KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA
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2, KAYECTBEH U KOJIMYECTBEH CHhCTAB

Baacnoke 50 mg/830 mg pnamupann TatbneTku
Beska dunmupana tabnerka cpabpxa 50 mg Bwimarnuntun (vildaglipting n 850 mg MeTGOpMHHOB
XUAPOXNIOpUa (metformin hydrochloride)(cvorBercTBailn Ha 660 mg MeThOpMHH).

Buacnoke 50 mg/1000 mg puamupanu Ta6eTKH
Besaka dpumupana tabnetka ceappika 50 mg sungarnumnrud (vildagliptin) u 1000 mg meThopMuHOB
xuapoxnopuy (metformin hydrochloride)(croTBeTcTBan Ha 780 mg MeThopMuH).

33 NRIHKA CIIHCRK Ha INOMOIINHHTE BEICCTBA, BUKTE TOYKA 6.1.

3. JIEKAPCTBEHA ®OPMA

®unMupana Tabnerka.

Buicnmoxce 50 mg/850 mg puamupann tabiaeTrku

Knnra, enuncoBuana punMmupana TabneTka CbC CKOCEHH prOoBe, ¢ rpaBHpaH Haanuc “NVR” ot
cavara crpada 4 “SEH” ot apyrara cTpana.

Aboxuna: npubnuzurenno 20,1 mm

[1IupuHa: npudbmusutento §,0 mm

Baacnoke 50 mg/1000 mg ¢aamupann rabaerku

TeMHO xBITA, STHICOBHAHA PriMHpaHa TabneTKa che CKOCEHH phOORE, ¢ rpaRupaH HaamHe “NVR”
OT €aHara ctpadHa u “FLO” ot apyrata cTpana.

AvipkuHa: npudausutento 21,1 mm

ITupuna: npubnausurento §,4 mm

4 K/IMHAYHHA JAHHHU
4.1 TepaneBTHUHH MOKA3AHHA

Buncnokce € nokasad KaTto I0NbIHEHHe KbM JIHETATa M YIIPaXKHEHHATA 33 MOA00peHHe HA
IMTHKEMUYHHA KOHTPOJ [IPH BB3PacTHH CBC 3aXapeH auader Tam 2:

- [IPY NALMCHTH, TIPA KOMTO HE € BH3IMOXKHO A3 Ce TIOCTHIHE aZIeKBaTeH KOHTPO caMO ¢ MET(POPMHH
XUAPOXIOPHI.




- IPY MTAIIHEHTH, KOHTO BeYE Ce JICKYBAT ¢ KOMOMHALIMATA BUTJATTHITHH H MeT(GOPMHH XHAPOXJIOPHI
noJ opMaTa Ha OTENTHH TaONeTKU.

- B KOMOMHALIKA C APYTH JICKapCTBEHHU NIPOAYKTH 3a JICUEHHe Ha IMAGeT, BKITIOYMTETHO WHCYHH,
KOraro T¢ HE OCHT'YPSBAT aAcKBaTeH INIMKEMHYEH KOHTpOJ (BXK. TOuKa 4.4 CneuuanHu
NpeayTNPEXICHAS U IPEANasHY MEPKH IIPH yIioTpeda, 4.5 B3auMOAeHCTBHE ¢ ApyrH JIGKAPCTBEHH
MPOAYKTH U IPYTH GOPMH Ha BaumoacHcTBHe H 5.1 MapmMakogHHAMMYHH CBOMCTBA).

4.2 /lo3HpoBKa H HAMHH HA NPHJIOKECHRHE

H0o3UpOBKa

Bwipacmuu ¢ nopmanna 6vbpeuna drynryun (GFR> 90 mL/mun)

Jlo3ata np1 aHTHXHIOEPrIMKeMHYHATa Tepanus ¢ Buncnoke Tpa6sa na 6be HHIHBHAYATH3UPAHA Bb3
OCHOBA Ha TEKY1llaTa CXeMa Ha NMAUKeHTa, eQeKTHBHOCTTAa H IOHOCHMOCTTA, KaTo He ce MIPEeBUIIIARA
MaKkCHMalIHaTa IIpenopb4HTeIHa AHCBHa Ao3a oT 100 mg BunaarnunTHl. Buncnoke moxe fa ce
3aroyHe WK kato Tabnerka ot 50 mg/850 mg wnm ot 50 mg/1000 mg, nprnoxkeHa Ba IETH JHEBHO,
€71Ha TabJIeTKA CYTPHH U €/THa BEUEP.

- Ilpu nauMeHTH, NpH KOWTO HE € MOCTUIHAT afcKBATEH KOHTPOJ ¢ MAKCHMAIHATA [TOHOCHMA
no3a MeTHOPMHEH, [IPUIaTaH KaTO MOHOTEPANWs: HaYaiHaTa 03a Ha Buncnoke TpabBa aa
mpenocTass BWmarnMnTHH S0 mg fisa nbTH qHEBHO (100 mg obia AHeBHA [1034a) IUIIOC A03aTa
Ha METQOPMHH, IPHEMAHA O MOMEHTA.

- [Ipy nauMenTH, Mpu KOMTO ca NPHIATAHH eJHOBPEMEHHO BHIJATTHITHH H MET(GOPMHH KaTo
otaeaHH Tabnetku: Buncnoke TpabBa 1a ce 3afo4He B CHIIUTE JO3HM HA BIWIIATTHIITHH U
MET(OPMHH, KAKTO IPHEMaHHTE 10 MOMEHTA.

- [1pu mauueHTy, Py KOUTO HE € IIOCTHTHAT AEKBATEH KOHTPO ¢ [BOHHA KOMOHHALUA C
MeT(QOPMHH H CYIQOHWIYpeeH TPOAYKT: 103aTa Bricnioke TpAOBa 1a NpeaocTass
BHJIJALJTMITTHH B 03a 0T 50 mg ABa meTH AHesHO (100 mg obiula nHeBHa 103a), a 103aTa Ha
MEeTHOPMIH TpabBa Ka Obae nogoOHa Ha mpueMaHara 1o MoMeHTa. Korato Buncrioke ce
puiara B KOMOHHALMA Cbhe CyTIHOHHITYPeEH MPOAYKT, MOXKE Ja C€ UMa IIPEABHU] ITO-HUCKA J1034
Ha Cy/pOHHIYpeHHMS IPOAYKT, 32 Ja ¢€ HaMaTH PHCKBT OT XUNOITIMKEMHUS.

- lIpy nalueHTH, IpH KOUTO HE € MIOCTUTHAT a€KBATEH KOHTPOI ¢ ABOHHAa KOMOHHHpaHa
TepanMs ¢ HHCY/IMH ¥ MAKCHMAJIHA IIOHOCHMA 1032 METHOPMHUH:
no3ata Ha Buncmokc Tpsbea na npenoctasa BIUTAANIMIITHH B 4034 oT 50 mg ABa OUBTH AHEBHO
(100 mg o6ima ruerHa n03a), 4 N03aTa Ha MeTGOPMHH TpaOBa Aa Obae MofoOHa Ha 03aTa,
[pHUeMaHa 10 MOMEHTA.

be3onacHOCTTa M ePUKACHOCTTA HA BHIIATTIMIITAH 1 MET(OOPMUH, [PHIaraHH KaTo TPolHa nepopaiHa
Tepanud B KOMOMHALMA ¢ THA3OIHAWHAWOH HE Ca YCTAHOBEHH.

Cneianiyd nonynanuy

Cmapuecxa sv3pacm (= 65 200unu)

Twii kKaTo MeTQOPMHH ce eKCKpeTHpa Npe3 OpOpeLmTe, a NALMEHTUTE B CTAPYECKa Bb3PacT MOKA3BaT
TEHJICHUHA KBM HaMmalsBaHe Ha ObOpedHaTa (pyHKIMs, MpU NaUKMEHTHTE B CTapuecka Bh3PacT, KOMTO

npueMaT Buncnoke, penosHo Tpabea aa ce npocneasra GpyHKnHATa Ha 6B0penuTe (BK. ToUkH 4.4 U
5.2).

bwvbpeuno yspeowcoare




Ilpeau 3anousade Ha JieueH#e ¢ NPOAYKTH, ChABPKAIA METhOPMIH, TPIOBa a Ce HAIPABH OLICHKA
Ha GFR crofinocture, a cnen ToBa — NOHe BEIHDLK IONUIIHO. [Ipu naumeHTH ¢ MOBHUIEH PHCK OT MNO-
HaTaTBIIHO IPOrPECHpaHe Ha OBOPEUHO YBpPEKAAHE U NPH HaLMSHTH B CTapuecka Bh3PacT TpsabBa no-
4€CTO Ia ce IpaBH OlIEHKA Ha 6B0peunaTa QyHKIMS, HaNpUMep Ha BCEKH 3-6 Mecewa.

3a peanoYMTaHe € MaKCHMa/THATa JHEeBHA 103a MeThOopMHUH Aa OBAE pazaencHa Ha 2-3 THEBHH JIO3H.
DakTOpH, KOMTO MOTAT J1a YBEIHYAT PHCKA OT JIAKTATHA almno3a (BX. TOYKa 4.4), tpabsa na Onpat

npepasrieaasy, Npey a ce OOMHCIIH 3alI0YBAHETO HA JIEYCHHE C MET(HOPMHH MPH MALHEHTH C
GFR<60 ml/muH.

AKO He e AOCTRITHA 103082 (hopMa Ha BHICNOKC ¢ a1eKBATHO KOJHWYCCTBO Ha aKTHEBHOTO BEIIECTRO,
BMECTO KOMOMHALMSA ¢ dHKkcHpaHu 1o3H TPAOBA 1a e W3MON3EAT OTASITHHTE MOHOKOMITOHEHTH.

GFR ml/mMun | Merdgopmun Bunparnunrun

60-89 Maxkcumansara qHeBHa f03a € 3000 mg. He ce Hasara kopexuus Ha gozara.
Moxe na ce o6Muc/iH MOHIKaBaHe Ha
7103aTa BLB BPBb3Ka C HAMAJIABAHETO HA
ObOpeuHara GyHKUMS.

45-59 MakcumainsaTa nHeBHa 103a € 2000 mg, MaxcuMannara qHeBHa 103a € 50 mg.
HauanxHata m03a e Haii-MHOTI0O ITOJIOBUHATA
OT MaKkCHMaaHaTa A03a.

30-44 Maxkcumannaara 1HeeHa gosa e 1000 mg.
Hauannara n1o3a € Haii-MHOro NMoTOBHHATA
OT MaKCHMAaJTHaTa /03a,

<30 MeT(hopMHH € IPOTHBOMOKA3AH.

Hepnoopobro yapesicoane

Buncrioke He Tpa6Ba ma ce npusiara npy NauMeHTH ¢ 4epHOApOoOHO YBpPEeXKIAAHE, BKIIOYHTEIHO TE3H
CBC CTOHHOCTH Ha aTaHuH aMHHoTparcepasa (AJIAT) unu acnaprar amuHoTpancdepasara (ACAT)
Ipead 3aNOMBAHC HA JICYEHHETO > 3 NbTH ropHarta rpanuna Ha Hopmata (ITH) (Bx. Touku 4.3, 4.4 u

4.8).

[leduampuvuna nonynayus

He ce npenopwusa ynorpebara Ha Buscnokc npu aeua u oo (< 18 roauHu), bezonacHocTTa 1t
eukacHoCTTa Ha Buiacnoke npu neua u 1oHOWM (< 18 roaunm) He ca ycranoseHu. He ca HanuuHu
JaHHH.

HauvH Ha mpujtoskense

IlepopanHo npuioxkeHHe.

IlpHemsbT Ha Buncnioke no BpeMe wiy BeHara cren XpaHe¢He, MOXE [Ja HAManHd CTOMAIIIHO-YPEBHHTE
CHMIITOMH, CBBP3aHH ¢ METQOPMHUH (BXK. CBIIO TOUKA 5.2).

43 llpoTuBOonoKazaHus




— CBPBHXYYBCTBUTETHOCT KbM aKTHBHHMTE BEHIECTBA HIIM KBM HAKOE OT [TOMOINHHTE BEILECTBA,
30poeHH B Touka 6.1
— Bceeku THI Ha ocTpa MeTabonuTHA aupao3a (Kato JIAKTaTHA auua03a, AHabeTHa KeToaln03a)
- IunabetHa koMa
- Texka 6pOpeyna HepoctaTeruHoCT (GFR <30 mL/Mun) (BXK. Touka 4.4)
- OcCTpH CBCTOAHHSA, KOWTO MOTAT 1a MPOMEHAT Ob0peynara $yHKLMsA, KATO:
AEXUIpaTalm,
TEXKKa HHPEKIHA,
- IIOK,
BBETPECHA0BO NIPUIIOKEHHE Ha HOAMPAaHU KOHTPAcTHH BELIECTBA (BK, TOUKa 4.4).
— OcCTpo MIH XpOHHYHO 3a00ABaHe, KOETO MOXKE J]a NPUYHMHHA ThKaHHA XHITOKCHs, KaTo:
- ChPAEYHA WK AMXATENHA HeJOCTATHYHOCT,
- CKOpOIIEH MUOKApAEH HH(APKT,
- LIOK.
— YHepHoapoOHo yepexxaane (Bx. Touku 4.2, 4.4 u 4.8)
— OcTpa ankoxo0/iHA MHTOKCHKAUHA, ATKOXOIHIBM
— KbpmMmeHe (Bx. Touka 4.6)

4.4 Croennajand npexynpexIeHus H NPeANa3HH MCPKH IPH ynoTpeba

O0mu
BHJICTIOKC HE € 3aMecTHTEN HAa MHCYJIMHA IPH HWHCY/IHH-3aBHCHMH NalMEHTH ¥ He Tpa0OBa aa ce

npUJiara rpy NauKleHTH CbC 3axaped Auader THi .

