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381'IPEH ]'l3BElllTAJ 3A OCOEUHUTE HA flEKOT

3A1UT]4TEHO HME HA MEEnUnHCK[4OT npOn3BOE

ADENURIG@ 80, granM ra6nera, 80nar.
INN :Oe6yrcocrar

KBAN HTAT]4 BEH 14 KBAHTHTAT]4BEH COCTAB

EAHa $ranvr ra6nera coApxlr 80 rur. $e6yrocrar.

fipyrn cocrojxu: flarrosa MoHoxr4rqpear 76,50 Mr. (eil,qere nog 4.4 n 6.1)

3a qenocHa nucra Ha eKcqunneHcr4, BuAere noA Tor{ra 6.1

oAPMAqEBTCKA OOPMA

Onnu-obnoxeHa ra6nera

Snego xo.nra Ao xonra, $unru-o6noxena ra6nera co o6nnx Ha Kancyna, co
BTilcHaro "80" Ha erqHara crpaHa.

KIMHUt'l K14 OC O E E H OCTl,l

4.1. TepaneBTcKr4 r,rH4r,rraUun

Tepanraja Ha xpoHuqHa xnnepyprreuuja Bo cnyL{an Ka,qe uro ee(e HacraHano
co34aBaHre Ha Aeno3urn Ha yparu (arnyuraTenHo racropr,tj a vnu npncycTBo Ha rosyc
unn rnxr-lpJp^1trcl.
ADENURICG' 80rur. e ilHAHqnpaH raj aospacHn nnqa.

4.2. AO3l,lPAHrE 14 HAL{l,lH HA yflOTPEEA

losnpaFbe:
npenopaLtaHara opanHa Aosa na ADENURIC@ 80nrr. e4Haru,qHeBHo, 6eg orne.q Ha
BHecyBalbero Ha xpaHara. ,Qoronxy cepyMcKara KoHqeHTpaqnja Ha MoqHara
KncennHa e > 6nnr./,qn. (352 pmol/l) no 2-4 Hegenil, rpe6a ,qa ce 3eMe Bo npeABuA
ynorpe6ara Ha ADENURIC- 120ur. egHaru AHeBHo.

ADENURIC@ 80rur..qenyBa Aocrarouno 6peo co ruro oBo3MoxyBa perecrupaH'e Ha
cepyMcKara BpegHocr Ha MolrHara KncennHa ABe nehenn no noqeroKor Ha
3eMalbero Ha neKor. [-[enra Ha repannjara e Aa ce HaMaflH u
cepyMcKara BpegHocr Ha MoqHara Khc ennHa no4 6ur .lan. (357 ppf"fryl't rr*'-ffi
Ce npenopaqyBa npo$nnaKca Ha BnouyBabero Ha rnxror Bo n
Meceun (ergere noA 4.4).

2.

3.

4.
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floeospacHu na4ueHmu:
He e norpe6no npnflaroAyBalbe Ha iqo3ara raj noeoopacHnre naqnenrn (en4ere no4
5.2)

Peuanuo owmemyeabe:
He e norpe6no npunaroAyBabe Ha Ao3ara Kaj naqneHrhr co 6naro ilJrH yMepeHo
oureryBaHre Ha 6y6pexHara Synrqnja. Esr,tracHocra u 6es6e4Hocra Ha
ynorpe6ara Ha $eOyrcocraror He e qenocHo eBanyupaHa xaj naqueHru co reruKo
HapyuJyBatte Ha $ynrqujara Ha 6y6pesnre (rnnpencor Ha KpearhHt4t-tor
<30run .lmun. Bngere no.q 5.1

l4ucyQyqyeuu,uja Ha L4pHuom dpo6:
l-lpenopaqaHara Ao3a Kaj naqileHrnre co 6naro npeMeryBaH'e Ha Qynrqnjara Ha
qpHt4or Apo6 e 80urr. ,flocranHn ce orpaHuLreHu no4aroqh BoBpcKa co ynorpe6ara
Ha neKor raj naqileHrr co yMepeHo ouJreryBaFbe na Qynrqr,rjara Ha qpHror gpo6.
E$r,rracHocra n 6es6erqHocra Ha ynorpe6ara na $e6yKcocraror He e ncnnryBaHa
raj naqlreHril co rerrlKo HapyuryBaHre na Synnlnjara Ha qpHhor ,qpo6. (Child Pugh
pe3ynrar - Knaca q).

fipumamenu Ha npecadeuuopeaHu
Eragejt(n HeMa HHKaKBn t4cKycrBa 3a ynorpe6a Ha Se6yrcocraror raj npurvrarenn Ha
npecageHn opraHn, HeroBara ynorpe6a raj oBne naqlteHTn He ce npenopaqyBa.
(angere norq 5.1)

l7 ed uj a m p uc Ka n o nyn a quj a
Seg6egnocra ra e$raracHocra na ADENURIC@ 8Orvrr. raj ,qeqa noMnaAn oA 18
roAilHH He e ycraHoBeHa. Heua pacnoflo>KuBu norqaroqu.

Haqnn na vnorpe6a:

3a opanHa ynorpe6a.
ADENURIC@ 8Orvrr. ce 3eMa opanHo u Moxe Aa ce seMa co unu 6ee xpaHa.

4.3, KOHTPAnHTnKNJUU

ADENURIC@ 80rvrr. He cMee Aa ce ynorpe6yBa Bo ycnoBil Ha npeqyBcrBtlrenHocr
Ha aKTnBHara cyncraHW4ja nnu Ha neroj oA eKcqnnneHcure.

4.4. fiOCEEHI4 MEPKH HA flPETflA3JII4BOCT n flPEEYflPEEyBAH'A

Kapd uo-eacKyn ap H u H apywyeaba
TperrvraHor co Qe6yxcocrar He ce npenopaqyBa xaj naqraeHru co HcxeMnqHa 6onecr
Ha cplleTo unn KoHrecTnBHa cpqeBa r,trcy$rar-$aenunja.
CrarncrnLtKr4 eHauajHara saqecreHocr Ha KapAnoBacKynapHilTe HacraHil npnjaBeHil
oA crpaHa Ha ncrpaxyBaqnre (Ae$nnupatu rpajnm roqKn qnjaTa Ha
ilcnnryBaqta Ha aHTnrportr6oqnrilTe - AnTLl, BKnyvHTefiHo napHara
cMpr, neSaranHnorhn$aprr Ha MnoKapAor, He$ar
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3a6enexaHa e Bo BKynHara rpyna co Se6yrcoraror Bo nopegOa co rpynara co
anonypuHon Bo cKnon Ha cryAuure AilEKC 14 OAKT (1 ,3 OAHOCHO 0,3 HacraHn Ha
100 naqueHr rogranu), Ho He uBo cKnon Ha cryAnnre KOH<D!4PMC (sa geraneH onnc
Ha crygnjara BilAere nog 5.1 ). l4nqu,qeHqara Ha KaplqnoBacKynapHure AflTU
HacraHr Kor rn sa6enexiln ncrpaxyBaqor Bo osronor Ha rona6unupaHara crygraja
og Oaoara lll (AflEKC, OAKT 14 KOHOI4PMC) 6wna 0,7 nacnport4 0,6 nacraHn Ha
100 naqueHT roghHt4. Bo 4onropor{Hnre crynun nHquAeHqunre na At-lT[ HacraHnre
Kon rH ga6enexan ucrpaxyBaqor 6nne 1,2 w 0,6 HacraHn Ha 100 narlraeHT rolquHr 3a

$e6yrcocraror oflHocHo anonyprlHorror. He ce yrBpAeHH crarncruqKn snavajnn
pa3nHKH, Hnry npilL{t4HcKo-nocne4ilqHa BpcKa co $e6yrcocraror. Mefy
ngeHru$nKyBaHnre $arropra Ha pil3r4K Kaj oBile naqueHru 6nne MeAnqnHcKara
racropnja Ha arepocKneport4r{Hr,t sa6onyaahba ulunn un$aprr Ha MHoKapAor nnvi
KoHrecrnBHa cpqeBa n ncy$ra qr,renqr,rja.

Anepeuja (xunepceH3umueuocm) Ha neKom
Bo nocr-MapKernHluKoro hcKycrBo ga6enexanu ce perKn cnyqail Ha cepuo3Hu
aneprncKn peaKqnn Kou ro BKnyqyBaar u onacHnor no xilBor Steven-Johnson
ct4HApoM u aKyrHt4 aHaSrnaKrhr'{Kt4 peaKquil / uor. Bo HajroneMnor 6poj cnyLlan
oBne peaKqnh ce cnyqilne Bo reKor Ha npBror Meceq oA repannjara co

$e6yrcocrar. Heron, Ho crre oBne naqheHn npnjaerne xapyruyBalbe Ha peHanHara

$ynrqraja ulunw nperxogHa xHnepceH3urnBHocr Ha anonypnHon. Sypnnre
xnnepceHsnrnBHil peaKquu 6une noBp3aHn co peHanHo vnu xenaranHo yqecrBo.
flaquenrure rpe6a tra 6nqar coBeryBaHn Bo BpcKa co 3HauHTe n cuMnroMnre u Aa
6raAar BHnMarenHo cnegeHn sapatru nojaaara Ha chMnroMl4 Ha aneprlrcKtl I
xnnepceH3iln4BHn peaKquu (angere noA 4.8). TperruaHor co $e6yrcocrar rpe6a 4a
6nge BeAHalu npeKnHar AoKonKy ce nojaaar cepilo3Hl,l aneprncK'l I
xnnepceH3nrilBHH peaKqnn, BKny'{r4TenHo vt Steven-Johnson-oBnor c14HflpoM,
On*qej*r4 paHoro noBneKyBalbe npernocraByBa n nogo6pa nporHo3a. loronxy
naqneHTor pa3Bhe aneprhcKa / xranepceH3ilTuBHa peaxqraja BKnyqilTenHo n Steven-
Johnson-oBt4or cr4HApoM nnn aKyrHa ana$nnaKrnqKa pearqnja / uox, rperMaHor co

$e6yrcocrar ne rpe6a tra ce 3anoqHyBa HhKorau noee(e.

