KA X KTEPUCTHUKA HA IMPOAYKTA -

1. UME HA JIEKAPCTBEHUS ITPOAYKT ;\_) 3 ik é’ y _4n A

JNAJITEKC 50 mg/850 mg ¢puamupanu TabICTKH
DALTEX 50 mg/850 mg film-coated tablets

NAJITEKC 50 mg/1000 mg ¢punmupanu TabaeTku
DALTEX 50 mg/1000 mg film-coated tablets

2, KAYECTBEH U KOJIMMECTBEH CbCTAB

Besika dunmupana tabnerka JJAJITEKC 50 mg/850 mg cpabpka 50 mg BHIJArIMITHH (vildagliptin) u
850 mg merpopmun xuapoxaopua (metformin hydrochloride) (cwvorBercraimn Ha 660 mg MEeTHOPMHH

(metformin).

Besika puamupana tabierka JJAJITEKC 50 mg/1000 mg cpabpxa 50 mg BHIAArTHITHH (vildagliptin) u
1000 mg merdopmun xuapoxaopua (metformin hydrochloride) (cvorsercrBam Ha 780 mg MerhopmuH
(metformin).

3a bJIHUS CITMCBK HA TMTOMOILIHUTE BEIIECTBA BHXKTE TOYKA 6. 1.

3. JIEKAPCTBEHA ®OPMA

duamupana Tabnerka.

NAJITEKC 50 mg/850 mg: Xbara, enuncoBuaHa puamMupana Tabnerka cbC CKOCEHH pbOOBe, riaaka oT
ABeTe cTpaHu ¢ npubmsuTennu pasmepu 20,7 X 8.8 mm.

NIAJITEKC 50 mg/1000 mg: TeMHOXcBbATA, eAUncoBHAHA (puaMupaHa TabreTka CbC CKOCCHH PBOOBE,
rjaaaKa ot ABeTe cTpaHu ¢ npuOm3uTenau pasmepu 21.3 X 10,1 mm.

4. KJIMHUYHU JAHHU
4.1 TepaneBTHYHH NMOKA3AHHSHA

JNAJITEKC ¢ noka3aH KaTo A0IbIHEHHE KbM JHETATA H YITPAXKHEHHUATA 3a NOAOOPABAHC HA INTAKCMUYHHA
KOHTPOJI IPH Bb3PACTHH CbC 3aXapeH AMadeT THI 2

- NIPH MALMEHTH, MPH KOHTO HE € Bb3MOXHO Ja CE IMOCTUTHE aEKBATEH KOHTPOJ CaMO ¢ MET(OPMHH
XHAPOXIOPHI

- IPH MALMEHTH, KOUTO BEYE CE JICKYBAT C KOMOHHALMATA BHIJATIUNTHH U MET(GOPMHH XHAPOXIOPHU
noa (popMaTa Ha OTACTHH TAOICTKH

- B KOMOMHALMS C APYTH JICKAPCTBCHH NMPOAYKTH 3a JICUCHUEC HA AHAOCT, BKIKOYHTEIHO HHCY/IHH, KOraTo
T€ HE OCHT'YPSBAT aJCKBATCH IIMKEMHYEH KOHTPO (BrokTe TOUKH 4.4, 4.5 1 5.1 32 HAIMYHHTE JAHHH 32
pa3IMYHH KOMOHHALIMH).

4.2 Jl03UpOBKAa H HAYHH HA NMPHJI0XKEHHE

Jlo3upoBka
Bw3pacmuu ¢ nopmanna 6vopeuna gpyuxyus (GFR= 90 ml/min)

Jlo3ata Ha anTuxunepriaukemuunara tepanus ¢ JJAJITEKC Tpsbsa na 0bae HHﬂHBHﬂya:}f apd BB3,) N\
£

OCHOBA Ha TEKylaTa CXeMa Ha MalMEHTa, €(EKTHBHOCTTA M IMOHOCHMOCTTA, KaTO HEC

- gt
MakcHMManaHaTa npenopbuutenHa aHesHa aosa ot 100 mg suagarmunrud. JAJITE %l A e,
3anouHe KaTo eaHa tabnerka or 50 mg/850 mg uau karo eana tabaerka ot 50 mg/1000 {5 piEIQ3KeHa. . .
JBa ITbTH AHEBHO, ¢AHA TA0JETKA CYTPHUH H €aHA TabneTKa BEeUep. k - : %’*“f;
‘“’d;,-,\,j )
- [Ipy nmauMeHTH, MPH KOUTO HE € MOCTHTHAT aJCKBATEH KOHTPO/I C MaKCHMAaJIHA OCHMa- 1032 5" /
1 N LIRS 7
B, .,______:_::_..__._.--'



merdopMUH, Tpunarad kato monotepanms: Havanxara gosa Ha JAJITEKC Tpabsa ga npeaocraBsd
ppunaarmoruH 50 mg asa meTH aaesHo (100 mg ofa OJHEBHA A03a) IUIIOC go3ara Ha METQOpPMHH,

MpHEMaHa A0 MOMEHTA.

- [Ipy mauMeHTH, MpU KOHUTO Ca MPHIATaHH €IHOBPEMEHHO BU/IJATTHITEH H MET(OPMHH KaToO
oracnum Tabnetkn: JAJITEKC tpa6Ba na 6bae 3aN04HAT B CHIIMTE 03K HA BUILIATIMITTHH H MCTOOPMHH
KATO [TPHEMAHMTE JO MOMEHTA.

- [Ipy nAUMEHTH, NPH KOMTO HE € NMOCTHIHAT AJCKBATCH KOHTPON C ABOHHA KOMOMHAIMA C
meTdopMuH i cyndorunypeiino nponssoaHo: Nosata JAJITEKC Tpabsa aa nmpeaocTaps BUAAArMITHH
B n03a ot 50 mg asa mbTH aHeBHO (100 mg ofwa AHeBHA 103a), a A03aTa Ha MeTdopMuUH TpsOBa Aa Ovac
nofobHa Ha npuemanara a0 Momenta. Koraro JAJITEKC ce npunara B KOMOMHauus CbC
cyndOHMIYPEHHO MPOM3BOAHO, MOXKE Ja C€ MMa MpEABH] MO-HUCKA 1032 HA Cy1DOHITYPEHHOTO
FPOM3BOAHO, 33 Ja CE€ HAMAJIH PUCKBT OT XHITOT THKEMHI. '

- [Npx NALMEHTH, IPH KOUTO HE € MOCTUTHAT 3AEKBATEH KOHTPOI C ABOHHA KOMOHHHPAHA Tepanvid
C HHCY/TMH ¥ MAKCHMAJTHA MOHOCHMA 1033 METQOPMHH:

Tlosata JAJITEKC Tps6sa fa mpeaocTass BUIAATIMOTHH B A03a oT 50 mg asa mbTd AHeBHO (100 mg
oOwma JHEBHA A03a), a J03aTa MeT(dopMUH Tps#OBa Aa ¢ Opae noxoOHa HA NpHEMAHATA JO MOMEHTA.

Be30nacHOCTTa M eHKAaCHOCTTA HA BHIJATTMIITHH U METQOPMHUH, IPUIATAHH KaTO TPOHHA MEpopanHa
Teparusa B KOMOMHAIMA ¢ THAZOIMANHAROH HE CA YCTAHOBCHH.

CrenyanHy nonynauuu
Iayuenmu 6 cmapuecka ev3pacm (> 65 200unu)

Toit kato MeThOPMHH CE EKCKpeTHpa mpe3 OpOpeLMTE, a8 NALMECHTHTE B CTAPUYECKa BH3PACT MOKA3BAT
TEHACHLMS KbM HamaneHa 6bOpeuna dyuxums, npu nauuenTtd, kouto npuemat JAJITEKC, 6vbpeunara
dbyuxums Tpadea ga Gbae peroBHO npocneassaHa (BHxTe TOUKH 4.4 1 5.2).

Bwbpeuno yepesxcoane

[Mpeay 3amouBaHE HA JEUEHUME C MPOAYKTH, ChALPAAIM METHOPMHH, TPAOBA Aa CC HANPABH OLEHKA HA
GFR croitnocTuTe, a ciea ToBa — TMOHE BEAHBX roaviuHo. [1pH nalpeHTH ¢ MOBHIOEH PUCK OT HO-
HATATHLIHO NPOrPECHpaHe Ha GBOpPeyHO YBPEKIAHE H NPH MALMCHTH B CTApYeCKa BB3pact TpAbsa mo-
4eCTO A CE MMPABH OLICHKA Ha OBhOpeuHara QyHKIMA, HANPHMEP Ha BCeKH 3-6 Mecena.

3a mpeANOYNTAHE € MAKCHMATHATA AHEeBHA 4032 MeTdopMuH a ObAe paznencHa Ha 2-3 AHEBHH J03H.
dakTopH, KOMTO MOTAT A3 YBEIMYaT PHCKA OT NAKTaTHA aumno3a (k. Touka 4.4), Tpsadsa aa Onaat
MpepasrieAaHH, PEAH Aa ce OOMHCIH 3am04BaHETO Ha JieueHHe ¢ MeTdopMuH npH naumeHTH ¢ GFR< 60
ml/min.

Axo He € pocrenHa ao3osa ¢opma Ha JIAJITEKC ¢ agexsaTHO KOIH4ECTBO HAa AKTHBHOTO BEIIECTBO,
BMECTO KOMOHHALHS ¢ PUKCHpaHu A03W TpSOBa Aa C€ H3MOI3BAT OTACTHATE MOHOKOMIIOHEHTH.

GFR ml/min | Merdbopmuu Bungarnunrux

60-89 Maxkcumannara gHeBHa go3a € 3000 mg. Bes apamrrnpane Ha A03aTAa.
Moxe na Obpac OOMHCIEHO TIOHMKABAHE Ha J03aTa
BbB BPb3Ka ¢ HaMaJsBaaTa 6u0peuHa pyHKuHA.

45-39 MaxkcuMansara gHeBHa 703a € 2000 mg. MaxkcumManHaTa JHCBHA 1034
Hauannata g03a € Hai-MHOro monoBuHata ot | €50 mg
MaKCHMAJITHATA 4032,
30-44 Maxkcumansara gaesHa go3a € 1000 mg.
HauanHata 2a03a € HaW-MHOrO [OJOBHHATA OT
MaKCUMAJTHATA J03a.
<30 MeTtdhopMHH € NPOTHBOMOKA3AH




Yeproopobio yepexcoare

HAJITEKC #He Tpa6Ba 42 ce npHiara rpy NaMEHTH ¢ YEPHOAPOOHO YBPEKAAHE, BKIIOMHTE/IHO IIPH TE3H
CHC CTOMHOCTH HAa anaHuH amuHoTpascdepasata (ALT) um acnaprar amuHoTpancdepasata (AST) nmpean
3AMOYBaHe HA NEYEHHETO > 3 ITBTH HopManHaTa ropHa rpanuia (ULN) (smwkre Touka 4.3, 4.4 1 4.8).

ITeduampuuna nonynayus
HNAJTEKC ne ce mpenopbyBa 3a ynorpeba mpu geua wm oHomu (<18 roaunH). besonacHocTTa H
edHKaCHOCTTA HA BUILIATIMITTUH/MeTHOPMHUH IpH JAcua U roHomH (<18 rogunn) He ca ycraHoeHn. Hama

HAJIHIHH JAaHHH.

HaumH Ha npHIOXKEHHE
ITepopanuo npwioxenne. Mpuemst Ha JAJITEKC ¢ mim HEnmocpeACTBEHO C1E€A XPaHEHE MOXE 12 HAMATH
CTOMAITHO-YPEBHMTE CHMITTOMH, CBBP3aHH ¢ MET(OPMHH (BIDKTE ChHINO TOYKA 5.2).

4.3 [IporuBonoxazaHus

- CBpbXUYBCTBHTEAHOCT KbM AKTHBHHTE BEINECTBA MM KbM HAKOE OT MOMOIIHHTC BEUIECTBA,
130pocHH B TOuKa 6.1.
— BcekH THn octpa MerabonuTHa auuaosa (kaTo NaKTaTHA anuao3a, AHabeTHa keroauuaoia)
I[Haﬁema NpeKoMa.

Texxka 6u6peuna HeaoctarpurocT (GFR< 30 mi/min) (BioxTe TOUKA 4.4)
— OcTpH CbCTOAHHUS, KOKTO MOTAT Ja MPOMEHAT ObOpedHaTa pyHKumi, KaTo:

- ACXHAPATALIHA, |

- TEXKA MHPEKINA,

- LIOK,

- BBTPECHACBO NPHICKEHHE HA HOAUPAHH KOHTPACTHH BELECTBA (BIDKTE TOUKA 4.4).
— OcTpo wii XpoHHYHO 3a001ABaHe, KOETO MOXKE Jda MPHYHHH TbKAHHA XUIIOKCHA, KATO!

