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1. MMEHA JJEKAPCTBEHMSA IPOAYKT ~ — —— @l 20 Mo ]

TTAJITEKC 50 mg/1000 mg punmmpann Tabnerkn | <o 65782 17 -06- 2024
DALTEX 50 mg/1000 mg film-coated tablets DB e
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2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Bcsaka ¢punmupana tabnerka cpabpxka 50 mg sungarnunTuH (vildagliptin) u 1000 mg merdopmuH
xuapoxaopua (metformin hydrochloride) (cvorBercTBaiy Ha 780 mg MerdopmuH (metformin).

3a MbJIHUA CITUCHK HAa MOMOILIHUTE BELLIECTBA BHIKTE TOYKA 6.1.

3. JIEKAPCTBEHA ®OPMA
®unmupaHa Tabnerka.

TvuMHOXBIITA, eMNICOBUAHA (prMHpaHa TabneTka CbC CKOCEHH pbOOBe, rajaKa OT JBETE CTPaHH C
npubnu3uTenHy pasmepu 21,3 X 10,1 mm.

4. KJIMHUYHHA JIAHHH

4.1 TepaneBTHYHH NOKA3AHHSA

HAJITEKC e noka3aH KaTto 10MbJIHEHKE KbM IMeTaTa U YIIPaXXHEHHUATA 32 NOA00OpABaHE HA MINTUKEMUYHUSA
KOHTPOJI NPH Bb3PAaCTHHU CbC 3aXapeH AUabeT Tvn 2:
- NP NALMEHTH, MTPH KOUTO HE € Bb3MOXKHO J1a CE MOCTUIHE aleKBaTEH KOHTPOJI caMO ¢ METHOPMHUH
XUAPOXJIOPH
- NpU MNALMEHTH, KOHUTO Be4Ye ce JIeKyBaT ¢ KOMOMHauMsATa BWJIAArJMITHH W MeT(POPMHH
XUAPOXJIOpUI noa ¢opmaTa Ha OTAETHH TabJIETKH
- B KOMOMHALMS ¢ APYrH JIEKAapCTBEHHW NMPOAYKTH 3a JIeYeHHe Ha Auaber, BKIIOYHUTEIHO WHCYJIMH,
KOraTo T€ HE OCUT'ypsBaT aJI€KBaTEH INMIMKEMUYEH KOHTPOJ (BHKTE TOUKH 4.4, 4.5 1 5.1 3a HATUYHUTE
JJAaHHHM 3a pa3IM4HH KOMOHWHALIMH).

4.2 [lo3MpOBKA H HAYHH HA NPHJIOXKEHHE

Jlo3upoBKa

Bw3pacmuu ¢ nopmanna 6vopeuna pynkyua (GFR2 90 mi/min)

Jlo3ara Ha anTuxunepriukeMuyHara repanus ¢ JJAJITEKC tpsabea na 6bae mHAMBUAYaIH3UpPaHa Bb3
OCHOBA Ha TEKylllaTa CXeMa Ha MauMeHTa, €ePeKTHBHOCTTa U NMOHOCHUMOCTTA, KaTO HE Ce NpeBUllaBa
MaKCUMaJiHaTa npenopbuMresHa JHeBHa ao3a ot 100 mg sunparnunTud. JJAJITEKC moxe na ce
3arnoyHe karo eaHa tabiaerka or 50 mg/850 mg unu karo egHa Tabnerka or 50 mg/1000 mg,
NPUJIOKEHA JIBa ITbTH JHEBHO, €/1HA TabsieTKa CyTpUH M e[Ha TabjieTka Beuep.

- [1py mauueHTH, NpU KOMTO HE € MOCTUrHAT aJeKBaTeH KOHTPOJI ¢ MaKCMMaJiHa MOHOCHUMA 1034
MeTGOpPMHH, Mpuiarad kato MoHotepanusa: Hauyannara nosza Ha JIAJITEKC Tpsbsa pna npenocraes
BuaaraMnTiH S0 mg asa nbTH aAHeBHO (100 mg obwa aHeBHa n03a) IUIOC A03aTa Ha METGOPMHH,
MpUeMaHa 10 MOMEHTA.

- [Ipy mauMeHTH, NMPH KOMTO ca MpHJIaraHKu €JHOBPEMEHHO BWJIAATIMNTHH U MeTHODM
oraenHu Tabnetrku: JAJITEKC tpsabsa na O6bae 3anmoyHaT B CHLUMTE [J03M Ha BUIIfJagi
MET(HOPMHH KaTO NMPUEMAHUTE A0 MOMEHTA. %
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- [Ipy nmaumeHTH, NMpU KOMTO HE € MOCTHUIHAT aJeKBaTE€H KOHTPOJ ¢ ABOHWHA KON



mMeTpopMHH U cyiadonunypeitHo npousBoaHo: [lozata JIAJITEKC Tpsabsa pna npenocraBs
BUJIArJIMNITHH B 103a OoT 50 mg aea nbTH AHEBHO (100 mg ob1ia qHeBHa no3a), a no3aTa Ha METPOPMHH
TpAOBa na 6bvae nogodHa Ha npuemaHara 1o MmomeHTa. Koraro JIAJITEKC ce npunara B koMOMHaLys
CbC CYJIPOHWITYPEHHO NPOU3BOAHO, MOXKE Jla Ce MMa MpeaBH NO-HUCKA 03a Ha CyJIPOHWITYPEHHOTO
NMPOMU3BOAHO, 3a J1a C€ HAMAJIM PUCKBT OT XMINOTJIMKEMMS.

- [Tpu nauueHTH, NpU KOMTO HE € MOCTUIHAT aJIeKBaTEH KOHTPOJI C IBOMHA KOMOMHHMpaHa Tepanus
C MHCYJIMH H MAKCHMaJTHa NOHOCKMA 11032 MET(POPMHUH:

Hozara JJAJITEKC TpsabBa na npeaocraBs BUaaarnunTHH B 103a oT S0 mg nBa mbTH AHeBHO (100 mg

oflua AHeBHa 103a), a Ao3aTta MeThopMHH TpAOBa Aa € Obae noagoOHa Ha NMpUeMaHaTa 10 MOMEHTA.

be3zonacHocTTa M eUKaCHOCTTa Ha BUAATJIMIITHH U METHOPMHUH, MPUJIaraHH KaTo TPOHHA nepopaiHa
Tepanusa B KOMOMHALMA C THA30JMIHUHANOH HE Ca YCTAaHOBEHH.

CneLyaJHH NomnyJalyu
Ilayuenmu 6 cmapuecka év3pacm (= 65 coounu)

Tbit kaTOo METHOPMHH ce eKCKpeTUpa npe3 ObOpeuuTe, a NallMEeHTHTE B CTapyecka Bb3pacT NOKa3BaT
TEHICHLUHMSA KbM HamajeHa ObOpeuHa QyHkuMsA, npH nauueHTH, kouto npuemat JIAJITEKC,
O0nOpeuHara pyHkumsa TpsOBa na Obe peaOBHO NMpociiensBaHa (BHXKTe TOUKH 4.4 u 5.2).

bvbpeuno yspescoane

[Ipenu 3ano4yBaHe Ha JIeYEHHUE C NMPOAYKTH, ChbAbpXKalUK MeT(OpMHH, TpAOBa 1a ce HanpaBH OLIEHKA Ha
GFR croiiHoCcTHTE, a ciiea ToBa — MOHE BeAHBXK roauviuHo. [Ipy nmauMeHTH ¢ MOBHMILIEH PHCK OT MO-
HaTaThLIHO NporpecupaHe Ha OBLOpPEUHO YBpeXKaaHe U NMPU MALMEHTH B cTapyecka Bb3pacT TpsadBa mno-
4eCTO J1a C€ NpaBH OLEHKa Ha ObOpeyHaTa pyHKUMs, HanpUMep Ha BCceKH 3-6 Meceua.

3a npeaAno4YMTaHe € MaKkCUMaJiHaTa JHEeBHa 103a METPOPMHUH Ja Objae pa3zeneHa Ha 2-3 JHEBHH JI03H.
@aKkTopH, KOUTO MOraT Ja yBeJiIM4aT pUCKa OT JlaKkTaTHa auuMaosa (BX. Touka 4.4), TpabBa na Obaar
npepasrjiejaHH, NMpeau aa ce OOMUCIIH 3aro4YBaHETO Ha JieyeHHue ¢ MeTopMuH npu nauueHTH ¢ GFR<
60 ml/min.

Ako He e noctbrnHa no3opa popma Ha JIAJITEKC ¢ anekBaTHO KOJHYECTBO Ha aKTHBHOTO BELIECTBO,
BMECTO KOMOMHaLMs ¢ PUKCUpaAHHU 103U TPpAOBa J1a ce€ U3MOJA3BAT OTAETHUTE MOHOKOMITOHEHTH.

GFR ml/min | MeTrdopmuH BunnaaraunruH

60-89 MakcumanHara qHeBHa ao3a € 3000 mg. be3 ananTupaHe Ha ao3ara.
Moxe na 6bae OOMMCIIEHO MOHWXKAaBaHE Ha J03aTa
BbB BPb3Ka C HamMalisiBaulara 0Ob0peyHa QyHKLHS.

45-59 MaxkcumasniHaTta nqHeBHa 103a € 2000 mg. MakcuMaiHaTa JHEBHA 1034
Hauyannara pno3a e Hai-MHoOro nmnoJioBuHara ot | € 50 mg
MaKCHMaJIHaTa J03a.

30-44 MaxkcumasiHaTa qHeBHa 103a € 1000 mg.

HavanmHara m1o3a € HaW-MHOro nmnoOJIOBMHATa OT
MaKCUMaJIHaTa 103a.

<30 MeTtdopMHH € NpOTUBOIOKAa3aH

Heproopobro yepexcoane
HAJITEKC He TpsabBa na ce npuiara npy NalMeHTH ¢ YEPHOAPOOHO YBpEXKIAaHE, BKIIFOUHUTEIHO MPH TE3H
CbC CTOMHOCTH Ha ajlaHMH amuHoTpaHcdepaszara (ALT) unu acnaprar aMHHoTpaHC(bep TS S
Mpeay 3arno4yBaHe Ha JIeYeHHUETOo > 3 NbTH HopMasiHaTa ropHa rpaHvua (ULN) (Buxkre TQZ

4.8).

Ileouampuuna nonynayus

JHAJITEKC He ce npenopbuBa 3a ynorpeba npu aeua v woHomu (<18 rogunu). Re . *:- f
e(PUKaCHOCTTa Ha BWIAArIMNTHH/MEeTHOPMHH NpU Aeua U oHoM (<18 roguHu) He X% cwoneﬂu sﬁ
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HsamMa HaTMYHU JaHHM.

Ha4yuH Ha NpUIOXKEHHE
[Tlepopanno npunoxenue. [IpuemMsT Ha JJAJITEKC ¢ unM HenocpeacTBeHO cliea XpaHEHEe MOXE Ja

HaMaJIi CTOMAllHO-YPEBHUTE CUMITTOMM, CBbp3aHH ¢ METHOPMHH (BHXKTE CHILO TOYKA 5.2).

4.3 IlIporHBONmOKa3aHHsA

- CBpBXYYBCTBUTEIHOCT KbM AKTHUBHHMTE BELLECTBA WIM KbM HSAKOE OT IMOMOILIHUTE BELLECTBA,
30poeHH B Touka 6.1.
— Bceku tMn ocTtpa MerabonuTHa aumpo3a (KaTo JlaKTaTHAa auMao3a, auMabeTHa KeToalua03a)
JlnabeTHa npekoma.
— Texxka 6b0peuHa HepocTaTb4YHOCT (GFR< 30 ml/min) (BrkTe TOUKa 4.4)
- OcTpH CBCTOSHUA, KOUTO MOraT a NpoMeHAT O0bOpeuHaTa pyHKLMSA, KaTO:
- JAeXUparaums,
- TexXKa MHPeKLu,
- LLIOK,
- BbTPECHA0BO MPUJIOKEHHE HA HOAMPAHU KOHTPACTHH BeLLEeCTBa (BHXKTE TOUKA 4.4).
- OcTpo uiKM XpoHUYHO 3a009BaHe, KOETO MOXKE Aa NPUYMHH ThbKaHHA XUITOKCHUA, KaTo:
- CbpJ€4YHa WK AUXATEJIHA HEJOCTaTb4YHOCT,
- CKOpolleH HHDApKT Ha MHOKapa,
- LLIOK.
— YepHoapoOHo yBpexnaHe (Brkre ToukH 4.2, 4.4 u 4.8)
— OcTpa anKkoxoJiHa HHTOKCHKALIUA, AJIKOXOJIU3bM
- KbpmeHe (BixTe TOUKa 4.6)

4.4 Cpneuna/HH npeaynpexaeHHsi H NpeaANa3HH MePKH NpPH ynorpeda

OO6wu
JNAJITEKC He e 3aMecTHTENl Ha MHCYJIHHA NMPH WHCYJIMH-3aBUCMMHM NMalLMEHTH U He TpsaOBa aa ce
npujiara rnpy nauMeHTy ¢ auaber tum 1.

