HPUJIOKEHUE I

KPATKA XAPAKTEPUCTUKA HA ITPOAYKTA



1. HUME HA JIEKAPCTBEHMA TPOAYKT

Leflunomide Zentiva 10 mg ¢unmupanu tTadbnetku

2. KAYECTBEH U KOJIMYECTBEH CbCTAB
Bcesika Tabnerka cpappika 10 mg neduryHomug (leflunomide).

IToMOUIHY BelllecTBa C U3BECTHO AEHCTBUE
Bcesika Tabnerka chabpika 78 mg 1aKkTo3a MOHOXHIIPAT.

3a IBIHUA CIIUCHK HA ITOMOIIHUTE BEIECTBA BIHKTE ToUKa O.1.

3. JIEKAPCTBEHA ®OPMA
Ounmvupana TabneTka

bsina mo mourtu 6sina, kpwria ¢unMupana tabneTka, ¢ ornedaraHo ZBN ot egHarta ctpaHa.

4. K/IMHHUYHHU JAHHHU
4.1 TepaneBTHYHHU MOKA3AHUSA

JlepmyHomuz e moka3aH 3a JIedeHHE Ha Bb3PACTHU MALlUCHTH C:

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

CKOpOIITHO WM €THOBPEMEHHO JIEUEHUE C XeNMaTOTOKCUYHU MK XeMaTtoTokcndyan BMAJIC (narp.
METOTPEKCAaT) MOXKE /1a I0BEJIe 10 YBEIMUYCH PUCK OT CEPHO3HHU HEXETaH! PeaKiy; CIIe0BaTEIHO,
Ipeay 3arl0YBaHe Ha JEYEHUETO C Je(aIyHoMua, TpsiOBa BHUMATEIIHO Aa Ce MPELEHN ChbOTHOILIEHUETO
10J13a/PUCK.

Hemmo noseue, cmsiHata ot nedayHomua Ha qpyro BMAJIC Oe3 cna3Bane Ha ouncTBaIaTa rnpoueaypa
(BX. TouKka 4.4), MOXe J1a YBEIMYU PUCKA OT CEPUO3HHU HEXKEIaH! PEeaKLUU JOPU JBJITO BPEME Clle]
CMsHAaTAa.

4.2 Jlo3upoBKa M HAYUH HA MPHJIOKEHHE

JleuenneTo TpsAOBa Aa ce 3aM0YHE U CIEeIU OT CHEIHAINCTH C OIHT B JICYEHHUETO HA PEBMATOUICH
apTPUT U NICOPHATHYEH apPTPHUT.

EnHoBpemeHHO TpsiOBa Ja ce onpenessaT ajanuH amuHoTpancepaszara (AJIAT) uiu cepymHaTa
rrytamat-upyBat Tpancdepasa (CI'TIT) u mbiiHa KphBHA KapTHUHA, BKIFOUUTEIHO TU(EPESHIINATHO
OpoeHe Ha OennTe KPHBHU KIETKU M OpOsi Ha TPOMOOITUTHTE, a IOCJIE Ia CE M3CIIEABAT ChC ChIAaTa
YeCcToTa:

° eIy 3a10YBaHe Ha JIeDIyHOMUI,
° BEJIHBK Ha JIBE CEIMULIU Ipe3 IbpBUTE 6 Mecella OT JICUEHUETO U
° BEJIHBK Ha BCCKU 8 CEIMUIIU CJIe]T TOBa (BXK. Touka 4.4).
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o [Ipu peBMaTOMICH apTPUT: TepanuATa c JedIyHOMU] OOMKHOBEHO 3a09YBa ¢ HaTOBapBala
no3a ot 100 mg enuH mbT HEBHO B MPObIDKeHKE Ha 3 nHU. [IpomyckaHeTo Ha HaTOBapBaIara
J103a MOXKE J]a HaMaJIi PUCKa OT He)KEJIaH! ChbOUTHSI (BXK. Touka 5.1).
[Ipenoppuntennara nmoaapprxkama mo3a € 10 mg go 20 mg nedryHOMU €UH BT JTHEBHO, B
3aBUCUMOCT OT TEKeCTTa (aKTUBHOCTTA) Ha 3a00IsIBAHETO.

o [Tpu ncopuaTuyeH apTpuT: TepanusTa ¢ JedIyHOMua 3ano4Ba ¢ HaToBapBamia 103a ot 100 mg
€IMH BT JTHEBHO B MPOABJDKCHUE HA 3 THU.

[IpenopruntenHara norspikaiia go3a ¢ 20 mg nedIyHOMU] €IMH BT JHEBHO (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 PH MAUEHTH C JeKa ObOpedHa HeT0CTaThYHOCT.

He ce u3nckBa mpoMsHa Ha g03aTa MpU NAIUEHTH HAll 65-TOIUIITHA Bb3PACT.

Ileouampuuna nonynayus

Leflunomide Zentiva He ce nmpenopbyBa 3a yrnorpeda npy NalMeHTH Ha Bb3pacT 1moa 18 roauHu, Thid
KaTo epuKacHOCTTa 1 6€30MacHOCTTA IpH IoBeHUIIeH peBMaTouaeH apTput (FOPA) He ca yctaHOBeHH

(Bx. Toukm 5.1 1 5.2).

Hauwnn »Ha npuioxkeHue

Tabnetkute Leflunomide Zentiva ca 3a nepopaiHo npuiiokeHue. TadneTkuTe TpsSOBa a ¢e MOTIbIIAT
eI ¢ JOCTaThYHO KOMUUeCcTBO TeuHOCT. CTerneHTa Ha abcopOuus Ha JieIyHOMH/] HE CE TOBIIHSIBA,
aKo ce MmpHeMa ¢ XpaHa.

4.3 IIporuBomoka3zaHus
o CBpBX4yBCTBUTEITHOCT (0COOEHO MpeIIecTBall CHHAPOM Ha Stevens-Johnson, TokcuaHa

enyjepMaliHa HeKpoJinu3a, epuremMa MynTudhopMe) KbM aKTUBHOTO BEIIECTBO, KbM TJIaBHUS
aKTUBEH METAa0O0JUT TePU(DIYHOMUJI WM KbM HSIKOE OT IIOMOIIHHUTE BEIIECTBA, M30POCHHU B

TouKa 6.1.
. [TaumeHTH ¢ yBpeaeHa 4epHOIPOOHA (PYHKIIHSL.
. [MaumenTH ¢ TeXKH UMyHOJAePUINTHU cheTosiHMSL, Harp. CITHH.
. [TateHTH ChC 3HAUNTENTHO YBpeAeHa (YHKLUS Ha KOCTHUSA MO3BK MIIN TE€XKa aHEMHS,

JICBKOIICHUSA, HCYTPOIICHUS NI TpOM6OI_II/ITOHeHI/I$I, rnopaav nNpuivHu, pa3jniHu OT
PEBMATOUJACH UK IICOPUATUYCH aPTPUT.

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

L HaLII/IeHTI/I C YMEpCHa 10 TCKKa 61,6peqHa HEOOCTAaTBbYHOCT, 3al10TO JIMIICBA JOCTATHYHO
KIIMHUYCH OIIUT IIPU Ta3u rpyma rnamueHTH.

o [TanmeHTH € TEXKa XUIIONPOTEUHEMUS, HATIP. TIPH HE(POTHIEH CHHIPOM.
o Bpemennn ’KeHH WK KEHH C IETEPOACH MOTEHIIHAN, KOUTO HE U3ITOJI3BAT MOIXOIIA

KOHTpaLEeNIHs 0 BpeMe Ha JICYEHHETO C JIeQIyHOMH] U CJIe/l TOBA, IOKATO [UIa3MEHUTE HUBA
Ha akTuBHUS MeTaboiut ca Hax 0,02 mg/l (Bx. Touka 4.6). [Ipeau 3anouBane Ha JEYEHHUETO C



nedryHOMHU TPsIOBA 1A ce M3KITIOYN OPEMEHHOCT.
o Kepmemnn sxenu (Bx. Touka 4.6).
4.4 CpoeuuajHu npeaynpe:RIeHUs! U NPeINa3Hu MePKH NPH ynoTpeda

EnHOBpEMEHHOTO MPUIIOKEHHE Ha XEMATOTOKCUYHHU WK XxeMaTtoTokcndnu BMAJIC (mamp.
METOTpEKCAT) He ce MPernopbhYBa.

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

4 cenmui. Morat a Bb3HUKHAT CEPHO3HU HEKENaHU PEeaKIMU (HaIp. XemaTOTOKCUYHOCT,
XEeMaTOTOKCHUYHOCT, WJIU aJe€PTU4HHU PEaKlyH, BXK. 0-I0Y), JOPHU aKO JICYEHHETO C JIeGIyHOMHL €
6uso cnpsiHo. CrienoBaTenHo, KOraTo Bb3HUKHE I10100Ha TOKCUYHOCT WIIM aKo IOPaJy HAKAKBa Apyra
npuanHa A771726 TpsibBa na ce oTcTpaHu OBP30 OT OpraHu3Ma, TpsiOBa J1a Ce cra3Ba OYHNCTBAIIATA
npouenypa. [Ipoueaypata Moxe 1a ce MOBTOPH, aKO € KIMHUYHO HEOOXOAUMO.

3a oyucTBaIIaTa NpoIeaypa u Apyrd NpenophINTeIHA MEPKHU B CITy4ail Ha JKeJaHa Wid
HEeNpeBUACHAa OPEMEHHOCT, BIXKTE ToUKa 4.6.

YepHOoaApOOHU pPEaKIInU

Penxu ciayvan Ha TEKKO YepHOAPOOHO yBpeXkAaHe, BKIIOUUTEIHO clydau ¢ (pataneH n3xoz ca Ounu
cbOOIIaBaHU 110 BpeMe Ha JeueHueTo ¢ gedaynomua. IloBedero or ciyyanrte ca Bb3HUKHAIM MIPE3
I'BPBUTE 6 Mecella Ha JIedeHHeTo. YecTo e HauIle ChITbTCTBAIIA TEPAIus C IPYTH XeNaTOTOKCUYHU
JIEKapCTBEHHU NMPOAYKTH. BaxXHO € #a ce cneaBat TOYHO MPENOPBKUTE 3a IIPOCIIEASBAHE.

Tpsi6Ba na ce onpenenu AJIAT (CI'TIT) npenu 3anouBane Ha jedIyHOMUI, a MOCIIE Aa Ce U3CiIeBa
ChC ChIIIaTa YECTOTA KATO MbJIHATA KPhbBHA KapTHHA (HA BCEKU JIBE CEIMUIIN) MPE3 ITbPBUTE HIECT
Mecena OT JICUCHHUETO, a CJIC/ TOBA BEIHBK HAa BCCKH § CEAMUIH.

ITpu yBennuenne Ha AJIAT (CI'TIT) ot 2 g0 3 mbTH HajA ropHaTa rpaHHUIla HA HOPMAaTa, MOXeE J1a 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 nbTu Hag HOpMaTa ¥ IEPCUCTUPA, UITH
YBEIMYEHHUETO € TIOBeYe OT 3 IIbTH HaJl HOpMaTa, IPUEeMaHeTo Ha JieIyHOMH/] TpsiOBa ce
NpeyCcTaHOBH U Ja ce IPEeMUHE KbM OuMcTBallara npoueaypa. [Ipenoppusa ce npogbirkaBaHe Ha
MOHHUTOPHUPAHETO Ha YEPHOAPOOHUTE EH3UMH CJIE [IPEyCTaHOBSBAHE HA JICUCHUETO C JIEPIYHOMHUA 10
HOpMaJU3UpaHe Ha EH3UMHHUTE HUBA.

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

Tbit kKaTo akTUBHHUAT MeTaOoMUT Ha nedmyromun, A771726, ce cBbp3Ba B rojsiMa CTEIeH ¢
NPOTEMHUTE U C€ eTMMUHHIPA Ype3 YEPHOAPOOEeH MeTab0IN3bM U JKITbYHA CEKpelrs, MJIa3MEHUTE
HuBa Ha A771726 ce oyakBa ja ObJIaT MOBHUIIICHH MIPH ManuieHTH ¢ Xxunonporenaemus. Leflunomide
Zentiva e IPOTUBOINOKA3aH MPH MALMEHTH C TeXKa XUIIONPOTEMHEMUSI WM yBpelleHa (yHKIUS Ha
yepHUs Apo0 (BXK. Touka 4.3).

XeMaToJIOTHYHHU pEAKIINU

Ennospemenno ¢ AJIAT, TpaOBa fa ce HallpaBy ITbJIHA KPbBHA KAPTHHA, BKIFOUUTEITHO
IudepeHnnaiHo OpoeHe Ha OenTe KPbBHU KJIETKH U TPOMOOLMTHTE, IPEAX 3all04YBaHE Ha JICUEHUETO
¢ neIIyHOMH/, KAKTO U BEIHBK Ha JIBE CEIIMUIIM TIPE3 IIbPBHUTE 6 Mecella OT JICYEHUETO U BEIHBK Ha
BCEKH 8 CEMUIIM CIIE]] TOBA.

HpI/I ManyeHTH C IpeamecTBalla aHEMH, JICBKOIICHU A A/MIIH TpOM6OIII/ITOHeHI/I$[, a TakKa CbIIO U IIPpU
IManreHTHU C YBpEACHA q)YHKIH/ISI Ha KOCTHHUA MO3BK WJIU IIPU TaKKWBA C PUCK OT INOTUCKAHE HA KOCTHUA



MO3BK, PUCKBT OT XEMATOJIIOTHYHH HAPYIICHHS € YBEIMYeH. AKO Bhb3HUKHAT TaKKBa e(heKTH, TPSOBA
Jla ce B3eMe MPEeABH OUMCTBaHE (BK. MTO-I0JTY) 3a HaMaJsIBaHEe Ha TUIAa3MeHUTE HUBa Ha A771726.

B cirydaii Ha TeXKH XeMaTOJIOTHYHH PeakLuy, BKIIOUNTeIHO manuuronenus, Leflunomide Zentiva n
BCSIKA €THOBPEMEHHA MHUEJIOCYIIPECUBHA Tepalus TPAOBa Ja ce CIIpe U Ja ce 3all04He O4NCTBAalla

Mporeaypa ot JeQIyHOMHUI.

KomOunnanms ¢ apyru jeueHust

Ynorpebara Ha AeIITyHOMUI C aHTUMAJIAPUIHY MIPENapaTH, U3MOJI3BaHN IPU PEBMATHYHH
3a00JIsIBaHus (HAIP. XJIOPOKBUH M XUIPOKUCXJIOPOKBHH ), HHTPAMYCKYJTHO WJIH MIEPOPATTHO 371aTO,
D-nennnunamuH, a3aTHONIPHH U APYTH UIMYHOCYIPECUBHU CPEACTBA, BKIIOYUTEITHO HHXUOUTOPH Ha
TyMOp-HEKpoTu3upail pakrop-anda, 10 MOMEHTA HE € JOCTAThYHO MU3CJIC/IBaHA B PaHAOMU3UPAHH
U3MUTBAHUS (C U3KIIOYCHUE HA METOTPEKCAT, BXK. ToUKa 4.5). PUCKBT, CBBpP3aH C KOMOMHHPAHOTO
JiedeHne, 0COOEHO TIPY IPOABIDKUTEITHO JIEUeHHE, HE € U3BECTeH. 1hi KaTo TaKoBa JIeYEHHE MOXKE Ja
JTOBeJIe 10 HaTPyIIBaIla Ce MM JIOPH 0 CHHEPTHYHAa TOKCUIHOCT (Harp. XenaTo-miu
XEMaTOTOKCUYHOCT), kKoMOuHarusta ¢ apyro BMAJIC (Hamp. METOTpeKcar) He € IpernophbUruTeITHA.

EnHoBpeMEHHOTO MpUIIOKEHHE Ha TEPUGIYHOMHU]T € 1eIyHOMU HE Ce MPETnopbyBa, Thil KATO
nedIyHOMU] € U3XOITHOTO ChbeMHEHNE Ha TePUITYHOMH/.

IIpeMuHaBane KM IPYIO JICUCHUE

Toit kaTo nedTyHOMH]] C€ 3abpKa IBITO B OPraHu3Ma, IpeMUHaBaHeTo KpM Jpyro BMAJIC (mamp.
METOTpeKcaT) 0e3 U3BBPIIIBAHE HA OYMCTBAIATA MPOIeaypa (BXK. MO-J0Iy) MOXKE Jia 3aCHIIN
BB3MOXHOCTTA OT JOIIBJIHUTEIHN PUCKOBE IOPH IBJT0 BpeMe ClIe CMsIHaTa (KHHETUYHO
B3aUMOJIEHCTBUE, OPraHHA TOKCUYHOCT).

Io chIMs HAYKMH, CKOPOIITHO JICUESHHUE C XCMTATOTOKCUYHHU HJIM XEMaTOTOKCHUYHH JIEKAPCTBEHU
MPOAYKTH (HAIIp. METOTPEKCAT) MOKE /1a OBEJIE /IO YBEIIMYCHH HEKEeTIaH! PEaKIie; CIeI0BaTEeIHO,
MIpeIv 3aII0YBaHE Ha JICUSHUETO C Je(IIyHOMUI, TpSIOBAa BHUMATETHO Ja Ce€ MPEIEeHH ChOTHOIEHUETO
T0JI133/PHUCK U C€ TPENophyuBa CTPUKTHO MPOCIICIsABaHe B HaYaJIHATa (pa3a ciea cMsHara.

KoxHu peaknuu

B cityuaii Ha yniepo3eH CTOMaTuT, MPUIOKEHUETO Ha JeIIyHOMHU TPsiOBa Jla ce MPEeyCTaHOBH.

MHoro penky ciiydan Ha CHHIIPOM Ha Stevens-Johnson WM TOKCHYHA eNHJiepMaliHa HEKPOJIN3a 1
JISKapCTBEHA peakius ¢ eo3uHoduins u cuctemuu cumntomu (DRESS) ca cro0maBanu npu
MaIMeHTH, JIeKyBaHu ¢ jedayHoMua. Korato ce HaOMOAaBaT KOXKHH W/WITH MyKO3HU MPOMEHH, KOUTO
MOPaKAAT MO03PEHUE 33 TaKKBa TeKKHU peakiun, Leflunomide Zentiva u Besika Apyra Bh3MOXKHO
CBBbp3aHa Tepamnsi TpAOBa Jja ce MPEYCTaHOBHU U Jia Ce 3arovHe He3a0aBHO OUMCTBAIIATa Mpoleaypa oT
nedayHomus. B TakuBa ciiyyau € He0OXOAMMO MBJIHO OYHCTBaHe. B TakuBa ciydan MOBTOPHOTO
nprueMane Ha JieIyHOMUT € MPOTHUBONOKa3aHo (BXK. Touka 4.3).

Vma choOIieHns 3a MyCcTyJI03€H MICOPUA3KC 1 BIIOIIABAHE HA TICOPUA3KC ClIe]] yoTpeda Ha
nedaynomua. Moxe 1a ce 0OMHUCITH MPEyCTAHOBSBAHE HA JICYEHUETO, KATO CE B3EMAT MPEBH/T
3a00JIIBAHETO Ha MAI[MEeHTa U aHaAMHe3aTa.

[Ipu manmeHTH MO BpeMe Ha Teparus ¢ JeIIyHOMHU] MOTaT Ja Ce TOSBIT KOXKHU 53BH. AKO HMa
ChMHEHHE 32 KOJKHA 513Ba, CBhP3aHa C JISIYHOMU]T WK aKO KOKHHUTE SI3BU TIEPCUCTHPAT BHIIPEKU
MOJIXOJIAIIIAaTa TEPaIHsi, TPsOBa J1a ce 0OMUCIH ITPeKpaTsBaHe Ha JICYEHUETO ¢ JICITyHOMH/] 1
MIPOIIeAypa 3a MBIIHO OYKCTBaHe. PenieHrero 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 JeIyHOMU IPH MAMEHTH MOKE a ce HaOIr0/1aBa TPYAHO 3a3/]paBsiBaHe
Ha paHu cliej onepanus. B3 ocHOBa Ha MHIMBHU/IyaJIHA OLIEHKA MOXKE J1a C€ OOMHUCIIH MTPEKhCBaHE Ha



JICYEHUETO C JIeTyHOMH] B IEPUXUPYPTUIHAS TIEPUOJ U TIpMIIaraHe Ha OYMCTBAIA MPOLEaypa,
KaKTO € OMMCAHO MMo-101y. B cioyyail Ha mpekbCcBaHe PENIeHNeTo 32 Bhb30OHOBSBAHE HA JIEUEHUETO C
nedryHOMU] TPSIOBA J1a Ce OCHOBaBa Ha KIIMHUYHATA MPEIICHKA 32 aJICKBATHO 3a3/[paBsiBaHE 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 qa ObJaT Mo-TeXKH 10 eCTECTBO U CIEI0BATEIHO A2 U3UCKBAT PAHHO
Y CHEepruyHO JieueHue. B cinyyaii, ue Bb3HUKHE TeXKKa HEKOHTPOJIMpyeMa HH(EKLIUS, MOXKe J1a €
HEO0XOIUMO J1a c€ IIPEKbCHE JICUEHHETO C JIeQIIyHOMU 1 1a CE 3all0YHE OYMCTBAILA IIPOoLEeaypa,
KaKTO € OIMCAHO M0-/10J1y.

Cpo0maBanu ca peJKy Cilydau Ha porpecuBHa Myitudokaraa geskoernnedatonatus (PML) mpu
MAIMEHTH, TIPUEMAIIIH JIEQITYHOMHU] 32¢THO C JPYTH HMYHOCYTIPECOPH.

[Ipenu 3amo4BaHe Ha JEYEHHETO, BCHYKH MAIIMEHTH TPAOBa Ja ce M3CIIeBaT 3a aKTHBHA U HEaKTHBHA

,»JJaTeHTHA"’) TyOepKyI03a, ChIIaCHO JIOKAIHUTE MPENopbKU. ToBa MOXKe /1a BKIIFOUBA METUIIMHCKA
aHaMHe3a, Bb3MOXKEH MPEIIeCcTBaIl KOHTAKT C TYOCPKYJI03a W/HITH MTOIXOAS1] CKPHHUHT, KaTo
Hanpumep peHTreHorpadus Ha Oenute qpoOoBe, TYOEPKYIMHOB TECT W/HIN HHTEPPEpPOH-TaMa TeCT,
KaKTO € IpriIokuMo. Ha mpeamucBamuTe Jiekapy TpsOBa /1a ce HallOMHS 32 PHCKa OT (haJIIiBo
OTPHLIATEITHH PE3YNITAaTH OT TYOSPKYJIMHOBHS KOKEH TECT, 0OCOOCHO MPH MAIUEHTH, KOUTO Ca TEKKO
0oJIHM W HUMyHOKOMIpoMeTupaHu. [lanueHTuTe ¢ aHamHe3a 3a TyOepKyno3a TpsOBa z1a ce
HpoCIIeAsBaT BHUMATEIHO NOPaaH Bb3MOXKHOCTTA 32 PEaKTHBHpaHe Ha MH(EKIHsTa.

PecnmpaTopHu peakiuu

CrobmraBa ce 3a HHTepCTUIHATHA OeoapoOHa 00JIeCT, KaKTO M PeAKH ciaydan Ha O6emoapoOHa
XHIIEPTOHUS B OETOAPOOHH HOIYJIH M0 BpeMe Ha JieueHue ¢ JeduryHoMu (Bx. Touka 4.8). PUCKBT OT
HACTBIIBAHETO HA MHTEPCTHUIIMAIHA 0€J10/IpoOHa 00JIecT U 0e10poOHa XUIIEPTOHMSI MOXKE Ja ObJie
HOBUIICH TIPH MAIMEHTH C aHaMHe3a 3a MHTepCTHIMaIHa OesoqpooHa Oonect. MHTEpcTHIIMAHATA
OeopoOHa OoJiecT € MOTEHIMAIHO (aTaTHO HapyIIeHHe, KOETO MOKE Ja Bb3HUKHE OCTPO 110 BpeMe
Ha TepanusTa. benoapoOHUTe CUMIITOMH, KaTo KallUIKIIA U 33/1yX, MOTaT Jia ObJaT MpuYnHa 3a
NpEYCTaHOBSBaHE Ha JICYCHUETO U MOIXO/ISIIO ITOCIIE/IBAIIO U3CIIE/IBAHE.

[lepudepna HEBponaTus

ITpu nanumenTy, noayyasany JedIyHOMUA ca ChOOIIEHU Cllyyan Ha reprudepHa HeBponaTusl.
[ToBeueTo manMeHTH ca ce Moo0PHIIU Clie/ IpeKkpaTaBaHe Ha edayrHomua. Habmonasa ce obaue
HIMPOKa BApUaOWIIHOCT 110 OTHOILICHHE Ha KPAWHHUS U3XO/, T.€. IPH HAKOW MalMeHTH HeBPOIIaTHSATA €
OT3BYy4aJa, a HAKOM NAllMEHTH ca MMAaJM NepCUcTUpany cumnroMu. Be3pact Hag 60 roaunuy,
CBITBTCTBAIIY HEBPOTOKCUYHU JIEKAPCTBa 1 AXabeT MoraT Jia MOBHIIAT PUCKa OT nepudepHa
HeBpomaTHus. AKo NmanueHT, koiro npuema Leflunomide Zentiva pa3sue nepudepHa HeBpomaTHs,
TpsiOBa J1a ce o0chaM npekpatsiBane Ha nedenneto ¢ Leflunomide Zentiva u npoBexaane Ha
npoleaypa 3a eTUMUHUPAHE Ha JICKAPCTBEHUS IPOAYKT (BXK. Touka 4.4).

Konut
HpI/I HaHI/IeHTI/ITe, J'ICKYBaHI/I C JIC(i)IIYHOMI/IZI, (& C’[)06H_IeHO 3a KO.]'II/IT, BKJIIOUYUTCIIHO MI/IKpOCKOHI/IT-IeH

koynT. [lanmenTrTe Ha JIeveHue ¢ IeQIIyHOMH]T, TPU KOUTO BH3HUKBA HEOOSICHUMA XPOHUYHA THapUs,
TpsiOBa J1a ObAT MOJUIOKEHH Ha MOIXOAALIN JUArHOCTUYHH MPOLEAYPH.



KpbBHO Hansrane

Kp’I)BHOTO HaJIsAraHne Tpi[6Ba Ja C€ U3MCPU Ipeau HA4YaJIOTO Ha JICUCHUECTO C J'Ie(bJ'IYHOMI/II[ u
MEpUOANYIHO CJIEA TOBA.

Bo3npon3Boactso (IpenopbKu KbM MEBKETE)

MmBbxeTe HarueHTH TPSAOoBa 1a ObAaT HAICHO 32 BE3MOXKHA MEANHPAHa OT MBXa (eTaTHa TOKCHIHOCT.
TpsOBa ma 6b/1e OCUTYpEHA CHINO MOIXOAIIA KOHTPAIIECTIIINS IO BpeMe Ha JICUSHHETO C JIe(pITyHOMHUI.

Hsima Tounu naHHu 3a pricka OT MeJUHUpaHaTa OT Mbxka (eTanHa TOKCHYHOCT. [IpoyuBanus npu
JKUBOTHH 32 OLICHKA Ha TO3M crenu(u4eH puck obade, He ca MPOBEXJAHU. 3a HaMaJIsIBaHEe Ha BCEKU
BB3MOXEH PHUCK, MBXKETE JKellaely 1a ObaaT Oainy, TpsOBa Aa B3eMaT MPEABH]l IPEYCTaHOBSIBaHE Ha
ynoTpebata Ha JeQIyHOMU U 1a IpUeMaT KojecTupamuH 8 g 3 mbTu nHeBHO 3a 11 auum umm 50 g
aKTHBEH BBIJICH Ha Tpax 4 IbTH JHEBHO 3a 11 mHU.

W B nBara cirydas ria3MeHaTa KOHIIGHTpalus Ha A771726 Toraa TpsiOBa J1a c€ U3MEPH 32 MPHB IIBT.
Crnen ToBa ma3meHara KoHIeHTpanus Ha A771726 TpsOBa 1a ce onpenear OTHOBO Clie HHTepBal OT
none 14 nau. Ao nBeTe mia3MeHn KoHIeHTpanwu ca nof 0,02 mg/l u cien mepuo, Ha N34aKBaHe
Haif-Masko oT 3 Mecena, pUCKbT OT (peTaiHa TOKCHYHOCT € MHOTO HUCHK.

OuncTBana mponeaypa

Konectupamun B 103a 8 g ce npuiara 3 mbTH AHEBHO. ANTepHATHBHO, 50 g aKTUBEH BBIVIEH Ha Mpax
MOXe J]a c€ MPHIOKH 4 MbTU AHEBHO. [IpoabIKUTENHOCTTA HA ISTTIOCTHOTO OYMCTBAaHE OOMKHOBEHO €
11 nuu. [IpoabkUTENHOCTTa MOXKE Jja €€ MPOMEHHU B 3aBUCUMOCT OT KIIMHUYHHUTE UJIH J1a00paTOpHU
IIOKA3aTeINH.

JlakTo3a

Leflunomide Zentiva cpappxa snakTo3a. [lanenTu ¢ penku HacIeACTBEHN IPOOIeMH Ha
HEMOHOCHUMOCT KbM TallakTo3a, MMBJICH JIAKTa3eH Ae(HUIUT UK MITF0KO30-TaIlakTO3HA MaiabcopOoIus He
TpsiOBa Jia MpreMaT TOBA JIEKAPCTBO.

BiusHue BEPXY ONpe/ieNiTHeTO Ha HUBaTa Ha HOHM3MPAH KaJIWi

BB3M0kHO € n3MepBaHeTO Ha HUBAaTa HA HOHU3MPAH KM J1a MOKaXe (alInBo NOHIKEHN
CTOWHOCTH TIPH JIeUeHUE C JIe(ITYHOMUT W/ WK Tepru(IyHOMH/] (AKTUBHUAT METa0OIUT Ha
neIIyHOMHUT) B 3aBUCHMOCT OT BHA Ha M3IIOJI3BAHMS aHAJTM3aTOP HA HOHU3UPAH KM (Hamp.
KPBBHO-Ta30B aHaiu3arop). [lopaau ToBa Mpu ManueHTHTe, JeKYBaHH C JIITyHOMH/ HITH
TepuIIyHOMUII, € HEOOXOMMO J]a ce POBEPH JOCTOBEPHOCTTA HA U3MEPEHHUTE TIOHMKEHN HUBA Ha
HOHM3MpaH Kanui. B ciyyait Ha CbMHUTEIHM PE3YJITaTH Ce MPENopbhYBa Jia Ce ONpeesin 00IaTa
KOHIICHTpAIHs Ha aJI0yMUH-KOPHTHPAH KaJIUi B cepyMa.

4.5 BzaumopeiicTBHE ¢ IPYrd JeKapCTBEHH MPOAYKTH U APYTU (pOpMH HA B3auMoaelicTBHE
IIpoyuBanus 3a B3aMMOAEHCTBUATA Ca IPOBEXKIAHN CaMO ITPH Bb3PACTHH.

YBennuaBaHe Oposi Ha HeXXEJIAHUTE PeaKIMU MOKe JIa ce HaOJItojaBa NPy CKOPOIIHA HITH
€HOBPEMEHHA yIOTpeda Ha XEMAaTOTOKCHYHH HIIM XEMATOTOKCUYHU JIEKAPCTBEHN MIPOAYKTU WIIH
KOTaTo JISYSHUETO C JIe(hTyHOMHU]T CE MOCIIe/IBa OT MPHUEMAaHETO HA TAKMBA JIEKAPCTBEHU MPOIYKTHU 03
MePHOJT Ha OTMHBAHE (BXK. CHINO YITHTBAHETO OTHOCHO KOMOWHAITUS C IPYTH JeUeHUs, Touka 4.4).
CrnieioBaTEIHO ce MPeropbhuBa BHUMATEIHO MPOCIE/IBAaHE Ha YEPHOPOOHHUTE SHIUMHU U
XEMAaTOJIOTMYHUTE MTOKa3aTelld B HaUalHaTa (a3a Mpy CMsIHA Ha TeParusTa.



MeroTpekcat

IIpu manko (n=30) mpoydBaHe ¢ eqHOBpEMEHHO Npriiokenne Ha neduryHomun (10 mo 20 mg qHEBHO)
¢ merotpekcar (10 no 25 mg cenmMu4HO), € HaOIF01aBaHO 2- 0 3-KpaTHO yBEIUYCHUE HA
YepHOAPOOHUTE eH3UMH IpH 5 0T 30 marreHTH. BCUUKH yBETUYCHHUS ca OT3BYUaH, 2 ¢
NPOJBIKABAHE Ha JIBaTa JICKAPCTBCHHU MPOJYKTA U 3 CJIe/ PeyCTaHOBSABAaHE Ha JIEQIyHOMHUI.
YBenuueHue, no-rolisiMo OT 3-bTH € HaOMI0JaBaHo MpU APYTH 5 marmeHTa. Bcuuku Te chio ca
OT3BYYaJH, 2 C MPOABDKABAHE HA JBATa JICKAPCTBCHU MPOIYKTA U 3 ClIe/] MPEeyCTaHOBSABAHE Ha
nedIIyHOMU.

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

Bakcunanuu

Hsma xnuHrYHN TaHAY 32 eprkacHOCTTa M O€301IaCHOCTTa Ha BAKCHHALIMKTE IO BpEME Ha JICYECHHE C
nedyHOMUA. BakcHHUpaHETO ¢ KMBH aTeHIOWPAaHH BaKCHHH 00ade, He ce MpenopbyuBa. Ibiarusar
MOJTYKHBOT Ha JIeQIIyHOMH]I TPIOBa Jla ce MMa TpeABH/, KOTraTo ce TUIaHyBa NPHJIOKEHNE Ha )KHUBa
aTeHroupaHa BakcuHa cien cnupane Ha Leflunomide Zentiva.

Bapdapus u apyru KyMapuHOBH aHTHKOATryJIaHTH

Wma cpobienns 3a ciaydan Ha yBeIHUeHO TPOTPOMOMHOBO BpeMe, Korarto j1eIyHOMHUI U BappaprH
ce mpueMaT eIHOBPEMEHHO. B KIIMHIYHO (apMaKoJOruYHO NMPOyYBaHe € HaOII0AaBaHO
(hapMakoJMHAMAYHO B3auMoielicTBUe ¢ Bapdapud u A771726 (Bx. mo-gomny). [lopaau ToBa, mpu
€HOBPEMEHHO IIPUIOXKEHHE Ha BappaprH WIK ApYT KyMapHHOB aHTHKOATyJIaHT, Ce IPENOpbUBa
BHHUMATEITHO MPOCieIsIBaHe Ha MEXIYHAPOIHOTO HOpManu3upano crotHomeHue (INR) u
HaOIroIeHHe.

HCIIBC/KopTukocTepouin

AKO ManyeHThT Beue NprueMa HecTeporJHy npotuBoBb3nanutentu cpeacrsa (HCIIBC) uw/unu
KOPTHUKOCTEPOUIH, T€ MOXKE Ja C€ MPOABIDKAT CJIE/ 3alI0YBAHE HA JICUYCHUETO C JIe()IyHOMHUI.

EdexTt Ha ipyru IeKapCTBEHN IPOAYKTH BEPXY J€QIVHOMUIL:

XOﬂecmupaMZ/lH U1u aKmueeH 6vljleH

[IpenopwyBa ce NalMEHTUTE, TPUEMAIIH JSPIYHOMU, 2 HE CE JICKYBAT C KOJIECTUPAMHUH HJIH
aKTHUBEH BBIJICH Ha MpaXx, Thil KATO TOBA BOJH JI0 ObP30 M 3HAYMTEIHO HAMAJIIBaHE Ha IJjla3MeHaTa
KoHIeHTpaIws Ha A771726 (akTUBHUAT METa0OIUT Ha JIe(hIYHOMHT; BXK. CBIIO Touka 5). Cunra ce,
Yye MEXaHU3MbT CE JIbJDKU Ha MIPEKbCBAHE HA CHTEPOXEMATAIHUS IIUKBJI U/HIIM Ha CTOMAIITHO-
YpeBHOTO oTaensHe Ha A771726.

CYP450 unxubumopu u undyxmopu

[Ipoy4Banus in vitro 3a *HXUOWpAHE MPU YOBEIIKH YSPHOPOOHN MUKPO30OMH TTOKA3BAT, Y€ IIUTOXPOM
P450 (CYP) 1A2, 2C19 u 3A4 yyactBaT B MeTabonmu3Ma Ha nedayHomu. [Ipoyusane in vivo 3a
B3aUMOJICUCTBHE ¢ JeIYHOMUI U IUMETUINH (HecienmuduaeH cnad nHXUOUTOp Ha UTOXpoM P450
(CYP)) mokazpa nutica Ha 3HAYMMO BIIUSHAE BBPXY ekcrio3unuaTa Ha A771726. Cnen eTHOBpEMEHHO
MIPUJIOKEHUE Ha €THOKPATHA /1032 JIe(hTYHOMUT IPY TAIIUEHTH, TPUEeMaIli MHOTOKPATHU 031
pudammuimH (Hecrenuduuer muToxpom P-450 unmykTop), MakcumaaauTe HUBa Ha A771726 ce
yBenuuaBaT npubnm3uteHo ¢ 40%, nokato AUC He ce TpOMEHsI 3HAUUTEITHO. MeXaHU3MBT Ha TO3HU
e(heKT ¢ HesCeH.



Ed)eKT Ha J'ICd)J'IVHOMI/II[ BBPXY APYTH JCKAPCTBCHHU ITPOAYKTH:

Ilepopanuu konmpayenmueu

[Tpu npoyuBaHe, npu KOETO JIeIyHOMH] € IpUjlarad eIHOBPEMEHHO ¢ TpH(a3HU MepopaTHu
KOHTpaLeNnTHBH, chabpxamy 30 g eTHHUIECTPAANON, Ha 3IPaBH )KEHU TOOPOBOJIKH, HE €
Ha0JII01aBaHO HAMAJIIBaHE HAa KOHTPALIEITUBHATA AKTUBHOCT HA IPOTUBO3a4aThb4HOTO CPEACTBO, a
(dhapmakokmHeTHKaTa Ha A771726 ¢ B ipensmwkaanuTe rpanuny. HadmogaBano € papMakOKHHETHIHO
B3aUMOJICHCTBHUE C IIEPOPATHU KOHTpanentuBu u A771726 (Bx. mo-moiuy).

