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Kpamka xapakmepucmuxa Ha npogykma [lpuaoxeHue 1
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Pa3pewerue Ne

1. HUME HA JEKAPCTBEHHUSA IMPOAYKT

TyrekBu Kombu 50 mg/850 mg ¢usimupanu tabierku

Tutecvi Combi 50 mg/850 mg film-coated tablets ‘Y403 -t7 3 1-05- 2024

BG/MA/MP - g ............................ ;AR

T'yreksu Komou 50 mg/1 000 mg dunmupanu tabnerkn | OgospeHue Ne ..............ccuvvvne.. foniiisssinsiiisstiis
Tutecvi Combi 50 mg/1 000 mg film-coated tablets

2 KAYECTBEH U KOJIMMECTBEH CHCTAB

Tyrexksu KomOu 50 mg/850 mg dpunamupanu tabierku
Besika ¢puimMupana tabnertka cbabpxa 50 mg Buwinarmntuu (vildagliptin) u 850 mg MetdhopmMuHOB
xuapoxjopua (metformin hydrochloride) (exBuBasientHu Ha 660 mg metdopmun).

T'yrexksn Komou 50 mg/1 000 mg duimupanu rabierku
Besika puimupana tabnerka cbhabpxka 50 mg Bunaaranntus (vildagliptin) u 1 000 mg MeTdhopMHHOB
xuapoxsiopua (metformin hydrochloride) (ekBuBanentu Ha 780 mg metdhopmuH).

3a MbJIHUA CIMUCHK HA NOMOLIHHUTE BELLECTBA BHIKTE TOYKa 6.1

3. JIEKAPCTBEHA ®OPMA
®uimupaHa TadJieTka.

lyrexBn Kom0u 50 mg/850 mg ¢puamupanu tabaetku ca *bJITH, €JUICOBUAHH, GUIMHPAHH
TabJIETKH CbC CKOCEHH pbOOBE, M1aJIKM OT ABETE CTPAHH U NPHOIM3UTENHH pasmepu 20,7 x 8,8 mm.

TyrexkBu Kombu 50 mg/1 000 mg ¢priiMupaHu TabaeTKH ca TBMHOMCHITH, €JTUICOBH/IHH, ¢uiIMUpaHu
TabJIETKH ChC CKOCEHH PbOOBE, I1a/IKK OT JBETE CTPAHK W NpUOAu3UTenHU pazmepu 21,3 x 10,1 mm.

4. KIIMHUYHU JAHHH

4.1 TepaneBTHYHH NOKA3ZAHHSA

TyrexBu KoMOu e nokasaH kato 10mbjIHEHHE KbM JMETATA M YIIPOXKHEHUATA 32 [0100peHHe Ha
FJTAKEMHUYHHSA KOHTPOJI MPH Bb3PACTHHU CbC 3axapeH auader Tur 2:

» MPpH MALMCHTH, TPU KOUTO HE € BBH3MOXKHO Jla C€ MOCTHIHE a/IeKBAaT€H KOHTPOJ Camo C
METPOPMUHOB XUAPOXJIOPHI;

o pH MNALHEHTH, KOMTO BEYe C€ JIEKYBaT ¢ KOMOMHAUMATA BWIAArJIMOTHH W MeT(HOPMHHOB
XMAPOXJIOPH/L 1101 popMaTa Ha OT/IETHHU TAONETKH:;

® B KOMOMHALMS C APYTH JIEKAPCTBEHH MPOJIYKTH 3a JIeYeHHE Ha AMAGET, BKIIIOUMTETHO UHCYIIHH,
KOrato T€ HE OCUIypsBaT a/ICKBAaTEH IIMKEMHUYEH KOHTPOJ (BXkK. TOYKH 4.4, 4.5 1 5.1 3a HAJIMYHU TaHHU
OTHOCHO pa3/IMYHUTE KOMOUHALIUH).




4.2 Jlo3MpoBKa H HAYHH HA NPHJIOKEHHE

Jlo3upoBKa

Bv3pacmuu ¢ nopmanna ovopeuna pynxyusi (GFR > 90 mi/mun)

Jlo3ara rnpu aHTUXMIEPraMKeMU4YHOTO JieueHHue ¢ Tyreksu KomOu TpsadBa na 6be
WHIWBH/yaJIM3MpaHa Bb3 OCHOBA Ha TEKYlLllaTa CXeMa Ha NalMeHTa, ePEeKTUBHOCTTA U NOHOCUMOCTTA,
KaTo HE Ce MNpeBHIlIaBa MaKCMMaJslHaTa MnpernopbyMTe/IHa AHEBHA /1032 oT 100 mg BUIAATIMIITUH.
TyrekBu KomOM Moxe na ce 3anoyHe wiau kato tabnaetka ot 50 mg/850 mg, wiu kato Taberka ot
50 mg/1 000 mg, npuioxeHa 1Ba MbTH AHEBHO, M0 €/1Ha TA0JIETKA CYTPHUH U €/1Ha Beyep.

- [Ip1 nauMeHTH, Npu KOMTO HE € MOCTUrHAT a[ICKBATEH KOHTPOJI ¢ MAKCUMAJTHATA MOHOCUMA
/103a METQOPMHH, NpHJIaraH KaTo MOHOTEPAIIUS:

HauasinaTa n03a Ha Tyreksu KomOu TpsibBa aa npenocrass Bugarauntid 50 mg 1Ba MbTH JHEBHO

(100 mg obwia aHeBHa 103a) MOC 103aTa Ha METHOPMHH, KOATO BEYE Ce Mnpuara.

- | Ipy nauneHTH, KOUTO NPEMHHABAT OT €IHOBPEMEHHO MPHJIAraHH BUIAATIHIITUH U METHOPMHUH
KaTO OTAE/IHKA TaDJIEeTKH:

T'yrekBu KomOu TpsOBa j1a ce 3anoyHe B ChlIMTE 1034 HA BUIAAIMIITHH U METGOPMHH, KAKTO

[PUEMAHUTE 10 MOMEHTA.

- [lp1 nauMeHTH, NPU KOUTO HE € NOCTUIHAT a/IEKBATEH KOHTPOJI C IBOWHA KOMOMHALIUS OT
MET(POPMHH U CYTDOHUTYPEHHO NPOU3BOHO:

/lo3ara Ha TyrekBu KomOu TpsaOBa n1a npejocTaBs BUIAArIMITHH B /1032 0T 50 mg /Ba MbTH AHEBHO

(100 mg obuia aHeBHa /103a), a j103aTa Ha MeTGOPMHUH TpsaOBa j1a Gb/ie M0100HA Ha NpYeMaHara J10

vomeHTa. Koraro Tyreksu KomOu ce npunara B koMOMHaLIMS CbC CYIPOHKITYPEHHO TPOU3BOIHO,

MOJKE /1a c€ OOMHMCI/IM MO-HUCKA /103 Ha CYI(POHUITYPEHHOTO NPOU3BO/IHO, 3a /1a C€ HAMAIM PUCKBT OT

XHUITOTJIMKEMMH.

- | Ipu nauneHTH, Npu KOWTO HE € MOCTUrHAT a/IeKBaTE€H KOHTPOJI C JBOMHA KOMOMHMpaHa
TepanMs C HHCYJIMH U MAKCUMAaJIHO MOHOCHUMATA /1032 MET(HOPMHH:

Jlozara Ha Tyreksn KomOu Tps6Ba na npejoctass BU/IAArIMITHH B J103a OT 50 mg 1Ba MbTH JHEBHO
(100 mg obwa nHesHa 103a), a 103aTa Ha MeThOPMUH TpOBa 1a Objie No100Ha Ha 103aTa, MPUEMaHa
J10 MOMEHTA.

be3onacHocTTa M €(PUKACHOCTTA HA BUJIAAMIMITTUH U MET(OPMHH, NPHIAraHy KaTo TPOHHA nepopaiHa
Tepanus B KOMOMHaLMS C THA30JIUIUHAMOH, HE Ca YCTAHOBEHH.

CrneuuaaHu nonyJjialmu

Cmapuecka ev3pacm (> 65 200unu)
Tbi kaTo MeTOpMHUH ce eKckpeTupa rpe3 6bOpeuuTe, a NalMeHTUTE B CTaApUECcKa Bb3pacT M0Ka3BaT
TEH/ICHLIMsl KbM HaMajlsiBaHe Ha ObOpeuHaTa PyHKLMS, NALMEHTUTE B CTAPYECKA BB3PACT, KOMTO

npuemar I'yrekBu KomOu, peoBHo TpsiOBa j1a npocieasBat GpyHKUMATA HA ObOpeLuTe cHu (BXK.
TOYKH 4.4 u 5.2).

bvopeuno yepescoane
[Ipean 3anouBaHe Ha jie4eHHE € NPOAYKTH, ChIAbpKalM METHOPMHUH, TPAOBA /1a Ce HAMpPaBH OLIEHKA
Ha GFR, a ciiex ToBa — none BeHbxk roauiHo. [1pyu nauMeHTH ¢ MOBUILIEH PUCK OT MO-HATATBLIHO

nporpecupaie Ha ObOPEeYHO yBpEeXk/1aHE U NPH NMALIMEHTH B CTApYeCcKa Bb3pacT TpaOBa 1no-
[paBH OlLIEHKA Ha ObOpeyHaTa QyHKUMS, HANPUMEpP Ha BCekH 3-6 meceula.

3a npeanoYMTaHe € MakCUMalHaTa JIHeBHa /103a MeTOpPMHUH J1a Objie pas/esieHa Ha
dakTopH, KOUTO MOraT /1a YBEJIM4AT PUCKA OT JIaKTATHA alu/103a (BxK. Touka 4.4),

rnpepasriie1aHu, MpeaM J1a c€ OOMMUCIIM 3aroyYBaHETO HaA JICYEHHME C MET(HOPMHH TPH
GFR < 60 ml/min.



AKO He € JI0CTbIIHa /1030Ba popma Ha TyrekBu KomOM ¢ a1eKkBaTHO KOJIMYECTBO HA AKTUBHOTO
BELLIECTBO, BMECTO KOMOMHALIMS ¢ PUKCUPAHU 103K TpAOBa J1a ce U3MO3BAT OT/IETHHTE
MOHOKOMITOHEHTH.

GFR ml/mun | Merdopmun Buaaarnuntun

60-89 MakcumanHaTa aHeBHa no3a e 3 000 mg. He ce Hanara kopurupase Ha
Moxe 1a ce oOMHCaM HamassiBaHe Ha j103aTa [py | 103ara.
B/lOLIaBaHEe HA ObOpeuHaTa HyHKUHS.

45-59 MakcumannaTa 1HeBHa 1o3a e 2 000 mg. MakcuMasiHaTa J1HeBHa J03a e
Hauyannara 103a € noHe rnoJjioBUHaTa ot 50 mg.
MaKCUMaJlHaTa /J03a.

30-44 MakcumaiHaTa qHeBHa 1o03a € 1 000 mg.

HavyasiHara 103a € noHe noJIOBMHaTa OT
MaKCUMAJIHaTa J/103a.

< 30 MeT(hOopMHH € IPOTHBOMOKA3aH.

Heprnoopobmuo yepexcoane

TyrexBu KoMOu He TpsiOBa n1a ce npuiiara rnpu nauMeHTH ¢ 4epPHOAPOOHO YBPEXK/IaHe, BKIIOUUTETHO
T€31 CbC CTOWHOCTH Ha a/laHuH aMuHOTpaHchepasarta (AJIAT) unu acnaprat amuHoTpaHcdhepasara
(ACAT) npenu 3ano4sane Ha ne4eHHeTo > 3 MbTH ropHaTa rpaH1ua Ha HopmaiHoto (I'TH)

(BK. ToukH 4.3, 4.4 u 4.8).

[leouampuuna nonyrayus

He ce npenopbusa ynorpebara Ha TyrexkBu KomOu npu neua u onowu (< 18 roaunn).
be3onacHOCTTa M eh)UKACHOCTTA HA BWINAMIMITHH/METHOPMHH NPH Jlela U oHoLH (< 18 roaunu) He
ca ycTaHOBEHHM. JIunceart JaHHM.

Ha4uH Ha npuaoxeHue

[lepopanno npuioxenue.

[IpyembT Ha Tyreksn KomOu no Bpeme Ha wiin BeaHara ciez XpaHeHe, MOKe 14 HAMAH CTOMALLHO-
YPEBHUTE CUMIITOMH, CBBP3aHH ¢ METPOPMHH (BXK. CbLILO TOUYKA 5.2).

