INIPHJIOXKEHHUE 1

KPATKA XAPAKTEPUCTHKA HA ITPOAYKTA



1.  UME HA JIJEKAPCTBEHHS ITPOJYKT oy
2o 80 /8T

Jlunrusua Jlyo 50 mg/850 mg dpuimupatin tadbiaeTku _ ‘?/ ol . / .

Jlurrrusua Jlyo 50 mg/1000 mg dpuamupanu tabieTku & 2?2}6_" /Z 07 -07- 2005 .

Diptivil Duo 50 mg/850 mg film-coated tablets
Diptivil Duo 50 mg/1000 mg film-coated tablets

2. KAYECTBEH U KOJIMYECTBEH ChbCTAB

Besika dpunmupana tabierka chabpika S0 mg BuwiaraunTii M 850 mg MeT(hopMHH XH/IPOXJIOPH/L
(choTBETCTBALIM HA 663 mg MET(HOPMHH).

Besika ¢puiimupana tabsierka cbhabpika S0 mg suwaramntud 1 1000 mg MeThOpMUH XHAPOXIIOPHIL
(cvoTBercTBalM HA 780 mg MeT(OpMHH).

3a MbJIHUS CITUCHK HA TTOMOLIHHUTE BELEeCTBA BHKTE TOYKaA 6.1.
3. JIJEKAPCTBEHA ®OPMA

Muimupana tadieTka.
Jlurrrusmi Jlyo 50 mg/850 mg duamupanu tabneTku

Kbara, enuncosuana, GuiMupana tabierka, ¢ npubansuresnn pazmepu 20 x 8 mm, ¢ BjurbOHaTo
penedno obo3zHauenue ,,M* ot eanara crpana v ,,V12© or apyrara cTpaHa.

Jlurrrusuit Jlyo 50 mg/1000 mg duimupanu tabiieTku

THbMHONKBIITA, JIMIICOBU/IHA, pHiIMHpaHa TabjieTKa, ¢ npubsH3uTe M pasmepH 21 X 8 mm, ¢
BJUIbAHATO peliepHo obo3navenue ,,M* or ejtHara crpana v ,,V 13 or jpyrara cTpaHa.

4. KJIMHUYHHU JAHHHU

4.1 TepaneBTHYHH NOKA3AHHSH
BusiarJMinTiH € 1oKa3aH KaTo JIOITb/IHEHHUE KbM JIHeTaTa U (PU3MUECKUTE YITPaXKHEHHA 3a
Moj100psiBale Ha IJIMKEMHYHHS KOHTPOJI I1PH Bb3pacTHH ¢ auaber v 2:
®  [IpPM MALMEHTH, IPH KOUTO KOHTPOIBT ¢ METHOPMHH XHIPOXJIOPH/L cam 110 cebe cH e
HEJ10CTAaTh4EH.
® [IPH MALMEHTH, KOUTO Beye Ce JICKYBaT ¢ KOMOWHAIMATA OT BHJIA/arJIMITTHH U METHOPMHH
XHJIPOXJIOPHJL, KATO OT/IEJIHUA TaOJIETKH.
e B KOMOMHALMA C JIPYTH JIGKAPCTBEHH [POJYKTH 3a JICUEHHE Ha 1Ha0eT, BKIFOYHTEIHO
MHCYJIMH, KOraTo T€ HE OCHIYpsBaT a/ICKBATCH IJIMKEMHYeH KOHTPOJI (BHXK ceKuMH 4.4, 4.5 w1
5.1 3a HAJIMYHK JIAHHU OTHOCHO Pa3/IMYHK KOMOMHALIMH).

4.2 JlO3MpOBKA H HAYHH HA NIPHJIOKEHHE

JlozupoBka

Bwspacmuu ¢ nopmanna 6vopeuna gyukyus (GFR > 90 ml/min)
Jlozara Ha anTuxunepriaukemuyHara repanus ¢ Junrusun Jlyo Tpsabsa aa 0bj1e HHAHBHYaJIM3MpaHa
Bb3 OCHOBA HA HACTOAILIMS PEXKHUM Ha ralMeHTa, epeKTHBHOCTTa M IOHOCUMOCTTA, KaTo
[peBHIlIaBa MaKCUMaJlHaTa IpernopbyMTesiHa JAHeBHa j103a o1 100 mg BUIArIMITTHH.
Moe J1a ce 3anoyHe ¢ Tabnerkd 50 mg/850 mg mau 50 mg/1000 mg jBa 11bTH 1HEB
TabJieTKa CYTPHH M €/lHa Beyep.

s [Ipy naumMeHTH ¢ HeI0CTaThYeH KOHTPOJI IIPH MAKCHMAJIHO MIOHOCHMaTa J10

KaTO MOHOTECpAITHi:
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Hauyanuara go3a Ha Jumrusun Jlyo TpabBa a OCHrypH BHWIIATJIHITTHH B 10338 0T 50 mg nBa MbTH
axesHo (100 mg o6wa AHeBHA 103a) ILTIOC J03aTa METHOPMHH, KOATO BEUue Ce NPHEMa.

o [lpu naitMeHTH, NPH KOUTO HE € NNOCTHIHAT AIEKBATEH KOHTPON C MaKCHMANHATA NOHOCHMA
103a METHOPMHUH, NPUAArad KaTo MOHOTEpanus:
Jiuntusun yo Tpabea ga ce 3ano4yHe B 4034, CHOTBETCTBALLA HAa BWIJATIMITTHH H

MeT(OPMHH, NTPpHEMaHa 10 MOMEHTa.

o [IpH nauMeHTH ¢ HEROCTATHYEH KOHTPON NpH ABOHHA KoMOKHALMA OT METQOPMHH H
cynpOHUNYpEHRHO NPOUIBOAHO:
Josure Ha JInmrusmn Jyo Tpa6GBa na OCHIypST BWIAATIIHITHH B 103a OT 50 mg B2 NbTH
axesHo (100 mg ofia AHeBHA A03a) K A03a METHOPMHH, NoAoOHa HAa Be4e MpHeMaHarTa.
Koraro Juntusun yo ce uanonipa B KOMOHHALMA CHC CYNPOHHNTYPEHHO NPOU3BOAHO, MOXKE
1a ce 0OMHCITH NO-HUCKA /1032 Ha CYNIPOHMITYpeAT], 3a J1a C€ HaMalli pUCKa OT

XHUITOTTITHKCMHUA.

o [IlpM NauMEHTH ¢ HEAOCTATHYEH KOHTPOJ IMpH JBOWHHA KOMOHHKPAHA Tepanta ¢ HHCYJIMH H
MaKCHMaJHO TOHOCHMATa 1032 METPOPMHUH:
Io3ara Ha Junrusun Jlyo TpsbBa aa oCHrypy BWIIArITMITTHH B 032 oT 50 mg aABa mbTH
anesno (100 mg obwa nHeBHa 103a) U Ao3a MeTPOPMHUH, NofobHa Ha Beve NpHeMaHaTa.

BesonacHocTTa M eDEKTHBHOCTTA Ha BWIAAIIMIITHH U MET(HOPMHH KaTo TPOHHA NEPOpaIHA TEpanus B
KOMOHHALIHA ¢ THA30NMUAWHAMOH HE ca YCTaHOBECHH.

Cneyuannu nonyrayuu

Cmapuecka ev3pacm (2 65 200unu):

T+it kaTo MeT(POpPMHH Ce eKCKpeTHpa upe3 6p0peunTe, a NpH NaUMEeHTUTE B CTAp4YECKa BL3pacT HMa
TeHAECHIIHA KbM HaMalleHa 6b0peyHa pyHKUHSA, NALMEHTHTE B CTApYECKA BB3PACT, NPUEMAIILH
Hurrrusun Jyo, Tpabsa penosHo na Habmoaasat 616peynara ¢ QyHKUMA (BHXKTE TOYKH 4.4 4 5.2).

Buvbpeuno yspexcoane:
[Ipenu 3ano4BaHe Ha JieueHUe ¢ NPOAYKTH, ChAbpiKallM MeTdopMuH, Tpabaa aa ce oueHn GFR 1

[OHE BEIHBXK MOAWLIHO ciell ToBa. [Ipy nalumeHTH ¢ NMOBHILEH PUCK OT NporpecupaHe Ha OrOpeuHOTO
YBpEX/IaHe H I1p# NaUKHEHTH B CTapuecka Bh3pacT Ob0peuHaTa pyHkuus TpsOBa Aa ce OUeHABA Mo-
YeCTO, HATIPHMEP HA BCEKH 3—6 Mecela.

MakcuManHaTa qHEBHA 10332 MeThOpMHH TpabBa Aa Obae pasacneHa Ha 2—3 QTHEBHH NPHEMA.
MdaxTopHTe, KOWTO MOTaT 1a YBEJIMYAT PHCKA OT JIAKTATHA alMa03a (BHKTe To4Ka 4.4), Tpabpa na
6baaT npepasrieqaHu npeaM 3anouBaHe Ha JeueHue ¢ MerdopmuH npu nagueHTH ¢ GFR <60 ml/min.
AKO HaMa noaxoasila KoHueHTpauus Ha Jurmrrusun yo, TpaOpa na ce H3Non3saT OTAEIHH
MOHOKOMITOHEHTH BMECTO (PMKCHpaHaTa 1030Ba KOMOUHALMA.




METHOPMHH BWIAATTTHITTHH
GFR (ml/min)

60-89 MakcuManHaTa JHeBHa 1033 € | be3 Kopekuusa Ha o3ara.
3000 mg. Moxe na ce
0OMHCIHM HaMaaBaHE Ha
A03aTa BLB Bpb3Ka C
HamagBaHe Ha 6bOpeyuHara

(QYHKLMS.

45-59 MaxkcumaniHaTa JHEeBHA Jo3a e | MakcuMasiHaTa fHEeBRHA 4034 €
2000 mg. Hauannara no3a e 50 mg.

Hal-MHOTr0O NOJIOBHHATA OT
MaKCHUMaJTHaTa J03a.

30-44 MaxcuManHaTa JHEBHaA 1034 €
1000 mg. HayanHara fo3a e
HalW-MHOroO NOJOBUHATA OT
MaKCHMANHaTa J103a.

<30 MergopMuH e
APOTHBOIIOKA3aH.

YeproapobHo yBpexnase
Jumrrusua Jyo He Tpabpa aa ce M3nos3Ba MpH NALUMEHTH ¢ HePROAPOOHO yBpesKaaHe, BKIIOUHTENHO

TE3M ¢ HUBA Ha alaHKH aMUHoTpaHchepasa (ALT) wiu acnaprar amuHoTpancepasa (AST) npean
neyenuero > 3 MbTH Haj ropHarta rpaHuua Ha HopMara (I'TH) (Brwkre Toukn 4.3, 4.4 4 4.8).

[lefuaTpuyHa nmONynauys
Juntueun yo He ce npenopbusa 3a ynotpeda npu geua H woHowH (< 18 roauny). besonacHoctra 1

edukacHocTTa Ha Juntusun yo npu aeua u toHowH (< 18 roguuu) He ca ycraHoseHH. Hama
H&THYHH JaHHH.

HauyuH Ha MIPUIIOKEHHE

[lepopanHo npUnoxeHHE.
[IpueMsT Ha Junrueun [yo no BpeMe Ha XpaHEHE WK HENMoCpeACTBEHO ClIe]l XpaHEHE MOXE J1a
HaMaJIH CTOMAUIHO-YPEBHHTE CUMITTOMH, CBBP3aHH ¢ METPOPMUH (BIDKTE CHUIO TOYKA 5.2).

43 IIpoTEBOmOKA3AHAA

CBpBX4HYBCTBHTENHOCT KbM aKTHBHHTE BELLECTBA HJIM KBM HAKOE OT MOMOLIHHUTE BELIECTRA,
IIOCOYEHH B TOYKa 6.1
- BCEKH BHJ OocTpa MeTaboNuTHA aw103a (KaTo JaKTaTHa aLMao3a, AMabeTHa KeToatuaosa);
- auabeTHa npekoMma;
- Texka Op0peuna HenpocrarbuHocT (GFR <30 ml/min) (Bux Touka 4.4);,
- OCTPH CLCTOAHHA C MOTEHLUHAN aa npoMeHAT ObOpeyHaTa QyHKLHA, KaTO:
O HexuapaTalui,
O TeXKa MHPEKIINA,
O IUOK,
O HWHTPAaBaCKYJIApHO MPWIOKEHHUE Ha HOACBHABPKALIM KOHTPACTHH BelllecTBa (BHXK TOYKA
4.4).

