HPUJIOKEHHUE I

KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA



1. HUME HA JIEKAPCTBEHMA TPOAYKT

Leflunomide Zentiva 10 mg ¢punmupanu tadbiaeTku

2. KAUYECTBEH U KOJIUMYECTBEH CbCTAB
Bceska Tabnerka cpappika 10 mg neduryromug (leflunomide).

IToMOIIHY BellleCTBA C U3BECTHO AEHCTBUE
Bcesika Tabnerka chabpika 78 mg 1aKkTo3a MOHOXHIIPAT.

3a IBIHUA CIIUCHK HA ITOMOIIHUTE BEIECTBA BIKTE TOUKa 6.1.

3. JIEKAPCTBEHA ®OPMA
Odunmvupana TabneTka

bsina mo mourtu 6sina, kpwria ¢punMupana tabneTka, ¢ ornedaraHo ZBN ot egHaTta cTpaHa.

4. KJIMHNYHU JAHHU
4.1 TepaneBTHYHU OKA3AHUS

JlepmyHomuz e moka3aH 3a JiedeHHE Ha Bb3PACTHHU MALCHTH C:

o AKTUBEH PEBMATOUJICH apTPHUT KATO “00JIeCT-MOAU(PHUITUPAIIO aHTUPSBMATUYHO JICKAPCTBEHO
cpencteo” (BMAJIC),
o AKTUBEH NICOPUATHYCH apTPUT.

CKOpOIITHO W €THOBPEMEHHO JIEUEHUE C XeMaTOTOKCUYHU MK XeMaToTokcndyan BMAJIC (narp.
METOTpEKCAaT) MOXKE /1a I0BEJIe 10 YBEIMUYCH PUCK OT CEPHO3HHU HEXETaH! PeaKkiHy; CIIe0BaTEIHO,
Ipeay 3arl0YBaHe Ha JIEUSHUETO C Je(aIyHoMua, TpsiOBa BHUMATENIHO Aa Ce MPELEHN ChbOTHOILIEHUETO
10J13a/PUCK.

Hemo noseue, cmsiHata ot nedayHomua Ha qpyro BMAJIC 0Oe3 cna3Bane Ha ouncTBaIaTa rnpoueaypa
(Bk. Touka 4.4), MOXe J1a YBEJIHMYH PHUCKA OT CEPHO3HU HEXKENaH! PEeaKIUU JOPH JBJITO BPEME Clie]
CMsHAaTAa.

4.2 Jlo3UpoOBKA M HAYUH HA NPUJI0KEHHE

JleuenneTo TpsAOBa Aa ce 3aM04YHE U CIeIU OT CHEIHAINCTH C OIUT B JICYEHUETO HA PEBMATOUICH
apTPUT U NICOPUATHYEH apPTPHUT.

EnHoBpemeHHO TpsiOBa Ja ce onpeneisaT ajanua amuHoTpanchepaszara (AJIAT) wiu cepymHaTa
rrytamat-nupyBat Tpancdepasa (CI'TIT) u mbiiHa KpBBHA KapTHUHA, BKIFOUUTEIHO TU(EPESHIINATHO
OpoeHe Ha OennTe KPHBHU KIETKU M OpOsi Ha TPOMOOITUTHTE, a IOCJIE JIa CE M3CIIEABAT ChC ChIAaTa
YeCcTOTa:

° MIpeIy 3ar0YBaHe Ha JIeDIyHOMUI,

° BEJIHBXK Ha JIBE CEIIMUIIH MPe3 IbPBUTE 6 Mecela OT JICUSHHETO H

° BEJIHBK Ha BCCKU 8 CEIMUIIU CIIe]T TOBa (BXK. Touka 4.4).
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o [Ipu peBMaTOWIeH apTPUT: TepanusiTa ¢ JeITyHOMI OOMKHOBEHO 3aI104Ba C HaTOBapBaIlia
no3a ot 100 mg eauH IbT JTHEBHO B MpoAbDKeHUE Ha 3 aHU. [IpomyckaneTo Ha HaTOBapBaIara
J103a MOXe€ Jla HaMaJlil PHCKa OT HeXKellaHW ChbOUTHUS (BXK. Touka 5.1).
[Ipenoppuntennara nmoaapprkama mo3a € 10 mg go 20 mg nedryHOMU €IUH BT JHEBHO, B
3aBUCUMOCT OT TEKECTTa (aKTUBHOCTTA) Ha 3a00ISIBAHETO.

o [Tpu ncopuaTuyeH apTpuUT: TepanusTa ¢ JedayHoMua 3anoysa ¢ HaToBapBamia 1o3a ot 100 mg
€IMH BT JTHEBHO B MPOABJDKCHUE HA 3 THU.

[MpenopbunTenHaTa moabpxaiia 103a ¢ 20 mg aedayHOMU €AUH BT THEBHO (BXK.
Touka 5.1).

TepaneBTHIHIAT ePeKT OOMKHOBEHO HACTBIIBA CiIe 4 10 6 CEAMUITH M MOXKE TOIIBIHUTEITHO J1a Ce
nmoto0pu 3a nepuoj oT 4 10 6 Mecera.

He ce mpenoppuBa nmpoMsiHa Ha 703aTa P HAUEHTH C JeKa ObOpedHa Hel0CTaThYHOCT.

He ce u3nckBa mpoMsHa Ha g03aTa MpU NAIUEHTH HAll 65-TOIUIIHA Bb3PacCT.

Teouampuuna nonynayus

Leflunomide Zentiva He ce mpenopbyBa 3a ynorpeda npu ManyueHTH Ha Bh3pacT 1oj| 18 roauHu, Thit
KaTo epukacHOCTTa 1 6€30MacHOCTTA MK IoBeHUIIeH peBmaTouaeH apTput (FOPA) He ca yctaHOBeHH

(Bx. Toukm 5.1 1 5.2).

Hauwnn »Ha npuioxeHue

Tabnetkute Leflunomide Zentiva ca 3a nepopaiHo npuiiokenue. TadneTkuTe TpsSOBa 1a ¢e MOTTbIIAT
EJIH C JOCTAThYHO KOJMUYECTBO Te4HOCT. CTeneHTa Ha abcopOius Ha JieIyHOMHE] HE e TOBIIHSIBA,
aKo ce IpreMa ¢ XpaHa.

4.3 IIpoTuBOMOKA3aAHUA
. CBpBX4yBCTBUTEITHOCT (0COOEHO MpeIecTall cCuHApoM Ha Stevens-Johnson, TokcuaHa

enyjaepMaliHa HeKpoJiu3a, epuremMa MynTudhopMe) KbM aKTUBHOTO BEIIECTBO, KbM TJIaBHUS
aKTUBEH METa0O0JUT TePU(DIYHOMUI WM KbM HSIKOE OT TOMOIIHHUTE BEIIECTBA, M30POCHHU B

TouKa 6.1.
o [TaumeHTH ¢ yBpeaeHa uepHoIpoOHa QyHKIIHA.
. [MatmenTH ¢ TeXKH UMyHOJePUINTHU cheTosiHMSL, Harp. CITHH.
o [TateHTH ChC 3HAUNTENTHO YBpeAeHa (PYHKLHUS Ha KOCTHUSA MO3BK MIIN TE€XKa aHEMHS,

JICBKOIICHUS, HCYTPOIICHUS NI TpOM6OI_II/ITOHeHI/I$I, nopaav nNpuinHu, pa3jiniHu OT
PEBMATOUJACH UK IICOPUATUYCH aPTPUT.

. [ManuenTy cbe ceprno3nn MHGEKINH (BXK. ToUka 4.4).

L HaLII/IeHTI/I C YMCpCHa 10 TCKKa 61,6peqHa HEOOCTAaTBbYHOCT, 3al10TO JIMIICBA JOCTATHYHO
KIIMHWYCH OIIUT IIPU Ta3U rpyma rnamueHTH.

o [TanmeHTH € TEXKa XUIIONPOTEMHEMUS, HATIP. TIPH HE(YPOTHIEH CHHIIPOM.
o Bpemennn ’KeHH WK KEHH C IETEPOACH MOTEHIIHAN, KOUTO HE U3IOJI3BAT MOIXOIIA

KOHTpaLEeNys 0 BpeMe Ha JICYEHHETO C JIeQIyHOMH]I U CJIe/l TOBA, IOKATO [Ia3MEHUTE HUBA
Ha akTuBHUS MeTaboiut ca Hax 0,02 mg/l (Bx. Touka 4.6). [Ipeau 3anouBaHe Ha JEYEHHUETO C



nedyHOMHU TpsIOBaA 1A ce M3KITIOYN OPEMEHHOCT.
. Kbpmemu sxenu (BK. Touka 4.6).
4.4 Croenuananu npeaynpesxaeHus: U NpeANa3sHAl MEePKH PH ynoTpeda

EnHOBpEMEHHOTO MPUIIOKEHHE Ha XEMATOTOKCUYHHU HITH XeMaToTokcndnu BMAJIC (mamp.
METOTpEKCAT) He ce MPernopbhYBa.

AKTUBHHAT MeTa00NUT Ha JedryHomu, A771726, iMa ABIBI MOTYKUBOT, OOMKHOBEHO OT 1 110

4 cenmui. Morat a Bb3HUKHAT CEPHO3HU HEKEIaHU PEeaKIMU (HaIlp. XemaTOTOKCUYHOCT,
XEeMaTOTOKCHUYHOCT, WJIU aJI€PTU4HHU PEaKklyH, BXK. I0-I0Y), ZOPHU aKO JICYEHUETO C JIeGIyHOMHL €
6uno cnpsiHo. CrienoBaTenHo, KOraTo Bb3HUKHE I10100Ha TOKCUYHOCT WIIM aKO IOPaJy HAKAKBa Apyra
npuanHa A771726 TpsibBa na ce oTcTpaHu OBP30 OT OpraHu3Ma, TpsiOBa 1la Ce cra3Ba OYNCTBAIIATA
npouenypa. [Ipoueaypata Moxe 1a ce MOBTOPH, aKO € KIMHUYHO HEOOXOAUMO.

3a oyucTBaIIaTa NpoIeaypa u Apyrd NpenopbINTeIHA MEPKU B CITy4ail Ha JKeJaHa Wid
HEenpeBUACHa OPEMEHHOCT, BIKTE TouKa 4.6.

YepHOoaApOOHU pPEaKIINU

Penxu ciayvan Ha TEKKO YepHOAPOOHO yBpeXkAaHe, BKIIOUUTEIHO clydau ¢ (pataneH n3xos ca Ounu
ChOOIIaBaHU 110 BpeMe Ha JeueHueTo ¢ aedaynomua. IloBedero or ciyyanrte ca Bb3HUKHAIM MIPeE3
I'BPBUTE 6 Mecella Ha JIiedeHHeTo. YecTo e HaJuIle ChITbTCTBRAIIA TEPAIUs C IPYTU XeMaTOTOKCUYHU
JIEKapCTBEHU MPOAYKTU. BaxkHO € #a ce cieaBaT TOYHO MPENOPBKUTE 3a IIPOCIIEASBAHE.

Tpsioa na ce onpenenu AJIAT (CI'TIT) npenu 3anmouBane Ha jgedIyHOMUI, a MOCIIE Aa Ce U3CiIeaBa
ChC ChIIIaTa YECTOTa KATO MbJIHATA KPhBHA KapTHHA (HA BCEKU JIBE CEIMUIIN) MPE3 ITbPBUTE LISCT
Mecena OT JICUCHHUETO, a CJIC/ TOBA BEIHBK HAa BCCKH § CEAMUIH.

ITpu yBennuenne Ha AJIAT (CI'TIT) ot 2 go 3 mbTH HajJ ropHaTa rpaHHUIlA HA HOPMAaTa, MOXeE JIa ce
o0chau HamansBaHe Ha fo3ata oT 20 mg Ha 10 mg, kaTo TpsAOBa Aa ObAE MPOBEICHO EKECEAMUIHO
HaOmonenue. Axko yBenndenuero Ha AJIAT (CI'TIT) e 2 nbTr Hag HOpMaTa ¥ IEPCUCTUPA, UITH
YBEIMYEHHUETO € TIOBeYe OT 3 IIbTH HaJl HOpMaTa, IPUEeMaHeTo Ha JieIyHOMH/I TpsiOBa ce
NpeyCcTaHOBH U Ja ce IPEeMUHE KbM OuMCTBallara npoueaypa. [Ipenoppusa ce npogbirkaBaHe Ha
MOHHUTOPHPAHETO Ha YEPHOAPOOHNTE EH3UMH CJIE [IPEyCTAaHOBSBAHE HA JICUCHUETO C JIEPIYHOMHUA 10
HOpMaJHU3UpaHe Ha EH3UMHHUTE HUBA.

ITopanu Bb3MOKHOCTTA 32 IOBJIHUTEIHN XENaTOTOKCUYHH €(EeKTH, Ce MpernopbyBa ynorpedara Ha
QJIKOXOJI 1a ce M305rBa 110 BpeMe Ha JISYEHHETO C JIeIyHOMU.

Tbit kKaTo akTUBHHUAT MeTaboMUT Ha nedmyromun, A771726, ce cBbp3Ba B rojisiMa CTEIeH ¢
NPOTEMHUTE U C€ eTMMUHHIPA Ype3 YePHOAPOOEeH MeTab0IM3bM U JKITbYHA CEKpELs, MJIa3MEHUTE
HuBa Ha A771726 ce o4yakBa Jia ObJaT MOBHUILICHH MPH MAUMEHTH ¢ Xunonporennemus. Leflunomide
Zentiva e IPOTUBOINOKA3aH MPH MALMEHTH C TeXKa XUIIONPOTEMHEMUsI WM yBpelleHa (yHKIUS Ha
yepHUs Apo0 (BXK. Touka 4.3).

XeMaToJIOTHYHHU pEAKIINHU

Ennospemenno ¢ AJIAT, Tpa0Ba fa ce HallpaBu ITbJIHA KPbBHA KAPTHHA, BKIFOUUTEIIHO
IudepeHnnantHo OpoeHe Ha OenTe KPbBHU KJIETKH U TPOMOOLIMTHUTE, TIPEAX 3all04YBaHE Ha JICUEHUETO
¢ eIIyHOMH], KAKTO U BEIHBK Ha JIBE CEIMUIIM TIPE3 IIbPBHUTE 6 Mecella OT JICYEHUETO U BEIHBK Ha
BCEKH 8 CEMUIIM CIIE]] TOBA.

HpI/I IManyeHTH C IpeamecTBalla aHEMU, JICBKOIICHU A A/MIIH TpOM6OIII/ITOHeHI/I$[, a Taka CbUIO U IIPpHU
IManreHTHU C YBpEACHA ®YHKHHH Ha KOCTHHUA MO3BK WJIU IIPU TaKKWBa C PUCK OT IIOTUCKAHE HA KOCTHUA



MO3BK, PUCKBT OT XEMATOJIIOTHYHH HAPYIICHHS € YBEJIIMYEH. AKO Bhb3HUKHAT TaKKBa e(heKTH, TPSOBA
Jla ce B3eMe MPpEeABH OUMCTBaHE (BK. MTO-I0JIY) 3a HaMaJIsIBaHEe Ha TUIAa3MEHUTE HUBa Ha A771726.

B citydaii Ha TeXKH XeMaTOJIOTHYHH PeakLuy, BKIIOUNTEIHO manguronenus, Leflunomide Zentiva u
BCSIKA €IHOBPEMEHHA MHUEJIOCYIIPECUBHA Tepalus TPAOBa Ja ce CIIpe U Ja ce 3all04He O4NCTBAalla

Mporeaypa OT JeQIyHOMUI.

KomOunamms ¢ apyru jedueHus

Ynorpebara Ha AeIITyHOMUI C aHTHMAJIAPUIHY MIPENapaTH, U3MOJI3BaHU IPU PEBMATHYHH
3a00JIsIBaHus (HAITP. XJIOPOKBUH M XUIPOKUCXJIOPOKBHH ), HHTPAMYCKYITHO WJIH MIEPOPATTHO 371aTO,
D-nennnunamuH, a3aTHONIPHUH U APYTH UIMYHOCYIPECUBHU CPEACTBA, BKIIOYUTEITHO HHXUOUTOPH Ha
TyMOp-HEKpoTu3upail pakrop-anda, 10 MOMEHTA HE € JOCTAThYHO MU3CJIC/IBaHA B PaHIOMU3UPAHH
W3MUTBAHUA (C U3KIIOYCHUE HA METOTPEKCAT, BXK. Touka 4.5). PUCKBT, CBBpP3aH C KOMOMHHPAHOTO
JiedeHne, 0COOEHO TPY IPOABIDKUTEITHO JIEUeHNE, HE € U3BECTeH. 1hi KaTo TaKoBa JIEYEHHUE MOXKE J1a
JTOBEJIe 10 HATPyTIIBaIla Ce MM JIOPH 0 CHHEPTHYHAa TOKCHIHOCT (HAIp. XenaTo-miu
XEMaTOTOKCUYHOCT), kKoMOuHarusta ¢ apyro BMAJIC (Hamp. METOTpeKcar) He € IpernopbhbUruTeIHA.

EnHoBpeMEHHOTO MpUIIOKEeHHE Ha TepUPIyHOMHU]I ¢ 1eIyHOMU HE Ce MPETNopbyBa, Thil KATO
nedIyHOMU] € U3XOIHOTO ChbeMHEHNE Ha TePUITYHOMH/.

IIpeMuHaBane KM JIPYIO JICUSCHUE

Toit kaTo nedIyHOMH] C€ 3aTbpKa IBITO B OPraHu3Ma, IpeMUHaBaHeTo KpM Jpyro BMAJIC (mamp.
METOTpeKcaT) 0e3 U3BBPIIIBAHE HA OYMCTBAIATA MPOIeaypa (BXK. MO-J0y) MOXKE J1a 3aCHIIN
BB3MOXKHOCTTA OT JOIIBJIHUTEIHN PUCKOBE IOPH IBJT0 BpeMe ClIe CMsIHaTa (KHHETUYHO
B3aUMOJIEHCTBUE, OPraHHA TOKCUYHOCT).

Io chIMs HAYKMH, CKOPOIITHO JICYSHHUE C XCITATOTOKCUYHHU HJIM XEMaTOTOKCHUYHH JIEKAPCTBEHU
MPOAYKTH (HAIIP. METOTPEKCAT) MOKE /1a JOBEJIE /IO YBEIIMYCHH HEKETIaH! PEaKIim; CIeI0BaTeIHO,
MIpeIy 3aII0YBaHE Ha JICUSHHETO C Je(IyHOMUI, TpsIOBAa BHUMATEITHO Ja Ce€ MPEIeHH ChOTHOIMEHUETO
T0JI133/PHUCK U Ce TPENophyuBa CTPUKTHO MPOCIICIsABaHe B HaYaJIHATa (pa3a cie cMsHara.

KoxHu peaknuu

B cityuaii Ha yniiepo3eH CTOMATUT, MPUIOKEHUETO Ha JeIIyHOMHU TPsIOBa Jla ce MPEeyCTaHOBH.

MHoro penku ciaydan Ha CHHAPOM Ha Stevens-Johnson mim TOKCHYHA eMUEpMalIHa HEKPOIU3a U
JIeKapCcTBEeHa peakius ¢ eo3uHoumus u cucreman cumntomu (DRESS) ca crobmiaBanu npu
NalMeHTH, JIeKyBaHH ¢ jeduryHomua. Korato ce Habmro1aBaT KOXKHY W/MITH MYKO3HHU TIPOMEHH, KOUTO
HOpaXkJat I0I03PEHUE 3a TAaKMUBa TEXKH peakiyy, Leflunomide Zentiva u Bcsika Apyra Bb3MOXKHO
CBBp3aHa Tepanus TpsOBa Ja ce IPeyCTaHOBH U Ja Ce 3all04He He3a0aBHO OYMCTBAIATa poLeaypa ot
nedayHomua. B TakuBa ciiydan e He0OX0IMMO ITBJIHO OYHCTBaHe. B TaknBa ciryyan OBTOPHOTO
npueMaHe Ha JIe(IIyHOMH]I € IPOTHBOIIOKa3aHo (BXK. Touka 4.3).

Vma choOIieHns 3a MyCcTyJI03eH MICOPUA3KC U BIIOIIABaHE HA NICOPUA3KC ClIe]] yroTpeda Ha
nedaynomua. Moxe 1a ce 0OMHUCITH MPEyCTAHOBSBAHE HA JICYSHUETO, KATO CE B3EMAT MPEBH/T
3a00JIIBAHETO Ha MAIMEHTa U aHAMHEe3aTa.

[Ipu manmeHTH MO BpeMe Ha Teparus ¢ JeIIyHOMHU] MOTaT Ja Ce TOSBIT KOXKHHU S3BH. AKO HMa
ChMHEHHE 32 KOJKHA 513Ba, CBhP3aHa C JISIYHOMHU]T WK aKO KOKHHUTE SI3BU TIEPCUCTHPAT BBIIPEKU
MOJIXOJISAIIIaTa TEpaIsi, TPsOBa J1a ce 0OMUCIH ITpeKpaTsBaHe Ha JIEYEHUETO C JICITyHOMH/] 1
MPOIIeAypa 3a IBIIHO OYKCTBaHe. Penienrero 3a Bb30OHOBSBaHE Ha JICYCHUETO C JISITYHOMHU]T CIIE]T
KOXHH sI3BH TPSAOBa J]a ce OCHOBaBa HA KIIMHUYHA MPEICHKA 32 aJIEKBATHO 3a3/paBsBaHe Ha paHUTE.

Ilo Bpeme Ha jeueHNETO C JeIyHOMHU PH MALMEHTH MOKE 1a ce HaOIr0/1aBa TPYAHO 3a3/jpaBsIBaHe
Ha paHu cliej onepaius. B3 ocHOBa Ha MHIMBHU/IyaJIHA OLIEHKA MOXKE J1a C€ OOMHUCIIH MTPEKhCBaHE Ha



JICYEHUETO C JIeTyHOMH]] B IEPUXUPYPTUIHAS TIEPUOJ U TIpMIIaraHe Ha OYMCTBAIIA MPOoLeaypa,
KaKTO € OMHICaHO MMo-101y. B cioyyail Ha mpekbCcBaHe PENIeHNeTo 32 Bhb30OHOBSIBAHE HA JIEUEHUETO C
nedryHOMU] TPSIOBA J1a Ce OCHOBaBa Ha KIIMHUYHATA MPEIICHKA 32 aJICKBATHO 3a3/[paBsBaHE Ha
paHara.

Hudexnnn

W3BecTHO €, 4e JIeKapCTBEHUTE MPOAYKTH C IMyHOCYIIPECUBHM CBOHCTBA - KaTO Je(IyHOMUA - MOraT
Jla HaIpaBsT NALMEHTUTE 10-1yBCTBUTEIHN KbM HH(PEKINH, BKIIOYUTEIHO ONIOPTIOHUCTHYHH
nHpekuu. Mapexnunte MoraT aa ObJaT Mo-TEXKKH 10 eCTECTBO U CIEI0BATEIHO A2 U3UCKBAT PAHHO
Y CHEeprUYHO JieueHue. B cinyyaii, ue Bb3HUKHE TeXKKa HEKOHTPOJIMpyeMa HH(EKIUS, MOXKe J1a €
HEO0XOIUMO J1a c€ IIPEKbCHE JICUEHHETO C JIeQIIyHOMU U 1a CE 3all0YHE OYMCTBAILA IIPOLeaypa,
KaKTO € OIMCAHO MO-/10J1y.

Cpo0maBanu ca peJKy Cilydau Ha porpecuBHa Myitudokairaa gesroernnedanonatus (PML) mpu
MAIMEHTH, TIPUEMAIIIHN JICQITYHOMHU/ 32¢THO C JPYTH HMYHOCYTIPECOPH.

[Ipenu 3amo4BaHe Ha JEYEHHETO, BCHUKH MAIIMEHTH TPAOBa Ja ce M3CIeBaT 3a aKTHBHA U HEaKTHBHA

,»JJaTeHTHA"’) TyOepKy03a, ChIIACHO JIOKAIHUTE MPENOpbKU. ToBa MOXKe /1a BKIIFOUBA METUIIMHCKA
aHaMHe3a, Bb3MOXKEH MPEIecTBaIl KOHTAKT C TYOSpKYJI03a W/IITH MOIXOAS1] CKPHHUHT, KaTo
HampuMmep peHTreHorpadus Ha Oenute qpoOoBe, TYOEPKYIMHOB TECT W/HIN HHTEPPEpOH-TamMa TeCT,
KaKTO € IpIiIokuMo. Ha mpeanucBammuTe Jiekapy TpsOBa J1a ce HallOMHS 32 PHCKa OT (haJIIiBo
OTPHLIATEITHH PE3YJITATH OT TYOSPKYJIHMHOBHS KOXKEH TECT, 0OCOOCHO MPH MAIUEHTH, KOUTO Ca TEKKO
0oJIHM WM HUMyHOKOMIpoMeTupaHu. [lanueHTuTe ¢ aHamHe3a 3a TyOepKyno3a TpsOBa z1a ce
IpoCiIeAsBaT BHUMATEIHO NOPaaH Bb3MOXKHOCTTA 32 peaKTHBHpaHe Ha MH(EKIHsTa.

PecnupaTopHu peakuu

CpobmraBa ce 3a HHTepCTUIHATHA OeoapoOHa 00JIeCT, KaKTO M PEAKH ciaydan Ha 6emoapoOHa
XHIIEPTOHUS 110 BpeMe Ha JiedeHue ¢ jJedayHoMua (Bx. Touka 4.8). PUCKBT OT HACTBIIBAHETO UM MOXKE
Jia O'bJIC MMOBUIIICH MPH MAIMEHTH ¢ aHAMHE3a 32 UHTEPCTUIMaiHa OenoapoOHa 00JIeCT.
Wntepcrunmannara 6enoapoOHa 6ojaecT € NoTeHIHANHO (aTaaTHO HapyIIeHHE, KOETO MOXe Ja
BB3HUKHE OCTPO I10 BpeMe Ha Tepanusira. benoapoOHUTe CHMITOMH, KaTO KalIMLA U 33yX, MOTaT J1a
ObJaT NpUYMHA 33 IPEYCTAaHOBSIBaHE Ha JICUSHUETO U MOIXOISIIO MOCIIEIBAIIO U3CIIEBAHE.

[Iepudepua HEBponaTHs

[Tpu nanuenTy, nomyyasaniy JeIyHOMUJ ca ChOOIIEHHU ClTydan Ha reprud)epHa HEeBpOIaTusl.
[ToBeueTo manueHTH ca ce MoJ0OPHIIH Clie]] peKpatsaBane Ha nedayHomua. Habmronasa ce obaue
HIMPOKa BApUaOWIIHOCT 110 OTHOILICHHE Ha KPAWHHUS U3XO/, T.€. PH HAKOM NallMeHTH HeBPOIIaTHSATA €
OT3BYy4alla, a HAKOM NAIlMEHTH ca UMAaJU IEPCUCTHPali cUMIToMU. Bb3pact Hag 60 roauHuy,
CBITBTCTBAIM HEBPOTOKCUYHHM JIEKAPCTBA M AMA0ET MOTaT Jia MOBUILIAT PUCKA OT IepudepHa
HeBpomnaTHs. AKO HaueHT, koo npruema Leflunomide Zentiva pa3Bue nepudepHa HeBpomaTus,
TpsiOBa J1a ce 00chaM NpekpatsiBaHe Ha neueHuneTo ¢ Leflunomide Zentiva u npoBexaane Ha
npoleaypa 3a eMTUMUHUPAHE Ha JISKAPCTBEHUS IPOAYKT (BXK. Touka 4.4).

Konut
HpI/I HanuCHTUTEC, J'IGKYBaHI/I C J'Ie(l)J'IYHOMI/I}_'[, c C’LO6H.[€H0 34 KOJINUT, BKIIFOUHUTCIHO MI/IKPOCKOHI/I‘IGH
koynT. [lanmenTrTe Ha JIeveHue ¢ IeQIIyHOMH]T, TPU KOUTO BH3HUKBA HEOOSICHUMA XPOHUYHA THapUs,

TpsOBa Aa OBAAT MOIIOKECHH HA TTOAXO/ISIIN JUATHOCTHYHH MTPOIICTYPH.

KD’BBHO HaJIATraHe

KpbBHOTO HansTane TpsiOBa Jia ce U3MEPH MPeJId HaYaJ0TO Ha JICUSHUETO C JeQIyHOMUI U
MEPUOJIUYHO CJIe/ TOBA.



Bo3mpon3Boactso (IpenopbKi KbM MBKETE)

MmkeTe nanueHTy TpsoBa /ja ObAAT HASCHO 32 Bh3MOXKHA MEIMUPAHA OT MBXKa ()eTaTHa TOKCUIHOCT.
TpsiOBa 1a ObJIc OCUTYPEHA CHIIO MOIXOAINA KOHTPAIICTIINS 10 BPEME Ha JICYCHHETO C JIC(hIyHOMUI.

Hsima TouHM naHHU 3a pUCKa OT MEJUMpaHaTa OT MbXka (eTanHa TOKCHYHOCT. [IpoyuBanus npu
JKUBOTHH 32 OLICHKA Ha TO3M crienn(uveH puck obade, He ca MPOBEKIaHU. 3a HaMaJlsiBaHe Ha BCEKU
BB3MOXKEH PUCK, MBKETE JKeJlaely 1a ObaaT Oaiy, TpsOBa Aa B3eMaT IIPEBH IPEYCTAHOBIBAHE HA
ynorpebata Ha epIIlyHOMUI U 1a IpreMaT KoJecTupaMuH 8 g 3 mbTH AHEBHO 3a 11 muu nmm 50 g
aKTHBEH BBIJICH Ha Mpax 4 IbTH AHEBHO 32 11 qHU.

W B gBata ciydas mia3MeHara KoHIeHTpanus Ha A771726 toraBa TpsOBa 1a ce H3MEpH 3a MPHB IbT.
Cren ToBa miia3MeHaTa KoHUeHTpanus Ha A771726 TpsOBa aa ce onpeneny OTHOBO Cle]] HHTEPBaJ OT
none 14 nau. Ako aBeTe mia3MeHu KoHleHTparmu ca noz 0,02 mg/l u cien nepuos Ha U34aKBaHe
Hal-MaJKo OT 3 Mecena, pUCKBT OT (peTaHa TOKCHIHOCT € MHOTO HUCHK.

OuncTBalia nporeaypa

KonectupamuH B 103a 8 g ce npuiara 3 0bTU JHEBHO. ANTEpHATUBHO, 50 g aKTUBEH BBIJICH HA Ipax
MOYKe J]a ce MPHIOXKH 4 MbTH THEBHO. [IpOABIKUTENHOCTTA HA ISTIOCTHOTO OYHCTBAHE OOMKHOBEHO €
11 nau. [IpoabnKUTENTHOCTTa MOXKE J]a C€ MPOMEHU B 3aBHCUMOCT OT KITMHHYHHUTE HITH J1a00paToOpHH
MIOKA3aTeIH.

JlakTo3a

Leflunomide Zentiva cpabpika nakro3a. [lanmeHTn ¢ peky HacleACTBEH! MpolieMu Ha
HETMOHOCHUMOCT KbM TajlaKTo3a, ITbJICH JIaKTa3eH Ae(UIUT WK TITI0KO30-TallaKTO3HA MatadCcopOIus He
TpsiOBa Jla MpreMaT TOBa JIEKAPCTBO.

BiinsgHMe BEPXY ONPEENSIHETO HA HUBATA HA MOHU3UPAH KAJILIUN

BB3M0OKHO € n3MepBaHEeTO Ha HUBATa HA HOHM3MPaH KaNIWH J1a MOKake (GaaiuBO HOHWKEHH
CTOHHOCTH TIpH JIeueHHe ¢ JeQIIyHOMU 1/ WIn Tepru(IyHOMUT (aKTUBHUST META0OJIHUT Ha
nedIyHOMHU/T) B 3aBUCUMOCT OT BUJIa Ha U3IMIOJI3BaHMsI aHATU3ATOP HA HOHW3UPAH K (Hamp.
KPBBHO-T'a30B aHaiu3arop). llopaau ToBa npu nanueHTuTe, JeKyBaHH C JIeIyHOMU UIIH
TepuIyHOMUI, € HEOOXOIMMO Jja c€ MMPOBEPH AOCTOBEPHOCTTA HA N3MEPEHHUTE IIOHMKEHN HUBA Ha
HOHM3MpaH Kanuuid. B cioydail Ha CbBMHUTEIHM Pe3ylTaTi ce IperopbhuBa Ja ce ONpeiesy odmara
KOHIIEHTpAIHs Ha aJI0yMUH-KOPUTHPAH KaJILIKH B cepyMa.

4.5 B3aumopeiicTBHe C IPYIrHd JeKAPCTBEHU NPOAYKTH U APYru (popMH HA B3auMojelicTBUE
IIpoyuBaHus 3a B3aUMOJEUCTBUSITA €A IPOBEXKIAHHA CaMO IPU Bb3PACTHHU.

YBenudaBaHe Opos Ha HEXKEIIAHNUTE PEaklii MOXKe Jla ce HabJroaBa IMpy CKOPOIITHA WITH
€THOBPEMEHHA yIIoTpeda Ha XEMaTOTOKCUYHHU WJIM XeMaTOTOKCUYHU JICKAPCTBEHH MPOIYKTH WU
KOTaTo JIEYEHNETO C JIe(hIyHOMHU/] CE MOCTIEIBa OT MPHEMaHETO Ha TaKUBa JIEKaPCTBEHU MPOAYKTH 0e3
MIEPUO Ha OTMUBAHE (BXK. CBIIO YITbTBAHETO OTHOCHO KOMOMHAIIWS C IPYTH JICUEHUs, TOUKa 4.4).
CrnieoBaTeNHO ce MpernopbhuBa BHUMATEIHO MPOCIeIBaHe Ha YEPHOAPOOHHUTE SH3UMHU U
XEMaTOJIOTHYHUTE TIOKa3aTe Il B HadaaHaTa (a3a Mpu CMsTHA Ha TepamusTa.

MeroTpekcat

[Ipu manko (n=30) npoyuBaHe ¢ eqTHOBpeMeHHO npuiioxenue Ha ieduynomun (10 1o 20 mg qHEBHO)
¢ merotpekcar (10 no 25 mg cemMu4HO), € HaOIFO1aBaHO 2- 10 3-KpaTHO yBEIMYCHUE HA
yepHOApOoOHUTE eH3nMH TipH 5 oT 30 marnuenTH. Becnuky yBenu4eHuns ca OT3ByJai, 2 ¢
NPOJbIDKABAHE Ha JIBaTa JIEKAPCTBEHHU MPOJYKTA U 3 Clie/] TpeyCcTaHOBSBaHE Ha JIeQIyHOMHUI.
YBenuueHue, No-rojsiMo OT 3-I'bTH € HaOI0AaBaHO NPH Ipyry S mauueHTa. Beudku Te cbio ca



OT3BYYaJH, 2 C MPOIBIDKABAHE HA JBATa JICKAPCTBEHU MPOJYKTA U 3 Clie]] IPeyCTaHOBSBaHE Ha
neITyHOMUT.

[Ipu marueHTH C peBMaTOMJICH apTPUT, HE € YCTAHOBEHO (DAPMaKOKHMHETUYHO B3aUMOJICHCTBHE MEXKTY
nedryromun (10 go 20 mg qHeBHO) U MeToTpekcat (10 1o 25 mg ceaMHUIHO).

Bakcunanuu

Hsima kTuHWYHE JaHHY 32 ePUKACHOCTTA U 0€30TIaCHOCTTA Ha BAKCUHAIMUTE TI0 BpEME Ha JICUeHHE C
neduryHoMu . BakCMHHpAHETO ¢ )UBU aTCHIOWPAHU BAaKCUHU 00aue, He ce MpenopbuBa. JbIrusaT
MOJTY>KUBOT Ha JIehIYHOMHUT TPIOBA J1a Ce MMa IPEIBUJI, KOTATO Ce TUIaHyBa MPIJIOKEHUE Ha )KUBA
aTeHIonpaHa BakcHHa ciief ciimpane Ha Leflunomide Zentiva.

Bapdapun u apyru KyMaprHOBH aHTHKOATryJIaHTH

Nma cpobmieHus 3a cirydad Ha yBeIIMYSHO IPOTPOMOMHOBO BpeMe, KoraTo JiehIyHOMHT U BaphapuH
ce mpueMaT eIHOBPEMEHHO. B KIIMHIYHO (apMaKoJIOrnYHO NMPOyYBaHe € HAOII0AaBaHO
(bapmakoJMHAMUYHO B3auMojeicTBIe ¢ Baphaput u A771726 (Bx. no-moiny). [Topaau ToBa, npu
€IHOBPEMEHHO MPUIOKEHNE Ha Bap(paprH WK IPyT KyMapHHOB aHTHKOATyJIaHT, ce PEeNnopbhyBa
BHUMATEITHO MPOCieIBaHe Ha MEXIYHAPOIHOTO HOpManu3upano crotHomeHue (INR) u
HaOIOICHHE.

HCIIBC/KopTukocTepouin

AKO ManMeHThT Beue NprueMa HecTepouHH poTuBoBk3nanutentu cpenacrsa (HCIIBC) w/unu
KOPTHUKOCTEPOUIH, T€ MOXKE Ja C€ MPOABIDKAT CJIE/ 3alI0YBAHE HA JICUYCHUETO C JIe()IyHOMU.

Ed)eKT Ha JPpYIru JICKAPCTBCHU MPOAYKTH BHPXY J'ICd)J'IVHOMI/II[I

XOﬂecmupaMMH U1u aKmueeH 6vljleH

[IpenopwyBa ce MalMEHTUTE, TPUEMAIIH JSPIYHOMU, Ja HE CE JICKYBAT C KOJIECTHPAMHUH HJIH
aKTHBEH BBIJICH HA TpaX, Thil KATO TOBA BOJH JI0 OBP30 M 3HAYMTEITHO HAMAIIIBaHE Ha Ijla3MeHaTa
KoHIeHTpalwst Ha A771726 (akTUBHUAT METa0OIUT Ha JIe(hIYHOMHT; BXK. CBIIIO Todka 5). Cunra ce,
Ye MEXaHU3MbT CE JIbJDKU Ha MTPEKbCBAHE HA CHTEPOXEIATAIHUS IIUKBJI U/HIIM HA CTOMAIITHO-
YpeBHOTO oTnessiHe HAa A771726.

CYP450 unxubumopu u unoykmopu

[IpoyuBanus in vitro 3a THXUOUpaHE TP YOBEIIKHA YePHOAPOOHN MUKPO30OMH ITOKA3BaT, Y€ IIUTOXPOM
P450 (CYP) 1A2, 2C19 u 3A4 yuactBaT B MeTabou3Ma Ha edaynomu. [Ipoyusane in vivo 3a
B3aMMOJICHCTBHUE C JICIYHOMU U IUMETHINH (HecnenuduueH ciiad nHXUOUTOpP Ha 1uToXpom P450
(CYP)) nmokazpa nwurica Ha 3HAYUMO BIUSHHE BHPXY ekcriozuiusaTa Ha A771726. Ciien emHOBpeMEHHO
MIPUJIOKEHUE Ha €THOKPATHA /1032 JIe(hTYHOMUT IPY TIAIIUEHTH, TTPHEeMaIi MHOTOKPATHHU 031
pudammuimH (Hecrenuduuer muToxpom P-450 unmykTop), MakcumaaauTe HuBa Ha A771726 ce
yBenuuaBaT npudimsutenHo ¢ 40%, nokaro AUC He ce mpoMeHs 3HauYUTeIHO. MeXaHU3MbT Ha TO3U
e(eKT ¢ HesCeH.

Ed)eKT Ha Hed).HVHOMI/IlI BBPXY APYTH JICKAPCTBCHU ITPOAYKTH:

Hepopafmu KOHmpayenmueu

[Ipu npoyuBane, mpu K0eTo J1e()IYHOMUJ € IPUIaral eAHOBPEMEHHO ¢ TpU(a3HHU epOpaTHH
KOHTpaENTHBH, Chabpxkamy 30 g eTHHIIIECTPAaNo, Ha 3APaBy )KeHU JOOPOBOJIKH, HE €
HaOJII01aBaHO HAMAJIIBaHE HA KOHTPALETITUBHATA aKTUBHOCT HA MPOTUBO3a4aTh4HOTO CPEACTBO, a
(dapmakokuHeTHKaTa Ha A771726 e B npeaBmknanuTe rpanuiy. Habmonasano e papMaKOKHHETHYHO
B3aMMO/ICHCTBHE C IEPOPATHI KOHTpaUeNnTUBU u A771726 (BX. m0-A07Y).



[IpoBenenu ca cnemaute GapMaKOKUHETHYHH U (papMaKkoMHAMUYHN TPOYIBAHUS 32
B3auMoeicTBusATa ¢ A771726 (TnaBeH akTUBEeH MeTa0oauT Ha tedayrnomua). Thit kKaTo MOJ00HU
B3aMMO/ICHCTBUS JICKAPCTBO-JICKAPCTBO HE MOTaT Jia Ce U3KII0YAT 32 JIepIyHOMUT B
MPETIOPHUYUTEITHATE O3, CICAHATE PE3YNITaTH OT U3NUTBAHUATA ¥ MIPETIOPHKH TPSIOBa Ja ce MMat
MIPENIBU/] TIPH TTAIIMEHTH, JIEKYBaHH C JIe(ITyHOMHU/T;

EdexT Bbpxy penarnmuuun (cyoctpar na CYP2CS)

Hab6monaBano e moBumasane Ha cpemHata Cmax 1 AUC Ha penarmmang (CboTBETHO 1,7- 11 2,4-16TH),
cJie MHOTOKpAaTHO mpuitokeHne Ha A771726, koero npeamnoinara ue A771726 e nHXuOUTOp HA
CYP2CS in vivo. ETo 3a1mo ce mpenopbuBa MpocieasBaHe Ha MaIueHTUTE IMPH ¢ AHOBPEMEHHA
ynorpe0a Ha JIeKapCTBEHU MPOIYKTH, KOUTO ce Metadbonusupar ot CYP2CS, karo Harpumep
penarivHu], MaKIUTaKCell, TMOTIIUTa30H WK PO3UIIIUTA30H, Thil KATO T€ MOTaT Jla UIMAT MO-BUCOKa
EKCIIO3ULIHSL.

Edexr Bppxy Kodenn (cyoctpar Ha CYP1A2)

MHuorokpatHOTO TipriokeHne Ha A771726 namansBa cpeqHata Cmax 1 AUC Ha kodenH (cybcTpar Ha
CYP1A2), ceotBeTHO ¢ 18% u 55%, koero npenmnonara ye A771726 moxe 1a Obe ciab HHAYKTOP Ha
CYP1A2 in vivo. Ilopagu ToBa JieKapcTBEHH MPOLYKTH, KoUTo ce Metabonmzupar ot CYP1A2 (karo
HanpuMep TYJIOKCETHH, aJlOCETPOH, TeO(WIINH U TH3aHUAMH), TPAOBa J]a c€ M3IOJI3BAT C MOBUIICHO
BHHMAaHHE 110 BpEMe Ha JICYEHHETO, Thii KaTo TOBa OM MOTJIO Jia JOBe/e 0 HaMaJIsiBaHe Ha
e(pMKacHOCTTa Ha TE3H MPOAYKTH.

EdexT Bbpxy cyOcTpaTy Ha oprann4Hus annoHeH Tpancmoptep 3 (OAT3)

HabnronaBano e noBumraBane Ha cpenHatra Cmax 1 AUC Ha nieaknop (cporBetHO 1,43- 1 1,54-15TH)
cJie]l MHOTOKpaTHO npuiiokeHne Ha A771726, koero npeamnonara ue A771726 e uaxudbutop Ha OAT3
in vivo. Ilopamy ToBa € HEOOXOJMMO MOBUILICHO BHIMAHKE, KOTaTo Ce Mpuiiara ¢IHOBPEMEHHO ChC
cybctparu Ha OAT3, kKaTo nedakxiop, OCHIWIIEHUIIITNH, TUTPOGIOKCAIINH, HHAOMETAIIHH,
KeTonpodeH, GpypoceMu, IMMETHINH, METOTPEKCAT, 3UTOBYANH.

Edext Bbpxy BCRP (npoTenH Ha pe3uCTEHTHOCT Ha pak Ha I'bpJaTa) u/Win cyOCcTpaTH Ha
OpraHuYHUs aHUOHEeH TpaHcnopTupail nommnentua Bl u B3 (OATP1B1/B3)

HaGmogaBano e nosumasade Ha cpeiHUTE Cmax 1 AUC Ha po3yBacTaTHH (CbOTBETHO 2,65- 1
2,51-rpTH) Cclle[] MHOTOKPATHO MpHItoskeHue Ha A771726. Bernpeku ToBa, He ce HaOI0AaBa BUIUMO
BB3ACHUCTBHE HA TOBA IIOBUIIABAHE HA IUIa3MEHATa €KCIIO3UIMS Ha PO3YBaCTATHH BbPXY aKTUBHOCTTA
Ha HMG-CoA peaykraszara. AKo ce M3I0JI3BaT €IHOBPEMEHHO, J103aTa Ha PO3yBacTaTUH He TPsOBa 1a
HaaxBbpist 10 mg BemHbxK MHEBHO. 3a ApyrH cyocTparn Ha BCRP (Hamp. meToTpekcar, TomoTekas,
cyndacayia3u, JayHOPYOHIIMH, JOKCOpYyOulnH) u cemeiictBoTo Ha OATP, 0co0eHO HHXUOUTOPH Ha
HMG-CoA penykrasata (Harp. CUMBacTaTlH, aTOPBACTaTUH, IPaBACTATHH, METOTPEKCAT,
HaTerJIMHU, PeTariauHn, pudaMIuLKH) €AHOBPEMEHHOTO NPUIIOKEHHE TPsOBa CHILO Aa Ce
M3BBPIIBA C TOBUILEHO BHUMaHKE. [lannenture TpsaOBa Aa ce HaOI0AaBaT BHUMATEIHO 33 MPU3HALH
Y CUMITOMH Ha MPEKOMEpPHA €KCIO3HIIUS Ha JIEKAPCTBEHUTE MPOAYKTH U TPsIOBA J1a ce UMa MPEIBUL
HaMaJIABaHEe Ha Jl03aTa Ha Te3H JIEKapCTBEHU MPOAYKTH.

EdexT Bbpxy nepopanau koutpauentusu (0,03 mg erununectpaanon u 0,15 mg neBoHOprecTpen)
Hab6mronaBano e nopumasane Ha cpeHata Cmax 1 AUCo.24 Ha eTHHHIECTPaARON (ChOTBETHO 1,58- 1
1,54-1b1H) ¥ Cpnax 1 AUCo.24 Ha eBoOHOprecTpen (CboTBeTHO 1,33- 1 1,41-1bTH) CIle; MHOTOKPATHO
npwioxenue Ha A771726. Brripeku 4e He ce 04aKkBa TOBAa B3aMMOJICHCTBHE J1a TIOBIHSC
HeOJIaronpuaTHo e(h)UKACHOCTTA Ha MIEPOPATTHUTE KOHTPAICIITUBH, TPSOBA J1a ce 00bpHE BHUMAaHUE Ha
BHJIA Ha JICUCHUETO C MIEPOPaICH KOHTPALICIITHR.

EdexT Bbpxy Bapdapus (cyocrpar Ha CYP2C9)

MHorokpatHoTo npuinoxkeHre Ha A771726 He e umaino edekt BbpXy (papMakoKMHETHKATa Ha
S-Bapdapun, koeTo nokasBa, ue A771726 ne e uaxuOuTop winu uaAykTOop Ha CYP2C9. HabmonaBano
e o0ave HamanieHune ¢ 25% Ha MakCHMaTHOTO MEXIyHapoIHO HOpManu3upaHo croTHomeHne (INR),
korato A771726 ce mpunara eTHOBPEMEHHO C Bap(apHH, B CPaBHEHNUE ChC CAMOCTOSITEITHO



npuoxenue Ha BapgapuH. ETo 3amo, koraro BaphapHH ce npuiara eIHOBPEMEHHO, Ce TPErnopbhuBa
CTpuKTHO npocnensBane Ha INR u Habmonenue.

4.6 @epTHaHTET, OPEMEHHOCT U KbPMEHe

BpemenHoct

AxTHBHHAT MeTaboMUT Ha NeduyHomua, A771726 Moxe a MPUYMHU TSKKH Mai(opmanuu Ha
HOBOPOJCHOTO, aKO ce TpriIara 1mo Bpeme Ha OpemenHocT. Leflunomide Zentiva e mpoTHBOIOKAa3aH 0
BpeMe Ha OpeMeHHOCT (BK. Touka 4.3).

Kenu ¢ nerepoaen notenuuan TpsOBa Aa U3MOI3BAT €PEKTUBHA KOHTPALEIIIH [0 BpeMe Ha U JI0
2 ronuHU cnen nedeHunero (Bx. “Ilepros Ha nzyakBane” 1mo-moiy) win A0 11 1HU crep TedeHneTo
(Bx. ckbeenus “llepron Ha ouncTBaHe” MO-AOIY).

[ManmenTkara TpsiOBa 1a Ob/e yBeIOMEHa, Y€ aKO MMa HAKAKBO 3a0aBsiHE HA MEH3HCA WM HAKAKBA
Jpyra IprYrHA JIa 0J031pa OPEMEHHOCT, TS TpA0Ba BeHAra Ja Ipeaynpenu JeKaps 3a
M3BBPIIBAHETO Ha TECTOBE 32 OPEMEHHOCT, ¥ aKO ca TOJIOKUTEITHH, JIEKApAT U MallMeHTKaTa TpsAOBa 1a
o0CchHAAT pricka 3a OpeMeHHOCTTa. BB3MOXKHO € upe3 Obp30 HamalsiBaHe Ha HUBOTO HAa aKTUBHUS
MeTaboJUT B KPBBTA Ype3 3aM04YBaHe Ha MIPOIeaypara 3a eTMMUHUPAHE Ha JIEKapCTBOTO, ONMCAHA I10-
JI0J1y, OlIe NPH IbPBOTO 3a0aBsHE HA MEH3UCA J1a ce HaMaJIM PUCKa 3a IJI0Aa OT Je(IyHOMU.

[Tpu MaKo MPOCHIEKTUBHO MPOYUYBaHe MPpH JkeHHU (n=64), 3a0peMeHeNnr HeIUTaHUPaHo, TOKATO ca
npueMany JedIyHOMHA 32 He TT0BeYe OT TPU CEAMUIIN CJIe]] 3a4eBaHETO U € IOCIIeABalla Mporeaypa
3a eIMMUHUpPAHE Ha JIEKapCTBOTO, HE ca HabrogaBaHu 3HaunMu pa3nuku (p=0,13) B obmaTa yectora
Ha 3HAYMMU CTPYKTYpHH AedektH (5,4%), B cpaBHEHHE C KOSATO U J]a € OT CPABHUTEITHUTE TPYIH
(4,2% B rpynata cbc 3abossBane [n=108] u 4,2% npu 31paBu OpeMeHHHU XeHU [n=78]).

[Tpu >xeHu, KOUTO MpuUeMar JeIYHOMUI U HCKAT Ja 3a0pEMEHEST, Ce MPENOopPbUBa eHA OT CIICAHUTE
MIPOLIEAYPH, 32 1a C€ KOHCTaTHpa, Ye IIIOIBT He € U3JI0’KEeH Ha TOKCUYHU KOHIIeHTpauuu Ha A771726
(TaprerHa xonmeHnTpanus oy 0,02 mg/l):

Ilepuoo na usuaxeane

Moske na ce ouakBa 1ia3MeHuTe HUBa Ha A771726 na 6bnat Han 0,02 mg/l 3a npoxbmKUTENeH
nepuoa. Moxe J1a ce o4akBa KoHIeHTpalusTa aa cnagae noa 0,02 mg/l okoso 2 rouHu cie
CITUpaHe Ha JICYSHUETO C JIeITyHOMHU/T.

Crnen 2-rouItieH Iepyuo1 Ha U34akBaHe, IIa3MeHaTa KoHIeHTparus Ha A771726 ce usMmepsa 3a
mspBu 06T, Clie]] TOBA IJIa3MeHaTa KOHIeHTparus Ha A771726 TpsOBa 1a ce ompeier OTHOBO CJe]
uHTepBai oT moHe 14 mqHu. Ako nBere Ta3MeHn KoHmeHTpanuu ca mox 0,02 mg/l, He ce ouakBa

TEPATOITCHCH PUCK.

3a gombaHKUTENHA HHPOPMALUS OTHOCHO U3CJIEIBAHETO, MOJIsL, CBbpiKeTe ce ¢ Ilpurexarens Ha
paspelIeHreTo 3a ynoTpeda UiH ¢ JIOKaJTHUS My NpeAcTaBUTeN (BXK. ToUka 7).

Ouucmesawa npoyedypa

Crnen ciupaHe Ha JICYEHUETO ¢ JeIYHOMU!

e  KoJIECTHpaMUH 8 g ce mpuiara 3 mbTH JHEBHO 3a iepruoa oT 11 mHw,

e wm 50 g aKTUBEH BBIVICH Ha IPax ce Mpujiara 4 IbTH JHEBHO 3a Tiepuof oT 11 gam.

U mipu nBete npomemypu ob6ade, ce M3UCKBA MPOBEPKA C 2 OTACTHHU TECTa MIPE3 WHTEPBAI OT TIOHE

14 nHM K IepuoJ HAa M34aKBaHE OT MECEI] U TIOJIOBUHA MEX/y IIbpBaTa I0sBa Ha IJIa3MeHa
koHueHTpauus nof 0,02 mg/l u omnoxganero.
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JKenute ¢ AeTepoacH moTeHIMan TpsiOBa Aa ObaaT HHOOPMHUPAHH, Y€ Ce Hajlara Iepro.l Ha M3UaKkBaHe
OT 2 TOJIMHY CJIe/I CIUPAHE HA JICUSHUETO, MIPEIN TC JIa MOXKeE Ja 3a0peMeHsIBaT. AKO MepHUOAbT Ha
W34YaKBaHE OT MPUOJIM3UTEHO 2 TOAWHHU, C U3IOJI3BAaHE HA HA/ICX THA KOHTPAIICTIIIUS CE CUUTa 3a
HENpPaKTH4YeH, MOXKE JIa Ce Mpernopbya NpoPrIaKTHIHO Ha3HAYaBaHEe Ha OYMCTBAIA TIPOIIETypa.

U xonectupaMuH, ¥ akTUBEH BBIJICH Ha MMPaxX MOTaT Jia MOBJIMSIAT a0COpOIMsATa Ha ECTPOTESHU H
MpOTeCTareHy Taka, e HaIe)KIHa KOHTPAIICTIIINS ¢ TIEPOPATHA KOHTPAIISNITUBHY Ja HE MOXKe J1a ObJIe

OCHUT'YpEHA 10 BpEME Ha OYUCTBAIIaTa mpoueaypa ¢ KoJI€CTUpaMHH UJIW aKTUBEH BBIJICH Ha Mpax.
HpenoquBa CC M3MOJI3BAHC HAa AJITCPHATUBHU KOHTPALICTITUBHU METOAU.

Kspmene

[IpoyuBaHusiTa IPU )KUBOTHU TIOKA3BaT, ye JIe(h TyHOMHU/] HJTH HETOBUTE METaOOIUTH IPEMUHABAT B
MJISIKOTO. 3aTOBa, KbPMEIINTE )KeHU He TPs0Ba Ja mpremar Jie(hIyHOMHUI.

DepTunurer

Pesynrarure oT mpoy4BaHuATa BPXY (PEPTHIMTETA IPU )KUBOTHHU HE Ca NOKA3alIH €EeKT BbPXY
MBKKHUS M KESHCKUS PEPTHIIMTET, HO IIPH MPOYUBAHHATA 38 TOKCHYHOCT IIPU MHOTOKPATHO IIpHUJIaraHe
ca Ha0IoAaBaH! HeXXelaHu e(DeKTH BEPXY MBKKUTE PEIIPOAYKTHBHU OpraHu (BX. Touka 5.3).