Arcymnu uanadu Ha euxm (eQexm Ha enowyeabe na euxm)
TperruaHor co $eOyxcocrar ne rpe6a Aa ce aanoqHyBa AorqeKa aKyrHl4or HanaA Ha
rnxr KoMnflerHo He ce cMltpn. Karco n Kaj TperMaHvtre co gpyrHTe MeAnqHHcKl4
npo13Bogr4 3a HaManyBabe Ha HuBoro Ha ypar, Moxe Ra ce nojaaar e$errn Ha
BnQuyBaHre HaTHXTOT CO SanOqHyBaHreTo Ha TpeTMaHOT, nopaAil npOMeHa Ha
cepyMcKr4re BprqHocril Ha MoqHara KrcenLrHa ulro pesynrnpa co uo5nnusaqnja na
yparnre oA Reno3nrure Bo rKnBara (anAere nog 4.8 u 5.1) Ha noqeroKor Ha
TperMaHor co $e6yrcocrar, ce npenopaqyBa npo$mnaKca nopaAr MoxHocra oA
nojaea Ha Bno[uyBaHre Ha rilxror, co HCAl4Il 14fl14 Koflxt4ql4H Bo nepuoA oA HaJManKy
6 ueceqn (engere noA 4.2).
fioronry Aojge Ao nojaaa Ha BfloulyBaHre Ha ruxroT Bo reKoT

$e6yrcocTaT, TperMaHor He rpe6a Aa ce npeKnHyea. E$eKroT o,q
Ha rperMaHor co
BflOUlyBaH'eTO Ha

rnxror rpe6a Aa ce peulaBa HanopeAHo, co Tepann1a a4anTupata HA

naqneHror. KonrhHyupaHuor TpeTMaH co Se6yKcocraT ja nana
IHT€H3LITeTOT Ha BnOUyBaHreTO Ha rrXTOT.

u
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4.5.

,]enosuquja Ha KcaHmuH
Kaxo u Kaj TperMaHilTe co Apyrnre MerqnquHcKr,r npon3Boglr sa HaManyBaHre Ha
Ht4Boro Ha ypar, Kaj naqheHTnre raj ron uHTeHsnreror Ha HacraHyBabe Ha yparor
e3HaqnrenHo sroneMen (na np. npil MannrHn 6onecrn n repanuja na ucn4Te, Lesch-
Nyhan-oB cl4H,qpoM), anconyrHara KoHqeHTpaquja Ha KcaHTuH Bo ypilHara MoxB, Bo
peTKl,l cnyqa[, Aa nOpaCHe AO BperqHoCTt4 KOH OBO3MOXyBaaT HaTanoxyBaHre Ha
ypuHapHlror rpafir. Eilgejfua HeMa ilcKycrBa 3a npuMeHara Ha neKor Kaj oBaa
nonynaquja, neroBara ynorpe6a He ce npenopaqyBa.

MepxamonypuH / asamuonpuH
He ce npenopaqyBa ncroBpeMeHa npnMeHa na $e6yKcocrar raj naqueHrnre KoLl
ae(e npnMaar MepKaronypuH I asarnonpnH (augere no,q 4.5)

TeoQunuu
florpe6no e BHnMaHne npn ynorpe6ara Ha $e6yrcocrar Kaj naLlneHTn KoLl
r4croBpeMeHo ynorpe6yBaar reoSrnun. f'lorpe6no e cnegeHre Ha BpeAHocrnre Ha
reoSnnunor xaj naqueHrnre Kon 3ano'{HyBaar rperMaH co $e6yKcocral. (eugere
no4 4.5)

flopememyeabe na Qynxqujama Ha qpHuom dpo6
Bo reror Ha cnpoBegyBalbero Ha rtnrHu.+Knre ncnrryBalba ofl lll $aea, ga6enexaHn
ce 6narn nopeMeryBaH'a Ha $ynrqrajara Ha qpHnor gpo6 Kaj ncnnraHnqnre
rperupaHu co $e6yrcocrar (5%).Ce npenopa'.ryBa npoBepKa Ha SyHrqnjara Ha
qpHror Apo6 npeA sanoqHyBaFbero Ha repannjara co $e6yrcocrar, KaKo u
nepnOflrlt{Hn npoBepKtl nO 3anOqHyBaHreTO Ha ner{ebeTO, Bp3 OCHOBa Ha KnnHrqKa
oncepBaqnja Ha naqneHror (engere noA 5.1).

flopememyeabe na Qynxu,ujama Ha mupouduama xnesda
3roneuenn Bpe,qHocrt4 Ha TSH (>5.5 plU/) sa6enexaHu ce Kaj naqneHrn Ha
AonrorpaeH rperMaH co Se6yrcocrar (5.5%) Bo Aonrorpajnure, npo4onxeFlll,
orBopeH n cryAnn. l-lorpe6Ho e BHnMaHne Kora Se6yrcocraror ce ynorpe6yaa raj
naqheHrn co anrepHaqnu Ha $yHxtlujara Ha rupot44Hara xne3rqa.

tTaxmosa
Oe6yrcocrar raOnerure co4pxar naKro3a. ilaqneHTure co perKa Hacne,qHu
npo6neuil co Heronepanrlraja Ha ranaKro3a, ge$uqueHlluja Ha Lapp naKro3a nnu
noua ancopnlluja na rnyKosa-ranaKTo3a He rpe6a Aa ro ynorpe6yBaar oeoj neK.

I4HTEPAKU]4JA CO Epyrh nEKOBl4 14 APyrn OOPM14 HA ]4HTEPAKU]4JA
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Crygnn Ha uHreparquja na $e6yKcocraror co qr4roroKcr,rqHara xeMorepannja He ce
ngBeAeHn. Henaa pacnonoxnBn nogaroqu Bo ,BpcKa co Oes6eflHocra Ha
Se6yrcocraror co qr4ToroKcur{Hara rep anuja

TeoQunun
Vlaro He ce n3BpuleHn cry4uu Ha uHrepaKqujara co $e6yKcocrat, nnxn6wqujara na
XO Moxe,qa nperqu3BrKa sroneMyBaH'e Ha HuBoro Ha reoSunu+ (3a6enexaHa e
nnxn5nquja Ha nlera6oniloMor Ha reoSnnilHor, 3ae,qHo co ApyrilTe XO
uuxu6utopil). llopagn roa, ce npenopaqyBa BHhMaHnre npu ncroBpeMeFtara
ynorpe6a Ha oBhe aKTktBHr't cyncraH LIAI , KaKo u MoHr4TopilHr Ha HuBoara Ha
reoSnnnHor raj naqueHTilTe KoH sano'.{HyBaar repaonja co $e6yxcocrar.

HanpoxceH u dpyau uuxu5umopu Ha enyKyponudaquja
Mera6onn3Mor Ha $e6yrcocraror 3aBncn oA UGT eH3rMnre. nexoenre ron ja
nnxu5npaar rnyKypoHt4gaqujara, KaKo urro ce HCAVIII n npo6eneqnAor, reopercKn
Moxar ga enmjaar Ha ennMnHarlnjara na $e6yKcocraror. Kaj sApaBrre t4cnnraHhllt4,
r4croBpeMeHara ynorpe6a Ha $e6yrcocrar H HanpoKceH 250rilr.Aea narn AHeBHo,
noBpsaHa e co 3roneMeHa eKcno3uqhja Ha Qe6yrcocrar (ruarcnuanHa
KoHqeHTpaqnja Crrr 2So/o, BKynHa KoJInqilHa Ha neK Bo KpBTa AUC 41o/o, u
nonyBpeMe Ha enilMnHarlraja tu 260 ). Bo KnnHu.+Kure cry1ut , ynorpe6ara Ha
HanpoKceHor unn Epyrnre HCAhn Eox-2 unxn5uropn He ce rqoBeg)/Ba Bo BpcKa co
ffi r,t H I'rr{ Kr,r e n au aj H o 3ron e M yBa Fbe H a H eca Ka H nre gej crea.

Oe6yrcocraror Moxe Aa ce ynorpe6yBa co HenpoKcen, 6e3 norpe6a oA Kopexqnja
Ha Ao3ara Ha Qe6yrcocraror unu Ha HenpoKceHor.

hl udyxmopu H a enyKypou udau,uja
Cnnnnre uHAyKTopH Ha UGT eH3uMnre Moxar Aa ,qoBelqar Ao 3roneMeH
naera6onn3aM u HaManeHa eSnracHocr Ha Se6yrcocraror. Ce npenopaqyBa
cneAeHre Ha cepyMcKara BpelqHocr Ha MoqHara KncenuHa 1-2 Hegenn no
3anoqHyBabe Ha rperMaHor co cnneH ilHAyKrop Ha rnyKyponntrat1l'l,la. O6parno,
npeKilHor Ha rperMaHor co l4HAyKropor Moxe Aa goBefle Ao sroneMeHn cepyudru
BpegHocr tn Ha Se6yrcocrar.

