KPATKA XAPAKTEPUCTUKA HA IIPOAYKTA



1. UME HA JIEKAPCTBEHUS ITPOAYKT | :
a PORAVOS S/ 60
Tyrexu Komou 50 mg/850 mg dpunmupanu TadieTku ' - - '

Tutecvi Combi 50 mg/850 mg film-coated tablets | ' 6"? }/} . 7 20 -05- ZUES

Tyreksu Kom6u 50 mg/1 000 mg dbuamupanu TadsieTku
Tutecvi Combi 50 mg/1 000 mg film-coated tablets

2 KAYECTBEH U KOJIMYECTBEH CbCTAB

TyrekBu Komou 50 mg/850 mg dunmupanu tadieTku
Besika dunmupana tabaerka cbabpka 50 mg suiiaaraunTus (vildagliptin) u 850 mg methopMHUHOB
xuapoxjopua (metformin hydrochloride) (exkBuBasienTHr Ha 660 mg MeTHOpPMHH).

TyrekBu Komou 50 mg/1 000 mg dunmupanu TabieTku
Bceska punmupana tabnetka cbabpika 50 mg BungaraunTud (vildagliptin) u 1 000 mg metpopmuHoB
xuapoxsiopua (metformin hydrochloride) (exBuBasnienThun Ha 780 mg MeThopmuH).

3a MbJIHUS CIUCHK HA NMOMOLIHUTE BELIIECTBA BUKTE TOUKA 6.1.

3. JIEKAPCTBEHA ®OPMA

dunmupana tabseTka.

TyrekBu Kom6u 50 mg/850 mg dunmupanu TabsIeTKH ca KbJITH, EJIUIICOBUAHA, PUIMHUPAHH
TabJIETKHU ChC CKOCEHH pBOOBE, I71aJIKKH OT JABETE CTpaHU W 1pudim3uTeaHun pasmepu 20,7 x 8,8 mm.

TyrekBu Kom6u 50 mg/1 000 mg dbunmupany TabaeTku ca TbMHOXKbBIITH, €JIMIICOBU/HU, (PUIMHUPAHU
TabJIETKH CbC CKOCEHH pBOOBE, IJ1aJIKK OT JIBETE CTPaHHU M npudau3nuTennm pasmepu 21,3 x 10,1 mm.

4. KJIMHUYHHU JIAHHHA

4.1 TepaneBTHYHH NOKA3ZAHHUSA

TyrekBu KomOuU € nokasaH KaTo JI0MbJIHEHHE KbM /IMETATA W YIIPAXKHEHHUATA 3a 110100peHHe Ha
[JTMKEMUYHUS KOHTPOJI ITPU Bb3PACTHHU CbC 3axapeH jJuader tun 2:

s [Py TMalMEeHTH, TIPU KOHMTO HE € Bb3MOXKHO Ja C€ [IOCTUIHE a/IEKBATEH KOHTPO/I camMo ¢
METHOPMHUHOB XHIPOXJIOPHU/L,

® NPy MALMEHTH, KOMTO BeuYe ce JIeKyBaT € KOMOMHALMATA BWJIJATJIMIITHH M MET(QOPMHHOB
XHAPOXJI0pH/ o1 hopmaTa Ha OTAE/IHU TA0IETKH;

® B KOMOMHALIMS C JIPYIH JIEKAPCTBEHU NMPOAYKTH 3a JIeueHUE Ha AUadeT, BKIIOYUTETHO HHCYJIUH,
KOraTo T€ HE OCUI'ypSBaT a/1eKBATEH MNIMKEMHUYEH KOHTPOJI (BK. TOUKH 4.4, 4.5 ¥ 5.1 3a HATUYHH JaHHH
OTHOCHO pa3/IMYHUTE KOMOUHALIMK),




4.2 JIo3HpOBKA H HAYHH HA NPHJIOKEHHE

o3upoBka

Bvapacmnu ¢ nopmanna 6vbpeuna ynkyua (GFR > 90 mi/mun)

Jlo3aTa npu aHTUXHIAEPrIMKeMHUHOTO jieueHue ¢ Tyreksu Komdu TpabBa na 6vae
MHAMBHAYAIM3HPAHA Bb3 OCHOBA HA TEKYLaTa CXEMa Ha NMaLMEHTa, €PEKTUBHOCTTA H MOHOCHMOCTTA,
KaTo HE Ce NMpeBHLIaBa MAaKCMMAIHATA NPEeNopbUYKTENHA AHEBHA n03a OoT 100 mg sunaarnunTHH.
Tyteksu KomGu mMoxe aa ce 3anoune unu kato tabsetka ot 50 mg/850 mg, wiu xarto tabnerka ot
50 mg/1 000 mg, npunoXKEHa XBa MbTH AHEBHO, 110 €AiHa TadIeTKa CYTPHH H €/1Ha Beuep.

- [Ipu nauneHTH, NpYU KOUTO HE € MOCTUTHAT aIEKBATEH KOHTPO. ¢ MAKCHMaJIHaTa NOHOCHMa
1033 MeT(GOPMHH, NPHUIIaraH KaTo MOHOTEPAMHA:

Hauanxarta go3a Ha Tyrexeu KomGu TpabBa 1a npenocrassa sunaarauntvd 50 mg asa MbTH AHEBHO

(100 mg obwa aHeBHa 103a) MJIIOC 103aTa Ha METHOPMHH, KOATO BEYE C€ NpUaara.

- [pu naLreHTH, KOUTO NPEMUHABAT OT €AHORPEMEHHO MPHJIAraHH BHIATIUIITHH H METGOPMHH
KATO OTAC/IHU TaDNeTKH:

Tyteksu KomOu TpsaGBa Aa ce 3aMoyHe B ChLIMTE 1034 HA BUIJATIMIITHH U MET(POPMHH, KAKTO

NMPUEMaHHUTE 1O MOMEHTA.

- [Tpy NauMeHTH, [PK KOUTO HE € MOCTUTHAT a/IeKBAaTEH KOHTPOJI C ABOMHA KOMOHUHALUSA OT
MeTGPOPMHUH U CYNHOHWITYPEHHO MPOU3BOAHO:

Josata Ha Tyreksu KomOu Tpa0Ba Aa npeaocTass BIIAAMAUNTHH B A03a OT 50 mg ABa NbTH AHEBHO

(100 mg ofwa qHeBHa 103a), a 103aTa Ha MeTPOopMHH TpsaOBa ga Obae nogodbHa Ha npuemaHara 10

momexTa. Korato Tyreksu KomOu ce npunara B kKoMOUHALMS CBC CYNPOHUTYPEHHO NNPOUIBOIHO,

MOXeE a ce OOMHCIM MO-HUCKA 103a Ha CYTQOHUNYPEHHOTO NPOXU3BOAHO, 3a 13 C€ HAMAAH PUCKDBT OT

XHITOTTTUKEMMSA.

- [Tpu nauueHTH, NPH KOUTO HE € NOCTUTHAT a[IEKBATEH KOHTPOJI C 2BOHHAa KOMOUHHpaHa
TEPANMA C KHCYIMH U MAKCUMAJIHO MOHOCKMMATA 1032 METPOPMHHA:

HNozarta Ha Tyreksu KoMbu Tpabsa na npeaoctrasa BUAAMIMOTHH B 103a OT 30 mg nBa IMbTH AHEBHO
(100 mg obwa nHeBHa 103a), a 103aTa Ha MeTdopMHH TpadBa Aa 6bae noaodbHa Ha Ao3aTa, NMpHeMaHa
0 MOMEHTA.

be3onacHocTTa ¥ €UKACHOCTTA HA BUJIAArTHIITHH U METPOPMHUH, NIPUIATAHK KaTO TPOHHA NepopaitHa
Tepanusa B KOMOWHALIMA ¢ THA30NHAMHANUOH, HE Ca YCTAHOBEHH.

CoeuraiHu nonyJaauqu

Cmapuecka év3pacm (2 0 c00uru)

Twit xaTo MeTGOPMHH CE eKCKpeTHpa npe3 On0penuTe, a NMalKUEHTUTE B CTapUecKa Bb3pacT MoOKa3Bar
TEHACHLUA KbM HaMansaBaHe Ha ObOpeuHaTa hyHKLUMA, MALHCHTUTE B CTapyecKa Bb3pacT, KOUTO
npuemart TyrekBu KoMGu, penosHo Tpadsa aa npocieaBaT pyHKuMATa Ha 0b0peumTe cu (BXK.
TOuKH 4.4 U 5.2).

bvbpeuno yapescoane

[Ipeau 3ano4BaHe Ha JeYEHHE C MPOAYKTH, ChAbpHKALWK MeTHOPMHUH, TpAOBA Ja ce HarpaBy OLECHKA
Ha GFR, a cnea Toea — noHEe BEAHDBXK roAXLLHO. [ Ipyd NallMEHTH C MOBHILUEH PUCK OT MO-HATATBIIHO
rporpecupaHe Ha 0LOpeuHo yBpeXkaaHe M NpH MaLMEHTH B CTApYECKA Bb3pacT TpAdBa no-4ecTo aAa ce
npasu oueHka Ha ObOpeuHaTa QyHKUHA, HANpUMEP Ha BCeku 3-6 meceua.

3a npeaAnoOYMTaHE € MaKCHUMANHaTa JHERHA 1032 METPOPMHH Aa Obae pasieiieHa
MdakTopH, KOUTO MOTAT /1a YBEIMUYAT PUCKa OT JIAKTAaTHA auKna03a (BakK. Touka 4.
[ipepasrjieiaHu, npeau 4a ce 0OMHUCIN 3aN0YBAHETO Ha JIeYEHHE C METHOPMHH
GFR < 60 ml/min.




AKo He € gocTbNnHa go3oea popma Ha Tyrekern Kombu ¢ agekBaTHO KOJWUECTBO H2 AKTUBHOTO
BELLIECTBO, BMECTO KOMOHHALMA ¢ pUKCHpaHK J03HM TpaORa Aa ce U3NOoN3s8aT OTACTAHHTE
MOHOKOMIOHEHTH.

GFR ml/mun | Metdbopmuh BunaaraMntuH

60-89 MakcuManHara AHeBHa ao3a € 3 000 mg. He ce wHanara kopurupase Ha
Moxe aa ce oOMUCAM HAaMaIABAHE HA A03aTa MpU | J03aTa.
B/IOIIaBaHe Ha DbOpevHaTa QyHKUHS.

45-59 MakcumanHara aHesHa ao03a e 2 000 mg. MakcumanHaTa JHEBHA J03a e
Hayannara no3a € noHe nonoBUHATA OT 50 mg.
MaKCHMMAJTHATA A03a.

30-44 MaxkcumasnHara aHeeHa ao3a € 1 000 mg.
Havannara 1032 € NoHE NONOBHUHATA OT
MaKCHMa/HaTa 103a.

<30 MeT@OpPMHH € MPOTHBONOKA3aH.

Yeprnoopobnuo yepesxcoarne

Tyrexkeu KomOu He TpaOBa aa ce npuiara rMpy NaUHEeHTH ¢ YEPHOAPOOHO YBpEXKAaHE, BKIIOYHTEIHO
Te€3U CbC CTOMHOCTH Ha aJlaHWH aMuHoTpaHchepaszata (AJIAT) unun acnaprar aMuHoTpaHcepasara
(ACAT) npenu 3anouBate Ha Ae4€HHETO > 3 NbTH ropHara rpaHyua Ha Hopmansoto (I'TH)

(Bx. ToukH# 4.3, 4.4 u 4.8).

[leouampuuna nonyaayusn

He ce npenopnuBa ynorpebara Ha TyrexkBu KomOu npu aeua u 1oHOWH (< 18 roauHH).
bezonacHoCTTa M e(MKACHOCTTA HA BWIAArTMITHH/METHOPMHUH NPpH Zeua U oHOWH (< 18 roauHu) He
ca YCTAHOBEHMU. JIMTICBAT JaHHMU.

HauvH Ha NpunokKeHUe

[lepopanHo npunoxexHue.

[TpuemsT Ha TyrekBu KoMbU o BpeMe Ha WM BeaHAra ciel XpaHeHe, MOXe Ja HaMald CTOMAaUHO-
YPEBHUTE CUMITTOMH, CBBP3aHH ¢ METGQOPMHH (BK. CHLUO TOUKA 3.2).

4.3 IlpornBomokasanus

— CBpbXYYBCTBUTEIHOCT KbM aKTHBHUTE BELLECTBA UM KbM HAKOE OT NIOMOUIHWTE BELLIECTBA,
M30poeHH B TOUKE 6.1.
- Bceekn THIt ocTpa MeTabosIMTHA aumna03a (KaTo NakTaTHa auMa03a, AMadeTHa KeToalun03a).
— JnabeTHa npexoma.
— Texxka ObOpeunHa HegocTaTb4HOCT (GFR < 30 ml/mMun) (Bx. TOouka 4.4).
— OcCTpy CHCTOAHHA, KOMTO MOraT Ja npomMeHsT ObOpeyHaTa GyHKUHA, KATO:
— AeXuaparaLus,
— TEXKA UHPEKLIHA,
- LIOK,
- BBLTPECHA0BO NPHUIOKEHUE HA HOAUPAHM KOHTPACTHH BEWECTBA (BK. TouKa 4.4).
— OcTpo KK XpOHUUYHO 3a00AABaHE, KOETO MOXKeE Ja NPUYHHK TbKaHHA XHMOKCHA, KaTo:
— ChpACYHA WK JAUXATENHA HEOCTATBUYHOCT,
- CKOPOLIEH MHOKapAeH UH(PapKT,
— LLIOK.
- YeproapoOHo yBpexjaane (Bx. ToukH 4.2, 4.4 n 4.8).
— OcTpa anKoXx0/nHa HHTOKCHKALUA, AIKOXOJU3BM,
— Kbvpmene (Bx. Touka 4.6).




