
3E]4PEH I43BEIUTAJ 3A OCOE]4H]4TE HA NEKOT

1. 14ME HA NEKOT
AGNIS COMBI 50 mg/850 mg Sranrra-o6noxexn ra6neru
vildag lipti n/metform in

2. KBANhTATI4BEH 14 KBAHT]4TAT]4BEH COCTAB
Cexoja $ranru-o6noxeHa ra6nera co4pxr4 50 mg Bnn1arnunruH t4 850 mg
uer$opnauH xnopn,q (r.uro o4roBapa Ha 660 mg rr,rersopurran).

ExcuunneHc co noeHar ederr:
Cexoja ra6nera co4pxt4 2,8 mg.r'taKro3a MoHoxn,qpar.

3a rlenorynHara flrcra Ha eKcqun veHcv Bhgere ro nornaejero 6.1 .

3. OAPMAqEBTCKA OOPMA
Orannn-o6noxeHa ra6nera.
Xontn, 6uroneercHn, oBar'rHr4 $rannr-o6noxeHn ra6nern co o3HaKa ,,50" 04
e.qHara crpaHa 14 ,,850" oA Apyrara crpaHa. ,lrnaeHeunre Ha $ranrra-o6noxeHhre
ra6neru ce 20,5 x 9,5 mm.

4. KnnHUqKU nOEATOqlr

4.1 . TEPAnEBTCKI4 14HE14KAqt414

ArHnc Kona6u e hHAr4qt4paH npr neKyBaFbe na ulekepna 6onecr run 2:
- ArHnc Kotu6u e uHAt4qr4paH npil neKyBaFbe Ha Bo3pacnn 6onHn xaj rora He Moxe Aa

ce nocrhrHe 3aAoBonyBaL{Ka KoHTpofla Ha rnuKeMujara co npilMeHa Ha opafieH
uerQopnauH npn MaKcilManHo no,qHocnhBh Ao3t4 vnn Kaj 6onHr Kon eeKe ce
neKyBaar co xou6uHaquja Ha oAAeflHn BnflAarnnnrnH ra rrltersopnltrn ra6neru.

- Arxrc Kou6ra e nHAVqtApaH Bo rona6nnaqraja co cyn$oHranypeja (ognocHo rpojna
rou6nHupaHa repanraja) xaxo AoAaroK Ha Arera ra aexbil 3a reflo raj aoapacnra
6onnu raj rora KoHrpoflara co rvrer$opuran ra cyn$oHranypeja e HeAoBoflHa.

- Arnnc Kovr6ra e t4HiqhqilpaH xaj rpojna xou6rnrpaHa repanraja co nHcynilH KaKo

,qo,qaroK Ha ,qilera il eex6u 3a rero 3apa1t no4o6pyaarse Ha KoHTpoflara Ha
rnnxeunja raj eoepacHn 6onnn raj rora cra6nnna.Eo3a Ha uHcynt4H n rrlter$opMt4H He
oBo3MoxyBa coo4BerHa KoHTpofla Ha rnrxennnjata.

4.2 RO3HpAtbE 1'1 HAqnH HA ynOTpEEA
logilpaFbe '..

,floaara Ha aHTnxvneprnnxeMncKara repanraja
uHAVBtAyanu3npaHa cnope.q nocrojnnor
no4HocnuBocra, He npeMilHyaajku ja npnroa

6ra rpe6a Aa 6nrye
tAor, e$eqor v
lqaHa gneafia Ao3a
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javrHa Ha ra6nera oA 50 mg/850 mg ,qBa narn Ha rqeH, eAHa ra6nera Hayrpo 14 Apyra
HaBeqep.

- Kaj 6onnn Kaj Kovt He e nocn4rHara 3a4oBoflyBaqKa KoHTpofla npn Hajancoxa
norqHocflr4Ba Ao3a Ha MoHorepanuja co uerSopMt4H:
Boo6t4,{aeHa noqerHa Ao3a Ha neKor ArHnc Kovr6ra rpe6a Aa 6rage 50 mg
Bnn,qarnunrilH ABa naril Ha geH (exynHa AHeBHa Ao3a 100 mg) nllyc AocerauHara
Ao3a Ha uer$opMt4H.

- Kaj 6onHn Koh npeMnHyBaar o.q ilcroBpeMeHa nphMeHa Ha BilflAarflilnrnH vl

mer$opunH KaKo o,qAenHta ra6nern:
ArHnc Kou6u norpe6Ho e Aa ce 3anoqHe npn .qoceralrlHilTe 80314 Ha BilflAarn vnrvH u
uer$opuran.

- Kaj 6onHu raj ron He e nocrurHara 3a4oBoflyBaqKa KoHrpofla npra 4eojna repannja,
co rona6uHa4uja ua uerSopMt4H ra cyn$oHranypeja:
,[osara Ha fleKor Arnuc Kovr6ra rpe6a ga 6npe 50 mg Bnn1afnvnrrH ,qBa naril Ha

4en (erynHa AHeBHa Ao3a 100 mg) n Ao3a Ha uer$opMr4H cnt4l{Ha Ha,qocerauHara
Ao3a. Kora Arnnc Kotu6ra ce npHMeHyBa Bo xoru6nnaqraja co cynSoHranypeja, Moxe
Aa ce 3eMe Bo npeABnA noMafla Ao3a Ha cyn$oHnnypeja 3a Aa ce HaMaflil pr43t4Kor
oA xnnorfluxenltnja.

- Kaj 6onHr -xaj Kot4 He e nocn4rHara 3a4oBoflyBaqKa KoHTpofla nph 4eojHa
rou6rHnpaHa repanuja co uHcynHH n najercoKa nopHocflilBa Ao3a Ha uer$opMt4H:
,[oaara Ha neKor Arnuc Kovr6ra rpe6a 4a 6rage 50 mg BVnAarnunrHH ABa narn Ha

4eH (arynHa AHeBHa Ao3a 100 mg) il Ao3a Ha naer$opMt4H cflr4qHa Ha AocerauHara
rq03a.

He e yrBp4eHa 6ea6e4Hocra v AeflorBopHocra Ha BunrqarflnnrnH ra rvrer$opMt4H KaKo
rpojHa opanHa repannja eo roM6r4Haqraja co rna3orlAAVHAVoH.

l1oce6uu nonynauuu

flocmapu nuL4a p65 eoduuu)
Sn4ejku uer$opvrilHor ce il3flaqyBa npeKy 6y6pearare, a nocraprre 6onHn uwaar
ct$'toHocr KoH HaMaflyBaFbe Ha 6y6pexHara QyHrqnja, raj nocrapil 6onnu Koil nprMaar
ArHuc Kovr6n rpe6a peAoBHo Aa ce cfle,qu SyHrqrajara Ha 6y6peerare (argere rn
nornaejara 4.4 n 5.2).

Owmemyearce n q, Qynxqujama ua 6y6pe3ume
GFR rpe6a Ea ce npoqeHil npe4 noLreroK Ha neKyBabero co neKoBr4 Kor4 co,qpxai

ro,qilurHo no roa. Kaj 6onnu co 3rofleMeH pil3ylK oA
NOHATAMO[UHA Ha SyHrqrjara na 6y6pearare ra xaj nocrapu
nrqa, SyH
Meceqil.

rpe6a Aa ce npoqeHyBa noqecro, Ha np. ceror 3-6

Marcn r$oprurn rpe6a cnopeiq MoxHocra Aa ce no4enh
.9,?{seP4

I Cidn9
ao 2-3 AHeBH h MoxaT Aa ro 3roneMaT pH3l4KoT o,q naKTallrAo3a



(an4ere ro nornaajero 4.4) norpe6Ho e Aa ce npoBepar npeA Aa ce pa3ffreAa
BoBeAyBaFbero Ha uer$opMt4H raj 6onHra co GFR<60 ml/min.

Aro He e AocranHa coo4Berna javuHa Ha r'reKor ArHnc Kona6n, norpe6Ho e Aa ce
nphMeHar oAAenHnre KoMnoHeHru noce6Ho, HaMecro $nrcnure rona6nH an];vn.

Owmemyearbe Ha Qyuxqujama Ha u,pHuom dpo6
ArHuc Kou6ra He cMee Aa ce npHMeHyBa raj 6onHn co oturereH qpH Apo6, exnyvyeajrtra
rtA 14 oHhe qil14 BpeAHocl4 Ha aflaHnH aMilHorpanc$epasara (ALT) nnu acnaprar
aMilHorpancSepasara (AST) npe4 noqeroK Ha fleKyBaFbero 6une >3 oA BpegHocrnre
Ha ropHara rpaHrqa Ha HopManara (GGN) (aragere ru nornaejana 4.3,4.4 n 4.9).

11 ed ujam p ucKa nonyn aquj a
Arnuc Koru6ra He ce npenopal{yBa Aa ce ynorpe6yea xaj Aeqa il agonecrlenrn (<18
rognHn). Ses6egHocra u .qenorBopHocra Ha fleKor Arnuc Korr,r6ra Kaj Aeqa n
aAoneclleHrr (<18 ro4ranra) He ce yrBpAeHh. Henaa AocranHil noAaroLll4.

HaquH na ynorpe6a
['lepopanHa npnMeHa.
Ynorpe6ara Ha fleKor Arnuc Kovr6r co o6pox Hnh HenocpeEHo no Hero
y5naxu racrpot4 HTecrh Han H ure cu M nroM n noapearrffis.dooM t4 Hor
nornaajero 5.2).

4.3. KOHTPA[4HE]4KAq]414

- flpeocernt4Bocr KoH aKrilBnara ruareprja
HaBeAeHil ao nornaejero 6.1

MOXe Aa,ril
(au.qere ro

GFR ml/min Mer$opnltnx Brngarnunrnn

60-89 MaxcruanHara AHeBHa
,qo3a e 3000 mg.
Moxe Aa ce pa3rne4a
HaMaflyBabe Ha Ao3aTa co
orfleg na cna6eeFbero Ha

Synrqnjara Ha 6y6pe3ure.

Henaa nphcnoco6yearue Ha

Ao3ara.

45-59 MarcuuanHara AHeBHa
Ao3a e 2000 mg.
floqernara,qo3a il3HecyBa
najunory nonoBhHa o,q
MaKCnManHaTa .qo3a.

Maxcnnltannara .qHeBHa
Ao3a e 50 mg.

30-44 MaxcnuanHara AHeBHa
,qo3a e 1000 mg.
iloqerHara Ao3a h3HecyBa
HajuHory nonoBhHa oA
MaKCnManHaTa .qo3a.

<30 Mer$opul4Hor e
KOHTpailHflttUUpaH.



- Koj 6uno Bil,q Ha aKyrHa n,tera6onrqKa aqrAosa (xarco uJTo e .naKTaqilAo3a,
4uja6errv Ha Keroa Lla4osa)

- fluja6errqHa nperKoMa
- Teurro sarajyearoe na 6y6pe3ilre (GFR<30 ml/min) (ara,qere ro nornaejerc 4.4)- Axyrnu cocroj6ra Koil Moxar,.qa ja npoMeHar $yHrr4ajara na 6y6pe3rre, KaKo ulro

ce:
- AexilApatqnja,
- reurKa rH$ercquja,
- utoK,
- hHrpaBacKyr'lapHa npilMeHa na jopnr KoHTpacril (aragere ro nornaejerc 4.4).- AryrHa nflr xpoHt4.{Ha 6onecr roja Moxe rqa npe4ta3BhKa xrnorcraja Ha rKilBoro, KaKo
UJTO C:

- aarajyeabe Ha cpqero finn AiluJelbero,- HeoAaMHeueH uH$aprcr Ha MhoKaprqor,
- [lJoK.

- ourreryBaFbe Ha LlpHr4or Apo6 (eragere rn nornaajara 4.2, 4.4 n 4.g)
- Aryrna ilHToKc[Kaqraja co anKoxon, arlKoxoflil3aM
- fioerue (eragere ro nornaajero 4.6).

4.4. MEPK]4 HA NPETNA3'II4BOCT 14 NOCEEHN NPEEYNPEAYBATbA

Onuro
Arnrc Korvr6ra ne e 3aMeHa sa vHcynun raj 6onHu Ha Koil uM e norpe6ex ilHcynHH il He
cMee Aa ce npuMeHyBa rcaj 6onHn co ulertepHa 6onecr run 1.

flaxrauu.qoaa
flarraqrgosa, MHory perKa, Ho cepilo3Ha uera6onrqna rounnuxaqnja, Hajvecro
HacraHyBa npH aKyrHo BflouJyBabe Ha syHrqnjara Ha 6y6pearare vnn
KapAilopecnilparopHa 6onecr vnn cenca. flpra aryrHo B.noluyBaFbe Ha $yHrqrajara na
6y6pesrre Aoafa Ao aKyMynaqraja Ha uerSopMr4H, r.rJTo ro 3roneMyBa ph3r4Kor orq
naKTaLln,qo3a.