JlakTaTHa almMnosa

JlakTaTHaTa aLMA03a, MHOTO PAJIKO, HO CEPHO3HO META0OJIMTHO YCI0XKHEHHE, Hali-ueCTO HACThIBA MPH
OCTpPO BJIOLIaBaHe Ha ObOpeuHaTa (YHKLMA, KapaAHO-PECITUpaTOpHO 3abojisiBaHe MM CETCHC.

HaTpynBaHeTo Ha MeT)OpMHH HacTbMBa MPH OCTPO BiIOLIABaHE Ha ObOpeyHaTa PyHKLMA U yBe/IHYaBa
pHMCKa OT JIJaKTaTHa alua03a.

B cnyuyaii Ha nexuaparaums (TexKKa AMapys WK NOBPbLIaHe, TPECKa WK HaMaJIeH NMPHUEM Ha TEYHOCTH)
TpsiOBa BPEMEHHO Ja ce crpe npueMa Ha METGOPMUH U € NMPENOPbYUTEIIHO Ja C€ YCTAHOBH BPb3Ka C
MEJMLIMHCKH CNELIHAJIUCT.

[TppueMBbT Ha NE€KApCTBEHU NMPOAYKTH, KOMTO MOrat ocTpo Aa yBpeasaT ObOpeuHaTa pyHKuUMs (KaTo
aHTUXMUIIEpTEeH3UBHHU cpeacTBa, aAuypeTuld 1 HCIIBC) TpsabBa aa ce 3ano4yHe ¢ MOBUILLIEHO BHUMaHHE
NP NALMEHTH, JiIeKyBaHH C MeTdopMHMH. Jlpyru puckoBH (akTOpM 3a JIaKTaTHA auuao3a ca
MPEKOMEPEH MPHEM Ha AJIKOXO0J1, YepHOAPOOHA HEAOCTATHLYHOCT, HEAOCTAaTbYHO KOHTPOJIMpaH aualer,
KE€T03a, MNPOAB/DKMTENIHO [JlalyBaHE M BCHUYKH CBCTOSHMSA, CBbP3aHHM C XMIIOKCHSA, KAaKTO M
eJHOBpEMEHHaTa ynorpeba Ha JIeKapCTBEHH MPOJAYKTH, KOUTO MOraT Ja NPUYHHAT JIAKTaTHA alMa03a
(BHoKTE TOYKH 4.3 U 4.5).

[laumenTure w/unu 6onHorneaauure TpsadOBa Aa ObaaT HHPOPMHUPAHHU 3a PUCKA OT,
JlakraTHaTa auMao03a ce XapakTepusHupa C aluAO3Ha AUCIHEs, KOpeMHa Gonka,
aCTeHHs U XUNOTEPMHUA, NOC/IEABAHU OT KOMa. B ciyyait Ha CbMHEHHE 3a CUMINTO
aa cnpe npuemMa Ha MeThOpMHH U He3abaBHO a NOTHPCH Jiekapcka nomMolil. Jlab

JUArHOCTHYHO 3HAaueHUe ca noHwxkapaHe Ha pH (<7,35) B KpbBTa, NMOBULLIEHH
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r1a3mara (> 5 mmol/l) u noBMLIEHH aHHOHHA pa3JIMKa U CbOTHOLLEHHWE JIaKTaT/IUpYyBaT.

IIpunosicenue Ha HoOOUpanu KOHMPACMHU 6eujecmsd

BbTpechbaoBOTO NMPUIIOKEHHE HAa MWOAMPAHM KOHTPACTHH BELIECTBA MOXE Ja AOBEIE 0 KOHTPACT-
MHAYLUMpaHa HedponaTus, BOJAeLAa A0 HAaTPYNBaHETO Ha MeTHOPMHH M MOBMIIEH PUCK OT JIaKTaTHA
auMposza. MerdopMuH TpsOBa na ce chnpe npead WIM MO BpeMe Ha npoueaypara 3a oOpasHa
JUArHOCTHKAa W He TpsAOBa na ce Bb30OHOBsBa N0 HaW-manko 48 4yaca cnea TOBa, MPU YCIIOBHE 4e
O0bOpeuHaTa GyHKIHUS € OlIEHEHa OTHOBO U € YCTAaHOBEHO, Y€ € cTtabuiiHa (BXK. TOUkH 4.2 U 4.5).

brbpeyna GyHkuus

[Ipeau 3anouBaHe Ha JieYEHHETO TPAOBaA Aa ce HampaBU OLEHKAa Ha cToMHocTHTEe HAa GFR M penoBHo
cien ToBa (BXK. Touka 4.2). MerdopmuH € npotiBonokasaHd npu nauMeHTH ¢ GFR <30 ml/MuH 1 TpabBa
na Obae BPEMEHHO CIPSAH NMPH HaJW4YME HA CHCTOSHHUA, KOUTO NMPOMEHAT ObOpeyHaTra GyHKUUSA (BXK.
TO4YKa 4.3).

CbObTCTBALIOTO MPUJIOKEHUE HA JIEKAPCTBEHHU MPOAYKTH, KOMUTO MOrar naa MnoBiavAsAT ObOpeyHara
(yYHKLUMA, Aa J0BEAaT A0 3HaYMMa XeMOAMHaAaMHM4YHa NMpOMsAHA WK Ja HHXHOupaT ObOpeyHHus TpaHCopT
U Ja MOBHUILIAT CUCTEMHATa €KCIO3ULIMA Ha MeTGOPMHH, TpAOBa 1a ce U3BBLPLIBA C MOBHUIIEHO BHUMaHHE
(BkK. TOUKA 4.5).

YepHoapoOHO yBpexaaHe
[lauueHTHTE C YepHOAPOOHO yBpeXaaHe, BKIOYUTETHO Te3U CbC CTOMHOCTH Ha ALT win AST > 3x
ULN, He Tpsabra na 6baat nexyBanu ¢ JIAJITEKC (Buwxkre Touku 4.2, 4.3 u 4.8).

IIpocneoseane na yepHoOpobrume en3umu

[Ipu npuno)xeHue Ha BUIAATIMIITHH ¢a CbOOLIABaHU PEIKH ClTyYau Ha YepHOAPOOHA HEAOCTATbYHOCT
(BKJIIOUMTENIHO XenaTtuT). B Te3u cnyyau Hai-00110 nalueHTHTe HE ca MPOSBWUJIM CUMIITOMH, HE €
UMaJ1I0 KJIIMHHUYHH MOCJIEACTBUSA, @ CTOMHOCTHTE Ha YepHOApOOHUTE pyHKLHMOHaIHHU TecToBe (UDT) ce
BpPBLUAT KbM HOPMAJIHUTE Cjie]l MpeyCTaHOBABaHe Ha JiedueHueTo. YDT tpsdBa na 6baat M3BbpLIEHH
npeayd 3anousaHe Ha JiedyeHue ¢ JIAJITEKC, 3a na € M3BECTHO M3XOAHOTO HMBO Ha TMALMEHTA.
YepHoapoOHara QpyHkuMs TpsaOBa na 6bae npocieasaHa 1no speMe Ha jedeHuero ¢ JAJITEKC Ha
TPUMECEYHH UHTEPBAJIM Mpe3 MbpBaTa rofMHa U NMEpPUOAMYHO ciel ToBa. [lauueHTUTe, NpH KOUTO
CTOMHOCTUTE Ha TPaHCAMHMHA3MTE CE MOBHUILAT, TPAOBa Aa ObAAT NpoCaeasBaHU ¢ MOBTOPHA OLIEHKA Ha
yepHoApoOHaTa PyHKUMA, 32 Aa C€ NOTRbPAH HAXOJKaTa, a BMOCIEACTBHE Aa ObAAT NPOoCieAsBaHH C
yecth YDT nokaro OTKIOHEHHETO(ATA) HE C€ BBb3BbPHE(AaT) KbM HOPMAJIHHUTE CTOHMHOCTH. AKO
noBuiueHUeTo Ha AST unu ALT ot 3x ULN win noBeye npoab/DKU €€ NpenopbyBa NpeycTaHOBSABaHE
Ha nedeHuero ¢ JIAJITEKC. IlauueHTHTe, KOMTO pa3BHAT >XBJITEHHLA WIM APYrd NpPU3HAUM Ha
yepHoApoOHa HepocTaTbYHOCT TpsAOBa na npeycraHoBaT JJAJITEKC.

Cnen npeycraHoBsBaHe Ha JjiedeHHeTo ¢ JIAJITEKC wu Hopmanu3zupaHe Ha UDT, neueHwero c
JAJITEKC He TpsbBa na 6bae Bb300HOBSIBaHO.

KO)>XHH HapyLIeHHUS
KoxHM ne3ud, BKIIFOYMTENHO MMOSBa HA MEXYpU M yJiUepalMu M0 KpaHHULMTE Ha MaWMyHH ce
CcbOOLIABAT MPHU NPHIIOKEHHE Ha BWIAATIMIITUH B HEKJIMHUYHHU NMPOYYBAHUSA 32 TOKCHYHOCT (BHXKTE
Touka J5.3). Bbnpeku ye B KJIMHHYHUTE NMpoy4yBaHUS He ce HabyrogaBa MosiBa Ha KOXKHM JIE3HHU C
MOBHIIIEHA YE€CTOTa, ONMWUTBHT NMPH NMALMEHTH C KOXHHU YCJIOKHEHMs Ha nuabera e orpaHuyeH. B
NOMbJIHEHHE HMa MOCTMAPKETUHIOBU ChOOLIEHHS 3a OY103HU U eKC(OJIMAaTUBHU KOXHHU Jie3uH. Eto
3al1l0, KaTO 4acT OT PYTHHHHUTE I'PHXXH TNMPH NaLMEHTUTE ¢ AuabeTr ce npenopb4Ba Nnpocie
KO>KHHU HapYLIEHHUS KaTo MOsABa Ha MEXYPH H YyJILEpaLMH.

OcTbp NaHKpEeaTUT
[IpunokeHHeTOo Ha BWIAATJIMNTHH C€ acoLMHpa C PMCK OT pa3BUBaHE Ha
[TaupeHnTuTe TpsAOBa na ObaaT MHPOPMHPaAHH 3a XapaKTEPHHUTE CUMITTOMH Ha OCTb




NOTBbPAH HAJIMYME HAa MAHKPEATHUT, JICYEHHETO C BHJIJAIIMITHH He TpsaOBa ga ce MOAHOBsBA.
Heobxoaumo € NoBHLLIEHO BHUMaHHE MPHU NMAaLMEHTH C aHaMHEe3a 3a OCTbP NMaHKPEeaTHT.

XHUNOrjiuKeMus

H3BecTHO e, ue cyndoHWTypeiiHUTE NPOU3BOAHU MPUYMHABAT XUNOrjIukeMus. [lalueHTuTe, KOUTO
NpUMeMaT BUIJArJIMNTHH B KOMOMHAUMA CbC CYJIGOHMITYpes MOXE Ja ca M3JI0KEHM Ha PUCK OT
xunornukemus. Ilopaagu ToBa, MOXke na ce OOMMCIM MO-HMUCKA [J03a Ha CYJ(POHWITYPEHHOTO
MPOM3BO/IHO, 32 /1a C€ HAMAJIK PUCKBT OT XUIOTJIUKEMHUA.

XUpyprus

MerdopmuH TpsaOBa na ce cnpe Mo BpeMe Ha onepauus noa oOia, CMHAjJHA WIM eNnuaypajiHa
aHecte3us. JledeHneTro Moxe na Obae Bb30OHOBEHO HE MO-paHO OT 48 yaca ciel onepauMaTa WA
Bb300OHOBABAHETO HA XPAHEHETO MpPE3 YCTa, U MPH yClaoBUe Ye ObOpedHaTa GyHKLUA € OLleHeHa OTHOBO
U € YCTAaHOBEHO, Y€ € CTabuiHa.

4.5 B3auMoaedcTBHE C APYIrH JIEKAPCTBEHH NPOAYKTH H APYrd (pOpMH HA B3aHMOAEHCTBHE

He ca nporexxpaHu o¢HMLMaTIHM NMPOYYBAHWA HA BUJIAArIMNTHH/MeTGOpMHUH. CleaHUTE NaHHM
oTpa3sBaT HHGOpMaLMATA, HAJIMYHA 3a OTJEJIHUTE aKTUBHH BELIECTBA.