4.4 ChoenHa/iHu npeaynpexicHHs H NPeANa3HH MEPKH NpPH ynotrpeda

Ooum
TyrekBn KomMOu He e 3aMecTUTEN HA UHCY/IMHA MPH WHCYJIUH-3aBUCUMM MALMEHTH U HE TpAbGBa Ja ce
[pusiara Npy NaLMeHTH CbC 3axapeH anader Tun 1.

JIakTaTHa aunao3a
JlakTaTHaTa auMa03a, MHOrO PAJAKO, HO CEPHO3HO METADONUTHO YCIIOKHEHUE, HAH-4ECTO HACTbIIBA

MPH OCTPO BlIOLIABaHe Ha ObOpeyHaTa QyHKLHA, KapaAHO-PECTTMPATOPHO 3a00/19BAHE HITH CETICHC.
HarpynsaHnero Ha MeTOpMUH HACTBLIIBA NIPH OCTPO BJIOi1aBaHe Ha ObOpeyHaTa pyHKuMs U
yBeaH4yaBa pUCKa OT JJaKTaTHa auuao3a.

B cnyuail Ha aexuapaTaluMs (Texka AHapus UM NoBpbIIAHE, TPECKA WIH HAMAICH [PHCM Ha
TeYHOCTH) TPAOBa BPEMEHHO [1a CE Cnpe NPUEMBT Ha METPOPMUH U € NPENOPBUHTETHO Aa C€
YCTAHOBH KOHTAKT ¢ MEAULIMHCKH CNEUHAIHCT.

[TpMeMbT HA NEKAPCTBEHH NMPOJYKTH, KOUTO MOTaT OCTPO Aa yBpeaar ObOpeuHara dpyHkums (kato
aHTHUXUNEepTEeH3IUBHH cpeacTea, anyperuun u HCTIBC), Tpabsa na ce 3anouyHe ¢ NOBHILEHO BHUMAHHE
Mpy NalMEHTH, NEKYBAHU C METPOpMHUH. [lpyrn prckoBr (PaKTOPH 3a jlaKTaTHa auua03a ca
MPEeKOMEPEH MPUEM HA AJIKOXOI1, YEPHOAPOOHA HEAOCTATBYHOCT, HEAOCTATHLUYHO KOHTPOAHpaH AHaleT,
KeTO3a, MPOAB/DKHUTENHO IMAaAyBaHE N BCAKAKBY CbCTOAHHSA, CBBP3AHH C XUNOKCHA, KAKTO M
eHOBpEMeEHHaTa yrnoTpeda Ha JIeKApCTBEHH NPOAYKTH, KOMTO MOrar Aa [NPpUHHHAT IaKTaTHa alua03a
(BK. TOUKH 4.3 u 4.3).

[MaunenTute u/vnu bosHornenauure Tpadea na 6baaT HHPOPMHPAHH 32 PHCKA OT JAKTAaTHA alMa03a.
JlakraTHaTa auMa03a C€ XapaKTepU3Upa ¢ allHI03Ha AUCTIHES, KOpeMHa 60Jika, MyCKYJIHH KpaMIu,
ACTEHHUA M XMNIOTEpMHUA, NocieasaHun ot koMa. [Ipy nono3pUTenHHu (CYCNEKTHH) CUMITTOMH,
MAUMEHTHT TPAOBA Ja Cripe MpremMa Ha MeTQOPMHKH UM He3abaBHO /1a MTOTHPCH JIEKApCKa MOMOILL.
JnarHoctuuHunte 1abopaTOpPHH HaxOAKH ca NOHKXEeHO KpbBHO pH (< 7,353), noBuileHn HUBA Ha
iwiasMeHus naktat (> 5 mmol/l) n nosuiieHa aHMOHHA pa3MKa H CbOTHOWEHHUE NaKTaT/IKpYyBar.

ITpunooicenue na Hooupanu KOHMPAcMHU geecmeaq

B1LTpechaoBOTO MPUIOKEHHE HA HOAVPAHHU KOHTPACTHH BELLECTBA MOXE 4a A0BENE A0 KOHTPACT-
HHAyuMpaHa HedponaTus, BOAEILA A0 HATPYIBAHETO HA METHOPMHMH M MOBHUIUEH PHUCK OT JIAKTaTHa
alao03a. MetgopMuH TpaOBa aa ce cnpe nNpean Wik KbM MOMEHTA Ha rnpoueaypara 3a oOpa3Ha
AUArHOCTHKA ¥ He TpAOBa Na ce Bb30OHOBABA /10 Hail-maJko 48 yaca cjiell TOBa, NMPH YCIOBHE 4e
b6bOpeunaTa QyHKIUHA € OLUEHEHA OTHOBO MU € YCTAHOBEHO, ue € ctabunHa (BXK. Touku 4.2 1 4.5).

ITayuenmu ¢ ycmanogenu wiu noOO3UPAHY MUMOXOHOPUQIRYU 3000NR8AHUA.

[Ipy naLieHTH ¢ YCTAHOBEHH MHTOXOHAPHAIHM 3a00N1BAHNA, KATO CHHAPOM HA MHUTOXOHApPHAIIHA
eHLedaTonaTH ¢ JJaKTaTHa auMda03a u uacynronogodum enuzoau (Mitochondnal Encephalopathy
with Lactic Acidosis, and Stroke-like episodes, MELAS) u HaciaeacTBeH aAMabeT W rnyxoTa no
Mmaiiunaa suHug (Maternal inhented diabetes and deafness, MIDD), meTgopMHH He ce npenopbyBa
nopaaM pucka ot o0OCTpAHE HA NaKTaTHA allMA03a U HEBPOJIOFHYHM YCIIOXKHEHHUA, KOUTO MOXE 1a
AOBEIAT 0 BiollAaBaHE Ha 3abonaBaHeTo.

B cayuait Ha OpU3HaUKM U CHMNTOMH, nokaszatesiid 3a MELAS cunapom wiin MIDD, cnea npuema Ha
MeTHOPMHUH, JieueHUeTo ¢ MeTdopMuH TpsbBa Aa ce cnpe BeJHara 1 a ce HanpasH Obp3a
AUArHOCTHYHA OLEHKA.

brOpeuna GyHKLHSA
[lpeau 3anousaHe Ha jiedeHUeTo TpaOBa Aa ce Hanpaeu oueHka Ha GFR # peaosxo ¢ /’ﬁ' 1B
rouka 4.2). MetdopMHH e npoTHBonokazaH npy naumeHTH ¢ GFR < 30 ml/mun u pAQRP A BR)60
BPEMEHHO CMPAH NMPH HATUYHE HA CHCTOAHHUSA, KOUTO NPOMEHAT ObOpeyHaTa PyH @ KA X
CbIbTCTBALLIOTO MPHIGKEHHE HA JIEKAPCTBEHH MPOAYKTH, KOHTO MOraT 1a Mnosi ) 0% >
GyHKLMA, 1a A0BEIAT 10 3HAUUMA XEMOJUHAMHWYHA NTPOMSAHA UAKN 12 HHXHOHPaT\DEDNE




TPAHCIIOPT W /1a MOBUIUAT CUCTEMHATA eKCIO3ULMS Ha METQOPMUH, TPAOBa 1a ce U3BBPLLBA C
MOBHLUIEHO BHHMaHHE (BXK. TO4Ka 4.5).

HeprHoapobuo yBpexaaHe
[MauyeHTH ¢ yepHOAPOOHO yBpeXxaaHe, BKTIOUHTENHO Te3H Cbe cToMHOCcTH Ha AJIAT win ACAT
npeay 3ano4sade Ha aedenueto > 3 mvtu [T H, He Tpabea aa 6vaar nexysanu ¢ Tyreksu KombOu (Bx.

Touku 4.2, 4.3 n 4.8).

IIpocreonsane na deproopobruume enzumu

HUma cboOlleHHs 3a peakH Ciydad Ha HapyileHa 4YepHoapobHa (pyHKUuUs (BIVTIOMHTETHO XENaTHT)
cle/ IPUEeM HA BHJAArMMNOTHH. B Te3n ciyyan nauuneHTHTE Kato UsI0 ca 6e3 cumMnTomu, Hes
KJIMHHUYHH MOCIEACTBHUA U CTOMHOCTHUTE HA H3CJIEABAHUATA 3a YepHOoApoOHa PyHkuusa (MYD) ce
Bb3BPBLIAT 10 HOPMANTHUTE CJIEA NpPEKpaTaBaHe Ha neueHueTo. [Ipeau zanousaHe Ha JeUEHHETO C
Tyteku KoMbu TpabBa aa ce nposegar HUD, 3a 1a ce 3Hae H3XOAHOTO HHBO Ha nauMedTa. [1o speme
Ha neueHueto ¢ Tyreksu KomMOu uepHogpobHaTa pyHkuns TpabBa na ce HabnoaaBa Ha TPUMECEHHH
MHTEPBANIM Npe3 MbpBaTa roANHA U NEPUOANYHO ciel ToBa. [lalMeHTHTe, IPH KOUTO CE NMOBUILAT
CTOMHOCTHUTE HA TpaHCAMHUHA3WTe, TpAOBRa Aa ObAAT NpociieleHH Ype3 MOBTOPHA OLIEHKA Ha
yepHoaApoOHaTa PyHKUMA 32 NOTBLPXK/AaBaHE HA JaHHUTE KM cne ToBa YD na ce npasar yecro,
JOKATO OTKIIOHEHHSATA C€ BbPHAT KbM HOPMAJIHUTE CTOMHOCTH. AKO nokauBaHeTo HA ACAT unu
AJIAT > 3 nvtu ['TH npoasiikasa, ce npenopbyusa NpeyCTaHOBABAHE HA 1EYEHUETO ¢ TyTEKBH
Kombu. [TaLimeHTHTE, KOUTO PA3BUAT UKTEP WJIM APYTH MMPU3HAUM, MPEANOnarally HapyueHa
yepHoApoOHA PyHKLMA, TPAOBA 1a NIpeKpaTAT Je4eHHUETO cH ¢ Tyreksn KoMOH.

Chen npexparaBaHe Ha JedyeHHETo ¢ Tyteksn KomOu u Hopmanuazupane Ha MU, neuenuero ¢
Tyrexksu KoMOu He Tpabsa na ce 3anovsa OTHOBO.

HapyuieHus na koxara

KoxHn n1e3ny, BKIIIOYATENHO MOABA HA MEXYPH U YJILEPALIMU N0 KpaHHHULIMTE HA MAaMYHH Ce
cBH0oOIABAT MPH NPUIIOKEHNUE HA BUNJAMIUNTHH B HEKTUHHUYHM MPOYYBAHHUA 3@ TOKCUUHOCT (BXK.
Touka 5.3). Bunpeku ye B KIIMHHYHHWTE NPOYUBaHUA He ce HabnoaBa noABa HA KOXMHHK NE3HH C
NOBHLIEHA YECTOTA, ONMUTHT NPH NALKUEHTH C KOXKHH YCNO0XKHEHHS Ha nuadeTta € orpaHuyeH. OcBeH
TOBAa UMa NNOCTMAPKETUHIOBH CbOOLIEeHHA 3a OYyI03HU U SKCPOJHATHBHHU KOXHH N1e3uM. ETo 3aluo,
KaTO YaCT OT PYTUHHHTE MPHXKH NpU NauUeHTUTe ¢ AHabeT, ce npenopbyBa npocieissaHe 3a
HAPYLUEHMA Ha KOXKaTa KaTo MoABa HA MEXYPH WIH yJLEpaLHH.

OcTbp NaHKpeaTUT
YnorpebaTa Ha BAWIAAFMIITHH € CBbP3aHa C PMCK OT pa3BUTHUE HA OCTBLP rnaHkpeaTHT. [launenture

TpabOBa na 6baaT HHOOPMHPAHH 32 XapaKTCPHHA CUMITTOM Ha OCTbP MaHKPEaTHT,

AKO Ce noao3xupa HATMYMHUE Ha NAHKPCATHT, [MIPpUEMBT Ha BHUAAATIHUITTUHH T‘pﬂﬁﬂa Ha CC MNPCYCTAaHOBH,
aK0O C€ NOTBHPAH HATHYUE HAa OCTHP NAHKPCATHT, NCHUCHHETO € BUNAAI/IMIITHH HC Tpﬂﬁﬂa Aa CcC
noaHoBsABa. HeobxoauMo € noBuilieHO BHUMaHHE [1PpH MNIaUHCHTH C aHAMHC34a 34 IIpCKapaH OCTbLP

MaHKPEATHT.

