KPATKA XAPAKTEPUCTHKA HA ITIPOAYKTA

1. HME HA JJEKAPCTBEHHA NIPOAYKT

Buncrioke 50 mg/850 mg dunMupanu rabnerky
Buncnoke 50 mg/1000 mg dunm#apanu Tabnerku

Vilspox 50 mg/850 mg film-coated tablets
Vilspox 50 mg/1000 mg film-coated tablets

2. KAYECTBEH H KOJMYECTBEH CbCTAB

Buaacnoxke 50 mg/8350 mg pramapann radaerkn
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Besaka gunMupana Tabnerka ceabpika 50 mg sunnarnuntus (vildagliptin) u 850 mg merdgopmunos
XHAPOXJIOpHA (metformin hydrachloride){cnotercrsam Ha 660 mg MeTdopMus).

Baacookce 50 mg/1000 mg pnamapann Tabaerkn

Beaka ¢dunmupana Tabietka chabpxka 50 mg swinarnurmaH (vildagliptin) n 1000 mg MerdopMHHOB
XHAPOXNOpHA (metformin hydrochloride)(cvorBercTBam Ha 780 mg MeTdhopMuH).

3a OLJIHMA CIMCHK HA TIOMOLIHMTE BELIECTBA, BIKTE TOUKA 6.1.

3. JIEKAPCTBEHA ®OPMA
Dunmupana Tabnerxa.

Buiacnoke 50 mg/850 mg pramnApann 1abaerkn

KrnTa, emuncosuana GunMupana TabneTka CbC CKOCEHH p‘aﬁone, ¢ rpaBupaHn naqmmc “NVR” ot

enHara crpana u “SEH” ot apyrara crpaHa.
JwpkuHa: npHSmuzaTento 20,1 mm
Ulupuna: npybnuzpremso 8,0 mm

Baacnokc 50 mg/1000 mg puamapann Tabnerkn

TeMHO xBiTTa, eMHNCOBHAHA GHIMHpaHA TableTKa Che CKoceHH phioBe, ¢ rpasHpaH Hagmue “NVR”

ot ennara crpana ¥ “FLO” ot apyrara cTpana.
HumxuHa: npabamsurenno 21,1 mm
HInpusa: npubnusurenso 8,4 mm

4. KJHHWIHHA JAHHH

4.1 TepaneBTHUHH NOKAIAHAS

Buicnokc e rioka3aH 3a neJeHue ga 3axapeH auaber Tan 2:

- Buncnokc e nokasaH 3a Je4eHue Ha BB3paCTHH MMAUHEHTH, IIPH KOHTC HE CE II0CTHIA
3840BOIUTCIICH MMHKEMHICH KOHTPOM, NPH MaKCHMATHO TIOHOCHMATA 3& TAX Z03a NepopaiHO




TIPUAOIKEH CAMOCTONTENHO METOPMEH HIH NIpH NALHEHTH, KOMTO BEYE Ca JIEKyBaHH C
KOMGHHALMATA BHAJACTTHITTHH H MeThOPpMUH 1ol $HopMaTa Ha OTAETHH TabIeTKH.

- Buicnoke e noxasaH B KOMOHHAIMA che CYAGOHITYpeeH POAYKT (T.€. TpoiiHa KOMOHHHMpaHa
TEpanHs), B IOMBIHCHHE KbM JAHETATa H YIIPaKHEHHATA, IPH BB3PACTHH NAIMCHTH, TIPH KOKTO
He ¢ TIOCTHrHAT 4AEKBATEH KOHTPOJN ¢ METGOPMHH K CyNnOHWTYpEEH IPOAYKT.

- Buncnoke e mokasan karo TpoiHa koMOHHMpaHa Tepaniud ¢ HACY/HH, B JONbIHEHHE KBM
AMETaTa U yNpasKHEHHATA 3a MOA0OpABaHE Ha IMHMKEMHYHHA KOHTPON IIPH BB3PacTHH
MAUHMEHTH, MPH KOHTO OCTOAHHATA 1034 HHCY/IHH H MET(OPMHH, NIPHIOKEHH CAMOCTOATENHO
He NOCTHTaT aREKBATEH ITIMKEMHYEH KOHTPOJL.

4.2 [lo3upoBKa H HAYHH HA NPAIOKEHNRE

ﬂosgponlca
Bvipacmnu ¢ nopmanna 6vbpeuna gynrxyua (GFR> 90 mL/mun)

Hlo3aTa Npy aHTHXUNEPTIIMKEMIYHATA TepanHs ¢ Buwichoke TpsOBa aa GbIe MHAHBHIYATH3HPaHA Bh3
OCHOBA Ha TEKYIATa CX€Ma HAa MauMeHTa, eeKTHBHOCTTA H TOHOCHMOCTTA, KAaTo He ce NPCBHINABa
MaKCHMAJTHATA NIPENOPBYMTENHA IHEBH2 K033 oT 100 mg BUNZarIUNTHH. BAncnoke Moxe na ce
3anouse wiu kato TabneTka ot S0 mg/850 mg wnm ot 50 mg/1000 mg, npunoxkeHa JBa ITHTH JTHERHO,
eflHa TabneTka CYTPHH H eHa Beuep.

- Ilpy naumenTH, TP KOWTO HE € TIOCTUIHAT aleKBATEH KOHTPON ¢ MAKCHMATHATA IOHOCHMA
4033 METHOPMHH, NPWIATaH KATO MOHOTEPANHS; HaYaNHaTa 1o3a Ha Buicrioke TpatBa na
npegocTaed BIAArNMNTHE 50 mg aBa meTH AHeBHO (100 mg o6wa AHEeBHa A03a) IWIOC [I03aTa
Ha MeTHOPMUH, IPHEMaHa JI0 MOMEHTA.

- IIpy aLHEHTH, MPH KOMTO ca NMPMIAraHH eAHOBPEMEHHO BUIIATIAIITHH H MeTGOPMHH KaTo
otaenud Tabnerku: Bancnoke Tpabea Na ce 3anoune B CHIUTE 703H HA BWIAATIIAIITHA W
MeT(HOPMHH, KAaKTO NPHEMAHHTE 10 MOMEHTA.

- [Ipu nauMenTH, HIPH KOHTO He € NOCTHIHAT AIEKBATEH KOHTPON ¢ JBoiHa KOMOHHAINS ¢
MeTdopMEH | cyIdOHIITYpeeH NPOAYKT: Ao3aTa BHicnioke Tpabpa Ja npefocTass
BIWJIZATIHOTHH B 1o3a 0T 50 mg aBa neTH AHeBHO (100 mg o0wa qHeRHa no3a), a Ko3aTa Ha
meTopmMuH TpaGRa fa 6bae nonodua a npreManaTa Ko MomenTa. Koraro Buncnoke ce
TpHIaTa B KOMOHHAIHA Che CYADOHIIYPeeH NPOAYKT, MOKE Aa ¢& HMa IPESABHJ HO-HUCKA
7032 Ha CYNGOHHIYPEHHUS TPOAYKT, 33 Ja CE HAMAIH PHCKBT OT XHIIOTIIHKEMUAL.

- Ilpn NauMeHTH, TIPK KOUTO HE ¢ MOCTUHAT ANCKBATEH KOHTPOJ ¢ ABONHA koMOUHMpaHa
Tepallid ¢ WHCYJIHH H MaKCHMAJTHA TIOHOCHMA 1032 MET(OPMHH:
zo3aTa Ha Burcrioke Tpabera aa mperocTaBs BANAACIMNTYY B 1033 OT 50 Mg JBa ETH JHEBHO
(100 mg o6ma aHerHa no3a), a Ao3ata Ha MeTdopMuH Tpa6Ba na Gbae noxoGHa Ha 103aTa,
MpHEMaHA 00 MOMEHTA.

BezonacHocTTa M eHKaCHOCTTA Ha BIIJATTHITHH B METGOPMUH, NIPUNaraHd KaTo TpoiHa
HepopaiHa Tepanus B KOMOKHALHS ¢ THA30IHIAHAKOH He C2 YCTAHOBEHH.

Crie HHA 0Oy

Cmapuecka gbspacm (= 65 200unu)

Tl kato meTgopmuH ce exckpernpa npes Gr6peuyTe, a NAUMEHTHTE B CTAPYECKA BH3PACT MOKAIBAT
TEHACHLWA KbM HamagBaHe Ha 6hOpeuHaTa GyHKUKA, MPH NALMEHTHTE B CTapUecKa Bb3pacT, KOHTO




npuemat Busicnioke, penosro Tpabea aa ce npocnenssa dynkimara va 6u6penure (K. ToukH 4.4 U

5.2).

bvbpeuno yspescoane
ITpenm 3anouBake Ha ieueHHe C NPOAYKTH, CEABPKALH MeTGOPMHH, TPAGBa Aa ce HANPABH OLIEHKA
Ha GFR croifHocTHTe, 2 ces TOBA — nOHE BeOHEXK roAmuHo, [Ipy naiMeHT ¢ NOBHINEH PKCK OT N0~
HATaTBIOHO NporpecupaHe Ha GEOpedHO yBpexkaaHe H NPH MALHEHTH B CTapyecKa Bh3pacT Tpiabsa mo-
YeCTO /1A Ce NPaBH oueHKa Ha (uOpeunara yHKIMA, HANpHUMED Ha BCeKH 3-6 Mecella.

3a mpeanounTale € MAKCHMAalTHATa IHEBHA 033 MeT(GOpMHH fa 6bae pasnencHa Ha 2-3 AHEBHH LO3H.
DakTopH, KOHTO MOTAT Ja yBEJIHYAT PHCKA OT JIAKTAaTHA alpao3a (Bx. Touka 4.4), TpaGea aa 6vaar
npepasriaelaHt, NpeaH Aa c¢ OOMHCIH 3a0YBAHETO HA JieYeHHe ¢ MeT(QOPMEH TIPH NALHEHTH C
GFR<60 ml/Mu#.

AKoO He € A0CTBIIHA [030Ba (hopMa Ha BHJICIOKC ¢ a[1eKBATHO KONHYECTBO HAa AKTHBHOTO BELIECTBO,
BMecTO KOMOHHALMA ¢ PHKCHPaHH 1031 TPAGRA /1a Ce H3MON3BAT OTACIHHTE MOHOKOMIIOHCHTH.

GFR ml/mMua | Mergopmun Bunparnunrae
60-89 MakcuManHara aHepHa nosa € 3000 mg. He ce Hanara KopeKkius Ha 034Ta.
Moxe na ce oSMHCITH NOHIDKaBaHe Ha
J03aTa BHB BPB3Ka ¢ HAMAJIIBAHETO HA
O16peunara GpyHKIHR. ‘
45-59 MaxkcumManHara qHeBHa n03a e 2000 mg. MaxcumanHara AHeBHa 1034 € 50 mg.
Havannara noza e Hali-MHOrO HOROBMHATA
OT MaKcHMaJTHaTa 103a.
30-44 Makcumannara nHerHa 103a e 1000 mg.
Hauannara nosa e Haif-MHOr0 OJIOBHHATA
OT MaKCHMalTHaTa J03a.
<30 MeTdopMHH ¢ TPOTHBOMIOKa3aH.
Hepruoopobuo yepesicoane

Brncnoke ke Tpabpa fa ce NpHIara npH NANMEHTH ¢ YePHOAPOOHO YBpexkaHe, BKIIOYMTERHO Te3H
CBC CTOHHOCTH Ha ajlaHuH aMuHoTpancdepasa (AJIAT) unu acnaprar amuHoTpancgepasara (ACAT)
Npe/iy 3all04BaHE Ha JIEYECHHETO > 3 TbTH ropHata rpanuua Ha Hopmara (TTH) (s, touxu 43,44 u

4.8).

Heduampuuna nonynayun
He ce npenopsuea ynorpebata #a Buncrioke npu nena H oosomH (< 18 roaunu). BesonacHoctra u
euxacnocTTa Ha Bucnoke npu neua 1 roHomH (< 18 roaunm) He ca yctaHosenH. He ca HamuaHK

JaHHH,

Haunn Ha mpwiokeHue
[MepopanHo NpuUIOkKeHHE.




[TpueMbT Ha Buiicrioke no BpeMe HIM BeOHAra ciell XpaHeHe, MOXKE J1a HaMajlH CTOMAIIHO-IPEBHUTE
CHMITTOMM, CBBP3aHH ¢ MeTQOPMHH (BX. CHLIO TO4Ka 5.2).

43 IIporHBOnOKA32HHSA

- CBprXYYBCTBMTENHOCT KbM AKTHBHHTE BEIECTBA WM KbM HAKOE OT NOMONIHUTE BELIECTR,
H30POCHH B ToYKa 6.1
- BcekH THII Ha 0cTpa MeTaboIHTHA aipa03a (KaTo aKTaTHA alMa03a, AHafeTHa KeToaumnosa)
- JnaGeTna xoMa
- Texka 6u6pevwna repocTaThuHoCT (GFR <30 mL/Mun) (Bx. Touka 4.4)
- OcTpH CBCTOAHHA, KOHTO MOTAT a npoMeHaT 6uOpeunara dyHkum, KaTo:
- Aexuiaparauus,
- TeXKka HH(EKIHY,
- LLIOK,
- BLTPECHAORO NPUIOKEHHE Ha HOMMpaRH KOHTPACTHH BellecTBa (BK. TouKa 4.4).
- OcTpo uiH XpoHHYHO 3a(0/IARaHe, KOETO MOXe Na TIPHYHHH THKAHHA XHIIOKCHA, KaTo:
~ ChpAeYHa HIH AUXATE/IHA HeAOCTATHYHOCT,
- CKOPOIICH MHOKapaeH HHGapKT,
- LIOK.
- YeproapoOHo yBpexaaHe (8k. Touku 4.2, 4.4 1 4.8)
- OcTpa anKoXoHa HHTOKCHKALMA, ATKOXOIHIEM
- KepMene (Bx. Touka 4.6)

44 Coensanng npeAynpexiAcHHN H NpeANAIHH MEPKH IPH ynorpeda

Q61
Buicnioke He € 3aMECTHTEN Ha HHCYJIHHA TIPH HHCY/IMH-3aBHCHMM NALIMCHTH M He TpAGBa fa ce
TIpHAJIATA NP MAlMEHTH ¢he 3aXapen Anader Tam 1.