- ChPACYHA HJTH JUXATEIIHA HEAOCTATHYHOCT,

- cKopoumeH uH(pApKT HAa MHOKapAa,

- IIOK.
— YepHoapobro yBpexaane (Bwxre Touxy 4.2, 4.4 u 4.8)
-~ OcTpa anKOX0IHA NHTOKCHKANMA, AJIKOXOIH3IbBM
— Kbpmene (BiokTe TOUKA 4.6)

4.4 CneusanHH NpeAynpesxacHEA H Npeana3’HH MepKH npH ynotpeba

TAJITEKC He € 3aMeCTHTEN HA HHCYIHHA MPH HHCYTHH-3aBHCHMM NALMEHTH H He TpsOBa a ce mpunara
NpH NaHEHTH ¢ AHadeT Tum 1.

JlakTaTHa anuao3a

JlakTaTHATa alMAQ3a, MHOTO PAAKO, HO CEPHO3HO METADONUTHO YCIOXKHEHHE, HAH-YECTO HACTHIBA NPH
OCTPO BiIOmABaHe Ha ObOpeyHata (QYHKUMA, KAPAHO-DECIHPATOPHO 3a00NIBAHE MM CEMCHC.
HatpynisaHero Ha MeT)OPMHH HACTHMBA MPH OCTPO BioIIaBaHe HA ObOpeuHaTa PyHKUMA W yBEnHIaBA
PHCKA OT JIAKTATHA alHA03a,

B ciryuaii Ha Aexuaparauus (TEXKA AMAPHS I NOBPBLIAHE, TPECKA HIM HAMAIICH IPHEM HA TEYHOCTH)
Tps6Ba BPEMEHHO AA CE CNPE NpueMa Ha MCTGOPMUH M € MPENOPBLYHTENHO Aa CC YCTAaHOBH BPb3Ka C
MEAULMHCKH CICLHAIMCT., '

[TpyeMBT HAa NEKAPCTBCHHM NPOAYKTH, KOHWTO MOrat OCTpo Aa yspeaar Ombpeunara d) A RRRO

aHTHXHNEpTeH3uBHH cpeactsa, auyperuuy 1 HCIIBC) tpabsa aa ce 3anoune c nonnm P ok

NPY MALMEHTH, TeKyBaHH ¢ MeTdopmut. Jlpyru puckoBr (AKTOPH 33 NAKTATHA aukI03a ¢4 BPENOMEnE 3

MpHEM HA AJIKOXOJ, YepHOAPOOHA HEIOCTATBYHOCT, HEAOCTATHYHO KOHTPONHPAH [ % JOREE

NPOABDKHTEIHO TaJyBaHEe H BCHUKU ChCTOSHMS, CEBP3AHM C XMUIOKCHS, KAKTO H A {HATa _

ynotpeba Ha NEKaPCTBEHH MPOAYKTH, KOUTO MOTAT Ja MPHYHHAT NAKTaTHA aUMA03a (BIKTE T X AW'
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4.5).

IMampenTure B/unu Gonxorneaauute TpadBa A2 ObAAT MHPOPMHPAHH 33 PHCKA OT JIAKTATHA aLMA03a.
JlakraTHaTta auMAO3a CC XApaKTepu3Hpa ¢ alUAo3HAa AUCIHEA, KOpeMHa 0OnKa, MYCKY/JIHM KpPaMIId,
ACTEHMA M XMIOTEPMHA, TIOCICABAHM OT KoMa. B ciyuail Ha CbMHEHHE 33 CHMIITOMM NALMEHTHT TPIOBa
Aa chpe npuema Ha MeTopMHH M He3abaBHO Ja NOTBPCHM Aexapceka nomomn. JIabopaTopHH Haxoaku ¢
JHATHOCTMYHO 3HAYCHHE ca noHwkaeaHe Ha pH (<7,35) B kpbBTa, NOBHIIEHH HKHBA HA JIAKTAT B [J1A3MAaTa
(> 5 mmol/l) u noBHIIEHHM AHHOHHA PA3THKA K CHOTHOINCHME JIAKTAT/IUPYEAT.

[TauMeHTH ¢ YCTAHOBEHH WK NOAO3NPAHH MHTOXOHAPHAIHH 3300 1BaHHA
[Tp# nmauueHTH C YCTAHOBEHM MHTOXOHADUAIHH 3a0ONABaHHMSA, KATO CHHIPOM Ha MHUTOXOHJpHAIHA

eHuedanonaTus C JAKTATHA aUMAo3a M MHCYyrronono6un emusoau (Mitochondrial Encephalopathy with
Lactic Acidosis, and Stroke-like episodes, MELAS) u sacneacTsex auaber u rimyxora no MaHuHMHA THHHA
(Maternal inherited diabetes and deafness, MIDD), merdpopMHH He Ce€ MpenopbYBa NOPAAH PHCKA OT
00OCTPAHE HA TAKTATHA AL[HA032 U HEBPOJOTHYHH YCIOXKHEHHA, KOHTO MOXE a JOBEAAT A0 BIOLIABAHC
Ha 3a0019BaHETO.

B cayyait Ha mpu3HauM U cUMITTOMH, nokasareany 3a MELAS cusapom unmn MIDD, cnea mpuema Ha
MET(OPMHH, JIeUCHHETO ¢ MeT(hopMHH TpAOBa Aa ce cpe BeAHara M Ja ¢¢ HanpaBu Obp3a JHATHOCTHYHA
OLICHKA. .

TIpunoxcernue na tioduparu konmpacmuu eeujecmsa

BbTpechA0BOTO NPHIOKEHHE Ha HOAWPAHH KOHTPACTHH BEINECTBA MOXKE Ja AOBEAE A0 KOHTPACT-
uHAyuMpaHa HedponaTHi, BOASINA AO HATPYMBAHETO HA METPOPMHMH H MOBHMIIEH PHCK OT JAKTATHA
apgo3a. MerdopMuH TpgOBa Aa ce cripe Mpeay WM IO BpEME Ha MpoLeAypaTa 3a obpa3Ha JHarHOCTHKA
u He TpsAOBa Aa ce Bb30OHOBABA A0 Hai-Mauiko 48 yaca ciea TOBa, MPH ycaoBHe ye OnOpeunara QyHKUHA
€ OLIEHEHA OTHOBO M € YCTAHOBEHO, 4e € cTabunHa (BX. Touku 4.2 1 4.5).

brOpeuHa QyHKINS

[Tpeau 3anouBaHe Ha JeueHUETO TPAOBA 4a Ce HanmpasH oleHKa Ha cTorHocTHTe Ha GFR u penoBHO cex
ToBa (Bx¢. Touka 4.2). Merdopmun e nporusonokazad np nauneHTH ¢ GFR < 30 ml/mun u Tpabsa na
ObOe BPEMEHHO CITPSH NMPH HAIMYHE HA CHCTOSIHUA, KOMTO NpoMeHsT OpOpeuHaTa QyHKuHA (BX. TOUKA
4.3).

CbIrbTCTBALOTO TNMPHACKCHHE HA JIEKAPCTBEHH IPOAYKTH, KOWTO MOrarT Aa HOBiMAAT ObOpeuHaTa
dyHxLms, A2 AOBEAAT OO 3HAYMMA XEMOAMHAMUYHA NPOMAHA WM A UHXHOHpaT 6b0peuHua TpancnopT
H A MOBHIIAT CHCTEMHATa EXCHIO3HIHS Ha MeT(POPMHEH, TPAOBA Ja C¢ H3BBbPLIBA € MOBHINEHO BHUMAHHUE
(Bx. TOUKa 4.5).

YepHoapobHO yBpexkaane
[TaumenTHTE ¢ YEPHOAPOOHO YBPEXKAAHE, BKTIOMHUTENHO T€3M CbC CTOMHOCTH HA ALT nma AST > 3x ULN,
He TpaoBa ga 6waat nexkysanu ¢ JAJITEKC (Brxre Touku 4.2, 4.3 u 4.8).

IIpocneosearie Ha YepHOOpOOHUME eHIUMY
[Tpu npUIOKECHNE HA BHILJAT/IMIITHH €A ChOOIIABAHH PEIKH CIYHAH HA 4E€PHOAPOOHA HEAOCTATHYHOCT
(BKITIOUMTETHO XenaTHT). B T€31 ciyyay Hai-0010 NALIMEHTHTE HE Ca MPOABHIM CUMITTOMH, HE € HMAJIO
KCTHHWYHM TIOCICACTBHA, 4 CTOMHOCTHTE Ha YyepHOApObHUTE pyHKimonammu tectose (UPT) ce sprinar
KbM HOPMAJTHMTE CICA MpeycTaHoBsiBaHe Ha acucHuero. UDT Tpadsa aa Onjar H3IBBPUICHH MpeaH
sanousade Ha neuenue ¢ JAJITEKC, 3a na € H3BeCTHO H3XOAHOTO HHBO Ha nauueHTta. YepHoapobHara
bynxkumua Tpabea ga Opac npocaenssana no BpeMe Ha naedcHHero ¢ JIAJITEKC na
HHTEPBAJIH [IPE3 MbPBATa MOAMHA W NEPUOAWYHO ¢iaca ToBa. [lanueHTHTE, MU KOUTO CW
TPAHCAMHHAINTE C€ MOBHLIAT, Tp4AOBa Ja OBAAT mpoOCICaAsBaHK C NOBTOPHA OLICHKA Ha
¢byHKIM, 32 A C€ NOTBbPAH HAXOAKATA, & BIIOCICACTBHE A2 ObaaT npocneaAsBaHH C ¢ f
OTKJIOHEHHETO(ATa) HE C€ BB3BBPHE(AaT) KbM HOPMAJIHUTE CTOHHOCTH. AKO nosﬂmeﬂn
ALT or 3x ULN wm noseue npoxsIky C& MPEMOPBYBA MPEYCTAHOBABAHE HA JIEUCHHETY
[TareHTHTE, KOMTO PA3BUAT »KbJITCHHLIA HIH PYTH IMIPU3HALIY HA YCPHOAPOOHA HEAOCTA
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na mpeycranosst JAJTEKC.

Cnea npeycraHossasase Ha jaedeHHeTo ¢ JIAJITEKC u nopmanuaupane Ha YT, neueHueTo ¢ JAJITEKC
He TpsaOBa Ja 6bac Bb30OHOBIBAHO.

KoXHH HAPYIICHHA
KO)KHH 1€3MH, BKIIOUHTETHO NOABA HA MEXYPH H YIILICPALHMM 10 KPAHHHLATE Ha MAaMyHH ce ¢bodImanar
NpY MPHIOKCHUE HA BWIJATTMITHH B HEKJIHHMYHU MPOYYBAHHA 33 TOKCHYHOCT (BHXTE TOYKa 5.3).

Bopekd 4e B KIHHHYMHHATE NMPOYYBAHHA HE C6 HABMIOAABA NOABA HA KOXKHHU JIE3HH C TIOBHLICHA YECTOTA,
OMUTHT TIPH TMALMEHTH C KOXHH YCIOKHEHHd Ha guabera ¢ orpandudeH. B jgomsmHennHe nma

NOCTMAPKETHHIOBH CHOOLIEHMS 33 Oy103HH H eKCHOTHATHBHA KOXHH Jie3ud. ETo 3aimo, kaTo 4acT ot
PYTHHHHTE IPHXHU NPH MALHEHTUTE ¢ AMabeT ¢¢ Mpenopryea NpOC/ICAABAHE 32 KOXHH HAPYIICHUA KATO

OsBa Ha MEXYPH U YIILIEPALHH.

OcThp NaHKpeaTHT
[TpHAOKEHHETO HA BHUJLIATIMITTHH CE€ ACOLIMMPA C PHCK OT PAa3BHBAHE HA OCTBD MaHKpeaTHT. [launeHTHTe
Tpa6Ba Aa ObaaT HHQOPMHUPAHH 33 XapaKTEPHUTE CUMIITOMU HA OCTHP MaHKPEATHT.

AKO Ce MOoAO3HpA HAIMYHKE HA NMAHKPEATHT, BUIIATTHITTHH TpsA0Ba Ja ObA€ MPEeYCTaHOBEH, aKko C¢ NOTBBLPAH
HANMYME HA TNAHKPEATHT, JEYEHHETO ¢ BUIJALTMITHH He TpgbBa za ce mozaHoeasa. Heobxoaumo ¢
NOBHIICHO BHUMAHHKE MPH MALMEHTH ¢ aHAMHE3a 33 OCThP MAHKPCATHT.

