KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA

1. HUME HA JIEKAPCTBEHUSA ITPOAYKT i _— asecoanaadin
VN BJIHUTENHA ATERLUAS 110 JIEKAPCTBATA
®ebyuuH 80 mg ¢unmupaHu TabneTku KpamKa XapaxkmepucmuKa Ha NDOGYKIME - [IDUACKeHUE 1

®ebyuun 120 mg GpunmMupanu TabneTku /J,?ZJ ""{7/((7/5_,1
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2. KAYECTBEH U KOIMYECTBEH CbCTAB

®ebyuun 80 mg dunmupanu Tabnerku: Besika Tabnerka ceabpka 80 mg pebykcocrar (febuxostat)
kaTo dedykcocrar xemuxuapar (as febuxostat hemihydrate).

®ebyuun 120 mg punmupanu Tabnetku: Beaka Tabnerka chabpxa 120 mg gebykcocrar (febuxostat)
kaTo (hebykcoctaT Xemuxuapar (as febuxostat hemihydrate).

[loMOLIHY BeLecTBa C U3BECTHO AEHCTBHE
®ebyuuH 80 mg punmMupanu TabneTku: Bcska Tabnerka cpabpka 76,50 mg 1aKkro3a MOHOXHpAT.

Debyuun 120 mg punMupanu Tabnerku: Besaka Tabnerka coabpxka 114,75 mg nakro3a MOHOXHAPAT.

3a MbJIHUS CIMUCBK HA MOMOILIHUTE BELIECTBA BHXKTE ToUuka 6.1.

3. JIEKAPCTBEHA ®OPMA

dunmupana rabnerka

Debyuun 80 mg dunmupanu TabneTku: 6J1€N0XKBJITH A0 XBJITH NPOABATOBaTH (PUIMHpPaHHU TabNEeTKH
¢ penedHo obo3HaueHue ,,80“ oT eaHaTa cTpaHa U rajKy OT Apyrara, ¢ pasMepy 16,5 mm x 7,0 mm +

5%.

®ebyumn 120 mg dunmupanu TabaeTkn: 61eA0KBITH IO HKBJITH npo,umroaam qmnm:paﬂn
TabeTKH ¢ penedHo o6o3HaueHue ,,120° oT eaHaTa CTpaHa M IIaJKH OT JPYrara, C pa3MepH
18,5 mm x 9,0 mm % 5%.

4. K/IMHHYHHU JAHHH

4.1 TepaneBTHYHH NOKA3AHHSA

DebyLMH € MOoKa3aH 3a JieYUeHHe Ha XpPOHHYHA XUITePYPUKEMHS NPU ChCTOSHHUSA, NIPH KOMUTO Beye €
HACTBITWJIO OTJIaraHe Ha ypaTH (BKJIIOYHMTEIHO aHAMHe3a WIH Ha HaJIMYhe Ha TOOH W/ WK NoJarpo3eH

apTpHMT).

Debyyun 120 mg
®eGyunn 120 mg e noka3aH 3a NPeBEHLUA U JIEYeHHE Ha XHMIepypUKeMus NpH Bmpacmn MaLHeHTH,

MOJIOXKEHH Ha xnmno*repanus Ha XEMOTOJIOMMYHH 3/10Ka4€CTBEHH 3a00/19BaHMs C YMEPEH A0 BUCOK
pHCK OT TyMop-nu3uc cuHapom (TJIC).

®ebyuuH € nokasaH NpyU Bb3pacTHH.



4.2 Jlo3mpoBKa H HAYHH HA NPHJIOKEHHE

o3upoBKa

Ioodazpa: npenopbunTenHara qo3a GebyuuH e 80 mg e1H MbT AHEBHO, HE3aBUCHMO OT XpaHarTa.
AKO NMKOYHATa KHCeIMHA B cepyMa € > 6 mg/dl (357 pmol/l) cnex 2-4 cenmuin, Moxe na ce
o6muciu npuwiaradero Ha ®ebyuud 120 mg eauH MbT AHEBHO.

debynmH neiicTBa 10CTaThYHO 6BP30, KOETO NMO03BOJIsIBA MOBTOPHO M3C/IEIBAHE HA MMKOYHATA
KHCenHHa B cepyMa ciiell 2 ceaMuiy. TepaneBTHYHaTa 1eJ1 € 1a Ce NOHWKH M NObpKa MUKOYHATa

kucenuHa B cepyma noa 6 mg/dl (357 pmol/l).

[IpenopbuBa ce Hail-MaJIko 6 Mecela MPO(UIAKTHKA Ha N0arpO3€H MPHCTHI (BX. TOuka 4.4).

Cmapuecka ev3pacm
He ce Hanara ajanTHpaHe Ha 103aTa NpH 10-Bb3PacTHH Xopa (BX. TOYKa 5.2).

Bvbpeuro yepescoane
EdukacHoCTTa ¥ 6€30M1aCHOCTTA NPH MALMEHTH C TEXKO GBOPEUHO yBpeKIaHe (KpeaTUHUHOB

kiaapbHC <30 ml/min, Bx.TOYKa 5.2).
He e HeoGXOAMMO alaNTHpaHe Ha [103aTa MPH MAlMeHTH C JIEKO WM yMepeHOo ObOpedHO YBpexKIaHe.

YeproOpobHo yepedicoane
Edukacnocrra 1 6e3onacHocTTa Ha pedyKcocTaT NpH NALMEHTH C TEKKO 4epHOAPOOHO yBpeXaaHe

(Child Pugh Class C) He ca nmpoy4BaHH.
ITodazpa: npenopbUMTEIHATA 103a TIPU NALMEHTH C JIEKO YepHOAPOOHO yBpexaane e 80 mg. HUma

orpaHHueHa HH(GOpMALKA NPH NAIMEHTH C YMEPEHO YEPHOAPOOHO YBpEKIAHE.
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[leouampuyrna nonyaayus
BezonacHocTTa ¥ edpukacHocTTa Ha PedyLnH NpH Aeua Ha Bb3pacT noA |8 roanHu He ca yCTaHOBEHH.

JIunceaTt JaHHM.

HauuH Ha NpUIOKEHHE

[TepopasiHO MPUIIOKEHHE.
®e6yunH TpAGBA Aa ce MpUeMa Mpe3 ycTaTa i MOXKe J1a ce pHeMa Cbhe nin Oe3 xpaHa.

4.3 IlporuBonoKa3zaHHA

CBpBXYYBCTBHTETHOCT KbM aKTUBHOTO BELIECTBO HIIH KbM HAKOE OT IOMOIIHHTE BELIECTBA,
u36poeHH B Touka 6.1. (BX. chLI0 TOYKa 4.8).

4.4 CroeuHaJHH NpeiyNnpexIeHHus H NpeANa3HH MEPKH NPH ynorTpeoda

Cupoeynocv006u 3ab60n6anHUs i
Jleuenue Ha XpOHUYHA XUNEPYPUKEMUA /




[1pu nauMeHTH ¢ Npe/ILeCcTBaLN CEPHO3HH ChPAEYHOCHI0BH 3a00/11BaHHA (Hanp. MHpAPKT Ha
MHOKAp/ia, HHCYJIT WK HecTaOWIHa CTeHOKap/usA), Mo BpeMe Ha pa3pabOTBaHETO HA MPOAYKTA U B
eHO TIpoyuBaHe ciej] paspemasane 3a ynorpeda (CARES), e HabmoznaBaH no-royisiM Opoit neTanHu
CBPIEYHOCHIOBH CHOUTHA NMPH pebyKcocTaT B CPABHEHHE C AJIOMYPHHOIL. Bsrnpeku ToBa, B
nocjeABamlo MpoyyBaHe cjiej paspeiuasane 3a ynorpeba (FAST), pedykcocrar ce spaBa
HeuH(pepHOpPEH CPAMO AJIOITyPHHOJI 110 OTHOLIEHHE HAa YECTOTATa KAKTO Ha JIETAIHH, Taka ¥ Ha
HeJIeTaTHH ChbPAEYHO-CHAOBU CHOUTHA. JleueHHETO NPH Ta3H rpyna nauHeHTH TpaOBa Aa ce U3BbPIIBA
BHUMATEJTHO U Te TpAGBa 1a ce HaboaaBaT peIoBHO. 3a roBeye MoApoOHOCTH OTHOCHO
6e30MacHOCTTa MO0 OTHOLIEHHE Ha ChPAEYHOCHIOBATA CHCTeMa Ha (edykcocTat BIKTe Touka 4.8 U

Touka S.1.

3a601ABAHHA 'npn_mﬂmmxpncn o*rTymp-mm cnmu " eenekynar c Mym,

Tps6Ba /12 €a MO/l Chp/EHeH MOHUTOPHHT, KaKTO € KTMHHTHO MOKA3aHO.

Anepaust KoM 1eKapcmeeHus nPoOYKM/CepbXyy8CMEUmenHocm

[Ipx MOCTMAPKETHHIOBUSA OIMUT PAJIKO Ca NOKJIA/IBAHH CEPUO3HH AJIEPrU'iHH peakuuH/peaKiLiy Ha
CBPBXYYBCTBUTETHOCT, BKIIIOYMTEITHO KUBOTO3aCTpaAIIaBALLMTE CunzipoM Ha Stevens-Johnson,
TOKCHYHA eMHIePMasTHa HEKPOJIM3a H OCTpa aHa(MIaKTHIHA peakiis/ oK. B noseveTo ciry4yau Te3u
peakiy Bb3HUKBAT M0 BPEME Ha IIbPBHA MECELl OT JICYEHHUETO C pebykcocrar. Hikon, HO HE BCHYKH
OT T3 NalMEHTH, ca CbOOIIMIM 3a OpOpeuHOo yBpeKIaHe W/HWIH Npe/lleBCTBALLA
CBPBXYYBCTBUTEIHOCT KbM aJIOMYPHHOJL.

CepHO3HHTE PeaKLMHi Ha CBPbXYYBCTBHTETHOCT, BKIIIOYHTETHO JIEKAPCTBEHA peaKLns ¢ €03UHOPHITHA
u cucteMHd cuMnToMH (DRESS), ce cBbp3BaT B HAKOH CJIy4aH ¢ BUCOKA TEMIIEpATypa,
XeMaTOoJIOrHYHO, ObOpeyHO U YepHOAPOOHO 3aciAraHe.

[MTaumenTuTe TpA6BA 12 6baT HHGOPMHUpPAHH 32 MPH3HALMTE U CHMIITOMHTE U J1a ce HabJo/1aBat
BHUMATE/THO 33 CHMIITOMM Ha aJIeprUyHM peaKiMn/peakiii Ha CBPbXTYBCTBHTETHOCT (BX. TOYKA
4.8). Jleuenuero ¢ pebykcocrar TpsaOBa BeaHara aa Obe CrpAHO, aKO Bb3HUKHAT CEPHO3HH
anepru4Hy peakiMu/peakuMi Ha CBPbX4YyBCTBUTEIIHOCT, BKIIFOYUTETHO CHHAPOM Ha Stevens-Johnson,
THii KaTO PAaHHOTO NPEKPaTABaHE € CBBP3BAHO ¢ NM0-1006pa Mpor€o3a. AKO NalHeHT € pasBull
aneprudHy peakunH/ peakuuy Ha CBPbXYyBCTBHTEIIHOCT, BKIIHOYHTE/IHO CHHAPOM Ha Stevens-Johnson
M 0CTpa aHa(UIAKTHYHA PeaKLys/1IoK, JedeHneTo ¢ pebykcocTar He TpsOBa HUKOra /1a Obae
3aM04YBaHO OTHOBO MPH TO3M MALUEHT.

Ocmpu nodazpo3Hu Kpusu (no0azpo3ex npucmuvh)

JleueHnueto ¢ ¢pedykcocTaT He TpAOBa Aa ce 3anoysa Mpeau oCTpaTa rnoaarpo3Ha Kpusa /ia € HallbJIHO
oT3Byvasa. [Togarpo3Hu MpUCTBIHM MOraT 1a HACTBIAT MPH 3aM04YBAHE HA JIEUEHHETO, NOpa/IH
NPOMSHA HA CEPyMHHMTE HUBA HA MIMKOYHATA KMCEJIMHA, KOETO BOIM 10 MOOMIIM3NPAHE HA ypaTH OT
ThkaHHuTe Aena (Bx. Touka 4.8 u 5.1). I1pu 3anouBaHe Ha nedeHue ¢ pedykcocrar ce npenopbysa
Haii-MaJIKo 6 Mecewa npodunakTuka Ha npuctbna ¢ HCIIBC nn konxuuuH (BX. To4Ka 4.2). AKo
HACTBITM TOJArPO3eH NPUCTHII N0 BpeMe Ha JiedeHne ¢ pebykcocTat, To He TpsAOBa aa ce
npeycraHoBsBa. [1o1arpo3HHAT NpUCTHN TPAOBA Ja ce OBIajiee eIHOBPEMEHHO, N0 HAYHH MOAXOAALI
3a oTJeTHAS nauueHT. [Ipoab/mKHTETHOTO JieueHne ¢ peGyKCcocTaT HaMallsiBa YeCToTaTa ¥ CHJlaTa Ha

MOJArpO3HUTE MPHUCTHIIH.

