KPATKA XAPAKTEPUCTUKA HA ITPOAYKTA rZ o2 DA VEVEG IS
1. MME HA JIJEKAPCTBEHUSI IPOYKT . 6 338 J 2 4 -00- 7085
FO3umer 50 mg/1000 mg ¢punmupanu tabseTku

Juzimette 50 mg/1000 mg film-coated tablets

2. KAYECTBEH U KOJIMMECTBEH CbCTAB

Bcesika duimupana TabiieTka ChAbpiKa CUTATJIMITTAH XU/IPOXJIOPH MOHOXHAPAT, EKBUBAJIEHTEH Ha 50 mg
cutaramnTuH (sitagliptin), u 1000 mg merdopmunoB xuapoxsopua (metformin hydrochloride)
(choTBeTcTBalLO HA 780 mg MeTHOPMHUH).

3a MbJIHUA CIIMCHK HA MOMOIIIHUTE BElIECTBA BHXKTE TOUKa 6.1.

- JIEKAPCTBEHA ®OPMA

duamupana tabserka

Kadsasa, npoabiarosara ABoiHOM3MIbKHAIA (hHIMHpaHa TabsieTKa Cbe 3a001eHH pbOOBE, ¢ pernedHo
uzoopaxenue ,,AE4* or eiHaTa cTpaHa W riajaka ot Apyrara, ¢ Ab/DkdHa 21,5 mm u wrpunHa 10 mm.

4. KJNIMHHWUYHHU JAHHHA

4.1 TepaneBTHYHH NOKA3AHHA
[Ipu Bb3pacTHM NaLMEHTH CbC 3axapeH auaber T 2:

O3uMmer e rokasaH Karo J0MNb/JIHEHHE KbM JUETA U YITPAXKHEHUSA 3a MoA00psABaHE HA INNTUKEMHUYHHUS
KOHTPOJI MPH MALIMEHTH, IMPH KOUTO HE € NMOCTUIHAT 3a/10BOJIMTE/IEH KOHTPOJI ¢ MaKCMMaJiHaTa MOHOCUMA

3a TAX /1032 MET(HOPMHUH CAMOCTOSATEITHO UJIM KOUTO BEYE CE JIEKYBAT C KOMOMHALIMSA OT CUTArJIMITTHH M
MET(HOPMHH.

FO3uMeT e noka3aH B KOMOMHALMA CbC CYJIPOHUITYPERHHA NPOU3BO/IHU (T.€. TPOHHO KOMOMHUPAHO
JICYEHUE) KATO JIOMbJIHEHUE KbM [IMETA U YIIPAXKHEHUS MPH MALUMUEHTH, [IPH KOUTO HE € NOCTUrHAT
33/I0BOJIMTE/IEH KOHTPOJI C MAKCUMasIHATa MNOHOCHMa 3a TAX /103a METHOPMHUH U cyJiPoHUITypes.

FO3uMmeT e nokazaH KaTo TPOHHO KOMOMHUPAHO JIeYEHHUE C NEPOKCH3OMEH MPOJIH(EepaTOp-aKTUBUPAH
peuentop rama (Peroxisome Proliferator-Activated Receptor gamma, PPARY) aronucr (t.e.
THA30JIMIMH/IMOH) KaTO JAOIMbJIHEHUE KbM AUETA M YIIPAXKHEHHUS TIPH MALMEHTH, MTPU KOUTO HE €
MOCTUIHAT 3a/10BOJIMUTEJIEH KOHTPOJI C MAKCHMAJIHATa MOHOCKMA 3a TiX 703a meTopmuH H PPARYy
aArOHMCT.




IO3uMeT chbllOo € MoKa3aH Karo JobaBka KbM MHCYMHH (T.€. TPOHHO KOMOHUHUPAHO JIEHEHHE) KATO
NOITbJIHEHHE KbM AMETATA H YIIPaXKHEHUTA 3a NMoJo0pABaHe HA MTTAKEMHYHUA KOHTPOJ NPH NMaUHEHTH,
KOraTo [OCTORHHATA 1033 HA HHCYAUH U MET(HOPMHH CAMOCTOATEMTHO HE OCUTYPABA aCKBATEH
rMTMKEMHUYEH KOHTPOJI.

4.2 [Jo3HpoBKa ¥ HAYHH HA NPHIONKEHHE

Jo3HpoBka

Jlo3upoBKaTa Ha AHTUXUNEPIIIMKeMUYHOTO NevdeHue ¢ FO3numeT TpadBa aa 6bae HHAMBHAYATH3NPaHA HA
0a3zara Ha HACTOALLMA PEXKHUM HA MaLHEHTa, e(PeKTUBHOCTTA H TOJICPAHTHOCTTA, KaTO HE CE MPEeBULLIABAT
MAKCUMATHATA [penopbUYBaHa AHEeBHA 1032 oT 100 mg cUTarIunTHH.

Bw3pacmnu ¢ nopmanna 6vbpeuna ynkyus (GFR>90 ml/mun)

an MAUMCHTH, IMpH KOHUTO HE € MOCTHIHAT 34 J0BOJHTE]ICH KOHTPOJ C MakKCHMaAJHATa ITOHOCHMA A034a
MET!pr_MHH KaTO MOHOTCDAIIHNA

[Ipy naumeHTH, MPH KOUTO HE € MOCTUIHAT 3aX0BONMTE/IEH KOHTPOJ C METQOPMHH CAMOCTOSATENHO,
obH4aiHaTa Ha4aHa N03a TpAOBa Aa AOCTAaBy A03a CHTArnMnTHH B no3a 50 mg asa nbTH gHEeBHO (100 mg

of11a AHeBHA [103a) NIIOC 103aTa MET(HOPMUH, KOSTO BeHe e TipUeMaHa.

[Ipy NauKMeHTH, KOUTO MPEMUHABAT OT €AHOBPEMEHHO NPUIAraHe Ha CHTarMMNTHH ¥ MeTHOPMUH
[Ipy NaUKHEHTH, KOMWTO NMPEMUHABAT OT €AHOBPEMEHHO NPHUJIaraHe Ha CHTarJIMNTHH ¥ METHOPMHEH,
neyenuneto ¢ KO3umer Tpadea ga ce 3anoyHe ¢ 03aTa CUTANTMITTHH H METQOPMHUH, KOATO BEYE €
npUeMaHa.

HPH HALMEHTH, MPH KOHTO HE € MMOCTHIHAT 34/10BOJUTCIICH KOHTPOII € QBOﬁHD KOMﬁHHHpaHO JICHCHHUEC C

MAKCUMMATHATA NOHOCKHMA 1038 METHOPMUH U CyadoHUTYpeEs

Jlo3ara TpabBa na goctaBy curaraunTyH B go3a 50 mg aea nsTu aHeBHO (100 mg 0dma nHeBHa fo3a) U
1032 MeThOpMHH, NoaoOHa Ha 403aTa, KoATO Beue € npuemaHa. Korato HO3umer ce uanonssa B
KOMOHHALNSA ChC CYIPOHUTYPE, MOXE 14 C€ HAJIOXKHM yrnoTpebaTa Ha no-HUCKa A03a CyndoHunypesd, 3a
A4 ¢€ HAMATH PUCKBT OT XHIOTTTHKEMHA (BXK. TOUKa 4.4).

[Ipu nauMeHTH, OpYM KOUTO HE € MMOCTUIHAT 3a0BOJUTEIEH KOHTPOJ ¢ ABOWHO KOMOWHHPAHO JICYEHHE C
MaKCHMaJIHaTa NoHocuMa 1033 MeTdopMuH U PPARY aroHucT
Jlo3ara Tpa6OBa na AocTaBu cHTarndnTyHH B 1o3a 50 mg apa nbTv aHeBHO (100 mg obwia qHeBHA no3a) U
n03a MeTthopMHH, noaoOHa Ha 103aTa, KOATO BeUe € NMpHUEMaHa.

[Tpy nauuMeHTH, OpH KOUTO HE € MOCTHUIHAT 3aJOBOJHTENIEH KOHTPOJ ¢ ABOHHO KOMOUHHPAHO JIEYEHHE C
MHCYJIMH M MAKCHMAaNHaTa MOHOCHMa 1033 MeT(HOPMHH

Hozata Tpabea ga nocTaBU CUTArJIMNTHH B 4o3a 50 mg aBa nbTH AHEBHO (100 mg obuwa nHeBHa go3a) U
103a MeThopMHH, noaodHa Ha ao3aTa, KOATO Beue e npuemaHa. Korato HO3umer ce usnosnssa B
KOMOMHAIIMA C HHCY/IMH, HICKATa J03a UHCYJTMH MOXe a € HeoOxoaMMma 3a penyurpaHe Ha pucKa oT
XUnorankeMus (Bx. Touka 4.4).

3a paaiMuHKTE 1031 MeThOpMAUH, FO3uMer ce npeuiara B KOHUEHTpauKs no 50 mg curarnygf g
850 mg MetdopmuHoB xuapoxsopua Wik 1 000 mg meTrdhopMHUHOB XHAPOXJIOPHA,. W o




BcHuky naudeHTH TpAOBa Aa MPOAB/IKAT NPENOphYaHaTa UM IKETA C aACKBATHO pa3NpeAC/ICHHE Ha
NpHEMA Ha BbrIIeXHAPATH Npe3 ACHA.

Cneyuannu nonyaayuu

bsbpeuHo yBpexxaaHe

He ce Hanara kopexitvs Ha A03aTa NMpY NauueHTH ¢ Jieko 0x0peuHo yBpexaaHe (CKOpocT Ha rlioMepyJiHa
dunrpauus [GFR]>60 ml/mun). [Ipeau 3ano4yraHe Ha ie4eHHE C NPOIYKTH, ChAbPXALH METPOPMHH,
TpsabBa aa ce Hanpasu oueHka Ha GFR cToiHOCTHTE, a Cell TOBA — NOKBE BEAHBXK roauLIHO. [Ipu
NALMEHTH C MOBHILEH PUCK OT MO-HATATBLIHO Aporpecupane Ha OB0peUHO yBpexaaHe M TpH NaLMEeHTH B
cTapuecka Bb3pacT TpadBa N0-4ecTo 14 ¢e 1paBH olleHKa Ha ObOpevHaTa QyHKLUUA, HANPUMED Ha BCEKH

3-6 mecelia.

3a npeanoYHTAHE € MAKCHMATHATA AHEBHA 1033 MeTHOPMHKH Aa Obae pasaeaeHa Ha 2-3 JHEBHH JO3H.
PakTOpH, KOUTO MOFaT [a YBEJIMYAT PHCKA OT JIAKTAaTHA auuao3a (Bxk. Touka 4.4), Tpadea ga 6baar
npepasraeaaHy, npesy Ja ce 0OMUCIH 3all0MBAHETO HA JICYEHUE ¢ METHOPMUH NMPYU NALUEHTH C
GFR<60 ml/mMuH.

AKO He € JocThlHA 1030Ba popMa Ha HO3MMeET ¢ aneKBaTHO KOJIMYECTBO HA AKTHBHOTO BELLECTBO, BMECTO
koMOHHAUMA ¢ QUKCHpaHH J03H TpaOBa Ja ce H3MOJI3BAT OTACAHHTE MOHOKOMITOHEHTH.

GFR ml/min MeTdopmun Curaraunran

60—89 Maxcumannama oneena ooza e 3000 mg. | Maxcumannama oneena 0osa e
Mooice oa ce obmucau nonudcagane Ha 100 mg.

003ama 6v6 8PL3IKA C HAMAIAEAHEMO HA
bvbpeunama hyHxyus.

45-59 Maxcumannama onesna ooza e 2000 mg. | Maxcumannama onesna oo3za e
Hauanmnama 0o3a e nati-mro20 100 mg.
NOACBUHAMA OM MAKCUMARHAMA 003d.

3044 Maxcumannama onesna oosa e 1000 mg. | Maxcumannama onesna 0oza e
Hauannama oo3za e naii-mnozo 50 mg.
noJa08URGMA OM MAKCUMAIHAMA 003Q.

<30 Memopmun e npomusonorxazan. Maxcumannama oneéna doza e

25 mg.

YepHoapoOHo yBpexaaHe
[O3uMmer He TpabBa oa ce U3MoI3Ba NPU NALHEHTH ¢ YepHOAPOOHO yBpexaaHe (BxK. ToOUKa 5.2).

Crapyecka Bb3pacT
Tt kaTo meThOpMHH U CUTAITMOTHH CE EKCKpeTUpaT upe3 Ou0peunre, O3umer TpabBa na ce U3nmomnsea ¢
NOBULLEHO BHUMAHHE NPH HalpeaBaHe Ha Bb3pacTTa. HeobxoaumMo e mournropupane Ha 6n0peunara
(PYHKLH4, 3a Aa ce NOANOMOrHE NpeAna3BaHeTO OT CBbp3aHaTa ¢ METQOPMHH NaKTaTHA alua034a, Hak-
BCYE B CTapuecka Bb3pacT (BXK. TOUKH 4.3 u 4.4).




Ileouampuuna nonyaayus

KoMOHHauug OT CUTArMUIITHH U MeTOPMHH He TpAOBa a ce U3MOJ3Ba MPH AcLAa U IOHOLUH Ha Bb3pacT OT
10 no 17 roguHu nopaau HeaocTaTbHHA €dUKaCHOCT. HATHYHHUTE MOHACTOALIEM AAHHH Ca ONHCAHU B
ToukH 4.8, 5.1 u 5.2. KomOuHauus oT CUTarnMnTHH B METHOPMHH HE € NMPOYYBaH NpH MEeAUATPAUYHH
rMaLveHTy Ha B3pacT noxd 10 roauHx.

HauyuH Ha NpUIOKEHHE

IO3umeT TpabBa aa ce npueMa ABa MBTH JHEBHO C XpaHa 33 HAMAIABAHE HA HEXKETTAHUTE PEAKLUH OT
CTpaHa Ha CTOMALIHO-YPEBHHUA TPAKT, CBBP3aHU C METHOPMHUH.

4.3 IIpoTHBONOKAIARHSA

IO3uMeT € NPOTHBCNOKA3aH NPH MALHEHTH ChC:
- CBPbXU4YBCTBUTE/IHOCT KbM aKTUBHUTE BEIIECTBA WM KbM HAKOE OT MMOMOLLIHUTE BELLECTRA,
n30poenu B To4Ka 6.1 (BxK. ToukH 4.4 1 4.8);
- BCEKHM THUIl OCTpa MeTabOIUTHA auuao3a (Kato jlakTaTHa aluao3a, anaberHa keroaunaosa),
- nuabeTHa npekoma,
- TexKko 60peuno yspexpaade (GFR<30 ml/mun) (Bx. Touka 4.4);
- OCTPH CHCTOAHHA ¢ BB3MOXKHOCT 1a U3MEHAT ObOpeyHaTa dyHKUMS KaTo:
- AeXuapaTauua,
- TEXKH HHPEKLUHM,
- LLOK,
- BbTPECHAOBO MPUIOKEHHE HA HOAMpaHHM KOHTPACTHH BELECTBA { BXK. TouKa 4.4);
- OCTpPO WIH XpPOHH4YHO 3a00/1BaHE, KOETO MOXKE Aa NPUYHHHU XUITOKCHA Ha ThKaAHWUTE KaTo:
- ChbpJic4Ha UM PECIIHPATOPHA HEAOCTATHYHOCT,
- CKOPOLLIEH MHOKapAeH WH(ApPKT,
- LIOK;
- YEPHOAPOOHO YBpPEKIAHE;
- OCTpa ANKOXOJHa HHTOKCHKALIUA, aJIKOXOTHIbM;
- KbpPMEHE.

