm MeThopmuH, U3xoaHara croitHocT Ha HbA e
8,70 % n navannara no3a uHcysuH e 37 IU/nHeBHo. [TauMeHTHTE ca HHCTPYKTHPAHH 12 THTPUPAT
TAXHATA 1033 MHCYJIHH [JIaPKHH Bb3 OCHOBA HA CTOHHOCTHTE HA KPLBHATA 3aXap Ha IJIaaHo,
M3MEPCHH Ype3 KPbBEH TeCT ¢ Y6omaane Ha npbera. [Ipu nauuenture, npuematiiy MeThopMuH, Ha
24-Ta ce/IMHMUA, YBE/IHYABAHETO HA [IHEBHATA 11032 HHCYJIHH € 19 TU/aneBHo HPH MALHEHTH, ICKYBaHH
ChC CUTATIMITHH, U 24 [U/nHeBHO npH naumenTH Ha nnauebo. [Tormkasaneto Ha HbA . npu
[AUMEHTH, IEKYBAHH ChC CHTAMTTMIITHH, METQOPMHUH M MHCYIMH, € -1,35 % B cpasHenne ¢ -0,90 %
MPH NALKEHTH, JICKYBaHH ¢ ntanebo, MeTGOpMUH W HHCYITHH, paduka oT -0,45 % [95 % CI: -0,62; -
0.29]. Yecrorara na xunornuxemus e 24,9 % npu nauMeHTH, NEKYBAHH Che CHTATTUITTUH,
METHOPMUH U MHCYTIHH, M 37,8% npu naunenTH, NeKyBaHH ¢ niaue6o, MeTgopMHH H HHCYJTHH.
Pazninkara ce ab/KH OCHOBHO Ha M0-BHCOKHMA NPOLSHT NALUWEHTH B Ipynata Ha niauebo, uanurany 3
HJIM MTOBEYE €NH3044 HA XHornukemus (9,1 cnpamo 19,8 %). Hama pazmiika B 4ecToTaTa Ha TEXKa
XUIOTMKEMHUs.

Merdopmun

Mexanuzom na deticmeue

Metdopmun ¢ GHrBaHHAHH C AHTHXHIEPrITUKEMHYEH eeKT, MOHHKABALL KaKTO 6a3a/1HATa, Taka H
NnasMeHaTa rioKo3a cnely xpaHeHe. Tol ne cTUMynupa HHCYJTHHOBATA CEKpeurs | CNIEI0BATENIHO HE
IPEAN3BHKA XHIIOTJIMKEMHS.

Merdopmun moxe na neiicTsa o Tpu MexanmMa;

- YpC3 HaMaNsBaHe NpoayKUHATA HA qepﬂonpoﬁna FIKIKO3a Upes HHKHGHpaHe Ha NMIKOHEorcHe2ara
H INTHKOTCHOJIM3aTa,

- B MYCKYJTUTE, UpE3 yMEPCHO NOBHILABAHE HA MHCYIHHOBATA YYBCTBHTEITHOCT, NOJ00OpsIBaiKK
nepuepHOTO NOEMaHe H YCBOSBAHE HA [UIIOKO34,

- 4pes 3abaBsne Ha abcopOuUMATA Ha IIOKO3a B THHKHMTE YEPBa.

MeTdopmun CTHMyJIMPa BLTPEKNETEUHMA CHHTES HA FIUKOTCH YPes BL3ACUCTBAE BPXY TTHKOTCH
cHHTeTasata. MeT(opMuE TOBMINABA TPAHCTIOPTHHS KANAUMTET Ha celMbHYHA THTIOBE MEMOpaHHHU
TpaHcnopTepH Ha rmoko3ara (GLUT-1 w GLUT-4).

Knunwuna egpuracrocm u 6ezonacnocnm

[pu xopara, He3aBHCHMO OT ACHCTBUETO CH BLPXY ITMKEMHUsTA, METHOPMHH UMa GNaronpHaTHH
edexrn BbpXy TUNHAHMs MeTaGomu3bM. ToRa ce 0Ka3Ra MPH TepaneBTHYHH KOHLUCHTPALHH B
KOHTPOJTMPAHH KIHHWYHH IPOYUBAHAS ChC CPEHA TPOBIKHTENHOCT WM IbJIFOCPOUHH KITHHHYHH
NpoyUBAHHA: METHOPMHH HaMasBa o0wus xonecrepon, LDLc # HuBaTa Ha TPHUTIHLUEPHIUTE.

IlpocnektusHoTO pangomusuparo (UKPDS) npoyusate € yCTaHOBHIO FLITOCPOYHATA NMO3a OT
MHTCH3HBHHA KOHTPOJI HA KPBBHATA 3aXap NpH AuabeT THN 2. AHAIM3BT Ha Pe3y/ITATHTS NpH
HALHEHTHTE C HATHOPMCHO TENJI0, NEKYBAHH ¢ METHOPMHH CIIel HEYCMEX ¢ IHETA CAMOCTOATENNHO
MoKa3ear:
- 3HAYMTCITHO HAMaNeHue Ha a0COMIOTHNA PHCK HA CBBP3aHHTE ¢ auabera yCnomHe
meTdopmut (29,8 cuOuTHA/1000 nauMenTOro1MHH) CIPAMO AHETA CAMOCTOATENH
cu6uTHa/1000 naumenTo-roanim), p=0,0023 H cnpamo rpyniTe Ha KOMOUHALMS
MOHOTEpanHa ¢ uHCYnH (40,1 cubuTia/l 000 naumenTo-rogunn), p=0,0034;