JlaktarHa aupaosa

JlakrarHaTa auun03a, MHOTO PAIKO, HO CEPHO3HO METAGOHMTHO YCIIOKHEHHE, Hali-uecTo HacThNBa
NPH OCTPO BIIOMIaBaHe Ha ObOpeuHaTa PyHKIMA, KapAHO-PECIMPATOPHO 3a00IABAHE WITH CETICHC.
Hatpyneadero Ha MeTOPMHH HACTEIIBA IIPH OCTPO BJIOLIABAHE HA OBOpevHaTa PYHKIHA U
YBC/IMYaBA PHCKA OT JIAKTATHA aLIH034.

B cayuait Ha pexuaparanys (Texka AHapUs WIH NOBPBILAHE, TPECKA HIIW HAMAJICH [IPHEM Ha
TEUHOCTH), TPAOBa BPEMEHHO Ja e CIIpe NpHeMa Ha METQOPMHUH H € NMPENOPbLYHTENIHO J1a CE YCTAHOBH
BpE3Ka C MEJAWUHMHCKH CTIeHAIMCT.

IIprieMBT Ha IEKAaPCTBEHH NPOIYKTH, KOHTO MOTAT OCTPO Ja yBpeaaT OnOpeunara GyHKims (KaTo
aHTHXHUINEPTEH3UBHH cpeacTBa, THypeTuiid U HCIIBC) TpabBa na ce 3anodHe ¢ MOBHILICHO BHUMaHUE
NPHU NRAIHCHTH, JIEKYBAHH C METQOPMHH. lpyru pucKoBH GaKTOPH 3a JJAKTATHA aUHA03a ca Adaler,
K€T03a, IPOABIKHTEIHO [V1a/1lyBaHE H BCAKAKBH CHCTOSHUSA, CBBP3aHH ¢ XHUITOKCHA, KAKTO H
€IHOBpPEMEHHA YII0Tpe0a Ha TeKapCTBEHH MPOAYKTH, KOUTO MOTAT Ja MPHUMHAT JIAKTATHA al[M03a
(Bx. ToukH 4.3 1 4.5).

[TaumenTtrre w/win 6onHorneqauure TpsOBa ga ObaatT MEGOPMHPAHH 3a PUCKA OT JIAKTATHA aUMI03a.
JlakTaTHaTa auM03a ce XapakTepu3npa ¢ alliA03Ha JUCIHEd, KOpeMHa 00MKa, MYCKY/IHH KPaMIIH,
aCTEHHUA H XHITOTEPMHUA, MOCNEABAHH OT KoMa. B ciyJaii Ha cbMHEHHRE 3a CHMIITOMH TIALIHEHTHT
TPAOBA Nla CIIpe IprUeMa Ha METGOPMUH H He3a0aBHO J1a MOTBPCH JIEKAPCKA MOMOIL. JIHATHOCTHYHUTE
1a0OPaTOPHU HAXOIKH ¢a MOHHXEHO KpbBHO pH (< 7,35), IOBHIIISHM HUBA Ha TU1a3MEHMA JaKTaT (>5
mmol/L) 1 noBHiieHa aHHOHHA Pa3/IMKa U ChOTHOLUCHHUE JIAKTAT/IHPYBAT.

[Ipunoxenune Ha HogHpaHy KOHTPACTHY BELIECTBA




BBTpechA0BOTO NpUIIOKEHHE HAa HOOHPAHH KOHTPACTHH BELIECTBA MOKE /14 OBEAE /10 KOHTpacT-
HHOYLHpaHa HePoOnaTHA, BOASHIA IO HATPYMBaHEe Ha MET(POPMMH M [IOBUILEH PUCK OT JIAKTATHA
aiu03a. Merdopmun TpsOBa fa ce crpe npeaH WK MO BpeMe Ha NMpoLeAypara 3a o6pasHa
JHATHOCTHKA H He TpaOBa fia ce BE300HOBsBA 10 Hal-Masko 48 yaca ¢ciie/| TOBa, IPH YCIIOBHE He
6BOpeuHaTa PyHKIUA € OUEHEHA OTHOBO U € YCTAHOBEHO, Ue € cTabwiHa, BX. ToukH 4.2 u 4.5.

brOpeyHa QyHKINA

Ilpean 3amousane Ha neyeHHeTo TPAORA a ce HaNpaBH oLleHKa Ha cToiHocTHTe Ha GFR ¥ penosHO
criefl ToBa (BK. Touka 4.2). MetdopmuH € npoTuBonokasa npH naupeHtd ¢ GFR<30 mL/MuH 1
TpAOBa Na §b/ie BPEMEHHO CTIPAH IIPH HAJIHYME HA CBCTOSHHA, KOWTO MPOMEHAT GhOpeuHaTa GyHKIUMA
(BX. TOuKa 4.3).

ChOBTCTBAILOTO NPHIOKEHHE Ha JEKAPCTBEHH MIPOAYKTH, KOMTO MOraT Jia MOB/IMaAT OuOpeunara
$YHKLMS, JIa JOBEAAT /10 3HAYMMa XeMOIHMHAMHYHA MPOMAHA WIH Ja HHXHOUpaT 6B0peHus
TPAHCTIOPT W /1a MOBHINAT CHCTEMHATA €KCIIO3ULIMA HA MET(OPMEH, TpAOBa Ja C€ H3BBPIIBA C
NOBHINEHO BHYMAaHKE (BX. Touka 4.5).

YepHOoapoOHO YBpeXKIaHE
[lanpenTH ¢ YepHOAPOOHO YBpEKAaHe, BKIFOYHTENHO Te3H ¢be cTokHocTH Ha AJIAT u ACAT npenu

3anoypaHe Ha jeyeHueTo > 3 nbTH [ TH, He Tpadea na Obaar nekysanu ¢ BHicnokc (BxK. Touku 4.2,
4.3 u 4.8).

ITpocreonsane na veproopobrume ensumu

HMma cvoliilenus 3a penkH Cify4Yay Ha HapylLieHa 4epHOAPoOHa QYHKUMSA (BKIIOUHMTEIHO XETATHT)
CJICA NPHEM Ha BMJIIATTTMOTHH. B Te3u cioyyan ManHesTHTE KaTo 110 ¢a 6e3 cuMnToMu, 6e3
KIIHHUYHH NOCEACTBHA H CTOHMHOCTHTE Ha H3cIeABaHHATA 3a YepHOApoOHA pyHKIa (UUD) ce
BBE3BPBIIAT A0 HOPMATHHTE CJIeH [IPEKpaTABaHE HA neueHHETOo. Ilpenu 3armoypaHe Ha NEYEHHETO C
Buncnoke Tpsa6sa ga ce nposegar MU, 3a na ce 3Hae M3X01HOTO HHBO Ha NaurerTa. ITo BpeMe Ha
neqeHueTo ¢ Buicnoke ueprogpobrarta ¢yukung tpaosa na ce Hab/MonaBa Ha TPUMECEUHH
HHTEPBAJIH NP3 IbpBaTa rOJHHA M MEPUOANUYHO ciie/l TOBA, | [aUMEHTHTE, IPH KONTO C€ TIOBUINAT
CTOMHOCTHTE Ha TpaHCaMHMHa3WTe, TpAOBa a ObaaT NpOCelcHH Ype3 MOBTOPHA OLIEHKA Ha
YepHOAPODHATa (PYHKIMA 32 TOTRBPK/IABAHE HA TaHHHTE H ciel ToBa MU®D fa ce MpaBaT ecTo,
ACKATO OTKJIOHCHHUATA €€ BbPHAT KBM HOPMAJTHHTE CTOMHOCTH. AKO nokauBaneTro Ha ACAT wnun
AJIAT > 3 et I'TH nepcuctrpa, ce nperopsusa peyCcTaHOBABAHE Ha JICUEHHETO ¢ BHICTIOKC.
IlalMeHTHTE, KOUTO Pa3BUAT KBIATCHULIA WIIH JPYTH [IPH3HALM, IPESIIONATALIH HAPyLIEHA
YePHOAPOOHA QYHKLHA, TPAOBA a NPEKpaATAT JISYEHHETO CH ¢ BHICHOKC.

Cnen npekparaBaHe Ha ledyeHHeTo ¢ Buicnioke U HopManusupane Ha HU®, neuennero ¢ Bucmoke
He TpADBA Aa ¢e 3anoYBa OTHOBO.

Hapyiiienus Ha koxkara

KOXHH N€3UH, BKIIOUHTENIHO MOABA HA MEXYPH H YJILIEPALHH 110 KpaMHUIKTE HA MaldMyHH ce
CHOOLIABAT MPH NPHIOKEHHUE Ha BIAATIMITAH B HEKTHHHYHH NPOYUBAHHS 38 TOKCHYHOCT (BX.
TO4Ka 5.3). BeIIpeky, 4e B KITHHAYHATE NPOYYBAHUA He ce HAOMOAaBa MOSIBa Ha KOXKHH JIE3HH C
MOBHIICHA YECTOTA, OMHUTHT MPH MAUMEHTH ¢ KOXHH YCJIOXKHEHHA Ha nHabeTa e orpanudeH. OcBeH
TOBa HMa MOCTMapKeTHHIOBH ChOOLIEHUS 3a OYII03HH M eKc(pOTHATHRHY KOxHH je3ud. [lopaau ToBa,
KaTO 4acT OT PYTHHHHTE I'DHXKH MPH IMALMEHTHTE ¢ AHA0CT, C& Npenoph4Ba NpocieIsBaHe 3a
HAPYIICHUA Ha KOXKaTa, KaTo MOABA HA MEXYPH WIH YJILEPALIHH.

OCTbp NaHKpeaTUT




YnorpeOara Ha BWIAATTIMITTHH € CBBpP3aHa ¢ PHCK OT pa3sBHTHAE Ha OCTbp NMaHKpeaTwT. [lanuenture
TpAOBa Aa 6b1aT HHPOPMHPAHH 3a XAPAKTEPHHA CHMITTOM Ha OCTBP NAHKPEATHT.

AKO ce TI0103Mpa HAIMYKME Ha NaHKPEeaTHT, IPUeMBT Ha BHJIJIATIMIITAH TpA0Ba /1a ce IPEYCTAHOBH,
aKo C€ TIOTBBPAX HAMHYME HAa OCTHP MAHKPEATHT, IEUCHHETO ¢ BUJIIATTHIITHH He TpaOBa Aa ce
noHoBABa. HeobxoauMo e noBHIneHo BHUMaHWE NTPY MAIMEHTH, ¢ AHAMHE?3a 33 MPEKAPaH OCTHP
MaHKPEATHT.

XHUOOTTHKEMHUS

H3BecTHO e, Ye CYIPOHIITYypEeUTe MOXKE Aa IPEIU3BHKAT XHUIornukeMus. [lauueHTuTe, npuemainu
BH/LJATJIMITTHH B KOMOHHALIMA CBC CYIGOHWIYPESCH NMPOAYKT MOTaT Aa ObAaT HAUI0KEHH Ha PHUCK OT
Bb3HHKBaHE Ha xunornukeMus. [lopaau Tazu npudrHa, MOXKE J1a ¢& 0OMHCIIM TIPUIaraHeTo Ha Io-
HHCKA /1033 Ha CYJIQOHIWITYPSHHNUS MPOJIYKT, 3a JIa C€ HAMATH PHCKA OT BB3HUKBAHE HA XUIIOTIIHKEMHSI.

Onepauus

Merdopmun TpabBa 1a ce crpe No BpeMe Ha oniepaliis moj o01a, CIHHATHA WIH elHypaiHa
aHecTe3us. JleyeHHeTo Moxe 1a Obie BE300HOBEHO He TIO-paHo oT 48 vaca cieq onepauusiTa Wil
Bb300HOBSBAHETO HA XPAHCHETO IIPE3 YCTa, H MPH ycJIoBHe Ye 6rOpedHaTa QyHKIUSA € OLEHEHA
OTHOBO H € YCTAaHOBEHO, Ye € CTabMiTHa.

4.5 BiammojaeiicTBHE ¢ ApYTH JleKAPCTBEHH NPOAYKTH H APYra ¢opMu Ha B3aHMoelicTBAE

He¢ ca npoeexaaHd O(pHUHAIHH IPOYYBaHHA 3a B3auMoacicTBla ¢ Buicnoke. CneqHUTe NaHHH
OTpa3saBaT HH(OPMAaLINATA, HATHYHA 32 OTAC/IHMTE aKTHBHH BEILCCTBA.

