LOAT OIS 7 3

KPATKA XAPAKTEPHCTHKA HA IIPOJIYKTA ~ 6 22874 2 -074 2025

ks UME HA JIEKAPCTBEHUA IMTPOAYKT

Jlxamesn 50 mg/850 mg puamupann TabneTku
Jamesi 50 mg/850 mg film-coated tablets

Jxamesu 50 mg/1000 mg punmupanu TabneTku
Jamesi 50 mg/1000 mg film-coated tablets

2. KAYECTBEH U KOJIHYECTBEH CbCTAB

Bcesika TabneTka cbabpka CHTArJIHNTHHOB XHAPOXJIOPH MOHOXHApAT (sitagliptin hydrochloride
monohydrate), ekBuasniented Ha S0 mg curarnuntuu (sitagliptin), u 850 mg methpopMHHOB
Xxuapoxaopua (metformin hydrochloride).

Bceska Tabnerka chbAbpxka CHTArJIMITHHOB XHUAPOXJIOPUA MOHOXHApAT (sitagliptin hydrochloride
monohydrate), eksuBanenteH Ha 50 mg curarnunTuH (sitagliptin), u 1000 mg merpopmuHoB
xuapoxnopuna (metformin hydrochloride).

3a NbJHHUSA CIHUCBK HA NOMOLLIHHUTE BelLlecTBa BHXKTE ToYKa 6.1.

3 JIEKAPCTBEHA ®OPMA

®unmupana tabnerka

Jbxkame3sn 50 mg/850 mg ¢puamupanu TabNeTKH ca eaNNCOBHAHH, ABOMHOM3NBKHAIIH, C pa3Mep
npuOau3uTento 20,5 mm Ha 9.5 mm, po30BH, ¢ BAIbOHATO penedHo o3HayeHne “S476™ ot eaHarTa cTpaHa
W rJ1IaJKH OT Apyrara.

Jixamesn 50 mg/1000 mg puamupanu TabneTky ca eMNCOBHAHH, ABOHHOH3NBKHAJIM, C pa3Mep
npubausurento 21,5 mm Ha 10,0 mm, kadsasu, ¢ BurbOHaTO penedHo o3Hauenne “S477” ot exHara
CTpaHa M IJIaZIKK OT Apyrara.

4. KUUHHYHH JAHHH
4.1 TepaneBTHYHH NOKA3AHHA
[Ip Bb3pacTHH NMaUHEHTH CbC 3axapeH AuadeT THn 2:

Jlkame3n e nokasaH KaTo A0NbJHEHHE KbM JIHETA U YIIPaKHEeHHs 3a noaoOpsBaHe HA MNIHKEMHYHHSA
KOHTPOJI MPH NalMEeHTH, NPH KOUTO HE € MOCTHIHAT 3a/10BOJIMTENIEH KOHTPOJI ¢ MAaKCHMaJIHaTa MOHOCHMA
3a TAX /1032 METGPOPMHH CAMOCTOSATENHO HJIH KOMTO Be4Ye Ce JIEeKYBaT ¢ KOMOMHALMA OT CHTArJIMNTHH H
MeT(HOPMHH.

Jlkamesu e noka3zaH B KOMOMHALMUA CbC CYyNAPOHUAYpEHiHH NPOU3BOAHH (T.€. TPOHHO KOMO

JIeYEHHUE) KaTOo JI0MbJIHEHHE KbM JIMeTa U YIIPAKHEHHUS TIPH NMALUEHTH, TPH KOUTO HE € I

3a/10BOJIMTEJIEH KOHTPOJI ¢ MAKCHMAJIHATa NOHOCHMA 3a TAX 103a MeTGOpPMHH H cya(doH
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Joxamesu e noka3lad kato TpoRHO KOMOHHHPAHO JIeUEeHHE C NTEPOKCH3OMEH NponHdepaTop-aKTHBHPaH

peuentop rama (PPARY) aronucT (1.€. THa30JIHAWHAHOH) KATO AOMbJIHEHHE KbM JHETa H yNPaKHEHHS
NpH NaUHEHTH, NMPH KOUTO HE € MOCTHIHAT 340BONUTENEH KOHTPO ¢ MAKCHMAJIHATA MOHOCHMA 32 TAX
no3a metrpopMHH H PPARY aroHucr.

JDxaMe3n Chllo € MoKa3aH KaTo 100aBka KbM HHCYJNHH (T.e. TpofiHO KOMOHHHPAHO JlevyeHHe) KaTo
AONBNHEHHE KbM JHETATa H YNPAXKHEHHATA 332 N0A00OPABAHE HA NHKEMHYHHE KOHTPOR NpH
NAaLHEHTH, KOTaTo NOCTOAHHATA 1034 HA HHCYNIHH H METQOPMHH CaMOCTONTENHO HE OCHIYpsBa
aNeKBAaTEeH FIHKEMHYEH KOHTPO.

4.2 J103MpOBKA H HAYHH HA NPHJCKEHHE

EOBH POBKa

Jlo3HpOBKATA Ha AaHTHXHMEPrIHKEMHYHOTO NeuyeHue ¢ [xxamesn Tpabsa aa 6bae nHAHBHAYaNH3HpaHa
Ha 0a3aTa Ha HACTOALHA PEXHM HA MALMEHTA, e(PEKTHBHOCTTA H TOJICPAHTHOCTTA, KaTO HE ce
NPEeBHLLIABAT MAKCHMANHATA NPEenopbYBaHa AHeBHa 1032 o1 100 mg CHTarnunTHH.

Bw3pacmnu ¢ nHopmanna 6vbpeuna ¢yrkyun (GFR 2 90 mi/imun)

I1py nauueHTH, MPH KOKUTO HE € NOCTHIHAT 3a/J0BOJIMTENICH KOHTPOJ ¢ MAKCHMATHATA MOHOCHMA J03a
MeThHOpPMHH KaTO MOHO Hs

Ilpu nanveHTH, NPH KOKTO HE € MOCTHIHAT 3aA0BOJIMTENEH KOHTPON ¢ METGOPMHH CAMOCTOATENHO,
obuuatiHaTa HauyanHa j03a TPAO6Ba Aa AOCTABM 1034 CHTAIJIMNTHH B Ao3a S0 mg ABa MbTH AHEBHO
(100 mg ofwa aHeBHa n03a) NIIOC 103aTa MeTPOPMHH, KOATO Beye e NMpHeMaHa.

[Ipy nagHeHTH, KOUTO NPEMUHABAT OT €AHOBPEMEHHO NPHIAraHe Ha CHTArJHNTHH K METQOPMHH
[Ipn nauHeHTH, KOHTO NPEMHHABAT OT €AHOBPEMERHKO MPHAAraHe Ha CUTArJIUITHH H METHOPMHH,

neuenneto ¢ bkamesn Tpabsa na ce 3anoyHe ¢ 103aTa CHTArMHNTHH H METPOPMHH, KOSTO BEYE €
NpUEMaHa.

[Mpy nayMEHTH, NPY KOMTO HE € NOCTUTHAT 3aJOBONHTENIEH KOHTPOJ ¢ ABORHO KOMOWHHUPAHO JIeYeHHE C
MaKCHMaaHaTa MOHOCHMa f03a MeTHOPMHH H cyadoHITYpes

Jlo3ata TpsbBa na AOCTAaBH CHTArNMNTHH B A03a SO mg aga meTH AHeBHO (100 mg oba nHeBHa no3a) M
no3a MeT(pOpMHH, noaodHa Ha n03aTa, KOATO Beye € npuemana. Koraro Jixxamesn ce nanonsea B
KOMOUHHaLHS CbC CYNQOHNNYPEA, MOXe [1a Ce HalokHy yroTpebara Ha No-HUCKaA A03a cyndoHnaypes, 3a
Ja C€ HaMaJiM PHCKBT OT XUIOTJIHKEMHA (BXK. Touka 4.4).

[1pH# nalHeHTH, NpH KOHTO HE € NOCTHIHAT 3a/I0BOJMTENEH KOHTPOA ¢ ABOHHO KOMOHMHKHPAaHO JeHEHNE C
MaKCHMAIHATa NOHOCHMA 1033 MeTdhopMuH ¥ PPARY aroucr

Ho3ara TpaOBa na NOCTABH CHTArIMNTHH B 032 50 mg nea nmbTi aHesHo (100 mg ob1a nueBHa f03a)
no3a MeThOopMHH, noaobHa Ha A03aTa, KOSTO Beue € NPHEeMaHa.

H[;H NALHEHTH, MPH KOHUTO HE € NOCTHIHAT 33J0BOJIHTENICH KOHTPOJ C ABOHHO KOMﬁHHHwO JEHEHHE C
HHCYJHH H MAKCHMAaNHATA NOHOCHMA 034 MCTMEMHH

Ro3ara Tpabsa na foctaBn cHTarnMnTHH B A03a S0 mg Asa mbTH AHeBHO (100 mg obuwa nHesHa no3za) u
ao3a metpopmuH, noaodbHa Ha no3ara, KOATO Beve € npuemaHa. Koraro JlkamesH ce H3Non3Ra B
KOMOHHaUMA ¢ HHCYJIHH, KHCKATa 1033 HHCYNIHH MOXe Ja € HeoDXxoanma 3a peayuHpaHe Ha pycKa oT
XHNOTIHKeMHA (Bxk. Touka 4.4).

3a pa3nuuHHTE 003K MeTQOpMHUH, [kamesn ce npeanara B kKOHUEHTpauus 1o S0 mg cu
850 mg metopmMuHOB xuapoxnopHAa Wiy 1000 mg merdopMKHOB XHAPOXNOPHA.
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Bcuuks naunesTH TpabBa Aa npoabKaT NIpenophYaHaTa MM JHETa ¢ a71EeKBATHO pa3npelelieHye Ha
NpHEMA Ha BBIVIEXUAPATH NIPE3 JCHA.

CnenmanHu nonvyiualmu

Bvopeyno yapexcoane

He ce Hanara kopekuus Ha no3ara nNpy nauMeHTH ¢ aeko 6uipeuHo yspexaaHe (CKOPOCT Ha IIOMepyHa
¢uarpauus [GFR] > 60 ml/mun). [Ipeau 3anousaie Ha neyenKe ¢ NPOAYKTH, CbAbPKAUH METGOPMHUH,
TpaOBa aa ce HanpaeH oueHka Ha GFR croftHocTHTe, a ciea TOBA - NOHE BeAHbX roaniuHo. [1pu
NAUMEHTH C MOBHILIEH PUCK OT NO-HATATBHUIHO NporpecHpaHe Ha ObOpeyHo yBpeaaHe H NPH NALHEHTH B
cTapuyecka Bb3pacT TpabBa no-4ecTo Aa ce npaeH oueHka Ha ObOpeunara ¢pyrKUNA, HaNpHMeEp HA BCEKH
3-6 meceua.

3a NpeAnoYHTAHE € MAKCHMAHATA AHEBHA 1032 MeTGopMHH aa Onjae pasgeneHa Ha 2-3 JHEBHH J03H.
PakTopH, KOUTO MOraT Aa YBE/JHMYaT PHCKA OT JIaKTaTHAa auMao3a (BX. Toyka 4.4), tpabea na Obaar
npepasrneiaHi, nmpead Aa ce oOMHCNH 3anoyBaHETO HA JieYeHHEe ¢ MeT(GOPMHH NpPH NALHEHTH C
GFR < 60 ml/MuH.

AKO He e JO0CThbNHA 103083 gopMa Ha JPKaMe3H ¢ aAeKBAaTHO KOIHYECTBO HA aKTHBHOTO BEHIECTBO,
BMECTO KOMOHHaLMA ¢ PUKCHPaHH J03H TPAOBa a ce H3NON3BaAT OTAECNHHTE MOHOKOMIIOHEHTH,

GFR Me MEH CHTArAHOTHH
ml/Mun
60-89 MaxcumanHata aHeBHa ao3a e 3 000 mg. MaxcimannaTta aHEBHa [o3a

Moxe 1a ce OGMHCIIH NOHKKaBaHe Ha nosata spe | € 100 mg.
Bpb3Ka ¢ HamanaBaHeTo Ha Gp6peunara ¢pynkuns.

45-59 MaxkcumanHara aHesHa no3za ¢ 2 000 mg. MakcumanHaTa AHEBHaA A03a
Havannata 03a e wal-MHoro nonosuata or | € 100 mg.
MaKCUMAJHATa Jo03a.

30-44 Maxkcumannara nHesHa goza e 1 000 mg. Makcumansarta JHEBHa 1033

Hauanuata no3a e Hafl-MHOro TMOJIOBHHATa OT e 50 mg.
MAaKCHMAJTHATa N1034.

<30 MeTtdopmMiH e NPpOTHBONMOKA3aH. MaxkcHManHaTa AHeBHa 4034
¢ 25 mg.

Yeproopobro yapedicdane
Jxamesu He TpaOBa Aa ce W3NON3BA NPH NALUKMEHTH ¢ YepHOAPOOHO yBpexaaHe (BXk. Touka 5.2).

Cmapuecka gb3pacm

Tov# kaTo MeTOPMHH U CHTArTMNTHH C€ eKCKpeTHpaT upe3 Ob0OpeunTte, DxaMesn TpadBa na ce
H3MON3Ba C MOBHIIECHO BHHMAHKE NPH HanpeaBale Ha Bu3pacTTa. Heobxoaumo ¢ monHTOpupase Ha
O6bvOpeunaTa PpyHkLus, 3a Aa Ce NOANOMOrHe NPeANa3BaHEeTO OT CRLP3aHaTa C METPOPMHH NaKTaTHa
auuao03a, Hali-Bede B cTapyecka Bb3pacT (BX. TOYKH 4.3 H 4.4).




Ieouampuvna nonyrayus

Ixame3u He TpsOBa Aa ce u3mon3sa NpH Jeua H I0HOWH Ha Bb3pacT oT 10 po 17 roaysu nopasn
HeAOCTaTb4yHa epHKacHOCT. HanHyHHTE NOHACTOANIEM NAHHU ca ONMHCAHH B TOUkH 4.8, 5.1 n 5.2,
HxaMe3n He e npoyusaH NP NEAXATPHYHH NMALHEHTH Ha Bb3pacT noj 10 roanHu.

HayuH Ha NPUIIOKEHHE
Jxame3n TpabBa aa ce npHeMa ABa MbTH AHEBHO ¢ XpaHa 32 HAMAIABAHE HA HEXKENAHHTE PEAKUHH OT

CTPaHa Ha CTOMALHO-YPEeBHHA TPAKT, CBbP3aHH ¢ METHOPMHH.