- 3HAUMTEJIHO HAMAJIEHHE Ha ADCOMOTHHSA PHCK OT CBBP3aHaTa ¢ Auaber CMBPTHOCT: MeThOPMHH 7,5
¢sOnTHA/ 1000 nauseHTO-rOAHHH, AHeTa caMocTosTerHo 12,7 chGHTHa/ 1000 nauMeHTo-ro/IMHH,
p=0,017;

- 3HAYMTEJIHO HAMATEHHUE Ha A0COMIOTHHA PHCK OT 0011aTa cCMLPTHOCT: MeT(hopMuH 13,5
cbOHTHA/1000 NauMeHTo-roauHK cripaMo aueta caMmoctoarento 20,6 cyGuTia/ 1000 nanmenTo-
roauny, {(p=0,011) n capsamo rpynure koMGHHHpaHa cynpOHUIYPEs H MOHOTEPANHA C HHCYNHH 18,9
¢bOHTHA/1000 natmenTo.roanHu (p=0,021);

- 3HAYHMTENHO HaMaJieHHe Ha A0COMOTHUA PUCK OT MUOKap/eH HHapkT: McTdhopMuH | |

crOouTHA/ 1 000 naLKeHTO-roAHHH, ueTa caMocToaTenHo 18 cubuTna/ 1 (00 nauHeHTo-roIHHH,

(p=0,01).

TECOS e panaoMmusnpato npoyusase npy 14 671 naudeHTH B infention-to-treat NOTyNaUMATa ¢
HbA\; = 6,5 no 8,0 %, ¢ ycTaHOBeHO ¢hpae4HO-CHACRO 3a00N9BaHE, KOWTO NMOMYYABAT CHTAMHNTHH
(7 332) 100 mg anerHo (nim S0 mg aHeBHO, ako H3XoaHHUTE cToiHocTH HA €GFR ca > 30 n <50
ml/mun/1,73 m 2 ) unu mnaue6o (7 339), nobaseHn koM 0OHUAHHUTE MrPUKH CBITIACHO MECTHHTE
craupaptv 3a HbA,, 1 cvpaevno-chaosu puckosn dakropu. Haimentu ¢ eGFR <30 mV/mun/1,73 m 2
He ca BK/KMeHH B ipoyuBaHeTo. Macaeapanara nonynauus eioniouea 2 004 nauyMeHTH HA Bh3pacT 2
75 roauun 1 3 324 naumenTu ¢ OuOpeuto yepexkaane (eGFR < 60 ml/mun/1,73 m 2 ).

Ilo Bpeme Ha npoyuBaHeTo, 001IaTa u3yKrcnena cpeana pasnuka (SD) s croiinocTrTe Ha HbA |, Mesxay
TPYNHTE HA CHTArMUNTAH W nzrauebo e0,29 % (0,01), 95 % C1 (-0,32, -0,27); p < 0,001.

IIbpBH4HaTa KpaiiHa TOYKA 110 OTHOLIEHHE HA CLPAEYHO-CHI0BATA CHCTEMA € ChCTAaBHA OT IIbpPBATA
noABa Ha CbPACYHO-CH0BA CMBPT, HedaTaneH MHOKapaeH HH(papKT, He(AaTaneH HHCYIT HIIH
XOCMHUTAIM3A1HA Nopaax HecTabHiIHa cTeHOKapauA. BropuuHHTe KpaHHH TOUKH M0 OTHOWEHHE Ha
ChPACYHO-CHIOBATA CHCTEMA BI/LIOUBAT MTLPBATA MOABA HA CLPISUHO-CHAOBA CMBPT, HedaTaned
MHOKapaer vHQAPKT WK HedaTaneH HHCYNT; THPBATA MOABA HA HHEHBHAYANHUTE KOMIOHEHTH HA
TbPBHYHATA CHCTABHA; 00IA CMBPTHOCT K XOCIIHTANH3ALIMH NMOPaaH 3acTOHHa CbpIeyRa
HEAOCTATBYHOCT.

Cnen npocnensBaHe ¢ MeAHaHa Ha NPOIBLIKUTETHOCT OT 3 FOJHHH, CHTAMJIMIITHH HE NOBHIIABA PHCKA
OT POJIEMH HEKEJIAHH CHPIEYHO-CHAOBH CHOMTHA MM PHCKA OT XOCNHTAAK3ALHA OPagH ChPAEYHA
HEOCTATBYHOCT, KOraTo ce 106aBsa kM 0OHUAHHHTE 'PUKH MPH TIALMEHTH ¢ AHabeT Tun 2 B
cpaBHeHKe ¢ obuyaiiunTe rpwku Ge3 curarnunTuH (Tabnanua 3).