BungariuntuH

BunpgarnuntuH uMa cnab noreHuMan 3a B3aMuMOAEHCTBUS NMPH €JHOBPEMEHHO TMPUIIOKEHUE C APYrH
JIEKAPCTBEHH NPOAYKTH. TbH KaTO BUIAArIUNTHH He € cyocTpaT Ha uuToxpoM P (CYP) 450 ensuma u
He UHXUOUpa uiu uHayuupa CYP 450 eH3uMuTe, MAJIKO BEPOATHO € 1a CH B3aUMOAEHCTBA C AKTUBHH
BELLECTBA, KOMTO ca CyOCcTpaTH, HHXHOUTOPH WK UHAYKTOPH Ha TE3U EH3UMM.

Pesynrature OT KIMHHYHHMTE W3NWTBAHMSA, MPOBEAEHHU C MEPOPAIHO NPUIOKEHHUTE aHTHAHAOETHH
MPOAYKTH TMHOIIMTa30H, MeTGOPMHH U MHOYpUa B KOMOMHALMs C BWIJAIJIMIITUH, HE [OKa3BaT

KJIMHUYHO 3Ha4YMMH ()apMaKOKMHETUYHH B3aUMOJICHCTBHS B TapreTHaTa Mnomyjianus.

[IpoyuBaHHsATa 3a JIeKAPCTBEHH B3aMMOACHCTBHSA C JUINOKCHH (cybcTpar Ha P-riaMkonpoTreuH) U
BappapuH (cyoctpar Ha CYP2C9) npu 3apaBHM CyOeKTH HEe MNOKa3BaT KJIMHUYHO 3HAYUMH
(hapMaKOKMHETUYHH B3aUMOAEHCTBUSA Clle] CbBMECTHO MPHUIIOKEHUE C BUJIAATTIUITTHH.

[IpoyuBaHus 3a NeKapCcTBEHH B3aMMOMAEHCTBHA MPH 3ApaBH CyOEeKTH ca NMpOBEAEHU C aMJIOAHMIIHH,
paMMITPHJI, BaJicapTaH U CUMBacTaTHH. [Ipu Te3u npoy4uBaHus He ca HabOJaBaHH KIIMHUYHO 3HAYUMH
(hapMaKOKMHETUYHH B3aUMOJAECHCTBHA Clie] CbBMECTHO MPUIOKEHUE C BUIJAIIMITTHH. BbipekH ToBa,
TOBa HE € YCTAHOBEHO B TapreTHaTa rnomnyJaums.

Kombunauus ¢ ACE unxuburopu
Moxke na chblIeCcTBYBa MOBULIEH PUCK OT aHFTHOEAEM MPH NMaLMEeHTH, KOMTO NnpreMar cbBMecTHO ACE

HHXHOUTOPH (BMXKTE TOUKa 4.8).

Kakto W npu apyrure aHTHAMAOETHH NEKAPCTBEHHU MNPOAYKTH, XHUIMOIJIUKEMHYHUTE €(PEKTH Ha
BWJIAATJIMIITUH MOrar ga ObaT HaMaJIeHH OT ONpPEAE/IEeHH aKTUBHHU BELLIECTBA, BKJIFOYUTEIHO THA3U]IH,
KOPTHKOCTEPOUAH, THPOMAHU NMPOAYKTH U CHMIIATHKOMHUMETHLIM.

Met¢dopMHH

Kombunayuu, xoumo ne ce npenopvyeam

Anxoxon

AJKOXO0JIHaTa MHTOKCHKALKA Ce CBbP3Ba C MOBHULIEH PUCK OT JIAKTaTHA aLiMA03a,0C0o0¢F

rnaayBaHe, HEJOXpPaHBAHE WK YEPHOAPOOHA HEAOCTATbYHOCT.

Hooupanu konmpacmuu eewecmea Qe
MetdopMuH TpsbBa 3aab/DKMTENHO 1a Ce CNpe Mpead WM M0 BpeMe Ha mpoueaypats 3a odpasud
JIMarHOCTUKA U He TpsAbBa na ce Bb30OHOBABa N0 HaW-Manko 48 yaca cien ToBa, NPY YORRE on S
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ObOpeuHaTa QyHKLMUS € OLIeHEHa OTHOBO U € YCTAHOBEHO, Ye € cTabuiiHa (BXK. TOUYKH 4.2 u 4.4).

Kombunayuu, koumo usuckeam npeonasHu mepku npu ynompeba

Hskou nekapCcTBEHH NMPOAYKTH MOTraT [a ce OTpa3aT HebaaronpuaTHO Ha ObOpeuHaTa GyHKUHSA, KOETO
MOX€ Ja YBEJIMYH pHCKa OT JaktaTtHa aumpo3a, Hanpumep HCIIBC, BKJIIOYHMTENHO CEJEeKTUBHH
uHXMOuTOp Ha wuKiIookcureHasa (COX) II, ACE wuHxubutopu, anruoreHsuH II peuentopHu
AHTArOHUCTH W AMYPETHUH, 0COOEHO OpuMKOBHM aAuypeTHUM. [lpH 3anoysaHeTro MiM ynorpebarta Ha
TaKkMBa MPOAYKTH B KOMOMHaLMsA ¢ METPOpMHH € HeoOXOAMMO BHMMATEIHO MNpOCieAsBaHE Ha
ObOpeuHaTa pyHKLMS.

['mokokopTtukouaure, Oera-2 arOHUCTUTE M AUYPETHLMTE HMAT MOPUCHILIA XMUIMEPriIMKEMHYHA
akTUBHOCT. [launeHTure TpsabBa na 6baaT MHGOpMUpPaHU M KpbBHATa 3axap Ja Obae npociensBaHa
Mo-4€CT0, 0OCOOEHO B HAYAJIOTO Ha JieueHHeTo. AKo € Heobxoaumo, no3ara JJIAJITEKC moxe na 6bae
ajianTHpaHa Npyu CbBMECTHO JIeYeHHe WK NPH NMPEyCTAHOBIBAHE HAa TOBA JIEYEHHE.

HMuxuburopure Ha aHrMHOTEH3UWH KOHBepTHpalus eH3uM (ACE) MoraT na noHWwxaT HUBaTa Ha KpbBHA
3axap. AKO € HeoOX0AMMO J103aTa HA AHTUXHUNEPIIIMKEMUYHHUTE JIEKAPCTBEHHW NMPOAYKTH MOXe Aa Obae
aZanTUpaHa Mo BpeMe Ha JICYEHHETO C APYT JIEKAPCTBEH MPOAYKT WK PH HErOBOTO MPEyCTaHOBSABAHE.

CopnbTeTBallaTa ynorpeba Ha J1IeKapCTBEHH MPOAYKTH, KOUTO BJIMAAT Ha obwuTe 6b0peuHn TyOynHu
TPAHCMOPTHH CUCTEMHM, y4acTBalllM B ObOpEeYHOTO €TMMHMHHpaHe Ha MeTHOpPMHH (Hanp. HHXUHOUTOPH
Ha TpaHCNopTepa Ha opraHM4YHM KatuoHu-2 [OCT2]/TpaHcnoprepa 3a €KCTpPYy3Hs Ha MHOXKECTBO
nekapctBa WM TOKCMHM [multidrug and toxin extrusion, MATE], kato paHona3uH, BaHaeTaHWO,
OONyTEerpaBup U LMMETUAMH), MOXKE [a MOBULIM CUCTEMHATa €KCNO3ULIUA Ha METPOPMHUH.

4.6 DeprTHIAHTET, OPEMEHHOCT H KbPMEHe

bpeMeHHoCT

Hama apnekBaTHM naHHM 3a ynorpebara Ha BMIAArJIMNTHH/METGOPMHUH TpU OpPEMEHHHM IKEHH.
[IpoyuBaHHATa nNpH >KUBOTHH HAa MeTPOPMHH HE TOKa3BaT PENpPOAYKTHBHA TOKCHYHOCT.
[IpoyuBaHHATa NpH >KUBOTHHU, NMPOBEAEHH C BWIAArJIMIITUH HE MNOKAa3BaT TEPATOr€HHHOCT, HO
MOKa3BaT (ETOTOKCUYHOCT NPH TOKCHYHHM 3a MaiKkaTa J03H (BHKTE ToYKa 5.3). [loTeHUMaNHUAT pUCK
rnpu xopa He € uzBecteH. JIAJITEKC He TpsaOBa na ce npuinara no BpemMe Ha OpeMeHHOCTTA.

KbpMeHe

[IpoyuBaHMATa NpH >XKMBOTHH MOKa3BaT €KCKpELMSA B KbpMaTa KakTO Ha MET()OPMHMH, Taka M Ha
BWIJAArIMNTUH. He e M3BeCTHO panyd BHUANAIJIMIITHH C€ EKCKpeTHpa B KbpMara IpH XOpa, HO
METPOPMHH CE€ EKCKpeTHpa B KbpMaTa NpH Xopa B MajKW A03H. [lopaay noTeHUMaNHUs PUCK OT
XUIOIJIMKEMHUS IPU HOBOPOEHOTO, CBbP3aH ¢ MET(POPMHH, KAKTO M MOPaAH JIMIICA HAa JaHHH IMPH Xopa
3a BungarnaunTul, JIAJITEKC He TpsaOBa na ce npunara npu KbpMeHe (BHXXTe To4Ka 4.3).

DOEepTUIHTET
He ca npoBexaaHu Mpoy4BaHUs Ha €QEKTUTE BbPXY (PEPTHIMTETA HA BUIAATTTUNTUH/ METHOPMHUH ( BHXKTE
TOYKa 5.3).

4.7 Ed¢exkTH BbpXYy cnocoOHOCTTA 32 oPpHpaHe H padoTa ¢ MALLIHHH

He ca npoBexxaaHu npoy4ysaHus Ha e(heKTHTE BbPXY cnocoOHOCTTA 3a wodupaHe U pabora ¢

n3barear Aaa I.HGC]JHPHT HJIH 4 HU3I10JI3BAT MAlLLIMHH.

4.8 Hexelanu JieKAPCTBEHH pPeaKIHH

Pe3ioMe Ha npodusa Ha 6e30nacHOCT
JlaHHuTe 3a ©Oe30macHOCT ca nMnoJiydeHH OT obuwo 6197 nauueHTH,

C
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BWIAArJIMNTUH/MeTHOPMHH B paHJAOMM3UPaHH, M1auedo-KOHTpoadpaHu npoy4BaHusa. Ot Tax 3698 ca
Nnojiy4aBajid BUWIAArauNnTHH/MeTGOpMHH U 2499 naliMeHTH ca nony4yaBajiu miauedo/meThopmMuH.

Hsma npoBeaeHHM KIMHMYHM MNpOYYBaHUS C BWIAANJIMITHH/METPOPMHH. YCTaHOBEHO € obauye, 4e
OMOEKBHUBAJIECHTHOCTTa Ha BWIAATJIMNTHH/METPOPMHUH € KaKTO Ha €JHOBPEMEHHO TPHJIOKEHH
BWIAArJIMNITHH U METGOPMHUH (BXK. TOYKa 5.2).

[lo-ronsMara 4acT OT HEXKEJIAHUTE PeaKLMU ca JIEKH U MPEXOJAHH U HE U3UCKBAT MPEYCTaHOBABAHE Ha
neyeHuero. He e ycraHOBeHa Bpb3Ka MEXAY HEXEJTaHWTE peaklUMH U Bb3pacTTa, €THUYECKATa
NPUHAAJIEXKHOCT, MPOAB/DKUTENHOCTTAa HAa €KCMNO3WUMATAa WIM JHEBHaTa no3a. Ynorpedara Ha
BHJIJIArIMNTHH CE CBBbP3Ba ¢ PUCK OT pa3BuTHE Ha naHkpeatut. CbobOuliaBa ce 3a Bb3HUKBAHE Ha
naKTaTHa auupaosa cieja ynorpebara Ha MeTHOpMHH, OCOOEHO NMpPH MAaUMEHTH CbC CHLIECTBYBALLO
0BOpeuHo yBpexaaHe (BHKTe TouKa 4.4).

TabnuyeH CNUCHK HA HEXKEaHUTE JIEKAPCTBEHU PEaKLIMH

Hexxenanure peakuvu, cbhoOlIaBaHW NpPH MALMEHTH, MOJy4YaBajld BWIJATJIMOTHH B JBOHWHO-CJIENH
KJIMHUYHH M3MMUTBAHUA KaTO MOHOTEpanus M KaTo JOMBbJIHUTE/IHA Tepanus, ca U30poeHu no-gojy Mo
CHCTEMO-OpraHHa kiacudukaums 4 abcomorHa yectora. Yectorure ca AepHHpPAHU KAaTO MHOIO YE€CTH
(>1/10); yuectu (>1/100 go <1/10); Heuectu (=1/1 000 no <1/100); peaxu (=1/10 000 go <1/1 000); MHOTO
peaku (<1/10 000), ¢ Heu3BecTHaA YecTOTa (OT HAJIMYHUTE JaHHHU HE MOXKe J1a Ob/le HanpaBeHa OLIEHKA).
[Ipu BCsAKO rpynupaHe B 3aBUCUMOCT OT YECTOTATa, HEXKEJIJAHWTE PeaKLMH ca MpeJACTaBeHU B HU3XOI LI
pel Mo OTHOLIEHUE Ha TAXHATa CEPHO3HOCT.