JlakTaTtHa 033

JlakTaTHaTa alHN03a, MHOIO PAKO, HO CEPUO3HO MeTaGONUTHO YCNOKHEHHE, Half-4eCTO HaCThIBA
TNpH OCTpO BiIOWaBaHe Ha 6x0peunara GyHKIMA, KapAHO-peCcTIHPaTOPHO 3a60aBaHe HITH CENCHC.
Harpynsanero Ha MeT¢hOpMHH HACTHIIBA MPH OCTPO BIIOLIABaHe HA 61L6peuHara QyHKUMA U
YBEJIMYABA PHCKA OT JIAKTATHA AllHA03a.

B cayuaii Ha nexmaparaums (TexXka JHaprs HITH MOBPEHIIAHE, TPECKa MAM HAMATEH NIPHEM Ha
TeYHOCTH), TPAOBA BPEMEHHO /1a ce cripe MpHeMa Ha MeT(OPMHH H € MPENOPHUMTEITHO J1a C&
YCTAHOBH BPB3Ka ¢ MEAMIHHCKH CTIELIMANIHCT.

[IpHeMbT Ha NeKapCTBEHH MPOXYKTH, KOMTO MOraT OCTPO Aa YBpeAsT 6u0peunara yHkima (kato
AHTHXWNEPTCH3IUBHH cpeAcTBa, anyperHi 1 HCIIBC) Tpabra pa ce 3ano4He ¢ NOBHIIEHO BHHMAHHAE
NpH NALHEHTH, JIeKyBaHH ¢ MeTGopMHH. JIpyrH pHckoBH (akTopH 3a IaKTaTHA alHA03a ca nHaber,
KeT03a, MPOABLKHTEIHO [TIafyBaHe H BCAKAKBH ChCTOSAHHA, CBBP3aHH ¢ XHIIOKCHA, KAKTO H
¢IHOBpeMeHHa ynioTpeba Ha JEKapCTBEHH MPOAYKTH, KOWTO MOTAT Ja IPHYHHAT JJAKTATHA AlHMA034
(Bk. Toukn 4.3 1 4.5).

TaupenTure w/unu Gonxorneaawmte Tpabea sia GbaaT HHGOPMHPaHH 3a PHCKA OT JAKTATHA ALIW034.
JlakTaTHata anHno3a ce XapaKTepH3Hpa ¢ alWI03HA JUCTHEA, KOPEMHA GONIKA, MYCKYIHH KpaMmITH,

acTCHHA H XWIOTEPMHA, NTOCACABAHH OT Koma. B cityuaii Ha chMHeHHe 3a CHMITTOMH
TpsGBa f1a ciipe npreMa Ha MET(OPMHH H Re3aGaBHO Nia IOTHPCH JIEKAPCKA TIOMO




naGopaTopHH HAXOAKH ca IIOHMKEHO KpbBHO pH (< 7,35), noBuIeH: HABA Ha IIA3MEHHA NAKTaT (>3
mmol/L) ¥ nopuiiena aHKOHHA PAAIHKA ¥ CHOTHOMIEHWE JIAKTAT/ TIMPYBAT.

IMpunoskenue Ha fioqUpaHiH KOHTPACTHYU BEUISCTRBA
BrTpecsaoBoTo NpHaoKeHHe Ha HONHPAHH KOHTPACTHH BEIIECTBA MOXKE A4 I0BEJe IO KOHTpacT-

HHIyuMpana HedponaTs, BOACIA A0 HATPYNBaHEe Ha MET(HOPMHH H NOBHIIEH PHCK OT JIAKTaTHA
amnosza. MerdopmuH TpaGea na ce cnipe npeaH WK N0 BpeMe Ha Mpolexypara 3a o0pasHa
AMArHOCTHKA K He Tpa0Ba Aa ce B300HOBABa M0 Hali-Manko 48 daca cliel TOBa, MPH YCJIOBHE e
6nOpeynaTa PyHKIMA € OUEHEHA OTHOBO M € YCTAHOBEHO, Y€ € cTabmina, BXK. ToukH 4.2 1 4.5.

bn6peuna

[Npenu 3anoupaHe Ha AedeHHETO TPAGBa Na ce HANpaBH OHeHKa Ha cToliHocTrte Ha GFR M penosHo
cnen ToBa (Bx. Touka 4.2). MerdopMun € npornsonokasan npu naigentd ¢ GFR<30 mL/Mub 1
Tpa6ra Aa 6pj€ BpeMEHHO CHPAH NIPH HAJTHYHE HA CHCTOSHKA, KOHTO poMeHaT Ob0peanaTa GyHKipa
(Bx. Touka 4.3).

HeproapobHo yBpexaane
{TaupenTn ¢ YepHONPOSHO YBpexKAaHe, BIIIOYHTENTHO Te3H Cbe cToiHocTH Ha AJIAT u ACAT npeau

3ano4BaHe Ha JiedeHrero > 3 et I'TH, He TpsGBa na 6vnar nexypanu ¢ Buncnioke (Bx. Touku 4.2,
4.3 u4.8),

Ipocnedasane na ueproOpobrume ensumu

HMma cpo0LICHHA 32 peaKy ClTyYaH Ha HapyIieHa YepHOApoGHa GyHKIMA (BIIFOYHTEIHO XEeNaTHT)
clie]l IPHeM HA BIIIATTHIITHH. B Te3H cilyuau nauuentuTe Kato Lo ca 6e3 cuMITTomu, Ge3
KIHHUYHA NOCNEACTBHA H CTOMHOCTHTE Ha H3C/IEABAHUATA 3a YepHoApoOHa (ynkuus (MID) ce
BB3BPBIIAT 10 HOPMAJIHHTE ClIe NpeKpaTasaHe Ha Je4cHHeTo. Ilpeay 3ano4uBane Ha ACUEHHETO C
Buncnoke Tpabea aa ce nposesar HUD, 3a na ce 35ae M3x0HOTO HHBO HA NMauHeHTa. [To Bpeme Ha
nedeHreTo ¢ Buncnoke yepHonpoOGHata dhyHkuma Tpabea f1a ce HabmonaBa Ha TPHMECEYHH
HHTEpPBANTH NPE3 MBPBATA FOJMHA U NEPHOANYHO cnell Tora. [lanuenATHTe, TPH KOMTO C€ NOBMILAT
CTOHHOCTHTE Ha TpaHCAMMHa3HTe, TpA0Ba Aa GHAAT MPOCIIeNCHH Ypes NOBTOPHA OLEHKA Ha
yepHoApobHaTa GYHKIHA 3a NMOTBBPIKAABANE HA AaHHHTE H clef Toba HUD na ce ripassar yecto,
JOKATO OTKJIOHEHHATA C€ BHPHAT KbM HOPMAJTHMTE CTOHHOCTH. AKko nokayBaHero Ha ACAT win
AJIAT > 3 npru ITH nepcHcTHpa, ce npenopbuBa MpeyCcTaHOBABAHE Ha NedeHHeTo ¢ BAmcnoke.
{lanpenTHTE, KOMTO Pa3BUAT KBIATCHHUA HIH APYTH NPH3HALM, MPEAIIONArallH HapyineHa
4eprozipobHa dyHKIyLA, TpsOBa A2 MpexpaTaAT euyeHHeTo cu ¢ Buncmoke.

Crnen npexparsBaHe Ha aedeHHETO ¢ Buncnokc B HopMamusupane Ha HU®, neueHnero ¢ Buncnoke
He TpabBa Ja ce 3ano4YBa OTHOBO,

Hapymenns Ha KoxaTa

Ko3KHM Jie3H, BIIOYHTEIHO NI0S8a Ha MEXYPH U Y/IIIEPaLMH 10 KpaliHHLTe Ha MaiiMyHH ce
¢HO014ABAT NPH NPUIIOKEHHE HA BAJNACJUITHH B HEKITHHIYHH NPOYYBAHHS 32 TOKCHIHOCT (B,
TOUKA 5.3). Bupexs, Ue B KIMHHUHITE IPOYYBAHHA HE ce HaDMIONaBa N0ABA HA KOXHH JIC3HH C
NOBHIIEH2 YeCTOTA, OMHTHLT MPH NALMEHTH ¢ KOKHK yeloKHeHus Ha [uabera e orpannyeH. OcBeH
TOBA HMa MOCTMAPKETHHIOBH CHOOIIEHN 3a Gyno3nu 1 excdonuaTHBHK xoxmu ne3un. [lopans Tosa,
KATO 4acT OT pYTHHHHTE IPIKH NPH NALUCHTHTE ¢ JHabeT, ce npenopbyYBa NPOCICAABaHE 38
HapYyIIEHHA Ha KOXATa, KATO MOABA HA MEXYPH HIH YIILEepaLHy.

OCTsp MAHKpEaTHT




Ynorpebara Ha BHIIATTIMIITHH € CBBP3aHa ¢ PHCK OT Pa3BHTHE Ha OCTBP NaHkpeaTHT. [laumerire
TpabGea Aa ObRaT MHGMOPMHPAHH 33 XAPAKTEPHHS CHMITOM Ha OCTHP MAHKPCATHT.

AKO ¢e TOJI03UPA HARHUKE HA TAHKPEATHT, TPHEMET Ha BHILIAIIIIITHH TPAOBa Na ce NpeyCTaHOBM,
aKO Ce MOTBHPAH HANIMYHE HA OCTHP NAHKPEATHT, JIYEHHETO C BIWLAATMNTHH He TpabBa 1a ce
nojHoessa. HeoOxonuMo € noBHIneHo RHHMaHKe NPH NALWEHTH, ¢ AHAMHEZA 3a NIPpeKapan oCThp
TIaHKPEATHT.

XHNOTTBEKEMHA

HapecTHo ¢, 4e cyndOHUITYpeHTe MOXKE A NpeN3BHKAT Xunornukemus. [lanHenTyTe, NpdeMalin
BH/LIArNTHTITHH B KOMOHHAIMA Che CYN(GOHITYpeeH MPOAYKT MOTaT Ja (BAAT HII0KEHH HA PHCK OT
BE3HHKBaHE Ha XHornHkeMHs. ITopaayu Tasn NpHYHHA, MOsE A4 ce OOMHCIH NpHiaraHeTo Ha ro-
HHCKa 1032 Ha Cy/I(oHHIypeiilua NPOAYKT, 3a a Ce HAMAMH PHCKA OT BE3HHKBAHE Ha
XHNOTTHKEMHS,

Onepais

Meropmur Tpabsa na ce cipe no BpeMe Ha oriepauya noj oblua, CHHANHA HIH eNHAYPAIHa
anectesns, JleueHnero Moxce fa 6b€ B300HOBEHO He No-paHo OT 48 yaca cnejl onepauMsTa HiIH
B5300HOBABAHETO Ha XPAHEHETO NPes YCTa, M NPH ycoBHe ve Gs0pednara dyHKIuA € OLleHeHa
OTHOBO H e YCTAHOBEHO, Ye € CcTa0miIHa,

4.5 BaaumoaeficTBBe ¢ JpYTR JEKAPCTBEHH HNPOAYKTH H APYrH GopMH HA B3aHMoOgeHCTREE

He ca npopexpary odulwansy npoyusanus 3a s3aumoneiicTens ¢ Buicnoke. Ciaexmare naHHH
OTpa3sBaT HHGOPMALMATA, HAJTHYHA 33 OTAENHHTE AKTHBHH BELIECTBA.

Brinarnuomun
Bunparnummia ¥mMa HHCHK NOTEHLHAN 38 B3aHMOASHCTBHY DY ¢JHOBPEMEHHOTO MY NIpHiarae ¢

ApyTH JIEKapCTBEHH NPOAYKTH. THii KaTo BHIAAMIMITHH He € cy6oTpar Ha enspMa iToxpoM P (CYP)
450 1 ve HHXHOHPa, H He HHAYUHpa eH3umMuTe CYP 450, BaMa BEPOATHOCT 3a B3AUMOACHCTEYE C
aKTHBHH BELUECTBA, KOMTO ¢a CyOCcTpaTH, MHXMGHTOPH WIH HHAYKTOPH HA Te3H CH3AMH.

Pesynrarure o1 KTMHHYIHM IPOYYBaHHS, IPOBEASHH ¢ NEPOPATHATE AHTHANAGETHH IPOXYKTH
MHOTNIHTa30H, MeTGOPMHH H ITHOYpHA, B KOMOHHAIMSA C BUNJATTHIITHH, HE NOKa3BaT KITMHAYHO
3HAYHMH (PAPMAKOKMHETHYHH B3aHMO/IeHCTBHS B TAPreTHATA MOy IaUms.