Bunparaunrus

BunjarmunTvi MMa HECHK ITOTEHIHAI 32 B3aUMOACHCTBUA NPH €AHOBPEMEHHOTO MY [IpHJIaraHe ¢
APYTH JIEKapCTBEHH NPOAYKTH. Thil KaTo BUIAArIHOTHH HE € cy0cTpaT Ha eH3umMa uuroxpoMm P (CYP)
450 1 ne MHXHOHpPA, W He HHAYLHpa eH3umuTe CYP 450, HiMa BepOATHOCT 3a B3aUMOJICHCTBHUE C
aKTHMBHH BEILIECTBA, KOUTO ¢a CyOCTpaTH, HHXMOWTOPH WIM MHIYKTOPU HA TE€3W €H3UMH.

PesynraTuTe OT KIMHWYHU IPOYYBAHHA, POBEAECHH ¢ MIEPOPATHHTE aHTHUAHAOETHH TIPOTYKTH
NHOTJIMTA30H, METQOPMHUH M rKUOYpHA, B KOMOHUHAIIHA ¢ BIIAATIIMIITHH, HE NOKA3BaT KIIMHUYHO
3HAYMMH (PapMaKOKHHETHYHH B3aHMOJICHCTBHS B TApreTHATA NOTYJIALIHA.

[Ipoy4BaHug 3a IEKAPCTBEHH B3aMMOAEHCTBHA ¢ JUFOKCHH (CyOCcTpar Ha P-riMKkonpoTeuH) u
BapdapuH (cybctpar Ha CYP2C9) npH 31paBy HHAUBHAM HE NIOKA3BaT KIHHHYHO 3HAYHMH
(rapMaKOKHMHETHYHH BIAUMOJCHCTEHA CJIE] €AHOBPEMEHHO NIPUIATaHE ¢ BHIIAATTUHITTHH.

[IpoyyBanns 3a JeKapCTBEHH B3aHMOACHCTEMA NPH 3ApaBy MHANMBHIH Ca MPOBEIECHH ¢ aMIIOJHIIHH,
PAMHIIPHJI, BAJICAPTaH U CUMBAcTaTHH, [Ipu Te3u npoyuraHu, ciel eJHOBPEMEHHO NPHIATAHE C
BHUIAAIIMIITHH, HE Ce HaOJII0/1apaT KIMHHYHO 3HAYMMH (papMaKOKHHETHYHH B3aUMOACHCTBUA. ToBa
00aue, He € YCTAHOBEHO 3a NMPULICIHATA ITOMYIALKS.

Kombnnaumsa ¢ ACE HHXHOHTOPH
BB3MOMXKeEH € MOBHILEH PUCK OT Pa3BUTHE HA AHTMOEAEM IIPH IMALMEHTH ChC CHITHTCTBALL IPUEM Ha
ACE nnxuburopu (Bxk. TOouka 4.8).




Kaxto npu apyrure nepopaiHy aHTHIHAGETHH [IPOSYKTH, XHIOIIHMKEMUYHYS e(EKT Ha
BUIIAATTMIITHH MOXe 1a Obie HaMalleH OT OMnpeIelieHd aKTUBHH BEIECTBa, BKIIFOYBAIIM THA3HIH,
KOPTHKOCTEPOUIH, THPOHIHH FIPOIYKTH H CHMINIATUKOMHMETHLIH.

Metdopmun

Henpenopvuumennu xombunayuu

Arxoxon
AJIKOXOJTHATA MHTOKCHKAIMA C€ CEBP3Ba ¢ NORMIIIEH PHCK OT JIAKTATHA allHAO3a, 0CODEHO B CllyvaM Ha
I1ayBaHe, HEJOXPaHBaHe HITH YepHOAPOOHA HeOCTATHHHOCT.

Hooupanu xonmpacmuu éewgecmea

MetdopmuH TpsabBa 3aIb/DKHTENHO Aa ¢ CIIpe MpeaM HITH TI0 BpeMe Ha npolieaypaTa 3a obpasHa
JAMArHOCTUKA U He TpAOBa J1a ce Bh300HOBARA 10 Haii-manko 48 daca ciez ToRa, [IPH YCIOBHE Ue
OnOpeunara QyHKINA € OLICHEHA OTHOBO H € YCTAHOBEHO, Ue € cTabuiHa (BK. ToukH 4.2 u 4.4).

Kombunayuu, uzuckeawyu npeonasuu mepru Apu ynompeoa

Hsakou JiekapcTBEHH NPOAYKTH MOTaT Ja ¢ OTpa3aT HeOJaronpusiTHo Ha On0peunara GpyHKUUA, KoeTo
MOJKE€ Ja YBEJIHYH pHCKA OT J1akTaTHa anuao3a, Hanpumep HCIIBC, BitouuTeTHO CENCKTHRHH
uHXUOMTOpK Ha uKrKIookcHrenasa (COX) I, ACE uuxuburops, auruorensud 1l penenropau
AHTATOHUCTH U AMYPETHLIH, 0coDeHO OpuMKOBH auyperuuM. [Ipy 3anousaneTo Wid ynorpedara Ha
TAKHMBA MMPOAYKTH B KOMOHHALHMA ¢ MeTQOPMHH € HEOOXOAHMO BHHMATEIHO NPOC/IEAIBaHE HA
Op6peunara GyHKIHA.

[ moxokopTHKOWANTE, OeTa-2-arOHHCTATE M AMYPETHLIHTE HMAT IpPHChIAa XUITePTIHKeMHYHa
akTUBHOCT. IlanneHTHT TpsaOBa na 6be uHGOPMHUpPAH 3a TORA H TPaOBa /1a CE U3BBPIIBA MO-YECTO
MpociensaBaHe Ha KPBBHATA 3aXap, 0co0eHO B HAa4YAJIOTO Ha JIEYEHHETO. AKO € He0DX0aMO, 103aTa Ha
Buiicnokc Mozke 1a Ob7e KOpUrHpaHa 1o BpeMe Ha ChITBTCTBAIIOTO JICYSHHE U CIIC/
NpeyCTaHORABAHCTO MY.

HuxuburopHTe Ha aHTHOTEH3HH KOHBepTHpalus eH3uM (ACE) Morar Aa TOHW)KAT HABOTO Ha
KPBBHATA 3aXap. AKo e HeoDX0AMMO, 03aTa HA ARTHXMITEPIIIMKEMHYHHA JIEKapCTBEH NPOAYKT TpsaOBa
Aa Ob/I¢ KOPUrMpaHa 1o BpEMe  IIPH MpeyCTAHOBSBAHE Ha JIEUCHHETO ¢ JPYT JIEKAPCTBEH NPOYKT.

CenbTeTBamaTa ynorpeda Ha JIEKApCTBEHH MIPOAYKTH, KOMTO BJAMAAT Ha o0mure Ob0pevHH TyOynHu
TPAHCIIOPTHH CHCTEMH, YYaCTBAIlM B OBOPEUHOTO eTMMAHMpane Ha MeTdhopmuH (Hamnp., ’HXHOHTOpH
Ha TPAHCHOpTEpa Ha OpraHHYHH KaTHoHHU-Z2 [OCT2)/TpaBcnioprepa 3a eKCTPY3Ha HA MHOXECTBO
NeKapcTea M TOKCHHH [multidrug and toxin extrusion, MATE], karo paHonazuH, BaHZEeTaHHO,
JOJIYTErpaBup ¥ LUMETHANH), MOKE 1a MOBHUIIH CUCTEMHATA eKCIIO3UIIAA HAa MET(QOPMHH.

4.6 Pepruianrer, OpeMEeHHOCT H KhPMEHE

bpemenHocT

HsMa noctateuyHo faHHH 3a ynorpebara Ha Buncnoke npu GpeMenHH sxeHH, 3a BIUIAATIHITTHH
€KCTIEPUMEHTAITHUTE MPOYUBAHHA NPH KHBOTHH IOKA3BAT PEMpPOAYKTHBHA TOKCHYHOCT [IPH BUCOKH
[O3M. 32 MET(POPMHH, NPOYHBAHUATA MPH KHBOTHH HE MOKA3BaT PENPOAYKTHBHA TOKCHYHOCT.
[Ipoy4uBaHus npH >KMBOTHH TIPOBEICHH ¢ BHITIATTTHIITHE H METGOPMHEH HeE Ca IOKa3aJii 10Ka3aTesIcTBa
38 TEPATON€HHOCT, HO €A MOKa3aIH (eTOTOKCHYHH €PEKTH NPH TOKCHYHH 3a MaHKaTa JI03H (BXK. TOYKa




5.3). lloTeHUHATHHAT PHCK [IPH XOpa He € H3BecTeH. Buuicnoke He TpaGBa fa ce H3MOJ3Ba 110 BpeMe
Ha OpeMEHHOCT.

KbpmMmene

IlpoyuBaHusTa 3a JXHBOTHH NMIOKA3BAT €KCKPEIMA KaKTO Ha MEeTHOPMHH, TaKa ¥ Ha BIUIJATJIHITHH B
MJIAKOTO. He € u3BecTHO manmu BUIIArTMITTHH C€ eKCKpeTHpa B KbpMaTa, HO METQOPMUH ce
CKCKPETHpaA B KbpMaTa B MaNIKH Konn4uecTsa. [ Iopaay moTeHUHAIHKA PHCK OT XHIIOITIMKEMHS Ha
HOBOPOAeHOTO, Buncnioke He TpsabBa Ja ce M3MoN3Ba Mo BpeMe Ha KspMeHe (BXX. Touka 4.3).

QeprumTer

He ca nposexxnanu npoy4saHus 3a eexta Ha Buncnoke Bppxy (epTHIHTETA IPH X0pa (BXK. TOUKA
5.3).

4.7 EQexTH BbpXy cnocobHocTTa 32 modHpaHe H pAadoTAa ¢ MAINHAH

He ca npopexnanu Mpoy4BaHus 3a ePeKTHTE BEPXY CIIOCOOHOCTTA 3a modHpane u pabora ¢ MALIHHH.
ITauyeHTHTe, KOUTO NMONYUAT 3aMaiBaHe, KATO HEXeJlaHa peakius, TpaOpa aa H306ATBaT Aa wodupar u
aa padoTAT ¢ MaLMHH.

4.8 Hexenanu JeKapCTBEHH PEAKIHK

Ob6obuenue Ha mpoduna Ha 6ezomacHoOCT

JlaHHH 33 6e30MacHOCT ca Noay4YeHH oT 00 6 197 NalHeHTH ¢ €KCMIO3ULIMA Ha
BHJIJATTTHIITHE/METGOPMHUH B paHAOMH3HpaHH, wianebo-KOHTpoupaHd u3nuTBadud. Ot tax 3 698
NALMEHTH NMOTYYaBaT BUIAATTHNTHH/ MEeTHOPMHEH, a 2 499 naumeHTH noay4dasar ninauedo/
MeT(POPMHH.

Hsama npoBeneHH KTMHHYHM NPOYYBaHHA 3a JeyeHHe ¢ Buicnoke. YceraHoBeHo € odaue, ue
OHOEKBHBAIEHTHOCTTA Ha BUWICNOKC € KAKTO HA eJHOBPEMEHHO TIPUITOKEHH BIIIALIHITTHH H
METPOPMHH (BXK. Touka 5.2).

[Io-ronaMaTa yacT OT HEXKETAHUTE Peaki[HH ¢a NEKH U TTPEXOAHN, H HE M3HCKBAT [IPEYyCTaHOBABAHE Ha
neueHuero. He e ycTaHoBeHa Bpp3Ka MexKAy HEXeIaHUTE PEaKLHH H Bb3pacTTa, eTHHYECKATA
MPHHAUIEKHOCT, IPOABIDKUATEIHOCTTA Ha eKCIO3HIIHATA WTH THeBHATA 103a. Ynorpebara Ha
BHJIIAM/IMITTHH C€ CBBP3Ba € PUCK OT Pa3BHUTHE HA NaHKpeaTuT. Cro0LIaea ce 3a Bb3HUKBAaHE Ha
NaKTaTHa auuaosa cie ynorpebara Ha MeTHOPMHH, 0COOEHO NPH MAIHEHTH ChC CHIIECTBYBALILO
OBOpeuHo yBpekaaHe (Bk. Touka 4.4).

COHCBK HAa HEXENAHWTE JeKAPCTRBEHH peakiliy B TabauyeH BUJl

Hexxenanure peakiiiy cpOO0LIABAHM [IPH [TALIMEHTH, KOWTO IMOTYYaBaT BALAATJIMIITHH B ABOMHO-CIIENN
IpOyYBAHMSA, KATO MOHOTEpAllUsA U AOITHJIBAILIG TEpanHa ca H30pOoeHH NO-A0y MO CUCTEMO-OpPraHHa
KiacHQUKaLMsa ¥ adCOMOTHA YecToTa. UecToTHTe ce neHUpAT KaTo MHOTO YecTH (=>1/10); yecTH
(=1/100 no <1/10); neuectu (>1/1000 go <1/100); peaxu (>1/10 000 no <1/1000); MHOrO YeCTH
(<1/10 000), ¢ He3uBecTHA YecTOTa (OT HATMYHHTE JaHHH HE MOKe 7a OB/ie HanpaeeHa oucHka). [Ipn
BCAKO IPYIIMpaHe B 3aBUCHMOCT OT YECTOTATA, HEXKETAHUTE PeakLHH ce u30PpoABAT B HU3XOAAHI peX
0 OTHOLIEHWE HA TAXHATA CEPHO3HOCT.