Kon x u 4u u/u n d o u e m a qu u/x u d p oxn o p o m u a3 u d/e a p Q a p u H
Oe6yrcocraror Moxe Aa ce ynorpe6yBa co Konxrqnt n nt5oMeraqnn, 6es norpe6a
oA Koperquja Ha Ao3ara Ha $e6yxcocraror unn Apyrara aKrnBHa cyncraHqa xoja ce
ynorpe6yBa hcroBpeMeHo.

He e Heonxo,qHa roperqraja Ha Ao3ara Ha $e6yxcocrar Kora ce ynorpebyaa co
xurqpoxrloporhasl4R.
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flecunpaMuH / CYP2D6 cyncmpamu
Oe6yrcocraror ce noKaxan KaKo cna6 nrxvrlutop Ha CYP2D6 rn Brrpo. Bo crygun
co 3rqpaBh ilcnuraHvtqn, 120ur. ADENURIC@ 80 e,qHauJ AHeBHo, pe3ynrupan Bo
cpe4Ho sroneMyBalbe ofl 22% Ha BKynHara Konr4r{ilHa AUC Ha rqecnnpaMnHor,
CYP2D6 cyncrpar Koj yKaxyBa Ha norenqujaneH cna6 unxw1utopeH e$err Ha
Oe6yrcocraroT Ha CYP2DO eHsHMor uH eueo. Cnope4 Toa, npn saegHilt{Kara
ynorpe6a Ha Oe6yrcocraror co Apyrh CYP2DO cyncrparn He ce oqeKyBa Aa ce
nojaen norpe6a oA npnnaroflyBatbe Ha Aosnre Ha oBne cocrojrn.

Aumaqudu
Ce noKaxano ,qeKa ncroBpeMeHara uurecrnja Ha MarHegnyM xnrqpoKcl4Aor u
anyMuHr4yM xniqpoKct44or Kot4 co4pxar aHTaqu,q ja o,qnoxyBa ancopnqwjara Ha
<De6yrcocraror (npra6nraxHo 1 vac) H AeKa npeflr3Bt4KyBa HaManyBaH'e oA 32% na
Crrr, Ho He e ga6enexaHo AeKa nperqh3Br'rKyBa 3HaqnrenHa npoMeHa Kaj AUC.
Orryxa npon3neryBa AeKa Oe6yxcocraror Moxe Aa ce ynorpe6yBa, 6es orneA Ha
ynorpe6ara Ha aHraqu4or.

4.6. 4.6 Oeprnnnrer, 6peueHocr lt naKraqltja

Epemeuocm
flo4aroqnre orq MHory orpaHilqeH 6poj n3noxeHu 6penaeHocrt4 He yKaxyBaar Ha
6nno KaKBr HecaKaHra gejcrea Ha Se6yrcocraror epa 6peMeHocra n Bps s4paajero
na $erycor / HoBopogeH''{ero. Crygnnre co xHBorHh He uHrqilqupaar AnpeKrHu unw
nHrqnpeKTHl4 urernn eseKTn Bp3 6pervrenocTa, pasaojor Ha ervr6pnonor / $erycor n
nopoAyBalbero. (eu4ere noA 5.3) florenqrajannraor pr4st4r raj nyfero e Heno3Har.
Oe6yrcocraror He rpe6a Aa ce ynorpe6yBa Bo reKor na 6peueHocra.

floerce
HenosFtaro e Aanu $e6yrcocraror ce eKcKpervrpa ao uajvuHoro MneKo. Crygnute
co xt4BorHh noKaxane eKcKpeqrya na aKTuBHara cyncraxquja eo ruajvilHoro MneKo I
nopeMereH paseoj Ha MnaAeHLn4H'ara Bo nepnoAor Ha Roehbero. He ruoxe Aa ce
ncKnyqn pu3t4Kor Kaj AoeHqnHrara Kaj qoBeKor. Oe6yKcocraror ne rpe6a Aa ce
ynorpe6yBa Bo nepnogor Ha Aoebero.

cDepmunumem
Penpogylffr4BHnre cryAun Kaj xuBorHr4, npn Ao3t4 Ao 48nar/rrhen He noKaxane
AosFro-3aBncHu HecaKaHn .qejirea Bps $epranrareror. (engere noR 5.3) Eserror Ha
ADENURIC@ 8Orvrr. aps Seprt4nilreror raj nyfero He e nosHar.

4.7. EOEKT]4 HA NEKOT BP3 YNPABYBAI$ETO CO MOTOPH]4 BO3NNA UNU

MAlIJ14H14
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4.8. HECAKAH]4 EEJCTBA

CodpxuHa Ha 6es6edHocHuom npoQun
Hajuecro sa6enexaHil HecaKaHil gejcrea Bo KnHHr4rtKilTe ncnuryBaHra (4,072
cy6jexrr rperhpaHu co Ao3a Mery 10 n 300rvrr.) n nocr-MapKernHruKilre r4cKycrBa ce:
BnouyBaHre Ha rnxToT, nopeMeTyBaFba na $ynrqnjara Ha qpHHor Apo6, ,qnjapea,
rafleH'e, rnaBo6onra, ucun u eAeM. Oene HecaKaHu gejcrea 6une co 6nar unu
yMepeH nHTeH3nrer. Bo nocr-MapKernHuJ{ure ucKycrBa sa6enexaFrn ce perKh
cepno3Hr4 xr,rnepceH3nn4BHlt peaKqnu na $e6yKcocraror, HeKou oE HilB noBp3aHH co
cilcTeMcKyr coMnToM14.

TadenapeH npuKas Ha HecaKaHume dejcmea

MHory qecrh (> 1 110); t ' {ecrn (21 | 100, < 1 I
100); Perru (: 1 | 10,000,
gejcraa Kon ce nojaeyaaar Kaj naqneHrilre
HaBerqeHil Bo cneAHara ra6ena:

10); l- loepeMeHu (21 | 1,000, < 1 |
perKnre (< 1 | 10,000) HecaKaHu
rpernpaHn co $e6yrcocrar ce

Bo paMKure Ha ceroja $per$eHrHa rpyna, HecaKaHnre gejcrBa ce HaBeAeHn no
onariaqrr perqocne4 Ha cepiloaHocr.

Ta6ena 1: Hecarann gejcraa ga6enexaFru Bo lqonropoqHnre cryAun Bo
ronlt6uur,rpaHa Sasa 3, eo reKor Ha nocr-MapKeruHr.uKl4or nepuop

flopeueryBaFba Ha
KpBHI4OT 14
nrnadnnor cr4creM

Perrr
l-l an qnro nen nja, rporu6oqnro nen nja

flopenaeryBalba Ha
r4MyHl4OT Cr4CTeM

Perru
Ana$ ranaKTh q Ka peaxrlraja*, n peuyBcrB nren Hocr Ha neror*

l-lopenaeryBaH'a Ha
eHAOKpl,lHl,lOT

cncTeM

floapeMenn
3ronenaeHr BpeAHocrr4 na TSH Bo KpBTa

flopenaeryBaba Ha
OKOTO

Perrn
SanrtarnenBr4A

l-lopeueryBaFbe Ha
ruera6onn3Mor Ha
ncxpaHara

t lecrr4***
Bnouryealbe Ha r[xror
floapervreHrl
nQnja6erec Mennryc, xn nepn n n LrrqeM nj a, na u anyBa Lbe Ha a neruror,
3roneMyBabe Ha renecHaTa rexnHa
Perxn
HauanVBaHre Ha Te>xnHaTa, 3roneMyBabe Ha aneTuToT, aHopeKcn1a

l-lcnxnjarphcKr4
nopeMeryBatba

floapeuenn
HanaanyBabe ua nn6w$oro, HecoHt4qa

{1..," !-'i.l;r t..r,-',..itu
, ,ij, .:, !
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Perrn
Hepaosa

l-loperueryBaH'a Ha
HepBHt4OT Cl4CTeM

ulecrr
l-naao6onra
l-lospeMeHr
BprornaBnua, napecresuja, xeMnnape3a, coHnt4Bocr, npoMeHa Ha
qynara 3a BKyc, ocna6eno qyno 3a Aonnp, ocna6eHo qyno 3a Mrphc

l-lopenaeryBanra Ha
yBoTo u naBupytHToT

Perrn
Tnnnryc

I-lopenaeryBaH'e Ha
pa6orara Ha cpqero

l-loepeMeFtn
Arp nj an n a S ur6 p unatqwja, n afi n nra qnj a, a 6 n o pnrt an n o E Kl-

Bacrynapnr,t
nOpeMeryBaHra

floepenreHh
Xuneprengnia, upBeHnno Ha nnuero. Han€u Ha BDeflnHa

l-lopeueryBaba Ha
pecnuparopHt4oT
crcTeM

J-loapenltenn
,Qrcnnea, 6ponxnruc, mn$eKLlt4r4 Ha ropHr4or pecnhparopeH TpaKT,
Karun4r.la

