HPUJIOKEHUE I

KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA



1. HUME HA JIEKAPCTBEHMA TPOAYKT

®ebykcocrtat Viatris 80 mg ¢unmupanu TadbneTku

2. KAYECTBEH U KOJIMYECTBEH CbCTAB
Besika Tabietka chabpika 80 mg pedykcocrar (febuxostat).

[TomMONTHO BEMIECTBO C U3BECTHO ACHUCTHE

Bcesika Tabnerka cpabpika 236,0 mg makTo3a.

3a IBJIHMSA CIIUCHK Ha IIOMOIIHUTE BEIECTBA BIDKTE ToUuKa 6.1.

3. JIEKAPCTBEHA ®OPMA

®duimupana TabneTka (TabieTKa).

JKwnra, ¢ popma Ha Kancyma, JBOWHOM3ITEKHATIA Ta0JIETKa, C pa3Mepr puOImM3uTenHo 16 x 7 mm, ¢
BUTEOHATO penedHo o3HaueHne M oT emHaTa cTpaHa Ha TabneTkata u FX3 ot mpyrara ctpaHa.

4. KJIMHUYHU JAHHHN

4.1 TepaneBTHYHU MOKA3AHUS

JleueHne Ha XpOHUYHA XUIIEPYPUKEMUSI IIPH CHCTOSIHUS, IPU KOUTO BEYE € HACTBITHIIO OTJIaraHe Ha
ypaT# (BKIIOUUTETHO aHaMHEe3a WM Haltn4re Ha To(u u/uin nojgarpo3eH aptpur). Gedykcocrat
Viatris e oka3aH Ipy Bb3PacTHU.

4.2 Jlo3MpOBKa M HAYMH HA MPUJIOKEHHE

ﬂOBI/I[zOBKa

[Mpenopbunrtennata no3za Gedykcocrar Viatris e 80 mg euH BT JHEBHO, HE3aBUCHMO OT XpaHara.
AKO CTOWHOCTTa Ha TUKOYHATA KUceNnHa B cepyMa e > 6 mg/dl (357 umol/l) cnex 2-4 cenmury,
MoOXe Ja ce oomuciu npuinaradero Ha dedykcocrar Viatris 120 mg equH IbT THEBHO.

debykcoctat Viatris neiicTBa 10CTaThYHO OBP30, KOSTO MO3BOJISIBA TIOBTOPHO M3CIICIBAHE HA
MUKOYHATA KUCETHHA B cepyma ciien 2 cenMuiiy. TepaneBTHYHATA [IE]T € 1 Ce TIOHIDKH U TOIbpKa
MUKOYHATA KUCeJIMHa B cepyMa noa 6 mg/dl (357 umol/1).

[IpenopbuBa ce Hali-MaiKo 6 Mecena NpoUIAKTUKA HA TOAarpO3EH NPUCTHI (BXK. TouKa 4.4).

Cmapuecka 6v3pacm
He ce nanara agantupane Ha Jj03aTa IpH NAIMEHTH B CTapyecka Bh3pacT (BXK. Touka 5.2).

bvopeuno yspeacoane
EduxacHoctTa 1 6€30MacHOCTTa pH MALUEHTH C TEXKKa CTENEeH Ha ObOpevHo yBpeXaaHe
(kpeaTrHUHOB KIMpBHC <30 ml/min, BX. Touka 5.2) HE ca HAITBJIHO OLICHEHH.

He e HeoOxoanmMo aganTupaHe Ha J03aTa MPHU HMAITUSHTH ¢ JIeKa Wi YMepeHa CTEIeH Ha OhOpeTHO
YBpEKIaHe.



Yeprodpobno yepesicoane

Edwukacuoctra n1 6e3omacHocTTa Ha (peOyKCOCTaT MPH MATUEHTH C TEKKA CTETIeH Ha YePHOAPOOHO
yBpexaane (Child Pugh Class C) He ca mpoy4BaHu.

[IpenopbunTenHaTa 103a IpH MALKEHTH C JIeKa CTENeH Ha YepHOApoOHO yBpexaaHe ¢ 80 mg. Mma
orpaHuueHa HHPOPMAIHS TPH NANMEHTH C YMEPECHA CTEIICH Ha YepHOAPOOHO YBpEKIaHe.

Ileduampuuna nonynayus
besomacHocTTa 1 edmkacHocTTa Ha (hedyKcocTart ImpH Aera Ha Bb3pacT no 18 roguam He ca

noka3zanu. JInmesaT JaHHU.

Hauwn Ha nipunoxkeHue

[epopanHo npuiIoKEHHE.
®edykcocTat Viatris TpsiOBa 1a ce mpreMa Ipe3 ycrata i MOXKe Ja ce IprueMa ChC Win 0e3 XpaHa.
4.3 IIporuBomoKa3aHuA

CBpBX4yBCTBUTEITHOCT KbM aKTHBHOTO BEIIECTBO HITH KbM HSIKOE OT MOMOIIHUTE BEIIECTBA,
n30poeHH B Touka 6.1 (BXK. ChIIO TOUKa 4.8).

4.4 CuoeuuaJHu npeaynpe:xIeHUusi U NpeANa3Hu MePKHU IpH ynorpeda

CupieyHOCHI0BY 3a001IBaHUSI

[Tpu manmenTy ¢ mpemecTBalld CEpUO3HU ChPJCYHOCHIOBH 3a00sBaHus (Harp. HHPAPKT HA
MHUOKapJ1a, MHCYJIT WK HECTAOWITHA CTCHOKAPKS), [0 BpeMe Ha pa3pabOTBaHETO Ha MPOAYKTA U B
€JIHO TIpoy4BaHe ciej pasperiaBane 3a ynotpeda (CARES), e HabmoqaBaH mo-rojisiM Opoii JeTaaHu
CHhpPACYHOCHIOBU CHOUTHS ITpH (HeOYyKCOCTAT B CPABHEHHUE C aJIOTyPHHOIL.

Brrnpeku ToBa, B ocieABalio npoyusaHe cief paspemiasane 3a ynorpeda (FAST), debykcocrar ce
SBsSIBa HEMH(EPUOPEH CIPSMO AIOMYyPUHOI MO OTHOLIEHUE HA YECTOTATa, KAKTO Ha JICTAIHHU, TaKka 1 Ha
HeJIETaJTHA ChPACYHOCHAOBH CHOUTHSL.

JleueHneTo Tpy Ta3W TpyNa MAMEHTH TPsOBA Ja ce U3BBPIIBA BHUMATEIHO U Te TPsIOBa aa ce
HaOJII0JaBaT PEIOBHO. 32 MOBeUe MOAPOOHOCTH OTHOCHO 0€30IaCHOCTTA MO OTHOIICHUE Ha

CBhpPJIEYHOCHI0BATa crcTeMa Ha pedykcocTaT BiKTe Touka 4.8 1 Touka 5.1.

AHCDFI/IH KbM JICKApCTBCHUA HDOIIVKT/ CBPBXYYBCTBUTCIHOCT

[Ipy mOCTMAapKETUHTOBUS ONUT PSAAKO ca JOKJIaJBaHH CEPHO3HU aJlepIrHYHH PEaKH/PEaKkny Ha
CBPBXYYBCTBUTEIHOCT, BKJIFOUATETHO KMBOTO3acTpalaBalnTe CHHApoM Ha Stevens-Johnson,
TOKCHYHA enujepMaliHa HEKPoJIn3a U ocTpa aHa(MIIaKTHYHA peakus/moK. B moBeueTo ciyyan Te3u
peaKyy Bb3HUKBAT 110 BpEME Ha IIbPBUS MECel] OT JIedeHueTo ¢ ¢pedykcoctar. Hakoun, HO He BCHUKH
OT Te3M MaIMEeHTH, ca ChOOIIHIIH 32 ObOPEUHO YBPEKIAHE W/HUIIH MPEAIIecTBaIa
CBPBXUYYBCTBUTEITHOCT KbM ANOMYPUHOJ. TEKKH peakiiuy Ha CBPBXUYBCTBUTEIHOCT, BKIIFOUNTEITHO
JIeKapCTBEHA peakius ¢ eo3uHopmus u cucreMan cumntomu (Drug Reaction with Eosinophilia and
Systemic Symptoms, DRESS), ce cBbp3Bat B HIKOM CiIy4au C BUCOKA TEMIIEPATYypa, XeMaTOJIOTHYHO,
0BOpETHO MITH YePHOIPOOHO 3acsTaHe.

[TaruenTure Tpsa6Ba na ObaaT MHGOPMHUPAHU 3a IPU3HALUTE U CUMIITOMUTE U Ja c€ HaOIr01aBat
BHUMATEIJTHO 332 CUMIITOMH Ha aJleprHYHH PEaKI[UH/PEaKIii Ha CBPBXIYBCTBHTEIHOCT (BXK. TOUKA
4.8). JleuenueTto ¢ pedykcocTaT TpsiOBa BeaHara aa ObJie CIPSAHO, aKO Bb3HUKHAT CEPUO3HU
AJICPTHYHU PEaKIUU/PEaKIMi Ha CBPhXIYBCTBUTEIHOCT, BKIIOYUTEITHO CHHIPOM Ha Stevens-Johnson,
THI KaTO PAHHOTO MPEKPATABAHE € CBHP3BAHO C MO-100pa MPOrHo3a. AKO MAIUEHT € Pa3BHIl
aJIePTUYHU PEaKIMK/ PEakIuy Ha CBPBXYYBCTBUTEIHOCT, BKIIIOUHTEITHO CHHIPOM Ha Stevens-Johnson



1 ocTpa aHa(UIaKTHYHA PEAKIIH/IIOK, ICYCHUETO ¢ (eOyKcocTaT He TpsiOBa HUKOTA Ja Objie
3al0YBaHO OTHOBO MPH TO3H MAIIUCHT.

OcTpu 1oarpo3Hu Kpusu (Mogarpo3eH IPUCTHII)

Jleuenueto ¢ hedykcocTaT He TPsIOBa J1a ce 3al04Ba IPEAX OCTpaTa MoJarpo3Ha Kpusa Ja € HalrbJIHO
or3Byvana. [logarpo3uu npucThIM MOXKE Ja HACTHIIAT IPHU 3alI0YBAHE HA JIEUEHUETO, TOPATH
IPOMSIHA Ha CTOMHOCTHTE Ha MMMKOYHATa KUCEJIMHA B CEpyMa, KOETO BOAU 10 MOOWIIN3UPAHE HA ypaTH
OT ThKaHHUTE Aemna (BK. Touku 4.8 u 5.1). Ilpu 3amouBane Ha JedeHme ¢ (pedyKcocTar ce mpenopbIBa
Haif-manko 6 mecena npoduiakruka Ha npuctbia ¢ HCIIBJI win konxunuH (BX. Touka 4.2).

AKO HaCTBITH MIOAArPO3EH MPHUCTHII IO BpeMe Ha jiedeHne ¢ (pedykcocTat, To He TpIOBa aa ce
npeycTaHoBsiBa. [logarpo3HusaT npucThi TPSAOBA Ja ce OBIaJce SAHOBPEMEHHO, IO HAYHMH, TIOIXOJISIII
3a OTAENHHS NanueHT. [IpoabKuTeTHOTO JieueHue ¢ pedyKcocTaT HamalsiBa YecToTaTa U Chjiara Ha
MOJJArPO3HUTE TIPUCTBITH.

OTtJiarage Ha KCaHTHH

[Ipy marueHTH ChC 3HAYMTETHO MOBHIIIEHA CKOPOCT Ha 00pa3yBaHe Ha ypaTu (Hamp. 37I0Ka4eCTBEHO
3a0oJIsIBaHE M HETOBOTO JicueHue, cuaapoM Ha Lesch-Nyhan) abcomtoTHaTta KOHLIEHTpanus Ha
KCaHTHH B YpPUHATa MOXKE B PSIIKH CJIy4yau Jia ce MOBUIIY 3HAYUTEIIHO U JIa IOBEJE /10 OTJIaraHe B
nukovyHuTe mbruiia. [lopaau numca Ha onut ¢ GpedykcocTat, ynorpedarTa My IpH TE€3H MOMyJIALUH He
ce IperopbyBa.

Mepxkanronypus/a3aTHOIPHH

He ce npenoppuBa ynorpedata Ha ¢peOyKcoCTaT NpH MALHEHTH, JIEKYBaHU €JTHOBPEMEHHO C
MEpKaIlTOIypPHH/a3aTHONPHH, Thi KaTO MHHXUOMpPaHETO Ha KCAHTHHOKCHa3aTa oT GpedyKkcocTaT MoKe
Jla IPUYMHY TTOBHIICHH TUIa3MEHU KOHLICHTPAIIMY HAa MEPKANTOITypHH/a3aTHOIIPUH, KOETO MOXKE 1
JI0BeJIe TO TeXKa TOKCHYHOCT. Koraro koMOMHAIMATa HE MOXKE J1a ce n30erHe ce npenopbuBa
HamaJsBaHe Ha J03UTe Ha MEPKANTOIypuH/a3aTuonpuH 10 20% HiH [0-MaJIKo OT Mpeaxo1HaTa
Hpe/rcana /103a, 3a 1a ce M30erHaT Bb3MOKHH XeMATOJIOTHUHN e(eKTH (BK. ToukH 4.5 u 5.3).

[Narmenture TpsOBa J1a C€ MOHUTOPUPAT OTOJIM30 U JI03aTa Ha MEPKANTOIYPHH/a3aTHONPUH TPsOBa Jia
ObJle KOpUTHpaHa BIIOCIIEACTBHE Bb3 OCHOBA HA OIIEHKATa HAa TEPAIIeBTUYHIS OTTOBOP M HAYAJIOTO Ha

CBCHTYAJIHU TOKCUYHU e(i)eKTI/I.

PenmpnuenTu Ha OpraHHu npucajaKu

ITopaau nuncara Ha ONMUT MPH PEIMITMEHTH Ha OPraHHU NPUCAIKH, HE Ce MPeropbyBa yrnorpedara Ha
(ebykcocTar py TaKuBa MalMeHTH (BXK. Touka 5.1).

Teodunna

VYcTaHOBEHO €, Ye JUICBa (hapMaKOKUHETHYHO B3aUMO/ICHCTBIE TP €IHOBPEMEHHO TPHIIOKEHHE Ha
¢dedykcoctar 80 mg 1 TeopmmH 400 mg enuHIYHA 7032 TIPH 31IpaBU JOOPOBOIIIH (BXK. ToUKa 4.5).
®dedykcoctat 80 mg MoXke Aa ce yroTpeOsiBa MpH MalleHTH, JICKYBaHH €IHOBPEMEHHO ¢ TCO(DUIIHH,
0e3 pUCK OT yBeln4eHHe Ha Teo(WINH B IU1a3Mara. Hsama Hanudaau nannu 3a gpedykcocrat 120 mg.

YepHoapoOHU HAPYIIEHUS

ITo BpeMe Ha 0OeTMHEHNUTE KITMHUYHE MTPOy4YBaHus (aza 3 ca HaOIFOJaBaHU JICKH OTKIOHCHHS MTPU
4epHOAPOOHUTE (DYHKITMOHAIHH MTOKA3aTeNln TPY NaINeHTH, JeKyBaHu ¢ ¢pedykcocrar (5,0%).
Uscnenpane Ha 4epHOAPOOHHUTE PYHKIIMOHAITHH MTOKA3aTENN Ce MPENOPHYBA NPE/IN 3all04YBaHE Ha
Tepanus ¢ PeOyKcocTaT U MEPHOANYHO CIIE]] TOBA, Bb3 OCHOBA HA KIIMHUYHATA TIPEIIeHKA (BXK.
Touxka 5.1).



Tupounnu 3a00IsIBAaHUS

[MoBumienu croitnoctu Ha TSH (>5,5 ulU/ml) ca HaGnronaBanu npu MalMeHTH HA POIBIKUTEITHO
neuenue ¢ pedykcocrar (5,5%) npu ABATOCPOUHU OTBOPEHH pa3lIMpeHus Ha npoyuBaHus. Hamara ce
MOBHIIIEHO BHUMAaHuUE, Korato ¢peOyKcocTar ce ynorpedsiBa py NalUeHTH C HapyLeHa TUPOUIHA
¢byHKIH (BX. Touka 5.1).

IlomomniHu BemecTBa

®dedykcocrat Viatris chabpKart JiakTo3a. [lanueHTrTe ¢ peaKu HaclIeICTBEHHU MPodJIeMy Ha
HEMIOHOCHMOCT KbM TaJlaKT03a, IThJICH JIAKTAa3¢H JS(UINT WIH TIIFOKO30-TalaKTO3Ha Maiadcoponus,
He TpsiOBa 11a IpreMaT TOBa JICKapPCTRBO.

®debdykcocTat Viatris TabJIETKU ChIIbprKa MO-Majko oT 1 mmol HaTpuii (23 mg) Ha TabneTKa, T.e.
MOXe J1a ce Kaxke, ue MPaKTHIECKH HE ChIbprKa HATPHIA.

4.5 B3amMmopeiicTBHe ¢ IPYTHU JeKAPCTBEHM MPOAYKTH M APYTrH (JopMH Ha B3aNMo/eiicTBHe

MepKanTonypyuH/a3aTUonpuH

BB3 ocHOBa Ha MexaHU3Ma Ha JeiicTBre Ha PedyKkcocTaT, MHXHOMpaHe Ha KcanTnHoKcunasara (KO),
HE ce MpenopbyBa ChIIbTCTBaNaTa UM ynorpeda. Maxudbupanero Ha KO ot debykcoctaT Moxe n1a
JIOBEJIe 10 YBEJIMYaBaHEe HA KOHIIEHTPALMATA HA TE3H JIEKapCTBa B IIa3MaTa, KOETO BOJH 10
MHEJIOTOKCHYHOCT.

B cityuaii Ha eTHOBpeMeHHO npuiioxkenue ¢ (edyKcocTar, 103aTra Ha MEpKanTOIypHUH/a3aTHOIPHH
TpsOBa na ce Hamaiu 10 20% Wi IMO-MaJKo OT MPEeIX0oHaTa Mpeaniucana 103a (Bx. Touku 4.4 u 5.3).
AJIeKBaTHOCTTA Ha MPE/JIOKeHaTa KOPEKIMs Ha J103aTa, KOSITO Ceé OCHOBaBa Ha MOJIETTUPAHE U
CHMYJIAIIMOHEH aHAIN3 OT MPEAKIMHIYHN JaHHH MPH TUTHXOBE, € MTOTBBP/ICHA OT PE3YITATUTE OT
KIIMHUYHO MPOYYBaHE 3a B3aUMOJICHCTBUE OT THIIA ,,JIEKAPCTBO-JIEKAPCTBO ™ TIPH 37[paBH JOOPOBOJIIIH,
npueManiy azatronpud 100 mg caMOCTOSATEIHO ¥ TOHMKEHA 71032 Ha a3aTHONpPHH (25 mg) B
koMOuHanus ¢ pedykcocrar (40 win 120 mg).

He ca npoBexaanu nmpoyyBaHus 3a JIEKapCTBEHO B3aMMo/JIeiicTBUE Ha edyKcocTaT ¢ Apyra
UTOTOKCUYHA XUMHOTepamnus. Hsima qanHu oTHOCHO Oe3omacHocTTa Ha edyKcocTaT 1Mo BpeMe Ha

JIpyra HUTOTOKCHUYHA TEPAIIUS.

Posurnurazon/CYP2CS8 cybcrpatn

YcraHoBeHo e, ye ¢edykcocTar e cnabd uaxuourop Ha CYP2CS in vitro. Ilpu npoyuBane npu 31paBu
JI00pOBOIIIHN, €AHOBPEMEHHOTO IpuiiokeHue Ha 120 mg ¢pedykcocTaT eqHOKPaTHO AHEBHO U
€IHOKpaTHA TiepopaliHa 71032 pO3UIIINTa30H 4 mg HaMa e(heKT BbpXY (hapMaKOKHHETHKATa Ha
PO3UTIIUTA30H U HETOBUSI META0OJIUT N-JIeCMETHII PO3UTIIMTA30H, KOETO TIOKa3Ba, ue GedykcocTaT He
e uaxuourop Ha CYP2C8 ensuma in vivo. ETo 3a1110 He ce 0YaKBa €THOBPEMEHHOTO MPIJIOKEHUE Ha
¢debykcoctar ¢ po3urauTazon win apyru CYP2C8 cyOcTparu a Hajlara ajganThpaHe Ha J103aTa Ha
T€3W CHETNHEHMS.

Teodumun

IIpoBeneHo e mpoy4BaHe 3a B3aMMOACHCTBUE TIPHU 37JpaBU JOOPOBOIIH ¢ (he0yKCoCTaT, 3a Jia Ce OlCHH
nanmu naxuoupaneTo Ha KO Moke a MpUYrHY NOBUIIICHHE HA HUBATa Ha TEO(PHMIIMH B IIUPKYJIAIUATA,
KaKTo € cho0IIeHo npu npyru uaxuouTopu Ha KO. Pesynrarure oT npoy4BaHETO MOKa3BaT, 4e
€HOBPEMEHHOTO IpUiIokeHne Ha GedykcoctaT 80 mg eAHOKPATHO THEBHO C SAMHUYHA 1032
teodmmH 400 mg He oka3zBa e)eKT BbpPXY (hapMaKOKHMHETHUKATA MM 0€30MaCHOCTTA HA TEO(UIIHH.
ETo 3amio He ce mpemopryBa NOBUIICHO BHUMaHUE, ako ¢edykcoctar 80 mg 1 TeOPINH ce TpriaraT
enHoBpeMeHHO. HsaMma Hanmmanu manam 3a pedykcocrat 120 mg.



HanpokceH u 1pyru MHXHOUTOPH Ha TIIFOKYPOHUPAHETO

MeTabonu3MbT Ha PedyKcocTaT 3aBUCH OT YpuAKH rmoKypoHuI Tpancdepaznu (UGT) enzumu.
JlekapcTBeHNTE NPOLYKTH, KOUTO HHXHOUpAT ItoKypoHupaneto, karo HCIIBJI u mpoGenenun,
TEOPETHIHO OMXa MOTIIH Ja TIOBIHAAT eUMUHUpPaHeTo Ha Gebykcoctat. [Ipu 3mpaBu mobpoBomm,
eIHOBpeMeHHaTa ynorpebda Ha pedykcocTaT u HapokceH 250 mg 1Ba IbTH AHEBHO, € CBBP3aHa C
noBuieHa ekcro3unus Ha pedykcocTaT (Cmax 28%, AUC 41% u ti» 26%). [Ipu kmuHUYHN
npoyuBaHus, ynorpebdarta Ha HanpokceH win apyra HCIIBJI/Cox-2 nHXuOUTOpH HE € CBBhp3aHa C
KITMHIYHO 3HAYMMO yBeJINYaBaHe Ha HEXKETaHNUTE PEaKIiuu.

®debykcocTaT MOXKE J1a ce Tpuilara eTHOBPEeMEHHO C HapoKceH 0e3 1a € Heo0X0IUMO alalTHPaHe Ha
nmo3aTa Ha GpeOyKcoCTaT MM HalPOKCEH.

MuaykTopu Ha TIIOKYPOHHUPAHETO

Momnau namykTopu Ha UGT eH3nMuTe OMxa MOTIIH Jja OBEIAT /10 MIOBUIIIEH METa00IIN3bM U
HamaJieHa euKacHOCT Ha (heOykcocTar. [lopanu ToBa ce mpenopbuBa NpociieAs BaHe Ha TUKOYHATA
KHCEJIMHA B cepyMa 1-2 ceqMuIM ciell Ha4ajJoTo Ha JCYSHHE C MOIIEH HHIYKTOp Ha
IIOKypoHupaneTo. O0paTHO, MPEKbCBAHE HA JICYCHUETO C MHIYKTOP MOXeE Ja JJOBEAE A0 MOBUILIECHU
TUTa3MEHH HUBA Ha QedyKcocTarT.

Koaxunma/maagoMeTany/XuapoxJIopoTra3ua/saphapud

®debykcocTaT MOXKeE J1a ce Tpuiiara eIHOBPEMEHHO C KOJIXHIIMH WJIH UHIIOMETAIINH, 0e3 11 e
HEO0XOIUMO aJanTupaHe Ha 1o3aTa Ha (peOyKCOCTaT MIM Ha €THOBPEMEHHO NMPHIAraHOTO aKTHBHO
BEIIIECTBO.

He e HeoOxoauMo agantupaHe Ha J1o3ata Ha peOyKcocTaT, KOraTo ce mpuiara ¢ XuApoxJIopOTHA3H/L.
He e HeoOxoauMo agantupane Ha Jo3ata Ha BapdapyH, KOraTo ce npwmiara ¢ gpedykcocTart.
[punoxxenueto Ha pedykcocTar (80 mg unu 120 mg BeIHBK JHEBHO) ¢ BapdapuH HE 0Ka3Ba e(heKT
BBPXY (hapMaKOKHHETHKATa Ha BapdapuH npu 3apasu nooposomin. INR u akTuBHOCTTa Ha (hakTop

VII cb110 He ce MOBAUSIBAT OT €IHOBPEMEHHOTO NPUIIOXKeHHE Ha (hedyKkcocTar.

Jesunpamuu/CYP2D6 cybeTparu

YcraHnoBeHo e, ue pedykcocrar e cnabd naxuourop Ha CYP2D6 in vitro. [Ipu npoy4uBane npu 31paBu
no0poBouiy, 120 mg gpedykcocTaT THEBHO € A0BEJIO 0 cpeano yBeauuenue ¢ 22% na AUC Ha
nesunpamuHa, cyoctpar Ha CYP2D6, noka3Baiiku noTeHnualieH ciad nHxuoupan epekt Ha
¢bebdykcocrar Bbpxy CYP2D6 ensuma in vivo.

ITopanu ToBa, He ce OYaKBa €THOBPEMEHHOTO MIPHUIIOKEHHE Ha hedyKcocTaT ¢ Ipyru cyOcTpaTu Ha
CYP2D6 na u3uckBa agantupaHe Ha 103aTa Ha TE3U ChbEIUHEHUS.

AHTHamman
YcTaHOBEHO €, 4e €THOBPEMEHHOTO MPUEMaHe Ha aHTHAINI, ChIbpPIKAIll MarHe3WeB XUAPOKCU 1
ATYMHHHUEB XUJIPOKCHUJI 3a0aBst abcopOiusita Ha hedykcocTar (MprOIM3nuTeNHO | Yac) U IpUIUHsIBA

32% namanenue Ha Cmax, HO He € HaOmroaBana 3Haunma npomsina Ha AUC. Ilopanu ToBa,
(hebykcocTar MOXKe J1a Ce IIpreMa HEe3aBUCHUMO OT yroTpedaTa Ha aHTHAIU.

4.6 @epTHINTET, OPEMEHHOCT U KbpMeHe

BpemenHoct

JlaHHUTE OT MHOTO OTPaHUYEH OPO¥l CTydan Ha SKCIIO3UIIMS 10 BpeMe Ha OPEeMEHHOCT HE MOoKa3Bat
HexelaHu ehekTH Ha PeOyKcocTaT BbpXy OPEMEHHOCTTA HIIM 31paBeTo Ha (eTyca/HOBOPOICHOTO



nete. EkcriepuMeHTaIHUTE TIPOYYBaHUS ITPH )KHBOTHU HE TIOKA3BaT MPSIKO WK HETIPSIKO BPEIHO
BB3IEHCTBIE BHPXY OPEMEHHOCTTa, EMOPHOHATTHOTO/PEeTaTHO Pa3BUTHE WIIH PAKIAHETO (BXK. TOUKA
5.3). lloTeHumanHUAT PUCK IIpH X0pa He € u3BecTeH. DedykcocTaT He TPsIOBa Jla ce M3MO3Ba 0
BpeMe Ha OpEMEHHOCT.

Kwpmene

He e u3BecTHO nanmu (peOyKcocTar ce eKCKpeTHpa B KbpMaTa. EKCriepiMeHTaTHUTE NPOYYBaHHs TPU
JKMBOTHH ITOKA3BAT EKCKPELUs Ha TOBA aKTHBHO BEIIECTBO B MISIKOTO M HAPYILCHO Pa3BUTHE HA
cyuenure Manku. He Moske 1a ce M3KIIIOUM pUCKa 3a KbpMaueTo. Pedykcocrar He TpsOBa 1a ce
ynoTpebsBa 1o BpeMe Ha KbPMEHE.

deprunurer

PenpoaykTHBHU MPOyYBaHUS TIPU )KUBOTHU ¢ 103U J10 48 mg/kg/neH He MoKa3BaT 10303aBUCUMHU
HEeXXeNlaH! peakuy BepXy (peprmmreTa (Bk. Touka 5.3). EQexTsT Ha PpedykcocTaT BEPXY
(depTUIMTETA IPU XOpa HE € U3BECTCH.

4.7 EdexTu BbpXy cioco0HOCTTa 32 oupaHe U padora ¢ MAIUIMHHA

[Tpu ynotpebaTa Ha edyKcOCTaT ca JOKJIaABaHU COMHOJICHTHOCT, 3aMasHOCT, TAPECTe3Hs, U
3aMbIJICHO 3peHue. [lanuenTure TpsOBa 1a MPOSBIBAT MOBUIICHO BHUMAHKE TIPS J1a Iodupar,
paboTAT ¢ MAIIMHU WM Y4acTBAT B OMACHU JICHHOCTH, OKATO ce yoeiT, ue eOyKkcocTaT HIMa Ja
IIOBJINAC HC6HaFOHpI/I$1THO HU3II'BJIHECHUCTO.

4.8 Hexenanu JeKapcTBeHH peakuuu

Pesrome Ha npoduiaa Ha 0€30IacHOCT

Haii-yecTo cbo011aBaHUTE HEXENAaHW PEaKIUK TP KIMHUYHY NpoyuyBanus (4 072 ydacTHHIMH,
JIeKyBaHH 1oHe ¢ j03a oT 10 mg 1o 300 mg), mocTMapKETHHTOBOTO MPOYyYBaHe 3a 6€30macHOCT
(IlpoyuBane FAST: 3001 yyactauiu ca siekyBanu ¢ 1o3u ot 80 mg 1o 120 mg) u npu
MOCTMAPKETHHIOBUSI OIUT Ca MOJArpo3HH MPUCTHITH, OTKJIOHEHHE B YepHOIpoOHaTa (HyHKLUS,
Juapus, TajicHe, TJ1aBo0oJIue, 3aMastHOCT, JUCITHES, OOPUB, IIPYPUTYC, apTPAITHs, MUAJITHs, OOJIKa B
KpalHUIUTE, OTOK M yMOpa. Te3u HexXeJIaH! peakiy B IIOBEUETO CIyyaH ca JIEKH J0 YMEPEHH IO
TeXeCT. PAAKO Ipu MOCTMapKETUHIOBHS OITUT Ca Bb3HUKHAIN CEPHO3HH PEAKLIUHU Ha
CBPBXUYBCTBUTEIHOCT KbM (heOyKCOCTaT, HSIKOU OT KOUTO ca CBBP3aHH ChbC CUCTEMHU CHMIITOMH 1
pellky CHOMTHS Ha BHE3AIHA ChPJeYHA CMBPT.

Hexenanu peakimu B TaOJIUYEH BUI

Yecrtu (>1/100 mo <1/10), neuectu (>1/1 000 mo <1/100) u peaxu (=1/10 000 xo <1/1 000) HexkenaHU
peakiuy, Bb3HUKHAJIH MPH MAlMECHTH Ha JIedeHHe ¢ PeOyKcocTaT ca n30pOeHH MO-101y.

IIpu Bcsko rpynupaHe Mo 4ecToTa HeKeIaHUTE PEAKITUU ce H30pOsSBAT B HU3XOISIII PE 110
OTHOIIIEHUE Ha TSIXHATa CEPUO3HOCT.