XHUMOITUKEMHA

M3asecTHO €, ue cynpoHWIypenuTe MOXKe 1a NPEAU3BHKAT XUNornukeMus. [lauuenture, npuemaiu
BUJIJATIIMIITAH B KOMOHHALIMA CbC CYAPOHUTYPEIHO MPOU3BOAHO, MOTAT Aa ObAAT U3N0XKEHH Ha PUCK
OT Bb3HHKBaHE HAa xunorankeMus. Ilopagu Ta3zu MpUUYKHE, MOXKE J1a c€ OOMHUCIIM NpUTaraHETo Ha Mno-
HUCKA 1032 Ha CYNhOHHTYPEHHOTO NMPOM3BOAHO, 33 Ja CE HaMa/li PUCKBT OT Bb3HUKBAHE Ha
XUIMOFTHKEMHA.

Onepauus
MeTtdopmuH Tpsabsa aa ce cnpe no Bpeme Ha onepauus noj obia, cnuHaiHa uin .r.- PAlHA

aHecTesus. Jleuennero Moxe 1a Objie BL306HOBEHO HE no-paHo oT 48 4aca cnep Migailusra il L,
Bb300HOBABAHETO HA XPAHEHETO NpeE3 yCTa, H [PH yCnoBue ye OndpeunaTa ¢y 74 %
OTHOBO M € YCTaHOBEHO, Y€ € cTaDuiHa. XL

-
‘"




4,5 BianmoaelicTBHE ¢ APYTH JIEKAPCTBEHH NPOAYKTH H APYTrH GOpMH HA BIaHMOACHCTBHE

He ca nposexnanu opHLHANHHA MPOYYBAHKMA 3a B3aUMOACHUCTBUA C BUWIAATTUIITHH/METGOPMHH.
CiieIHHTE JaHHY OTpa3aBaT MHPOPMALIMATA, HATHYHA 34 OTAETHUTE AKTHBHH BELIIECTBA.

Buagariunrug

BungaraunTdH iMa HUCHK MOTEHUMHAN 34 B3AUMOAEHCTBHSA NMPH €THOBPEMEHHOTO MY INPHIIOKEHHE C
[PYrH IEKapCTBEHU MPOAYKTH. Thil kKaTO BUAAArAKNTUH HE € cybcTpat Ha eH3uma uutoxpom P (CYP)
450 v He MHXMOKpa vnu uHayuupa eHsumure CYP450, HaMa BepoATHOCT 3a B3aUMOJEHCTBHE C
aKTHBHH BELUECTBA, KOUTO ¢a CYOCTpaTH, HHXUOUTOPH MIIH HHAYKTOPH Ha TE3U CH3UMH.

Peiynraryre OT KIMHHYHH IPOYYBAHUA, MPOBEACHH C NEPOPATHATE AHTHAHAOETHU NPOLYKTH
MHOMIHTA30H, METGOPMHH H ruOYpUA B KOMOUHALUMA C BUIIJAIIIMIITYH, HE NTOKA3BaT KIMHHYHO
3HAYUMH PapMaKOKHHETHYHH B3aMMO/ICACTBUSA B TAPreTHaTa nomnynaums.

[IpoyuBaHus 3a NEKAPCTBCHHU B3AUMOAEHCTBUA C JUIOKCHH (CybcTpaT Ha P-riinkonpoTenn) H
gapdaput (cyberpar Ha CYP2C9) npu 3apaBH HHAWBUAHW HE NOKA3BAT KJIMHHYHO 3HAYMMH
chapMaKOKMHETHYHU B3aUMOAECHCTBUA Clel eIHOBPEMEHHO MPHIIOKEHHE C BRIIIATIHITTHH.

[lpoyusaHus 3a N€KAPCTBEHU B3aUMOACHCTBUA NPH 3paBH HHIUBUIMW €A NPOBEACHH C aMAOAMIHH,
paMUIIPHIT, BancapTaH M cuMBacTaTWH. [Ipu Te3u Npoy4BaHus, ClIe €AHOBPEMEHHO IPHIIOKEHHE HA
BUIAAMTUITTHH, HEe ¢e HabnoaaBaT KIMHUYHO 3HaYUMMHK hapMaKOKHHETHYHHM B3anMoaeicTauda. Tosa
obaue He € YCTAHOBEHO NPH NpULENHATA MONMYAaLHA.

KomOunaiua ¢ ACE uHxuburopu
B1b3MmoxkeH € MOBHILEH PUCK OT PA3BUTHE HA AHTCHOEIEM MPH MALMEHTH CBC ChITBTCTBALL [IPHEM Ha

ACE nuxudburopu (BX. Touka 4.8).

KakTo v npu ApyruTe nepopaniu aHTHAWA0ETHY NPOAYKTH, XHMIOTTIHKEMUYHHAT e(EKT Ha
BHUIIAMTMNTHH MOXe 4a Obae HaMalieH OT ONpeAeNEHN AKTHBHH BELIECTBA, BKIKOUBALLM THA3HIH,
KOPTHKOCTEPOMAH, THPOHAHHU NpenapaTy 1 CHMNATOMHMETHLIH.

MerdopmuH

Kombunayuu, xoumo He ce npenoprusam

Anxoxon

AJTKOXOJIHATA HHTOKCHKALMA C€ CBBbP3BA ¢ MOBULUEH PHUCK OT JIaKTATHA alu103a 0coOeHO B ClTy4au Ha
rnanyBaHe, HEAOXPAHBAHE HIH YepHOApoOHa HEAOCTATHUHOCT.

Hooupanu xonmpacmnu eewgecmea

MerhopMun TpaOBa 3aAbJUKUTENHO Aa ce CTIpe NpeAn WIH KbM MOMEHTA Ha npolieaypara 3a obpazHa
NUArHOCTHKA W He TpAOBa 1a ce Bp30DHOBABA 10 HAK-MaNKO 48 yaca cnell TOBa, MPH YCIOBHE Y€
6LOpevHaTa GyHKUHUA € OLIEHEHA OTHOBO M € YCTAHOBEHO, He € CTadWiHa (BXK. TOUKH 4.2 1 4.4).

Kombunayuu, koumo uzuckeam npeonasiu mepxu npu ynompeba

Hskou nekapcTeeHH MPOAYKTH MOTaT a ce OTpasaT HebnaronpuaTHo BupXy ObOpeyHaTa QyHkuus,
KOETO MOX€E [a YBEIIMYW PUCKa OT iakTatHa auuaosa, Hanpumep HCTIBC, Bi1IOYMTENHO CEIEKTUBHH
nHxubuTopu Ha uukiookcurenaza (COX) I, ACE unxuburopu, anrnorensut Il peuenropuu
aHTArOHUCTH M ANYPETULH, 0coOeHO OpuMKoBH anypeTHLM. [Ipu 3anouBaHeTo unu ynorpebara Ha
TaKHBa MPOAYKTH B KOMOMHALIMA C METQOPMHUH € HEODXOIUMO BHUMATEMHO NPOCAEIaBaHE HA
61L0peunaTa PyHKUMS.

["mokokopTkonauTe, 6eTa-2-arOHUCTUTE H AMYPETULIUTE UMAT MPUCHLIA XUAEPTIT
aktusHocT. [TaumenTsbT Tp2OBa Na Ovae MHPOPMUpPAH 3a TOBa M TPaOBa 1a Cce U3Bb
NnpocleasBaHe Ha KpbBHATA 3axap 0COOEHO B HAYAJIOTO HA JIEYEHHETO. AKO € HEO
TyTteksn KomOu Moxe 1a Obje KOpHIryupaHa 1o BpeME Ha ChIYbTCTBALLIOTO JI€YEH
NPeyCTaHOBABAHETO MY.




MHXUOUTOPHTE HA aHIHOTEH3WH KOHBepTHpaiusa eH3uM (ACE) Morar aa noHwkar HUBOTO Ha
KpbBHATa 3axap. AKO € HeoOX0AHMMO, 103aTa Ha aHTHXHIIEPTIHKEMHYHHUA NEKAPCTBEH NPOAYKT Tpadsa
na Obte KopurupaHa no BPEME Ha W 1IPH NPEYCTAHOBABAHE HA JIEYEHHETO ¢ APYT N€KapCTBEH MPOAYKT.

CubneTcTBaLaTa YOTpeda Ha NeKapCTBEHH NMPOLYKTH, KOMTO BIHAAT Ha obwuTe 6b0peunn TyOynHu
TPaHCTIOPTHH CHCTEMH, yyacTBaluy B 60peyHOTO enMMHHHpaHE Ha METHOPMHH (Hanp. UHXHOUTOPH
Ha TPaHCMOpTepa Ha opraHuyHu katuoHu-2 [OCT2]/TpaHcniopTepa 3a €KCTPY3HA H2 MHOKECTBO
nexkapcTBa 1 TokcuHu [multidrug and toxin extrusion, MATE] kato paHona3suH, BaHAETaHUO,
AOJYTErPABUP M LIMMETH/IHH), MOXeE J1a TIOBUIIM CUCTEMHATA EKCMO3MLUMA HA METPOPMHH.

4.6 PeprTuanurter, GpeMEeHHOCT H KbpPMEHE

bpeMEeHHOCT
Hsama nocrarbyHo faHHH 32 ynorpebara Ha BU1JAarTMITHH/ METGOPMHMH NPH OpeMEHHH KeHH. 3a

BURATIUIITHH, IPOYYBAHUS [1PH XXHBOTHU MOKA3BaT PENPOAYKTHBHA TOKCHYHOCT MPH BUCOKH J03H.
3a MeTQOpMHH, MPOYUBAHHA MPH >KUBOTHH HE MOKA3BAT PENPOAYKTHBHA TOKCHUHOCT. [1poyusanus
[pH KUBOTHH, NPOBEAECHM C BHIAAMTUNITHH U METHOPMHUH, HE ca NPeLOCTaBUIN A0KA3ATE/ICTRA 32
TEPATOrE€HHOCT, HO €2 NOKAa3Iu GeTOTOKCHYHU e(EKTH NPH TOKCHYHH 32 MaHKaTa 1034 (BiK.

Touka 5.3). [ToTeHLUHATHHUAT PUCK NPH XOpa He € u3BecTeH. Tyrekeu KomOu He Tpabea na ce uanoniea
no BpeMe Ha OpeMeHHOCT.

KbpMeHe
[IpoyuBaHusATa NPU KUBOTHH MOKA3BAT EKCKPEIUA KAKTO HA METHOPMHH, TaKA U HA BUIAAMTUIITHH B

MJISIKOTO. He € M3BeCTHO Nany BUIJATIMIITAH CE €KCKPETHPA B QOBELUIKATA KbPMa, HO METPOPMHUH Ce
eKCKpETHpa B YOBEILKATA KbPMA B MATKH Ko/uuecTBa. [lopanu nmoTeHUHANHKSA PHCK OT
XHUITOTJIMKEMHSA Ha HOBOPOACHOTO, CBBP3aH ¢ MET(OPMHH, KAKTO H C JIMIICATA HA JaHHH 3a
BWIJAFIMNTHH npk xopa, TyrekBd KoMOu He TpabBa Aa ce uanoussa no speMe Ha KbpMeEHe (BK.
Touka 4.3).

DepTUINTET
He ca nposexaanu npoyuBaHus 3a €(PeKTa Ha BUILAATIIMITTUH/METQOPMHUH BbPXY QEPTHIHTETA NPH
xopa (BX. ToMKa 5.3).

4.7 EdexTn Bbpxy cnocodHoOCTTA 32 IN0PUpaHe B paboTa ¢ MALIHHH
He ca npoBexxaaHu npoyuBaH#s 3a ePEKTHTE BLPXY CocobHOCTTA 3a wodHpaHe ¥ paboTa ¢ MaIMHM.
[MauuMeHTUTE, KOUTO NOJYYaT 3aMailBaHe KaTo HexenaHa peakiuus, Tpadea na u3barear na wodupart U

Aa paboTaT ¢ MallIMHH.

4.8 HexenaHn eKaApPCTBEHH PpEaKL{HH

O606weHue Ha npoguina Ha 6e30nacHoCT

JlaHHHW 3a Oe30MacHOCT ¢a nojy4eHy ot obuwo 6 197 nallMeHTH C €KCIIO3ULIMA Ha
BUNIATAHNITHH/MET(OPMHH B PaHAOMHU3UPAHHU, ITaLUeO0-KOHTPOIHpaHK #anuTeanus. Ot Tax 3 698
MaLUHeHTH MoyyaBaT BUNAArIMNTHH/ MeTdhOpMHH, a 2 499 nauMeHTH nony4asat
nnauebo/MeThpopMHH.

Hama nposBeaeHy KIMHHYHK NPOYYBAaHUA 33 JIEUEHUE ¢ BHIIAAT/IMATHH/METQOPMUH. YCTAHOBEHO €
obaue, ye OHOEKBUBAJICHTHOCTTA Ha BHJIAAMTHIMTHH/MeTHOPMHH € KaTO Ha €AHOBPEMEHHO MPUITOAKEHH

BWJIAArMITTHH 1 METGOPMHUH (BXK. TOUKa 5.2).