4.4 ChoeuHa/IHH npeJynpexaeHHs H NPeANAIHA MEPKH NPH ynorpeda

Q6w
103uMeT He TpaOBa Aa ce U3non3ea npu naurdeHTH ¢ auader Tun | U He Tpadbea Aa cu U3NMON3Ba 3a
neveHue Ha guabeTHa KeToauMao3a.

OcTbp naHkpeaTuT

Ynorpebara Ha DPP-4 uuxuOUTOpH € CBbp3aHa ¢ PUCK OT pa3sBUTHE Ha OCTbp NaHkpeaTut. [lauueHTure
TpabBa na ObaaT UHPOPMHUPAHH 32 XaPAKTEPHHUA CHMIITOM HA OCTHP NAHKPEATHT: MEPCHCTHpAaLLA, MHOTO
cwIHa KopeMHa Oonka. Cnea npekpaTaBaHe HA CUTAIJIMIITHH ce HabmoAaBa OTIIyMABAaHE Ha MAHKpPEaTHTA
(cbC WK 0e3 nogAbLPXKALLO JCUYEHHE), HO B MHOIO PElIKH CayYaHd € ChoOLWaBaHo 3a HEKPOTU3UPALL WK
Xe€MOparM4eH NnaHKpeaTuT W/ WKW CMBPT. AKO UMa CbMHEHHUS 33 MAaHKPEaTHT, TpAOBa [1a ce npekpaTH
npuema Ha KO3umer ¥ Apyrd NOTEHUHUATHO NMOAOIMPAHH JIEKAPCTBEHH MPOAYKTH; aKO CE NOTBBPAM OCTLP




MaHxpeaTHT, npueMbT Ha KO3umeT He TpabBa na ce Bp300HOBABA. HeobdXx0auMO € NoBHLIEHO BHUMAaHHUE
[pH NMalMXeHTH ¢ aHAMHE3a 3a MTaHKpeaTHT.

JlakTaTHa aumpgo3a

JlaxTaTHaTa auMA03a, MHOIO PAIAKO, HO CEPHO3HO METAOOAMTHO YCIOXKHEHHE, HaH-4eCTO HACTHIBA NPHU
OCTpO BJIOIIaBaHe Ha ObLOpeuHaTa QyHKLUA, KapAUo-pecnMpaTopHo 3a00sBaHe UITH CETICHC.
HatpyneaHeTo Ha MeT()OpPMHH HACTBIIBA [IPU OCTPO BiloLIaBaHE Ha OBOpeuHaTa QYHKUUA U YBEIHYABA
pUMCKa OT JlaKTaTHa auuao03a.

B cnyuait Ha aexuapaTauus (TeXKO MOBPBLLAHE, AWAPHUA, TPECKA WIK HAMAJIEH NMPHEM Ha TEYHOCTH)
TpAOBa BPEMEHHO J1a ¢e CIpe NPHEMBT Ha METHOPMHH H € FIPETIOPBUHTENHO [1a C€ YCTAHOBHU BPb3Ka C
MEIMLIMHCKH CTIELIHAJIACT.

[TpueMBT Ha IeKapCTBEHHU MPOAYKTH, KOMTO MOTaT OCTPO Ja yBpeaar 6u0peunara ¢pyHKLUS (KaTO
aHTHUXHIIEpTeH3UBHM cpeacTsa, auypethurd 1 HCIIBC) tpabsa aa ce 3anoyHe ¢ NOBULUIEHO BHUMAHKE MPH
MaUMEHTH, JIEKyBaHH ¢ MeTGOpPMHH. J[pyrd pUCKOBH (AKTOPH 32 JIAKTATHA aUMA03a Ca MPEKOMEPEH
MPUEM Ha aJIKOXOJI, YEPHOAPOOHA HEAOCTATLYHOCT, HEJAOCTATBYHO KOHTPOAMpaH 11aber, keTo3a,
NPOABJDKHTENHO I1agyBaHE U BCAKAKBY ChCTOSHUSA, CBbP3aHH C XUITOKCHS, KAKTO H €JTHOBPEMEHHATa
ynorpeba Ha JIeKapCcTBEHM MPOLYKTH, KOUTO MOraT Aa NPHYMHAT JIAaKTaTHA auuao3a (Bx. Touku 4.3 u 4.5).

[TanmenTure w/unu bonnornegaunre Tpsadea ga 6vaaT MHQOPMHUPAHH 32 PUCKA OT JIAKTATHA ALUAO3A.
JlakTaTHaTa auKMao03a ce XxapakTepH3upa ¢ aluMa03Ha AUCIIHEA, KopeMHa 00/1ka, MyCKYHH KpaMIiy,
ACTEHMSA WU XUIMOTEPMHUSA, NIOCICABAHHU OT KOMa. B ciiy4yai Ha CbMHEHHE 3a CHMIITOMHM NaUUEeHTHT TpabBa
Ja cripe npreMa Ha MeThOPMHH U He3abaBHO Ja NOTLPCH Jekapcka noMoll. J{MarHocTUuHUTE
nabopaTopHHU HAXOAKHM Ca MNOHHKERO KpbBHO pH (<7,35), NOBHiLIEHW HUBA HA MNA3MEHUS JIAKTAT

(>S5 mmol/]) 1 noBUlIEHAa AHHOHHA PAaTUKA ¥ CLOTHOLLIEHHUE NAKTAT/ MUPYRAT.

Hayuenmu c ycmanogenu uny nooo3upany MumoxoHOpHAIRY 3a00A6AHUA:

[Ipn naumeHTH ¢ YCTAHOREHH MUTOXOHAPHATHM 3ab0/19BaHHA, KaTO CHHAPOM Ha MUTOXOHApHATHA
eHLiedanonaTia ¢ NakTaTHa alMao3a ¥ uHeynTonoaodbnu ennzoau (Mitochondrial Encephalopathy with
Lactic Acidosis, and Stroke-like episodes, MELLAS) u nacneacTsex nuabeTt v rnyxora no MaiyHHa JTHHHUA
(Maternal inherited diabetes and deafness, MIDD), Mmer¢dopMHH He ce npenopbuBa NOPagHd PUCKa OT
00OCTpAHE Ha JAKTAaTHA alMA03a M HEBPOJIOMHUYHH YCJIOKHEHHA, KOMTO MOXE [1a JOBEAAT A0 BJIOLIABAHE
Ha 3a00JIIBaHETO.

B cnyuyaii Ha npu3Hauy H CHMITTOMHU, nokasareniu 3a MELAS cunapom unu MIDD, cnea npuema Ha
METHOPMHH, JIeUEeHHETO ¢ METPOPMHH TPpiOBa Aa ce cnpe BeaHara ¥ Aa ce Hanpasu 6bp3a AMarHOCTHUYHA
OLICHKA.

buOpeuHa GpyHKUA

[Ipean 3anousate Ha NeucHHETO TpAOBa Aa ce HanpasH OUeHKa Ha cTORHOCTUTE Ha GFR 1 peaosHo cnen
ToRa (Bx. Touka 4.2). HO3umeT € nporuBonokazaH npu nauuedHTd ¢ GFR<30 ml/muH u Tpabea na 6bae
BPEMEHHO CAPAH NPH HATMYHE HA ChCTOAHHUS, KOUTO NPOMeHAT O10peuHata dyHkuus (BXK. Touka 4.3).

XHANOrnuKeMus




[TawpenTy, noayuasaiuy KO3uMeT B KOMOHHAIIMA CbC CYTPOHUNYDES UITH € UHCYIIHH, MOXE Ja ca
H3JI0JKEHH Ha PUCK OT Xunornukemus. CneaoBareniHo, MOXe 1a € HeoOX0AHMO HaMallABaHE Ha 03aTa Ha

CyIPOHHWTYpeaTa WK Ha UHCYJIMHA.

Peakuuu Ha CBPbLXUYBCTBHTEITHOCT

Mma nocTMapKeTHHrOBY CHODIICHNA 33 CEPHO3HH PEaKLHH HA CBPBXUYYBCTBHTENHOCT MPH MallMEHTH
NEKYBAHHU ChC CUTAIIMIMTHH. Te3W peakLUd BKIKOYBAT aHa(WIaKCUs, AaHTHOEEM H eKC(POSIHATHBHH
CBHCTOSHHUA HA KOXKATA, BIJIIOUMTETHO CHHAPOM Ha Stevens-Johnson. Havanoro Ha te3u peakuyy HacTbIiBa
B PAMKHTE Ha MTbPBUTE TPU Mecela OT 3arnoyBaHe Ha JICUEHHETO CbC CUTAMIMITTHH, HAKOH CJly4yaH
HACTBIBAT CJIe] TLPBATA 103a. AKO C€ NOA03UPA PEAKLIMA HA CBPBXYYBCTBUTENHOCT, IIPUEMBT Ha
IO3uMer TpabBa na ce npekpaTy, TpAOBA Aa CE€ OLIEHAT APYTH MOTEHLHMAIHA IPHYHMHH HA CEOMTHETO K
TpAOBa Ja c€ Ha3HAYM AITEPHATHUBHO JieYeHHUE Ha anabera (BxK. Touka 4.8).

byno3eH nemdurouna

[Tpu maumenTy, npuematlii DPP-4 HHXHOUTOPY, BKIIIOYHMTE/IHO CHTATJIMIITHH, HMA NMOCTMAPKETHHIOBH
choOleHus 3a 0y103eH neMgpurona. AKo uMa CbMHeHHUA 3a Oyno3eH nempurouna, npueMst Ha I03umer
TpsaOBa Ja ce nNpeycTaHOBH.

Onepauus

IO3umeT TpabBa na ce cnpe No BpeMe Ha onepauus noj obuia, cliMHanHa WIK eNUaypajiHa aHecTe3us.
JleuenneTo Moxe Ja Obje Br30OHOBEHO He No-paHo oT 48 yaca cnea onepauyara WIH Bb30OHOBABAHETO
Ha XpaHEHETO MpPe3 yCTa, H NPH ycinoBue 4e 6bOpeuHaTa GyHKIIMA € OlIEHEHA OTHOBO U € YCTAHOBEHO, 4e
¢ ctabHITHa.

[TpunoxeHne Ha HOAUpPAHU KOHTPACTHH BELIECTBA
BeTpecsaoBoTO NPWI0KEHHE HA HOAUPAHH KOHTPACTHHU BEWECTBA MOXE J1a IOBEAE 10 KOHTPACT-

HHAYLMpaHa HedponaTys, ROJICHIA A0 HATPYNBAHETO H& METQOPMHH U MOBHILIEH PUCK OT JIaKTaTHA
auuno3a. FOsumet TpabBa fa ce crnipe npean Wiy nNo speMe Ha npoueaypara 3a odpasHa JHarHOCTHKA U He
TpsaOBa Ja ce Bb300HOBsABA A0 Hail-manko 48 yaca cnieq TOBa, MPH yCAOBHE Ye ObOpeyHaTa QyHKLUA €
OLGHEHA OTHOBO M € YCTAHOBCHO, 4e ¢ ctabunna (Bx. TOUKHA 4.3 ¥ 4.5).

[IpoMsHa B KIHHUYHHUA CTATYC HA NALMEHTH C KOHTPONWpaH Auaber Tun 2
[TaumenTu ¢ anabet Tvn 2, npeau Tosa A00pe koHTponupaH ¢ K)3uMeT, KOUTO pa3BUBAT OTKJIOHEHHS B

nabopaTopHH 110KA3aTENU WK KIHHHYHO 3a0onaraHe (Hal-Be4Ye HEACHO WK ¢nabo aeuHupaHo
3abonaBane) TpaOBa He3a0aBHO J1a C€ OLUEHAT 3a HAJIMMME HA KETOalUM103a WIH NaKTaTHa aluao03a.
Ouenkara Tpsa0OBa /1a BK/IIOYBA CEPYMHHU €NCKTPOJIMTH U KETOHH, KPBBHA 3axap U ako ce Hanara pH Ha
KpbBTa, HUBA HA JIaKTaT, MUPYBAT U MEeTPOPMHUH. AKO Ce MNMOSABY aUMI03a, B KOATO U 14 € opma,
neudenuneTto TpaAbBa aa ce crpe HezabaBHo U TpadBa na ce npeanpHeMar NOAXOAALM TPOTUBOASHCTBALLH
MEPKH.

Heduuut Ha BUTaMKH Bz
MeTtdopMHH MOXKe 132 HAaMaJli CEpYMHHUTE HHBa HA BUTAMHH B12. PUCKBT OT HUCKW HHBA Ha BUTAMMH
B1; ce yBenuyasa ¢ yBeJiM4aBaHe Ha Jo3arta MeTGOPMHUH, NPOABIKUTEIHOCTTA Ha JIEUEHHETO WU
[pK MALMEHTH ¢ PUCKOBU QAKTOPH, 32 KOUTO € U3BECTHO, Y€ MPUYHHABAT ASPUUMT Ha BUTaMUH Bi;. B
CJIyuyaii Ha CbMHEHHe 3a JePUUMT Ha BUTaMHUH B2 (KaTo aHEeMMHs WM HEBPONATHA), CEPYMHHUTE HUBA
Ha BUTaMuH B; TpAOBa na ce npocneassar. [lepuoanuno npocaenssanHe Ha BUuTaMuH B> MoXxe na ce
HAIOXKH MPYA NAUMEHTH C PHCKOBU (akTOpH 3a nePUUMT Ha BUTaMUH Bi,. Tepanuara




TpA0Ba Aa NPOABLIKH, IOKATO CE NMOHACH ACOpe ¥ He € NPOTHBONOKA3aHa, U /14 C€ OCHI'YPH
MOAXOAAIIO KOPUIHPALLO JIEYEHHE 33 Je(PHLIMT HA BUTAMHH B2 B CLOTBETCTBHE C HACTOSAIINTE
KNHHHYHHA HaCOKH.

[loMOUIHH BeLIECTBA
To3u JieKapcTBEH MPOAYKT ChAbpaka no-manko oT 1 mmol Hatpuii (23 mg) Ha TabneTka, T.e. MOXE 1a ce
KaXKe, Y€ MPaKTHYECKH HE CbIbpiKA HATPHH.

4.5 BiaumoneiicTBHe ¢ IPYrH JIEKAPCTBEHA NPOAYKTH H APYTrH GOpPMH HA B3aHMOJACHCTBHE
EnHoBpeMEHHOTO MHOIOKPATHO NpUIaraHe Ha curarmdnTyH (50 mg asa nbTH OIHEBHO) U METPOPMHUH
(1000 mg Aga MbTH AHEBHO) HE € MPOMEHUNO 3HAYUTENHO GapMAKOKMHETUKATA KAKTO HA CHTAIJIHITTHH,

Taka U Ha MeTPOPMHH IpH NAUKEHTH ¢ Araber Tun 2.

He ca u3sbpiiBaHy NpoyuBaHus 32 (papMakOKMHETHYHH JIEKAPCTBEHH B3auMoeHcTeHs ¢ KO3umer; obaue
TAKHBA MPOYYBAHHA Ca NMPOBEKIAHH C OTACTHUTE aKTHBHH BELIECTBA, CUTATIUNTAH H METPOPMHH.