Bo cnyvaj Ha AexilAparilaja (rexor nponilB nnil noBpariarue, rpecKa vnvt HataneHo
BHecyBaFbe Ha tevuocr), norpeOno e nphBpeMeHo Aa ce npeKilHe co npnMeHa Ha
uer$opuuH I ce npenopal{yBa Aa ce o6parrare xaj 3ApaBcrBeH pa6orHnrc.

Kaj 6onHra fleKyBaHu co vrerSopMr4H norpe6Ha e nperna3fluBocr Kora ce 3anoLrHyBa co
npuMeHa Ha fleKoBl4 Kot4 Moxar aKyrHo Aa ja orurerar SyHxqrajara na 6y6pe3ilTe (raro
Luro ce aHrnxrnepreH3ilBr, AtAyperuun n NSAIL). Apyrn $axropra Ha pil3t4K 3a
naKraqilrqo3a ce npeKyMepHo BHecyBaFbe Ha aflKoxofl, nHcysnqrjeuqnja Ha qpHilor
Apo6, HecooABerHo KoHTpoflupaHa ruekepua 6onecr, Kero3a, 4onrorpajHo rnagyBaFbe
n ceroja cocroj6a nos;4rffq 5,t4gorcnja, KaKo il t4croBpeMeHa nprMeHa Ha neKoBH
KO14 MOXe Aa npeAil3 (engere ru nornaejara 4.3 n 4.5).

Sonnure nlnnn
naKTaqnAo3a.
a6gonaenor, rpl{eB
cnyvaj Ha coMHeH

Aa 6ngat nxSoprvrrpaHu 3a pn3ilKor oA
KTallu,qo3a ce aqHAo3Ha ArcnHeja, 6onxa ao

uja n xunorepMraja no roja cnegn roua. Bo
Oonnnor rpe6a Aa npecraHe Aa ynorpe6yea



MerQopMt4H 14 BeAHauJ Tpe6a Aa ce no6apa neKapcKa noMotu. flrajarxocrilvKilTe
na6oparopucntA HaoAil noKaxyBaar HaManeH pH Ha KpBTa (<7,35), 3roneMeHn HVBoa
Ha flaKTar Bo n.na3Mara (>5 mmol/l) h 3rofleMen anjoHcru npoqen il coo4Hoc Ha flaKrar
H nnpyBaT.

I-Ipumeua ua iodupauu xoumpacmuu cpedcmea
l4nrpaeacKynapHara nphMeHa Ha jo4rapaHil KoHrpacrHr4 cpe4crBa Moxe Aa AoBe,qe,qo
ne$ponarraja npe,qn3BuKaHa oA KoHrpacr, turo AoBeAyBa Ao axyuynaqraja Ha
naer$opunH r ro 3foneMyBa pil3hKor oA naKTaqu,qo3a. flprnleHara Ha uer$oprrlInn
rpe6aAa ce npeKhHe npeA vnvsa BpeMe Ha ncnrryBaFbara co MeroAa Ha cHilMahbe n
co HeroBa npuMeHa Moxe noBTopHo Aa ce 3anoqHe Eypl4 no 4g qaca, nolq ycnoB
$ynxqujara Ha 6y6pe3hre noBropHo 4a 6rage npolleHera v Aa e norBp,qeHo AeKa e
cra6nnna (ara,qere ru nornaejara 4.2 w 4.5).

OvHruuia Ha 6y6pesure
GFR norpe6no e .qa ce npoqeHn npeA nolreroKor Ha neKyBabero h peAoBHo no roa
(eugere ro nornaajerc 4.2). MerQopur4Hor e KoHrpahHAt4qhpaH xaj 6onnra co GFR<30
ml/min il HeroBara npuMeHa norpe6Ho e nphBpeMeHo Ea ce npeKuHe aKo ce nprcyrHr4
cocroj6n rcor ja MeHyBaar $ynxr4ajara na 6y6pe3ure (ara4ere ro nornaajero 4.3).

OureryaaFbe Ha Svhtruhiara Ha upHilor tpo6
Arnrc Kou6u He cMee Aa ce npilMeHyBa raj 6onnil co oureryBabe na QyHrrlujata aa
qpHt4or Apo6, axnyvyaajkra ru u onue xaj xora ALT ranra AST npeA noqeroKor Ha
fleKyBaFbero 6une >3x GGN (aragere rr nornaejara 4.2, 4.3 u 4.8).

Perro 6nne npnjaeeHn cflyqah Ha HapyuJyBabe Ha Qynrqrajara Ha LlpHt4or Apo6
(ernyvyeajrtr u xenarrrnc) co BunAarflilnrnH. f]pra rrae cnyltau 6onHure onuro 6rane
6es cuMnroMh t4 KnilHrqKn nocfle,quqil, a recroBhre Ha SyHxrlrajara Ha qpHror gpo6 ce
BpaThne Bo HopMafla no npeKilHyBaFbe Ha neKyBaHrero. TecroBnTe Ha $yHrqrajara Ha
qpHt4or Apo6 rpe6a Aa ce HanpaBar npeA noqeroKor Ha fleKyBaFbero co fieKor ArHrc
Korra6u 3a .qa ce yrBp4ar no'.{erHure BpeAHocrra. Oyxxqrajara Ha qpHilor ApoO rpe6a ga
ce cneAil 3a BpeMe Ha fleKyBaFbero co fleKor ArHnc Kou6u Bo l4HTepBanv oA Tpt
MeceqH 3a BpeMe Ha npBara ro4ilHa o,q neKyBaFbero il noBpeMeHo no roa. Sonnn raj
ron ke ce nojaaar 3rofleMeHh BpeAHocn4 Ha rpaHcaMilHa3ara rpe6a ,qa ce cne,qar co
cnpoBeAyBaFbe Ha flpyra npoqeHKa Ha syHxqnjara Ha qpHilor Apo6 co qen 3a
noTBp.qyBaFbe Ha HaoAure u no roa Aa ce KoHTponupa npeKy qecrr TecroBl4 Ha
$yHxqnjara Ha qpHilor Apo6 ce AoAeKa a6nopuannara(rare) epegnocr(ra) He ce
eparr(ar) Ha HopMana.
Axo norpaar 3rofleMeHilTe Bpe,qHocrn na AST ranra

noroneMo, ce npenopaqyBa Aa ce npeKilHe co Tepan
ALT Ha HhBo oA 3x GGN ranra,

6onnu ron ke paeerajar xoflTt4qa nnv Apyru
QyHrqrja Ha qpHuor gpo6 rpeSa Aa ce
Kou6n.

flo npeKhHyBaFbe Ha neKyBabero co
recroBilre Ha $ynxqujara Ha qpHnor ApoE;
cMee noBTopHo,qa ce 3anot{He.

Ha Hapyu.tyBaFbe Ha
co neKor Arnuc

HopMaflil3a1nja Ha
ArHrc Kona6u ne



KoxHn HapvLrJyeaH"a
flpn nperKfll4Ht4LtKr4 ToKcr4Kor'ror.rJKr4 ilcnhryBalba co Btn1arnnnrt H ea6enexaHr ce
KoxHt4 ne3ilLr, exnyvyeajkn n nojaaa Ha MeypL{t4Fba n ynqepaqraja na eKcrpeMnrerure
raj naajuynn (eragere ro nornaejero 5.3). klaro npil Kflt4Hl4LtKilTe [cnhryBaFba He e
aa6enexaHa 3ro.neMeHa rHqr4eHLla Ha KoxHl4 fle3ilh, nocroeflo orpaHnqeHo ncKycrBo
raj 6onHu co graja6erilqHa KoMnnilKaqvtja na Koxara. floHarara, no craBaFbe Ha fleKor
Bo npoMer nocrojar il3BeuJTav sa 6ynoenra r exc$onujatuenn KoxHt4 nesnn.3apagu
Toa, cnpoee.qyaajkn pyrl4HcKa Hera 3a 6oneH og graja6erec, ce npenopaqyBa cfle,qeFbe
Ha KOXH14Te HapyuyBaFba, KaKo [rJTo e nojaea Ha MeypqnH",a Anv ynqepaqraja.

ArvreH nanxpearrrnc
flprnaeuara Ha BuflAarntanrrH 6una noBp3aHa
naHKpearnrnc. Sonurre rpe6a Aa ce r3Becrar
aKyTeH naHKpeaTl4T]4C.

co pr43r4Kor oA paseoj Ha aKyreH
3a KapaKTepncTilL{Hl4OT CilMnTOM Ha

Aro nocron coMHeHne 3a naHKpearhrrc, rpe6a Aa ce npecraHe co ynorpe6a na
BilnEarflrnTuH; aKo aKyTHl4OT naHKpeaTnTrC e noTBpEeH, BUrAarrnnTnHoT He cMee
noBropHo Aa ce ynorpe6yaa. florpe6Ha e nperna3flHaocr xaj 6onHr co aHaMHe3a Ha
aKyTeH naHKpeaTuTl4C.

Xrnornurceunia
flosFtaro e 'AeKa cynsoHranypeure npeAH3Bl,rKaar xhnorflnKeurraja. Sonnnre Kon
npilMaar Brfl,qafflunrilH Bo rou6nHaqraja co cyn$onranypeja Moxar Aa 6npat
u3floxeHil Ha pil3t4K oA xilnorflrxeurja. 3aroa, Moxe Aa ce 3eMe Bo npe4Bilrq noMar'ta
Ao3a Ha cynSounnypeja 3a Aa ce HaManh pn3ilKor oA xilnorflureurja.

Xilpypluxil gadar
flprn,texara na uer$opMt4H rpe6a ,qa ce npeKhHe 3a BpeMe Ha x[pypuJrra sa6ar nog
onuJTa, cnrHanHa nnv enn+ypaflHa aHecresrja. Co repanraja Moxe noBTopHo ,qa ce
3anoqHe Aypn orKaKo oA xt4pypu.lKt4or oaSar vnn noBTopHo BocnocraByBaFbe Ha
nepopanHa npexpaHa noMilHan^o Hajuanxy 48 Lraca n noA ycfloa $ynrqrajara Ha
6y6pesrare noBTopHo ga 6uge npolleHera n Ea e norBpAeHo iqeKa e cra6ranHa.

oeoj fleK coApxr4 flaKTo3a. Sonrn co perKo HacneAHo HapyuyBaFbe Ha
HenoAHecyBaFbe Ha ranaKTo3a, co qefloceH HeAocTaToK Ha naKTa3a vlnn
Manancopnqnja Ha rflyKo3a n ranaKTo3a He 6r cueene Aa ro 3eMaar oeoj ner.

4.5. 14HTEPAKqH14 CO EPvrU TEKOBH Unn Epyt-t4 oopMl4 HA l4HTEpAKqt4t4

He ce cnpoBeAeHn Sopuannr ncnnryBaba Ha nHTepaKqilv 3a
B Lrfl ,qa rn il nrn H/uer$o p M r,! -CnegHnre HaBo.qr rv oApa3yBaar raH$opuaqraure
AOCTanHil 3a CeKOJa na uareprja.

Bun.qarnunrnx

Bnngarnunru
14CTOBpeMeHO

qrjan 3a HHTepaKLll4t4 co fleKoBilTe co Kor4

i':ttiV
AeKa BnnEarflilnTuHoT He e cyncTpaT Ha



eH3uMor Ha qilrpoxpoM P (CYP) 450 u He ru uuxn5upa Hnry rv uHAyqhpa CYP 450
eH3nMhre, He e aepojarHo AeKa ke enege Bo rHTeparqraja co aKTuBHilTe Marepvt/| Kot
ce cyncrparn, vHxv6nropra hnil uH4ytfioph Ha rile eH3nMil.

Pesynrarure oA KflilHr4LrKr4Te ucnuryBaba cnpoBe4eHn co opanHu anuguja6erhlll4
nilomilTa3on, uerSopMr4H n rnu5ypug eo xovroranaqraja co Bnn.qarflhnrnH He noKaxare
Kn il H nq Kn sHavaj H u Sap ua roxil Herilq Kn il Hrepa KLil4 ra raj rlen nara nonyfl aquja.

l4cnuryaaFbara Ha ilHTepaKll4r4 Mery fleKoBilTe co ,qnroKct4H (P-rnraronporenHcKt4
cyncrpar) n aap$apnn (CYP2C9 cyncrpar) apa 34paBr ilcnilraHuqh He noKaxane
lsll4Hl4'.lKl4 sHavajnu $apuarorilHernqKil ]4HTepaKqiln no ilcroBpeMeHa npilMeHa co
Biln.qarnInT]4H.

l4cnnryaaH'a Ha uHTepaKqnn uefy neKoBnre raj agpaara t4cnilTaHnqu cnpoBeAeHh ce co
aMnoAnnnH, paMunpun, BancapraH I cr4MBacrarnH. Kaj oBile ucnilTyBahba He ce
ea6enexaHr HuKaKBn KnhHhltKr4 anavajHn Sapnltaxor[Hern.qKt4 t4HTepaKLil414 no
l4croBpeMeHa npnMeHa co BilnAarnunrun. Oea, naeryroa, He e yrBppeHo raj qenHara
nonynaqrja.