[lo-ronsiMara 4acT OT HEXEJIAHHTE PEAKLIMU €a JIEKH M TIPEXOJHU U HE U3UCKBAT MPEYyCTaHOBABAHE HA
neyeHHeTo. He € ycTaHOBEHA BPb3Ka MEXY HEXKENAHUTE pPeakLHMH K Bb3pacTTa, ETHHYECKaTa
NPHHALIEKHOCT, NPOALIKUTENHOCTTA HA €KCIIOZHLMATA WM HEBHATA 1034, Ynorpebara Ha
BWJAr/IHITTHH C€ CBBP3Ba C PHCK OT pa3BMTHE Ha naHkpeaTHT. CHhoOuwaBa ce 3a Bb3HHKBAHE Ha
NaKTaTHa aluao3a cnen ynorpebara Ha MeTGOPMHH, OCOOEHO MPH MALKUEHTH CbC CHLIECTBYBALLO
OBOpeuno yepexaaHe (BK. Touka 4.4).

Tabau4HO NpeacTaBAHE HA HEXKENAHHUTE PEAKLIMH

HexenaHnure peakuuu csobliapaHi NPH NALMEHTH, KOMTO 10J1y4aBatT BUAJAMTMITHH B JJBOHHOCIENH
[(IPOY4YBaHHS KATO MOHOTEpANUA U AOMbJIBALIIO JIEYEHUE, Ca H3IOPOEHH MO-10/Y M0 CHCTEMO-OpraHHa
knacuukalms ¥ abcomoTHa yectoTa. YectoTure ca AeprHMpaHu kato MHOro 4ectu (= 1/10); vectu
(> 1/100 go < 1/10); Heuectu (= 1/1 000 o < 1/100); peaxn (= 1/10 000 go < 1/1 000); mHoro peakwu
(< 1/10 000), ¢ Hen3BecTHA UecTOTa (OT HAIMMHHTE AaHHH HE MOXeE J1a Obae Harpasena oueHka). [Tpu
BCAKO FPYNMUPAHE B 3aBUCUMOCT OT YECTOTATA, HEXENAHWTE PEAKLMH € U3DpOoABaT B HU3XOAAII ped
Mo OTHOLIECHWE Ha TAXHATA CEPUOIHOCT.

Tabauua 1 HexenaHn peaknui, cboOIEHH PN NANHEHTH, KOHTO NOJAYYABAT BHAJACTHNTHH
H MeThopMHH (KATO MOHOKOMINOHEHTH HJH Karo (QPHKCHpaHa 030Ba
KOMOHHAUMSA) HIIH B KOMOHHAIIMA C APYIrH AHTHAHAOCTHH /IeHEHHA B KIHHHYHA
H3INHTBAHHA H OT NOCTMAPKETHHIOBHA ONAT

CHCTEeMO-OpraHeH Kiac — HeXKeJIaHA peakina YecToTa
Undeknnn v nHPECTANHH

MUndekuus Ha ropHATE AMXATEIHH NbTHLLA HectH
HaszogapuHrur YecTH
Hapymennsa Ha MeTa001H3IMA H XPAHEHETO

XHynoraukemus HeuectH
3aryba Ha aneTHT Heuectn
Hamasnena aGcopOuma Ha sutamue B12 u nakratva | Muoro peaku*
anKao3a

HapymeHns HA HEpBHATA CHCTEMA

JamasHOCT YecTu
"nasobonue Yectu
Tpemop Yect
MeTanex BKyc HeuecTu
Cromamuo-4peBHH HAPYHIEHHAHA

[lospninaue YecTH
Huapus YectH
[‘apeHe YecTH
["acTpoesodareanna pedaykcHa donect YecTH
DnaryneHyns YectH
Janek YecTu
KopemHa Gonka, BKIFOUMTENTHO B ropHata yact Ha | Hectu
Kopema

[lankpeatur HeuecTH
XenaroGHIHADHH HADYILICHKSA

XenaruT HeuectH
HapymeHss Ha KOXKATA H NOAKOKHATA THKaH
XHNepXHAposa HecTu
[lpyputyc HecTH
Oobpue YecTH
HepMaTuT YecTH
Epurem Heuectu




CHCTEMO-0praHes KIAC — HOKEJIAHA PCaKIHA YecToTa

YprHkapus HeuecTu

ExconuatusHu 1 OYJO3IHHA KOXHU JIE3MH, C Heu3BecTHa yectoTa'

BKJIKOYHTENHO 6yn03€H NEMPUTOUa

KoxeH BacKy/IuT C Heu3BeCTHA YECTOTA

HapyumeHusi Ha MYCKYJIHO-CKEJIETHATA CHCTEMA H CHEAHHUTE/THATA ThKAH

ApTpanrus YecTH

Muanrus HeuecTy

O6mu HapymeHHA H ePeKTH HA MACTOTO HA NPHJIOKEHHE

AcCTeHHA HYectH

YMopa HeuecTH

Brpucaue HeuecTH

[lepudepeH oToK HeuectH

HicaeaBaHRS

OTKNOHEHHUS B HEPHOAPOOHMTE QYHKUMOHATHY Heuectr

[OKa3aresu

* Hexenanu peakuuu, cbobLIEHH NPH NALIHEHTH, KOUTO NMONY4YaBaT METQOPMHH KaTo
MOHOTEpAIHKs Y HE ca HaOMoAaBaHHU NPH MALMEHTH, KOMTO NOJly4asaT
BWJIIAMTUNTHHHMETOOPMHUH KaTo PUKCHUpaHa J030BAa KOMOHWHALIMA. 32 AOMBIHHTEIHA
HHdOpMaLIMA, BHIKTE KPaTKaTa XapakTEpPUCTHKa Ha MMPOAYKTA 3a METPOPMUH.

' B3 ocHOBa Ha NOCTMAPKETHHIOBUS OTIHT.

OnucaHue Ha U30paHU HEXEIAHN PeaKLuK

Bunoazcaunmun

Yepnoopobro yepexcoare

Mma cbobuieHus 3a peaxH ¢Jiydan Ha HapylieHa YepHoApoOHa QYHKUHMA (BKIIOUMTENTHO XENATHT)
C/ie] NMPUEM Ha BUnAarnuMnTiH. B Te3u cny4dau nauueHTUTe Kato 4o ca 6e3 cuMnromu, 6e3
KNHHHUYHH MOCNEACTBHA W uepHoaApoOHaTa pyHKLMA ce€ BB3BpPbLUIA 10 HOPMAJIHA CJIE] NpeKpaTABAHE
Ha neueHrneTo. B 1aHHHTE OT KOHTPOJUPAHH U3MUTBAHUA KAaTO MOHOTEPAIHS M KAaTO AOMb/1Balla
Tepanus ¢ NPOIb/LKUTENHOCT A0 24 ceaMUIIM, YecTOTaTa Ha nosduasane Ha AJIAT wnn ACAT

>3 mvtv ['TH (knacuduumupaHa kaTo Hanu4uue npy Ha-Manko 2 nocaeI0BaTE/IHH H3IMEPBAHHS WIH
npu ¢uHanTHaTa on-treatment su3uta) € 0,2%, 0,3% u 0,2% cvoTBeTHO 3a BuAarnunTuH 30 mg
BeAHbXK AHEBHO, BUAAArnunTul 50 mg nBa mbTy JHEBHO U BCHYKH CPaBHUTEIHU NMPOAYKTH. Tesn
MOBMUIABAHUA Ha TPAHCAMHHA3UTE KATO LAT0 ca HE3CHMNTOMHH, HEMPOrpecUpaluH no XapakTep H He
¢a CBBbP3aHHU ¢ XOJIeCTa3a WIH XbJIATECHHULA.

Aneuoeodem

[Ipu neyeHHe ¢ BUWIAAIMIITHH C€ ChOOIaBa 3a PE/KH ClTy4aH Ha AHTHOEAEM C MECTOTa CXOAHA € Ta3H
Ha KoHTponuTe. [lo-ronsMara 4acT OT CaydauTe ca ChOOLIEHH, KOTaTO BUJIJAIHITTHH € [IpHiarax B
koMOuHaums ¢ ACE unxuburop. [lo-ronaMara yact ot cbOMTHATA ca JIEKM M0 TEXECT U OT3BY4YaBaT

[pH MpoaABbIAKABAHEC HA NCUHCHHCTO C BUWILAANIHUIITHH.

Xunozauxemus
B cpaBHUTENHH, KOHTPONHPAHH MPOYUBAHHSA HA MOHOTEPAIIMA, XHIOMNTMKEMUATA € HEYECTA MPH
HanonisaHe Ha BunaarnunTHA (0,4%) kato MoHOTEpanua CNPAMO aKTHBEH CPaBHUTECH NMPOAYKT UNH
nnauedo (0,2%). Hama cboOuIeHHS 3a TEXKH UAY CEPHO3HU CLOUTHSR Ha Xxunoraukemus. [pu
ynoTpeba kaTo gombjBaLla TEpanys KbM METGOPMHH, XUITOTTUKEMHUS BB3HUKBA [1PH 1% OT
[MAUMEHTHUTE, JEKYBAHU C BUNAArMUNTHH U npu 0,4% ot nauneHTuTe Ha miauebo. [pu nobassaxe Ha
MHOrINTA30H, XUNOrTHKEMUA BRb3HUKBA npH 0,6% oT nauueHTHTe, NEKYBaHHK ¢ BUNarH

XHIIOTJIMKEMHA Bb3HHKBA NIPpH 1,2% OT nauneHTHTE, NEKYBaHU C BUNJATTUNTHH U
naudeHTrHTe Ha niuauedo. [Ipu nobapsHe HA CYNGQOHUTYPEHHO POU3IBOAHO U MET
XUNOrIHKEMHUA Bb3HHUKBA NpH 3,1% oT nauMeHTUTEe, NEKYBAHU C BHUIJAFIMNITHH M
naureHTHTe HA ruiauedo. [IpU nauneHTH, NprUemMaLltM BUTAAMTUIITUH B KOMOMHAL
YeCcTOTATA HA Bb3HMKBaHe Ha Xunorinukemus € 14% 3a sunaarnuntud v 16% 3a
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Memdopmun

Hamanena abcopbyun Ha sumamun B

Hamaneunue Ha abcopOuuaTa Ha BUTaMHH B2 ¢ NOHWXKEHHE Ha cepyMHUTE HUBA C€ Hab/moaaBa MHOIO
PAJKO MpH NaLMEHTH, KOUTO €a JIEKYBaHH ¢ METQPOPMHH 3a AbJIbI nepuo] or speme. [lpenopbusa ce
J1a c€ ¥Ma fpeaBra noaobHa eTHONO0r1, ako NMpHU NAaLKUEHT € HajlMYHa MerasiobnacTHa aHeMus.,

Yeproopobra ¢ynkyus

CpobiaBa ce 3a H30JAMPaHH CTYyYad Ha OTKJIOHEHHMS B CTOMHOCTUTE Ha YEPHOAPOOHHUTE
(GYHKLMOHAIHH NOKA3aTE/H WITH XENaTHT, KOUTO OTIIYMSABAT CJIE] MPEKPATABAHE MPHEMA Ha
METQOPMHH.

Cmomauno-ypesHu Hapyue R us

CTOMALIHO-YPEBHUTE HEXKEJIAHHK peaKLMH Bb3HHKBAT HAH-4Y€CTO MO BPEME Ha 3aM0o4BaHE HA
TEPANHUATA U OTUIYMABAT CIIOHTAHHO B NOBEYETO CllyHau. 3a Aa C€ NMPEAOTBPATAT CE NpEnopLYBa
METPOPMHUH [a C€ NpremMa KaTo 2 JHEBHY JO3M N0 BPEME HA WIIH Clie XpaHeHe. baBHOTO NOBHILIABaHE
Ha A03aTa MO)Ke ChLLIO Aa MoAoOpH CTOMaLIHO-YpeBHATa MOHOCHMOCT.

CohobLiaBane Ha NMoAO3UPaHKU HEXKEJTAHH peaKLiuH

CpoblaBaHeTo Ha M0J03HPAHH HEXENAHHU peaKLIMH Cllell paspellaBaHe 3a ynorpeda Ha JIeKapCcTBEHHUS
NPOAYKT € BaxkHO. ToBa NO3BOJABA [a MPOABIKHA HAOMIOACHHETO HA CHOTHOWEHUETO N0J13a/PUCK 34
neKkapcTBeHUA NPOoAYKT. OT MeIHLMHCKUTE CNICLIMATTUCTH CE€ U3UCKBA Ja CbOOWaBaT BCAKA
NOA03HpPAHA HEXKEMAHA PEAKLIMA Ypes:

HManbaHUTEIHA areHUMSA 110 IEKapcTBaTa

yi. Jdamsu ['pyes” Ne 8

1303 Codus

Ten.: +359 2 8903417

yeGcaiiT: www.bda.bg

4.9 Ilpenozmpane
Hama taHHH, CBbP3aHM ¢ NPEA03YpPaHe ¢ BUIAATIUNTHH/MET(HOPMHUH.

Buroaznunmun
Uudopmaumnsata no OTHOLUEHHUE Ha MPEAO3HPAHE C BUIAANIMIITHH € OrpaHHYEHa.