Tabnauna 1 Hexenanu peaknuu, choOlICHH NPH NANHAEHTH, KOUTO NOIYyYABAT BHJIATTAOTHH H
MeTPOPMHEH (KATO MOHOKOMIOHEHTH HJIH KATO (PHKCHPAHA J030Ba KOMOHHAIHA)




H.IH B I{OMGHHHIIHH C APYru AHTHAHAOETHH JiIeYeHHS B KJIHHHYHH H3IMHTBAHHA H OT

NOCTMAPKETHHIOBHA OMMHAT

CucTeMo-opranen Kiac — HeskeJIaHa peakius YecroTa
Nudexuun 1 uadecranun )
HMHpekuus Ha rOpHUTE JUXATETHM THTUILA Yectr
Hazodapunrur Yectu
Hapymenns na MmeTaGo/1u3Ma H XpaHeHETO
XHUMornvKeMus _ Heuectu
3ary0a Ha aneTur Heuectu
Hamanena abcopOuus na BuTamMuH B M nakTaTHa aumnosa | Muoro peaku*
Hapymenus Ha HepBHATA CHCTEMA
3amMasHOCT YectH

- I'naBoGonue Yectu
Tpemop Yectu
MertaneH Bkyc Heuectn
CroMamHo-4YpeBHH HAPYIIEHHS

- IloBpbiiane YectH
Jnapus Yectu
["anene Yectu
["acTpoe3odareanna pedykcHa 6onecrt YecTu
OnaryneHums - Yectu
3anek Yectu
KopemHa 60s1ka, BKJIFOYMTENHO B rOpHaTa 4yacT Ha kopema | Yectu
[laHkpeaTHT | ' ' Heuectw
XenaroOH/1HAPHH HApPYIIEHHS
Xenatut ~ Heuectu
Hapymenus Ha K0OKaTa H NOAKOXKHATA ThKAH
Xunepxuaposa YectH
[Ipyputyc Yectu

- Obpus YectH
Hepmarur Yectu

- Epurem Heuectn

- Yprukapus Heuectu

ExcdonnatuBau v OYJ103HM KOXKHH J1€3UH, BKITIOYUTETHO
OyJ103eH nempurona

KoyeH BacKyITMT

Aprpairus YecTu
Muanrus Heuectn
OO0mu Hapymenus 1 epeKTH HA MACTOTO HA NPHJIOKEHHE
AcTeHus o _ Yecty
YMopa - Heuectn
Brpucane Heyectr
[lepucdepen orok Heuectu
HU3cnenBanns

_OrksioHeHws B YepHOApOOHHUTE (YHKLMOHAIHH MoKasatenn | Hevectu

C Heu3BeCTHA YecToTa’

C HeMu3BEeCTHA YecToTa’
Hapymennsi Ha MYCKYJIHO-CKeJIeTHATA CHCTEMA H CheIHHHTE/IHATA ThKAH




Hesxenanu peakumu, cboOLIEHH NMPH MALMEHTH, KOMTO MOJIy4YaBaT MET(GOPMHH KaTo
MOHOTEpAITHA U He ca HabJII0JaBaHH NPU NALMEHTH, KOUTO MOJTy4YaBar
BUIAArIMIITHHTMETHOPMHUH KaTo PUKCHpaHa 1030Ba KOMOMHALMA. 3a JOITBIHHTE/THA
MH(OpMaLMs, BUKTE KpaTKaTa XapaKTepHCTHKA Ha MPOYKTa 32 METHOPMHH.

BB3 0CHOBa Ha MOCTMAapPKETHHIOBUSI OITHT.

Onucanue Ha U30paHK HEXKENAHU PEAKLIMK

Bunoaznunmun

Yeproopobro yepexcoane

Mwma cbho01ienus 3a peiku ciTyyau Ha HapylIeHa YepHOAPOOHa (GYHKIMS (BKIFOUMTEIHO XEMATHT)
CJIEA IPUEM Ha BWJIJATJIMNTHH. B Te3H ciyyau nauMeHTHTe KaTo Lo ca 0e3 cUuMIToOMH, Oe3
KJIMHUYHH NOCJICICTBUS M YepHOApOoOHaTa (PYyHKLMA ce Bb3BpbhIla 10 HOpMalaHa clie/ NpeKpaTaBaHe
Ha JIeYEHHeTO. B TaHHKTE OT KOHTPOJIMPAHH U3MMTBAHUS KATO MOHOTEPAITHS M KaTO JOIThjIBalla
TepanMA ¢ NPOABDKUTEHOCT A0 24 ceaMuLM, YecTtoraTa Ha nosuiuasaHe Ha AJIAT wiu ACAT

>3 metv I'TH (k1acuduumpana kato HaiMuue rnpu Hail-Majiko 2 noc/ie0BaTeIHM M3MEPBaHUA UITH
npu ¢uHanHaTa on-treatment BusuTa) € 0,2%, 0,3% u 0,2% cHOTBETHO 3a BUIAArTUITHH 50 mg
BEIHBX JHEBHO, BUIAArMUNTHH 50 mg ABa IbTH JHEBHO W BCHUKH CPABHHUTEIHH NMPOAYKTH. Te3u
NOBUILIABAHMA HA TPaHCAMHHA3UTE KATO LIJIO ca O€3CMMITOMHHU, HENMPOrpeCUpally 10 XapaKTep U He
Ca CBBP3aHH C X0JIECTa3a WIIH KBJITEHHULIA.

Anzuoedem

[Ipu nieyeHue ¢ BUIIAMTUIITHH ce ChOOIIABa 32 Pe/IKM CTy4aH Ha aHIHOE/IEM C YECTOTa CXOJ/IHA C Ta3H
Ha KoHTposuTe. [lo-ronsmara yacT ot ciyyauTe ca ChbOOLIEHH, KOraTO BHIIATJIMITTHH € TIPHJIaraH B
komMOuHaums ¢ ACE unxuburop. [To-ronsmara 4acT ot CbOMTHATA €a JIEKH 110 TEXKECT U OT3BYUYaBaT
NPH NPOIb/DKaBaHEe Ha JICYEHUETO C BUJIIATTMITTHH.

Xunoz2auxemus
B cpaBHUTENHH, KOHTPOJIMPpaHHU NMPOYy4YBaHUSA HA MOHOTEpPAIUA, XUIIOTIMKEMHUATA € HEYECTA MPHU

u3ron3BaHe Ha BUaAaraunTvH (0,4%) kaTo MOHOTEpaNus CNIPAMO aKTHBEH CpaBHUTE/IEH NMPOIYKT WIH
mnanedo (0.2%). Hama cro01eH!s 3a TeXKKH WIH CepHO3HH CHOMTHA Ha Xunoriukemus. [1pu

yrnotpeda KaTo J0mbBalla Tepanus KbM MeTHOPMHH, XUIIOTIMKEMHs Bb3HHKBA MpU 1% ot
NalMEeHTHUTE, JIEKYBaHH ¢ BUIAArIMNTHH M 1pH 0,4% ot nauuenTure Ha ranedo. [Ipu nobassHe Ha
MAOTJIUTA30H, XUIIOITHKeMHs BE3HUKBA 11pH 0,6% OT nauMeHTHTe, JIEKYBaHU C BUJIAATJITMIITHH U TIPH
1,9% ot naumenTHte, nekyBanu ¢ miane6o. [Ipu nobaBsHe Ha CynIhOHHTYPEHHO MPOU3BOIHO,
XUIIOTTMKeMUs Bb3HUKBA NpH 1,2% OT nauueHTUTe, IEKYBaHU C BUIAArIunTyH v npu 0,6% ot
naudeHTuTe Ha rianedo. [Ipu nodassue Ha cyndoHUITypeitHO NPOU3BOAHO H METGOPMHH,
XUIMOTIMKeMHs Bb3HHKBA MpH 5,1% OT mauueHTHTE, TeKYBaHU ¢ BUIAArIMNTHH U npu 1,9% ot
naueHTuTe Ha rraieto. [Ipu nauueHTH, npueMaiiy BUIJArTMITHH B KOMOMHALIKA C HHCYJTHH,
YECTOTaTa Ha Bb3HUKBAHE Ha XUNOTIUKeMUs € 14% 3a BungarnuntuH U 16% 3a nnauebo.

Memdapopmun

Hamanena abcopbyus na eumamun B2

Hamanenue Ha abcopbumsaTa Ha BuTamuH B12 ¢ noHwKeHHe Ha cepyMHUTE HUBA ce Ha0/IK0JaBa MHOTO
PAAKO NPH NMALKWEHTH, KOWTO Ca JIEKyBaHH ¢ MeTQOPMHH 3a AbIbr nepuoa ot BpeMe. [Ipenopwusa ce
Jla e MMa MpeaBu]I MoA00Ha €THOIOTHSA, aKO NPH MALMEHT € HaIMYHA MeranobaacTHa aHeMHuS.

Yeprnoopobua ghynxyus




CrwobluaBa ce 3a H30THUPaHH CTyYaH Ha OTKJIOHEHHA B CTOMHOCTHTE HA YEPHOAPOOHHUTE
({YHKLHMOHAITHH TIOKA3aTe I HJTH XCTIATHT, KOKTO OTIIYMABAT CJIe/ MPEKPATABAHE IPHEMA Ha
MeT(HOPMHUH.

CmoMawHo-YpesHU HAPYULCH U

CTOMallIHO-YPEBHUTE HeXeJTaHH PeaKIHK BE3HWKBAT Hai-4eCcTO MO BpeME Ha 3all04YBaHE HA
TEPAIMATA H OTIIYMABAT CIIOHTAHHO B NOBSYUETO CAyYau. 3a Aa Ce IIPpCAOTBPATAT ¢€ MpenopeiBa
MET(QOPMHH J1a ce IprueMa KaTo 2 JHeBHH JIO3H 110 BpeM€E Ha WM e XpaHeHe. baBHOTO noBuinaBaHe
Ha 103aTa MOXKEe CHIIO Ja Mogodpy cTOMAaIIHO-4PEBHATA IIOHOCUMOCT.

CrobliaBane Ha TONIO3UPAHH HEXEJIAHH PeaKIHK

Crob1maBaHeTo Ha OA03UPaHH HeKeIaHHM PEaKIHH Clie] pa3pelliapaHe 3a ynorpeda Ha JIEKAPCTBCHUA
[IPOAYKT € BakHO. ToBa M0O3B0JIABA 14 MPOABDKH Hab/M0A¢HHETO Ha CHOTHOHICHHETO I0JI33/PHCK 34
NEKAPCTBEHUA MPOAYKT. OT MeTUIIMHCKHTE CIIELIHATHCTH Ce M3MCKBa Ad ChOOLIABAT BCAKA

MOAO3MpaHa HeXKeNlaHa peakuua dpe3 H3nbaHuTenHa areHuus no jexapcersara yi. .,Jlamsas I'pyes” Ne
8, 1303 Codus, Ten.: +35 928903417, yebcaliT: www.bda.bg.

4.9 IIpemozmpane

Hama aaHHU CBBp3aHU ¢ npeao3upane ¢ Buncnokc.

Buroazrunmun
HMudopmanmata o oTHOIEHHE Ha npeae3Mpade ¢ BUIAATAUAIITHH € OrpaHuy€eHa.

CYMITTOMMH

HupopmaluaTa 3a BEpOATHH CHMITTOMH Ha NPEIO3MPAHE C BIZANIMIITHH € HOJIydeHa OT NIPOYUBaHe
3a NOHOCHMOCT Ha yBeJTHYaBallla ¢€ JI03a NpH 3ApaBH MHAWBH/IN, HA KOHTO € [IpHIarad BHIArIHOTHH
32 10 qum, Tlpu no3a or 400 mg e MMano TpH ciry4ad Ha MYCKYJIHH OOJIKM M OTAC/IHH CJIydad Ha JIEKH
¥ NPCXOJHHU MAPECTEe3IHH, BUCOKA TEMIIEPATYPA, OTOLH H NMPEXOHO TIOBUIIABAHE HA HUBOTO Ha
nmunasata. [lpu nosa or 600 mg eaHo aMUe € NOMYYWIO OTOK Ha CTHIIANATA ¥ PBLETE, H MOBHIIIABAHE
Ha HHUBaTa Ha KpeatuHdochokunazara (KOK), ACAT, C-peakturuus npoterH (CRP) u Muornobuna.
Tpu apyru nulia ca DOIYYHIMA OTOLM IO XOAWIaTa, B ABa OT ClTy4yauTe ¢ NapecTesHH. BCHukH
CHMITTOMH H OTKJIOHEHHUA B 1aOOPaTOPHMTE IIOKA3ATETH OT3By4YaBar Oe3 IeUeHHE Clell
NPeyCTAHOBABAHE NPUEMA Ha M3CICABAHUS JIEKAPCTBEH MPOTYKT.