Moxe Aa nocrot4 3rofleMeH pn3HK oA aHruoe,qeM Kaj 1unnvt KoLt t4croBpeMeHo
ynorpe6yeaar,AC E nnxn5nr op ra (aragere ro norfl aejero 4. 8).

Kaxo h co Apyril opanHh aatnpnja1ercKr4 neKoBr4, oApepeHh aKTnBHLt Marepilh,
exnyvyaajkn tuasu414, Koprl4Kocrepori4r4, neKoBr4 3a neKyBaFbe Ha rupoilrqHara xfle3Aa
H cilMnaroMnMen4r-lh, Moxar Aa ro HaMaflar xnnorflilKeMncKnor e$err Ha
BUflrqaff]hnTnHoT.

Mer6opn,trH

Kou6uuauuu xou ue ce npenopaq:/eaam
Anxoxon
l4Hrorcnraqrajara co aflKoxon 

" noBp3aHa co 3roneMeH pil3r4K oA flaKTaqilAo3a,
oco6eno npil cnyqah Ha rna4yBaFbe, norxpaHerocr r4r'n4 oureryBaFbe Ha $ynrqrajara
Ha LlpHr4or Epo6.

Jodupanu KoHmpacmu u cpedcmea
flpunaenara Ha rvrerSoprr,traH rpe6a Aa ce npeKuHe npeA vnv 3a BpeMe Ha
hcnuryBaFbaTa co MeroAa Ha cHrMaFbe il co HeroBa npHMeHa Moxe noBTopHo Aa ce
3anoqHe Aypr4 no 48 L{aca, norq ycfloB $yHrqnjara Ha 6y6pe3nre noBropHo 4a 6uge
npoqeHera u Aa e norBpiqeHo iqeKa e cra6unna (au4ere rn nornaajata 4.2 u 4.4).

Kamjoncxu aKmueHu Mamepuu
Karjoncxra aKTnBHu Marep[il Kor4 ce
cerpeqnja (na np. qravrerugun) Moxar

6y6pexHa ry6ynapna
a co uerQopruuH

HarnpeBapyeajrin ce 3a 3aeAHhqKnor aHcnopTeH cilcTeM il
nocne,qoBareflHo Moxe Aa ja sa6aah enh t4H, trJTO MOXe Aa rO
3rofleMil pr43t4Kor 3a flaKTalln,qosa. lzlcn go6poeonqh noKaxano



AeKa LlilMernAnHor npuMeHer Bo rqo3il oA 400 mg ABa narr Ha AeH ja sronevyea
chcreMcKara h3noxenocr (AUC) Ha uerQopMr4Hor sa 50%. 3aroa rpe6a BHrMareflHo
,qa ce cJ'leAn rnrxeurjata, npucnoco6yBaFbero Ha Ao3ara Bo paMKilTe Ha
npenopaqaHoro Ao3npaFbe n rqa ce pa3rneAa npoMeHa Ha fleKyBaFbe Ha ulekepuara
6onecr aKo ilcroBpeMeHo ce nprMeHyBaar rarjoHcxn neKoBr4 Kor4 ce en!4Mr4Hilpaar
npeKy 6y6pexHa ry6ynapna ceKpeqilja (eragere ro nornaejero 4.4).

Kouduuaquu Kou mpe6a da ce npuMeHyeaam co npemnasnueocm
Herou fleKoBt4 Moxar uJTerHo ga anrajaar Bp3 $yHrrlrajara Ha 6y6pe3nre, [!To Moxe Aa
ro 3rofleMr pn3rKor oA flaKTallt4Ao3a, Ha np. NSAIL, ernyvyeajku rn n cereKTnBHilTe
urtxn1nropil Ha UilKnooKct4reHa3ara (COX) ll, ACE unxnlniopu, aHraroHLtcrLt Ha
aHriloreH3hH ll peqenroprTe v nvypervaltt, oco6eHo Ar4yperullt4 Ha XeHneoeara
nerenKa. Kora rargu fleKoBt4 ce BoBegyBaar unv npnneHyBaar eo xoru6nnaqraja co
uerQoptunn, norpe6Ho e BHktMarenHo cfle,qeFbe na $yHrqujata na 6y6pesr,rre.

f-nyroroprilKoil,qrTe, 6eta-2-aroHilcrnre n AuypernqilTe nocegyBaar uHTpr4H3r4LrKo
xuneprnilKeMncKo gejcrao, Sonnrre rpe6aa rqa ce nHsopvrrapaar u no'.{ecro Aa ilM ce
KoHTpoflilpa fflyKo3ara Bo KpBTa, noce6uo Ha noqeroKor Ha neKyBabero. Aro e
norpe6Ho, Ao3ara Ha neKor Arnrc Kon6vr rpe6a Aa ce npncnoco6u sa BpeMe Ha
r4croBpeMeHara npnMeHa u no HejanHo 3aBpulyBaFbe.

Vluxu6uropil Ha aHriloreH3hH-KoHBeprilpaqKuor eH3HM (ACE) Moxar Aa ro HaMaflar
Ht4Boro xa rnyrosa Bo KpBTa. Aro e norpe6Ho, Ao3ara Ha aHTuxt4neprflhKeMilcKt4or neK
rpe6a Aa ce npncnoco6n 3a BpeMe Ha repanrja co Apyr fleK n no nejorano
3aBpuyBaFbe.

4.6. YNOTPEEA 3A BPEME HA NflOEHOCT, EPEMEHOCT h AOE}bE

6peuexocr
Herua coo,qBerHil no.qaroLltl 3a nprMeHara Ha rorvr6ranaqraja Ha
Bnn.qarnnnruH/uer$opMt4H raj 6pervreHlr xeHil. )Acnntyaat-bara Ha BhnAarflilnrrH Bp3
xl4BorHl4Te noKaxaa penpo4yKTt4-BHa roKcvrqHocr npil BHcoKt4 Ao3Lt. l4cnrryeaFbara Ha
uerQopturx Bp3 xt4BorHure He yKaxyBaar Ha penpoAyKTt4BHa roKct4riHocr.
Vlcnntyeabara Ha BungarnhnrrH n nler$oprrrlaH Bp3 xklBorHnre He noKaxafle
TeparoreHocr, Ho roKcl4LlHl4or eSerr epa $erycor AoKaxaH e npr Eo3t4 ToKct4L{Ht4 3a
uajrara (erapere ro nornaajero 5.3). l-lorenqrajanHnor pH3t4K sa nyfero He e no3Har.
ArHrc Korvr6ra He cMee Aa ce npuMeHyBa Bo reKor Ha 6pevreHocra.

Ioerue
Vlcnutyaarbara Bp3 noKaxane AeKa Mer$oprunHor vt Bnn4arnrnTnHor ee
u3naqyBaaT Bo MaJ He e nosHaro Aanil Bnn1arnvnruHor ce il3fla.lyBa Bo
MaJqHHOTO Mne
MfleKo raj nyfe.
co uer$opMt4H

ce n3naqyBa Bo MaflLt Konhqt4Ht4 eo uajvruoro
K OA" Xn norn n KeM rla KaJ HOBOpOAeHL| 14 Fba Bp3aHa
rio no4aroqu rcaj nyfe apeaHr co Bur,qafnilnrilH,

ArHuc Korvr6ra

4.3).

flno[Hocr

yBa 3a BpeMe Ha Aoebe (engere ro nornaajero
A.



He ce cnpoBe,qeHn HnKaKBV vcnvryBat+a 3a eSerror oA Bnn,qarnuntwnlvter$opvrran
Bp3 nno,qHocra xaj nyfe (an4ere ro nornaajero 5.3).

4.7. BIII4JAHI4E BP3 CNOCOEHOCTA 3A YNPABYBAIbE CO BO3l4NAU
PAKYBATbE CO MA1UI4H14

He ce cnpoBeAeHn ilcnnryBaFba ea eSerure Bp3 cnoco6nocra 3a ynpaByBaFbe co
Bo3nna u sa pa6ora Ha MaunHh. Sonnure xon rte noLryBcrByBaar Bpror.naBilqa KaKo
HecaKaH e$err rpe6a Aa ns6ernyeaar ynpaByBaFbe co Bo3ilna vnv pa6ora Ha
MAluilH14.

4.8. HECAKAH]4 IEJCTBA
He ce cnpoBeAeHh repaneBTcKr4 KnhHuqKH ilcnnryBaFba co xou6ranarlraja Ha
Bna.qarnilnrrH u uer$opuuH. Meryroa, 6iloexanaaneHqujara Ha xorr,tbraHaqraja Ha
B!4flAarnt4nrvH tA naerSopv14H co r4croBpeMeHo nptaMeHer BtnqafnvnrhH t4 vrerQoprvrraH
e AoKaxaHa (an4ere ro nornaejero 5.2). Oage npuKaxaHilre noAaroqh ce oflHecyBaar
Ha hcroBpeMeHa np[MeHa Ha Bun4arflilnruH u uer$opMr4H Kora Bnn,qarfltanruHor e
Ao.qaAeH Ha nlterQopnlrHor. He nocrojar hcnuryBaFba Kaj Koil luersopruuHor e
.qoAa,qeH Ha Bt4r'tAarfl il nT14H.

floaekero HecaKaHh 4ejcrea 6nne 6naru u MVHnvBtA v ne 6rno norpe6no ,qa ce
npeKnHyBa neKyBalbero. He e yrBpgeHa noBp3aHocr noMery necaxaHrare 4ejcrla v
cTapocTa, eTHhqKaTa npuna,qHocT, TpaehbeTo Ha h3noxeHocTa vnn AHeBHaTa Ao3a.

Perxo 6une nprajaaeHra cny.qar Ha HapyruyBaFbe Ha $yHxqrajara Ha qpHror Apo6
(exnyvyeajku u xenanarrc) co BuflAarnnnrhHor. Kaj rrae cnyqan 6onHnre onruro 6une
6es chlanroMh t4 ffir4Hrt{Kr4 nocfleArqn, a $yHrqrajara Ha qpHnor flpo6 ce Bparfina Bo
HopMana no npeKhHyBahbe Ha fleKyBaFbero. Kaj nogaroqure oA KoHTpont4paHnre
ucnnryBahba Ha uoHorepannja v vcnvryBahbara Ha neKor KaKo AononHhrenHa
repanuja Bo rpaeFbe no 24 ceAMlrqr4 uHqrAeHllara Ha 3roneMyBaFbe Ha ALT ranra AST
>3x GGN (xnacra$raqt4paHo KaKo npilcyrHocr npra najua nxy 2 nocnegoBarenHn MepeFba
vnv nph 3aBpuHara nocera 3a BpeMe Ha neryearuero) 6una 0,2o/o 3a 50 mg
BhnAarnnnrnH eAHauJ iqHeBHo, 0,3o/o sa 50 mg BuflAar.rlunrrH ABa naril rqHeBHo u 0,2o/o
3a cure cnope,qeHh neKoBr4. Onne 3foneMyBaFba Ha rpaHcaMilHa3ara onluro 6nne
acilMnroMarcKt4, HenporpecvBHu v He 6une noBp3aHil co xonecra3avnu xonrilqa.