4.3 IIpoTuBONOKA3AHAS
JxamMe3u € npOTHBONOKA3AH MPH NAaLUEHTH ChC:

- CBPBbXYYBCTBHTEJHOCT KbM AKTHBHHMTE BELIECTBA HIH KbM HAKOE OT MOMOLIHHTE BELIleCTBA,
n3bpoeHH B Touka 6.1 (BX. TOukH 4.4 1 4.8);

. BCEKH THR ocTpa MeTabonMTHA alKAao3a (KaTo JaKkTaTHa anKposa, juabeTHa keroaunaosa);

- anabeTHa npexoma;

- Texka 6bOpeuHa HegocTaTbuHOCT (GFR< 30 ml/MuK) (BXx. Touka 4.4);

- OCTPH CbCTOAHHA € Bb3MOXHOCT Aa H3MEHAT OnbpeuyraTa pyHKUHA KaTO:

. AEXHApATALUA,
. TeXKH HHPEKLHH,
. HIOK,
‘ BbTPECBAOBO NPHJIOXKEHUE Ha HOAHPAHH KOHTPACTHH BELIECTBA { BXK. TOUKa 4.4);
- OCTPC MIIH XPOHHYHO 3ab0nsBaHe, KOETO MOXe 1a NPHYHMHH XHIOKCHA Ha TbKAHHTE KaTo:
. CbpACYHA HITH PECMTHPATOPHA HEAOCTATBUHOCT,
. CKOPOLlICH MHOKapaeH HH$apKT,
. LIOK;
- 4epHOApOOHO yBpEKIAHE;
- OCTpa aAJIKOX0/HA HHTOKCHKALHA, ANTKOXOIHIbBM;

- KbpMeHE.
4.4 CnenHalHg npeaynpexaeHns N OPEANAZHE MepKHE npa ynorpeba

O6wn
Jxame3un He TpaOBa Aa ce H3INON3BA NPH NaLWeHTH ¢ Adalbet TN | M He TpabBa Ja CH U3NON3BA 3a
neveHHe Ha anabeTHa keToauuao3a.

OcCTBbp naHkpeaTuT

Ynorpebara Ha DPP-4 uuxuOHTOpH e CBbp3aHa ¢ pHCK OT Pa3BHTHE Ha OCTbP NaHKpeaTHT.
[TauneHTHTe TpaOBa na ObaaT HHPOPMHPAHH 33 XAPAKTEPHHA CHMIITOM HA OCTBHP NAHKPEATHT:
nepcHCTHpAalLla, MHOTO CHJIHa KopeMHa Oonka. Cnea npexpataBaHe Ha CHTArNHNTHH ce Habmoaasa
OTLIYMfBaHE Ha NaHKpeaTHTa (Che MK 0e3 NoAABbPXKAILO NEeYeHHE), HO B MHOIO PeAKH CllyvaH e
chOBINABAHO 32 HEKPOTH3IHPALL HIIH XEMOPATHYEH NAHKPEATHT W/HIH CMBPT. AKO HMa CBMHEHHKS 32
naHKpeaTHT, TpabBa na ce npexparu npuema Ha JPxame3n U ApyYru MNOTEHUKANHO OA03HPEHH
NeKapcTBeHH MPOAYKTH; aK0 C& MOTBbLPAH OCTHP NAHKPEATHT, NpUeMbT Ha JlxkaMe3n He TpabBa aa ce
Bb300HOB%BA. Heobxoanmo € noBHLIeHO BHHMaHHE MPH NALMEHTH C aHAMHE3a 33 MAHKPEaTHT.

JlakTaTHa ayHao3a
JlakTaTHaTa aLM038a, MHOTO PAAKO, HO CEPHO3HO MeTabONHTHO yCnoxXHeHHe, Halt-u

OCTpO BnouIaBaHe Ha 6bOpedHara QyHKLUHSA, KAPAHO-PECITUPATOPHO 3a00/IABAHE HAH C




HatpyneaHeTo Ha MeTOPMHHE HaCTbNRA NPH OCTPO BnoLiaBaHe Ha ObOpeynaTa PYHKUHA H yBenHuaea
pHCKa OT JIaKTaTHA auHao3a.

B cnyuait Ha nexuaparauus (TEXKO MNOBpLUIAHE, OHAPHA, TPECKA WM HAMaeH MPHEM HA TEUYHOCTH)
TpaOBa BpEMEHHO Ja ce cnpe NpHEeMbT Ha MeTQOPMHH M € NPEenoOpPBYHTENHO A3 C€ YCTAHOBH BPB3Ka C
MEIHULHHCKH CMELHAIHCT,

[IpueMBT Ha NeKapCcTBEHH MPOAYKTH, KOUTO MOTAT OCTPO Aa YEpeasT OvOpeunaTa dyHkuus (kato
AHTHXHNEPTEH3NBHH cpeactsa, auypetuun W HCIIBC) tpabea na ce 3anotHe ¢ nOBUIIEHO BHHMAHHE
MpH MALHEHTH, JIEKYBaHH ¢ MeTPopMHUH. JIpyrH pucKoBH (akTOpH 3a NaKTaTHA aUKA03a ca NIpeKOMepeH
NPHEM Ha AJIKOXO0J1, YepHoApoOHa HEAOCTATLHHOCT, HEAOCTATBYHO KOHTPOIHpaH axader, keTo3a,
NPOAB/DKHTENHO M1aAYBAHE M BCAKAKBA CHCTOAHHA, CBbP3&HH C XHITOKCHA, KAKTO U € AHOBPEMEHHATA
ynotpeba Ha nexapcTBEHH NPOAYKTH, KOMTO MOTAT A4 NPHYKHAT NaKTaTHA aUHA03a (BX. TOukH 4.3 H
4.5).

[MTauyuentTute W/unu 6onnorneaauure Tpsadna na 6baaT KHPOPMUPAHH 33 PHCKA OT IAKTATHA ALIHA03A.
JlakTaTHaTa aUK103a Ce XapakTEpH3Hpa C aLUHA03HA AHCTTHESA, KopeMHa DOnKa, MyCKYJIHH KpaMIiy,
acTeHHA H XHNOTEpMHA, NOCAEBaHH OT KoMa. B ciiyyait Ha CbMHEHHE 33 CHMIITOMH NALHEHTLT TpAbBa
Aa cnpe npHeMa Ha MeTopMuH H He3aDaBHO Aa NOTLPCH Nekapeka noMolll. JIHarHocTHHHHTE
nabopaTopHH HAXOAKH ca NOHHXEeHO KpbBHO pH (< 7,35), noBHilleHH HHBa Ha TUTA3MEHHA 1aKTaT

(> 5 mmol/]) ¥ noBHIIERa aHHOHHA Pa3NHKA H CbOTHOLIEHHE JIAKTAT/IHpPY BaT.

TTayuenmu ¢ ycmanogenu wiu nooo3upanu Mumoxosopuanruu 3abo188anun:

[Ipy nauHeHTH ¢ YCTAHOBEHH MHUTOXOHAPHANHHU 3a00NABaHUA, KATO CHHAPOM Ha MHTOXOHApPHANHA
eHuedanonaTis ¢ 1aKTaTHa auuao3a u HHeynronoaobumn enusonn (Mitochondrial Encephalopathy with
Lactic Acidosis, and Stroke-like episodes, MELAS) u nacneacTeen auaber u rmyxoTa no MafiuuHa
nunns (Maternal inherited diabetes and deafness, MIDD), MeTgopMHH He ce npenopbuBa Nnopaan pucka
OT 060CTpsAHE Ha JIAKTATHA allNA038 H HEBPONOTHYHH YCIOKHEHHA, KOHTO MOXe Na AOBEAAT A0
B/IOLLIABaHe Ha 3abonasaHeTo.

B cnyuyait Ha npu3HaU¥ H CHMIOTOMM, noka3atenuy 3a MELAS cunapom win MIDD, cnen npuema Ha
MEeTPOPMHH, IeHEHHETO ¢ MeTPOPMHH TPabBa na ce cnpe BeaHara  Aa ¢e¢ Hanpasy Obp3a
AHArHOCTHYHA OLEHKA.

bn6peuHa GyHKLNA

[1peny 3anouysaHe Ha evyeHUeTo TPAOBa Aa ce HanpaBH oucHka Ha cTolinocTuTe HA GFR » penoBHo cnen
TOBa (BX. Touka 4.2). [hxamesn ¢ nportuBonokasaH npu nauseHTH ¢ GFR <30 m |/MuH u Tpabea aa Obae
BPEMEHHO CNPAH NPH HANHYHKE HA CbCTOAHHSA, KOHTO NpoMeHAT 6nbpeynara ¢pyHkuus (BX. Touka 4.3).

XHUNOrnUKeMHUS
[TauuenTH, nonyyasawy Jkamesn B KOMOHHaALMUA CbC CYNPOHUTYPES HAM C HHCYIHH, MOXe Ja ca

H3I0XKEHH Ha PHCK OT XxHNorankemus. CrenoBaTenHo, MOXeE Aa € HeoOX0AHMO HaMalNsBaHe Ha 403aTa Ha
cy/JPOHUNYPEATA HIIH HA HHCYJIMHA.

Peakiuy Ha CBPbX4YYBCTBUTENHOCT
HMMa noctMapkeTHHroBH cboOLIEHHA 33 CEPHO3HH PEaKUHH Ha CBPbXYYBCTBUTEIHOCT MPH NMaUHEHTH

NIEKYBaHHU CbC CHTArNTUNTHH. Te3u peakUWH BKIIOYBAT aHadHIaKkcHa, aHrHoeaeM H eKcoTHaTHBHH
CbCTOAHMA Ha KOXaTa, BKIKYHTENHO CHHAPOM Ha Stevens-Johnson. Hauanoto Ha te3u pe
HacTbMBA B PAMKHTE Ha MbPBHTE TPH MECELa OT 3aM0YBAHE Ha IEYEHHETO ChC CHTACJIHNT,
Cly4aHn HACTBNBAT CNEA MLPBATA J03a. AKO €€ NOJ03HPA peakLHA Ha CBPbXHYBCTBHTE




Jbkamesn TpsabBa na ce npexpatH, Tpabra Aa ce OUCHAT APYFrH NOTEHUHATHH NPHYHHH 33 CLOUTHETO H
TpaDBA Aa ce Ha3HauM anTepHATHBHO NeyeHHe Ha auabera (BX. To4ka 4.8).

bynosexn nemduro

Hma nocTMapkeTHHTOBH cboOLeHns 3a Oyno3eH neM@Urona nNpu nanHeHTH, npueMaiud DPP4
UHXHOHUTOPH, BKIIIOYHTETHO CHTATTIMIITHH, AKO HMa CbMHEHHA 3a Oyno3eH neMpHron, npHeMbT Ha
Ixamesn TpaOBa na ce npeycTaHOBH.

One 2

Joxamesy Tpabea aa ce cnpe no BpeMe Ha onepauHs noj obiua, CNHHaNHa HAH eNHAYpaNlHa aHecTe3us.
JlewenuneTo Moxe na Obae Bb30OHOBEHO He NO-paHo OT 48 yaca cnex onepalMaTa HiH Bb30OHOBABAHETO
Ha XpaHEHETO Npe3 yCTa, K NpH ycnoBHe ye ObOpeuyHaTa GyHKIUUSA € OlEHEHa OTHOBO H € YCTAHOBEHO, Ye
e ctabunna.

[punoxeHne Ha HoaAHPAHK KOHTPACTHH BELIECTBa
B1TpechaoBOTO NpunckeHHe Ha HoaHpaHH KOHTPACTHH BELECTBAa MOXeE [a JI0BeAe 10 KOHTPacT-

HH/ly UMpaHa HedponaTisa, BOAELIA 1O HATPYNBAHETO HA METGOPMHH M NOBHLIEH PHCK OT JIAKTaTHA
aunpgosa. JhHxamesn TpabBa aa ce cnipe npeaH URH NO BpeMe Ha NpoueyparTa 3a obpa3Ha JHarHOCTHKA H
He TpaOBa Aa ce Bb306HOBABA A0 Halfi-manko 48 yaca cnes ToBa, npH ycnosue 4e OnOpeynara QyRKUHA €
OL[CHEHa OTHOBO H € YCTaHOBEHO, 1e € cTabunHa (BX. TOUKH 4.3 n 4.5).

[IpomsHa B KIMHHYHHMA CTATYC HA MALMEHTH ¢ KOHTPOJAHpaH aAuaber Thn 2
[MTauuenTy ¢ nuabet THN 2, npeau ToBa A0Ope KOKTponnupaH ¢ JkaMesn, KOHTO pa3BHBAT OTKJIOHEHHS B

nabopaTopHH NoKa3aTesH WIH KTHHHYHO 3abonsaBaHe (Hali-Beye HeACHO MM ¢nabo aeduHHpaHO
sabongBaHe) TpabBa He3abaBHO /1a ce OLICHAT 3a HAIMYKE HA KETOALMA03a WIH NaKTaTHA auna03a.
OueHkarta TpabBa 2a BKIIOYBA CEPYMHH €N1EKTPONHTH H KETOHH, KPbBHA 3aXap H, ako ce Hanara, pH Ha
KDBLBTA, HHBa HA 1AKTaT, NHPYBAT H METQOPMHH. AKO €€ NOYBH aLHA03a, B KOATO H Aa e dopma,
neyeHueto TpAOBA aa ce cnpe He3abarHO H TpabBa Aa ce npeanpueMar NOAXOAAUIM NpoTHBOASHCTBALIH
MEPKH.

Hednuput Ha Butamuu Bl12

MergopMiH MOXe 1a HaMaNH CEpyYMHHTE HHBa Ha BUTAMHH B 12 . PUCKBT OT HHCKH HHBA Ha BUTAMHKH
B12 ce ypennuasa ¢ yeenyuaBaHe Ha 103aTa MeTHOPMHUH, MPOABIKHTENHOCTTA HA TEUEHRETO H/HHK NpH
MaUHEHTH C PUCKOBH (akTOPH, 38 KOHTO € M3IBECTHO, Ye NpHYHHABAT AedHuMT Ha BuTaMuH B12 . B
ciayval Ha CbMHeEHHe 3a fePHLUNT Ha BuTaMHH B12 (xaTo aneMus UM HEBPOMATHA), CEPYMHHTE HNBA Ha
BuTaMiH B12 Tpabsa aa ce npocneassar. [leproanuno npocneasasane Ha BuTaMuH B12 Moxe na ce
HAJIOXH TPH NMALHEHTH ¢ PHCKOBH QAKTOPH 3a AepHUNT Ha BUTaMHH B12 . Tepanuata ¢ MeTrdopMHH
TpabBa na NpoOABIKH, AOKATO C€ MOHACK A0OPE H HE € NPOTHBOMOKA3aHA, H A C€ OCHIYPH NOAXORALLO
KOPHTHPpALLo NeueHHe 3a AePHUHT Ha BUTaMHH B12 B CLOTBETCTBHE C HACTOALINTE KNTHHHYHH HACOKH.

[loMOLHH BelllecTRa
dunmupaHara Tabnerka cbaAbpxka HaTpuh: ToBa nekapcTBO cbAbpXKa No-mManko oT 1 mmol HaTpu#t

(23 mg) Ha punmupana Tabnetka, T.e. MOXe [ia ce Kaxe, 4e NPaKTHYECKH He ChbAbPKa HaTpuil.

4.5 BiauMoaeHcTBHE ¢ APYTH JeKAPCTBEHE NPOAYKTH K ApYrH GopMH Ha B3auMoaeHCTBHE

EnHOBpEeMEHHOTO MHOMOKPATHO NpHiarase Ha CHTarnunTHH (50 mg ABa NBTH AHEBHO) H ME
(1000 mg aBa NMbTH AHEBHO) HE € NPOMEHHUNO 3HAYHTENHO (PAPMAKOKHHETHKATA KaKTO
Taka H Ha MeTOPMHH NPH NauHeHTH ¢ Anaber Tun 2.