OcTpH WK XpOHHYHH 3a60n5BaHHA, KOUTO MOTAT Aa NMPHYHHAT ThKaHHA XHIIO
O CBbpACYHA WM AUXATENHa HEAOCTATHYHOCT;
O CKOpPOWICH MUOKapACH HH(AaPKT;
O 1OK;
- yepHOAPOOHO yBpexaaHe (B ToukH 4.2, 4.4 u 4.8);
- OCTpa ANKOX0JIHA MHTOKCHKALIHMA, aJIKOXOMUIbM;
- KbpMeHe (BIK Touka 4.6).
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4.4 CrenHa/lHA NpeAyNpPeKACHHA H IpeANa3sH MEPKH NpH ynorpeba

OOutn ykazaHus

Bunnarnuntui/mMeTdOpMHH He € 3aMECTHUTEN Ha HHCYJIMHA NIPH MMALMEHTH, KOUTO C€ HYXKIAAT OT
HHCYITHH, ¥ He TpabBa J1a ce U3noJI3Ba NpH NauMeHTH ¢ Auabet Tvn 1.

JlaKkTaTHa alua03a

JlakraTHaTa aUMA03a, MHOIO PAAKO, HO CEPUO3HO METaDONHUTHO YCIOXKHEHHE, Hal-1eCTO Bb3HHKBA
NpU OCTPO BioliaBaHe Ha GabpeyHaTa yHKIMSA, KAPAHOPECTHPATOPHH 3800/I1BAHHUA HITH CEICHC.
Harpynsanero Ha MendOpPMHH NPH OCTPO BAOLIaBaHe Ha 6bOpeuHaTa QyHKUHA yBEIHYaBA PHCKA OT

JIAKTaTHa alnuao3a.

[pu mexnapaTaiiug (TEXKKA AUapHs WK NOBPBILAHE, TPECKA WIIH HAMAJICH NIPHEM Ha TEYHOCTH)
MeThOpPMHH TpAOBa BpeMeHHO Aa Objie MpeKpaTeH H ce NPEenopbuBa KOHCY/ITALMA ClieKap.

JlexapcTBEHM NPOAYKTH, KOHTO MOraT OCTpo Ja Biowar 6x6peuHara GyHkums (kaTo
AHTHXHNEPTEH3UBHH cpeaicTBa, AHypeTultn ¥ HCIIBC), Tpabsa aa ce npunarar ¢ MoBHILEHO
BHUMAHHE NPU NALMEHTH, JIEKYBaHHU ¢ MeTGopMHH. JIpyri puckoBH GaKTOPH 34 JIAKTATHA alju03a
BKJIIOYBAT NIPEKOMEPEH NIPMEM Ha aJIKOXO0JI, 4epHOApOoOHA HEZOCTATBYHOCT, JIOLIO KOHTPOIHPaH
auabeT, KeTo3a, NPOAB/DKHTENHO rNajyBaHe i ChCTOSHHA, CBbP3aHH ¢ XHITOKCHA, KAKTO H
e/IHOBPEMEHHOTO M3MOI3BAHE Ha JIEKAPCTBA, KOUTO MOTaT A2 NMPUYMHAT JIAKTATHA al[MJ032 (BIK

ToukH 4.3 u 4.5).

[MaunentuTe Wy GonHornenaurre TpabBa Aa 6baaT HHGOPMHpAHHU 38 PUCKA OT JIAKTATHA aLHa03a.
JlakTaTHaTa aUMA03a Ce XapaKTEPH3NPpa ¢ all03Ha AUCITHES, KOpeMHa §otka, MYCKYTHH KpaMITH,
acTEeHHA W XMNOTepMHA, NOCICABaHH OT KOMa. B ¢cnyyalt Ha ChbMHEHHE 38 CHMITOMH NalMEHThT
TpadOsa Aa cnpe npHeMa Ha MeTpOpMHMH M He3abaBHO Ja NOTBPCH JleKapcKka nomMoul. JJHarHoCTH4HUTE
NabopaTOpHH HaXOAKH ca NoHmkeHo pH Ha kpbBTa (< 7,35), NOBHILIEHH HHBA HA IUTA3MEHHA JIaKTaT
(> 5 mmol/]) ¥ noBUIIEHa aHHOHHA Pa3/IMKA H ChOTHOLICHHE NIAKTAT/TIHPYBAT.

TTallMEHTH C M3BECTHH MM NOAO3UPAHH MUTOXOHIPHATHHU 3a00JIABAHKA:
[Ipy nauMeHTH ¢ U3BECTHH MUTOXOHIPHATHH 3a00J11BaHMA, KATO MHTOXOHJIpHATIHA eHledaronaTns ¢

NaKTaTHa alM103a M eNu3oaM, Hanogobasawy HHeynt (MELAS cuHapom), kakTo U MaH4HHO
yHacaeneH nuaber u rnyxora (MIDD), He ce npenopbyBa npunoxeHHe Ha METGOPMHH NOPaJH PUCK
OT 00OCTpAHE HA JIAKTAaTHA ALUMA038 U HEBPOJIIOTHYHH YCJIOXKHEHHA, KOUTO MOraT Ja AoBeatT 40
BJiOLLIaBaHE Ha 3a00JIRAHETO.

[lpu Hanuume Ha npu3HaUM H cuMnTomy, npeanonaram MELAS cunnpom unu MIDD cnen npuem
Ha MeTGOPMHUH, JieueHHEeTO ¢ MeThopMHH Tpabea aa Hpae He3abaBHO NPEKPaTEHO H /12 CE U3BBPLLH
CreillHa AHAarHoCTHYHA OLIEHKA.

[Ipunarade Ha HOACHABPXKAIH KOHTPACTHH BELIECTBA

HHTpaBeHO3IHOTO NPWIOKEHHE HA HOACHABPKALLY KOHTPACTHH BEIECTBA MOXeE J1a A0BeE A0
KOHTpAacT-HHAYLHpaHa HepponaTis, BoJeula 10 HaTpyIBaHe Ha METHOPMHUH M MOBHUILIEH PHCK OT
nakratHa auuaosa. MergopMuH Tpabea na 6bae cIpaH NPeaX WM B MOMEHTA Ha H3C/IEABAHETO U 4
He 6Be Bb30OHOBABAH NO-PaHO OT 48 yaca cien Hero, Mpu ycnosue 4ye 6n0peyHaTa QyHKIMA €
MOBTOPHO oLeHeHa U e crabuinHa (BHK TOYKM 4.2 M 4.5).

b16peuna pyHkuMA

GFR Tpabsa na 61ae oueHeHa NpeH 3ano4BaHe Ha JICHEHHETO U PEAOBHO C1el TOBA (X woultd 40
MetdopmuH e npoTBonokasaH npH nauveHTH ¢ GFR < 30 mi/min u 1pa6sa Bpeme AP
CTIPAH MPH CBCTOAHKA, KOHTO NnpoMeHAT Ob6peuHaTa yHkuma (BHK Touka 4.3).
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ChbIIbTCTBAUIM JIEKAPCTBAHH NPOAYKTH, KOMTO MOraT J1a NORIHAAT Ob0peunara gy % i oo
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NPAYHHAT IHAYMTETHU XEMOAHHAMHYHH [IPOMEHH WM Ja HHXKHOupaT 6BOpeYyHHs TPAHCNIOPT M Aa
YBEJTHYAT CHCTEMHATA €KCIIO3HLIMS Ha METGOPMUH, TPAOBa Aa ¢ U3I0N3BAT C NOBHIICHO BHHMaHHE

(BHX TouKa 4.5).

YepHoapobHo yBpexaaHe

[TaupeHTH ¢ 4epHOAPOOHO yBpexKaaHe, BKIIOUHTENHO Te3d cbe cTORHOCTH Ha AJIAT unu ACAT
npeau 3anoysaHe Ha nedeHueTo > 3 motH I'TH, He Tpabea aa ObaaT nekyBaHu ¢
Bunparnunrun/MerpopMuHoB xuapoxonopua Accord (Bx. Touku 4.2, 4.3 U 4.8).

MOHHTOPHHT Ha YePHOAPOOHHTE EHIUMH

Uma cpobmeHns 3a peAKky Cllyday Ha HapylueHa depHoapoOHa QyHKiMS (BKNIOUHTETHO XENaTHT)
cnej MPHEM Ha BWIAAMTHNTHH. B Te3u ciyyan nauueHTHTE Kato 1ano ca 6e3 cuMmromy, 6e3
KIMHHYHM MOCENCTBUS K CTORHOCTHTE Ha H3CNEABAHHUATA 3a HepHoApoOHa pyHKkuusa (MUD) ce
Bh3BPBILAT 10 HOPMATHHTE CJICA NPeKpaTaBaHe Ha neueHHeTo. Ilpeau 3anovpaHe Ha JTEYEHHETO C
BHIAAMTHITHH/MeTGOPMHUHOB XHApoxiaopua Tpabea aa ce nposeaar MYUD, 3a na ce 3Hae KaksH ca
M3XOJIHUTE HHMBA NpH nauHenTa. [To Bpeme Ha JieueHHETO C BUILIArTUNTHH/METQOPMHUHOB
XHApoXJopMa, yepHoapobHaTa GyHkuHs Tpabea aa ce Habmonasa Ha TPUMECEYHH HHTEPBANH M1pe3
MbLPBaTa FOJIHHA W NEepROAHYHO ciex Topa. [lauMeHTHTE, NPH KOUTO CE NMOBULLAT CTOHHOCTUTE HA
TpaHCaAMMHA3KTe, TpAbBa aa 6baaT npociaeaeH! Ype3 NOBTOPHA OLICHKa HAa HepHoApoOHaTa GyHKLHS
3a NOTBLPXKAAaBaHe Ha JaHHKTE M ciea Tosa UHD na ce npaaT yecTo, JOKATO OTKIIOHEHHATA Ce
BbPHAT KbM HOopMaiHHTe cToiHOCTH. Ako nokauyBaneTo Ha ACAT win AJIAT >3 netu I'TH,
MEPCHCTHPA, Ce NPEnopbUBa NPeyCTaHOBABAHE HA JICHEHHETO C BWLIATIHIITHH/ METPOPMHHOB
xuapoxaopud. [TanueHTHTe, KOUTO pa3BUAT UKTEP HIH JPYFH NPU3HALHK, NPeAnoaraiyd HapylueHa
yepHoApoOHa QyHKLUMA, TpAOBa /1a NPexpaTAT NEYEHUETO CH C BUWIZArTHIITHH/METQOPMHHOB

XHAPOXJIOpPHA.

Hapywienus Ha koxara

KoxHH fie3nH, BKIIIOYHTENHO MEXYPH M S3BH, Ca 0KIaBaHH NPH U3C/EABAHHA BbPXY MaHMYHH.
[TocTMapKETHHIOBHTE AOKJIAAH CHLIO ONMUCBAT MEXYPH U ekchonuaTHBHY KoXkHH ne3nu. Heobxoaum
€ MOHHTOPHHT 38 KOXXHY HapYLIEHHA KaTO 4acT OT PYTHHHHTE IPHXH 3a AnabeTULMTE.

OcTbp NaHKpEaTUT

YnorpebaTa Ha BUWIAATTIHIITAH € CBbP3aHa C PHCK OT OCThp NMaHkpeaTT. [Ipu cbMHeHHE 3a
NMAHKPEaTHT, BWUIANTHNTHH TPa6Ba na 6b/e cnpsH; ako NaHKpeaTHTBT Ce NOTBBP/M, JICHEHHUETO He
TpabBa Aa 6be BB306HOBABAHO.

