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| 5 UME HA JIEKAPCTBEHHUA NTPOAYKT

Tarmun Met 50 mg/850 mg ¢uiMupanu TabdJieTKH
Taglin Met 50 mg/850 mg film-coated tablets

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Besika dunmupana Tabnetka cpabpka S0 mg sungarmnTul (vildagliptin) v 850 mg MeTopMuH
xuapoxnopua (metformin hydrochloride).

3a MbJIHUSA CITUCHK HAa TTOMOIIHHUTE BEIIeCTBa BHXKTE Touka 6.1.

3. JIEKAPCTBEHA ®OPMA

Mdunmupana tabneTka.

XbiTa, ABOWHOM3ITBKHAIA, €NTUTICOBUIHA (pHiIMHUpaHa TabneTka CbC CKOCEHH prOOBE, ¢ AbJDKUHA
20,7 mm u wMpoyrHa 9,7 mm.

4. KJAHWUYHHU JAHHHU

4.1 TepaneBTHYHH NOKA3AHHUA

Tarnmue MeT e nokasaH karo JIOIMBJIHEHHE KBM JIME€TaTa M YIpaXHEHUATa 3a noAgoOpeHue Ha

MIMKEMUYHHAS KOHTPOJT ITPH Bb3PACTHH ChC 3aXapeH auadeT Tur 2:

- [MpU NALUMEHTH, MPH KOUTO HE € Bb3MOXHO 11a C€ NMOCTUIHE aJleKBATEH KOHTPOJI CaMo ¢
MeTHOPMHUH XUAPOXIJIOPHL.

- [Py NMaLMEeHTH, KOUTO Beue ce JIEKyBaT ¢ KOMOMHALMATA BUIAArIMIITUH U METGOPMHUH
XUJPpOXJIOpUI 1oJ popMaTa Ha OTIAEITHHU TA0JIETKH.

- B KOMOMHALIMS C JIPYTH JIEKAPCTBEHU MPOJIYKTH 3a JieYeHHe Ha aMadeT, BKIIFOYHUTETHO HHCYJIHH,
KOraTo Te¢ He OCUTYpsiBaT aJeKBaTeH MIMKeMHYeH KOHTpoJI (BX. To4ka 4.4, 4.5 u 5.1 3a HaNM4YHH
JAaHHU OTHOCHO pa3IMdYHUTE KOMOHHALIMH).

4.2 Jlo3MpOBKA H HAYHH HA NPHJIOKEHHE

Jlo3npoBka

Bvspacmuu ¢ nopmanna 6vopeuna gyuxkyus (GFR> 90 ml/yun)

Jlo3ara nmpu aHTUXUNEPrIIMKEMUYHOTO JiedeHue ¢ Tarime Met TpsOBa 1a Ob1e MHANBHIyalTU3HpaHa
Bb3 OCHOBA Ha TEKYylaTa cXeMa Ha nauMeHTa, epeKTUBHOCTTAa U MOHOCUMOCTTA, KaTo He ce
npesuiliaBa MaKCUMasiHarta rnpenopbuMTenHa gaesHa no3a ot 100 mg sungarnuntiH. Tarnui Met
MO3Ke J1a ce 3arnouvHe uiaum kato tabnetka ot 50 mg/850 mg wnum karo tabnerka ot 50 mg/1000 mg,
NMpUIoMeHa J1Ba ITbTH JIHEBHO, elHa TabieTKa CYTPHH U €JlHa Bevep.

- [Tpn nauueHTH, MPY KOUTO HE € MOCTUTHAT aJIeKBaTEeH KOHTPOJI C MaKCMMallHaTa IMOHOCHMA
103a MeT(OPMHH, MpUJIaral KaTo MOHOTEpaIms:

Hauannara no3a Ha Tarnua Met tpadBa na npegoctass BuagarnuinTid 50 mg 1Ba nbTH JHEBHO

(100 mg obua gHEeBHA 103a) IUIFOC J03aTa Ha MET(POPMHUH, MIPUEMaHa /10 MOMEHTA.

OTHEJIHHU TAOJIETKH:

Tarnun MeT TpsbBa Jja ce 3armo4se B ChUIMTE 031 Ha BUIJArIUITHH 1 METPOPMHH, KAKTO,” #7 N\ a,,\
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Tlozata Ha Tarnuu Mert Tpa0Ba Aa npeaocTass BUAAATIUIITHH B 4032 oT 50 mg ABa MbTH IHEBHO
(100 mg ofma queBHa 103a), a 103aTa Ha MeTPopMHH TpabBa Aa 6bae nonodHa Ha mpremaHaTa 10
momenTa. Korato Tarnna Mert ce npunara B koMOHHaIMs ¢bC CYNPOHKITYpeHO NPOH3BOHO, MOXeE
Ja ce MMa TpeIBH] MO-HACKA J03a Ha CyNdoHnIypefiHUd NpenaparT, 3a Aa ce HaMalli PHCKa OT
XUMOTIMKEMHA.

- [Tpr nauueHTH, TPH KOUTO HE € TIOCTHTHAT aJleKBaTeH KOHTPOJ ¢ BoiHa KoMOHHIpaHa
Tepanusd ¢ HHCY/JIMH U MaKCHMaJlHA NOHOCHMA 1032 MET(POPMUH:

Jo3ata Ha Tarnus MeT TpadBa 4a NpeAocTaBs BHIJAMNTHIITHH B fo3a oT 50 mg ABa MbTH JHEBHO

(100 mg o6ua AHeBHa A03a), a A03aTa Ha MeT(opMuH Tpa6Ba na 6be MoJo0Ha Ha 103aTa,

npUeMaHa 10 MOMEHTA.

Be3zomacHocTTa H €PHKACHOCTTA Ha BUNJATTIHITTHH M MET(OPMHH, IPANAraHyd KaTo TPOHHA NepopanHa
Tepanus B KOMOMHAUNA ¢ THA3OIWANHAHOH, HE Ca YCTAHOBEHM.

Creyuannu epynu nayuesmuy

Cmapuecka av3pacm (= 63 200uxu)

To# xato MmeTdopMHUH ce ekcKpeTHpa npe3 6b0peunTe, a NauMeHTHTE B CTApIECKa BB3pacT Mokaisar
TEHJeHLHA KbM HaMmansBaHe Ha ObOpeuHara GyHKUMs, IpH NAIHEHTUTE B CTapyecKa Bb3pacT, KOHTO
npreMat Tarnun MeT, peoRHO TpaOBa Aa ce npocieassa QyHKuuATa Ha 0s0peuuTe (BXK. TOUkH 4.4 H
5.2).

bvbpeuno yepesicoane

[Mpean 3anouBaHe Ha JIEYEHHE C NPOAYKTH, Chabpxally MeTPOPMHH, TpAOBA Na ce HANIPaBH OLIEHKA
Ha GFR cToitHoCTHTE, a Cex TOBa - IOHE BEAHBK MOAHIIHO. I'lpy nayweHTH ¢ MOBULIIEH PUCK OT I1O-
HATATBIIHO IpOTpecHpaHe Ha 6Bb6petHO yBpeXkaane H IPH NALMEHTH B CTAPYECKA Bb3pacT TPAOBa Mo-
yecTo Ja C¢ NpaBH olleHka Ha 6bOpeuHaTa PyHKUMSA, HANp. Ha BCeKN 3-6 Mecela.

3a npeAnoYnTaHe € MaKCHMAITHAaTa JHEBHA 1032 MeTQOpMHH J1a Obae pazfesneHa Ha 2-3 THEBHH JI03H.
dakTopH, KOUTO MOTAT Ia YBEIMYAT PUCKA OT JIaKTaTHa aluno3a (Bx. Touka 4.4), Tpsa6sa na 6saat
npepasricaaHu, Npean 1a ce 0OMHCITH 3all0YBAHETO Ha JICUEHHE C METQOPMHH TIPH NMAI[HEHTH ¢

GFR< 60 ml/min.

AKO He € JOCThNHA A030Ba opMa Ha Tarnmux MeT ¢ aJcKBaTHO KOJUYECTBO Ha aKTHBHOTO
BelleCTBO, BMECTO KOMONHALWA ¢ dUKCHpaHH 1034 TpaOBa aa ce U3Nnosi3BaT OTACITHUTE
MOHOKOMITOHEHTH.

GFR ml/min | MeTgopMHH Bunparnuntun
60-89 MaxkcumMannara aHeBHa ao3a e 3000 mg. | He ce Hanara kopurupaHe Ha Jo3ara.
Moxke Ja ce 0OMHUCIN HaMANIABaHE Ha
[03aTa NIpH BIomaBaHe Ha 6bOpeyHaTa
yHKLHS.
45-59 MakcuManHaTa JHeBHa goza e 2000 mg., | MakcumanHara qHeBHa Jo3a € 50 mg,
HauanHara 103a € MoHe MosSi0BUHATA OT
| MakcHManHara no3a.
30-44 MaxkcumanHara gHeBHa go3a ¢ 1000 mg.
HauannaTa f03a € TOHE NOJIOBHUHATA OT
| MaKCHManHaTa fo3a.
<30 MeTQOopMHH € NPOTHBOIOKA3AH.
HYeproopobro yepexcoane

Tarnnud Met He Tpsa6Ba fa ce npunara npy NaLUEHTH C YepHOAPOOHO yBpeXaane, B
ChC CTOWHOCTH Ha anaHWH aMuHoTpaHcdepasa (AJIAT) niu acnapraT aMMHOTpaHC)

peAy 3aroyBaHe Ha JIeHeHHETO > 3 ThTH ropHaTa rpaHuua Ha HopManHoto (I'TH)
n4.8).



Ileouampuyna nonyaayus
He ce npenopnuBa ynotpebara Ha TarnuH MeT nipy neua u 1oHoIuH (< |8 roguan). bezonacHocTTa H
euxacHocTTa Ha TarnwH MeT npw Aeua v 1oHOmH (< 18 rogwHn) He ca ycraHoseHH. JIMIcBar gaHHwy,

Hauwnn Ha npunoxkeHue

Ilepopanuo npunoxeHue.
ITpueMbT Ha TarnuH MeT o BpeMe UK BeaHara cliel] XpaHeHe, MOXe Na HaMalti CTOMAlIIHO-
YpeBHATE CHMITTOMM, CBBP3aH# C MEeT(HOPMHUH (BXK. CHLIO TOUKa 5.2).

4.3 IIpoTHBONOKA3AHHA

- CBpPbX4YBCTBHTEIIHOCT KbM aKTHBHUTE BEILLIECTBA HITH KbM HAKOE OT MOMOIIHHTE BELIECTRA,
H30poeH# B To9ka 6.1;
- Bcexu Tun octpa MeTabonuTHa aupao3a (kaTo nakratHa allHxo3a, grabeTHa KeToaunao3a),
- HuabeTHa npekoma;
— Texka 6B6peuna HegocTaThyHoCT (GFR <30 mi/min) (Bx. Touka 4.4);
- OcTpH CBCTOAHUS, KOUTO MOTaT Ja MPoMeHAT 6bOpetHaTa QyHKUUA, KaTo:
- OexXuapaTaLus,
— TeXKa NHPEKI NS,
- LIOK,
— BbTPECHA0BO MPUNOXKEHKE Ha HOAMpaHM KOHTPACTHH BELIECTBA (BXK. ToYKa 4.4);
- OcTpo UITH XPOHHYHO 3a00NABaHe, KOETO MOXeE Ja NPUIHHH ThKaHHa XHITOKCHA, KaTo:
— ChpAcUHa HAH JUXaTeNnHa HEAOCTaTEYHOCT,
- CKOPOILIEH MHOKapAeH HHPAPKT,
— LIOK;
UepnoapoOHo yBpexaane (BX. Touku 4.2, 4.4 u 4.8);
OcTpa aTK0X0/THa HHTOKCHKAIMSA, ATKOXONHIBM,
KspmeHe (Bx. Touka 4.6).

4.4 CreunaJHH NpefynpexkIeHHS H NpexNazHH MEPKH IIPH ynoTpeba

Ob11H

Tarnua MeT He e 3aMECTUTENl Ha HHCYTMHA TIPH HHCYJ/IHH-3aBUCHMU TTALIMEHTH W He TpAbBa na ce
npunara npy rnauneHTy cbe 3axaper quaber tun 1.

JIakTaTHA alfMo3a

JlakTaTHATa alHa03a, MHOMO PAJKO, HO CEPHO3HO METAOOINTHO YCIOKHEHHE, Hal-4eCTO HACThIIBa
NpH OCTpO BIoIIaBaHe Ha 6b0peuHaTa QyHKLHMA, KapAHO-pECUPaTOPHO 3ab0NABaHEe WITH CETICHC.
HarpyneaseTo Ha MeTGOPMHH HAacTLIIBA NPU OCTPO BliowIaBaHe Ha ObOpeuHaTa QyHKUHS H
YBENTHHIABA PUCKA OT JIaKTaTHA auHao3a.

B crydait Ha fexuapaTanua (Texxka JHApHUA WK OBpbIUIAaHe, TPecka WIH HaMaJIeH TpUEM Ha
TEeYHOCTH) TpSIOBa BPEMEHHO A Ce CIpe NMpHeMa Ha MeTGQOPMHH U € MPENOPBYNTENIHO Ja CE YCTAHOBH
BPB3Ka C MEIHLKHCKH CIIELIMATUCT.

