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KPATKA XAPAKTEPHCTHKA HA MPOAYKTA
U3MLAHNTENHA ATEHUIRA HIH'I‘EKAPBT BATA

- fipusoxenue 1
1. HMME HA JEKAPCTBEHHSA IPOYKT Kpamua xapaxmepucuxa ka iPogy

Al 027 €

Kvu Pos. Ns
Auzurun yo 50 mg/1000 mg Gpuamupany Tabnetkn ‘ . 9P Q
Jansitin Duo 50 mg/1000 mg film-coated tablets Paspelustue Ne g 6-/ Hﬂ? /7/155 i 5;;]];2#
L.ggoq::euma Ne

2. KAYECTBEH H KOJJUMECTBEH CLCTAB

Beska TabneTka chabpka CHTArTHITTHH XHAPOXIOPH MOHOXMAPAT, EKBUBANEHTEH Ha 50 mg
CHTArMNTHH (sitagliptin) n 1000 mg MeTdopmunos xuapoxnopus (metformin hydrochloride).

3a MBAHHSA COHCHK HA NOMOIIHHTE BSIIECTBA BUXKTE TOUKA 6.1,

3. JIEKAPCTBEHA ®OPMA
dunmupana Tabnerka (Tabnerka).

Hepeenn A0 Kadsed NpoTENroBaTH GUIMHPAHY TaGieTKH, ¢ JeATENHA YepTa Mexay ‘S’ i ‘B’ ot exnata
CTpaHa ¥ ¢ JIeNUTE/THA YepTa OT JpPyraTa CTPaHa.

HuameTep Ha Tabnetkara: 21,3 + 0,5 mm

Henwurennara uepra He e npe/iHasHaueHa 3a pasliensHe Ha TabJeTKaTa.

4, KJIMHWYHHU JAHHH
4.1 TepanesTnuad noKA3aAAAN
ITpu BB3pacTHH MAUKMEHTH che 3axapeH Auaber Tum 2:

Ausutae Jyo € nokasaH KaTo AOITEIHEHHE KbM AMETA H YNPAXKHEHUs 3a OA0GPABAHE HA IIHKEMHIHNS
KOHTPON NP NaLUMEHTH, NIPH KOMTO HE € MOCTHIHAT 3a/J0BOTHTENEH KOHTPOJ ¢ MAKCHMATHATA NOHOCHMA
38 TAX 1038 METQOPMHUH CAMOCTOATEHO HITH KOHTO BEUE CE JIGKYBAT ¢ KOMGHHALMA OT CHTATJTHITTHH H
METPOPMHEH.

Auzutad [{yo e fokazad B KOMGHHALHA CbC CYTPOHUITYPEHHH MPOHIBOHY (T.C. TPOHHO KOMOHHUPAHO
NEYEHHE) KAaTO JOMBIHEHHE KbM AHETA H YIPAKHEHNS Py NALHEHTH, IPH KOHUTO HE € IOCTUTHAT
3a[I0BOJIMTENCH KOHTPOJ ¢ MAKCHMANTHATA IOHOCHMA 33 TAX K032 MEeThOPMHEH U CyNipoHunypes.

AusutnH Jlyo e nokasaH kato TpoiHO KOMOHHMPAHO NEUEHNHE C MEPOKCH3OMEH nposMdepaTop-akTHRUPAH
peuentop rama (PPARY) aronmer (T.e. THa30NHAMHIMOH) KATO NOIBJIHEHHE KbM AMeTa H YHpaxXHEeRUA Npy
NAUHEHTH, IPK KOUTO HE € MOCTUTHAT 33/I0BOHTENICH KOHTPOI ¢ MAKCHMAIHATA MOHOCHMA 33 TAX 034
methopmuH 1 PPARY aronucr.

Anzurad [lyo cbio ¢ nokasaH kato 106aBKa KbM MHCYJIHH (T.€. TPOHHO KOMGHHHPAHO TeveHHe
AOHBLIHCHHE KbM IUETATA M YTIPAKHEHUATA 33 ToA00pABaHEe HA TNUKEMHUHHS KOHTPOI D
KOraro nocTOAHHATa 4033 Ha HHCYIMH U METHOPMMH CAMOCTOSTENHO HE OCHIYpSBA afie
rIHKeMHYeH KOHTpOIL,




4.2 o3apoRka B HaYHH HA NPHIOKEHHE

[o3upoeka

JIO3WpOBKaTa Ha AaHTHXKIIEPTTHKSMHYHOTO JiedeHue ¢ Ansutun Jlyo Tpabea aa Sn1e HHIHBHAYaM3HpaHa
Ha 6a3arTa Ha HacTOAMIMA PeXVM Ha NALUHMENTA, ePEKTUBHOCTTA H TONEPAHTHOCTTA, KATO HE CE MpeBUINIARAT
MaKCHMaJIHaTa NpenopbhuBaHa JHesHA A02a ot 100 mg cUTarmumTHH.

Buipacmnu ¢ nopmanua bolpeuna gynxyun (GFR> 90 mlmun)

IIpy manyeHTy, NPy KOMTO HE & NOCTUrHAT 38JOBONTHTENEH KOHTPOJ ¢ MAKCHMAIHATA TIOHOCHMA JI038
MeTHODPMUH KATO MOHOTEDANHS

I1pu MaiHexTH, MPH KOKTO HE € OCTHIHAT 38A0BOIHTENEH KOHTPOST ¢ METHOPMHH CAMOCTOATENHO,
obuyaiinaTa HayasHa N03a TPAOGBA A NOCTABM A03a CHTAITIHOTHH B Jo3a 50 mg gea et gHesHo (100 mg
ofla fHeBHa 03a) IUNOC B03aTa METPOPMHH, KOATO BEe © pHeMaHa,

Ilpy oauueHTH, KOHTO MPEMHHABAT OT eAHOBPEMEHHO NPMIIATAHE HA CHTATAMIOTHH U MeT(HOPMUH
IIpw nauMeHTH, KOUTO MPEMHMHABAT OT ¢IHOBPEMEHHO NPUIIATaHe HA CHTALTHITTHH H METHOPMHH,
neueHHETO ¢ SusuTyl JIyo TpabBa ga ce 3anoyHe ¢ 103aTa CHTATJIMTITHH H METHOPMUH, KOATO BEUE &
npHeMaHa.

HQH NALHEHTH, IPH KOKUTO HE ¢ MOCTHIHAT 3a/JOBOJHTENICH KOHTPOX ¢ JABOHHO KOMOHHUpAHO JICUEHHE c
MaKCHMAJIHATA HOHOCHMA /1033 METHOPMHH M cyNdhOHITYpes

JlosaTa TpsbBa na AOCTABM CHTATNTHIITHH B A03a S0 mg n8a muTH JHesHo (100 mg o6ua AHEBHA 103a) H
no3a MeTGopMHR, NoA06Ha Ha A03aTa, KoaTO Beve e npuemana. Korato Auzyrun Jlyo ce u3nonsea s
KOMOMHaLMA CbC CyNQOHHIYPes, MOXKe ia e HanoXu ynotpebara Ha no-HHcka 103a cyndounnypes, 3a aa
€€ HaMall¥ PHCKBT OT XMIIOTTIHKeMHst (BXK. TouKa 4.4),

Ilpy nauyenTH, NPH KOHTO HE € MOCTUTHAT 33JI0BOJIUTEICH KOHTPO ¢ IBOAHO KOMOMHHPAHO JeYeHUE ¢
MaKkcHMaTHaTa NOHOocKMA 103a MeTdopMuH H PPARY arouuct

HoaaTa Tpabea Ja AOCTABK CHTATIKITHH B Zo3a S0 mg asa neTd aHeBHO (100 mg ofumia qHeBHa n03a) U
Jo3a MeThopMuH, Nofo6Ha Ha A03aTa, KOATO BEYE € NIPHEMAHa.

IlpH NauMeHTH, pY KOWTO HE © MOCTUTHAT 3aJ10RONATE/ICH KOHTPOJ ¢ 1B0HHO KOMOMHUPAHO JeUSHUE ¢
HHCYNMH W MAKCHMAAHATA NOHOCHMA 1038 MeTdopMuH

Hosara Tpsi6Ba fa nocTaBM CHTANTUIITHH B fio3a 50 mg nea meTH JHeeHO (100 mg obwma fHesHA 103a) H
Bo3a MeTpOpMHH, Tono6Ha Ha Ro3aTa, KOATO Beve e npremana. Koraro Ausutun yo ce uanonssa B
KOMOHHALMA ¢ UHCYJIMH, HUCKATA /1032 HHCYIHMH MOXE Ja ¢ HeoOX0HMa 3a peayLiHpaHe Ha PHCKA OT
XHMOTIMKEMHS (BXK. Touka 4.4).

3a pasTHuHHTe A034 MeThopmuH, Sr3urun Jfyo ce npenyiara B KOHUEHTpaLM M0 50 mg CHTATMUITTHH K
850 mg merdopmunor xuapoxnopua wau 1000 mg MeThoOpPMHUHOB XKAPOXIOPHD,

Benuku nauuentH TpabBa 1a NpoABKAT MpenopuYaHaTa M JIMETA ¢ AMEKBATHO pasnpeaeneHie Ha
NPHEMa Ha BBITIEXHAPATH TPe3 JICHA.

Crneuyaniy momyj1anum

Bwbpeuno yepescoane

He ce nanara xopexlua Ha 103aTa NPpH NALMEHTH ¢ JIeKO OB0peuHO yBpeskaane (CKOPOCT Ha TTIOMepyJiHa
$untpamms (GFR] > 60 ml/mun). TIpens sanouBane Ha nedYeHue ¢ IPOAYKTH, ChABPKAMM METHOPMHH,
TpabBa fa ce Hanpasu oueHka Ha GFR cTolinocTHTe, a ¢Jiel] TOBA - NoHe BeAHBLK roaumHo. [Ipu NauMeHTH
¢ TIOBHIIEH PUCK OT NO-HATATLIIHO iporpeckipare Ha 6BOpeyHo yBpeKAaHe H NP NaLHEHTH B CTApYECKa

3a npeanouuTaHe € MAKCHMANHATA QHEBHA J03a MeThopMuH Aa Gbae pasaenena H
daxTopy, KOMTO MOTAT Aa YBEIMUAT PHCKA OT JIAKTATHA aIHL033 {BK. TOUKa 4.4),
npepasrienady, Npeay fa ce oOMKCIH 3aN0YBAHETO Ha JiedeHHe ¢ MeT(hOPMHH TP
GFR< 60 ml/mun.



Ako He e focThNHA 1030Ba $hopMa Ha Anzuru [{yo ¢ a0eKBATHO KOJIMYECTBO Ha AKTHBHOTO BEIECTBO,
BMECTO KOMOHHALHA ¢ GuKCHpanu 1034 TPAGBa Ja ¢ H3MON3BAT OTACIHUTE MOHOKOMIIOHEHTH.

CFRmimas | MerdopMan CRIACIHOTHR

60-89 Maxcumannama onesna do3a ¢ Maxcumannama Onesrna do3a e
3 000 mg. Mooice 0a ce obmucau | 100 mg.
ROHUDICABAHE HA 003aMA 8b8 6PLIKA C

HAMAABAHEMO Ha 6vbpeunama
DYHKYUA.
45-59 Marcumannama dnesna doza e Maxcumannama oneena dosa e

2 000 mg. Havarnama 003a e nati-muozo | 100 mg.
HOLOGUHAMA OM MAKCUMAIHAMA 00324,

30-44 Maxcumannama oueana 0oza e Maxcumannama onesna doza e
1 000 mg.Hauannama do3a e naii-muoeo | 50 mg.
HOROBUHAMA OM MARCUMATHAMA 0034,

< 30 Memepopmun e npomusonoxasan. Maxcumannama dnesna dosa e
25 mg.

Ueproopobro yepedsicoane
HAunautin [lyo He Tpa6Ba 1a ce H3MO3Ba NPH NALHEHTH ¢ YEPHOAPOOHC yBpekKaaHe (BX. Touka 5.2).

Cmapuecka evapacm

T kaTo METQOPMHH U CHTANTHITHH Ce eKCKpETHpaT upe3 6u6perinte, Anusutun JIyo Tpabea aa ce
H3M03B4 ¢ NOBMIUEHO BHHMAHHE IIPH HarpeABaHe Ha Bb3pacTTa. HeofxoaumMo ¢ Monuropupane Ha
616peunaTa GpyHKIKA, 3a Ja ce NOANOMOTHe NPeNa3BaHETO OT CBbP3aHaTa ¢ MeTHOPMHH JIAKTATHA
aLK/034a, Hak-Beye B CTApUECKa Bb3pacT (BK. ToUkH 4.3 U 4.4).

Ileduampuuna nonyrayus

Huzurun yo He Tpabpa Ja ce M3MON3RA NMPH ASLA M IOHOLIH Ha BB3pact ot 10 fo 17 ronunu nopamu
HeNOCTaTh4Ha edHKacHOCT. HanudHHTe noHacTosmeM qaHHK ca onwucady B ToukH 4.8, 5.1 1 5.2. Janumet
HE ¢ TIPOYYBaH MpH NeJHATPHYHH TALHEHTH Ha Bh3pact noA 10 roauHH,

Hauun Ha npunoxenve
HAnzuman Jlyo TpaGea nia ce Npuema ABA ITETH AHEBHO € XPAHA 34 HAMATABAHE HA HEXEAHHTE PEAKIWH OT
CTPaHa Ha CTOMAIIHO-YPEBHUS TPaKT, CBEP3aHH ¢ MeTGOPMHH,

4.3 [IIpormBonokazannsa
HnzutuH dyo e npoTHBRONOKA3aH MIPH NALKESHTH CBC:

- CBPBXYYBCTBHTEIHOCT KbM AKTUBHHTE BEISCTBA WIH KEM HAKOE OT TIOMOLIHHTE BEniecTHa,
nz0poeHH B TouKa 6.1 (Bx. ToukHM 4.4 1 4.8);
- BCEKH THIT 0cTpa MeTaboNHMTHA aLik03a (KaTo JIaKTaTHa aluaoeaa, 1uabeTHa KeTOaM03a);
- nvabeTHa npekoMa;
- Tesxka 6p6peuna HepocTaThuHocT (GFR < 30 ml/MuR) (B, Touka 4.4);
- OCTPH CECTOAHHMA ¢ Bb3MOXKHOCT Ja H3MEHAT Gb0peunara QyHKIHA KATO;
- AeXHApaTanna,
- TEHKA HHPEKLHH,
- LIOK,
- BBTPECHAORO NPHIOKEHHE HA HOAMpaHH KOHTPACTHH BEIECTRA (BXK. /]
- OCTPO WIH XPOHHUYHO 3a60NgBaHe, KOSTO MOXKe Na IPHYWHH XMIOKCHA Ha
- CHPIEHHA WIH PECTHPATOPHA HEAOCTATBYHOCT,
- CKOPOILIEH MHOKApAEH UHAPKT,




- LIOK;
- "epHOAPOOHO yBpekaaHe;

- OCTPA ATKOXOMAHA HHTOKCHKAUMH, AJIKOXOTHIEM,
- KBpPMEHE.