He ca W3BbpiuBaHH npoy4uBaHns 3a GapMakOKHHETHYHH NIEKAPCTBEHH B3auMoaeicTBHA ¢ Jxamesn;
obaue TaknBa NpoyuBaHHA ca NPOBEXAAHH C OTRENHHTE AKTHBHH BEIECTBA, CHTATJIMNITHH U METQOPMHA,

He ce npenopb4Ba ChrbTCTRAINA YROTpeba

Anxoxon
AJIKOXOHAaTa HHTOKCHKALHA C€ CBbP3Ba C NOBULUEH PHUCK OT JAKTATHA ailn03a, 0cobeHo B cyyas Ha
riagyBaHe, HEAOXPaHBAHE HIIH YepHOAPOOHa HEOCTATBYHOCT.

HMoanpaHH KOHTPacTHH BellecTBa

Jhxkamesn TpabBa 3a1bMKHTENHO Ja Ce CNpe Npeax WK No BpeMe Ha npoleayparta 3a obpasHa
AHArHOCTHKA H He TpAOBa Aa ce Bb300OHOBABA 10 Haf-manko 48 vaca cieji TOBa, NPH YCNOBHE Y€
6nOpeunara GpyHKILHA € OLleHEHA OTHOBO H € YCTAHOBEHO, Y€ € cTa0unHa (BX. ToukH 4.3 1 4.4).

KDMﬁHH&gHH, H3IHWCKBAlIH MPEANa3Hd MEPKH TTDH XHQ!QQQQ

Hsaxou nexkapcTBEHH NPOAYKTH MOTraT Aa ce OTpa3saT HebnaronpuaTHo Ha ObOpeunaTa QyHKUUS, KOETO
MOXE Aa YBEJIHYH pPUCKa OT JlakTaTHa aunao3a, Hanpumep HCITIBC, sknounTenno cenexTusHy
HHXKOHTOPH Ha unknookcHrenasa (COX) I, ACE nuxnbutopH, aursnorensun Il peuentopuH
AHTATOHHCTH K ARYPETHUH, ocobeHo OprMKOBH arypeTHUH. [Tpu 3anoysaneTo Wau ynotpebarta Ha
TAKHWBA NPOAYKTH B KOMOHHALKA ¢ METPOPMMH € HeoOXOAUMO BHHMATENHO NpocieaaBaHe Ha
O1vOpeunaTa pyHkuns.

CobnbTeTBaulaTa ynotpeda Ha nekapcTBa, KOHTO NOBAHABAT OOLIHTE TPAHCNOPTHH CUCTEMH B
O0b6peynHTe TYOYNH, BIUIOYECHH B O6BOPEUHOTO eNMMHHHPAHE Ha METGOPMHH (Hanp. HHXHOUTOPH Ha
OpraHM4HHa KaTHOHeH TpaHcnoprep-2 [OCT2)/MynTHIeKapCTBEHHA H TOKCHH-EKCTPYAHpALL NPOTEHH
[MATE ] kato paHona3ul, BaHaeTaHKD, AONYTErpasup H LUMMETHIHH ), MOTAT Ja MOBHILAT CHCTEMHATA
€KCITO3HLHA HAa MeTHOPMHH M Ja yBEeNHYaT pUCKa OT NAaKTATHA aunao3a. Tpadea na ce oOOMHCAAT NON3NTe
H PHCKOBETE OT ChITbTCTBAILaTa ynoTpeba. Tpabea aa ce obMUCIH BHHMATENHO NpOCNeaARBaHE Ha
FMHKEMHYHHA KOHTPOJ, afanTHPaHe Ha J03aTa B pAMKHTE Ha NPEnoOpPbYHTENIHATA 103HPOBKA U MPOMEHH
B JIeYeHHeTO Ha Anabeta, KOraTo TakHBa /1IeKapCTBEHH NPOAYKTH CE NpHAaraT eAHOBPEMEHHO.

[ moKoKOpTHKOKHAUTE (NpUIaraiy No CHCTEMEH H JIOKaJIEH NbT) 6€Ta-2-aroHHCTHTE H AHYPETHUHKTE HMaT
NPHCHLIO XHNEeprinkeMH4YHo aelicTeure. [launeHtrTe TpabBa na ce HHPOPMHpAT H NO-YECTO A3 H3IMEPBAT
KPbBHATA CH 3aXap, 0COOCHO B HA4YANOTO HA JIEYEHHETO C TAKNBa JIEKAPCTBEHH MPOAYKTH. AKO €
HeOOXO0AHMO, 103aTa Ha BHTHXHIIEPIIMKEMHUYHHA JIEKaPCTBEH NpOAYKT TpAOBa Aa ce aaanTupa no BpeMe
Ha JIeu€HHE C APYTHA JIeKapCTBeH NMPOAYKT H NPH HErOBOTO NpeKpaTABaHe.

ACE-nHXxnOnTopHTe MOraTt Ja NOHHXAT HHBATA Ha KpbBHATA 3axap. Ako € HeoOXoAHMMO, A03aTa HA
AHTHXHNEPrIHKEMHYHHA NEKAPCTBEH NPOAYKT TpA6Ba Aa ce afanTHpa Mo BpeMe Ha JIEUEHHETO C IPyTHA
NeKapcTBEH NPOAYKT H NPH HEMOBOTO NIPEKPATABAHE.

EdekTH Ha ApyrH nekapcTBeHU NPOAYKTH BbPXY CHTALAMITHH
In vitro v KIHHAYHHTE AAHHH, ONHCAHY TIO-A0NY MPEANOarar, Y€ PUCKbT OT KIHHHYHO 3HAYHUMH
B3aUMOAeCTBUS MPH €AHOBPEMEHHO NPHIIOXKEHHE C APYTH IEKaPCTBEHH MPOAYKTH € HHCBK.

In vitro npoyuBaHHA NOKa3BaT, Y€ OCHOBHHA €H3HM OTTOBOPEH 334 OrpaHHuYE€HHA METabONM3bM Ha

cutarnuntiH e CYP3A4, ¢ yyactue na CYP2CS. [1pn naunenTn c Hopmansa 666peuna pyHkuus,
meTabonnaMbT, BKAOUYHTENHO K ype3s CYP3 A4, nrpae camo Manka po/s B KIHPBbHCA Ha CH
MeTabonu3MbT MOXKE Aa HIPae Mo-BaKHa PoJIA NPH €MHMUHHUPAHETO HA CHTATTIHITH
ocTpo 6bOpeuHo yBpekaaHe niH TEpMHHANHA 6b0peuna HegocTaThHHOCT (ESRD)
IPUYHHA € Bb3MOXHO CHIHK HHXHOUTOpH Ha CYP3 A4 (Hanp. KeToOKOHAa301, U

7



KNTAPUTPOMHLMH) 138 NPOMEHAT (PapMaKOKHHETHKATA Ha CHTAr/THNITHH NPH NAaLUHEHTH ¢ Texko ObOpevHo
yepexxaaHe unn ESRD. Edexkture Ha cuinnte CYP3A4 nHxubutopu B ycnoeus Ha 6b6peuHo
YBPEXKJaHE HEe Ca OLEHABAHH NPH KIHHHYHO NPOYUBaHe.

In vitro npoy4YBaHHs 3a TPAaHCMOPTA NOKAIBAT, Y€ CHTAITHNTHH € CYOCTpaT Ha P-rAHKONPOTEHHA H
TpaHCNopTepa Ha oprai4yHH aHHoHH-3 (OAT3). OAT3 MeaHHpaHUAT TPAHCTNIOPT Ha CHTArJHNTHH ce
UHXHOHPA in vitro oT NpOGEHELH D, BBIIPEKH Y€ PUCKDLT OT KJIIHHHYHO 3HAYHMH B3auMoaeHCTBHA ce CMATa
32 HHCBK. EaHOBpeMenHOTO ipuniokeHne Ha OAT3 HHXHOUTOPH He e oleHeHO in vivo.

Huxnocnopun: TlpoBeaeHO € Npoy4BaHe 33 OLEHABAHE Ha eeKTa Ha UMKIIOCTIOPHH, CHIIEH HHXHOHTOp Ha
P-TAHKONPOTEHHA, BbpXY PapMaKOKHHETHKATa Ha CHTarNBNTHH. EAHOBpeMEHHOTO NPUIOKEHHE HA
€AHHHYHa nepopaiiig no3a 100 mg curarnMnTHH H eAMHHYHA nepopanHa Ao3a 600 mg HHKNOCNOPHH
nopHwwaBa AUC H Cpex Ha CHTANIHNTHH CHOTBETHO ¢ Npubnn3uTento 29% u 68%. Te3n npoMeHH BbB
(dhapMakKOKHHETHKATa Ha CHTArTHNTHH He ce CMATAT 38 KJAHHUUYHO 3HauMMH. brOpeuHHaT KNIHPBHC Ha
CHTarTHNTHH He € 3HAaUUTENHO npoMeHeH. CnenoBaTenHo, He ce 0YakBaT 3HaAYHMH B3aMMOAEHCTBHA C
ApYrH HHXHOHTOPH Ha p-IJIHKONPOTEHHA.

EdekT Ha CUTArNHNTHH BLPXY APYTH NEKAPCTBEHH NPOAYKTH
Huzoxcun; CutarnuntyiH uMa cnab egpexT BbpXy I1a3MeHaTa KOHLUEHTpalUHua Ha JUrokcuH. Cnen

npuaaradeTo Ha 0,25 mg AUrokcHH egHoBpeMeHHO ¢be 100 mg CHTArMNTUH AHEBHO B NPOAbIKEHHUE Ha
10 ann, nnaszMeHata AUC Ha qurokCHH HapacTBa cpeaHo ¢ 11%, a nnaimesarta Copax cpeano ¢ 18%. He
ce NMpenopbYBa KOPHIrHpaHe Ha 03aTa JHMOKCHH. B ChUl0TO BpeMe, NaluHEHTHTE C PUCK OT AUIOKCHHOBA
TOKCHYHOCT TpaOBa aa 6baaT NpocneasBaHH 3a TakaBa, KOTATO CHTArMHNTHH U AWT'OKCHH C€ NMpHnarar
eAHOBPEMEHHO.

In vitro naHHHTE NOKA3BAT, Y€ CHTAMHIITAH HE NOTHCKA H He HHAYuHpa CYP450 u3oenzumuTe. [ipu
KJHHHYHH NPOYYBAHHA CHTArNTHNTHH HE NPOMEHSA 3HAYKMO (PapMAaKOKHHETHKATA HA METHOPMHH,
rnubypua, CHMBACTaTHH, PO3HIIHTA30H, BapdapHH HAH NEepopanHN KOHTpaALIENTUBH, AaBaiikh in vivo
JAHHH 33 MAJKa BEPOATHOCT OT NpeAN3BHKBAHE Ha B3auMoaelicTBua ¢be CydcTpaTn Ha CYP3 A4,
CYP2C8, CYP2C9 u tpancnoprepn Ha opranH4Hu katnoHH (OCT). CurarnunTd moxe na 6uae cnab
HHXHOHTOP HA P-TJHKONPOTEHHA in Vivo.

4.6 Q@eprannvet, GpeMEeHBOCT H KbPMEHe

bpemeHHOCT
Hsama aoctaTb4HO AaHHU OT ynoTpedara Ha CHTaraunTHH npH OpeMeHRH xenn. [Ipoy4yBanus npu

AKHBOTHH MOKa3BaT PENPOAYKTHBHA TOKCHYHOCT MPH BHCOKHK J03HM CHTATNTHNTHH (BX. TO4YKa 5.3).

OrpaHH4eHHTe NaHHH Npeanonarar, 4e ynorpedata Ha MmeTdopMHH npH OpeMeHHH He e CBbp3aHa ¢
MOBHINEH PUCK OT KOHreHUTaNHH MandopMaunn. [Ipoyusannsta ¢ MeTGOPMHH NMPH HKHBOTHH HE
MoxaiBaT BpelHH edekTH BbB Bpb3ka ¢ OpeMeHHOCTTa, eMOpHOHANTHOTO H deTaROTO pa3BUTHE,
PAKAAHETO HAKM MOCTHATATIHOTO pa3BHTHE (BX. ChILO TOUKA 5.3).

Hoxamesu He TpaOsa ja ce H3non3ea no speMe Ha OpeMEHHOCT. AKO NauMeHTKaTa Hcka Aa 3abpemenee
HITH aKo HacTbIH OpeMeHHOCT, NeyeHneTo TpAORa Ja ce npexpaTk W NaUHEeHTKaTa Ja NPpeMHHE Ha
JIEYEHHE C HHCYJIHH Bb3MOXHO Hal-ckopo.

KnpMmene
He ca npoBexaaHn Npoy4BaHHd [IpH KbPMELLH )KHBOTHH ¢ KOMOMHHpaHHTE aKTHBHH
nekapcTBeH npoayKT. [1py npoyuBaHus, NpoBeXxAaHH ¢ OTACNHHTE AKTHBHH BELIECTR
MeTQOPMHH C€ EKCKPETHPAT B MJISKOTO Ha JakTHpalld nabxoBe. [Ipn xopa Me'rd)o
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KbPMAaTa B MANKH KonuuecTBa. He e H3BECTHO Aany CUTATTHNITHH Ce eKCKPETHPa B KbPMarTa.
Cnenpoatento J[kamesn He TpabBa Aa ce H3N0N3Ba NPH KEHU, KOHUTO KbPMAT (BX. TOYKA 4.3).

DEepPTUAHTET

JlaHHHTE OT NPOY4YBaHHS NPH XKHBOTHH HE NMPEANOJAraT BIHAHHUE BbpXY PEpPTHIHTETa K8 MBXKH H
XEHCKH IUTbXOBE NPH TPETHpPaHe ChC CHTAINTHNTHH. JIMNCBaT JaHHH NpH Xopa.

4.7 Edekru BLpxy cnocobrocTTa 3a modupane B pabora ¢ MAIUAREA

JxaMe3u He NORTHABA HIH NOBNIHABA NMpeHebpexxuMo cnocobHOCTTa 3a wodHpaHe n paboTa ¢ MAIIHHM.
B cbuioto Bpeme npH wogHpane uaH paboTa ¢ MalIHHK, TPAOBA a ce HMa NpeABH, Ye NpH
CHTArJIMNTHH Ca JOKJ1aJBaHy CIy4aH Ha 3amaliBaHE H CLHJIHBOCT.

OcBeH TOBa, NauxeHTHTe TPAOBa A& ce NpeaynpeXxaaBat 3a pHcKa OT XHNOraHKeMHa, korato [DkamesH
ce H3noA38a B KOMOHHALMA CbC CyNPOoHHNYpeliHO MPOH3BOAKO HIIH C HHCYJIHH.,

4.8 Hexenanu JeKapcTBCHH PeaKIHE

Pe3ioMe Ha npoduna Ha 6be3onacHocT

HsaMa nposenenn TepaneBTHYHH KTHHHYHH NpoyyBaHus ¢ Jlxamesn Tabnerku, Ho GHOCKBHBANICHTHOCTTA
Ha J[xaMe3H e JoKa3aHa nNpy eHOBPEMEHHOTO NMPHUAOKEHHE Ha CUTAMUIITHH H MET(QOPMHH (BX. TOUKA
5.2). Cro0maBaHH ca CEPHO3HH HEXENAHH PeaKLHH, BKIIIOYHTEIIHO NMAaHKPEaTHT M peakLHH Ha
CBPbX4YBCTBHTENHOCT. CHroOIABAHA € XHMOTIHKEMHS NTPH KOMOHHALMA ChC CyNPonunypefiHo
npou3BoaHo (13,8%) u c uncynnn (10,9% ).