Tabauma 1 Hexesanu peakuuH, cbOOIIEeHH NPH NAUHEHTH, NOJY4YaBaJH BH/IJANIHOTHH H
MeTPOPMHH (KATO MOHOKOMIIOHEHTH HJIH KATO KOMOHHANHA ¢ PHKCHPAaHA 1032) HJIH
B KOMOMHAIMS ¢ APYrH AHTHAHAOETHH JieYeHHs, B KJIHHHYHH H3NHTBAHHA H B
NOCTMAPKETHHIOBHS ONHT

Cucmemo-opzanen Knac — HexHcenana peaxKyus | Yecmoma
Hughexyuu u ungpecmayuu

MHdekn Ha ropHUTE AMXATEHU MbTHLIA Yectu
HazodapyHrur YectH
Hapywenus na memabonusma u xpanenemo

XHUMNOITHKEMHUS HeuecTH
3ary0a Ha aneTuT Heuectn
Hamanena abcopbuus Ha ButaMuH B12 u nakTaTHa aumao3a MHoro peaku*
Hapywenus na nepgnama cucmema

3amMasHOCT YectH
[‘naBobonue Yectu
Tpemop YectH
MertasieH BKyC HeuyecTH
Cmomauino-4pesHu HapyuleHus

[loBpbLuaHe YecTH
Inapus Yectu
["aneHe YectH
["acTpoe3zodarnaina pegurykcHa 0osecT YecTH
dnatyieHUHA YectH
3anex YectH
KopemHa 60Jika, BKIIFOYHTEJIHO B TOpPHATa YacT Ha Kopema YectH
[laHkpeaTuT HeuecTu
Xenamobuwiuapnu HapyueHus

Xenarur

Hapywenusa na xoxcama u noOKOXCHama mvKau

XHUMNEepXuaposa

[Ipyputyc

OO6pus

Jlepmatutr

Epurem




Cucmemo-opz2anen Kiac — HexHcenana peaxKyus Yecmoma
Yprukapus HeuecTH
ExchonuatuBHM W OyJIO3HM KOXKHHM JIe3UWM, BKJIIOYMTENHO OyJio3eH | C HeusBecTHa yecToTat
nemM¢uroua

KoxeH BacKyJIMT C HeunsBecTHa yecToTaf

Hapywenus Ha MyCKyIH-CKelemHama cucmema u CoeOUHUmeaHama muvKau

Aprpairus Yecty

Muairus HeuecTH

Obwu Hapywenus u echexmu Ha MACMOMO HA NPULOHCEHUE

AcTeHusd YecTH

YMopa HeuecTn

BrpucaHe HeuectH
Ilepudepen oTok HeuyectH

H3cneosanus

OTKJIOHEHHS B 4YepHOAPOOHH (YHKLIMOHAJIHH MOKa3aTeNIu HeuectH

* Hexxenanu peakuuu, cboO1aBaHU NPH NAaLMEHTH, KOMTO MOJy4yaBaT METHOPMHUH KaTO MOHOTEpanus
U KOUTO HEe ca HabiroJaBaHU MpPH MALUMEHTH, KOMTO MOJy4aBaT KOMOWHaLMA OT (UKCUpPaHU N03H
BUIJAJITMNTUHTMETPOPMHUH. 3a ANOMBIHUTEIHA UH(POpMALIMA BUKTE KpaTKaTa XapakKTEpHCTHKa Ha
MeT(HOPMHH.

T Bb3 OCHOBa Ha NOCTMApPKETHHIOBUS OINHT.

Onucanue Ha u30panu HeNCeNanu peaxyuu

BungarnvnTuH

Yeprnoopobro yspeocoare

HMma cpoOlnieHHs 3a peku ciiydyau Ha YepHoApoOHa TUCHYHKLMSA (BKIFOUYUTETHO XEMaTHUT) Clie/l MPHEM
Ha BW1AArjunTyuH. B Te3u cnyyau nauMeHTHTE KaTo 110 ca 6e3 CUMITTOMHM, 6€3 KIIMHUYHHU NOC/IEACTBUS
U YepHopoOHaTa PyHKLIMS ce HOpMaJIU3Upa Clell MpeyCTaHOBABAaHE Ha JIeYyeHUeTo. B naHHMUTE KaTo
MOHOTEpAnus M KaTo AOMbJBAILA TEpaAnMs C MPOABJDKUTETHOCT A0 24 CeAMHULM, YeCTOTaTa Ha
nouiuaBaHe Ha AJIAT wiu ACAT =23 i I TH (knacubuumMpaHa kato HalHYMe Npy Haki-Masko 2
MocJieJ0BaTETHA U3MEPBaHUA WU NpH PUHaNHaTa on-treatment BusuTta) € 0,2%, 0,3% u 0,2% cborBeTHO
3a BU1AAraMnTUH 50 mg BeAHbXK AHEBHO, BUIAArIMNTHH 50 mg ABa MbTH JHEBHO U BCHYKH CPaBHUTEJIHU
NpoAYKTH. Te3u NoBHIIaBaHHUA HA TPAHCAMMHA3UTE KAaTO LIAJI0 ca 0€3CUMITTOMHM, HENPOrpeCUpallH 110
XapaKTep M He Ca CBbP3aHM C X0J1eCTa3a WM XbJITEHHLIA.

Aneuoeoem

[Ipu neyeHre ¢ BWIAAIIKUNTHH ce ChOoOIIaBa 3a peJIKM CJIy4yad Ha aHTHO€eleM C YeCTOTa CXO/IHa C Ta3u
Ha koHTpoJuTe. [To-ronsMara yacT OT ciyyauTe ca CbOOLIEeHH, KOraTo BUJIAATJIMITTHH € MpHJiaraH B
koMOuHauusa ¢ ACE uaxuburop. [lo-ronsMara yact ot cbOMTHATA Ca JIEKM 110 TEXKECT U OT3BYYABAT IPH
NMPOAb/DKABaHE Ha JIECYEHHETO C BUIAANJIMITTHH.

Xunoenuxemus
B cpaBHUTEIHH, KOHTPOJIMPAHH NPOYYBAHUS HA MOHOTEpArus, XUIoraiuKeMHsATa € He4YecTa Npu
u3noJj3BaHe Ha BUaAaraunTuH (0,4%) kato MOHOTEpanUs CrPIMO aKTUBEH CPaBHHUTEJIEH MPOAYKT WM
rnaue6o (0,2%). Hama cbob1eHus 3a TeXXKH WK CEPUO3HH ChOUTHS Ha xunoriavkemus. [Ipu ynorpeba
KaTO NOMbJIBallla Tepanus KbM METHOPMHH, XUITOTJIMKEMHA Bb3HMKBA MpU 1% OT nalueHTHTE,
JIeKyBaHH ¢ BUAaraMnTHH U npH 0,4% ot naumeHTuTe Ha muaue6o. [1pu nobaBsHe Ha MUOTJIMTA30H,
XUNOrJMKeMHUs Bb3HUKBA IMpH 0,6% OT nalMeHTUTE, IEKYBAaHHW C BUIAArJIMNTHH U nipH 1,9% ot
naLMeHTHTE, JiIeKyBaHM ¢ minauebo. [1pu nobassHe Ha CynpOHUTYpeHHO MPOU3BOAHO, XUITOTJIMKEMUS
Bb3HMKBA MpH 1,2% OT nalueHTUTE, JIEKYBAaHHU C BUWIAArIUMNTHH U NpH 0,6% OT NnauMEeHTUTE Ha
rauebo. [1pu nobaesiHe Ha cynpoHUTYpeHHO MPOU3BOAHO H METPOPMUH, XHUITOTTTUKEMHAS
npu 5,1% OT NaUMEHTHUTE, JIEKYBaHHU C BUJAArIUNTUH U nipH 1,9% ot nauueHTUTE :/
MaUMEeHTH, MPUEMALLH BUJArJIMNTHH B KOMOMHALIMA C HHCYJIMH, YECTOTaTa Ha Bb 4
xunoraukeMus e 14% 3a pungaraunTiH 1 16% 3a nnanebo.

MerdopmuH %"}
Hamanena abcopbyus na eumamun B, o



Hamanenue Ha abcopbumsaTa Ha BUTaMHH B2 ¢ NOHWKEHHE Ha CepyMHUTE HUBA ce HabJroaaBa MHOIO
PSAKO MPH MaLMEHTH, KOUTO ca OUJIM JIeKyBaHH ¢ MET(QOPMHH 3a IbJabl nepuoa ot Bpeme. [IpenopbruBa
ce J]a Ce MMa NpeJBH/ TaKaBa €THOJIOrHs, aKO MPH NALMEeHT € HaJIMYHa MerasiobJlacTHa aHEMHUAL.

Yeprnoopobra hynxkyus
Cobo01uaBa ce 3a U30JIMPaHH CJyyau Ha OTKJIOHEHHUS B CTOMHOCTHUTE Ha YEPHOAPOOHUTE PYHKLIMOHAHH
MOKa3aTeJIM WK XEINaTHT, KOUTO OTLIYMSABAT CJIe] PEKpaTABaHE Ha MpUeMa Ha MET)OPMHH.

Cmomawuno-ypesnu HapyueHus

CToMalIHO-YpPEBHUTE HEXKEJIAHU PeaKLIMM Bb3HUKBAT Hal-4€CTO MO BPEME Ha 3aro4BaHe Ha TEpanuaTa v
OTLIYMABAT CIOHTAHHO B MOBEYETO Cly4yau. 3a Aa Ce MpeaoTBpaTAT ce NMpenopbyBa METHOPMHUH Ja ce
npueMa KaTto 2 JHEBHHM AO03M MO BpPEME Ha WIM clel XpaHeHe. baBHOTO NoBHMILAaBaHE Ha J03aTa MOXeE
CBLIO Aa noaodpH cToMallHO-YpeBHATa MOHOCHUMOCT.

C’l:-Dﬁ_]._I_.!ﬁBaHe Ha NOoAO3HPAHHU HEXCJ/IAaHH PCAKILIHH
Cpob11aBaHeETO Ha MNOoAO3HPAHH HCXKCJIAHH PCAKLIMH CJICA pa3pcCllaBaHEC 34 ynomeﬁa Ha JICKAPCTBCHHA

NMPOAYKT € BaXkHO. TOBa no3BoJjigBa Ja NpOAb/DKH HaOMIOAEHHETO Ha CHOTHOLLEHUETO NOJ3a/ PUCK 3a
NIeKapCTBEHUS MPOAYKT. OT MEAMLMHCKHUTE CMIeLIMAIMCTH C€ U3UCKBA J1a cboO1IaBaT BCsiKa NoA03upaHa
He)XeJlaHa peaKlMsa 4Ype3 HallMOHaJIHaTa CHCTeMa 3a ChoO1IaBaHe:

H3mbHMTEIHA areHLMs Mo JieKapcTBaTa

yn. ,,JlamsaH I'pyeB” Ne 8,

1303 Codus,

Ten.: +359 2 8903417
yebcaiiT: www.bda.bg

4.9 Ilpeno3upane
HsMa Hanu4yHU JaHHU 10 OTHOLIEHHWE Ha NMpeao3upaHe ¢ BUMAArTIMITTHH/METHOPMHUH.

Bunoaznunmun
UHdopmaumaTa o OTHOLLIEHUE Ha MpeJo3MpaHe ¢ BUWIAAIJIUIITHH € OrpaHH4YeHa.

CUMIITOMH

UHdopmaumsaTa 3a CUMOTOMUTE NMPU NpeAO3MpaHe C BHIAANIMIITHH € MOJIyYyeHa OT INMpOoy4YBaHe 3a
MOHOCUMOCT Ha yBeJIMYaBalla ce 103a MpH 3ApaBu UHAUBUIU, HA KOUTO € MpuiaraH BUWIJArjiurnTuH 3a
10 auu. I1pu no3a or 400 mg uma TpH ciyyas Ha MyCKyJiHa 60/1Ka U MHAMBHUIYAJIHHU CJTy4au Ha JieKa H
NpeXoJHa NMapecTe3us, TPECKa, OTOK U MPEXOAHO MOBHILIEHUE Ha nuna3sHute HuBa. [Ipu go3a ot 600 mg
Npyd €IMH NAaUMEHT € HaOJII0JaBaH OTOK Ha KpakaTa M pblLIETE M MOBUILIEHHW HHMBA Ha KPEaTWHUH
¢ocdokunazara (CPK), AST, C-peaktuseH nporeuH (CRP) u MuornooOuH.