Tabruya 1: Hescenanu peaxyuu npu KOMOUHUPAHU 0bA20CPOUHU HPOOBIICEHUS HA NPOYUEAHUS
@asza 3, nocmmapkemunco80 npoyusare 3a 6€30naACHOCI U HOCMMAPKEMUH208 ONUM

Hapyenus Ha kpbBTa U Penku

muMdHaTa CUCTEMa [{aHIUTONCHHS, TPOMOOIUTOIICH S, ArPAHYJIOLUTO3a*, AaHEMHS

Hapyuienust Ha uMyHHaTa Penxu

crucreMa AHadmIakTHYHA peaknus’™, JeKapCTBEHA CBPBXIYBCTBUTEITHOCT™

Hapymmenus Ha eHTOKpUHHATA Heuectu

cucTemMa [ToBumeHn HIBa HAa THPEOCTUMYITHPAI] XOPMOH B KPBBTA,
XHIOTHPCOHIH3BM




Hapymenus Ha oxoTo

Heuectu
3aMBITICHO 3pCHIE

Penxu
3anyuiBaHe Ha peTUHAJIHATA apTepHa#

Hapymenns Ha MmeTabonu3Ma 1
XpaHEHETO

YecTu***

Ilomarpo3eH npucTbIl

Heuectu

3axapeH quabeT, XUICePIUIUICMIsI, HAMAJICH arleTuUT,
MOBHUIIIABAHE HA TErJI0TO

Penkn

[TonumxkaBaHe Ha TETIOTO, MOBUIIICH ATICTUT, AHOPEKCHS,
XUTICPITATTHIEMUS

IIcuxuyHu HapyIIEHUS

Heuectun
Hamaneno nmubumo, 6e3chHHe

Penku
HepBHOCT, IENPECMBHO HACTPOEHUE", HAPYIIIEHHS HA ChHS"

Hapyuienust Ha HepBHaTa
cucremMa

Yectu

I'maBo6oiue, 3aMasHOCT

Heuectu

[TapecTe3ust, XeMHIIape3a, COMHOJIEHTHOCT, JIETAPrHs’, IPOMEHEH
BKyC, XHUIIOCCTEC3UA, XUITOCMUS

Penku

Areysus’, ycenane 3a nmapese’

Hapymenus Ha yxoto u
nabupuHTa

Heuectu
Tunutyc

Penkn
Bepturo”

Copreynu HapyIIeHUs

Heuectu
[Ipeacbpano mbxaeHe, naanuTanuu, otkiaonenus B EKT,
apuTMus”

Penku
BHesanHa cppeyna cMppT*

CboBU HapyLIEHUS

Heuectn
XUTNepToHHS, 3a4epBIBaHE, TOPEIIH BhIHH

Penxu
LlupxynaTopen Konanc”

PecnimpaTtopHu HapyieHHUs

Yectn

JucmHes

Heuectn

BponxuT, nH(pEKIHs Ha TOPHUTE JUXATEITHU TBTUIIA, UHPEKIUSI
Ha JIOJIHKTE JMXaTeIHU IbTUIIA", Kalumna, xpema”

Penxu

IMaeBMOHUS"

CroManiHo-4YpeBHH HapyIICHUS

Yecru

Juapusi, rajieHe

Heuectu:

A6omuHanHa 6oska, aboMUHaIHa 00JIKa B rOpHATa 4acT *,
pasayBaHe Ha Kopema, ractpoe3odareaina pedurykcHa 0oJiecT,
MOBPBIIAHE, CYXOTa B yCTaTa, JUCIEIICHs, KOHCTHITAIIUS, YECTH
M3XOKIaHusl, (hIaTyJICHIUs, TaCTPOMHTECTHHAJICH JUCKOM]OPT,
A3BM B yCTaTa, IIOJyBaHe Ha YCTHUTE", MAHKpEaTUT

Penkn
Cromarno-upeBHa nepdopanus”’, cromarur”




Xenaro-OuauapHu HapyIeHUs

Yectu

Hapymenwne Ha yepHoapoOHaTa pyHKITHS**
Heuectn

Xonenurrasa

Penku
Xenarur, KbJITeHHIA*, 4epHOAPOOHO yBpEKAaHe™®, XOmenucTuT”

Hapymienus Ha koxaTa u
MOJIKO’KHATA ThKaH

Yectu

OO6puB (BKIIOUNUTETHO Pa3INYHU TUIIOBE 0OPUB, CHOOILABAHH C
M0-HUCKA YE€CTOTA, BXK. MO-J0IY ), IPYPUTYC

Hegectn

Hdepmatut, ypTukapusi, 00e31BeTsBaHE Ha KOXAaTa, KOKHA JIe3usl,
MIeTEXHH, MaKyJI03eH O0OPHB, MaKyJIONAIyJI03€H OOPHB,
Tarnyy03eH 0OpUB, XUIIEPXHUIPO3a, ATOTENNS, EK3eMa’, epuTeMm,
HOLIHO M3noTsBane”, copuasuc”, cbposu 06pus”

Penku

TokcnuHa enmaepmanaa Hekpoin3a™®, CuaapoM Ha Stevens-
Johnson, anrnoenem*, nekapcTBeHa peaklus ¢ €03MHODUINS 1
CHCTEMHH CUMIITOMU*, TeHepaliu3upaH oOpuB (ceproseH)™,
exconraTuBeH 00puB, GOIUKYyIapeH 0OpHB, BE3UKYII03CH
00pHB, ITyCTYJI03€H 00pUB, EpUTEMATO3EH O0PHUB,
Mopbourdopmer oOpuB

HapyieHust Ha MycKyJIHO-
CKeJIeTHaTa CHCTEMA U
ChEAVHUTEIIHATA ThKaH

Yectu

ApTpainrus, Muanrus, 60JKa B KpaiHuIuTe”

Heuectu

ApTpHT, MyCKYJTHO-CKEJIeTHa 00JIKa, MyCKyJTHa CladocT,
MYCKYJIHH CIIa3MH, CKOBAHOCT Ha MYCKYyJIUTE, OypCHT, IOAyBaHe
Ha ctaBute”, 6OJIKK B Thp0Oa’, MyCKyJIHO-CKEJIETHA CKOBAHOCT,
CKOBAaHOCT Ha CTaBHTE

Penku

Pab1oMu0IM3a, CHHAPOM Ha POTATOPHKS MAHILIOH", peBMaTHYHA
HOJUMUANITHUS"

Hapymenus nHa 660perute u
MMUKOYHUTE ITHTHUIIA

Heuectu

brOpeuna HegocTaTEYHOCT, He(PpOIUTHA3A, XEMATypHs,
HOJAKUYPHsL, IPOTEMHYPHSL, HEOTIOKHHU MO3MBH 32 yPUHUpAHE”,
UHQPEKIMU Ha YPHUHAPHHS TPaKT"

Penxu
TyOynounTrepcruinanes Hegput*

Hapymienns Ha
BB3IPOU3BOJUTEIHATA CUCTEMA
U I'bpJaTa

Heuectu
EpexTuiina nuchyHKIUS

OO0y HapymeHus u e)eKTH Ha
MSICTOTO Ha IIPUJIOKEHHUE

Yectu

Enem, ymopa

Heuectn

Bolka B IbpuTe, ycemane Ha AUCKOM(pOPT B IPhIHUS KOIIL,
oonka”, Hepasmnosnoxkenne”

Penxu

JKaska, ycemane 3a ropenuna’




N3cnenBanns Heuectu

IToBumena ammunasa B KpbBTa, IIOHMKEH OpOil TPOMOOITHTH,
MOHMKEH Opoii OeN KpbBHH KIIETKH, IIOHMKEH Opoil TMMQpOLUTH,
MTOBUINICH KPEATUHUH B KPHBTA, MOHIKEH XEMOTJIOOHH, TIOBUIIICHA
ypest B KpbBTa, MOBHUIIIEHN TPUTIIUIIEPUAN B KPHBTA, TIOBUIICH
XOJIECTEPOJ B KPBBTa, HAMAJIICH XEMaTOKPHT, IIOBUIIICHA JIAKTaTHA
JIEeXUAPOreHasa B KpbBTa, MOBUILIECH KaTHK B KPHBTA, TIOBUILICHHE
na INR?

Penku

[oBumiena 3axap B KpbBTa, YIBIDKEHO aKTHBHPAHO MApLHATHO
TpoMOOIIJIACTUHOBO BpeMe, HaMalleH Opoii Ha YepBEHUTE KPbBHU
KJIETKH, TIOBUIIIEHA akayiHa (hocdaTaza B KpbBTa; MIOBUIIICHA
KkpeatnH hochoKknHa3a B KPbBTA™

HapansBane, oTpaBsane u Heuectn

YCIIOKHEHUS cIie]l MPOLEAYPH Konrysuu"

: Hesxenanu peakuu OT IIOCTMApKETUHTOBHSI OITUT

**  JlekapcTBeHO-00ycOBeHaTa HEMH()EKIIMO3HA TUAPHS U OTKIIOHEHHUS B YePHOAPOOHUTE
(YHKIMOHAIHYU TECTOBE B 00eAMHEHH Mpoy4BaHus (asa 3ca Mo-uecTy NpH MaleHTH,
JeKyBaHU
€THOBPEMEHHO C KOJIXUIIHH.

**%  BmkTe Touka 5.1 3a 4ecToTa Ha MOJArpo3HH MPUCTHITU B OTACITHH PaHIOMU3UPAHU

KOHTPOJIMPaHU MpoyuBaHus ¢asza 3.

Hesxenanu peakuuu OT IIOCTMApKETHHIOBY MIPOYYBAHHMS 33 O€30II1acCHOCT

Onucanue Ha I/I36DaHI/I HCXCJIaHU pCaKIInu

[Ipy moCTMapKETHHTOBHS OIUT Ca Bb3HUKHAIN PE/IKU CEPUO3HU PEAKIIH Ha CBPbXYYBCTBUTEITHOCT
KbM (eOyKcocTaT, BKIFOUUTEIHO CUHAPOM Ha Stevens-Johnson, TokcudHa enuaepMaiHa HeKpoiau3a u
aHadunakTHyHa peakuus/mok. CHHIpoMbT Ha Stevens-Johnson u TokcuyHaTa enuaepMaiHa
HEKpOJIHM3a Ce XapaKTepHU3upaT ¢ MPOrpecHpalii KOXXHI 0OPHBH, CBBP3aHU C T0OsBAaTa HA MEXYPH WITH
JIe3UH Ha JIMTaBHIIaTa U Bh3MAJCHUE Ha OYnTe. PeakunuTe Ha CBPBXUyBCTBUTEIIHOCT KbM
¢debykcocTat MOXe J1a ObAaT CBbP3aHU ChC CIEIHUTE CHMIITOMH: KOXKHU PEaKIiH, XapaKTepu3upaiy
ce ¢ MHQHUITPHUPAIIN MaKyJIONAITyJI03HH ePYIIIHHI, TeHepATU3HUPaHu WK eKC(HOTHMATHBHE OOPUBH, HO
CBIIO U JIE3UH Ha KOXKaTa, OTOK Ha JIMIETO, BUCOKA TeMIIepaTypa, XeMaTOJIOTHYHH OTKJIOHEHHS KaTO
TPOMOOIIUTOIIEHHS U €O3UHODUIINS M eIMHUYHO MITM MHOYKECTBEHO OPTAaHHO 3acsraHe (Ha YepHUs
Ipo0 1 ObOpennTe, BKIIFOUYUTEITHO TyOyIIOMHTEpCTHIINAIEH HePpHUT) (BXK. Touka 4.4).

HOI[anOSHI/I IIPUCTBIIN OOMKHOBEHO ca Ha6J]IOI[aBaHI/I CKOpO cJie Ha4YaJI0TO Ha JICUCHUETO U I10
BpPEMC Ha MBbPBUTC MCCCLIU. Cnen TOBA, 4€CTOTATAa HA MOAArpO3HU MPUCTHIIN HaMaJIdBa B 3aBUCHUMOCT

ot BpeMeTo. [IpodunakTikara Ha NOJArpo3HH MIPUCTHIN € IpenopbunTeNiHa (BXK. ToukH 4.2 u 4.4).

Cpo011aBade Ha HOA03MPAHN HEXKEIAHNU DEAKIINHU

C’BO6I]_[aBaHeT0 Ha NOAO03UPAaHU HCIKECIIaHU PEAaKIUU CIICA Pa3pClIaBaHC 3a yHOTpC6a Ha JICKApCTBCHUMA
IMPOAYKT € BAXKHO. Tosa mo3BoasBa Ja IpoaABbJIKU Ha6HIOJleHI/IeTO Ha CbOTHOIICHUETO non3a/p1x1c1< 3a
JICKApCTBCHUSA NPOAYKT. Or MCIUIIMHCKUTEC CIICHUAJINCTH CE U3MCKBA Ja C’BO6H_[aBaT BCsKa
[MoJ03MpaHa HECXKCJIaHA pCaKd Ype3 HAllMOHAJIHA CUCTEMA 3a CT>O6H.[aBaHC, IIOCOYCHA B H[}I/IHO)KCHI/Ie
V*E.

4.9 Ilpeno3upane

ITanmenTHTE ¢ Ipemo3upaHe TpsOBa Ja ce JIEKYBaT ChC CHMITOMATHYHO W MTOAIBPIKAIIO JICUCHHUE.
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5. ®APMAKOJIOTUYHHA CBOMCTBA
5.1 ®apmakoguHAMUYHH CBONCTBA

®dapMakoTepaneBTHYHA TPyIa: AHTHIIOAArPO3HU MpenapaTH, HHXHOWpaIy o0pa3yBaHeTo Ha
mukoyHa kucennna, ATC xkox: M04AAO3

MexaHn3bM Ha IEHCTBUE

[TukoyHaTa KMCENMHA € KPaWHUST IPOIYKT OT MeTaboIM3Ma Ha IIyPHHH MPH XOpaTa U ce 00pasysa 1o
BEpHUraTa XUIOKCAHTHH — KCAaHTHH — IMKOYHA KHCENUHA. /[BeTe CTHIIKM HAa TOPHUTE NMPEBPBINAHUS
ce Karanusupar ot kcantuHokcunasza (KO). debykcocraT e 2-apuiTua3osoB IepUBaT, KOMTO
OCBIIECTBSIBA TEPANICBTUYHIS CH €)EKT KaTo MOHIKaBa IMMKOYHATA KUCEIMHA B CEpyMa 4pe3
cenektuBHO nHXUONpaHe Ha KO. debykcocTar e MoIeH, HeMypHHOB CeleKTHBeH HHXuouTOop HAa KO
(HIT-CHKO) c in vitro Ki cTOWHOCT 10o-MaJika OT €IMH HAHOMOJI. Y CTaHOBEHO €, e (pebyKcocTar
MOIITHO HHXHOMpPA, KaKTO OKHCIICHATa, Taka u peayuupanata hopma Ha KO. [Ipu TepaneBTHYHH
KOHIIeHTpaIuy, pedyKkcocTaT He HHXHOUpA JPyTH €H3UMH, y9acTBAIld B MeTab0IM3Ma Ha ITypHHU
WM MAPUMHUIWHHA, ITO-CIICIIUATIHO I'YaHWH A€aMUHa3a, XUIIOKCAHTHUH I'YaHUH
dochopudosuntpanchepasa, oporar pochopudosunrpanchepasa, opoTuauH MoHOPOChAT
JekapOOKCcHITa3a Win IMypyuH HykJIeo3u I ¢pochopriasa.

Knnnnuna edukacHocT ¥ 0€300aCHOCT:

EdwukacHoctTra Ha (heOykcocTar e moKazaHa Mpy TP OCHOBHH Mpoy4dBaHus ¢aza 3 (1BeTe OCHOBHU
APEX u FACT npoyuBanus u nonbianurenasoto npoyusane CONFIRMS, onucanu no-goamy),
npoBeaenu npu 4 101 mauuenTn ¢ xunepypuxkemus u nogarpa. [Ipu Bcsiko 0CHOBHO Ipoy4YBaHe
¢asza 3, hebykcocTar e nmokazas no-100pa CIoCOOHOCT A2 MOHMKU U NOJAbPKA CEPYMHHUTE HUBA Ha
MUKOYHATA KUCEJIMHA, B CPAaBHEHUE C anomypuHoi. [TbpBruHaTa KpaiiHa Touka 3a e()UKacHOCT B
npoyuBanusita APEX u FACT e mpoueHThT Ha MalMeHTUTe, YUUTO TOCIETHU 3 MECEYHU CEPYMHHU
HUBA Ha MMKOYHAaTa KucennHa ca <6,0 mg/dl (357 pmol/l). B nonbiHUTENHOTO TpOoyUBane (asa 3
CONFIRMS, 3a k0oeTo pe3yATaTuTe ca HAUINYHU Clie]l U3/1aBaHETO Ha Pa3pelIeHUeTo 3a ynoTpeda Ha
¢debykcocTar, MbpBUYHATA KpaifHa TOYKa 32 €(pUKACHOCT € Jsiia MAMeHTH, TP KOUTO CEpPYMHHTE
HHUBA Ha MMMKOYHATa KucennHa ca <6,0 mg/dl mpu nocieanoro nocemenue. [lauuentu ¢ opranau
NPUCaJKU HE ca BKJIIOYECHHU B TE3U MPOyYBaHMA (BXK.TOUKa 4.2).

APEX npoyusane: ANOTypUHOIJI U TUIA1[c00 KOHTPOJIMPAHO MPOYyUYBaHe 3a €PUKACHOCT Ha
¢dedykcoctar (The Allopurinol and Placebo-Controlled Efficacy Study of Febuxostat) (APEX) e
PaHIOMU3UPAHO, IBOMHOCISIIO, MYJITHIEHTPOBO, 28-CeIMUYHO MTpoy4BaHe ¢asza 3. Xuisaa
cenemjiecet u nBama narueHTd (1 072) ca pangomusupani: mianedo (n=134), pedykcocrat 80 mg
BEAHBX AHEBHO (n=267), hebykcocrar 120 mg Beagubx qHeBHO (1=209), pedykcoctaT 240 mg
BeAHBXK AHEBHO (n=134) wnu anonypunoi (300 mg BeAHBX JHEBHO [n=258] NpH NaUeHTH ¢ U3X01eH
cepymeH kpeatuauH <1,5 mg/dl niau 100 mg Bequbk mHEBHO [n=10] py MarUeHTH ¢ U3XOIHA
CTOMHOCT Ha KpeaTHHHUH B cepyMa >1,5 mg/dl u <2,0 mg/dl). [IBecta u yetupuaecer mg gpedykcoctat
(2 mpTH IpETIOpBUUTETHATA HA-BUCOKA 71032) ca M3IMI0JI3BaHHU KaTo 1032 32 OLEHKa Ha 0€30MacHOCTTa.

IIpoyuBanero APEX mokasBa cTraTHCTHUYECKH 3HAYMMO MTPEBH3XO/ICTBO HA JBETE PAMEHA Ha JICYEHHUE C
¢pedykcoctar 80 mg BenHbK 1HEBHO U (edykcoctar 120 mg BeAHBXK JHEBHO CHpsMO PaMeHaTa Ha
JICYeHHE C KOHBEHIIMOHAIHO M3M0I3BaHuTe 103H ajomypuHoi 300 mg (n =258) /100 mg (n = 10),
nonwkasaiiku sUA nog 6 mg/dl (357 pmol/l) (Bx. Tabmuna 2 u urypa 1).

FACT npoyysane: AnomyprHoi KOHTposipaHo npoyusane Ha ¢pedykcoctat (The Febuxostat
Allopurinol Controlled Trial) (FACT) e pangoMu3upaHo, IBOHHOCIISINO, MYJITULIEHTPOBO, 52-
ceaAMHUYHO TipoyuBaHe ¢asa 3. CenemcroruH u mectaeceT (760) marueHTH ca paHIOMHU3UPAHU:
¢pebykcoctar 80 mg BemHbK THEBHO (n=256), pedykcoctaT 120 mg BenHbkK AHEBHO (n=251) nnn
anormypuaoa 300 mg BexHbXK AHEBHO (n=253).
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IIpoyuBanero FACT moka3Ba cTaTHCTHYECKH 3HAYNMO IIPEBH3XOICTBO HA IBETC paMeHa Ha JICUCHHE C
¢debykcocrar 80 mg u hebykcocTtar 120 mg BeqHBK JHEBHO CNpsAMO PaMOTO Ha JICUECHHUE C
KOHBEHI[MOHAIHO M3M0J3BaHaTa Jo3a ajonypuHon 300 mg, moHmwxkaBaliku U noaaspxaiiku sUA mof

6 mg/dl (357 umol/l).

Tabmura 2 06001maBa pe3yiITaTuTe OT MbPBUYHUTE KPaHU TOUKH 32 €(PUKACHOCT:

Taoauna 2

81 Ha manMeHTHTEe ChC CEPYMHH HMBA HA MUKOYHA KuceanHa <6,0 mg/dl (<357 pmol/l)

IMocaeanu 3 MeceyHH BU3UTH

®ebykcocrat | PebykcocTar AnonypuHOI
[IpoyuBane 80 mg Bemamk | 120 mg BegHBK 300/100 mg
JTHEBHO JTHEBHO BEJIHBXK JTHEBHO '
APEX 48%" 65%"* 22%
(28 cepmuny) (n=262) (n=269) (n=268)
FACT 53%"° 62%" 21%
(52 ceqmmurtn) (n=255) (n=250) (n=251)
Kom6unupanu 51%" 63%"" 22%
pe3yaTaTu (n=517) (n=519) (n=519)
! pesyararure mpu xopa, moiydasamm wid 100 mg Beanbxk aHeBHO (n=10:
MAIMeHTH ChC cepyMeH kpeatwHHH >1,5 u <2,0 mg/dl) mwmm 300 mg BegHbXK
nmHeBHO (n=509) ca crOpanHy 3a aHATM3HUTE.
*p < 0,001 cpemy anonypunon, ¥ p < 0,001 cpemry 80 mg

Crioco6HocTTa Ha (heOdyKcocTaT Ja MOHIKABA CEPYMHUTE HABA HA TIMKOYHATA KUCENNHA € Obp3a U
noctosiHHA. [loHmKeHrne Ha cepyMHOTO HUBO Ha MUKOYHATa kKucennHa a0 <6,0 mg/dl (357 umol/l) e
orOens3aHo Tpu Bu3uTaTa Ha Ceamuiia 2 1 € Mo IbpiKaHo 10 BpeMe Ha ISII0TO JieueHue. CpeqHuTe
CepYMHHM HMBA Ha MMKOYHATA KHCEJIMHA BHB BPEMETO IIPH BCSIKA IPyIa Ha JIeYeHHE OT JIBETE OCHOBHU
npoyuBanus (aza 3 ca nmokazanu Ha ¢urypa 1.

®urypa 1 CpenHu cepyMHH HHBA HA MHKOYHA KHMCEJINHA, B 00eINHEHN OCHOBHHU NMPOYYBaHUSA
¢aza3

Inane6o

kucenuHa (mg/dL)

7 1 AnomypHHOI

(edykcocrar 80 mg

¢ebykcocra 120 mg

Cpenna croitHocT (+SEM) CepyMHO HHBO Ha IIMKOYHA
[*))

¢debdykcocrtat 240 mg

20 24 28 32 36 40 44 48 52

o
N
o
oo
—
[\S]
—_
[

BL

Cenmuriia

BL=n3xoana croiinoct ~ SEM=cTannapTHa rpeiika Ha cpeaHaTa CTOHHOCT

3abenexka: 509 mauuenTu nomyyasart anonypuHon 300 mg BenHbx 1HeBHO; 10 mauueHTH cbe
cepyMmeH kpeaTrHuH >1,5 u <2,0 mg/dl nonyuasat no3za 100 mg Benabxk nHeBHO (10 manmeHTH ot 268
npu npoyusaneto APEX). /IBecta u uetmpuumecer mg ¢edykcocTaT ca H3MOJI3BAaHHM 3a OLECHKA Ha
Oe3omacHocTTa Ha edyKcocTaT MpH ABa IbTH HAal-BHCOKATa IpenopbhuBaHa 103a.
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IIpoyuBane CONFIRMS: npoyuBanero CONFIRMS e panmomMusupano, KOHTPOJIUPAHO, 26-CEAMUIHO
npoyuBane ¢asa 3 3a oueHka Ha Oe3omacHOCTTa U epukacHocTTa Ha pedykcoctaT 40 mg u 80 mg B
cpaBHeHue ¢ anonypunon 300 mg wnn 200 mg npy NauMeHTH ¢ Iojarpa u xunepypukemus. /(e
XWIAIU IBECTa mecTaeceT u Aeset (2 269) marnuenTtu ca pannoMmsnpanu Ha: pedykcoctar 40 mg
BEIHBXK JHEBHO (n=757), pedykcocrat 80 mg BegHbK nHEBHO (n=756) mnu anomypunon 300/200 mg
BEJHBXK JIHEBHO (n=756). Hali-manko 65% oT nmanueHTUTe ca C JeKa JI0 yMEpeHa CTereH Ha ObOpeuHo
yBpexaane (¢ kpeaTHHHHOB KIHpBHC 30-89 ml/min). [Ipodunaktrkara Ha MOAArpO3HH MPUCTHITH €
3aIBJDKUTEITHA TT0 BpeMe Ha 26-CeIMUIHHS TICPHO.

JlebT manueHTH ChC CEpyMHHU HHUBA Ha MMKOYHA KucenuHa < 6,0 mg/dl (357 pmol/l) mpu mocneaHoTO
nocereHue € cboTBeTHO 45% 3a 40 mg pebykcocrtat, 67% 3a hebykcoctatr 80 mg u 42% 3a
anorypunoa 300/200 mg.

Ilvpsuuna kpaiina mouka 8 noozpynama Ha nayuenmu ¢ 60OpeuHo y8pedcoane

[IpoyuBaneto APEX onensiBa edukacuocTra mpu 40 manueHTH ¢ 660pedHo yBpexaane (T.e. M3X0/IHa
CTOHHOCT Ha cepyMeH KpeaTrHuH > 1,5 mg/dl u < 2,0 mg/dl). I1pu xopa ¢ 6B0peuHo yBpexaaHe,
paHIOMHU3UPAHU Ha aJoypuHOI, peaenaara go3a ¢ 100 mg Benawx qaeBHo. DedykcocTar qocTura
I'bPBUYHATA KpaliHa Touka 3a eukacHocT npu 44% (80 mg BenHbK AHEBHO), 45% (120 mg BemHbxK
nHeBHO) U 60% (240 mg BeAHBX THEBHO) OT MAaIMeHTUTe, B cpaBHeHue ¢ 0% npu rpynure Ha
anonypunon 100 mg BeIHBXK THEBHO U MIane0o.

Hsma kKTMHUYHO 3HAYMMU Pa3jIMKH B TIPOLIEHTHOTO HAMaJIeHHE Ha CepyMHaTa KOHIIEHTpaNus Ha
MUKOYHA KHCENMHA MIPHU 3/IpaBH JOOPOBOIIIH, HE3aBUCUMO OT TsixHaTa ObOpeuHa ¢pynkuus (58% B
rpymnara ¢ HopManHa 0b0peuna ¢pyHkuus u 55% B rpymnaTa ¢ Texka 0b0pevHa IUCQYHKIUS).

AHanu3 Ha NalKMeHTHTE ¢ ojarpa 1 ObOpevHO yBpeXIaHe, MPOCIIEKTHBHO ONpe/IelieH B TPOYYBAHETO
CONFIRMS, noka3sa, ye (hedyKkcocTar € 3HaYMMO MO-€(PEKTHBEH 32 MOHKEHNE Ha CEPYMHHUTE HHUBA
Ha MIMKOYHATa KUCeNnHa A0 cToiiHocTH < 6 mg/dl B cpaBHeHue ¢ anomypuHon 300 mg/200 mg mpu
MAIMeHTH C MMOJarpa, KOUTO UMAT JieKa JI0 yMepeHa cTerneH Ha Ob0peuHo yBpexaane (65% ot
NPOYYBAHUTE MAIIUCHTH).

ITvpsuuna kpavina mouka 6 noozpynama na nayuenmu ¢ SUA > 10 mg/dl

[Mpu6nuzutenno 40% ot nanuentute (o6enunenn ot APEX u FACT) umat nzxozana croitnoct sUA
of > 10 mg/dl. B Ta3u noarpymna ¢gedykcoctaT 1ocTura IrbpBUYHaTa KpaifHa ToYKa 3a e(hUKacHOCT
(cepyMHM HUBa Ha MMKOYHaTa KucennHa < 6 mg/dl npu nocienHure Tpu nocemeHus) npu 41%

(80 mg BenHbK AHEBHO), 48% (120 mg BeaHbk qHEBHO) U 66% (240 mg BeAHBXK THEBHO) OT
NalHueHTHTe, B cpaBHeHHE ¢ 9% B rpymnara Ha anonypuHoi 300 mg/100 mg Begubx qHeBHO 1 0% B
rpymara Ha mianeoo.

B npoyuBanero CONFIRMS aensT Ha mareHTHTE, KOUTO TOCTHUTAT A0 MbPBUYHATA KpaliHa TOYKA 3a
e(uKacHOCT (cepyMHH HMBA Ha MMKOYHATa KUceianHa < 6 mg/dl mpu nocneHOTO noceneHue) 3a
NalMeHTH C HaYaJlHU CEpyMHH HUBA Ha MMKOYHATa kucenuHa > 10 mg/dl nexyBanu ¢ ¢pedykcocrar
40 mg BeaHbXK IHEBHO € 27% (66/249), ¢ dhedykcoctar 80 mg BeaHbK AHEBHO € 49% (125/254) u ¢
anonypunoia 300 mg/200 mg Beauwx aueBHO € 31% (72/230), choTBETHO.

Knunuunu pezyamamu: [an na nayuenmume, HyJcoaewu ce Om JeyeHue Ha nooazpo3eH NPUcmvn
IIpoyuBane APEX: npe3 8-cenmMuunmst mpoduiakTHYEH MEPHOJ], TO-TOJISAM 71 YIaCTHUIM B TpymaTa,
nekyBaHa ¢ ¢pebykcoctar 120 mg (36%) H3MCKBAT JIeYeHUE HA MOAATPO3EH MPUCTBII CHPSMO
¢debykcoctar 80 mg (28%), anomypunoin 300 mg (23%) u mianedo (20%). [Ipuctbnure ce
yBeIM4YaBaT cjie]] MpoQWIaKTHIHUS [IEPUO]T ¥ TOCTETIEHHO HaMasiBaT ¢ BpeMeTo. Mexy 46% u 55%
OT yYacTHHUILIUTE MOTyYyaBaT JEeUeHHUE 3a MOAarpO3HUTE MPUCTHIM OT 8. ceaMUIA J0 28. ceaMuIia.
[omarpo3Hu npucThIM Npe3 MOCIeAHNTE 4 CeAMUIH OT IpoyuBaHeTo (cenmulia 24-28) ce
HaOmronasat mpu 15% (pedykcoctar 80, 120 mg), 14% (anomypunon 300 mg) u 20 % (mare6o) ot
YYaCTHUIIUTE.
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IIpoyuBane FACT: IIpe3 8-ceamuanms MpOoGHUITAKTHYCH ITEPHOIT, TTO-TOJISIM J51J1 YIACTHHIIN B TPyIIaTa,
nexyBaHa ¢ ¢pedykcoctar 120 mg (36%) n3nuckBar jJeueHne Ha oJarPO3eH MPHUCTHII CIIPSIMO JBETE
rpynu JexyBanu ¢ pedykcoctat 80 mg (22%) u anomypunon 300 mg (21%). Caen 8-ceamuynus
npoQUIaKTHYECH EPUOJ, YeCTOTaTa Ha MPUCTHIIN C€ YBEINYaBa U CJIe]] TOBA MOCTETNIEHHO HAMAJIsIBa C
BpemeTo (64% n 70% OT yJyaCTHHILIMTE MOTyYaBar JICUSHHE 3a MTOJarpPO3HUTE MIPUCTHIN OT §. 110 52.
ceamua). [lomarpo3nu mpUCTHITN Tpe3 MOCIeAHATE 4 CEIMUIM OT Mpoy4BaHeTo (ceamunu 49-52) ce
HaOmoaaBat npu 6-8% (pedykcocrat 80 mg, 120 mg) u 11% (anonypunon 300 mg) OT y4aCTHHUIIUTE.

JemrsT Ha X0Opara, HyKIaemu ce oT iedenne Ha nmoaarpo3eH npuctsil (APEX u FACT npoy4uBanus) e
YHCIICHO TIO-HUCKO B TPYIUTE, KOUTO CJIE/ U3XOJHOTO HUBO Ca JOCTUTHAJIM CPEJIHO HUBO HA ypaTH B
cepyma <6,0 mg/dl, <5,0 mg/dl wmu <4,0 mg/dl, cpaBHeHH ¢ TpymaTa, KOATO CJIEI U3XOAHOTO HUBO ©
JIOCTUTHAJIA CPETHO HUBO Ha ypaTu B cepyMa >6,0 mg/dl npe3 mocnegante 32 ceqMuny OT eproa Ha
nedenue (natepBanu Cenmuna 20 - Ceamuna 24 1o Cenmuna 49 - 52).

ITo Bpeme Ha npoyuBaneTo CONFIRMS, mpoueHThT NaMEHTH, KOUTO CE HYKIAsT OT JICUCHUE Ha
nojarpo3Hu npuctsiu (aeH 1 Ha mecen 6) € 31% u 25% cboTBeTHO 3a rpynuTe Ha (hebykcocTar

80 mg u anomypunoin. He ce HaOmoaBa pa3iiuka B Asyla MalUEeHTH, KOUTO Ce HyKIasAT OT JIeYeHHe Ha
MOJIarpO3HU MPUCTHITN B rpynuTe Ha dedykcoctar 80 mg u 40 mg.

Lvazocpounu, omeopenu, pazuupenu npoy4eanus

IIpoyuBane EXCEL (C02-021): IlpoyuBanero EXCEL e Tpuroauiso, 0TBOpEHO, MHOT'OLIEHTPOBO,
PaHIOMU3UPAHO, AJIOMYPHUHOI-KOHTPOJIUPAHO, pa3lIipeHo npoyusane ¢asa 3 3a 6e301acHOCT NpU
MaIMeHTH, KOUTO ca 3aBbpLIMIN OcHOBHHTE npoyuBanus ¢aza 3 (APEX wmm FACT). O6mio ca
BkitoueHu 1 086 manuentu: pedykcocrar 80 mg BeaHbK AHEBHO (n=649), dpebykcocTar 120 mg
BeIHBXK JHEBHO (n=292) mnn anonypurox 300/100 mg Bexawx maeBHO (n=145). Okono 69% ot
NalMEeHTUTE HE U3UCKBAT IPOMEHH B JICUCHUETO 3a TIOCTUTAaHE HA KPAaiiHO cTaOUIIHO JICUCHHE.
[ManmenTH ¢ 3 mocnen0BaTEIHU CEPYMHH HUBA Ha MMKOYHATa KUceianHa >6,0 mg/dl otnanar.
CepyMHHTE HMBA Ha MIMKOYHA KMCEIMHA Ce TIOJIbpKaT BB BpeMeTo (T.€. 91% u 93% ot manuenture
Ha HAa4aJHO JieueHHe CbOTBETHO ¢ hedykcoctar 80 mg u 120 mg ca cbc cepyMHHU HUBA HA IMKOYHATA
kucenrHa <6 mg/dl na 36 mecerr).

TpuroauniHu JaHHE NOKa3BaT HaMaJIIBaHE HA YECTOTAaTa Ha IMOJarpO3HHU NMPHUCTHIIM KaTo MO-MaJKO OT
4% OT MaIMEeHTHUTE ca Ce HyX/aeJlu OT JIeUeHHEe Ha MIPUCTBII (T.€. HoBede oT 96% OT naunueHTuTe He ca
MMaly Hy’K7a OT JieueHue Ha mpucThi) mpe3 Mecery 16-24 u Mecery 30-36.

YerupuaeceT u mecT npoueHTa U 38% OT MauueHTUTe Ha KpailHO cTaOMIIHO JIeYeHNE ChOTBETHO C
¢debykcoctar 80 mnm 120 mg BeAHBK JHEBHO Ca C BJIHO pa3HACsSHE Ha TbPBUYHA MajnaTopHa Toda
OT U3XOJHO HUBO JI0 KPATHOTO MOCEIIEHHUE.

IIpoyusanero FOCUS (TMX-01-005) e 5-roaumso, OTBOPEHO, MHOTOIIEHTPOBO, Pa3IIUPEHO
npoydsaHe ¢aza 2 3a 6e30IMacHOCT 32 MaIUeHTH, KOUTO Ca 3aBbPIIUIN 4-CEMUIHO JIBOMHO-CIISTIO
no3upane Ha pedykcocTat B mpoyuBaneTo TMX-00-004.

Bruttouenu ca 116 nmanmeHTH, KOUTO moirydaBar HadanHo (edykcoctar 80 mg BenHBK JHEBHO. [Ipu
62% OT NMalMeHTUTE HE CE U3MCKBAa KOPUTHPAHE Ha /103aTa 3a MOAIbpXKaHe HA CEpyMHU HUBA Ha
nUKoYHaTa kuceianHa <6 mg/dl, a mpu 38% oT manueHTUTe ce N3MCKBA KOPUTHPAHE Ha J03aTa 3a
JIOCTUTaHe Ha CTaOWMIIHA KpaiftHa J03a.

JenbT nauueHTy ChC CEpyMHH HUBA Ha MuKoyHarta Kucennna <6,0 mg/dl (357 umol/l) na nocnegnoTo
noceteHue e no-royisim ot 80% (81-100%) 3a Besika oT 1o3uTe hedyKcocTart.

ITo BpeMe Ha KIMHUYHU Tpoy4BaHUs (a3a 3ca HAOIIOIaBaHU JICKH OTKIIOHCHHUS TIPU YePHOIPOOHUTE
(GYHKIMOHAIHU TECTOBE MPH NaLUEHTH, JIeKyBaHU ¢ pebykcocTart (5,0%). Ctenenure Ha
OTKJIOHEHHATA Ca MOJA00HN Ha CTENEHUTE, ChOOIIEHH TIpH ajomypuHoi (4,2%) (Bx. Touka 4.4).
IToBumienu croiinoctu Ha TSH (>5,5 plU/ml) ca HabnromaBaHu Hpy HMAIMEHTH HA ABATOCPOYHO
nedenue ¢ pedykcoctat (5,5%) u manmeHTH Ha anonypuHodi (5,8%) MpU IBITOCPOYHH OTBOPCHH
pasmupeHu npoyuBanus (BXK. Touka 4.4).
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Tlocmmapkemuneosu 0ba20CPOYHU NPOYUEAHUS

[Tpoyusaneto CARES e MHOroneHTpOBO, paHAOMHU3UPAHO, TBOWHOCISNO HEMH(DEPHOPHO
M3MUTBaHE, KOETO CPaBHABA CHPICYHOCHAOBHUTE pe3ynTaTu npu GpedykcocTaT CupsamMo

QJIOIYPUHOJ IIPY NALMEHTH C NOJarpa ¥ aHaMHe3a 3a 3HAYMMHU ChpAEeYHOCHA0BH 3200 sIBaHN,
BKJIOUMTENTHO MH(APKT HA MUOKAp/a, XOCIUTAIN3aLUs TOpaaAn HecTaOWIIHA aHTHHa,

npoleaypa o KOpOHapHa MM MO3bYHA PEeBACKyIapu3alys, HHCYIT, XOCIHTATU3AHS 110

ITOBOJI TPAaH3UTOPHA HCXEMHUYHA aTaka, meprudepHO ChI0BO 3a00JIIBaHE WM 3aXapeH IUa0eT ¢
JTAHHY 32 MUKPOBACKYJIapHO WJIM MaKpOBacKyJIapHO 3a0omsBaHe. 3a mocturane Ha sUA mox

6 mg/dl, no3ara hebykcoctar ce Tutpupa ot 40 mg o 80 mg (He3aBucUMO OT OBOpeUHAaTA
¢byHKIHS), a J03aTa aJOnypHHOI ce TuTpupa Ha cThiku o 100 mg ot 300 mo 600 mg npu
MAIMEeHTH ¢ HopMaiHa 0p0pedHa QyHKIHs wim ObOpeYHO yBpeKIaHe B Jieka crereH u oT 200

10 400 mg npu naureHTy ¢ ObOPEUHO yBpeKIaHEe B yMEpeHa CTEIICH.