Kaj 6onnn Kou ce Ha BnnAarnunrilH sa6enexeHn ce perK[ cnyqail Ha aHriloeAeM co
cnn..rHa cranKa raro xaj KoHTponHilTe rpynt4. [loronenlt Aefl o,q cny.qahre sa6enexaH e
Kora BhnAarnunrilHor ce ,qaBan Bo rona6nnaqnja co ACE nuxu5urop. floeekero
HacraHil 6ttne co 6nar ilHTeH3urer h ce noBneKfle da apenae Ha noHaraMo[uHoro
neKyBaFbe co Bt4fiAarnt4nTnH.

cnilcoK
Hecarann gejcraa
cnenil hcnilTyBalba
noHilcKo sa ceroja

KAKO MO

uan€ Br4n4arnhnrtaH nph 4aojHo
ofiHhTeflHa Tepannja HaBeAeH[ ce

vlaTQ.Ha opraHcKrTe crcTeMn urlHAilKaqh



ancorlyrHara 3allecreHocr. HecaraHure gejcrea nphKaxaHH eo Ta6eflara 5 ocHoeaHil
ce Bp3 uH$opuaqnure AocranHn og 36rapnror r43Beuraj sa oco6nHure Ha neKor 3a
uer$opturH AocraneH Bo Ey. 3aqecreHocra ce uannsecrrapa KaKo MHory Ltecro
(1110), Lrecro (1/100 u <1110), nouanKy Ltecro (1/1000 u <1t100), perro (1110 000 ra

<1/1000), MHory perKo (<1110 000), Heno3Haro (He Moxe Aa ce npoqeHn o,q
AocranHilTe noAaroLlil). Bo parurnre Ha ceroja rpyna Ha 3altecreHocr HecaKaHnre
gejcraa ce npnKaxaHn Bo Hna roj onafa cnope,q cepno3Hocra.

Ta6ena 1 Hecaranu gejcrea ea6enexaxr Kai 6onxu KoH npltMane 100 mg
BnnAarnhnrltH Ha AeH KaKo AoAaroK na uer{opMl,tH Bo cnope46a co nnaqe6o co
uer$oprvntH nph 4eojxo cnenlt ytcnxryBarua (N=208)

Hapyuryeaba Ha uera6onn3Mor l,t Ha ucxpaHaraulecro Xnnornnrenaraja
Hapyuyealba Ha HepBHnor cltcreM
Llecro
ulecro

9ecro
f'louranry qecro

Tpenltop
l-naeo6onxa
Bprornaanqa
3avop

Hapyuyealba Ha Alt recrltBH lror cr,tcreM
9ecro MaqHnHa

Onuc ua od6pauu HecaKaHu dejcmea
[1pu xoHrponupaHnre KflilHt4rlKu vcnnryBaFba co roru6nnaqnja 100 mg BnnAarflilnrilH
Ha AeH co uer$opMl4H He e sa6enexaHo noBneKyBaFbe oA hcnilTyBalbara 3apagil
HecaKaHr 4ejcrea nrary raj rpynara neKyBaHa co 100 mg Biln4arflilnruH Ha,qeH co
ver$oprunH, Ht4ry raj rpynara Ha nnaqe6o co vrersopruraH.

[lpn xnrHnLtKHTe rcnhryBaFba nHqnAeHqara Ha xnnornnKeunja 6una L{ecra raj 6onnra
Koil nprMane 100 mg Brfl.qaff'tnnrrH Ha AeH eo xovr6lliaqraja co vrer$opMt4H (1o/o) u
noMaflKy qecra rcaj 6onHn Kon npnMafle nflalle6o co rvrer$opvrnn (0,4%). Kaj gen op
6onHrre Koh npnMane BtnhafnunrvH He ce ea6enexaHil TeuJKr4 xhnorflilKeMhcKr4
HacTaHn.

flpr KflilHt4ltKure ncnnryBaFba reflecHara rexrHa He ce MeHyBana oA noqerHara
BpeAHOCT xOra 100 mg BnnAaff]lrnrnH Ha AeH e ,qo.qaAeHo Ha ruer$opM14H (+0,2 kg aa
BrflAaff'trnrilH o4Hocno -1,0 kg sa nnaqe6o).

JGtnHil.'f xilre hcnnryBaFba Koil Tpaefie noeeke op2 ropnHu He noKaxafle ,qononHnreflHll
6ea6e4HocHl4 cHrHa nn nnu Henpe4BilAeHu pvalqn Kora BungarnnnrrHor 6nn AoAaAeH
Ha uerSopMt4H.

Ta6ena 2 Hecaxaxu
BnnAarnltnTHH ABa

Hr,r xaj' 6onnn Koll nprMane 50 mg
uer$opurn u

cyn{onrnypeja (N=1
rou6rxaqraja co



Hapyuyaalba Ha uera6onn3Mor n Ha ytcxpaHara
ulecro Xunornnrenltraja
Hapyuyearba Ha HepBHl,tor cl,tcreM
t{ecro 3anaarnyaabe, TpeMop
Hapyuyaalba Ha Koxara H Ha norKoxHoro rKl,tBo
ulecro Xranepxn4posa
Onurn HapyuJyBaba lt peaKqnt,t Ha Mecroro Ha npHMeHa
tlecro Acrenuia

Onuc ua od6panu HecaKaHu dejcmea
Heuano noBfleKyBaFbe oA hcnilTyBaFbara no nprjaaenn HecaKaHn gejcraa raj rpynara
roja npnuafla repanraja o4 Bunrqarnr4nruH + rrltersopnaraH + rnrMenupu1 Bo ogHoc Ha
0,604 xaj rpynara roja npuMana repanraja og nnaqe6o + n,ter$opMt4H + ranMenupng.

l4nquAenqara Ha xhnorflilKeuuja6nna qecra xaj gaere rpynil Ha ucnilraHVuv (5,1o/o xa1
rpynara xoja npnnlana BilngarflilnrhH + MerSopMt4H + rflt4Ment4pn4 Bo oAHoc na 1,9o/o
xaj rpynara roja nphMana nnaqe6o + uerQoprrauH + rnrauenupu4). Kaj rpynara
neKyBaHa co Bun,qarnilnrhH npujaeeH e eAeH cepilogeH xilnornhKeMt4cKt4 HacraH.

Ha xpajor oA ilcnilryBaFbara eSerror Bp3 cperqHara BpegHocr Ha reflecHara rexhHa
6nn neyrpareH (+0,6 kg raj rpynara fleKyBaHa co Br4r'rAarnvnrvlH u -0,1 kg raj rpynara
neKyBaHa co nnaqe6o).

Kou6uuauuia co uHcvnuH

Ta6ena 3 Hecaranr gejcrea sa6enexaH[
BlrrgamlrnrltH Ha AeH eo xou6uxaqnja co
npn gaojxo cnenlt rcnrryBarua (N=371)

Kai 6onxn Kolt npltMane 100 mg
rHcynlrH ( co nnr 6es r'ler$oprur,tr)

Hapyuyaatba Ha uera6onr3MoT t{ Ha [cxpaHaraulecro HauanyaaFbe Ha rnyKo3ara Bo KpBTa
Hapyuyealba Ha HepBHxor cxcreMt{ecro l-naeo6onKa, TpecKa
Hapyuyaalbe Ha gltrecrytBH nor crcreM
9ecro Mavnuna, facrpoe3o$areanHa pe$nyxcHa 6onecr
flouanxv Ltecro t4B, (pflaTvr'teH

Onuc ua oddpanu HecaKaHu dejcmea
flpn ronrponilpaHhre KnhHuqKt4 r4c

mg ABa narta Ha AeH Bo xona6nnaqn
Ha naer$opMt4H, BKynHara nH

4ejcrea 6una 0,3o/o raj rpynara

ce npr4MeHyBan Bun4amunrnn 50
unu 6es hcroBpeMena repanraja

Ha neKyBaFbe no HecaKaHil

's*rKirt'

npr4Mana nnaqe6o HeMaflo npeKn

9rorr.rej

H, AoAeKa xaj rpynara roja



l4HqngeHqara Ha xilnorflilKevruja 6nna cflnqHa raj geere rpynr Ha ncnvrann1n (14,0o/o
xaj rpynara Ha BilnAarnvlnrvrl Bo ogHoc na 16,40/o xaj rpynara Ha nflaqe$o). laajqa6onHn nprajaerane reluKl4 xilnornnKeMncKn HacraHra xaj rpynara neKyBaHa co
BttfiAarnvnrviH, a 6 6onHn raj rpynara fleKyBaHa co nnaqe6o.

Ha rpajor oA ucnilTyBalbara e$exror Bp3 cpeAHara BpeAHocr Ha reflecHara rexuHa
6rn neyrpafleH (npOrr,reua oA +0,6 kg eo oAHoC Ha noLteTHaTa Bpe.qHocr raj rpynaTa
t'leKyBaHa co BnflAarflnnTrH, AoAeKa Kaj rpynara neKyBaHa co nnaqe6o HeMaflo
npoMeHa eo rexnHara).

Bundaenunmuu

Ta6ena 4 Hecaranr 4ejcraa
BnnAafnnnTltH Ha AeH KaKO
(N=1855)

Kaj 6onnn Kolt npuMane 100 mg
npx geojno cnenlt ncnxryBanra

,2o/o'(2 oa 1082) 6onnn raj rpynrare fleKyBaHil
, np-l1 lrJTo He ce sa6enexaHil cepuo3Hn vnu

TexnHa He ce MeHyBafla o,q noqeTHaTa
(-0,3 kg sa

ea6enexaHr
uoxorepannja

Onuc ua od6panu HecaKaHu dejcmea
BrynHara ilHqu,qeHqa Ha noBfleKyBaFbe oA KoHTpofl14paHilTe ilcnilTyBaFbara co
uonorepanuja 3apann HecaKaHil gejcrea He 6nna nororeMa Kaj 6onHu Kot4 ce
neKyBaHil co BnflAarflvnTt/tH co 90314 oR 100 mg Ha 4eH (0,3%), ao o4Hoc Ha 6onHn Koil
npuMafle nnaqe6o (0,6%) ilnt4 cnope4eHil fleKoBt4 (0,5%).

flpn roun aparvBHvt KoHTponhpaHil rcnuTyBaFbara co MoHorepanuja xnnornnxeunjara
6una noManKy qecra, a e xa1 0,4o/o (7 oA 1855) 6onHn fleKyBaHil co 100
mg Bhfl,qarflilnTuH Ha
co aKTilBeH Cnope,qeH
TC[UK]4 HACTAH14.

flpr KnilHuqKhre
BpegHocr rora 100

14n$exqur r,r nx$ecraqryl
Mnory perKo
MHory perKo

Llecro
flouranry vecro

lulnSerqnja Ha ropHt4re AnuiHt4 narnuJra
Haso$apuHrHrrc

Bprornaenqa
l-naao6onra

Hapyuyeaba Ha uera6onn3Mor n Ha xcxpaHara
flouanxy Ltecro Xnnornurenaraja
Hapyuyearba Ha HepBHr,tor crcreM

BacrynapHx HapyutyBaba
floruanrcy L{ecro l-lepu$epeH eAeM
Hapyuyearba Ha AhrecrhBHt4or ctrcreM
flouanxy qecro KoHcrrnaqraja
HapyuyaaH'a Ha MycKynHo-cKenerHyror cucreM u Ha cBp3Horo rKr,rBo
l-louanrv qecro a

Bil.nAafnnnTt4H
'e Ao,qarqeHo Ha uer$oprunH



KnnHuqrnre ncnuryBaFba
6es6e4Hocnn cvrHanv
uoHorepanuja.

Memhopuuu

Kol4 Tpaene Ao 2 fonvHu He
vntA HenpeABhAeHil pn3vqv

noKaxane AonoJ'tHt4TenHh
co B[n.qarnhnTilHoT npil

Ta6ena 5 Hecaxaxra gejcrea o4 uerQopMuHor

HecaxaHure gejcrea Ha ,qhrecrilBHr4or crcreM ce nojaayaaar najvecro Ha noL{eroK Ha
fleKyBaFbero il cnoHTaHo ce noBneKyBaar raj noeekero cnyqail. 3a ga ce cnpeqar, ce
npenopallyBa npilMeHa Ha uerSopnltilH Bo 2 .qHeann Ao3t4 3a BpeMe vnn no o6por.
Snaro 3rofleMyBahbe Ha Ao3ara ncro raKa Moxe Aa ja no4o6pra racrpor4HTecrrHa.r'tHara
norqHocnuBocT.