IIpoBenenu ca cinegaute hapMaKOKHHETHYHU U (papMaKOANHAMUYHU POYUIBAHUS 32
B3auMoeiicTBusATa ¢ A771726 (rinaBeH akTUBEeH MeTa0oauT Ha jtedayHomun). Thil kKaTo OJO00HU
B3aMMO/ICHCTBUS JICKAPCTBO-JICKAPCTBO HE MOTaT Jia Ce U3KII0YAT 32 JIehIyHOMUT B
MPETIOPHUYNTEITHATE O3, CIETHATE PE3YNITATH OT U3NUTBAHUATA U MIPETIOPHKH TPSIOBa Ja ce MMat
MIPENIBU/] TIPH TTAIIMEHTH, JIEKYBaHH C JIe(TyHOMHU/T;

EdexT Bbpxy penarmuaun (cyoctpar na CYP2CS)

HabGmronaBano e moBumasane Ha cpegHara Cmax 1 AUC Ha penmarmuang (CoTBETHO 1,7- 11 2,4-11bTH),
cJiesl MHOTOKpaTHO npuiioxkenne Ha A771726, koeto npeamnonara ue A771726 e uHXuOUTOp Ha
CYP2CS8 in vivo. Eto 3am10 ce npenopbuBa NpociaeAsiBaHe Ha NAaUEHTUTE MPU €AHOBPEMEHHA
ynorpe0a Ha JIeKapCTBEHU MPOIYKTH, KOUTO ce Metabonusupar ot CYP2CS, karo Hampumep
penarinHua, NaKjiIuTaKCe, IMMOTJINTAa30H NI PO3UTTIUTA30H, TBU KaTO Te MOraT Ja UMaT Io-BHCOKa
€KCITO3UIIHSL.

Edexr Bppxy Kodenn (cyoctpar Ha CYP1A2)

MHuorokpatHoTO nipuinokenne Ha A771726 namainsBa cpeqHata Cmax 1 AUC Ha kodenH (cyberpar Ha
CYP1A2), ceotBeTHO ¢ 18% u 55%, koero npenmnoinara 4ye A771726 moxe na 0b1e ciab HHAYKTOP Ha
CYP1A2 in vivo. Ilopagu ToBa JieKapcTBEHH MPOLYKTH, KouTo ce Metabonmuzupar ot CYP1A2 (karo
HanpuMep TYJIOKCETHH, aJlOCETPOH, TeO(WINH B TH3aHUAMH), TPIOBa J]a ce M3IOJI3BAT C MOBUIICHO
BHHMaHHE 110 BpEMe Ha JICYEHHETO, Thii KaTo TOBa OM MOTJIO Jia 0Be/e JI0 HaMaJIsiBaHe Ha
e(pMKacCHOCTTa Ha TE3H MPOAYKTH.

EdexTt Bbpxy cyOcTpaTyt Ha opraHn4HuUs aHnoHeH Tpancmnoptep 3 (OAT3)

Hab6nronaBano e noeumraBane Ha cpenHatra Cmax 1 AUC Ha niedaknop (ceorBetHO 1,43- 1 1,54-15TH)
cJie]l MHOTOKpaTHO NpuiioskeHrne Ha A771726, koero npeamnonara ue A771726 e uaxubutop Ha OAT3
in vivo. Ilopamy ToBa € HE0OOXO MO MOBUILIEHO BHUMAHKE, KOTaTo Ce Mpuiiara eIHOBPEMEHHO ChC
cyocrparu Ha OAT3, kato nedakiop, OCH3MINMESHUIMINH, TUIPOQIOKCAIIMH, HHIOMETAIINH,
KeTonpodeH, GpypocemMu, IMMETHINH, METOTPEKCAT, 3UI0BYANH.

Edext Bbpxy BCRP (nmpoTenH Ha pe3uCTEHTHOCT Ha pak Ha I'bpJaTa) u/Win cyOCcTpaTH Ha
OpraHMYHUS aHWOHEH TpaHcnopTupai nonunentug Bl u B3 (OATP1B1/B3)

Hab6mronaBano e nmopumasane Ha cpeHUTE Cmax 1 AUC Ha po3yBacTaTHH (CHOTBETHO 2,65- 1
2,51-rpTH) Clle[] MHOTOKPATHO MpuitoskeHue Ha A771726. Bernpeku ToBa, He ce HaOI0AaBa BUIUMO
BB3/ICICTBHE HA TOBA IIOBUIIaBaHE Ha IUIa3MEHATa €KCIIO3UIUSA Ha PO3yBacTaTHH BbPXY aKTHBHOCTTA
Ha HMG-CoA pexaykra3zara. AKO ce U3M0I3BaT €IHOBPEMEHHO, /103aTa Ha PO3yBacTaTHH He TpsOBa 1a
HaaxBbpiad 10 mg Bennbxk AHEBHO. 3a npyru cyoctpatu Ha BCRP (Hamp. MeToTpekcar, TOnoTeKaH,
cyndacanazus, nayHOpyOuIInH, JoKkcopyOutnH) u cemeiictBoro Ha OATP, ocobeno naxuburopu Ha
HMG-CoA penykrazata (Harp. CAMBacTaTlH, aTOPBACTaTUH, IPaBACTATUH, METOTPEKCAT,
HaTErJIMHU, PeTarauHn, pudaMIULKH) eIHOBPEMEHHOTO NPUIIOKEHHE TPOBa CHILO Aa Ce
M3BBPIIBA C MOBUILEHO BHUMaHKe. [lannenture TpsaOBa Aa ce HaOI0AaBaT BHUMATEIHO 33 MPU3HALH
Y CIMIITOMH Ha TIPEKOMEpPHA eKCIO3HINA Ha JIEKAPCTBEHNUTE MPOAYKTH U TPsIOBa Ja ce UMa MpeBU]
HaMaJIABaHE Ha J103aTa Ha T€3H JIEKaPCTBEHU IIPOAYKTH.

EdexT Bbpxy nepopanau kontpauentusu (0,03 mg erununectpaanon u 0,15 mg neBoHOprecTpen)
Hab6mronaBano e nopumasane Ha cpefHatra Cmax 1 AUCo.24 Ha eTHHHIECTpaAron (ChOTBETHO 1,58- 1
1,54-1b1H) ¥ Cpnax 1 AUCo.24 Ha neBoHOpPrecTpen (CboTBeTHO 1,33- u 1,41-1bTH) Clle; MHOTOKPATHO



npwioxeHue Ha A771726. Beripeku 4e He ce 04aKkBa TOBa B3aMMOJICHCTBHE J1a TIOBITHSC
HeOJIaronpusaTHO e(h)MKACHOCTTA Ha MIEPOPATTHUTE KOHTPAICIITUBH, TPSOBA J1a c€ 00ObpHE BHUMAaHUC Ha
BUJIa HA JICUCHHUETO C MEPOPaJICH KOHTPALICTITHR.

Edexr Bopxy Bapdapun (cydctpar Ha CYP2C9)

MHuorokpatHOTO TipriokeHne Ha A771726 He e nMano eQekT BbpXy (papMaKOKHHETHKATa Ha
S-Bapdapun, kKoeTo okas3Ba, ue A771726 ne e maxubOuTop mwiu uHAyKTOp Ha CYP2CY9. HabmonaBano
e obaue HamaneHue ¢ 25% Ha MaKCUMATHOTO MEXIYHapOIHO HOpManu3upano croTHomeHue (INR),
korato A771726 ce npunara eTHOBpEMEHHO C Bap(apHH, B CPaBHEHHE ChC CAMOCTOSITEITHO
npuiIokeHue Ha Bapdapus. ETo 3amio, korato BapdaprH ce npuiiara eIHOBPEMEHHO, ce IpenopbhuBa
CTpHUKTHO mpociensBane Ha INR u HaGmronenwme.

4.6 dDepTHIUTET, OPeMEHHOCT U KbPMeHe

bpemenHocT

AKTHBHHAT MeTa0onuT Ha tedmyromum, A771726 Moxe na MPUINHU TEXKHA MaI(OopMalny Ha
HOBOPOJICHOTO, aKO ce IpuJjiara o Bpeme Ha OpemenHoct. Leflunomide Zentiva e mpoTuBomnokasaH 1o
BpeMe Ha OpEeMEHHOCT (BXK. ToUKa 4.3).

Kenwu ¢ neTepojicH NoTeHIMAN TPsOBa 12 M3MOI3BAT ePEKTHBHA KOHTPAIICIIIHS [0 BpeMe Ha U JI0
2 rogunu cnef aedenueTo (Bxk. “Ilepron Ha n3uakBaHe” mMo-A0Jy) WiK 10 11 aHM cled JeYeHUEeTo
(Bx. ckbcenus “Ileproa Ha ouncTBaHe” MO-JOMY).

[NanmenTtkara TpsiOBa j1a ObJic YBEJOMEHA, Y€ aKO MMa HAKaKBO 3a0aBsHE Ha MCH3MCA WX HIKAKBa
JIpyra MpuyuHa Jia mojo3upa OpeMEeHHOCT, Ts1 TPsOBa BeJHAara Jia IpeayIpeIu JIeKaps 3a
W3BBPIIBAHETO HA TECTOBE 32 OPEMEHHOCT, U aKO Ca TIOJIOKUTEITHHY, JISKAPAT U MallHeHTKAaTa TPAOBa 1a
00CHIAT pricka 3a OpeMeHHocTTa. BBh3MOXHO € upe3 Obp30 HamMaliiBaHE Ha HUBOTO HAa aKTUBHUS
MeTaOOJIMT B KPBBTa Ype3 3all0uBaHe Ha MPOLEAypaTa 3a CIMMUHUPaHe Ha JICKapCTBOTO, OMUCAHA I10-
JIOJTy, OIIle TP MIBPBOTO 3a0aBsiHE Ha MEH3KCA JIa CC HAMaJIM PHUCKA 3a IJI0Za OT JICITYHOMU.

[Tpu ManKo MPOCTIEKTUBHO MPOYyUYBaHE MPHU keHH (n=64), 3a0peMeHeNnr HelIaHuPaHo, I0KaTo ca
npueMany jJedIyHOMU 3a He 10Bede OT TPU CEAMUIIM CIIe]] 3a4eBaHETO U € MOCIeABalla poleaypa
3a eJIMMUHMPAHE Ha JIEKapCTBOTO, HE ca HabIoAaBaHu 3HaunMu pasiuku (p=0,13) B obmmaTa yectora
Ha 3HaYMMU CTPYKTYpHHU AedektH (5,4%), B CpaBHEHHE C KOATO U []a € OT CPABHUTEITHUTE TPYIH
(4,2% B rpynara cbc 3abonsBane [n=108] u 4,2% npu 31paBu OpeMeHHH XeHU [n=78]).

[Tpu xeHn, KouTo preMaT JeIIyHOMHU]  UCKAT J1a 3a0peMEeHesT, Ce MPENOoPbYBa €/IHA OT CIICIHHUTE
MPOLEIypH, 32 J]a CE KOHCTATHPA, Y€ IUIOABT HE € U3JI0KEH HAa TOKCUYHU KOHLIeHTpaluu Ha A771726
(Taprerna xonuentpauus noz 0,02 mg/l):

Ilepuoo na usuaxeane

Moxe na ce ovyakpa ruiazMeHuTe HuBa Ha A771726 na 6baat Hazg 0,02 mg/l 3a npoxbnKuTENeH
nepuoi. Moxke Ja ce ouakBa KoHUeHTpauusTa na cnague nog 0,02 mg/l okono 2 rogunu ciex
CIIUpaHE Ha JICUCHUETO C JIeITyHOMHU/I.

Crnen 2-rouiieH Nepyuoj Ha u34akBaHe, Ma3MeHaTa KoHueHTpanus Ha A771726 ce usMmepsa 3a
mbpBU 1bT. Ciie TOBa M1a3MeHaTa KoHueHTpauus Ha A771726 TpsOBa i1a ce onpenesin OTHOBO Clie]
WHTEpBaI OT TIoHe 14 muu. AKO IBeTe IIa3MeHn KoHieHTparuu ca moxa 0,02 mg/l, He ce ouakBa
TEPaTOTECHEH PUCK.

3a JomBIHHUTENHA HHPOPMAITUS OTHOCHO M3CJIeIBAHETO, MOJIS, CBBpKETe ce ¢ [Iputexarens Ha
pasperieHneTo 3a yrnorpeda Wi ¢ JIOKATHUS MYy TPECTaBUTEN (BXK. TOUKa 7).
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Ouucmesawa npoyedypa

Crnen criupaHe Ha JICUSHUETO C JISITyHOMUS;

e  KoJieCTHUpaMUuH 8 g ce mpwiara 3 mbTU JHEBHO 3a nepuoa oT 11 muu,

e i 50 g aKTUBEH BBIVICH HA Ipax ce mpujara 4 mbTu JHEBHO 3a nepuof oT 11 gam.

U npu aBete npoueaypu odaye, ce U3MCKBa MPOBEPKaA ¢ 2 OTACTHU TecTa Ipe3 HHTEPBaJl OT MOHE
14 mHM ¥ epro Ha M3YaKBaHE OT MECEIl U MTOJIOBMHA MEX/Iy IThpBaTa I0sBa HA IIa3MeHa
koHnerTparys moxa 0,02 mg/l n omioxaaHeTo.

JKenute ¢ gerepoicH moTeHMan TpsioBa Aa ObnaT HHOOPMHUPaAHH, Ye Ce Hajlara Iepruo.l Ha U34aKBaHe
OT 2 TOIWHHU CJIe]T CHUpaHEe Ha JICUCHUETO, TIPEAH Te Ja MOXKe Ja 3a0peMeHsBaT. AKO ITepHOIBLT Ha
W34YaKBaHE OT MPUOJIM3UTEIHO 2 TOAWHHU, C U3IOI3BAHE Ha HA/ICX THA KOHTPAIICTIIIUS CE CUUTa 3a
HENPAaKTHYCH, MOXKE JIa Ce MPenopbua NpoPHIaKTHIHO Ha3HAYaBAHE HAa OYUCTBAIIA TIPOIIeypa.

U xonectupaMuH, 1 aKTUBEH BBIVIEH Ha IIpax MOraT Ja MOBIUAAT aOCOpOLHsTa Ha €CTPOTeHH U
MPOTeCTareHy TaKa, uYe HaJekKHA KOHTPAICTIUS ¢ IepOpaTHi KOHTPALICNITHBY /1a HE MOXe Jia ObJe

OCHTYpEHa 10 BpeMe Ha OYMCTBAIlaTa MpoLeypa ¢ KOJIECTUPAaMHUH WM aKTUBEH BBIJICH Ha MPax.
IIpenopbuBa ce U3M0JI3BaHE HA alTEPHATUBHU KOHTPALIENTUBHU METOIH.

Kospmene

[TpoyuBaHusTa PY )KUBOTHH MTOKA3BAT, Y€ JICITYHOMH/] HIIM HETOBUTE META0OJIUTH IPEMUHABAT B
MIIKOTO. 3aTOBa, KbpPMEILUTE KECHU HE TPAOBA Ja mpueMar JIeIyHOMHU.

DepTUiuTeT

Pesynrarure oT mpoy4BaHuATa BPXY (PEPTHIMTETA IIPU )KUBOTHHU HE Ca NIOKA3aIH €(EeKT BbPXY
MBKKHUS M KEHCKUS PEPTHIIMTET, HO IPU MPOYUYBAHUATA 38 TOKCUYHOCT [P MHOTOKPATHO IIpHUjlaraHe
ca Ha0JIo1aBaH HeXXelaHu e(DeKTH BEPXY MBKKUTE PEIIPOAYKTHBHU OpraHu (BX. Touka 5.3).

4.7 EdekTn BbpPXy COCO0HOCTTA 32 mO(pUpPaHe U padoTa ¢ MAIIMHU

B ciydaun Ha HeXxellaHM peakuH KaTo 3aMastHOCT, CHOCOOHOCTTA Ha MAIIMEHTUTE /1a € KOHIIEHTPHUPAT
U Jla pearupaTt NpaBUIHO MOKe J1a ObJie HapylieHa. B TakuBa ciryyan nanueHTHTe TpsiOBa z1a ce
BB3ABPIKAT OT Iodupane U padoTa ¢ MalIUHH.

4.8 HexeaaHH JeKapCTBEHH PEAKIIUH

O06006111eHMEe Ha podwiia Ha OE30I1aCHOCT

Haii-yecTo cpo011aBaHUTE HEXKENAHH PEaAKIIUK MpH JIeIITYHOMHJL ca: JIEKO MOBHUILIABaHE HA KPBBHOTO
HaJIsiraHe, JEBKOICHHUS, TapecTe3usl, TaBodore, 3aMasiHoCT, AUApHs, rajieHe, IOBphIIaHe,
HapyILIEeHNs Ha ycTHATa JIMraBuia (Hamp. aTo3eH CTOMATHUT, SI3BU B YCTaTa), KOpeMHa O0JIKa, 3aCHIICH
KoconaJi, ek3eMa, 00pHB (BKIFOUUTEITHO MaKyJIONAIyI03eH 0OpHB), CHPOEK, cyXa KOxka,
TeHOCHMHOBHT, noBuinaBane Ha CPK, anopekcus, 3aryda Ha Tersno (0OMKHOBEHO HE3HAYMMA), aCTEHHS,
JIeKH allepTUYHHU PeaklMy U MOBUIIABaHE HAa YEPHOIPOOHUTE NOKa3aTesu (TpaHcaMuHasH (0coO0eHO
AJIAT), no-psinko rama-GT, ankanna ¢pocdarasza, OMIUpYyOHH)).

Knacudukaiust Ha O4aKBaHUTE YSCTOTH:
Mmoro yectu (>1/10); wectu (>1/100 no <1/10); reuectu (=1/1 000 mo <1/100); peaxu (>1/10 000 mo

<1/1 000); muOTO peaxu (<1/10 000), c Hem3BecTHA YecTOTa (OT HATMIHHUTE JAaHHU HE MOXeE Ja OBae
HaIpaBeHa OIIEHKA).
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[Ipu Besiko rpynupaHe B 3aBUCUMOCT OT Y€CTOTATa, HeXKEJTaHUTE JICKAPCTBEHHU PEaKIIMU ce U30posiBaT
B HU3XOJISAII PeJl IO OTHOIIIEHUE Ha TIXHATa CEPHO3HOCT.

Hngpexyuu u ungpecmayuu
Penxu: TEXKH HHPEKIINN, BKIIFOUUTETHO CEIICHC, KONTO MOXKe 11a Obie dhaTancH

KakTo npyru cpeicTBa ¢ IMyHOCYTIPECUBEH MOTSHIIAAN, JIS()IYHOMUI MOXKE J1a YBEITUYH
MTOAATIINBOCTTA KbM MH(EKIINH, BKIIFOUUTEITHO OMOPTIOHUCTHYHHN MHPEKIHNH (BXK. CHINO ToUKa 4.4).
CrnenoBaTenHO 001aTa 4ecToTa Ha MHPEKITUITE MOXKE /1a Ce YBEIH4IH (0COOSHO Ha PUHHUT, OPOHXUT U
MTHEBMOHUSA).

Heonnasmu — 0obpokauecmeserni, 310ka4ecmeen U Heonpeoeienu (6Ka. KUcmu u noaunt)
PHCKBT OT 3710KaUECTBEHOCT, 0COOEHO JTnMbonponhepaTUBHN HAPYIIICHUS, € YBEIUYCH MTPH

ynorpebara Ha HIKOU HMYHOCYIIPECOPH.

Hapywenus na kpvema u numgnama cucmema

Yectu: JIEBKOTICHUS (JIEBKOIUTH >2 g/1)

Heuectu: aHemusl, Jeka TpoMmOonuTorneHus (Tpombonuty <100 g/1)

Penxu: NaHIUTOINECHHUS (BEPOATHO IBbJDKALIA CE HA aHTUNPOIU(EPaTUBECH MEXaHU3bM),
neskorieHus (ieBkouuTH <2 g/1), eosnHoGMIHs

MHoro penku: arpaHyJIoLUTO3a

CkopoliiHa, eIHOBpEMEHHA WIH TIOCIeBaIa yIoTpeda Ha MOTEHIMAIIHO MUETIOTOKCUYHU CPEICTBA
MO3Ke J1a ObJie CBhp3aHa C MO-BUCOK PUCK OT XEMAaTOJIIOTUYHU PEAKIUH.

Hapywenus na umynnama cucmema

Yectu: JIEKU AJIEPTUYHU PEAKIINH

MHoro penku: TeXKH aHa(UIaKTHIHN/aHA(QUIAKTONTHY PEaKLIMH, BACKYJIHUT, BKIIOUYUTEITHO
KO>KE€H HEKPOTH3HMpAILl BACKYJIUT

Hapywenus na memabonusma u xpanenemo

YecTn: nosumaBane Ha CPK

Heuectn: XUTOKATHUEeMUIsI, XHTIEPIUTHAeMHs, XutodochaTemMust
Penkn: nosuiasade Ha LDH

C HeusBecTHA

YeCcToTa: XUIIOYPUKEMHUS

THcuxuunu napywenus
Heuectn: TPEBOXKHOCT

Hapywenus na nepsnama cucmema
YecTu: napecTesus, I1aBodonue, 3amaiiBate, nepudepHa HeBPOIaTUs

Covpoeunu napywenus
UYecTtu: JIEKO TOBHUIIIABaHE Ha KPBBHOTO HAJISITAHE

PC,I[KI/I: SHAYUTCIIHO IMOBHUIIABAHC HA KPbBHOTO HAJIATAHE

Pecnupamopnu, epvoHu u meduacmunannu HapyuleHus

Penxu: MHTEpCcTUIMAIHA O0e10ApoOHa 6osecT (BKIIOUUTETHO HHTEPCTULIATICH
MTHEBMOHUT), KOSATO MOKe /1a Obae paranHa

C HemsBecTHA OemoapoOHa XUTIepTOHUS, OeIOAPOOCH HOMY T

YyecTora:
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Cmomawmno-upesnu napyuieHus

Yecru: KOJIUT, BKIIFOUUTEITHO MHUKPOCKOIIMYEH KOJIUT, KaTO HapuMep JTUM(OLIUTEH KOJIUT,
KOJIAT€HO3CH KOJIUT, AUapus, rajieHe, IOBphIIaHe, yBpeKIaHe Ha yCTHATa
nuraBuna (Hamp. aQTo3eH CTOMATHUT, A3BU B yCTaTa), KopeMHa 0oika

Heuecrn: HapyIIeHHs BbB BKyca

MHoro peaku: MMaHKpeaTUuT

Xenamobunuapuu HapyweHus

Yectn: MTOBHUITIaBaHEe Ha YepHOIPOOHUTE TIOKa3aTeu (TpancamuHasu [ocooeHo AJIAT],
no-psiko rama-GT, ankanHa docdaraza, OunupyOuH)

Penxu: XETaTHT, XBJITCHHIA/X0JIecTasa

MHoro peiku: TEKKO YEPHOIPOOHO YBPEKIAHE KAaTO YepHOPOOHA HETOCTATHYHOCT U OCTPa

4epHOPOOHA HEKPO3a, KOUTO MOrar ja ObJat (araiHu

Hapymenuﬂ HA Kodcama u NOOKONCHAMA MbKAaH

Yectn: 3acHIIEH KOCOTIa]l, €K3eMa, 0OpHUB (BKIIOUMTEITHO MaKyJIONAyJI03eH OOPHB),
ChpOEIK, Cyxa Koxa

Heuecru: YpTUKapus

MHoro peiku: TOKCHYHA enuepMaliHa HeKpoJin3a, CHHAPoM Ha Stevens-Johnson, eputema
mynaTugopme

C HemsBecTHa KOXKEH JIYITyC epUTeMaToieC, MMyCTYJI03¢H TICOPUA3UC WIH BIIOIIABAHE HA

4ecToTa: TICOPHA3HUC, JICKAPCTBEHA PEAKIIHS C CO3UHODUIINS U CHCTEMHH CHMITTOMU

(DRESS), kokHa s13Ba

Hapywenus na myckynno-ckenemnama cucmema u coeOUHUMETHAMA MbKaH
Yecrtu: TEHOCHHOBUT
Heuectu: pynrypa Ha CyXOXHUIIUe

Hapywenus na 6v0peyume u nuKkouHume nomuuya
C HensBecTHa O0BOpedHa HEAOCTaTHYHOCT
4ecToTa:

Hapywenus na ev3npouzsodumennama cucmema u 2bpoama

C HeusBecTHA rpaHu4HO (00paTHMO) MOHWKABAHE HAa KOJIMYECTBOTO Ha CIIEPMATO30HMINTE,
o0mrus Opoii criepMaTo30uIn U MOABMKHOCTTA UM

YeCToTa!

Obwu napyutenus u egpekmu Ha MACMOMO HA NPUTLONCEHUe
Yecru: aHopeKcusi, 3aryba Ha Teryio (0OMKHOBEHO HE3HAYMMA), aCTEHUS

Cpo011aBane Ha NOJA03UPAHU HEXKEIIAHN DEAKIIAU

CpoOmiaBaHeTo Ha MOIO3UPAHU HEXKEIIAHN PEaKIIUH Cliel] pa3pelaBaHe 3a yrnorpeda Ha JeKapCTBEHUS
MPOAYKT € BaKHO. TOBa IMO3BOIISIBA Ja MIPOIBIDKH HAOIIOIEHUETO Ha ChOTHOIIEHUETO IOJI33/PUCK 32
JIEKapCTBEHUS POAYKT. OT MEIUIIMHCKUTE CIICIUAIIMCTH CE U3MCKBA Jia ChOOIIIaBaT BCAKA
M0JI03UPaHa HeXKEIaHa PeaKius Ype3 HAIMOHAIHA CUCTeMa 33 ChOOIaBaHe, IOCOYCHA B

IIpunoxxenue V.

4.9 Ilpeno3upane

CummroMu

MMa cpoO1ieHus 3a cirydyan Ha XpOHHYHO TIPE03UpaHe MPH MAUeHTH, TPHeMaIiy JeqIryHOMU/ B
JTHEBHU JIO3H JIO TI€T ITBTU MO-TOJIEMHU OT IIPETIOPHUUTEITHATA THEBHA /1032, M CIIy4Yad Ha OCTPO

MIpeIo3upaHe Py Bb3PACTHH U Aera. Hsima cho0mmenns 3a HeskelaHu ChbOUTHS TIPH MO-ToJIsIMaTa 9acT
OT ClIy4aWTe Ha npeno3upane. Hexxenannre chOUTHS, ChBMECTUMHU C Ipoduiia Ha 6e30MmMacHOCT Ha
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nedIyHOMH]I ca: KOpeMHa 00JIKa, TaJieHe, TUapusl, MOBUIICHU YepHOIPOOHN EH3UMH, aHEMUS,
JIEBKOTICHHMSI, CHPOEK M OOpHEB.

OBnajnsiBane

B cnyuait Ha ipeqo3upaHe WM TOKCHYHOCT, C€ IPENOPbYBa MPUEMAHETO Ha KOJIECTUPAMUH MIIH
aKTHBCH BBIJICH 332 YCKOPSBAHE HA eMMUHUPaHeTo. KolecTupaMuH, MPUIIOKEH TIEPOPATHO B /1032 OT
8 g TpH T THEBHO 3a 24 Yaca Ha TpUMa 3[IpaBH JOOPOBOIIIM € HaMaIWJI IIa3MEHUTE HUBA Ha
AT771726 c okomno 40% 3a 24 gaca u ¢ 49% no 65% 3a 48 gaca.

JlokazaHo e, ye MPUIIOKEHUETO Ha aKTHBEH BBIJICH (IIpax, MPUTOTBEH KaTO CYCIICH3US) IIPe3 ycTaTa
WK Ype3 HazoracTpaiHa corna (50 g Ha Bceku 6 yaca 3a 24 gaca), HaMaJsiBa IJIa3MEHHUTE
KOHIIEHTpAlMK Ha akTUBHUS MeTabonuT A771726 ¢ 37% 3a 24 yaca u ¢ 48% 3a 48 yaca.

Te3u ouncTBAIYU MPOLIETYPH MOXKE J]a CE€ TIOBTOPST MPU KIMHHYHA HEOOXOIUMOCT.

IIpoyuBanus npu xemoauanu3a u CAPD (xpornyHa aMOynaTopHa IEpUTOHEATHA JHaTN3a) MTOKa3Bar,
4ye A771726, oCHOBHUST MeTaOOJIUT Ha JEPIYHOMU HE MOXKE JIa C& TUATTU3UPA.

5.  ®APMAKOJOIMYHU CBOMCTBA

5.1 ®apmakoguHAMUYHH CBOICTBA

dapmakoTepaneBTHYHa Ipyna: ceneKTuBHU uMmyHocynpecopu, ATC xon: LO4AKO1

dapmakonorus npu xopa

Jlepmynomuz e 6oecT-MoqUGHUIINPAIIO AHTUPEBMATHYHO JIEKAPCTBEHO CPEICTBO C
aHTHUIPONIM(EPATHBHU CBOICTBA.

(DaDMaKOJ'IOl"I/ISI OpH ) KUBOTHHU

Jlepmynomuz e eeKTUBEH MTPU MOJICTTH HA apTPUT U IPYTH aBTOMMYHHH 3a00JIsIBaHHS TIPY )KUBOTHH,
a Taka ChIIO W MIPY TPAHCIUIAHTAIIUS, TJIABHO aKO Ce MPUIJIOKHU BBB (hazaTa Ha ceHcuOmmu3upane. Toit
MMa UMYHOMOyTUpAIlK/UIMyHOCYIPECUBHH CBOWCTBA, IEHCTBA KaTO aHTUIPOIH(EPATUBHO CPEACTBO
C MPOTUBOBB3NAIUTEIHH CBOHCTBA. [IpH )KUBOTHHCKH MOJIETTM HA aBTOMMYHHU 3200 IsIBAHNS
nedIyHOMU]I TOKa3Ba Hall-o0Bp MPOTeKTHBEH e()eKT MpH MPHUIIOKEHUE B paHHAaTa (a3a Ha pa3BUTHE
Ha 3a00JIsIBaHETO.

In vivo To# OBP30 M OYTH HAITBIHO ce MeTabonmu3upa 10 A771726, KOITO € aKTUBEH in Vitro u ce
Ipearoara, ye € OTTOBOPEH 32 TePaNeBTUYHHS €(EKT.

MexaHu3beM Ha JIEUCTBUE

A771726, ak THBHUAT METAaOOJIUT Ha JIehIIyHOMU]I, TIOTUCKA CH3UMA JIUXUAPOOPOTAT ACXUAPOTeHa3a
(DHODH) npu xopa U nposiBsiBa aHTUNPOJIH(EepaTUBHO eHCTBHUE.

Kinnnnuna edukacHocT 1 6€300aCHOCT

Pesmamouden apmpum

EdukacHocTTa Ha nedryHOMU/I ITpH JICUCHUE HA PEBMATOHJICH apTPHT € J0KazaHa mpu 4
koHTponupanu m3nutBanud (1 BeB ¢asza Il u 3 BB dasza III). IIpu dasa Il usnursanero, npoyusane
YU203, 402 yyaCTHUIM C aKTUBEH PEBMATOUICH apTPUT ca paHIOMHU3MpPaHu Ha manebo (n=102),
nedyHomua 5 mg (n=95), 10 mg (n=101), wiu 25 mg/nueBno (n=104). JIeueHUeTO € MPOIBIKUIO
6 Mecena.

Benuku nanuenTu BB ¢asa Il n3nutBanusaTa ca npueManu HadanHa 1o03a ot 100 mg 3a Tpu qHH.
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IIpu mpoyuaneTro MN301, 358 yqacTHHIIM ¢ aKTHBEH PEBMATOUACH apTPHUT Ca PAHIOMHU3HPAHU Ha
nedrynomun 20 mg aaesHo (n=133), cyndacanazun 2 g aaesHo (n=133) wim mrane6o (n=92).
JleuenneTo e MpOABIKUIIO 6 Mecena.

[MpoyuBanetro MN303 e dakynTaTUBHO CIIAm0 6 MECEYHO MPOAbKeHHe Ha mpoyuBane MN301 6e3
rane6o Tpyma, Ipy KOeTo ce cpaBHsBa eeKTHT OT 12 MecedHo npreMaHe Ha JIehITyHOMU U
cyndacanazuH.

ITpu mpoyusaneTo MN302, 999 yuacTHUIIM C aKTUBEH PEBMATOMACH apTPHUT Ca paHAOMU3HpPaHH Ha
nedryromun 20 mg/maeBHo (n=501) nmu merorpekcar 7,5 mg/cenmuyHo A0 15 mg/cenmMuaao
(n=498). lo6apsiHETO Ha (hoNMEeBa KMCENWHA € OMIIo 1o M300p U e mpriarado camo npu 10% ot
nanueHTute. JledenneTo e npoabnkuio 12 mMecena.

IIpu mpoyuBane US301, 482 yyacTHUIM C aKTUBEH pEBMATOMACH apTPUT Ca PaHAOMU3HpPaHU Ha
nedryromun 20 mg/maeBHO (n=182), MmeToTpekcar 7,5 mg/cenmMuyno a0 15 mg/ceqmuano (n=182),
wii mnane6o (n=118). Beuuku nanuenTyu ca nonyvasany o 1 mg onuesa kucenuHa Ba MbTH
IHeBHO. JleueHueTo e mpoabpKuio 12 Mecena.

Jlepmynomun B mHeBHA no3a Hai-manko 10 mg (10 xo 25 mg B mpoyuBane YU203, 20 mg B
npoyusanust MN301 u US301) e nokasan cTaTUCTHYECKH 3HAYUMO TO-100Bp edekT oT mianedo npu
HaMaJIsIBaHE Ha MPH3HAIMTE U CHMIITOMHTE HA PEBMAaTOMIHUS apTPUT IIPU BCUYKH 3 Tr1ane0o-
KOHTpOJIMpaHu n3nuTBaHus. CTereHTa Ha OTTOBOP Ha JIedeHHeTo 1o kinacudukamusata Ha ACR
(AMepuKaHCKHS KOJICXK T10 peBMAaTOJIOTHs), B mpoyuBaneTo Y U203 e 27,7% nipu miane6o, 31,9% npu
5 mg, 50,5% npu 10 mg u 54,5% npu 25 mg/muesno. [Ipu ¢aza Il usnuraHusra, cTeneHTa Ha
otrosop o ACR 3a nedmyromun 20 mg/aaeBHO, cripsiMo Tutate6o e 54,6%, crpsimo 28,6%
(mpoyuBane MN301) u 49,4%, cripsimo 26,3% (npoyusane US301). Cnen 12 Mecenia Ha aKTUBHO
JeueHue, crenenta Ha otropop no ACR npu nanuenture Ha nediayHomun € 52,3% (npoyuBaHus
MN301/303), 50,5% (mpoyusane MN302) u 49,4% (npoyusane US301), B cpaBuenue ¢ 53,8% npu
nanuenTuTe Ha cyndacanasus (mpoyuBanust MN301/303), u metoTpekcar - 64,8% (mpoyduBaHe
MN302) u 43,9% (npoyusane US301). [Ipu npoyuBane MN302 seryHOME]T € 3HAUUTEITHO TO-c1a00
eextuBeH oT MeToTpekcar. Obaue, mpu npoyuBane US301 He ca ycTaHOBEHM 3HAYMMHU PA3JIUKH
MEKTy J1e(ITyHOMUT B METOTpEKcaT, B MbPBHYHUTE ITapaMeTpH 3a epukacHocT. He e HabmonaBana
pasziuka Mexay Jedaynomun U cyndacanasus (mpoyusane MN301). EdekTbT OT J1€ueHUETO C
neIyHOMU]T ce € TPOSIBUII cief] 1 Mecelr, cTabuim3upat ce € ciaen 3 10 6 Mecela U € IMPOIbJKUII 10
BpEMe Ha IeNHst Kypc Ha JIeYeHHE.

PanoMu3upano, 1BOHHO-CIIAIO, TAPAICIHOTPYIIOBO, HOHUH(EPHUOPHO MPOYyUYBaHe, CPaBHIBA
OTHOCHUTENHaTa e()MKACHOCT Ha JIBE Pa3lIMYHN JHEBHU MOAbpKany 1o3u JeduryHomu 10 mg u

20 mg. Ot pe3yATaTuTe MOXKE J]a ce 3aKII0YH, Ye Pe3yATaTuTe 3a ePUKACHOCT Ha MOJIbprKaIiaTa 103a
ot 20 mg ca 1mo-01aronpusATHU, HO OT Apyra CTpaHa, pe3yJITaTute 3a 0€30MacHOCT ca B 10J13a Ha

o Ibprkamara jgo3a ot 10 mg.

Ileouampuuna nonynayus

JlepmyHomu e u3cnenBaH B OTJIEIHO MYJITHIIEHTPOBO, PAaHIOMHU3HPAHO, IBOHHO-CIISIIO, aKTUBHO-
KOHTPOJIMPAHO U3MUTBaHE NpH 94 manuentu (47 B rpyna) ¢ NOJIMAapPTUKYJIApEH TUI FOBEHUJICH
peBmarouzieH apTput. [lanuenture ca Ha Bb3pacT 3-17 roauHH, C AKTUBEH MOJIUAPTUKYJIAPEH TUI
HOPA, He3aBHUCHMO OT HA4aIOTO Ha 3a00JIIBAHETO U HE ca JIEKYBaHH JJOCETa C METOTPEKCAT M
nedaynomuz. B ToBa m3nuTBaHe, HaTOBapBalaTa J103a U NOAbpIKALIATa 1034 Ha JeQIyHOMHU ca
OIpeZeNICHH B TP KaTeropuH, B 3aBUcUMOCT oT TerioTo: <20 kg, 20-40 kg u >40 kg. Cnen

16 cenMuIn Ha JeUeHUE pa3jIvKaTa B CTENIEHTa Ha OTTOBOP € CTAaTUCTUYECKH 3HAUYMMa B 110132 Ha
MetoTpekcat nmpu FOPA Omnpenensae va mogoopenuero (OI1) >30% (p=0,02). IIpu pearupanute, TO3H
OTrOBOp € MOJABbPXaH B NPOAbIDKeHHE Ha 48 ceaqmuiu (BX. Touka 4.2).

XapakTepbT Ha HEXKEJTaHUTE CHOUTHS Ha JIe(DITyHOMUI M METOTPEKCaT M3TJIEK A CXO0/IeH, HO J103aTa,
M3IIOJI3BAHA MPH MAIUEHTH C MTO-HUCKO TETJI0, BOJIU 10 OTHOCUTEIIHO HUCKA €KCIO3UIHNA (BXK. TOUKa
5.2). Te3u naHHM HE MO3BOJISABAT eheKTUBHA U Oe30MacHa MpenopbKa 3a J03UPOBKa.