XHNOTNMUKEMUA

CyncbonunypeHTe Morart na Nnpu4HHAT XHIIOMNTHKEMHA, H&LIHBHTH, JCEKYBAHH C KOMOHHALMA OT
BUINOATJIAIITHH U CyJI(bOHHJ'IprﬁHH [MpOHU3BOAHH, MOrarT na O6bAaT H3N0XKEHH Ha MTOBUILEH PHCK OT

XHMOTMTHKCMHUA.

Onepatiys

MerdopMHH TpabBa aa 6b1e CNpsH NpH XHPYPrHYHKA HHTEPBEHLMH ¢ 0011a, CIIHHATHA WY
enuaypanHa aHecteaud. Jleuenuero Moxe aa 61ae Bb306HOBEHO He mo-paHo oT 48 yaca cnen

ONepaLuUATa H .....

4.5 B3agmoaeHcTBHE ¢ APYIH JIEKAPCTBEHH NPOAYKTH H APYTrH POpMH Ha B3a

He ca npoeexaaHH GopManiKi Npoy4YBaHHA 3a B3aUMOAEHCTBHE C BUWIIGTTHITTHH/
CnenHuTe TBLpAEHHS OTPa3ABaT HATMYHATA HH(POPMaLIHA 32 OTACHUTE aKTHBHH



BunoariuimrHH

BungaraunTuH UMa HUCHK MOTEHIKAT 38 B3aUMOACHCTBUA ¢ €AHOBPEMEHHO NMpPWIAraHH JICkapCTBEHH
npoaykTH. Thil KaTO BANAArNHMITTUH He € cy0cTpar Ha eH3HMHUTE Ha uuToxpoM P (CYP) 450 v He ru
HHXKOUpa UMM MHAYLHPA, MAJIKO BEPOATHO € A3 B3aHMOACHCTBA C aKTHBHH BELIECTBA, KOUTO Ca

cybcTpaTH, PHXHOMTOPH WM MHAYKTOPH Ha TE€3H CH3UMH.

Pe3yrraTv OT KIMHHYHH NIPOYYBaHHA, MPOBEAEHH C NEPOPATTHUTE aHTUAHAOETHM JieKapCTBa
NUOTAHTa30H, METHOPMHH U rIHOYpHA B KoMOKMHalMs ¢ BWIJATTIHIITHH, [TOKa3BaT JIMICA Ha
KJIHHMYHO 3HAYMMH GapMaKOKMHETHYHH B3aUMOAEHCTBHA B TAreTHAaTa MOy nauMms.

[TpoyuBaHHs 33 NEKAPCTBEHH B3aUMOAEHCTBHUSA C AUTOKCHH (CyOCTpaT Ha P-rmMKONpoTenR) »
sapdapuH (cyberpar Ha CYP2C9) npH 3a1paBH HHAMBHAX NOKA3BAT JIMICA HA KMTHHKYHO 3HAYHMH
$apMaKOKHHETHYHM B3aUMOJIEHCTBHA Cllefl €AHOBpEMeHHa yNoTpeda ¢ BIWIRATTHITTHH,

[TpoyuBaHus 3a NeKAPCTBEHHU B3aMMOAEHCTBHA NPH 3APaBH HHANBHIH Ca NTPOBEACHH C AaMJIOJUITHH,
paMHNPWI, BATICAPTaH K CHMBAcTaTHH. B Te3n npoyusaHHs He ca Hab/MOAABaHH KNHHUYHO 3HAUHMH
bapMaKOKHHETHYHH B3aUMOAEHCTBHUA Clie/l eJHOBpPEMEHHa YNoTpeba ¢ BUAJArNMHUITTHH. Benpeku ToBa
TOBA HE € YCTAHOBEHO B LIEJI€BaTa 1101y 1alMA.

Kombunawus ¢ ACE unxubumopu
Moxe [1a HMa NOBHILEH PUCK OT aHI'HOE/IEM NTPH MALMEHTH, KOUTO eqHOBpeMeHHO npHemar ACE

HHXHOHUTOPH (BHXK TO4YKa 4.8).

KakTo ¥ npu Apyrd nepopanHy aHTUAHA0ETHH JIeKapCTBEHH NMPOAYKTH, XHIOTIIHKEMHYHHUAT €DeKT Ha
BHIAATAWITTHH MOXe fa Obe HaManeH OT ONpeaeneHY aKTHBHH BELIECTBA, BKIKOYHTETHO THA3HAH,

KOPTHKOCTCPOHIHN, THPEOHIAHH NPOAYKTH ¥ CUMINIATHKOMHUMCETHLIA.

MerdopMuH

Kombunayuu, xoumo ne ce npenopvysam.

Aaxoxon
HUHTOKCHKALMATA € AIKOXOJI € CBBP3aHa C NOBUILEH PHCK OT JIAKTaTHA auuz03a, 0coOEeHO NnpH ciiy4au

Ha ranagysaHE, HCAOXPAaHBAHC HIH '-IBPHO.EIPOGHH HCAOCTATBYHOCT.

Hodcvovpoxawu xonmpacmnu eewecmsa

MerdopmuH TpabBa fia 6bxe CIIpAH NpeH HIK B MOMEHTA Ha M3CJISBAHETO H J1a HE ce Bb300HOBBA
no-paHo ot 48 yaca cieq Hero, NpH ycyioBue Ye 6x0peuHaTa QyHKUMA € MOBTOPHO OLEHEHA H €
crabunHa (Brxk Touku 4.2 1 4.4).

KoM0rHAIIMA, H3HCKBAIIH NpPeaNa3ZHH MepKH OpH ynorpeba
Hsakou nekapcTBEHH NMPOAYKTH MOraT Aa yepeasdT 6vbpeynarta pyHKUHMA H Aa TOBUIUAT PHCKa OT
nakratHa auuaosa, Hanpumep HCTIBC, BknovHTENHO CENEKTHBHH HHXUOHTOPH HA LIMKI0OKCHUIEHA34
[1 (COX 11}, ACE nuxuOuTOpH, aHTArOHHCTH Ha aHrHoteH3HH Il peuentopu n auypeTHuUH, ocobeHo
6pumMkoBH auypervim. [Ipu 3anousade Wnu M3non3BaHe Ha TAKHBA NPOAYKTH B KOMOHHALIHA €
meThopMKH € HeobxoauMo BHUMaTeNHO HabmoaeHne Ha 6pOpeunaTa QyHKuuMs.

"miokokopTkonay, Hera-2-aroHUCTH ¥ AHYPETHLH UMAT BLTPEIIHO NPHCHILA XUIIEPrIHKEMHUYHA
akTHBHOCT. [TalMeHTHT TpsibBa Aa 61ae MHDOPMHUPAH U /13 CE IPOBEXK/a N0-4Y€CTO MOHHTOPHPAHE Ha
KpbBHaTa 3axap, 0co0eHO B HAYaNOTO Ha JIeUeHHEeTO. AKO € HeobXoauMo, J03aTa Ha
BH/LAArNMHITHH/METGOPMHHE MOKE [a CE KOPHTHpa MO BpeMe Ha ChITBbTCTBALIA TEPANMA WIH Cllell
HEHHOTO NMpeKpaTABaHe.
AHTHOTEH3HH-KOHBepTHpaIy eH3uMHM (ACE) uHXUBHTOPH MOraT fa MOHKWKAT HUEHTa W}
3axap. AKO € HeoOXoauMo, 103aTa Ha AHTHXHUINEPrIHKEMHYHHA JIEKapCTBEH MPOS lm-
KOpHIHpa 1o BpeMe Ha TepanmaTa ¢ Xpyrus JiekapcTBeH MPOAYKT WM Clea HeHH)
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EnHOBpeMeHHa ynotpeba Ha nexapcTBCHH NPOAYKTH, KOMTO BAHAAT Ha obwuTte 6u0peunn TyOynapHy
TPAaHCIIOPTHH CHCTEMH

JlexapcTBa, KOMTO BIMAAT HA 6bOpeuHuTe TyOynapHu TPAHCIIOPTHH CHCTEMH, y4acTBalllH B
6:6peuHOTO eNUMHHUpaHe Ha METHOPMHH (HanpHMep HHXHOUTOPH HA OpraHH4YHUA KATHOHEH
tpaHcnoprep-2 [OCT2)/excTpy3ua Ha MHOroNeKapcTBEHH U TokcuuxH Bewectsa [MATE], karo
paHoOJIa3KH, BAHAETAHUO, ROJYTErpaBHp ¥ LIHMETHAKH), MOTaT Aa MOBHILIA CHCTEMHATA EKCIIO3HUIHA Ha

MET(HOPMUH.

4.6  Deprunuter, OpeMEHHOCT H KbPpMEHe

bpeMeHHOCT
HamMa JoCTaTh4HO AaHHM 3a yrnoTpefara Ha BWIZAMHNTHH ¥ METGOPMHH NPH OpeMEHHH XKEHH.

[TpoyuBaHHS C BWIJATTMITIHH NPH KUBOTHH NMOKA3BAT PENPOAYKTHBHA TOKCUYHOCT NPH BHCOKH IO3M.
INpoy4BanusaTa ¢ MeTHOPMHUH [IPH )KHBOTHH HE NOKA3BAT PENPOAYKTHBHA TOKCHYHOCT. [IpoyuBaHKATa
C BUAAIMHITHH H METQOPMHH, NPOBEACHH IIPH KHBOTHH, HE €A NOKA3IH A0KA3ATE/ICTBA 32
TEpPaTOreHHOCT, HO ca HabmoaaBaHi GETOTOKCHYHM eEeKTH NpH TOKCHYHM J03H 33 MaHKaTa (BUXK
Toyka 5.3). [TOTEeHUHATHHAT PHCK 3a XOpa € Heu3BecTeH. Bunaarnunrun/mMeTdopMuH He Tpabsa aa ce
H3MI0/13Ba 110 BpeMe Ha OpeMeHHOCT.

KnpMmeHe
[TpoyuBaHHA MPH XHBOTHH NOKA3BAT €KCKPELIUA KAKTO Ha MeTdOpPMHH, TaKa U HA BWIHATIMITHH B

M1akoTo. He e M3BECTHO Aany BUIATTHITTHH C€ EKCKPETHPa B KbpMaTa NpH Xopa, HO METHOPMHH Ce
eKCKpETHpa B MANTKH KoJinuecTBa. [lopaan noTeHUHANHUA PHCK OT XHIIOTJTIHKEMHA NPH HOBOPOJEHH,
CBbp3aH ¢ MET(HOPMHH, H JIUNICATA Ha JaHHH 33 BWIAArTMIITHH NIPH XOpa, BUAJATIHITTHH/MET)OPMHH
He TpsAGBa N1a ce W3Mo/3Ba N0 BpeMe Ha KbpMEHE (BWK TOUKa 4.3).

DepTUanTeT
He ca npoeexaaHy npoy4BaHHs 3a edekra BbpXy GEpTWIMTETA NPH XOpa 33 BUWIJATTHITTHH
meThOopMHH (BHX TOYKa 5.3).

4.7 Edextn Bupxy cnocobnocTTa 38 modapane # pabora ¢ MAamHERH

He ca npoBex1axH npoy4BaHus 3a epeKTHTe BbPXY CMOCOOHOCTTA 2a LOpHpaHe ¥ paboTa ¢ MALIMHH.
[TaumeHTH, KOUTO MOTAT Ja H3MHTAT 3aMaiiBaHe KaTO HeXelaHa peakuus, TpsOBa na u3baArsar
wodHpaHe Ha MPEBO3HHU CpeacTBa WM pabora ¢ MallMHHU.

4.8 Hexenann fekapcTBeHH PeaKNHHA

O6o01eHne Ha npodusa Ha Ge30nacHOCT

JManuu 3a OGesomacHocr c¢a nonaydyeHH ot obuwo 6 197 nauMeHTM C  eKCINO3HUMA HA
BWAATTHITTHH/METOOPMHH B PAHAOMHM3MpaHM, mnanebo-koHTponupanu ninuteaHud. Ot Tax 3 698
NalMEHTH MOJIyYyapaT BUIAATTUNTUH/MeThopMuH, a 2 499 nauueHTH noay4asar rauedbo/MeTGpopmMHH.