TIpoy4BaHHs 3a NEKAPCTBEHH B3AHMO/EHCTBHA C MTOKCHH (CyGeTpaT Ha P-rimkonpotens) 1
sapdapuH (cydcrpar Ha CYP2C9) npu 3apasi HHAHBHAH He NOKA3BAT KIHHHYHO 3HAYHMH
dapmakokHHETHYHN B3aHMOLESHCTBHA cliel SAHOBPEMEHHO NPHJIATaHe ¢ BHIIATTTHITTHH.

IIpoyuBanna 3a neKapCTBEHH B3AHMOACHCTBHA NIPH 30PABM HHAMBHAM ca IIPOBEACHH ¢ AMJIOJHITHH,
PaMHNpHI, BancapTaH ¥ CUMBAacTaTHH. [IpH Te3u mpoydBaHui, cliefl €AHOBPEMEHHO NPMIIAraHe ¢
BWISATIKITTHE, He ce HalmonaraT KWIMHHYHO 3HAMHMH (apMaKOKMHeTHYHH B3aHMozekHcTHA. Tosa
ofade, He € YCTaHOBEHO 3a IIPHUETHATA Oy LM,

Kom6ymauus c ACE muxuburopu

Br3aMOKeH ¢ MOBHIIeH PUCK OT PAIBHTHE HA AHTMOSACM TIPH NAUMEHTH ChC CHITHTCTRAILL NPHEM Ha
ACE nHxuburopH (BxK. TodKa 4.8).




Kakto npu npyrure nepopansu aHTHAMAGETHH NPOIYKTH, XHIOTIHKEMUIHHA eeKT Ha
BHIAATTTHIITHH MO3Ke Aa 6B/ie HaMalieH OT OTNpeeICHH AKTHBHH BEILECTEA, BKIIOYBAIIM THA3H/M,
KOPTHKOCTEPOHIH, THPOHIHH NPOIYKTH H CHMITATHKOMHMETHITH.

Merdopmun

Henpenopvyumennu xombunayuu

Anrroxon
AJNKOXO0/IHATa HHTOKCHKALIMA C€ CRBP3Ba C IOBHINEH PUCK OT JIAKTATHA alUA033, 0COOEHO B CllydaH
HA [NIIYBaHe, HEOXPaHBaHE WiH YepHOApoOHA HeOCTaTBHHOCT.

Hodupanu xonmpacmnu eewecmea

MeTtdopmun TpaGBa 3aXLIKHTENHO a Ce Cripe MpeAd WK [0 BpeMe Ha Tponeypara 3a obpa3da
JAHAarHOCTHKA H He TpAGRa Ja ce Bp300HOBABa 0 Hait-Mayiko 48 yaca cnesl ToBa, NPH YCIOBHE Y&
G1Opeunara dyHKias € onieHeHa OTHOBO M € YCTAHOBEHO, ue € crabwiHa (Bx. Touku 4.2 u 4.4).

Kamuonnu axmusru sewecmaa

KarHonnHTe aKTHBHH BelIecTBa, KOHTO C€ eIHMHHHPAT NOcpeacTroM GpOpevuna TyOyHa cexpens
(Hanp. IMMETHIHR) MOTAT Ja B3aHMOAEHCTBAT ¢ MeTOPMHH Ypea KOHKYPHpaHe 3a o0ma
TPACHIIOPTHA CHCTeMA B O1OpeunnTe TyGyTH M citeopaTeNHo Aa 3a6aBIT eMMMHHHPAHETO HA
MET(OPMHH, KOETO MOXE 12 MOBHIIH PHCKA OF IAKTATHA aupdo3a. Manureane npu 3ApasH
nobpoBonM NOKAa3Ba, e IAMETHANH, IPWIOKEH B j03a 400 mg Jpa MBTH JHEBHO, YBENHYABA
CHCTeMHATA ekcriosuiuia Ha merdopmuH (AUC) ¢ 50%. Iopamu ToBa, KOraTo €HOBPEMEHHO C&
OpWIAraT KATHOHHK HMEKapCTBEHH NPOMYKTH, KOHTO C¢ SIHMHHHpAT upes 6b6pedHa TyOynHa
cekperHs, TpA6Ba 1a ce OGMHCITH CTPHUKTHO Npocie/isBaHe HA ITIHKEMHYHHS KOHTPOII, KOPUIHpaHe Ha
[03aTa B PAMKHTE HA MPenophyBaHaTa qOSUPORKA 1 NPOMSHA B ieUeHHeTO Ha AnabeTa (BK. TOUKa
4.4).

Kombunayuu, usuckeausu npednasuu mepxu npu ynompeba

Hskou nekapcTBeHH IPOXYKTH MOraT Aa ce oTpasst HeGnaronpuaTHo Ha 66pednara QyHKipd,
KOETO MOXe J1a YBE/IH'IH PHCKA OT JaKTaTHA aupaesa, HanpuMep HCTIBC, BRMOYHTENHO CEJICKTHBHH
HHXHOMTOPH Ha nuKnookcureHasa (COX) I, ACE urxuburopH, anrdotensus 11 penenropay
AHTATOHUCTH H JHYPETHIH, 0cobeHo OpumKosn auypetuim. [Ipu 3anousanero wm ynotpebara Ha
TAKHEA NPOAYKTH B KOMOHHALWA ¢ METHOPMHH € HeOGX0AMMO BHHMATEJTHO Ipoc/ieasBaHe Ha
6uOpedunara GyaKims.

I'niokokopTHKoMaMTE, HETa-2-arOHHCTHTE M QUYPETHIATE UMAT MPACHINA XUTIEPINNKEMHYHA
akTHBHOCT. [TaieHTET TpAGB2 Aa Obae uHdopMHpan 32 ToBa 1 TpaOBa Ja ce HIBLPIIBA MO-YECTO
npocendBaHe Ha KPBBHATA 3axap, 0COOEHO B HAYATOTO HA IEICHUETO. AKC € HeoOX0MMO, A03aTa Ha
Buncnoke moxke fa 6p/1c KOPHTHpaHa No BpeMe HA CBHITBTCTBALIOTO JIEUSHHE | CIIEl
NIPEYCTaHOBABAHETO MY.

Huxuburopare Ha aHrHOTEH3HH KOHBepTHpalns ensuM (ACE) morar a NOHMXAT HHBOTO Ha
KpbBHaTa 3axap. AXO € Heo0X0MO, 103aTa Ha AHTHXATIEPITHKEMHYHHA JICKAPCTBEH MPOAYKT
TpaGBa a 6b1e KOPHIHPaHa N0 BpeMe H NPH NPEYCTAHOBABAHE HA JIEUEHHETO C APYT JIEKapCTBEH

NPOIYKT.

4.6 @epTHAHTET, GpeMEHHOCT A KbPMEHE




bpemenHoct
Hsama gocrarbyso mansH 3a ynotpebara Ha Buncrnioke npu GpeMeHHH xeHH. 3a BHIAATIMITTHH

EKCTICPHMEHTAITHHTE NPOY4BaHHA TPH JKHBOTHH IOKA3BaT PENPOAYKTHRHA TOKCHYHOCT ITPH BHCOKH
A03H, 3a MeTGOPMHEH, IPOYYBAHHATA NIPH XKHBOTHH He TIOKAa3BaT PEMPOAYKTHBHA TOKCHYHOCT.
IlpoyuBaHns mpu KHBOTHH POBEACHH ¢ BILAALMMITHH H MeTGOPMHH HE Ca II0KA3aIH I0Ka3aTelIcTsa
3a TEPATOTEHHOCT, HO C& NOKA3aMM (HETOTOKCHYHH eheKTH TIPH TOKCHYHH 33 MaiikaTa N03H (BX. TOUKA
5.3). [oTeHIHAMHHAT PHCK NPH XOpa He € H3BecTeH. BHiicoke He TpgOBa Ja ce H3MON3Ba IO BpeMe
Ha GpeMEeHHOCT.

Kzpmene
HpoyusaHusTa 34 #HBOTHH NOKA3BaT eKCKPEIHA KAKTO Ha MeT(OPMHUH, Taka H HA BWIIATIHIITAH B

MiikoTO. He € H3BECTHO Aa/H BHIIATIHITTHH C€ EKCKPETHpa B KbpMaTa, HO MET(OpMHH ce
€KCKpeTHpa B KbPMAaTa B MAJIKH KOJTH4ECTBa. [Topany noTeHIMANHAS PHCK OT XMIIOTTHKEMHA Ha
HOBOpoReHOTO, Buncrioke ne Tpabsa aa ce M3non3ea no Bpeme Ha KppMeHe (BX. Touka 4.3).

DeprHadTeT
He ca npoBexaaHn npoy4BaHu4 3a epeKTa Ha Buiicnioke BepXy epTHAMTETa IPH X0pa (B, TO4KA

53).
4.7 EdexTn Bbpxy ciocofnocrTa 32 modupane u pabora ¢ MAITBHA

He ca nporexxnans npoyysaHtA 3a edeKTHTE BBPXy crocobHOCTTa 3a modHpane | pabota ¢
maway. [lanpenTaTe, KOMTO NOMyYaT 3aMaiiBale, KaTo Hexe/laHA peakuus, TpAGBa aa u3bArsaT aa
modHpaT H a paboTAT ¢ MAINHHH.

4.8 Hexegann JJeKapcTBeHd peaKkiHn

Hsma nposeneH# KITHHUYHY NpOy4YBaHHA 3a edeHHe ¢ Buncnoke. YoraHoseHo e, o6aye, ue
6HUOEKBUBANEHTHOCTTA Ha BHIICIIOKC € KaKTO HA eMHOBPEMEHHO MPHIIOKEHH BHJLAACTHITTHH H
MeTpopMuH (BXK. TouKa 5.2). TipeACTABEHMTE TYK JAHHM CE OTHACAT 33 EIHOBPEMEHHOTO IIPHIIAraHe
Ha BUJATIHIITHH B MeT(OPMHH, KATO BHIIATTHITTHH ¢ 61 noGasen koM nedeHue ¢ MetdopmuH. He
ca MPOBEAAHH TIPOYUBAHHA, IPH KOHTO KBM JIEYSHHE C BIIJATTHNTHH € oGaseH MeTHOpMHUH.

Q6o6menne Ha npopuna Ha GezonacHocT

[To-rongMara 4acT OT HeKeJIaHHTe PEAKIHA ca TEKH | OpeXonHy, ¥ He U3INCKBAT NPCyCTanOBABAHE Ha
nedyeHHeto. He e YCcTaHOBEHA BPB3Ka MEKAY HEXKCITAHUTE PeaKiMH H BR3pacTTa, ETHUHCCKATa
OPHHALICHKHOCT, NPOABRDKHTEIHOCTTA HA CKCIIO3HLHATA UNH AHCBHATA 034,

HMa cbo0menns 3a pefKH cilyqaH Ha HApYIeHA 4epHOAPoOHa QYRKUHA (BKTIOMHTENHO XENaTHT)
CJ1e/l MpHEM Ha BUIIATHITHH, B Te3H cayvan nawmenTaTe Kato usano ca 6e3 cuMirrom, 6e3
KIHHHYHH MOCACACTBHS H CTORHOCTHTE Ha M3CleABAHWATA 33 YEPHOAPOOHA HYHKIHA CE Bh3BpBIUAT
A0 HOPMAITHHTE ¢Jie] NPeKpaTaBaHe Ha JJeueHHeTo. B JaHHHTe OT KOHTPOIHPAHH NMPOYYBaHHA C
MOHOTEpallia Wil aOBaHTHA TEPAITHA ¢ NPONBILKHTENHOCT A0 24 CenMHBIMH, YECTOTATA Ha
nosuinasaie Ha AJIAT wi ACAT > 3 metu ITH (kracuduimpana Karto HanH4Ke IPH Hali-Ma/ko 2
NOCNCAOBATENIHH H3MEPBaHHA H/H NPH (PHHANTHATA BU3HTA Npe/ nepHofia Ha neverue) e 0,2%, 0,3% u
0,2% ¢HOTBETHO 32 BHIZIARIMITHR 50 mg BeAHEXK NHEBHO, BIIIATIANITHH 50 mg ABa ITETH JHEBHO H
BCHYKH CPaBHHTENIHH NIEKaPCTBEHH NpoAyKTH. Te3n nosHIIaBaHHs HA TPAaHCAMHHAIHTE KaTO LAIIO ca
Ge3cHMITTOMHH, HEMPOTPECHPALUH 110 XapakTep H HE ¢4 CBBLP3aHH ¢ XOJIECTa3a WIH HCh/ITEHHII3.




IIpu neyeHre ¢ BUIRAITHIITHH c€ ChOOLIABA 32 PEAKH CJIydaH Ha aHTHOENEM C YeCTOTa CXO/Ha ¢ Ta3H
Ha kouTpoauTe, [To-ronsama gact ot cirydanTe ca choOGIIEHH, KOTaTO BHLIATIHMIITHH € IPHJIAraH B
komburanus ¢ ACE unxuburop. ITo-ronsmara yact oT chOHMTHATA ca JIEKH IO TeXKeCT H OT3By4aBar
NpH NPOALIDKABAHE HA JCUCHHETO C BIWIAATIMITHH.