15



Ilcopuamuuen apmpum

EduxacHocTTa Ha 1edyHOMHU] IIpY JIEYEHUE HA TICOPUATUYEH apTpUT € J0Ka3aHa IpU KOHTPOJIUPAHO,
paHIoOMHU3UpPaHo, ABOMHO-cisno mpoyuBane 3101 npu 188 mauuenTu ¢ ncopuaTUyueH apTpuT,
nexkyBanu ¢ 20 mg/neH. [IpoabKuTeTHOCTTA Ha JIeueHHe € 6 Mecena.

Jlepmynomug 20 mg/neH € 3HaYUTETHO NO-A00Bp OT IUanedo 3a HaMassiBaHe Ha apTPUTHUTE
CUMTOMHU TIpHU NarmeHTy ¢ ncopuatuueH aptput: KOJITA (Kputepuu 3a 0OTTOBOp KbM JICUSHUETO HA
TICOpUATHYEH apTPUT) pearupanute ca 59% B rpynata Ha nedaynomun u 29,7% B rpynaTa Ha
rane6o g0 6 mecera (p<0,0001). EdexTsT Ha nedaynomus BepXy nogoOpsiBaHe Ha GyHKIHATA U
HaMaJIIBaHE HA KOXKHUTE JIC3UHU € YMEPEH.

Hocmmapkemuneosu npoyyeanus

Pangomusupano npoyuyBaHe oleHsIBa KIMHUYHO erKacHaTa CTENeH Ha OTTOBOP MPH HEJIEKYBaHU C
BMAJIC nauuentu (n=121) ¢ panen PA, kouro ca momyuasanu 20 mg uinu 100 mg nedynomun B
JBE MapajieHy IPYIH, [0 BpeMe Ha HayaJHHUs TPUAHEBEH OBOHHOCIN nepuoa. HauanHusr nepuon e
MoCJIeBaH OT TPUMECEUEH OTKPUT MOATbPIKAIL TIEPHO/, TI0 BpeMe Ha KOWTO M JIBETE TPYITH ca
noiy4aBaiu jgedayHoMua B 1o3a 20 mg qHeBHo. He e HaOmoqaBaHo HapacTBaHe Ha 00IIaTa Moj3a B
M3CleBaHaTa MOMyJIalys Ipy NPHIOKEHUETO Ha HATOBapBallla cxema Ha npuiarase. Jlanaute 3a
0e30macHoOCT, MOJIyYeHH OT JABETE IPYINHU Ha JIEYCHHUE, Ca B CbOTBETCTBUE C U3BECTHUS NPOQHI Ha
Oe3omacHOCT Ha J1e(IyHOMHI, KATO YecTOTaTa Ha CTOMAIIHO-YPEBHH HEXKEJIaHU ChOUTHS U Ha
MOBHUIIIEHU YepHOPOOHHN CH3UMH € T0-BUCOKA MPU MALMEHTUTE, TI0TydaBallld HaToBapBalia J03a OT
100 mg nedryHOMU.

5.2 ®apmMakoOKMHETUYHH CBOWCTBA

Jlepnynomun 6bp30 ce MeTaboNMM3KMpa 10 aKTUBHUS CU MeTaboauT, A771726 upe3 “first pass”
MeTaboIM3bM (Ype3 OTBapsiHE Ha MPHCTECHA) B UpEeBHATA CTEHA M uepHUs apo0. [Ipu npoyusane ¢
W30TONHO Gens3an *C-aedayHoMuT Py TpUMa 31paBK JOOPOBOJIH, HE € HAMEPEH HEPOMEHEH
nedryHOMU] B TIa3MaTa, ypuHata win (examuute. [Ipu apyru npoydBaHus, psaKO C€ OTKPHBAT
KOJIMYECTBA HEMTPOMEHEH JIe()IyHOMU/I B IJla3MaTa, B IUIa3MEHU HUBA OT MOpPsIbKa Ha ng/ml.
EnuHCTBEHUAT paioakTHBEH MeTa0oNHT B Tu1azmarta € A771726. To3u MeTabouT € OTTOBOPEH | 32
edexTuTe Ha TePIyHOMUS in Vivo.

AOGcopOuus

JlaHHU 3a eKCKpenusaTa oT npoyusate ¢ '*C mokassar, ue Haii-manko 82 10 95% or nosata ce
abcopOupa. Bpemero 3a nocturane Ha MakCHMMallHaTa TIa3MeHa KOHIeHTpalws Ha A771726 ¢ MHOTO
pasnnuHO: Mexay 1 u 24 vaca cien eqHokpatHo npueMane. JledayHoMua moxe 1a ce nmpuema
€IHOBPEMEHHO C XpaHa, Thi KaTO CTEeNeHTa Ha a0copOLus € CpaBHUMA Ha TJIaTHO ChbCTOSIHUE U CIIe]
xpanene. [Topaau U3BbHPENHO IBJITHS MOMYXUBOT Ha A771726 (0K0MO 2 CeAMUIH), TPU KITUHUYHUTE
MpOYYBaHUs € U3I0J3BaHa HaToBapBaia 103a oT 100 mg 3a 3 qau 3a M0-ObP30 JOCTUTaHE HA
cTarnrioHapHU HUBa Ha A771726. M3uncieno e, 4e 6e3 HaToBapBaila J103a 3a JJOCTUTAaHEeTO Ha
CTallMOHAPHU IIJIA3MEHU KOHIICHTPALIUH 1Ie ca HE0OXOIUMH TIOUTH JIBa Mecela npuioxenue. [1pn
MIPOYYBaHUS C MHOTOKPATHO NMPHJIOKEHHUE, IPH MALMEHTH C PEBMaTOUJIEH apTpuT,
(bapMakOKHMHETHYHHTE TTapaMeTpu Ha A771726 ca InHEWHY 3a JO30BUs Juana3zoH ot 5 1o 25 mg. [lpu
TE€3W MPOYYBAHUS, KIMHUYHUAT €eKT € IPSKO CBBbP3aH C Iula3MeHaTa KoHueHTpauus Ha A771726 u
Ha JTHeBHATa 71032 Ha jedayHomua. [Ipu no3a ot 20 mg/nHeBHO, CpeiHATA TUIa3MEHa KOHIICHTPAIIHS
Ha A771726 B cTalmoHapHO ChCTOsIHUE € TpubIm3uTeNHo 35 pg/ml. [Ipu craroHapHo ChCTOsSTHHE
TUTa3MEHHUTE HUBA ca 0K0JI0 33-35 MbTH MO-BUCOKH, CPABHEHH C TE3W MPY €ANHUYHA J034.
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Pasnpenenenue

B yoBemkara minazma A771726 ce cBbp3Ba EKCTEH3UBHO C poTenHuTe (andymunure). Hecebp3anara
yacT e okoo 0,62%. CebpaBaHeTo Ha A771726 ¢ muiazMeHus aIOYMUH € TIMHEHHO B pAMKHUTE Ha
TEpaneBTUYHUTE IIa3MEHU KOHIEHTpaluy. To € JIeko HaMaaeHo ¥ BapuabUIHO NPU HALlUEHTH C
PEBMATOUICH apTPUT WM XPOHUYHA ObOpEeUHa HEAOCTaThYHOCT. EKCTEeH3MBHOTO CBBp3BaHE HA
A771726 c npoTenHUTE MOXKE J]a TOBEIE 10 U3MECTBAHE Ha JIPYT'M €KCTEH3UBHO CBBP3aHU JIEKapCTBa.
[IpoyuBanus in vitro 3a B3aMMOJAEHCTBHE HA HUBO CBBP3BAaHE C IIJIa3MEHUTE NPOTEHHHU C BaphapuH B
KJIMHAYHO 3HaYMMHU KOHLCHTPALMH HE MMOKa3BaT B3auMoeiicTus. [lono6Hu npoyuBanus ¢
nbynpodeH u auknodeHak chIIo HEe MoKa3BaT u3MecTBaHe Ha A771726 OT MACTOTO My Ha CBBpP3BaHe,
JIOKaTo HecBbp3aHaTa (pakuus Ha A771726 ce yBenuuasa 2 10 3 IbTH NpU HANWYKME Ha TOIOyTaMUI.
AT771726 n3mectBa nOynpoden, AuKIopeHaK ¥ TOIOyTaMII, HO HECBbp3aHaTa (Ppakuus Ha Te3H
JIEKapCTBEHHU MPOJYKTH ce yBennuasa camo ¢ 10 1o 50%. Hsama qanHu 3a KTMHAYHO 3HAYEHUE HA TE3H
edextu. [lopagu 3HAUUTETHOTO CH CBBpP3BaHe ¢ Iu1azMeHuTe Oentbun A771726 uMa HUCHK 00eM Ha
pasmpenenenue (okono 11 aurpa). He e ycranoBeHO nipedepeHIIMATHO TTOeMaHe OT EPUTPOLIUTHUTE.

Buorpaucdhopmarus

Jlepmynomun ce metabonmuzupa q0 earH ocHOBeH (A771726) u MHOTO IpyTH BTOPOCTENIEHHH
MeTaboauTH, BkountenHo TFMA (4-tpudnyopomernnanunut). MetabonuTHaTa
onotpanchopmanms Ha nedayHomua 10 A771726 u nocneaBamust MetabonuzsM Ha A771726 He ce
KOHTPOJIMPA OT €JMHUHCTBEH €H3UM U C€ M3BBPIIBA KAKTO B MUKPO30MaJIHATA, TaKa M B IUTO30JTHATA
KIeThuHU Ppakiun. [I[poyuBanus 3a B3aUMOACHCTBHE C IMMETHANH (HECTIEUU(PHUCH HHXUOUTOP Ha
muroxpom P450) u pudamnuums (Hecenuduyuer nuroxpom P450 nHayKTOp) MOKa3BaT, 4e in vivo
CYP enzumMuTe ygacTBar B MeTa0oIM3Ma Ha JeQIyHOMHU CaMO B MaJKa CTEIIEH.

EnumMunupane

Emnvuaupanero Ha A771726 e 6aBHO U ce XapakTepu3upa ¢ KIMPBHHC OT mopsiabka Ha 31 ml/h.
EnuMUHAIMOHHMSAT TOJTY>KUBOT € OT MOpsiIbKa Ha 2 ceamuii. Crell IpuiloKeHne Ha Oessi3ana C
W30TOII 71032 JIEQITYHOMHU/I, PaJMOAKTHBHOCTTA CE OTAEIS €JHAKBO BHB (PeKAIMUTE, BEPOSTHO Upe3
eMMHUHUPAaHe C JXKIIbUKaTa, U B ypuHata. A771726 Moxe 1a ce OTKpue B ypHHATa U (DEKATUUTE 10
36 nHM ciel eAHOKpaTHO NpueMaHe. [ TaBHuTe MeTaboIMTH B ypUHATa ca TIFOKYPOHUIN Ha
nedryHoMu/ (TJ1aBHO B ipobuTte ot 0 10 24 yaca) ¥ OKCaHWIIOBO MPOu3BoAHO Ha A771726. Bbr
(exanuuTe ce oTKpuBa riiaBHO A771726.

YcTaHOBEHO €, ue Ipu Xopa MPUIIOKEHUETO Ha MepopaiHa CyCIIeH3HUs aKTUBEH BBIJICH Ha MpaxX WU
KOJIECTUPAMHH BOJIU 10 OBP30 U 3HAUUTEIHO YCKOPsIBaHE Ha eKcKkpenuaTa Ha A771726 u HamamnsBaHe
HAa TUTa3MEHUTE KOHIEeHTparuu (Bx. Touka 4.9). ToBa ce TbDKK Ha CTOMAITHO-YPEBEH MEXaHU3bM Ha
OTJICJISIHE W/WJIA Ha MPEKbCBAHE HA CHTEPO-XEMATAIHUS ITUKBIL.

Br0Opeuno yBpexaane

JlepmyHoMuy e mpuiiaraH Kato eJMHUYHA repopaiHa j1o3a ot 100 mg npu 3 nanueHTH Ha
XeMO/MaNu3a 1 3 MalueHTH Ha MPOABIDKUTENHA epuToneanta quanuza (CAPD).
®apmakoknHeTHKaTa Ha A771726 npu naumentr Ha CAPD u3rnexa cxoiHa ¢ Ta3H MpH 3paBU
no0poBoiu. [1o-06p30 enuMubupane Ha A771726 e HaOIOaBaHO MPH MALMEHTHTE HA
XEMOIUaIN3a, KOETO HE CE IBIDKH Ha EKCTPAKIIHS Ha JIEKAPCTBEHHS MTPOJAYKT B AHATU3aTa.

YepHoapoOHO VBpEKIaHe

Hsma nannu 3a nedeHne Ha NAMEHTH C YepHOAPOOHO yBpekaAaHe. AKTUBHHUAT MeTabonut A771726
CBBP3aH B rOJIsIMa CTEIEH C MPOTEHHUTE U CE SIMMHUHUPA Ype3 YepHOAPOOEH METa00IN3bM H KIIbUHA
cexpenus. Te3u mporecu MoXxe /1a ObJaT MOBIUSHU OT YePHOAPOOHA TUCHYHKITHS.
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IlenuaTpudHa momyJamnus

®dapmakokuHeTHKaTa Ha A771726 cnen nepopaiHo NpUIoKeHHE Ha JIe)TyHOMU]T € U3CIIeIBaHa Py
73 neauaTpUYHU MALMEHTH C TIOJUAPTUKYJIAPSH TUI FOBeHUICH peBMaTouzcH aptput (FOPA) Ha
BB3pacT oT 3 1o 17 rogunau. PesynraTure OT momynanroHeH papMaKOKHHETHYCH aHAIN3 Ha Te3H
MPOYYBaHUs MOKA3BaT, Y€ MeTUATPHUYHNUTE MTAIMEHTH ¢ TellecHO Teriio <40 kg umat HamasieHa
cuctemHa excrio3utus (u3mepena upe3 Cs) Ha A771726, moi0o0HO Ha BH3PACTHUTE MAIUCHTH C
peBMaToucH apTpuT (BXK. ToUKa 4.2).

Crapuecka Bb3pacT

dapMaKOKHHETHYHUTE TAaHHU MIPH JUIIA B CTapYecKa Bb3pacT (>65 roguHu) ca orpaHUYeHH, HO
ChOTBETCTBAT Ha (hapMaKOKWHETHKATA MPH IMO-MJIAJUTE Bh3PACTHHU.

5.3 IlpeakJUHUYHU TaHHH 32 0€30MACHOCT

JlepmyHoMuA, IpUIIOKEH NIEPOPATHO U MHTPANICPUTOHEATIHO € N3CJICABAH B IIPOYUBAHUSA 32 OCTPa
TOKCHYHOCT MIPY MHIIKH U TUTbX0Be. [IpoyuBaHHs P MHOTOKPATHO MEPOPATHO MPHUIIOKECHUE Ha
Jie(hTyHOMU]T TIPY MHIIKY 32 TIEPUOJT OT 3 Mecella, IUIbXOBE M KydeTa 1o 6 Mecela U MaiiMyHH J10

1 Mecen mOKa3Bart, ye IVIABHUTE TAPT€THU OPraHy 32 TOKCUYHO yBPEKIaHE ca KOCTHHUS MO3bK, KPbBTa,
racTPOMHTECTUHAIHUS TPAKT, KOXKaTa, JajlaKa, TAMyca U TuMQHuTe Bh3nu. [ 1aBHUTE ekt ca
aHeMus, JICBKOTICHHS, HaMaieH Opoil Ha TPOMOOIIMTHTE U MTAHMHEJIONATHs U 0TPa3siBaT OCHOBHUS
MEXaHU3bM Ha JIEHCTBHE Ha BeIIecTBOTO (moTuckane Ha cuHTe3ata Ha JIHK). [Tpu mrepxoBe u kydeTa
ca Hamepenu Tenma Ha Heinz w/mmu Howell-Jolly. [Ipyrurte edexty, ycTaHOBEHH BEPXY CHPIIETO,
YepHHs AP00, KOPHEATA M PECITUPATOPHHUS TPAKT OMXa MOTIIH J1a e OOSICHST C MH(EKIMH BCIIEACTBUE
Ha UMYyHOCynpecusaTa. TOKCHYHOCT MPH KUBOTHUTE € YCTAHOBEHA IPH 03H, €eKBUBAJICHTHHU HA
TEpaneBTUYHUTE JO3H IIPHU XOpa.

Jlepnmynomun He e myTareHeH. Bropoctenennust Metabonut TFMA (4-TpudryopoMeTHITaHUIINH )
NPEIU3BUKBA KJIACTOTCHHOCT M TOYKOBH MYTAILUH A Vitro, KaToO JIUIICBAT JOCTAaTh4YHO JaHHU AJIU TOH
MOXKe Jja IPEeIU3BUKA TO3H €QEKT in Vivo.

IIpu npoyuBaHe 3a KAPUUHOTCHHOCT NMPH IUTBXO0BE, JIEIyHOMH/I HE € IT0Ka3aJl KapLUHOTEHEH
noreHuuan. [Ipu npoyyBane 3a KapIIUHOT€HHOCT IIPY MULIKH € Ha0JIl0JaBaHa I0-BUCOKA YeCTOTa Ha
37I0Ka4ecTBEH JUM(OM MPU MBXKKHUTE B Ipylara Ha Hali-BHCOKA J103a, Hal-BEPOSTHO JBIDKAIL ce Ha
UMyHOCYyNpecuBHUS eeKT Ha JeduryHOMUI. [IpH )KEHCKU MUTIKH € HaOJI0aBaHo J0303aBHCUMO
yBeJIMYEHHE Ha YecToTaTa Ha OPOHXHUOJI0-aJIBEOJIAPHHU aJICHOMH U KapLIUHOMH Ha Oenust 1poo.
3HaYEHUETO Ha Te3W HAXOJKH NP MUIIKH 32 KIMHIUYHATA yIoTpeda Ha JedayHOMuUI He e
YCTaHOBEHO.

JlepmyHoMua HIMa aHTUTCHHHU CBOMCTBA MPH KUBOTHHCKU MOJEIIH.

JlepmyHoMu € eMOPHOTOKCHYCH U TEPATOTCHEH MPH TUTbXOBE U 3aiIIM B pAMKHTE Ha
TEpaneBTUYHNTE JO3H IPU XOpa U NPUUMHSIBA HEXKEIaHU PEAKIIMU BbPXY MBKKUTE PEIPOAYKTHBHU
OpraHH MPH MPOYYBAHUSITA 32 TOKCUYHOCT MPH MHOTOKPATHO NpriiokeHne. PepTUIINTETHT HE €
HaMaJeH.

6. DOAPMAIIEBTUYHHU JAHHU
6.1 Choucnbk Ha NIOMOIIHHUTE BelIECTBA

Tabremno a0po:

IlapeBuuHO HULIECTE

IToBumon (E1201)

Kpocnosuion (E1202)

Cunuiues TMOKCHI, KOJIOUAEH 0€3B0IeH
Marnesues creapat (E470b)
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JlakTo3a MOHOXUApPAT

Dunmoeo nokpumue.

Tank (E553b)

Xumpomenosa (E464)

Turtanues auokcua (E171)

Makporon 8000

6.2 HecbBMecTUMOCTH

Henpunoxumo

6.3 Cpok Ha roaHOCT

3 rouHM.

6.4 Crhenuajanm ycaoBHs HA CbXpaHeHHe

biucrep:  /la ce cbXpaHsiBa B OpUTMHAJIHATA OIAKOBKA.
byrunka:  CwxpansBaiiTe OyTHiKara IUTBTHO 3aTBOPEHA.
6.5 Buau chabpikaHue Ha OMAKOBKATA

bnucrep:  Anymunwuii/anymunueB Onuctep. Onakosku: 30 u 100 punmupanu TaOieTKy.

Bbyrunka: 100 ml HDPE 6yTtunka ¢ mmpoko Iepito, ¢ Kanadka Ha BUHT C BIPaJeH KOHTEHHEp 3a
n3cymasane, chabpxaiia 30 wiu 100 punMupanu TabaeTKH.

He Bcuuky BHoBe OMaKOBKU MOTar j1a ObJar IMyCHATH B IIPOJaxoa.
6.6 CrnenuajaHu NpeanasHu MepKHU NP U3XBHPJIsiHe H padoTa

Hsama CIIeliMaJIHA U3UCKBAHUS 34 U3XBbPJIAHEC.

7. MNPUTEXATEJ HA PASPELIEHUETO 3A YIIOTPEBA

Zentiva k.s.

U kabelovny 130

102 37 Prague 10

Yemika permy0iuka

8. HOMEP(A) HA PASPEIIEHHUETO 3A YIIOTPEGA

EU/1/09/604/001-004

9. JATA HA ITbPBO PASPEIIABAHE/ITIOJTHOBSABAHE HA PA3ZPEIIEHUETO 3A
YIHOTPEBA

Jlata Ha mepBO pazpemanane: 08 sayapu 2010 .
Jara Ha mocnenHo nmonHoBsiBaHe: 19 HoemBpu 2014 .
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10. [JATA HA AKTYAJIMBUPAHE HA TEKCTA

[MoapoOHa uHpopManus 3a TO3H JIEKapCTBEH MPOAYKT € MpeJocTaBeHa Ha yebcaiita Ha EBpomnelickaTa
areHITs 110 JeKapcTBaTa https://www.ema.europa.eu/.
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1. HUME HA JIEKAPCTBEHMA TPOAYKT

Leflunomide Zentiva 20 mg ¢unmupann TabieTku

2. KAYECTBEH U KOJIMYECTBEH CbCTAB
Bceska Tabnerka cpabpika 20 mg nedaynomu (leflunomide).

TlomoliiHM BeNIecTBa ¢ U3BECTHO JICUCTBUE
Bcesika Tabnerka cpabppika 72 mg J1aKTO3a MOHOXHIPAT.

3a IIBJIHUSA CHUCHK Ha IIOMOIIHHUTEC BCUICCTBA BHXXTEC TOYKaA 6.1.

3. JIEKAPCTBEHA ®OPMA
Ounmupana Tabnerka

JKbnTennkaBa 10 oxpa, TpUBIBIHA QUIMHpaHa TabneTka, ¢ otnedarano ZBO ot ennara crpana.

4. KJIMHUYHU JAHHU
4.1 TepaneBTHYHHU MOKA3AHUS

JlepmyHoMuz e moka3aH 3a JIedYeHHE Ha Bb3PACTHH MMALlUCHTH C:

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

CKOpOIITHO W €THOBPEMEHHO JIEUEHHUE C XeIaTOTOKCHYHN Win XematoTokcnayan BMAJIC (nHarp.
METOTpPEKCaT) MOKe J1a JOBEJIE 10 YBEIUMYCH PUCK OT CEPUO3HU HEXEIIAHU PEAKITUH; CIICIOBATEITHO,
MIPeJIv 3aII0YBaHE Ha JICUCHUETO C JIe(IyHOMUI, TpsIOBA BHUMATEIHO Ja Ce€ MPEICHH ChOTHOILIEHUETO
T0JI3a/PUCK.

Herio noseue, cmsinaTa oT jgeduryHoMu Ha apyro BMAJIC Oe3 cria3BaHe Ha O4KCTBaIaTa nporeaypa
(BX. TouKa 4.4), MOXe J1a YBEIMYU PUCKA OT CEPHO3HU HEXKEINaH! PEaKIUU JOPH JBJITO BpeMe Clie]
CMsHATA.

4.2 I[o:mpomca U HAYUH HA MPUWITOKEHUE

JleuenueTo TpsOBa Aa ce 3all0YHE U CIEeIU OT CHELMAIIUCTH C OIIUT B JICYEHUETO HA PEBMATOUICH
ApPTPUT U IICOPUATUYEH aPTPHUT.

EnnoBpemeHHO TpsiOBa Aa ce onpenenar alanuH amuHoTpaHcdepaszara (AJIAT) nnu cepymHara
riyramat-nupysart tpancgepasa (CI'TIT) u mbiiHa KpbBHA KapTHHA, BKIFOYUTEIHO JH(EepeHIINATHO
OpoeHe Ha OeIrTe KPhbBHH KIETKH U OpOsi Ha TPOMOOIIMTHTE, a MOCJIE 1a Ce M3CJIEABAT ChC ChIIlaTa
YeCTOTa:

. MpeIy 3ar0YBaHe Ha JIe(IyHOMUI,
. BEJHBK Ha JIBE CEIMUIIMU MPe3 IbPBUTE 6 Mecela OT JICUSHUETO, U
° BEJIHHX HAa BCEKU 8 CEIMUIIA CJIeNT TOBA (BXK. Touka 4.4).
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o [Ipu peBMaTOMICH apTPUT: TepanuATa c JedIyHOMU] OOMKHOBEHO 3a09YBa ¢ HaTOBapBala
no3a ot 100 mg enuH mbT HEBHO B MPObIDKeHKE Ha 3 nHU. [IpomyckaHeTo Ha HaTOBapBaIara
J103a MOXKE J]a HaMaJIi PUCKa OT He)KEJIaH! ChbOUTHSI (BXK. Touka 5.1).
[Ipenoppuntennara nmoaapprxkama mo3a € 10 mg go 20 mg nedryHOMU €UH BT JTHEBHO, B
3aBUCUMOCT OT TEKeCTTa (aKTUBHOCTTA) Ha 3a00IsIBAHETO.

o [Tpu ncopuaTuyeH apTpuT: TepanusTa ¢ JedIyHOMua 3ano4Ba ¢ HaToBapBamia 103a ot 100 mg
€IMH BT JTHEBHO B MPOABJDKCHUE HA 3 THU.

[IpenopruntenHara norspikaiia go3a ¢ 20 mg nedIyHOMU] €IMH BT JHEBHO (BXK.
Touka 5.1).

TepaneBTHIHIAT ehekT OOMKHOBEHO 3aImo4Ba ciieq 4 10 6 CEAMHUIN U MOXKE TOIIBJIHUTETHO Ja Ce
nmoto0pu 3a nepuoj oT 4 10 6 Mecera.

He ce mpenoppuBa nmpoMsiHa Ha 703aTa PH MAUEHTH C JeKa ObOpedHa HeT0CTaThYHOCT.

He ce u3nckBa mpoMsHa Ha g03aTa MpU NAIUEHTH HAll 65-TOIUIITHA Bb3PACT.

Ileouampuuna nonynayus

Leflunomide Zentiva He ce nmpenopbyBa 3a yrnorpeda npy NalMeHTH Ha Bb3pacT 1moa 18 roauHu, Thid
KaTo epuKkacHOCTTa 1 6€30MacHOCTTA IpH IoBeHUIIeH peBMaTouaeH apTput (FOPA) He ca ycraHOBeHH

(Bx. Toukm 5.1 1 5.2).

Hauwnn »Ha npuioxkeHue

Tabnetkute Leflunomide Zentiva ca 3a nepopaiHo npuiiokeHue. TadneTkuTe TpsSOBa a ¢e MOTIbIIAT
eI ¢ JOCTaThYHO KOMUUeCcTBO TeuHOCT. CTerneHTa Ha abcopOuus Ha JieIyHOMH/] HE CE TOBIIHSIBA,
aKo ce MmpHeMa ¢ XpaHa.

4.3 IIporuBomoka3zaHus
o CBpBXUYBCTBHTEITHOCT (OCOOCHO TpEAIIECTBAI CHHIIPOM Ha Stevens-Johnson, TokcnaHa

enyjaepMaliHa HeKpoJinu3a, eputemMa MylnTudhopMe) KbM aKTUBHOTO BEIIECTBO, KbM TJIaBHUS
aKTHUBEH MeTa0OJUT TepH(DIyHOMUI WK KbM HSIKOE OT IIOMOITHHUTE BEIeCTBa, H30POCHU B

Touka 6.1.
. [NarmenTtu ¢ yBpeaeHa 4epHOAPOOHA (hYHKIIHS.
. [MaumenTH ¢ TeXKH UMYHOJAePUINTHU cheTosiHMSL, Harp. CITHH.
. [TateHTH ChC 3HAUNTENTHO YBpeAeHa (GYHKLMUS Ha KOCTHUSA MO3BK MJIN TE€XKKa aHEMHS,

JICBKOTICHHS, HEYTPOTICHHS MIIK TPOMOOIIMTOTICHUSI, TOPAI IPUIHHH, Pa3IMYHU OT
PEBMATOUECH WU IICOPUATHUEH apTPHUT.

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 IIPU Ta3u Irpylia nmauvuCHTH.

. [TanmeHTH € TEXKa XUIIONPOTEUHEMUS, HATIP. TIPH HE(POTHIEH CHHIIPOM.

L BpeMeHHI/I JKCHU HJIU )KCHU C ACTCPOACH MMOTCHIIMAJI, KOUTO HC M3IOJI3BAT MMOAXOAA11Ia
KOHTpAaNCIus 1o BpeME Ha JICHEHUCTO C Heq)HyHOMI/I)I n CJIC TOBA JOKATO INIa3MCHUTC HHUBA
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Ha akTUBHM MeTabouT ca Hax 0,02 mg/l (Bxk. Touka 4.6). [Ipenu 3amouBaHe Ha JICUCHUETO C
nedyHOMHUT TpsiOBa 11a ce M3KITI0YH OPEMEHHOCT.

. Kbpmemu sxenn (Bx. Touka 4.6).
4.4 ChneuuajHu npexynpe:kaeHUs U Mpeana3Hu MePKH MpU ynorpeda

EnHoBpeMEeHHOTO MPHIIOKEHNE Ha XEMATOTOKCHYHN WK XeMaToTokcmaan BMAJIC (marmp.
METOTpEKCaT) He ce MPernopbyBa.

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

4 cegmuny. Morart 1a Bb3HUKHAT CEPUO3HU HEXKEJIaHU PEeaKLuH (HaIp. XeNaTOTOKCHYHOCT,
XeMAaTOTOKCHYHOCT, MJTH aJlePTUYHHU PEakly, BXK. MO-J0IY), JOPH aKO JICYEHUETO C JICIyHOMHT €
ouno cnpsiHo. Crie1oBaTeNHoO, KOraTo Bb3HUKHE M0100Ha TOKCHYHOCT WIIM aKO TOPajJy HAKAKBa JApyra
npuunHa A771726 tpsiOBa a ce oTcTpaHu OBP30 OT OpraHmM3Ma, TpsOBa Jia ce cra3Ba OYHCTBAIATa
npouenypa. IIpoueaypara Moxe 1a ce MOBTOPH, aKO € KIMHUYIHO HE00XO0ANUMO.

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

YepHoapoOHH peakInu

Penku cirydan Ha TEXKO 4epHOAPOOHO yBpexkJIaHe, BKIIOUUTEIIHO ClIydau ¢ GaTajeH U3Xo[ ca O1iIu
cboOIIaBaHU 110 BpeMe Ha JieueHHeTo c¢ jedurynoMus. [ToBeueTo ot ciryyante ca Bb3HUKHAIM IIpe3
IBPBUTE 6 Mecella Ha JIeYeHHETo. YecTo e Hauie ChIIbTCTBALLA TEPAIHs ¢ APYTHU XENaTOTOKCUYHH
JIEKapCTBEHU MPOAYKTU. BaxXHO € #a ce cieaBaT TOYHO MPENOPBKUTE 3a IIPOCIIEASBAHE.

Tpso6sa na ce ompenemu AJIAT (CI'TIT) nmpenu 3amouBane Ha 1eIyHOMUI, a TTOCIHIE Aa C€ U3CIIeBa
ChC ChII[aTa YeCTOTa KaTo ITbJIHATA KPbBHA KapTHHA (Ha BCEKH JIBE CEAMUIIN) IIPE3 IIbPBUTE ILECT
Mecella OT JIYSHUETO, a ClIe]] TOBA BEIHbX Ha BCEKU 8 CEMUIIHU.

ITpu yBennuenune Ha AJIAT (CI'TIT) ot 2 no 3 mbTH Hag ropHaTa rpaHHLia HA HOpMaTa, MOXe Jia ce
o0chau HamansiBane Ha jqo3ata oT 20 mg Ha 10 mg, kaTo TpsOBa Aa ObAE MPOBEICHO EKECEIMHUIHO
Haomonenne. Axo yennueHnero Ha AJIAT (CI'TIT) e 2 mbTu Hag HOpMaTa U IEPCUCTHUPA, WIIN
YBEJIMYEHHUETO € TI0BeYE OT 3 IbTH HaJl HOpMaTa, IpUEeMaHeTo Ha JiedyHOMH] TpsiOBa ce
NpeyCcTaHOBH U Ja ce IPEeMUHE KbM OuMCTBallara npoueaypa. [Ipenoppusa ce npoabirkaBaHe Ha
MOHHMTOPHUPAHETO Ha YEPHOAPOOHHUTE CH3UMHU CIIe]l IPEYCTaHOBSIBAHE HA JICUSHUETO C Je(IyHOMUA 10
HOpPMaJIM3UpaHe Ha EH3UMHUTE HUBA.

[Topanu BE3MOKHOCTTA 32 JIOMBJIHUTEITHH XEMAaTOTOKCHYHH e(heKTH, Ce MpernopbuBa ynotpedara Ha
AJIKOXOJI JIa Ce N30srBa 1Mo BpeMe Ha JICUYCHUETO C JIe()IyHOMUI.

Tl KaTO aKTUBHUAT METa0ONUT Ha JiedryHOMUI, A771726, ce cBbp3Ba B TOJIsIMa CTETIEH C
MPOTEHHUTE U C€ eIMMUHHPA Ype3 YePHOIAPOOEeH MeTab0IN3bM U JKITbYHA CEKpEIUs, MIIa3MEHUTE
HuBa Ha A771726 ce ouakBa 1a ObAAT MOBUILEHH IIPY MALMEHTH ¢ XumonpoTenHemus. Leflunomide
Zentiva e IPOTUBOIOKA3aH MPH MALMEHTH C TeXKa XUIIONPOTEMHEMUSI WM yBpelieHa (yHKIUS Ha
yepHus apo0 (Bx. Touka 4.3).

XeMaToJIOTHYHHU PCAKIINN

Ennospemenno ¢ AJIAT, Tps6Ba a ce HanpaBy IbJIHA KPbBHA KapPTHHA, BKITFOUYHUTEITHO
IuQepeHnnaiHo OpoeHe Ha OenTe KPbBHU KJIETKH U TPOMOOLIMTUTE, TIPEAX 3all04YBaHE Ha JICUEHUETO
¢ nedIIyHOMHI, KAKTO U BEIHDBK Ha JBE CEIMHUIIM Npe3 IbpPBUTE 6 Mecela OT JICUCHHUETO U BEAHBK Ha
BCEKU 8 CeIMMILIU CIIe]| TOBA.

HpI/I MalMEeHTH C IMpeAIIeCTBaIla aHEMU, JICBKOIICHU A H/UIH TpOM6OI_II/ITOHeHI/I$I, a Taka CbILIO U IIPpU
IManreHTHU C YBpEACHA q)YHKHI/IH Ha KOCTHHUA MO3BK WUJIU IIPU TaKKWBa C PUCK OT IIOTUCKAHE HA KOCTHUA
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MO3BK, PUCKBT OT XEMATOJIIOTHYHH HAPYIICHHS € YBEIMYeH. AKO Bhb3HUKHAT TaKKBa e(heKTH, TPSOBA
Jla ce B3eMe MPEeABH OUMCTBaHE (BK. MTO-I0JTY) 3a HaMaJsIBaHEe Ha TUIAa3MeHUTE HUBa Ha A771726.

B cirydaii Ha TeXKH XeMaTOJIOTHYHH PeakLuy, BKIIOUNTeIHO manuuronenus, Leflunomide Zentiva n
BCSIKA €THOBPEMEHHA MHUEJIOCYIIPECUBHA Tepalus TPAOBa Ja ce CIIpe U Ja ce 3all04He O4NCTBAalla

Mporeaypa ot JeQIyHOMHUI.

KomOunnanms ¢ apyru jeueHust

Ynorpebara Ha AeIITyHOMUI C aHTUMAJIAPUIHY MIPENapaTH, U3MOJI3BaHN IPU PEBMATHYHH
3a00JIsIBaHus (HAIP. XJIOPOKBUH M XUIPOKUCXJIOPOKBHH ), HHTPAMYCKYJTHO WJIH MIEPOPATTHO 371aTO,
D-nennnunamuH, a3aTHONIPHUH U APYTH UIMYHOCYIIPECUBHU CPEACTBA, BKIIOYHTEITHO HHXUOUTOPH Ha
TyMOp-HEKpoTu3upail pakrop-anda, 10 MOMEHTA HE € JOCTAThYHO MU3CJIC/IBaHA B PaHIOMU3UPAHH
U3MUTBAHUS (C U3KIIOYCHUE HA METOTPEKCAT, BXK. ToUKa 4.5). PUCKBT, CBBpP3aH C KOMOMHHPAHOTO
JiedeHne, 0COOEHO TIPY IPOABIDKUTEITHO JIEUeHHE, HE € U3BECTeH. 1hi KaTo TaKoBa JIeYEHHE MOXKE Ja
JTOBeJIe 10 HaTPyIIBaIla Ce MM JIOPH 0 CHHEPTHYHAa TOKCUIHOCT (Harp. XenaTo-miu
XEMaTOTOKCUYHOCT), kKoMOuHarusta ¢ apyro BMAJIC (Hamp. METOTpeKcar) He € IpernophbUruTeITHA.

EnHoBpeMeHHOTO MpUIIOKeHHE Ha TePpUPIIyHOMH] ¢ JTehIyHOMU/ HE Ce MPEnopbuBa, Thii KaTo
nedIyHOMU] € U3XOITHOTO ChbeMHEHNE Ha TePUITYHOMH/.

IIpeMuHaBane KM IPYIO JICUCHUE

Toit kaTo nedTyHOMH]] C€ 3abpKa IBITO B OPraHu3Ma, IpeMUHaBaHeTo KpM Jpyro BMAJIC (mamp.
METOTpeKcaT) 0e3 U3BBPIIIBAHE HA OYMCTBAIATA MPOIeaypa (BXK. MO-J0Iy) MOXKE Jia 3aCHIIN
BB3MOXHOCTTA OT JOIIBJIHUTEIHN PUCKOBE IOPH IBJT0 BpeMe ClIe CMsIHaTa (KHHETUYHO
B3aUMOJIEHCTBUE, OPraHHA TOKCUYHOCT).

