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1. HUME HA JEKAPCTBEHUS NPOAYKT

®eGykcoctar PIL 120 mg ¢punmupadn TabneTKH

Febuxostat PIL 120 mg film-coated tablets “36;““675"“! rArEHuHﬂ NO BEKAPCTBATA
- T— .
2. KAYECTBEH ¥l KOMUECTBEH CHCTAB | | B oiyme - puusasers |
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Beska Tabnerka coanpka 120 mg debyxcocrar (febuxostat). Paspewerue Ne
3a IbJHMA CIHCHK HA TIOMOIIHATE BEMIECTBA BIKTE TOUK 6.1 G 27 AL 11-05 7203
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3. JIEKAPCTBEHA OOPMA DoobDe R A

duiMapana TabneTka (TabneTka)
BieRoXKBITH 40 XBATH (umMupasu Tabnerkd ¢ ¢opMa Ha Kancynd, INIOCKH OT nBeTe CTpaHu ¢
rpasupano "F120" ot epHara cTpasa, ¢ pasMepH 19,0 x 7,6 mm.

4. KJIHHUWIHH JAHHU
4.1 TepaneBTHYHH NMOKA3AHMS]

debyxcocrar PIL € moKasaH 3a JIEHEHHE HAa XPOHUTHA XHnepypHKeMus IpH ChCTOSHNSA, NPH KOUTO
Beye € HACTBIOWNO OTJaraHe Ha yparH (BKIIOYHTENHO aHaMHE3a HIM HAlMiHe Ha TohK WHIH
NOJArPO3€H apTPHT).

®ebyxcocrar PIL 120 mg QunmMupaHu Tabnerkl € IMOKa3aH 33 TpeBeBlIUA U JICYCHHC HA
XUTlepypHKEMUA TIpM BbH3PACTHH TAMMEHTH, MOMIOKEHH Ha XUMHOTEpAnis Ha XeMaToNOriyHH
AOKAUCCTREH! 3a60ISBaHKs C YMEPEH JI0 BUCOK PHCK OT TYMOP-THU3HC CHHIPOM (TJIC).
®ebykcocrar PIL ¢ mokasaH rpy Bb3pacTHH.

4.2 103upOBKa H HAYHH Ha PHIOKCHHE

EG3HEQBK3

IpenopsuBanara fo3a (edykcoctar € 80 mg eIMH BT JHEBHO, HE3ABHCHMO OT XpaHaTa. AKoO
IMKOUHATA KHCenHHa B cepyMa e Han 6 mg/dL (357 wmol/L} citen 2-4 ceaMHIH, MOXe 1a Ce OOMHCIU
npunaranero Ha pebykcocrar 120 mg euH [TeT AHEBHO.

Pedykcocrar pelicrsa A0CTAaTBIHO 6Bp30, KOSTO NMO3BOJNABA MOBTOPHO U3CNCIBAHC HA MHKOYHATA
KHOEJHHA B cepyMa ciel 2 ceqMuui. TepaneBTUYHATa el € 1a Ce MOHMKH M NOAABPKA NMHKOYHATA
kuce uHa B cepyma o 6 mg/dL (357 pmol/L).

[IpenopbuBa ce Hali-Manko 6 Mecella npoduIIaKTHKa Ha [I0AArpo3eH IPHCTHII (Bx. TO4Ka 4.4).

Tymop-Iusuc CUHOpom: NPETIOPHYHTE/IHATA NIEpopalta 1033 ®ebyxcoctar PIL ¢ 120 mg eauH MbT
ITHEBHO, HE3aBHCHMO OT XpaHaTa.

INpunoxenueto Ba Pebyxcocrar PIL Tpa0Ba Aa 3aNOYHE B3 JHU NPEAU HATAN0TO HA IIATOTOKCHYHATAE
Tepanus ¥ [a MPoABIKA MUHUMYM 7 JHU; BBUPCKH He JICHEHHIETO MOXKe 14 6BJe YIbIKEHO 10 9 THRA
B 3ABMCHMOCT OT NPOJBIKUTENHOCTTA HA XUMHOTEPaIuiTa ¥ CIOPEA KIHHHIHATA APELICHKA.

Xopa 6 cmapyecka 8b3pacm
He ce Hamara aganrHpade Ha 103aTa IPH NO-Bh3PACTHU XOpa (Bk. TOuKa 5.2).

Bubpeuno yepecoane
EduxacHOCTTa 1 6e3011aCHOCTTA NPH ALKHEHTH C TEXKO GpOpedHo yBpexkaaHe (KpeaTHHHHOB KIHPBRHC
<30 ml/min, BX%. Touka 5.2) He ¢a HATbIHO OLICHCHU.

He ¢ He0GX0NMMO aaNTHPAHE Ha JO3ATa [IPH MAHSHTH C JIEKO WK yMEPEHO u0pedHo




YepHoopobro yepescoane

EduxacHoctra M 6e30macHOCTTa Ha (edyKcocTaT MpH MaUUEHTH C TEKKO yepHOIpOoOHO yBpeXnaHe
(Child Pugh Class C) He ca npoy4BaHH.

[lonarpa: npenoppYKTENHATA 1033 IPH MAlMEHTH C JICKO yepHoApobHO yepexnaane e 80 mg. Hma
orpaHuyeHa WHbopMalMA NPy NAHEHTH ¢ YMEPEHO YepHOAPOGHO YBPEKAAHE,

Tymop JIM3HC-CHHOPOM: B OCHOBHO H3IHTBAHE (FLORENCE) ¢a3za 3, caMo y4aCTHHUM C TEXKa
yepHOIPOOHA HEAOCTATHYHOCT Ca H3KIMOYEHH OT y4acTHe B N3NUTBAHCTO. He ce W31CKBa aAaNTUPAHE
HA 103aTa [IpH BKTFOYCHHATE NALHEHTH Bb3 OCHOBA HA yepHOAPOOHATA HyHKIHA.

Ieouampuvna nonynayus
Be3onacHocTTa H eHKACHOCTTA Ha (heOyKCOCTaT NpH Jea TIOA 18-romyiuIHa BB3pACT HE € JOKA3aHa.
Hsama HaJTH9YHY JTaHHH.

HauuH Ha NPHIOKCHHE
[TepopanHo NPHIOKEHHE.
debykcoctar PIL TpsaOpa na ce Mprema npe3 ycTara ¥ MOXKe 2 ¢ IIPHEMa, ChC MITH 6e3 xpaHa.

4.3 IIpoTHBONOKA3AHHSA

CBPBX4yBCTBUTENHOCT KBM AKTHBHOTO BEILECTRO WM KM HAKOE OT TIOMOLIHHUTE BEICCTRA, H30poeHH
B Touka 6.1 (Bx. cpio TOUTA 4.8).

4.4 Cneunanny NpeaynpexRIeHHs H NPeANa3HE MepKH npd ynotpeba

Copleuno-cv0o8u 3a00IABAHYA

JleyenHe Ha XpOHUYHA XHIIEPYDPUKEMHA
[Tpu nauWeHTH ¢ NPeJIIECTBAlUH 3HAYHMH CBPASYHOCHIOBH 3a6oisnBanusd (Hamp. WHOapKT Ha

MUOKApJa, MHCY/T WiH HecTaOWiHA aHIWHA), O BPEME HA pa3paboTBaHeTO HA NPOAYKTA H B €IHO
npoyuBaHe CJef paspelllaBaHe 3a ymorpeda (CARES), e namozasad mo-roisaM Opoif JeTalHH
CBHPASYHOCHAOBH ChGUTHA NPH (PebGykcocTaT B CPABHEHHE C ATy PHHO.

Brrpekd T0OBa, B NOCHEARAIIO NPOyYBaHE CICA Pa3pelliaBaHe 3a ynorpe6a (FAST), peGykcocTar ce
sB1Ba HeMHGbEPHOPEH CIPAMO ATIOIYPHHON IO OTHOIIEHHE Ha YECTOTaTa, KaKTo Ha JICTANHH, Taka M Ha
HeJIeTaIHH ChPACYHOCHIOBH CHOUTHAL.

JleueHreTO NpH TA3W rpyna NalMeHTH TPAOBa 1a C¢ H3BBPIIBA BRUMATC/IHO H1C Tpa06Ba A2 ce
HaOMmoAaBaT PEAOBHO.

3a noseue NOAPOGHOCTH OTHOCHO Ge30MAaCHOCTTa M0 OTHOLICHHE Ha ChpIEUHOCHA0BATA CHCTEMA HA
dhebyxcocTar BiDKTe TouKa 4.8 U TouKa 5.1

TToeBeHLMS K JeUeHHE HA XUIEPYPHKEMHUS [IPH NALMEHTH ¢ PHCK OT TJC

TTAUMEHTHTE, KOHTO ¢4 MOMIO’KEHH HA XMMHOTEPAITHA Ha XEMATONOT U HH 3110Ka4CCTBOHH 3a00/I9BaHUA
n ce nekysar ¢ Pebykcocrar PIL, Tpa6Gea na ca moa cbpActicH MOHHTOPUHI, KAKTO € KIHHHYHO
[IOKa3aHo.

Anepaus KoM 1eKAPCMBEHUA NPOCYKM/CEPLXHYECIGUMENHOCH

Tlpd NMOCTMAPKETHHIOBUA OIHKT PAAKO Ca NOKNANBAHU CEPHO3HH ANCPriiHH peaKkLAR/pPeakliud Ha
CBPEXUYBCTBUTENHOCT, BKIIOYHTENHO IKHBOTO3acTpailaBallute CHHApOM - Ha Stevens-Johnson,
TOKCHMUHA eNUACPMAIHA HEKPOIM3a U OCTpa aHa(pHIaKTHIHA peakipl/nok. B nopedero ciydau TE3H
peaxruy Bh3HMKBAT 110 BpEMe Ha ITEPBHS MECELL OT JICUCHHETO C ¢eGykcocrar. HsixoH, HO He BCUYKH
OT Tesu TALMEHTH, ca cboGuunM 3a Ob0pedHo yBpexaaHe WWIM TPEAIIEBCTBALIA
CBPBXUYBCTBHTENIHOCT KbM aJOMyPHHON.




- CepuO3HNUTE PeaKii Ha CBPBXUYYBCTBHTENIHOCT, BKIOYHTEIHO JIEKaPCTBEHA PEAKUUy ¢ 03UHO( UM
n cucremMHd cummnroma (DRESS), ce chbp3BaT B HAKOM C/iyyal C BHCOKZ TeMIeparypa,
XEeMaTONOTHYHO, OpOpeuHo 1 YepHOAPOOHO 3acqTrane.

TlaumenTaTe TpaGea Az 6paaT MHRGOPMUPAHH 33 NMPU3HALMTE W CHMITTOMHTE M Ja ¢e Habmoznasar
BHUMATEITHO 32 CHMITTOMM Ha afepriyHH peakiHi/Peakiiy Ha CBPbXYYBCTBUTENHOCT (BX. TO4ka 4.8).
Jleyennero ¢ ebykcocrar Tpabba BepHara fa Obae CAPAHO, AKO BH3HMKHAT CEPHO3HM anepruviHu
peakuu/peaklii Ba CBPBXYYBCTBHTENHOCT, BKIKYHTENIHO CHHAPOM Ha Stevens-Johnson, Teit KaTo
PaHHOTO MNpEKpaTABaHE € CBBLP3BaHO ¢ I10-700pa MporH€o3a. AKQ TMAUMEHT € PA3BWil AICPrATHH
PeaKME/ PEaKUMH HA CBPBEXUYBCTBHTENHOCT, BIJDOYHTENHO CHHAPOM Ha Stevens-Johnson H ocTpa
ana(pWIAKTAYHA peakuus/IIoK, NeyeHHero ¢ ¢ebykcoctarT He TpPadBa MUKOra fa ObIe 3amouBaHO
OTHOBO ITPU TO3U TALUESHT.

Ocnipu ROOA2PO3RYU KPU3U (NOOGZPO3EH NPUCITBNY)

Jleyenuero ¢ heGyxcocTaT He TpAOBA Ja ce 3aMOYBa NPEAM OCTPaTa NOAArPO3HA KpHU3a 1a € HaNbIHO
or3Byyaa. [1oaarpo3Hy HPUCTHIM MOTAT A2 HACTHIIAT IPH 32NI04BAKE Ha NEYSHNETO, IOPaiH IPOMAHA
Ha CEpYMHHTE HVBA Ha MAKOUHATA KHUCENHHA, KOSTO BOIH N0 MOOMITHIHPaHE Ha YPATH OT ThbKAHHATE
zena (Bx. Touku 4.8 1 5.1), I'lpy 3ano4uBane Ha nedeHue ¢ dhebyxcocTar ce Npenoprysa Hali-Manko 6
mecena npodunaktuxka ua npucrbna ¢ HCTNIBC wm xomxuumu (Bx. Touka 4.2). AKQ HAaCTBIM
MOJArpo3eH MPUCTHI N0 BpeMe Ha neueHHe ¢ Gefyxkcocrar, TO He TpaOBa na ce NpeyCcTaHOBABA.
IToparpo3HusT NpuCTHN TpalBa Aa ce OBNAJEE EAHOBPEMEHHO, 10 HAYMH NOAXONAIL 32 OTACITHHA
naieHT. [IpoabKHTENHOTO JedcHue ¢ hebykcocTar HaMalgBa 1€CTOTATa ¥ CHIaTa Ha OAAr pOIHNTE
IPUCTRITH,

Omnazane Ha KCaxMuH

[Ipy NALMEHTH ChC CHJHO MOBHINEHA CKOPOCT Ha o0pasyBaHe Ha ypaTH (HAUp. 3MOKAYeCTBEHO
3a60JIABaHE U HEIOBOTO Neuerne, cuHapoM Ha Lesch-Nyhan) aGcoipoThaTa KORLEHTpalHA Ha KCAHTHH
B YPHHATA MOXE, B PEAKY CIyyaH, Ja ¢ NOBHLIK JOCTATBYHO H A3 NOBEAE N0 OTNATaHE B MUKOUHHTE
nerama. Ilopann numca Ha omut ¢ defykcocrar, ynorpefara My npw Te3n NONyNalltd HE CE

npenoprYBa.