IIspBuuHata kpaitna Touka Ha CARES e BpemeTo 10 mbpBa nosisa Ha MACE, cbcraBHa OT
HedaTaneH HHPapKT Ha MUOKap/Ia, HeaTaleH HHCYIT, CbpACYHOCHI0BA CMBPT HITH

HecTaOMJIHA aHTMHA ChC CIICIIHA KOPOHApHA PEBACKYJIapU3aLlHsl.

KpaiinuTe ToUkHM (TBPBUYHH U BTOpUYHH) ce aHanuzupar cropen ITT (intention to treat, c
HaMepeHue 3a JeUCHNE) aHalIu3, KOWTO BKIIIOYBA BCUYKH YYaCTHUIH, KOUTO Ca PaHIOMHU3UPAHH

U TOJTy4yaBaT MOHE €JHa 032 OT JBOWHOCIANOTO U3IUTBAHO JICUCHHE.

006110 56,6% OT MaMEeHTHTE MPEYCTaHOBABAT U3MUTBAHOTO JIEYEHHUE MIPEXKIEBPEeMEHHO U 45% oT
MAIMEHTUTE HE 3aBBPIIBAT BCHUYKH BU3UTH OT U3IMUTBAHETO.

O6mo 6 190 marnweHTy ca MpOCieeHN ¢ MeInaHa OT 32 Mecela, a MeInaHaTa Ha
NPOJBIDKUTEIIHOCTTA HA EKCIIO3HUIUATA € 728 THH 3a MallMeHTUTE B TpymaTa Ha (hedyKkcocTar
(n=3098) u 719 muu B rpynara Ha anomypunoid (n=3092). [Tepeuunara MACE kpaiina Touka
BB3HHUKBA ChC CXO/IHA YECTOTA B IPYIHTE, JIEKYBaHH ¢ PedyKcocTaT U aloNypHuHOII (ChOTBETHO
10,8% cmpsimo 10,4% ot marmenture; HR 1,03; aBycrpanno moBToper 95% CI 0,89-1,21).

[Ipu ananu3 Ha oTAenHuTe KommnoHeHTH Ha MACE, gecToTa Ha ChbpJ€YHOCHI0BA CMBPTHOCT € TI0-
BHCOKa MpH PedykcocTaT crpsamo anonypunod (4,3% crapsmo 3,2% ot naruenture; HR 1,34; 95%
CI 1,03-1,73). Yecrorara Ha npyrure MACE cp0utns e cxonna B rpynure Ha ¢peOyKcocTaT u
anonypuHoi — HedaraneH nHdapkT Ha Muokapaa (3,6% crpsmo 3,8% ot nanmenture; HR 0,93; 95%
C10,72-1,21), vedaranen uncynr (2,3 cupsmo 2,3% ot mauuenture; HR 1,01; 95% CI10,73-1,41) u
CIEIIHa peBacKyJapu3alus nopaau HectabmiHa anrusa (1,6% copsmo 1,8% ot nauuenrure;

HR 0,86; 95% CI 0,59-1,26). YectotaTta Ha 0011a CMBPTHOCT CBIIO € M0-BUCOKA NpH (hedykcocTar
cripsimo anonypunoi (7,8% copsimo 6,4% ot nmaruenture; HR 1,22; 95% CI 1,01-1,47), xoeto ce
IBJDKA OCHOBHO Ha IT0-BHCOKAaTa YecTOTa Ha ChbPAEYHOCHAOBATa CMBPTHOCT B Ta3H rpyna (BX. TOUKa
4.4).

YecToTara Ha MOTBBPACHA XOCIUTAIH3ALIUS TOPAJIN ChpJIeYHA HEAOCTATHYHOCT, XOCTIUTATU3AIHN
MopaJii apuTMHUH, KOUTO HE Ca CBHP3aHU C UCXEMHUsI, CbOMTHS Ha BEHO3HA TPOMOEMOOIIHS 1
XOCHHUTAIN3ALUS TOPAAN TPAH3UTOPHU UCXEMHUYHH aTaKH ca CPaBHUMHU 32 (eOyKcocTaT u
AJOTTYPUHO.

IIpoyuBanero FAST e npocneKkTUBHO, paHIOMU3UPAHO, OTBOPEHO, ChC 3acielieHa KpaiiHa TouKa,
cpaBHsiBaIo npoduiaa Ha 6€30MaCHOCT MO OTHOIIEHUE HA ChP/ICYHOCHI0BATa CHUCTEMA Ha
(bebyKcocTaT Crps MO aJOMyPHHOI MPH MAIIMEHTH ¢ XPOHUYHA XUTIEPypPUKEeMHUs (KOTaTo Beve €
HACTBIIMJIO OTJIaraHe Ha ypaTH) U ChPACYHOCHIOBU PUCKOBH (PakTOpH (T.€. manueHTH Ha 60 ToAuHN
WJIH TTO-BB3PACTHHU U C ITOHE JIMH ChPJICYHOCHI0B pUCKOB (akTop). [logxoasmuTe namueHTn ca
TIOJYYHJTH JICUCHUE C AJIOIYPUHOI NIPE PAHAOMH3AIUATA U TIPH HEOOXOIUMOCT Ca HalpaBeHH
KOPEKIIUA B J103aTa, CIIOpe KIMHUYHATAa TIperieHka, nmpenopbkute Ha EULAR u omobpenara
JIO3UPOBKa. B kpast Ha BhBeXkIaIaTa (a3a NanueHTUTe, IpUeMally aIomypHHOI ¢ HUBO Ha SUA ot

< 0,36 mmol/l (< 6 mg/dl) uiu npuemariiii MaKCMMaHaTa MOHOCHUMa WM MaKCHMaJIHAaTa pa3pelieHa
J103a aJIONMyPUHOJI Ca PaHIOMH3UPAHH B ChOTHOIICHUE 1:1 Ha JiedyeHue ¢ pedyKcocTaT Hiu
anonypuHoi. [IspBuuHaTa KpaiiHa Touka Ha npoyuBaneTo FAST e BpemeTo 1o mbpBaTa 1osiBa Ha
KOETO U Ja € chOuTHe, BKIIOYEHO B ChCTaBHATa KpaliHa Touka o Antiplatelet Trialists” Collaboration
(APTC), kosTO BKIIIOUBA: 1) XOCHUTaIK3alusA 3a HedarajaeH nH(APKT Ha MHOKapa/OCThp KOPOHAPECH
cunapoM ¢ nojoxurenau ouomapkepu (OKC); ii) HehaTaleH HHCYIIT; 1i1) CMBPT MOpaIH
CBHPJICYHOCHIO0BO ChOUTHE. [IBpBUYHHAT aHAIIN3 C€ OCHOBABa HA TOJX0/1a HA JICYCHHUE.

15



Karo 1o 6 128 manmentn ca pagmomusupanu, 3 063 Ha dedykcocrat u 3 065 Ha amomypUHOIL.

[Tpu mbpBUYHMA aHATN3 CIIOpE OAXO0/a Ha JieueHue, pedykcocTaT € HenH(PEPUOPEH CIIPSIMO
AJIOIYPUHOJ 110 OTHOIIIEHHUE Ha YeCTOTaTa Ha IbPBUYHATA KpalfHa TOYKa, KOSITO € HacThImia pu 172
naruenty (1,72/100 marmentoroannan) Ha ¢edykcocTar B cpaBHeHHe ¢ 241 maruentu (2,05/100
MAIMEeHTOTOANHN) Ha anonypuHoi, ¢ kopurupad HR 0,85 (95% CI: 0,70, 1,03), p < 0,001. Aranu3st
CHOpe] MoAX0/a Ha JeYeHUE 10 OTHOILICHHE Ha MbPBUYHATA KpaliHa TOYKa B MOJATrPyIaTa NarueHTH C
aHamHe3a 3a nH(apKT Ha Muokapaa, nHcynT win OKC He mokaszpa 3HaYMMa pa3iifKa MEXIy JIBETe
rpynu Ha nedenue: 65 (9,5%) namuenTtu ca chec crOUTHSA B Tpymnarta Ha hedykcocTat u 83 (11,8%)
MaIMeHTH ca ChC CHbOUTHS B rpynara Ha anomypuHor;, kopurupad HR 1,02 (95% CI: 0,74-1,42);
p=0,202.

Jleuenuero c eOyKcocTaT He € CBBbP3aHO C yBEIMYaBaHEe Ha CMbPTHOCTTA IOPaIU ChbPAECUHOCHIOBU
IMPUYXHA WJIN CMBPT 110 BCAKAKBU MIPUYNHHA, KAaTO IAJIO UJIU B IOArpYyIaTa nNaifueHTH ¢ aHaMHE3a 3a
nH(papkT Ha MUOKapaa, nHcynT wim OKC Ha uzxogHoTo HUBO. Karto msmo ce HaOmromaBat mo-Maiko
CMBPTHH CITy4daH B rpymnara ¢ ¢pedykcoctat (62 CMBPTHH CIydas 10 ChbPACYHOCHI0BH MpUInHU U 108
CMBPTHH CITy4asi 10 BCAKAKBH MIPUYMUHH), OTKOJIKOTO B rpymnaTa ¢ aJlomypHuHo (82 cMBPTHU citydas 1o
CBhPACYHOCHIOBU NPUUUHU U 174 CMBPTHHU Cllydasi 110 BCIKAKBU IPUYNHH).

HaGuronaBa ce 1mo-roysiMo HaMajleHHe B HUBAaTa Ha MMKOYHATa KHCEJINHA MIPpH JledeHue ¢ ¢pedykcocTar
B CPaBHEHUE C JICYEHUETO C AJIOIyPUHOI.

5.2 ®apmakoKMHETUYHH CBOWCTBA

ITpu 3apaBu JOOGPOBOILIM, MAKCUMATHUTE KOHIEHTpAUH B m1a3Mata (Cuax) U IUIOIITA IO KpUBATa
razmena koHnerTpars/Bpeme (AUC) Ha ¢peOyKkcocTaT ce yBennyaBaT MpOIMOPIIHOHAIHO Ha 103aTa
cJie]l eTHOKPATHO U MHOTOKpPATHO MpuioxeHue Ha 1034 oT 10 mg 1o 120 mg. [Ipu go3u mexmy

120 mg u 300 mg, ce HabO/IOJaBa MMO-TOJIIMO OT IPOITOPIIMOHATIHO Ha Jjo3aTa yBenuuenue Ha AUC Ha
¢pedykcocrar. Hama kymynupane, KoeTo Moxe a2 Obae OLlEHEHO, IPY NPHIIoKEeHHe Ha 1034 oT 10 mg
1o 240 mg Ha Bceku 24 yaca. PebykcocTar UMa MPUBHUIEH CPEICH TEPMUHAIECH EIMMUHAIIOHEH
MOTYKUBOT (t12) OK0JIO 5 110 8 Haca.

[TomynannoHHn GpapMakOKWHETHYHU/(papMaKOIUHAMUYHHU aHAIN3U ca poBeleH: npu 211 manuentu
C XUNepYPHUKEMHUs U TIoJarpa, JIeKyBaHu ¢ ¢pedykcocTar B 1o3u 40-240 mg BeaHBK gHEBHO. Karo
15U10, (hapMaKOKMHETHYHHUTE MapaMeTpy Ha ¢eOyKcocTaT, OLICHEHH Ype3 Te3U aHAIM3H ChbOTBETCBAT
Ha Te3H, MTOJIyYeHH! TPH 3IpaBu J00POBOJIIIH, KOETO IIOKa3Ba, Ue 3/IpaBUTE XOpa ca MPEICTABUTEIHH 32
(bapmakokrHeTHYHA/(DapMaKoIMHAMUYHA OLICHKA [P MOMYJIaUATa TalueHTH C oJarpa.

AOGcopouus

dedykcocTat ce abcopOupa 6bp30 (tmax 1,0-1,5 h) u modpe (Haii-manko 84%). Cien eTHOKPATHO WU
MHOTOKpPATHO NepopanHo npuioxeHue Ha 80 u 120 mg eauH nbT JHEBHO, Cmax € CHOTBETHO
npubnauzutenHo 2,8-3,2 ug/ml u 5,0-5,3 pg/ml. AGcomorHara GuoHaIMYHOCT Ha TabjeTHaTa popma
Ha (pebykcocTaT He € IpoydeHa.

Crner MHOTOKPATHO MTEPOPATTHO NpuiioxkeHre Ha 80 mg erH IbT JHEBHO WIH €HOKPATHO
npuiokenue Ha 120 mg ¢ xpaHa, 6orara Ha Ma3HuHHU, uMa 49% u 38% noHwkeHue Ha Cmax U
croTBeTHO 18% 1 16% HamansBane Ha AUC. Ob6aue, npu nscieasane (MHOTOKPATHO MIpHJIaraHe Ha
80 mg) He e HaOOTaBaHa KIIMHUYHO 3HAYMMa MPOMSHA B MIPOIEHTHOTO HAMaJICHUE Ha CepyMHAaTa
KOHIICHTpAaITus Ha MUKOYHA kucennHa. CinengoBarenHo, hedykcocTaT MOXe /1a ce TIpreMa He3aBUCUMO
OT XpaHara.

Pasnpenenenue
[IpuBuaHUAT 00eM Ha pa3mnpezeicHUe B cTaliioHapHo cheTosHue (V/F) Ha dedykcocTar ¢ B

nmuana3on ot 29 no 75 1 cnen nepopanau no3u ot 10-300 mg. Ceep3BaHeTo Ha pedykcocTat ¢
TUTa3MEHHUTE POTENHU € MPUOIM3uTenHOo 99,2%, (TTIaBHO ¢ almOyMUH) U € TIOCTOSIHHO B JMiara3oHa Ha
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KOHIICHTpaImsTa, mocTuraara ¢ 703 ot 80 u 120 mg. CBHp3BaHETO C TIA3MEHUTE MPOTCHHH HA
aKTUBHUTE META0OJIUTH € B Truamna3oH oT 82% mo 91%.

buorpanchopMarug

®ebdykcocTaTt ce MeTabonr3npa eKCTEeH3UBHO Ype3 KOHIOTaus upe3 ypuauH nucdocdar
mrokyporunTpancdepaznara (UDPGT) en3umua cucreMa u okcuaupane ypes uutoxpom P450 (CYP)
cucTeMara. Y CTaHOBEHH Ca YeTHPH (PapMaKOIOTHIHO aKTUBHU XUAPOKCIIT METAOOIUTH, TPA OT KOUTO
ce HaMHparT B IJIa3Mara Mpu Xopa. [n vitro IpOoyIBaHUS C YOBEIIKH YePHOIPOOHH MUKPO3OMHU
MOKAa3Bar, ue Te3M OKCUAATUBHU MeTabonuTH ca oopasysart riaBHo or CYP1A1L, CYP1A2, CYP2C8
w CYP2C9, a pebdykcoctaT-rimokyponu ce oopasysa rinasao oT UGT 1A1, 1A8 u 1A9.

EnumMunupane

®ebyKCOCTaT Ce eTMMUHKUPA 10 YepHOApoOeH 1 Ob0peuen mbT. Cren 80 mg nepopaina go3a *C-
Oens3an pedykcocrat, npuban3uTenHo 49% oT no3ara ce Bb3CTaHOBABA B YpUHATA KaTO: HEIPOMEHEH
¢debykcocrtar (3%), alui NIFOKYPOHUIABT Ha aKTUBHOTO BeliecTBO (30%), HErOBUTE U3BECTHH
OKCHUJIaTUBHU MeTa0onuTH 1 TexHute koutoratu (13%) u npyru sensBectHu Metabonuth (3%). Kato
JIOTIBITHEHHE KbM YPHUHHATA SKCKPELs, MPUOIU3UTETHO 45% OT J103aTa ce Bh3CTAaHOBSIBA BBB (ereca
Kato: HerpoMeHeH (ebykcoctat (12%), anui NIFOKYPOHUABT Ha aKTHBHOTO BeriecTBo (1%),
HETOBHUTE M3BECTHH OKCHIATHBHU METa0OIUTH M TEXHUTE KOHIOraTh (25%) 1 ApyrH HEM3BECTHH
metabomutu (7%).

Bu0Opeuno yBpexaane

Crnex MHOTOKPATHO TIepopaHo mpuiioxeHne Ha 80 mg (pedykcocTaT MpH MalueHTH ¢ JIeKa, yMepeHa
WJIM TEXKa CTereH Ha ObOpeuyHo yBpexnane, Crnax Ha (he0yKcOoCTaT HEe ce TPOMEHS B CPaBHEHHE C XOpa
¢ HopMmasiHa ObOpeuna ¢yukius. Cpeanara ooma AUC Ha hebykcocTar ce yBearuuaBa
npubnmu3uTenHo 1,8-kpatHo ot 7,5 ug-h/ml B rpynara ¢ HopmainHa 0bOpedHa (pyHKIHS J0

13,2 ug.h/ml B rpynara ¢ Texxko HapyiieHa 0b0peuna GyHKIus. Cmax 1 AUC Ha aKTUBHUTE
METa0OJIMTH Ce YBEINYaBa CbOTBETHO 2- U 4-KpaTHO. HezaBucuMo OT ToBa, HE € HE0OX0AUMO
aJlanTHpaHe Ha J03aTa NMPH MAlUEHTH C JIeKa WK YMEpeHa CTeleH Ha OhOpeuHO YBpPEKIaHE.

YepHoapoOHO VBpeXKIaHe

Cren MHOTOKpATHO mepopaiHo npuioxkenue Ha 80 mg pedykcocraT pu naunenty ¢ jeka (Child-
Pugh knac A) wm ymepena (Child-Pugh knac B) crenen Ha weproapoOHo yBpexnane, Cma 1 AUC Ha
(pebdykcocTaT 1 Ha HETOBUTE META0OJIUTH HE CE IPOMEHST 3HAYMMO, B CPaBHEHHUE C XOpa ¢ HOpMaJiHa
yepHOApoOHa (hyHKuMs. He ca nmpoBeneHn npoy4BaHus Py HALMEHTH C TEXKa CTEIEH Ha
yepHoApoOHO yBpexaane (Child-Pugh xnac C).

Bn3pact

He ca nabmonaBanu 3aaunmu npomenn B AUC Ha peOykcocTaT I Ha HETOBUTE METAOOJIUTH ClIe/
MHOT'OKPaTHO NepOpaiHO NpHIIoKeHHE Ha (eOyKCOCTaT IPH XOpa B CTapuecKa Bb3pacT, B CPaBHEHHE
C TIO-MJTAJTU 3IpaBH XO0pa.

Tlon

Cren MHOTOKPATHO MEpOpaHO MpuiiokeHue Ha GpedykcoctaT, Cmax 1 AUC ca cbotBeTHO 24% 1 12%
MTO-BUCOKH TIPH KEHHU, OTKOJIKOTO TpH MBxke. O0ade, kopurupaHute crpsmo TeraoTo Cmax 1 AUC ca
nogoOHM npu BaTa noja. He e HeoOXxoanMo afganTupane Ha 103aTa Bb3 OCHOBA Ha T0JA.

5.3 IlpeakJIVHUYHYU JAHHU 32 0€30MACHOCT

E(l)CKTI/I IMPpU HCKJIIMHUYHUTEC IIPOYYBaHUA CC Ha6J'IIO,Z[aBaT TJIaBHO IPU CKCTIO3ULIUU, KOUTO
HaJaBHUIIIaBaT MaKCUMaJIHaTa €KCIIO3ULUS IIPU XOpa.
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DapMaKOKHHETUIHO MOJICIIMPAHE W CUMYJIAIMS Ha JAHHU OT ITHXOBE MPEJIojarar, ye npu
€HOBPEMEHHO MPUIIOKEHHUE ¢ (pedykcocTar, KIMHUYHATA J]03a HA MEPKAIITOITY PUH/a3aTHOTIPUH
TpsiOBa na ce Hamanu a0 20% UIU Mo-MaJIKo OT MpeaXoaHaTa Npeaniucana 103a, 3a 1a ce u30ernat
BB3MOKHH XeMaTOJIOTHIHH ePeKTH (BK. TOUKH 4.4 u 4.5).

KaHineporenesa, MyTarcHe3a ¥ YBPSXKJIaHe Ha d)eDTI/IJ'II/ITeTa

IIpy MBXKH IUTBXOBE CTATUCTUYECKU 3HAUYMMO YBEIMYCHHUE HA TYMOPHUTE HA IIMKOYHHS MEXYP
(IPEeXOIHOKJIETHYCH MANHIOM U KapIIMHOM) € YCTAHOBEHO CaMO BbB Bpb3Ka C KCAHTUHOBH KaMbHH B
rpymnara Ha BUCOKHU JI03H, MpuOau3uTenHo 11 mbTu ekcnosuimsaTa npu xopa. Hsama 3Haunmo
YBEJIMUCHUE HA IPYT THI TYMOP HUTO IPH MBXKUTE, HUTO MPH KEHCKUTE MUIIKH WX IUTbX0Be. Te3u
HaXOJKH CE CUUTAT 3a IMOCJICCTBUE OT BHJOBO CIICIM(DUYHHS ITyPUHOB METa00JIM3bM M ChCTaBa Ha
ypuHata, u ca 0e3 3HaYCHHUE 3a KIMHUYHATA YIIoTpeda.

CraHaapTHa cepHsi OT TECTOBE 3a TEHOTOKCHYHOCT HE TIOKa3Ba OMOJOTMYHO CBbP3aHH T€HOTOKCHUHH
edextu Ha pedykcocTar.

YcraHoBeHO e, 4e nepopanau Ao3u 10 48 mg/kg/naeBHo GedykcocTaT HIMAT ePEKT BBPXY
(depTUIMTETa ¥ PEIPOTYKTUBHATA JCHHOCT Ha MBIKKH U )KCHCKH TUTHXOBE.

Hsima nannu 3a yBpeneH GpepTHINTET, TepaTOreHH! eeKTH WK YBpeKAaHe Ha (eTyca, IbIDKALIN ce
Ha (ebykcocrat. [Ipu BrCOKH 031 € HaOM0AaBaHa TOKCHYHOCT MPU MaiKaTa, MpUAPYKEeHa OT
HaMmaJieHUE Ha MHJEKCca Ha OTOMBaHE M 3a0aBEHO pa3BUTHE Ha TIOKOJIICHHETO MPHU ILTHXOBE IPU
npuOIU3UTENHO 4,3 TBTH EKCIO3ULUATA IpU Xopa. TepaTonorunuHu MpoydBaHus, IPOBEACHH IIPH
OpeMeHHU IITbX0BE, IPU NPUOIU3UTENHO 4,3 IBbTH €KCIO3ULMTA IPH XOpa U OpeMEeHHH 3aiiiy Ipu
NpUOTU3UTENTHO 13 MBTH eKCIIO3UIKUATA ITPH XOpa He TIOKa3BaT TePaTOreHHU e(PeKTH.

6. DAPMAIIEBTUYHHU JAHHU
6.1 Choucbk Ha IOMOIIHHUTE BelIECTBA

Sapo Ha TabieTKaTa

Jlakto3a

MUuKpoKpuCTaIHa LETyJ103a

Marunesues creapar
XUOpOKCUTTPONUIILIENYII03a
Kpockapmenosza Harpuii

CununueB TUOKCH/I, KOJIOWICH XUApaTHpaH
Cunuuues JUOKCH, KOJIOUIEH 0e3BOIeH
Kpocnosunon

Tank

Tabnerna oOBUBKa

Xunpomenosa

Turanos nuokcua (E171)
Erunuenynosa

XKunt xxenezen okeun (E172)
Tpuanerun

UYepen xenezen okcua (E172)

6.2 HecnBMecTHMOCTH

Henpunoxumo
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6.3 Cpok Ha roaHOCT

2 TOAUHU
3a Oytuikute: Ciieql TbPBOTO OTBApSHE /1a Ce M3MOI3BaT B pamKkuTe Ha 180 qHM.

6.4 Crhenuananu yca0BHs HA CbXpaHeHHe
To3u ekapcTBEH MPOAYKT HE U3UCKBA CIELMAIHHU YCJIOBUS HAa ChbXPaHEHHUE.
6.5 Buau chabpikaHue Ha ONMAKOBKAaTa

baucrepu ot (PVC/0PA/Al)/Al (c BrpaaeH cymmuten) ot 14, 28, 84 TabneTku, KaleHAapHU OJIUCTEpH
ot 28, 84 TabneTku u nepopupanu OIUCTEPH C SNUHUYHH 103U OT 28 X 1 Tabnerku.

bructepu ot (0PA/Al/PVC)/Al ot 14, 28, 42, 84 TabneTku, KaneHAapHU Onmctepu ot 28, 84 TabneTku
u niephopupanu OJIMCTEPU C SAUHUYHY 103U OT 28 X 1 TaOJICTKH U IPYIIOBU ONAKOBKH OT 84 (2
OTIaKOBKH OT 42) TabJICTKH.

Byrunka or HDPE, 3atBopena ¢ momunpomnwieHoBa (PP) kamayka Ha BUHT ChC CYIIMTEN, ChbpIKaIla
28 nnu 84 TabneTku.

He Bcruky BUAOBE OMAKOBKY MOTaT J1a ObAT IMyCHATH Ha a3apa.
6.6 CroeuuaJHu NpeaNnasHu MepPKH NPH U3XBbPJIsIHE

Hsama CricnyaJiIHi U3UCKBaHUA.

7. HPUTEXATEJI HA PASPEHIEHUETO 3A YIIOTPEBA

Viatris Limited
Damastown Industrial Park,
Mulhuddart, Dublin 15,
DUBLIN

Upnannus

8. HOMEP(A) HA PASPEIHIIEHUETO 3A YIIOTPEBA

EU/1/17/1194/001
EU/1/17/1194/002
EU/1/17/1194/003
EU/1/17/1194/004
EU/1/17/1194/005
EU/1/17/1194/006
EU/1/17/1194/007
EU/1/17/1194/008
EU/1/17/1194/017
EU/1/17/1194/018
EU/1/17/1194/019
EU/1/17/1194/020
EU/1/17/1194/021
EU/1/17/1194/022
EU/1/17/1194/029
EU/1/17/1194/030
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9. JATA HA ITbPBO PAZPEINABAHE/IIOJJHOBABAHE HA PASPEIHIEHUETO 3A
YIIOTPEBA

JlaTa Ha EpBO pazpemanane: 15 rorm 2017 .
[Jara Ha nocneano noxHoBsaBaHe: 16 ¢peBpyapu 2022 r.

10. JATA HA AKTYAJIN3UPAHE HA TEKCTA

ITonpo6Ha mH(pOpManHs 3a TO3H JeKapCTBEH MPOAYKT € MpeIocTaBeHa Ha yebcaiita Ha EBpomneiickara
areHIus 1Mo JieKkapcTBaTa http://www.ema.europa.eu

20



1. HUME HA JIEKAPCTBEHMA TPOAYKT

®edykcocrat Viatris 120 mg ¢pummupanu TadiIeTKu

2. KAYECTBEH U KOJIMYECTBEH CBbCTAB
Bcesika Tabnerka chabpika 120 mg dedykcocrar (febuxostat).

IlomoIIHO BEIEeCTBO ¢ M3BECTHO AEUCTBUE

Bcesika Tabnerka chabpika 354,0 mg nakTo3a.

3a IBJIHMSA CIIUCHK HA IIOMOIIHUTE BEIECTBA BIDKTE ToUKa 6.1.

3. JIEKAPCTBEHA ®OPMA

®dumupana TabneTka (TabiaeTKa).

Kwnra, ¢ popma Ha Kancyna, ABOWHOM3ITbKHATA Ta0JIETKa, ¢ pa3Mepu npudim3nuTenHo 18 x 8 mm, ¢
BIUTLOHATO penedHo o3HayeHne M OT enHaTa cTpaHa Ha TadyieTkata u FX4 ot npyrara cTpaHa.

4. KJIMHUYHU JAHHU

4.1 TepaneBTHYHU MOKA3AHUS

®ebykcoctaT Viatris € oKa3aH 3a JiedeHHe Ha XPOHUYHA XUTIEPYPUKEMUSI TIPH ChCTOSIHUS, IPH KOUTO
BEUE € HACTBHIIMJIO OTJIaraHe Ha ypaTy (BKIIOYHTEITHO aHAMHE3a WM HATMYUE Ha TOGH W/HITH
HOarpO3eH apTPUT).

®ebykcoctat Viatris € oKa3aH 3a MPEBEHIIUS U JICYCHUE HA XUIIEPYPUKEMUS TIPH Bh3PACTHH
NalUeHTH, TT0/UTOKEHN Ha XMMHUOTEPAITUsl Ha XeMaTOJIOTMYHH 3JI0Ka4eCTBEHH 3a00JIsIBaHUS C yMEpEH
JI0 BUCOK pUCK OT Tymop-iu3uc cuuapom (TJIC).

®dedykcocrat Viatris € moka3aH MpH Bb3PacTHH.

4.2 J10o3MpOBKA W HAYMH HA MPUJIOKEHHE

gOBH[)OBKa

Ilooaepa

Ipenopbuntennata nepopaiHa no3a Oebdykcocrat Viatris ¢ 80 mg enuH mbT JHEBHO, HE3aBUCUMO OT
XpaHaTta. AKO ITMKOYHATa KHCEIMHA B cepyMa e > 6 mg/dl (357 umol/l) cnex 2-4 ceamMuiiy, Moxe ja ce
oOMuciu mpuiaraneTo Medykcocrat Viatris 120 mg euH IbT THEBHO.

®debdykcocrtat Viatris IelicTBa J0CTaThUHO OBP30, KOSTO MO3BOJISIBA TOBTOPHO M3CIIEABAHE HA
MUKOYHATA KUCEJIMHA B cepyMa ciie]] 2 ceaMuIy. TepaneBTHYHATA 11eJ1 € J1a € IOHMKH U MOIIbprKa
MUKOYHATA KUCeNMHa B cepyMa no 6 mg/dl (357 pmol/l).

IIpenopbuBa ce Hali-mMako 6 Mecena NpohUIIaKTHKA Ha TOAArpo3eH MPHUCTHII (BXK. Touka 4.4).
Tymop-nu3suc cunopom

[Ipenoppunrennata nepopanta no3a Gedykcocrat Viatris e 120 mg equH IbT THEBHO, HE3aBUCHMO
OT XpaHara.
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[Ipunoxxennero Ha PebykcocTar Viatris TpsOBa Ja 3amovHe ABa IHU IPEAX HAYaJI0TO Ha
[MUTOTOKCUYHATA TePaIus U Jia MPOIBIKK MUHHUMYM 7 JHU; BBIIPEKH Y€ JICUYCHUETO MOXKeE Jia Objie
YABIDKEHO 710 9 THU B 3aBUCHMOCT OT MPOJIBJKUTEITHOCTTa HA XUMUOTEPAITHATA U CIIOPE]]
KIIMHUYHATA MPEIICHKA.

Cmapuecka 6v3pacm
He ce nanara agantupane Ha 103ata Ipyu NAHEHTH B CTapuecKa Bb3pacT (BXK. Touka 5.2).

bvopeuno yepescoane
EduxacHocTTa 1 6€30MacHOCTTa NpH MALUEHTH C TEXKKA CTENeH Ha ObOpevHo yBpeXaaHe
(kpeaTrHUHOB KIHpBHC <30 ml/min, BX. Touka 5.2) HE ca HAITBJIHO OLICHEHH.

He e HeoOXoqMMo aanTupane Ha 103aTa NPy MAIMEHTH C JIeKa WM yMepeHa CTeeH Ha 0bOpedHo
YBpEKIAHE.

YeproopobHo yspexcoane
EdukacHoctTa 1 6e3omacHocTTa Ha (heOyKCOCTAT MPH MAIMEHTH C TEXKKA CTETIeH Ha YePHOAPOOHO
yBpexxaane (Child Pugh Class C) He ca npoy4BaHu.

[Toparpa: IIpenopbunTentara 03a MU MALUEHTH C JIeKa CTENEeH Ha YePHOIPOOHO yBPEKAAHE €
80 mg. Mima orpanndena nHpopMaIys IpH MAUEHTH ¢ YMEpeHa CTeleH Ha YepHOIPOOHO yBpeXKIaHe.

Tymop nusuc-cuagpom: B ocaoBHo npoyuBane (FLORENCE) ¢a3a I, camo y4acTHHIH ¢ Tex)Ka
4epHOAPOOHA HEOCTaTHYHOCT Ca U3KIIOYEHH OT y4acTue B poyuBaHeTo. He ce u3nckBa ajantupane
Ha [103aTa PpH BKIOYEHUTE NALMEHTH Bb3 OCHOBA Ha YepHOAPOOHaTa (YHKIHS.

Ileduampuuna nonynayus

bezomacHocTTa 1 emkacHocTTa Ha PedykcocraT Viatris mpH Jiera Ha Bb3pact noj 18 ronuHu He ca
JOoKa3zaHu. Jluncear njaHHU.

Hauwun na OPHUITOKCHUC

IlepopanHo NpuIIOKEHHE.
®ebykcoctaT Viatris TpsiOBa 1ja ce mpreMa Ipe3 ycTaTa ¥ MOXe Ja ce IIpreMa CbC WM 0e3 XpaHa.
4.3 IIporuBomoOKa3zaHUA

CBpBX4yBCTBUTEITHOCT KbM aKTUBHOTO BEIIECTBO MITH KbM HSIKOE OT IIOMOIITHUTE BEIECTBA,
n30poeHu B Touka 6.1 (BX. cbIo TouKa 4.8).

4.4 Chnenuananu npeaynpesxaeHus U Npeana3Hu MepKH NMPHU ynoTpeda

ChBpaeYHOCHI0BH 3a00JIsIBAHUS

Jleuenue na xponuuna xunepypukemus

[Ipu nanyeHTH ¢ Mpe/IIecTBay CEPUO3HA ChPJICYHOCHI0BH 3200 sIBaHus (HAMp. HHPAPKT Ha
MHUOKap/ia, UHCYJIT WM HeCTaOMITHA CTEHOKAp/IHs ), IO BpeMe Ha pa3paboTBaHETO HA IPOAYKTA U B
eITHO MpoyuBaHe el pa3pemanane 3a ymorpeda (CARES), e nabmtomaBan mo-roysiMm Opoid JIeTaTHA
CBPACYHOCHIOBH CHOUTHS TIPH (PeOYKCOCTAT B CPABHEHHE C AJIOTYPHUHOI.