4.7 EdexTn BbpXy cnocodHOCTTA 32 modupaHe U padoTa ¢ MAIIUHA

B ciydau Ha HexxenaHM peakLUK KaTo 3aMasiHOCT, CIIOCOOHOCTTA Ha MAIMEHTUTE 1a Ce KOHLIEHTPUPAT
U Jla pearupaTt NpaBUIHO MOKe J1a ObJie HapylieHa. B TakuBa ciryyan nanueHTHTe TpsiOBa 1a ce
BB3ABPIKAT OT IoQupane U padboTa ¢ MaIIUHH.

4.8 HexesaHu JeKapCTBEHH PeaKkuuu

O0600611eHMEe Ha podwiia Ha OE30IIaCHOCT

Haii-gecto cpo0ImaBaHnTe HEXKEIAHH PEAKIMU MPH JISIYHOMH/ ca: JIEKO IMOBUIIABAHE HA KPHBHOTO
HaJIsIraHe, JEBKOIEHHUS, TapecTe3us, TI1aBo0oHe, 3aMassHOCT, AUapysl, TaJieHe, MOBPHIIaHe,
HapyIIeHHs Ha yCTHATa JIMTraBuila (Harp. aTo3eH CTOMATHUT, SI3BH B YCTaTa), KOpeMHa 00JIKa, 3aCHIICH
KOCoTIaJ], ek3emMa, 0OpHB (BKIFOUUTEITHO MaKyJIONAITYJIO3eH 00puB), ChpOek, CyXxa KoXKa,
TEeHOCHHOBHT, noBumaBane Ha CPK, anopekcus, 3ary6a Ha Terno (0OMKHOBEHO HE3HAUYMMa), ACTCHHS,
JICKU aJIEPrUYHM PEAKIIMU U TIOBUIIIABAHE HA YEPHOAPOOHUTE MOKa3aTenu (TpaHcaMuHas3u (0CO0eHO
AJIAT), no-psinko rama-GT, ankanna ¢pocdarasza, OMIUpyOHH)).

Krnacudukaius Ha 0uaKBaHUTE YECTOTH:

Muoro yectu (>1/10); wectu (>1/100 no <1/10); neuectu (=1/1 000 mo <1/100); peaxu (>1/10 000 no
<1/1 000); muorO peaxu (<1/10 000), c Heu3BeCTHA YeCcTOTa (OT HAIMYHUTE JAHHU HE MOXKE J1a Objie
HaIpaBeHa OICHKA).

[Ipu Besiko rpynupaHe B 3aBUCUMOCT OT YE€CTOTATa, HeXKEJTaHUTE JICKAPCTBEHHU PEaKIiy ce n30posiBaT
B HU3XOJISIII PEJl IO OTHOILIEHUE Ha TSIXHATa CEPUO3HOCT.

Hungpexyuu u ungpecmayuu
Penxu: TEXKW UH(EKIUH, BKIFOYUTEITHO CETNICHC, KOMTO MOXe Ja Obe (haTaieH

KaxTo apyru cpeacTsa ¢ MMyHOCYIIPECHBEH TMOTEHITHAN, JeIYHOMHU MOXKE J]a YBEIUIN
MOJATIMBOCTTA KbM WH(EKIINH, BKIFOUATEIHO OMOPTIOHUCTHYHH UH(EKINH (BXK. CHIO TOUKa 4.4).
CrenoBarenHo o0maTa 4ecToTa Ha HH)EKIMUTE MOXKeE /1a ce yBeJIHYHd (0c0O0E€HO Ha PUHUT, OPOHXUT U
ITHEBMOHUSA).
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Heonnasmu — 0obpoxauecmseniu, 310kauecmeenu 4 Heonpeoeienu (6Ki. KUcmu u noaun)
PuckbT 0T 3710Ka4YecTBEHOCT, 0cOOeHO MHMdoTponrdepaTHBHE HAPYIICHHUS, € YBEIHUYCH MPU
ynoTpebaTta Ha HAKOM HMYHOCYTIPECOPH.

Hapywenus na kpvema u numgnama cucmema

Yectu: neBKoneHus (J1eBkonuTy >2 g/l)

Heuecru: aHemusl, Jeka TpoMOonuTorneHus (Tpomoonutu <100 g/l)

Penxu: MAHIUTOTICHHS (BEPOSATHO IBJDKAIIA CE HA aHTUNPOIH(EpPaTHBECH MEXaHU3bM),
neBkoneHus (JieBKouuTH <2 g/l), eosnHODMINS

MHoro penku: arpaHyJionuTO3a

Ckopo1rHa, eTHOBPEMEHHA HITH TIOCie/[Balla yrnoTpeda Ha MOTEHITHAIIHO MUEJIOTOKCHYHH CPEICTBa
MOKe J1a ObJie CBbp3aHa C IMO-BUCOK PUCK OT XEMaTOJIOTHYHH PEAKIUH.

Hapywenus na umynnama cucmema

Yectn: JIEKH aJIepTUYHY PEaKINN

MHoro penku: TeXKH aHa(UIaKTHYHN/aHAQUITAKTOUTHHA PEaKIMH, BACKYJIUT, BKIFOUYHTEIHO
KOKeH HEKPOTH3UPAIIl BACKYJIHUT

Hapywenus na memabonusma u xpanenemo

Yecrtu: nosumaBane Ha CPK

Heuectn: XUTOKATHUEeMIIsI, XUTIEPIIUTHAEMHs, XutodochaTeMus
Penkn: nosuiasade Ha LDH

C mensBecTHA

YeCcTOoTA: XUIOYPUKEMHUS

Tcuxuunu nHapywenus
Heuectu: TPEBOXXHOCT

Hapywenus na nepsnama cucmema
Yectu: napecTesus, TI1aBo0oIue, 3amMaiiBaHe, eprudepHa HeBPOIaTUs

Cvpoeunu napywenus
Yecru: JIEKO TIOBUIIIaBaHE HA KPBBHOTO HaJIsITaHE

P CIOKH: SHAYUTCIIHO IMOBHUIIABAHC HA KPbBHOTO HAJIAATAHE

Pecnupamopnu, epvonu u meouacmuHanuu HapyueHus

Penxu: UHTEePCTHUIMAIHA OetoapoOHa 00JIeCT (BKIIOUNTEIIHO HHTSPCTUITNATICH
MTHEBMOHUT), KOSITO MOXe J1a Ob/e aranHa

C HeusBecTHA 6emoapobHa XUTIEPTOHHUS

YecToTa:

Cmomawmno-upesHu HapyuieHus

Yecru: KOJIUT, BKIIFOUUTEITHO MUKPOCKOTIMYEH KOJIUT, KaTO HallpuMep JTUMQPOIUTEH KOJHT,
KOJIAT€HO3CH KOJIUT, AUapus, rajieHe, IOBphIIaHe, yBPeKIaHEe Ha yCTHATA
nuraBuna (Hanp. ahTo3eH CTOMATHUT, A3BU B ycTaTa), KopeMHa 0oika

Heuecru: HapyIIeHHUs BbB BKyca

MHoro penxu: ITAHKPEATUT

Xenamobunuapnu napyuwenus

Yectn: MMOBHUITIaBaHE HA YePHOIPOOHUTE TIOKa3aTeu (TpancamuHasu [ocodeHo AJIAT],
no-psiaxo rama-GT, ankanna ¢pocarasza, Onaupyoun)

Penxu: XeTaTHT, XbJITeHHULA/X0JIecTa3a

MHoro pejiku: TEKKO YEPHOJIPOOHO YBPEKIaHE KaTO YepHOpoOHA HETOCTATHYHOCT U OCTPa

YepHOAPOOHA HEKpO3a, KOUTO MoraT Jia Obaat (haTaiHu
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Hapymenuﬂ HA Kodcama u NOOKONCHAMA MbKAaH

Yecru: 3aCHJICH KOCOTIa/l, eK3eMa, OOPHUB (BKIIFOUUTEIIHO MaKyJIONayI03eH O0pHB),
CcBbpOeXK, Cyxa Koxa

Heuectu: ypTUKApUS

MHoro peiku: TOKCHYHA enuepMaliHa HeKpoJin3a, CHHApoM Ha Stevens-Johnson, eputema
MynTudopme

C HemsBecTHa KOXCH JIYITyC EPUTEMATO/IEC, MTyCTYJIO3EH IICOPUA3KC WK BIIOIIaBaHE HA

4ecToTa: TICOPHA3HUC, JICKAPCTBEHA PEAKITHS C CO3UHODUIINS H CHCTEMHH CHMITTOMU

(DRESS), xoxHa s13Ba

Hapywenust na myckynno-ckenemnama cucmema u CoeOUHUMETHAMAa MovKaH
Yectu: TEHOCUHOBUT
Heuectu: pynITypa Ha CyXOXKUIIUE

Hapywenus na 6wopeyume u nukounume nomuua
C HemsBecTHA O0BOpevTHa HETOCTATHYHOCT
YecToTa:

Hapywenus na ev3npouzsodumennama cucmema u 2bpoama

C HeusBecTHA IpaHUu4HO (0OpaTHMO) MOHWKABAHE HA KOJIMYECTBOTO Ha CIIEPMATO30HUIUTE,
o0must Opoit criepMaToO30MIN U TIOABHKHOCTTA M

YeCToTa!

Obwu napywenus u epekmu Ha MACMOMO HA NPUTOHCEHUE
Yecru: aHoOpeKcus, 3aryba Ha Teryio (0OMKHOBEHO HE3HAYNMA), aCTEHUS

Cpo01aBane Ha MOA03MPaHU HEKEIAHN PEAKIIUU

CpoO011aBaHeTO Ha MOIO3UPAHU HEKEIIAHU PEaKIIMU Cliel] pa3pelaBaHe 3a yrnorpeda Ha JeKapCTBEHUS
MPOAYKT € BakKHO. TOBa IMO3BOIISBA Ja MTPOIBIDKH HAOMIOIEHNETO Ha ChOTHOIIIEHUETO OJI3a/PUCK 32
JICKapCTBEHUS NPOAYKT. OT MEIUIIMHCKUTE CIICIUAIIMCTH CE U3MCKBA Jia ChOOIIIaBaT BCAKA
M0I03UPaHa HeXKEIaHa PEeaKIlus Ype3 HAIMOHAIHA CUCTeMa 3a ChOOIIaBaHe, MOCOYCHA B

IIpunoxxenue V.

4.9 IIpeno3upane
CumnromMu

Nma cro0mieHns 3a ciiy4an Ha XpOHUYHO MPeI03UpaHe MPH MalUeHTH, IPHEeMalIy JIehIyHOMHT B
JTHEBHH JI03H JI0 TIET ITBTH MO-TOJIEMH OT IPETopbYHTeIHATA JHEBHA /103, M CIIydan Ha OCTPO
npeio3upaHe MpH Bh3pacTHH U Jiena. HsiMa choOIIeHus 32 HeXKeJlaH! ChOUTHS TIPU TO-TOJIsIMAaTa 4yacT
OT cIy4auTe Ha npefosupane. Hexxenannte cbOUTHS, CbBMECTHMH C NpoduiIa Ha 0€30MacHOCT Ha
nedyHOMHUA ca: KopeMHa 00JIka, TafieHe, Inapysi, TIOBUIIIEHH YePHOIPOOHN SH3UMHU, aHEMHUS,
JIEBKOTIEHHSI, ChPOEX U 0OpHB.

OsnagsBaHe

B cnyuait Ha ipeo3upaHe Wi TOKCHYHOCT, C€ MPEHOPbYBa PUEMAHETO Ha KOJIECTUPAMUH HIIH
aKTHUBEH BBIJICH 32 YCKOPsABaHE Ha elMMHUHUpPaHeTo. KolecTupaMuH, MPUIIOKEH NEPOPAIHO B 1034 OT
8 g Tpu T THEBHO 32 24 Yaca Ha TpUMa 3[[paBy JOOPOBOIIU € HAMAIWJ IUIa3MEHUTE HUBA Ha
A771726 ¢ oxono 40% 3a 24 yaca u ¢ 49% 1no 65% 3a 48 4aca.

JokasaHo e, ye MPUIOKEHUETO Ha aKTUBEH BBITIEH (TIpax, IPUTOTBEH KAaTO CYCIEeH3Hs) Mpe3 ycTara
WK upe3 HazoractpaiHa conaa (50 g Ha Bceku 6 yaca 3a 24 yaca), HaMaJIsIBa IJIa3MEHUTE
KOHIICHTpAITMU Ha aKTUBHUS MeTabomuT A771726 ¢ 37% 3a 24 gaca u ¢ 48% 3a 48 gaca.

Te3u ouncTBaIIM NPOLEAYPU MOXKE Aa CE MOBTOPAT MPHU KIMHUYHA HEOOXOAUMOCT.
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IIpoyuBanus rpu xemoauanmsa 1 CAPD (xporndna amMOyiaTopHa IepuTOHEaTHA THATN3a) TOKa3BarT,
ye A771726, 0CHOBHUAT METaOOJIMT Ha JiehIyHOMHU HE MOKE J1a Ce TUAIU3Hpa.

5. ®APMAKOJIOTUYHU CBOMCTBA

5.1 ®apmakoguHAMUYHH CBONCTBA

®dapmMakoTepaneBTHYHA TpyTa: cenekTuBHU nMyHocynpecopu, ATC kox: LO4AKO1

dapmakonorus mpu xopa

Jlepnmynomuz e 6onecT-MoauUIMpPAITO0 AHTUPEBMATHYHO JIEKAPCTBEHO CPENICTBO C
aHTUIposn(epaTUBHU CBOMCTBA.

dapMakoI0rus Opu KUBOTHU

Jlepmynomuz e eeKTUBEH IIPU MOZJETH HA apTPUT U IPYTU aBTOMMYHHH 3a00JIs1BaHUS IPU JKUBOTHH,
a Taka ChIIO W MIPY TPAHCIUIAHTALIWS, TTIABHO aKo Ce MPUIIOXKHU BbB (hazaTa Ha ceHcuOmnu3upane. Toit
“Ma UMYHOMO Iy TUpAIIH/UMYyHOCYTIPECUBHH CBOWCTBA, ICHCTBA KATO aHTUIPOIH(EpPaTHBHO CPEACTBO
C MPOTUBOBB3NAIUTEIIHHN CBOMCTBA. [IpH >KUBOTHHCKM MOZETIN HA aBTOMMYHHH 3200 IsIBaHUS
nedTyHOMU]] TIOKa3Ba Hall-M0OBp MPOTEKTUBEH ePEeKT MPH MPUIIOKEHNE B paHHaTa (Da3a Ha pa3BUTHE
Ha 3a00J15IBaHETO.

In vivo ot 6bp30 ¥ IOYTH HATBITHO ce MeTabomu3upa 10 A771726, KOWTO € aKTUBEH in Vitro u ce
NpPEANoIara, 4e € OTTOBOPEH 3a TEPANEBTHYHUS €(EKT.

MexaHu3bsM Ha JEUCTBUE

A771726, akTHBHUAT METAaOOJIUT Ha JIChIIyHOMU]I, TOTUCKA CH3UMA JIUXUAPOOPOTAT ACXUAPOTeHa3a
(DHODH) nipu xopa 1 nposiBsiBa aHTUIPOIUPEPATUBHO ACHCTBHE.

Kinnanunaa edrkacHOCT M 0€30aCHOCT

Peemamouden apmpum

EduxacHoctTa Ha nedyHOMU/ U JISUCHUE HA pEBMATOUICH apTPUT € JoKazaHa mpu 4
KoHTponupany m3nutBanus (1 BeB ¢aza Il u 3 BB daza III). [Ipu daza Il usnureanero, npoy4usane
YU203, 402 y4acTHHIM ¢ aKTHUBEH PEBMATOHJICH apTPUT ca paHJA0OMH3UpaHu Ha mianebo (n=102),
nedyHoMun 5 mg (n=95), 10 mg (n=101), wnu 25 mg/naeBHo (n=104). JIeueHneTO € MPOIBIKUIIO
6 Mecerna.

Benuku nanuenty BbB (aza [Il usnuTeanusTa ca npuemMaii HadaiaHa f03a oT 100 mg 3a Tpu qHHU.
IIpu npoyuBanero MN301, 358 yyacTHULIM C aKTUBEH PEBMATOUIEH apTPUT Ca paHJOMU3UPaHHU HA
nedryromun 20 mg aaesHo (n=133), cyndacanasun 2 g aaeBHo (n=133) wim miane6o (n=92).
JledenueTo e mpoaBIKUIIO 6 Mecena.

[MpoyusaneTro MN303 e dakynraTHBHO CIIAII0 6 MECEYHO MPOIbbKeHHe Ha mpoyuBane MN301 6e3
rtane0o rpymna, pyu KOeTo ce cpaBHABa €PEKTHT OT 12 MeceuHo nprueMaHe Ha JIeIyHOMU 1
cyndacanazus.

IIpu npoyusanero MN302, 999 ygacTHUIM ¢ aKTUBEH PEBMATOMACH apTPHUT Ca PaHAOMHU3UPAHH Ha
nedurynomun 20 mg/maeBHO (n=501) unu merorpekcar 7,5 mg/ceamuyHo A0 15 mg/cenmMuvHO
(n=498). JobassiHeTo Ha (onueBa KucenuHa e Omio mo u3dop u e npuwiarano camo npu 10% ot
nmanueHTuTe. JledeHneTo e mpoapnKuiIo 12 Mecera.

IIpu npoyusane US301, 482 y4acTHUIM ¢ aKTUBEH PEBMATOUJIEH apTPUT Ca PaHJIOMHU3MPAHH Ha
nedaynomug 20 mg/nueBHo (n=182), metorpekcar 7,5 mg/cenmuyno 10 15 mg/ceqmuyno (n=182),
i arne6o (n=118). Beuukn nanuenTy ca nonyvasany o 1 mg Qonuesa kucenvHa JBa MbTH
IHEeBHO. JleueHneTo € mpoapnKuiIo 12 Mecera.

Jlepmynomup B mHeBHA no3a Haii-manko 10 mg (10 go 25 mg B mpoyusane YU203, 20 mg B
npoyusanust MN301 u US301) e nmokasan cTaTUCTHYECKH 3HAYUMO T0-100bp edekT ot mianedo npu
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HaMaJIIBaHE Ha MPU3HAIUTE U CHUMIITOMHUTE Ha PEBMATOUIHUS apTPUT IIPH BCHYKH 3 TuTane6o-
KOHTpOJNHpaHu m3nuTBaHus. CTereHTa Ha OTTOBOP Ha JIedeHUeTo 1o kinacudukarpsrta Ha ACR
(AMepHKaHCKHUS KOJIEXK 10 peBMAaToJIOrHs), B mpoyusaneTo Y U203 e 27,7% npu mnane6o, 31,9% npu
5 mg, 50,5% npu 10 mg u 54,5% npu 25 mg/nHerHo. [Ipu ¢a3a Il usnuranusnTa, cTeneHTa HA
otrosop o ACR 3a nedpmynomun 20 mg/aaeBHO, cripsimo 1utanedo e 54,6%, cipsmo 28,6%
(mpoyuBane MN301) u 49,4%, cipsimo 26,3% (mpoyuBane US301). Cnen 12 mecena Ha aKTHBHO
JeyeHue, crenenta Ha otroBop no ACR npu nanuenture Ha nediayHomun € 52,3% (npoyuBanus
MN301/303), 50,5% (mpoyuBane MN302) u 49,4% (npoyusane US301), B cpaBaenue ¢ 53,8% mpu
nanueHTuTe Ha cyndacanasus (mpoyuBanmst MN301/303), u metoTpekcar - 64,8% (mpoyduBaHe
MN302) u 43,9% (npoyusane US301). I[Ipu npoyuBane MN302 nedryHOME] € 3HAUUTETHO NO-c1ab0
eextuBeH ot MeToTpekcar. Obaue, mpu npoyuBane US301 He ca ycTaHOBEHM 3HAYMMHU PA3JIUKH

Mex Iy JeIIyHOMH B METOTPEKCcaT, B IbpPBUYHHTE TTapaMeTpH 3a epukacHocT. He e HabOmromaBana
pasziuka Mexay Jieayrnomun U cyndacanasus (nmpoyuane MN301). EQexThT 0T ieueHHETO ¢
nedIyHOMU] ce € IpOosIBUII ciiel 1 Mecen, cTabumu3upat ce e cien 3 A0 6 Mecena U € IpoIbJDKUI 110
BpeMe Ha IIeNTns Kypc Ha JedeHHe.

Pannomusupano, ABOHHO-CIISMO, MapaIeTHOTPYOBO, HOHMH(EPHOPHO MPOYYBaHe, CpaBHIBA
OTHOCUTENHATa €(pUKACHOCT Ha JIBE pa3IMYHM AHEBHH MOAABPKaIK 1031 jdediayHomun 10 mg u

20 mg. Ot pe3yATaTuTe MOXKE Ja ce 3aKII0YH, Ye Pe3yATaTUTe 3a ePUKACHOCT Ha MOIbprKaIiaTa 103a
ot 20 mg ca mo-6JaronpusaTHH, HO OT Ipyra CTpaHa, pe3yJaTaTuTe 3a 0€30MacHOCT ca B [0J3a Ha
nmojabpiKamara go3a ot 10 mg.

Ileouampuuna nonynayus

Jlepmynomuz e u3cnenBaH B OTJEIHO MYJITULEHTPOBO, paHIOMHU3HPAHO, ABOHHO-CIISNO, aKTUBHO-
KOHTPOJIMPAHO M3NUTBaHe ipy 94 manmenTH (47 B Tpyma) ¢ MOMUApTUKYIaPEH THUTT FOBEHIIICH
peBMarouzieH apTpurt. [lanuenture ca Ha Bb3pacT 3-17 roguHy, ¢ aKTUBEH NOJIUAPTUKYJIAPEH THUIL
FOPA, He3aBUCHMO OT HAa4aIOTO Ha 3a00JIIBAHETO U HE ca JIEKYBaHH JJOCETa C METOTPEKCAT M
nedaynomu. B ToBa m3nuTBaHe, HaTOBapBalaTa J03a U NOAIbpIKAIIaTa 103a Ha JeQIyHOMHU] ca
OTIpeZieNIeHN B TPH KaTeropHH, B 3aBUCUMOCT oT TerioTo: <20 kg, 20-40 kg u >40 kg. Cnen

16 cenMuIM Ha JeUeHUe pa3vKaTa B CTEIIEHTa Ha OTTOBOpP € CTaTUCTUYECKH 3HaUYMMa B 110J13a Ha
MetoTpekcat npu FOPA Omnpenensae Ha mogoopenuero (OI1) >30% (p=0,02). [Ipu pearupanute, T031
OTTOBOP € MOJIAbPKaH B IPOAbIDKeHUe Ha 48 cenmMuIu (BxK. Touka 4.2).

XapakTepbT Ha HEeXXeJaHUTe ChOUTHS Ha Je(IyHOMUA U METOTPEKCcaT M3IIIEXK A CXOCH, HO 103aTa,
HM3I10JI3BaHa MPU MAalMUCHTHU C MMO-HUCKO TCIJI0, BOAU 10 OTHOCUTECIIHO HUCKA CKCIIO3UINA (B)K. TOYKa
5.2). Te3u naHHM HE MO3BOJISABAT e(heKTUBHA U Oe30MacHa MpenopbKa 3a J03UPOBKa.

Icopuamuuen apmpum

EdukacHocTTa Ha nedryHOMU/I IpH JICYCHUE HA TICOPUATHYEH apTPUT € JIoKa3aHa Py KOHTPOIUPAHO,
PaHIOMU3UPAHO, ABOMHO-ciiAno npoyusade 3L01 mpu 188 nmauuenTu ¢ ncopuaTuueH apTpur,
nexyBaHu ¢ 20 mg/neH. [IporbIDKUTETHOCTTA Ha JICUeHHE € 6 Mecella.

Jlepmynomuza 20 mg/neH e 3HaYUTEIHO MO-400Bp OT I1ane0o 3a HaMaIsiBaHE Ha apTPUTHUTE
CUMTOMH IipH nanuenTtu ¢ ncopuatuyer aptput: KOJIITA (Kputepun 3a 0TTOBOp KbM JICUEHHETO HA
TICOpUATHUCH apTPUT) pearupainute ca 59% B rpynara Ha nedaynomun u 29,7% B rpynara Ha
tane6o 1o 6 mecena (p<0,0001). EdexrsT Ha nedrynomMu BbpXy nofoOpsiBane Ha QyHKIMATA U
HaMaJsiBaHe Ha KOXKHUTE JIE3UU € YMEPEH.

Tocmmapkemunzo6u npoyusanusl

Panpgomusupano npoyyBaHe olLeHsIBa KIMHUYHO e(hrKacHaTa CTENEeH Ha OTTOBOP MPH HEJIEKYBaHU C
BMAJIC nanuentu (n=121) ¢ panen PA, kouro ca momyuaBanu 20 mg winu 100 mg neduryHomu B
JIBE TIapajIesTH! TPYIIH, [0 BpEMe Ha Ha4a HHS TPHUIHEBEH IBOMHOCIAN nepuoa. Hadamaust nepuon e
nocieBaH OT TPUMECEUEH OTKPUT MOIbpPrKalll EPHOJ, TI0 BPEME HA KOMTO U JBETE IPyIH ca
nojyvasaiu jJedayHoMmua B 1o3a 20 mg nHesHo. He e HaOmogaBaHo HapacTBaHe Ha 00IIAaTa M0JI3a B
u3cIleiBaHaTa [oIyJIalys Ipy PUIOKEHUETO Ha HaTOBapBallla cXeMa Ha Ipuiarase. JlanauTte 3a
0e30macHoOCT, MOJIyYeHH OT JIBETE Py Ha JICYEHHUE, Ca B ChOTBETCTBUE C M3BECTHHUS NPOQHI HA
Oe3omacHoCT Ha J1e)IyHOMHI, KaTO YeCTOTaTa Ha CTOMAIIHO-YPEBHH HEXKEJIaHU ChbOUTHS U Ha
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MIOBHUIIIEHU YepHOPOOHHN EH3UMH € TT0-BUCOKA MPU MAIMEHTUTE, TI0Ty4aBallld HaTOBapBaIia J103a OT
100 mg nedrynomu.

5.2 ®apmMakoKWHeTHYHH CBOMCTBA

Jlepmynomuza 6bp30 ce MeTabOIM3Mpa 1O aKTUBHUS CH MeTabonuT, A771726 upe3 “first pass”
MeTa00IM3bM (Upe3 OTBapsiHE HA MPBCTEHA) B YpeBHATA CTEHA U YepHus npod. [Ipu mpoyusane c
M30TONHO Oenssan “C-neayHOMU IpH TPEMa 3ApaBU 0OPOBOJIIHM, HE € HAMEPEH HENPOMEHEH
nedIyHOMU]I B TUTa3MaTa, ypuHaTa win Gpekamuurte. [Ipu Apyru npoydBaHus, psIKO e OTKPUBAT
KOJINYECTBA HEMPOMEHEH JIe(IyHOMU B IJIa3Mara, B IUIa3MEHH HUBA OT MOpsIbKa Ha ng/ml.
EnmHCTBEHUAT pamroakTHBEH META0OIUT B TuTazmata ¢ A771726. To3u MeTaboIHT € OTTOBOPEH U 3a
edextuTe Ha JePIYHOMUS in Vivo.

AOGcopouus

JlaHHM 3a eKCKpenusTa oT npoyusane ¢ '*C mokassar, ue Haii-manko 82 10 95% or no3ata ce
abcopOupa. Bpemero 3a mocturane Ha MakCHUMallHaTa TUIa3MeHa KOHIeHTpalws Ha A771726 ¢ MHOTO
paznuaHo: Mexay 1 u 24 gaca cien efHOKpaTHO npreMane. JleduryHoMun Moxe fa ce mpremMa
€IHOBPEMEHHO C XpaHa, Thi KaTO CTENeHTa Ha a0copOLus € CpaBHUMA Ha IJIalHO ChbCTOSHUE U CIIeN
xpanene. [lopaau u3BbHPEAHO ABITHUS TOTYKUBOT HA A771726 (0K0JI0 2 CeAMUIIN), IPU KITUHUIHUTE
MPOYYBaHUs € U3I0J3BaHa HaToBapBaia 103a oT 100 mg 3a 3 guu 3a M0-0bp30 JOCTUraHE HA
cTarpioHapHU HUBa Ha A771726. M3uncieno e, e 6e3 HaToBapBaila /103a 3a JOCTUTAaHEeTO Ha
CTallMOHAPHU IJIa3MEHU KOHICHTPAIIUH I Ca HCO6XOI[I/IMI/I IIOYTHU ABa MEcCCla MMPUITOKCHUC. HpI/I
IMpOoy4YBaHUA C MHOTOKPAaTHO NPUIIOKCHUEC, ITPU MALTUCHTU C PCBMAaTONUICH apTPUT,
(hapMaKOKHHETUIHUTE mMapamMeTpu Ha A771726 ca nuHEWHN 3a T030BUS IUana3oH oT 5 1o 25 mg. [lpu
TE3W MIPOYYBaHUS, KIIMHUYHUAT eeKT € MPSIKO CBhP3aH ¢ IIa3MeHaTa KOHIeHTpanus Ha A771726 u
Ha JTHeBHATa 7032 Ha jedayHomua. [Ipu no3a ot 20 mg/aHeBHO, cpeiHaTa TUIa3MeHa KOHIIEHTPAIHs
Ha A771726 B cTanmoHapHO cheTosHUE € pubam3uTenHo 35 pg/ml. [Ipu cranronapHo ChCTOSTHHE
MJIa3MEHUTE HUBA ca OKOJIO 33-35 mbTH MO-BUCOKH, CPABHEHU C T€3U MPH €IMHUYHA J103a.

PaznipeneneHue

B uwoBemkara rmazma A771726 ce cBbp3Ba €KCTEH3UBHO C IpoTenHuTe (an0ymunute). HecBbp3aHaTta
yacT e okoJ0 0,62%. Cbp3BaneTo Ha A771726 ¢ mna3mMeHus anOyMuH € JIMHEHHO B PaMKUTE Ha
TepaneBTUYHNUTE TUTa3MEeHH KOHIIEHTpanuu. To e JeKo HaMalleHO ¥ BapuaOMIIHO MPH MAIlUeHTH C
PEBMATOUJICH apTPUT WM XPOHUYHA ObOpEeYHa HeJJOCTaThYHOCT. EKCTEH3MBHOTO CBBp3BaHE Ha
AT71726 ¢ npoTenHUTE MOXKE Ja TOBEAE 10 U3MECTBAHE HA APYTU €KCTECH3UBHO CBbP3aHU JIEKApCTBA.
[MpoyuBanus in vitro 3a B3auMOJIeHCTBHE Ha HUBO CBHP3BaHE C IUIa3MEHUTE IPOTEHHHU C BaphapHH B
KJIMHAYHO 3HAYMMH KOHIICHTPAIIMK He MOKa3BaT B3auMoieiicTBus. [loo0H npoy4BaHus ¢
noymnpodeH u qukiIodeHak ChIo He OKa3BaT u3MecTBaHe Ha A771726 oT MACTOTO My Ha CBBP3BaHe,
JIOKaTo HecBbp3aHaTa (ppakius Ha A771726 ce yBennuasa 2 10 3 TbTH IPHU HAIMYKE HA TOJIOyTaMu]I.
A771726 nzmectsa ubynpodes, aukinodenak 1 ToadyTaMul, HO HECBbp3aHaTa Qpakiys Ha Te3n
JIEKapCTBEHU NPOAYKTH ce yBenndasa caMo ¢ 10 1o 50%. HsiMa naHHM 3a KITMHUYHO 3HA4YE€HUE HA TE3U
edexru. [lopaau 3HAUNTETHOTO CH CBBP3BaHe ¢ Mia3MennTe oentbeun A771726 nMa HUCHEK 00eM Ha
pasnpenenenne (oxono 11 nmurpa). He e ycraHoBeHO nipedepeHimaiHo moeMaHe OT EPUTPOIUTHTE.

Buorpanchopmarms

Jlepmynomuz ce metabonuzupa 10 eanH ocHOBeH (A771726) u MHOTO JpyTH BTOPOCTENIEHHH
MeTaboauTty, BkmountenHo TFMA (4-tpudnyopomernnanuimg). MerabonutHaTa
ouotpanchopmanus Ha sedayHomua 10 A771726 u nocneaBamust MmetadonnzsM Ha A771726 He ce
KOHTPOJIMPA OT €IMHUHCTBEH €H3UM U CE U3BBPIIIBA KAKTO B MUKPO30MAJIHATA, TAKa M B IUTO30JTHATA
KJIeThuHU Ppakiuu. [IpoyuBanus 3a B3aUMOAEHCTBHE C IMMETUANH (HEeCTIeHU(PHUeH HHXUOUTOP Ha
uToxpoM P450) u pudammuiun (HecnenuduueH nuroxpom P450 naayKTOp) MOKA3Bar, 4e in vivo
CYP enzumuTe yuactBat B MeTabonm3Ma Ha JIe(IyHOMHU CaMO B MaJIKa CTETICH.
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EnumMunupane

Enumununpaneto Ha A771726 e 6aBHO U ce XapaKTepH3Hpa ¢ KIUPBHC OT nopsiabka Ha 31 ml/h.
EnuMUHAMOHHMSAT MOJTY>KUBOT € OT NOpsiIbKa Ha 2 ceamuiu. Cren IpuiloKeHne Ha Oessi3ana C
M30TOII /1032 JIe(DITyHOMUI, paJi0aKTHBHOCTTA CE OTHENSI €THAKBO BBB (DEKaTMUTE, BEPOSTHO Upe3
eMMHUHWPAaHe C JXIIbYKaTa, U B ypuHara. A771726 Moxe 1a ce OTKpue B yprHATa U (DEKaTUUTE 10
36 nHU cien eqHOKpaTHO NpueMane. [ maBHUTe MEeTabOIUTH B ypUHATA ca TIIOKYPOHUIN Ha
nedryHoMu (TI1aBHO B rpobuTte ot 0 10 24 gaca) ¥ OKCaHWIIOBO MPOou3BoAHO Ha A771726. BB
(dhekamuTe ce OTKpuBa riaaBHo A771726.

YcraHoBeHO €, ue Ipu Xopa MPUIIOKEHUETO Ha MepopaiHa CyCIeH3Usl aKTUBEH BBIJICH Ha MpaxX WU
KOJIECTUPAaMUH BOJIU 0 OBP30 M 3HAUMTEITHO YCKOpsBaHE Ha eKckperusaTa Ha A771726 u HamansBaHe
HAa TUIa3MEHUTE KOHIeHTparuu (Bx. Touka 4.9). ToBa ce IbDKK Ha CTOMAITHO-YPEBEH MEXaHU3bM Ha
OTJICJISIHE W/WJIA HAa PEKhCBAHE HA CHTEPO-XETATAIHUS ITUKBII.

Bbr0Opeuno yBpexmaHe

Jledmynomuy e mpriiaraH KaTo eAMHUYHA repopaiHa 1o3a oT 100 mg npu 3 marnuenTy Ha
XeMOMalIi3a U 3 TAIMeHTH Ha MPOJbIDKUTENHA NiepuToneanHa quannza (CAPD).
®dapmakokunetrukata Ha A771726 npu nanuentyu Ha CAPD usrnexma cxoiHa ¢ Ta3u IpH 3ApaBH
noopoBouu. [To-0bp30 enuMunupane Ha A771726 e HaOMIOaBaHO MPH MALMEHTUTE HA
XEMOJNANIN3a, KOETO HE Ce ABJDKM Ha eKCTPAKIMS Ha JIEKapCTBEHUsI IPOAYKT B AHAIN3ATA.

YepHOoaApoOHO YBpEKIaHE

Hsama nannu 3a eyeHne Ha MAMEHTH ¢ YepPHOAPOOHO yBpekIaHe. AKTUBHUAT MeTabomuT A771726 e
CBBpP3aH B IrojisiMa CTCTICH C IIPOTCUHUTE U C€ CIIMMUHUPA YPE3 qepHOJ:[p06eH METa0O0IN3bM U KIITbYHA
cekpenus. Te3u mporecu Moke 1a ObAAT MOBIUSHHA OT YEPHOIPOOHA TUCPYHKITHS.

IlegpnaTpryHa monyJiamust

®dapmakoknHeTHKaTa HA A771726 cnen nepopaiHo NpUiIoKeHre Ha JeTyHOMU]] € U3CcieIBaHa pu
73 nenuaTpUYHM MAUESHTH C IMOJIMAPTHKYJIapeH THIT I0OBeHWIeH peMarouieH aptput (FOPA) Ha
BB3pacT oT 3 10 17 rogunu. Pe3ynraTure OT MomynanuoHeH (apMaKOKMHETHYCH aHAJIN3 Ha TE3U
MPOyYBaHUs MIOKA3BaT, Ye MeANaTPUIHUTE MMalUeHTH ¢ TelecHo Terno <40 kg nMaTt HamaneHa
cuctemHa excrio3utys (u3mepena upes Cs) Ha A771726, mo1oO0HO Ha BB3PACTHUTE MAIUEHTH C
peBMaTOUICH apTPUT (BXK. Touka 4.2).

Crapuyecka Bb3pacT

®apMaKOKHMHETHYHUTE JAHHU IIPH JIUIA B CTapyecKa Bb3pacT (>65 roJuHu) ca OorpaHUueHH, HO
CHOTBETCTBAT Ha (PapPMAKOKMHETHKATA PHU I10-MJIaJUTE Bb3PACTHHU.

5.3 IIpeakJMHMYHU JaHHM 32 0€30MACHOCT

JlepmyHoMuz, MprII0’KEH EPOPATHO U MHTPATIEPUTOHEATHO € M3CIIEABAH B IPOYYBAHUS 32 OCTPa
TOKCHUYHOCT MIPY MHLIKH U ITbX0Be. [IpoyuBaHHs py MHOTOKPATHO IEPOPATHO MIPHUIIOKEHUE Ha
nedIIyHOMUT TIPH MUIITKH 3a TIEPUO OT 3 Mecella, IUTbXOBE U KydeTa 10 6 Mecena U MaitMyHH JI0

1 mecer moka3Bar, 4e TJIaBHUTE TapTeTHHU OPTaHH 32 TOKCHYHO YBPEXAaHE ca KOCTHHS MO3BK, KPBBTa,
racTPOMHTECTHHAIHUS TPAKT, KOXKaTa, Jajlaka, TAMyca U TUMQHHUTE BB3JIH. | TaBHUTE eeKTH ca
aHeMus, JICBKOTICHHsI, HaMaineH Opoil Ha TPOMOOLIMTUTE U TAHMHEJIONATHs U OTPa3siBaT OCHOBHUS
MEXaHN3bM Ha JIEHCTBHE Ha BeIecTBOTO (rmoTuckane Ha cunte3ata Ha JIHK). [Ipu mrpxoBe u kyueTa
ca Hamepenu Tenna Ha Heinz w/unmun Howell-Jolly. pyrure edextu, yctaHOBEHH BBPXY ChPLETO,
yepHHs Apo0, KOPHEATa U pECIUPATOPHUS TPAKT OMXa MOTIIH Ja ce 0OSCHAT ¢ MH(EKLUH BCIIEICTBUE
Ha UMyHOCyTpecusTa. TOKCHYHOCT P )KUBOTHHUTE € YCTAHOBEHA MPH 1031, EKBUBAJICHTHH Ha
TEparneBTUIHNUTE 03U MIPH XOpa.
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Jlepnynomun He € mytareneH. Bropoctenenuusat metaboaut TFMA (4-tpudiryopoMeTHIaHUIINH)
MPEIN3BUKBA KIACTOTEHHOCT M TOYKOBU MYTAIIUH i71 Vitro, KaTo JUICBAT JOCTATHYHO JaHHU JaIH TOH
MOYKe J]a IPEeU3BUKa TO3H €PEKT in Vivo.

[Ipu npoyuBaHe 32 KAPIIMHOTECHHOCT TIPU  TLTHXOBE, JI(ITYHOMUJT HE € TIOKa3aJl KaplIWHOTCHEH
noteHnual. [Ipu mpoydyBane 3a KapIUHOTEHHOCT MIPY MHIIKH € Ha0JII0JaBaHa IMO-BHCOKA YeCTOTa Ha
3JI0KaQ4eCTBEH JTUM(POM MPU MBKKHUTE B Tpylara Ha Hal-BUCOKA 71033, HAali-BEPOSITHO JIbJIXKAII] CE Ha
UMyHOCYNpecuBHUS eeKT Ha JeduryHOMU. [Ipy )KEHCKU MUTIIKH € HaOII01aBaHO J0303aBUCUMO
yBeJIMYEHHE Ha 9eCTOTaTa Ha OPOHXHOIIO-TBEOTIAPHH a/IEHOMA U KapIWHOMH Ha Oemwst 1poo.
3HaYEHUETO HA TE3W HAXOJKH MPHU MUIIIKY 32 KIMHUYHATA YyIOoTpeOa Ha JedIyHOMU/ He €
YCTaHOBEHO.

JlepmyHoMua HIMa aHTHTCHHHU CBOMCTBA MPH KUBOTHHCKU MOJCIIH.

Jlepmynomuza e eMOpPHOTOKCHYCH U TEPATOTCHEH MPH TUTbXOBE U 3ailIM B pAMKHTE Ha
TEpaNeBTUIHNUTE JO3H IIPH XOPa U MPUIHHSIBA HEXXEJIaH! PEaKIIUi BbPXY MBXKUTE PENPOTYKTUBHU
OpTaHH MPH MPOYYBAHUATA 3a TOKCUIHOCT IIPH MHOTOKPATHO MpIUIoKeHHe. DepTUIINTETHT HE €
HaMaJleH.

6. DAPMAIEBTUYHHU JAHHU

6.1 ChoucbK Ha NIOMOIIHHUTE BelIECTBA

Tabnemuo a0po:

[{apeBn4HO HUILIECTE

ITosumon (E1201)

Kpocmosumon (E1202)

Cuunues TUOKCHU, KOIOUAEH O€3BOIEH

Marunesues creapar (E470b)

JlakTo3a MOHOXHIpAT

Quamoso nokpumue.

Tank (E553b)

Xumpomenosa (E464)

Turtanues auokcua (E171)

Maxkporoa 8000

6.2 HecbBmecTuMOCTH

Henpunoxumo

6.3 Cpox Ha rogHOCT

3 roauHU.

6.4 Crnenuananm ycjaoBHs HA CbXpaHeHHe

Brucrep:  [la ce cbxpaHsiBa B OpUTMHAIHATA ONAKOBKA.

Bbytmnka:  CwxpansBaiiTe OyTHiIKaTa IUTBTHO 3aTBOPEHA.

6.5 Buau cbabpkaHue HA OMAKOBKATA

bnuctep:  Anymunwmii/anymunues oauctep. OnakoBku: 30 u 100 ¢punmMupanu TabaeTKH.

byrunka: 100 ml HDPE GyTtunka ¢ mmpoko rbppiio, ¢ Karmayka Ha BUHT C BIPaJIeH KOHTEHHED 3a
n3cymasane, ceabpkama 30 nwin 100 punmupann TabIeTKu.
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He Bcuuku BUOBE OIIaKOBKM Morar Aa ObAaT IyCHATH B Ipojaxoa.
6.6 CrhenuajaHu nNpeanasHu MepKHU NP U3XBHPJIsiHEe H padoTa

Hsma criermanam n3uCKBaHUS 3a HU3XBBPJIAHE.

7. MNPUTEXATEJ HA PASPEHIEHUETO 3A YIIOTPEBA

Zentiva k.s.

U kabelovny 130

102 37 Prague 10

Yemika pemy0nuka

8. HOMEP(A) HA PASPEHIEHHUETO 3A YIIOTPEBA

EU/1/09/604/001-004

9. JATA HA TbPBO PABPEIIABAHE/TTOJJHOBSIBAHE HA PA3ZPEIIEHUETO 3A
YIHOTPEBA

Hata Ha mbpBO pa3pewaBane: 08 auyapu 2010 r.

[Hata Ha nocnenHo nmonHoBsiBaHe: 19 HoemBpu 2014 r.

10. JATA HA AKTYAJIN3UPAHE HA TEKCTA

[MoxpoOHa nH(popMaIus 3a TO3U JICKAPCTBEH MPOIYKT € IpeocTaBeHa Ha yeOcaiita Ha EBporelickara
areHIysl 1o JiekapcTBaTa https://www.ema.europa.eu/.
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1. HUME HA JIEKAPCTBEHMA TPOAYKT

Leflunomide Zentiva 20 mg ¢punmupann TabIeTKu

2. KAYECTBEH U KOJIMYECTBEH CbCTAB
Bcesika Tabnerka chabpika 20 mg neduryHomus (leflunomide).

TTomoliiHM BeNIecTBa ¢ U3BECTHO JICUCTBUE
Bcesika Tabnerka cpabppika 72 mg 1aKT03a MOHOXHIIPAT.

3a IIBJIHUSA CHUCHK Ha IIOMOIIHHUTEC BECUICCTBA BHXXTC TOYKaA 6.1.

3. JIEKAPCTBEHA ®OPMA
Ounmupana Tabnerka

JKbnTennkasa 10 oxpa, TpUBIBIHA QUIMHpaHa TabneTka, ¢ otnedaraHo ZBO ot ennara crpana.

4. KJIMHUYHU JAHHHU
4.1 TepaneBTHYHHU MOKA3ZAHUS

JlepmyHomuz e moka3aH 3a JiedYeHHE Ha Bb3PACTHU MMALlUCHTH C:

. aKTHBEH PEBMATOHUJIEH apTPHT KaTo “‘0oJecT-MoAn(UIMPAIIO aHTHPEBMATHYHO
nekapctBeHo cpencto”’ (BMAJIC)
° aKTHUBEH IICOPUATUYEH apTPHT.

CKOpOIITHO W €THOBPEMEHHO JIEUEHHUE C XeTaTOTOKCUYHN Win XematoTokcnayan BMAJIC (nHarp.
METOTpEKCcaT) MOKe J1a JOBEJIE 10 YBEINYCH PUCK OT CEPUO3HU HEXXEIIAHU PEAKITUH; CIICIOBATEITHO,
MIPeJIy 3aII0YBaHE Ha JICUSHUETO C JIe(IyHOMUI, TpsIOBA BHUMATEIHO Ja Ce MPEICHH ChOTHOIIEHUETO
T0JI3a/PUCK.

Herio noBeue, cmsinaTa oT jgeduryHoMu Ha apyro BMAJIC Oe3 cria3BaHe Ha O4KCTBaIaTa nporeaypa
(Bk. Touka 4.4), MOXe J1a YBEJMYM PUCKA OT CEPHO3HU HEXKENaHU PEaKIUU JOPH JBITO BpeMe Clie]
CMsHATA.

4.2 ]Iozmpomca U HAYUH HA MIPUITOKEHUE

JleuenueTo TpsAOBa Aa ce 3all0YHE U CIEeIU OT CHELMAIUCTH C OIIUT B JICYEHUETO HA PEBMATOUICH
ApTPUT U NICOPUATUYEH aPTPHUT.

EnnoBpemeHHO TpsiOBa Aa ce onpenenar ananuH amuHoTpaHcdepaszara (AJIAT) nnu cepymHara
riyramat-nupysart tpancgepasa (CI'TIT) u mbiiHa KpbBHA KapTHHA, BKIFOYUTENIHO JH(EepeHIINATHO
OpoeHe Ha OeIrTe KPhbBHH KIETKH U OpOsi Ha TPOMOOIIMTHTE, a MOCJIE J1a Ce M3CJICABAT ChC ChIIlaTa
YECTOTa:

° MpeIy 3ar0YBaHe Ha JIe(IyHOMUI,
. BEJHBK Ha JIBE CEIMUIIM MPe3 IbPBUTE 6 Mecela OT JICUSHUETO, U
° BEJIHHX HAa BCEKU 8 CEIMUIIA CJIeNT TOBA (BXK. Touka 4.4).
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o [Ipu peBMaTOWIeH apTPUT: TepanusiTa ¢ JeITyHOMI OOMKHOBEHO 3aI104Ba C HaTOBapBaIlia
no3a ot 100 mg eauH IbT JTHEBHO B MpoAbDKeHUE Ha 3 aHU. [IpomyckaneTo Ha HaTOBapBaIara
J103a MOXe€ Jla HaMaJlil PHCKa OT HeXKellaHW ChbOUTHUS (BXK. Touka 5.1).
[Ipenoppuntennara nmoaapprkama mo3a € 10 mg go 20 mg nedryHOMU €IUH BT JHEBHO, B
3aBUCUMOCT OT TEKECTTa (aKTUBHOCTTA) Ha 3a00ISIBAHETO.

o [Tpu ncopuaTuyeH apTpuT: TepanusTa ¢ JedayHoMua 3anoysa ¢ HaToBapBama 103a ot 100 mg
€IMH BT JTHEBHO B MPOABJDKCHUE HA 3 THU.

[MpenopbunTenHaTa moabpxaiia 103a ¢ 20 mg aedayHOMU €AUH BT THEBHO (BXK.
Touka 5.1).

TepaneBTHIHIAT eheKT OOMKHOBEHO 3aImo4Ba ciieq 4 10 6 CEAMUIM U MOYKE TOIBJIHUTETHO Ja Ce
nmoto0pu 3a nepuoj oT 4 10 6 Mecera.

He ce mpenoppuBa nmpoMsiHa Ha 703aTa P HAUEHTH C JeKa ObOpedHa Hel0CTaThYHOCT.

He ce u3nckBa mpoMsHa Ha g03aTa MpU NAIMEHTH HAal 65-TOIUIITHA Bb3PacCT.

Teouampuuna nonynayus

Leflunomide Zentiva He ce mpenopbyBa 3a ynorpeda npu ManyueHTH Ha Bh3pacT 1oj| 18 roauHu, Thit
KaTo epukacHOCTTa 1 6€30MacHOCTTa IpH IoBeHUIIeH peBMaTtouaeH apTput (FOPA) He ca ycraHOBeHH

(Bx. Toukm 5.1 1 5.2).

Hauwnn »Ha npuioxeHue

Tabnetkute Leflunomide Zentiva ca 3a nepopaiHo npuiiokenue. TadneTkuTe TpsSOBa 1a ¢e MOTTbIIAT
EJIH C JOCTAThYHO KOJMUYECTBO Te4HOCT. CTeneHTa Ha abcopOius Ha JieIyHOMHE] HE e TOBIIHSIBA,
aKo ce IpreMa ¢ XpaHa.

4.3 IIpoTuBOMOKA3aAHUA
o CBpBXUYBCTBHTEITHOCT (OCOOCHO TpEAIIECTBAI CHHIIPOM Ha Stevens-Johnson, TokcnaHa

enyjepMaliia HeKpoJiu3a, eputemMa My nTudhopMe) KbM aKTUBHOTO BEIIECTBO, KbM TJIAaBHUS
aKTHUBEH MeTa0OJUT Tepr(DIyHOMUI WK KbM HSKOE OT IIOMOIITHHUTE BENIeCTBa, M30POCHU B

Touka 6.1.
. [MaruenTtu ¢ yBpeneHa 4epHOAPOOHA (YHKIIHS.
. [MaumenTH ¢ TeXKH UMyHOJePUINTHU cheTosiHMSL, Harp. CITHH.
o [TauyeHTH chC 3HAUUTETHO YBpeAeHa GYHKIHUS Ha KOCTHHUS MO3BK WM TE€XKKa aHEMUS,

JICBKOTICHHS, HEYTPOTICHHS WITK TPOMOOIIMTOTICHUSI, TOPaI IPUIHHH, PA3IMYHU OT
PEBMATOUJEH WIN IICOPUATUYEH APTPUT.

o [NanuenTu cbe ceprno3nu nHGEKInH (BXK. Touka 4.4).

L HaLII/IeHTI/I C YMEpCHa 10 TCKKa 61,6peqHa HEOOCTAaTBbYHOCT, 3al10TO JIMIICBA JOCTATHYHO
KIIMHUYCH OITUT ITPU Ta3u rpymna rnamyueHTH.

. [TanmeHTH € TEXKa XUIIONPOTEMHEMUS, HATIP. TIPH HE(YPOTHIEH CHHIIPOM.

L BpeMeHHI/I JKCHU HJIU )KCHU C ACTCPOACH MMOTCHIMAJI, KOUTO HC M3IOJI3BAT IMOAXOAA11Ia
KOHTpAaNCus 1o BpeMeE Ha JICHEHUCTO C Heq)HyHOMI/I)I n CJIC TOBA JOKATO INIa3MCHUTC HHUBA
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Ha akTUBHM MeTabouT ca Hag 0,02 mg/l (Bxk. Touka 4.6). [Ipenu 3amouBaHe Ha JICUCHUETO C
nedyHOMHU TPsIOBA 1A Ce M3KITIOYN OPEMEHHOCT.

. Kbpmemu sxern (Bx. Touka 4.6).
4.4 Choeuuajanu mpeaynpesaeHus U NpeAna3sHyl MepKH NP4 ynorpeda

EnHoBpeMEeHHOTO MPHIIOKEHNE HAa XEMATOTOKCHYHN Wi XeMaToTokcnaan BMAJIC (marmp.
METOTpEKCaT) He ce MPenopbyBa.

AxTHBHEAT MeTabomuT Ha Nedyromun, A771726, iMa AbIBT TOTYKUBOT, OOMKHOBEHO OT 1 10

4 cegmuny. Morart 1a Bb3HUKHAT CEPUO3HU HEXKeJIaHU PEeakLuy (Harp. XeNaTOTOKCHYHOCT,
XeMAaTOTOKCHYHOCT, WJTH aJePTUYHHU PEaKkliH, BXK. MO-J0Y), JOPH aKO JICYEHUETO C JIPIyHOMHT €
ouno cnpsiHo. Crie10BaTeNnHoO, KOraTo Bb3HUKHE M0100Ha TOKCHYHOCT WJIM aKo TOPajJy HAKAKBa JApyra
npuunHa A771726 tpsiOBa a ce oTcTpaHu OBP30 OT OpraHru3Ma, TpsOBa Jia ce cra3Ba OYHCTBAIATa
npouenypa. IIpoueaypara Moxe fa ce MOBTOPH, aKO € KIMHUYIHO HE00XOANUMO.

3a ouncTBaIaTa MPOIEeaypa U APYTH MPETOPHUNTETHN MEPKHU B CITydaid Ha jKeJIaHa HIIH
HenpenBuaeHa OpeMEHHOCT, BIDKTE ToUKa 4.6.

YepHoapoOHH peakInu

Penku ciydan Ha TEXKKO 4epHOAPOOHO yBpexkJIaHe, BKIIOUUTEIIHO CIIydau ¢ GaTajeH U3Xo/[ ca O1iIu
cboOIIIaBaHU 110 BpeMe Ha JieueHHeTo ¢ sedurynoMus. [ToBeueTo ot ciiydante ca Bb3HUKHAIM Ipe3
IBPBUTE 6 Mecela Ha JIeYeHHETo. YecTo e Hauie ChIIbTCTBALLA TEPAIHs ¢ APYTU XENaTOTOKCUYHH
JIEKapCTBEHHU MPOAYKTU. BaxkHO € #a ce cieaBaT TOYHO MPEMOPBKUTE 3a IIPOCIIEASBAHE.

Tps6sa na ce ompenenmu AJIAT (CI'TIT) npenu 3amouBane Ha j1e(IyHOMUI, a TIOCIIE Aa Ce U3CIIeBa
ChC ChII[aTa YeCTOTa KaTo ITbJIHATA KPBbBHA KapTHHA (HAa BCEKH JIBE CEAMUIIN) ITPE3 IIbPBUTE ILIECT
Mecella OT JIYSHUETO, a ClIe]] TOBA BEIHbX Ha BCEKU 8 CEMUIIU.

ITpu yBennuenune Ha AJIAT (CI'TIT) ot 2 1o 3 mbTH Hag ropHaTa rpaHHLIa HA HOpMaTa, MOXe Jia ce
o0chau HamansiBaHe Ha jo3ata oT 20 mg Ha 10 mg, kaTo TpsOBa Aa ObAE MPOBEICHO EKECEIMIUIHO
Haomonenne. Axo yennueHnero Ha AJIAT (CI'TIT) e 2 mbTu Hag HOpMaTa U IEPCUCTHUPA, WIIN
YBEJIMYEHHUETO € TIOBeUE OT 3 IbTH HaJl HOpMaTa, IPUEeMaHeTo Ha JieduIyHOMH] TPsiOBa ce
NpeycTaHOBH U Ja ce IPEeMUHE KbM OuMCTBallara npoueaypa. [Ipenoppusa ce npogbirkaBaHe Ha
MOHHUTOPHUPAHETO Ha YEPHOAPOOHHUTE SH3UMHU CIIe]l IPEYCTaHOBSIBAHE HA JICUYSHUETO C Je(IyHOMUA 10
HOpPMaJIM3UpaHe Ha EH3UMHUTE HUBA.