Mepranmonypun/asamuonpun

He ce npenoppysa yrorpeOara Ha (efykcocTaT OpH TMAUMEHTY, NEKYBaHY eXHOBPEMEHHO C
MEepKATTOITY PHE/a3aTHOTIPKH, Thil XaT0 HHXMOUpPaHETO Ha KCAaHTHHOKCHIA3aTa OT (elyKcocTaT MOXe
7a IPHYMHH NOBHIIEHH [Ta3MeHH KOHIIGHTPAIHM Ha MEPKAMTOITyPHH/a3aTHONPHH, KOSTO MOXKe Aa
AOBENE TO TEKKA TOKCHUHOCT,

Koraro koMOuHauuATa He MOXe na ce u30erHe ce npenoppusa HAMANABAHE HA RO3UTE HA
MEPKANTOITY pHH/A3aTHONIPHH 10 20% MM No-Manke OT NpenxoaHaTa NpeanMcaHa 1033, 3a Ja ce
#30erHAT BE3MOYKHH XEMAaTOJIOrHYHH eekTH (BX. Touka 4.5 ¥ 5.3).

[TauuenTuTe TpAGBA 12 c& MOHMTOPHPAT OTGIM30 H 103aTa HA MEPKAIITOITY DUH/A3aTHOMPHH TPAOBa A4
ObO€ KOPHTHpaHA BOOCISACTBHE BB3 OCHOBA HA OUEHKATA HA TePANeBTHYHMA OTTOBOP M HA4AJNoTO Ha
EBEHTYANHH TOKCHMHY eexTi.

Peyunuenmu Ka Op2anyiu NPUcaoxy
TTopaau numcaTa Ha ONMT NpH PEMIMEHTH HA OPraHHH MPHCAIKY, He e npenopbyea ynorpebara na
(hebyKcocTaT Upy TAKURA NAUMEHTH (BX. TOYKa 5.1).

Teocpunun

YCTAHOBEHO €, Ye JINMCBAT (PapMaKOKHHETUHHH B3aHMOJEHCTBAA NPH €AHOBPEMEHHO [TPUNTAraye Ha
debykcocTar 80 mg u Teodwmuy 400 mg enHOKpaTHA [03a WpU IIpapu Xopa (BX. Touka 4.5),
OebykcoeraT 80 mg Moxe na ce ynotpebaBa Mpu MAUMEHTH, JIEKYBaHH €IHOBPEMEHHO C TCOQWIHR,
fe3 PHCK OT YBelMUeHHE Ha IUIasMeHHTE Hura Ha Teodunns. Hama nanmiuy nanku 3a pedykcocTar
120 mg,

Heprodpobuu HApYwerus




[lo Bpeme Ha O0enmHeHuTE da3a 3 KIMHMYHM NPOYy4BAHWA ca HaO/OJAaBaHH JIEKH OTKAOHCHHA IIpH
uyepHOnpoOHuTe (YHKIHOHAIHH TECTOBE TIPH NAUWEHTH, NeKyBaHW ¢ Qebykcocrar (5,0%).
YepHoapoOeH (hyHKIOHANEH TECT C€ MPErophuBa Npefl 3arovuBaHe HAa Teparmd ¢ (eGykcocTar
IEPHOANYHO C/ied TOB4, Bb3 OCHOBA Ha KIHHHYHATA npelcHKa (BXK. Todka 5.1).

Tupouonu 3abonseanus

[Nopuinenyn croifHoctr ua TSH (>5,5 plU/ml) ca HabmrogaBaHu npH NalMEeHTH HA NPOXBDKHTETHO
nedeHne ¢ debykcoctar (5,5%) npu KBITOCPOYHH OTBOPEHM pPAa3IIMpPCHH mpoy4ysaHud. Hanara ce
NOBHILEHO BHHMMAHWE, korato QefykcocTar ce ynorpefsBa npH maumeHTH ¢ HapymieHa THPOKOHA
byHkma (Bx. To49Ka 3.1).

Toba JIeXapCTBO ChABP¥a No-Mayiko OT 1 mmol Hatpuii (23 mg) Ha TabneTka, T.€. MOXe A Ce Kaxe, 1e
NpaKTHYECKY He ChAbPXa HATPHH.

4.5 BiaumopeiicTBHe ¢ APYTH JEKAPCTBEHN NPOAYKTH M APYrH GOpMH HA BIAUMOAEHCTBHE

Mepranmonypun/azamuonpun

Bb3 OCHOBa HA MEXaHH3Ma Ha JekcTBYe Ha defyxcocTar, HHXHONpaHe Ha KCAHTHHOKCHAaA3ara (KO),
HEe CE€ NPENnophYBa eAHOBpPEMeHHaTa UM ynorpeba. Haxubnpanero Ha KO o1 pebykcoCTaT Moxke Ia
Jopene A0 YBelHyaBaHe Ha IUla3MeHaTa KOHIEHTpallMs Ha Te3d JIeKapCcTBa, KOETO BOJH [0
MHENIOTOKCHYHOCT.

B cnyyait Ha eHOBPEMEHHO NMpWIOkeHHE ¢ (ebyKcocTaT, X03aTa Ha MEpKanTOIlypHH/a3aTHOTIPHH
Tpalra na ce Hamanu 1o 20% niM No-Manko OT PeAXoAHaTa Mpeanucada 103a (BXK. To4KH 4.4 11 5.3).
AZIeKBaTHOCTTA HA MNpeInoXeHaTa KOpPeKIHA Ha J03aTa, KOATO C€ OCHOBABA Ha MOAEIHpaHe H
CUMYJIALIOHEH aHANK3 OT NPEeAKITHHHYHH JAHHHM TPH [UThXOBE, € NMOTBHPAEHA OT PE3yNTaTHTE OT
KIMHWYHO POYYBAHEe 33 B3aHMONENCTRUE OT THNA ,,IEKAPCTBO-JIEKAPCTBO™ NP 371paBH AOOPOBOMIIH,
npueMalny asatHonpuH 100 mg CaMOCTOATENMHO H MOHIKEHa 1033 Ha a3aTHompuH (25 mg) B
komOunanua ¢ pedykcocrar (40 umu 120 mg).

He ca mpoBekmaHM NPOYYBaHWS 3a JIGKApCTBEHO R3amMojelcTBHe Ha (elykcocTar ¢ JApyra
INTOTOKCHYHA XMMHOTepanKud. B OCHOBHO KIMHHYHO H3MWTBAHE NPH TYMOP-U3AC CHHIPOM,
pebykcocrar 120 mg JHEBHO € NpUAarad Ha NMAUHCHTH, MOIA0KEHH Ha TEXKH XHMHOTepANeBTHYHH
CXeMH, BKIIOYMTENIHO MOHOKJIOHAJHM aHTuTena. Ofaue, B3auMoAeHicTBHA OT THUNA ,JIeKapCTBO-
NEKApCTBO™ | ,,JIeKapCTBO-3a00JI9BaHE™ HE ca H3CIEABaHH TI0 BpeME Ha TOBA IpoyuBaHe. ETo 3aio He
MOXKE Ja C€ H3IKIOYAT BBH3MOXHH B3aUMONEHCTBHA ¢ BCAKO €IHO €IHOBPEMEHHO NpUiaraHo
LIITOTOKCHYHO JIEKapCTRO.

Pozuznumazon/CYP2C8 cybecmpamu

YceranoseHo €, de debykcocrar e cnab uuxuburop Ha CYP2CS in vitro. Ilpn npoyusaHe nipu 3a1pabu
Xopa, eTHOBPEMERHOTO npunoxenue Ha 120 mg debykcocTaT eOHOKPATHO JHEBHO W €AHOKPAaTHA
epopayHa 4033 PO3UINIUTA30H 4 mg HAMA e(ekT BBPXY (apMaKOKMHETHKATa HA PO3HITIMTAasOH H
Herosud MeTaGonut N-IHCMETHNI POUIIIHTA30H, KOETO NOKA3Ba, e fiefykcocTaT He € HHXHOHTOp Ha
CYP2C8 ensuma in vivo. ETO 3alI0 He ce Ouaksa eIHOBPEMEHHOTO mpHiaraHe Ha defyKcocTaT ¢
posurnuTa3oH Wik apyru CYP2C8 cyGerpats na Hanara ajantdpaHe Ha 103aTa Ha Te3H CheIMHEHMI.

Teopwnun

Tlposeniedo e npoy4BaHe 3a B3auMonelicTBre npu 3apaeu xopa ¢ debykcocrar, 3a Aa ¢ OLCHH Aand
uaxubupaneTo Ha KO MoXe 2 NpWUHHE NOBHIIEHHE Ha IUPKYIUpalIATE HABA HA TCOMITHH, KAKTO €
crobmeno mnpu npyrn uaxuburopy Ha KO. Pesynrarute or mnpoydBaHeTO NOKa3BaTt, 4e¢
eIHOBPEMEHHOTO mpuiaraHe Ha ¢ebyxcocrar 80 mg e€AHOKpaTHO IHEBHO ¢ €JHOKPATHa 1032
teodwug 400 mg He okasea eexT BrPXY hapMaKOKUHETHKATA WiTK Ge30MacKocTTa HA TeoduinH. ETo
3310 HE ¢& NPenopbyBa NOBHUICHO BHHMaHMe, ako (eSykcoctar 80 mg H TeodWInH ce mpuarar
enHOBpeMeHHO. Hama HaiuyHu JaHEN 33 pebykcocTtar 120 mg.

Hanpoxcen u Opyau unxubumopu Ha 2moKypOHUPAREMo

N




MeTabonuiMbT Ha (ebykcocTar 3aBUCH OT ypuauH rmoxypoHun TpaHcdepasan (UGT) eHsumm.
JlekapcTBEHHTE MPONYKTH, KOMTO HMHXHOHpaT rimokypoHupadero, karo HCIIBC H npobGerenmn,
TEOpeTHYHO 6Mxa MOTJIM Ja TNOBNUSAT eNuMuMHpaHero Ha ¢ebykcocrar. Ilpu 3mpaBH Xopa,
elHOBpeMeHHaTa yrnorpeba Ha $ebykcocTar H HampokceH 250 mg ABa OTBTH AHEBHO, € CBbp3aHa C
MOBMIIEHA eKcroshmuAd Ha ¢ebykcoctaT (Cuax 28%, AUC 41% u tiz 26%). Ilpn kauHu4HH
npoyysanu, ynorpe6ara na HanpokceH und apyru HCTIBC/Cox-2 mexuOMTOpH HE € CBbp3aHa ¢
KIMHAYHO 3HAYHMO YBE/IHYABaHE HA HEXXEMaHUTe PCAKLHK.

de6ykcoCTaT MOXE Na Ce IPUIIara eAHOBPEMEHHO ¢ HanpokceH fe3 1a € HeoOX0AMMO analrTHpaHe Ha
no3ara Ha (heGyKcoCTaT HIIM HanpOoKCEeH.

HHudyxmopu Ha 2RI0KYPORUPAHEMO

Mounsu naaykropu Ha UGT eH3uMuTe 6Hxa MOTIIH 12 A0BEAAT A0 MOBKILEH METabou3bM U HAMAIEHA
eprkacHOCT Ha debykcoctat. [lopanyu ToBa c€ Npenops4Ba NPOCASIABaHE HA THKOYHATA KHCE/INHA B
cepyma 1-2 ceMHLIM clel HAYAIOTO HA ICUEHHE ¢ MOILEH MHITYKTOP HA INIFOKYPOHUPAHETO. ObparHo,
MpeKbCBaHe Ha JIeYeHMeTo ¢ MHAYKTOp OM Moo Aa J0BeA¢ A0 MOBHIICHH MUIA3MCHH HUBA Ha
dbeGykcocrar.

Konxunun/undomemayuH/xudpoxaopomuasuc /éappapun

(ebyxcocTaT MOXe Ja ce Npwiara €JHOBPEMEHHO C KOJXHUMH HIH HHIOMETALHH, 6ez ma ¢
HeoOXOOUMO afanTHpaHe Ha Ho3ara Ha debykcocTar HJIH Ha €XHOBPEMCHHO IPUIAraHoTO AKTHBHO
BEIUECTBO.