Brnpeku ToBa, B ocieBalo npoy4Bane ciej paspemanane 3a yrnorpeda (FAST), ¢pedykcocrart ce

SIBSIBA HEMH(EPUOPEH CIPSMO AIOIyPUHOJ IO OTHOIIEHUE HAa YECTOTaTa KAKTO Ha JICTATHH, Taka U Ha
HEJICTATHH ChPACYHOCHIOBU CHOUTHS.
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JleyenneTo TIpy Ta3W TpyIa MAIMEHTH TPSOBA Jia ce U3BHPIIBA BHUMATEIIHO U Te TPsOBa Ja ce
HaOIrogaBaT peIOBHO.

3a noBeye NOAPOOHOCTH OTHOCHO 0G€30MaCHOCTTA IO OTHOLIEHHE Ha ChPJEYHOCHA0BaTa CHCTEMA Ha
¢ebykcocrar BrmxkTe Touka 4.8 1 Touka 5.1.

IIpeBeHIMS U JCUCHNUE Ha XUIICPYPUKEMHUS IPU HALMEHTH C PUCK OT TJIC

Chpaevunara AeHHOCT Ha MMAI[HEHTH, TOIIOKEHH Ha XMMHUOTEPAITHS 32 3JI0KAYECTBEHHN XEMATOIOTHIHI
3a00JISIBAHUS TIPH CPEJICH 10 BUCOK PUCK OT TyMOpP-TH3KC CHHIPOM, JIEKyBaHHU ¢ (heOdyKkcocTar TpsOBa
Jia Obje Mo HaOMIOACHHUE KOTaTO € KIMHUYHO YMECTHO.

AJ'ICDFI/DI KbM JICKApCTBCHUA HDOHVKT/ CBPBXYYBCTBUTCIHOCT

ITpy MOCTMapKETUHTOBHSI ONTUT PSIAKO Ca JOKIAABAHU CEPHO3HU aJEPTUYHU PEaKMU/peaklu Ha
CBPBXYYBCTBUTEITHOCT, BKJIFOUUTETHO KHBOTO3acTpamasamure Cuaapom Ha Stevens-Johnson,
TOKCHYHA eNuepMaiHa HEKpoJIn3a 1 ocTpa aHa(MIaKTHYHA peakusl/moK. B moBeueTo cinyyan Te3u
peaxnuy Bb3HUKBAT 110 BpEME Ha IIbPBUS MECEL] OT JIedeHueTo ¢ ¢pedykcoctar. Hakon, HO He BCHUKH
OT T3 MAIMeHTH, ca ChOOIIMIN 32 ObOPEYHO yBpEXKIaHe /TN TpeIIecTBaINa
CBPBXUYBCTBUTCIHOCT KbM aJIOIIYPHUHOJIL. Texxu pCaKknrun Ha CBPBbXYYBCTBUTCIIHOCT, BKIIFOYUTCITHO
JIeKapCTBEHA peakius ¢ eo3uHopunus u cucremMun cumntomu (Drug Reaction with Eosinophilia and
Systemic Symptoms, DRESS), ce cBbp3BaT B HSIKOM CITydan ¢ BUCOKA TEMIIEpaTypa, XeMaTOJIOTHIHO,
OBOPEYHO MM YEPHOIPOOHO 3acsATraHe.

[armenture TpsOBa 1a OBAAT HHGOPMUPAHH 32 TIPU3HAIUTE U CUMIITOMUTE U Ja C€ HAOIF01aBaT
BHHMATEJTHO 32 CHMIITOMH Ha QJIEPTHYHU PEAKINH/PEAKIIMU HAa CBPBXYYBCTBUTEIHOCT (BXK. TOUKA
4.8). Jleuenueto ¢ pedykcocTaT TpsiOBa BeHAra ja ObJie CIPSHO, aKO Bb3HUKHAT CEPUO3HU
AJICPIUYHU PEAKIMK/PEaKIMi Ha CBPbXUYBCTBUTEIHOCT, BKIFOUMTEITHO CHHIPpOM Ha Stevens-Johnson,
TBI KaTo PaHHOTO MPEKpaTsIBaHE € CBbP3aHO C MO-J00pa NPOrHo3a. AKO MAIMeHT € Pa3BUII AllePTUIHH
peaKIiK/peakiiii Ha CBPbXIyBCTBUTEIHOCT, BKIIFOYUTEITHO CHHIPpOM Ha Stevens-Johnson u octpa
aHa(UIAKTHYHA PEaKIUsI/IIOK, JIeYeHUeTo ¢ pedyKcocTaT He TpsOBa HUKOTa Ja ObJie 3alI0YBAHO
OTHOBO TIPH TO3M TAIHEHT.

OctpHu moIarpo3Hu Kpu3u (Moaarpo3eH IPUCTHII)

Jleuenneto ¢ hedykcocTaT He TPsIOBa J1a ce 3al04Ba IPeAX OCTpaTa MoJarpo3Ha Kpusa Ja € HarrbJIHO
or3Byyana. [logarpo3au mpucThIu MOXKe Ja HACTBIIAT IPHU 3aII0YBaHE HA JIEUECHHETO, TOPaIH
NPOMsIHA Ha CEpYMHUTE HUBA Ha MMKOYHATA KUCEJIMHA, KOETO BOAM J0 MOOMIM3UPAHE HA ypaTh OT
ThKaHHUTE Jena (BK. Touku 4.8 u 5.1). Ilpu 3amouBaHe Ha jeueHue ¢ hedykcocTar ce mpenopbyuBa
Hail-manko 6 mecerna npoduiaakruka Ha npuctbia ¢ HCIIBJI wim konxuruH (BX. Touka 4.2).

Axo HacTBIIH noAarpO3€H IMMPUCTBHII IO BPEME Ha JICUCHUE C (I)C6YKCOCT3T, TO HC TpH6Ba Ja Cce
MpCyCTaHOBSABA. HO,I[anOBHI/IﬂT MNPUCTHIT Tpr6Ba Ja Cc€ OBJIaZic€ CAHOBPECMCHHO, 10 HAYMH MOAXOIAII]
3a OTACIIHUSA ITallUCHT. HpOIIT)H)KI/ITeHHOTO JICYCHHUEC C @eGYKCOCTaT HaMallgBa 4€croTara U Cujiata Ha
MOoJarpO3HUTEC NPUCTHIIN.

Omiiarage Ha KCaHTHH

[Ipu nauyeHTH ChC 3HAYUTETHO MOBHUILIEHA CKOPOCT Ha 0Opa3yBaHe Ha ypaTH (Harp. 3JI0Ka4eCTBEHO
3a00JsIBaHE M HETOBOTO JieueHue, ciHapoM Ha Lesch-Nyhan) abconroTHaTa KOHIIEHTpaIys Ha
KCaHTHH B YpUHATa MOXE B PEJIKH CIIy4au Jia ce MOBUIIH JOCTATHYHO U JIa JIOBEJIE JI0 OTJIaraHe B
NUKOYHHTE MbTHIIA. ToBa He € HabII01aBaHO B OCHOBHOTO KIIMHUYHO MpOY4BaHe ¢ (edyKcocTar mpH
TyMop-nu3uc cunapom. [lopanu nurnca Ha onuT ¢ ¢pebykcocTat, ynotpedata My Mpu MaLUEHTH ChC
cuaapoM Ha Lesch-Nyhan He ce npemnopbruBba.
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Mepkanronyprus/a3aTHOIPUH

He ce npenoppuBa ynotpebaTa Ha heOyKcOCTaT MpH MALUEHTH, JEKYBaHH EAHOBPEMEHHO C
MEpKaITOIypHUH/a3aTHONPHH, Thii KAaTO MHXHOMPAHETO Ha KCAHTHHOKCHIa3aTa OT ()eOyKCOCTaT MOXKe
Jla TIPUYMHHU TOBUILICHY [UIA3MEHN KOHLEHTPALMU HAa MEPKAIITOITYPHUH/a3aTHONPHH, KOETO MOXE /13
JIOBE/IC TO TEXKKa TOKCHYHOCT.

Koraro komOuHanusTa He MOXKe Jia ce M30erHe ce MpenopbYBa HaMaJsIBaHE HA JIO3UTE HA
MepKanTomypuH/a3zaTrHonpuH 10 20% Wi mo-Majiko OT MpeAxoIHaTa MpeImucana 1034, 3a 1a ce
M30erHaT Bh3MOXKHU XEMaTONOTHYHU eekTH (Bxk. Touku 4.5 u 5.3).

[TarmenTuTe TpAOBa 1a c€ MOHUTOPHPAT OTOIN30 U A03aTa Ha MEPKANTOITypHH/a3aTHONPHH TPAOBa /1a
ObJlc KOpUTHpaHa BIIOCIICACTBHE Bh3 OCHOBA HA OIICHKATa HA TEPANICBTUYHMSI OTTOBOP M HAYAJIOTO Ha

CBCHTYAJIHU TOKCUYHU C(i)CKTI/I.

PenunuenTy Ha opra”HHy OPUCAAKU

[Topaau uricata Ha ONMT NPH PEIMITHMEHTH Ha OPraHHH MPHUCAIKH, HE ce PernopbyBa ynorpedara Ha
(ebykcocTar py TaKWBa MaMeHTH (BXK. Touka 5.1).

Teodunun

YcTaHOBEHO e, ue IUncBa GapMaKOKUHETHUYHO B3aMMOJICHCTBUE TIPH €AHOBPEMEHHO MPUIIOKEHUE Ha
¢debykcoctar 80 mg u Teodpunun 400 mg equHUYA 1032 TIPU 3paBU JOOPOBOJIIH (BXK. TOUKa 4.5).
®edykcoctat 80 mg MoXke Aa ce yrmoTpedsiBa MpH MallueHTH, JISKYBaH! €THOBPEMEHHO C TEO(DUIIHH,
0e3 PUCK OT yBeIWYeHHE Ha IUTa3MEHNUTE HIBA HAa TEO(MINH.

Hsma Hanmuunu nannu 3a Gpedykcocrar 120 mg.

YepHoapoOHU HAPYIIIEHUS

ITo Bpeme Ha 0O0eAMHEHNTE KIMHUYHY MTPOYy4BaHMs (a3a 3 ca HaOJo1aBaH! JICKH OTKIOHEHHS TIPH
YyepHOAPOOHHUTE (PYHKIMOHATTHY [TOKA3aTeN1 IPH MALMEeHTH, JIeKyBaHHu ¢ pedykcocrat (5,0%).
N3cnenBane Ha uepHOAPOOHNUTE (PyHKIMOHATIHY ITOKA3aTeIH Ce MPEropbyuBa PEIN 3all0YBaHE Ha
Tepanus ¢ peOyKCOCTaT U IIEPUOJHYHO CIIE/I TOBA, Bb3 OCHOBA Ha KIIMHUYHATA MTPEICHKA (BXK. TOUKA
5.1).

Tupongau 3a00JIsIBaHUS

IMoBuienu croinoctu Ha TSH (>5,5 plU/ml) ca HaOnrogaBany npy NAllMEHTH HA MPOAB/DKUTEITHO
neuenue ¢ pedykcocrat (5,5%) npu ABATOCPOUHN OTBOPEHH pa3lIMpEeHuUs Ha poyuBanus. Hanara ce
MOBHUIIIEHO BHUMaHuUE, Korato ¢peOyKcocTar ce ynoTpedsiBa Ipy NalueHTH C HapylieHa THPOUIHA
¢byHkuus (BX. Touka 5.1).

Tlomomnrau BCIICCTBA

®dedykcoctat Viatris chabpiKart JIakTo3a. [lanueHTuTe ¢ peAKH HACAeICTBEHH MPOOJIeMU Ha
HEMMOHOCHMOCT KBM TaJIaKTO3a, ITBJICH JIAKTAa3¢H Ae(PUINT UIH TIFOKO30-TAIaKTO3HA MaJIabcopOoITus,
He TpsOBa J1a IpueMaT TOBa JIEKapCTBO.

®dedykcocTat Viatris TabJIeTKU ChIIbprKa Mo-Majiko oT 1 mmol HaTpuii (23 mg) Ha TabieTKa, T.e.
MOXeE Jla ce KaKe, 4e MPAKTHUCCKU HE ChAbPIKa HATPHH.
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4.5 B3aumopeiicTBHe ¢ APYTrH JeKapPCTBEHU NMPOAYKTH U APYru (popMH HA B3auMoOAelcTBHE

Mepkanronypus/a3aTHOIPHH

BB3 ocHOBa Ha MexaHU3Ma Ha JeiicTBHe Ha PedykcocTaT, MHXHOUpaHe Ha kcanTuHOKcureHasa (KO),
HE Ce MpernopbhyBa ChIIbTCTBAMIATa UM yrotpeda. Maxubupanero Ha KO oT pedykcoctar Mmoxe ga
JIOBEJIC JI0 YBEIMYaBaHEe HA KOHIICHTPAIIWS Ha Te3H JICKapCTBa B IJIa3Mara, KOeTo BOJH JI0
MUEJIOTOKCHYHOCT.

B cnyuait Ha eqHOBpeMEHHO MprTokeHue ¢ (hedyKcocTar, 103aTa Ha MEPKaNTOIYPHH/a3aTHOPHH
TpsiOBa 1a ce Hamaiu 10 20% Wi Mo-MajKo OT MPeaxoHaTa Mmpeaniucana 103a (Bx. Touku 4.4 u 5.3).
AJIeKBaTHOCTTA Ha MpeIo’KeHaTa KOPEKIHs Ha 03aTa, KOSITO ce OCHOBaBa Ha MOJICIIMPAaHE 1
CHUMYJIAIIOHEH aHAJIH3 OT MPEAKIMHUYIHA JaHHA MIPH TUTHXOBE, € TOTBBPACHA OT PE3YITATUTE OT
KIIMHIUYHO MTPOYYBaHE 3a B3aMMOJICHCTBUE OT THIIA ,,JIEKAPCTBO-JIEKAPCTBO ™ TIPH 37[paBH JOOPOBOIIIIH,
npuemMaiiy azarronpud 100 mg caMoCTOATENHO U MOHMKEHA 7032 Ha a3aTHONpPHH (25 mg) B
koMOuHanus ¢ pedykcocrart (40 win 120 mg).

He ca npoBexxJaHu Mpoy4BaHUs 3a JEKapCTBEHO B3auMojielicTBHe Ha (pedyKcocTaT ¢ Ipyra
UTOTOKCUYHA XUMHUOTEPAIIH.

B 0CHOBHO KNMHUYHO TpOYyYBaHEe MIPH TyMOP-TH3UC cHHAPOM, (hedykcocTtar 120 mg qHEBHO €
Impujiarad Ha IainyveHTH, NOAJIOKCHHN Ha TCKKU XUMUOTCPAIICBTUYHN CXEMU, BKIIIOUUTCIIHO
MOHOKJIOHATHH aHTuTena. Obadue, B3aUMOJIEHCTBHS OT THTIA ,,JIEKAPCTBO-JIEKAPCTBO™ U ,,JIEKAPCTBO-
3a0oisiBaHe™ He ca M3CJIeBaHH 110 BpeMe Ha TOBa Mpoy4uBaHe. ETo 3a1110 He MOKe /1a ce M3KITF0YaT
BB3MOKHU B3aHMO/IEUCTBUS C BCSIKO €IHO €THOBPEMEHHO IMpUIaraHo HUTOTOKCHYHO JIEKapCTBO.

Posurnurazon/CYP2CS8 cybcrpatn

YcraHoBeHo e, ue pedykcocrar e cnabd naxudurop Ha CYP2CS8 in vitro. Ilpu npoyuBane npu 3/paBu
JI00pOBOIIHM, €AHOBPEMEHHOTO IpuiiokeHue Ha 120 mg ¢pedyKkcocTaT eqHOKPaTHO AHEBHO U
€IHOKpaTHa NepopaiiHa 71032 PO3UIIINTa30H 4 mg HAMa e(heKT BbpXy (hapMaKOKMHETHKATa Ha
PO3UTIIUTAa30H U HETOBUSI META00IUT N-IeCMETHII PO3UTIIMTA30H, KOETO NIOKa3Ba, ue GpedykcocTaT He
e nuaxudurop Ha CYP2C8 enszuma in vivo. ETo 3am0 He ce 04akBa eIHOBPEMEHHOTO HPWJIOKEHHE Ha
¢ebykcoctar ¢ pozurnurazon wim apyru CYP2C8 cybctpaTu 1a Hasara ajanTupaHe Ha 103aTa Ha
TE3U CheJINHEHHS.

Teodumun

[IpoBeneHo e nMpoyuyBaHe 3a B3aMOJICHCTBHE TIPH 3/IpaBU JTOOPOBOIIIH ¢ PedyKcocTaT, 3a Jia Ce OleHH
nany naxuoupanero Ha KO Moxe 1a mpriYMHU MOBHUILIEHNE Ha HUBATA Ha TEOPHIUH B LIUPKYJIalMATa,
KaKTO € choOIIeHo npu apyru uaxuouropu Ha KO. Pesynrarute oT npoy4BaHeTo MOKa3BaT, e
€IHOBPEMEHHOTO NpHiIokeHue Ha GedykcoctaT 80 mg eAHOKPATHO JHEBHO C SAMHUYHA J103a
teodpminH 400 mg He oka3Ba eeKT BbPXY (hapMaKOKMHETHKATA MJIM 0€30IIaCHOCTTA Ha TEO(HUIIHH.
ETo 3amo He ce npenopbyuBa MOBUILICHO BHUMaHKE, ako GedykcoctaT 80 mg 1 TeOPUIUH ce puiiarat
enHOoBpeMeHHo. Hsima Hanmmuam nanHu 3a pedykcocrar 120 mg.

HaHDOKCGH n Apyru I/IHXI/I6I/ITODI/I Ha I'N'TIOKYPOHUPAHETO

MeTabonu3MbT Ha PedyKcocTaT 3aBUCH OT ypuauH TroKyprant tpancdepasau (UGT) eHzumu.
JlekapcTBeHUTE NPOLYKTH, KOUTO HHXUOUpAT riitokyponupaneto, karo HCIIBJI u npoGenenu,
TEOPETUYHO MOJKE JIa MOBIMSIST eIMMUHNpaHeTo Ha ¢peOykcoctart. [Ipu 3apaBu 106poBosy,
eTHOBpEeMeHHATa ynorpedba Ha (ebdykcocTar u Hampokced 250 mg 1Ba IMbTH JHEBHO, € CBBP3aHa C
noBuIeHa excro3uus Ha heGykcocTat (Cmax 28%, AUC 41% u ti2 26%). [lpn kmnHUYHN
npoyd4BaHus, ynotpedarta Ha HanpokceH wim npyru HCIIBJI/Cox-2 uHXHOUTOPHU HE € CBBP3aHa C
KJIMHAYHO 3HaYMMO yBEJIHYaBaHE Ha HEXKEJIAHUTE PEaKLUH.
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®debykcocTaT MOXe JIa ce Tpuiiara eITHOBPEMEHHO C HAIPOKCEH 0e3 J1a € HeoOXOIMMO aJlaliTHPaHe Ha
nmo3aTa Ha GpeOyKcoCTaT MM HalPOKCEH.

HMHOyKTOpH Ha TTIIOKYPOHUPAHETO

Moruu uaaykropu Ha UGT eH3uMHUTE BEPOSTHO MOXKE [ JOBEIAT JI0 MOBHUIICH META00IH3bM U
HamasieHa edukacHocT Ha edykcocrat. [lopanu ToBa ce mpenopbyBa MPOCIEIIBaHE Ha ITMKOYHATA
KHCEJIMHA B cepyMa 1-2 ceIMUIIM CJie]] HA4alOTO Ha JICYSHHUE ¢ MOIICH HHIYKTOp Ha
rIIOKypoHupaneTo. OOpaTHO, MPEKbCBAHE HA JIEICHHETO C HHIYKTOP MOXE J1a IOBEJIE 10 TIOBHUIIICHU
TIa3MeHH HUBa Ha pedyKcocTart.

Konxuima/MaaoMeTanuy/XuapoxJIopoTuasu /Baphapux

®debykcocTaT MOXKeE J1a ce Tpuiiara eIHOBPEMEHHO C KOJIXHIIMH WM UHIIOMETAIINH, 0e3 11 e
HEO0XOIUMO aJanTupaHe Ha 1o3aTa Ha (eOyKCOCTaT WM Ha €THOBPEMEHHO MPHUIIaraHoTO aKTHBHO
BEIIIECTBO.

He e HeoOxouMo anantupaHe Ha 1o3ara Ha (eOyKCOCTAaT, KOraTo ce mpujara ¢ XuApoXJIOPOTHAZH/L.
He e HeoOxoauMo afantupane Ha 103aTa Ha BapdapuH, korato ce mpuiara ¢ pedykcocrart.
[Tpunosxenueto Ha pedykcocTar (80 mg uinu 120 mg BeIHBXK JHEBHO) ¢ BapdapuH HE 0Ka3Ba e(heKT
BBPXY (papMakoKuWHETHKATa Ha BapdapuH npu 3apaBu 1ooposoiy. INR u aktuBHOCTTa Ha hakTop

VII ch1110 HE ce TOBIUABAT OT CIHOBPEMEHHOTO MPHUJIOKEHHE Ha (heOyKCOCTaT.

Jesunpamuu/CYP2D6 cybcTparu

YcraHnoBeHo e, ue pedykcocrar e cnabd naxuourop Ha CYP2D6 in vitro. [1pu npoy4uBane npu 31paBu
no0poBouiy, 120 mg gpedykcocTaT THEBHO € A0BEJIO 10 cpeano yBeauuenue ¢ 22% na AUC Ha
nesunpamuHa, cyoctpar Ha CYP2D6, noka3Baiiku noTeHIualeH ci1ad nHxuoupany epext Ha
¢debdykcoctar Bbpxy CYP2D6 ensuma in vivo.

Ilopaau ToBa, HE ce OYaKkBa €HOBPEMEHHOTO NpHIIOKeHHe Ha PpedyKkcocTaT ¢ Apyru cyocTpaTH Ha
CYP2D6 na u3uckBa agantupaHe Ha 103aTa Ha TE3U ChbEIUHEHUS.

AHTHAaImn

YcTaHOBEHO €, 4e €IHOBPEMEHHOTO NMPUEMaHe Ha aHTHAIIH]I, ChbpIKAlll MarHe3ueB XUAPOKCU U
ATyMHHHUEB XUJIPOKCHUJ 3a0aBst abcopOiusita Ha hedykcocTat (mpuOIu3nuTeNHO 1 yac) U IpuYuHsIBa
32% namanenue Ha Cmax, HO He € HaOmronaBana 3Haunma npomsina Ha AUC. Ilopanu ToBa,
(hebykcocTar MOXKe J1a Ce IIpreMa HEe3aBUCHUMO OT yroTpedaTa Ha aHTHAIU.
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4.6 @epTHINTET, OPEMEHHOCT U KbpMeHe

BpemenHoct

JlaHHHTE OT MHOT'O OTPaHUYCH OPO¥ ClTyyal Ha SKCITO3MIIMS MO0 BpEMe Ha OPEMEHHOCT HE MOKa3BaT
He)xenaHu eekTr Ha GedyKcocTaT BbpXy OpPEeMEHHOCTTa WK 37JpaBeTo Ha (eTyca/HOBOPOIAECHOTO
nete. EkcriepuMeHTaIHUTE TIPOYYBaHUs ITPH )KHBOTHU HE TIOKA3BAT MPSKO WIN HETIPSIKO BPEIHO
BB3JICHCTBHUE BHPXY OPEeMEHHOCTTa, EMOPHOHATHOTO/PETATHO PAa3BUTHE WM PAXKIAHETO (BXK. TOUKA
5.3). lloTeHumaIHUAT PUCK IIpH X0pa He € u3BecTeH. DedykcocTaT He TPsIOBa J1a ce M3MO3Ba M0
BpeMe Ha OpEMEHHOCT.

Kopmene

He e m3BecTHO manmu edyKcocTaT ce eKCKpeTHpa B KbpMarta. ExcriepuMeHTaTHUTe IPOYYBaHUS IPU
JKMBOTHH IMOKAa3BaT CKCKPCHHA HAa TOBA aKTHUBHO BCUICCTBO B MJIAKOTO U HAPYUICHO PAa3BUTUC HA
cyudemuTe Maiiku. He Moxke 11a ce M3KIIIOUM pucka 3a kbpmadero. deGykcocTar He TpsOBa aa ce
ynotpe0siBa 1o BpeMe Ha KbpMEHE.

DepTunurer

PenponykTuBHU pOyyYBaHMS IPU KUBOTHH ¢ A0 48 mg/kg/neH He moka3BaT J030-3aBUCUMHU
HEXKEJNaHU peaklnu BbpXyY deprunmtera (BXK. Touka 5.3). EQextsT Ha hebykcocTat BbpXyY
GbepTunuTeTa IPU XOpa HE € U3BECTEH.

4.7 EdexTn BbpXy cniocodHOCTTA 32 orpaHe u padoTa ¢ MalIUHA

ITpu ynorpebara Ha ¢pedyKkcocTar ca JOKIaJBaHH COMHOJIEHTHOCT, 3aMastHOCT, TapecTe3us 1
3aMbriieHo 3penue. [lanmenTure TpsiOBa 1a MPOsBSBAT MOBUILICHO BHUMAaHKE Tpe/I Jia modupar,
paboTAT ¢ MAIIMHK WJIK Y9acTBaT B OMACHU JIEHHOCTH, JIOKATO ce yoe T, ue pedyKcocTaT HaMa Jia
NOBJIHsIe HEOIAroNpUsSTHO U3IIBJIHEHUETO.

4.8 Hexenanu JeKkapcTBeHH peaKINU

Pesrome Ha nmpodiia Ha 6e30HacHOCT

Haii-yecTo cbo011aBaHUTE HEXKENAaHW PEAKIUK MTPH KIMHUYHY poyuBanus (4 072 yd4acTHHIMN,
JieKyBaHH 1oHe ¢ 1o03a oT 10 mg 1o 300 mg), HOCTMapKETUHIOBOTO POyUYBaHe 3a O€30MacHOCT
(IlpoyuBane FAST: 3001 yuyactauiu ca siekyBanu ¢ 1o3u ot 80 mg 1o 120 mg) u npu
MMOCTMApKETHHTOBHSI OTUT IIPH MAIMEHTH C MOAarpa ca mojarpo3Hu MPUCThIIN, a0HOPMHA
yepHOApoOHa hyHKUMS, TUapHsl, TaJeHe, r1aBo0one, 3aMastHOCT, TUCITHES, 00pHB, IPYPHUTYC,
apTpajrus, MUaITrys, 0oJKa B KpalfHUIIUTE, OTOK U yMopa. Te3n HexenaHu peakliy B TIOBEYETO
CITyJad ca JIeKH 0 YMEPEHHU IO TeXECT. PSIKo mpr MOCTMapKETHHIOBHS OTHUT Ca Bb3HUKHAIN
CEPUO3HHU PEaKiK Ha CBPBXUYBCTBUTEIHOCT KbM (pedyKcocTar, HIKOU OT KOUTO ca CBBP3aHH ChC
CHCTEMHH CUMIITOMH M PEJKU CHOUTHS Ha BHE3aITHA ChbpACYHA CMBPT.

Hexenanu peakiuu B TaOJIMYEH BU

Yecrtu (>1/100 mo <1/10), neuectu (>1/1 000 mo <1/100) u peaxu (=1/10 000 go <1/1 000) HexxenaHn
peaKivi, Bh3HUKHAIM MPH NMAIMEHTH Ha JeueHue ¢ GedyKcocTar ca n30pOeHH Mo-/0Iy.
Yecrorara € 6a3upaHa Ha MPOYYBAHUS M HAa TOCTMAPKETHHTOBHS OIMT TIPH MAI[MEHTH € ToAarpa.

HpI/I BCSKO IpyIupaHe 1Mo 4€CTOTAa HCKCIIAHUTC PCAKIIUU CC I/I36pO$IBaT B HU3XOIAM] peaq 110
OTHOLICHUC HA TAXHATAa CCPHUO3HOCT.
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Tabruya 1: Hescenanu peaxyuu npu KOMOUHUPAHU ObA2OCPOYHU HPOOBIIICEHUS. HA NPOYYEAHUSL
¢aza 3, nocmmapkemun2080 npoyusane 3a 6€30NACHOCH U NOCHMAPKEMUH208 ONUM

Hapymenus Ha KpbBTa U
nuMdHaTa cucremMa

Penxu

HaHHI/ITOHCHI/IH, TpOM6OHI/ITOHCHI/I$I, arpaHynouHT03a*, aHeMI/Iﬂ#

Hapyuienust Ha uMyHHaTa
cucremMa

Penkn
AHaduiakTHYHA peakius®, JeKapCcTBEHa CBPhXYYBCTBUTEIIHOCT ™

Hapymenus Ha eHTOKpHHHATa
cucremMa

Heuectu
[ToBumenn HIBa Ha THPEOCTUMYITUPAI] XOPMOH B KPBBTA,
XUTIOTHPEOUANIBM #

Hapymenus Ha okoTO

Heuectn
3aMBITICHO 3pPCHHE

Penkn
3anyniBaHe Ha peTHHAIHATA apTepus’

Hapymienus na metabonusma u
XpaHEHETO

Yectu***

ITogarpo3uu npuctenu

Heuectu

3axapeH AuadeT, XUIEePIIUITUACMHUs, HaMaJIeH areTuT,
[IOBUIIABAaHE HA TETJIOTO

Penku

IToHnmxaBaHe Ha TETJIOTO, MOBUILIEH ATIETUT, AaHOPEKCHS,
XUIICPJIUTTUACMUSA

[lcuxuuHu HapyLIeHUA

Heuectn
Hamaneno nuouno, 6e3cpHue

Penku
HepBHOCT, IENPECMBHO HACTPOEHUE", HAPYIIEHHS HA ChHS"

Hapymenus Ha HepBHaTa
cucrema

Yectu

I'maBo6oine, 3aMassHOCT

Heuectu

I[TapecTe3usi, XeMHIIape3a, COMHOJIEHTHOCT, JIETAPTHs’, IPOMEHEH
BKYC, XHUIIOECTE3Hs, XUITOCMHUS

Penku

Areysus”, yceniane 3a mapene”

Hapyuienus Ha yXoTo u
nabuprHTa

Heuectn
Tunutyc

Penkn
Bepturo”

Copreynu HapyIIeHUs

Heuectu

[Ipenacepano MexacHE, nannuTanuy, oTkiaonenus B EKL, 1B
OenpeH OOk (Bxk paszen ,, T yMop-nu3uc-CHHAPOM ), CHHYCOBa
Taxukapaus (BUK paszen ,, TyMOp-Iu3uc-CuHaApom™), apuTMus’
Penxu

BuezanHa cppaeyna cMbpT*

Cp10BH HapyIIEHUS

Heuectu

XHIepTOHMSI, 3a9epBIBAHE, TOPEITHN BBJIHUA, XeMOparus (BixK.
pasnen ,, Tymop nu3uc-cuHapoM”)

Penxu

Llupxynaropen Konanc”

Pecniuparopau HapyleHus

Yectu

Hucnines

Heuectn

BpouxuT, nHGEKIKS Ha TOPHUTE JUXATESIIHU ITbTUIIA, HHPESKIUSI
Ha JIOJIHHTE JUXATelIHN MBTUINA®, Kanmna, xpema®

Penkn

[MHeBMOHUS
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CroManiHo-4YpeBHH HapyIICHUS

Yecru

Huapus**, ranene

Heuectu:

A61omuHanHa 6onka, abaoMuHaIHa 00JIKa B TOpPHATA YacT ¥,
pasayBaHe Ha Kopema, racTpoesodareairna pedurykcHa 0omecT,
MOBPBIaHEe, CYX0Ta B YCTATa, JUCIIETICHS, KOHCTHIIAIHS, YECTH
M3XO0XKIAHMs, (IATYICHIHS, TACTPOUHTECTHHAICH TUCKOMDOPT,
A3BH B yCTaTa, IIOJyBaHe Ha YCTHUTE", MAHKpeaTUT

Penxu
CromaniHo-upeBHa nepdopais’, cromarur”

Xenaro-OnauapHu HapyIeHUs

Yectu

Hapymenwne Ha uepHoapoOHaTa QyHKIHSI™**
Heuectun

XonenuTrasa

Penxu
Xenarur, *KbJITeHHIA*, 4epHOAPOOHO yBpeKAaHe™®, XomenucTur”

Hapymiennss Ha  Koxara U

IIOJKOXHATa ThbKaH

Yectu

OOpuB (BKJIIOYHMTEITHO Pa3IMYHU THIIOBE OOPUB, ChOOIABAHU C
M0-HUCKA YEeCTOTa, BXK. MO-J0TY), IPYPUTYC

Heuectn

Hdepmatut, ypTukapusi, 00e31BeTsBaHE HA KOXKATa, KOKHA JIe3us,
METeX1H, MaKyJI03eH 0OpHB, MaKyJIONaITyJI03¢H OOpUB,
[aIyJI03eH 0OpHB, XUIIEPXHUAPO3a, AJTOMENHs, eK3eMa’, epureM,
HOLIHO M3NoTsBane”, copuasuc”, cbposur 06pus”

Penku

TokcnuHa enmaepManaa Hekpoiu3a™®, CuaapoM Ha Stevens-
Johnson , anrmoenem*, nekapcTBeHa peakuus ¢ €03MHOGWINS U
CHCTEMHH CUMIITOMU*, TeHepalu3upaH oOpuB (ceproseH)™,
exconraTuBeH 0OpuB, OIUKYyIapeH 0OPHUB, BE3UKYIIO3E€H
00pHB, ITyCTYJIO3€H 00pUB, EpUTEMATO3EH O0PHUB,
Mopbourdopmer oOpuB

HapyiieHnus Ha MyCKyJIHO-
CKeJleTHaTa CHUCTeEMaA U
CBhEIMHUTENHATA ThKaH

Yecru

Aprpanrust, Muairus, 60JKa B KpaiiHuiure”

Heuectu

ApTpHT, MyCKYJTHO-CKEJIeTHa 00JIKa, MyCKyJTHa CJ1abocCT,
MYCKYJIHH CIIa3MH, CKOBAaHOCT Ha MYCKYJIUTE, OypCHT, OAyBaHe
Ha cTaBute”, 6OJIKK B Tbp0Oa’, MyCKyJIHO-CKEJIETHA CKOBAHOCT,
CKOBAaHOCT Ha CTaBHTE

Penxu

Pab1oMu0IM3a, CHHAPOM Ha POTATOPHKS MAHILIOH", peBMAaTHYHA
HOIMMHAITHS"

Hapymiennst Ha 660peruTe u
MUKOYHUTE MbTUILA

Heuectn

brOpeuna HegocTaThYHOCT, HE(PPOIUTHA3A, XEMATypHS,
HOJAKUY U, IPOTEMHYPHS, HEOTIOKHHU [O3MBH 3a yPUHUPAHE”,
MHQPEKIMU Ha YPHUHAPHHS TPaKT"

Penku
TyOynounrepctunuaneH Hedppur*

Hapymenust Ha
BB3MPOU3BOJUTETHATA CUCTEMA U
rbpjaaTa

Heuectu
EpexTuiina nuchyHKIUS

OO0y HapymeHus u e)eKTH Ha
MSICTOTO Ha TIPUIIOKEHHE

Yecru

Enem, ymopa

Hegectn

Boinka B rbpaute, ycenane Ha AMCKOMBOPT B TPBIAHUS KOIIL,
ooska®, Hepasmnonoxenue”

Penkn
Kaxna, ycenane 3a ropenuna’
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N3cnenBanns Heuectu

IToBumena amunasa B KpbBTa, IIOHMKEH OpOil TPOMOOITHTH,
MOHMKEH Opoii OeN KpbBHU KIIETKH, IIOHMKEH OpOr TMMQOLUTH,
MTOBUINICH KPEATUHUH B KPBHBTA, MOHIKEH XEMOTJIOOHH, TIOBUIIICHA
ypest B KpbBTa, MOBHUIIIEHN TPUTIIUIIEPUAN B KPHBTA, TIOBUIICH
XOJIECTEPOJ B KPBBTa, HAMAJIICH XeMaTOKPHT, TIOBUIIICHA JIAKTaTHA
JIEeXUAPOreHasa B KPbBTa, MOBUILECH KaTHK B KPHBTA, TIOBUILICHHE
na INR?