Io chIMs HaYKMH, CKOPOIITHO JICUYSHUE C XCMATOTOKCUYHHU HJIM XEMaTOTOKCHUYHH JICKAPCTBCHH
MPOAYKTH (HAIp. METOTPEKCAT) MOKE /1a JOBEJIE /IO YBEIMYCHH HEKeTIaH! PEaKIie; CIeI0BaTEeIHO,
MIpeIv 3aII0YBaHE Ha JICUSHUETO C Je(IIyHOMUI, TpSIOBAa BHUMATETHO Ja Ce€ MPEIEeHH ChOTHOIEHUETO
T0JI133/PHUCK U C€ TPENophyuBa CTPUKTHO MPOCIICIsABaHe B HaYaJIHATa (pa3a ciea cMsHara.

KoxHu peaknuu

B cityuaii Ha yniepo3eH CTOMaTuT, MPUIOKEHUETO Ha JeIIyHOMHU TPsiOBa Jla ce MPEeyCTaHOBH.

MHoro penky ciiydan Ha CHHIIPOM Ha Stevens-Johnson WM TOKCHYHA eNHJiepMaliHa HEKPOJIN3a 1
JISKapCTBEHA peakius ¢ eo3uHoduins u cuctemuu cumntomu (DRESS) ca cro0maBanu npu
MaIMeHTH, JIeKyBaHu ¢ jedayHoMua. Korato ce HaOMOAaBaT KOXKHH W/WITH MyKO3HU MPOMEHH, KOUTO
MOPaKAAT MO03PEHUE 33 TaKKBa TeKKHU peakiun, Leflunomide Zentiva u Besika Apyra Bh3MOXKHO
CBBbp3aHa Tepamnsi TpAOBa Jja ce MPEYCTaHOBHU U Jia Ce 3arovHe He3a0aBHO OUMCTBAIIATa Mpoleaypa oT
nedayHomu. B TakuBa ciiyyau € He0OXOAMMO MTBJIHO OYHCTBaHEe. B TakuBa ciy4yan MOBTOPHOTO
nprueMane Ha JieIyHOMUJT € MPOTHUBONOKa3aHo (BXK. Touka 4.3).

Vma choOIieHns 3a MyCcTyJI03€H MICOPUA3KC 1 BIIOIIABAHE HA TICOPUA3KC ClIe]] yoTpeda Ha
nedaynomua. Moxe 1a ce 0OMHUCITH MPEyCTAHOBSBAHE HA JICYEHUETO, KATO CE B3EMAT MPEBH/T
3a00JIIBAHETO Ha MAI[MEeHTa U aHaAMHe3aTa.

[Ipu manmeHTH MO BpeMe Ha Teparus ¢ JeIIyHOMHU] MOTaT Ja Ce TOSBIT KOXKHU 53BH. AKO HMa
ChMHEHHE 32 KOJKHA 513Ba, CBbP3aHa C JISIYHOMU] HITH aKO KOKHUTE SI3BU TIEPCUCTHPAT BHIIPEKU
MOJIXOJIAIIIAaTa TEPaIHsi, TPsOBa J1a ce 0OMUCIH ITPeKpaTsBaHe Ha JICYEHUETO ¢ 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 JeIyHOMU IPH MAMEHTH MOKE a ce HaOIr0/1aBa TPYAHO 3a3/]paBsiBaHe
Ha paHu cliej onepanus. 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 OYMCTBAIA MPOLEaypa,
KaKTO € OMMCAHO MMo-101y. B cioyyail Ha mpekbCcBaHe PENIeHNeTo 32 Bhb30OHOBSBAHE HA JIEUEHUETO C
nedryHOMU] TPSIOBA J1a Ce OCHOBaBa Ha KIIMHUYHATA MPEIICHKA 32 aJICKBATHO 3a3/[paBsiBaHE 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 qa ObJaT Mo-TeXKH 10 eCTECTBO U CIEI0BATEIHO A2 U3UCKBAT PAHHO
Y CHEepruyHO JieueHue. B cinyyaii, ue Bb3HUKHE TeXKKa HEKOHTPOJIMpyeMa HH(EKLIUS, MOXKe J1a €
HEO0XOIUMO J1a c€ IIPEKbCHE JICUEHHETO C JIeQIIyHOMU 1 1a CE 3all0YHE OYMCTBAILA IIPOoLEeaypa,
KaKTO € OIMCAHO M0-/10J1y.

Cpo0maBanu ca peJKy Cilydau Ha porpecuBHa Myitudokaraa geskoernnedatonatus (PML) mpu
MAIMEHTH, TIPUEMAIIIH JIEQITYHOMHU] 32¢THO C JPYTH HMYHOCYTIPECOPH.

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

,»JJaTeHTHA"’) TyOepKyI03a, ChIIaCHO JIOKAIHUTE MPENopbKU. ToBa MOXKe /1a BKIIFOUBA METUIIMHCKA
aHaMHe3a, Bb3MOXKEH MPEIIeCcTBaIl KOHTAKT C TYOCPKYJI03a W/HITH MTOIXOAS1] CKPHHUHT, KaTo
Hanpumep peHTreHorpadus Ha Oenute qpoOoBe, TYOEPKYIMHOB TECT W/HIN HHTEPPEpPOH-TaMa TeCT,
KaKTO € IpriIokuMo. Ha npeanucpamuTe ekapy TpsOBa /1a ce HallOMHS 32 PHCKa OT (haJIIIuBO
OTPHLIATEITHH PE3YNITATH OT TYOCPKYJIMHOBHS KOXKEH TECT, 0COOCHO MPH MAIIMEHTH, KOUTO Ca TEXKKO
0osiHM W HMyHOKOMIpoMeTupaHu. [lanueHTuTe ¢ aHamHe3a 3a TyOepKyno3a TpsiOBa z1a ce
HpoCiIeAsBaT BHUMATEIHO NOPaaN Bb3MOXKHOCTTA 32 peaKTHBHpaHe Ha MH(EKIHATA.

PecnmpaTopHu peakiuu

CrobmraBa ce 3a HHTepCTUIHATHA OeoapoOHa 00JIeCT, KaKTO M PeAKH ciaydan Ha O6emoapoOHa
XHIIEPTOHUS B OETOAPOOHH HOIYJIH M0 BpeMe Ha JieueHue ¢ JeduryHoMu (Bx. Touka 4.8). PUCKBT OT
HACTBIIBAHETO HA MHTEPCTHUIIMAIHA 0€J10/IpoOHa 0oJiecT U 0e10poOHa XUIIEPTOHMS MOXKE Ja ObJie
HOBUIICH TIPH MAIMEHTH C aHaMHe3a 3a MHTepCTHIMaIHa OesoqpooHa Oonect. MHTEpcTHIIMAHATA
OeopoOHa OoJiecT € MOTEHIMAIHO (aTaTHO HapyIIeHHe, KOETO MOKE Ja Bb3HUKHE OCTPO 110 BpeMe
Ha TepanusTa. benoapoOHUTe CHMIITOMH, KaTo KallUTUIIA U 33/1yX, MOTaT 1a ObJaT MpU4nHa 3a
NpEYCTaHOBSBaHE Ha JICYCHUETO U MOIXO/ISIIO ITOCIIE/IBAIIO U3CIIE/IBAHE.

[lepudepna HEBponaTus

ITpu nanumenTy, noayyasany JedIyHOMUA ca ChOOIIEHU Cllyyan Ha reprudepHa HeBponaTusl.
[ToBeueTo manMeHTH ca ce Moo0PHIIU Clie/ IpeKkpaTaBaHe Ha edayrHomua. Habmonasa ce obaue
HIMPOKa BApUaOWIIHOCT 110 OTHOILICHHE Ha KPAWHHUS U3XO/, T.€. IPH HAKOW MalMeHTH HeBPOIIaTHSATA €
OT3BYy4aJa, a HAKOM NAllMEHTH ca MMAaJM NepCUcTUpany cumnroMu. Be3pact Hag 60 roaunuy,
CBITBTCTBAIIY HEBPOTOKCUYHU JIEKAPCTBa 1 AXabeT MoraT Jia MOBHIIAT PUCKa OT nepudepHa
HeBpomaTHus. AKo NmanueHT, koiro npuema Leflunomide Zentiva pa3sue nepudepHa HeBpomaTHs,
TpsiOBa J1a ce o0chaM npekpatsiBane Ha JedenneTo ¢ Leflunomide Zentiva u npoBexaane Ha
npoleaypa 3a eTUMUHUPAHE Ha JICKAPCTBEHUS IPOAYKT (BXK. Touka 4.4).

Konut
HpI/I HaHI/IeHTI/ITe, J'ICKYBaHI/I C JIC(i)IIYHOMI/IZI, (& C’[)06H_IeHO 3a KO.]'II/IT, BKJIIOUYUTCIIHO MI/IKpOCKOHI/IT-IeH

koynT. [lanmenTrTe Ha JIeveHue ¢ IeQIIyHOMH]T, TPU KOUTO BH3HUKBA HEOOSICHUMA XPOHUYHA THapUs,
TpsiOBa J1a ObAT MOJUIOKEHH Ha MOIXOAALIN JUArHOCTUYHH MPOLEAYPH.
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KpbBHO Hansrane

Kp’I)BHOTO HaJIsAraHne Tpi[6Ba Ja C€ U3MCPU Ipeau HA4YaJIOTO Ha JICUCHUECTO C J'Ie(bJ'IYHOMI/II[ u
MEpUOANYIHO CJIEA TOBA.

Bo3npon3Boactso (IpenopbKu KbM MEBKETE)

MmBbxeTe HarueHTH TPSAOoBa 1a ObAaT HAICHO 32 BE3MOXKHA MEANHPAHa OT MBXa (eTaTHa TOKCHIHOCT.
TpsOBa ma 6b/1e OCUTYpEHA CHINO MOIXOAIIA KOHTPAIIECTIIINS IO BpeMe Ha JICUSHHETO C JIe(pITyHOMHUI.

Hsima TouHu naHHu 3a pricka OT MeJUHpaHaTa oT MbxkKa (peranHa TokcudHocT. [IpoyuBanust mpu
JKUBOTHH 32 OLICHKA Ha TO3M crenu(u4eH puck obade, He ca MPOBEXJAHU. 3a HaMaJIsIBaHEe Ha BCEKU
BB3MOXEH PHUCK, MBXKETE JKellaely 1a ObaaT Oainy, TpsOBa Aa B3eMaT MPEABH]l IPEYCTaHOBSIBaHE Ha
ynoTpebata Ha JeQIyHOMU U 1a IpUeMaT KojecTupamuH 8 g 3 mbTu nHeBHO 3a 11 auum umm 50 g
aKTHBEH BBIJICH Ha Tpax 4 IbTH JHEBHO 3a 11 mHU.

W B nBara cirydas ria3MeHaTa KOHIIGHTpalus Ha A771726 Toraa TpsiOBa J1a c€ U3MEPH 32 MPHB IIBT.
Crnen ToBa ma3meHara KoHIeHTpanus Ha A771726 TpsOBa 1a ce onpenear OTHOBO Clie HHTepBal OT
none 14 nau. Ao nBeTe mia3MeHn KoHIeHTpanwu ca nof 0,02 mg/l u cien mepuo, Ha N34aKBaHe
Haif-Masko oT 3 Mecena, pUCKbT OT (peTaiHa TOKCHYHOCT € MHOTO HUCHK.

OuncTBana mponeaypa

Konectupamun B 103a 8 g ce npuiara 3 mbTH AHEBHO. ANTepHATHBHO, 50 g aKTUBEH BBIVIEH Ha Mpax
MOXe J]a c€ MPHIOKH 4 MbTU AHEBHO. [IpoabIKUTENHOCTTA HA ISTTIOCTHOTO OYMCTBAaHE OOMKHOBEHO €
11 nuu. [IpoabkUTENHOCTTa MOXKE Jja €€ MPOMEHHU B 3aBUCUMOCT OT KIIMHUYHHUTE UJIH J1a00paTOpHU
IIOKA3aTeINH.

JlakTo3a

Leflunomide Zentiva cpappxa nakTo3a. [lanmenTu ¢ penku HacaeACTBEHN IPoOIeMH Ha
HEMOHOCHUMOCT KbM TallakTo3a, MMBJICH JIAKTa3eH Ae(HUIUT UK MITFOKO30-TaIaKTO3HA MaiabcopOoIus He
TpsiOBa Jia MpreMaT TOBA JIEKAPCTBO.

BiusHue BEPXY ONpe/ieNiTHeTO Ha HUBaTa Ha HOHM3MPAH KaJIWi

BB3M0kHO € n3MepBaHeTO Ha HUBAaTa HA HOHU3MPAH KM J1a MOKaXe (alInBo NOHIKEHN
CTOWHOCTH TIPH JIeUeHUE C JIe(ITYHOMUT W/ WK Tepru(IyHOMH/] (AKTUBHUAT METa0OIUT Ha
neIIyHOMHUT) B 3aBUCHMOCT OT BHA Ha M3IIOJI3BAHMS aHAJTM3aTOP HA HOHU3UPAH KM (Hamp.
KPBBHO-Ta30B aHaiu3arop). [lopaau ToBa Mpu ManueHTHTe, JeKYBaHH C JIITyHOMH/ HITH
TepuIIyHOMUII, € HEOOXOMMO J]a ce POBEPH JOCTOBEPHOCTTA HA U3MEPEHHUTE TIOHMKEHN HUBA Ha
HOHM3MpaH Kanui. B ciyyait Ha CbMHUTEIHM PE3YJITaTH Ce MPENopbhYBa Jia Ce ONpeesin 00IaTa
KOHIICHTpAIHs Ha aJI0yMUH-KOPHTHPAH KaJIUi B cepyMa.

4.5 BzaumopeiicTBHE ¢ IPYrd JeKapCTBEHH MPOAYKTH U APYTU (pOpMH HA B3auMoaelicTBHE
IIpoyuBanus 3a B3aMMOAEHCTBUATA Ca IPOBEXKIAHN CaMO ITPH Bb3PACTHH.

YBennuaBaHe Oposi Ha HeXXEJIAHUTE PeaKIMU MOKe JIa ce HaOJItojaBa NPy CKOPOIIHA HITH
€HOBPEMEHHA yIOTpeda Ha XEMAaTOTOKCHYHH HIIM XEMATOTOKCUYHU JIEKAPCTBEHN MIPOAYKTU WIIH
KOTaTo JISYSHUETO C JIe(hTyHOMHU]T CE MOCIIe/IBa OT MPHUEMAaHETO HA TAKMBA JIEKAPCTBEHU MPOIYKTHU 03
MePHOJT Ha OTMHBAHE (BXK. CHINO YITHTBAHETO OTHOCHO KOMOWHAITUS C IPYTH JeUeHUs, Touka 4.4).
CrnieioBaTEIHO ce MPeropbhuBa BHUMATEIHO MPOCIE/IBAaHE Ha YEPHOPOOHHUTE CH3UMH U
XEMAaTOJIOTMYHUTE MTOKa3aTelld B HaUalHaTa (a3a Mpy CMsIHA Ha TeParusTa.
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MeroTpekcat

IIpu manko (n=30) mpoydBaHe ¢ eqHOBpEMEHHO Npriiokenne Ha neduryHomun (10 mo 20 mg qHEBHO)
¢ merotpekcar (10 no 25 mg cemMu4HO), € HaOIF01aBaHO 2- 0 3-KpaTHO yBEIUYCHUE HA
YepHOAPOOHUTE eH3UMH IpH 5 0T 30 marreHTH. BCUUKH yBETUYCHHUS ca OT3BYUaH, 2 ¢
NPOJBIKABAHE Ha JIBaTa JICKAPCTBCHHU MPOJYKTA U 3 CJIe/ PeyCTaHOBSABAaHE Ha JIEQIyHOMHUI.
YBenuueHue, no-rolisiMo OT 3-bTH € HaOMI0JaBaHo MPU APYTH 5 malueHTa. Bcuuku Te chiio ca
OT3BYYaJH, 2 C MPOABDKABAHE HA JBATa JICKAPCTBCHU MPOIYKTA U 3 ClIe/] MPEeyCTaHOBSABAHE Ha
nedIIyHOMU.

[Tpu manueHTH ¢ peBMaTOMICH apTPUT HE € YCTAHOBEHO (PApMaKOKUHETUYHO B3aUMOJICHCTBUEC MEKIY
nedryromu (10 go 20 mg qHeBHO) U MeToTpekcat (10 1o 25 mg ceAMHUYHO).

Bakcunanuu

Hsma xnuHrYHN TaHAY 32 eprkacHOCTTa M O€301IaCHOCTTa Ha BAKCHHALIMKTE IO BpEME Ha JICYECHHE C
nedyHOMUA. BakcHHUpaHETO ¢ KMBH aTeHIOWPAaHH BaKCHHH 00ade, He ce MpenopbyuBa. Ibiarusar
MOJTYKMBOT Ha JIeIyHOMHU TPsIOBa Jla ce MMa MPEABUA, KOTaTo ce TIaHyBa MPHJIOKCHUE Ha )KUBA
aTeHroupaHa BakcuHa cien cnupane Ha Leflunomide Zentiva.

Bapdapus u apyru KyMapuHOBH aHTHKOATryJIaHTH

Hma cpobiienns 3a ciaydan Ha yBeTHUEHO MPOTPOMOMHOBO BpeMe, Korarto jieIyHOMUI U BappaprH
ce mpueMaT eJHOBPEMEHHO. B KIMHUYHO (hapMaKoJIOrHYHO MPOyYBaHE € HaOII0AaBaHO
(hapMakoIMHAMAYHO B3auMoieicTBUe ¢ BapdapuH u A771726 (Bx. mo-gony). [lopaau ToBa, mpu
€HOBPEMEHHO IIPUIOXKEHHE Ha BappaprH WIK ApYT KyMapHHOB aHTHKOATyJIaHT, Ce IPENOpbUBa
BHHUMATEITHO MPOCieIsIBaHe Ha MEXIYHAPOIHOTO HOpManu3upano crotHomeHue (INR) u
HaOIroIeHHe.

HCIIBC/KopTukocTepouin

AKO ManyeHThT Beue NprueMa HecTeporJHy npotuBoBb3nanutentu cpeacrsa (HCIIBC) uw/unu
KOPTHUKOCTEPOUIH, T€ MOXKE Ja C€ MPOABIDKAT CJIE/ 3alI0YBAHE HA JICUYCHUETO C JIe()IyHOMHUI.

EdexTt Ha ipyru IeKapCTBEHN IPOAYKTH BEPXY J€QIVHOMUIL:

XOﬂecmupaMZ/lH U1u aKmueeH 6vljleH

[IpenopwyBa ce malMEHTUTE, TPUEMAIIH JeQIIyHOMU Ja He Ce JISKYBaT ¢ KOJIECTUPAMUH HITH
aKTHBEH BBIJICH Ha Mpax Thi KaTo TOBA BOJH JI0 ObP30 U 3HAYUTEIIHO HAMAJISIBAHE HA MJIa3MEHATa
KoHIeHTpaIws Ha A771726 (akTUBHUAT METa0OIUT Ha JIe(hIYHOMHT; BXK. CBIIO Touka 5). Cunra ce,
Yye MEXaHU3MbT CE JIbJDKU Ha MIPEKbCBAHE HA CHTEPOXEMATAIHUS IIUKBJI U/HIIM Ha CTOMAIITHO-
YpeBHOTO oTaensHe Ha A771726.

CYP450 unxubumopu u undyxmopu

IIpoyuBanus in vitro 3a *HXMOWpPAHE MPHU YOBEIIKA YEPHOPOOHN MUKPO30OMHU ITOKA3BAT, Y€ IIUTOXPOM
P450 (CYP) 1A2, 2C19 u 3A4 yyactBaT B MeTabonmu3Ma Ha nediayHomun. [Ipoyusane in vivo 3a
B3aUMOJICUCTBHE ¢ JeIYHOMUI U IUMETUINH (HecienmuduaeH cnad nHXUOUTOp Ha UTOXpoM P450
(CYP)) mokazpa nutica Ha 3HAYMMO BIIUSHAE BBPXY ekcrio3unuaTa Ha A771726. Cnen eTHOBpEMEHHO
MIPUJIOKEHUE Ha €THOKPATHA /1032 JIe(hTYHOMUT IPY TAIIUEHTH, TPUEeMaIli MHOTOKPATHU 031
pudammuimH (Hecrenuduuer muToxpom P-450 unmykTop), MakcumaaauTe HUBa Ha A771726 ce
yBenuuaBaT npubnm3uteHo ¢ 40%, nokato AUC He ce TpOMEHsI 3HAUUTEITHO. MeXaHU3MBT Ha TO3HU
e(heKT ¢ HesCeH.
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Ed)eKT Ha J'ICd)J'IVHOMI/II[ BBPXY APYTH JCKAPCTBCHHU NMPOAYKTH!

Ilepopanuu konmpayenmueu

[Tpu npoyuBaHe, npu KOETO JIeIyHOMH] € IpUjlarad eIHOBPEMEHHO ¢ TpH(a3HU MepopaTHu
KOHTpaLeNnTHBH, chabpxamy 30 g eTHHUIECTPAANON, Ha 3IPaBH )KEHU TOOPOBOJIKH, HE €
Ha0JII01aBaHO HAMAJIIBaHE HAa KOHTPALIEITUBHATA AKTUBHOCT HA IPOTUBO3a4aThb4HOTO CPEACTBO, a
(dhapmakokmHeTHKaTa Ha A771726 ¢ B ipensmwkaanuTe rpanuny. HadmogaBano € papMakOKHHETHIHO
B3aUMOJICHCTBHUE C IIEPOPATHU KOHTpanentuBu u A771726 (Bx. mo-moiuy).

IIpoBenenu ca cinegaute hapMaKOKHHETHYHN U (papMaKOJAMHAMUYHA IPOYYBAHUS 32
B3auMoeiicTBusATa ¢ A771726 (rinaBeH akTUBEeH MeTa0oauT Ha jtedayHomun). Thil kKaTo OJO00HU
B3aMMO/ICHCTBUS JICKAPCTBO-JICKAPCTBO HE MOTaT Jia Ce U3KII0YAT 32 JIehIyHOMUT B
MPETIOPHUYNTEITHATE O3, CIETHATE PE3YNITATH OT U3NUTBAHUATA U MIPETIOPHKH TPSIOBa Ja ce MMat
MIPENIBU/] TIPH TTAIIMEHTH, JIEKYBaHH C JIe(TyHOMHU/T;

EdexT Bbpxy penarmuaun (cyoctpar na CYP2CS)

HabGmronaBano e moumasane Ha cpefgHatra Cmax 1 AUC Ha penmarmuang (CoTBETHO 1,7- 11 2,4-11bTH),
cliesl MHOTOKpaTHO Tpuiiokenne Ha A771726, koeto npeamnonara ue A771726 e uHXuOUTOp Ha
CYP2CS8 in vivo. Eto 3am10 ce npenopbuBa NpocieAsiBaHe Ha NAUEHTUTE IPU €AHOBPEMEHHA
ynorpe0a Ha JIeKapCTBEHU MPOIYKTH, KOUTO ce Metabonusupar ot CYP2CS, karo Hampumep
penarinHua, NaKjiIuTaKCe, IMMOTJINTAa30H NI PO3UTTIUTA30H, TBU KaTO Te MOraT Ja UMart 1o-BUCOKa
€KCITO3UIIHSL.

Edexr Bppxy Kodenn (cyoctpar Ha CYP1A2)

MHuorokpatHoTO Tipriokenne Ha A771726 namainsBa cpeqHata Crax 1 AUC Ha kodenH (cydcTpar Ha
CYP1A2), ceotBeTHO ¢ 18% 1 55%, koero npenmnoinara 4ye A771726 moxe na 0be ciab HHAYKTOP Ha
CYP1A2 in vivo. Ilopagu ToBa JiekapcTBEHH MPOLYKTH, KOUTO ce Metabonmmu3zupar ot CYP1A2 (karo
HanpuMep TYJIOKCETHH, aJlOCETPOH, TeO(MIMH ¥ TU3AHUIMH), TPIOBa J]a ce M3IOJI3BAT C MOBHUIICHO
BHHMAaHHE 110 BpeMe Ha JICYEHHETO, Thi KaTo TOBa OM MOTJIO Jia JIOBEIe 10 HaMaJsiBaHe Ha
e(pMKacCHOCTTa Ha TE3H MPOAYKTH.

EdexTt Bbpxy cyOcTpaTyt Ha opraHn4HuUs aHnoHeH Tpancmnoptep 3 (OAT3)

Hab6nronaBano e noeumraBane Ha cpenHara Cmax 1 AUC Ha niedaknop (ceorBetHO 1,43- 1 1,54-115TH)
cJie]l MHOTOKpaTHO NpuiioskeHrne Ha A771726, koero npeamnonara ue A771726 e uaxubutop Ha OAT3
in vivo. Ilopamy ToBa € HE0OOXO MO MOBUILIEHO BHUMAHKE, KOTaTo Ce Mpuiiara eIHOBPEMEHHO ChC
cyocrparu Ha OAT3, kato nedakiop, OCH3WIMECHUIMINH, TUITPOQIOKCAIIMH, HHIOMETAIINH,
KeTonpodeH, GpypocemMu, IMMETHINH, METOTPEKCAT, 3UI0BYANH.

Edext Bbpxy BCRP (nmpoTenH Ha pe3uCTEHTHOCT Ha pak Ha I'bpJaTa) u/Win cyOCcTpaTH Ha
OpraHMYHUS aHWOHEH TpaHcnopTupai nonunentug Bl u B3 (OATP1B1/B3)

Hab6mronaBano e nmopumasane Ha cpeHUTE Cmax 1 AUC Ha po3yBacTaTHH (CHOTBETHO 2,65- 1
2,51-rpTH) Clle[] MHOTOKPATHO MpuitoskeHue Ha A771726. Bernpeku ToBa, He ce HaOIr0AaBa BUUMO
BB3/ICHCTBHE HA TOBA IIOBUIIaBaHE Ha IUIa3MEHATa EKCIIO3UIUS Ha PO3yBacTaTHH BbPXY aKTHBHOCTTA
Ha HMG-CoA peaykraszara. AKO ce M3M0JI3BaT €IHOBPEMEHHO, J103aTa Ha PO3yBacTaTUH HE TPsOBa 1a
HaaxBbpiad 10 mg Bennbxk AHEBHO. 3a npyru cyoctpatu Ha BCRP (Hamp. MeToTpekcar, TOnoTeKaH,
cyndacalia3v, 1ayHOPYOHIIMH, JOKCOpyOuIinH) u cemerictBoto Ha OATP, 0co0eHO HHXUOUTOPH Ha
HMG-CoA penykrazata (Harp. CAMBacTaTHH, aTOPBACTaTUH, IPaBACTATUH, METOTPEKCAT,
HaTErJIMHU, PeTarauHn, pudaMIULKH) eIHOBPEMEHHOTO MPUIIOKEHHE TPsOBa CHILO Aa ce
M3BBPILIBA C MOBUILIEHO BHUMaHKe. [lanmentuTe TpsaOBa ga ce HabM0AaBaT BHUMATEIHO 3a IPU3HALH
Y CUMIITOMH Ha TIPEKOMEpPHA eKCIO3HINA Ha JIEKAPCTBEHNUTE MPOAYKTH U TPsIOBa Ja ce MMa MpeaBu
HaMaJIABaHE Ha J103aTa Ha T€3H JIEKAPCTBEHU IIPOAYKTH.

EdexT Bbpxy nepopanau kontpauentusu (0,03 mg erununectpaanon u 0,15 mg neBoHOprecTpen)
Hab6mronaBano e nopumasane Ha cpefHata Cmax 1 AUCo.24 Ha eTHHHIECTpaAroN (ChOTBETHO 1,58- 1

1,54-1b1H) ¥ Cinax 1 AUCo.24 Ha nteBoHOprecTpen (crotBeTHO 1,33- u 1,41-bTH) clier MHOTOKPaTHO
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npwioxeHue Ha A771726. Beripeku 4e He ce 04aKkBa TOBa B3aMMOJICHCTBHE J1a TIOBITHSC
HeOJIaronpusaTHO e(h)MKACHOCTTA Ha MIEPOPATTHUTE KOHTPAICIITUBH, TPSOBA J1a c€ 00ObpHE BHUMAaHUC Ha
BUJIa HA JICUCHHUETO C MEPOPaJICH KOHTPALICTITHR.

Edexr Bopxy Bapdapun (cydctpar Ha CYP2C9)

MHuorokpatHOTO TipriokeHne Ha A771726 He e nMano eQekT BbpXy (papMaKOKHHETHKATa Ha
S-Bapdapun, KoeTo okas3Ba, ue A771726 ne e maxuOuTOp wiu nHAyKTOp Ha CYP2CY9. HabmonaBano
e obaue HamaneHue ¢ 25% Ha MaKCHMATHOTO MEXIYHapOIHO HOpManu3upano croTHomeHne (INR),
korato A771726 ce npunara eTHOBpEMEHHO C Bap(apHH, B CPaBHEHHE ChC CAMOCTOSITEITHO
npuiIokeHue Ha Bapdapus. ETo 3amo, korato BapdaprH ce npuiiara eHOBpeMEeHHO, c€ IPeropbhiBa
BHHMATEITHO npociensBane Ha INR 1 HaOmroneHwe.

4.6 DepTHINTET, OPEMEHHOCT U KbPMeHe

bpemenHocT

AKTHBHHAT MeTa0onuT Ha tedmyromum, A771726 Moxe na MPUINHU TEXKHA MaI(OopMalny Ha
HOBOPOJICHOTO, aKO ce IpuJjiara o Bpeme Ha OpemenHoct. Leflunomide Zentiva e mpoTuBomnokasaH 1o
BpeMe Ha OpeMeHHOCT (BK. Touka 4.3).

Kenwu ¢ neTepojicH NoTeHIMAN TPsOBa 12 M3MOI3BAT ePEKTHBHA KOHTPAIICIIIHS [0 BpeMe Ha U JI0
2 rogunu cnef aedenueTo (Bxk. “Ilepron Ha n3uakBaHe” mMo-A0Jy) WiK 10 11 aHM cled JeYeHUEeTo
(Bx. ckbcenus “Ileproa Ha ouncTBaHe” MO-JOMY).

[NanmenTtkara TpsiOBa j1a ObJic YBEJOMEHA, Y€ aKO MMa HAKaKBO 3a0aBsHE Ha MCH3MCA WX HIKAKBa
JIpyra MpuyuHa Jia mojo3upa OpeMEeHHOCT, Ts1 TPsOBa BeJHAara Jia IpeayIpeIu JIeKaps 3a
W3BBPIIBAHETO HA TECTOBE 32 OPEMEHHOCT, U aKO Ca TIOJIOKUTEITHHY, JISKAPAT U MallHeHTKAaTa TPAOBa 1a
00CHIAT pricka 3a OpeMeHHocTTa. BBh3MOXHO € upe3 Obp30 HamMaliiBaHE Ha HUBOTO HAa aKTUBHUS
MeTaOOJIMT B KPBBTa Ype3 3all0uBaHe Ha MPOLEAypaTa 3a CIMMUHUPaHe Ha JICKapCTBOTO, OMUCAHA I10-
JIOJTy, OIIle TP MIBPBOTO 3a0aBsiHE Ha MEH3KCA JIa CC HAMaJIM PHUCKA 3a IJI0Za OT JICITYHOMU.

[Tpu ManKo MPOCTIEKTUBHO MPOYyUYBaHE MPH keHH (n=64), 3a0peMeHeNnr HelIaHuPpaHo, I0KaTo ca
npueMany jJedIyHOMU 3a He 10Bede OT TPU CEAMUIIM CIIe]] 3a4eBaHETO U € MOCIeABalla poleaypa
3a eJIMMUHMPAHE Ha JIEKapCTBOTO, HE ca HabIoAaBaHu 3HaunMu pa3nuku (p=0,13) B obmmaTa yectora
Ha 3HaYMMU CTPYKTYpHHU AedektH (5,4%), B CpaBHEHHE C KOATO U []a € OT CPABHUTEITHUTE TPYIH
(4,2% B rpynara cbc 3abonsBane [n=108] u 4,2% npu 31paBu OpeMeHHH XeHU [n=78]).

[Tpu xeHn, KouTo preMaT JeIIyHOMHU] ¥ UCKAT J1a 3a0peMEHesT, Ce IIPENopbUBa e/IHa OT CICIHHUTE
MPOLEIypH, 32 J]a CE KOHCTATHPA, Y€ IUIOABT HE € U3JI0KEH HAa TOKCUYHU KOHLIeHTpaluu Ha A771726
(Taprerna xonuentpauus noz 0,02 mg/l):

Ilepuoo na usuaxeane

Moxe na ce ovyakpa ruiazMeHuTe HuBa Ha A771726 na 6baat Hazg 0,02 mg/l 3a npoxbnKuTENeH
nepuoi. Moxke Ja ce ouakBa KoHUeHTpauusTa na cnague nog 0,02 mg/l okono 2 rogunu ciex
CIIUpaHE Ha JICUCHUETO C JIeITyHOMHU/I.

Crnen 2-rouiieH Nepyuoj Ha u34akBaHe, Ma3MeHaTa KoHueHTpanus Ha A771726 ce usMmepsa 3a
mbpBU 1bT. Ciie TOBa M1a3MeHaTa KoHueHTpauus Ha A771726 TpsOBa i1a ce onpenesin OTHOBO Clie]
WHTEpBaI OT TIoHe 14 muu. AKO IBeTe IIa3MeHn KoHieHTparuu ca moxa 0,02 mg/l, He ce ouakBa
TEPaTOTECHEH PUCK.

3a JomBIHHUTENHA HHPOPMAITUS OTHOCHO M3CJIeIBAHETO, MOJIS, CBBpKETe ce ¢ [Iputexarens Ha
pasperieHneTo 3a yrnorpeda Wi ¢ JIOKATHUS MYy TPECTaBUTEN (BXK. TOUKa 7).
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Ouucmesawa npoyedypa

Crnen criupaHe Ha JICUSHUETO C JISITyHOMUS;

e  KoJieCTHpaMuH 8 g ce mpuiara 3 mbTU JHEBHO 3a nepuoA oT 11 auu,

e i 50 g aKTUBEH BBIVICH HA Ipax ce mpujara 4 mbTu JHEBHO 3a nepuof oT 11 gam.

U npu aBete npoueaypu odaye, ce U3MCKBa MPOBEPKaA ¢ 2 OTACTHU TecTa Ipe3 HHTEPBaJl OT MOHE
14 mHM ¥ epro Ha M3YaKBaHE OT MECEIl U MTOJIOBMHA MEX/Iy IThpBaTa I0sBa HA IIa3MeHa
koHnerTparys moxa 0,02 mg/l n omioxaaHeTo.

JKenute ¢ gerepoicH moTeHMan TpsioBa Aa ObnaT HHOOPMHUPaAHH, Ye Ce Hajlara Iepruo.l Ha U34aKBaHe
OT 2 TOIWHHU CJIe]T CHUpaHEe Ha JICUCHUETO, TIPEAH Te Ja MOXKe Ja 3a0peMeHsBaT. AKO ITepHOIBLT Ha
W34YaKBaHE OT MPUOJIM3UTEIHO 2 TOAWHHU, C U3IOI3BAHE Ha HA/ICX THA KOHTPAIICTIIIUS CE CUUTa 3a
HENPAaKTHYCH, MOXKE JIa Ce MPenopbua NpoPHIaKTHIHO Ha3HAYaBAHE HAa OYUCTBAIIA TIPOIIeypa.

U xonectupaMuH, 1 aKTUBEH BBIVIEH Ha IIpax MOraT Ja MOBIUAAT aOCOpOLHsTa Ha €CTPOTeHH U
MPOTeCTareHy TaKa, ue HaJeKTHA KOHTPAICTIUS ¢ IepOopaTHi KOHTPALICNITHBY /1a HE MOXe Jia ObJe

OCHTYpEHa 10 BpeMe Ha OYMCTBAIlaTa MIpoLeypa ¢ KOJIECTUPAMHUH WIN aKTHBEH BBIJICH Ha IPax.
IIpenopbuBa ce U3M0JI3BaHE HA alTEPHATUBHU KOHTPALIENTUBHU METOIH.

Kospmene

[TpoyuBaHusTa PY )KUBOTHH MTOKA3BAT, Y€ JICITYHOMH/] HIIM HETOBUTE META0OJIUTH IPEMUHABAT B
MIIKOTO. 3aTOBa, KbpPMEILUTE KECHU HE TPAOBA Ja mpueMar JIeIyHOMHU.

DepTUiuTeT

Pesynrarure oT mpoy4BaHuATa BHPXY QEPTUIMTETA IIPU )KUBOTHHU HE Ca NIOKA3aIH €(PEeKT BbPXY
MBKKHUS M KEHCKUS PEPTHIMTET, HO IIPU MPOYYBAHHUATA 38 TOKCUYHOCT P MHOTOKPATHO MpUJIaraHe
ca Ha0JIo1aBaH! HeXXelaHu e(DeKTH BEPXY MBKKUTE PEIPOAYKTHBHU OpraHH (BX. TOUKa 5.3).

4.7 EdexTu BbpXy cHocoOHOCTTA 32 modupaHe U padoTa ¢ MAIIUHU

B ciydaun Ha HeXxellaHM peakuH KaTo 3aMastHOCT, CHOCOOHOCTTA Ha MAIIMEHTUTE /1a € KOHIIEHTPHUPAT
U Jla pearupaTt NpaBUIHO MOKe J1a ObJie HapylieHa. B TakuBa ciryyan nanueHTHTe TpsiOBa z1a ce
BB3ABPIKAT OT Iodupane U padoTa ¢ MalIUHH.

4.8 HexejaHu JeKaPCTBEHH PEaKIIUH

0O0600menue Ha npoduia Ha 6€30MaCHOCT

Haii-gecto cpo0IaBaHnTe HEXKEIAHHU PEAKIMU MPH JIeIYHOMH/ ca: JIEKO IMOBUIIABAaHE HA KPHBHOTO
HaJlsITaHe, JICBKOTICHHS, ITapeCTe3usl, TIIaBO00IHe, 3aMassHOCT, AUapHs, TajieHe, IOBPHIIAHE,
HapyIIeHHs Ha yCTHATa JIMTaBuila (Hamp. aTo3eH CTOMATHUT, SI3BH B YCTaTa), KOpeMHa 00JIKa, 3acHiIeH
KoconaJi, ek3emMa, 00pHuB (BKIIOUUTEIHO MaKyJIONAIyJI03eH 0OpHUB), CHPOEK, cyXa KoXa,
TEeHOCHMHOBHT, noBuinaBane Ha CPK, anopekcus, 3aryda Ha Tersno (0OMKHOBEHO HE3HAYMMA), aCTEHHS,
JIEKH aJIEpTUYHU PEaKINK U MTOBUITIaBaHE HA YePHOAPOOHUTE TTOKA3aTeIH (TpaHcaMuHa3H (0COOEHO
AJIAT), no-psiako rama-GT, ankanna gocdarasa, Ounupyoun).