XHIMOrTHKEMHA

HUzsecTHO €, ue Cyn(OHMIYpEHHHTE NMPOH3BOAHU NPHYHHABAT XHNOrIMKemus. IlaupeHTHTE, KOHMTO
MPUEMAT BWIAArMHITHH B KOMOWHaIMA cbCc Cyn(oHHTypes MOXE A2 €2 H3NOXKECHH HA PHCK OT
xunornukemus. [opaan Tosa, Moxke Aa ce OOMHUCTH MO-HHCKA 033 Ha CYA(POHHIYPEHHOTO MPOU3BOAHC;
3a Ja C€ HAMAJIK PHCKBT OT XHUITOTIHKCMHAL.

Xnpyprug

Merdopmun TpabBa aa ce cripe O BpeMe Ha onepauya noA obina, CrMHAIHA WIH eMUAYPATHA AHCCTE3HA.
Jleuenuero Moxe aa Obae Bp30OHOBEHO He IMO-PaHo oT 48 4aca clex onepaLHATa UITH Bb30OHOBABAHETO
Ha XPAHEHETO NPE3 YCTA, H [IPH YCIoBHE Ye¢ ObOpeyHaTa QyHKIMA € OLEHEHa OTHOBO H ¢ YCTAHOBEHO, 4
¢ crabumHa.

4.5 B3aumogeiicTBHe ¢ APYrH NIEKAPCTBEHH NPOAYKTH H APYrH PopMH HA B3aAHMOACHCTBHE

He ca nposexkaany opyLHaIHH NPOyYBaHUsA HA BUNZArHIITHH/MeThopMud. CleaHHTE JaHHH OTpa3sBaT
HH(OPMANHATA, HAJIHYHA 33 OTACIHHUTE aKTUBHH BCLICCTBA.

Bunaarmuimmuy
BumarmunTie BMa ¢1a® MOTEHIMANT 33 B3aUMOJCHCTBHA NPH €JAHOBPEMEHHO MPHIOKEHHE C APYTH

NIEKAPCTREHM NPOAYKTH. Thil KaTO BUnmarmunTHH He € cyberpar Ha nuroxpom P (CYP) 450 en3nma u He
uuxubupa um uHayuupa CYP 450 enspmmre, Manko BEPOATHO € Aa CH B3AaHMOACHCTBA C AKTHBHH
BELLECTBA, KOHTO ¢a CYOCTpaTH, HHXUOHTOPH MJIM HHAYKTOPY HA TE3H €H3HMHU.

Pesynrature OT KIMHUYHUTE M3MUTBAHMA, MPOBEACHH C TNEPOPATHO MNPHIOKEHHTE AHTHIMAOCTHM
NPOAYKTH MHOTTIMTA30H, METXYPOPMUH M INHOYpHA B KOMOMHALIHA C BHJLIATJIMITTHH, HE NOKA3BaT KIMHMYHO
3HaYMMH (apMAKOKMHETUYHH B3aHMOACHCTBHS B TAPTETHATA TOITYIALMA.

[TpoyuBanusaTa 33 IEKAPCTBEHH B3AUMOACHCTBHUA € AHIOKCHH (CyOcTpaT Ha P-rimMKonpoTeHH) U Baphapss \
(cybctpatr Ha CYP2C9) mpu 3apaBu cyOekTH He NMOKA3BaT KIMHUYHO 3HAYMMH (hapMakost Qﬂﬂrﬂﬂﬁ,g
B3aHMOACHCTBHUA CIIE] ChbBMECTHO IPHIIOKCHHE C BUIAANTHITTHH. :E"& "y /@%\

[TpoyuBanmsa 3a JIEKAPCTBEHH B3aMMOJCHCTBHA MpPH 34paBH CyOEKTH ca MPOBEACHH 2

paMUITpHI, BAICapTaH U cuMBacTaTvH. [Ipu Te3n npoyuBaHMa HE ca HAOMIOAABAHH KIIH W\

(hapMaKOKMHETHYHN B3aUMOJCHCTBMS CIIEA CbBMECTHO MPUIOXKEHHE ¢ BHIAATIMOTHH. B
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TOBA HE € YCTAHOBEHO B TAPTeTHATA IOMYAIHA.

Komouuaums ¢ ACE nexuburopu
Modke Ja ChIIECTBYBA MOBUINEH PMCK OT AHTHOCAEM MPH NAUWEHTH, KOUTO npueMar cbBMecTHO ACE

MHXHOUTOPH (BIDKTE TO4KA 4.8).

Kakto ¥ npu Apyrute aHTHIMabeTHH JEKapCTBEHH NpPONYKTH, XHIIOTTIMKEMHYHMTE CQEKTH Ha
BWIJATTMITTHH MOFAT A3 ObJAT HAMAJIEHHM OT ONMPEACICHH aKTHBHHM BELIECTBA, BKIKOYHTC/IHO THA3HIM,
KOPTHKOCTEPOMAM, TAPOHAHH ITPOTYKTH H CHMIIATHKOMHUMETHIIN.

Merdopmux
Kombunayuu, koumo ne ce npenopvyeam

Anrkoxon
AJIKOXOJTHATA HHTOKCHKALHA CE€ CBbP3Ba C MOBHINCH PUCK OT JAKTATHA alua03a,0c00eH0 B CIIyUau Ha

r1aayBate, HeAOXpaHBaHe WK YEPHOAPOOHA HEAOCTATHHHOCT.

Hooupanu xonmpacmuu éewecmea

MerdopMul TpaOBa 3aTBDKHTENHO Ja Ce CIOpe NMpeJH WM MO BPEME Ha Mpoueayparta 3a obpasHa
AMATHOCTHKA M He TpaOBa Ja ce BB30OHOBABA A0 Hak-Manko 48 yaca ClICA TOBA, MPH YCIOBHE 4¢
6nOpeHaTa QYHKIIMA € OLEHEHA OTHOBO M € YCTAHOBEHO, Ye € cTabuinHa (Bx. Toukn 4.2 u 4. 4).

Kombunayuu, koumo uzuckeam npeonasHu Mepxu npu ynompeoa

Hsxou nexapcTBEHH MPOAYKTH MOTAT Ja €€ OTpasaT HebnaronpHaTHO HA OwnOpeuHara QyHKUMA, KOETO
MOXE [a YBEIMYH PHCKAa OT jaktaTHa auunosa, xHanpumep HCIIBC, BKIIOUHTENHO CEACKTHBHM
uaxuburop Ha wuknookcureHasa (COX) II, ACE nmxubuwropn, anrnorensud Il peuenropHm
AHTATOHUCTH M AMYPETHLHM, 0cobeHO OpumkoBM guyperuiu. [Ipu 3amouBaHeTo HioH ynorpebaTa Ha
TAKHB2 NPOAYKTH B KOMOMHAIMA ¢ MCETPOPMHH € HEOOXOAMMO BHHUMATEIHO NPOCICASBAHE HA
Ob6peunaTa GyHKLMA.

I"moxoxopTHKOUANTE, 6eTa-2 arOHUCTUTE U AMYPETHUUTE HMAT NMPHCHIIA XHICPrIUKEMHYHA AKTHBHOCT.
[MaumenTuTe TpabBa ga ObaaT HHGOPMHUpPAHH H KPBBHATA 3axap Ja ObJe mpocneisBaHa No-4eCcTo, 0OCOOEHO
B HA4YaIOTO Ha JicueHHeTo. Axo ¢ Heobxoaumo, mozara JAJITEKC moxe ma 6pae aganmupana mipy
CbBMECTHO JICYCHHE HIIH ITPH MPEYCTAHOBABAHE HA TOBA JICUCHHE.

HMuxuburopute Ha aHrHOTCH3HWH koHBepTvpamua ¢H3uM (ACE) MoraT Ja noHmwkar HMBAaTa HA KPbBHA
3axap. AxO € HEOOXOAMMO A03aTa Ha aHTHXHICPTIMKEMMYHHUTE NEKAPCTBEHH NPOAYKTH MOXE Ja Onac
aJAITTHPAHA N0 BPEME HA JICYEHHETO ¢ APYr JIEKAPCTBEH NPOAYKT HIH IPH HEFOBOTO NPEYCTAHOBABAHC.

ChITbTCTBAINATA YIIOTPEDA HA JICKAPCTBEHH MPOAYKTH, KOHTO BIHAAT HAa obmure O6n0peqnn TyOynHuU
TPAHCIIOPTHH CHCTEMH, YYacTBaly B OROpeUHOTO eTMMHHHpaHe Ha MeTGOpMHH (HAmp. HHXHOUTOPH Ha

TPAHCHOPTEPA Ha opraHuyHu KatHoHU-2 [OCT2]/Tpancnoprepa 3a eKCTPY3HS Ha MHOXECTBO JIEKAPCTBA
u ToxcuHd [multidrug and toxin extrusion, MATE], xato panonasus, BaHAECTAHHO, AOTYTErpaBHp H
LMMETHAMH), MOXKE A3 MOBHIOH CHCTEMHATA €KCIIO3UL(HUA HA MET(POPMHH.

4.6 PepTHaAHTET, OPEMEHHOCT H KbpMeHe

bpeMeHHOCT
Hama apexBaTHH JaHHH 3a ynorpebata Ha BHIJArTHNTHH/MET(OPMHH TP OpPEMCHHH MKEHH.
[IpoyusaHusTa NpU XKHUBOTHH HA METPOPMHH HE NOKA3BAT PENPOAYKTHBHA TOKCHYHOCT. [Ipoyusanusra
[MPH KUBOTHH, MPOBEACHH C BUJLJAT/IMNTHH HE NIOKA3BAT TEPATOTEHHHOCT, HO MOKA3BaT PETOTOKC

HAJITEKC ue Tpabra aa ¢ce mpunara o BpeMe Ha OpeMEHHOCTTA.

K'bpmeHe
[TpoyuysaHHATA NMPH XHBOTHH MNOKA3BAaT CKCKPELMsS B KbpPMAaTa KAaKTO HAa MET(HOp

BruLIarAnTHH. He e H3BeCcTHO Ja BHAJIANIMITTHH CE EKCKPETHPA B KbPMATA IPH XOopa,
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c€ eKCKpPETHpa B KbPMATa NpH Xopa B MANKK A03H. [lopaan noTeHUMANHHA PHCK OT XHITOTTTHKEMHUSA TIPH
HOBOPOJEHOTO, CBBP3aH ¢ MET(GOPMHH, KAKTO M MOpaxy NMICA HA JAHHM MPH XO0pa 3a BHJLAATMIITHH,
NAJTEKC ne Tpabsa aa ce nmpuara npu kepMeHe (BroxTe TOMKa 4.3).

deprunurer

He ca MpoBExkKAAHA OPOY4BaHUA HA ¢HEKTUTE BEPXY (EPTITHTETA HA BULIATIUITTHH/MET(HOPMHH (BIDKTE
TouKa 5.3).

4.7 EdexT BbpXy cnoco0HOCTTA 32 opHpane H paboTa ¢ MAIUHHH

He ca npoBexAaHu MpoydBaHHs HA edexTuTe BBPXY CocoOHOCTTA 33 modmpaHe H paboTa ¢ MALIHHH.
[ManueHTMTe, KOMTO MOraT Aa MOYYBCTBAT 3aAMASHOCT KATO HEXENAHA JIEKAPCTBCHA peakuwi, Tpabsa aa
H304rBaT A2 WodHpaT WK 43 H3MOI3BAT MALIHHY.

4.8 HesxelaHH NeKAPCTBEHH PEaKIIHH

Pesiome Ha mpoduiia Ha 6e30macHOCT
Iauuure 33 Oe3omacHOCT ¢a momydyeHH oOT o00mo 6197 mnauMeHTd, ¢ CKCMNO3HUIMA Ha
BHJLIATTHITTHH/METHOPMHEH B PaHIOMHU3HPaHH, Iauebo-koHTponupaHn mpoyusakna. Or Tax 3698 ca
MONY4aBATH BALJArTMOTHH/METGOpMHH U 2499 mauMeHTH ¢a NoTy4asanu m1aucoo/MeThopMHH.

-

Hama npoBeaeHH KIMHMUHH OpPOydYBaHus ¢ BuigaraunTud/mMerdopmun. YcraHoeeHo € obaue, 4e

OMOEKBHMBANEHTHOCTTA HAa BULJATIMIOTHH/MET(OPMHH € KaKTO HAa CAHOBPEMEHHO IPHIOKCHH
BUJIJArTMIITHH ¥ METGOPMHH (BAK. TOYKA 3.2).