4.3 IlporuBonoka3zaHus

— CBpPBXUYBCTBUTEIHOCT KbM AKTHUBHUTE BELLECTBA MJIM KbM HAKOE OT MOMOLLHHUTE BELLECTBRA,
U30poeHH B ToUKa 6.1.
— Bceku THIT OcTpa MeTabo/IMTHA aumMa03a (KaTo JakTaTHa aum/103a, AMabeTHa KeToawm103a).
— JlnabeTHa npekoma.
~ Texxka 6b0peuna nepocrarbuHoct (GFR < 30 ml/MuH) (BX. Touka 4.4).
— OcCTpH CbCTOSHUS, KOMTO MOraT jla MpoMeHAT ObOpeuHaTa hyHKUMS, KaTo:
- aexuaparauus,
- TeXKKa UH(EKIUA,
— LLIOK,
— BLTPECH/10BO MPHJIOKECHHE HA HOJIMpAHH KOHTPACTHHM BellecTBa (Bxk. Touka 4.4).
— OcTpo uiin XpOHUYHO 3a00J19BaHe, KOETO MOXKE /1a MPUYUHHU ThKaHHA XHITIOKCHS, KATO:
- Cbp/IEYHa WJIH 1MXaTe/THA HEJJOCTATbYHOCT,
- CKOPOLLUEH MUOKapaeH UHpapKT,
- LLOK.
— HepHoapoOHo yBpexaaHe (Bxk. Touku 4.2, 4.4 u 4.8).
- OcTpa a/IKOX0JIHA HHTOKCHKALIUSA, AJTKOXOIHIBM.
— KbpMeHe (Bk. Touka 4.6).




44 Cneuua/HH npeaynpexaeHHs H Npena3Hu MepKH npu ynorpebda

OO0
TyrexkBu KomOM He e 3amecTHTEN HA MHCYIMHA NP UHCYJIMH-3aBMCUMH MaLMEHTH W He TpsbGBa j1a ce
[pujiara rnpu rnauyMeHTH CbC 3axapeH a4dabder tun 1.

JlakTaTHa auu03a

JlakTaTHaTa auma03a, MHOrO ps/IKO, HO CEPUO3HO METAbOJIMTHO YC/I0KHEHUE, HAH-YECTO HACTHIBA
NPy OCTPO BJlOlIaBaHe Ha ObOpeyYHaTa GyHKUMS, KapAMO-pPeCTMPATOPHO 3200 19BaHE WM CENCHC.
HarpynsaHeTo Ha METGOPMHH HACTBIIBA I1PH OCTPO BJlOUIaBaHe HA ObOpeyHara pyHKUMS U
yBE/IMYaBa PUCKa OT JIaKTaTHA allM/103a.

B cayyait Ha nexuaparaums (Texka AMapys WK MOBPBLIAHE, TPECKA WIIM HAMAJICH [IPUEM Ha
TEYHOCTH) TPAOBA BPEMEHHO /1a CE CIIPE NPUEMBT Ha METHOPMHH M € NMPENOPbUYUTETHO /1A Ce
YCTAHOBHU KOHTAKT C MEJIMLIMHCKH CIELIMAJIUCT.

[IpyemMbT Ha IeKApCTBEHU MPOAYKTH, KOMTO MOraT OCTPO /a yBpeasT ObOpeunara GpyHKUMs (KaTo
AHTUXUIICPTECH3UBHU cpeacTBa, nuypeTvuud U HCIIBC), TpsaOBa na ce 3anoysne ¢ noBuiieHO BHUMaHHUeE
[PH MALMUEHTH, JICKYBaHH C METQOPMHH. [Ipyru puckoBu hakTopu 3a laKkTaTHa alMao3a ca
[IPEKOMEPEH MPHEM Ha JIKOXOJ1, YEPHOAPOOHA HEIOCTATBYHOCT, HEIOCTATHYHO KOHTPOJIMPAH Auaber,
KeTO03a, NPOAB/DKHUTE/IHO I'Jla/lyBaHE U BCAKAKBU CbCTOSHUSA, CBbP3aHH C XHITOKCHUSA, KAKTO M
€IHOBpeMeHHaTa ynorpeda Ha JieKapCTBEHH MPOAYKTH, KOUTO MOTAT J1a MPUUYMHSAT JIaKTaTHA allua03a
(Bxk. Touku 4.3 u 4.5).

[ laumenTure W/nim GoaHorneaunre TpsadBa na 6baaT MHGOPMHUPAHH 3a PUCKA OT JIAKTaTHA allM103a.
JlakraTHaTa aumn/103a ce XapakTepu3Mpa ¢ alKI03Ha JUCTTHES, KOpeMHa 60J1Ka, MyCKY/IHU KpaMIH,
aCTCHHUS M XUIIOTEPMHMS, I10CJI€ABAHH OT KoMa. | Ipu nopo3puresnHu (CyCnekTHH) CHMITTOMM,
MaLMeHTHT TPAOBA /1a Cripe npuema Ha MeTHOPMHUH M He3a0aBHO /1a NOTHPCH JIEKAPCKa MOMOLLL,
JInarnocTuunuTe 1a00paTOPHU HAXO/IKH ca NOHKWXKEHO KpbBHO pH (< 7,35), noBHILIEHH HHMBA Ha
y1asmMeHus akrar (> S mmol/l) u nosuiueHa aHHOHHA pa3/iMKa W CbOTHOLLEHHWE JIAKTAT/TMPYBAT.

[Ipunoowcenue na uooupanu KOHMpaAcmMHu 6euyecmed

BbTpech/10BOTO NMPUIOKEHHE HA HOAMPAHU KOHTPACTHH BELLIECTBA MOXKE /1a JI0BE/IE 10 KOHTPACT-
WHyUHpaHa HeponaTus, BO/IE1UA 10 HATPYNBAHETO HA MET(OPMHH M MOBUILEH PUCK OT JIAKTATHA
auuno3a. MerdopmuH TpsbBa 1a ce cripe npeam WiM KbM MOMEHTA Ha Npole/ypaTa 3a oopa3Ha
/IMarHOCTHKA U HE TpsOBa /1a ce Bb30OHOBABA /10 Hal-Maslko 48 yaca ciie/l TOBa, MPH YCJIOBHE Ye
ObOpeyHaTa yHKUMS € OLIEHEHa OTHOBO M € YCTAHOBEHO, Y€ € cTabuiiHa (Bxk. Touku 4.2 u 4.5).

bbOpeuHa pyHKLMS

[Ipeau 3anousane Ha jieueHHeTo TpsaOBa 1a ce Hanpasu ouieHka Ha GFR u penoBHO ciie ToBa (Bik.
Touka 4.2). MerdopmuH e nporusonokasat rnpu nauueHti ¢ GFR < 30 ml/mun v tps6sa 1a 6bje
BPEMEHHO CIPSH P HAIMYKUE HA CbCTOSAHHUSA, KOUTO MPOMEHAT ObOpeuHaTa GpyHkums (Bxk. Touka 4.3).

ChIbTCTBALIOTO MPUIIOKEHHE HA JIEKAPCTBEHH MPOYKTH, KOMTO MOTAT J1a MoB/IMAAT 6bOpeyHara
(pyHKUHMS, 1a 10BE/IAT 10 3HAUMMa XEeMOIMHAMHYHA [IPOMSIHA WIIM J1a MHXUOMpaT ObOpeuHus
TPaHCIOPT M J1a MOBULLAT CUCTEMHATA €KCIO3HLIHMA Ha MeT(GOPMHUH, TpOBa 1a Ce U3BBLPLIBA C
[MOBHUULIEHO BHUMaHHUE (BX. TOUKa 4.5).

YepHo1poOHO yBpexk1aHe
[launeHTH ¢ 4epHO1pOOHO yBpekKaaHe, BKIIIOYUTEIHO TE€3U ChC cTOWHOCTH Ha AJIAT win ACAT

[pe/1n 3arno4sBaHe Ha aevyeHuero > 3 nmbtu ['T'H, ne TpsabBa na 6baar nexysanu ¢ Tyt
TOYKH 4.2, 4.3 1 4.8).




lIpocreoseane na yepnoopooHume eH3umu

Mma choOLIeHHns 3a pe/IkM Cillyyad Ha HapylleHa YepHOApPOOHa DYHKUHA (BKJIHOUUTETHO XEIaTHT)
CJIe/l [IPHEM HA BWJIJIATIMNTHH. B Te3u cilyyan nauMeHTUTE KaTo LsAj10 ca 6e3 cumnromu, 6e3
KJIMHUYHM TOC/ICICTBHS U CTOMHOCTUTE Ha U3CJie/IBaHUATA 3a YepHOApOoOHa pyHkuus (MUD) ce
Bb3BPbLIAT /10 HOPMAJIHKTE CJIE/l PEeKpaTaBaHe Ha JieYeHUETo. [Ipeau 3anousaHe Ha JIEYEHHUETO C
Tyrexksu Kombu TpsabBa 1a ce npoeenar MHD, 3a na ce 3Hae U3xoaHOTO HUBO HA naiMeHTa. [lo Bpeme
Ha jiedeHueTo ¢ Tyreksu KomOu uepHoapoOHara ¢yHkuMs TpsOBa aa ce Ha0JI01aBa HA TPUMECEUHH
WHTEPBAJIM Mpe3 MbpBaTa rojlMHa U NMEPHOAUYHO ciie/l ToBa. [lalMeHTuTe, NpU KOMTO ce NMOBUILIAT
CTOMHOCTUTE HA TpaHCAMHUHA3UTE, TPAOBa ja ObaaT NpociieeHH Ype3 NOBTOPHA OLIEHKa Ha
yepHoApoOHaTa (PYHKUMA 3a MOTBbPXAaBaHe Ha JaHHUTE U ciiea ToBa MUD na ce npassaT yecTo,
JIOKATO OTKJIOHEHMSATA C€ BbpPHAT KbM HOPMaJIHUTE CTOMHOCTH. AKO nokauyBaHeTo Ha ACAT wuam
AJIAT > 3 nbru ' T'H npoabikasa, ce npenopbuBa npeycraHOBSBaHEe Ha Jie4eHHETO ¢ TyTeKkBH
KomOu. [lauuenTure, KOMTO pa3BUAT UKTEP WM JIPYTH NPHU3HALM, NPeAroJiarald HapylieHa
yepHoApoOHa pyHKUMS, TpAOBa j1a npekpaTaT jJeyeHueTo cu ¢ Tyreksu KomOmu.

Cien npexkparsaBaHe Ha jiedeHHeTo ¢ TyrekBn Kombu u HopMmanusupane Ha MUD, neuenuero ¢
Tyreksu KomOu He TpsOBa 1a ce 3anoysa OTHOBO.

HapyuieHus Ha Koxara

KOXHHM J1e31uH, BKIIOUYMUTEHO MOSABA HA MEXYPH M Y/ILEPALIMM 1O KPaHHULIUTE HA MAMMYHH Ce
CbOOLIABAT MPH MMPHJIOKEHUE HA BUJIJATIMITTHH B HEKJIMHUYHH NMPOYYBaHHUA 32 TOKCHYHOCT (BXK.
TOYKa 5.3). Bblpeku ue B KIIMHUYHUTE NPOYYBaHHUS HE ce HA0JI10/1aBa MosiBa Ha KOXKHMU JIE3HH C
MOBHULIEHA YE€CTOTA, OMUTHT MPU MALMEHTHU C KOXKHHU YCII0XKHEHUA Ha AuabeTa e orpaHudeH. OcBeH
TOBa UMaA MOCTMAPKETUHIOBH CHOOLIIEHHUS 3a OY/103HU U eKCchOJIMAaTUBHU KOXKHH Jie3ud. ETo 3aio,
KaTo 4acT OT PYTHHHUTE 'PHIXKH [IPH MALMEHTHUTE ¢ AMA0ET, ce npernopb4Ba 1poc/ieasBaHe 3a
HapyLLIEHUs Ha KOXKaTa KaTo 0sgBa Ha MEXYPH WK yJLEpalluH.

OcTbp NaHKpeaTuT
Ynorpebarta Ha BUJIArJIMITTHH € CBbP3aHa C PUCK OT pa3BUTHE Ha OCTBbP NaHkpeatut. [lauuenrure
TpsiOBa 1a ObaaT MHOOPMHUPAHHM 32 XapaKTePHUS CUMIITOM Ha OCTHP MaHKPEaTHT.

AKO ce 101031pa HAJIMYHe Ha MAHKPEaTUT, IPUEMDbT Ha BHJIJIar/IMNTHH TpSOBa /1a ce NpeycTaHOBH;
aKO C€ MOTBBbPAH HAJIMYKUE HA OCTHP MAHKPEATHT, JICHEHHUETO C BUIJ1ar/IMIITUH HE TpaOBa /1a ce
noaHoBsiBa. HeoOX0AMMO € MOBUILIEHO BHUMAHHWE NPH MALKMEHTH C aHAMHe3a 3a NpeKapaH OCTbp
[MAHKPEaTHT.

XHUIMOIJIUKEMHUS

HM3BecTHO €, ue cy/IpoHUITypeuTe MOXKe J1a NpeM3BUKaT XUIorjinkeMus. [lauuenture, npuemainm
BHJIIArJIMITHH B KOMOMHALMSA CbC CYI(POHUITYPEHHO NMPOU3BOAHO, MOraT Ja Ob/1aT U3/10)KEHH Ha PUCK
OT Bb3HUKBAHE Ha Xunorjukemus. llopaau ra3u npuunHa, Moxe 1a ce 0OMMUCIIM NMPUJIAraHeToO Ha Io-
HUCKA 7103a Ha CYJI(POHHIYPEHHOTO MPOMU3BO/IHO, 3a /1a C€ HAMaJIM PUCKBT OT Bb3HUKBAHE HA
XUIMOTTTHKEMHMS.