He ca npoBex/1aH1 TepanesTHYHY KIHHHYHU TPOY4YBaHHUA C BUIAANIHITHH/ MeTOOPMHUH. Benpeku ToBa
¢ JeMOHCTpHpaHa HHOEKBHBAJIEHTHOCT Ha BWIAAITMITTHH/METQOPMHH ¢ €IHOBPEMEHHO NpHIIaraHe Ha
BIJIJIArJTHITTHH ¥ METQOPMHH (BHXK TOUKA J.2).

[ToseueTo HeXeJTaHH peaKkiiuu ¢ca OWH JIEKH H NTpexoaHH, 6e3 Aa H3UCKBAT NpeKpaTABaHe Ha JIEUECHHETO.
He e yctaHOBeHa Bpb3Ka MEXIy HEXCIAHMTE peakUMH M BBH3PAcTTa, CTHHYUECKATA MPHHAIENKHOCT,
MPOAB/DKHTENHOCTTA HA CKCMO3HMLMATA WIHM JHEBHATa A03a. YnorpedaTta Ha BUIAITIH
C PUCK OT pasBHTHME Ha MaHkpeaTHT. JlakTaTHa aUMAO3a € JoKIafBaHa cied ynotped
0c00eHOo MpH NaLueHTH ¢ noanexaiwy 6L0peyHn HapyiueHua (BH>X Touka 4.4).




TabnuueH cnUChK HAa HEXETAHWTE peaKiui

HexenaHuTe peakiiid, JOKI&BaHK MPH NalMEHTH, KOHTO ca MOJy4aBany BUIAAIUNTHH B ABOHHO-
CIeNH KIMHHYHW NPOYYBAHHA KaTO MOHOTEpAanus U B KOMOHMHHpaHa Tepanus, ca u3bpoeHH no-gony
CMOpesl CHCTEMO-OpraHeH Kiac 1 abcomoTHa yecToTa. HecToTHTe ¢a JepHHUPAHU KAaTO MHOTO YECTH
(>1/10); wectu (>1/100 go <1/10); neuecrn (=1/1 000 ao <1/100); peaku (=1/10 000 no <1/1 000);
mHoro penky (<1/10 000); Hen3secTHH (OT HANMYHKATE JAHHU He Moxke Na 6bae HanpaBeHa oleHka). B
PaMKWTE Ha BCAKa YECTOTHA Ipyna HEXKENAHWTE pPeaklHH ¢a NpeACTaBeHH B HHU3XOMALL peA Ha

CCPHO3HOCT.

Tabaana 1

HexenaHy peaklmy, AOKIAABAHU NPH NALMEHTH, KOMTO ca NOMy4YaBalid BUWIAAITTHITTHH U METQOPMHUH
(kaToO MOHO-KOMMOHEHTH WIH Karo (uKcHpaHa KoMOMHauwMst), WIH B KOMOMHALMA C ApyrH

aHTUaHAOeTHH JIEYCHHUA, B KIIMHHUYHH NPpOYYBaAHHA U B [NIOCTMApPKCTHHIOB OIHT.

3aryba Ha aneTuT

CHcTeMo-0praHeH KJIAC — HOXKeEJIAHA peaknHs YecroTa

Hudexnnn B padecTANHA

UHdekuug Ha ropHUTE AUXATENHM ITHTHILA YecTH

Hazodapuurur Yectu

Hapymenusa Ha MeTabo1H3Ma H XPAHEHETO

XHNOrIHKEMHS HeuectH
HeuecTH

Hamanena abcop6buus Ha ButaMuH B 12 K naktaTHa
aLuao3a

MHoro peaku *

Hapymenusi Ha HEPBHATA CHCTEMA

JamMasHOCT Yectu
['nasoboinue YecTH
Tpemop Yecu
MeraneH BKyc HeuectH
CroMamuo-upeBHH HRAPYIMICHHSA

[ToBpblane YecTH
Jnapusd YecTun
["aneHe YecTH
[acTpoesodareanna peguykcHa bonect Yectn
MeTeopHILM YecTH
3anek YecTH
KopemHa 6onxa, BJIIOYHTEIHO B rOpHATa 4acT Hectu
[Tlankpearur HeuecTH
XenaroHHJIHAPHHE HADYIIEHHS

XenaTur HeyectH
HapymieHHs Ha KOKATA H NOAKOKHATA ThKAH

Cuplex — mpynuTyc YecTH
Obpus Yectn
Xunepxuaposa Yectn
Jlepmatur YecTH
Epurema HeuectH
YpTHKapHs HeuecT

ExcdonunatiHu ¥ 6yNo3HKH KOXKHHM JIE3HH, BITFOUHUTETHO
OynoseH nempuroun

C Heun3BecTHa yecToTat

KOX€H BacKyJIHT

Hapymeuun Ha MYCKY /JIHO-CKEI€CTHATA CHCTEMA H CHEIHHHTOIHATA ThKAH

ApTpanrus HectH
Muanrus HeuecTH [
O6mu Hapymenns H ¢peKTH HA MECTOTO HA HPHJIOKEHHE \
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ACTEHMH Yectu
ITepudepen oToK Heuectn
YmMopa HevecTH
BrpucaHe HeuectH
Hiciaexpanus

AOHOpMHM YepHOAPOOHHU (PYHKIIMOHAIIHH TECTOBE HeuecTn

*HexxenaHy peakildy, JOKJIaJBaHU NPH NALKMEHTH, KOMTO ca IIpHeMaIH METGOPMHH KaTo
MOHOTEpAIHs ¥ KOMTO He ca Guau HabofaBaHy MPH NauMeHTH, IpUeMaLK GpUKCHpaHa KoMOMHaLMA
BIIAAIJIMOTHH + MeT(GopMKH. 3a AOMBIHHTEAHA HHPOPMALIHMA BHXKTE KpaTKaTa XapaKTepHUCTHKa Ha

NpoAYyKTa 3a METHOPMHUH.
tHa 6a3a nOCTMapKEeTHUHIOB OIHT.

Onucanue Ha W30paHN HEXENAHHU peaKlUU

Buroaznummun

Yeprodpobua HedocmamuvuHoch
Penku cnmyyan Ha yepHoaApoOHA AUCPYHKUMS (BKAOUHTEAHO XEMaTHT) ca AOKIaABaHH MPH

BWIJIArTHITTHH. B Te3u cyuan nanueHTHTe 0OMKHOBEHO ca 61N 6€3CHMMITOMHH, 6€3 KITMHUYHH
nocneacTBHSA, ¥ YepHOApoOHaTa QYHKLHA Ce € HOpMATIM3Kpana e/l NPeKpaTaBaHe Ha JICUCHHETO,
CriopeZl JaHHH OT KOHTPOJUPAHM NPOYUYBAHHUA 32 MOHOTEpanus ¥ 100aBeHa TEpanus ¢
NPOOB/DKUTETHOCT A0 24 ceaAMHLM, YecToTaTa Ha nosuiueHus Ha ALT winn AST 2 3 nbTu ropHaTta
rpaHuia Ha Hopmara (['TH) (kiracuduuvpaHd KaTo HaTHYHHM [IPH NIOHE JBE MOC/ICA0BATE/IHH
H3MEPBaHUS WM NIPH MOCIEAHOTO MOCcelleHHe MO BpeMe Ha neueHueTo) e 6una 0,2%, 0,3% u 0,2%
ChOTBETHO 3a BUAJAMNTHNTUH 50 mg BeAHBXK AHEBHO, BUWIAAMUNOTHH 50 mg ABa MbTH AHESBHO M
BCHUKHM KomnapaTtopd. Te3u NOBHIIEHHS HAa TPaHCAMHHA3MTe OOMKHOBEHO ca OMIIH O€3CHMITTOMHH,
HEMpOABABAILHA NMPOTrPECHA M HE ca OMTH CBBP3aHM C X0JIECTa3a WIIH XBITEHHLA.

Aneuoegem

Peaku cnyvad Ha aHIMOEAEM ca IOKJ1aJIBaHU NMPU BIIJATIIHNTHH ChC CXO/IHA Y€CTOTa KaTo MNpH
KOHTpONHUTE rpynH. [lo-ronsaMara yacToT ciyqauTe ca JOKIafBaHH, KOraToO BHJIIArJIMNTHH €
npunaraH B kombuHauusa ¢ ACE nuxuburop. [Tosedero ot Tezu cudurns ca OMNH JIEKH U OT3IBYYaBaT

MpH MpOABL/KABAINO JICHEHHE C BUII AT TTUHIITHH.

Aunozaauxemus
XunormukeMuaTa € 6una HeuecTa npu ynorpebara Ha BrwiaarnunTul (0,4%) xaTto MOHOTEpaIus B

CpaBHMTEJIHM KOHTPOJIMPaHHU NPOYYBAHMA C aKTHBEH KoMmmapaTop UM mwauebo (0,2%). He ca
MOKJIARBAHM TEXKH WITH CEPHO3HH CTy4aH Ha Xxurnoriankemus. [Ipu no6assHe KbM METGQOPMHUH,
XHMOMIMKEMHA € HAcThnnNa npy 1% OT nalMeHTUTe, JIEKYBaHM ¢ BULAArTIUAITHH, U nipH 0,4% ot
nai(HeHTHTE, IeKyBaHH ¢ jutauebo. [Ipn nobassHe Ha MHOITHTA30H, XKHIIOTJIMKEMHS € HACTRITHIIA NPH
0,6% OT MaLMeHTHTE ¢ BUIAALJIMNTHH U 1,9% ot 1e3u ¢ mnauebo. Ilpu gobassane Ha cynQOHUNYpEHHH
MPOH3BOJIHH, XHITOTJIHKEMHA € HacTbnuia npH 1,2% oT nauHeHTHTe ¢ BUIAAraunTiH U 0.6% ot te3n
¢ riaue6o. [Ipu goGapsaue Ha cyapoHITYpeHiHY IPOU3BOAHM U METHOPMHUH, XUIOITTHKEMHS €
HacThnWaa npu 5,1% oT nauueHTUTE ¢ BUAJArUNTHH U 1,9% ot Te3u ¢ nnauebo. [Ipu nauuenTy,
NpHEMAIIH BUWIIANTHNTHH B KOMOWHALIMA ¢ HHCYJIHH, 9€CTOTATA Ha XUITOrTIHKeMHus € bra 14% 3a

BWJINAMTHITHH M 16% 3a nnauedo.

Memaopmun

Hamanena abecopbyus na sumamur Bl2

MtHoro psaako ¢ HabmroaaBaHa HaMasieHa abcopOums Ha BUTAMUH B12 ¢ MOHKEHH CepyMHEHHRa-H)
MalMeHTH, JIEKYBaHH AbJIrocpouno ¢ MetdopmuH. Ilpenopbuba ce aa ce 0OMUCITH TaKze? ﬁtﬂwlﬁﬂ NN
aKo MALMEeHTHT NPOSBABA Meranob/iacTHa aHEMHA. 06({;0

Yeprodpobua gyHryus

HoknaasaHy ca U30JIMPaHH CIy4ad Ha HapyUIeHHMs B yepHOoApobHUTE (PYHKLHOHAN
XEenaTUT, KOUTO Ce pa3pelllapar Cc/ie]l NPeKpaTABaHe HA METHOPMHH.
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CmoMauno-YpesHu HAPYUIECHUR
CToMalIHO-YpeBHUTE HEXKENIaHH PEaKLIMU Half-4eCTO Ce MOABABAT NIPH 3al0YBAHE HA TEpAIUATa H B

MOBEYETO CNIyYau OTIIYMSBAT CIIOHTAHHO. 3a J1a Ce MpEeAOTBPATAT TE3H PeaKLHH, C€ NpenopbyBa
METHOPMHH Aa ce MpHEMa B 2 JHEBHH JI03H [10 BpEME Ha WK e XpaHeHe. [1oCTeneHHOTO
YBeJIMUaBAHE HA 1103aTa CHLUIO MOXE 1a NoA0OpH MTOHOCHMOCTTA OT CTPaHa HAa CTOMAILIHO-1PEBHHS

TPaKT.