Memdepopmun
IIpenosupane ¢ Bucoka a03a MeT(QOpMHUH (MK NPH CHITFTCTBAN PHCK OT JAKTATHA aUMA03a) MOXKE Ja

AOBEIE /10 JIAKTATHA alM/103a, KOATO NPEICTABIABA ClIEIHO CheTOSHHE B TpA0Ba Ja ce NIEKyBa B
S0 1HALIA.

JleueHue

Haii-eexTHBHUAT METO] 3a OTCTpaHABane Ha MEeTPOPMHH € XeMoaHaIH3a. Bunparnuntuy, obaue, He
MOX€ Ja ObJ€ OTCTPAHEH Ype3 XEMOIHAIH3a, HO OCHOBHHAT MYy MeTabonHT cie xunponusa (LAY
151) Moxe na ce nuanusupa. [IpenoppuBa ce Mo ABPKALIO JICYEHHE.,

5. @®APMAKOJOIHYHM CBOMCTBA

5.1 ®dapmakoIAHAMHYHEH CBOICTBA




PapmakoTepaneBTH4HA rpyra: JIekapcTra 3a JedeHne Ha JuadeT, KOMOMHALIMA OT NePOPaIHHU,
MOHWKABALUH KpbBHATA 3axap nekapcrba, ATC koa: A10BDO0S

MexaHH3bM Ha JelcTBHE

Buncnokc kKoMOMHHpa ABE aHTHXUTICPrIMKEMHYHM CPENICTRA ¢ B3aWMMHEO OTTHLIBAIIH C€ MEXAHW3MU
Ha JSHCTBHE 3a N0A00psABaHE HA TNTHKEMUYHHA KOHTPOI MPH NALMEHTH ¢ AUa0eT THIL 2:
BWIJAIIHNOTHH, TIPEACTABUTEN HA KJIAaca JIEKAPCTBEHH NMPOAYKTH CTHMYJIMPALLH KIETKHTE B OCTPOBUTE
Ha MMaHKpeaca U METPOPMHUHOB XHUAPOXIIOPH, NIPeACTABUTEN Ha Kilaca HA OMrBaHUIHTE.

BunarnunmuH, KOHTO criaia KbM KJIACA JICKAPCTBEHU TIPOAYKTH CTHMYIHPAIIK OCTPOBHHUTE KIETKH B
NMaHKpeaca, € MOLIEH H CEeJIEKTHBCH HHXHUOUTOP Ha IUNENTUAWI nenTHaasa-4 (DPP-4). Merdopmun
NEHCTBA OCHOBHO Ype3 HaMaJsiBaHE HA CHAOIeHHOTO o0pa3yBaHe Ha IJIFOK03a B YepHHS 2pod.

DapMakoAMHAMWYHM e(DEKTH

Buroaznunmun

BuaparnunTrl aeicrea ocHOBHO 4pe3 HHXHOMpane Ha DPP-4, eH3HMBT OTrOBOPEH 3a pa3rpakaaHeTo
Ha HHKpeTHHOBHTE XOpMoHH GLP-1 (rmrokaron noxoben nenrua-1) u GIP (nmoko3o-3aBUcHM
HHCYJIMHOTPOITIEH TIOJIMISIITH ).

IIpuiiokeHHeTo Ha BUIAAMJIMIITHH BOOH 10 Obp30 M ITBITHO HHXHOHpaHe Ha aKkTUBHOCTTA Ha DPP-4, 8
pe3yJNITaT Ha KOETO ce NMOBMINABAT CHAOT€HHUTE HUBA HA HHKpeTHHOBUTE XopMOoHn GLP-1 u GIP,
KAKTO Ha IVIaHO TaKa H Clie]l XpaHeHe.

[TocpencTBOM NOBUILABAHE HA €HAOTEHHHTE HHBA HA Te3H HHKPETHHOBH XOPMOHH, BU/IATIUIITHH
NOBHINIABA YYBCTBHTETHOCTTa Ha 0eTa KICTKMTE KbM KPbBHATA 3aXap, KOETO BOAH 10 NOA0OpABaHe Ha
TJIIOKO30-3aBHCHMATa HHCYMHOBA cekpelys. JleueHneto ¢ pungarmuaTud S0-100 mg nHeBHO 1pH
MalHMENTH ¢ JHadeT T 2 3Ha4MMO ToAcOpABa MoKasaTeuTe 3a OeTa-K1eTbuHaTa PYHKLIMA, KOUTO
skmousaT HOMA-[3 (Homeostasis Model Assessment—[3), ChOTHOIICHHETO NMPOHHCYIUH CIIPAMO
WHCYJ/IMH K H3MEPBAHETO HA PEAKTHBHOCTTA Ha 0eTa KISTKHTE MPH TECTA 33 TOJIEPAHTHOCT IIPH YeCTO
naBaHe Ha XpaHa. [Ipy nuua, kouTo HAMaT quaber (HOPpMOrTTHKEeMHUS ), BUJIAATJIHITTHH HE CTHMYJIHpa
CEKpelMATa HA HHCYJIMH W He HaMa/1siBa HUBOTO Ha KPBBHATA 3aXap.

Ypes noBuiiaBaHe Ha €HAOIeHHOTO HHBO Ha GLP-1, BUIZarTMITHH MOBHINIABA UYBCTBHTEIHOCTTA Ha
aJi(pa KIETKHATE KbM KPBBHATA 3aXap, KOeTO BOAM JI0 I0-afeKBATHA HAa KPBBHATA 3aXap CEKpelLus Ha
[THOKArOH.

IlorHIIaBaHETO Ha HHKPCTHHOBUTE XOPMOHH B YCJIOBHATA Ha XUINCPIITHKEMHA BOAY 10 3aCHIICHO
YEC/IHYaBaAHE Ha CBhOTHOLISCHHETO HHC)(.HHHf IMMOKarod H HaMa1aBaHe NpoayKIMATA Ha ITHOKO34a OT
HYCPpHUA ,!],].'}06, KaKTO Ha INTAJHO, TaKa H CICA XpaHCHC, C KOCTO CC HAMaJIIBA INNTHKCMHATA.

HzBecTHUAT edeKT, ue NoBUIEHOTO HHBO Ha GLP-1 3a6aBs ¢cTOMaIlIHOTO H3Npa3BaHe He Ce
Ha0JII01aBa [pH TeYeHHUE ¢ BHIAArNHIITHH.

Memdghopmun

MeT¢popMHH € OHUrBaHHA ¢ AHTHXHIIEPIIIMKEMHYEH e(DEKT, KOHTO MOHIKABA CTOHHOCTUATE HA TIIIOKO034
B MJ1a3Mara - KakTo Ha I1agHo, Taka v cnea XpaHeHe. 1ol He CTUMyIHpa CEKpELIUATA HA HHCYTHH H
[IOPaJH TOBA HE BOAU /10 XHIIOITHKEMMA HIIH YBEIHYABAHE HA TEIECHOTO TETJIO.

MeTt¢hopMHH MOKe 1a OKa3Ba CBOA TIIIOKO30-HOHMKABAL e(peKT IMOCPEACTBOM TPH MeXaHH3Ma:




- MOCPEICTBOM HaMalldBaHe Ha 00pa3yBaHETO Ha IJIKOKo3a B YepHHS Apo6 upe3 nHXHOHpaHe Ha
TJIFOKOHEOTE€HE3aTa U [JIMKOTeHOMH3aTa;

- B MYCKYJIUTE NMOCPEACTBOM YMEPEHO H3pa3eHO yBeIHYaRaHe Ha HHCYIHMHOBATA
YyBCTBHTEIIHOCT, IOA0OPABAHKH neprdepHOTOC NoeMaHe H YCROABAHE HA IIOKO3aTa;

- MOCpeACTBOM 3a0aBsHEe Ha abcopOiuaTa Ha TTIOKO34Ta B YepBaTa.

MeTdhopMHE cCTHMYIHpa BETPEKIIETHYHMA CHHTE3 HA [IHKOI'eH, IOCPEACTBOM IIOB/IHABAHE HA

ITIMKOTEH CHHTE3aTa H ITOBHINABA TPAHCIIOPTHHS KanalHUTeT Ha CMeM¢UIHNA THITOBE MEMOPaHHH

rmoko3Hu Tpancroprepu (GLUT-1 u GLUT-4).

Ipu xopa, HE3aBUCHUMO OT BIMAHHETO CH BEPXY TJIMKEMHUATA, METHOPMUH UMA OJIaronpHATHU €PEeKTH
BBPXY JTUNUIHHA META00NH3BM. B cpeHo- ¥ ABIroCpOYHH KITHHAYHH MPOYYBAHHSA, NIPY IIPHEM Ha
TEPaNeBTHYHH JO3H € [IOKA3aHO, Y€: MeTPOPMHH MNOHMKABA CEPYMHUTE HHUBA Ha 0OLIHS XOJIECTEpoIl,
LDL-xonectepona ¥ TPUTNHLEPHIHTE.,

lIpocnextuBHOTO, panaomMusupato npoyusane UKPDS (UK Prospective Diabetes Study) ycranoBapa

ABITOCPOYHHTE MOJA3H OT HHTEH3MBHUA KOHTPOJI HA KpbBHATa 3aXap MpH MalUeHTH ¢ Auader tum 2.

AHAIA3BT HA PE3YITATUTE MPH MALKEHTH C HATHOPMEHO TETJIO, IEKYBAHH ¢ MET(OPMHH CIiEn

HEYCIEeX OT JEUYCHHE CaMo C IMETA [IOKA3BAT:

- 3HAYHMO HaMa/IABaHe Ha aOCOIKOTHHA PHUCK OT BCAKO CBBP3aHO ¢ JHabeTa yCJI0KHEHHUE B
rpynata Ha Mmergopmut (29,8 csouTHA/ 1000 nauueHT-TOJHHN) CITPAMO MAIHEHTUTE OCTABCHH
camoO Ha aueta (43,3 cedburna/1000 nauyent-roguan), p=0,0023 1 cnpaMo rpynure Ha
KOMOHMHUPAaHa TEPaUA cbe CYAGOHUTYpEHHH IPOAYKTH H Ha MOHOTEpanmis ¢ HHCYRH (40,1
crOuTHA/1 000 nanuenT-rogunn), p=0,0034;

- 3HAYHMMO HaMaJIABaHe Ha a0COMIOTHHA PUCK OT CBBbp3aHa ¢ quadeTa CMBLPTHOCT, METQOPMHH 7,5
¢e0uTHA/ ] 000 manueHT-roaMHK, caMo Ha gueta 12,7 ¢s6utHa/1000 mauuenT-roaunu, p=0,017;

- 3HAYMMO HaMa/IIBaHe Ha abCOMOTHUSA PUCK OT 001la CMBPTHOCT: MeTHOpMUH 13,5
cpOuTHA/ 1000 nauueHT-roqusm cipsamo camo Ha aueta 20,6 cuOuTHA/ 1000 maiueHT-ro1MH"
(p=0,011) u ctipamo rpymure Ha KOMOHHHpaHa TepanHd CBC CYNIQOHHTYPEHHH NPOAYKTH H Ha
MOHOTepanu# ¢ HHCyuH 18,9 csbutua/1000 nauuent-rogunas (p=0,021);

- 3HAYMMO HaMaJliBaHe Ha aDCONIOTHHUA PHCK OT HH(PAPKT HA MMOKapaa: MeTgopMuH 11
cpOuTHA/1000 maumeHT-ronuHH, caMo Ha auera 18 cvourua/1000 nauueHt-roavum (p=0,01).

KnnynyHa eukacHOCT M 6e30macHOCT

ITIpubaBsiHETO Ha BIIAIIHOTHH KBM JE€YEHHETO HA [TALMEHTH, YHHTO [VIHKEMHYEH KOHTPOJI HE €
3aI0BOJTMTE/IEH BBIIPEKH MOHOTEPANIMATA ¢ MET(HOPMHH, ClIed 6-MECEYHO JICUEHHE BOIH J0
JOIMBIHHATETHO CTATUCTHUECKH 3HAVUMO CPEeIHO MOHMHKaBaHe Ha cToiinocTHTe Ha HbA | B cpaBHEHHE
¢ nanedo (pazuky Mexay rpynure ot -0,7% no -1,1%, croTBETHO, 332 BEAArMITHH 50 mg H

100 mg). [IpoueHTET Ha MAIIHEHTHTE, KOUTO [IOCTHIAT MOHKMKaBaHe Ha CTOMHOCTHUTE Ha HbA . C

> 0,7% cnpaAMO H3XOAHUTE € CTATHCTHYECKM 3HAYMMO IMTO-BHUCOK B JIBETE MPYIIM HA BHIJATTHIITHH
IUTEOC MET(POPMHH (CBOTBETHO 46% 1 60%) cripamo rpymnaTa Ha MeTdopmuH mmoc miauedo (20%).