Omnazare Ha KCAHMuUH

[pu NaLMEeHTH ChC CHITHO MOBHMIUEHA CKOPOCT Ha 06pa3syBaHe Ha ypaTH (Hamp. 37I0Ka4€CTBEHO
3a00/19BaHe U HErOBOTO JieueHue, cuHapoM Ha Lesch-Nyhan) abcomoTHaTa KOHUEHTpALHA Ha
KCAaHTHH B ypHHATa MOJXe, B Pe/IKH CITydaH, /1a e NOBUIIN T0CTaThYHO U [1a IOBE/IE 10 OTJIaraHe B
MUKOYHHUTE MBTHILA.

Debyiwn 120 mg:

ToBa He e Ha6/TIOlaBAHO B OCHOBHOTO KJIMHWYHO MpOy4BaHe ¢ (PeGyKCOCTaT MPH TyMOP-JH3HC
cunapoM. [Topaau nurnca Ha onuT ¢ pebykcocTar, yrotpe6ara My NpH NALHEHTH CbC CHHAPOM Ha



Mepkanmonypun/asamuonpun

He ce npenopsusa ynorpebara Ha (peOyKCOCTAT MPH NALMEHTH, JIEKYBaH! €[IHOBPEMEHHO C
MEpKaNTOIypPHH/a3aTHONPHH, Thil KaTO MHXHOMPAHETO HAa KCAHTHHOKCH/Ia3aTa OT hebykcocTat MOXe
/12 IPUYHHHA TOBULIEHH IU1a3MEHH KOHIEHTPALMK Ha MEPKAITOITyPHH/a3aTHOTIPHH, KOETO MOJXe 112
noseje To Texka TokcuaHocT. Korato koMOMHaIMATa HE MOXKeE /1a ce u30erHe ce npenopr4sa
HamaJIABaHE Ha JI03MTe HAa MepKanTonypHH/azatHonpuH 10 20% WiIx no-Majko OT MpeaxoaHaTa
MpeaNHcaHa 1034, 3a a ce H30erHaT Bb3MOXXHH XeMaTOJIOTHYHH e(EKTH (BXK. TOUKH 4.5n5.3).
[ManmeHTHTe TPAGBA 1a Ce MOHMTOPHPAT OTOJIM30 M 103aTa Ha MEPKANTOIypPHH/a3aTHONPHH TPA0Ba /1a
O'bie KOPUIMpaHa BIOCIeICTBHE Bb3 OCHOBA Ha OLIEHKATa Ha TepaneBTHYHUA OTTOBOP M HAYAJIOTO Ha

eBEHTYAJIHH TOKCHYHH €(EeKTH.

Peyunuenmu Ha op2anHu NPUCaoKku
[Mopaju nMricaTa Ha ONMHT MPH PELMITMEHTH HA OPraHHH NPHCA/IKH, HE C€ Mpenopb4Ba ynotpebara Ha
(eOykcocTar npy TaKHBa NANUEHTH (BXK. To4ka 5.1).

Teogunun

VYV CTaHOBEHO €, Ye JIMNCBAT (papMaKOKHHETHYHH B3aUMOJICHCTBHUSA MPH €IHOBPEMEHHO NpHJIaraHe Ha
dpedykcocrar 80 mg u Teodpumn 400 mg eAHOKpaTHA 103a NPH 3/1paBu Xopa (BX. TOuKa 4.5).
debykcocrar 80 mg Moxe [Aa ce ynorpebsBa NpH MauMeHTH, JIEKyBaHH €ITHOBPEMEHHO C TeO(HUIIHH,
6e3 pHCK OT yBeJIHYeHHe Ha IUIa3MeHUTe HUBA Ha TeoQuiiMH. HaMa HaIMYHH TaHHH 33 bebykcocrar

120 mg.

Yepnoopobru HapyuwieHus

[To BpeMme Ha obennHeHUTe (pa3a 3 KIMHHYHH MPOYYBAaHHA Ca HAO/IOJABAHH JIEKH OTKIIOHEHHA NPH
yepHOApOOHHTE PYHKLMOHAIIHM TECTOBE IPHU MALUEHTH, JIEKYBaHH C dpebdykcoctar (5,0%).
YepuoapoOeH GpyHKLIOHANEH TECT C€ NPernopbyiBa Npeiy 3arno4YBaHe Ha Tepanus ¢ ¢ebykcocTart u
MepHOAMYHO CJIe/l TOBA, Bb3 OCHOBA HA KIIMHMYHATA MPELIeHKa (BX. ToYKa 3:1):

Jlakmosa

Ta6nerkute hebykcocTaT ChABPKAT jJakTo3a. [lalueHTHTe ¢ peikk Hac/IeCTBEHH NpobieMu Ha
HEMOHOCHMOCT KbM IaJIakTo3a, Lapp nakTa3eH AeQHIMT WIH IIIOK030-TalakTO3Ha ManabcopOums, He
TpsAbBa Aa MpHEMAaT TOBA JIEKapCTBO.

Hampuii
ToBa nekapcTBO Chbpika Nno-Mayiko ot 1 mmol Hatpuid (23 mg) Ha TabneTka, T.e MOXe /1a CE Kake, 4e
NPaKTHYECKH HE ChAbPKa HATPHH.

4.5 B3aumojeiicTBHe ¢ APYrH JeKAPCTBEHH NPOAYKTH H ApYrH GOpMH Ha B3aHMOJCHCTBHE

Mepkanmonypun/azamuonpun

Bb3 OCHOBA Ha MeXaHW3Ma Ha jeiicTie Ha pebykcocrar, HHXMOMpaHe Ha kcaHTHHOKcHaasara (KO),
He ce NpenopbuBa eHOBpeMeHHaTa UM yrnoTpe6a. Muxubupaunero Ha KO or ¢pebykcocTaT MOXKe /1a
nosee A0 yBeJInYaBaHe Ha [UT1a3MeHaTa KOHIEHTPALMs Ha Te3H JIeKapCTBa, KOETO BOIH 110
MHEJIOTOKCHYHOCT. B ciTyuail Ha eIHOBpEMEHHO NpWIoXKeHHue ¢ pedykcocTar, 1o3ara Ha
MEepKarnToIypHH/a3aTHONIPHH TpAGBa 1a ce Hamau 10 20% Win No-Malko OT MPEAX01HaTa
npeanucana ao3a (Bx. Touku 4.4 u 5.3).

AJIeKBaTHOCTTA Ha Npe/I/IoKeHaTa KOPEKIMA Ha [103aTa, KOATO C€ OCHOBaBa Ha MO/IeJIHpaHe H
CHMYJIAlIMOHEH aHAIM3 OT NMPeAKIMHWYHH JaHHH IIPH IUTbXOBE, € MOTBbP/JIEHA OT PE3yNTaTUTE OT
KJIMHMYHO MPOYYBaHEe 3a B3aMMO/ICHCTBHE OT THUIA ,,JIEKAPCTBO-JIEKAPCTBO" MPH 3/1paBH 100pPOBOJILM,
npuemainy azatnonpud 100 mg caMOCTOATENTHO H MOHMKEHA /1032 Ha a3aTHONPHH (25 mg) B
kombunaums ¢ pedbykcocrar (40 win 120 mg).

He ca npoBexaaHu Npoy4YBaHHA 3a JISKAPCTBEHO B3aUMO/IeHCTBHE HA (pedykocTar ¢ pyra
LUTOTOKCHYHA XHMHOTEPAIus.

Debyyun 80 mg:




HsiMa HaJTHYHHM NJaHHHA OTHOCHO Oe3omacHocTTa Ha (heOyKOCTaT Mo BpeMe Ha Apyra HMTOTOKCHYHA
XHMHOTEpanus.

Bmmamwwnmmmcm@eﬂm Izommme
npmmanm ALIACH *BTHYHH CXEMH, BKIIKOYHTEJIHO

MOHOK/IOHANIHH aHTHTeNa. O6aue mnmneﬁcrm oT THNA ”nemo-mmm“ H ,,JIEKapCTBO-
mm“mmwmmmmemm ipoy4BaHe. ETo 3am10 He Morar J1a ce H3Kmo4ar
BH3MOKHH B3aHMOJIEHCTBHSA C BCIKO €IHO ennoupmmo npm'mo LIMTOTOKCHYHO JIEKapCTBO.

Posuenumazon/CYP2C8 cybecmpamu

VcTaHOBEHO e, ue pebykcocrar e c1ab maxuburop Ha CYP2C8 in vitro. [1pu npoy4sane npH 3/1paBu
Xopa, e/IHOBpEMEHHOTO npuioxkenue Ha 120 mg gedykcocTar eTHOKPaTHO JHEBHO H €/IHOKpAaTHA
epopasiHa 7032 pO3UIInTa3oH 4 mg HAMA eeKT BbPXY (PapMaKOKHHETHKATA HA PO3UIIIUTA30H U
HeroBHs MeTaboauT N-IHCMEeTHI PO3HITIMTA30H, KOETO NoKa3Ba, ye GebykcocTar He € MHHXMOUTOp Ha
CYP2CS8 enzuma in vivo. ETo 3aimo He ce 04aKBa e/JHOBPEMEHHOTO NMpuiarade Ha (edykcocrar ¢
posurnutazoH wim apyru CYP2C8 cy6erparu A2 Hanara aJanTHpaHe Ha 7103aTa Ha Te3H ChCAWHCHHA.

Teoghunun
[TpoBeaeHo e Mpoy4BaHe 3a B3aMMOICHCTBHE NPH 31paBH Xopa ¢ gedykcocTart, 3a 1a C€ OLCHH JalH

uaxubupaneto Ha KO Moxe 1a MpHYHHY MOBHIIEHHE HA IMPKYJIMPAIINTE HHBA HA TeO(HIHH, KAKTO €
cpobwmeHo npu apyru uaxuburopu Ha KO. Pesynrarure oT NpoOy4YBaHETO NOKA3BaT, "€
eJHOBPEMEHHOTO npunarade Ha gpebykcocrar 80 mg eTHOKpPaTHO AHEBHO C €[IHOKPATHA 1032
reopunun 400 mg He oka3Ba edekT BBPXY (papMaKOKHHETHKATA UIIH DE30MacHOCTTa Ha TEO(UITHH.
ETo 3aI0 He ce MpenopbyuBa MOBUIIIEHO BHUMaHKe, ako pebykcoctar 80 mg u Teopuiun ce
npuiaraT efHoBpeMeHHo. Hama HanuuHu naHHM 32 peGykcoctar 120 mg.

Hanpoxcen u opy2u unxubumopu Ha 2n0KypoHupanemo

MeTa6onm3MbT Ha (hebyKcocTaT 3aBUCH OT YPUIHH IMoKyporui Tpancgepasun (UGT) ensumu.
JlekapCTBEHHTE NPOAYKTH, KOUTO HHXMOUpaT rmoKyponupanero, karo HCIIBC n npobennumn,
TeOpeTHYHO GHXa MOI/IH /1a MOB/THAAT e/IMMHHUPaHeTOo Ha (ebykcocrar. Ilpu 31paBu Xopa,
eJIHOBpeMeHHaTa ynorpeba Ha ¢ebykcoctar U HanpokceH 250 mg Ba MbTH THEBHO, € CBBHP3aHa C
noeuireHa ekcrosuuua Ha gpebykcocTaT (Crax 28%, AUC 41% 1 t1226%). I1pn kiMHUYHA
npoy4BaHus, ynorpebara Ha Hanpokced wiu Apyrd HCIIBC/Cox-2 HHXHOMTOPH HE € CBbp3aHa C
KJIMHAYHO 3HAYMMO YBeJIMYaBaHE Ha HeXEeJIAHUTE PeaKLHH.

debyKcocTaT MOKE [1a Ce NpHara eIHOBPEMEHHO C HANPOKceH 0e3 1a € HeodX0AMMO aJanTHpaHe Ha
no3ara Ha pebyKkcocTar WM HalPOKCEH.