Onepauus

MeTtdopmuH TpsOBa aa ce cripe o BpeMe Ha ornepauus noj oouia, CriMHajlHa WK eNu1ypaiHa
aHecTe3us. JleueHneTo Moxe /1a Ob/ie Bb30OHOBEHO HE 1MO-paHo oT 48 yaca ciiel onepaumsaTa wim
Bb300HOBABAHETO Ha XPAHEHETO MPE3 YCTa, K MPH yciioBUE Ye ObOpeuHaTa PyHKLIMS € OLieHEHA
OTHOBO W € YCTAHOBEHO, Y€ € cTabuiHa.

4.5 B3aumoaeHcTBHE C APYI'H JICKAPCTBEHH NPOAYKTH U ApYru GopMu HA B3aHMOAEHCTBHE

He ca nposex/aHu opULMATIHU MTPOYUBAHUSA 32 B3AMMOIEHCTBHS C BHIIAATJTUITTHH
CiieanuTe 1aHHU OTpa3saBaT UH(GOpMALIMATA, HAJIMYHA 3a OT/AC/JIHUTE AKTUBHHU BE



BuagarivnTuH

BuiaarjiMnTiH uMa HUCHK NMOTEHLIMAIT 32 B3aUMO/IEHCTBHUS MPH €IHOBPEMEHHOTO MY MPHIIOKEHHE C
/IpYr4 JIEKapCTBEHH MPOAYKTH. TbH KaTo BUJIIAMIMIITHH HE e cyOcTpat Ha eH3uma uutoxpom P (CYP)
450 u He uHXHOUMPpa uau uHayurpa eHsumure CYP450, Hama BEpOATHOCT 3a B3aUMO/1eHCTBHE C
AKTHUBHH BELLECTBA, KOMTO ca CyOCTpaTu, UHXMOUTOPH WK HHYKTOPH Ha TE€3H €H3UMHU.

Pe3ynrarure OT KIIMHWUYHH [IPOYYBAHHS, NPOBEIEHH C I1EPOPATHUTE AaHTHAMAOETHH MPOAYKTH
[MUOrJIUTa30H, METPOPMHUH U rIIMOYpU/I B KOMOMHALIMA C BWIAAMIMIITHH, HE MOKAa3BaT KJIMHUYHO
3HAYUMH (DPAPMAKOKHHETHYHHU B3aMMO/IEHUCTBHS B TapreTHaTa noryJiaums.

[ IpoyuBaHHs 3a 1IeKapCTBEHH B3aMMOIEHCTBHSA € IMITOKCHH (cyOcTpar Ha P-riimkonporenH) 1
BappapuH (cydctpar Ha CYP2C9) npu 3/1paBy MHAMBH/IM HE MOKA3BAT KIMHUYHO 3HAYUMM
(hapMaKOKHHETHYHH B3aUMO/ICHCTBHUS CJIe/1 €IHOBPEMEHHO MPHIIOKEHHE C BUIIIATTTMITTHH.

[IpoyuBaHus 3a JIeKApCTBEHH B3aUMOIEHCTBHSA MPH 3/[PABH UH/IMBH/IM Ca NIPOBEJIEHH C aMJIOIUITHH,

pamHIpwI, BajcapTaH U cumBacTaTuH. [Ipu Te3u npoyuBaHus, ciie/1 eTHOBPEMEHHO MPHIIOKEHHE HA
BUJIJIarJTMITTHH, HE c€ HA0JII01aBaT KJIIMHUYHO 3HAYMMH (DapMaKOKHMHETHYHHU B3aumo ieiicTeus. Tosa
obaue He € YCTAHOBEHO NMPH NMPULEIHATA [TOIYJ1aLHs.

KomounHaums ¢ ACE nHxubuTopw
Bb3MOkKeH € MOBHIIEH PUCK OT Pa3BUTHE HA AHTMOE/IEM MPH MALMEHTH ChC CHITLTCTBALL TPUEM HA
ACE unxuburtopu (BxK. Touka 4.8).

KakTo W rnpu Apyrure nepopajiHu aHTUAMAOETHU MPOAYKTH, XHIIOTTUKEMHYHUAT ePEKT Ha
BH/IJIAMJIMITTHH MOXKeE /1a ObJie HaMaJleH OT Ofpe/ie/IeHH aKTHBHHU BELIECTBA, BKJIKOUYBALIM THA3H/IH,
KOPTHKOCTEPOHUIH, THPOUIHM MNpernapaTtH U CUMNAaTOMHUMETHLIU.

MetdhopmuH

Komounayuu, koumo ne ce npenopwvusam

Ankoxou

AJIKOXOJIHATa HHTOKCHKALIMS C€ CBbP3Ba C [OBULIEH PUCK OT JIAKTATHA aliM/103a 0COOEHO B Cy4au Ha
rj1ajyBaHe, HEJOXpaHBaHE WM YEPHO/1poOHA HE10CTAThYHOCT.

Hooupanu KOHMpAacmuu euyecmea

MeTdopmut TpsiOBa 3a1b/DKUTEIHO 1A Ce Crpe NMpe/Iu WK KbM MOMEHTA Ha MNpoLieaypara 3a oopasHa
/IMarHOCTHKA U HE TpsOBa /1a ce Bb300HOBSABA /10 Hai-Malko 48 yaca ciie1 TOBa, NPH YCJIOBHE e
ObOpeuHaTa pyHKLMS € OLEHEHA OTHOBO U € YCTAHOBEHO, Y€ € cTaOniiHa (BXk. Touku 4.2 u 4.4).

Kombunayuu, koumo uzuckeam npeonasnu mepku npu ynompeoa

Hsikou jiekapCTBEHH MPOYKTH MOraT /1a ce OTpa3saT HebJ1aronpusaTHO BbpXy ObOpeyHara GpyHKLMS,
KOETO MOX€E /1a yBEJIM4YK pUCKA OT JlakTaTHa aunao3a, Hanpumep HCIIBC, Bki1ouMTENHO CEIEKTUBHH
MHXHOUTOPHU Ha unkiookcureHasa (COX) II, ACE HMHXUOUTOpPH, aHruoTeHsuH Il peuenropHu
AHTarOHWUCTH W IMYPETHLIH, 0COOEHO OpUMKOBH AMypeTHLn. [1pu 3anouBaneTo uaM ynorpedara Ha
TaKWBa MPOYKTH B KOMOHHALIMSA ¢ METOOPMHUH € HEOOXOAMMO BHUMATE/THO POC/IE/IiBAHE Ha
ObOpeuHaTa pyHKUHMS.

JIIOKOKOPTHKOUHKTE, O€Ta-2-arOHUCTHTE U IMYPETHLIMTE UMAT MPUCHLIA XHUIIEPIIIMKEMHYHA
akTUBHOCT. [launenTsbT TpaOBa 1a Ob1e MHPOPMHUPaH 3a TOBa U TPAOBA J1a C€ U3BBPLIBA [10-YECTO
[poc/e/isBaHe HAa KPbBHATA 3aXap 0COOEHO B HA4YaJIOTO Ha JIEYEHHETO. AKO € HEeOOXOAMMO, /103aTa Ha
TyrekBu KomOu MOxe na Ob1e kopyurupaHa no Bpeme Ha ChITbTCTBALLOTO JICYEHHE
[NPEYCTAHOBSBAHETO MY.

Muxuburopure Ha aHruoTeH3uH KouBepTupauius eHsum (ACE) morar 1a nos
KpbBHaTa 3axap. AKO € HEOOX0/AMMO, /103aTa Ha AaHTUXHUIIEPIIIUKEMUYHHUS JIEK



ChbrnbTeTBalLaTa yrnorpeda Ha JIEKapCTBEHH NPOAYKTH, KOMTO BJIMSAST HAa o01uTe 6b6peuHu TyOyIHH
TPaHCIOPTHHU CUCTEMH, YHacTBallK B ObOPEYHOTO eIMMUHMpPaHe Ha MeTHOPMUH (HAIP. HHXHOUTOPH
Ha TpaHCNopTepa Ha opraHH4HH KaTHOHU-2 [OCT2]/TpaHcnoprepa 3a eKCTpy3usi Ha MHOKECTBO
JiekapcTBa M TOKCHHM [multidrug and toxin extrusion, MATE] kato paHonaszuH, BaHaeTaHuo,

/1071y TErpaBup U LLMMETH/IMH), MOJXKE /1a MOBUILIK CUCTEMHATA €KCIO3ULIMA Ha MET(HOPMHH.

4.6 @epruaHTeT, DPEMEHHOCT H KbPMEHE

bpeMeHHOCT

Hsima nocTaTb4HO J1aHHHM 3a ynotpebaTa Ha BUAArTMITHH/METHOPMHUH NPH OpeMEeHHH KeHH. 3a
BUJIJATTMIITHH, NTPOYYBAHMS MPHU )KMBOTHH IMOKa3BaT PENpPOAYKTUBHA TOKCUYHOCT [PH BUCOKH /103H.
3a MeT(OPMHH, NPOYYBAHHMS NPH XKMBOTHHU HE MOKA3BAT PENPOAYKTUBHA TOKCHUHOCT. [IpoyuBaHus
[1PpH >KUBOTHH, MPOBEJICHHU C BUJIAATTTUINTHH U MET(HOPMHH, HE Ca NMPE0CTaBHIIK 0KA3aTe/ICTBA 34
TEPaTOreHHOCT, HO €A NMOKa3aJiu (ETOTOKCUYHH €(DEeKTH NMPH TOKCHYHH 3a MaiKarta /103M (BX.

Touka 5.3). [loreHuManHuAT puck npu xopa He e usBecteH. Tyreksu KomOu He TpaOBa 1a ce u3non3sa
[10 BpeMe Ha OPEMEHHOCT.

KbpMmeHe

[IpoyuBaHHsATa NNPH KUBOTHH 110KA3BAT EKCKPELIMS KAKTO HA MET(OPMHUH, TAKA U HA BWIIATTUIITHH B
MJIIKOTO. He € M3BeCTHO Jla/iv BUJIIArIMITTHH C€ eKCKPeTHpa B YOBELIKATA KbpMa, HO MET(OPMHH ce
CKCKpETHpa B YOBELIKaTa KbpMa B MaJIKK Kosin4ecTBa. [lopaau noteHUMaIHUS PUCK OT
XHUITOIJIMKEMHUS HA HOBOPO/IEHOTO, CBbP3aH ¢ MET(HOPMHH, KAKTO M C JIMNCATA HA JaHHU 34
BUJI1ArTMITUH T11pU Xopa, TyrekBu KomOu He TpsGBa aa ce u3nosi3ea no Bpeme Ha KbpMeHE (Bx.
Toyka 4.3).

Depruiurer
He ca nposexianu npoyusanus 3a eexra Ha BWIJArIMITHH/MEeTHOPMHUH BbPXY (hepTHIMTETA NPH
Xxopa (Bxk. Touka 5.3).

4.7 EdexkTn BbpXy cnocodHOCcTTA 32 Iopupane H padora ¢ MALIMHA

He ca npoBexxaanu npoyusaHus 3a epeKkTUTe BbpXY CHOCOOHOCTTA 3a wodupaHe U paboTa ¢ MaLLIMHH.
[TaunenTuTe, KOMTO MOIYYaT 3amaiiBaHe KaTO HeXKeslaHa peakius, TpsOBa 1a u3bareat aa wodupar 1
Ja paboTAT C MalIMHM.

4.8 HexeslaHH JIEKAPCTBEHH PeaAKIHH

O0o0uieHHe Ha rnpoduaa Ha 6€30MaCHOCT

JlaHHHM 3a Oe30nacHOCT ca 1oJiydyeHu ot 00110 6 197 nauMeHTH ¢ eKCro3uLMs Ha
BUJI1ArJTIMNITHH/METHOPMHH B PaHIOMU3HPAHHU, IU1aLe00-KOHTposiMpaHu uianuteanus. Ot Tax 3 698
MAaLMEHTH M0y4aBaT BUIIATJIMIITUH/MET(HOpMHUH, a 2 499 naumeHTH nosyyasar
1auedo/MeTopMHH.

Hsima npoBeieHH KIIMHUYHH NPOYUYBAHUS 3a JICUEHHUE C BUIIATTUITTUH/METHOPMHUH. Y CTaHOBEHO €
obaue, 4e OMOEKBMBAJIEHTHOCTTA HA BU/1J1ATIMIITUH/MET(OPMHUH € KaTo Ha €IHOBPEMEHHO IMPHII0KEHH
BHJIZIATJIMITTUH U MET(OPMHUH (BXK. TOUKa 5.2).

[lo-rosiiMaTa 4acT OT HexKelaHUTe peakiiMHM ca JIeKH U MPEXO/IHH U HE H3UCKBAT NPEYCTaHOBABAHE Ha
el

sieyeHneTo. He € ycraHoBeHa Bpb3ka MEX/1y HEXKETAHUTE PEAKLIMK U Bb3PACTTa, ETHUYE

[MPUHAJUIEKHOCT, MPOAB/DKUTEIHOCTTA HA €KCIMO3ULIMATA WJIM JHEBHATA 7103a. YT -
BUJIJATJTMIITHH CE€ CBbP3Ba C PUCK OT pa3BUTHE Ha naHkpeaturt. Chobiuasa ce 3
JlaKTaTHa alua03a cjiea ynorpedara Ha MeThOpMHUH, 0COOEHO MPH NALMEHTH Q
ObOpeuHo yBpex/aaHe (Bxk. Touka 4.4).