CrobillaBaHe Ha NOIQ3MPAHN HEXENaHH peaKLHH

C10611aBaHETO HA MOA03MPAHH HEXKENIAHW PeaKiiuy clie] pa3peliaBaHe 3a YroTpeba Ha JIeKapCTBeHUA
NPOAYKT € BakHO. TOBa no3B0JsBA A2 NPOABL/DKY HAGIIOACHHETO HA ChOTHOLIEHHUETO MOJ3a/PUCK 32
AEKapCTBEHHA NPOAYKT. OT MeAMLUMHCKHUTE CTELMANTUCTH €8 U3HCKBA Ja ChoO11aBaT BCAKa NOAO3MPaHa

HeXXellaHa peakKius 4pes:
HambnHUTENHA areH1u o JeKapcTBara
yi. ,,JlamMaH ['pyes” Ne 8

1303 Codus, bwrarapus

Ten.: +359 2 8903417

yebcaiiT: www.bda.bg

4.9 Ilpeaosnpane

Hama HATHYHH JaHHH 33 NPeJ0o3HpaHe ¢ BAJIANIHITHH H METQOPMHH

BuinarnunTuH
HudopmaumsiTa 3a rpeao3upaHe ¢ BWIAATTMIITHH € OIPaHruY€eHa.

CuMnToMH

Hudopmauus 3a Bb3IMOKHHTE CUMITTOMH Ha IIPEN0O3UPAHE ¢ BWIAAT/IMIITHH € B3€Ta OT [IPOYYBaHe 3a
MOHOCHMOCT € YBEJIHYABAIIM C€ NO3H IpH 3ApaBH AOOPOBOILM, HA KOUTO € NpujaraH BUJIAATIHITHH B
npoaskeHne Ha 10 aun. pu noza or 400 mg ca perucTpupaHy Tpu ciiydas Ha MyCKyJiHa 0oJiKa,
KAKTO M OTAC/IHHU CJIY4au Ha JieKa ¥ MpEeXOAHA MapeCTE3NH, TPECKa, OTOLH M BPEMEHHO MOBHUILIEHHE Ha
HUBaTa Ha vnasza. [Ipu no3a ot 600 mg eaux cybekT e Noayyna OTOLM Ha CThIIAIATa M PBUETE, KaKTo
¥ NMOBHMLIEHHUA B HABaTa Ha kpeatuH dochokunaza (CPK), ACAT, C-peaktuper nporeuH (CRP) u
muornobun. [Tpyu Tpuma Apyry y4acTHULIM ca Hab/ojaBaHHU OTOLM HA CThIIANATA, KaTo B JBa OT
CyYaHTe € UMalTo napecre3nu. Beuukn cuMnToMu B nabopaTopHy OTKIIOHEHHS ca OTIIYMSIH Oez
JIeYeHUe cliefl IpeKpaTABaHe Ha NPWIOKEHUETO Ha M3C/IeBaHUs JICKAPCTBEH NMPOAYKT.

MetdopMHH
[Ipeno3upaHe ¢ BUCOKH A03M MET(MOPMHH (MK CHITBTCTBALL PHCK OT JIAKTATHA ALW03a) MOXKE 1a
JOBEAE 10 AaKTaTHA allH03a, KOATO NMPEACTaB/sRa MEAULIMHCKO CMELIHO ChCTOAHNE H TpaOBa na ce

JICKYBa B OONMHUYHHK YCJIOBHA.

JleyeHne
Haii-eeKTUBHUAT METO/ 32 OTCTPAHABaHE Ha MeTQOPMHH € XeMoranu3aTa. Benpeku ToBa,

BHAHATIMATUH HE MOXKe a Ob/ie OTCTpaHEeH upe3 XeMOAHaIH3a, HO OCHOBHHUAT MY XHIAPOIHUTHYEH
meTabonut (LAY 151) moxe. [IpenopruBa ce noaabpKamo JeUeHUE.

. ®APMAKOJOTHYHHA CBOHNCTBA

3.1 DapmMakoAHHAMHYHH CBOHCTBA

dapmakoTepaneBTH4Ha rpyna:; Jlekapcrea, U3noJ3BaHH Npu Auader, kOMOMHALIUK O
JIeKapcTBa 3a MOoHIKaBaHe Ha KpreHarTa 3axap, ATC koa: A10BD0S8
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MexaHUu3sM Ha JENCTBHE

Bungarnuntui/MeTGopMHH KOMOUHIpA JBE aHTUXHITEPITIHKEMUYHH CPeICTBA C AOITBJIBALIM CE
MEXAHH3MH Ha XefiCTBHE 3a NoAoOPABAHE HA [JIMKEMHYHHS KOHTPOJI NPH NALMEHTH ¢ Axabet Tum 2:
BIWIJAT/IUIITHH, WIEH HA KJIACa CTHMYNATOPH Ha OCTPOBYETAaTa, M METGOPMHH XHIPOXJIOPHA,
npeAcTaBHTEN Ha Kjiaca Oursannam.

Bu1JarIHITHH € MOILIEH U CENIEKTHBEH MHXUBHTOp Ha aunentuann-nenrtuaasa-4 (DPP-4).
MeThopMHH A€iCTBa rNaBHO Ype3 HAMAJIABAHE Ha HAONeHHATa YepHOpoOHa NPOAYKINS HA

rJIKOKO34a.

dhapMmaxoTHHAMUYHU eeKTH

Bunoazrunmun
BunaaravnTHH JeHCTBA IIaBHO Ype3 HHXubupane Ha DPP-4, eH3UMBT, OTrOBOPEH 3a pasrpaXXIaHeTo

Ha HHKpeTHHOBKTe xopMoRHM GLP-1 (rnrokaronononoben nentua-1) u GIP (rnioko30-3aBUCHM
HHCYJIMHOTPOTIEH NMOJIMNENTHA).

[IpunokeHHeTO Ha BWIAAFTHITTHH BOAH A0 6Bp30 H ITLJIHO nHxuOupane Ha DPP-4 akTHBHOCTT,
KOETO YBE/HYABA €HJIOM€HHUTE HUBA HA MHKpeTHHOBHTE XOpMOoHHK GLP-1 1 GIP kakro Ha rnaaHo,
TaKa H cnef xpadene. I1pu nanenTn 6e3 auader .....

Upes noBHIIaBaHe HAa HUBATA HA MHKPETHHOBHTE XOPMOHH BHJIArIHITHH Noaobpssa
YYBCTBHTEIHOCTTA Ha DeTa KIeTKHTE KbM [JIIOK032, KOETO BOAH A0 NoAodpeHa IioK030-3aBUCHMA
CeKpeLMa Ha MHCYAMH. JledeHdeTo ¢ Bunaarnuntut (50—100 mg AHEBHO) NPU NAUMEHTH ¢ AHA0ET THI
2 3HAUUTETHO NMoA0OpABa MapkepuTe 3a QyHKUMATA Ha OeTa KieTkuTe, BiunounTenHo HOMA-B,
CHOTHOLLIEHHETO TIPOHHCYIHH/HHCYIMH U peakuusITa Ha 0€Ta KIETKHTE 110 BpeMe Ha TeCTOBE ¢ YECTO

B3€MaHe Ha NpobHM cneq XpaHeHe.

OcBeH TOBa, Mpe3 yBeJWYaBaHe Ha HUBaTa Ha GLP-1, BU1JarJMITHH MOBHLIABA YyBCTBUTETHOCTTA Ha
anda KJISTKUTE KbM IAKK03a, KOETO BOIM J10 No-100pa peryJianus Ha CEKpELIMATa Ha ITIHOKaroH.

EdextrT oT nosumennre GLP-1 nuBa, cBbp3aH cbe 3abaBsHe HA M3NPA3BAHETO HA CTOMAXa, HE CE
HabmronaBa Npu JeHCHUE C BUIJIATJIUIITHH.

Memdgpopmun

MerdopMuH ¢ 6UrBaHH C aHTUXHUIIEPIIIMKEMHYHM eeKTH, HaMansABalll kakTo 6azanHara, Taka H
[OCTNPaHAKAIHATA [U1a3MeHa IIroKoz3a. TOH He CTHMYJIHpa CEKpELiNATa Ha MHCYJIHH W TIOpajy TOBa
HE MPUYHHABA XUIOTTHKEMHUA WIIH YBEAHYABAHE Ha TErJIOTO.

MerhopMUH YIIpaKHABa eEeKTHTE CH HpE3 TPH MEXaHH3MA!

MeThopMHH CTUMYJIMPa CHHTE3a Ha BbTPEKJIETBYEH ITIMKOIEH U yBe/HYaBa Kanauurera 3a TpaHCTIOpT
Ha IIOKo3a upes cnenuduyHu MeMOparuu Tparcnoptepd (GLUT-1 1 GLUT-4).

[Ipu x0opa, HE3aBUCHUMO OT JACHCTBUETO MY BBpPXY ITMKEMHATA, METQOPMHH HMa 6aronpMaTHu
edeKTH BbPXY MUNuAHHA MeTabonuzeM. Tora e Roka3aHO NpH TEpaneBTUYHH J03H B KOHTPOINPAHH
KJIMHWYHH IPOYUBAHHUA ChC CPEIHA M IbArOCPOYHA NPOABRDKHTETHOCT: METHOPMHH HAMAJIABA
CepYMHUTE HHBA Ha obus xonecteposn, LDL xonectepona v TpUrIHLIEPHAUTE.

[MpocnektusHOTO panaomMusupaHo npoyysane UKPDS (UK Prospective Diabetes Stud ’

IBJICOCPOYHATA 1107138 OT HHTEH3MBHHA KOHTPOJ Ha KpbBHATA 3axap Npy avader TPIl'l 4
pe3yJITATUTE NpPH MALMEHTH ¢ HAAHOPMEHO TETJIO, JIEKYBAHU ¢ METQOPMHH Cliel He 8 ’

[10Ka3pa:
- 3HAYKTEIHO HAMAICHHE Ha aDCOMIOTHUA PUCK OT YCIIOKHEHHA, CBLP3aHH C @ il

cpOouTHA/ 1000 nanreHTo-roanHu B rpynara ¢ MeTpopMuH cpeity 43.3 cnbutra/10( ‘62
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roanuy npu auera (p=0.0023) u 40.1 cpbouTus/ 1000 nauueHTo-roqMHA B rpyryTe ¢ MOHOTEPAMHA ChC
cynthoHHnypelinyn npenapary uian uHCynuH (p=0.0034).

- 3HaYUTENHO HaMaICHHE Ha aGCOJIOTHHSA PHCK OT CMBPTHOCT, CBbP3aHa ¢ aquabet: 7,5
cubuTHa/1000 nauMeHTo-roauKy npu metgopmun cpety 12,7 cubutus/1000 nanueHTO-roAUHH IpH
auera (p=0,017).

- 3HaUMTENHO HAMAICHHE Ha aBCOOTHHA pUcK oT obia cMepTHOCT: 13,5 cubutHs/ 1000
MALMEHTO-TOAHUHHM NTpu MeTdhopMuH cpemy 20,6 cx6utys/ 1000 naumMeHTo-roAWHM Npy 1ueTa
(p=0,011).

- 3HAYUTENHO HaMAleHHe Ha aBCONIOTHHA PUCK OT MUOKapaeH UHpapkT: 11 crbutna/1000
MaLUEHTO-TOAMHU NTpH MeThopmuH cpemty 18 ¢cu6utna/1000 naumenTo-roanHy npu axera (p=0,01).

Kaunuuna epukacHocT ¥ 6e301acHoCcT

[TpuGaBsHETO HA BUIAAMIUNTHH KBbM JICYEHHETO HA MAllMEHTH, YHATO MTMKeMUYCH KOHTPO He €
3aI0BOJIMTE/ICH BHITPEKH MOHOTEpanuaTa ¢ MET(OPMHUH, Ciie] 6-MECEYHO JICHEHHE BOJH 10
NOMBIHUTENHO CTATHCTHYECKH 3HAYMMO CPeIHO IOHIbKaBaHe Ha croiiHocTHTe Ha HbAlc B cpaBHeHHe
¢ nnaue6o (pasiHku Mexay rpymnure ot -0,7% no -1,1%, cborBeTHO, 3a BUAaradnTHH 50 mg 1 100
mg). [TpoLEeHTET Ha MALMEHTHTE, KOUTO TIOCTHIAT MOHIDKaBaHe Ha cToiHocTHTe HAa HbAlc ¢ 2 0,7%
CMPSAMO U3XOJHHUTE € CTATHCTHYECKH 3HAYKMO NO-BHCOK B J1BETE IPYIIH HA BUIAATIHITTHH TUTIOC
MeTdopMuH (cboTBeTHO 46% 1 60%) cripsamo rpynara Ha MeTdopmMuH rumoc nuaueo (20%).