He e neo6xonumo ananTupaHe Ha Ao3aTa Ha GefykcocTaT, KOraro ce Npuiiara ¢ XuApoXJJOpOTHasU.

He e HeofXOIMMO ajANTHpaHe Ha [03aTa Ha BapdapuH, korato ce mpuiara ¢ ¢ebykcocrar.
[Tpunararero Ha deGykcocrar (80 mg umm 120 mg BeAHbX AHEBHO) ¢ BaphapuH HE OKa3pa edeKT
BBPXY hapMakOKHHETHKATa Ha BapdapuH rpu 3apasu noOpoBoiH. INR 1 akTHBHOCTTA Ha dakrop VII
CHIIO HE ce TIOBIUABAT OT eNHOBPEMEHHOTO IPUNOKeHne Ha elfykcoctar,

Hesunpamun/CYP2D6 cybempamu

YeTaHOBEHO €, e debykcoctar ¢ cnab uuxuburop Ha CYP2D6 in vitro. Ilpu nipoyusane IpH 31paBH
xopa, 120 mg $eByKcocTaT MHEBHO € AORENO 0 CPEIHO yBemmdeHue ¢ 22% Ha AUC Ha ne3unpaMuua,
CYP2D6 cy6eTpar, mokassaiky mMoTeHUHaneH cinaG uHxuOuTopeH edexr Ha QeOykcocTar BBPXY
CYP2D6 exzuma in vivo. [Topany ToBa, HE CE OYAKBA ¢AHOBPEMEHHOTO Npusiarase ua gpedykeocrar ¢
gpyru CYP2D6 cybcTpaTi 1a M3MCKBa ATNaNTHpaHe Ha 103aTa Ha TE€3H CheAMHECHHA.

Aumuayuou

VCTaHOBEHO €, 4¢ SAHOBPEMEHHOTO MPUEMAHe HA aHTHaimy, ChAbPKAI MarHe3ueB XWAPOKCHA M
AllyMHHHEB XUAPOKCHI 3a6aBs abcopbuuara Ha debykcocrar (mpubnusuTenHo 1 4ac) U NpUYHHABA
32% wamanenne Ha Cmax, HO HE ¢ HaGmodasaHa axaumma npomanad wa AUC. [lopanu ToBa,
heGyKCOCTAT MOXKE Ja Ce MpHeMa He3aBHCHMO OT YIoTpedaTa Ha aHTHAITHA.

4.6 OepTHIATET, OPEMEHHOCT H KbpMeEHe

bpemennocm

TlaHHUTE OT MHOTO OrpaHpuen Gpolt Cilyvan Ha exkcnosdumMs TI0 BpeMe Ha OpeMEHHOCT HE NOKa3Bat
uexenaiu edexrn Ha (PebykcocTaT BEpXy GpeMeHHOCTTa WIH 31paBeTO Ha (eryca/HOBOPOJEHOTO
nere. ExcriepiMeHTaNHUTE NMPOYdYBaHWA NPY KHUBOTHHM HE ITOKAa3BaT NPAKO MIIM HETIPAKO BPEIHO
BB3EHCTBHE BbPXY OPEMEHHOCTTa, eMOPHOHATHOTO/(QETANHO pasBUTHE HIH PAXKIAHETO (BX. TOYKa
5.3). TIOTEHIMATHUAT PUCK ITPH X0pa He & n3pecTeH. PeGYKCOCTAT He TpabBa Aa C& M3TOTI3Ba 110 Bpeme
Ha OpEeMEHHOCT.

Kvpmene




He e u3pecTHO Jany (peGyKCocTar ce eKCKpeTHpa B KbpMaTa. ExcriepyMEHTATHUTE IIPOYYBaHUA [IPH
KHBOTHH FOKA3BAT EKCKPellHs HA TOBA aKTMBHO BEWIECTBO B KbPMaTa M HApyUICHO pa3BUTHC Hd
cyuewure mMankd. He MoXke na ce M3KIIOYM pHCKa 32 KBpMadeTo. ®ebykcocrar He TpAGBa Ja ce
ynoTpebsBa 1o BpeMe Ha KbpPMeHe,

Depmuaumem
PenpoAyKTHBHH POY<BaHMA NPH KHBOTHH C 10 48 mg/kg/neH He MOKa3BaT A030-3aBHCHMH HEKETaHH
peaKiuH BbpXy depTanuTeTa (BX. TOHKA 5 3). EdextsT Ha PeGykcocTar BEpXY (epTUNUTeTa IPH X0pa
He € U3BECTEH.

4.7 EdexTH BLPXY cn0oco6HOCTTA 33 INOPHPAHE H paGora ¢ MaliHHH

Mpu ynotpeGata Ha ¢debykcocrar ca NOKIANBaHM COMHONCHTHOCT, 3aMAasHOCT, TApecTesHsd, H
3aMBIIeHO 3peHue. ITanpeHTrTe Tpabea Ja MposBisBaT NOBUUICHO BHUMAHWC MPEAH na wodupar,
paGoTAT C MAUTMHK MM YYACTBaT B ONACHN NEHHOCTH, LOKATO C€ ybenst, ue (e0yKCoCTaT HAMA Ja
TOBIKAE HEONATONPUATHO H3ITBIIHEHUETO.

4.8 HexxeNlaHH JeKaPCTBEHH PEAKIHH

O6obwenue na npoguna Ra HesonacHocm

Hali-uecTo ¢hOGIIABANUTE HEXENAHH PeakivH NMPH KIWHAYHH u3nyrsanus (4 072 juia, JNEKyBaHH
noHe ¢ n03a ot 10 mg 1o 300 mg), NOCTMAPKETHHIOBOTO MpOyYBake 3a 6e30NACTHOCT (FAST study:
3001 yuacTHHIK ca IekyBaHH ¢ 103K OT 80 1o 120 mg) 1 Npx NOCTMAPKETHHIOBHA OIHT Cd noAarposHy
[pHCTHIM, aBHOpMHA UepHOAPOOHa (QYyHKUMSA, AHAPHS, TaleHe, riapobonyie, 3aMagHOCT, JHCIIHEea,
o0pHB, CHPOEK, apTPaNTUsA, MHAJITHA, 60oNKa B KpalHUMIMTE, OTOK K yMopa, Te3H HeKelaHH PeakiHi B
[OBEYETO Ciyday Ca JIEKH AO YMEPeHW o TexecT. PAAKO MpH MOCTMAPKETHHrOBHA OIHT Ca
BH3HMKHATA CEPHO3HW PEaKUMH HAa CBPBXUYBCTBHUTENHOCT KbM (eGyKcocTar, HAKOM OT KOUTO Ca
CBBP3aHH CBC CHCTEMHH CHMITTOMY ¥ PelIKM CBONTHA HA BHE3ANHA CHPAEIHA CMBDT.

Hedlcenanu nexapcmeenu peaxyuy 6 mabnuien euo
Yectu (>1/100 <1/10), Hewectn (>1/1 000 <1/100) u peaxn (>1/10 000 mo <1/1 000) HexenaHu
peaKLuH, Fb3HMKHANH TPH [AlMEHTH Ha IEYICHHE C debykcocrar ca u30poeHH NO-I0Iy.

[Ipy BCAKO CpyMMpaHe HEKeNaHWTe feKAPCTBEHM Peakuhu ce u3GposBaT B HU3XONAIL pPen IO
OTHOLICHHE HA TAXHATA CEPHO3HOCT.

Tabnuya 1: Heowcenanu peaxyuu npu xombunupanu pasa 3 0wAZ0CpotHuU RPOGWINCERUR HA
NPOY4EAHUS, NOCIMMAPKEMUH2080 NPOY4BAHE 34 Gezonacmnocm u ROCMApPKemux206 onum

Hapyuenus Ha KpBBTa U Penku
JTEM(pHATA CUCTEMA TTaHIMTONeHNs, TPOMOOLMTONEHHS, arpatyaouuTosa®, aHemMus*
Hapywennss Ha  HMMyHHaTa|PenKu
CHCTEMA AuadHIaKTHYHA peakuys”*, ISKApCTBEHA CBPBLXYYBCTBUTENHOCT™
Hapyweunns Ha enfiokpdiHarta  |HeuecTy
CUCTEMA TopuileHy HUBA HA THPEOCTHMYIHpPAll XOPMOH B KPbBTa,
XHIOTHpeOUAH3bM*
HapyuieHns Ha O4YUTE HeuecTy
3aMBIIIeHO 3peHHe
Penxu
3anyIiBaHe Ha PEeTHHANHATA apTepHs#
Hapymenys va MetabonmsmMa 1 (Hecru™*¥




XpaHEeHEeTO

Ilogarpo3eH NprucThBi

HeuecTtu

3axaper quaber, XUNEPAUITHAEMI, HAMATICH aIeTHT,

MOBUINIABAHE HA TErJIOTO

Penku

[MouuxkaBaHe HA TErNOTO, IOBMIIEH AIIETHT, AHOPEKCHI,
XUMEPANMTHAEMHA

TcmxuaH HApYIICHWA

HeuecTH
Hamaneno mubunno, Oe3crHue

Penku
HepsHOCT, fenpecHBHO HacTpOeHHe#, HapylIeHHd Ha COLHAH

HapymieHus Ha HEPBHATA CHCTEMA

YectHt

I'mapoGonue, 3aMasHOCT

HeyectH

Tlapecte3usn, XeMurapesa, COMHONEHTHOCT, JIETaprust#, MPOMEHEH
BKYC, XHIIOECTE3UA, XHMOCMHA

Penku
Areysus# , ycemane 3a napexe#

HapyiieHHs Ha yXoTo H
na0MpUHTA

Heuectn
THHHT
Peaxu
Bepturo#

CepreqHd HapyWeHHA

Hevectn

[IpeacepAHO MBXKACHE, NaNNMTAlHM, OTKIOHEHHWA B EKI', ndas
Genpen 6nok (swx paszen ,,TyMOp-1H3HC-CHHAPOM”), CHHYCOBA
TAXUKAPIMA (BHXK pa3nen ,, TyMOp-TH3MC-CHHAPOM ), ApUTMUAH

Penku
BuezanHa cepaeuHa cMbPT*

Cb00BH HapYIUEHUA

HeuectH
XurepToHHs, 3a4epBABaHe, ropelly BhJIHH, XeMOparud (Bx. pasien
,, TYMOp JTH3KC-CHHAPOM ™)

E CIKH

LlnpkynapopeH Kofanc

PecnmparopHH HapyIIEHHA

YectH

JyacHes

HeuectHn

BpoHxuT, nHbEKUMs Ha FOPHUTE IWXaTeNHH ITbTAINA, HH}peKuMa Ha
JIONHKTE TUXATENHY TbTHINA#, KallTHNA, XpeMa#

Penku
I THEBMOHHA#

CToMallTHO-UPEeBHH HApYICHHA

Yect

Huapusi** ragene

HeuecTH:

A6noMuHANHA Gonka, abnoMMHanHa Oofka B TOpHATA YacT#,
pasIyBaHe Ha KopeMa, ractpoesodareanHa peduiyxcHa Oonecr,
NMOBpPBINAHE, CYXOTa B YCTATa, AUCIHENCHA, KOHCTHIALMA, 4EeCTH
HIXOXIAHAA, (PIATYJCHIMA, TACTPOWHTECTHHANEH JUCKOMQOPT,
S3BH B YCTaTa, IONYBaHE HA YCTHUTEH, MAHKPeaTut

Penku

CroMamHo-4pesHa nephopauys#, CroMaTHT#




Xenato-0MmapH HapyILeHns

Yectn

Hapyinenue ua 4epHonpobnara ynxims* *

Heuectd

Xonenuruasa

Penxu

XenaruT, XbITCHUIA®, 4ePHOAPOOHO yBpexaane*, XONELHCTHTH

Hapywenus Ha koxaTa H
NOAKOKHATA ThKaH

YectH

O6puB (BKTIOMHTENHO Pa3H4BY THTIOBE OOPUB, CHOOINABAHM C
TO-HUCKA YECTOTA, BXK, TIO-I0NY), NPYPHTYC

Heuecty

TlepMaTuT, ypriKapus, obeslBeTdsaHe Ha KoXard, KOXKHA JIC3HA,
ITeTEXHH, MAKyJA03eH OGpHB, MaKyIonamysno3eH obpHB, Namyno3eH
o0pHB, XMITEpXHAPO32, Aanolens, exkleMa# , epuTeM, HOIIHO
M3noTBaHEH , Icoprazuc# , crpOaIm OOpUBH

Penxu

TokcuyHa emupepManHa Hekponm3a*, CHHZpoM Ha Stevens-
Johnson, anmruoeneM®, nekapcTBeHa peaklna ¢ COSHHOQUIMA K
CHCTEMHM CHUMITOMH*, reHepamuzupaH o0puB (cepnosex)*,
excomaTieed o6puB, GonukyNapeR o0pHB, BE3UKYNO3eH 00puB,
IyCTYN03eH 00pUB, epUTEeMATO3eH 0OPHB, MopOHmadopMeH 0ODHB