[TpreMbT Ha NeKapCTBEHH MPOAYKTH, KOWTO MOTAT OCTPO Ja YRpeAAT ObOpeuHaTa PpyHkIus (KaTo
aWTHXHUIIEpTeH3UBHH cpelcTBa, xuypetHuy u HCIIBC) Tpabea na ce 3anoyHe ¢ NOBUIIEHO BHH

NpeKOMEPEH TIPHEM Ha alk0XoJ1, 94epHOAPoGHA HEAOCTATEYHOCT, HEAOCTATHYHO KOHTPO
KeT03a, MPOTb/IKHTEIHO MafXyBaHe U BCAKAKBH ChCTOAHHA, CBLP3AHH C XHITOKCHA, K ﬁ,ﬁ 5y
eJHOBpEMEHHaTa ynorpeda Ha NIeKapcTBEHH MPOAYKTH, KOUTO MOraT Aa IPHYHHAT JaKyalH aﬁlﬁmﬁﬂ

(k. Touk 4.3 1 4.5). =



MaunerTnTe W/Mnu 6bonHornegaunTe TpiabBa Aa ObaaT MHPOPMHPAHH 33 PHCKa OT JJaKTaTHa allH03a.
JlakraTHaTa alM03a C€ XapakTepH3Hpa ¢ allUA03Ha AUCITHEs, KopeMHa O0NKa, MyCKYJIHH KpamIiy,
ACTEHHS U XHIIOTEPMHS, NocAeBaHU OT koMa. B cityvaii Ha CEMHEHHE 33 CUMITTOMH MALKEHTHT
Tpsa6Ba fa cripe mpueMa Ha MeThOPMUH M He3abaBHO 12 TOTHPCH JIEKAPCKA MOMOLL. JIHArHOCTHHHUTE
nabopaTopHi HAXOAKH ca MOHMXKEHO KpbBHO pH (< 7,35), noBHIIEHH HHBA Ha [1JIA3MEHHA JIAKTaT

(> 5 mmol/]) ¥ MoBMIIeHa AHHOHHA PA3NNKa H CbOTHOLIECHHE JIAKTAT/IIMPYBAT.

[Tpunoscernue Ha UOOUPAHYU KOHMPACMHU 8elecmea
BrTpecnoBOTO MpHIoKeHHE Ha HoaWpaHKH KOHTPAcTHH BeUICCTBA MOXE Aa oBede JO KOHTpacT-

KHAYLKpaHa HedponaTus, BoJella A0 HATPYIBAKETO HA MeETOPMHH H NMOBHLIEH PUCK OT JIaKTaTHa
au03a. MeTdopMuH TpsOBa Aa ce cnpe Mpeay WK Mo BpeMe Ha NpolieAypaTa 3a obpasHa
QMArHocTHKa M He Tpa0Ba 1a ce Bh300HOBABA [0 Hali-Manko 48 Jaca ciel] TOBa, NMpH YCJIOBHE e
6u6peunara GyHKIHA € OLEHEHA OTHOBO H € YCTaHOBEHO, ue € cTabniHa (BX. ToukH 4.2 1 4.5).

bnOpedHa QyHKIINA

IMpenn 3anouBaHe Ha NedeHHeTo TpAGBa Ja ce HanpaBH OLICHKA Ha cToiHocTHTe HAa GFR v peosHo
cnen ToBa (BX. Touka 4.2). MeTdhopmuH e npoTuBonokasaH npu naurdenTH ¢ GFR <30 ml/min u
Tpa6Ba 1a 6be BpeMEHHO CIIPAH NPH HATKYNE Ha ChCTOAHHMS, KOUTO MPOMEHAT ObOpeuHaTa QyHKIusA
(BXK. TOuka 4.3).

ChITBTCTBALIOTO MPHIOXKEHNE HA JIEKAPCTBEHN MPOJYKTH, KONTO MOraT Aa NOBIUAAT OpOpeduHara
¢yHKLHA, Ja JOBEAAT 10 3HAYHMa XeMOAMHaMHYHa TIPOMAHA WK Ja HHXHOupaT Ob0pedHus
TPAHCTIOPT M Ja MOBHIIAT CHCTEMHATA eKCNO3NLMA Ha METPOPMHH, TpAbOBa na ce HIBbPLUBA C
MOBHIIIEHO BHUMaHKE (BXK. Touka 4.5).

YepHoapobHo yBpexaaHe

[TauueHTH C 9epHOAPOGHO YBpEskaHe, BKIIOUHTENHO Te3u cbe cToiinocTH Ha AJIAT wim ACAT
[IpeM 3anousaHe Ha nedeHueTo > 3 meTu ['TH, He Tpabsa na 6baar nekysaHu ¢ Tarnua Mer

(Bx. Touxku 4.2, 4.3 1 4.8).

IIpacreoseane Ha 4epHoOpobHUMmMe en3UMU

HmMa chobiieHns 3a peJIKK Cydald Ha HapylleHa YepHOApoOHA PYHKIUHA (BKITIOYHTETHO XENATHT)
cnel IpHeM Ha BUIIJArfUNTHH, B Te3u cydan naupeHTHTE KaTo Ao ca Oe3 CHMITOMH, Oe3
KIMHUYHH NOCNeACTBHA ¥ CTOMHOCTHTE HA M3CNeABaHuATA 3a YepHOApoOHa dynkuus (MUP) ce
Bb3BPBIIAT O HOPMAITHHUTE CJiel] NpeKpaTARaHE HA NedeHUETo. [Ipeny 3anousaHe Ha NEYEHHETO C
Tarnun Met Tps6Ba na ce nposexat UUD, 3a ga ce 3Hae W3X0HOTO HURO Ha MarnMeHTa. Ilo BpeMe Ha
nevenneto ¢ Tarnud MeT uepnoapobHaTa ¢yHkuMA TpaOBa fa ce Ha0moAaBa Ha TPHMECEYHH
MHTEDPBAITH Mpe3 MbpBaTa r'oAMHA U NEPHOAUYHO criell ToBa. [IanneHTHTE, NpH KOHTO C€ MOBUILIAT
CTOHHOCTHTE Ha TpaHCaMHUHa3uTe, TpabBa Aa ObAaT NpociieieHH Ypes NOBTOPHA OUCHKA HA
yepHoApoOHaTa GpyHKUNA 3a [IOTBbPXKAaBaHe Ha AaHHHUTE H cniel ToBa MUD na ce npassT vecTo,
AOKATO OTKIOHEHHATA CE€ BhPHAT KbM HOPMATHUTE CTOHHOCTH. Ako moxausaHeTo Ha ACAT wnn
AJIAT >3 meu I'TH, nepcucTHpa, ce npenopu1isa NpeycTaHOBABAHE Ha NedeHueTo ¢ TarmaH Mer.
[TaureHTHTE, KOMTO PA3BHAT UKTEP UNH APYTH NPH3HalH, peAroNaraiii HapylieHa YepHoApoOHa
dyukums, TpaGBa Aa peKpaTAT neveHueTo cu ¢ Tarmuu Mer.

Crnej npekpaTaBade Ha JedeHnero ¢ TarnuH Met 1 HopManusuparne Ha YO, nevenneTo ¢
Tarnun MeT He TpaOBa z1a ce 3ano4Ba OTHOBO.

HapyuieHus Ha Koxara

KoxHHU ne3uy, BKTIOYHTENHO M0ABa HA MEXYPH M yaLepalHly Mo KpalHHULMTE Ha M

RO
cbo61naBaT NpH MPWIOKEHNE HA BUNJATTTHITHH B HEKTHHAYHH NPOYYBAHHA 33 TOKCHIHOCT (BK.. | -
To4ka 5.3). BIpekn, ue B KIMHHYHHTE NpOy4YBaHKs He ce HaboaBa oSBa Ha KOKHH eaun c . = /
MOBHILIEHA Y€CTOTA, OITMTA IIPH MAUEHTH C KOXKHH YCIOXKHEHUA Ha quabeTa e orp H.OceeH - & .
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TOBA UMa MOCTMAPKETUHTOBH ¢bOOUIeHUA 3a OYI03HH W eKCPONHATHBHH KOXKHH Ne3un. ETo 3atio,
KATO 4acT OT PYTUHHHTE IPHXKH NPH NauUeHTUTe ¢ AnabeT, ce penopsuBa NpocieasaBaHe 34
HapylIeHUd Ha K0XKaTa, KaTo MoABA Ha MeXYPH WJH YITUSPALIHH.

OcThp NaHKpeaTUT

YnorpebaTa Ha BUIAAIUNTHH € CBLP3aHa ¢ PUCK OT pa3BUTHE Ha OCTHP naHkpeatut. [lauueHTHTe
TpAOBa N2 OBaaT HHPOPMAPAHH 3a XapaKTEPHUSA CHMITTOM Ha OCTHP NMaHKPEaTHT.

AX0 ce MoJo3upa HATHYNE Ha NAaHKPeaTHT, MPHEMBT Ha BUIAATIUNTHH TpAOBa fa ce MpeyCcTaHOBH,
aKo Ce NOTEBLP/IH HAIIHYHE HA OCTBHD NMAHKPEATHT, JICYEHHUETO C BUNAArTUIITHH He TpaOra da ce
noaHoBsea. Heo6xoA¥MO € NMOBHILIEHO BHHMaHHe NPH NaLMEHTH ¢ aHaMHe3a 3a NpekapaH OCTh
MAHKPEATHT.

XUTNIOTTINKEMHASA

H3BecTHO €, ge cyndoHUTYpEeHHHTE NMpenapaTH MOXe a Ipearu3BHKAT XHITorMkeMus. [TalueHTHTe,
npUeMali BHIAArTHITTHH B KOMOWHALMA ChC CYJIpOHHITY PEEH Npenapar, Morart Ja ObAaT H3NoKEHH
Ha PHCK OT Bb3HWKBaHe Ha xunornnkeMua. [lopagn tazn npaunHa, MOXKe Ja ce 0OMHUCIH
MPHIAraHeTO Ha MO- HUCKA J103a Ha CYPOHUTYpEEH NMpenapar, 3a [1a ce HaMallH pUCcKa OT Bh3HWKBAHE
Ha XUTOTITAKEMMUA.

Onepalus

MeTtdopmun TpabBa Ja ce crpe 1o BpeMe Ha onepauus noj obina, CiuHanHa i enuaypanHa
anecTesns. JleuenneTo Moxe 1a 0bae BL30OHOBEHO HE NO-paHo OT 48 yaca c¢Jie]] onepaluaTa uiu
Rb300HOBABAHETO HA XPaHEHETO Npe3 yCTa, ¥ IpH ycnosue 4¢ Ob0pedHaTa PyHKUMUA € OLECHEHA
OTHOBO ¥ € YCTAaHOBEHO, 4e ¢ cTabuIHa.

4.5 BianmopeiicTBHe ¢ APYIH JeKapCTBEHH NPOAYKTH H APYIrH GOpPMH Ha B3aHMOAeHCTBHE

He ca npoBexgaHyd oULINATIHY NTPOYUYBAHMA 3a B3aUMOACHCTBIA C BUIAATTHIITHH/METHOPMHH.
CreaHuTe JaHHH OTPa3sABaT HH(POPMAUMATA, HATUYHA 32 OTAEHATE aKTHBHH BEIECTBA.

BunaarnAnoTHH

BUJarmunTiH HMa HUCEK MIOTEHLNAN 3a B3aUMOAESHCTBHSA MTPH €EAHOBPEMEHHOTO MY NPUIIOXKEHHUE C
APYTH JIeKapCTBEHHU NpoayKTH. Thi KaTo BIILAATIMATHH He € cyOcTpaT Ha eH3uMa LuToxpoM P (CYP)
450 » ve uAxUOHUpa, N He HHAYUHpa eH3UMUTE CYP 450, HAMa BEPOATHOCT 33 B3AUMOIEHCTBHE C
AKTHBHH BELIECTBA, KOUTO Ca CyOcTpaTH, HHXHOMTOPU HITU HHAYKTOPH Ha T€3U CHIUMH.

Pesyntarure oT KIMHAYHH TPOYYBAHHA, TPORCACHU C MEPOPATHHTE aHTHANAOETHH MPOIYKTH
MUOTIUTA30H, METPOPMHH U rndypu, B KoMOMHAUMS ¢ BUILIATTIMIITHH, HE 110Ka3BaT KITHHUYHO
3HaUNMH PapMakOKHHETHYHH B3aHMOJeCTBHSA B TapreTHATA MOy alnA.

[IpoyuBaHHA 3a NEKAPCTBEHUTE B3aMMOJCHCTBUS C AUrOKCHH (cybcTpaTt Ha P-rinukonpoTenH) 1
BapdapuH (cydbcTpar Ha CYP2C9) npu 3apaBd MHOAWBHAM HE ITOKA3BAT KNIWHUIHO 3HAYHNMHU
tapMaKOKMHETUYHH B3IAaHUMONEHCTBUA CNell eJHOBPEMEHHO TIPUITOKEHHE C BHIIIArTATITHH.