Penku

[loBuiiena xpbBHA 3axap, yIBIHKEHO aKTUBHPAHO MAPLUATHO
TPOMOJIOIIACTHHOBO BpeMe, HaMaseH Opoil Ha YepBEeHUTE KPbBHU
KJIETKH, TIOBHIIIEHA ayikayiHa (pocdaraza B KpbBTa, ITIOBUITICHA
KpeatnH hochoKHHA3a B KPBBTA™

HapansBane, oTpaBsane u Heuectn

YCIIOKHEHUS cIie]l MPOLIEAYPH Konrysuu"

: Hesxenanu peakuu OT IIOCTMAPKETUHTOBHSI OITUT

JlexapcTBeHO-00yCIIOBEeHaTa HEMH(EKITNO3HA TUAPHUS ¥ OTKIIOHEHHS B YEPHOIPOOHUTE
(GYHKIMOHAIHYU TECTOBE B 00eAMHEHH Npoy4BaHus (a3a 3 ca mo-4ecTH MpH NalueHTH,
JeKyBaHU

€THOBPEMEHHO C KOJIXUIINH

**%  BmkTe Touka 5.1 3a yecToTa Ha MOJArpO3HH MPUCTHIU B OTACTHHU PaHIOMH3UPaHU
KOHTPOJIMPaHU MpoyuyBaHus ¢asza 3.

Hesxenanu peakuuu OT IIOCTMApKETHHIOBY MIPOYYBAHHMS 33 O€30II1acCHOCT

Hk

Onucanue Ha I/I36DaHI/I HCXCJIaHU pCaKIInu

[Ipy mocTMapKETHHTOBHS OIIUT Ca Bb3HUKHAIH PE/IKHA CEPUO3HU PEAKIMH Ha CBPHXUYBCTBUTEITHOCT
KbM (eOyKcocTaT, BKIFOUUTEIHO CUHAPOM Ha Stevens-Johnson, TokcudHa enuaepMaiHa HeKpoiau3a u
aHadunakTHyHa peakuus/mok. CHHIpoMbT Ha Stevens-Johnson u TokcuyHaTa enuaepMaiHa
HEKpOJIHM3a Ce XapaKTepHU3upaT ¢ MPOrpecHpalii KOXXHI 0OPHBH, CBBP3aHU C T0OsBAaTa HA MEXYPH WITH
JIe3UH Ha JIMTaBHIIaTa U Bb3MAJICHUE Ha OYnTe. PeakiuuTe Ha CBPbXYyBCTBHTEIHOCT KbM
¢debykcocTaT MOXe J1a ObJaT CBbP3aHU ChC CISIHUTE CHMIITOMH: KOYKHU PEaKIly, XapaKTepU3upaIu
ce ¢ MHQHUITPHUPAIIN MaKyJIONAITyJI03HH ePYIIIHHI, TeHepATU3UPaHU WK eKC(HOTHATHBHE OOPUBH, HO
CBIIO U JIE3UH Ha KOXKaTa, OTOK Ha JIMIETO, BUCOKA TeMIIepaTypa, XeMaTOJIOTHYHH OTKJIOHEHHS KaTO
TPOMOOIUTOIIEHHS U €O3UHODUIINS M eIMHUYHO MITM MHOYKECTBEHO OPTaHHO 3acaraHe (Ha YepHUs
Ipo0 uiu OBOpenuTe, BKIFYUATETHO TYOYIOMHTEPCTHIINANIECH HeppHT) (BXK. ToUka 4.4).

HOI[anOSHI/I IIPUCTBIIN OOMKHOBEHO ca Ha6JHOI[aBaHI/I CKOPO CJICA HAYaJIOTO Ha JICHECHUECTO U 110
BpPEMC Ha MBbPBUTC MCCCLIU. Cnen TOBAa, 4Y€CTOTATAa HA MOJAarpO3HH MPUCTHIIM HaMaJIsIBa B 3aBUCUMOCT

ot BpeMmeTo. [IpodpunakTikara Ha HOJArpO3HHU MPUCTHIN € IpenopbUnTenHa (BX. TOUKp 4.2 u 4.4).

TyMoOp-IU3UC CHHIPOM

Pesrome Ha mpodumiia Ha Oe30macHOCT

B pannomusupanoto, 1BoiHo-cisino, ocHoBHO npoyusane FLORENCE (FLO-01) ¢asa 3,
cpaBHsBaIo (edyKkcocTar ¢ ajonypuHoi (346 nauueHTy, MoJI0KEH! Ha XUMHOTepanus Ha
3JI0KaYeCTBEHU XEMAaTOJIOTUYHHU 3a00IIsIBaHUS U ¢ yMepeH J10 Bucok puck ot TJIC), camo npu 061io 22
(6,4%) manmeHTy ce MpOoSIBSIBAT HEXeJlaH! peakiuu, mo-rouHo 11 (6,4%) manuenTy BbB BCsSIKa
TepaneBTHYHa rpyna. [foBeueTo oT HeXKEeNaHUTE PEaKLIMU ca WK JIEKH, UM YMEPEHHU.

Karo 1o, mpoyusanero FLORENCE He u3ThkBa HIKaKBU CIEITUATHA CHOOpaKEHUS 32 0€301aCHOCT
B JIOITBJIHEHUE KM MPEIUIIHUS OIUT ¢ PeOyKCOCTaT MPH MOAATPa, C M3KITFOUYCHUE HA CICTHUTE TPU

HE)KEJaHU peakuuu (OMHUCaHu No-rope B Tabnuna 1).

Cvpoeynu Hapyuienus:
Heuectu: JIsB Oeapen 070K, CHHYCOBa TaxHKapIUs
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Cv008u Hapyuienus:
Heuectu: Xemoparus

Cpo011aBate Ha NOJA03MPAHU HEKEIAHU PEAKIIMHI

Cro01aBaHeTo Ha IMOIO3MPAHN HEXKENIaHHU PEaKIuy Clie]] pa3peliaBaHe 3a ynoTpeda Ha JIeKapCTBEHUS
MPOAYKT € BaKHO. TOBa MMO3BOJISBA Ja MPOIBIKH HAOIIOICHUETO Ha ChOTHOIIICHUETO IMOJI33/PUCK 32
JIeKapCTBEHUS MPOAYKT. OT MEUIIMHCKUTE CIICIUATICTH CE U3MCKBA J]a ChOOIIABAT BCSIKA
[I0I03UPaHa HeXKEIaHa Peakiys Ype3 HAIMOHAIHA CUCTeMa 3a ChOOIaBaHe, MOcoUYeHa B [IpuiokeHne
V*.

4.9 Ilpeno3upane

[MaumenTHTe ¢ Ipeno3upaHe TPIOBa Jia ce JIEKyBaT ChC CHMITOMATHYHO U TOAIBPIKAIIO JICUEHHE.

5. ®APMAKOJIOTMYHU CBOMCTBA
5.1 ®apmakoaMHAMUYHHU CBOKCTBA

®dapmakoTepaneBTH4HA rpyna: AHTUIIOJArpO3HH MpenapaTH, MHXUOUpanu 00pa3yBaHeTo Ha MUKOYHA
kucenmuna, ATC koa: MO4AAO3

MexaHu3bsM Ha JEUCTBUE

IMukoyHaTa KHCEIHHA € KPAWHUST IPOIYKT OT MeTa00IM3Ma Ha IyPHHU MPH XOpaTa U ce 00pasysa 1o
BEpUTaTa XUMOKCAHTUH — KCAHTHH —> MUKOYHA KUCEITHHA. J[BETe CTHITKM HA TOPHUTE MPEBPBINAHUS
ce katanu3upar oT kcantuHokcuasa (KO). debykcocraT € 2-apuiiTHA30JI0B IEPUBAT, KOHTO
OCBHUICCTBABA TCPANICBTUYHUA CHU e(i)eKT KaToO IMMOHM)XaBa IMMKOYHAaTa KUCEJIMHA B CEpyMa 4pe3
cenekTHBHO MHXHOMpaHe Ha KO. debykcocTar e MOIIeH, He-ITypUHOB CelIeKTHBEeH HHXUOUTOp Ha KO
(HIT-CHUKO) c in vitro Ki cTORHOCT 110-MaJIKa OT €IMH HAHOMOJI. Y CTaHOBEHO €, 4e ¢edyKcocTar
MOIIIHO HHXUOMPA, KAKTO OKUCIICHATa, Taka U peaynupanata popma Ha KO. [Ipu TepaneBTHaHA
KOHIIEHTpaIuH, (pedykcocTaT He HHXUOMpa JPYTy €H3UMHU, Y4acTBaIly B MeTa0oM3Ma Ha MypUHU
WY TTMPUMUIMHY, TO-CTIICIUATHO TYaHUH JIeaMHHA3a, XMITOKCAHTUH TYaHUH
dochopudosuntpanchepasa, oporar pochopudosunrpanchepasa, opoTuanH MoHOPOChAT
JiekapOOKCcHUIIa3a WiK MypuH HyKIeo3u 1 ¢pochopuiasa.

Knuanyna eduracHocT 1 6€30MacHOCT

llooaepa

EdukacHoctTa Ha ebykcocTaT € joKkazaHa Ipu TPH OCHOBHHU Tpoy4uBaHus (a3a 3 (1BeTe OCHOBHH
APEX u FACT npoyuBanus u nombiaautenasoTo npoyusane CONFIRMS, onucann no-goamy),
npoBeneHu npu 4 101 mauuenTtyu ¢ xunepypukemus u noaarpa. [lpu Bcsiko OCHOBHO poy4BaHe
¢aza 3, pedykcocTar e mokasaj mo-a100pa CrocoOHOCT J1a IOHMKH U TOIbPKa CTOHHOCTH Ha
MUKOYHATA KHCEIMHA B CEpyMa, B CpPaBHEHHE ¢ anonypuHoi. [IbpBruvHaTa KpaiiHa Touka 3a
e¢pukacHoct B npoyuBanuiata APEX u FACT e npoueHThT Ha MallMeHTUTE, YUUTO MTOCTIETHH 3
MECEYHH CTOMHOCTH Ha MUKOYHATa KHCENnHa B cepyma ca < 6,0 mg/dl (357 umol/l). B
JOMBIHATETHOTO poyuBaHe (aza 3 CONFIRMS, 3a koeTo pe3ynTaTurte ca HaJIMYHH CIIE]
M37IaBaHETO Ha Pa3peleHneTo 3a ynorpeda Ha hedykcocTar, MbpBUYHATA KpaiiHa TOUKa 32
e(pUKacHOCT € JsUIa MallMeHTH, IPY KOUTO CTOMHOCTHUTE Ha IIMKOYHATA KHUCEJIMHA B cCepyMa ca

< 6,0 mg/dl npu mocneaHOTO noceleHue. IlalMeHTH ¢ OpraHHy IPHUCAIKU HE ca BKIIOYCHU B TE3U
nmpoydBaHus (BXK.TouKa 4.2).

APEX npoyueane: ATonypruHOJ U TUTaiie00 KOHTPOJIMpaHo npoyuBane Ha dedykcoctar (The

Allopurinol and Placebo-Controlled Efficacy Study of Febuxostat) (APEX) e pangomu3supaso,
JIBOWHOCJISITIO, MYJATHIIEHTPOBO, 28-CeIMUYHO Mpoy4BaHe ¢aza 3. Xumsaa ceaeMaeceT v Bama
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nanuenTy (1 072) ca panmomusupanu: mwiare6o (n=134), hedykcoctratr 80 mg BeIHBXK THEBHO
(n=267), hebykcoctar 120 mg Beaubk AHEBHO (n=269), PpedykcoctaT 240 mg BeAHBK THEBHO
(n=134) umu anonypunon (300 mg BeagHbX JHEBHO [N=258] Npu MaUeHTH ¢ U3X0JIeH KpeaTHHNH B
cepyma <1,5 mg/dl mmu 100 mg Benamx qHeBHO [n=10] py HanMeHTH ¢ U3X0/IeH KPeaTHHUH B
cepyma >1,5 mg/dl m <2,0 mg/dl). [IBecra u uetupunecer mg ¢pedykcocrar (2 mbTH MpenopbIBaHaTa
Half-BUCOKa /1032) ca U3IMOI3BaHH KaTo 71032 3a OL[CHKa Ha 0e30MacHOCTTa.

IIpoyuBanero APEX mokasBa craTUCTHYECKH 3HAYMMO MTPEBH3XOICTBO HA JBETE PAMEHA Ha JIYCHHUE C
¢debykcocrar 80 mg BenmHBK AHEBHO U pedykcocTaT 120 mg BenHBK JHEBHO cApsAMO paMeHaTa Ha
JICYCHUE C KOHBEHIIMOHAIHO M3MOA3BaHuTe 103U anomypuHoi 300 mg (n =258) /100 mg (n = 10),
normkasaiiku sUA mog 6 mg/dl (357 pmol/l) (Bx. Tabnuma 2 u ¢purypa 1).

FACT npoyysane: Anomypunoin KoHTponupaHo npoyusane Ha ¢pedykcoctat (The Febuxostat
Allopurinol Controlled Trial) (FACT) e pangoMu3upaHo, TBOHHOCIISIO, MyATHLEHTPOBO, 52-
ceaMuyHO TipoyuBaHe ¢asza 3. CexemcroTrH u mectaeceT (760) manueHTy ca paHIOMHU3HPAHH:
¢pebykcoctar 80 mg BenHbK THEBHO (n=256), pedykcoctaT 120 mg Benubk AHeBHO (n=251) nnn
anonypuHon 300 mg BenHBK JHEBHO (n=253).

IIpoyuBanero FACT noka3Ba cTaTUCTUYECKU 3HAYMMO MPEBB3XOACTBO HA ABETE paMEHa Ha JICUCHUE C
¢debykcoctar 80 mg u hebykcocTar 120 mg BeqHBK JHEBHO CHpsiMO PAMOTO Ha JICUCHUE C
KOHBEHILIMOHAJIHO U3M0J3BaHarTa fo3a anonypunon 300 mg, noHmwkasailku 1 nogabpxaiiku sUA nog
6 mg/dl (357 pmol/l).

Tabnuua 2 060011aBa pe3ynTaTuTe OT MBPBUYHUTE KPaliHN TOYKH 32 e(UKACHOCT:
Tadamnna 2

Js1J1 HA MallUeHTHTe ChC CEPYMHHM HUBA HA MUKOYHA KuceauHa <6,0 mg/dl (<357 pmol/l)
Iocaennu 3 MmeceyHH BU3UTH

[IpoyuBane debykcocTat ®dedykcocrat AnonypuHon
80 mg BeTHBXK 120 mg BeaHBXK 300/100 mg BeTHbK JHEBHO '
JTHEBHO JTHEBHO
APEX 48%° 65% " * (n=269) 22%
(28 ceamunm) (n=262) (n=268)
FACT 53%"° 62%" 21%
(52 cegmunn) (n=255) (n=250) (n=251)
KomOunupanu 51%° 63%"* 22%
pe3ynratu (n=517) (n=519) (n=519)
! pesyararu mpu xopa, nonydapamy mid 100 mg Bennbx aHeBHO (n=10: HaMEHTH ChC
KpeaTuHHH B cepyMma >1,5 u <2,0 mg/dl) nim 300 mg Begubx aueBHO (n=509) ca crOpann
3a aHAJIU3UTE.
* p < 0,001 cpenty anonypunod, * p <0,001 cpenry 80 mg

CriocobHocTTa Ha (hedyKkcocTar Ja MOHWKaBa MMMKOYHATA KHCEITMHA B cepyMa € Obp3a U MOCTOsHHA.
[ToHmKxeHHe Ha CEpYMHOTO HUBO Ha MMKOYHATA KuceauHa 10 <6,0 mg/dl (357 umol/l) e oroensn3ano
npu Busutata Ha CeMuIa 2 U € NOIbPKaHO M0 BpeMe Ha IUI0TO JiedeHue. CpeiHuTe cepyMHH HUBA
Ha MMKOYHATa KMCEJIMHA BEB BPEMETO IPH BCSIKA TPyIa Ha JICYEHHE OT JBETE OCHOBHH IPOYYBAHUS
¢aza 3 ca nokazanu Ha Qurypa 1.
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®@urypa 1 Cpeann cepyMHH HHBA HA MUKOYHA KHCEJIUHA, B 00eJUHEHN OCHOBHU
npoy4yBanus ¢asa 3

11 1

10

ITnamne6o

kucenuna (mg/dL)

7 A \ AnomnyprHOn

(ebdykcocrat 80 mg

4 4 ¢ebykcocta 120 mg

Cpenna croitnoct (+SEM) CepyMHO HHBO Ha THKOYHA

(ebykcocrar 240 mg
BL 2 4 6 8 12 16 20 24 28 32 36 40 44 48 52

Cenmuiia

BL=u3xonna croiftnoct ~ SEM=cranmapTHa rpemika Ha CpeiHaTa CTOHHOCT

3abenexka: 509 manueHTH nojiyyasat ajomypunoi 300 mg BeaHbxk THEBHO; 10 MaIlMeHTH ChC
cepyMmeH kpeatuuH >1,5 1 <2,0 mg/dl nomyuaBat no3a 100 mg Benuwx aHeBHO (10 mamuedTn ot
268 npu npoyuBaneto APEX). /Iecta u yetnpuaecer mg GpedyKkcocTaT ca U3MOI3BAHU 32 OIICHKA Ha
Oe3omacHocTTa Ha pedyKcocTaT MPH JIBa ITbTH Hal-BHCOKATa IpenopbhuBaHa J03a.

IIpoyuBane CONFIRMS: npoyusanero CONFIRMS e pangomusnpano, KOHTPOJIUPAHO, 26-CEIMUTHO
npoy4saHe ¢asa 3 3a oneHka Ha OezomacHoCcTTa U eukacHocTTa Ha pebykcoctat 40 mg u 80 mg B
cpaBHeHue ¢ anonypunoi 300 mg wiu 200 mg npu NaLKMEeHTH ¢ IoAarpa U Xxunepypuxkemus. Jlse
XWISIU IBECTa MIecTaeceT U AeseT (2 269) naruenTtu ca pangoMu3npanu Ha: Gedykcoctar 40 mg
BeJHBXK JIHEBHO (n=757), peOykcocrat 80 mg BeaHbxkK AHEBHO (n=756) wiu anonypunoi 300/200 mg
BEJIHBXK THEBHO (n=756). Hali-manko 65% OT manueHTUTe ca ¢ JeKa J0 yMEpeHa CTerneH Ha ObOpedHo
yBpexaane (c kpeaTHHHHOB KiIupBHC 30-89 ml/min). [IpodunakTtrukara Ha Mmogarpo3HU MPUCTHITH €
3aIBJDKUTEITHA TI0 BpeMe Ha 26-CeAMUYHHUS TTEPUO/I.

JerpT manueHTH chC cepyMHHU HHUBA Ha NMHKOYHA KucenuHa < 6,0 mg/dl (357 pmol/l) mpu mocneanoTO
nocerieHue € cboTBeTHO 45% 3a 40 mg pebykcocrat, 67% 3a hebykcoctar 80 mg u 42% 3a
anynypunoa 300/200 mg.

ITvpsuuna kpatina mouka 6 noozpynama Ha nayuenmu ¢ 6v0peuHo yspedcoame

IIpoyuBanero APEX ouensiBa epukacHocTTa rpu 40 manuentu ¢ 050pedHo yBpexxaane (T.e, U3X0aHa
CTOHHOCT Ha cepyMeH kpeaTrHuH > 1,5 mg/dl u <2,0 mg/dl). [Ipu xopa ¢ 6s0pedHO yBpeKaaHe,
paHIOMU3MPaHH Ha aJlONyPHHOI, npeenHara go3a €100 mg Benabxk nHeBHO. PedyKcocTaT 10cTUra
IbpBUYHATA KpaliHa Touka 3a edukacHocT npu 44% (80 mg BenHbK THEBHO), 45% (120 mg BeHBK
nueBHO) 1 60% (240 mg BegHBXK THEBHO) OT MAIEHTUTE, B cpaBHEeHKE ¢ 0% npu rpynuTe HA
anonypuHoia 100 mg BeIHBXK THEBHO U uianeo.

Hsima KITMHAYHO 3HAYUMH Pa3IIHKH B IPOIIGHTHOTO HAMAJIEHHE Ha CepyMHATa KOHIIEHTpAIs Ha
MUKOYHA KHCEMHA MIPHY 3paBy JOOPOBOIILHM, HE3aBUCUMO OT TsixHaTa ObOpeuHa ¢pynkuus (58% B
rpymnara ¢ HopManHa 0b0peuna ¢pyHkuust u 55% B rpymnata ¢ Texka 0b0peuHa AUCPYHKIU).

AHanu3 Ha NallMEHTUTE ¢ ofarpa 1 0bOpedHo yBpeXJaHe, IPOCIEKTUBHO ONpeesieH B IPOYUBAHETO
CONFIRMS, noxka3sa, ye hedykcocTar € CHrHU(UKAHTHO MO-€(EKTHBEH 32 MOHIKCHUE Ha
CepyMHHUTE HUBA Ha MMKOYHATA KUCEJIMHA 0 CTOWHOCTH < 6 mg/dl B cpaBHEHHE € aomypHUHOIN

300 mg/200 mg npu manueHTH ¢ moaarpa, KOUTO UMaT JeKa JI0 YMEPeHa CTEIeH Ha ObOpeUHo
yBpexaane (65% oT mpoyuBaHUTE MALUEHTH).
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ITvpsuuna kpatina mouka 6 nooepynama Ha nayuenmu c SUA > 10 mg/dl

[Mpubnuzurenno 40% ot naruentute (ooequaenn ot APEX u FACT) umar usxoana croinoct sUA
of > 10 mg/dl. B tasu noarpyna ¢ebykcocTaT 1ocTUra mbpBUYHATA KpaiiHa TOUKa 3a e(UKaCHOCT
(cepymMHE HMBa Ha MUKOYHATA KucenuHa < 6 mg/dl mpu mocneaanTe Tpu mocemeHus) mpu 41%

(80 mg Bemubx AHEBHO), 48% (120 mg BenHbk qHEBHO) U 66% (240 mg BeAHBX THEBHO) OT
NalueHTHTe, B cpaBHeHHE ¢ 9% B rpymnara Ha anonypuHoi 300 mg/100 mg Beaubx queBHO 1 0% B
rpynara Ha mianebo rpymure.

B npoyusanero CONFIRMS nensT Ha nanueHTuTe, KOUTO AOCTUraT 10 MbpPBUYHATA KpaiiHa TOYKa 3a
e(uKacHOCT (cepyMHH HHBA Ha MMKOYHATa KUceianHa < 6 mg/dl mpu mocneHOTO moceneHue) 3a
MAIMeHTH C HaYaJlHA CepyMHHU HUBA Ha MUKOYHATa KucenuHa > 10 mg/dl nexyBanu ¢ ¢pebykcoctar
40 mg BenHBXK JHEBHO € 27% (66/249), c hebykcoctar 80 mg Beanbk AHEBHO € 49% (125/254)u c
anonypunoa 300 mg/200 mg Beaubx qHEBHO € 31% (72/230), chOTBETHO.

Knunuunu pesynmamu: /[san na nayuenmume, nysxcoaewy ce om iedeHue Ha no0azpo3eH npucmvn
[Mpoyusane APEX: npe3 8-ceamMuunus mpoQUIakTHUEH IEPUO, TTO-TOJISIM ST YYACTHULM B TpyTIaTa,
nexyBaHa ¢ ¢peOykcoctar 120 mg (36%) u3HCKBAT JIedeHHE Ha MTOAATPO3EH MPHUCTBII CIPSMO
¢edyxcoctar 80 mg (28%), anomypunon 300 mg (23%) u mnauedo (20%). [Ipuctenute ce
yBeNU4aBaT cjie]] MpoQUIaKTHYHUS [IEPUO]T ¥ TOCTETIEHHO HaMasaBat ¢ BpemeTo. Mexay 46% u 55%
OT y4acTHHUIIUTE MOTy4yaBaT JeueHHe 3a MoAarpo3HUTe MPUCTHIN OT 8. ceaMuIia Jo 28. ceaMuIia.
[lomarpo3uu MpUCTHITK Tpe3 MOCTIEAHNATE 4 CEIMUITU OT MPOyUBaHeTOo (ceamuia 24-28) ce
HaoOmonaBat npu 15% (dedykcoctar 80, 120 mg), 14% (anomypunon 300 mg) u 20% (manedo) ot
YYACTHHUIIHTE.

[IpoyuBane FACT: Ilpe3 8-ceamuaHus pOoQIIIaKTHICH TEPHO/I, TIO-TOJISAM ST yYACTHHIM B TPYIIATa,
nekyBaHa ¢ ¢pedykcoctar 120 mg (36%) U3KMCKBAT JICUSHUE HA TIOJIAaTPO3CH MPUCTHII CIIPSIMO JBETE
rpynu jJekyBanu ¢ gpedykcocrat 80 mg (22%) u anonypunon 300 mg (21%). Cien 8-ceqmuuaHus
npodUIaKTHYEH NEPUOJ, YeCTOTaTa Ha MPUCTBIIN C€ YBEJINYaBa U CJIe]] TOBA MOCTENIEHHO HAMAJISBA C
BpemeTo (64% u 70% oT yyaCTHULIMTE MOTydaBar JIEUEHHE 3a MOJarpO3HUTE MPUCTHIN OT &. 110 52.
ceamutia). [logarpo3uu IpUCTHIN TIpe3 MocHeAHUTE 4 CEAMUITN OT IPOoy4YBaHeTo (cenmuiiu 49-52) ce
HaOmroznaBat mpu 6-8% (dpedbykcocrat 80 mg, 120 mg) u 11% (anonmypunon 300 mg) OoT y4acTHULUTE.

HensT Ha X0Opara, HyKaaemu ce oT Jiedenne Ha noaarpo3eH npuctsil (APEX u FACT npoyuBanus) e
YHCIJIEHO MO-HUCKO B IPYIUTE, KOUTO CIIEN M3XOAHOTO HUBO Ca JJOCTUTHAIM CPEHO HUBO HA ypaTH B
cepyma <6,0 mg/dl, <5,0 mg/dl wmu <4,0 mg/dl, cpaBHeHH ¢ TpymaTa, KOATO Clel NU3XOAHOTO HUBO €
JIOCTUTHAJIa CPEIHO HUBO Ha ypatu >6,0 mg/dl npe3 nocienuute 32 ceAMUIIM OT NIEPUOJIA HA JICUCHUE
(maTepBau Cenmuira 20- Cenmurnia 24 no Ceamuria 49 - 52).

ITo Bpeme Ha nmpoyuBaneto CONFIRMS, nponeHThT MalueHTH, KOUTO CE€ HY>KIasT OT JIeUeHHe Ha
noxarposnu npuctsiu (aeH 1 Ha mecer 6) e 31% n 25% cbhoTBeTHO 3a rpynuTe Ha (hedykcocrar

80 mg u anonypunon. He ce HabionaBa pa3nuka B Jsi1a MAUEHTH, KOUTO C€ HYXKAAAT OT JICUCHHE Ha
NOJarpo3Hu MPUCTHIN B rpynuTe Ha dedykcoctaT 80 mg u 40 mg.

Lvazocpounu, omeopenu, pazuupenu npoy4eanus

[IpoyuBane EXCEL (C02-021): [Ipoyusanetro EXCEL e TpuroguuHo oTBOpeHO, MHOTOLICHTPOBO,
PaHAOMU3UPAHO, AJIOITYPHHOI-KOHTPOIMPAHO, pa3IIMPEeHo npoyyuBane (asa 3 3a 6e30macHOCT npH
MAIMEeHTH, KOUTO ca 3aBbpIIiIM ocHOBHUTE npoyuBanus ¢aza 3 (APEX umu FACT). Obmro ca
BkitoueHu 1 086 manuentu: pedykcoctar 80 mg BeaHbK AHEBHO (n=649), dpebykcocTar 120 mg
BeJHBXK AHEBHO (n=292) wim anonypunoin 300/100 mg Benubxk naeBHO (n=145). Oxoi0 69% ot
NaIMEHTHTE HE U3MCKBAT IPOMEHH B JICYCHUETO 32 IMOCTUTAaHE HA KPaHO cTaOMITHO JICUCHHE.
[NanuenTu ¢ 3 mociieA0BaTENHN CEPYMHH HUBA HA MMKOYHATa KuceauHa >6,0 mg/dl ornaxaar.

CepyMHHTE HHBA Ha TIKOYHA KMCETMHA Cce TIOJAbPKaT BB BpeMeTo (T.€. 91% u 93% ot manuenture

Ha HavyaJIHO JICYeHHE ChOTBETHO ¢ (pebykcocTar 80 mg u 120 mg ca ¢bC CepyMHH HHMBA Ha MUKOYHATA
kucenuHa <6 mg/dl Ha 36 mecen).
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TpUTOMUIIHY TAHHU TIOKA3BaT HaMallsIBaHE HAa YeCTOTaTa Ha MOJArpO3HH MPHUCTHIIN KaTO MO-MaJIKO OT
4% OT MaIMeHTUTe ca ce HyXK/Iaelld OT JICUeHHE Ha IPUCTHII (T.€. ToBede oT 96% OT manueHTnTe He ca
UMaJId HY»K7a OT JICUCHUE Ha TIoJIarpo3eH Mpucthi) mmpe3 Mecer 16-24 u Mecen 30-36.

UYetnpunecet u mect (46%) n 38% OT manmeHTHuTe Ha KPafHO CTAOMITHO JIeUeHHE CHOTBETHO C
¢debykcocrar 80 mwm 120 mg BeAHBX THEBHO ca C IBJIHO pa3HacsiHe Ha MbPBUYHA MAIIaTOpHA Toda
OT U3XOJHO HUBO JI0 KPAHOTO MOCEUICHHE.

IIpoyuBanero FOCUS (TMX-01-005) e 5-roauirHo, OTBOPEHO, MHOTOIIEHTPOBO, Pa3IIUPEHO
npoy4BaHe ¢asa 2 3a 6e30MacHOCT 3a MAUEHTH, KOUTO Ca 3aBbPIIIIN 4-CEAMUYHO TBOMHO-CIISTIO
no3upane Ha pedykcocTar B mpoyuBaneTo TMX-00-004. Bxitouenu ca 116 narueHTH, KOUTO
noiydvasat HadanHo gebykcoctaT 80 mg Bequbx qHEBHO. IIpu 62% 0T nauueHTuTe HEe ce U3UCKBA
KOpUTHpaHe Ha /103aTa 3a MOAIbp)KaHe HAa CepyMHH HMBA Ha MMKOYHATa KucenrHa <6 mg/dl, a npu
38% OT manMeHTUTE Ce M3UCKBAa KOPUTHPaHEe Ha J103aTa 3a JOCTUTaHE Ha CTaOMIHA KpaliHa J103a.

JsTbT manueHTH chC CepyMHHU HUBA Ha MUKO4YHaTa kucenuHa <6,0 mg/dl (357 umol/l) Ha mocnenHoTO
nocemieHue e no-royisiM ot 80% (81-100%) 3a Besika oT no3ute pedykcocTart.

ITo Bpeme Ha KIMHWYHY MPOyYBaHMs (a3za 3 ca HabI0IaBaH! JICKH OTKIOHEHHS TIPH Y€PHOAPOOHUTE
(YHKIMOHAIHU TECTOBE MPU MalMEHTH, JIeKyBaHU ¢ peOykcocTar (5,0%).Crenenute Ha
OTKJIOHCHHMSTA Ca MMOJ00HU Ha CTENICHUTE, ChOOIICHU IIPH ajoypuHod (4,2%) (Bk. Touka 4.4).
[oBumenu croitnoctn Ha TSH (>5,5 plU/ml) ca naGnronaBanu npu MaMEHTH HA BITOCPOIHO
nedenue ¢ pedykcoctar (5,5%) u nanreHTy Ha anonypuHoi (5,8%) Mpu IbJITOCPOYHH OTBOPCHH
pas3IIMpeHy MpoyYBaHus (BXK. Touka 4.4).

Tocmmapkemuneo8u 0va20CpOUHU NPOYYBAHUSL

[Mpoyusaneto CARES e MHOrO1eHTpOBO, paHIOMHU3UPAHO, TBOWHOCISIO HEMH()EPHOPHO
W3MUTBaHE , KOETO CPaBHSIBA ChPJCUYHOCHIOBUTE PE3YATATH MpU (HeOyKCOCTaT CIIPSIMO
AJIOIYPUHOJ NPH NAMEHTH C NoJarpa ¥ aHaMHe3a 3a 3HAaYMMHU ChPIEYHOCHA0BH 3200 sIBaHNS,
BKITIOUMTENTHO MH(APKT HAa MUOKap/ia, XOCITUTAIN3AIUS [TOpand HecTaOWITHA aHTHHA,

MIpoIeAypa Mo KOPOHApHA WIIK MO3bYHA pEBACKyJIapHu3alls , MHCYIT, XOCIUTAIN3AIHS 110 TIOBOJ
TPaH3UTOPHA UCXEMHUYHA aTaka, nepuepHo ChI0BO 3a00IsIBaHE WM 3aXapeH AualdeT ¢ JaHHU

32 MHKPOBACKYJIapHO MJIM MakpoBacKyJlIapHo 3a0oisiBane. 3a nocturane Ha sUA nog 6 mg/dl,
no3ata ¢edykcoctar ce Tutpupa oT 40 mg 1o 80 mg (He3aBucuMoO OT ObOpeuHaTa QyHKIHS), a
Jlo3aTa alonypuHoI ce TuTpupa Ha cThikd 1o 100 mg ot 300 no 600 mg npu nauueHTu ¢
HOpMayTHa Ob0OpeyHa QyHKIUS win O0BOpedHo yBpexkaane B jeka creneH u ot 200 qo 400 mg

NIPY TIALMEHTH ¢ ObOPEYHO yBpEKJaHE B yMEpEeHa CTETICH.

IIspBuuHata kpaitna Touka Ha CARES e BpemeTo 10 mbpBa nosisa Ha MACE, cbcraBHa OT
HedaraneH HH)APKT Ha MUOKapa, HedaTaleH HHCYIT, ChbPACYHOCHA0BA CMBPT WM

HecTaOWITHAa aHTHWHA ChC CIENIHA KOPOHAPHA PeBacKyJIapr3alysl.