44 Cpeumanng npepylipenienns # NPeANA3ARE MEPKE OPA ynoTpelsa

Obmu
Ausurun Qyo He TpabBa fa ce H3MO/I3Ba MPH NauHEHTH ¢ Auaber THI | W He Tpsbba ga ce H3MON3Ba 3a
NeveHHe Ha qrabeTHA KeTOALKAO34.

OcTbp NaHKpeaTuT

VYnorpebara Ha DPP-4 uuxubrTops € cBBp3aHa ¢ PHCK OT PasBUTHE Ha OCTHP MaHKpeaTHT. [lauHeHTHTE
TpaGea Aa Obar MHGOPMHUPAKH 33 XapaKTEPHHA CHMITOM HA OCTRP NAHKPEATHT: HePCHCTHPAIIA, MROTO
cwiHa kopeMHa fonka. Cnen npexpaTABaHe HAa CHTATAMNTHH ce HabmogaBa OTUIYMABAHE HA NaHKpeaTHTa
(cbe M Ges MofMbPKANO JIEUeHHe), HO B MHOTO PeKH Clydau e ¢hOOIABAHO 38 HEKPOTU3HPALS HITA
XEMOPArHYeH NaHKPEATHT H/KITH cMBPT. AKO HMa ChbMHEHHS 3a TAHKPEATHT, TpAOBEa /14 ce MPEeKpaTH NpHeMa
Ha SlHaumH {yo ¥ Opyr NOTEHLMANHO NMONO3MPAHH NEKAPCTBEHW NMPOAYKTH; aKO C& IMOTBLPAH OCTHp
HAHKPEATHT, NPUeMBT Ha Sla3uTuH Jyo He Tpabea na ce Bp306H0BBa. Heo6X0IHMO € MOBHINEHO BHUMAHHKE
TNpPH NalHeHTH ¢ aHaMHe3a 3a MAaHKPCATHT.

JlakTaTua anmaosa

JlakraTHaTa auMI03a, MHOTO PAJIKO, HO CEPHO3HO MeTaGONIMTHO YCIOMHEHUE, HAN-YECTO HACTBIBA TIPH
OCTpO BIOIIaBaHe Ha 6BOpeuHaTa PyHKUNA, KApAHO-PECIHPATOPHO 3a60NSBaHE WIH CENCHE.
HatpynBanero Ha MeT(opMuH HacTBITBA NIPH OCTPO BIIOWIABAHE Ha Gnbpeunara dyHKIMA H yRenMuaBa
PHCKAa OT NIAKTATHA aLMN034.

B cityvait Ha aexuapatauys (TeKxo NOBPLLIAKE, AUAPHA, TPECKA WIH HAMAJIEH NPHEM HA TEYHOCTH)
TpAGBa BPEMEHHO [ ce CIpe NPHEMDBT Ha MET(OPMHH M € NPenophYHTENHO /13 C& YCTAHOBH BPE3KA ¢
MEAHLIHHCKH CTICLTHAIHCT.

TlprHem®T Ha nekapcTBeRH IPOAYKTH, KOHTO MOTAT OCTPO A2 YBpeasT Gx0pednara ¢yHKumsa (KaTo
AHTHXHMIIEPTEH3HBHH cpeAcTsa, Jaypetiim # HCTIBC) tpatea pa ce 3anoupe ¢ NOBUIIEHO BHUIMAHHE
TIPH TALKEHTH, JIeKyBaHH ¢ MeTgopMuH. JIpyru prckoBH $akTOpH 32 NAKTATHA ALIA033 CA IPEKOMEPEH
NpPHEM Ha aTKOXO/l, YePHOAPOOHA HeAOCTARTRYHOCT, HEAOCTATHYHO KOHTPOJMpaH Juaber, Kerosa,
MPOXBIDKHTEIHO TIAYBaHe H BCAKAKBY CHCTOAHHS, CBBP3@HH C XHNOKCHS, KAKTO H €JHOBPEMEHHATA
yrnoTpeba Ha NexapcTBeHH MPOAYKTH, KOHTO MOTET A8 MPHYMHAT JIAKTATHA auuno3a (B, Touku 4.3 u
4.5).

Hawperrrure 1/ GonHornenauuTe TpaGsa fa 654aT MudopMHPAHH 33 PUCKA OT JIAKTATHA ALMA03A.
JlakTaTHaTa aUMA03a CE XAPAKTEPH3NPA C ALHI03HA AHCITHEs, KOpeMHA 6O/Ka, MyCKYJTHH KPaMITH,
aCTeHMS ¥ XHITOTepMHUS, TIOCAEARAHH OT koMa. B ciyvait Ha cEMHeHHe 32 CHMITTOMM NALMENTET TpsOea
2 cripe IpuemMa Ha METQOPMHH it He3abaBHO A2 NOTLPCH JIEKapeKa noMow. JIHarsoCTHYHHTE
naBopaTopHH HAXOMKH ca MOMILKEHO KpBBHO pH (<7,35), noBHIeHH 1B HA NINABMEHNS JTAKTAT

(> 5 mmol/L) 1 noBuIlleHa aHHOHHA PANTHKA H CLOTHOLIEHHE JAKTAT/TIEPYBAT.

buopeuna dvukimsg
Ilpemi 3anoBane Ha neweHHETO TpAbBa Ja Ce HanPasH OLUEHKa Ha cToiiHocTHTe Ha GFR 1 penorHO cnen
ToBa (BaK. Touka 4.2). fnswrun Jlyo e nporuBonokasak npy namuents ¢ GFR <30 mi/Man 1 TpsaGea na

6bae BPEMEHHO CIPAH NPH HAJIMYHE HA CHCTOSHMS, KOWTO IPOMEHST O16peyHaTa QyHKums (B
43).

Xunoraukemus
IanweHTs, nomyvapaiy Snsuren JJyo B XoMOHHALMS CBe CyIPOHMITYPest WIH ¢ HHCYJI4H, {1
MAIONKEHH HA PHCK OT XuUnoriukeMid. CIIeoBaTeTHO, MOJKe 13 ¢ HeoOX0OOUMO HaMAaTIRaHa HE
cypoHHTypesTa Wi Ha HHCYJIWHA,



P i HA CBPBXYYBCTBHTEIHOCT

Mima nocTMapkeTHHrOBY CHOGLICHHS 32 CPHO3HH PEAKIIH HA CBLXYYBCTEHTENHOCT (IPH MALMEHTH
JIeKyBaHH ChC CHTAITANTHH. Tesu peakiiii BKNOYBAT aHaQUITAKCHA, AHIHOSIEM H eKCHOMATHBHY
CECTOAHHA Ha KOXKATA, BKITIOYHTEINO CHRAPOM Ha Stevens-Johnson. Hauanoro Ka Tesw peakiji HACTHIIBA B
paMKHTe Ha TEPBHTE TPH MECELIA OT 3ar04BaHE Ha NCUYEHHETO CHC CHTAITIHNTHH, HAKOH CITyYaH HACTEIIBAT
CIeN MxpBaTa 103a. AKO Ce TON03HPA PEAKLIMA HA CBPLXMYBCTBHTEHOCT, NPHEMET Ha AnsutaH [yo Tpabea
Aa ce TipexpaTH, TpA6Ba Jia ce OLIEHAT APYFH NOTEHUHATHY IPHYHHK Ha CHOHTHETO K TPAGBa Na ce HasHauM
allTepHATHBHO JieueHue Ha quabeta (BK. Touka 4.8),

bynosex nemMpurons

Tpu naitwenTd, npueMaimu DPP-4 »HXHOHTOpH, BRIOUNTEIHO CHTATIMNTHH, HMA IOCTMAPKETHHIOBH
chobiieHns 3a GynoseH neMGHTOM. AKO UMa CBMHEHNSA 3a Oyi103eH neMGUIOHA, IPHeMBT Ha SH3TUH
Jlyo 1paGea aa ce npeycTaHoBu.

Ouepaunst
Svzumun yo TpsaGea na ce chpe No BpeMe Ha oniepauus Noj 0012, CIIHHATHA WIH STHAYPATHA BHECTEIHA.
Jleuennero Moxke na Gbne Bp306HOBEHO He TO-PaHO OT 48 uaca clien ONepaLATa WIH BEIOOHOBSBAHETO Ha

XpaHeHeTo Mpe3 YCTa, # NpH Yc/lorKe Ye 6p6pedHaTa (yHKIMA € OLEHEHA OTHORO M € YCTAHOBEHO, Ue €
cTabnHa.

[punoxkenye Ha HopMpany KOHTPACTHH BEIIECTBA

BoTpecsI0BOTO MpiiioieHHe Ha HOMMpaHH KOHTPACTHM BELECTBA MOSKE A JOBENE IO
KOHTpacT-UHIYLUHpaHa HedponaThs, BOSINA 40 HATPYTBAHETO HA METGOPMHH H MIOBHUILEH PHCK OT JAKTATHA
aungosa. Snswmun [lyo Tpabea fa ce cnpe npen Wik HENOCPECTBEHO NPeIH MPoLEeAypaTa 3a obpasia
AHarHOCTHKA H He TPAOBa Ja ce Bp3o0HOBARa O Hal-MaITKO 48 yaca cnier ToBa, npH yerosue ye Grbpeqnara
dyyHKIHS € OueHEeHa OTHOBO H € YCTAHOBEHO, Ye e CTabuHa (8. ToukH 4.3 K 4.5),

Ilpomsna B KHNYHEE CTATYC HA MAUMEHTH C KOHTPONUpan auaber Tun 2

Iawpermu ¢ auabet Tan 2, npesyt ToBa A06pe korTponypa ¢ Axzumul JIyo, KOMTO pasBUBAT OTKIIOHSHHA 8
nabopaTopHA NOKA3ATENH MUl KIIMHUYHO 3ab0/sBane (Hali-Beue HEACHO Hi chabo AeyHHUpaHo
3abonasaHe) TpaOBa He3aGaBHO 1A CE OLIEHST 33 HATMYME HA KeTOAUMA032 WK NAKTATHA ALHI034.
Ouenkara Tpabsa ia BIUTOYBA CePYMHY ENEKTPOIIMTH M KETOHK, KPBBHA 3aXap H aKo ce nanara pH 1a
KpPbBTa, HHEA HA AKTAT, [THPYBAT i METQOPMHH. AKO Ce NOABH ALMI03a, B KOATO U J1a € GopMma, NeuedneTo
TpabBa na ce cnpe HezabaBHO M TPAGBa Ja ce NpeNpUeMaT MOAXOIALIM IPOTHBOASHCTBARIH MEPKH.

Harpuit
Tosu nexapcTBen NPOSYKT ChOBPXKA No-Manko ot 1 mmol Hatpwii (23 mg) Ha TabneTxa, T.e. MoXe 1a ce
Kavke, 4e NPAKTHYECKU He ChObpKa HATpuil,

4.5 BaapmogeificTBRe ¢ APYTH NeKAPCTEEHH NPOXYKTH A APYrH QOpME Ba B3aaMoaciicTaHe
EnroBpemMeHHOTO MHOTOKPATHO NpHIAraHe Ha CHTarMnTHH (50 mg nsa muTH AHEBHO) H MeThopmuH (1
000 mg nBa MBTU HHEBHO) HE € NPOMERHIIO 3HAHTEMRC apMaKOKHHETHKATA KAKTO Ha CHTATMTMIITHH, TaKa
B Ha METHOPMUH TIPY NIAUKEHTH ¢ auaber Tim 2.

He ca #3BBPIIBAHY IPOYYBaHHA 3@ (PapMAKOKMHETHUHH JIEKAPCTREHH BiauMoeiicTsua ¢ Ausurun Jlyo;
0Baue TakuBa NPoy4BaKHs Ca NPOBEANAHM C OTACTHHTE AKTHBHY BEUIECTBA, CHTAITIMIITHH B MET(HOPMHH,

He ce npenopnuba chibTeTBama ynorpeba

Ankoxon
AJNKOX0NHATA HHTOKCHKALIMA C& CBhP3BA ¢ MOBMILICH PHCK OT NIAKTATHA alMI03a, 0COOEHO
rIaRyBaHe, HOTOXpaHBaHe HIH 4epHOAPOOHA HeJOCTATBYHOCT.

Homupanu xoHTpacTay Bemectsa



Suzurun [yo TpabBa 3axDKHTETHO N2 ce CTpe NPE/IH KK HerlOCPEACTREHO NPean NpoLeaypaTa 3a o6pa3Ha
AMarHocTHKa ¥ He TpabBa Aa c¢ BL306HOBABS N0 Haii-manko 48 yaca cnen Tosa, npH yeoeHe ye Gubpeunata
(pYHKLMs € OLICHEHA OTHOBO M & YCTaHOBEHO, Ue € crabunda (Bx. Touku 4.3 u 4.4),

KomOunaiuy, ¥3uckpaniy Npeia3sHA MepKy 1py yrotpeba
Hskou fexapcTBeHH NPORYKTH MOTAT Ja ce oTpa3dT HeOnaronpusaTHO Ha 6b6pedHaTa $byHKIMSA, KOETO

MOXKe Jia yBeJIHYH PHCKA 0T NAKTATHA alnosa, Haripumep HCIIBC, BKMIOUHTENHO CeNeKTHEHH
HHXMOUTOpH Ha wuknooxcurenasza (COX) II, ACE naxu6uropu, anrvotensnH 1l peuentopry aHTATOHHCTH
H auypeTviH, ocoberno 6puMKoBH AuypeTylin. 11pu 3anousaseTo wiM ynorpeara Ha TAKHBA TPOMYKTH B
KOMOHHAIHA ¢ MeTGOPMHH € HeO6XOHMO BHHMATENHO NPOCeaaBane Ha 6B6peunara dyHKums.