Hnoyxkmopu Ha 2110KypoOHUupanemo
Mouan naaykropd Ha UGT ensumute G1xa MOIJIM /1a I0BEJIAT 10 MOBHIIEH METabOTH3EM U

HaMasieHa eukacHOCT Ha (ebykcocrar. [Topanu ToBa ce npenopr4Ba NPOC/IEAABaHE HA MUKOYHATA
KHCEJIMHA B cepyMa 1-2 ceaMUIIM cliell Ha4yaloTo Ha JIeYeHHe ¢ MOLICH HHIYKTOP Ha
rmoKypoHupaHeTo. O0paTHO, MpeKbCBaHe Ha JICYEHHUETO ¢ HHAYKTOP 61 MO0 Aa aoBeae 10
MOBHIIEHH IVIA3MEHH HUBA Ha (pedyKCoCTaT.

Konxuyun/unoomemayun/xuopoxiopomuasud/eapgpapun

debykcocTaT MOXKeE Ja ce MpHJara €THOBPEMEHHO C KOJIXUIIMH HITH HHIOMETAlHH, 0e3 na e
HeoOXOZMMO afanTHpaHe Ha Jo3aTa Ha eOyKcoCTaT WK Ha €JHOBPEMEHHO MPHIaraHoTO aKTHBHO
BELLIECTBO.

He e HeoOxoauMo afanTUpaHe Ha qo3ara Ha (pedykcocTar, Korato ce npuiara ¢ XupoxjaopoTHa3sHA.

He e HeoOX0QMMO aJanTHpaHe Ha 103aTa Ha BapdapHH, KoraTo ce npuiara ¢ pedykcocrar.
[Npunaranero Ha debykcocrar (80 mg miu 120 mg BeAHBXK JHEBHO) C BapdapHuH He 0Ka3Ba eeKT
BBPXY (papMaKOKMHETHKaTa Ha Bap(apHH IpH 3/1paBH 100pOBOJILIH. INR ¥ akTHBHOCTTA Ha (paxkTOp
VII chI1O He ce MOBIMABAT OT €HOBPEMEHHOTO MpUiIokKeHUe Ha pedykcocTar.



Hezunpamun/CYP2D6 cybcmpamu

VcTanoBeHo e, e ¢pebykcocrar e cnab uaxuburop #Ha CYP2D6 in vitro. [1pn npoyusane npi 3/1paBH
xopa, 120 mg debykcocTaT AHEBHO € JOBEJIO 10 cpeiHo yBenuueHune ¢ 22% na AUC Ha
nesunpamuna, CYP2D6 cyGerpar, moka3Baifki noTeHIMaNeH ¢iab HHXMOUTOpeH edekT Ha
dhebyxcocrat Bbpxy CYP2D6 en3uma in vivo. [lopanu ToBa, He ceé 04aKBa €AHOBPEMEHHOTO
npunarade Ha pedykcocrar ¢ aApyrn CYP2D6 cybcTpaTti 1a H3HCKBa aianTHPaHE HA 103aTa Ha TE3H
CheIMHEHMUS.

Anmuayuou

VCTAaHOBEHO €, Y€ €/IHOBPEMEHHOTO NpUeMaHe Ha aHTHALIK/L, ChbAbPXALl MarHe3HeB XUIPOKCH] H
alyMHHHEB XHIPOKcH] 3a6aBs abcopOuuaTa Ha eGykcocrar (MpuOIM3UTENTHO | Yac) M MPUYHHABA
32% namasienne Ha Cpay, HO HE € Habmonasana 3HauuMa npomsaHa Ha AUC. Ilopaan ToBa,
debykcocTaT MOXe [a ce MpHeMa He3aBUCHMO OT yNoTpedaTa Ha aHTHALIM/L

4.6 @epTHIHTET, OPeMEHHOCT H KbPMEHe

bpemennocm

JlaHHWTE OT MHOIO OrpaHHyeH Opoii CTyd4an Ha eKCMo3HLIKks 110 BpeMe Ha OpeMEHHOCT He NoKa3BaT
Hexenanyn edexTn Ha hebykcocTar BbpXy OpeMEHHOCTTA WM 3[paBeTO Ha (eTyca/HOBOPOJCHOTO
nere. ExcnepiMeHTaIHUTE MPOYYBaHHA ITPH )KMBOTHH HE NMOKa3BaT MPAKO MIIH HETIPAKO BPEIHO
Bb3/eHCTBHE BbPXY OpeMeHHOCTTa, eMOPHOHATHOTO/(DeTaNHO pa3BUTHE MIIM PaXKAAHETO (BXK. TOYKA
5.3). [ToTeHUMATHHAT PUCK NPH X0opa He e u3BecTeH. PebykcocTar He TPAOBa 1a ce U3M10/13Ba 110
BpeMe Ha OpEeMEHHOCT.

Kvpmene

He e n3BecTHO Aanu ¢pebyKcocTaT ce eKCKpeTHpa B KbpMarTa. EKCriepuMEeHTATHUTE MPOY4YBaHHUA NpH
>KMBOTHH MOKa3BaT €KCKPEIMS Ha TOBA aKTHBHO BEIIECTBO B KbpMaTa H HApyLIEHO Pa3sBUTHE Ha
cyqemruTe Manku. He Moxe J1a ce M3KIIO4H pHCKa 3a KbpMmadero. Pedykcocrar He TpabBa 1a ce
yrnoTpedsaBa o BpeMe Ha KbpMEHe.

Qepmunumem

PenpoayKTHBHH NPOY4YBaHHA NPH XKUBOTHH ¢ 10 48 mg/kg/neH He Moka3Bat 1030-3aBUCHMHU
HEe)XeJIaHU peaKlHMu BepXy ¢epruuTera (BXK. Touka 5.3). EQexrsT Ha peOykcocTaT BbpXy
(epTUIMTETA IPH XOpa HE € U3BECTEH.

4.7 EdexTu BbpPXY cnocodHOCTTa 32 mMopuHpaHe H padoTa ¢ MAIIHHH

[Tpu ynotpe6ara Ha pebykcocTaT ca JOKIAABAHH COMHOJICHTHOCT, 3aMasHOCT, MapecTe3us, U
3aMBIIIeHo 3peHne. [TanmenTure TpsGBa Aa NPOSBABAT NOBUIIEHO BHUMaHKe NPE/H a WOodHpaT,
paGOTAT C MAIIMHK WK YYacTBAT B OMACHH JICHHOCTH, JI0KaTO ce ybenT, 4e ¢gebykcocTar HAMa /1a
MOBJIMsE€ HEOIAroNpHUATHO U3ITBJIHEHHETO,

4.8 Hexenann JJeKapcTBeHH peaKIHN

Ob6obwenue Ha npogpuna Ha bezonacHocm

Haii-4yecTo ch0oOIIABAHUTE HEXENAHH PEeaKIUK MMPY KIMHUYHK u3nuTBaHuA (4 072 nuua, ieKyBaHH
noHe ¢ ja03a ot 10 mg no 300 mg), MOCTMapKETHHIroBOTO NpoyuBaHe 3a 6e3onacHocT (FAST study:
3001 yyacTHHMIM ca JiekyBaHH ¢ 1034 oT 80 no 120 mg) M nmpu NOCTMAPKETHHIOBUA OIUT MPH
MalMeHTH C NOAATpa ca MoJAarpo3HM MPUCTHIHN, abHOpPMHA YepHOIpoOHa QyHKIUA, IHapHs, raieHe,
rnaBo6osIHe, 3aMasHOCT, TUCITHEa, 0OpHB, ChpPOeX, apTpasirus, Muaarus, 6oika B KpaHHLIATE, OTOK H
ymopa. Te3n HexeNlaH!U peakiiH B [IOBEYETO CITy4aH ca JIEKH 10 YMEPEHH 10 TexecT. Psnko npu
IOCTMapKETHHIOBHS OTUT Ca Bb3HUKHAIM CEPHO3HH PEAKIMH Ha CBPBXYYBCTBHTEIHOCT KbM
hebyKkcocTar, HAKOH OT KOHTO €a CBbP3aHH ChC CHCTEMHH CHMIITOMM U Pe/IKH ChOMTHA Ha BHE3aNHa
ChpJe€YHa CMBPT.

Heoicenanu nexapcmeernu peaxkyuu 6 mabauyen 6uo




Yectu (>1/100 po <1/10), newectu (>1/1 000 mo <1/100) u peaxu (=1/10 000 xo <1/1 000) Hexenanu
peakiMy, Bb3HNKHAIIM NP MALMEHTH Ha JieueHue ¢ pedykcocrar ca U30pOeHH No-10y.

[Tpu BCAKO IpyNUpaHe HeXeNTAHUTE JIeKapCTBEHH peaklunu ce n30posBaT B HU3XOIALI P/l Mo

OTHOILIIE€HHE HA TAXHATa CCPHO3HOCT.

Ta6auna 1: Hexenann peakuun npH KOMOHHHPaHH ¢a3a I AbArocpoiHH NPOAL/IKEHHS HA
NpoyYBAHHS H MOCTMAPKETHHIOB ONHT NPH NMANHEHTH C MOAarpa

HapyiueHus Ha KpbBTa ¥ TMM{QHaTa
cUCTEMA

Penku
[MaHuMTONEHAA, TPOMOOLMTONEHHS, arpaHyJIOLUTO3a™,

aHeMus”

HapyiueHuss Ha HMyHHaTa CHCTEMa

Penku
AHaduiakTHYHA peakims™®, JeKapCcTBeHa

csghquﬂcmmenuuc*r*

HapyiueHus Ha eHIOKpHHHATA
cUcTemMa

HeuyecTH
[ToBuineHH HHBA HA TUPEOCTHMYJIHpALIl XOPMOH B KPbBTA,
XMIIOTHPEOUIN3bM"

HapyiieHus Ha OKOTO

HeuecTu
3aMBIJIEHO 3pEHHE

Penku
3amyiBaHe Ha peTHHAIHATA apTepHs”

Hapyienus Ha MeTabosiu3ma M
XpaHEHETO

YecTu***

[logparpo3Hu NpUCTHNH

HeuecTH

3axapeH auaber, XunepaunuaeMus, HaMalleH aneTHT,
MOBHILIABAHE HA TEIJIOTO

Peaku
[ToHm>xaBaHe Ha TEIJIOTO, MOBHILIEH aNeTUT, aHOPEKCHA

[TcuXu4HH HapyLUEeHUA

HeuectH
HamaneHno nuouno, 6e3chrHHe

Penku
HepBHOCT, IeNPECHBHO HACTpOeHHE", HApYLIIEHUA HA CHHA"

HapyuieHuss Ha HEpBHaTa CHCTEMA

YecTH

[ naBobonne, 3aMassHOCT

HeuecTu

[TapecTe3ns, XxeMHUnape3a, COMHOJIGHTHOCT, JIeTaprus’,
[IPOMEHEH BKYC, XHUII0ECTe3Us, XMITOCMHUS

Peaku
Arey3us®, yceulase 3a napese”

HapyiuieHnus Ha yXOTO ¥ JJAOMpHHTA

HedectH
Tunutyc

Penku
Beprturo®

HapylueHus Ha CbpLETO

Heuectn
[IpeacbpaHO MBXKAEHE, MAIMHUTAUHNH, OTKIOHeHHs B EKI

Penku
| BHe3anHa Chp/ieuHa CMBPT®

CbI0BH HapyLICHHUA

HeuecTH

XunepToHus, 3a4epBsiBaHe, rOpeLlH BbJIHH
Xemoparus (BX. pasaen ,,TyMop JIM3HC-CHHIPOM ")
Peaku




[[upkynaTopeH konanc”

PecnupaTopHH HapyleHHs

Yectn

JlucriHes

HeuyecTH

BpoHxuT, MH}PEKLMA Ha TOPHUTE AMXATEIHH MBTHUILA,
KalLTHLa, Xpema”

Peaku
[THeBMOHUS"

CroMauIHO-4pEBHU HApYLIEHH

Yectu

Juapusa™**, ragexe

HeuectH

AbnomMuHaTHa 60J1Ka, a6oMHHATHA GoJKa B ropHaTa 4act”
pa3[lyBaHe Ha KopeMa, ractpoe3odareaiHa peiykcHa
6onecT, MOBPHIINAHE, CyX0Ta B yCTaTa, AHCIENCH,
KOHCTHUNALMA, Y€CTH U3X0KIaHuA, prarTyieHuus,
racTPOMHTECTHHAJIEH JUCKOM(OPT, A3BH B YCTaTa, MOAyBaHe
Ha YCTHUTE", MAHKPEaTHUT

Peaku

CromaluHo-upeBHa neppopanus’, cromarur”