Tabauna 3: YecToTH Ha KOMOHHHPAHH CHPACYHO-CHLAOBH PE3Y/ITATH H Ha KJIIOYMOBH BTOPHYHHA
pe3yJaraTa

Curarnantan 100 Maanebo Koepunuent | p-
mg HA PHCKA cTolHOCT
N (%) | Yecrora N (%) Yecrora (95% CI) T
na 100 ua 100
nanHeHTo- NAUHEHTO-
rogaun* roAHAR*
Ananu3 B Intention-to-Treat nonyaanuaTa
Bpoii naunenTH 7332 7339
IIbpBHYHA CHCTABHA 839 4,1 851 42 0,98 (0,89 <0,001
Kpaiina Touka (11,4) (11,6) 1,08)
(Cbpne4no-cha0Ba
CMBPT, HedaTancH
MHOKapIeH HHApPKT,
nedaranen MHCYIT WM
XOCMIHTANHALHA,
1OpajaH HecTabHiiHA
CTEHOKapaus)
Bropruna ¢LeTaBha 745 3,6 746 3,6




KpaifHa To4uKA (10,2) (10,2) 1,10

(CbpaeuHo-cuaora

CMBPT, HedraTaneH

MHOKapaeH HHGapKT HIH

HedaTaneH MHCY.IT)

Bropuauen pesyarar

Cbpaeuno-ceaoea cmbpt | 380 1,7 366 1,7 1,03 (0,89- 0,711
{5,2) (5.0) 1,19)

Beskakne BUj 300 1,4 316 1,5 0,95 (0,.81— 0,487

MHOKapAeH HHgapKT 4,1 (4,3) 1,11)

(daranen u nedaranen)

BeakaknB BUA UHCYIT 178 0,8 183 0.9 0,97 (0,79— 0,760

(daranen u Hedaranen) | (2,4) (2,5) 1,19)

Xocnutaynm3anus nopaam | 116 0,5 129 0,6 0,90 (0,70~ 0,419

HecTabHiHa {1,6) (1,8) 1,16)

CTEHOKapIHS

CMmBpT nopanu Beskakea | 547 2,5 537 2.5 1,01 (0,90— 0,875

NpHYIHHA (7,5) .3 1,14)

Xocnuranuzaums,nopanu | 228 1,1 229 1,1 1,00 (0,83 0,983

chpaeuna 3.D 3.0 1,20)

HEJOCTATBUHOCT

* YectoraTa Ha 100 nauneHTOroMiu € u3dHeAeHa Kato 100 x (06uwma Gpoii maumeHTH ¢ > 1 cpburue
N0 BPEME Ha JOMYCTHMHS [IEPHOA Ha KCTIO3HLIHA CripAMO o0iius Gpoii maLUeHTOroauHH Ha
npoc/ieiaBane).

t Bw®3 ocHoBa Ha Mogen Ha Cox, CTpaTHPHUMPaH N0 pernon. 3a CbCTABHUTE KPaiftHU TOUKH, p-
CTOHHOCTHTE ChOTBETCTBAT HA TECT 33 HCHHGEPUOPHOCT, ThpCElLL Aa NOKAKE, 4e KOSPHUMEHTBT Ha
pucka e no-Manbk or 1,3, 3a BoHuKkR IpYrH KpaiiHU TOUKM p-CTOHHOCTHTE CHOTBETCTBAT Ha TECT 34
Pa3IHKUTE B KOS(UUHEHT Ha pHCKa.

I AvanuspbT Ha XocmUTANH3AUMATA NOPAAM ChpAEYHA HEJOCTATLYHOCT ¢ KOPHIHPaH 33 aHAMHe3a 3a
CbpAEYHA HEXOCTATBYHOCT HAa H3XOMHO HHBO.

IeauaTpuyna nomynarusa

Esponeiickara areHumMs 1o jsekapcTsaTa 0cBOGMKIABA OT 3a4bJOKCHHETO 33 TIPENIOCTABIHE Ha
PE3YNTATHTE OT NPOYYBAHHATA C KOMﬁﬂﬂﬂpaHHTe AaKTHBRHH BCLIECTBA BBHB BCHHYKH NOATPYIIH HA
NeAUAaTPHYHATA NIOMYNauKa Che 3axapen anader Tan 2 (Bk. Touka 4.2 3a HH(OpMaLIMs OTHOCHO
yriotpeba B IeAHATPHATA).

BesonacnocTra v epukacHocTTa Ha OGABAHETO HAa CHTATIIMNTHH NPH NEAMATPHYHM NALKMEHTH HA
BB3pact or 10 no 17 rogunu ¢ nnaber Tin 2 W HealeKBaTeH MNHKEMHYEH KOHTPOJ Ha METQOPMHH Che
uny €3 HHCYNIMH € OLIEHEHA B Be MPOYYBaHHs B NPOAbIDKEHHE Ha 54 cenmuuu. JloBassHeTo Ha
CHTArJIMITTHH (NPHIIOKEH KATO CHTArTHITHH + MET(GOPMHH HIIH CUTANIMITHH + METHOPMHUH ©
yaBmDKeHo ocpoboiaaeane (XR)) e cpasieno ¢ mobasaneTo Ha m1auebo KbM METHOPMHH HITH
merdopmud XR.,

Hokaro npesb3XoacTBOTO Ha HamansBaHero Ha HbA |, € IEMOHCTPHPAHO 32 CHTACMITTHH +
MeTHopMHH / cuTarnunTeH + MeTdopmun XR cnpamo MerdopmuH Ha 20-Ta ceaMuua B cGOPHHUA
aHAJTH3 HA TE€3H JBe NPOYYBaHMA, PE3YNTATHTE OT OTAEIHUTE MPOYYBAHHA CA HEMOCNIEN0BATENHH.
OcBeH ToBa, MO-To/IMa e(hMKACHOCT 38 CHTArMITTHH + MeThopmuit / cuTariMnTud + metdopmun XR
B CpaBHEHHE ¢ MeThopMuH He € HabmonaBana Ha 54-Ta ceaMHLa. CneoBaTeTHo
Curarnunrun/Merdopmun I'punaeke He TpabBa aa ce H3MO3Ba NPH NEAHMATPHYH
BB3pacT ot 10 a0 17 ronMHH nopaau HenocTaThuHa epUKACHOCT (BK. Touka 4.2 3
OTHOCHO NeJHaTpHyHaTa ynotpeba).