TabnuyHO npe/icTaBAHE HA HEXKEJIAHUTE PEAKLIMM

Hexxenanure peakuuu cbo01aBaHy Npu NallM€HTH, KOMTO M0J1y4aBaT BHIIAATJIMIITUH B BOMHOCIENH
NpOYy4YBaHHA KaTO MOHOTEpPANMs M JIOIMBJIBALLO JIEYEHHE, Ca U3OPOEHHU M0-101Y 110 CHCTEMO-OPraHHa
KJIaCU()MKaLIMA M a0COIIOTHA YecToTa. YecToTuTe ca AeUHUpPAHU KaTo MHOTro 4YecTH (> 1/10); yecTu
(= 17100 no < 1/10); weuectu (= 1/1 000 no < 1/100); peaku (> 1/10 000 go < 1/1 000); mHOrO peaku
(< 1/10 000), ¢ Heu3BecTHA YecTOTA (OT HAJIMYHUTE JIaHHU He MOXe /1a O'bjJie HanpaBeHa oleHka). [1pu
BCAKO I'pYMUpAaHE B 3aBUCHMOCT OT YECTOTATa, HEXKE/IAHUTE PpeakLMu ce u30posBaT B HU3XO/AIIL Pe/l
10 OTHOLLIEHHWE HA TAXHATAa CEPHUO3HOCT.

Tabimuna 1 Hexenanu peaknuu, cboOLIeHH NPH NANHEHTH, KOHTO MOJIY4aBaT BHJIIATIHITHH
H MeTPOpMHH (KAaT0O MOHOKOMIIOHEHTH MHJIH Karo ¢HKCHpaHa /1030Ba
KOMOHHAIHA) HJIH B KOMOHHALMSA C IPYTH AHTHAHAOETHH JICYCHHS B KJHHHYHH
HM3NHTBAHHUA H OT NOCTMAPKETHHIOBHS ONMHT

CHcTemo-0opraHeH KJac — HeJKeJIaHA peaKkius YecroTa

Hudexunn n nupecrannu

MHdekums Ha ropHUTE AUXaTe/IHU MbTHLIA Yectu

Haszodapunrur YecTw

Hapymenns na mera00.1H3Ma U XpaHeHeTO

XHIOTJIHKEMHUS HeuecTu

3aryba Ha aneTur HeuectH

Hamasniena abcopOums Ha Butamuu B12 u naktatHa | MHoro peaku*

alu/103a

HapymeHnnsi Ha HepBHATA CHCTEMA

3aMasHOCT HectH

['1aBobosine Yectu

Tpemop YectH

MeTtajieH BKycC HeuecTu

CroMamHO-YpeBHH HAPYLIEHHA

[loBpbLIaHe Yectu

Jlnapus YectH

["anene YectH

["acTpoe3odareanna pedaykcHa dosect HecTu

Dnary/ieHUM HecTu

3arnek YecTu

KopemHa 00J1Kka, BKJIKOUMTETHO B rOpHATa 4acT Ha Yectu

KopeMma

[ lankpeatur HeuecTH

XenaToOH/IHAPHH HAPYILIEHHSA

XenaTur HeuecTu

HapymeHnus Ha KOXKATAa H NOJAK0KHATA ThKaH

Xurnepxuaposa YectH

[Ipyputyc YectH

Obpus Yect

Jlepmarur Yectu

Epurem HeuecTu

Yprukapus HeuectH

ExcdoimaTuBHU 1 OY/103HH KOXKHH JIE3UH, C HeM3BECTHA YeCTOTa) X / %ﬂ‘ ‘ \

BKJIIOYHMTETHO Oys103eH neMgpHromn;i el .

KoxeH Backy/iuT C HEeM3BECTHA YeCTOTH'

Hapymenus Ha MyCKYJ/IHO-CKe/IeTHATA CHCTEMA H CheIHHHTEIHATA THKANS \ _
ApTtpaiirus Hectu

Muasrus HeuecTu




Cucremo-opraneH KJjiac — HesKeJIaHA peaKuHs Yecrora
O0mu HapymeHHs H ePEeKTH HA MACTOTO HA NMPHI0KEHHE

AcTeHus YecTu

Ymopa HeyectH

Brpucane Heuectu

[lepudepen oTok HeuecTu

UsciieaBanus

OTKJIOHEHUS B YEPHOAPOOHUTE (PYHKLIMOHAIHH HeuecTH

MOKa3aTesH

. Hexenanu peakuuu, Cbo011I€HH MPH MALMEHTH, KOUTO MOJ1y4aBaT MET(hOPMHH KaTO

MOHOTEpArus U He ca HaOJII0JaBaHU MPH NALMEHTH, KOUTO M0Jy4YaBaT
BUJI1arJIMNITHHMET(OPMUH KaTo PUKCHUpaHa 1030Ba KOMOWHALMA. 3a J1OMbJIHUTE/IHA
HH(OpMALMs, BUXKTE KpaTKaTa XapaKTepUCTHKA Ha MPOAYKTa 3a METHOPMHH.

B3 OCHOBA Ha 1OCTMApKETUHIOBUS OIUT.

Onucanve Ha U30paHu HEXKETAHU PeaKLIuU

Buaoaeunmun

Yeproopobno yepexcoane

Mma cboOuieHus 3a pejiku cilyyad Ha HapylleHa 4epHOAPOOHa PYHKUMS (BKJIIOYMTEIHO XENaTUT)
cJie/] PUEM Ha BUJIJIArIMIITUH. B T€3M ciiyyan nauMeHTUTE KaTo 10 ca 6e3 cUuMnToMHu, 0e3
KJIMHHYHM T1OCJIEJICTBUA M YepPHOAPOOHaTa QyHKLMS C€ Bb3BPbLIA /10 HOPMAJIHA CJie/l PEKpaTsIBaHe
Ha JIEYEHHUETO. B JaHHUTE OT KOHTPOJIMPaHU U3NMUTBAHUA KATO MOHOTEpAIIUA M KAaTO JlOMTb/IBALLA
Tepanus ¢ MpOAb/DKUTEIHOCT 10 24 ceAMULM, yecToTaTta Ha noBuiiasaHe Ha AJIAT wau ACAT

>3 b1y I'TH (knacuduumpana karo HaJIMYKeE MpU HaAK-MaKo 2 MOC/I€10BATEIHA H3MEPBAaHUS WITH
npv puHaaHara on-treatment su3ura) e 0,2%, 0,3% u 0,2% cborBeTHO 3a BUaarMnTuH 50 mg
BE/IHBXK JIHEBHO, BUAArIMNTHH 50 mg /1Ba MbTH AHEBHO U BCUYKH CPABHUTEIHHU NMPOAYKTH. Te3u
MOBUILIABAHHUSA HA TPAHCAMHUHA3UTE KATO LIAJIO ca O€3CHMIITOMHH, HENPOTrPECUpaLLIM M0 XapaKTep U He
Ca CBBbP3aHHU C X0JIECTA3a WM XKbJITEHULIA.

Aneuoeoem

[Ipu 1leyeHure ¢ BUIIAMIMITTHH Ce ChOOLIIaBa 3a pe/IKM C/ly4au Ha aHI'MOE/IEM C YECTOTA CXO/1HA C Ta3H
Ha KOHTposiuTe. [1o-rossiMaTa 4acT OT ciry4auTe ca CbOOLLEHHM, KOraTo BU/IAArIMIITUH € MpUJlaraH B
komOuHauus ¢ ACE uuxuburop. [lo-rosismMaTa 4act ot cbOMTHATA ca JIEKH 110 TEKECT U OT3By4YaBaT
MPU NPOABJIKABAHE HA JICYEHUETO C BHJIJIATJIUIITHH.

Xunoenuxkemusi
B cpaBHWTE/IHM, KOHTPOJIMPAHH NIPOYYBAHHUS HA MOHOTEpANMs, XUITOTJTUKEMHUATA € HEYeCTa MPH
n3rnos3BaHe Ha BuaaaradnTvH (0,4%) kato MOHOTEparus CripsMoO aKTUBEH CPABHUTEJIEH MPOAYKT HJIH
nnauedo (0,2%). Hama cboOLieHHs 3a TEXKKHU WIK CEPUO3HU CHOMTHS Ha XUToriukeMus. [1pu
ynorpeda kaTo J0Mb/Balla Tepanus KbM MeTHOPMHUH, XHUITOTIIMKEMHS Bb3HUKBA 1pH 1% oT
MalMeHTHTE, JICKYBAHH ¢ BUIAArIUNTHH U 11pH 0,4% ot nauneHtuTe Ha riauedo. [Ipu nobassHe Ha
[MHOIJIMTA30H, XHUIOIJIMKEMHS Bb3HUKBA 11pH 0,6% OT nauMeHTuTe, JIeKyBaHHU C BUIAATIMIITHH W TIPH
1,9% ot naumenTure, iekyBanu ¢ ruiauedo. [Ipu nodbassHe Ha cynhoHUNYpEeHHO NMPOU3BOIHO,
XHUIOTJIMKEMHUS Bb3HUKBA MpH 1,2% OoT naureHTuTe, JiekyBaHHu ¢ BUAAArIMnTUH W nipu 0,6% ot
nauMeHTuTe Ha nianedo. Ilpu nobassHe Ha cy1HOHMITYPEHHO NPOU3BOHO U METHOPMHMH,
XUITOTJIMKEMHSI Bb3HHUKBA MMpH 5,1% OT nauMeHTUTE, JIEKyBaHHU C BUIAArIMNTHH W nipu 1,9% ot
nalMeHTuTe Ha niauedo. Ilpu naumeHTH, npuemaiiM BUIAAraIMNTHH B KOMOMHALIMS C HHCYJIWH,
YyecToTaTa Ha Bb3HMKBaHE Ha XUnorjinkemus e 14% 3a sungarnuntul U 16% 3a nnaneoo,

Memaghopmun

Hawanena abcopoyus na sumamun B>

Hamanienue Ha abcopOumsita Ha BUTAMUH B2 ¢ NOHW)KEHHE HA CEPYMHUTE HUB
PA/IKO T1PH MALMEHTH, KOUTO €a JIEKYBaHHU C MET(HOPMHH 3a IbJIbI [IEPHO/1 OT BPEWE ,
/1a C€ UMa MpeaBU/1 Mo 100Ha €THOJIONUS, aKO [PH MALMEHT € HAJIMYHA Merasioo; {3%151 uF

- . ."---.. . i'\lb.:'q.l'

» X» .
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Yeproopoona pynxkyus

CpoOulaBa ce 3a U30JIMpaHM CJly4au Ha OTKJIOHEHHUS! B CTOMHOCTUTE Ha YEPHOAPOOHUTE
(PYHKUMOHATHY 10Ka3aTes M WM XE€NaTHUT, KOUTO OTLIYMSBAT CJie/l peKpaTaBaHe rpueMa Ha
METPOPMHUH.

Cmomawno-4ypesnu Hapyuenus

CToMallHO-YPEBHUTE HEXKEJIAHW PEaKLIMK Bb3HUKBAT HA-4€CTO MO BpEMe Ha 3aro4BaHe Ha
TepanusaTa U OTLLYMSABAT CIIOHTAHHO B MMOBEYETO C/y4au. 3a /1a Ce NpeA0TBPaTAT Ce NMpernopbUBa
MET(OPMHUH J1a CE NMpUemMa Karo 2 JHEBHH JI03H 10 BpEME HA WJIHM CJie]l XpaHeHe. baBHOTO roBuilaBaHe
Ha J03aTa MOXe ChLIO J1a NoA0OpH CTOMALLIHO-YpeBHATA MOHOCHMOCT.

CboOulaBaHe Ha MOA03UPAHU HEXKEJIAHH PEaAKLUH

CbhobuiaBaHETO Ha MO/I03UPAHU HEXEJIAHHU peakLMH Clle/] pa3peliaBaHe 3a ynorpeda Ha JiekapCcTBEHUS
[MPOAYKT € BaXHO. ['0Ba 1o3BoJisBa 1a rnpoab/kU HaOMIOAEHHETO Ha CbOTHOLIEHHUETO 110.J13a/PUCK 3a
JIeKapCTBEHUS NMPOAYKT. OT MEIMUMHCKHUTE CNIELIMAIMCTH CE€ M3MCKBA J1a ChOOLIIaBaT BCIKa
MOA03UpaHa HEXKE/1aHA peakLMs Ypes:

MU3nbaHUTEIHA areHUMA 110 JIeKapcTBaTa

yi. ,JlamsH ['pyes™ No 8

1303 Codus

Ten.: +359 2 8903417

yeOcaiT: www.bda.bg

4.9 Ilpeapo3upane
HsMa naHHuU, CBBp3aHH € Npel103upaHe ¢ BUIAArIMITTHH/ METGOPMHUH.

Buaoaeunmun
UndopmanmsTa 1o OTHOLLIEHHE HA MPEA03UPaHe C BUJIIATJIMIITHH € OrpaHUYEHa.