CuMnToMH

UudopmauuaTa 3a BEpOATHUTE CUMITTOMU Ha NPEAC3UpPAHE C BUNJATIUNTHH € NOJIYy4YeHa OT
NpOy4YBaHe 3a MOHOCUMOCT Ha YBE/XUaBalla ce 403a NPH 3/ipaByd HHAKBHAN, HA KOMTO € NpuiaraH
Biu1AarMNTHH 3a 10 auu. [lpu go3a ot 400 mg € umMano TpH ciyuyas Ha MYCKYJTHH OONIKK K OTAEIHH
CAy4au Ha JIEKH U NPeXOdHH NapecTe3uu, BUCOKA TEMIIEpAaTypa, OTOLM M NMPEXOHO NOBULIIABAHE HA
HUBOTO Ha siMnazara. [Ipu no3a ot 600 mg eaHo nuue € NOJIYHUIIO OTOK Ha CThNanara ¥ prUETE U
[IOBHLLIABAHE HAa HUBaATa Ha KpeaTHH docokunHazara (KDK), ACAT, C-peakrusrug nporerH (CRP) u
MHOTI 100 HHA.

Tpu apyry nyua ca noAy4YHIH OTOUM MO XOAWNaTa, B [1Ba OT Cilly4aMmre ¢ napecresnu. BcHuku
CUMIITOMH H OTKJIOHEHHA B 1a00OpaTOpHHUTE MOKa3aTeM OT3BYHABAT 0€3 nedueHue cnen
NpeycTaHOBABAHE NpUEMa Ha U3CJIEARAHUA JIEKAPCTBEH NMPOAYKT.

Memdopmun
[IpenosupaHe ¢ BUCOKA 1032 METHOPMUH (MW NPU CbOBTCTBRALL PUCK OT JIAKTaTHA alK/103a) MOXKE Jia
AOBEAE /IO NAKTAaTHA alMA03a, KOATO NPEACTARNABA CIEUIHO ChbCTOAHME U TpAOBa /a ce IEKyBa B

OOJNIHULA.
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JleueHue
Haji-eeKTUBHUAT METO/ 3a OTCTpaHsBaHe Ha MeT(HOPMHUH € xemoananu3zara. Bunaarnuntud obaue

He Moxe na Obae OTCTPaHEH YPe3 XeMOAHANN3A, BbIIPEKH Y€ OCHORHUAT MY MeTabonuT cnen
xuapoansa (LAY 151) moxe na ce ananusupa. [lpenopbusa ce noaabpxkallo neueHHE.

5. ©OAPMAKOJOI'NYHU CBOHCTBA

5.1 @apmakoaHHAMHMYHH CBOHCTBA

dbapmakorepanesTHuHa rpyna: JlekapcTBa 3a JieyeHue Ha AMadeT, KOMOMHAUMS OT NEPOPATIHH,
MOHWXaBalllM KpbBHAaTa 3axap nekapcrea, ATC koa: A10BDO8

MexaHW3sM HA 1eHCTBHE
TyrexBu Kombu koMOMHHMpPaA 1BE aHTUXUNEPTIIUKEMUYHH CPEACTBA C B3AUMHO ROMBIIBALLH CE

MEXaHU3IMH Ha AcHCTBHE 3a NoA0OpABaHE HA MTUKEMHYHUS KOHTPOI MPU NAUUEHTH ¢ Auader Tv 2:
BWIAATAWNTHH, MPEACTABUTEN HA KJlaca JIEKAPCTBEHU NMPOAYKTH, CTUMYITUPALIH KICTKUTE B
OCTPOBHTE Ha MaHKpeaca, ¥ METQOPMHUHOB XMAPOXJIOPH/, MPEACTABUTEN HA Kilaca Ha OUrBaHUAMTE.

BunaarivnTuH, KOWTO cnajga KbM KJ1aca JEKapCTBEHW NPOAYKTH, CTUMYJIUPAIIM OCTPOBHHUTE KJIETKH B
naHKpeaca, € MOILUEH H CE/IEKTUBEH HHXUOUTOp Ha aunenTuaun nentuaasa-4 (DPP-4). Mergopmun
AeHCTRAa OCHOBHO 4pe3 HAMaJIABaHE Ha €HAOTEHHOTO 00pa3yBaHe Ha IIOKO3a B YEPHHUA ApoD.

dapMakoAMHAMUYHU €DEKTH

Bunoaznunmun

BungarnuntuH aefictea 0CHOBHO upe3 HHXxnbOupane Ha DPP-4, eH3MMBT, OTroBOpeH 3a
pa3rpaxaaHeTo Ha HHKPETUHOBUTE XopMOHHU GLP-1 (rawokarox nonoben nentua-1) n GIP (rnokozo-
3aBUCHM UHCYJIMHOTPOIIEH NMOJHIENTH).

[IpyroxeHueTo Ha BUNJAMIMITTUH BOAK A0 OBP30 U MLIHO MHXHOKpaHe Ha akTHBRHOCTTA Ha DPP-4, B
Pe3yJTAT Ha KOETO C€ MOBHUIIABAT EHAOTEHHUTE HUBA HA MHKpeTHHOBUTE XOpMOoHH GLP-1 u GIP
KAKTO Ha rNiagHo, TaKa U ClIEl HaXpaHBAHE.

[locpencTBOM NMOBHULIABAHE HA €HOOTEHHUTE HUBA HA T€3HM HHKPETUHOBH XOPMOHH, BUNAATIHITTHH
MOBHLIABA YYBCTBUTENHOCTTA HA DeTa KNETKHUTE KbM [II0K03a, KOETO BOAMU A0 NoA0OpABaHE Ha
[TIOKO30-3aBUCHUMATa MHCYJIMHOBA cekpelins. Jleuenuero ¢ sungarnuntir 50-100 mg aHesHO npu
nauyeHTH ¢ anaber Tvmn 2 3HaYNMO NooOpaABa nokaszarenure 3a OeTa-KneTbyHaTa QYHKIMA, KOUTO
skatoysaT HOMA-P (Homeostasis Model Assessment—[3), CbOTHOLUEHUETO MPOHHCYITAH CIPAMO
MHCYJIMH M H3MEPBAHETO Ha PCAKTUBHOCTTA Ha O€Ta KNETKHUTE [PH TECTA 3a TONEPAHTHOCT MPH YeCT
npueM Ha xpasa. [1pu 1uua, KOUTo HAMaT AnadeT (HOPMOIIHKEMHA ), BUJLIATHITTHH HE CTUMYJINpA
CEKpEeLIMATA Ha HHCY/IHH U HE HAMAIABa HUBOTO HAa KPbBHATA 3axap.

Upes nopvwaBaHe Ha eHAOTEHHOTO HHBO HA GLP-1, suajarnunTyy cbLuo NOBHLILABA
YYBCTBUTEIHOCTTA HA a/ida KJIETKHUTE KbM INIOKO3a, KOETO BOAM A0 MO-3EKBATHA HA KPbBHATA 3axap
CEKPELMS HA MTHOKATOH.

3aCHJIEHOTO YBCIHYABAHC HA CBOTHOUWCHHNETO HﬂcyHHH/FHIOKaFOH B YCIIOBHATA Hd XHIICPITTHKCMHAHA
nopaav NOBULLIABAHCTO HA HUBATA HA HHKPCTHHOBHTC XOPMOHH BOJAH 40 HAMAJIABAHC IMPOAYKLIHATE HA
rNIOKO3a OT HCPHHUA HPDG KaKTO Ha Mia/iHO, TdKa U CJI€]] HAXPAaHBAHE, € KOCTO CC HAMAJ1ABA
FNTHKEMHATA.

HispecTHuaT edekT, ue nopuleHOTO HUBO HAa GLP-1 3abaBd ctoMaluHoTO H3npa3eaH
HabnogaBa Npyr NeUeHHE C BUAJAMTHITTHH.
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Memdopmurn

MeTdhopMuH € HUrBaHKA C AHTUXUIEPTIIUKEMUUEH ePEKT, KOHTO HaMaNABa CTOHHOCTHTE Ha IJII0K03a
B IUIa3MaTa KaKTO Ha TNaAHo, TaKa U ciel HaxpaHBaHe. To# He CTHMYJIHpaA CEKPEUMATA HA UHCYJIHH U
nopaauv TOBa HE BOAM [0 XHIOTIMKEMHS HITH YBENWYABAHE HA TEJICCHOTO TEMNO.

MeTdhopMHH MOXKE 112 OKa3Ba CBOS MMEOKO30-TIOHKaBAL €PEKT NOCPEACTBOM TPH MEXaHH3MA!

- MOCPEACTBOM HAMAISABaHe Ha 00pa3yBaHETO Ha MII0KO3a B HepHUs Apod upe3 uHXHOUpaHe Ha
rMOKOHEOTeHe3aTa U rMTMKOreHOJIM3aTa,;

- B MYCKYJIUTE [OCPEACTBOM YMEPEHO M3PA3CHO YBEJIMUaBaHE HA MHCY/IUHOBATA
YYBCTBUTEIHOCT, NOJOOpSIBAHKK NEPUPEPHOTO MOEMAHE H YCBOABAHE H& NMIOKO3aTa,;

- nocpeAacTsoM 3abaBsHe Ha abcopbuusTa Ha rMIOKO3aTa B UEPBATA.

MeTdopMHH CTUMY/IHPa BbTPEKIETbYHHA CUHTES HA IMIMKOrEH MOCPEACTBOM MOBIIMSBAHE HA
[MMKOreH CMHTA3aTa U MOBHLIABA TPAHCTIOPTHHS KANaUuWTET HA ceudPHIHH THIIOBE MEMOpaHHH
rntoko3Hy Tpaucnoprepu (GLUT-1 u GLUT-4).

[Ipu xopa, HE3aBUCHUMO OT BIMAHHUETO CH BbPXY MIMKEMHMATA, METHOPMHUH HMA OnaronpusTHH eexTH
BLPXY MHNUAHKA MeTabonn3bM. B KOHTpONMpaHH KIMHUYHU NIPOYYBAHUA CbC CPEAHA U AbJIra
MPOAB/DKUTENHOCT, IPY MPHUEM Ha TEPANCBTHYHH A03H € {I0Ka3aHO, Ye: METPOPMHH MOHKXKABA
CEpyYMHUTE HHBA Ha 001ug xonecteposn, LDL-xonectepona v Tpuravuepuaure.

[TpocnexkrusroTo, panaoMusupaHo npoyusane UKPDS (UK Prospective Diabetes Study) ycranosssa
ABJIATOCPOYHHUTE TTOI3H OT HHTEH3UBHHUA KOHTPO HA KPhBHATA 3axap Npu NauueHTH ¢ Auader tun 2.
AHAIU3BT Ha pe3yJITATUTE MPH MALHEHTH C HAAHOPMEHO TETJIO, JIEKYBAHHU C METQOPMHUH cliel
Heycrnex OT JIEYeHHE CaMO C AHETa, MOKa3BaT:

- 3HAYHMMO HaMalABaHe HA ADCOMIOTHHA PUCK OT BCAKO CRBP3AHO ¢ AHA0ETA YCIOKHEHUE B
rpynara Ha MeTdopMuH (29,8 cubutua/1 000 naumeHTOroAUMHM) CNPAMO NAUMEHTUTE, OCTABEHH CaMo
Ha aueta (43,3 cubutua/l 000 naunentoroaunu), p = 0,0023, u cnpamo rpynure Ha KOMOUHKPpaHa
Tepanus cbC CYJPOHUITYPEHHN NPOU3BOAHH U HHCYJIMH KATO MOHOTEparus

(40,1 cubuTHs/1 000 naunentToroauun), p = 0,0034;

- 3HAYHMO HaMajlsBaHe HAa aDCOJIIOTHHA PHCK OT CBbp3aHa ¢ Anabera CMbPTHOCT: METHOPMHH
7.5 cubutus/l 000 naumeHToroauHu, camo Ha auera 12,7 cvburus/l 000 naunenrorognnum, p = 0,017;
- 3HAYUMO HaMasaBaHe Ha abCcoNIOTHUA pUCK OT 001118 CMBPTHOCT: METQOPMHH

13,5 ¢cubuTua/l 000 naureHToroauHu cnpamo camo Ha aueta 20,6 cwbutug/1 000 naumneHTOrOAMHH
(p =0,011) u cnpaMo rpynuTe Ha KOMOMHMPAHA TEPAIUA CbC CYAPOHUITYPEHHHU NTPOU3BOIHU U
HHCYNHH KaTo MOHoTepanus 18,9 cubutua/l 000 naumenroroannu (p = 0,021);

- 3HAYMMO HaMasgBaHe Ha abCOMIOTHUA PUCK OT HHGPAPKT HA MHOKapaa: METPOPMUH
11 ¢u6uTus/1 000 nauMeHToroauHu, camo Ha adera 18 ¢crbuTus/1 000 naunentoroavun (p = 0,01).