HopervreryBaH'a Ha
racTpo14HTecTnHan-
Ht40T Cl4CTeM

Hgcrn:
,[ujapea**, MasH]4Ha
flospeMexh:
Eonra ao a64ortaeHor, qyBcrBo Ha 3roneMeH nphrt4coK Bo croMaKor
(nagyenocr), racrpo$o$areanno peSnyKcHo sa6onyaalbe,
noapa(an'e, cyBa ycra, rqilcnencnja, xoncrnnatqula, qecrlt cronnqu,
$narynenqnja, racrpor4HTecruHanHu npeltKr4
Perru
flanrpeart rvtc, Pankreatitis, ynqepar{yrja Ha ycrara

flopenaeryBaba Ha
xenaro6 unnjapnnot
cncreM

Hecrn
A6nopuaflHa Synrqnja
floapeuenn
Xonennrnaaa
Perrn
Xenarnrnc, xonr[Lla*

Ha LlpHr4or 4po6**

l-lopenaeryBalba Ha
KOXATA il
NOTKOXHhTE TKNBA

ulecrn
Vlcnn (exnyvyaa pa3nnqHn rtanoBu Ha ncnn Kon ce nojaayeaar co
noMana 3aqecTeHocT, Bl4Aere no4one)
floeper,reHn
fiepruartr. q yprnrapnja, npypr4ryc, npoMeHa Ha 6ojara Ha Koxara,
ne3uu Ha KoxaTa, neTexvn, MaKynapeH ncnn, MaKynonanynapeH
ncunucnn, nanynapeH ucnn
Perrn
Seven-Johnson-oB o4HApoM*, reHepan u3npa+ (cepraoseH) ncrn*,
epnreM, erc$onujarnBeH ncnn, SonnrynapeH nct n, B$r4KyflapeH
t ct n, nycTynapeH rcnn, npyphTl,tqeH Hcnn", epnTeMaTo3eH t4ct4n,
n,t op6 nn ndoprvren vtcun, an oneqhi a, xn nepx!4Ap6a

flopenaeryBaFba Ha
MycKynocKeneJHLroT
cncTeM I Bp3r4BHnTe
TKNBA

floepeneFrn
Aprpanrnja, aprpt rvrc, uuanruja, MycKynocKenerua 6onxa, MycKynHa
cna6ocr, rpqeBn Bo MycKynrre, crerHarocr Ha MycKynrre, 6pyanrnc
Perrn
Broqanerocr Ha srno6oBhre, BKoqaHerocr Bo MycKynnre n KocKnre

flopeueryBaH'a Ha
peHanHr4oT 14
VDUHAPHNOT C14CTCM

l-loepeMeFrn
6y6pexna nncy$nqnenqnja, neQ
n on a Kuv onia, n poren H vonia

| . , .  1  . i . ,  l
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Perrn
Typ6yno[ HTepcrr,r qnj anen ne$purnc*, HaroH 3a M oKpeFbe

flopenaeryBaba Ha
penpOrqyKTl,lBHl'1OT

cncTeM I
$ynrqnjara Ha
rpaAnre

l-loaperueFrn
E pexrnn n a g ra c$yn rqr,rj a

Onuru
nopeMeryBa.ba n
nopeMeryBalba Ha
MCCTOTO HA
ynorpe6a

t-lecrn
EAena
[-loepeMeHn
klcroureHocr, 6onra Bo rpagnre,
Perrn
Xen

Henarona Bo rpa.qure

hcrpaxyBaHra flospeMeFril
3ronerueHa Bpe4Hocr Ha aMnna3ara Bo KpBTa, HaManeH 6poj na:
rpo rvr6or-1 vlTtA, neyKo qhTn, n vr rvr$oqnTn, 3roneMyBa Fbe Ha H h BoTo Ha
KpearuHr4H Bo KpBTa, HaManeH xeMorno5nn,3roneMyBaH'e Ha HnBoro
Ha BpeAHOcTa Ha ypeaTa Bo KpBTa, 3roneMyBaHre Ha HnBoTo Ha
TpnrnhqepnAnTe Bo KpBTa, 3roneMyBabe Ha HuBoTo Ha xonecTeponoT
BO KpBTa, HaManyBaFbe Ha HHBOTO Ha XeMaTOKyITOT, 3foneMyBaHre Ha
H14BOTO Ha naKTaT AeXnApOreHa3e BO KpBTa, 3rOneMeHO HI'IBO Ha
KannyM Bo KpBTa.
Perrn
3ronertaeHo Hr'iBo na uekep Bo KpBTa, npoAoflxeHo aKTlrBnpaHoro
napqnjanxo rpona6onnacruHcKo BpeMe, HaManeH 6poj Ha qpBeHnre
KpBHr4 3pHqa, 3roneMeHa anKanna 6ocdara3a Bo KpBTa.

*Hecarann gejcrBa Kou ce ga6enexaHn Bo nocr MapKeruH[rtKoro cnege]be
**Cnyuan Ha nenH$eKruBHa 4r,tjapea n a6xopnaanHa Synrqraja Ha qpHnor Apoo

Kon ce nojaBune no noqeroKor Ha xovr6nnupaHhre cryAnu oA Oasara 3, ce
nojaeyaaar no3aqecreHo Kaj nallueHru Kor4 6une ncroBpeMeHo rperhpaHil co
KOnXilqhH.

***Brgere nog 5.1 3a nojaeara Ha BnouyBaHre Ha rnxror Bo uHAnBnAyanHn
paHAoM usupaHn KoHrpon upaln crytrnn og Qasa 3

Onuc Ha ceneKmupaHume HecaKaHu dejcmea
Perrn cepilosHlr HecaKaHH AejcrBa Ha Se6yrcocrar, BKnyqurenHo u Steven-
Johnson-oe cnHrqpoM u auaSunaKTuLrKHTe peaKll4r4/uJoK, 3a6enexaHn ce Bo nocr
MapKeruH[lKoro cnerqebe. Steven-Johnson-oBr4or cHHApoM ce KapaKTepnsnpa co
nporpecuBHu KoxHr4 ncunu, nponpaTeHh co nnnKoBr4 unr4 MyKo3Hr4 neSuu u uptATaum[
Ha oqrre. XrnepceH3nruBHnre peaKqnn Ha $e6yrcocraror Moxe Aa 6ugat
noBp3aHH co cflerqHilTe crMnToMr4: KoxHr4 peaKqilil oKapaKTepn3npa{u KaKo
nn$nnrpnpaH KaKo MaKynonanynapeH ncnn, reHepanu3rpaH ilnn eKc$onnjarnBeH
ucl4n, Ho u neSuu Ha Koxara, eAeM Ha nuqeTo, rpo3Hr4qa, aHoManilr Ha KpBHaTa
cflnKa, KaKo Ha np. rponl6oquroneHnja u noeAilHevHa ilnil nose(erparHa BKnyqeHocr
Ha oApe,qeHu opraHr (qpnnor Apo6 unu 6y6pesnre, BKnyLryB ajkn
ry6ynouHrepcrr4qujanen neQprarnc) (anRere no4 4.4)

BnouyaaH'a Ha rilxror
TpeTMaHOT 14 BO TeKOT

HA
HA

tcKl4\
, ' l
' ' i

i i i
' i ;

I

BJlOrUyBabe Ha rnxToT
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npoAyKTH 3a HaManyBabe Ha HilBoTo Ha ypaTuTe, u oBAe ce npenopalryBa
npo$nnaKca sa BnorrlyBaHrara Ha rnxror. (engere noA 4.2 n 4.4)

4.9. flpegorlrpalbe
He ce sa6enexaHn cnyqau Ha npeAosr,rpaHocr. l-laquenrhre co npego3r4paHocr 6n
rpe6ano tra 6unar rperilpaHu co cnMnroMarcKa u cynoprr4BHa repanuja.

5. OAPMAKONOUK]4 CBOJCTBA

5.1. OapnaaxognHaMcrn ceojcrBa
OapuarorepaneBrcKa rpyna: fleroen npon4B rnxr. Vlnxu1urop Ha cilHTe3ara Ha

MOqHara KHCent4Ha
ATC Korq: M04AA03

MexaHr3aM na gejcrBo
Moqnara KncennHa e npon3BoA Ha ruera6onu3Mor Ha nypuHor Kaj qoBeKor u
HacTaHyBa Bo cneAHnTe KacKaAHil peaKqHn xnnoKcaHTvrH + KcaHTnH -+ MOqHa
KucenuHa. ,Qaara qeKopr4 Bo HaBe4eHara rpanc$opnraqnja ce KarannsupaHu co
KcaHr'tH oKo,trqasa (XO). Oe6yrcocraror e 2-apnnrna3on ,qepnBar roj ro nocrhrHyBa
ceojor repaneBrcKt4 e$err Ha HaManyBaFbe Ha HnBoro Ha MoqHara Kncenu*a npeKy
ceneKTLtBHo r4Hxu6upawe Ha XO. Oe6yrcocraror e cnneH, HenypnHcKn ceneKTnBeH
uttxwlutop Ha XO (NP-SIXO) co BpeAHocrn Ha Ku uuxulutyjata noManh ,oA eAeH
HaHoMonap Bo l4H Bl4Tpo ycrroBl4. Oe6yrcocraror ce noKaxan KaKo naoken unxn6nrop
KaKo Ha oKcl4gr4paHrre n peAyqnpaHnre Soprvrra Ha XO. Bo repaneBrcKt4
KoHqeHrpaquu roj ne ru ntxu1upa Apyrure eH3ilMr4 BruryqeHn Bo naera6onn3Mor Ha
nyp}rHoT nnu nupMnAnHoT: rBaMnH-Ae3aMuHa3a, xunoKcaHTtlH rBaHnH
SocQopu6ocnnrpaHc$epasa, oporar-$oc$opu5osunrpaH$epa3a, oport4At4H-
naono$oc$ar gerap6oKcilna3 a unu nyp u H-HyKneos rn Soc$opnna3a.