CrMcpk Ha HexenaHuTe JSKAPCTBEHH PEaKIHH B TaGu4er BUHA

Hexenanure peakigan c»001IaBaHH Npy MALMEHTH, KOMTO MOTy4aBaT BIWIAANIHITHA B JBOHHO-CIICTH
NPOYYBAHHA, KATO MOHOTEPaNHA H JOIThJIBAlLA TEPAMHA ca H30poeHH No-KoJy MO CHCTEMO-OpraHHa
knacHdukanys 1 abcomoTHa yectora. Hexanuwre peakumn nabpoeny 8 Tabnuiia 5 ce ocHopasaT Ha
ChIIECTBYBallaTa HHpOPMAITHA B KPaTKaTa xapaKTepHcTHKa Ha npoxaykta MerdopmuH B EC. [o
YecToTaTa ¢ Ae)HHMpPAT KaTo MHOrO yectH (>1/10); wectn (=1/100 xo <1/10); HeuecTn (=1/1000 no
<1/100); peaxw (=1/10 000 zo <1/1000); Muoro uectn (<1/10 000), ¢ He3uBecTHA YecToTa (OT
HA/IHIHHTE JaHHU He Moe Ja Obie HanpaBeHa oLeHKa), [IpH BCsSKO rpynupaHe B 38BHCHMOCT OT
YeCTOTATS, HEXEJIAHHTE PEaKlWK Cce HAGPOARAT B HWIXOAAI peA N0 OTHOMeHWe Ha TIXHATa
CEPUO3HOCT.

Tabnana 1 Hexenann NeKapcTBeHH PeakH ¢HOGMEHA NPH NANEEATH, KOATO HOJIYIaBaT
BRAAArIANTHE 100 mg AneBRO KaTO AONBJIBAMIA Tepamus KbM MeThOpMHN,
cpapHenH ¢ nnanefo wioc MmerGopMEH, NpH ABOiRO-c1end npoyusannna (N=208)

Hapymenns na MeTa60/1H3Ma H XPaHEHETO
HectH XHITOTMHKEeMHUA
Hapymenss HA HEPBHATA CHCTEMa
Yectu Tpemop
YecTn I'nasoGonme
HYecTn 3aMasHoCT
Heuectn YMopa
CroMamH0-upeBHE HAPYIIEHAN
Hectn Tapene

Onucaniie Ha u3OPaAN REXCERANU PeaKYUY

[Ip# XOHTPONHPaHH KIHHHYHH H3NHTBAHHA ¢ KoMOKBalma ot BungaraunTed 100 mg JHeHBO WNOC
MeThOpMEH, HAMA CHOGLICHHAA 32 MPEKPATABAHE Ha TEPANHATA NOPAIM HEXKETAHH JTEKAPCTBEHH
PeakilHH, KaKTO B Ipyriara Ha Ne4eHHe ¢ BuigarivnTuH 100 mg aAperHO wroc MeT¢hOPMHH, Taka H B
rpynara Ha JIeHeHHe ¢ Iane6o Wwioc MeThopMHH.

Tlpy KNUEUUHK WINUTBABKA NOABATA HA XUNOTTIMKEMHA € YeCTa TIPH NALMeHTH, IPHEMAIIH
BHNAATTIHOTHH B KOMOHHAUWA ¢ MeTthopMuH (1%) 1 HevecTa NPH MALMEHTH, NOTyYaBalTy wiane6o +
merdopmut (0,4%). He ce cp061maBa 3a TexKH eMH301M HA XHMTIO[TTHKEMAA B TEPANEBTHIHHTE [PYIH
C BHJIATTHIITHH,

B xo0f1a Ha KIMHVYHY H3NMTBAHMA, TEMAOTO HE CC NPOMEHS CIPAMO H3XOAHATA CTOMHOCT, KOTATO
BuaaraunTaH 100 mg nresHo ce nobaes kem Merdopmun (+0,2 kg 1 -1,0 kg, chorBeTHO 38
BHJLAALTHITHH ¥ riane6o).

KnuHU4HN H3NHTBAHHA ¢ Ha/l 2-FOAMIUHA NIPOABIKATENHOCT HE NOKAa3BAT HACHTHGUIMpaHe Ha
AOITBJIHUTEIIHH, CRBP3AHH ¢ JiekapcTeeHATa G€30MacHOCT, CHIHANN UAW HENPeABUCHY PUCKOBE NpK
Ao0apsAHe Ha BHJIAATTMITTHH KbM MeTGOpPMHUH,

Kombunayun coc cyngponrypeen npodyxm




Tabnana 2 Hekenand JexapcTBeHE peaknuy, CHOOHIERH OPH NANHEHTH, KOHTO NOJIYIaBaT
BuAfaraunTER SO0 Mg ARA WLTH AHEBHO B KoMORaBNEA ¢ MeThopMER |

cyagonnaypeer nponykt (N=157)

Hapymenas aa MeTaGoJIH3Ma B XpAHEHETO
Yectn XHNOrnuKeMHs
Hapyumienns HA HepBHATA CHCTEMA
Yectu 3aMasHoCT, TpeMOop
Hapymenns A2 KoxkATa H NOAKOKAHATA THKAH
Yectn Xunepxunposa
O60mp Bapymenns u efeKTH HA MACTOTO HA IPRAJIOKEHHE
Yeetn AcTeHun

Onucarue na uzbpanu Hexceranu peaxyuu
He ce c1oBimiaa 3a pekpaTsaBaHe Ha JIEYEHHETO [TOPAIH BE3HHMKBAHE HA HEKE/IAHH PeaKiliH B

TepaneBTHYHATA IPYIa Ha BLIJAITTHITHH + MeT¢OopMHH + rmuMenrpHA cnpsamo 0,6% B
TepanepTHYHATA Ipyna Ha iuranebo + MeTdopMHH + rIMMenHpHa.

Crydan Ha XHIIODJTHKEMHA HMa H B ABETe TepaneBTHHHM rpynH (5,1% 3a rpynaTa Ha BHIJATIMITHH +
MeTOpMHH + rnuMenupHA cnpamo 1,9% 3a rpynara Ha raneGo + MetdopmuH + rmuMenupun). B
TPyTiaTa Ha BWIAAMIMNTHH ce¢ cROOIIABA 32 €/IUH TEXKbK CITyuaH Ha XMIOTTHKeMHI.

B kpas Ha npoyyuBaHeTo, epeKTET BBPXY CPEAHOTO TENECHO TerNo € HeyTpaneH (+0,6 kg B rpynara Ha
BHIZarnunTHH M -0,1 kg B rpynara Ha ruiane6o).

Kombunayus ¢ uncynun
Tabnnna 3 Hexenans JeKapcTBeHd PeaknHH, CHOOIMCHE IPH NANHEHTH, KOHTO MOIyIaBAT

BRJAATIHNTHH 100 mg nueBno B XoMOuHANHN ¢ HHCY/HH (¢ BN (e3 MeT(OPMEE) B
X04a Ha ApoiiHo-cnenn npoyesanns (N=371)

Hapymenns B3 MeTaGonu3Ma B XpaHeHeTo

Yectn INonmenne Ha KpbBHATA 3aXap
HapymieHdf Ha HEPRAATA CACTEMA
Yectn I'naBoGonue, Tpecka
Cromamao-vpeBEn HApPYHICRAS
Yectu lanene, racrpoesodareansa pedurykcHa 6onect
Hegectr JlHapHs, MeTeopH3bM

Onucanue na uabpanu nesceaanu pearyiy
B Xona Ha KOHTPO/THpPaHH KIMHHYHH H3HTBAHHA, TIPH KOHTO BHINATIHIITHH B 1033 oT 50 mg ABa

IETH AHEBHO ¢ NpWiarad B KOMOUHAIMA ¢ HHCYNHH, ¢ WM Ge3 MerdopMuH, obliaTa 4ecTOTa Ha
NPEKBCBAHE HA JICYEHHETO MOPaiH BB3HHKBAHE Ha HexeNaHu peakuiy e 0,3% s TepaneBTHYHATA
Ipyna Ha BUJLJArTHITHH M HIMA NPEKbCBAHE Ha JICHEHHETO B Fpynara Ha mutanebo.

HecToTaTa Ha XHITOTTTHKEMHA € 1071061 B [BeTE TepaneBTHYHH rpymu (14,0% B rpynara Ha
BHWIIANTHANTHH cnipsmo 16,4% B rpynata Ha mianeGo). J[saMa natiHeHTH CHOGLIABAT 3a CMyyaH Ha
TeNKA XHTIOTIMKEMHS B IPYTIaTa HA BIIALIMITIHH X 6 JIALMCHTA B rPyraTa Ha Iiane6o. ..




B kpas na npoy4raneto, eheKTET BLpXy CPEAHOTO TENRECHO Terno e neyTpaneH (+0,6 kg npomsna
CNIPSMO M3XOJHATA CTOMHOCT B IPyNaTa Ha BHIJATTUAITHH H 6€3 npomsHa B TEMJIOTO B rpynara Ha
nnaneo).

Jomvnuurensa nudopMannd 3a OTAeNHATe AKTHBHH BEIECTBa Ha dukcHpaHaTa KoMOyHaLKs
Bunoazmunmun

Tabmuna 4 Hexenann NeKapcTBeEH peakNuH, ch0o0NIeHH EPH NANHEHTH, KOHTO NOYIaBaT
paAarHOTAH 100 mg AReBRO KATO MOHOTEPANHN NPH ABOHHO-CJIEHA NPOYIBAHHS

(N=1855)
Hudexnnn u nadgecranen
Muoro penku HHdeKiMH HA TOPHH QHXATelTHH MTLTHINA
MHoro peaxu Hazodapuuryr
Hapymenng na MeraGonusma B xpanesero
Hedect XHITOTTHKEMHA
Hapymenus Ha HepBHATa CHCTEMa
Yectn JamasHOCT
Hegectn I'narobonre
Coaoer napymenns
Heuectn Iepugeprn oronm
CToMamHo-9peBHH HApyIeHus
Heuwectn 3amex
Hapymenus Ha MyCKY/JJHO-CKeJIETHATA CHCTEMA H Ch¢AHHHTEAHATS THKAH
Heuectn _Aprtpanrus

Onucanue na usbparnu nexceranu peaxyuu
O6mara yecToTa Ha IPEyCTAHOBIBAHE HA NEYECHHETO NOPA/IH HEXENAHN PEaKIH, B KOHTPOIHPaHH

Mpoy4BaHHA ¢ MOHOTEpANKA, HE € TIO-BHCOKA NIPH MALHEHTH JIEKYBaHH ¢ BWIIAIIHATHH B 1032
100 mg mnenno (0,3%) B cpaBHeHME ¢ NpueMamTe nnanebo (0,6%) HH CPABHHTENHH NPOLYKTH
(0,5%).

B xo0na Ha CpaBHMTENTHH KOHTPOIHPAaHH H3NKHTBAHHS KAaTO MOHOTEpPAIHs, MOABATA HA XHIOTJTHKEMHS €
HeuecTa, noknaasana npu 0,4% (7 ot 1855) ot naukenTuTe, NeKyBanu ¢ BiwigarnunTuy 100 mg
Auesso, cnipamo 0,2% (2 or 1082) npu naupentuTe B rpymmTe, NEKyBaHH ¢ AKTHBEH CpABHUTENIEH
NeKapCTBEH NPOMYKT WiH 1anefo, 6e3 choOLeHns 3a CepHO3HH WIH TesKKH HEXKETaHH PCaKuHH,

B xona Ha KIIMHUYHH M3NHTBAHHA, TETIOTO HE CE IPOMEHA CIIPAMO HIXOAHATA CTORHOCT, KOTaTo
siyarmunTHH 100 mg nHeBHO € npuaran kato monorepanua (-0,3 kg u -1,3 kg, crorseTHO 32
BUIArUOTHH ¥ Tianebo).

Kmusnysm psnureanus ¢ 2-roqMiiEa IPOALIDKHTEIHOCT HE NOKA3BAT HACHTA(GHUIHpaHE Ha

AOITHJIHHTENIHH, CBBEP3aHH ¢ ICKapPCTREHATA GezonacHOCT CHIHAJTH HIIH HEIIPECABHOCHH PHCKOBE ITPH
npHunarane Ha BHAKATJIIHNTHH KaTO MOHOTEPATIHA.

Memdopmun

Tabnuna5  Hexenanu iekapcTBERH PeaNKHH 3a ChCTABKATA MeTQOPMHE




Hapymienns Ha MeTa00/IH3MA H XpaHEeHETO

Mmuoro peaxu Hamansease na abcop6uusta Ha BuTamMyH B2 H JakTaTHa anpnosa*
Hapymenna va HeppHATA CHCTEMA

Yectu Meranen BKyc
CroMamBo-4YpeBHH HAPYIIcHAS

Msoro vect T'anene, nospbmane, quapha, KopeMHa OONKa A HIICa Ha aneTHT
XenarobunaapHyu HApYIIEeHAS

Mmoro penxn OTKIOHEHMS B CTOMHOCTHTE Ha MOKA3aTeHTe 33 UepHOApoOHa

$yHKUHA WK XenaTur* *
Hapymwenns Ha K0XaTA H NOAKOXHATA THKAH

MHoro peaku KoKHH peakiyn KaTo eprreM, ChpOek WM YPTHKApUs

*Hamamneane ua abcopbyuama na sumamun B12 ¢ namanasane na cepymnume nusa ce nabniodasa
MHO20 PAOKO RPU NAYREHNIY HA OBA2OCPOYHO Aevenue ¢ memgopmun. Tpabea oa ce uma npedaud
maKaea emucno2us, GKO NP NAYUERNA CE PA3BUE Me2aROORACTIHG ANEMUA.