HapymeHnns Ha MyCKYJIHO-

CKE€neTHaTa CHCTEMA H
CheIHHUTETHATA ThKaH

Hectr

ApTpanrys, MEanrus, 60s1ka B KpafiHHIUTEH

Hedectu

ApTpuT, MyCKYNHO-CKeeTHa Honka, MyCKyIHa Ci1a0ocT, MyCKy/THH
Cria3MH, CKOBAHOCT Ha MYCKYAHTe, GYpCHT, IIORYBAHE HA CTaBUTEH
GonxH B repba# , MyCKyJTHO-CKeNleTHa CKOBRHOCTH# , CKOBaHOCT Ha
CTABUTE

Penxu

PabroMuonn3a*, CUHAPOM HA POTATOPHHA MABIIOH# , pEeBMaTHIHA
NOTHMHANTHAR

HapyureHns Ha 656peunre H
NUKOYHHTE ITHTHIUA

HevecTn

bp0peuta HenOCTaTEYHOCT, HePPONHTHA3A, XEMaTypHd,
MONAKKYPHSH, TPOTEHHYPHA, HEOTIIOXKHM MO3UBH 33 YPHHHpPaHE,
uHdeKUNA Ha TMKOYHUTE TbTHINAH

Penxy
TyGynonHTepcTHLMANEH HeppHT

HapymeHnus Ha
Bb3NPOU3BOAUTEIHATA CUCTEMA
I IbpHaTa

HedecTH
EpexrinHa AUcyHKuusa

OGun HapymeHus ¥ edexTH Ha
MSICTOTO HA MPUNOKEHHE

Hectd

Enem, yMopa

Hewectn

Bonka B IbpIMTE, ycelaHe Ha ANCKOMOOPT B IPbIHHASA KOLI, GOTKa¥,
HEPA3TON0KCHUEH

Penxy
Kaxza, yeemane 3a ropeulia¥




Hacnensadus

Heuect

[TopWlieHa AMHTa3a B KpbBra, HOHWKeH Opo#t TpombOLMTH,
noHmKken Gpolt Geny KPEBHY KIETKH, MOHMKEH OpoH TMQOUHTH,
MOBMIIEH KPEaTHRMH B KPEBTA, MIOHIDKEH XEMOITIO0UH, NOBHIICHA
ypes B KPbBTa, TIOBULICHH TPHIIMUEPHAH, TOBUIICH XOJECTEPON B
KPbBT4, HAMATEH XeMATOKPHT, NOBHUIEHA TAKTATHA NEXUIpOreHasa
B KPbBTa, NIOBUIIEH Kanuli B KPHBTA, [OBHULICHHC Ha INR#

Penxu

[loBHIneHa KpbBHA 3axap, YXBMIKEHO AKTHBHPAHO MapiaiHO
TpoMOOILIACTHHOBO BpeMe, HaMmasiefi 6poit Ha HepBEHHTe KPBBHM
KeTKY, TOBMINEHA ankanna ¢ocharasa B KPbBTA;, NOBHIICHA

kpeaTs#H (ocdoKHHa3a B KpHRTa™

HapaHsgsage, QTpaBAHE n|Heuectn
YCIIOXKHEHW cnesl PONeypH Konty3nu#

* Hexenanu JIeKapCTBEHU PEaKIMH OT TOCTMAPKETHHIOBHS O1IUT

** JlexapcTReHO-00ycNOBeHATa HEHMHGEKUMO3HA IMapuds M OTKIOHCHHA B yepHonpobHuTE
byHKIMOHATHK TecToBe B ofemuHeHy (asa 3 MpOyuBaHWwl ca IO-YeCTH TipH NAUHEHTH, JieKyBaHU
eIHOBPEMEHHO C KOIXHIIHH.

¥** BpxTe Touka 5.1 33 UeCTOTZ Ha TONATPO3HH MPUCTHNM B OTAENHH (aza 3 paHAOMU3HpPAHH
KOHTPOJIUPAHU TNIPOYUBAHMA,

# Hexxenany peakiyy OT SI0CTMAPKETHHTOBY NP0y IBaHKA 3a Ge30nacHoCT

Onucanue Ha u3bpanu HeXCeNaHu pEaryuu

[Tpu MOCTMApKETHHTOBHA OfIMT €2 PH3HHKHANM DEIKHM CEpHO3HH PCaKliMH Ha CBPBLXYYBCTBHTETHOCT
xpM $efykcocTaT, BXTIOYHTEHO CHHAPOM Ha Stevens-Johnson, TOKCHYHA EMAAEPMANIHA HEKPOAH3a |
aHauiIaKTHUHA peakuys/mok. CunmpoMsT Ha Stevens-] ohnson ® TOKCHUHATA €IUACPMATHA
HEKPOJIH3a C& XapaKTEPU3HPAT C NPOrpecHpallii KOKHA oGpHBH, CBLP3aHH C MI0ABATa H2 MEXYpPH HIH
JIe3MH Ha HTABHUATA ¥ Bh3faeHue Ha ounTe, PeakiHTe Ha CBPBXYYBCTBUTEIHOCT KbM debykcocrar
MOraT 14 ObJAaT CBBP3aHH CBC CIeJHHTE CHMITTOMH: KOXHH PEAKUM, XapakTCpH3Hpauf co ¢
HHGHIITPUpAILH MaKy TOHAITYIO3HY, FeHepATN3uPAHH Wik exconuaTHBHY OOPHBU, HO CBII0 H JIE3HH
42 XOXATA, OTOK HA IMIETO, BHCOKA TEMMEPATypa, XeMaTONOTHYHH OTKJIOHCHW] KaTO
TPOMGOUKTONEHMA ¥ €O3HHOPWIAA ¥ € JMHUHO K MHOKECTBEHO OPraHO 3aCATaHe (13 4epHuA Apob
 6p0peruTe, BRIOYATENHO TyOy TOMHTEPCTULMATIEH nedpur) (Bx. Toaka 4.4),

[Togarpo3HK IPHCTHIE OGUKHOBEHO ca HabMONAaBaHN CKOPO CNeJl HAYANIOTO Ha JIEYEHUETO H 110 BpEMe
Ha mepBaTe Meceny. Cien TOBA, HECTOTATa HA NMOJArPO3HH NPHCTHIM HaManiba B 3ABHCHMOCT OT
spemero. TIpoduwiakThKaTa Ha NOJATPO3HH NPUCTBIIN € NPeNopLINTENiHA (K. Touka 4.2 1 4.4),

MOD-JIN3UC CHHIPOM

Obobwenue na npoguna na besonacrocm

B paHaoMHA3HPAHOTO, ABOHHO-CIIAIO0, OCHOBHO NPOYIBAHE FLORENCE (FLO-01) ¢a3a 3, cpaBH4BaINo
deGyxcocTar ¢ anonmypuHon (346 MAUWEHTH, NOANOKEHH HAa XAMMOTEpanud Ha 3JOKAYEeCTBCHH
XeMATONOTHUHH 3aGoNgBaHus M ¢ ymeped fo Bucok puck ot TJIC), camo TpH obmo 22 (6,4%)
NalFeHTH C¢ NPOABABAT HEXKEIaHH peaklHH, No-TOUHO {1 (6,4%) naMeHTH BHB BCAKA TCPalleBTHYHA
rpymna. TIoBeYeTO OT HEXENAHUTE PEAKLM CA WIH JNSKHU, HAH yMCPEHH.

Karto ugno, npoyusasero FLORENCE He H3TbKBa HAKAKBH CIIELHATHU chobpaxenus 3a 6e30MacHOCT
8 NOITBJIHEHKE KbM ApeauuHus onuT ¢ (PebyKCOCTaT MU NMOJATpa, € HAKIIOHEHNS Ha CIeIHUTE TPH
HeKeAHM peakiny (OTIMCAHY To-Tope B Tabmuua 1).

CopaedHy HapyIIeHUs:
Heuectu: na8 GenpeH 6J10K, CHHYCOBA TAXUKAPAHA

Cp/i0BH HapyiieHuA:
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HevecTH: xemoparus

Crol1aBpane Ha NOO3UPAHN HEWETaHH PEaKI[HH

Croblmasanero Ha MONO3APARH HEKEIAHN PEAKLIMH Ciell paspelIaBaHe 3a ynoTpeba Ha IEKapCTBEHNA
IIPORYKT € BaxHo. TOBa N03BOMABA A2 IPOXBHKH HAOMONEHHETO HA CHOTHOIICHHETO TIOJ3a/PUCK 33
NIEKAPCTBERNA MPORYKT. OT MEAMLIMHCKUTE CIELUAHCTH CE U3KMCKBA a ChobLlasar BCAKa MOA03MpaHa
HeXxenaHa peakuus Ype3 HauMOoHATHA CUCTEMA 3a ChOOINABAHE:!

Ha3neiHUTEHA areHI iy [0 JIeKapcTaara

yii. ,,Jdamad I'pyes” Ne 8

1303 Codus

Ten.: +359 2 8903417

yeOcaiT: www.bda.bg

4.9 Hpenosnpane

[Maumenture ¢ npeso3upane TpAGBa Aa e OBNALEAT CBC CHMIITOMATHYHO H NOLTHPIKAIIO JIEUSHHE.
5. ®APMAKOJIOTMYHH CBOHCTBA

51 dapmakoaHHaMHYHH CBOHCTBA

@apmakoTepaneBTHYHA TPyNa: AHTUTIONATPO3KH IpenapaTH, HHXuOHpauly 00pa3yBaHeTo Ha MHKOYHA
KUCENNHA

ATC xou; MO4AAQ3

MexaHr3pM Ha ZeHCTBHE:

TIMXOYHATA KUCEIUHA e KpatHHAT nponyKT oT MeTalo/i3mMa Ha IypHHH TIPH Xopata U ce o0pasysa no
BEpHraTa XHIOKCAHTMH —>»  KCAHTWH  -—> NHKOYHA KHCenuHa. Jsere CTBIKYM HA TOPHUTE
MpeBPBLIAHAS C& KaTanH3upaT oT kcanTHHOKcHasa (KO). debykcocrar € 2-apiiTHa3ofioB 1€PHBAT,
KONTO OCBHIIECTBABA TEPANECBTUUHUA CH edEKT KaTO NOHMXaBa NMUKOYHATA KHCEIHHA B CCpyMa 1pes3
cenekTuBHO WHxuGupane Ha KO. MefyKcocTar € MOLIeH, He-ITypUHOB CeleKTHREH HEXutuTop Ha KO
(HIT-CUKO) ¢ in vitro Ki croltroct Ra nHXuOHpaHe No-Maka OT eUH HAHOMON. Y CTaHOREHO €, 4é
dhieBYKCOCTAT MOLIHO MHXHMOMpa, KaKTO OKMCIeHAara, Taxa W pemyudpanarta ¢opma na KO. Ilpu
TepaneBTHYHY KOHIEHTpaluH, hefykcocTaT He HHXUOUpa APYTH CH3KMU, YUACTBANIM B MeTabommama
HAa NYPUHH HWIM DNHPUMUHAMHHA, IO-CIIEIMATHO TYaHWH JeaMMHa3a, XMIIOKCAHTHH TyaHUH
dochopubosunTparchepasa, oporar  (pochopubosmiTpanchepasa, OpoTHAMH — MOHOQoC(ar
AexapboKcHIIaza UK Iy pHH HyK/1e03un focopunasa.