He ce npenopbuBa ChIbTCTRALLA YHOTpeba

AJNKOXON
AJIKOXOJIHATa HHTOKCHKALMA CE€ CBbP3Ba C MOBUILEH PHUCK OT JIAKTATHA aUHA034, 0coDEHO B CITy4aH Ha
rnajayBaHe, HeAOXPaHBaHE WU YyepHOOPOOHA HEAOCTATBYHOCT.

Honnpanu kOHTpacTHH BELIECTBA

IO3uMer TpadBa 3aIB/DKUTENHO 4a C€ Clpe NPeAd WK [0 BpEME Ha npoueaypara 3a oOpa3na
IHarHoCTHKA H He TpAOBa Aa ce Bb300HOBABA 10 Haii-MaNIko 48 yaca cnell ToBa, NP YCIIOBHE Ue
6bOpeunaTa pyHKLHMA € OUEHEHa OTHOBO M € YCTAaHOBEHO, Ue € cTabunna (BK. Touku 4.3 U 4.4).

KomOuHanny, nauckpaluy npena3sHd MEpKH npu ynorpeda

Hsakou nekapcTBEHH NPOAYKTH MOTar 4a ce OTpa3aT HeOIaronpUaTHO Ha 0bOpeyHaTa PyHKUMA, KOETO
MOJKEe 12 YBENHYH PHCKa OT NakTaTHa auugosa, Hanpumep HCIIBC, BKNIOYMTENIHO CENEKTHBHU
uHXHOHTOpH Ha unknookcureHasa (COX) 11, ACE wuxudbutopy, auruoreHsuH Il peuenropHu
AHTArOHMCTH M AUYPETHLH, ocobeHo OpuMKoBHU anypetuiM. [1pu 3anouBaHeTo wiu ynorpebara Ha
TaKHBa NPOAYKTH B KOMOHHALMA ¢ METQOPMHH € HEOOXO0IUMO BHHMATEIHO MPOCNEASBAHE HA
O610peuHara pyHKUMA.

CoobTeTBaLIaTa yNoTpeda Ha AEKAPCTBEHH NMPOAYKTH, KOMTO MOBJIMABAT OOLIKWTE TPAHCIIOPTHH CUCTEMH
B 6bOpeuHuTe TyOYyH, BKIIOYEHH B ObOpeUHOTO enMMHUpaHe Ha MeThOpPMHH (Hanp. MHXUOKUTOPH Ha
opranMvHUA KaTHoHeH TpaHcnoprep-2 [OCT2)/MynTrunekapCTBEHUS M TOKCHH-EKCTPY AMpalll IPOTEHH
IMATE)] karo paHonasuH, BaHACTaHUO, AONYTErpaByUp U LIKMETHAMH ), MOraT A4 [MOBHILAT CHCTEMHATA
€KCITO3ULIHA HAa MeTGOPMHUH M J1a yBeNM4aT pYUCKa OT JlJaKTatHa auuaosa. Tpadea aa ce oOMHCIAT NoOA3UTE
M PHCKOBETE OT ChIbTCTBAllATA yrioTpeba. Tpsabra Aa ce 0OOMUCTIH BHUMATETHO NpOCIcAABaHE HA
MITHKEMHAYHHS KOHTPOJ, aAanNTHpaHe Ha 103aTa B PAMKHUTE Ha MPEnopbuMTENHATA JO3MPOBKA M IIPOMEHH B
JICYEHHETO Ha AHaleTa, KOFraTO TAKMBA ICKAPCTBEHM NPOAYKTH CE€ NPUIIAraT €HOBPEMEHHO.




[ MOKOKOPTHKOMIMTE (MpHIaraHM o CUCTEMEH Y TOKANEH ITbT) 0eTa-2-aroHUCTUTE H IHYPETHLIMTE HMAT
APUCHINO XHTIEPrIIMKeMHUYHO AcHcTBHE. [launenTuTe TpsabBa ga ce MHGOPMHpPAT K NO-4ECTO [a U3MepBar
KPBLBHATA CH 3aXap, 0CO0EHO B HAYAIOTO HA IEHERHETO C TAKUBA JICKAPCTBEHHU MPOAYKTH. AKO €
HeoOXO0AMMO, A03aTa Ha AHTUXHNEPTIHKEMHUYHHUA JICKAPCTBEH MPOAYKT TpAOBa Aa ce aaanTupa rno Bpeme
Ha JIeYeHHKe C ApYyrHs JIEKAPCTBEH NPOAYKT U NPH HETOBOTO NpeKpaTABaHe.

ACE-uHxubHTOpHTE MOTaT 1a NOHIKAT HUBATA Ha KPbBHATA 3axap. Ako e HeoOX0aHMO, 103aTa Ha
aAHTHXHUIEPrIMKEMUYHNA NTeKapCTBEH MPOAYKT TpAOBa aa ce a/jafTyupa Mo BpeMe Ha JISUEHUETO ¢ JpYrus

JIEKAPCTBEH MPOAYKT M [PH HEMOBOTO NPEKPATSIBAHE.

EdexTu Ha ApYTY NeKAPCTBEHU MPOAYKTY BbPXY CHTANTHITTHH

In vitro v KITHHUYHUTE JaHHU ONUCAHU MO-A0AY NPEATIONArar, Y€ pUCKbT OT KIIHHHYHO 3HAYUMH
B3aUMOACHCTBUA NPH €AHOBPEMEHHO MPUIIOKEHHE C APYTH JIEKAPCTBEHH MPOAYKTH € HUCBK.

In vitro npoy4BaHHUs MMOKa3BaT, Y€ OCHOBHHUA €H3UM OTIOBOPEH 32 OrpaHHYeHUs MeTaboMUIbM Ha
curarnunTul € CYP3A4, ¢ yuactue Ha CYP2CS8. [1pu naumenTn ¢ HopmanHa 6n0peuna ¢pyHkuma,
MeTabOIM3IMET, BKIIOUUTENHO W Upe3 CYP3 A4, urpae camo Manka poJis B KJIMPBHCA Ha CHTAIJIMIITHH.
MeTabonu3MbT MOXKe 112 Hrpae NMo-BaXKHa posif NpH CTMMHUHHAPAHETO HA CUTATTIMITTHH B YCJIOBHA Ha OCTPO
OLOpeuHo yBpexaaHe Wi TepMHHaiHa 0bOpedHa HenoctareyHOCT (ESRD). Ilopaau Tazu npuyuya e
BH3IMOXHO MOLIHKA HHXHOUTOPH HAa CYP3 A4 (Hanp. KETOKOHA30/, HTPAKOHA30/1, PUTOHABHUP,
KJIAPHTPOMHLIMH) 13 MPOMEHAT (DapMaKOKWHETHKATA HA CUTATJIMIITHH NPH NALKEHTH ¢ TeXKO ObOpeuHo
yepexxaane unv ESRD. Edexkture Ha moutHuTe CYP3A4 unxuburopu B ycnoeus Ha 6n6peuHo
YBPEXKIAHE HE Ca OLEHABAHM NPU KIMHHUYHO MPOYYBaHE.

In vitro npoy4BaHHA 3a TPAHCIIOPTA MOKA3BAT, Y€ CUTAITMNTHH € CyOCTPaT Ha P-IIIMKOINPOTEHHA U
TpaHCMOPTEpa Ha OpraHuyHy aHHoHM-3 (OAT3). OAT3 MeaUMpaHHAT TPAHCNOPT HA CHUTATJTUIITHH CE
UHXHOHUpa in vitro ot npobeHeuun, BbIPEKH Y€ PUCKDT OT KIHMHUYHO 3HAUUMH B3AHMOACHCTBHSA CC CMATA
3a HUCBK. EgHoBpemenHoTO npunoxesne Ha OAT3 HHXUOUTOPH He € OLUEHEHO in vivo.

Huxnocnopun: [lposeneHo e Npoy4vsaHe 3a OLUEHABAHE HA €(EKTA HA LIMKITOCMIOPUH, MOLIEH HHXUOUTOP
Ha p-I/IMKOINIPOTENHA, BbPXY (PapMaKkOKHHETUKATA HA CUTArJIUNTHH. EAHOBPEMEHHOTO NMPHIOKEHHE Ha
eqMHWYHA nepopanHa ao3a 100 mg cutarnunTvi ¥ eIMHKMYHA NepopaiHa Jo3a 600 mg UUKIOCMOPHH
nosuiiasa AUC U Cpax Ha CHTAMTHNTHH CHOTBETHO € Npubn3uTenHo 29% u 68%. Tesu npoMeHu BLB
¢apMaKOKMHETHKATA HA CUTAFJIMIITHH HE CE€ CMATAT 3a KIIHHUYHO 3HAYMMHU. bEOpeYHMAT KIMpPBHC Ha
CHUTArJIMNTHH HE € 3HAYUTENTHO mpoMeHeH. (CienoBaTenHo, He ce OYakBaT 3HaYMM¥U B3aUMOACHCTBHA C
APYrH HHXUOHTOpYH Ha P-TIMKONIPOTEHHA.

EdekTH HA CHTArJIMNTHH BLPXY APYIM JIEKAPCTBEHH NPOAYKTH

Hueoxcun: CATarmvMnTuH UMa ciiad edekr BopXy IU1A3MEeHATa KOHUEeHTpauusa Ha AurokcHH. Cnen
npunaradero Ha 0,25 mg AMrokcuH egHoBpeMeHHO ¢bC 100 mg cUTarnMNTUH AHEBHO B POABIDKEHUE Ha
10 aHu, mnazmedara AUC Ha aAUrokcuH Hapactea cpeaHo ¢ |1 1%, a rumaameHnara Coax cpeato ¢ 18%. He ce
MpenophLYBa KOPUIMPAHE Ha 103aTa JUIMOKCUH. B ChIIOTO BpeEMeE, MALIMEHTUTE C PUCK OT JUMOKCUHOBA
TOKCHUYHOCT TpAOBa aa ObAaT NpocaeasiBaHU 3a TaKapa, KOraTo CHTArJIMNTHH U JJUFTOKCHH e NPUIarar

€ AHOBPEMEHHO.




In vitro faHHMTE MTOKA3BAaT, Y€ CUTAIIMOTHH HE MOTHCKA U He urayuupa CYP450 wzoeHaumure. Ipu
KJIMHAYHM NTPOYYBAHHA CHTATJTHITHH HE NMPOMEHA 3HAYMMO (PapMaKOKHWHETUKATAa HA METQOPMHUH,
rnnbypua, CHMBAacCTATHH, PO3KIJIMTA30H, BaphapHH WK NEPOPATHH KOHTPALIENTTHBY, AABAHKHU In Vivo
[IaHHH 32 MaJIKa BEPOATHOCT OT NpeAU3BUKBAHE Ha B3aUMOACHCTBHSA Cbe cybcTpatn Ha CYP3A4,
CYP2C8, CYP2C9 u tpancnoprepu Ha opraii4Hd Katuonu (OCT). Curarnunrux Moxke aa 6bae cnab
UHXHOHUTOP Ha p-rIMKONPOTEHHA in VIVo.

4.6 DeprHanTer, opeMeHHOCT H KLpPMeEHe

bpeMeHHOCT
Hsima noctaThyHO AaHHM OT ynioTpebaTa Ha CHTarIMITTuH nNpyu OpeMeHHH KeHH. [IpoyuBaHuA NpH
’KHBOTHH MOKA3BaT PENPOAYKTHBHA TOKCHUHOCT MPKH BUCOKH 03U CHTATIUIITHH (BXK. TOYKA 5.3).

OrpaHHueHWTe JaHHU [peaonarar, ye ynorpedara Ha METQOPMHH NIPH OpEMEHHHM HE € CBLP3aH ¢
MOBMILEH PHCK OT KOHI€HUTAIHH MangopMauuu. [lpoyvusanusaTa ¢ METHOPMHH TNIPH 5KHBOTHU He
MOKA3BaT BpeAHU €EKTH BbB BPb3Ka C OPEMEHHOCTTA, EMOPHOHANHOTO 4 (PEeTaNHOTO pa3BUTHE,
PAKIAHETO WM MOCTHATAIHOTO pa3BUTHE (BK. TOuKa 5.3).

iO3umeT He TpsAOBa /1a ce U3rnon3sa no Bpeme Ha OpemeHHOCT. AKO NMauMeHTKaTa ucka aa 3abpemeHee Miu
aKO HacTbHW OpeMEHHOCT, NeHeHUueTo TpAOBa Aa ce npekpaTH ¥ NauUMEeHTKATa Aa IPEMHHE Ha JIeueHHeE C
MHCYJIMH BB3MOXHO Hal-CKOpO.

KnpmeHe

He ca npoBexaaHH NPOY4BAHUS NPH KHPMELLHK KHUBOTHU C KOMOHHHPAHHUTE aKTHBHH BELLECTBA HA TO3M
nekapcereeH npoaykt. [Ipy npoyyBaHHs NPOBEXKAAHM € OTACTHUTE AKTHBHH BELLIECTBA U CUTAIIMITTUH, U
METGOPMHH C€ EKCKPETUPAT B MAAKOTO Ha NaKkTupallu misxose. [1pu xopa MeThOpMHUH Ce eKCKpeTHpa B
KbpPMAaTa B MAJIKM KoJiyecTBa. He € U3BECTHO Jajli CUTarJIMIITHH €€ €KCKPEeTHpa B KbPMarTa.
Cneposarenno KO3uMeT He TpAOBa 1a ce H3MOA3BA NMPH XKEHH, KOUTO KbPMAT (BXK. TOYKA 4.3).

DepTHIAUTET
JlaHHHTE OT NPOYUBaHWA MPHU KUBOTHH HE MPEANOAraT BIHIHHE BbPXY (PEPTHIMTETA HA MBXKKH U
XKEHCKH TLUIbXOBE [1pY TPETUPAHE CbC CUTATTUITTUH. JIUNCBaT JaHHU NpH Xopa.

4.7 EdexTn BbpXy cnocodnocTTA 32 lIodHpaHe H paboTa ¢ MAMIHHH

KO3uMeT He NMoBAKABA WIH NOBIHABA NpeHebpexxumo crniocodHocTTa 3a mogupaHe ¥ pabora ¢ mauiuHu. B
CBLIOTO BpeMe MpH wodHupaHe wiu pabora ¢ MallliHH, TpSORA Ja ce UMa NpEeABU, Y€ NPH CUTATIHUITTHH
ca JOKJIaABaHY Cly4yal Ha 3aMaiiBaHe M CHHIHBOCT.

OceeH TOBa, nalyeHTUTE TPAOBA Aa CE NpeAYyNpeXKAaBaT 3a pPUCKa OT XUMNOrTHKeMHus, koraTto FO3uMeT ce
H3MO03Ba B KOMOHHALMA ChC CYAPOHHITYPEHHO MPOU3BOAHO MIIH C HHCYJ/THUH.

4.8 HexenaHn jJekapcTBeHH peaKnHH

Pestome Ha rpoduaa Ha HezonacHoCT
Hsama npoBeaeHH TepaneBTHYHH KNAWHMYHM NpoyuBaHus ¢ I03umer Tabnetky, Ho OMOCKBUBAIEHTHOCTTA
Ha KOMOHMHAUMA OT CHTArJIMNTHH U METHOPMHUH € 10Ka3aHa MPH €AHOBPEMEHHOTO [PUIIOKEHHE Ha

CUTarJIMNTHH 4 MeThOPMHH (BXK. TOUKa 5.2).




CboO1aBaly ca CEpHO3HY HEWKEIAHH PeaKiIMK, BKIIOYUTEIHO NNaHKPEaTUT U PeaKLMU Ha
CBPBXUYBCTBUTENHOCT. Cb0o0ilaBaHa € XMNOTIMKEMUA TPYH KOMOHHALMA ChC CYJIPOHITYPEHHO
npou3zsoaHo (13,8%) u ¢ nacyaun (10,9%).