CreopreTBamara ynorpeba Ha JIEKapcTBa, KOUTO NOBIHABAT OOUIMTE TPAHCIOPTHH CHCTEMH 8 6B6peqnHTe
TyOy/n, BIOYEHH B GBOPEUHOTO eUMupaHe Ha MeTHOPMEH (HATIP. HHXHOUTOPY HA OPraHHYHUA
KartuoHeH Tpancnoptep-2 [OCT2)/MynTanekapcTBeHHS W TOKCHH-eKCTPy Aupam nipoterd [MATE] karo
PaHONAa3WH, BAHNETAHUG, NONYTErpaBup U UAMETHIHH), MOTAT 42 TOBHINAT CUCTEMHATA EKCIO3HLMS HA
METGOPMHH M 14 yBEMYAT PHCKA OT JIAKTATHA auo3a. TpabBa fa ce OGMUCIIAT MON3HTE ¥ PHCKOBETE OT
ceIBTCTBamATA ynoTpeba. Tpabea fa ce 0BMHCIIH BHHMATENIHO NPOCIIEAABAHE HA TTHKEMHYHHS KOHTPOJT,
aganTupaHe Ha J03aTa B PAMKHTC Ha HPENOpLYHTENHATA JOSUPOBKA M IPOMEHM B JIeUeHHeTo Ha nHabeTa,
KOTaTO TAKHBA JIEKAPCTBEHH NPOXYKTH C€ NPHIAraT EAHOBPEMEHHO.

I'mokoxoprixonaure (NpHiIarany o CHCTEMEH U JIoKaneH neT) 6eTa-2-arOHAUCTHTE M WY PETRIKTS UMAT
NPHCHINO XUIEPIIMKeMHSHO AeHeTske. [latyenTrTe Tpabsa Ja ce HRPOPMHPAT H NO-UeCTO A H3IMEPBaT
KPHBHATA CU 3aXap, 0COGEHO B HAUANOTO Ha NIEYSHHETO ¢ TAKUBA EKAPCTBEHH NIPOAYKTH. AKO €
Heo6XonMMO, 103aTa Ha AHTUXMTIEPITIMKEMUYHHS IEKAPCTBEH TIPOAYKT TPAGBa J1a ce alanTHpa flo BpeMe
Ha JIeYeHHe ¢ RPpYrHs ACKapCTBEH NPOIYKT H NPH RENOBOTO NPeKpaTsiBaHe,

ACE-nuxp6HUTOpHTE MOTAT Aa TIOHMKAT HABATA HA KPHBHATA 3aXap. AKo e HeoSXOQHMO, 103aTa HA
AHTHXHNEPTITHKEMHYHHA JIEKAPCTBEH TMPOAYKT TPAGBa a ce aJanTupa o BpeMe Ha JISHeHUeTO ¢ ApYTHS
JEKAPCTBEH NPOAYKT M [IPH HETOBOTO NPEKPATSBAHE.

EdekTH Ha JPYTH 1eKapcTBEHH POAYKTH BbPXY CHTATIMITTHH
In vitro ¥ K1MHWYEMTE JaHHH ONHCAHU NO-N0NY NPEANONATAT, Y€ PUCKBT OT KITHHHYHO 3HAUHMKE
B3aHMOASHCTBUA IPH EAHOBPEMEHHO NIPWIOKERKE C IPYIH JEKAPCTBEHH NPOAYKTH € HHCHK.

In vitro npoy4BaHHA NOKA3RAT, Y& OCHOBHHA €H3KM OTTOROPEH 32 OFPAHHYCHHA METAGOTHIBM Ha
cutarmunTii € CYP3A4, ¢ yuacte sa CYP2CS. Hpu nauptenTy ¢ HopMaina 66peuHa dyHKIms,
MeTabo/MIMBT, BIUTIOHHTENHO B Ype3s CYP3A4, urpae camo Maika posia B KIHPLHCA HA CHTATTHIITHE.
MeTtaConuimMbT MoXKe 4 HIpae No-BakHa PONA fPH eTMMHHHPAHETO HA CHTATTIHIITHY B YCJIOBHS Ha OCTPO
616peqHo yBpexknane WM TepMuHanta 6uGpetna negoctarsutioct (ESRD). Iopaas Ta3u npuiuHa e
BB3MOXHO MOMEK HHXHOHTOPH Ha CYP3A4 (Hanp. KeTOKOHA30M, HIPAKOHA30/, PHTOHABMD,
KNapaTpOMHLHH) A& NPOMEHAT $apMakOKMHETHKATA HA CHTATMIITHH NPH NALMEHTH ¢ TeXKo Opbpeuno
yBpexknane uin ESRD. Edekrute Ha momgure CYP3A4 unxubGuroph B yenosus Ha 6u6peuno yBpexnaHe
HE Ca OLEHABAHH NPH KIHHAYHO IPOYUBaHe.

In vitro npoy4BaHHR 32 TPAHCTIOPTA NOKA3RAT, Y& CHTANIMNTHY & CYBCTPAT Ha P-IITHKONPOTCHHA W
TpaHcrnopTepa Ha opravwyHd annolu-3 (OAT3). OAT3 MeanupaHHAT TPAHCNIOPT Ha CHTATVIMATHH Ce
vuxubupa in vitro oT npobeHeLM 1, BHIPEKHA Ye PHCKET OT KIIMHMYHO 3HAYHMH B3aHMOACHCTBHA Ce CMATa
3a HHCBK. EnHospemennoTo npunoxenve Ha OAT3 HuXUGUTOpYH He e OLIeHEHO in Vivo.

Huxnocnopun: [Tposenero e mpoyvBaHe 3a OLeHABaHE Ha ¢dexTa Ha HHKIOCIOPHH, MOIEH MHXMOHTOP Ha
P-TTHKONPOTEHHA, BBPXY HapMaKOKMHETHKATA HA CHTATTANTHH. EAHOBPEMEHHOTO IMPUIOKeHHE HA

eIHHIYHa nepopanta no3a 100 mg cHTarIMNTHH ¥ elHH\YHa Nepopanta Ao3a 600 mg LuKio
noeuwapad AUC u Cmax Ha CHTAIVIHITTHH CbOTBETHO ¢ NpubmmanTenno 29% u 68%. Teau
dhapMaKOKUHETHKATA HA CHTATHIITHH HE C& CMATAT 34 KIIMHHYHO 3HaUHMHA.

Bp6peunHaT KIHPHHC Ha CHTADIHITTHH He ¢ 3HAYMTENHo npoMeHeH, CleI0BaTeN 0, He
3HAYMMM B3AUMOACHCTEHA C APYTH HHXHOHTOPH Ha P-IUIHKOIPOTENHA,



Edexrn Ha CHTANTMINTHE BEPX TH JIEKAPCTBEHH NPOAYKTH

Huzoxcun: CurarnunTiH uMa c1ab edexT BbpXy nIA3MeHaTa KOHIEHTPAllMA Ha AurokeuH. Cnen
npunaranero Ha 0,25 mg JUrokCHH ¢IHOBPEMEHHO Cb¢ 100 mg CHTATVHITHH AHEBHO B NPOABIDKEHHE HA
10 nu, nnasmenara AUC Ha qurokcHH HapacTsa cpeHo ¢ 11 %, a riasmenata Crg. cpeano ¢ 18%. He ce
NPENOPLYBA KOPUIMPAHE HA [1038TA JUTOKCHH. B CLINOTO BpeMe, NALIMEHTHTE ¢ PHCK OT AHIOKCHHOBA
TOKCH4HOCT TPAGBa Aa 6BaaT MpocHeasBaHH 38 TAKABA, KOTATO CHTAITAIITHH M IMFOKCHH CE TIPHIarar
€ZROBPEMEHHO.

In vitro pannUTe NOKA3BRAT, UE CHTATNMITHH HE MOTHCKA K He MuAyunpa CYP456 moepzumure. [pu
KIMHAYHA NPOYYBaHAA CUTATNTUITHHE HE NPOMEHA 3HAYUMO (apMaKOKHHETHKATA HAa MeT(GOPMUH,
rAGypHA, CHMBACTATHH, PO3MTTIHTA30H, BapdapyH WIH NEPOPAIHH KOHTPALICIITURH, AABalikN i Vivo
JlaHHH 32 Mallka BePOATHOCT OT NpeaHiBHKBaHe Ha B3aHMoaelcTeua orc cyberpate Ha CYP3A4, CYP2CS,
CYP2C9 n tpaucnioptepH ha opranuikn Katioku (OCT). Crrarnumras Moxe Aa 6vae cnab wHxuGurop
Ha p-TTIMKOTIPOTEHHA in Vivo,

4.6 @epTHRARTET, 5PEMERAOCT H KbPMEHR

BpemeHHoCT
Hama nocrarhuso nauiu o1 ynorpefara Ha CHTANIMITHH npy Spemenny xenu. Ipoyusanns npu
AHMBOTHH [I0Ka3BaT PRNIPOLYKTHEHA TOKCHUHOCT fIpH BUCOKH JIO3H CHTATIMITTHH (BX. Touka 5.3).

OrpaHnyeHHTe JaHHH IPEANONATaT, de ynorpebara Ha MeT(OPMIH NpH GpeMEHHH He € CBBP3aH ¢
NIOBHILEH PHCK OT KOHTeHHTANHM Mandopmanun. [TpoyaraunaTa ¢ MeThOPMEH TIPH KHBOTHH HE TIOKAIBAT
Bpe/iHH edeKTd BEE BPBL3Ka ¢ OPEMEHROCTTR, eMGPHOHATHOTO H PETATHOTO Pa3BUTHE, PAXKAAHETO WK
NOCTHATATHOTO Pa3BHTHE (B3K. CHILO TOYKA 5.3).

HAnzuren dyo ne Tpabsa Aa ce H3NON3Ba TIO BpeMe Ha GPeMeHHOCT. AKO MALMEHTKATA Heka Ra 3abpeMenee
WK aKO HaCTHNH OPEMEHHOCT, NCYCHHETO TPAOBaA 12 Ce NPEeKPATH ¥ NalHEHTKATA 13 IPEMIHE Ha IEUeHHE
¢ HHCYJIHH BB3IMOXKHO Hali-cxopo,

Knpmene

He ca npoBexknany npoyHMBaHHA NpH KbPMEIIH KUBOTHH ¢ KOMOHHUPARUTE AKTHBHY BELIECTBA Ha TOIM
AeKapcTBeH MpoAyKT. IIpy npoyysanus npoBexAaHH ¢ OTIENHATE AKTHBHY BeillecTBa ¥ CHTATHITTHH, H
METHOPMUH ce eXCKPETHPAT B MIIAKOTO Ha TAKTHpAIH MbXose. TTpH Xopa MeTGopMUHE ce eKCKPETHpa B
KBpMaTa B MAJIKH KOJIH4eCTBa, He e H3BeCTHO A CHTATIMITTHH ce eKCKPeTHPa B KbPMATa.
Cneporarensno Ausurun [yo se Tpa6Ba fa ce W3M0/138& MPH KEHU, KOHTO KBPMAT (BX. TouKa 4.3).

DepruanTeT

HaHHuTe OT IPOYHBAHHA NPH XKHBOTHH He NPENONATraT BIMAHKE BLPXY (PEPTHIMTETA Ha MBIKKH H KSHCKH
NTBXOBE NPH TPETUPAHE CbC CHTATTUMITTUH. JIMICBAT JAHHH MIPH XOpa.

4.7 Edexru supxy cmocofnocrra 32 mmodapane u padora ¢ MAWIERR

Ausutun [lyo He nopnusBa Uy NOBAHABA NpeHebpexkUMo criocobrocTTa 3a wodupane u pabora ¢
MaliKHK. B chIMOTO BpeMe pH modupaHe Wik paboTa ¢ MALTHHK, TPAOBA A4 C€ HMa NPEABUA, ue IPH

CHTArNMOTHH ¢a MOKIanBaHy C/Ty4an Ha 3aMaifBane H CHHIHBOCT,

OcseH ToRa, NnaugeHTHTe TPAOBA Ja ce MpeAYNPEKRABAT 32 PHCKA OT XMIOFTAKEMYS, KOraTo Janumet ce
H3[10/13Ba B KOMGHHALMA Che CYIPOHUIYPEHHO NPOUIBOHO WK ¢ HHCYNIHH.

4.8 Hexenans nexapcTBeRH Peaknun

Pestome na npoduna a GezonacuocT
. Hsima ipoBeieHH TepaNesTHYHM KIHHUYHW H3KTBAHHA ¢ Suanrun Jyo TabaeTky, Ho

MeTHOopMHHE (BXK. TOUKa 5.2).




CrobmaBasu ca CEPHO3IHH HEXEIAHH PEaKLHH, BKNIOYMTENHO NAHKPeaTHT | peakiluu Ha
CBPBXYYBCTBUTENHOCT. Cholinarata ¢ XMNOTTIHKEMHEA TPA KOMOHHALUMS CbC CYNPOHATY PEitHO
npoussoauo (13,8 %) u ¢ arcyaun (10,9 %).

CHTArMIOTHHE U MeTGHOPMHUH

Tabruven cnucex na nesceranume peaxyuu

Hexenanute peaktivi ca n36poeHH no-xomy ¢ npenopbusannre or MedDRA TepMHHM CIopes CHCTEMO-
opraHua KnacH$pHKaups B abconrotaa yectota (Tabamna 1). [To yecToTa ce ONpEACTAT KATO: MHOIO HECTH
(=1/10), wectu (21/100 no <1/14), vewectu (>1/1 000 xo <1/100), peaxu (=1/10 000 o

<1/1 600}, muoro peaxn (<1/10 000) i ¢ Hew3aBecTHA 4eCTOTA (OT HATMYHUTE NAHHK He MOKE 1a Gbae
HanpaBeHa OLEHKA).