[MpoyuBaHHus 3a JEKapCTBEHN B3aMMO/IeHCTBHSA NMPH 34paBU UHAMBHIHW Ca MPOBEJIEHH C aMJIo

ofaue, He € YCTAHOBEHO 3a MPHLICTHATA TIOMY ALK,



Kombunauus ¢ ACE unxubumopu
Bb3MoKeH € TOBHIIEH PHCK OT pa3BUTHE Ha aHFHOEAEM NPH NALHEHTH CbC CHITLTCTBAL [TPHEM HA

ACE nuxubutopu (BX. TOUka 4.8).

KakTo 1 npH JpyruTe nepopanHn antnanabeTHH NpoxyKTH, XHIOTNHKEMHYHUA €QEKT Ha
BHJIIArJIKITTHH MOke Ja O'bJie HaMalleH OT ofipelefieHd aKTHBHH BEIIECTBA, BKITIOYBAIM THAIHAN,
KOPTUKOCTEPOHIH, THPOHIHH TIpENapaTH ¥ CHMIIATOMHMETHLH.

MeTdhopMuH

Kombunayuu, xoumo ne ce npenopvyeam
Anxkoxon

ANIKOXOJIHATA HHTOKCHKALIMA ce CBBP3Ba C MOBHLUIEH PUCK OT JIaKTaTHA aliM03a, 0CODEHO B ClTy4aH Ha
raagyBaHe, HeoXpaHBaHe HITH YepHoApoOHa HERAOCTATHIHOCT.

Hoouparu xonmpacmuu gewecmea

MeTdopMuH TpsaORa 3aTBIKUTENHO Jia Ce CTIpe PedH WK Mo BpeMe Ha Nipoleaypata 3a oOpaina
AMArHoCTHKa M He TpAOBa Ja ce Bp300HOBABA 0 Hal-Mainko 48 yaca cnej ToBa, MPH YCIIOBHE Ue
Ob6peuHaTa pyHKLMA € OLICHeHa OTHOBO M € YCTaHOBEHO, ue € cTadunHa (Bk. ToUkH 4.2 1 4.4).

Kombunayuu, Koumo uauckeam npedndasnu Mepku npu ynompeba

Hskou nekapcTBeHH NPOOYKTH MOTaT J1a ce oTpas3aT HebnaronpuatHo Ha 6pbpeyHata PyHKUNHA, KOETO
MOXE Ja YBETMYH pHCKa OT NTaKTaTHA auvaosa, Hanp. HCIIBC, BKIIOYHTENHO CENeKTHBHA
nHxubuTopy Ha uukiaookcurenasa (COX) I, ACE nuxuburopn, anrnorensunu Il peuentopHu
AMTATOHWCTH M AUYpETHLH, ocobeHo OpUMKOBH OMypeTnUH. [1pH 3amotBaHeTo UK yrnoTpebara Ha
TAKHBa MPOAYKTH B KOMONHALMA ¢ METQOPMHH € HEOOX0AMMO BHUMATETHO NMPOCEAIBaHE Ha
b6b0peuHaTa QyHKIMS.

['mokokopTHKkonaAnTe, OeTa-2-arOHUCTUTE U AUYPETHLMTE UMAT NPHUCHILA XUNCPIIHKEMHYHA
axtuBHocT. [TaneHTHT TpAOBa na Obae HHOPMHUpPAH 3a TOBA U TpAORa fa ce N3BBLPIIBA MO-YECTO
npocieRsBaHe Ha KpbBHATA 3axap, ocoOeHO B HAYAlIOTO Ha JIEYEHHETO. AKO € HeoDX0IUMO, 1o3aTa Ha
Tarnun MeT moxe ga 6bie KOpUrHpaHa Mo BpEME Ha ChITbTCTBALIOTO JICUEHUE H ClIEN
NMpPeyCTaHOBABAHETO MY,

NHxubuTopuTe Ha aHrMOTEH3MH KOHBepTHpallna eH3uM (ACE) morar ga noHHXKAT HUBOTO Ha
XPBBHATA 3aXap. AKO € He0OXOQHUMO, [103aTa Ha aHTUXHUITEPIIMKEMUUHN JIEKAPCTBEH MPOAYKT TpAOBa
Ia Obae KOpUrupaHa o BpeMe ¥ Ipyu NMpeyCcTaHOBABAHE Ha JICYEHHNETO ¢ APYT NeKapCTBEH NPOAYKT.

CoIreTcTBAIIATA YITOTpEOa HA IEKApCTBEHH TIPOAYKTH, KOHWTO BIIMAAT Ha ob1iute 6b0peunn TybynHn
TPAHCTIIOPTHH CHCTEMH, y4YacTBaILM B 60peyHOTO eNHMHHHpaHe Ha METQOPMHUH (Harp., MHXUOHUTOPH
Ha TpaHCIOpTEpa HA OpraHYHU KaTHOHHU-2 [OCT2])/TpancniopTepa 3a eKCTpy3H1s HA MHOXECTRO
nexapcTsa M TokcuHM [multidrug and toxin extrusion, MATE], kaTo paHosia3uH, BaHAeTaHHUO,
AONYyTErpaBHp U LMMETHIMH), MOXKE Ja MOBULIK CHCTEMHATA €KCTIO3ULIMA Ha METPOPMHH.

4.6 DepTHIAHTET, OPEeMEHHOCT ¥ KLPMEHE

bpeMeHHOCT

HsMa gocTaTh4uHO JaHHHM 3a ynoTpebaTta Ha TarnuH MeT npu OpeMeHHH XXeHH. 32 BUIAATTHIITHH

EKCHEPHMEHT&HHHTB MPOYYBAHHA IIpH XXKHUBOTHH NMPOBCACHHN ¢ BHJIAlTIHIITHH
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KLpMeHe

[Mpoy4uBaHuATa NPH XXHBOTHH MOKA3BAT EKCKpELMA KaKTO Ha MET(OPMHH, Taka H Ha BHJIJATTHITTHH B
misikoTo. He e H3BeCTHO AanH BUIIATIHITTHH CE€ EKCKpETHpa B KbpMara, HO MET()OPMHH ce
eKCKpeTHpa B KbpMaTa B MaNky KonndecTsa. [lopaay noTeHUNATHUA PHCK OT XHUITOTIIMKEMHA Ha
HOBOPOJEHOTO, CBEP3aHa ¥ ¢ MET(OPMHH H C JTAINCATa Ha JAHHU 3a BUILJATNUIITHH TIPH Xopa, TarnuH
MeT He Tps0Ba Ja ce M3MOJN3Ba IO BpeMe Ha KbpMeHe (Bxk. TodKa 4.3).

DepTUINUTET

He ca nposexjaHH Npoy4dBaHHA 3a eeKTa Ha BHIAArSIUNITHH/MeTHOPMHUH BBpXY (PEPTHITHTETA MPH XOpa
(BX. TOvKa 5.3).

4.7 EdexTn BLpXY cniocobHoCcTTA 3a Io¢pHpane H paboTa ¢ MAIIIHHH

He ca nposexaHu npoy4Banus 3a eeKkTHTe BHPXY CNOCOOHOCTTA 3a oG HpaHe U paboTa ¢ MaLIMHK,
[MagueHTHTE, KOUTO MOIYYaT 3aMaliBaHe, KaTo HexenaHa peakiius, TpsA0Ba Ja n30Areat fa modwpar
na paboTAT ¢ MaLLIMHH.

4.8 HexenaHH JIeKapCTBEHH PEAKIIHH

HsiMa nipoBeieHH KITHHAYHHN [TPOYYBaHMA 34 JICUEHHE ¢ BUIIJArTUIITHH/METQOPMHH. Y CTAHOBEHO €
o0aue, ye OMOEKBUBANIEHTHOCTTA HA BUNAATNTANTAH/ METHOPMHH € KAKTO Ha €E[[HOBPEMEHHO
NPUIOKEHH BRIJATTUNTHH U MeTPopMuH (BX. Touka 5.2). [IpeacTaBeHHTE TyK JAHHH CE€ OTHACAT 32
e JHOBPEMEHHOTO MPHIOKEHHEHA BUIIATTTHITTHH W METHOPMHH, KaTO BHNAArmUNTHH € 6un nobaseH
KBbM JieueHHe ¢ MeTdopMiH. He ca nposexxnanu nNpoyuBaHus, MpU KOWTO KbM JIEYEHHE C
BHILAArTHIITHH € Jo6aBeH MeT(OPMHUH.

Ob60bmenre Ha npodunaa Ha He30MacHOCT

Ilo-rongMarta 4acT OT HEXENAHUTE pPCaKH{H Ca JICKH KU [TPEXOAHHN, H HC U3HCKBAT IPCYCTAHOBABAHC Ha
nedeHueTro. He e YCTAHOBCHA BPb3KA MEKAY HEXCAAHUTE PCAKIIHH H Bb3pacTTd, ETHHYECKATA
NMPpHHAONCKHOCT, MPOAB/IXKHTCITHOCTTA HA CKCIMO3ULUATA UITH JHCBHATA 4034a.

Ma crobieHud 3a peJKH clTydyad Ha HapylleHa yepHOApoOHa PYHKIUNA (BKITIOUHTEIHO XEMATHT)
cneJl MpHeM Ha BHIAArIMNTHH. B Te3u ciy4yan nauyeHTHTE KaTo nano ca 6e3 cuMnromMu, 6e3
KIHHHYHH MOCNEACTBHS U CTOWHOCTHTE Ha H3CNeABAHUATA 3a YepHOApoOHa PyHKIHA ce BB3BPBLUAT
710 HOPMATHHTE /el MpeKpaTABaHe Ha IcUeHHeTo. B JaHHUTE OT KOHTPOJIMPAaHH NPOYYIBaHHSA C
MOHOTEpAaIrya WM aglOBaHTHa Tepanus ¢ NPOALLKUTENHOCT A0 24 CeAMHLH, YeCTOTaTa Ha
noeuinasaHe Ha AJIAT umu ACAT = 3 meu I'TH (xknacuguuupaHa KaTo HaNW4Ine Npyu Had-Maliko
2 mocnenoBaTeIHH H3MEPBaHNUA UK NpH duHaTHATa on-treatment su3uTa) € 0,2%, 0,3% 1 0,2%
CHOTBETHO 332 BUNAArNKHNTHH 50 mg BeAHBXK JHEBHO, BUNAArMANTHH S0 mg ABYKpaTHO JHEBHO H
BCHUYKH CPaBHHTE/THU JIEKAPCTBEHH NIPOAYKTH. Te3d MMOBULIABaHHA Ha TpaHCaMHHA3NTE KaTo LANO ca
O0e3CHMMNTOMHH, HENPOIPECHPALLMA NO XapaKTep U He ¢a CBbP3aHH C XoJecTa3a HAH UKTED.

ITpu nedenne C BUAATTHIITHH Ce ¢boO1IaBa 3a peAKH cnyvad Ha aHFHOEAEM C YeCcTOTa CXOJIHaA C Ta3H
Ha KoHTponuTe. [To-rongma yacT OT ciyvanTe ca cboOLIEHH, KOTaTO BHIIATTUITTHH € NTpHJtaraH B

komOuHamus ¢ ACE unxubdutop. [To-ronsMara 9act oT cbOUTHATA ca EKH MO TEXECT U OT3IBYYaBaT
[P NMPOXbKABaHE Ha JICUCHUETO ¢ BUNLATTTHIITHH. '

TabnwaHO npeAcTaBAHE HA HEXKENAHNTE PeakiUH
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xracHdukauus u abcomoTHa yectota. Hexenanute peaxuny, H3bpoeHu B Tabnuua 5, ce 0CHOBaBaT
Ha CBINECTRYBaIlaTa MH(pOpMaLKs B KpaTkaTa XapaKTepUCTHKa Ha npoaykra meTgopmuH B EC. To
gecToTaTa ce AedWHUpAT kaTo MHoro yectH (>1/10); wectr (=1/100 10 <1/10); Heuectn (=1/1 000 no
<1/100); peaxu (>1/10 000 no <1/1 000); muoro peaxu (<1/10 000), ¢ HeusBecTHA YecTOTA (OT
HaJIMYHUTE AaHHN He Moxe Na ObJe HanpareHa oueHka). I1pu Bcako rpynupaHe B 3aBHCHMOCT OT
4eCcTOTaTa, HEXKETAaHHTE peaklMH ce H30posBaT B HU3XOAALL pel MO OTHOLWIEHHE HA TAXHATA
CEPHO3IHOCT.

Tabauna 1 Hexenann JeKAPCTBEHH PeakiMH choOLIEHH NIPH NMANHEHTH, KOHTO MOJAY4YABAT
puNAAraTHNTHH 100 mg AHeBHO KATO AOMLJABALLO Je4eHHe KbM MEeTHOPMHH,
cpaBHEHH ¢ anebo natoc MeTdpopmHH, NpH aAsotinocaenn npoyusaHns (N=208)

Hapymenuns Ha MeTaGoan3Ma H XpaHeHeTo
YecTn XHNOTMHKEMHUA
HapymeRns HA HEPBHATA CHCTEMA
YectH Tpemop
Yectn [ naBobonue
HectH 3aMasHOCT
HegectH YMopa
CTroMamHO-4YpPE¢BHH HAPYIIEHHS
YectH lMagene

Onucanue Ha u3bpaHu HeJNCERanu peaxiuu

ITp# XOHTPOMpAHH KIIMHWYHH H3MTHTBaHHA ¢ KOMOHHALMA OT BHAaraunTHH 100 mg aHeeHo +
MeT¢OpMHH, HAMA ChODOILICHHA 3a IpeKpaTABaHE HA JIEYEHHETO NMOpaaH HEXENaHH IEKapCTBEHH
peakilvH, KaKTO B rpynara Ha JieueHue ¢ BungarnunTud 100 mg AHeBHO + METQOPMHUH, TaKa H B
rpynara Ha JedeHHe ¢ nnauebo + meTdopMuH.