CHUTArTMITHH U MeTHOPMHH

Tabruven cnucwvk Ha Hedceaanume peaxyuu

Hexenanute peakuui ca w3bpoeru no-aony ¢ npenopbysaHure o MedDRA TepMHHH cnopen CHCTEMO-
opraHHa knacudukauus H abcomotHa yecrora (Tabauua 1). Ilo yecToTa ce onpeaensT Karo; MHOroO YeCcTH
(=1/10), yectu (=1/100 no <1/10), veuecru (=1/1 000 oo <1/100), peaxu (=1/10 000 oo <1/1 000), MuOrO

peaku {<1/10 000) 1 c Hen3secTHa YecToTa (OT HATUYHUTE JAHHU HE MOXe Aa Obje HanpaBeHa OLICHKa).

Tabauua 1: Yecrora Ha HOXKENAHNTE PEAKIHHE YCTAHOBEHH N0 BpeMe HA H1aKeb0-KOHTPOIRpPAHH
KJIRAHHYHH NPOYYBAHHA CbC CATATJIANTHH H MeTHOPMHH CAMOCTONTEAHO A NIPH
NOCTMAPKETHHTOBHE ONAT

Hexenana peaknus HecToTa HA HEXKETAHATA PEAKIHA

HapymieHnd HA KPLBTA H AUMPHATA CHCTEMA

TPOMOOLUTONEHUSA peaKH

Hapymenus HA HMYHHATA CHCTEMA

PEAKIMM HA CBPBXYYBCTBHUTEIHOCT, BKJIKOHHTETHO ¢ HEW3BECTHA YECTOTA
*
aHaWUIAKTHYHH OTTOBOPH

Hapymenus Ha MeTA001M3IMA H XPAHEHETO

XUnoriuKkeMus' YeCcTH

HaMaJleHHe Ha HUBaTa Ha BUTamuH B/ nepmuur’ 4YEeCTH

Hapynienns HA HEpBHATA CHCTEMA

CBHJIHBOCT HEYHCCTH

PECIalﬂTﬂpHH, rpPoiHHA H MEAHACTHHAJIHH

HAPYIIEHHSA
HHTEpCTHLMATHA GenoapobHa Gonect C HEM3BECTHA YE€CTOTA
CromManiHo-4upeBHH HAPYIIEHHA
AHapus HEYECTH
rajcHe YECTH
_aaryneHuus 4YecTu
3aneK HEYeCTH
Oonka B ropHaTa 4act Ha kopema HEYeCTH
MOBpbLIAHE YECTH
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OCTbP MAHKPEAaTHT

C HCH3IBCCTHA YCCTOTA

patanieH U HedaTaleH XEMOparu4eH M
HEKPOTU3HPALIl MAHKPEaTHT *'

C HCH3BECTHa HCCTOTa

HapyuieHns HAa K0OXKATa H NOJKOXKHATA THKAH

_n_pypmyc' HEYeCTH
aHruoegem ' C HEM3BECTHA Y4eCcTOoTa
obpus’,t C HEM3BECTHA YE€CTOTa

ypTHKapHs -

C HCH3BCCTHA YCCTOTa

KOXEH BACKYJIUT '

C HCH3BCCTHAa YE€CTOTAa

ekcONHaTHBHH KOXHM 3a0019BaHus, BKIIOYUTENHO
cHHApoM Ha Stevens-Johnson ™'

C HCH3BCCTHA HCCTOTA

6ynosen nemguroua’

C HCHU3BCCTHA YECTOTA

Hﬂpyl]]EHllil H& MYCKY/THO-CKCJIETHATA CHCTCMA H
ChHEAHHHTE/JIHATA ThKAH

apTpanrusg

C HCH3BCCTHA YCCTOTA

MUAITHA

C HCH3BCCTHaA HCCTOTAa

Goaka B kpaitHHuuTe

C HCHU3BECTHA 4Y€CTOTa

6onka B ropba’ C HEM3BECTHA YECTOTa

apTpoONaTus C HEM3BECTHA YECTOTA

Hapyuienns na 0b0pennTe H IHKOYHHTE MbTHIA

HapyiueHa 6b0peuHa GpyHkuus C HEM3BECTHA 4YE€CTOTa

ocTpa 6bOpeyHa HEIOCTATBYHOCT C HCM3BECTHA YE€CTOTA

"Hexenanute peakuuy ca HAEHTHOULMPAHH 10 BPEME Ha MOCTMApKETHHIOBOTO Hab ll0eHHe.
" Bux TouKa 4.4.
! Bukre npoyuearemo 3a 6€30nacnocm no OmHOWERUE Ha CbpoeuHo-cvoosama cucmema TECOS no-

aony.

OnucaHue Ha U30paHH HeKENAHW PEAKLIMU

Hakon Hexxenanu peakuuu ca HabnoaaBaHH NO-4€CTO NPH NMPOoy4YBaHHA 3a KOMOMHUpaHa ynotpeba Ha
CHTArJIMITTHH U METPOPMHH C APYrd aHTUANMAOETHH NIEKAPCTBEHH NPOAYKTH B CpaBHEHHUE C MPOYUBAHUA
Ha CUTArJIMNTHH U METGOPMHUH CAMOCTOATENHO. Te BKIOYBAT XHNOTTIUKeMHs (KaTeropus Ha 4ecToTa
»MHOrO HECTH” ChC CYAPOHHNYPEHHO NPOU3BOAHO WIH MHCYJ/IMH), 3aNeK (,4EeCTH CBhC CYJIPOHHUNYPEHHO
NPOU3BOAHO), nepudepeH oToK (,,UeCTH ¢ NHOTIUTA3OH) U raBobonre u cyxoTa B ycTaTa (,,HeuecTH ¢
HHCYJTHH).

Cumaznunmun
[1pu npoyusaHus BbPXy MOHOTEpPANus ¢bC CHTArIMNTHH 100 mg BeAHBXK AHEBHO CAMOCTOSTEITHO B
cpaBHEHHME ¢ Lianebo, CboOLIEHNTE HeXENaHN peakLUMH ca rnaBodonue, XUIOrIMKEMHK, 3aNEK U
3aMaiiBaHe.
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Cpen Te3H NalMEHTH HeXeNaHuTe ChOUTHS, ChOOLLIABAHH HE3ABUCHMO OT IPHYHHHO-CJIEACTBEHA BPh3Ka C
JIEKAPCTBEHMS NMPOAYKT, C YecToTa Hal-Maliko 5%, BKIHOYBAT HHEKLMH HA TOPHUTE AAXATENIHM ITHTHILA
1 HazodapuHrut. OcBeH TOBa, ca CbOOIIEHH OCTEOAPTPHUT M H0/IKa B KpalHULIMTE, C YECTOTA HEYECTH
(>0,5% mno-BHCOKA Cpell YYACTHULIMTE, MOAYYWIH CUTACTIANTHH, OTKOJIIKOTO Ta3H B KOHTPOJIHATa rpyna).

Memdopmun

CToMallHO-4peBHH CHMITTOMHM €a CHOOILIABAHM MHOTI'O YECTO NPH KIMHHUYHHA NPOYUYBAHHSA H TIPH
NOCTMAPKETUHroBaTa ynorpeda Ha MeTdopMHH. CTOMAILHO-YPEBHUTE CUMITTOMH KAaTO TaJICHeE,
noBphilaHe, AMapHua, Homnka B kopeMa U 3aryba Ha aneTUT ce MTOABABRAT [0-YECTO MPH 3aMOYBAHE HA
JIEYEHHUETO W B MOBEYETO CAYYAH NMPEMHHABAT CIOHTAHHO. JJOMBJIHMTETHH HEXETaHW peaKkUHH, CRbP3aHHK
¢ MET()OPMHUH, BKIKOUBAT METAJIEH BKYC (YE€CTH); laKTaTHA alUMA03a, HapylUIeHHA Ha yepHoApoOHaTa
GYHKLMSA, XeNaTUT, YPTUKAPHS, epyUTEMA M CbpOex (MHOIo peiku).

Karteropuure no 4ecToTa ce OCHOBaBAaT HA HANKM4HAaTa HHGOpMauud B KpaTkaTa XapakTepucTHKA Ha
NpoAyKTa Ha MerdhopMUH, o00peHa B EC.

[leguaTpyuHa nonyaatius

B KWIMHHYHH OPOYYBAHHA C KOMOUHALIMA OT CUTArIMATHH U MET(MOPMHH TIPH NEJAATPUUHUA NAUMEHTH ChC
saxapeH aguaber Tun 2 Ha BB3pact ot 10 10 17 roandu npoduIbT Ha HEXKENAHUTE PEAKLIMH KaTO LSO €
CpaBHHMM € TO3H, HaOnKAaBaH NpH BB3pacTHH. [Ipy neaaTpHUHH MaLHEHTH, KOUTO Ca WK HE ca Ha
OCHOBHO JlIeYE€HHUE C MHCYIIUH, CUTATJIMIITHH CE€ CBBP3BA C MOBHILEH PUCK OT XUIIOTJIHKEMMUA,

IIpoyusane 3a bezonacHocm no omHowenue Ha cvpoeuno-cvoosama cucmema TECOS

HinuTBaHeTo, OLIEHARALLO ChPACYHO-CBAOBUTE PE3YIITATH MPH JIEUEHHUE ChC cUTAraMnTUH (Trial
Evaluating Cardiovascular Outcomes with Sitagliptin, TECOS), sxntousa 7 332 nalMEHTH, JJEKYBaHH CbC
100 mg curarnunTUH a8eBHO (MK 50 mg NHEBHO, aKO M3XOAHWTE CTOMHOCTH HA H3YHC/IEHATa CKOPOCT Ha
rnomepyna unrpauus (€GFR) ca >30 u <50 ml/mun/1,73 m?), 1 7 339 nauuenTn Ha n1aueto B
intention-to-treat (ITT) nomynauuara. JIpete neueHus ca nobapeHu xkbM 0ONYARHHUTE MPUKM ChITACHO
MeCTHHTE cTaHaapti 3a HbA . u cxpaeuHo-cba0oBH pucKoBH hakTopu. ObwaTa yecTora Ha CEPHO3HUTE
HeXeJJaHH ChOMTHUSA NPU NALMEHTH, NOJYYABALLM CHTAFTTMIITHH, € CXOAHA C Ta3H NPH NIALHEHTUTE,
MoJiy4asally ruateoo.

B intention-to-treat monynauMgaTa cpea NauUMEHTUTE, KOUTO HM3MON3BAT UHCYIWH WK cyJipOHUITYpes Ha
M3XOJHO HHBO, YECTOTATA Ha TEKKA XHIMOTJIUKEMHUA € 2,7% NpH NalUEHTUTE, JIEKYBAHH CbC CHTArJIMMTHH
u 2,5% npu nauueHTHTE Ha rU1auedo; cpea nauMeHTHTE, KOUTO HE U3IO0M3BAT HHCYAHH W/ HITH
cyiPOHUAYpES HA U3XOAHO HUBO, HECTOTATA HA TeXKa XUnoraukeMus € 1,0% npu nauueHTUTE, NEKYRBaHM
c¢be curarnunTii U 0,7% npu naudeHTUTE Ha Naauebo. YectoTara HA NOTBEpACHH CHONTHA, OTAABAHHM HA
naHkpeartur, ¢ (,3% npu nauMeHTHTE, NEKYBaHU CbC CUTAMMUNTHH K 0,2% npu nauueHTHTe Ha ruiauebo.

Cuobli1aBaHe Ha NONO3UPAHMN HEXKENAHU PEAKLIMH
CpobuiaBaHeTo Ha NMOJO3HWPaHU HEXKETAHH peaKLMM Clell paspeluaBaHe 3a ynorpeda Ha 1eKapCTBEHUS

NPOAYKT € BaXKHO. TOBa MoO3BOABa Aa NPOABLIDKA HA0NIOAEHHETO HA CHOTHOLLIEHHETO 10J13a/pUCK 3a
JIEKapCTBEHHA NpoayKT. OT MEAYLIMHCKHTE CNELHATMCTH CE H3UCKBA Ja choOLIaBaT BCAKa NoA03MpaHa
HeXXEJIaHa peaKiLiug Ype3 HALMOHAIHA CHCTEeMA 3a ChobillapaHe KbM HM3MwIHUTENTHATa areHUA 110
nekapcTsaTa, yi. ,,Jlamax Fpyes” Ne 8, 1303 Codus, Test.: +35928903417, yebcait: www.bda.bg.

4.9 Ilpexosupane
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[Tpu KOHTpOAMPAHH KIMHHYHYA NTPOYYBAHUSA CbC 3APABH YYACTHHIIH CE NPUIAraT eAHOKPATHH AO3H A0
800 mg curarnunTuH. MuHuManHo yabmkasaHe Ha QTc, KoeTo He ce CuHTa 38 KITHHHYHO 3HAYMMO, CE
HaOJl0aBa pu eAHO npoyuBaHe ¢ 103a ot 800 mg curarnunruH. Hsama onut ¢ 1o3u Han 800 mg npu
KIMHUYMHHE nipoyuBaHud. [Ipy npoyusanusg @a3a I ¢ MHOrOkpaTHO npujaraHe, HaMa CBbp3aHy ¢ 103aTa
IVIMHUYHY HEXKENaHK JIEKapCTBEHH peaKLMY, HabnogaBaHu NPH CUTArAUNTHH ¢ 034 a0 600 mg aHeBHO
3a nepronu Ao 10 guu u 400 mg nHesHO 3a nepuoau no 28 AHM.

"onsamo npepo3upase ¢ MeTHopMHUH (MK €AHOBPEMEHHO ChILECTBYBALIl PUCK OT JIaKTATHA allHA03a)
MO3KE 12 JOBEE [0 JIaKTaTHa alia03a, KOATO € ClelleH MEJUIIMHCKH Cllyuai ¥ TpsaOBa 1a ce 1eKyBa B
6onuuua. Hai-epeKTHBHHAT METO 32 OTCTPAHABAHE HA JIAKTaTa H MeTHOPMHHA € XEMOAHAIHN3ATA.

[Tpu xn1HHUYHM nIpoyuBaHus npuOnu3uTenHo 13,5% ot no3ara ce oTCTpaHgBa NPH NpoAb/XaBalla 3- 10
4 yaca xemoaAuaTn3Ha cecus. [1pn npeLieHka 3a KIMHUYHA HEOOXOAUMOCT MOXKE [1a CE NpEANIPpUEME ITO-
MPOAL/DKUTENHA nuanu3a. He € M3BeCTHO aanu CHTarnMnNTUH ce ZHATH3Kpa [PH NEPUTOHEATHA JHATH3A.

B cayuaii Ha npego3Hpane € NoAXOAALIO [a ce MpearnpHeMaT OOHKHOBEHHTE NOAABbPKALLH MEPKH, KaTo
OTCTpaHABaHe Ha HeabcopOupaHHUs MaTepyan OT CTOMALUHO-YPEBHUSA TPAKT, KIIMHUYHO HabMl0aeHue
(BKJIFOYHMTE/THO M eNleKTpoKapAHorpama) M Mpy Hy»X/1a 3ano4BaHe Ha NOAIbPXKAaLLO JieueHu’e.