[Topamu Bb3MOKHOCTTA 32 JIOMBJIHUTEITHH XEMAaTOTOKCUYHH e(heKTH, Ce MpernopbyuBa ynotpedara Ha
AJIKOXOJI JIa e N30sIrBa 1Mo BpeMe Ha JICUYCHUETO C JIe(IyHOMUI.

Tl KaTO aKTUBHUAT METa0ONUT Ha JiedryHOoMUI, A771726, ce cBbp3Ba B TOJIsIMa CTETICH C
MPOTEMHUTE U C€ eIMMUHHPA Ype3 YePHOIAPOOEeH MeTabO0M3bM U JKITbYHA CEKPEIUs, MIIa3MEHUTE
HUBa Ha A771726 ce ouakBa ga ObAAT MOBUILIEHH NIPY MALMEHTH ¢ XxumonpoTenHemus. Leflunomide
Zentiva e IPOTHUBONOKA3aH MPH MALMEHTH C TeXKa XUIIONPOTEMHEMUSI WM yBpelieHa (yHKIUS Ha
yepHus apo0 (Bx. Touka 4.3).

XeMaToJIOTHYHHU PCAKIINN

Ennospemenno ¢ AJIAT, TpsiOBa a ce HanpaBy IbJIHA KPbBHA KapPTHHA, BKITFOUYHUTEITHO
IuQepeHnnaiHo OpoeHe Ha OeuTe KPbBHU KJIETKH U TPOMOOLIMTUTE, TIPEAX 3all04YBaHE Ha JICYEHUETO
¢ nedIIyHOMHI, KAKTO U BEIHDBK Ha JBE CEIMUIIM Npe3 IbpBUTE 6 Mecela OT JICYCHUETO U BEAHBK Ha
BCEKU 8 CeIMMIIU CIIe]] TOBA.

HpI/I MalMEeHTH C IpeAIIeCTBaIla aHEMU, JICBKOIICHUA H/UIH TpOM6OI_II/ITOHeHI/I$I, a Taka CbILIO U IIPpU
IManreHTHU C YBpEACHA q)YHKHI/ISI Ha KOCTHHUA MO3BK WJIU IIPU TaKKWBa C PUCK OT INOTUCKAHE HA KOCTHUA
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MO3BK, PUCKBT OT XEMATOJIIOTHYHH HAPYIICHHS € YBEJIIMYEH. AKO Bhb3HUKHAT TaKKBa e(heKTH, TPSOBA
Jla ce B3eMe MPpEeABH OUMCTBaHE (BK. MTO-I0JIY) 3a HaMaJIsIBaHEe Ha TUIAa3MEHUTE HUBa Ha A771726.

B citydaii Ha TeXKH XeMaTOJIOTHYHH PeakLuy, BKIIOUNTEIHO manguronenus, Leflunomide Zentiva u
BCSIKA €IHOBPEMEHHA MHUEJIOCYIIPECUBHA Tepalus TPAOBa Ja ce CIIpe U Ja ce 3all04He O4NCTBAalla

Mporeaypa OT JeQIyHOMUI.

KomOunamms ¢ apyru jedueHus

Ynorpebara Ha AeIITyHOMUI C aHTHMAJIAPUIHY MIPENapaTH, U3MOJI3BaHU IPU PEBMATHYHH
3a00JIsIBaHus (HAITP. XJIOPOKBUH M XUIPOKUCXJIOPOKBHH ), HHTPAMYCKYITHO WJIH MIEPOPATTHO 371aTO,
D-nennmunamuH, a3aTHONIPHUH U APYTH UIMYHOCYIPECUBHU CPEACTBA, BKIIOYUTEITHO HHXHOUTOPH Ha
TyMOp-HEKpoTu3upail akrop-anda, 10 MOMEHTA HE € JOCTAThYHO MU3CJICIBaHA B PaHIOMHU3UPAHH
W3MUTBAHUA (C U3KIIOYCHUE HA METOTPEKCAT, BXK. Touka 4.5). PUCKBT, CBBpP3aH C KOMOMHHPAHOTO
JiedeHne, 0COOEHO TIPY POABIDKUTEITHO JIEYeHNE, HE € U3BECTeH. 1hi KaTo TaKoBa JIeYEHHE MOXKE Ja
JTOBEJIe 0 HATPYIIBaIla Ce MM JIOPH 0 CHHEPTHYHAa TOKCUIHOCT (HArp. XenaTo-miu
XEMaTOTOKCUYHOCT), kKoMOuHarusta ¢ apyro BMAJIC (Hamp. METOTpeKcar) He € IpernopbhbUruTeIHA.

EnHoBpeMeHHOTO MpUIIOKeHHE Ha TePpUIIyHOMH] ¢ JTehIyHOMU HE Ce MPETnopbuBa, Thil KaTo
nedIyHOMU] € U3XOIHOTO ChbeMHEHNE Ha TePUITYHOMH/.

IIpeMuHaBane KM JIPYIO JICUSCHUE

Toit kaTo nedIyHOMH] C€ 3aTbpKa IBITO B OPraHu3Ma, IpeMUHaBaHeTo KpM Jpyro BMAJIC (mamp.
METOTpeKcaT) 0e3 U3BBPIIIBAHE HA OYMCTBAIATA MPOIeaypa (BXK. MO-J0y) MOXKE J1a 3aCHIIN
BB3MOXKHOCTTA OT JOIIBJIHUTEIHN PUCKOBE IOPH IBJT0 BpeMe ClIe CMsIHaTa (KHHETUYHO
B3aUMOJIEHCTBUE, OPraHHA TOKCUYHOCT).

Io chIMs HAYKMH, CKOPOIITHO JICYSHUE C XCMTATOTOKCUYHHU MJIM XEMaTOTOKCHUYHH JICKAPCTBCHH
MPOAYKTH (HAIp. METOTPEKCAT) MOKE J1a JOBEJIE /IO YBEIMYCHH HEKeTIaH! PEaKIie; CIeI0BaTeIHO,
MIpeIy 3aII0YBaHE Ha JICUSHHETO C Je(IyHOMUI, TpsIOBAa BHUMATEITHO Ja Ce€ MPEIeHH ChOTHOIMEHUETO
T0JI133/PHUCK U Ce TPENophyuBa CTPUKTHO MPOCIICIsABaHe B HaYaJIHATa (pa3a cie cMsHara.

KoxHu peaknuu

B cityuaii Ha yniiepo3eH CTOMATUT, MPUIOKEHUETO Ha JeIIyHOMHU TPsIOBa Jla ce MPEeyCTaHOBH.

MHoro penku ciaydan Ha CHHAPOM Ha Stevens-Johnson mim TOKCHYHA eMUEpMalIHa HEKPOIU3a U
JIeKapCcTBEeHa peakius ¢ eo3uHoumus u cucreman cumntomu (DRESS) ca crobmiaBanu npu
NalMeHTH, JIeKyBaHH ¢ jeduryHomua. Korato ce Habmro1aBaT KOXKHY W/MITH MYKO3HHU TIPOMEHH, KOUTO
HOpaXkJat I0I03PEHUE 3a TAaKMUBa TEXKH peakiyy, Leflunomide Zentiva u Bcsika Apyra Bb3MOXKHO
CBBp3aHa Tepanus TpsOBa Ja ce IPeyCTaHOBH U Ja Ce 3all04He He3a0aBHO OYMCTBAIATa poLeaypa ot
nedayHomua. B TakuBa ciiydan e He0OX0IMMO ITBITHO OYHCTBaHe. B TaknBa ciryyan MOBTOPHOTO
npueMaHe Ha JIe(IyHOMH]I € IPOTHBOIIOKa3aHo (BXK. Touka 4.3).

Vma choOIieHns 3a MyCcTyJI03eH MICOPUA3KC U BIIOIIABaHE HA NICOPUA3KC ClIe]] yroTpeda Ha
nedaynomua. Moxe 1a ce 0OMHUCITH MPEyCTAHOBSBAHE HA JICYSHUETO, KATO CE B3EMAT MPEBH/T
3a00JIIBAHETO Ha MAIMEHTa U aHAMHEe3aTa.

[Ipu manmeHTH MO BpeMe Ha Teparus ¢ JeIIyHOMHU] MOTaT Ja Ce TOSBIT KOXKHHU S3BH. AKO HMa
ChMHEHHE 32 KOJKHA 513Ba, CBhP3aHa C JISIYHOMHU/ WM aKO KOKHUTE SI3BU TIEPCUCTHPAT BBIIPEKU
MOJIXOJISAIIIaTa TEpaIsi, TPsOBa J1a ce 0OMUCIH ITpeKpaTsBaHe Ha JIEYEHUETO C JICITyHOMH/] 1
MIPOIIeAypa 3a IBIIHO OYKCTBaHe. PenieHrero 3a Bb30OHOBABaHE Ha JICUCHUETO C JISITYHOMHU]] CIIE]T
KOXHH sI3BM TPSAOBa J]a ce OCHOBaBa HA KIIMHUYHA MPEICHKA 32 aJIEKBaTHO 3a3/IpaBsSBaHE HA PaHHTE.

Ilo Bpeme Ha jeueHNETO C JeIyHOMHU PH MALMEHTH MOKE 1a ce HaOIr0/1aBa TPYAHO 3a3/jpaBsIBaHe
Ha paHu cliej onepaius. B3 ocHOBa Ha MHIMBHU/IyaJIHA OLIEHKA MOXKE J1a C€ OOMHUCIIH MTPEKhCBaHE Ha
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JICYEHUETO C JIeTyHOMH]] B IEPUXUPYPTUIHAS TIEPUOJ U TIpMIIaraHe Ha OYMCTBAIIA MPOoLeaypa,
KaKTO € OMHICaHO MMo-101y. B cioyyail Ha mpekbCcBaHe PENIeHNeTo 32 Bhb30OHOBSIBAHE HA JIEUEHUETO C
nedryHOMU] TPSIOBA J1a Ce OCHOBaBa Ha KIIMHUYHATA MPEIICHKA 32 aJICKBATHO 3a3/[paBsBaHE Ha
paHara.

Hudexnnn

W3BecTHO €, 4e JIeKapCTBEHUTE MPOAYKTH C IMyHOCYIIPECUBHM CBOHCTBA - KaTO Je(IyHOMUA - MOraT
Jla HaIpaBsT NALMEHTUTE 10-1yBCTBUTEIHN KbM HH(PEKINH, BKIIOYUTEIHO ONIOPTIOHUCTHYHH
nHpekuu. Mapexnunte MoraT aa ObJaT Mo-TEXKKH 10 eCTECTBO U CIEI0BATEIHO A2 U3UCKBAT PAHHO
Y CHEeprUYHO JieueHue. B cinyyaii, ue Bb3HUKHE TeXKKa HEKOHTPOJIMpyeMa HH(EKIUS, MOXKe J1a €
HEO0XOIUMO J1a c€ IIPEKbCHE JICUEHHETO C JIeQIIyHOMU U 1a CE 3all0YHE OYMCTBAILA IIPOLeaypa,
KaKTO € OIMCAHO MO-/10J1y.

Cpo0maBanu ca peJKy Cilydau Ha porpecuBHa Myitudokairaa gesroernnedanonatus (PML) mpu
MAIMEHTH, TIPUEMAIIIHN JICQITYHOMHU/ 32¢THO C JPYTH HMYHOCYTIPECOPH.

[Ipenu 3amo4BaHe Ha JEYEHHETO, BCHUKH MAIIMEHTH TPSAOBa Ja ce M3CIeIBaT 3a aKTHBHA U HEaKTHBHA

,»JJaTeHTHA"’) TyOepKy03a, ChIIACHO JIOKAIHUTE MPENOpbKU. ToBa MOXKe /1a BKIIFOUBA METUIIMHCKA
aHaMHe3a, Bb3MOXKEH MPEIecTBaIl KOHTAKT C TYOSpKYJI03a W/IITH MOIXOAS1] CKPHHUHT, KaTo
HampuMmep peHTreHorpadus Ha Oenute qpoOoBe, TYOEPKYIMHOB TECT W/HIN HHTEPPEpOH-TamMa TeCT,
KaKTO € IpriIoknuMo. Ha npeanucpamuTe ekapy TpsOBa /1a ce HalOMHS 32 PHCKa OT (aJIIuBO
OTPHLIATEITHH PE3YNITATH OT TYOCPKYJIMHOBHS KOXKEH TECT, 0COOCHO MPH MAIlMEHTH, KOUTO Ca TEXKKO
0oJIHM WM HUMyHOKOMIpoMeTupaHu. [lanuenTuTe ¢ aHamHesa 3a TyOepKyno3a TpsOBa Ja ce
IpoCIIeaAsBaT BHUMATEITHO NOPaaAN BE3MOXKHOCTTA 32 peaKTHBHpaHe Ha MH(EKIHATA.

PecnupaTopHu peakuu

CpobmraBa ce 3a HHTepCTUIHATHA OeoapoOHa 00JIeCT, KaKTO M PEAKH ciaydan Ha 6emoapoOHa
XHIIEPTOHUS 110 BpeMe Ha JiedeHue ¢ jJedayHoMua (Bx. Touka 4.8). PUCKBT OT HACTBIIBAHETO UM MOXKE
Jia O'bJIC MMOBUIIICH MPH MAIMEHTH ¢ aHAMHE3a 32 UHTEPCTUIMaiHa OenoapoOHa 00JIeCT.
Wntepcrunmannara 6enoapoOHa 6ojaecT € NoTeHIHANHO (aTaaTHO HapyIIeHHE, KOETO MOXe Ja
BB3HUKHE OCTPO I10 BpeMe Ha Tepanusira. benoapoOHUTe CHMITOMH, KaTO KalIMLA U 33yX, MOTaT J1a
ObJaT NpUYMHA 33 IPEYCTAaHOBSIBaHE Ha JICUSHUETO U MOIXOISIIO MOCIIEIBAIIO U3CIIEBAHE.

[Iepudepua HEBponaTHs

[Tpu nanuenTy, nomyyasaniy JeIyHOMUJ ca ChOOIIEHHU ClTydan Ha reprud)epHa HEeBpOIaTusl.
[ToBeueTo manueHTH ca ce MoJ0OPHIIH Clie]] peKpatsaBane Ha nedayHomua. Habmronasa ce obaue
HIMPOKa BApUaOWIIHOCT 110 OTHOILICHHE Ha KPAWHHUS U3XO/, T.€. PH HAKOM NallMeHTH HeBPOIIaTHSATA €
OT3BYy4alla, a HAKOM NAIlMEHTH ca UMAaJU IEPCUCTHPali cUMIToMU. Bb3pact Hag 60 roauHuy,
CBITBTCTBAIM HEBPOTOKCUYHHM JIEKAPCTBA M AMA0ET MOTaT Jia MOBUILIAT PUCKA OT IepudepHa
HeBpomnaTHs. AKO HaueHT, koo npruema Leflunomide Zentiva pa3Bue nepudepHa HeBpomaTus,
TpsiOBa J1a ce 00chaM NpekpatsiBaHe Ha nedeHneTo ¢ Leflunomide Zentiva u npoBexaane Ha
npoleaypa 3a eMTUMUHUPAHE Ha JISKAPCTBEHUS IPOAYKT (BXK. Touka 4.4).

Konut
HpI/I HanuCHTUTEC, J'IGKYBaHI/I C J'Ie(l)J'IYHOMI/I}_'[, c C’LO6H.[€H0 34 KOJINUT, BKIIFOUHUTCIHO MI/IKPOCKOHI/I‘IGH
koynT. [lanmenTrTe Ha JIeveHue ¢ IeQIIyHOMH]T, TPU KOUTO BH3HUKBA HEOOSICHUMA XPOHUYHA THapUs,

TpsOBa Aa OBAAT MOIIOKECHH HA TTOAXO/ISIIN JUATHOCTHYHH MTPOIICTYPH.

KD’BBHO HaJIATraHe

KpbBHOTO HansTane TpsiOBa Jia ce U3MEPH MPeJId HaYaJ0TO Ha JICUSHUETO C JeQIyHOMUI U
MEPUOJIUYHO CJIe/ TOBA.
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Bo3mpon3Boactso (IpenopbKi KbM MBKETE)

MmkeTe nanueHTy TpsoBa /ja ObAAT HASCHO 32 Bh3MOXKHA MEIMUPAHA OT MBXKa ()eTaTHa TOKCUIHOCT.
TpsiOBa 1a ObJIc OCUTYPEHA CHIIO MOIXOAINA KOHTPAIICTIINS 10 BPEME Ha JICYCHHETO C JIC(hIyHOMUI.

Hsima TouHM naHHU 3a pECKa OT MeIUHMpaHaTa OT MbXa (perasiHa TokcuyHocT. IIpoyuBanus mpu
JKUBOTHH 32 OLICHKA Ha TO3M crienn(uveH puck obade, He ca MPOBEKIaHU. 3a HaMaJlsiBaHe Ha BCEKU
BB3MOXKEH PUCK, MBKETE JKeJlaely 1a ObaaT Oaiy, TpsOBa Aa B3eMaT IIPEBH IPEYCTAHOBIBAHE HA
ynorpebata Ha epIIlyHOMUI U 1a IpreMaT KoJecTupaMuH 8 g 3 mbTH AHEBHO 3a 11 muu nmm 50 g
aKTHBEH BBIJICH Ha Mpax 4 IbTH AHEBHO 32 11 qHU.

W B gBata ciydas mia3mMeHara KoHIeHTpanus Ha A771726 toraBa TpsOBa 1a ce U3MepH 3a MPHB ITbT.
Cren ToBa miia3MeHaTa KoHUeHTpanus Ha A771726 TpsOBa aa ce onpeneny OTHOBO Cle]] HHTEPBaJ OT
none 14 nau. Ako aBeTe mia3MeHu KoHleHTparmu ca noz 0,02 mg/l u cien nepuos Ha U34aKBaHe
Hal-MaJKo OT 3 Mecena, pUCKBT OT (peTaHa TOKCHIHOCT € MHOTO HUCHK.

OuncTBalia nporeaypa

KonectupamuH B 103a 8 g ce npuiara 3 0bTU JHEBHO. ANTEpHATUBHO, 50 g aKTUBEH BBIJICH HA Ipax
MOYKe J]a ce MPHIOXKH 4 MbTH THEBHO. [IpOABIKUTENHOCTTA HA ISTIOCTHOTO OYHCTBAHE OOMKHOBEHO €
11 nau. [IpoabnKUTENTHOCTTa MOXKE J]a C€ MPOMEHU B 3aBHCUMOCT OT KITMHHYHHUTE HITH J1a00paToOpHH
MIOKA3aTeIH.

JlakTo3a

Leflunomide Zentiva cpabpika nakro3a. [lammeHTn ¢ peky HacueaCTBEHN Mpo0iIeMn Ha
HETMOHOCHUMOCT KBbM TajlaKTo3a, ITbJICH JIaKTa3eH Ae(QUIUT WK TITI0OKO30-TallaKTO3HA MatadCcopOIus He
TpsiOBa Jla MpreMaT TOBa JIEKAPCTBO.

BiinsgHMe BEPXY ONPEENSIHETO HA HUBATA HA MOHU3UPAH KAJILIUN

BB3M0OKHO € n3MepBaHEeTO Ha HUBATa HA HOHM3MPaH KaNIWH J1a MOKake (GaaiuBO HOHWKEHH
CTOHHOCTH TIpH JIeUeHHe C JeQIIyHOMU ] 1/ WK Tepru(IyHOMUT (aKTUBHUST METa0OJIUT Ha
nedIyHOMHU/T) B 3aBUCUMOCT OT BUJIa Ha U3IMIOJI3BaHMsI aHATU3ATOP HA HOHW3UPAH K (Hamp.
KPBBHO-T'a30B aHaiu3arop). [lopaau ToBa npu nanueHTuTe, JeKyBaHH C JIeIyHOMU HITH
TepuIyHOMUI, € HEOOXOIMMO J]a ce MMPOBEPH JOCTOBEPHOCTTA HA M3MEPEHHUTE IIOHMKEHN HUBA Ha
HOHM3MpaH Kanuuid. B cioydail Ha CbBMHUTEIHM Pe3ylTaTi ce IperopbhuBa Ja ce ONpeiesy odmara
KOHIIEHTpAIHs Ha aI0yMHUH-KOPUTHPAH KaJILIKH B cepyMa.

4.5 B3aumopeiicTBHe C IPYIrHd JeKAPCTBEHU NPOAYKTH U APYru (popMH HA B3auMojelicTBUE
IIpoyuBaHus 3a B3aUMOJEUCTBUSITA €A IPOBEXKIAHHA CaMO IPU Bb3PACTHHU.

YBenudaBaHe Opos Ha HEXKEIIAHNUTE PEaklii MOXKe Jla ce HabJroaBa IMpy CKOPOIITHA WITH
€THOBPEMEHHA yIIoTpeda Ha XEMaTOTOKCUYHHU WJIM XeMaTOTOKCUYHU JICKAPCTBEHH MPOIYKTH WU
KOTaTo JIEYEHNETO C JIe(hIyHOMHU/] CE MOCTIEIBa OT MPHEMaHETO Ha TaKUBa JIEKaPCTBEHU MPOAYKTH 0e3
MIEPUO Ha OTMUBAHE (BXK. CBIIO YITbTBAHETO OTHOCHO KOMOMHAIIWS C IPYTH JICUEHUs, TOUKa 4.4).
CrneroBaTeNHO ce MpernopbhuBa BHUMATEIHO MPOCIesIBaHe Ha YEPHOAPOOHNUTE €H3UMH U
XEMaTOJIOTHYHUTE TIOKa3aTe Il B HadaaHaTa (a3a Mpu CMsTHA Ha TepamusTa.

MeroTpekcat

[Ipu manko (n=30) npoyuBaHe ¢ eqTHOBpeMeHHO npuiioxenue Ha ieduynomun (10 1o 20 mg qHEBHO)
¢ merotpekcar (10 no 25 mg cemMu4HO), € HaOIFO1aBaHO 2- 0 3-KpaTHO yBEIMYCHUE HA
yepHOApOoOHUTE eH3nMH TipH 5 oT 30 marnuenTH. Becnuky yBenu4eHuns ca OT3ByJai, 2 ¢
NPOJbIDKABAHE Ha JIBaTa JIEKAPCTBEHHU MPOJYKTA U 3 Clie/] TpeyCcTaHOBSBaHE Ha JIeQIyHOMHUI.
YBenuueHue, no-rojsiMo OT 3-I'bTH € HaOJI0AaBaHO NpH Ipyry S mauueHTa. Beudku Te cbio ca
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OT3BYYaJH, 2 C MPOIBIDKABAHE HA JBATa JICKAPCTBEHU MPOJYKTA U 3 Clie]] IPeyCTaHOBSBaHE Ha
neITyHOMUT.

[Tpu manueHTH ¢ peBMaTOMUICH apTPUT HE € YCTAHOBEHO (PApMaKOKUHETUYHO B3aUMOJICHCTBUE MEKIY
nedryromun (10 go 20 mg qHeBHO) U MeToTpekcat (10 1o 25 mg ceaMHUIHO).

Bakcunanuu

Hsima kTMHWYHE JaHHY 32 e(pUKACHOCTTA U 0€30TMIaCHOCTTA Ha BaKCHHAIIMUTE TIO0 BpEME Ha JIeYCHHUE C
neduryHoMu . BakCMHHpAHETO ¢ )UBU aTCHIOWPAHU BAaKCUHU 00aue, He ce MpenopbuBa. JbIrusaT
MOJTY>KUBOT Ha JIehIYHOMHUT TPIOBA J1a Ce MMa IPEIBUJI, KOTATO Ce TUIaHyBa MPIJIOKEHUE Ha )KUBA
aTeHIonpaHa BakcHHa ciief ciimpane Ha Leflunomide Zentiva.

Bapdapun u apyru KyMaprHOBH aHTHKOATryJIaHTH

Nma cpobmieHus 3a cirydad Ha yBeITMYEHO MPOTPOMOMHOBO BpeMe, KoraTo JiehayHOMHT U BaphapuH
ce mpueMaT eIHOBPEMEHHO. B KIIMHUYHO (hapMaKoJIOrHYHO MPOyYBaHE € HaOII0AaBaHO
(bapmakoMHAMUYHO B3auMoJeicTBIe ¢ Baphaput u A771726 (Bx. no-moiny). [Topaau ToBa, npu
€IHOBPEMEHHO MPUIOKEHNE Ha Bap(paprH WK IPyT KyMaprHHOB aHTHKOATyJIaHT, ce PEenopbhyBa
BHUMATEITHO MPOCieIBaHe Ha MEXIYHAPOIHOTO HOpManu3upano crotHomeHue (INR) u
HaOIOICHHE.

HCIIBC/KopTukocTepouin

AKO ManMeHThT Beue NprueMa HecTepouHH poTuBoBk3nanutentu cpenacrsa (HCIIBC) w/unu
KOPTHUKOCTEPOUIH, T€ MOXKE Ja C€ MPOABIDKAT CJIE/ 3alI0YBAHE HA JICUYCHUETO C JIe()IyHOMU.

Ed)eKT Ha JPpYIru JICKAPCTBCHU MPOAYKTH BHPXY J'ICd)J'IVHOMI/II[I

XOﬂecmupaMMH U1u aKmueeH 6vljleH

[IpenopwyBa ce malMEHTUTE, TPUEMAIIH JeQIIyHOMU Ja He Ce JISKYBaT ¢ KOJIECTUPAMUH MU
aKTHBEH BBIJICH Ha MpaxX Thil KaTO TOBA BOJH /10 OBP30 U 3HAYMTEIIHO HaMaJsBaHE Ha TNIa3MeHaTa
KoHIeHTpalwst Ha A771726 (akTUBHUAT METa0OIUT Ha JIe(hIYHOMHT; BXK. CBIIIO Todka 5). Cunra ce,
Ye MEXaHU3MbT CE JIbJDKU Ha MTPEKbCBAHE HA CHTEPOXEIATAIHUS IIUKBJI U/HIIM HA CTOMAIITHO-
YpeBHOTO oTnessiHe HAa A771726.

CYP450 unxubumopu u unoykmopu

[IpoyuBanus in vitro 3a THXUOUpaHE TP YOBEUIKNA YePHOAPOOHN MUKPO30OMHU ITOKA3BAT, Y€ IUTOXPOM
P450 (CYP) 1A2, 2C19 u 3A4 yuactBaT B MeTaboM3Ma Ha edaynomun. [Ipoyusane in vivo 3a
B3aMMOJICHCTBHUE C JICIYHOMU U IUMETHINH (HecnenuduueH ciiad nHXUOUTOpP Ha 1uToXpom P450
(CYP)) nmokazpa nwurica Ha 3HAYUMO BIUSHHE BHPXY ekcriozuiusaTa Ha A771726. Ciien emHOBpeMEHHO
MIPUJIOKEHUE Ha €THOKPATHA /1032 JIe(hTYHOMUT IPY TIAIIUEHTH, TTPHEeMaIi MHOTOKPATHHU 031
pudammuimH (Hecrenuduuer muToxpom P-450 unmykTop), MakcumaaauTe HuBa Ha A771726 ce
yBenuuaBaT npudimsutenHo ¢ 40%, nokaro AUC He ce mpoMeHs 3HauYUTeIHO. MeXaHU3MbT Ha TO3U
e(eKT ¢ HesCeH.

Ed)eKT Ha Hed).HVHOMI/IlI BBPXY APYTH JICKAPCTBCHU ITPOAYKTH:

Hepopafmu KOHmpayenmueu

[Ipu npoyuBane, mpu K0eTo J1e()IYHOMUJ € IPUIaral eAHOBPEMEHHO ¢ TpU(a3HHU epOpaTHH
KOHTpaENTHBH, Chabpxkamy 30 g eTHHIIIECTPAaNo, Ha 3APaBy )KeHU JOOPOBOJIKH, HE €
HaOJII01aBaHO HAMAJIIBaHE HA KOHTPALETITUBHATA aKTUBHOCT HA MPOTUBO3a4aTh4HOTO CPEACTBO, a
(dapmakokuHeTHKaTa Ha A771726 e B npeaBmknanuTe rpanuiy. Habmonasano e papMaKOKHHETHYHO
B3aMMO/ICHCTBHE C IEPOPATHI KOHTpaUeNnTUBU u A771726 (BX. m0-A07Y).
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[IpoBenenu ca cnemaute GapMaKOKUHETHYHH U (papMaKkoMHAMUYHN TPOYIBAHUS 32
B3auMoeicTBusATa ¢ A771726 (TnaBeH akTUBEeH MeTa0oauT Ha tedayrnomua). Thit kKaTo MOJ00HU
B3aMMO/ICHCTBUS JICKAPCTBO-JICKAPCTBO HE MOTaT Jia Ce U3KII0YAT 32 JIepIyHOMUT B
MPETIOPHUYUTEITHATE O3, CICAHATE PE3YNITaTH OT U3NUTBAHUATA ¥ MIPETIOPHKH TPSIOBa Ja ce MMat
MIPENIBU/] TIPH TTAIIMEHTH, JIEKYBaHH C JIe(ITyHOMHU/T;

EdexT Bbpxy penarnmuuun (cyoctpar na CYP2CS)

Hab6monaBano e moBumasane Ha cpemHaTa Cmax 1 AUC Ha penarmmang (CboTBETHO 1,7- 11 2,4-16TH),
cJie] MHOTOKpATHO TpuitokeHne Ha A771726, koero npeamnonara ue A771726 e uHXuOUTOp HA
CYP2CS in vivo. ETo 3a1mo ce mpenopbuBa MpocieAsBaHe Ha MalueHTHTE MPH ¢ THOBPEMEHHA
ynorpe0a Ha JIeKapCTBEHU MPOIYKTH, KOUTO ce Metadbonusupar ot CYP2CS, karo Harpumep
penarivHu], MaKIUTaKCell, TMOTIIUTa30H WM PO3UIIIUTA30H, Thil KATO T€ MOTaT Jla MMAaT M0-BUCOKa
EKCIIO3ULIHSL.

Edexr Bppxy Kodenn (cyoctpar Ha CYP1A2)

MHuorokpatHOTO TipriokeHne Ha A771726 namainsBa cpeqHata Cmax 1 AUC Ha kodenH (cyberpar Ha
CYP1A2), ceotBeTHO ¢ 18% u 55%, koero npenmnonara ye A771726 moxe 1a 0b/e ciab HHAYKTOP Ha
CYP1A2 in vivo. Ilopagu ToBa JieKapcTBEHH MPOLYKTH, KOUTO ce MeTabonmmu3upar ot CYP1A2 (karo
HanpuMep TyJIOKCETHH, aJlOCETPOH, TeO(MINH ¥ TU3AHUMH), TPIOBa J]a ce M3IOJI3BAT C ITOBHUIICHO
BHMMAaHHE 110 BpeMe Ha JICYEHHETO, Thi KaTo TOBa OM MOTJIO J1a JOBEIe O HaMaJsiBaHe Ha
e(pMKacHOCTTa Ha TE3H MPOAYKTH.

EdexT Bbpxy cyOcTpaTy Ha oprann4Hus annoHeH Tpancmoptep 3 (OAT3)

HabnronaBano e noBumraBane Ha cpenHara Cmax 1 AUC Ha nedakiop (ceorBetHO 1,43- 1 1,54-15TH)
cJie]l MHOTOKpaTHO npuiiokeHne Ha A771726, koero npeamnonara ue A771726 e uaxudbutop Ha OAT3
in vivo. Ilopamy ToBa € HEOOXOJMMO MOBUILICHO BHIMAHKE, KOTaTo Ce Mpuiiara ¢IHOBPEMEHHO ChC
cybctparu Ha OAT3, kKaTo nedakiop, OCHIWIMEHUIIITHH, TUTPOQIOKCAIINH, HHAOMETAIIHH,
KeTonpodeH, GpypoceMu, IMMETHINH, METOTPEKCAT, 3UTOBYANH.

Edext Bbpxy BCRP (npoTenH Ha pe3uCTEHTHOCT Ha pak Ha I'bpJaTa) u/Win cyOCcTpaTH Ha
OpraHuYHUs aHUOHEeH TpaHcnopTupail nommnentua Bl u B3 (OATP1B1/B3)

HaGmogaBano e nosumasade Ha cpeiHUTE Cmax 1 AUC Ha po3yBacTaTHH (CbOTBETHO 2,65- 1
2,51-rpTH) Cclles] MHOTOKPATHO MpHItoskeHue Ha A771726. Bernpeku ToBa, He ce HaOIr0aBa BUUMO
BB3ACHUCTBHE HAa TOBA IIOBUILIABAHE HA IUIa3MEHATa EKCIIO3UIMS Ha PO3yBaCTATHH BbPXY aKTUBHOCTTA
Ha HMG-CoA peaykraszara. AKO ce M3M0JI3BaT €IHOBPEMEHHO, J103aTa Ha PO3YBaCTaTHUH HE TPsOBa 1a
HaaxBbpist 10 mg BemHbxK MHEBHO. 3a ApyrH cyocTparn Ha BCRP (Hamp. meToTpekcar, TomoTekas,
cyndacayia3uH, JayHOPYOHIIMH, JOKCOpyOulnH) u cemericteoto Ha OATP, oco0eHO HHXUOUTOPH Ha
HMG-CoA penykrasata (Harp. CAMBacTaTHH, aTOPBACTaTUH, IPaBACTATHH, METOTPEKCaT,
HaTErJIMHU, PeTarauHn, pudaMIuLKH) €AHOBPEMEHHOTO NPUIIOKEHHE TPsOBa CHILO Aa ce
M3BBPILIBA C TOBUILECHO BHUMaHKe. [lanuentuTe TpsaOBa ga ce HabI0AaBaT BHUMATEIHO 3a IPU3HALH
Y CUMITOMH Ha MPEKOMEpHA eKCIO3HIIUS Ha JIEKAPCTBEHUTE MPOAYKTH U TPsIOBA J1a ce MMa MpeBHI
HaMaJIgBaHEe Ha Jl03aTa Ha Te3H JIEKapCTBEHU MPOAYKTH.

EdexT Bbpxy nepopanau koutpauentusu (0,03 mg erununectpaanon u 0,15 mg neBoHOprecTpen)
Hab6mronaBano e noumasane Ha cpefHata Cmax 1 AUCo.24 Ha eTHHHIECTpaAroN (ChOTBETHO 1,58- 1
1,54-1b1H) ¥ Cpnax 1 AUCo.24 Ha eBoOHOpPrecTpen (CboTBeTHO 1,33- 1 1,41-1bTH) Clle; MHOTOKPATHO
npwioxenue Ha A771726. Brripeku 4e He ce 04aKkBa TOBAa B3aMMOJICHCTBHE J1a TIOBIHSC
HeOJIaronpuaTHo e(h)UKACHOCTTA Ha MIEPOPATTHUTE KOHTPAICIITUBH, TPSOBA J1a ce 00bpHE BHUMAaHUE Ha
BHJIA Ha JICUCHUETO C MIEPOPaICH KOHTPALICIITHR.

EdexT Bbpxy Bapdapus (cyocrpar Ha CYP2C9)

MHorokpatHoTo npuinoxkeHre Ha A771726 He e umaino edekt BbpXy (papMakoKMHETHKATa Ha
S-Bapdapun, koeTo nokasBa, ue A771726 ne e uaxuOuTop winu uaAykTOop Ha CYP2C9. HabmonaBano
e o0aue HamanieHune ¢ 25% Ha MakCHMaJIHOTO MEXIyHapoIHO HOpManmu3upaHo croTHomeHne (INR),
korato A771726 ce mpunara eTHOBPEMEHHO C Bap(apHH, B CPaBHEHNUE ChC CAMOCTOSITEITHO
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npuiokenue Ha Bapdapun. ETo 3a10, korato BapdapuH ce mpujara ¢IHOBPEMEHHO, Ce MPEHopbuBa
BHUMATEIHO npociensBane Ha INR u HabOnroneHue.

4.6 DeprTHauTeT, OPEMEHHOCT U KbPMeHe

BpemenHoct

AxTHBHHAT MeTaboMUT Ha NeduyHomua, A771726 Moxe a MPUYMHU TSKKH Mai(opmanuu Ha
HOBOPOJCHOTO, aKO ce TpriIara 1mo Bpeme Ha OpemenHocT. Leflunomide Zentiva e mpoTHBOIOKAa3aH 0
BpeMe Ha OpeMeHHOCT (BK. Touka 4.3).

Kenu ¢ nerepoaen notenuuan TpsOBa Aa U3MOI3BAT €PEKTUBHA KOHTPALEIIIH [0 BpeMe Ha U JI0
2 ronuHU cnen nedeHunero (Bx. “Ilepros Ha nzyakBane” 1mo-moiy) win A0 11 1HU crep TedeHneTo
(Bx. ckbeenus “llepron Ha ouncTBaHe” MO-AOIY).

[ManmenTkara TpsiOBa 1a Ob/e yBeIOMEHa, Y€ aKO MMa HAKAKBO 3a0aBsiHE HA MEH3HCA WM HAKAKBA
Jpyra IprYrHA JIa 0J031pa OPEMEHHOCT, TS TpA0Ba BeHAra Ja Ipeaynpenu JeKaps 3a
M3BBPIIBAHETO Ha TECTOBE 32 OPEMEHHOCT, ¥ aKO ca TOJIOKUTEITHH, JIEKApAT U MallMeHTKaTa TpsAOBa 1a
o0CchHAAT pricka 3a OpeMeHHOCTTa. BB3MOXKHO € upe3 Obp30 HamalsiBaHe Ha HUBOTO HAa aKTUBHUS
MeTaboJUT B KPBBTA Ype3 3aM04YBaHe Ha MIPOIeaypara 3a eTMMUHUPAHE Ha JIEKapCTBOTO, ONMCAHA I10-
JI0J1y, OlIe NPH IbPBOTO 3a0aBsHE HA MEH3UCA J1a ce HaMaJIM PUCKa 3a IJI0Aa OT Je(IyHOMU.

[Tpu ManKo MPOCHIEKTUBHO MPOYyUYBaHe MpH JkeHHU (n=64), 3a0peMeHeNr HeIUTaHUPaHo, TOKATO ca
npueMany JedIyHOMHA 32 He TT0BeYe OT TPU CEAMUIIN CJIe]] 3a4eBaHETO U € IOCIIeABalla Mporeaypa
3a eIMMUHUpPAHE Ha JIEKapCTBOTO, HE ca HabrogaBaHu 3HaunMu paznuku (p=0,13) B obmaTa yectora
Ha 3HAYMMU CTPYKTYpHH AedektH (5,4%), B cpaBHEHHE C KOSATO U J]a € OT CPABHUTEITHUTE TPYIH
(4,2% B rpynata cbc 3abossBane [n=108] u 4,2% npu 31paBu OpeMeHHHU XeHU [n=78]).

[Tpu >xeHu, KOUTO MpuUeMar JeIYHOMUI U HCKAT Ja 3a0pEMEHEST, Ce MPENOopPbUBa eHA OT CIICAHUTE
MIPOLIEAYPH, 32 1a C€ KOHCTaTHpa, Ye IIIOIBT HE € U3JI0KEeH Ha TOKCUYHU KOHIIEHTpauuu Ha A771726
(TaprerHa xonmeHnTpanus oy 0,02 mg/l):

Ilepuoo na usuaxeane

Moske na ce ouakBa 1ia3MeHuTe HUBa Ha A771726 na 6bnat Han 0,02 mg/l 3a npoxbmKUTENeH
nepuoa. Moxe J1a ce o4akBa KoHIeHTpalusTa aa cnagae noa 0,02 mg/l okoso 2 rouHu cie
CITUpaHe Ha JICYSHUETO C JIeITyHOMHU/T.

Crnen 2-rouItieH Iepyuo1 Ha U34akBaHe, IIa3MeHaTa KoHIeHTparus Ha A771726 ce usMmepsa 3a
mspBu 06T, Clie]] TOBA IJIa3MeHaTa KOHIeHTparus Ha A771726 TpsOBa 1a ce ompeier OTHOBO CJe]
uHTepBai oT moHe 14 mqHu. Ako nBere Ta3MeHn KoHmeHTpanuu ca mox 0,02 mg/l, He ce ouakBa

TEPATOITCHCH PUCK.

3a gombaHKUTENHA HHPOPMALUS OTHOCHO U3CJIEIBAHETO, MOJIsL, CBbpiKeTe ce ¢ Ilpurexarens Ha
paspelIeHreTo 3a ynoTpeda UiH ¢ JIOKaJTHUS My NpeAcTaBUTeN (BXK. ToUka 7).

Ouucmesawa npoyedypa

Crnen ciupaHe Ha JICYEHUETO ¢ JeIYHOMU!

e  KoJIECTHpaMUH 8 g ce mpuiara 3 Ty JHEBHO 3a riepuox oT 11 aam,

e wm 50 g aKTUBEH BBIVICH Ha IPax ce Mpujiara 4 IbTH JHEBHO 3a Tiepuof oT 11 gam.

W mipu nBete npomemypu ob6ade, ce M3UCKBA MPOBEPKA C 2 OTACTHU TECTa MIPE3 WHTEPBA OT TIOHE

14 nHM K IepuoJ HAa M34aKBaHE OT MECEI] U TIOJIOBUHA MEX/y IIbpBaTa I0sBa Ha IJIa3MeHa
koHueHTpauus nof 0,02 mg/l u omnoxganero.
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JKenute ¢ AeTepoacH moTeHIMan TpsiOBa Aa ObaaT HHOOPMHUPAHH, Y€ Ce Hajlara Iepro.l Ha M3UaKkBaHe
OT 2 TOJIMHY CJIe/I CIUPAHE HA JICUSHUETO, MIPEIN TC JIa MOXKeE Ja 3a0peMeHsIBaT. AKO MepHUOAbT Ha
W34YaKBaHE OT MPUOJIM3UTEHO 2 TOAWHHU, C U3IOJI3BAaHE HA HA/ICX THA KOHTPAIICTIIIUS CE CUUTa 3a
HENpPaKTH4YeH, MOXKE JIa Ce Mpernopbya NpoPrIaKTHIHO Ha3HAYaBaHEe Ha OYMCTBAIA TIPOIIETypa.

U xonectupaMuH, ¥ akTUBEH BBIJICH Ha MMPaxX MOTaT Jia MOBJIMSIAT a0COpOIMsATa Ha ECTPOTESHU H
MpOTeCTareHy Taka, e HaIe)KIHa KOHTPAIICTIIINS ¢ TIEPOPATHA KOHTPAIISNITUBHY Ja HE MOXKe J1a ObJIe

OCHUT'YpEHA 10 BpEME Ha OYUCTBAIlaTa mpoueaypa ¢ KoOJIECTUpaMHH WKW aKTUBEH BBIJICH Ha Ipax.
HpenoquBa CC M3MOJI3BAHC HAa AJITCPHATUBHU KOHTPALICTITUBHU METOAU.

Kspmene

[IpoyuBaHusiTa IPU )KUBOTHU TIOKA3BaT, ye JIe(h TyHOMHU/] HJTH HETOBUTE METaOOIUTH IPEMUHABAT B
MJISIKOTO. 3aTOBa, KbPMEIINTE )KeHU He TPs0Ba Ja mpremar Jie(hIyHOMHUI.

DepTunurer

Pesynrature oT mpoy4BaHusiTa BPXY (DepTHINTETA IIPH )KUBOTHH HE Ca TIOKa3aJH €PEeKT BEPXY
MBKKHUS M KESHCKUS PEPTHIMTET, HO TIPU MPOYYBAHHUATA 38 TOKCUYHOCT TP MHOTOKPATHO MpUjIarane
ca Ha0JIoAaBaH HeXXelaHu e(DeKTH BEPXY MBKKUTE PEPOAYKTHBHU OpraHH (BXK. TOUKa 5.3).

4.7 EdexTn BbpXy cniocodHOCTTA 32 morpaHe u padoTa ¢ MAIIMHA

B ciy4yan Ha HeXenaHHM peakIMu KaTo 3aMasHOCT, CIIOCOOHOCTTA Ha MAEHTHTE 1a Ce KOHIICHTPUpAT
U J1a pearupaT MpaBHIHO MOXe /1a ObJe HapylleHa. B TakuBa ciydaun manueHTUTe TpsiOBa 1a ce
BB3ABPIKAT OT IoQupane U padboTa ¢ MaIIUHH.

4.8 Hexenanu JeKapcTBeHH peakuuu

0O0600mmenue Ha npoduiia Ha 6€30MaCHOCT

Haii-yecTo cbo011aBaHUTE HEXKENAHH PEaAKIIUK MTPpH JIeITyHOMHJI ca: JIEKO MOBHUILIABAHE HA KPHBHOTO
HaJIsIraHe, JEBKOIEHUs, TapecTe3us, T1aBo0oIne, 3aMassHOCT, InapHs, raJieHe, IOBPBINAHe,
HapyIIeHHs Ha YCTHaTa JIMraBua (Hamp. adTO3eH CTOMATHT, 13BU B ycTara), KOpeMHa 00JIKa, 3aCHiIeH
KOCoTIaJ], ek3emMa, 0OpHB (BKIFOUUTEITHO MaKyJIONAITYJI03eH 00puB), ChpOexk, cyXa Koxka,
TEHOCHHOBHT, ToBuinaBane Ha CPK, anopekcus, 3aryda Ha Terio (0OMKHOBEHO HE3HAYMMa), aCTEHHS,
JIeKH aJIepTUYHH PEaKiMy 1 TIOBHIIaBaHe HAa YEPHOAPOOHUTE TTOKa3aTesu (TpaHCaMUHa3u (0COOEHO
AJIAT), no-psako rama-GT, ankanna ¢ocdarasa, Ounupyoun).

Krnacudukarus Ha 0uaKBaHUTE YECTOTH:

Msmoro wectu (>1/10); wectu (=1/100 no <1/10); mnedectu (=1/1 000 mo <1/100); peaxu (=1/10 000 mo
<1/1 000); maOTO peaxu (<1/10 000), c HeM3BecTHA YecTOTa (OT HAIMYHHUTE JaHHU HE MOXe Ja Obie
HaIpaBeHa OIIEHKA).

[Ipu Bcsiko rpymnupaHe B 3aBUCUMOCT OT YECTOTaTa, HEXKEIAHNUTE JICKAPCTBEHH PEAKIINH Ce U30pOsSBaT
B HU3XOJSII PEJ 10 OTHOIIICHHE HA TAXHATA CEPUO3HOCT.

HUngpexyuu u ungpecmayuu
Penxu: TEXKH WHPEKINHU, BKIIIOYUTEIHO CETICUC, KOMTO MOKe fa Oblie araneH

Kakro npyru cpenctsa ¢ IMyHOCYNPECHBEH OTSHIUAN, JIe()IyHOMUA MOXKE Jja yBETHIH
NOJATINBOCTTA KbM MH(EKLNH, BKIIOUUTETHO OMOPTIOHUCTHYHH UH(EKINH (BXK. CHIIO TOUKa 4.4).
CrnenmoBarenHo o0IaTa 4yectora Ha HHQEKIMUTE MOXKeE Jia ce yBeIruHd (0coOEeHO Ha PUHUT, OPOHXHUT U
ITHEBMOHUSA).
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Heonnasmu-oobporxauecmeaenu, 3noxavecmeenu u HeonpeoeieHu (8K KUCMU U NOTUNU)
PucKkbT 0T 3710Ka4ecTBEHOCT, 0c00eHO UM poTponrdepaTHBHI HAPYIICHHS € YBEIUYCH MPH
ynoTpebaTta Ha HAKOM HMYHOCYTIPECOPH.

Hapywenus na kpvema u numgnama cucmema

Yectu: neBKkoneHus (1eBronuty >2 g/l)

Heuecru: aHemusl, Jeka TpoMOonuTorneHus (Tpomoonutu <100 g/l)

Penxu: MAHIUTOTICHHS (BEPOSATHO IBJDKAIIA CE HA aHTUNPOIH(EpPaTHBECH MEXaHU3bM),
neBkoneHus (JieBKouuTH <2 g/l), eosnHODMINS

MHoro penku: arpaHyJionuTO3a

Ckopo1rHa, eTHOBPEMEHHA HITH TIOCie/[Balla yrnoTpeda Ha MOTEHITHAIIHO MUEJIOTOKCHYHH CPEICTBa
MOKe J1a ObJie CBbp3aHa C IMO-BUCOK PUCK OT XEMaTOJIOTHYHH PEAKIUH.

Hapywenus na umynnama cucmema

Yectn: JIEKH aJIepTUYHY PEaKINN

MHoro penku: TeXKH aHa(UIaKTHYHN/aHA(DUITAKTOUTHHA PEAKLIUH, BACKYJIUT, BKIFOUHTEIHO
KOKeH HEKPOTH3UPAIIl BACKYJIHUT

Hapywenus na memabonusma u xpanenemo

Yecrtu: nosumaBane Ha CPK

Heuectn: XUTOKAJIEMIsI, XUTIEPIIATHASMHs, XuoQochaTemust
Penkn: nosuiasade Ha LDH

C mensBecTHA

YeCcTOoTA: XUIOYPUKEMHUS

Tcuxuunu nHapywenus
Heuectu: TPEBOXXHOCT

Hapywenus na nepsnama cucmema
Yectu: napecTesus, TI1aBo0oIue, 3amMaiiBaHe, eprudepHa HeBPOIaTUs

Cvpoeunu napywenus
Yecru: JIEKO TIOBUIIIaBaHE HA KPBBHOTO HaJIsITaHE

P CIOKH: SHAYUTCIIHO IMOBHUIIABAHC HA KPbBHOTO HAJIAATAHE

Pecnupamopnu, epvonu u meouacmuHanuu HapyueHus

Penxu: UHTEePCTHUIMAIHA OetoapoOHa 00JIeCT (BKIIOUNTEIIHO HHTSPCTUITNATICH
MTHEBMOHUT), KOSITO MOXe J1a Ob/e aranHa

C HeusBecTHA 6emoapobHa XUTIEPTOHHUS

YecToTa:

Cmomawmno-upesHu HapyuieHus

Yecru: KOJIUT, BKIIFOUUTEITHO MUKPOCKOTIMYEH KOJIUT, KaTO HallpuMep JTUMQPOIUTEH KOJHT,
KOJIAT€HO3CH KOJIUT, AUapus, rajieHe, IOBphIIaHe, yBPeKIaHEe Ha yCTHATA
nuraBuna (Hanp. ahTo3eH CTOMATHUT, A3BU B ycTaTa), KopeMHa 0oika

Heuecru: HapyIIeHHUs BbB BKyca

MHoro penxu: ITAHKPEATUT

Xenamobunuapnu napyuwenus

Yectn: MMOBHUITIaBaHE HA YePHOIPOOHUTE TIOKa3aTeu (TpancamuHasu [ocodeHo AJIAT],
no-psiaxo rama-GT, ankanna ¢pocarasza, Onaupyoun)

Penxu: XeTaTHT, XbJITeHHULA/X0JIecTa3a

MHoro pejiku: TEKKO YEPHOJIPOOHO YBPEKIaHE KaTO YepHOpoOHA HETOCTATHYHOCT U OCTPa

YepHOAPOOHA HEKpO3a, KOUTO MoraT Jia Obaat (haTaiHu
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Hapymenuﬂ HA Kodcama u NOOKONCHAMA MbKAaH

Yecru: 3aCHJICH KOCOTIa/l, eK3eMa, OOPHUB (BKIIFOUUTEIIHO MaKyJIONayI03eH O0pHB),
CcBbpOeXK, Cyxa Koxa

Heuectu: ypTUKApUS

MHoro peiku: TOKCHYHA enuepMaliHa HeKpoJin3a, CHHApoM Ha Stevens-Johnson, eputema
MynTudopme

C HemsBecTHa KOXCH JIYITyC EPUTEMATO/IEC, MTyCTYJIO3EH IICOPUA3KC WK BIIOIIaBaHE HA

4ecToTa: TICOPHA3HUC, JICKAPCTBEHA PEAKITHS C CO3UHODUIINS H CHCTEMHH CHMITTOMU

(DRESS), xoxHa s13Ba

Hapywenust na myckynno-ckenemnama cucmema u CoeOUHUMETHAMAa MovKaH
Yectu: TEHOCUHOBUT
Heuectn: CKBCBAaHE Ha CyXOXKHUIINE

Hapywenus na 6wopeyume u nukounume nomuua
C HemsBecTHA O0BOpevTHa HETOCTATHYHOCT
YecToTa:

Hapywenus na ev3npouzsodumennama cucmema u 2bpoama
C HeusBecTHA IpaHUu4HO (0OpaTHMO) MOHWKABAHE HA KOJIMYECTBOTO Ha CIIEPMATO30HUIUTE,
YecToTa: o0miust Opoit criepMaToO30MIN U TIOABHKHOCTTA M

Obwu Hapywenus u epexmu Ha MACMOMO HA NPUTONHCEHUE
Yectu: aHOpeKcHsi, 3ary0a Ha Tersyio (0OMKHOBEHO HE3HAUYMMa), aCTCHUS

Cpo0111aBae Ha NOJAO03UPAHU HEKEIAHU PEAKIIAHI

CpoO0I1aBaHeTo Ha MOIO3UPAHU HEKEIIAHU PEaKIIMHU Cliel] pa3pelaBaHe 3a yrnorpeda Ha JeKapCTBEHUS
MPOAYKT € BakHO. TOBa IM03BOJIsABA Ja MPOIBJKKM HAOIOICHUETO Ha ChOTHOIIICHUETO IMOJI33/PUCK 32
NeKapcTBeHUS MPOoAYKT. OT MEIUIIMHCKUTE CIICIIUAINCTH C€ U3MCKBA J]a ChOOIIaBaT BCAKA
MOJI03UPaHa HEXKEIaHa PeaKIMs Ype3 HAIMOHAIHA CUCTeMa 3a ChOOIIaBaHe, IOCOYCHA B

Ilpunoxenue V.

4.9 Ilpeno3upane
CumnromMu

Hma cpo0mieHns 3a ciy4ad Ha XpOHUYHO Npeo3upaHe Mpy NalueHTH, IpHeMaly JeQIyHOMH/] B
JTHEBHH JI03H JI0 TIET ITBTH MO-TOJIEMH OT IPETopbYHTeIHATA JHEBHA /103, M CIIydan Ha OCTPO
npeo3upaHe Mpu Bb3paCcTHU U Jiena. Hsama cho0IeHns 3a Hexenanu ChbOUTHS MPH MO-ToJIsIMaTa 9acT
OT CcIy4auTe Ha npefosupane. Hexxenannte cbOUTHS, CbBMECTHMH C NpoduiIa Ha 6€30MacHOCT Ha
nedIyHOMH]I ca: KOpeMHa 0oJIKa, TaJieHe, Tuapusl, MOBUIICHU YepHOIPOOHN SEH3UMH, aHEMUS,
JIEBKOTIEHHSI, ChPOEK U 0OpUB.

OsnagsBane

B cnyuail Ha mpeno3upaHe UM TOKCUYHOCT, CE€ MPENOPbUYBA IPUEMAHETO HA KOJIECTUPAMUH WIIN
aKTHBEH BBIJICH 3a YCKOPSABAHE HA eMMHUHKpaHeTo. KonecTupaMuH, MPHIIOKEH NepOPaTHO B 1032 OT
8 g TpH BT THEBHO 32 24 Yaca Ha TpUMa 3[IpaBH JOOPOBOJIM € HaMaIWJI IJIa3MEHUTE HUBA Ha
A771726 ¢ oxono 40% 3a 24 vaca u ¢ 49% no 65% 3a 48 gaca.

JloxazaHo e, 4ye MPHIIOKEHNETO Ha aKTHBEH BBIVIEH (IIpax, MPUTOTBEH KaTO CYCIeH3Ms) Mpe3 ycTaTa
WK upe3 HazoractpaiHa conaa (50 g Ha Bceku 6 yaca 3a 24 yaca), HaMaJIsIBa IJIa3MEHUTE
KOHIICHTpAIMK Ha akTUBHUSA MeTabomut A771726 ¢ 37% 3a 24 vaca u ¢ 48% 3a 48 yaca.