KpaitauTe Touku (MbpBUYHY U BTOPUYHH) ce aHanu3upar criopena ITT (intention to treat, ¢
HaMepeHue 3a JICUCHNE) aHalIu3, KOWTO BKIIIOYBA BCUYKH YYAaCTHUIH, KOUTO Ca PaHJOMHU3UPAHH

U TIOJTy4aBarT [IOHE €JHa 7032 OT JBOWHO-CISIIOTO U3IIUTBAHO JIEYECHHE.

06110 56,6% OT MaNMEeHTUTE MPEYCTAHOBSIBAT U3IMUTBAHOTO JICUCHUE TPEKACBPEMEHHO U 45% 0T
NalMEeHTUTE HE 3aBbPIIBAT BCUUYKH BU3UTH OT U3MUTBAHETO.

0610 6 190 narnueHTH ca MpOCe/IeH! ¢ MenaHa OT 32 Mecela, a MeIuaHaTa Ha
MPOABIDKUTETHOCTTA HA KCIIO3UIMATA € 728 THY 3a MalMeHTHTe B Tpymnara Ha (peGykcocTaT
(n=3098) u 719 nuu B rpynara Ha anonypuHoi (n=3092). [IspBuunara MACE kpaiina Touka
BB3HHKBA ChC CXO/IHA YECTOTa B IPYIHTE, JEKYBaHH ¢ PeOyKcocTaT U alloypruHOII (ChOTBETHO
10,8% cupsimo 10,4% ot manimentute; HR 1,03; aByctpanno nosropen 95% CI 0,89-1,21).

IIpu ananm3 Ha otnenante komrnoHeHTH HAa MACE, gecTora Ha ChpIeIHOCHI0BAa CMBPTHOCT € TI0-
BUCOKa Ipu pedykcoctaT cpsmo anonypunodi (4,3% capsamo 3,2% ot nauuentute; HR 1,34; 95%
CI 1,03-1,73). Yecrorara Ha npyrute MACE cb0utns € cxonna B rpynure Ha ¢peOyKcocTaT u
anonmypuHoa — HedaraneH nHpapkT Ha Muokapaa (3,6% cropsmo 3,8% ot maumenture; HR 0,93;
95% CI 0,72-1,21), medaranen uacyar (2,3 crpsmo 2,3% ot narmentute; HR 1,01; 95% CI 0,73-
1,41) u cnemHa peBacKyJapu3anus nopaau Hecrabuinna anrua (1,6% copsmo 1,8% ot manueHTure;
HR 0,86; 95% CI 0,59-1,26). UectoTara Ha 00111a CMBPTHOCT CBIIIO € ITO-BHCOKa IpH dedykcocTar
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cripsimo anorrypusoi (7,8% copsimo 6,4% ot maruenture; HR 1,22; 95% CI 1,01-1,47), koeto ce
JUBJDKA OCHOBHO Ha ITO-BUCOKATA YECTOTa Ha ChPJICYHOCHA0BATa CMBPTHOCT B Ta3u rpyna (BX. TOUKa
4.4).

UYecroTara Ha MOTBBPACHA XOCTIUTATN3AIMS TOPATH ChPICYHA HEAOCTATHYHOCT, XOCITUTATU3AIUU
MTOpay apUTMHH, KOUTO HE ca CBBP3aHH C HCXEMHS, ChOUTHS Ha BEHO3HA TPOMOEMOOIHS 1
XOCTIUTATH3AIUS TTOPa TPAH3UTOPHH UCXEMUYHH aTaKH ca CPABHUMHU 32 PeOyKCOCTaT U

a0y PUHOIL.

IIpoyuBanero FAST e mpocriekTHBHO, paHIOMHU3UPAHO, OTBOPEHO, ChC 3aciieNieHa KpaifHa TouKa,
CpaBHsBAILO Mpoduia Ha 0€30MacHOCT 10 OTHOIIEHHE HA ChPIEYHOCHA0BATA CHCTEMAa Ha
¢debykcocTat cpsMo aJOMypPHHOI MPH MAMEHTH ¢ XPOHUYHA XUTIEPYyPUKEeMHUs (KOTaTo Beve €
HACTBIIMJIO OTJIaraHe Ha ypaTH) U ChPACYHOCHIOBU PUCKOBH (PakTOpH (T.€. manueHTH Ha 60 ToanHn
WY TI0-BB3PACTHH U C [TOHE €IUH ChbPACYHOCHI0B pUCKOB (hakTop). [loaxoasmure nauueHTu ca
TIOJTYYHJIIH JICYCHHE C AJIOIYPUHOI MPEAH PaHAOMH3ANUATA U IPH HEOOXOIUMOCT Ca HalpaBeHH
KOPEKIINH B JI03aTa, CIIope]] KIIMHUYHATA TipelieHKa, npenopbkute HAa EULAR u ogoOpenaTa
IO3UpOBKa. B kpast Ha BpBeXkIammara ¢a3a nanueHTUTe, IpreMaIin alomypuHoa ¢ HuBo Ha sUA ot

< 0,36 mmol/l (< 6 mg/dl) uu npuemaiy MaKCUMajHaTa MOHOCUMa MJIM MaKCHMaJIHATa pa3pelicHa
J103a JIOIyPUHOJ Ca paHAOMHU3UPAHH B ChboTHOIIEHHE 1:1 Ha nedeHue ¢ GpedykcocTaT nin
anomypuHodi. [IbpBuuHaTa KpaiiHa Touka Ha npoyuBaneto FAST e BpemeTo A0 IIbpBaTa MosiBa Ha
KOETO U J1a € ChOUTHe, BKIIIOYEHO B ChCTaBHATa KpaliHa Touka o Antiplatelet Trialists” Collaboration
(APTC), kosiTo BKIItOUBA: 1) XOCTUTAIM3aIUs 3a HedaraieH nH(APKT Ha MUOKApa/OCThp KOPOHAPEH
curapoM ¢ nonoxurensu ouomapkepu (OKC); i1) HedaTanen HHCYINT; iii) CMBPT MOpaIN
CBhPACYHOCHA0BO chOuTHE. [IBPBUYHHUAT aHAIN3 CE OCHOBaBa Ha MOJX0/Ia Ha JICUeHHeE.

Karo msamo 6 128 manuenTu ca paagomusupanm, 3 063 Ha ¢pedykcoctar u 3 065 Ha amOMypPHUHOIL.

[Tpu mbpBUYHUS aHATIM3 CIIOPE] MOAX01a Ha JieueHue, pedykcocTar ¢ HeMH(DEPHOPEH CIIPSIMO
AJIOTTYPUHOJ 110 OTHOIIICHHE Ha YECTOTAaTa Ha IbPBUYHATA KpalfHa TOYKA, KOSTO € HACTBIIMIA TIPH
172 manmenTu (1,72/100 manmenToroauam) Ha pedykcocrtaT B cpaBHenue ¢ 241 nmammentu (2,05/100
MaIMeHTOTOANHI) Ha anomypunoi, ¢ kopurupad HR 0,85 (95% CI: 0,70, 1,03), p <0,001. Aranu3st
CIIOpe/I MOIX0/1a Ha JISYSHHUE 110 OTHOIIICHHE Ha MbPBUYHATA KpaliHa TOYKa B MOJIIPyIaTa NalyueHTH C
aHaMHe3a 3a nHapKkT Ha Muokapaa, uHeynT win OKC He moka3Ba 3HaYMMa Pa3iuKa MEXKIY JIBETE
rpynu Ha jedenue: 65 (9,5%) nanueHTu ca cbc cbOUTHA B rpynara Ha ¢pedykcoctat u 83 (11,8%)
MAI[MEeHTH ca ChC ChOUTHA B Tpynara Ha ajnomnypunoi; kopurupad HR 1,02 (95% CI: 0,74-1,42);
p=0,202.

Jleuenneto ¢ pebykcocTaT He € CBBP3aHO C yBeIHMYaBaHe Ha CMBPTHOCTTA MTOPAJIU ChPJCYHOCHI0BH
MIPUYUHH WM CMBPT MO BCAKAKBU MPUYHHM, KATO ISJI0 WM B MOATpYIaTa MalMeHTH ¢ aHaMHe3a 3a
nH}apkT Ha Muokapza, nacynT win OKC na uzxoanoro HuBo. Karo usiio ce HaOmoaBaT no-Maiko
CMBPTHH CliyyaH B rpymnara ¢ ¢pedykcoctar (62 CMBbPTHH CIydasi 110 ChPASYHOCHI0BU MPUIMHU U
108 cMBpTHU ciTydast IO BCIKAKBH MPUYNHH ), OTKOJIKOTO B TpymaTa ¢ alomypuHoi (82 cMbpTHH
Cllydasi 10 ChbpJACYHOCHI0BU NPUUMHH U 174 CMBPTHH CiTydasi 10 BCAKAKBH IPUYUHH).

HaGmonaBa ce mo-royiiMo HaMaJIeHHE B HUBAaTa HA MMKOYHATA KUCEIMHA NpH JedeHue ¢ pedykcocrar
B CPaBHEHHUE C JICYEHUETO C AJIONYPHUHOIL.

Tymop-nu3suc cunopom

EdukacHoctTa 1 6e3omacHocTTa Ha (heOyKCcoCcTaT 3a IPEBEHIIUS U JICYCHNUE HA TYMOP-JIU3UC CHHAPOM
ca nemonctpupanu B npoyusanero FLORENCE (FLO-01). ®ebykcocrar nokassa mo-m1oopa u 1mo-
0bp3a aKTUBHOCT 3a TIOHIDKAaBaHE HA MTUKOYHATA KUCEJIMHA, B CPAaBHEHUE C AJIOIyPHHOI.

FLORENCE e pangomuszupaso (1:1), 1BoiiHOCIAIO, OCHOBHO Mpoy4BaHe ¢asza 3, CpaBHIBAILO
¢pebykcoctar 120 mg Beanbx AHEBHO ¢ agonypunoa 200 no 600 mg qHeBHO (CpeaHa AHEBHA 1032
aJIONyPUHOI [+ cTaHmapTHO oTKioHeHne|: 349,7 £ 112,90 mg) 1o oTHONIEHHNE HA KOHTPOJIa Ha
CepyMHUTE HUBA Ha MMKOYHA KucenuHa. [logxonsaimu nanueHTy e TpsoBaso Aa ObAaT KaHIUIATH 32
JIeYeHHE C aJTOIMYPHHOJ WM TaKHBa, KOUTO ca HAMAIM JOCTHII 10 pacOypukasa. [IbpBUUHM KpaiitHu

36



TOYKH Ca TUIOIITA IO KpuBaTa Ha cepymHara nukoyHa kucennHa (AUC sUA | g) i mpoMsiHaTa B
HUBaTa Ha cepyMHUs kpeaTuHuH (sC), OT m3X0AHOTO HUBO A0 JleH 8 u 3a iBere.

O061m10 ca BktoueHH 346 MalMEeHTH C XeMaTOJOTMYHH 3JI0Ka4eCTBEHH 3a00IBaHusL, IOAJIOKEHN Ha
XUMHOTEPAITNS M ¢ yMEPEH/BIUCOK PHUCK OT TyMop-nu3uc cuaapoM. Cpeqaara AUC sUA g (mgxh/dl) e
CUTHH(DMKAHTHO TTO-HUCKA Tpu JieueHue ¢ ¢pedykcocrar (514,0 = 225,71 cupsmo 708,0 +234,42;
pasiuKa cropes MeTo/ia Ha Hal-MankuTe kBaapatu: -196,794 [95% CI: -238,600;

-154,988]; p <0,0001). OcBeH TOBa, CPEAHOTO CEPYMHO HMBO HAa IMMKOYHA KHCEIMHA €
CTaTHCTUYECKH 3HAYUMO TIO-HUCKO TIPH JiedeHune ¢ (hedyKcocTar mpe3 mppBuTe 24 Jaca OT JICYCHHETO
Y BBB BCSIKA €THA OT MOCIEABAIIITE BpeMeBH TOUKH. He ce u3sBsBa cTaTUCTHYECKH 3HAYMMA pa3jIuKa
B Cpe/IHaTa MpoMsiHa Ha cepyMHUs kpeaTnuHuH (%) Mexay ¢pebdykcoctat u anomypuHon (-0,83+26,98
cipsimMo -4,92+16,70 chOTBETHO; pa3irKa CIIopea METoja Ha Hal-mMankuTe kBaapata: 4,0970 [95% CI:
-0,6467 ; 8,8406]; p=0,0903). [1o oTHOLIEHNE HA BTOPUYHUTE KpailHU TOUKH, HE € OTKpUTA
CTaTUCTHYECKH 3HAUMMa pa3iiiKa 1o OTHOILICHHE Ha yecToTara Ha taboparoper TJIC (croTBEeTHO
8,1% u 9,2% B pamenata Ha pedykcocTaT u ajgomypuHoi; oTHocuteneH puck: 0,875 [95% CI: 0,4408 ;
1,7369]; p=0,8488) muto 3a kmuanueH TJIC (crotBeTHO 1,7% 1 1,2% B pamenara Ha pebdykcocTar u
aNonypuHoi; oTHocuTeneH puck: 0,994 [95% CI: 0,9691 ; 1,0199]; p=1,0000). O6miara yectora Ha
MPU3HAIMTE ¥ CUMIITOMUTE, U3SBCHHU 110 BpEME Ha JICUSHHETO, U HeXKETaHUTE peakiuu e 67,6%
capsmo 64,7% u 6,4% copsmo 6,4%, cbOTBETHO IpH JieueHue ¢ pedykcocTaT 1 anonypuHoil. B
npoyusaneTro FLORENCE, ¢ebykcocTar reMoHCTpHUpa mo-1006p KOHTPOJI HA CEPYyMHUTE HUBA Ha
IMMKOYHA KUCCIINHA CIIPAMO aJIONIYPHUHOJ IMPU MAIUCHTHU, KOUTO Ca IJIaHUPAaH! [a IMoJrydaBaT
MOCJIETHOTO JieKapcTBo. [loHacTosIIeM JIUTICBAT JaHHU, CpaBHABAIIU (eOyKcocTaT ¢ pacOypukasa.
Edukacnoctra u 6e3omacHocTTa Ha (PeOyKCOCTAT HE Ca YCTAHOBEHH IMPH MAIUEHTH C OCThP TEKBK
TJIC, nanp. npy NaMeHTH, KOUTO ce JIEKyBaT HEYCIEUIHO C IPYTH YPaTOIOHMKaBallll TePaIuu.

5.2 @®apmakOKMHETUYHH CBOWCTBA

[Ipu 31paBu 10OPOBOIIIH, MAKCUMATHUATE TUTa3MeHU KOHIIEHTPAUH (Cmax) U TIIOMITA IO KPUBATA
ria3MeHa koHueHTpanus/speme (AUC) Ha ¢peOyKcocTar ce yBeanyaBaT IpOoropLUHOHATHO Ha 03aTa
cJie]l eTHOKPATHO U MHOTOKpPATHO MpuioxeHue Ha 1034 oT 10 mg 1o 120 mg. [Ipu go3u mexmy

120 mg u 300 mg, ce HabO/IOaBa MMO-TOJIAMO OT MPOIIOPIIMOHATIHO Ha Jjo3aTa yBenuuenue Ha AUC Ha
¢dedykcocrar. Hama kymynupane, KoeTo MOXe Aa ObJie OLIEHEHO NPH MPWIoKEHHE Ha 1031 oT 10 mg
1o 240 mg Ha Bceku 24 gaca. GedykcocTar UMa MPUBHUICH CPEJCH TEPMHUHAICH EIMMUHAIIMOHEH
MOJTYKUBOT (t12) OK0JIO 5 110 8 Haca.

[TomynannoHHn GpapMakOKHHETHYHU/(PapMaKOIUHAMUYHHU aHAIN3U ca poBeleHH npu 211 manuentu
C XUNIepYPHUKEMHUS U TIoJarpa, JIeKyBaHu ¢ ¢pedykcoctar B 1o3u 40-240 mg BeaHBK gHEBHO. Karo
1su10, (hapMaKOKMHETHYHHUTE IMapaMeTpH Ha (peOyKcocTaT, OIICHEHH Ype3 U3MEPEHH C TE3U aHAIN3U
CHOTBETCTBAT Ha TE3H, MOJIYUYECHH MPH 3paBu J0OPOBOJIIIH, KOETO IIOKa3Ba, Ue 3ApaBUTE Xopa ca
NpeICTaBUTENHH 32 PapMaKOKHHETHIHA/(hapMaKoIMHAMUYHA OI[CHKA TP TTOMYJIAIUsITa TTAIMEHTH C
nojarpa.

AOGcopouus

®debykcoctat ce abcopoupa Obp30 (tmax 1,0-1,5 h) u gobpe (Haii-manko 84%). Cinen eqHOKPATHO MU
MHOTOKpPAaTHO nepopanHo npuiarade Ha 80 u 120 mg enquH 0bT 1HEBHO, Ciax € CBOTBETHO
npubmm3urento 2,8-3,2 ug/ml u 5,0-5,3 ug/ml. AGcomorHaTa OHOHAIMYHOCT Ha TabjieTHaTa hopma
Ha (pebykcocTaT He € IpoydeHa.

Crey MHOTOKpaTHO TIepopaTHo Tpriiarade Ha 80 mg enyuH IbT JHEBHO WM €THOKPATHO MpHIIaraHe Ha
120 mg ¢ xpana, 6orara Ha Ma3HuHHU, uMa 49% u 38% noHmwkeHue Ha Cmax U CHOTBETHO 18% 1 16%
namansBane Ha AUC. ObGaue, npu u3ciieiBaHe (MHOTOKpaTHO nmpuiarane Ha 80 mg) He e
HaOII0JaBaHa, KITIMHUYHO 3HAYMMa IMPOMSHA B TIPOIICHTHOTO HAMaJICHHE Ha CEpYMHATa KOHIICHTPAIUS
Ha THKOYHa KucenuHa. CiiemoBaTelHo, peOyKcocTaT MOXKE Jla ce MprueMa He3aBICHMO OT XpaHaTa.

37



Pasnpenenenue

[MpuBumHUAT 00EM Ha pa3npeeicHHe B cTaloHapHO cheTosiHue (Vs/F) Ha debykcoctar ¢ B
nmuana3on ot 29 no 75 1 cinen nepopanau no3u ot 10-300 mg. Ceep3BaneTo Ha pedykcocTar ¢
TUTa3MEHHUTE POTEHHN € MpHOIM3uTenHo 99,2%, (rnaBHO ¢ anOyMUH) U € IOCTOSHHO B Wana3oHa Ha
KOHIIEHTpaIuTa, mocturaata ¢ 7o3u oT 80 u 120 mg. CBbp3BaHETO C IIa3MEHUTE IPOTEHHA Ha
aKTUBHUTE METa0OIUTH € B Muana3oH ot 82% no 91%.

Buorpancdhopmars

®debykcocTaT ce MeTaboIM3upa eKCTEH3MBHO Upe3 KOHIOTalus upe3 ypuauH aucocdat
rmokyponosumitpancdepaznata (UDPGT) ensuMHa crictemMa i OKCUARpaHe ¥pe3 TUToxpom P450
(CYP) cucremara. YcraHoBeHH ca 4eTHPH (papMaKoJIOTHYHO aKTUBHU XUAPOKCUIT METa0OIUTH, TPU
OT KOWTO C€ HaMHpaT B TuIa3Marta Ipu xopa. [n vitro mpoyuBaHHs C YOBEUIKH YePHOAPOOHH
MHUKPO30MH TIOKa3BaT, Y€ T€3W OKCHIATUBHU MeTaboimuT ce oopasysar rimaBHo oT CYP1AL,
CYP1A2, CYP2CS8 unmn CYP2C9, a pebykcocraT rimoxyponuns ce oopa3ysa riasuao or UGT 1A1,
1A8 ulA9.

Enumunupane

®ebyKcocTaT ce eTMMUHUPA 10 YepHoApoOeH 1 660peueH mbT. Crien 80 mg opanna mo3a “C-Genssan
¢ebyxkcocTar, npudnusntenHo 49% ot go3aTa ce Bb3CTAaHOBSIBA B ypUHATA KATO HEPOMEHEH
¢debykcocrtar (3%), alui NIFOKYPOHUIABT Ha aKTUBHOTO BeliecTBO (30%), HErOBUTE U3BECTHH
OKCHUJIaTUBHU META0OJUTH U TeXHUTE KoHtoratu (13%) u npyru HensBecTHu MeTabomutH (3%). Kato
JOIBJIHEHNE KbM YPUHHATA €KCKPELHsl, IPHOIU3UTENHO 45% OT m03aTa ce Bb3CTaHOBSBA BB (ereca
KaTo HempoMeHeH ¢edykcocTtaT (12%), auui MIIOKYpOHUABT Ha aKTUBHOTO BeniecTBo (1%), Herosure
W3BECTHU OKCUIATUBHH META0OINTH M TEXHUTE KOHIOTATH (25%) M Ipyru HEN3BECTHU META0OINTH

(7%).

bu0Opeuno yBpexaane

Ciier MHOTOKpATHO TiepopaiiHo npuiarade Ha 80 mg gedyKkcocTaT npy ManyueHTH ¢ JIEKO, yMEepeHO
WJIM TEXKKa CTeneH Ha Ob0peuHo yBpexaane, Cmax Ha PeOyKCOCTAT HE CE IPOMEHS, B CPABHEHHE C
xopa ¢ HopMaiiHa 0b0peuHa dynkiusa. Cpennara obia AUC Ha eOykcocTaT ce yBenndyana
npubnmu3uTenHo 1,8-kpatHo ot 7,5 ug-h/ml B rpynara ¢ HopmainHa 0bOpedHa (pyHKIHS J0

13,2 pg.h/ml B rpymnara ¢ Texxko HapymieHa Ob0pevna GyHKIHS. Crax 1 AUC Ha akTHBHHTE
MeTaboINTH HapacTBa ChOTBETHO 2- U 4-KpaTHO. He3aBucruMo OT ToBa, He € HEOOXOIUMO aJanTupaHe
Ha Ji03aTa MpH HaLUEeHTH C JIeKa WM yMEepeHa CTeleH Ha ObOpeyHO yBpeKaaHe.

YepHoapoOHO VBpEKIaHe

Cren MHOTOKpaTHO nepopanHo npuiarane Ha 80 mg ¢pebykcoctar npu nanuenTH ¢ jieka (Child-Pugh
knac A) mwim ymepena (Child-Pugh knac B) crenen Ha weproapoOHO yBpexnaHe, Cnax 1 AUC Ha
¢dedykcocTaT 1 Ha HETOBUTE META0OIUTH HE C€ IPOMEHST 3HAYMMO, B CPAaBHEHHUE C XOpa ¢ HOpMaJiHa
yepHOApoOHa (hyHkuus. He ca npoBeneHn npoy4BaHus Py NALMEHTH C TEXKa CTEIEH Ha
yepHOApoOHO yBpexkaane (Child-Pugh kmac C).

Bn3pact
He ca nabmonaBanu 3aaunmu npomenn B AUC Ha peOykcocTaT HIM Ha HETOBUTE METAOOJIUTH ClIe/

MHOT'OKPaTHO NEPOPAIHO Mpuiiarane Ha pedyKcocTaT IpU Xopa B cTapyecka Bb3pacT, B CPAaBHEHHUE C
HO-MJIaJIH 3PaBU XOpa.
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Tlox

Cren MHOTOKpATHO MepopaiHo npuiarane Ha pedykcocTat, Cpax 1 AUC ca croTBeTHO 24% 1 12%
N0-BHUCOKH TIPH JKEHH, OTKOJIKOTO NpU Mbike. Obaue, KOpUrupaHute cupsmo TeriaoTo Cma 1 AUC ca
1o100HU pu JBaTa noja. He e HeoOX0qMMO aganTupaHe Ha 103aTa Bb3 OCHOBA Ha IOJIa.

5.3 IIpeakJMHUYHU AAHHH 32 0€30MACHOCT

Edextn npy HeKNMMHUYHAUTE TPOYUIBaHUS ce HAOII0AaBaT TJIABHO MPH €KCIIO3UITNH, KOUTO
HaJBUIIABAT MAaKCUMAaJTHATA €KCIIO3UIIUA IIPH XOPa.

DapMaKOKHHETUIHO MOJICIIMPAHE W CUMYJIAIS Ha JAHHU OT ITHXOBE MPEJIojarar, e npu
€HOBPEMEHHO MPUIIOKEHHUE ¢ (pedykcocTar, KIMHUYHATA J]03a HA MEPKAIITOITY PHH/a3aTHOTIPUH
TpsOBa na ce Hamaiu 10 20% WM MO-MaJIKo OT MPEAX0HaTa MPeIIucana 1033, 3a Ja ce u30erHar
BB3MOYKHH XeMaTOIOTUYHA e(eKTH (BXK. Touka 4.5 u 4.5).

KaHIICDOFCHC?:a, MyTarcHesa 1 YBPCXKAaHC Ha d)eDTI/IHI/ITCTa

[Ipy MBKKH [UTBXOBE CTATUCTHYCCKH 3HAYMMO YBEINYCHUE HA TYMOPHUTE HA MUKOYHUS MEXYP
(IpexoTHO-KJIEThYCH MAHIOM U KaplIMHOM) € YCTaHOBEHO CaMO BbB BPb3Ka C KCAHTHHOBU KaMbHU B
rpymnaTa Ha BUCOKH JI03H,, IpUOIU3uTenHo 11 mbTu ekcro3unusTa npu xopa. Hsama 3HaunmMo
YBEJIMUCHUE Ha IPYT THI TYMOP HUTO HPH MBXKHUTE, HUTO MPH KEHCKUTE MUIIKH WX ITbX0Be. Te3u
HaxXOJKH CE€ CUHuTaT 3a IIOCJIICACTBHUEC OT BUJOBO CHCHI/I(bI/I‘IHI/ISI IIypUHOB MeTa6OHI/I3'I)M U CbCTaBa Ha
ypuHata, u ca 0e3 3HaYCHHUE 3a KIMHUYHATA YIIoTpeda.

CraHaapTHa cepHsi OT TECTOBE 3@ TEHOTOKCHYHOCT HE TIOKa3Ba OMOJOTMYHO CBbP3aHH T€HOTOKCHUHH
edextu Ha pedykcocTar.

YcTaHOBEHO €, ye nmepopasiHu 1031 10 48 mg/kg/nHeBHO GedykcocTaT HAMAT €EKT BBPXY
(bepTuIUTeTa U PENPOLYKTHBHATA ACWHOCT HA MBXKKH U )KEHCKH TUTBXOBE.

Hsima nannu 3a yBpeneH GpepTHINTET, TepaTOreHH! eeKTH WK YBpeXKAaHe Ha (eTyca, IbIDKALIN ce
Ha (ebykcocrat. [Ipu BrCcOKH 1031 € HabMOAaBaHa TOKCUYHOCT NIPY MaiKaTta, IpUApPYKeHa OT
HaMaJIeHHE Ha WHJIeKca Ha OTOMBaHEe U 3a0aBEHO pa3BUTHE HA MMOKOJIEHUETO MPH IIIHXOBE MPU
npuOIU3UTENTHO 4,3 TBTH EKCIO3ULUATA IPU Xopa. TepaTonorunuHu MpoydIBaHus, IPOBEACHH IIPH
OpeMeHHHU ITbX0BE, IPU NPUOIU3UTENHO 4,3 MbTH U OpeMEHHH 3aiily Ipy npuoInM3nuTeNnHO 13 mbTH
EKCIO3UIUATA TIPU XOpa HE MOKa3BaT TePaTOreHHH €(PEeKTH.

6. DODAPMAIIEBTUYHHU JAHHHU
6.1 Choucbk Ha IOMOLIHHUTE BelIeCTBA

Slapo Ha TabieTKara

JlakTo3a

MukpokpurcTaiHa Leirysio3a

Marue3ueB cteapat
XUOpOKCUTTPONMIILIENYII03a
Kpockapmenosza Harpuii

CwinueB TUOKCH], KOJIOUICH XUApaTHPaH
Cunuuues JUOKCH, KOJIOUAEH 0e3B0IeH
Kpocnosunon

Tank
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Tabnerna o0OBMBKa

Xunpomenosa

Turanos nuokcua (E171)
Etunnenynosa

JKuat xenezen okenn (E172)
Tpuanetun

Uepen xenesen okcup (E172)
6.2 HecbBmMecTuMoOCTH
Henpunoxumo

6.3 Cpok Ha roaHOCT

2 TOOUHU
3a Oytuikute: Ciiell MbPBOTO OTBApsHE J1a CE M3MOJI3BAT B paMKuTe Ha 180 qHM.

6.4 CoeuuajaHu ycJ0BHS HA CbXpaHEHHUeE
To3u ekapcTBEH NPOAYKT HE U3MCKBA CIIELIUAIIHU YCIOBUS HAa ChbXpPaHEHHUE.
6.5 Buau chabp:kaHue HA ONAKOBKATA

bructepu ot (PVC/0PA/Al)/Al (c Brpanen cymmren) ot 14, 28, 84 TabneTku, KaleHIapHN OIUCTEPU
ot 28, 84 tabnetku u nephopupaHu OIUCTEPH C SAMHUYIHH 03U OT 28 X 1 TabneTkw.

bructepu ot (0PA/AI/PVC)/Al ot 14, 28, 42, 84 tabneTku, KajieHaapHU Onuctepu ot 28, 84 TadiieTku
u niepdhoprupanu OIIMCTEPH C SAUHIYHU 1031 OT 28 X 1 TabNeTKH U TpyIoOBHU ONAKOBKH OT 84 (2

OTaKOBKH OT 42) TabNeTKH.

byrunka or HDPE, 3aTtBopena ¢ monmmnpomnieHoBa (PP) kanmauka Ha BUHT ChC CYIIUTEN, ChIIbprKaIla
28 unu 84 TabneTKy.

He Bcuuku BUOBE OMAaKOBKM MOTarT ja ObJIaT IMyCHATH Ha Ta3apa.
6.6 CrnenuajaHu NpeanasHu MepKHU NP U3XBbPJIsiHE

Hsama CricnyaJIHi U3MCKBAaHU .

7. INPUTEXATEJI HA PASPEHIEHUETO 3A YIIOTPEBA

Viatris Limited
Damastown Industrial Park,
Mulhuddart, Dublin 15,
DUBLIN

Npnannus
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8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/17/1194/009
EU/1/17/1194/010
EU/1/17/1194/011
EU/1/17/1194/012
EU/1/17/1194/013
EU/1/17/1194/014
EU/1/17/1194/015
EU/1/17/1194/016
EU/1/17/1194/023
EU/1/17/1194/024
EU/1/17/1194/025
EU/1/17/1194/026
EU/1/17/1194/027
EU/1/17/1194/028
EU/1/17/1194/031
EU/1/17/1194/032

9. JATA HA ITBbPBO PASPEIIABAHE/IIO/ITHOBSIBAHE HA PASPEHIEHUETO 3A
YIIOTPEBA

[Jata Ha TEpBO pa3zpemienne 3a ynotpeda: 15 rorm 2017 r.
Hara Ha mocnenHo moxHOBsBaHe: 16 dheBpyapu 2022 1.

10. JATA HA AKTYAJIN3UPAHE HA TEKCTA

[MoxpoOHa uH(popMaIus 3a TO3M JICKAPCTBEH MPOIYKT € peocTaBeHa Ha yeOcaiita Ha EBporelickara
areHnus 1o jJekapcrata http://www.ema.europa.eu
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HPUJIOKEHUE I1

ITPOU3BOAUTEJIN, OTTOBOPHU 3A
OCBOBOXJABAHE HA ITAPTUIN

YCJIOBUA NN OTPAHUYEHUS 3A TOCTABKA U
YIIOTPEBA

JAPYI'N YCJIOBUS N UBUCKBAHUS HA
PASPEHIEHUETO 3A YIIOTPEBA

YCJIOBUA NN OTPAHUYEHUS 3A BE3OITACHA

N EQ@EKTUBHA YIIOTPEBA HA JIEKAPCTBEHHSA
INPOAYKT
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A. NPOU3BOIUTEJIN, OTTOBOPHHU 3A OCBOBOXKIABAHE HA ITAPTH/U

HMe u aipec Ha IPOU3BOAUTEINTE, OTTOBOPHU 34 OCBO60)KI[aBaHe Ha NapTUuaAuTC

Mylan Hungary Kft
Mylan utca 1
H-2900 Komarom
Yarapust

Viatris Germany GmbH

Zweigniederlassung Bad Homburg v. d. Hoehe, Benzstrasse 1
Bad Homburg v. d. Hoehe

Hessen, 61352,

I'epmannus

IleuaTHaTa TMCTOBKA HA JICKAPCTBEHUS IPOAYKT TPsIOBa Aa ChIbPIKa UMETO U ajpeca Ha
IPOU3BOJUTEIS, OTTOBOPEH 32 OCBOOOKIaBaHETO Ha ChOTBETHATA MAPTH/A.

b. YCJIOBUSA WJIN OTPAHUYEHUS 3A JOCTABKA U YIIOTPEBA

JlexapCTBEHUSAT MIPOAYKT CE OTITyCKa I10 JIEKAPCKO NPEAUCAHUE.

B. JPYI'M YCJIOBUA U U3BUCKBAHUS HA PASPELHLIEHUETO 3A YIIOTPEBA
. IlepuoguyHu aKkTyaJau3npanm aokiaanu 3a oesonacuoct (ITAIB)

W3uckBanusdra 3a nogasane Ha [TIAJIb 3a To3u nexapcTBeH NPOIYKT ca MOCOUYEHH B CIIMCHKA C
pedepentnute natu Ha EBponeiickus cpio3 (EURD cnucek), npensuaes B wi. 1078, an. 7 ot
Hupexrtusa 2001/83/EO, 1 BbB BCUUKH CIIE/IBAIH aKTyJIN3al[1H, TTyOJIMKYBaHU HA €BPOIICHCKUS
yeOmopTa 3a JeKapcTBa.

. YCJI0OBUs NWJIN OIT'PAHUYEHUS 3A BE3OITACHA U E@OEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHMUS ITPOAYKT

. Ilnan 3a ynpasiaenue Ha pucka (ITYP)

IIpurexatensat Ha pa3pemennero 3a ynorpeda (IIPY) Tps6Ba na n3bpuIBa H3UCKBaHUTE JEHHOCTH H
JeHCTBUS, CBBP3aHU C IPOCIIesIBaHe Ha JeKapcTBeHaTa 0€301acHOCT, mocoueHu B ogoopenus 11YP,
npencrased B Monyn 1.8.2 Ha pa3pemieHreTo 3a ynorpeda, KakTo U BbB BCHUKH CIIEBAIIH O00pEHH
akTyanu3anuu Ha ITYP.

Axryanusupan [IYP tps6Ba na ce mopasa:

. 10 MCKaHe Ha EBpornelickara areHuus 10 JeKapCcTBaTa;

o BUHArd, KOraro ce HM3MEHs CUCTeMaTa 3a YIpaBJieHHE Ha pHCKa, 0cOOEHO B pe3yiraT Ha
MojlyyaBaHe Ha HOBa HWHGOpMAIys, KOATO MOXeE Ja J0Bele A0 3HAaYUMH TPOMEHH B
CHOTHOIIIEHUETO IMOJI3a/PUCK, WM CJIE]] IOCTUTaHe Ha BaXKeH eTal (BbB BPb3Ka C MPOCIIE/sIBaHEe
Ha JIeKapCTBEeHaTa 0€30MacHOCT WM CBEXKJIaHE Ha PUCKA O MHHUMYM).
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HPUJIOKEHHUE I11

JAHHU BBPXY OITAKOBKATA N JIMCTOBKA
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A. JAHHHU BBbPXY OITAKOBKATA
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JAHHU, KOUTO TPABBA JA CBbABbP/KA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHUs 3A BJIMCTEPU U BY TUJIKHA

‘ 1. HUME HA JIEKAPCTBEHMSA TPOAYKT

®edykcocrat Viatris 80 mg ¢punMupann TabaeTKku
¢debykcocTar

| 2. OBSIBSIBAHE HA AKTUBHOTO(MTE) BEHIECTBO(A)

Bcesika Tabnerka cpabpika 80 mg pedykcocrar.