Tabngrua 1: YecToTa Ha BexeNaHATe PeAKINH YCTAHOBEHH B0 BpeMe Aa Naanefo- KOBTPOIHPARE
RIREHYHH HPOYIBARHA ChC CHTATIRATHR ¥ MeT(POPMAE CAMOCTOSTENHO B TPH
NOCTMAPKETHHI'OBRSA OHAT

£:Kenana peaknna HECTOTB HA HEKEAHATA PeaKIHA

APYUICHAA HA KPhBTA H JRMPHATA CHCTEMA
oMGoLHTONEHNS Pemku

{(Hapyuienns 52 BMYRHATA CHCTEMA

eaKLMH Ha CBPBXYYBCTBUTEITHOCT, BIJIIOWHATENHO |C HEH3BECTHA 4ECTOTA
aHnakTHYHH OTrosopH*, T

ApYIDeHRS Ba MeTa(oIH3MA B XPAHCHETO
XHNOTIHKEMHAT HecTn

ApYIICHEE HA HEPBHATA CHCTEMA
CBHITHBOCT IHeuecTn

eCHHPATOPHH, rPLIHE H MeAHACTHHATHG
apynieHns

MHTEpCTHIMATHA Genoapobaa Gonect * IC HeH3BECTHA YeCTOTA

{CTomamuo-1peBER BAPYUIEH RS

nHapus eHeCTH
rajicHe YecTn
AATYASHLINS YecT
Banex Hedect
0oJika B rOpHATA Y4CT Ha KOpeMa HeuecTu
noBpLIAHE Hectn
OCTEp mankpeatHr™,T,1 IC Hen3BecTHa YecToTa
dbaranen u HedaTaneH XeMOparnyeH n IC HeM3BeCTHA YecTOTa

HEKPOTH3MPALL [TaHKpeaTHT *,§

apynienis Ha KOXKATA H DOIKOKHATA THKAH
npypuTyc* eYecTH

@aarnoenemM*, C HeW3BECTHA YEcTOTa
lo6pue* 1 C HEeH3BECTHA H4eCTOTa




Hemenana peaxnag

prukapua* ¢

IC HeH3BECTHA HeCToTa

OXeH BackydT*,t

C HEH?BECTHA HeCTOTa

eKcOTMaTHBHH KOoKHY 3ab60nABaHHS,
KIIOYHTEIHO CHHApOM Ha Stevens-Johnson*,t

C Hew3IBecTHA 4€CTOTA

6yno3eH rieMGpUronn*

C HEW3BECTHA 4€CToTa

apyINeHHES HA MYCKYIHO-CKEeNeTHATA CHCTEMA
¥ CheJHHATETHATA ThKad

laprpanrua™

IC HeM3BECTHA 4eCTOTa

Muanrua®

IC HeH3BECTHA YeCcToTa

6onka B KpaHHLMTE®

IC Her3BecTHA YeCTOTA

Gonka B repba*

IC Hed3BECTHA YeCTOTA

laprponatas™*

IC HeM3BeCTHA YeCTOTa

Hapymenns aa 6L6penare 8 nRKOTENTE

HapylieHa 6h0peata QYHKIMI*

KC HEMZBECTHA YSCTOTa

"lecm’ra HA HEKE/TAHATA PeAKIHE

ocTpa 6b0peyHa HEAOCTATHUHOCT™ C HEH3BECTHA YeCTOTA

* HenenaHuTe peakliyy ca WASHTUDHLMPAHN MO BPEME HA MOCTMAPKETHHIOBOTO HAGMIOACHHE.
1 Bam Touxa 4.4.

I Baxre npoyueanemo 3a 6ezonackocm no omrowenue Ha copdevio-codosama cucmema TECOS no-nony.

Onucanuie Ha M30PAHK HEXKETAHK PeakivH

Hsaxon nexenatm peakiui ca HabmoaaBaHu MO-4ECTO PY POYUBaHHS 33 KOMOHHUpPaHa ynoTpeba Ha
CHTATJIMITTHH B METHOPMHH ¢ APYrd aHTHAHAOETHH IEKAPCTBEHHA NPORYKTH B CPABHEHHME ¢ NPOYURAHKA HA
CHMTATTIHTITHH U MeTHOPMEH caMocToATeNHo. Te BKAKOUBAT XUNOrmuKkeMus (KaTeropHs Ha YeCTOTa ,,MHOTO
4ecTH” CBC CYIPOHUTYPeHHO MPOH3BOHO WM HHCYIMH), 3aTIeK (,,4ecTH” Cb¢ cyahoHuaypeifno

NIPOM3BOIHO), MeprdepeH OTOK (,,UECTH” ¢ MUOTIMTAI0N) H MTABOOOTHE H CYXOTa B ycTata (,,HevecTH” ¢
HHCYJTHH).

Cumaznunmun
I1pu npoyusanKa BEPXy MOHOTEpamus che CHTaruiTuH 100 mg seansXk AHEBHO CAMOCTOATENHO B

cpaBHeHHe ¢ ranedbo, crobleHHTE HEXETTAHH PeakLiHy ca raBoGoHe, XHNOTTMKEMHS, 3aMeK 1
samaiipane,

Cpen Te3u MaLUBeHTH HekeTaHHTe CHOHTHA, chOBUIABAHH HE38BHCUMO OT NPHYUHHO-CNIENCTBEHA BPb3Ka C
JeKapCeTBEHHA NPOJYKT, C YeCTOTa Hal-Manko 5%, BKIOYBAT HHGEKUMH HA TOPHUTE AHXATE/IMH TLTHLIA U
HazodapuHTuT. OcBeH TOBa, ca CHOBLIEHH OCTEOAPTPHT K GONKA B KPAHHHIUTE, ¢ YECTOTA HEUESCTH

(> 0,5% no-mucoKa cpej] yUacTHULUMTE, NONYYMNY CHTACTHITHH, OTKOTKOTO TA3H B KOHTPOJIHATA TPyna),

Memdghopmun

CroMailiHo-1peBHH CHMITOMH Ca CEOGINABAHY MHOTO YECTO MPH KITMHHYHY TIPOYYBAHHA U TIPH
NOCTMAPKETHHrOBaTa ynotpeba Ha MerdopmuH. CTOMalHO-4PEBHATE CHMIITOMM KaTo rajieHe,
NeoBspbmate, Auaphs, Gonka B xopema U 3ary0a Ha aneTHT ce NOABSBAT I0-4€CTO fIPH 3ano4BauHe Ha
NeYEeHHETO ¥ B MOBEYCTO CIIy9aH NPEeMHKHABAT CIIOHTaHHO. JIOIMWIHWTETHA HEKETaHy peakLiiy, CBBP3aHi ¢
METHOPMHH, BKIIOYBAT METaNeH BKYC (USCTH); TAKTaTHA alAN03a, HAPYIeHHs Ha YepHORpoGHaTa
QyHKIMs, XemaTHT, ypTHKapHA, epHTeMa i chpbesk (MHOTO peakh). J[bArocpodHOTO AeUeHHe ¢ MeTHOPMUH
ce CBBP3BA C HamansBaHe Ha abcopOumnTa na BuTamiH B12, koeTo MHOrO paaxo Moxke aa noeeae ao
KTHHHYHO 3Ha4kM Aehuupr Ha sutamuH B12 (T.e. MeranoGaacrHa avemun). Kateropumte 1o dectota ce

onobpena 8 EC.

Heauatpuuna noryaaiys
B xmuHHvHE w3nuTBaHMA ¢ AH3dTHH yo MpH MeqHaTpiHy GALHENTH ChC 3aXapeH qH
gb3pacT of 10 10 17 ronMHn npodHNET Ha HeXKENAHUTE PEAKIMH KATO U0 & CPABHHM



HabnroaBaH TNPH Bh3PaCTHH. HDH TIENHATPHYHN TIAWHCHTH, KOHTO €A HITH HE ¢a H& OCHOBHO JIeQeHHE C
HHCY/IHH, CUTACIHITTHH C€ CBLP3Ba ¢ NOBHINCH PHCK OT XWIIOITTHKEMUY.

{Ipayueane 3a besonacrocm no omuowenue Ha copoeyno-cvoosama cucmema TECOS Hanmreauero,
OLCHABALIO CHPAEYHO-CBACBHTE PEIYITATH MPH Nedenne cue curaraunTaH (Trial Evaluating
Cardiovascular Outcomes with Sitagliptin, TECOS), sxmousa 7332 nauveHTH, NekyBaHy cuxe 100 mg
CHTArNMITTHH aHeBHO (UM 50 mg GHeBHO, ako H3XOAHHTE CTOHHOCTH Ha H3YHCIIEHATA CKOPOCT Ha
rnomepynna $purrpatys (eGFR) ca > 30 v < 50 ml/mun/1,73 m?), u 7339 nauveHT! Ha miauebo B
intention-to-treat (ITT) nonyaauusta. JBete neuenus ca 106aBeHA KbM OOHHARHUTE TPHIKH CHITIACHO
MecTHUTE cTanAapTd 338 HbAlc u ceppeuno-cbaoey pucKkoBH dakTopn. O0uIaTa 4ecToTa Ha COpHOIHMTE
HEKENAHK CEORTHSA MPH NAHEHTH, IT0yYaBally CHTAIVINITIHY, € CXOAHA C Ta3K NP NALMEHTHTE,
TIoMy4aBamy niaucto.

B intention-to-treat nomynauwsTa cpes NAUKSHTHTE, KOWTO H3MOM3BAT HHCY/IMH WK CyndoHMTypen Ha
H3XOAHO HUBO, YECTOTATA Ha TEXKA XUNOrNMKeMus e 2,7% Npu NalyeHTHTe, JIeKyBaHH CBC
CHTArTHITHH M 2,5% npy nanueHTyTe Ha niianedo; cped NALBEHTHTE, KOUTO HE M3NOI3BAT HHCYITMH
n/uny cyipoRIITypes Ha H3XOJTHO HUBO, MECTOTATA HA TEXKKA XUNOraukeMud € 1,0% npu naudeHTHTE,
NeKyBaHM Cbe cHrarauiTud i 0,7% npu nauuentdTe Ha miauebo. Yectorata Ha NOTEBPAECHH CHOWTHS,
OTAABaHM Ha NaHKpeaTt, ¢ 0,3% npu nauMeHTHTe, JIEKYBaHH Che CHTArNAITTAH  0,2% npu nauueHTHTe
Ha manebo.

Crobiasane Ha NQ03HPAHN HEXENAHH PEAKLHH

CroB11anateTo HA IOO3MPAHH HEXETTAHH PEAKLIHM CIIER PaspeliaBane 3a ynorpeba Ha JeKkapCTREHMS
NpoayXT ¢ BaxHO. ToBa 1103B0JISBA [ia IPONBDKH HAOMIOAEHHETO HA CHOTHOIIICHKETO TIOMI3a/PHCK 3a
NeKapCTBeHHA NPoayKT. O MEIHIHHCKHTS CIeIHATHCTH €& HIUCKBA [a cLOoDLIABAT BCAKA NOA03MpaHa
HEeXEJIaHa peakLvs upes:

VisnesaMTenna areHuns no iekapersara
yi. ,Jamsax I'pyes” Ne 8

1303 Codus

Bniarapus

Ten.: +359 2 8903417

yebeaiitT: www.bda.bg

4.9 TIIpemosapane

[Ipu KOHTPOUPAHH KIHHHYHH HIMHTBAHUS ChC 3APABH YYACTHULM C€ NPWIATaT €FHOKPATHH IO3H J0
800 mg curarmunTHH. MrHHMaTHO yawmkasaue sa QTc, KOeTo He ce CUMTR 33 KIHHHYHO 3HAYHMO, Ce
#abiriofiaBa npu eAHO NPoyBaHe ¢ 103a oT 800 mg curarnurrmun. Hama onwr ¢ 103w Hap 800 mg npu
KNHHHYHY NpoyusaHus. [Tpu npoyusanus Pasa I ¢ MHOTOKDaTHO npHaaraHe, HAMA CRBP3AHH ¢ J03aTa
KTHHHYHH HEXKEaHH JISKApCTBeHH PeaKiluH, Habo aBaHu TPy CHTATTTHITHH ¢ A03H 10 600 mg AHeBHO
3a neproay Ao 10 guk u 400 mg qHeBHO 38 NepHOAH A0 28 AHM.

lonamo nipeosupane ¢ MeTGopMHH (WIH SZHOBPEMEHHO CHIIECTBYBAU] PUCK OT /IAKTATHA alino03a)
MOJKE 11a AOBeJE 0 JIAKTATHA AUMI034a, KOATO € crielled MeJUUMHCKH ciiy4ait # Tpabea Aa ce neKysa B
Gonuuna. Hali-edexTHBHUAT METOR 32 OTCTPaHsBAKE Ha NAKTATA K METGOPMUHA & XEMOAMANM3ATA.

Ipu kanunusk npoyysarus npubmusirenno 13,5% ot no3arta ce oTcTpausABa NPy NPOALIKABALA 3~ [0
4 yaca xemoawanu3Ha cecua. [Ipu npeuenka 3a KTAHHYHE HEOGXOAUMOCT MOXE /I3 Ce TIPEANPHEMS T10-
OpoAB/KHTENHA AHANK3A. He e H3BECTHO AIH CUTAIJIMIITHHE Ce JUANH3UPA NIPH NEPUTO :

B cnyuaii 5a npenosupane € NOOX0AAIO [ia Ce NPeAIPHEMaT OGHKHOBSHHUTE MOANLPHKA
OTCTpannBaHe Ha HeabcopOupaHua MaTephaln OT CTOMAIIHO-YPEBHIS TPAKT, KIMHHHHO
(BKIMIOYHTENTHO U E1EKTPOKAPAHOrPaMA) K NPH HYKAE 3aN0YBAHE HA HOANBPRKALIO T



5.  @®APMAKOJIOTMYHH CBOMCTBA
5.1 ®apmakoaEBAMBYHH CBOlicTBA

PapmakoTepaneBTHIHA Ipyrna: AHTHAMA0eTHH NEKAPCTBA, KOMOHHALH OT NMEPOPATHK JSKAPCTRA 32
HaMasBaHe Ha KpeBHaTa 3axap, ATC xox: A10BDO7

AuzutiH Jyo koMGHHHPA B2 AaHTHXHINEPIIMKEMHYHH JIeKapPCTBEHHU NMPOAYKTa ¢ NOMBIIBALY Ce
MEXaHH3BM Ha AeiicTBHE 3a NOJOOPABAHE HA [MIMKEMUIHHA KOHTPOA NPH HAIMEHTH ¢ [quabeT Tvn 2:
CUTATTHTITHH (hocdar, nunenTrann nentunasa 4 (DPP-4) uHxubuTOp M MeTHOPMUHOB XHAPOXIIOPHE,
NpeACTABHTEN HA Kilaca Ha OMrBAHMIUHUTE,

CHTATTUITTHH

Mexanuzvm na deiicmeue

CurarmnTru Gocdar e nepopanHo akTHBEH, MOIIEH H BUCOKOCENEKTHREH HHXHONTOD Ha eH3HMA
aunertyani nentiziasa 4 (DPP-4) 2a nevenne na guabet tan 2. Uaxuburopure na DPP-4 ca knac
BEIECTBA, KOUTO AeHCTBAT KATO eHXaRcepu Ha MHKpeTuH. Upes nAxuOupate Ha ersuma DPP-4,
CHTArIMNTHH NOBHIIABA HWBATA HA ABA W3BECTHH aKTHBHH HHKPETHH XOPMOHA, FIOKaroH-noao0HMs
nenrua-1 (GLP-1) 1 raokosa-zasucumus uncynunorponen nonunentay (GIP). Unkperusure ca gacr
OT €HAOreHHa CHCTEMa, YHaCTRAIIA BBB QH3HONOTHYHATA perynalika Ha [MOKO3HATA XOMEOoCTasa.
Koraro xoHLEHTpaLuuTe Ha KpbBHATA 3aXap ca HOpMaTHH MK nopHwerd, GLP-1 n GIP sacuwiBar
CHHTE3a H 0¢BOGOKAABAHETO HA MHCYNIMH OT NaHKpeaTuuHuTe Sera-kinetkd. Ocsen Toka, GLP-1
HaMa/IgBa CEKPEUMATA Ha ITIOKATOH OT Na#KpeaTHuhuTe anda WieTKy, BogeHikn No HaManeHo
NpOH3BOACTBO Ha yepHoApoOHa rmoxoza. Korato HUBaTa Ha IIFOK03a B KPBBTA Ca HHCKH,
0cBOOOKIABAHETO Ha MHCY/IHH HE C€ CTHMYJTHPA H CEKPeLMATA HA MIIOKATOH HE Ce MOTHCKA.
CHTarIHITHH € MOTIEH M BUCOKO ceneKkTiBed Huxuburop Ha enzuma DPP-4 u ve urxubupa cxonnure
no crpykrypa exsumMu DPP-8 wau DPP-9 B TepaneBTHYEM KOHIeHTpaliu. CHTar/IMNTHA ce pa3IHyaBa
N0 XUMHYHA CTPYKTYpa H papMakonorvuno aeticrere ot aHanosure va GLP-1, uncynun,
CyipOHUIYPER HITH METTHTHHUTH, GHUTBAHKIWHY, ATOHHCTH HA AKTHBHPaHHS OT MEPOKCH3OM
nponudeparopa rama-pettenrop (PPARY), anda-rmokosusasHu HXHGHTOPH H aHAJI03H A AMMHINH.