B 24-ceqMHYHO KIMHWYHO W3NKTBaHe, BUIAATTMOTHH (50 mg ABa IIBTH JIHEBHQ) € CPABHEH C
NHOrNMHTa30H (30 mg BeAHBX JHERHO) MPH NALMEHTH, MPH KOHTO HE € MOCTUTHAT aJeKBaTCH
MIHKEMHYEH KOHTPOIT ¢ METQPOPMHH (CpeaHa aHeBHa Ao3a: 2020 mg). CpenHOTC NOHMKEHUE HA
nuBara Ha HbA . npu cpenen uzxoaen HbA . ot 8,4%, e -0,9% npu 10o0apiaHe Ha BUNAATIHINTHH KbM
MeThopmuH U -1,0% npu nobaesHe Ha nHoraHTa30oH KhM MeTdhopMuH., CpeaHOTO MOBHIIABAHE HA
TEJIECHOTO TEJI0, HAOMOJABAHO NPH MAIUEHTHTE, NMPUEMAIIHU ITHOTIHTA30H B JIOTIBIIHEHHE KbM
meTdopmuH € +1,9 kg, cnipamo +0,3 kg npu nanpeHTHTE, MpHEMAIIH BUWIIATTTMITHH B JOMMBJTHEHHE
KbM MET(OPMMH.




B xMHHYHO M3NMTBaHE ¢ 2-TORHILHA NPOBDKHTENHOCT, BHLAANIMITHE (50 mg IBa [TbTH AHEBHO) €
CpaBHEH C raMMenupua (10 6 mg/neH — cpeana Ao3a npes 2-te roaus: 4,6 mg) cien nobaesiHe KbM
TeparnuiaTa Ha MaUHeHTH, JIEKyBaHH ¢ METGOPMHUH (CpeaHa AHeBHa qo3a: 1894 mg). Cnen 1 roauna
CPCAHOTO NMOHWKEHHE Ha HuBata Ha HbAq. ¢ -0,4% npu nobaesHe Ha BUIAANIHIITHH KbM MeTHOPMHH
1 -0,5% ripu aoGaBsane Ha IIIMMeNHpPU KM MeTdhOpMEH, Ipu cpeaeH uixoned HbA . ot 7,3%.
Ilpomsnara B TenecHOTO Termo npu erigaramnTr e -0,2 kg cnpamo +1,6 kg npu rituMenupu.
HecroTara Ha ciTyyanTe Ha XHITOTJIMKEMHS € CHTHHGHKAHTHO MO-HHCKA B IPYTIATA HA BIIIATTUNITAH
(1,7%) B cpaBHenue ¢ rpynara Ha rmumenupun (16,2%). B kpaitaara Touka Ha NpOYYBaHETO (caen 2
roauHy) crodHocTHTe Ha HbA ¢ ca nosmoOHH Ha M3XOQHHTE CTOMHOCTH B IBETE TEpANEBTHYHH TPYIIH,
4 Pa3IN4HATA M0 OTHOLICHHE Ha NIPOMAHATA B TEJIECHOTO TErJIO M CIYYAHTE Ha XHITOTJIMKEMHUA CE
3ara3Bar.

B 52-cenMutHO H3NMHTBaHe BHNAArnUNTHH (50 mg JBa ITbTH JHEBHO) € CpaBHEH C rIMUKnasni (cpeiHa
AHEBHa J103a: 229,5 mg) cnen fo0aBgHe KbM TEPANHUATA HA ALMEHTH, IPH KOHTO HE € TIOCTHIHAT
KOHTPOJ ¢ MeT(hopMun (M3xonHa no3a 1928 mg/nen). Cnen 1 roamHa cpeaHOTO noHmwkeHue Ha HbA |
¢ -0,81% npu 106aBsHe Ha BIWINATIUITHH KbM MeTQOPMHH (1IpH cpeneH m3xoneH HbA . 8,4%) u -
0,85% mpu nobassHe Ha ruknasun keM MeTdopMuH (MpH cpeeH 3xoned HbA . 8,5%); mokasana e
CTATHCTHYCCKH 3HAa4YMMa He No-MaJika edukacHocTt (95% CI -0,11 — 0,20). IIpomaHara B TenecHOTO
Terno e +0,1 kg npu swiaarnuortus cnpamo +1,4 kg npu riaMkIasua.

B eaHo 24-ceaMHUYHO KNTMHUYHO H3IMTBAKE € OLEHEHa 6(HKACHOCTTa Ha PHKCHpAHATa A030Ba
KOMOHHAlMS OT BWIIATTTUIITHH U METGOPMHH (MOCTENEHHO THTPHPAHA 0 1034 OT 50 mg/500 mg apa
MhTH JHEBHO WK 50 mg/1000 mg npa nbTH AHEBHO), MPHIOKEHA KATO IbpBOHAYaJIHA TEPanus [pU
NaLHEHTH, KOUTO HE ca MpHEeMANH NpeIH TORa ApYyTH Jekapcrea. KoMmOMHAaLMsTa

BUNAATIHOTHH/ METopMuH 50 mg/1000 mg, npunoxkeHa 1Ba MbTH THEBHO, noumkasa HbA . ¢ -
1,82%, sungarnunrun/Merdopmun 50 mg/500 mg, nprTokeHa ABa ITHTH AHEBHO, ¢ -1,61%,
meTdopmud 1000 mg, npwioxeH 1Ba IBTH AHEBHO, ¢ -1,36% 1 BHNAArTHITHH 50 mg, OPHAOKEH /IBa
IT6TH IHEBHO, ¢ -1,09% npu usxonen HbA . 8,6%. INonwxkennero Ha HbA ., HabmoaaBaHo npH
MAalHUEHTH ¢ U3Xx0jeH HbA | >10,0% e no-roasamo.

24-ceAMHYHO, PaHIOMU3HPAHO, ABOKHO-CIIAINO, INANE60-KOHTPOITHPAHO M3IUTBAHE € IPOBEIEHO ipu
318 manuenTH, 3a na oUeHH eUKACHOCTTA U 5e30MacHOCTTa Ha BHLIATTHITUH (50 g asa ObTH
AHCBHO) B KOMOUHALMA ¢ MeTGopMuH (>1500 mg aHeBHO) M rmuMenupu (>4 mg nHeBHO).
Bunparnuirrus B koMGMHaLS ¢ MeT(hOPMHH H TITHMENHPHA CUTHA(DHKaHTHO noHmkasa HbA |
crpsamo mianebo. Kopurupanara cnpsaMo mwiaueGo pasiuka B CpeqHOTO MoHivkenue Ha HbA 1, cnipsamo
H3X0oAHAaTa CTOMHOCT oT §8,8% e -0,76%.

[TpoBeneno e neTroaniHO, MHOPOLIEHTPOBO, PAHIOMM3HPAHO, IBOHHOCIIANO IIPOYYBAHE NIPH
NAMENTH CBC 3aXapeH A4abeT THI 2, 3a /1a ¢ OLEHH €EeKTET Ha PAHHO JcYeHHE C KOMOHHALMATA
BIITATIMITHH B MeTopmuH (N=998) cripaMo cTaHAapTHA MEPBOHAYATHA MOHOTEPATIHS C
METQOPMUH, NOCTIEIBAHA OT KOMOHHALMS ¢ BIJLIALIMITYH (IPyna Ha IOCTIEJ0BATENHO ICUcHHE)
(N=1003) nipn HOBOAHATHOCTHLMPAHH NALMEHTH ChC 3axaped quaber Tun 2. Cxemara ¢
KOMOWHALMATA Ha BAJAArTUNTHH 50 Mg ABa MHTH JHEBHO IUTIOC MET(OPMHHE BOIH 10 CTATHCTHYECKH
H KIMHUYHO 3HAYHMMO OTHOCHUTETHO HAMAJTABAHE HAa PHUCKa “BpeMe 10 MOTBBbPAEH HEYCIIEX Ha
MEPBOHAYANHOTO JieueHue™ (cToiHocT Ha HbA 1. >7%), cipamo MoHoTepanus ¢ MerGopMuUH npu
HEJICKYBaHH 10 MOMCHTA NAUMEHTH CHC 3axapeH auabet THI 2 npe3 5-roauInHaTa Mpo b/DKHTEIHOCT
Ha npoyusareTo (HR [95%CI]: 0,51 [0,45, 0,58]; p<0,001). YectoTaTa Ha Heycrex Ha
IIEPBOHAYANTHOTO Jieuenue (cToiHocT Ha HbA 1. >7%) e 429 (43,6%) naumenTH B rpyata Ha jICUEHHE
¢ komOuHanusTa ¥ 614 (62,1%) naumeHTH B rpymnara Ha MOCASAOBATENHO JICUSHHE.




24-ceIMAYHO, paHIOMH3UPAHO, IBOHHO-CAANO, ILTAe00-KOHTPOIHPAHO H3IIMTBAHE € MPOBEAEHO NMPH
449 nauueHTH, 3a Aa oLleHH ehpHKaCHOCTTA M Ge3onacHocTTa Ha BaAaradnTkH (50 mg aBa mbTH
JAHEBHO) B KOMOUHAUHUA € ITOCTOAHHA 1034 Oa3aIeH HIH CMEeCEH HHCYIIMH (CpeHa qHeBHA 103a 41
€IMHHIIH), CBC CBITBTCTBAIL MpHeM Ha MeTdhopMud (N=276) wiu Oe3 chrbTCTBAL [IPHEM Ha
meTpopMul (N=173). Bungarmarrud B KOMOHHALHA ¢ HHCYJTHH CHTrHH(HKAHTHO noHmkaBa HbA .
cnpAMo Iwtaueto. B obmara nonynauys KopHrapaHata cpsaMo mianedo pasiavka B CpeIHOTO
nonwkenue Ha HbA ;. mpu cpenna M3xoaHa croiiHoct Ha HbA . 8,8% e -0,72%. B noarpynwure,
JIEKYBaHH C HHCYJIMH, ChC WIH 0€3 CHITHTCTBALI IIPHEM Ha MeTGOPMHH, KOPUTHPAHOTO CIIPAMO
wanebo cpeaHo noHwkende Ha HbA . ¢ cborBeTHO -0,63% 1 -0,84%. YecToTaTa Ha XUIMOTJIHKEMUS B
obwiara nomynanus € 8§,4% u 7,2%, CROTBETHO B I'PYINMHTE Ha BHIAATIHITHH U mianeto. [pu
MAalHEHTHTE, IIPHCMAIITH BHIJANTHITTHH, HE ce HaOmonasa nosumagade Ha rernorto (+0,2 kg), nokato
NpH NMprUeEMaLIUTE naledo ce Habmojasa norwkenune Ha terioto (-0,7 kg).

B npyro 24-ceAMHYHO TIpOyYBaHe NpH NALKMEHTH C O-HAIpeAHaN 3axapeH fuabder TvN 2, IIPH KOHUTO
HE € IIOCTHTHAT aJAcKBaTEH KOHTPOJI ¢ JICUSHUETO ¢ HHCYJIMH (KpaTKo U Obp30JeicTRAaLl, CPEaHa
HHCYJTHHOBA 103a oT 80 IU/nneBHo), cpennoTo moHmxkeHue Ha HbA . mpH nobasane Ha
BHNAarmunTiH (50 mg ABa BT JHEBHO) KBM HHCYIIMHA € CTATHCTHYCCKH 3HAYHMMO I10-rONAMO,
OTKOJIKOTO MpH KOMOHHauuATa ranebo mmnoc uHcynuH (0,5% copsamo 0,2%). Yecrorara Ha
XHITOLJIMKEMHUS € IMO-HUCKA B IpynaTa Ha BIIIArIHNITHH, OTKOIKOTO B mnanebo rpynara (22,9%

crpsaMo 29,6%).