ITpH KITMHUYHH H3NIMTBAHHMS NOSBATa HA XUNOTIIHKEMHSA € YeCTa NPH NALUEHTH, NpHEMALIH
sryigarmunTHH 100 mg quesHO B koMOMHalus ¢ MeTdopMuH (1%) n HeyecTa MpH NMALHCHTH,
nmomyuaeamu miarebo + MetdopmuH (0,4%). He ce cpo011aBa 3a TEXKH €MU30AH Ha XMNOTJINKEMHS B
TEpaneBTUUHWTE IPyNH ¢ BUNJArTUNTHH.

B xona Ha KIMHHYHH HINTUTBAHKUA, TETIIOTO HE CE MPOMEHA CIPAMO H3X0AHATa CTOWHOCT, KOrarto
sungarnunTiH 100 mg ce gobasa keM MetdopmuH (+0,2 kg v -1,0 kg, CLOTBETHO 3a BHJITArTUNTHH H
nmnanedo).

KAMHWYHY U3NHTBAHUSA C HAJ 2-TOANIIHA TPOIBIIKUTETHOCT He MOKa3BaT HISHTHPULMpaHE Ha
JOILITHUATEITHH, CBbP3aHHU C NIeKapcTBeHaTa 0€30MacHOCT, CHIHAIH HITH HENpEeUBHICHA PUCKOBE IPH

nobassiHe Ha BUNJACTUNTHH KbM METQOPMHUH.

Kombunayus cve cyagonwiypeer npenapam

Tab6nauna 2 HexeJlaHu JIeKAPCTBEHH peakiHH, ¢CHOOIIEHH NP NALHEHTH, KOHTO NOJY4aBaT
BMJIAArIUNTHH 50 mg ABA NLTH JHEBHO B KOMOGHHALIHA ¢ MeTPOPMHH H
cyjdannaypeex npenapart (N=157)

Hapymenua Ha Metabo/1H3Ma H XpaHEHETO
Yectn XUMOTrMUKEMUA
Hapyinenus Ha HEPBHATA CHCTEMA
YecTn 3aMafgHOCT, TPEMOPp
HapynieHHs Ha KOXKAaTa U MOAKOKHATA TbKaH
YecTu Xunepxuaposa
O6mu HapymeHHs H epeKTH Ha MACTOTO Ha JIDHIOKEHHE
YectH AcTeHns




Onucanue Ha UsBPARU HEJICERAHY PEaKYUU
He ce cpo0inaBa 3a npexparsBaHe Ha JIEHEHUETO Mopaad Bb3HMKBaHE HA HEXEJIaHH peaklVH B

TEpaneBTHIHATA IPyNia Ha BUNIArTHIITHH + MeTdopMuH + rinumenupu cnipaMo 0,6% B
TeparneBTHYHATa rpyna Ha nnauedo + MeThopMuH + INUMENHPHUIL.

Crydan Ha XHITOTTHKEMHSA UMa H B JIBETE TEpaneBTHYHH rpynH (5,1% 3a rpynara BUIAArIMNTHH +
MeT(HOpMHH + rnuMenupua cnpamo 1,9% 3a rpynata nnauedo + merdopMmuH + rimmendpun). B
rpynara Ha BHJAATJIUIITHH ce CbOOIaBa 3a eAHH TEXBK CITy4Yail Ha XHIOTTHKEMHS.

B kpas Ha npoyuBaHeTo, epeKTHT BbPXY CPEOHOTO TENECHO TErIO € HeyTpaieH (+0,6 kg B rpynara Ha
swiparannTiH M -0,1 kg B rpynara Ha nnaueto).

Kombunayus ¢ uncyaus

Tabanna 3 Hexes aHH JEeKAPCTBEHH PEAKLIHH, CHLOOINEHH NPH NAallHEHTH, KOHTO NMOJYHaBaT
suagaraanTH 100 mg nHeBHO B KOMOHHALNA ¢ HHCYAHH (¢ UaIH 0e3 MeTdopMHH) B

X044 Ha ABoitHocaeny npoyuBaHHA (N=371)

Hapymienus Ha MeTab0JH3MA H XpaHEHETO
YectH [lonmxeHne HA KpbBHATA 3axap
HapymeHus Ha HEPBHATA CHCTEMA
YecTH [ narobonne, Tpecka
CromaimHo-4peBHM HADYIUCHHNA
YecTn ["anene, racTpo-e3odareanna pednykcHa dosect
HeuecTw Huapus, ¢gnatyneHyus

Onucanue Ha u3bpanu HeJiCenanu peaxKyuy

B xo1a Ha KOHTPOJIMPAaHH KJIMHHYHHM H3MUTBAHMA, TP KOWTO BHJAATHIITHH B 1032 o1 50 mg aBa
MbTH JHEBHO € NpUNaraH B KOMOMHALMA C HHCYJHH, ¢ HNTH ©e3 MeTdopMuH, 001aTa YecToTa Ha
NMpeKbCcBaHe Ha JIeYeHHETO Topaan Bh3HWKBAHE HAa Hexkenanw peakum ¢ (,3% B TepaneBTHUHATa
rpyna Ha BUIZArJuInTHH U HAMa NIPEKbCBAaHE Ha JIEYEHHETO B rpynaTa Ha nnare6o.

YecToTaTa Ha XHITONTHKEMHS e TTofoOHa B ABeTe TepaneBTHIHN rpynH (14,0% B rpynara Ha
BHJIAArTHIITHH cripaMo 16,4% rpymnarta Ha mnaiebo). JiBama rmagueHTH cbo0IaBar 3a cayvau Ha
TEXKA XUIOTNTMKEMHA B rpyfnara Ha BUILIArIMNTHH 1 6 NalMeHTa B rpynarta Ha rauebo.

B kpas Ha npoy4BaHeTo, eQEKThT BbPXY CPEAHOTO TENECHO Terno ¢ HeyTpaneH (+H0,6 kg npoMsaHa

CTIpPAMO M3XOJHATA CTOWHOCT B IpymnaTra Ha BUNJArJHITTHH ¥ 6€3 NpoMsHa B TETJIOTO B FpynaTa Ha
naayedo).
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HomenHuTeNHA HHPOPMALINS 32 OTAENHHATE AKTHBHU BEIIECTBA HA (PMKCHpaHaTa KOMOMHAUMA

Burdganunmun

Tabanna 4 Hexxenanu nekapcTBeHH peakUHH ¢cLOOMEHH IPH NalHEeHTH, KOHTO NMOJYYaBAT
puagarnunTue 100 mg AHeBHO KATO MOHOTEPANIHA NPK ABOHHOCACNH NMPOYYBAHHS

(N=1 855)
Hudexkuun 1 HHPeCTANHH
MHoro peaku MHdekuuy Ha TOpHYU JUXATeTHU MbTHLLA
MHoro peakH Hazodapuarut
Hapymenna Ha MeTa00IH3Ma H XpaHEHETO
HeuecTn XHNOTrINKEMHA
Hapymenud Ha HEPBHATA CHCTEMA
Yec 3aMafsHOCT
HeuecTn I'napobonue
Crna0BH HApYILIEHHUA
Heuect IlepucpepHn oToUH
CroManiHo-upeBHH HAPYIICHHA
Hedectn 3anex
Hapymienua Ha MYCKY/IHO-CKeAE€THATA CHCTEMA H CHLEAHHHTEIHATAE THKAH
Heugectr Aptpanrus

Onucanue Ha u3bpanu Hedxceranu peaxyuu

Of1para 9ecToTa Ha IPEYCTAaHOBABAHE HA JICUCHUETO TOpAaH HEXESIAHH PeaklUK, B KOHTPOJIHPaHH
MPOY4YBaHHUA C MOHOTEpPAIINS, HE € TI0-BUCOKa [P NaUMEeHTH JIEKYBaHH C BUNAATHIITHH B J034

100 mg nueBHo (0,3%) B cpaBHeHHe ¢ npueMalnuTe ranedo (0,6%) N CpaBHUTEITHH NPOAYKTH
(0,5%).

B xona Ha cpaBHHTEITHH KOHTPONUPAHH H3INKTBAHWA KaTO MOHOTEPAINHA, TOABATA HA XHITOTTTHKEMHS €

Hedecta, foknansaHa rnpu 0,4% (7 ot 1855) ot naunenTHTe, nekyBaHH ¢ sungarnuntaH 100 mg
JHeRHO, cnpaMo 0,2% (2 ot 1082) nmpu nauneHTHTE B IPYITHTE, IEKYBAHH C aKTHBEH CPAaBHAUTE/NICH
JleKapCTBEH MPOAYKT UM ninauedo, 0e3 JoKIaan 3a CEpHO3HH HITH TEXKH HeXeJlaHH peaKlHH.

B xo[a Ha K THHUYHHA WITTWTBAHWA, TETJIOTO HE Ce TIPOMEHA CTIPIMO U3XO0HATa CTOMHOCT, KOTaTo
pungariaumTiH 100 mg qHeBHO e mpuiaral karo moHotepamud (-0,3 kg u 1,3 kg, cboTBeTHO 3a

BUJIIATIMIITHH ¥ nnanebo).

KIHHWIHA W3NHTBAHUS ¢ 2-MOAUIIHA MPOIbIKUTENHOCT HE MOKa3sBaT HAEHTH(PHUMpPaHE Ha
AOITbJIHUTENIHH, CBbP3aHH ¢ IeKapcTBeHaTa 0e30NacHOCT, CHTHAMM WIIH HENPEABUIEHH PHCKOBE MPH
NPWIOKEHAE Ha BUIJATJIMITTAH KaTO MOHOTEpaIHs.
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Memapopmun

Tabauna 5§ Hexenann JieKApCTBEHH PEAKIIHH 33 CHCTAaBKATa MeTHOpMHH

Hapymenna Ha MeTab0,1H3Ma H XpaHEHETO

MHoro peaxH Hamanssane Ha aGcopOunara Ha BUTaMHH B2 ¥ NakTaTHa auujgosa*
Hapymennsa Ha HepBHATAa CHCTEMA

Yectn MertaneH BKyc
CTOMAIMIHO-YpPEeBHH HAPYILIEHHHA

MHoro gecTn I"apeHe, nopphlIaHe, HapHs, KOpeMHa 00JIKa ¥ JTUNICa Ha aANEeTHT
Xenaro-6manapHu

MHoro peaku OTKNOHEHNA B CTOMHOCTH Ha NoKa3zaTenuTe 3a yepHoapobHaTa

(bYHKIHA HIH XenaTuT **

HapyuieHHs Ha K0XAaTa H NMOAK0KHATA THKAH

MHoro peaky KoxHH peakUHH KaTo €PUTEM, ChpOEXK HIIH YPTHKAPHSA
*Hamanasane Ha abcopbumuaTa Ha BuTamMuH B12, ¢ HaMansBaHe Ha cepyMHOTO HMBO, c€ Habnio1apa
MHOFO pAAKO NPH NaUMEeHTH Ha TbIrocpo4HO JieyeHue ¢ MeTgopMuH. Tpabsa na ce uma npeaBuj
TakaBa eTHOJIOTHA, aKo IPH MalHUeHT ce pa3Bue MeranobnacTHa aHEMUA.
**HabmogaBaHH ca H30IHPaHH cIy4yad Ha IPOMEHEHH CTOHHOCTH Ha YepHOAPOOHHUTE
GYHKUHMOHATHH MOKA3aTeNy UK XEIATHT, KOUTO OTIIYMABAT CJe[ NPEYCTaHOBABAHE HA JICYEHUETO
¢ METPOPMHH.

CToMalIIHO-UpeBHHATE HeXKeJIaHN peakliH Bh3HHKBAT Haf~4yecTo MMpH 3aroYBaHe Ha JICUEHNUETO U
OT3BYYaBaT CIIOHTAHHO B MTOBEYETO CJyuaH. 3a Ja ObJaT peJoTBpATEHH Ce NPENophYBa JHEBHATA
f03a MeTHOPMHH J1a ¢ pa3fieNld B ABa MpHeEMa IO BpeMe Ha, UITH cned XpaHeHe. baBHoTo
yBelIHYaBaHe Ha J03aTa MOXe ChIUO Ja NoAcOpH CTOMAIIHO-4YpeBHATA IOHOCHMOCT.