Ipy nByAHEBHO NPOYYBAHE HA 3APABH YHACTHHLUK, CHTATNIHITHH, MPHIOKEH CAMOCTOSTENHO, IOBVIIABA
akrusHara GLP-1 xoHUeHTpauuse, 1oKaT0 MeTHOPMHH NIPWIOKESH CAMOCTOATENHO, IOBHIARA AKTHBHATA
¥ obmiata GLP-1 koHueHTpamus B cxoaHa cTeneH. EAHOBpeMeHHOTO MPWIaraHe Ha CHTATTHITTHH M
MeTPOPMHN KMa anuTHBEH edeKT BupXy akTneHara GLP-1 xoHUeHTpai#s.

CHTarnanTHR, 3a pa3iHka oT MeThopMMH, NOBNMAaBa akTHEHATA GIP KOHUEHTpailHs.

Knunuuwna edpuxacrocm u 6ezonacnocm
Kato udno, cuTarnunTiH Nono0psaBa riMkeMUYHHA KOHTPOI, KOTaTo ce H30JI3BA KaTo CaMOCTONTEIHO
HH KOMOMHHPAHO NeYCHHE NPH BH3PacTHH NalMeHTH ¢ AHadeT Tvn 2.

Tlpy KIMHAYHH KAMWTBAHMA, CHTANTTHITHH KATO MOHOTEpamks noao0pABa [HKEMHYHHA KOHTPON 4pe3
3HAYMTENHO HaMaieHue Ha xemornobuH Alc (HbAlc) v rmoko3aTa HA rIANHO W CHEN XpaHeHe,
HamanerueTo Ha niasMeHata rimokosa Ha rianso (FPG) € HabmonaBano Ha 3-Ta ceIMuIIa, ITbPBATA
BpeMeBa TouKa, B koaro e u3mepena FPG. Habmonapatara yecToTa Ha XHNOTTIMKEMHA MPY MAUHSHTH,
NIEKYBaH| CBC CHTATIMOTHM € NoJo6Ha ¢ Tazu npd miauebo. TenecHOTO TEro He Ce € YBEeIHUHII0
CIIPAMO M3XOAHNTE CTOHHOCTH TIpH NeveHue ¢he cuTarmmrud, Habmoaasano e nogoGperue Ha
CyporaTtHHuTe MapKepH Ha GyHKUHOHHpaHE Ha Deta-kieTkure, B Topa yucno HOMA-B (XomeocTaseH
MOJEN 32 OLEHKa-P), ChOTHOMEHWETO HA TIPOMHCYIHH KbM HHCY.THH B MOKA3ATE/THTE 32 PEaKTHBHOCT Ha
GeTa-KMeTKHTE MPY TECTA 3@ TOASPAHTHOCT NPH YECTO NABAaHS HA XpPaHa,

IpoyyBanus che CHTArIMITHH B KOMOMHAIMA ¢ MeTHOPMUH
IIpy 24-cepmMuuHO iauefo-KOHTPOIHPAHO KITHHUYHO MPOYHBAHE 32 OHEHKa HA e uKack
6esonacHocTTa NpH n00aBRgIHe Ha CHTArMNTHE 100 mg BeAHBXK NHEBHO KBM CHIICCTBY BAER
MeTHOPMEH, CHTArMKITTHH OCHTYPABA SHAYHTENIHO NOJODPCHHE HA ITHKEMHYHHTE Nap
cpaBsenme ¢ ianebo. [TpoManaTa cnpAMo H3XOTHUTE CTOHHOCTH H3 TEJIECHOTO TETNOE




NAUHECHTH, NEKYBAHH CHC CUTAITHITTHH CIPAMO mnanebo. HPH TOBA NPOYYBAHE UMA noao0HA uecToTa Ha
CJEyYaH Ha XUNOTINKEMHA TIPH NAIJHEHTH, NEKYBaHH CBC CHTAMTHITHH HIH nnaiebo.

ITpu 24-ceammuso nnauebo-KOHTPOMHPaHO (akTOPATHO NPOyYRAHE HE HAYAIHO JIeYeHHe, CHTArAWNTHH 50
mg ABa MLTH AHEBHO B KoMOHHaLHA ¢ MeTdopMuH (500 mg win 1000 mg n8a IMeTH SHEBHO) CE HOCTHrA
3HaUMTENHO NogoOpesne Ha MMKEMHYHATE NapaMeTpy B CPaBHEHME ¢ BCSKa MOHOTepanus. HaManennero
HA TEAECHOTO TErNIO NPH KOMOHHALMATA CHTAIVIHATHH H MeTdhopMIH e nogobHo Ha ToBa HaGmonaeaso NpH
METHOPMHH CAMOCTOATETHO WK NNane(o; HAMA NPOMAHA CTIPAMO M3XOJHKTE CTOHHOCTH UPH MALHEHTH
Ha CHTAIJIMITTHH CaMoCTORTeNHO. ecToTara Ha XHIOrAHKeMHA € n0go6Ha cpeJi JIEKYBaHWTE TPYIH.

Ipovusane cbe CHTATAMITUH B KOMOMHALHA ¢ MeTdOpMUH i CyRhOHHIYpeS

24-ceaMI4HO W1aueGo-KOHTPONHPAHO KIMHMYHO NPOYYBAHE ¢ NUIAHHPAHO A3 OLECHH ePHKACHOCTTA H
fe3omacHOCTTa Ha cuTarnunTHR (100 mg BeAHbK AHEBHO) NPHOABEH KBM FAMMETIMPU] (CAMOCTONTETHO
HiM B KoMOHHaLuA ¢ MeTopMHH). J06aBSHETO Ha CHTATTIMIITUH KBM ITUMETHPHA U METHOPMUH,
OCHTypsBa 3HAYHTEIHO NOAOOPEHHE HA ITHKeMIMHHWTE napaMeTph. [IauHeHTHTe, TeKyBaHB Che
CHTAITMTMNTHH MMAT ¢1ab0 noBHIIeHHe HA TeNeCHOTO Termo (+1,1 kg) B cpaBHeHME ¢ Te3H, MOy YaBaANH
mauebo. ‘

Ilpoyusane ¢k CHTATIMITTHH B KoMGMHaLNS ¢ MerdopMud u PPARY arodder

26-ceAMHYHO NNALE00-KOHTPOIMPAHO NPOYYBAHE ¢ PeAHATHAUECHO 12 OLIGHH eHKacHOCTTa U
BesotiackocTra Ha cutarsmnThH {100 mg BeIRbK AHERHO), 106aBEH KM KOMOHHALMS HA MHOTAHTa30H H
merdopmuH. [[oGaBiHETO HA CHTAITMITHH KbM [HOTAHTA30H H METQOPMHIH, OCHTYPABA 3HAYHTEITHH
nofoGpenus Ha rAHKeMHYEHTE napaMeTpH. [IpOMSHATA B TENECHOTO TETJIO OT M3XOIHO HUBO € MoA06HR Ha
Ta3H NPH NAUHEHTH, NEKYBaHY ChC CHTAITIHITHH, B CpaBHEHHE ¢ MIauebo, YecToTaTa Ha XMNIOTTIKKEMHS
ChING ¢ MoA06HA NPH NALHCHTHTE, JIeKYBAHM CBC CHTATTIMITHH WIH iauebo.

[IpoyupaHe Ha CHTATTHITHH 8 KOMGHBAUMS ¢ MeTQOPMUH U HHCYJIMH

24-ceaAMHYHO NNALUE60-KOHTPOIIMPAHO KITHHIYHO NPOYYBaHE € HpeHasHaYeHO Aa OleHH eDeKTHBHOCTTA H
GesonacHocTTa Ha crraruITHH (100 mg Beanbx AHeBHO) NobaBeH KbM WHCYJIMH (pH cTabKNHa 038 3a
Hali-Manko 10 cenmuim) che unu Ges metdopmud (Haii-manko 1500 mg). Ipn nauueHTH, npueMany
TIpeJBapUTEIHO CMECEH HHCY/THH, cpeaHaTa aHesHa no3a e 70,9 U/nnesno. [Ipn natmenty, npueMamu
HECMECEH TPeABAPHTENHO (MEKAHHEH/ MPONBIDKUTEAHOASHCTRAI) HHCYAWH, CpeaHaTa AHeBHA 103a e 44,3
U/nnerno. [Jananre ot 73% 0T naupenTHTe, KOHTO €2 NPHEMAH MeTHOPMHH ca nipeacTaseny B Tabnnua
2. lobaBaHeTo HA CHTAMTHITHH KbM HHCY/THH OCHTYPABA 3HAYMTEITHO NONOGPEHHE HA ITHKEMHIHHTE
napamerpy. Hama 3HaudTeNnHa NPOMAHA B TEAECHOTO TEE/IO OT W3X0AHOTO HHBO B JIBETE TPYTIM.

Tabauna 2: PeayaraTu 3a HbA,. npyu nyane6o-kOHTPOIHpAHN BPOyUBAHHA ¢ KOMORBNpaHO
JevdeHne ChC CHTATTHIITHH H MeTGOpMER*

TI:;;I:" ua Cpeasa npomsana &(opurnpana, cnpaMo maanebo,
i CHOpaMoO cpeaHa IPOMAHA HA
IIpoyasane 3X0HO EIXOMMOHMEO  [FbAs. (%) (95 % CI)
HuBo HbA, HbA (%)
(%) *
Curarmintud 100 mg
BeIHLK NHEBHO, 1oDaseH _0,71-,:;:
KEM (HOHOBA Tepartus ¢ 8,0 _0.7T 3
Mer?OPMHH% ? (-0,8, -0,5)
=453




}Cpe,mm
e ToiiHOCTH HA Cpeaaa upomMaEa opurdpana, cupaMo mianebo,
Mpovasane X010 cHpaMoO peAHa UPOMEHA HA
PO} H3IX0AHO HHBO 'Hbﬁuc (%) (95 % CI)
aaBo HbA, o
(%) HbA . (Yo)

(Coraraunmis 100 mg
BEHBK THEBHO, nobaBeH
ficsM GOHOBa TEpAIUS ¢ 8.3 0,61 -0,9T1
rTAMEnHpHL+ (-1,1,-0,7)
ETQ,OPMHH% sls ]
=115)
utarmanTar 100 mg
TIHBK NHEBHO 100aBeH
M QoHOBa Tepanus ¢
OrNIATAZ0H + 8.8 -1,2%
eTopMUH’ Lo,71-% (1,0, - 0,5)
=152)

HrarmanTed 100 mg
eAHEK JHERHO, RodaBeH 0.581
M (hOHOBA Teparus ¢ 8,7 -0.7§ ?
MHCYITHH + METPOPMHH" (-0,7, -0,4)
(N=223)

}—[atwmo neuedHe (npa
IBTH JHEBHO) *: + -1.67:%
8 8 -1 94 *
cHTarmuITHH 50 mg + » -1.8, -1,3)
meThopmun 500 mg D

(N=183)

Hauanuo neuenvie (npa
ITETH IHEBHO) 2.1 +.1
cHTarnui™ 50 mg + 8.8

8 > -1’91‘ (_253:! -1,8)
MeTdopmus 1060
g (N=178}
* TlonynanmsTa OT BCHUKH AeKyBaHy HauHeHTH (intention-o-treat aHAIRS).
1 Hali-MaNkiTe CpeiHi KBaJIPaTH G4 KOPHTHPAHY CIPAMO CTATYCA IPH NPEXOIHOTO ANTHXHIIEPTIIMKEMUTHO JISHEHHE W
CTOKMOCTTA HA HIXONHO HHBO,
¥ p< 0.001 B cpasneHHe ¢ NIALEGO WM TAEDO + KOMGHHKPAHO JEYeHNE.
% HbAs (26) HA 24-Ta CSIMHLIA
"HbA (%) Ha26-TA CRAMHULIA _
 Hali-MaNknTe CPEAHN KBATPATH & KOPUTHPaHH 3a YNOoTpeSaTa Ha YHCYHH NPH BHsUTa | (MPEABApHTENHD CMECEH Cpeuly
HECMECSH NPEABAPHTENNO [MeXIHHEH UK NPOTRIKWTENHOAeHCTRAL]} H WIXONHA CTofHOCT.

