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3EI4PEH I43BEIUTAJ 3A OCOE]4H]4TE HA NEKOT

14ME HA NEKOT
AGNIS COMBI 50 mg/1000 mg granu-o6noxeHr ra6nern
vildag liptin/metform in

KBAII ]'ITATH BE H l'l KBAHTTITAT14 B EH COCTAB
Cexoja $r,rnna-o6noxeHa ra6nera coEpxr4 50 mg BhflEarnnnrilH ra 1000 mg
uer$opnlnH xnopil.q (r-uro ogroBapa Ha 780 mg rr,ter$oprvrran).

ExcunnueHc co nosHar e$err:
Cercoja ra6nera coApxt4 4,2 mg naKro3a MoHoxr4ppar.

3a qenorynHara nncra Ha eKcqunueHcv Bhgere ro nornaajero 6.1.

oAPMAqEBTCKA OOPMA
Oranna-o6noxeHa rabnera.
xonrn, 6uxoHeercHr, oBanHu $nnru-o6noxeHu rabnern co o3HaKa ,,50" oA
eflHara crpaHa n ,,1000" oA Apyrara crpaHa. ,[nnaensurre Ha $rannr-o6noxeHilTe
raOnern ce21.6 x 10.1 mm.

4. KnhHUqKU nOAATOqt4

4.1 . TEPAnEBTCKI4 VrHtrUKAtlUVl

Arnrac Korvr6ra e rHAuqr4paH nph neKyBahbe na urekepna 6onecr tnn 2:
- Arnrc Kona6ra e hH4t4qr4paH npn neKyBaFbe Ha Bo3pacHu 6onnn xaj ron He Moxe Aa

ce nocrilrHe 3a4oBonyBa.,rKa KoHTpona Ha rnnKeMujata co npuMeHa Ha opafleH
nller$oprunH npn MaKcnManHo no,qHocflilBr4 Eo3h unv Kaj 6onHn Koil aeke ce
fleKyBaar co rou6uHaquja Ha o,qAenHV Bnnqarn nnrhH ra rraerQopunu ra6nerr.

- Arnuc Korvr6r e rH4ilqr4pan ad rou6nnaqraja co cynsonunypeja (o4xocno rpojHa
rou6uHnpaHa repanraja) KaKo AoAaroK Ha Ar4era n eex6il 3a reflo xaj eoapacHr
6onnn xaj rora KoHrpoflara co naer$opMrH ra cyn$oHranypeja e HerqoBonHa.

- ArHnc Konlt6ra e uHAt4qt4paH raj rpojHa rou6uHupaHa repanraja co LlHcynilH KaKo
.qoAaroK Ha Arera il aex6u 3a reno 3apagh no4oOpyaarue Ha KoHTponara Ha
rnnreuuja raj aospacHr 6onHu raj xon cra6unHa Ao3a Ha uHcynhH n ver$opMl4H He
oBo3MoxyBa coogBerHa KoHTpona Ha rnnreuujara.

4.2 EO3hPAlbE t'l HAt{l'lH HA yflOTPEEA

.[ognpaFbe

flosara Ha alTuxnneprnuxeMncKara : Koru6n rpe6a Aa 6n1e
6onHuor, e$error uvHAVBVnyaflu3hpaHa cnopeA nocroj

opaLraHa AHeBHa Ao3a
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oA 100 mg BilnAarflHnrnH. fleryearuero co fleKor ArHuc Kovr6ra Moxe Aa 3anoqHe co
javnHa Ha ra6nera o4 50 mg/1000 mg ABa narn Ha,qeH, eAHa ra6nera Hayrpo t4 Apyra
HaBeqep.

- Kaj 6onHu Kaj Koil He e nocrnrHara 3a,qoBoflyBaLrKa KoHTpofla npn Hajancora
nogHocflr4Ba Ao3a Ha MoHorepanuja co uer$opMt4H:
Boo6tt'{aeHa noqerHa Ao3a Ha fleKor ArHnc Kovr6ra rpe6a Aa 6uge S0 mg
BunAarnHnrilH .qBa narh Ha gen (erynHa AHeBHa Ao3a 100 mg) nnyc AoceraruHara
Ao3a Ha uer$opunx.

- Kaj 6onHn KoH npeMilHyBaar oA l4croBpeMeHa npuMeHa Ha Bungarflhnr4H n
uer$opnarH KaKo o.qgeflHr rabnern:
ArHuc Kour6ra norpe6no e Aa ce 3ano.lHe npil AocerauJHnre ,qo3il Ha BilnAaff.r vnrvH u
uerQoprurH.

- Kaj 6onHr rcaj xora He e nocrnrHara 3agoBoflyBaLtKa KoHrpona npra geojHa repannja,
co xoru6nHaquja xa uer$opMr4H ra cyneoHranypeja:
,flosara Ha fleKor ArHrc Kour6ra rpe6a pa 6nge 50 mg Bvin1arnvnryrH ABa naru Ha
geH (exynHa AHeBHa Ao3a 100 mg) n Ao3a ua ruer$opMt4H crt4qHa Ha AoceraluHara
,qo3a. Kora ArHrc Korvr6ra ce nphMeHyBa Bo xou6nHaqraja co cyn$oHranypeja, Moxe
Aa ce 3eMe Bo npeABnA noMana Ao3a Ha cynQoHrnypeja 3a ,qa ce HaMar'n4 pt43t4Kor
o.q xnnor.nnrcerunja.

- Kaj 6onnn Kaj Koil He e nocrilrHara 3agoBonyBaqKa KoHTpor'ra npil geojna
xotu6ruupaHa repanraja co nHcynilH n najeracoKa no,qHocnnBa Ao3a na nltereopnrraH:
,losara Ha r'leKor ArHnc Korvr6ra rpe6a pa 6uge 50 mg BilflAarflHnryrH ABa narr4 Ha
AeH (axynHa AHeBHa Ao3a 100 mg) il rqo3a Ha n,ter$opMl4H cflt4qHa Ha rqocerauHara
AO3a.

He e yrepAeHa 6ea6egnocra u AenorBopHocra Ha BnnAarnilnruH ra rvrereopMr4H KaKo
rpojna opaflHa repanr,tja eo xorvl6rFta1rya co rila3ofltAAVHAnoH.

Iloce6uu nonvnauuu

fiocmapu nuqa p65 eoduuu)
Evipelku rvrer$oprvruHor ce il3flavyBa npeKy 6y6peavrre, a nocrapure 6onHu ilMaar
cKnoHocr KoH HaManyBaH'e Ha 6y6pexnara $yHrqraja, raj nocrapu 6onHu Koil nphMaar
ArHuc Kovr6ra rpe6a peAoBHo Aa ce cnerqil $yHrqrajara Ha 6y6pesrare (erapere rn
nornaejara 4.4 u 5.2).

Owmemyeabe Ha Qyuxt4ujama,
GFR rpe6a Aa ce npogeHll neKyBaFbeTo co fleKoB]4 KOt4 COApXaT
uergoprurH u Hajvran6y Kaj 6onHra co 3roneMeH pH3t4K oA
noHaTaMouJHa nporp ecuJa rcqnjara xa 6y6peanre v xaj nocrapn
nr4lla, $ynxqrjara Ha
MeceqH.
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MarcunaanHara .qHeBHa Ao3a na uer$opMr4H rpe6a cnope,q MoxHocra Aa ce no4enil
eo 2-3 AHeBHU .qo3h. Oaxropnre Kou Moxar rqa ro 3roreMar ph3t4Kor oA naKTaqhgo3a
(augere ro nornaajero 4.4) norpeOno e Aa ce npoBepar npeA rqa ce pa3rneAa
BoBe4yBaFbero na naerQopMt4H raj 6onnn co GFR<60 ml/min.

Axo He e AocranHa coogBerxa javuHa Ha fleKor ArHuc Koru6u, norpe6Ho e Ra ce
npuMeHar oEAenHnre KoMnoHeHrn noce6Ho, HaMecro $urcHnre xou6uHat]l'lt .

Owmemyeabe Ha Qynxqujama Ha qpHuom dpo6
Arnuc Kou6ra He cMee Aa ce nphMeHyBa xaj 6onxt4 co otrJrereH qpH Apo6, exnyvyeajkra
rv t oHne ew BpeAHocrn Ha aflaHuH aMhHorpancQepaeara (ALT) ilflh acnaprar
aMnHorpaHc$epaaara (AST) npe4 no\.reroK Ha neKyBaFbero 6une >3 oA BpegHocrrre
Ha ropHara fpaHilqa Ha HopManara (GGN) (en4ere rr nornaejana 4.3,4.4 vr 4.8).

lled ujampucKa nonyn at4uj a
Arnnc Kovr6ra He ce npenopaLryBa Aa ce ynorpe6yaa rcaj Eeqa il aAoflecrlenrra (<18
ro4rnu). Sea6egnocra v AeflorBopHocra Ha neKor Arnnc Konlt6ra Kaj Aella v
agonecqeHrr (<18 rogrHn) He ce yrBppeHu. Heua AocranHta no4aroqn.

Haqux Ha ynorpe6a
flepopanHa npilMeHa.
Ynorpe6ara Ha neKor Arnuc Kou6r,r co o6pox ilflh Henocpe.qHo no Hero
y6naxra racrpot4HTecrrHaflHilTe cuMnroMt4 noBp3aHu co naer$opMr4Hor
nornaajero 5.2).

MOXe Aa n4

(augere ro

4.3. KOHTPA]4 HA14 KAIJl4t4

- flpeocerflnBocr KoH aKTilBHara
HaBeAeHt4 eo nornaajero 6.1

oE eKcllilnneHcilTe

GFR ml/min Mer6opurn Bnn.qarnnnrnH
60-89 MarcnuanHara AHeBHa

Ao3a e 3000 mg.
Moxe Ea ce pa3rnega
HaManyBabe Ha Ao3aTa co
ofrle4 na cna6eeFbero Ha
dvnxuriara Ha 6v6pe3hre.

Henaa npilcnoco6yearue
AO3aTa.

45-59 MaxcnuanHara ,qHeBHa
Ao3a e 2000 mg.
floqerHara Ao3a il3HecyBa
Hajunory nonoBilHa oA
MaKCHMaflHaTa .OO3a.

MaKcnMaflHara rqHeBHa
iqo3a e 50 mg.

30-44 MaxcruanHara ,qHeBHa
iqo3a e 1000 mg.
l-l o.{erHara,qo3a il3HecyBa
HajuHory nonoBrHa oA
MaKChManHaTa no3a.

<30 MerSopu14Hor e
KOHTpailHIr4UUpaH.



- Koj 6uno Bil,q Ha aKyrHa uera6onnqKa aqilAosa (xaxo ruro e flaKTaqnAo3a,
4uja6ernvHa KeroaLla4oaa)

- lnja6ernqHa nperKoMa
- Teuro aarajyearue Ha 6y6pe3ilre (GFR<30 ml/min) (eragere ro nornaejerc 4.4)- AryrHra cocroj6u Kot4 Moxar ga ja npoMeHar SyHxqrajara Ha 6y6pe3ilre, KaKo gtro

ce:
- .qexilApaqnja,
- reurKa nu$exqrja,
- uJoK,

- ilHrpaBacKyflapHa npilMeHa Ha jogur KoHTpacril (ar,rgere ro nornaajerc 4.4).- AryrHa ilnn xpoHt4qna 6onecr roja Moxe,qa npeA[3BrKa xhnorcraja Ha rKilBoro, KaKo
IUTO E:
- earajyeaFbe Ha cpqero nnn AnweFbero,- HeoAaMHeuJeH nH$aprr Ha MnoKapgor,
- LuoK.

- OureryBaFbe Ha qpHnor Apo6 (eragere ru nornaejana 4.2, 4.4 n 4.g)
- AryrHa ilHToKcuKaqraja co aflKoxofl, anKoxonil3aM
- loerue (an4ere ro nornaejero 4.6).

4.4. MEPK]4 HA NPETNA3NUBOCT 14 NOCEEHU NPEEYNPEAYBATbA

Onulro
Arnnc Kou6ra'He e 3aMeHa 3a rHcyflLrH raj 6onHra Ha Kon ilM e norpe6en ilHcyrl4H il He
cMee Aa ce npilMeHyBa raj 6onun co uekepna 6onecr rrn 1.

flarrauilaosa
Ilaxraqrgosa, MHory perKa, Ho cepuo3Ha Mera6onn.{Ha rounnnraqnja, Hajvecro
HacraHyBa npH aKyrHo Bno[uyBaFbe Ha syHrqrjara Ha 6y6pesrare vnv
KaprqilopecnuparopHa 6onecr vnv cenca. flpra aryrno BnouJyBabe Ha $yHrqrajara na
6y6peanre ,qoafa Ao aKyMyflaqnja ua uerSopMr4H, luro ro 3rofleMyBa ph3r4Kor o.q
r'raKTaLln,qo3a.