[To-ronaMaTa 4acT OT HEXKEIAHHTE PCaKLMU ¢ JCKH M NMPEXOAHH H HE U3HMCKBAT NPEYCTAHOBABAHC HA
neyennero. He e ycraHoBeHa BpB3KQ MEXKIY HEXKCIAHHTC PEAKLUHH H Bb3PACcTTa, CTHUYCCKATA
MPHMHAUIEXHOCT, MNPOABIDKMTCIHOCTTA HA CKCIIO3MLMATA HJIH [JHEBHATa Jo3a. Ymorpebara Ha
BHJLJATJTMIITHH CE€ CBBP3Ba ¢ PUCK OT Pa3BUTHE HA naHkpeaTuT. Cbod1nasa ce 3a Bb3HHKBAHE HA JIAKTATHA
aumao3a ciex ynorpebara Ha MeThOpMHH, 0COOCHO NMPH MAUMEHTH CbC ChINECTBYBAINO OBOpEdHO
yBpexxaaHe (BIKTE To4kKa 4.4).

TabmuueH COUCHK HA HEKEIAHUTE JEKAPCTBECHH DEAKLIMH

Hexenauure peakuus, ChOOINABAHM TPHM MAIMCHTH, TOJYYaBaTd BHWIJATIHMATUH B JBOMHO-CIIENH
KIMHHYHY U3MMTBAHHUS KATO MOHOTEPANHS H KATO AOITBIHMTENHA TEpanHsd, ¢a H30poCHH Mo-I0ay Mo
CHCTEMO-OpralHa knacudukauus H abcomorHa yecTora. YecTOTHTE ca ASDUHHPAHH KATO MHOTO YE€CTH
(>1/10); wectn (=1/100 o <1/10); neuecry (>1/1 000 go <1/100); peaxu (=1/10 000 o <1/1 000), muorq
peak (<1/10 000), ¢ HensBecTHa uecTOTa (OT HAIMYHHTE JAHHH HE MOXKE 3 OBAC HANpaBeHa OLEHKA).
Ipu BCAKO rpynupaHe B 3aBUCHUMOCT OT MECTOTATa, HEXKCIAHHTE PEAKIIHH CA MPEACTABCHH B HU3XOASAI
peA Mo OTHOLICHUE HA TAXHATA CEPHO3HOCT.

Tabauua 1 Hexenann peakunHu, cboOlIeHH nNpH MAUHEHTH, NOJYYABAIH BHIJANIMOTHH H
meThopMHuH (KAaTO MOHOKOMINOHEHTM HAH KaTo KoMOHHAauHs ¢ (HKCHpaHA J038) HIU B
KOMOHHALIMSA C APYrH AHTHAHAOECTHH JleueHH s, B KJIHHHYHH HINTHTBAHHSA H B NIOCTMAPKETHHIOBHA
ONHT

Cucmemo-opzanen Kidc — HeXCeAana peaxyus Hecmoma
Hudhexyuu u unghecmayuu

Mupekumn Ha TOPHUTE AMXATENIHH ITBTHINA YecH
Hazodapuurur Yectu
Hapywenua na memaboruima u Xpanenemo

XHOOrTHKEMHA Heuectn
3aryba Ha aneTHT Heuectn
Hamanena abcopbuna Ha suramyue B12 u nakraTHa aumo3a MHoro
Hapywernus na nepsnama cucmema

3aMasHOCT Yectu (
['maBobomme Yectn
Tpemop Yecru \




Cucmemo-opzanen Kaac — HeWCeAAHA PeaKyus Yecmoma

MertaneH BKyC Heuectn
CmomauHo-4peénu HAPYuieHus
Ilosprinase HectH
Huapus YectH
[anene Yectu |
"acrpoesodarsansa peuryxcHa 0onect Yectn
dnatyneHLUHsA YecTH
3anek Yectr
Kopemna 6onka, BKIOYHTENHO B FOPHATA YacT HA KOpeMa Yecn
[lankpeaTur Heuectu
XenamobuauapHu Hapyuerus
XenaTur Heuectu
Hapywenus Ha xoxcama u NOOKOXCHAMA MbKaH
XHICPXHAPO3A Yectu
 [pyputyc Hecrn
O6pus Yectw
HepMmaTHT YecrH
Epurem Heuectn
Y pTHKapHS HeuectH
ExchonmmaTusi u Oyno3H¥ KOXHM Jie3Nd, BKmouutenrHo Oymosen | C HCHU3BECTHA
neMpUroH yecrorat
KoxeHn BackymuT C HEM3BECTHA |
vyecroTat
Hapywenus Ha MyCKYRHO-CKENeMHAMA CUCMEMA U CbeOUHUMENHAMA MbKAH
Aprpanrus YectH
Mmuasirug HeuectH
Obwu napywenus u epexmu Ha MACMOmMO HA NPUAOICEHUE
Acrenus Yectu
Ymopa Heuectn
Brpucan¢ Heuectn
[Nepudepen orok HeuecTH
Hscneosanusn
OTknoHeHHS B 4CPHOAPOOHHN (YHKLIHOHANHH MOKA3ATC/IH Heuectn

* HesxenaHu peakLvH, Cho0LaBaHy MpH NaLFEHTH, KOUTO IMOTy4aBaT METGOPMHH KATO MOHOTEpanus
M KOHWTO HE ¢a HAaOmOAaBaHM MPH NMALMEHTH, KOUTO NOJy4aBaT KOMOWHAUMA OT PUKCHpaHHM AO3M
BHILAANTHOTHHAMETGOPMHUH. 3a AOThIHUTEIHA MHPOpMaLMs BHXKTE KpPaTKaTa XapaKTCPHCTHKA Ha
METHOPMHH.

T Bb3 OCHOBA Ha NOCTMAPKETHHIOBUS OIMT.

Onucanue Ha u3bpanu HelCeranu peaxyuu
BujiparnunriuH

Ueprodpobro yepexcoare

MMma crobmeHus 3a peaKy CTydaH Ha YePHOAPOOHA JHCGHYHKIHS (BITIOYHTEIHO XCNATHT) CIEA [TPHEM HA
BUJLIATTHITHH. B Te3m cayuau manpeHTHTe Kato uano ca 6e3 cummromH, 6€3 KIMHHYHH NOCICACTBHA H
yepHOAPOOHATA (YHKUHA CE HOPMATM3HpA CNEA MPEYCTAaHOBABAHE HAa JECUEHHETO. B paHHwTe Kato
MOHOTEPANHA M KaTO JOITHJIBANIA TCPANHS C POAB/DKHTETHOCT 40 24 CEAMHIM, Y€CTOTATa HA MOBHINABAHE
Ha AJIAT wm ACAT >3 metu I'TH (knacupuumpada xaTo HaTHYME NMPH HAK-MANKO 2 NOCACAOBATEIHA
HaMepBaHus WM opu GuHamaTa on-treatment susura) € 0,2%, 0,3% u 0,2% CbOTBETHO 33 BIWIJATIHITTHH
50 mg BeAHDbX AHEBHO, BUAJATTHIITHH S0 mg ABA ITbTH AHCBHO H BCHYKH CPABHHTC/THH MPOAYKTH. Te3u
MOBHIIABAHHA Ha TPAHCAMMHA3ZMTE KATO LU0 ¢a OE3CHMIITOMHH, HEIMPOrPECHpaIlH 10 XapaKTep
CBBHP3aHHU ¢ XO/ICCTA3a MM XBJITCHULIA.

Anzuoedem

[Ipu neueHue ¢ BUNAATIMITTHH CE CHOOLIABA 33 PEAKH CITYy9aH HA AaHTHOEACM € YSCTOTa
kouTponuTe. [lo-ronsaMara 4acT OT ClydyamTe ca ChOOIMEHHM, KOraTo BHILIATTMITH
xomOHHalua ¢ ACE unxuburop. Ilo-ronsamara yacT or ¢cpOUTHATA Ca JIEKH IO TEKECT H
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NMPOAB/LKABAHE HA NICYCHUCTO € BHJLIATTMITTHH.

Xunoanukemus

B cpaBHUTENHH, KOHTPONHPAHH NPOYYBAHHA HAa MOHOTEPANMSA, XHIIOTTHMKCMHATA € HEYCCTA MpH
H3non3eaHe Ha BuagaraunTHl (0,4%) karo MOHOTEpanKa COPAMO AKTHBCH CPABHHUTEICH MPOXAYKT HIIH
nnaueto (0,2%). Hama cpo0menus 3a TeXKH HITH CEPHO3HH ¢hOMTHSA Ha xunoraukemus. Ilpu ynorpeda
KaTO ZOIbJIBAINA TEPAITHI KbM METGOPMHH, XHITONTHKEMHA Bh3HHKBA NMPH 1% OT NalHEHTHTE, NEKyBaHH
¢ BuLIarTHITTHH B npH 0,4% ot nauueHTHTe Ha Nauedo. [pu xodassHe HA MHOrNHTA30H, XMITOTTUKEMHS
BL3HHKBA MpH 0,6% OT NalMEeHTHTE, TEKYBAHU C BUWLIArTTUNTHH U IIpH 1,9% OT nauneHTHTe, TEKyBaHH ¢
mnanebo. Ipn gobapsne Ha CynpOHWIYPEiiHO NPOH3BOAHO, XMIIOTTHKEMHS BbL3HUKBA npH 1,2% ot
NAIMEHTHUTE, JEKYBaHH ¢ BHAAaraunTuH H npu 0,6% or mauueHture Ha mraucbo. Ilpu nobapsaue Ha
cyI(pOHMIYPEHHO MPOM3BOAHO M MET(HOPMHH, XHIOITTHKEMHSA BB3HHKBA MpH 3,1% OT malMeHTHTE,
NMEKYBaHM ¢ BHaaarnunTuH M npu 1,9% or naumenture Ha mnaunebo. Ilpn nanwedTH, npuemMainu
BULAANIMIITAH B KOMOMHALMUA ¢ MHCYNMH, 4E€CTOTaTa HAa BBL3HMKBAHE HAa xunoraukemus € 14% 3za
sunaarauTid B 16% 3a mnanebo.

Merdopmun

Hamanena abcopbyus na sumamun By,

Hamanenue Ha abcopOumara Ha BHTaMHH By ¢ MOHIDKEHNE HA CEPYMHHTE HMBA C¢ Habnioaasa MHOIO
PAAKO MIPH MALMEHTH, KOUTO Ca OMITH ICKYBAHKM ¢ METQOPMHH 32 IbJIBI EpuoA OT Bpeme. Ilpenopbusa
ce Aa C€ MMa MPEABH/ TaKaBa ETHOMOTHA, KO NMPH MALMEHT € HAIMYHA MeranobiacTHa aHeEMHA.

Yeproopobra Qynkyus
CrobimaBa ce 3a H30JHpaHH CTy4aH Ha OTKIOHCHHS B CTOMHOCTUTE Ha YepHOAPOOHHTE PyHKIMOHATIHY
MOKA3aTENH HIIM XENATHT, KOXTO OTIIYMSABAT CJIEA NMPESKPATABAHE HA MpHEMA Ha METHOPMUH.

CmomautHo-4pesHU HapYyuLeHusA

CToMalIHO-YPEBHHUTE HEXKEMAHH PEAKI[HH Bb3HUKBAT HAK-YECTO MO BPEME HA 3AMIOYBAHE HA TEPAITHATA H
OTLIYMSIBAT CIIOHTAHHO B MMOBEYETO CIy4aH. 3a Aa ¢e MPEAOTBPATAT CE NMpenopbsusa MerGoOpMHH Aa ce
npyeMa KaTo 2 AHEBHHU JO3H IO BpPEME Ha MM CICA XpaHeHE. baBHOTO NMOBHIIABAHE HA A03aTA MOXKE
CBILIO Aa NOACOPH CTOMAITHO-YPCBHATA [TIOHOCHMOCT.

CrobmmasaHe HA MOXOIMPAHH HEHKETAHH PDEAKLINH

CpoOlaBaHeTo Ha NOAO3HPAHH HEXKETAHH PCAKLMH CIICA paspeimaBaHe 3a ynorpeba Ha NeKapCTBCHHA
NMPOAYKT € BaXKHO. T0Ba MO3BOJIABA J4a MPOALDKK HADMIOACHHETO HA CHOTHOLIEHHETO MOM3a/ PHCK 34
JIEKApPCTBEHHA MIPOAYKT. OT MEAUIHHCKHTE CIICLIMAMCTH CC H3HUCKBA Ja ChOOINABAT BCAKA MOAO3MPAHA
HEXKENaHa PeaKiHA Ype3 HAMOHATHATA CHCTEMA 34 ChOOLIABAHC:

N3mpIHUTETHA areHIuA N0 JCKAPCTBaTa

ya. ,,Jdamsx ['pyes” Ne 8,

1303 Codmus,

Ten.: +359 2 8903417 ‘
yeOcaiiT: www.bda.bg

4.9 Ilpeaosupane
Hsama Han4uHH JAHHU TIO OTHOINEHHE Ha MPERO3HPAHE ¢ BUIAATIHITTHH/METGOPMHH.

Bunoaznunmun
HMudopMauuara no OTHOIIEHUE HA MPEACIUPAHE C BUILJATTHITTHH € OTPaHUYCHA.