B 24-ceqMuuHO npoyuBaHe BUunaaraunTHH (50 mg aBa NbTH JHEBHO) € CPABHEH C TTHOTJIUTA30H

(30 mg BeOHEXK JHEBHO) [P MALIMEHTH C HEOCTAThYEH KOHTPOJ ¢ MET(OPMHH (CpeIHa IHEBHA [103a:
2020 mg). Cpeanure HamaneHna Ha HbA l¢ ot u3xonHara crodiHocT or 8,4% ca -0,9% ¢
BWIAACTHITHH M -1,0% ¢ nHoraudrasod. [1py naupeHTHTe, IEKYBaHU C [IMOTJIMTA30H, c€ Haboaasa
cpeqHo yBenudeHue Ha Teroto ¢ +1,9 kg B cpasHenue ¢ +0,3 kg npu nauyeHTUTe, IEKyBaHH C

BHUTOATJIHIITHH.

B KIMHHYHO NPOYYBAHE C NPOAB/DKATESTHOCT 2 roAWHU BUAariavnTuH (SO mg aBa MbTH AHEBHO) €
CpaBHEH ¢ rJTUMenupun (10 6 mg XHEeBHO — cpelHa A03a 3a 2 IroAuHH: 4,6 mg) NpH NalHeHTH,
JleKyBaHHU ¢ MeThopMuH (cpeaHa nHeBHa Ao3a: 1894 mg). Cnen 1 rogMHa cpeAHHTE HaMaJICHUA Ha
HbA1c ca -0,4% ¢ eungarnunTeH ¥ -0,5% ¢ rnuMenupua ot u3xoaHa croiHocT Ha HbAlc ot 7,3%.
IIpoMaHara B TenecHoTo Terno e -0,2 kg ¢ BuiiaarnuntuH cnpamo +1,6 kg ¢ rmumenrpun. HYecroraTa
Ha XMNOTJIMKEMUA € 3HAUHTEJIHO MM0-HUCKA B rpynara ¢ suagarnuntvd (1,7%) B cpaBHEHHE ¢ rpynara
¢ rmumenupul (16,2%). B kpas Ha npoyusaHeTo (2 ronuHn) croiiHocTuTe Ha HbAlc ca cxonum ¢
H3XO/IHHTE W pa3/IMKUTE B TENECHOTO TErJIO M YECTOTaTa Ha XMIIOINIMKEMHATA Ce 3aIa3Bar.

B 52-ceaMHYHO NpoyuBaHe BHAAAIHNTHH (50 mg ABa MbTH JHEBHO) € CPaBHEH C MIMKIa3U (CpeliHa
JiHeBHa no3a: 229,5 mg) NpH NaUeHTH ¢ HEAOCTATbYEH KOHTPOJ ¢ MeTPOopMHUH (103a Ha MeTQOPMUH
npH MU3X0AHO HUBO: 1928 mg nuesHo). Cnen 1 roguHa cpeaHuTe HamaneHusa Ha HbAlc ca -0,81% ¢
BuaAaraunTul u -0,85% ¢ rinukinasnj, kaTo e NocTHrHara ctaTUCTHYecka HeuHpepruopHoceT (95% CI -
0,11 -0,20). ITpomsaHaTa B TenecHoTO Terio e +0,1 kg ¢ BUIAArIMNTHH CIpAMO yBenHueHHe ¢ +1,4 kg
C TJIMKJIa3U/.

B 24-ceaMnuHO npoyuBaHe e(PEKTHBHOCTTA Ha (PHKCUpaHaTa KOMOHHALMA BUIXAMIMIITHH H
MeTGopMHuH (OCTENEHHO THTPUPAHa 10 A03a oT 50 mg/500 mg nea nxTH AHerHO MU 50 mg/1000 mg
JBa TbTH AHEBHO) KATO HavaJHa Tepanus npy nauydeHTH 0e3 nNpeanitHo geueHuye e olicHeHa. HbAlc €
HaMaeH ¢ -1,82% npu sunnarnuntus/mMergopmuH 50 mg/1000 mg aBa rpTH AHEBHO, -1,61% npu
sraaraunTHiH/MerdopMuH 50 mg/500 mg ABa mbTH AHEBHO, -1,36% npu MeTdopmuH 1000 mg nsa
MbTH AHEBHO U -1,09% npu BungarinunTyH 50 mg JBa NBTH {HEBHO OT CPEeIHA U3X0/IHA CTOHHOCT Ha
HbAlc ot 8,6%. Hamanenunero Ha HbA 1¢ € no-ronamMo rpy nauyMeHTH ¢ U3X0AHA CTOHHOST =

24-ceqMHMHO paHZOMH3MPAHO, AROHHO-CIIANO, MNaLedo-KOHTPOJIMPAHO NPOYYBAHE
318 mauMeHTH 3a OlleHKA Ha €PEeKTUBHOCTTA ¥ G€30MacHOCTTa HA BUILAATIIMIITHH (
OHEBHO) B KOMGUHAaLMg ¢ MeTdhopmuH (>1500 mg qHeBHO) M rinuMenupua (=4 mg
BunparnunTaH B KOMOMHALMA ¢ METOOPMUH U IMUMENTUPH] 3HAUHTENTHO HaMaJlsIB
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cpasHemme ¢ nuauebo. Kopuruparara ¢ nnaue6o cpenna peaykups va HbAlc ot usxoaHa croAHOCT
8,8% € -0,76%.

[MeTromHmHO My THLEHTPOBO paKIOMH3NpaHo, ABoiHo-cnano npoy4sane (VERIFY) e nposeneHo
npwy naupeHT ¢ guaber Tun 2 3a oucHka Ha eeKTa OT paHHa KOMOHHMpaHa TepalHia ¢ BUIAArTIHITHH
n metgopmin (N = 998) cnpaMo cTaHAapTHATa Tepanua ¢ HayaleH METQOPMHH KaTo MOHOTEpanws,
nocneABaH OT KOMOMHALMA C BWIAAIIMITTHH (rpyna cbe cepuiino nevenne) (N = 1 003) npu
HOBOMaTHOCTHUHPaHH NanHeHTH ¢ anaber Tun 2. KomGuHaumaTa ot sunjarnynuy 50 mg ABa MLTH
JIHEBHO TLTIOC MET(HOPMHUH BOAH A0 CTATUCTHYECKH M KIIMHHYHO 3HAYHMO OTHOCHTENHO HAMAICHHE Ha
PHCKa OT ,,BpeMe [0 NMOTBbPACH IMbPBOHAYANEH MPOBAJ HA JIEYEHHETO  (CTORHOCT Ha HbAlc >7%) B
CpaBHEHHE ¢ MOHOTEPAIIUATA ¢ METEIPMHH NpH NaleHTH 6€3 NpeaRilHO NeveHKne 3a auaber Tvn 2 3a
nepuoga ot S roausn (HR [95% CI]: 0,51 [0,45, 0,538]; p<0,001). HecroTara Ha MbpBOHAYAINHHAA
npoan Ha nedennero (HbA 1c >7%) e 429 (43,6%) nauuenTH B rpynara ¢ KOMOUHUpAHO NeYeHHE H
614 (62,1%) nauyeHTH B rpynara cbC CEPHAHO JIEUEHHE.

24-ceMHUHO PAHAOMH3IHPAHO, ABOHiHO-cNANO, NNanedo-KOHTPOJIHPAHO NMPOYUBaHE € NPOBEACHO Cpea
449 naiMeHTH 3a OLieHKAa Ha e(EeKTUBHOCTTa U 6€30nacHOCTTa Ha BHAAArIMITHH (50 mg nBa mbTH
AHEBHO) B kOMOUHaLMA cbe cTabunHa n03a 6azanen WK cMeceH MHCYIIHH (CpeaHa AHeBHA f03a 41
eAMHHLIM), C eNHOBpeMeHHa ynoTpeba Ha MeTdopMun (N=276) unu 6e3 enHoBpeMeHHa ynorpeda Ha
meTdopmus (N=173). BuigarnunruH B koMGUHALMA C MHCYJIHH 3Ha4MTENHO HaManssa HbAlc B
cpaBHeHHe ¢ 1uiaue6o. 3a uanara rnomynalus KopurupaHara ¢ niauebo cpefiHa peayKuus oT H3X0AHa
croiinoct Ha HbA Ic 8,8% e -0,72%. B noarpynure, leKyBaHHM ¢ HHCYJIMH che MM 6e3 eqHOBPEMEHEH
nprem Ha MeTHOPMHH, KOpUrupaHaTa ¢ raue6o cpeana pexyxuus Ha HbAlc e crorserso -0,63% u -

0,84%. ‘

YecTOTaTa HA XMIIOTVIMKEMHA 3a LanaTa nonyauus ¢ 8,4% B rpynara ¢ BUWIAANIHOTHH ¥ 7,2% B
rpynara ¢ raue6o. [lauuenture, nonyyasalld BUAJAITIMITAH, HE U3MUTBAT YBEJTMYEHHE HA TETJIOTO
(+0,2 kg), A0KATO Te3H, KOMTO MosTy4asar Iuiauebo, noka3eat HamaneHue Ha Ternoto (-0,7 kg).
Hpyro 24-cefiMHYHO NPOYYBaHE P MALHEHTH ¢ NO-HANpeHAN AHabeT THN 2, HEAOCTATHYHO
KOHTPOJIMPAH C HHCY/THH (KpaTKOAEHCTRAIL H AbArociCTBalll, CpeaHa JHEBHA 1032 HHCY/IHH 80
1U/neH), noka3sa, ye cpeanoto Hamanenue Ha HbAlc npu nobasane Ha Buaarnunmus (50 mg aAga
[ILTH AHEBHO) KbM MHCYJIHH € CTATHCTHYECKH 3HaYHMO TO-TOJISMO B CPaBHEHHE ¢ nianedo rumoc
uHCcYIIHH (0,5% cpeuty 0,2%). YectoTata Ha XMMOIJIMKEMHA € MO-HUCKA B rPYNATa ¢ BWIAAITMIITHH B

cpaBHeHHe ¢ rpynara ¢ ratedo (22,9% cpemy 29,6%).

CbpAeyHHO-CH/I0B PUCK
Mera-aHanu3 Ha HE38BHCHMO M NPOCINEKTHBHO OLEHEHH ChpPAEYHO-ChAOBH ChOMTHA OT 37 KIHHHYHH

npoyuBarus ¢asa Il u IV, Bnoysamm MoHoTepanus ¥ KOMOWHHpaHa TEpanua C MPOAB/DKHTEIHOCT
1o Had 2 roauHy (cpeaHa ekcno3uura S0 ceMHLIM 3a BUAAAMIKITHH M 49 ceamuLH 3a
KOMIIAPATOPHUTE), MOKA3Ba, H¢ NEUYEHHETO ¢ BWIAATTIHITTHH HE € CBbP3aHO C MOBHILEH ChPAEHHO-CHIOB
PUCK B CpaBHEHHe ¢ KoMnapaTtopure. KOMMO3IHTHHAT KpaeH NOKa3aTes, BKIO4YBAal] FoIeMH
HeONaronpHATHH cbpae4Ho-cbaoBK chbuTis (MACE), kato ocTep MHOKapAeH HHOAPKT, HHCYNT WIH
CbPAEYHO-CBHAOBA CMBPT, € CXOAEH 32 BUIAAMHINTHH ¥ KOMOHHHPaHHTE aKTHBHH H mauebo
xkomnaparopu [Mantel-Haenszel koepuument Ha puck (M-H RR) 0,82 (95% CI 0.61-1.11)].