[IoCTMapKETHHTOB OITHT

Tabauua 6 ITocTMapkeTHHIOBH HeXXeJIaHH PeaKIHN

CToMalHo-4YpeBHH HAPYILICHHA

C Hen3BecTHa ITaHkpeaTuT
4eCTOTA
Xenaro-OMIHAPHH HAPYIIECHHSA
C HenspecTHA Xenartut (o0paTHM ciel CIpaHe Ha MPUEMA Ha JIEKapCTBEHNs
9eCTOTa NMPOAYKT)

OTKIOHEHHA B YepHOAPOoOHHUTE DYHKUHMOHANHKH NOKXA3ATEIIH
(o6paTM# ciell cTIHpaHe Ha IIpHEMa Ha JieKapCTBEHHS [TPOAYKT)
HapyimeHnHs Ha MYCKY/JHO-CKEJI€THATA CHCTEMA H CheJHHHTEIHATA THhKaH

C HeH3BeCTHA Muanrus
4ecToTa
HapymieHHA Ha KOKATA H NMOAKOKHATA TLKaH
C HeH3BecTHa Yprukapusg
4eCTOTA ExchonnaTrnBHKi ¥ OYJI03HH KOXKHHU JIE3UH, BKIIOUHTENHO Oyno3eH
neMQHron

Cnofniasane Ha Io03MpaHi HeKeNaHn peakiuu

CrobmasaHeTo Ha MOO3MPaHN HeXelIaHY peaklMH clle pa3pelnaBaHe 3a yrnoTpeba Ha e
NMPOAYKT € BaxHo. ToBa MNo3BoAsABa Aa NpOabKHA Ha0MIOAEHHETO HAa CBOTHOLLEHHETO 11
JleKapcTBeHHA NMPOAYKT. OT MEAHIMHCKUTE CMICLMATMCTH CEe M3MCKBa Ja chobIaBaT B

HexXeJlaHa peakuist TUPEeKTHO Ypes:
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H3mbnHuTeHa arenus o nekaperearta (MAJT):
yn. ,,Jlamaa I'pyeB® Ne 8

rp. Codus 1303,

Ten. +359 2 8903417

en. noiua: bda@bda.bg
yebcaiiT: www.bda.bg

4.9 IlIpepozupane
Hama naHH# CBBP3aHU C [PeLo3WpaHe ¢ BHIJArNUNITHH/ METHOPMHUH.

BHNOar tMnTHH

MudopMaliuaTa Mo OTHOLIEHHE Ha NPelo3NpaHe ¢ BUIATTUITTHH € OTPAaHHYCHA.

Cumnmomu

HudopMmanusTa 3a BEpOATHHUTE CHMITTOMH Ha MpeAO3UpaHe ¢ BIIAANIHIITHH € [oJTyYeHa oT
IIpoy4YBaHe 3a NOHOCHMOCT Ha yBeJIMUaBalla ce J03a IpH 3IpaBM HHAWBHIH, Ha KOUTO € NpHlaraH
puigarnunTHH 3a 10 auu. [pu po3a ot 400 mg e nMano Tpy cay4das Ha MyCKYJTHH OOJIKH M OTAENHH
CJTydad Ha JIEKH W MPEeXOOHH MapecTe3uH, BUCOKA TEMIIEpaTypa, OTOHM H NPEXOAHO [TOBHLIABAHE HA
HHUBOTO Ha nunasata. [Ipu go3a ot 600 mg eaHo nuie € Monyuuno oToK Ha CThlianaTa H pblieTe, H
roBHIDaBaHe Ha HUBaTa Ha kpearnHdocdokunazata (KPOK), ACAT, C-peakTBHUA npoTeHH (CRP) n
MHor06mHa. TpH Opyry Aulia ca noay4YHIH OTOLM MO XOAHIATa, B JIBa OT CTYYaHTe C MapECTE3HH.
BcHuky CHMIITOMHY M OTKJIOHEHHSA B Ta0OpaTOpHATE NoKa3aTeNnn oT3By4YaBar 6es neueHue ciex
NpeyCTAHOBARAHE MTpUEMA Ha U3CNIeIBAHUA JTEKAPCTBEH MPOAYKT.

Merdopmus

[Ipeno3upane ¢ BUCOKa A03a MeTGOPMHUH (MU MPH CBITLTCTBALN PUCK OT NTAaKTaTHa alliA03a) MOXKE /1a
AOBeE/Ie 0 JIAKTaTHA alK03a, KOATO NpecTaBisiBa CNEUIHO ChCTOAHME U TpsAOBa a ce neKyBa B
bonnuua.

Jeuenue

Hait-edeKTHBHHAT METO 33 OTCTpaHsABaHe HAa MeTdopMHH e XoMoanantniara. BwinarnuntrH, obaue,
He MOXe J1a Ob/ie OTCTpaHeH upes XeMOAUanu3a, Ho OCHOBHUAT My MeTabonuT ciefd xuaponnsa (LAY
151) moxe na ce guanusupa. [Hpenopbyra ce MOATHPIKALIO JIESEHHE.

5. @®APMAKOJIOTUUHH CBOUCTBA

51 @d@apMaxoaMHAMHYHH CBOHCTRA

dapMakoTepanesTH4YHA rpyna: JiexapcTsa 3a neyeHHe Ha Auaber, koMbuHauWs OT NEepopanHH,
NMOHMKABAINM KpbBHATA 3axap fekapcTra, ATC xox: A10BDO8

MexaHH3bM Ha JeHCTBHE

Tarnud MeT kOMONHKpa ABE aHTHXUNEPTVIAKEMHIHH CPEJICTBa C B3aUMHO AOITLIIBAINH CE€ MEXAHH3MHU
Ha AelcTBHe 3a moaoOpsABaHe Ha MMTAKEMUYHUA KOHTPOJ ApU NauneHTy ¢ xuadbet tun 2.
BUNAATTHITTHH, NpeICTaBHTEN Ha KJaca IEeKapCTBEHH MPOAYKTH CTHMYTUPAIIH KIICTKHTE B
Ha NaHkpeaca W MeTQOpPMHH XHWAPOXIOPHA, NPEeXCTABUTEN Ha Kilaca Ha OMrBaHuInTe. o

BHnarnunTHH, KOWTO crafa KbM KJ1aca JICKapCeTBEHH NPOAYKTH CTHMYJIMPALLH OCTPORHRT gﬂmm :
naHKpeaca, ¢ MOLUEH U CEIEKTHBEH KHXMOUTOp Ha AMRENTHAKN nenTtaaasa-4 (DPP-4) opMu: i3
IeHCTBA OCHOBHO Ype3 HaMaNgBaHe Ha eHAOreHHOTo 00pa3yBaHe Ha I'IIIOK03a B YEPHH et
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MdapMaxoIHMHAMWYHY eQeKTH

Bundaznunmun

BHIgarnunTHH neicTBa OCHOBHO 4pe3 HHXHOHpaHe Ha DPP-4, eH3uMbT OTTOBOPEH 3a pa3rpaxaaHeTo
Ha HHKpeTHHOBUTE XOpMOHH GLP-1 (rmokaron nogaoben nentua-1) u GIP (rmoko3o-3aBucum
HHCYJIMHOTPOITEH NMOJIHIENTHT).

[TpHnoxkeHHETO Ha BUAAArTHITHH Boau A0 OBp30 M MBAHO MHXUOHpaHe Ha akTHBHOCTTa Ha DPP-4, B
PE3YIITAT Ha KOETO C€ MOBHIIABAT €HAOTEHHNTE HUBA HA MHKpeTHHOBHTE XopMoHH GLP-1 n GIP,
KaKTO Ha MMagHOo Taka ¥ CJie/l HaXpaHBaHe.

[TocpencTBOM NOBHILIABAHE HA CHAOMCHHUTE HHBA HA T€3W HHKPETHHOBH XOPMOHH, BHIIIATTHNTHH
oBHILIaBa YYBCTBHTENHOCTTA Ha OeTa KIIEeTKATE KbM KPBhRHATA 3axap, KOeTo BOAM 10 noaoOpaBaHe Ha
TITI0K030-3aBUCHMATa HHCYITHHOBA cekpelna. Jleuenuero ¢ suagarmunTUd 50-100 mg qAHEBHO npH
nauueHTH ¢ aAnabeT TMN 2 3HaYMMO Tono6psBa nokasarenuTe 3a Oeta-kneTbuHaTa PyHKUUS, KOHUTO
sicTrouBaT HOMA-B (Homeostasis Model Assessment —{3), CbOTHOIWIEHUETO NPONHCYIIMH CNIPAMO
HHCYJTHH H W3MEPBAHETO Ha PCAKTHRBHOCTTA Ha O€Ta KNETKHTE NPY TECTA 32 TOJEPAHTHOCT MPH H4ECTO
naBaHe Ha XpaHa. [Ipu nuua, konto HaMaT Anadet (HOPMOTIMKEMHA), BUIJATNTHIITUH HE CTHMYINPA
CEeKpeLMATA Ha UHCYJIHH U HE HaMaJIsBa HUBOTO Ha KPbBHATA 3aXap.

Ypes noprimaBaHe Ha eHAOreHHoTo HUBO HA GLP-1, BUnaariUNTHH 1oBUIlIaBa YYBCTBUTENHOCTTa Ha
ai(a KIeTKHTE KbM KpbBHATA 3axap, KOeTo BOIH 10 MO-afeKBaTHA HA KpbBHATA 3aXap ceKpelis Ha
TTIIOKATrOH.

[loBHLIABaHETO HA HHKPETHHOBHTE XOPMOHH B YCIOBHATA Ha XUIIEPTrIMKEMHASA BOIM A0 3aCUIIEHO
yBellHYaBaHe Ha ChOTHOLIEHHETO MHCYIHH/TIIOKAroH W HamansBaHe NpoAYKUNATA Ha TTIOK03a OT
uepHHUA Opob, KakTo Ha TNIAJHO, TaKa M clle HaXpaHBaHe, C KOETO Ce HaMalfBa MTHKEMHSTA.

HaBecTHHAT edeKT, 4e MOBNIIEHOTO HUBO HAa GLP-1 3abaBs cToMalmHOTO HM3MipasBaHe He ce
HabJTro1aBa Mpy NEYEeHHE C BUNAATTTHITTHH.

Memagopmun
MeTdopMuH € OUrBaHu ¢ aHTUXHNEPrITHKeMHYeH edekT, KoHTo HaManaBa CTOHHOCTUTE Ha FIOK03a

B [11a3MaTa, KaKTo Ha rlajJHo Taka 1 ciell HaxpaHeaHe. Tol He CTUMYJNHpa CEKPELIMATa Ha HHCYJIHH H
Topaay TOBa He BOJM A0 XHITOTIMKeMHs WM YBEIHYaBaHe Ha TEJIECHOTO TETNO.

MetdopMuH MOXKe a 0Ka3Ba CBOA IJIKOK030-NMOHKXKABALL eeKT NOCPEeACTBOM TPH MEXaHH3Ma:

- MocpeACTBOM HaMalIABaHE Ha 0Opa3yBaHETO Ha ITIOK03a B 3EpHUA Apod upes nHXHOupaHe Ha
rMIOKOHEOreHe3aTa M INHKOreHOMH3ara;

- B MYCKYJIHTE MOCPEACTBOM YMEPEHO U3pa3zeHo YBEIUYaBaHe Ha WHCYTHMHOBATA
qyBCTBHTEJHOCT, MOA0OpaABaiky nepudepHOTO NMOeMaHe W YCBOABAHE Ha ITIOK03aTa,;

- nocpeacTBoM 3abaBaHe Ha abcopOLMATaA Ha IMIOKO3aTa B UepBara.

MeTdopMAH CTUMYTHpa BBTPEKJIETEYHHA CHHTE3 Ha [ITHKOIEH, NTOCPEACTBOM MOBIHUABAHE HA

FUKOreH CHHTEeTa3aTa W MOBHIABA TPAHCHOPTHHA KanauUTeT Ha crnieliMUYHK THNOBE MeMOpaHHH

rmoko3HH Tpancnoprepn (GLUT-1 w GLUT-4).

[Tpu Xopa, HE3aBHCKHMO OT BIIMAHHETO CH BbPXY TJIMKEMHATA, METPOPMHH WMa OJIaronpHaTHH edexTn
BbPXY TMOHIHUA MeTabonn3beM. B cpeqHo- ¥ ABNTrOCPOHHH KITHHHYHH NPOYYBAHHA, MTPH TIPHEM Ha

TepaneBTUYHHU JO3H € MOKa3aHo, Ye: MeTPOPMIH TIOHW)XaBa CePYMHHTE HUBA Ha 00N XoaecTeporn,
LDL- xonectepona ¥ TpUrTHLEPHANTE.

[TpocnexkTuBHOTO, panaomu3npaHo npoyusane UKPDS (UK Prospective Diabetes S
IBJITOCPOYHHTE MOJI3K OT UHTEHIWBHUS KOHTPOJI Ha KpHBHATA 3axap MpH MalACHT
AHanM3LT Ha PE3YNTATHTE HPH MALUEHTH C HATHOPMEHO TEIJIO, IEKYBaHH ¢ MET
HEeycnex OT JIeUeHHe caMo C AUeTa NoKas3Bar.