Knnnnqra e$nKacHocr n 6es6egnocr

EsraracHocra na ADENURIC@ 6nna AeMoHcrprpaHa Bo rpr4 nnBor cry1nn oA Oasa
3 (gaere nnBor cry4un APEX iFAKT 14 AoAarHara CONFIRMS crygnja ce onnuaHn
Bo npo4onxeHue) xou 6unensaerqeHil xaj 4101 naqraeHTu co xilnepypnKeMuja w rnxr.
Bo cexoja noA nnBor crygur4re og Saga3, ADENURIC@ AeMoHcrpnpan cynepnopHa
cnoco6Hocr rqa ru cHuxc4 o oApxu cepyMcKnre BpegHocru Ha MoqHara KncenltHa Bo
cnopeg6a co anonypnHonor. l-lpnruapHuor napaMerap sa cnerqeHre Ha eSnracHocra
Bo APEX n FACT cryflytr4re 6wn npoqeHror Ha naqueHrlr Kaj Kot,r cepyMcKt4re
BpeAHocrn Ha MovHara KucennHa Bo nocnegHnre rpn Meceqh 6rne < 6.0 mg/dl (357
pmol/l). Bo Ao4arHara CONFIRM cryAuja oA $asara 3, v,uu pesynrarn craHane
AOC-TanHn nO H3rqaBaHrero Ha,qo3Boflara 3a CTaBabe BO npoMer Ha ADENURIC@,
npnMapHLror napaMerap 3a e$raxacHocra 6nn npoqeHror Ha naqreHrLr Kaj Koh
cepyMcKara Bpe,qHocr Ha ypar 6nn
neKapor. Bo oBaa cryguja He 6un BKnyqeH Hury eAeH naqneHr co t4sBpueHa
rpaHcnnauraquja Ha opraH. (eu,qere nog 4.2)

APEX crygnjara. l-lnaUe6o-KonrponilpaHara E$nracHocr Ha
Ho, geojnocneno,Se6yrcocraror Bo ocHoc Ha AnonyphHonor q

MynTilUeHTpl4t{HO KnnHuqKO nCnilryBaHre KOe
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ceAyMAecer n flBa ucnuraHv,Ra 6vne paHAoMr43l4paHn, KaKO ruTo cneA{ Bo rpynaTa
roja npuMana nnaqe6o (n=134), Bo rpynara roja npuMana ADENURIC- Bo Ao3a oA
AOMr/Aen (n=267), eo rynala xoja npu'rvlana ADENURIC@1 2}vrrt1en (n=269), rpynara
roja npnMana ADENURIC@ 240ur. (n=134), a Bo rpynara roja npnMana anonypnHon
(ao gosa o4 3OOrur./gen) (n=258) sa ncnnraHuqn co npeo6nrHa cepyMcKa BpeAHocr
Ha KpearnHilH <1 .5 nar/Rn unu 1O0urhen n (n=10) 3a ncnnraHnqn co npso6nrna
cepyMcKa BpegHocr Ha KpearuHr4H >1.Srvrr/Rn w 3 2urlryeH. Aeecre Llerilpnecer Mr

Se6yrcocrar (2 narn noeette ofl MaKcnManHara npenopa'.{aHa ,qosa) 6una o,qpeAeHa
KaKo Ama 3a npoqeHKa Ha 6es6eAHocra.

APEX cry4rajara noKaxana crarucrnqKr enavajna cynepuopHocr Ha neKor
ADENURIC@ KaKo npn rqo3a oA S0rvrrheH, raKa u npv Ao3a oA 120url$eH Hacnporn
KoHBeHqr,rjanno ynorpe6yBaHnre Ao3r4 Ha anonyphHon 300rvrr. (n=258)/100rur (n=10),
no rpynu Ha TpeTt pa{u ilcnHTaHnqn, a Bo oAHoc Ha HaManyBabeTo Ha cepyMcKuTe
BpegHocn4 Ha MoqHara KncennHa nog BpegHocra oR 6.0 mg/dl (357 pm0l/l)
(engrere eo ra6ena2 n cnura 1)

FACT Crygrajara. Oe6yrcocrar - AnonypnHon KonrponnpaHuor recr e KnnHrqKo
ncnnryBalbe og rperara $a3a - paHgoMr,r3npaHo, geojno-cneno MynrnqeHTpl4tlHo
ncnnryBabe Koe rpaeno 52 HeAenn. CepyrvrcroTHHt4 .t4 ueeceT ilcnHTaHnKa 6nne
paH,qoMn3npaHh KaKo urrocnelqn: Bo rpynari roja npnMana ADENURIC@ Bo Ao3a oA
bOnnrlnen (n=256), Bo rynara roja npr,rrurana ADENURIC@120rur/Ren (n=251) u Bo
rpynara roja npnMana anonypilHon (ao goaa o4 30Ourr./Ren) (n=253)

FACT crypujara noKaxana crarilcrl,rt{Kr,r anauajna cynephopHocr Ha neKor
ADENURIC@ KaKo npn Aosa oA 80urr/geH, raKa n npu Aosa oA 120url$eH HacnporH
KoHBeHqnjanno ynorpe6yBaHhre Ao3t4 Ha anonyprHon 300rvrr. (n=258)/100ur (n=10),
no rpynu Ha TpeTnpaHu ucnnTaHn$n, a Bo oAHoc Ha HaManyBalbeTo Ha cepyMcKnre
BpegHocrn Ha Mo'{Hara KilceflHHa noA BpegHocra oA 6.0 mg/dl (357 pmol/l)

Bo ra6enara 2 Aa1en4 ce pe3ynrarnre oA npoLleHKara na e$raKacHocra Bo oAHoc
Ha npnMapHuoT napaMeTap Ha cnefleHre:

Ta6ena 2
YRen Ha ltcnnraHltqnre raj Koil nocnegHnre rplt MeceqHll cepyMcKh BpeAHoGTH

Ha MoqHara KncennHa Bo ce noHHcKH og 6.0 ur/An (357 Umol/l)

Cry.qHja ADENURIC@
80 rur/neH

ADENURIC@
120 url+ea

AnonypnHon
300 /

100 rurhenl
APEX

(28 nenenn)
48o/o'

(n=262\
65% '" (n=269) 22%

(p=268)
FACT

(52 neaenn)
53%

(n=255)
62%

(n=250)
.,,,,.',,,",'*!1o/o

",',':f .l:r.". r; ft=2"51)
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Kona6nn upaHu
pe3ynraTu

51o/o"
(n=517)

630/o''*
(n=519)

22%
(n=519)

1 pesynrarn AolvleHu Bp3 ocHoBa Ha ncnnraHuuu Kon ro npyrMnne neKor
6nno Bo Aosa oA lO0nlrhen (n=10: vicnuraH nqn Kaj Kon cepyMcKara
BpeAHocr Ha KpearhHl,lHor >1.5, oAHocHo <2.0 Mr/fln) ranra 300 nrlgn
(n=509) - ynorpe6enn ce 3a s6r,tpna aHanusa
* p < 0.001 Hacnporu anonypnHonor, # p < 0.001 Hacnporn 80 rur.

Caojcreoro Ha ADENURIC@ Aa rn HaManil cepyMcKt4re Bpe,qHocrr Ha MoqHara
KrcennHa e 6pso H Aonrorpajno. Pegyqrapabero Ha cepyMcKnre BpegHocnt Ha
MoqHara KilcenilHa Ao <6.0 urlqn (357 pmol/l) 6una ga6enexaHa npn nocerara Bo
BTopara Hegena n e oApxaHo Hns qenilor rperMaH. Cpe4nara Bpe4Hocr Ha HHBoro
Ha cepyMcKara BpegHocr Ha MoqHara KncenuHa sa ceroja rperilpaHa rpyna Bo
ABere nilBor crynuu oA Tperara $asa npnKaxaHn ce Ha Cnura 1 .