Kaunununa edpukacHocT v 6e30MacHOCT

[IpubaBsHeTO Ha BUWIAAMIMIITHH KbM JICHEHUETO HA NALMEHTH, YHHTO MMTUKEMHYEH KOHTPOJ HE €
3a/IOBOJIMTENEH, BBIPEKH MOHOTEpanUaTa ¢ MeTQOPMHH, ciaed 6-MECEUHO NeYeHne BOAM A0
NOMBJAHUTENHO CTATHCTHYECKH 3HAYHMO CPEIHO NOHWXKagaHe Ha cToHHocTHTE Ha HbA ¢ B cpaBHeHue
¢ nmnauedo (paznuku Mexcay rpynute ot - 0,7% a0 - 1,1%, cvotBeTHO 32 BUnaarnunTiH 50 mg u

100 mg). [1poueHTHLT Ha NAUEHTHTE, KOUTO TIOCTUIaT NOHWXKAaBaHe Ha cToifHocTUTEe HA HbAlc ¢

> 0,7% cnpAMO W3XOAHUTE, € CTATUCTUYECKU 3HAYMMO MO-BHCOK B ABETE I'PYITH HA BUWIAATJIMIITHH
e MeTdopMuH (croTBeTHO 46% u 60%) cnipamo rpynara Ha MeThopMHH o miaueto (20%).

B 24-ce AMHUHO KJIMHUYHO M3NUTBAHE BUAAArTMNTHH (50 mg n18a NbTH AHEBHO) € CPABHEH C
nuornutasod (30 mg BeJHBK JHEBHO) [IPH MALMEHTH, [IPH KOUTO HE € MOCTHIHAT aACKBATEH KOHTPO
¢ meThopmuH (cpeana aHerHa ao3a: 2 020 mg). CpeanoTo noHwkeHwe Ha HuBata Ha HbA ¢, npu
naxoneH HbA1c 8,4%, e - 0,9% npu nobaBsHe Ha BUNRATTIMOTHH KbM METHQOPMHUH /-'“
100aBAHE HAa MHOTIMTA30H KbM MeThOopMHH. CpeaHOTO NOBULIABAHE HA TeIECHOT
HabnAaBaHO NMPHU NALUMEHTUTE, NIPHEMALLH TTHOTJIUTA30H B AONBAHEHUE KbM Mg -: S0 ?%I
crpamo + 0,3 kg npu naumeHTHTE, NpHEMALLY BHIAATANTHH B JOMbJIHEHUE § “
. _
B KIMHHWYHO M3MUTBaHE C 2-rOAMLIHA NPOAB/IKUTENHOCT BUNAATMNTHH (50 my A, 1t ehe) e
cpaBHeH ¢ raumenupua (a0 6 mg/ned — cpeaHa 1o3a npes 2-te roAuHu: 4,6 mg) e%‘ﬂgﬁaﬁﬂ'ﬁe )i-ﬂwr

n’bﬂi'&‘ /

- -l-—-"""._#

» |1
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TepanqaTa Ha NaLUEeHTH, IEKyBaHHU ¢ MeTdOopMHUH (cpeaHa aHeeHa no3a: | 894 mg). Cren 1 ronuna
cpeaHoTo noHwkeHHe Ha HusaTa HAa HbA ¢ e - 0,4% npu nobaBsaHe Ha BUIAATIKMIITHH KbM
meThopMHuH H - 0,5% npu aobaBsaHe Ha FIMMENUPHA KbM METHOPMUH, NPH CPEAEH H3XOAEH

HbAlc¢ 7,3%. [IpoMaAHaTa B TENECHOTO TErA0 NpU BUnAaranaTuH ¢ - 0,2 kg cnpsamo + 1,6 kg npwu
rauMenudpu. HYectorara Ha clyHauTe Ha XUMOTTIMKEMHUA € 3HAUHUTEITHO MO-HUCKA B rpynara Ha
puwigarnunTyH (1,7%) B cpaBHeHMe ¢ rpynara Ha rnuMendpu (16,2%). B kpaiuara Touka Ha
npoyusaHeto (cnea 2 roguuu) croriHoctuTe Ha HbA | ¢ ca nonoOHH HA U3XOAHWTE CTOMHOCTH B ABETE
TEPANEeBTUUHHN IPYIH, a pa3IMHUATA NO OTHOLLUCHHE Ha MPOMAHATA B TEJIECHOTO TErO W CyHanTe Ha
XMIOTTUKEMHUA Ce 3arna3Bar.

B 52-ceAMMYHO W3IMHUTBaHE BUAJArAHNTHH (50 mg nBa NbTH AHEBHO) € CPABHEH ¢ MUKJIA3MA (CpeaHa
AHeBHa a03a: 229,5 mg) cnea nobaesiHe KbM TeparnuaTa Ha HAUMEHTH, HEMOCTHIHAIA KOHTPOJI ¢
MeTHOPMHH (H3X0aHa A03a Ha MeThopMuH 1 928 mg/nen). Cren 1 roanHa CpeAHOTO NOHKKEHHE HA
HbAlc e - 0,81% npu qobaBsHe Ha BUNAATIUNTHUH KbM METHOPMHH (IPU CPEaeH U3XOAEH

HbAlc 8,4%) u - 0,85% npu aobGaesaHe HA rMUKIA3MA KbM METHOPMHUH (NIPK CPEAEH U3XOAEH

HbAlc 8,5%); noka3aHa € CTATHCTUYECKH 3HaYUMa He no-manka epukacHoct (95% CI - 0,11-0,20).
[Tpomanara B TenecHoTo Teryo € + 0,1 kg npu BUigarnMnTiH cnpaMo + 1,4 Kg npH rIHKIa3Mi.

B 24-ceAMM4HO KIIMHUYHO H3MUTBAHE € OLEeHEeHa €(PMKACHOCTTA Ha PHKCHpaHaTa 1030Ba KOMOMHALUMA
OT BWIAArJTUIITHH U MET(GOPMHH (NMOCTENEHHO TUTPHUpPaHa o 103a oT 50 mg/500 mg aBa MbTH AHEBHO
unu 50 mg/1 000 mg aBa NbTU AHEBHO), MPUIMKEHA KATO MbPROHAYAIHA TEPANMSA MPH MMALHEHTH,
HeMpPHEMAJIH Npeau TOBa Apyry jekapcrea. KombuHaumaTa sBunaariinTil/MeTQopMuH

50 mg/1 000 mg, npuaoxeHa ABa MbTH JHEBHO, NoHWkaRa HbAlc ¢ - 1,82%,
srgarnunTH/MerdopmuH 50 mg/500 mg, npuncxena ABa MbTH JHEBHO — ¢ - 1,61%, MeTpopmuH

1 000 mg, npunoxeH ABa NbTH AHEBHO — C - 1,36%, a BunaaraunTue 50 mg, npuioxkeH ABa MbTH
AHeBHO — ¢ - 1,09 mpu u3xoaeH HbA ¢ 8,6%. Ionmwkenuero Ha HbA| ¢, HabmozaBaHo npy nauHeHTH

¢ n3xoaeH HbAlc > 10,0%, e no-ronamo.

24-ceAMHMYHO PaHAOMHU3UPAHO, ABOHHOCIANO, Niauedo KOHTPOJUPAHO WIMUTBAHE € NPOBEIEHO NPH
318 mauuveHTH, 3a 1a oueHH edpurkacHocTTa M HezonacHOCTTa Ha BUNAArnUnTHH (50 mg aBa MbTH
AHeBHO) B koMOUHaiHsa ¢ MeTdhopmuH (= | 500 mg aHeBHO) M rnuMenpun (Z 4 mg JHEBHO).
Bungarndntvi B KOMOHHALMA € MeTGOPMHUH H MTMMENMPH 3HAYMTENHO noHwxkasa HbA ¢ cnpamo

naauebo. KopurupaHara cnpsamo mauedo paznuxa 8 cpeaHoTo noHmxkeHHe Ha HbA ¢ cnpamo
cpeaHara u3xoaHa ctoiHoct ot 8,8% ¢ - 0,76%.

[TpoBeaeHO e NeTroaMILHO, MHOTOLUEHTPOBO, paHAOMH3HUpAaHo, ABoHHOCAANO NpoyuBaHe (VERIFY)
MpH NMaLHEHTH CbC 3aXapeH AMadeT Tvn 2, 3a Ja Ce OUEHM €PEKTHT HA PAHHO JIEYEHHE C
koMOHHauuATa BunaarnuntuH u Metgopmut (N = 998) cnpsamo ctaHaapTHA MbPBOHaYATHA
MOHOTEpANus ¢ METHOPMHH, MOC/IeaBaHa OT KOMOWHALWA C BUIAAIJIMOTHH (rpyna Ha
nocyieaosareato nedeHue) (N = 1 003) npu HOBOAMArHOCTUUHPAHH NMALHEHTH ChC 3aXapeH AHabeT
Tun 2. CxeMara ¢ koMOuHauMATa Ha BWiAarnMnNTHH 50 mg ABa MbTH AHEBHO NAKOC METPOPMHH BOAH
00 CTaTUCTUYECKHU H KIIHHHYHO 3HAYMMO OTHOCUTENTHO HAaMAaJIABaHE HA PUCKA “BpeMe [0 MOTBbLPAEH
Heycrex Ha MLPBOHAYATHOTO JAeueHue" (cToiHocT Ha HbAl¢ > 7%) cnpamo moHoTeparnua ¢

MET(POPMHUH MIPH HEJIEKYBAHH 10 MOMEHTA NALIMEHTH ChC 3axapeH AuadbeT Tun 2 npe3 S-roauiuHaTa
npoab/kuTenHocT Ha npoyuBaHeTo (HR [95% CI]: 0,51 [0,45; 0,58}; p < 0,001). YecroraTta Ha
HEeyCnexX Ha MbPBOHAYaNHOTO nedeHue (cTtodHocT HAa HbA ¢ 2 7%) e 429 (43,6%) naumneHTH B
rpynara Ha nedeHue ¢ komOuHauusaTa v 614 (62,1%) nauneHTy B rpynara Ha nocjae20BaTefiHO
JIeYEHHE.

24-ce AMHUYHO paHOOMH3HPAHO, ABOHHOCIANO, MJ1aued0 KOHTPOIUPAHO HU3MUTBAHE € NPOBEAEHO NPH

AHEBHO) B KOMOMHALMA ¢ NOCTOAHHA A03a 0azaneH Win NpeaBapUTENHO CMECEH U ML
AHEBHA 1034 OT 4] eAnHHLH), CbC CBNBTCTBRALY NpHeM Ha MeTgopMuH (N = 276) / 1
npuem Ha MeTdopMuH (N = 173). Bunaarnuntun B KOMOMHALMA ¢ HHCYUH 3HAUTP

! I
HbA1¢ cnpamo nnauebo. B ofmara nonynauus kopurupasara cnpsamo manedd pas:| wiasa 4 @
noHwxetrine Ha HbA1¢ npu cpeana nixoaHa croitnoct Ha HbA1c 8,8% ¢ -0,72%\Bdic R P ; F
'%.7 -~-.,__..__ ,."' hﬁ“' /
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JIEKYBAHH C HHCYJIMH ChC WK 6e3 CbMbTCTRAL IPHEM Ha METPOPMHH, KOPUTHPAHOTO CIPAMO
nnatebo cpeaHo noHwkeHre Ha HbA ¢ e cvorBeTHO -0,63% 1 -0,84%. YecroTaTa Ha XHNOrIHKeMHs

B obmara nonynaums € 8,4% u 7,2%, CbOTBETHO B IPYNHTE Ha BWIAATIMNTHH U r1auebo. [Ipu
NalMEHTUTE, MPUEMALLIM BUIAATTUIITHH, He ce Hab/moaasa nosuitasaHe Ha rernoto (+ 0,2 kg), Aokaro
npu npuemainuTe rnauedo ce nabnoaasa noxwkexue Ha teraoto (- 0,7 kg).

B npyro 24-cegMu#4HO NPOYUYBAHE NMPH NALMEHTH C NO-HANPEAHAN 3aXapeH AUabdeT THI 2, [IpH KOHTO
HE € MOCTUTHAT aJ€KBATEH KOHTPOJI C TEYEHHETO C MHCYJIMH (KpaTkO ¥ AbArOACHCTBRALL, CpeaHa
uHcynuHosa no3a ot 80 [U/aueBno), cpentoto nonwkenve Ha HbA1c npu nobasgaHe Ha

BU1AArMMNTHH (50 mg ABa NbTH AHEBHO) KbM MHCYJMHA € CTATUCTUYECKH 3HAYMMO NO-TOMAMO,
OTKOJIKOTO Npu komMOuHauuaTa rutauedo mtoc uHeyaud (0,5% cnpamo 0,2%). Yecrorara Ha
XUMOrIHKEMHS € MO-HKCKA B FpylaTta Ha BWIAAMIMITTHH, OTKONKOTO B ritauebo rpynara (22,9%
cnpamo 29,6%).