Te3n ouncTBaIM MPOLIEYPH MOXKE J]a C€ TIOBTOPST MPU KIMHIYHA HEOOXOIUMOCT.

IIpoyuBanus npu xemoauanuza u CAPD (xpornuHa aMOynaTopHa epUTOHEATHA qHalin3a) MOKa3Bar,
ye A771726, OCHOBHUST META0OIHT Ha JiehIyHOMHU/] HE MOJKE J1a Ce THaJIU3Hpa.
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5. ®APMAKOJIOTMYHU CBOMCTBA
5.1 ®apmakoaAMHAMHYHU CBOHCTBA
®dapmMakoTepaneBTHYHA TpyTa: ceneKTuBHN nMyHocynpecopu, ATC kox: LO4AKO1

dapMakoJIOrus Ipu Xxopa

Jlepmynomuz e 6oecT-MoqubUIIMPAIIO AHTUPEBMATHYHO JIEKAPCTBEHO CPEICTBO C
aHTHIPOJIM(EPaTHBHU CBOICTBA.

dapMakoJIOrus IPH KUBOTHHU

Jlepmynomuz e eekTUBEH MPU MOJETH HA apTPUT U IPYyTU aBTOMMYHHU 3a00JIsIBaHHS NIPY KUBOTHH,
a Taka ChIIO W MIPY TPAHCIUIAHTALIMS, TTIABHO aKo Ce MPUIJIOKHU BBB (hazaTa Ha ceHcuOmnu3upane. Toit
MMa UMYHOMOyTUpAIlK/IMyHOCYIPECUBHH CBOWCTBA, AEHCTBA KaTO aHTUIPOIU(EPATUBHO CPEACTBO
C MPOTUBOBB3NAIUTEIIHH CBOHCTBA. [IpH )KUBOTHHCKH MOZETN HA aBTOMMYHHU 3200 IsIBAHUS
nedIyHOMU] TOKa3Ba Hall-1o0Bp MPOTEKTHBEH e(eKT MpH MPHUIIOKEHUE B paHHAaTa (a3a Ha pa3BUTHE
Ha 3a00JI5IBaHETO.

In vivo ot 6bp30 ¥ IOYTH HATBITHO ce MeTabomu3upa 10 A771726, KOWTO € aKTUBEH in Vitro u ce
Nperoara, ue € OTTOBOPEH 32 TePareBTHYHUS €(EKT.

MexaHnU3bM Ha IEWCTBUE

A771726, akTHBHUAT METAaOOJIUT Ha JIehIIyHOMU]I, TOTUCKA SH3UMAa JIUXUAPOOPOTAT ACXUAPOTeHa3a
(DHODH) nipu xopa u nposiBsiBa aHTUTIPOTH(DEPATHBHO AEUCTBUE.

Knunnuna edukacHocT ¥ 6€300aCHOCT

Pesmamouden apmpum

EdukacHocTTa Ha nedryHOMU/I ITpH JICYCHUE HA PEBMATOH/ICH apTPHT € JoKazaHa mpu 4
KoHTponupany m3nutBanus (1 BeB ¢aza Il u 3 BB daza III). [Ipu daza Il usnureanero, npoyuBane
YU203, 402 y4yacTHUIM C aKTUBEH PEBMATOMCH apTPUT ca paHAOMHM3HUpaHu Ha mianebo (n=102),
neduyHomun 5 mg (n=95), 10 mg (n=101), wiu 25 mg/nueBHo (n=104). JIeueHUETO € MPOIBIKUIO
6 mecena.

Benuku narnenty BB ¢asa 1l n3nureanusTa ca mpuemanu HayanHa o3a ot 100 mg 3a Tpu nHU.
IIpu npoyuBanero MN301, 358 yyacTHULIM C aKTUBEH PEBMATOUIEH apTPUT Ca paHJOMU3UPaHU HA
nedynomun 20 mg auesHo (n=133), cyndacanasun 2 g aaepHo (n=133) wium miane6o (n=92).
Jleuenuero e mpoabIKUIO 6 Mecela.

[TpoyuBanero MN303 e daxynTaTuBHO CIIAAII0 6 MECEYHO IPOIBIDKeHHe Ha ipoyuBane MN301 6e3
iane0o rpymna, mpyu KOeTo ce cpaBHsABa ePEeKTHT OT 12 MecedHo MprueMaHe Ha JIeIyHOMUL 1
cyidacayiasuH.

IIpu npoyusanero MN302, 999 ydacTHUIM ¢ aKTUBEH pEBMATOUAECH apTPUT Ca paHAOMHU3HPAaHH Ha
nedynomua 20 mg/maesHo (n=501) uiau merorpekcar 7,5 mg/ceamMuyHo A0 15 mg/cenMuuHo
(n=498). [lobaBsiHeTO Ha (posreBa KuceIMHA € OUJI0 10 U300p U € mpuaarado camo mpu 10% ot
nanueHTute. JledeHneTo e npoawkmiIo 12 Mecena.

IIpu npoyusane US301, 482 y4acTHUIM ¢ aKTUBEH PEBMATOUJIEH apTPUT Ca PaHIOMHU3MPAHH Ha
nedaynomuy 20 mg/maeBHo (n=182), MmetoTrpekcar 7,5 mg/ceqmuuno 1o 15 mg/ceqmuyno (n=182),
win mane6o (n=118). Beuuky naumenTtyu ca nonyvasany no 1 mg ¢onuesa kucenmHa aBa MbTH
JTHEBHO. JleueHnero e mpoabmkuio 12 mecena.

Jlepmynomup B mHeBHA n03a Haii-manko 10 mg (10 go 25 mg B mpoyusane YU203, 20 mg B
npoyusanust MN301 u US301) e nokasan cTaTUCTHYECKH 3HAUUMO NO-100Bp edekT oT mianedo npu
HaMaJIABaHE Ha MPU3HAIUTE U CUMIITOMHUTE Ha pEBMATOMIHUS apTPUT MTPH BCHYKH 3 Tu1ane6o-
KOHTpOJHMpaHu m3nuTBaHus. CTereHTa Ha OTTOBOp Ha JiedeHueTo 1o kinacudukanusra Ha ACR
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(AmepuKaHCKHSA KOJIEXK IT0 peBMaToJIoTus), B ipoyuBaneTo Y U203 e 27,7% npu muane6o, 31,9% npu
5 mg, 50,5% npu 10 mg u 54,5% npu 25 mg/nueBHo. [Ipu daza Il n3nuTBaHuATA, CTETIEHTA HA
otroBop o ACR 3a nedaynomua 20 mg/mHeBHO, cpsimo anedo e 54,6%, cupsimo 28,6%
(npoyuBane MN301) u 49,4%, cipsimo 26,3% (npoyusane US301). Cnen 12 mMecena Ha akTHBHO
JedeHue, crenedra Ha otroBop o ACR mpu manmenTure Ha nedyHomun e 52,3% (mpoydBaHus
MN301/303), 50,5% (mpoyuBane MN302) u 49,4% (npoyusane US301), B cpaBaenue ¢ 53,8% mpu
nanueHTuTe Ha cyndacanaszut (nmpoyusanust MN301/303), u merorpekcat - 64,8% (npoyuBaHe
MN302) u 43,9% (npoyusane US301). [Tpu mpoyuBane MN302 nedryHOMA] € 3HAYUTEITHO MO-C1a00
edextuBeH ot MeToTpekcar. Obaue, mpu mpoyuBane US301 He ca ycTaHOBEHH 3HAYMMHU PA3IHKH
MEXIY JIeITyHOMH 1 METOTPEKCaT, B MbPBUYHUTE MapaMeTpH 3a epukacHocT. He e HabironaBaHa
pasziuka Mexay Jieayrnomun u cyndacanasus (nmpoyuane MN301). EQekThT 0T ieueHUETO ¢
nedTyHOMU]] ce € TIPOSIBIII cire]] 1 Mecerr, cTabuim3upant ce e cien 3 70 6 Mecera U € MPOIBbJDKUII 0
BpeMe Ha IeNus Kypc Ha JICUeHHE.

Parmomm3upano, TBOHHO-CIIATIO, TAPATIETHOTPYIIOBO, HOHHH(EPHOPHO MPOYIBaHE, CPABHABA
OTHOCHUTENHaTa e(h)UKACHOCT Ha JIBE Pa3IMIHN JHEBHU NMOAAbpKay 1o3u JeduryHomua 10 mg u

20 mg. Ot pe3ynTaTHTE MOXKE JIa ce 3aKJII0UH, Ye PE3YJITATUTE 3a e(hUKACHOCT Ha MOIbpIKAIaTa 1032
ot 20 mg ca 1mo-01aronpusATHA, HO OT APYyTa CTpaHa, pe3yaTaTuTe 3a 0€30MacHOCT ca B 1032 Ha
noAabpikalara 103a ot 10 mg.

Ileouampuuna nonynayus

Jlepmynomuz e u3cnenBaH B OTACIHO MYJITHLEHTPOBO, PAHIOMHU3UPAHO, ABOHHO-CIISIIO, aKTUBHO-
KOHTPOJIMpaHO U3NHUTBaHe Npy 94 manuenTH (47 B Tpyma) ¢ MOJUAPTUKYJIAPEH TUI IOBEHIIIEH
peBmaTouzieH apTput. [lanuenture ca Ha Bb3pacT 3-17 ronuHu, ¢ akTUBEH MOJIUAPTUKYJIapEH THIT
KOPA, HezaBrcHMO OT HA4aJIOTO Ha 3a00JSBAHETO U HE ca JIEKyBaHH JJ0CEra C METOTPEKCcaT WIIH
nedaynomua. B ToBa m3nuTBaHe, HaTOBapBalaTa 103a U NOANbPIKALIATA 1034 Ha JIEQIyHOMHUT ca
OTIpeJIeJIeHH B TPU KaTeropuu, B 3aBucuMoct ot ternoro: <20 kg, 20-40 kg u >40 kg. Cnen

16 ceqmuLu Ha JIeYEHUE PA3/IMKaTa B CTENICHTA Ha OTTOBOP € CTAaTUCTUYECKU 3HaYMMa B I10J13a Ha
metotpekcart npu FOPA Onpeznensine Ha nogodpenueto (OI1) >30% (p=0,02). Ilpu pearupanute, T031
OTrOBOp € MOJABbPXKaH B MPOAbIDKeHNE Ha 48 ceqmuiu (BXK. Touka 4.2).

XapakTepbT Ha HEXKEJIaHUTE ChOUTHS Ha JICQIYHOMH] U METOTPEKCAT U3IJIeXkK1a CXO/IEH, HO 103aTa,
M3M0JI3BaHa MIPY MALUEHTH ¢ O-HUCKO TEIJI0, BOAM A0 OTHOCUTEIHO HUCKA EKCIIO3ULUS (BXK. TOUKA
5.2). Te3u naHHM HE MO3BOJISABAT e(heKTUBHA U Oe30MacHa MpenopbKa 3a J03UPOBKa.

Ilcopuamuuen apmpum

EduxacHoctTa Ha nedyHOMU IPH JICUEHNE HA TICOPUATUYEH apTPUT € I0Ka3aHa Py KOHTPOJIUPAHO,
paHIoOMHU3UpPaHo, ABOMHO-cisno poyyBane 3L01 nmpu 188 manmenTtu ¢ ncopuaTuyeH apTpurT,
nexkyBanu ¢ 20 mg/neH. [IpoaboKuTeTHOCTTa Ha JIeueHHe € 6 Mecena.

Jlepnynomu 20 mg/neH € 3HaYUTETHO O-A00bp OT IUIanedo 3a HaMajsiBaHe Ha apTPUTHUTE
CUMTOMH TIpY HarMeHTy ¢ ncopuatnueH aptput: KOJIITA (Kpurepun 3a 0TTOBOp KBbM JICUEHHUETO HA
NICOpHATHUEH apTpuT) pearupanute ca 59% B rpynara Ha neduryHomun u 29,7% B rpynara Ha
rtane6o 10 6 mecera (p<0,0001). EdexTsT Ha nedayHoMu] BBpXY NOJ00psiBaHe HA PYHKIHUATA U
HamaJsBaHe Ha KOKHUTE JIE3UH € YMEPEH.

Tlocmmapkemuneoeu npoyueanus

Panpomusupano npoyyBaHe olleHsIBa KIMHHYHO eUKacHaTa CTENeH Ha OTIOBOP MPH HEJIEKYBAaHU C
BMAJIC nanuentu (n=121) ¢ panen PA, kouro ca nmomyuaanu 20 mg winu 100 mg neduryHomu B
JIBE MapajiesHy TPYIH, 10 BpeMe Ha HayallHHUs TPUAHEBEH IBOWHOCIN nepuoa. HavamHust nepuog e
MOCJIe/IBaH OT TPUMECEUEH OTKPHUT IO TbPIKAIIl TIEPHOJL, TI0 BpeMe Ha KOWTO U JIBETE TPYITH ca
nony4apaiu jgedayHoMua B 1o3a 20 mg qHeBHO. He e HaOmojaBaHo HapacTBaHe Ha 00IaTa Moj3a B
M3CIeIBaHaTa MOMyJIalys Py NPUIOKEHUETO Ha HATOBapBallla cxema Ha npuiarane. Jlanaute 3a
0e30macHoOCT, MOJIyYeHH OT JIBETE Py Ha JIEYEHHUE, Ca B CbOTBETCTBUE C M3BECTHHUSA NPOQHI HA
Oe3omacHOCT Ha J1e()ITYHOMUI, KATO YeCTOTaTa Ha CTOMAIIHO-YPEBHH HEXKEJIaHU ChOUTHS U Ha
MOBHUIIIEHU YePHOAPOOHHN €H3UMH € M0-BUCOKA MPY MaLlMEeHTUTE, TI0IyJaBalllyd HaTOBapBalia J103a OT
100 mg nedrynomun.
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5.2 ®apmMakoKMHETHYHH CBOWCTBA

Jlepmynomuza 66p30 ce MeTaboIM3Mpa 1O aKTUBHUS CH MeTabonuT, A771726 upe3 “first pass”
MeTa00IM3bM (Upe3 OTBapsiHE HA MPBCTEHA) B YpeBHATA CTEHA U YepHus npod. [Ipu mpoyusane c
M30TONHO Oenssan “C-nedayHOMU IpH TPEMa 3ApaBU 0OPOBOJIIHM, HE € HAMEPEH HEIPOMEHEH
nedayHOMU] B TUTa3MaTa, ypuHaTa uin ¢exanuute. [Ipu apyru npoydBanus, psAKO ce OTKPUBAT
KOJINYECTBA HEMPOMEHEH JIe(IyHOMU B IJIa3Mara, B IUIa3MEHH HUBA OT MOpsIbKa Ha ng/ml.
EnmHCTBEHUAT pamroakTHBEH METa0OIUT B TuTazmata ¢ A771726. To3u MeTabOIHT € OTTOBOPEH U 3a
edexTuTe Ha JePIyHOMUS in Vivo.

AOGcopOrus

JlaHHu 3a eKCKpenusTa oT npoyusate ¢ '*C mokassar, ue Haii-manko 82 10 95% or no3ata ce
abcopOupa. Bpemero 3a mocturane Ha MakCUMalTHATa TUTa3MeHa KOHIeHTpalws Ha A771726 € MHOTO
pazigHo: Mexay 1 u 24 gaca cien efHOKpaTHO rpreMane. JledryHoMug Moxe fa ce mpremMa
€IHOBPEMEHHO C XpaHa, Thi KaTo CTeNeHTa Ha abcopOIus € cpaBHIMA Ha TJIaTHO ChbCTOSIHUE U CIIEe]
xpaneHe. [lopaau U3BbHPETHO OBIATHS MTOTYKUBOT Ha A771726 (okoJ0 2 ceAMUIM), TPU KIMHUYHHUTE
MpOyYBaHUs € U3MOI3BaHa HaToBapBaiia qo3a oT 100 mg 3a 3 mHM 32 T0-0BP30 JOCTUTAaHE HA
cTarpioHapHU HUBa Ha A771726. M3uncieno e, e 6e3 HaToBapBaila /1032 3a JOCTUTAaHETO Ha
CTallMOHAPHU IJIa3MEHU KOHICHTPAIIUH 1IC Ca HCO6XOI[I/IMI/I I[IOYTHU ABa MECCla MPUITOKCHUC. HpI/I
MPOYYBAaHUSA C MHOI'OKPATHO IIPUI0KEHHE, IIPU MAlUEHTH C PEBMATOUIEH apTPHT,
(hapMaKOKHHETUIHUTE MapamMeTpu Ha A771726 ca nuHEWHN 3a T030BUS IUana3oH oT 5 1o 25 mg. [lpu
TE3W MPOYYBAHUS, KIIMHUYHUAT €PEeKT € IMPSKO CBbP3aH ¢ Tula3MeHaTa KoHueHTpauus Ha A771726 u
Ha JHeBHATa 7032 Ha jedayHomua. [Ipu no3a ot 20 mg/aHeBHO, CpeiHATAa TUIa3MeHa KOHIIEHTPAIHs
Ha A771726 B cTanmoHapHO cheTosIHUE € pubam3uTenHo 35 pg/ml. [Ipu cranroHapHo ChCTOSTHHE
IJIa3MEHUTE HUBA €a OKOJIO 33-35 mbTH MO-BUCOKH, CPABHEHU C TE3U MIPU €IMHUYHA 1034.

PasnpeneneHue

B uwoBemkara mazma A771726 ce cBbp3Ba €KCTEH3UBHO C IpoTenHuTe (andymunute). HecBbp3aHnata
yact e okoJo 0,62%. Cebp3BaneTo Ha A771726 ¢ mna3mMeHus anOyMyH € JIMHEHHO B PAMKUTE Ha
TepaneBTUYHNUTE TUTa3MEHN KOHIIEHTpanuu. To e JeKo HaMalleHO U BapuaOMIIHO MPH MAIlUEHTH C
PEBMATOUICH apTPUT WM XPOHUYHA ObOpEYHa HEJOCTAThYHOCT. EKCTEH3MBHOTO CBBpP3BaHE Ha
AT71726 ¢ npoTenHUTE MOXKE Aa TOBEAE 10 U3MECTBAHE HA APYTU EKCTECH3UBHO CBbP3aHU JIEKAPCTBA.
[MpoyuBanus in vitro 3a B3auMOJIeHiCTBHE Ha HUBO CBHP3BaHE C IUIa3MEHUTE IPOTEHHHU C BaphapHH B
KJIMHAYHO 3HAYMMH KOHIICHTPAILIMK He MOKa3BaT B3auMoieiicTBus. [loo0H npoy4BaHus ¢
noymnpodeH u qukiIodeHak ChIo He IOKa3BaT u3MecTBaHe Ha A771726 oT MACTOTO My Ha CBBP3BaHe,
JIOKaTo HecBbp3aHaTa (pakuus Ha A771726 ce yBenuuasa 2 10 3 bTH NPU HATWYHE Ha TOJIOYTaMUI.
A771726 nzmectsa ubynpodes, aukinodenHaxk u ToadyTaMul, HO HECBbp3aHaTa Qpakiys Ha Te3n
JIEKApCTBEHU MPOIYKTH ce yBenuyana camo ¢ 10 go 50%. Hsama naHHM 3a KIIMHUYHO 3HAYEHHE HA TE3U
edexru. [lopaau 3HAUNTEITHOTO CH CBBP3BaHe ¢ Mia3MennTe oentbun A771726 nMa HUCHEK 00eM Ha
pasmnpenenenue (okosio 11 aurpa). He € ycraHoBeHO nipe)epeHIIMAIHO TTOEMaHe OT EPUTPOLIUTHUTE.

Buorpanchopmars

Jlepmynomuz ce metabonuzupa 10 eanH ocHOBeH (A771726) u MHOTO JpyTH BTOPOCTENEHHH
MeTaboauTy, BkmountenHo TFMA (4-tpudnyopomernnanuimg). MerabonutHaTa
onotpanchopmarms Ha nedayHomua 10 A771726 u nocieaBamust Metabonm3sM Ha A771726 He ce
KOHTPOJIMPA OT €IMHUHCTBEH €H3UM U CE U3BBPIIIBA KAKTO B MUKPO30MAJIHATA, TAKa M B IIUTO30JTHATA
KJIeThuHU Ppakuuu. [IpoyuBanus 3a B3aUMOAEHCTBHE C IMMETUANH (HEeCTIeHU(PHUeH HHXUOUTOP Ha
uToxpoM P450) u pudammuiun (HecnenuduueH nuroxpom P450 naaykTOp) MOKa3Bar, 4e in vivo
CYP en3umuTe yuactBat B MeTabonm3Ma Ha Ie(IyHOMHU CaMO B MaJIKa CTETICH.

Enumunupane

Enumunupanero Ha A771726 e 6aBHO U ce XapakTepu3upa ¢ KIUPBHC OT nmopsiabka Ha 31 ml/h.
EnvMUHAIIMOHHUSAT MOTY)KUBOT € OT MopsibKka Ha 2 ceamunu. Cren npuioxeHne Ha Oensa3aHa ¢
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W30TOII 71032 JIEQITYHOMHU/I, PaIMOAKTHBHOCTTA CE OTAECIS SJHAKBO BHB ()EeKATMUTE, BEPOSTHO Upe3
eJIMMHUHUPAHE C JKJIbUKaTa, U B ypuHata. A771726 Moke 1a ce OTKpUE B ypuHaTa U (DeKaJTuUTE 10
36 nHM ciel eMHOKPATHO MpueMaHe. [ TaBHUTe MeTa00INTH B YPUHATA Ca TIIFOKYPOHUIU Ha
neduryHoMu I (TJIaBHO B ipobuTte oT 0 10 24 yaca) M OKCaHWIIOBO MPOu3BOAHO Ha A771726. BB
(dhekamuTe ce OTKpuBa riaaBHO A771726.

YCcTaHOBEHO €, e IpH XOpa MPIIOKEHUETO Ha MepopaiHa CYCIICH3MS aKTHBCH BBIJICH HA TIPax WU
KOJIECTUPAaMUH BOJIU 10 OBP30 M 3HAUMTEITHO YCKOpsIBaHE Ha eKckperusaTa Ha A771726 u HamansBaHe
Ha TUIa3MEHNTe KOHIIeHTpanun (Bx. Touka 4.9). ToBa ce Ib/DKHM Ha CTOMAITHO-YPEBEH MEXaHU3bM Ha
OTJICJISIHE W/WJIA HAa PEKhCBAHE HA CHTEPO-XETATAIHUS ITUKBIL.

Bbr0Opeuno yBpexmaHe

JlemyHoMuy € mpuiiaraH KaTo eAMHUYHA repopaiHa o3a ot 100 mg npu 3 narueHTy Ha
XEeMOAHMANIN3a U 3 MaMeHTH Ha IPOIBIDKATETHA iepuToHeanna auanmsa (CAPD).
®dapmakoknHeTnkaTa Ha A771726 npu manuenty Ha CAPD m3riexna cxomHa ¢ Ta3u IpH 3ApaBH
noopoBosiy. [To-0bp30 enuMunupane Ha A771726 e HaOIOaBaHO MPH MALUEHTUTE HA
XEMOJIMANN3a, KOETO HE CE ABJDKU Ha CKCTPAKIIMS Ha JIGKAPCTBEHHUSI MPOIAYKT B JHATH3ATA.

YepHOoaApoOHO YBpEKIaHE

Hsama nannum 3a eyeHne Ha MAMEHTH ¢ YepPHOAPOOHO yBpeKIaHe. AKTUBHUAT MeTabomuT A771726 e
CBBpP3aH B IojisiMa CTCTICH C IIPOTCUHUTE U CC€ CIIMMUHUPA YPE3 qepHOJ:[p06eH METa0O0IN3bM U KIIbYHA
cekpenus. Te3u nmporecu Moke 1a ObAAT MOBIUSHHA OT YEPHOIPOOHA TUCYHKIIHS.

[lemnaTpryHa MOMyJIamus

®dapmakokuHeTHKaTa Ha A771726 cien nepopaiHo NpuiIoKeHHe Ha JieTyHOMU] € U3CiIeIBaHa pu
73 nmenuaTpUYHM MAIUEHTH C IMOIMApPTHKYJIapeH THIT I0OBeHWIeH pesMarounieH aptput (FOPA) Ha
BB3pacT oT 3 10 17 rogunu. Pe3ynraTure oT nomynanuoHeH (apMaKOKHHETHYCH aHAJIU3 Ha TE3U
MPOYYBaHUs MIOKA3BaT, Ye MEAUATPUUHUTE MALMEHTH C TeJiecHO Terio <40 kg umar HamasieHa
cuctemHa excrio3utys (u3mepena upe3 Cs) Ha A771726, mo100HO Ha BB3PACTHUTE MAIUEHTH C
peBMaTOUICH apTPUT (BXK. Touka 4.2).

Crapuyecka Bb3pacT

®apMaKOKHMHETHYHUTE JAHHU IIPH JIUIA B CTapyecKka Bb3pacT (>65 roguHu) ca orpaHUueHH, HO
CHOTBETCTBAT Ha (DapMaKOKMHETHKATA MIPHU ITO-MJIaJUTE BH3PACTHH.

5.3 IIpeakJMHMYHU JaHHM 32 0€30MACHOCT

JlepmyHOMM, IPUITOKEH TIEPOPATHO U HHTPANIEPUTOHEATTHO € U3CJICABAH B TIPOYYBAHHS 33 OCTPa
TOKCUYHOCT IPU MUIIKU U IIIbX0Be. [IpoyyBaHus TPy MHOMOKPATHO NEPOPATHO MPUIIOKEHHUE Ha
nedTyHOMU]T TIPU MHIIKY 32 TIEPUOJT OT 3 Mecella, TUTbX0BE M KydeTa 710 6 Mecela U MaiiMyHH J10

1 mecery moka3Bar, 4e TJIaBHUTE TapTeTHHU OPTaHM 32 TOKCHYHO YBPEXAaHE ca KOCTHHS MO3BK, KPBBTa,
racTPOUHTECTHHAIHUS TPAKT, KOXKATa, Jallaka, TAMyca U TUMQHHUTE Bh3JH. [ TaBHUTE eeKTH ca
aHeMus, JICBKOTICHHs, HaMasneH Opoil Ha TPOMOOLIUTUTE U MTAHMHEJIONATHs U OTPa3siBaT OCHOBHUS
MEXaHU3bM Ha JCHCTBHE Ha BemecTBOTO (MmoTHcKaHe Ha cuHTe3aTta Ha JJHK). [Ipu mrsxose u kydera
ca Hamepenu Tena Ha Heinz w/umun Howell-Jolly. [Ipyrure edektu, ycraHOBEHH BBPXY ChPIIETO,
YyepHHs Apo0, KOPHEATa U PECIUPATOPHUS TPAKT OMXa MOTIIH Ja ce 0OSCHAT ¢ MH(EKLUH BCIIEICTBUE
Ha UMyHocynpecusTa. TOKCHYHOCT NP )KUBOTHHUTE € YCTAaHOBEHA MPH 1031, EKBUBAJIECHTHHU Ha
TE€paNeBTUYHUTE JI03U IIPU XOPA.

Jlepnmynomun He € myTareHeH. Bropoctenennust Metabonut TFMA (4-TpudryopoMeTHiIaHuIInH)

MPEN3BUKBA KJIACTOT€HHOCT U TOYKOBU MYTAIIMH K Vifro, KaTO JIMIICBAT IOCTaThYHO JaHHU JaJIU TOU
MOJKE J1a ITPEeIU3BUKa TO3U eEKT in vivo.
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[Ipu npoyuBaHe 32 KAPIIMHOTECHHOCT TIPU  TUTHXOBE, JISITYHOMUJT HE € TIOKa3aJl KaplIHHOTeHEH
noreHnual. [Ipu npoyyBane 3a KapIUHOTEHHOCT MIPY MHIIKH € Ha0JIIoJaBaHa IMo-BHCOKA YeCTOTa Ha
3JI0KaQ4eCTBEH JTUM(POM MPU MBKKHUTE B Tpylara Ha Hall-BUCOKA 71033, HAali-BEPOSITHO JIbJIXKAII CE Ha
UMYHOCYTIpecuBHHS e(eKT Ha neduryHoMu. [Ipy sKEHCKH MUIITKY € HAa0JII0IaBaHO J0303aBHCUMO
yBeJIMYEHIE Ha 9eCTOTaTa Ha OPOHXHOIIO-TBEOIApHH a/IEHOMU U KapIIMHOMH Ha Oemwst 1po0.
3HAYCHUETO HA Te3HW HAXOJKHU NP MUIIKH 32 KIMHHYHATA yIoTpeOa Ha JedIyHoMuI He e
YCTaHOBEHO.

JlepmyHoMuza HAMa aHTUICHHHU CBOMCTBA MPH KUBOTHHCKU MOJAEIIH.

Jlepnmynomuza e eMOpPHOTOKCHYCH U TEPAaTOTCHEH MPH TUTbXOBE U 3ailIM B pAMKHTE Ha
TEpaneBTHYHUTE JO3H NPHU XOpa U IPUUMHSIBA HEXKENaHU PEAKIIMU BbPXY MBKKUTE PEIPOAYKTHBHU
OpraHy MPH MPOYYBAHUITA 32 TOKCUYHOCT IIPX MHOT'OKPATHO NpriiokeHne. GepTUINTEThT He €
HaMaJleH.

6. DAPMALEBTUYHU JAHHU

6.1 ChoucbK Ha NIOMOIIHHUTE BelIECTBA

Tabnemuo a0po:

[{apeBu4HO HUILIECTE

IoBunon (E1201)

Kpocmosumon (E1202)

CunuuueB JUOKCU, KOJIOUAEH 0€3BOICH

Marunesues creapar (E470b)

JlakTo3a MOHOXUApPAT

Dunmogo nokpumue:

Tank (E553b)

Xumnpomenosa (E464)

Turtanues auoxcua (E171)

Maxkporoa 8000

JKbnt xenesen okenn (E172)

6.2 HecbBMecTHMOCTH

Henpunoxumo

6.3 Cpox Ha rogHOCT

3 roauHU.

6.4 CrhnenuanaHu ycI0BHS HA CbXpaHeHHe

bincrep:  /la ce cbXpaHsiBa B OpUTMHAJIHATA ONAKOBKA.

Bbytmnka:  CwxpansBaiiTe OyTHiIKaTa IUTBTHO 3aTBOPEHA.

6.5 Buau cbabpikaHue Ha OMMAKOBKATA

brucrep:  Anymunwuii/anymunueB Onuctep. OnakoBku: 30 u 100 ¢punmupanu TabieTKy.

Byrunka: 100 ml HDPE 6ytuika ¢ mmpoko Iepio, ¢ Kanauka Ha BUHT C BrpaJieH KOHTEHHep 3a
n3cymasane, cpabpxant 30, 50 wn 100 puamupanu TabmeTKy.

He Bcuukn BHIOBEC OIMAKOBKH MOTIarT Ja 6’L,[[aT ITyCHATU B npoz[a>i<6a.
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6.6 CrhenuajJHu MpeaNa3sHu MePKH NP U3XBBPJIsIHE U padoTa

Hsama CrieliMaJiIH U3UCKBAHUS 3a USXBBPJIAHE.

7. INPUTEXATEJI HA PASPEHIEHUETO 3A YIIOTPEBA

Zentiva k.s.

U kabelovny 130

102 37 Prague 10

Yemrka perryommka

8. HOMEP(A) HA PASPEIIEHHUETO 3A YIIOTPEBA

EU/1/09/604/005-009

9. JATA HA TbPBO PASPEIIABAHE/TTOJJHOBSIBAHE HA PA3ZPEIIEHUETO 3A
YHOOTPEBA

Hata Ha mbpBO pa3pewaBane: 08 auyapu 2010 r.

Hata Ha nocnenno nonHoBsiBane: 19 HoemBpu 2014 r.

10. JATA HA AKTYAJIN3UPAHE HA TEKCTA

[Monpo6Ha nH(DOpMaIUs 3a TO3M JIEKApCTBEH MPOIYKT € peocTaBeHa Ha yeOcaiita Ha EBporelickara
areHIysl 1o JiekapcTBaTa https://www.ema.europa.eu/.
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1. HUME HA JIEKAPCTBEHMA TPOAYKT

Leflunomide Zentiva 100 mg dbunmupanu TadieTku

2. KAYECTBEH U KOJIMYECTBEH CbCTAB
Bcesika Tabnerka chabspka 100 mg nedaynomun (leflunomide).

TlomoliiHM BemiecTBa ¢ U3BECTHO JEHCTBUE:
Bcesika Tabnerka cpappika 138,42 mg nmakro3a MOHOXUAPAT.

3a IIBJIHUSA CHUCHK Ha IIOMOIIHHUTEC BECUICCTBA BHXXTC TOYKaA 6.1.

3. JEKAPCTBEHA ®OPMA
®duimupana TabaeTka

bsina o Oene3HukaBa, Kpbria GuiMupana Tabietka, ¢ otneuataHo ZBP ot exnara crpana.

4. KJIMHUYHU JAHHHU
4.1 TepaneBTHYHHU MOKA3ZAHUS

JlepmyHomuz e moka3aH 3a JiedYeHHE Ha Bb3PACTHU MMALlUCHTH C:

o aKTHBEH PEBMATOMJICH apTPUT KaTO “00JIecT-MOIUPHUIIMPAIIO AHTUPSBMATUYHO JICKAPCTBEHO
cpeacteo” (BMAJIC)
° aKTHBEH IICOPHUATUYEH apTPUT.

CKOpOIITHO W €THOBPEMEHHO JIEUEHHUE C XeTaTOTOKCUYHN Win XematoTokcnayan BMAJIC (nHarp.
METOTpEKCcaT) MOKe J1a JOBEJIE 10 YBEINYCH PUCK OT CEPUO3HU HEXXEIIAHU PEAKITUH; CIICIOBATEITHO,
MIPeJIy 3aII0YBaHE Ha JICUSHUETO C JIe(IyHOMUI, TpsIOBA BHUMATEIHO Ja Ce MPEICHH ChOTHOIIEHUETO
T0JI3a/PUCK.

Herio noBeue, cmsinaTa oT jgeduryHoMu Ha apyro BMAJIC Oe3 cria3BaHe Ha O4KCTBaIaTa nporeaypa
(Bk. Touka 4.4), MOXe J1a YBEJMYM PUCKA OT CEPHO3HU HEXKENaHU PEaKIUU JOPH JBITO BpeMe Clie]
CMsHATA.

4.2 ]Iozmpomca U HAYUH HA NMPUWITOKEHUE

JleuenueTo TpsAOBa Aa ce 3all0YHE U CIEeIU OT CHELMAIIUCTH C OIIUT B JICYEHUETO HA PEBMATOUJICH
ApTPUT U NICOPUATUYEH aPTPHUT.

EnnoBpemeHHO TpsiOBa Aa ce onpenenar ananuH amuHoTpaHcdepaszara (AJIAT) nnu cepymHara
riyramat-nupysart tpancgepasa (CI'TIT) u mbiiHa KpbBHA KapTHHA, BKIIOYUTEIHO JH(EepeHIINATHO
OpoeHe Ha OeIrTe KPhbBHH KIETKH U OpOsi Ha TPOMOOIIMTHTE, a MOCJIE J1a Ce M3CJICABAT ChC ChIIlaTa
YECTOTa:

° MpeIy 3ar0YBaHe Ha JIe(IyHOMUI,
. BEJHBK Ha JIBE CEIMUIIM MPe3 IbPBUTE 6 Mecela OT JICUSHUETO, U
° BEJIHHX HAa BCEKU 8 CEIMUIIA CJIeNT TOBA (BXK. Touka 4.4).
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o [Ipu peBMaTOWIeH apTPUT: TepanusiTa ¢ JeITyHOMI OOMKHOBEHO 3aI104Ba C HaTOBapBaIlia
no3a ot 100 mg eauH IbT JTHEBHO B MpoAbDKeHUE Ha 3 aHU. [IpomyckaneTo Ha HaTOBapBaIara
J103a MOXe€ Jla HaMaJlil PHCKa OT HeXKellaHW ChbOUTHUS (BXK. Touka 5.1).
[Ipenoppuntennara nmoaapprkama mo3a € 10 mg go 20 mg nedryHOMU €IUH BT JHEBHO, B
3aBUCUMOCT OT TEKECTTa (aKTUBHOCTTA) Ha 3a00ISIBAHETO.

o [Tpu ncopuaTuyeH apTpuT: TepanusTa ¢ JedayHoMua 3anoysa ¢ HaToBapBama 103a ot 100 mg
€IMH BT JTHEBHO B MPOABJDKCHUE HA 3 THU.

[MpenopbunTenHaTa moabpxaiia 103a ¢ 20 mg aedayHOMU €AUH BT THEBHO (BXK.
Touka 5.1).

TepaneBTHIHIAT eheKT OOMKHOBEHO 3aImo4Ba ciieq 4 10 6 CEAMUIM U MOYKE TOIBJIHUTETHO Ja Ce
nmoto0pu 3a nepuoj oT 4 10 6 Mecera.

He ce mpenoppuBa nmpoMsiHa Ha 703aTa P HAUEHTH C JeKa ObOpedHa Hel0CTaThYHOCT.

He ce u3nckBa mpoMsHa Ha g03aTa MpU NAIMEHTH HAll 65-TOIUIITHA Bb3PAcCT.

Teouampuuna nonynayus

Leflunomide Zentiva He ce mpenopbyBa 3a ynorpeda npu ManyueHTH Ha Bh3pacT 1oj| 18 roauHu, Thit
KaTo epukacHOCTTa 1 6€30MacHOCTTA MK IoBeHUIIeH peBMaTouaeH apTput (FOPA) He ca ycraHOBEHH

(Bx. Toukm 5.1 1 5.2).

Hauwnn »Ha npuioxeHue

Tabnetkute Leflunomide Zentiva ca 3a nepopaiHo npuiiokenue. TadneTkuTe TpsSOBa 1a ¢e MOTTbIIAT
IETIH C JOCTaThYHO KOJMUYECTBO Te4HOCT. CTeneHTa Ha abcopOlus Ha JIeIyHOMHT HE Ce TTOBIHSBa
aKo ce IpreMa ¢ XpaHa.

4.3 IIpoTuBOMOKA3aAHUA
. CBpBX4yBCTBUTEITHOCT (0COOEHO MpeIecTBall cCuHApoM Ha Stevens-Johnson, TokcuaHa

enyjaepMaliHa HeKpoJIn3a, eputemMa MylnTudhopMe) KbM aKTUBHOTO BEILIECTBO, KbM TJIaBHUSI
aKTUBEH METAa0O0JUT TePU(DIYHOMUI WM KbM HSIKOE OT MOMOIIHHUTE BEIIECTBA, M30POCHHU B

TouKa 6.1.
o [TaumeHTH ¢ yBpeaeHa uepHoIpoOHa QyHKIIHA.
. [MatmenTH ¢ TeXKH UMyHOJePUINTHU cheTosiHMSL, Harp. CITHH.
o [TateHTH ChC 3HAUNTENTHO YBpeAeHa (PYHKLHUS Ha KOCTHUSA MO3BK MIIN TE€XKa aHEMHS,

JICBKOIICHUS, HCYTPOIICHUS NI TpOM6OI_II/ITOHeHI/I$I, nopaav nNpuinHu, pa3jiniHu OT
PEBMATOUJACH UK IICOPUATUYCH aPTPUT.

. [ManuenTy cbe ceprno3nn MHGEKINH (BXK. ToUka 4.4).

L HaLII/IeHTI/I C YMCpCHa 10 TCKKa 61,6peqHa HEOOCTAaTBbYHOCT, 3al10TO JIMIICBA JOCTATHYHO
KIIMHWYCH OIIUT IIPU Ta3U rpyma rnamueHTH.

o [TanmeHTH € TEXKa XUIIONPOTEMHEMUS, HATIP. TIPH HE(YPOTHIEH CHHIIPOM.
o BpemenHn ’KeHH WK KEHH C IETEPOACH MOTEHIIHAN, KOUTO HE U3ITOJI3BAT MOIXOIIA

KOHTpaLEeNys 0 BpeMe Ha JICYEHHETO C JIeQIyHOMH]I U CJIe/l TOBA, IOKATO [Ia3MEHUTE HUBA
Ha akTuBHUS MeTaboiut ca Hax 0,02 mg/l (Bx. Touka 4.6). [Ipeau 3anouBaHe Ha JEYEHHUETO C
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nedyHOMHU TpsIOBaA 1A ce M3KITIOYN OPEMEHHOCT.
o Kbpmemu sxenn (Bk. Touka 4.6).
4.4 Croenuananu npeaynpeskaeHus: U NpeANa3sHu MePKH PU ynoTpeda

EnHOBpEMEHHOTO MPUIIOKEHHE Ha XEMATOTOKCUYHHU HITH XeMaToTokcndnu BMAJIC (mamp.
METOTpEKCAT) He ce MPernopbhYBa.

AKTUBHHAT MeTa00NUT Ha JedryHomu, A771726, iMa ABIBI MOTYKUBOT, OOMKHOBEHO OT 1 110

4 cenmui. Morat a Bb3HUKHAT CEPHO3HU HEKEIaHU PEeaKIMU (HaIlp. XemaTOTOKCUYHOCT,
XEeMaTOTOKCHUYHOCT, WJIU aJI€PTU4HHU PEaKklyH, BXK. I0-I0Y), ZOPHU aKO JICYEHUETO C JIeGIyHOMHL €
6uso cnpsiHo. CrienoBaTenHo, KOraTo Bb3HUKHE 10100Ha TOKCUYHOCT WM aKoO IOPaJy HAKAKBa Apyra
npuanHa A771726 TpsibBa na ce oTcTpaHu OBP30 OT OpraHm3Ma, TpsiOBa Jla Ce cra3Ba OYNCTBAIIATA
npouenypa. [Ipouexypata Moxe 1a ce MOBTOPH, aKO € KIMHUYHO HE0OXOAUMO.

3a oyucTBaIIaTa NpoIeaypa u Apyrd NpenopbINTeIHA MEPKU B CITy4ail Ha JKeJaHa Wid
HEeNpeBUACHAa OPEMEHHOCT, BIKTE TouKa 4.6.

YepHOoaApOOHU pPEaKIINU

Penxu ciayvan Ha TEKKO YepHOAPOOHO yBpeXkAaHe, BKIIOUUTEIHO clydau ¢ (pataneH n3xos ca Ounu
ChOOIIaBaHU 110 BpeMe Ha JeueHueTo ¢ aedaynomua. IloBedero or ciyyanrte ca Bb3HUKHAIM MIPeE3
I'BPBUTE 6 Mecella Ha JIiedeHHeTo. YecTo e HaJuIle ChITbTCTBRAIIA TEPAIUs C IPYTU XeMaTOTOKCUYHU
JIEKapCTBEHU MPOAYKTU. BaxkHO € #a ce cieaBaT TOYHO MPENOPBKUTE 3a IIPOCIIEASBAHE.

Tpsioa na ce onpenenu AJIAT (CI'TIT) npenu 3anmouBane Ha jgedIyHOMUI, a MOCIIE Aa Ce U3CiIeaBa
ChC ChIIIaTa YECTOTa KATO MbJIHATA KPhBHA KapTHHA (HA BCEKU JIBE CEIMUIIN) MPE3 ITbPBUTE LISCT
Mecena OT JICUCHHUETO, a CJIC/ TOBA BEIHBK HAa BCCKH § CEAMUIH.

ITpu yBennuenne Ha AJIAT (CI'TIT) ot 2 go 3 mbTH HajJ ropHaTa rpaHHUIlA HA HOPMAaTa, MOXeE JIa ce
o0chau HamansBaHe Ha fo3ata oT 20 mg Ha 10 mg, kaTo TpsAOBa Aa ObAE MPOBEICHO EKECEIMUIHO
HaOmonenue. Axko yBenndenuero Ha AJIAT (CI'TIT) e 2 nbTr Hag HOpMaTa ¥ IEPCUCTUPA, UITH
YBEIMYEHHUETO € TIOBeYe OT 3 IIbTH HaJl HOpMaTa, IPUEeMaHeTo Ha JieIyHOMH/I TpsiOBa ce
NpeyCcTaHOBH U Ja ce IPEeMUHE KbM OuMCTBallara npoueaypa. [Ipenoppusa ce npogbirkaBaHe Ha
MOHHUTOPHPAHETO Ha YEPHOAPOOHNTE EH3UMH CJIE [IPEyCTAaHOBSBAHE HA JICUCHUETO C JIEPIYHOMHUA 10
HOpMaJHU3UpaHe Ha EH3UMHHUTE HUBA.

ITopanu Bb3MOKHOCTTA 32 IOBJIHUTEIHN XENaTOTOKCUYHH €(EeKTH, Ce MpernopbyBa ynorpedara Ha
QJIKOXOJI 1a ce M305rBa 110 BpeMe Ha JISYEHHETO C JIeIyHOMU.

Tbit kKaTo akTUBHHUAT MeTaboMUT Ha nedmyromun, A771726, ce cBbp3Ba B rojisiMa CTEIeH ¢
NPOTEMHUTE U C€ eTMMUHHIPA Ype3 YePHOAPOOEeH MeTab0IM3bM U JKITbYHA CEKpELs, MJIa3MEHUTE
HuBa Ha A771726 ce o4yakBa Jia ObJaT MOBHUILICHH MPH MAUMEHTH ¢ Xunonporennemus. Leflunomide
Zentiva e IPOTUBOINOKA3aH MPH MALMEHTH C TeXKa XUIIONPOTEMHEMUsI WM yBpelleHa (yHKIUS Ha
yepHUs Apo0 (BXK. Touka 4.3).

XeMaToJIOTHYHHU pEAKIINHU

Ennospemenno ¢ AJIAT, Tpa0Ba fa ce HallpaBu ITbJIHA KPbBHA KAPTHHA, BKIFOUUTEITHO
JudepeHInarHo OpoeHe Ha OeNnTe KPbBHU KIIETKH U TPOMOOIUTHTE, TIPE/IN 3alI04YBaHE Ha JICYCHUETO
¢ nedIyHOMHI, KAKTO U BEIHDBK Ha JBE CEIMUIIM Npe3 IbpBUTE 6 Mecela OT JICUCHHUETO U BEAHBK Ha
BCEKH 8 CEMUIIM CIIE]] TOBA.

HpI/I IManyeHTH C IpeamecTBalla aHEMUs, JICBKOIICHU A 13070 4% TpOM6OIlI/ITOHeHI/I$[, a Taka CbUIO U IIPpHU
MalrueHTHU C YBpCIACHA q)YHKI_[I/IH Ha KOCTHUA MO3BK WUJIH IIPU TaKUBA C PUCK OT INOTUCKAaHC HAa KOCTHUSA
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MO3BK, PUCKBT OT XEMATOJIIOTHYHH HAPYIICHHS € YBEJIIMYEH. AKO Bhb3HUKHAT TaKKBa e(heKTH, TPSOBA
Jla ce B3eMe MPpEeABH OUMCTBaHE (BK. MTO-I0JIY) 3a HaMaJIsIBaHEe Ha TUIAa3MEHUTE HUBa Ha A771726.

B citydaii Ha TeXKH XeMaTOJIOTHYHH PeakLuy, BKIIOUNTEIHO manguronenus, Leflunomide Zentiva u
BCSIKA €IHOBPEMEHHA MHUEJIOCYIIPECUBHA Tepalus TPAOBa Ja ce CIIpe U Ja ce 3all04He O4NCTBAalla

Mporeaypa OT JeQIyHOMUI.

KomOunamms ¢ apyru jedueHus

Ynorpebara Ha AeIITyHOMUI C aHTHMAJIAPUIHY MIPENapaTH, U3MOJI3BaHU IPU PEBMATHYHH
3a00JIsIBaHus (HAITP. XJIOPOKBUH M XUIPOKUCXJIOPOKBHH ), HHTPAMYCKYITHO WJIH MIEPOPATTHO 371aTO,
D-nennmunamuH, a3aTHONIPHUH U APYTH UIMYHOCYIPECUBHU CPEACTBA, BKIIOYUTEITHO HHXHOUTOPH Ha
TyMOp-HEKpoTu3upail akrop-anda, 10 MOMEHTA HE € JOCTAThYHO MU3CJICIBaHA B PaHIOMHU3UPAHH
W3MUTBAHUA (C U3KIIOYCHUE HA METOTPEKCAT, BXK. Touka 4.5). PUCKBT, CBBpP3aH C KOMOMHHPAHOTO
JiedeHne, 0COOEHO TIPY POABIDKUTEITHO JIEYeHNE, HE € U3BECTeH. 1hi KaTo TaKoBa JIeYEHHE MOXKE Ja
JTOBEJIe 0 HATPYIIBaIla Ce MM JIOPH 0 CHHEPTHYHAa TOKCUIHOCT (HArp. XenaTo-miu
XEMaTOTOKCUYHOCT), kKoMOuHarusta ¢ apyro BMAJIC (Hamp. METOTpeKcar) He € IpernopbhbUruTeIHA.

EnHoBpeMeHHOTO MpUIIOKeHHE Ha TePpUIIyHOMH] ¢ JTehIyHOMU HE Ce MPETnopbuBa, Thil KaTo
nedIyHOMU] € U3XOIHOTO ChbeMHEHNE Ha TePUITYHOMH/.

IIpeMuHaBane KM JIPYIO JICUSCHUE

Toit kaTo nedIyHOMH] C€ 3aTbpKa IBITO B OPraHu3Ma, IpeMUHaBaHeTo KpM Jpyro BMAJIC (mamp.
METOTpeKcaT) 0e3 U3BBPIIIBAHE HA OYMCTBAIATA MPOIeaypa (BXK. MO-J0y) MOXKE J1a 3aCHIIN
BB3MOXKHOCTTA OT JOIIBJIHUTEIHN PUCKOBE IOPH IBJT0 BpeMe ClIe CMsIHaTa (KHHETUYHO
B3aUMOJIEHCTBUE, OPraHHA TOKCUYHOCT).

Io chIMs HAYKMH, CKOPOIITHO JICYSHUE C XCMTATOTOKCUYHHU MJIM XEMaTOTOKCHUYHH JICKAPCTBCHH
MPOAYKTH (HAIp. METOTPEKCAT) MOKE J1a JOBEJIE /IO YBEIMYCHH HEKeTIaH! PEaKIie; CIeI0BaTeIHO,
MIpeIy 3aII0YBaHE Ha JICUSHHUETO C Je(IyHOMUI, TpSIOBAa BHUMATETHO Ja Ce€ MPEIeHH ChOTHOIEHUETO
T0JI133/PHUCK U Ce TPENophyuBa CTPUKTHO MPOCIICIsABaHe B HaYaJIHATa (pa3a cie cMsHara.

KoxHu peaknuu

B cityuaii Ha yniiepo3eH CTOMATUT, MPUIOKEHUETO Ha JeIIyHOMHU TPsIOBa Jla ce MPEeyCTaHOBH.

MHoro penku ciaydan Ha CHHAPOM Ha Stevens-Johnson mim TOKCHYHA eMUEpMalIHa HEKPOIU3a U
JIeKapCTBEeHa peakius ¢ eo3uHopumus u cucreman cumntomu (DRESS) ca crobmiaBanu npu
NalMeHTH, JIeKyBaHH ¢ jeduryHomua. Korato ce Habmro1aBaT KOXKHY W/MITH MYKO3HHU TIPOMEHH, KOUTO
HOpaXkJat I0I03PEHUE 3a TAaKMUBa TEXKH peakiyy, Leflunomide Zentiva u Bcsika Apyra Bb3MOXKHO
CBBp3aHa Tepanus TpsOBa Ja ce IPeyCTaHOBH U Ja Ce 3all04He He3a0aBHO OYMCTBAIATa poLeaypa ot
nedayHomua. B TakuBa ciiydan e He0OX0IMMO ITBJIHO OYHCTBaHe. B TaknBa ciryyan OBTOPHOTO
npueMaHe Ha JIe(IIyHOMH]I € IPOTHBOIIOKa3aHo (BXK. Touka 4.3).

Vma choOIieHns 3a MyCcTyJI03eH MICOPUA3KC U BIIOIIABaHE HA NICOPUA3KC ClIe]] yroTpeda Ha
nedaynomua. Moxe 1a ce 0OMHUCITH MPEyCTAHOBSBAHE HA JICYSHUETO, KATO CE B3EMAT MPEBH/T
3a00JIIBAHETO Ha MAIMEeHTa 1 aHaAMHEe3aTa.

[Ipu manmeHTH MO BpeMe Ha Teparus ¢ JeIIyHOMHU] MOTaT Ja Ce TOSBIT KOXKHHU S3BH. AKO HMa
ChMHEHHE 32 KOJKHA 513Ba, CBhP3aHa C JISIYHOMU]T WK aKO KOKHHUTE SI3BU TIEPCUCTHPAT BHIIPEKU
MOIXOJISIIIA Tepanusi, TpsiOBa Aa ce OOMHUCIN MpeKpaTsIBaHe Ha JIEYCHUETO C JIe(ITyHOMHUT U
MPOIIeAypa 3a IBIIHO OYKCTBaHe. PenieHrero 3a Bb300OHOBsABaHE Ha JICYCHUETO C JISITYHOMHU]T CIIE]T
KOXHH sI3BM TPSAOBa J]a ce OCHOBaBa HA KIIMHUYHA MPEICHKA 32 aJIEKBaTHO 3a3/IpaBsSBaHE HA PaHHTE.

Ilo Bpeme Ha jeueHNETO C JeIyHOMHU PH MALMEHTH MOKE 1a ce HaOIr0/1aBa TPYAHO 3a3/jpaBsIBaHe
Ha paHu cliej onepaius. B3 ocHOBa Ha MHIMBHU/IyaJIHA OLIEHKA MOXKE J1a C€ OOMHUCIIH MTPEKhCBaHE Ha
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JICYEHUETO C JIeTyHOMH]] B IEPUXUPYPTUIHAS TIEPUOJ U TIpMIIaraHe Ha OYMCTBAIIA MPOoLeaypa,
KaKTO € OMHICaHO MMo-101y. B cioyyail Ha mpekbCcBaHe PENIeHNeTo 32 Bhb30OHOBSIBAHE HA JIEUEHUETO C
nedryHOMU] TPSIOBA J1a Ce OCHOBaBa Ha KIIMHUYHATA MPEIICHKA 32 aJICKBATHO 3a3/[paBsBaHE Ha
paHara.

Hudexnnn

W3BecTHO €, 4e JIeKapCTBEHUTE MPOAYKTH C IMyHOCYIIPECUBHM CBOHCTBA - KaTO Je(IyHOMUA - MOraT
Jla HaIpaBsT NALMEHTUTE 10-1yBCTBUTEIHN KbM HH(PEKINH, BKIIOYUTEIHO ONIOPTIOHUCTHYHH
nHpekuu. Mapexnunte MoraT aa ObJaT Mo-TEXKKH 10 eCTECTBO U CIEI0BATEIHO A2 U3UCKBAT PAHHO
Y CHEeprUYHO JieueHue. B cinyyaii, ue Bb3HUKHE TeXKKa HEKOHTPOJIMpyeMa HH(EKIUS, MOXKe J1a €
HEO0XOIUMO J1a c€ IIPEKbCHE JICUEHHETO C JIeQIIyHOMU U 1a CE 3all0YHE OYMCTBAILA IIPOLeaypa,
KaKTO € OIMCAHO MO-/10J1y.

Cpo0maBanu ca peJKy Cilydau Ha porpecuBHa Myitudokairaa gesroernnedanonatus (PML) mpu
MAIMEHTH, TIPUEMAIIIHN JICQITYHOMHU/ 32¢THO C JPYTH HMYHOCYTIPECOPH.