- 3HAYHMO HaMaJIABaHe Ha abCOMIOTHHA PUCK OT BCAKO CBBP3aHO ¢ Anadera yc
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rpynara Ha MeTdopMuH (29,8 crbuTns/ 1000 nauueHT-roqnHH) CNPAMO MALHEHTHTE OCTABEHH
caMo Ha aueta (43,3 cs6urna/ 1000 naunent-ronuun), p=0,0023 u cnpaMo rpynure Ha
KoMOMHHpaHa Tepanus ¢be CyAPoHUNYpeltHN MPOAYKTH H HA MOHOTEPAITHA ¢ HHCYJIHH

(40,1 cuormist/ 1 000 naimenT-roguun), p=0,0034;

- 3HAYMMO HamalsaBaHe Ha abDCOMIOTHHA PUCK OT CBhp3aHa ¢ ZuabeTa CMbPTHOCT: METPOPMHUH
7.5 cubuTHa/ 1000 mayHeHT-roauHn, camo Ha aueta 12,7 cebutnd/ 1000 naureHT-roaAnHH,
p=0,017;

- 3HAYXMO HaMansBaHe Ha abCcoMmOTHUA pUck OT 0011a CMBPTHOCT: METQOPMHH
13,5 ¢cu6utug/1000 nauueHT-roAMHK cNpAMO caMo Ha aueta 20,6 cpbuTHa/ 1000 nanuenT-
rogunn (p=0,011) u cipsaMo rpynuTe Ha kOMOUHHPaHa Tepanus Cbe CYJIGOHHTYpeHHH
NPOAYKTH H Ha MOHOTepanud ¢ WHCYIHH 18,9 cvouTHa/ 1000 maunent-rognan (p=0,021);

- 3HAYMMO HaMalsiBaHe Ha abCcoMOTHUA pUCK OT HH(pApKT Ha MUOKapAa: MeTGOPMHH
11 cu6uTHa/1000 nayHeHT-roanHHy, caMo Ha aneta 18 cubutna/1000 nauueHT-roaMHH

(p=0,01).
Knnunana edukacHOCT U 6e30nacHOCT

IMpubapaHeTO HA BUMAATIIHITHH KBM JICYEHHETO HA NALMEHTH, YHHTO ITHKEMHYEH KOHTPOM HE €
3aJJ0BOJINTENEH BLIIPEKH MOHOTEPANHATA C MET(OPMHH, Cliell 6-MEeCeUHOo NICUeHHe BOIH 10
JOTRJIHATEHO CTATHCTHIYECKH 3HAYMMO CPeHO [TOHIKaBaHe Ha cToWHocTHTe HA HbA 1. B CpaBHEHHE

¢ nanedo (pasnmuku Mexy rpynure ot -0,7% 1o -1,1%, cbOTBETHO, 32 BUNAANTHITHH 50 mg H
100 mg). [IpoLeHThT HA NALMEHTUTE, KOUTO NIOCTUraT MOHW)KaBaHe Ha cToAHOCTHTE HA HbA . C

> 0,7% cripsiMO U3XOJHHUTE € CTATHCTUYECKH 3HAYHMO MO-BHCOK B JIBETE IPYNTH HA BUIAATTHITTHH
mmoc MeThopMHH (CBOTBeTHO 46% 1 60%) cripaMo rpynata Ha MeThopMHuH Nmoc nnauedo (20%).

B 24-ce qMHIHO KIMHHYHO H3NUTBaHe, BAAAArAUNTHH (50 mg ABa MHTH AHEBHO) € CPaBHEH C
nuornuTasol (30 mg BEAHLXK AHEBHO) ITPH NaUUEHTH, IPH KOUTO HE € IIOCTHIHAT a/leKBaTeH
rITHKeMHYEeH KOHTPOJ ¢ MeTOpMHH (cpelHa AHEBHA Ao3a: 2020 mg). CpeAHOTO NOHMKEHHE Ha
nusata Ha HbA 1., ipu cpenen waxoned HbA .ot 8,4%, € -0,9% npn nobasaHe Ha BUNAATTUIITHH KbM
meTdopMHH H -1,0% npu RobapsHe Ha MUOrNMUTa30H KbM MeTGopMuH. CpeIHOTO NOBHLIABAHE Ha
TeJIeCHOTO TErio, HabmoaaBaHo NMpH NalHeHTHTE, TIPUEMALLHU [THOTIUTAa30H B JOITBIIHEHHE KBM
meTdopMuH e +1,9 kg, cipamo +0,3 kg NpH NauueHTUTe, NpHEMalLd BUNAATTHNTHH B JOMBJIHEHHE
KbM MeTQOPMHH.

B knuHHYHO M3NUTBAaHE ¢ 2-FOAHLITHA NPOABLKUTENHOCT BUNAArnMnTHH (50 mg nBa MbTH JHEBHO) €
CpaBHEH ¢ rauMennpH (1o 6 mg/neH - cpenHa no3a npes 2-te roauHu: 4,6 mg) cien 1obaBAHe KbM
TepanuaTa Ha NalHeHTH, TEKYBaHH ¢ METQOPMUH (cpeHa AHeBHa Jo3a: 1894 mg). Cnexn 1 rognHa
CpelHOTO NOHKXeHHe Ha HuBara Ha HbA e -0,4% npu no6aBsHe Ha BUAArTUNTHH KbM METPOPMHH
u -0,5% npy nobaBsHe Ha IMIUMENUPHA KbM MeThOopMHH, NpH cpeaeH u3xoneH HbA i ot 7,3%.
[TpoMsHAaTa B TeJIECHOTO TETNO npx BuaaraunThH € -0,2 kg cnpamo +1,6 kg npu rauMenupun.
YecToTaTa Ha cny4auTe Ha XHITOFMUKEMNS € CUITHU(QHKAHTHO NO-HKCKa B rpynata Ha BUNAArTUNTHH
(1,7%) B cpaBHeHHe ¢ rpynara Ha rauMenupuz (16,2%). B kpaiiHaTa To4ka Ha MpoyYBaHeTo (cnen

2 roanay) ctoliHocTUTe Ha HbA | ca nono0HN HA U3XOoaHMTE CTOMHOCTH B IBETE TEPANeBTHIHH
IPYNH, a pa3IfuuaTa No OTHOLUEHNE Ha MTPOMSAHATa B Te€JIECHOTO TErNO H ClIyYalTe Ha XUNOMMHMKEMMsA
ce 3ara3Bar.

B 52-ceamMuyHO M3MHUTBaHe BUnaarnunTéH (50 mg ABa NLTH JHEBHO) € CpaBHEH ¢ rmukIasu] (cpeiHa
IHeBHa Jo3a: 229,5 mg/neH) cnen nodaBsHE KbM TEpaluaTa Ha TAlHEHTH, HETTOCTUTHAIIK KOHTPOI C

MeThOpMHH (M3X0HA no3a Ha MeTgopmuH 1928 mg/nen). Cnexn 1 roanHa cpeAHOTO IMTOHMKEHHE HA

HbAce -0,81% npn nobapaHe Ha BUNAATNHIITHH KbM MeTHOpPMHUH (Nipy cpelieH n3xogeH HbA ¢ 8,4%)
n -0,85% npu nobasgHe Ha ITMKIa3NT KbM MeTHOPMHH (NTpH cpeaeH n3xoldeH HbA . 8,5%);
€ CTATHCTHYECKH 3HAYHMA He no-Manka epukacHocT (95% CI-0,11 — 0,20). Ilpomsauara
terno ¢ +0,1 kg npna BUNaarnunTuH cnpamo +1,4 kg npn rnuxnazua.




HelpueMany Mpeau ToBa ApYTH NekapcTBa. KoMOMHALMATA BUILAATITHIITHH/ METGOPMHUH

50 mg/1000 mg, npunoxeHa OBa NbTU AHEBHO, NoHMWkaBa HbA . ¢ -1,82%,

BUIAArTUITTHH/ MeTdopMuH 50 mg/500 mg, npunoxeHa IBa MbTH QHEBHO, ¢ -1,61%, MeThopMHH
1000 mg, npunoXeH ABa ITBTH AHEBHO, ¢ -1,36%, a BUIZanATHH 50 mg, MPHIOKEH ABa MHTH
IHEBHO, ¢ -1,09 npu u3xoaeH HbA 1. 8,6%. IMonmxkennetro Ha HbA ., HadmogapaHO NPH MALNAEHTH €
usxogaeH HbA . >10,0%, e no-ronsmo.

24-ceAMHYHO, PAHIOMH3HPaAHO, ABOHHOCIANG, MNauefo KOHTPONUPAHO H3NHTBAHE € NPOBEAEHO NPHU
318 nanueHTH, 3a Aa OLIeHH eHKACHOCTTA H 6€30MacHOCTTa Ha BIIAArnumTHH (50 mg xBa MeTH
AHEBHO) B KoMOMHaUusA ¢ MeTdopmuH (>1500 mg AHeBHO) U rINMeNHPHUA (>4 mg JHEBHO).
BungarnmantaH B KOMOMHAILHA ¢ MeTGOPMHH W TTHMENMUPH] CHrHHGWKaHTHO noHWxkasa HbA (.
cnpsimo mnaie6o. Kopurnpanara cnpsmo mwiaue6o padinka B CpeAHOTO NMOHImkeHHE Ha HbA 1 cnipamo
H3XxonHata croiHocT oT 8,8% ¢ -0,76%.

[TposeneHO € NMETTOARITHO, MHOTOLIEHTPOBO, PAHAOMH3HPaHo, ABo#iHocasno npoysaHe (VERIFY)
NpY NallMEHTH CBC 3aXapeH auaber TUN 2, 3a Aa ce oLeHH €DEKTHT Ha paHHO I€YEHHeE ¢
KOMOHHALIHATA BIIAATTHIITHH U MeTdopMHH (N=998) cnipsMo cTaHAapTHA ITLpBOHAYalIHa
MOHOTEpanus ¢ MeTGOPMHH, NOCIeABAHA OT KOMOWHAUMA ¢ BUAJATTUNTHH (rpyna Ha
nocnenoparenso nevyerne) (N=1003) npy HOBOOWArHOCTHUHPAHH IMALMEHTH CbC 3axapeH Anader
THI 2. CxeMaTta ¢ KoMOHMHALHATA Ha BUAAANTHNTHH 50 mg JBa METH AHEBHO NIIOC METQOPMHHE BOAH
710 CTATHCTHYECKH H KJIMHHYHO 3HAYMMO OTHOCHTENHO HaMaIsBaHE Ha PHCKa “BpeMe 0 NMOTBbP/AEH
HeyChneX Ha MbpBOHAYANHOTO NeyeHue™ (ctoiHocT Ha HbA1.27%), cnpamMo MoHOTepanuA ¢
MET(HOPMHH IIPH HEIEKYBaHW A0 MOMEHTA MALHEHTH ChC 3aXxapeH AHabeT TN 2 npe3 5-roWIIHaTa
npoabpkuTENHOCT Ha npoyusaHeTo (HR [95%Cl]: 0,51 [0,45, 0,58]; p<0,001). HecToTaTta Ha Heycnex
Ha THPBOHAYATHOTO NeyeHHe (cToitHocT Ha HbA .>7%) e 429 (43,6%) nauneHTH B rpyrnara Ha
nederue ¢ kombunanusaTa u 614 (62,1%) naluyeHTH B rpynara Ha nocieJoBaTeTHO JIEUeHHE.

24-ceIMUTHO PAHIOMHU3HPAHO, ABOHHOCHATIO, NJaled0 KOHTPOINPAHO HINTWTBAHE € NTPOBEACHO NpH
449 naiyeHTH, 3a 71a OlieHH epuKacHOCTTa U 0e30macHOCTTa Ha BURAArTMnTHH (50 mg nABa mbTH
JHEBHO) B KOMOMHALIMA ¢ MOCTOAHHA 103a OasaneH UM CMECEH MHCYNIHH (CpeaHa AHEBHA 1034 OT

41 e JHHHIH), CBC CHITHTCTRALY NpHeM Ha MeTdopMiH (N=276) nnu 6e3 cbITbTCTBALN NPHEM Ha
MmeTdopMuH (N=173). BungarnunTuH B KOMOHHALIMA ¢ HHCYIUH CUrHUGHKAHTHO NMoHMmkKaBa HbA |
capsamo nnauebo. B ofLara nonynauus KkopurupaHaTta cnpaMo mnanebo pasivka B CpeAHOTO
noHwxkeHue Ha HbA . mpu cpenna uaxoaHata croiftHocT Ha HbA . 8,8%, e -0,72%. B noarpynure,
JIEKYBaHM C MHCYJIHH, CBC WM 0e3 CBITHTCTBALY TPpHEM Ha METGOPMHUH, KOPUI'MPAHOTO CIIPAMO
nnanedo cpenro noHmkeHue Ha HbA . e croTBeTHO -0,63% 1 -0,84%. HecToTaTta HA XHNIOTTHKEMUS B
obmaTa nomynauus € 8,4% u 7,2%, CbOTBETHO B rPYNIUTE Ha BUNAArMUNTHH ¥ mianebo. T1pu
naluueHTHTE, MPHEMalLl BUNAATIANTHH, He ce HaOmoaasa nosrwasade Ha ternoto (0,2 kg), nokato
npH npHematnuTe nnamnebo ce Habrogara moHmkeHne Ha Ternoto (-0,7 kg).