5. @®OAPMAKOJIOTrHYMHU CBOMCTBA

5.1 ®PapmakoaHHAMHYHH CBOHCTBa

dapmakoTepanesTH4YHA rpyna: AHTHAAA0ETHH JieKapcTBa, KOMOMHALMU OT NEepOpaHM JIEKApCTBRa 3a
HaMaJisBaHe Ha KpbBHaTa 3axap, ATC koa: AT10BDO7

FO3umeT koMOMHHpa ABA AHTHXHINIEPTITMKEMHUUYHY JIEKAPCTBEHH MPOJIYKTa ¢ JONMBJIBAIL C€ MEXaHM3BM Ha
AeiicTBHE 3a NoAOOpABAHE HA MHKEMUAMHHA KOHTPOJ MPH NALMEHTH ¢ AMa0eT THN 2 CUTArTMIITHH ,
aunentuaun nentugaza 4 (DPP-4) uuxuburop u METQOPMHUHOB XHAPOXJOPU, NMPEACTABMTEIN Ha Kj1aca Ha
OUrBaHUIUHUTE.

CHTarjiunTuH

Mexanuzvm na oeucmeue

CHTarnunTHH € NnepopajHO aKTHBEH, MOLLIEH U BUCOKOCENIEKTHBEH MHXHOUTOD Ha €H3HMa AMTICIITH M
nenrujgasa 4 (DPP-4) 3a neuenne Ha guaber tun 2. Huxuburopure Ha DPP-4 ca knac BelecTra, KOUTO
JEHCTBAT KaTo eHXaHcepu Ha UHKpeTuH. Upe3 nHxubOHUpaHe Ha enzuma DPP-4, curarnunTyy noskiuliasa
HUBATa HA JBa U3BECTHU AKTHBHH HHKPETHH XOPMOHA, roKaroH-noao0Hus nentua-1 (GLP-1)
rMIOK03a-3aBUCUMHA HHCYaMHOTponeH noaunentua (GIP). MukpetuHuTe ca yacT ot eHgoreHHa cUCTEMa,
yyacTBauia BbB (PM3IHOJIONHYHATA perylaimua Ha rlIOKO3HaTa XoMeocTtasa. Koraro KOHUEHTpaUuMMuTe Ha
KpLBHATA 3axap ¢a HopMajiHu U moBumeHH, GLP-1 u GIP 3acunBar cuHTe3a U ocBOOOKAABAHETO HA
MHCYNHUH OT maHKpeaTHUHUTE OeTa-KneTku. OceeH ToBa, GLP-1 HamansiBa cekpeuMaTa Ha MNIIOKaroH ot
MaHKpeaTUUHHUTE aida KIETKH, BOACHKH 10 HAMAJIEHO MPOU3BOACTBO HA YePHOAPOOHA rimoko3a. Koraro
HUBaTa Ha MIOKO3a B KPbBTA Ca HUCKH, OCRODOXKIABAHETO HA UHCYJIHH HE C€ CTUMYJIBPa U CeKpELUATA HA
MJIFOKATOH HE ¢€ NMOoTHCKa. CHTArJMIMTHH € MOLLEH U BUCOKO CEIIEKTHBEH HHXHOUTOp Ha eH3uMa DPP-4 u




CHUTArJIMITTHH C€ pa3/iv4yaBa Mo XMMHUYHA CTPYKTYpa H (PapMakoIOrMHYHO AEUCTBHE OT aHano3uTe Ha GLP-
1, MHCYJIHH, cyipOHHIYpes WK METTUTHHHAN, OUrBaHUIWHH, arOHHCTH Ha aKTUBUPAHHUS OT NEPOKCH3OM
nponudeparopa rama-peuentop (PPARY), anda-rinoko3ugazHu MHXHOMTOPH H aHAJIO3HM HAa aMHITHH.

[Ipu ABYqHEBHO MPOYYBAHE HA 3[PaBHU YYACTHULIM, CUTATJIUITUH, [IPUJIOKEH CAMOCTOATETHO, TOBHLLIABA
axtiBHaTta GLP-1 KoHUEeHTpauus, 10KaTo METPOPMUH MPUITOKEH CAMOCTOATEIHO, MTOBHLIABA aKTHBHATA
¥ obuiara GLLP-1 KoHUEHTpaUHa B CXOAHA CTEIEH.

EaHoBpeMeHHOTO NpHiaraHe Ha CUTArJMITHH U MET(POPMUH UMa alUTUBEH €dEKT BbPXY aKTUBHATA
GLP-1 koHueHTpauma. CHTarnmMnTHH, 3a pa3jiika ot METQOPMHH, IopKLlaBa aktueHata GIP
KOHLICHTPALIUA.

Knunuuna edpuxacnocm u bezonacnocm
KaTto usno, cHTarjMnTHH nogobpasa MMKEMHYHAS KOHTPOJI, KOraTo ¢e M3N03Ba KATO CAMOCTOATEITHO

WM KOMOHHHpaAHO JIeYEeHHE NMPH Bb3PacTHU MalMEHTH ¢ anaber Ty 2.

[Ipn KAMHHUUHKM MPOYYBAHMA, CUTAITUIITHH KATO MOHOTEpanuMs nooopaBa rNIMKEMHUYHHSA KOHTPOJ Ype3
3HAYUTEAHO HaMaIeHUe Ha XeMor100MH A (HbA ) ¥ rimoko3ara Ha rnaaHo M cnej XpaHeHe.
Hamanenuero Ha rmasMeHara riwko3a Ha riagHo (FPG) e HabnwonasaHo Ha 3-Ta ceaAMULA, ThpBATa
BpeMeBa TOYKa, B KoATO € uamepeHa FPG. Habnoaaranara yectota Ha XMNOTJIMKEMHA 1IPH NMAUMEHTH,
NEKYBaHH CbC CUTArJIMITUH € noaobHa ¢ Tazu nipu waunebo. TenecHOTo TErno He Ce € YBETHYHIIO CTIPAMO
M3XOAHHATE CTOMHOCTH NPH JIeYeHHe Che cHTarmmTuH. HabnoaasaHo € noaodbpeHue Ha CyporaTHyTe
MapkepH Ha QyHKUHOHUpaHe Ha Oera-kieTkure, B ToBa 4ucao HOMA-B (XomeocTraseH Moaen 3a OUEHKa-
B), CbOTHOLLIEHHETO HA MPOUHCY/IMH KbM HHCYJIUH U MOKA3ATE/IUTE 33 PEAKTUBHOCT HA O€Ta-KJIETKUTE TIPH
TECTa 3a TOJIEPAHTHOCT [IPH YECTO AABAHE HA XpaHa.

[IpoyuBaHKs CHC CUTAMTUITUH B KOMOUHALMS ¢ METHOPMHUH

[Tpu 24-ceAMUYHO MIALEOO-KOHTPOMPAHO KIIHHMYHO NTPOYYBAHE 3a OLEHKA Ha e(pUKACHOCTTA H
Oe3onacHocTTa NpH AobassHe Ha cuTarnunTdH 100 mg BeAHDK AHEBHO KbM CHUIECTBYBALLO NEUEHHUE C
MeT(OPMHH, CUTAITUIITHH OCHIYpABa 3HAYUTENHO NoAOOpEHHEe HA MUKEMHYHUTE IAPAMETPH B
cpaBHeHHe ¢ ruauebo. [IpoMsaHaTa cnpsMo U3XOAHUTE CTOMHOCTH Ha TEJIECHOTO TEM0 € NoaobHa npu
MaUHEHTH, JIEKYBAHH CbC CUTArAMNTHH cnpaMo rutauebo. Ilpu Tosa npoyuyraHe uma nogobHa yecToTa Ha
CY4aH Ha XHITOTJIMKEMHS MPH NaLMUEHTH, JIEKYBAHH CbC CUTATJIHITTHH WIH miauebo.

[Tpu 24-cepMuuHO rauedo-koHTpoNHpaHo GakTOpaIHO NPOYYBAHE HA HAYAJTHO JICYEHHUE, CHTAITUNTHUH
50 mg asa nbTH AHeBHO B KOMOMHauMA ¢ MeTdopMuH (500 mg unu 1 000 mg asa nbTH OHEBHO) ce
[MOCTHIA 3HAYHTETHO MOAOOPEHHE HA TMUKEMHUYHHUTE NAPAMETPH B CPABHEHME C BCAKA MOHOTEPAITHA.
HaMaieHHeTO Ha TENECHOTO TErno npu KOMOMHALMATA CUTATJIMITHH H MeTQOPMHH € NoA00OHO Ha TOBa
HabJionaBaHO NMpH METHOPMHUH CaMOCTOATEIHO HMITH MnaLedo; HAMA NPOMAHA COPAMO H3XOJHHUTE
CTOIHOCTH NMPH NaLMEHTH Ha CUTArTUIITUH CAMOCTOATENHO. YecToTaTa Ha XMNornukeMus € noaobHa cpea
JEKYBaHUTE I'PYIIH.

[IpoyuBaHe cbhC CUTAIIMITTHUH B KOMOUHAaLMg ¢ MeTHOPMUH U cyndoHunypes
24-cegMHYHO IUIALEO0-KOHTPONUPAHO KIIMHHYHO NPOYy4YBaHe € IUIaHWPaHo [a OueHH e(PUKACHOCTTA U
OeszonacHocTTa Ha cuTarnunTUH (100 mg BeiHBK AHEBHO) NPHOABEH KbM rMUMENUPUAR (CAMOCTOATE/THO
Uiy B koMOHHauua ¢ MetopmuH). JlobassaHeTO H2 CUTANTMNITHH KbM INTAMENUPHA U MET(OPMHUH,
OCHIYpABa 3HAYUTEJIHO NoA0OpeHue HA INMUKEMUYHHTE napaMeTpu. [lauuerTure, jiekypa
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CHTarTMNTHH UMAT ¢J1abo nopuiieHUe Ha TenecHoTo Terno (+1,1 kg) B cpaBHEHUE C TE3H, MOJYYaBAIH
rranedo.

[TpoyuBaHe cbe cHTAMTANTHH B KOMOUHanus ¢ Mmerdopmun U PPARY aronucer

26-ceIMHUYHO TL1aLE00-KOHTPOJIMPAHO NPOYUYBAHE € NPEAHAZHAREHO 1a OLEHH €PUKACHOCTTA H
Oe3onacHocTTa Ha cUTArTUITHH (100 mg BeaHDBXK AHEBHO), N0OABEH KbM KOMOMHALIMA HA [THOTJIMTA30H K
MeTdopmiH. /JobaBaHETO HA CUTAITUIITHH KbM MUOTJIMTA30H U METGOPMHUH, OCUTYPABA 3HAUMTETHH
nogoOpeHnus Ha MIMKEMUYHATE napaMeTpu. [IpoMaHaTa B TECCHOTO TErjIO0 OT M3XOAHO HUBO € Nogo0Ha
Ha Ta3W MPH NALKMEHTH, 1eKyBaHH CbC CHTArJUMNTUH, B CpaBHEHUE ¢ u1auedo. Hecrorara Ha
XMIMOTAUKEMHA CBILO € NOA0OHA NpH MaLUeHTUTE, JIEKYBAHH ChC CUTATTIMITHH WM IU1auedo.

[IpoyyBaHe HA CUTATIUOTHH B KOMOUHALWSA ¢ METHOPMHAH M MHCYJIUH
24-cegMUYHO MN1aLEe00-KOHTPOJHUPAHO KIMHWYHO NMPOYYBAHE € NMPEIHa3HAYEHO A OLEHH €(PeKTHBHOCTTA

u Oe3onacHocTTa Ha cyutarnunTuH (100 mg BeaHBLK AHEBHO) N0OaBEH KbM MHCYIUH (Npy cTabuiHa n03a
3a Ha-Maiiko 10 ceamuum) cbe win 6e3 merdopmut (Hail-manko 1 500 mg). [1pu naumenTH, npremaluu
nApeABRapHTEIHO CMECEH HHCYNIUH, cpeaHara AHeBHa ao3a ¢ 70,9 U/auesHo. [Ipu nauuenTH, npuemaiuu
HECMECEH NPEABAPUTENHO (MEKAWHEH/IPOABIDKUTETHOACHCTRALL) HHCY/MH, CPEAHATA JHEBHA 1034 €
44,3 U/nneBHo. Jlanuute ot 73% OT NalMeHTUTE, KOUTO ca NpueManid MeTQOpMHUH ca NpPeACTaABeHH B
Tabnuua 2.

HobaBaHETO HA CHTAMIMIITHH KbM HHCYJIHH OCUIYpABa 3HAUUTENHO NOA0OpEHUE HA [TIHKEMHYHHUTE
napaMmeTpu. Hama 3HauMTenHa NpoOMSAHA B TEJIECHOTO TErNIO OT W3XOAHOTO HHBO B ABETE I'PYIIH,

Tabauna 2: Pesyarartun 3a HbA . npr n1anefo-kOHTpOIRpaARHE NPOYYBAHHS ¢ KOMOHHHPaAHO
JedenHe ChC CHTAIINOTHA H MeTQopMHEH™*

Cpeann Kopurupana, cnpsamo
. Cpeana npoMaHa
CTOHHOCTH Ha naanebo, cpeana
IlpoyuBane COPAMO H3IXOAHO o
M3XO0/HO HHBO B0 HbA 1 (%) npomsana na HbA;. (%)
HbA . (%) ) (95% CI)
Curarauntid 100 mg
BEAHDBXK JHEBHO, N00aBeH 2 0 07 0.7
KM (POHOBA Teparnus ¢ ' ' (-0.8, -0.5)
metdopmun' (N=453)
Curtaraunrud 100 mg
BEIHBIK JHEBHO, 100aBEH
kbM (OHOBaA Tepanus ¢ : -0.9"3
8.3 -0.6
rIUMENUpUI + (-1.1,-0.7)
METHOPMHUH
(N=115)
Curarauntud 100 mg 8.8 -1.2¢ -0.713
BEIHBXK JHEBHO N00aBeH (-1.0, -0.5)
KbM (POHOBA TEpamnus C
MUOTJIMTA30H +
MeThopmuH'
(N=152)
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CutarnunTux 100 mg 8.7 -0.7¢ 0,55+
BEIHDBXK JHEBHO, 100aBEH (-0.7,-0.4)
KbM (POHOBA Tepanus ¢
MHCYJIMH + METHOPMHUH

(N=223)

HayanHo neuenne (Asa
MbTH AHEBHO)': 16t
CHTArnUNTHH 50 mg + 8.8 -1.41 '

(-1.8, -1.3)
meTdopMHH 500 mg

(N=183)

HauanHo neuenue (aBa
IbTH AHEBHO): L

cutarnunTeH S0 mg + 8.8 -1.9° (_2' 3, -1.8)
meTdopMuH 1 000 mg o

(N=178)

* [lonynauusita OT BCHYKHM JIEKYBaHY NMAaUMEHTH (intention-to-treat aHanus).

T Haii-mankuTe cpeHH KBaIpPaTH Ca KOPUTHPAHU CIAPAMO CTATYCa NPH MPEXOAHOTO
AHTUXUNEPTITUKEMUYHO J€YEHHE U CTOHHOCTTA HA U3XOJHO HUBO.

I p<0.001 B cpaBHeHHUe ¢ ru1auedo WK rwauedbo + KOMOMHHAPAHO JIEYEHHME.

| HbA; (%) Ha 24-Tta ceamuLa

YHbA | (%) Ha 26-Ta cenmuLa

§ Hali-mankuTe cpeaHy KBagpaTH ca KOpUrdpaHu 3a ynorpedara Ha HHCYAuH NpH BU3KTa |
(MpeaRapHTEIHO CMECEH CPELLY HECMECEH NPESABAPHTEIIHO [MEXKIAMHECH UM NMPOALIKUTETHOASHCTBRALLL ) H
M3XOAHA CTOMHOCT.