Ta6ena 6 Hecaranr,r gejcrea no craBarbero Ha neKor Bo npoMer

Hapyuyearba Ha uera6onr3Mor l,t Ha ncxpaHara
MHOry peTKo Hauanena ancopnrlraja Ha BilTaruun 5rz n naKraqugoaa*
Hapyuyealba Ha HepBH l,tor cl,tcreMulecro MeraneH aryc
Hapyuyeaba Ha AxrecrltBHt4or cucreM
MHory qecro MavHuHa, noepariaue, nponilB, 6onxa ao a6gonaeHor 14 ry6erue

aneThT
Hapyuyealba Ha qpHltor Apo6 r Ha xorqKara
MHory perKo A6HopuanHn recroBra xa $yHrqrajara Ha qpHr4or ppo6 vnn

xenarurr4c**
Hapyuyearba Ha Koxara r Ha norKoxHoro rKl,tBo
MHory perKo KoxHnre peaKuht4 KaKo luro e
*Hauanena ancopnquja na BilTaMuH 612 co naA Ha HuBoro Bo cepyMor MHory perKo
e sa6enexaHa Kaj 6onHn Koh AonrorpajHoro ce neKyBaHta co rrltersopur,rH Ce
npenopavyria Aa ce 3eMe Bo npeABnA oBa erronornja Kaj 6onHn co
nlterano6nacrhq Ha aHervr raja.
**llprjaeeHn ce r3oflhpaH.4 cnyran na a6HopMafiHil TecroBt4 na SyHxrlujata ua
qpHl4or Epo6 nnl4 xenar[Tl4c Kor4 ce noBneKne no npecraHyBaFbe co npuMeHara Ha

Hapyuyealbe Ha ,qu recrn BHl,tor cncreM
HenosHaro f'lanxpearnrnc
Hapyuyealba Ha qpHror Apo6 r Ha xonqKara
Henoenaro Xenaruruc (peeepsu6rar€ffiJqqtpelrilHyBahbe Ha ynorpe6ara Ha nexor)

Hapyr.ueHra pesynraT,(<ffiireff^da\e xa SyHrrlujara Ha qpHror Apo6
( pe e e p s n 6 il n e H n o li i$6fi H y.Balbb'fJf,ilNor p e 6 a ra n a n e xor)

Ha py u yea ]ba Ha Myc Kyn H o-oq6$ gtn 663 g llf rq@d H a c B p3 H oro rKl,r Bo

Q;::.9



HenogHaro Vprr,rrapraja
Erc$onujarulqtA vt 6ynosHra KoxHr4 nesyly,, eranyvyeajrtra n 6ynoseH

v1

flpniaeyaaFbe Ha coruHeeaba ea FtecaraHil nejcrea
flo go6neabe Ha ogo6pexr,rero 3a r'reKor, BaxHo e nprajaeyBaFbero Ha coMHeBaFbara 3a
HeroBnre HecaKaHr gejcrea. Co roa ce oBo3MoxryBa KoHTl4HyilpaHo cfle,qeFbe Ha
coo,qHocor Ha Kopl4cra v pn3ilKor oA neKor. O4 egpaecrBeHrre pa6orHraqra ce 6apa ga
ro npujaear ceKoe coMHeBabe 3a HecaKaHu peaKLlt4t4.
HecaraHrre peaKqril oA fleKoBilTe Moxe Aarn nprjaaure eo HaqnoHanHhor qeHTap 3a
$aprr,laroavrvlnaHura npu Arenqulata 3a r'reKoBr4 n MeAilqilHcKH cpegcrea (yn.Ce.Knpnn
1 [/l91oaui 6p.5a xar 1) unn no eneKrpoHcKr4 nar npeKy ae6 crpaHara Ha Arenqrajara
http ://malmed. gov. mk/.

4.9. nPEEO3l4PArbE
Henaa ,qocranHh no4aroqr
BrnAarnnnrr H/uerSopMt4H.

3a npe.qo3ilpaFbe co rona6rHaqraja Ha

Brn.qarnnntrH
hH$opuraqililTe 3a npeAo3rpaH'e co Br4flAarflnnrilH ce orpaHilqeHn.

Cuunmomu
l4H$opvaqrnTe 3a MoxHr4 cnMnroMr4 Ha npe4o3upaFbe co BunAarflvnrnH 3eMaHn ce oiq
ilcnHTyBabara Ha no4HocJ'n4Bocr Ha 3rofleMyBaFbe Ha ,qo3ara xaj s4paara ucntATa1ny
Kon npnMane BilnAarflilnrrH 3a BpeMe xa 10 AeHa. flpra,qosa oA 400 mg ce nojaenne
Tp14 cflyl{ail Ha 6onxu Bo MycKynrre v oAAenHil cnyqail Ha 6nara n MHHnnBa
napecre3nja, teuneparypa, e,qeM n MVHnvBo 3roneMyBaFbe Ha HilBoara Ha finna3ara.
flpn goaa o,q 600 mg raj eAeH ilcnnraHilK Aoluflo ,qo eAeM Ha cranafl ara v RflaHKnre r
3roneMyBaH'e Ha HhBoTo Ha KpeaThH Soc$oxr,lra3aTa (CPK), AST, C-peaxrueeH
nporenH (CRP) vr tuuorno6nnor. Kaj rpra Apyril ncnvraHallt4 AorrJno Ao e,qeM Ha
crananara, co napecreerja Bo ABa cnyqan. flo yrraHyeaFbe Ha ilcnnryBaHnor fleK, cilTe
cHMnroMvl n a6xoptuanHn na6oparopilcKr4 Bpe,qHocril ce noBfleKfle 6es neKyBaFbe.

Mer6opruun
3Ha'{ilrenFlo npeAo3r4paFbe co vrersoprrltraH (ranra ncroBpeMeHo npilcyreH pil3t4K 3a
paaaoj Ha naKTal{agoea) Moxe Aa ,qoBe.qe Ao naKTaqhEo3a, uJTo e MeAtaqhHcKt4 r4THa
cocroj6a h Mopa Aa ce fleKyBa eo 6onHrqa.

lTexyearce
Haje$raracHa MeroAa 3a orcrpaHyBabe Ha uerQopMt4Hor e xeMoAyl jannsa. Meryroa,
BilflAarnhnruHor He Moxe Aa ce orcrpaHil co xeMoAujanusa uaKo Heroeilor rnaeeH

5. OAP
5.1. OAPMAKOAVI

oap sa neKyBaFbe Ha uekepria 6onecr,
|be Ha rnyKo3aTa Bo KpBTaroru6uraqvtA Ha



ATC osHaxa: ,A10BD08

MexaHilsa[a Ha aejcrao

Arnuc Kotu6u coApxr4 xovr6ranaqraja Ha ABe aHTnxhneprfluKeMilcKt4 Marepun co
KoMnneMeHTapeH MexaHil3aM Ha gejcreo 3a nogo6pyaarue Ha KoHTpoflara Ha
rnnreuujara raj 6onHra co urekepna 6onect tnn 2'. BnnqarnvnruH, npilnagHilK Ha
rpynara Ha cruMynaropl4 Ha flaHrepxaHcoBure ocrpoBqilFba Ha naHKpeacor v
uerSopruuH xflopt4A, npnna,qHuK Ha rpynara Ha 6nraaaupw.

Bnngarnunrt4H, npilnaAHuK Ha rpynara Ha crhMyflaropt4 Ha IanrepxaHcoBrre
ocrpoBqurba Ha naHKpeacor, cilneH n ceneKTilBeH unxn6nrop Ha Ailnenrnpt4n
nenrngasara-4 (DPP-4). Mer$opuran npBeHcrBexo 4ejcrayea co HaManyBaFbe Ha
eHAOTeHOTO XenaTnLtHO npOU3BO,qCTBO Ha rflyKo3a.

OapMaxonhHaMcxu aejcrea

Sundaenunmuu
BnngarnnnrhHor npnMapHo gejcrayaa unxulupajku ro DPP-4, eH3hMor Koj e
oAroBopeH 3a pa3rpa4yBabe Ha ilHKperuHcKrre xopMoH GLP-1 (nenrng 1 cnil.{eH Ha
rnyxaron) u GIP (uHcynraHorponeH nont4nenrn4 3aBt4cen og rnyxosa).

flpunaenara Ha Biln,qarnilnrrH pe3ynrilpa co 6paa I qeflocHa vnxn6wquja Ha
aKTl4BHocra Ha DPP-4 xoja AoBeAyBa Ao 3roneMeHo eHgoreHo Ht4Bo Ha taHKpernHcKilTe
xopMoHr4 GLP-1 r GIP Ha rnaAHo il nocrnpan4rajanHo.

Co 3rofleMyBaFbe Ha eH.qoreHnre HnBoa Ha oBile hHKpernHcKr4 xopMoHr4
BilflAarnunrilHor ja aroneuyBa qyBcrBhrenHocra Ha 6era xnerKilTe Ha r.nyKo3a, uJTo
pe3ynrLlpa co nogo6pyBaFbe Ha ceKpequjara Ha ilHcynraH roja 3aBilct4 oA rnyKo3a.
fieryaauero co Bun4arflilnrrH co Ao3a oA 50 Ao 100 mg Ha gen xaj 6onHu co Luekepna
6onecr tun2 3Hal{ilTenHo ril no4o6prano MapKepilTe Ha $ynxqrajara na 6era KfierKnre,
ernyvyaajkn v HOMA-B (axrn. Homeostasis Model Assessment-B), coo.qHocor Ha
nponHcynhH co l4Hcyflt4H u noKa3arenilTe Ha o4foBopor Ha 6era xnerKnre Bp3 ocHoBa
Ha Lfecro 3eMeHn npilMepoqn o,q recror 3a roflepaHLlnja na xpaHa. Kaj noegrHqn Kon
He ce gnja6eruvapra (co HopMaflHh Bpe.qHocril Ha rflyKosa), aungafflunrnHor ne ja
crnMynupa ceKpequjara Ha uHcyflHH, HVry fv HaMaflyBa HilBOara Ha rflyKo3a.

Co sroneMyBaFbe Ha HilBoara Ha eHgoreH[or GLP-1, Bilr'tgarnilnrhHor ncro raxa ja
3roneMyBa qyBcrBurerHocra Ha an$a KnerKhre Ha rnyKo3a luro pe3ynrilpa co
nocooABerHa ceKpeqnja Ha rnyKaroH co orfleA Ha KoHLleHrparlrajara Ha rnyKo3a

3ronenaen nopacr
KaKO pe3ynTaT Ha
HaManyBaFbe Ha
nocrnpaHErjanHo,

Ha cooAHocoT Ha Ll 3a BpeMe Ha xnneprnnxeunja
3roneMeHilTe HnBoa Te xopMoHr4 pe3yflTnpa co
npogyxqnja Ha

r.uro AoBeAyBa Ao

l-lpn neryBahbe co Brfl,qarflnnrhH He

, . Rpo6 Ha rnagHo vl

uJaTa.

rnor eSeKT Ha o4noxeHo
npa3HeFbe Ha xeny,qHuKoT KaKo pe3y Bo Ha GLP-1.



Memhoptvtuu
Mer$oprvrraHor e 5ureanup, co aHTuxuneprflilKeMrcKra e$err Koj ja HaManyBa vl

OaeanHara il nocrnpan4rajanHara rnyKo3a Bo nfia3Mara. He norruKHyBa naqeFbe Ha
l4Hcyrfl4H r TaKa He ,qoBe.qyBa Ao xilnorflnKettnja unu aroneMyBaFbe Ha TenecHara
TEXTHA.

MerQoprvrnHor ceojor e$err Bp3 HaMaflyBaFbero Ha rnyKo3ara Moxe Aa ro H3Bpr.rJyBa
npeKy Tpil MexaHu3MV"
- co HaManyBaFbe Ha xenar[qHoro npoil3Bo4crBo Ha rnyKo3a co wnxu6vtt4tja Ha

fnyKoHeoreHe3aTa il rnil KoreHonil3aTa ;- BO MyCKynUTe Co yMepeHo 3roneMyBaFbe Ha LtyBcTBilTenHOCTa Ha ilHCynilH,
no406pyeajxr,r ro neprasepHnor BHec n Kopl4creFbero Ha fnyKo3ara;

- co ognoxyBaFbe Ha hHTecrhHanHara ancopnqilja Ha fnyKo3a.

Mer$optunnor ja norrt4KHyBa BHarpeKfleroqHara cilHTe3a Ha ffl4KoreH 4ejcrayaajkra
Bp3 rnilKoreH cilHTa3ara n fo 3foneMyBa npeHocHl4or Kanaqnrer Ha cneqnsrvHrre
BvlAoBr4 Ha ueru6paHcKnre npeHocHl4qr Ha rnyKo3a (GLUT-1 ra GLUT-4).