Xenaro-OWIMapHu HapyLIeHUs

YectH

Hapymenue Ha yepHoapobHata GpyHKas**
HeuecTH

Xonenuruasa

Peaku

XenaTur, *KbJITeHHNa*, 4epHOApOOHO yBpeXaaHe™,
XOJMELUCTHT"

HapyiueHus Ha KoxkaTa U
MOJAKOXXHATA ThbKaH

YectH

O6puB (BKJIIOYHTETHO pa3IHYHU THIIOBE OOPHB,
chOoOIIaBaHM ¢ MO-HHUCKa YeCTOTa, BXK. M0-0JTY), NPYPHTYC
HeuecTH

JlepMaTuT, ypTHKapHs, o0e3LBeTABaHE HA KOXKaTa, KOXHa
ne3us, NeTexuu, MaKyno3eH oOpuB, MaKkyJIonamyJa03€eH
0OpHB, Mamyno3eH oOpUB, XHIIEPXHIPO3a, AJIOTNELN,
ek3eMa’, epuTeM, HOIIHO H3NOTABaHe", mcopHasuc”, crpbALl
o6pus”

Peaxu

TokcuuHa enuaepManHa Hekponusa*, CHHApoM Ha Stevens-
Johnson, aHruoeneM*, 1IeKapcTBEHa peaKHs C €03UHOPHITHA
H CHCTEMHH CHMIITOMH*, reHepaiM3upaH oOpHB (Cepro3eH)¥,
exconuaTueH oOpuB, GoukynapeH oOpHB, BE3HKYJIO3EH
06pHUB, MyCTyJI03¢H 0OpHB, EpHTEMATO3EH 00pHB,

MopOuIHupopMeH 0OpHUB
HapyuieHus Ha MyCKYJTHO- YectH
CKeJIeTHaTa CUCTEMA H ApTpanrus, MHarus, 6oiaka B kpaiHuLmUTE"
ChbeIUHHUTEIIHATA ThKaH HeuecTH

ApTpHT, MyCKYyJIHO-CKesleTHa 60JIKa, MyCKyJIHa ¢lnadocCT,
MYCKYJIHH CIa3d, CKOBaHOCT Ha MYCKYJIUTe, OypCHT,
MoyBaHE Ha cTaBuTe”, 6ONKH B rbpba”, MyCKyJIHO-CKEJIETHA
CKOBAaHOCT’, CKOBAHOCT Ha CTaBUTE

Penku
Pa6romMuomi3a*, CHHIPOM Ha POTaTOPHHS MAHILIOH",

peBMaTHYHA NMOJIUMHAITHA"

Hapywienus Ha Ob0peumTe U
6pOpeyHara QyHKIMS

Heuectu

brbpeuHa HEAOCTATBYHOCT, HEYPOIUTHA3A, XeMaTypPHA,
OaKUypHA, IIPOTEHHYPUs, HEOTIOKHH IO3UBH 32
ypHHHMpaHe, MHPEKIMH HAa yPUHAPHHASA TPAKT”

Peakn




Ty6ynouHTepcTHIHATIEH HeQpUT*

Hapyienus Ha Heuectn
BB3IIPOU3BOAUTE/IHATA CHCTEMA H EpexTiina aucgyHKUUS
rbpaaTa |
OO6my HapyleHHs U e(PEeKTH Ha Yectu
MACTOTO Ha NPWIOKEHHE Enem, ymopa

HeuecTH

BoJika B repanTe, ycelllaHe Ha AUCKOMGOPT B rPbAHMA KOLI,
Gonka®, Hepasnonoxenue”

Penku
Xaxna, yceniase 3a ropeiusa’

H3cnensanus HedecTH

[ToBHIIEHA aMH/Ia3a B KPbBTa, NOHHKEH Opoi TPOMOOLMTH,
MOHWXKeH Opoii 6ell KPbBHHU KJICTKH, OHMXEH Opo
MUM(OLIUTH, MOBULIEH KPEaTHHHH B KPBBTA, IOHWKEH
XeMOr100MH, NOBUILUEHA ypes B KPbBTA, NOBUILICHH
TPHIIMLIEPHIH, IOBULIEH XOJIECTEPOI B KPbBTa, HAMAJICH
XE€MaTOKPHT, MOBUIIEHA JJAKTaTHA IEXHAPOreHasa B KpbBTa,
MOBHMIIEH KaTuii B KpbBTa, MoBHIIEeHNe Ha INR”

Penku

[ToBuineHa KpbBHA 3axap, yAb/DKEHO aKTHBHPAHO
naplUMaTHO TPOMOOIIACTHHOBO BpeMe, HamalieH Opoii Ha
yepBEHUTE KPbBHH KJIETKH, MOBUILEHA anKaiHa ocgarasa B
KpbBTA; MOBHIIEHA KpeaTHH GocdokuHasa B KpbBTa*

HapausBaHe, OTpaBsgHE H HeuectH
| YCJIOXKHEHHA CJie]l MPOLeTypH Konry3uu”

* He)xennaHu JIEKapCTBEHH pPeaKLUH OT MOCTMAPKETHHTOBUA OITHT

** JlekapcTBEHO-00yCc0BEHATa HEMH(MEKIIMO3HA IMaphs U OTKJIOHEHHA B YepHOApOOHHTE
hyHKLMOHAIHH TecTOBe B 00eMHeHH (a3a 3 nmpoy4yBaHUsA Ca NO-Y€CTH NPH NALKEHTH, ICKyBaHH
eIHOBPEMEHHO C KOJIXHLIMH.

*** Bpnire Touka 5.1 3a yecToTa Ha MOAArpO3HH MPUCTBIN B OT/ENIHY (pa3a 3 paHIOMH3HPAHH
KOHTPOJIHPAHH NPOYyYBaHH.

*HesxenaHH peakiUuy OT MOCTMAPKETHHIOBY MPOYYBaHHs 3a 0€30MacHOCT

Onucanue Ha U30panu HeAHceranu peaxKyuu

[Ipu NOCTMApKETHHIOBHA ONMMT Ca Bb3HHKHAIN PEIKH CEPHO3HH PEaKLWH Ha CBPBX1YBCTBUTETHOCT
KbM (pebykcocTar, BKIIOYHTETHO CHHAPOM Ha Stevens-Johnson, TOKCHYHA eNHIE€pMallHa HEKPOJIH3a H
aHa(uIakTHuHa peaknus/wok. CHHAPOMBT Ha Stevens-Johnson 1 TOKCHYHATa €NKaepManHa
HEKpOJIM3a Ce XapaKTepH3HUpaT ¢ MPOrpecupaiyi KO)XXHH 0OpHBH, CBBP3aHH C N10ABaTa Ha MEXypH HITH
JIe3WH Ha JIMraBHUIATA U Bh3NaJleHHe Ha ouHuTe. PeakimuTe Ha CBpBbXYYBCTBUTEIHOCT KbM
pebykcocTaT Morar a Ob1aT CBbP3aHH ChC CJAECAHUTE CUMIITOMHU: KOXXHH PEAKIIH, XapaKTepH3HpaLlH
ce ¢ THGUNTPUpALIH MaKyJI0NaIyJI03HH epyNLK, FreHepaIM3HpaHH WK exctonuaTuBH1 OOpPUBH, HO
CHILO M JIE3HH HA KOXKAaTa, OTOK Ha JIMIIETO, BUCOKA TEMIIEpaTypa, XeMaToJIOrHYHU OTK/IOHEHHA KaTo
TPOMOOLIMTONEHHUA H €O3HHOPHUIIUA U CAUHHYHO WM MHOKECTBEHO OPraHHO 3acAraHe (Ha yepHHUA
npo6 u 6B6penuTe, BKIFOYUTETHO TyOyIOMHTEpCTHLMANIEH HepuT) (BX. Touka 4.4).

[Tonarpo3sy MPUCTHITH 0OMKHOBEHO ca HabJlo1aBaHH CKOPO CJIe/l Ha4aJloTO Ha JIEYEHUETO U 1o
BpeMe Ha mbpBHTe Meceld. Criell TOBa, YeCTOTaTa Ha MOAArpoO3HU NPUCTHIIN HAMANsABa B 3aBHCHMOCT
ot BpemeTo. [TpodunakTikaTa Ha MOAArpO3HH MPHUCTHIH € NPENnopbYUTesHa (BXK. TOUKA 42u4.4).

3JI0Ka4€CTBEHH XEMaTOJIOrHYHHU 3200 s W ymepeH 1o Bucok puck ot TJIC), camo npu o610 22



(6,4%) MAlMEHTH CE TIPOABABAT HEXEIAHN PEaKUKH, M0-ToYHO 11 (6,4%) NaLUMeHTH BbB BCAKA
TepaneBTHYHA rpyna.

[ToBeueTo OT HeXe/IaHUTE PEAKIMH Ca HIIH JIEKH, HJIH YMEPEHH. |

Karo uano, npoyusanero FLORENCE He H3TbKBa HAKaKBH CTICIHATHH ChOOpaXeHHs 32 6€30macHOCT
B IONBJIHEHNE KbM MPeMLIENA ONUT ¢ (pebyKcocTaT NP MOJarpa, ¢ U3KIOYEHHe Ha ClIeIHUTE TPH
He)XeNaHU peakiLuy (onucany no-rope B Tabnuua 1).

CvpOoeuHu HapyueHus:
HeuecTtn: JIss 6eapen 6ok, CHHYcOBa TaXHKapaAUs

Cv006u HapywieHuA:
HeuecTn: XeMoparus

CpobluaBaHe Ha MoJA03UpaHU HEXKENAHH PEaKLMH
Cp0611aBaHeTo HA NOJO3MPAHN HeXENIaHH PeaKkiMy ClleJl pa3pellapaHe 3a ynorpeda Ha JieKapcTBeHHs

MPOAYKT € BakHO. TOBa 1M03B0JIABA 1a MPOABIDKA HAOMIOAEHHETO HA CHOTHOLUEHHETO M0J13a/pHUCK 32
nexapcTBeHHs NpoAyKT. OT MEIMIMHCKATE CIIELIHATUCTH CE€ H3UCKBA N1 choO1aBaT BCAKA
MOJ03MpaHA HEXKEIaHa peaKius 9pe3

H3nbaHauTeIHA Arennus no Jlekapcrsara

Cocdus 1303, yn. lamau I'pyes 8

Ten: +359 2 8903555; dakc: +359 2 8903434

E-mail:bda@bda.bg

4.9 Ilpenosupane

[TanueHTHTE ¢ Ipeao3upade TpAOBa Aa ce JIeKyBaT CbC CUMIITOMATHYHO M NOAABPAKALIO JICYECHHE.

5. ®APMAKOJIOTMYHU CBOUCTBA

5.1 @apmakoJAHHAMHYHH CBOHCTBA

dapmakoTepaneBTHYHA rpyna: AHTHIIOJarpo3HH Npenapars, HHXHOMpalmM oOpazyBaHETO Ha
mukouHa kuceauHa, ATC kon: MO4AAQO3

MexaHHu3bM HA 1eliCTBHE

[THKOYHATA KUCEIHHA € KPallHUAT NPOIYKT OT MeTaboIM3Ma Ha IypUHHU NP Xopara u ce 00pasysa 1o
BEpUraTa XMIOKCAHTHH — KCAaHTHH — MHKOYHA KHCe/IMHA. [[BeTe CTBIKH Ha FOPHHUTE MPEBPbLIAHHS
ce KaTaJIM3upaT oT kcanTuHokcuaasa (KO). debykcocTaT e 2-apiiTHa30/10B A€PHBAT, KOHTO
OCBILIECTBABA TEPANEBTHYHHMA CH €(PEKT KaTO NMOHMIKABA MMKOYHATa KUCE/IHHA B CEpyMa 4pe3
cenleKTHBHO HHXMOupane Ha KO. ®ebykcocTar € MOLIeH, He-ypHHOB celeKTHBEH HHXHOHUTOp Ha KO
(HIT-CHUKO) c¢ in vitro Ki cToliHOCT Ha HHXHOHMpaHe Mo-MaJika OT €IHH HAHOMOJL. YcTraHOBEHO e, 4ye
dpebykcocTaT MOLIHO HHXHOMPa, KAKTO OKHUCIIEHATa, TaKa U pelylHpaHaTa ¢opma Ha KO. Ilpu
TepaneBTHYHH KOHIEHTpauuH, GpedykcocTaT He HHXHOUpaA ApYTH €H3HMH, Y4acTBallH B MeTabonu3Ma
Ha MMyPHHH WIA MTAPUMHIMHH, M0-CNIEUHATIHO I'YaHHH IeaMHHAa3a, XUIIOKCAaHTHH IyaHHUH
dochopuboznnTpancdepasa, oporar pocdopubozuntpancdepasa, OpOTHAHH moHodocdar
nekap6OoKcHiIa3a HIH IMypPHH HyKeo3ua pochopuiiasa,