[Ipu TpuMa apyru cyOekTH € HabmojaBaH OTOK HAa KpakaTa C napecTe3us B JiBa OT ciy4auTte. Bcuuku
CUHMNTOMH M OTKJIOHEHHS B J1aDOpaTOpHUTE T[OKa3aTelM ca OT3By4dYald Oe3 JiedeHUe cnep
NpeyCTaHOBABAHE HA MPOYYBAHUA JIEKAPCTBEH MPOAYKT.

Memdopmun

[Ipeno3upaHe ¢ BUCOKka n03a MeTHOPMHH (MM CBHITBTCTBALLl PUCK OT JIaKTaTHa alM03a) MOXe Ja
NOBeJIe 10 JIAKTaTHA auMa03a, KOATO NpeAcTaBiisBa ClEUHO CbCTOAHUE U TpsAOBa na Obe neKyBaHa B
OonHHLA.

JleueHune
Haii-epekTHBHUAT MeTOA 3a OTCTpaHsABaHe Ha METHOPMHUH € 4Ype3 XeMoauanuza. Bbrpeku ToBa,
BUJIJArNIMNITHH HE MOXKE Ja Obae OTCTpaHEH 4pe3 XeMOoaMaiv3a, He3aBUCUMO Y
metabonut cnen xuapoausa (LAY 151) moxe. IIpenopbuBa ce noaabpxallo je

5. ®APMAKOJIOI'MYHU CBOHUCTBA

5.1 ®apmMakoAHHAMHYHH CBOHCTBA




dapmakoTepaneBTHyHa rpyna: JlekapcTsa, u3nona3BaHd npu auvaber, kKOMOMHALMU OT MEpoOpaHU
MOHWXXaBalllKM KpbBHaTa 3axap nekapcra, ATC koa: A10BDOS

MexaHM3bM Ha JE€HCTBHE

JNAJITEKC xomMOuHHMpa 1Ba aHTHXUNEPIrIIMKEMHWYHH areHTa ¢ B3aWMHO JIOMbJIBAlIld CE€ MEXaHW3MH Ha
NEUCTBHE 3a MOAOOpABAHE HA NIMKEMHWYHMUS KOHTPOJ MPHU MaLUEHTH ¢ AUa0ET TUN 2. BUWIAAIIUMITHH,
NpeACTaBUTE) HA Kilaca JIEKapCTBEHHU MPOAYKTH, CTUMYJIMpALIM KJIETKMTE B OCTPOBUTE Ha MaHKpeaca,
1 MeTPOPMHH, NIPEACTaBUTE] HA KJlaca Ha OMrBaHOUHMTE.

BunparnunTvH, npeacTaBUTENl Ha Kilaca JIEKAPCTBEHHU MPOAYKTH, CTUMYJIMpAllM KIETKHUTE B
OCTPOBHUTE Ha MaHKpeaca € MOLIUEH U CeJIEKTUBEeH aunentuaui-nentuaasa-4 (DDP-4) unxuburop.
MeTrdopMHH aeicTBa NpeAMMHO KaTO MOHW)KAaBa €HAONeHHOTO oOpa3yBaHe Ha IVIKOKO3a B YEPHUA

apo0.

dapmakoAMHAMHYHH €PEKTH

Bunoaznunmumn

BunpgarnvnTHH aeicTBa OCHOBHO KaTo HHXHOUpa DPP-4, eH3uMbT, OTTOBOpEH 3a pa3rpaXkaaHeTo Ha
UHKpeTHHOBUTE XOpMOHM GLP-1 (rmokaroH nonobern nentua-1) u GIP  (rmoko3o3aBUCHM
MHCYJIMHOTPOIEH MOJIUIMENTHA).

[TpunoxkeHueTo Ha BWJIAATJIMIITHH BOAMU A0 OBp30 M MbIHO HHXUOMpaHe Ha DPP-4 akTuBHOCTTA, B
pe3yJiTaT Ha KOETO CE€ NOBHULLIABAT €HJAON€HHUTE HUBA HA HHKpEeTUHOBUTE XOpMOHHM GLP-1 u GIP.

Upes noBulaBaHe Ha €HAON€HHUTE HUBA HAa T€3HM WHKPETMHOBH XOPMOHM, BWJIJArJIMNTHH MNOBULIABA
YYBCTBHUTEJIHOCTTA Ha O€Ta KJIEeTKUTE KbM KpbBHATa 3aXxap, KOETO BOAM [0 NoaobpsBaHe Ha IIHOKO30-
3aBMCHMaTa MHCYJIMHOBA cekpelus. JleueHneTo ¢ BunaarnunTyH 50-100 mg qHeBHO NpU NaLUEeHTH CbC
3axapeH Auabet TuI 2 3HaUMMOo Nnoo0psiBa MapkepuTe Ha Oera KieTbuHaTa PyHKLMA, KOUTO BKJIIOYBAT
HOMA-B (Homeostasis Model Assessment§), CbOTHOLIEHHETO TNPOUHCYJIMH KBM HHCYJHMH M

HU3MEPBAHCTO HAa PCAKTHBHOCTTA HA Oera KJIeTKUTe [py TECTA 34 TOJCPAHTHOCT IIPpH HECTO JaBAHC HA
XpaHa. HPH HHAHUBHIH, KOUTO HC CTpAaA4dT OT miaﬁe'r (HDPMOFHHKGMHH), BUJIAArJIMINTHH HE CTUMYJIHPa
CCKpCLUUATA HA HHCYJIMH H HC HaAMAJIABd HUBOTO HA KPbBHATA 3axap.

Upes nopuiuaBaHe Ha eHAOreHHOTO HUBO Ha GLP-1 BUagarnvnTUH NMoBHilaBa YyBCTBUTEIHOCTTA HA
anda KJIETKMTe KbM KpPbBHAaTa 3axap, KOETO BOAU A0 M0-aJ€KBaTHA HA KPbBHATa 3axap CEKpeLMs Ha
rJIFOKAroH.

[loBuinaBaHeTo Ha HHKPETHHOBHUTC XOPMOHH B YCJOBHATA HA XHICPIIIHUKCMHA BOAH OO 34dCHJICHO
YBE€JIM4aBaHC Ha CBOTHOLICHHUETO HHC}’J’IHH/’]"J'[[GK&FDH H HaMaldBaHC MNPOAYKLHATA HA TJIKOKO3a OT
HCPHHA ,IlpDﬁ, KaKTO Ha IriaaHo, Taka H CJICA XpaHCHE, C KOCTO C€C HaAMaJIsBa IN'ITHKEMHUATA.

H3BecTHUAT edekT, ye mnoBuiieHOTO HMBO Ha GLP-1 3abaBs cromamiHOTO M3Mpa3BaHe He ce
Ha0JII01aBa NpPH JIeYeHHE C BUJIAATJIMITTHH.

Memdopmun

MeTdopMH € OUrBaHU/l C aHTUXUIEPIIIMKEMHYEH €PEKT, KONTO HaMaJisiBa CTOMHOCTHUTE Ha IIIOKO3a B
[1la3MaTa KakTo Ha IJIaJHO, Taka U ciel XpaHeHe. TOM He CTUMYJIMpa CEeKpeLMsTa Ha MHCYJIHH U
nopaay TOBa HE BOAM A0 XMIOTJIMKEMHS WM yBEIMYaBaHE HA TEJIECHOTO TErIO.

MeTdopMHH MOXe a OKa3Ba CBOS INIHOKO30-NIOHWKABAaLL €eKT NOCPeCTBOM TPH M

- ype3 HaMmajisBaHe Ha oOpa3yBaHETO Ha IJIIOKO3a B YepHHA Apo0 ype3 MHX
rIIIOKOHEOreHe3aTa M INIMKOreHOJIM3aTa;

- B MYCKYJMTE€ MOCPEACTBOM YMEpPEHO H3pa3eHO [OBHILIABaHE
YYBCTBHUTEJIHOCT, NOAOOpABalKH NepuEepHOTO NOEMAHE H YCBOsSIBAHE

- nocpeAcTBoM 3abaBsiHe Ha abcopbuusaTa Ha IIIOKO3a B YepBara.

MeTdhopMHH CTUMYJIHPA BTPEKIETBYHHUSA CHHTE3 Ha INIMKOTr€H MOCPEACTBOM 10
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TpaHcnoprep (GLUT-1 u GLUT-4).

[Ipu xopa, HE3aBUCUMO OT BJIMSIHUETO CH BbPXY INIMKEMUATA, METPOPMUH UMaA OJ1aronpusATHU €PeKTH
BbPXY JTMITUAHHUA MeTabonu3bM. ToBa € yCTaHOBEHO IPH TEPaneBTUYHHU 03U B KOHTPOJIUPAHH, CPEAHO-
U OBITOCPOYHH KIIMHWYHHU MPOYyYBaHHUA: METGOPMHUH NMOHWXKABa HUBaTa Ha obuusa xonecrepon, LDL
XO0JIeCTePOJia U TPUTJIMLIEPHIHTE.

[IpocnexkTuBHOTO paHanoMuszrpaHo npoyuysaHe UKPDS (UK Prospective Diabetes Study) ycranoessa
ABJATOCPOYHUTE MOJI3U OT HHTEH3UBHUSA KOHTPOJ Ha KpbBHATA 3axap NpH NaLMEeHTH ¢ auabder tun 2.
AHaHM3BT Ha pe3yJITaTUTE MPH NALMEHTH C HAAHOPMEHO TETJI0, JIEKYBaHH C METPOPMHH CJI€ll HEyCneX
Ha JIEYEHHE CaMO C IMeTa MOKa3Bar:

- 3HAYHMO TOHMXKE€HHE Ha aOCOJIIOTHHA PUCK OT BCAKO CBBP3aHO ¢ auabera yClOKHEHHE B
rpynara Ha MeTdHopMHH (29,8 ¢cbOuTHA/1000 NaLUHT-roAMHHK) CNIpPSIMO MALMEHTUTE CaMO Ha
auera (43,3 cbouTHa/1000 nauuent-roounu), p=0,0023, u cnpsamo rpynure Ha KOMOMHUpaHa
Tepanusa cbC CyJGoHMTYpeHHO NMPOU3BOAHO U MOHOTepanua ¢ WHCYJIHH (40,1 cubuTna/1000
nauMeHT-roauHuy), p=0,0034;

. 3HAYUMO MOHWXKEHHE Ha a0COJIIOTHUSA PUCK OT CBbp3aHa ¢ AMabera CMBPTHOCT: METHOPMHUH 7,5
cpOuTHa/1000 naueHT-ronuHu, camo auera 12,7 cubutus/1000 naunenT-roaunu, p=0,017;

- 3HAYUMO TMOHW)KEHHE Ha aOCONIOTHHA PHMCK OT o0wa CMBPTHOCT: MeThpopMHH 13,5
cbOuTHA/1000 nauueHr-ronuHu cnpaMo camo avera 20,6 cu6uTusa/1000 nauueHT-roaquHuU, H
CMPAMO IPyNMUTEe HAa KOMOMHHpaHa Teparnus CbC CYN(POHUITYPEHHO MPOU3BOAHO H MOHOTEpAIHs
¢ uHcyJuH 18,9 cu6uTna/1000 naument-roaunu (p=0,021);

- 3HAYUMO MOHWXKEHHEe Ha abCoNMOTHHMA PUCK OT HHGApPKT Ha MHOKapaa: MeTdopmMuH 11
cbOuTHA/1000 nauueHT-ronuHu, camo auera 18 cuburua/1000 nauuenT-rogunu. (p=0,01).

KinuHu4yHa edHKacHOCT U 6€30NacHOCT

JlobaBsiHETO Ha BUAJArIMNTHH KbM JIEYEHUETO HA MALMEHTH, YUMTO TIJIUKEMHWYEH KOHTPOJ HE €
33JI0BOJIUTEJIEH BBIIPEKH MOHOTEpanuaTa ¢ MeTGOpMHH, cnen 6-MecedHO JIeYEeHHWE BOAU [0
JNOMbJIHUTEIHO CTATUCTHYECKH 3HAYUMO CpeIHO MOHWKEHHE Ha cToiiHocTHTEe HAa HbA1C B cpaBHeHHe
¢ aue6o (paznuku mexay rpynure ot -0,7% u -1,1% cboTBeTHO 3a BUunaarnunTuH 50 mg 1 100 mg).
[IpoLileHTHT Ha NalMeHTUTEe, KOUTO NMOCTUIraT NOHWXKEHWe Ha ctoHocTuTe Ha HbA 1 ¢ ¢ 20,7% cnipamo
H3XOJIHUTE€ CTOMHOCTH € CTaTUCTHYECKH 3HAYMMO MO-BUCOK B JBETE I'PYNH Ha BUJIJATIMNTHH TUTIOC
MeThOopMHH (CHOTBETHO 46% H 60%) cripsimo rpynara MmetgopMuH rumoc riauedo (20%).