CuMrrmoMu & w No J?€
HMudopmanugara 3a CUMOTOMHUTE NPH IPEAO3HpaHE € BHILAATTHNTHH € TNOdy4deHa oT I Skame T
NOHOCHMOCT Ha YBEIHYABAIOA C¢ 003a NPH 34paBd HHIHBHIH, HA KOHTO € NpH/IaraH BHIIIZ ﬁ'-"i l-__i;?{",-"""-_- ¢ ‘1
anu. I'lpu a03a or 400 mg uma TpH cnyyas Ha MyCKy.1Ha O0JIKa M HHIMBHUYAJIHH CITY4aH Ha IR s 6 o
APECTE3HA, TPECKA, OTOK M NPEXOIHO NMOBUIDEHUE HA munasHuTe HUBA. [Ipu 103a or 600\ mp " =) {‘»’E’l /
NMALMEHT € HAOMOAABAH OTOK HA KPAKATA U PLETE M NOBULICHH HUBA HA KpeaTHHHH (ocokny .:-- ¢
o
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AST, C-peaxtusen mporenH (CRP) i muornobus.
[Ipn Tpuma apyru cybexkTu ¢ HaOmMOAaBaH OTOK HA KpaKaTa ¢ MapecTe3us B JBa OT CiaydauTe. BeHuku
CUMIITOMH H OTKJIOHEHHS B J1a0OpaTOpHHMTE I[IOKAa3aTeIH €3 OT3BY4adH Oe3 JCUCHHE cnex

NpeyCTAHOBABAHE HA MPOYYBAHHA JICKAPCTBCH IIPOAYKT.

Memdhopmun
[Tpeaosupane ¢ BUCOKA A03a MET(HOPMHUH (MITH ChITBTCTBALN PHCK OT JIAKTATHA aliiA03a) MOXE Ja AOBEAE
10 JTAKTATHA ALM/A03a, KOSTO NpPEACTaBlgBa CIEITHO ChCTOAHKE B TPAOBa na Obac nekysaHa B HOMHULA.

JleueHue

Haii-epexTHBHHUSAT METOJ 3a OTCTPAHSIBAHE HA MET(HOPMHH € 4pe3 XeMOAHaIH3a. Bmnpexn TOBa,
BHJIJANTHITHH HE MOXE Ja Oble OTCTPAHEH YpPE3 XCMOAMATH3a, HE3aBHCHMO Y€ OCHOBHHUAT MY
meradonut cnen xuaponusa (LAY 151) moxe. Ilpenoprsusa ¢e noaxbprKallo JICUYEHHE.

5. GAPMAKOJIOTHYHU CBOUCTBA
5.1 PapMaKoaAHHAMHYHH CBOHCTBA

dapMakorepancBTHuHa rpymna; Jlekapersa, M3non3saHH npd Auaber, KOMOMHALMH OT MEpPOpaIHH
MOHMKABALIH KpbBHATA 3axap nckapcrea, ATC xoa: A10BDO8

MexaHH3bM HA ACHCTBHE

JNAJTEKC xoMOHHHpa ABa aHTHXHNEPrIMKEMHUYHHM ar¢HTa ¢ B3AUMHO JOMBIBAINH C¢ MEXAHM3MH Ha
AcHCTBHE 332 MoAOOpABaHE HA IVIMKEMHYHHA KOHTPOJ IIPM MALMEHTH ¢ A4abeT THO 2: BHIJATIMAOTHH,
NPeACTABHTE]l HA KJIACA JICKAPCTBEHH NMPOAYKTH, CTHMYJIHPALNHY KJICTKHTE B OCTPOBHTE Ha MaHKpeaca, U
MeT¢hOPMHH, ITPEACTABHTE HA KJIaca Ha OUrBaHIUHUTE.

Bungarmanmus, npeacTaBHTE HA KIACa IEKAPCTBEHH NPOAYKTH, CTHMYIHPALIH KICTKHTE B OCTPOBHTE Ha
NaHKpeaca € MOLICH M CEIEKTHBCH aunenruaua-nentiaaza-4 (DDP-4) naxuburop. Merdopmus aciictsa
NPEAXMHO KAaTO ITOHMKABA CHAOTCHHOTO 0Opa3yBaHe HA IVIIOK03A B YSPHHUA ApoD. -

dapmakoaHHAMHYHH €(EKTH

Bunoaznunmur

Bunaarnunmud Aeiictea ocHoBHO KaTo HHXHOHpa DPP-4, eH3umbT, OTrOBOpPEH 3a pasrpa’JaHEeTO Ha
uHkpeTHHOBUTE XOpMOoHH GLP-1 (rmokaron mnoaoben nentua-1) u GIP  (raoxo3o3aBucHM
HHCYJTHHOTPONEH MOIHIICIITHA).

[IpunoxkeHHETO HA BMIJACTMITHH BOAM A0 Obp30c M meiaHO uHxuOupane Ha DPP-4 axtuBHOCTTA, B
PE3yITAT HA KOETO C& NOBHLIABAT €HAOTCHHUTE HUBA HA HHKPeTUHOBHTE XOpMOHH GLP-1 u GIP.

Upe3 NMOBHIDABAHE HA CHAONCHHHTE HHBA HA TC3H MHKPCTHHOBH XOPMOHH, BHJLAAINIHNTHH MOBHIIABA
YYBCTBHTCITHOCTTA HA O€Ta KJIETKHTE KbM KPbBHATA 3axap, KOCTO BOAH A0 NMOAOOPABAHE HA IIIOKO30-
3aBHCHMATA MHCYMHHOBA ceKpeuud. Jleuenunero ¢ pungarauntul 50-100 mg AHEBHO MpH NALMEHTH CBC
saxapeH Auaber ™IN 2 3HaUMMO MORoOpABa MapKepHTE HAa OcTa KneThYHATA PYHKUMA, KOUTO BKIIOYBAT
HOMA-B (Homecostasis Model Assessment-f), CBOTHOLICHHETO NPOMHCYIMH KbM HHCYJIHH H
H3MEPBAHCTO HAa PCAKTHBHOCTTA HA O€Ta KIETKWTE MPH TECTa 33 TONEPAHTHOCT MPH YECTO JABAHE HA
xpata. [IpH MHAMBHAM, KOHTO HE CTPAjaT OT AuAbeT (HOPMOTTHKEMHS), BHIIATTHITTHE HE CTHMYIHpa
CEKPELMATA HA HHCYJIMH M HE HaMansiBa HUBOTO HA KpbBHATA 3axap.

Upe3 nosuiuaBaHe Ha eHAOreHHOTo HUBO HA GLP-1 BunaarnunTHH noBUINaBa YyBCTBUTEIHOCTTA HA anda

YBCITHYABAHC Had ChOTHOLOIEHHUETO HHCYHHH[FJTIDK&FOH H HAMATABaHE NMPOAYKLHATA HA I'1
.I[pﬁﬁ, KAKTO Ha I''lddHO, TdKd H CIICA XPaHCHC, C KOCTO €€ HAMATABA I'NTHKCMHATA.
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IpH JECUCHHE C BHJLAATTHIITHH.

Memgopmun

Merdopme ¢ OHrBaHMA ¢ AHTUXMIIEPIIAHKEMHYCH €(PEKT, KORTO HaMaliABa CTOMHOCTHTE HA IUIIOKO3A B
MIA3MATA KAKTO HA IMIAJHO, TaKa H CIcK XpaHeHE. TOH HE CTHMYIHpA CEKPELMATA HA MHCYJIHH H MTOpaaH
TOBAa HE BOJH JO XHAITOTIHKEMHA UIH YBCIMYIABAHE HA TEIECHOTO TErIO.

MeTdopMHH MOXKE 2 0Ka38a CBOA INTIOKO30-NIOHIKABALN €(PEKT NMOCPESICTEOM TPH MCXAHM3MA.

- ype3 HaMalsBaHe Ha OOpa3yBaHCTO Ha IIKKO3a B UYSpHHUA apod upez HHxuOUpaHe Ha
ITIOKOHEOT€HE3ATa M INIMKOrCHOIN3ATA,

- B MYCKYJIUTE MOCPEACTBOM YMEPCHO H3pa3cHO MOBUINABAHE HA HHCYJIHHOBATA YYBCTBUTEIHOCT,
noscoOpsaBaiky nepudpepHOTO MOEMAHEC H YCBOSBAHE HA ITIIOK03aTA;

- NocpeaCTBOM 3abaBaHe Ha abcopOIMATA Ha TUIIOKO3a B UEPBATA.

MetdopMHH CTHMYJIHPA BLTPEKJICTHYHUA CHMHTE3 HA FNIMKOTEH MMOCPEACTBOM MOBIHABAHC HA INIMKOreH
CHHTA3aTA M [OBHMINABA TPAHCIOPTHMSI KANALMTET HAa CNELM(PHYHH TUNIOBE MEMOpaHHH I'MIOKO3HH
tpascnoprepu (GLUT-1 u GLUT4).

[Mpu xopa, HE3ABHCHMO OT BIMAHHMETO CH BbPXY INIMKEMHATA, METQOPMHH MMa OaronpHATHH €(EKTH
BPXY UM IHMA MeTabomizeM. ToBa € YCTAHOBEHO IPH TEPANEBTHYHH JO3H B KOHTPOJIHPAHH, CPEAHO- H
IBJITOCPOYHH KIHHHYHH ITPOYYBAHMA: MET(OPMHMH MOHIKABA HMBaTa Ha oOmpsa xonmecrepon, LDL
XONECTEPOIA H TPHUITIHLIEPHANTE.

[TpocnexturHoTo panaomu3upano npoyuBaHe UKPDS (UK Prospective Diabetes Study) ycranosssa
ABATOCPOYHHUTE TON3H OT MHTCH3HBHHSA KOHTPOJ HA KPBBHATA 3aXap MPH NALMEHTH ¢ auader THm 2.
AHAaIH3BT HA PE3YNTATHTE I[TPH NALMEHTH C HAAHOPMEHO TErJI0, ICKYBAHH ¢ METQOPMHH CIER HEYCIEX
Ha NEYCHHE CaMo ¢ JHUETA MOKa3BarT:

- 3HAYHMO ITOHIDKCHHUE HA A0COMIOTHHA PHCK OT BCIKO CBBP3aHO ¢ AHabeTa yCIOXKHECHHE B rpyna'ra
Ha MerdopmuH (29,8 cpOuTHa/1000 naMHT-TOAWHH) CNPAMO NALMEHTHTE caMO Ha Auera (43,3
cpOuTHE/1000 nmamuenrt-roaunu), p=0,0023, u cnpaMo rpynure Ha KOMOMHHpaHa TeEparmsa CbC
cynPOHHTYpEHHO MPOM3BOAHO M MOHOTEpanus ¢ MHcynuH (40,1 cpbumna/1000 nmaigeHT-roauHN),
p=0,0034,

- 3HAYHMO MOHIDKCHHE HA aOCONMIOTHHUA PUCK OT CBBP3aHa ¢ guabera CMBPTHOCT: MeThopMuH 7,5
cpOuTHg/ 1000 naumenT-roauHH, camo auera 12,7 ¢cuburna/ 1000 nampienr-roannn, p=0,017;

- 3HAYHMO HOHIDKCHHE HAa A0CONMIOTHHSA PHUCK OT 001ma cMBPTHOCT: MeThOopMUH 13,5 cubrrria/1000
nalMeHT-TOAMHH crnpaMo camo auwera 20,6 ¢uburua/1000 nammedT-roqMHH, H CHOPAMO TPYIIHTE HA
KOMOMHHpaHa TEpamHs CbC CyI(OHIIYPEHHO MNPOH3BOAHO H MOHOTEpanus ¢ HHCyauH 189
cxouTHs/ 1000 naiment-rogunu (p=0,021);

- 3HAYHMO TOHMKEHHE Ha abCcomoOTHHUA PHCK OT HH(ApPKT Ha MHUOKapaa. MerdopMHH 11
csOuTHA/ 1000 nammenT-roaunm, camo Auera 18 ¢cuburuga/1000 nampent-rogunn. (p=0,01).