3. CIIMCBK HA TIOMOIIHUTE BEHIECTBA

Chappika ChIIO JAKTO3a.
3a nombIHUTETHA WH(pOPMAIIHSI TPOYETETES JIUCTOBKATA.

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJITHA OITAKOBKA

®dunmvupana TabieTka (TabieTKa)

(brucmepu)

14 ¢punmupanu TabneTKH (TaOIETKH)

28 punmupanu TaOIETKH (TaOJIECTKH)

42 ¢punmupanu TadneTky (TabIeTKN)

84 punmupanu TabneTKH (TaOICTKH)

28 x 1 ¢punmupanu TabneTky (TabIeTKN)

28 punmupanu TaONeTKH (KaieHaaleH) (TabIeTKn)
84 punmupanu TabneTku (KaleHIapeH) (TabIeTKu)

(bymuixu)
28 ¢punmupanu TadneTku (TabJIeTKN)
84 dunvupanu TabaeTKH (TaOICTKH)

‘ 5. HAYUH HA ITPUJIOKEHUE U ITbT(MIIA) HA BBBEXXKJIAHE

IlepopanHo npuiioxeHue
[Ipenu ymorpebda mpoverere TUCTOBKATA.

6. CIHEHUAJIHO NPEAYHNPEXIEHUE, YE TEKAPCTBEHUAT NIPOAYKT TPSABBA
JA CE CBXPAHSABA HA MsICTO JAJIEYE OT IIOTJIEJA U TOCET'A HA IEIIA

ﬂa CC CbXpaHsBa Ha MACTO, HCAOCTHITHO 3a ACHA.
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‘ 7. JAPYI'U CHEHUAJIHU NPEAYHPEXIEHUA,AKO E HEOBXOANMO

[Camo 3a 6ymunxu]
He reuaraiite cymmrens.

‘ 8. JATA HA U3TUYAHE HA CPOKA HA I'OJHOCT

l'onen no:
[Camo 3a 6ymunxu] Cnen mbpBOTO OTBapsIHE Aa C€ M3MOI3BaT B paMkuTe Ha 180 mHU.
Jlata Ha oTBapsHe:

‘ 9. CIHELHUAJIHU YCJIOBUSI HA CbXPAHEHUE

10. CIHENOUWAJIHHU ITPEAITA3SHA MEPKU ITPU NU3XBBPJISIHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU NI OTITAABYHU MATEPUAJIA OT
TAX, AKO CE U3NCKBAT TAKNBA

11. HUME U AJAPEC HA ITPUTEKATEJISAA HA PASPEIIEHUETO 3A YIIOTPEBA

Viatris Limited
Damastown Industrial Park,
Mulhuddart, Dublin 15,
DUBLIN

Upnanaus

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/17/1194/001
EU/1/17/1194/002
EU/1/17/1194/003
EU/1/17/1194/004
EU/1/17/1194/005
EU/1/17/1194/006
EU/1/17/1194/007
EU/1/17/1194/008
EU/1/17/1194/017
EU/1/17/1194/018
EU/1/17/1194/019
EU/1/17/1194/020
EU/1/17/1194/021
EU/1/17/1194/029
EU/1/17/1194/030

13. MAPTUJAEH HOMEP

ITapTuna:
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‘ 14. HAYMH HA OTIIYCKAHE

| 15. YKA3AHMSI 3A YIIOTPEBA

‘ 16. WH®OPMAIIAA HA BPAJIOBA A3BBYKA

®ebykcoctat Viatris 80 mg

‘ 17. YHUKAJIEH HIEHTUO®UKATOP — JIBYU3MEPEH BAPKO/|

JByn3mepeH 0apKoJl C BKIIFOUEH YHUKAJICH UIACHTU(OUKATOD

‘ 18. YHHUKAJIEH WIEHTUOPUKATOP — JAHHH 3A YETEHE OT XOPA

PC {HOMeEp}
SN {HOoMmep}
NN{Homep}
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JAHHU, KOUTO TPABBA JA CBbABbP/KA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHUs 3A IT'PYIIOBA OITAKOBKA (C BLUE BOX)

‘ 1. HUME HA JIEKAPCTBEHMSA TPOAYKT

®edykcocrat Viatris 80 mg ¢punMupann TabaeTKku

¢hebykcocTar

‘ 2. OBSIBABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcesika Tabnetka cpabpxka 80 mg dedykcocTar.

3. CIIMCBK HA IOMOIIIHUTE BEIIECTBA

Crabpxa ChILO JAKTO3a.

3a gombaHKUTENHA HHGOPMALUS IPOYETETE JIUCTOBKATA.

4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

I'pynoBa omakoBka: 84 (2 onakoBku OT 42) dhunMupanu TabiaeTky (TadbaeTkn)

S. HAYUH HA ITPUJIOKEHUE U ITBT(MIIA) HA BbBEXK/JIAHE

IlepopasiHo npuIIOKEHHE

[Ipenun ynorpeba npoyereTe JIMCTOBKATA.

6. CIIEHUAJIHO TPEAYHNPEXIEHUE, YE TEKAPCTBEHUAT ITPOAYKT TPSBBA
JA CE CBXPAHSABA HA MsICTO JAJIEYE OT IIOTJIEJA U TOCET'A HA JIEIIA

I[a CC CbXpaHsBa Ha MACTO, HECAOCTHITHO 3a ACHA.

‘ 7. JAPYI'U CHEHUAJIHU NPEAYHPEXJIEHUA,AKO E HEOBXOINUMO

‘ 8. JATA HA NI3TUYAHE HA CPOKA HA T'OAHOCT

T'onen mo:

9. CIIEIIMAJIHU YCJIOBUSI HA CbXPAHEHUE
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10. CHEHOUAJIHHU INPEAITA3SHA MEPKU ITPU U3XBBHPJISSHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NN OTHHAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11. HUME U AJIPEC HA IIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Viatris Limited
Damastown Industrial Park,
Mulhuddart, Dublin 15,
DUBLIN

Hpnannus

12. HOMEP(A) HA PASPEIHIEHHUETO 3A YIIOTPEBA

EU/1/17/1194/022

‘ 13. MAPTHUJIEH HOMEP

[Taptuna:

‘ 14. HAYMH HA OTIITYCKAHE

| 15. YKA3AHMSI 3A YIIOTPEBA

‘ 16. HUH®OPMAIIAA HA BPAJIOBA A3BBYKA

®ebykcocrtat Viatris 80 mg

‘ 17. YHHUKAJIEH WIEHTUOUKATOP — IBYU3MEPEH BAPKO/]

JByn3mepeH 0apKoJi C BKIIIOUEH YHUKAJICH UIACHTU()UKATOD

‘ 18. YHHUKAJIEH UWIEHTUOPUKATOP — JAHHHU 3A YETEHE OT XOPA

PC {HOoMmep}
SN {Homep}
NN {HOMED}
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JAHHU, KOUTO TPABBA JA CBbABbP/KA BTOPUYHATA OITAKOBKA

BBTPEIIIHA KAPTOHEHA KYTUS 3A T'PYIIOBA OITAKOBKA (BE3 BLUE BOX)

‘ 1. HUME HA JIEKAPCTBEHMSA TPOAYKT

®edykcocrat Viatris 80 mg ¢punMupann TabaeTKku

¢hebykcocTar

‘ 2. OBSIBABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcesika Tabnetka cpabpxka 80 mg dedykcocTar.

3. CIIMCBK HA IOMOIIIHUTE BEIIECTBA

Crabpxa ChILO JAKTO3a.

3a gombaHKUTENHA HHGOPMALUS IPOYETETE JIUCTOBKATA.

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

42 dbunmupanu TabieTkn (TabIETKH)

Yact ot T'pyIrioBa OITaKOBKa - HE MOXKE Jia C€ IMpoaaBa OTACIHO.

5. HAYHUH HA ITPUJIOKEHUE U ITBbT(MIIA) HA BBBEK/IAHE

IlepopanHo npuinoxeHue

IIpeau ynorpeba npovereTe JIMCTOBKATA.

6. CHELOUAJIHO HPEAYHPEXIEHUE, YE JTEKAPCTBEHUAT NPOAYKT TPSBBA
A CE CbXPAHSBA HA MSICTO JAJIEYE OT HHOTJIEJA U TOCET'A HA JIELIA

Jla ce cpxpaHsBa Ha MSACTO, HEJOCTHITHO 3a JCTa.

‘ 7. APYI'U CHEHUAJIHU NPEAYHPEXJIEHUA,AKO E HEOBXOANUMO

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA TOJHOCT

T'onen mo:

9. CIHEHHUAJIHU YCJIOBUSI HA CbXPAHEHUE
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10. CHEHOUAJIHHU INPEAITA3SHA MEPKU ITPU U3XBBHPJISSHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NN OTHHAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11. HUME U AJIPEC HA IIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Viatris Limited
Damastown Industrial Park,
Mulhuddart, Dublin 15,
DUBLIN

Hpnannus

12. HOMEP(A) HA PASPEIHIEHHUETO 3A YIIOTPEBA

EU/1/17/1194/022

‘ 13. MAPTHUJIEH HOMEP

[Taptuna:

‘ 14. HAYMH HA OTIITYCKAHE

| 15. YKA3AHMSI 3A YIIOTPEBA

‘ 16. HUH®OPMAIIAA HA BPAJIOBA A3BBYKA

®ebykcocrtat Viatris 80 mg

‘ 17. YHHUKAJIEH WIEHTUOUKATOP — IBYU3MEPEH BAPKO/]

JByn3mepeH 0apKoJi C BKIIIOUEH YHUKAJICH UIACHTU()UKATOD

‘ 18. YHHUKAJIEH UWIEHTUOPUKATOP — JAHHHU 3A YETEHE OT XOPA

PC {HOoMmep}
SN {Homep}
NN {HOMED}
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JAHHU, KOUTO TPABBA JA CBABP/KA IITBPBUYHATA OITAKOBKA

ETUKET HA BYTHUJIKA

‘ 1. HUME HA JIEKAPCTBEHMSA TPOAYKT

®edykcocrat Viatris 80 mg ¢punMupann TabaeTKku
¢ebykcocTar

| 2. OBSIBSIBAHE HA AKTUBHOTO(MTE) BEHIECTBO(A)

Bcesika Tabnerka cpabppika 80 mg pedykcocTar.

3. CIIMCBK HA TIOMOIIHUTE BEHIECTBA

Chappika ChIIO JAKTO3A.
3a nombIHUTETHA WH(pOPMAIIHSI TPOYETETES JIUCTOBKATA.

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJITHA OITAKOBKA

®dunmvupana TabieTka (TabieTKa)

28 dhunmupanu TabIETKH (TaOIETKH)
84 punmupanu TabneTKH (TaOICTKH)

| 5.  HAYMH HA MPUWJIOKEHUE U MBT(MIIA) HA BBBEXKIAHE

IlepopasiHo npuIIOKEHHE
[Ipenun ynorpeba npoyereTe JIMCTOBKATA.

6. CIIEHUAJIHO TPEAYHNPEXIEHUE, YE TEKAPCTBEHUAT ITPOAYKT TPSBBA
JA CE CBXPAHSABA HA MsICTO JAJIEYE OT IIOTJIEJA U TOCET'A HA JIEIIA

I[a CC CbXpaHsBa Ha MACTO, HECAOCTHITHO 3a ACHA.

‘ 7. JAPYI'U CHEHUAJIHU NPEAYHPEXJIEHUA,AKO E HEOBXOINUMO

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA TOAHOCT

TI'onen no:
Crnen mbpBOTO OTBapsiHE Ja C€ M3MOA3BAT B paMkute Ha 180 mHH.

9. CIHEHHUAJIHU YCJIOBUSI HA CbXPAHEHUE

53



10. CHEHOUAJIHU NPEAITAZHUA MEPKU ITPU U3XBBPJISSHE HA HEU3ITIOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NN OTHHAABYHU MATEPUAJIN OT
TAX, AKO CE UBUCKBAT TAKHBA

11. HUME U AJJIPEC HA IIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Viatris Limited
Damastown Industrial Park,
Mulhuddart, Dublin 15,
DUBLIN

Upnanaus

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/17/1194/007
EU/1/17/1194/008

13. MAPTUIAEH HOMEP

[MapTuna:

‘ 14. HAYMH HA OTIITYCKAHE

| 15. YKA3AHMHS 3A YIIOTPEBA

‘ 16. WH®OPMAIIAA HA BPAJIOBA A3BBYKA

‘ 17. YHUKAJIEH UAEHTUOUKATOP — IBYU3MEPEH BAPKO/]

‘ 18. YHHUKAJIEH UWIEHTUOPUKATOP — JAHHHU 3A YETEHE OT XOPA
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MMUHHUMYM JAHHU, KOUTO TPABBA JJA CbABPXAT BJIMCTEPUTE U JIEHTUTE

BJIMCTEP

| 1. HUME HA JIEKAPCTBEHUA TPOAYKT

®ebykcocrtat Viatris 80 mg ¢unmupanu TadbneTku
¢hebykcocTar

| 2. NME HA ITPUTEXATEJIS HA PASPEIIEHUETO 3A YIIOTPEBA

Viatris Limited

| 3. JATA HA I3TUYAHE HA CPOKA HA TOJHOCT

EXP

| 4. HHAPTUJAEH HOMEP

Lot

5. JPYIO

[Camo 3a kanenoapru onucmepu]:
ITn
Bt
Cp
Ur
It
C6
Hn

55



MHUHHUMYM JAHHHU, KOUTO TPABBA JIA CbABP/KAT BJIMCTEPUTE U
JIEHTUTE

EJHOJ030BU BJIIMCTEPU

‘ 1. HME HA JIEKAPCTBEHMSA TIPOAYKT

®edykcocrat Viatris 80 mg ¢punvupann TabIeTKku
¢debykcocTar

‘ 2. HME HA IPUTEXATEJIA HA PASPEIIEHUETO 3A YIIOTPEBA

Viatris Limited

‘ 3. JATA HA U3THYAHE HA CPOKA HA T'OAHOCT

EXP

|4. TAPTHJEH HOMEP

Lot

5.  JPYIO
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JAHHU, KOUTO TPABBA JA CbABbP/KA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHUs 3A BJIMCTEPU U BYTUJIKA

‘ 1. HUME HA JIEKAPCTBEHMSA TPOAYKT

®ebdykcocrar Viatris 120 mg ¢pummupanu Ta0neTku
¢ebykcocTar

| 2. OBSIBSIBAHE HA AKTUBHOTO(MTE) BEHIECTBO(A)

Bcesika Tabnerka cpappka 120 mg dedykcocrar.

3. CIIMCBK HA TIOMOIIHUTE BEHIECTBA

Chappika ChIIO JAKTO3A.
3a nombIHUTETHA WH(pOPMAIIHSI TPOYETETES JIUCTOBKATA.

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJITHA OITAKOBKA

®dunmvupana TabieTka (TabieTKa)

(brucmepu)

14 ¢punmupanu TabneTKH (TaOIETKH)

28 punmupanu TaOIETKH (TaOJIETKH)

42 ¢punmupanu TadneTky (TabIeTKN)

84 punmupanu TabneTKH (TaOICTKH)

28 x 1 ¢punmupanu TabneTky (TabIeTKN)

28 punmupanu TaONETKH (KaleHaapeH) (TabiIeTKn)
84 punmupanu TabneTku (KaleHIapeH) (TabIeTKu)

(bymuixu)
28 ¢punmupanu TadneTky (TabIeTKN)
84 dunvupanu TabaeTKH (TaOICTKH)

‘ 5. HAYUH HA ITPUJIOKEHUE U ITBbT(MIIA) HA BBBEK/IAHE

IlepopanHo npuiioxeHue
[Ipenu ymorpebda mpoverere TUCTOBKATA.

6. CIHEHUAJIHO NPEAYHNPEXIEHUE, YE TEKAPCTBEHUAT NIPOAYKT TPSABBA
JA CE CBXPAHSABA HA MsICTO JAJIEYE OT IIOTJIEJA U TOCET'A HA JIEIIA

ﬂa CC CbXpaHsBa Ha MACTO, HCAOCTBITHO 3a ACHA.
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‘ 7. JAPYI'U CHEHUAJIHU NPEAYHPEXIEHUA,AKO E HEOBXOANMO

[Camo 3a 6ymunxu]
He reuaraiite cymmrens.

‘ 8. JATA HA U3TUYAHE HA CPOKA HA I'OJHOCT

l'onen no:
[Camo 3a 6ymunxu] Cnen mbpBOTO OTBapsIHE Aa C€ M3MOI3BaT B paMkuTe Ha 180 mHU.
Jlata Ha oTBapsHe:

‘ 9. CIHELHUAJIHU YCJIOBUSI HA CbXPAHEHUE

10. CIHENOUAJIHHU IIPEAITASHU MEPKHU ITPU N3XBBHPJIISAAHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU NI OTITAABYHU MATEPUAJIA OT
TAX, AKO CE I3NCKBAT TAKNBA

11. HUME U AJAPEC HA ITPUTEKATEJISAA HA PASPEIIEHUETO 3A YIIOTPEBA

Viatris Limited
Damastown Industrial Park,
Mulhuddart, Dublin 15,
DUBLIN

Upnanaus

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/17/1194/009
EU/1/17/1194/010
EU/1/17/1194/011
EU/1/17/1194/012
EU/1/17/1194/013
EU/1/17/1194/014
EU/1/17/1194/015
EU/1/17/1194/016
EU/1/17/1194/023
EU/1/17/1194/024
EU/1/17/1194/025
EU/1/17/1194/026
EU/1/17/1194/027
EU/1/17/1194/031
EU/1/17/1194/032

13. MAPTUJAEH HOMEP

ITapTuna:
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‘ 14. HAYMH HA OTIIYCKAHE

| 15. YKA3AHMSI 3A YIIOTPEBA

‘ 16. WH®OPMAIIAA HA BPAJIOBA A3BBYKA

®ebykcoctat Viatris 120 mg

‘ 17. YHUKAJIEH HIEHTUO®UKATOP — JIBYU3MEPEH BAPKO/|

JByn3mepeH 0apKoJl C BKIIFOUEH YHUKAJICH UIACHTU(OUKATOD

‘ 18. YHHUKAJIEH WIEHTUOPUKATOP — JAHHH 3A YETEHE OT XOPA

PC {HOMeEp}
SN {HOoMmep}
NN {HOoMep}
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JAHHU, KOUTO TPABBA JA CBbABbP/KA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHUs 3A IT'PYIIOBA OITAKOBKA (C BLUE BOX)

‘ 1. HUME HA JIEKAPCTBEHMSA TPOAYKT

®ebykcocrat Viatris 120 mg ¢pummupanu Ta0neTku

¢hebykcocTar

‘ 2. OBSIBABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcesika Tabnetka cpabprka 120 mg gpedykcocrart.

3. CIIMCBK HA ITIOMOINHUTE BEIMECTBA

Crabpxa ChILO JAKTO3a.

3a gombaHKUTENHA HHGOPMALUS IPOYETETE JIUCTOBKATA.

4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

I'pymoBa onakoBka: 84 (2 onakoBku ot 42) punmupanu Tadnetku (TabaeTKm)

S. HAYUH HA ITPUJIOKEHUE U ITBT(MIIA) HA BbBEXK/JIAHE

IlepopasiHo npuIIOKEHHE

[Ipenun ynorpeba npoyereTe JIMCTOBKATA.

6. CIIEHUAJIHO TPEAYHNPEXIEHUE, YE TEKAPCTBEHUAT ITPOAYKT TPSBBA
JA CE CBXPAHSABA HA MsICTO JAJIEYE OT IIOTJIEJA U TOCET'A HA JIEIIA

I[a CC CbXpaHsBa Ha MACTO, HECAOCTHITHO 3a ACHA.

‘ 7. JAPYI'U CHEHUAJIHU NPEAYHPEXJIEHUA,AKO E HEOBXOINUMO

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA IT'OAHOCT

T'onen mo:

9. CIIEIIMAJIHU YCJIOBUSI HA CbXPAHEHUE
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10. CHEHOUAJIHHU INPEAITA3SHA MEPKU ITPU U3XBBHPJISSHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NN OTHHAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11. HUME U AJIPEC HA IIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Viatris Limited
Damastown Industrial Park,
Mulhuddart, Dublin 15,
DUBLIN

Hpnannus

12. HOMEP(A) HA PASPEIHIEHHUETO 3A YIIOTPEBA

EU/1/17/1194/028

13. MAPTUIAEH HOMEP

[MapTuna:

| 14. HAYMH HA OTIIYCKAHE

| 15. YKA3AHMS 3A YIIOTPEBA

‘ 16. WH®OPMAIIAA HA BPAJIOBA A3BBYKA

®ebykcocrtat Viatris 120 mg

‘ 17. YHHUKAJIEH WIEHTUOUKATOP — IBYU3MEPEH BAPKO/]

JByn3mepeH 0apKo/i C BKIIIOUEH YHUKAJICH UIACHTU()UKATOD

‘ 18. YHHUKAJIEH UWIEHTUOPUKATOP — JAHHU 3A YETEHE OT XOPA

PC {HOoMmep}
SN {Homep}
NN {HOMED}
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JAHHU, KOUTO TPABBA JA CBbABbP/KA BTOPUYHATA OITAKOBKA

BBTPEIIIHA KAPTOHEHA KYTUS 3A T'PYIIOBA OITAKOBKA (BE3 BLUE BOX)

‘ 1. HUME HA JIEKAPCTBEHMSA TPOAYKT

®ebykcocrat Viatris 120 mg ¢pummupanu Ta0neTku

¢hebykcocTar

‘ 2. OBSIBABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcesika Tabnetka cpabprka 120 mg gpedykcocrart.

3. CIIMCBK HA IOMOIIIHUTE BEIIECTBA

Crabpxa ChILO JAKTO3a.

3a gombaHKUTENHA HHGOPMALUS IPOYETETE JIUCTOBKATA.

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

42 dbunmupanu TabneTku (TabieTKn)

Yact ot T'pyIrioBa OITaKOBKa - HE MOXKE Jia C€ IMpoaaBa OTACIHO.

5. HAYHUH HA ITPUJIOKEHUE U ITBbT(MIIA) HA BBBEK/IAHE

IlepopanHo npuinoxeHue

IIpeau ynorpeba npovereTe JIMCTOBKATA.

6. CHELOUAJIHO HPEAYHPEXIEHUE, YE JTEKAPCTBEHUAT NPOAYKT TPSBBA
A CE CbXPAHSBA HA MSICTO JAJIEYE OT HHOTJIEJA U TOCET'A HA JIELIA

Jla ce cpxpaHsBa Ha MSACTO, HEJOCTHITHO 3a JCTa.

‘ 7. APYI'U CHEHUAJIHU NPEAYHPEXJIEHUA,AKO E HEOBXOANUMO

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA TOJHOCT

T'onen mo:

9. CIHEHHUAJIHU YCJIOBUSI HA CbXPAHEHUE
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10. CHEHOUAJIHHU INPEAITA3SHA MEPKU ITPU U3XBBHPJISSHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NN OTHHAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11. HUME U AJIPEC HA IIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Viatris Limited
Damastown Industrial Park,
Mulhuddart, Dublin 15,
DUBLIN

Hpnannus

12. HOMEP(A) HA PASPEIHIEHHUETO 3A YIIOTPEBA

EU/1/17/1194/028

13. MAPTUIAEH HOMEP

[MapTuna:

| 14. HAYMH HA OTIIYCKAHE

| 15. YKA3AHMS 3A YIIOTPEBA

‘ 16. WH®OPMAIIAA HA BPAJIOBA A3BBYKA

®ebykcocrtat Viatris 120 mg

‘ 17. YHHUKAJIEH WIEHTUOUKATOP — IBYU3MEPEH BAPKO/]

JByn3mepeH 0apKo/i C BKIIIOUEH YHUKAJICH UIACHTU()UKATOD

‘ 18. YHHUKAJIEH UWIEHTUOPUKATOP — JAHHU 3A YETEHE OT XOPA

PC {HOoMmep}
SN {Homep}
NN {HOMED}
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JAHHU, KOUTO TPABBA JA CBABP/KA IITBPBUYHATA OITAKOBKA

ETUKET HA BYTHUJIKA

‘ 1. HUME HA JIEKAPCTBEHMSA TPOAYKT

®ebdykcocrar Viatris 120 mg ¢pummupanu Ta0neTku
¢ebykcocTar

| 2. OBSIBSIBAHE HA AKTUBHOTO(MTE) BEHIECTBO(A)

Bcesika Tabnerka cpaspika 120 mg dedykcocrar.

3. CIIMCBK HA TIOMOIIHUTE BEHIECTBA

Chappika ChIIO JAKTO3A.
3a nombIHUTETHA WH(pOPMAIIHSI TPOYETETES JIUCTOBKATA.

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJITHA OITAKOBKA

®dunmvupana TabieTka (TabjeTKa)

28 dhunmupanu TabIETKH (TaOIETKH)
84 punmupanu TabneTKH (TaOICTKH)

| 5.  HAYMH HA MPUWJIOKEHUE U MBT(MIIA) HA BBBEXKIAHE

IlepopasiHo npuIIOKEHHE
[Ipenun ynorpeba npoyereTe JIMCTOBKATA.

6. CIIEHUAJIHO TPEAYHNPEXIEHUE, YE TEKAPCTBEHUAT ITPOAYKT TPSBBA
JA CE CBXPAHSABA HA MsICTO JAJIEYE OT IIOTJIEJA U TOCET'A HA JIEIIA

I[a CC CbXpaHsBa Ha MACTO, HECAOCTHITHO 3a ACHA.

‘ 7. JAPYI'U CHEHUAJIHU NPEAYHPEXJIEHUA,AKO E HEOBXOINUMO

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA IT'OAHOCT

Tonen no:
Crenr mbpBOTO OTBapsIHE Ja C€ M3MO3BAT B paMkute Ha 180 mHM.

9. CIHEHUAJIHU YCJIOBUS HA CbXPAHEHUE

64



10.

CIHEHUAJIHU TPEAITAZHA MEPKU ITPU U3XBBHPJISIHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NN OTHHAABYHU MATEPUAJIN OT

TAX, AKO CE U3UCKBAT TAKHUBA

11.

HUME U AJIPEC HA ITPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Viatris Limited
Damastown Industrial Park,
Mulhuddart, Dublin 15,
DUBLIN

Hpnannus

12.

HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/17/1194/015
EU/1/17/1194/016

13.

IHAPTUJAEH HOMEP

[Taptuna:

| 14.

HAYUH HA OTIITYCKAHE

| 15.

YKA3AHUA 3A YIIOTPEBA

WH®OPMAIIMS HA BPAHJIOBA A3BBYKA

YHUKAJIEH HIEHTH®UKATOP — IBYU3MEPEH BAPKO/|

YHUKAJIEH WIEHTUO®UKATOP — JTAHHU 3A YETEHE OT XOPA
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MMUHHUMYM JAHHHU, KOUTO TPABBA JJA CbABPKXAT BJIMCTEPUTE U JIEHTUTE

BJIMCTEP

| 1. HUME HA JIEKAPCTBEHUA TPOAYKT

®ebykcocrtaT Viatris 120 mg punmMupanu TabieTKu
¢hebykcocTar

| 2. NME HA ITPUTEXATEJIS HA PASPEIIEHUETO 3A YIIOTPEBA

Viatris Limited

| 3. JATA HA I3TUYAHE HA CPOKA HA T'OJHOCT

EXP

| 4. HHAPTUJAEH HOMEP

Lot

5. JPYIO

[Camo 3a kanenoapru onucmepu]:
ITn
Bt
Cp
Ur
It
C6
Hn
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MHUHHUMYM JAHHHU, KOUTO TPABBA JIA CbABP/KAT BJIMCTEPUTE U
JIEHTUTE

EJHOJ030BU BJIIMCTEPU

‘ 1. HME HA JIEKAPCTBEHMSA TIPOAYKT

®edykcocrar Viatris 120 mg pummupanu Ta0neTku
¢debykcocTar

‘ 2. HME HA IPUTEXATEJIA HA PASPEIIEHUETO 3A YIIOTPEBA

Viatris Limited

‘ 3. JATA HA U3THYAHE HA CPOKA HA T'OAHOCT

EXP

‘ 4. HTAPTHUIEH HOMEP

Lot

5.  JPYIO
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b. IUCTOBKA
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JIncroBKa: I/IH(I)OpMaHPlﬂ 3a ManMeHTa

®edykcocrar Viatris 80 mg guamupanu TadiaeTkn
®edykcocrat Viatris 120 mg ¢puiamupanu TadaeTkn
¢ebykcocTar (febuxostat)

IIpoyeTeTe BHMMATEIHO LSJIATA JMCTOBKA, NIPeIH 12 3all0YHETe 12 pUeMaTe TOBA JIEKAPCTBO,
Thil KaTO TH ChAbP:Ka BaxHa 3a Bac undgopmaumus.

- 3amasere Ta3u JUCTOBKA. MoJKe /1a ce HaJIOXKH J1a sl POYETETE OTHOBO.

- AKO UMate HIKaKBH JIOMBIHUTEIIHA BBIIPOCH, TonuTaiiTe Bamus nexap wiu gapmarieBt.

- ToBa sekapcTBO € npeanucaHo JuyHo Ha Bac. He ro npeorcThnBaiite Ha npyru xopa. To Moxe
Jla M HaBpeIy, HE3aBUCHMO Ue NIPU3HALIMTE HA TAXHOTO 3a00JIsBaHe, ca ChIUTe KaTto BammuTe.

- AKO TIOJTyYuTe HAKAKBU HEXKEJIaHU Peakilvu, yBeJoMeTe Bamus ekap wiu gpapmanert. Toa
BKITFOYBA ¥ BCHYKH BH3MOKHU HEXKEJIaHU PeaKIny, HEONMUCAHH B Ta3M JIMCTOBKA. BikTe Touka
4.

Kakso CbAbpPiKa Ta3u JIUCTOBKA

Kakgo npencraensBa @ebykcocrar Viatris v 3a KaKBO c€ H3I0JI3Ba
Kakgo Tps0Ba na 3Haere, npeau na npuemere dedykcocrar Viatris
Kak nma npuemare ®@ebykcocrat Viatris

BBb3M0KHM HEXEIaHU pEeaKLUU

Kak na cexpansBare @ebykcocrar Viatris

ChpprkaHne Ha OTIAKOBKATA U TOMBIHUTETHA HHPOPMALIUsI

ALY

1. Kaxkso npeacraBiassa ®@edykcocrat Viatris M 3a KakBo ce U3M0JI3Ba

®ebykcoctaT Viatris TabIETKH ChIIBPKAT AKTHBHOTO BEIECTBO (eOyKCOCTaT M Ce U3ION3BaT 3a
JICYCHHUE Ha MO/Iarpa, KOsTO € CBhp3aHa C U3JIMIIBK Ha BEIIECTBO, HAPEUCHO MMKOYHA KHCennHa (ypar)
B opranu3ma. [Ipu HSIKOHM XOpa KOJIMYECTBOTO IIMKOYHA KUCEIMHA Ce HATPYIBA B KPBBTA M MOXKE J1a
CTaHe MPEKaJIeHO TOJIsIMO, 3a Jla OCTaHe pa3TBopeHo. Korato ToBa ce ciryun, Morat Ja ce oopasysar
YpaTHU KpUCTAJIU B UJIU OKOJIO CTAaBUTC U 61)6peu1/ITe. Tes3n KpHUCTAJIX MOXKE Aa IMMPUYHHAT BHE3aIlHA,
cuiiHa OoJika, 3aYepBsiBaHe, 3aTOILUISTHE | TT0{yBaHe Ha cTaBaTta (M3BECTHO KATO MOJArpo3eH NPHCTHI).
AKO He ce JIeKyBa, B WM OKOJIO CTABUTE MOTAaT Jia ce 00pa3yBar IMO-roJIeMH OTJIaraHusl, HApEUCHH
todu. Te3n Topu MOKe Jla MPUUYUHSAT YBPEXkKJAaHe HA CTABUTE U KOCTHTE.

®dedykcocrat Viatris ieficTBa, KaTo HaMaJsiBa HUBaTa Ha MUKOYHATa KucenuHa. [lomabpikanero Ha
HUCKHM HMBA Ha THKOYHATA KMCEIUHa, upe3 nprueM Ha Dedykcoctar Viatris BeIHBK JTHEBHO, BCEKU
JIeH, Criupa 00pa3yBaHETO Ha KPUCTAIHU U CJIe]] BpeMe HaMmalisiBa cuMrnToMute. [lomabppkanero Ha
JIOCTaThYHO HUCKU HUBA Ha MUKOYHATA KUCEIMHA 33 JOCTATHYHO ABJIBI MEPUO OT BPEME MOXKE ChLIO
Jla HaMaJu pa3Mepa Ha TouTe.

®ebykcocraT Viatris 120 mg TaGneTku ce U3M0II3Ba ChILO 32 JICYCHUE U MPO(PHITAKTHKA Ha BUCOKH
HMBa Ha MIMKOYHA KUCEIMHA B KPHBTA, KOUTO MOXKE J1a Bb3HUKHAT, aKO 3alI0YHETEe XUMHUOTEPAIIHs TIPH
3JI0Ka4eCTBEHU 3a00JISIBAHUS HA KPHBTA.

Koraro ce mpuiiara XMMUOTEpAIHus, PAKOBUTE KJIETKH C€ Pa3pylIaBaT ¥ 3a€JHO C TOBA CE yBeIHYaBar
HHMBaTa Ha MMKOYHA KUCEJIMHA B KPBBTA, OCBEH aKO HE CE MU3IO0JI3Ba MPOPHIAKTHKA CPEILLy
00pa3yBaHeTO Ha MMKOYHA KHCEIHHA.

®ebykcoctaT Viatris € 3a Bb3pacTHH.
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2. KakBo TpsadBa na 3HaeTe, npeau Aa npuemete Medykcocrart Viatris
He npuemaiite ®edykcocrar Viatris

. AKO cTe anepruyHu KbM (peOyKcOoCTaT WITH HIKOS OT OCTAHAIIMUTE ChCTABKH Ha TOBA
JeKapcTBO (M30pOEHH B TOUKA 6).

IpenynpesxaeHus: U Mpeana3sHu MEPKH

I'oBopere ¢ Bammst nexap npeau aa npuemare dedykcoctar Viatris:

o AKO UMaTe WK CTe UMaJIi ChpJIeYHa HEIOCTATHYHOCT, TPOOJIEMHU ChC CHPIETO WIIK HHCYIIT

o AKO uMare wiu cTe uMaau 0bOpedHO 3a00IIIBaHe U/WITK CEpUO3HA aJeprHYHA PEaKIUs KbM
aJOMypUHOI (JIeKapCTBO, U3ITOJI3BAHO 32 JIEYCHNE Ha 101arpa)

o AKO MMaTe WX CTE UMAJTH YePHOIPOOHO 3a00JIsIBAHE HITH OTKIIOHEHHE HA YePHOAPOOHHUTE
MOKa3aTeinn

o AKO cTe JIeKyBaHU 32 BUCOKH HMBA HAa MUKOYHATA KUCEJIMHA B pE3yNTaT Ha CHHIApOM Ha Jlem-

Huxan (psaxo HacluenCTBEHO 3a00JsIBaHE, IPH KOETO UMa MPEKaIeHO MHOTO ITMKOYHA
KHCEJIMHA B KPHBTA)
. AKo umare mpo6JsieMu ¢ UIUTOBUAHATA JKJIE3a.