Kiacudukaiius Ha 04akBaHUTE Y€CTOTH:
MhHoro gectu (21/10); wectr (>1/100 mo <1/10); Heuectu (>1/1 000 o <1/100); penxu (>1/10 000 mo

<1/1 000); muOTO peaku (<1/10 000), c Hen3BecTHa YecTOTa (OT HAIMYHUTE JAHHUA HE MOXeE Ja ObJie
HaIpaBeHa OIICHKA).
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[Ipu Besiko rpynupaHe B 3aBUCUMOCT OT Y€CTOTATa, HeXKEJTaHUTE JICKAPCTBEHHU PEaKIIMU ce U30posiBaT
B HU3XOJISAII PeJl IO OTHOIIIEHUE Ha TIXHATa CEPHO3HOCT.

Hngpexyuu u ungpecmayuu
Penxu: TEXKH HHPEKIINN, BKIIFOUUTETHO CEIICHC, KONTO MOXKe 11a Obie dhaTancH

KakTo npyru cpeictBa ¢ IMyHOCYTIPECUBEH MOTCHIIAA, JIS()IyHOMUI MOXKE 1 YBEIUYH
MTOAATIINBOCTTA KbM MH(EKIINH, BKIIFOUUTEITHO OMOPTIOHUCTHYHHN MHPEKIHNH (BXK. CHINO ToUKa 4.4).
CrnenoBaTenHO 001aTa 4ecToTa Ha MHPEKITUITE MOXKE /1a Ce YBEIH4IH (0COOSHO Ha PUHHUT, OPOHXUT U
MTHEBMOHUSA).

Heonnasmu-oobporxauecmeenu, 3noxavecmeenu u HeonpeoeieHu (6K KUCIU U NOTUNU)
PHCKBT OT 3710KaUeCTBEHOCT, 0COOEHO JIMMGOTpoInEepPaTUBHU HAPYIICHUS € YBEIUYCH MTPH

ynorpebara Ha HIKOU HMYHOCYIIPECOPH.

Hapywenus na kpvema u numgnama cucmema

Yectu: JIEBKOTICHUS (JIEBKOLUTH >2 g/1)

Heuectu: aHemusl, Jeka TpoMmOonuTorneHus (Tpombonuty <100 g/1)

Penxu: NaHIUTOINECHHUS (BEPOATHO IBbJDKALIA CE HA aHTUNPOIU(EPaTUBECH MEXaHU3bM),
neskorieHus (ieBkouuTH <2 g/1), eosnHoGMIHs

MHoro penku: arpaHyJIoLUTO3a

CkopoliiHa, eIHOBpEMEHHA WIH TIOCIeBaIa yIoTpeda Ha MOTEHIMAIIHO MUETIOTOKCUYHU CPEICTBA
MO3Ke J1a ObJie CBhp3aHa C MO-BUCOK PUCK OT XEMAaTOJIIOTUYHU PEAKIUH.

Hapywenus na umynnama cucmema

Yectu: JIEKU AJIEPTUYHU PEAKIINH

MHoro penku: TEXKH aHa(MIaKTHIHN/aHA(DUITAKTOUTHA PEAKLIUH, BACKYJIUT, BKIFOUHTEIHO
KO>KE€H HEKPOTH3HMpAILl BACKYJIUT

Hapywenus na memabonusma u xpanenemo

YecTn: nosumaBane Ha CPK

Heuectn: XUIOKAJIeMUs, XUIIEPIIUTHAeMUs, XumoQochaTemust
Penkn: nosuiasade Ha LDH

C HeusBecTHA

YeCcToTa: XUIIOYPUKEMHUS

THcuxuunu napywenus
Heuectn: TPEBOXKHOCT

Hapywenus na nepsnama cucmema
YecTu: napecTesus, I1aBodonue, 3amaiiBate, nepudepHa HeBPOIaTUs

Covpoeunu napywenus
UYecTtu: JIEKO TOBHUIIIABaHE Ha KPBBHOTO HAJISITAHE

PC,I[KI/I: SHAYUTCIIHO IMOBHUIIABAHC HA KPbBHOTO HAJIATAHE

Pecnupamopnu, epvoHu u meduacmunannu HapyuleHus

Penxu: MHTEpCcTUIMAIHA O0e10ApoOHa 6osecT (BKIIOUUTETHO HHTEPCTULIATICH
MTHEBMOHUT), KOSATO MOKe /1a Obae paranHa

C HemsBecTHA OemoapoOHa XUTIepTOHUS, OeIOAPOOCH HOMY T

YyecTora:
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Cmomawmno-upesnu napyuieHus

Yecru: KOJIUT, BKIIFOUUTEITHO MHUKPOCKOIIMYEH KOJIUT, KaTO HapuMep JTUM(OLIUTEH KOJIUT,
KOJIAT€HO3CH KOJIUT, AUapus, rajieHe, IOBphIIaHe, yBpeKIaHe Ha yCTHATa
nuraBuna (Hamp. agTo3eH CTOMATHUT, SI3BU B yCTaTa), KopeMHa O0Jka

Heuecrn: HapyIIeHHs BbB BKyca

MHoro peaku: MMaHKpeaTUuT

Xenamobunuapuu HapyweHus

Yectn: MTOBHUITIaBaHEe Ha YepHOIPOOHUTE TIOKa3aTeu (TpancamuHasu [ocooeHo AJIAT],
no-psiko rama-GT, ankanHa docdaraza, OunupyOuH)

Penxu: XETaTHT, XBJITCHHIA/X0JIecTasa

MHoro peiku: TEKKO YEPHOIPOOHO YBPEKIAHE KAaTO YepHOPOOHA HETOCTATHYHOCT U OCTPa

4epHOPOOHA HEKPO3a, KOUTO MOrar ja ObJat (araiHu

Hapymenuﬂ HA Kodcama u NOOKONCHAMA MbKAaH

Yectn: 3acHIIEH KOCOTIa]l, €K3eMa, 0OpHUB (BKIIOUMTEITHO MaKyJIONAyJI03eH OOPHB),
ChpOEIK, Cyxa Koxa

Heuecru: YpTUKapus

MHoro peiku: TOKCHYHA enuepMaliHa HeKpoJin3a, CHHAPoM Ha Stevens-Johnson, eputema
mynaTugopme

C HemsBecTHa KOXKEH JIYITyC epUTeMaToieC, MMyCTYJI03¢H TICOPUA3UC WIH BIIOIIABAHE HA

4ecToTa: TICOPHA3HUC, JICKAPCTBEHA PEAKIIHS C CO3UHODUIINS U CHCTEMHH CHMITTOMU

(DRESS), xokHa s13Ba

Hapywenus na myckynno-ckenemnama cucmema u coeOUHUMETHAMA MbKaH
Yecrtu: TEHOCHHOBUT
Heuecrtu: CKBCBAaHE Ha CyXOKHIJIHE

Hapywenus na 6v0peyume u nuKkouHume nomuuya
C HensBecTHa O0BOpedHa HEAOCTaTHYHOCT
4ecToTa:

Hapywenus na ev3npouzsodumennama cucmema u 2bpoama
C HeusBecTHA rpaHu4HO (00paTHMO) MOHWKABAHE HAa KOJIMYECTBOTO Ha CIIEPMATO30HMINTE,
YeCToTa! o0mrus Opoii criepMaTo30uIn U MOABMKHOCTTA UM

Obwu napywenus u epekmu Ha MACMOMO HA NPUTOHCEHUE
Yecru: aHOpeKcHsi, 3ary0a Ha Tersio (0OMKHOBEHO HE3HAUMMa), aCTCHUS

ChoOl1aBaHe Ha M0I03MPAHU HEKEIIAHW PEaKIIuK

Cpo011aBaHeTo Ha MO/I03MPAHU HEKETTaHH PEaKIMy CIIe/l pa3pellaBaHe 3a yroTpeda Ha JIeKapCTBeHUS
HPOIYKT € BayKHO. ToBa M0O3BOJIsIBA J1a IPOABIDKY HAOIIOICHUETO Ha CHOTHOLICHHETO TT0JI13a/PUCK 32
JeKapCcTBEHUS MPOIYKT. OT METUIMHCKUTE CIIEIHAINCTH C€ M3UCKBA J]a ChOoOIIaBaT BesKa
I10/103MpaHa He)KeIaHa Peakiys Ype3 HallMOHAIHA CHCTEMa 3a ChoOIIaBaHe, I0coYeHa B

IIpunoxxenue V.

4.9 IIpeno3upane
CumnromMu

Mma cpobmieHus 3a ciydan Ha XpOHHYHO TIPE03UpaHe MPH MalueHTH, TpHeManiy JeQIyHOMUI B
JTHEBHU JIO3M JI0 ME€T IbTU MO-TOJIEMHU OT IIPETIOPBUUTENIHATA THEBHA /1033, M CIIy4ad Ha OCTPO
npeao3upaHe MpH Bb3pacTHH U ena. Hsima choO1IeHus 3a HeskeslaH! ChOUTHSI ITPU MO-ToJIsIMaTa 4yacT
OT CcIIy4auTe Ha npefosupane. Hexxenannte cbOUTHS, CbBMECTHMH C NIpodHiIa Ha 6€30MacHOCT Ha
nedIyHOMHU] ca: KOpeMHa 0oJIKa, TajeHe, Tuapusl, MOBUIIEHH YepHOAPOOHN EH3UMH, aHEMHUS,
JIEBKOIIEHHSI, CbpOEX U 0OpHB.
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https://www.ema.europa.eu/docs/en_GB/document_library/Template_or_form/2013/03/WC500139752.doc

OBnansBane

B cnyuait Ha ipeno3upaHe UM TOKCUYHOCT, C€ MPENOPhYBa MPUEMAHETO Ha KOJIECTUPAMUH HIIN
aKTHBCH BBIJICH 332 YCKOPSBAHE HA eMMMUHUPaHeTo. KolecTupaMuH, MPUIIOKEH TIEPOPATHO B /1032 OT
8 g TpH ITbTH THEBHO 3a 24 Yaca Ha TpUMa 3[[paBH JOOPOBOIIIN € HaMaIWJI IIa3MEHUTE HUBA Ha
AT771726 ¢ okomno 40% 3a 24 gaca u ¢ 49% no 65% 3a 48 gaca.

JlokasaHo e, 4e MPUIOKEHUETO Ha aKTUBEH BBITICH (TIpax, MPUTOTBEH KATO CYCIICH3HS) Mpe3 ycTara
WK Ype3 HazoracTpaiHa corna (50 g Ha Bceku 6 yaca 3a 24 gaca), HaMaJsIBa IJIa3MEHHUTE
KOHIIEHTpAlMK Ha akTUBHUSA MeTaboiuT A771726 ¢ 37% 3a 24 yaca u ¢ 48% 3a 48 yaca.

Te3u ounCTBAIY MPOIIETYPH MOXKE J]a C€ TIOBTOPST MPU KIIMHUYHA HEOOXOIUMOCT.

[MpoyuBanus npu xemonuanuza u CAPD (xpoHnuHa aMOynaTopHa epUTOHEaIHA UAIN3a) TOKa3BarT,
ye A771726, oCHOBHUST MeTaOOJIUT HA JEPIyHOMU HE MOXKE JIa CE€ TUATTU3UPA.

5.  ®APMAKOJOTIMYHU CBOWCTBA

5.1 ®apmakoguHAMUYHH CBOICTBA

®apmMakoTepaneBTHYHA TpyIma: ceneKTuBHU uMyHocynpecopu, ATC kox: LO4AKO1

dapmakonorus npu xopa

Jlepmynomuz e 6oecT-MOUGUIIMPAIIO AHTUPEBMATHYHO JIEKAPCTBEHO CPEIICTBO C
aHTUIpONIM(EPATHBHU CBOICTBA.

dapMakoJIOrus IpH KUBOTHU

Jlepnmynomuz e eeKTUBEH MPU MOJCTH HA apTPUT U IPYTH aBTOMMYHHH 3a00JIsIBaHHS NIPY )KUBOTHH,
a Taka ChIIO M NP TPAHCIUIAHTAINS, TJIABHO aKO Ce TPHIIOKHU BB (pazata Ha ceHcuOmnmsupane. Toi
MMa MMYHOMOTYJIMPAIIi/MMYHOCYTIPECHBHYU CBOWCTBA, IEWCTBA KATO aHTUIPOIU(EPATUBHO CPEACTBO
C IPOTUBOBB3NAIUTEIHH CBOUCTBA. [IpH )KUBOTHHCKH MOJIETIN HA aBTOMMYHHU 3200 IsIBAHUS
nedIyHOMU]I TOKa3Ba Hall-o00bp MPOTEKTUBEH e(eKT MpH MPHUIIOKEHUE B paHHaTa (a3a Ha pa3BUTHE
Ha 3a00JISIBaHETO.

In vivo TO# OBbP30 W MOYTH HATBIIHO ce MeTabonm3upa 10 A771726, KOWTO € aKTUBEH in Vitro u ce
Ipearoara, ye € OTTOBOPEH 32 TePaNeBTUYHHS €(EKT.

MexaHu3beM Ha JIENUCTBUE

A771726, akTHBHUAT MeTabOIUT Ha JIeIIyHOMU]I, TOTUCKA €H3UMA IUXUAPOOPOTAT AEXUAPOTEHA3a
(DHODH) npu xopa u nposBsiBa aHTUTIpOTH(pEpaTHBHO NEHCTBUE.

Kinnnnuna edukacHoCcT ¥ 6€300aCHOCT

Pesmamouden apmpum

EdukacHocTTa Ha nedryHOMU/I ITpH JICUCHUE HA PEBMATOHJICH apTPHT € J0KazaHa mpu 4
KoHTponmpanu m3nutBanud (1 BeB ¢asza Il u 3 BB dasza III). IIpu ¢asa Il usnursanero, npoyusane
YU203, 402 yyacTHUIM C aKTUBEH PEBMATOUICH apTPUT ca paHIOMHU3MpaHu Ha manebo (n=102),
nedyHomua 5 mg (n=95), 10 mg (n=101), wiu 25 mg/nueBno (n=104). JIeueHneTO € MPOIABIKUIO
6 Mmecena.

Benuku nmanuenTu BB ¢asa Il n3nutBanusaTa ca npueMany HavanHa 1o03a ot 100 mg 3a Tpu qHH.
IIpu npoyusanero MN301, 358 ygacTHUIM ¢ aKTUBEH PEBMATOMACH apTPHUT Ca PaHAOMHU3UPAHH Ha
nedmyromun 20 mg aaesHo (n=133), cyndacanazun 2 g qaeBHo (n=133) wm miamne6o (n=92).
JledeHnueTo e npoabIKWIO 6 Mecena.
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IIpoyusanero MN303 e dakyITaTUBHO CIIAIO 6 MECEYHO MPOAbKEHHE Ha mpoyuBane MN301 0e3
miane0o rpyma, Ipu KOeTo ce cpaBHsIBa eQeKTHT OT 12 MeceyHo nprueMaHe Ha JIe(IyHOMUI U
cyingacaiasuH.

ITpu mpoyusanero MN302, 999 yuacTHUIIM C aKTUBEH PEBMATOMACH apTPHUT Ca paHAOMU3HpPaHU Ha
nedryromun 20 mg/maeBHo (n=501) nmm merorpekcar 7,5 mg/cenmuyHo A0 15 mg/cenmMuaao
(n=498). lobapsiHETO Ha (hoNMEeBa KHCceNrHa € OMIIo 1Mo u300p U e mprinarado camo npu 10% ot
nanueHTute. JledenneTo e npoabnkuio 12 mecena.

IIpu npoyusane US301, 482 yqacTHUIM ¢ aKTUBEH PEBMATOUIEH apTPUT ca PAHIOMHU3HPAHH Ha
nedryromun 20 mg/maeBHO (n=182), MeToTpekcar 7,5 mg/cenmMuyno 10 15 mg/ceqmuano (n=182),
wi mane6o (n=118). Beuuku nanuenTyu ca nonyvasanu o 1 mg onuesa kucenuHa aBa MbTH
JIHeBHO. JleueHueTo e mpoabpKuio 12 Mecena.

Jlepnmynomuz B AHeBHa No3a Hait-manko 10 mg (10 mo 25 mg B npoyusane YU203, 20 mg B
npoyusanust MN301 u US301) e nokasan cTaTUCTHYECKH 3HAUUMO TO-100Bp edekT oT mianedo npu
HaMaJsIBaHE Ha IIPU3HALMTE U CUMIITOMUTE HA PEBMATOUIHUS apTPUT IIPU BCUUKH 3 1u1ane0o-
KOHTPOJIMPaHU M3NHUTBaHuA. CTereHTa Ha OTTOBOP Ha JIeYeHUeTo 1o kinacupukanusra Ha ACR
(AMepuKaHCKHS KOJICXK T10 PeBMAaTOJIOTH), B poyuBaHeTo Y U203 e 27,7% nipu miane6o, 31,9% npu
5 mg, 50,5% npu 10 mg u 54,5% npu 25 mg/nuesno. [Ipu dasa Il usnurBanusTa, cTeNeHTa Ha
otrosop o ACR 3a nedmynomun 20 mg/aaeBHO, cripsiMo Tutate6o e 54,6%, crpsimo 28,6%
(nmpoyuBane MN301) u 49,4%, cripsimo 26,3% (npoyusane US301). Cnen 12 Mecenia Ha aKTUBHO
JeueHue, crenenta Ha otropop no ACR npu nanuenture Ha nediayHomun € 52,3% (npoyuBaHus
MN301/303), 50,5% (mpoyusane MN302) u 49,4% (npoyusane US301), B cpaBuenue ¢ 53,8% npu
nanueHTuTe Ha cyndacanaszun (mpoyusanust MN301/303), u merorpekcat - 64,8% (npoyuBaHe
MN302) u 43,9% (npoyusane US301). [Ipu npoyuBane MN302 seryHOME]T € 3HAUUTEITHO TO-c1ab0
eextuBeH ot MeToTpekcar. Obaue, mpu mpoyuBane US301 He ca ycTaHOBEHH 3HAYMMHU PA3IHKH
MEXIY JIeITyHOMHI 1 METOTPEKCaT, B IbPBUYHUTE MapaMeTpH 3a epukacHocT. He e HabironaBaHa
pasziuka Mexay sedaynomun U cyndacanasut (mpoyusane MN301). EdekTbT 0T J1€ueHUETO C
neIyHOMU]T ¢e € TPOSIBUII cie]] 1 Mecelr, CTabuimM3upat ce € ciaen 3 10 6 Mecela U € MPOIbJKUII 0
BpeMe Ha LeNIUs Kypc Ha JICUCHHE.

PanoMu3upano, 1BOHHO-CIIAIO, TAPaICIHOTPYIIOBO, HOHMH(EPHUOPHO MPOYUYBaHE, CPaBHIBA
OTHOCHUTENHaTa e(h)MKACHOCT Ha JIBE Pa3lIMYHN JHEBHU MOIAbpKanIy 1031 JeduryHomu 10 mg u

20 mg. Ot pe3yATaTuTe MOXKE Ja ce 3aKII0YH, Ye Pe3yATaTuTe 3a ePUKACHOCT Ha MOJIbprKaIiaTa 103a
ot 20 mg ca 1mo-01aronpUsATHU, HO OT Apyra CTpaHa, pe3yJITaTuTe 3a 0€30MacHOCT ca B 10J13a Ha
noAabpikaara a03a ot 10 mg.

Ileouampuuna nonynayus

JlemyHOMUA € N3CIIEABAH B OT/IEJIHO MYJITHLIEHTPOBO, PaHIOMHU3HPAHO, IBOWHO-CIISINO, aKTUBHO-
KOHTPOJIMPAHO U3MUTBaHE NpH 94 manuentu (47 B rpyna) ¢ NOIMAapPTUKYJIApEH TUI FOBEHUICH
peBmaTouzieH apTput. [lamuenture ca Ha Bb3pacT 3-17 ronuHu, ¢ aKTUBEH MONIUAPTUKYJIApEH THIT
IOPA, He3aBuCHMO OT HauaJIOTO Ha 3a00JISIBAHETO U HE Ca JIEKYBaHU JI0CEeTa ¢ METOTPEKcaT WIn
nedaynomua. B ToBa m3nuTBaHe, HaTOBapBalaTa 103a U NOAbpIKALIATA /1034 Ha JIeQIyHOMHU ca
OIIpeJIeJIeHH B TPU KaTeropuu, B 3aBucumMoct ot teryoro: <20 kg, 20-40 kg u >40 kg. Cnen

16 ceqmuLu Ha JIe4eHUE PA3/IMKaTa B CTENICHTA Ha OTTOBOP € CTaTUCTUYECKU 3HaYMMa B I10J13a Ha
metoTpekcar npu FOPA Onpeznensine Ha nogodpenueto (OI1) >30% (p=0,02). [1pu pearupanute, T031
OTrOBOp € MOJABbPXKaH B NPOAbIDKEHHE Ha 48 ceqmuiu (BX. Touka 4.2).

XapakTepbT Ha HEeXEJIaHUTe ChbOUTHS Ha JIe(IyHOMU U METOTpEeKcaT U3IIIEXK/1a CXOJEeH, HO /103aTa,
M3IIOJI3BAHA MPH MAIUEHTH C MTO-HUCKO TETJI0, BOJU 10 OTHOCUTEIIHO HUCKA €KCIO3UIHNA (BXK. TOUKa
5.2). Te3u naHHM HE MO3BOJISABAT eheKTUBHA U Oe30MacHa MpenopbKa 3a J03UPOBKa.

Icopuamuuen apmpum

EduxacHoctTa Ha nedyHOMHU IPH JICUCHUE HA TICOPUATUYEH apTPUT € I0Ka3aHa Py KOHTPOIUPAHO,
paHIOMHU3UPaHO, IBOWHO-cisno poyuBane 3101 npu 188 mauuenTy ¢ ncopuaTUyueH apTpuT,
nexyBaHu ¢ 20 mg/neH. [IpoabIDKUTEIHOCTTA Ha JICUeHHE € 6 Mecerla.

Jlepnynomuza 20 mg/neH e 3HaYUTEIHO MO-J00Bp OT M1ane0o 3a HaMaIsiBaHE Ha apTPUTHUTE
CUMTOMH TIpy narmeHTy ¢ ncopuatnueH aptput: KOJIIA (Kpurepuu 3a 0TTOBOp KBbM JICUEHHUETO HA
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TICOpUATHYEH apTpUT) pearupanute ca 59% B rpynata Ha nedaynomun u 29,7% B rpynaTa Ha
miane6o 70 6 mecera (p<0,0001). EbexTsT Ha tedayHOMH BBPXY I000psIBaHe HA (DYHKIMATA U
HaMaJIIBaHE HA KOXKHUTE JIC3UH € YMEPEH.

Hocmmapkemuneoeu npoy4eanus

Pangomusupano npoyyBaHe oleHsIBa KIMHUYHO erKacHaTa CTENeH Ha OTTOBOP MPH HEJIEKYBaHU C
BMAJIC nauuentu (n=121) ¢ panen PA, kouro ca momyuasanu 20 mg uinu 100 mg nedynomun B
JBE MapajieHy IPYIH, 10 BpeMe Ha HayaJlHUs TPUAHEBEH OBOWHOCIN nepuoa. HauanHust nepuon e
HOCJIEBaH OT TPUMECEUEH OTKPUT MOAIbPIKAIL IIEPHOJA, TI0 BpeMe Ha KOWTO U JBETE TPYIH ca
nostyuasaiu neduryHoMun B 1o3a 20 mg nueBHo. He e HaOnogaBaHo HapacTBaHe Ha o0OLaTa 1ojisa B
U3CIeBaHaTa MOy Ay Ipy MPUIOKEHUETO Ha HAaTOBapBallla cXeMa Ha npuiarase. Jlanaute 3a
0e30macHoOCT, MOJIyYeHH OT ABETE IPYNHU Ha JIEYCHHUE, Ca B ChOTBETCTBUE C U3BECTHUS NPOQHI Ha
Oe3omacHOCT Ha J1e(IyHOMHI, KATO YecTOTaTa Ha CTOMAIIHO-YPEBHH HEXKEJIaHU ChOUTHA U Ha
MOBHUIIIEHU YepHOAPOOHHN EH3UMH € MO-BUCOKA MPU MAalMeHTUTE, TI0TydaBallld HaToBapBalia 03a OT
100 mg nedryHOMU.

5.2 ®apmMakoOKMHETUYHH CBOWCTBA

Jlepmynomun 0bp30 ce MeTabonm3upa 10 aKTHBHHASA CH MeTabonuT, A771726 upe3 “first pass”
MeTa00IM3bM (Upe3 OTBapsiHE HA MPBCTEHA) B YpeBHATA CTEHA U YepHus npod. [Ipu mpoyusane c
M30TONHO Gensizan “C-nedayHOMU PU TPUMAa 31paBU T00POBOJIIM, HE € HAMEPEH HENPOMEHEH
nedIyHOMHUA B TIa3MaTa, ypuHaTa Wi (examuute. [Ipu Apyru mpoydBaHus, psAAKO c€ OTKPHBAT
KOJIMYECTBA HEMTPOMEHEH JIe()IyHOMU/ B IJIa3MaTa, B INIA3MEHU HUBA OT MOPsIbKa Ha ng/ml.
EnvHCTBEHUAT paJiMOaKTUBEH METa00IHT B Tu1azmarta ¢ A771726. To3u MeTaboJIUT € OTTOBOPEH H 32
edexTuTe Ha TePIyHOMUS in Vivo.

AOGcop0Ouus

JlaHHU 3a eKCKperusTa oT npoyusate ¢ '*C mokassar, ue Haii-manko 82 10 95% or nosata ce
abcopOupa. Bpemero 3a mocturane Ha MakCHUMallHaTa TUIa3MeHa KOHIeHTpalws Ha A771726 ¢ MHOTO
pasnnuHO: Mexay 1 u 24 vaca cien eqHokpatHo npueMane. JledayHoMua Moxe aa ce nmpuema
€IHOBPEMEHHO C XpaHa, Thi KaTo CTEeNeHTa Ha abcopOIus € CpaBHUMA Ha TJIaHO ChbCTOSIHUE U CIIeN
xpanene. [lopaau U3BBHPETHO IBITHS MOTYKUBOT HA A771726 (0KOJIO0 2 CenMUIN), IPU KIMHUIHUTE
MpOYYBaHUs € U3I0J3BaHa HaToBapBaia 103a oT 100 mg 3a 3 qau 3a M0-0bp30 JOCTUraHE HA
cTarnpioHapHU HUBa Ha A771726. M3uncieno e, 4e 6e3 HaToBapBaila J103a 3a JJOCTUTAaHEeTO Ha
CTallMOHAPHU IJIa3MEHU KOHICHTPAIIUH 1Ie ca HE0OXOIUMH TIOUTH JIBa Mecela npuioxenue. [1pu
MIPOYYBaHUS C MHOTOKPATHO NMPHJIOKEHHUE, IPH MALMEHTH C PEBMaTOUJIEH apTpuT,
(hapMaKOKHMHETUYHHUTE mapamMeTpu Ha A771726 ca nuHEWHH 3a JT030BUS IUana3oH oT 5 1o 25 mg. [lpu
TE3W MPOYYBAHUS, KIIMHUYHUAT €PEeKT € MPSIKO CBHP3aH ¢ IIa3MeHaTa KOHIeHTpanus Ha A771726 u
Ha JHeBHATa 71032 Ha jedayHomua. [Ipu no3a ot 20 mg/aHeBHO, CpeiHATA TUIa3MEeHa KOHIIEHTPAIIHS
Ha A771726 B cranimoHapHO ChCTOSHUE € pubau3uTenHo 35 pg/ml. [lpu ctanmonapHo chcTOSIHUE
MJIa3MEHUTE HUBA ca OKOJIO 33-35 mbTH MO-BUCOKH, CPABHEHU C TE3U MPH €IMHUYHA J103a.
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Pasnpenenenue

B yoBemkara minazma A771726 ce cBbp3Ba EKCTEH3UBHO C poTenHuTe (andymunure). Hecebp3anara
yacT e okoo 0,62%. CebpaBaHeTo Ha A771726 ¢ muiazMeHus aIOYMUH € TIMHEHHO B pAMKHUTE Ha
TEpaneBTUYHUTE IIa3MEHU KOHIEHTpaluy. To € JIeko HaMaaeHo ¥ BapuabUIHO NPU HALlUEHTH C
PEBMATOUICH apTPUT WM XPOHUYHA ObOpEeUHa HEAOCTaThYHOCT. EKCTEeH3MBHOTO CBBp3BaHE HA
A771726 c npoTenHUTE MOXKE J]a TOBEIE 10 U3MECTBAHE Ha JIPYT'M €KCTEH3UBHO CBBP3aHU JIEKapCTBa.
[IpoyuBanus in vitro 3a B3aMMOJAEHCTBHE HA HUBO CBBP3BAaHE C IIJIa3MEHUTE NPOTEHHHU C BaphapuH B
KJIMHAYHO 3HaYMMHU KOHLEHTPALMK HE IMOKa3BaT B3auMoeiicTBus. [lono6Hu npoyuBanus ¢
nbynpodeH u auknodeHak chIIo HEe MoKa3BaT u3MecTBaHe Ha A771726 OT MACTOTO My Ha CBBpP3BaHe,
JIOKaTo HecBbp3aHaTa (pakuus Ha A771726 ce yBenuuasa 2 10 3 IbTH NpU HANWYKME Ha TOIOyTaMUI.
AT771726 n3mectBa nOynpoden, AuKIopeHaK ¥ TOIOyTaMII, HO HECBbp3aHaTa (Ppakuus Ha Te3H
JIEKapCTBEHHU MPOJYKTH ce yBennuasa camo ¢ 10 1o 50%. Hsama qanHu 3a KTMHAYHO 3HAYEHUE HA TE3H
edextu. [lopagu 3HAUUTETHOTO CH CBBpP3BaHe ¢ Iu1azMeHuTe Oentbun A771726 uMa HUCHK 00eM Ha
pasmpenenenue (okono 11 aurpa). He e ycranoBeHo npedepeHIINaIHO TOeMaHe OT EPUTPOLIUTHUTE.

Buorpaucdhopmarus

Jlepmynomun ce metabonmuzupa q0 earH ocHOBeH (A771726) u MHOTO IpyTH BTOPOCTENIEHHH
MeTaboauTH, BkountenHo TFMA (4-tpudnyopomernnanunut). MetabonuTHaTa
onotpanchopmanms Ha nedayHomua 10 A771726 u nocneaBamust MetabonuzsM Ha A771726 He ce
KOHTPOJIMPA OT €JMHUHCTBEH €H3UM U C€ M3BBPIIBA KAKTO B MUKPO30MaJIHATA, TaKa M B IUTO30JTHATA
KIeThuHU Ppakiun. [I[poyuBanus 3a B3aUMOACHCTBHE C IMMETHANH (HECTIEUU(PHUCH HHXUOUTOP Ha
muroxpom P450) u pudamnuums (Hecenuduyuer nuroxpom P450 nHayKTOp) MOKa3BaT, 4e in vivo
CYP enzumMuTe ygacTBar B MeTa0oIM3Ma Ha JeQIyHOMHU CaMO B MaJKa CTEIIEH.

EnumMunupane

Emnvuaupanero Ha A771726 e 6aBHO U ce XapakTepu3upa ¢ KIMPBHHC OT mopsiabka Ha 31 ml/h.
EnuMUHAIMOHHMSAT TOJTY>KUBOT € OT MOpsiIbKa Ha 2 ceamuii. Crell IpuiloKeHne Ha Oessi3ana C
W30TOII 71032 JIEQITYHOMHU/I, PaJMOAKTHBHOCTTA CE OTAEIS €JHAKBO BHB (PeKAIMUTE, BEPOSTHO Upe3
eMMHUHUPAaHe C JXKIIbUKaTa, U B ypuHata. A771726 Moxe 1a ce OTKpue B ypHHATa U (DEKATUUTE 10
36 nHM ciel eAHOKpaTHO NpueMaHe. [ TaBHuTe MeTaboIMTH B ypUHATa ca TIFOKYPOHUIN Ha
nedryHoMu  (TJ1aBHO B ipoouTte ot 0 10 24 yaca) ¥ OKCAaHUIIOBO MTPOM3BOAHO Ha A771726. BbB
(exanuuTe ce oTKpuBa riiaBHO A771726.

YcTaHOBEHO €, ue Ipu Xopa MPUIIOKEHUETO Ha MepopaiHa CyCIIeH3HUs aKTUBEH BBIJICH Ha MpaxX WU
KOJIECTUPAMHH BOJIH 10 OBP30 U 3HAUUTEIHO YCKOPsBaHE Ha eKcKkpenuaTa Ha A771726 u HamarnsBaHe
HAa TUTa3MEHUTE KOHIEeHTparuu (Bx. Touka 4.9). ToBa ce TbDKK Ha CTOMAITHO-YPEBEH MEXaHU3bM Ha
OTJICJISIHE W/WJIA Ha MPEKbCBAHE HA CHTEPO-XEMATAIHUS ITUKBIL.

Br0Opeuno yBpexaane

JlepmyHoMuy e mpuiiaraH Kato eJMHUYHA TepopaiHa jo3a or 100 mg npu 3 nanueHTH Ha
XeMO/MaNu3a 1 3 MalueHTH Ha MPOABIDKUTENHA epuToneanta quanuza (CAPD).
®apmakoknHeTHKaTa Ha A771726 npu naumentr Ha CAPD u3rnexa cxoiHa ¢ Ta3H MpH 3paBU
no0poBoiu. [1o-06p30 enuMubupane Ha A771726 e HaOIOaBaHO MPH MALMEHTHTE HA
XEMOIUaIN3a, KOETO HE CE IBIDKH Ha EKCTPAKIIHS Ha JIEKAPCTBEHHS MTPOJAYKT B AHATU3aTa.

YepHoapoOHO VBpEKIaHe

Hsma nannu 3a nedeHne Ha NAMEHTH C YepHOAPOOHO yBpekaAaHe. AKTUBHHUAT MeTabonut A771726
CBBP3aH B rOJIsIMa CTEIEH C MPOTEHHUTE U CE SIMMHUHUPA Ype3 YepHOAPOOEH METa00IN3bM H KIIbUHA
cexpenus. Te3u mporecu MoXxe /1a ObJaT MOBIUSHU OT YePHOAPOOHA TUCHYHKITHS.
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IlenuaTpudHa momyJamnus

®dapmakokuHeTHKaTa Ha A771726 cnen nepopaiHo NpUIoKeHHE Ha JIe)TyHOMU]T € U3CIIeIBaHa Py
73 neauaTpUYHU MALMEHTH C TIOJUAPTUKYJIAPSH TUI FOBeHUICH peBMaTouzcH aptput (FOPA) Ha
BB3pacT oT 3 1o 17 rogunau. PesynraTure OT momynanroHeH papMaKOKHHETHYCH aHAIN3 Ha Te3H
MPOYYBaHUs MOKA3BaT, Y€ MeTUATPHUYHNUTE MTAIMEHTH ¢ TellecHO Teriio <40 kg umat HamasieHa
cuctemHa excrio3utus (u3mepena upe3 Cs) Ha A771726, moi0o0HO Ha BH3PACTHUTE MAIUCHTH C
peBMaToucH apTpuT (BXK. ToUKa 4.2).

Crapuecka Bb3pacT

dapMaKOKHHETHYHUTE TAaHHU MIPH JUIIA B CTapYecKa Bb3pacT (>65 roguHu) ca orpaHUYeHH, HO
ChOTBETCTBAT Ha (hapMaKOKWHETHKATA MPH IMO-MJIAJUTE Bh3PACTHHU.

5.3 IlpeakJUHUYHU TaHHH 32 0€30MACHOCT

JlepmyHoMuA, IpUIIOKEH NIEPOPATHO U MHTPANICPUTOHEATIHO € N3CJICABAH B IIPOYUBAHUSA 32 OCTPa
TOKCHYHOCT MIPY MHIIKH U TUTbX0Be. [[poyuBaHus P MHOTOKPATHO TEPOPATHO MPHUIIOKECHUE Ha
Jie(hTyHOMU]T TIPY MHIIKY 32 TIEPUOJT OT 3 Mecella, IUIbXOBE M KydeTa 1o 6 Mecela U MaiiMyHH J10

1 Mecen mOKa3Bart, ye IVIABHUTE TAPT€THU OPraHy 32 TOKCUYHO yBPEKIaHE ca KOCTHHUS MO3bK, KPbBTa,
racTPOMHTECTUHAIHUS TPAKT, KO)KaTa, Aajiaka, TAMyca U TuMQHuTe Bh3nu. [ naBHUTE edpekTu ca
aHeMus, JICBKOTICHHS, HaMaieH Opoil Ha TPOMOOIIMTHTE U MTAHMHEJIONATHs U 0TPa3siBaT OCHOBHUS
MEXaHU3bM Ha JIEHCTBHE Ha BeIIecTBOTO (moTuckane Ha cuHTe3ata Ha JIHK). [Tpu mrepxoBe u kydeTa
ca Hamepenu Tenmna Ha Heinz w/mmu Howell-Jolly. [Ipyrurte edextn, ycTaHOBEHH BEPXY CHPIIETO,
YepHHs AP00, KOPHEATA M PECITUPATOPHHUS TPAKT OMXa MOTIIH J1a e OOSICHST C MH(EKIMH BCIIEACTBUE
Ha UMYyHOCynpecusaTa. TOKCHYHOCT MPH KUBOTHUTE € YCTAHOBEHA IPH 03H, €eKBUBAJICHTHHU HA
TEpaneBTUYHUTE JO3M IPU XOpa.

Jlepnmynomun He e myTareHeH. Bropoctenennust Metabonut TFMA (4-TpudryopoMeTHITaHUIINH )
NPEIU3BUKBA KJIACTOTCHHOCT M TOYKOBH MYTAILUH A Vitro, KaToO JIUIICBAT JOCTAaTh4YHO JaHHU AJIU TOH
MOXKe Jja IPEeIU3BUKA TO3H €QEKT in Vivo.