CvpoewHocv008 puck

Meta aHAIU3 Ha HE3aBHUCHMO H NPeABAPHUTENHO ONPEAe/IEHH ChbPASYHOCHA0BH HEXKEIAHHU ChOUTHA OT
37 ¢aza IIl u [V KIMHUYHY H3MATBAHUA 32 MOHOTEpANUA U KOMOMHHWpaHa Teparnus ¢
MPOABLDKHTEIHOCT HaJl 2 roAMHH (cpeaHa ekcno3uums 50 ceIMHLM 3a BUIAATHUITUH H 49 ceaMHUUM
332 CPaBHHUTEJIHUTE JI€KAPCTBEHU MPOAYKTH), NOKA3Ra, Y€ JICUCHHUETO C BUAAMTHITTHH HE € CBBP3aHO ¢
MOBHILLIABAHE HA CbPASYHOCHIOBHA PUCK CAIPAMO CPABHUTEIIHUTE JIEKAPCTBEHU NPOAYKTH. ChCTABHATA
KpaiHa TOYKa Ha MPEABapPHUTEIIHO ONpPEAENIEHUTE rojieMH ChpACYHOCHAOBH CbOMTHA (major adverse
cardiovascular events — MACE), sxiounTento ocTsp MHOKapaeH HHPAPKT, HHCYJIT MM CMBPT
NOpagaH CbPACUHOCHAOBA NPUYMHA, € NOA00OHA NPpH BUIAANTHITTHH CIIPAMO KOMOWHHPaHH aKTHBHYU U
njanebo CpaBHUTENHM JIEKAPCTBEHH NpoaykTH [oTHOocUTEeNneH pyuck o Mantel-Haenszel (M-H RR)
0,82 (95% C1 0,61-1,11)]. MACE Hactwsnear npu 83 ot 9 599 (0,86%) naumenTH, nexyBaHu ¢
punaarnuntuH, v npu 85 ot 7 102 (1,20%) nauneHTH, JeKyBaHH CbC CPABHUTEIIEH JIEKAPCTBEH
npoaykT. OueHkara Ha Bceku oraeneH komnoneHT Ha MACE He nokasea nosuiieH pyck (noaodeH
M-H RR). Cu64THA ¢ noTBbpaeHa cupaeyHa HegocTaTbuHoCT {CH), aepunupana karo CH,
M3MCKBALLA XOCMHTATH3aUmA, unu HoBonosewia ce CH, ce cvobwasar npu 41 (0,43%) ot
NALUKEHTHTE, TEKYBaHH C BUWIAAMTUAOTHH, K (pH 32 (0,45%) OT MaUMEHTHUTE, NEKYBAHH CbC
cpaeHuTeNieH nekapereed npoaykt M-H RR 1,08 (95% C1 0,68-1,70).

Ileauarpu4Ha DomnyJaius
EBponeiickata areHums 110 Jekapersara ocBo00XAaRa OT 3aAb/DKEHHETO 32 NMPEJOCTaBAHE Ha

pe3yJTATHTE OT NPOYYBAHHATA C BH/IAATTIMIITHH B KOMOUHALIMA ¢ METPOPMHH BBLB BCHUKH MOArPYINH
Ha NEAUATPHYHATA NOMyJauMs Cbe 3axapeH auabeT Tun 2 (Bx. Touka 4.2 3a HHPOpMAaLHs OTHOCHO
yrnotpeba B neauarpuaTa).

5.2 ®apMaKOKHHETHYHH CBOHCTBA

Bunpgarnunrud/meTdopmMuH

Abcopbyus
Jloka3zaHa e OMOEKBHBAJIEHTHOCT Ha BHWIAATJIHITUH/MEeTPOPMUH NPU TPU pa3nHYHH JO03HPOBKH

(50 mg/500 mg, 50 mg/850 mg u 50 mg/1 000 mg) cnpsaimMo kOMOHUHALIMA OT OTAEIHHU TabIeTKH
BHJIDATJIMNITHH ¥ METHOPMHUHOB XHAPOXJOPHA B ChOTBETCTBALLMTE JO3M.

XpaHarta He NOBIMUABA CTENEHTA H CKOPOCTTa Ha aDCOPOLIMS HA BUJIAATTUITITHH OT
BUAAarnunTHH/MeThopMHUH. CKOpoCTTa M cTeneHTa Ha abcopOuus Ha METHOPMHH OT
punaarnunTiH/MeTdopmuH 50 mg/1 000 mg ca HamaneHu, KOraTo ce npunara ¢IHOBpEMEHHO C
XpaHa, KoeTo c€ oTpa3faBa B oHWkaeate Ha Cmax ¢ 26%, AUC ¢ 7% ¢ 3abaBaHe Ha NOCTUTaHETO Ha
Tmax (2,0 10 4,0 yaca).

[TocneaBaloTo U3I0KEHHE OTPa3ABA PAaPMAKOKHHETUUHHTE CBONCTBA HA OTRE
pewtecTa B TytekBu KomoOu,
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BuwiaariunTyHH

Abcopbyus

Cnen nepopaiHO MPUIOKEHHE HA 1aaHO BUIAArUnTUH ce abcopbupa Obp30 ¢ NuKoBa MiasMeHa
KOHLIeHTpaLus, HabmonasaHa Ha 1,7 uaca. XpaHara ciabo 3abaBs BPEMETO 3@ JOCTUraHE Ha MUKOBATA
U1a3MeHa KOHLIEHTpauus ao 2,5 yaca, HO He nosiMaea obwara exkcno3uuus (AUC). [1punoxenuneto
Ha BUJJArJIMOTHH ¢ XpaHa BOAM A0 NOHMKaBaHe HA Cmax (19%) cnpamo npuioxkeHHe Ha riaaHo.
CremneHTa Ha MpoMsaHa obaue He € KITMHUYHO 3HAUMMA, TaKa 4€ BUIIariMITTHH MOXE 1A CE Mpuaara
cbc UnH 6e3 xpaHa. AbBcomnoTHaTa SuoHanTUYHOCT € 85%.

Paznpeoenernue

CBbp3BaHETO HA BHUJIIATJIUNTHH C NJIa3MEHHTE NPOTEHHH € c1abo (9,3%) 1 BunarnunTuH ce
pasnpeaess NopaBHO MEX(TY MJ1a3MaTa U YEPBEHHUTE KPBBHU KIETKH. CpeaHus obeM Ha
pasrpeaeneHue Ha BUNJATIUITHH B CTALLMOHAPHO CHCTOAHME CIIEA HHTPABEHO3HO MPUIIOKEHHE (Vi) €

71 nuTpa, KOeTo npejanosara eKCTpaBacKy1apHO pa3fnpeaeeHHe.

buompancopmayun

MeTabosM3MBT € OCHOBHHAT MbT HA €NTMMHUHHUPaHE HAa BUIAAMIMNTHH NPH xXopa, cheTapiaBail 69% ot
ao3ata. OcHosuuAaT MeTaboaut (LAY 151) e ¢papMakon0oruiHO HEAKTUBEH U € MPOAYKT Ha
XHPONM3ATA HA LIMAHOIPYNaTa, KaTo cheraBnasa 57% oT no3ara, MocaeABaH OT NMPOAYKT Ha aMU/IHA
xuaponu3a (4% ot gozata). DPP-4 ponpunHacs HacTHUHO 3a XHApPONK3aTa Ha BWIJArIHIITHH, KOETO ce
OCHOBABa Ha in vivo MPOY4BaHE, B KOETO Ca U3MOJI3BAHM IUTbXOBE ¢ Ae@uunT Ha DPP-4,
BunagarnuntuH He ce MeTabonuiupa ot CYP450 eHaumMuTe 10 CTENEH, KOATO MOXe Aa Oble
onpeaencHa. CienoBarenHo, HE Ce O4aKBa METADONMTHHUAT KIMPBHC HA BUIAArUIITHH Aa Ce NMOoBJIUse
OT eAHOBpeMeHHOTO npunoieHue ¢ CYP450 nHXHOMTOPH W/ WITH UHAYKTOPH. [n vitro Nnpoy4YBaHHUATa
MOKA3BaT, Y€ BHJIAArSIMOTHH He nHXubupa/uHayuupa CYP450 ensumute. ETO 331110, HAMA BEPOATHOCT

BIIJArMHNTHH A4 [TOBJIHABA META0OUTHHSA KIIMPBHC HA €IHOBPEMEHHO MPUNAraHMTE EKAPCTRA,
metabonuzupanu or CYP1A2, CYP2CS8, CYP2C9, CYP2C19, CYP2D6, CYP2E] unu CYP3A4/S.

Erumunupane

Cnen nepopando npwioxenue Ha [*C] sungaraunrid, npubnusurento 85% or nozara ce
eKcKpeTHpa B ypuHaTa U 15% ot ao3ata ce oTkpuBa BbB (eueca. brOpeuHara ekckpeuus Ha
HEMPOMEHEH BUIAArIUITTHH CbCTabisBa 23% 0T ao3ara cien nepopaiHo npuioxenve. Cnen
WHTPAaBEHO3HO NMPHUIOKEHUE HA 3APAaBH UHAMBHIH, OOUIMAT rU1a3MeH H O1bOpeUeH KIMPBHC Ha
BUAATAUITHH € ¢hOTBETHC 41 1 13 l/uac. CpeAHUAT eNUMUHALUOHEH MOTYXKHUBOT Clie]]
MHTPABEHO3HO NPUIOXKEHHUE € NpUdNM3UTENHO 2 Haca. ENHMHUHAUHMOHHHAT NOJYXKHBOT CAE
MepopaHO TIPHIIOKEHHE € MTPUDITHIUTENHO 3 yaca.

Sunetinocm/nenunevnocm

Cinax Ha BUWIAATTTHAOTHH Y [UTOWUTA MO KPUBATa My1a3MeHa KOHUEHTpauus cnpamo speme (AUC) ce
MOBULLIABAT 110 NPHOJIM3UTENHO 103a-MPONOPLUAOHANIECH HAYHH B PAMKHUTE HA TEPANEBTUYHUA 10308
HHTEpBA.

Xapaxkmepucmuxu npu nayuenmume

[Ton: He ce nabniofaBat KIMHKUYHO 3HAYUMH PANTMKH BbB (PapMAKOKHHETHAKATA HA BHUIIAATITUIITHH
NP 3ApaBH MbXKE W KEHH B LIMPOK AUAIAa30H HA BH3PacT H UHIEKC Ha TenecHa maca (MTM).
Unxnbupanero Ha DPP-4 o1 BUIAArTHIITUH HE CE NOBAKABA OT NOJA.

Brnapact: [Ipn 3apagu HHAMBKUAKM B cTapuecka Bb3pacT (= 70 roanHM) odlaTa eKCrno3uims Ha
sugarnuntil (100 mg BeaHbxk AHEBHO) ce yBennuasa ¢ 32%, ¢ 18% nosuiuaBaHe Ha MUKOBaTa
[U1a3MeHa KOHLEHTPALIMA B CpaBHEHHUE CbC 3aApaByu maaan HHAUBHAH (18-40 roaunn). Cuunra ce obaue,
ye TE3U NMPOMEHH HE ca KIMHUYHO 3HauUMMU. UHxubupaneto na DPP-4 ot BunaarnunTun He ce
MOB/UABA OT BbL3PacTTa.

UepHoapobHo yepexxnaHe: [1py naureHTH ¢ 1€KO, yMEPEHO HITH TEAKKO YEPHO
(Child-Pugh A-C) HaMa KNHHUAYHO 3HAYKWMK NpoMeHH (MakCUMyM ~30%) npu
BHJLAArTUITTHH,
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buOpeuto yspexaaHe: [Ipy HHAMBUHAM C JIEKO, YMEPEHO WIH TEXKO OBOPEYHO YBpeKaaHE CHCTEMHATA
eKCIO3HUHE Ha BUIAAMTHITTHH c€ yBeau4aBa (Crax 8-66%; AUC 32-134%) u TOTATHUAT TeneceH
KJIMPBHC HaManaBa B CPABHEHUE C MHAMBHIHY C HOpMasiHa OBOpeUHa PyHKLHS.

ETHnuecka rpyna: OrpaHAYEHUTE JaHHM MPERIONaraT, 4e €THUYECKATA MPHUHAANEKHOCT HE OKa3Ba
roJIAMO BIMSIHUE BLPXY (PapMakOKHWHETHKATAa Ha BHILAATJIMITTHH.

MetrdopmuH

Abcopbyun

Cnea nepopaneH npueM Ha MET(OPMHAH MaKCUMAITHATA Tu1a3MeHa KOHUEHTPAaUHA (Crax) €€ 1OCTHIA
ciaes okosio 2,5 yaca. AGconoTHaTa OnoHANTHYHOCT Ha Tabnetka metdgopmuH ot 500 mg npu 3apasu
WHAWBKAM € npubausuTenHo 50-60%. Cnen nepopaneH npueM HeabcopbupanaTa 4acT, KOSTO Ce
yCTaHOBsABa BbB (peuieca, € 20-30%.

Cnen nepopanHo npuwioxkeHue abcopbunara Ha MeTGOPMHH € Hacuulaua u HerriHa. [lpuema ce, ue
dapMakokuHeTHKaTa Ha abcopbuMaTa Ha METPOPMHH He € nuHelHa. [Ipn obnuaitH1Te 103U M CXeMH
HA TIPAIIOKEHHE HA MET(POPMHH, CTALMOHAPHA TU1a3MEHA KOHLIEHTPALMA Ce JOCTHra B PAMKHUTE Ha 24-
48 vaca n 06O B3eto € noa 1 pg/ml. [IpH KOHTPONHPAHHU KIWHHYHH TPOYUBAHUA MAKCHMATHUTE
Ia3MeHH HUBa Ha MeTPOPMHH (Crmax) HE HaABUIIABAT 4 pg/ml JOpU MPU MaKCUMAITHH JIO3H.