Kaunyuasa epukacHoCT ¥ 6e30nmacHocT

HobaBAHECTO HA BWIAATIMIITHH KBM JICHCHHMETO HA NAIMEHTH, YHHTO TJIHKEMHYEH KOHTPON HE €
33 JOBOJINTENICH BBIIPEKH MOHOTEPATIMATA C METQOPMHH, CJIEA 6-MECEUHO TE4EHHE BOAH A0 JOIThIHHTETHO
CTATHCTHYECKH 3HAYHMO CPEAHO MOHMKEHHE HA cTOHHOCTHTE HA HbA | ¢ B cpaBHeHHE ¢ mnanedo (pas3mMkH
mexay rpynure ot -0,7% u -1,1% cporeerHO 33 BunaarmunmuH 50 mg u 100 mg). IlpoueHTsT Ha
MALMEHTHTE, KOWTO MOCTHIAT MOHMWXKEHHe Ha ¢ToMHOcTHTE HAa HbAlc ¢ 20,7% crnpaMo u3xoaHuTe
CTOMHOCTH ¢ CTATHCTHYCCKH 3HAYMMO MO-BUCOK B JBETE TPYMH HA BHIJATIMITTHH IITIOC MCTHOPMHH
(cwoTBeTHO 46% 1 60%) cnpsamo rpynaTta merdopmuH mIroc muanedo (20%).

[Tpr 24-ceAMHUYHO M3MUTBAHE BHILJArMITTHH (50 mg aBa ITbTH AHCBHO) € CPABHEH ¢ mMuorauTa3oH (30 mg
BCAHDBK JHCBHO) IIPH MALMEHTH, TPH KOUTO HE € MOCTUTHAT aACKBaTEH INIHKEMHYEH KOHTPON ¢ METHOL
(cpeana mneBHa moza: 2020 mg). Cpeanoro nonmxkenue Ha HuBata Ha HbA|lc or 8 4%
A00aBAHE HA BUIAATAMITHH KbM MeThOpMHH H -1,0% npu nobassHe HA maornuTaszoH
CpeHOTO NOBHINCHUE HA TENECHOTO TErNo OT +1,9 Kr € HabnrAaBaHO NPH NALNECHTH, r»:o
NMHOTIMTAa30H, ACDaBeH kbM MeTdopMmHuH, B cpaBHeHne ¢ +0,3 Kr npH Te3H, KOHTQ
BHJLIArTHITTHH, A00aBEH KbM MET(HOPMHH.
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IMpy KIMHUMHE M3NIXTBAHUA C MPOXBDKHTCIHOCT 2 FOAWHY BHIAArTHITHH (30 mg nBa ITbTH JHEBHO) €
cpaBHEH ¢ rumenupHA (10 6 mg/IHEBHO — CpeAHA A03a mpe3 2-Te¢ roguHM: 4,6 mg) npH NauMEHTH,
nekyBaHH ¢ MethopMuH (CpeaHa aHeBHa no3a; 1894 mg). Cnex 1 roauna cpeanoro norwkerne Ha HbAlc
e 6uno -0,4% npu BuaAArmMNTHH, 100aBeH xsM MerdopmuH, u -0,5% npu riomMenupra, a00aBeH KbM
MeTdopmuH, cripaMo HaxoxHuTe croiHocTH Ha HbAlc or 7,3%. Ilpomsanara B TENECHOTO TErno npH
BUarmunTHH € -0,2 Kr B cpaBHEeHME ¢ +1,6 kr npu rmvMenupua. YecTorata Ha XMITOTTMKEMHS € 3HAYMMO
NO-HHCKA B rpynaTa Ha sunaarnTuH ( 1,7%), oTkonkoro B rpynara Ha rmmernpug (16,2%). B kpaiinara
TOUKA HAa NMPOoy4BaHeTO (2 rogunaH) croitHocTHTe HA HbA 1¢ ca 6uim ¢X0aAHH CbhC CTOMHOCTHTE Ha H3XOJHO
HHBO M B [JBETE TEPANECBTHYHH TPYIH, 4 MPOMCHHUTE B TEICCHOTO TErNI0 H PA3IMKUTE B CIIy4aUTE Ha
XHIOTJIMKEMHUS C€ 3ar1a3Bar.

[Mpu 52-ceamuuno ManuTsaHe BuaAarmunTaH (50 mg ABa ITPTH AHEBHO) € CPABHEH ¢ IMHKIA3MA (CpeaHa
AHeBHA J03a 229,5 mg) NpH NaLMEHTH, IPU KOUTO € HAMMIE HEAACKBATEH KOHTPON ¢ METGOPMHH (M3X0AHA
a03a Metdopmun: 1928 mg/ aneBno). Cnex 1 roauna cpeaHoro nowokuue Ha HbAl¢ e -0,81% mpu
BHILAACMHNTHH, A00aseH kbM MeTdhopMEH (cpeaHn u3xoaHH croitHoctd HA HbAlc 8,4%), n -0,85% mpu
riuknasna, AobaseH kbM MethopMmuu (cperHd m3xoxHM croiHocTH HA HbAlc 8,5%), nocturxara e
CTATHCTHYCCKH 3HAYHMA He nmo-Manka epuxacHocT (95% Cl1 -0.11 — 0.20). [IpomennTe B TENTECHOTO TErIO
npy BUAAr;MnTaH ¢a +0,] Kr B CpaBHEHHUE C MOKAYBAHE HA TErJIOTO +1,4 Kr MPU rIMKIA3MA.

[Tpu 24-ceaMHUMHO HIMUTBAHC € OLCHEHA €(PHMKACHOCTTAa HA (HUKCHpAHA 4032 OT KOMOHHALMATA
BHJLAATTHITTHH H METGOPMHH (ITOCTEIICHHO THTPHpaHa A0 403a oT 50 mg/500 mg aBa metH AHEBHO MM 30
mg/1000 mg Apa BT JHEBHO), MPUIIOKEHA KATO MBPBOHAYRATHA TEPAIMS NMPH MALMEHTH, KOHTO HE €A
NpHEMANH APYTH JICKapcTea npeau ToBa. Bwinarimrrriun/mergopmun 50 mg/1000 mg apa memo THEBHO
noHwkasa croiiHoctuTe HA HbAlc ¢ -1,16%, Merdopmuu 1000 mg asa metu gueBHO ¢ -1,36% u

sunaarmunTiH 30 mg asa meTH aHEBHO ¢ -1,09% cnpamo maxoaxnute croiiHocTH HAa HbA ¢ or 8,6%.
IMonmxkerneTo Ha HbA | ¢, HabmoaaBaHO pH MALMEHTH ¢ HAX0ZHH cTOHHOCTH > 10,0% e Ouno no-ronsamo.

[MpoBeacHo € 24-ceAMHYHO pPAHAOMH3IHPAHO, ABOHHOCIANO, Mnalebo KOHTPOIHPAHO KIHHHYHO
uanurBale npH 318 nauuenTa, 3a Aa ce oueHH epHKACHOCTTA H He30nacHOCTTA HA BIAArMOTHH (S0 mg
JBa ITbTH AHCBHO) B xoMOuHamms ¢ Methopmus (>1500 mg aueBHO) u rmumennpua (>4 mg AHEBHO).
BunzarnunTan B KOMOHHaMA ¢ MET()OPMHH K FIMMEITHPHA 3HAUMMO NoHMmxkasa HbA I¢ B cpaBHCHHE ¢
nnanebo. Kopurupanara cnpamo nnanegbo pasmika B cpegroTo noHwkeHue Ha HbA [ ¢ crpaMo n3xoaHaTa
croiHocT oT 8,.8% ¢ -0,76%.

IlpoBeacHO € NETTOAMIIHO, MHOTOLIGHTPOBO, paHAOMH3UpaHo, apoiiHocaano npoyusane (VERIFY) npu
nNalueHTH CbC 3axapeH auaber Tvn 2, 3a 43 ce OUeHU edexTbT HA paHHA KOMOHHUpaHa Tepanus C
BUIAArTMITHH U MeThopMuH (N = 998) cripsaMo cTanJapTHA MBPBOHAYATHA MOHOTEPATIHA € METHOPMHUH,
NMOCHCABAHA OT KOMOMHaAUuA ¢ BHILIANIHNTHH (rpyna Ha nociacaosatenHo jaeuyeHne) (N = 1 003) mpu
HOBOJMATHOCTHLIMPAHH MALUCHTH CbC 3axapeH guaber tun 2. Cxemara ¢ komOMHaumaTa HA
BUJLAArTAITHH S0 mg ABa ITbTH JHEBHO ILTIOC METHOPMHH BOAH A0 CTATHCTHYCCKH H KITHHHYHO 3HAYMHMO
OTHOCHTEIHO HAMA/IABAHC HA PHUCKA “BpPEMC OO HOTBBPACH HCYCIEX HA ITbPBOHAMATHOTO JICUCHHE
(croiiHocT Ha HbA 1¢ >7%), cnipamo MoHOTEepanus ¢ METHOPMHH ITPH HENIEKYBAHH A0 MOMEHTA TTALHEHTH
CBC 3axapeH auaber tHn 2 npes S-rogmmyara npoabxuTeaHocT Ha mpoyusaHero (HR [95%CI): 0,51
[0,45, 0,58]; p<0,001). YecroTaTa Ha HEYCIIEX HA IBPBOHAYATHOTO aedeHue (cToiinoct Ha HbA lc =>7%)
€ 429 (43,6%) raupeHTH B rpynaTa Ha JeueHHe ¢ komOuHamara u 614 (62,1%) nauyenTy B rpynara Ha
OCIEAOBATEITHO JICYCHHE .

IIposeacHo ¢ 24-CeAMUYMHO pPaHAOMH3IHUPAHO, JABOHHOCIANO mnnaned0 KOHTPOIHPAHO KIHHWIHO
H3NMUTBAHC NpH 449 naiueHTH, 3a Ja ce oueHH ebHKacHOCTTa H OE30MACHOCTTA Ha BHM&I‘HH]TIHH O
IBa IbTH JHEBHO) B KOMOMHALIHMA C 1TOCTOAHHA A03a 6a3aieH HIH cMeceH HHCYIHH (CPC,II;HB, it /?,5

4] eauHHIM), CbC CBITBTCTBALL NMpHeM Ha MerdopmuH (N=276) mnu Oe3 CHIBTCTBZ 4 4:50
merdopmue (N=173). Bunaarnunrtun 8 KoOMOMHALMA C MHCYIHH 3HAYKUMO NoHmwkasa HbA
¢ muauedo. [1pu obmara momynauns kopurupasara CpaMo mauedo pasaHka B CPELHOTO
n3xoaHuTe cTOMHOCTH Ha HbA ¢ ot 8,8% ¢ -0,72%. [1p1 noarpyrnmTe ¢ HHCYIHH ChC HITH (i€t

HPHIOKEH METPOPMHH KOPHUTHPaHOTO cnpaMo rutauebo nonmxenue Ha HbA ¢ ¢ ¢cpoTBe \ ‘:ej)ﬁ ‘ Y% H
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0,84%. UectotaTa Ha xunormkemus B ofwara nomynauus € 8,4% u 7,2% cbOTBETHO MpH rPyNMTE HA
BHILAArTMATHH ¥ mnauebo. [Tpu nanueHTHTE, NpUEMany BUIIATHITTHH, HE c¢ HaDMI01aBa NOBHIIEHHE HA
Ternoro (+0,2 Kr), JOKATO MpH TE3H, NOAYyHABATH IU1ane0o ce HabmoaaBa NOHIKEHHE Ha Ternoto (-0,7
KT).

[Tpu apyro 24-ceAMUMHO TPOYYBAHE IMPU MALMEHTH C MO-HANPEIHAN 3aXapeH mader THN 2, HEAACKBATHO
KOHTPOJHPAH OT HHCYTHH (KPaTKO M ABITO AciicTBam, cpeaHa 1032 uncymuH 80 IU/ aneBHO), cpesHOTO
NOHMXEHUE Ha cToiiHocTHTe Ha HbA | ¢ npu no6aBsaHe Ha BwiAarvnTrH (50 mg ABa MTH JHEBHO) KbM
HHCYJIMH € CTATHCTHYECKH 3HAYHMO MO-TOIMO OTKOJKOTO MpH IUIALe00 MI0C HHCYIHH (0,5% cnpamo
0.2%). YeCcTOTAaTa HA XMIIONIMKEMHA € MO-HUCKA B [PYNaTa Ha BHIJATTHITHH OTKONKOTO B Mauedbo
rpynara (22,9% cnpamo 29,6%).