Knuanyna eQuxacHocT H 6e30I1acCHOCT:

Jlodazpa

Eduxacdocrra Ha PefykcocTar € AOKazaHa IPH TPH OCHOBHU (a3a 3 mpoyusaHus (ABETe OCHOBHH
APEX u FACT npoyusauns u mombiHKTensoto npoyusade CONFIRMS, ommcadd 0o-moiy),
nposeaenn npu 4101 namuenTH ¢ XUNepypUKeMHA o mogarpa. [Ipi 8CAKo OCHOBHO (paza 3 Npoy4YBaHe,
(peGykcocTar e mokasast mo-fofpa ciocoGHOCT fa NOHIKH M NOINDPKA CEPyMHHTE HUBA Ha TMKOIHATA
KUCeMHHa, B CPARHEHHE ¢ aoNypuHo/. [ThpBYUHATA KpaliHa TOUKa 38 e(HUKACHOCT B NpPOYHYBAHUATA
APEX u FACT e CbOTHOLUEHHETO Ha MAIMEHTHTE, YMUTO IOCIEAHH 3 MECEYHH CEpYMHH HUBA Ha
VKOYHATA KACeNHHa ca < 6,0 mg/dl (357 pmol/l). B nombusurentoro dasa 3 npoyusane CONFIRMS,
13 KOETO PE3yNTAaTUTE Ca HalMYHY Cliel M3NaBaHETO Ha paspelleHyeTo 32 ynorpeba Ha ebyKcocTar,
IBPBUYHATA KpaitHa TOYKA 32 €HUKACHOCT € JsUTa NAlMeHTH, fPH KOHTO CEPYMHHTE HUBA HR THKOIHATA
KUCeTMHA ca <6,0 mg/dl mpu nocnegHOTG MocelieH e, [ [aLHeHTH ¢ OpraHHH NPUCAIKH He ¢4 BKILIOEHH
B TE3H NMPOYYBAHUA (BIK.TOYKa 4.2).
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APEX npoywsane : Anomypumon M IUanebo KOHTPOMMPAHO MPOYdBAaHE Ha debykcocrar (The
Allopurinol and Placebo-Controlled Efficacy Study of Febuxostat) (APEX) e dasa 3, paHROMHSHPAHO,
NBOHHO-CIIANO, My NTHIEHTPOBO, 28-ceIMUYHO npoyusane. XHILIA CeeMASCET 1 ABaMa TAUHCHTH (1
072) ca paspoMmsnpasu: mnaueGo (n=134), geGykcocrar 80 mg BeuHbX JHeBHO (n=267),
bebyxcocrar 120 mg BeaHsx AHEBHO (n=269), hebykcocTar 240 mg BeAwsX AHeBHO (n=134) win
anonyprHON (300 mg BenHBX AHeBHO [n=258] npy MAMMEHTH ¢ WIXOIEH CePyMEH KpEeaTHHIH <1,5
mg/d! uaa 100 mg Bexwsx AresHO [n=10] npy NauueHTH ¢ UIXOACH CEPYMCH kpearnHpH >1,5 mg/dl
u <2.0 mg/dl). [leecra u ueTupnaecet mg Ppebyxcoctar (2 NBTH NPENOpHBAHATA Hal~-BUCOKa J038) Ca
U3NOA3BAHY KaTO [03a 32 oLeHka Ba 0e301MaCHOCTTa.

IIpoyusanero APEX nokaspa CTaTHCTHYECKH 3HAYHMO NIPEBBEIXOACTBO Ha IBE1E paMeHa Ha JeueHHe ¢
beGykcocTar 80 mg BeaHbkK AHeBHO K deGykcocrar 120 mg BENHLXK AHCBHO Cpeupy paMeHara Ha
edeHHe ¢ KONBEHUMOHATHO H3NON3BANMTe 03K anomypuson 300 mg (n = 258) /100 mg (n = 10),
noumxasaitku sUA oz 6 mg/dl (357 umol/l) (x. Tabruma 2 u durypa 1).

FACT npoyusane: AJNONYPUHON KOHTPONUPAHO TpPOY9IBAHC HA debykcocrar (The Febuxostat
Allopurinol Controlled Trial) (FACT) ¢ da3a 3, panIOMH3HPAHO, ABOARO-CNATIO, MYJITHUEHTPOBO, 52~
cenMIHO npoyysane. CeleMeTOTHH U mecTaeceT (760) nauyesTn ca paHIOMH3MPAHY: tebyrcocrar
80 mg BeanpX AHEBHO (n=256), hebykcocrar 120 mg BeAHBK AHEBHO (n=251) nix anomypuson 300
mg BeAHBK IHEBHO (11=253).

ITpoyusauero FACT nokaspa CTATUCTUHECKHN 3HAYMMO SIPEBB3XORCTRO Ha JIBETE paMeHa Ha JIEUCHUE C
debykcoctar 80 mg u debyxcocrar 120 mg BEAHBK AHCBHO Cpefy paMoTO Ha JICYEHHE C
KOHBEHIUOHATHO M3MO/I3BAHATA K034 afomyparon 300 mg, nOHWKaBaHKy 1 noagspxaltixy sUA nox 6
mg/dl (357umol/}).

Tabnuua 2 o606IABA Pe3yNTAaTUTE OT IPBUUHUTE KpaiHK TOYKH 32 e(PHKACHOCT:
Tabauna 2
Jisi)l Ha MAHEHTATE CHC CePYMHH HUBA Ha HHKOYHA KHCCINHA <6,0 mg/dl (<357 pmoi/l)
Hocnegnn 3 MeceMHHd BH3NTH

®ebykcocrar | Delbykcocrar Aoy pUHOS
[Tpoysusaue 80 mg 120 mg 300/
BeAHBK BEIHBXK 100 mg BeAHbBX
XHEBHO AHEBHO JIHEBHO '
APEX 48% * 65% * # 22%
(28 cenMuLM) (1==262) (n=269) (n=268)
FACT 53%* 62%* 21%
(52 ceaMuu} (n=255) (n=250) (n=251)
KomOnuvipanu 51%* 63%* # 22%
pe3yJITaTh (n=317) (n=519) (n=519)
| pe3yNTaTUTE NPH XOpa, MomydasainH wiH 100 mg BEAHBXK JHEBHO (n=10:
NANMENTH ChC CepyMeH kpeatunus > 1,5 u <2,0 mg/dl) umy 300 mg BeAHBXK
xHeBHO (n=509) ca cuLOpann 32 AHATM3ATE.
* < 0,001 cpeiy monypuHod, # p < 0,001 cpeury 80 mg

CrocobHocTTa Ha defyKkcocTaT Ja NOHIKABA CEPyMHHTE HMBA Ha TMKOYHATA KUCC/HHA © Orp3a ¥
OCTOSHHA. TTOHMKEHHME HA CEPYMHOTO HHBO HA MHKOYHATA KMCENHHA 10 <6,0 mg/dl (357 pmoll) e
orfeng3ano npH Bu3MTaTa HAa CenMulia 2 ¥ € NOMIBPKAHO (10 BPEME Ha LANOTO JEYCHHC. Cpennure
CepyMHH HHBA Ha IHKOYHATA KMCE/IMHA BHB BPEMETO TIPH BCSIKA TPYNa Ha JIeUcHe OT 2 )
baza 3 TpoyuBanus ca MokasaHu Ha durypa 1. '
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BL=u3xXoaHa cTOAROCT SEM=cTannapTHA TPEINKA KA CPEIHATS CTOHHOCT

3abenexka; 509 nauneHTH nonyyasar atonyputon 300 mg BegHbX AHEBHO; 10 MALMEHTH CBC CEPYMEH
kpeaTHRMH > 1,5 ¥ < 2,0 mg/dl nonysasar xo3a 100 mg senssx AxeBHO (10 maumeHTH OT 268 npu
npoyusarero APEX).

240 mg deCyKcocTaT ca H3MO3BaHM 3a OlieHKa Ha Ge3omacHoCTTa Ha (eOykcocTaT MpH ABa ITETH Habi-
BHCOKATA PeTOoPBYBAHa 1034.

ITpoyusane CONFIRMS: npoyusatero CONFIRMS e daza 3, pasnoMH3MpaHo, KORTPOIHpaHo, 26-
CeIMUYHO [TPOYYBAHE 33 OLEHKa Ha 6e30MacHOCTTa U €PUKACHOCTTA HA debykcoctar 40 mg # 80 mg B
cpaBHeHre ¢ anomypuHon 300 mg mix 200 mg npn NalHeHTH ¢ nojarpa W XMNEpYpUKEMuA. IiBe
XWIAIY NBECTA WeEcTIAeceT U aeser (2269) malmMenTa ca padzomusupany Ha: ¢pebyxcocrar 40 mg
BB NHEeBHO (n=757), hebykcocTar 80 mg BENHEK AHEBHO (N=750} UAH a0y PHHON 300/200 mg
BEAHBK AHEBHO (=756). Hasi-Manko 65% OoT NaiieHTUTE Ca ¢ IEKO A0 YMEPEHO 6B0peuHo yBpeKAaHE
(C KpeaTHHHHOB KTupPBHC 30-89 mY/min). IlpodmwiakryikaTa Ha NOIArPO3HH NPUCTHIH € 3aABIDKHTETHA
10 BpeMe Ha 26-CeIMHUYUHUA MEPHOL.

JIT6T AUMEHTH ChC CEPYMHM HMBA Ha MUKOYHA Kucenuna < 6,0 mg/di (357 umol/l) npu nocaeanoro
MOCeLieHHe € ChOTBETHO 45% 3a 40 mg debykcoctat, 67% 3a debykcocrar 80 mg m 42% 3a
anynypuron 300/200 mg.

ITvpeuuna xpaiina Mmouxa 8 nodzpynama Ha nayuenmu ¢ 6vopeyro YEPEHCOGHE

[Tpoyusaneto APEX ouenssa edrxacsoctta ipu 40 NauHeHT! ¢ Onbpeuno yBpexiase (1.€., H3X0AHa
crolfuocT Ha cepyMeH KpeatunnH > 1,5 mg/dl u < 2,0 mg/dD). Tlpu xopa ¢ 650peuHo yBpexuane,
PaHAOMU3MPAHH Ha ATIOITYDHHOI, MpeeHaTa 1032 € 100 mg seanbx nHeBHO. PebyxcocTar AOCTUrA
epBUYHATA KpaliHa Tovka 3a eduracHocT npu 44% (80 mg BexHBK auesHo), 45% (120 mg BexHbX
nHesHo) B 60% (240 mg BemHTXK AHEBHO) OT NALMEHTHTE, B CpasHeHue ¢ (% TpH rpynHure Ha
anonypuuoi 100 mg BeAHBK JHEBHO 1 111a1e00.

HaMa KIMHAYHO 3HAYMMM DPa3jiMKd B MPOUEHTHOTO HaMalleHHe Ha CepyMHaTa KOHUCHTpalMA Ha

NMHKOYHA KHCEANHA IPU 3NPABU XOpa, HE3ABUCHMO OT TAXHara 6b0pedna Gyrkit (58% B rpynata ¢
ropMaiiHa 6x6peuna GyHKIHs B 55% B rpynata ¢ Texka OubpeyHa quchyHxums).
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AHaM3 Ha fANUEeHTHTE ¢ nojarpa ¥ 6u6pedHo yspexaane, NPOCIEKTHBHO OTIPELeNeH B NPOYIBAHCTO
CONFIRMS, noka3ssa, ye de6yKcocTaT & CHIHNAKaHTHO 0-CPEeKTHBEH 32 NOHMXCHNE Ha CEPYMHNTE
NHB2 Ha NHKOYHATA KHMCENHHA 10 cToWHOCTH < 6 mg/dl B cpanHeHKe ¢ anonmypuron 300 mg/200 mg
[p¥ MALHERTH C NOJTPa, KOWTO HMAT Jieko 1o ymepeHo Ou0peuro yepexiaue (65% ot npoyysaHuTe
NauUeHTH).

ITvpauuna xpaiing mouxa 6 nodzpynama na nayuenmu ¢ sUA > 10 mg/dl

[pubmasurenso 40% or naupentute (o0eaunenn or APEX n FACT) umar n3xoziHa CToHHOCT sUA >
10 mg/dl. B Tasu noarpyna (ebyKkcocTar A0CTHIa TEPBHYHATA KpaliHa ToUKa 33 ePHKACHOCT (CEPYMHH
HKBA Ha TIMKOUHATA KucenuHa < 6 mg/dl npu nocneguute TpH xoceniedns) npH 41% (80 mg BETHERK
nHeBHO), 48% (120 mg BeAHDX AHEBHO) U 66% (240 mg BeHBK KHEBHO) OT ALUEHTHTE, B CPABHCHHE
¢ 9% B rpynata sa anonyprHon 300 mg/100 mg Bensx AHeBHO H 0% B rpynara Ha t1auebo.

B npoyusasero CONFIRMS mATET Ha NaUHEHTHTE, KOHTO JOCTHIaT N0 WbPBHYHATA KPalHa TOUKa 33
edHKACHOCT (CEpYMHY HUBA HA [MKOYHATa KHCeTMHA < 6 mg/dl npH NOCHEAHOTO mocelleHne) 3a
MIAUMENTY C HAUANHH CepyMHU HIBA Ha MUKOYHATA KucenuHa > 10 mg/dl nexypadu ¢ gebyxcocrar 40
mg BEOHBXK AHEBHO € 27% (66/249), ¢ debykcoctar 80 mg BeIHbXK AHEBHO € 49% (125/254) u ¢
anomypunon 300 mg/200 mg Beansx ABCBRO € 31% (72/230).

Kuuunu pesyamamu: Jan na nayuenmume, HyHCOAewU ce OM JICYEHUE HA ROOGZPOIER NPUCIIDY
I[lpoyusane APEX: npes 8-cenMM4HMA NPOQUIAKTHYEH IEPHOX, MO-roisM Iin Jui@a B rpynara,
nexysada ¢ ¢elyxcocrar 120 mg (36%) M3HCKBaT JleueHHMEe Ha [0JArpO3cH IPHCTBHIL CIPAMO
debykcoctar 80 mg (28%), anonypuson 300 mg (23%) u rauebo (20%). Ilpuctenuare ce ysenuyasar
ciell NPOPUNAKTHYHKA TIEPUOA K TOCTETICHHO HaMa/LiBar ¢ BpeMero. Mexny 46% u 55% oT nuuata
[0Ty4aBaT JIQUSHHE 32 IONArpO3BATE NPUCTBIA OT § cenmMuna o 28 ceamuua. [logarposti NPHCTHIM
Tpe3 MoCyIeIHuTe 4 CEAMALH OT NPOy4BaHeTo (cenmulia 24-28) ce nabmonasar nipu 15% (debykcocrar
80, 120 mg), 14% (anonypuson 300 mg) # 20 % (ruanebo) ot nxnara.