Cnnra 1 CpegHlr BpegHocrr4 Ha cepyMcKara KoHlleHrpaqraja Ha MoqHara
KlrcenltHa Bo Kour6nxltpaHara nrBor cry$uja oA $asa 3

20 24

Week
Bl=baseline SEM=standard enor of the mean
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CO N Fl R MS cryfqnjara : CryA wiara CON F I RM S e paHAoM r,t3 rpaHa, KoHrpon n paHa
wyguia og Oasa 3 so rpaebe oA26 HeAenn,qula qen 6ona fla ce n3Bprut4 oqeHKa
Ha 6eg6e,qHocra n e$nracHocra xa $e6yKcocraror Bo Ao3t4 oA oA 4Orvrr H 80Mr. eo
oAHoc Ha anonypilHonor Bo flo3u og 300rur unu 200nar. raj naqueHrure co rnxr Hnt,t
xnnpyprxenanja. Aee unjagu,qBecre uleecer u AeBer (2269) naqneHrn 6une
paHAoM nsnpaHr Ha c4egHuor Haq h H : ADE N U RI C@ 40ru r e4Hau,qHeBHo npuMafl e
(n=757), ADENURIC@80rur. eAHau AHeBHo (n=756), oAHocHo anonypnHon
300/200Mr e,qHau rqHpBno (n=756). HajManKy 650/o oA oBhe naqileHrn uMane 6naro-
yMepeHo oureryBaH'e na 6y6pesn (co KnupeHc Ha KpearuHt4Hor 30-89 mUrrltr,tn).
l-lpo$nnaKcara na nojaaara Ha BnouyBarte Ha rnxrot 6una 3aAonxurenHa eo oeoj
nepuo,q on26 He,qenr.
flpoqenror Ha naqneHna xaj Kor HuBoro Ha yparn Bo cepyMor 6rano < 6,0 mg/dl
(357 pmol/L) npn nocne,qHara nocera Ha neKapor, t43Hecyts an 45o/o ea$e6yKcocrar
40ur, 67% ea $e6yKcocrar 80ur, oAHocHo 42o/o 3a anonypnHon 300/200rvrr.

fipuuapeH napaMemap ua cnedebe eo no)epynama Ha ucnumaHuqu co
nopeMemy*atue ua Qynxqujama ua 6y6pe3ume
Co rnunuL{Kara cryguja APEX, npoqeHyBaHa e e$uxacHocra Bo rpyna og 40
ncnuraHHqn co nopeMeTyBaH'e na $ynrqrajara Ha 6y6pe3ure (nouerna BpeAHocT Ha
cepyMcKt4or KpearnHnH > 1.5 urlgn u <=2.0 Mr/An). Ha rpynara Ha ncnuraHnqh co
nopeMeryBalbe xa Synrqnjara na 6y6pe3nre, roja e paH,qoMu3upaHa Aa npnMa
aflonypnHon, o,qpege Ha u e Ro3a oA 1O0Mr/gen. Ynorpe6ara Ha neKor ADENURIC@
AoBena Ro no4nrHyBalbe Ha e$raracHocra Bo o4Hoc Ha npnMapHror napaMerap Ha
cneAebe raj 44% oF, ucnnraHuqnre Ha 80urr/,qen, raj 45% oA ncnnraHnqnre Ha
120urlgeH u 60% xaj ucnuraHuqnre Ha 240urlneH Bo ogHoc aa 0% Bo rpynara roja
npuMana anonyphHon 10Orur/neH n Bo oAHoc Ha rpynara Ha nnaqe6o.

He nocrojar KnuHnr{Kn snavajHu pa3nuK}r Bo npoqeHryaflHoro HaManyBabe Ha
cepyMcKara KoHLteHrpaquja na MoqHara Kncenrna raj sApaBu cy6jexrn, 6e3 orneA
Ha cocroj6ara Ha HrBHara peHanHa SyHrLlHja (58% Bo rpynara co HopManHa
peHanHa syHrquja u 55o/o Bo rpynara co noreruKn nopeMeryBaH'a Ha peHanHara
SyHrquja).

AHanngara raj naqneHrn co rnxr il nopeMeryBalbe Ha Synrqnjara Ha qpHnor Apo6
leSnnnpaHa e Bo CONFIRMS crygnjara u noKaxafla AeKa $e6yxcocraror e
3HaqilTenHo noe$nraceH Bo HaManyBalbero Ha BpegHocra Ha yparnre Bo cepyMor
Ao Bpe4Hocr < 6 rrrr/Rn Bo cnopeA6a co anonypuHonor 300/200rvrr. xaj naqneHrnre
co rnxr co 6naro Ao yMepeHo peHaflHo or,ureryBaHre (65% o,q naqneHrnre Bo
crygnjara).

flpuuapHuom napaMemap ua cnedebe eo nodapynama Ha ucnumaHuLl,u co
cepyMcKa epednocm Ha MoqHama RucenuHa > 10 ue/On
flpn6nllxHo 40o/o oA r4cnnraHnqnre (xoru6utupaHn nogaroltlr oA APEXn FACT),

Bo osaanMane noqerHa cepyMcKa BperqHocr Ha MoqHara KhcenuHa > 10 Mr/An.
no4rpyna ynorpe6ara Ha neKor ADENURIC@,qoBena Ao no4nrHy
e$uxacHocra Bo ogHoc Ha nphMapHror napaMerap Ha cn
MoLfHara KncennHa < 6.0url+n Bo reKor Ha nocnegxure 3
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ncnuraHuqnre xa 80ur/Ren, xaj 48% oA ncnnraHuqure Ha 12lmrlryeH u 66% raj
ncnnTaHnqnre na Z4Qurlnen Bo oAHoc Ha 9o/o ao rpynara roja nphMana aflonypnHon
30Qrvrr/AeH ogHocno 1OOnr/ReH u Bo ogHoc na 0o/o rpynara Ha nnaqe6o.

Bo crnon Ha crygrljara CONFIRMS, npoqeHror Ha naqneHrn xaj Kon e ocrBapeH
ocHoBHt4or napaMerap na eQuracHocr (sUA < 6,0 Mrhn npt,t nocneAHara nocera)
sa naqneHrure co nojgoBHa cepyMcKa BpegHocr Ha HnBoro Ha MoqHara KnceIIuHa
sUA > 1O Mr/An, rperilpaHn co'Qe6yxcocrar 4Orvrr e4Hau AHeBHo,6un2lo/o
(661249). co Se6yKcocrar 80rur eAHauAHeBHo 49% (1251254), co anonypnHon
300rur/200rvrr egHau .qHeBHo 31oh (721230).

Knuuuqrcu napaMempu ua cnedetue - pqynmamu: den od ucnumaHullu Ha Kou aM e

nompe6na mepanuja nopadu enowyeatuemo Ha euxmom.

cry4rajara APEX: Bo reKor na 8-HeAenHnor nepnon Ha npOQnnaKcal Ha noroneM

op6i ni cy6jeKr,r Bo repaneBrcKara rpyna co ge6yKcocrar 120ur. (36%) 6una

HeonxogHa repannja3a Harna nojaea Ha BnouyBalbe na e$eKTure Ha rnxror, Bo

oAHoc Ha rpynara io ge6yrcocrar 8Orvrr (28%), anonypnnon 300ur (23%) n

nnaqe6o (20o/o). Harnara nojaea Ha BflotuyBaFbero na e$eKrnre Ha rilxror

nHTeH3uBnpaHa e no nepuo4or Ha npo$r,rnaKca, a co reK Ha BpeMe ce HaManyBana.

Mefy 46% u 55% cyojerrn npnMnne repanwa 3a Harna nojaea Ha cnMnroMl,lre Ha

rnxror noruery 8-ra n 28+a HeAena. Harna nojaea Ha BnouyBarbe na eQexrnre Ha

rnxror Bo nocnegHnre 4 negen u o1crygrajara (negenure rvrefy 24-28) sa6enexaHa

e raj 17o/o naqneHrn rpernpalu co $e6yKcocrar (80,120rur), 14o/o rperilpaHvl co

anonypranon 300Mr, t4 20% xaj naqneHrnre co nnaqe6o.

crygnja FA6T: Bo reror Ha 8-ne4enHilor nepuorq na npo$unaKca Ha noron.y 6poj

cy6lerrra Bo repanucKara rpyna co QebyKcocrar 120ur (36%) uu 6una norpe6ua

repbnr,1ja 3a Harnoro rno'ryraHre na e$exrnre Ha ruxror, Bo oAHoc Ha-rpynara co

S|Oyriocrar 80rur. (22o/o) ra anonyprHon 300rur (21%). flo ncreKor Ha I neAenHuor

nepnoA na npo6ilnaKca, nojaeara Ha BnoluyBabero na e$eKThre Ha rnxror ce

3roneMnna, co roa ulro co reK Ha BpeMe cecManyBana (64% u 70% cy6jexrn

npnMnne repan nja sa Harna nojaaana BnorlyBabero na eSeKrnre Ha rnxror uefy 8-

Ta u 5Z+a HeAena). Harna nojaaa Ha Bnor.uyBaHre na e$eKTure_Ha ruxror Bo

nocneAH ure 4 He,qenu oa ctyg ujata (negent,tre ruefy 49-52) na6enexaHa e raj 6-80/o

oA nauneHrure rpernpaHn co $e6yrcocrar (80rvrr n 120ur) n 11% rai rperHpaHnre

co anonypuHon 300nar.

;lpoqeHTor Ha ucnuraH nLlu Ha Kon rM 6nna norpe6na repanuia sa aKyreH Hana,q Ha

r4xr inpfX ra FACT crygnn) 6pojno 6nn nspasuro noHu3oKBo rpynnre raj Kon no

r,tHraqrajanHara, nocrrrHara e npoceqHa cepyMcKa KoHqeHrpaquia na ypaT.ln <6'0

Mrhn, <5.0 rvrr/Rn , vtnu <4.0 nl1r/An, Bo o,qHoc Ha rpynara raj roja nouHnqnjannara,

nocrurHara e npoceqHa cepyMcKa KoHqeHTpaqrja na yparrl >6.0narhn Bo reKor Ha

najmanry 32Helqenn oR nepuo,qor Ha neKyBarbero (rnrepeannre oF 2O-24 HeAena n

og 48-52 ne4ena)

1 .3 .1  -  14



6nn 31o/o ga rpynara co $e6yKcocrar 80ur, oflHocHo 25o/o sa rpynara co
anonypnHon. Bo rpynilre co $e6yxcocrar 80nr u 40ur He e ga6enexaHa HhKaKBa
pasflHKa ao 6pojor Ha naqneHTn Ha Kou r4M 6una Heonxo,qHa repanuja nopaAil Harno
BnouryBabe na eSeKTHTe Ha rhxror.