TabnuyeH CNHCHK Ha HEXENAHHUTE DEaKIIHY
CHTarnunTH ¥ MeTPOPMHH

Hexenannte peakunn ca n3dpoeHn no-gony ¢ npenopbuBaHute 0T MedDRA tepmusu cnopen cucremo-
opraHHa knacudukaurs u abcontoTHa uectora (Tabnuua 1). [lo yecToTa ce onpeaensT KaTo: MHOTO YECTH
(= 1/10), yectu (= 1/100 no <1/10), HeuecTn (= 1/1 000 po < 1/100), peaxn (= 1/10 000 gpo < 1/1 000),
MHoro peakH (< 1/10 000) u ¢ Hen3BecTHa 4ecToTa (OT HAUIHYHHTE JAHHH He MOoXe aa Obae HanpaBeHa
OLIEHKa).

Ta6Ganna 1: YecToTa HA HEXCHNAHHTE PEAKIEHE YCTAHOBECHN 10 BpeMe HA IIaneb0-KOHTPOAHpARH
KJIHHHYHA TNPOYYBAHHS ¢bC CHTATJHNOTHH H MeTPOPMHH CAMOCTONTENHO H nNpH
HOCTMAPKETHHIOBHSA ONHT

Hexcennana peaxknns HecTOTa HA HEKEIRHATA PCAKIHS
Hapyuienns Ha XPLBTA H JHMPHATA CHCTEMA

TpOMOOUHTONEHHA Penku

HapyuienHS Ha HMYBHATA CHCTEMa

pPeaKkiLiHH Ha CBPbXYYBCTBHTEIHOCT, C Heu3BecTHA HeCTOTA

BKTIOYHTENHO aHa(HUIAKTHYHH OTTOBOpH !

Hapymenus ua MeTab01H3Ma H XpaHeRETO

xunornukemns’
HaMaJIeHKE Ha HHBAaTa Ha BUTaMMH B12

/nepuuutt

HlEylﬂeHHﬂ HA HEPBHATa CHCTEMA
CBhHJIHBOCT




PecnHpATOPHH, IPLABEA H MCAHACTHHAJIHHA

HAPYIIEeHHR

HHTEpCTHLHANHA Senoapobua Gonect C HeM3BECTHA YECTOTA

CToMaAINHO-9PEBHE HAPYILICHHS

AHApHA HeuectH

rajcHe YecTu
natyneHuns YecTH

3aneK HevecTH

OoJika B ropHaTa 4acT Ha KopeMa HeuecTu

NOBpbillaHe YectH

OCTbp MaHkpeaTuT '3 C HeH3BECTHA YecToTa

daraned n HedaTalleH XxeMOparuueH H C Hen3IBecTHa yecToTa

HEKPOTH3HpaLll NaHKpeaTuT '
HapyuieBEs HR KOXKATA H NOAKOKHATA ThKAH

npypHTyC’ Heuectn
anruoezeMm ! C Heu3BEeCTHA YecToTa
o6pus™! C HeHn3BeCTHA YECTOTA
| yprukapus ' C HeH3BECTHa 4eCTOTa
KOXEH BACKYIMT C HEH3BECTHA YECTOTa

ekcONHaTHBHH KOXHH 3a6onsaBaHus,
BKJIOYHMTEIHO CHHAPOM Ha Stevens-Johnson™

6ynoleH nemburonn C HEeH3BEeCTHA 4eCTOTa
Y

Hapymenns 8a MycKyJHO-CKeTCTHATA
CHCTCMS H CheIHHHTEAHATA ThHKAH

C HeH3BeCTHa Y4ecToTa

apTpanrus’ C HeH3BeCTHA YecToTa
MHAIFHA C Hen3BECTHA YecToTa
Gonka B kpaHHHLHTE' C Hen3BeCTHA YECTOTa
Goska B repba’ C HeHM3BECTHa 4ecToTa
apTponatus’ C uen3BecTHa yecToTa
Hapynienns na 61L.6pennte B NHKOYHHTE

NbTHIIA

Hapylena GbOpedna yHKuns" C Hen3BecTHa 4ecToTa
ocTpa Gb6peyuHa HeIOCTATBHHOCT C HeH3BecTHa YeCcToTa

L
Hewxenanvre peakuny ca HacHTHGHUMPAHH NO BPEME Ha NOCTMAPKETHHIOBOTO Habmoaenne,
' Bux Touka 4.4.
! Buake npoyuBaHeTo 3a 6¢301aCHOCT N0 OTHOWIEHHE Ha ChPACYHO-CbaoBaTa cueteMa TECOS no-aoay.

Onucanne Ha H3OpaHH HEXeNaHH PEaKLUNH
Hakou HexenaHnu peakum ca HabnojaBaHH NO-4eCTO NPH NPOYyUuBaHHA 32 KOMOHHHpaHa ynoTpeba Ha

CUTArNHNTHH H METQOPMHH ¢ APYrH aHTHAHAOETHR NeKapCcTBEHH NPOAYKTH B CPaBHEHHE C NPOYYBAHHA
Ha CUTArNHNTHH K MeTPOPMHH CAMOCTOSTENHO, Te BKIKOUMBAT XUNOrMHKeMHUs (KaTeropus Ha 4ectoTa

~MHOTO0 4ecTH” CbC CYADOHHNYpelHO NPOU3BOAHO HIH KHCYAHR), 3aneK (,,4eCTH” CBbC CYNPOHUNYpeliHO
NPOH3BOAHO), NepHdepeH OToK (,,4eCTH™ C NHOrANTa30H) U rnaobonne U CyxoTa B ycrara (,,H
HHCYJHH).
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Cumazrunmun

[Tpu npoyuBaHus Bbpxy MOHOTEpAnua ¢cbC cuTarnunTid 100 mg BeaHbK AHEBHO CAMOCTOATENHO B
CpaBHEeHHE ¢ Mnauedo, ChOBHUICHHTE HEXENIAHH PEAKIIHH Ca riaBofonne, XHNOTNIMKeMHS, 3an€eK H
3aMaliBaHe.

Cpea T€34 NaUHEHTH HeXETaHHTe CbOMTUA, ChODIABAHH HE3ABUCHMO OT NPUYHHHO-CICACTBEHA BPb3KA
C JIeKapCTBEHHA NPOAYKT, € YeCcTOTa Hali-Manko 5%, BKNOYBAT HH(EKUHMM HA TOPHHTE JHXATE/HH
mbTHLIA ¥ HazodapHHTUT. OcBeH TOBa, ¢ca cbobuieHH ocreoapTpuT 1 Bonka B kpalHHUKUTE, € YECTOTA
HeyecTH (> 0,5% no-BUCOKa Cpel YHaCTHHLUMTE, NOAYYHAN CHTArNTHATHH, OTKOJKOTO Ta3sH B

KOHTPOJIHATA rpyna).

Memgopmun

CroMailHO-4PeBHH CHMNTOMH Ca CbOOLLABAHH MHOTO YECTO NPH KNHHHYHH NPOYYBaHHS H NpH
MOCTMAPKETHHIOBATa yrnorpeba Ha MeTgpopMHH. CTOMAUIHO-4YPEBHUTE CHMIITOMH KaToO rajicHe,
nospblaHe, AHapHs, bonka B kopeMa H 3aryba Ha aneTHT ce NoABABAT NO-YECTO MPH 3aM0HBaHe Ha
NEYEHHUETO W B ITOBEYETO CNYUYAH NPEMHUHABAT CIIOHTAHHO. JIOMBAHUTENHH HEXEIAHH PEAKLIMH, CBBbP3aHH
¢ MeTQOPMHH, BKIIIOYBAT MeTalleH BKYC (HECTH); JJaKTATHA allMA03a, HapylleHHa Ha YepHoApoOHaTa
$yHKIHA, XeNATHT, YPTUKAPHs, EpHTEMA H ChbpOexk (MHOIO pelkH).

Kareropunre no 4ectora ce OCHOBaBaT Ha HaliMuHaTa HHopMauua B KpaTkaTa XapakTepHCTHKA Ha
NpoOAYKTa Ha MeTdopmiH, onodpeHa B EC.

[NeauaTpuyHa nonyaauus

B KNMHEHYHK NPOYYBaHHA CbC CHTArIHNTHH/METGOPMH NPH NMEeARaTPHYHH NANHEHTH CbC 3aXapeH auaber
THN 2 Ha BB3paAcT OT 10 10 17 roaAnHH NpoduTLT HA HEXENAHHTE PEAKLHHY KATO LIAJIO € CPABHHM C TO3M,
HabnioaaBaH npu BL3PAcTHH. [1py neaAHATpHUHH NalleHTH, KOHTO Ca HIIH HE €& HA OCHOBHO JIEYEHHE C
HHCYJIHH, CHTArTHNTHH C€ CBBP3Ba C NOBHLIEH PHCK OT XHMNOrMHKEMHA.

IIpoyusane 3a bezonacrocm no omuouwienue Ha copoedrno-cvoogama cucmema TECOS

H3nuTBaHETO, OLIEHABALIC CHPAEYHO-CHAOBUTE PE3YNTATH NPH JiedeHue cbe cuTarnunTud (TECOS),
BKIO4YBa 7 332 nauuenTH, nekyBaHu cbC 100 mg curarnunTuH aHeBHO (Wi S0 mg AHeBHO, aKko
M3XOJHHTE CTOAHOCTH Ha H3dMcneHaTa ckopocT Ha rioMepyada ¢punrpauns (¢eGFR) ca> 30 u

< 50 ml/mMun/1,73 m?), 1 7 339 nauxenTu Ha niauebo B intention-to-treat nonynauusaTa. JIBeTe ne4eHHs
ca nobaBeHH KbM 0ONuUalHHTE MPHKK CBIrNAacHO MECTHHTE cTaHaapTH 3a HbA ¢ u chpaeuHo-cea0BH
pHCKOBH (akTopH. O0LIaTa 4eCTOTa Ha CEePHO3HHTE HeXeNlaHK ChONTHA NPH NALHEHTH, NOJy4YaBalliH
CHTArJMNTHH, € CXOHA C Ta3M NPH NALUEHTHTE, NoJyYaBaiy nnauebo.

B intention-to-treat nonyjauxaTa cpea NaLHeHTHTE, KOUTO H3NON3BAT HHCYIUH WHIH CyIdOHUTYped Ha
HM3XOZHO HUBO, HECTOTATA HA TEXKKA XHIOIMHKeMHKA € 2,7% NpH nauydeHTUTe, 1eKYBaHHU CbC
CHTArIHNTHH H 2,5% npH nauneHTHTE Ha nnanedo; cpell MaLHEHTHTE, KOHTO HE H3MOA3BAT HHCY/IHH
/WA cynPORNAYpes Ha H3XOAHO HHBO, YeCTOTaTa Ha TexKa xunorndkeMus e 1,0% npu nauneHTure,
JIEKYBaHH CbC CHTArMHMNTHH H 0,7% npy naudeHTHTe Ha nhauebo. HectoTara Ha NOTEbPACHH CBOHTHA,
OTAABRaHH Ha naHkpeatHT, ¢ (0,3% npH NaUNEHTHTE, NEKYBAHH CbC CHTArUNTHH K 0,2% npn naunenTHTe
Ha nnauebo.

CrobijaBaHe Ha MOROIUPAHH HEXKENAHW PEaKLIHH
Cbo01aBaHETO Ha MONO3KMPAHH HEXEeNaHH peakLiHy ciel paspeluapaHe 3a ynorpeba Ha N€KapCTBEHHSA

NeKapcTBEHHUA NPOAYKT. OT MEAHWLIHHCKHTE CNELHANHCTH C€ H3HCKBA fa choOLyaBaT A
HeXenaHa peakuua Ypes U3mbaHuTenHa areHuus no aekapersara, ya. ,Jamas I'pygt
Codusa, Ten.: +359 2 8903417, yebcaliT: www.bda by,
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4.9 Ilpeno3upane

[lpn KOHTPONHPAHH KIHHHYHH NPOYYBAHHA CbC 3APABH YYACTHHLH Ce MPHAAraT e1HOKpPaTHH AO3H A0
800 mg cutarnunTuH. MunnManso yasmkapaHe Ha QTc, koeTo He ¢e CYHTa 32 KIMHHYHO 3HAYKMO, Ce
Habnonasa npu eaHo npoyysaHe ¢ Ao3a oT 800 mg curaraunTiH. Hama onuT ¢ no3u Haa 800 mg npu
KAHHHYHH npoyuBanus. [Ipy npoyusanng ®a3za | ¢ MHOTOKPaTHO NpHAAarane, HAMa CBbpP3aHHU ¢ A03aTa
KJIBHHYHH HEXENaHH IEKAPCTBEHH PEakLMH, HAOMOAaBaHH NPH CHTAINMNTHH ¢ 03K Ao 600 mg axesHo
3a nepruoau no 10 aun v 400 mg AHEBHO 3a nepHoAH a0 28 AHH.

[Conamo npeno3upane ¢ MeTHOPMHH (HIH €AHOBPEMEHHO ChLUECTBYBALL PHCK OT JIAKTaTHA auKnao3a)
MOXe Aa AOBEAE A0 NIAKTaTHA alKa03a, KOATO € CNelleH MEAMILIHHCKH ciy4al u TpabBa Aa ce neKyBa B
6onnnna. Hali-eeKTHBHUAT METOA 33 OTCTPAHABAHE HA 1aKTaTa H METHOPMHHA € XeMOAHanH3aTa.

[pn kwinHH4YHK NpoyyYyBaHus nprbanizurento 13,5% ot ao3ara ce oTCTpaHgBa nNpy npoAbmkasaumia 3x0 4
yaca xeMoAHnanu3Ha cecHs. [Ipy npeueHka 3a KIHHHYHA HeOOXOAHMOCT MOXeE a Ce NpeanpHeMe no-
NpOABL/KHTENHA Ananu3a. He € U3BECTHO JanH CHUTArMMNTHH C€ JUAIH3NPa NPH NEPHTOHEANHa AHANTH3A.

B cnyu4aii Ha npeao3upate € NOAXO/ALLO Aa ce npeanpueMaT 06MKHOBEHUTE MOAAbPXKALM MEPKH, KaTo
OTCTpaHABaHe Ha HeaOcopOHpaHHA MaTepHan OT CTOMALIHO-YPEBHHA TPAKT, KTHHHYHO HabnioaeHue
(BKJIOYHTENTHO H ENEKTPOKapAHOrpaMa) H NPH HyKa 3ano4yBaHe Ha HOLTbPXKaLLO ICYEHHE.

S. ®APMAKOJOI'H4YHH CBOMCTBA
5.1 DapmMakoaHHAMH4YHH CBOHCTBA

dapmakoTepanesTHYHa rpyna: AHTHAHAOETHH nekapeTsa, KOMOHHALMK OT NMEpOPANHH NEKapCTBa 3a
HaMaJisBaHE Ha KpbBHaTa 3axap, ATC xoa: A10BDO7

Jxamesn koMOnHHpa 1Ba AHTHXHNIEPrIHKEMHYHH IeKapCTBEHH NPOAYKTA C JONMbJIBALL C€ MEXAHUIBM Ha
AeHcTBHE 32 NOAOOPABaHE HA MUKEMHYHHA KOHTPOJN NPH NMaLMEHTH ¢ AHabeT TN 2: CUTArNUNTHH
¢ocdar, aunentrann nentuaasza 4 (DPP-4) unxnbuTop U MeTGOPMHHOB XHAPOXJIOPUA, NPEACTABUTEN
Ha Kj1aca Ha OHrBAHUIMHHUTE.