5.2 @dapMakoKHHETHYHH CBOHCTBA

Curarnvnrun/MerdopMun

IMpoyuBanuaTa 32 GHOEKBHBANCHTHOCT MPH 3JPABA YYACTHHLIY MOKA3BAT, Y€ CUTATTTHITHH/
MET(HOPMHAOB XHMAPOXJIOPHI KOMOMHHPaHH TabneTKH ca GHOEKBHBATIEHTHH HA €AHOBPEMEHHOTO
TIPHJIOKEHHE HA CHTArNIMITHH GocdaT U METOOPMHUHOB XHAPOXJIOPH]T KATO OTAENHH TabneTKy.

Cneanure naHHM NoKazBar hapMakOKHHETHUHMTE CBOWCTBA HA OTACIHHTE aKTUBHH BEWIECTBA HA
Curarstnnrrnn/Merdopmus I'pHHASKC.

CHTarTHNTHH

Abcoptiyus

Crnen nepopanHo npunoxenue Ha qo3a 100 mg Ha 3apaBy y4aCTHHIH, CHTArAHITHH 6bpP30 CE
abcopbupa, ¢ nOCTHIraHe Hia NHKOBM MTA3MEHH KOHUEHTpauyu (Meanana T,y ) 1 1o 4 vaca cnen
NPHIOKEHHETO, cpeaHa mnasmena AUC Ha curarnunTtvi e 8,52 pMehr, C, ¢ 950 nM. ABcomoTHara
OMOHANIHYHOCT HA CUTATIMNTHH & NpUGAu3UTENHO 87 %. ThH KATO MPHEMaHETO HA CHTATJIMITHH
CAHOBPEMEHHO C DoraTta va MAa3HHHH XpaHa HC NOBIHABA d)apM5:1.]’(0]’([’]H8TPI[(aT{:lj CHTarJJHNTHH MOKE 1a
ce npunara cke WAy 6e3 xpaHa.

Il1azmenara AUC ha CHTarnunTHH ce NIOBHINARA M0 JO30-NPONopLUHoHaneH Hauud. J[o3o-
NPOMOPLUHOHATHOCT HE € YeTaHoBeHA 34 Crgy B Cgy yuea {Crax €€ MOBHILABA NOBEYE OT 4030~
OPOTIOPUMOHANND, 8 Coy yyep C€ YBETHYABA [IO-MANKO OT J030-APONOPLUHOHAIHO).

Paznpedenenue

Cpeannat 06eM Ha pasnpeic/ieHue B CTALIMOHAPHO ChCTOAHKE CJle/l eIHOKPATHA HHTPABEHO3HO
MpHIoxceHa 103a ot 100 mg cHrarmunTHH Ha 3ApaBy YUaCTHHUM ¢ Npubamsurento 198 nuTpa.
DOpakuHATa CUTArNMHNTHH, 00OpPaTHMO CBBP3aHA C NIAa3MEeHUTE NPOTEHHH, € HHecka (38 %).

Buompancdopmayus
CHTarnmnTiH ce €NMMHHEPa OCHOBHO HETPOMEHEH C YpHHATa, 2 META0OIMEMBT € BTOPOCTENIEHEH
weT. Hpubnuzurenno 79 % OT CHTArMATHH €€ €KCKPETHPA HEMPOMEHEH B YPHHATA,

Cnen nepopanna no3a ['*C] curarnunmun, npuénusurento 16 % OT paTHOaKTHBHOCTTA C€ EKCKPETHPA
KaTo MeTaboNMTH HAa CHTarmUNTHH, Ha HMBO ¢/l ca YCTAaHOBEHH HIecT MeTaboJIHTa, KOHTO HE ¢
04aKBa N3 JONPHHACAT 3a nna3MeHaTa DPP-4 WHXWOHTOpHA aKTUBHOCT HA CHTArMUATUH. 1 Vifro
MPOYYBAHHATA MOKA3BAT, HE OCHOBHHAT €H3UM, OTIOBOPEH 34 OrpaHHUEHHA MeTaboNH3bM Ha
cararnunTun, € CYP3A4, ¢ yuactuero n na CYP2CS.

In vitro AaHHWTE NOKA3BAT, Y€ CHTAMTHNTHH He € HHXUGHTOp Ha CYP usoensumute CYP3A4, 2C8,
2C9, 2D6, 1A2, 2C19 wnu 2B6, u He e uHaykrop na CYP3A4 w CYP1A2.

Envmunupane

Cnen npunoxkenne Ha nepopanta nosa [ 'C] curarmunmiy Ha 30paBH YYaCTHHLM, NPHOAUIHTENHO
100 % ot npunokeHaTa pagHOaKTHRHOCT Ce eNUMMAHHPA ¢ dekanuute (13 %) wnu ypurara (87 %) xo
€/1Ha CeIMHLIA CJIE] NPUIOKEHHETO Ha no3ata. [lpueuanuat kpaen ty, cnen 100 mg nepopanta no3a
CHTArTHNTHA & npubnuiutenuo 12,4 yaca. CUTArIUNTHH C& HATPYNBA CAMO MHHUMANTHO NIPH
MHOTOKPATHO fipuaarade. babpeunuar knupuac e npubnuzurenno 350 ml/mun.