[Ipu 24-cenqMUUYHO M3NUTBaHe BWIAAraunTvH (50 mg ABa MbTH AHEBHO) € CpaBHEH C MUOIraUTa3oH (30
mg BEAHDBXX JAHEBHO) MPHU MALMEHTH, NPH KOMUTO HE € MOCTHrHaT aJAE€KBaTE€H NIMKEMHUYEH KOHTPOJ C
MeTpopMHUH (cpeaHa aHeBHa ao3a: 2020 mg). CpeaHoro noHwxkeHue Ha HUBaTa Ha HbAlc ot 8,4% e -
0,9% npu nobassHe Ha BWIAArIMNTHH KbM METGOpPMHH H -1,0% npu gobaBsiHe Ha MUOINIUTA30H KbM
MeThopMHUH. CpeJHOTO MOBHUILEHHUE HA TEJECHOTO TEMO OT +1,9 kr e HabmoaaBaHO MpPH MAaLMEHTH,
KOMTO Ca NMpUeMalid NHOrJuTa3oH, 100aBeH KbM MeTGOPMHH, B cpaBHeHHe ¢ +0,3 Kr nNpH Te€3H, KOUTO
ca NnoJiy4aBaJli BUIAANJIMIITUH, 100aBEH KbM MET(OPMHH.

[Ipy KIMHAYHYU U3NTUTBAHUA C MPOABJDKUTENHOCT 2 roAWHU BUAAarauMnTUH (50 mg aABa MbTH AHEBHO) €
CpaBHEH ¢ riaumenvpua (10 6 mg/AHEBHO — CpelHa A03a npe3 2-T¢ roauHu: 4,6 mg) npy NauueHTH,
NeKyBaHM ¢ MeT(opMHH (cpeaHa aHeBHa no3a: 1894 mg). Cnen 1 rogMHa CpeaHOTO MOHWXKEHUE Ha
HbA1lc e 6uno -0,4% npu BunaaraunTHH, nodaBeH kbM MeThopMuH, H -0,5% npu raumenupun,

nobareH KkbM MeTGOPMHH, CIPAMO U3XOoAHHTE cTOHHOCTH Ha HbA ¢ ot 7,3%. [IpoMsHaTa B TENECHOTO

TerJio npy BwigarJuntuH € -0,2 kr B cpaBHeHWe ¢ +1,6 kr npu riaumenupua. YHecrorara Ha
XMUIOIJIMKEMHS € 3HAaYUMO MO-HMCKA B rpynara Ha BuagaradnTdH (1,7%), OTKOJIKOTO B2 aTR-Ha

rnumenupun (16,2%). B kpaiiHaTa Touka Ha NMpPOy4YBaHETO (2 rOAMHHU) CTOMHOCTUTE HAATkK
CXO/IHH CbC CTOWHOCTUTE Ha H3XOAHO HUBO H B JIBETE TEPANEBTHYHHU I'PYIH, a NPO / ly -4 \
TErJI0 U pa3jIMKUTE B CIy4YauTe Ha XUMNOIJIMKEMHA Ce 3ara3Bar. §

[Mpu 52-ceqMuuHO M3nNUTBaHe BUIAArIMITHH (50 mg ABa MBTH AHEBHO) € cpaBHEN Tarumx
OHEBHA ao3a 229,5 mg) npv nauueHTH, NMPU KOUTO € HAJIMLE HEaJeKBAaTEH KOWEBOX

(u3xoaHa no3a MethopMuH: 1928 mg/ nHeBHO). Cnen 1 roaMHa CpeaHOTO MOHMXKHHE
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MpU BUJIJATJIMITTHH, 100aBeH KbM MeThOpMHH (cpeaHu u3xoaHu croiHocTH Ha HbA ¢ 8,4%), u -0,85%
Npy rNUKiIa3ui, 100aBeH KkbM MeThOpMHUH (cpeaHH u3XxoaHH ctoiiHocTH Ha HbA1c 8,5%); nocTurHara e

CTaTUCTHYECKH 3HaYMMa He no-maika epukacHoct (95% CI-0.11 —0.20). [IpomeHuTe B TENIECHOTO TETJIO
npy BUZaraunTUH ca +0,1 Kr B CpaBHEHHE C MOKaYBaHe Ha TerjaoTo +1,4 Kr npu rivkiasu,.

[Ipu 24-cenMMYHO M3MMTBaHE € OlLEHeHa e(dMKAcHOCTTa Ha (UKCHpaHa ao3a OT KOMOMHalusATa
BWIAAIJIMNTHH U METQOPMHH (IMOCTENEHHO TUTPHpaHa a0 ao03a ot 50 mg/500 mg aBa mMbTH AHEBHO WM
50 mg/1000 mg nBa mMbTH AHEBHO), MPHJIOXKEHA KATO MbPBOHAYAJIHA Te€panus MNP NMaLMEeHTH, KOUTO He
ca MpUEMaAIM APYrH JiekapcTBa npeau toBa. Bunaarnuntun/merdgopmun 50 mg/1000 mg aea nbTH
OHEBHO NMoHMWXaBa ctoMHocTtuTe Ha HbAlc ¢ -1,16%, merdopmun 1000 mg nBa neTH aHeBHO ¢ -1,36%

U BUaaravnTuH SO0 mg aBa mbTH AHEBHO € -1,09% cnpsamo u3xoaHure croiHocTH Ha HbA ¢ ot 8,6%.
[Tonmwxenuero Ha HbA]c, HabnionaBaHO nMpH MaLMEHTH ¢ M3XOAHH cToHOCTH >10,0% e 6mno mno-
roJsiMo.

[lpoBeneHo € 24-ceAMMYHO paHAOMM3MPAHO, ABOMHOCIANO, IJaLed0 KOHTPOJIUPAHO KIMWHHYHO
u3nuTBaHe npu 3 18 nauueHra, 3a 1a ce oueHH epuKacHOCTTa ¥ Oe30nmacHOCTTa Ha BUIaaraunTuH (50
mg JBa NbTH JHEBHO) B koMOUHauua ¢ MerdhopMHuH (=1500 mg aHeBHO) U riuMmenupua (=4 mg
AHEBHO). BunaarnuntuH B KoOMOMHauus ¢ MeThOPMHUH M IITUMENUPUI 3HaYMMO NnoHmwxkaBa HbA ¢ B

cpaBHeHME ¢ rutauebo. Kopurupasara cnpsMo riauedo pasivka B cpeaHOTO noHwxeHue Ha HbA ¢
CMpAMO HU3XoJHaTa cToHHOCT OT 8,8% e -0,76%.

[IpoBeneHo e neTroguiHO, MHOTOLIEHTPOBO, paHA0OMHU3UpaHo, ABOMHOCHANO npoyyBaHe (VERIFY) npu
NMalMEeHTH CbC 3axapeH Auaber Tvm 2, 3a Ja ce OLEHM ePeKTbT Ha paHHa KOMOMWHHMpaHa Tepanus C
BUAaraunTUH U MeTpopmuH (N = 998) cripamo cranaapTHa mMbpBOHaYaaHa MOHOTEparnus ¢ MeTGOPMHH,
nocjeaBaHa OT KOMOMHAUMA C BWIZArIMNTHH (rpyna Ha nocneaosaTenHo jedeHue) (N = 1 003) npu
HOBOJMArHOCTULIMPAHU MNAUMEHTH CbC 3axapeH auaber Tun 2. Cxemara ¢ KoOMOMHauusTa Ha
BuagarnunTiH S0 mg aBa MbTH AHEBHO IUTHOC MET(HOPMHH BOAM A0 CTATUCTHYECKH U KIIMHUYHO 3HAYMMO
OTHOCHTEJIHO HaMaJliiBaHE€ Ha pUCKa “BpeMe 0 NMOTBBLPJAEH HEyClneX Ha IMbPBOHAYAJIHOTO JIEYEHHE"
(croiiHocT HAa HbA 1¢ >7%), cnpsaMo MoHOTepanus ¢ MeTGOPMHH IMPH HEJIEKYBAaHHU 1O MOMEHTA NalMeHTH
ChC 3axapeH Audaber Tun 2 npe3 S-roauliHaTa npoab/LKUTENHOCT Ha npoyuBaHeTo (HR [95%CI]: 0,51
[0,45, 0,58]; p<0,001). Hecrorara Ha Heycnex Ha MbPBOHAYAIHOTO JieyeHHe (cToiHOoCT HAa HbA 1¢c >7%)
e 429 (43,6%) naureHTH B rpymnara Ha je4eHHe ¢ koMOMHauuaATa U 614 (62,1%) nauuenTy B rpynara Ha
NOCJIEIOBATETHO JICYEHHE.
[IpoBeneHo € 24-CceAMHWYHO paHAOMHM3MPAHO, ABOMHOCIANO IUaled0 KOHTPOJIMPAHO KIMHHYHO
u3nuTBaHe Nnpu 449 nauMeHTH, 3a aa ce oLeHH epHUKacHOCTTa U 6e30macHOCTTa Ha BUIAarauMnTUH (50
mg ABa MbTH JHEBHO) B KOMOMHALIUA C MOCTOAHHA A03a 0a3aleH WU CMECEH MHCYJIMH (CpeHa JHEBHA
n03a 41 eAMHULM), CbC CHITBTCTBAL NpHEM Ha MeTHOpMHUH (N=276) uiun 6e3 CbNBTCTBALL NMPUEM Ha
mer¢popMuH (N=173). BungarnuntiH B kOMOMHAaUMA C MHCYJMH 3Ha4uMO mnoHWxaBa HbAlc B
cpaBHeHMe ¢ miauebo. [1pu obara nonynauus KopurupaHara crpsaMo mauedo pasnuka B CpeaHOTO
MOHWKEHHE OT U3XOAHHUTE CTOMHOCTH HA HbA1c ot 8,8% € -0,72%. Ilpu noarpynure ¢ HHCYJIHH CbC
WK 6€3 CHbBMECTHO NMPUIIOKEH METHOPMHUH KOPUTHPaHOTO cripsamo ruiauedo noHwxenue Ha HbAlc e
cboTBeTHO -0,63% u -0,84%. Yecrorata Ha xunorimkeMus B obuara nonynauus € 8,4% u 7,2%
CHOTBETHO MpPH rPyINMKTE Ha BUIAANTMINTHH U TU1auedo. [1py nauuenTure, npyemMasiy BUWIAArIMNTHH, HE
ce Habmo1aBa noBuiIeHUe Ha TernoTo (+0,2 Kr), 10KaTo npH T€3M, NojyyaBaiu riauebdo ce Habmoaasa
NOHWXKEHHUE Ha TernoTo (-0,7 kr).

[Ipy ppyro 24-ceAMHMYHO IMpOy4YBaHE IPU MNALMEHTH C [O-HanpegHaa 3axapeH auaber tun 2,
HeaJleKBaTHO KOHTPOJIMPaAH OT MHCYJIMH (KpaTKO M ABJro AEHWCTBalll, CpeaHa 103a HH/
JIHEBHO), CPEIHOTO MOHWXKEHHE Ha cToiHOocTHTEe Ha HbAlc npu nobassHe Ha BUIAapsMTTw (7Y DR

J1Ba [TbTH JTHEBHO) KBM HHCYJIHH € CTATUCTHYECKH 3HAYUMO IMO-TOJAMO OTKOJIKOTO
uHCyMH (0,5% cnipamo 0,2%). Yecrorata Ha XUNOrJIMKEMHUS € NMO-HUCKA B rpynays
OTKOJKOTO B Iuiauedo rpynara (22,9% cnpsimo 29,6%).