AKo monryunTe anepruyHu peakuun kbM dedykcocrar Viatris, cripete mpreMa Ha TOBa JISKapCTBO

(BIXKTE CBIO TOUKA 4). BE3MOXHN CHMIITOMH Ha QJIEPIUYHHU PEAKIINH MOXKE Ja ca:

- 00pHB, BKIFOUUTEITHO U TEXKH (hopMHu (HampuMep MeXypH, Bb3IIH, CbPOEK, JOMIEI] ce 00pUB),
ChpOeK

- IIOAyBaHE HAa KPAaHULIUTE WIH JTULETO

- 3aTpyJHEHO JUILIaHe

- BHCOKA TeMIIepaTypa ¢ yBeIHYCHU JTUM(HHI Bb3ITH

- HO CBIIO TaKa CEPUO3HH JKUBOTO3aCTpaIlIaBallIl AIEPTHYHHA CHCTOSIHUS ChC CITUPAHE HA ChPLETO
WITH
KPBBOOOPAILICHUETO.
Bammst nexap Moxe Aa pelu Aa cupe 3aBuHar# Jieuenuero ¢ @edykcocrar Viatris.

Cpo01eHH ca peslky cllyyad Ha MOTEHIMAIHO XHBOTO3aCTpAIlaBaIlly KOXHA OOpUBH (CHUHIPOM Ha
CruBbHc-/[)KOHCHH) Tipu ynoTpebara Ha (peOyKcocTaT, Bh3HUKBAIIN 110 TAJIOTO, B HAYAJIOTO KaTo
3a4epBEHH KPBIIIU TOUUIH WM KPBIJIH MIETHA, YECTO C MEXYP B IIEHTHpa. Moke ChIIO J1a BKIIOYBAT
PaHWYKH B yCTaTa, I'bPJIOTO, HOCA, TCHUTAIIMUTE U KOHIOHKTHBUT (3a4epBEHH U MOAYTH 0ur). OOpUBBHT
MOJKe J1a TpepacHe B MEXyPH WIIH JIFOLIEHE Ha KOoJKaTa.

Axo nipu Bac ce niposiBu cuaapom Ha CTuBBH-JI)KOHCHH pH ynoTpedara Ha ¢pedykcocTat, He TpsiOBa
HHUKOTra Ja 3armouBate oTHOBO Pebykcocrar Viatris. Ako npu Bac ce nposiBsIT 00puB 1M TaKuBa
KOXHH CUMIITOMH, TIOCHBETBANUTE CE BeHAra C JIeKap U KaXKeTe, 4€ B3MMaTe TOBa JIEKapCTBO.

AKO B MOMEHTA UMarTe MOAarpO3eH NPUCTHI (BHE3AIHA T0sBa HA CHIHA 00JIKA, UyBCTBUTEIHOCT,
3auepBsABaHe, 3aTOIUISIHE M TIOAyBaHe Ha CTaBa), M3YaKaiTe Ja OT3BYYH MOJATPO3HUAT MIPUCTHIT TIPEAN
Jla 3aII0YHETe 3a IbPBHU BT JieueHueTo ¢ PedykcocraT Viatris.

[Ipu HAKOM XOpa MOATPO3HUTE MPUCTHITH MOXKE J1a C€ 3aCHIIAT IPHU 3aMI0YBAHE HA JICUCHUE C HIAKOU
JICKapCTBAa, KOUTO KOHTPOJHPAT HMUBAaTa HA IMKOYHATa KUCCJIMHA. He Bcuuku nojxy4daBart 06OCTp$IHe,
HO Brie Moxe na momyuute 0060CcTpsiHe nopH, ako npueMate debdykcocrar Viatris, ocobeHo mpe3
I'BPBUTE CEIMUITU HITH MECEIM Ha JieueHneTo. BaxkHo e f1a npoabinkute aa npuemate debdykcocrar
Viatris 10pH, aKo Moy4IuTe 000CcTpsiHe, Thid kKato @ebykcocTaT Viatris MpoabbKaBa Ja IeHCTBa 3a
MOHW)KaBaHe Ha MUKOoYHaTa KucenuHa. Clier BpeMe, MoJIarpO3HUTE MPUCTHITH e HACTHIIBAT BCE MO-
psIKO | e OBIAT MO-MaIKo 0OJIE3HEHH, aKO POABIDKUTE Na npuemare dedykcocraT Viatris BCeKu
JIeH.

Bammsar JICKap 4€CTO LIC Bu npeanucBa Apyru JCKapCTBa, ako ca HCO6XO,Z[I/IMI/I, 3a J1a NpeaoTBpaTu
HJIN JICKYBa CUMIITOMUTC Ha MPUCTBHIIUTC (KaTO 0oJNKa U nOoAyBaHC Ha CTaBa).
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[Ipu nanyeHTH ¢ MHOTO BUCOKH HHMBAa Ha MUKOYHA KUCEIMHA (HApUMep Te3H, TOJI0KECH! Ha
XUMHOTEPAITUs TPHU 37I0KAYSCTBEHO 3a00JIsIBaHE), JICYCHUETO C JICKAPCTBA, TOHMKABAIIY TUKOYHATA
KHCEJIMHA, MOXKE JIa JIOBEC JI0 HATPYIIBAHE HA KCAHTUHU B MMKOYHUTE MIBTHINA, C BH3MOXKHO
o0Opa3yBaHe Ha KaMbHH, MaKap 4e TOBa He € HaOIf01aBaHO MPH MAllMeHTH, JIeKyBaHu ¢ GedyKkcocTaT
3a TYMOP-JI3HC CHHIPOM.

Bammwsr siekap Moxe qa Bu oMoy Ja HanpaBuTe KPhBHY W3CIICBAHMS, 32 J]a TPOBEPH AN
yepHUAT Bu 1po6 QyHKIMOHUpPA HOPMAITHO.

Jena v roHOIIN

He nasaiite ToBa JICKApCTBO Ha Ac€1a Ha Bb3PacCT 110/ 18 roJuHu, 3al0To 0e30macHOCTTa U
C(bI/IKaCHOCTTa HEC Ca JOKa3aHH.

Apyru aexkapcrea u ®edykcocrar Viatris

TpsibBa na kakete Ha Bamust jiexkap win papMarieBT, ako pueMaTe, HaCKOPO CTE PUEMAITH UK €
BB3MOJKHO JIa TPUEMaTe APYTH JICKAPCTBA, BKIFOUMTEITHO U TAKHWBA, OTIIYCKaHU 0€3 perenTa.
Oco0eHo BaXKHO € J1a HHpopMupaTe Jiekaps Wwin (papmaiieBra, ako MprueMare JICKapCcTBa, ChbIbPIKaIIN
HSKOH OT CJICJIHUTE BEIIECTBA, Thi KaTO Te MOXKE Ja B3aumozeicTear ¢ dedykcocrar Viatris u
Barmsr jiekap Moske Ja mpeanprueMe He0OXOUMHUTE MEPKH:

o MepxkanTomnypuH (M3MIOI3BaH 32 JeUSHUE Ha PaK)
o A3zatnomnpuH (M3I10J13BaH 1a HaMaJld HMYHHHUS OTTOBODP)
. Teodunmun (M3M03BaH 3a JeUEeHNE HAa aCTMa)

BpemeHHOCT U KbpMeHe

He e m3BecTHO manu gedykcocTaT MoXe 1a yBpeau HepoeHoTo Bu nere. @ebykcocrat Viatris He
TpsiOBa Jia ce ynotpe0OsBa mo Bpeme Ha opemeHHocT. He e u3BectHO nanm hedykcocTat MoXKe 1a
npeMuHe B kbpMara. He TpsiOBa na npuemate debGykcocrar Viatris, ako KbPMHTE HIIH aKO [UIAHUPATE
J1a KbPMHUTE.

AKo cTe OpeMeHHa WU KbpMUTE, CMATATE, Y€ MOXKE J1a CTe OpeMeHHa WK TUIaHUpaTe OPEeMEHHOCT,
MOCHBETBalTE ce ¢ Bamms iekap mimum dapManieBT Ipean a MprueMeTe TOBa JISKapCTRO.

Ilodupane u padoTa ¢ MAIIMHU

Tps0Ba 1a 3HaeTe, 4e MOXKE J1a IIOUYBCTBATE 3aMasHOCT, CHbHIIMBOCT, 3aMbIJICHO 3pEHHE U U3TPHIIBAHE
WIN ycelllaHe 3a MpaBy4YKaHe 10 BpeMe Ha JICUeHUETO U He TPsOBa Ja modupaTe Wi paboTHTE ¢
MaIllUHH, aKO CTE 3aCeTHATH.

®edykcocTat Viatris chbabp:ka JaKTo3a

®ebykcoctaT Viatris TabIeTKH ChIBbPXKAT JIakTo3a (BUA 3axap). Axo Bammsr nexap Bu e kazain, ue
uMaTe HEITIOHOCHMOCT KbM HSKOU 3aXapH, CBBpXKeTe ce ¢ Bamms jgekap, npeau ga npuemMere ToBa
JIEKapCTBO.

®edykcocrar Viatris chabp:ka HaTpHiA

®dedykcoctat Viatris chappika mo-mManko ot 1 mmol Hatpuit (23 mg) Ha TaOneTKa, T.e. MOXKE J1a Ce
Kaxke, 4e MPaKTHYECKH HE ChIIbPKa HATPHH.

3. Kak n1a npuemate ®@edykcocrar Viatris

Bunaru npuemaiite ToBa JIEKapcTBO TOYHO KakTo Bu e kazanm Bammusr iekap. AKO HE CT€ CHTYPHH B
HEIIo, monuTaite Bammus nekap wim dapMaresT.
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e (OOwnuaitHata no3a e eqHa Tabnerka nHeBHO. Ha repOa Ha kaneHgapHus OIucTep ca
oTOeINsA3aHN JTHUTE HA CEJIMUIIATA, 3a J1a Bu moMorHe ja mpoBepsiBaTe Janu CTe MPUEIU eTHa
J103a BCEKH JICH.

e Tabnerkure TpsOBa ja ce MpUeMar Mpe3 ycTara U MOXKe Jja ce IpUeMaT ChC MM 0e3 XpaHa.

Ilooaepa
®edykcocTat Viatris ce mpesutara karo tabnerka 80 mg wu tadnerka 120 mg. Bammsr nexap e
NpeAnuIIe Hai-oaxo sIara J03upoBKa 3a Bac.

[Ipoasmxere ga mpuemare debdykcocTar Viatris BCeKH A€H, JOPHU KOTaTO HE U3MUTBATE MOIarPO3eH
MPUCTHIT WK 000CTpSIHE.

Ipesenyus u neyenue Ha 6UCOKU HUBA HA NUKOYHA KUCETUHA NPU NAYUEHTNU, HOOTONCEHU HA
XumMuomepanus npu 310Ka4ecmeeno 3a0o1a6amne

®dedykcocTtar Viatris ce mpeyiara kato Tabnerka 120 mg.

3amouHere na npuemate @edykcocrat Viatris 1Ba IHU MPEeOy XUMUOTEPANUATA 1 IPOABIDKETE
ynorpebata, kakTo Bu e npernoppyan Bammst nexkap. OOMKHOBEHO JICUEHHETO € KPATKOCPOUHO.

AKO cTe puesu MoBe4Ye oT HeoOxoauMaTa n103a Pedykcocrar Viatris

IIpu ciyqaiiHo npeno3upane, nonurante Bamus nekap KakBo Aa PABUTE UM CE CBBPIKETE C Hali-
OJIM3KOTO 3BEHO 3a CIICIIHA U HEOTII0XKHA TOMOIIL.

AKo cTe nponycHam 1a npueMete Medykcocrart Viatris

Axo cre nponycHanu no3a debdykcocraT Viatris, mpuemere st BEAHara, ciiesl KaTo ce CETUTE, OCBEH aKo
€ IOYTH BpeMe 3a cliefiBaiiaTta 103a. B To3u ciaydail, nmponycHere 3a0paBeHaTa 103a 1 [IpUeMeTe
cieBaIara 103a B oonyaiiHoto Bpeme. He B3emaiite 1BoiiHA /1032, 32 1a KOMIIEHCHpATe
IpoIycHaTaTa 103a.

AKko cTe cripesn npuema Ha Pedykcocrat Viatris

He crnimpatite npuema na dedykcoctar Viatris 6e3 koHCynTanws ¢ Bamwst nexap, 1opu u ia ce
yyBcTBarte no-100pe. Ako crpere 1a npuemate @edykcocrar Viatris HUBaTa Ha MIMKOYHATA KUCEITMHA
Morar Jia 3all0YHaT JIa ce TIOBUINABAT U CUMIITOMUTE BU MoraT fia ce Biiomar, nopaan o0pazyBaHeTo
Ha HOBM ypaTHHU KPUCTAJIM B M OKOJIO CTaBUTE U B ObOpenure.

AKO UMate HAKaKBH JIOMTBIHUTEIHA BBIIPOCH, CBBP3aHHU C YIIOTpebaTa Ha TOBa JIEKaPCTBO, IMOMUTANTE
Barmus siekap win GpapMariesT.
4. Bb3MOKHN HexKeTaHU peakuu

Kakro Bcuuku JICKApCTBa, TOBA JICKAPCTBO MOXKEC J1a NTPECAU3BHUKA HCIKCIIAaHU PCAKIIUH, BBIIPECKU Y€ HC
BCCKM T'l ITOJTy4aBa.

Crpere 1a mprieMaTe TOBa JIEKapCTBO U BeJHAra ce CBbpKeTe ¢ Bamms nekap win oTuaere 10
OJIM3KOTO OT/JENICHNE 3a CTIEIIHA TIOMOIIL, aKO Bb3HUKHAT CICTHUTE PEAKH HEXETaHH Peakun (Moxe
na 3acerHat 1o 1 Ha 1 000 goBeka), 3a110TO MOXKE Jla TTOCIIEABAT CEPHO3HN aJIEPTUYHN PEAKIIHHN:

o aHaMIIaKTUYHY PEaKIUH, JIEKapCTBEHA CBPHXUYBCTBUTEIIHOCT (BM)KTE CHIIO
Touka 2.“TIpenynpexaeHus U npeana3Hu Mepku’)
o MOTEHIMAIHO XUBOTO3aCTpaIllaBallld KOXKHA OOPUBH, XapaKTEpH3HUPAIH ce ¢ 00pazyBaHe Ha

MEXYpH U JIIOIeHe Ha KOXKaTa M BhTPEIIHATa MOBbPXHOCT Ha TEJIECHUTE KyXUHUTE, HAIIPUMeEP
ycTa ¥ TCHUTAITUY, OOJIE3HEHH S3BU B yCTATA W/WIIA TEHUTAINUTE, CHITPOBOJICHN C BUCOKA
TEMIIEpaTypa, Bb3MAJICHO T'bPII0 B yMopa (cuHapoM Ha CTUBBHC-/[?KOHCHH /TOKCUYHA
enuepMaliHa HeKpOJIU3a) UK C YBEIHMYEHHU TUM(PHH BB3JH, YBEIHUYEH YepeH Apo0, XEemaTUT
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(mo yepHOAPOOHA HETOCTATHYHOCT ), IOBHUIIICH Opoii Ol KPBBHU KIICTKH (JICKapCTBEHA
peaknus ¢ eo3nHOGWINA U cucTeMHN cuMmnToMu- DRESS) (BmkTe Touka 2)
o TreHepaI3nupaH KOKHU OOpHBU

HO-I[OHy Ca OIMHMCAaH! APYTI'Y HEKEJIaHU pCaKnU, KOUTO HE Ca CIIOMCHATH IMO-T'OpcC.

YecTH HexeJIaHU peakuuu (Moke 1a 3acertar mo 1 Ha 10 9oBeka) ca:

o OTKJIOHEHHS B PE3YJITATUTE MPU YESPHOIPOOHU TECTOBE

Japust

riraBobosme

00pHB (BKIIOYUTEITHO PA3IMIHH BHIOBE OOPUBH, MOJIS, BUKTE TO-IOTY MOATOUKUTE “‘HEYeCTH
u “penku’”)

rajieHe

3aCUJIBaHE Ha IMOJATPO3HUTE CUMIITOMU

JIOKaJM3UPAHO MOLyBaHe, IOpaIu 3apbKKa Ha TEYHOCTH B ThKaHUTE (OTOK)
3aMasHOCT

3a1yX

ChpOeK

0oJka B KpaHUIHTE, 00JIKa/00JIE3HEHOCT B MYCKYJIHTE/CTaBUTE

yMopa

HeuecTu Hexkenanu peakuuu (Moxe na 3acersat 1o 1 Ha 100 goBeka) ca:

. MOHW)KEH aleTHT, MPOMSHA B HUBATa HA KphBHATA 3axap (1nadeT), YMiTO CHMIITOM MOXE Ja
ObJle CHITHA JKaXK]1a, IIOBUIIICHA HUBA HA JIMIUIUTE B KPHBTA, TOBUILIEHO TETJIO0

o 3ary0a Ha CeKCyallHO BJicUCHUE

o npo0JIeMHU ChC CHHS, CHHIMBOCT

° U3TPBIIBaHE, YCEIlaHe Ha MpaBy4YKaHe, HAMAaJICH WM IPOMEHEH yCET 3a JONUp (XUI0eCTe3Hs,
XeMHUTIape3a WK MapacTesns), MPOMEHEH BKYC, HaMaJIeHO O0OHSIHUE (XHITOCMHUSI)

° OTKJIOHCHHMS B €JICKTPOKapUorpaMaTa, HEpUTMUYHA WK Obp3a ChpieuHa JICHHOCT,
ChprieOreHe (aamuTaImmn)

. TOpEeIy BhJIHU WM 3a4epBsiBaHe (HAPUMeEp 3a4epBsIBaHE HA JIUIETO UM BPATa), MOBUILIECHO

KPBBHO HAJIITaHe, KbpPBEHE (KPHBOM3IINB, KOWTO ce HaOIr01aBa caMo NPH MAallUeHTH,
MOJUIO’KEHH Ha XMMHUOTEPAITHs [IPH 3710KaYeCTBEHH 3a00JIIBaHUS HA KPHBTA)

o Kalutuia, 00JKa uin JUCKOMQOPT B TPBAHMS KO, Bh3MaJIeHNE Ha HOCA U/WIIU THPIIOTO
(MH(EKMsI Ha TOPHATE AUXATEITHH ITHTUINA), OPOHXUT, HH(EKIHS Ha JTOJHUTE TUXATEITHH
MBTUINA

o CyXOTa B ycTaTa, KopeMHa 0oJika/auckomM(popT 1t ra3ose, 00JKa B rOpHATa 4acT Ha KOpema,
KHCEJIMHI/CTOMAIITHO Pa3CcTPOICTBO, 3alleK, T0-4eCTH N3X0XKIaHHS, TIOBPBIIAaHE, CTOMAIICH
JUCKOMGOPT

o ChpOSII 00pHB, YPTUKAPHS, Bb3MaJICHUE HA KOXKaTa WK 00e31BETsIBaHE HAa KOXKaTa, MalIKU
YepBEHH WJIU JINJIABU TI€THA N0 KOKaTa, MaJIKH, IUIOCKH YEPBEHM IIETHA 110 KOXKaTa, IUIOCKH,
YepBeHH 00JIACTH 10 KOXKaTa, TOKPUTH C MAJIKU CITUBAIIH Ce TIOyTUHHU, 0OpHB, 00JIaCTH Ha
3ayepBsBaHE U IE€THA 10 KOXKaTa, HOBUILIEHO MU3MOTIBaHE, HOITHO M3MOTIBAaHE, aJoNenys,
3ayepBsBaHE Ha KOXKarta (epuTeMa), ICOPHUa3nc, EK3eMa, JPyry BUI0BE KOKHHU HApyLICHUS

o MYCKYJIHU KpaMIIH, MyCKYJIHa cllabocT, OypCHUT WK apTpHT (Bb3MaJeHUE HA CTaBUTE
NpUAPYKEHO OOMKHOBEHO ¢ O0JIKa, MMOlyBaHe W/WJIH CKOBAHOCT), O0JIKA B T'hp0a, MyCKYJTHH
CIa3MH, CKOBaHOCT B MYCKYJIUTE W/UII CTAaBUTE

o KPBB B ypHHATA, HEECTECTBEHO YECTO YPUHUPAHE, OTKIIOHCHHUS B TOKA3aTEIUTE MPH

M3CIeBaHMs Ha ypUHATa (TIOBUILIEHO HUBO HA IPOTEMHU B YPHUHATa), HaMaJleHa CIIOCOOHOCT Ha

OpOpernuTe 1a GyHKIMOHUPAT MPABIIIHO, NH(EKIUS Ha MUKOYHUTE THTUINA

0onka B I'bpaUTEe, TUCKOM(POPT B TBPIAUTE

KaMBbHH B JKTBYHUS MEXYP WX KITBYHHUTE ITBTHIIA (XOJIETUTHA3A)

TIOBHUIIIEHU HMBA Ha THpeocTuMyupain xopmoH (TCX) B kpbBTa

MPOMEHHU B OMOXMMHUYHUTE TIOKA3aTeNld Ha KPBBTa WM KOJTMYECTBOTO KPbBHH KIJIETKH WIIN

TpOMOOITUTUTE (OTKIIOHCHHS B PE3YyJITaTUTE TIPU U3CIICABAHUSI HA KPHBTA)
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KaMBbHU B OBOperuTe

EPEKTIUTHA TUCHYHKITHSI

HamaJieHa (PYHKIIMS Ha IUTOBHIHATA YKJIe3a, 3aMbIJICHO 3pCHHE, IPOMSIHA B 3pEHUCTO
3BBHEHE B YIIUTE

xpema

SI3BU B ycTaTa

BB3MAJICHUE HA IMAHKpeaca: YeCTU CUMIITOMH ca KOpeMHa 00JIKa, TaJieHe U TTOBPhINaHE
CIICIITHA HYXJa OT ypUHUPaHE

Oonka

HEpas3IoNIoKEeHUE

noBuiaBaHe Ha INR

KOHTY3US

MOJyBaHE HA YCTHUTE

Penku Hexxenanu peakuun (Moxxe Aa 3acersar g0 1 Ha 1 000 goBeka) ca:

o MYCKYITHO yYBpeXKIaHe, ChCTOSHUE, KOETO B PENIKH CITy4ad MOXKeE Jia € cepruo3Ho. ToBa Moxe 1a
NPUYUHU MYCKYJIHHA TPOOJIEMH U 0COOEHO, aKO IO CHIIOTO BpeMe He ce YyBCTBaTe 100pe Min
UMaTe BUCOKa TEMIIepaTypa, TOBa MOXKe Jia € MPUYUHEHO OT He0OWYaiHO pa3pyllaBaHe Ha
MyCKynHatTa ThKaH. CBBpKeTe ce ¢ Bamus ekap He3a0aBHO, aKO MIOYYBCTBATE MyCKyJTHA
00JKa, YyBCTBUTEITHOCT MJIH CJIA0OCT

o TEKKO MOAYBaHE Ha MO-IBIOOKHUTE CII0EBE Ha KOXKaTa, 0COOEHO OKOJIO OYUTE, TCHUTAINUTE,
pbleTe, CThIIaNaTa WM €3UKa, C Bb3MOXKHO BHE3AITHO 3aTPyTHEHO JUIIAHEe
o BHCOKa TeMIIepaTypa B KOMOMHAIMS ¢ MOPOMIUIIOA00EH KOKEeH OOpUB, YBETMUYECHH TUM(HU

BB3JIH, YBEJIMYEH YepeH AP00, XENaTHT (10 YepHOAPOOHA HEJOCTATHYHOCT), YBEITUIEH OpOi
Oenr KpbBHHU KIIETKH (JIEBKOIIMTO3a ChC WIIH 0€3 €03MHO(IITHS)
o pasIn4Hu BUJI0BE OOPUB (HapuMmep ¢ Oenu eTHa, ¢ MEXypH, C IIbJIHU C THOM MEXypH, C
JIIOIICHE Ha KoXKaTa, 0OpHB, 110I00CH Ha JipeOHa mapka), oOIIMPEH epUTEeM, HEKPO3a,
o0Opa3yBaHe Ha MEXypH 10 EMUIEPMHUCA U JIMTABULIUTE, KOETO BOJH JI0 JIOLIEHE U Bb3MOXCEH
cencuc (cuuapom Ha CTUBBHC-J>)KOHCHH/TOKCHYHA eNuepMaiHa HeKpOoJIn3a)
HEPBHOCT
YYBCTBO 32 JKaXJa
MOHM)KEHO TETJIO, TOBUIIIECH areTHT, HEKOHTPOJIMpaHa 3ary0a Ha aneTUT (aHOPEKCHsl)
a0HOPMHO HHCHK OpO¥ KpBBHU KJIETKH (O€JH UM YepBEHN KPHBHH KIETKU WIIH TPOMOOIIUTH)
NPOMSIHA WJIM HaMaJlsiBaHe Ha KOJIMYECTBOTO ypHHA, B PE3YJITAT HA Bb3NajeHue Ha ObOpennTe
(TyOynouHTepCTHIINATICH HEQPUT)
BB3MAJICHUE HAa YepHHUS Apo0 (XemaTur)
TIOXKBITSIBaHE HA KOKaTa (KBJITCHHUIA)
WHQEKIHS Ha TUKOYHHS MEXYP
YBpEKIaHe HA YePHUS P00
MOBHILIEHU HUBA Ha KpeaTuH GochoKrHa3a B KpbBTa (KaTO MOKa3aTel 3a MyCKYJIHO YBPEKIAHE)
BHE3aIHA ChPJIEYHA CMBPT
HamaJIeH Opoii Ha YepBEHNUTE KPbBHU KIETKHU (aHEMHUSI)
JieTIpeCHs
HapyIlieHHEe Ha ChHS
3ary0a Ha yCeIlIaHe 3a BKyC
yCelaHe 3a napeHe
CBETOBBPTEXK (BEPTHUTO)
UPKYJIATOPHA HEJJOCTATHYHOCT
OemoapooHa nHGpEKIH (THEBMOHUS)
paHHU B yCTaTa; Bb3IIaJICHUE Ha yCTHATa KyXUHA
CTOMAIITHO-YPEBHA Iepdoparus
CHHJIPOM Ha pOTAaTOPHUS MAHILIOH
peBMaTUYHA MTOJIMMUAIITUS
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o yCeIllaHe 3a TOpeIIrHa
. BHE3aIlHa 3ary0a Ha 3peHue NOPaaH 3allylIBaHe HA apTepHsl B OKOTO

Cpo0maBaHe HA HesKeJIAaHU PeaKIIun

AKO MONTyYuTe HIKAKBU HEKETaHU JIEKAPCTBCHH PEaKIiH, YBeAoMeTe Baius exap wid GpapmarienT.
ToBa BKJIFOYBA BCHYKH B3MOXKHH HEOMTUCAHU B Ta3H JIMCTOBKA HEXENAHU peakinu. MoxeTe ChIIo Ja
CHOOIINTE HEXKETIAHH PEAKIHH JUPEKTHO Ype3 HAIlMOHAHATA CUCTEMA 3a ChOOIIaBaHe, MOCOYSHA B
Ipunoxenune V*. Kato cro0IaBaTe He)XeIaHU PEaKLK, MOXKETE J1a AaJIeTe CBOS IPHHOC 32
MOJTyYaBaHe Ha ToBede HH(OpMAIIHS OTHOCHO 0€30MacHOCTTa Ha TOBA JICKAPCTBO.

5. Kak na cexpansiBate ®@edykcocrar Viatris

ToBa nexapcTBO 11a ce ChXpaHsBa Ha MSCTO, HETOCTHITHO 32 JeTla.

He uznomn3Baiite TOBa JIEKapCTBO CJel CPOKa Ha TOHOCT, OTOENA3aH BEPXY OINAaKoOBKa cien 1 omeH
110:”. CpOKBT Ha TOJHOCT OTTOBApPS Ha MOCIECIHIUS IEH OT MOCOYCHHUS MECell.

3a OyTHIJIKTE, ClIe]l TBPBOTO OTBApPSIHE Jia CE MU3I0JI3BAT B paMkuTe Ha 180 mHU.

ToBa nexapcTBO HE N3NCKBA CIIEIHATHU YCIOBUS Ha ChXpaHEHHE.

He u3xBbpisiiTe nekapcTBaTa B KaHAIU3aLUATA WIM B KOHTEHEPA 32 JOMAIIHU OTHAAbIH.
[Hommmratite Bamms dapMaiieBT Kak Ja H3XBBHPIATE JIEeKapCcTBaTa, KOWTO BeUue He u3noiseare. Te3u
MEPKH 1€ CIIOMOTHAT 32 ONa3BaHe Ha OKOJIHATa Cpeaa.

6. ChbabpxaHue HA ONIAKOBKATA U JOI'bJIHUTEIHA HH(POPMALUS
KaxkBo cpabp:xa @edykcocrat Viatris
AKTHBHOTO BeriecTBo ¢ pedykcocraT. Beska tabnetka chabpxa 80 mg wim 120 mg dhebykcocTar.

Hpyru cberaBku:

Aopo na mabnemxama: Jlaktoza (BrxTe Touka 2 “ChabpKaHue Ha JIAKTO3a U HATPUil®),
MHUKPOKPUCTAJIHA LIETyJI03a, MarHEe3UEB cTeapaT, XMIPOKCUIIPOIMIILIENY103a, KpOCKapMen0o3a HaTpul,
CHJIMLIEB AUOKCH]I, KOJIOUIEH XUIpaTHPaH, CHINIKEB THOKCH, KOJIOWJEH 0€3BOAEH, KPOCIIOBUIOH H
TaJIK.

Obsuska Ha mabaremxama.: Xunpomenosa, TutTanos guokcun (E171), eTunienysnosa, ;KbIT xKele3eH
okcua (E172), tpuanerun, yepen xenesed okcua (E172)

Kak usrane:xxna ®@edykcocrar Viatris 1 KakBo chbAbpka 0NaKOBKaTa

®debykcoctat Viatris puamMupaHu TabJIETKH ca XbJITH, ¢ hopMa Ha KarcyJlia, JBOWHOM3IbKHAIH
tabnetku. Tabnerkure ot 80 mg ca ¢ BrbOHATO pestedHO 03HaueHue M OT ejHaTa cTpaHa Ha
tabnerkara u FX3 ot npyrara crpana. Tabnerkute ot 120 mg ca ¢ Barp0HaTO penedHo o3HaueHne M
OT eHaTa CTpaHa Ha Tabnmerkara u FX4 ot apyrara crpana.

®dedykcocrat Viatris 80 mg u 120 mg ¢punMupanu TabaeTKH ca HAIMYHK B OsiucTepu ot 14, 28, 42 u
84 tabnetkwu, kaneHnapHu OnucTepu oT 28, 84 TabyeTKu U neppoprpaHu OIUCTEPH C SAMHUIHU JIO3H
oT 28 x 1 TabneTKu U B rpyNoOBH OMAaKOBKU OT 84 ¢priimMupanu TabJIeTKU, ChABPKALIM 2 KAPTOHEHU

KyTHs C 110 42 ¢unmMupany TaOJIETKH BBB BCSIKA OT THX.

®ebykcoctat Viatris 80 mg u 120 mg ¢punmupanu TabIeTKH ca HAIWYHU B IUIACTMACOBH OyTHIIKH OT
28 unu 84 TabneTKy.

He Bcuuku BHIOBE ONAaKOBKH MOTaT J1a ObIaT ITyCHATH Ha Tasapa.
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IIpuTeskaTes1 HA pa3pelieHHETO 32 YIOTpeda
Viatris Limited

Damastown Industrial Park,

Mulhuddart, Dublin 15,

DUBLIN

Hpnannus

IIpousBoauTe
Mylan Hungary Kft
Mylan utca 1
H-2900 Komarom
Yarapust

Viatris Germany GmbH

Zweigniederlassung Bad Homburg v. d. Hoehe, Benzstrasse 1

Bad Homburg v. d. Hoehe
Hessen, 61352,
I'epmanus

3a nonbJIHUTETHA HHGOPMAIIHS OTHOCHO TOBA JIEKAPCTBO, MOJISI, CBBPIKETE CE C JIOKAITHHS
NpPEICTaBUTEN HAa MPUTEKATENs Ha Pa3pelIeHHeTo 3a yrnorpeda:

Belgié/Belgique/Belgien
Viatris
Tél/Tel: + 32 (0)2 658 61 00

Buarapus
Buarpuc EOO/]
Ten.: +359 2 44 55 400

Ceska republika
Viatris CZ s.r.o.
Tel: +420 222 004 400

Danmark
Viatris ApS
TIf: +45 28 11 69 32

Deutschland
Viatris Healthcare GmbH
Tel: +49 800 0700 800

Eesti
Viatris OU
Tel: + 372 6363 052

El\Gda
Viatris Hellas Ltd
TnA: +30 2100 100 002

Espaiia
Viatris Pharmaceuticals, S.L.
Tel: + 34 900 102 712
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Lietuva
Viatris UAB
Tel: +370 5205 1288

Luxembourg/Luxemburg
Viatris

Tél/Tel: + 32 (0)2 658 61 00
(Belgique/Belgien)

Magyarorszag
Viatris Healthcare Kft.
Tel.: +36 1 4652100

Malta
V.J. Salomone Pharma Ltd
Tel: +356 21 2201 74

Nederland
Mylan BV
Tel: +31 (0)20 426 3300

Norge
Viatris AS
Tel: +47 66 75 33 00

Osterreich
Viatris Austria GmbH
Tel: +43 1 86390

Polska
Viatris Healthcare Sp. z 0.0.
Tel.: + 48 22 546 64 00



France
Viatris Santé
Tél: +33 4 372575 00

Hrvatska
Viatris Hrvatska d.o.o.
Tel: +385 123 50 599

Ireland
Viatris Limited
Tel: +353 1 8711600

island
Icepharma hf.
Simi: +354 540 8000

Italia
Viatris Italia S.r.l

Tel: + 39 (0) 2 612 46921

Kvnpog

CPO Pharmaceuticals Limited

TmA: +357 22863100

Latvija
Viatris SIA
Tel: +371 676 055 80

Portugal
Mylan, Lda.
Tel: +351 214 127 200

Romaéania
BGP Products SRL
Tel: +40 372 579 000

Slovenija
Viatris d.o.o.
Tel: +386 1 23 63 180

Slovenska republika
Viatris Slovakia s.r.o.
Tel: +421 2 32 199 100

Suomi/Finland
Viatris Oy
Puh/Tel: +358 20 720 9555

Sverige
Viatris AB
Tel: +46 (0)8 630 19 00

]IaTa Ha MOCJCIHO NMpepasrjac;kaaHe Ha JIMCTOBKaTa

JApyru u3rounuuu Ha nHpopmauus
[MoxpoOHa nH(popMaIus 3a TO3M JICKAPCTBEH MPOIYKT € IpejocTaBeHa Ha yeOcaiita Ha EBpornetickara
areHIysl 1o JiekapcTBaTa http://www.ema.europa.eu.
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