[onsMo HebnaronpuaTHo chpaeuHo-cba0BO chbuTHe (MACE) e Hacrsnnio npu 83 or 9,599 (0.86%)
NauHEeHTH, NeKYBaHH ¢ BUWIRATIHOTHH, H npH 85 or 7,102 (1.20%) natueHTH, NEKYBAHH C
xoMmnaparopy. OueHKaTa Ha BCeKH HHAMBHAyaNeH komnonedT HAa MACE He noxaisa nosHilleH pHUCK
(cxoped M-H RR). [Torsbpaenn cu0uTHA Ha cbpae4Ha HepocraTsuHOCT (HF), nepunnpanu karo HF,
H3KUCKBAILA XOCNHTanH3auua win Horonoasuna ce HF, ca noknaasany npu 41 (0,43%) nauueHTtn,
JIEKYBaHH ¢ BUAJANHNTHH, K npy 32 (0,45%) nauueHTH, nekyraHu ¢ komrnapaTtopH, ¢ M-H RR 1,08
(95% CI 0,68-1,70).

[leauaTpuyHa nonynauus Q«f} e,
EBponeiickaTa areHLMA MO JEKAPCTBATa OCBOGOXK/IABA OT 3a[h/DKEHHETO 33 NPEACTARBHE AT N 3
PE3y/TATH OT MPOYUBAHUA ¢ BUIAAIIMNTHH B KOMOHHALMS ¢ METQOPMHH 32 BCHYKE HDK Pyrig Wi
[eAMaTpUYHATa nonynauus ¢ auaber Tvn 2 (B Touka 4.2 3a HHpopMaLms oTHOCHOFNC el
aena). ZN
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52 @DapMAKOKHHETHYHH CBOHCTBA

Bundazaunmur/mem U

Abcopbuus

BHOEKBHBAIEHTHOCT € JIEMOHCTPHPaHa MEXIY BWIJArTTHITUH/METGOPMHKH NPH TPH 1030BH
xom6uHaumu (50 mg/500 mg, 50 mg/850 mg 1 50 mg/1000 mg) 1 ceoboaHaTa koMOHHaLMg OT

BHJIAATIHIITHH H METHOPMHH XHAPOXIIOPH NPH CHOTBETHHTE RO3H.

XpaHaTa He BNHA€ BbPXY CTETNEHTa U CKOpOcTTa Ha abcopbLyis Ha BUATMITTHH OT
BWILAArTUIITHH/MeTdopmMuH. CKOPOCTTa ¥ cTeneHTa Ha abcopObuus Ha METQOPMHH OT
sunnarnunTui/MerdopmuH S0 mg/1000 mg Hamansasat, KOraTo JieKapcTBOTO C€ NMPHEMA C XpaHa,
KOETO ce H3pa3nBa B HamaneHHe Ha Cmax ¢ 26%, AUC ¢ 7% u 3abaBsxe Ha Tmax (ot 2,0 Ha 4,0

yaca).

CineaHuTte TBLPACHUA OTpa3ABaT (papMaKOKHRETHUHHTE CBOWCTBA HA OTAE/THUTE AKTUBHU BELLECTBA
BBLB BHNJATMHITHH/ METHOPMHH.

BungarnunTUH

AGcopbuus
Cnea nepopajiHO NMPHIOXKEHHWE Ha MMagHO BWIAArMUITHH ce abcopbupa Obp30, KATO NHKOBUTE

1a3MEHH KOHLIEHTpaUMH ce Habmopaear cnex 1,7 yaca. XpaHaTa jieko 3a0aBsi BpeMETO 110 AOCTHraHe
Ha MUKOBATAS IUTa3MeHa KOHLUEHTpaLua 10 2,5 yaca, Ho He npoMeHsa obmata excriozuums (AUC).
ITpHeMBT Ha BALAATIMOTHH ¢ XpaHa BOAM 0 HamaineHue Ha Cmax ¢ 19% 8 cpaBHEeHHE C IPUIIOKEHHE
Ha rnagHo. Brrnipeky TOBa, Ta3u NpoMsHa He € KIIMHHYHO 3Ha4YKMMa, TaKka Ye BUWIAArJTHNTHH MOXeE J1a ce
npueMa ¢ WK Ge3 xpaHa. AbcontoTHaTa 6HoHANTHYHOCT € 85%.

PaznpeseneHue

Cebp3BaHETO Ha BWIAAMTMITTHH C TUIA3MEHHUTE MPOTEHHH € HHCKO (9,3%), KATO BWIAAIIHITTHH Ce
pa3npejieNis paBHOMEPHO MEXK/Y I1a3MaTa ¥ YepBEHHTE KPbBHH KieTkH. CpeaHHaT obem Ha
pasnpejeleHHe Ha BWLIANIMITAH B CTAOWIHO CHCTOAHHE CNIE HHTPABEHOIHO NpHIOKEHHE (Vss) € 71

NHTPa, KOCTO npéanojara UiBbHCHA0BO pPA3IIPEACTICHHC.

buorpaHncopmating

MeTabonu3MBT € OCHOBHMAT ITLT HA €/IMMHHHpPAaHE Ha BUIJArJIMITTHH NPH X0pa, KaTo [Ipe/CTaB/igsa
69% oT npunoxeHaTa go3a. OcHoBHUAT MeTabonut (LAY 151) e papmaxonorHyHo HeaKTHBEH H
NpeAcTaBJigBa NPOAYKT Ha XHAPOM3a Ha LIMaHO Ipynara, KORTo cxeTasaasa 37% or j103aTa, CleABaH
OT NPOAYKTA Ha aMHaHa xuaponusa (4% ot aosara). DPP-4 nonpuHacsa 4acTHYHO 38 XHAPOIM3aTa Ha
BWNAArTMNTHH Bh3 OCHOBA Ha MPOYYBaHe 1N vivo ¢ nabxose, numedn ot DPP-4. BungarnunTtuH He ce
metabonnisupa ot ensumuTe Ha CYP 450 10 KONUYeCTBEHO H3MEPHMA CTETEH, H ChOTBETHO
MeTa0ONUTHHUAT MY KIHUPBHC He ce 04YaKBa Aa Obje MOBRIMAH OT CbBMECTHO TIpWIaraHy JIeKapcTaa,
KOWTO ¢a HHXHOUTOpU W/unu uHaykropu Ha CYP 450. In vitro npoyusaHus NOKa3BAaT, 4ye
BUJIJArTHNTHH He HHXubupa/muayuupa edszumure Ha CYP 450. [Topaau ToBa BUIAATNHITTHH
BEPOSATHO HAMA Aa NOBIHAE MeTabONUTHHA KIIUPBHC HA CbBMECTHO NMpUNaraHy JIEKapCcTaa,
mMetabonusnpaun ot CYP 1A2, CYP 2C8, CYP 2C9, CYP 2C19, CYP 2D6, CYP 2El wnu CYP

3A4/5.

EnuMuHMpane
Cnen nepopanto npunoxeHue Ha [14C] sunagarnuntul, npubausurenso 85% or Ao3aYL M&o
ype3 ypHHara, a 15% oT no3ara ce ekckperupa ¢ dpekanuuTe. Penannara eKCKpeLus , #g
BIWIRAITTHITTUH npeacTasnisa 23% ot Ao3ara ciiel NepopaiHo npuioxkeHue. Cnen n.
NPHICKEHHUE NPH 3ApaBH cybekri, OOUIHAT IUIa3MEH K PEHAJIEH KITHPBHC Ha BHJLIIEI Ty _.:_,*5 g
cboTBeTHO 41 W 13 Vh. CpeaHusT eNMMHHALMOHEH MOMYXKHBOT CJIe/l HHTPABEHO3HO \ic "* OREPA )
NMpHOIK3UTENHO 2 yaca. ENMMHHALUMOHHHAT NOMYXKHBOT CAE NEPOPANHO MPHIOKEH

/*,/7"-.. _..-'"__:b g
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npubnu3xTeNHO 3 Yaca.

JInHefinocT/HeTUHERHOCT
Cmax Ha BHIATTKITTHH M IUIOWLTA 110 KPHBATA IU1a3MEHA KOHUEHTpauKUAa cripamo Bpeme (AUC) ce

[IOBHLIABAT N0 NPHOIH3UTETHO 103a-NPONOPLHOHAIIEH HAYHH B PAMKHTE HAa TEPAre¢BTHYHHA 40308
WHTEpBaJl.

XapakTepUCTHKH NIPH NALHEHTH

. [Ton: He ca HabnionaBany KIMHHYHO 3HAYMMH Pa3/IMKH BbB (papMaKOKHHETHKATA Ha
BIIIArTHITTHH MEXAY MBXKE H KEHH B LIKPOK Bbh3PacTOB AMANa3oR M WHAEKC Ha TenecHa Maca (BMI).
HUuxnbupanero Ha DPP-4 oT BuaaarndnT4H He ce NOBIHABA OT 1014,

. BrapacT: [Ipy uHAKWBHAK B cTapuecka Bb3pacT (> 70 rogunu) obiiara €KCrno3uitna Ha
punnarmuTHH (100 mg BenHbX AHEBHO) € yBenu4eHa ¢ 32%, a nMKoBara ru1azMeHa KOHUSHTpaLus —
¢ 18% B cpaBHeHue ¢ mnaau 3apaBu cybextu (18—40 ronunu). Tesn npoMeHH He C€ CHUTAT 3a
KIMHAYHO 3HaYMMH. UHxubupaHeTo Ha DPP-4 ot BUnaarnMnTHH He ce NoB/MABa OT Bb3pacTTa.

. YepHopotHo yepexaane: [Ipy MHAMBUAK C JIEKO, YMEPEHO HITH TEXKO YEPHOAPOOHO
yspexaaHe (Child-Pugh A-C) He ca HabnionaBaHu KJIMHMYHO 3HAYMMH NpOMEHH (MakcHmyM ~30%) B

€KCMNO3IHUUHATA HA BHWJIAATTTUITTHH.

. BEnbpeuno yepexnane: [1pu MHOAKBHOM C JIEKO, YMEPEHO WK Texkko 6x0peuHo yBpexaaHe
CHCTEMHATA EKCIIO3UIMA Ha BWINAraMnTHH € yeenuueHa (Cmax 8-66%; AUC 32-134%), a ofwuar

TeJleCeH KJIMPBHC € HAMAJIEH B CpaBHEHHE Che cyOekTH ¢ HopManHa 6uOpedHa pyHKLUMA.

® ETHHYecka npuHaLnexHocT: OrpaHuyeHH JaHHH MPEANoNarar, e pacara HiMa ChHIECTBEHO
BIIMAHHE BbPXY PapMakOKMHETHKAaTa Ha BHAJArTHITTHH.

MetdhopDMHH

Abco nus

Crnen nepopajiHo NPWIOKEHHE Ha METPOPMHH MaKCHMaJTHaTa Tula3MeHa KoHUeHTpauus (Cmax) ce
NOCTHra 3a OKoJNo 2,5 yaca. ABconroTHaTa GuoHanH4YHOCT Ha TabneTka MeTgopMuH ot 500 mg ¢

npubnusurento 50-60% npu 3apasu cyGekTu. Cniea nepopanso npwioxkeHue HeabcopbupaHara vacr,
oTKpuTa BbB hexkanuute, € 20-30%.

Cnea nepopanHo npuioxeHue abcopbumuara Ha MeTOpMHH € HaCHTHMa Y HemnbiHa. [Ipeanonara ce,
ye dapMaKOKHHeTHKaTa Ha abcopbuuaTa Ha MeThOpMHH € HenuHeina, Ipy obuuaiiuure Ko3u K
CXe€MH Ha A03HpaHe Ha MeTOOPMHUH, CTabWIHH NJ1a3MEeHU KOHLIEHTPALHH CE NOCTUraT B pAMKHTE Ha
24-48 yaca M OOMKHOBEHO ca no-Mankd ot | pg/ml. B koHTpONHpaHH KIHHWYHM NPOyuBaHHA
MaKCHMAa/IHHTE IU1a3MEHH KOHLIEHTpauKu Ha MeTdopmuH (Cmax) He HanBHiuaeat 4 pg/ml, ropu npu
MaKCHMaJlHH AO3H.