IIpu npoyuBaHe 3a KAPUUHOTCHHOCT NMPH IUTBXO0BE, JIEIyHOMH/I HE € IT0Ka3aJl KapLUHOTEHEH
noreHuuan. [Ipu npoyyBane 3a KapIIUHOT€HHOCT IIPY MULIKH € Ha0JIl0JaBaHa I0-BUCOKA YeCTOTa Ha
37I0Ka4ecTBEH JUM(OM MPU MBXKKHUTE B Ipylara Ha Hali-BHCOKA J103a, Hal-BEPOSTHO JBIDKAIL ce Ha
UMyHOCYyNpecuBHUS eeKT Ha JeduryHOMUI. [IpH )KEHCKU MUTIKH € HaOJI0aBaHo J0303aBHCUMO
yBeJIMYEHHE Ha YecToTaTa Ha OPOHXHUOJI0-aJIBEOJIAPHHU aJICHOMH U KapLIUHOMH Ha Oenust 1poo.
3HaYEHUETO Ha Te3W HAXOJKH NP MUIIKH 32 KIMHIUYHATA yIoTpeda Ha JedayHOMuUI He e
YCTaHOBEHO.

JlepmyHoMua HIMa aHTUTCHHHU CBOMCTBA MPH KUBOTHHCKU MOJEIIH.

JlepmyHoMu € eMOPHOTOKCHYCH U TEPATOTCHEH MPH TUTbXOBE U 3aiIIM B pAMKHTE Ha
TEpaneBTUYHNTE JO3H IPU XOpa U NPUUMHSIBA HEXKEIaHU PEAKIIMU BbPXY MBKKUTE PEIPOAYKTHBHU
OpraHH MPH MPOYYBAHUSITA 32 TOKCUYHOCT MPH MHOTOKPATHO NpriiokeHne. PepTUIINTETHT HE €
HaMaJeH.

6. DOAPMAIIEBTUYHHU JAHHU
6.1 Choucnbk Ha NIOMOIIHHUTE BelIECTBA

Tabremno a0po:

IlapeBuuHO HULIECTE

IToBumon (E1201)

Kpocnosuion (E1202)

Cunuiues TMOKCHI, KOJIOUAEH 0€3B0IeH
Marnesues creapat (E470b)
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JlakTo3a MOHOXHIpPAT

Quamoso nokpumue.

Tank (E553b)

Xumpomenosa (E464)

Turtanues auokcua (E171)

Makporon 8000

Kont xxeneszen okeun (E172)

6.2 HecbBMecTHMOCTH

Henpunoxumo

6.3 Cpok Ha TogHOCT

3 rOIMHM.

6.4 CneuuanaHu ycaoBUsI HA CbXpPaHEHHe

Bbrnucrep:  Jla ce chXpaHsBa B OpUTHMHAJIHATA OMAKOBKA.
Bytunka:  CpxpansBaiiTe OyTuiKara IUTBTHO 3aTBOPEHA.
6.5 Bujau chabpiKaHue HA ONAKOBKATA

brmuctep:  Anmymunwmii/anmymunues 6muctep. OnakoBku: 30 u 100 punmupann TabIeTKu.

byrunka: 100 ml HDPE GyTtunka ¢ mmpoKko rppiio, ¢ Karmayka Ha BUHT C BIPaJIeH KOHTEHHED 3a
uscymasane, cpappkanty 30, 50 wmm 100 hunmupanu TabIeTKy.

He Bcuuku BUI0OBE OMAKOBKH MOT'aT jJa ObJIAT MyCHATH B IPOAaK0a.
6.6 CneuuajHu npeanasHu MepKH NPHU U3XBbPJsiHe U padoTa

Hsama CIICIMaJIH U3 CKBAHUS 3a U3XBBPJIAHE.

7. HNPUTEXATEJI HA PASPEHIEHUETO 3A YIIOTPEBA

Zentiva k.s.

U kabelovny 130

102 37 Prague 10

Yemrka perryOmmka

8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/09/604/005-009

9. JATA HA ITBbPBO PASPEIIABAHE/IIOJHOBABAHE HA PASPEIHIEHUETO 3A

YIIOTPEBA

Jata Ha mepBO pazpemanane: 08 sayapu 2010 .
[Hata Ha nocneano nonHoBsiBane: 19 noemBpu 2014 r.
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10. [JATA HA AKTYAJIMBUPAHE HA TEKCTA

ITonpoOHa mH(pOpManHs 3a TO3H JeKapCTBEH MPOAYKT € MpelocTaBeHa Ha yebcaiiTa Ha EBpomneiickara
areHITs 110 JeKapcTBaTa https://www.ema.europa.eu/.
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1. HUME HA JIEKAPCTBEHMA TPOAYKT

Leflunomide Zentiva 100 mg ¢pummupanu TadneTkn

2. KAUYECTBEH U KOJIMYECTBEH CbCTAB
Bcesika Tabnerka chaspka 100 mg nedaynomun (leflunomide).

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

3a IIBJIHUSA CHUCHK Ha IIOMOIIHHUTEC BCUICCTBA BHXXTEC TOYKaA 6.1.

3. JEKAPCTBEHA ®OPMA
®dunmupana TabnaeTka

bsina o Oene3Hukara, Kpbria GuiMupana Tabierka, ¢ otneuataHo ZBP ot exHara crpaHa.

4. KJIMHUYHU JAHHU
4.1 TepaneBTHYHHU MOKA3AHUS

JlepmyHoMuz e moka3aH 3a JIedYeHHE Ha Bb3PACTHH MMALlUCHTH C:

o aKTHBEH PEBMATOMJICH apTPUT KaTO “00JIecT-MOIUPHUIMPAIIO AHTUPEBMATUYHO JICKAPCTBEHO
cpeacteo” (BMAJIC)
. aKTHBEH IICOPHUATUYEH apTPUT.

CKOpOIITHO W €THOBPEMEHHO JIEUEHHUE C XeIaTOTOKCHYHN Win XematoTokcnayan BMAJIC (nHarp.
METOTpPEKCaT) MOKe J1a JOBEJIE 10 YBEIUMYCH PUCK OT CEPUO3HU HEXEIIAHU PEAKITUH; CIICIOBATEITHO,
MIPeJIv 3aII0YBaHE Ha JICUCHUETO C JIe(IyHOMUI, TpsIOBA BHUMATEIHO Ja Ce€ MPEICHH ChOTHOILIEHUETO
T0JI3a/PUCK.

Herio noseue, cmsinaTa oT jgeduryHoMu Ha apyro BMAJIC Oe3 cria3BaHe Ha O4KCTBaIaTa nporeaypa
(BX. TouKa 4.4), MOXe J1a YBEIMYU PUCKA OT CEPHO3HU HEXKEINaH! PEaKIUU JOPH JBJITO BpeMe Clie]
CMsHATA.

4.2 I[o:mpomca U HAYUH HA MPUWITOKEHUE

JleuenueTo TpsOBa Aa ce 3all0YHE U CIEeIU OT CHELMAIIUCTH C OIIUT B JICYEHUETO HA PEBMATOUICH
ApPTPUT U IICOPUATUYEH aPTPHUT.

EnnoBpemeHHO TpsiOBa Aa ce onpenenar alanuH amuHoTpaHcdepaszara (AJIAT) nnu cepymHara
riyramat-nupysart tpancgepasa (CI'TIT) u mbiiHa KpbBHA KapTHHA, BKIFOYUTEIHO JH(EepeHIINATHO
OpoeHe Ha OeIrTe KPhbBHH KIETKH U OpOsi Ha TPOMOOIIMTHTE, a MOCJIE 1a Ce M3CJIEABAT ChC ChIIlaTa
YeCTOTa:

. MpeIy 3ar0YBaHe Ha JIe(IyHOMUI,
. BEJHBK Ha JIBE CEIMUIIMU MPe3 IbPBUTE 6 Mecela OT JICUSHUETO, U
° BEJIHHX HAa BCEKU 8 CEIMUIIA CJIeNT TOBA (BXK. Touka 4.4).
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o [Ipu peBMaTOMICH apTPUT: TepanuATa c JedIyHOMU] OOMKHOBEHO 3a09YBa ¢ HaTOBapBala
no3a ot 100 mg enuH mbT HEBHO B MPObIDKeHKE Ha 3 nHU. [IpomyckaHeTo Ha HaTOBapBaIara
J103a MOXKE J]a HaMaJIi PUCKa OT He)KEJIaH! ChbOUTHSI (BXK. Touka 5.1).
[Ipenoppuntennara nmoaapprxkama mo3a € 10 mg go 20 mg nedryHOMU €UH BT JTHEBHO, B
3aBUCUMOCT OT TEKeCTTa (aKTUBHOCTTA) Ha 3a00IsIBAHETO.

o [Tpu ncopuaTuyeH apTpuT: TepanusTa ¢ JedIyHOMua 3ano4Ba ¢ HaToBapBamia 103a ot 100 mg
€IMH BT JTHEBHO B MPOABJDKCHUE HA 3 THU.

[IpenopruntenHara norspikaiia go3a ¢ 20 mg nedIyHOMU] €IMH BT JHEBHO (BXK.
Touka 5.1).

TepaneBTHIHIAT ehekT OOMKHOBEHO 3aImo4Ba ciieq 4 10 6 CEAMHUIN U MOXKE TOIIBJIHUTETHO Ja Ce
nmoto0pu 3a nepuoj oT 4 10 6 Mecera.

He ce mpenoppuBa nmpoMsiHa Ha 703aTa PH MAUEHTH C JeKa ObOpedHa HeT0CTaThYHOCT.

He ce u3nckBa mpoMsHa Ha g03aTa MpU NAIUEHTH HAll 65-TOIUIITHA Bb3PACT.

Ileouampuuna nonynayus

Leflunomide Zentiva He ce nmpenopbyBa 3a yrnorpeda npy NalMeHTH Ha Bb3pacT 1moa 18 roauHu, Thid
KaTo epuKkacHOCTTa 1 6€30MacHOCTTa IpH IoBeHUIIeH peBMaTouaeH apTpuT (FOPA) He ca ycraHOBeHH

(Bx. Toukm 5.1 1 5.2).

Hauwnn »Ha npuioxkeHue

Tabnetkute Leflunomide Zentiva ca 3a nepopaiHo npuiiokeHue. TadneTkuTe TpsSOBa a ¢e MOTIbIIAT
LENU ¢ JOCTaThUHO KOMUUeCTBO TeuHOCT. CTerneHTa Ha abcopOius Ha JieIyHOMH/ HE CE MOBIIHSIBA
aKo ce MmpHeMa ¢ XpaHa.

4.3 IIporuBomoka3zaHus
. CBpBXUYBCTBUTEITHOCT (0COOCHO MpeAlecTBall CHHIpOM Ha Stevens-Johnson, TokcnaHa

enyjepMaliHa HeKpoJinu3a, epuremMa MynTudhopMe) KbM aKTUBHOTO BEIIECTBO, KbM TJIaBHUS
aKTUBEH METAa0O0JUT TePU(DIYHOMUI WM KbM HSIKOE OT ITOMOIIHHUTE BEIIECTBA, M30POCHHU B

TouKa 6.1.
. [TaumeHTH ¢ yBpeaeHa 4epHOIPOOHA (PYHKIIHSL.
. [MaumenTH ¢ TeXKH UMyHOJAePUINTHU cheTosiHUS, Harp. CITHMH.
. [TateHTH ChC 3HAUNTENTHO YBpeAeHa (YHKLUS Ha KOCTHUSA MO3BK MIIN TE€XKa aHEMHS,

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

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

L HaLII/IeHTI/I C YMEpCHa 10 TCKKa 61,6peqHa HEOOCTAaTBbYHOCT, 3al10TO JIMIICBA JOCTATHYHO
KIIMHUYCH OIIUT IIPU Ta3u rpyma rnamueHTH.

o [TanmeHTH € TEXKa XUIIONPOTEUHEMUS, HATIP. TIPH HE(POTHIEH CHHIPOM.
o Bpemennn ’KeHH WK KEHH C IETEPOACH MOTEHIIHAN, KOUTO HE U3ITOJI3BAT MOIXOIIA

KOHTpaLEeNIHs 0 BpeMe Ha JICYEHHETO C JIeQIyHOMH] U CJIe/l TOBA, IOKATO [UIa3MEHUTE HUBA
Ha akTuBHUS MeTaboiut ca Hax 0,02 mg/l (Bx. Touka 4.6). [Ipeau 3anouBane Ha JEYEHHUETO C
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nedryHOMHU TPsIOBA 1A ce M3KITIOYN OPEMEHHOCT.
o Kepmenn sxenu (Bx. Touka 4.6).
4.4 CpoeuuajHu npeaynpe:RIeHUs! U NPeINa3Hu MePKH NPH ynoTpeda

EnHOBpEMEHHOTO MPUIIOKEHHE Ha XEMATOTOKCUYHHU WK XxeMaTtoTokcndnu BMAJIC (mamp.
METOTpEKCAT) He ce MPernopbhYBa.

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

4 cenmui. Morat a Bb3HUKHAT CEPHO3HU HEKENaHU PEeaKIMU (HaIp. XemaTOTOKCUYHOCT,
XEeMaTOTOKCHUYHOCT, WJIU aJI€PTUYHHU PEaKlyH, BXK. I0-I0IY), JOPHU aKO JICYEHUETO C JIeQIyHOMHL €
6uno cnpsiHo. CrienoBaTenHo, KOraTo Bb3HUKHE I10100Ha TOKCUYHOCT WM aKoO IOPaJy HAKAKBa Apyra
npuanHa A771726 TpsibBa na ce oTcTpaHu OBP30 OT OpraHm3Ma, TpsiOBa Jla ce cra3Ba OYHNCTBAIIATA
npouenypa. [Ipouexyparta Moxe 1a ce MOBTOPH, aKO € KIMHUYHO HE0OXOAUMO.

3a oyucTBaIIaTa NpoIeaypa u Apyrd NpenophINTeIHA MEPKHU B CITy4ail Ha JKeJaHa Wid
HEenpeBUICHa OPEMEHHOCT, BUKTE ToUKa 4.6.

YepHOoaApOOHU pPEaKIInU

Penxu ciayvan Ha TEKKO YepHOAPOOHO YBpeXkAaHe, BKIIOUUTEIHO clydau ¢ (pataneH u3xoz ca Ounu
cbOOIIaBaHU 110 BpeMe Ha JeueHueTo ¢ gedaynomua. IloBedero or ciyyanrte ca Bb3HUKHAIM MIPE3
I'BPBUTE 6 Mecella Ha JIedeHHeTo. YecTo e HauIle ChITbTCTBAIIA TEPAIus C IPYTH XeNaTOTOKCUYHU
JIEKapCTBEHHU NMPOAYKTH. BaxXHO € #a ce cneaBat TOYHO MPENOPBKUTE 3a IIPOCIIEASBAHE.

Tpsi6Ba na ce onpenenu AJIAT (CI'TIT) npenu 3anouBane Ha jedIyHOMUI, a MOCIIE Aa Ce U3CiIeBa
ChC ChIIIaTa YECTOTA KATO MbJIHATA KPhbBHA KapTHHA (HA BCEKU JIBE CEIMUIIN) MPE3 ITbPBUTE HIECT
Mecena OT JICUCHHUETO, a CJIC/ TOBA BEIHBK HAa BCCKH § CEAMUIH.

ITpu yBennuenne Ha AJIAT (CI'TIT) ot 2 g0 3 mbTH HajA ropHaTa rpaHHUIla HA HOPMAaTa, MOXeE J1a ce
o0chau HamansBaHe Ha fo3ata oT 20 mg Ha 10 mg, kaTo TpsAOBa Aa ObAE NPOBEACHO EKECEIMUIHO
HaOmonenue. Axko yBenndenuero Ha AJIAT (CI'TIT) e 2 nbTu Hag HOpMaTa ¥ IEPCUCTUPA, UITH
YBEIMYEHHUETO € TIOBeYe OT 3 IIbTH HaJl HOpMaTa, IPUEeMaHeTo Ha JieIyHOMH/] TpsiOBa ce
NpeyCcTaHOBH U Ja ce IPEeMUHE KbM OuMcTBallara npoueaypa. [Ipenoppusa ce npogbirkaBaHe Ha
MOHHUTOPHUPAHETO Ha YEPHOAPOOHUTE EH3UMH CJIE [IPEyCTaHOBSBAHE HA JICUCHUETO C JIEPIYHOMHUA 10
HOpMaJU3UpaHe Ha EH3UMHHUTE HUBA.

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

Tbit kKaTo akTUBHHUAT MeTaOoMUT Ha nedmyromun, A771726, ce cBbp3Ba B rojsiMa CTEIeH ¢
NPOTEMHUTE U C€ eTMMUHHIPA Ype3 YEPHOAPOOEeH MeTab0IN3bM U JKITbYHA CEKpelrs, MJIa3MEHUTE
HuBa Ha A771726 ce oyakBa ja ObJIaT MOBHUIIICHH MIPH ManuieHTH ¢ Xxunonporenaemus. Leflunomide
Zentiva e IPOTUBOINOKA3aH MPH MALMEHTH C TeXKa XUIIONPOTEMHEMUSI WM yBpelleHa (yHKIUS Ha
yepHUs Apo0 (BXK. Touka 4.3).

XeMaToJIOTHYHHU pEAKIINU

Ennospemenno ¢ AJIAT, Tpa0Ba fa ce HallpaBy ITbJIHA KPbBHA KAPTHHA, BKIFOUUTEITHO
TudepeHnnarHo OpoeHe Ha OeNuTe KPBBHU KIIETKH U TPOMOOIUTHTE, TIPE/IN 3alI04YBaHE Ha JICYCHUETO
¢ nedIIyHOMH/I, KAKTO U BEIHDBK Ha JBE CEIMHUIIM Npe3 IIbpBUTE 6 Mecela OT JICUCHHUETO U BEAHBK Ha
BCEKH 8 CEMUIIM CIIE]] TOBA.

HpI/I IManyeHTH C IpeamecTBalla aHEMH, JICBKOIICHU A A/MIIH TpOM6OIlI/ITOHeHI/I$[, a Taka CbIIO U IIPpU
MalrueHTHU C YBpCIACHA q)YHKI_[I/Iﬂ Ha KOCTHUS MO3BK WUJIU IIPU TAKUBA C PUCK OT IIOTUCKAHC HAa KOCTHUSA
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MO3BK, PUCKBT OT XEMATOJIIOTHYHH HAPYIICHHS € YBEIMYeH. AKO Bhb3HUKHAT TaKKBa e(heKTH, TPSOBA
Jla ce B3eMe MPEeABH OUMCTBaHE (BK. MTO-I0JTY) 3a HaMaJsIBaHEe Ha TUIAa3MeHUTE HUBa Ha A771726.

B cirydaii Ha TeXKH XeMaTOJIOTHYHH PeakLuy, BKIIOUNTeIHO manuuronenus, Leflunomide Zentiva n
BCSIKA €THOBPEMEHHA MHUEJIOCYIIPECUBHA Tepalus TPAOBa Ja ce CIIpe U Ja ce 3all04He O4NCTBAalla

Mporeaypa ot JeQIyHOMHUI.

KomOunnanms ¢ apyru jeueHust

Ynorpebara Ha AeIIyHOMUI C aHTUMAJIAPUHHY MIPENapaTy, U3MOJI3BaHN IPU PEBMATUYHH
3a00JIsIBaHus (HAIP. XJIOPOKBUH M XUIPOKUCXJIOPOKBHH ), HHTPAMYCKYJTHO WJIH MIEPOPATTHO 371aTO,
D-nennnunamuH, a3aTHONIPHUH U APYTH UIMYHOCYIIPECUBHU CPEACTBA, BKIIOYHTEITHO HHXUOUTOPH Ha
TyMOp-HEKpoTu3upail pakrop-anda, 10 MOMEHTA HE € JOCTAThYHO MU3CJIC/IBaHA B PaHIOMU3UPAHH
U3MUTBAHUS (C U3KIIOYCHUE HA METOTPEKCAT, BXK. ToUKa 4.5). PUCKBT, CBBpP3aH C KOMOMHHPAHOTO
JiedeHne, 0COOEHO TIPY IPOABIDKUTEITHO JIEUeHHE, HE € U3BECTeH. 1hi KaTo TaKoBa JIeYEHHE MOXKE Ja
JTOBeJIe 10 HaTPyIIBaIla Ce MM JIOPH 0 CHHEPTHYHAa TOKCUIHOCT (Harp. XenaTo-miu
XEMaTOTOKCUYHOCT), kKoMOuHarusta ¢ apyro BMAJIC (Hamp. METOTpeKcar) He € IpernophbUruTeITHA.

EnHoBpeMeHHOTO MpUIIOKeHHE Ha TePpUPIIyHOMH] ¢ JTehIyHOMU/ HE Ce MPEnopbuBa, Thii KaTo
nedIyHOMU] € U3XOITHOTO ChbeMHEHNE Ha TePUITYHOMH/.

IIpeMuHaBane KM IPYIO JICUCHUE

Toit kaTo nedTyHOMH]] C€ 3abpKa IBITO B OPraHu3Ma, IpeMUHaBaHeTo KpM Jpyro BMAJIC (mamp.
METOTpeKcaT) 0e3 U3BBPIIIBAHE HA OYMCTBAIATA MPOIeaypa (BXK. MO-J0Iy) MOXKE Jia 3aCHIIN
BB3MOXHOCTTA OT JOIIBJIHUTEIHN PUCKOBE IOPH IBJT0 BpeMe ClIe CMsIHaTa (KHHETUYHO
B3aUMOJIEHCTBUE, OPraHHA TOKCUYHOCT).

Io chIMs HaYKMH, CKOPOIITHO JICUYSHUE C XCMATOTOKCUYHHU HJIM XEMaTOTOKCHUYHH JICKAPCTBCHH
MPOAYKTH (HAIp. METOTPEKCAT) MOKE /1a JOBEJIE /IO YBEIMYCHH HEKeTIaH! PEaKIie; CIeI0BaTEeIHO,
MIpeIy 3aII0YBaHE Ha JICUSHUETO C Je(IIyHOMUI, TpSIOBAa BHUMATETHO Ja Ce€ MPEIEeHH ChOTHOMEHUETO
T0JI133/PHUCK U C€ TPENophyuBa CTPUKTHO MPOCIICIsABaHe B HaYaJIHATa (pa3a ciea cMsHara.

KoxHu peaknuu

B cityuaii Ha yniepo3eH CTOMaTuT, MPUIOKEHUETO Ha JeIIyHOMHU TPsiOBa Jla ce MPEeyCTaHOBH.

MHoro penky ciiydan Ha CHHIIPOM Ha Stevens-Johnson WM TOKCHYHA eNHJiepMaliHa HEKPOJIN3a 1
JISKapCTBEHA peakius ¢ eo3uHoduins u cuctemuu cumntomu (DRESS) ca cro0maBanu npu
MaIMeHTH, JIeKyBaHu ¢ jedayHoMua. Korato ce HaOMOAaBaT KOXKHH W/WITH MyKO3HU MPOMEHH, KOUTO
MOPaKAAT MO03PEHUE 33 TaKKBa TeKKHU peakiun, Leflunomide Zentiva u Besika Apyra Bh3MOXKHO
CBBbp3aHa Tepamnsi TpAOBa Jja ce MPEYCTaHOBHU U Jia Ce 3arovHe He3a0aBHO OUMCTBAIIATa Mpoleaypa oT
nedayHomu. B TakuBa ciiyyau € He0OXOAMMO MBJIHO OYHCTBaHe. B TakuBa ciydyan MOBTOPHOTO
nprueMane Ha JieIyHOMUJT € MPOTHUBONOKa3aHo (BXK. Touka 4.3).

Vma choOIieHns 3a MyCcTyJI03€H MICOPUA3KC 1 BIIOIIABAHE HA TICOPUA3KC ClIe]] yoTpeda Ha
nedaynomua. Moxe 1a ce 0OMHUCITH MPEyCTAHOBSBAHE HA JICYEHUETO, KATO CE B3EMAT MPEBH/T
3a00JIIBAHETO Ha MAI[MEHTa 1 aHAMHEe3aTa.

[Ipu manmeHTH MO BpeMe Ha Teparus ¢ JeIIyHOMHU] MOTaT Ja Ce TOSBIT KOXKHU 53BH. AKO HMa
ChMHEHHE 32 KOJKHA 513Ba, CBbP3aHa C JISIYHOMU]T WK aKO KOKHHUTE SI3BU TIEPCUCTHPAT BHIIPEKU
MOIXOISIIIa Tepanusi, TpsiOBa Aa ce OOMHCIN MpeKpaTsIBaHe Ha JIEYCHUETO C JIe(ITyHOMHUT U
MIPOIIeAypa 3a BIIHO OYKCTBaHe. PenieHrero 3a Bb30OHOBSBaHE Ha JICYCHUETO C JIS(ITYHOMHU]T CIIE]T
KOXHH sI3BM TPSAOBa J]a ce OCHOBaBa HA KIIMHUYHA MPEICHKA 32 aJIEKBaTHO 3a3/IpaBsSBaHE HA PAHHTE.

Ilo Bpeme Ha jeueHNETO C JeIyHOMU IPH MAMEHTH MOKE a ce HaOIr0/1aBa TPYAHO 3a3/]paBsiBaHe
Ha paHu cliej onepanus. B3 ocHOBa Ha MHIMBHU/IyaJIHA OLIEHKA MOXKE J1a C€ OOMHUCIIH MTPEKhCBaHE Ha

43



JICYEHUETO C JIeTyHOMH] B IEPUXUPYPTUIHAS TIEPUOJ U TIpMIIaraHe Ha OYMCTBAIA MPOLEaypa,
KaKTO € OMMCAHO MMo-101y. B cioyyail Ha mpekbCcBaHe PENIeHNeTo 32 Bhb30OHOBSBAHE HA JIEUEHUETO C
nedryHOMU] TPSIOBA J1a Ce OCHOBaBa Ha KIIMHUYHATA MPEIICHKA 32 aJICKBATHO 3a3/[paBsiBaHE 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 qa ObJaT Mo-TeXKH 10 eCTECTBO U CIEI0BATEIHO A2 U3UCKBAT PAHHO
Y CHEepruyHO JieueHue. B cinyyaii, ue Bb3HUKHE TeXKKa HEKOHTPOJIMpyeMa HH(EKLIUS, MOXKe J1a €
HEO0XOIUMO J1a c€ IIPEKbCHE JICUEHHETO C JIeQIIyHOMU 1 1a CE 3all0YHE OYMCTBAILA IIPOoLEeaypa,
KaKTO € OIMCAHO M0-/10J1y.

CpoOmiaBanu ca peJKy Cilydau Ha porpecuBHa Myitudokaraa Jeskoernnedaronatus (PML) mpu
MAIMEHTH, TIPUEMAIIIH JIEQITYHOMHU] 32¢THO C JPYTH HMYHOCYTIPECOPH.

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

,»JJaTeHTHA"’) TyOepKyI03a, ChIIaCHO JIOKAIHUTE MPENopbKU. ToBa MOXKe /1a BKIIFOUBA METUIIMHCKA
aHaMHe3a, Bb3MOXKEH MPEIIeCcTBaIl KOHTAKT C TYOCPKYJI03a W/HITH MTOIXOAS1] CKPHHUHT, KaTo
Hanpumep peHTreHorpadus Ha Oenute qpoOoBe, TYOEPKYIMHOB TECT W/HIN HHTEPPEpPOH-TaMa TeCT,
KaKTO € IpriIokuMo. Ha npeanucpamuTe ekapy TpsOBa /1a ce HallOMHS 32 PHCKa OT (haJIIIuBO
OTPHLIATEITHH PE3YNITATH OT TYOCPKYJIMHOBHS KOXKEH TECT, 0COOCHO MPH MAIMEHTH, KOUTO Ca TEXKKO
0oJIHM WM HUMyHOKOMIpoMeTupaHu. [lanuenTuTe ¢ aHamHe3a 3a TyOepKyno3a TpsiOBa Ja ce
HpoCiIeAsBaT BHUMATEIHO NOPaaN Bb3MOXKHOCTTA 32 peaKTHBHpaHe Ha MH(EKIHATA.

PecnmpaTopHu peakiuu

CrobmraBa ce 3a HHTepCTUIHATHA OeoapoOHa 00JIeCT, KaKTO M PeAKH ciaydan Ha O6emoapoOHa
XHIIEPTOHUS B OETOAPOOHH HOIYJIH M0 BpeMe Ha JieueHue ¢ JeduryHoMu (Bx. Touka 4.8). PUCKBT OT
HACTBIIBAHETO HA MHTEPCTHUIIMAIHA 0€J10/IpoOHa 0oJjiecT U 0e10poOHa XUIIEPTOHMS MOXKE Ja ObJie
HOBUIICH TIPH MAIMEHTH C aHaMHe3a 3a MHTepCTHIMaIHa OesoqpooHa Oonect. MHTEpcTHIIMAHATA
OeopoOHa OoJiecT € MOTEHIMAIHO (aTaTHO HapyIIeHHe, KOETO MOKE Ja Bb3HUKHE OCTPO 110 BpeMe
Ha TepanusTa. benoapoOHUTe CUMIITOMH, KaTo KallUIKIIA U 33/1yX, MOTaT Jia ObJaT MpuYnHa 3a
NpEYCTaHOBSBaHE Ha JICYCHUETO U MOIXO/ISIIO ITOCIIE/IBAIIO U3CIIE/IBAHE.

[lepudepna HEBponaTus

ITpu nanumenTy, noayyasany JedIyHOMUA ca ChOOIIEHU Cllyyan Ha reprudepHa HeBponaTusl.
[ToBeueTo manMeHTH ca ce Moo0PHIIU Clie/ IpeKkpaTaBaHe Ha edayrHomua. Habmonasa ce obaue
HIMPOKa BApUaOWIIHOCT 110 OTHOILICHHE Ha KPAWHHUS U3XO/, T.€. IPH HAKOW MalMeHTH HeBPOIIaTHSATA €
OT3BYy4aJa, a HAKOM NAllMEHTH ca MMAaJM NepCUcTUpany cumnroMu. Be3pact Hag 60 roaunuy,
CBITBTCTBAIIY HEBPOTOKCUYHU JIEKAPCTBa 1 AXabeT MoraT Jia MOBHIIAT PUCKa OT nepudepHa
HeBpomaTHus. AKo NmanueHT, koiro npuema Leflunomide Zentiva pa3sue nepudepHa HeBpomaTHs,
TpsiOBa J1a ce o0chaM npekpatsiBane Ha JedenneTo ¢ Leflunomide Zentiva u npoBexaane Ha
npoleaypa 3a eTUMUHUPAHE Ha JICKAPCTBEHUS IPOAYKT (BXK. Touka 4.4).

Konut
HpI/I HaHI/IeHTI/ITe, J'ICKYBaHI/I C JIC(i)IIYHOMI/IZI, (& C’[)06H_IeHO 3a KO.]'II/IT, BKJIIOUYUTCIIHO MI/IKpOCKOHI/IT-IeH

koynT. [lanmenTrTe Ha NIeveHue ¢ IeIIyHOMHU/I, TPU KOUTO BH3HUKBA HEOOSICHUMA XPOHUYHA JTHAPUS,
TpsiOBa J1a ObAT MOJUIOKEHH Ha MOIXOAALIN JUArHOCTUYHH MPOLEAYPH.
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KpbBHO Hansrane

Kp’I)BHOTO HaJIsAraHne Tpi[6Ba Ja C€ U3MCPU Ipeau HA4YaJIOTO Ha JICUCHUECTO C J'Ie(bJ'IYHOMI/II[ u
MEpUOANYIHO CJIEA TOBA.

Bo3npon3Boactso (IpenopbKu KbM MEBKETE)

MmBbxeTe HarueHTH TPSAOoBa 1a ObAaT HAICHO 32 BE3MOXKHA MEANHPAHa OT MBXa (eTaTHa TOKCHIHOCT.
TpsOBa ma 6b/1e OCUTYpEHA CHINO MOIXOAIIA KOHTPAIIECTIIINS IO BpeMe Ha JICUSHHETO C JIe(pITyHOMHUI.

Hsima TouHu nanHu 3a pricka OT MeJUHpaHaTa oT MbxKa (eranHa TokcuyHocT. [IpoyuBanust mpu
JKUBOTHH 32 OLICHKA Ha TO3M crenu(u4eH puck obade, He ca MPOBEXJAHU. 3a HaMaJIsIBaHEe Ha BCEKU
BB3MOXEH PHUCK, MBXKETE JKellaely 1a ObaaT Oainy, TpsOBa Aa B3eMaT MPEABH]l IPEYCTaHOBSIBaHE Ha
ynoTpebata Ha JeQIyHOMU U 1a IpUeMaT KojecTupamuH 8 g 3 mbTu nHeBHO 3a 11 auum umm 50 g
aKTHBEH BBIJICH Ha Tpax 4 IbTH JHEBHO 3a 11 mHU.

W B nBara cirydas ria3MeHaTa KOHIIGHTpalus Ha A771726 Toraa TpsiOBa J1a c€ U3MEPH 32 MPHB IIBT.
Crnen ToBa ma3meHara KoHIeHTpanus Ha A771726 TpsOBa 1a ce onpenear OTHOBO Clie HHTepBal OT
none 14 nau. Ao nBeTe mia3MeHn KoHIeHTpanwu ca nof 0,02 mg/l u cien mepuo, Ha N34aKBaHe
Haif-Masko oT 3 Mecena, pUCKbT OT (peTaiHa TOKCHYHOCT € MHOTO HUCHK.

OuncTBana mponeaypa

Konectupamun B 103a 8 g ce npuiara 3 mbTH AHEBHO. ANTepHATHBHO, 50 g aKTUBEH BBIVIEH Ha Mpax
MOXe J]a c€ MPHIOKH 4 MbTU AHEBHO. [IpoabIKUTENHOCTTA HA ISTTIOCTHOTO OYMCTBAaHE OOMKHOBEHO €
11 nuu. [IpoabkUTENHOCTTa MOXKE Jja €€ MPOMEHHU B 3aBUCUMOCT OT KIIMHUYHHUTE UJIH J1a00paTOpHU
IIOKA3aTeINH.

JlakTo3a

Leflunomide Zentiva cpappxa nakTo3a. [lanmenTu ¢ penku HacaeACTBEHN IPoOIeMH Ha
HEMOHOCHUMOCT KbM TallakTo3a, MMBJICH JIAaKTa3eH Ae(MUIUT UK TITF0OKO30-TaIaKTO3HA MaiabcopOIus He
TpsiOBa Jia MpreMaT TOBA JIEKAPCTBO.

BiusHue BEPXY ONpe/ieNiTHeTO Ha HUBaTa Ha HOHM3MPAH KaJIWi

BB3M0kHO € n3MepBaHeTO Ha HUBAaTa HA HOHU3MPAH KM J1a MOKaXe (alInBo NOHIKEHN
CTOWHOCTH TIPH JIeUeHUE C JIe(ITYHOMUT W/ WK Tepru(IyHOMH/] (AKTUBHUAT METa0OIUT Ha
neIIyHOMHUT) B 3aBUCHMOCT OT BHA Ha M3IIOJI3BAHMS aHAJTM3aTOP HA HOHU3UPAH KM (Hamp.
KPBBHO-Ta30B aHaiu3arop). [lopaau ToBa Mpu ManueHTHTe, JeKYBaHH C JIITyHOMH/ HITH
TepuIIyHOMUII, € HEOOXOMMO J]a ce POBEPH JOCTOBEPHOCTTA HA U3MEPEHHUTE TIOHMKEHN HUBA Ha
HOHM3MpaH Kanui. B ciyyait Ha CbMHUTEIHM PE3YJITaTH Ce MPENopbhYBa Jia Ce ONpeesin 00IaTa
KOHIICHTpAIHs Ha aJI0yMUH-KOPHTHPAH KaJIUi B cepyMa.

4.5 BzaumopeiicTBHE ¢ IPYrd JeKapCTBEHH MPOAYKTH U APYTU (pOpMH HA B3auMoaelicTBHE
IIpoyuBanus 3a B3aMMOAEHCTBUATA Ca IPOBEXKIAHN CaMO ITPH Bb3PACTHH.

YBennuaBaHe Oposi Ha HeXXEJIAHUTE PeaKIMU MOKe JIa ce HaOJItojaBa NPy CKOPOIIHA HITH
€HOBPEMEHHA yIOTpeda Ha XEMAaTOTOKCHYHH HIIM XEMATOTOKCUYHU JIEKAPCTBEHN MIPOAYKTU WIIH
KOTaTo JISYSHUETO C JIe(hTyHOMHU]T CE MOCIIe/IBa OT MPHUEMAaHETO HA TAKMBA JIEKAPCTBEHU MPOIYKTHU 03
MePHOJT Ha OTMHBAHE (BXK. CHINO YITHTBAHETO OTHOCHO KOMOWHAITUS C IPYTH JeUeHUs, Touka 4.4).
CrnieioBaTEIHO ce MPeropbhuBa BHUMATEIHO MPOCIE/IBAaHE Ha YEPHOPOOHHUTE CH3UMH U
XEMAaTOJIOTMYHUTE MTOKa3aTelld B HaUalHaTa (a3a Mpy CMsIHA Ha TeParusTa.

45



MeroTpekcat

IIpu manko (n=30) mpoydBaHe ¢ eqHOBpEMEHHO Npriiokenne Ha neduryHomun (10 mo 20 mg qHEBHO)
¢ merotpekcar (10 no 25 mg cemMu4HO), € HaOIF01aBaHO 2- 0 3-KpaTHO yBEIUYCHUE HA
YepHOAPOOHUTE eH3UMH IpH 5 0T 30 marreHTH. BCUUKH yBETUYCHHUS ca OT3BYUaH, 2 ¢
NPOJBIKABAHE Ha JIBaTa JICKAPCTBCHHU MPOJYKTA U 3 CJIe/ PeyCTaHOBSABAaHE Ha JIEQIyHOMHUI.
YBenuueHue, no-rolisiMo OT 3-bTH € HaOMI0JaBaHo MPU APYTH 5 malueHTa. Bcuuku Te chiio ca
OT3BYYaJH, 2 C MPOABDKABAHE HA JBATa JICKAPCTBCHU MPOIYKTA U 3 ClIe/] MPEeyCTaHOBSABAHE Ha
nedIIyHOMU.

[Tpu manueHTH ¢ peBMaTOMICH apTPUT HE € YCTAHOBEHO (PApMaKOKUHETUYHO B3aUMOJICHCTBUEC MEKIY
nedryromu (10 go 20 mg qHeBHO) U MeToTpekcat (10 1o 25 mg ceAMHUYHO).

Bakcunanuu

Hsma xnuHrYHN TaHAY 32 eprkacHOCTTa M O€301IaCHOCTTa Ha BAKCHHALIMKTE IO BpEME Ha JICYECHHE C
nedyHOMUA. BakcHHUpaHETO ¢ KMBH aTeHIOWPAaHH BaKCHHH 00ade, He ce MpenopbyuBa. Ibiarusar
MOJTYKHBOT Ha JIeQIIyHOMH]I TPIOBa Jla ce MMa TpeABH/, KOTraTo ce TUIaHyBa NPHJIOKEHNE Ha )KHUBa
aTeHroupaHa BakcuHa cien cnupane Ha Leflunomide Zentiva.