Bo cnyvaj Ha Aexta,qpaqraja (rexorc nponr4B r4fln noBpakarue, rpecKa vnu HatareHo
BHecyBaFbe Ha revHocr), norpe6Ho e npilBpeMeHo Aa ce npeKnHe co nphMeHa Ha
uerQoprvrnH il ce npenopaqyBa,qa ce o6parnre raj 3ApaBcrBen pa6orHur.

Kaj 6onnra fleKyBaHn co ruerSopMt4H norpe6Ha e nperna3flLrBocr Kora ce 3anoLrHyBa co
npuMeHa Ha fleKoBl4 Ko14 Moxar aKyrHo Aa ja orurerar Synrqrajara Ha 6y6pe3rre (raro
ulro ce aHTilxnnepreH3nBil, Al4ypernqil n NSAIL). Apyrra $arropra Ha pil314K 3a
naKraqilAo3a ce npeKyMepHo BHecyBabe Ha aflKoxo.n, uncy$raqrajenqraja Ha qpHilor
Apo6, HecooABerHo KoHTponHpaHa ruekepHa 6onecr, Kero3a, gonrorpajHo rnagyaaruer ceroja cocroj6a noBp3aHo co xunoKcuja, raro il HcroBpeMeHa npuMeHa Ha r'teKoByl
KOH MOXe Aa npeAn3BuKaar naKraqnAoea (er4ere rn nornaejara 4.3 n 4.5).

Eonnure nlwnn HeryBarefl r un$opMupaHil 3a pn3rKor o,q
ce allilAo3Ha AilcnHeja, 6onra eonaKraqilAosa. KapaKTepll

a6gouenor, rpqeBn Bo orepuuja no roja cfle,qn roua. Bo

AK't
cnyvaj Ha coMHeHne Ha rpe6a rqa npecraHe Aa ynorpe6yea



Mer$opM]4H v BeAHau rpe6a fla ce no6apa fleKapcKa noMoru. ,.[rjarnocrnqKhre
na6oparopllcKl4 Hao.qil noKaxyBaar HaManeH pH Ha KpBTa (<7,35), 3roJ'teMeHil Ht4Boa
Ha naKTar Bo nra3Mara (>5 mmol/l) u 3roneMeH anjoucrn npoqen il cooAHoc Ha naKTar
h nilpyBar.

L4nrpaaacKynapHara npnMeHa na jo4rapaHil KoHTpacrHr4 cpe4crBa Moxe Aa.qoBerqe Ao
ne$ponarnja npe.qh3BuKaHa oA KoHrpacr, uJro AoBe,qyBa Ao aryuynaqraja Ha
uerQopvrraH n ro 3roneMyBa pn3nKor oA naKTaqh4o3a. l-lpnurenara Ha vrerQoprrltraH
rpe6a Aa ce npeKt4He npeA tAnn3a BpeMe Ha ncnnryBaFbara co MeroAa Ha cHt4MaFbe h
co HeroBa npuMeHa Moxe noBTopHo Aa ce 3anoLtHe Aypv no 48 '.{aca, nofl ycnoB
Synxqrjara ta 6y6pe3[re noBropHo Aa 6ra4e npoqeHera v Aa e norBp4eHo AeKa e
cra6nnna (era4ere rn nornaajara 4.2 n 4.5).

OyHxunja na 6v6pesnre
GFR norpe6Ho e Aa ce npoqeHu npeA noqeroKor Ha fleKyBaFbero h peRoBHo no roa
(engere ro nornaejerc 4.2). MerQopurhHor e KoHrparH.qilqhpaH raj 6onnn co GFR<30
ml/min t4 HeroBara npnMeHa norpe6no e npnBpeMeHo Ea ce npeKuHe aKo ce npilcyrHr4
cocroj6tt xora ja MeHyBaar SyHxrlrajara na 6y6pe3ure (aragere ro nornaajero 4.3).

Arnnc Korra6ra He cMee Aa ce nphMeHyBa raj 6onHh co oLrlreryBaFbe Ha $yHrqujara na
LlpHl4or Apo6, arnyvyaajxn ru u oHne raj ron ALT ranra AST npeA floqeroKor Ha
neKyBaFbero 6nne >3x GGN (aragere rn nornaejara 4.2,4.3 n 4.8).

Perxo 6rne nprajaeenra cnyqau Ha HapyuyBaFbe Ha eyHrcqrajara Ha qpHilor Epo6
(ernyvyeajku u xenarrarrac) co Bt4flAarnilnrnH. t-lpra rrae cnyL{ail 6onHnre onluro 6une
6eg cnillnrour tA KnuHilLtKh nocnerqhqrr a recroBnre Ha $ynrqrajara Ha LlpHt4or gpo6 ce
Bparune Bo HopMana no npeKhHyBalbe Ha neKyBaFbero. TecroBnre Ha SyHxqrajara Ha
qpHl4or Apo6 rpe6a rqa ce HanpaBar npeA noqeroKor Ha neKyBahbero co J'teKor ArHrc
Kou6ra 3a Aa ce yrBpflar nolrerHkrre BpeAHocrra. OyHrr4ajara Ha qpHnor Apo6 rpe6a ga
ce cneflil 3a BpeMe Ha neKyBabero co neKor Arnuc Kou6r,r Bo ilHTepBaflil oA Tpt4
Meceqn 3a BpeMe Ha npBara rofluHa o,q neKyBaFbero il noBpeMeHo no roa. Sonxn xaj
ron t(e ce nojaaar 3rofleMeHn Bpe,qHocrn Ha rpaHcaMhHa3ara rpe6a Aa ce cnegar co
cnpoBe.qyBaFbe Ha Apyra npoqeHKa Ha $yHrqujara Ha qpHhor Apo6 co uen 3a
nOTBp,qyBabe Ha HaoAuTe n no Toa .qa Ce KoHTponnpa npeKy qecTn TecToBl4 Ha
$ynxqujara Ha LlpHt4or ApoO ce AoiqeKa a6nopnaanHara(rare) ape4nocr(ra) He ce
nparn(ar) Ha HopMana.
Axo norpaar 3roneMeHure BperqHocrra Ha AST ranra ALT Ha HhBo o,q 3x GGN ranrn
noroneMo, ce npenopaqyBa iqa ce npeKuHe co repanilja co neKor Arnuc Kou6ra. Kaj
6onHn ror ke paseujar xo.nrnqa nnn Apyrvl3Haqrf Koh ynaryBaar Ha HapyuJyBaFbe Ha
SyHrqnja Ha qpHnor 4po6 rpeSa Aa ce He co neKyBaFbero co neKor ArHnc
Konlt6n.

flo npeKnHyBaFbe Ha neKyBaFbero v HopManh3aqnja Ha
recroBure na $yHxqnjara Ha qpH
cMee noBTopHo Aa ce 3anoqHe.
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l-lpu nperKnnHnLlKt4 ToKct4Koflor.tJKr4 ucn[TyBalba co Biln4arnilnrhH sa6enexaHr ce
KoxHt4 ne3nv, ercnyvyeajku r nojaaa Ha Meypl{t4Fba r yJrqeparlraja Ha eKcrpeMrrerilre
xaj, uajnayur (engere ro norflaejero 5.3). lzlaxo npr KailHtar{Knre ucnuryBahba He e
sa6enexaHa 3rolteMeHa ilHqilAeHqa Ha KoxHr4 negvvt, nocroeflo orpaHnqeHo ilc*ycrBo
xaj 6onHr co 4raja6erilqHa KoMnnilKaquja na Koxara. flonaraxa, no craBaFbe Ha .neKor
Bo npoMer nocrojar H3Beurav sa 6ynoanra ra erc$ontajatnenn KoxHt4 ne3un.3apagra
Toa, cnpoeegyaajkr pyrl4HcKa Hera 3a 6oneH og graja6erec, ce npenopaqyBa cfle4eFbe
Ha KOXHl4re HapyuJyBaFba, KaKo ulro e nojaea Ha Meypqt4t$a vnn ynqepaqraja.

ArvreH naHrpearrrnc
l-lpnuenara Ha BnflAarflnnrltH 6nna noBp3aHa co pr43r4Kor oA paseoj Ha aKyreH
naHKpearilrrc. SonHure rpe6a Aa ce il3Becrar 3a KapaKTepilcrt4qHnor crMnroM Ha
aKyTeH naHKpeaTilTl4c.

Aro nocror coMHeHne 3a naHKpearilrnc, rpe6a Aa ce npecraHe co ynorpe6a Ha
BilnAarnnnrilH; aKo aKyrHl4OT naHKpearilTuc e norBpAeH, BilnAarflunrilHor He cMee
noBropHo Aa ce ynorpe6yea. [lorpe6Ha e nperna3flneocr xaj 6onHr co aHaMHe3a Ha
aKyTeH naHKpeaThTl4C.

Xrnornrreuuia
floenaro e 46ra cynsoHranyperre npeAil3Br4KyBaar xr4nornilKervrraja. BonHure Koil
nphMaar BilnAar"nrnrilH Bo xoru6nHaqraja co cynsoHranypeja Moxar Aa 6ngar
n3floxeHu Ha pn3rK o,q xfinornrreunja. 3atoa, Moxe Aa ce 3eMe Bo npeABnA noMana
AO3a Ha Cyn$onrnypeja 3a Aa ce HaMaflil p143r4KOT OA Xnnofnrxenanja.

Xttpypr-urn eadar
l-lpnueHara na uersopMvrH rpe6a Aa ce npeKnHe 3a BpeMe Ha xrpypr.uru sa$ar nog
onulra' cnrHarHa vinu entt{ypanHa aHecreanja. Co repanraja Moxe noBTopHo Aa ce
3anoiiHe Aypvt orKaKo oA xl4pypLlJKl4or aa$ar rnr noBTopHo BocnocraByBaFbe Ha
nepopaflHa npexpaHa noMnHafio^ uajuanry 48 qaca w noA ycfloe $yHrqrajara Ha
6y6pesrare noBTopHo pa 6npe npoLleHera n na e norBpAeHo AeKa e cra6nnna.

oeoj fleK coApxt4 naKTo3a. SonHn co perKo HacneAHo HapyuyBaFbe Ha
HenoAHecyBaLbe Ha raJlaKTo3a, co qenoceH HeAoCTaroK Ha naKTa3a nnv
Maflancopnqnja Ha rnyKo3a n ranaKTo3a He 6r cueene Aa ro 3eMaar oeoj nex.

4.5. l4HTEPAKLll4t4 CO EPvrU flEKOB]4 UnU Apyrn oopMl,t HA 14HTEPAKUHI4

He ce cnpoBe4eHil
Bnn Aar nvnrn H/u er$o p M t4 H.

ilcnnTyBaFba Ha nHTepaKllt4v 3a
rn oflpa3yBaar ru$opuarlrrre

AOCTanHl4 3a ceKoja oAAefl

BnnparnunrrHor
l4CTOBpeMeHO Ce

NMA HV iklHT€p?K{141,1 CO

BVnAafnnnTilHoT
TEKOBilTE CO KOI4

He e cyncTpaT HanpilMeH



eH3rMor Ha qnrpoxpoM P (CYP) 450 u He rh nnxn6upa HVry rv t4HAyqilpa CYP 450
eH3hMhre, He e aepojarHo 4exa ke Bne3e Bo ilHTepaxqraja co aKTilBHhre Marepuiu, Rou
ce cyncrparv, tAHxtA6uropn nnn nHEyKTopn Ha rne eH3ilMt4.

Pesynrarnre oA Knt4Ht4qKhre ucnnryBaFba cnpoBe4eHil co opanHh anrugnja6eruqu
nilornfiTa3oH, naer$opMl4H u rnw6ypvrg eo rou6unatyja co Btan4arflilnrrH He noKaxane
KnilHnl{K14 sHavajnu $apuarorilHernqKu uHTepaKqt4ra raj qenHara nonynaqraja.

Vlcnuryeaniara Ha hHTepaKunn Mery fleKoBure co AuroKcr4H (P-rnraronporehHcKt4
cyncrpar) u aap$apnn (CYP2C9 cyncrpar) aps 34paBil ilcnrraHilqil He noKaxane
KnuH]4qKil sHavajnu $apuaroxuHerilqKh ilHTepaKqilu no ucroBpeMeHa npuMeHa co
Bnflflarnt4nThH.

l4cnnryaarbara Ha uHTepaxqrara rvrery neKoBrre raj sgpaera ilcnnraHilqil cnpoBe,qeHu ce
co aMno,qvnvH, paMilnpufl, BancapraH h cr4MBacrarilH. Kaj oene ilcnuryBaFba He ce
sa6enexaHh HnKaKBn KflnHhqKil eHavajHn $aprvraroxilHernqKil ilHTepaKqun no
l4croBpeMeHa npuMeHa co Br4rgarflunrun. Oea, nltefyroa, He e yrBpgeHo raj qenHara
nonynaqnja.