KnuanuHa edHKacHOCT ¥ Oe301acHOCT

[looazpa

EdukacHoctTa Ha ¢pebykocTar € 10Ka3aHa NP TPH OCHOBHH ¢aza 3 npoyuBaHUs (1BETE OCHOBHM
APEX u FACT npoyuBanus u gonbiaautensoto npoyusane CONFIRMS, onucanu Mo-10J1y),
nposeaeHy npu 4101 manueHTH ¢ XUNepypHuKeMHs U rojarpa. [Tpn BCAKO OCHOBHO (pa3a 3 mpoy4BaHe,
dbebykcocTarT e mokaszan no-ao6pa crnocoOHOCT A2 MOHIKH U NOAAbPXKa CEPYMHHUTE HHBA Ha
NMMKOUHATA KHCEMHA, B CpaBHEHHME ¢ aonmypuHos. [IbpBHyHaTa KpaiiHa To4ka 32 e(MKacHOCT B
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npoyusannaTa APEX u FACT e CbOTHOIIEHHETO Ha MALMEHTHTE, YHHUTO TNOC/IEIHA 3 MECETHH
cepyMHM HHMBa Ha MMKO4HaTa kucenuHa ca <6,0 mg/dl (357 pmol/l). B 10NbIHUTENHOTO ¢aza 3
npoyusane CONFIRMS, 3a koeTo pe3y/NTaTUTe Ca HAIMYHM C/IeJl H3/1aBAHETO HA PA3pPELICHHETO 32
ynoTpe6a Ha dpeSykcocTaT, MbpBHUHATA KpaiiHa TOYKa 32 €PUKACHOCT € As1a MALMEHTH, NIPH KOUTO
cepyMHHTE HHBa Ha MMKOYHATA KKceMHa ca <6,0 mg/d] npu nocneIH0To NOCEIIeHHE. [TatmeHTH C
OpraHHH NIPUCAJIKH HE Ca BKIIIOYEHH B Te3H MPOyYBaHHA (BXK.TOUKa 4.2).

APEX npoyueane: AOIypHHON 1 TUIane6o KOHTPOIMPaHO Mpoy4YBaHe 3a e(pUKacHOCT Ha
debykcocrat (The Allopurinol and Placebo-Controlled Efficacy Study of Febuxostat) (APEX) e ¢a3a
3, paHAOMM3UPAHO, JBOHHO-CJIANO, MYJITHUEHTPOBO, 28-ceMUUYHO NMpOyUYBaHE. XUJIAAa ceieMIeceT
neama nauuedts (1 072) ca paunomusupanu: mianedo (n=134), edykcocrar 80 mg BeHBK AHEBHO
(n=267), bebykcoctar 120 mg Bexubx AHeBHO (n=269), pedykcocTaT 240 mg BEIHBXK THEBHO
(n=134) wn anonypuson (300 mg BeHBK THEBHO [n=258] NpH NaLMEHTH € U3XO/IEH CEpPYMEH
kpeaturuH 1,5 mg/dl wm 100 mg Beansxk AHeBHO [n=10] npy nauMeHTH ¢ U3XOACH CepyMeH
kpeatunus >1,5 mg/dl u 12,0 mg/dl). J/lsecta u uetupuzaecet mg dedykcoctar (2 mbTH
NpenopbuBaHATA Hali-BUCOKA [103a) CA M3MO/I3BAaHM KaTo 71032 32 OLICHKA Ha 0€30MacHOCTTa.

[Mpoyusanero APEX noka3Ba cTaTHCTHYECKH 3HA4HMMO NMPEBB3XO/CTBO HA IBETE PaMCHa Ha JICHCHHE C
debykcocrar 80 mg BeaHBXK AHeBHO U pebykcocrar 120 mg BeIHbXK THEBHO CpELLy paMeHaTa Ha
leyeHHe ¢ KOHBEHIIMOHATHO W3NoI3BaHuTe 1031 anonypuHon 300 mg (n = 258) /100 mg (n = 10),

noumxkasaiiku sUA nox 6 mg/dl (357 pmol/l) (ex. Tabnuua 2 u durypa 1).

FACT npoyusane: ANomypuHOJ KOHTPOIMpaHO npoyusaHe Ha ¢ebykcocrar (The Febuxostat
Allopurinol Controlled Trial) (FACT) e ¢a3a 3, paHAOMH3HPaHO, ABOHHO-CIIANO, MYJITHLIEHTPOBO,
52ceaMuuHoO npoyuBane. CeneMcTOTHH M mecTaeceT (760) mauueHTH ca paHIOMH3HPaHH!
dbebykcoctar 80 mg BeaHbK AHEBHO (n=256), hebykcocTaT 120 mg BEAHBK THEBHO (n=251) unu
anonypuHon 300 mg BeAHBK AHEBHO (n=253).

[Mpoyusanero FACT moka3Ba CTaTHCTHYECKH 3HAYMMO MPEBB3XOACTBO HA IBETE paMCHa Ha JICYCHHE C
debykcoctat 80 mg 1 pebykcocrar 120 mg BeAHBK AHEBHO CPEILy PaMOTO Ha JIe4eHHE C
KOHBEHLIMOHAIHO M3M0JI3BaHaTa 103a anonypunon 300 mg, noHwxkaBaiiku H noaaspxanki sUA non

6 mg/dl (357 pmol/l).

Ta6nuua 2 06061aBa pe3yaTaTuTe OT ITBPBUYHATE KPaiHH TOUKH 38 €PHKACHOCT:

Ta6auua 2 81 HA NMAUHEHTHTE ChC CEPYMHH HHBA HA MHKOYHA KHceanHa <6,0 mg/dl (<357
mol/l) ITocaeann 3 Mece4HH BH3HTH

[IpoyuBaHe debykcocrat 80 mg debykoctat 120 mg | Anomypunon 300/100
BE/IHBXK THEBHO BEJHBXK JTHEBHO Mg BeJHBXK JHEBHO'

APEX (28 ceamuun) 48%* 65% *,* 22%
(n=262) (n=269) (n=268)

FACT (52 cenMuun) 53%* 62%* 21%*
(n=255) (n=250) (n=251)

KoMGuHupaHn 51%* 63%* ,* 22%
pe3ynTaru (n=517) (n=519) (n=519)

Ine3ynTaTHTE NpH XOpa, moy4asaiy win 100 mg seaubxk aHeBHO (n=10: mauuMeHTH ChC CepyMeH
kpeatuHuH >1,5 u <2,0 mg/dl) wnu 300 mg Beaubx AHeBHO (n=509) ca cbOpaHHu 32 aHATU3UTE.
* p < 0,001 cpewy anonypuson, # p < 0,001 cpeuty 80 mg

Cnoco6HocTTa Ha (hebyKcocTaT /1a MOHWKABa CepYMHHTE HHBA HA TMKOYHATA KMCEIHHA ¢ Obp3a H
nocrosHHa. [ToHmKeHHe Ha CepyMHOTO HHBO Ha MMKOYHATa kucennHa 10 <6,0 mg/dl (357 pmol/l) e
oT6ens3anHo Mpy BH3HTaTa Ha CeMHULA 2 ¥ € MOUIbPIKAHO 110 BpeMe Ha LiU1oTo Jedenue. CpeaHuTe
CepyMHM HMBA Ha MMKOYHATa KMCEJIMHA BbB BPEMETO NPH BCAKA IpyMNa Ha JICYEHHE OT IBETE OCHOBHH
¢aza 3 npoyuBaHus ca NoKa3aHH Ha Qurypa 1.




®urypa 1 Cpeann cepyMHH HHBA HAa NHKOYHA KHCEJIHHA, B 00e{HHEHH OCHOBHH daza 3
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3abenexka: 509 naumeHTH nosydasat agomypuron 300 mg BenHbXk AHEBHO; 10 ManMeHTH CbC
cepyMeH kpeatHuH >1,5 1 <2,0 mg/dl momyyasat fo3a 100 mg BeAHBK IHEBHO (10 naumeHTH oT 268
npu npoyusaHero APEX). 240 mg ¢eOykcocTar ca W3noJI3BaHHU 3a OLCHKA Ha 0e3onacHOCTTa Ha
debykcocTar npy 1Ba MbTH HalH-BHCOKAaTa Mpenopb4BaHa 103a.

[Tpoyusane CONFIRMS: npoyusanero CONFIRMS e ¢a3a 3, paHaoMH3HpaHO, KOHTPOJIMPAHO, 26-
ceZIMMYHO MPOYYBaHe 3a OLieHKa Ha 6e3onacHoCTTa U edukacHocTTa Ha debykcoctar 40 mg u 80 mg
B cpaBHeHHe ¢ anomypuHos 300 mg uim 200 mg NpH MaUEHTH C N0arpa U XUrepypHKeMus. IlBe
XWISIW IBECTa [ecTaeceT u aeser (2269) manueHTa ca paHAOMHU3HpaHH Ha: pedykcocraT 40 mg
BeHBXK AHEBHO (n=757), hebykcocTat 80 mg BeaHBXk AHEBHO (n=756) unu anonypuxon 300/200 mg
BeIHBXK AHEBHO (n=756). Haii-Manko 65% OT nauuMeHTHTe ca ¢ JIEKO 10 YMepeHO Ob0pedHo
yBpexaaHe (¢ KpeaTHHUHOB K1upbHC 30-89 ml/min). [po¢unakrukara Ha NOAArpO3HHU NPHCTHIH €
3aBJDKHATEITHA 10 BpeMe Ha 26-ceMUYHUA nepuol. Ja1bT NaueHTH CbC CEpyMHH HUBA Ha MHKOYHA
kucenuna < 6,0 mg/dl (357 pmol/l) npu noceHOTO MOCEIIeHHE € ChOTBETHO 45% 3a 40 mg
hebykcocrat, 67% 3a peGykcocrar 80 mg u 42% 3a anonypuron 300/200 mg.

[TvpauyHa Kpatina moyka 8 noozpynama Ha nayuernmu ¢ 6vopeuno yepesicoane

[Ipoyusaneto APEX ouensBa edpukacHocTTa npy 40 MauueHTH ¢ OBOpedHO yBpexKaaHe (T.€., H3X01Ha
CTOMHOCT Ha cepyMeH Kpeatudus > 1,5 mg/dl u <2,0 mg/dl). [1pu xopa ¢ 6s0peuHo yBpexaaHe,
paHIOMH3HPaHH Ha aJIOIyPHHOJ, MpeJenHara 103a € 100 mg BeAHBX THEBHO. ¢ebykcocTaT 10CTUTA
MBPBHYHATA KpaifHa Touka 3a epukacHocT mpH 44% (80 mg BeaHbXK AHEBHO), 45% (120 mg BeAHBK
nHeBHO) 1 60% (240 mg BeIHbK JHEBHO) OT NALMEHTUTE, B cpaBHeHHE ¢ 0% mpu rpynure Ha
anomypuHon 100 mg BeIHBK AHEBHO H M1aueoo.

Hsama KIMHHYHO 3HaYMMH Pa3JINK{ B MPOLEHTHOTO HaMaJIeHHEe Ha CepyMHaTa KOHUEHTpalluA Ha
NMKOYHA KUCEIMHA NIPH 3IPaBM XOpa, HE3aBUCHMO OT TAXHaTa 6b0peuHa GpyHkuns (58% B rpynara ¢
HopMasiHa Gb0Opedna GpyHkuus 1 55% B rpynata ¢ Texxka GbOpedHa AMCHYHKIHA).

AHaJIM3 Ha NaUMEHTUTE ¢ nojarpa U 6b0peyHo YBpeXaaHe, NPOCIEKTUBHO ONPEAEIIEH B IPOYUBAHETO
CONFIRMS, nokasBsa, ye (pebyKkcocTaT € CHTHUQUKAHTHO MO-€(EKTUBEH 32 NMOHHKEHHE Ha
CepyMHHTE HMBA HA NUKOYHATA KMCeJIMHA /10 CTolHOCTH < 6 mg/dl B cpaBHEHHE C aONypPHHOI 300
mg/200 mg npu MAaUMEHTH ¢ OJIarpa, KOUTO UMAT JIEKO 10 yMepeHo 0b0peuHo yBpeKaaHe (65% ot
MPOYYBAHUTE MALIUEHTH).

e

ITvpeuuna Kpatina moyka é noozpynama na nayuenmu ¢ sUA 2 10 mg/dl
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[Mpu6muzurento 40% ot nauneHtute (06eaunenu or APEX u FACT) umaTt uzxoaHna croiHoct sUA
of > 10 mg/dl. B ta3u noarpyna ¢ebykcocTaT 10CTHIa IbPBUYHATA KpaiHa TOKa 32 e(HKACHOCT
(cepyMHH HMBA Ha ITMKOYHATa KKcenuHa < 6 mg/dl mpu nocneHuTe TpH noceuenus) npu 41% (80
mg BeAHBX AHEBHO), 48% (120 mg BeHbX AHEBHO) H 66% (240 mg BeHBXK [IHEBHO) OT
nauMeHTHTe, B CpaBHEHHE ¢ 9% B rpynara Ha anonypuHoa 300 mg/100 mg BeiHBK THEBHO H 0% B
rpymnara Ha ruiaueoo.