CuMnTomMu

UHpopmauusaTa 3a BEpOATHUTE CUMITTOMU Ha NMpe103UpaHE ¢ BUJIJIATIMITTHH € T10JIy4eHa OT
[MpOy4BaHEe 3a MOHOCHMOCT Ha yBeJiMYaBallia ce 103a MpHy 3/1paB1 HHIAUBHU/IM, HA KOUTO € MpuJiaraH
susiaaraMnTyH 3a 10 auu. [lpu no3a ot 400 mg € umano Tpu ciiyyas Ha MYCKYJIHHU OOJIKM M OT/EJIHH
CJIy4aM Ha JIEKH M MPEXO/HHM M1apecTe3uu, BUCOKA TeMIiepaTypa, OTOLM W MPEeXOHO MNOBHLlIaBaHe Ha
HUBOTO Ha sidnasara. llpu no3a or 600 mg eHO JaMLE € NOJYyYHIIO OTOK Ha CThIAjlaTa U PbLIETE U
MoBULLIABaHE Ha HMBaTa Ha kpeaTHH pochokuHazaTa (KDPK), ACAT, C-peaktuBrus rnporeut (CRP) u
MHOTrJ100MHA.

T'py aApyru 1Mua ca noJiy4msiv OTOUM MO XOAM/1aTa, B JIBa OT CJIy4auTe ¢ napecrte3vud. Becuuku
CAMIITOMH M OTKJIOHEHMS B J1IaDOpATOPHUTE MOKA3aTE/IM OT3BYy4YaBaTt 0e3 JieUeHHe CJie]l
[pEeyCTaHOBSABAHE [PHEMA HA U3CJIEABAHUS JIEKAPCTBEH MPOIYKT.,

Memdpopmun

[ I[pero3upane ¢ BUCOKa 103a MeT(HOPMHUH (KK MPH ChITbTCTBALLL PUCK OT JIAKTaTHA allM103a) MOXKE /14
JIOBE/IC /10 JIaKTaTHa alM103a, KOSTO Mpe/ACTaB/IABa CMELIHO CbCTOAHUE U TPAOBA J1a Ce JIEKYBa B
OoJiHULIA.

JleyeHue

Hai-epekTHBHUAT METO/ 3a OTCTpaHsBaHE Ha MeTOPMHH € Xemoauanuniarta. Buijaraunrua obaue
HE MOXe J1a ObJ€ OTCTPAHEH YPEe3 XEMO/IMAIU3a, BLITPEKH Y€ OCHOBHMAT MY MeTabOIIUT cllej]
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5. ®APMAKOJIOIT'HYHHU CBOMUCTBA

5.1 ®dapmakoiHHAMHYHH CBOHCTBA

(apmakoTepaneBTiyHa rpyna: JlekapcTsa 3a ieyenue Ha Auaber, KOMOMHALIMA OT MEPOPAIHH,
MOHW>KaBalllM KpbBHaTa 3axap Jiekapctea, ATC koa: A10BDO0S

MexaHU3bM Ha JICHCTBUE

TyrekBu KoMOM koMOMHHMpa 1B aHTUXUNEPIIIMKEMHYHH CPE/ICTBA C B3AMMHO /0MbJIBALLM CE
MEXaHU3MH Ha JICUCTBUE 3a 110100psBaHE HA INIMKEMHUYHHUS KOHTPOJI MPH MALMUEHTH ¢ AuabdeT tun 2:
BWJIIArJTMITTHH, 1PE/ICTABUTE]1 HA KJ1aca JIEKAPCTBEHHU MPOAYKTH, CTUMYJIMPALIHN KJIETKHTE B
OCTPOBHUTE Ha NMaHKpeaca, U MET(POPMHHOB XUAPOXJIOPH/L, MPEICTABUTE) HA Kjl1aca HA OUrBaHUIUTE.

BuiigarsiMnTiH, KOWTO Cnajia KbM KJiaca JIEKapcTBEHH NMPOAYKTH, CTUMYJIMPALUM OCTPOBHHUTE KJIETKH B
aHKpeaca, € MOLICH U CEJICKTUBEH HHXHOWUTOP Ha aunenTtuaun nentuaasza-4 (DPP-4). Merdhopmun
JICKCTBA OCHOBHO 4Ype3 HaMa/IiBaHE Ha €HAOreHHOTO 0Opa3yBaHe Ha IJIFOKO03a B YepHUS J1po0.

®apmakogMHAMHUYHH ePeKkTH

Bunoaziunmun

BuiaraunTuH 1IeHCTBa OCHOBHO Ype3 MHXWOUpaHe Ha DPP-4, eH3uMbT, OTroBOpEH 3a
pa3rpakJ1aHeToO Ha MHKPETHHOBUTE XOPMOHHU GLP-1 (rimokaroun noaoben nentua-1) u GIP (raroko3o-
3aBUCUM UHCYJIMHOTPOIIEH MOJMUIENTH/L).

[[pu10KeHHETO Ha BUIIAAMIMNTUH BOAM 10 ObP30 W MBJIHO MHXMOWpaHe Ha akTUBHOCTTa Ha DPP-4, B
pe3yJITaT Ha KOETO Ce [OBHIIIABAT €HION€HHUTE HUBA HA UHKpeTHHOBHUTE XOpMOHH GLP-1 u GIP
KaKTO Ha IJIaJHO, TaKa M CJjle/l HaXpaHBaHe,

[locpeacTBOM MoBMIIIABaHE HA €HIOTEHHUTE HUBA HA T€3M HHKPETHHOBH XOPMOHM, BHJIIArTMITTHH
MOBHLIaBa YYBCTBUTEIHOCTTA HAa O€Ta KJIETKHUTE KbM IVIHOKO3a, KOETO BOIHM /10 NMOA00psiBaHe Ha
[JIFOKO30-3aBUCHMATa MHCYJIMHOBA CeKkpeuus. Jleuenuero ¢ sunparnuntud 50-100 mg qHeBHO npu
NauMeHTH ¢ AdadeT TvIl 2 3Ha4MMOo noao0psBa nokasare/iuTe 3a OeTa-kieTbyHaTa QYHKLUA, KOUTO
BatouBaT HOMA-B (Homeostasis Model Assessment—f), CbOTHOLLIEHHETO NMPOMHCYJIUH CIIPSIMO
MHCYJIMH U M3MEPBAHETO HA PEAKTUBHOCTTA HA O€Ta KJIETKUTE MpPH TECTa 3a TOJIEPAHTHOCT MPH YECT
npuem Ha xpasa. llpu simua, kouTo Hamar auadber (HOPMOIIMKEMHS ), BUJIJIATIMIITHH HE CTUMYJIMpa
CEKpeLMsATa HA HHCYJIMH W HE HamaJlsBa HUBOTO HA KpbBHATa 3axap.

Ypes nosuiiaBaHe Ha eHAOreHHOTO HUBO Ha GLP-1, BU11arIMNTHH CbIO NOBUILIABA
4yBCTBMTE/IHOCTTA Ha ajiha KJIETKUTE KbM IJ1I0KO3a, KOETO BO/IM /IO M0-a/IeKBATHA HA KPbBHATA 3aXap
CEKpEeLMs Ha IIHOKAroH.

3acHJIEHOTO yBE/IMYABAHE HA CbOTHOLIEHUETO MHCYJIMH/TJIIOKArOH B YCJIOBHATA HA XUIIEPIIIMKEMUS
opa/iv MOBULLIABAHETO HA HAUBATA HA HHKPETHHOBHTE XOPMOHHU BO/IM 10 HAMaJISBaHE NMPOAYKIIMATA Ha
JIFOKO3a OT YepHMS ApO0 KAKTO Ha rJ1a/IHO, TaKa M Clie/l HAXpaHBaHe, ¢ KOETO ce HaMaJisiBa
rJTMKEMHUATA.

U3BecTHUAT eekT, Ye noBUuieHoTO HUBO Ha GLP-1 3a6aBs cToMalHOTO M3npa3BaHe, He ce
Ha0J110/1aBa MPH JiIeYeHUE C BUIIAATTATITUH.

Memapopmun
MeThopMHH € OMrBaHMA C AHTUXMIIEPIIIMKEMHUYEH €(DEKT, KOWTO HaMaIiBa CTOMHOCTHTE Ha II0KO03a
B [UIa3MaTa KakTO Ha J1aJIHO, TaKa U CJie]l HaXpaHBaHe. 1ol He CTUMYJIMpa CeKpeLUsT '
MopajaMd TOBAa HE BOJH /10 XUITOTIIMKEMHUS WUJIM YBEJIMHABAHE HA TEJIECHOTO TErJ10.
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MeTgpopmMHH MOXKe /1a OKa3Ba CBOS INIIOKO30-MOHKKABALI €PEKT MOCPEACTBOM TPH MEXAHH3MA:

- [NOCPE/ICTBOM HaMaJliBaHe Ha 00pa3yBaHETO Ha IUIFOKO3a B YepHHUs Apo0 upe3 uHXUOUpaHe Ha
rJIFOKOHEOreHe3arTa M rJIMKOreHo/1M3ara;

- B MYCKYJIMTE MOCPEICTBOM YMEPEHO M3pPa3eHO yBeIMYaBaHe Ha HHCYJIMHOBATA
4YBCTBUTEJIHOCT, MOA0OpABaHKH NEepUPEPHOTO NMOEMaHe U YCBOSIBAHE HA IIKOKO3aTa:

- nocpeacTBoM 3abaBsHe Ha abcopOumsaTa Ha IJ1K0KO3aTa B 4epBara.

MeTthopmuH cTUMy.IMpa BLTPEKJIETbYHUS CHHTE3 Ha INTMKOTEeH MOCPEACTBOM MOBJIMSABAHE HA
[JIMKOr€H CMHTa3aTa W MOBHULIABA TPAHCIIOPTHHUSA KaNaLMTET HA CrielMUYHHN THIIOBE MEMOpPaHHH
rimoko3Hu Tpancrnoprepu (GLUT-1 w GLUT-4).

[Ipu xOpa, He3aBHCHMO OT BJIMSHUETO CH BbPXY IJIMKEMHUSATA, METHOPMHH UMa GI1aroNpUsTHH e(heKTH
BbPXY JIMMUHUS METa0O0IU3bM. B KOHTPOIMpaHH KIIMHMYHK NPOYUYBAHMS CbC CPE/IHA W bJIra
NPOAB/DKUTENHOCT, NPH MPHUEM HA TEPANEBTHYHH /103M € MOKa3aHO, Ye: MeTHOPMHUH MOHUKABA
CepyMHHMTE HUBA Ha 001U xoaectepoi, LDL-xonecteposia v Tpuranuepuaure.

[ IpocniekTuBHOTO, pangomusupano npoyusane UKPDS (UK Prospective Diabetes Study) yCTaHOBSABA
ABJIFOCPOYHHTE M0JI3K OT HHTEH3UBHHS KOHTPOJI HA KPbBHATA 3axap IMpH NnalMeHTy ¢ auader tvm 2.
AHAIM3BT HA PE3yJITATUTE MPH NALIMEHTH C HAJHOPMEHO TEIJ10, JIEKYBaHH ¢ METHOPMHUH clie)l
HEyCnexX OT JIEYEHHUE CaMO C JIMeTa, NMOKa3Bar:

- 3HAYUMO HaMaJIsBaHE Ha a0COJIIOTHUA PUCK OT BCAKO CBBbP3aHO ¢ AHabeTa yCI0KHEHHE B
rpynara Ha MeTopmuH (29,8 cb6uTHa/1 000 NaUMEHTOrOAMHM) CIIPAMO MALMEHTHTE, OCTABEHH CaMO
Ha auera (43,3 cvOuThs/1 000 naumentoroannu), p = 0,0023, u cnpamo rpynure Ha KOMOMHMpaHa
Tepanus CbC CyI(POHUIYpEHHH NPOU3BOAHU M MHCYJIHH KATO MOHOTEpATUs

(40,1 cubuTua/l 000 naumentoroaunm), p = 0,0034;

- 3Ha4YMMO HaMa/IABaHE Ha a0COJIIOTHHS PUCK OT CBbp3aHa ¢ JiMabeTa CMbPTHOCT: METHOPMHUH
7,5 cvOuTHs/1 000 naureHToroauHM, caMo Ha aueta 12,7 cuourusa/l 000 nauMeHToroauuu, p = 0,017;
- 3HAYMMO HaMaJIiBaHe Ha aDCOJIIOTHHUA PUCK OT 00LLA CMBPTHOCT: METHOPMHH

13,5 cbbutns/1 000 naumeHToroAMHM cripsMo camo Ha auera 20,6 cbouTHs/1 000 NaLUUEeHTOroIHHH
(p = 0,011) u cnipsimo rpynute Ha KOMOHHHpaHa Tepanus cbe cy/1hOHUTYpEHH MMPOM3BO/IHU W
MHCYJIHH KaTO MOoHOTepanus 18,9 cbouTnsa/1 000 naunenroroauum (p = 0,021);

- 3Ha4YMMO HamajlsiBaHe Ha a0COJIIOTHHUS PUCK OT MH(APKT Ha MHOKapaa: MeT(hOpMUH

Il cbmTra/l 000 nauuenToroantu, camo Ha aveta 18 ¢cv6utus/l 000 nalMeHTOroAMHH (p=0,01).