ENTMMHHHpaHETO HA CHTArTHITHH CTaBa OCHOBHO 4pe3 6bOpeyuHa eKCKpeUs | B
Ty6y.|1Ha CEeKpellua. CHTarAMnTHd e cy6chaT Ha YOBEUIKH OpraHH4Y¢H aHHOH
(hOAT-3), xoiito Moxe 61 yuacTBa B GLOPEUHOTO €IMMHHUPAHE HA CHTALJIH,
3HayeHue ua hOAT-3 B Tpancnopra Ha CHTAIVIHIITHH He € ycTaHoBeHo. Curay
P-TNHKONPOTENH, KOHTO MOKe 61 yyacTsa W B MeaunpaHeTo Ha GbOpeUHOTO



CHTAriHNTHH. B CBINOTO BpeMe LMKIIOCTIOPHH, €IHH P-TITHKONPOTEHMH HHXHOMTOP, HE HaMansABa
6HOpeutHa KnMpLHE Ha cHTarnunTHH, CHTAraMnTH He e cyberpar na OCT2 win OAT| nau
PEPT1/2 tpancnoprepure. In vitro cutarnauntHH e norucka QAT3 (IC50=160 pM) uiu p-
rivkonpoTenHa (10 250 pM) MeAHHPaHHA TPAHCTIOPT B TEPANEBTHYHO PEJICBAHTHH IL1A3MEHH
KOHUEHTpauuH. [Ipy KIHHHYHO NPOyuBaHE CHTAMAWIITHH UMA MANBK eekT BLPXY NiasMeHuTe
KOHLUEHTPAIHH Ha JMrOKCHH, KOETO NMOKA3Ba, 4e CHTATTMNTHH MOXe Aa ¢ cnab HHXHOUTOp Ha p-
TTIHKOMPOTEHH.,

Xapaxmepucmuxa npu nayuermume
DapMaKOKHHETHKATA HA CHTAIIMIITHH € KATO LANO CXOQHA NIPH 3[IP2BH YYACTHHLIH K NALHEHTH C
auaber THN 2.

Bvbpeuno yepesicoane

[TpoBeneHo € oTBOpEHO NpoyYRaHE NPH €AHOKPATHO IPHIOKEHHE 3a OLeHKa Ha (pPapMaKOKHHETHKaTa
Ha HaMaJieHa J103a CHTarTHITHR (50 mg) NpH NauMeHTH ¢ pa3THyHa CTENEH Ha XPOHH4HO ObOpeuHo
yBpexIaHe B CpaBHEHHE CLC 3PaBH KouTpoud. [lpoyusaHeTo BKIlOUBa MALMEHTH ¢ OBOpEUHO
YBPEKIAHE B NIEKa, YMEpeHa M TeXKKa CTeneH, kakro i naunentd ¢ ESRD na xemoananusa. Oceen
ToBa, eeKTHTE Ha GBOPEUHO yBpeXkaaHe BbPXy (PapMaKOKWHETHKATA HA CHTATIIHIITHH IPH TIALIHEHTH
¢ Auabet THN 2 M 6pOpeyHO yBpeKaaHe B JieKd, yMepeHa HITH TeKKa cTeneH (Bkmountenno ESRD), ca
OUEHEHH 4pe3 MOMyIaUMOHHK (APMAKOKMHETHYHH aHAIH3H.

B cpaBHeHHE CbC 3ApaBH KOHTPOIH, nazMeHaTa AUC Ha CHTarTMNTHH Ce MOBHLIABA NPHOIH3HTEIHO
1,2 nuTH npu maukeHTH ¢ OROpeyHO yBpexaaHe B neka crened (GFR > 60 no < 90 ml/mun) u
¢BOTBETHO 1,6 MbTH NpwM nalmenTH ¢ Ou6peuHo yBpexaane B ymepena creneH (GFR > 45 o <60
mi/Mu). Tpii KaTo pasMephT Ha MOBMINCHHETO HE € KIMHMYHO 3HAYKMM, HE CE Hajlara KOpHripaHe Ha
J03aTa MPH TE3H MALHEHTH.

[Inasmenata AUC Ha cuTarmMNTHH ce MOBHINABA NPHOIH3NTENHO 2 ITTH NPH NauMeHTH ¢ 6pbpeuno
yepeskaane B ymepena crened (GFR > 30 no < 45 ml/mun) n npubnuzutento 4 rbTH NPH NMALHEHTH ¢
O16peuHo yBpexaaHe B rexka crened (GFR < 30 ml/mun), skmountenno naupenTH ¢ ESRD Ha
xeMoaHanusa. CHTArJIHITTHH CE OTCTpaHABa yMepeHo npu xemoguanusa (13,5 % 3a 3- 1o 4-uacosa
XeMOJHAIN3HA CeCHs, 3ar104Balla 4 yaca cnel NPHIGKEHHETO).

HYepnoopobno yapesicoane

He e neobxoauma kopeKLMa Ha 103aTa CHTArIIMITTHH NMPU NALKHEHTH C JIEKO WITH YMEPEHO
uepHoapobHo yBpexaate (ckop no Child-Pugh < 9). Hama xiMHHYEH ONHT [PH MAIMEHTH C TEXKKO
ueproapobno yepexnane (ckop no Child-Pugh > 9). B cbiloto Bpeme, Thii KATO CHTAINMNTHH ¢E
€TMMUHHPA OCHOBHO upe3 GrOpeLuTe, HE ce OYaKBa TEXKKOTO YepHOAPOOHO YBPEKIAHE N1a MOBIHAE
BBPXY (apMaKOKHHETHKATA HA CHTATTHNTHH.