CUTArIunTHH

Mexanuzwm na oelicmeue
CurarnuntHH ¢ocdar € nepopaiHO aKTHBEH, CHJIEH H BHCOKOCENIEKTHBEH HHXHOUTOP Ha eH3HMa
aunentuaUn nenrtuaasa 4 (DPP-4) 3a neuenne Ha auaber tun 2. UHxubuTopure Ha DPP-4 ca knac
BELIECTRA, KOHTO AeHCTBAT KaTO €HXAHCEPH HA MHKpeTHH. Upe3 nuxubupaHe #a eiznma DPP-4,
CHUTAMIHNTHH NOBULIABA HUBATA HA 1BA H3BECTHH aKTHBHH MHKPETHH XOPMOHA, IMIOKAroH-nojobxus
nentug-1 (GLP-1) u rmoko3a-zaBucumus HHcyarsotponed nonunentuz (GIP). UHkpeTuHuTe ca yacT or
€HJ0reHHa CHCTEMA, yJYacTBalla BB PHIHONOrHYHATA perynalis Ha roKo3HaTa xoMeocTasa. Koraro
KOHLIEHTPALHHTE Ha KPbBHATA 3axap ca HopManHH niH nosHwenH, GLP-1 n GIP 3acunBat cuHTe3a u
0CBOOOXKAABAHETO HA KHCYJNHH OT naHkpeaTHyHuTe Oera-knerkH. Ocpen ToBa, GLP-1 Hamanasa
CEeKpeLMATa Ha MIIOKaroH OT NaHKpeaTHYHUTe anda KWiIeTkH, BoAEHKH A0 HaManeHo NPOH3IBOACTBO Ha
yepHoapoOHa raoko3a. Koraro HUBaTa Ha rinlK03a B KPLBTA ¢4 HHCKH, ocaoﬁomaaauﬂo oF: NIHH
He ce CTUMYJIHpa H CEKpeLUMATa Ha IIKKaroH He ce NoTUcKka, CHTarIMNTHH € cuneH W fip 0
CeNneKTHBEH HHXUOHTOP Ha eH3uMa DPP-4 u He HHXHOHpa CXOAHHTE N0 Cprlc'[ypa ll' 0
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apMakonornyHo aecTeue ot aHano3nTe Ha GLP-1, HHCYAHH, CyN(POHHTYypes WIH METTTHTHHH]HM,
OUrBaHHAHHH, aTOHUCTH HAa aKTHBUPAHHA OT NEPOKCHIOM NpoangeparTopa rama-peuentop (PPARY),
anga-rioKo3MAa3HU HHXHOUTOPH K AHAJIO3W HA AMH/INH.

[1pn 4By AHEBHO NMPOYUBAHE HA 34PABH YYACTHULM, CHTATITUIITHH, MPHIOKEH CAMOCTOSATENIHO, NOBHIABA
aktusHaTta GLP-1 koHueHTpalna, 1okaTo MeTHOPMHH MPHIOKEH CAMOCTORTENHO, NOBHILIABA 8KTHBHATA
1 obuwara GLP-1 xoHueHTpauus B cxoHa cTeneH. EAHOBPEMEHHOTO NpHNarane Ha CHTarIMNTHH H
meThOpMHH HMa aaHTHBEH edekT BbpXy akTHBHATa GLP-1 koHueHTpauua. CHTarIunTHH, 3a pa3iHKa oT
mMeT)OpMUH, NoBHLIaBa akTHBHATa GIP koHHeHTpauns.

Knunuuna epuxacnocm u bezonacnocm
KaTto usano, CHTarnMnTHH nogobpsaBa riHKeMHYHHA KOHTPOJI, KOraTo ¢ H3M0J3Ba KaTO CAMOCTOSTENHO
HJIH KOMOHWHHpAHO Ne4YeHHe MPH Bb3PacTHH NMAUKEHTH ¢ AnabeT Tun 2.

[Tpu KAHHWUYHHA NPOYYBAHHA , CHTArUNTHH KaTO MOHOTEPANHKA noaobpasa riMKeMHUHKA KOHTPON Ypes
3HAYHTENHO HamManeHHe Ha xemornobnH Alc (HbA Ic) u rmoko3ara Ha riafiHO H cnea XpaHeHe.
Hamanennero Ha nnasMenarta raoxko3a Ha rnaaHo (FPG) e HabnioaaBaHo Ha 3-Ta ceaMHULA, IThPBaTa
BpeMeBa TO4Ka, B kKoATO € HaMepeHa FPG. Habaonasanata yectora Ha XHNOrNHKEMHA TIPH NALHEHTH,
JIEKYBaHH CbC CHTATNUNTHH € noAofHa ¢ Tasyu npH niauedo. TeJeCHOTO TETNO He Ce € YBENHUUIIO
CIPAMO M3XOAHHUTE CTOWHOCTH NPH Ne4eHue CbC cuTarnunThH. Habnoaasako e noaobpenne Ha
CYpOraTHHTE MapkepH Ha pyHKuUHOHHpaHe Ha DeTa-KieTkuTe, B TORa YHcao HOMA-B (XomeocTaseH
MOJE 33 OLEHKA-P), CbOTHOLUICHHETO HA NPOHHCYJIHH KbM HMHCYJIMH H NTOKA3aTENHTE 32 PEaKTUBHOCT Ha
OeTa-KJIeTKUTE MPK TECTa 332 TONEPAHTHOCT NPH YECTO AaBaHe Ha XpaHa.

[1poyuBaH¥s CbC CHTANIHNTHH B KOMOHWHaluS ¢ METHOPMHH

[pu 24-ceamuyHO NNauedO-KOHTPOJHPAHO KIHHHYHO NMPOYHBAHE 3a OlieHKa Ha ePpHKACHOCTTa H
6e3zonacHocTTa npu pobasske Ha cutaraunTuH 100 mg BeAHDbXK AHEBHO KbM CHIIECTBYBALUO JIEHEHHE ¢
MeTHOPMHH, CHTAFJIHIITHH OCHIypABa 3HaHHTENHO NnogodpeHue Ha MUKEMHYHUTE NApaMEeTPH B
cpaBHeHMe ¢ nnanedo. [IpomaHaTa cnpAMo U3XOAHKUTE CTORHOCTH HA TENECHOTO TEMNO € NoA0DHa npu
NaLUKeHTH, JIEKYBAHH CbC CHTArJIHNTHH cnpsaMo naauedo. [Ipu ToBa npoyusaHe Ma noaobHa 4ecToTa Ha
CJIy4aH Ha XHNOTNHKEeMHS NPH NaLUEHTH, IeKYBaHH CbC CHTArMNTHH HN# naunebo.

[1pn 24-ceamuyuno nnauebo-KOHTPONIHpaHO GaKTOpaNHO MPOYYBAHE HA HAYAJIHO JIEYEHHE, CUTATTHITTHH
50 mg apa mbTH AHeBHO B KOMOMKHauHA ¢ MmetdopmuH (500 mg nan 1000 mg aABa NbTH AHEBHO) C€
OCTHIa 3HAYHTENHO NOAOOPEHUE HA TMHKEMUYHHTE NApaMETPH B CPABHEHHE C BCAKA MOHOTEpAaIus.
HamaneHHeTo Ha TENEeCHOTO TErNo NpH KOMOMHALMATA CHTArMHNTHH H METGOPMHH € oao6HOo Ha ToBa
Habmoaaeano npH MeTHOPMHH CAMOCTONTENHO HIH IUTaueb0; HAMa NPOMAHA CIIPAMO H3XOHHTE
cTORHOCTH NMPH NaUHEHTH Ha CHTArNTUNTHH camocToATeNHO. YecToTaTta Ha xunornMkeMus € noaobHa

cpel NeKyBaHHTE MPyIH.

Ilpoyupane ¢bC CHTArIHNTHH B KOMOUHaUuUA ¢ MeTdhopMrH U cyndoHHaYpes
24-ceAMHYHO TINALECO0-KOHTPONHPAHO KIHHHYHO NPOYUBAaHE € INIAHHPAHO a OLlEHH ePHKACHOCTTA H

6e3onacHocTTa Ha cutaraunTil (100 mg BeaHbXK AHEBHO) NpHOaBEeH KbM rAHMENHpHA (CaMOCTOATENHO
UK B KoMOuHauusa ¢ MetdopMuH). JlobaBaHETO Ha CHTArNIMNITHH KbM FNTHMENHPHA H METQOPMHH,
OCHI'ypsABa 3HAYHUTENHO noaobpeHre Ha rIMKEMHUYHNTE NapaMeTpH. [launeHTHTe, NeKYBaHH ChC

CHTArNMMNTHH UMaT cnabo nosuiueHue Ha TenecHoTo Terno (+1,1 kg) B cpaBHEHHE © Te3M, NOJy4YaBaiy
nnauebo.

[TpoyyBaHe Cb¢ CUTAIIUNTHH B KOMOWHALIHA ¢ M MHUH H PPARY aroHucr
26-ceAMUYHO 11anebo-KOHTPOINPaHO NPOYUBAaHE € NPeAHA3HAYEHO Na OLUeHH edH
Oe3zonacHocTTa Ha cuTaraunTul (100 mg BeaHbXK AHEBHO), 100aBeH KbM KOMOKHH
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meTdopMHH. Jl06argReTO HA CHTATTHNTHH KbM NHOTAHTA30H H METQPOPMHKEH, OCHIYPSABa 3HAYHTETHH
noao6peHHa Ha INHKEMHYHHTE napaMeTpH. [lpoMaHaTa B TENECHOTO TEr0 OT H3XOAHO HHBO € NoaoOHa
Ha Ta3W NPH NALMEHTH, JIEKYBAHH CbC CHTArNHIITHH, B CpaBHeHHe ¢ miauebo. Yecrorara Ha
XHMOTIMKEMHS CBILO € NoaoOHa Npy NAUHEHTUTE, JIEKYBAHHM ChC CHTAarTMNTHH WK niauebo.

[IpoyuBaHe Ha CHTArMMNTHH B KOMOHHAaLHS ¢ METHOPMHH B HHCYJIHH

24-ceaMuyHO NMNauebo-KOHTPONHPAHO KIKHHYHO NpoyYBaKe € NpeiHa3Ha4yeHo Aa OLeHH edeKTHBROCTTA
U Oe3onacHocTTa Ha CHTArnHNTHH (100 mg BeanbXx AHEBHO) A00aBEH KbM HHCYJIHH (TpH cTabHnHa no3a
3a Halfi-Manko 10 ceamuu 1) cbve unu Oe3 merdopmnH (Hak-manko 1 500 mg). Ipu naumeHTH, npueMaun
NpeABAPHTENHO CMECeH MHCYJIMH, CpeaHaTa AHeBHA Ao3a e 70,9 U/anesno. [1pH naumeHTH, npueMaluy
HECMECEH NPEABAPHTETHO MEXKAHHEH/MPOABIDKHTEIHOAEHCTBALl ) HHCYJIHH, CPeAHATa JHEBHA 1034 €
44,3 U/nneBHo. danuute ot 73% OT NauHeHTHTE, KOHTO Ca NPHEMAIH METHOPMHH Ca NPeACTABCHH B
Tabnnua 2. obaBaHeTo Ha CHTArNKHNIITHH KbM HHCYJIHH OCHIYPABA 3HAMHTEIHO noaodpeHne Ha
FIHKEMHYHHTE napaMeTpH. Hima 3HauuTe1Ha NpoMsAHA B TEECHOTO TErNO OT H3XOJHOTO HUBO B ABETE

rpynH.

Tab6nauna 2: Pesyatatd 3a HbAlc npu naane6o-KOHNTPONHPAHE NpoyuBaAHHR ¢ KOMOuHHpaHO
JEICHHE Ch¢ CHTATNIHBTHR B MeTQopMRAR*

c':f:l;lfol:;u Cpeana npoMana Koparapana, cnpsamo
“pqumﬂe Ha HIXOAHO CIPAMO H3XO0AHO naanebo, CpeAHA NPpOMSHA
aueo HbAlc HHBO ua HbAlc (%)

(%) HbAlc (%) (95 % CI)
Curarnuntud 100 mg
BeHBbX AHEBHO, nobaBeH 0,74.1
kbM (JOHOBA TEpanHs ¢ 8,0 0,7
meTdopMuH' (-0.8,-0,5)
(N=453)
Curarauntad 100 mg
BEeAHDX JIHEBHO, 100aBeH -0,9t.%
KbM (POHOBA Tepanus ¢ 8,3 -0,6' o
rniMenupu + metpopMuH' (-1,1,-0,7)
(N=115)
Curarnuntus 100 mg
BEAHbX AHEBHO 100aseH
kbM $OHOBaA Tepanus ¢ 0,743
MHOrIKTA30H + MeThopmun! 8.8 -1,2 T
(N=152) (1,0,-0,5)
CurarauntiH 100 mg
BEAHBX AHEBHO, 100aBeH 0,5 §.1
KbM (OHOBA TEpanus ¢ 8,7 -0,7% (-0 .’7 _0’ 2)
HHCYJIHH + MeTPOpMHH' 7
(N=223)
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Havyanno neuenne (nBa
NbTH AHEBHO) :

CHUTArTHNITHH 8.8 _1.4" 1,611
50 mg + meT¢gopMHH ’ ' (-1,8, -1,3)
500 mg

(N=183)

HavanHo neueHHne (aBa
MbTH JAHEBHO) :

CHTAIrTHNTHH 3.8 1.9 -2,1%+,3
50 mg + meTdopmHH ’ ’ (-2,3,-1,8)
1 000 mg

(N=178)

* [TonynatuaTa OT BCHUKM NEKyBaHH malmeHTH (intention-to-treat aHanus).
' Haii-MankuTe cpeaHH KBAAPATH Ca KOPHIHPAHH COPAMO CTATYCA MPH IPEXORHOTO AHTHXHNEPTIHKEMHYHO NEYEHHE H

CTORHOCTTA HA HIXOJAHO HUBO.
! p< 0,001 B cpasHenne ¢ m1anebo WK niaueto + KOMEGHHHPAHO NEYCHHE.

' HbA Ic (%) wa 24-1a ceamuua
Y HbA 1¢ (%) Ha 26-Ta cenmmuua

' Hali-MankuTe CPeIHM KBAPATH ¢a KOPHIHPAHH 38 YNoTpe(ara Ha HHCYIHH NPH BH3KTa | (MPEARAPHTETHO CMECCH CPEILY
HECMECEH [TPEABAPHTETHO [MEXAMHEH WK NPOIL/DKHTENHOAcfcTBAl]) M M3X0OHA CTORHOCT.