Kou5uuauuia co ACE uuxu1umopu
Moxe Aa nocrot4 3rofleMeH pu3r4K oA aHrhoeAeM Kaj 6onHn Kon ncroBpeMeHo
ynorpe6yeaar ACE nnxu6vtropra (eragere ro norraejero 4.8).

Kaxo vt co Apyrn opanHu awuguja6ercKr4 lreKoBt4, oApegeHn aKTr4BHr4 Marepuh,
axnyvyeajkn wtaswgl4, Kopl4Kocrepor4gr4, reKoBr4 3a neKyBahbe Ha rilpor4gHara xne3,qa
l4 chMnaroMtaMeruLll4, Moxar Aa ro HaManar xunorflilKeMucKt4or e$elr Ha
BUnrqarnhnThHoT.

MerdopruuH

Kou6uuauuu xou ue ce npenoparayeaam
Anxoxon
l4nrorcuraqrajara co anKoxofl e noBp3aHa co 3roneMeH pil3r4K oE flaKTallugo3a,
oco6eHo nph cnyvah Ha rnarqyBaFbe, norxpaHerocr 14fl14 otureryBabe Ha $ynrqrajara
Ha qpHilor Apo6.

Jodupau u KoH mpacmu u cpedcmea
f'lpnuenara Ha n,ter$opnraH rpe6a .qa ce npeKilHe npeE vnv 3a BpeMe Ha
hcnhTyBaFbaTa co MeToAa Ha cHnMaFbe n co HeroBa npuMeHa Moxe noBTopHo Ea ce
3anoqHe AypH no 48 L{aca, nog ycnoB Qynxqrajara na 6y6pe3nTe noBropHo 4a 6r,rge,
npoqeHera t Aa e norBpAeHo ,qeKa e cra6nnHa (eraAere rn nornaajata 4.2 n 4.4).

Kamjoucxu aKmueHu Mamepuu
KarjoHcxra aKTuBHt4 Marepru Kot4

cerpequja (na np. rqrarvrerragran)
HarnpeBapyaajkr ce 3a 3ae,qHilq
nocfle,qoBaTeflHo Moxe Aa la

npeKy 6y6pexHa ry6ynapHa
rHrepaxquja co n,ter$opuran

H TpaHCnOpTeH CilCTeM il
uer$oprr,rr4H, rrlTo Moxe Aa ro

3roneMt4 pt4314KOT 3a naKTaqn,qo3a go6poeonqu noKaxano



AeKa qilMerilAl4Hor npilMeHer Bo .qo3il oA 400 mg ABa narr Ha AeH ja 3roneMyBa
cilcreMcKara u3floxeHocr (AUC) Ha Mer$opMt4Hor 3a 50%. 3aroa rpe6a BHilMare;Ho
.qa ce cfleAil rflnKeMiljara, npncnoco6yearuero Ha ,qo3ara Bo paMKrre Ha
npenopaqaHoTo .qo3npaFbe il Aa ce pa3rne,qa npOMeHa Ha I'teKyBaFbe Ha ulekepUara
6onecr aKo ilcroBp_eMeHo ce npilMeHyBaar rarjoHcrra fleKoBr4 Koil ce enrMnH4paar
npeKy 6y6pexHa ry6ynapna ceKpeLlkrja (eragere ro nornaejerc 4.4).

Kou5unaqLtu Kou mpe6a da ce npuMeHyeaam co npemna3nueocm
Herou fleKoBl4 Moxar urerHo ga enr,rjaar Bp3 Qynrqrajara xa 6y6pe3ilre, rrro Moxe Aaro 3ro.neMil p143t4Kor oA naKTaqhAo3a, Ha np. NSAIL, srnyvyeajkn rn H ceneKTrBHilTe
nnxu5wtopn Ha qnKflooKct4reHa3ara (COX) ll, ACE uixilniopn, aHraroHilcrr4 Ha
aHrnoreH3llH ll peqenropnre vi AtAypervqn, oco6eHo Al4yperilqn Ha XeHneoeara
nereJ'lKa. Kora raren neKoBt4 ce BoBeAyBaar vnn npvMeHyBaar eo ron 6hHaqraja co
uerQopnaraH, norpe6Ho e BHHMareflHo cfleAeH,e Ha $yHrqnjAta na 6y6pearare.

f-nyxoroprvRotAAtATe, 6eta-2-aroHilcrhre n Aryperrqnre noce,qyBaar rHTpr4H3r,iqKo
xrneprnrKeM|llcKo gejcreo. EonHrre rpe6aa Ra ce uH$opurrapaar v noLtecro Aa rM ce
KoHTponilpa rnyKo3ara Bo KpBTa, noce6no Ha noqeroKor Ha neKyBaFbero. Aro e
norpe6Ho, Ao3ara Ha fleKor ArHnc Korvr6ra rpe6a Aa ce nprcnoco6n sa rp"r"- r"
rcroBpeMeHara npuMeHa r no nejarHo 3aBp[uyBabe.

lAnna5ntopu Ha aHrroreH3uH-KoHBeprupaqKhor eH3ilM (ACE) Moxar Aa ro HaMaflar
Hl4Boro Ha fflyKo3a Bo KpBTa. Aro e norpe6no, Ao3ara Ha aHTvtxvneprflrKeMilcKt4or neKrpe6a Aa ce nprcnoco6r 3a BpeMe Ha repannja co Apyr reK h no nejanHo
3aBpluyBaFbe.

4.6. YNOTPEEA 3A BPEME HA NNOEHOCT, EPEMEHOCT 14 EOE}bE

Speuenocr
Heua cooABerHr noAaroqu 3a nphMeHara Ha rovr6ranar4raja Ha
BtAn4arnunrnn/uer$opMl4H raj 6pervreHil xeHr. Vlcnutyealrara Ha BnnAaffiunr1aH Bp3
xl4BorHl4Te nOKaXaa penpoAyKTt4BHa rOKC[4i.|HOCT npn BrcoKn Ao3t4. |Acnutyeat-bara Ha
uer$optuuu Bp3 xt4BorHhre He yKaxyBaar Ha penporqyKTr4BHa roKcr4qHocr.
lAcnutyaaFbara Ha BnnAarflunrnH ra rr,teiqopM14H Bp3 xr4BorHure He noKaxane
TeparoreHocr, Ho roKct4L{H]4or eQerr epa $erycor AoKaxaH e nph Ao3l4 ToKct4r{Hn 3auajrara (era4ere ro nornaajero 5.3). floreHqrajarHilor pt43t4K ea'nyfero He e no3Har.
ArHnc Korvr6ra He cMee,qa ce npnMeHyBa Bo reKor na 6pervreHocra.

.[loerue
VlcnutyeaHrara Bp3 xl4BorHnre noKaxane AeKa Mer$opunuor v BunAarflilnrnHor ce
n3naLtyBaar eo uajvuHoro TO AanH BnnAarflilnTilHOT Ce r3nat.tyBa Bo

aLryBa Bo MaflH Konr4r.u4Ht4 eo nrtajvnHorouajvuHoro MneKo, Ho
MneKo raj nyfe. 3apagra rvr ureunja raj xoeopo,qeHqilHra Bp3aHa
co uerSopMt4H KaKo r raj nyfe Bp3aHr4 co Brn4arflunrilH,
ArHnc Korvr6ra He cMee
4.3).

flno.qnocr

e Ha Aoebe (er4ere ro nornasjero



He ce cnpoBeAeHh HhKaKBu vcnnryBaFba 3a e$exror oR Biln.qarnnnrnH/nner$opruun
Bp3 nnogHocra raj nyfe (augere ro nornaejero 5.3).

4.7. BTI14JAHI4E BP3 CNOCOEHOCTA 3A YNPABYBATbE CO BO3l4NAV
PAKYBAbE CO MA[IJ]4HI4

He ce cnpoBeAeHt ncnvryBaFba sa e$errnre Bp3 cnocobHocra 3a ynpaByBaFbe co
Bo3una u aa pa6ora Ha MauJuHt4. Sonnure ron ke no'.{yBcrByBaar BprornaBilLla KaKo
HecaKaH e$em rpe6a Aa us6ernyaaar ynpaByBaFbe co Bo3ilfla nnv pa6ora Ha
MAUJNHH.

4.9. HECAKAH]4 EEJCTBA

He ce cnpoBeAeHh repaneBTcKr,r- KruHr4rrKr4 hcnhryBahba co xovr6raHaqraja Ha
Bl4flAarflilnrnH n uer$opurn. Meryroa, 6noereuaaneuqrjara Ha xorrlt6ranarlraja Ha
BhflRarnunrvH u uer$opnltuH co r4croBpeMeHo npilMeHer Bun1arnvnrvH v rvrersopnlraH
e,qoKaxaHa (an4ere ro nornaejero 5.2). Oe4e npilKaxaHure no4arolln ce ogHecyBaar
Ha hcroBpeMeHa npuMeHa Ha Bun,qarflnnrnH r uerQopMt4H Kora BilngarnhnrnHor e
,qoAa,qeH Ha nller$opul4Hor. He nocrojar hcn[TyBaFba Kaj Koh nl1ersopynnor e
AOAaAeH Ha Bnfl,qarfl tAnTnH.

floeekero ndcaraHn 4ejcraa 6nne 6naru u MnHnhBh il He 6uno norpe6no Aa ce
npeKuHyBa neKyBaHrero. He e yrBprqeHa noBp3aHocr noMery necaraHrare gejcrBa v
CTapOCTa' eTHnqKaTa nphna,qHOCT, TpaeHreTO Ha il3nOXeHOeTa Vnn.qHeBHaTa EO3a.

Perro 6nne nprjaaenra cnyqar Ha HapyuyBaFbe Ha Qynxrlrajara Ha qpHhor Apoo
(arcnyvyaajkn u xenatwnc) co Biln.qarfiilnruHor. Kaj rrae cflyltata 6onnrare onuJTo 6une
6eg cltMnroMlt t4 KnuHuqKil nocaerqhqu, a $yurqrajara Ha qpHuor gpo6 ce Bparnna Bo
HopMana no npeKilHyBaFbe Ha neKyBaFbero. Kaj no,qaroqilTe oA KoHTpoflt4paHhre
ilcnuryBaba Ha uonorepannja v ncnr4TyBaFbara Ha fleKor KaKo AononHnrenHa
repanraja Bo rpaeFbe Ao 24 ce4rr,riarlra nHqhAeHllara Ha 3rofleMyBaFbe na ALT ranra AST
>3x GGN (xnaoasraqupaHo KaKo npncyrHocr npra najrvra nKy 2 nocfle4oBarenHn MepeFba
unv npn 3aBpluHara nocera 3a BpeMe Ha nexyaauero) 6una 0,2o/o 3a 50 mg
BnnAararnruH eAHalu AHeBHo, 0,3oh sa 50 mg BilnrqarflilnruH ABa narh ,qHeBHo u 0,2o/o
3a cure cnopeAeHil fleKoBl4. Oeue 3roneMyBalba Ha rpaHcaMhHa3ara onluro 6nne
acuMnroMarcKl4, HenporpecvBHu v He 6nne noBp3aHh co xonecra3a nnu xoflTt4qa.

Kaj 6onHra Koil ce Ha Biln4arflilnrnH sa6enexeHh ce perKu cflyqail Ha aHriloe4eM co.
cnnllHa cranKa raro xaj KoHTponHrre rpynn. floroneu Ren oA cnyqailTe ga6enexaH e
Kora Bnn4arnvnrilHor ce ,qaBan Bo ronlt6uxaqraja co ACE rHxn6urop. floeekero
HacraHn 6nne co 6nar ilHTeH3nrer r ce 3a BpeMe Ha noHaTaMo[lJHOTO
neKyBaFbe co BnnAarul unTnH.