CBpoeuno-c»008 PUCK .
MeTa aHATH3 HA HE3ABMCHMO M TIPEABAPHTEIHO OMPEACTIEHUTE ChPASYHO-ChOBU HEXKEIAHN CHOUTHS OT
37 daza I1I 1 IV KTHHIYHN U3NMTBAHKS [IPH MOHOTEPANHs U KOMOHHHPaHA TEpanu, ¢ IPOAbIKHTCIHOCT
Haa 2 roauHu (cpeaHa excrnio3uuMsa 50 ceaMyLM 32 BHILAArNHOTHH K 49 CeAMHUM 32 CPAaBHHTCIHHTE
IPOAYKTH), MOKA3Ba, Y€ ICYSHHETO ¢ BHIIAMIHITTHH HE € CBBP3aHO € MOBHIIABAHEC HA CHPACYHO-CHAOBH
PHCK CIIPAMO CPABHHTENHHTE ImpoAykTH. ChCTaBHATA KpaHHA TOYKA HA NMPCABAPHTENIHO OMPEACTICHHTE
roneMH ChbPAEYHO-ChbAOBH CbHOMTHs (major adverse cardiovascular events - MACE), BKTIOUHTEIHO
MHOKapJcH WH(APKT, MHCYAT WM CMBPT NOPaAH CBHPACYHO-CHAOBA TNpPHYMHA, € MOJOOHA INpH
BHJLAAT/THIITHH CHPAMO KOMOHHHPAHH aKTHBHM U MIALE00 CPaBHHTEIHH MPOAYKTH [OTHOCHTENICH PHCK
mo Mantel-Haenszel (M-H RR) 0,82 (95% CI 0,61-1,11)]. MACE nacrbnsa npu 83 or 9 399 (0,86%)
MALHECHTH, NeKyBaHH ¢ BungarmmnTyH | npu 85 ot 7 102 (1,20%) nauneHTH, IEKYBaHH ChC CPABHUTCIICH
npoayxT. OueHKaTa HA BCekH oraeneH komnonenT Ha MACE we nokassa nosumeH puck (noaooeH M-H
RR). Cu6ums ¢ noreupacHa cupacuna negocratbunoct (CH), aepmuupana xaro CH, usucksaina
xocnvranylaums, wian Hosonossuia ce CH, ce crobmasar npu 41 (0,43%) or nauHeHTHTE, JEKYBaHH C
pungaruTHH ¥ npu 32 (0,45%) ot nanpeHTHTE, exyBaHu che cpaBHuTeeH npoaykt M-H RR 1,08 (95
CI 0,68-1,70).

[TeanaTpuvHa NONMyJAIHSA
EBponcHCKaTa arcHUMA No JIEKapcTBaTa oOCBODOXKAABA OT 3aJb/DKEHHETO 3a MPEAOCTABAHE HA

PE3Y/ITATHTE OT MPOYYBAHHATA ¢ BULAATIHNTHH B KOMOHHALHA ¢ MCTQOPMHH BB BCHYKH NOJATPYNH HA
eJUATPUYHATA MOMYJAlMs ChC 3axapeaH auaber tun 2 (BrokTe Touka 4.2 3a HHMOPMALNS OTHOCHO

yriorpeba B NEAUATPUATA).

5.2 PapmMaKoKHHETHYHH CBOHCTBA

Bungarauntyun/MerdhopMHUH

Abcopbyus

JeMOHCTPHpaHA € OHOCKBHBANEHTHOCT MEXAY BHIAANMITTHH/METQOPMUMH 0OpH TPH  AO30BU
xonueHTpauuk (50 mg/500 mg, 50 mg/850 mg u 50 mg/1000 mg) cnpsamo cBoOOAHH KOMOHHALWHY HA
BUJLOATTMITTHH H MET(OPMHH XHAPOXJIOPHA TAOIETKH B CHOTBETCTBAINH J03H.

Xpasata HE TIOBAMABA CTCIICHTA MW CKOpoctra Ha abcopbims Ha BHIJANIMOTHH — OT
sunaarmantui/Mergopmun.  Ckopoctra u crenmeHTa Ha abeopbums Ha  merdopmuH  OT
sunaarmanTas/Merdopmer 50 mg/1000 mg HamansBaT, KOraTo Ce NPHIIAra ¢ XpaHa, KOSeTO ¢¢ OTpassBa B
noHxerue Ha Cmax ¢ 26%, AUC ¢ 7% 3abasane nocturaHero Ha Tmax (2.0 g0 4.0 1aca).

CneaHure AaHHM ce OTHACAT 33 (apMAKOKHHECTUMHHUTE CBONCTBA HA OTACIHHTC aKTHBHH BCIOCCTBA B

IANTEKC. =
Bunaarvnran I c
Abcopbyus

Cnen nepopaiHO MPWIOKEHHME HA IVIAZHO BHIAArIHMNTHH c¢ abcopbupa 6Bp30 kato

KOHLIEHTpAUHH ce Habmogaear Ha 1,7 uvac. XpaHata neko 3abaBsi BpEMETO 34 A0C

IUTa3MEHH KOHLIEHTpaLmH A0 2,5 4aca, Ho He mpoMeHs obwara ekcriosuums (AUC). Tp
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BWIIQTIHITHH ¢ XpaHa Boxd Ao moHmkasaHe HA Cmax (19%) B cpaBHCHHE C A03MPAHE HA TIAJHO.
BuIpekH TOBa, CTENEHTA HA POMAHATA HE € KIIHHMYHO 3HAYUMA, KOSTO 03HA4aBa, 4E BIIIArTHITTHH MOXE
na ce nmpuaara ¢ unu 6e3 xpana. AGcomornara GuoHanHIHOCT € 85%.

Pa3snpedenenue

CBBP3BaHETO HA BIWLIALTAIITHH C IIA3MEHHUTE MPOTEHHH € c11abo (9,3%) 1 BUILIATTHIITHH CC pa3npeacia
M0 pPaBHO MEXKIY MNIa3Mara H UCPBEHHTE KPBBHH KICTKM. CpeaHMAT o0cM Ha pasnpeicICHHE Ha
BUJLIATIMIITAH B CTAOMIHO CHCTOAHHE CJE) HUHTPABCHO3HO MpHIOKEHHE (Vss) € 71 nuTpa, xoeTo

MPEATIONAra EKCTPaBacKyIapHO PasnpeACTEHHE.

buomparncgopmayun
MeTtaboIM3MBT € OCHOBHHAT ITHT HA CTHMHUHHPAHE HA BUILAATIMIITHH IIPH XOpa, Karo npeactasisasa 69%

or mozata. OcuoBuusar merabomur (LAY 151) e dapmakonor#dyHO HEAKTHBCH H € MPOAYKT HA
XHAPONHM3aTa HA IMAHO IrPyMaTa KaTo NpeAcTaBnasa 57% ot no03aTa, ClieaBaH OT MPOAYKT Ha aMHIHATA
xuaponu3sa (4% or pozara). Cnopen in vivo mpoy4BaHe, NPH KOETO €A H3MON3BAHH ILTBXOBE C AeOHUUT
Ha DPP-4, DPP-4 ponpuHAcs 4YaCTHYHO 33 XMAPOAH3ATa HA BUIJArIMOTUH. BunzaraunTaH HE CC
meTtabomuanpa ot CYP 450 en3umure 10 CTENCH, KOATO MOXKE Aa ObAC OMpEACIICHA, M Bb3 OCHOBA HA TOBA
HE & 04aKBa METAOONHTHHMAT KIMPBHC HA BWIAATIUATHH A3 Obje MOBAMAH OT ChBMCCTHO NMPHIIOXKCHH
CYP 450 unxuGuropy W/HIH HHAYKTOpH. In vitro npoyyBaHMs TMOKA3BaT, Y€ BHIJArTHNTHH HE
unxubnpa/mHayuupa CYP 450 enmsumure. [lopagu TOBa HE €€ 04YaKBa BHJJAMTMNTHH A3 MOB/IHAC
METaGOMUTHUS KIMPBHC HAa ChBMECTHO MpHUIIaranu aexapcraa, merabonuaupann or CYP 1A2, CYP 2(8,
CYP 2C9, CYP 2C19, CYP 2D6, CYP 2E]1 nmu CYP 3A4/5.

Enumunuparne
14

Cnea nepopanHo npunoxenne Ha [ C] suagarnunTuH npubau3uTeHO 85% OT A03aTa €& EKCKPETHPA B
ypuHaTa, a 15% OT mosara ce OTKpMBAT B H3npaxkHeHusTa. brOpeuHaTa €KCKpELUHA Ha HEMPOMCHCH
BHJLIACTTHIITHH NpeacTaBimaBa 23% OT jA03ata CleA NMEpopanHo NpuacskeHHe. (Cnea HHTPABEHO3HO
TIPUIOAKEHHE NIPH 3APaBH CYOEKTH OOLMAT M1a3MeH H ObOpedeH KIHPBHC Ha BHJLIAMTHITHH € CbOTBETHO
41 u 13 Vh. CpeaHHST eTIMHHALIHOHEH TIOTYXUBOT CJIE NEPOPATHO MPHIOKCHHE € NMPHOMMIUTEIHO 3

qaca.

Jlunetinocm/ neauneHocm

Cmax Ha BHAJATIHINTHH M IUIOLITA MOA KPHMBaTa ILIasMeHa koHueHTpaums cnpsamo speme (AUC) ce
MOBHIIABA NMPUOIHM3HTENHO NO MPOMOPLHUOHANICH HA J03aTa HAYMH B PAMKHTC HAa TEPaNE€BTHIHHA N030B
HHTEpBa.

Xapaxmepucmuxu npu nayuesmu

[Ton: He ca HaOmoAaBaHH KIMHHYHO 3HAYHMH Pa3IMKH BbB (papMAKOKHHETHKATA HA BHILJATTHITTHH ITPH
MBXKE H XECHH B PAMKHTE HA IMMPOK MHTEPBaN Ha BB3PACT M HMHAEKC HAa TenecHara maca (BMI).
HUuxubupanero Ha DPP-4 or BunjarmunTHH He €€ NOBJIHABA OT NOJA.

Brapact: Ilpu 3gpasu cyGekTH B crapuecka Bw3pacT (= 70 roaunu) obwWwarta eKCrno3ulMsA Ha
punaarmnriH (100 mg seanbx AHEBHO) ce MOBUINABA ¢ 32%, MPH MOBHINCHHUC HA MMKOBUTC MNJIA3MEHH
KoH3LeHTpalkH ot 18% B cpaBHeHuE ¢ MiaaaH 3apaBu cybext (18-40 roaunu). Benpeku TOBa €€ CUHTA,
ye TE3H NMPOMEHH HAMAT KIHHMYHA 3HAaymMocT. Muxubupanero ma DPP-4 or sungarnvunmuH HE ce
MOB/IHSBA OT Bb3PacTTa.

YeproapobHo yepexaane: [Ipu cybekTH ¢ 1€KO, YMEPEHO MIIH TEXKO HepHoApoOHO yepexaane (Child-
Pugh A-C) He ca Habm0AaBAHH KITHHUYHO 3HAYMMH NPOMEHH (MAaKCHMATHO ~30%) B eKCMO3ZHLMSATA HA
BHJLAATJTHITTHH.

Bubpeuno yBpexaane: IIpu cyOekTH ¢ JeKO, YMEPEHO MM TEXKO ObOpedHo yBpe

eKCIIO3ZMLMA Ha BuaarMrTuH ce nosrnasa (Cmax 8-66%; AUC 32-134%), a obmusr
cE TIOHMIKABA B CPABHCHHE ChC CYOeKTH ¢ HopManHa 6b0peuna dyHxums.
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Etnuuecka rpyna: OrpaHHdeHHTe ZaHHH TOKA3BAT, Y€ PacaTa HE OKa3dBa CEPHO3HO BIHSHHE BBPXY
(hapMAKOKHHETHKATA HA BUIIAArIMIITHH.

M MHH

Abcopbyus

Cnex nepopaiHa 10332 MET(HOPMHH MAKCUMATHHUTE IUIa3MeHH KoHueHTpauuH (Cmax) ce JOCTHraT criex
okono 2,5 yaca. AGcomoTHata SuoHaM4HOCT Ha TabneTka Merdopmun 500 mg ¢ npubnusurenso 50-
60% mpu 3apasu cybext. Cnea mepopanHa ao3a HeabGcopbupaHata (pakumns, KOATO €€ OTKPMBA B
nanpaxkueuuaTa ¢ 20-30%.

Cnen nepopaiHo npunokeHue abcopOimata Ha MeTQOPMHUH € HacKImAmA ¥ HenbaHA. [Ipeanonara ce, ue
$hapMakoKHHETHKATA HA abcopOuusaTa Ha MeTQopMuH ¢ HenuueHHA. [Tpu oOuualiHHTE NO3M H CXCMa Ha
AO3HPaHe HA MET(GOPMHH CTAOHIHH TUIA3MEHH KOHILICHTPALMH CE& AOCTHraT B PaMKHTEC Ha 24-43 viaca H
oOuuaiiao ca noa 1 ug/ml. npu KOHTPOIHPAHHUTE KITHHUYHH H3NMHTBAHMA MAKCHMATHHTE IUIA3MCHH HHBA
Ha merdopmuH (Cmax) He ca npeBuInasany 4 ug/ml 10py ¥ Mpu MAKCUMATHH JO3H.