Ilpoyusane FACT: npe3 8-cenMHuHMA MPOQUIAKTHYESH NCPUON, MO-rONAM [ fHLIE B Ipynara,
neKkyBaHa ¢ ¢ebykcocrar 120 mg (36%) H3UCKBAT NeYeHUe HA NOAArpo3¢H MPHCTHN CNPMO ABETE
rpynn nekysanu ¢ ¢debykcocrar 80 mg (22%) u anonypunon 300 mg (21%). Cnen 3-cenMuunuA
npoduTaKTHUEH TIEPHOL, YECTOTATA Ha NPUCTEIH C¢ yBeaAHYasa H Cel TOBA NIOCTENeHHO HaMaJIBa C
BpemeTo (64% u 70% OT NuLaTa [OXyYaBarT IeeHHE 3a IOAArPO3HUTE NPUCTRII OT 8 10 52 ceamuna).
[Togarpo3HH DpHCTHIH NPe3 NOCHENHUTE 4 CeIMULM OT PoyuBaneTo (cenmuum 49-52) ce Ha0moAaBar
nipu 6-8% (eGyxcocrar 80 mg, 120 mg) u 11% (anomypuxon 300 mg) oT MIuaTA.

JTleTbT HA XOPATa, HyXJACIIy Ce oT eueHue Ha rojarposes npucrsn (APEX u FACT npoyusanns) e
YUCACHO NO-HHUCKO B FPYNMTE, KOHTO CEA M3XOAHOTO HUBO ¢A JOCTUTHANU CPeJHO HHBO HA YPATH B
cepyma <6,0 mg/dl, <5,0 mg/dl umu <4,0 mg/dl, cpaBHeHuU ¢ TpymaTa, KOATO CHEA M3XORHOTO HUBO €
JOCTHIHANA CPEIHO HUBO HA YPAaTH B cepyma >6,0 mg/dl npes nocneaunre 32 CeIMHLN OT ICPHOAA HA
nevenvie (uurepsanu Ceamuua 20 - Cenmuua 24 no Cenmuua 49 - 52).

[1o Bpeme Ha mpoyusanero CONFIRMS, npoLEeHTBT MAUUEHTH, KOUTO C€ HYXIAAT OT JICHUCHUE HA
TIOAArpO3HN NIpUCTHIM (e 1 Ha Mecell 6) € 31% u 25% CBOTBETHO 32 IPyNUTE Ha debykcocrar 80 mg
1 anonypunod. He ce Halmionasa pasiika B [ANa RAUUCHTH, KOHTO £€ HYKAAAT OT NEYCHHS HA
[OZArPO3HH NPHCTHIN B rpynuTe Ha debykcoctar 30 mg u 40 mg.

vnzocpounu, omgopeny, PAMUUPEHY HPOYYERHYA
MNpoyusane EXCEL (C02-021). npoyusawero EXCEL e Tpu-roanniHo ¢aza 3, OTBOpEHO,
MHOTOLEHTPOBO, DAMNOMM3UPAHO, ANONYPHHOI-KOHTPONUparo, PasliHPEHO TpOydBaHE 32
Ge30MACHOCT 33 MALMEHTH, KOWTO ¢a 33BBPUINIH OcHoBHuTe (asa 3 npoyusanus (APEX nau FACT).
0610 ca BriroueHn 1086 naumentu: QeGykcocrar 80 mg senHbxk AHesHo (1=649), debyxcocrar 120
Mg BEAHEXK NAHeBHO (1=292) wiu anomypusosn 300/100 mg seannx nuesHo (n=145). Oxoo 69% or
NMalHEeHTHTe HEe W3UCKBAT NMPOMEHU B JIGMEHWETO 3a TOCTMraHe Ha KpaHHO crabWi
[TampedTy ¢ 3 TOCHEOBaTeNHM CEPYMHHM HMBA HA NUKOYHaTa KucemuHa >6,0
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CepymHHTE HHBa Ha TEKOYHA KACSIWHA C& MOAXLPKAT BB BPEMETO (1.e. 91% n 93% OT NanueHTUYe
Ha HAYATTHO JiedeHue CroTBeTHO ¢ Pebykcocrar 80 mg u 120 mg ca che CEPYMHN HHBA HA NHKOTHATA
KucenuHa <6 mg/dl Ha 36 Mecen).

TpuroavuIsy JaHHH OKA3BAT HAMAISBaHE A2 YECTOTATA Ha TIOAATPO3HH MPUCTHRITH Karo mo-Mamko or
4% OT HAIIMEHTHTE Ca Ce HYKAASNH OT JeUEeHHS Ha IPHCTHH (T.€. IOBEYE OT 96% oT NAUUEHTHTE HE ¢a
HMAJTH HY)KI4 OT JEYeHNe Ha IpHCThI) npes Meceu 16-24 1 Mecen 30-36.

46% 1 38% OT NALMEHTUTE Ha KpakHO CTaGMIHO neueHue choTBeTHO ¢ Hebykcoctar 80 A 120 mg
BENHWHIK JHERHO Ca C ITBJIHO pasHacaHe HA TbPBHYHA ANNATOPHA toda OT H3XOAHO HHBO A0 KpaltHOTO
NOCEUIEHHE.

[Tpoyusastero FOCUS (TMX-01-005) ¢ 5-TomuInHO, $asa 2, OTBOPEHO, MHOTOLEHTPOBO, PAsIINPEHO
npoyusane 3a 6e30MacHOCT 3a MALMEHTH, KOHTO ¢a 3ABDPIINIHN 4-CeqMUYHO JBOHHO-CIATIO HO3HPAHS
Ha Qebykcocrar B npoydypaHero TMX-00-004. Buouenu ca 116 nanMeHTH, KOUTO TMONYUaBar
gauanHo debykcoctar 80 mg BeaAwsX JHepHO. [1pu 62% OT NALMEHTHTS HE CC HIHCKBA KOpHUTUpaHe Ha
03aTa 3a NOLAbPKAHE Ha CEPYMHH HHBA Ha THKOUHATA KUCENHA <6 mg/dl, a npu 38% OT NAUMEHTHTE
c6 H3UCKBa KOPUrypaHe Ha JO3aTa 3a JIOCTHIaHe Ha CTabuiHa KpaiHa 1032,

[IAET NAUMEHTH ChC CEPYMHH HUBA Ha NUKOYHATA KUCEINHA <6,0 mg/dl (357 umol/l) Ha nocaenHoOTO
rocelierxe e Mo-rofisM or 80% (81 -100%) 3a Besxa oT go3uTe dhebyKcocTar.

[To speme Ha hasza 3 KAHHUGHH NIPOYUBaHud ca HAOMIOABaHK NEKN OTKIOHCHH MIPH gyepHoApobHUTE
QYHKUMOHANHA TECTOBE MpH NAUHEHTH, JCKyBaH¥ C pebykcocrar (5,0%). Crenenute Ha
OTKIOHEHHATA Ca NMONOGHM Ha CTENeHWTe, CLOOLIEHH mpu anouypuHon (4,2%) (ek. Touka 4.4).
Nosmimeru crofiHocTd Ha TSH (5,5 WlU/ml) ca HabGmonasand npy NMalyeHTd Ha JBJITOCPOYHO
nevenye ¢ debykcocrar (5,5%) u NAUMEHTH HA ATOMYPHHON (5,8%) npu IBITOCPOMHHA OTBOPSHM
pA3EIHpERH NpoyBaHys (BX. TOUKA 4.4).

Hoemmapxemur206u 0va20CPOYHU RPOYYEAHUA
[TpoyusaneTo CARES € MHOMOLEHTPOBO, PAHAOMU3HPAHO, ABOHHOCAINO Heul(epHOopHO H3ITUTRAHE,
KOETO CPaBHABA CHPASTHOCHAOBATE Pe3y/ITath NpH (hebyKcocTar CPIMO alionypHHO HpH HaueHTH
¢ MOJarpa W aHAMHE3a 3a 3HAYWMH CBPAEYHOCEAOBH 32007ABaHN, BKIIOMUTENHO madapkT Ha
MMOKAP/A, XOCHHTanu3alHsi Nopaiy HecrabuiiHa anrvHa, Npoueaypa o KopoHapHa HNE MO3bYHA
PeBACKYNAPH3IALMASA, MHCYNT, XOCIHTANH3ALHA 10 IIOBON TPAHSHTOPHA HCXEMUMHA aTaKa, nepuepHo
CHIOBO 3a00/MBaHE WM 3aXapeH AuaGer ¢ JaHHU 3@ MHKDOBACKYJapHO WM MaKpOBACKYNapHO
saGossBane. 3a nocTHrane Ha sUA non 6 mg/dl, nosara gedyKcocTaT ¢e THTpHPa OT 40 mg 1o 80 mg
(nesasucuMo ot GBGpeunara GpyRKLHA), 8 A03aTa ANOMYPHHOI C& THTPKPA Ha CTHIIKH 1O 100 mg or
300 zo 600 mg NpH NaleHTH ¢ HopMaiHa OnOpevHa dyukung wm Gp0peuto YyBpeXIaHe B JICKa
creneH u or 200 go 400 mg npu naunenTy ¢ 6p0petHO yBpeKAaHe B yMEpEHa CTEICH.

[TepeudaaTa Kpaitia Touxa Ha CARES e BpeMeTo 20 NbpBa NOSBa Ha MACE, cxcrasHa 0T HedaraieH
yudapkr Ha MHOKAPHA, HedaraieH MHCYNT, ChPASUHOCHA0BA CMEPT HIH necTa0uiHA aHTHHA CBC
CHiELIHA KOPOHAPHA PEBACKYIapH3aIMA.

Kpaituure Touks (ITEPBUYHN ¥ BTOPUYHM) CE aHATH3HPAT COOPEX ITT (intention to treat, c HamMepenue
33 NIeYeHNE) aHAIN3, KONTO BKIIO4YRA BCHUKY YIaCTHHUM, KOMTO €2 PARIOMH3HPaHH # IOJTyHapaT HOKe
enHa 1033 0T JBOWHO-CIANOTO H3ITHTBAHO NETYCHHE,

O6mwo 56,6% OT MAIMEHTHTE MPEYCTAHOBABAT H3MHTBAHOTO JEUCHUE NPEKACBPEMCHHO U 45% ort
MAIHEHATUTE HE 32BBPIUBAT BCHYKH BU3UTH OT U3NUTBAHETO.

O6wo 6 190 TAUMEHTY ca MPOCTERERH ¢ MeAMaHa OT 32 Mecelld, a MeIMaHaTa Ha MPOABIKHTCAHOCTTA
HA eKCITO3MALMATA € 728 IHH 3a [AUNeHTHTE B rpynara Ra $pebykcoctar (n=3 (098) u 719 nuu B rpynara
na anorypuron (n=3092). IlepeuyHata MACE kpafiHa TOYKa Bb3HHKB2 CHC CXONHA YeCTOTa B
rpyIuTe, JIEKYBaHH ¢ GeGykCOCTaT H &JI01Ty PHHOS (cpotBeTHO 10,8% cnipamo 10,4% oT NauHCHTHTE;
HR 1,03; neycrpasHo noktopeH 95% Ci 0,89-1,21).

[pur aHanu3 Ha oTgennyre xomroHenTH Ha MACE, 1ecTota Ha CHpACIHOCRAOBS CMBPTHOCT € [0~
BUCOKA TIpH PeByKCoCcTaT crpamo anormypiHon (4,3% CrpsaMo 3,2% OT MaLIMEeHTHTE;
1,03-1,73). Yectorara Ha apyrure MACE cb0uTHS € CXORHA B 'PYINTE Ha pebykco
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— uedaraneH undapkT va MuoKapaa (3,6% cnpamo 3,8% or naumentnre; HR 0,93; 95% C10,72-1,21),
nedaranen mucynt (2.3 cnpsmo 2,3% or nmamwenture; HR 1,01; 95% CI 0,73-1,41) n cpeuna
peBacKyNapH3alusa nopaly HectabuiHa anriHa (1,6% cnpamo 1,8% or nauuentyre; HR 0,86; 93% (1
0,59-1,26). YecroTaTa Ha 061Ua CMBPTHOCT CHIIO € [O-BHCOKA NPH (HedyKCOCTaT CrpaMo asnonmypuHo
(7,8% cnpsamo 6,4% ot naumenture; HR 1,22; 95% CI 1,01-1,47), koero ce ALMKH OCHOBHO HA ITO-
BHCOKATA YECTOTa Ha ChPACUKOCHROBATA CMBPTHOCT B Ta3y rpyna (Bx. Touka 4.4),

YecToTaTa Ha NOTBRPACHA XOCTIMTANK3ALKA NOpAsU ChpASYHa HEROCTAThYHOCT, XOCHUTaln3auun
Mopafd ApHTMHH, KOHTO He €3 CBBP3aHM C MCXeMHd, CHOMTHA Ha BeHo3HA TpoMGeMOoiud H
XOCIUTAIN3ALUA TOPALH TPAH3UTOPRU HCXSMHYHH aTaky Ca CPABHNMH 33 (pedyKCOocTaT ¥ alomypUuHON.