KyIMHUYHA epUKacHOCT K 6€30nacHOCT

[IpbaBsHeTO HA BUIAAMTMIITHH KbM JIEYUEHHETO HA MALUEHTH, YHITO IITMKEMHYEH KOHTpPO.1 HE €
3a/10BOJIMTEJIEH, BLIIPEKH MOHOTEpANUATAa ¢ MET(HOPMHH, CJie/] 6-MeCEeUHO JIeYeHHE BOIH 10
AOMBJIHUTE/IHO CTATUCTHYECKH 3HAYMMO CPE/IHO MOHXKaBaHe Ha cToiHocTUTe Ha HbA ¢ B cpaBHeHue
¢ ruiauedo (passiuku mexay rpynure ot - 0,7% 110 - 1,1%, cbOTBETHO 33 BUAAAMIMNTUH 50 mg M

100 mg). [lpoueHTbT HA NALIMEHTUTE, KOUTO MOCTUIAT MOHUKABAHE HA CTONHOCTHUTE HA HbAlc ¢

> 0,7% crnpsiMo W3XO/IHUTE, € CTATUCTHYECKH 3HAYUMO MO-BMCOK B JIBETE FPYIH HA BMJIAATTHITHH
ntoc MeThopMHH (cbOTBETHO 46% U 60%) cnipsmo rpynarta Ha MeTdhopMuH oc aue6o (20%).

B 24-ceAMMYHO KIIMHWYHO W3NUTBaHe BUIAArAMNTHH (50 mg 1Ba MbTH AHEBHO) € CPaBHEH C
MHOrAUTa3oH (30 mg BEIHBXK THEBHO) MPH MALIMEHTH, NPU KOMTO HE € MOCTUIHAT a/1eKBaTeH KOHTPOJI
¢ MeTpOpMHUH (cpeaHa aHeBHa 103a: 2 020 mg). CpeaHOTO NOHMKeHHe Ha HUBaTa Ha HbA .. [pH

m3xoznen HbAlc 8,4%, € - 0,9% npu no6aBsiHe Ha BUIAArIUITUH KbM MeThOpMUH | - 1,0% Mpu

[100aBsiHE HA MHOIJIMTA30H KbM MET(HOPMHUH. CpeaHOTO NnoBMILIABaHE HA TEJIECHOTO TErJ10,
HA0JI10/1aBaHO TPH MALMEHTUTE, IPUEMALLH MTHOTJIUTA30H B J0MBIHEHHE KbM MeTpopmuH, € + 1,9 kg,
cripsmo + 0,3 kg npu naumeHTUTE, NpUEMallld BUIAATUIITHH B JIONMbJIHEHHE KbM METHOPMMH.

B KJIMHHYHO M3NUTBaHE C 2-rOMILHA NPOABIKUTETHOCT BHIAATIMIITHH (50 mg
CPaBHEH C rIMMENUpHA (10 6 mg/aeH — cpeiHa 103a npes 2-Te roaunu: 4,6 mg) ngh
TEparusATa Ha NaLKUEHTH, JICKYBAHU C MeTHOpMHUH (CpejiHa aHeBHa j103a; 1 894
Cp€IHOTO NnoHWXKeHue Ha HUBaTa Ha HbA ¢ e - 0,4% npu nobassHe Ha BUAAr) YA K
veThopmuH H - 0,5% npu 106aBsHe Ha IIUMENHPH KbM METHOPMUH, MPH cpe HEHGHARE -
HbAlc 7,3%. [lpomsiHaTta B Te/1€CHOTO Tersio npu BuaaaraunTuu e - 0,2 kg crip \6(&:}5 : |
raMMenupul. HYecrorata Ha cllydauTe Ha XMINOTIMKEMHUS € 3HAYMTE/THO MO-HUCKA B Vi
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BUAAraunTHH (1,7%) B cpaBHeHue ¢ rpynara Ha riaumenupu (16,2%). B kpaiinaTta Touka Ha
npoy4BaHeTo (cjea 2 roaMHu) ctoiHoctutre Ha HbA | ¢ ca no/100HM Ha U3XOAHUTE CTOMHOCTH B JIBETE

TCpalcBTHYHH I'DYIIH, 4 Ppa3/IM4HUATA 110 OTHOLLICHHUE HA NpoOMsAHATaA B TEJIECCHOTO TErJiO U CJIY4aUTEC Ha
XHIIOTJIMKEMHUA CC 3alia3Bar.

B 52-cenmu4Ho u3nuTeane BUiAaraunTyH (50 mg 1Ba MbTH IHEBHO) € CPaBHEH C IIMKJIa3u (CcpeHa
AHeBHa J103a: 229,5 mg) ciiejl 100aBsgHe KbM TEpanusTa Ha MalueHTH, HEMOCTUTHAIM KOHTPOJI C
MeTHOpMHH (H3X0/1Ha 103a Ha MeTdopmuH 1 928 mg/nen). Caen 1 roaMHa cpeIHOTO MOHMKEHHUE Ha
HbAlc e - 0,81% npu 106aBsiHe Ha BUJIJArTMITHH KbM METHOPMHUH (MPU CPEJIEH U3XO/1EH

HbAlc 8,4%) u - 0,85% npu nob6aBsiHe Ha rJIMKJIa3u1 KbM MeTHOPMHUH (ITPH CpeIEH U3XOIEH
HbA]1c 8,5%); noka3aHa € CTaTUCTUYECKHU 3HAYUMA HE MO-MaJIKa epukacHocT (95% CI - 0,11-0,20).
[IpomsHara B TenecHoro terio e + 0,1 kg npu Bunaarnuntux cnpsmo + 1,4 kg npu ramkiaasuz,

B 24-ceAMHUYHO KJIIMHWYHO M3IMMTBAHE € OlieHeHa e()MKACHOCTTA HA (PUKCHUpaHAaTa 1030Ba KOMOWHALIUS
OT BHJIJATJIMIITHH U METHOPMHUH (MOCTENEHHO TUTpUpaHa a0 a03a ot 50 mg/500 mg ABa MbTH JHEBHO
mid 50 mg/1 000 mg aBa MbTH AHEBHO), MPHIIOKEHA KATO MMbPBOHAYA/IHA TEPAITUS MPH MALMEHTH,
HEMpHeMaJly Mpeay ToBa Apyru jekapcrsa. KomOMHauusTa BUaaaramnTuH/MeThopMUH

50 mg/1 000 mg, npunoxeHa aBa 1MbTH AHEBHO, MoHWKaBa HbAlc ¢ - 1,82%,
BusAaraMnTHH/metpopmut 50 mg/500 mg, npuaokeHa ABa MbTH AHEBHO — ¢ - 1,61%, meTdopMuH

I 000 mg, rnpuioxkeH /1Ba MbTH AHEBHO — ¢ - 1,36%, a Buiigarauntus 50 mg, NpUIOKEH ABa MbTH
AHEBHO — ¢ - 1,09 npu u3zxonen HbA ¢ 8,6%. [louuxkenuero na HbA ¢, Habmo1aBaHo MpY NalMHEHTH

¢ u3xoaeH HbAlc¢c > 10,0%, e no-rojsamo.

24-CeIMMYHO PaHIOMHU3UPAHO, ABOHHOCIIAIO, 1171a11e00 KOHTPOJIMPAHO U3MUTBAHE € MPOBEAECHO TMPH
318 nauueHTH, 3a /1a olleHH epUKacHOCTTa U Oe3onacHoCcTTa Ha BUaAaraunTuH (50 mg ABa NbTH
JIHEBHO) B KOMOMHauus ¢ MeTopmuH (> 1 500 mg aHeBHO) M rauMmenupu (> 4 mg AHEBHO).
BuajarnunTiH B KOMOMHALIMA ¢ MET(OPMHH U IIUMENUPU 3HaYMTEIHO noHrkasa HbA ¢ cnipsamo

niiauedo. Kopurupanara crnpsamo mianebo pasiuka B cpeHoTo noHmwxkeHue Ha HbA ¢ cnpsamo
Cpe/lHaTa U3xo/1Ha cTouHOCT OT 8,8% e - 0,76%.

[IpoBesieHO € neTroiMuIHO, MHOrOUEHTPOBO, PaHAOMHU3UpaHo, ABoMHOCAMNO npoyusaHe (VERIFY)
MpH MaLKMEHTH CbC 3aXapeH AHa0eT THUI 2, 3a /1a ce OLIeHH e(heKTbT HA PAHHO JICYEHHE C
KOMOHHauusTa BUIAArIMNTHH U MeThopmuH (N = 998) cnipamo cranaapTHa mbpBOHaYaIHa
MOHOTEpanus ¢ METHOPMHH, 110C/IeABaHA OT KOMOMHAUMS C BUJIJIArIMIITHH (rpyna Ha
nocsenosarenHo gevenue) (N = 1 003) npu HoBoAMArHOCTHLIMPAHH NMALIMEHTH ChC 3aXapeH auader
tun 2. Cxemara ¢ KOMOMHaUMATa Ha BUaAAraMnTUH SO mg /1Ba bTH JIHEBHO TUTIOC MET(GOPMHUH BO/IH
A0 CTaTUCTHYCCKH U KJIMHUYHO 3HAYUMO OTHOCHTEIHO HaMa/1a1BaHE HA PUCKaA “"BpeMeE /10 NOTBBLP/IEH
HEYyCIeX Ha MbPBOHAYANHOTO JieueHHe™ (cToiHOoCT Ha HbA ¢ > 7%) cnpsmo MoHOTEepanus ¢
MET(HOPMHH MPH HEJIEKYBAHM 10 MOMEHTA MALMEHTH CbC 3aXapeH auaber Tin 2 npe3 S-roguiHaTa
NpOAB/KMTEIHOCT Ha npoy4yBaHeTo (HR [95% CI]: 0,51 [0,45; 0,58]; p <0,001). Yectorara Ha
HEYCIeX Ha IbpBOHAYAIHOTO JieueHHue (cToiHocT Ha HbAlc > 7%) e 429 (43,6%) nauueHTH B
rpyrnara Ha Jie4ueHue ¢ koMmOMHauusTa 1 614 (62,1%) naumeHTH B rpyrnara Ha 1noc/jie/10BaTe/1HO
JICYEHHE.

24-Ce/IMMYHO PaHOMH3HPAHO, JIBOHHOCIIANO, M1aLed0 KOHTPOJIMPAHO U3MUTBAHE € MPOBEIEHO MPH
449 nauneHTH, 3a /1a ce OLeHH euKacHOCTTa U 6e30MacHOCTTa Ha BUAAAraunTHH (50 mg 1Ba MbTH
JIHEBHO) B KOMOMHALIMS C NOCTOSHHA J103a Oa3alieH WK MpeABapUTETHO CMECEH MHCY/IUH (CpeiHa
AHEBHa /1032 OT 41 eaAMHULM), CbC chbTCTBALL ITpHeM Ha MeThopMuH (N = 276) wiu 6e3 cbnbTCTBALI
npuem Ha meTopMuH (N = 173). Bunaarnuntui B KOMOMHALIMA C MHCYJIMH 3HAYHUTEIHO MOHMWKABA
HbA]c¢ cnpsamo niaue6o. B obuara norynauus kopurupaHara cripsamo mianebo pasjivka B CpeiHOTO

noHv:keHue Ha HbA ¢ npu cpeana uzxoana croitnoct Ha HbA ¢ 8,8% e -0,72%.

JICKYBAaHHW C MHCYJIMH CbC MJIKM O€3 ChITBTCTBALLL PUEM Ha METHOPMHUH, KOPHIH
rauedo cpe/iHo noHwxkenue Ha HbA ¢ e cvorBeTHO -0,63% M -0,84%. YecTo
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B apyro 24-ceAMHYHO Npoy4YBaHe NPH NAUWEHTH C MO-HANpPe/IHAJ 3aXapeH Auader Tvn 2, [PU KOUTO
HE € NOCTHUIHAT aICKBATEH KOHTPOJI C JIEYEHHETO C MHCYJIMH (KPaTKO M IbJAroAeHcTBall, Cpe/iHa
MHCY/iMHOBA /1032 OT 80 IU/aHeBHO), cpetHoTo noumxkenue Ha HbA ¢ npu no6assHe Ha

BUIArAMNTHH (50 mg /1Ba MbTH IHEBHO) KbM MHCYJIMHA € CTATUCTHYECKH 3HAYUMO TO-TOJISMO,
OTKOJIKOTO NpH KOMOMHauMATa naauedo nmoc uucynut (0,5% cnpsamo 0,2%). Yectorara Ha
XHUIMOTTMKEMHS € M0-HUCKA B rpynaTa Ha BWJIIAMIMITTHH, OTKOJIKOTO B ruiauedo rpynata (22,9%

cripsaMo 29,6%).