[Ipenu 3amo4BaHe Ha JEYEHHETO, BCHUKH MAIIMEHTH TPSAOBa Ja ce M3CIeIBaT 3a aKTHBHA U HEaKTHBHA

,»JJaTeHTHA"’) TyOepKy03a, ChIIACHO JIOKAIHUTE MPENOpbKU. ToBa MOXKe /1a BKIIFOUBA METUIIMHCKA
aHaMHe3a, Bb3MOXKEH MPEIecTBaIl KOHTAKT C TYOSpKYJI03a W/IITH MOIXOAS1] CKPHHUHT, KaTo
HampuMmep peHTreHorpadus Ha Oenute qpoOoBe, TYOEPKYIMHOB TECT W/HIN HHTEPPEpOH-TamMa TeCT,
KaKTO € IpriIoknuMo. Ha npeanucpamuTe ekapy TpsOBa /1a ce HalOMHS 32 PHCKa OT (aJIIuBO
OTPHLIATEITHH PE3YNITATH OT TYOCPKYJIMHOBHS KOXKEH TECT, 0COOCHO MPH MAIMEHTH, KOUTO Ca TEXKKO
0oJIHM WM HUMyHOKOMIpoMeTupaHu. [lanuenTuTe ¢ aHamHesa 3a TyOepKyno3a TpsOBa Ja ce
IpoCIIeaAsBaT BHUMATEITHO NOPaaAN BE3MOXKHOCTTA 32 peaKTHBHpaHe Ha MH(EKIHATA.

PecnupaTopHu peakuu

CpobmraBa ce 3a HHTepCTUIHATHA OeoapoOHa 00JIeCT, KaKTO M PEAKH ciaydan Ha 6emoapoOHa
XHIIEPTOHUS 110 BpeMe Ha JiedeHue ¢ jJedayHoMua (Bx. Touka 4.8). PUCKBT OT HACTBIIBAHETO UM MOXKE
Jia O'bJIC MMOBUIIICH MPH MAIMEHTH ¢ aHAMHE3a 32 UHTEPCTUIMaiHa OenoapoOHa 00JIeCT.
Wntepcrunmannara 6enoapoOHa 6ojaecT € NoTeHIHANHO (aTaaTHO HapyIIeHHE, KOETO MOXe Ja
BB3HUKHE OCTPO I10 BpeMe Ha Tepanusira. benoapoOHUTe CHMITOMH, KaTO KalIMLA U 33yX, MOTaT J1a
ObJaT NpUYMHA 33 IPEYCTAaHOBSIBaHE Ha JICUSHUETO U MOIXOISIIO MOCIIEIBAIIO U3CIIEBAHE.

[Iepudepua HEBponaTHs

[Tpu nanuenTy, nomyyasaniy JeIyHOMUJ ca ChOOIIEHHU ClTydan Ha reprud)epHa HEeBpOIaTusl.
[ToBeueTo manueHTH ca ce MoJ0OPHIIH Clie]] peKpatsaBane Ha nedayHomua. Habmronasa ce obaue
HIMPOKa BApUaOWIIHOCT 110 OTHOILICHHE Ha KPAWHHUS U3XO/, T.€. PH HAKOM NallMeHTH HeBPOIIaTHSATA €
OT3BYy4alla, a HAKOM NAIlMEHTH ca UMAaJU IEPCUCTHPali cUMIToMU. Bb3pact Hag 60 roauHuy,
CBITBTCTBAIM HEBPOTOKCUYHHM JIEKAPCTBA M AMA0ET MOTaT Jia MOBUILIAT PUCKA OT IepudepHa
HeBpomnaTHs. AKO HaueHT, koo npruema Leflunomide Zentiva pa3Bue nepudepHa HeBpomaTus,
TpsiOBa J1a ce 00chaM NpekpatsBaHe Ha neueHneTo ¢ Leflunomide Zentiva u npoBexaane Ha
npoleaypa 3a eMTUMUHUPAHE Ha JISKAPCTBEHUS IPOAYKT (BXK. Touka 4.4).

Konut
HpI/I HannueHTUTEC, J'IGKYBaHI/I C J'Ie(l)J'IYHOMI/I}_'[, c C’LO6H.[€H0 34 KOJIUT, BKIIFOUHUTCIHO MI/IKPOCKOHI/I‘IGH
koynT. [lanmenTrTe Ha JIeveHue ¢ IeQIIyHOMH]T, TPU KOUTO BH3HUKBA HEOOSICHUMA XPOHUYHA THapUs,

TpsOBa Aa OBAAT MOIIOKECHH HA TTOAXO/ISIIN JUATHOCTHYHH MTPOIICTYPH.

KD’BBHO HaJIATraHe

KpbBHOTO HansTane TpsiOBa Jia ce U3MEPH MPeJId HaYaJ0TO Ha JICUSHUETO C JeQIyHOMUI U
MEPUOJIUYHO CJIe/ TOBA.
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Bo3mpon3Boactso (IpenopbKi KbM MBKETE)

MmkeTe nanueHTy TpsoBa /ja ObAAT HASCHO 32 Bh3MOXKHA MEIMUPAHA OT MBXKa ()eTaTHa TOKCUIHOCT.
TpsiOBa 1a ObJIc OCUTYPEHA CHIIO MOIXOAINA KOHTPAIICTIINS 10 BPEME Ha JICYCHHETO C JIC(hIyHOMUI.

Hsima TouHM naHHU 3a pECKa OT MeIUHMpaHaTa OT MbXa (perasiHa TokcuyHocT. IIpoyuBanus mpu
JKUBOTHH 32 OLICHKA Ha TO3M crienn(uveH puck obade, He ca MPOBEKIaHU. 3a HaMaJlsiBaHe Ha BCEKU
BB3MOXKEH PUCK, MBKETE JKeJlaely 1a ObaaT Oaiy, TpsOBa Aa B3eMaT IIPEBH IPEYCTAHOBIBAHE HA
ynorpebata Ha epIIlyHOMUI U 1a IpreMaT KoJecTupaMuH 8 g 3 mbTH AHEBHO 3a 11 muu nmm 50 g
aKTHBEH BBIJICH Ha Mpax 4 IbTH AHEBHO 32 11 qHU.

W B gBata ciydas mia3mMeHara KoHIeHTpanus Ha A771726 toraBa TpsOBa 1a ce U3MepH 3a MPHB ITbT.
Cren ToBa miia3MeHaTa KoHUeHTpanus Ha A771726 TpsOBa aa ce onpeneny OTHOBO Cle]] HHTEPBaJ OT
none 14 nau. Ako aBeTe mia3MeHu KoHleHTparmu ca noz 0,02 mg/l u cien nepuos Ha U34aKBaHe
Hal-MaJKo OT 3 Mecena, pUCKBT OT (peTaHa TOKCHIHOCT € MHOTO HUCHK.

OuncTBalia nporeaypa

KonectupamuH B 103a 8 g ce npuiara 3 0bTU JHEBHO. ANTEpHATUBHO, 50 g aKTUBEH BBIJICH HA Ipax
MOYKe J]a ce MPHIOXKH 4 MbTH THEBHO. [IpOABIKUTENHOCTTA HA ISTIOCTHOTO OYHCTBAHE OOMKHOBEHO €
11 nau. [IpoabnKUTENTHOCTTa MOXKE J]a C€ MPOMEHU B 3aBHCUMOCT OT KITMHHYHHUTE HITH J1a00paToOpHH
MIOKA3aTeIH.

JlakTo3a

Leflunomide Zentiva cpabpika nakro3a. [lammeHTn ¢ peky HacueaCTBEHN Mpo0iIeMn Ha
HETMOHOCHUMOCT KBbM TajlaKTo3a, ITbJICH JIaKTa3eH Ae(QUIUT WK TITI0OKO30-TallaKTO3HA MatadCcopOIus He
TpsiOBa Jla MpreMaT TOBa JIEKAPCTBO.

BiinsgHMe BEPXY ONPEENSIHETO HA HUBATA HA MOHU3UPAH KAJILIUN

BB3M0OKHO € n3MepBaHEeTO Ha HUBATa HA HOHM3MPaH KaNIWH J1a MOKake (GaaiuBO HOHWKEHH
CTOHHOCTH TIpH JIeUeHHe C JeQIIyHOMU ] 1/ WK Tepru(IyHOMUT (aKTUBHUST METa0OJIUT Ha
nedIyHOMHU/T) B 3aBUCUMOCT OT BUJIa Ha U3IMIOJI3BaHMsI aHATU3ATOP HA HOHW3UPAH K (Hamp.
KPBBHO-T'a30B aHaiu3arop). [lopaau ToBa npu nanueHTuTe, JeKyBaHH C JIeIyHOMU HITH
TepuIyHOMUI, € HEOOXOIMMO J]a ce MMPOBEPH JOCTOBEPHOCTTA HA M3MEPEHHUTE IIOHMKEHN HUBA Ha
HOHM3MpaH Kanuuid. B cioydail Ha CbBMHUTEIHM Pe3ylTaTi ce IperopbhuBa Ja ce ONpeiesy odmara
KOHIIEHTpAIHs Ha aI0yMHUH-KOPUTHPAH KaJILIKH B cepyMa.

4.5 B3aumopeiicTBHe C IPYIrHd JeKAPCTBEHU NPOAYKTH U APYru (popMH HA B3auMojelicTBUE
IIpoyuBaHus 3a B3aUMOJEUCTBUSITA €A IPOBEXKIAHHA CaMO IPU Bb3PACTHHU.

YBenudaBaHe Opos Ha HEXKEIIAHNUTE PEaklii MOXKe Jla ce HabJroaBa IMpy CKOPOIITHA WITH
€THOBPEMEHHA yIIoTpeda Ha XEMaTOTOKCUYHHU WJIM XeMaTOTOKCUYHU JICKAPCTBEHH MPOIYKTH WU
KOTaTo JIEYEHNETO C JIe(hIyHOMHU/] CE MOCTIEIBa OT MPHEMaHETO Ha TaKUBa JIEKaPCTBEHU MPOAYKTH 0e3
MIEPUO Ha OTMUBAHE (BXK. CBIIO YITbTBAHETO OTHOCHO KOMOMHAIIWS C IPYTH JICUEHUs, TOUKa 4.4).
CrneroBaTeNHO ce MpernopbhuBa BHUMATEIHO MPOCIesIBaHe Ha YEPHOAPOOHNUTE €H3UMH U
XEMaTOJIOTHYHUTE TIOKa3aTe Il B HadaaHaTa (a3a Mpu CMsTHA Ha TepamusTa.

MeroTpekcat

[Ipu manko (n=30) npoyuBaHe ¢ eqTHOBpeMeHHO npuiioxenue Ha ieduynomun (10 1o 20 mg qHEBHO)
¢ merotpekcar (10 no 25 mg cemMu4HO), € HaOIFO1aBaHO 2- 0 3-KpaTHO yBEIMYCHUE HA
yepHOApOoOHUTE eH3nMH TipH 5 oT 30 marnuenTH. Becnuky yBenu4eHuns ca OT3ByJai, 2 ¢
NPOJbIDKABAHE Ha JIBaTa JIEKAPCTBEHHU MPOJYKTA U 3 Clie/] TpeyCcTaHOBSBaHE Ha JIeQIyHOMHUI.
YBenuueHue, no-rojsiMo OT 3-I'bTH € HaOJI0AaBaHO NpH Ipyry S mauueHTa. Beudku Te cbio ca
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OT3BYYaJH, 2 C MPOIBIDKABAHE HA JBATa JICKAPCTBEHU MPOJYKTA U 3 Clie]] IPeyCTaHOBSBaHE Ha
neITyHOMUT.

[Tpu manueHTH ¢ peBMaTOMUICH apTPUT HE € YCTAHOBEHO (PApMaKOKUHETUYHO B3aUMOJICHCTBUE MEKIY
nedryromun (10 go 20 mg qHeBHO) U MeToTpekcat (10 1o 25 mg ceaMHUIHO).

Bakcunanuu

Hsima kTuHWYHE JaHHY 32 ePUKACHOCTTA U 0€30TIaCHOCTTA Ha BAKCUHAIMUTE TI0 BpEME Ha JICUeHHE C
neduryHoMu . BakCMHHpAHETO ¢ )UBU aTCHIOWPAHU BAaKCUHU 00aue, He ce MpenopbuBa. JbIrusaT
MOJTY>KUBOT Ha JIehIYHOMHUT TPIOBA J1a Ce MMa IPEIBUJI, KOTATO Ce TUIaHyBa MPIJIOKEHUE Ha )KUBA
aTeHIonpaHa BakcHHa ciief ciimpane Ha Leflunomide Zentiva.

Bapdapun u apyru KyMaprHOBH aHTHKOATryJIaHTH

Nma cpobmieHus 3a cirydad Ha yBeITMYEHO MPOTPOMOMHOBO BpeMe, KoraTo JiehayHOMHT U BaphapuH
ce mpueMaT eIHOBPEMEHHO. B KIIMHUYHO (hapMaKoJIOrHYHO MPOyYBaHE € HaOII0AaBaHO
(bapmakoMHAMUYHO B3auMoJeicTBIe ¢ Baphaput u A771726 (Bx. no-moiny). [Topaau ToBa, npu
€IHOBPEMEHHO MPUWIOKEHNE Ha Bap(aprH WK IPYyT KyMapHHOB aHTHKOATyJIaHT, ce PEeNnopbhyBa
BHUMATEITHO MPOCieIBaHe Ha MEXIYHAPOIHOTO HOpManu3upano crotHomeHue (INR) u
HaOIOICHHE.

HCIIBC/KopTukocTepouin

AKO ManeHThT Beue NprueMa HecTepouHH poTuBoBk3nanutentu cpenacrsa (HCIIBC) w/unu
KOPTHUKOCTEPOUIH, T€ MOXKE Ja C€ MPOABIDKAT CJIE/ 3alI0YBAHE HA JICUYCHUETO C JIe()IyHOMU.

Ed)eKT Ha JPpYIru JICKAPCTBCHU MPOAYKTH BHPXY J'ICd)J'IVHOMI/II[I

XOﬂecmupaMMH U1u aKmueeH 6vljleH

[IpenopwyBa ce malMEHTUTE, TPUEMAIIH JeQIIyHOMU Ja He Ce JISKYBaT ¢ KOJIECTUPAMUH MU
aKTHBEH BBIJICH Ha MpaxX Thil KaTO TOBA BOJH /10 OBP30 U 3HAYMTEIIHO HaMaJsBaHE Ha TNIa3MeHaTa
KoHIeHTpalwst Ha A771726 (akTUBHUAT METa0OIUT Ha JIe(hIYHOMHT; BXK. CBIIIO Todka 5). Cunra ce,
Ye MEXaHU3MbT CE JIbJDKU Ha MTPEKbCBAHE HA CHTEPOXEIATAIHUS IIUKBJI U/HIIM HA CTOMAIITHO-
YpeBHOTO oTnessiHe HAa A771726.

CYP450 unxubumopu u unoykmopu

[IpoyuBanus in vitro 3a THXUOUpaHE TP YOBEUIKNA YePHOAPOOHN MUKPO30OMHU ITOKA3BAT, Y€ IUTOXPOM
P450 (CYP) 1A2, 2C19 u 3A4 yuactBaT B MeTaboM3Ma Ha edaynomun. [Ipoyusane in vivo 3a
B3aMMOJICHCTBHUE C JICIYHOMU U IUMETHINH (HecnenuduueH ciiad nHXUOUTOpP Ha 1uToXpom P450
(CYP)) nokazBa nurica Ha 3HAYUMO BIUSHHE BHPXY ekcrozuiusaTa Ha A771726. Ciien emHOBpeMEHHO
MIPUJIOKEHUE Ha €THOKPATHA /1032 JIe(hTYHOMUT IPY TIAIIUEHTH, TTPHEeMaIi MHOTOKPATHHU 031
pudammuimH (Hecrenuduuer muToxpom P-450 unmykTop), MakcumaaauTe HuBa Ha A771726 ce
yBenuuaBaT npudimsutenHo ¢ 40%, nokaro AUC He ce mpoMeHs 3HauYUTeIHO. MeXaHU3MbT Ha TO3U
e(eKT ¢ HesCeH.

Ed)eKT Ha Hed).HVHOMI/IlI BBPXY APYTH JICKAPCTBCHU ITPOAYKTH:

Hepopafmu KOHmpayenmueu

[Ipu npoyuBane, mpu K0eTo J1e()IYHOMUJ € IPUIaral eAHOBPEMEHHO ¢ TpU(a3HHU epOpaTHH
KOHTpaENTHBH, Chabpxkamy 30 g eTHHIIIECTPAaNo, Ha 3APaBy )KeHU JOOPOBOJIKH, HE €
HaOJII01aBaHO HAMAJIIBaHE HA KOHTPALETITUBHATA aKTUBHOCT HA MPOTUBO3a4aTh4HOTO CPEACTBO, a
(dapmakokuHeTHKaTa Ha A771726 e B npeaBmknanuTe rpanuiy. Habmonasano e papMaKOKHHETHYHO
B3aMMO/ICHCTBHE C IEPOPATHI KOHTpaUeNnTUBU u A771726 (BX. m0-A07Y).
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[IpoBenenu ca cnemaute GapMaKOKUHETHYHH U (papMaKkoMHAMUYHN TPOYIBAHUS 32
B3auMoeicTBusATa ¢ A771726 (TnaBeH akTUBEeH MeTa0oauT Ha tedayrnomua). Thit kKaTo MOJ00HU
B3aMMO/ICHCTBUS JICKAPCTBO-JICKAPCTBO HE MOTaT Jia Ce U3KII0YAT 32 JIepIyHOMUT B
MPETIOPHUYUTEITHATE O3, CICAHATE PE3YNITaTH OT U3NUTBAHUATA ¥ MIPETIOPHKH TPSIOBa Ja ce MMat
MIPENIBU/] TIPH TTAIIMEHTH, JIEKYBaHH C JIe(ITyHOMHU/T;

EdexT Bbpxy penarnmuuun (cyoctpar na CYP2CS)

Hab6monaBano e moBumasane Ha cpemHaTa Cmax 1 AUC Ha penarmmang (CboTBETHO 1,7- 11 2,4-16TH),
cJie] MHOTOKpATHO TpuitokeHne Ha A771726, koero npeamnonara ue A771726 e uHXuOUTOp HA
CYP2CS in vivo. ETo 3a1mo ce mpenopbuBa MpocieAsBaHe Ha MalueHTHTE MPH ¢ THOBPEMEHHA
ynorpe0a Ha JIeKapCTBEHU MPOIYKTH, KOUTO ce Metadbonusupar ot CYP2CS, karo Harpumep
penarivHu], MaKIUTaKCell, TMOTIIUTa30H WM PO3UIIIUTA30H, Thil KATO T€ MOTaT Jla MMAaT M0-BUCOKa
EKCIIO3ULIHSL.

Edexr Bppxy Kodenn (cyoctpar Ha CYP1A2)

MHuorokpatHOTO TipriokeHne Ha A771726 namainsBa cpeqHata Cmax 1 AUC Ha kodenH (cyberpar Ha
CYP1A2), ceotBeTHO ¢ 18% u 55%, koero npenmnonara ye A771726 moxe 1a 0b/e ciab HHAYKTOP Ha
CYP1A2 in vivo. Ilopagu ToBa JieKapcTBEHH MPOLYKTH, KOUTO ce MeTabonmmu3upar ot CYP1A2 (karo
HanpuMep TyJIOKCETHH, aJlOCETPOH, TeO(MINH ¥ TU3AHUMH), TPIOBa J]a ce M3IOJI3BAT C ITOBHUIICHO
BHMMAaHHE 110 BpeMe Ha JICYEHHETO, Thi KaTo TOBa OM MOTJIO J1a JOBEIe O HaMaJsiBaHe Ha
e(pMKacHOCTTa Ha TE3H MPOAYKTH.

EdexT Bbpxy cyOcTpaTy Ha oprann4Hus annoHeH Tpancmoptep 3 (OAT3)

HabnronaBano e noBumraBane Ha cpenHara Cmax 1 AUC Ha nedakiop (ceorBetHO 1,43- 1 1,54-15TH)
cJie]l MHOTOKpaTHO npuiiokeHne Ha A771726, koero npeamnonara ue A771726 e uaxudbutop Ha OAT3
in vivo. Ilopamy ToBa € HEOOXOJMMO MOBUILICHO BHIMAHKE, KOTaTo Ce Mpuiiara ¢IHOBPEMEHHO ChC
cybctparu Ha OAT3, kKaTo nedakiop, OCHIWIMEHUIIITHH, TUTPOQIOKCAIINH, HHAOMETAIIHH,
KeTonpodeH, GpypoceMu, IMMETHINH, METOTPEKCAT, 3UTOBYANH.

Edext Bbpxy BCRP (npoTenH Ha pe3uCTEHTHOCT Ha pak Ha I'bpJaTa) u/Win cyOCcTpaTH Ha
OpraHuYHUs aHUOHEeH TpaHcnopTupail nommnentua Bl u B3 (OATP1B1/B3)

HaGmogaBano e nosumasade Ha cpeiHUTE Cmax 1 AUC Ha po3yBacTaTHH (CbOTBETHO 2,65- 1
2,51-rpTH) Cclles] MHOTOKPATHO MpHItoskeHue Ha A771726. Bernpeku ToBa, He ce HaOIr0aBa BUUMO
BB3ACHUCTBHE HAa TOBA IIOBUILIABAHE HA IUIa3MEHATa EKCIIO3UIMS Ha PO3yBaCTATHH BbPXY aKTUBHOCTTA
Ha HMG-CoA peaykraszara. AKO ce M3M0JI3BaT €IHOBPEMEHHO, J103aTa Ha PO3YBaCTaTHUH HE TPsOBa 1a
HaaxBbpist 10 mg BemHbxK MHEBHO. 3a ApyrH cyocTparn Ha BCRP (Hamp. meToTpekcar, TomoTekas,
cyndacayia3uH, JayHOPYOHIIMH, JOKCOpyOulnH) u cemericteoto Ha OATP, oco0eHO HHXUOUTOPH Ha
HMG-CoA penykrasata (Harp. CAMBacTaTHH, aTOPBACTaTUH, IPaBACTATHH, METOTPEKCaT,
HaTErJIMHU, PeTarauHn, pudaMIuLKH) €AHOBPEMEHHOTO NPUIIOKEHHE TPsOBa CHILO Aa ce
M3BBPILIBA C TOBUILECHO BHUMaHKe. [lanuentuTe TpsaOBa ga ce HabI0AaBaT BHUMATEIHO 3a IPU3HALH
Y CUMITOMH Ha MPEKOMEpHA eKCIO3HIIUS Ha JIEKAPCTBEHUTE MPOAYKTH U TPsIOBA J1a ce MMa MpeBHI
HaMaJIgBaHEe Ha Jl03aTa Ha Te3H JIEKapCTBEHU MPOAYKTH.

EdexT Bbpxy nepopanau koutpauentusu (0,03 mg erununectpaanon u 0,15 mg neBoHOprecTpen)
Hab6mronaBano e noumasane Ha cpefHata Cmax 1 AUCo.24 Ha eTHHHIECTpaAroN (ChOTBETHO 1,58- 1
1,54-1b1H) ¥ Cpnax 1 AUCo.24 Ha eBoOHOpPrecTpen (CboTBeTHO 1,33- 1 1,41-1bTH) Clle; MHOTOKPATHO
npwioxenue Ha A771726. Brripeku 4e He ce 04aKkBa TOBAa B3aMMOJICHCTBHE J1a TIOBIHSC
HeOJIaronpuaTHo e(h)UKACHOCTTA Ha MIEPOPATTHUTE KOHTPAICIITUBH, TPSOBA J1a ce 00bpHE BHUMAaHUE Ha
BHJIA Ha JICUCHUETO C MIEPOPaICH KOHTPALICIITHR.

EdexT Bbpxy Bapdapus (cyocrpar Ha CYP2C9)

MHorokpatHoTo npuinoxkeHre Ha A771726 He e umaino edekt BbpXy (papMakoKMHETHKATa Ha
S-Bapdapun, koeTo nokasBa, ue A771726 ne e uaxuOuTop winu uaAykTOop Ha CYP2C9. HabmonaBano
e o0aue HamanieHune ¢ 25% Ha MakCHMaJIHOTO MEXIyHapoIHO HOpManmu3upaHo croTHomeHne (INR),
korato A771726 ce mpunara eTHOBPEMEHHO C Bap(apHH, B CPaBHEHNUE ChC CAMOCTOSITEITHO
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npuiokenue Ha Bapdapun. ETo 3a10, korato BapdapuH ce mpujara ¢IHOBPEMEHHO, Ce MPEHopbuBa
BHUMATEIHO npociensBane Ha INR u HaOnroneHue.

4.6 DeprTHauTeT, OPEMEHHOCT U KbPMeHe

BpemenHoct

AxTHBHHAT MeTaboMUT Ha NeduyHomua, A771726 Moxe a MPUYMHU TSKKH Mai(opmanuu Ha
HOBOPOJCHOTO, aKO ce TpriIara 1mo Bpeme Ha OpemenHocT. Leflunomide Zentiva e mpoTHBOIOKAa3aH 0
BpeMe Ha OpeMeHHOCT (BK. Touka 4.3).

Kenu ¢ nerepoaen notenuuan TpsOBa Aa U3MOI3BAT €PEKTUBHA KOHTPALEIIIH [0 BpeMe Ha U JI0
2 ronuHU cnen nedeHunero (Bx. “Ilepros Ha nzyakBane” 1mo-moiy) win A0 11 1HU crep TedeHneTo
(Bx. ckbeenus “llepron Ha ouncTBaHe” MO-AOIY).

[ManmenTkara TpsiOBa 1a Ob/e yBeIOMEHa, Y€ aKO MMa HAKAKBO 3a0aBsiHE HA MEH3HCA WM HAKAKBA
Jpyra IprYrHA JIa 0J031pa OPEMEHHOCT, TS TpA0Ba BeHAra Ja Ipeaynpenu JeKaps 3a
M3BBPIIBAHETO Ha TECTOBE 32 OPEMEHHOCT, ¥ aKO ca TOJIOKUTEITHH, JIEKApAT U MallMeHTKaTa TpsAOBa 1a
o0CchHAAT pricka 3a OpeMeHHOCTTa. BB3MOXKHO € upe3 Obp30 HamalsiBaHe Ha HUBOTO HAa aKTUBHUS
MeTaboJUT B KPBBTA Ype3 3aM04YBaHe Ha MIPOIeaypara 3a eTMMUHUPAHE Ha JIEKapCTBOTO, ONMCAHA I10-
JI0J1y, OlIe NPH IbPBOTO 3a0aBsHE HA MEH3UCA J1a ce HaMaJIM PUCKa 3a IJI0Aa OT Je(IyHOMU.

[Tpu ManKo MPOCHIEKTUBHO MPOYyUYBaHe MpH JkeHHU (n=64), 3a0peMeHeNr HeIUTaHUPaHo, TOKATO ca
npueMany JedIyHOMHA 32 He TT0BeYe OT TPU CEAMUIIN CJIe]] 3a4eBaHETO U € IOCIIeABalla Mporeaypa
3a eIMMUHUpPAHE Ha JIEKapCTBOTO, HE ca HabrogaBaHu 3HaunMu paznuku (p=0,13) B obmaTa yectora
Ha 3HAYMMU CTPYKTYpHH AedektH (5,4%), B cpaBHEHHE C KOSATO U J]a € OT CPABHUTEITHUTE TPYIH
(4,2% B rpynata cbc 3abossBane [n=108] u 4,2% npu 31paBu OpeMeHHHU XeHU [n=78]).

[Tpu >xeHu, KOUTO MpuUeMar JeIYHOMUI U HCKAT Ja 3a0pEMEHEST, Ce MPENOopPbUBa eHA OT CIICAHUTE
MIPOLIEAYPH, 32 1a C€ KOHCTaTHpa, Ye IIIOIBT HE € U3JI0KEeH Ha TOKCUYHU KOHIIEHTpauuu Ha A771726
(TaprerHa xonmeHnTpanus oy 0,02 mg/l):

Ilepuoo na usuaxeane

Moske na ce ouakBa 1ia3MeHuTe HUBa Ha A771726 na 6bnat Han 0,02 mg/l 3a npoxbmKUTENeH
nepuoa. Moxe J1a ce o4akBa KoHIeHTpalusTa aa cnagae noa 0,02 mg/l okoso 2 rouHu cie
CITUpaHe Ha JICYSHUETO C JIeITyHOMHU/T.

Crnen 2-rouItieH Iepyuo1 Ha U34akBaHe, IIa3MeHaTa KoHIeHTparus Ha A771726 ce usMmepsa 3a
mspBu 06T, Clie]] TOBA IJIa3MeHaTa KOHIeHTparus Ha A771726 TpsOBa 1a ce ompeier OTHOBO CJe]
uHTepBai oT moHe 14 mqHu. Ako nBere Ta3MeHn KoHmeHTpanuu ca mox 0,02 mg/l, He ce ouakBa

TEPATOITCHCH PUCK.

3a gombaHKUTENHA HHPOPMALUS OTHOCHO U3CJIEIBAHETO, MOJIsL, CBbpiKeTe ce ¢ Ilpurexarens Ha
paspelIeHreTo 3a ynoTpeda UiH ¢ JIOKaTHUS My IpeAcTaBUTEN (BXK. ToUka 7).

Ouucmesawa npoyedypa

Crnen ciupaHe Ha JICYEHUETO ¢ JeIYHOMU!

e  KoJIECTHpaMUH 8 g ce mpuiara 3 Ty JHEBHO 3a riepuox oT 11 aam,

e wm 50 g aKTUBEH BBIVICH Ha IPax ce Mpujiara 4 IbTH JHEBHO 3a Tiepuof oT 11 gam.

W mipu nBete npomemypu ob6ade, ce M3UCKBA MPOBEPKA C 2 OTACTHHU TECTa MIPE3 HHTEPBA OT TIOHE

14 nHM K IepuoJ HAa M34aKBaHE OT MECEI] U TIOJIOBUHA MEX/y IIbpBaTa I0sBa Ha IJIa3MeHa
koHueHTpauus nof 0,02 mg/l u omnoxganero.
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JKenute ¢ AeTepoacH moTeHIMan TpsiOBa Aa ObaaT HHOOPMHUPAHH, Y€ Ce Hajlara Iepro.l Ha M3UaKkBaHe
OT 2 TOJIMHY CJIe/I CIUPAHE HA JICUSHUETO, MIPEIN TC JIa MOXKeE Ja 3a0peMeHsIBaT. AKO MepHUOAbT Ha
W34YaKBaHE OT MPUOJIM3UTEHO 2 TOAWHHU, C U3IOJI3BAaHE HA HA/ICX THA KOHTPAIICTIIIUS CE CUUTa 3a
HENpPaKTH4YeH, MOXKE JIa Ce Mpernopbya NpoPrIaKTHIHO Ha3HAYaBaHEe Ha OYMCTBAIA TIPOIIETypa.

U xonectupaMuH, ¥ akTUBEH BBIJICH Ha MMPaxX MOTaT Jia MOBJIMSIAT a0COpOIMsATa Ha ECTPOTESHU H
MpOTeCTareHy Taka, e HaIe)KIHa KOHTPAIICTIIINS ¢ TIEPOPATHA KOHTPAIISNITUBHY Ja HE MOXKe J1a ObJIe

OCHUT'YpPEHA 10 BpEME Ha OYUCTBAIlIaTa Impoueaypa ¢ KoJI€CTUpaMHH UJIKM aKTUBEH BBIJICH Ha Mpax.
HpenoquBa CC M3MOJI3BAHC HAa AJITCPHATUBHU KOHTPALICTITUBHU METOAU.

Kspmene

[IpoyuBaHusiTa IPU )KUBOTHU TIOKA3BaT, ye JIe(h TyHOMHU/] HJTH HETOBUTE METaOOIUTH IPEMUHABAT B
MJISIKOTO. 3aTOBa, KbPMEIINTE )KeHU He TPs0Ba Ja mpremar Jie(hIyHOMHUI.

DepTunurer

Pesynrature oT mpoy4BaHusiTa BPXY (DepTHINTETA IIPH )KUBOTHH HE Ca TIOKa3aJH €PEeKT BEPXY
MBKKHUS M KESHCKUS PEPTHIMTET, HO TIPU MPOYYBAHHUATA 38 TOKCUYHOCT TP MHOTOKPATHO MpUjIarane
ca Ha0JIoAaBaH HeXXelaHu e(DeKTH BEPXY MBKKUTE PEPOAYKTHBHU OpraHH (BXK. TOUKa 5.3).

4.7 EdexTn BbpXy cniocodHOCTTA 32 morpaHe u padoTa ¢ MAIIMHA

B ciy4yan Ha HeXenaHHM peakIMu KaTo 3aMasHOCT, CIIOCOOHOCTTA Ha MAEHTHTE 1a Ce KOHIICHTPUpAT
U J1a pearupaT MpaBHIHO MOXe J1a ObJe HapylleHa. B TakuBa ciydau manueHTuTe TpsOBa aa ce
BB3ABPIKAT OT IoQupane U padboTa ¢ MaIIUHH.

4.8 Hexenanu JeKapcTBeHH peakuuu

O0600611eHMEe Ha poduiia Ha OE30I1aCHOCT

Haii-gecto cho0ImaBaHnTe HEXKEIAHH PEAKIMH MPH JISGIYHOMH ca: JIEKO IMOBUIIABAaHE HA KPHBHOTO
HaJIsIraHe, JeBKOIICHHS, TapecTe3usl, TI1aBo00INe, 3aMassHOCT, TMapHs, raJieHe, MOBPhIIaHe,
HapyIIeHHs Ha yCTHATa JIMTraBulla (Hamp. aTo3eH CTOMATHUT, SI3BH B YCTaTa), KOpeMHa 00JIKa, 3aCHIICH
KOCoTIaJ], ek3emMa, 0OpHB (BKIFOUUTEITHO MaKyJIONAITYJIO3€H 00puB), ChpOek, CyXxa KoXka,
TEeHOCHHOBHT, noBumaane Ha CPK, anopekcus, 3ary6a Ha Terno (0OMKHOBEHO HE3HAUYMMa), aCTCHHS,
JICKU aJICPrUYHM PEAKIIMU U MOBUIIIABAHE HA YEPHOAPOOHUTE IMOKa3aTeNu (TpaHcaMHuHa3U (0CO0EHO
AJIAT), no-psinko rama-GT, ankanna ¢ocdarasza, OWIupyOuH)).

Krnacudukaius Ha 0uaKBaHUTE YECTOTH:

Mmuoro yectu (>1/10); wectu (>1/100 no <1/10); neuectu (>1/1 000 mo <1/100); peaxu (>1/10 000 no
<1/1 000); muoro peaxu (<1/10 000), c Heu3BeCTHA YeCcTOTA (OT HAUIMYHUTE JAHHU HE MOXKe J1a Objie
HaIpaBeHa OICHKA).

[Ipu Besiko rpynupaHe B 3aBUCUMOCT OT YE€CTOTATa, HeXKEJTaHUTE JICKAPCTBEHHU PEaKIiy ce n30posiBaT
B HU3XOJISIII PEJl IO OTHOILIEHUE Ha TSIXHATa CEPUO3HOCT.

Hungpexyuu u ungpecmayuu
Penxu: TEXKU UH(EKITUH, BKIFOYUTEITHO CETNICHC, KOMTO MOXe Ja Obje (aTaneH

KaxTo apyru cpeacTsa ¢ MMyHOCYIIPECHBEH TMOTEHITHAN, JeIYHOMHU MOXKE J]a YBEIUIN
MOJATIMBOCTTA KbM WH(EKIINH, BKIFOUATEIHO OMOPTIOHUCTHYHH UH(EKINH (BXK. CHIO TOUKa 4.4).
CrenoBarenHo o0maTa 4ecToTa Ha HH)EKIMUTE MOXKeE /1a ce yBeJIHYHd (0c0O0E€HO Ha PUHUT, OPOHXUT U
ITHEBMOHUSA).
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Heonnasmu-oobporxauecmeaenu, 3noxavecmeenu u HeonpeoeieHu (8K KUCMU U NOTUNU)
PucKkbT 0T 3710Ka4ecTBEHOCT, 0c00eHO UM poTponrdepaTHBHI HAPYIICHHS € YBEIUYCH MPH
ynoTpebaTta Ha HAKOM HMYHOCYTIPECOPH.

Hapywenus na kpvema u numgnama cucmema

Yectu: neBKkoneHus (1eBronuty >2 g/l)

Heuecru: aHemusl, Jeka TpoMOonuTorneHus (Tpomoonutu <100 g/l)

Penxu: MaHIUTOTNICHHS (BEPOATHO JbJDKAIIA CE HAa aHTUIIPONH(epaTuBeH MEXaHU3bM),
neBkoneHus (JieBKouuTH <2 g/l), eosnHODMINS

MHoro penku: arpaHyJionuTO3a

Ckopo1rHa, eTHOBPEMEHHA HITH TIOCie/[Balla yrnoTpeda Ha MOTEHITHAIIHO MUEJIOTOKCHYHH CPEICTBa
MOKe J1a ObJie CBbp3aHa C IMO-BUCOK PUCK OT XEMaTOJIOTHYHH PEAKIUH.

Hapywenus na umynnama cucmema

Yectn: JIEKH aJIepTUYHY PEaKINN

MHoro penku: TeXKH aHa(UIaKTHYHN/aHA(DUITAKTOUTHHA PEAKLIUH, BACKYJIUT, BKIFOUHTEIHO
KOKeH HEKPOTH3UPAIIl BACKYJIHUT

Hapywenus na memabonusma u xpanenemo

Yecrtu: nosumaBane Ha CPK

Heuectn: XUTOKAJIEMIsI, XUTIEPIIATHASMHs, XuoQochaTemust
Penkn: nosuiasade Ha LDH

C mensBecTHA

YeCcTOoTA: XUIOYPUKEMHUS

Tcuxuunu nHapywenus
Heuectu: TPEBOXXHOCT

Hapywenus na nepsnama cucmema
Yectu: napecTesus, TI1aBo0oIue, 3amMaiiBaHe, eprudepHa HeBPOIaTUs

Cvpoeunu napywenus
Yecru: JIEKO TIOBUIIIaBaHE HA KPBBHOTO HaJIsITaHE

P CIOKH: SHAYUTCIIHO IMOBHUIIABAHC HA KPbBHOTO HAJIAATAHE

Pecnupamopnu, epvonu u meouacmuHanuu HapyueHus

Penxu: UHTEePCTHUIMAIHA OetoapoOHa 00JIeCT (BKIIOUNTEIIHO HHTSPCTUITNATICH
MTHEBMOHUT), KOSITO MOXe J1a Ob/e aranHa

C HeusBecTHA 6emoapobHa XUTIEPTOHHUS

YecToTa:

Cmomawmno-upesHu HapyuieHus

Yecru: KOJIUT, BKIIFOUUTEITHO MUKPOCKOTIMYEH KOJIUT, KaTO HallpuMep JTUMQPOIUTEH KOJHT,
KOJIAT€HO3CH KOJIUT, AUapus, rajieHe, IOBphIIaHe, yBPeKIaHEe Ha yCTHATA
nuraBuna (Hanp. ahTo3eH CTOMATHUT, A3BU B ycTaTa), KopeMHa 0oika

Heuecru: HapyIIeHHUs BbB BKyca

MHoro penxu: ITAHKPEATUT

Xenamobunuapnu napyuwenus

Yectn: MMOBHUITIaBaHE HA YePHOIPOOHUTE TIOKa3aTeu (TpancamuHasu [ocodeHo AJIAT],
no-psiaxo rama-GT, ankanna ¢pocarasza, Onaupyoun)

Penxu: XeTaTHT, XbJITeHHULA/X0JIecTa3a

MHoro pejiku: TEKKO YEPHOJIPOOHO YBPEKIaHE KaTO YepHOpoOHA HETOCTATHYHOCT U OCTPa

YepHOAPOOHA HEKpO3a, KOUTO MoraT Jia Obaat (haTaiHu
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Hapymenuﬂ HA Kodcama u NOOKONCHAMA MbKAaH

Yecru: 3aCHJICH KOCOTIa/l, eK3eMa, OOPHUB (BKIIFOUUTEIIHO MaKyJIONayI03eH O0pHB),
CcBbpOeXK, Cyxa Koxa

Heuectu: ypTUKApUS

MHoro peiku: TOKCHYHA enuepMaliHa HeKpoJin3a, CHHApoM Ha Stevens-Johnson, eputema
MynTudopme

C HemsBecTHa KOXCH JIYITyC EPUTEMATO/IEC, MTyCTYJIO3EH IICOPUA3KC WK BIIOIIaBaHE HA

4ecToTa: TICOPHA3HUC, JICKAPCTBEHA PEAKITHS C CO3UHODUIINS H CHCTEMHH CHMITTOMU

(DRESS), xoxHa s13Ba

Hapywenust na myckynno-ckenemnama cucmema u CoeOUHUMETHAMAa MovKaH
Yectu: TEHOCUHOBUT
Heuectn: CKBCBAaHE Ha CyXOXKHUIINE

Hapywenus na 6wopeyume u nukounume nomuua
C HemsBecTHA O0BOpevTHa HETOCTATHYHOCT
YecToTa:

Hapywenus na ev3npouzsodumennama cucmema u 2bpoama
C HeusBecTHA IpaHUu4HO (0OpaTHMO) MOHWKABAHE HA KOJIMYECTBOTO Ha CIIEPMATO30HUIUTE,
YecToTa: o01must OpoH criepMaToO30MIH U TOABHKHOCTTA UM

Obwu Hapywenus u epexmu Ha MACMOMO HA NPUTONHCEHUE
Yectu: aHOpeKcHsi, 3ary0a Ha Tersyio (0OMKHOBEHO HE3HAUYMMa), aCTCHUS

Cpo0111aBae Ha NOJAO03UPAHU HEKEIAHU PEAKIIAHI

CpoO0I1aBaHeTo Ha MOIO3UPAHU HEKEIIAHU PEaKIIMHU Cliel] pa3pelaBaHe 3a yrnorpeda Ha JeKapCTBEHUS
MPOAYKT € BakHO. TOBa IM03BOJIsABA Ja MPOIBJKKM HAOIOICHUETO Ha ChOTHOIIICHUETO IMOJI33/PUCK 32
NeKapcTBeHUS MPOoAYKT. OT MEIUIIMHCKUTE CIICIIUAINCTH C€ U3MCKBA J]a ChOOIIaBaT BCAKA
MOJI03UPaHa HEXKEIaHa PeaKIMs Ype3 HAIMOHAIHA CUCTeMa 3a ChOOIIaBaHe, IOCOYCHA B

Ilpunoxenue V.

4.9 Ilpeno3upane
CumnromMu

Hma cpo0mieHns 3a ciy4ad Ha XpOHUYHO Npeo3upaHe Mpy NalueHTH, IpHeMaly JeQIyHOMH/] B
JTHEBHH JI03H JI0 TIET ITBTH MO-TOJIEMH OT IPETopbYHTeIHATA JHEBHA /103, M CIIydan Ha OCTPO
npeo3upaHe Mpu Bb3paCcTHU U Jiena. Hsama cho0IeHns 3a Hexenanu ChbOUTHS MPH MO-ToJIsIMaTa 9acT
OT CcIy4auTe Ha npefosupane. Hexxenannte cbOUTHS, CbBMECTHMH C NpoduiIa Ha 6€30MacHOCT Ha
nedIyHOMH]I ca: KOpeMHa 0oJIKa, TaJieHe, Tuapusl, MOBUIICHU YepHOIPOOHN SEH3UMH, aHEMUS,
JIEBKOTIEHHSI, ChPOEK U 0OpUB.

OsnagsBane

B cnyuail Ha mpeno3upaHe UM TOKCUYHOCT, CE€ MPENOPbUYBA IPUEMAHETO HA KOJIECTUPAMUH WIIN
aKTHBEH BBIJICH 3a YCKOPSABAHE HA eMMHUHKpaHeTo. KonecTupaMuH, MPHIIOKEH NepOPaTHO B 1032 OT
8 g TpH BT THEBHO 32 24 Yaca Ha TpUMa 3[IpaBH JOOPOBOJIM € HaMaIWJI IJIa3MEHUTE HUBA Ha
A771726 ¢ oxono 40% 3a 24 vaca u ¢ 49% no 65% 3a 48 gaca.

JloxazaHo e, 4ye MPHIIOKEHNETO Ha aKTHBEH BBIVIEH (IIpax, MPUTOTBEH KaTO CYCIeH3Ms) Mpe3 ycTaTa
WK upe3 HazoractpaiHa conaa (50 g Ha Bceku 6 yaca 3a 24 yaca), HaMaJIsIBa IJIa3MEHUTE
KOHIICHTpAIMK Ha akTUBHUSA MeTabomut A771726 ¢ 37% 3a 24 vaca u ¢ 48% 3a 48 yaca.

Te3n ouncTBaIM MPOLIEYPH MOXKE J]a C€ TIOBTOPST MPU KIMHIYHA HEOOXOIUMOCT.

IIpoyuBanus npu xemoauanuza u CAPD (xpornuHa aMOynaTopHa epUTOHEATHA qHalin3a) MOKa3Bar,
ye A771726, OCHOBHUST META0OIMT Ha JiehIyHOMHU] HE MOKE J1a Ce THaJIU3Mpa.
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5. ®APMAKOJIOTMYHU CBOMCTBA
5.1 ®apmakoaAMHAMHYHU CBOHCTBA
®dapmMakoTepaneBTHYHA TpyTa: ceneKTuBHN nMyHocynpecopu, ATC kox: LO4AKO1

dapMakoJIOrus Ipu Xxopa

Jlepmynomuz e 6oecT-MoqubUIIMPAIIO AHTUPEBMATHYHO JIEKAPCTBEHO CPEICTBO C
aHTHIPOJIM(EPaTHBHU CBOICTBA.

dapMakoJIOrus IPH KUBOTHHU

Jlepmynomuz e eekTUBEH MPU MOJETH HA apTPUT U IPYyTU aBTOMMYHHU 3a00JIsIBaHHS NIPY KUBOTHH,
a Taka ChIIO W MIPY TPAHCIUIAHTALIMS, TTIABHO aKo Ce MPUIJIOKHU BBB (hazaTa Ha ceHcuOmnu3upane. Toit
MMa UMYHOMOyTUpAIlK/IMyHOCYIPECUBHH CBOWCTBA, AEHCTBA KaTO aHTUIPOIU(EPATUBHO CPEACTBO
C MPOTUBOBB3NAIUTEIIHH CBOHCTBA. [IpH )KUBOTHHCKH MOZETN HA aBTOMMYHHU 3200 IsIBAHUS
nedIyHOMU] TOKa3Ba Hall-1o0Bp MPOTEKTHBEH e(eKT MpH MPHUIIOKEHUE B paHHAaTa (a3a Ha pa3BUTHE
Ha 3a00JI5IBaHETO.

In vivo ot 6bp30 ¥ IOYTH HATBITHO ce MeTabomu3upa 10 A771726, KOWTO € aKTUBEH in Vitro u ce
Nperoara, ue € OTTOBOPEH 32 TePareBTHYHUS €(EKT.

MexaHnU3bM Ha IEWCTBUE

A771726, akTHBHUAT METAaOOJIUT Ha JIehIIyHOMU]I, TOTUCKA SH3UMAa JIUXUAPOOPOTAT ACXUAPOTeHa3a
(DHODH) nipu xopa u nposiBsiBa aHTUTIPOTH(DEPATHBHO AEUCTBUE.

Knunnuna edukacHocT ¥ 6€300aCHOCT

Pesmamouden apmpum

EdukacHocTTa Ha nedryHOMU/I ITpH JICYCHUE HA PEBMATOH/ICH apTPHT € JoKazaHa mpu 4
KoHTponupany m3nutBanus (1 BeB ¢aza Il u 3 BB daza III). [Ipu daza Il usnureanero, npoyuBane
YU203, 402 y4yacTHUIM C aKTUBEH PEBMATOMCH apTPUT ca paHAOMHM3HUpaHu Ha mianebo (n=102),
neduyHomun 5 mg (n=95), 10 mg (n=101), wiu 25 mg/nueBHo (n=104). JIeueHUETO € MPOIBIKUIO
6 mecena.

Benuku narnenty BB ¢asa 1l n3nureanusTa ca mpuemanu HayanHa o3a ot 100 mg 3a Tpu nHU.
IIpu npoyuBanero MN301, 358 yyacTHULIM C aKTUBEH PEBMATOUIEH apTPUT Ca paHJOMU3UPaHU HA
nedynomun 20 mg auesHo (n=133), cyndacanasun 2 g aaepHo (n=133) wium miane6o (n=92).
Jleuenuero e mpoabIKUIO 6 Mecela.

[TpoyuBanero MN303 e daxynTaTuBHO CIIAAII0 6 MECEYHO IPOIBIDKeHHe Ha ipoyuBane MN301 6e3
iane0o rpymna, Mpyu KOeTo ce cpaBHsABa ePEeKTHT OT 12 MecedHo MprueMaHe Ha JIeQIyHOMUT 1
cyidacayiasuH.

IIpu npoyusanero MN302, 999 ydacTHUIM ¢ aKTUBEH pEBMATOUAECH apTPUT Ca paHAOMHU3HPAaHH Ha
nedynomua 20 mg/maesHo (n=501) uiau merorpekcar 7,5 mg/ceamMuyHo A0 15 mg/cenMuuHo
(n=498). [lobaBsiHeTO Ha (posreBa KuceIMHA € OUJI0 10 U300p U € mpuaarado camo mpu 10% ot
nanueHTute. JledeHneTo e npoawkmiIo 12 Mecena.

IIpu npoyusane US301, 482 y4acTHUIM ¢ aKTUBEH PEBMATOUJIEH apTPUT Ca PaHIOMHU3MPAHH Ha
nedaynomuy 20 mg/maeBHo (n=182), MmetoTrpekcar 7,5 mg/ceqmuuno 1o 15 mg/ceqmuyno (n=182),
win mane6o (n=118). Beuuky naumenTtyu ca nonyvasany no 1 mg ¢onuesa kucenmHa aBa MbTH
JTHEBHO. JleueHnero e mpoabmkuio 12 mecena.

Jlepmynomup B mHeBHA n03a Haii-manko 10 mg (10 go 25 mg B mpoyusane YU203, 20 mg B
npoyusanust MN301 u US301) e nokasan cTaTUCTHYECKH 3HAUUMO HO-100Bp edekT oT mianedo npu
HaMaJIABaHE Ha MPU3HAIUTE U CUMIITOMHUTE Ha pEBMATOMIHUS apTPUT MTPH BCHYKH 3 Tu1ane6o-
KOHTpOJHMpaHu m3nuTBaHus. CTereHTa Ha OTTOBOp Ha JiedeHueTo 1o kinacudukanusra Ha ACR
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(AmepuKaHCKHSA KOJIEXK IT0 peBMaToJIoTus), B ipoyuBaneTo Y U203 e 27,7% npu muane6o, 31,9% npu
5 mg, 50,5% npu 10 mg u 54,5% npu 25 mg/nueBHo. [Ipu daza Il n3nuTBaHuATA, CTETIEHTA HA
otroBop o ACR 3a nedaynomua 20 mg/mHeBHO, cpsimo anedo e 54,6%, cupsimo 28,6%
(npoyuBane MN301) u 49,4%, cipsimo 26,3% (npoyusane US301). Cnen 12 mMecena Ha akTHBHO
JedeHue, crenedra Ha otroBop o ACR mpu manmenTure Ha nedyHomun e 52,3% (mpoydBaHus
MN301/303), 50,5% (mpoyuBane MN302) u 49,4% (npoyusane US301), B cpaBaenue ¢ 53,8% mpu
nanueHTuTe Ha cyndacanaszut (nmpoyusanust MN301/303), u merorpekcat - 64,8% (npoyuBaHe
MN302) u 43,9% (npoyusane US301). [Tpu mpoyuBane MN302 nedryHOMA] € 3HAYUTEITHO MO-C1a00
edextuBeH ot MeToTpekcar. Obaue, mpu mpoyuBane US301 He ca ycTaHOBEHH 3HAYMMHU PA3IHKH
MEXIY JIeITyHOMH 1 METOTPEKCaT, B MbPBUYHUTE MapaMeTpH 3a epukacHocT. He e HabironaBaHa
pasziuka Mexay Jieayrnomun u cyndacanasus (nmpoyuane MN301). EQekThT 0T ieueHUETO ¢
nedTyHOMU]] ce € TIPOSIBIII cire]] 1 Mecerr, cTabuim3upat ce e cien 3 70 6 Mecera u € MPOIBJDKUII 0
BpeMe Ha IeNus Kypc Ha JICUeHHE.

Parmomm3upano, TBOHHO-CIIATIO, TAPATIETHOTPYIIOBO, HOHHH(EPHOPHO MPOYIBaHE, CPABHABA
OTHOCHUTENHaTa e(h)UKACHOCT Ha JIBE Pa3IMIHN JHEBHU NMOAAbpKay 1o3u JeduryHomua 10 mg u

20 mg. Ot pe3ynTaTHTE MOXKE JIa ce 3aKJII0UH, Ye PE3YJITATUTE 3a e(hUKACHOCT Ha MOIbpIKAIaTa 1032
ot 20 mg ca 1mo-01aronpusATHA, HO OT APYyTa CTpaHa, pe3yaTaTuTe 3a 0€30MacHOCT ca B 1032 Ha
noAabpikalara 103a ot 10 mg.

Ileouampuuna nonynayus

Jlepmynomuz e u3cnenBaH B OTACIHO MYJITHLEHTPOBO, PAHIOMHU3UPAHO, ABOHHO-CIISIIO, aKTUBHO-
KOHTPOJIMpaHO U3NHUTBaHe Npy 94 manuenTH (47 B Tpyma) ¢ MOJUAPTUKYJIAPEH TUI IOBEHIIIEH
peBmaTouzieH apTput. [lanuenture ca Ha Bb3pacT 3-17 ronuHu, ¢ akTUBEH MOJIUAPTUKYJIapEH THIT
KOPA, HezaBrcHMO OT HA4aJIOTO Ha 3a00JSBAHETO U HE ca JIEKyBaHH JJ0CEra C METOTPEKCcaT WIIH
nedaynomua. B ToBa m3nuTBaHe, HaTOBapBalaTa 103a U NOANbPIKALIATA 1034 Ha JIEQIyHOMHUT ca
OTIpeJIeJIeHH B TPU KaTeropuu, B 3aBucuMoct ot ternoro: <20 kg, 20-40 kg u >40 kg. Cnen

16 ceqmuLu Ha JIeYEHUE PA3/IMKaTa B CTENICHTA Ha OTTOBOP € CTAaTUCTUYECKU 3HaYMMa B I10J13a Ha
metotpekcart npu FOPA Onpeznensine Ha nogodpenueto (OI1) >30% (p=0,02). Ilpu pearupanute, T031
OTrOBOp € MOJABbPXKaH B MPOAbIDKeHNE Ha 48 ceqmuiu (BXK. Touka 4.2).

XapakTepbT Ha HEXKEJIaHUTE ChOUTHS Ha JICQIYHOMH] U METOTPEKCAT U3IJIeXkK1a CXO/IEH, HO 103aTa,
M3M0JI3BaHa MIPY MALUEHTH ¢ O-HUCKO TEIJI0, BOAM A0 OTHOCUTEIHO HUCKA EKCIIO3ULUS (BXK. TOUKA
5.2). Te3u naHHM HE MO3BOJISABAT e(heKTUBHA U Oe30MacHa MpenopbKa 3a J03UPOBKa.

Ilcopuamuuen apmpum

EduxacHoctTa Ha nedyHOMU IPH JICUEHNE HA TICOPUATUYEH apTPUT € I0Ka3aHa IpU KOHTPOJIUPAHO,
paHIoOMHU3UpPaHo, ABOMHO-cisno poyyBane 3L01 nmpu 188 manmenTtu ¢ ncopuaTuyeH apTpurT,
nexkyBanu ¢ 20 mg/neH. [IpoaboKuTeTHOCTTa Ha JIeueHHe € 6 Mecena.

Jlepnynomu 20 mg/neH € 3HaYUTETHO O-A00bp OT IUIanedo 3a HaMajsiBaHe Ha apTPUTHUTE
CUMTOMH TIpY HarMeHTy ¢ ncopuatnueH aptput: KOJIITA (Kpurepun 3a 0TTOBOp KBbM JICUEHHUETO HA
NICOpHATHUEH apTpUT) pearupainute ca 59% B rpynara Ha nednynomun u 29,7% B rpynara Ha
rtane6o 10 6 mecera (p<0,0001). EdexTsT Ha nedayHoMu] BBpXY NOJ00psiBaHe HA PYHKIHUATA U
HamaJsBaHe Ha KOKHUTE JIE3UH € YMEPEH.