CopOeyHO-CBO08 PUCK

Merta-ananu3 Ha HE3aBHCUMUTE U MTPOCIIEKTHEHO MPEIBAPUTENTHO OTIPEACIICHATE ChPACYHO-CH/IOBH
HEJKEITaHH CHOMTHA OT NpoBeAeHHU 37 KIHHHYHM M3nmHTBaHuA, ¢a3za 111 u IV 3a moHOTEpanus 4
KOMOMHHMpaHa Tepanus ¢ IPOABIDKUTENHOCT HAJ 2 TOAMHH {CpeiHa €KCITO3MIIHA 50 ceqMHLIM 3a
BHUIIALTHITHH M 49 ceAMHIIM 3a CPAaBHHTEIHOTO CPEACTRO), IOKA3Ba, UE JICUSHHETO ¢ BIIIAIMIITHH
HE € CBBP3aHO C NMOBUIIABAHE HA CHPASUYHO-CHJAOBHSA PHCK COPAMO CPABHHTETHUTE NMPOAYKTH.
CpcraBHaTa KpaiiHa TOYKa Ha NIPEIBAPUTETHO ONPEACICHHTE CEPHO3HH CHPAEYHO-CHAOBH CHOMTH
(MACE), BIUIIOWBAIIH OCThP HH(APKT Ha MHOKApa, HHCYIT WIH CHPAEYHO-CHI0OBA CMBPT, € N0100Ha
TIPH BITJATNTHITHH CIPAMO KOMOWHMPAHH aKTHEHH H TUTaneb0 CpaBHMTETHA OIPOAYKTH |OTHOCHTENEH
puck o Mantel-Haenszel (M-H RR) 0.82 (95% CI 0,61-1,11)]. Cepro3Ho ChpAeUHO-CBHA0BO CHOUTHE
€ BL3HHKHaI0 11pH 83 ot 9599 (0,86%) oT nmandeHTHTE TCKYBAHH C BUWIZATIHOTHH ¥ 1ipH 85 ot 7102
(1,02%) npH naumeHTHTE, TIEKYBAHH CHC CPABHUTETHHA MpoyKT. OueHka Ha BcekH oraened MACE
KOMIIOHEHT TOKa3Ba, Y& HAMa nosHiueH puck (noagobuo M-H RR). [lorebpaeHwure ciyyau Ha
¢bpaeuHa HexoctarbyHocT (HF), neduuupany Karo ¢upAacyHa HEAOCTATHYHOCT, H3UCKBAIIA
XOCTIMTATH3aLMA WM HOBOBB3HHKHAIIA ChPAeYHa HEAOCTATHUHOCT ca Jokinansanu 1pH 41 (0,43%) ot
MALUCHTHUTE, TEKYBaHM ¢ BUAAArmunTHH W 32 (0,45%) or maldeHTUTE, TEKYBaHH ChC CPABHHTEIHUS

npoaykt ¢ M-H RR 1,08 (93% CI 0,68-1,70).

[leauwaTpyUyHa romyaanus

EpponekickaTa areHIHA MO JeKapcTBaTa OCBOOOKAABA OT 3aAB/DKEHHETO 3a TIPEOCTaBAHE HA
pE3YNITATUTE OT NPOYYBAHUATA ¢ pePEPEHTHHS JIEKAPCTBEH MPOAYKT, ChABPXKALL BHJLIATJIMITTHH B
KOMOMHaUUs ¢ METOPMHH BbB BCHYKH MOATPYTN HA MeTHATPAYHATA NIOMYJIAUMA CBbC 3aXapeH auadet
THII 2 (B3K. Touka 4.2 32 HHGOpMALIHA OTHOCHO YIIOTPeOa B MeIHATPHATA).

5.2 @PapMakoKHHETHYHH CBOHCTBA

Bungarmnmiud 1 MeTdopMHH
Abcopbyus




Hokasana € OHOEKBHBANCHTHOCT HA GUKCHpAHATA KOMBHHALWA Ha BIWIAAT/IMITTHH 1 MEeTPOPMHHOB
XHAPOXJIOPHA TIPH TpH pa3iiyuHK A03HPOBKH (50 mg/500 mg, 50 mg/850 mg n 50 mg/1000 mg)
CIPAMO KOMOMHALIMA OT OTAC/IHH TabNeTKH BUIIANTHIITHE H METGHOPMHHOB XHAPOXJIOPUN B
ChOTBETCTBALUHTE 103H.

XpaHara He MOBJIHABA CTETICHTA H CKOPOCTTA Ha abcopBLIMs Ha BIIHArIMITHE OoT Bricmoke.
CKOpOCTTa W CTeneHTa Ha abcopbursa Ha MeT(GOpMHH oT Buicmoke 50 mg/1000 mg ca HamaJieHHu,
KOTaTo ¢€ Npyjlara ¢AHOBPEMEHHO ¢ XpaHa, KOeTO € OTpa3saBa B MOHKEHHE HA Cax ¢ 26%, AUC cbe
7% 4 3a0aBAHe HA JOCTHUIAHETO HA tma (2,0 1o 4,0 uaca).

ITocnenpamoTo H3M0KEHHE oTpaszaBa GapMaKOKHHETHYHHTE CBOMCTBA HA OTIACIIHUTE AaKTUBHHU
BellecTBEa BER BHIcnokc.

Bungarnvorux

Abcopbyus

Cnex nepopanso IPUIOKEHHE HA ITIaHO BIILIATJIMIITHH ce abcopGipa Gbp30 ¢ MMKOBA IU1a3MeHa
KOHIIEHTpalM Hadmo/iaBaka Ha 1,7 yac. Xpahara c¢1abo 3a6aBs BpeMeTO 3a JOCTHIaHe Ha NUKOBaTa
[UIa3MeHa KOHLEHTPpaLua 10 2,5 4aca, Ho He NoBnusBa o0wara ekcnosuums (AUC). TTpaiokeHHeTo
Ha BUJATIHITHH € XpaHa BOAH A0 NOHHXaBaHe Ha Cra (19%) cripsaMo npuioskeHUe Ha FIamHo.
CrerieHra Ha npoMsHa, 06ave, He € KIMHAYHO 3HAUMMAa, TAKa 4e BATIANTHIITHH MOYKe 13 Ce pusara c
HIH Oe3 XpaHa. AGCOMOTHaTa GHOHATMYHOCT € 85%.

Paznpedenenue

CeBBp3BaHeTO HA BUIAATNIMIITHH ¢ TUIa3MEHKTE TIPOTeHHH € cnado (9,3%) U BUNOarIunTHH ce
pasnpenesns NopaBHO MEXKAY TUIA3MATA M YEPBEHHUTE KPBBHH KIETKH. CpesHHAT o6eM Ha
Pasnpee/ICHUC HA BIWINAMTHNTHH B CTALIHOHAPHO CHLCTOSAHUE CIISH HHTPABEHO3HO MpuiiokeHHe (V) €
71 nurpa, KOeTO NMpeanoJiara eKCTpaBacKyaapHo pasripeac/icHHE.

buompancgopmayus

MeTabonM3MBT € OCHOBHMAT IBT HA €IMMUHUPAHE Ha BIJIIACIHITHH [IPH X0pa, KOCTO ce OTHACH 34
69% ot mozata. OcHoBHuAT MeTaBoiuT (LAY 151) e GapMaxkoOrH4HO HEAKTHBEH H € IPOIYKT Ha
XHJIpOJIM3aTa HA LHAHO IpynaTta, ChCTaB/IaBa 57% 0T 1o34ara, MOCIEABAH OT NPOAYKT Ha aMHJHA
xuzposnusa (4% ot no3ata). DPP-4 nonpuHacs 9acTHYHO 32 XMAPOIM3ATA HA BIINATTHITTHH, KOETO Ce
OCHOBaBA Ha i1 VIV NIPOYUBAaHe, B KOETO Ca H3MNO0I3BaHH ILTEX0BE ¢ AeduunT Ha DPP-4,
Buigarnunmin He ce Metabonusupa or CYP 450 eHsHMMTE 10 cTemneH, KOSTO MOXKE 1a Obe
onpeneneHa, CreI0BaTeNHO, HE Ce OYaKBA METAOOIMTHHAT KIIMPBHC HA BHAATIMIITHH 14 C€ MIOBIIUAE
OT CAHOBPEMEHHOTO NpHITOKEHHe ¢ CYP 450 HHXHOUTOPH /MM HHIOYKTOPH. [n vitro npoydYBaHUATA
MOKAa3BaT, Y€ BWIAATIIMIITHH He nHXubupa/muaynupa ensumute CYP 450. CrienoeaTenHoO, HIMA
BCPOATHOCT BHIIATVIMNITHH 14 ITOBJIUABA MCTAOOIMTHHA KITMPBHHC HA €THOBPEMEHHO [PHIIATAHHTE
nexapersa, metabonusupany o1 CYP 1A2, CYP 2C8, CYP 2C9, CYP 2C19, CYP 2D6, CYP 2E1 unu
CYP 3A4/5.

Enumunuparne

Cnen nepopanno npunosxenue Ha ['*C] sungarnunmas, npubamzaTeano 85% or 103aTa ce
CKCKpeTHpa B ypuHaTa ¥ 15% oT nosata ce oTkpHBa BeE derieca. brbpeunara exckperus Ha
HCTIPOMEHCH BH/IAATJIMIITHH ChCTaBAABA 23% OT f03aTa ciie NepOpaTHO HpuiIokeHue. Caen
MHTPABCHO3HO NPUIOKECHHE Ha 3ApaBN HHAMBUIM, OOINUAT I1asMeH H OBOpedeH KIHpHHC Ha
BHIJATTHOTHH €, CbOTBETHO 41 M 13 1/yac. CpeaHUAT eNUMHHALIHOHEH MOMTYKHUBOT Cl1e]
HHTPABSHO3HO NPHJIOKEHHE € NPHOIH3HTENHO 2 aca. EMMMHHAIIHOHHMAT NOJTY/KMBOT CJEN
NEPOPAJIHO NMPHICIKEHUE € IPHOIU3UTENHO 3 Yaca.




Juneunocm/neauneiunocm

Cimax Ha BHIATTHIITHH H ILIOIITA IO/ KPHBATA IUIa3MeHa KOHLieHTpauus cipaMo speme (AUC) ce
MOBHIIABAT IO MPHOTH3HTEHO I03a-TIPOTIOPIIHOHATIEH HAYHH B PAMKHMTE Ha TEPANICBTHYHHS JO30B
UHTEPBAJ.

Xapaxmepucmury npu nayuenmume

[lon: He ce HaOmrogasaT IMHAYMHO 3HAYHMH Pa3/IHKH BB (hapMakOKHHETHKATA HA BIUIJATTIUIITHH
[IPH 3APaBU MBKE U XKEHH B IIUPOK HAITA30H Ha BB3PACT U MHAEKC Ha TenecHa Maca (M TM).
HuxubnpaHeto Ha DPP-4 or BungarmunTHH He e MOBJIHABA OT MOJIA.

Bw3pacr: [1pu 3apaBH MHAHUBHAM B cTapuecka Bb3pacT (= 70 roguHm), o01aTa eKeno3uuus Ha
BiaarHnTHH (100 mg peanpk qHeBHO) ce yBenmuasa ¢ 32%, ¢ 18% noeuimmasane Ha nukoBara
[J1a3ME€Ha KOHLICHTPALMS B CPaBHEHHE ChC 37parH Maaau uHauBuAH ( 18-40 roaunn). Cuura ce,
obaye, ue Te3U MPOMEHH HE ¢a KIMHKYHO 3HAaYHMU. Muxubnpanero na DPP-4 oT BHIgarivnTyH He ce
[IOBJIMABA OT Bh3pacTTa.

Yepuonpobuo yspexaane: [py nanHeHTH ¢ JIEKO, YMEPSHO HIIH TEXKKC YEpHOAPOOHO YBpeXKIaHe
(xknac A-C no Child-Pugh) uaMa xnusauaHO 3Ha49UMHA MpoMeHH (MakcHMyM ~30%) npH eKCNO3HIHATA
Ha BUIAATTHIITHH.

brOpeuno yepexxaase: [Ipy MHIHBHOM ¢ TEKO, YMEPEHO WIM TeXKo OBOpedHo yBpeKaaHe
CHCTEMHATa eKCIIO3ULMA HA BUIIAATTHNTHH ce yBean4ara (Cnax 8-66%; AUC 32-134%) u o6mmus
TEJIECEH KITHPBHC HAMAJISBA B CPaBHEHHE ¢ HHOUBHAM ¢ HOpMaliHa Ob0peuHa PyHKIMS.

EtHnuecka rpyna: OrpaHuueHnTe JaHHH MPEANOarar, 4¢ €THHYSCKATa NIPHHAISKHOCT HE OKa3Ba
ronAaMa BIIHSIHHE BBPXY (apMaKOKMHETHKATA HA BWIATTHAIITHH,

Merdopmun

Abcopbyun

Cren mepopanicH npueM Ha MeT(OPMHH, MAKCHMAIIHATA IUIa3MeHa KoHUeHTpauus (Cnax) ¢€ J0oCTHTa
ciaesl oKosie 2,5 yaca. AGcomoTHaTa GMOHaNIMMHOCT Ha TabneTka MeTdopMuH oT 500 mg npu 3apasH
HHIHBHAM ¢ mpubnusurenso 50-60%. Crnex nepopanen npuem, HeabcopOHpaHaTa 4acT, KOATO C¢
ycTaHOBsARa BbE (erneca e 20-30%.

Crnen nepopatHO NMpHNoxeHHe abcopOiuaTa Ha MeTHOPMHH € HACHIALIA U HEMBIHA. [IpHema ce, ue
(apmakoKHHeTHKaTa Ha abcopOuusaTa Ha MeTGOpMUH He e nureiina. [Ipu oOudaiinnre 1034 Ha
METQOPMHH M CXEMH Ha TIpUNaraHe, CTAlHOHApHA TIa3MeHa KOHLIEHTPals ¢e JOCTHTa B PAMKHUTE Ha
24-48 vaca u KaTo 110 € noa 1 pg/ml. [lpu KoHTpONHpPaHK KIIHHUYHE IIPOYYBAHHSA MaKCHMATHUTE
T1a3MEHH HHBa Ha MeTGOpMHH (Crax) He HagBUIIARaAT 4 pg/ml, 1opH NMpH MakCHUMallHH AO3H.