[Ipu 52-ceamuuHO NpoyyYBaHe, CpaBHABALLO €PHKACHOCTTA U Oe30onacHOCTTa Npy JobaBsaHe Ha
cutarnunTvd 100 mg BeAHBX AHEBHO WIH TMUNUIKA (CYTPOHUTYPEHHO MPON3IBOAHO) NPH MALUEHTH C
HeA0OBp rMUKEMHYEH KOHTPOJI IIPH MOHOTEPAINUA ¢ MET(HOPMHUH, CUTAIIMIITHH € noaobeH Ha rTHNU3KA
npu noHmxasaHeTo Ha HbA ¢ (-0,7% cpeana npoMsiHa CpAMO U3XOAHHTE CTOHHOCTH Npe3 ceaMuLa 52,
ChC cpeaHa CTORHOCT Ha HbA . oT npubnuzurendo 7,5% B asere rpynu). CpeaHarta A03a MUKW
U311013BaHa B rpynara 3a cpaBHerue € 10 mg aHeBHO KaTo npubausuteaHo 40% oT nauueHTUTe ce
HY®XIAAT OT 4033 MMUNM3Ka <5 mg/aHeBHO No BpeMe Ha npoy4ysaHero. Obaue, noseue NalMEHTH OT
rpynara Ha CHTarJIMNTHH Ca IPEKhCHAIY MOPaJiM JIMMNCa Ha e(pMKaCHOCT, OTKOJKOTO B rpynaTa Ha
ravnu3ua. [lauMeHTHTe NeKyBaH# CbC CHTAIIMITHH MOKA3BAT 3HAYHTETHO CPEIHO MOHHKEHHE CPAMO
H3XOAHUTE CTOMHOCTH Ha TeNeCHOTO Terno (-1,5 kg) B cpaBHEHHE ChC 3HAYHMTEHO NTOKaYBaHe Ha TEr0To
nNpy MauMEeHTH noay4vasanu raunusng (+1,1 kg). B ToBa npoyusane, OTHOLIEHKETO MPOMHCYJ/IUH KbM
HHCYJ/IMH, MapKep 3a eEKTUBHOCTTA HA MHCY/IMHOBHMA CUHTE3 M OcBODOXKAaBaHe, ce noaobpsaBa che
CUTArJIMIITHH U C€ BMOLIABA [IPH JISUEHHE ¢ NIMNM3KA. YecToTaTa HA XMIIOTJIMKEMHS B IpyIiaTa Ha
catarnunTyl (4,9%) e 3HaYUTE/IHO NO-HUCKA OT Ta3H B rpynara Ha ravnusug (32,0%).

24-ceaAMHUYHO M1aLED0-KOHTPONHPAHO KIIMHUYHO NpOoyHBaHe, BKHO4YBalO 660 naumeHTH e
[MpeaHa3Ha4YeHO Aa OLUEHH €PHUKACHOCTTA BOACIIA 10 HAMAJIIBAHE HA MHCYJIMHOBHTE J034 H
bezonacHocTTa Ha cUTAraMNTHH (100 mg BeOHDLK AHEBHO), KOTaTo € NMpudaseH KbM UHCYIIMH rTapXHH
chC MK H6e3 merdopMHH (noHe 1 500 mg) no speme Ha HHTEH3U(PULIUPAHETO HA UHCYJIMHOBATA TEpANUs.
ITpu nauneHTH, NpUeMalv MeTHOPMHH, U3X0AHaTa cToHHOCT HA HbA | ¢ 8,70% u nau
HHCYJUH € 37 1U/nnesHo. ITalMeHTHTE ca HHCTPYKTUPAHM 14 TUTPUPAT TAXHATA 103
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Bb3 OCHOBA Ha CTOHHOCTHTE Ha KPbBHATA 3aXap Ha INaiHO, H3MEPEHM Ype3 KPBBEH TECT ¢ YOOKIaHe Ha
npueTa. [Ipy naunesTute, npueMalliy METGOpMHH, Ha 24-Ta CEAMHLA, YBETUYABAHETO HA AHCBHATA 1034
MHCYJIMH € 19 [U/aHeBHO nNpu nauudeHTH, NeKyBaHH CbC CUTArTUNTHH U 24 [U/QHEBHO NPH NaLKMeHTH Ha
miaue6o. [lonwkasanero Ha HbA | ipy nauMeHTH, TEKYBaHH CbC CUTAMNTHITTHH, METQOPMHH U HHCY.IHH €
-1,35% B cpaBHenue ¢ -0,90% npu nanueHTy, neKyBaHu ¢ rnauedo, MeTpOpMHH U MHCYJIMH, Pa3iiHKa OT -
0,45% [95% CI: -0,62; -0,29]. YecToTaTa Ha xunoraukemus € 24,9% npu nauueHTH, N€KYBaHH CbC
CHTATJIMITTHH, METPOPMHH U HHCYIHH M 37,8 % npu nauMeHTH, IeKyBaHM ¢ miatedbo, MeTQOpMHH H
HMHCYJIHH. Pa3zMKaTa ce OJb/DKH OCHOBHO HAa MO-BUCOKKA MPOUEHT NAUMEHTH B Ipynara Ha miauebo,
M3MHUTAIM 3 WK MOoBeYe enn3oaa Ha xunoriukemusd (9,1 cnpamo 19,8%). Hama paznuka B yectoTaTa Ha
TEKKA XHIOTIHKEMHA.

MetdopMHH

Mexanuzwvm na oeucmaue

MetdopMuH € OUrsaHUIMH C aHTUXUNIEPIIIMKeMHYEH eeKT, MoOHUXaBRalll kakTo Oa3anHara, Taka H
[UTA3MEHATa IJIK0KO03a ciiel] XpaHeHe. ToH He CTUMY/INPA UHCYJIMHOBATA CEKPELIMA M CIIEJOBATETHO HE
NPEIU3BUKA XUITOTTIMKEMUS.

MerdopMUH MOXeE Aa AEHCTBA MO TPH MEXaHH3MA:

- Ype3 HAMAIABAHE MTPOAYKUMATA HA YepHOAPOoOHA I0KO3a Ype3 MHXUOHUpAHE Ha FIIIOKOHEOT€HE3aTa
U MTMKOreHOoIM3aTa

- B MYCKYJIUTE, YpE3 YMEPEHO MOBULIABAHE HA HHCYJIMHOBATA YyBCTBUTEIHOCT, NOA0OpABaHKH
nepudepPHOTO NOEMAHE W YCBOSBAHE Ha IHOKO3a

- ypes 3abaBaHe Ha abcopbumATa Ha TIIKOKO3a B TEHKHTE Y€pBa.

MeT¢pOopMHH CTUMYIHPA BLTPEKIETHYHHA CHHTE3 Ha ITHKOreH Ype3 Bb3AeHCTBHE BBPXY IUKOIeH
CHUHTeTazaTa. MeTOpMKHH NOBMLIABA TPAHCHOPTHHUA KAMALMTET HA CNICUMPUYHH THIIOBE MEMOpPaHHH
TpaHcnoptTepu Ha rmoko3sara (GLUT-1 v GLUT-4)

Knunuuna edpuxacnocm u besonacnocm

[Ipu xoparta, HEe3aBUCHUMO OT AEHCTBHETO CH BbPXY MNTUKEMHUATA, METPOPMHH HMaA O1aronpUsTHHA €PEKTH
BLPXY JUNUAHUA MeTabonnabm. TOBa ce 4OKa3Ba MpPU TEPANECBTHYHH KOHLICHTPALUMK B KOHTPOJIHPAHH
KIHHUYHHU MPpOYUBAHHA CHC CPEeAHA MPOABIHKHTETHOCT HWIH IBJITOCPOUHH KIHHHYHH NMPOYYUBAHUA:
meT(OpMHUH HamaligBa oOuumsa xonecrepon, LDLc 1 HUBaTa HA TPUFIHLEPUIHTE,

ITIpocnexTuBHoTO paHaoMu3dpaHo (UKPDS) npoyuBate e yCTaHOBWIO ABRATOCpOYHATA NOJI3a OT
MHTEH3UBHHA KOHTPON Ha KPbBHATA 3axap npy auaber tvn 2. AHATM3BT Ha PE3yNTATUTE NPH NaUUEHTHTE
C HAZAHOPMEHO TEr0, NEKYBaHH C MET(POPMHKH Clell HEYCIIeX C JHeTa CaMOCTOATENHO NOKA3BAT:
- IHAYMTETHO HaMaleHHe Ha a0CO/TIOTHHA pUCK Ha CBBP3AHUTE ¢ JHadeTa yCnoKHEHHUA B IpyraTa Ha
mMeThopmud (29,8 csbutus/1 000 naumeHTOrOAMHK) CNPAMO AKETAa CAMOCTOATENNHO
(43,3 cubutua/1 000 nauuenroroauun), p=0,0023 u cnpaMo rpynute Ha KOMOHHaLUA CBC
cyagonunypes U MoHoTepanus ¢ UHCYIHH (40,1 csbutua/1 000 nanuexrtoroaunn), p=0,0034
- JHAYUMTENIHO HAaMaNeHHE Ha aDCOMOTHUA PUCK OT CBBP3aHATa ¢ AHA0ET CMBPTHOCT: METHOPMHH
7.5 ¢cubutua/l 000 nauneHToroguHu, auera caMocrosrenHo 12,7 cuburusa/1 000 nauuenToroamnHH,
p=0,017
- 3HAYHTEIHO HAMAJIeHHEe HAa aDCONOTHUA PUCK OT 0DIIaTa CMBPTHOCT: METGOPMHUH
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13,5 cubuTia/1 000 nauueHToroauHH cnpamo auera camocrosrento 20,6 cuburus/1 000
naureHToroguHu, (p=0,011) u cnpamo rpynure koMOUHKpaHa CynpOHITYPES U MOHOTEPAIHA ¢
MHCYHH
18,9 cubuTua/1 000 maunenroroauuu (p=0,021)

- 3HAYMTETHO HaMAIeHHE Ha aOCOIIOTHUA PUCK OT MHOKapaeH HHpapKT: MeThOopMHH 11
csOnTHa/1 000 naumeHToronquHu, nuera camocrodareaHo 18 cxburnsa/1 000 naumneHTOrOAMHY,

(p=0,01).

TECOS e pangoMu3upano npoyusaHe npu 14 671 nauuenTu B intention-to-treat nomynauusara ¢ HbA
>6,5 no 8,0%, ¢ ycTaHOBEHO CbPACYHO-CHAOBO 3a00a9BaHE, KOMTO MONYYaBaT CHTarHNTHH (7 332)

100 mg aunesHo (WK 50 mg AHeBHO, aKo U3xoAHuTe cToiiHocTH Ha €GFR ca >30 u <50 ml/Mun/1,73 m?)
unu mauebo (7 339), nobaBeHn kbM 0OHUAHHHUTE MPHXKHU CbIIACHO MEeCTHUTE cTaHaapTH 3a HbA . u
ChPACUHO-CBAOBH pUCKOBH hakTopH. [Natment ¢ eGFR <30 ml/mun/1,73 m? He ca BxaoueHs B
npoy4BaHeTo. M3cnaensaHara nomynauus Bkaousa 2 004 nauMeHT Ha Bb3pacT =75 roaMuu u 3 324
naumenTH ¢ 6L6peuno yepexaane (eGFR<60 ml/mun/1,73 m?).

1o rpeMe Ha npoy4yBaHeTO, OOUIAaTA HAYMCIEHA cpeaHa paduka (SD) B croitHocTHTE Ha HbA | Mexay
rpynuTe Ha cuTarndnTyH 4 nnauebo e 0,29% (0,01), 95% CI (-0,32, -0,27); p<0,001.

[TbpBUuHaTa KpaitHa TOYKA MO OTHOLUEHHE Ha ChPACYHO-ChAOBATA CHCTEMA € ChCTABHA OT ITbPBATA MOMABA
Ha CbpPAEYHO-ChAOBA CMBPT, HedaTaleH MHOKapAeH HH(PAPKT, HedaTaieH WHCYJIT WIH XOCIIMTaIH3alns
nopaau HecTaOuHa creHokapausa. BTOpHYHHTE KPaHHK TOYKH O OTHOLUIEHUE HA ChPAEYHO-ChA0BATA
CUCTEMA BIUTIOUBAT ITHPBATA M0SABA HA ChPACYHO-CH0BA CMBPT, He(paTaneH MUOKApASH HHPAPKT KU
He(aTaleH UHCY/IT, TbpPBaTa NOsABa HA HHAMBHIYATHUTE KOMIIOHEHTH Ha MbPBUYHATA ChCTaBHA, o0LLa
CMBPTHOCT M XOCIUTATH3ALMK NOPaAH 3aCTOHHA ChpAevHa HEXOCTAaTLYHOCT.

Cnen npoclieasaBaHe ¢ MEIMAHA HA MPOABL/DKUTEIHOCT OT 3 NOZIMHH, CHTArJIMITTUH HE TIOBUILIABA PUCKA OT
FOJIEMH HEXEJTAHU ChPAEHHO-ChIOBH ChOMTHS WM PUCKA OT XOCHWTAIH3ALMsA NOPagy ChpAeHHA
HEAOCTATBLYHOCT, KOoraro ce 106aps KbM 00HUYaHHHTE FPHIKH MMPH NALUEHTH C AMA0ET THMN 2 B CPABHEHHE C
obuyaiHuTe rprxu 6e3 cutarnuntuH (Tabnuua 3).

Tabanna 3: YecToTH HA KOMOMHHAPAHM CHPAECYHO-CHA0BH PE3YJTATH H HA KJIIOUOBH BTOPHYHH
pe3yJITATH

CHTATIHIITHH ILhanebo
100 mg
| T
YecToTa HecToTa
Ha 100 ua 100 Koepuunenr
HANHEHTO- RAIHEHTO- | HA PACKA p-
N (%) | roaunu* | N (%) | roaunm * | (95% CI) croiinoct’
Ananu3 B Intention-to-Treat nonyaananrta
bpoii nanneHTH 7332 ] 7 339 1
|- Y
IIbpBHUHA CHCTABHA
KpaHHA TOYKA
(CbpaeuHo-cbpa0Ba CMBPT, | 839 851 0,98 (0,89
HedaTateH MHOKap/eH (11,4) | 4,1 (11,6) {42 1,08) i

18




uHpapkT, HedaTaaeH
MUHCY/IT HJTH
XOCIIMTAIIH3ALIMA, TOpaaH
HecTabuiHa CTEHOKAP M )
|
Bropu4yHa ChCTABHA
KpaRHA TOYKA
(CbprevHo-CbI0OBAa CMBPT,
HedaTaIeH MHOKApAeH
HHhpapkT Wik HepaTanen | 745 746 0,99 (0,89
HHCYT) | (10,2) | 3,6 (10,2) | 3,6 1,10) <0,001
Bropuuen pesyaraTt
CospaeuHo-cbaosa cMbepT | 380 1,7 366 1,7 1,03 (0,89- 0,711
1 (5,2) (5,0) 1,19)
BcakakbB BU MHOKAPAEH
uH(apkT (ataneH u 300 316 0,95 (0,81
HedaTaneH) (4,1) 1,4 (4,3) 1,5 1,11) 0,487
BeakakbB BUO MHCYNT 178 183 0,97 (0,79—
(paranen v veparaned) | (24) |08 | (2,5) 0,9 1,19) 0,760
Xocnuranuzaumsa nopaan | 116 129 0,90 (0,70—
HecTabunHa creHokapaua | (1,6) 0,5 | (1,8) 106 1,16) 0,419
CMmbpT nopanu Bcakakea | 547 537 1,01 (0,90-
MpU4YHHA | (7,5) 2,5 | (7,3) 12,5 | 1,14) [ 0,875
Xocodrany3alums, nopaay
ChpAeHHA 228 229 1,00 (0,83
HEAOCTATLYHOCT? (3,1) 1,1 (3,1) 1,1 1,20) 0,983

* YecTorara Ha 100 HRLI.HGHT(SI‘UI[HHH e n3unciena karo 100 x (obiua 6poi nauneHTH ¢ =1 cubutHe Mo
BpeMe Ha JOIYCTUMHSA NEPHOA Ha EKCMO3ULIMA cnpAMO ob1ms Opoii MaUMEHTOrOAWHM Ha NPOCHEAABAHE).
T Bb3 ocHoBa Ha Moaes Ha Cox, crpaTUdHULUpaH MO PperHOH. 3a CHCTRBHHUTE KpaliHM TOUKH,
P-CTOMHOCTHTE CHOTBETCTBAT HA TECT 3a HEMH(DEPHOPHOCT, ThpCElll Ja MOoKakKe, Y€ KOSPHULHEHTHT Ha
PHCKA € NO-ManbK oT 1,3. 3a BCHUKH APYrH KpaiHH TOUKH P-CTOHHOCTHUTE ChOTBETCTBAT Ha TECT 3a
PAa3IMKUTE B KOGPHUHMEHT Ha pUCKa.