B apyro 24-cegMHYHO MPOYyYBaHe MPH NAUKEHTH ¢ MO-HANpegHan 3axapeH auadbeT TN 2, MpH KOKRTO
He € TTOCTHIHAT afeKBaTeH KOHTPOJT ¢ JICUCHUETO ¢ UHCYIHH (KpaTko ¥ OBp3oaelicTrall, cpeqHa
nHcynuHoBa qo3a oT 80 [U/aneBHo), cpenHoTo nonrxkeHue Ha HbA . npu nobGabsgHe Ha BUIAArTHIITHH
(50 mg gBa IMBTH QHEBHO) KBM HHCYJIMHA € CTATHCTHYECKH 3HAYUMO MO-TONIMO, OTKOJIKOTO TIpH
koMbHHauaTa mianedo mmoc uHcynuH (0,5% crpamo 0,2%). HecToraTa Ha XUTNOTTTHKEMHA € T10-
HKCKa B rpylnaTa Ha BUIAArJIUNITHH, OTKOJKOTO B rane6o rpynara (22,9% crnpsamo 29,6%).

Covpoewno-cb008 pUck

MeTa anain3 Ha He3aBHCUMO H NpPeJBAPUTENRHO ONpeleNeHUTe ChPACUHOCHAOBH HEXeNaHn chOUTHs
oT 37 daza IIl u |V KNHHWYHY HINTWTBAHUA NPH MOHOTEPANHA H KOMOWHUpaHa TepanHd, C
NPOAbDKUTENIHOCT HAaJ, 2 FOOMHY (cpeana excrno3vnunsg 50 ceAIMHUK 3a BUNIATTIHNITHH U
33 CPaBHUTEJTHUTE MTPOQYKTH), TTOKa3Ba, Ue JIEYEHWETO C BWIAANTHITTHH HE € CBBP3aHo
Ha ChPAETHO-CH0BHSA PHUCK CIPAMO CpaBHUTENHUTE NpOoAyKTH. CbCTaBHaTa KpaliHa T
Hpe,IlBapHTEJ'lHO OTIpeICAIEHUTE rOJIEMH CHLPASUHO-CBROBH CHOUTHA (major adverse ¢
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npoayxTu [OrHocutenen puck no Mantel-Haenszel (M-H RR) 0,82 (95% C10,61-1,11)]. MACE
HacTBNBa npy 83 ot 9 599 (0,86%) nauueHTH, NeKyBaHHu ¢ BUIAAraMnTHH M 1IpH 85 o1 7 102 (1,20%)
MalHeHTH, JIEKYBaHH CbC CPaBHHUTENIEH MpoAayKT. OLEeHKaTa Ha BCeKH oTaeNeH koMnoHeHT Ha MACE
He roKaisa nosuieH puck (nogoben M-H RR). CubuTtHs ¢ MOTBBpAEHA CHpAeHHA HEOOCTATEHHOCT
(CH), nedunupana karo CH, W3nckBaina xocnurann3sanus, vin Hoponossuna ce CH, ce chobiasar
npu 41 (0,43%) OT NALHEHTHTE, TeXYBAHH ¢ BUIAArmumTHH H NpH 32 (0,45%) ot nauWeHTHTE,
nexyBaHH cbe cpaBHnTeneH npoaykt M-H RR 1,08 (95 CI 0,68-1,70).

IlenaTpH4Ha NOMyIaLNS

Esporneiickara areHLHs 1o JekapcTsaTa ocBo00xkaaBa oT 3aAbJKEHHETO 32 NPEOCTABSHE HA
pe3yNTATHTE OT POYYBAHHATA C BUMJATIUIITHH B KOMOHHALMA ¢ METQOPMHH BB BCHIKH NOATPYIH
Ha NneJMaTpMUHaTa Nonyialns cbe 3axapeH Anabet Tun 2 (BXK. Touka 4.2 3a HHPOPMALIHA OTHOCHO
ynotpeda B meJHaTpusTa).

52 @dapMakoKHHETHYHH CBOCTBA

Bungarmmrni/MeTdopMiH

Abcopbyus
Jloka3zana € OMOeKBUBAJIEHTHOCT Ha BUJIZATTMIITUH/METOPMEH NPH TPH pa3IkuHy J03UPOBKH (50

mg/500 mg, S0 mg/850 mg u 50 mg/1000 mg) cnpAMo koMOMHALMA OT OTACNHH TAONETKH BUIAArTHITTHH
UMET(OPMHH XHAPOXJIOPH B ChOTBETCTBALLHTE JO3H.

XpaHaTa He TNOBINABA CTENIEHTA H CKOPOCTTA Ha abcopbuus HA BUIAATTMITHH OT TarmuH Mer.
CkopocTTa U cTeneHTa Ha abcopbumns Ha MetdopMuH oT Tarmuxn Met 50 mg/1 000 mg ca HamaseHw,
KOraTo ce MpHiara eJHOBPEeMEHHO ¢ XpaHa, KOeTo ce OTpa3siea B MoHWxaBaHe Ha Cmax ¢ 26%, AUC ¢
7% W 3a0aBsAHe HA JOCTHTAHETO HAa Tmax (2,0 10 4,0 uaca).

[TocneaBammoTo N3NOKEHHE OTpa3fABa GapMaKOKMHETHIHHTE CBONCTRA HA OTHCITHUTE aKTHBHH
BelectTra B TarnuH MeT.

BUNgartHIITHH

Abcopbuua

Cnen nepopaJtHO MPUITOKEHHE Ha TTAIHO BHIAATTHITTHH ce abcopOHpa 0Bp3o ¢ MUKOBa MiaiMeHa
koHLeHTpauus HabnioaaeaHa Ha 1,7 yac. Xpanara cnado 3adaBg BpeMETO 3a IOCTHraHe Ha IMKOBaTa
nnasMeHa koHLEHTpaLus 10 2,5 yaca, Ho He noBauABa odara ekcnosvuus (AUC). Ilpunoxkenuero
Ha BWIIATJTMIITHH C XpaHa BoOK 1o NoHmxkaeaHe Ha Cmax (19%) cnipaMo npuiokeHne Ha rmajaHo.
CrteneHTa Ha npoMsHa, obaye, He € KIMHUYHO 3HAYHMa, Taka Ye BUNJArINNTHH MOXE Jia Ce [punara ¢
unu 6e3 xpaHa, AdcomoTHaTa dHuoHAMNYHOCT € 85%.

Pasznpedenenue
CBBp3BaHEeTO HA BUIAATIIAIITHH € ITa3MEHHTE NPOTEHHH € cnabo (9,3%) 1 BHNOaraHnTHH ce

pasnpeens NOpaBHO MEXIY TU1a3MaTa W UEPBEHUTE KPBBHH KJeTKU. Cpennus obeM Ha
pasnpeaencHUe Ha BUNJANTANTHH B CTALHOHAPHO CHCTOSTHHE CNEJl MHTPABEHO3HO NpUNIOKEHHE (Vi) €
71 nuTpa, KOeTo Npeanoara eKCTpaBackyjlapHoO pasnpeeieHne.

Bbuompancgopmayus
MeTaboau3MLT € OCHOBHHS ITbT HA EINMHHAPaHE Ha BUJJIArIMNTUH NTPH XOpa, KOETO Ce O

69% ot nozata. OcHOBHMAT MeTabonuT (LAY 151) e dapMakONIOrHyHO HEAKTHBEH U €
XMAPONN3ATa HA LINAHO TpyNaTa, ChCTaBIdBa 7% OT A03aTa, NoCeBaH OT TPOAYKT
xugponnia (4% ot go3ara). DPP-4 nonprHacs 4acTH4YHO 3a XHApOJaH3aTa Ha BUIIAr
OCHOBABA Ha in vivo npoydeaHe, B KOETO ¢a M3MOM3BaHH NIbXoBe ¢ AehruuT Ha DPP
BunparnuntuH He ce Metabonusupa or CYP 450 ensuMmuTe N0 CTENEH, KOATO MOXE

onpeaclicHa. (ClienoBaTeliHO, He ¢e OvaKea MeTAOOTUTHUAT KJINPBHC HA BUJLAANIHITTHH
17 ™
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OT eIHOBpeEMeHHOTO npunomkeHne ¢ CYP 450 unxuburop W/HMITH HHIYKTOPH. In vilro npoy4BaHuATa
[M0KAa3BaT, Ye BUIOANIMIITHH He uHXuOHpa/magyuupa ensumute CYP 450. ETo 3aino, nima
BEPOSATHOCT BHJINArTHITHH Ja NOBJIHABA METa0ONHTHUA KITHPBHC HA €AHOBPEMEHHO NIPHITaTaHHTE
nexkapctsa, MeTabonusupanu ot CYP 1A2, CYP 2C8, CYP 2C9, CYP 2C19, CYP 2D6, CYP 2E1 unu
CYP 3A4/5.

Enumunupane

Cnen nepopanHo npuinoxenue Ha [1*C] sungarnuntun, nprommsurenHo 85% ot jo3ara ce
eKCKpeTHpa B ypHHarTa u 15% ot go3ata ce oTKpHBa BEB (perieca. brdpeunaTa ekckpelns Ha
HeNMPOMEHEH BUAJArMMITHH CbeTaBnaBa 23% oT Ao3ara ciel nepopanHo npwioxenue. Cnen
MHTpPaBEHO3HO NMPHIIOKEHUE HA 3/IpaBH MHIWBUAM, OOIMAT ILUTa3MEH H OBOpedeH KIHPBHC Ha
BIJIJATTHITTHH €, CBOTBETHO, 41 ¥ 13 l/uac. Cpegunsat eNUMHHALIHOHEH MTONY>KHBOT CJIE[
HHTPABEHO3HO MPUIOKEHHE € Npuban3uTenHo 2 yaca. ENTMMUHALMOKHHAT TIOTYKHBOT CJIe],
NepOPATHO NMPUNOKEHHE € TPHONUINTENTHO 3 Jaca.

Jlunetinocm/venuneunocm

Cmax H2 BUIIAArTUNTHH H TUIOLITA NOJ KPYBAaTa MIa3MEHRa KOHLEHTpauus cnpsaMo BpeMe (AUC) ce
TIOBULIIABAT 1O MPUOIHU3UTETHO J03a-NPONOPLMOHAIEH HAYMH B pAMKHTE Ha TEPaneBTHIHNAA JO30B
HHTEpBAl.

Xapakmepucmuxy npu hayuesmume

[Ton: He ce HabnronaBaTt KIMHRYHO 3HAYNMH pPa3fiiKi BbE papMaKOKMHETHKATA Ha BUITANTUNITHH
TIpH 34paBH MBXE H )KeHH B LIWPOK JHaNa3oH Ha Bu3pacT U MHJEKC Ha TenecHa Maca (MTM).
HNuxubupaneto Ha DPP-4 or BUnaarnMnTHUH He ce MTOBIIMABA OT I10J1a.

Bwapact: I1pu 31paBn HHANBWOM B CTapyecka Bb3pacT (= 70 roAnHN), 001IaTa €KCITO3HIINA Ha
punaarnnnTvH (100 mg BeaHBXK AHeBHO) ce yBennuasa ¢ 32%, ¢ 18% noBHuIaBaHe Ha MHKOBATA
TIazMeHa KOHIeHTpalHsa B CpaBHEHHE ChC 3ApaBu MIaan MHAWBHIM (18-40 rogunu). CYuTa ce,
obaye, ye Te3H NMPOMEHH HE ¢a KIMHNYHO 3HaUUMHU. HHxnbupaneto Ha DPP-4 o1 BUNOArIMITHH HE CE
[NOB/IASBA OT Bb3PacTTa.

UepHonpoOHo yBpexaaHe: [IpH malMeHT! ¢ exo, YMEPEHO WIH TEXKO YepHOAPOOHO YBpEXKAAHE
(Child-Plugh A-C) Hama KIWHHYHO 3HAYMMH NPOMeHU (MakcHMYM ~30%) IpH eKcro3uuMATa Ha
BUJIAATTHITTHH.

BrOpegHo yepexcgane: [IpM HHANBHAM C JIEKO, YMEPEHO HITK TeXKkO OBLOpeUHO yBpekaaHe CHCTEMHATA
eKCIMO3WLNA Ha BUJIJArTUITHH € YBEIUYABA (Cmax 8-66%; AUC 32-134%) ¥ ToTanHug Tenecex
KJIKPbHC HaMassBa B CpaBHeHHe ¢ HHAHBHAM ¢ HOpMaTHa 6bOpeuHa QyHKLMS.

EtHugecka rpyna: OrpaHHYeHHTe JaHHH MPEnonarar, ye €THHUECKaTa NpHHaICKHOCT He OKa3Ba
ronsiMo BIMSHHUE BLPXY (apMakOKMHETHKATa Ha BUNAATTUNTHH.

MeTtdopMHH

Abcopbrus
Crnejn nepopaleH npHeM Ha METPOPMHH, MaKCHManHaTa nuasMeHa koHueHTpanus (Cmax) €€ AOCTHTA

cnen okono 2,5 vaca. AbcontotHara 6uoHannyHoCT Ha Tabnetka MetdopMuH ot S00 mg npu 3apasu
MHIMBHAK € nprbnn3utento 50-60%. Cnea nepopaieH npueM, HeabcopOHpanara acT, KOfATO ce
ycTanoBiea BbB ¢eueca e 20-30%.