Xpanara nexo 3a6ass 1 NOHIDKaBA cTeneHTa Ha abcopbums Ha MeTdhopmuH. Criel MPUIOKEHUE HA 1032 OT
850 mg mukosuTE nasmMerH kKoHueHTpauuu ca 40% no-Huckn, AUC ce nmonmkasa ¢ 25% H BpeMeTo 3a
JAOCTHraHE Ha MHKOBH MJIA3MEHH KOHLICHTPAUHH Ce YABDKaBa ¢ 35 MHHYTH. KnuHMuHaTa 3HAUUMOCT Ha
TOBA MOHIDKEHHE HE € H3BCCTHA.

Pasnpeoenenue
Csbp3BaHETO € MIA3MEHHTE NPOTCHHH € rpeHebpexnmMo. MeThopMHuH ce pasnpesens B CPHTPOLIHTHTE.
Cpeauusar 00eM Ha pasnpegenenue (Vd) Bapupa B quanasoHa 63-276 murpa.

Buompancghopmayus
MeTrghopMuUH C¢ EKCKPETHBpA B HENMPOMEHEH B B ypuHaTta. He ca yctaHOBeHH MeTabONKTH [IPH XOpa.

Enumunuparne

MeT(hOpMHH Ce ENTUMHHHPA NMOCPEACTBOM ObOpedHa ekckpelra. beOpeyHUaT KIHPBHC HA METQOPMUH €
> 400 ml/min, KOETO MOKa3Ba, Y€ METPOPMHH CE SNUMHHHPA 4Ipe3 raoMepynaHa ¢punrpauus U TybynaHa
cexpeupst. Cnen mnepopanHa o032 NPUBHIHHAT TEPMHHAICH CIHMHMHALIMOHCH ITOMY>KHBOT €
npubmmsuTenHo 6,5 yaca. Koraro 6ubpeunara ¢pyHkuus ¢ yBpeaeHa, GpOpeqHHAT KIMPBHC ¢ 3a0aBs
NPONOPLMOHATHO HA KPECATHHHHOBHA M 1O TO3HM HAYMH CIMMUHAIMOHHMAT MONYKHUBOT CE YABIDKABa,
KOETO BOJAH AO TIOBHMINCHH MNA3MEHH HMBA HA MET(OPMMH.

5.3 IpeaxkauHuyHE ZaHHHM 34 Oe3onacHoCT

[IpoBeaeHy ca MPOYYBAHHA TP KHMBOTHH C NPOABDKHTENHOCT A0 13 ceammum ¢ kOMOMHHpaRWUTE
semiectBa Ha JIAJITEKC. He e ycranoseHa HOBA TOKCHYHOCT, CBbp3aHa ¢ komOunanusra. Crneauure
RAHHM Ca YCTAHOBCHH MPH NMPOYYBAHMS, IPOBEACHH ¢ BIJLAATIIAITHH UM MET(POPMHH CAMOCTOATEMHO,

BuagarmnTvH
IMpu xyuera ce HaOnogaBa yATBKABAHE HA HHTPAKAPAHATHOTO MPOBEKIAHE MPH A03Q, NPH KOATO HAMA
edexr ot 15 mg/kg (7 mpTH €kCnO3ULMATA TPH XOpa BB3 OCHOBA HA Cmax).

Kymynupase Ha neHecTH anBeonapH maxpodaru B 6¢cnaure apobose € HaOMIOZABAHO MPH ILTBXOBE M
mHuuiku. Jlosara, npu 0910 He ce Habmoaasa ¢hext npu mbxoee € 25 mg/kg (S5 MbTH eKCNO3HIMATA NPH
xopa Bb3 ocHoBa Ha AUC), a mpu mumxku ¢ 750 mg/kg (142 mpTH excrio3nuusaTa IpM xXopa). ‘

CToMaiHO-4YPEBHY CUMITTOMH, B YACTHOCT MECKH H3IMPAXXHEHHS, CTY3¢CTH H3MPAXXKHCHUA
NO-BHCOKH 03U KPbB B HIMPAXXHEHHATA ¢a HabnioaasaHu npy kydeta. He e ycraHoBEHO
HAMA €(EKT,

BungarminmuH HE AGMOHCTPHpA MYTAreHEH NOTCHIMAN TPH KOHBECHLUHOHAIHHUTC N

H3NMHTBAHHA 3d ITCHOTOKCHYHOCT.
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[Ipu noyuBane Ha (PEPTHAMTETA H PAHHOTO ¢MOPMOHATTHO PA3BUTHE MPH IITBXOBE HE €A OTKPUTH
A0KA3aTeICTBA 3a HapylIeHuA Ha (QEePTHAMTETA, PENPOXYKLMATA MM PAHHOTO eMOPHOHATHO PAa3BHTHE,
KOHTO 4 CE AbIKAT Ha BHLAArTANTHH, EMGpHO(ETATHATA TOKCHUHOCT € OLICHEHA NPH ILTbX0BE U 331y,
[TopHMimeHa 4ecTOTA HAa BBIHOOOpasHH pebpa e HabmogaBaHa IpH MTBXOBE BBB BPb3KA C HAMAJICHH
MapaMeTPH HAa TENECHO TErN0 NpH Majikara npu jo3a, koaro Hama edexr 75 mg/kg (10 merH
excrosuLusiTa npH xopa). Ilpu aiiuu ca HabmozaBaHH NOHHXABAHE HA TETNJIOTO HA (PETYCA M CKENIETHH
NMPOMEHH, KOHTO MOACKA3BAT 3a0aBAHE HA PA3BHTHETO, CAMO MPH HANMMYHE HA TEXKKA MAHYHHA TOKCHYHOCT
IpM 033, TIPH KOATO He ce HabGmonasa ebexr 50 mg/kg (9 mbTH excno3uumsaTa npu xopa). [lpoyusaue
Ha Mpe- M NMOCTHATAIHOTO PAa3BUTHE ¢ NMpOBeACHO nmpH mbxose. Haxonxu ca HabaiopaBaHu caMoO BBB
BpB3Ka ¢ MaiurHa TOKCHYHOCT =150 mg/kg ¥ BKITIOYBAT MPEXOIHO MOHIDKCHHE HA TEJICCHOTO TErO H

MOHIDKCHA JABHTATEHA AKTHBHOCT Ha TTOKONeHHe F 1.

JIRYrOAMIIHO NPOYYBAHE 3a KAPLMHOIEHHOCT € MPOBESICHO MPH ILTBXOBE IPH NEpPOpanHu Ao3H 1o 900
mg/kg (mpuGmH3uTenHo 200 MbTH EKCIO3ULIKATA NMPH XOPa NMPH MAKCHMAIHATA MPENOPBYNTENHA A03).
He ca HaOmioZaBaHH CBBP3aHM ¢ BM/JANMITHH MNOBHIIEHHS HA 4eCTOoTata Ha TymopH. Jlpyro
ABYrOJHIIHO IPOY4BaHE 334 KAPLMHOIEHHOCT ¢ MPOBEJACHO NPH MHIIKH NpH mepopamHy ao3u a0 1000
mg/kg. HabnmoaapaHa € NOBUINEHA YECTOTA HA AACHOKAPLIMHOM HA I'bpAaTa H XCMAHTHOCAPKOMH ITDH
1031, IPU KOMTO HsAMa edekT crorseTHO OT 500 mg/kg (59 mbTH excnosuimaTa npu xopa) ¥ 100 mg/kg,
(16 mpTH excnosuuuaTa mpH xopa). He ¢e cuura, 4e NOBHINEHATA YECTOTA HA TE3H TYMOPH NPH MHIIKY
MPEACTAB/IABA CEPHO3EH PHCK IPH XOpa Bb3 OCHOBA HA JIUTICATA HA MCHOTOKCHYHOCT HA BHJLIAT/IMIITHH H
HEFOBHMAT OCHOBEH METADOIMT, MOABaTa HA TYMOPH CaMO NpH €AMH BHA M BUCOKMTC ChOTHOINCHHS HA
CHCTEMHA EKCIMO3HMLHA, IMPH KOATO ¢a HADmioaaBaHH TYMOPH.

[Tpu 13-ceAMHYHO TOKCUKOJIOrMYHO NMPOYYBAHE NPH MAHMYHHM MaKalM €A OTYCTCHH KOXHH J¢3HH NPH JO3H
> 5 mg/kg aueHo. Te ce NOKATU3MPAT BUHATH MO KPAHHHLMTE (PBUETE, KPAKaTa, YIIHTE M ONALIKATA).
ITpu 5 mg/kg areBHO (MpubnuantenHo exBuBaneHTHO Ha AUC excnosnuuaTa npu xopa 1npu gosa ot 100
mg) ca HaGmoAABaHH caMo MeXypH. Te ¢a oOpaTHMH, HE3aBUCHMO OT MPOB/DKABAHETO HA NEHEHUETO, U
HE ¢a CBbP3aHH ¢ XHMCTONATONOrHYHM aHomanmu. Hamykana xoxa, mowigma ce KoXa, CTPYNEH H
pa3paHEHa OMALIKA ChC ChOTBETHUTE XUCTONATONOMMYHY IIPOMEHH €2 HabmoaasaHu mpu ao3H > 20 mg/kg
auesHO (mpubmasurenno 3 met AUC excnosuumsaTa npu xopa np ao3a ot 100 mg). HexporuuHu nesum
Ha onamxata ca Habmopasamn npu > 80 mg/kg nHeBHo. Koxuure nesun He ca 6w obpatumu mpu
MaiiMyHH, neKyBaHH ¢bC 160 mg/kg aneBHO nNo BpeMe Ha 4-CEAMHYHHA Bb3CTAHOBHUTE]ICH MEPHOA.

Merdopmun
HexauHudHHTE JaHHM 32 MeTdOpMHH HE pa3KpHBAT CICLMAICH PHUCK NMPH XOpa Bb3 OCHOBA Ha
KOHBCHLIHOHATHUTE MPOYYBaHHA 32 (hapMakonoruuHa ©O€30macHOCT, TOKCHYHOCT INPH MHOTOKPATHO

AO3HUPAHE, TCHOTOKCHYHOCT, KAPLIMHOTEHEH MOTECHITHA H PENPOAYKTHBHA TOKCHYHOCT.

6. GAPMALEBTHYHH JAHHHA
6.1 CnuchbK HA NOMOIIHHTE BellleCTBA

Aopo na mabremrama.
Muxkpokpucransa uemynosa
KonosuzoH K 25
Kpocnosuaox (Tun B)

X HAPOKCHITPOITIILICTY./IO3a
Marue3aunes creapar

Dunrmoso nokpumue:
Xunpomenosa (E 464)
Turanor auoxcua (E 171)
Kbt xenezeH okcua (E 172)
Maxporon/ PEG 8000 (E1521)
Tanx (E553b)
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6.2 Hecpnmec*muoc*m

Henpuiaoxumo.

6.3 Cpox Ha roaHocTt

2 rOAUHH

6.4 CnenHalHH YCJIOBHS HA CbXpPAHECHHE

To3u TEKAPCTBEH MPOAYKT HE H3UCKBA HUKAKBH CMELMAIHH YCIIOBMA HA ChXpateHue. Jla ce CbXpaHiBa B
OPHrHHAJTHATA OTIAKOBKA, 3a Aa ¢ MpeAna3y OT BJiara.

6.5 Bua v chabpkaHHe HA ONAKOBKATA

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

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

Brcrep Anymunuii/ Anymunuii (OPA/anymunneso porno/PVC).

Hanuunu ca onaxkoBkH, chabpaxaind 10, 30, 60, 120, 180 uau 360 punmupanu tadneTku.

He BcHuky BHAOBE ONAKOBKH MOraT ja ObAaT MycHATH B npoaaxba.

6.6 CnenHanHy npeanasHH MepPKH NpPH HIXBbPAKHE

HaMa cnenua i H3UCKBAHMAL.

7. NMPUTEXATEJ HA PAZPEIHEHHUETO 3A YIIOTPEBA
Medochemie Ltd., 1-10 Constantinoupoleos street, 3011 Limassol, Knmrsp

8. HOMEP(A) HA PAZPELLIEHHUETO 3A YIIOTPEBA

JAJITEKC 50 mg/850 mg;:
Per. Ne: 20170334

JAJITEKC 50 mg/1000 mg:
Per. Ne: 20170335

9. JHATA HA N'BPBO PA3ZPEHIABAHE/TIOJHOBABAHE HA PA3PELIIEHHETO 3A
YIIOTPEBA

HMata Ha nwpBo paspemasane: 07 noemspr 2017 .
Harta Ha nocaeAHO NOAHOBABAHE: 23 aekeMBpH 2022 r.

10. JATA HA AKTYAJIMBUPAHE HA TEKCTA

035/2025
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