Bapdapus u apyru KyMapuHOBH aHTHKOATryJIaHTH

Hma cpobiienns 3a ciayvyan Ha yBeTHUEHO MPOTPOMOHMHOBO BpeMe, KoraTo JieryHOMI 1 BapdaprH
ce mpueMaT eJHOBPEMEHHO. B KIMHUYHO (hapMaKoJIOrHYHO MPOyYBaHE € HaOII0AaBaHO
(hapMakoIMHAMAYHO B3auMoieicTBUe ¢ BapdapuH u A771726 (Bx. mo-gony). [lopaau ToBa, mpu
€IHOBPEMEHHO ITPUIOXKEHHE Ha BapQaprH WIK ApYT KyMapHHOB aHTHKOATyJIaHT, Ce IPENopbUBa
BHHUMATEITHO MPOCieIsIBaHe Ha MEXIYHAPOIHOTO HOpManu3upano crotHomeHue (INR) u
HaOIroIeHHe.

HCIIBC/KopTukocTepouin

AKO ManyeHThT Beue NprueMa HecTeporJHy npotuBoBb3nanutentu cpeacrsa (HCIIBC) uw/unu
KOPTHUKOCTEPOUIH, T€ MOXKE Ja C€ MPOABIDKAT CJIE/ 3alI0YBAHE HA JICUYCHUETO C JIe()IyHOMHUI.

EdexTt Ha ipyru IeKapCTBEHN IPOAYKTH BEPXY J€QIVHOMUIL:

XOﬂecmupaMZ/lH U1u aKmueeH 6vljleH

[IpenopwyBa ce malMEHTUTE, TPUEMAIIIH JeQIIyYHOMU Ja He Ce JISKYBaT ¢ KOJIECTUPAMUH MU
aKTHBEH BBIJICH Ha Mpax Thi KaTo TOBA BOJH JI0 ObP30 U 3HAYUTEIIHO HAMAJISIBAHE HA MJIa3MEHATa
KoHIeHTpaIws Ha A771726 (akTUBHUAT METa0OIUT Ha JIe(hIYHOMHT; BXK. CBIIO Touka 5). Cunra ce,
Yye MEXaHU3MbT CE JIbJDKU Ha MIPEKbCBAHE HA CHTEPOXEMATAIHUS IIUKBJI U/HIIM Ha CTOMAIITHO-
YpeBHOTO oTaensHe Ha A771726.

CYP450 unxubumopu u undyxmopu

IIpoyuBanus in vitro 3a *HXMOWpPAHE MPHU YOBEIIKA YEPHOPOOHN MUKPO30OMHU ITOKA3BAT, Y€ IIUTOXPOM
P450 (CYP) 1A2, 2C19 u 3A4 yyactBaT B MeTabonmu3Ma Ha nediayHomun. [Ipoyusane in vivo 3a
B3aUMOJICUCTBHE ¢ JeIYHOMUI U IUMETUINH (HecienmuduaeH cnad nHXUOUTOp Ha UTOXpoM P450
(CYP)) mokazpa nutica Ha 3HAYMMO BIIUSHAE BBPXY ekcrio3unuaTa Ha A771726. Cnen eTHOBpEMEHHO
MIPUJIOKEHUE Ha €THOKPATHA /1032 JIe(hTYHOMUT IPY TAIIUEHTH, TPUEeMaIli MHOTOKPATHU 031
pudammuimH (Hecrenuduuer muToxpom P-450 unmykTop), MakcumaaauTe HUBa Ha A771726 ce
yBenuuaBaT npubnm3uteHo ¢ 40%, nokato AUC He ce TpOMEHsI 3HAUUTEITHO. MeXaHU3MBT Ha TO3HU
e(heKT ¢ HesCeH.
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Ed)eKT Ha J'ICd)J'IVHOMI/II[ BBPXY APYTH JCKAPCTBCHHU NMPOAYKTH!

Ilepopanuu konmpayenmueu

[Tpu npoyuBaHe, npu KOETO JIeIyHOMH] € IpUjlarad eIHOBPEMEHHO ¢ TpH(a3HU MepopaTHu
KOHTpaLeNnTHBH, chabpxamy 30 g eTHHUIECTPAANON, Ha 3IPaBH )KEHU TOOPOBOJIKH, HE €
Ha0JII01aBaHO HAMAJIIBaHE HAa KOHTPALIEITUBHATA AKTUBHOCT HA IPOTUBO3a4aThb4HOTO CPEACTBO, a
(dhapmakokmHeTHKaTa Ha A771726 ¢ B ipensmwkaanuTe rpanuny. HadmogaBano € papMakOKHHETHIHO
B3aUMOJICHCTBHUE C IIEPOPATHU KOHTpanentuBu u A771726 (Bx. mo-moiuy).

IIpoBenenu ca cinegaute hapMaKOKHHETHYHU U (papMaKOANHAMUYHU POYUIBAHUS 32
B3auMoeiicTBusATa ¢ A771726 (rinaBeH akTUBEeH MeTa0oauT Ha jtedayHomun). Thil kKaTo OJO00HU
B3aMMO/ICHCTBUS JICKAPCTBO-JICKAPCTBO HE MOTaT Jia Ce U3KII0YAT 32 JIehIyHOMUT B
MPETIOPHUYNTEITHATE O3, CIETHATE PE3YNITATH OT U3NUTBAHUATA U MIPETIOPHKH TPSIOBa Ja ce MMat
MIPENIBU/] TIPH TTAIIMEHTH, JIEKYBaHH C JIe(TyHOMHU/T;

EdexT Bbpxy penarmuaun (cyoctpar na CYP2CS)

HabGmronaBano e moumasane Ha cpefgHatra Cmax 1 AUC Ha penmarmuang (CoTBETHO 1,7- 11 2,4-11bTH),
cliesl MHOTOKpaTHO Tpuiiokenne Ha A771726, koeto npeamnonara ue A771726 e uHXuOUTOp Ha
CYP2CS8 in vivo. Eto 3am10 ce npenopbuBa NpocieAsiBaHe Ha NAUEHTUTE IPU €AHOBPEMEHHA
ynorpe0a Ha JIeKapCTBEHU MPOIYKTH, KOUTO ce Metabonusupar ot CYP2CS, karo Hampumep
penarinHua, NaKjiIuTaKCe, IMMOTJINTAa30H NI PO3UTTIUTA30H, TBU KaTO Te MOraT Ja UMart 1o-BUCOKa
€KCITO3UIIHSL.

Edexr Bppxy Kodenn (cyoctpar Ha CYP1A2)

MHuorokpatHoTO Tipriokenne Ha A771726 namainsBa cpeqHata Crax 1 AUC Ha kodenH (cydcTpar Ha
CYP1A2), ceotBeTHO ¢ 18% 1 55%, koero npenmnoinara 4ye A771726 moxe na 0be ciab HHAYKTOP Ha
CYP1A2 in vivo. Ilopagu ToBa JiekapcTBEHH MPOLYKTH, KOUTO ce Metabonmmu3zupar ot CYP1A2 (karo
HanpuMep TYJIOKCETHH, aJlOCETPOH, TeO(MIMH ¥ TU3AHUIMH), TPIOBa J]a ce M3IOJI3BAT C MOBHUIICHO
BHHMAaHHE 110 BpeMe Ha JICYEHHETO, Thi KaTo TOBa OM MOTJIO Jia JIOBEIe 10 HaMaJsiBaHe Ha
e(pMKacCHOCTTa Ha TE3H MPOAYKTH.

EdexTt Bbpxy cyOcTpaTyt Ha opraHn4HuUs aHnoHeH Tpancmnoptep 3 (OAT3)

Hab6nronaBano e noeumraBane Ha cpenHara Cmax 1 AUC Ha niedaknop (ceorBetHO 1,43- 1 1,54-115TH)
cJie]l MHOTOKpaTHO NpuiioskeHrne Ha A771726, koero npeamnonara ue A771726 e uaxubutop Ha OAT3
in vivo. Ilopamy ToBa € HE0OOXO MO MOBUILIEHO BHUMAHKE, KOTaTo Ce Mpuiiara eIHOBPEMEHHO ChC
cyocrparu Ha OAT3, kato nedakiop, OCH3WIMECHUIMINH, TUITPOQIOKCAIIMH, HHIOMETAIINH,
KeTonpodeH, GpypocemMu, IMMETHINH, METOTPEKCAT, 3UI0BYANH.

Edext Bbpxy BCRP (nmpoTenH Ha pe3uCTEHTHOCT Ha pak Ha I'bpJaTa) u/Win cyOCcTpaTH Ha
OpraHMYHUS aHWOHEH TpaHcnopTupai nonunentug Bl u B3 (OATP1B1/B3)

Hab6mronaBano e nmopumasane Ha cpeHUTE Cmax 1 AUC Ha po3yBacTaTHH (CHOTBETHO 2,65- 1
2,51-rpTH) Clle[] MHOTOKPATHO MpuitoskeHue Ha A771726. Bernpeku ToBa, He ce HaOIr0AaBa BUUMO
BB3/ICHCTBHE HA TOBA IIOBUIIaBaHE Ha IUIa3MEHATa EKCIIO3UIUS Ha PO3yBacTaTHH BbPXY aKTHBHOCTTA
Ha HMG-CoA peaykraszara. AKO ce M3M0JI3BaT €IHOBPEMEHHO, J103aTa Ha PO3yBacTaTUH HE TPsOBa 1a
HaaxBbpiad 10 mg Bennbxk AHEBHO. 3a npyru cyoctpatu Ha BCRP (Hamp. MeToTpekcar, TOnoTeKaH,
cyndacalia3v, 1ayHOPYOHIIMH, JOKCOpyOuIinH) u cemerictBoto Ha OATP, 0co0eHO HHXUOUTOPH Ha
HMG-CoA penykrazata (Harp. CAMBacTaTHH, aTOPBACTaTUH, IPaBACTATUH, METOTPEKCAT,
HaTErJIMHU, PeTarauHn, pudaMIULKH) eIHOBPEMEHHOTO MPUIIOKEHHE TPsOBa CHILO Aa ce
M3BBPILIBA C MOBUILIEHO BHUMaHKe. [lanmentuTe TpsaOBa ga ce HabM0AaBaT BHUMATEIHO 3a IPU3HALH
Y CUMIITOMH Ha TIPEKOMEpPHA eKCIO3HINA Ha JIEKAPCTBEHNUTE MPOAYKTH U TPsIOBa Ja ce MMa MpeaBu
HaMaJIABaHE Ha J103aTa Ha T€3H JIEKAPCTBEHU IIPOAYKTH.

EdexT Bbpxy nepopanau kontpauentusu (0,03 mg erununectpaanon u 0,15 mg neBoHOprecTpen)
Hab6mronaBano e nopumasane Ha cpefHata Cmax 1 AUCo.24 Ha eTHHHIECTpaAroN (ChOTBETHO 1,58- 1

1,54-1b1H) ¥ Cinax 1 AUCo.24 Ha nteBoHOprecTpen (crotBeTHO 1,33- u 1,41-bTH) clier MHOTOKPaTHO
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npwioxeHue Ha A771726. Beripeku 4e He ce 04aKkBa TOBa B3aMMOJICHCTBHE J1a TIOBITHSC
HeOJIaronpusaTHO e(h)MKACHOCTTA Ha MIEPOPATTHUTE KOHTPAICIITUBH, TPSOBA J1a c€ 00ObpHE BHUMAaHUC Ha
BUJIa HA JICUCHHUETO C MEPOPaJICH KOHTPALICTITHR.

Edexr Bopxy Bapdapun (cydctpar Ha CYP2C9)

MHuorokpatHOTO TipriokeHne Ha A771726 He e nMano eQekT BbpXy (papMaKOKHHETHKATa Ha
S-Bapdapun, KoeTo okas3Ba, ue A771726 ne e maxuOuTOp wiu nHAyKTOp Ha CYP2CY9. HabmonaBano
e obaue HamaneHue ¢ 25% Ha MaKCHMATHOTO MEXIYHapOIHO HOpManu3upano croTHomeHne (INR),
korato A771726 ce npunara eTHOBpEMEHHO C Bap(apHH, B CPaBHEHHE ChC CAMOCTOSITEITHO
npuiIokeHue Ha Bapdapus. ETo 3amo, korato BapdaprH ce npuiiara eHOBpeMEeHHO, c€ IPeropbhiBa
BHHMATEITHO npociensBane Ha INR 1 HaOmroneHwme.

4.6 DepTHINTET, OPEMEHHOCT U KbPMeHe

bpemenHocT

AKTHBHHAT MeTa0onuT Ha tedmyromum, A771726 Moxe na MPUINHU TEXKHA MaI(OopMalny Ha
HOBOPOJICHOTO, aKO ce IpuJjiara o Bpeme Ha OpemenHoct. Leflunomide Zentiva e mpoTuBomnokasaH 1o
BpeMe Ha OpeMeHHOCT (BK. Touka 4.3).

Kenwu ¢ neTepojicH NoTeHIMAN TPsOBa 12 M3MOI3BAT ePEKTHBHA KOHTPAIICIIIHS [0 BpeMe Ha U JI0
2 rogunu cnef aedenueTo (Bxk. “Ilepron Ha n3uakBaHe” mMo-A0Jy) WiK 10 11 aHM cled JeYeHUEeTo
(Bx. ckbcenus “Ileproa Ha ouncTBaHe” MO-JOMY).

[NanmenTtkara TpsiOBa j1a ObJic YBEJOMEHA, Y€ aKO MMa HAKaKBO 3a0aBsHE Ha MCH3MCA WX HIKAKBa
JIpyra MpuyuHa Jia mojo3upa OpeMEeHHOCT, Ts1 TPsOBa BeJHAara Jia IpeayIpeIu JIeKaps 3a
W3BBPIIBAHETO HA TECTOBE 32 OPEMEHHOCT, U aKO Ca TIOJIOKUTEITHHY, JISKAPAT U MallHeHTKAaTa TPAOBa 1a
00CHIAT pricka 3a OpeMeHHocTTa. BBh3MOXHO € upe3 Obp30 HamMaliiBaHE Ha HUBOTO HAa aKTUBHUS
MeTaOOJIMT B KPBBTa Ype3 3all0uBaHe Ha MPOLEAypaTa 3a CIMMUHUPaHe Ha JICKapCTBOTO, OMUCAHA I10-
JIOJTy, OIIle TP MIBPBOTO 3a0aBsiHE Ha MEH3KCA JIa CC HAMaJIM PHUCKA 3a IJI0Za OT JICITYHOMU.

[Tpu ManKo MPOCTIEKTUBHO MPOYyUYBaHE MPH keHH (n=64), 3a0peMeHeNnr HelIaHuPpaHo, I0KaTo ca
npueMany jJedIyHOMU 3a He 10Bede OT TPU CEAMUIIM CIIe]] 3a4eBaHETO U € MOCIeABalla poleaypa
3a eJIMMUHMPAHE Ha JIEKapCTBOTO, HE ca HabIoAaBaHu 3HaunMu pa3nuku (p=0,13) B obmmaTa yectora
Ha 3HaYMMU CTPYKTYpHHU AedektH (5,4%), B CpaBHEHHE C KOATO U []a € OT CPABHUTEITHUTE TPYIH
(4,2% B rpynara cbc 3abonsBane [n=108] u 4,2% npu 31paBu OpeMeHHH XeHU [n=78]).

[Tpu xeHn, KouTo preMaT JeIIyHOMHU] ¥ UCKAT J1a 3a0peMEHesT, Ce IIPENopbUBa e/IHa OT CICIHHUTE
MPOLEIypH, 32 J]a CE KOHCTATHPA, Y€ IUIOABT HE € U3JI0KEH HAa TOKCUYHU KOHLIeHTpaluu Ha A771726
(Taprerna xonuentpauus noz 0,02 mg/l):

Ilepuoo na usuaxeane

Moxe na ce ovyakpa ruiazMeHuTe HuBa Ha A771726 na 6baat Hazg 0,02 mg/l 3a npoxbnKuTENeH
nepuoi. Moxke Ja ce ouakBa KoHUeHTpauusTa na cnague nog 0,02 mg/l okono 2 rogunu ciex
CIIUpaHE Ha JICUCHUETO C JIeITyHOMHU/I.

Crnen 2-rouiieH Nepyuoj Ha u34akBaHe, Ma3MeHaTa KoHueHTpanus Ha A771726 ce usMmepsa 3a
mbpBU 1bT. Ciie TOBa M1a3MeHaTa KoHueHTpauus Ha A771726 TpsOBa i1a ce onpenesin OTHOBO Clie]
WHTEpBaI OT TIoHe 14 muu. AKO IBeTe IIa3MeHn KoHieHTparuu ca moxa 0,02 mg/l, He ce ouakBa
TEPaTOTECHEH PUCK.

3a JomBIHHUTENHA HHPOPMAITUS OTHOCHO M3CJIeIBAHETO, MOJIS, CBBpKETe ce ¢ [Iputexarens Ha
pasperieHneTo 3a yrnorpeda Wi ¢ JIOKATHUS MYy TPECTaBUTEN (BXK. TOUKa 7).

48



Ouucmesawa npoyedypa

Crnen criupaHe Ha JICUSHUETO C JISITyHOMUS;

e  KoJieCTHpaMuH 8 g ce mpuiara 3 mbTU JHEBHO 3a nepuoA oT 11 auu,

e i 50 g aKTUBEH BBIVICH HA Ipax ce mpujara 4 mbTu JHEBHO 3a nepuof oT 11 gam.

U npu aBete npoueaypu odaye, ce U3MCKBa MPOBEPKaA ¢ 2 OTACTHU TecTa Ipe3 HHTEPBaJl OT MOHE
14 mHM ¥ epro Ha M3YaKBaHE OT MECEIl U MTOJIOBMHA MEX/Iy IThpBaTa I0sBa HA IIa3MeHa
koHnerTparys moxa 0,02 mg/l n omioxaaHeTo.

JKenute ¢ gerepoicH moTeHMan TpsioBa Aa ObnaT HHOOPMHUPaAHH, Ye Ce Hajlara Iepruo.l Ha U34aKBaHe
OT 2 TOIWHHU CJIe]T CHUpaHEe Ha JICUCHUETO, TIPEAH Te Ja MOXKe Ja 3a0peMeHsBaT. AKO ITepHOIBLT Ha
W34YaKBaHE OT MPUOJIM3UTEIHO 2 TOAWHHU, C U3IOI3BAHE Ha HA/ICX THA KOHTPAIICTIIIUS CE CUUTa 3a
HENPAaKTHYCH, MOXKE JIa Ce MPenopbua NpoPHIaKTHIHO Ha3HAYaBAHE HAa OYUCTBAIIA TIPOIIeypa.

U xonectupaMuH, 1 aKTUBEH BBIVIEH Ha IIpax MOraT Ja MOBIUAAT aOCOpOLHsTa Ha €CTPOTeHH U
MPOTeCTareHy TaKa, ue HaJeKTHA KOHTPAICTIUS ¢ IepOopaTHi KOHTPALICNITHBY /1a HE MOXe Jia ObJe

OCHTYpEHa 10 BpeMe Ha OYMCTBAIlaTa MpoLeypa ¢ KOJIECTUPAaMHUH WM aKTUBEH BBIJICH Ha MPax.
IIpenopbuBa ce U3M0JI3BaHE HA alTEPHATUBHU KOHTPALIENTUBHU METOIH.

Kospmene

[TpoyuBaHusTa PY )KUBOTHH MTOKA3BAT, Y€ JICITYHOMH/] HIIM HETOBUTE META0OJIUTH IPEMUHABAT B
MIIKOTO. 3aTOBa, KbpPMEILUTE KECHU HE TPAOBA Ja mpueMar JIeIyHOMHU.

DepTUiuTeT

Pesynrarure oT mpoy4BaHuATa BHPXY QEPTUIMTETA IIPU )KUBOTHHU HE Ca NIOKA3aIH €(PEeKT BbPXY
MBKKHUS M KEHCKUS PEPTHIMTET, HO IIPU MPOYYBAHHUATA 38 TOKCUYHOCT P MHOTOKPATHO MpUJIaraHe
ca Ha0JIo1aBaH! HeXXelaHu e(DeKTH BEPXY MBKKUTE PEIPOAYKTHBHU OpraHH (BX. TOUKa 5.3).

4.7 EdexTu BbpXy cHocoOHOCTTA 32 modupaHe U padoTa ¢ MAIIUHU

B ciydaun Ha HeXxellaHM peakuH KaTo 3aMastHOCT, CHOCOOHOCTTA Ha MAIIMEHTUTE /1a € KOHIIEHTPHUPAT
U Jla pearupaTt NpaBUIHO MOKe J1a ObJie HapylieHa. B TakuBa ciryyan nanueHTHTe TpsiOBa z1a ce
BB3ABPIKAT OT Iodupane U padoTa ¢ MalIUHH.

4.8 HexejaHu JeKaPCTBEHH PEaKIIUH

O06006111eHMEe Ha podwiia Ha OE30I1aCHOCT

Haii-yecTo cpo011aBaHuTE HEXKENAHH PEAKIIUK MPH JIeITYHOMHL ca: JIEKO MOBHUILIABaHE HA KPBBHOTO
HaJIsiraHe, JIEBKOIICHHUS, TapecTe3usl, TI1aBo00Ine, 3aMasHOCT, AUApHs, rajicHe, NOBPBIIAHE,
HapyILIeHNs Ha ycTHATa JIMraBuia (Hamp. aTo3eH CTOMATHUT, SI3BU B YCTaTa), KOpeMHa 00JIKa, 3aCHJIeH
KoconaJi, ek3eMa, 00pHB (BKIFOUUTEITHO MaKyJIONAaIyI03eH 00pHB), CHPOEK, cyXa KOXKa,
TEeHOCHHOBHT, noBuiaBane Ha CPK, anopekcust, 3aryda Ha Terno (0OMKHOBEHO HE3HAYMMa), aCTCHUS,
JIeKH allepTUYHHU PeaklMy U MOBUIIaBaHE HA YEPHOIPOOHUTE NOKa3aTeNu (TpaHcaMuHa3| (0co0eHO
AJIAT), no-psinko rama-GT, ankanna ¢pocdarasza, OMIUpYyOHH)).

Knacudukaius Ha 0O4akBaHUTE Y€CTOTH:
Muoro wectu (>1/10); wectu (=1/100 go <1/10); neuectu (=1/1 000 mo <1/100); pexxu (>1/10 000 mo

<1/1 000); maOTO peaxu (<1/10 000), c Hem3BecTHa YecTOTa (OT HANMYHUTE JAHHN HE MOXKe Jia OblIe
HaIpaBeHa OIIEHKA).
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[Ipu Besiko rpynupaHe B 3aBUCUMOCT OT Y€CTOTATa, HeXKEJTaHUTE JICKAPCTBEHHU PEaKIIMU ce U30posiBaT
B HU3XOJISAII PeJl IO OTHOIIIEHUE Ha TIXHATa CEPHO3HOCT.

Hngpexyuu u ungpecmayuu
Penxu: TEXKH HHPEKIINN, BKIIFOUUTETHO CEIICHC, KONTO MOXKe 11a Obie dhaTancH

KakTo npyru cpeictBa ¢ IMyHOCYTIPECUBEH MOTCHIIAA, JIS()IyHOMUI MOXKE 1 YBEIUYH
MTOAATIINBOCTTA KbM MH(EKIINH, BKIIFOUUTEITHO OMOPTIOHUCTHYHHN MHPEKIHNH (BXK. CHINO ToUKa 4.4).
CrnenoBaTenHO 001aTa 4ecToTa Ha MHPEKITUITE MOXKE /1a Ce YBEIH4IH (0COOSHO Ha PUHHUT, OPOHXUT U
MTHEBMOHUSA).

Heonnasmu-oobporxauecmeenu, 3noxavecmeenu u HeonpeoeieHu (6K KUCIU U NOTUNU)
PHCKBT OT 3710KaUeCTBEHOCT, 0COOEHO JIMMGOTpoInEepPaTUBHU HAPYIICHUS € YBEIUYCH MTPH

ynorpebara Ha HIKOU HMYHOCYIIPECOPH.

Hapywenus na kpvema u numgnama cucmema

Yectu: JIEBKOTICHUS (JIEBKOLUTH >2 g/1)

Heuectu: aHemusl, Jeka TpoMmOonuTorneHus (Tpombonuty <100 g/1)

Penxu: MaHUXTOICHNA (BEPOATHO ABbJDKALIA C€ HA aHTUIPOIH(EpaTuBEH MEXaHU3bM),
neskorieHus (ieBkouuTH <2 g/1), eosnHoGMIHs

MHoro penku: arpaHyJIoLUTO3a

CkopoliiHa, eIHOBpEMEHHA WIH TIOCIeBaIa yIoTpeda Ha MOTEHIMAIIHO MUETIOTOKCUYHU CPEICTBA
MO3Ke J1a ObJie CBhp3aHa C MO-BUCOK PUCK OT XEMAaTOJIIOTUYHU PEAKIUH.

Hapywenus na umynnama cucmema

Yectu: JIEKU AJIEPTUYHU PEAKIINH

MHoro penku: TEXKH aHa(MIaKTHIHN/aHA(DUITAKTOUTHA PEAKLIUH, BACKYJIUT, BKIFOUHTEIHO
KO>KE€H HEKPOTH3HMpAILl BACKYJIUT

Hapywenus na memabonusma u xpanenemo

YecTn: nosumaBane Ha CPK

Heuectn: XUIOKAJIeMUs, XUIIEPIIUTHAeMUs, XumoQochaTemust
Penkn: nosuiasade Ha LDH

C HeusBecTHA

YeCcToTa: XUIIOYPUKEMHUS

THcuxuunu napywenus
Heuectn: TPEBOXKHOCT

Hapywenus na nepsnama cucmema
YecTu: napecTesus, I1aBodonue, 3amaiiBate, nepudepHa HeBPOIaTUs

Covpoeunu napywenus
UYecTtu: JIEKO TOBHUIIIABaHE Ha KPBBHOTO HAJISITAHE

PC,I[KI/I: SHAYUTCIIHO IMOBHUIIABAHC HA KPbBHOTO HAJIATAHE

Pecnupamopnu, epvoHu u meduacmunannu HapyuleHus

Penxu: MHTEpCcTUIMAIHA O0e10ApoOHa 6osecT (BKIIOUUTETHO HHTEPCTULIATICH
MTHEBMOHUT), KOSATO MOKe /1a Obae paranHa

C HemsBecTHA OemoapoOHa XUTIepTOHUS, OeIOAPOOCH HOMY T

YyecTora:
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Cmomawmno-upesnu napyuieHus

Yecru: KOJIUT, BKIIFOUUTEITHO MHUKPOCKOIIMYEH KOJIUT, KaTO HapuMep JTUM(OLIUTEH KOJIUT,
KOJIAT€HO3CH KOJIUT, AUapus, rajieHe, IOBphIIaHe, yBpeKIaHe Ha yCTHATa
nuraBuna (Hamp. aQTo3eH CTOMATHUT, A3BU B yCTaTa), KopeMHa 0oika

Heuecrn: HapyIIeHHs BbB BKyca

MHoro peaku: MMaHKpeaTUuT

Xenamobunuapuu HapyweHus

Yectn: MTOBHUITIaBaHEe Ha YepHOIPOOHUTE TIOKa3aTeu (TpancamuHasu [ocooeHo AJIAT],
no-psiko rama-GT, ankanHa docdaraza, OunupyOuH)

Penxu: XETaTHT, XBJITCHHIA/X0JIecTasa

MHoro peiku: TEKKO YEPHOIPOOHO YBPEKIAHE KAaTO YepHOPOOHA HETOCTATHYHOCT U OCTPa

4epHOPOOHA HEKPO3a, KOUTO MOrar ja ObJat (araiHu

Hapymenuﬂ HA Kodcama u NOOKONCHAMA MbKAaH

Yectn: 3acHIIEH KOCOTIa]l, €K3eMa, 0OpHUB (BKIIOUMTEITHO MaKyJIONAyJI03eH OOPHB),
ChpOEIK, Cyxa Koxa

Heuecru: YpTUKapus

MHoro peiku: TOKCHYHA enuepMaliHa HeKpoJin3a, CHHAPoM Ha Stevens-Johnson, eputema
mynaTugopme

C HemsBecTHa KOXKEH JIYITyC epUTeMaToieC, MMyCTYJI03¢H TICOPUA3UC WIH BIIOIIABAHE HA

4ecToTa: TICOPHA3HUC, JICKAPCTBEHA PEAKIIHS C CO3UHODUIINS U CHCTEMHH CHMITTOMU

(DRESS), xokHa s13Ba

Hapywenus na myckynno-ckenemnama cucmema u coeOUHUMETHAMA MbKaH
Yecrtu: TEHOCUHOBUT
Heuecrtu: CKBCBAaHE Ha CyXOKHIJIHE

Hapywenus na 6v0peyume u nuKkouHume nomuuya
C HensBecTHa O0BOpedHa HEAOCTaTHYHOCT
4ecToTa:

Hapywenus na ev3npouzsodumennama cucmema u 2bpoama
C HeusBecTHA rpaHu4HO (00paTHMO) MOHWKABAHE HAa KOJIMYECTBOTO Ha CIIEPMATO30HMINTE,
YeCToTa! oO1I¥st Opo¥ CrIepMaTo30HIN U TTOABIKHOCTTA UM

Obwu napywenus u epekmu Ha MACMOMO HA NPUTOHCEHUE
Yecru: aHOpeKcHsi, 3ary0a Ha Tersio (0OMKHOBEHO HE3HAUMMa), aCTCHUS

ChoOl1aBaHe Ha M0I03MPAHU HEKEIIAHW PEaKIIuK

Cpo011aBaHeTo Ha MO/I03MPAHU HEKETTaHH PEaKIMy CIIe/l pa3pellaBaHe 3a yroTpeda Ha JIeKapCTBeHUS
HPOIYKT € BayKHO. ToBa M0O3BOJIsIBA J1a IPOABIDKY HAOIIOICHUETO Ha CHOTHOLICHHETO TT0JI13a/PUCK 32
JeKapCcTBEHUS MPOIYKT. OT METUIMHCKUTE CIIEIHAINCTH C€ M3UCKBA J]a ChOoOIIaBaT BesKa
I10/103MpaHa He)KeIaHa Peakiys Ype3 HallMOHAIHA CHCTEMa 3a ChoOIIaBaHe, I0coYeHa B

IIpunoxxenue V.

4.9 IIpeno3upane
CumnromMu

Mma cpobmieHus 3a ciydan Ha XpOHHYHO TIPE03UpaHe MPH MalueHTH, TpHeManiy JeQIyHOMUI B
JTHEBHU JIO3M JI0 ME€T IbTU MO-TOJIEMHU OT IIPETIOPBUUTENIHATA THEBHA /1033, M CIIy4ad Ha OCTPO
npeao3upaHe MpH Bb3pacTHH U ena. Hsima choO1IeHus 3a HeskeslaH! ChOUTHSI ITPU MO-ToJIsIMaTa 4yacT
OT CcIIy4auTe Ha npefosupane. Hexxenannte cbOUTHS, CbBMECTHMH C NIpodHiIa Ha 6€30MacHOCT Ha
nedIyHOMHU] ca: KOpeMHa 0oJIKa, TajeHe, Tuapusl, MOBUIIEHH YepHOAPOOHN EH3UMH, aHEMHUS,
JIEBKOIIEHHSI, CbpOEX U 0OpHB.
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OBnansBane

B cnyuait Ha ipeno3upaHe UM TOKCUYHOCT, C€ MPENOPhYBa MPUEMAHETO Ha KOJIECTUPAMUH HIIN
aKTHBCH BBIJICH 332 YCKOPSBAHE HA eMMMUHUPaHeTo. KolecTupaMuH, MPUIIOKEH TIEPOPATHO B /1032 OT
8 g TpH ITbTH THEBHO 3a 24 Yaca Ha TpUMa 3[[paBH JOOPOBOIIIN € HaMaIWJI IIa3MEHUTE HUBA Ha
AT771726 ¢ okomno 40% 3a 24 gaca u ¢ 49% no 65% 3a 48 gaca.

JlokasaHo e, 4e MPUIOKEHUETO Ha aKTUBEH BBITICH (TIpax, MPUTOTBEH KATO CYCIICH3HS) Mpe3 ycTara
WK Ype3 HazoracTpaiHa corna (50 g Ha Bceku 6 yaca 3a 24 gaca), HaMaJsIBa IJIa3MEHHUTE
KOHIIEHTpAlMK Ha akTUBHUSA MeTaboiuT A771726 ¢ 37% 3a 24 yaca u ¢ 48% 3a 48 yaca.

Te3u ounCTBAIY MPOIIETYPH MOXKE J]a C€ TIOBTOPST MPU KIIMHUYHA HEOOXOIUMOCT.

[MpoyuBanus npu xemonuanuza u CAPD (xpoHnuHa aMOynaTopHa epUTOHEaIHA UAIN3a) TOKa3BarT,
ye A771726, oCHOBHUST MeTaOOJIUT HA JEPIyHOMU HE MOXKE JIa CE€ TUATTU3UPA.

5.  ®APMAKOJOTIMYHU CBOWCTBA

5.1 ®apmakoguHAMUYHH CBOICTBA

®apmMakoTepaneBTHYHA TpyIma: ceneKTuBHU uMyHocynpecopu, ATC kox: LO4AKO1

dapmakonorus npu xopa

Jlepmynomuz e 6oecT-MOUGUIIMPAIIO AHTUPEBMATHYHO JIEKAPCTBEHO CPEIICTBO C
aHTUIpONIM(EPATHBHU CBOICTBA.

dapMakoJIOrus IpH KUBOTHU

Jlepnmynomuz e eeKTUBEH MPU MOJCTH HA apTPUT U IPYTH aBTOMMYHHH 3a00JIsIBaHHS NIPY )KUBOTHH,
a Taka ChIIO M NP TPAHCIUIAHTAINS, TJIABHO aKO Ce TPHIIOKHU BB (pazata Ha ceHcuOmnmsupane. Toi
MMa MMYHOMOTYJIMPAIIi/MMYHOCYTIPECHBHYU CBOWCTBA, IEWCTBA KATO aHTUIPOIU(EPATUBHO CPEACTBO
C IPOTUBOBB3NAIUTEIHH CBOUCTBA. [IpH )KUBOTHHCKH MOJIETIN HA aBTOMMYHHU 3200 IsIBAHUS
nedIyHOMU]I TOKa3Ba Hall-o00bp MPOTEKTUBEH e(eKT MpH MPHUIIOKEHUE B paHHaTa (a3a Ha pa3BUTHE
Ha 3a00JISIBaHETO.

In vivo TO# OBbP30 W MOYTH HATBIIHO ce MeTabonm3upa 10 A771726, KOWTO € aKTUBEH in Vitro u ce
Ipearoara, ye € OTTOBOPEH 32 TePaNeBTUYHHS €(EKT.

MexaHu3beM Ha JIENUCTBUE

A771726, akTHBHUAT MeTabOIUT Ha JIeIIyHOMU]I, TOTUCKA €H3UMA IUXUAPOOPOTAT AEXUAPOTEHA3a
(DHODH) npu xopa u nposBsiBa aHTUTIpOTH(pEpaTHBHO NEHCTBUE.

Kinnnnuna edukacHoCcT ¥ 6€300aCHOCT

Pesmamouden apmpum

EdukacHocTTa Ha nedryHOMU/I ITpH JICUCHUE HA PEBMATOHJICH apTPHT € J0KazaHa mpu 4
KoHTponmpanu m3nutBanud (1 BeB ¢asza Il u 3 BB dasza III). IIpu ¢asa Il usnursanero, npoyusane
YU203, 402 yyacTHUIM C aKTUBEH PEBMATOUICH apTPUT ca paHIOMHU3MpaHu Ha manebo (n=102),
nedyHomua 5 mg (n=95), 10 mg (n=101), wiu 25 mg/nueBno (n=104). JIeueHneTO € MPOIABIKUIO
6 Mmecena.

Benuku nmanuenTu BB ¢asa Il n3nutBanusaTa ca npueMany HavanHa 1o03a ot 100 mg 3a Tpu qHH.
IIpu npoyusanero MN301, 358 ygacTHUIM ¢ aKTUBEH PEBMATOMACH apTPHUT Ca PaHAOMHU3UPAHH Ha
nedmyromun 20 mg aaesHo (n=133), cyndacanazun 2 g qaeBHo (n=133) wm miamne6o (n=92).
JledeHnueTo e npoabIKWIO 6 Mecena.
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IIpoyusanero MN303 e dakyITaTUBHO CIIAIO 6 MECEYHO MPOAbKEHHE Ha mpoyuBane MN301 0e3
miane0o rpyma, Ipu KOeTo ce cpaBHsIBa eQeKTHT OT 12 MeceyHo nprueMaHe Ha JIe(IyHOMUI U
cyingacaiasuH.

ITpu mpoyusanero MN302, 999 yuacTHUIIM C aKTUBEH PEBMATOMACH apTPHUT Ca paHAOMU3HpPaHU Ha
nedryromun 20 mg/maeBHo (n=501) nmm merorpekcar 7,5 mg/cenmuyHo A0 15 mg/cenmMuaao
(n=498). lobapsiHETO Ha (hoNMEeBa KHCceNrHa € OMIIo 1Mo u300p U e mprinarado camo npu 10% ot
nanueHTute. JledenneTo e npoabnkuio 12 mecena.

IIpu npoyusane US301, 482 yqacTHUIM ¢ aKTUBEH PEBMATOUIEH apTPUT ca PAHIOMHU3HPAHH Ha
nedryromun 20 mg/maeBHO (n=182), MeToTpekcar 7,5 mg/cenmMuyno 10 15 mg/ceqmuano (n=182),
wi mane6o (n=118). Beuuku nanuenTyu ca nonyvasanu o 1 mg onuesa kucenuHa aBa MbTH
JIHeBHO. JleueHueTo e mpoabpKuio 12 Mecena.