CvypoeuHo-cb008 puck
Mera aHa1M3 Ha HE3aBUCUMO W NPEeABAPUTETHO ONpeIENIEeHUTE ChPASYHO-Ch/IOBH HE
or 37 daza Ill u IV KIMHUYHH M3NKUTBAHMA NPH MOHOTEpanus MU KOMOHMHMpaIR
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NPOAB/DKUTENIHOCT Haj 2 roAuHH (cpeaHa ekcno3vuusa S0 ceaMHULM 3a BUWIAAMIUITTHH U 49 ceaAMHLIM
33 CPABHUTEJIHUTE NMPOAYKTH), MMOKA3Ba, Y€ JICYUEHUETO C BUIAATIUIITUH HE € CBBP3aHO C MOBUILIABAHE
Ha CBbpPAEYHO-CBHIAOBHS PHUCK CHNpPSAMO CpaBHMUTEJIHMTE NpoAyKTH. CbcTaBHaTa KpaiHa TO4YKa Ha
peBapUTE/IHO OMNMpeAEIEHUTE IOJIeMH ChbpAEYHO-CbAOBH cbOMTHA (major adverse cardiovascular
events — MACE), BKJIIOYHTETHO MHOKapAeH HH(APKT, HHCYJIT WIH CMBbPT NMOPaaHu CbpAECYHO-ChA0BA
NpUYKHa, € NoaoOHa NpU BUIAATJIMIITHH CIPAMO KOMOMHMpPAHHU aKTUBHHU U TU1aLed0 CpaBHUTEJIHH
npoayktH [OtHocutenen puck no Mantel-Haenszel (M-H RR) 0,82 (95% CI 0,61-1,11)]. MACE
HacTbnBa npy 83 ot 9 599 (0,86%) naumenTH, nekyBaHu ¢ BungaraunTiH v nipu 85 ot 7 102 (1,20%)
MaLMEHTH, JIEKYBAaHHU CbC CPpaBHUTENEH NpoaAyKT. OLeHKaTa Ha BCEKH OTaeNIeH KOMNMOHEHT Ha MACE
He noka3ssa nopuiueH puck (nogodbeH M-H RR). CrOuTHA ¢ nOTBBpAEHA ChpAeYHA HEAOCTATBYHOCT
(CH), nedunupana kato CH, u3uckBalla xocnurajin3auus, uiv HoponosBuia ce CH, ce cvobiuaBar
npu 41 (0,43%) ot nauuMeHTHTE, IEKyBaHH ¢ BUaaaravnTuH U npy 32 (0,45%) ot nmauueHTHTE,
NeKyBaHHU cbe cpaBHuTeNieH npoaykT M-H RR 1,08 (95 CI 0,68-1,70).

[leanaTpyyHa nonynauus

EBponeiickara areHuus no JekapcrBata OCBOOOXJaBa OT 3aJb/DKEHHMETO 3a IPEeJOCTaBAHE Ha
pe3yJTaTUTe OT MPOY4YBaHUATA C BWIAATJIMIITUH B KOMOMHALUS ¢ MET(OPMHUH BbB BCHYKH MOATPYINH
Ha neguMaTpU4HaTa Nnomnyjauus CbC 3axapeaH Auabder Tvn 2 (BKTe To4Ka 4.2 3a UH(pOopMaLHUS OTHOCHO
ynorpeba B nequaTpusTa).

5.2 PapMaKOKHHEeTHYHH CBOHCTBA

BunaarnuntuH/MeTGOpMHUH

Abcopbyus

JleMoHCcTpUpaHa € OHOEKBHBAJIEHTHOCT MEXAY BWIAArIMITHH/METPOPMHH TPU TPH J030BH
koHUueHTpauuH (50 mg/500 mg, 50 mg/850 mg u 50 mg/1000 mg) cnpssmo cBoOOAHM KOMOMHALIMH
Ha BWIJATTMITTHH U METOOPMHH XHAPOXJIOPU TaOJIETKH B CHbOTBETCTBALIHU 03H.

XpaHata HE TMOBIMABA CTENEHTAa U CKOpocTra Ha abcopbuMs Ha BMIJAIJIMNTHH OT
BUngarnunTuH/MetrgopmuH. CkopocTra M creneHTa Ha abcopbuus Ha MeTHOpPMHH OT
punaarnuntuH/mMerdopmud 50 mg/1000 mg HamangBaT, KOrato ce rnpujiara ¢ XpaHa, KO€To ce
oTpa3sBa B noHwkeHHe Ha Cmax ¢ 26%, AUC ¢ 7% 3abaBsHe nocturaHeTo Ha Tmax (2.0 no 4.0

yaca).

CJ]EIIHHTE JdHHH C€ OTHACAT 34 (bﬂpMﬂKﬂKHHETH‘iHHTE CBOHMCTBA HAa OTAEJIHUTE aKTHUBHH BELIIECTBA B

JAJITEKC.

BunaarnuntuH

Abcopbyus

Cnen nepopajHO NPUIOKEHKE Ha IJ1aqHO BU1AArIMNTHH ce abcopbupa Obp30 KaTO MUKOBH IJ1a3MEHH
KOHLIEHTpaLMH ce HabmonaeaT Ha 1,7 yac. XpaHara JieKO 3a0aBs BpeMETO 3a JOCTUraHe Ha NMHKOBH
[U1a3MEHH KOHLIEHTpaLMH A0 2,5 yaca, HO He npoMeHs obiuara ekcrno3uums (AUC). [1punoxxenuero Ha
BWIAATJIMIITHH C XpaHa BOJAM 10 noHwxkaeaHe Ha Cmax (19%) B cpaBHeHHe ¢ NO3UpaHe Ha Ij1aJHo.
Bbnpeku TOBa, CTENEHTa Ha NPOMAHATa HE € KIIMHUYHO 3HaYMMa, KOETO 03Ha4yaBa, 4y€ BUJIJArIMITTHH
MOJKe J1a Ce mpuJiara ¢ uiau 6e3 xpaHa. AGcosmoTHaTa 6uoHanuuHoCT € 85%.

Pasnpeoenenue
CBBbP3BAHETO HA BUJJArJMOTHH C IUJ1a3MEHUTE MPOTEUHU € cnabo (9,3%) W BUAJarJIUMNTHH ce
pasnpeaeis MO PaBHO MEXAY IUla3MaTa U YEpPBEHUTE KPBbBHHU KIETKU. CpeaHMAT

71 naTpa, KOETO npeanosara eKCTpaBacKyjapHO pas3npee/ieHHE.

buompancghopmayus
MeTabonu3MbT € OCHOBHHUAT ITbT Ha €JIMMMHUpaHE Ha BUJIJATJIMIITHH MPH X0Opa, Ka
69% ot no3ara. OcHoBHHAT MeTabonut (LAY 151) e dapMakosorHyHO HEaKTHBEH

XMApOJIM3aTa Ha LIMAHO rpynara Karo npeacrasisBa 57% orT go3ara, cjiedBaH O
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amuaHaTa xuaposausa (4% ot nosara). Cnopen in vivo npoyuBaHe, IpU KOETO Ca U3MOJI3BaHH IUTbXOBE
¢ aebpuuur Ha DPP-4, DPP-4 ponpuHacs 4acTH4YHO 3a XMApOJM3aTa HAa BWIAATIIUITHH.
BunaarnuntuH He ce Meraboauzupa or CYP 450 eHsumuTe 100 cremneH, KOATO Moxe aa Obae
ornpeesieHa, M Bb3 OCHOBA Ha TOBA HE C€ OYaKBa METAOOJIMTHUAT KJIMPBHC HA BUIJArJIMIITHH Aa Obae
MOBJHUAH OT CbBMECTHO NMpUIIOKEHH CYP 450 uHXHOUTOPH W/HUIH UHAYKTOPH. In vitro npoy4YBaHUA
[MOKa3BaT, Yye BUiAarnunTuH He uHXubupa/unayumupa CYP 450 ensumure. [lopaau ToBa He ce OYakBa
BWIJATrJIMIITHH Ja TMOBAMAe MeTabOJMTHUA KJIHPBbHC Ha CBBMECTHO [IpWJIaraHu JI€KapCTBa,

metabonuszupanu or CYP 1A2, CYP 2C8, CYP 2C9, CYP 2C19, CYP 2D6, CYP 2E1 unu CYP
3A4/5.

Eaumunupane
14

Canen nepopaiiHo npuioxkeHue Ha [ C] sunparnuntuH npubausurenHo 85% ot no3ara ce eKCKkpeTHpa
B ypHHaTa, a 15% oT no3ara ce OTKpMBaT B U3NpakKHEHUATA. brOpeyHaTa ekckpelus Ha HeMPOMEHEH
BWJIJArJIMIITUH npeacTaBnsBa 23% oOT ago3arta ciea nepopajHo npunoxeHue. Cnea MHTPaBEHO3HO
NPUIOMKEHHE NPHU 3ApaBH CYOEeKTH OOIMAT nnasMeH U ObOpeyeH KIUPBHC HAa BWIAATVIMIITHH €
cboTBETHO 41 1 13 V/h. CpeaHHUAT €1MMHHALMOHEH TOJYXXKHMBOT Cl€ll MEpOPaATHO MPHIIOKEHUE €
npubau3uTenHo 3 yaca.

Jluneunocm/ neauneurnocm

Cmax Ha BWIAATJIMNTUHH W IUIOLITA NOJA KpWBaTa njaa3meHa KoHueHTpauus cripsamo Bpeme (AUC) ce
MOBHLIABA MPUOJIU3UTETHO MO MPONOPLIMOHAJIEH HA 103aTa HAYMH B PAMKHMTE Ha TEpareBTHYHHS J030B
MHTEpPBAJ.

Xapaxmepucmuxu npu nayuexwmu

[lon: He ca mnHabmopaBaHM KJIWHWYHO 3HA4YMMHM pa3/iMKi BbB (apMakOKMHETHKaTra Ha
BWJIAANIMOTHH NMPU MBXKE M XKEHU B PaMKHMTE Ha LUMPOK MHTEpBaJl Ha BB3PaCT U HHICKC Ha
TesecHaTa Maca (BMI). UHxubupanero Ha DPP-4 oT BUIAArIMNTHH HE Ce MOBJIMABA OT MoJa.

Bw3pact: [lpu 3apaBu cyOekTH B cTapyecka Bb3pacT (= 70 roauHu) obliara €KCro3WLMA Ha
BunaaraunTHH (100 mg BeAHBK AHEBHO) ce noBHiuasa ¢ 32%, npyu NOBUILEHUE HA MUKOBHUTE IUIa3MEHH
KoH3LeHTpaluM oT 18% B cpaBHeHMe ¢ Mnaau 3apaBu cyoekTH (18-40 ronunn). Benipeku ToBa ce cUUTa,
4ye Te3d NMPOMEHM HAMAT KJIMHU4YHA 3HauyuMocT. MHxuOupaHero Ha DPP-4 or BuaijariuMnTUH He ce
MOBJIMSBA OT Bb3paCTTa.

YepHoapobHo yBpexaane: [Ipu cybekTH ¢ 1eko, yMEPEHO MIIH TEXKO 4epHOAPOOHO yBpexxaaHe (Child-
Pugh A-C) He ca HabnrogaBaHM KJIMHUYHO 3HAYUMH NPOMEHH (MakcUMatHO ~30%) B ekcno3uuusaTa Ha
BWJIIArJIMITTHH.

bnOpeuHo yBpexnaHne: [Ipu cybGexTH ¢ Jieko, yMEpEeHO WJIM TEXKKO OBbOpeYHO yBpexJaHe CMCTEMHATa
eKCIMO3HLIMA Ha BWiAAraunTHH ce noBuiuasa (Cmax 8-66%; AUC 32-134%), a oOLIMAT TeleceH KITUPBHC

Ce MOHWKaBa B CPAaBHEHHE ChC CYOEKTH C HOpMasiHa ObOpeyHa PyHKLIMSA.

EthHuuecka rpyna: OrpaHHYeHHTE JaHHHU MOKA3BaT, Y€ pacaTa He OKa3Ba CEPUO3HO BJIMSHUE BBPXY
¢apMaKOKHHETHKATa Ha BWIJATJIMITTHH.

MerdopMHH
Abcopbyusa

Cnen nepopajiHa a03a MeTHOPMUH MaKCUMAJTHUTE MJ1a3MeHU KoHUueHTpauuu (Cmax) ce 1o
0KO0J10 2,5 yaca. AGcontoTHaTa OMOHATMYHOCT Ha TabneTka MmerdhopmuH 500 mg e np
60% npu 3apaBu cybektu. Cnen nepopajiHa no3a HeabcopbupaHara ¢pakuus, K
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Cnen nepopanHo npunoxeHue abcopbumsata Ha MeTOPMHH € HaCHLLALLA U HEITBJIH ﬂ:?@f [
ye (hapMakOKHMHETHKaTa Ha abcopOuusaTa Ha MeTQOpMHH € HeJInHeHHa. [1pu 0buuaiiH % -%&énﬁla A o
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yaca ¥ oOuyaiiHO ca noa 1 pg/ml. npu kKOHTpoNMpaHUTE KIMHMUYHM H3NHUTBAHUS MAKCUMAJIHUTE
M1a3MeHH HUBa Ha MeTPopMHH (Cmax) He ca npeBUIlaBaIM 4 pg/ml AOpH U NPU MAKCUMAJTHH JO3H.