Mer$opvrilHor HMa Kopt4cHt4 e$errra Bp3 uera6onr3aMor Ha nnnn1nre xaj nyfe,
He3aBilcHo o4 ceojor e$err Bp3 ffinKevrrajara.
Toa e AoKaxaHo co repaneBTcKr4 Ao3H npil KoHTponilp aHn KfivtHvtlrKr4 hcnilTyBaba co
cpe4Ho ra gonio rpaebe:
uer$optunH ro HaManyBa HilBoro Ha BKynHilor xor'tecrepor, LDL xonecrepofl u
rphrnilqep v+u Bo cepyMor.

l-lpocnexrnBHoro paHgoMr43npaHo HcnnryBaFbe UKPDS (UK Prospective Diabetes
Study) ja norepgrno Aonrorpajnara Kopr4cr oA r4HreH3hBHa KoHrpofla Ha rnyKo3ara Bo
KpBra Kaj ulekepHa 6onecr riln 2. Ananileara Ha pe3ynrarhre raj $onHra co
npeKyMepHa reflecHa rexuHa fleKyBaHil co MerSopruuH no Heycnexor Ha Ailerara
noKaxana:
- anavajHo HaManyBaFbe Ha ^anconyreH pil3r4K 3a roja 6uno graja6erravHa

KoMnflilKaqnja so rpynara fleKyBaHa co uer$opMt4H (29,8 nacranul1OOO 6oneH-
roguna) Bo cnope46a co rpynara roja e .r'teKyBaHa caMo co Anera (43,3
naqanul1000 6oneH-rogr,tra), p=0,0023, n eo cnope46a co rpynnre fleKyBaHr co
rou6unaquia co cynsoHranypeja il MoHorepanraja co uHcynuH (40,1 nacranr/1000
6onen-rog nna), p=0, 0034 ;- anavajuo HaMaflyBaFbe Ha ancoflyrHr4or pr43HK Ha MopranilTer Bp3an co ulekepHara
6onecr: uerQopuraH 7 ,5 HacraHra/1000 6oneH-rogrHa, caMo Anera 12,7
uactannl 1000 6oneH-roAhHa, p=0,01 7;

- 3HaqalHO HaManyBaFbe 
, H? anconyrHr4or p143t4K Ha BKynHilOT Moprar'tilTer:

uerQopvrraH 13,5 nacrattul1OO0 6oneH-rogt4Ha Bo cnope,q6a co rpynara roja e
fleKyBaHa caMo co
cnopeg6a co rpynilre

acrann/1000 6onen-ro4rna (p=0,011) il Bo
Haquja og cynSoHranypeja n MoHorepannja

co klHcynilH (18,9
- aHavajHo HaMafl

ruerSoprvrraH 11 H

ro4ilHa (p=0,01).

a (p=0,021);
pn3r4K 3a nu$aprr Ha MiloKapgor:

r+iltl

R3 'i';ltiib
a, caMo Auera 18 HacraHnl1}}} 6onex-



KntaHilqra .qenoraopHocr n 6es6e.qHocr
,flogaroror Ha Biln,qaraunruH raj 6onnra Kaj Kon He e nocrhrHara 3aAoBonyBaqKa
KoHrpona Ha rnrKeMniara u norpaj MoHorepannja co uerQopnlhH pe3yltrupan no 6-
MeceqHo neKyBaFbe co AononHilTe.nHo crarilcn4rtrn snavajHa cpegHa Bpe,qHocr co
HaManyBaFbe Ha HbAlc Bo cnopegOa co nnaqeOo (pasnrara nouefy rpynhre op, -0,7o/o
Ao '1,1o/o 3a BnnAarnunrilH nph iqo3a oA 50 mg il 100 mg). V4enor na 6onun xor
no0TilrHane HaManyBaFbe na HbAI C >0,7o/o Bo oAHOc Ha noqeTHaTa BpeAHOcr 6un
crarucrl4LfKt4 snavajno norofleM Bo ABere rpynil Kot4 npuMane Bnn1arnvnlvH co
naer$opuua (460/o oEHocHo 60%) Hacnpor4 rpynara rcoja npranlrana ruer$opMl4H co
nnaqe6o (20%).

flpn ucnnryBabe Koe rpaeflo24 ceguilr{h ce cnope4yBan BungarflnnruH (50 mg.qaa
narh Ha geH) co nuorflilra3on (30 mg e4Hau na gen) xaj 6onnra raj xor He 6nna
nocrnrHara rqoBonHa KoHrpofla co n/terQopMt4H (cpepna AHeBHa Ao3a: 2020 mg).
Cpegnra HaManyBaFba Ha HbAlc Bo o4Hoc Ha nolterHara BpegHocr op,8,4o/o 6wne'-
0,9o/o co RoAaroK Ha BnnAamilnrilH Ha uersopvrrH u -1,ovo co AoAaroK Ha
nilorfl[Ta3oH Ha Uer$opvrnH. cpeAna BpeAHocr na oqo6nBarbe Ha rexilHa oA +1,g kg
6nna sa6enexana raj 6onnn Koil npilMane nuorflilTa3oH KaKo ,qogaroK Ha rrlterQoprurrari
Bo cnope.q6a co +0,3 kg raj oHne 6onnu Koil npilMafle Bun,qarflnnrilH KaKo AoAaroK Ha
nler$opnarn.

flpu rnuHnqrcj ucnnryBalbe Koe rpaeflo 2 ro4uuil cnope4yBaH e BnflAarnilnrran (50 mg
ABanaril na 4eH) co rflilMenvpv[ (no O mg/Aen - cpeAHa,qo3a no 2 ropuHra: 4,6 mg)
raj 6onnra fleKyBaHil co rraerSopMr4H (cpegna AHeBHa Ao3a: 1894 mg). l-lo 1 rogilHi
cpeAHhre BpeAHocrr4 Ha HaManyBaFbe Ha HbAlc 6nne -0,4oh co .qo4aroK Ha
Bl4nAarflilnruH Ha n/lersoptrluH u -0,5o/o co.qoAaroK Ha ffihMenhpilA Ha n/lersopMt4H, orq
noqerHara cpeAHa Bpe,qHocr xa HbAl c og7,3o/o. flpovrenara Ha renecHara rexnHa co
Bufl.qarflhntnn 6una -0,2 kg Bo ogHoc Ha +1,6 kg co rflilMenvpvpt. l4nqragenrlara Ha
xnnornilKeuuia 6una sHauajHo noMa.na raj rpynara neKyBaHa co Bhn.qarnilnruH (1,7%)
orKoflKy Kaj rpynara fleKyBaHa co rnilMenilpt4A (6,2%). Cnopeg pe3ynraror oA
hcnhryBaFbata (2 rogunra) HbAlc 6nn cnrqeH co noqerHilre Bpe4Hocru raj rqBere
rpynh neKyBaHu co orqpxaHa npoMeHa Ha re.r'tecHara rexhHa v pa3nilKilTe Bo
xhnorflnKenltujara.

flpu ucnuryBaFbe Koe rpaeflo 52 cegrr,ruqta cnope4yBaH e Bhn4arn unrvH (50 mg gea
naril Hagen) co rnnKna3nA (cpegHa,qo3a no2rogunn:229,5 mg) raj 6onnn xaj xou ne
6nna nocrnrHara AoBonHa KoHTpona co vrerQopMt4H (nouerHa Rosa Ha rvrersofrt,traH o4
19?8 mg/AeFl). flo 1 roAraHa cpeiqHure BpenHocril Ha HaMaflyBaFbe Ha HbAlc 6une -
0,81o/o co AoAaroK Ha BuflAarnhnrt4H Ha uer$oprvrran (cpegna noverHa BperqHocr
HbAl c 8,4o/o) n -0,85o/o co AoAaroK Ha na uer$opMt4H (cpegHa noL{erHa
Bpe,qHocr HbAl c 8,5%). flocrurnara ajHa nenH$epraopnocr (95%
Cl -0,11 -0,20). f'lpouenara Ha Bnnqafnvntun 6una +0,1 kg eo
cnopeg6a co go6naarbero Ha

flpn ncnnryBarbe Koe rpaeno 24 e ,qenorBopHocra Ha $rxcHa
H (co nocreneHa narpaqraja Haxou6uHaquja na Ao3ara Ha BilnAa

Ao3ara Ro 50 mg/500 mg ABa naru 1000 mg ABa naril na 4eH) xaxo



noqerHa repanuja xaj 6onHra Koil iqo roraul He npilMt4fle neKoBt4 aa uekepua 6onecr.
Kou6nuaqnja na BnnAarnilnrraH/rvrerQopMr4H npil Ao3a oR 50 mg/1000 mg ABa narh Ha
,qeH ro HaMannfla HbAlc sa -1 ,82o/o, rou6raHaqnja na Bun1arnvtnrrn/uerQopMilH npn
Ao3a oR 50 mg/500 mg ABa naril Ha AeH 3a -1,610/0, ruerQopnaraH 1000 mg ABa narn Ha
AeH 3a -1,360/o, a BnflAaff'lnnrnH 50 Aaa naTr Ha.qeH 3a -1,09o/o oA noqerHara cpe.qHa
Bpe,qHocr Ha HbAlc og 8,6%.3a6enexaHo e noroneMo HaManyBabe Ha HbAlc xaj
6onnn co noqerHa BpeAHocr )10,0%.

24-ceg'tuqHo, paHAoMt43[paHo, 4eojno cfieno, co nnaqe6o KoHTpon[paHo ucnilTyBaFbe
cnpoBerqeHo e xaj 318 6onHn 3a Aa ce oqeHr.qeflorBopHocra ra 6es6egHocra Ha
nphMeHara Ha BilnAarflilnrilH (50 mg flBa narvi Ha AeH) npil xovr6raHaqraja co
uer$opurH (>1500 mg HageH) ra co rflnMennpv1(>4 mg Ha4eH). BwnparnunryH nph
rou6nnaqrja co uer$opurnH v fnvuenupLr4 exavajno ro HaMa.nun HbAlc Bo cnopeRba
co nnaqe6o. CpegHara BpeAHocr Ha HaManyBaFbero, nphcnoco6eHa Bo oAHoc Ha
nnaqe6o, oE noqerHara cpeAHa BpeAHocr Ha HbAlc o4 8,8% 6uno -0,760/o.

24-cegvnqHo, paHAoMt43hpaHo, 4aojHo cneno, co nnaqe6o KoHTponupaHo ilcnrryBaH:e
cnpoBeAeHo e ra1 449 6onxn 3a ,qa ce oqeHu .qenorBopHocra ra 6ea6eAHocra Ha
npilMeHara Ha Bl4fl,qafnunrnH (50 mg IBa narn Ha geH) npr rcou6raHaqraja co cra6unna
,qo3a Ha 6aaaneH ttnv nperxo.qHo n3Me[.uaH nHcynr4H (cpegHa AHeBHa Ao3a oA 41
egnHuqr) co hcroBpeMeHa nprMeHa Ha uer$opMllH (N=276) nnn 6es rcroBpeMeHa
npilMeHa Ha uer$opturH (N=173). Bnn4arnrnrrH npr4 rorvr6r,rHaqraja co vrHcynuH
enavajno ro iiauanun HbAl c Bo cnopeA6a co nflaqe6o. Kaj ceBKynHara nonynaqraja
cperqHoro HaMaflyBaFbe, npncnoco6eHo Bo oEHoc Ha nnaqe6o, Bo oAHoc Ha noqerHara
cpe.qHa BpeAHocr Ha HbAlc 8,8% 6uno -0,72o/o. Kaj noprpynure neKyBaHil co r4HcynhH
co vinn 6es ilcroBpeMeHa npuMeHa Ha vrersoprunH npoce'.{Horo HaMaflyBaFbe Ha
HbA1c, nprcnoco6eHo Bo oAHoc Ha nnaqe6o, 6uno -0,63% oAHocHo -o,g4o/o.
lzlttqngeHqara Ha xilnorflrKervrraja raj BKynHara nonyflallilja 6nna B,4Vo xaj rpynara
fleKyBaHa co BilnAarflilnrHH oAHocHo 7,2o/o raj rpynara neKyBaHa co nnaqe6o. Kaj
6onnu Koil npuMane BnnAarnilnrilH He.qouJno Ao 3roneMyBabe Ha renecHara rexilHa
(+0,2 kg), 4oAera raj oHne 6onHn Koh npilMafle nr'ralle6o 4ourno Ao HaMaflyBaFbe Ha
renecHara rexilHa (-0,7 kg).

Bo gpyro 24'cepwnqHo rcnnryBaFbe co 6onnn co HanpeAnara ulekepHa Oonecr tun 2
raj xon co repanilja co uHcyflHH He e nocrilrHara cooABerHa KoHTpo-na (npocevnara
Ao3a Ha nHcynvHa co KparKo ilnn ,qoflro pejcreo 80 lU/Ren), npocevnoro HaMaflyBabe
Ha HbAlc Kora BnnftarnvnrrHor (50 mg EBa narr Ha geH) 6ran AoRaAeH Ha ilHcynilH
6uno crarrcrhqrn aHavajHo norofleMo oA Kofa Ha vHcynvtnor 6nn Ao,qaAeH nnarle6o
(0,5% Bo oAHoc na 0,2o/o). lzlnrlra4enrlara Ha xrnorflnKevuja 6nna noMafla raj rpynara
fleKyBaHa co Bhn,qarflilnrHH orKoflKy raj rpynara neKyBaHa co nnaqe6o (22,9o/o eo.
o4Hoc na 29,60/o).