Ta6en
Hecaxanu 4ejcraa sa6enexaHn BnnnarnunrilH npn 4eojHo

nHa repannja naee4eHil ce

*,-

cnenh ucnilryBaFba KaKo



noHilcKo 3a ceKoja nHAilKaqrja cnopen xnacn$raraqrajara Ha opraHcKhre cncreMV vl
anconyrHara 3aqecreHocr. Hecarannre gejcrea nprKaxaHil eo Ta6enara 5 ocHoeaHil
ce Bp3 uxSopuallnilTe AocranHn og 36rapnror il3BeuJraj ea oco6nHnre Ha r'teKor 3a
uer$oprurH ,qocraneH Bo Ey. 3a.recreHocra ce naanusecrnpa KaKo MHory Ltecro
(1110), qecro (11100 u <1110), nouanKy qecro (1/1000 n <11100), perxo (1t10 000 ra

<1/1000), MHory perKo (<1110 000), Heno3Haro (ne Moxe Aa ce npoqeHn oA
AocranHnre noAaroqn). Bo parurrre Ha ceroja rpyna Ha 3aLtecreHocr HecaKaHure
gejcrea ce npilKaxaHil Bo Hna roj onafa cnope4 cepho3Hocra.

Ta6ena 1 Hecaraxr gejcrea ga6enexaxn Kaj 6onnn Kolt npxMane tOO mg
BnnAarnunrllH Ha AeH KaKo AoAaroK na uer$opMl,tH Bo cnopeA6a co nnaqe6o co
uer$oprvnrH npx geojno crenr hcnltryBarua (N=208)

Onuc ua od6pauu HecaKaHu dejcmea
flpr roHrpontapaHilTe KflnHilLtKV vcnvryBaFba co rou6rnaquja 100 mg Biln.qarnunrrH
Ha AeH co naerSopMl4H He e sa6enexaHo noBneKyBaFbe oA ncnnryBaFbara 3apaAr
HecaKaHh gejcraa Hrary raj rpynara neKyBaHa co 100 mg Bnn,qarflnnruH Ha ReH co
uer$opunH, Ht4Ty raj rpynara Ha nflaqe6o co uer$opvrnH.

l-lpn xnrHrqKnre ucnhryBaba HHqnAeHqara Ha xnnorrnKewja 6una L{ecra rcaj 6onHu
Kou npuMane 100 mg BilltrqafflnnruH Ha AeH eo xoru6rnaqraja co urer$opMt4H (1o/o) u
noMaflKy Llecra raj 6onHn Kon npilMafle nflaqe6o co rvrer$opurnn (0,4%). Kaj 4en og
6onnnre Koil npnMane Bnn,qarnunrilH He ce sa6enexaHu re[JKr4 xilnorfltaKeMucKr4
HacTaHn.

flpu Kflt4Ht4qKure ilcnhryBaHra refiecHara rexnHa He ce MeHyBafla o,q noqerHara
Bpe.qHocr xora 100 mg BuflAarnunrilH Ha AeH e AoAaAeHO na uer$opM]4H (+0,2 kg aa
Biln4arflrnruH oAHocHo -1,0 kg aa nnaqe6o).

l(nIHuqrhre ilcnnryBaba Koil 2 ropnnu He noKaxane ,qonoflHrTenHil
6es6e4HocHt4 ct4rHa nv tAnv
ra uerSopMr4H.

Hapyuyealba Ha uera6onn3Mor la Ha xcxpaHara
9ecro Xunornrrevrraja
Hapyuyearba Ha HepBHHor cxcreM
L{ecro

9ecro
9ecro
l-louanry qecro

Tperuop
l-naeo6onxa
Bprornaaraqa
3auop

Hapyuyearba Ha Ax recrlt BHl,tor crcreM
9ecro MaqHnHa

Kora BnnAarflilnruHor 6un AoAaEeH



Ta6ena 2 Hecaxarn gejcraa sa6enexaHyl
Br,rrAarnltnTltH ABa naT[ Ha AeH Kaj
cyn$oxrnypeja (N=157)

Kaj 6onxn Koll
xou6uuaqnja co

nplrMare 50 mg
uer$opuun u

Hapyuyealba Ha uera6onn3Mor l,t Ha ltcxpaHara
Llecro Xunornureuraja
HapyuyeaHra Ha HepBHl,tor cl,tcreM
Llecro 3auarnyeaFbe, TpeMop
Hapyuyealba Ha Koxara n Ha norroxHoro rKl,tBo
ulecro Xunepxu4posa
Onurn HapyuJyBalba n peaKq[u Ha Mecroro Ha np]tMeHa
L{ecro

Onuc na oddpanu HecaKaHu dejcmea
Heuano noBfleKyBaFbe o,q ucnhryBaFbara no nprajaeenra HecaKaHu gejcrea xaj rpynara
roja npnnaana repanraja og BnflAarnInrhH + nlter$oprrlthH + H]4MenuphA Bo oflHoc Ha
0,6% raj rpynara roja nprMana repannja og nnarle6o + Mer+opMt4H + rnnMennpu4.

lzlnqngenqara Ha xt4nornuKeuuja 6una vecra raj gaere rpynn Ha ucnvraHnLlv (5,1% ra1
rpynara xoja npnnaana BnnryarflnnrilH + MerSopMt4H + rnilMenhprg Bo oAHoc na 1,9o/o
Kaj rpynara roja nprMafla nnaqe6o + rr,rer$oprunH + rnnruenupn4). Kaj rpynara
neKyBaHa co Bun.qarnunruH npujaeeH e egeH cepho3eH xt4norflilKeMilcKt4 HacraH.

Ha rpajor oA ncnhryBahbara e$exror Bp3 cpeAHara Bpe,qHocr Ha renecHara rexilHa
6nn HeyrpaneH (+0,6 kg xaj rpynara fleKyBaHa co BuflAarnhnrilH n -0,1 kg xaj rpynara
neKyBaHa co nnaqe6o).

Ta6ena 3 Hecaxaun gejcrea sa6enexaHu
BnnAafnunrhH Ha AeH ao xor\,t6rnaqnja co
npu gaojno cnenlt ltcnltryBarua (N=371)

Kaj 6onnn Kolt npltMane 100 mg
lrHcynlrH ( co nnra 6ea ruer$oprvrrn)

Hapyuyaalba Ha uera6onr3Mor x Ha HcxpaHara
Hecro HanaanyaaFbe Ha rnyKo3ara Bo KpBTa
Hapyuryealba Ha HepBHnor cl4creM
ulecro I-naeo6onKa, TpecKa
HapyuryaaHte Ha AltrecrytBH l,tor cncreM
t,|ecro Maqnnna, racrpoe3oSareanna pe$nyxcHa 6onecr
flouanrV qecro floonHe neH

Onuc ua oddpauu HecaKaHu dejcmea
[-lpn xoHrpofl upaHnre Kfl HHt4qKV vcn
mg ABa narh Ha .qeH Bo xona6nn
na naerQopMr4H, BKynHara n
gejcraa 6una 0,3o/o xaj rpynara

ce nptaMeHyBan Bhr'tgarnilnrrn 50
nnu 6es ilcroBpeMeHa repanraja
Fbe Ha fleKyBaFbe no HecaKaHil

npilMana nnaqe6o HeMano n

vnTnH, EoAeKa KaJ rpynaTa KoJa



l4Hqr4enqara Ha xilnorflHKevruja 6wna cflilqHa raj 4eere rpynn Ha ilcnnTa Hnqn (14,0%
raj rpynara Ha BhflAarflilnruH Bo opHoc ua 16,40/o xaj rpynara Ha nnaLle6o). fleajqa6onHr nprajaerane re[rJKt4 xrnorflrKeMilcKr4 HacraHu Kaj rpynara neKyBaHa co
BilflAarflnnruH, a 6 6onnra xaj rpynara fleKyBaHa co nnaqe6o.

Ha rpajor oA ncnilTyBaFbara eQerror Bp3 cpeAHara BpeAHocr Ha renecHara rexhHa
6nn Heyrpa.neH (nporvreHa oA +0,6 kg eo o,qHoc Ha nolteTHara BpeAHocr raj rpynaTa
neKyBaHa co Bl/'n$arnvnrilH, ,qo.qeKa Kaj rpynara neKyBaHa co nnaqe6o HeMano
npoMeHa eo rexrHara).

Bundaenunmuu

Ta6ena 4 Hecaxaxu 4ejcraa
BnnAafnunTHH Ha AeH KaKO
(N=1855)

sa6enexaxn Kaj 6onnn Koyt npltMane 100 mg
uonorepanrja nplr 4eojno cnenlt ltcnrryBaba

Hx$erqrar n nxsecraqx,l
MHory perKo
MHory perKo

9ecro
flouanry Ltecro

14HSerqnja Ha ropHt4Te .qruHh narrlura
Haso$aprHrnrnc

Bprornaaraqa
l-naeo6onxa

Hapyuyaa*ra Ha uera6onn3Mor H Ha ltcxpaHara
flonaanry qeiro Xunornurervrraja
Hapyuyearba Ha HepBHl,tor cucreM

BacrynapH n HapyuyBalba
llouanxy Ltecro f'leprSepeH eAeM
Hapyuyealba Ha gnrecrnBH l,tor ct4creM
floruanxy '.{ecro KoHcrunaquja
Hapyuyearba Ha MycxynHo-cKererHvror cHGTeM x Ha cBp3Horo rKl,rBo
flouanrv qecro Aoroanruia

Onuc ua od6pauu HecaKaHu dejcmea
BrynHara HHqil,qeHLla Ha noBfleKyBaHre o,q KoHTpofl14paHrre ilcnnryBaFbara co
uonorepannja 3apaAil HecaKaHH ,qejcrea He 6nna noroneMa Kaj 6onnn Koil ce
neKyBaHr co BilnAarnvnrvH co Ao3H oR 100 mg Ha geH (0,3%), eo oAHoc Ha 6onHil Kor4
nprMarle nnaqe6o (0,6%) ytflil cnope,qeHil fleKoBtl (0,5%).

l-fpu rounapar[BHu KoHTponupaHV vcnnryBaHrara co MoHorepanr,rja xnnorflilKeur,rjara
6nna noManKy qecra, a aa6enexeHa e raj O,4o/o (7 oA 1855) 6onHra neKyBaHil co 100
mg BhflAarnilnTilH Ha AeH, BO OAHOC !2 oA 1082) 6onru raj rpynrare neKyBaHil
co aKTrBeH cnopeEeH fleK vnv co He ce ga6enexaHu cepHo3HV nnv
TCUJK14 HACTAHh.

flpn KflilHt4qKilTe ncnuryBa He ce MeHyBana o.q noLteTHaTa
BpeAHocr xora 100 mg Bnfl,qa

61":%

E.:V
Biln4arnilnrnH o,qHocHo -1,3 kg

o Ha uerSopMt4H (-0,3 kg sa



KnnHuqxure hcnilryBaFba
6es6e4HocHI cvrHanv
uouorepanuja.

Membopuuu

Kor4 Tpaene Ao 2 roAHHt4 He
nnv Henpe.qBiliqeHt4 pu3vqn

noKaxafle iqononHnTefl HH

co BrnAarfiunTt4HoT npil

Ta6ena 5 Hecaraxr,r gejcrea o4 nler$opMnHor

Hapyuyealba Ha uera6onn3Mor l,t Ha HcxpaHara
Mnory perKo HanaaneHa ancopnqilja na BnraMhH 6p vt namaqragosa*
Hapyuryealba Ha HepBHuor crcreMulecro Meranen aryc
Hapyuyearba Ha Altrecrn BHytor cncreM
Mnory L{ecro Maqnnna, noepakarue, nporilB, 6onra eo a6goueHor 14 ry6erue H

aneTr4T
Hapyuyearba Ha UpHl,tor Apo6 H Ha xonqKara
Mnory perKo A6HopnaanHil TecroBra na QyHrqrajara Ha qpHilor gpo6 ranra

xenarilT14c**
Hapyuyaalba Ha Koxara lt Ha norKoxHoro rKr,tBo
MHory perxo KoxHnre peaKqhil KaKo uro e epHTeM, npypt4Tyc, vpruKapnia*HauaneHa ancopnllnja aa Bl4TaMuH 512 co naA Ha HhBoTo Bo cepyMor MHory peTKo
e sa6enexaHa Kaj 6onHn Koh AonrorpajHoro ce neKyBaHu co ruer$opuuH Ce
npenopaLtyBa ,qa ce 3eMe Bo npeABilE oBa ernonornja Kaj 6onuu co
uerano6nacrilL{ Ha aneurja.
**flpujaaeHu ce n3onhpaHtA cny.qau na abHopMafiHh recroBr4 Ha Synrqujata na
qpHt4or Apo6 hflu xenarvlvc Kon ce noBnelfie no npecraHyBaFbe co nphMeHara Ha

HecaxaHnre 4ejcrea Ha ,qilrecruBHr4or cr4creM ce nojaayeaar Hajvecro Ha noqeroK Ha
neKyBabero n cnoHTaHo ce noBneKyBaar raj noeekero cflyqata. 3a Aa ce cnpeqar, ce
npenopaqyBa npnMeHa Ha uerQopnltilH Bo 2 gneeHu Ao3r4 3a BpeMe vnv no o6pox.
6naro 3roneMyBabe Ha Eo3ara ilcro raKa Moxe Aa ja nogo6pra racrpol4HTecrnHanHara
noAHocnilBocT.