[Ipu 52-ceaAMHUYHO MpoyuBaHe, CpaBHABALLO edHKACHOCTTA ¥ Oe3onacHocTTa NpH RobaBaHe Ha
cHTarn{nTHH 100 mg BeAHBXK AHEBHO HIIH FIHNH3HA (CYTPOHHTYpeHHO NPOHIBOAHO) TTPH MALHECHTH C
HeaoObp rMHUKeMHYEH KOHTPO NPH MOHOTEpaNHA ¢ MEeTQOPMHH, CHTArJIHNTHH € NoA00OeH Ha IIHNH3KMA
npH noHHxkasaHeto Ha HbA ¢ (-0,7% cpeaxa npoMsHa CNPAMO W3XOAHHTE CTORHOCTH Npe3 ceaMHila 52,
cbe cpeana crofinoct Ha HbA ¢ ot npubausntentno 7,5% B asere rpynu). CpeaxaTta no3a rivnu3ua,
H3MON3BaHa B rpynara 3a cpaBHeHue, € 10 mg aneBHo kaTo npHbanzuTenHo 40% ot naunenTUTe Ce
HYXJAAT OT A03a rMUNM3LA < 5 mg/AHeBHO 10 BpeMe Ha npoyuBaHeTo. Obaue, nopeye nauueHTH OT
rpynara Ha CHTarJ4nTHH ca NPEKbCHAIH MOPaJH NHNCA Ha €PUKACHOCT, OTKOJKOTO B IpyNaTa Ha
ravnu3ua. [lauueHTHTe NeKyBaHH CbC CHTArJIMNTHH NOKA3BaT 3HAYHTETHO CPEAHO NOHHIKEHHE CIIPAMO
H3XOAHHTE CTORHOCTH Ha TenecHoTo Terno (-1,5 kg) B cpaBHeHHe CbC 3HAYHTENHO NOKAUBaHe Ha TErnoTo
NMPH NaUHEHTH noayyasany raunu3ua (+1,1 kg). B Tosa npoy4saHe, OTHOLIEHHETO NPOUHCYIHH KbM
HHCYJIHH, Mapkep 32 eeKTHBHOCTTA Ha HHCYJIMHOBHA CHHTE3 H ocBOOOXAaBaHe, ce noaodpsaBa cbe
CHTArIMMTHH H Ce BIOWIABa NPH JIeYeHHe ¢ NHNH3KA. HecToTaTa Ha XHNOTTHKEMHA B I'pynaTa Ha
cutarnunTiH (4,9%) € 3Ha4UMTENHO NO-HKUCKA OT Ta3M B rpynara Ha rmunu3ng (32,0%).

24-ceaMH4HO Naanebo-KOHTPOIHPAHO KIHHHYHO NpoyyYBaxe, BUNIOYBaio 660 nauueHTn e
NnpeaHa3Ha4eHo Aa OLEHH ePHKACHOCTTA, BOACLIA A0 HAMANABAHE HA HHCYJIMHOBHTE J103H, H
6e3onacHocTTa Ha cHrarnunTyH (100 mg BeansXx AHEBHO), KOraTO € NpubaBeH KbM HHCYNIHH TapXHH
¢bC unu 6e3 MetpopmuH (noxHe 1 500 mg) no BpeMe Ha HHTEH3IHPHLHPAHETO Ha HHCYTHHOBATA TEpanHs.
Ilpu naumeHTH, npHeMalld MeThopMHH, HixoaHara crolHocT Ha HbAlc e 8,70% u navyannara gosa
HHCYOHH e 37 1U/aHeBHo. [TauueHTHTe Ca HHCTPYKTHPAHH Aa THTPHPAT TAXHATA 1033 HHCYJIHH TMapXHH
Bb3 OCHOBA Ha CTORHOCTHTE HAa KPbBHATA 3aXxap Ha rnagHo, H3MEpeHH Ype3 KpbBeH TecT ¢ yboxaaHe Ha
npeeta. [1pn naunedTHre, npuemaiun MeThopMHH, Ha 24-Ta ceiMHLIA, YBENHYABAHETO Ha AHEBHATa 1032
BHCYAWH e 19 1U/aHeBHO npH nanHeHTH, NEKYBaHH CbC CHTArMMNTHH W 24 [U/AHEBHO NpPH NalHeHTH Ha
naauneto. [lonnxasanero Ha HbA 1 ¢ npn nauuesTH, 1eKyBaHH CbC CHTAINTMNTHH, METQPOPMHH H HHCYIRH
e -1,35% B cpaBHeHHe ¢ -0,90% npH NauHeHTH, NeKyBaHu ¢ raunedo, MeThOpMHH H HHCYJIHH
ot -0,45% [95% CI: -0,62; -0,29). YecroTaTa Ha Xunorankemus € 24,9% npu nauue '
CHTArNMNTHH, METHOPMHH H HHCYJIHH H 37,8% npy nauHeHTH, N1EKyBaHH C uiau
WHCYJIMH. Pa3dnukaTta ce Ib/KH OCHOBHO Ha NO-BHCOKHA MPOLEHT NALHEHTH B I'P
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M3NHTAIH 3 WIH NOBEYE enu3oa Ha xunornukeMHs (9,1 cnpamo 19,8%). Hama pasnnka B yecrorara Ha
TeXKa XHIOTJIMKEMHA.

Merdopmun

Mexanuzom na oeticmeue

Metdopmnn e GUrBaHHAHH C AHTHXHIIEPIITHKEMHYEH eexT, MoHHKasall KakTo Oa3anHara, Taka H
NJa3MeHaTa ruoKo3a ciea xpaHene. Tol He CTHMYIHpa HHCYJTHHOBATA CEKPELUS U CNEAOBaTeNHO He
NpeAH3BHKA XHNOIIHKEMHA.

MeTdopMHH MOXe na AelicTBa NO TPH MeXaHH3IMa:

- ype3 HamaNABaHe MPOAYKUHMATA HA YEPHOAPOOHA rMIOKO3a Ype3 HHXHOHpaHe Ha
rMIOKOHEOTEHEe3aTa M NIMKOTeH0IN3aTa,

- B MYCKYJIHTE, Ype3 yMepPEeHO MOBHILIABAHE HA HHCYJIMHOBATa YyBCTBHTENHOCT, NOA0OpABaiKH
nepHPepHOTO NoeMaHe H YCBOABaHE Ha IIIOKO03a,
ype3 3abaBaHe Ha abcopbuMaTa Ha rIOKO3a B THLHKHTE YepBa.

MeThopMHH CTUMYIHPA BbTPEKNETbYHHA CHHTE3 HA MIHKOIEH Ype3 Bh3IeHCTBHE BbPXY IIMKOreH
cuHTeTaszaTta. MeThpOopMHH MOBHIIABA TPAHCNIOPTHHA KanalHTeT Ha CrieUHPHYHH THIOBE MEMOpaHHH
TpaHcnoprepH Ha raoko3ata (GLUT-1 u GLUT-4).

Krunuuna egpuxacnocm u besonacrnocm

[1pn xopaTa, He3aBHCHMO OT ASHCTBHETO CH BbPXY IMHKeMUATA, MeTGOPMHH uMa GnaronpuatHy edexTu
BbpXY AHNHAHHA MeTabonn3bM. ToBza ce 10Ka3Ba NNPY TCPANEBTHHHH KOHUEHTPALHH B KOHTPOJIHPaHH
KJIIHHHYHH NPOYYBAHHSA CbC CPEAHA NPOTBIDKHTENTHOCT HIH ABANOCPOYHH KIHHHYHH NMPOYy4BaHUA:
meThOopMHH Hamanspa oOLKa xonectepon, LDLc u HHBaTa Ha TPHINHLUEPHANTE.

[TpocnexTrBHOTO panaoMu3upano (UKPDS) npoyysaHe e yCTaHOBKIO AbJFOCPOYHATA NOJ3a OT
HHTEH3IMBHUSA KOHTPOJ Ha KpbBHaTa 3axap nps axader THn 2. AHIH3BT Ha pe3yaTaTHUTe NpH
NaLUHEHTUTE C HAAHOPMEHO Terno, NeKyBaHH ¢ MeTHOPMHH CNeN HeyCreX ¢ AHeTa CAMOCTONTENTHO
NOKA3BAT:

. 3HAYMTEHO HaMaJleHHe Ha abCONIOTHHA pUCK Ha CBBbP3aHHUTE ¢ Anabera ycnoxHeHUa B rpynarta Ha
meTpopMuH (29,8 cbumia/l 000 nauueHTOrOAHHN) CNPAMO AMETA CAMOCTOATENHO (43,3
cbOuTHa/1 000 naunenToroguuu), p=0,0023 4 cnpsaMo rpynute Ha KOMOHHAIIHA CBC
cyngoHnnypes 1 MOHoTepanua ¢ HHCYanH (40,1 cebumia/l 000 naunenroroaunn), p=0,0034
- 3HAYHTENHO HaManeHHe Ha abCcomo THHA PUCK OT CBbp3aHarTa ¢ Juaber CMBPTHOCT: MET(HOPMHH
7,5 ¢cvouTna/1 000 naunenToroauuu, auera camoctoatrenno 12,7 cxbutus/1 000
nauneHtoroanuy, p=0,017
- 3HAYHTENHO HaMalleHHe Ha abconio THHA pHcK oT obuiata cMbpTHOCT: MeTdopMud 13,5
cbOnTHA/]l 000 nanMeHTOroAMHY CNpPAMO AHETA CAMOCTOATENHO 20,6 cubuTHa/1000
nagueHTorognHy, (p=0,011) n cnpsamo rpynute koMOUHKHpaHa cyNpOHUITYpes 1 MOHOTEPANHA C
uHcyauH 18,9 cvbutua/1 000 nanuentoroauun (p=0,021)

- 3HAYHTETHO HaMalleHHe Ha abconio THHA PHCK OT MHOKapAeH HHdapkT: meTdopmiH 11
cOuTia/l 000 naumenToroguHn, aAnera caMoctoaTenHo 18 cubuTHa/1 000 mauHeHTOrOAUHY,

(p=0,01).

TECOS e panaomuinpaso npoy4ysaHse ipH 14 671 naureHnTH B intention-to-treat nonynauusata ¢ HbAlc
> 6,5 no 8,0%, ¢ ycTaHOBEHO CbpACHHO-CBA0BO 3abosiaBaHe, KOWTO NOJNy4aBaT CHTarnunTHy (7 332)

100 mg nneeno (unu 50 mg aHeBHO, ako H3XoaHHTe CTOHHOCTH HAa €GFR ca> 30w
< 50 ml/Mun/1,73 m?) unn nnauebo (7 339), noGaBenn KbM 0O6UUANHHTE FPHXH CBIA
cTaHaaptH 3a HbAlc u cbpaeyHo-CbA0BHM PHCKOBH dakTopH. [TauuenTt ¢ eGFR <
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ca BKIOYEHH B npoyyBaxeTo. M3cneasanara nonynauus skmoysa 2 004 nauMeHTH Ha Bb3pacT
> 75 roauuu ¥ 3 324 naumentn ¢ 6u6peuno yspexaane (eGFR < 60 ml/mur/1,73 m?).

lo BpeMe Ha nNpoy4BaHeTo, odl1aTa H34KHCIeHa cpeaHa pa3nnka (SD) B crofinocTHTe Ha HbA ¢ Mexay

rPYNHTE Ha CHTArAWNTHH K mnauebo e 0,29% (0,01), 95% CI (-0,32, -0,27); p < 0,001.

[TbpBHuHaTa KpaliHa TOYKA NO OTHOLIEHHE HA ChPAEYHO-CHAOBATA CHCTEMA € ChCTaBHA OT NTbpBaTa NoABa

Ha CbPAEHHO-CHA0BA CMBPT, HedaTaleH MHOKapaeH HHGapPKT, HedaTaneH HHCYNT MK XOCNUTANH3AlNS
nopaau HecTabuaHa creHokapaua. BropuuHuTe KpaliH TOYKH MO OTHOLUEHHE HA ChPACYHO-CHA0BATA
CHCTEMA BKJIIOYBAT ITbPBATa NOfABA HAa CbpAEYHO-CHAOBA CMbPT, HedaTaleH MHOKapAEeH HHPAPKT WU
HedaTaneH HHCYNT; NbPBATa NOABA HA HHANBHAYANTHHTE KOMIIOHEHTU Ha MbPBUYHATA ¢bCTaBHa; oblla

CMBPTHOCT H XOCITHTAIM3ALMHA NOPAH 3aCTOHHA ChpPAECUHA HEAOCTATHYHOCT.

Cnen npocaCiiaBaHE ¢ MEAHaHa Ha NPOABIIAKHTCIAHOCT OT 3 roAMHH, CHTArNHNTHH HEe NOBHILIABA PHCKaA OT
JHAYHMH HCXKCINAHH CbPACHHO-CBAOBH CHLOMTHA HIH PHCKA OT XOCNTHTaNH3alUHA Nnepaad CeplaA€iHa

HCAOCTATHYHOCT, KOTaTo CE nobasq KkbM oOHUaANHHTE FPHXKH NPH NalHEHTH C anaberTHn 2 B CpaBHCHHC

¢ obHualiHuTe rpuxkH 6e3 curarnunTHH (Tabauna 3).

TabGaana 3: YecToTH Ha KOMOEHERPAHA CHPACIRO-CHAOBH PE3Y/ATATH H HA KJI10Y0BH BTOPHYHH

pe3yITATH

Cutarauntan 100 mg

Maanebo

N (%)

YecToTa HA
100
DAUHEHTO-
rogapn*

N (%)

YecTOTa HA
100
NANHEHTO-
rofHHR*

Koedrnuenr
HA PHCKA

(95% CI)

p-cTOh
mocrt

Anaani B Intention-to-Treat nonyaanuaaTa

Bbpoii nanwenTH

7332

7339

[IupBRYHA CHLCTABHS
KpaHHa ToOuKA
(CvpaeuHo-cbaoBa CMBPT,
HedaTaneH MHoKapaeH
uH(papkT, HedaTaneH
HHCYAT HUJIH
XOCNUTANIH3ALMS, TOPaaH
HecTabunHa CTeHOKapaAHA)

839

| (11,4)

4,1

851
(11,6)

4,2

0,98
(0,89-1,08)

<0,001

Bropruna
KpaliEa TO9KA
(CnpaeyHo-CcbAOBA CMBPT,
HedaTasieH MHOKapAeH
HH(QAapPKT HJIH HedaTaneH
HHCYJIT)

ChCTABHA

745
(10,2)

3,6

746
(10,2)

3,6

0,99
(0,89-1,10)

<0,001

BTopu4aen pe3yaraTt

CupaeyHO-ChAOBA CMBPT

380
5,2)

1,7

366
(3,0)

1,7

BcakaxkbB BH MHOKapAEH
nudapkr (paraneH u
Hedaranen)

300
(4,1)

1,4

316
(4,3)

1,5
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BcAKakbB BHI HHCYAT 178 183 0,97
($aranen u nedaranen) (2,4) 0,8 (2,5) 0,9 (0,79-1,19) | 0,760
XocnuTanu3aus nopaa
116 129 0,90
HecTabHIHA CTEHOKApAH ?
H P (16) 0,5 (1,8) 0,6 (0,70-1,16) | 0,419
CMBpT Nopann BcakakBa 547 537 1,01
IPHYHHA (7,5) 2,5 (7,3) 2,5 (0,90-1,14) 0,875
XocnutanH3lauusa, mnopaaH
| 228 229 1,00
CbpAeyHa HeAOCTaTbYHOC (.1) 11 (3,1) 11 (0,83—1,20) 0,983

* Yecrorara Ha 100 naumMeHTOrOAMHH € H3uHCAcHa xaTo 100x(06uina GpoHl naumenTH ¢ > | CHOHTHE 110 BPEME Ha JOITYCTHMHR
NEPHOA HA EKCTIO3HILHA CIPAMO o01nHe 6pol NAUKHEHTOINOAHHA HA HPOCHC AABAHE).