Cnpoee4exa e
KapAt4oBacKynapHil

Bl,rCHO V1 npocneKT[BHo yTBpReHil
r4qKh HcnilryBaba Ha Saanre lll n lV co

MOHOTepann)a vl rpaeFbe o4 noaeke og 2 ropnnr (cpegxa
n 49 cepMnqu 3a KoMnaparoprare) roja
H He 6rno noBp3aHo co 3ror'teMyBaFbe Ha

H3noxeHocr 50 ce,q
noKaxana fleKa rl



KapA[oBacKyflapH]4or pt43t4K nph cnope46a co KoMnaparopnre. KounogurHa MepKa o,q
peSyrlraror ce yrBp4eHil rofleMn HecaKaHu Kapg[oBacKynapH[ HacraHh (aHrn. major
adverse cardiovascular events, MACE), xoja arnyvyBa aKyreH ransaprr Ha MnoKap4or,
MoSoLleH yAap vlntA KapAiloBacKynapHa cMpr, 6nna cflilL{Ha 3a BhrlAarnilnrhH Bo
cnopeg6a co rou6nHilpaHil aKTilBHr4 u nnarle6o KoMnaparopt4 [coognoc Ha pu3rK no
Mantel-Haenszel Mero,qara (M-H RR) 0,82 (95o/o l4HrepBan Ha cilrypHocr 0,61-1,11)]"
MACE ce nojaeun raj 83 oR 9599 (0,86%) 6onHn neKyBaHu co BnflAarn vnrvH ra raj 8b
?F 7102 (1,20%) 6onnn neKyBaHn co KoMnaparop. Oqenrara Ha cexoja o,qger'tHa
MACE KoMnoHeHra noKaxafla iqeKa HeMa 3roneMeH ph3t4K (cnnven Ha M-H RR).
llorep4eHh HacraHV Ha sarajyaan'e Ha cpqero, geSraHrapaHu KaKo sarajyaarue Ha
cpqero xoe 6apa xocnhranusa1nja vnv HoBa nojaea Ha sarajyaaFbe Ha cpqero, 6une
npnjaaenn t<a1 41 (0,43o/o) 6onnn neKyBaHn co BilnAarnhnrilH w 32 (0,45%) 6onHra
neKyBaHn co KoMnaparop co M-H RR 1,08 (95% t4HrepBafl Ha chrypHocr 0,68-1,70).

flennjarprcra nonynauuia
Eaponcrara areHrlnja 3a fleKoeu ja ncrnyvra o6epcKara 3a noAHecyBaFbe Ha pe3y.nrarn
o.q ilcnnryBarbero Ha BilflAarnilnrilH npn xou6nHaqraja co ner$opnlraH Kaj chre
noArpynn Ha negujarpilcKa nonyflaquja sa urekepna 6onecr oA run 2 (ara4ere ro
nornaejero 4.2 sa raHSopMaqHil aa ne4rajarpilcKa nprarvrena).

5.2. OAPMAKOKI4HETI4KA
Bnn"qarn n nru n/nltersopu rH

Ancopnuraia
florapgena e 6noerahaanenqnjara Ha rpu jaunnvr Ha Ao3l4 Ha
BilnnarnnnrnH/uer$opMt4H rou6unaqujara (50 mg/500 mg, 50 mg/g50 mg n S0
mg/1000 mg) eo cnope46a co cno6ogna rou6nnaqraja Ha ra6nerv Ha Btn$arnvnrvH t

uer$opuraH xnopn4 npn coo4BerHn Ao3t4.

XpaHara ne anrajae eps onSaror 14 6pauHara Ha ancopnrlraja Ha BhngarntanrrH oA
BhflAarflhnruH/uerQopMt4H rovr6fHaqnjata. SpsuHara n on$aror Ha ancopnrlraja na
uer$opunH oE rou6nnaqujara Bilngarnnnrun/nrerSopMt4H 50 mg/1000 mg ce
HaManyBaar Kora ce .qaBa co xpaHa uJTo ce ogpa3yBa co HaManyBaFbe Ha Cmax sa
260/o, AUC sa 7% u oAnoxeH Tmax (2,0 4o 4,0 h).

!4sjaeure Bo npo.qoflxeHre ril o4pa3yeaar SapMaKoKnHerr.+KilTe caojcraa Ha o,q,qenHn
aKTLlBHt4 Marepilu Ha BrflAarnt4nrhHor u nler$opMt4Hor.

Bnn.qarnunrun

Ancopnuraja
l-lo nepopanHa npuMeHa Ha 6pso ce ancop6rapa nph ruro
MaKChManHilTe KOHqeHTpaquu ce no 1,7 ,taca. XpaHara
He3HaqaJHO ro o,qnolqyBa Ha MaKCnManHV KOHqeHTpaqilil BO

3noxeHocr (AUC). l-lpunaeHara Hanfla3Mara ua 2,5 qaca, Ho ne j
Bilflrqarfl]4nTuH co xpaHa pe3y na Cmax (19%) Bo cnope46a co
nphMeHa Ha rnagHo. Meryroa, HE C KflilH]4L{KI4 3HALIAEH NA



BnnF'arnnnrilHor Moxe Aa ce npuMeHyBa co xpaHa vnv 6ee Hea. AnconyrHara
6nopacnonoxilBocr e 85%.

fucrpra6yunia
Bpsyearuero Ha Bnn4arnvnrrHor co nporeilHure Ha nna3Mara e HrcKo (9,3%) u
BUnAarnunTHHoT e,qHaKBO Ce pacnpe,qenyBa nouery nna3MaTa n epilTpoql4TilTe.
CpegHraor BonyMeH Ha Arcrpt46yquja Ha BnnAarnilnrnHor eo cocroj6a Ha ,quHaMilqKa
paMHorexa no uHTpaBeHcKa nprMeHa (Vss) e 71 flhrpLt, turo ynaryBa Ha
eKcrpaBacKynapHa pacnpe4en6a.

SuorpaHcdopuauraia
l-naeHilor nar Ha eflilMnHaquja na BrflAarfiilnrraH rcaj nyfe e uera6onn3ilpaFbe, Ha Koe
ornafa 69% o,q Ao3ara. l-naeHhor ueraOonnr (LAY 151) e $aprvraronoulKt4 HeaKTnBeH
H npoAyKT e xilAponn3ara na qrjaHo- Aenor Ha MoneKynilTe, Ha luro ornafa 57% oA
Eo3ara, no luro cneEh npoAyKr Ha xilAponh3ara Ha aMnAilrc (4% oA Ao3ara). Bps
ocHoBa na in vivo ucnvnyBaFbe raj roe ce KopvrcreHn craopqu co He,qocrnr na DPP-4
orKpneHo e AeKa DPP-4 AeflyMHo AonpilHecyBa Bp3 xr4gpont43ara Ha BnflAarflilnrhH.
Bnn4arnnnrhHor He ce uerabonr3hpa npeKy eH3rMHre Ha CYP 450 go xoj 6uno
MeprlLlB on$ar n 3apagh roa He ce oqeKyBa Bp3 uera6onrltHr4or tstilpeHc Ha
Bl4flAarflnnrilHor ga ennjae ilcroBpeMeHara npilMeHa Ha fleKoBt4 Kor ce unxn6vtopn
nlunn nH,qyKropt4 Ha CYP 450. Crygunte in vitro norcaxane AeKa BilnAarnrnruHor He rn
nnxu6npaluupytypa CYP 450 eH3nMnre. 3apagn roa He e eepojarHo fleKa
BilflAarnilnrhnor tte anrjae aps uera6oflHqHyror Knt4peHc Ha ilcroBpeMeHo npnMeHeril
fleKoBt4 Kor4 ce uera6onn3rpaar npeKy CYP 1A2, CYP 2C8, CYP 2Cg, Cyp 2C19, Cyp
2D6, CYP 2E1 nnn CYP 3A4l5.

EnuuuHauuia
[1o nepopaflHa npilMeHa na [r+C] BungarnhnrnH oKony 85% oR Ao3ara ce il3flaqyBa
npeKy yprHara, a 15o/o oE Ao3ara npoHaj4eno e Bo croflullara. flo nepopanHa
npilMeHa 23% oA Ao3ara ce il3naqyBa npeKy 6y6peaure KaKo HenpoMeHer
BilnAarflnnrilH. flo nHTpaBeHcKa npnMeHa Kaj 3gpaBr ucnnraHuLlt4 BKynHuor
n.r'ra3Marcxn n 6y6pexeH KnupeHc Ha BnflAarrnnruHor e 41, oAHocHo 13 l/h. Cpegnara
BpeAHocr Ha noflyBpeMero Ha ennMnnaqmja no nHTpaBeHcKa npuMeHa n3HecyBa oKony
2 'aaca. flonyepevrero Ha eflnMnHaqraja no nepopaflHa npnMeHa il3HecyBa oxony 3
qaca.

fl nHeapHocr/HenrHeapxocr
Cmax Ha BnflAarnnnrnHor n noBpul4Hara nog Kp[Bara Ha KoHqeHrpaqrja - BpeMe
(AUC) ce 3roneMufle npn6nuxHo nponopll4oHanHo Bp3 Ao3ara Bo paMKilre Ha
TepaneBTcKl4oT pacnoH Ha,qo3aTa.

flon: Kaj Qap unruHor He ce sabenexaHil KnilHHr{Kt4
aHavajHu pa3nilKu
r.ur4poK pacnoH Ha

u14 OA MalUKt4 t4 XeHCKkr nOfl BO paMKilTe Ha
renecHara Maca (BMl). flonor He ennjae

aps rHxn6nqujata na



Bospacr: raj ogpaeu nocrapn vcnnraHntry (>70 rograHra) BKynHara il3noxeHocr Ha
BunAarnnnrnn (100 mg eAHar! na geH) 6una 3roneMeHa sa 32o/o, co 18%-reH nopacr
Ha MaKcnManHara_ rcoHqeHrpaquja Bo nfla3Mara Bo cnopeg6a co Mna4r 3,qpaBil
ilcnilTaHuqu (18-40 roguHra). Oeile npoMeHil He ce cMeraar 3a Kflt4Ht4\.txu anavajnn,
naeryroa Bo3pacra ne anrjae eps nnxn6utryjara na Dpp-4 BrflAarflilnrhHor.

OureryaaHre Ha Synxqrajara Ha qpHilor gpo6: HeMano Kfit4Ht4r.tKr4 sHavajHra npoMeHn
(najnaHory -30o/o) nph h3floxeHocr Ha BhflAarnunrnH Kaj vcnvraHuqv co 6naro,
yMepeHo hnu reurKo or.lreryBahbe Ha qpHnor Epo6 (child-pugh A-c).

Ou.rreryeaFbe Ha SyHxrlrajara Ha 6y6pe3ilre: xaj racnrralnqtv co 6naro, yMepeHo hfll4
Te[uKo oLureryBabe Ha 6y6pesnre c[creMcKara h3noxeHocr Ha Bnr't4arflilnrilHor 6wna
3roneMeHa (Cmax 8-66%; AUC 32-134o/o), a BKynHror rereceH KflilpeHc HaManeH Bo
cnope46a co ucnnraHVqv co HopManHa syHrrlraja xa 6y6pearare.

ErHnqxa rpyna: orpaHnqeHnre noAaroqil HaBe,qyBaar Ha 3aKflyrtoK AeKa pacara HeMa
HhKaKBo nosnavajHo ennjanne Bp3 $apnraxoxhHerilKara Ha Bungarnfi nrrHor.

MerSopuran

Ancopnuraia
[1o opanna Ao3a na naerQopMt4H Hajronenaa KoHqeHrparlraja eo nna3Mara (Cmax) ce
nocrilrHyBa no-npr6nuxHo 2,5 Ltaca. AnconyrHara 6nopacnofloxr4Bocr Ha ra6nera og
!00 mg.uer$opvrnn npu1nuxHo e 50-60% xaj s4paara t4cnhraHilLlu. Heancop6rapaHara
Sparqnja orKpneHa Bo cronuqara no opaflHa.qo3a 6nna20-3Oo/o.

f'lo nepopanHa npuMeHa ancopnllujara na uer$oprvrilH e HenornoflHa il ce o,qBilBa ce
rqo 3acilTyBahbe. Ce npernocraByBa AeKa SapuaroxnHeruKara Ha ancopnrlraja Ha
uerSopnl|ran He e nuHeapHa. flpr,r aoo6uqaeHr Ao3t4 v lueMil Ha Ao3hpaH:e Ha
uer$opunHor KoHqeHTpaq[rre Bo nfla3Mara ao cocroj6a Ha EVHaMnL{Ha paMHorexa
ce nocrl4rHyBaar Bo paMKilTe Ha 24-48 Ltaca il onuJTo ce noMaflvr op 1 prg/ml. l-lpra
KoHTpofll4paHh KnilHilqKil ucnilTyBaFba najroneunre HhBoa Ha uer$opMt4H Bo nna3Mara
(Cmax) He npeMnHyBafle 4 pg/ml, Aypl,t h npil najronevrn Ao3r4.