Tlocmmapkemuneoeu npoyueanus

Panpomusupano npoyyBaHe olleHsIBa KIMHHYHO eUKacHaTa CTENeH Ha OTIOBOP MPH HEJIEKYBAaHU C
BMAJIC nanuentu (n=121) ¢ panen PA, kouro ca nmomyuaanu 20 mg winu 100 mg neduryHomu B
JIBE MapajiesHy TPYIH, 10 BpeMe Ha HayallHHUs TPUAHEBEH IBOWHOCIN nepuoa. HavamHust nepuog e
MOCJIe/IBaH OT TPUMECEUEH OTKPHUT IO TbPIKAIIl TIEPHOJL, TI0 BpeMe Ha KOWTO U JIBETE TPYITH ca
nony4apaiu jgedayHoMua B 1o3a 20 mg qHeBHO. He e HaOmojaBaHo HapacTBaHe Ha 00IaTa Moj3a B
M3CleBaHaTa MOoMyJIalys Ipy NPUIOKEHUETO Ha HATOBapBallla cxema Ha nmpuiarane. Jlanaute 3a
0e30macHoOCT, MOJIyYeHH OT JIBETE Py Ha JIEYEHHUE, Ca B CbOTBETCTBUE C M3BECTHHUSA NPOQHI HA
Oe3omacHOCT Ha J1e()ITYHOMUI, KATO YeCTOTaTa Ha CTOMAIIHO-YPEBHH HEXKEJIaHU ChOUTHS U Ha
MOBHUIIIEHU YePHOAPOOHHN €H3UMH € M0-BUCOKA MPU MALMEHTUTE, T0IyJaBalllyd HaToBapBalia J103a OT
100 mg nedrynomun.
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5.2 ®apmMakoKMHETHYHH CBOWCTBA

Jlepmynomuza 66p30 ce MeTaboIM3Mpa 1O aKTUBHUS CH MeTabonuT, A771726 upe3 “first pass”
MeTa00IM3bM (Upe3 OTBapsiHE HA MPBCTEHA) B YpeBHATA CTEHA U YepHus npod. [Ipu mpoyusane c
M30TONHO Oenssan “C-nedayHOMU IpH TPEMa 3ApaBU 0OPOBOJIIHM, HE € HAMEPEH HEIPOMEHEH
nedayHOMU] B TUTa3MaTa, ypuHaTa uin ¢exanuute. [Ipu apyru npoydBanus, psAKO ce OTKPUBAT
KOJINYECTBA HEMPOMEHEH JIe(IyHOMU B IJIa3Mara, B IUIa3MEHH HUBA OT MOpsIbKa Ha ng/ml.
EnmHCTBEHUAT pamroakTHBEH METa0OIUT B TuTazmata ¢ A771726. To3u MeTabOIHT € OTTOBOPEH U 3a
edexTuTe Ha JePIyHOMUS in Vivo.

AOGcopOrus

JlaHHu 3a eKCKpenusTa oT npoyusate ¢ '*C mokassar, ue Haii-manko 82 10 95% or no3ata ce
abcopOupa. Bpemero 3a mocTurane Ha MakCHUMallHaTa TUTa3MeHa KOHIeHTpalws Ha A771726 € MHOTO
pazigHo: Mexay 1 u 24 gaca cien efHOKpaTHO rpreMane. JledryHoMug Moxe fa ce mpremMa
€IHOBPEMEHHO C XpaHa, Thi KaTo CTeNeHTa Ha abcopOIus € cpaBHIMA Ha TJIaTHO ChbCTOSIHUE U CIIEe]
xpanene. [lopaau u3BbHPEAHO ABITHUS OTYKUBOT HA A771726 (0K0JI0 2 CeAMUIIN), IPU KITMHUIHUTE
MPOyYBaHUs € M3MOI3BaHa HaToBapBaiia qo3a oT 100 mg 3a 3 mHM 32 T0-0BP30 JOCTUTAaHE HA
cTarpioHapHU HUBa Ha A771726. M3uncieno e, e 6e3 HaToBapBaila /1032 3a JOCTUTAaHETO Ha
CTallMOHAPHU IJIa3MEHU KOHICHTPAIIUH 1IC Ca HCO6XOI[I/IMI/I I[IOYTHU ABa MECCla MPUITOKCHUC. HpI/I
MPOYYBAaHUSA C MHOI'OKPATHO IIPUI0KEHHE, IIPU MAlUEHTH C PEBMATOUIEH apTPHT,
(hapMaKOKHHETUIHUTE MapamMeTpu Ha A771726 ca nuHEWHN 3a T030BUS IUana3oH oT 5 1o 25 mg. [lpu
TE3W MPOYYBAHUS, KIIMHUYHUAT €PEeKT € IMPSKO CBbP3aH ¢ Tula3MeHaTa KoHueHTpauus Ha A771726 u
Ha JHeBHATa 7032 Ha jedayHomua. [Ipu no3a ot 20 mg/aHeBHO, CpeiHATAa TUIa3MeHa KOHIIEHTPAIHs
Ha A771726 B cTanmoHapHO cheTosIHUE € pubam3uTenHo 35 pg/ml. [Ipu cranroHapHo ChCTOSTHHE
IUIa3MEHUTE HUBA €a OKOJIO 33-35 mbTH MO-BUCOKH, CPABHEHU C T€3U MIPU €IMHUYHA 1034.

PasnpeneneHue

B uwoBemkara mazma A771726 ce cBbp3Ba €KCTEH3UBHO C IpoTenHuTe (andymunute). HecBbp3aHnata
yact e okoJo 0,62%. Cebp3BaneTo Ha A771726 ¢ mna3mMeHus anOyMyH € JIMHEHHO B PAMKUTE Ha
TepaneBTUYHNUTE TUTa3MEHN KOHIIEHTpanuu. To e JeKo HaMalleHO U BapuaOMIIHO MPH MAIlUEHTH C
PEBMATOUICH apTPUT WM XPOHUYHA ObOpEYHa HEJOCTAThYHOCT. EKCTEH3MBHOTO CBBpP3BaHE Ha
AT71726 ¢ npoTenHUTE MOXKE Aa TOBEAE 10 U3MECTBAHE HA APYTU EKCTECH3UBHO CBbP3aHU JIEKAPCTBA.
[MpoyuBanus in vitro 3a B3auMOJIeHiCTBHE Ha HUBO CBHP3BaHE C IUIa3MEHUTE IPOTEHHHU C BaphapHH B
KJIMHAYHO 3HAYMMH KOHIICHTPAILIMK He MOKa3BaT B3auMoieiicTBus. [loo0H npoy4BaHus ¢
noymnpodeH u qukiIodeHak ChIo He IOKa3BaT u3MecTBaHe Ha A771726 oT MACTOTO My Ha CBBP3BaHe,
JIOKaTo HecBbp3aHaTa (pakuus Ha A771726 ce yBenuuasa 2 10 3 bTH NPU HATWYHE Ha TOJIOYTaMUI.
A771726 nzmectsa ubynpodes, aukinodenHaxk u ToadyTaMul, HO HECBbp3aHaTa Qpakiys Ha Te3n
JIEKApCTBEHU MPOIYKTH ce yBenuyana camo ¢ 10 go 50%. Hsama naHHM 3a KIIMHUYHO 3HAYEHHE HA TE3U
edexru. [lopaau 3HAUNTEITHOTO CH CBBP3BaHe ¢ Mia3MennTe oentbun A771726 nMa HUCHEK 00eM Ha
pasmnpenenenue (okosio 11 aurpa). He € ycraHoBeHO nipe)epeHIIMAIHO TTOEMaHe OT EPUTPOLIUTHUTE.

Buorpanchopmars

Jlepmynomuz ce metabonuzupa 10 eanH ocHOBeH (A771726) u MHOTO JpyTH BTOPOCTENEHHH
MeTaboauTy, BkmountenHo TFMA (4-tpudnyopomernnanuimg). MerabonutHaTa
onotpanchopmarms Ha nedayHomua 10 A771726 u nocieaBamust Metabonm3sM Ha A771726 He ce
KOHTPOJIMPA OT €IMHUHCTBEH €H3UM U CE U3BBPIIIBA KAKTO B MUKPO30MAJIHATA, TAKa M B IIUTO30JTHATA
KJIeThuHU Ppakuuu. [IpoyuBanus 3a B3aUMOAEHCTBHE C IMMETUANH (HEeCTIeHU(PHUeH HHXUOUTOP Ha
uToxpoM P450) u pudammuiun (HecnenuduueH nuroxpom P450 naaykTOp) MOKa3Bar, 4e in vivo
CYP en3umuTe yuactBat B MeTabonm3Ma Ha Ie(IyHOMHU CaMO B MaJIKa CTETICH.

Enumunupane

Enumunupanero Ha A771726 e 6aBHO U ce XapakTepu3upa ¢ KIUPBHC OT nmopsiabka Ha 31 ml/h.
EnvMUHAIIMOHHUSAT MOTY)KUBOT € OT MopsibKka Ha 2 ceamunu. Cren npuioxeHne Ha Oensa3aHa ¢
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W30TOII 71032 JIEQITYHOMHU/I, PaIMOAKTHBHOCTTA CE OTAECIS SJHAKBO BHB ()EeKATMUTE, BEPOSTHO Upe3
eJIMMHUHUPAHE C JKJIbUKaTa, U B ypuHata. A771726 Moke 1a ce OTKpUE B ypuHaTa U (DeKaJTuUTE 10
36 nHM ciel eMHOKPATHO MpueMaHe. [ TaBHUTe MeTa00INTH B YPUHATA Ca TIIFOKYPOHUIU Ha
neduryHoMu I (TJIaBHO B ipobuTte oT 0 10 24 yaca) M OKCaHWIIOBO MPOu3BOAHO Ha A771726. BB
(dhekamuTe ce OTKpuBa riaaBHO A771726.

YCcTaHOBEHO €, e IpH XOpa MPIIOKEHUETO Ha MepopaiHa CYCIICH3MS aKTHBCH BBIJICH HA TIPax WU
KOJIECTUPaMHUH BOJIU 0 OBP30 M 3HAUMTEITHO YCKOpsIBaHE Ha eKckpernusaTa Ha A771726 u HamansBaHe
Ha TUIa3MEHNTe KOHIIeHTpanun (Bx. Touka 4.9). ToBa ce Ib/DKHM Ha CTOMAITHO-YPEBEH MEXaHU3bM Ha
OTJICJISIHE W/WJIA HAa PEKhCBAHE HA CHTEPO-XETATAIHUS ITUKBIL.

Bbr0Opeuno yBpexmaHe

JlemyHoMuy € mpuiiaraH KaTo eAMHUYHA repopaiHa o3a ot 100 mg npu 3 narueHTy Ha
XEeMOAHMANIN3a U 3 MaMeHTH Ha IPOIBIDKATETHA iepuToHeanna auanmsa (CAPD).
®dapmakoknHeTnkaTa Ha A771726 npu manuenty Ha CAPD m3riexna cxomHa ¢ Ta3u IpH 3ApaBH
noopoBosiy. [To-0bp30 enuMunupane Ha A771726 e HaOIOaBaHO MPH MALUEHTUTE HA
XEMOJIMANN3a, KOETO HE CE ABJDKU Ha CKCTPAKIIMS Ha JIGKAPCTBEHHUSI MPOIAYKT B JHATH3ATA.

YepHOoaApoOHO YBpEKIaHE

Hsama nannum 3a eyeHne Ha MAMEHTH ¢ YepPHOAPOOHO yBpeKIaHe. AKTUBHUAT MeTabomuT A771726 e
CBBpP3aH B IojisiMa CTCTICH C IIPOTCUHUTE U CC€ CIIMMUHUPA YPE3 qepHOJ:[p06eH METa0O0IN3bM U KIIbYHA
cekpenus. Te3u nmporecu Moke 1a ObAAT MOBIUSHHA OT YEPHOIPOOHA TUCYHKIIHS.

[lemnaTpryHa MOMyJIamus

®dapmakokuHeTHKaTa Ha A771726 cien nepopaiHo NpuiIoKeHHe Ha JieTyHOMU] € U3CiIeIBaHa pu
73 nmenuaTpUYHM MAIUEHTH C IMOIMApPTHKYJIapeH THIT I0OBeHWIeH pesMarounieH aptput (FOPA) Ha
BB3pacT oT 3 10 17 rogunu. Pe3ynraTure oT nomynanuoHeH (apMaKOKHHETHYCH aHAJIU3 Ha TE3U
MPOYYBaHUs MIOKA3BaT, Ye MEAUATPUUHUTE MALMEHTH C TeJiecHO Terio <40 kg umar HamasieHa
cuctemHa excrio3utys (u3mepena upe3 Cs) Ha A771726, mo100HO Ha BB3PACTHUTE MAIUEHTH C
peBMaTOUICH apTPUT (BXK. Touka 4.2).

Crapuyecka Bb3pacT

®apMaKOKHMHETHYHUTE JAHHU IIPH JIUIA B CTapyecKka Bb3pacT (>65 roguHu) ca orpaHUueHH, HO
CHOTBETCTBAT Ha (DapMaKOKMHETHKATA MIPHU ITO-MJIaJUTE BH3PACTHH.

5.3 IIpeakJMHMYHU JaHHM 32 0€30MACHOCT

JlepmyHOMM, IPUITOKEH TIEPOPATHO U HHTPANIEPUTOHEATTHO € U3CJICABAH B TIPOYYBAHHS 33 OCTPa
TOKCUYHOCT IPU MUIIKU U IIIbX0Be. [IpoyyBaHus TPy MHOMOKPATHO NEPOPATHO MPUIIOKEHHUE Ha
nedTyHOMU]T TIPU MHIIKY 32 TIEPUOJT OT 3 Mecella, TUTbX0BE M KydeTa 710 6 Mecela U MaiiMyHH J10

1 mecery moka3Bar, 4e TJIaBHUTE TapTeTHHU OPTaHM 32 TOKCHYHO YBPEXAaHE ca KOCTHHS MO3BK, KPBBTa,
racTPOUHTECTHHAIHUS TPAKT, KOXKATa, Jallaka, TAMyca U TUMQHHUTE Bh3JH. [ TaBHUTE eeKTH ca
aHeMus, JICBKOTICHHs, HaMasneH Opoil Ha TPOMOOLIUTUTE U MTAHMHEJIONATHs U OTPa3siBaT OCHOBHUS
MEXaHU3bM Ha JCHCTBHE Ha BemecTBOTO (MmoTHcKaHe Ha cuHTe3aTta Ha JJHK). [Ipu mrsxose u kydera
ca Hamepenu Tena Ha Heinz w/umun Howell-Jolly. [Ipyrure edektu, ycraHOBEHH BBPXY ChPIIETO,
YyepHHs Apo0, KOPHEATa U PECIUPATOPHUS TPAKT OMXa MOTIIH Ja ce 0OSCHAT ¢ MH(EKLUH BCIIEICTBUE
Ha UMyHocynpecusTa. TOKCHYHOCT NP )KUBOTHHUTE € YCTAaHOBEHA MPH 1031, EKBUBAJIECHTHHU Ha
TE€paNeBTUYHUTE JI03U IIPU XOPA.

Jlepnmynomun He € myTareHeH. Bropoctenennust Metabonut TFMA (4-TpudryopoMeTHiIaHuIInH)

MPEN3BUKBA KJIACTOT€HHOCT U TOYKOBU MYTAIIMH K Vifro, KaTO JIMIICBAT IOCTaThYHO JaHHU JaJIU TOU
MOJKE J1a ITPEeIU3BUKa TO3U eEKT in vivo.
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[Ipu npoyuBaHe 32 KAPIIMHOTECHHOCT TIPU  TUTHXOBE, JISITYHOMUJT HE € TIOKa3aJl KaplIHHOTeHEH
noreHnual. [Ipu npoyyBane 3a KapIUHOTEHHOCT MIPY MHIIKH € Ha0JIIoJaBaHa IMo-BHCOKA YeCTOTa Ha
3JI0KaQ4eCTBEH JTUM(POM MPU MBKKHUTE B Tpylara Ha Hall-BUCOKA 71033, HAali-BEPOSITHO JIbJIXKAII CE Ha
UMYHOCYTIpecuBHHS e(eKT Ha neduryHoMu. [Ipy sKEHCKH MUIITKY € HAa0JII0IaBaHO J0303aBHCUMO
yBeJIMYEHIE Ha 9eCTOTaTa Ha OPOHXHOIIO-TBEOIApHH a/IEHOMU U KapIIMHOMH Ha Oemwst 1po0.
3HAYCHUETO HA Te3HW HAXOJKHU NP MUIIKH 32 KIMHHYHATA yIoTpeOa Ha JedIyHoMuI He e
YCTaHOBEHO.

JlemynoMu HIMa aHTUTEHHH CBOICTBA MPH KUBOTUHCKH MO/IEIH.

JlemynoMu € eMOPHOTOKCHUYCH U TEPATOTCHEH IIPH TUTHXOBE U 3aMIM B PAMKHUTE Ha
TEPANECBTUYHHUTE JO3U IIPU XOPa U NPUIMHSIBA HESXKEIIAHH PEaKIIUU BbPXY MBXKKUTE PEIPOTYKTUBHU
OpTaHH! MPH MPOYYBAHUATA 3a TOKCUIHOCT IIPH MHOTOKPATHO MpIIoKeHHe. DepTUINTETHT HE €
HaMalieH.

6. DAPMAIEBTUYHHU JAHHU

6.1 ChoucbK Ha NIOMOIIHHUTE BelIECTBA

Tabnemuo a0po:

[{apeBu4HO HUILIECTE

IoBunon (E1201)

Kpocmosumon (E1202)

Tank (E553b)

Cununues TUOKCHU, KOIOUAEH O€3BOIEH

Maruesues cteapat (E470b)

JlakTo3a MOHOXHIPAT

Quimoso nokpumue:

Tank (E553b)

Xumpomenosa (E464)

Turtanues guokcua (E171)

Maxporon 8000

6.2 HecbBmMecTHMoOCTH

Henpunoxumo

6.3 Cpok Ha roaHOCT

3 roauHU.

6.4 CrhnenuanaHu ycI0BHS HA CbXpaHeHHe

[la ce chxpaHsiBa B OpUTHHAIHATA OTIAKOBKA.

6.5 Buau cbabpikaHue Ha OMMAKOBKATA

Anymunuit/anymuaues omucrep. OmakoBka: 3 GUIMUpaHU TaOJIETKH.

6.6 ChenuajaHu npeanasHu MepKHU NP U3XBHPJisiHe U padoTa

Hsama CliCliMaJIHA U3UCKBAHUS 34 U3XBBPJIAHEC.
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7. INPUTEXATEJI HA PASPEHIEHUETO 3A YIIOTPEBA

Zentiva k.s.

U kabelovny 130

102 37 Prague 10

Yemka perryommka

8. HOMEP(A) HA PASPEHIEHHUETO 3A YIIOTPEBA

EU/1/09/604/010

9. JATA HA ITBbPBO PASPEIIABAHE/ITOJJHOBSIBAHE HA PA3ZPEIIEHUETO 3A
YIHOTPEBA

Hata Ha mbpBO pa3pewaBane: 08 auyapu 2010 r.

[ata Ha nocnenHo nmonHoBsiBaHe: 19 HoemBpu 2014 r

10. [JATA HA AKTYAJIMBUPAHE HA TEKCTA

[MonpoOHa uH(popMaIUs 3a TO3U JICKAPCTBEH MPOIYKT € peocTaBeHa Ha yeOcaiita Ha EBporelickara
areHIusl Mo JiekapcTBaTa https://www.ema.europa.eu/.
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INPUJIOKEHHUE I1

MMPOU3BOJUTEJL, OTTOBOPEH 3A OCBOBOKJABAHE
HA ITAPTHU AN

YCJIOBUA NJIN OTPAHUYEHMUSA 3A TOCTABKA U
YIIOTPEBA

APYI'U YCJIOBUA N UBUCKBAHUA HA
PASPEHIEHUETO 3A YIIOTPEBA

YCJIOBUA NJIK OTPAHUYEHNS 3A BE3OITACHA U

E®OEKTUBHA YIIOTPEBA HA JIEKAPCTBEHUA
MHPOAYKT
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A. NPOU3BOIUTEJI, OTTOBOPEH 3A OCBOBOXJABAHE HA
IHAPTUHN

HwMe u afipec Ha IPOU3BOUTENS, OTTOBOPEH 3a OCBOOOKIABAHE HA NAPTHINTE

- Leflunomide Zentiva 100 mg ¢urmupanu mabremxu

Opella Healthcare International SAS
56, Route de Choisy

60200 Compiegne

®paHuus

- Leflunomide Zentiva 10 mg, 20 mg ¢punmupanu mabremxu

LABORMED- PHARMA S.A.

B-dul. Theodor Pallady no. 44B, sector 3
code 032266, Bucharest,

PymbHus

ZENTIVA S.A.

B-dul. Theodor Pallady no. 50, sector 3
code 032266, Bucharest,

PymbHus

b. YCJIOBUSA WJIN OTPAHUYEHUS 3A TOCTABKA U YIIOTPEBA

JlexapcTBEHUAT NPOYKT € OTITyCKa I10 OTPaHUYEHO JieKapcko npeanucanue (Bx. [punoxenue I:
KpaTka xapakTepucTrka Ha IpOAyKTa, ToUKa 4.2).

B. JAPYI'M YCJIOBUS U U3BUCKBAHUSA HA PASPEIIEHUETO 3A YIIOTPEBA
. IlepuoguyHu aKTyaJIM3MPaHH JOKJIATU 32 0€30IaACHOCT

W3uckBaHuATAa 3a [0J1aBaHe Ha NEPUOJUYHH aKTyaIU3UPaHU TOKJIAAH 3a 0€301acHOCT 3a TO3U
JIEKapCTBEH MPOJIYKT ca MOCOUYSHH B CIIUCHKA ¢ pedepeHTHUTE Aath Ha Eporneiickus cpio3 (EURD
CIHCHK), peasueH B wi. 1078, an. 7 ot Jupextusa 2001/83/EO, 1 BbB BCUUKH Clie/IBAIIH
aKTyaJIM3aluy, MyOJMKyBaHU HA €BPOTICHCKHS yeOopTal 3a JIEKapcTBa.

I. YCJI0BUA NN OTPAHUYEHUS 3A BE3OITACHA 1 EOEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHMUS ITPOAYKT

. Ilnau 3a ynpasjenue Ha pucka (ITYP)

TIPY tpsibBa na W3BHPIIBA U3UCKBAHUTE JICHHOCTH U JCHCTBUS, CBBP3aHU C MPOCIICIIBaHE HA
JieKapcTBeHaTa 0e30macHoCT, nocoueHu B onoopenus [IYP, npeacrasen B Moayn 1.8.2 Ha
pasperieHneTo 3a ynorpeda, KakTo ¥ MPU BCUYKHU CIIEBAIIN ChITIaCyBaHU aKkTyanm3aruu Ha [TYP.

Axryanusupan [IYP tpsi6Ba na ce mopasa:

e 110 UcKaHe Ha EBporneiickaTa areHIys o JeKkapcTBara;

e BHHArM, KOraTo ce U3MEHs CUCTEMaTa 3a yNpaBJICHUE Ha PUCKA, 0COOEHO B pe3yJITar Ha
noJly4aBaHe Ha HOBa MH(OpMalys, KOSTO MOXeE Aa OB/ A0 3HAYMMHU IPOMEHH B
CHOTHOILICHHETO TOJI3a/PUCK, WK CIIE]T JIOCTUTaHe Ha BayKeH eTarl (BbB Bpb3Ka ¢
[IPOCIIE/IIBaHE HA JIEKApCTBEHATa 0€30M1aCHOCT WM CBEXKAAaHE Ha PUCKA 1O MUHUMYM).
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L I[OII'b.IIHI/ITeJIHI/I MEPKH 32 CBECKAAaHE HA PUCKA 10 MUHUMYM

[MputexarensaT Ha pa3penieHueTo 3a ynorpeda ([IPY) TpsdBa na npepocTaBu Ha BCUYKH JICKAPH,
KOHUTO C€ 04aKBa Jia npeamnucpat/n3momssar Leflunomide Zentiva, o0yanTenHn MaTepuaiy cbe
CJICJTHOTO ChAbPKaHHE:

e Kparkara XxapakTepuCTUKa Ha MPOYKTa

e DBpomypa 3a nexaps

Bpomrypara 3a nexapst TpsiOBa 1a ChAbpIKa CICAHNTE KIIOYOBH CHOOIICHHUS:

e Ue chplecTBYBa PUCK OT TEXKKO YEPHOAPOOHO YBPEKIIaHE U 3aTOBA € BAXKHO PEIOBHOTO
n3mepBaHe Ha HUBaTa Ha AJIAT (CI'TIT) 3a npocnensBane Ha uepHOApOOHATA PYHKIIHS.
WNudopmanusra, npeacraBeHa B Opoirypara 3a jgekaps TpsiOBa 1a npenoctassi nHGopManus 3a
HamaJsBaHe Ha JA03aTa, IpeKpaTsBaHe Ha JCYCHUETO ¥ OYUCTBAIIN IPOLEAYPH.

e  YCTaHOBEHUSAT PUCK OT CHHEPTUYHA XeMaTo- I XeMaTOTOKCUYHOCT, CBBP3aH C
KOMOWHHpaHa Teparus ¢ Ipyro 601ecT-MOANPHUIIMPAIIO aHTUPEBMATHYHO JIEKAPCTBO (HAIIP.
METOTpPEKCaT).

e Ue cpiecTByBa PUCK OT TEPATOTCHHOCT U MOPAJIH TOBA TPsIOBa /1a ce H305rBa OpeMEHHOCT,
JIOKaTo TUIa3MEHHUTE HUBa Ha e IyHOMUJI HE ca Ha ChOTBETHOTO HUBO. Jlekapute u
NalMeHTHTE TPAOBa J1a ca HAsICHO, Y€ € Ha Pa3MOJIOKeHUE CIeHaIHa KOHCYJITaTHBHA CITyX0a,
3a IpeIocTaBsHe Ha MH(OpMAIHs 3a 1a00paTOPHO U3CIEIBAHE HA IUIA3MEHOTO HUBO HA
neITyHOMUI,

e  PuckbT 0T HH(EKINH, BKIIOYUTETHO ONMOPTIOHUCTUYHN HH(EKIINH 1 POTHBOIIOKA3aHUETO 32
MIPUJIOKEHUE IIPY UMYHOKOMIIPOMETHUPAHU MTAlIUCHTU.

e HeobOxoanmocTTa OT ChBETBaHE HAa MALMCHTHTE 332 3HAYUTEITHUTE PHCKOBE, CBBP3aHU C
TepanuATa ¢ JeIyHOMUI M ChOTBETHUTE IPEIIIa3HU MEPKHU, KOTaTO U3I0JI3BAT JIEKapCTBOTO.
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HPUJIOKEHUE I11

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

BTOPUYHA OITAKOBKA/BJINCTEP

‘ 1. HUME HA JIEKAPCTBEHMSA TPOAYKT

Leflunomide Zentiva 10 mg ¢punmupann TabaeTKku
nedIryHOMUT

‘ 2. OBSIBABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcesika punmupana tabnerka chabpika 10 mg nedryHoMu.

‘ 3. CITMCBK HA IOMOIIHUTE BEIIECTBA

To3u neKkapcTBEeH NPOAYKT ChIbpKa JIaKTo3a (BUXKTE JTMCTOBKATA 3a OMBIHUTEIHA HHPOPMAITHS).

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJIHA OITAKOBKA

30 ¢hunmupanu TaOJIETKU
100 ¢punmupanu TabaeTku

| 5.  HAYMH HA IPUWJIOKEHUE M ITbT(MIIA) HA BbBEKJIAHE

IIpeau ynorpeba npovereTe JIMCTOBKATA.
IlepopasiHo npuIIOKEHHE

6. CHELNUAJIHO NPEAYHPEXIEHUE, YE TEKAPCTBEHUAT NPOAYKT TPSBBA
JA CE CbXPAHSBA HA MSICTO JAJIEYHE OT IOTJVIEJA U TOCET'A HA IELIA

Ja ce cpxpaHsBa Ha MSCTO, HEJOCTHITHO 32 JCTIa.

‘ 7. JAPYI'U CHEHUAJIHM NPEAYHPEXIEHUSA, AKO E HEOBXOJIUMO

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA TOJHOCT

I'omen no:

‘9. CIIEHUAJIHU YCJIOBUSI HA CbXPAHEHUE

I[a CC CbXpaHsBa B OpUT'MHAJIHATA OIIAKOBKaA.
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10. CHEHOUAJHU NPEAITA3SHUA MEPKU ITPU U3XBBHPJIISAHE HA HEU3ITOJI3BBAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NJIN OTIIAABYHU MATEPHUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

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

Zentiva k.s.

U kabelovny 130
102 37 Prague 10
Yemika pemy0nuka

12. HOMEP(A) HA PABPEHIEHUETO 3A YIIOTPEBA

EU/1/09/604/003 30 tabneTkn
EU/1/09/604/004 100 TabaeTKkn

13. HMAPTUIAEH HOMEP

[Taptuaen Ne

14. HAYMUH HA OTIIYCKAHE

JlexapCTBEHUSAT MPOLYKT CE OTIIyCKa IO JEKAPCKO MPENIUCaHuUeE.

| 15. YKA3AHMS 3A YIIOTPEBA

| 16. HWH®OPMAIIAA HA BPAJIOBA A3BYKA

Jlepnynomup 3entuBa 10 mg

‘ 17. YHHUKAJIEH WIEHTUOPUKATOP — IBYU3MEPEH BAPKO/]

JByn3mepeH 0apKoJI ¢ BKIFOYEH YHUKAJICH HICHTH()HUKATOD.

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

PC
SN
NN
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MHUHHMMYM JAHHU, KOUTO TPABBA JJA CbABPXAT BJIMCTEPUTE U JIEHTUTE

| 1. NME HA JIEKAPCTBEHUS NPOAYKT

Leflunomide Zentiva 10 mg ¢punmupann TabaeTku
nedIyHOMUA

| 2. HUME HA TPUTEKATEJIA HA PASPEIIEHHUETO 3A YIIOTPEBA

Zentiva k.s.

| 3. JATA HA U3TUYAHE HA CPOKA HA I'OJHOCT

TI'onen no:

| 4. IHAPTUJAEH HOMEP

IMaptunen Ne

5.  JPYTO
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JAHHU, KOUTO TPABBA JA CBbABbP/KA BTOPUYHATA OITAKOBKA

BTOPUYHA OITAKOBKA/BYTHJIKA

‘ 1. HUME HA JIEKAPCTBEHMSA TPOAYKT

Leflunomide Zentiva 10 mg ¢punmupann TabaeTKku
nedIryHOMUT

‘ 2. OBSIBABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcesika punmupana tabnerka chabpika 10 mg nedryHoMus.

‘ 3. CITMCBK HA IOMOIIHUTE BEIIECTBA

To3u neKkapcTBEeH NPOAYKT ChIbpKa JIaKTo3a (BUXKTE JTMCTOBKATA 3a OMBIHUTEIHA HHPOPMAITHS).

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJIHA OITAKOBKA

30 ¢hunmupanu TaOJIETKU
100 ¢punmupanu TabaeTku

| 5.  HAYMH HA IPUWJIOKEHUE M ITbT(MIIA) HA BbBEKJIAHE

IIpeau ynorpeba npodereTe IMCTOBKATA
IlepopasiHo npuIIOKEHHE

6. CHELNUAJIHO NPEAYHPEXIEHUE, YE TEKAPCTBEHUAT NPOAYKT TPSBBA
JA CE CbXPAHSBA HA MSICTO JAJIEYHE OT IOTJVIEJA U TOCET'A HA IELIA

Ja ce cpxpaHsBa Ha MSCTO, HEJOCTHITHO 32 JCTIa.

‘ 7. JAPYI'U CHEHUAJIHM NPEAYHPEXIEHUSA, AKO E HEOBXOJIUMO

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA TOJHOCT

I'omen no:

9. CIIEHUAJIHU YCJIOBUSI HA CbXPAHEHUE

C’LXpaHHBaﬁTC 6YTI/IJ'IKaTa IIBTHO 3aTBOPCHA.
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10. CHEHOUAJHU NPEAITA3SHUA MEPKU ITPU U3XBBHPJIISAHE HA HEU3ITOJI3BBAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

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

Zentiva k.s.

U kabelovny 130
102 37 Prague 10
Yemika pemy0nuka

12. HOMEP(A) HA PABPEHIEHUETO 3A YIIOTPEBA

EU/1/09/604/001 30 tabnerkn
EU/1/09/604/002 100 TabaeTKku

13. HMAPTUIAEH HOMEP

[Taptuaen Ne

14. HAYMUH HA OTIIYCKAHE

JlexapCTBEHUSAT MPOLYKT CE OTIIyCKa IO JEKAPCKO HNPEANUCAHUE.

| 15. YKA3AHMS 3A YIIOTPEBA

[16. MH®OPMALMS HA BPAIJIOBA A3BYKA

Jlepnmynomun 3entuBa 10 mg

‘ 17. YHUKAJIEH UAEHTUO®OUKATOP — IBYU3MEPEH BAPKO/]

JByn3mepeH 0apkoa ¢ BKJIFOYEH YHUKAJIEH HACHTU(DHUKATOP.

‘ 18. YHHUKAJIEH UIEHTUOPUKATOP — JAHHU 3A HETEHE OT XOPA

PC
SN
NN
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JAHHU, KOUTO TPABBA JA CBABbP/KA IBPBUYHATA OITAKOBKA

ETUKET/BYTHUJIKA

‘ 1. HUME HA JIEKAPCTBEHMSA TPOAYKT

Leflunomide Zentiva 10 mg ¢punmupann TabaeTKku
nedIryHOMUT

‘ 2. OBSIBABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcesika Tabnerka chabpika 10 mg neduryHOMUI,

3. CITMCBK HA IOMOIIHUTE BEIIECTBA

Cpabpxa ChILO JTAKTO3a.

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJIHA OITAKOBKA

30 ¢hunmupanu TaOJIETKU
100 ¢punmupanu TabaeTku

| 5.  HAYMH HA IPUWJIOKEHUE M ITbT(MIIA) HA BbBEKJIAHE

IIpeau ynorpeba npovereTe JIMCTOBKATA.
IlepopasiHo npuIIOKEHHE

6. CHELNUAJIHO NPEAYHPEXIEHUE, YE TEKAPCTBEHUAT NPOAYKT TPSBBA
JA CE CbXPAHSBA HA MSICTO JAJIEYHE OT IOTJVIEJA U TOCET'A HA IELIA

Ja ce cpxpaHsBa Ha MSCTO, HEJOCTHITHO 32 JCTIa.

‘ 7. JAPYI'U CHEHUAJIHM NPEAYHPEXIEHUSA, AKO E HEOBXOJIUMO

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA TOJHOCT

I'omen no:

9. CIIEHUAJIHU YCJIOBUSI HA CbXPAHEHUE

C’LXpaHHBaﬁTC 6YTI/IJ'IKaTa IIBTHO 3aTBOPCHA.
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10.

CIHEHUAJIHU TPEAITAZHA MEPKU ITPU U3XBBHPJISIHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NJIN OTIIAABYHU MATEPHUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11.

HUME U AJIPEC HA ITPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Zentiva k.s.

12.

HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/09/604/001 30 tabnerku
EU/1/09/604/002 100 TabaeTku

13.

HAPTUJAEH HOMEP

[Taptuaen Ne

14.

HAYUH HA OTITYCKAHE

JlexapCTBEHUSAT MPOLYKT CE OTIIyCKa IO JEKAPCKO MPEIICaHue.

| 15.

YKA3AHUSA 3A YIIOTPEBA

| 16.

WHP®OPMAIIMS HA BPAHJIOBA A3BYKA
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JAHHU, KOUTO TPABBA JA CBbABbP/KA BTOPUYHATA OITAKOBKA

BTOPUYHA OITAKOBKA/BJINCTEP

|1

HUME HA JIEKAPCTBEHMSA TPOAYKT

Leflunomide Zentiva 20 mg ¢punmupann TabIeTKu
nedIryHOMUT

| 2.

OBSIBABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcesika punmupana tabnerka chabpika 20 mg nedryHOMuUI,

| 3.

CIIMCBK HA ITIOMOIIHUTE BEIMECTBA

To3u neKkapcTBEeH NPOAYKT ChIbpKa JIaKTo3a (BUXKTE JTMCTOBKATA 3a OMBIHUTEIHA HHPOPMAITHS).

| 4.

JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJIHA OITAKOBKA

30 ¢hunmupanu TaOJIETKU
100 ¢punmupanu TabaeTku

B

HAYUH HA ITPUJIOKEHUE U I'bT(MIIA) HA BBBEXKXJIAHE

IIpeau ynorpeba npovereTe JIMCTOBKATA.
IlepopasiHo npuIIOKEHHE

6.

CHELNUAJIHO NPEAYHPEXIEHUE, YE TEKAPCTBEHUAT NPOAYKT TPSBBA
JA CE CbXPAHSBA HA MSICTO JAJIEYHE OT IOTJVIEJA U TOCET'A HA IELIA

Ja ce cpxpaHsBa Ha MSCTO, HEJOCTHITHO 32 JCTIa.

7.

JAPYI'U CHEHUAJIHM NPEAYHPEXIEHUSA, AKO E HEOBXOJIUMO

| 8.

JATA HA UI3TUYAHE HA CPOKA HA TOJHOCT

I'omen no:

B

CIIEHUAJIHU YCJIOBUSI HA CbXPAHEHUE

I[a CC CbXpaHsBa B OpUT'MHAJIHATA OIIAKOBKaA.

10.

CIHEHUAJIHU ITPEAITAZHA MEPKU ITPU U3XBBPJISIHE HA HEU3ITIOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU WJIN OTHHAABYHU MATEPUAJIU OT
TAX, AKO CE U3UCKBAT TAKUBA
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11. HUME U AJIPEC HA IIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Zentiva k.s.

U kabelovny 130
102 37 Prague 10
Yemka perryommka

12. HOMEP(A) HA PABPEHIEHHUETO 3A YIIOTPEBA

EU/1/09/604/008 30 TabaeTku
EU/1/09/604/009 100 TabieTkn

13. MAPTHUIEH HOMEP

[Taptuaen Ne

14. HAYMH HA OTIIYCKAHE

JlexapCTBEHUSAT MPOLYKT CE OTITyCKa IO JIEKAPCKO MPEIICaHue.

‘ 15. YKA3AHUA 3A YIIOTPEBA

[16. MH®OPMALMSI HA BPAIJIOBA A3BYKA

Jlepnmynomuz 3entusa 20 mg

‘ 17. YHUKAJIEH UIEHTUOUKATOP — IBYU3MEPEH BAPKO/]

JByn3mepeH 0apKo ¢ BKJIFOYEH YHUKAJIEH HACHTU(HUKATOP.

‘ 18. YHUKAJIEH UIEHTUOUKATOP — JAHHHU 3A HETEHE OT XOPA

PC
SN
NN
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MHUHHMMYM JAHHU, KOUTO TPABBA JA CbABPXAT BJIMCTEPUTE U JIEHTUTE

| 1. UME HA JIEKAPCTBEHUS NPOAYKT

Leflunomide Zentiva 20 mg ¢punmMupann TabaeTKu
nedIyHOMUA

| 2. HUME HA TPUTEKATEJIA HA PASPEIIEHHMETO 3A YIIOTPEBA

Zentiva k.s.

| 3. JATA HA U3TUYAHE HA CPOKA HA I'OJHOCT

TI'onen no:

| 4. IHAPTUJIAEH HOMEP

IMaptunen Ne

5.  JIPYTO
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JAHHU, KOUTO TPABBA JA CBbABbP/KA BTOPUYHATA OITAKOBKA

BTOPUYHA OITAKOBKA/BYTHJIKA

‘ 1. HUME HA JIEKAPCTBEHMSA TPOAYKT

Leflunomide Zentiva 20 mg ¢punmupann TabIeTKu
nedIryHOMUT

‘ 2. OBSIBABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcesika punmupana tabnerka chabpika 20 mg nedryHOMuUI,

‘ 3. CITMCBK HA IOMOIIHUTE BEIIECTBA

To3u neKkapcTBEeH NPOAYKT ChIbpKa JIaKTo3a (BUXKTE JTMCTOBKATA 3a OMBIHUTEIHA HHPOPMAITHS).

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJIHA OITAKOBKA

30 ¢hunmupanu TaOJCTKU
50 punmupanu TabIeTKH
100 ¢punmupanu TabiaeTku

| 5. HAYMH HA PWJIOKEHUE U MHT(MIIA) HA BbBEXKJIAHE

IIpeau ynorpeba npovereTe JIMCTOBKATA.
IlepopanHo npuioxeHue

6. CIIEHUAJIHO IPEAYHNPEXIEHUE, YE JTEKAPCTBEHUAT NPOAYKT TPABBA
JA CE CBXPAHSBA HA MSICTO JAJIEYE OT IIOTJIEJA U TOCET'A HA IEIIA

Ja ce cpxpaHsBa Ha MSCTO, HEJOCTHITHO 32 JCTIa.

‘ 7. JAPYI'U CIHHEHUAJIHU NPEAYHPEXJIEHUSA, AKO E HEOBXOJIUMO

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA T'OAHOCT

T'onen mo:

9. CIHHEHUAJIHU YCJIOBUSI HA CbXPAHEHUE

C’LXpaHHBaﬁTC 6YTI/IJ'IKaTa IIBTHO 3aTBOPCHA.
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10. CHEHOUAJHU NPEAITA3SHUA MEPKU ITPU U3XBBHPJIISAHE HA HEU3ITOJI3BBAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

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

Zentiva k.s.

U kabelovny 130
102 37 Prague 10
Yemika pemy0nuka

12. HOMEP(A) HA PABPEHIEHUETO 3A YIIOTPEBA

EU/1/09/604/005 30 TabneTkn
EU/1/09/604/006 50 TabneTku
EU/1/09/604/007 100 TabaeTku

13. MAPTUAEH HOMEP

[Taptuaen Ne

14. HAYUH HA OTIIYCKAHE

JlexapCTBEHUSAT MPOLYKT CE OTITyCKa IO JIEKAPCKO MPENIICaHue.

| 15. YKA3AHMSI 3A YIIOTPEBA

[ 16. MH®OPMALMSI HA BPAIJIOBA A3BYKA

Jlepnynomup 3entuna 20 mg

‘ 17. YHUKAJIEH UIEHTUOUKATOP — IBYU3MEPEH BAPKO/]

JByn3mepeH 0apKoJI ¢ BKJIFOUEH YHUKAJICH HISHTH()HUKATOP.

‘ 18. YHUKAJIEH UIEHTUO®PUKATOP — JAHHU 3A HETEHE OT XOPA

PC
SN
NN

72



JAHHU, KOUTO TPABBA JA CBABbP/KA IBPBUYHATA OITAKOBKA

ETUKET/BYTHUJIKA

‘ 1. HUME HA JIEKAPCTBEHMSA TPOAYKT

Leflunomide Zentiva 20 mg ¢punmupann TabIeTKu
nedIryHOMUT

‘ 2. OBSIBABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcesika Tabnerka chabpika 20 mg nedryHOMUI,

3. CITMCBK HA IOMOIIHUTE BEIIECTBA

Cpabpxa ChILO JTAKTO3a.

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJIHA OITAKOBKA

30 ¢hunmupanu TaOJCTKU
50 punmupanu TabIeTKH
100 ¢punmupanu TabaeTku

| 5. HAYMH HA PWJIOKEHUE U MHT(MIIA) HA BbBEXKJIAHE

IIpeau ynorpeba npovereTe JIMCTOBKATA.
IlepopanHo npuioxeHue

6. CIIEHUAJIHO IPEAYHNPEXIEHUE, YE JTEKAPCTBEHUAT NPOAYKT TPABBA
JA CE CBXPAHSBA HA MSICTO JAJIEYE OT IIOTJIEJA U TOCET'A HA IEIIA

Ja ce cpxpaHsBa Ha MSCTO, HEJOCTHITHO 32 JCTIa.

‘ 7. JAPYI'U CIHHEHUAJIHU NPEAYHPEXJIEHUSA, AKO E HEOBXOJIUMO

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA T'OAHOCT

T'onen mo:

9. CIHHEHUAJIHU YCJIOBUSI HA CbXPAHEHUE

C’LXpaHHBaﬁTC 6YTI/IJ'IKaTa IIBTHO 3aTBOPCHA.
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10.

CIHEHUAJIHU TPEAITAZHA MEPKU ITPU U3XBBHPJISIHE HA HEN3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA

11.

HUME U AJIPEC HA ITPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Zentiva k.s.

12.

HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/09/604/005 30 Ttabnerkn
EU/1/09/604/006 50 TabneTkn
EU/1/09/604/007 100 TabaeTKu

13.

IHAPTUJAEH HOMEP

[Taptuaen Ne

14.

HAYHUH HA OTITYCKAHE

JlexapCTBEHUSAT MPOLYKT CE OTIIyCKa IO JIEKAPCKO MPEIUCaHue.

| 15.

YKA3AHUSA 3A YIIOTPEBA

| 16.

WH®OPMAIIMSA HA BPAHJIOBA A3BYKA
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JAHHU, KOUTO TPABBA JA CBbABbP/KA BTOPUYHATA OITAKOBKA

BTOPUYHA OITAKOBKA/BJINCTEP

|1

HUME HA JIEKAPCTBEHMSA TPOAYKT

Leflunomide Zentiva 100 mg dbunmupanu TadeTku
nedIryHOMUT

| 2.

OBSIBABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcesika punmupana tabnerka crabpika 100 mg nedaynomu.

| 3.

CITMCBK HA IOMOIIHUTE BEIIECTBA

To3u neKkapcTBEeH NPOAYKT ChIbpKa JIaKTo3a (BUXKTE JTMCTOBKATA 3a OMBIHUTEIHA HHPOPMAITHS).

| 4.

JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJIHA OITAKOBKA

3 punmMupanu TabIeTKH

| 5.

HAYMH HA ITPUJIOKEHUE U ITBbT(MIIA) HA BBBEXK/IAHE

[Ipenn ynorpeba npoyereTe JIMCTOBKATA.
IlepopasiHo npuIIOKEHHE

6.

CHELOUAJIHO NPEAYHNPEXIEHUE, YE TEKAPCTBEHUAT NPOAYKT TPSBBA
JA CE CbXPAHSBA HA MSICTO JAJIEHE OT IIOTJIEJA U TOCET'A HA IELIA

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

| 7.

APYI'U CHELHUAJIHU NPEAYHPEXIEHUS, AKO E HEOBXOJIUMO

| 8.

JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

T'onen no:

B

CIIEHUAJIHU YCJIOBUSI HA CbXPAHEHUE

Jla ce cpxpaHsIBa B OpUTHHAIHATA OTIAKOBKA

10.

CIHEHUAJIHU ITPEAITAZHA MEPKU ITPU U3XBBPJISIHE HA HEU3ITIOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU WJIN OTITAABYHU MATEPHUAJIA OT
TAX, AKO CE U3UCKBAT TAKHUBA
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11. HUME U AJIPEC HA IIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Zentiva k.s.

U kabelovny 130
102 37 Prague 10
Yemka perryommka

12. HOMEP(A) HA PABPEHIEHHUETO 3A YIIOTPEBA

EU/1/09/604/010 3 TabieTkn

13. MAPTUIAEH HOMEP

[Taptuaen Ne

14. HAYUH HA OTIIYCKAHE

JlexapCTBEHUSAT MPOLYKT CE OTITyCKa IO JIEKAPCKO HPEANUCAHUE.

| 15. YKA3AHMSI 3A YIIOTPEBA

[ 16. MH®OPMALMSI HA BPAIJIOBA A3BYKA

Jlepnynomuy 3entusa 100 mg

‘ 17. YHUKAJIEH UAEHTUOUKATOP — IBYU3MEPEH BAPKO/]

JByn3mepeH 0apKo ¢ BKJIIOYEH YHUKAJIEH HACHTU(HUKATOP.

‘ 18. YHHUKAJIEH UIEHTUOUKATOP — JAHHHU 3A HETEHE OT XOPA

PC
SN
NN
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MHUHHMMYM JAHHU, KOUTO TPABBA JA CbABPXAT BJIMCTEPUTE U JIEHTUTE

| 1. NME HA JIEKAPCTBEHUS NPOAYKT

Leflunomide Zentiva 100 mg dhunmupanu TadieTkn
nedIyHOMUA

| 2. HUME HA TPUTEKATEJIA HA PASPEIIEHHMETO 3A YIIOTPEBA

Zentiva k.s.

| 3. JATA HA U3TUYAHE HA CPOKA HA I'OJHOCT

TI'onen no:

| 4. IHAPTUJIAEH HOMEP

IMaptunen Ne

5.  JIPYTO
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b. IUCTOBKA
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JlncroBka: undopmanus 3a noTpeduTeNs

Leflunomide Zentiva 10 mg ¢puavmupanu TadjeTKu
nedurynomu (leflunomide)

IIpoyereTe BHUMATEIHO LAJIATA JHCTOBKA, IIPEAH 1A 3alI04YHETE 1A IpUeMaTe TOBA JIEKapCcTBo,

ThH KaTo TS ChABbP:Ka BaxkHa 32 Bac nndgopmanus.

- 3amasere Ta3u JUCTOBKA. MoJKe /1a ce HaJIOXkKHU J1a sl IPOYETETE OTHOBO.

- AKO UMaTe HSIKaKBU JOIBJIHUTEIHN BBIIPOCH, IoNUTaiTe Bammms nekap, papmaneBT uin
MEINIHMHCKA CECTPA.

- ToBa JiekapcTBO € IPEeANNUCaHO €IUHCTBEHO U JINYHO Ha Bac. He ro nmpeorcrenBaiite Ha Apyru
xopa. To Moxe 1a UM HaBpenu, HE3aBUCHMO, Ye IPU3HAIIMTE Ha TSIXHOTO 3a00JIsiBaHe ca
CBINKTE KaTo Bammre.

- AKO NIOITy4nTe HAKAKBU HEXEJIaHU JIEKAPCTBEHH PEAKIMH, yBeToMeTe Bamms nekap,
(apmaneBT WM MEAULIMHCKA cecTpa. ToBa BKIIIOYBA M BCUYKH Bb3MOKHH HEXKEIaHU PEaKivy,
HEOIIMCaHU B Ta3H JUCTOBKA. Buxre Touka 4.

KakBo cbabpika Ta3H JHCTOBKA

Kakso mpencrasmsaBa Leflunomide Zentiva u 3a KakBo ce U3IMONI3BA
Kakgo Tpsi0Ba na 3Haete, npeau aa npuemere Leflunomide Zentiva
Kak nga npuemare Leflunomide Zentiva

BBb3M0KHM HEXETaHU pEeaKLuU

Kak nma cexpansBate Leflunomide Zentiva

ChabpkaHue Ha ONIAKOBKATa M JOMBIHUTEIHA HHPOPMALIUS

AN o e

1. Kaxkso npeacraBassa Leflunomide Zentiva u 3a kakBo ce U3moj3Ba

Leflunomide Zentiva nprHaAIeKu KbM IpyIia JEKapcTBa, HAPEUCHN aHTUPEBMATHYHH JieKapcTBa. To
ChIBbpKa aKTHBHOTO BELIECTBO JIe(hIyHOMH].

Leflunomide Zentiva ce u3mon3Ba 3a JiedYeHUE HA Bb3PACTHH MAIMEHTH C aKTHBEH PEBMATOHICH
ApTPUT UJIKM AKTUBCH IICOPUATUYCH apTPUT.

CUMIOTOMHTE HA PEBMATOUJICH apTPUT BKIIIOYBAT BBH3MNMAJICHUC HA CTABUTEC, IOAYBAHE, 3aTPYAHCHO
JABWKCHHEC 1 OoJIKa. I[pym CHMIITOMH, KOUTO 3aciArart IAJ10TO TAJIO0 BKIKOYBAT 3ary6& Ha arcTur,
IMMOBHUIICHA TEMIICPATYpa, 331"}’63, Ha CHCPIrud U aHEMUS (J'II/II'Ica Ha Y€PBCHU KPbBHU KJ'IGTKI/I).

CuMnOTOMHTE HA AKTUBEH IICOPUATHYCH apTPUT BKIFOUBAT BH3MAJICHUE HA CTABUTE, MOyBaHE,
3aTpyIHEHO JIBUKEeHHUE, O0JIKa M y4acThIM Ha 3aUepBEHa, JIFOIIelIa ce Koxka (KOKHH U3MEHEHUS).

2. Kakso TpsadBa na 3Haere, npeau ga npuemete Leflunomide Zentiva

He npuemaiite Leflunomide Zentiva:

- aKo HSKOra cTe MMaly ajJepruyHa peakuus KbM JedayHoMus (0co0eHO cepro3Ha KOXKHA
peaxius, 4ecTo NpUApYy’KEeHa C MOBHUIIIEHA TeMIIepaTypa, CTABHN OOJIKH, YepPBEHH TETHA 110
KOo)KaTa WA MeXypH, Harp. cuHApoM Ha CTUBBHC [[DKOHCHH), I KbM HSKOS OT OCTAHAJINTE
CBHCTAaBKH Ha TOBA JIEKapCTBO (M30pPOEHH B TOUKA 6), MITH aKO CTE aJIepTUIHU KbM
TepuIIyHOMUI (M3110J13BaH 3a JIeYeHNE Ha MHOXKECTBEHA CKIIEp03a),

- aKO MMaTe HIKAKBH YepHOAPOOHM MpodiemMu,

- aKO MMaTe YMEPEHHU 10 TEXKH 0bOpedHn nmpoodiaemu,

- aKo MMaTe CHIIHO MTOHIDKEHNE Ha 0eJThINTE B KPbBTA (XUMIOTPOTENHEMHUS),

- aKo cTpajare OT HAKaKbB MpobieM, KOHTO 3acsira MMyHHaTa Bu cucrema (manpumep CITHMH),

- aKo “MaTe HIKaKbB MPOOJIeM C KOCTHHUS MO3bK HJIM aKO UMaTe HUCHK Opoi uepBeHH Wi Oeiu
KPBBHU KJIETKU B KPBbBTA WIIM HaMaJIeH OpOil TpOMOOLIMTH B KPBHBTa,
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- aKo CTpajaTe OT cepruo3Ha uHdeKnus,
- aKo cTe OpeMeHHa, CMsTaTe, Ye MOXKE J1a CTe OpeMeHHa WU KbPMHUTE.

[penynpesxaeHust ¥ Mpeana3sHu MEPKH

T'oBopete ¢ Bamms nrekap, ¢hapMarieBT WK MEIUIIMHCKA cecTpa, mpeau na mpuemere Leflunomide

Zentiva

- aKo cte 0oJemyBalv OT Bh3MaleHNe Ha Oenus Apo0 (MHTepcTHIHAIHA Oes1oApodHa 0oJiecT).

- aKO HJIKOTa CTEC UMAJIM TY0ePKYJI03a WU CTe OUIU B OJIM3BK KOHTAKT C HSIKOW, KOWTO UMa WIIH
e uMan TyOepKyo3a. Bamusr gekap Moke 1a HalpaBy M3ciieIBaHusl, 32 1a IPOBEPU AajH
uMaTe TyOepKyIo3a.

- aKo CTe Mb K H UcKate Jia craHere Oamma. Thil KaTo He MOXKe J]a ce M3KJIIOYH BEPOSTHOCTTA 32
npemuHaBane Ha Leflunomide Zentiva B ciepmara, TpsiOBa fa ce M3M03Ba CUTYpHA
KOHTpaIenus o BpeMe Ha jiedueHueTo ¢ Leflunomide Zentiva. Mbxere, skenaentu 1a Obaat
Oamy, TpsiOBa Aa ce 0OBpHAT KbM CBOS JIeKap, KOWTO MOXKe /1a TH TIOCHBETBA Jla CIpaT
npuemaneto Ha Leflunomide Zentiva u na B3emMat HIKOM JIeKapCTBa, 3a 1a OTCTPAHAT

Leflunomide Zentiva 0bp30 1 B A0CTaTh4YHA CTENCH OT opraHu3Ma cu. Ille e HeoOxoaumo na Bu

ce HampaBH H3ClIe[IBaHe Ha KPHBTA, 3a J1a ce moTBbpan, ue Leflunomide Zentiva e orcTpaneH B
JIoCTaThuHA CTETIEH OT Bammms opranu3sM U ciiel ToBa Bue TpsiOBa 1a n3uakarte Half-Maliko
owre 3 Mecela Ipeay 1a ce ONUTBATE J1a Ch3aBarte Jela.