l4cxvcrao no crasaFbero Ha nexor ao npoMer

Ta6ena 6 Hecaxanr,r 4ejcrea no craBarbero Ha neKor Bo npoMer

Hapyuyearbe Ha AltrecrxBHnor crcreM
Henoanaro flanxpearurnc
HapyuyeaHra Ha qpHxorApo6 H HaxonqKara
HenogHaro Xenarnruc (peeepsulnnen no npeKrHyBaFbe Ha ynorpe6ara na nexor)

Hapyuenra pe3ynraril o.q recroBnre Ha $ynxqrajara Ha qpHilor Apo6
(peeepsn6ilneH no n Ha ynorpe6ara Ha nexor)

HapyuryeaH'a Ha MycKyn
HenosFtaro Mraanrraja

]ba Ha KoxaTa ll

ll| Ha CBp3HOTO TKl,lBO



HenogHaro Yprnrapraja
ExcSonrjarnBHil u 6ynoanh KoxHr4 ne3w, exnyvyaajkra n 6ynoseH

fo

l-lpiliaeyeaFbe Ha coMHeeaba sa HecaraHI aeicrea
f'lo 4o6neaFbe Ha ogobpeHraero 3a J'reKor, BaxHo e nprajaeyBaFbero Ha coMHeBaH,ara 3a
HeroBhre HecaKaHn 4ejcrea. Co roa ce oBo3Mox{yBa KoHTt4HyrpaHo cneAeFbe Ha
cooAHocor Ha Kopt4cra n pil3vlKor o.q neKor. Og agpaecrBeHhre pa6orHraqra ce 6apa 4a
ro npujaear ceKoe coMHeBaFbe 3a HecaKaHn peaKqril.
HecaraHure peaKLlt4t4 oA neKoBilTe Moxe na rv nprajaerare eo HaqnoHanHilor qeHTap 3a
$apuarcoeilrHJ'taHqa npra Arenqujara 3a fleKoBt4 n MeAilqnHcKt4 cpe4crea (yn.Ce.Knpnn
f lVgloa.rj 6p.5a xar 1) nnn no efleKrpoHcKr4 nar npeKy ee6 crpaHara Ha Arenqrajara
http://malmed.oov. mk/.

4.9. nPEAO3l4PArbE

Herua AocranHr no4aroll4
BilnAarnilnrm n/uerSopM t4H.

3a npeAo3HpaFbe co xoru6nHaquja Ha

Brn.qarnnnrrn
!4n$opuaqrlt"l're 3a npe4o3upaFbe co BnflAarflunrnH ce orpaHu.leHn.

Cuunmorvu
l/n$opnaallililTe 3a MoxHr4 cilMnroMr4 Ha npe4o3npabe co BilngarflnnrvH 3eMeHil ce oA
rcnnryBabara Ha nogHocrlt4Bocr Ha 3rofleMyBaFbe Ha ,qo3ara xaj s4paan vcnnra14qv
Koh npilMafle BrflAafftunrhH 3a BpeMe na 10 AeHa. [-lpn 4osa oA 400 mg ce nojaeune
Tpl4 cflyqaH Ha 6onru Bo MycKyflnre v oAAeflHn cnyqan Ha 6nara v MnHflnBa
napecre3nja, reuneparypa, eAeM u MilHflnBo 3roneMyBabe Ha HnBoara Ha flnna3ara.
flpu gosa oR 600 mg raj eAeH ncnvraHnKAoruno Ao e,qeM Ha crananara v AflaHKilre u
3roneMyBaFbe Ha HuBoro Ha KpearilH $ocsorrana3ara (CPK), AST, C-pearrnaeH
nporehH (CRP) t turorno6nnor. Kaj rpra Apyfl,l tacnrraHhllil rqoruno Ao eAeM Ha
crananara, co napecreanja Bo ABa cflyltau. [1o yrraHyaaHre Ha HcnnryBaH]4or fleK, cilTe
cilMnroMl4 u a6HopuanHr na6opaiopr,rcrra BpeAHocrH ce noBnexne 6ee neKyBaFbe.

Merdoprvrr,rH
3HavilrenHo npeAo3ilpaFbe co uerQopMr4H (wnn rcroBpeMeHo nphcyreH pil3t4K 3a
pasaoj Ha flaKTalltaAoea) Moxe ,qa AoBeAe Ao flaKTaqnAo3a, uJTo e MeAuqilHcRn vr*a
cocroj6a n Mopa Aa ce fieKyBa eo 6onnrqa.

flexyearce
Haje$nracHa Mero4a 3a orcrpaH uer$oprunHor e xenaograjanrsa. Meryroa,
BrnrqarflilnTHHoT He MOXe rqa xeuogujanr3a uaKo HeroBuor rnaBeH
vera6onrr Ha xrgporlr3ara

5. OAPMAKONOUKh N ffiB$
fFt5.1. OAPMAKOA]4HAM

npenopalryBa cynopTl4BHo fl eKyBaFbe.



OapuarorepaneBrcKa rpyna: ['lpenaparra 3a neKyBahbe Ha uekepxa 6onecr,
rou6rnaqyM Ha opanHH fleKoBr4 3a HaManyBaFbe Ha rnyKo3ara Bo KpBTa
ATC oeHara: 410BD08

MexaHngala Ha.qejcrao

Arnuc Kotu6u co4pxr4 rou6ranaqraja Ha ABe aHTt4xuneprnhKeMilcKr4 Marepilil co
KoMnneMeHTapeH MexaH[3aM Ha gejcrao 3a nogo6pyearue Ha KoHTpoflara Ha
rnnreunjara xaj 6onnra co urekepna 6onecr tun 2'. BnflAarnnnrilH, npilnaAHilK Ha
rpynara Ha crnMyflaropr4 Ha flaHrepxaHcoBhre ocrpoBr{t4hba Ha naHKpeacor tA

naer$opunH xnopnA, nphnaAHuK Ha rpynara Ha 6uraanu4u.

Bungarnnnrt4H, npilnaAHrK Ha rpynara Ha crilMyflaropr4 Ha flanrepxaHcoBure
ocrpoBt{t4lba Ha naHKpeacor, crneH u cefieKThBeH nHxn6nrop Ha Arnenrta,qnfl
nenrnpasara-4 (DPP'4). Mer$opuran npBeHcrBeHo gejcrayea co HaMar'tyBaFbe Ha
eHAOTeHOTO XenaTh'.tHO npOil3BOACTBO Ha rnyKo3a.

OapMaroanHaMcril nejcraa

Bundaenunmuu
BnngarnnnrnHor nphMapHo gejcreyea unxu6upajkw ro DPP-4, eH3ilMor Koj e
o,qroBopeH 3a pa3rpa,qyBaFbe Ha uHKpen4HcKhre xopMoH GLP-1 (nenrng 1 cnH.teH Ha
rnyraroH) u GIP (nHcynranorponeH nolthnenrng 3aBhcen o4 rnyrosa).

l-lpuuenara Ha BhniqarnnnrhH pe3ynrnpa co 6psa u qeaocHa unxn6u4nja Ha
aKTilBHocra Ha DPP-4 xoja.qoBeAyBa Ao 3roneMeHo eHAoreHo HHBo Ha ilHKperilHcKnre
xopMoHr4 GLP-1 u GIP Ha rna,qHo il nocrnpaHgrajanno.

Co 3roneMyBaFbe Ha eHAoreHnre HuBoa Ha oBue hHKperilHcKr4 xopMoHr4
BilnrqarnilnTuHoT ja sroneuyBa qyBcTB[TeflHocra Ha 6era xnerKilTe Ha ffiyKo3a, u]To
pe3ynrilpa co noAo6pyBaFbe Ha ceKpequjata Ha hHcynran roja sa}Vct ofl rnyKo3a.
fleryeauero co Bnn4arnnnruH co Ao3a oR 50 Ro 100 mg Ha gen raj 6onxu co r.uexepHa
6onecr run2 3HaqurenHo rn nogo6prano MapKephre Ha SyHxqrajara na 6era KflerKrre,
axnyvyeajtin v HOMA-B (anrn. Homeostasis Model Assessment-B'1, coogHocor Ha
npohHcynnH co t4HcynnH n noKa3arenilTe Ha ogroBopor Ha 6era xnerKnre Bp3 ocHoBa
Ha Lfecro 3eMeHu npnMepoll4 oE Tecror 3a roflepaHqnja na xpaHa. Kaj noegnHLlt4 Kot4
He ce gnja6eruvapu (co HopManHn BpepHocru Ha rnyKosa), aun4arnnnrhHor He ja
crhMynilpa cerpeqnjara Ha hHcynnH, HVry fv HaMaflyBa HilBoara Ha rnyKo3a.

Co sronelryBaFbe Ha HrBoara Ha eHAofeHilor GLP-1, Bil.ngarflilnrilHor ncro rara ja
3rofleMyBa qyBcrBhrenHocra Ha anQa Kne,TKilTe Ha rnyKo3a uJTo pe3ynrilpa co
nocooEBeTHa ceKpeqilJa Ha rflyKaroH KOHqeHrpaqnjara Ha rflyKo3a.

3a BpeMe Ha xilneprfluxeurja

HaManyBaFbe Ha npo4yxqraja ii

HCKnTe XOpMOHI4 pe3ynTrpa CO

qpHr4or Apo6 Ha rna4Ho vs
lffisnocTnpaH.qnJanHo, |.lJTo

kilv;':V
rflrKeMilJaTa.



flpr neryBabe co B[nAarflilnrrH He e aa6enexaH no3Haruor eeexr Ha o4noxeHo
npa3HeFbe Ha xeflyAHt4Kor KaKO pe3ynrar Ha 3roneMeHoro Ht4Bo xa GLp_1.

Memhopuuu
MerQopvrranor e 6uraanup, co aHTuxr4nepr.nuKeM[cKt4 eSerr Koj ja HaMaflyBa vl
6aganHara il nocrnpaHgrajanHara rnyKo3a Bo nr'ra3Mara. He norrrnxHyea naLreHre Ha
ilHcynilH v raKa He AoBeAyBa Ao xnnornnKevuja unn 3rofleMyBalbe Ha re.r.tecHara
TEXNHA.

MerSopurrHor caojor e$err Bp3 HaManyBabero Ha fnyKo3ara Moxe Aa ro u3BpsJyBa
npeKy Tpil MexaHn3MtA"
- co HaManyBaFbe Ha xenarnt{Horo npoil3BoAcrBo Ha rnyKo3a co unru6uqnja Ha

rnyKoHeoreHe3aTa h rfl nKoreHonu3aTa ;- Bo MyCKynnTe CO yMepeHo 3rOneMyBaHre Ha qyBcTBrTeflHocTa Ha ilHcynilH,
no406pyaajku ro nepra$epHror BHec r Kopl4creFbero Ha rflyKo3ara;- co oAfloxyBaFbe Ha nHrecr4Ha-r'rHara ancopnqrja na rayKo3a.

Mer$opvrraHor ja norrt4KHyBa BHarpeKneroltHara chHTe3a Ha rflilKoren 4ejcrayealkn
Bp3 rnnKoreH cnHTa3ara v ro 3rofleMyBa npeHocHl4or Kanaqnrer Ha cnellil$nvunre
Bt4AoBr4 Ha ueu6paHcKrre npeHocHr4qn Ha rnyKo3a (GLUT-1 ra GLUT-4).