Cnen nepopanto npunoxeHne abcopbuusta Ha MeTPOPMHH € HacHINalna U HElTbJIHA. e
(papMakoKHHETHKaTa Ha abcopbunaTa Ha MeTdhopmul He e nnHelHa. 11pu nﬁmaﬁnmﬁ/né‘é HET

MeTHOPMHH U CXEMH Ha TIPHJIOXKEHNE, CTALHOHAPHA TUIa3MeHa KOHLEHTPAIMA ce AOCTHER B

Ha 24-48 yaca ¥ 06110 B3eTO € nox 1 pug/ml. Tlpyu KOHTpONHPAHN KIMHHYHH [IPOYYB ﬂ:E,
MaKCHMATHHTe Tia3MeHN HUBa Ha MeThopMIUH (Cmax) He HaaBHLIABAT 4 pug/ml, ﬂnpmﬁ*
MaKCHMalTHH JO3H. N A
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Xpanara cna6o 3a0aed ¥ HaMansBa creneHTa Ha aGcopOims Ha MeTopMUH. Cliefl MpUIIoXKeHHe Ha
no3a ot 850 mg mukoBaTa Mia3MeHa KoHueHTpauHna € ¢ 40% no-uucka, AUC e HamaneHa ¢ 25% H

BpEeMETO 3a JOCTHTAaHe Ha NTHKOBA Mjla3MeHa KOHLEHTpauys € YOb/bkeHo ¢ 35 MuHyTH. He e jAcHa
KIHHHYHATA 3HAYHMOCT Ha TOBa HaMallCHHe.

Paznpedenenue
CeBbp3BaHeETO C MIa3MEHUTE NPOTEHHH € He3HauyuTeNnHo. MeTopMHH ce pasnpeens B epUTPOLUTHTE.

Cpenuuar obeM Ha pasnpeneneHue (Va) Bapupa Mexay 63 u 276 nutpa.

buompanchopmayus
MeTtdopMuH ce excKkpeTHpa HenmpoMeHeH B ypHHaTa. [IpH xopa He ce YCTaHOBABAT METAOOHTH.

Enumunupane

MeTtdhopMuH ce eTMMHHApa upe3 6p0peuHa ekckpelrs. BrOpedHHAT KIHPBHC Ha METQOPMHH €

> 400 ml/min, xoeTo nokasea, ue MeTHOPMHH Ce eENHMURENPa Ype3 TROMepYiHa GUNTpalus U TyOyIHa
cexperius. Cnel nepopaneH npueM, IPUBUIHUA TEPMHUHANIEH ENHMHHALINOHEH MONYKHBOT €
npubnu3nTeTHO 6,5 yaca. [lpy yBpeaeHa 656pedna QpyHkuns, ObOpeYHHMAT KTHPHHC € HaMalieH
IPONOPIHOHAITHO Ha KpeaTHHUHOBHSA KJIMPBHC U MOpajd TOBa €IMMHHALMOHHHAT [OJTYXKHBOT €
yIbJDKEeH, KOeTO BOAH A0 IMOBUIlIaBaHE HUBO Ha METPOPMHH B TINIa3MarTa.

53 IMpeaxkaHHHYIHH ZAHHH 38 6€30MaCHOCT

[Tpy XXHBOTHHM ca NPOBEAECHH EKCTIEPHMEHTAIHY NPOYUBAHUA C MPOABMKUTETHOCT A0 13 ceqMULH C
KOMOHHALMATA OT BELECTBATa, ChabpkKaly ce B TarnuH Met. He ce ycTaHOBSRAT HOBH MPOSABH HA
TOKCHYHOCT ¢ Ta3zn koMOMHauua. CnensalliiTe JAHHNA C2 YCTAHOBEHW B NMPOYYRAHHA NMPOBEJIEHH C
BUNJArTUIITHH ¥ METQOPMUH MOOTIAETHO.

BUIOarIunTHH

[Tpu xy4yeta ce HabmoAaBa yab/DkaBaHe Ha HHTpaKapJHaHOTO MpPOBeEXJaHe Mpy Jo3a, TIPH KOATO
HaMa edekT, oT 15 mg/kg (7-ITbTH HaJ eKCMO3ALHATA ITPH XOpa Bb3 OCHOBA HA Crmax).

KymynupaHe Ha MEeHeCTH aNiBeoIapHH Makpodary B benure npoboBe ce Habmoaasa NpH MIbXOBE K
MUIIKH. J[03aTa, IPH KOATO He ce Habmoaasa nogobeH edexT mpH rursxose € 25 mg/kg (S-ITsTH Haj
eKCNO3MIHATA ITPH Xopa Bk3 0cHOBA Ha AUC) n 750 mg/kg npu Muliky (142-MbTH HaX eXCNO3NLUATA
MpH XOpa).

CTOMAILIHO-YPEBHUTE CHMIITOMH, OCOOEHO MEKH M3NPRXKHEHUS, H3NPAKHEHHA CBC CIIY3, JHapHUl ¥
TNpH NO-BHCOKHK JI03HM KPBB B M3MPAXKHEHNATA, ca HabMrogaBany MNpy KyueTa. HUBO, MpH KOETO HE Ce
HabmoaBa eekT HE € YCTAHOBEHO.

BungarnunTHH He € MyTareHeH MpH KOHBEHUUOHAIIHUTE in Vitro W in vive N3cieJIBaHHd 3a
reHOTOKCHYHOCT.

IMpoyuBaHe 3a pepTHIUTET H paHHO eMOPHOHAITHO pa3BHTHE NPH IUTLXOBE HE 1aBa JaHHH 32

HapyIleHUs BbE epTUIHUTETA, PENPOAYKUHATA HIIK PAHHOTO EMOPHOHANHO pa3BHTHE B pe3yJITAT Ha
JICYEHHETO ¢ BHIAArnuImrTHH, EMOpHno-deTanHaTa TOKCHYHOCT € OLUECHABAHA ITPH ILTEXOBE H 3
[TosuieHa YecTOTa Ha BBTHOOOpa3HK pebpa ce HabmoaaBa Npy MIBXOBE BhB BPb3Ka C H
napameTpH Ha TEeJIeCHOTO TerI0 Ha MaliyMHHA OpraHH3IbM C J03a, IPH KOATO HAMA €(EKT,
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HabnronaBaT caMo BBB BPb3Ka ¢ TOKCHYHOCT NpH MaWdHHAA OpraHu3®sM TipH > 150 mg/kg v BKIrOYBaT
NMpexoJHO HaMaJIABaHe Ha TENECHOTO TETNI0 M HaMalleHa JBUTaTe/iHa aKTHBHOCT B F1 nokoneHHueTo,

JBYroJMIIHO [IpOyYBaHe 32 KapLMHOTEHHOCT € MPpOBEAEHO NPH TUTHXOBE P NEPOpantHy A03U 10
900 mg/kg (mpubanznutenHo 200 MbTH eKCO3ULMATA [TPH XOpa IIPH MAKCHMAJTHO NpenoprYBaHaTa
no3a). He ce HaOmomaBa NnoBHIlIaBaHe Ha Ye€CTOTaTa HA TYMOPHTE, KOMTO OMXa MOTIIH Ja ce OTHecaT
KBM BHIGAITHNTHH. J[pyro ABYroJMinHO NPpOYYBAHE 3a KaplUIMHOMEHHOCT € TIPOBEAEHO TNIPH MHILIKH C
nepopansau go3u Ao 1 000 mg/kg. [ToBHiteHaTa YeCTOTa Ha aICHOKAPIHHOM Ha TbpJaTa
XeMaHIrHocapkoM ce HabJroaBa Mpu J03a, IPY KOSTO HIMa e(eKT, ChoTBETHO, OT S00 mg/kg

(59 meTH excriosnLngTa npH Xopa) 4 100 mg/kg (16 mbTh excrio3nnusta np# xopa). CuuTa ce, 4e
TIOBMIIIEHATA YECTOTa HA TE3H TYMOPH IIpH MULIKH He Npe/ICTABARA 3HAYUM PHCK 3a X0paTa, Bh3
OCHOBa Ha JIMIIcAaTa Ha TeHOTOKCHYHOCT Ha BHIIAATTIHIITHH W OCHOBHHS MYy MeTabOMNT, NMOSBaTa Ha
TYMOpPHTE CaMO IIPY ¢AMH BHI M BUCOKUTE CHOTHOLUEHNSA HA CHCTEMHA €KCITO3HLIMsA, IPH KOATO ca
HabnroaBaHy TYMOPHTE.

B 13-ceAMHYHO MPOYYBAHE 33 TOKCHYHOCT MpH MaliMyHH MAaKallM, KOXKHHU NIE3UM ca OTOENA3aHH NpH
n03u > 5 mg/kg/nen. Te ce nokanu3upaT BUHACH [0 KpalHULMTE (pBUETE, XOANIaTa, yUIHTE H
onamxkara). [1pn 5 mg/kg/nen (mpubnuznrened exkpupaneHT Ha AUC eKCrio3sHLMATA ITPH XOpa 1pH
no3a 100 mg), ca HabmopaaBann camo MexypH. Te ca oOpaTHMH He3aBNCUMO OT TOBA, Y€ JICYEHHETO €
MPOABINDKEHO M HE ca CBBP3aHH ¢ XMCTOMATOIOTHYHN aHOMAINHY. HamykaHa koxa, MoINeina ce Koxa,
CTPYIIEH M PaHH Ha OTAIIKaTa ¢ KOPEIUpalli XUCTONaTOIOrMYHH IPOMEHH Ca HaOJI0JaBaH| MpH
no3u > 20 mg/kg/nen (npubanszntenno 3 meTH AUC excniosuumsTa 1py xopa mpH ro3a 100 mg).
HekxpoTHusy ne3MHN Ha onamkara ce HabmoaasaT npu > 80 mg/kg/nen. KokHHTE Je3HH He ca
oGpaTnMy nipu MaiiMyHH JiekyBaHu ¢ 160 mg/kg/aeH no BpeMe Ha 4-ceIMHYHNSA BB3CTAHOBUTENIEH
NEPHO.

MeTdhopMuH

HexnuauyHuTEe JaHHHU 3a MeTOPMHH HE MOKa3BaT 0coOEH pUCK 32 Xopa Ha 0a3aTa Ha
KOHBEHIJHOHAIHUTE (papMaKOJIOrHYHN NIPOYYBAHNUA 3a O€30MMacCHOCT, MPOYYBAHHUA 32 TOKCUYHOCT IIPH
MHOTOKPATHO TPHIOKEHUE, FTEHOTOKCHYHOCT, KAHIIEPOTEHEH MMOTEHINAN W penpodyKTHBHA
TOKCHYHOCT.

6. GGAPMAIIEBTHYHH JAHHHA
6.1 CrHucLk HA IOMOUIHHUTE BeIllecTBA

Anpo Ha TabnerkaTa

Mukpokpucransa uenysosa PH 102

Marse3ues cTeapat
IloBunoH K90

POUIMOBO MOKPUTHE

Xunpomesiosa 2910

TuranoB quokcuy (E 171)
Kenezen oxkcum, ket (E 172)
MakporoJ

Tank

6.2 HecnBMecTHMOCTH

Henpunoxpmo
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6.3 Cpok Ha TOOHOCT
2 TOIWHH
6.4 CneunnajHH yCJ0BUS HA ChXpaHEHHE

Ja ce chXpaHsABa Ha MACTO, HEJAOCTLITHO 33 JeLia.
Jla ce chXpausiBa B OpUTMHANIHATA OMMaKOBKA.
Ja ce cuxpansBa noa 25 °C.

6.5 Bna H chbALpXaHHE HA ONMAKOBKATA

AnyMuHHeB/AnyMUHHNEB OIIHCTEp

B onakoBk#, chaepxkarny 30, 60, 120 u 180 TabneTkn.

BugoBe onakoBkKH.

30 punmupann TabneTkn onakoepaHH B GnucTepH, chabpxkaly 10 punMUpany TabNeTKH BCEKH.

60 dpunmupaun TabneTkn onakoeaHy B GnucTepy, chabpxall 10 ¢punmupann TabreTky BCEKH.

120 GpunMMpann TabneTKH OTIAKOBaHHU B OnUCTEpH, ChbAbpKall Mo 10 ¢unmupanyn TableTKH BCEKH.
180 dunmupann TabneTkyu onakoBaHyu B O1ucTepH, chAbpkaty no 10 puamMupaHy TabneTKH BCEKH

He BCHUYKHM BHAOBE OMAKOBKH W TabneTku Morar Ja ObJaT nyCcHaTH Ha rasapa.
6.6 ChnennajJHA NpeINa3HH MEPKH NPH H3XBLPJIsIHE

Heunsnon3sauuaT JeKapCcTREH MPORXYKT WIH OTIAIBYHITE MaTepHaIH OT HEro TpAbBa na ce U3IXBBPIAT
B CBOTBETCTBHE ¢ MECTHHTE H3UCKBAHKA.

7. TNPHTEXATEJ HA PAZPEILIEHHETO 3A YIIOTPEBA

HOBEJI PAPMA EOO/
oyn. “bbnrapus’ Ne 109
Co¢us 1404, brnrapns

8. HOMEP(A) HA PAZPEHIEHHETO 3A YIIOTPEBA

PeructpaunuoHen Ne: 20220237

9. HATA HA ITBPBO PASPEINABAHEMTIOAHOBABAHE HA PASPELIEHHETO 3A
YIIOTPEBA

JlaTa Ha ITEPBO paspellaBaHe:

10. IOATA HA AKTYAJINIUPAHE HA TEKCTA

01/2025
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