ITpoyusanero FAST e mpocmeKTHBHO, paHIOMM3HDaHO, OTBOPEHO, CbC 3acielieHa KpailHa Touka,
CpasHABAI0 Npoduia Ha 6e30TacHOCT 10 OTHOIEHUE Ha ChPASIHOCHA0BATA CHCTEMA Ha QefyKkcocTar
CIIPAMO AJTOIYPHHOJ IIPH NAIMEHTH C XPOHUYHA XHUNIepypHKeMua (KOraTo Beue € HACTBIMIIO OT/arane
HA YPATH) U CHPAEYHOCHIOBY pUCkoBH GAKTOPH (T.¢. HalmeNTy Ha 60 roaHA Wil NO-Bh3PACTHH 4 C
NOHE eAHH CHPAEYHOCHAOB PUCKOB (axrop). [loaxomamure MANMEHTH €A MOXYHHIR JE€HEHUE C
ATOTYPRHON MPEAY PAHAOMU3EIMATA H NPH HEOOXOABMOCT Ca HANPaBeHH KOPEKIWH B JO3aTa, COPS]
WINHHYNATA NpedeHKa, nperopbkure Ha EULAR u ono6penata Bo3Hposka. B Kpad Ha BpBeXIallaTa
da3a nauweHTyHTE, MpHeMay Aofy psHON ¢ HuBO Ha SUA ot <0,36 mmol/1 (<6 mg/dl) win npreMaum
MAKCHMaIHATa NOHOCHMA WM MAKCHMA/IHATa pa3pelieHa 4032 IONyPHHOJ Ca PAHAOMH3IUPAHN B
croTHOWwenHe 1:1 Ha neuvenme ¢ ¢edykcocrar wid anonypuHon. ITepBHyHaTa KpadHa TOYKa Ha
npoygsadero FAST e BpeMeTo A0 MppBara HOABA Ha KOETO U 14 ¢ CbONTHE, BKIIOYEHO B CBCTABHATA
xpalina Touyxa no Antiplatelet Trialists’ Collaboration (APTC), xoATO BKIIOUBA: 1) XOCTIATAIN3ALMA 38
HedaTaneH uHGapKT Ha MHOKApAa/OCTHP KOPOHAPEH CHHAPOM C nonoxutenHu Snomapkepu (OKC); ii)
HedaTaneH UHCYAT; iii) CMBPT nopand cbpaedHOCEA0BO CHOHTHE. ITHPBIYRIAT aHAIINA3 CE OCHOBABA Ha
moAX0Aa Ha sedenue. Karto 1s10 6 128 nauwenTtu ¢ca paspomusnpan, 3063 Ha geGykcocrar 4 3065 Ha
anomypunon. [Ipi MSPEAYKEST aHATH3 CIOpen noaxoaa Ha nedenue, Gebykcocrar e HeuHdepuopen
CHPSIMO ANOITYPUHOI 1O OTHONIEHHUE HA YeCTOTATa Ha THPBUYHATA KpaiHa TOUKa, KOATO & HAaCThIIIa
npd 172 maugentd (1,72/100 manuentoroiuuM) Ha ¢ebykcocTaT B cpaBHenue ¢ 241 MauvneHTH
(2,05/100 nalMeHTOroAMHY) Ha AJONYPUHON, ¢ kopurapad HR 0,85 (95% Ci: 0,70, 1,03), p<0,001.
AHanH3BT cnoped NoaxoJa Ha JNeUeHHe 110 OTHOWIGHNE Ha ITLPBUUHATA KpaliHa TOYKR B NMOATpYyNaTa
[AUMEHTH ¢ aHaMHe3a 3a MRdapkT Ha MuoOKapzaa, uHcyaT wid OKC He nokassa 3HaudMa pasjiuka
MEXIY ABEeTe IPyYH Ha jedeHHe: 65 (9,5%) nauuents ca ¢bC crOUTHA B rpynarTa Ha pebykcoctar u 83
(11,8%) nasigeHTH ¢a ChC CHOHTHA B rpynara Ha anonypwHon, kopurkpad HR 1,02 (95% CI: 0,74-
1,42); p=0,202.

JNleueHuero ¢ ebykcocTaT He @ CBHP3aHO ¢ YBEIHUABAHE HA CMBPTHOCTTA TOPAIH ChPACHHOCHROBH
NPUMUHK WA CMBPT MO BCAKAKBH HPUHHHA, KATO HANO WM B NIOArpynara NalKueHTH ¢ aHaMHe3a 3a
nHpapkT Ha MuokapRa, uacynt i OKC Ha u3xoanoTo HUBO. Kato Ao ¢e HabaoAaBar no-Matko
CMBPTHHE CITyHad B rpynara ¢ pebykcoctar (62 CMBPTHH CIyuas IO ChPASYHOCHAOBY NPUYKHU U 108
CMBPTHH CIIy4as 710 BCAKAKBY MPUINHN), OTKOJIKOTO B IPYNaTa ¢ alolypHHO (82 CMBPTHH Ciy4ad 1o
ChPAEYHOCHAOBH NPUYMHHY ¥ 174 CMBPTHH CTydas N0 BCAKAKBHM NPWUNHH).

Ha6nmiozara ce mo-rojissMo HaMa/IeHHE B HHBATA RA NUKOYHATA KHCEIHHA NpH JieueHue ¢ GebykcocTtar
B CpaBHEHME C JIEYeBHETO C Aoy PHHOMN.

! YMOD-TTUINC CHHIPOM

Ednkacaoctta # 6ezonacHocTra Ha (peOyKCOCTaT 3a IPEBEHUMS H NeYeHUE Ha TYMOP-TH3HC CHHAPOM
ca ZeMoHcTpupanu B npoyusarero FLORENCE (FLO-01). ®ebykcocTar moxassa no-godpa # no-
6hp3a aKTHBHOCT 33 NMOHMWKABAHE HA TMKOYHATA KMCENHHA, B CPABHEHHE ¢ &0y pHOHO.

FLORENCE e pasmomusnpano (1:1), asoliHo-cnsmno, OCHOBHO H3cnensane ¢aza 3, CpasHABALIO
dbebykcoctar 120 mg BenHbK AHEBHO ¢ anomypruoa 200 xo 600 mg adepHO (CpegHa OHEBHA 032
anomypuHon {+ craaaprHo oTkioHenue): 349,7 + 112,90 mg) no oTHOWICHHe HA KOHTpONAa Ha
CepyMHUTE HHBA HA NMUKOYHA Kucenuua. [Topxopsuiy naupenTy e Tpabpano na GbAar kauaunaTd 3a
feHeRHe ¢ ATONYPHHO MM TAKWBA, KOKTO Ca HAMANM KOCTRN Ao pacOypukasa. Ihhpeudny xpalinu
TOUKY Ca IJIOWITA MO KPHUBATa Ha cepyMHara nukoyHa kucenHa (AUC sUA | 5) 1 npoMsHaTa B HUBATA
Ha cepyMHNA KpeaTuHuH (sC), OT U3XOIHOTO HABO A0 AeH 8 H 3a ABETE.
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O6110 ca BKTIOVEHM 346 MAUMEHTH ¢ XeMATONOTHYHH 3JI0KadeCTBEHN 320019BaHNS, TIOIUIOXKEHY HA
XAMMOTEPATHA ¥ C YMEPEH/BHCOK PHCK OT TYMOp-IH3iC cHHIpoM. Cpennara AUC sUA1.s {mgxh/dl) e
CHrHA(UKANTHO NO-HACKA NpH sneuenne ¢ debykcocrar (514,0 + 225,71 cnpsamo 708,0 = 234,42;
pasNuKa Cropes METOAA Ha Hali-MaJIKHTEe KBANPaTH. -196,794 [95% AoBeputeneH uHTepBai: -238,600
- -154,988); p < 0,0001), OcpeH TOBA, CPEAHOTO CEPYMHO HHBO Ha MHMKOYHA KHCCNHHA €
cHrHUDMKAHTHO TIO-HHCKO Mpu Jiedenne ¢ $pebykcocTaT npes MspBuTe 24 9aca 0T JCHCHHETO H BB
BCAKA €IHa OT TOCHSABAIWTE BpeMeBr ToukH. He ce H3BABa CHrHH(PHKAHTHA PA3MKa B CPEHATA
MpoMAHa Ha cepyMHUs kpeatuHuH (%) Mexay (eGyKcocTaT H ANOMypuHOIN (-0,83+£26,98 cripamo -
4,92+16,70 cpOTBETHO, Pa3NyKa CIOpe]] METOAA Ha Hall-MalKHTe KBAIPATh: 4,0970 [95% nosepureneH
uuTtepean: -0,6467 ; 8,8406]; p=0,0903). 1o oTHOMECHUE HA BTOPUUHNTE KPailHy TOYKH, HE € OTKPHTA
CHrHRGHKAHTHA PA3NTHKA TI0 OTHOWIEHHE HA YecToTara Ha naGoparoped TJIC (chorreTHO 8,1% 1 9,2%
B paMeHaTa Ha $eSyKCOCTaT H alloNypPHHOJ;, OTHOCUTENIEH PUCK. 0,875 [95% moBepRTEICH HHTEPBATL
0,4408 ; 1,7369); p=0,8488) unuro 3a xmmHugeH TJIC (cboTBETHO 1,7% u 1,2% B paMenatra Ha
hefYKCOCTAT 1 ANOMMyPUHO; oTHOCHTENeH PHCK: 0,994 [95% nosepuTeNeH HHTCPBAN: 0,9691 ; 1,0199];
p=1,0000). OBmara yecToTa Ha MPHUIHALMTE U CHMITOMHTE, H3ABCHM NO BPEME Ha JICHEHUETO, H
HeXxeNaHuTe peakima ¢ 67,6% cnpamo 64,7% n 6,4% cupamo 6,4%, CBHOTBETHO TIpH JIe4UeHue C
eGykcocraT H aNOMy pUHO.

B npoyusanero FLORENCE, ¢e6yxcocTaT NeMOHCTpHpa No-A00Bp KOHTPOIL Ha CEPYMHUTE HHBA Ha
HKOYHA KMCeIHHA CNpAMO ANONYPUHON MpH HalHEeHTH, KOMTO €3 IUIAHWpaHW Ha MoJydasar
NOCHeAHOTO TekapcTBo. IToHacTosmeM NBICBAT NAHHY, CPAaBHABAIIY (edyKCOCTaT ¢ pacOypuKkasa.
Eduxacnocrra ¥ Se3onacrocTra Ha ¢efyxcocTar He €a yCTaHOBEHH TIPM MAlMEHTH ¢ OCTBD TEKDBR
TJIC, Banp. Py DAHEHTH, KOHTO Ce JIEKYBAT HEYCIISIWHO C APYTH YPATONOHIUKABAIlA TEpaliy.

5.2 @apMaKOKHHETHYHM CBOHCTBA

[Ipu 3apaBy XOpa, MAKCHMAJIHHTE M1a3MEeHH KOHUCHTPAuK (Cangx)} M TUIOILTA [TOA KPHBATA TUTA3MEHA
xoruenTpanua/speMe (AUC) #a ¢efykcoctar ce yBennyaBaT MNPONOPUMOHAIHO Ha /103aTa CICA
eAHOKPATHO ¥ MHOTOKpaTHO npunarake Ha 10 mg o 120 mg. [lpw nosu MEKAY 120 mg »n 300 mg, ce
HAGTIONABA TIO-FONAMO OT IPOIIOPIMONANHO Ha Ao3ara yBemyyenne Ha AUC Ba $eOyKCOCTar, Hsma
KyMYJIHKpaHe, KOSTO MOXE Ja Ohae OLEeHeHo, P NPUIAraHe Ha Ao3H OT 10 mg no 240 mg Bcexu 24
qaca. ®efyxcocTaT ¥Ma NPHBUAEH CPeAeH TepMHHANCH eNHMHHALIMOHEH NONYKHBOT (t,) Okomo 5 10
8 yaca.

[Tonynauponay dapMakoxyHeTHYHN/ hapMaKOIUHAMHIHY aHATUIM €4 IPOBEACHH NIPH 211 naumeHty
¢ XunepypyuKkeMus ¥ noparpa, nekysauu ¢ geGykcocrar 40-240 mg BEAHBK IHEBHO. Karo ifano,
dapMaKOKMHETHIHITE IapaMeTpy Ha PeGyKkcoCTaT, OLeHERH Ype3 TE3H aHANTH3H CHOTBCTCBAT Ha TO3H,
MoJNyuyeHH TNpPM 3paBd XOpa, KOETO I10Ka3sa, Ye 3APaBMTE XOpa ca UPEACTABUTCHHH 34
hapMakoKHHETHIHA/ GapMaKOAMHAMITMHA OLICHKA IIPH MOy NALMATa NAUHCHTH ¢ NIOAATPA.