XpaHata cnabo 3a6aBsg M Hamasisea creneHTa Ha abcopbumns Ha MeTdopmuH. Crnel NpUNoKeHUe Ha
no3a ot 850 mg nkkoBata ruiasameHa konuentpauns e ¢ 40% no-uucka, AUC e namanena ¢ 25% u
BPEMETO 3a IOCTHIAHE HA MUKOBA IUIa3MEHa KOHUEHTPALUUA € YAb/KEHO ¢ 35 MUHYTH. He € acHa
KIHHKYHATA 3HAYMMOCT Ha TOBA HAMAJICHHE.

Pasnpedenenue
CBbp38aHETO C MJ1a3MEHHUTE MPOTEUHM € HE3HAYUTEAHO. MeThOpPMHH ce pasnpenens B EpUTPOLIMTUTE.

Cpenuuar obemM Ha pasnpeaesneHue (Vd) sapupa mexay 63 u 276 autpa.

buompancghopmayus
MeThopMHH Ce EKCKpETHpa HEMPOMEHeH B ypuHara. [Ipu xopa He ce yCTaHOBABAT MeTA0ONMUTH.

Enumunupane

MergpopMmuH ce enumMHUHHpa upe3 Ob0peuHa ekckpenus. buOpeuHHAT KIHPBHC Ha METHOPMHH €

> 400 ml/MuH, KoeTo Mokassa, Ye METHOPMHH C€ EJIUMHHUPA HPE3 MNIOMEPYIIHA QUATPaLMA U TYOynHa
cekpeuus. Cnen nepopaneH NprUeM, NPUBHMAHHAT TEPMHUHANICH ETUMHHALIHOHEH MOJIY)XKHABOT €
npubnusrTendo 6,5 vaca. [Ipu yepeaeHa 6L0pedna QpyHKLMHA, OBOPEYHHUAT KIHPBLHC € HAMaNeH
MPONOPLUMOHAIIHO HA KPEaTUHHHOBHA KIIUPBHC M MTOpaAH TOBA EIMMUHALIHOHHUAT MOJYKHUBOT €
YAb/DKEH, KOETO BOAM /10 NOBHLLIEHO HHBO HA MET(QOPMHH B IU1azMara.

53 [IIpeak/IHHHYHH JAHHH 33 0e30NaACHOCT

[Ipu KHUBOTHH ca NPOBEAEHH EKCTIEPHMEHTAIIHH APOYUBAHHUA C NPOABIKHTENHOCT 10 13 ceaMuum ¢
KOMOHHALIMATA OT BELWIECTBATa, ChabpaKallu ce B TyrekBud KomMbHU. He ce yctaHoBABaT HOBH NpOSBH
HA TOKCHYHOCT ¢ Ta3u KoMOMHauma. CneaBalmTe JaHHHU ¢a YCTAHOBCHH B MPOYUBAHHA, POBE/ICHH C
BUNJArAMOTHH H MeTQOPMUH NMOOTACITHO.

BungaraunTuH
[Tpu kyuera ce HaONOAaBa YAB/DKABAHE HA MHTPaKapAHaIHOTO NPOBEXKAAHE TPU 4034, [TPH KOATO

HaMa edekT, oT 15 mg/kg (7 nbTH HaJ €KCO3MUMATA MPHU XOpa Bb3 OCHOBA HA Chax).

KymynupaHe Ha neHecTH anBeonapHu makpodaru B 6enure apodose ce Habnonapa » YISO
muiuku. Jlo3aTta, npu koATo He ce Habnonasa nonobeH edekT nNpy MIbLXO0BE, € 25 MY kevD Hpre el

-

eKCIO3HIHUATA NpH Xopa Bb3 ocHoBa Ha AUC) u 750 mg/kg npu muwkn (142 nwj
[py xopa).
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CToMalllHO-4YPEBHH CUMIITOMH, MO-TOYHO MEKH M3MPAKHEHHA, HINPOKHEHHUA CBC CIY3, AHapHUA H NpH
MO-BHCOKH NO3H KPbB B M3NpaXKHEHUATa, ca HabatonasaHu npu kKy4yera. HuBo, npu KOETO He ce
Habmoaaea epeKT, HE € YCTRHOBEHO.

BunaarndaTyH He € MyTareHeH [Ipyd KOHBEHUMOHATHUTE in Vilro H in vivo H3CNeABaHNA 3a
FreHOTOKCHYHOCT.

[IpoyuBane 3a dhepTUANTET U PaHHO eMOPHOHANHO pa3BUTHE NPH TUTLXOBE HE [1aBa JaHHM 3a
HapyLIeHUs BbB (PepTHIIHTETA, PENPOAYKLIMATA UK PAHHOTO €EMOPHOHAITHO pPa3BUTHE B PE3Y/ITAT HA
neqeHHeTo ¢ sunaarnunTuH. EMOpuo-deratHaTa TOKCHYHOCT € OLIEHABAHA IPH MUThXOBE H 3aLIH.
[ToBHUIEHA YecTOTA HA BBIHOOOpa3HH pedpa ce HabnoaaBa MpHU MIbLXOBE BbB BPb3Ka ¢ HAMAJICHH
napaMeTpH HA TEJIECHOTO TEMNIO Ha MaWYMHHSA OPraHH3bBM C 1033, NPH KOATO HAMA edexT — 75 mg/kg
(10 nbTH Hag excnosuuMaTa npu xopa). [1pu 3aiiuy HamaneHo deTanHo TErO U NPOMEHY Ha CKeNeTa,
NMOKa3aTeIHH 3a 3a0aBsAHe B Pa3BUTHETO, ¢a OTOENA3AHHU CaMO PH HATHYHUETO HA TEXKKA TOKCHHHOCT
32 MalUWHKE OpraHd3bM C 4033, NIpH KoATo HAMA edekT — 50 mg/kg (9 mbTi Hag ekcno3uLUaTa npu
xopa). [Ipy rbLXoBe € NpoBEAEHO NIPe- U NOCTHATAITHO NpoyuYsaHe 3a pa3sutue. Haxoaku ce
HaOMI0aBaT CAMO BbB BPb3Ka ¢ TOKCHYHOCT [IPpH MARYMHKUA OopraHu3eM npu > 150 mg/kg v BrrouBar
NMPEXOHO HAMAJIABAHE HA TEJIECHOTO TEI0 U HAMA/IEHA BMraTeHa akTUBHOCT B F1 nokosienueTo.

JIBYFOAKLLIHO NPOYYBAHE 33 KAPUUHOTCHHOCT € NPOBEACHO NPH [LTBXOBE NPH NEPOPATTHH 103U A0

900 mg/kg (npubnuznrenHo 200 mbTH eKCNO3MUMATA MPH XOpa NPH MAKCUMATHO NPENOPbLYBAHATA
ao3a). He ce Habmonaea nosMlIaBaHe Ha 4€CTOTAaTa HA TYMOPHTE, KOMTO ODMXa MOTNHM Ja ¢e OTHecaT
KbM BHIJArIUNTHH. J(pyro AByroAMiHO NPOy4BaHE 32 KAPUUHOTEHHOCT € MPOBEACHO NPH MHULIKH C
nepopajiiy go3u o 1 000 mg/kg. [ToBuineHara yecrora Ha aIEHOKApLUMHOM Ha repaaTta H
XE€MaHFHMOCApKOM ce HaOIoaBa NpH 1034, Mpu KOATO HAMA edekT, cboTReTHO OT 500 mg/kg (59 nbTH
exkcriosnuuaTa npu xopa) U 100 mg/kg (16 meTu ekcnozuumaTa npu xopa). Cuura ce, ye MoBULLECHATA
4YE€CTOTA Ha T€3H TYMOPH TIPH MHUILIKH HE NPEICTaB/IABA 3HAYMM PHCK 3a XOpara, Bb3 OCHOBA Ha
NIMIICaTa Ha MFeHOTOKCHYHOCT Ha BUAATIMNTHH W OCHOBHUA My MeTabonuT, nossarta Ha TYMOpPHTE
caMo MNPH €UH BU/ U BUCOKHTE ChOTHOUIEHHA HA CUCTEMHA EKCIMO3ULMSA, TIPH KOATO ca Habno1aBaHH

TYMOPMTE.

B 13-ceamMnuHO npoyUYBaHe 32 TOKCUYHOCT APU MAMMYHM MakalH, KOXKHH JIC3HH ca 0TOeIA3aHH TIpH
no3u > 5 mg/kg/nex. Te ce nokanu3upaT BUHATH M0 KPpaHHHUMUTE (PBLETE, XOAHIATA, YIUHUTE H
onauikara). [Tpu 5 mg/kg/nen (npubansurencH ekpusaneHt Ha AUC exkcrnozuumsaTa rp4 xopa rpu
no3a 100 mg) ca HabnmoaaBaHyu caMo MexypH. Te ca obpaTumu, HE3aBUCHMO OT TOBA, Y€ JIEHEHHUETO €
MPOIBKEHO, H HE ¢a CBBP3aHH C XMCTOMNATONIOrHYHU aHoManuu. HanykaHa Koka, Jioleula ce xoxa,
CTPYIIEH H paHH HA ONALIKATA ¢ KOpeMpalld XHCTOMATONOrMHHU NPOMEHH ¢a HabJlloJaraHn npu
no3u > 20 mg/kg/aed (npubnuzntento 3 metn AUC ekcnoznunaTa npu xopa npu no03a 100 mg).
HekpoTtuunu ne3nu Ha onawkara ce Habmoaasar npu > 80 mg/kg/nen. Koxnure siesnu He ca
obpaTuMH Npu MaiMyHHU, iekyBanu ¢ 160 mg/kg/nen no sBpemMe Ha 4-ceIMUYHHSA Bb3CTAHOBHUTEIICH
NEepPHOU.

MetdopMuH

HexnuununuTe naHHu 3a METPOPMHH HE fIOKA3BAT OCODEH pHCK 3a Xopa Ha 0a3ara Ha
KOHBEHUMOHAIHUTE (GapMaKOIOTUUHH NPOYy4BaHHUS 3a H€30MaCHOCT, MPOYYBAHHUA 32 TOKCHYHOCT MPH
MHOTOKPATHO fIpHJIaraHe, F¢HOTOKCHYHOCT, KAHUEPOreHEeH MOTEHUHAN U penpoAyKTHBHA TOKCHYHOCT.
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6. OAPMALUEBTHYHHA JAHHH
6.1 CnHc¢bk HA NOMOUIHHTE BelIeCTBA

Aopo na mabremxama:
Lleaynosza, MUKpOKpHCTANHA
KonosuaoH K 25-31
KpocnosuaoH (tun B)
XHUAPOKCUTIPONHALIEIYN03a
MarHe3ueB creapar

Duamoeo noxpumue:
Xunpomenosa

Turanos auoxcuz (E 171)
Kenezen okcug, AT (E 172)
Makporon/I1EI" 8000

Tank

6.2 HecnbBMeCTHMOCTH
Henpunoxumo

6.3 Cpok Ha roaaocT

3 roauHH

6.4 Cneunanna yci10BHA H& CbXpaHeHHe

To3u nekapcTBeH NPOAYKT HE H3UCKBA CNELNATHH TEMNIEPATYPHH YC/IOBHA Ha ChXPAHEHHE.
Jla ce cbxpansaBa B OpUrHHaNHaTa OMakoBKa, 3a [1a ¢ Npeana3y oT Bhara.

6.5 Buiau cpaAbpKAHHE HA OTAKOBKATA

bauctep anymuHuit/anymuanil (OPA/anymuHueso ponno/PV(C)
[Ipennara ce B onakoBku, cbabpkawy 10, 30, 56, 60, 120, 180 win 360 ¢puaMupanu tabneTku.

He BcHYKHM BHIOBE ONaKOBKM MOraTt Aa ObJaT MyCcHATH HA nalapa.
6.6 ChneuuajHH NpeanasHy MEPKH NPH HIXBLPJIAHE

Heuznon3zpaHuAT NIeKapCTBEH NPOAYKT WM OTNAaAbYHATE MATEPHATH OT HEro TpadBa J1a € U3XBBLPAAT
B CbOTBETCTBHE C MECTHHTE U3NCKBAHMHA.

7. IIPUTEXATEJI HA PABPELHIEHHETO 3A YIIOTPEDBA

Viatris Limited
Damastown Industrial Park,
Mulhuddart, Dublin 15,
DUBLIN,

HUpnanans

8. HOMEP(A) HA PASPEIIEHHMETO 3A YIIOTPEBA

Tytreken Kombu 50 mg/850 mg dunmupann tabnetku: per. Ne 20220059
Tyreksu KomOn 50 mg/1 000 mg dunmupanm Tabnetku: per. Ne 20220060
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9. JATA HA HBPBO PAZPEIIABAHE/TIOJHOBABAHE HA PABPEHIEHHUHETO 3A
YIIOTPEBA

Jlata Ha nupBO pazpeluapaHe: 21 despyapu 2022 r.

10. JATA HA AKTYAJM3UPAHE HA TEKCTA

03/2025
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