**Habrio0asam ca u3oRupany CRyau Ha npoMEeReNU CMoHOCHIU Ha MPAHCAMURAIUME WU
Xenamum, Koumo OmuymMAeam cied npeycmanoeasane Ha AeyeHuemo ¢ Mem@popmun.

CTOMamHO-YpEBHHTE HEXKEIAHH PeakuiH BE3HUKBAT HAl-TeCTO P 3aNI04BAHE Ha TEPanuaTa H
OT3BY4ABAT CIOHTAHHO B FlOBEWETO CiTy3au, 3a Ag OBbIAT NPEAOTBPATEHH CE NPEenopLYBa AHEBHATR

no3a MeT(OpMHH Ja ce pasiiellH B ABa NIPHEMa 110 BpeMe Ha, HWiIH cien XpaHeHe. Basuoto
YBEJIMYABAHE Ha Z103aTa MOXKE CBHILO A3 NONOOpH CTOMANIHO-4PEBHATa HOHOCHMOCT.

IlocTMapkeTHHIOB onuT

Tabnuma 6  IocTMAPKETHATOBH HexeJIaHH peaKIHA

Cromamuo-upeRHE HApYMIeAUa

C Heu3BecTHA [TaHkpeaTuT
4yecToTa
XenaroGn/1Hapnu HApYnIeHHS
C HeH3BECTHA Xenartut (oOpaTuM ciien cCIHpaHe HA PHEMA Ha JIEKAPCTBEHHA
YECTOTa NpOAYKT)

OrxioHeHHA B yepHOAPOOHUTE QYHKUHMOHANHY [10KA3aTEH
{obpaTHMHA ciien crMpaHe Ha MpHEMa Ha JIEKRPCTBEHHA IPORYKT)
Hapymesus Ba MyCKY/IHO-CKeNETHATA CHCTEMA H CLETARATERATA THKAN

C HensBecTHa Muanrus
9YecToTa
Hapymenng HA KoXaTa H HOAKOKHATA THKAH
C nemsrectha Ypruxapua
HeCcToTa Excdonuarupan min Gya03HH KOXKHH JIe3HH, BKITIOYHTENHO 6yo3eH
neMpHronx

Crobmanane ya NORO3MPAHN HEKENAHH PEAKIMEA

CrobmapaneTo Ha MOJO3HPAHY HEXENAHH PeakliMy clie/i paspeliaBane 3a ynoTpeGa Ha TeKapcTBeHHs
NPOAYKT € BaxkHO. TOBa N03BoNABa a NPOXBILKK HaGMIOAEHHETO Ha CHOTHOLIEHHETO MONI3a/PACK 33
NeKapcTBEHH NPOAYKT. OT MeAHUMHCKATE CNELHANHCTH Ce H3HCKBa /|3 Cho0INaBaT BeaKa
NOXO3HpaHa HeXeNaHa peakuus Ype3 H3MIHHTE/NHA areHIMs 110 JekapeTsaTa yn. ,,Jaman ['pyes” Ne
8, 1303 Codua, Ten.: +35 928903417, yebeaiit: www.bda.bg.
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Hama nannu cBLp3ans ¢ npenosrpase ¢ Bancnokce.

Bunoaenunmun
HudopmaimsTa no oTHOLIEHHE HA TIPEAO3HPAHE C BHIAATTAIITHH € OTPaHHYeHa.

CuMirroM

HudopmaumaTa 3a BepOSTHH CHMITTOMH Ha NpeAO3HpaHe ¢ BWIIATTMITHH € MOTy4YeHa OT MPOY4BaHe
3a NOHOCHMOCT Ha YBEAHYABAIA CE J1038 MPH 3APaBEH MAAHBHAM, Ha KOHTO € NMpMAarad BHAMATITHIITHH
3a 10 auu. Hpu nosa ot 400 mg e uMano TpH ciTydas Ha MYCKYJIHH OOJIKH M OTJS/IHH ClIy4aH Ha JICKH
H MPEXOJ(HH NapecTe3HH, BHCOKA TEMIICPaTypa, OTOLH K NPEXONHO NMOBHINABARE HA HMBOTO Ha
nunasara. [Ipa nosa ot 600 mg enHo JMLE e NOIYIHIO OTOK Ha CTHIIANATA M PHLETE, H MOBHIIABAHE
Ha HEBaTa Ha KpeaTuHdocdokunazara (KOK), ACAT, C-peakrusuua nporerH (CRP) u MaornoGHHa.
Tpu apyrd MuIa ca MOTYYHITH OTOLM MO XOAH/ATA, B ABA OT CIYY4HTe C NapecTe3HH. BcHIkH
CHMIITOMH M OTKJIOHEHHMA B JIaDOPaTOPHHTE [TOKA3aTeNIH OT3By4aEaT 6e3 neyeHue cexn
NpeyCTaHOBABAHE MPHEMA HA H3CJI€BAHHA JCKAPCTBEH MPOIYKT.

Memdpopmun

Ilpenosmpane ¢ BHCOKa N03a METGOPMMH (WiTH [IPH CBOLTCTBAL PHCK OT J2KTAaTHA ALHAO33) MOXKE Ja
JAOBeAe N0 NAKTATHA allH103a, KOATO NPECTaBIABA CIICHIHO CHCTOAHNE H TpAOBA f1a ce IeKyBa B
Bonnuna.

Jleuenue

Haii-epexTHBHUAT MeTO 32 OTCTpaHABaHE HA MeTGOPMUH € XeMoHaIH3a. BungarnunThy, obave, He
Mozke Aa 6bJ€ OTCTpaHEH Ype3 XeMOIHAIH3a, HO OCHOBHHAT My MetaGomuT ciest xuaponuza (LAY
151) moxe na ce nuanusHpa. Ilpenopsusa ce NOAABPAKALIO NEUCHHE.

5. ®APMAKOJIOTHYHH CBOMCTBA
5.1 PapmMakoaHRaMHEYHE CBONHCTBA

®apmakoTepanesTHyHa rpyna: JlekapcTa 3a eueHne Ha Auadet, KoMGuHALHS OT NEPOPAHH,
NOHIDKABAIA KPhBHAaTa 3axap jnekaperBa, ATC kon: A10BDO08

MexaHi3LM Ha AeficTeHE

Bruicnoxe koMOHHHpa B¢ AHTHXHIICPTIIAKEMHYHH CPE/ICTER ¢ B3aMMHO JOITEJIBALIA CE MEXAHHIMH
Ha JeHcTBHE 3a NoRo0pABaHE HA IIMKEMHYHHMS KOHTPOJ MPH NALMEHTH ¢ AxabeT THN 2:
BHIJArTTHITTHH, MPENCTABHTE) Ha Kilaca JIEKapCTBCHH NPOIYKTH CTHMYJIHpAIH KACTKHTE B OCTPOBHTC
Ha MIAHKPeaca H MET(GOPMHEHOB XUAPOXIIOPH, NPEACTABUTEN Ha KJaca Ha GurpaHHUAHTE,

Buparnuirris, KOHTO cliajia KbM Kiaca JIeKapCTBEHH IPOAYKTH CTHMY/IHDALE OCTPOBHMTE KICTKH B
NaHKpeaca, € MOLIEH H CENIEKTHBeH MHXHOHTOP Ha AHNenTHINA nenrhaa3a-4 (DPP-4), Merdopmun
HeHCTBA OCHOBHO Ype3 HAMAIABAHE HA HIONCHHOTO 06pa3yBaHe Ha [JIIOKO3a B YePHHA Apo0.

GapMakonHHAMHYIHK eeKTH
Bunoaznunmun

BunnarmanTan neficrea ocHOBHO upe3 HHxHGUpane Ha DPP-4, eH3HMET OTTOBOpPEH 32 pasrpakAaHeTo
Ha MHKPETHHORHTE XopMonH GLP-1 (rmokaron nogoGen nenrua-1) u GIP (rmoko3o-3asHcHM
HHCY/THHOTPOIIEH TOJIMNEIITHA). '




TIpHIOMkKeHHETO Ha BHIATITHITHH BOAM 10 65p30 H MBJIHO HHXHOMpaHe Ha akTHBHocTTa Ha DPP-4, B
Pe3yATaT Ha KOETO Ce ITOBHILABAT eHAOTCHHHTE HHBA Ha HHKPETHHOBHTE X0pMoHH GLP-1 1 GIP,
KaKTO Ha INIAJHO TaKa H Cliell XpaHeHe.

ITocpencTsom NOBHIIABaHE HA eHROTCHHHTE HHBA HA T¢3H HHKPETHHOBH XOPMOHH, BUJIATJIHIITHH
NOBHINABA YyBCTBHTEIHOCTTA Ha GeTa KIETKHTE KbM KPBBHATA 3aXap, KOeTo BOAM A0 noaodpiasaHe Ha
[I0KG30-3aBHCHMATA HHCYMHOBA cekpers, Jleueruneto ¢ BuagarmunTud 50-100 mg nuesno npy
TIALMEHTH ¢ JnabeT THN 2 3HauMMo NoxoOpsaBa mokaszarenure 3a Sera-KIeTbYHaTa PYHKIHA, KOHTO
smoysar HOMA-3 (Homeostasis Model Assessment—f3), cEOTHOIIEHHETO NPOHHCYAHH CTIPAMO
HHCYJIHH M H3MEPBRHETO Ha PeakTHBHOCTTA Ha GeTa KJISTKUTE NPH TECTa 3a TOJIEPAHTHOCT IIPH YECTO
JaBaHe Ha xpaHa. [Ipn nuua, koHTo HiMat auabeT (HOPMOTIHKEMHUA ), BLIAATTTHITTHH HE CTUMYJIHPA
CEeKpelHATA HA HHCYJTHH H He HaMa/ABa HUBOTO Ha KPLBHATa 3axap.

Upes noeHImMaBane Ha ¢HACTCHHOTO HABO Ha GLP-1, BHIAArIMITTHH NOBHIIABA YYBCTBHTEIHOCTTa Ha
anda KNeTKHTE KbM KPbBHATA 3aXap, KOSTO BOIH 710 NIO-8ACKBAaTHA HA KPLBHATA 3aXap CEKpeLya Ha
TJIOKAaroH.

Iosumaganeto Ha HHKPCTHHOBHTE XOPMOHH B YCAOBHATA HA XHICPIIHKCMHAA BOAH A0 3aCHJICHO
YBEIIHYABAHEC HA CHOTHOIIEHHETO HHCyJ]HH/l"IIIOKaI‘OH N HaMAJIIBaHe MPORYKLHAATA Ha IJIFK0K03a OT
YepHHA ,IlpOG, KAKTO Ha Irl1afHO, TaKa H C/IeH XpaHeHe, ¢ KOETO ce HaMandBa [TTHKCMHATA.

Hzgectauar edexr, e nopuMinenoro nuso na GLP-1 3a6aBs CTOMAIIROTO M3TIPa3BaHe HE Ce
HaGMIOJaBa MpPH JIEYEHHE ¢ BHIAATTIMITHH.

Memapopmun
MerdopMHH ¢ GHIBAHHA ¢ AHTHXHUIIEPIIIMKeMHYEH eheKT, KOHTO MOHHAABA CTOHHOCTHTE Ha ITOK03a

B IIA3MaTa - KAKTO Ha T7IafHo, TAKA H clle] xpaHeHe. Toif He CTHMY/IHpa CeKpeliITa Ha HHCYNHH H
nopaaH TOBA HC BOAH N0 XAMOTITHKEMHA HWIH YBCIHZaBaHC Ha TEMSCHOTO TETJIO.

Merdopmun MOXe 2a OKa3Ba CBOA [IIOKO30-TIOHIDKABAL e(EKT MOCPEACTBOM TPH MEXAHH3MA:

- NOCPEACTBOM HaMaABAHE Ha 00pa3yBaHETO Ha IIOKO3a B 4epHHA Apol upe3 HHXHOHpaHe Ha
TMIOKOHEOTEHE3aTd H TITHKOr€HOMM3aTa;

- B MYCKYJIHTE MTOCPEACTBOM YMEPEHO H3PA3EHO YEEIHYABaHe HA HHCYJIMHOBATA
IyBCTBHTEJIHOCT, HOA00paABaiiku nepudepHOTO NoeMaHe M YCBOABaHE HA [IIOKO034Ta;

- nocpeacTBOM 3a0aBane Ha aGcopOiuaTa Ha rmoOKO3aTa B Yepbara.

MerdopMun cTHMyNMpa BETPEKICTHYHIA CHHTES Ha ITMKOTEH, NIOCPEACTBOM IIOBIHABAHE HA

FTIHKOI€H CHHTE3aTa H NOBHIIABA TPAHCIOPTHHA KaNAUMTET Ha crelduyHy THIOBE MeMOpaHHH

rmoko3uy TpaHenoprepd (GLUT-1 u GLUT-4).