! Bra ocHora Ha Mogen Ha COX, crparuduumpan no pervoH. 3a CuCTaBHHTE KpafiHM TOUKH, P-CTOHHOCTHTE CLOTBCTCTBAT HA
TECT 38 HEHH(PEPHOPHOCT, THPCEI A NOKAKE, Y€ KOShHIUMEHTLT HA PHCKa € NO-MAThk oT 1,3, 38 BCHYKM ApYTrH KpaltHy TOUKH
P-CTOAHOCTHTE CHOTBETCTBAT HA TECT 38 PANIHKHTE B KOSHLHERT Ha PHCKA.

! AHAIHIBT HA XOCTIMTATH3ALIHATE nopany ChLpaRcHHa HCAOCTATHYHOCT € KOPDHTHPAH 38 AHAMHC3A 38 ChpACHHA HEAOCTATABYHOCT Ha

HIXOOHO HHBO.

[leanaTpyuHa nonyaauus
Esponelickara arenuns no nekapcrsata ocBo00XAaBa OT 3a1bJKEHHETO 32 NpeaoCTaBAHEe Ha

pe3yNTaTHTE OT NPOYYBAHHUATA CbC CHTATNHNTHH/METPOPMHH BbB BCHUKH NMOArPYNH HA NEAHATPHYHATA
nonynauus cbe 3axapeH aMadet THN 2 (BXx. Touka 4.2 32 uHGopManua 0THOCHO ynoTpeOa B
nexuaTpuaTa).

be3zonacHocTTa H eprkacHOCTTa NpH A0OABAHE HA CHTATIMNTHH NPH NeAHaTPHYHHU NALHEHTH Ha Bb3pacT
oT 10 no 17 roaunn ¢ anaber THN 2 ¥ HealeKBaTeH NHKEMHYEH KOHTPON Ha METHOPMHH, CbC HIH De3
HHCYJIHH, Ca OLIEHEHH B ABE NPOY4YBaHHA 3a nepHoa oT 54 ceamuun. Jlob6aBaHeToO Ha CHTAMNHNTHH
(NPUIOKEH KATO CHTArTIUNTHH + METHOPMHH HIIH CHTArTKNTHH + MeTHOPMHH C YABIKEHO
ocsoboxnansaHe (XR)) e cpaBHeHO ¢ nobassaHeTo Ha niauebo kbm meThopMuH K MeThopMuH XR.

Makap 4 Aa ce 1eMOHCTPHPa NPEBBb3XOACTRO N0 OTHOWMEHHE NOHMXKaBaHeTo Ha HbA ¢ 3a

CHTArNUNTUHH + MeTQOPMHH/CHTArTHNTHH + MeThopmuH XR Hax MeTdopmuH Ha ceamuua 20 npu
cOOpHHA aHaNNU3 OT Te3M ABE NPOYUYBAHHSA, PE3YJATATHTE OT OTACIHHTE NPOYYBAHNA Ca HECHBMECTHMH.
OcBed TOBa, He ¢e HaOMo AaBa No-BHCOKA €PHKACHOCT Ha CHTArNHNTHH + MeTGOpMHH/

CHTarnunTHH + MeThopmMuH XR B cpaBHeHHe ¢ MeTPOPMHH Ha ceaMiua 54. Cneaosartenno, HhkaMesn He
TpaOBa na ce U3NoN3Ba NPH NeAHaTPHYHH NALUKEHTH Ha Bb3pacT oT 10 po 17 roannun nopain
HeoCTaTbh4yHa epHKAcHOCT (BX. Touka 4.2 3a HHopMaLHA OTHOCHO ynoTpeda B NneaHATPHATA).

5.2 DapmMaKoKHHETHYHH CBONCTBa

CurarauntuH/MeThOpMHH

[IpoyuBanuaTa 32 OHOCKBHBANICHTHOCT NPH 3JPaBH YYACTHULM NOKA3BAT, Y€ CUTArIHNTHH/METGOPMHHOB
XHApOXNOpHA KoMOHHHpaHK TabneTku ca GHoeKBHBANIGHTHH HA eIHOBPEMEHHOTO NPHIOKEHHE Ha
cUTarnMnTHH Gochat u METGOPMHHOR XULPOXJIOPHI KATO OTACNIHH TabNeTKH.

CneaHuTe RaHHH noka3saT GpapMaKOKHHETHYHHTE CBOACTBA HAa OTAENHHTE aKTHBHY BELLECTRA Ha
CHTATJTHIITHH/METGOPMHH.
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CHTarnunTHH
Abcopbyus

Cnen nepopanHo npwiokeHue Ha ao3a 100 mg Ha 3apaBH y4aCTHHLH, CHTArJHOTHH 6BP30 ce
abcopbupa, ¢ JOCTHraHe Ha NUKOBH IJIA3MEHH KOHLeHTpauuH (MeanaHa Tms) 1 10 4 uaca cnen
NPHNOKEHHUETO, cpe/iHa mna3smeda AUC Ha cutarmunTiH 8,52 pMehr, Cpuy 950 nM. AGcomoTraTa
HBHOHATHYHOCT Ha cHTaraunTHH e npubnusurento 87%. Tol kaTo NpHeMaHeTo Ha CHTArJIMNTHH
€AHOBpEeMEHHO ¢ forara Ha Ma3HHHM XpaHa He NOBIMABA (PAPMAKOKHHETHKATA, CHTArTHIITHH MOXeE Ja ce
npuiara cbC HAK be3 xpana.

Mna3smenara AUC Ha cHTarnMnTHH C€ MOBHLIABA MO 034 NPOROpLHOoHaneH HauynH. [lo3o-
MPONOPLUHOHANHOCT HE € YCTAHOBEHA 38 Crmax H Caguaca (Cimax CE NOBUIABA NTOBEYE OT
DO3ANPONOPLUHOHANHO, @ Co4qsca C€ YBEIHYABA NO-MANKO OT 1030-MPONOPUHOHAITHO).

Pasnpedenenue

Cpeanusar obeM Ha pa3npeneneHHe B CTallHOHAPHO CLCTOAHHE Clied eAHOKPATHA HHTPABEHO3HO
npHnoxeHa Ao3a ot 100 mg CHTAarNHNTHH Ha 3ApaBH Y4acTHHLUM e npubnnsutenHo 198 nurpa.
Opakuusra CHTArMHNTHH OOPAaTHMO CBbp3aHa C NJIa3MEHHTE NTPOTEHHH € HHCKA (38%).

buompancghopmayus
CHTarmiMNTUH ce eMTMMHHHPA OCHOBHO HENPOMEHEH ¢ YpHHAaTa, a MeTaboH3MLT € BTOPOCTENEeHEeH NbT.
[pubnuanutento 79% o1 CHTArNKNTHH C€ €KCKPEeTHPa HENMPOMEHEH B YpHHATAa.

Cnen nepopanna 1032 [“Clcutarnuntin, npubnuszutento 16% oT paiHOaKTHBHOCTTA C€ €KCKpETHpa
KaTo MeTabONHTH Ha CHTarnunTHH. Ha HHBO Clean ca YCTAHOBEHH LIECT METABOIHTA, KOHTO HE C¢
OvaxBa Ja JONpHHAcAT 3a rasMeHata DPP-4 HHXHOHTOpHA aKTHBHOCT HA CHTArNIUNTHH. In vitro
MpOYYBAHHATA [MOKA3BAT, Y€ OCHOBHHMAT €H3HM, OTTOBOPEH 3a OrpaHHuYeHHs MeTaboNUIbLM Ha
cutaraunTul e CYP3 A4, ¢ yyactero u Ha CYP2CS.

In vitro nannuTe nokailsar, ye cHrarnunTuH Be ¢ HHxHOnTOp Ha CYP n3oenznmure CYP3 A4, 2C8, 209,
2D6, 1A2, 2C 19 unu 2B6, u He e unaykTop Ha CYP3A4 u CYPIA2,

Enumunupane

Cnen npunoxeHHe Ha nepopanHa A03a ['*C]cHTarnunTHH Ha 3apaBH YYaCTHHUH, npubansntento 100%
OT NPUIOKEHATA PATHOAKTHBHOCT ce enHMuHHUpa ¢ pexanuute (13%) unn ypunara (87%) no eauna
ceaAMHLA clel NPHIOKEHUETO Ha fo3aTta. [IpuBuIHMAT KpaeH ti2 cnex 100 mg nepopanHa 103a
CHTArNMUNTHH € NnpubnusuTenHo 12,4 yaca. CHTaArMMNTHH Ce HATPYNBA CAMO MHHHMAaNHO TNpH
MHOTOKpaTHO npHnarade. bbopeyHHaT KnpoHC e npubnusnTeano 350 mi/mun.

EnvMHUHUpaHeTo Ha CHTArIMNTHH CTaBa OCHOBHO 4pe3 6p0peuHa eKcKkpeuHs ¥ BKIIOUBA aKTHBHA
TyOyana cekpenus. CHTArMMNTHH € CyOCTpaT Ha YoBelIKY opraHuueH aHuoHeH TpaHcnoprep-3 (hOAT-
3), xo#iTo Moxe OH y4acTBa B ObOpEeYHOTO ENTHMHHHPAHE HA CHTArTHNTHH, KIHHHYHOTO 3HAYCHKE Ha
hOAT-3 B TpaHCNOpPTA HA CHTArTHNITHH HE € YCTAHOBeHO. CHTArIHNTHH ¢ cybCTpar H Ha p-
rJIMKONPOTerH, KOATO MOXke OH yyacTBa ¥ B MeaAuHpaHeTo Ha ObOpeuHOTO enUMHHHpPaHE Ha
CHTArnuNTHH. B ChIOTO BpeMe HHKIOCNOPHH, €AHH P-TITHKONPOTEHH HHXHOUTOP, HE HaManaBa
61L0peuHHA KIHPBHC HA cHTArNMNTHH. Cutarnuntul He e cyberpar Ha OCT2 nnu OATI nan PEPT1/2
Tpakcnoprepute. In vitro cutaraunTHH He notucka OAT3 (IC50=160 uM ) unn p-rnnkonporenHa (1o
250 pM) MeaxHpaHU TPAHCNOPT B TEPANEBTHYHO PENICBAHTHH NIa3MEHH KOHLE
KTHHHYHO NPOyYBaHE CHTATNTHNTHH HMA MANLK €(EeKT BbpPXY NNa3sMEHUTe KOHLe
KOETO I0Ka3Ba, Y€ CHTATJUNTHH MOXE Jia € CNad HHXHOHTOP Ha P-TIIUKONPOTEHH.
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Xapaxmepucmuxa npu nayuenmume
QapMakOKHHETHKATA Ha CHTArTMNTHH € KaTO LUAN0 CXOAHA NPH 3JpaBH YYaCTHHUH H NaUuKMeHTH C AKabeT
THN 2.

bvbpeuno yepesicoane

[Ipopenero e OTBOPEHO NPOYYBaHE NPH €AHOKPATHO NPHNOKEHHE 3a OLleHKA Ha papMaKOKHHETHKATa Ha
HamaneHa 033 CHTaraHnTHH (50 mg) NpH NalHEHTH ¢ pa3NnH4YHa CTENEH Ha XPOHHYHO Gb0OpeuHo
YBpeXKAaHE B CPABHCHHE CbC 3ApaBu KOHTpoNnH. [IpoyuBaHeTo BKIIOYBA NauHeHTH ¢ 6b0peyuHo
YBPEXKIAHE B NIeKa, YMEPEHA WITH TEXKA CTENeH, KakTo U nauneHTH ¢ ESRD Ha xeMoaunanusa. OcseH
TOBa, edekTHTe Ha OBOpeuHO yBpexxaaHe BbpXy papMaKOKHHETHKATA Ha CHTArNTHNTHH NPH NalHEeHTH ¢
auabet THN 2 H 6BLOpPeUHO yBpekkaaHe B NeKka, yMEPEHa HAH Texkka creneH (BmounTendo ESRD ), ca
OLICHEHH UYpe3 NONYJALHOHHH GAPMAKOKHHETUYHU aHANH3H,

B cpaBHeHne cbC 3ApaBH KOHTPOJH, nnazMeHaTta AUC Ha CUTArNHNTHH ce NoBHLIABA NMPHOIU3UTENHO
1,2 mbTH npu nauueHTH ¢ OOpeuHo yepexaane B neka ctened (GFR > 60 no < 90 ml/MuH) H cboTBeTHO
1,6 nbTH npH nauueHTH ¢ OOpeuHo yepexnane B ymepeHna creneH (GFR > 45 a0 < 60 ml/mun). Toit
KaTo pa3sMepbT Ha MOBHLIEHHETO He € KIIHHHYHO 3HAYHM, He Ce Hanara KOpHrupaHe Ha 103aTa IPH Te3H
NMALKCHTH.

[nazmenara AUC Ha CHTarIMNTHH ¢€ NOBMLIABA NPHOMHIHTENHO 2 TBTH NMPH NaUHEeHTH ¢ OBOpeuHo
yBpexaaHe B ymepeHa cteneH (GFR > 30 no <45 ml/mun) n npubausurenno 4 mbTH NpH NaUHEHTH C
616peuro yBpexaaHe B Texxka creneHd (GFR < 30 ml/mun), sknmountenno nanuedrn ¢ ESRD na
xemoaHann3a, CHTarIMNTHH Ce OTCTPaHABa yMepeHo NpH xemoauannsa (13,5 % 3a 3- no 4-yacora
XeMOAHAJIH3HA CECHA 3ano4BaIina 4 4yaca ciell MPUIOKEHHETO).

Yeprnodpobro yepexcoare

He e HeoOxoauMa KOpeKLiHsA Ha J03aTa CHTArIKNTHH NPH NAUHEHTH ¢ IeKO WIH YMEPEHO YepHOApOoOHO
yBpexcaaHe (ckop no Child-Pugh <9). HaMa K1HHWYER ONHT NPH NAUHEHTH € TEKKO YepHOAPOOHO
yspexaane (ckop no Child-Pugh > 9). B ¢b110T0 BpeMe, Thil KaTO CUTArNUOTHH C& €TUMMHHPA OCHOBHO
ype3 OLOpeunTe, He C€ 0YaKBa TEKKOTO YEPHOAPOOHO YBpEeXKAaHe 1a NOBJINIE BLPXY
(papMakOKHHETHKATA HA CHTArMHNTHH.

Cmapuecxa ev3pacm

He ce ranara kopekiMsa Ha 103aTa B 3aBHCHMMOCT OT Bb3pacTTa. Bb3 OCHOBA HA MONYNALMOHEH
apMaKOKHHETHUYEH aHaIU3 Ha JaHHH OT Pa3a | n Qa3a |l, pb3pacTTa He OKa3Ba KNHHHYHO 3HAYUM
edexT Brpxy $apMaKOKHHETHKATA Ha CHTArJIMIITHH, YUYAaCTHHLKTE B CTap4YecKa Bb3pacT (65 xo 80
roauHH) uMat npHénu3uTenHo 19% no-BHCOKH NasMeHH KOHUEHTPaUUH HA CHTAMVIHNTHH B
CpaBHEHHE ¢ MO-MNAAH YYACTHHLH,

ITeouampuuna nonyrayus

DapMakOKHHETHKATA HAa CHTArMHNTHH (€AHHKWYHa A03a 50 mg, 100 mg uan 200 mg) € nicneasaHa npH
neAHaTpH4HH naureHTH (Ha Bbv3pacT ot 10 o 17 ronunu) ¢ auaber Tun 2. [pu Tasu nonynauus, AUC
Ha CHTArTHNTHH B NJIa3MaTa, KOPUTHPaHa CNpAMO 103aTa, € npubnuiuTenno 18% no-HHucka OTKONKOTO
MPH BL3PACTHH NAUHEHTH ¢ Anaber Thn 2 npy ao3a 100 mg. He ca npopexaaHu Nnpoy4BaHHs CbC
CHTArJIMNTHH NPH NEJHaTPHYHHU NALHEHTH Ha Bb3pacT < 10 roauHu.