TIpu 52-cepmiudgo npoyuBade, cpaBHABaLo ehHUKACHOCTTa U Ge30MnacHoCTTa Tpd JobassaHe Ha
cutarsunTid 100 mg BeAHBK AHEBHO WK raumsng (CyipoHnTypeliHO MPOMIBOJHO) NIPH NALHMEHTH

¢ HeaAOOBD IIMKEMUYEH KOHTPOI MPU MOHOTEpanis ¢ MeTHOPMYH, CHTATITHIITHH e oA06eH Ha
FIMNM3NRA, TIpH NoHskaeaneTo Ha HbA,. (-0,7% cpeana npomaHa cnpsaMo H3XOOMHHTE CTOHHOCTH npes
ceaMHLA 52, ¢be cpensa crofinocT Ha HbA,. ot npubnuantento 7,5% B aeete rpyin). Cpeavata  posa
FTMITH3K], ¥3NMOMN3BAHA B rpynara 3a cpaBHeHue € 10 mg anesHo karo nprbmnsurento 40% or
NALIMEHTHTE C& HYXIAAT OT 1032 IVIATM3KA £ 5 mg/IHeBHO O BpeMe Ha npoydsaneto. Obate, moseue
NAIYEHTH OT IPYTIATA HA CHTATJIMITTHH ¢2 IPEKBCHATH I0paaH JIHTICE Ha ePHKACHOCT, OTKOJIK!
rpynaTa Ha nHsHz. TlaimeHTHTe Nexypany cbC CUTAMMOTHH NOKA3BaT 3HAYUTEIHO Cpe,
MOHIKEHHE CIPAMO M3XOJHWTEe CTOWHOCTH Ha TemecHoTo Terio {-1,5 kg) B cpaBneHne ¢
MIOKAYMBAHE HA TETNIOTO MPH NAalHeHTH notyqasany raunksun (+1,1 kg). B roa npoyusa;
OTHOLIEHHETO NMPOMHCYIIMH KBM WHCYJHH, MAapKep 3a eQeKTHBHOCTTa Ha HHCYIHHOBUSA
ocsoGoxkaBase, ce NOAOOPABA CHC CHTANIMITHH U CE BIONIABA NPH JEYEHHE C TIIHIM3H




YecroTara Ha XMAIOrIMKEMHA B IPYTIATA HA CHTArNHITTHH (4,9%) € 3HaYMTe/HO TT0-HHCKA OT TalH B
rpynara Ha raunusuaa (32,0 %).

24-ceampuHO TUIALE00-KOHTPOIMPAHO KIMHMYHO NPOY4saHe, BKMOYBAIIO 660 NalHeHTH, ¢ MPeaHazHAueHO
Ji2 OleHH ehUKACHOCTTA BOJISLd 20 HAMAIABAHE Ha HHCYNMHOBHTE NO3H 1 (e30NacHOCTTA HA CHTATJHIITHH
(100 mg BeaHTK NHEBHO), KOTATO € NPUOABEH KbM WHCYJIWH MapKHH che WK Ge3 MerdopMad (noxe 1 500
Ng) 1o BpeMe Ha MHTEH3HUIIMPaHeTO Ha MHCYAMHOBaTa Tepands. [Ipu nauueHTH, npHemMaluy MeThOpPMUH,
W3xXonHara croiiHocT Ha HbAlc e 8,70% n navarmara no3a nacysms e 37 IU/mHesno. [TalmenTaTe ca
HHCTPYKTHPAHH Ja THTPHPAT TAXHATA 038 MHCYIIMH [NIAPKUH B3 OCHORE Ha CTOHHOCTHTE HA KPLBHATA
3axap Ha [MaJHO, HIMEPEeHH Upes KPbBeH TecT ¢ YOoikaaHe Ha nprcTa. I1pH nalMeHTHTe, NpueMani
MeTQOpMHH, Ha 24-Ta CeaMHEA, YBENMYABAHETO Ha JHEBHATA 033 nHCyinH e 19 [U/nHeBro npH nauuenTy,
JIEKYBaH¥M ChC  CHTArIMITTHH 1 24 1U/oHeBno npu matvenTH Ha mianebo. MTormkapanero va HbAlc npy
TIALEHTH, NeKYBaHH ChC CUTArNHITHH, MeTGopMUH H HucyuH e ~1,35% B cpasrenue ¢ -0,90% npn
NaupeHTy, 1eKyBaHH ¢ manedbo, MerdopMiTH B HHCYNHY, pasiuka or -0,45% {95 % CL: -0,62; -0,29].
YecToTara Ba XMNOravkeMus ¢ 24,9% npH NalMEHTH, JIEKYRAHH ChC CHTANIHITTHM, MET(OPMHMH H MHCYTHH
1 37,8 % npu naumenTs, NeKyBaHd ¢ wiauebo, MerdopMuH 1 HHCyuH. Pasnkkara ce JB/DKH OCHOBHO Ha
{10-BHCOKHSI NIPOUEHT MALMEHTH B IpyNiaTa Ha ninane0o, H3NMTany 3 Wil nosede eMu3oaa Ha XHIOMTIHKEMHS
(9.1 cnipsMo 19,8%). Hama pawieka B 4eCTOTATA HA TEKKA XHITOT/IMKEMHS,

MerdopMun

Mexanurem na deticmeue

MerdopMiH € GuTRaRMIHA C aHTRXHNEprIHKeMHueH edexT, NoHMKaBal] KakTo (a3anHaTa, Taka H
MUTa3MEHATA IIOK03a Clel XpaHeHe. Tol He CTUMYIUpPA HHCYTTMHOBATA COKPELMA H C/IEJOBATENHO HE
NPEAM3RHKA XUMOTTTAKEMHA.

MeTidpopMHB MOXKe 1a AelCTBA 10 TPH MEXAHH3IMA!
- upe3 HaMalABaHe TPOAYKIMATA Ha YepHOAPOOHa IMOKo3a upes HHXUOHpaHe Ha
IMIOKOHEOTeHE3aTa M MTHKOTEHONW3ATA
- B MYCKYJIHTE, Upe3 YMEPeHO NOBHINABAHE Ha MHCYIMHOBATA HYYBCTBUTENHOCT, NONOOPABAHKY
nepudepHOTO NMOEMaHe H YCBOSBAHE HA FIIOK03a
- upes 3abapaHe na abcopOLMATa Ha NTIOKO3a B THHKHTE YepBa.

MerdopMunr cTHMYMHPa BETPERIETEYHAT CHHTE3 HA TNUKOTEH Ype3 BL3ieHCTBHE BHpXY THKOreH
cHHTeTasaTa. MeTopMHHE NORKINARA TPAHCTIOPTHHA KAMALHTET Ha CHEUHGHINT TANOBE MEMOPaHHH
TpaHcnoprepH Ha rmoxoszara (GLUT-1 u GLUT-4),

Kmaounmna ecpuracrocm u 6ezonacnocm

TTpy xopara, HE3aBHCUMO OT JCHCTBHETO CH BEPXY FiMKemuaTa, MeTthopMul uma GnaronpusTay edektd
BBPXY aunuaHns Merabonn3eM. Topa ce NoKa3Ba NPU TEPaneBTHYHH KOHLCHTPALMH B KOHTPOIMPAHH
KIMHAYHH MPOYYBAHHUA CBC CPEHA NPOABLKHTETHOCT HTH TBATOCPOYHM KITHHHYHA TIPOY4BaHHS:
METGOPMHE Hamanana oA xonectepon, LDLc H uiBata Ha TPUTIHUEPHINTE.

IpocnextrBhoTo pannoMmzupano (UKPDS) npoyunane e ycTaHOBWIO ORIrOCpOMHATA NOM3a OT
HHTEH3HBHHA KOHTPON Ha KPLBHATA 3axap Npu AuabeT Tui 2. AHANMILT Ha PE3yITATHTE NPH  RAlHEHTHTES
¢ HAHOPMEHO TErTIO, JISKYBAHH ¢ MEeTOPMUH CIeA HeyChieX ¢ THeTa CAMOCTOSTETHO TIOKA3BAT:
- 3HAYMTENIHO HAMATICHHe Ha abCOMOTHHA PHCK HA CRBP3aHHTE ¢ AnabeTa YCAMKHEHWA B rpynata
Ha MeTopmuH (29,8 cpbrTIA/ 1000 NaUMEHTOTOIMHE) CNPAMO AKETa CAMOCTONTENHO
(43,3 cx6umin/ 1000 nanmentoroguun), p=0,0023 u cnpamo rpynHTe Ha KOMOHHALMS CBC
cyndouunypes ¥ MoroTeparma ¢ uacymuH (40,1 cebrmis/ 1000 naupenroroausu), p=0,0034
- 3HAYHTEJTHO HaMANeHNHe Ha aGCOMOTHHS PUCK OT CBBpP3aHaTa ¢ JHaber CMEPTHOCT: METPOPMHH
7.5 cuOutna/1000 naunenToroaHHy, AHeTa caMocToarento 12,7 cubrma/ 1000 nauuesToropuay
p=0,017
- 3HAYMTEIHO HAMATIEHKE Ha a0COMOTHUA PUCK OT ob1iaTa CMBPTHOCT: MeT(HOPMUH
cuOHTHA/ 1000 nanveHToroAuHy cripamMo aueta camoctosTento 20,6 cubumus/ 100
natpentToroguty, (p=0,011) 4 cnpsmo rpynute KoMOuaKpana cyndoHHTYped |
udcymiH 18,9 cuOutus/ 1000 nanuenroroguud (p=0,021)
- 3HAYHTENHO HaManeHie Ha a0CoMOTHHA PUCK OT MHOKapaeH HHGapKT: MeTdhopMK
11 cuburra/1000 nanuenToronMHy, IHeTa CaMocToaTenHo 18 cuburus/1000 natve




(=0,01).

TECOS e pannomusupaso npoy4raHe npu 14 671 mauvesTy 8 intention-to-treat nomyotauwsra ¢ HbAle
26,5 1o 8,0 %, ¢ ycTaHOBEHO CEPOCUHO-CHIOBO 3a60IARAHE, KOHTO NOYYABAT CHTAITHANTIH (7 332)
100 mg nuesno (wmm 50 mg aHeBHO, axo u3xoauMTe cToiHocTH Ha eGFR ca> 30 1

< 50 mb/mur/1,73 m?) nau wianeGo (7 339), AoGasen KuM OGHUANHKTE TPIIKH CHITIACHO MECTHHTE
cranziapty 3a HbAlc w chpaesdo-cua0Bu puckosn daxropd. Iausentd ¢ eGFR < 30 mimun/1,73 m?
He ¢a BKIMIOUEHH B npoyyiBaHeto. Hscnenpanara nomynauus Brsousa 2 004 nanves Ty Ha BrapacT

> 75 romuuy 1 3 324 nanpenty ¢ Gu6petmo yspexaare (éGFR < 60 mi/mun/1,73 m?).

o speme na npoyueanero, ofiara widncrnena cpeana paznuka (SD) B croifnoctire Ha HbAlc Mexy
FPYITHTE Ha CHTArIHITHH K rwanebo e 0,29 % (0,01), 95 % CI1 (0,32, -0,27); p <0,001.

ITspBuyHaTa KpalHa TOUKA NO OTHOIIEHHE HA CHPACYHO-CHAOBATA CHCTEMA € CHCTABHA OT (THPBATA
TI0ABA Ha CHPAEYHO-CHAOBA CMEPT, HedaraneH MUOKapAeH WHGApKT, HedaTateR HHCYT Wi
XOCTTHTATH3AIMA opaaM HecTabunHa cTeHoKApAHA. BTOpHYHETE KpailHH TOYKY 10 OTHOINEHUE HA
ChpACHHO-CHAOBATA CHCTEMA BKJIIOHBAT IThPBATA M0ABA HA CHPAEYHO-CHI0BA CMEPT, Hedaranes
MuoKapaeH uHGapKT #H HetpaTaneH MECYNT; ITEPRATA NOSBA HA HHAHBANYANHHTE KOMIGHEHTH Ha
TLPBHYHATA ChCTaBHA; 0611a CMBEPTHOCT H XOCTIHTANM3ALMM TOPa/i4 3aCToHHA CupaeyHa
HEAOCTATEYHOCT.

Cnea npocnengpate ¢ Menana Ha NPOFLDKATENHOCT OT 3 TOJMHH, CHTATTHITTHH HE [TOBHILABA PHOKR
OT rOJIEMP HEXKEJIAHH CHPJEYHO-ChIOBH CHOUTUA MM PHCKA OT XOCIHTATH3ALHA NOPaIM ChLpIeYHa
HEIOCTATRYHOCT, KOraTo ce A00aRs KEM OOMUaiHUTe IPiki NPH NMaLHeHTH ¢ quabet i 2 B
cpaBHeHHe ¢ ofuualinute rpixH ez cutaraunTuy (Tabamug 3),

Tabarna 3: YecToTn Ba KOMOHHAPARE CHPACTHO-CLAOBH PE3Y/ITATH B HA KJHOTOBH BTOPHUHY
PE3YITATA

Curarnunruu 180 mg | Tnanebo
YecroTa Yecrora
Ha Ha
100 naup 100 mauws Koetb:unen'r Ha b
PHCK, -
eHTOronH euTOTO0N
N (%) an* an* (95% CI) croitnocrt
Anaau3 B Intention-to-Treat nonyaauusTa
Bpoi nanyenTy 7332 7339
IIbpEnyHa CLCTABHA Kpailna Touxa
(CrpiacuHO-CHI0BE CMBDT, HedaTaneH
MuokapacH uudapxr, nedaraneu
HHECYJIT HAK XOCHHTANN3AUNA, NIODANK
HeCTabUINa CTEHOKAPAHS)
839 (11.4) | 4,1 851 (11,6) | 4,2
Broputusa cecTaBHR KpaitHa Touxa
{CopaedHO-CHIOBA CMBPT,
HedaTaie MHOK2PACH HHGAPKT NN
HedaTaned HHCYAT}
745 (10,2) | 3.6 746 (10,2} 1 3,6
0,99 (0,891




Cwrarmanmun 100 mg | Frauebo
Yecrora Yecrota
Ha HA
100 naun 100 naup :::'?:“““" 68 )
e e (95% CT) erolinoert
Bropwayew pesyarar
CLpIeYHO-CHI083 CMBPT 380(5,2) i,7 366 (500 | 1.7 1,03 (0,89-1,19) | 0,711
Beaxaxss Bug MuokapicH HHGapxT
(haranes » Hedaranen)
o041y |14 316(4.3) | 1.5 0,95 (0,81-1,11) | 0,487
BeaKakbR BRI HHCYAT (daTalen u
Hedaranc)
178(24) | 0.8 183 (2,5) | 0.9 0,97 (0,79-1,19) ] 0,760
XocnuranHzauua nopags Hecrabunna
CTEHOKAPIHA
116 (1,6) 0.5 129(1.8) { 0,6 0,90 (0,70-1,16) | 0,419
CMBPT NOpany BCAKAKBA TIPHUMHA
547(7.5) |25 537(7.3) |25 1,01 (0,90-1,14) } 0,875
Xocnntann3zauns, DOpaNy CLPASIHA
RepocrarsuHocty
228310 111 220031y 1 1.] 100 (0.83-1.20) 1 0983

* YectoTara Ba 100 naumeHTOrouMHY e n3vdenena kato 100 x (ofiuus 6pol nammenTs ¢ > 1 cuOHTHE HO BPEME HA JONYCTAMUS
TIEPHON HA SKCHO3MUUSA cripamo oGtuusd Gpol MauueHTOroAHHH HA NPOCTENABAHE).

t B3 ocaoea Ha Monen Ha Cox, cTparnMIMpaH 1o perroy. 3a CHCTABHMTS kpalBu TOMKH, P-CTONHOCTHTE CLOTBETCTBAT HA TECT
3a HEMHQEPHOPHOCT, TH{CELL Aa TOKAKE, He KOSPROMEHTHT HA PUCKA € NO-MabK 0T 1,). 34 BCHUKA IPyrd KpaitHy To4KR p-
CTOHHOCTHTE CHOTBETCTRAT HA TECT 33 PAINBKUTES B KOCDHHUHSHT HA PUCKE.