Xpanara He3Ha.lilTenHo ro oAnoxyBa n ro HaManyaa onSaror Ha ancopnqilja na
ruer$opunHor. flo npilMeHa Ha Ao3a o.q 850 mg MaKchManHara KoHlleHTpaqrala eo
nna3Mara 6una 40% noMa.r'ta, AUC 6un HaManeH 3a 2,o/o, a BpeMero Ao
flocrurHyBaFbe Ha MaKcnMarHhre KoHqeHTpaqhil Bo nfla3Mara 6rno npo,qoflxeHo sa 35
Mt4Hyrt4. He e nosHaro KflnHnltKoro 3HaqeFbe Ha oBa HaMaflyBaFbe.

Bpsyeauero co nporenHHTe Ha
pacnpeAeflyBa Bo eprhrpoqrrrre. C
63-276 nurpv.

apnilBo. Mer$oprvrraHor ce
npegen6a (Vd) e nourery

Mer$oprvrilHor ce n3naLtyBa Henp
raj nyfe.

ce nponajAeHh uera6onurn



EnrunHaunja
Mer$opvrranor ce enrMilHHpa npeKy 6y6peenre. Sy6pexrnor KnrpeHc Ha

uer$oprunHor e >400 ml/min uJro ynaryBa AeKa uer$opruvrHor ce orcrpaHyBa npeKy
rnoMepynapHa $ranrpaqnja u ry5ynapHa cerpeqrja. flo opaflHa ,qo3a npilBr4gHoro
nonyBpeMe Ha enrMnHaqrja npra6nilxHo e 6,5 qaca. Aro 6y6pexHara Qyxrqnja e
ouJTereHa, 6y6pexnnor Kfl[peHc ce HaManyBa cpa3MepHo co HaManyBabero Ha

KnupeHcor Ha KpearnHilHor n 3aroa nonyBpeMero Ha eflnMilHaqrja ce npogoJt)tryBa
r.uro AoBeAyBa Ao 3roneMeHil Hr4Boa Ha uerSopMr4H Bo nfla3Mara.

5.3. nPETKfl1,1H14rtK14 nOAATOqn 3A CnTPHOCTA

Acnnryaar-bara Ha xou6uHaqur Ha Marepnh npn rou6nHaqnja co
BrflAarnilnrraH/vrer$opMr4H cnpoBegeHil ce Bp3 xr,rBorHtl Bo rpaeFbe Ao 13 ce4Mrqil.
He ce yrBpAeHil HoBr4 ToKcyrLrHocn4 noBp3aHr,r co rou6nnaqujara. CnegHnre noAaroqll
ce ogHecyBaar Ha Hao4ure o,q ncnmryBaFbara cnpoBe4enu noce6no co Br4JrAarnHnrHH

r vrer$oprunH.

Bunlarnunrrn
3acron Ha nHTpaKapgrajannoro 3rofleMyBalbe Ha nMnyflcor ea6enexaHil ce xaj Ky'.{t4Fba,

npn ruro ,qo3ara xoja He npeAr43Br4KyBa e$exr il3HecyBa 15 mg/kg (7-rparHa
n3noxeHocr 5aj nyfe epe ocHoBa na Cmax).

Kaj craopqil v rnyBll4 sa6enexaFra e aryvynaqnja Ha neHecrrl anBeoflapHil
rvrarpo$arn eo 6ennre gpo6oan. Kaj craopLl,r Ao3ara 6ea e$err 6una 25 mg/kg (5-
KparHa h3floxeHocr raj nyfe apa ocHoBa Ha AUC), a raj rnyeqn 750 mg/kg (142-
KparHa n3floxeHocr raj nyfe).

l-acrponHrecrnHanHnre cilMnroM14, oco6eno MeKa cron14qa, cny3HaBa cront4qa,
nporfr4B v npn norofleMu Ao3r4, KpB Bo cronnqara sa6enexaHn ce raj ryvnua. He e
yrBp.qeHa Ao3a rcoja He npe4ur3Br4ryaa e$err.

flpn ronaeHqt4oHanH u in vitro vt'in vivorecroBr4 3a reHoroKcr4LrHocr BnflAarflhnrrHor He

6nn uyrareH.

lAcnntyaabero Ha nflogHocra il paHilor eru6pnoHaneH paseoj Kaj craopqu He

noKaxano Aera Aoafa Ao olureryBaFbe Bp3 nnogHocra, penpogyKTr4BHara cnocobuocr
nnn paHilor eu6pronanen paaeoj 3apagn BuflAarflunruH. Eu6pno$eranHara
ToKcrqHocr e HcnuryBaHa Kaj craopqn u reja4u. 3roneueua ilHqn4eHlla Ha

6paHoengHn pe6pa e sa6enexaua xaj craopllh, a noBp3aHa e co HaMafleHu napaMerpu
Ha rer'recHara rexhHa Ha uajxara, npn luro Ao3ara roja ne npegil3Bvrxyaa e$err
n3HecyBa 75 mg/kg (1O-xparna u3noxenocr raj nyfe). Kaj sajaqilre HaManyBaFbe Ha

Macara Ha $erycor il npoMeHll , Kovr ynaryBaar Ha aacroj eo paseojor,
6rane sa6enexaHr caMo Bo A TEUJKA TOKCHT{HOCT 3A MAJKATA, NPil UITO

,qo3ara 6es e$exr n u3noxeHocr raj nyfe). Bps rnyeqn e
cnpoBeEeHa cTyAVJa H nocrHaraflHuor paseoj. E$errrre ce

uajrara npr >150 mg/kg, a BKflyltyBane

R3ffi"9t,ilinl9

ea6enexaHn caMo Bo



MhHfll4BO HaManyBaFbe Ha rerecHara rexhHa H HaMafleHa MOTOpl4LtKa aKTilBHOCT Kaj
reHepallrjara F1.

,[aoro4nr.uHo ucnnryBaFbe 3a KaHLleporeHocr cnpoBeAeHo e Bp3 craopLl4 co opanHh
Ao3h .qo 900 mg/kg (orony 200 narn noroneMa h3fioxeHocr o,q il3noxeHocra raj nyfe
npn MaKcuMaflHo npenopaqaHa 4oaa). He ce sa6enexanu 3rofleMyBaFba Ha
l4Hl-luAeHqniata Ha ryMopl4 roja 6ra Moxera ,qa ce npnnilue Ha Biln,qarntanrnHor. Apyra
ABoroAilLuna crygrja 3a KaHqeporeHocr cnpoBe,qeHa e Bp3 rflyBqn co opaflHq Ao3t4 Ao
1000 mg/kg. 3a6enexaHa e 3roneMeHa r4HqilAenqraja Ha alqeHoKapquHoM Ha gojra, npu
l.uro Ao3ara 6es eQexr n3HecyBa 500 mg/kg (59-xparna h3floxeHocr raj nyfe) v
xeMaHrHocapKoM, npu urro Ao3ara 6ee e$err n3HecyBa 100 mg/kg (16-xparna
n3noxeHocr raj nyfe). Ce cnlera AeKa 3rofleMeHara hHqngeHquja na rue ryrrltopra raj
rflyBq]4 He npercraByBa 3HaqaeH ph3r4K sa nyfe Bp3 ocHoBa Ha HenocroeFbe Ha
reHoroKcl4t{Hocr Ha BLln4arnunrhHor u HeroBuor rflaBeH uera6onnr, 3apaAn nojaaa Ha
ryMop caMo oA e,qeH BUA u co rofieMu pa3Mepn Ha chcreMcKa h3.r'toxeHocr xaj ron ce
sa6enexaHn ryMopure.

Flpu roxct4KoflotuKo t4cnhryBabe Bo rpaebe oR 13 ceAMrqil Bo qyHoMonrycor Ha
uajuynnre sa6enexaHu ce KoxHr4 ne3w npn Ao3t4 oE >5 mg/kg/4eH. Snne AocneiqHo
cMecreHn Ha eKcrpeMnrerilTe (gnaHrn, cranafla, yu,tA tA onaurra). flpra ,qosra oA 5
mg/kg/4en (ornpnnuxa oAroBapa na AUC Ha n3floxeHocr raj nyfe npil Ao3a o4 100
mg), sa6eflexaHn ce caMo Meypl{t4ba. Trae 6ea peaepsn6unHu ra noxpaj npogonxeHoro
JleKyBaFbe il- He 6rane noBp3aHh co xr4cronaronouJKt4 a6nopuanHocn4. flyr.unra Ha
KOXara, flynehbe Ha Koxara, Kpacril t4 pa{n Ha onaluKara co xl4cronaronouJKl4 npoMeHil
xou 6une noBp3aHu co roa, sa6enexaHu ce xaj 4osra oA>20 mg/kg/4en (npra6nraxno 3-
KparHa AUC na h3noxeHocr raj nyfe npra Ao3a oR 100 mg). Herporr4LtHt4 ne3hh Ha
onauJKara sa6enexaHil ce nph Ao3a oR >80 mg/kg/geH. Koxnnre ne3nv He 6une
peeepsn6nnHr raj uajruyHil neKyBaHn co Ao3a oR 160 mg/kg/gen 3a BpeMe ua 4-
ceAMnqeH nepuoA Ha oKpenHyBaFbe.

Mer$opuran
l-lperxnunhltKhre no,qaroqr aa n4erQopMr4H He yKaxyBaar Ha noce6eH ph3t4K ea nyiero
Bp3 ocHoBa Ha KoHBeHqt4oHanHilTe ilcnnryBaFba Ha bes6e,qHocHara Sapuaronornja,
ToKcl4t{Hocr Ha noBTopeH14 flo3r4, reHoroKcr4LtHocr, KaHqeporeH noreHqrjan n
pen poAyKTl4 BHa TOKCI4L| HOCT.

6. OAPMAqEBTCKI4 nOAATOql4
6.1. nUCTA HA EKCqUr1.UEHCU

Ja,apo na ra6nerara:
xl4ApoKCil npOniln qenyno3a
xl4ApO KCU n pO n t4n qefl yfl 03a,
MarHe3[yM cTeapaT

06anara:
xunpoMenoaa (5 mPas)

OhnM-o6eilaxa:

ffi
'm,-$,lxonlg)



xnnpoMer'to3a (1 5 mPas)
flaKTO3a MOHOxrrqpaT
rhraHilyM rquoKct44 (E1T 1)
Tp4aqeTnH
xene3o oKct44, xoflr (8122)
TAflK

6.2. HHKOMNATNEUJIHOCT
He e nprrueHnnBo,

6.3. POK HA YNOTPEEA
24 vecetry

6.4. HA'.{]4H HA T{YBAH)E HA TIEKOT
la He ce qyBa Ha reMneparypa Ha4 30.C.
[a ce qyBa Bo opilrilHaflHo naKyBaFbe 3apaAn 3arrrura orq Bflara.

6.5. NAKYBA}bE (NPHPOAA 14 COEPX]4HA HA NAKYBA}bETO)
60 (6x1 0) Qranrvr-o6noxenr ra6nerr, opA/Al/pVCttAl 6nncrep, eo xyruja.

6.6. YNATCTBO 3A YNOTPEEA/ PAKYBATbE r NOCEEHI4 MEPK14 3A
OTCTPAHYBAH,E HA JIEKOT
Heua n'oce6nu 6aparua.

7. HOCI4TEN HA OEOEPEH]4ETO 3A CTABA}bE HA JIEKOT BO NPOMET
EEflYnO AOOEfi Cxonje,
yn. 3-MareAoHcKa 6pnrapa 6p.68, 1000 cxonje, p.c.Mare4oHraja
3acranHrK Ha npoil3BoAilTenoT Senyno, neKoBrl 14 KO3MernKa 8.A.,
Vnraqa fiaxrarla 5, 48 000 Konpraeunqa, Xpearcra

8. EPOJ HA OEOEPEH]4ETO 3A CTABATbE HA fIEKOT BO NPOMET
AGNIS COMBI 50 mg/850 mg granrvr :11-502512

AATyM HA OEOEPEH14ETO 3A CT BO NPOMET
AGNIS COMBI 50 mg/850 mg .12.2019

EATyM HA nOCflEAHA PEBI43
Jauyapu,2021 eoduua

9.

10.