[Ipu Xopa, HE32BMCHMO OT BIHMSHUETO CH BLPXY MIHKEMUATA, METHOPMHUH MMa GnaronpuaTHH edexTH
BBDXY JMIHAHAA MeTab0an3sM. B cpeiHo- H ABIrOCpOYHH KITHHHYHH NPOYYBAHHA, TIPH NIPAEM Ha
TepaleBTHYHH A03H € NI0Ka3aHo, 4¢: METGOPMHH IOHKHXABA cepymnm*e HHEa Ha ofmua xonaecTepon,
LDIL~xonecrepona ¥ TpHUriHOEepHIHTE,

IIpocnexrusHoTO, paHzoMu3Hpano npoyusane UKPDS (UK Prospective Diabetes Study) ycraHopasa
ABJIrOCPOYHHTE NON3H OT HHTEHIHBHHA KOHTPO Ha KPBBHATA 3aXap IIPH NAIMEeHTH ¢ quaber Tvi 2.
AHATH3LT HA PE3YATATHTE NPH NAUHEHTH ¢ HATHOPMEHO TETJIO, NSKYBAHH ¢ METGOPMEH e
HEYCTIEX OT JIeUeHHE CaMo ¢ JHeTa 1T0KA3BAT:




- 3HAYMMO HAMaNABaHe Ha a(COMOTHMS PHCK OT BCAKO CRLP3aHO ¢ AualeTa yeAOKHEHHS B
rpynara Ha MetgopMuH (29,8 cpOuTHa/1000 nauHeHT-roAMHI) CHPAMO MALIHEHTHTE OCTABCHH
camo Ha nuera (43,3 cn6urna/! 000 nauuenr-roguuu), p=0,0023 1 cnipaMo rpynuTe Ha
KOMOHHHpaHa Teparma che cynGoHITYpeiiHH NPOZYKTH # HA MOHOTEPAIHA ¢ HHCYIHH (40,1
cp6uTH/ 1000 namueHT-roguMy), p=0,0034;

- 3HAYHMO HaMa/IABaHe Ha abCONMFOTHHUA PHCK OT CBBp3aHa ¢ AHabeTa CMBPTHOCT: METGOPMHH
7,5 cuburna/1000 naupeHT-rofMHy, camo Ha aueta 12,7 cs0HTHa/1000 nanpenT-roguiH,
p=0,017;

- 3HaYHMO HAMAIBaHe Ha abcoMoTHHS pHcK oT ofna cMBpTHOCT: MeThopMHH 13,5
cbOHTH/1000 NanMeHT-roAuHH crIpaMo camo Ha auera 20,6 cp6uTIa/1000 nauMeHT-roHHA
(p=0,011) ¥ cnpamo rpynuTe Ha KOMOHHHPaHa TEpanHA ¢b¢ CyIPOHMTYPeRHHA NPOAYKTH H Ha
MOHOTepanua ¢ HHCYAHH 18,9 cpOurra/1000 naunent-rogumm (p=0,021);

- 3HAMHMO HaMAIABaHE Ha aGCOMOTHHA PHCK OT HHOAPKT HA MHOKapAa: MeTdopmMuH 11
cuouTHa/ 1000 nanuenT-roguns, camo Ha adeTa 18 cubrmia/1000 nammenr-rogunu (p=0,01).

Knunuuna edukacHocT 1 GezpomacHocT

[Tpu6aBAHeTO Ha BUAAATTIMIITHH KBM JIEUCHHETO HA NALMEHTH, YANTO rIMKSMAUEH KOHTPOMN HE &
3aJI0BONIHTENCH BBIPEKH MOHOTEpanuATa ¢ MeTopmuH, cien 6-MeceyHo JIeUeHHe BOH A0
OOITBJIHHUTENHO CTATHCTHYECKH 3HAYHMO CPeAHO NOHWKAaBaHe Ha cToliHocTHTe Ha HbA o B cpaBHEeHHE
¢ wianebo (paznuku Mexay rpynute ot -0,7% 1o -1,1%, chorBeTHO, 32 BWIAArIMNTHH 50 mg U

100 mg). ITpoueHTET Ha MAHEHTHTE, KOHTO IOCTHIaT NOHWKaBaHe Ha croiHocTHTe Ha HbA | C

2 0,7% cnpaMo H3XOHHTE € CTATHCTHYECKH 3HAYMMO MO-BHCOK B iBeTe IPYIH Ha BHIIAATTHIITHH
wnoc MeTopMuH (croTBeTHO 46% H 60%) cipaMo rpynaTa Ha MergopMEH wToc wianeGo (20%).

B 24-cepMHYHO KIIHHHYHO H3ITHTBaHe, BHAArAANTHH (50 mg ABa ITETH AHEBHO) € CPABHEH C
nHorauTaseH (30 mg BeAHEXK AHEBHO) IPH NalHEHTH, [PH KOUTO HE € MOCTHTHAT AfCKBaTeH
TAWKEMMYCH KOHTPOA ¢ MeThopMuH (cpenna axesHa ao3a: 2020 mg). CpeAHOTO NOHIKEHHE Ha
HuBata Ha HbA, npu cpenen H3xoneH HbA;, or 8,4%, e -0,9% npu gofapsne Ha BWIAATIHOTHH KbM
MeThopMuH H -1,0% npu goGaBase Ha MHOTMKTA30H KBM MeTGopMHH. CpeHOTO NOBHLIABAHE HA
TENEeCHOTO TErNo, HAOMONARAHO NPH NAUMEHTHTE, NIPHEMANIN THOMIHTA30H B HOMBIHEHHS KBM
Merdopmud e +1,9 kg, cnpamo +0,3 kg npr naumeHTRTE, TPHEMALIH BINIATTHIITHH B AOTB/IHEHHE
KEM MeThOPMHH.

B xnunutto n3nuTBaHE ¢ 2-TONHINHA NPOXBIKHTENHOCT, BIAATTHOTHH (50 mg ABa METH AHEBHO) €
CPaBHeH ¢ MMuMermMpHA (1o 6 mg/aeH — cpeHa Ao3a npes 2-Te roauuy: 4,6 mg) cnea AoGasaHe KbM
Tepanusra Ha NAUHEHTH, NEKyBaHH ¢ MeTdopMHH (CpeaHa nHeeHa no3a: 1894 mg). Cnen 1 roavHa
CPEMHOTO NMOHIKEHUE Ha HuBaTa Ha HbA | e -0,4% npu nobaesHe Ha BUIAATNIMITHH KM MET)OPMHH
H -0,5% npn no6apsine Ha NIEMETMPHI KbM METhOPMIH, NpH cpeaeH naxoaen HbA . or 7,3%.
IIpoMsaraTa B TeneCHOTO TErNo Mpy BANAraMNTUN € -0,2 kg cnpamo +1,6 kg npu rmuMenupua.
UecTorara Ha CTyuaWTE Ha XMIIONIHKEMHSA € CHIHH(HKAHTHO NMO-HUCKA B TPYIIATa HA BHIAATTTHITTHH
(1,7%) B cpaBHeHue ¢ rpynaTa Ha rnuMenupry (16,2%). B kpaiinata Touka Ha Ipoy9BaHeTo (c1ex 2
rofutu) croiHocTHTe Ha HbA|: ca noZmo6Hu Ha H3XO[AHHTE CTOHHOCTH B ABETE TEPANCBTHYHH IPYTIH,
4 Pa3THIHATA N0 OTHOLICHUE HA IPOMSIHATA B TENECHOTO TEMIO W CHYMAlTe HA XMNIOTTIMKEMKA ©6
3ala3ear.

B 52-ceamuuno uamuTRane BuAarUNTHH (50 Mg ABa ITETH AHEBHO) € CPABHEH C [MHMKNA3uA, (CpeaHa

AHeBHa jo3a: 229,5 mg) cnea A06aBIHE KBM TEPANHATA HA MALMEHTH, NIPH KOHTO HE € [IOCTHIHAT

KOHTpOJ ¢ MeTgopMHH (M3xoaHa no3a 1928 mg/aen). Cnea 1 roquua cpeanoto nonwkenne na HbA
€ -0,81% npu noGaBaxe Ha BANNATTIMITHH KEM MeTgOpMUH (pu cpeaen u3xonen HbA, 8,4%) H-




CTATHCTHYECKH 3HAYHMA HE No-Manka eduxacHoct (95% CI -0,11 — 0,20). TIpomsnara B TEneCHOTO
Terno € +0,1 kg npu BuarmHMnTHH cnpsaMo +1,4 kg npu rimknasua.

B eano 24-cegMHUHO KIIMHHYHO H3NMHTBAHE ¢ OlieHeHa eHKACHOCTTa Ha (PHKCHpaHaTa A030Ba
KOMOHHAIMA OT BHIAAIIHIITHH B METGOpMHEH ([1OCTENeHHO THTpHApPaHa A0 A03a ot 50 mg/500 mg asa
TbTH AHeBHO wid 50 mg/1000 mg aBa ITbTH JHEBHO), NPWIOKEHa KaToO ITbPBOHAYAIHA TEPANH NPH
MAlHECHTH, KOHTO HE ca MPHEMAITH NPElH TOBA APYTH JiekapcTBa. KomOuHanmaTa

swarmHITHH/ MeTdopMuH 50 mg/1000 mg, npinoxena ABa METH AHEBHO, NoHHkaBa HbA. ¢ -
1,82%, sunparnmuntan/mMerdopmuH 50 mg/500 mg, npuiioxeHa aa THTH JHEBHO, ¢ -1,61%,
meTdopmun 1000 mg, npunosked ABa ITbTH JHEBHO, ¢ -1,36% H BwizarunTiH S0 mg, IpHIIOXKEH ABa
IBTH JIHEBHO, ¢ -1,09% npn usxoneH HbA . 8,6%. ITommkenuero Ha HbA,,, HaGmonasaHO npA
nauHeHTH ¢ B3xoneH HbA . >10,0% e no-romamo.

24-ceAMHYHO, PAHAOMH3HPAHO, ABOHHO-CIIANO, MNALEG0-KOHTPOIMPAHO H3MHTEAHE € POBEEHO TIPH
318 naumneHTH, 38 Aa OLleHH e(PHKACHOCTTA H 5e30NACHOCTTA HA BAJIAArnHNTHH (50 mg ABa meTH
AHEBHO) B KOMOHHAUMA ¢ MeThOpMHH (>1500 mg AHEBHO) H FMHUMENHPHA (>4 Mg AHEBHO).
Bunaarmurmas g koMOHHaUMSA ¢ MeThOPMHEH H TTHMenHpHI CHrHudHKaHTHO MoHKaea HbA |
crpamo riaue6o. Kopurnpanara cnpaMo miane6o paziika B cpeAHOTO noHmkeHHe Ha HbA 1 cipamo
H3XoAHaTa crokHoct ot 8,8% e -0,76%.

24-ceAIMHYHO, PAHXOMHZHPAHO, ABOHHO-CAANO, MNaue60-KOHTPOIHPAHO U3IMTBAHE € IIPOBEAEHO NIPH
449 nmaumMenTy, 3a 1a OlcHH ¢hUKACHOCTTA H 6€30M1aCHOCTTa HAa BHIAArIMITHH (50 mg ABa ITsTH
AHEBHO) B KOMOHHAIHA ¢ MIOCTOAHHA JI03a Gazaen WK cMeceH HHCY/HH (cpea queBHa no3a 41
CAHHMIIN), CBEC CBITETCTRAN] pHeM Ha MeTgopMus (N=276) unn 6€3 ChITBTCTBAL IIPHEM Ha
merdopMiH (N=173). BannarnmnTiH B koMGHHELHS ¢ HHCYIHH CHTHHA(HKaHTHO nosmkasa HbA .
cnpamo wiaue6o. B o6miarTa nomynanus kopurupanara CipaMo wiauedo pasinka B CpeaHOTO
nonwKenne Ha HbA | npn cpemna u3xonua croitnoct na HbA, 8,8% e -0,72%. B noarpynure,
JIEKyBaHH C HHCY/IHH, CBC HITH 63 CHITHTCTRAIL NIPHEM HA METGIOPMHH, KOPHTHPAHOTO CIPAMO
nnanebo cpeaHo moHmwkenue Ha HbA | e croTBeTHO -0,63% U -0,84%. UecToTaTa HA XUIIOTIMKEMHS B
obwara nomynauus e 8,4% H 7,2%, ChOTBETHO B IPyMITE HA BHIXACAMNTHA W wianeGo. pu
NANHeHTHTE, IpHEMaLlM BHIJATIHIITHH, He ¢ce Habmoaasa noeuwasade Ha Ternoro (H),2 kg), aokaro
npH npHeMaluTe Iwanetoe ce Habmonaea nomiskenye Ha Ternoro (-0,7 kg).

B mpyro 24-ceiMH9HO Npoy4BaHE MPH NALMEHTH ¢ TO-HANPEAHAN 3axapeH gHabeT THIT 2, IIPH KOHTO
HE € MOCTHIHAT ACKBaTeH KOHTPOJ ¢ ISYEHHETO ¢ HHCY/IHH (KpaTko B Osp3oaeiicTeam, cpeana
HHCYnHHOBa A03a ot 30 IU/anerHo), cpeanoTo nonmwxenne Ha HbAi. npu nobGapsane Ha
BUAAATTHITHH (50 mg Ba METH JHEBHO) KbM MHCYIMHA € CTATHCTHMECKH 3HAMMMO MO-TOJIAMO,
OTKOJIKOTO NPH KOMOHHaIMATa mianebo mwoc nucymul (0,5% cnpsamo 0,2%). Yecrorara Ha
XMIIOT/IHKEMHA € MO-HHCKa B rPYNaTa Ha BHNAATTIHITHH, OTKOJIKOTO B rauebo rpynara (22,9%
cnpamo 29,6%).