- TpsOBa na Bu ce HampaBu omnpeesieH BU U3CIIEABaHE HAa KPbBTa (HMBO Ha KaJIHUii). Bh3MOKHO

€ U3MEPBAHETO Ja MOKaXxe (DaIIMBO HUCKU HMBA Ha KAIIHI.

- ako Bu mpezcTon WM cTe MpeThpIiesu CKOPOIIHA TEKKa ONepanus UK aKo BCE OIIE HMaTe
He3apacHaja paHa cien onepanus. Leflunomide Zentiva Moxke 1a Obe IpuirHAa 33 TPYIHO
3a3/1paBsiBaHE HA PAHUTE.

Leflunomide Zentiva Mosxe OHSKOTA Jja MPUYWHU HIKOW IPOOIIEMHU Ha KPBBTA, YePHHS P00, OennTe
IpoOoBe, WK HEPBHUTE Ha PhIIETE MM KpakaTa. Moe ChIIo Ja MPUIHHU CEPUO3HH AICPTUIHI

peakuu (BKIFOUMTEITHO JIEKapCcTBEeHa peakius ¢ eo3nHodmmms u cucreMun cumnromu [DRESS]),
WIN J1a YBEIMYH PHUCKa OT TeXKa WHQEKIHs. 3a moBeue nHPOpPMALUs 3a TOBA, MOJISL, POYETETE TOUKA
4 (Bb3MOXHM HEeXKEIIAaHU PEaKITUH ).

DRESS ce nosiBsiBa II'pPBOHAYAIIHO KATO I’pI/IHOHO,I[O6HI/I CHUMIITOMHU 1 O6pI/IB 10 JUIETO, CJICA TOBA

o01IMpeH o0puB ¢ BUCOKA TeMIIEpaTypa, IOBUILICHH HUBA HA YePHOAPOOHUTE CH3UMU MPH U3CIICIBAHE

Ha KPHBTA, MMOBHUILIABAHE Ha €/IMH BHJ| OeJIM KPBBHU KIETKH (€03UHOMWINS) U YBEINICHU TUMPHN
BB3JIH.

BartusT jsiekap 1ie u3BbpIiBa KPbBHH U3CJIeABAHUS PSIOBHO, IPE/IHU U [0 BPEME Ha JICYCHUETO C
Leflunomide Zentiva, 3a 1a npociezssa KppBHUTE By kiieTku 1 yepHust Apo6. BammsT inekap cbiio
Taka I1e MpoBepsiBa KpbBHOTO B Hassirane penoBHo, Thi kato Leflunomide Zentiva Moxe na
NPUYUHY TTOBUIIIABAHE HA KPBBHOTO HAJISITAHE.

FOBOpeTC ¢ Bamus JICKap, akO UMaTe HEOOsSCHMMA XpOHUYHA JUuapus. Bammsar JICKap MOKEC a
H3BBPIIN JOIIBJIHUTCIIHU U3CIICABAHUS 3a ,Z[I/I(I)epeHLII/IaJ'IHa JAWardosa.

YBenomere Bamust nekap, ako pazBuere KoxHa s13Ba 1o BpeMe Ha JiedeHne ¢ Leflunomide Zentiva
(BmKTE CBHIO TOUKA 4).

Jlena u roHOIIHN
Leflunomide Zentiva He ce npenopb4Ba 3a ynorpeda nNpu ena U IOHOIIN HA Bb3PACT MO/
18 ronunu.

Jpyru nexkapcrBa u Leflunomide Zentiva

WNudopmupaiite Bamms nexap ninn papmaneBt, ako npremMare, HaCKOpO CTe IPHeMaii, WilH €
BB3MOXKHO J1a PHUEeMeTe APYTH JekapcTBa. ToBa BKIIIOUBA U JIEKapCTBa, OTIYCKaHH Oe3 peuenTa.

ToBa e ocobeHo BaXXHO, dKO IMpUeMaTe:
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- JPYTH JIEKapCTBa 32 PEBMATONAEH apTPUT KaTO aHTUMAJIApUIHHY JIeKapcTBa (HAIp. XJIOPOXHUH U
XUIPOKCUXJIOPOXHUH), 371aTO, MPHIIOKEHO HHTPAMYCKYJIHO WU IEPOPATHO, Jl-TIeHUIIaMH1H,
a3aTHONPHUH U APYTH UMYHOCYIIPECUBHH JIeKapcTBa (HaIp. METOTPEKCaT), Thil KaTo Te3u
KOMOWHANNHU HE ca MPENOPbYUTENHH,

- BapGapuH U APYTH NEePOPATHH JIEKApCTBa, H3IOI3BAHH 32 pa3pekJaHe Ha KPBBTA, ThH KaTo €
Heo0X0MMo HaOII0IeHNE, 3a a Ce HaMaJld PUCKBT OT MOSBA HA HEXKEJIAHHW PEaKInH Ha TOBA
JEKapCTBO

- TepuIyHOMH]I 32 MHOYKECTBEHA CKIIEPO3a

- penariuHu, MTUOTITUTAa30H, HATETTTUHH HJIH PO3UTIIMTA30H 33 AUadeT

- JayHOPYOHLIMH, JOKCOPYOHIIUH, TAKJINTaKCe WK TONOTEKaH 3a paK

- JYJIOKCETHH 3a JIeTIPecHs, HHKOHTHHEHINS Ha ypHHATa HiIH OBOpedHo 3a00sIBanHe Mpu
Tua0eTHIN

- QJIOCETPOH 32 JICYCHNE Ha TEKKA THAPHS

- Teo(UIIMH 32 acT™Ma

- TU3aHUIUH, MYCKYJICH PEJaKCaHT

- OpaJTHU KOHTPAIICTITHBH (ChABPKAIIY €THHHIICCTPAANOI 1 JICBOHOPTeCTPEN)

- e akiop, OEH3WIMEHUIINH (MTEHUIUIMH G), TUIPOQIIOKCAINH 32 HHPEKITHN

- WHIOMETAIHH, KeTorpodeH 3a O0JIKa Wi Bh3MaJeHIe

- ¢dbypoceMu 3a chpeYHO 3a00s1BaHe (AMYPETHK, OTBOTHSBAIIO JIEKAPCTBO)

- sugoByauH 3a HIV undexims

- poO3yBacTaTuH, CUMBACTAaTUH, aTOPBACTATHH, ITPABACTATUH 3a XUIICPXOJICCTCPOJICMUAL (BI/ICOK
XOJIECTEPO)

- cyndacana3uH 3a Bb3MAINTEIHO 3a00JIsIBaHE HA YepBaTa WM PEBMAaTOUICH apTPUT

- JIEKapCTBO, HAPEUCHO KOJICCTUPAMUH (M3II0JI3BAaHO 32 HAMAJISIBAHE HA BUCOKHUS XOJIECTEPOIT) WK
aKTHBEH BBIJICH, ThI KaTO TE3H JIEKapCTBA MOTAaT Aa HaManaT KonndecTBoTo Leflunomide
Zentiva, KO€TO ce IIoeMa 0T OpraHu3Ma.

AKo Beye IpueMaTe HecTepPOUIHU MPoTUBOBB3NaauTeaHu cpeacrsa (HCIIBC) n/unn
KOPTHKOCTEPOM/IM, MOXKETE J1a IPOABIDKUTE JIa TH B3eMaTe cJie/l 3alI04YBaHEe Ha JISYEHUETO C
Leflunomide Zentiva.

Bakcunanuun

Axo TpsiOBa J1a ObaeTe BaKCHHUPaHU, MonuTaiite Bamms nekap 3a ceBet. OnpeeneHn BaKCHHALUH HE
TpsiOBa Jia ce mpuiiarat jjokaro npuemare Leflunomide Zentiva u u3BecTHO Bpeme ciiefl CIpaHe Ha
JICYCHHETO.

Leflunomide Zentiva ¢ xpana, HAMTKYU U AJTKOX0J

Leflunomide Zentiva Moe a ce nmpuema chC WK 0e3 XpaHa.

He ce mpenoppuBa Jja ce KOHCYMHpa alkoxoJ 1o Bpeme Ha siedeHue ¢ Leflunomide Zentiva.
Koncymanusita Ha ankoxou gokato npuemate Leflunomide Zentiva Moke J1a yBeTU4M pucka oT
YBpEKIaHe Ha YepHUA APoO0.

BpeMeHHOCT 1 KbpMeHe

He npuemaiite Leflunomide Zentiva, ako cte win cmsTare, 4e MOXKe Jia CTe OpeMeHHa. AKO cTe
OpemenHa, nnu 3abpemeHneere, fokaro npuemare Leflunomide Zentiva, pucksT oT pakaane Ha 6ebe
ChC CEPUO3HHU BpOJIcHH JeeKTH e oBuUIlIeH. JKeHnTe ¢ AeTepoieH MOTeHIHAal He TpsiOBa J1a mprueMaT
Leflunomide Zentiva, 0CBeH ako He HU3IOJI3BAT HAACKIHA MEPKH 3a MPeJIa3BaHe OT 3a0peMeHsIBaHe.

Wndopmupaiite Bamms nekap, ako Bb3HaMepsiBaTe Aa 3a0peMeHeeTe Clie/l CIUPaHe Ha JICYSHUETO C
Leflunomide Zentiva, Tbii KaTo € HEOOXOJUMO J1a C€ YBEPUTE, Y€ HE Ca OCTaHAIIU CIIEIU OT
Leflunomide Zentiva B opranusma Bu npeaun na npasure onuty 3a 3a0peMeHsiBane. ToBa Moxe 1a
oTHeMe JIo 2 ronuHK. ToBa H34akBaHe MOXKeE J1a Ce ChKPATH JI0 HSIKOJIKO CEMHIIN Ype3 MPUEMaHeTo Ha
JISKapCTBa, KOMTO YCKOpsiBaT oTcTpansBaneTo Ha Leflunomide Zentiva ot Bariust opranusbm.

B®B BCHukH ciiyyan TpsiOBa 1a ObJie MOTBBPACHO Upe3 KpbBHU n3ciensanus, ue Leflunomide Zentiva
€ OTCTpaHEeH B JIOCTaThyuHa CTeleH oT Bamms opranu3sm, kato Bue TpsOBa 1a nzyakare Hail-Maiko
OlLLEe €IMH Mecel] IPeIH Ja 3a0peMeHeeTe.
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3a nonbAHKUTENTHA HH(POPMAITUS 3a 1ab0paTOPHOTO U3CIIEABAHE, MO, 00BpHETE ce KbM Barrst
JeKap.

AKo UMaTe CbMHEHHe, ue cTe 3a0peMeHsiia rmo Bpeme Ha jedenneTo ¢ Leflunomide Zentiva nnn
npe3 2-Te TOAWHHM CIIe]l HeTOBOTO CIIMpaHe, TpsOBa He3a0aBHO Ja ce CBBpKeTe ¢ Bamms ekap 3a
TecT 3a OpeMeHHOCT. IIpu MoToKUTENIeH TeCT 3a OpeMEeHHOCT BarmmusT jiekap Moxke a Bu
NIPEJIOKH JICUCHHE C OTIpeiesIeHH JIeKapcTBa 3a oTcTpansaBaHe Ha Leflunomide Zentiva 6bp30 u B
JOCTaThb4HA CTEMNEH OT Oprann3Ma Bu, T KaTo TOBa MOKe J1a HaMali pucka 3a Baieto 6ebe.

He npuemaiite Leflunomide Zentiva mo Bpeme Ha KbpMeHe, Thil KaTo e IyHOMHU]] IPEMUHABA B
KbpMara.

Ilodupane u padora ¢ MAlIMHU

Leflunomide Zentiva moxe na Bu Hakapa fa ce modyBCTBaTe 3aMasiHI, KOETO MOXE JIa HapyIITH
crocobHoCcTTa B 32 KOHIIEHTpanys u pearupane. Ako ToBa Bu ce ciyun, He modupaiite u He
W3M0J3BAlTE MALLIUHU.

Leflunomide Zentiva cbabp:xa J1akTo3a
Axo Bammsat nexkap Bu e kazain, ye uMaTe HEIOHOCUMOCT KbM HSAKOH 3aXapH, CBBPIKETE CE C HETO
MIpeIn 1a IpreMeTe TO3H JIEKAPCTBEH MPOAYKT.

3. Kak na npuemarte Leflunomide Zentiva

Bunaru npuemaiite ToBa JeKapcTBO TOYHO KakTo Bu e ka3zan Bamus nexap unm papmarnest. Ako He
CTe CUTYpHH B HEIlO, monuTaiite Bamus nexap i gapmanenT.

Oo6wuuaiinara HayanHa 1o03a Ha Leflunomide Zentiva e 100 mg nedyHOMH] €IMH BT JHEBHO Mpe3
mbpBUTE TpU IHHU. Crie] TOBa MOBEYETO MAIMEHTH Ce HYXKAAAT OT /1034 OT:

. 3a peematouseH aptput: 10 uiau 20 mg Leflunomide Zentiva BeqHbX JHEBHO, B 3aBUCUMOCT OT
TEXeCTTa Ha 3a00JIIBaHETO.
. 3a ncopuatuueH aptput: 20 mg Leflunomide Zentiva BeHBK JTHEBHO.

IMorabimaire TabyneTkaTa n#JIa 1 ¢ 10CTaTb4YHO BOdA.

TpsOBa 1a MUHAT Hal-MaJIKO 4 CEIMUIIM OT 3aMI0YBAHETO HA TEPAINUATA, 3 JIa IOYyCTBYBATE
nojoopeHue BbB Bamero cherosiaue. Hakou manueHTH MoXe J0pH J1a TOTy4aT MO-TOJISIMO
nonoOpenue cien 4 10 6 Mecelna OT JEUYEHHETO.

Oo6ukHOoBeHO Bue mie npuemare Leflunomide Zentiva 3a npoab/DKUTEIIHO BpeMe.

AKo cTe puesiu noBeye ot Heodxoaumara 103a Leflunomide Zentiva

Ako ipueMeTe moBede oT HeoOxoammara jo3a Leflunomide Zentiva, o0bpHeTe ce kbM Bamus nekap
WIN TIOTBPCETE APYr MEIUIMHCKHU ChBET. AKO € Bb3MOKHO B3€METE ChC ce0e CH TabJIeTKUTE UITH
KYTHSATA, 32 JIa My TH TIOKaXKeTe.

AKko cTe nponycHaau 1a npueMete Leflunomide Zentiva

Axko 3a0paBuTe a B3eMETe €/IHa /1032, B3EMeETe 5 BelHara cjie]l KaTo CH CIIOMHHUTE, OCBEH aKO TOBa HE
e OJIM3KO /10 BpeMeTo KoraTto TpsiOBa ja mpueMete cieasamara 103a. He B3emaiite qBoliHa 103a, 3a 12
KOMIIEHCHpAaTe IpoIycHaTaTa J103a.

AKO UMate HAKaKBH JIOMTBIHUTEITHA BBIIPOCH, CBBP3aHHU C YIIOTpebaTa Ha TOBa JIEKaPCTBO, IOMUTANTE
Bamms nekap, hapManeBT WM MEJUIIMHCKA CECTpa.
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4. Bb3MOKHU HeKeJIaHU pe€aKkuumn

KakTo Bcuuku JICKapCTBa, TOBA JICKAPCTBO MOXKE J1a NPECAMU3BHUKA HEKCIIAHU PCAKIIUU, BBIIPEKU Y€ HC
BCCKH I' TIOJTy4aBa.

VYeenomere Bammus ekap He3abaBHO U cripete 1ma Bzemare Leflunomide Zentiva:

- aKo MONYYHTE CJIA60CT, TOYYBCTBATE CE 3aMasiHi U By npumaree nim uMare 3aTpyIHeHO
JAUIIAHE, ThI KaTO TOBA MOTAT Ja ObJIaT MPU3HAIM HAa CEPUO3HA aJISPTUYHA PEaKIus,

- aKO TIOJYYHTE KOKeH 00PUB WY A3BH B yCTaTa, Thi KaTO TE MOXKE Jla Ca IIPOsiBA HA TEKKH,
MOHSIKOTA KUBOTO3aCTpallaBally peakiuu (Hamp. cuaapoM Ha CTUBBHC-/[P)KOHCHH, TOKCHYHA
enuepMaliHa HEKPOJIH3a, epuTeMa MyInTH(OopMe, JIeKapcTBeHa PeaKIlys ¢ CO3HHOPIITUS U
cucreMun cummiromu [ DRESS]), Bikre Touka 2.

VBenomere Bamus jekap He3a0aBHO, aKO MOTYYHUTE:

- 0Jie1a Koka, yMopa, Wi CHHHHH, Thil KATO T MOJXKE J]a ca MPU3HAK Ha HAPYILICHUS Ha KPHBTa,
IMPUYMHCHHU OT HAPpYIICH 63J'I3HC Ha pa3jIMYHUTC BUAOBC KPBbBHU KJIICTKU, KOUTO CHCTABAT
KPBBTAa,

- yMopa, KopeMHa 00JIKa WK *KbJTeHHIA (KBJITO OIBETSBAHE HA OUYUTE MM KOXKAaTa), Thid KaTo
TE MOXE J1a ca IIPU3HAK Ha CEPUO3HU CHCTOSHHS KAaTO YePHOIPOOHA HEJOCTHYHOCT, KOSITO MOXKE
na Obae daranHa,

- BCSIKAKBHM CHMIITOMHU Ha MH(EKIUS KaTO MOBUIIIEHA TEMIIEPAaTypa, Bb3NAJEHO I'bPJIO WK
KAILIMIA, 3aI[0TO TOBA JIGKAPCTBO MOYKE J1a YBEJIMYU PHCKA OT TeKKA HHMEKIHUS, KOSTO MOXKE
na Obe KUBOTO3ACTpAIIaBaIa,

- KaIJIMIA WK 3aTPyIHEHO TUIIaHe, Thil KaTo TOBa MOJKE J]a O3HA4aBa MpoOyieMu ¢ Oemus
Ipob (MHTepcTUIHATHA OenopoOHa OoJecT Wil 6eIoApoOHa XUTIEPTOHHUSA),

- HEOOMYaifHO M3TPBIBaHe, cIad0CT WK 00JIKa B PhIETE WM CThIIANATA, ThI KaTO TOBA MOXKE Ja
€ MpU3HaK Ha MpoOyieMu ¢ HepBHTE (TIepudepHa HEBPOTIATHS).

YecTH HexxeJIaHM peakumnu (Moske Aa 3acerHart a0 1 Ha 10 xymm)

- c1abo HamaisiBaHe Ha Opos Ha OennTe KPbBHU KIIETKH (JICBKOTICHNU),

- JIEKU aJIePTUYHH PEAKIIHH,

- 3ary0a Ha aneTuT, 3ary0a Ha TerJio (0OMKHOBEHO HE3HAYMTEIIHO),

- yMmopa (acTeHus),

- riaBoOoJine, 3aMaliBaHe,

- HEOOWYaliHN KOXKHU YCEIIaHus KaTo N3TPBIIBaHE (TTapecTesws),

- JIEKO TOBHUIIIaBaHE Ha KPBBHOTO HAJISTAHE,

- KOJIHT,

- Juapus,

- rajicHe, MoBpbILAHE,

- BB3NAJICHUE Ha yCTaTa UIK S3BH B yCTAaTa,

- KopeMHa OoJiKa,

- YBEJIMUYEHHE HA HAKOW PE3yNTaTH OT YEPHOIPOOHH TECTOBE,

- YBEJIHYEH KOCOMA/I,

- eK3eMa, cyxa Koxka, 0OpHUB, ChbpOex,

- TeHAWHUT (O0JIKa, MPUYMHEHA OT Bh3IMAJIeHNEe Ha MeMOpaHaTa, 00BHBAIIa CyXOKIIHITA
0OMKHOBEHO Ha KpakaTa WU PhIIETe),

- MOBHIIIABAHE HA OTIPE/ICTICHH SH3UMH B KPBBTa (KpeaTuH (ochoxnHaza),

- npobjeMu ¢ HepBUTE Ha PhLIETe WK KpakaTa (nepudepHa HEBPOIaTHsl).

HeuecTn He:kenanu peakiuu (Moxe aa 3acernart 10 1 va 100 xymm)

- HaMaJIABaHe Ha Opos Ha YepBEHHTE KPHBHU KJIIETKH (aHEMIsI) M HaMaJIsiBaHE Ha Opost Ha
TpoMOOLIUTUTE (TPOMOOIUTOTICHHS),

- HaMaJsiBaHe Ha HUBOTO Ha KaJUi B KPbBTA,

- TPEBOXKHOCT,

- BKYCOBHU HapyILICHHS,

- ypTuKapus (KOMpHUBHA TPECKa),
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- CKBCBaHC Ha CYXOXKUJINE,
- IMMOBUIIIABAHC HAa HUBOTO HA JIMTIUAUTC B KPHBTA (XOHCCTCpOJ’I u TpI/IFJ'II/II_Iepl/I,Z[I/I),
- IIOHM>KaBaHC HAa HUBOTO Ha (bocq)aTM B KpbBBTA.

Penku Hexenanu peakuum (Moxke 1a 3acernat Ao 1 na 1 000 xymm)

- yBenn4ueHre Ha Opos Ha KPbBHUTE KJIETKH, HAPEUeHN €03MHO(MMIH (€03MHODUIINSA); JIEKO
HaMaJsiBaHe Ha Opost Ha OeTnTe KPbBHU KJICTKH (JIEBKOIICHHS ); HAMAJIIBaHEe HAa OpOs Ha BCUYIKH
KPBBHU KJIETKH (MAHLIUTOIICHNU),

- 3HAYMTENTHO TIOBUIIIABaHE HA KPHBHOTO HAJISTaHe,

- Bb3NaJIcHHe Ha Oenust Apo0 (MHTepCcTUIMaIHO 3a00msBane Ha Oenust 1po0),

- YBEIUYCHHE HAa HAKOHM PE3YJITATH OT YEPHOAPOOHU TECTOBE, KOUTO MOTAT Jia JIOBEIAT JIO
CEPUO3HU ChCTOSHUSI KATO XEMATHUT U KBJITCHUIIA,

- TEXKH HHPEKITNH, HApEUeHU CETICUC, KOUTO MOTaT Aa 0bAaT (aramHu,

- MOBHUIIIaBaHE Ha OMPEACTICHN CH3UMH B KPBBTA (JIAKTAT IEXUIPOTEHA3a).

MHoro peaxu He:keJdaHu peakuuu (Mo:xe na 3acernat A0 1 na 10 000 qymm)

- M3pa3eHO HaMaJIeHUE Ha HAKOM OeNny KPhBHU KIIETKH (arpaHyIONHUTO3a),

- TEXKH U MIOTEHIIATIHO TEXKH aJepPTUYHU PEaKIHH,

- Bb3NAJICHUE Ha KPbBOHOCHU ChJOBE (BaCKYJIHUT, BKIIOUUTEIHO KOXKEH HEKPOTHU3UPAILLL
BacCKYyJINT),

- BB3MAJICHNE Ha MaHKpeaca (MaHKpeaTuT),

- TEKKO YEPHOJIPOOHO yBpEKIaHE KaTo YepHOApOoOHA HETOCTATHYHOCT WIIM HEKPO3a, KOUTO
Morar na opaat hatanHu,

- TEXKH, OHIKOTa XUBOTO3acTpallaBally peakuuu (cuaapom Ha CTUBbHC-/PKOHCHH, TOKCHYHA
enuepMaliHa HeKpoJIn3a, epureMa My Itadopme).

Jpyru HexxenaHu peakuu KaTo Ob0peyHa HeloCTaThYHOCT, HAMAJICHHE HAa HUBOTO HA MMUKOYHA
KHCEIIMHA B KPHBTa, 00 Jpo0Ha XUIIEPTOHUS, OE3ILI0IUE MTPHU MBXkKe (KOETO € 00paTuMo Clies KaTo
BEIHBXK CE CIpe JEYEHHETO C TOBA JIEKAPCTBO), KOXKEH JIYIyC (XapaKTepH3HUPAILl CE C
00puB/3auepBsiBaHE HA KOKHH YYaCTBIH, KOUTO Ca U3JI0KEHN Ha CBETIIMHA), TICOPHA3NC (HOBOOSBIII
ce niu Biomasail ce), DRESS u koxHa s13Ba (KpbIvia, OTBOpEHa paHa Ha KOXKaTa, IPe3 KOATO Morat
Jia ce BUJIAT MOJUIeXKANUTE THKaHH), CHIIIO MOTAT Jia Ce MOSIBIT C HEU3BECTHA YECTOTA.

Cho0maBaHe Ha HesKeJIAHH PeaKIuu

AKO MOJTyynTe HAKaKBU HEXEJaH! JIEKapCTBEHH Peakly, yBeaomere Bamus nexap wim gpapmaiesnT.
ToBa BKJIIOUBA BCHYKH Bb3MOYKHH HEOIMCAHU B Ta3H JMCTOBKA HEXENAaHU peakuuu. Moxere chlIo 1a
CHOOLINTE HEXENAaHU PEAKLMK AUPEKTHO Ype3 HallMOHAIHATa CUCTEMa 3a ChOOLIaBaHe, T0OCOYEHA B
punoxenue V. Karo chobliaBare HexellaHU PeakLul, MOXKETE J1a 1aleTe CBOsI IPUHOC 3a
HOJTyyaBaHe Ha NoBe4e MHPOPMAIKs OTHOCHO 0€30M1aCHOCTTa Ha TOBA JIEKAPCTBO.

5. Kak n1a coxpansiate Leflunomide Zentiva

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

He n3non3Baiite ToBa JICKapCTBO CJI€a CpOKa HAa T'OAHOCT, oTOEIA3aH BBpPXY OIIaKOBKaTa.
CpOK’bT Ha TOAHOCT OTTOBaps Ha MOCICIAHNA JE€H OT IMOCOYCHUA MECCII.

bincrep:  [la ce cbxpaHABa B OpUTMHAIHATA OMAKOBKA.
Byrunka:  CwxpassBaiiTe OyTHIIKaTa IUTBTHO 3aTBOPEHA.
He u3xBbprsiiTe nekapcTBaTa B KaHATU3AIUATa WIM B KOHTEHHEpa 3a JOMAITHU OTIIAIBIIH.

IHomwmraiite Bammus dapmaiieBT Kak Ja U3XBBPIATE JIEKapCcTBaTa, KOUTO Bede HE u3Mon3Bare. Tesu
MEpPKH L€ CIIOMOTHAT 3a OIIa3BaHE HA OKOJIHATA CPeaa.
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6. Cun)pma}me Ha ONnMaKoBKaTa U A0NI'bJHUTEC/IHA I/IH(I)OpMaIll/Iﬂ

Kakso cpabp:ka Leflunomide Zentiva
- AKTHBHOTO BeriecTBo e JeduryHomua. Enna punvupana tabnetka cpappxa 10 mg

nedIyHOMU.

- Jpyrure cbecraBku ca: IfapeBU4HO Humecte, noBuoH (E1201), kpocnoBunon (E1202),
KOJIOWICH O€3BOJICH CHIINIIMEB TUOKCH, MarHe3ueB creapat (E470b), n 1akTo3a MOHOXHAPAT B
smpoTo Ha TabneTkara, kakto u Tank (ES553b), xunmpomenosa (E464), tutanos nuokeun (E171)

u makporon 8000 BB (GUIMOBOTO MMOKPUTHE.

Kak m3riexxna Leflunomide Zentiva n kakBo chabp:ka OaKoOBKaTa
Leflunomide Zentiva 10 mg ¢hunMupanu TabaeTku ca 6emau 0 To4TH Oenr U KPBIUIH.

C otmevarano Ha exHara crpada: ZBN.

TabneTkuTe ca ONakOBaHU B OJINCTEPU WK OYTHIIKH.
Hannunu ca onakoBku ot 30 u 100 TabieTku.

He BcuukH BHIOBE OMAKOBKH MOTAT Ja ObJAT MyCHATU B IPOAaK0a.

IIpuTexkaTes Ha pa3peLIeHUETO 32 ynoTrpeda

Zentiva k.s.

U kabelovny 130
102 37 Prague 10
Yemika permy0nuka

IIpousBoaurean
LABORMED- PHARMA S.A.

B-dul. Theodor Pallady no. 44B, sector 3

code 032266, Bucharest,
PymbHus

ZENTIVA S.A.

B-dul. Theodor Pallady no. 50, sector 3

code 032266, Bucharest,
PymbHus

3a JOIIBJIHUTCIIHA I/IH(l)OpMaI_II/IH OTHOCHO TOBa JICKapCTBO, MOJIsI CBBPIKETEC CC C JIOKAJTHU

NPEICTABUTEN HAa MPUTEKATENs Ha Pa3pelIeHHeTo 3a yrnorpeda:

Belgié/Belgique/Belgien
Zentiva, k.s.

Tél/Tel: +32 (78) 700 112
PV-Belgium@zentiva.com

bbarapus

Zentiva, k.s.

Ten: +35924417136
PV-Bulgaria@zentiva.com

Ceska republika

Zentiva, k.s.

Tel: +420 267 241 111
PV-Czech-Republic@zentiva.com
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Lietuva

Zentiva, k.s.

Tel: +370 52152025
PV-Lithuania@zentiva.com

Luxembourg/Luxemburg
Zentiva, k.s.

Tél/Tel: +352 208 82330
PV-Luxembourg@zentiva.com

Magyarorszag

Zentiva Pharma Kft.

Tel.: +36 1299 1058
PV-Hungary@zentiva.com



Danmark

Zentiva Denmark ApS

TIf: +45 787 68 400
PV-Denmark@zentiva.com

Deutschland

Zentiva Pharma GmbH
Tel: +49 (0) 800 53 53 010
PV-Germany@zentiva.com

Eesti

Zentiva, k.s.

Tel: +372 52 70308
PV-Estonia@zentiva.com

EAlLGoa

Zentiva, k.s.

TnA: +30 211 198 7510
PV-Greece@zentiva.com

Espaiia

Zentiva Spain S.L.U.
Tel: +34671 365 828
PV-Spain@zentiva.com

France

Zentiva France

Tél: +33 (0) 800 089 219
PV-France@zentiva.com

Hrvatska

Zentiva d.o.o0.

Tel: +385 1 6641 830
PV-Croatia@zentiva.com

Ireland

Zentiva, k.s.

Tel: +353 818 882 243
PV-Ireland@zentiva.com

island

Zentiva Denmark ApS
Simi: +354 539 5025
PV-Iceland@zentiva.com

Italia

Zentiva [talia S.r.1.
Tel: +39 800081631
PV-Italy@zentiva.com

Kvbmpog

Zentiva, k.s.

TnA: +30 211 198 7510
PV-Cyprus@zentiva.com
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Malta

Zentiva, k.s.

Tel: +356 2034 1796
PV-Malta@zentiva.com

Nederland

Zentiva, k.s.

Tel: +31 202 253 638
PV-Netherlands@zentiva.com

Norge

Zentiva Denmark ApS
TIf: +45 787 68 400
PV-Norway@zentiva.com

Osterreich

Zentiva, k.s.

Tel: +43 720 778 877
PV-Austria@zentiva.com

Polska

Zentiva Polska Sp. z 0.0.
Tel: +4822 37592 00
PV-Poland@zentiva.com

Portugal

Zentiva Portugal, Lda

Tel: +351210601360
PV-Portugal@zentiva.com

Romainia

ZENTIVA S.A.

Tel: +4 021.304.7597
PV-Romania@zentiva.com

Slovenija

Zentiva, k.s.

Tel: +386 360 00 408
PV-Slovenia@zentiva.com

Slovenska republika
Zentiva, a.s.

Tel: +421 2 3918 3010
PV-Slovakia@zentiva.com

Suomi/Finland

Zentiva Denmark ApS
Puh/Tel: +358 942 598 648
PV-Finland@zentiva.com

Sverige

Zentiva Denmark ApS
Tel: +46 840 838 822
PV-Sweden@zentiva.com



Latvija
Zentiva, k.s.
Tel: +371 67893939

PV-Latvia@zentiva.com
JlaTa Ha mocjieaHO mpepa3riexaane Ha gucrtoBkata {MM /I'TTT?}
Apyru n3rouHuuu Ha uHpopmauus

[Tonpo6na nH(OpMarMs 3a TOBa JIEKapCTBO € IpeIocTaBeHa Ha yeOcaiita Ha EBporneiickara areHuus
10 JIeKapcTBaTa https://www.ema.europa.eu/.
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JlncroBka: undopmanus 3a noTpeduTeNs

Leflunomide Zentiva 20 mg ¢puamupanu TadJ1eTKU
nedaynomu (leflunomide)

IIpoyereTe BHUMATEIHO LAJIATA JUCTOBKA, IIPEAH 1A 3all04YHETE 1A IpUeMaTe TOBA JIEKapCcTBo,

ThH KaTo TS ChABbPKAa BaxkHa 3a Bac nndopmanus.

- 3amasere Ta3u JUCTOBKA. MosKe /1a ce HaJIOXkKHU J1a sl POYETETE OTHOBO.

- AKO MaTe HSIKaKBU JOIBJIHUTEIHN BBIIPOCH, NonuTaiTe Bamms nekap, hapmaneBT win
MEINIHAHCKA CECTPA.

- ToBa JiekapcTBO € IPEANNUCaHO €IUHCTBEHO U JINYHO Ha Bac. He ro npeorcrenBaiite Ha Apyry
xopa. To Moxe 1a UM HaBpenu, HE3aBUCHMO, Ye IPU3HAIMTE Ha TSIXHOTO 3a00JIsBaHe ca
CBINNTE KaTo Bammre.

- AKO NOJTyYuTe HAKAKBU HEXEJIaHU JIEKApCTBEHM peakluH, yBenomere Bamms nekap,
(dapmaneBT WM MEAULIMHCKA cecTpa. ToBa BKIIIOYBA M BCUYKH Bh3MOKHH HEXKETaHU PEaKivy,
HEOIMCaHU B Ta3H JUCTOBKA. Buxre Touka 4.

KakBo cbabpika Ta3H JHCTOBKA

Kakso mpencrasmsBa Leflunomide Zentiva u 3a KakBo ce U3MONI3BA
Kakgo Tpsi0Ba na 3Haete, npeau aa npuemere Leflunomide Zentiva
Kak nga npuemare Leflunomide Zentiva

BBb3M0KHM HEXETaHU pEeaKLuU

Kak nma cexpansBate Leflunomide Zentiva

ChabpkaHue Ha ONIAKOBKATa M JOMBIHUTEIHA HHPOPMALIUS

AN o e

1. Kaxkso npeacraBassa Leflunomide Zentiva u 3a kakBo ce U3moJ3Ba

Leflunomide Zentiva mpuHaIjIe:Ku KbM TpyTIa IEKapCcTBa, HAPEUCHN aHTUPEBMATHYHH JIeKapcTBa. To
ChIIbp)Ka aKTHBHOTO BELIECTBO JIeHIYHOMU]I.

Leflunomide Zentiva ce u3non3Ba 3a JieueHUE Ha Bb3PACTHH MALIMEHTH C aKTHBEH PEBMATOUICH
apTPUT WM aKTUBEH NICOPUATHYECH apTPHUT.

CHUMIITTOMHTE Ha pEBMATOUECH apTPUT BKIIIOUBAT Bb3MAJEHUE HA CTABUTE, IOAYBaHE, 3aTPyTHEHO
JBIKEHHE U 0oJka. JIpyry CUMIITOMH, KOUTO 3acsTar ISUI0TO TSUIO BKJIIOYBAT 3ary0a Ha arneTur,
MIOBHUIIIEHA TEMIIEpaTypa, 3ary0a Ha eHeprus U aHeMHus (JIUIca Ha YePBEHU KPBBHU KIIETKH).

CuMnTOMHTE HA aKTHBEH IMCOPUATHUYCH apTPUT BKIITOYBAT BH3IAJICHUC HA CTABUTC, ITIOAYBAHC,
3aTPYAHCHO JABUIKCHUC, Oolnka u Y4aCTblM HaA 3a4CPBCHA, JIOMICIAa CC KOXa (KO)KHI/I I/I3M€HeHI/I$I).

2. Kakso Tpsa0Ba 1a 3Haete, npeau xa npueMere Leflunomide Zentiva

He npuemaiite Leflunomide Zentiva:

- aKo HSKOTa CTe MMAJIH aJepru4Ha peakuus KbM jedryHoMua (0coOeHO cepruo3Ha KOKHA
peaxius, 4eCTo NpUApYy’KEeHa C MOBHUIIIEHA TeMIIepaTypa, CTABHN OOJIKH, YepPBEHH IETHA TI0
KOXKaTa WM MeXypH, Harp. cHHApoM Ha CTuBBbHC J[PKOHCHH), WIIM KbM HSKOS OT OCTaHAJIUTE
CHCTaBKM Ha TOBA JICKAPCTBO (M30pOECHU B TOUKA 0), WM aKO CTE aJISprHYHA KbM
TepuIIyHOMUI (M3110J13BaH 3a JIeYeHNE Ha MHOXKECTBEHA CKIIEp03a),

- aKo MMaTe HIKAaKBH YePHOAPOOHM MpodiemMu,

- aKo MMaTe YMEPEeHH 10 TEKKH 0bOpedHH mpoodiaemMu,

- aKo MMaTe CHIIHO MTOHIDKEHNE Ha 0eJThINTE B KPbBTA (XUMIOPOTENHEMHUS),

- aKo CTpajaTte OT HAKAaKbB MPo0IieM, KOMTO 3acsira uMyHHaTa Bu cucrema (nanpumep CIIUH),

- aKo MMaTe HIKaKbB MPOoOJIeM C KOCTHUS MO3bK MJIM aKO UMaTe HUCHK Opoil uepBeHH Win O6enu
KPBBHU KJIETKU B KPBBTA WM HaMalleH Opoil TpOMOOLIUTH B KPBBTa,
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- aKo CTpajaTe OT cepruo3Ha uHdeKnus,
- aKo CcTe OpeMeHHa, CMsTaTe, Ye MOXKE J1a CTe OpeMeHHa WU KbPMHUTE.

[penynpesxaeHust ¥ Mpeana3sHu MEPKH

T'oBopete ¢ Bamms nrekap, ¢hapMarieBT WK MEIUIIMHCKA cecTpa, mpeau na mpuemere Leflunomide

Zentiva

- aKo cte 0oJemyBalv OT Bh3MaleHNe Ha Oenus Apo0 (MHTepcTHIHAIHA Oes1oApodHa 0oJiecT).

- aKO HIKOTa CTEC UMAJIM TY0OEPKYJI03a WU CTe OUIH B OJIM3BK KOHTAKT C HAKOW, KOWTO UMa WIIN
e uMain TyOepKyo3a. Bamusr gekap Moke 1a HalpaBy M3ciieIBaHusl, 32 1a IPOBEPU AajH
uMaTe TyOepKyIo3a.

- aKo CTe Mb K H UcKate Jia craHere Oama. Thil KaTo He MOXKe J]a ce M3KIIIOYH BEPOSTHOCTTA 34
npemuHaBane Ha Leflunomide Zentiva B ciepmara, TpsiOBa fa ce M3M03Ba CUTYpHA
KOHTpaIenus o BpeMe Ha jiedueHueTo ¢ Leflunomide Zentiva. Mbxere, skenaentu 1a Obaat
Oamy, TpsiOBa Aa ce 0OBpHAT KbM CBOS JIeKap, KOWTO MOXKe /1a TH TIOCHBETBA Jla CIpaT
npuemaneto Ha Leflunomide Zentiva u na B3emMat HIKOM JIeKapCTBa, 3a 1a OTCTPAHAT

Leflunomide Zentiva 0bp30 1 B 0CTaTh4YHA CTENCH OT opraHu3Ma cu. Ille e Heooxoaumo na Bu

ce HalpaBH H3ClIe[iBaHe HA KPHBTA, 3a J1a ce moTBbpan, 4e Leflunomide Zentiva e oTcTpaneH B
JIoCTaThuHA CTETIEH OT Bammms opranu3sM U ciies ToBa Brue TpsOBa 1a nzyakarte Hall-Mallko
owre 3 Mecela Ipeay 1a ce ONUTBATE J1a Ch3aBarte Jela.

- TpsOBa na Bu ce HampaBu omnpeesieH BU U3CIIEABaHE HAa KPbBTa (HMBO Ha KaJIHUii). Bh3MOKHO

€ U3MEPBAHETO Ja MOKaXxe (DaIIMBO HUCKU HMBA Ha KAIIHI.

- ako Bu mpezcTon WM cTe MpeThpIiesu CKOPOIIHA TEKKa ONepanus UK aKo BCE OIIE HMaTe
He3apacHaja paHa cien onepanus. Leflunomide Zentiva Moxke 1a Obe IpuirHAa 33 TPYIHO
3a3/1paBsiBaHE HA PAHUTE.

Leflunomide Zentiva Mosxe OHSKOTA fa MPUYWHU HIKOW POOJIEMH Ha KPBBTA, YePHHS P00, OennTe
IpoOoBe, WK HEPBHUTE Ha PhIIETE MM KpakaTa. Moe ChIIo Ja MPUIHHU CEPUO3HH AIEPTUIHI

peakuu (BKIFOUMTEITHO JIEKapCcTBEeHa peakius ¢ eo3nHodmmms u cucreMun cumnromu [DRESS]),
WY J1a YBEIMYH PHUCKa OT TeXKa WHPEKIHs. 3a moBeue nHPOPMAIUs 3a TOBA, MOJISI, POYETETE TOUKA
4 (Bb3MOXHM HEeXKEIIAaHU PEaKITUH ).

DRESS ce nosiBsiBa II'pPBOHAYAIIHO KATO I’pI/IHOHO,I[O6HI/I CHUMIITOMHU 1 O6pI/IB 10 JUIETO, CJICA TOBA

o01IMpeH o0puB ¢ BUCOKA TeMIIEpaTypa, IOBUILICHH HUBA HA YePHOAPOOHUTE CH3UMU MPH U3CIICIBAHE

Ha KPHBTA, MMOBHUILIABAHE Ha €/IMH BHJ| OeJIM KPBBHU KIETKH (€03UHOMWINS) U YBEINICHU TUMPHN
BB3JIH.

BartusT jekap 1ie u3BbpIiBa KPbBHH U3CJIeABAHUS PEIOBHO, IPE/IHU U [0 BPEME Ha JICYCHUETO C
Leflunomide Zentiva, 3a na npociesssa KppBHUTE Bu kiieTku u yepHust Apo6. Bammst nekap cblio
Taka I1e MpoBepsiBa KpbBHOTO B Hassirane penoBHo, Thi kato Leflunomide Zentiva Moxe na
NPUYUHM TTOBUIIIABAHE HA KPBBHOTO HAJISITAHE.

FOBOpeTC ¢ Bamus JICKap, akO UMaTe HEOOsSCHMMA XpOHUYHA JUuapus. Bammsar JICKap MOKEC a
H3BBPIIN JOIIBJIHUTCIIHU U3CIICABAHUS 3a ,Z[I/I(I)epeHLII/IaJ'IHa JAWardosa.

YBenomere Bammst nekap, ako pazBuere KoxHa s13Ba 1o BpeMe Ha JiedeHre ¢ Leflunomide Zentiva
(BmKTE CBHIO TOUKA 4).

Jlena u roHOIIHN
Leflunomide Zentiva He ce npenopb4Ba 3a ynorpeda npu Aena U IHOIIN Ha Bb3pacT nmox 18
TOJAHHH.

Jpyru nexkapcrBa u Leflunomide Zentiva

WNudopmupaiite Bamms nexap ninn papmaneBt, ako npremMare, HaCKOpO CTe IPHeMaii, WilH €
BB3MOXKHO J1a PHUEeMeTe APYTH JekapcTBa. ToBa BKIIIOUBA U JIEKapCTBa, OTICKaHH 0e3 peuenTa.

ToBa e ocobeHo BaXXHO, dKO IMpUeMaTe:
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- JPYTH JIEKapCTBa 32 PEBMATONAEH apTPUT KaTO aHTUMAJIApUIHY JIEKapCTBa (HaIp. XJIOPOXHUH U
XUIPOKCUXJIOPOXHUH), 371aTO, IPHIIOKEHO HHTPAMYCKYJIHO HIIH IIEPOpaHO, J-TIeHUIIIaMH1H,
a3aTHONPUH U APYTH UMYHOCYIIPECUBHH JIEKapcTBa (HAMp. METOTPEKCaT), Thil KATO Te3H
KOMOWHANINKY HE Ca MPENOPbYUTEIIHH,

- BapGapuH U APYTH NEePOPATHH JIEKApCTBa, H3IOI3BAHH 32 pa3pekJaHe Ha KPBBTA, Thil KaTo €
HeoOX0mMo HaOII0ICHHE, 3a J1a Ce HaMaJIM PUCKBT OT IOSBA HA HE)KEJIaHHU PEaKkIMy Ha TOBA
JEKapCTBO

- TepuIyHOMH]I 32 MHOYKECTBEHA CKIIEPO3a

- penariuHu, MTUOTITUTAa30H, HATETTTUHH, HJIH PO3UTIIMTA30H 3a AnadeT

- JayHOPYOHLIMH, JOKCOPYOHIIUH, TAKJINTaKCce WM TONOTEKaH 3a paK

- JYJIOKCETHH 3a JIeTIPecHs, HHKOHTHHEHINS Ha ypHHaTa Wik Ob0pedHo 3abonsaBane mpu
TuadeTHIn

- QJIOCETPOH 32 JICYCHNE Ha TEKKA THAPHS

- Teo(UIIMH 32 acT™Ma

- TU3aHUIUH, MYCKYJICH PEJaKCaHT

- OpaJTHU KOHTPAIICTITHBH (ChABPIKAIIY €TUHUIICCTPAANOI 1 JIEBOHOPrecTpem)

- e akiop, OEH3WIMEHUIINH (MTEHUIUIMH G), TUIPOQIIOKCAINH 32 HHPEKITHN

- WHIOMETAIHH, KeTorpodeH 3a O0JIKa Wi Bh3MaJeHIe

- ¢dypoceMu 3a chpIeYHO 3a00sIBaHe (AMYPETHUK, OTBOJTHSBAIIO JIEKAPCTBO)

- sugoByauH 3a HIV undexims

- poO3yBacTaTuH, CUMBACTAaTUH, aTOPBACTATHH, ITPABACTATUH 3a XUIICPXOJICCTCPOJICMUAL (BI/ICOK
XOJIECTEPO)

- cyndacana3yH 3a Bb3MAINTEIHO 3a00JIsIBaHE HA YepBaTa WA PEBMAaTOUICH apTPUT

- JIEKapCTBO, HAPEUCHO KOJICCTUPAMUH (M3II0JI3BaHO 32 HAMAJISIBAHE HA BUCOKHUS XOJIECTEPOI) HITH
aKTHBEH BBIJICH, ThI KaTO TE3H JIEKapCTBA MOTAaT Aa HaManaT KonndecTBoTo Leflunomide
Zentiva, KO€TO ce IIoeMa 0T OpraHu3Ma.

AKo Beye IpueMaTe HecTePOUIHU NPoTUBOBBL3NaauTeaHu cpeacrsa (HCIIBC) n/unun
KOPTHKOCTEPOM/IM, MOXKETE J1a IPOABIDKUTE JIa TH B3eMaTe cJie/l 3alI04YBaHEe Ha JISYEHUETO C
Leflunomide Zentiva.

Bakcunanuun

Axo TpsiOBa 1a ObaeTe BaKCHHUPaHU, MonuTaiite Bamms nekap 3a ceBer. OnpeeieHl BaKCHHALUH HE
TpsiOBa Jia ce mpuiiarat jjokaro npuemare Leflunomide Zentiva u n3BecTHO Bpeme ciiefl CIpaHe Ha
JICYCHHETO.

Leflunomide Zentiva ¢ xpana, HAMTKYU U AJTKOX0J

Leflunomide Zentiva mo>xe a ce mprema chC Wil 0e3 XpaHa.

He ce mpenoppuBa Jja ce KOHCYMHpa alkoxoJ 1o Bpeme Ha siedeHue ¢ Leflunomide Zentiva.
Koncymanusita Ha ankoxou gokato npuemate Leflunomide Zentiva Moske J1a yBeTU4M pucka oT
YBpEKIaHe Ha YepHUA APoO0.

BpeMeHHOCT 1 KbpMeHe

He npuemaiite Leflunomide Zentiva, ako cte wim cmsTare, 4e MOXKe Jia CTe OpeMeHHa. AKO cTe
OpemenHa, nnu 3abpemeHneere, fokaro npuemare Leflunomide Zentiva, pucksT oT pakaane Ha 6ebe
ChC CEPUO3HHU BpOJIcHH JeeKTH e oBuUIlIeH. JKeHnTe ¢ AeTepoieH MOTeHIHAal He TpsiOBa J1a mprueMaT
Leflunomide Zentiva, 0CBeH aKko He U3IOJI3BAT HAJAEKIHA MEPKH 3a MpeJiia3BaHe OT 3a0peMeHsIBaHe.

Wndopmupaiite Bammst nekap, ako Bb3HaMepsiBaTe Aa 3a0peMeHeeTe e/l CIIUPaHe Ha JICYEHUETO C
Leflunomide Zentiva, Tbii KaTo € HEOOXOJMMO JIa C€ YBEpUTE, Y€ HE Ca OCTAHAIM CIIEIU OT
Leflunomide Zentiva B opranusma Bu npenu na npasurte onutu 3a 3a0peMeHsiBane. ToBa MOxe Aa
oTHeMe JIo 2 ronuHK. ToBa H34aKBaHe MOXKE J]a Ce ChKPATH JI0 HSIKOJIKO CEIMHIIN Ype3 MPUEMaHeTo Ha
JISKapCTBa, KOMTO YCKOpsiBaT oTcTpansBaneTo Ha Leflunomide Zentiva ot Bariust opranusbm.

B®B BCHukH ciiyyan TpsiOBa 1a ObJie MOTBBPACHO Upe3 KpbBHU n3cieaBanus, ye Leflunomide Zentiva
€ OTCTpaHEeH B JIOCTaThyuHa CTeleH oT Bamus opranu3bm, kato Bue TpsOBa aa nzuakare Hali-Maiko
OlLLEe €IMH Mecel] IPeIH Ja 3a0peMeHeeTe.
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3a nonbAHKUTENTHA HHPOPMAITUS 3a Tab0paTOPHOTO U3CIIEABaHE, MOJIs, 00BbpHETE ce KbM Barst
JeKap.

AKo UMaTe CbMHEHHe, ue cTe 3a0peMeHsiia rmo Bpeme Ha jedenneTo ¢ Leflunomide Zentiva nnn
npe3 2-Te TOANHHM CIie]l HeTOBOTO CIIMpaHe, TpsOBa He3a0aBHO Ja ce CBBpKeTe ¢ Bamms siekap 3a
TecT 3a OpeMeHHOCT. IIpu MoToKUTENIeH TeCT 3a OpeMEeHHOCT BarmmusT jiekap Moxke a Bu
NPEJIOKH JICUCHHE C OTIpeiesIeHH JIeKapcTBa 3a oTcTpansaBane Ha Leflunomide Zentiva 6bp30 u B
JOCTaThb4HA CTENEH OT Oprann3Ma Bu, T KaTo TOBa MOKe J1a HaMali prcka 3a Bameto Oebe.

He npuemaiite Leflunomide Zentiva mo Bpeme Ha KbpMeHe, Thil KaTo e IyHOMHU]] IPEMUHABA B
KbpMara.

Ilodupane u padora ¢ MAlIMHU

Leflunomide Zentiva moxe na Bu Hakapa fa ce modyBCTBaTe 3aMastHH, KOETO MOXE J1a HapyIITH
criocobHocTTa B 32 KOHIIEHTpanys u pearupane. Ako ToBa Bu ce ciyun, He modupaiite u He
W3M0J3BANTE MALLIUHU.

Leflunomide Zentiva cbabp:xa J1akTo3a
Axo Bammsat nexkap Bu e kazain, ye uMaTe HEIOHOCUMOCT KbM HSAKOH 3aXapH, CBBPIKETE CE C HETO
MIpeIn 1a IpreMeTe TO3H JIEKAPCTBEH MPOAYKT.

3. Kak na npuemarte Leflunomide Zentiva

Bunaru npuemaiite ToBa JeKapcTBO TOYHO KakTo Bu e ka3zan Bamus nexap unm papmarnest. Ako He
CTe CUTYpHH B HEIlO, monuTaiite Bamus nexap i gapmanesT.

Oo6wuuaiinara HayanHa jo03a Ha Leflunomide Zentiva 100 mg nedayHOMUI €IMH BT JHEBHO TIPE3
mbpBUTE TpU IHHU. Crie] TOBa MOBEYETO MAIMEHTH Ce HYXKAAAT OT /1034 OT:

. 3a peematouseH aptput: 10 nuiau 20 mg Leflunomide Zentiva BequbX JHEBHO, B 3aBUCUMOCT OT
TEXeCTTa Ha 3a00JIIBaHETO.
. 3a ncopuatuueH aptput: 20 mg Leflunomide Zentiva BeHBK JTHEBHO.

IMorabimaire TabyneTkaTa n#JIa 1 ¢ 10CTaTb4YHO BOdA.

TpsOBa 1a MUHAT Hal-MaJIKO 4 CEIMUIIM OT 3aMI0YBAHETO HA TEPAINUATA, 3 JIa IOYyCTBYBATE
nojoopeHue BbB Bamero cherosiaue. Hakou manueHTH MoXe J0pH J1a TOTy4aT MO-TOJISIMO
nonoOpenue cien 4 10 6 Mecelna OT JEUYEHHETO.

Oo6ukHOoBeHO Bue mie npuemare Leflunomide Zentiva 3a npoab/DKUTEIIHO BpeMe.

AKo cTe puesiu noBeye ot Heodxoaumara 103a Leflunomide Zentiva

Ako ipueMeTe moBede oT HeoOxoanmara jo3a Leflunomide Zentiva, o0bpHeTe ce kbM Bamus nekap
WIN TIOTBPCETE APYr MEIUIMHCKHU ChBET. AKO € Bb3MOYKHO B3€METE ChC ceOe CH TabJIeTKUTE UK
KYTHSATA, 32 JIa My TH TIOKaXKeTe.

AKko cTe nponycHaau 1a npueMete Leflunomide Zentiva

Axko 3a0paBuTe a B3eMETe €/IHa /1032, B3EMeETe 5 BelHara cjie]l KaTo CH CIIOMHHUTE, OCBEH aKO TOBa HE
e OJIM3KO /10 BpeMeTo KoraTo TpsiOBa ja mpueMere cienpamara go3a. He B3emaiite qBoiiHa 1o3a, 3a na
KOMIIEHCHpAaTe IpoIycHaTaTa J103a.

AKO UMate HAKaKBH JIOMTBIHUTEITHA BBIIPOCH, CBBP3aHHU C YIIOTpebaTa Ha TOBa JIEKaPCTBO, ITOMUTANTE
Bamms nekap, hapManeBT WM MEJUIIMHCKA CECTpa.
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4. Bb3MOKHU HeKeJIaHU pe€aKkuumn

KakTo Bcuuku JICKapCTBa, TOBA JICKAPCTBO MOXKE J1a NPECAMN3BHUKA HEKCIIAHU PCAKIIUH, BBIIPEKU Y€ HC
BCCKH I' TIOJTy4aBa.