1 AHaNH3ET Ha XOCTIRTATH3ANHATA [OPAIM CHPACTHA HENOCTATHIROCT & KOPUTHPAH 33 aHAMHE34 34 CHPACTHE HEAOCTATBYHOCT HA
H3XOIHO HUBO,

Heauarpuyna nonynauys

EpponeficxaTa areHps 110 JieKapeTBaTa 0CBOOOKIAEA OT 3AABDKSHHETO 32 IIPENOCTABIHE HA
pesyJITaTuTe oT NpoyuBaHuaTa ¢ Auzumis Jyo BB BCHUKH FOATPYIIH HA NEIHATPHHMHATA Oy ALHs
CBC 3axapeH mater T 2 (BK. Touka 4.2 32 HFHHOPMAIMA OTHOCHO YNOTpeda B NEAHATPUATA).

besonacHocTma 1 eduxacHocTTa NN NOCABAHE HA CUTATTTHITTHE (IPH MICEHATPUYHH NALMEHTH HA
BB3pacT 0T 10 10 17 roguum ¢ nrabert TN 2 ¥ HeaNEKBATEH MTHKEMHYEH KOHTPOJ Ha MET)OPMHH, CBC
W 6€3 MHCYIIHH, €A OLEHEHU B ABE NPOYYBAHUA 32 epuol oT 54 cenmunu. JoGassHeTo Ha
CUTAITTHITTHH (IPHIQIKSH KATO CHTANTHITTHHHMETHOPMHH HIlH CHTANTHNTHHAMETHOPMEUH ¢ YIBDKEHO
ocBoboxaasane (XR)) e cpaBHeHO ¢ N0GABIHETO Ha TUTANeGo KEM MeTHOPMIH WiH MeTdhopMuH XR.

Makap v na ce IeMOHCTPHPaA NPEBL3XOACTBO 110 OTHOLIEHHE NoHMKaBaneTo Ha HbA lc 3a
cuTarnunTHH+MergopMik/ cHrarnnmrHi-+Merhopmun XR Han merhopmuH Ha cenmuna 20 mpu cGopHIA
aHATKM3 OT Te3H B MPOYUBAHHA, Pe3Y/ITATHTE OT OTAENIMMTE NPOYYBAHMA ca HecbBMecTHMH. OcBeH TOBa,
He ce Hab/moana NO-BUCOKA ehHKACHOCT HA CHTAMNKMITIMHMeT(opMus/ caTarnuira-HmeTgopMiH XR B
cpapnenne ¢ MeThOPMHH Ha ceammtia 54, Cnemosarento, Axasurun Jyo ne Tpabea na ce u3noasea npH
NieAMaTPUYHY NaUWEeHTH Ha BB3pacT oT 10 g0 17 roayny nopamy HenocTaThutia epukacHocT (BK. Touka 4.2
3a HHOOPMALIBA OTHOCHO YIOTpeDa B NENUATPHATA).




5.2 ®apMakoKEHeTHIHR CBOHCTBa

SAnzutun dyo
Ipoyupanmsra 3a OHOEKBHBAITEHTHOCT MIPH 3APABK YYACTHHLY IoKassar, ue Snanan Hyo
{cHTarTITHR/ METGOPMMHEOB XIAPOXIOPHL) KOMOUHKPAHY TabMeTKH ca GHOCKBHBATCHTHH Ha

€JJHOBPEMEHHOTO NMPAJIOKEHHE Ha CHTArmHnTiH Gocdar i MeThOpMHHOB XHAPOXTIOPH] KATO OTAEITHH
TAbNeTKH,

Cnenyprre naHHy nokassat (PapMakOKKWHETHMHWTE CBOHCTBA HA OTICTHHTE aKTHBHY BeLIECTRA HA
Hhspmas [yo.

Curarnsnryn

Abcopbyus

Crien nepopanto NpHNoMKeHHe Ha no3a 100 mg Ha 31paBy YHACTHULM, CHTArTHITHH 630 ce
abcopbupa, ¢ JocThrane Ha IMKOBH TL1A3MeHH KoHueHTpawy (meapnana Tmax) 1 ao 4 uaca cren
MPUIOKEHHETO, cpenya asmetia AUC Ha curarmuntas 8,52 CMshr, Cmax 950 nM. A6comoTHara
OMOHANMMHOCT Ha CHTArTHOTHAH € nprbmapTento 87%. Thil KATO MpUeMaHETO Ha CHTANTHITTHE
€AHOBPEMERHO ¢ Dorara Ha Ma3HHHH XpaHa He NOB/IHABR (apMaKOKUHETHKATA, CHTArTHITTHH MOKE J1a Ce
MpHNara cs¢ Wi Gea XpaHa.

Inazmesara AUC Ha cHTarTHNTHH Ce NOBHLLIABA TIO 103 MPONOpLHOHaneH HauvH. JJosa-
TIIPONOPLHMOHATHOCT He e ycTaHoreHa 3a Cmax n C24uaca (Cmax ce noBHiiaBa nosede OT J403a-
ApONOpLUMOHATHO, a C24vaca ce yReMyasa o-Mallko OT A032-OpONOPIHOHAIHO).

Pasnpeceaenue

Cpennnar ofem Ha pasnpencneHHe B CTAMOHAPHO ChCTOAHHE ClICH EXHOKPATHA UHTPABEHO3HO
npunoxesa no3a ot 100 mg curarnHETHH HA 31paBH yYaCcTHULM ¢ nprGanTenHo 198 mupa.
@pakiuATa CHTATTIHITHE 00pPaTHMO CBEP3aHA € TUIa3MEHHTE NPOTSUHA e HHCKa (38%).

Buompancghopmayus
CuTarminTHH ce e/JTHMMHHPA OCHOBHO HENIPOMEHEH ¢ YPHHaTa, a MeTaloMH3MbBT € BTOPOCTENEHEH IBT.
IpubnuzuTenHo 79% OT CHTArIMITHH ¢¢ EKCKPETHPA HEIPOMEHEH B YPHHATA.

Canen nepopanna goza [*Clerrarnunan, npunausnrento 16% or pafHOAKTHBHOCTTA Ce EKCKPETHPA
Karo MeTabonuTH Ha cHrarmuTiH. Ha uHBO ciefid ca ycTaHOBEHH mecT MeTaboaHTa, KOWTO He ce
0YaKsBa Ja JONPHHACAT 32 HinasMeHara DPP-4 yHxubutopha akTHBHOCT Ha CUTATTHINTYH. [h vitro
NPOYHBAHKHATA MOKA3BAT, € OCHOBHYUSAT CH3IMM, OTTOBOPEH 32 OFpaHHUYeHus MeTabONHIBM Ha
curaraunie e CYP3 A4, ¢ yaactueto u na CYP2CS.

In vitro nauHWTe NOKA3BAT, Y€ CHTATTIMNTHH He € nuxubwrop Ha CYP wioexsumure CYP3A4, 2C8,
2C9, 2D6, 1A2, 2C19 unu 2B6, 1 ne e unayxrop ua CYP3A4 u CYP1A2.

Enumunupane

Cnex npuiaoxenue Ha nepopansa g03a [*Cleurarndnmus Ha 35pas# yuacTHULM, npubmsutento  100%
OT TIPHIOKEHATA PATMOAKTHBHOCT ce eauMuHupa ¢ $exanunre (13%) wm ypunara (87%) no enna
CEIMMLA CIICA MPRICKEHHETO Ha A03ara. IIpuBHaHuAT KpaeH by, cnen 100 mg nepopansda a03a
cyrariHnTHy e npudnuauTento 12,4 yaca, CHTArTMITHH ce HATPYIIBA CAMO MHHHMAJIHO NIPH
MHOTOKPaTHO TpHiaraHe. brOpedruat KiIHphHe € npubmusnrenno 350 ml/Mun.

EnnrMAuEpaleTo Ha CHTArIHNTUH CTABa OCHOBHO upe3 6h0pedta exCKpeiA H BKIIOYBA aKTHBHA
TyOynna cekpenus. CHTarnHnTHH ¢ cybcTpaT Ha H0BEIKH OpraHhyel anioHeH TpaHcenoprep -3 (hQAT-

OLOpeaHHa KIHpPBHC Ha cuTarninTid. CHTarnunTud e € cyGerpar Ha OCT2 wm OAT
TpancnoptepuTe. [n vitro cutarnuntus He notucka OAT3 (IC50=160 pM) nnn p-ranko



250 pM) meaMHpaHud TPAHCIIOPT B TEPaNeRTHYHO PENEBANTHY 1a3MeHu KoNLeRTpatu. IIpy
KAMHBYHO [POYUBAHE CHTAITIMITTHH HMa MATHK eeKT BBpXY MAA3MEHMTE KOHUEHTPAIMN Ba MTOKCHH,
KOETO TI0KA3BA, Y& CHTArTHITHH MOXKeE [a e ¢/iab HHXuOUTOp Ha P-ITTHKONPOTEHH.

Xapaxmepucmuxa npu nayuenmume

DapMaKOKHHETHKATA HA CUTATIMITTHH € KATO I[U10 CXOAHA IPH 3APABM YYACTHHUM U TIALMEHTH ¢ apaber
THI 2.

bvbpeuno yepesicoane

[IpoBeneno € OTBOPEHO NPpoyYBaHE NPy CAHOKPATHO NPIUICXKEHKE 32 OLICHKA Ha apPMAKOKVHETHKATA HA
HaMA/eHa A038 CHTATIHOTHH (50 mg) NpH NaLMesTH ¢ PalIUYHA CTETICH Ha XPOHHHHO 6B0peyHo
YBPEXK/aHe B CPaBHEHHE ChC 31paBy KOHTpoOnH. IIpoyuBaHeTO BKIKOUBA NAUHEHTH ¢ HBOpeuHo
YBPEXKNIAHE B JICKA, YMEPEHA MK TEKKA CTENEH, KakTo M naumeHTH ¢ ESRD Ha xemognamusa. Oceen
TOBA, ¢hexTHTe Ha 5x6pedHo YBpexKIaHe BbPXY (hapMaKOKHWHETHUKATA HAa CUTATIIKITTHH TIPH MAHEHTH C
anabet Tan 2 # 656peuHo yppexnaye B ieka, yMepeHa WM TeXKKa cTenes (Bxmountentno ESRD), ca
OLICHEHM YPE3 NONYNALMOEHH GapMaKOKHHETHYHN AHATHIH.

B cpasueHue ¢be 3apasH KOHTPOIH, IWiasMeHaTa AUC Ha CHTAIJTHIITHH Ce TIOBHIIABA PHOTHIHTEHO
1,2 nwTi npu nanmenTy ¢ OpOpeuno yBpexknane & nexa creneH (GFR 2 60 7o < 90 mYMHiH) M cHOTBETHO
1,6 Ty Npw nauMenTy ¢ GpGpetHo yBpexkade B ymepena crened (GFR > 45 5o < 60 ml/mun). Toii
KATO PA3sMEPBT Ha [IOBHINEHHETO HE & KAHHHYHO 3HAYYMM, He Ce Hallara KOPUIMpane Ha 403aTa Py Te3u
NALHEHTH.

Inasmenara AUC Ha CHTarTHITTHH ¢e nOBHlasa NpuGIHM3HTe/THO 2 ITHTH NIPH NaiMeHTH ¢ 6L0peuno
yBpexnatie 8 ymepena crener (GFR > 30 no < 45 ml/mun) ¥ npubnnsntento 4 T4 NpK NAUHEHTH ¢
6n6peuHo yBpexnane 8 Texka crened (GFR < 30 mi/Mun), sxmodutenno naunents ¢ ESRD na
xemoayany3a, CHTarJyiTHH Ce OTCTPAHABA YMEpeHo npH xemoanamaa (13,5% 3a 3- fo 4-yacopa
XeMONHAUAHA CECHA 3AMOYBama 4 4aca clie]] NPHIOKEHHETO).

Yeproopobro yspexcoare

He ¢ neobxoauma Kopexuns Ha 103aTa CHTTIHNTHH OPH NALMEHTY ¢ JIEKO WK YMEPEHO YepHOApoGHO
yspexaade (ckop no Child-Pugh < 9). Hama winn#vueH ofTHT NPH NAUMEHTH ¢ TEKKO UYepHoApobHO
yBpexaate (ckop no Child-Pugh > 9). B ¢rmoTo Bpeme, Thii KATO CHTACTHITHE Ce STAMHHHPA OCHOBHO
upe3 GpOpennTe, He e 0YaKpa TEKKOTO USPHOAPOOHO YBPEKIAHE A2 MOBIHIE BHPXY
{papMaKOKHHETHKATA HA CUTATIIHITTHH,

Hlayuenmu s cmapuecxa evspacm

He ce nanara kopeKkilMs Ha 103aTa B 3aBMCHMOCT OT BB3pacTTa. B3 0CHOBA HA NIONYIALMOHEH
dapmakoxuneTiven anamu3s Ha JauHn oT Gaza 1 1 Dasa 11, Bh3pacTTa He OKAIBA KIMHHIHO 3HAYHM
edexT BupXy (apMaKOKHHETHKATA Ha CHTANTMNTHH, YUYaCTHRIMTE B cTapuecka Bu3pacT (65 no

80 romunn) nMar npubnusuTento 19% ro-BUCOKM MIA3MEHU KOHUEHTPAUMH HA CHTAITTMITHH B
CPAaRHEHUE C N0-MNATH YUaCTHHLY.

lHeduampuuna nonyrayus

PapmaKOKHMHETHKATA HA CUTArTMITTHH (enunudHa 103a 50 mg, 100 mg win 200 mg) e M3cnenBaHa npu
NEAWATPHYHH NaukeHTH (Ha BbapacT ot 10 2o 17 ronunu) c anaber Tun 2. lipy tasu nonymsanua, AUC
Ha CHTANTHNTHH B ILIA3MATa, KOPHIHPAHa CIPIMO 403414, € NpHbausuTesHo 18 % no-HHCKa OTKONIKOTO
HpH BBIPACTHH NAUMEHTH ¢ auabeT Tun 2 npw go3a 100 mg. He ca npoBexani npoyvYBaHns che
CHTANTMNTHY TIpH NenaTpHIHK NarMedTH Ha Bb3pacT < 10 rogmuun.