XpanaTa cnado 3abaBa 1 HamaslsBa crenenTa Ha abcopOuus Ha MeTgopMHH. Cnea NpUIOKEHHE Ha
n03a oT 8§50 mg, nuKkosara rasMeHa koHueHTpanus e 40% no-adcka, AUC e namanena ¢ 25% H
BPEMETO 3a JIOCTHTAaHE HAa NHKOBA TUIa3MEeHa KOHUEHTPALUMA € YABLKEeHO ¢ 35 MuHyTH. He ¢ acHa
KIMHHYHATa 3HAYMMOCT Ha TOBA HAMAJICHHE,

Paznpeodenenue
CPBBP3BAHETO C IUIA3MEHHTE [IPOTEHHH € He3HauHTeaHO. MeT(hOpMHH ce paslpeaens B €pUTPOLIUTHTE.
Cpennusar obeM Ha pasnpenencaue (V4) Bapupa Mexxay 63-276 nurpa.




Buompancgopmayus
MeT$hopMHH ce eKCKpEeTHpa HENPOMEHEH B YpUHATA. [IpH Xopa He ¢e YCTaHOBABAT MeTaOOIUTH.

Erumunuparne

MetdopMmuH ce enmmuEnpa upe3 6p0peyHa ekckpenra. bEOpevHnAT KIHPBHC HA METQOPMHH €

> 400 ml/min, koeTo nokassa, ye MeTHOPMHEH ce €THMHHHpPA Ype3 rTIoMepyiIHa punTpaurs H TyOyIHa
cexperpst. Cireq nepopatieH MpUeM, IPHBHAHUA TEPMHUHAIECH EIMMHHALHOHEH IIOTYKUBOT €
npuousuTenHo 6,5 yaca. [Ipu yBpenena 6u6peuna dpyHKINsg, OHOpeYHHAT KIAPHHC € HAMAJIEH
MPOINOPLHOHAIHO Ha KPEaTHHHHOBMA KITHPBHHC W TIOPAJIA TOBA TMMHHAIIMOHHHUAT MMOTY>KUBOT €
YAB/DKEH, KOETO BOAM JC INOBHUIIIEHO HUBO Ha METHOPMHH B IJIa3MaTa.

5.3 IlpexxknHHUYHH JAHHHA 32 0e30MACHOCT

IIpH >XMBOTHH €A NPOBEICHH EKCIIEPUMEHTAJIHH IIPOYYBaHHS ¢ MPOABIDKUTEIHOCT 10 13 ceaAMHIH ¢
KOMOMHALMsATA OT BEWIECTBATA, CHLABPXKAIIH ce BhB Buicnoke. He ce ycTaHOBIBaT HOBH MPOSBU Ha
TOKCHYHOCT ¢ Ta3zH komOuHauwa. CreaBaliyTe JAHHH Ca YCTAHOBCHH B NIPOYYBAHHA MPOBEACHH C
BIJJIATJIMITTHH U METQOPMHH MOOTASIIHO.

BunaarivnTi-
Ilpu kydera ce HaOMO1aBa YIBIKABAHE HA HHTPAKAPIHAIHOTO MPOBSKAAHE TIPH 1033, TIPA KOATO
HiaMa egekT, ot 15 mg/kg (7-mpTH Hax eKcIIO3UIMATA TIPH XOpa Bb3 0CHOBA HA Crax)-

KyMynupane Ha nieHeCTH aliBeosiapHi Makpodary B 6enute npodope ce Habnronasa npH IUTbXOBE M
MHILUKH. [[03aTa, npH KOATO HE ce HabmoaaBa moaodeH edekT npH wibxoee e 25 mg/kg (5-mbTH Hax
CKCIO3HIHATA IIPH Xopa BB3 ocHora Ha AUC) u 750 mg/kg npu muuku (142-nmbTH HA/l €KCIIO3HIIMATA
IpH X0opa).

CTOMAIIHO-YPEBHUTE CHMIITOMM, OCOOEHO MEKH M3IPAKHEHHA CBC CIIy3, AHAPHA H IIPH [10-BHCOKH
JIO3H KPBB B M3MPaXKHEHUATA, ca HabmoaasaHy npu Kyvera. HUBO, pH xoeTo He ce HaO/Io1aBa €eKT
HE € YCTAaHOBEHO.

BHUnaarauntvH He € MyTarcHeH IpH KOHBEHIHOHATHHTE i1 Vifro M in vivo H3CICABAHHKA 32
¢ HOTOKCHYHOCT.

[Ipoyusane 3a QEPTHIIMTET M PAHHC eMOPHOHATHO PA3BHTHE MIPH IUTHXOBE HE 1aBa JaHHM 34
HApYIIEHHA BB QEPTHIIUTETA, PENPOAYKLHATA HIM PAHHOTO eMOPHOHAIIHO Pa3BUTHE B PE3yJ/ITaT Ha
JCUYCHHETO ¢ BUAAArIMITHH. EMOpro-deTanHaTa TOKCHYHOCT € OLI€HSRaHA MPH ILIBXOBE K 3aHIIH.
[loBHineHa YecToTa Ha BBIHOOOpa3HH pedpa ce HabmonaBsa pH MIbXOBE BHB BPB3Ka C HAMAJIEHH
NMapaMeTPH Ha TENECHOTO TETJIO Ha MaiuMHMAA OPraHM3bM C 033, IIPH KoaTo HAMa edekT, oT 75 mg/kg
(10 nbTH Han exco3MIMATA TpU Xopa). [Ipu 3aiiuy, HaMaNeHo TEIECHO TErNI0 H MPOMEHH Ha CKeJleTa,
TIOKA3ATENHH 3a 3a0aBsHe B PA3BHTHETO, ¢a OTOE/IA3AHH CaMO MPH HATHYHMETO HA TE€XKKA TOKCHYHOCT
33 MAYHHHA OPTaHH3BM ¢ J103a, NPH KOoATO HAME edekT, S0 mg/kg (9 mbTH Hax eKCIO3NLMATA TIPH
xopa). IIpH TbX0Be € NpoReneHo Mpe- H MOCTHATAIHO IIPOYYBaHe 3a pa3BHTHe. HaxonkH ce
Ha0JI0JaBaT caMO BBB BPb3KA ¢ TOKCHMYHOCT MPY MAYHHMS OpraHu3bM npd > 150 mg/kg u BruTrouBar
NPEeXOAHO HAMaIABAHE HA TEJIECHOTO TErJIO H HamMasieHa ABUraTe/iHa akTuBHOCT B F1 noxoneHueTo.

JIBYTOMIIIHO [IPOYUYBAHE 3d KAPLUHHOTEHHOCT € NMPOBECHO MPH IUTBXOBE MPH NEPOPATTHH AO3H 10
900 mg/kg (npubimzuTenHo 200 MbTH eKCIIO3UIMATA IIPH XOpa MPH MAKCHMATHO MPeropbYBaHara
no3a). He ce nabmonasa noBuaBaHe Ha 4eCTOTaTa HAa TYMOPHTE, KOUTO OHXa MOITTH /1a ¢€ oTHecaT
KBM BHJIIATIHIITHH. JIpyro AByrofMuIHO Npoy4BaHe 3a KapLUUHOTCHHOCT € NPOBEACHO NMPH MHULIKH C




nepopaiiu 034 no 1000 mg/kg. [lopuimeHara yecToTa Ha a/IcHOKAPIIMHOM Ha IrbpjiaTa H
XeMaHTHOCapKOM ce HabronaBa py 034, MPH KOATO HAMa e(eKT, ChoTBeTHO, oT 500 mg/kg (59
OBTU eKCno3uuuATa NpH Xopa) u 100 mg/kg (16 mpTH excrmozunpATa Npd xopa). Cunra ce, e
MOBHLIEHATA YECTOTA Ha T€3M TYMOPH [IPH MHIIKH HE NPeICTABIARA 3HAUKMM PHCK 32 XOpaTa, Bb3
OCHOBA HAa JIMIICaTa Ha FEHOTOKCUYHOCT HA BU/IOATMIITHE H OCHOBHHA MYy MeTa0OINT, TOSBATA Ha
TYMOPHTE CaMO NPH €IMH BHJ U BUCOKHTE CHOTHOIIEHHS HA CHCTEMHA €KCITO3HIIMA, [IPH KOATO ¢a
HabnroaBaHH TYMOPHTE.

B 13-ceAMHYHO MpOYyUYBaHe 3a TOKCHYHOCT MPH MaHMYyHH MaKal[H, KOXKHH JIE3HH ca OTOe/IA3aHH [IPH
no3u > 5 mg/kg/neH. Te ce nokanuzMpaT BUHATH 110 KpalHuwTe (PhLETE, XOAWIATA, YIIATE U
onamkara). [1pw 5 mg/kg/nen (mpudnusurenen ekeupanent Ha AUC excnosduuaTa npy xopa mpH
no3a 100 mg), ca Habmoaapanu camo Mexypu. Te ca oOpaTHMH HE3ABHCHMO OT TOBA, Y€ JICYCHHETO €
MPOABJDKEHO M HE A CBbP3aHH XUCTOINIATOJIOIMYHH aHoMaluu. Hammykana Koska, JTIoIeIna ce Koxa,
CTPYTCH M PaHM Ha OTAIIIKATA C KOpeJUpallHd XHCTOIATOIOTHUHH MPOMEHH ca HaOII0JaBaHy MpU
aosu > 20 meg/kg/nen (npubnuzurento 3 meTH AUC ekcno3vupaTa npy xopa npu ao3a 100 mg),
HekpoTu4Hu j1€3MK Ha omanikara ce Habmoaasar npH > 80 mg/kg/nen. Koxuure nesun He ca
0OpaTHMHM IPH MAKMYHH, JIEKyBaH# c¢be 160 mg/kg/aen mo BpemMe Ha 4-CeMUYHHA BH3CTAHOBHTENICH
nepHo.

MerdopmuH

HexnuuuvuHuTe nanAy 3a MeTGOPMUH HE NOKA3BAT OCOOCH PHCK 34 XOpa Ha 0asaTa Ha
KOHBCHLIHOHATHH $apMaKOIOrHYHH MPOYYBaHMA 33 0€30MaCHOCT, TOKCHIHOCT MPH MHOTOKPATHO
NPHICKEHHE, FCHOTOKCHYHOCT, KapLHMHON€HEH MOTEHIHAT H PEMPOLYKTUBHAE TOKCHYHOCT.

6. DPAPMAIIEBTHUYHHA JAHHHA
6.1 CnHACBK HA MOMOINHHTE BEEeCTBA

Cvpyesuna na mabnemrama:

XUIPOKCHIIPOITMIIIETYIIO3a
MarnesueB cTeapar

QiMoo NOKpumue.
Xunpowmesiosza 2910 3cP
Tutanor nuokcua (E 171)
Aenezen okcun, xxunt (E 172)

Makporon 4000
Tanxk

6.2 HecLBMECTHMOCTH
Henpunoxumo.

6.3 Cpox na roaHoct

PA/Al/PVC/Alu 2 ronunu
PCTFE/PVC/Alu 18 mecena
PVC/PE/PVDC/Alu 18 mecena




6.4 CrHoennaiana yCI0BHA HA CHXpPaHEHHE
Ha ce cexpansBa noa 30°C.
Jla ce chxpaHsABa B OpHTHHAJIHATA OMAKOBKA, 34 /1 C€ PE/IIa3H OT BJIATA.

6.5 BuanchbabpxkanHe HA ONAKOBKATA

- Anymunud/Anymunmii (PA/Alu/PVC//Alu) 6muctep
- IomuxnoporpuduyopoerancH (PCTFE)YPVC/Alu 6nuctep
- Honusunumutopup/Tlonuerunen/Ilonuesvnuwmaen xaopua/Anymunnii (PVC/PE/PVDC//Alu)
bnuctep
IIpeanara ce B onakoBku, chappxaiy 30 win 60 GuaMupans TabneTkH.
He BCHYKH BH10BE ONTAKOBKH M KOHLIEHTPAIIWH MOraT Ja OBJaT MycHaTH B poaaxba.

6.6 ChnennanHu npeANa3HH MEPKH NPH HIXBEP.sine H paboTa

HeunsmonspanMsaT jieKapcTBeH NPOIYKT WIH OTHaIbYHHTE MaTEPHAIM OT Hero TpAOBa Ja ce U3XBBPIIAT
B CHOTBETCTBHE ¢ MECTHHTE H3HCKBAHHA.

7. IHPHUTEXKATEJI HA PASPEIIIEHHUETO 3A YIIOTPEBA

Sandoz d.d.
Verovskova 57, 1000 Ljubljana
CrnoBeHHs

8. HOMEP(A) HA PA3SPEILLIEHHETO 3A YIIOTPEBA

Buncnoke 50 mg/850 mg: 20170218
Buncnoke 50 mg/1000 mg: 20170219

9. JHATA HA ITBPBO PAZPEIIABAHE/IIOJHOBSIBAHE HA PA3ZPEIIEHUETO 3A
YIIOTPEBA

JlaTa Ha mepBO pazpemarane: 23.06.2017
Jara Ha mocnienro noanosasaue: 07.09.2022

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA

07/2023