Mer$opurilHor nMa Kopl4cHt4 e$errn Bp3 uera6onu3aMor Ha nnnnAure xaj nyfe,
He3aBilcHo o[ ceojor e$exr Bp3 rflilKevrrajara.
Toa e AoKaxaHo co repaneBTcKr4 Ao3h npn KoHTpoflr4paHV RnvtHrALrKr4 ncnilTyBaFba co
cpeAHo 14 AOflrO Tpaebe:
uer$opurH ro HaManyBa HilBoro Ha BKynHnor xo.necrepofl, LDL xonecrepofl u
rp r rfl il qep tAAtA Bo CepyMor.

flpocnerrnBHoro paHAoMl43ilpaHo ncnilryBaFbe UKPDS (UK Prospective Diabetes
Study) ja norepgnflo Aoflrorpajnara Kopr4cr oA uHreH3rBHa KoHTpona Ha rnyKo3ara Bo
KpBra Kaj uekepHa 6onecr rnn 2. AHanueara Ha pe3ynrarrre raj 6onnra co
npeKyMepHa rerlecHa rexilHa neKyBaHu co MerSoprvrraH no Heycnexor Ha Ailerara
noKaxara:
- aHavajHo HaMaflyBaFbe Ha ancofiyreH pu3r4K 3a xoja 6nno graja6erravHa

KoMnrnKaqnja ao fpynara neKyBaHa co uer$opMt4H (29,8 nactaunl1ooO 6oneH-
rogrna) Bo cnope46a co rpynara roja e fleKyBaHa caMo co Afiera (43,3
naqanul1000 6oneH-rognna), p=0,0023, u eo cnopeg6a co rpynure fleKyBaHil co
rona6uHaqnia co cynsoHranypeja n MoHorepanr,rja co nHcyflt4n (40,1 Hacrann/1000
6oneH-roguHa), p=0,0034;

- 3HaqaJHO HaManyBaFbe Ha ancofiyTHl4oT pl43t4K
6onecr: ruersopvrrax Tfu!1000
uaqauul1000 6oneH

- 3HALIAJHO HAMAflYB
uerSopuraH 13,5
neKyBaHa caMo co
cnope,q6a co rpynure

Ha Moprannrer Bp3aH co u:ekepHara,
6onen-rognHa, caMo fqilera 12,7

p14314K Ha BKynHnoT MopTaflilTeT:
Bo cnope46a co rpynara roja e

000 6oneH-rognHa (p=0,011) u Bo
qnja o4 cyn$onranypeja il MoHorepanuja
Ha (p=0,021);co yrHcyflr4H (18,9



- 3HaqajHo HaMaflyBaFbe Ha ancoflyTHl4oT p14314K 3a ilHQapKT Ha MnoKap,qoT:
MerSopMuH 11 HacraHul1OOO 6oneH-roAhHa, caMo Auera 18 nacraHra/1000 6oneH-
roArHa (p=0,01).

l(nnHh.{ra .[enoraopHocr il 6eg6eaHocr
n[oparoror Ha BilnAarflnnrilH Kaj 6onHu Kaj Koil He e nocrrrHara 3a4oBoflyBaqKa
KoHrpona Ha r.nuKeMujara u noxpaj MoHorepanraja co urer$opruilH pe3ynrvpan no 6-
MeceLlHo neKyBalbe co AononHureflHo crarilcn4r{ru anavajHa cpegHa Bpe4Hocr co
HaMarlyBabe Ha HbAlc Bo cnopeg6a co nnaqeOo (paanrara nonaery rpynilTe op -0,7o/o

Ao -1,1o/o 3a Bl4flAarnnnruH npil Ao3a og 50 mg h 100 mg). YAenor Ha 6onnu rou
no0Tl4rHane HaManyBaHre na HbAl c 20,7o/o Bo oAHoc Ha noqeTHaTa Bpe,qHocr 6un
crarilcr,llfKl,l sHavajHo nororleM Bo ABere rpynu Kol4 npt4Mane B4nAarnnnruH co
uerSopnllnn (460/o oAHocHo 60%) Hacnpor4 rpynara roja npuuana uergopMt4H co
nnaqe6o (20%).

flpu ncnraryBaFbe Koe rpaeflo 24 ceguurlr4 ce cnopepyBafl BilflAarflhnrilH (50 mg gaa
narh Ha geH) co nilorflnra3on (30 mg e,qHauJ Ha gen) raj 6onHra raj xora He 6rna
nocrnrHara ,qoBoflHa KoHrpofia co uersopnaun (cpe4Ha AHeBHa Ao3a: 2020 mg).
CpegHn HaManyBalba Ha HbAlc Bo ogHoc Ha noqerHara BpeAHocr oA 8,4o/o 6une -
0,9o/o co AoAaroK Ha B[flAarnunruH Ha uersopunH n -1,0o/o co EoAaroK Ha
nhorflilTa3oH Ha uer$opnann. cpe4na BpeAHocr na 4o6uBaFbe Ha rexilHa oA +1,9 kg
6una ga6enexana raj 6onHu Koh npnMarre nilornilTa3oH KaKo Ao,qaroK Ha vrerQopvrraH
Bo cnopeA6d co +0,3 kg raj onr,re 6onnn Koh nphMane Biln,qarnilnrilH KaKo,qo,qaroK Ha
uer$opnltrn.

flpn xnnnnqKo ncnilryBatue Koe rpaeno 2 roptrnt 14 cnope4yBaH e Bhn4arflilnrran (50 mg
ABa narh Ha 4eH) co rnrMenupvl+ (go O mg/gen - cpeEHa Ao3a no 2 ropuHra: 4,6 mg)
xaj 6onnn neKyBaHu co nrer$opMuH (cpegna AHeBHa Ao3a: 18g4 mg). flo 1 rogilHa
cperqHnre BpeAHocrl4 Ha HaManyBaFbe Ha HbAlc 6une -0,4Vo co AoAaroK Ha
BilnAarnnnrhH Ha uersoprvrnn n -0,5o/o co Ao.qaToK Ha rflnMenilpnA Ha vrer$opM]4H, oA
noqerHara cpeAHa BpeAHocr na HbAl c op7,3o/o. flporuexara Ha renecHara rexnHa co
BilnAafnnntnu 6nna -0,2 kg Bo.o4Hoc Ha +1,6 kg co rflhMenvpv1. lzlxrlrapeHqara Ha
xhnorflilKeuuia 6una snavajno noMafla xaj rpynara neKyBaHa co Biln4arrhnrilH (1,7%)
orKorfKy Kaj rpynara fleKyBaHa co rnHMennpilA (6,2%). cnopeg pe3ynraror o,q
ncnrryBaFbara (2 ro4nuu) HbAl c 6un cnrqeH co noqerHrre BpegHocn4 xaj geere
rpynh neKyBaHn co oApxaHa npoMeHa Ha TenecHaTa TexnHa u pa3nilKilTe Bo
xnnorflilKeunjara.

[1pn ncnuryBaFbe Koe rpaeno 52 ceguilqil cnope4yBaH e BilngarnilnrnH (50 mg gaa
naril Hagen) co ffIhKna3h.q (cpe4Ha,qo3a no2roguuu:229,5 mg) raj 6onnn raj ron He
6una nocrnrHara AoBonHa KoHTpofla co rvrer$opMt4H (noverHa flo3a Ha nerQopMt4H oA
1928 mg/,qeH). f1o 1 roguHa cpeAH4rrym$qqin Ha' HaManyBaFbe Ha HbAlc 6nne -
0,81o/o co Ao,qaroK Ha eranAarnffiff,lnc oliffi;cnltran (cpeAna noqerHa BpeAHocr
HbAl c 8,4o/o) ra -0,85% co go4fg("'ria gararnfu-ftfrHa uerQopnaraH (cpegHa nolrerHa
BpeAHocr HbAlc 8,5%). l-l anavajna neuHSepraopHocr (95o/o
Cl -0,11 -0,20). flpovrenara nai Bnn4arflilntvtn 6una +0,1 kg eo

A3AA.cnopeg6a co go6ueaFbero na rej



flpr ucnrryBaFbe Koe rpaeflo 24 ce,qMilqh olleHera e AeflorBopHocra xa $uxcHa
xou6uHaqnla na Ao3ara Ha BuflAarnnnrnH ra rvrersoprvrran (co nocreneHa rrarparlnja Ha
Ao3ara go 50 mg/500 mg ABa narn Ha AeH nnil 50 mg/1000 mg ABa naril na gen) raro
noqerHa repannja raj 6onnu Koh .qo rorauJ He nphMt4fle neKoBH aa urekepua 6onecr.
Koru6ranaqnia na Bnfl,qarnilnrraH/rvrer$opMt4H npu Ao3a oR 50 mg/1000 mg rqBa narn Ha
AeH ro Hauannna HbAlc sa -1 ,82yo, xov6uHaquja na Bnn1arnunruH/ruerSopMnH npn
Ao3a og 50 mg/500 mg ABa narr Ha AeH 3a -1,61yo, rvrer$opvrran 1000 mg ABa naril Ha
AeH 3a -1,360/o, a BilnAarflvinruH 50 gaa naril Ha AeH 3a -1,Ago/o oA noqerHara cpe,qHa
BpeAHocr Ha HbAlc o4 8,6%. 3a6enexaHo e noroneMo HaMaayBabe Ha HbAlc raj
6onHra co noqerHa Bpe4Hocr 210,0%.

24-cegtut{Ho, paH4oMr43upaHo, gaojHo cneno, co nnaqeOo KoHTpor'rhpaHo ucn,4TyBaFbe
cnpoBeAeHo e raj 318 6onHn 3a Aa ce oqeHn AenorBopHocra u 6ea6eAHocra Ha
npilMeHara Ha BhflAarflnnrilH (50 mg EBa narv Ha AeH) npil rorvr6uHaquja co
ruer$opn,lnH (>1500 mg Ha geH) ra co rnilMenvtpv1 (>4 mg xa gen). BnngarnnnrhH npil
xonabnnaquja co rvrer$opvrnH vi rnvluenilplr4 oHavajno ro HaMaflHn HbAlc Bo cnopenba
co nflaqe6o. CpegHara BpefqHocr Ha HaMaflyBaFbero, npncnoco6ena Bo oAHoc Ha
nnaqe6o, oE noqerHara cpeAHa BpeAHocr ua HbAlc og 8,8% 6uno -0,T60/0.

24-cepuuqHo, paHAoMt43ilpaHo, geojHo cfleno, co nnaqe6o KoHTponilpaHo ilcnilTyBaFbe
cnpoBeAeHo e r$ 449 6onHn 3a Aa ce oqeHn AeflorBopHocra ra 6ee6egHocra Ha
npHMeHara Ha BrflAarnilnrilH (50 mg rqBa narr Ha geH) npra roru6rnarlraja co cra6nnna
,qo3a Ha 6aaaneH vnv nperxo,qHo u3MeluaH ilHcynuH (cpegna AHeBHa Ao3a op 41
egunuqn) co hcroBpeMeHa nphMeHa Ha ruer$opMt4H (N=276) vnu 6es ncroBpeMeHa
npnMeHa Ha nller$opvrraH (N=173). Bnngarnnnrnn npu rorrll6raHaqraja co nHcynAH
sHavajno ro HaMannn HbAlc Bo cnopeg6a co nflaqe6o. Kaj ceBKynHara nonynaqraja
cpeAHoro HaMaflyBaFbe, npilcnoco6eHo Bo oAHoc na nnaqe6o, Bo oAHoc Ha noLterHara
cpeAHa BperqHocr Ha HbAl c 8,8o/o 6nno -0,72o/o. Kaj nogrpynrre fleKyBaHn co nHcynrH
co vnv 6es ncroBpeMeHa npnMeHa Ha uer$oprurH npoceLtHoro HaManyBaFbe Ha
HbA1c, nphcnoco6euo Bo o4Hoc Ha nnaqe6o, 6uno -0,63% oAHocHo -0,g4o/o.
klnqn4eHqara Ha xilnorflilKevraja raj BKynHara nonyflaqnja 6una 8,4Vo raj rpynara
fleKyBaHa co BuflAarnHnrilH oEHocHo 7,zVo xaj rpynara fleKyBaHa co nnaqe6o. Kaj
6onxn Koil npnMane BilnAarnranrraH He Aouno Ao 3roneMyBaFbe Ha reflecHara rexilHa
(+0,2 kg), 4ogera xaj oHue 6onHu Koil nprMane nflaqe6o 4ouno Ao HaManyBaFbe Ha
reflecHara rexrHa (-0,7 kg).