I AHaaM3BT Ha XOCTIMHTAIM3ALMATA NOPAAH ChpAEYHA HEAOCTATHYHOCT € KOPHTHpPaH 3a aHaMHe3a 3a
ChPACUHA HEAOCTATHYHOCT HA U3XOAHO HHUBO.

[leguaTpyyHa nofyaaius

EBponeickara areHLMA 10 AeKapcTBaTa 0CBOOO0MKAABA OT 3aAB/LKCHHETO 3a NPEAOCTABIHE Ha
pe3yJITATUTE OT NPOYYBAHKATA C pEPEPEHTEH NEKAPCTBEH MPOAYKT, ChAbPXKAL CHTATJIMITHH/METQOPMHH
BbB BCHUKH NOATPYINH Ha NEIHATPHYHATA MOMyJaLMa CbC 3axapeH auader Tun 2 (Bx. Touka 4.2 3a
HH(OPMALIMA OTHOCHO yi1oTpeda B neguarpuara).

be3zonacHocTTa ¥ ePMKACHOCTTA NpH A400ABAHE HA CUTATTMITTHH IPH NEJUATPUYHK NALMEHTH Ha BbL3pacT
ot 10 go 17 roaunu ¢ auabeT TN 2 ¥ HEAAEKBATEH NIMKEMUYEH KOHTPOJ HA METHOPMHU
HHCYJIMH, Ca OLIEHEHH B JIBE NIpOYy4BaHHUA 3a nepuol oT 54 ceaMuuM. JJobapaHeTo Ha
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(MpHIokKeH KaTO CHTArMMITHH+HMETHOPMHH UITH CHTArUIITHUHTMETHOPMHUH C YABIDKEHO OCBOOOK1aBaHE
(XR)) e cpaBHeHo ¢ 100aBaHETO Ha rutauebo kbM MeThopMuH Wik MeThopmuH XR.

Makap # ia ce IeMOHCTpYpa NPEeBb3XOACTBO N0 OTHOWICHKE NoHKaBaHeTO Ha HbA ¢ 3a
CHUTarmMNTHHHMeTGOpMUH/cHTarTMNTUHMeTQOpMUH XR Hag MeThopMHH Ha ceagmuua 20 npu cOopHus
aHAJIU3 OT TE€3H JBE NMPOYUYBAHUSA, PE3YJITATUTE OT OTAEJHUTE NPOYUBAHHUA CA HECBBMECTUMH, OCBEH TOBA,
He ce HaDmoAaBa 1o-BHCOKa eUKACHOCT Ha cHTarmunTHRHMeTdopMul/cHuTaraunTuH+MerdopMud XR B
cpaBHeHHEe ¢ MeTHOPMHH Ha ceaMHua 54. Cnenosarenno, O3umer He Tpabea ga ce H3noa3sa npu
eAMaTpU4Hy NauMeHTH Ha Bb3pacT oT 10 1o 17 roguHu nmopaau HeAoCcTaThyHA €PUKACHOCT (BXK. TOYKA
4.2 3a uHPoOpMALMA OTHOCHO ynoTpeba B neanaTpHsTa).

5.2 ®apMakoxHHETHYHH CBOHCTBA

Ozumer
[TpoyuBaHuaTa 32 GUOCKBUBAJIEHTHOCT NPH 34PaBH YYaCTHHULIM M1OKA3BAT, Y€ CUTArTIUIITHH/ METHOPMHHOB

XHIPOXJIOpHA komOHHUpaHu TabneTkn ca OMOEKBHBANEHTHH HA €1HOBPEMEHHOTO MPHJIOKEHHE Ha
CUTArJIUNTHH U METQOPMHHOB XHUIAPOXJIOPHI KATO OTAECIHH TaONeTKH.

CleqHUTe JaHHM MOKA3BaT (papMaKOKMHETHYHHATE CBOWMCTBA HA OTAEIIHUTE AKTUBHH BELIECTBA HA
FO3umer.

CuTtarnunTu-

Abcopbyus

Ciien nepopaiHO NpuiokeHue Ha go3a 100 mg Ha 3gpaBH y4acTHHLHM, cuTarnunmmyH 61p30 ce abcopbupa,
C AOCTUraHe Ha [MMKOBH IJ1a3MEHU KOHUEHTPaLMH (MeaUaHa tmax) 1 A0 4 vaca cnen NPHIOKEHUETO,
cpeaHa mazmeHa AUC Ha curarauinTud 8,52 uMxh, Crax 950 nM. AbconiorHara OMOHATMYHOCT Ha
cHTarnunTHH € npubnusurendo 87%. Toi kaTo NPUEMAaHETO HA CHTArJMITTHH €JHOBpEMEHHO ¢ Dorata Ha
Ma3HHHM XpaHa HE NOBIKABA papMaKOKHHETHKATA, CUTATTIMIITHH MOXE [1a CE npujiara ¢ Win 6e3 xpaHa.

[Inasmenata AUC Ha CUTANIMIITUH cE MOBHUILIABA MO 032 NPONOPLMOHAAEH HAUHH,
J103a-TIpOnoOpUHOHANTHOCT HE € YCTaHOBEHA 32 Chax U Ca4vaca (Cmax C€ MOBUILIABA NOBEYE OT
03a-MPONOPHUHAOHATHO, & C24uaca C€ YBENHUABA MTO-MAJIKO OT J03a-MIPONOPLUCHAITHO).

Pasnpeodenenue

Cpennuar obem Ha pasnpeeneHHe B CTALlMOHAPHO ChCTOSHUE Clel €AHOKPATHA MHTPABEHO3HO
npuiaoxeHa no3a ot 100 mg curarnunTvH Ha 3apasy ywacTHHUHM € npubnusnrendo 198 nurpa.
Opakuyusra CUTArIHITHH OOpaTHMO CBbp3aHa C [L1a3MEHHUTE NPOTEUHH € HUCKA (38%).

buompancopmayun

CHTarnunTHH c€ ENMMHHHAPA OCHOBHO HEMPOMEHEH C YpUHATa, 4 MeTabOU3MBT € BTOPOCTEINEHEH IThT.
[Ipubnusutento 79% OT CUTArJIMOTHH CE EKCKPETHpA HEMPOMEHEH B YPHHATA.

Caen nepopanna q03a [Cl-curarnunrun, npudauzurento 16% oT paIMOaKTHBHOCTTA CE EKCKPETHPA
kaTo MeTaboIUTH Ha CHTArIMNTHH. Ha HMBO ClieaM ca yCTaHOBEHM LIECT MeTabDOIMTa, KOMTO HE CE OYaKBa

Aa JornpyHAcAT 3a rnasmeHara DPP-4 nnxubutopHa akTHBHOCT Ha CHTarfmuNTHH. In vitro NpoyuBaHuATa

yuyactieTo 4 Ha CYP2CS8.
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In vitro nauuuTe Noka3ear, ye cHTarTunTHH He € HHXKOuTOp Ha CYP uzoensumure CYP3 A4, 2C8, 2C9,
2D6, 1A2, 2C19 unu 2B6, 1 He ¢ uraykTop HAa CYP3A4 u CYP1A2.

Enumunupane

Ciien npunoxkeHHe Ha nepopanua Jo3a [*C]-cHTarmunTHH Ha 3paBH YHacTHHUM, npubausuTento 100%
OT MPHJIOIKEHATA PaJUOaKTHBHOCT ce eNMMUHHpa ¢ gexanuure (13%) nnu ypuHara (87%) ao eqHa
ceAMHLA CNE TIPUITOKEHHEeTO Ha ao3ara. [IpuBHAHUAT kpaeH tin cnea 100 mg nepopanHa no3a
CUTArJIMNTHH € npubnuanTenHo 12,4 yaca. CUTarJIMNTUH ¢€ HATPYilBa CAMO MHHHMAHO NPH
MHOrOKpaTHO npuwiaraie. bropeuHuaT knupbHe € npubnuzurenno 350 ml/Mun.

EnvuMunupaneTo Ha CHTArIMNTHH CTaBa OCHOBHO 4pe3 ObOpeyHa eKcKpeuUs M BKJIKOUBA AKTHBHA TyOynHa
cekpeuus. CHTarIMnTHH € cyOCTpaT Ha YOBEIIKH OpraHM4YeH aHuoHeH TpaHcnoprep-3 (hOAT-3), koiiTo
Moske O yuacTea B 6LOpeuHOTO enMMUHUpaHe Ha cUTaraunTHH. KnuHHuHOTO 3HaueHue Ha hOAT-3 B
TPAHCNIOPTA HA CUTAFNIUITHH HE € yCTAaHOBEHO. CUTAMIMIITHH € CyOCTpaT U Ha p-TIMKOIIPOTEHH, KOUTO
MOXe DM yyacTBa 4 B MeIHHpaHeTO HA OBOPEeUHOTO EIMMHUHMpPAHE HAa CUTArTMIITHH. B CBLIOTO BpeMe
UMKJIOCTIOPHH, €AHH P-TIMKOMPOTEMH HHXUOUTOP, HE HamansBa OLOpeUYHKS KNUPBHHC HA CUTATJIMNTHH.
CutarnuntHH He ¢ cybetpar Ha OCT2 wnu OATI unu PEPT /2 Tpancnoprepure. In vifro cutarnunTu-
He riotucka OAT3 (IC50=160 uM) vnu p-rnuxonporerHa (a0 250 uM) MeauupaHUs TpaHCIOPT B
TEpAaNEeRTHYHO PENEBAHTHH IUIa3MEHH KOHLEHTpauuu. [Ipn KIMHUYHO MpoyyBaHEe CUTArIMIITUH UMA
MATBK €(PEKT BEPXY NIa3MEHUTE KOHLCHTPALMM Ha JUTOKCHUH, KOETO MOKa3Ba, Y€ CUTATIMITTHH MOXE a €
cn1ab HHXUOUTOP Ha P-THKOMPOTENH.

Xapakmepucmuxu npu nayuesmume
dapMaKOKMHETHKATA HA CUTATJIMATHH € KAaTO A0 CXOJHA MPH 3paBH YYaCTHHLM M NMALMEHTH ¢ Auaber
TUN 2.

bvbpeuno yspeaxcoane

[IpoBeaeHO € OTBOPEHO NPOyYBaHE NPH €IHOKPATHO NPWIOKEHHUE 32 OLICHKA Ha (PAPMAKOKWHETHKATA Ha
HamaneHa ao3a cutarnunTyH (50 mg) npy NMaLKeHTH ¢ pa3NnUyYHa CTENEeH HA XPOHUYHO OBOpedHO
yBpeKaaHe B CpaBHEHHE ChC 3ApaBH KoHTponH. [IpoyusaHeTo BrIOUBA NaLueHTy ¢ OLOpeuHo
yBpeKIaHe B JieKa, YMEPEHA WK TEXKKa CTEMNEH, KakTo M nauueHTd ¢ ESRD Ha xemoauanuia. Ocsen
TOBA, epeKTHUTE Ha OBOpPEUHO yBpeKAaHEe BbpXY papMaKOKHMHETHKATA HA CHTATJIMIITHH MPH NALMEHTH C
anabet Tun 2 u 66peUHO YBpEeKaaHe B 1€Ka, YMEPEHA UM TeXKa cTtened (BruounTenHo ESRD), ca
OUIEHEHH 4pe3 MOMYJIALAOHHH (PAPMAKOKHHETHYHH aHAIH3HU.

B cpaBHEeHHe ¢bC 31paBH KOHTPOJIM, riazMedHaTta AUC Ha CHTArJIMOTHH ce noByIaea npubausurendo 1,2
METH NpyY nauueHTH ¢ 6L0pedHo yepexaaHe B neka creneH (GFR>60 no <90 ml/MuH) 1 cvoTReTHO 1,6
MBTH NMpU nagueHTH ¢ 60pedHo yBpexaaHe B ymepena creneH (GFR>45 no <60 ml/mun). Twii kato
pa3MepsT HA MOBULICHUETO HE € KITMHHUYHO 3HAYUM, HE CE Hajlara KOpMrupaHe Ha 203arTa rpH Te3u
MaLUeHTH.

[InasmeHata AUC Ha CHTarlIMNTHH C€ NMOBULIABA NPHOTMIUTENHO 2 IBTH NPH NaLMEHTH ¢ OBOpeyYHo
yBpexaaHe B yMepeHa creneH (GFR>30 ao <45 ml/mMun) u npubauzurento 4 mbTH NpH MALMEHTH C
6L0peuHo yBpexaaHe B Texka creneH (GFR<30 ml/mun), BkntounTenno nauuentH ¢ ES

XeMO/IHAJIM3HA cecHd 3anoyuBatiia 4 vaca cies HPHJ'IO}KEHHETG).
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Yeproopobro yepescoare

He e HeoOX0aHMa KOpeKLIHS Ha 103aTa CUTArIHIITHH NPH NALUEHTH C JIEKO WIH YMEPEHO YePHOAPOoOHO
yepexaane (ckop no Child-Pugh <9). Hama kiMHHYEH ONUT NPH NAUHEHTH € TEXKKO YEPHOAPOOHO
yepexaane (ckop no Child-Pugh >9). B cb110TO BpeMe, Thil KATO CHTAIJIMNTHH C¢ €IMMHUHEAPA OCHOBHO
ype3 6BOpeLHTE, HE ce OHaKBa TEKKOTO YEPHOAPOOHO YBPEKAAHE [1a NOBIUSAE BhPXY
(hapMaKOKHHETHKATA HA CUTArTIMNTHH,

Cmapuecka ev3pacm

He ce Hanara kopekuus Ha A03aTa B 3aBUCHMOCT OT Bb3pacTTa. Bb3 0CHOBa Ha NOMyNauUHOHEH
¢dapMakokuHeTHUeH aHanu3 Ha AanHHM ot Maza | v Ma3za II, Bb3pacTTa He OKa3Ba KIMHUYHO 3HaYUM edexT
BbPXY (PapMaKOKHHETHKATA HA CUTArIMIITHH. Y4YaCTHHLIMTE B cTapyecka Bb3pacT (65 ao 80 roauuu) umar
npubnnzutTenHo 19% no-BUCOKHU MnnasMeHH KOHLEHTPALUHH Ha CUTATJIMTHH B CPaBHEHHE C 0-M1aax

YYACTHHIIM.