Crpdeuno-cvoos puck

Mera-ananus Ha He3aBHCHMHTE H NPOCTICKTHBHO PEABAPHTENIHO OMPENEIICHATE ChPASYHO-CIOBH
HexenaHu coOUTHA OT MpoBecHH 37 KINHHYHH M3nuTBaHMs, (Pasa I u IV 3a MoHOTepanus u
KOMOHHHpaHa Tepanus ¢ NPOXB/LKATENHOCT HaA 2 roJHA (cpeliHa eKcro3ums 50 cenMuuM 3a
BHJLIAMTHITTHH H 49 ce/IMHIIH 32 CPABHUTENHOTO CPEICTRO), MOKA3EA, Y€ JICISHHETO ¢ BHJLIATIHITTHH
HE € CBBP3aHO C NMOBHINABAHE HAa ChPJCYHO-CHIOBHN PHCK CIIPAMO CPABHHTETHHTE TIPOAYKTH.
CncrasHaTa kpaiiHa TouKka Ha NPEABAPHTENHO ONPEAEIICHHTE CEPHO3HH CHPAEYHO-CHAORH CHOHTHA
(MACE), sxmousammy ocTep HHGApKT Ha MHOKApAa, HHCYNIT WIH ChPAeYHO-CHI0BA CMBPT, €
nonoGHa NpH BAIIATTHITHH CHOPAMO KOMGHHHPaHH aKTHBHHM M uiaueto CPaBHHTE/THY:




[oTHOCHTENEH pHck no Mantel-Haenszel (M-H RR) 0.82 (95% C1 0,61-1,11)]. Cepro3no cbpAeuHO-
CBAOBO CHOHTHE € BE3HHKHANO TIpH 83 ot 9599 (0,86%) oT naumeHTHTE JIEKYBaHH C BRIRAJMITTHH H
npu 85 or 7102 (1,02%) Npu nauueHTHTE, TEKYBAHK ChC CPABHUTENHMA npoayKt. OlieHKa Ha BCCKH
oraenes MACE kOMNOHEHT NoKAa3Ba, 4e Hama nosuiueH puck (noxobuo M-H RR). [Totespaenure
ciyuaH Ha chpaeuHa HenoctateuHocT (HF), nedymmpanu karo chpaesHa HEAOCTATHIHOCT,
H3HCKBaINA XOCITHTAH3aHA MIH HOBORB3HHKHANA ChpeYHA HEOCTATHIHOCT ¢4 JOK/IANIBaHH IIpH 41
(0,43%) ot naugenTHTE, NEKYBaHH ¢ BHAAATTHITHH K 32 (0,45%) 0T NalHEHTHTE, JieKYBaHH ChC
cpasHHrenHus npoxaykt ¢ M-H RR 1,08 (95% CI 0,68-1,70).

IenuaTpyyHa nonynamua
Epponeiickata areHIps 1o JISKapcTBaTa oceof0x/1aBa 0T 3aWIKEHHETO 32 IPEICCTABAHE Ha

PE3YJITATHTE OT NIPOYUYBAHUATA C peepeHTHHS EKapCTBEH NPOAYKT, ChABPKAI BHINATTHIITHH B
KoMOuHanEsA ¢ MeT(OpPMHH BBB BCHYKH NOAIPYIM Ha [EAHATPHMHATA MOMyNalls ChC 3aXaper nHaber
THN 2 (BK. TOuKa 4.2 33 HHPOpPMALMA OTHOCHO YNoTpeba B neauaTpusTa).

5.2 <PapMakokHHETHYHH CBONCTBA

Bunaarnuomis ¥ MethopMuH

Abcopbyun

Jloxazana e 6MoeKBUBAIEHTHOCT Ha PUKCHpaHATa KOMOUHAITHS Ha BIWIDATJIMIITHH 1 METQOPMUHOB
XHOPOXJIOPHA GPH TPH pasiIdyHH Ao3upoBkH (50 mg/S00 mg, 50 mg/850 mg u 50 mg/1000 mg)
CIIPAMO KOMOHMHAIIHA OT OTACIIHH TableTKH BINIATIHIITHH H MET(OPMHHOB XHAPOXJIOPH B
CHOTBETCTBALUMTE AO3H.

XpaHarta He NOBTHABA CTENCHTA H CKOPOCTTa Ha alcopOis Ha BUANAr MITTHH 0T Briicnoke.
CkopocTTa u cTenenTa Ha abcop6uus Ha MeTdgopmur ot Buncnoke 50 mg/1000 mg ca HamancHw,
KOTaTO Ce NpPHUIara eHOBPEMEHHO ¢ XpaHa, KOeTO ¢e OTpa3aBa B NoHmkeHHe Ha Cua ¢ 26%, AUC
cbC 7% H 3abaBAHe HA JOCTHTAHETO HA tna (2,0 no 4,0 waca).

[locnenpalnoTo H3MOXEHKE OTPa3sLBa (apMakOKMHETHIHHTE CROMCTBA Ha OTAEHHTE AKTHEHH
BellecTBa BEB Buncnoke.

Bunparnunrun

Abcopbyun

Creqt nepopaHoO NpHIIoKeHHE HA INIaJIHO BIIIAMMITTHH ce aGcop6upa 6bp30 ¢ MHKOBA IIa3MeHa
KoHUeHTpauus HabnloxaeaHa Ha 1,7 yac. Xpanata cna6o 3abaes BpeMeTo 3a IOCTHTaHe Ha MHKOBATa
na3MeHa KOHUeHTpaums 10 2,5 4aca, HO He nosimHasa obmata excnosuuus (AUC). [punoxkennero
Ha BHIJIATTANITHH C XpaHa BOAH 10 NOHIKaBaHe Ha Cuax (19%) CipAMO NMpHIOXKEHHE Ha IIAMHO.
Crenenra Ha npoMsHa, obaye, He ¢ KIHHHYHO 3HAYMMA, Taka Ye BHIZArTUITHH MOXeE /1A ce Tpiara
¢ umH 6e3 xpaHa. AGcomoTHara GuoHaNHUHOCT € 85%.

Paznpedenenue

Cebp3BaHeTo Ha BIIIAIIMITIHH C TUIA3MEHHTE IPOTEHHH € ci1a6o (9,3%) H BIIIATTIHITTHE Ce
pasnpenend IOPaBHO MEX/Y [UI23MaTa H YepBEHATE KPBBHH KieTkH, CpeaHHAT 06eM Ha
pasnpefeneHHe Ha BUINAITHITHH B CTAMOHAPHO CHCTOAHHE CJIel HHTPaBeHO3HO NPHAOKCHHE (V)
¢ 71 auTpa, KoeTo NpeaNonara eKCTPaBacKyIapHO pasnpe/elieHHe.

Buompancgopmayus
MeTa6onH3MBT € OGCHOBHMAT ITBT HA €IMMMHHpPaHe HA BWIAATIHIITHH NIPH XOPa, KOETO Ce OTHACH 3a
69% or nosara. OcHosuuaT MeTabonut (LAY 151) e bapmaxonoruaso HeaKTHBEH B¢




XHAPOJH3ATA Ha NHAHO TpynaTa, CheTarigBa 57% OT Ao3ara, nocneABaHd OT NPOAYKT Ha aMHAHa
xupponusa (4% or nosara). DPP-4 sonpuHaca 4acTHYHO 33 XHAPOIM3aTa Ha BHIAArTHIITHH, KOETO ce
OCHOBABA Ha in vivo POy“BaHe, B KOETO ca H3MOJ3BAHH ILTEX0Be ¢ geduumt Ha DPP-4.
Bungarnuntus He ce MeraGonusupa ot CYP 450 eHsuMuTe 10 CTeneH, KOATO MOXKe Aa 6Bae
onpezeneHa, CnenoparesHo, He Ce OuakBa METAOONHTHHAT KIMPBHC Ha BWIAAITIMITTHH Ja ce TIOBIIHsAe
OT exnoBpemenHoTo npunokenne ¢ CYP 450 naxnGutopn /i uRAYKTOpH. In vitro TpoyuBaRALTA
[IOKa3BaT, Y¢ BHJIAAITIMITHH He HHXHONpa/naayiHpa ensiMuTe CYP 450. CnenoparenHo, HAMa
BEPOATHOCT BHIJATIIHIITHH JIa NOBTHABA MeTA0ONHTHHSA KIIHPBHC Ha EHHOBPEMEHHO NPHIAraHHTe
nekapeTsa, Merabommampanu ot CYP 1A2, CYP 2C8, CYP 2C9, CYP 2C19, CYP 2D6, CYP 2E1 wmn
CYP 3A4/5,

Enumunupane

Cren nepopanto nprnosxenne Ha [*C] pungarnunmun, npubmasutento 85% or Aosara ce
eKCKpeTHpa B ypuHara W 15% ot nozara ce oTkpusa b8 deneca. BrOpednara exckpeiys Ha
HepoMeHeH BHIMIATTIMITTHH ChCTaBIIABa 23% oT ao3ata ciiell nepopalHo npunoxense, Cues
HHTPaBCHO3HO NPHIIOKCHHE Ha 3paBH HHAWBHAH, OOWHAT Ia3MeH u Op0pedeH KWIHPBHC HA
BWIAATTHITHH €, CHOTBETHO 41 # 13 1/yac. CpeHHAT enHMHHALIHOHEH NOMYKHUBOT CJIE]
HHTPABEHO3HO NPHNCKEHHE ¢ NpHGAH3IHTeNHO 2 9aca. EMMMUHALMOHHHAT NONYKHBOT ClIe]
fepopanHo NpHIocKeHHe € Npubnu3uTenHo 3 Yaca,

JTuneiinocm/uenuneitnocm

Crmax H2 BULAATTHIITHH M IUIOIITA [0 KPHUBaTA IUIa3MeHa KOHLUCHTpals cripamo Bpeme (AUC) ce
NOBHIIABAT 10 NPHGIH3KTENHO N03a-NPONCPLUHOHANICH HAYHH B PAMKHTE Ha TEPANICBTHYHHS J1030B
HHTEpBaL.

Xapaxmepucmuxu npu nayuexnmume

on: He ce HabmoaaBaT KIMHHIHO 3HAYHMH Pa3IHKH BbB (hapMaKOKHHETHKATa Ha BHJIARTIUITTHH
NpH 3ApaBH MBKe M JKEHH B IMHPOK AHaNa3soH Ha BB3pacT H HHASKC Ha TeslecHa Maca (MTM),
Huxubupanero na DPP-4 oT BHAZAMIMITHH HE C& MOBIMABA OT MOJIA.

Bw3pact: I1pH 3npaBd HHAHBHIM B CTapdecka BE3pacT (> 70 rogunn), o61arTa eKcrio3uips Ha
BangarnanTHH (100 mg BeaHEXK AHEBHO) ce yBenu4asa ¢ 32%, ¢ 18% MoBHIIaBaHe Ha ITHKOBATA
IUIa3MEHA KOHLIEHTPaLHA B CPaBHEHHUE ¢'BC 37paBH Mnaad HHAHBHAH (18-40 romuun). Cunra ce,
obave, ye Te3u NPOMCHM He ca KIIMHHYHO 3HauuMH. HaxubHpatero Ha DPP-4 oT BHIJArZTANTHH He ce
[OBNTHABA OT BH3pacTTa.

Yeproapobuo yBpexaHe: IIpu NaLMEHTH ¢ IEKO, YMEPEHO HIH TEXKKO YepPHOAPOGHO yBpexkIaHe
(knac A-C rio Child-Pugh) nama xIMHWYHO 3HaUYMMK npoMeHH (MakcAMYM ~30%) NpH eKCO3HLMATA
Ha BHJINATTAIITHH.

bebpeuno yspexpae: ITIpn HHAMBAAK ¢ IekO, YMEPEHO HIIH Texkko OBOpedHo yBpexaaHe
CHCTEMHATA eKCTIO3MLIMA Ha BU/IATIIHOTHH ce yBenudara (Coax 8-66%; AUC 32-134%) n o6muma
TERECEH KIHMPBHC HAMAINBA B CPABHCHHE ¢ RHAMBHAH ¢ HOpMaTHa OB0peuHa PyHKIHA.

Etnudecka rpyna; OrpaHH-IeHHTe JAHHH (PEATONATAT, Y€ €THHYECKATA MPHHAJICSKHOCT He OKa3Ba
roNAMa BIIMAHHE BBPXY (haPMAKOKHHETHKATA HA BHIIANIHITTHH,

MerdopMaH
Abcopbyus




Crnien mepopanes npHem Ha METHOPMHEH, MAKCHMATHATA IUIa3MeHa KOHUEHTPALms (Cpax) C€ JOCTHTA
cnen oxono 2,5 yaca. AGcoaroTHaTa OMOHATHYHOCT Ha TabneTka MergopMuH oT 500 mg IpH 3ApaBH
HHOHBHIH € npabamuTento 50-60%. Cnea nepopanen nmpHem, HeaGcopbHpaHara HacT, KOSTO ce
yCTaHoB#Ba BbB (elieca e 20-30%.