B npoyusanero CONFIRMS nsurbT Ha nauMeHTHTe, KOMTO NOCTUIaT 10 MbpBUYHATA KpaiHa TO4Ka 3a
edukacHocT (CepyMHH HHBA Ha MMKOYHATa KUCENHHA < 6 mg/dl npu nocneaHoOTO NoceleHune) 3a
NalMeHTH ¢ HAYaIHK CEpYMHH HMBA Ha MUKOYHaTa KucesnnHa > 10 mg/dl nexyBanu ¢ gpedykcocrar 40
mg BeIHBXK AHEBHO € 27% (66/249), ¢ pedykcoctar 80 mg BEAHBK AHEBHO € 49% (125/254) u c
anorrypuHon 300 mg/200 mg Beauwxk aHeBHO € 31% (72/230).

Knunuunu pesynmamu. [Jan Ha nayuenmume, Hyxicoaeuju ce om ie4enue Ha nooazpo3eH nPpucmvh
[Tpoyusane APEX: npe3 8-ceaMuunus Npo@uaakTH4eH NepHO, NO-TOJIAM [l JIMLia B rpynara,
nexyBaHa ¢ pebykcocrar 120 mg (36%) u3MCKBaT JiedeHHE Ha NOJArpO3eH NPHCTHIT CIPAMO
hebykcoctat 80 mg (28%), annonypuron 300 mg (23%) u wiauebo (20%). IlpucTenure ce
yBeJIHYaBar ciel NpoQHIaKTHYHUA NEPHO/ U NMOCTENEHHO HAMAIIIBAT C BPEMETO. Mexny 46% u 55%
OT JIMLIATa MOJTy4aBarT JeYeHHe 3a MOJArpo3HUTE MPHCTHIH OT 8. ceamMuua 10 28. cenmuua.
[Togarpo3Hy MPUCTBIK NPE3 MOCNEAHNUTE 4 CEIMULIM OT MPOYYBAHETO (CEAMHULIA 24-28) ce
na6monasat nipu 15% (debykcoctar 80, 120 mg), 14% (anomypunon 300 mg) u 20 % (nraue6o) ot
JIMLara.

[Mpoyusane FACT: npe3 8-ceMuuHHsA MPOGHIAKTHYCH NEPHOLL, TTO-TOJIAM 51 THLIA B TpyriaTa,
nexyBaHa ¢ pebykcoctat 120 mg (36%) u3HCcKBaT JeUeHHE HA MOAArpO3€H MPUCTBII CIPAMO JBETE
rpynu JiekyBaHu ¢ pebykcocrar 80 mg (22%) 1 anomypHHOI 300 mg (21%). Cnea 8-ceaMHUYHHA
npoduIaKTHYEH MEePHOI, YeCTOTaTa Ha NPUCTBIIH Ce YBE/IMYaBa H C/Ie/] TOBA NNOCTENEHHO HaMalABa C
BpemeTo (64% 1 70% OT 1MIaTa nojy4yaBar JiedeHHe 3a MOoJarpo3HUTE MPHCTBIH OT 8. no 52.
cenmuua). [101arpo3HM NPUCTHIH Mpe3 MOCIeAHUTE 4 CEIMHLM OT NPOYYBAHETO (CeaAMHLIH 49-52) ce
Ha6monasat npu 6-8% (debykcoctar 80 mg, 120 mg) u 11% (anonypuno:n 300 mg) ot MuaTa.

JleTbT Ha XOpaTa, HyK/aellly ce OT JiedeHne Ha noaarposeH npuctein (APEX u FACT npoyuBaHus) €
YUCJIEHO MO-HACKO B IPYIHTE, KOMTO CJI€J H3XOAHOTO HHUBO €2 JOCTHIHAJIM CPETHO HMBO HAa YPaTH B
cepyma <6,0 mg/dl, <5,0 mg/dl nim <4,0 mg/dl, cpaBHEHH ¢ rpynara, KOATO Cliel H3XOAHOTO HUBO €
IOCTHTHANIA CPeIHO HMBO Ha ypaTH B cepyma >6,0 mg/dl npe3 nocneanure 32 ceAIMHLM OT NEPHO/A HA
neuenue (unrepsanu Cenmuua 20 - Cenmuna 24 1o Cenmuna 49 - 52).

[To Bpeme Ha npoyuBaHeto CONFIRMS, npoueHTHT NaLUMEHTH, KOUTO C€ HYXKAAAT OT JICHCHHE Ha
noaarpo3Hy npuctbim (aeH | Ha mecew 6) € 31% 1 25% CBOTBETHO 3a IPYTHTE Ha ¢pebykcocraT 12 80
mg u anonypuHon. He ce HaGnmoaBa pa3iivka B As/1a MALMEHTH, KOHTO C€ HYXIAAT OT JICYCHHC Ha
Moarpo3HH MPUCTHIM B rpynute Ha pebykcoctar 80 mg u 40 mg.

BA20CPOYHU, OMBOPEHU, PAUWUPEHU NPOYYEAH U
Ipoyusane EXCEL (C02-021): npoyusanero EXCEL e Tpu-roauuso ¢asa 3, 0TBOPEHO,
MHOTOLIEHTPOBO, PAHAOMH3HPAHO, aJIOIYPHHO/I-KOHTPOJIMPAHO, Pa3slIHPEHO NPOYYBaHe 32
Ge30MacHOCT 3a MALMEHTH, KOMTO ca 3apbpIuiIY ocHoBHUTE (a3a 3 npoyusanus (APEX unu FACT).
O61wwo ca BKmoyenu 1086 naunentn: dpedykcocrar 80 mg BenHbX AHeBHO (n=649), pebykcocTat
120 mg BeausX aHeBHO (n=292) mwin anomypunon 300/100 mg BeAHBXK IHEBHO (n=145). Okono 69%
OT MALIMEHTHTE HE H3UCKBAT MIPOMEHH B JIEYEHHETO 32 MOCTUraHE Ha KPaiHO CTAOHITHO JIeYeHHE.
[TanMeHTH ¢ 3 Moc/ea0BaTeTHA CEpyMHH HMBA Ha MUKOYHATa KucenuHa >6,0 mg/dl ornajar.
CepyMHHTE HHBA Ha IIMKOYHA KHCEJIMHA C€ MOUTbPXaT BbB BpeMeTo (T.e. 91% u 93% OT NaluMeHTHTE
Ha HAYaJIHO JieyeHue choTBETHO ¢ (pebykcoctaT 80 mg 1 120 mg ca CbC CepyMHH HHUBA Ha MMKOYHATA

kucenuna <6 mg/dl na 36 mecen).

TpHroaMUIHK JaHHH MOKa3BaT HaMaJisBaHe Ha YeCTOTaTa Ha MoarpO3HH NPHUCTBITH KaTO MO-MAJIKO OT
4% 0T MALMEHTHTE Ca ce HYX/ae/Ii OT JiedeHHe Ha MPUCTBII (T.e. moBeye oT 96% OT MaLMEeHTHTE HE Ca
HMaJTH HY)KZ1a OT JleueHue Ha npucThi) npe3 Mecen 16-24 u Mecen 30-36.
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46% u 38% OT NMalLMEHTHTE HA KPaifHO CTAOMIHO JleueHune cboTBETHO ¢ (edykcocrar 80 win 120 mg
BeJIHBK JIHEBHO €A C ITHJIHO Pa3HACAHE HA MbPBUYHA NAJNATOPHA TO(ha OT U3XOHO HUBO /10 KPAHHOTO
MoCeLeHHE.

[Mpoyusanero FOCUS (TMX-01-005) e 5-roauiuHo, ¢a3za 2, OTBOPEHO, MHOIOLIEHTPOBO, PA3LIHPEHO
npoyuBaHe 3a 6€30MacHOCT 3a NaLMEHTH, KOUTO €2 3aBBPLINIIN 4-CEIMUYHO IBOUHO-CIIANO A03HPAHE
Ha (ebykcocrar B npoyusaneto TMX-00-004. Bkmovenu ca 116 mauueHTH, KOMTO Moyry4aBat
nauanHo debykcocrat 80 mg BeaHBkK AHEBHO. [IpH 62% OT MaMEHTHTE HE C€ H3UCKBA KOPHIAPaHE
Ha 7103aTa 3a NOAAbPXKAHE Ha CEpyMHM HHMBA Ha MMKOYHATAa KucenrHa <6 mg/dl, a npu 38% ot
NalMeHTHTE Ce W3MCKBA KOPHTHpaHe Ha 103aTa 3a IOCTHraHe Ha CTadWiHa KpaiHa 103a.

JIsUTHT MALHEHTH ChC CEPYMHH HMBA Ha MHKOYHATa kucesmHa <6,0 mg/dl (357 umol/1) Ha nocneaHOTo
noceenue e no-roasm ot 80% (81-100%) 3a Bcsaka ot ao3uTe PedykcocTar.

[To Bpeme Ha ¢a3za 3 KIMHUYHH NMPOYUBAHUA ca HAOMIOAaBaHHU JICKH OTKIIOHEHHUA NPH yepHOApPOOHHUTE
GYHKIMOHAIHHA TECTOBE MPH MALMEHTH, JIeKyBaHH ¢ pedykcocTar (5,0%). Crenenure Ha
OTKIIOHEHHATA ca NOJ00HM Ha CTeNeHHuTe, ChoOIeHH npH anomypHHo (4,2%) (BX. Touka 4.4).
[MTosumenn croitHoctd HAa TSH (>5,5 plU/ml) ca HabmroaaBaHH NpH NallMEHTH HA ABITOCPOYHO
neqyenue ¢ pedykcocrar (5,5%) 1 NaLMEHTH HA anomypuHo (5,8%) Npu IbIAroCpOIHH OTBOPEHH
pa3IIMPeHN poy4YBaHus (BXkK. Touka 4.4).

[Tocmmapkemun208u 0vN120CPOYHU NPOYYEAHUA

ITpoyusanero CARES e MHOrOLIEHTPOBO, paHIOMU3HPAHO, IBOHHOCIIATIO HeHHpEepHOPHO U3NUTBAHE ,
KOETO CPaBHABA ChPAEYHOCHAOBHTE PE3YJITaTH NPH (PedyKCoCTaT CNPAMO alOIypPHHOJI NPH MaUHEHTH
¢ MojIarpa ¥ aHAMHE3a 3a 3HaYMMH ChP/AEYHOCHIOBH 3a00/1ABaHNA, BKIIOYHTENIHO HH(APKT Ha
MHOKap/a, XOCIUTAIM3aLUA NOpaau HecTaOKHIHA aHTHHA, MPOoLIe/lypa N0 KOPOHAapHA WK MO3b4Ha
peBacKy/JIapu3ald , HHCYJIT, XOCTIHTAIM3aLHA 110 NOBOJ TPAaH3UTOPHA HCXEMHTHA aTaka, nepugepHo
ChI0BO 3a00/1ABaHe WIM 3axapeH Aualer ¢ JaHHHM 32 MUKPOBACKYyJIapHO WM MakKpOBacCKyJ1apHO
zabosspane. 3a nocrurane Ha sSUA noa 6 mg/dl, no3ara ¢pebykcocrart ce TuTpupa ot 40 mg no 80 mg
(He3aBMCHMO 0T ObOpeuHara QyHKLKA), a 103aTa AIONYPHHOJ Ce TTPHPA Ha CTBHOKH 1o 100 mg ot
300 go 600 mg Npu NalKeHTH ¢ HopMaTHa 6s6peuHa QyHKIHsA Wik OBOPETHO yBpEXKIaHe B JieKa
creneH 1 oT 200 1o 400 mg npu nauyeHTH ¢ 6bO0peYHO yBpEXKIaHEB YMEPEHA CTEIICH.