HApyeu xapakmepucmuxu na nayuenmume
He ce nanara Kopekiusa Ha 103aTa B 3aBUCHMOCT OT MOJI, PACA WITH HHAEKC HA TENECH
XapaKTEPHUCTHKH HAMAT KJIHHHYHO 3HAYMM €(ekT BbpXy papMaKOKHHETHKATA Ha ¢
KOMOUHUpaHnHa aHanK3 Ha papMakOKHHETUHHHUTE AaHHM OT a3a | ¥ nonynauHoOHE
aHa/1n3 Ha gaHku oT Qaza |l u Paza ll.

Ffa

//
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Metr¢gopMUH

Abcopbyus

Cnen nepopanHa n03a METQOPMHH, Tmax €€ A0CTHIE A0 2,5 yaca. AGcomoTHaTa OHOHANHYHOCT Ha
tabnetka meTdopmut 500 mg e npubausznrento 50-60% npu 3apasn yyacTHHUH. Criea nepopaiHa 103a,
Heabcopbupanara ¢ppaxkuns, oTkputa BbB pekanuute ¢ 20-30%.

Cnen nepopaneH npueM, abcopbuusara Ha METPOPMHH € HacHLIaa ce H HembaHa. CMATa ce, ye
¢apmakokHHeTHKaTa Ha abcopOunaTa Ha MeTQOPMHH e HennHelHa. I1pn obnyalinn 1o3u METPOPMHH H
A030BH CXEMH, TTA3MEHUTE KOHUEHTPALUH NIPH CTALLHOHAPHO ChCTOSHHE CE€ JOCTHTaT B PAMKHTE Ha 24-
48 vaca u kato uano ca no-Maiko ot |1 pg/ml. [1pu koHTpOAKHPAHH KIHHHYHH NPOYUBAHHA ,
MAKCHManHHTe nnazMeHu HUBa Ha METQOPMHUH (Cmax) He NpeBHiIaBaT 5 pg/ml, nopn npu MakcHManHu
AO3H.

XpaHaTta HamansABa cTeneHTa ¥ cnabo 3abasa abcopbunsrta Ha merdopmun. Cnen NpunoKEHHUE Ha 1032
ot 850 mg, ce Habnonasa 40% no-HUCKa NMKOBA Nna3MeHa KOHUeHTpauMs, 25% HaManenne Ha AUC u
yABAXKABAHE C 35 min Ha BPEMETO A0 JOCTHIAHE Ha MUKOBA MIA3MEHA KOHLUEHTpalLHa. KiIHHUYHAaTa
3HAYHMOCT He € H3IBECTHa.

Pasnpeodenenue

Cabp3BaHeTo ¢ NNa3MeHHTE NPOTEHHH € He3HauHTenHo. MerdhopMHH ce pasnpeacns B epUTPOLHTHTE.
KpbBHHAT MHK € NO-HUCHK OT MJIa3MEHHA NHK H Ce NMOABABA NPHOIHINTENHO 110 CHIOTO BpPEME.
YepBeHHTE KPBBHH KJIETKH Haif-BEPOATHO NPEACTABNABAT BTOPHUEH KOMIAPTMEHT Ha pasnpeaciieHHeE.
Cpeannat Vd sapupa Mexay 63 - 276 1.

Buompancgopmayus
MeTdopMHKH Ce eKCKpeTHpa HENMPOMEHEH B ypruHaTa. [1pu Xoparta He ca ycTaHOBEeHU MeTabonuTH.

Erumunupane

BpOpeunHaT KIHpBHC Ha MeThOpMHH e > 400 ml/MuH, KoeTo nokasBa, 4e METGOPMHH ce ENHMHHHUPA
ype3 rnoMepyiiHa punrpauus v TyOynna cexkpeuus. Cnel nepopaina n03a, MPUBUAHHAT TEPMHHANEH
ENTHMHUHALHOHEH NONYXHUBOT € npubanauTtento 6,5 yaca. Korato 6b6peyHaTa ¢pyHxkuns e yspeaeHa,
ObOpevHHs KIHPBHC Ce HAMAJIABA B CHOTBETCTBHE € TO3H HAa KPCATHHHHA H Cel0BaTENHO
eJIMMHHALHOHHHAT NOTYXKHBOT CE YIbJI’KaBa, KOETO BOAU A0 NMOBHILEHH HHBA HA MET(GOPMHH B
nna3Mara.

5.3 [IIpeaxnnsrann AaHHHA 33 Gezonacnoct
He ca npoBexnanu npoy4yBaHHSA € KHUBOTHH ¢ Dkamesy.

[pu 16-CeAMHMHH NPOYYBAHHKA, B KOHTO KyUeTa ¢a TPeTHPaHH WM ¢ MeTGOPMHH CAMOCTOSTENHO HITH C
KOMOHHAUHAOT METGOPMHH H CHTArTIHNTHH, He e HabnloAaBaHa NOMbAHHTENTHA TOKCHYHOCT OT
komOuHauusaTa. NOEL B Te3n npoyuBaHus ce Habni0AaBa Npy €KCNO3HIIHA HA CHTArJTHITTHH
npUONH3IUTENHO 6 MBTH NO-BHCOKA OT Ta3M NPH X0pa H NPH €KCNO3KIKHA Ha METPOPMHH NMpHONIHINTENHO
2,5 NbTH NO-BUCOKA OT TA3H NPH XOpa.

CneaHHUTe AaKHH Ca HAXOAKH TPH NPOYYBAHHA MPOBEAEHH CbC CHTArMHNTHHE HIH MeTPOPMHH
CaMOCTOATEJHO.

CyTaraunTuH
Bu6peuna n yepHopobHa TOKCHUHOCT ce Habnloaasa npx rpyu3aud npH cTORHOC
eKCcno3nLus 58 mbTH NO-BHCOKH OT HHBOTO Ha €KCNO3HLHKATA NPH X0p4a, 8 HHBO
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onpeaeneHo Ha 19 MbTH NO-BHCOKO OT TOBA NPH X0pa. AHOM&IMH Ha pe3luTe ce HabnaBat Npu
IUTbXOBE MPH HHBA Ha eKCMO3HLHA 67 NBTH NO-BUCOKH OT HHBOTO HAa KIHHHYHA KCNO3HLIKA; HHBOTO,
6e3 edeKT MpH Ta3zn Haxoaka e 58 MLTH NO-BHCOKO, ChrNacHO Pe3ynTaTuTe OT 14-CeAMHUYHO Npoy4BaHe
NpH ITbXOBE. JHAYEHHUETO HA TE3W HAXOAKHM MPH XOpa He € HIBECTHO. TPaH3HTOPHH, CBbP3aHH C
neyeHHEeTOo PHU3HYECKH NIPOSBH, HAKOW OT KOMTO NpeANnosaraT HatHuHeTo Ha HeBPONOrHYHa TOKCHYHOCT,
KaTo AMllIaHe ¢ OTBOPEHA YCTa, CAlTHBALHA, eMe3HC Ha Os1a naHa, aTakCHA, TPEnepeHe, HaMancHa
aKTHBHOCT H/HJH n3rbpbeHa nosa ce Habnlonasat NPy KyveTa NpH HHBA HA EKCNIO3HUHKA NPHOIHIHTENHO
23 IBTH NO-BHCOKH OT HHBOTO Ha KJIMHHYHA ekcno3dins. OCBEH TOBA, MHOIO JIEKa 20 /eKa KOCTHO-
MYCKYJIHa JereHepalns ce HabnonaBa B XHCTOJIOTHYHO NPH J03H, JaBallld HHBA Ha CHCTEMHA
eKCHO3HIHUA NPUOAHIHTENHO 23 MBTH NO-BHCOKH OT HHBOTO HA €KCMO3HUMA NpH xopa. [1pu Te3u
pe3yaTaTH, HHBOTO 6e3 edeKT € NpH eKCNO3HLHA 6-KpaTHO NMO-BHCOKA OT HHBOTO HAa KIIMHHYHA
eKCMO3NUHA.

CHUTaraMnThH He NoKa3pa NEHOTOKCHYHOCT B X0Aa Ha NPEAKIHHUYHH NpoyuBaHus. CUTArNUIITHH He €
KaHLepOreHeH npu MULWKH. [Tpy nnbXxoBe HMa NOBHLIEHA YECTOTa Ha YePHOAPOOHH al€HOMH H
KapLHHOMH NPH HHBA HA CHCTEMHA €KCMO3HUHA 58 MbTH NO-BHCOKH OT TE3H NpH Xopa. TbH kaTo €
YCTaHOBEHO, Y€ XENATOTOKCHYHOCTTA KOPEIHpa ¢ HHAYLHPAHETO Ha YepHoApoOHa Heonna3us npH
IUTEXOBE, TA3H MOBHIICHA YECTOTA HA MEPHOAPOOHH TYMOPH TNPH NABXOBETE € BEPOATHO BTOPHUHA,
BC/I€ACTBHE Ha XpPOHHYHA XEMATOTOKCHYHOCT NPH Ta3H BUCOKaA J03a. [lopaay BHcokaTa rpaHiua Ha
6e3onacHocT (19-mbTH NO-BHCOKA NpH TOBa HHBO Oe3 edekT), TE3H HEONNACTHYHH NPOMEHH HE ce
CUHTAT pefleBaHTHH 3a Xopa.

He ca HabnofaBaHH CBLP3aHH ¢ NeYEHHETO eEKTH BLPXY PEPTHAUTETA NPH MBIKKH K KEHCKH NIbXOBE
NOAYYHIIH CHTATNIUNTHH NPEAH H NO BpeMe Ha YH(TOCBAHE,

[Ipn npoyuBaHe BbPXY Npe-/MOCTHATANHOTO pa3BUTHE HA IJILXOBE CHTANTHIITHH HE NOKa3Ba HEeXENaHH
peaKkLHH.

[IpoyuBaHHATA BbPXY PeNPORYKTHBHATA TOKCHYHOCT MOKA3BaT HAJITHYHETO HA CBbP3aHa C JICHEHHETO,
JIEKO YBENHYeHa 4ecToTa Ha MandopMauHi Ha peOpa Ha deTyca (IMNCcBalli, XMNONJAaCTHYHH H
naaeauy pebpa) npH NOKoJEHHETO Ha MILXOBE NPH HUBA Ha CHCTEMHA KCMO3HLUS NOoBeye oT 29 NbTH
O-BHCOKH OT Te3H npH xopa. TOKCHYHOCT Ha MalikaTa ¢e Habnioaasa npy 3aifith NpH HKUBaA NOBEYE OT
29 nbTH NO-BHCOKH OT HMBATA HA eKCMO3HLUKMA npu xopa. [lopaau BMcokaTa rpaHHia Ha fe30nmacHoOCT,
Te3H Haxo/IKH He NPEeANONaraT ChbleCTBYBAHETO Ha CHOTBETEH PHCK 3a PENpPOAYKTHBHOCTTA NPH XOpa.
CHTarnunTyH ce CEeKpeTHpa B 3HAUHMH KOJIHYECTBA B MJIRKOTO Ha AKTHPAILH TLTbXOBE (OTHOLLUEHHE
Kbpma/nnasma: 4:1).

M MHH

[IpeaknHHHYHHTE AAHEHK 338 MeTPOPMHH He paskpuBaT ocobeH puck 3a xopara Ha 6azara Ha
KOHBEHUMOHANHH (hJapMaKoJIOrHYHH NPOYyYBaHHA 3a 6€30NacHOCT, TOKCHYHOCT NPH MHOTOKPATHO
NnpHiaraHe, FeHOTOKCHYHOCT, KAPLUHMHOTEHEH NTOTEHLHAN, PENPOAYKTHBHA TOKCHYHOCT.

6. <PAPMAIIEBTHYHH JAHHH

6.1 CnrebK HA NOMOIHHTE BEeILleCTBA

Appo
MukpokpHcTansa uenynosa (Avicel PH 102)
IloBuaoH

Hatpnes naypuncyngar
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Marue3ues creapar

®Ouamoso nokputHe 3a Jlxamesn S50 mg/850 mg duamupanu tabnerku (Opadry QX Pink) (321A640002))
Makporos (PEG) noanBuHHI0B asikoxoJ, npucajaeH cbnoaumep (E1209)

Tank (ES553b)

TuranoB anokceua (E171)

MOHO- H AUraHUEepHAH HA MACTHH KHcesnHH (E471)

[TonuBuuunos ankoxon (E1203)

Keneszen okcua, yepseH (E172)

OunmoBo nokputHe 3a Jbkamesu 50 mg/1000 mg duamupas 10n1eTkn (Opadry OX Brown

(321A265038))

Makporoa (PEG) nonuBuHHI0B ankoxos, npucaaex cononumep (E1209)
Tank (ES53b)

Twuranos auokcua (E171)

XKenesen okcuj, yepseH (E172)

MoHO- ¥ aAurauuepuan Ha MacTHH kucenuHu (E471)

[Monusuuunos ankoxon (E1203)

Kenesen okcua, yepen (E172)

6.2 HecbBMeCTHMOCTH

Henpujioxumo

6.3 Cpok Ha roanocT

2 TOAHHH

6.4 CnenHaJiHu yCJIOBHS HA CbXPaHEeHHe
Jla He ce cpxpansBa Haja 30°C.

6.5 BuaucbabpxKaHHe HA ONAKOBKATA

[TpoaykThT MOKe aa Obae OnakoBaH B KAPTOHEHA Ky THA.
PVC/PVdC-anymuuneBn 6aucrepu
Onakoska: 14, 28, 56, 60 u 196 ¢uamupanu TabneTkH.

bytunka or HDPE ¢ kanauyka ot nonunponunes (PP), cbabpkaiua cuiukares 3a CywMTen.
Onakoska: 196 ¢puamupanu Tabnerku

He BcHukH BH0BE ONAKOBKH MOraTt ja ObaaT nycHaTH Ha nasapa.

6.6 CpneuHajHu nNpeaAna3sHH MEPKH NPH H3XBbLPJIsHE

Heusnosa3BaHusaT JJEKAPCTBECH MPOAYKT HJIH OTNAABYHHTE MATCPHAJIH OT HEIO Tpﬂﬁﬂa Jda €€ H3XBBPJIAT B
CbOTBCTCTBHC C MCCTHHTEC H3UCKBAHHA.
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T [MPUTEXATEJI HA PASPELILEHHETO 3A YIIOTPEBA

Zentiva, k.s.,

U kabelovny 130,
Dolni Mécholupy,
102 37 Prague 10,
Yewka penyodnunka

8. HOMEP(A) HA PABPELLUEHHUETO 3A YIIOTPEBA

Jlxamesn 50 mg/850 mg, Per. Ne: 20220148
Jixamesun S0 mg/1000 mg, Per. Ne: 20220149

9. JATA HA IIbPBO PABPEIHIABAHE/MMOAHOBABAHE HA PASPELLIEHHUETO 3A
YIIOTPEBA

Jlata Ha nbpBO paspewaBane: 17.5.2022 r.

10. JATA HA AKTYAJIU3UPAHE HA TEKCTA

11.03.025 r.
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