Hayuenmu 6 cmapuecka gv3pacm

He ce Hanara kopekuus Ha 103aTa B 3aBHCHMOCT OT BB3pacTTa. Bb3 0CHOBA Ha NOMYNAlHOHEH
dapmakoKMHETHYCH aHanH3 Ha AaHHH oT Pasa | u Maza 11, BE3pacTTa He OKA3BA KIHHHYHO 3HAYHM
eheKT BbpXY hapMaKOKHHETHKATA HA CHTArHITHH. YUaCTHHLMTE B cTapuecka Bb3pacT (65 no 80
FOAWHH) UMAT NpuGAK3HTENHO 19 % MO-BHCOKH MIIA3MEHH KOHLIEHTPALIMH HA CHTArTTMNTHH B
CPABHEHHE C NO-MIAAM YHaCTHHLA.

Ilecuampuuna nonyrayus
(dapMakOKHHETHKATa HA CHTArTMNTHH (¢AHHKH4YHA 103a oT 50 mg, 100 mg unu 200 mg) e u3cneasaHa
(IPM NMEAHATPHYHH MauueHTH (Ha Bb3pacT ot 10 a0 17 roauun) ¢ quaber Tun 2. [Ipu Ta3u nomynauns

Hpyeu xapaxmepucmuxu na nayuenmume
He ce Hanara kopekuus Ha no3aTa B 3aBHCHMMOCT OT MO/, Paca MK MIIEKC HA




cnopei KOMOMHHpanua aHanu3 Ha GapMaKoKHHeTHUHHTE naHHM ot Pa3a | 1 nonynauuoHeH
(apmakokHHeTHYeH aHanu3 Ha JaHuu oT Pasza [ ¥ Dasa L.

Merdopmub

Abcopbyua

Cnen nepopanHa 103a MeThopMHH, Ty, ce A0CTHIa 10 2.5 yaca. AGCOMOTHATA GHOHAJIHYHOCT Ha
Talnerka MeTdopmuH 500 mg e npubnuzurenso 50-60 % npu 3apasu yuactaauH. Cnen nepopaisa
Ao3a, HeabcopOupaHaTa dpakUus, OTKpUTa BbB dekanunte, € 20-30 %.

Cnen nepopaneH nipuem, abcopOLMaTa Ha METhOPMHH € HACHINAINA ce H HemsIHa. CMaTa ce, ue
(bapmakokuHeTHKATa Ha abcopbuusita Ha MeTdopMuH € nennneiina. [lpu obuuaking nozu MeTGopMHN
H J030BH CXEMH, MIA3MEHATS KOHLEHTPALMH NPH CTAHMOHAPHO ChCTOSHHUE CE JIOCTHIAT B PAMKHTE Ha
24-48 uaca u KaTo 1AN0 ca no-Manko ot | pg/ml. [Ipn KOHTPONHPAHH KIMHHIHH U3IIMTBAHHA,
MAKCHMAITHHTE N1a3MEHK HHBA HAa MeTGOPMHH (Cpyy ) He npesmwarar 5 pg/ml, zopu npu
MaXCHMAaJIHH [103H.

XpaHaTa HamasABa cTenenTa W ciabo 3abaes aGeopbumaTa Ha MeTdopMud. Clea NPHICIKEHHE Ha
Ro3a ot 850 mg, ce Habmonapa 40 % no-HKUCKA MUKOBA U1A3MEHA KOHUSHTpaLMs, 25 % HaMalleHHe Ha
AUC w ynbinkasane ¢ 35 MHHYTH Ha BPEMETO 10 JOCTHTaHe Ha MHKOBA TIA3MEHA KOHUEHTPALHA.
KnHuHYHAaTa 3HAYUMOCT HE € H3BECTHA.

Pasmpeodenenue

CBBp3BAHETO C IUTA3MEHHTE MPOTCHHHU € HE3HAUMTENHO. MET(OPMHH Ce pasTIPeeNia B EPHTPOLIUTHUTE.
KpbBHUAT MUK € N0-HUCHK OT NJIA3MEHHS MUK M Ce NOSBABA MPUOIM3HTENHO N0 CHUIOTO BpeMe.
YepBeHHTe KPHBHH KIETKH Haii-BEPOATHO NPENCTABABAT BTOPHUEH KOMIIADTHMEHT HA
paznpenencuune. Cpeanuar Vd sapupa mexay 63 — 276 1.

BSuompancihopmayus
Merdopmun ce exckpernpa HenpoMeHeH B ypunata. [Ipu xopata He ca yCTaHOBEHH METAGONHTH.

Erumunupane

BnOpednuar kiupbHC Ha MeThopMuu e > 400 ml/MUH, KOETO NOKA3Ba, Ue METHOPMHH CE eNMMUHUPA
upes riaoMepyHa GuiaTpauus W tyGyana cexpeuus. Cnel nepopaiHa 1034, NPHBHAHKAT TEPMUHATIEH
CIMMHHALHOHEH MOJTYKHBOT € MpubMznTenHo 6,5 h. Koraro 6u6peunara dynkuus e yepeaena,
GBOpeuHHs KITMPBHC CE HAMANABA B CHOTBETCTBHE C TO3H HA KPEATHHHHA H ClIEIOBATENHO
€UEMHHALMOHHHAT MOMYKHBOT C€ YABIKABA, KOETO BOAU A0 NOBHIICHH HHBA Ha MET(OPMHH B
n1asmara.