Bo gpyro 24-cegvuttHo ilcnhryBahbe co 6onnu co HanpeAHara urekepHa 6onecr rnn 2
xaj xon co repanrja co vtHcynvH He e nocrr4rHara coogBerHa KoHrpo.na (npocevHara
Eo3a Ha vHcynvHa co KparKo ufll4 Aonro flejcreo 80 lU/Ren), npocevHoro HaManyBaHre
naHbA1cKoraBilflAarflilnrraffiQABanaTrrra4eH)6rango4aAeHHanHcyI|14H.
6rno crarucl4l{ru sHa.{ai Kora Ha nHcynilHot 6nn AoAaAeH nnaqe6o
(0,5% Bo o4Hoc ua 0,2o/o xilnornuKevuja 6una noMana raj rpynara
neKyBaHa co BnnAafnil
o,qHoc na29,6%o).

fleKyBaHa co nflaLle6o (22,9o/o eo

CnpoeegeHa e
KapAnoBacKyfiapHr

MCTA B]4CHO n npocneKTilBHo yrBpAeHH
lll n lV coHacTaHyr vHVv'KrA ilcnnryBaFba Ha $aaure



MoHorepanvia u KoM6nHhpaHa repannja, Bo rpaehbe o,q noBeke oA2 roAVHil (cpelqHa
l43roxeHocr 50 ceAMiltll4 3a Bua.qarrrnruH n 49 cegMt4qt4 3a KoMnaparoprare) roja
noKaxafla AeKa fleKyBaHreTo co Bl4flAarflilnThH He 6nno noBp3aHo co 3rofleMyBaFbe Ha
KapAhoBacKynapHnor pt43t4K nph cnope,q6a co KoMnaparopure. KoMnosurHa MepKa oE
pesytlraror ce yrBpEeHh roneMil HecaKaHh KapAiloBacKyflapHu HacraHH (aHrn. major
adverse cardiovascular events, MACE), rcoja axnyvyBa aKyren ranQapxr Ha MhoKap,qor,
Mo3oqeH yAap l nn KapAnoBacKynapHa cMpr, 6una cflilqHa 3a BilflAarnunrilH Bo
cnopeg6a co ronl6nHnpaHh aKr4BHl4 n nnaqe6o KoMnaparopt4 [coo4Hoc Ha pr3ilK no
Mantel-Haenszel Mero.qara (M-H RR) 0,82 (95o/o r4HrepBar't Ha cnrypHocr 0,61 -1,11)1.
MAQE ce nojaeun 1aj 83 oR 9599 (0,86%) 6onHn neKyBaHH co Bl4flAarnvnrvH ra xaj A-S

?F !\02 (1,20%) 6onxn neKyBaHil co KoMnaparop. oqeHxara Ha cexoja oAAenHa
MACE KoMnoHeHTa noKaxafla fqeKa HeMa 3roneMeH pu3t4K (cnuven Ha U-H RR).
[lorapgenh HacraHV Ha sarajyaarue Ha cpqero, ge$raHrapaHn KaKo sarajyaarue Ha
cpllero roe 6apa xocnt4Tarusaqnla unu HoBa nojaaa Ha aarajyBaFbe Ha cprlero, 6nne
npnjaeeHn xai 41 (0,43%) 6onHu neKyBaHh co BilnAarnnnrran u 32 (0,45%) 6onnn
neKyBaHh co KoMnaparop co M-H RR 1,08 (95% uHrepBan Ha cnrypHocr 0,6g-1,70).

Eaponcrara areHllt4ja sa neKoBr4 ja racxnyvra o6epcxara 3a nogHecyBaFbe Ha pe3ynraril
o.q ucnuTyBaFbeTo Ha BunAarflilnThH nph rou6rnaqrja co rr,rer$opruun Kaj cure
no4rpynil na ne4ujarpucKa nonynaqhja oa ure(epna 6onecr oA Thn 2 (aragere ro
nornaajero 4.? sa raHQopMaqiln sa ne,qujarphcKa npnrrlrena).

5.2, OAPMAKOK]4HET]4KA

Bnn.qarnrnrrH/uerdopna nH

Ancopnuraja
florap4ena e 6uoereueanenqujara Ha Tph jauunu Ha .qo3il Ha
Bilniqarnt4nrun/uer$opMt4H xouOnnaqnjara (S0 mg/500 mg, SO mg/g50 mg ra 50
mg/1000 mg) ao cnopeg6a co cno6o4Ha rou6rnarlraja Ha ra6nerv Ha-BnnilarnvnrnH v
naer$oput4H xflopr44 npil coo4BerHlt Ao3t4.

Xpanara ne anrjae aps on$aror 14 6penHara Ha ancopnrlraja Ha Bhn,qarflilnrilH oA
BhnrqarflunruH/uerSopMutH ronl6ranaqujata SpanHara n on$aror Ha ancopnqraja Ha
uerSopuuH oA rou6rnaqwlara Btn1arnvnrran/vrer$opMLtH 50 mg/1000 m! ce
HaManyBaar Kora ce AaBa co xpaHa uJTo ce oApa3yBa co HaMaflyBaFbe na Cmax ga
260/o, AUC sa 7o/o n ogrloxeH Tmax (2,0 go 4,0 h).
l4ajaaure Bo npo,qonxeHre ru oApa3yaaar $apMaKoKilHerilqKhre caojcrsa Ha oAAenHn
aKTLTBHH Marepilu Ha BhflAarflilnruHor n nler$opMt4Ftor.

Bun.aarnunrun

Ancopnuraja
[1o nepopa.nHa nphMeHa Ha rna4Ho ce ancop6upa npt4 ruro
MaKCUManHilTe KOHqeHTpaLlt4r4 BO no 1,7 qaca. XpaHara
Hesnavajxo fo o4no)KyBa BpeMero rqo ManHil KOHqeHTpaqhil Bo

4:rffii,D

wt$nna3Mara na 2,5 qaca, Ho He ja rvren nocr (AUC), flpnvrenara Ha



BnnAarnnnrilH co xpaHa pe3ynr[pa co HaMar'tyBaFbe Ha Cmax (19%) Bo cnopefl6a co
npuMeHa Ha rna.qHo. Mefyroa, creneHor Ha npoMeHa He e KnuHnqKt4 3HaLtaeH na
Bnfl,qarflunTuHOT MoXe Aa Ce nphMeHyBa CO XpaHa Vnn 6eg Hea. AnCOnyrnara
6uopacnonoxilBocr e 85%.

Dvictpu6vuviia
Bpayear+ero Ha BilnAarnilnrnHor co nporeilHure Ha nna3Mara e HilcKo (g,3%) n
Bfin,qarI]rnTilHoT eAHaKBO ce pacnpeflellyBa nOnaery nfla3MaTa u epnTpQqyTuTe.
CpegHraor BonyMeH Ha Ailcrplt6yLpja Ha Bnn4arflilnruHor eo cocroj6a Ha AVHaMhL{Ka
paMHorexa no rHrpaBeHcKa nprMeHa (Vss) e 71 nnrpn, ruro ynaryBa Ha
eKcrpaBacKyfl apHa pacnpegen6a.

SnorpancSopuauuja
l-naeHilor nar Ha eanM[Haqnja na BilnAarfinnrnH raj nyfe e uera6onn3]4pabe, Ha Koe
ornafa 69% oa Ao3ara. l-naeHnor uera6onur (LAY 151) e Sapvraronou.JKll HeaKrilBeH
H npoAyKT e xilAponn3ara Ha qrjano- Aenor Ha MofleKyrt4Te, Ha ulro ornafa 57o/o op1
Ao3ara, no uro cne,qn npoAyKT Ha xil,qpo.nil3ara Ha aMnAl4te (4o/o oA Ao3ara). Bps
ocHoBa na in vivo ucnntyBabe raj xoe ce Kopr,rcreHu craopqr co HeAocrilr Ha Dpp-4
orKpileHo e AeKa DPP-4 AeflyMHo AonpilHecyBa Bp3 xhAponu3ara Ha BilnAarflhnrilH.
BnngarnnnrilHor He ce uera6onn3hpa npeKy eH3ilMltre Ha CYP 450 go roj 6nno
MepflfiB on$ar v 3apaAil Toa He ce oqeKyBa Bp3 uera6onuLtHt4or KnnpeHc Ha
BrflAarnHnrnHor ga en1jae ucroBpeMeHara npnMeHa Ha fieKoBt4 Koh ce uuxulutopvt
ulnnn nHAyKTopt4 Ha CYP 450. Crygunte in vitro norcaxafle AeKa Bnn$arnnnrilHor He ril
nnna5npalunpy[upa cYP 450 eH3HMrre. 3apaAra roa He e eepojarHo AeKa
BuflAarflhnrl4Hor ke anrajae epa ruera6oflr4r{Hr4or KnrpeHc Ha ilcroBpeMeHo npilMeHerrl
.neKoBr4 Koil ce ueraoonn3upaar npeKy cYP 1A2, cyp 2cg, cyp 2cg, cyp 2c19, cyp
2D6, CYP 2E1 vtnn CYP 3A4l5.

EnrarunHaunia
[1o nepopaflHa npilMeHa Ha [r+C] Bun4arflunrnH oKony 85% o4 rqo3ara ce n3flaqyBa
npeKy ypuHara, a 15% orq ,qo3ara nponaj4eno e Bo croflt4Llara. flo nepopaflHa
npnMeHa 23% oA Ao3ara cg H3flaqyBa npeKy 6y6pearare KaKo HenpoMeHer
BrnAarnilnrrH. flo hHTpaBeHcKa npilMeHa Kaj 3ApaBil ilcnHTaHuqil BKynHnor
nfla3Marcrcn u 6y6pexeH KnhpeHc Ha BilngarflilnruHor e 41, oAHocHo 13 l/h. Cpe4nara
Bpe,qHocr Ha nonyBpeMero Ha eflilMr4Haqnja no nHTpaBeHcKa npilMeHa n3HecyBa oKoly
2 'aaca. flonyeperraero Ha enrMuHaqraja no nepopaflHa nprMeHa H3HecyBa orony i
qaca.

Cmax Ha BilnAarflnnrnHor h noBptrl4Hara nofl KpilBara Ha
(AUC) ce 3roneMhfle nprabnraxHo .lponopqnoHaflHo Bp3

KoHueHrpaqrja - BpeMe
AO3aTa BO paMKilTe Ha

TepaneBTcKiloT pacnoH Ha

flon: Kaj $apuraroxra Tr4Hor He ce ga6enexann KflylHt4r{Kt4
3HaqajHil pa3nnKr
r.u14poK pacnoH Ha

oA Ma[IJK]4 il XeHCKl4 nOfl BO paMKilTe Ha
reflecHara Maca (BMl). flonor He enrjae

epa nHxr6ntyjara na DP oT.



Bospacr: raj sgpaau nocrapu vcnvraHrqh (>70 ro4ranra) arynHara u3noxeHocr Ha
BnnEarnrnruH (100 mg eEHarrJ Ha gen) 6vrna 3roneMeHa sa 32Vo, co 18%-ren nopacr
Ha MaKcnMaflHara ronqenrpaqnja Bo nr'ra3Mara Bo cnope46a co MflaAu 3gpaBh
HcnHTaHnlln (18-40 ro4uHn). Oarae npoMeHu He ce cMeraar 3a KflnHnL{xn snavajnn,
naeryroa Bo3pacra ne enujae eps nnxn6u4ujata na DPP-4 Bun$afnvnrilHor.

OulreryeaFbe Ha $ynrrlrajara Ha qpHuor gpo6: HeMaflo KnnHilqKt4 sHavajnu npoMeHil
(Hajnnnory -30%) npu h3noxeHocr Ha BnflrqarflhnruH Kaj ncnvraHaun co 6naro,
yMepeHo unu reruKo oLrreryBahbe Ha LlpHt4or ApoO (Child-Pugh A-C).

OureryeaFbe Ha Synrr4ajara Ha 6y6pe3rre: raj ucnnraHaun co 6naro, yMepeHo ilnt4
Te[uKo oLuTeryBahbe Ha 6y6peenre cucTeMcKara ]43.noxeHocr Ha BnflAarr]nnTilHor 6una
3roneMeHa (Cmax 8-66%; AUC 32-134%), a BKynHilor refleceH KnilpeHc HaManeH Bo
cnope46a co t4cnhraHnLln co HopManna $ynrquja ua 6y6pesrare.

ErHil.{ra rpyna: orpaHilr{eHnre no,qaroqn HaBe4yBaar Ha 3aKnyqoK AeKa pacara HeMa
H 14 KaKBo nosnavaj Ho an ujaH ue Bp3 $ap vra xoxn Heril Kara H a B ilrl,qa rn n nru Hor.

Mer$opuran

Ancopnurja
flo opanHa gbsa Ha uerSopMt4H najroneua KoHqeHrpaqraja ao nfla3Mara (Cmax) ce
nocrHrHyBa no npu6fihxHo 2,5 uaca. Anconyrnara 6nopacnofloxt4Bocr Ha ra6nera o4
500 mg uer$opnlrun npn6nwxHo e 50-60% raj sppaera vcnwaHuqn. Heancop6rapaHara
Qpaxquja orKpheHa Bo croflr4Llara no opaflHa Ao3a 6nna20-30o/o.

f'lo nepopanHa npnMeHa ancopnqnjara na vrer$opnaraH e Henornor'tHa h ce o,qBilBa ce
Ao 3acnryBaFbe. Ce npernocraByBa AeKa $apuaroxhHerilKara Ha ancopnqraja Ha
uerSopnauH He e ntaHeapHa. l-lpn aoobilqaeFrn Ao3r4 v rueMil Ha Ao3upaFbe Ha
uer$oputl4Hor KoHqeHTpaqilnre Bo nra3Mara eo cocroj6a Ha .qnHaMilLtHa paMHorexa
ce nocrilrHyBaar Bo paMKilTe Ha 24-48 qaca u onuJro ce noManu op 1 pg/ml. l-1pra

KoHTpoflt4paHn wrvHVLrKr4 rcnilTyBaFba najroneunre HnBoa na naer$opMt4H Bo n.na3Mara
(Cmax) He npeMnHyBane 4 pglml, Aypt4 vl npv najronenau Ao3H.