XpaHara JieKko 3a0aBs M MOHW)KaBa cTeneHra Ha abcopOuus Ha MeTdopMHH. Cnen npuiloKEHHe Ha
no3a ot 850 mg nuxoBuTe nia3mMeHn KoHueHTpauuu ca 40% no-Hucku, AUC ce noHwxkasa ¢ 25% u
BPEMETO 3a JOCTUIaHe Ha NMUKOBH IU1a3MEeHW KOHLEHTPALIMM C€ Yab/bkaBa ¢ 35 MMHYTH. KniHM4HaTa
3HAYUMOCT Ha TOBA MOHWXKEHUE HE € U3BECTHA.

Paznpeoenenue
CBBp3BaHETO C IUIa3MEHHUTE TMNPOTEMHU € npeHeOpexxuMo. MeThopMHH ce pasmpenesns B
eputpouuTure. CpenHuaT obem Ha pasnpeaenenue (Vd) Bapupa B aAuana3ona 63-276 nurpa.

buompancgopmayus
MeTdopMHH ce eKCKpeTHBpa B HEMPOMEHEH BH/ B ypHHaTa. He ca ycTaHOBEHH METabOIHTH TMPH Xopa.

Enumunupane

MeTt¢opMuH ce enMMHUHMpa nocpeacTBoM ObOpedHa ekckpels. bbOpeyHUAT KIUpbHC Ha METHOPMHUH
e > 400 ml/min, koeTo mMoka3pa, 4¢ METPOPMHH C€ E€IMMHHHpA 4Ype3 rjoMepyjiHa (GUITpaLMs W
TyOynHa cekpeums. Crnea nepopajiHa A03a NMPUBHAHUAT TEPMHUHAJIEH €JIUMHHALIMOHEH MOJY>KHBOT €
npubnusurentHo 6,5 yaca. Koraro 666peunara pyHkums e yBpeaeHa, 0bOpeuyHHAT KIHPBHC ce 3abaBd
NPONOPLUUOHAITHO HA KPEaTHHHHOBHA U 0 TO3W HAYMH €JIMMHHALIMOHHUAT MOJY>XHBOT C€ YABbJIXKaBa,
KO€TO BOAM A0 MOBUIIECHH IJ1Ta3MEHU HUBA HA METHOPMHH.

5.3 Ilpeaxk/MHHYHH JaHHH 33 0e30macHOCT

[IpoBeneHu ca npoy4yBaHHMs MPH KUBOTHHU C MPOABIDKHTETHOCT A0 13 ceAMMUM ¢ KOMOMHMpaHHTE
BeulectBa Ha JIAJITEKC. He e ycraHoBeHa HOBa TOKCHYHOCT, CBbp3aHa ¢ KoOMOMHauusaTa. CrneaHure
JaHHH Ca YCTAHOBEHH INPH NMPOYUYBAHHUA, MPOBEACHHU C BUJIAATTIUIITHH WIH MET(HOPMHH CaAaMOCTOSTENTHO.

BuaaariunTtuH
[Ipu KyueTa ce HabmogaBa yab)KaBaHe HA MHTPaKapAMATHOTO MPOBEXAaHe MPH 103a, TPH KOATO HAMA
edekt ot 15 mg/kg (7 mbTH ekcro3MuMaTa Npy Xopa Bb3 0cHOBa Ha Cmax).

KyMynupaHe Ha neHecTd ajiBeosiapHUd Makpodaru B 6enure npobose € Hab0jaBaHO MpPH TJTbXOBE K
MULUKHK. Jlo3aTa, npu koATO He ce HabmoaaBa edekt npu rwIbXose € 25 mg/kg (5 MbTH eKCro3ruLUATa
npu xopa Bb3 ocHoBa Ha AUC), a npu MulkH € 750 mg/kg (142 nbTH €eKCNO3ULIMATA MPH XOpa).

CTOMallHO-4YPEBHH CUMITTOMH, B YaCTHOCT MEKH U3MPAXKHEHHA, CJTY3€CTH U3NPAXKHEHU, IHAPHA U TTPH
[MO-BMCOKH JI03M KPbB B M3MpaXHEHUATA ca HabioaaBaHu npu Kydyera. He € ycTaHOBEHO HMBO, NMpH
KOETO HsAMA e(EeKT.

BungariMnTHH HE AEMOHCTpUpa MYyTar€HeH IMOTE€HUHasl MPU KOHBEHUMOHAJIHUTE in Vitro W in vivo
M3MUTBaAHHUA 32 FTEHOTOKCHYHOCT.

[Ipy noyuBaHe Ha depTUIMTETa U PAHHOTO €MOPHOHAJIHO Pa3BUTHE MMPH IUTLXOBE HE Ca OTKPHUTH
A0Ka3aTeJICTBA 3a HapylUeHWs Ha ¢epTuwiuTeTa, PenpoaAyKUMATa WIH PaHHOTO €MOpPHOHAIHO
pa3BUTHE, KOMTO Ja Cce€ Ab/DKAT Ha BUaarnunTiH. EMOpHodeTasHaTa TOKCHYHOCT € OLIEHEeHa MpH
UIbXOBE W 3aiuM. [loBulIeHa yecToTa Ha BBLIHOOOpa3HM pebpa e HabsoaBaHa NMpPH MIBXQBE BbB
Bpb3Ka C HAMAJIEHH MapaMeTpH Ha TE€JIECHO TErJIO MPU ManKara IrpH 103a, KOSTO HAMA § ‘(r‘- 1" J"-t
(10 mpTH excno3uuusaTa npu xopa). [Ipu 3aiium ca HabmroaaBaHU NOHWXKAaBaHE Ha Tﬂ@i‘ﬁ
U CKEJIETHH MPOMEHM, KOUTO MOACKa3BaT 3abaBsgHE Ha pa3BUTHETO, CaMO MNpH f
MaW4MHa TOKCUYHOCT MPH 1034, NPU KOATO He ce Habmonasa edekr SO mg/kg (9
npu xopa). [IpoyuBane Ha npe- U MOCTHATAIIHOTO Pa3BUTHUE € MPOBEAECHO IMPH
Ha0/1l01aBaHH CaMO BbB BPb3Ka ¢ MaiuiMHa TOKCHYHOCT >150 mg/kg v BKmouBar
Ha TEJIECHOTO TEIJIO ¥ MOHWKEHA JBUraTe/iIHa akTUBHOCT Ha nokoseHue F1.
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JIByroauiIHO NpOy4YBaHe 3a KAPLIMHOTEHHOCT € MPOBEAEHO NMPH MUTbXOBE MPH NepopaiHM 1034 A0 900
mg/kg (npubnuzurenHo 200 nmbTH eKCrno3uWUMATA MPU XOpa NPH MaKCHMMaJIHaTa MpenopbUYMTEIHA
no3a). He ca HabnronaBaHu CBbp3aHH C BUIAArJIMIITHH NMOBHLLIEHHs HA YecToTaTa Ha TyMopH. JIpyro
JABYTOJIMLLIHO MPOYYBaHe 3a KAPLIMHOTE€HHOCT € MPOBEACHO NMPH MHULLUKH NpHU nepopaiHi 034 10 1000
mg/kg. HabnrogaBaHa e noBHieHa 4eCTOTa Ha aJICHOKapLIMHOM Ha rbpJaTra H XeMaHrHOCapKOMH TpH
1034, NMPH KOUTO HAMA e(deKT cboTBeTHO OT 500 mg/kg (59 nbTH ekcno3uumaTa npu xopa) u 100 mg/kg
(16 nbTH exkcnio3uuMsaTa Npy xopa). He ce cuura, 4ye rnoBMilieHaTa 4€CTOTa Ha T€3H TYMOPH NMPH MHULIKH
NpeACTaB/IsABa CEPUO3€H PUCK MPH XOpa Bb3 OCHOBA Ha JIMTICATa HA F’eHOTOKCHUYHOCT Ha BWIAArTUITHH
M HErOBHAT OCHOBEH MeTabOIUT, MOsSBaTa HA TYMOPH CaMoO NpPH €IMH BUJ U BUCOKMTE CHOTHOLUEHHS
Ha CUCTEMHA €KCIO3HULIMA, MPH KOATO ca HabIoaaBaHH TYMOPH.

[Ipy 13-ceAMHYHO TOKCHKOJIOTHYHO TMPOYy4YBaHEe NMPH MAMMyHH MaKalM ca OTYETEHH KOXKHH JIe3UH NMPH
n034M > 5 mg/kg nHeBHO. Te ce JOKanM3Mpar BHHArv 1o KpahHUUUTE (pbLETE, KpakaTra, YLIUTE W
onawkara). [Ipu 5 mg/kg nHeBHO (nMpubausuTenHo ekBuBaeHTHO Ha AUC ekcno3uuusaTa npy xopa npu
no3a ot 100 mg) ca HabmogaBaHu caMo mMexypH. Te ca oOpaTUMH, HE3aBUCUMO OT NMPOABb/DKABAHETO Ha
JICYEHHETO, U HE ca CBbP3aHH C XHUCTOMATOJOrMYHM aHOMaIMKM. HanykaHa koxka, Jrolelna ce Koxa,
CTPYIIEH U pa3paHEeHa OMnallKa CbC CbOTBETHUTE XUCTOMNATOJIOrMYHH IMPOMEHH ca HabJIoJaBaHHW NPH 103H
> 20 mg/kg aHeBHO (npubmmsurenHo 3 mbtH AUC ekcnosuuMara npd xopa npu no3a ot 100 mg).
HekpoTH4HM Ne3uK Ha onalukara ca HabmopaasaHu npy > 80 mg/kg nHeBHO. KoxkHMTE N1€3MM He ca Ounu
oOpaTHMH NpH MaiMyHH, JIeKyBaHH cbC 160 mg/kg nHeBHO No Bpeme Ha 4-CeAMUYHHMSA Bb3CTAHOBHUTEJICH
nepuoa.

MerdopmuH

HexnuHMYHUTE JaHHM 3a MeTHOPMHMH HE pa3KpHUBaT CrEeLHalieH PUCK NpH XOopa Bb3 OCHOBA Ha
KOHBEHLIMOHAJTHUTE MpOy4BaHHMA 3a (hapmakosiorHyHa 0e30MmacHOCT, TOKCHYHOCT MPH MHOTOKPaTHO
N03UpaHe, FeHOTOKCUYHOCT, KAPLIMHON€HEH MOTEHLIHAJ U PernpoAYKTHBHA TOKCHYHOCT.

6. PAPMAILLEBTUYHHU JAHHHA

6.1 Chnucbk HA NIOMOINHHTE BellleCcTBA

Hopo na mabnemxama.
MHUKpOKpHUCTAJIHA LIETy103a
KonoBuaoH K 25
KpocnosuaoH (Tun B)
XHAPOKCHNPOTUJILIETYJI03a
MarHe3ueB creapat

DQuimo60 nokpumue:
Xunpomenosa (E 464)

TwuranoB auokcua (E 171)

bt xkeneseH okcua (E 172)
Maxporon/ PEG 8000 (E1521)
Tank (ES53b)

6.2 HecbBMeCTHMOCTH
Henpuioxumo.

6.3 Cpok Ha rogHocT
2 rOAUHH

6.4 ChnennajJHH yCJIOBHSl HA ChbXPaHEHHE
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B OpUI'HHAJIHATa OIIAKOBKA4, 3a [a CC NpPCAIra3ir OT BJlara.

6.5 BuaucbaAbpKAHHE HA ONIAKOBKATA

Aluminium/Aluminium (OPA/ aluminium foil/ PVC) blister

Available in packs containing 10, 30, 60, 120, 180 or 360 film-coated tablets.

bnucrep Anymunuil/ Anymunuii (OPA/anymunueBo ponno/PVC).

Hanuunu ca onakoBkH, cuabpakauu 10, 30, 60, 120, 180 unu 360 punmupanu Tabnetku.

He Bcuuku BMAOBE ONAaKOBKHM MoraT Aa 6baaT mycHaTtu B npogaxoa.

6.6 ChnenHa/JIHH NpeANa3HH MePKH NMPH H3XBbpJiAHE

Hsama cneumMasiHu U3MCKBaAHUA.

7. TNPHUTEXATEJ HA PAZPEIIEHHUETO 3A YIIOTPEBA
Medochemie Ltd., 1-10 Constantinoupoleos street, 3011 Limassol, Kunbp
8. HOMEP(A) HA PABPEILIEHHUETO 3A YIIOTPEBA

Per. Ne: 20170335

9. JATA HA IIbPBO PA3PEHIABAHE/IIOJAHOBABAHE HA PA3SPEHIEHHUETO 3A
YIIOTPEBA

JlaTta Ha mbpBO pa3peiuaBaHe: 07 HoemBpu 2017 r.
JlaTta Ha nocneaHo noaHoBsBaHe: 23 nekemBpu 2022 r.

10. JATA HA AKTYAJIUZUPAHE HA TEKCTA

Anyapu 2023
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