Yeenomere Bammus ekap He3abaBHO 1 cripete 1a Bzemare Leflunomide Zentiva:

- aKo MONYYHTE CJIA60CT, TOYYBCTBATE Ce 3aMasiHi U By npumarnee wiv uMare 3aTpy/IHeHO
JAUIIAHE, ThI KaTO TOBA MOTAT Ja ObJIaT MPU3HAIM HAa CEPHUO3HA aJICPrUYHA PEaKIIus,

- aKO TIOJYYHTE KOKeH 00PUB WY A3BH B yCTaTa, Thi KaTO TE MOXKE Jla Ca IIPOsiBA HA TEKKH,
MOHSIKOTA KUBOTO3aCTpalllaBallly peakiuu (Harp. cuHapoM Ha CTUBBHC-/[P)KOHCHH, TOKCHYHA
enuepMaliHa HEKPOJIH3a, epuTeMa MyInTH(OopMe, JIeKapcTBeHa PeaKIlys ¢ CO3HHOPIITUS U
cucreMun cummiromu [ DRESS]), Bikre Touka 2.

VBenomere Bamus jekap He3a0aBHO, aKO MOTYYHUTE:

- 0Jie1a Koka, yMopa, Wi CHHHHH, Thil KATO T MOJXKE J]a ca IPU3HAK Ha HAPYILCHUS Ha KPHBTa,
IMPUYMHCHHU OT HAPpYIICH 63J'I3HC Ha pa3jIMYHUTC BUAOBC KPBbBHU KJIICTKU, KOUTO CHCTABAT
KPBBTAa,

- yMopa, KopeMHa 00JIKa WK *KbJTeHHIA (KBJITO OIBETSBAHE HA OUYUTE MM KOXKAaTa), Thid KaTo
TE MOXE JIa ca IIPU3HAK HA CEPUO3HU CHCTOSHHS KaToO YePHOAPOOHA HEAOCTHUHOCT, KOSITO MOXKE
na Obae daranHa,

- BCSIKAKBHM CHMITOMHU Ha MH(EKIUS KaTO MOBUILIIEHA TEMIIEPATypPa, Bb3NAJEHO I'bPJIO WK
KAILIMIA, 3aI[0TO TOBA JIGKAPCTBO MOYKE J1a YBEJIMYU PHCKA OT TeKKA HHMEKIHUS, KOSTO MOXKE
na Obe KUBOTO3ACTpAIlIaBaIla,

- KaIJIMIA WK 3aTPyIHEHO TUIIaHe, Thil KaTo TOBa MOJKE J]a O3HA4aBa MpoOyieMu ¢ Oemus
Ipob (MHTepcTUIHATHA OenopoOHa OoJecT Wil 6eIoApoOHa XUTIEPTOHHUSA),

- HEOOMYaifHO M3TPBIBaHe, cIad0CT WK 00JIKa B PhIETE WM CThIIANATA, ThI KaTO TOBA MOXKE Ja
€ MpU3HaK Ha MpoOyieMu ¢ HepBHTE (TIepudepHa HEBPOTIATHS).

YecTH HexxeJIaHU peakumnu (Moske Aa 3acerHart a0 1 Ha 10 xyuum)

- ci1abo HamasiBaHe Ha Opos Ha OenuTe KPbBHU KIIETKH (JICBKOTICHN),

- JIEKU aJIePTUYHH PEAKIIHH,

- 3ary0a Ha aneTuT, 3ary0a Ha TerJio (0OMKHOBEHO HE3HAYMTEIIHO),

- yMmopa (acTeHwus),

- riaBoOoJine, 3aMaliBaHe,

- HEOOWYaliHN KOXKHU YCEIIaHus KaTo N3TPBIIBaHE (TTapecTesws),

- JIEKO TOBHUIIIaBaHE Ha KPBBHOTO HAJISTAHE,

- KOJIHT,

- Juapus,

- rajicHe, MoBpbILAHE,

- BB3MAJICHUE Ha yCTaTa WIK S3BH B yCTara,

- KopeMHa OoJiKa,

- YBEJIMUYEHHE HA HAKOW PE3yNTaTH OT YEPHOIPOOHH TECTOBE,

- YBEJIHYEH KOCOMA/I,

- eK3eMa, cyxa Koxka, 0OpHUB, ChbpOex,

- TeHauHAUT (0OJNKa, MPUYHHEHA OT Bh3MaJleHHe Ha MeMOpaHaTa, 0OBHBaIla CyXOKMIHSATA
0OMKHOBEHO Ha KpakaTa WU PhIIETe),

- MIOBHIIIABAHE HA OTIPE/ICTICHH SH3UMH B KPBBTa (KpeaTuH (ochokxnHaza),

- Mpo0OJIEMHU C HEPBUTE HA PhIIETe WK KpakaTa (nepudepHa HeBpomaTus).

HeuecTn He:kenanu peakiuu (Moxe na 3acernart 10 1 va 100 xymm)

- HaMaJIABaHe Ha Opos Ha YepBEHHTE KPHBHU KJIIETKH (aHEMIsI) M HaMaJIsiBaHE Ha Opost Ha
TpoMOOLIUTUTE (TPOMOOIUTOTICHHS),

- HaMaJsiBaHe Ha HUBOTO Ha KaJUi B KPbBTA,

- TPEBOXKHOCT,

- BKYCOBHU HapyILICHHS,

- ypTuKapus (KOIpHUBHA TPECKa),
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- CKBCBaHC Ha CYXOXKUJINE,
- IMOBUIIIABAHC HAa HUBOTO HA JIMIIUAUTC B KPHBTA (XOHCCTCpOH n TpI/IFJ'II/II_IepI/I,Z[I/I),
- IIOHM>KaBaHC HAa HUBOTO Ha q)OC(i)aTI/I B KpBbBTA.

Penku Hexenanu peakuum (Moxke 1a 3acernat Ao 1 na 1 000 xymm)

- yBenn4ueHre Ha Opos Ha KPbBHUTE KJIETKH, HAPEUeHN €03MHO(MMIH (€03MHODUIINSA); JTIEKO
HaMaJsiBaHe Ha Opost Ha OeTnTe KPbBHU KJICTKH (JIEBKOIICHHS ); HAMAJIIBaHE HAa OpOs Ha BCUYIKH
KPBBHU KJIETKH (MAHLIUTOIICHU),

- 3HAYMTENTHO TOBUIIIABaHE HA KPHBHOTO HAJISTaHe,

- Bb3NasIcHHe Ha Oenust Apo0 (MHTepCcTUIaHO 3a0omsBane Ha Oenust 1po0),

- YBEIUYCHHE HAa HAKOHM PE3YJITATH OT YEPHOAPOOHU TECTOBE, KOUTO MOTAT Jia JIOBEIAT JIO
CEPUO3HU ChCTOSHUSI KATO XEMATHUT U KbJITCHUIIA,

- TEXKH HHPEKITNH, HApEUEHU CETICUC, KOMTO MOTaT Aa Obaat (aramHu,

- MOBHUIIIaBaHE Ha OMpPEACTICHN CH3UMH B KPBBTA (JIAKTAT IEXUAPOTeHA3a).

MHoro peaxu He:keJdaHu peakuuu (Mo:xe na 3acernat A0 1 na 10 000 qymm)

- M3pa3eH0 HaMaJIeHHE Ha HAKOW Oely KPhBHU KIIETKH (arpaHyIONHUTO3a),

- TEXKH U MOTEHIATIHO TEXKH aJepPrU4HU PEaKity,

- Bb3NAJICHUE Ha KPbBOHOCHU ChJOBE (BaCKYJIHUT, BKIIOUUTEIHO KOXKEH HEKPOTHU3UPAILLL
BacCKYyJINT),

- BB3MAJICHNE Ha MaHKpeaca (MaHKpeaTuT),

- TEKKO YEPHOJIPOOHO yBPEKIaHE KaTO YepHOApOOHA HEIOCTATHYHOCT WIIM HEKPO3a, KOUTO
Morar na op1at hatanHu,

- TEXKH, TOHIKOTa XUBOTO3acTpallaBally peakuuu (cuaapom Ha CTUBbHC-/PKOHCHH, TOKCHYHA
enuepMaliHa HeKpoJIn3a, epureMa My Itadopme).

Jpyru HexxenaHu peakuu KaTo O6b0peuHa HeloCcTaThYHOCT, HaMaJIEHHE Ha HUBOTO Ha MMUKOYHA
KHCEIIMHA B KPHBTa, 00 Jpo0Ha XUIIEPTOHUS, OE3ILI0IUE MTPHU MBXkKe (KOETO € 00paTuMo Clies KaTo
BEIHBXK CE CIpe JEYEHHETO C TOBA JIEKAPCTBO), KOXKEH JIYIyC (XapaKTepH3HUPAILl CE C
00puB/3auepBsiBaHE HA KOKHH YYaCTBIH, KOUTO Ca U3JI0KEHN Ha CBETIIMHA), TICOPHA3NC (HOBOOSBIII
ce niu Biomasai ce), DRESS u koxxHa s13Ba (KpbIvia, OTBOpEHa paHa Ha KOXKaTa, IPe3 KOATO Morat
Jia ce BUJIAT MOJUIeXKANUTE THKaHH), CHIIIO MOTAT Jia Ce MOSIBIT C HEU3BECTHA YECTOTA.

Cho0maBaHe Ha HesKeJIAHH PeaKIuu

AKO MOJTyynTe HAKaKBU HEXEJaH! JIEKapCTBEHH Peakly, yBeaomere Bamus nexap wim gpapmaiesnT.
ToBa BKJIIOUBA BCHYKH Bb3MOYKHH HEOIMCAHU B Ta3H JMCTOBKA HEXENAaHU peakuuu. Moxere chlIo 1a
CHOOLINTE HEXENAaHU PEAKLMK AUPEKTHO Ype3 HallMOHAIHATa CUCTEMa 3a ChOOLIaBaHe, T0OCOYEHA B
punoxenue V. Karo chobliaBare HexellaHU PeakLul, MOXKETE J1a 1aleTe CBOsI IPUHOC 3a
HOJTyyaBaHe Ha NoBe4e MHPOPMAIKs OTHOCHO 0€30M1aCHOCTTa Ha TOBA JIEKAPCTBO.

5. Kak n1a coxpansiate Leflunomide Zentiva

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

He n3non3Baiite ToBa JICKapCTBO CJI€a CpOKa HAa T'OAHOCT, oTOEIA3aH BBpPXY OIIaKOBKaTa.
CpOK’bT Ha TOAHOCT OTTOBaps Ha MOCICIAHNA JE€H OT IMOCOYCHUA MECCII.

biucrep:  [la ce cbXpaHsABa B OpUTMHAIHATA ONIAKOBKA
Byrunka:  CbxpassBaiiTe OyTHIIKaTa IUIBTHO 3aTBOPEHA.
He u3xBbprsiiTe nekapcTBaTa B KaHATU3AIUATa WIM B KOHTEHHEpa 3a JOMAITHU OTIIAIBIIH.

IHomwmraiite Bammus dapmaiieBT Kak Ja U3XBBPIATE JIEKapCcTBaTa, KOUTO Bede HE u3Mon3Bare. Tesu
MEpPKH L€ CIIOMOTHAT 3a OIIa3BaHE HA OKOJIHATA CPeaa.
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6. Cun)pma}me Ha OnMaKoBKaTa U J0NIbJHUTEC/IHA m{(bopMamm

Kakso cpabp:ka Leflunomide Zentiva
- AKTHBHOTO BermiecTBo e jJeduyHomua. Enna punvupana tabnetka cpappxa 20 mg

nedIyHOMU.

- Jpyrure cbecraBku ca: IfapeBU4HO Humecte, noBuoH (E1201), kpocnoBunon (E1202),
KOJIOWICH O€3BOJICH CHIINIIMEB TUOKCH, MarHe3ueB creapat (E470b), n 1akTo3a MOHOXHAPAT B
sIpoTo Ha TabneTkara, kKakto u Tank (E553b), xunmpomenosa (E464), tutanos muokenn (E171),

makporoi 8000 u xxbaT xene3en okcun (E172) BB pUIMOBOTO MOKpUTHE.

Kak m3riexxna Leflunomide Zentiva n kakBo chabp:ka OaKoOBKaTa

Leflunomide Zentiva 20 mg ¢punMupanu TabJIeTKU ca KBITEHUKABH A0 0Xpa U TPHBI'BIHH.
C otmevarano Ha exHara crpada: ZBO.

TabneTkuTe ca ONakOBaHU B OJINCTEPU WK OYTHIIKH.
Hamnunu ca omakosku ot 30, 50 u 100 TabneTku.

He BcuukH BHIOBE OMAKOBKH MOTAT Ja ObJAT MyCHATU B IPOAaK0a.

IIpuTexaTes Ha pa3peLIeHUETO 32 ynoTrpeda

Zentiva k.s.

U kabelovny 130
102 37 Prague 10
Yemika permy0nuka

IIpousBoaurean
LABORMED- PHARMA S.A.

B-dul. Theodor Pallady no. 44B, sector 3

code 032266, Bucharest,
PymbHus

ZENTIVA S.A.

B-dul. Theodor Pallady no. 50, sector 3

code 032266, Bucharest,
PymbHus

3a JOIIBJIHUTCIIHA I/IH(l)OpMaI_II/IH OTHOCHO TOBa JICKapCTBO, MOJIsI CBBPIKETEC CC C JIOKAJTHU

NPEICTABUTEN HAa MPUTEKATENs Ha Pa3pelIeHHeTo 3a yrnorpeda:

Belgié/Belgique/Belgien
Zentiva, k.s.

Tél/Tel: +32 (78) 700 112
PV-Belgium@zentiva.com

bbarapus

Zentiva, k.s.

Ten: +35924417136
PV-Bulgaria@zentiva.com

Ceska republika

Zentiva, k.s.

Tel: +420 267 241 111
PV-Czech-Republic@zentiva.com
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Lietuva

Zentiva, k.s.

Tel: +370 52152025
PV-Lithuania@zentiva.com

Luxembourg/Luxemburg
Zentiva, k.s.

Tél/Tel: +352 208 82330
PV-Luxembourg@zentiva.com

Magyarorszag

Zentiva Pharma Kft.

Tel.: +36 1 299 1058
PV-Hungary@zentiva.com



Danmark

Zentiva Denmark ApS

TIf: +45 787 68 400
PV-Denmark@zentiva.com

Deutschland

Zentiva Pharma GmbH
Tel: +49 (0) 800 53 53 010
PV-Germany@zentiva.com

Eesti

Zentiva, k.s.

Tel: +372 52 70308
PV-Estonia@zentiva.com

EAlLGoa

Zentiva, k.s.

TnA: +30 211 198 7510
PV-Greece@zentiva.com

Espaiia

Zentiva Spain S.L.U.
Tel: +34 671 365 828
PV-Spain@zentiva.com

France

Zentiva France

Tél: +33 (0) 800 089 219
PV-France@zentiva.com

Hrvatska

Zentiva d.o.o0.

Tel: +385 1 6641 830
PV-Croatia@zentiva.com

Ireland

Zentiva, k.s.

Tel: +353 818 882 243
PV-Ireland@zentiva.com

island

Zentiva Denmark ApS
Simi: +354 5025
PV-Iceland@zentiva.com

Italia

Zentiva [talia S.r.1.
Tel: +39 800081631
PV-Italy@zentiva.com

Kvbmpog

Zentiva, k.s.

TnA: +30 211 198 7510
PV-Cyprus@zentiva.com
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Malta

Zentiva, k.s.

Tel: +356 2034 1796
PV-Malta@zentiva.com

Nederland

Zentiva, k.s.

Tel: +31 202 253 638
PV-Netherlands@zentiva.com

Norge

Zentiva Denmark ApS
TIf: +47 787 68 400
PV-Norway@zentiva.com

Osterreich

Zentiva, k.s.

Tel: +43 720 778 877
PV-Austria@zentiva.com

Polska

Zentiva Polska Sp. z 0.0.
Tel: +4822 37592 00
PV-Poland@zentiva.com

Portugal

Zentiva Portugal, Lda

Tel: +351210601360
PV-Portugal@zentiva.com

Romainia

ZENTIVA S.A.

Tel: +4 021.304.7597
PV-Romania@zentiva.com

Slovenija

Zentiva, k.s.

Tel: +386 360 00 408
PV-Slovenia@zentiva.com

Slovenska republika
Zentiva, a.s.

Tel: +421 2 3918 3010
PV-Slovakia@zentiva.com

Suomi/Finland

Zentiva Denmark ApS
Puh/Tel: +358 942 598 648
PV-Finland@zentiva.com

Sverige

Zentiva Denmark ApS
Tel: +46 840 838 822
PV-Sweden@zentiva.com



Latvija
Zentiva, k.s.
Tel: +371 67893939

PV-Latvia@zentiva.com

JlaTa Ha mocj1eqHO mMpepa3riexaade Ha guctoBkata {MM /I'TTT?}

JApyru u3rouyHuuu Ha nHpopmanus
[Toppo6Ha uH(pOpMans 3a TOBA JIEKapCTBO € IpeIocTaBeHa Ha yeOcaiita Ha EBponelickaTa areHius
10 JIeKapcTBaTa https://www.ema.europa.eu/.
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JlncroBka: undopmanus 3a noTpeduTeNs

Leflunomide Zentiva 100 mg ¢guimupanu TadieTkn
nedurynomu (leflunomide)

IIpoyereTe BHUMATEIHO LAJIATA JHCTOBKA, IIPEAH 1A 3alI04YHETE 1A IpUeMaTe TOBA JIEKapCcTBo,

ThH KaTo TS ChABbP:Ka BaxkHa 32 Bac nndgopmanus.

- 3amasere Ta3u JUCTOBKA. MoJKe /1a ce HaJIOXkKHU J1a sl IPOYETETE OTHOBO.

- AKO UMaTe HSIKaKBU JOIBJIHUTEIHN BBIIPOCH, IoNUTaiTe Bammms nexap, papmaneBT uin
MEINIHMHCKA CECTPA.

- ToBa JiekapcTBO € IPEeANNUCaHO €IUHCTBEHO U JINYHO Ha Bac. He ro nmpeorcrenBaiite Ha Apyru
xopa. To Moxe 1a UM HaBpenu, HE3aBUCHMO, Ye IPU3HAIIMTE Ha TSIXHOTO 3a00JIsiBaHe ca
CBINKTE KaTo Bammre.

- AKO IIOITy4nTe HAKAKBU HEXEJIaHU JICKAPCTBEHH PEAKIMH, yBeToMeTe Bamms nekap,
¢dapmaneBT WM MEAULMHCKA cecTpa. ToBa BKIIIOYBA U BCUYKH Bb3MOKHHM HEXXEIaHU PEaKIny,
HEOIIMCaHU B Ta3H JUCTOBKA. Buxre Touka 4.

KakBo cbabpika Ta3u JUCTOBKA

Kakgo npencraensaBa Leflunomide Zentiva u 3a KakBO ce U3I0N3Ba
Kakso TpsiOBa ma 3naere, npenu aa nmpuemere Leflunomide Zentiva
Kak na npuemare Leflunomide Zentiva

BB3MOXKHN HEXENTaHN PEaKIUuH

Kak na cexpansBare Leflunomide Zentiva

ChIpprkaHne Ha OTIAKOBKATA U IOMBIHUTETHA HHPOPMALIUsI

Sk W=

1. Kakso npeacrasiasia Leflunomide Zentiva u 3a kakBo ce u3nosssa

Leflunomide Zentiva mpuHaIjIe:Ku KbM TpyTIa IEKapCcTBa, HAPEUCHN aHTUPEBMATHYHH JIeKapcTBa. To
ChIIbpKa aKTHBHOTO BEUIECTBO JIe(ITyHOMUJI.

Leflunomide Zentiva ce u3moJi3Ba 3a JIeUeHUE Ha BB3PACTHU MMAIIUCHTU C AKTHUBCH PEBMATOU/ICH
ApTPUT UJIKM AKTUBECH IICOPUATUYCH apTPUT.

CHUMIITTOMHTE Ha pEBMATOUACH apTPHUT BKIIIOUBAT Bb3MAJEHUE HA CTABUTE, IOAYBaHE, 3aTPyTHEHO
JBIKEHHE U 0oJka. JIpyry CUMIITOMH, KOUTO 3acsrar ISUI0TO TSUIO BKJIIOYBAT 3ary0a Ha arneTur,
MOBHUIIIEHA TEMIIEpaTypa, 3ary0a Ha eHeprus U aHeMHus (JIUIca Ha YePBEHU KPBBHU KIIETKH).

CuMnTOMHTE HA aKTHBEH IMCOPUATHUYCH apTPUT BKIITOYBAT BH3IAJICHUC HA CTABUTC, ITIOAYBAHC,
3aTPYAHCHO JABUIKCHUC, Oolnka u Y4aCThblM HaA 3a4CPBCHA, JIOMICIAa CC KOXa (KO)KHI/I I/I3M€HeHI/I$I).

2. Kakso Tpsa0Ba 1a 3Haete, npeau aa npueMere Leflunomide Zentiva

He npuemaiite Leflunomide Zentiva:

- aKo HSKOTa CTe UMAJIH aJepru4Ha peakuus KoM jedryHoMua (0coOeHO cepruo3Ha KOKHA
peaxius, 4ecTo IpUApYy’KeHa C MOBHUIIIEHA TeMIIepaTypa, CTAaBHN OOJIKH, YepBEHH TETHA TI0
KOXKaTa WM MeXypH, Harp. cHHApoM Ha CTuBBbHC J[PKOHCHH), WIIM KbM HSKOS OT OCTaHAJIUTE
CHCTaBKHM Ha TOBA JICKApCTBO (M30pOECHU B TOUKA 0), WM aKO CTE aJISprHYHU KbM
TepuIIyHOMUI (M3110J13BaH 3a JIeUYeHNE Ha MHOXKECTBEHA CKIIEp03a),

- aKo MMaTe HIKAaKBH YePHOAPOOHM MpodiemMu,

- aKo MMaTe YMEPEeHH 10 TEKKH 0bOpedHH mpoodiaemMu,

- aKo MMaTe CHIIHO MTOHIDKEHNE Ha 0eJThIMTE B KPbBTA (XUMIOPOTENHEMHUS),

- aKo CTpajaTte OT HAKAaKbB MPo0IieM, KOITO 3acsira uMyHHaTa Bu cucrema (nanpumep CIIUH),

- aKo MMaTe HIKaKbB MPOoOJIeM C KOCTHUS MO3bK MJIM aKO UMaTe HUCHK Opoil uepBeHH Wir Oeinu
KPBBHU KJIETKU B KPBBTA WM HaMalleH Opoil TpOMOOLIUTH B KPBBTa,
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- aKo CTpajaTe OT cepruo3Ha uHdeKnus,
- aKo CcTe OpeMeHHa, CMsTaTe, Ye MOXKE J1a CTe OpeMeHHa WU KbPMHUTE.

[penynpesxaeHust ¥ Mpeana3sHu MEPKH

T'oBopete ¢ Bamms nrekap, ¢hapMarieBT WK MEIUIIMHCKA cecTpa, mpeau na mpuemere Leflunomide

Zentiva

- aKo cte 0oJemyBalv OT Bh3MaleHNe Ha Oenus Apo0 (MHTepcTHIHAIHA Oes1oApodHa 0oJiecT).

- aKO HIKOTa CTEC UMAJIM TY0OEPKYJI03a WU CTe OUIH B OJIM3BK KOHTAKT C HAKOW, KOWTO UMa WIIN
e uMain TyOepKyo3a. Bamusr gekap Moke 1a HalpaBy M3ciieIBaHusl, 32 1a IPOBEPU AajH
uMaTe TyOepKyIo3a.

- aKo CTe Mb K H UcKate Jia craHere Oama. Thil KaTo He MOXKe J]a ce M3KIIIOYH BEPOSTHOCTTA 34
npemuHaBane Ha Leflunomide Zentiva B ciepmara, TpsiOBa fa ce M3M03Ba CUTYpHA
KOHTpaIenus o BpeMe Ha jiedueHueTo ¢ Leflunomide Zentiva. Mbxere, skenaentu 1a Obaat
Oamy, TpsiOBa Aa ce 0OBpHAT KbM CBOS JIeKap, KOWTO MOXKe /1a TH TIOCHBETBA Jla CIpaT
npuemaneto Ha Leflunomide Zentiva u na B3emMat HIKOM JIeKapCTBa, 3a 1a OTCTPAHAT

Leflunomide Zentiva 0bp30 1 B 0CTaTh4YHA CTENCH OT opraHu3Ma cu. Ille e Heooxoaumo na Bu

ce HalpaBH H3CIIe[iBaHE HA KPHBTA, 3a J1a ce moTBbpan, 4e Leflunomide Zentiva e oTcTpaneH B
JIoCTaThuHA CTETIEH OT Bammms opranu3sM U ciies ToBa Brue TpsOBa 1a nzyakarte Hall-Mallko
owre 3 Mecela Ipeay 1a ce ONUTBATE J1a Ch3aBarte Jela.

- TpsOBa na Bu ce HampaBu omnpeesieH BU U3CIIEABaHE HAa KPbBTa (HMBO Ha KaJIHii). Bh3MOXHO

€ U3MEPBAHETO Ja MOKaXxe (DaIIMBO HUCKU HMBA Ha KAIIHI.

- ako Bu mpezcTon WM cTe MpeThpIiesu CKOPOIIHA TEKKa ONepanus UK aKo BCE OIIE HMaTe
He3apacHaja paHa cien onepanus. Leflunomide Zentiva Moxke 1a Obe IpuirHAa 33 TPYIHO
3a3/1paBsiBaHE HA PAHUTE.

Leflunomide Zentiva Mosxe OHSKOTA fa MPUYWHU HIKOW POOJIEMH Ha KPBBTA, YePHHS P00, OennTe
IpoOoBe, WK HEPBHUTE Ha PhIIETE MM KpakaTa. Moe ChIIo Ja MPUIHHU CEPUO3HH AIEPTUIHI

peakuu (BKIFOUMTEITHO JIEKapCcTBEeHa peakius ¢ eo3nHodmmms u cucreMun cumnromu [DRESS]),
WY J1a YBEIMYH PHUCKa OT TeXKa WHPEKIHs. 3a moBeue nHPOPMAIUs 3a TOBA, MOJISI, POYETETE TOUKA
4 (Bb3MOXHM HEeXKEIIAaHU PEaKITUH ).

DRESS ce nosiBsiBa II'pPBOHAYAIIHO KATO I’pI/IHOHO,I[O6HI/I CHUMIITOMHU 1 O6pI/IB 10 JUIETO, CJICA TOBA

o01IMpeH o0puB ¢ BUCOKA TeMIIEpaTypa, IOBUILICHH HUBA HA YePHOAPOOHUTE CH3UMU MPH U3CIICIBAHE

Ha KPHBTA, MMOBHUILIABAHE Ha €/IMH BHJ| OeJIM KPBBHU KIETKH (€03UHOMWINS) U YBEINICHU TUMPHN
BB3JIH.

BartusT jekap 1ie u3BbpIiBa KPbBHH U3CJIeABAHUS PEIOBHO, IPE/IHU U [0 BPEME Ha JICYCHUETO C
Leflunomide Zentiva, 3a na npociesssa KppBHUTE Bu kiieTku u yepHust Apo6. Bammst nekap cblio
Taka I1e MpoBepsiBa KpbBHOTO B Hassirane penoBHo, Thi kato Leflunomide Zentiva Moxe na
NPUYUHM TTOBUIIIABAHE HA KPBBHOTO HAJISITAHE.

FOBOpeTC ¢ Bamus JICKap, akO UMaTe HEOOsSCHMMA XpOHUYHA JUuapus. Bammsar JICKap MOKEC a
H3BBPIIN JOIIBJIHUTCIIHU U3CIICABAHUS 3a ,Z[I/I(I)epeHLII/IaJ'IHa JAWardosa.

YBenomere Bamust nekap, ako pazBuere KoxHa s13Ba 1o BpeMe Ha Jieduenue ¢ Leflunomide Zentiva
(BmKTE CBHIO TOUKA 4).

Jlena u roHOIIHN
Leflunomide Zentiva He ce npenopb4Ba 3a ynorpeda npu Aena u I0HOIIN HA Bb3pacT nox 18
TOJAHHH.

Jpyru nexkapcrBa u Leflunomide Zentiva

WNudopmupaiite Bamms nexap ninn papmaneBt, ako npremMare, HaCKOpO CTe IPHeMaii, WilH €
BB3MOXKHO J1a PHUEeMeTe APYTH JekapcTBa. ToBa BKIIIOUBA U JIEKapCTBa, OTICKaHH 0e3 peuenTa.

ToBa e ocodeHo BaXXHO, dKO IMpUeMate:
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- JPYTH JIEKapCTBa 32 PEBMATONAEH apTPUT KaTO aHTUMAJIApUIHY JIEKapCTBa (HaIp. XJIOPOXHUH U
XUIPOKCUXJIOPOXHUH), 371aTO, IPHIIOKEHO HHTPAMYCKYJIHO HIIH IIEPOpaHO, J-TIeHUIIIaMH1H,
a3aTHONPUH U APYTH UMYHOCYIIPECUBHH JIEKapcTBa (HAMp. METOTPEKCaT), Thil KATO Te3H
KOMOWHANINKY HE Ca MPENOPbYUTEIIHH,

- BapGapuH U APYTH NEePOPATHH JIEKApCTBa, H3IOI3BAHH 32 pa3pekJaHe Ha KPBBTA, Thil KaTo €
HeoOX0mMo HaOII0ICHHE, 3a J1a Ce HaMaJIM PUCKBT OT IOSBA HA HE)KEJIaHHU PEaKkIMy Ha TOBA
JEKapCTBO

- TepuIyHOMH]I 32 MHOYKECTBEHA CKIIEPO3a

- penariuHu, MTUOTTUTAa30H, HATETTTUHH]], WM PO3UTIIMTA30H 3a AnadeT

- JayHOPYOHLIMH, JOKCOPYOHIIUH, TAKJINTaKCce WM TONOTEKaH 3a paK

- JYJIOKCETHH 3a JIeTIPecHs, HHKOHTHHEHINS Ha ypHHaTa Wik Ob0pedHo 3abonsaBane mpu
TuadeTHIn

- QJIOCETPOH 32 JICYCHNE Ha TEKKA THAPHS

- Teo(UIIMH 32 acT™Ma

- TU3aHUIUH, MYCKYJICH PEJaKCaHT

- OpaJTHU KOHTPAIICTITHBH (ChABPIKAIIY €TUHUIICCTPAANOI 1 JIEBOHOPrecTpem)

- e akiop, OEH3WIMEHUIINH (MTEHUIUIMH G), TUIPOQIIOKCAINH 32 HHPEKITHN

- WHIOMETAIHH, KeTorpodeH 3a O0JIKa Wi Bh3MaJeHIe

- ¢dypoceMu 3a chpIeYHO 3a00sIBaHe (AMYPETHUK, OTBOJTHSBAIIO JIEKAPCTBO)

- sugoByauH 3a HIV undexims

- poO3yBacTaTuH, CUMBACTAaTUH, aTOPBACTATHH, ITPABACTATUH 3a XUIICPXOJICCTCPOJICMUAL (BI/ICOK
XOJIECTEPO)

- cyndacana3yH 3a Bb3MAINTEIHO 3a00JIsIBaHE HA YepBaTa WA PEBMAaTOUICH apTPUT

- JIEKapCTBO, HAPEUCHO KOJICCTUPAMUH (M3II0JI3BaHO 32 HAMAJISIBAHE HA BUCOKHUS XOJIECTEPOI) HITH
aKTHBEH BBIJICH, ThI KaTO TE3H JIEKapCTBA MOTAaT Aa HaManaT KonndecTBoTo Leflunomide
Zentiva, KO€TO ce IIoeMa 0T OpraHu3Ma.

AKo Beye IpueMaTe HecTepPOUIHU MPoTUBOBB3NaauTeaHu cpeacrsa (HCIIBC) n/unn
KOPTHKOCTEPOM/IM, MOXKETE J1a IPOABIDKUTE JIa TH B3eMaTe cJie/l 3alI04YBaHEe Ha JISYEHUETO C
Leflunomide Zentiva.

Bakcunanuun

Axo TpsiOBa 1a ObaeTe BaKCHHUPaHU, MonuTaiite Bamms nekap 3a ceBer. OnpeeieHl BaKCHHALUH HE
TpsiOBa Jia ce mpuiiarat jjokaro npuemare Leflunomide Zentiva u n3BecTHO Bpeme ciiefl CIpaHe Ha
JICYCHHETO.

Leflunomide Zentiva ¢ xpana, HAMTKYU U AJTKOX0J

Leflunomide Zentiva Mmo>xe 1a ce mprema chC Wil 0e3 XpaHa.

He ce mpenoppuBa Jja ce KOHCYMHpa alkoxoJ 1o Bpeme Ha siedeHue ¢ Leflunomide Zentiva.
Koncymanusita Ha ankoxou gokato npuemate Leflunomide Zentiva Moske J1a yBeTU4M pucka oT
YBpEKIaHe Ha YepHUA APoO0.

BpeMeHHOCT 1 KbpMeHe

He npuemaiite Leflunomide Zentiva, ako cte wim cmsTare, 4e MOXKe Jia CTe OpeMeHHa. AKO cTe
OpemenHa, nnu 3abpemeHneere, fokaro npuemare Leflunomide Zentiva, pucksT oT pakaane Ha 6ebe
ChC CEPUO3HHU BpOJIcHH JeeKTH e oBuUIlIeH. JKeHnTe ¢ AeTepoieH MOTeHIHAal He TpsiOBa J1a mprueMaT
Leflunomide Zentiva, 0CBeH aKko He U3IOJI3BAT HAJAEKIHA MEPKH 3a MpeJiia3BaHe OT 3a0peMeHsIBaHe.

Wndopmupaiite Bammst nekap, ako Bb3HaMepsiBaTe Aa 3a0peMeHeeTe e/l CIIUPaHe Ha JICYEHUETO C
Leflunomide Zentiva, Tbii KaTo € HEOOXOJMMO JIa C€ YBEpUTE, Y€ HE Ca OCTAHAIM CIIEIU OT
Leflunomide Zentiva B opranusma Bu npenu na npasurte onutu 3a 3a0peMeHsiBane. ToBa MOxe Aa
oTHeMe JIo 2 ronuHK. ToBa H34aKBaHe MOXKE J]a Ce ChKPATH JI0 HSIKOJIKO CEIMHIIN Ype3 MPUEMaHeTo Ha
JISKapCTBa, KOMTO YCKOpsiBaT oTcTpansBaneTo Ha Leflunomide Zentiva ot Bariust opranusbm.

B®B BCHukH ciiyyan TpsiOBa 1a ObJie MOTBBPACHO Upe3 KpbBHU n3cieaBanus, ye Leflunomide Zentiva
€ OTCTpaHEeH B JIOCTaThyuHa CTeleH oT Bamus opranu3bm, kato Bue TpsOBa aa nzuakare Hali-Maiko
OlLLEe €IMH Mecel] IPeIH Ja 3a0peMeHeeTe.
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3a nonbAHKUTENTHA HHPOPMAITUS 3a Tab0paTOPHOTO U3CIIEABaHE, MOJIs, 00BbpHETE ce KbM Barst
JeKap.

AKo UMaTe CbMHEHHe, ue cTe 3a0peMeHsiia rmo Bpeme Ha jedenneTo ¢ Leflunomide Zentiva nnn
npe3 2-Te TOANHHM CIie]l HeTOBOTO CIIMpaHe, TpsOBa He3a0aBHO Ja ce CBBpKeTe ¢ Bamms siekap 3a
TecT 3a OpeMeHHOCT. IIpu MoToKUTENIeH TeCT 3a OpeMEeHHOCT BarmmusT jiekap Moxke a Bu
NPEJIOKH JICUCHHE C OTIpeiesIeHH JIeKapcTBa 3a oTcTpansaBane Ha Leflunomide Zentiva 6bp30 u B
JOCTaThb4HA CTENEH OT Oprann3Ma Bu, T KaTo TOBa MOKe J1a HaMali prcka 3a Bameto Oebe.

He npuemaiite Leflunomide Zentiva mo Bpeme Ha KbpMeHe, Thil KaTo e IyHOMHU]] IPEMUHABA B
KbpMara.

Ilodupane u padora ¢ MAlIMHU

Leflunomide Zentiva moxe na Bu Hakapa fa ce modyBCTBaTe 3aMastHH, KOETO MOXE J1a HapyIITH
criocobHocTTa B 32 KOHIIEHTpanys u pearupane. Ako ToBa Bu ce ciyun, He modupaiite u He
W3M0J3BANTE MALLIUHU.

Leflunomide Zentiva cbabp:xa J1akTo3a
Axo Bammsat nexkap Bu e kazain, ye uMaTe HEIOHOCUMOCT KbM HSAKOH 3aXapH, CBBPIKETE CE C HETO
MIpeIn 1a IpreMeTe TO3H JIEKAPCTBEH MPOAYKT.

3. Kak na npuemarte Leflunomide Zentiva

Bunaru npuemaiite ToBa JeKapcTBO TOYHO KakTo Bu e ka3zan Bamusit nekap unm papmarnest. Ako He
CTe CUTYpHH B HEIlO, monuTaiite Bamus nexap i gapmanesT.

Oo6wuuaiinara HayanHa no03a Ha Leflunomide Zentiva e 100 mg nedyHOMH] €IMH BT JHEBHO Mpe3
mbpBUTE TpU IHHU. Crie] TOBa MOBEYETO MAIMEHTH Ce HYXKAAAT OT /1034 OT:

. 3a peematouseH aptput: 10 nuiau 20 mg Leflunomide Zentiva BequbX JHEBHO, B 3aBUCUMOCT OT
TEXeCTTa Ha 3a00JIIBaHETO.
. 3a ncopuatuueH aptput: 20 mg Leflunomide Zentiva BeHBK JTHEBHO.

IMorabimaire TabyneTkaTa n#JIa 1 ¢ 10CTaTb4YHO BOdA.

TpsOBa 1a MUHAT Hal-MaJIKO 4 CEIMUIIM OT 3aMI0YBAHETO HA TEPAINUATA, 3 JIa IOYyCTBYBATE
nojoopeHue BbB Bamero cherosiaue. Hakou manueHTH MoXe J0pH J1a TOTy4aT MO-TOJISIMO
nonoOpenue cien 4 10 6 Mecelna OT JEUYEHHETO.

Oo6ukHOoBeHO Bue mie npuemare Leflunomide Zentiva 3a npoab/DKUTEIIHO BpeMe.

AKo cTe puesiu noBeye ot Heodxoaumara 103a Leflunomide Zentiva

Ako ipueMeTe moBede oT HeoOxoanmara jo3a Leflunomide Zentiva, o0bpHeTe ce kbM Bamus nekap
WIN TIOTBPCETE APYr MEIUIMHCKHU ChBET. AKO € Bb3MOYKHO B3€METE ChC ceOe CH TabJIeTKUTE UK
KYTHSATA, 32 JIa My TH TIOKaXKeTe.

AKko cTe nponycHaau 1a npueMete Leflunomide Zentiva

Axko 3a0paBuTe a B3eMETe €/IHa /1032, B3EMeETe 5 BelHara cjie]l KaTo CH CIIOMHHUTE, OCBEH aKO TOBa HE
e OJIM3KO /10 BpeMeTo KoraTo TpsiOBa ja mpueMere cienpamara go3a. He B3emaiite qBoiiHa 1o3a, 3a na
KOMIIEHCHpAaTe IpoIycHaTaTa J103a.

AKO UMate HAKaKBH JIOMTBIHUTEITHA BBIIPOCH, CBBP3aHHU C YIIOTpebaTa Ha TOBa JIEKaPCTBO, ITOMUTANTE
Bamms nekap, hapManeBT WM MEJUIIMHCKA CECTpa.
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4. Bb3MOKHU HeKeJIaHU pe€aKkuumn

KakTo Bcuuku JICKapCTBa, TOBA JICKAPCTBO MOXKE J1a NPECAMN3BHUKA HEKCIIAHU PCAKIIUH, BBIIPEKU Y€ HC
BCCKH I' TIOJTy4aBa.

Yeenomere Bammus ekap He3abaBHO 1 cripete 1a Bzemare Leflunomide Zentiva:

- aKo MONYYHTE CJIA60CT, TOYYBCTBATE Ce 3aMasiHi U By npumarnee wiv uMare 3aTpy/IHeHO
JAUIIAHE, ThI KaTO TOBA MOTAT Ja ObJIaT MPU3HAIM HAa CEPHUO3HA aJICPrUYHA PEaKIIus,

- aKO TIOJYYHTE KOKeH 00PUB WY A3BH B yCTaTa, Thi KaTO TE MOXKE Jla Ca IIPOsiBA HA TEKKH,
MOHSIKOTA KUBOTO3aCTpalllaBallly peakiuu (Harp. cuHapoM Ha CTUBBHC-/[P)KOHCHH, TOKCHYHA
enuepMaliHa HEKPOJIH3a, epuTeMa MyInTH(OopMe, JIeKapcTBeHa PeaKIlys ¢ CO3HHOPIITUS U
cucreMun cummiromu [ DRESS]), Bikre Touka 2.

VBenomere Bamus jekap He3a0aBHO, aKO MOTYYHUTE:

- 0Jie1a Koka, yMopa, Wi CHHHHH, Thil KATO T MOJXKE J]a ca IPU3HAK Ha HAPYILCHUS Ha KPHBTa,
IMPUYMHCHHU OT HAPpYIICH 63J'I3HC Ha pa3jIMYHUTC BUAOBC KPBbBHU KJIICTKU, KOUTO CHCTABAT
KPBBTAa,

- yMopa, KopeMHa 00JIKa WK *KbJTeHHIA (KBJITO OIBETSBAHE HA OUYUTE MM KOXKAaTa), Thid KaTo
TE MOXE JIa ca IIPU3HAK HA CEPUO3HU CHCTOSHHS KaToO YePHOAPOOHA HEAOCTHUHOCT, KOSITO MOXKE
na Obae daranHa,

- BCSIKAKBHM CHMITOMHU Ha MH(EKIUS KaTO MOBUILIIEHA TEMIIEPATypPa, Bb3NAJEHO I'bPJIO WK
KAILIMIA, 3aI[0TO TOBA JIGKAPCTBO MOYKE J1a YBEJIMYU PHCKA OT TeKKA HHMEKIHUS, KOSTO MOXKE
na Obe KUBOTO3ACTpAIIaBaIa,

- KaIJIMIA WK 3aTPyIHEHO TUIIaHe, Thil KaTo TOBa MOJKE J]a O3HA4aBa MpoOyieMu ¢ Oemus
Ipob (MHTepcTUIHATHA OenopoOHa OoJecT Wil 6eIoApoOHa XUTIEPTOHHUSA),

- HEOOMYaifHO M3TPBIBaHe, cIad0CT WK 00JIKa B PhIETE WM CThIIANATA, ThI KaTO TOBA MOXKE Ja
€ MpU3HaK Ha MpoOyieMu ¢ HepBHTE (TIepudepHa HEBPOTIATHS).

YecTH HexxeJIaHU peakumnu (Moske Aa 3acerHart a0 1 Ha 10 xyuum)

- ci1abo HamasiBaHe Ha Opos Ha OenuTe KPbBHU KIIETKH (JICBKOTICHN),

- JIEKU aJIePTUYHH PEAKIIHH,

- 3ary0a Ha aneTuT, 3ary0a Ha TerJio (0OOMKHOBEHO HE3HAYUTEITHO),

- yMmopa (acTeHwus),

- riaBoOoJine, 3aMaliBaHe,

- HEOOWYaliHN KOXKHU YCEIIaHus KaTo N3TPBIIBaHE (TTapecTesws),

- JIEKO TOBHUIIIaBaHE Ha KPBBHOTO HAJISTAHE,

- KOJIHT,

- Juapus,

- rajicHe, MoBpbILAHE,

- BB3MAJICHUE Ha yCTaTa WIK S3BH B yCTara,

- KopeMHa OoJiKa,

- YBEJIMUYEHHE HA HAKOW PE3yNTaTH OT YEPHOIPOOHH TECTOBE,

- YBEJIHYEH KOCOMA/I,

- eK3eMa, cyxa Koxka, 0OpHUB, ChbpOex,

- TeHauHAUT (0OJNKa, MPUYHHEHA OT Bh3MaJleHHe Ha MeMOpaHaTa, 0OBHBaIla CyXOKMIHSATA
0OMKHOBEHO Ha KpakaTa WU PhIIETe),

- MIOBHIIIABAHE HA OTIPE/ICTICHH SH3UMH B KPBBTa (KpeaTuH (ochokxnHaza),

- Mpo0OJIEMHU C HEPBUTE HA PhIIETe WK KpakaTa (nepudepHa HeBpomaTus).

HeuecTn He:kenanu peakiuu (Moxe na 3acernart 10 1 va 100 xymm)

- HaMaJIABaHe Ha Opos Ha YepBEHHTE KPHBHU KJIIETKH (aHEMIsI) M HaMaJIsiBaHE Ha Opost Ha
TpoMOOLIUTUTE (TPOMOOIUTOTICHHS),

- HaMaJsiBaHe Ha HUBOTO Ha KaJUi B KPbBTA,

- TPEBOXKHOCT,

- BKYCOBHU HapyILICHHS,

- ypTuKapus (KOIpHUBHA TPECKa),
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- CKBCBaHC Ha CYXOXKUJINE,
- IMOBUIIIABAHC HAa HUBOTO HA JIMIIUAUTC B KPHBTA (XOHCCTCpOH n TpI/IFJ'II/II_IepI/I,Z[I/I),
- IIOHM>KaBaHC HAa HUBOTO Ha q)OC(i)aTI/I B KpBbBTA.

Penku Hexenanu peakuum (Moxke 1a 3acernat Ao 1 na 1 000 xymm)

- yBenn4ueHre Ha Opos Ha KPbBHUTE KJIETKH, HAPEUeHN €03MHO(MMIH (€03MHODUIINSA); JTIEKO
HaMaJsiBaHe Ha Opost Ha OeTnTe KPbBHU KJICTKH (JIEBKOIICHHS ); HAMAJIIBaHE HAa OpOs Ha BCUYIKH
KPBBHU KJIETKH (MAHLIUTOIICHU),

- 3HAYMTENTHO TOBUIIIABaHE HA KPHBHOTO HAJISTaHe,

- Bb3NasIcHHe Ha Oenust Apo0 (MHTepCcTUIMaIHO 3a00msBane Ha Oenust 1po0),

- YBEIUYCHHE HAa HAKOHM PE3YJITATH OT YEPHOAPOOHU TECTOBE, KOUTO MOTAT Jia JIOBEIAT JIO
CEPUO3HU ChCTOSHUSI KATO XEMATHUT U KbJITCHUIIA,

- TEXKH HHPEKITNH, HApEUEHU CETICUC, KOMTO MOTaT Aa Obaat (aramHu,

- MOBHUIIIaBaHE Ha OMpPEACTICHN CH3UMH B KPBBTA (JIAKTAT IEXUAPOTeHA3a).

MHoro peaxu He:keJdaHu peakuuu (Mo:xe na 3acernat A0 1 na 10 000 qymm)

- M3pa3eHO HaMaJIeHUE Ha HAKOHM Oely KPhBHU KIIETKHU (arpaHylIouTo3a),

- TEXKH U MOTEHIATIHO TEXKH aJepPrU4HU PEaKity,

- Bb3NAJICHUE Ha KPbBOHOCHU ChJOBE (BaCKYJIHUT, BKIIOUUTEIHO KOXKEH HEKPOTHU3UPAILLL
BacCKYyJINT),

- BB3MAJICHNE Ha MaHKpeaca (MaHKpeaTuT),

- TEKKO YEPHOJIPOOHO yBPEKIaHE KaTO YepHOApOOHA HEIOCTATHYHOCT WIIM HEKPO3a, KOUTO
Morar na op1at hatanHu,

- TEXKH, TOHIKOTa XUBOTO3acTpallaBally peakuuu (cuaapom Ha CTUBbHC-/PKOHCHH, TOKCHYHA
enuepMaliHa HeKpoJIn3a, epureMa My Itadopme).

Jpyru HexxenaHu peakuu KaTo O6b0peuHa HeloCcTaThYHOCT, HaMaJIEHHE Ha HUBOTO Ha MMUKOYHA
KHCEIIMHA B KPHBTa, 00 Jpo0Ha XUIIEPTOHUS, OE3ILI0IUE MTPHU MBXkKe (KOETO € 00paTuMo Clies KaTo
BEIHBXK CE CIpe JEYEHHETO C TOBA JIEKAPCTBO), KOXKEH JIYIyC (XapaKTepH3HUPAILl CE C
00puB/3auepBsiBaHE HA KOKHH YYaCTBIH, KOUTO Ca U3JI0KEHN Ha CBETIIMHA), TICOPHA3NC (HOBOOSBIII
ce niu Biomasai ce), DRESS u koxxHa s13Ba (KpbIvia, OTBOpEHa paHa Ha KOXKaTa, Ipe3 KOATO Morat
Jia ce BUJIAT MOJUIeXKANUTE THKaHH), CHIIIO MOTAT Jia Ce MOSIBIT C HEU3BECTHA YECTOTA.

Cho0maBaHe Ha HesKeJIAHH PeaKIuu

AKXO ToTyunTe HAKAKBU HEXKEJIAaHU JISKAPCTBEHH Peaklny, yBegoMeTe Barus texap mmn hapManesT.
ToBa BKJIFOUBa BCUYKHM BH3MOKHH HEOIIMCAHU B Ta3H JINCTOBKA HEXEJIaHH peakiuu. MoxkeTe ChIIo aa
CHOOLINTE HEXENAaHU PEAKLMK AUPEKTHO Ype3 HallMOHAIHATa CUCTEMa 3a ChOOLIaBaHe, T0OCOYEHA B
Ipunoxenue V. KaTto cpo01maBaTe HexeNaHU peakiUy, MOXKETe 1a 1aieTe CBOS IPUHOC 3a
HOJTyyaBaHe Ha NoBe4e MHPOPMAIKs OTHOCHO 0€30M1aCHOCTTa Ha TOBA JIEKAPCTBO.

5. Kak n1a coxpansiate Leflunomide Zentiva

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

He n3nomn3BaiiTe TOBa JEKapCTBO CIIeA CPOKA HA TOAHOCT, OTOEIsI3aH BHPXY KapTOHEHATA OTIAaKOBKA.
CpOKBT Ha TOAHOCT OTTOBAPSI HA ITOCJIETHUS JIEH OT IMTOCOYSHUS MECEIT.

I[a CC CbXpaHsBa B OpUT'MHAJIHATA OIIAKOBKA.
He PI3XBT:pJ'I$H7[TC JICKApCTBATA B KaHAJIM3aluATa WU B KOHTeﬁHepa 3a JOMAIlIHHM OTIIaaAbIIn.

[lonmraiite Bammsa apmaneBT Kak Jja H3XBHPISATE JIEKapCcTBaTa, KOUTO BeUue HE u3moisBare. Tesu
MEPKH 1€ CIIOMOTHAT 34 Olla3BaHe Ha OKOJIHATA Cpefa.
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6. Cun)pma}me Ha OnMaKoBKaTa U A0NI'bJHUTEC/IHA m{(bopMamm

Kakso cpabp:ka Leflunomide Zentiva

- AKTHBHOTO BelIecTBO ¢ JeduryHomu. Enxna dpunmupana tadbnetka chabppxa 100 mg

nedIIyHOMU.

- Hpyrure cberaBku ca: apeBudHO Humiecte, moBuaoH (E1201), kpocnioBuaon (E1202), Tank
(E553b), xomouneH 0e3BOJICH CHITHIIUEB AUOKCH, MarHe3ues creapat (E470b), u nakTosa
MOHOXHUIPAT B SAIPOTO Ha TabieTKaTa, KakTo u Tank (ES53b), xunmpomenosa (E464), Tutanos

murokenn (E171) u makporon 8000 BEB (pHIIMOBOTO TTOKPHUTHE.

Kak m3rie:kna Leflunomide Zentiva u kakBo chAbp:Ka 0NIAKOBKATA
Leflunomide Zentiva 100 mg ¢punmupanu Tabnetkn ca O0eiw 70 MOYTH Oer U KPBIJIH.

C otmevarano Ha exHara ctpada: ZBP.

TabmeTkuTe ca OakoBaHU B OJINCTEPH.
Hanuuna e onakoBka oT 3 TaOJIeTKH.

IIpuTeikaTen HA pa3pelIeHUETO 32 yHOTpeda

Zentiva k.s.

U kabelovny 130
102 37 Prague 10
Yemrka permry0Ommka

IIpousBoauren

Opella Healthcare International SAS

56, Route de Choisy
60200 Compiegne
DpaHuus

3a JOIIbIHATEIHA I/IH(bOpMaI_II/IH OTHOCHO TOBa JICKapCTBO, MOJIA CBBPIKETE CE€ C JIOKATTHUA
MNPEACTABUTCII HA IPUTECIKATECIIS HAa Pa3pCICHUCTO 34 yHOTpeGa:

Belgié/Belgique/Belgien
Zentiva, k.s.

Tél/Tel: +32 (78) 700 112
PV-Belgium@zentiva.com

Buarapus

Zentiva, k.s.

Ten: +35924417136
PV-Bulgaria@zentiva.com

Ceska republika

Zentiva, k.s.

Tel: +420 267 241 111
PV-Czech-Republic@zentiva.com

Danmark

Zentiva Denmark ApS

TIf: +45 787 68 400
PV-Denmark@zentiva.com
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Lietuva

Zentiva, k.s.

Tel: +370 52152025
PV-Lithuania@zentiva.com

Luxembourg/Luxemburg
Zentiva, k.s.

Tél/Tel: +352 208 82330
PV-Luxembourg@zentiva.com

Magyarorszag

Zentiva Pharma Kft.

Tel.: +36 1299 1058
PV-Hungary@zentiva.com

Malta

Zentiva, k.s.

Tel: +356 2034 1796
PV-Malta@zentiva.com



Deutschland

Zentiva Pharma GmbH
Tel: +49 (0) 800 53 53 010
PV-Germany@zentiva.com

Eesti

Zentiva, k.s.

Tel: +372 52 70308
PV-Estonia@zentiva.com

EALGoa

Zentiva, k.s.

TnA: +30 211 198 7510
PV-Greece@zentiva.com

Espaiia

Zentiva Spain S.L.U.
Tel: +34 671 365 828
PV-Spain@zentiva.com

France

Zentiva France

Tél: +33 (0) 800 089 219
PV-France@zentiva.com

Hrvatska

Zentiva d.o.o0.

Tel: +385 1 6641 830
PV-Croatia@zentiva.com

Ireland

Zentiva, k.s.

Tel: +353 818 882 243
PV-Ireland@zentiva.com

island

Zentiva Denmark ApS
Simi: +354 539 5025
PV-Iceland@zentiva.com

Italia

Zentiva [talia S.r.1.
Tel: +39 800081631
PV-Italy@zentiva.com

Kvbmpog

Zentiva, k.s.

TnA: +30 211 198 7510
PV-Cyprus@zentiva.com

Latvija

Zentiva, k.s.

Tel: +371 67893939
PV-Latvia@zentiva.com

Nederland

Zentiva, k.s.

Tel: +31 202 253 638
PV-Netherlands@zentiva.com

Norge

Zentiva Denmark ApS
TIf: +45 787 68 400
PV-Norway@zentiva.com

Osterreich

Zentiva, k.s.

Tel: +43 720 778 877
PV-Austria@zentiva.com

Polska

Zentiva Polska Sp. z 0.0.
Tel: +4822 37592 00
PV-Poland@zentiva.com

Portugal

Zentiva Portugal, Lda

Tel: +351210601360
PV-Portugal@zentiva.com

Romania

ZENTIVA S.A.

Tel: +4 021.304.7597
PV-Romania@zentiva.com

Slovenija

Zentiva, k.s.

Tel: +386 360 00 408
PV-Slovenia@zentiva.com

Slovenska republika
Zentiva, a.s.

Tel: +421 2 3918 3010
PV-Slovakia@zentiva.com

Suomi/Finland

Zentiva Denmark ApS
Puh/Tel: +358 942 598 648
PV-Finland@zentiva.com

Sverige

Zentiva Denmark ApS
Tel: +46 840 838 822
PV-Sweden@zentiva.com



JaTa Ha mocjenHO mpepa3riexaane Ha gucrtoBkata {MM /I'TTT?}

JApyru u3rouyHuu Ha nHpopmanus
[TogpoOHa nHpopManus 3a TOBa JIEKapCcTBO € IpeocTaBeHa Ha yeOcaiita Ha EBponeiickara areHIus
IO JIeKapcTBaTa https://www.ema.europa.eu/.
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