5.3 IIpeakinHB4YHM JaHHH 32 GezomacHoCT
He ca nposexaanu npoyusaHus ¢ xuBoTHM ¢ Cutarnuntus/Merdopmun [purIekc.

IlpH 16-ceMHUYHM NPOYYBaHHA, B KOMTO KyueTa ca TPETHPAHH UITH ¢ METHOPMUH CAMOCTOSTEITHO,
WK ¢ KOMOMHALKA OT MeTGOPMHUH M CHTArTIMOTHH, He ¢ HabI0aaBaHa NOTIBIHHTEIHA TOKCHYHOCT OT
komMOuHaumsaTa. NOEL B resn npoyusanus ce nHaG/01aBa NpH €KCNO3ALAA HA CHTArTMITTHH
IPHONH3HTENHO 6 IFBTH MO-BHCOKA OT Ta3H MPU XOpa H NPH SKCNO3ULUs Ha MeT(HOPMUH
npHOIH3KHTENHO 2,5 THTH 10-BHCOKA OT Ta3H NPH XOpa.

CJ'IG}IHHTG JIAHHH Ca YCTaHOBCHH IIpH NpOYyYBaHUA, MNPOBCACHH CbC CHTATNHIITHH HIH Mer)OpMHH
CaMOCTOATENHO. ‘

CHrarminruy
bOpeuna 1 uepHoapoGHa TOKCHHYHOCT ce HAG/IIOAABA NPK TPH3AYY NPR CTOMH w
CKCIO3HUMS 38 THTH NO-BUCOKH OT HABOTO Ha SKCIO3MLMATA NMPH XOPa, 3 HH R
onpesieneHo Ha 19 MBTH Mo-BHCOKO OT TOBA MPH X0pa. AHOMAIIHH Ha PE3LIHTE it
INTBXOBE NPH HUBA HA SKCMO3HUMSA 67 MBTH MO-BHCOKH OT HABOTO HA KIMHHY R

6e3 edeKT Npu TazH Haxo/ka € 58 BTH MO-BUCOKO, CLINIACHO PE3YIITATHTE OT



NPOYYBAHE MPH NIBXOBE. 3HAYEHHETO HA Te3H (HaKTH IPH XOpa He € W3BeCTHO. TpaH3uTOpHN,
CBBP3aHH ¢ JIEUEHHETO (PH3HUECKH MPOSIBH, HAKOH OT KOHTO MPEANONaraT HaMHYHeTo Ha
HEBPOJIOTHYHA TOKCHYHOCT, KaTO [IMLIAKE ¢ OTBOPEHA YCTA, CallHBaLMs, EMC3HC Ha Osia nisHa,
aTakcHs, TPENEpeHe, HamManeHa akTHBHOCT W/HITH W3ThpOeHa no3a, ce HabioAaBaT NpH Ky4era npH
HHBA Ha €KCNO3UUHA NPHOIU3ATENHO 23 NbTH [10-BUCOKK OT HMBOTO HAa KITHHHYHA SKCTIO3HLINA.
Ocsen ToBa, MHOTO NeKa JI0 JICKA KOCTHO-MYCKY/IHA iereHepauma ¢e HabnoJasa i XHCTOJIOTHYHO MpH
AO3H, NaBalllH HHBA HA CUCTEMHA EKCTIO3HLMA MPHOIHIUTENHO 23 MBTH [0-BHCOKH OT HHBOTO HA
€KCNOo3MunA npu xopa. [1pu Te3u pesyarartu, Hueoro 6e3 edekr e NPy eKcno3HLus 6-kpaTHO No-
BHCOKA OT HHBOTO HA KJIHHHYHA EKCTIO3HLIHS.

CHTar/iMIITHH He NOKa3Ba FeHOTOKCUMHOCT B X0/ Ha IPEAKJIHHUYHH N1poyyBaHud. CHTarNHNTHH He €
KaHueporeneH npy MULIKA. [IpH MIbxoBe HMa OBUIIEHA YeCTOTa HA YEPHOAPOOHH aJleHOMH H
KAPUHHOMH TIPH HHBA HA CHCTEMHa EKCITO3HIHA 58 MBETH NO-BHCOKH OT Te3u npH xopa. Thid Kato €
YCTAHOBEHO, Y€ XENAaTOTOKCHYHOCTTa KOpeJidpa ¢ MHAYLMPAHETO HA YepHOoaApoOHa HEOINA3Hs NpH
NIBXOBE, Ta3H NOBHIIEHA YECTOTA HA YEPHOAPOOHU TYMOPH MPH MTLXOBETE € BEPOATHO BTOPHYHA,
BCJICACTBHE HA XPOHHYHa XEHATOTOKCHYHOCT MPH Ta3W BHCOKa no3a. [lopaau BHCOKATa rpaHHia Ha
6esonacHocT (19-TETH MO-BUCOKA ITPH TOBA HUBO Ge3 eheKT), TE3W HEOIIACTHYHH MPOMEHH He ce
CUMTAT peIeBaHTHH 32 XOopa.

He ca Habmionasann cabp3any ¢ nedeHHETO eekTi BBPXY GepTHIHTETA NIPH MBIKKH H KEHCKH
IBXOBE, NONYYHIH CHTaArTHIITUH npejH H 1o BpeMe Ha lIl"[(l)'I‘OC«BaHe.