[TspeuuHaTa Kpaiina Touka Ha CARES e Bpemeto 10 mbpBa nossa Ha MACE, cbCTaBHa 0T HedartasieH
uH(APKT Ha MHOKAp/ia, HeaTaieH HHCYJIT, ChPAEYHOCHA0BA CMBPT WIH HECTAOHIHA AHTHHA ChC
CrellIHa KOPOHApHA peBacKyIapH3alus.

KpaitauTe Toukd (I'bpBHYHHM M BTOpHYHH) ce aHanusupar cnopea ITT (intention to treat, ¢ HaMepeHHe
3a JIeYeHHe) aHAIW3, KOWTO BK/IIOYBA BCHYKH YYaCTHHULIM, KOMTO €A paHIOMH3HPAHH H NOTy4aBart
[TOHE €HA 103a OT JBOHHO-CIANOTO U3MHTBAHO JiedeHHe. O61o 56,6% OT nauneHTHTe
[peyCTaHOBABAT H3MHTBAHOTO JICUEHHE MPEXKIEBPEMEHHO H 45% OT MAUMEHTHTE HE 3aBbpLIBAT
BCHYKH BH3MTH OT U3IHTBAHETO.

0610 6 190 nauMeHTH ca MpocIeaeH! ¢ MeAxaHa oT 32 Mecella, a MeJHaHaTa Ha
NPOB/DKMTETHOCTTA HAa €KCIIO3UIMATA € 728 JIHH 32 MallHEHTUTE B rpyrnara Ha ¢ebykcoctar (n=3098)
1 719 nuu B rpynata Ha anomypunon (n=3092). IIspsunanata MACE kpaiiHa TOYKa Bb3HHKBA CbC
CXOJIHA YeCTOTa B IPYINHTE, JIeKyBaHH ¢ (ebykcocTaT U anomypuHo (csoTBeTHO 10,8% crpamo
10,4% ot naumentute, HR 1,03; asycrpanHo nosroped 95% CI 0,89-1,21).

[Ipu ananu3 Ha otaenHuTe KOMIOHeHTH Ha MACE, yecToTa Ha CbpA€4YHOCH/10BAa CMBPTHOCT € I10-
BrCcoKa npu pebykcocrar cnpsamo anomypuno (4,3% cnpamo 3,2% ot nauuenture; HR 1,34; 95% Cl
1,03-1,73). YecroraTa Ha apyrure MACE c»0HTHA € CXOIHA B TPyNHTe Ha pedykcocTar H
ajlonypHHON — HedaTanen HHapkT Ha Muokapaa (3,6% cnpsamo 3,8% ot nauuenTure; HR 0,93; 95%
Cl1 0,72-1,21), Hedaranen uacyir (2,3% cnpsamo 2,3% ot naunenture; HR 1,01; 95% C10,73-1,41) n
CTIeIIHA peBacKyJ/IapH3allis nopaan HectabunHa anrusa (1,6% cnpsmo 1,8% or nanuenture; HR
0.86: 95% CI 0,59-1,26). YecTorara Ha 0611a CMBPTHOCT CBIIO € MO-BHCOKa MpH pedykcocTar
cnpsamo anomypuHon (7,8% cnpamo 6,4% ot nauuenTure; HR1 22:95% CI 1,01-1.,47), xoero ce
TBIKH OCHOBHO HA IMO-BHCOKATA YECTOTA Ha ChPAEYHOCHA0BATa CMBPTHOCT B Ta3H rpyna (BX. TOYKa
4.4).
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YecToTaTa Ha MOTBBPAEHA XOCTUTATH3ALMSA MOPAAH Chp/ie€YHA HEAOCTATHYHOCT, XOCTINTA/TH3ALHH
Mopajii ApUTMHH, KOUTO He Ca CBbP3aHH ¢ HCXEMHUA, CbOMTHA HA BEHO3HA TpomOembonus U
XOCMUTATM3ALMS IOPAIH TPAH3UTOPHH HCXEMHYHM aTaKH ca CPaBHUMH 3a (peOykcocTar M
aJIOITyPHHOIL.

[Tpoyusaneto FAST e npocnekTHBHO, paHAOMH3HPaHO, OTBOPEHO, CbC 3aC/ICNCHA KpaiHa TO4Ka,
cpaBHABaLIO npoduina Ha Ge30MacHOCT N0 OTHOLIEHHE HA ChPIEYHOCH/10BaTa CHCTEMa Ha
hebykcoCTaT CIPSMO aJIONyPHHOJI NPH MALUUEHTH C XPOHHYHA XHIIEPYpPHKEMHA (koraTo Beye €
HACTBITHJIO OTJIArAHE HAa YPAaTH) H ChPAEYHOCHI0BH PHCKOBH (aKTOPH (T.€. NALHEHTH Ha 60 roauHH
WITH TIO-BB3PACTHH M C MOHE €JMH ChPASYHOCH/10B PUCKOB (akrop). [loxxonsmure nauMeHTH ca
[10JTy 4T JIEYEHHE C IOy PHHOJ MPeH PAHAOMH3aLUATA H MPH HEOOXOIMMOCT Ca HaNpaBeHH
KOPEKIIMH B 103aTa, CIIOpe/l KJIMHWYHATa MPEeLeHKa, NMPENOPbKUTE Ha EULAR u ogoOpenara
n03upoBKa. B kpas Ha BpBek/aIarTa (pa3a nauMeHTHTe, IPUEMALIH AJIOITYPHHOJI C HUBO Ha sUA ot
<0,36 mmol/l (<6 mg/dl) wiu npueMal¥ MaKCHMaJIHATa NOHOCHMA HJIM MaKCHMAJTHaTa pa3pelicHa
11032 AJIOMYPHHOJI Ca PaHAOMH3MPAHH B ChbOTHOWIEHHKE 1:1 Ha neyenue ¢ pedykcocTar Win
anonypunos. [TepeuyHaTa kpaiiHa Touka Ha npoy4saHeto FAST e BpemMeTo /10 MbpBaTa NnoABa Ha
KOETO M I1a e ChOMTHe, BKIIOYEHO B ChCTABHATA KpaiiHa Touka no Antiplatelet Trialists’ Collaboration
(APTC), KOATO BKJIIOYBA: 1) XOCTIUTAJIM3ALMA 32 HedaraneH HHPAPKT Ha MHOKap/1a/0CTbp KOPOHApEH
cuHpoM ¢ nonoxurennu 6Guomapkepu (OKC); ii) HepaTanen HHCYNT; 1il) CMBPT NOpaaH
CBP/IEYHOCHI0BO ChOHTHE. [TbpBHYHHUAT aHAIN3 CE OCHOBABA HA MOJX0/1A HA JICUCHHE.

Karo ussio 6 128 nauueHTH ca pangomusupanu, 3063 Ha dpebykcocrar U 3065 Ha ajlOMypHHOIT.

[Ipy MbpBUYHHKS aHAJIH3 CTIOPE NOX0/1a Ha JieueHue, pedykcocTar e HeHH(EpUOPEH CIIPAMO
aJIOIyPHHOJI [0 OTHOIIEHHE HA YeCTOTaTa Ha IbPBUYHATA KPaHHA TOYKa, KOATO € HaCThIHIIA IpH 172
naumenTH (1,72/100 naumentoroausy) Ha ¢pebykcocTar B cpaBHeHHe ¢ 241 nalMeHTH (2,05/100
MalMeHTOroAMHH) Ha ajionypuHol, ¢ kopurupad HR 0,85 (95% CI: 0,70, 1,03), p<0,001. AHaQJIU3BT
CrIOpe/ MOAX0/1a Ha JIeYeHHe 10 OTHOUIEHHE HA TbPBHYHATA KpaiHa TOYKa B MOArpyraTa NalnHeHTH ¢
aHaMHe3a 3a MHpapkT Ha Muokapaa, uHcynT win OKC He moka3sa 3HaYMMa pa3jinka MEXIy 1BETe
rpynM Ha nedenue: 65 (9,5%) nauMeHTH ca Ch¢ ChOMTHA B rpynara Ha dhebyxcocrar u 83 (11,8%)
MalMeHTH ca Che COMTHA B rpynara Ha anomypuHou, kopurupad HR 1,02 (95% CI: 0,74-1,42);
p=0,202.

Jleuenuero ¢ pebykcocTaT He € CBbP3aHO C yBEIMYaBaHe Ha CMbPTHOCTTA NOpaau CbpACYHOCH10BH
MPUYMHU WA CMBPT 10 BCAKAKBH MPHYMHH, KaTO LAJIO UM B OATPYNaTa MalHeHTH ¢ aHaMHe3a 3a
nHdapkT Ha Muokapaa, nucynT win OKC Ha u3xoaHoTo HHBO. Kato 1o ce HabmoaaBat 1o-Majiko
CMBPTHH ClTy4au B rpynara ¢ (pebykcocrar (62 CMbPTHH CiTy4as 10 ChbpA€1HOCHAOBH NPHIHHU H 108
CMBPTHH CJTy4as 1o BCAKAKBU IPHYNUHH), OTKOJIKOTO B rpymarta ¢ ajlonypHHOI (82 cMBPTHH ci1y4as 1o
CHPACYHOCHAOBH NMPHYHHH H 174 CMBPTHH CJTy4as 10 BCAKAKBH NPUYUHH).

Ha6:monaBa ce 1mo-roJiiMo HaMaJeHHe B HMBATa HA IIMKOYHATa KUCEJIMHA NPH JIeueHHue ¢ pedykcocTar

B CPaBHEHHE C JICYEHHETO C A0y PHHOII.
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5.2 ®apMakOKHHETHYHH CBOHCTBA

[1pu 3apaBH X0pa, MAKCUMATHUTE IJIa3MEHH KOHLICHTPALMH (Cmax) 1 njiowira no/j KpuBara rnjasmeHa
koHueHTpauusa/BpeMe (AUC) Ha ¢pebykcocraT ce yBenHyaBaT NpONOPLIHOHAIIHO Ha [103aTa CJIe/
eJHOKPAaTHO H MHOTOKpaTHO mpuiarade Ha 10 mg no 120 mg. INpu no3u mexay 120 mg u 300 mg, ce
Ha61I01aBa MO-rOAMO OT MPONOPLMOHAIHO Ha Ao3aTa yBenndeHne Ha AUC Ha ¢ebykcoctar. Hama
KyMyJIHpaHe, KOeTO Moxe 1a GbJie OLleHeHo, Ipy npuiaraxe Ha o34 ot 10 mg 10 240 mg Bcekn 24
gaca. deGyKcoCTaT MMa MPUBHJIEH CPEZIEH TEPMHHANIEH eTMMHHALIMOHEH MOJTYKHUBOT (t2) OKOJIO 5 /10
8 yaca.

[TonynaunoHHu $papMakokuHeTHYHH/ (papMaKOIHHAMHYHH AHAIM3H €A NPOBeJIeHH NpH 211 nauneHTy
¢ XHMepypHKEMHs | ToJiarpa, jeKyBaHHu ¢ ¢pebykcoctar B 1034 40-240 mg BeAHBXK AHEBHO. Karo
w10, PapMaKOKHHETHYHUTE MapaMeTpy Ha pebyKcocTaT, OLEHeHH Ype3 Te3d aHATM3H ChOTBETCBAT
HA Te3W, MOJIYUYEHH MpH 3JpaBU X0pa, KOEeTo M0Ka3Ba, 4e 3/[paBiTe XOpa ca Mpe/ICTaBUTE/IHH 32
dapMakOKHHEeTHYHA/(papMaKoAMHAMUYHA OLUEHKA NPH NOMYJIAUMATA NAUMEHTH € moaarpa.

Abcopbuus
®ebykcocTaT ce abcopbupa 6bp30 (tmax 1,0-1,5 h) 1 106pe (Haii-manko 84%). Cnezl e/IHOKPaTHO HIIH

MHOTOKpaTHO nepopanso npuiarade Ha 80 u 120 mg enus obT AHEBHO, Cmax € ChbOTBETHO
npubmsurenHo 2,8-3,2 pg/ml u 5,0-5,3 pg/ml. AGcomorHara GHOHATHYIHOCT HA TableTHATa dopma

Ha (peOyKcoCTaT He € Mpoy4eHa.

Cnexn MHOTOKpPATHO nepopayiHo npuiarane Ha 80 mg €uH NbT AHEBHO WM €IHOKPATHO MpHIaraHe Ha
120 mg ¢ xpaHa, 6orata Ha Ma3HUHH, UMa 49% u 38% noxumxkenne Ha Crax ¥ CHOTBETHO 18% 1 16%

namanssane Ha AUC. O6aue, npu u3cieaBaHe (MHOrokpaTHo npuiarade Ha 80 mg) ue e
HaOmoaaBaHa KJIMHMYHO 3HAYMMa NMPOMSHa B MPOLEHTHOTO HAMAJIEHHE HA CepyMHATa KOHLCHTpaLHA
Ha MMKOYHA kucennHa. CnenosatesiHo, hebykcocTaT MOXKe J1a ce MpHeMa He3aBMCHMO OT XpaHara.