Cupoeunocv006 puck

MeTa aHa/M3 Ha HE3aBUCHMO W NPEBAPHTENHO ONPEAEIEHH ChPAEYHOCHI0BH HEXKETAHH ChOMTHS OT
37 da3a Il v IV KIHHHYHM M3NUTBAHMS 32 MOHOTEPANHA U KOMOMHUPAHA TEPANUS C
[NPOAB/KMTETHOCT Hajl 2 rOJAMHU (CpeaHa ekcro3uums S0 ceAMUIIM 3a BHJIIATTMIITUH U 49 CeAMMUILIU
33 CPaBHUTE/IHUTE JICKAPCTBEHH MPOYKTH), MOKa3Ba, 4€ JICYEHHETO C BUIAATJIMIITHH HE € CBbP3aHO C
MOBHMILIABAHC HA CbPACYHOCHAOBHA PUCK CIIPAMO CPaBHHUTEIHHUTE JieKapcTBeHH NpoayKTH. ChCTaBHaTa
KpahHa TOUYKa Ha MpPe/IBAPUTEIIHO OIPE/IC/IEHUTE rOJIEMH ChP/IEYHOCHI0BU ChOUTHS (major adverse
cardiovascular events - MACE), BKJIIOUHMTENHO OCTbP MHOKap/IeH WH(APKT, MHCYJIT WK CMBPT
MOpajin CbpJCHHOCH/10BA MPUYHHA, € MOA00HA NPU BUIAATIUIITHH CIIPAMO KOMOMHUPAHH aKTHBHH M
[1a11e00 CPaBHUTEJIHM JIEKAPCTBEHH MPOAYKTH [OTHOCHTEIeH puck o Mantel-Haenszel (M-H RR)
0,82 (95% C10,61-1,11)]. MACE nactbnBar npu 83 ot 9 599 (0,86%) nauueHTy, JIEKYBAHHM C
BUJIIArMNTHH, U nipu 85 ot 7 102 (1,20%) naumeHTH, JIeKyBaHH CbC CPaBHUTEJICH JIEKAPCTBEH
npoaykr. OleHkara Ha BcekH oTaesieH komnoHeHT Ha MACE He nokasBa noBHILEH pUCK (nogodeH
M-H RR). Cb06uTus ¢ norbpaeHa cbpaeuna Heaocrarbutoct (CH), negunupana karo CH,
M3UCKBAllla XOCMHUTAIM3aLMA, WK HoBonosBHI1a ce CH, ce chobuasar npu 41 (0,43%) ot
NALUMCHTUTE, JIEKYBAHH C BUJIAAraunTuH, U npu 32 (0,45%) ot naumeHTHUTE, IEKYBAHU ChC
CpaBHUTEJICH NekapcTBeH rnpoaykt M-H RR 1,08 (95% CI 0,68-1,70).

[leanarpuyHa nonyJjauus

EBpornieiickaTa areHuus 110 jieKkapcTBaTa 0CBOO0KAABA OT 3ab/DKEHHETO 3 [peaoCTaBsiHE Ha
PE3yATATUTE OT MPOY4BAHHATA C BH/IIATIMIITUH B KOMOMHALIMA ¢ METQOPMHH BbB BCHYKH TOArPYIH
Ha NeAHaTpUYHaTa rnomnyjauus CbC 3axapeH auader tvn 2 (Bx. Touka 4.2 32 MH(POPMaLIUS OTHOCHO
yrnorpeda B neaMaTpusTa).

5.2 DapmMaKOKHHETHYHH CBOHCTBA

Buagaraunrus/merdopmun

Abcopoyus

/lokaszaHa e OMOEKBHUBAJIEHTHOCT Ha BUJI/IArTMIITHH/METGOPMHH NIPH TPH Pa3/IM4YHH /103UPOBKH
(50 mg/500 mg, 50 mg/850 mg 1 50 mg/1 000 mg) cnpsAmMoO KOMOUHALMSA OT OTIEIHH TabIeTKH
BUJIIATJIMTIITUH U MET(POPMHUHOB XHAPOXJIOPH/L B CHOTBETCTBALIIMTE JIO3H.

XpaHara He IOBJIMsBA CTENEHTA U CKOPOCTTa Ha abCopOLMA HA BUIATIUIITHH OT
BU/11ArIMNTHH/MeThopMuH. CKOpPOCTTa M cTeneHTa Ha abcopOiLmns Ha METOPMHUH OT
BunaaraunTud/merpopmun 50 mg/1 000 mg ca HamasieHu, KOraTo ce npuiara €AHOBPEMEHHO C
XpaHa, KO€TO €€ OTpa3sBa B noHuKaBaHe Ha Cpax ¢ 26%, AUC ¢ 7% u 3abGaBsiHe HA JJOCTUraHETO HAa

Tmax (2,0 1o 4,0 yaca).

[locneBauioTo u3iokeHue oTpasssa papMakOKHHETHUHHUTE CBOMCTBA HA OT/AC/THUTE aKTUBHM
BelecTea B Tyreku KombOu.
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BuajgarnmntuH

Abcopoyus

Ciea nepopajiHo NMPHUIIOKEHUE Ha IJ1aJHO BUILAATIMITHH ce abcopoupa 6bp30 ¢ NMKOBA I1a3MeHa
KOHLEHTpauus, Had/r0/1aBaHa Ha 1,7 yaca. Xpanata ci1abo 3a6aBs BpeMeTO 3a JOCTUraHe Ha NMMKOBATA
J1a3MeHa KOHUEHTpaLHMA 10 2,5 yaca, HO He NoBiIMusBa obiarta excriozuums (AUC). [ Ipuiioxkenunero
Ha BWIArJIMNTHH C XpaHa BOJM 10 NoHWKaBaHe HAa Cnax (19%) cnpsamo npuioxkeHue Ha riajHo.
Crenenra Ha npoMsHa o0aye He € KIIMHMUYHO 3HaYMMa, TaKa 4Ye BWIAArJMIITHH MOXE /1a Ce npuiara
CbC WK 0€e3 XpaHa. AbGcosiroTHaTa OMOHAIMYHOCT € 85%.

Pasnpeodenenue

CBBbp3BaHETO HA BUJIJIAIJIMITTHH C TJ1a3MEHHUTE MPOTEUMHHU € ¢J1abo (9,3%) W BUIAAIIMITTHH Ce
pasnpeae/is NoOpaBHO MEXKy J1a3MaTa U YEPBEHUTE KPbBHHU KJ1eTKH. CpeiHua 06eM Ha
pasnpee/ICHHE Ha BUJIIarIMIITHH B CTAMOHAPHO CHCTOSHUE CJIE]] MHTPaBEHO3HO npuiioxkeHue (V) e
71 nutpa, KOETO rpeanosiara eKCTPaBacKyJ1apHO pasripe/ie/ieHue.

buompancghopmayus

MeTaboM3MBbT € OCHOBHHUAT NbT HA €JIMMUHUPAHE HA BWJIAArIMIITHH MPH XOpa, CheTasissail 69% ot
nozara. OcHoBHUAT MeTabonut (LAY 151) e dapmakosioruyHo HEaKTUBEH U € NIPOIYKT Ha
XWpOJ/IM3aTa Ha LIHAHOrpyrnara, KaTto cbeTaBisBa 57% OT J03aTa, NMoc/ie/1BaH OT NPOAYKT HAa aMU/HA
xujposinza (4% or no3ara). DPP-4 nonpunacs 4acTH4HO 3a XMApOJIM3aTa HA BHIIIATTMITTHH, KOETO CE
OCHOBABA Ha in Vivo NMpOy4BaHE, B KOETO €A U3I0/I13BaHH MIbX0BE ¢ JedruuT Ha DPP-4.
BunnarnuntuH He ce metabonuzupa ot CYP450 eH3uMuTe 10 CTEneH, KOATO MOXKE 1a Obie
onpejaeneHa. Cne10Bare/1HO, HE C€ OYaKBa META0OIMTHUAT KJIMPBHC HA BUIAAMIMITTHH /14 CE MOBJIMUSE
OT €AHOBPEMEHHOTO npuiiokeHue ¢ CYP450 unxuburopu u/unu HHAYKTOpH. In vitro npoy4BaHusTa
OKa3BaT, Y€ BHUJIIArIMITHH He HHXHOMpa/uHayurpa CYP450 enzumure. ETo 3a110, HIMa BEpOSTHOCT

BHJIZIAr/TMITTHH 14 NOBJIMSIBA METa0O/IMTHHUS KJIIMPBHC HA €IHOBPEMEHHO IPUJIaraHUTE JIEKapCTBa,
metabonusupanu ot CYP1A2, CYP2CS8, CYP2C9, CYP2C19, CYP2D6, CYP2E! unu CYP3A4/S.

Enumunupane

Caen nepopasino npunoxkenue Ha ['*C] Buiaarnuntun, npubausurento 85% ot 103aTa ce
CKCKpETHpa B ypuHata U 15% ot 103aTa ce otkpuBa BbB (pelieca. brOpeuHara exckpeuus Ha
HEMPOMEHEH BHJI1IAMIMIITHH CbCTaBIsBa 23% OT 103aTa caej nepopaliHo npuioxkenue. Craes
MHTPAaBCHO3HO MPHIIOKEHHE HA 3/IpaBU UH/IMBHU/IHU, OOLLMAT MJ1a3MeH U ObOpedeH KIMPBHC Ha
BUJIIArIMITTHH € CbOTBETHO 41 u 13 [/uac. CpeaHusaT eTMMHUHALMOHEH NONYKUBOT cliejl
MHTPABEHO3HO IMPHJIOKEHHE € NPUOJIM3UTENHO 2 yaca. EAMMUHALIMOHHUAT M0J1Y>KMBOT CJleT
MEpoOpaIHO IMPHJIOKEHHUE € NpUbau3uTenHO 3 yaca.

Jluneunocm/neauneunocm

Crmax Ha BUWIIATJIMIITHH M TJI0LITA MO/1 KPUBATA [J1a3MEHA KOHLEHTpaLus crpsamo Bpeme (AUC) ce
NOBMILLABAT M0 MPUOIM3HTEIHO 103a-MPONIOPLUHMOHATIEH HAYUH B PAMKHTE Ha TEPArieBTUYHUS 10308
HHTEpBAaJl.

Xapakmepucmuxu npu nayuenmume

[lon: He ce HabonaBaT KIMHUYHO 3HAYUMHM Pa3/IMKK BbB (hapMaKOKMHETHKATA HA BU/I1ATIMITTHH
[PH 3/IpaBH MBXKE U JKEHH B LLIMPOK /1MAna3oH Ha Bb3pacT U UH/IEKC Ha TejiecHa maca (UTM).
Muxnbupanero Ha DPP-4 ot BuagarivnTis He ce noBiusBa OT NoJia.

Bw3pact: Ilpu 31paBu uHAMBMAM B cTapyecka Bb3pacT (> 70 roauum) obiara eKCrio3uiums Ha
BusiariMnTrH (100 mg BeaHbk AHEBHO) ce yBeauuaBa ¢ 32%, ¢ 18% noBuiuaBaHe Ha MMKOBATA
[71a3M€Ha KOHLUEHTPALMs B CPaBHEHHE CbC 3/1paBy MJiaau UHAUBUAH (18-40 roamumn). C

MOBJIMSABA OT Bb3pacTTa.
YepHuoapoOHo yBpexaane: [Ipu nauueHTH ¢ seko, YMEPEHO WJIH TEXKKO 4epHOAPJPHD K

(Child-Pugh A-C) Hsima KAMHUYHO 3HAYUMH NTPOMEHH (Mmakcumym ~30%) npu ek Ga%m : ,__ra v
BUJIJIATJTUTITHH.
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bbOpeuHo yBpexaane: [Ipy HHAMBHAM C JIEKO, YMEPEHO MUJIM TEXKKO OBbOpEUYHO yBpeXk/1aHe CUCTEMHATA
€KCIO3MLIMA HA BUJIIATJIMIITHH ce yBen4aBa (Crax 8-66%; AUC 32-134%) v ToTaHUAT TeieceH
KJIMPBHC HaMaJisiBa B CPABHEHHWE C MH/MBH/IM ¢ HOpMasiHa ObOpeuHa QyHKLMS.

ETtHuuecka rpyna: OrpaHM4yeHUTE 1aHHHW NpEANnoJarar, 4e €eTHHYeCKaTa NpUHaUIEKHOCT HE OKa3Ba
rOJIMO BJIMSIHUE BbPXY (hapMaKOKMHETHKATA Ha BHJ1J1ArJIMITTHH.

MetdhopMuH

Abcopoyus

Caen nepopasieH npuem Ha METQOPMHUH MaKCHUMa/IHATa ru1a3MeHa KoHleHTpauus (Crax) €€ 10cTHra
cJiel OKOJI0 2,5 yaca. AGcoatoTHaTa OMoHaIMYHOCT Ha Tabsietka Metdhopmun ot 500 mg npu 3apaBu
MHMBHUM € npubausuresiHo 50-60%. Caen nepopasiieH npuem HeabcopOMpaHaTa 4acT, KOSTO Ce
ycTaHOBsiBa BbB (eueca, e 20-30%.

Crie1 nepopajiHoO NpUiioxKeHHe adbcopOuusaTa Ha MeTGOPMHH € HacUilalla U Henb/iHa. [Ipuema ce, ue
¢apMakokrMHeTHKaTa Ha abcopbumsTa Ha MeThopMHH He € iuHelHa. [Tpu oOHuyaliHUTe 103U U CXEMH
Ha MPUJIOXKEHHUE HA MET(POPMHUH, CTALIMOHAPHA TUTa3MEeHa KOHLICHTpPALMs C€ IOCTHra B paMKUTE Ha 24-
48 yaca v 00110 B3eTo € noa 1 pg/ml. Ilpu KOHTpOIMpaHW KJIMHUYHU NPOYYBAHUSA MAKCUMAIHUTE
njasmMeHu HuBa Ha METPOPMHUH (Ciax) HE HaiBMLIABAT 4 Lg/ml 10pU NPU MAKCUMAJIHU JI03H.