XpaHara neko 3abapa W HaMaiABa cTeneHTa Ha abcopbiiua Ha MeTdopMmuH. Crien nipHnoKeHHE Ha
no3a ot 850 mg, nukoBaTa ruiasmMeHa koHueHTpauus e ¢ 40% no-nHucka, AUC e HamaneHa ¢ 25%, a
BPEMETO J10 JOCTUraHe Ha MUKOBATA IU1a3MEHA KOHLIEHTPALIHA € YABDKEHO € 35 MUHYTH. KITMHHYHATa
3HAYHMOCT Ha TOBa HAMAIEHHE € HEH3BECTHA.

PasnpenenceHue
Cebp3BaHeTO C IUIA3MEHHTE MPOTEHHH € HE3HAUMTETHO. MeTdhOpMHH ce pa3npenens B €pUTPOLIUTHTE.

Cpeaunst obeM Ha pasnpeneneHue (Vd) sapupa mexay 63-276 nutpa.

buoTtpaHcopMauns

MeTthopMHH ce eKCKpeTHpa HenpoMeHeH upe3 ypuHata. He ca uaeHtnduunpany mera
xopa.

EnuMuHHpaHe
MetdopmuH ce enrmunupa upes 6n6peura ekckpeuya. brOpeyHHUAT KNHPBHC Ha M
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ml/min, KOETO NMOKa3Ba, 4ye MeTGOPMHUH CE ETHMUHMPA Ype3 IoMepyaHa GuaTpaiyms U TyOyiHa
cekpelus. Cnel nepopanHo NPUIoKEHHE NPUBRAHUAT KPaeH eTMMHUHALIMOHEH MONYKHUBOT €
npubnusutento 6,5 yaca. [Ipu HapyuieHa 610peuna yHKUHA OBOPEUHHAT KIUPEBHC € HaMaleH
MPONOPLHOHAIHO Ha TO3H HAa KPeaTHHHWHA, KOETO BOAM 0 YAL/DKABaHE HA €JIMMHHALIMOHHHUA
MONY>KMBOT M IOBMILIABAHE HA HHBATa HA METGOPMHH B IU1a3Mara.

5.3 IpeaxnmAH4YHH JaHHH 3a He3onacHoCT

[Ipoy4BaHHs BBPXY KHBOTHH C MPOABDKMTENHOCT J0 13 ceqMuLK ca npoBeeHH ¢ KOMOHHUPAHHUTE
BEleCTBa BBB BIWIAArIUNTHH U MeTdhopMuH. He ca naeHTHQHLIMPAHHA HOBH TOKCHYHOCTH, CBBP3AHH C
komOuHanuaTa. CreHUTE JaHHU Ca OTKPHUTHA OT MPOYYBaHHA, NPOBEJEHH HHAUBHIYANIHO C
BWJILAATJIHITTHH UK METHOPMMUH.

BuigarnaunTuH
3abaBsHe Ha MPOBOJHMOCTTA Ha MMITY/ICHTE B CHPLETO € HabmoAaBaHo MpH Ky4eTa MpH go3a 6e3

ebexT 0T 15 mg/kg (7 nbTH no-ronsmMa eKCo3ULHs OT YoBellkara, 6a3upaHa Ha Cmax).
HarpynBaHe Ha NEHECTH anBeoJlapHH Makpodaru B 6ennre qpoboBe € yCTaHOBEHO IPH TUTEXOBE H
muiuky. Jlo3a 6e3 epekT npu wibxose € 25 mg/kg (5 MbTH No-rofigsMa YoBelIKa €KCIIO3HIKA,
6azupana Ha AUC), a npn muwky 750 mg/kg (142 meTH no-roisma Yosellka eKCIO3MULIKSA).
CTOMAILIHO-YPEBHH CHMITTOMH, 0CO0OEHO MEKU H3IPAXKHEHMS, U3NPAKHEHHA CBC CITY3, AHAPHA H, IIPH
[10-BUCOKM JIO3H, XPbB B U3NPaKHEHHATA, ca Habmoaasanu npu ky4dera. Huso 6e3 edexr He €
YCTaAHOBEHO.

BungarnunTiH HE € MyTareHeH B CTaHAAPTHH in Vilro W in vivo TeCTOBE 3a FCHOTOKCHYHOCT.,
[IpoyuBaHe 3a QEPTHIMTET U PAHHO eMOPHOHANHO Pa3BHUTHE MIPH ILUTHXOBE HE MTOKa3Ba AOKAa3aTe/ICTBa
3a HapylleH QEepTHINTET, PENPOAYKTHBHA CIIOCOOHOCT WM paHHO eMOPHOHAMHO Pa3BHTHE, JbJ/KALIH
C€ Ha BUJIJIArJIHIITHH.

EmOpuro-(reraiia TOKCHYHOCT € OLIEHEHa NPH IUTbXOBE H 3afLH.

[Ipu ruibxoBe € HaOMJaBaHO YBEJIHYEHO paspoCTpaHeHHe Ha BbJIHOOOpa3HH pebpa, CBbp3aHo ¢
HaMAaJIEHH N0KAa3aTelll Ha TeNeCHOTOo Teryio Ha Makikure. J{o3a 6e3 edext: 75 mg/kg (10 meTH
YOBEIKATA €KCIIO3UIINA).

[Tpu 3aiiuy e ycTaHOBEHO HAMAJIEHO TEIJIO Ha IJI0/a U BapHallUM B CKEJIETa, TOKa3BallH 3abaBsiHe B
Pa3BHTHETO, CAMO MPH HAJIWYKE HA T€XKa TOKCHYHOCT npu Maiikure. J{o3a 6e3 edekt: 50 mg/kg (9
ThTH YOBEIIKATA €KCTIO3HLIMA ).

ITpoyuBaHe 3a ipeHATANHO H MOCTHATATHO pa3BUTHE € MPOBEAEHO NpH ruibxose. Habmoaennsra ca
CBLP3aHH €JMHCTBEHO ¢ TOKCHYHOCT NPHA MalkuTe nipy no3u > 150 mg/kg u BKIIOYBAT BpEMEHHO
HaMansgBaHe Ha TEeCHOTO TENIO U HaMalleHa ABHraTe/IHa akTUBHOCT NpH noxkoneHuero F1.
JBYroARUIHO MpOY4BaHE 3a KAHUESPOTEHHOCT € NMPOBEACHO MPH IUTBXOBE C NMEPOPATHH J03M R0

900 mg/kg (mpubnusurento 200 mbTH 4OBEIUKATA EKCIIO3ULMA TIPH MAKCHMAJIHATa NPENOPhYMUTEITHA
no3a). He e nabnonapaHo yBeiH4eHUe Ha HECTOTATa HA TYMOPH, KOETO JIa C€ ABJIKM Ha
BUATTUNITHH.

Jpyro ABYroHLIHO NPOYYBAHE 3a KAHLEPOTeHHOCT € NPOBEACHO NPU MUIIKU C MEPOPATHH A034 10

1000 mg/kg. HabmopaBaHo e yBeHYE€HO pa3lpoCcTpaHeHHe Ha afleHOKapLIMHOMHM Ha MJIEYHATa XKJjiesa
H XeMaHrHOCapKOMHM MpH 103H 0e3 edext crorseTHO 500 mg/kg (59 mbTH HoBeLIKATA EKCITO3ULIMS) H
100 mg/kg (16 obTH YoBewIkaTa EKCIIO3ULMA). Y BEJIMHEHHETO Ha Te3H TYMOPH MPH MHIIKH C€ CHHTA
3a HE3HAYHTEICH PUCK 32 XopaTa Nopajy:

- Jluncara Ha reHOTOKCH4HOCT Ha BIJIAAIMIITHH U OCHOBHUSA MY METa0O/IMT.

- HabnogeHueTo Ha TyMOpH CaMoO TIpH €AUH BUA.

- BHCOKMTE CHCTEMHH CHOTHOLLUEHHA HR EKCIIO3MLHMA, TPH KOUTO ca Habmo1aBaHH TYMOPHTE.

B 13-ceaMHMHO TOKCHKOJIOIMYHO NpOy4BaHe [pU MaiiMyHH cynomolgus ca perucTpupaty KOXHH
NIe3MM npy J03u > 5 mg/kg/nen.
. Jle3uuTe ca NOKaNU3UpaHH ITaBHO BbpXY KpalHHLMTE (pblie, KpaKa, YLUIH U
. [Ipu 5 mg/kg/nen (mpubaU3NTENHO EKBHBAICHTHO HA YOBELIKATA EKCIIO3U
mg) ca HabmoaaBaHMU caMoO MeXypH, KOMTO ca 6unr obpaTHMH, BBIIPEKH NPOab
U He ca OMJIM CBBP3aHH C XUCTOMATOIOTHYHH @HOMAJIHH.
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. JTollieHe Ha Koxkata, o0enBaHHA, KOPUUYKHK W A3BH HA OMNallKaTa ¢ KopeaHpailH
XMCTOMATONIOrHYHH MPOMEHM ca Habmoaasanu npu a034 > 20 mg/kg/aeH (NpubAU3KUTENHO 3 MBTH

YOBELIKATE €KCnO3ULHA npy fo3a 100 mg).
° HexpoTnunn ne3ann Ha onamkara ca Habmonasasy npu aosu > 80 mg/kg/nen. Koxuunre

ne3nn He ca 6wu obpaTuMK npyn MaiimyHu, nekyBaHu ¢ 160 mg/kg/nen no speme Ha 4-ceAMHYEH
Bb3CTAHOBHTEJIEH NIEPHOL.

Metdopmu

HexnuHuuHHTE AaHHM 3a MeTHOPMHH HE MOKa3BaT 0COOEH PHUCK 3a XOpaTa Bb3 OCHOBE Ha
KOHBEHLIHOHATHHTE (APMAKOJIOrMHMHH NpOoy4YBaHHA 3a 6€3011acHOCT, TOKCHYHOCT NPH MHOTOKPaTHO
MPKIOKEHHE, FEHOTOKCHYHOCT, KAHUEPOreHEH MOTEHHA U PENPOAYKTHBHA TOKCHYHOCT.

6. OAPMAHEBTHYHH JAHHH

6.1 ChoHebK HA NOMOIIHUTE BEUIECTBA

Q'bpl_J,EBHHa Ha TaBneTkara

Xuapokcunponunuenyinosa (E 463)
Marxesues cTeapar

PHUIMOBO NOKPHUTUE

Xunpomenosa (E 464)

XKeneseH okena xuaT (E 172)

Turanos auoxkcua (E 171)

Maxkporon 8000 (E 1521)

Tanx (E 553b)

6.2 HecnBMecTAMOCTH

Henpuioxumo.

6.3 Cpok ua rogHocT

3 rOAMHH.

6.4 Cnenna/nH yCJIOBHA HA ChXpaHellHe
Jla ce cxxpanasa nog 30°C.

6.5 BH1 H cbABPKAHKC HA OMAKOBKATA

Anymunnit/anymunnii (OPA/AIW/PVC-Al) 6aucrep:

[Ipennara ce B 6nucrepHa onakoska ot 10 Tabnerku, CbaALPKALIM B KAPTOHEHHU KyTuH no30, 60, , 180
He Bcuuku BHAOBE 0onakoBku Morar ga 6saaT nycHat B npoaaxda.

0.6 Crnenra/iHE NPeANa3HH MEPKH NPH H3XBbLpJsHe

Hewn3non3raHUAT JNEKAPCTBCH MPOAYKT HW/IH OTTIAOABYHHTC MATCPHAIIH OT HEre TpAa
B CHOTBETCTBUE C MCCTHHTC HIHCKBAHHA,
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7. NMPATEXATEJ HA PAPEILIEHHUETO 3A YIIOTPEBA

MSN Labs Europe Limited
KW20A, Kordin Industrial Estate

PLA 3000 Paola
Manta

8. HOMEP(A) HA PA3PEIIEHHMETO 3A YIIOTPEBA

Per. Ne;

9. JJATA HA ITBPBO PA3SPEINABAHE/TIOMHOBSBAHE HA PAZPEHIEHHETO 3A
YIHOTPEBA

Hata Ha mbpBO pa3speluaBaHe:
JlaTta Ha rnocineaHo NnoJHOBABAHE:

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA

03/2025
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