Omeopeu a doneom paj n a cmyd uja
Cryanjara EXC E L (C02 -021) : Cryghjara EXC E L n percraByBa rpnro4h r.lrHo,
oTBOpeHO, Mynrn qeHTpr4r{ Ho, pa HAoM l43n paHo anonypn Hon-KoHTpon npa Ho
npoAonxyBaH'e Ha cTyAt uTe sa 6es6eAHocTa o4 Oasara 3 sa naqneHrhre Kou
ocraHane Ao xpajor Bo nrnor cryAnilre oA Oasara 3 (APEX r,r FACT). Bo oBaa
crygnja 6r,rng BKnyqeHu BKynHo 1086 naqneHru: ADENURIC@ 8Orur/gen (n=649),
ADENURIC@ l2}virlnen (n=292) n anonypnnon 300url1O0rvrr/Aen (n= 145).3a 69%
He 6una norpeOna6uno KaKBa npoMeHa Ha repanr,tjara 3a Aa ce ocraBpn KoHer{Ha
cra6nnna repanuja. flaqneHrure raj ron HnBoara na sUA 3 naru eAHo no Apyro
6nne >6,0 mrlgn 6une noBneqeHn oA crygrajara.
Huaoara Ha cepyMcKara Bpe,qHocr Ha yparure 6nne ogpxyBaHu co reKor Ha
BpeMero (91% oAHocH o 93% naqneHrn Ha noqereH rperMaH co $e6yrcocrar 80r,lrr
oAHocHo 120ur, nMane sUA < 6rvrrhn ao 36-rnor Meceq oA cry4njara).
TpnrognuHnTe no4aroqn noKaxyBaar HaManyBalbe Ha cnyq aure Ha Haffra nojaaa
Ha BnouyBabe na e$eKTnre Ha ruxTor raj noManKy oa 4o/o Ha KoH ilM e HeonxoAeH
TperMaH 3a oBaa nojaaa (ea noeeke oA 960/o oA naqneHTnre ue 6una norpe6na
repanuja 3a Harna nojaaa Ha BnoulyBaH'e Ha ruxror) eo uHrepBann on16 Ao24
Meceq n oA 30-36 Meceq Ha cryAujara.

K446%o,qHocHo 38% og naqreHrhre Ha KoHeqHa cra6unnarepannja co
Se6yxcocrar 80 o4nocxo 12lurlAeH sa6enexaHo e nornoflHo r4cqe3HyBaH'e Ha
npuMapHnor nanna6uneH ro$yc oA noqerHure BpeAHocn4 Ao nocneAHara noceTa
raj nerapor.

Crygnjara FOCUS (TMX-01-005) e norroro4nr.uHa cryAnja oR Oasara ll, oreopeHo,
Mynr[ueHTpl4LtHo npoAonxeHue Ha cryAnjara ga 6eg6e.qHocra 3a naqueHTnre Kon
noMnHane 4 HeAenHa gaojno-cnena crygnja co $e6yKcocrar Hapevena TMX-00-
004. Bo crygwjara yqecrByBane 116 naqheHTlr Kon Ha noqeroKor Ha crygujara
npuMane Se6yKcocrar 80rtar/ReH. Kaj 62% oA naqlreHTnre ne 6nno HeonxoAHo
HnKaKBo npnnaro4yBabe Ha go3ara KaKo 6u ce o.qpxane HhBoara Ha sUA <6 nar/An,
a raj 38% oA naqneHrnre 6uno HeonxoAHo Aa ce npnnaronn Ao3ara KaKo 6n ce
Roluno KoHeqHa cra6unaHa rqo3a.

Spojor Ha naqreHrn co cepyMcKa BpegHocr Ha yparu <6 rvrr/Rn (357 pmol/l)
npnnocne4Hara nocera raj nerapor 6nn noroneM oA80% (81-1 00%) npn ceroja
Ao3a na Qe6yKcocrar.
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naqneHTnre Ha repanuja co a.nonypilHon (5,8%) so crnon Ha Aonropor{Hnre
orBopeHn npoAonxyBaHra Ha cryAnnre (an4ere nog4.4)

5.2. OapuaKoKnHercKyt ceojcrea

Kaj sApaBn cy6jerrn, MaKcLrManHHre nna3MeHn KoHqeHrpaqilu (Cr.r) ur BKynHara
KonilvnHa Ha neKor Bo KpBTa (noapunHara nog KpnBara Ha KoHqeHTpaqnjara Ha
Se6yrcocrar Bo KpBra, Bo saBilcHocr oA BpeMero (PlK) ce sroneMyBa
nponopqnjanHo Ha 3roneMyBarbero Ha Ao3ara Ha neKor, no eAHoKparHara n no
noee(erparHo noBropeHnre Ao3r4 Ha fleKor Bo pacnoH oA 10rvrr Ao 12Aur.3a gosure
na $e6yKcocrar Mery 120ur. r,t 300urr. ce ga6enexyBa nou3pa3uro 3roneMyBabe Ha
BpeAHocrure Ha MaKclrManHhre KonnqnHil Bo KpBra (AUC) Bo oAHoc Ha Ao3Ho-
nponopquoHanHoTo 3roneMyBaH'e. Aryruyn aqryata Ha neKoT e 3aHeMapnuBa Bo
AosHa paMKa o,q 10rur Ao 240ur, npil ynorpe6a Ha neKor Ha ceKon 24 qaca.
Oe6yrcocraror nMa cperqHo nonyBpeMe Ha enuM nnatryja (td npu1nuxHo 5 ,qo 8
qaca.

OapnltaroKrHeHilLrKtaTe u $aprtaaKoAuHaMcKilTe [cnnryBaba cnpoBerqeHn ce aa 211
ncnnraHhqn co xnneprnnxenauja u n4xr, Kon ce neqeHu co ADENURIC'Bo,AosHa
paMKa orq 40rur Ao 240ur. l-enepanno, $apruaroKuHeruqKilre napaMerpn Ha
$e6yrcocraror, npoqeHeru co oBHe aHanngu, ce Bo cornacHocr co BpeAHocHt4Te
napaMerpil .qo6nenu Kaj sApaBHTe ilcnilTaHuqt , LIJTo noKaxyBa AeKa s4paBnre
ncnuraHuLlu ce penp$eHTaruBHr,r sa npoqeHKa Ha QapnaaroKnHeruqKilTe,o4HocHo
SapuaroguHaMcKhre oqeHKn Ha neKor raj ilcnuraHuqnre co ruxr.

Ancopnquja
Oe6yxcocraror ce a6cop6npa 6peo (tr., oA 1.0-1.5 h) ra Ro6po (najuanxyS{o/o). flo
eAHHeqHa unu noee(erparHa opanHa Aosa Mery 80urr n 120ur e,qHau AHeBHo, Cr.,
e npn6nnxHo 2,8-3,2 prg/nnn n 5,0-5,3 pg/rvrn, pecneKTuBHo. AnconyrHara
6uopacnonoxuBocr Ha Se6yxcocrar ra6nerure KaKo SaprtaarleBTcKr4 o6nnr, He e
ncnuryBaHa.

flo noaekerparna opanHa ,qo3a o,q 80nar. eAHar! rqHeBHo nnu egHoKparHa Ao3a oA
120nr. npn o6poK co Br4coK npoUeHT Ha MacHorvtvt, uMaflo 49% n38% HaManyBalbe
Ha Cr., u 18% u 16% HaManyBabe Ha AUC, pecneKruBHo. Mefyroa, He e
ga6enexaHa ruruHr4qrr4 aHavajHa npoMeHa Bo npoqeHTor Ha HaManyBabe Ha
cepyMcKara KoHqeHrpaquja na MoqHara KncenilHa Bo rcnuryBalbara Bo KoH e
BpuJeHo Mepelbero (80rur - noBeriexparna 4osa). Cnopeg roa neKor ADENURIC@
Moxe ,qa ce ynorpe6yBa He3aBucHo orq xpaHara roja ce BHecyBa.

fiucmpu1ytluja
BonyrueHor 14 Ancrpu6yqr,tjara na Se6yKcocraror npn paMHorexHa cocroj6a (V'JF),
ceABnxn Bo paMKure oA29 go75n no ynorpe6ara Ha opanHa Ao3a oA 10-300ur.
Bpsyaaruero Ha $e6yrcocraror 3a nna3MeHnre nporeuHn n3-l1F*cil"Ra npn6nuxno
99,2o/o, (eornaao sa an6ynann) ra e KoHcraHrHo 6eg orflerq.JrEl,11uHnf'r+fjflqgr,tr,tle Ha
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EuompancQopuaquja
<De6yrcocraror eKcreHst,tBHo ce Mera6onuanpa no nar Ha Kolbyraqraja npery
eH3n McKHor ct4creM ypr4gr4 H-gn$oc$ar-rnyKypoH HnrpaHc$epa3e ( U D PGT) n
oKcnAaquja npery crcreMor qr'rroxporra P450 (CYP). Vl1entn$nxyeaHu ce '.{erupt4
SapruaxonoluKt4 aKTnBHh xugpoKcnntu naera6ontATtA, o,q Kou rpu ce nojaayeaar Bo
qoBeKoBara nna3Ma. V1u awpo cryAuilre co MHKpo3oMilTe oR xyMaHror qpn gpo6
noKaxyBaar rqeKa rue oKcnAaruBHu nltera6o nurn 6wne npuMapHo $oprtaupaHo co
nocpeAcrBo Ha CYP1A1, CYP1AZ, CYP2C8 r,tnra CYPzCg, a Se6yKcocrar
rnyKypoHt4gor HacraHyBa BornaBHo co nocpeAcrBo na UGT 1A1,1AB r,t 1Ag.