Hpyeu xapaxmepucmuru na nayuesmume
He ce Hanara Kopekiua Ha [103aTa B 3aBUCHMOCT OT [10J1, Paca Hi# HHJEKC Ha TeIeCHa Maca

KOMOMHHMPAHUA aHAH3 Ha dapMaKOKUHETHUBYTEe NaHHH oT Pasa I v nonynau4oHeH ¢
aHasin3 Ha aanHy ot Pasa 1 v @aza 1L



Merdopmnn

Abcopbyus

Cnen nepopansa xo3a MeTHOpMHH, Trax € HocTHIa 10 2,5 yaca, AGCOMOTHATA GHORATHIHOCT HA
Tabnetka MeTgopmun 500 mg e npuGnusnrento 50-60% npu 3apasy yuactruum. Crex nepopaina
103a, HeabcopOupanaTa PpaKims, OTKPHUTA BB hexamnute ¢ 20-30%.

Cnen niepopanen npueM, abcopSuunTa Ha METHOPMUH & HACHIIAIIA Ce M Hermbisa. CMATa ce, ue
dapmakokuneTkata Ha abcopbunsra Ha MeTdopMAH ¢ HenkHeHa. [lpu oSrualiny ao3u MeTdopMUR
H JI030BY CXCMH, IJIa3MEHHTE KOHICHTPAIHH TIPH CTAUMOHAPHO ChCTOAHHE Ce NOCTHIAT B PAMKHTE Ha
24-48 4aca K KaTo UANO ca NO-MaIKo o7 1 pg/ml. ITpH KOHTPOIMpaHH KNMEWYHH H3NUTRAHKA,
MaKCHMAIHATE asMeHd HuBa HA MeTGopMuH (Cua) He NpeBRINaBaT 5 pg/mi, nopu npu
MaKCHMAaIH{ JO3H.

XpauaTta Hamajasa CTENeHTa 4 ciabo 3abaps abcopbiunaTa Ha Merdopmud. Crel NpUnokeHue Ha
no3a ot 8§50 mg, ce nabmonasa 40% Mo-HUCKa NMMKOBA Na3MeHa KOHLEHTpauu, 25% namanesdue Ha
AUC # yasxaBaHe ¢ 35 min Ha BpeMeTo 10 NOCTHrAHE Ha MMMKOBA IUIASMEHA KOHLEHTPAIRA.
Kinunyuynata 31ayuMoCT He © U3BeCTHA.

Pasnpedenenue

Crbp3BaHeTO ¢ MIa3MEHHTE NPOTEMHH e He3HaYNTENIHO, MeThOPMHH Ce pasnipesens B pHTPOLHTHTE.
KpBBHMAT MK ¢ NO-HACHK OT NIA3MEHHA NHK U Ce NOABSBA NPHGH3HTENHO 110 CHIIOTO BPEMe.
HYepseHKTe KPLBHH KIETKH Hali-BEPOATHO MPEACTABAABAT BTOPHYEH KOMAaPTUMEHT HA
pasnpenenenue, Cpearuar Vd sapupa Mexay 63 —~276 1.

Buompancghopmayus
MerhopMHH ce eXCKpETHPA HENPOMEHeH B yprinata. Ilpy xopata He ca yeTaHoBeHM MeTabonuTH.

Enumunupane

bu6peunnsr KinprHe Ha MeThOPMIH € > 400 mi/MuH, KoeTo HoKa3sa, 4e METGOPMHH CE CIBMHHUPA
upe3 FIOMepyiHa puiTpaums U TyOynHa cekpeuus. Ciea mepopanya 403a, MPHBHIHHAT TePMHHAIICH
e/IMMHUHALMOHEH MONYKWBOT € Npubndsutento 6,5 h. Koraro 6u6peutiaTa GyHKIMA ¢ yBpeneHa,
6u6peunnd KIUPBHC e HAMAIABA B CHOTBETCTBHE C TO3M HA KPSATHHMHA W CIEIOBATENHO

CIIHMHHARLHOHHHAT NONYXHBOT C& YABIDKARA, KOSTO BOOH 10O MOBHIICHNH HHBA HA MS’TQ)OPMHH B
nasMara.

5.3 Ilpeaxnapaear Aanns 3a HelomacHocT
He ca npoBexnany NPoy4BaHus ¢ MMBOTHH ¢ SHzurur [yo.

Tlpu 16-cenmuunu npoyqBaHuA, B KOHTO KyeTa ¢a TPRTHPaHH MK ¢ METGOPMUH CAMOCTOATETHO,
Hi ¢ KOMOHHAIMA OT MET(HOPMUH U CHTATTUNTHH, He € HAGIoAaBata AOMBIHHTETHA TOKCHIHOCT OT
xombunaminTa. NOEL B Tesu npoyusanus ce HaG/Ti0RABa 1Py SKCIIO3HIMA HA CHTANMITIHH
NPUOMIHANTENHO 6 THTH NO-BUCOKA OT Ta3H APH XOPa N NPH SKCITO3MLKs Ha METHOPMHH
NpUONM3HTENHO 2,5 THTH MO-BUCOKA OT Ta3H NPy Xopa.

CnenpvTe DaHHN €A HAXOIKH NpA NPpOyYBaAHHUA MPOBEACHH CBC CHTArMMNTHH HIH MB’]‘d)DpMHH
CaMOCTOATENHO.

Curaraunmiy
bybpeuna u yepHonpobha TOKCHYHOCT ce HaGMIOAARa MPK MPH3a4H P CTOHHOCTH HA CHCTE
eKCTo3KLMA 58 WhTH NO-BUCOKYH OT HHBOTO H3 EKCRIOIHUMATA IPH XOPa, & HHBOTO Ge3 ¢
onipeieneHo Ha 19 ThTH 10~-BHCOKO OT TOB2 NP XOpa. AHOMAJIMM HA PE3UHTE ce HAb
[UI5X0BE UPH HABA Ha SKCNO3MIMS 67 ITBTH NO-BHCOKY OT HHBOTO Ha KIUHWYHA SKC
Be3 edrexT MpH Tazu HaXONKA € 58 [TETH NO-BUCOKO, CHITIACHO PEIYNTATHTE OT 14-ce




npoyyBaHe OPH ITEXOBe. 3HAYEHUETO Ha Te3X HAXOAKH [P XOpa He € U3BECTHO. TPaH3HTODHY,
CBBP3aHH ¢ NIEUCHUETO (PH3HUECKH NPOABH, HAKOH 0T KOHTO NPEANONAraT HaNUIMETO HA
HEBPOJIOTHYHA TOKCHYHOCT, KATO JHIIAHE ¢ OTBOPEHA YCTA, CATHBALMA, eMe3uC Ha Gana rina,
aTaKCHs, TPpelepeHs, HaMaIeha aKTHBHOCT WWIH u3rbpOeHa nosa ce HalmogaBaT NpH Ky4Yera npH
HHEBa HA eKCTIO3NIMA NPHOIN3UTENHO 23 MHTH NMO-BACOKK OT HABOTO Ha KITHHHMHA EKCHOIMIMA.
Ocpen TOBA, MHOI'O /IEKa JIO JIeKa KOCTHO-MYCKYJIHA JCeTeHEpailia ¢ Hab01asa ¥ XHCTONOTHYHO TIpH
103M, NABAIY HHBA HA CHCTEMHA SKCIO3HLMA NPUONA3NTENHO 23 bTH NO-BHCOKH OT HUBOTO Ha
eKcrmo3HuuA ph xopa. Ilpu Tesn pesynraty, HBoTO Ge3 edeKT € NpH eXCIO3HUMA G-KPATHO 110~
BHCOKa OT HHBOTO HA KJIMHWYHA EKCIIOZHIIHS.

CHrarnMnTvs He NMoKa3Ba FeHOTOKCHRHOCT B X022 Ha NpeRKnMHHYHM NpoyyBanus. CHTATTIMITIHH HE €
KaHLEPOreHeH npu MAINKH. IIpy NbX0Be HMa MIOBHLIEHA YECTOTA HA YEPHOAPOOHH aReHOMH H
KapUHHOMH TIPH HHBA HA CMCTEMHA XCIIO3HIMA 58 BT NO-BUCOKH OT TE¢3H TIPH X0pa. Thil xaTo €
YCTaHOBEHO, Ye XEeNATOTOKCHIHOCTTA KOPENHpa ¢ HHAYLHPAHETO Ha YepHoapoOHa HEOTTA3MA IPH
IUTBXOBE, TA3H NOBULIEHA YeCTOTA HA 9ePHOAPOOHM TyMOPH NPH ITEXOBETE € BEPOATHO BETOPHYHA,
BC/I€ICTBHE HAa XPOHHYHA XENATOTOKCHYHOCT NPH Ta3u Bucoxa nosa. [Topags sBrcokaTa rpaHHua Ha
6ezonachocT (19 MbTH NO-BACOKA NIPHU TOBA HUBO &3 egieKT), Te3H HEOMLIACTHYMH IPOMEHH He ce
CYMTAT pPeNeBAHTHHM 32 X0pa.

He ca nabittofiaBasy CBBP3aHH ¢ NEYSHHETO e(eKTH BEPXY GepTIUINTETA NPU MBIKKH H KEHCKH
TUTBXORE MOTYYHIIM CHTATIANTHH NPelii U 10 BpeMe Ha uudToceaue,

Tpu npoy4rane BLPXy Mpe-/OCTHATAAHOTO PR3IBHTHE HA IILX0BE CHTATTIMIITHH HE MOKA3BA
HEXEJIAHH PeaKIlHH.

IpoyupannaTa BPXY PEnpo/iyKTHBHATA TOKCHYHOCT [OKA3BAT HATHIHETO Ha CEBP3aHa ¢ ICYeHRETO,
NIEKO yseidveHa 4ecToTa Ha MaxhopMatiMi Ha pebpa Ha eTyca (NMICBALY, XMIOMIACTHYHH U
nnapaiy pedpa) NpH MOKOJEHHETO HA IIBXOBE TIPY HHBA HA CHCTEMHA EKCTIO3HLMA TOBEYE OT

29 ouTH NO-BHCOKH OT Te3H NpM Xopa. TOKCHUHOCT Ha MalikaTa ce HaloRaBa Npu 321 IpH HHBA
noBeYe OT 29 ETH MO-BUCOKM OT HHBATA HA SKCTIO3HIHA pH Xopa. [lopaay BRCOKATA rPAHMLA Ha
6€30MacHOCT, TE3W HAXOAKA HE MPEANOIaraT ChUieCTBYBAHETO HA CHLOTBETEH PHCK 32
PENpoIyKTHBHOCTTA MPH xopa. CHTarIMNTHH Ce CEKPeTHPa B 3HAYMMH KONMHYECTBA B MKOTO Ha
JAaKTHpAIH MTEX0BE {OTHOLIEHHME KbpMa/inasma: 4:1).

Methopmun

[IpeAkTMHHYHKTE DaHHK 32 MET(HOPMHH He Pa3KPHBAT 0c00eH PHCK 33 Xopara Ha 6asara Ha
KOHBEHUHOHAIHH (HhapMaxoNOTHIHK NPOYMBAHUA 33 Ge30NacHOCT, TOKCHHHOCT IIPH MHTOKPATHO
Npwiarale, FeHOTOKCHYHOCT, KAPIMHOTSHEH MOTCHLHAN, PEeNPOAYKTHBHA TOKCHUHOCT.

6. ©®APMAHLEBTHYHH JAHHH

6.1 CndachK BA NOMOLIHHETE BEMHECTBA

CrplicgHHA Ha TableTKaTa:
Ioeupon (K29/32)

MukpoxpucTania tenyaosza PH 102
Kpocnosumon
Harpses creapungymapar

TlokpuTye Ha TabneTkaTa;
TTonueurwroe ankoxon E1203
Turador auoxcuy E171
Maxporon 3350 E1521
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Tanx E553b

Yepren wenesen okcun E172
Uepen xenesed okena E172
6.2 HechBMeCTAMOCTH
Henpunoxumo.

6.3 Cpok 8a roamocr

24 mecena

6.4 Chnenrajnf ycT0BHSH HA CHXPARCHEE

Ha ne ce coxpanssa nan 30°C.

6.5 BB H cLALPKATHEE HA ONAKOBKATA

Anymuruit/ PVC-PVDC 6aucteph.

Onaxosku no 28, 30, 56, 60, 196 u 200 punmupanun Tabnerxu.

He scudxu BuoBe onakosky Morar 1a 654aT mycHaTH B npojax6a.
6.6 CrenraTan DpeINasHH MEPKH UPY HIXBbPALKE B pabora

Hewuznonzpaunsr JEKAPCTBEH OPOAYKT WIH OTIIASLHHHTE MATCPHANN OT HEFD 1p5163a Aa C€ UIXBBPIAT
B CHOTBETCTBHE ¢ MOCCTHUTS U3MCKBAHNWA.

7.  NPHUTEXATEJI HA PABPEUIEHUETO 3A YIHOTPEBA
G. L. Pharma GmbH

Schlossplatz 1

8502 Lannach

ABCTpHA

8. HOMEP HA PASPEINEHHETO 3A YIIOTPEBA

Awmsutun dyo 50 mg/1000 mg dunmmpand tabnetkm Perucrpaunoner Ne

9. JATAHAIIBPBO PAIPERIABAHEMIOJHOBABAHE HA PAZPEHIEHHETO 3A
YIIOTPERA

Hara Ha TepBO paspeunianaHe:

10. JOATA HA AKTYAJIMSUPAHE HA TEKCTA

05/2022
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