Abcopbyus

Pebyxcoctar ce abcopOupa GEP30 (tmex 1,0-1,5 h) # 206pe (nak-Manko 84%). Cnell eAHOKPATHO HIH
MHOTOKpaTHO fiepopanto npunarane Ha 80 ®w 120 mg eagH T AHEBHO, Cmax € CBOTBETHO
npubnanzurenso 2,8-3,2 ng/ml u 5,0-5,3 ug/ml. AGcomorrara OMOHATMIHOCT Ha TabneTnara opMa Ha
hebykcocTaT He € NPOYYeHa.

Cnex MHOTOKpATHO Iepopaiuo Ipiiarase Ha 80 mg efH BT JHEBHO HIH XHOKPATHO JIpUIArate Ha
120 mg ¢ xpawa, Gorata Ha MasBuHY, HMa 49% 1 38% NOHMKEHHE HA Cumex ¥ cuOTBETHO 18% H 16%
Hamasssane Ha AUC. OBaue, mpy macne/iBane (MHOrOKpaTHO np#itarase Ha 80 mg) He e HabmonaBaHa
KIMEUYHO 3HAYMMa TMPOMSHA B NPOUEHTHOTO HaMaNeHue Ha CEPYyMHATa KOHUECHTPAIMA Ha [MHKOYHA
kucenuua. Cnegosarendo, pebykcocTaT MOXe A2 ce MpBeMa HE3aBHCKMO OT XpaHaTa.

Pasnpedenerue
[MpuBnanuaT o6eM Ha pasnpencieHde B CTALHOHAPHO CBHCTOSHUE (Vss/F) Ha ¢ebd
nranasod or 29 a0 75 1 cnen nepopamnna n03d or 10-300 mg. Csbp3saHeTo H
FLIA3MEHUTE TPOTENHY & IPUOMH3KTeHo 99,2%, (rNapHo ¢ anbyMUH) U € NOCTOs
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KOHIEHTPauMATa, NOCTArHaTa ¢ o3y ot 80 u 120 mg, Cppp3BaHeTo C IA3MEHHUTE NMPOTEHHH Ha
axTMBHUTE MeTaGoiHTH ¢ B ananasoH ot 82% no 91%.

Buompancgopmayun

Qebykcoctar ¢e Meralonu3uWpa eKCTEH3WBHO UpPe3 KOHIOralluid  upes ypumus aucocdar
rmsoxypoHosunTpascdepasuara (UDPGT) ensuMHa CUCTEMa M OKCHIMPAHE 4pes LUTOXPOM P4350
(CYP) crcremara. YCTAHOBEHH Ca UeTHPH (PapMakoJOruiHO aKTHBHH XHAPOKCHI merabonuTa, TpH OT
KOWTO ¢e HAMMPpAT B INa3MaTa npu xopa. In vitro NpoyyBaHuA C 1OBCINKH YepHOAPOOHH MHKPO3OMH
[IOKA3BAT, 4 TE3N OKCHAATHBHM MeTabonuTH ca 00pa3yBar rmaBsHO OT CYP1A1, CYP1A2, CYP2C8
uau CYP2C9, a heGyKCOCTaT INIIOKYPOHHA c¢ 00pasysa IMaBHO OT UGT [Al, 1A8u 1A9.

Envmunupane

®eGYKCOCTAT e eXHMEHHDA 110 YEpHONpOGeH U OBOpedueH WHT. Crex 80 mg mepopanua xoza “C-
Genazan debykcocrar, npuGnuzuTento 49% oOT 203aTa C6 PE3CTAHOBBA B ypUHaTa KaTO0: HEMPOMEREH
debykcocrat (3%), auma IMHOKYPOHHFDT Ha 8KTUBHOTO BOIICCTEO (30%), HeroBuTe W3BECTHU
OKCHAQTHBHY MeTAOONUTH U TeXHUTE KoHIOraTd (13%) 1 Apyry HEW3IBECTHH merabonurH (3%). Karo
NOWbJHEAWE KbM YPUHApHATA exckpeiud, npubnmsurento 45% or fosara ce BB3CTAHOBASA BB
deneca xato: HempoMeHeH (eSykcoctar (12%), auui MOKYPOHHABT Ha AKTHBHOTO sewectso (1%),
HEFOBUTE M3BECTHH OKCHIATHBHH METabONNTH M TEXHWTE KOHIOraTH (25%) # APYrH HEM3BECTHU
mertabonuti (7%).

Bvbpeuno yepexcoane

(e MHOFOKDATHO TepopaliHo npanarane Ha 80 mg ¢pebyxcocTar NPy MAMUCHTH € JICKO, YMEPEHO A
TeXKa cTeler Ha Ga6peuHo yspexnane, Cmx Ha GelykcocTar He Ce NPOMEHS B CPABREHHS C XOpa C
nopmansa 6x0peuna dysxums. Cpenunara obma AUC na dbebyxcocTar ce yBemauana HpuIH3HTeNHO
1,8-xparuo ot 7,5 pg-h/ml 8 rpynara ¢ HoOpMaiHa Ge6peuna yHxuns xo 13,2 pg.h/ml B rpynara ¢
Texko Hapyumena OnOpeuna ¢ynximsd, Cmx B AUC Ha axTHBHUTC MeTaSonnTH Ce YBENYaBa
CLOTBETHO 2- # 4-Kparno. HesapwcuMO OT TOBa, HE € HeoOXOoaUMO ajanTupaHe Ha J03aTa NPH
MALHEHTH ¢ JEXKO Wi yMepeHO ObOpeyHO yBPEKRAHE,

HYeproOpobHO yBpesicoane

Clel MEOTOKPATHO NMepopasnso npriarage Ha 80 mg GebykcocTaT MpH RUUEHTH C J1EKO (Child-Pugh
rtac A) mwin ymepeso (Child-Pugh xnac B) seproapoGHO yBpexnane, Cumex 1 AUC Ha defyKkcocTar 4
Ha HeroBrTe MeTaGONHTH HE Ce NPOMEHST 3HA4YMMO, B CpaBHEHHe C X0pa ¢ HopMajiHa yepHOApoGHa
byuxuEa. He ca npopeleHN NPOYHBAHMA NP NALUEHTH ¢ TEKKO yeproapoGHo yspexaane (Child-
Pugh knac C).

Brapacm

He ca Ra6monasany 3aauumy npovenn B AUC Ha ¢eGykcoCcTaT M Ha HETOBUTE METabONMTH CIIEA
MHOTOKDATHO MEPOpaHo npuiarase Ha ¢gebykcocTaT Iy Xopa B CTApHUeCka BRIPACT, B cpasHEHHE C
o-MNagHK 35PAaBH Xopa.

Ion

Ciel MHOFOKPATHO NepopanHo npuiarake #a GebykcoctaT, Cums ¥ AUC ca cpotrBeTHO 24% u 12% no-
BUCOKH TIDH JKEHH, OTKONKOTO mpy Mpxe. Obaue, KOpMrupaHure clpiaMo TETI0TO Cmax & AUC ca
moxo6uu npy ABaTa noja. He ¢ ReobXonuMo aflaliTHpale Ha [03aTa Bb3 OCHOBA Ha MOIa.

5.3 TlpeaxauuH4YHMA NAHHU 33 Ge3onacHOCT

Edexti pH REKIMHUYHUTE POy BaHms ce HaG/mo4aBat [MABHO NPH SKCIO3HLIM, KOWTO Ha/IBUIABAT
MAKCHIMANHATA eKCIIOULIMS [IPH Xopa.

DapMaKOKAHETHYHO MOJETMpaHe H CHMyJalupA Ha JAHHM OF MIBXOBC Mpeanosarar, 4e npu
e[HOBPEMEHHO MNpHIOcKeHHe C (peOyKCOCTAT, KIMHWYIHATA 4032 HA MEpKanTonyput/ HH

18



Tpabsa Na ce Hamany 1o 20% unM Mo-Manko OT HPEAXOAHATa NPENNUCaHa 1033, 33 Aa CC m3deruar
BH3MOKHA XEMAToNOruanH edextu (BXK. Touxa 4.5 # 3.3).

Kapyunozenesa, Mymazene3a u yepexcoane Ha gepmunumema

[Tpy MBXKKH [UTBXOBE CTATHCTHYSCKM 3HAYMMO YBENMYEHWe Ha TYMODHT® Ha MAKQYHHA MEXYD
(IPEXOIHOKNETHYEH MAWIOM ¥ KAPLHHOM) € YCTAHOBEHO CaMO BEB BPB3KA C KCAHTHHOBH KAMBHH B
rpynaTa Ha BHCOKH No3W, mpuCnusurenso 11 mbTH excnosnuuara npu Xopa. Hama 3madumo
yBeNMYeHNe HA APYT TUI TYMOp HHTO HPH MBKUTe, HUTO PH KEHCKUTe MUIUKN WIH IUT6X0Be. Tean
HAXOIKH Ce CYMTAT 33 TMOCASACTBUE OT BHAOBO CNELdHYHNA MypHHOB METabONH3bM M CBCTABA Ha
ypUHaTa, ® Ge3 3HaueHue 32 KIHHHYHaTa ynorpeba.

CranzapteH Babop OT TECTOBE 3a TEHOTOKCHYHOCT HE MOKa3Ba OWOAOrHMHO CBEP3AHN I'EHOTOKCHYHHI
edext Ha pebykcocrar,

VCTaHOBEHO €, 9e mepopaiHu nosu no 48 mg/kg/nueBo defykcoctar HAMAT EQEKT BHPXY
PepTUNMTETA M PENPOAYKTHBHATA JEAHOCT HAa MBXKH M XKEHCKH TUIBXOBE.

Hsma nauHy 32 yepener GepTiirer, TepaToreHHy ebekTd UM yBpexiane Ha BeTyca, Ab/KAM ce
Ha eGyxcocrar. [1pu BHCOKM Ho3M € HaGMoaBaHa TOKCHYHOCT NPH MAHKaTa, NPUAPYXKeHA OT
HaMaNeHHe Ha HHAekca Ha oTOMBaHe ¥ 3a0aBeHO DalBUTHE HA ITOKOACHUECTO IPH TUIBXOBE TIDH
npubau3nTeNHo 4,3 WHTH eKCHO3HUUATA NPH XOpa. TepaTONOrMYHYA NpOydIBaHuA, NPOBEICHH MpA
GpeMeHHM TTHXOBE, NPH NPUONUINTENHO 4,3 TbTH CKCIIO3MUMATA [P XOp2 1 6peMeHHY 3aiilid NpH
NpHOMM3ATENHO 13 MHTH SKCTIOSHUMATA HPH X0Pa He NOKA3BaT TEPaTOreHHY e eKTH.

6. GAPMAINEBTUYHA JAHHHKA
6.1 Crucsbx HA NOMOIHUTE BEIECTBA

Adpo na mabnemrama.
MUKPOKPHCTAIHA RETYI032

Manuton E421
XuapoxCHNpONTMIILISTY 1038
KpockapMeno3a Harpuh

Marnesnes cTeapar

Harpues naypuncyndar

CuniueB OUOKCHI, XolonmeH 6e3BONCH

Dunmoso nokpumue.
Honusuamnos ankoxon (E1203)
Turanos aroxcu (E171)
Maxkporos

Tanx (E553b)

et sxenesen okcun (E172)
UeppeH xeneseH okenn (E172)

6.2 HecsBMecTMOCTH
Henpunoxumo
6.3 Cpok na rogrocr

36 Mecena 3a IPOAYKT ONAKOBAH B AJlyMHHUH/ANTyMAHUA OIHCTEDH.,
30 Mecena 3a npoaykT ontakosad B PYC/PE/PVDC Gaucrepn.

6.4 CrieuHiaIHH YC/I0BHA HA ChXPAHEHHE
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To3u NeKapCTBEH MPOAYKT He HIHCKBA CNICLIHATHY YCIOBUA 33 ChXPaHCHHE.
6.5 Buj u cBHABPIKRAHKE HA ONAKOBKATA

Anymuruit/Anymuanit wma PYC/PE/PVDC Gnucrepu.

Ipennara ce B onakosku ot 10, 14, 28, 30, 42, 56, 84 u 98 puiMupany TabneTku.
He BcHUKHA BHAOBE OI2KOBKY MOTaT 1a Gp1aT MyCcHATH B nponaxba.

6.6 Cneunanny NPeANAZHH MEPKH NP HIXBLPINE

Hama cnenpanyiy WinCKBauus.

7. NPATEXATEJ HA PASPEHIEHHETO 3A YIIOTPEBA
PHARMASCIENCE INTERNATIONAL LIMITED

Lampousas }

10935 Nicosia

Kumsp

8. HOMEP(A) HA PAIPEINEHUETO 3A YIIOTPEBA
Peructpanmored Ne 20180151

9. IATA HA ITbPBO PASPEHIABAHE/TIOJHOBABAHE HA PASPEIIEHUETO 3A
YIIOTPEBA

Jlata Ha mepRo paspemasane: 21 oru 2018

10. JATA HA AKTYAJIMIUPAHE HA TEKCTA
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