Xpanara He3HaqHTenHo ro oAfloxyBa v ro HaMaflyea on$aror Ha ancopnqilja na
uerQopuunor. [lo npnMeHa Ha Ao3a oR 850 mg MaKcilManHara KoHlleHrparlraja eo
nra3Mara 6una 40o/o noMaIa, AUC 6un HaMafleH 3a 25o/o, a BpeMero ,qo
nocTilrHyBaH'e Ha MaKcnMaflH[Te KoHLleHTpaquil BO nfla3Mara 6nno npo,qonxeHo sa 35
Mr4Hyrr4. He e nosHaro KnHHhLtKoro 3HaLtelbe Ha oBa HaMaflyBaFbe.

.[ncrpr6vuraia
Bpsyearuero co nporehHilTe neuapnnao. MerQopuuHor ce
pacnpeiqenyBa Bo epilrpoql4rnTe
63-276 nnrpn. t"'-*- f#1t_$ *l-9 6K.-\'g' ,;9r t- \&ri!AW -* lr

t?;,X-::t/Ye . vsI

SuorpaHcSopuauraia

Ha pacnpegen6a (Vd) e nouery



MerQopurilHor ce il3fla1{yBa HenpoMeHer Bo yprHara. He ce npoHajpeHr uera6onurn
raj nyfe.

Ennuunauraja
MerSopvrranor ce eflnMnHnpa npeKy 6y6peorare. Sy6pexHraor KflupeHc Ha
ver$opurHor e >400 ml/min rrJro ynaryBa AeKa uersoprvrilHor ce orcrpaHyBa npeKy
rnoMepyfiapHa $rnrpaquja u ry6ynapHa cerpeqraja. l-1o opaflHa Ao3a npilBr,qHoro
nonyBpeMe Ha enrMilHaqnja npn6n4xHo e 6,5 qaca. Aro 6y6pexHara $yHxqraja e
ollTereHa, 6y6pexHraor KnnpeHc ce HaManyBa cpa3MepHo co HaMaflyBa;bero Ha
KnilpeHcor Ha KpearilHt4Hor h 3aroa noflyBpeMero Ha eflnMrHalluja ce npoAonxyBa
UJTO AOBeAyBa rqo 3rofleMeHil Hl4BOa Ha Uer$OpM]4H BO nfla3Mara.

5.3. npETKnuHur{K14 noAATOql4 3A CnrypHOcTA

Vlcntnyaal-bara Ha rou6rxaqun Ha Marepnil npr xorvr6raHaqraja co
BrflAarnilnrnn/uer$opMt4H cnpoBeAeHn ce Bp3 xHBorHt4 Bo rpaeFbe Ao 13 ce4Milqt4.
He ce yrBpAeHta HoBt4 ToKct4L{Hocrr4 noBp3aHil co rou6rnaqrajara. Cnegnnre nogaroqn
ce oAHecyBaar Ha HaoAilTe orq hcnrryBaFbara cnpoBeAeHu noce6Ho co BilnAarnilnrnH
n uerSoprrluH.

Bnn.qarnunrrn
3acron Ha ilHTpaKapprajanHoro 3ror'reMyBaFbe Ha hMnyncor ea6enexaHil ce raj Kyqilba,
npil ruro gosara xoja He npeAr3BilKyBa e$err n3HecyBa 15 mg/kg (7-rparHa
u3floxeHocr raj nyfe eps ocHoBa Ha Cmax).

Kaj craoplll4 v1 rflyBqr4 aa6enexaHa e axyrvrynarlraja Ha neHecril anBeoflapHil
naarpo$arh eo 6enure gpo6oera. Kaj craopqr Ao3ara 6es e$em 6una 25 mg/kg (5-
KparHa il3floxeHocr raj nyfe apa ocHoBa Ha AUC), a raj rnya}n750 mg/kg (142-
KparHa n3floxeHocr xaj nyfe).

l-acrpouHrecrrHaflHnre chMnroM14, oco6eHo MeKa crofl14Lla, clry3HaBa crofl14qa,
nponnB n npv norofleMn Ao3vi, KpB Bo cronilqara ea6enexaHil ce xaj xyvrarua. He e
yrBp,qeHa Ao3a roja ue npegil3Bt4rcyea eeerr.

flpr roneeHlll4oHanHu in vitro u in vivo recroBr4 3a reHoroKcr4\.rHocr BuflAarnr4nrilHor He
6nn uyrareH.

lAcnutyeaHrero Ha nnorqHocra. vt'paHnor eu6pnonanen pasaoj Kaj craopqn He
noKaxaflo gera Aoafa Ao otureryBaFbe'Bp3 nnogHocra, penpo4yKTt4BHara cnoco6Hocrvnv paHilor eru6pnonanen pasaoj 3apa4il BunqarnnnrnH. Evr6praoSeranHara.
TOKCI4L|HOCT e fiCnilryBaHa Kaj craoplll4 n sajaqn. 3roneueHa uHqnAeHqa Ha
6paHoara4Hra pe6pa e aa6erlgErffiffiopqu, a noBp3aHa e co HaManeHr napaMerpn
HA TEflECHATA TEXHHA Ao3ara KoJa He npe,qr3Bhryaa eeerr
il3HecyBa 75 mg/kg (1
Macara Ha $erycor ra

raj nyfe). Kaj aajaqrare HaManyBaFbe Ha

6une sa6enexaHyl
, Kor4 ynaryBaar Ha aacroj eo paaaojor,

flo3ara 6es e$exr ra

TeuJKa TOKCI4qHOCT 3a MaJKaTa, npn uTo
r3noxeHocr raj nyfe). Bps rnyar4a e

cnpoBe,qeHa cryEnJa nocrHaraflHilor pasaoj. E$errnre ce



3a6enexaHu caMo Bo BpcKa co roKcr4L{Hocra 3a MajKara npil >150 mg/kg, a BKflyqyBafle
MnHnl4Bo HaManyBaFbe Ha re.necHara rexilHa n HaManeHa Moropt4l{Ka axrreHocr xaj
reHepaqnjara F1.

,QeorograuHo ilcnilryBaFbe 3a KaHqeporeHocr 6npoeegeHo e Bp3 craopll4 co opanHfi
Ao3H Ao 900 mg/kg (orony 200 naru noroneMa H3noxeHocr oA h3floxeHocra xaj nyfe
npil MaKchMaflHo npenopal{aHa gosa). He ce sa6enexaHn 3rofleMyBaFba Ha
l4HqhAeHqujata Ha ryMopr xoja 6ra Moxena ,qa ce npuniluJe Ha Biln4arnnnruHor. Epyra
ABoro.quuJna cry4nja 3a KaHlleporeHocr cnpoBegeHa e Bp3 rnyBqr co opanHu ,qo3n Ao
1000 mg/kg. 3a6enexaHa e 3roneMeHa ilHqhgexqraja Ha a,qeHoKapquHoM na gojxa, npu
l.uro Ao3ara 6ee e$err h3HecyBa 500 mg/kg (S9-rparHa h3noxeHocr xaj nyfe) n
xeMaHrhocapKoM, npn uJro flo3ara 6es e$err H3HecyBa 100 mg/kg (16-rparHa
n3roxeHocr raj nyfe). Ce cnlera AeKa 3foneMeHara nHllilAeHqnja na nre ryruopra xaj
rnyBqn He npercraByBa 3HaqaeH ph3r4K sa nyfe Bp3 ocHoBa Ha HenocroeFbe Ha
reHoroKcl4ltHocr Ha Bungarflr4nr[Hor il HeroBror rnaBeH uera6onrr, 3apaAn nojaaa Ha
TyMop caMo o.q eAeH BVA t4 co roneMn pa3Mepu Ha cncreMcKa h3floxeHocr raj xon ce
sa6enexaHr ryMopnre.

llpl4 ToKcl4Ko.no[lKo ncnilryBaFbe Bo rpaehbe oR 13 ce4Mnqh Bo qyHoMonrycor Ha
uajuyHure sa6enexaHu ce KoxHll ne3w npfi Ao3t4 oA >5 mg/kg/gen. Srne AocfieAHo
cMecreHu Ha eKcrpeMilTerilTe (gnaxxn, cranafla, yu;,v tA onar.ura). flpu gosra oA 5
mg/kg/flen (ornpranura o4roBapa na AUC Ha n3roxeHocr raj nyfe npil.qo3a op 100
mg), sa6enexdHr ce caMo MeypqnFba. Tue 6ea peaepsv6nnnu ra noxpaj npo4onxeHoro
neKyBaFbe u He 6nne noBp3aHil co xr4cronaroflotuKt4 a6HopuanHocrr4. flyurnra Ha
KOXara, nyneFbe Ha Koxara, Kpacrn n paHu Ha onauJKara co xt4cronaroflotuKl4 npoMeHil
ron 6nne noBp3aHh co roa, ga6enexaHil ce rcaj 4oera oA >20 mg/kg/4eH (npra6nraxHo 3-
KparHa AUC Ha u3floxeHocr raj nyfe npra Ao3a o,q 100 mg). Herpon4ltHt4 fle3ilil Ha
onarrKara sa6enexaHn ce nph iqo3a oR >80 mg/kg/gen. KoxHrre ne3vl ne 6nne
pesepsn6wnr,tt raj rraajuyHil neKyBaHn,co Ao3a oR 160 mg/kg/4eH 3a BpeMe na 4-
ceAM],|LreH nepuo.q Ha oKpenHyBaFbe.

Mer$opunH
flperrnnnt4l{KilTe no,qaroqil sa uer$opMr4H He yKaxyBaar Ha noce6en pil3t4K sa nyfero
Bp3 oCHoBa Ha KoHBeHLll4oHanHilTe ucnnTyBaHra Ha 6es6eAHocHaTa Sapvraronoruja,
ToKcl4t{Hocr Ha noBTopeHa4 Ao3v, reHoroKct4L{Hocr, KaHqeporen norenqrajan u
pen poAyKTl4 BHa TOKCl4r{ HOCT.

6. OAPMAqEBTCKI4 nOEATOLlr4
6.1. nUCTA HA EKCqU|]ilEHCU

Ja.qpo Ha ra6nerara
xr4ApoKcunponnn qeflyfl o3a
xil.qpoKcunpon iln uenyfl o3a, Hn
MarHe3hyM cTeapaT

06arexa
xilnpoMenosa (5 mPas)

mi;:,rh.4_3"#;a
q,mtfiir,{s{ps3;



OhnM-o6erera:
xnnpoMenoaa (15 mPas)
naKTo3a MoHoxl4ApaT
rhraHryM ALtoKct4A (E17 1)
TpuaqeTnH
xene3o oKct4A, xoflr (E172)
TANK

6.2. l4HKOMnAThEl,ltlHOCT
He e nprueHflnBo.

6.3. POK HA YNOTPEEA
24 vece4u

6.4. HAqUH HA TIYBATbE HA NEKOT
[a ne ce LtyBa Ha reMneparypa Hag 30"C.
,4a ce LryBa Bo opurnHanHo naKyBaFbe 3apaAn 3auJTnra oA Bnara.

6.5. nAKyBArbE (npupoEA n coApxl4HA HA nAKyBA|SETO)
60 (6xl 0) Qnnvr-o6noxenn ra6netu, oPA/Al/PVCttAl 6nncrep, eo ryrraja.

6.6. ynATcrBo 3A ynorPEEA/ PAKyBAHTE n nocE6Hil MEpKt't 3A
OTCTPAHYBA}bE HA NEKOT
Heua noce6nn 6aparua.

7. HOC14TEJI HA OEOEPEH14ETO 3A CTABATbE HA TIEKOT BO NPOMET
EEIIYflO IOOEII Cronje,
yn. 3-MareAoHcKa 6praraga 6p.G8, 1 000 Cronje, p.C.Maregonraja
3acranHilK Ha npoLl3BOAilTeflOT Senyno, fieKoBvl 14 KO3MerUKa A.A.,
Ynrqa ,[anraqa 5,48 000 KonpraBHrqa, Xpaarcra

8. EPOJ HA OEOEPEHHETO 3A CTABAISE HA NEKOT BO NPOMET
AGNIS coMBl 50 mg/1000 rirg er,rnur-o6noxeHn ra6nern: 11-4942t2

9. EATYM HA oAoEPEHl4ETo 3A GTABAHTE HA flEKor Bo npoMET
AGNIS COMBI 50 mg/1 Hn ra6nern:20.12.2019

10. IATyM HA TEKCTOT
Jauyapu,2021

lcr nr.7lrr.\
ira*.rA*fr