Paznpenenenue
[MpuBnaHuAT 06eM Ha pasnpesiesieHne B cTaunoHapHo chetosHue (Vss/F) na debykcocrar e B

nuanaso ot 29 10 75 | cnen nepopanuu no3u or 10-300 mg. Cepp3BaneTo Ha pedykcocTar ¢
[UTa3MEeHUTEe NPOTEHHHU € npubam3uTenHo 99,2%, (rmaBHO ¢ al0yMHUH) H € TIOCTOAHHO B IMana3oHa Ha
KOHLIEHTpauuATa, nocturuara ¢ 103 ot 80 u 120 mg. Cpbp3BaHeTO C MIIA3MEHHUTE MPOTEHMHH HA
aKTUBHUTE MeTaboIUTH € B 1Hana3oH ot 82% 10 91%.

buorpancdopmauys

debykcocTaT ce MeTaboIM3KMpa eKCTEH3MBHO Ype3 KOHIOrallus 9pes3 ypuauH auchocdar
rmokyponosunTpancepasnata (UDPGT) eH3sumMHa cHCTEMa M OKCHAMpaHe upe3 uuToxpom P450
(CYP) cuctemara. YcTaHOBEHH ca YeTHPH $HapMaKOIOTHYHO aKTUBHH XHAPOKCHIT METaOO0IUTH, TPH OT

KOMTO Ce HaMHpAT B MJ1a3MaTa npH Xopa. /n vitro Npoy4BaHUs C YOBELIKH 4Y€PHOAPOOHH MUKPO3SOMH
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[IOKA3BaT, Ye Te3M OKCHAATHBHU MeTabonuTu ca obpasysar rnasHo or CYPIAL, CYPIA2, CYP2C8
i CYP2C9, a pebykcocrar rmokyponua ce obpasysa rnasHo ot UGT 1A1, 1A8 u 1A9.

EnumMuHHUpaHe
®ebyKcocTaT ce eTMMHHUpA 110 YepHoapoGeH u 616peueH mbT. Crien 80 mg nepopanya 1032 4C-

6ens3aH GebykcocTar, npuonu3uTeHO 49% OT 103aTa Ce Bb3CTAHOBABA B ypHHATA KaTO: HEIPOMEHEH
dpebykcocrar (3%), auni rMOKYpOHHIBT HA AKTHBHOTO BELIECTBO (30%), HEroBUTE U3BECTHH
OKCHIATHBHHU MeTabonuTH U TexHute konioratu (13%) u apyru HemsBecTHH MeTabosuTH (3%). Kato
IOMbJIHEHHE KbM YPHHApHATA eKCKpeLs, Npruoiu3uTesiHo 45% OT A03aTa ce Bb3CTaHOBABA BbB
deweca karo: HempomeHeH pebykcoctar (12%), aln rMoOKyPOHHABT Ha aKTHBHOTO BELLECTBO (1%),
HEroBHTE U3BECTHH OKCHIAATHBHH MeTabOJIMTH U TEXHUTE KOHIOraTH (25%) U ApYrd HEH3BECTHH
metabonutH (7%).

BsOpeuHo yBpeXIaHe
Ciie[1 MHOTOKpPAaTHO nepopanHo npuiarade Ha 80 mg ¢pebykcocTar npu NalKMEeHTH C JIEKO, YMEPEHO

WM TEXKa cTeneH Ha 6b0peuHo yBpexaane, Cmax Ha (pebyKcocTaT He ce MPOMEHSA B CPaBHEHHE C X0pa
¢ HopmaHa 6b6peyna gpynkuus. Cpennara obwa AUC Ha (pedykcocTar ce yBeIn4asa
npu6nusutento 1,8-kparHo ot 7,5 pg.h/ml B rpynara ¢ HopmaHa OB0peuHa GyHKUHA 10

13,2 pg.h/ml B rpynara ¢ Texxko HapyueHa 6b6peuna QyHKUMA. Cmax 1 AUC Ha aKTHBHHTE
MeTabOJIUTH Ce YBeJIM4aBa ChOTBETHO 2- U 4-kpaTHo. HezaBucHMO OT TOBa, He € HE0OXOINUMO
a[anTUpaHe Ha 103aTa NPH NALUEHTH C JIEKO WM yMepeHO 0B0pevHo yBpeXaaHe.

YepHoapoOHO yBpexaaHe

Cnex MHOIOKpaTHO nepopayiHo npuiarane Ha 80 mg ¢edykcocTar npu MALUEHTH C JIEKO (Child-Pugh
knac A) win ymepeno (Child-Pugh knac B) uepHoapo6Ho yBpexnane, Cmax 1 AUC Ha pedykcocTar H
HA HEroBUTE MeTabOIMTH HE Ce TPOMEHAT 3Ha4MMO, B CPABHEHHE C XOpa C HOpMaJIHa Y4epHOAPOOHa
bynkuus. He ca npoBeeHy npoyyBaHHA NPH NALMEHTH C TEXKO YePHOIPOOHO yBpeKIaHe

(ChildPugh xnac C).

Bb3pact
He ca na6moaasany 3saunmu npomenn B AUC Ha ¢eGykcocTar WM Ha HEroBuTe METabONHTH Clle]]

MHOT'OKPaTHO MEPOPAITHO NpHIaraHe Ha gedyKcocTaT Mpu Xopa B CTap4ecKa Bb3pacT, B CPABHEHHE C
[10-MJIaJH 3/IpaBH Xopa.

[Ton

Criest MHOTOKPATHO TlepopanHo npuiarase Ha peGykcoctat, Cmax 1 AUC ca choTBeTHO 24% 1 12%
[0-BHCOKH MPH XEHH, OTKOJIKOTO NMpH Mbxke. Obaue, KOpUrupaHure CrpsiMo TETI0TO Cax M AUC ca
nono6HM npu ABaTa nosa. He e Heobxoaumo ajantTdpaHe Ha 103aTa Bb3 OCHOBA Ha I0Ja.

5.3 TlpeaxkIHHHYHH JaHHH 32 0e30MaCHOCT

Edextu npu HEKIMHUYHUTE NPOYYBaHUs ce HaO/OJaBaT INIAaBHO MPH E€KCMO3HULIMH, KOUTO
HaJABHINABAT MAKCHUMAIHATA €KCIO3ULIUA MPH XOopa.

dapMaKOKMHETHYHO MOJIe/IApaHe ¥ CUMYJIallis Ha JaHHH OT IUThXOBE MPEANOJIarar, 4e npu
eJHOBPEMEHHO NpHWIoKeHHe ¢ PeSyKcocTaT, KIMHHYHATA 1033 Ha MEPKaNTOMypPHH/a3aTHONPHH
Tpa6Ba 1a ce Hamanu 10 20% WK Mo-Majko OT NpeaXoaHaTa Npennucala 103a, 3a 1a ce u3bersar
Bb3MOXKHH XE€MaTOJIOrHYHH eekTH (BXK. Touka 4.5 1 5.3).

Kapyunozenesa, Mymazenesa u ygpesicoane Ha pepmuiumema

[Ipu MBXKKH IUTBXOBE CTATHCTHYECKH 3HAYUMO yBeIHYEHHE Ha TYMOPHTE Ha MHKOYHHA MEXYp
(MpeXOAHOKIIETEUEH NANHIOM U KaplIIMHOM) € YCTaHOBEHO CaMO BbB BPb3Ka C KCAHTHHOBH KaMBHH B
rpynara Ha BUCOKH J103H, NMPUONM3UTENHO |1 MbTH EKCIIO3HIMATA IPH XOpa. Hsama 3Hauumo
yBEIMUEHHE HA APYT TUIl TYMOP HUTO NPH MBKKUTE, HUTO MPH XKEHCKHTE MUIIKH HITH ITBXOBE. Tesn
HAXOJKH C€ CYMTAT 3a NOCIAEACTBHE OT BHI0BO crie(puIHKs MypHHOB METa00/IN3bM U ChCTaBa HA
ypuHaTa, 1 6e3 3HaueHHe 3a KIIMHWYHaTa ynorpeda. '
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CrangapreH Habop OT TECTOBE 3a FEHOTOKCHYHOCT HE MOKA3Ba GHOMOIMYHO CBBpP3aHH N'€HOTOKCHYHH
edekTn Ha pebykcocTar.

YCTaHOBEHO €, Ye nepopaiHU 103U 10 48 mg/kg/nHeBHO (ebykcocrar HAMaT edekT BBPXY
(pepTHIIMTETA M PENPOAYKTHBHATA JEHHOCT HA MBXKKH U )KEHCKH TUThXOBE.

Hsama nannu 3a yBpeneH deprunurer, Tepatorensu e(peKTH MIH yBpexJaHe Ha deTyca, IbDKALIM Ce
Ha (eOykcocTar. IIpu BHCOKM 103M € HaOMOJaBaHa TOKCHYHOCT MpU MaHKaTa, MpUApPYKEHa OT
HaMAJICHHE Ha HHJEKCa Ha OTOMBaHe U 3a6aBEHO Pa3BUTHE Ha MOKONIEHHETO MPH ILTbXOBE npu
NpHOIM3UTENHO 4,3 MbTH eKCro3HLMATA NpH Xopa. TepaTonoruynu [MpOYYBaHHS, MPOBEAEHH NPH
OpeMeHHH MIbXOBe, NP NPUOAM3HTENHO 4,3 MHTH EKCIIO3ULMATA MpH Xopa ¥ OpeMeHHH 3aiiLM npu
NPUONTH3UTENHO 13 MBbTH €KCIO3ULIMATA MPH XOpa He MOKAa3BaT T€PATOr€HHHU €(PEKTH.

6. PAPMAIEBTHYHU JAHHHU

6.1 ChnHCBK Ha NIOMOIIHHTE BElIECTBA

l0po na mabnemxama:

JlakTo3a MOHOXHApAT

MuKpokpucTanHa uenynosa (E460)
Xuapokcunponuiuenysnosa (E463)
Kpockapmenosa HaTpuii

Konounen 6e3sonen cunuumes anokeun (ES51)
Marnesues creapat (E470b)

Durmoso nokpumue:

[Tonu(Bununos ankoxon) (E1203)

Tank (E553b)

Turanos nuokcun (E171)

Makporon 3350 (E1521)

MeTakpHioBa KHCEHHA — €THIaKpWIaTeH cerionumep (1:1) (Tun A)
XKenesen okcun, xwar (E172)

Harpues xuaporenkap6onar (E500(ii))

6.2 HecbBMecTHMOCTH

Henpunoxumo.

6.3 Cpok Ha roasocr

4 roaMHK

6.4 CpnennajHH yC/IOBHS HA ChXpaHEeHHe

To3u nekapcTBeH NPONYKT He M3UCKBA CTIELMATHH YCIIOBHS HA CbXPaHEHHE.

6.5 BuaH chbaABpXKaAHHE HA OMAKOBKATA
baucrepu or OPA/AlIu/PVC-anymunneBo dhonvo unm PVC/PE/PVDC-anymunueso ¢omnuo.

DebyuHH ce npeasiara B KAPTOHEHH OMakoBkH ot 14, 28, 30, 42, 56, 80, 84 u 98 punmupannu
TabneTKH.
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He BCHYKH BHIOBE ONMaKOBKH Morar Aa ObAar MyCHATH Ha rnasapa.

6.6 ChnenHa/HH NpeANa3HH MEPKH NPH H3XBbPJISHE

Heusnon3BaHUAT IEKapCTBEH NMPOAYKT MIIH OTNAJbYHHUTE MaTepPHaJIi OT HEro TpA6Ba Aa ce U3XBBPJIAT
B ChOTBETCTBHE C MECTHUTE U3UCKBAHMA.

7. IIPUTEXATEJI HA PASPEIIIEHHUETO 3A YIIOTPEBA
XereH ®@apma boviarapus EOOJ]

K.K. Codus Ilapk, 61. 118, an. 1, 1766 Codus, bearapus

8. HOMEP(A) HA PABPEIIEHHMETO 3A YIIOTPEBA

Per. No

9. JATA HA ITBPBO PABPEITABAHE/TIOJHOBSABAHE HA PA3BPEHIEHUETO 3A
YIIOTPEBA

Jlara Ha mMbpBO pa3pellaBaHe:
JlaTa Ha nocneaHo NOAHOBABAHE:

10. JATA HA AKTYAJIMBUPAHE HA TEKCTA

20 mapt 2025 .
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