[Ipx npoyusane BbpXy Mpe-/MOCTHATANHOTO PA3BHTHE HA ILILXOBE CHTATIMIITHH HE NOKa3Ba
HeXeNaHW PCaKLHH.

[IpoyuBaHHATA BLPXY PENPOAYKTHBHATA TOKCHYHOCT NMOKA3BAT HATTMYHETO HA CBbP3aHa C JICHEHHETO,
JIEKO YBETHMYEHA YecToTa Ha MasiopmMaiiiu Ha pedpa Ha dreTyca (AnncBamu, XMNomtacTH4IHA U
niasaiy pebpa) Npy NOKONCHUETO HA MUTEXOBE NPH HHEA HA CHCTEMHA EKCNO3ULUA NOBeue oT 29
'bTH NO-BHCOKH OT Te3W NPH Xopa. TOKCHYHOCT Ha MaifkaTa ce Habnoaasa npu 3aifuy Npy HMBa
noeeue o1 29 meTH MO-BHCOKH OT HABATA HAa €KCNO3HUMKA NIPH XOp4d. I‘lopa;m BHCOKATA TpaHHLA Ha
0€30MacHOCT, Te3u (haKTH He NpenoaraT ChbLUIECTBYBAHETO Ha ChOTBETEH PHCK 32
PENpOIYKTHBHOCTTA NPH Xopa. CHTArTMINTHH C& CEKPETHPa B 3HAYHMH KONHYECTBA B MISAKOTO HA
JAKTHPALIH MITbXOBE (OTHOLLICHHE KbpMa/mnazMa: 4:1).

Metdopmux

[TpeaknMnM4YHUTE NaHHM 332 MeT(POPMHH He pa3KpuBAT 0coDeH PHCK 3a xopara Ha 6azara Ha
KOHBEHLMOHATHH apMaKOIOrHYHH NpoyYBaHNs 38 6€30MacHOCT, TOKCHYMHOCT MPH MHOTMOKPATHO
NPUIIAraHe, FTCHOTOKCHYHOCT, KAPLHHOTEHEH IOTEHUUAT, PENPOIYKTHBHA TOKCHYHOCT,

6. PAPMAINIEBTUYHH JAHHHU

6.1 ChnAcLK HA NOMOIHHTE BEMIECTBA

Anpo na rabrerkara:

TTorumoH

Hatpuee naypuncyndar
MukpokpHcTanHa uemysosa
Harpuen creapun dymapar

DUIMOBO MIOKPUTHE Ha TabseTkaTa:
50 mg/850 mg mabaemxu:
Crnonumep Ha NONH(BHHWIOB AIKOXOI), pUCajieH BbpXy Makporon {E
Tank (E553b)
Turanor guokeun (E171)
Cnuuepon MoHokanpunokanpar (E471)
IMonu(sununor ankoxom) (E1203)




et xenezen okcua (E172)
UYepsen xxenesed okcua (E172)
50 mg/ 1000 mg mabremxu;

Cbnoanmep Ha Nou(BHHHIOB aNKOXON ), BPHCAeH BbpXy Makporo (E1209)
Tank (E553b)

Twranos auoxcua (E171)

I'munepon Mmonokanpunokanpart (E471)

{Tonu(BuHunos anxoxon) (E1203)

Yepeen sxenesed okcua (E172)

Ko enezen okcug (E172)

Yepen xenezen okeua (E172)

6.2 HecnBmecTHMoOCTH

Henpumoxumo.

© 6.3 Cpok Ha rogmoct

2 roguHu.

6.4 ChoennaiHu ycNoBHN HA ChXpaNeRHAe

To3H nekapcTBEH MPOIYKT HE H3NCKEA CMELHATHH YCIIOBHS 32 ChXPaHEHHE.
6.5 BagucpILpiKaHHE HA ODAKOBKATA

PVC/PVAC//Alu  Gancrepn, coaspkamd 28, 56, 98  ¢uimupand  TabnerkH WM
MHOFCZ030Ba ONMAKOBKa, ChAbpkama 196 (2 onakosku no 98) punmupanu rabnericu .

He BCHUYKHM BHAORE ONAKOBKH MOrat Ja 6baaT MycHaTH Ha nazapa.
6.6 CneunanHH NpeANa3sHM MEPKH NPH HIXBLPJIAHE

Heuznonssanusr NCKAPCTBEH NMPOJYKT HITH OTNANEYHHTE MATEPHAIH OT HETO 'I'pﬂﬁBa Ad CE HIXBBPNAT
B CHOTBETCTBHE ¢ MCCTHHTE M3HCKBAHK Y.

7. HNPUTEXATEJ HA PABPEIIEHUETO 3A YIIOTPEBA

AS GRINDEKS.

Krustpils iela 53

Riga, LV-1057

JlaTeus

Teaedon: +371 67083205
®axc: +371 67083505
E-mail: grindeks@grindeks.lv

8. HOMEP(A) HA PABPEIIEHHMETO 3A YIIOTPERA

Per. Ne20220106
Ne 20220105




9.  JATA HA ITbPBO PASPEHIABAHE/MOJHOBABAHE HA PASPEHIEHHETO 3A
YIIOTPEBA

Jara Ha mbpeo paspewaeaue: 24.03.2022

10. JATA HA AKTYAJIH3UPAHE HA TEKCTA

11/2022