Cnen nepopanHo npuioxenHe abcopbunsra Ha MeThopMAH e HacHiaIa ¥ HemhiaHa, [pHema ce, ye
apmakokuHerHkara Ha aGcopbumATa Ba MeTdgopMuH He ¢ THHelHa. [Tpy obmuaiinnTe N03M Ha
MeT(OPMHH H CXEMH Ha IIPHJIAraHe, CTAIMOHAPHA I1a3MeHa KOHLEHTpaUMs Ce JOCTHra B PAMKHTE Ha
24-48 gaca ¥ kaTo 10 € oA 1 pg/ml. Tpyu KOHTPONHpPaHH KAHHMYHH NPOYIBAHHA MAKCHMATHHTE
U1a3MetH HMBA Ha MeTQOPMHH (Cmax) He HaNBHIUABAT 4 pg/ml, Aopu npH MAKCHMANHH J03H.

XpaHara cnabo 3a6apd H HaMaJIABa CTeneHTa Ha abcopOuma Ha MerdopmuH. Clel NMPHIOKCHHE Ha
Ao3a or 850 mg, mukoBarta NJla3MeHa koHueHTpays e 40% no-nucka, AUC e HaManeHa ¢ 25% u
BPeMeTO 34 JOCTHraHe Ha IMHKOBA IU1a3MEeHa KOHUCHTPAIHA € YADKeHo ¢ 35 MHHYTH. He ¢ AcHa
KIMHAYHATA 3HAYHMOCT HA TOBA HAMAJIEHHE.,

Pasnpedenenue
CrBbpsBaneTo ¢ IIA3MEHHTE MPOTEHHH & He3HauuTeAHO. MeThopMEH ce pasnipeneNs B €pHTPOLIMTHTE,
Cpemnmar obeM Ha pasnpenenenue (V4) Bapupa Mexay 63-276 autpa.

Buompancopmayun
Mergopmun ce exckperrpa HenpoMeHeH B ypHHaTa. [Ipu Xopa He ce yCTaHOBSBaT MeTa(OHTH.

Enuwmunuparie

Meropmun ce emiMunupa upes 6u0peuna exckpeima. Br0peUHAST KIHPBHHC Ha METQOPMHEH €

> 400 mi/min, xoeTo Nokazea, 4e METHOPMIH C& ETMMUHMPa 9pe3 TIoMepYAHa durTpauis B TyOyHa
cekperma. Crie]l nepopainieH NpHEM, IPUBHIAHHSA TEPMHHAJIEH ETMMHHALMOHEH TIOTY/KHBOT €
npubnusurento 6,5 yaca. [Ipn yepeneHa 610pedna dyHkuma, 6E6PEUHMAT KTHPHHC € HAMANTCH
NPONOPLMOHAIHO HA KPEATHHHHOBHA KIHPBHC H TOPAJH TOBA SITHMHHAUMOHHHAT TIOMYXHBOT &
YABIDKEH, KOETO BORH JI0 MIOBHINEHO HHBO Ha METQOPMHH B ITa3MaTa.

5.3 IlpexknEERYHEEA AaHHH 3a GezonacHocT

1Ipu kMBOTHH ¢a POBEEHH CKCTIEPHMEHTATHH TIPOYYBAHHASA C IPOIBLKHTENHOCT 40 13 cenmuim ¢
kOMOHHALMATA OT BELUECTBATA, ChALPXKAIH ce BB Brncrioke. He ce YCTAHOBABAT HOBH NPOABH Ha
TOKCHYHOCT ¢ Ta3u XoMOuualua. Cnenpamyre JaHHH ¢4 YCTAHOBEHH B IPOYIBAHMA NPOBEEHH C
BH/IJArTHITHH H METHOPMHH TIOOTAETHO.

Bunparnwrin
Ilpu kyqeta ce Habmionasa yAB/kapaHe Ha HHTPAKapAHATHOTO MPOBEXAHE IPH A03a, TIPH KOATO
HaMa edekT, oT 15 mg/kg (7-TbTH Han eKCTIO3HLMATA NP XOPa B3 OCHOBA HA Crax).

KyMynupane Ha nenectu anseonapuu Makpodard s Genmre ApoSose ce HaOMoAaBa IpH ILTEXOBE H
MHKH, Jlo3ata, NpH KoATO He ce Habmoxnasa noxoben edekt npu msxose € 25 mg/kg (5-IbTH Hax
€KCMO3HLAATA NPH Xopa B3 ocHOBa Ha AUC) n 750 mg/kg npu Munxw (142-n5TH Haj eKCTIOSHIMATa
1pH Xopa).

CroMamHo-4peBHHTE CHMITTOMH, 0CODEHO MEKH H3NMPAaXKHEHHA ChC CIIY3, AHAPHA B [IPH NO-BHCOKH
D03 KPBB B M3NIPAXHEHHATA, ¢a HabmonaBaHu npu kydeta. HuBo, npu koeto He ce Haﬁ.mo.masa
ed)eKT He € YCTAHOBEHO. S




BHnaarnunTHH He € MyTareHeH TNIpH KOHBEHIHOHAIIHHTE in Vilro H in vivo M3cne/BaHuA 3a
TEHOTOKCHIHOCT,

[Ipoyusane 3a QepTHIHTET H PaHHO eMOPHOHATHO PA3BUTHE NPH IUILXOBE HE JaBa JaHHHM 34
HapyIICHKA BBB (DEPTIIHTETA, PEPOAYKIMATA HIH PAHHOTO eMOPHOHAJIHG Pa3BHTHE B PE3YNTAT Ha
Ne4eHHeTo ¢ BUIarmunTui. EMOpHo-QeTanHaTa TOKCHYHOCT € OLICHABAHA MPH IUTHXOBE H 31,
INorumena vecToTa Ha BEIHOOGpa3HK pedpa ce HabioaBa NPH [UTEXOBE BB BPB3Ka ¢ HAMAJICHH
napaMeTpH Ha TEAECHOTO TErI0 Ha MaifuHHHA OPraHH3BM C 1033, IPH KOATO HAMa edexT, oT 75 mg/kg
{10 moTH HaR SKCTIOBHLMATA TIPK Xopa). ITpu 3aiiiu, HaManeHo TeNecHo TETNO U IPOMERN Ha CKelleTa,
TNIOKa3aTeTHH 3a 3a0aBgHe B pa3sBUTHETO, Ca OTOE/NN3aHA CAMO [IPH HATHYHETO Ha TeXKa TOKCHYHOCT
32 MaiiyMHHA OPraHH3IBM C J03a, IPH KoATo HAMA edekT, 50 mg/kg (9 mpTH HAJl eKCNO3HIHATA PH
xopa). [lpn TbXOBE € NpoBEAEHO Npe- H OCTHATANHO MpOYYBaHe 3a passuTHe. Haxoaxu ce
Ha6/oNaBaT caMo BBB BPB3KA ¢ TOKCHYHOCT NP MaifYMHUA OPraHussM nps > 150 mg/kg i BKmOYBaT
NpeXonH0 HAMANARAHE Ha TEIECHOTO TErII0 H HAaMaNeHa ABHUraTeHa akTHBHOCT B F 1 nokoneHueTo.

JByrommrHo npoy4BaHe 3a KAPLUHHOTEHHOCT € IIPOBE/IEHO NPH ILTHX0BE NPH NEPOPAHHA A03H 10
900 mg/kg (mpubnn3nTento 200 MHTH eKCNIO3HLMATA NPH XOpa IPH MAKCHMAIHO NpenophyYBaHaTa
no3a). He ce HabmonaBa NOBHIIABAHE HA YECTOTATA HA TYMOPHTE, KOMTO GHXa MOT/IH Jia C€ OTHECaT
KBbM BHIJArTMNTHH. JIpyro ABYTOAHIOHG NPOYYBaHE 33 KapLUHOIEHHOCT € NIPOBEACHO [PH MHALIKH C
nepopanuu A03u g0 1000 mg/kg. IlosuuieHaTa 4ecToTa Ha AEHOKAPIHHOM HA I'BPATE H
XeMaHrHOCApKOM ce HaOmo/iaBa IIpY 03a, PH KOATO HiAMa eeKT, CsoTBeTHO, oT 500 mg/kg (59
ITBTH eKcrnosHLusTa rpu xopa) H 100 mg/kg (16 wbTH ekcno3HumsTa npH xopa). CuMra ce, 4e
NOBHLICHATA Y€CTOTA HA T€3H TYMOPH MPH MHIIKHA He Npe/CTAB/IABA 3HAYAM PHCK 32 XOpaTa, Bh3
OCHOBa HA JIMIICATa HA FEHOTOKCHIHOCT HA BHINATITHITHH H OCHOBHHA My MeTaboJIHT, noABaTa Ha
TyMOPHTE CaMO NPH eHH BH/l H BHCOKHTE CHOTHOINEHHSA Ha CHCTEMHA EKCTIO3HIINA, IPH KOATO Ca
Ha0monaBaHA TYMOpPHTE,

B 13-ceamutHO Npoy4BaHe 3a TOKCHIHOCT TIPH MaiMyHH MaKalli, KOXHH JIe3HM ca oT6e/A3aHH! NpH
nos3u > 5 mg/kg/nen. Te ce NoOKanu3Hpar BUHArK No KpaliHALETE (PBLETe, XOAMWIATA, YITHTE U
onamkarta). Ilpu 5 mg/kg/nen (npubnusurenen exsueanent Ha AUC excnozuuusTa Npy Xopa npx
nosa 100 mg), ca nabmonapanu camo Mexypu. Te ca oGpaTHME HE3aBHCHMO OT TOBA, Ye JIEYCHHETO &
HNpPOIBAAKEHO H HE Ca CBBP3AHH XHCTONMATONOrHYHH aHoManHK, HamykaHa Koxa, JHoLmemma ce Koxa,
CTpYTIEH H paHH Ha OMAIIKATA C KOPEAHPAIIH XHCTONATOIOrHIHH NIPOMeHH ca HabmoaBaHH NpH
1o3n > 20 mg/kg/nen (npubnmsurento 3 my AUC ekcnosHLHATa OpH Xopa NpH Ao3a 100 mg).
Hexporuinn nesun Ha onawkara ce Habnioaasar npu > 80 mg/kg/nen. KosKHKTe Ne3HH He ca
obpaTHMmu npH MaliMyHH, NeKyBaHu cbe 160 mg/kg/nen no BpeMe Ha 4-ceAMHIHHA Bh3CTAHOBHTENCH
HEPHOA.

Merdopmun

HexiunrunnTe fanHn 3a MeTOPMHH He MOKa3BaT ocoOeH PHCK 3a xopa Ha 6a3aTa Ha
KOHBEHIMOHANHN (apMaKONCTHMHH Npoy4BaHHs 32 5e30macHOCT, TOKCHYHOCT TIPH MHOI'OKPATHO
NPHIIOKEHHE, NTeHOTOKCHYHOCT, KApIIMHOTeACH MOTEHIHAN M PENPOAYKTHEHA TOKCHYHOCT.

6. PAPMAIIEBTHYHH JAHHH
6.1 Couchbk HA NOMOWEATE BEIECTBA

Crvpyesuna na mabnemxama:




XuapoKCHIPpOITINENYA032
Marneznes creapat

Durmoeo noxpumue;
Xunpomenosza 2910 3cP
Turanos puokenn (E 171)
Xenesen oxcua, vt (E 172)
Makporon 4000
Tanx
6.2 HecbrBMECTAMOCTH
HenpunoxuMo.
6.3 Cpok Ha rogaoct
PA/Al/PVC/Alu 2 roguau
PCTFE/PVC/Alu 18 mecena
PVC/PE/PVDC/Alu 18 mecena
6.4 CrnenmanuH ycJIOBHE HA ChXpaHeHHe
Ha ce cpxpanara nox 30°C,
Ja ce chxpansABa B OPHTHHAJIHATA ONAKOBKA, 34 A CE MPEAMNa3y OT BIiara.
6.5 Buan coabpkanHe Ha ONAKOBKATA
- Anymuuuii/ Amymunnit (PA/AlW/PVC//Alu) 6nacrep
- Hoauxnoporpadmyopoerunen (PCTFE)YPVC//Alu 6nucrep
- Honupunuwmxnopup/Tlomernnen/TlonwerHUNKUAcH Xnopuy/Anymunnii (PVC/PE/PVDC//Alu)
6mactep
Ilpeanara ce B onakoBkH, chabpamH 30 unu 60 Gpuimupasy TabneTKH.
He Beunuky BHAOBE ONAKOBKH H KOBLIEHTPALMHA MOTAT Aa 6AaT MycHaTH B npoaaxGa.
6.6 CpenmanBH upeana3HEH MepPKH NPH H3XBLPJIAHE H paGoTa
HsamMa cnenManHu H3nuCKBaHM.
HeusnomspaHHAT NIeKapeTBEH MPOAYKT HITH OTIIAXBYHKTE MATEPHANH OT Hero TpAOBa N1a Ce HIXBBPIAT
B CbOTBETCTBHE C MECTHHTE H3HCKBAHHA.
7.  IIPHTEXATEJI HA PASPEIIEHHETO 3A YIIOTPEBA
Sandoz d.d.

Verovskova 57, 1000 Ljubljana
CroBeHns




8. HOMEP(A) HA PASPEINIEHUETO 3A YIIOTPEBA

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

9. JATA HA ObPBO PA3SPEIMABAHE/MMOJHOBABAHE HA PAJPENIEHHETO 3A
YIHOTPEBA

[Tepeo PY: 23.06.2017

10. JATA HA AKTYAJIH3APAHE HA TEKCTA
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