Ileouampuuna nonyrayus |

dapmakokHHeTHKATa Ha cUTariMnTHH (eanHKMvHa no3a 50 mg, 100 mg nau 200 mg) e u3cneasana npu
neauaTpU4HK naureHTH (Ha Bb3pact ot 10 5o 17 ronynu) ¢ nuader tun 2. [lpu tasu nomynauus, AUC Ha
CHTATJIMIITHH B IJ1a3MaTa, KOpHIrdpaHa crpaMo ao3ara, € npubauzutenno 18% no-HMcka oTKOAKOTO NpH
Bb3pacTHK NnauueHTH ¢ aMaber Tun 2 npu go3a 100 mg. He ca nposexxaaHu Npoy4BaHHUs CbC
CHTATJIMIITHH NPH NMEANATPUHMHHU NaLHEeHTH Ha Bb3pacT <10 roauuHy.

pyeu xapaxmepucmuxu Ha nayuenmume

He ce nanara kopekumsa Ha a03aTta B 3aBUCHMOCT OT 1101, paca UM HHAEKC Ha TenecHa Maca (BMI). Tesu
XapaKTEPUCTHKH HAMAT KIIMHUYHO 3HAYUM €(eKT BbpXY papMaKOKMHETHKATA HA CUTATJIMIITHH CHIOpEn
KOMOHHUpaHHs aHATH3 Ha (JapMaKOKMHETHUHHUTE AaHHHU OT Pa3a | v nonysauuoreH PapMaKOKUHETHYEH
aHanu3 Ha gaHHM oT Paza [ u Paza ll.

MetdopMHuH

Abcopbyun

Cnen nepopayina 1032 METHOPMUH, tmax CE€ TOCTHTa 10 2,5 yaca. AGconoTHaTa GHOHATMYHOCT Ha
tabnetka merdopMuH 500 mg e npubnuszurenHo 50-60% npu 3apasu yyactHuuu. Crnea nepopanHa no3a,
HeabcopbupaHaTa ppakuns, oTkputa BbB ekanuure € 20-30%.

Cnen nepopaied npuemM, abcopbuusra Ha MeTQOPMHH € HacHLLaLla ce 4 HemrbiiHa, CMATa ce, ue
¢dapMakokHHeTHKaTa Ha abcopbumsaTa Ha MeThOpMHUH € HenuHeHHa. [1pu obuuaitnn 103U MeTHOPMHH U
0O30BH CXEMH, TUIA3MEHHUTE KOHLICHTPALMH NP CTALIMOHAPHO CBCTOAHHE €€ JOCTUraT B PAMKUTE Ha
24-48 yaca W KaTo usAno ca no-mManko ot 1 pg/ml. IlpH KOHTPOJNIHMPaHH KAHHUYHU [IPOYUBAHHA,
MAKCHMAITHHTE TU1a3MeHH HUBAa Ha METHOPMHUH (Cmax) HE NMpEeBULIABAT 5 pg/ml, 10py nNpu MakCUManHKU
NO3H.

XpaHaTa HamanaBa cTenexra u cnado 3abasga abcopbumsara Ha MeTdopmun. Crien NpUIOKEHHE Ha 1032 OT
850 mg, ce Habmoaasa 40% n0-HMCKA TMKOBA [1a3MEHa KOHUEHTpalnd, 25% Hamaneuue Ha AUC u
yIOb/KaBaHE ¢ 35 min HA BpEeMETO A0 AOCTHraHe HA MMKORA Mj1aiMeHa KoHueHTpauusa. KiuHuyHara
3HAUYUMOCT HE € M3BEeCTHA.

Pasnpedenenue
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CBBP3BAHETO C IUIA3MEHHUTE NPOTEUHH € He3Ha4UUTeNHO. MeThOopMuH ce pasnpeaens B €pUTPOLUTHTE.
KpbBHHSAT [HK € 0-HHUCBK OT IUIa3MEHMSA MUK W ce NOABABA NPUOIMIUTENTHO MO ChLIOTO BPEME.
YepeeHuTe KPBBHH KJIETKH HaH-BEPOATHO MPEACTABIABAT BTOPHUCH KOMIIAPTHUMEHT Ha pPa3NpeacicHue.
Cpennusar Vd sapupa Mexay 63-276 1.

buompancopmayun
MeTdopMHH ce eKCKpeTHPa HenpoMeHeH B ypuHara. [Ipy xopara ne ca ycTanoBeHH meTabonuTh.

Eaumunupane

BrbpeutusaT KinpbHCe Ha MeTdhopmuH € >400 ml/Mun, KoeTo nokasea, ye MeTHOPMHUH Ce SIIMMUHKMPA Ype3
riaoMepyJiHa ¢puaTpauus U TyOynHa cekpeuus. Cnen nepopasiHa 103a, DPUBHAHUAT TEPMHUHANEH
eJIMMHHALHOHEH NOMYKMBOT € npubausuresnHo 6,5 h. Koraro On0peuHara ¢pyHkUMS € yBpeneHa,
OBOpeUHHUs KIHPBHC C€ HAMAISBA B CLOTBETCTBUE C TO3H HA KpeaTHHHHA M ClIeAOBATE/HO
eJIMMHHALIMOHHHMAT MOTYXXUBOT C€ Y/IB/DKaBa, KOETO BOJAM /10 NOBUILEHH HUBA HA MET(OPMHUH B IJla3Mara.

53 IIpeaxinuH4HA JanHH 3a DezonacroCT
He ca npopexxaaHu Mpoy4BaHH# ¢ XXHBOTHH ¢ KJ)3uMer.

I[Ipn 16-ceaMuyHY MPOYYBAHHKA, B KOUTO KYYETa Ca TPETUPAHHU UK C METQOPMHH CAMOCTOATENHO HITH C
KOMOUHaUMA OT METPOPMHUH U CUTATNMINTHH, HE € HabJioaBaHa AOMBIHUTEIHA TOKCHYHOCT OT
koMOuHauusTa. NOEL B Te3u npoyusanus ce Habiroaasa npy eKCnoO3MLUMA Ha CUTATJTMITTHH
NPUOIH3UTETHO 6 ITETH MO-BUCOKA OT TA3M MPU XOPa U NMPH €KCNO3NLHS HA METGOPMUH NMPUONNIUTEHO
2,5 ObTH NO-BHCOKA OT TA3M [IPH XOPpa.

CneHWTE JaHHHU €A HAXOJAKH MPH MPOYUYBAHUA NPOBEACHHU CbC CHTATIMITTHH WKW METQOPMHH
CZMOCTOATEITHO.

CHTarnUnTHH

buOpeuHa # yepHOAPOOHA TOKCHYHOCT ce Habnoaasa NpH rpu3a4M NMpyu CTOMHOCTH HA CUCTEMHA
€KCTIO3MLMA 58 TbTH NO-BUCOKH OT HUBOTO HA €KCIIO3HLIKATA [PH XOpa, a HUBOTO 6€3 edexT e
onpeaeaeHo Ha 19 mbTH NO-BUCOKO OT TOBA MPH XOopa. AHOMAaHU Ha pe3uuTe ce Habnloaasart npu
IUTbXOBE NPH HHUBA Ha €KCNO3ULMA 67 MbTH NO-BUCOKH OT HUBOTO HA KIIMHMYHA €KCIIO3ULIKA; HUBOTO, O€3
edeKT NpH Ta3u Haxo[Ka € 38 MbTH MO-BUCOKO, CBIVIACHO PE3YNTATUTE OT 14-CEAMUYHO MPOYYBAHE NPH
TbX0BE. 3HAUEHHETO HA TE€3H HAXOJKH [IPH XOpa HE € U3BECTHO. TPaH3IWTOPHH, CBBLP3AHHM C IEUEHUETO
dbU3UYECKH NPOABH, HAKOH OT KOUTO Mpeanonarat HATHUHETO HA HEBPOJIOTHUYHA TOKCHYHOCT, KaTo
AHLIAHE ¢ OTBOPEHA YCTa, CATHBALIUA, €ME3HC Ha OAJ1a NAHA, aTaKCHA, TpEliepeHe, HaMalleHa aKTUBHOCT
W/HWnK n3rbpbeHa nosa ce HaboAaBaT NPU KyUyeTa NpH HHBA HA €KCTO3KMiiMg NpUOIN3UTENHO 23 TBTH f10-
BUCOKH OT HHBOTO Ha KJIIMHMUYHA eKcrno3uuns. OceBeH TOBa, MHOIQ JIEKa JI0 JieKa KOCTHO-MYCKYJTHA
AereHepaumsa ce Habnoaasa U XUCTONOMHYHO NPH IO3M, JABALIHA HUBA HA CHCTEMHA €KCMO3HLUS
NpUONH3IUTETHO 23 MBTH NO-BUCOKHU OT HAUBOTO Ha €KCO3UUMA NpH Xopa. [Ipu Te3u pe3yntatv, HUBOTO
0e3 edekT € NpU eKCno3uLUs 6-KpaTHO MO-BHCOKA OT HUBOTO HA KIIMHHYHA €KCIO3ULIMA.

CHTArJIMNTHH HE NOKA3Ba FEHOTOKCHYHOCT B X042 Ha NPEAKIHHUYHHU NTpoyyBaHusa. CHTArIMNTHH HeE €
KaHIleporeHeH mpy MuLuku. [Ipy nibxoBe MMa NOBHILEHA Y€CTOTA HA YepHOAPOOHH aeH
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MJTbXOBE, TA3H MOBHILUEHA YECTOTa HA YepHOAPOOHM TYMOPH NPH TITBXOBETE € BEPOATHO BTOPHUHA,
BCJIEACTBME HAa XPOHUUHA XENMATOTOKCHUYHOCT NPH Ta3W BUCOKA ao3a. [lopagu Bucokara rpaHuua Ha
6e3omnacHocT (19-nbTH NO-BHUCOKA NpH TOBAa HUBO Oe3 edexT), Te3W HEONAACTHUYHH IIPOMEHH HE CE CYMTAT
peNeBaHTHH 3a Xopa.

He ca HabmiogaBaHW CBbP3aHHU € IEYEHHETO e(PeKTH BbPXY (PepTUIMTETAa NP MBXKKH H JKEHCKH ILTbXOBE
MOJYYHUIH CUTACIUIITHH NPEeJH U 1O BpeMe Ha YU TOCBAHE.

[Ipu npoyuBaHe BLPXY Npe-/NOCTHATAIHOTO PA3BUTHE HA TUTHbXOBE CHTAMIHNTHH HE NMOKAa3Ba HEXENaHH
peakuuu.

[IpoyuBaHUATA BEPXY PENPOAYKTHBHATA TOKCHYHOCT MOKA3BAT HATMYUETO HA CBBP3aHA C JICUCHHUETO,
NEKO YBEJIMYEHA YECTOTAa Ha MaidhopManvK Ha pebpa Ha detyca (IMICBALIM, XHNIOTIACTHYHH H IHiaBalllu
pebpa) npH NOKOJIEHHETO HA ILTbXOBE NPH HUBA HA CUCTEMHA €KCMO3ULIMA NOBEYE OT 29 MbTH NO-BHCOKH
OT TE3H Npy Xopa. TOKCHYHOCT Ha MalikaTta ce HaO/K0AaBa NpH 3aHLM NTPH HUBA NoBeYe OT 29 bTH No-
BHCOKH OT HMBATa Ha €KCNo3uuusa npu xopa. [lopaau BucokaTta rpaHuLa Ha 6€30MaCHOCT, TE3W HaXOOdKH
HE NPEANOIAraT ChUIECTBYBAHETO Ha CHOTBETEH PHUCK 34 PENPOAYKTHRHOCTTA npH Xopa. CHTArNMHIITHH cE
CEKpPETHPA B 3HAYMMHM KOJHYECTBA B MIISKOTO Ha JIAaKTHpall|d IUTbXOBe (OTHOLLIEHHE KbpMa/TUia3Mma: 4:1).

Metdopmun

[TpeakaMHUY4HHTE JaHHH 32 METGOPMHUH He pa3KpHBaT ocobeH pHCK 32 Xopara Ha Oa3ara Ha
KOHBEHLIHOHANHH (PapMaKOJOrH4YHH NPOYYBaHHA 32 0€30M1aCHOCT, TOKCHYHOCT ITPH MHOTOKPaTHO
npuUiarase, reHOTOKCMYHOCT, KAPIIMHOTEHEH MOTEHLUUAN, PENPOAYyKTHBHA TOKCHYHOCT.

6. PAPMAIIEBTHYHHA JTAHHHU
6.1 CnHcbK HAa NOMOIMHATE BENIECTBA

Anpo Ha Tabnerkara
MukpokpucTanHa uemaynosa, Tun 101
Hosuaon K29/32

Harpues creapwidymapar

Hatpues naypuncyndar

DUIMOBO MTOXPHTHE
[Tonu(BUHKUNIOB anKOXOJT) — YacTU4HO xuapoausupan (E1203)

Makporon 4000 (E1521)

Tanx (E553b)

Turanoe auokcua (E171)
UepseH xenezen okcuf (E172)
YepeH xkene3zeH okcHa (E172)

6.2 HechrBMECTHMOCTH

Henpunoxumo
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6.3 Cpoxk ua rogHoct

36 Mecena

6.4 CoennajHH yC/I0BHSE HA ChXpaHEHHE
Ha ce cwxpausea nog 30°C.

6.5 BuauchabpXaHEE HA ONIAKOBKATA

benu, nenpoapaunu Onucrepu ot PVC/PE/PVDC//Al gonuo. bauctepure ca onakoBaHH B CrbHATa
KapTOHEHA KyTHA C NIPHJIOKEHA JIMCTOBKA 32 NALUEHTA.

Omnaxosku no 28, 30, 56, 60, 98, 120, 196 dunmupaHu TabneTku, rpynoBy ONaKoBKY, ChAbpxallu 196 (2
onakoBkH no 98) dunmupanu TabaeTku.

He BcuukH BHOOBE OMakOBKM Morar aa Objar nycHaTH B nipoaaxoa.
6.6 ChonenunanHn; NpeANaZ’HH MEPKHK NPH HIXBLP/JIAHE

HeuwsnonzsaHuar JICKAPCTBCH IMPOAYKT HIIHM OTIIAABYHHTE MATCPHAJIH OT HEIro TPHGBB, Aa CC UIXBDPIAT B
CBOTBETCTBHE C MECTHHTC U3NCKBAHHA.

7. ITPUTEXATE.I HA PASPEHIEHHETO 3A YIIOTPEBA
Gedeon Richter Plc.

H-1103 Budapest

GyO6mrdéi at 19-21.

YHrapus

8. HOMEP(A) HA PASPEHIEHHUETO 3A YIIOTPEBA

Per. Ne 20220006

9. JATA HA II'BPBO PAZPEHIABAHE/TIOJHOBSABAHE HA PAZPEHIEHHMETO 3A
YIIOTPEBA

JlaTa Ha mepBO pazpewtasane: 04.01.2022

10. JATA HA AKTYAJIMZUPAHE HA TEKCTA

05.07.2025
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