EnuuuuaUuja
<De6yrcocraror ce ennMnHupa xenaranHo u peHanHo. I-lo ynorpeOara Ha 8Orvrr
opanHa Aosa $e6yrcocraror o6enexaH co 1oC, npvt6nnxno 49% oA AageHara Aosa
e npoHajgeHo Bo ypt4Hara u roa KaKo HeHsMeHer $e6yxcocrar (3%), KaKo aqnn
rnyKypoHt4A Ha aKruBHara cyncraHqr,rja (30%) KaKo no3Harn naera6o nuru HacraHarn
co oKcilrqaqujara u HuBHure KoHryraru (13%), KaKo n Apyru HenosHarn Mera6onutn
(3To).I'lorpaj ypnHapHara eKcKpeqnia, npu6nuxno 45% orq AageHara Ao3a najgeno
e Bo Seqecort4 roa KaKo Hen3Mener $e6yKcocrar (12%), KaKo aqun rnyKypoHr4A Ha
aKTilBHara cyncranquja (1%) KaKo HenosHarn Mera6onuru HacraHarlr co
oKcugaqujata n HnBHnre Kobyraru (25o/o), KaKo u trpyru Heno3Haru Mera1onuru
(7%).
Owmemyeabe ua 6y6pesume
l-lo noeerterparnhre ,qosn ofl 80rur oA ADENURIC@ flageHu Ha vcnvraHnqn co
6narvi, yMepeHn u uspa3eHn ouJTeryBalba na 6y6pe3ure, BperqHocra Ha C''.'.,.
Se6yrcocraror He ce MeHyBana Bo ogHoc Ha ucnuraHnqnre co HopManHa
6y6pexna $ynqrja. CpegHara Bpe4Hocr Ha BKynHara KonuqhHa Ha neKor
$e6yrcocrar Bo KpBra (PlK, ognocHo AUC) ce 3roneMhna npu6nrxHo sa 1,8 narn
oA BpegHocra oA 7,5 pg.h/rtan xaj ucnnraHnqnre co HopManHa 6y6pexxa Synxqnja,
Eo 13,2 pg.h/run raj rpynara Ha ncnnraHuqn co nspa3eHa 6y6pexHa
nHcy$nqneHqujo. Cr* n PlK, ogHocno AUC Ha aKrnBHnre naera6onnrn ce
3roneMnfla ga 2, o4Hocno 4 narn. Cenar He e Heonxo4Ho npnnarogyBaH'e Ha
Ao3ara co 6naro unu yMepeHo oureryBaH'e Ha 6y6pesure.

l4ncyQuquenquja Ha qpHuom dpo6
l-lo noaererparHnre gosr,r oA 80urr oR ADENURIC@AaAeHn Ha ncnnraHnqn co 6naro
(Child-Pugh crop - Knaca A), yMepeHo (Child-Pugh cKop - Knaca 5) napyuyBaH'e Ha
$yHxqnjara Ha qpHnor Apo6, BpeAHocra Ha Cr., na $e6yKcocraror Bo KpBra r
BKynHara KonnLruHa Ha neKor u HeroBure Mera6onurn Bo KpBTa (AUC) He ce
3Ha"{nTenHo npoMeHeru Bo o.qHoc Ha ucnnraHulp,rre co HopManHa $ynquja na
r-lpHt4or Apo6. He ce cnpoBeAeHn KnnHilLrKl,r r4cnuryBaba co hcnnraHt,tqn Ko]r uMafle
rerJKo nopeMeryBaH,e na $ynrqrajara Ha qpHltor gpo6 (child-Pugh crop - Knaca u)

Cmapocm
He ce sa6enexaHu pa3nuKu Bo BpeAHocra Ha BKynHara Se6yrcocrar
n HeroBrre Mera6onuru (AUC) no 3eMabero Ha noBe
neKor ADENURIC@ raj noao3pacHnre Hcnur€lHrrr{il Bo;
ncnnTaHuqn.
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llon
flo noaekerparnn iqo3vr Ha neKor ADENURIC@, BpegHocrure Ha MaKcuManHara
KoHqeHrpa4nja Ha neKor Bo KpBTa (Cr.r) n BKynHara Konr4qnHa Ha neKor Bo KpBTa
(AUC) 6une 2+% oAHocHo 12% noroneMu xajxeHnre orKonKy raj ruaxure. Meryroa
KoperupaHilTe BpeAHocTl4 Bps OCHOBa Ha TeneCHaTa TeXUHa, H8 MaKCHManHaTa
KoHqeHTpaqnja Bo KpBra (Cr.r) u BKynHara KonuuuHa Ha neK Bo KpBra (AUC) ,6une
np:n6nnxHh xaj rcnuraHnqnre oA ABara nona. He e norpe6no KoperhpaH'e Ha
flo3aTa Bo olqHoc Ha nonor Ha naqneHTnre.

5.3. ilpegt(nvtHu.tnvt nogarouta 3a crrypHocra Ha neKor

:E$errure Ha neKor Bo HeKnnHuvKr4Te cryAnn 6nne reHepanHo, npoyqyBaHn ce no
ynorpe6a Ha Ao3l,t Ha fleKor KoH ce noroneMlt orq MaKcnManHure Ao3H Ha Kot4 ce
il3noxeH u ucnuTaH h qHTe n pu Kn n H nq KuTe ncn uryBaba.

KapqunoeeHeaa, MymaeeHesa, nopeMemyeaba na Qepmunumemom
Kaj craopqure-Maxjaqn sa6enexaHo e crarncrnqKn 3HaqnrenHo 3roneMyBalbe Ha
3aqacreHocra,Ha ryMypnre na 6euuKara (nannnoM Ha rpa3nqnoHaflHnor ennren n
xapqunoru), Luro e nponajgeno caMo Bo BpcKa co KcaHrlrHcKnre KanKynycu eo
rpynara roja npuMana BucoKt Aostl, npu6nnxuo 1 1 naru norofleMu oA oHhe Ha KoHe
nsnoxeHa qoBeqKara nonynaquja. He e ga6enexeH sHaqnreneH nopacr Ha
3aqecreHocra na 6nno xoj Rpyr rnn Ha ryMop Hury raj xeHKnre HHry raj uaxjaqnre
Kaj rflyBqnre u craopqnre. Oaue Haogn ce cMeraar 3a nocneAnqa Ha
cnaqn$n''{Hl4or ruera6onn3aM Ha nupuHor 3a Aa,qeHa Bpcra, KaKo u Ha cocraBor Ha
ypilHara n He ce cMeraar 3a peneBaHTH[ 3a Kn]4Hr4qKa ynorpe6a.

Cran4apflHuor cer recroBl,r ga reHoroKcl,rqHocr He orKpun Hnry eAeH 6nonoulru
peneBaHTeH reHoroKcuqeH e$err na Qe6yKcocraror.

floraxano e .AeKa $e6yrcocraror AaAeH opanHo, Bo ,qo3n go 48rvrr/rr/Ren HeMa
enjanne Ha Seprnnureror u penpo4yrffr4BHure KapaKrepilcrt4Kn Ha uaxjaqnre n
xeHKuTe raj craopqnre.

He nocrojar AoKa3H 3a nopeMeryBabe Ha QeprranilTeror, 3a reparoreHrre eAeKrr
-

ninu oureryeaba Ha Qerycor npegrsBnKaHr oA ynorpe6ara Ha $e6yrcocraror.
flocron BilcoK creneH Ha roKcuqFtocr t43pageHa raj 6penaenure"xeHKt4"cra'optltd,"'co
HaManyBabe Ha BpeAHocra Ha ilHAeKcor Ha AoeFbe u nopeMeTeH paaeoj na
,Mna4eHqnt+ara no usnoxyBalbero Ha Ao3H Kor4 ce 4,3 naru norg1eMu oA oHre Ha
KOyl ce u3noxeHu ucnnTaHHqhTe Bo Kfll,rHl,rr{KilTe ncnnryaaba. !4cnnryeabaTa Ha
TeparoreHocra, HanpaBeHh raj OperueHil craopqh no nsn Ha AO3H KOl4 Ce

BO KNNHNqKhTE4,3 naru noroneMr oA oHile Ha Kon ce n3noxeHr
ncnuryBarba, oAHocHo raj Speuenure eajaqu, u3tl
He orKpr4ne nocroebe Ha reparoreHn eSerru.
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