XpaHara ¢/1a00 3a0aBs M Hamas1IBa cTeneHTa Ha adbcopOumns Ha meThopmuH. Cre NpUIIoKEHHE Ha
no3a ot 850 mg nukoBara ruiazmeHa koHueHtpauus € ¢ 40% no-uucka, AUC e Hamasiena ¢ 25% u
BPEMETO 3a JIOCTUIraHe Ha MUAKOBA IJl1a3MeHa KOHLUEHTpaUMs € yab/KeHO ¢ 35 muHyTH. He € scHa
KJIMHWUYHATA 3HAYMMOCT Ha TOBA HaMaJieHUE,

Pasnpeoenenue
CBBbp3BaHETO C IJIa3MEHUTE MPOTEUHU € He3HAUMTEIHO. MeThOopMHH ce pasnpeselis B ePUTPOLIMTHUTE.
Cpeanusar odem Ha paznpejenenue (Vd) Bapupa mexay 63 u 276 nurpa.

buompancghopmayus
MeTtdopMHuH ce eKcKpeTHpa HenpoMmeHeH B ypuHara. [Ipu xopa He ce ycraHoBsBaT MeTabOJIUTH.

Eaumunupane

MeTtdpopMHH ce eTMMUHHUPA upe3 ObOpeuHa ekckpelus. bbOpeYHUsT KIMpbHC HAa METHOPMHH €

> 400 ml/mMuH, KOETO NoKa3sa, 4e MeTOPMHH Ce EJIMMHUHHUPA Ype3 IJIoMepYJiHa GUaTpaLms U TYOyJIHA
cekpeuus. Cnen nepopajieH rnpueM, NPUBUAHUAT TEPMUHAJIEH €THMHHALIMOHEH TOJTY>KHUBOT €
npudamnsuresHo 6,5 yaca. [Ipu yBpenena Ob0peuHa GpyHKLMA, ObOPEYHHUAT KIIMPBHC € HaMaJleH
[MPONMOPLIMOHAIHO HA KPEAaTHHUHOBMS KJIMPBHC M MOPaMd TOBA €IMMHUHALIMOHHHUAT MOJTYKHBOT €
YBJIKEH, KOETO BO/M /10 MOBUIIEHO HUBO HAa MeT(OPMHH B Iia3Mara.

5.3 IlpeaK/IHHUYHH JaHHH 342 0€30MACHOCT

[Ipu :KMBOTHH ca NMpOBEJEHU EKCMIEPUMEHTAIHH MPOYYBAHMSA C MPOJAB/IKUTETHOCT 10 13 CeIMULIM C
KOMOWHaLMATA OT BEllleCTBaTa, Chabpxkallu ce B Tyreksu Kombu. He ce ycraHoBsiBaT HOBH 1nposiBH
Ha TOKCHYHOCT ¢ Ta3u KoMOMHauus. Ciie/1BalliuTe 1aHHU Ca YCTAHOBEHH B IPOYUYBAaHHS, POBEIEHH C
BUJIIATIMITTUH U METHOPMHUH MOOT/IEJTHO.

Buiaaaraumntux
[1pu kyuera ce Hab/110/1aBa y/1b/DKaBAHE HA HHTPAKAP/AMAIIHOTO MPOBEX/1aHe MPH 1034, NPH KOATO
HaAMa edekT, oT 15 mg/kg (7 nbTH Haja eKCrno3uuuMaTa npy Xxopa Bb3 0CHOBA Ha Cpax).

Kymyiivpane Ha neHecTH ajiBeosapHu Mmakpodaru B Oesiure Jipodose ce Hab1101aBa
MHULIIKHK. /lo3aTa, npu KoATO He ce HabJ01aBa No100eH edeKT npu MIbLXoBe, € 25
€KCrno3uiaTa npy xopa b3 ocHoBa Ha AUC) u 750 mg/kg npu muiuku (142 nbTH
[py Xopa).
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CTOMAILIHO-4PEBHH CHUMITTOMM, [O-TOYHO MEKH M3IPAXKHEHHS, U3NPOKHEHUS ChC CTY3, AUAPUS U TTPH
[10-BUCOKH /1034 KPBB B H3IIPAXKHEHUATA, ca Ha0/I10/1aBaHu 1pu Ky4eTta. HUBO, npu koeTo He ce
HaOJito1aBa eekT, He € YCTaHOBEHO.

Bu11arjiMinTHH HE € MyTareHeH Mpyu KOHBEHLIMOHAJIHUTE (1 VIIro W in vivo W3ciie/IBaHMs 3a
F€EHOTOKCHYHOCT.

[ IpoyuBane 3a pepTHIIMTET M paHHO eMOPHUOHAJIHO Pa3BMTHE MPH MJIbXOBE HE JaBa JaHHM 3a
HapyLIeHHs! BbB HEPTUIIMTETA, PENPOLYKLMATA WK PAHHOTO eMOPUOHAIIHO Pa3BUTHE B PE3YJITAT HA
JICYEHHETO C BUIAArIMNnTUH. EMOpHO-(eTanHaTa TOKCHYHOCT € OLIeHABAHA MPH MUTbXOBE M 3aMLIM.
[ToBuiueHa yecToTa Ha BLIHOOOpa3HU pebpa ce Hab./1101aBa MPH MTbXOBE BbB BPb3Ka C HAMAJICHH
[apamMeTpH Ha TEJIECHOTO TErJ10 HA MAWYMHHUA OPraHU3bM C 1034, MPU KOATO HsAma edekt — 75 mg/kg
(10 nbTH Haa ekcrnio3uumsTa npu xopa). [1pu 3aiiu HamaneHo deTanHo TeryIo U NMPOMEHH Ha cKeJleTa,
[oKa3aTe/IHH 3a 3a0aBsHE B pa3BUTHETO, ca OTOEJIA3aHN CaMO NP HAJIMYUETO HA TEKKA TOKCHYHOCT
32 MaHYMHUA OPraHU3bM C 1034, MpH KOATO HAMA edekT — 50 mg/kg (9 mbTH Haa eKcrno3uuMaTa NpH
xopa). lIpu mibXxoBe € npoBejIeHo rpe- U NOCTHATAIHO MPOoy4YBaHe 3a pa3BuTve. Haxonku ce
Ha0J1l01aBaT CaMO BbB BPb3Ka C TOKCHYHOCT NPH MaW4YMHHMs OpraHu3bm npu > 150 mg/kg u Bkousar
[MPEXOHO HAMAJIABAHE HA TEJICCHOTO TErJ10 U HaMaJieHa JABUrarteiHa akTuBHOCT B F1 nokosieHueTo.

/IBYroIMLLIHO NpoyUBaHe 3a KAPUHWHOIEHHOCT € MPOBEICHO MPH IUITbXOBE MPH NEPOPATHH J103H /10

900 mg/kg (npudausurento 200 NbTH eKCNO3ULMATA PH XOPA MPH MAKCUMAITHO MPENopbYBaHaTa
n03a). He ce Habnro1aBa noBUiLaBaHe Ha Y€CTOTATA HA TYMOPHUTE, KOMTO OMXa MOTIM /1a ce OTHecaT
KbM BHJIAMIMITHH. JIpyro ABYro/iMIIHO NPOYYBaHE 32 KAPUMHOIEHHOCT € MPOBEIEHO MPHU MHILKH C
nepopajiiu 1031 10 1 000 mg/kg. [MoBuinenara yectora Ha aJieHOKApLIMHOM Ha I'bP/aTa U
XEMaHIrHocapKoM ce HalJIK0/1aBa NpH /103a, NPH KOATO HAMa edekT, choTBeTHO oT 500 mg/kg (59 mbTH
ekcnosvumsaTa rnpu xopa) v 100 mg/kg (16 nbTn ekcrniozuumsTa npu xopa). Cumura ce, ye NoBUILEHATA
YECTOTA HA TE3U TYMOPH IPH MHUIIKH HE NPE/ACTaBIsBa 3HAYUM PUCK 3a XOpaTa, Bb3 OCHOBA Ha
JidricaTta Ha FreHOTOKCHYHOCT Ha BUWIJIATTIMIITHH U OCHOBHHUSL MY METa0OJIUT, M0SBATa HA TYMOPHTE
CaMo I1pH €/IMH BU/1 U BUCOKHTE CbOTHOLUIEHHS HA CUCTEMHA €KCITO3ULIMS, NPH KOATO ca HabJII01aBaHu

TYMOPHTE.

B 13-ceamu4HO npoy4BaHe 3a TOKCHUHOCT NPHU MaMyHH MaKallk, KOXKHH JIE3UH ca OTOe/IS3aHH NP
1034 > 5 mg/kg/nen. Te ce nokanu3upar BUHArK 1Mo KpaiHULMTE (pbLETE, XOAK/1aTAa, YUINUTE Y
onawkara). [lpu 5 mg/kg/nen (npubamnsurenen exsusaieHt Ha AUC ekcrosuumsTa npu xopa rnpu
nos3a 100 mg) ca HabsronaBanu camo Mexypu. Te ca 0GpaTUMHM, HE3aBUCHMO OT TOBA, Y€ JICYEHHETO €
MPOAB/IKEHO, U HE Ca CBbP3aHH C XUCTOMATOJIOrMYHU aHOMaIMM. HarnykaHa koxka, Jiiolena ce Koxa.,
CTPYTI€H W paHH Ha ONallKaTa ¢ KOpeJarupaul XUCTONAaTOI0OrMYHH POMEHH ca Ha0JIk0/1aBaHH TpH
no3u > 20 mg/kg/nen (npubnunsurenno 3 mbtn AUC ekcnosuumsTa rnpu xopa npu go3a 100 mg).
HekpoTuyHHM fie3uM Ha onauikaTa ce HaOmoaasar npu > 80 mg/kg/nen. KoxxHuTe j1e3um He ca
oOpaTHMHU 11py MaliMyHH, jieKyBaHH ¢ 160 mg/kg/ieH no Bpeme Ha 4-ceIMMYHMS Bb3CTAHOBHTE/IEH
[epUOI.

MetdopMHUH

HekMHMuHUTE 1aHHM 32 MET(OPMHH He NMOKa3BaT 0COOEH PUCK 3a Xopa Ha 6a3aTa Ha
KOHBEHLIMOHAJTHUTE (DapMaKOJIOrMYHH NPOYUBaHUsA 3a 6€30MaCHOCT, MPOY4YBaHHUs 3@ TOKCHYHOCT MPH
MHOIOKpaTHO MNpujiaraHe, reHOTOKCHYHOCT, KAHLIEPOreHEH MOTEHLMA U penpoyKTHBHA TOKCHYHOCT.
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6. PAPMALEBTHUYHHU JAHHHA

6.1 CnHcbK HA NIOMOINHHTE BelIeCcTBA

opo na mabiremxkama.

[ {es1ys103a, MUKpOKpHCTaTHA
Konosusiou K 25-31
KpocnosuaoH (tun B)
XHIPOKCHITPOITHIILIETYJI03a
Marxe3ueB creapar

Duimoso nokpumue:
Xurpomeosa

TuranoB nuokcun (E 171)
Kenezen okcua, kbt (E 172)

Makporos/TIEI" 8000
Tank

6.2 HecbBMecTHMOCTH
Henpunoxumo

6.3 Cpok Ha roasocr
3 roAMHH

6.4 Chnenna/iHH yCJIOBHS HA CbXPaHEHHE

To3u 1ekapcTBeH MPOAYKT HE M3UCKBA CTIELIMAIHK TEMIIEPATYPHHU YCIOBHS HAa ChXPAHEHHE.
/la ce cbxpaHsBa B OpMrMHasiHaTa ONaKoBKa, 3a /ia ce Mpe/nas3M oT Bjara.

6.5 BuaucbabpXKaHHE HA ONAKOBKATA

baucrep anymunuit/anymunuii (OPA/anymununeso ¢poano/PVC)
[Ipeanara ce B onakoBkM, cbhabpakaiu 10, 30, 56, 60, 120, 180 wiu 360 (puaIMHUpaHu TabJIETKH.

He BCHu4KM BH10BE ONakoBKK Morart j1a Ob/1aT MycHATH Ha nasapa.
6.6 Crneuna/iHu nNpeanasHu MEPKH NMPH HIXBbPJISTHE

Heusron3saHusT jiekapcTBEH MPOAYKT WK OTHAIbYHMTE MaTEPHAIM OT HEero TpsOBa Ja ce U3XBBbPJIAT
B CbOTBETCTBHE C MECTHUTE U3UCKBAHMA.

7. I[NPUTEXATEJI HA PABPEHIEHHUETO 3A YIIOTPEBA

Viatris Limited
Damastown Industrial Park,
Mulhuddart, Dublin 15,

DUBLIN,
Upnanus

8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

T'yrexksu KomOu 50 mg/850 mg ¢unmupanu tabnerku: per. Ne 20220059
T'yreksu Komou 50 mg/1 000 mg duamupanm tabaerku: per. Ne 20220060
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9. JAATA HA ITbPBO PASPEIIABAHE/ITOITHOBSIBAHE HA PABPELHIEHUETO 3A
YIIOTPEBA

Jlata Ha mbpBO pa3peluaBane: 21 ¢espyapu 2022 r.

10. JATA HA AKTYAJIU3UPAHE HA TEKCTA

12/2024
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