Jlepnmynomuz B AHeBHa No3a Hait-manko 10 mg (10 mo 25 mg B npoyusane YU203, 20 mg B
npoyusanust MN301 u US301) e nokasan cTaTUCTHYECKH 3HAUUMO TO-100Bp edekT oT mianedo npu
HaMaJsIBaHE Ha IIPU3HALMTE U CUMIITOMUTE HA PEBMATOUIHUS apTPUT IIPU BCUUKH 3 1u1ane0o-
KOHTPOJIMPaHU M3NHUTBaHuA. CTereHTa Ha OTTOBOP Ha JIeYeHUeTo 1o kinacupukanusra Ha ACR
(AMepuKaHCKHS KOJICXK T10 PeBMAaTOJIOTH), B poyuBaHeTo Y U203 e 27,7% nipu miane6o, 31,9% npu
5 mg, 50,5% npu 10 mg u 54,5% npu 25 mg/nuesno. [Ipu dasa Il usnurBanusTa, cTeNeHTa Ha
otrosop o ACR 3a nedmyromun 20 mg/aaeBHO, cripsiMo Tutate6o e 54,6%, crpsimo 28,6%
(nmpoyuBane MN301) u 49,4%, cripsimo 26,3% (npoyusane US301). Cnen 12 Mecenia Ha aKTUBHO
JeueHue, crenenta Ha otropop no ACR npu nanuenture Ha nediayHomun € 52,3% (npoyuBaHus
MN301/303), 50,5% (mpoyusane MN302) u 49,4% (npoyusane US301), B cpaBuenue ¢ 53,8% npu
nanueHTuTe Ha cyndacanaszun (mpoyusanust MN301/303), u merorpekcat - 64,8% (npoyuBaHe
MN302) u 43,9% (npoyusane US301). [Ipu npoyuBane MN302 seryHOME]T € 3HAUUTEITHO TO-c1ab0
eextuBeH ot MeToTpekcar. Obaue, mpu mpoyuBane US301 He ca ycTaHOBEHH 3HAYMMHU PA3IHKH
MEXIY JIeITyHOMHII 1 METOTPEKCaT, B IbPBUYHUTE MTapaMeTpH 3a epukacHocT. He e HabnaronaBaHa
pasziuka Mexay sedaynomun U cyndacanasut (mpoyusane MN301). EdekTbT 0T J1€ueHUETO C
neIyHOMU]T ¢e € TPOSIBUII cie]] 1 Mecelr, CTabuimM3upat ce € ciaen 3 10 6 Mecela U € MPOIbJKUII 0
BpeMe Ha LeNIUs Kypc Ha JICUCHHE.

PanoMu3upano, 1BOHHO-CIIAIO, TAPaICIHOTPYIIOBO, HOHMH(EPHUOPHO MPOYUYBaHE, CPaBHIBA
OTHOCHUTENHaTa e(h)MKACHOCT Ha JIBE Pa3lIMYHN JHEBHU MOIAbpKanIy 1031 JeduryHomu 10 mg u

20 mg. Ot pe3yATaTuTe MOXKE Ja ce 3aKII0YH, Ye Pe3yATaTuTe 3a ePUKACHOCT Ha MOJIbprKaIiaTa 103a
ot 20 mg ca 1mo-01aronpUsATHU, HO OT Apyra CTpaHa, pe3yJITaTuTe 3a 0€30MacHOCT ca B 10J13a Ha
noAabpikaara a03a ot 10 mg.

Ileouampuuna nonynayus

JlemyHOMUA € N3CIIEABAH B OT/IEJIHO MYJITHLIEHTPOBO, PaHIOMHU3HPAHO, IBOWHO-CIISINO, aKTUBHO-
KOHTPOJIMPAHO U3MUTBaHE NpH 94 manuentu (47 B rpyna) ¢ NOIMAapPTUKYJIApEH TUI FOBEHUICH
peBmaTouzieH apTput. [lanuenture ca Ha Bb3pacT 3-17 ronuHu, ¢ aKTUBEH MOIUAPTUKYJIApEH THIT
IOPA, He3aBuCHMO OT HauaJIOTO Ha 3a00JISIBAHETO U HE Ca JIEKYBaHU JI0CEeTa ¢ METOTPEKcaT WIn
nedaynomua. B ToBa m3nuTBaHe, HaTOBapBalaTa 103a U NOAbpIKALIATA /1034 Ha JIeQIyHOMHU ca
OIIpeJIeJIeHH B TPU KaTeropuu, B 3aBucumMoct ot teryoro: <20 kg, 20-40 kg u >40 kg. Cnen

16 ceqmuLu Ha JIe4eHUE PA3/IMKaTa B CTENICHTA Ha OTTOBOP € CTaTUCTUYECKU 3HaYMMa B I10J13a Ha
metoTpekcar npu FOPA Onpeznensine Ha nogodpenueto (OI1) >30% (p=0,02). [1pu pearupanute, T031
OTrOBOp € MOJABbPXKaH B NPOAbIDKEHHE Ha 48 ceqmuiu (BX. Touka 4.2).

XapakTepbT Ha HEeXEJIaHUTe ChbOUTHS Ha JIe(IyHOMU U METOTpEeKcaT U3IIIEXK/1a CXOJEeH, HO /103aTa,
M3IIOJI3BAHA MPH MAIUEHTH C MTO-HUCKO TETJI0, BOJU 10 OTHOCUTEIIHO HUCKA €KCIO3UIHNA (BXK. TOUKa
5.2). Te3u naHHM HE MO3BOJISABAT eheKTUBHA U Oe30MacHa MpenopbKa 3a J03UPOBKa.

Icopuamuuen apmpum

EduxacHoctTa Ha nedyHOMHU/ IPH JICUCHUE HA TICOPUATUYEH apTPUT € I0Ka3aHa Py KOHTPOIUPAHO,
paHIOMHU3UPaHO, IBOWHO-cisno poyuBane 3101 npu 188 mauuenTy ¢ ncopuaTUyueH apTpuT,
nexyBaHu ¢ 20 mg/neH. [IpoabIDKUTEIHOCTTA Ha JICUeHHE € 6 Mecerla.

Jlepnynomuza 20 mg/neH e 3HaYUTEIHO MO-J00Bp OT M1ane0o 3a HaMaIsiBaHE Ha apTPUTHUTE
CUMTOMH TIpyY narmeHTy ¢ ncopuatnydeH aptput: KOJIIA (Kpurepuu 3a 0OTTOBOp KBbM JICYEHHUETO HA
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TICOpUATHYEH apTpUT) pearupanute ca 59% B rpynata Ha nedaynomun u 29,7% B rpynaTa Ha
miane6o 70 6 mecera (p<0,0001). EbexTsT Ha tedayHOMH BBPXY I000psIBaHe HA (DYHKIMATA U
HaMaJIIBaHE HA KOXKHUTE JIC3UH € YMEPEH.

Hocmmapkemuneoeu npoy4eanus

Pangomusupano npoyyBaHe oleHsIBa KIMHUYHO erKacHaTa CTENeH Ha OTTOBOP MPH HEJIEKYBaHU C
BMAJIC nauuentu (n=121) ¢ panen PA, kouro ca momyuasanu 20 mg uinu 100 mg nedynomun B
JBE MapajieHy IPYIH, 10 BpeMe Ha HayaJlHUs TPUAHEBEH OBOWHOCIN nepuoa. HauanHust nepuon e
HOCJIEBaH OT TPUMECEUEH OTKPUT MOAIbPIKAIL IIEPHOJA, TI0 BpeMe Ha KOWTO U JBETE TPYIH ca
nostyuasaiu neduryHoMun B 1o3a 20 mg nueBHo. He e HaOnogaBaHo HapacTBaHe Ha o0OLaTa 1ojisa B
U3ClIeBaHaTa MOy Ay Py NPUIOKEHUETO Ha HAaTOBapBallla cXeMa Ha npuiarase. Jlanaute 3a
0e30macHoOCT, MOJIyYeHH OT ABETE IPYNHU Ha JIEYCHHUE, Ca B ChOTBETCTBUE C U3BECTHUS NPOQHI Ha
Oe3omacHOCT Ha J1e(IyHOMHI, KATO YecTOTaTa Ha CTOMAIIHO-YPEBHH HEXKEJIaHU ChOUTHA U Ha
MOBHUIIIEHU YepHOAPOOHHN EH3UMH € MO-BUCOKA MPU MALlMEHTUTE, TI0TydaBalllyd HaToBapBalia 03a OT
100 mg nedryHOMU.

5.2 ®apmMakoOKMHETUYHH CBOWCTBA

Jlepmynomun 0bp30 ce MeTabonm3upa 10 aKTHBHHASA CH MeTabonuT, A771726 upe3 “first pass”
MeTa00IM3bM (Upe3 OTBapsiHE HA MPBCTEHA) B YpeBHATA CTEHA U YepHus npod. [Ipu mpoyusane c
M30TONHO Gensizan “C-nedayHOMU PU TPUMAa 31paBU T00POBOJIIM, HE € HAMEPEH HENPOMEHEH
nedIyHOMHUA B TIa3MaTa, ypuHaTa Wi (examuute. [Ipu Apyru mpoydBaHus, psAAKO c€ OTKPHBAT
KOJIMYECTBA HEMTPOMEHEH JIe()IyHOMU/ B IJIa3MaTa, B INIA3MEHU HUBA OT MOPsIbKa Ha ng/ml.
EnvHCTBEHUAT paJiMOaKTUBEH MEeTa00IHT B Tu1azmarta ¢ A771726. To3u MeTaboJIUT € OTTOBOPEH H 32
edextuTe Ha TePIYHOMUT in Vivo.

AOGcop0Ouus

JlaHHU 3a eKCKperusTa oT npoyusate ¢ '*C mokassar, ue Haii-manko 82 10 95% or nosata ce
abcopOupa. Bpemero 3a mocturane Ha MakCHUMallHaTa TUIa3MeHa KOHIeHTpalws Ha A771726 ¢ MHOTO
pasnnuHO: Mexay 1 u 24 vaca cien eqHokpatHo npueMane. JledayHoMua Moxe aa ce nmpuema
€IHOBPEMEHHO C XpaHa, Thi KaTo CTEeNeHTa Ha abcopOIus € CpaBHUMA Ha TJIaHO ChbCTOSIHUE U CIIeN
xpanene. [lopaau U3BBHPETHO IBITHS MOTYKUBOT HA A771726 (0KOJIO0 2 CenMUIN), IPU KIMHUIHUTE
MpOYYBaHUs € U3I0J3BaHa HaToBapBaia 103a oT 100 mg 3a 3 qau 3a M0-0bp30 JOCTUraHE HA
cTarnpioHapHU HUBa Ha A771726. M3uncieno e, e 6e3 HaToBapBaila J103a 3a JJOCTUTAaHEeTO Ha
CTallMOHAPHU IJIa3MEHU KOHICHTPAIIUH 1Ie ca HE0OXOIUMH TIOUTH JIBa Mecela npuioxenue. [1pu
MIPOYYBaHUS C MHOTOKPATHO NMPHJIOKEHHUE, IPH MALMEHTH C PEBMaTOUJIEH apTpuT,
(hapMaKOKHMHETUYHHUTE mapamMeTpu Ha A771726 ca nuHEWHH 3a JT030BUS IUana3oH oT 5 1o 25 mg. [lpu
TE3W MPOYYBAHUS, KIIMHUYHUAT €PEeKT € MPSIKO CBHP3aH ¢ IIa3MeHaTa KOHIeHTpanus Ha A771726 u
Ha JHeBHATa 71032 Ha jedayHomua. [Ipu no3a ot 20 mg/aHeBHO, CpeiHATA TUIAa3MEHa KOHIIEHTPaIHs
Ha A771726 B crarmoHapHO CheTOsIHUE € puban3uTenHo 35 pg/ml. [Ipu ctanmonapHo chcTOSIHUE
MJIa3MEHUTE HUBA ca OKOJIO 33-35 mbTH MO-BUCOKH, CPABHEHU C TE3U MPH €IMHUYHA J103a.
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Pasnpenenenue

B yoBemkara minazma A771726 ce cBbp3Ba EKCTEH3UBHO C poTenHuTe (andymunure). Hecebp3anara
yacT e okoo 0,62%. CebpaBaHeTo Ha A771726 ¢ muiazMeHus aIOYMUH € TIMHEHHO B pAMKHUTE Ha
TEpaneBTUYHUTE IIa3MEHU KOHIEHTpaluy. To € JIeko HaMaaeHo ¥ BapuabUIHO NPU HALlUEHTH C
PEBMATOUICH apTPUT WM XPOHUYHA ObOpEeUHa HEAOCTaThYHOCT. EKCTEeH3MBHOTO CBBp3BaHE HA
A771726 c npoTenHUTE MOXKE J]a TOBEIE 10 U3MECTBAHE Ha JIPYT'M €KCTEH3UBHO CBBP3aHU JIEKapCTBa.
[IpoyuBanus in vitro 3a B3aMMOJAEHCTBHE HA HUBO CBBP3BAaHE C IIJIa3MEHUTE NPOTEHHHU C BaphapuH B
KJIMHAYHO 3HaYMMHU KOHLEHTPALMH HE IMOKa3BaT B3auMoeiicTBus. [lono6Hu npoyusanus ¢
nbynpodeH u auknodeHak chIIo HEe MoKa3BaT u3MecTBaHe Ha A771726 OT MACTOTO My Ha CBBpP3BaHe,
JIOKaTo HecBbp3aHaTa (pakuus Ha A771726 ce yBenuuasa 2 10 3 IbTH NpU HANWYKME Ha TOIOyTaMUI.
AT771726 n3mectBa nOynpoden, AuKIopeHaK ¥ TOIOyTaMII, HO HECBbp3aHaTa (Ppakuus Ha Te3H
JIEKapCTBEHHU MPOJYKTH ce yBennuasa camo ¢ 10 1o 50%. Hsama qanHu 3a KTMHAYHO 3HAYEHUE HA TE3H
edextu. [lopagu 3HAUUTETHOTO CH CBBpP3BaHe ¢ Iu1azMeHuTe Oentbun A771726 uMa HUCHK 00eM Ha
pasmpenenenue (okono 11 aurpa). He e ycranoBeHO nipedepeHIIMATHO TTOeMaHe OT EPUTPOLIUTHUTE.

Buorpaucdhopmarus

Jlepmynomun ce metabonmuzupa 10 earH OCHOBEH (A771726) 1 MHOTO IpyTH BTOPOCTEIIEHHI
MeTaboauTH, BkountenHo TFMA (4-tpudnyopomernnanunut). MetabonuTHaTa
onotpanchopmanus Ha nedayHomua 10 A771726 u nocneaBamust MetabonuzsM Ha A771726 He ce
KOHTPOJIMPA OT €JMHUHCTBEH €H3UM U C€ M3BBPIIBA KAKTO B MUKPO30MaJIHATA, TaKa M B IUTO30JTHATA
KIeThuHU Ppakiun. [I[poyuBanus 3a B3aUMOACHCTBHE C IMMETHANH (HECTIEUU(PHUCH HHXUOUTOP Ha
muroxpom P450) u pudamnuums (Hecenuduyuer nuroxpom P450 nHayKTOp) MOKa3BaT, 4e in vivo
CYP enzumMuTe ygacTBar B MeTa0oIMu3Ma Ha JIEIIyHOMHU CaMO B MaJKa CTEIIEH.

EnumMunupane

Emnvuaupanero Ha A771726 e 6aBHO U ce XapakTepu3upa ¢ KIMPBHHC OT mopsiabka Ha 31 ml/h.
EnuMUHAIMOHHMSAT TOJTY>KUBOT € OT MOpsiIbKa Ha 2 ceamuii. Crell IpuiloKeHne Ha Oessi3ana C
W30TOII 71032 JIEQITYHOMHU/I, PaJMOAKTHBHOCTTA CE OTAEIS €JHAKBO BHB (PeKAIMUTE, BEPOSTHO Upe3
eMMHUHUPAaHe C JXKIIbUKaTa, U B ypuHata. A771726 Moxe 1a ce OTKpue B ypHHATa U (DEKATUUTE 10
36 nHM ciel eAHOKpaTHO NpueMaHe. [ TaBHuTe MeTaboIMTH B ypUHATa ca TIFOKYPOHUIN Ha
nedryHoMu/ (TJ1aBHO B ipobuTte ot 0 10 24 yaca) ¥ OKCaHWIIOBO MPOu3BoAHO Ha A771726. Bbr
(exanuuTe ce oTKpuBa riiaBHO A771726.

YcTaHOBEHO €, ue Ipu Xopa MPUIIOKEHUETO Ha MepopaiHa CyCIIeH3HUs aKTUBEH BBIJICH Ha MpaxX WU
KOJIECTUPAMHH BOJIU 10 OBP30 U 3HAUUTEIHO YCKOPsIBaHE Ha eKcKkpenuaTa Ha A771726 u HamamnsBaHe
HAa TUTa3MEHUTE KOHIEeHTparuu (Bx. Touka 4.9). ToBa ce TbDKK Ha CTOMAITHO-YPEBEH MEXaHU3bM Ha
OTJICJISIHE W/WJIA Ha MPEKbCBAHE HA CHTEPO-XEMATAIHUS ITUKBIL.

Br0Opeuno yBpexaane

JlepmyHoMuy e mpuiiaraH Kato eJMHUYHA TepopaiHa jo3a or 100 mg npu 3 nanueHTH Ha
XeMO/MaNu3a 1 3 MalueHTH Ha MPOABIDKUTENHA epuToneanta quanuza (CAPD).
®apmakoknHeTHKaTa Ha A771726 npu naumentr Ha CAPD u3rnexa cxoiHa ¢ Ta3H MpH 3paBU
no0poBoiu. [1o-06p30 enuMubupane Ha A771726 e HaOIOaBaHO MPH MALMEHTHTE HA
XEMOIUaIN3a, KOETO HE CE IBIDKH Ha EKCTPAKIIHS Ha JIEKAPCTBEHHS MTPOJAYKT B AHATU3aTa.

YepHoapoOHO VBpEKIaHe

Hsma nannu 3a nedeHne Ha NAMEHTH C YepHOAPOOHO yBpekaAaHe. AKTUBHHUAT MeTabonut A771726
CBBP3aH B rOJIsIMa CTEIEH C MPOTEHHUTE U CE SIMMHUHUPA Ype3 YepHOAPOOEH METa00IN3bM H KIIbUHA
cexpenus. Te3u mporecu MoXxe /1a ObJaT MOBIUSHU OT YePHOAPOOHA TUCHYHKITHS.
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IlenuaTpudHa momyJamnus

®dapmakokuHeTHKaTa Ha A771726 cnen nepopaiHo NpUIoKeHHE Ha JIe)TyHOMU]T € U3CIIeIBaHa Py
73 neauaTpUYHU MALMEHTH C TIOJUAPTUKYJIAPSH TUI FOBeHUICH peBMaTouzcH aptput (FOPA) Ha
BB3pacT oT 3 1o 17 rogunau. PesynraTure OT momynanroHeH papMaKOKHHETHYCH aHAIN3 Ha Te3H
MPOYYBaHUs MOKA3BaT, Y€ MeTUATPHUYHNUTE MTAIMEHTH ¢ TellecHO Teriio <40 kg umat HamasieHa
cuctemHa excrio3utus (u3mepena upe3 Cs) Ha A771726, moi0o0HO Ha BH3PACTHUTE MAIUCHTH C
peBMaToucH apTpuT (BXK. ToUKa 4.2).

Crapuecka Bb3pacT

dapMaKOKHHETHYHUTE TAaHHU MIPH JUIIA B CTapYecKa Bb3pacT (>65 roguHu) ca orpaHUYeHH, HO
ChOTBETCTBAT Ha (hapMaKOKWHETHKATA MPH IMO-MJIAJUTE Bh3PACTHHU.

5.3 IlpeakJUHUYHU TaHHH 32 0€30MACHOCT

JlepmyHoMuA, IpUIIOKEH NIEPOPATHO U MHTPANICPUTOHEATIHO € N3CJICABAH B IIPOYUBAHUSA 32 OCTPa
TOKCHYHOCT MIPY MHIIKH U TUTbX0Be. [IpoyuBaHus P MHOTOKPATHO TEPOPATHO MPHUIIOKECHUE Ha
Jie(hTyHOMU]T TIPY MHIIKY 32 TIEPUOJT OT 3 Mecella, IUIbXOBE M KydeTa 1o 6 Mecela U MaiiMyHH J10

1 Mecen mOKa3Bart, ye IVIABHUTE TAPT€THU OPraHy 32 TOKCUYHO yBPEKIaHE ca KOCTHHUS MO3bK, KPbBTa,
racTPOMHTECTUHAIHUS TPAKT, KO)KaTa, Aajiaka, TAMyca U TuMQHuTe Bh3nu. [ naBHUTE edpekTu ca
aHeMus, JICBKOTICHHS, HaMaieH Opoil Ha TPOMOOIIMTHTE U MTAHMHEJIONATHs U 0TPa3siBaT OCHOBHUS
MEXaHU3bM Ha JIEHCTBHE Ha BeIIecTBOTO (moTuckane Ha cuHTe3ata Ha JIHK). [Tpu mrepxoBe u kydeTa
ca HamepeHu Tenmna Ha Heinz w/mmu Howell-Jolly. [Ipyrurte edexty, ycTaHOBEHH BEPXY CHPIIETO,
YepHHs AP00, KOPHEATA M PECITUPATOPHHUS TPAKT OMXa MOTIIH J1a e OOSICHST C MH(EKIMH BCIIEACTBUE
Ha UMYyHOCynpecusaTa. TOKCHYHOCT MPH KUBOTHUTE € YCTAHOBEHA IPH 03H, €eKBUBAJICHTHHU HA
TEpaneBTUYHUTE JO3M IPU XOpa.

Jlepnmynomun He e myTareHeH. Bropoctenennust Metabonut TFMA (4-TpudryopoMeTHITaHUIINH )
NPEIU3BUKBA KJIACTOTCHHOCT M TOYKOBH MYTAILUH A Vitro, KaToO JIUIICBAT JOCTAaTh4YHO JaHHU AJIU TOH
MOXKe Jja IPEeIU3BUKA TO3H €QEKT in Vivo.

IIpu npoyuBaHe 3a KAPUUHOTCHHOCT NMPH IUTBXO0BE, JIEIyHOMH/I HE € IT0Ka3aJl KapLUHOTEHEH
noreHuuan. [Ipu npoyyBane 3a KapIIUHOT€HHOCT IIPY MULIKH € Ha0JIl0JaBaHa I0-BUCOKA YeCTOTa Ha
37I0Ka4ecTBEH JUM(OM MPU MBXKKHUTE B Ipylara Ha Hali-BHCOKA J103a, Hal-BEPOSTHO JBIDKAIL ce Ha
UMyHOCYyNpecuBHUS eeKT Ha JeduryHOMUI. [IpH )KEHCKU MUTIKH € HaOJI0aBaHo J0303aBHCUMO
yBeJIMYEHHE Ha YecToTaTa Ha OPOHXHUOJI0-aJIBEOJIAPHHU aJICHOMH U KapLIUHOMH Ha Oenust 1poo.
3HaYEHUETO Ha Te3W HAXOJKH NP MUIIKH 32 KIMHIUYHATA yIoTpeda Ha JedayHOMuUI He e
YCTaHOBEHO.

JlepmyHoMua HIMa aHTUTCHHHU CBOMCTBA MPH KUBOTHHCKU MOJEIIH.

JlepmyHoMu € eMOPHOTOKCHYCH U TEPATOTCHEH MPH TUTbXOBE U 3aiIIM B pAMKHTE Ha
TEpaneBTUYHNTE JO3H IPU XOpa U NPUUMHSIBA HEXKEIaHU PEAKIIMU BbPXY MBKKUTE PEIPOAYKTHBHU
OpraHH MPH MPOYYBAHUSITA 32 TOKCUYHOCT MPH MHOTOKPATHO NpriiokeHne. PepTUIINTETHT HE €
HaMaJeH.

6. DOAPMAIIEBTUYHHU JAHHU
6.1 Choucnbk Ha NIOMOIIHHUTE BelIECTBA

Tabremmuo a0po:

IlapeBuuHO HULIECTE

IToBumon (E1201)

Kpocnosuion (E1202)

Tank (E553b)

Cunuiues TMOKCHI, KOJIOUAEH 0€3B0IeH
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Marnesues creapat (E470b)
JlakTo3a MOHOXUApPAT

Dunmogo noxkpumue:

Tank (E553b)

Xumpomenosa (E464)

TuranueB auokcun (E171)

Maxkporon 8000

6.2 HecbBMecTHMOCTH

Henpunoxumo

6.3 Cpok Ha roaHOCT

3 rouHM.

6.4 CneuuanaHu ycjaoBUsI HA CbXpPaHEHHe
Jla ce chXpaHsiBa B OpPUTHHATHATA OTAKOBKA.

6.5 Buau chabp:kaHue HA ONAKOBKATA

Anymunuit/amymuaneB onvctep. OmakoBka: 3 ¢puiMupany TabJIeTKH.

6.6 CrhenuajaHu NpeanasHu MePKU NMPH U3XBHPJisiHe U padoTa

Hsama CIICMaJIH U3 CKBAHUS 3a U3XBBPJIAHE.

7. NPUTEXATEJI HA PASPEHIEHUETO 3A YIIOTPEBA

Zentiva k.s.

U kabelovny 130

102 37 Prague 10

Yemrka perryOmmka

8. HOMEP(A) HA PASPEHIEHHUETO 3A YIIOTPEBA

EU/1/09/604/010

9. JATA HA ITbPBO PASPEIIABAHE/ITIOJTHOBSABAHE HA PA3ZPEIIEHUETO 3A
YIHOTPEBA

Jata Ha mepBo pazpemanane: 08 sayapu 2010 .

[Jara Ha mocnenHo monHoBsiBaHe: 19 HoemBpu 2014 r

10. [JATA HA AKTYAJIMBUPAHE HA TEKCTA

IMoxpoOHa nH(popMalIKs 3a TO3U JIEKAPCTBEH MPOIYKT € IpeocTaBeHa Ha yeOcaiira Ha EBporelickara
areHnys no jexkapcraata https://www.ema.europa.eu/.
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INPUJIOKEHHUE II

MMPON3BOJUTEJL, OTTOBOPEH 3A OCBOBOKJIABAHE
HA ITAPTHU AN

YCJOBUA NJIN OTPAHUYEHMUSA 3A TOCTABKA "
YIIOTPEBA

APYI'U YCJIIOBUA 1 UBUCKBAHUA HA
PASPEHIEHUETO 3A YIIOTPEBA

YCJIOBUSA WJIN OT'PAHUYEHMUSA 3A BE3OITACHA U

E®OEKTUBHA YIIOTPEBA HA JIEKAPCTBEHUA
MHPOAYKT
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A. INPOU3BOIUTEJI, OTTOBOPEH 3A OCBOBOXJABAHE HA
IHAPTUHN

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

- Leflunomide Zentiva 100 mg ¢unmupanu mabaemxu

Opella Healthcare International SAS
56, Route de Choisy

60200 Compiegne

®paHuus

- Leflunomide Zentiva 10 mg, 20 mg ¢unmupanu mabaemxu

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 NPOIYKT € OTITyCKa I10 OTpPaHUYEHO JieKapcko npeanucanue (Bx. [punoxenue I:
Kpatka xapakTepucTuka Ha IPOAYKTa, ToUKa 4.2).

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

W3uckBaHuATa 3a [10/1aBaHe Ha NEPUOJUYHH aKTyaIU3UPaHU TOKJIAAN 3a 0€301acHOCT 3a TO3U
JIEKapCTBEH MPOJIYKT ca MOCOUSHH B CIIUCHKA ¢ pedepeHTHUTE AaTth Ha Eporneiickus cpto3 (EURD
CIHCHK), peasueH B wi. 1078, an. 7 ot Jupextusa 2001/83/EO, 1 BbB BCUUKH CIie/IBaIIIH
aKTyaJIM3aluy, MyOJUKyBaHU HA eBPOIICHCKUS yeOropTal 3a JIeKapcTBa.

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

. IL1an 3a ynpasJjienue Ha pucka (ITYP)

TIPY tpsibBa 1a W3BHPIIBA U3UCKBAHUTE JEHHOCTH U JCHCTBUS, CBBP3aHU C MPOCIICIIBaHE HA
JieKapcTBeHaTa 0e30macHoCT, mocoueHu B onoopenus [IYP, npeacrasen B Moayn 1.8.2 Ha
pasperieHneTo 3a ynorpeda, KakTo ¥ MPH BCUYIKHU CIIEIBAIIN ChITIaCyBaHU aKkTyanm3anuu Ha [TYP.

Axryanusupan [IYP tpsiOBa na ce mopasa:

e 110 UcKaHe Ha EBporneiickaTa areHIys 1o JeKkapcTBara;

e BHHAIM, KOTaTO CE€ M3MEHs CHCTEMATa 3a yNpaBJIeHHe Ha PUCKa, 0COOEHO B pe3yTaT Ha
noJly4aBaHe Ha HOBa MH(OpMalys, KOSATO MOXKe Aa JOBe/E A0 3HAYMMHU IPOMEHH B
CHOTHOILICHHETO TOJI3a/PUCK, WK CIIe]T JIOCTUTaHe Ha BayKeH eTarl (BbB Bpbh3Ka ¢
[IPOCIIe/IIBaHE HA JIEKApCTBEHATa 0€30M1aCHOCT WK CBEXKAAaHE HA PUCKA IO MUHUMYM).
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L I[OII'b.IIHI/ITeJIHI/I MEPKH 32 CBCKAAaHE HA PUCKA 10 MUHUMYM

[Ipurexarensat Ha pa3penieanero 3a ynorpeda (IIPY) tpsbsa na nmpegocTaBu Ha BCHYKH JIEKAPH,
KOHUTO C€ 04aKBa Ja npeanucpat/u3monssar Leflunomide Zentiva, o0yanTenHr MaTepray cbe
CIIEZTHOTO ChABPKaHHE:

e Kparkara xapakTepucTHKa Ha MMPOIYKTa

e Dbpomrypa 3a nekaps

Bpomrypara 3a nexaps TpsiOBa 1a ChaABpIKa CIEAHATE KITFOYOBU CHOOIICHMS:

e Ue chiecTByBa PUCK OT TEXKO YEPHOJIPOOHO YBPEXKIaHE U 3aTOBA € BAYKHO PETIOBHOTO
n3MepBaHe Ha HuBaTa HAa AJIAT (CI'TIT) 3a nmpocnensBane Ha yepHOAPOOHATa (PYHKIIHSL.
Wudopmanusita, npencraBeHa B Opomrypara 3a iekaps TpsiOBa a mpeaocTaBs HHQOpMaIus 3a
HamaJsBaHe Ha JA03aTa, IpeKpaTsiBaHe Ha JCYCHUETO M OYMCTBAIIN IPOLEAYPH.

e  VYCTaHOBEHUST PHCK OT CHHEPTUYHA XEIIaTO- MIIM XeMaTOTOKCUIHOCT, CBBP3aH C
KOMOWHHpaHa Tepamnus ¢ Apyro 00JIeCT-MOJUPHUIMPAIIO AaHTHPEBMATHYHO JEKapCcTBO (Hamp.
METOTpPEKCaT).

e Ue CchIIeCTBYBa PUCK OT TEPATOTCHHOCT M MOPAJIH TOBa TPsAOBaA Jia ce n30sArBa OPEMEHHOCT,
JTIOKATO TUIAa3MEHUTE HUBA Ha JIe)TyHOMH] HE Ca Ha ChOTBETHOTO HUBO. Jlekapure u
nalnueHTHTe TPsIOBa J1a ca HasCHO, Y€ € Ha Pa3lojIoKeHHe CIelaiHa KOHCYITaTHBHA CITyk0a,
3a MMpenoCcTaBsiHe Ha HHPOpPMaNKs 3a JJabopaTOPHO M3CIIEBAHE HA TUTA3MEHOTO HUBO Ha
nedITyHOMU.

e  PucksT OoT HH(EKINH, BKIFOYATEITHO OMOPTIOHUCTHYHN WH()EKIINA U IPOTUBOTIOKA3aHUETO 32
NPUIOKEHUE TTPYU UIMYHOKOMITPOMETHUPAHH MAI[EHTH.

e HeoOxoauMocTTa OT ChbBETBaHE Ha MAIIMEHTHTE 32 3HAYUTEIIHUTE PUCKOBE, CBBP3aHHU C
TepanusTa ¢ 1eIyHOMU U ChOTBETHHUTE MpeIazHi MEPKHU, KOTaTo U3IMOJ3BaT JEKapCTBOTO.
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HNPUJIOKEHUE III

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

BTOPUYHA OITAKOBKA/BJINCTEP

‘ 1. HUME HA JIEKAPCTBEHMA TPOAYKT

Leflunomide Zentiva 10 mg ¢unmupann TabneTku
nedIryHOMUT

‘ 2. OBSBABAHE 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 HHPOPMAITHUS).

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJIHA OITAKOBKA

30 dhunmupanu TabJICTKH
100 ¢punmupanu TabaeTku

‘ S. HAYUH HA ITPUJIOKEHUE U I'bT(MIIA) HA BBBEXKXJIAHE

IIpeau ynorpeba npovereTe JIMCTOBKATA.
IlepopasiHo npuIIOKEHHE

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

Ja ce cpxpaHsBa Ha MSCTO, HEJOCTHITHO 32 JCTIa.

‘ 7. APYI'U CHEHUAJIHM NPEAYHPEXIEHUSA, AKO E HEOBXOJINUMO

‘ 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. CHELNHUAJIHU MTPEANTIASHU MEPKU INTPU U3XBBPJISSTHE HA HEU3ITOJI3BAHA
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 PABPEHIEHHUETO 3A YIIOTPEBA

EU/1/09/604/003 30 tabnetku
EU/1/09/604/004 100 Tabnetku

13. TAPTHUIAEH HOMEP

[Taptuaen Ne

14. HAYMUH HA OTIIYCKAHE

JlexapCTBEHUSAT MPOLYKT CE OTIIyCKa IO JIEKAPCKO MPEIICaHue.

| 15. YKA3AHMS 3A YIIOTPEBA

| 16. MH®OPMAIIMSA HA BPAHJIOBA A3BYKA

Jlepnynomuy 3entura 10 mg

‘ 17. YHUKAJIEH WIEHTU®UKATOP — JIBYU3IMEPEH BAPKO/|

JByu3mepeH 6apKoJI ¢ BKJIFOYEH YHUKAJICH HICHTH()HUKATOD.

‘ 18. YHUKAJIEH WIEHTU®UKATOP — JAHHMU 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 ¢unmupanu TabueTku
nedIyHOMUA

| 2. HUME HA TPUTEKATEJIA HA PASPEIIEHUETO 3A YIIOTPEBA

Zentiva k.s.

| 3. JATA HA UI3TUYAHE HA CPOKA HA I'OJHOCT

TI'onen no:

| 4. IHAPTUJAEH HOMEP

IMaptunen Ne

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

BTOPUYHA OITAKOBKA/BYTHJIKA

‘ 1. HUME HA JIEKAPCTBEHMA TPOAYKT

Leflunomide Zentiva 10 mg ¢unmupann TabneTku
nedIryHOMUT

‘ 2. OBSBABAHE 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 HHPOPMAITHUS).

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJIHA OITAKOBKA

30 dhunmupanu TabJICTKH
100 ¢punmupanu TabaeTku

‘ S. HAYUH HA ITPUJIOKEHUE U I'bT(MIIA) HA BBBEXKXJIAHE

IIpeau ynorpeba npodereTe IMCTOBKATA
IlepopasiHo npuIIOKEHHE

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

Ja ce cpxpaHsBa Ha MSCTO, HEJOCTHITHO 32 JCTIa.

‘ 7. APYI'U CHEHUAJIHM NPEAYHPEXIEHUSA, AKO E HEOBXOJINUMO

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA TOJHOCT

I'omen no:

9. CIIEHUAJIHU YCJIOBUSI HA CbXPAHEHUE

C’LXpaHﬂBaﬁTe 6YTI/IJ'IKaTa IIBTHO 3aTBOPCHA.
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10. CHELNHUAJIHU MTPEANTIASHU MEPKU INTPU U3XBBPJISSTHE HA HEU3ITOJI3BAHA
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 PABPEHIEHHUETO 3A YIIOTPEBA

EU/1/09/604/001 30 tabnetku
EU/1/09/604/002 100 TabneTku

13. TAPTHUIAEH HOMEP

[Taptuaen Ne

14. HAYMUH HA OTIIYCKAHE

JlexapCTBEHUSAT MPOLYKT CE OTIIyCKa IO JIEKAPCKO MPEIICaHue.

| 15. YKA3AHMS 3A YIIOTPEBA

[16. MH®OPMALMS HA BPAIJIOBA A3BYKA

Jlepnmynomuz 3entusa 10 mg

‘ 17. YHUKAJIEH UAEHTUOUKATOP — IBYU3MEPEH BAPKO/]

JByn3mepeH 0apKo ¢ BKJIIOYEH YHUKAJIEH HACHTU(HUKATOP.

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

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

ETUKET/BYTUJIKA

‘ 1. HUME HA JIEKAPCTBEHMA TPOAYKT

Leflunomide Zentiva 10 mg ¢unmupann TabneTku
nedIryHOMUT

‘ 2. OBSBABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcesika Tabnerka chabpika 10 mg nedryHOMUI,

3. CITMCBK HA IOMOIIHUTE BEIIECTBA

Crabpxa ChILO JIAKTO3a.

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJIHA OITAKOBKA

30 dhunmupanu TabJICTKH
100 ¢punmupanu TabaeTku

‘ S. HAYUH HA ITPUJIOKEHUE U I'bT(MIIA) HA BBBEXKXJIAHE

IIpeau ynorpeba npovereTe JIMCTOBKATA.
IlepopasiHo npuIIOKEHHE

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

Ja ce cpxpaHsBa Ha MSCTO, HEJOCTHITHO 32 JCTIa.

‘ 7. APYI'U CHEHUAJIHM NPEAYHPEXIEHUSA, AKO E HEOBXOJINUMO

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA TOJHOCT

I'omen no:

9. CIIEHUAJIHU YCJIOBUSI HA CbXPAHEHUE

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

CIHEHUAJIHU TPEAITAZHA MEPKU ITPU U3XBBHPJISIHE HA HEU3ITOJI3BAHA
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 PASPELIEHUETO 3A YIIOTPEBA

EU/1/09/604/001 30 tabnetku
EU/1/09/604/002 100 TabneTku

13.

HAPTUJAEH HOMEP

[Taptuaen Ne

14.

HAYUH HA OTITYCKAHE

JlexapCTBEHUSAT MPOLYKT CE OTITyCKa IO JIEKAPCKO MPEaICaHue.

| 15.

YKA3AHUSA 3A YIIOTPEBA

| 16.

WHP®OPMAIIMSA HA BPAHJIOBA A3BYKA
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JAHHU, KOUTO TPABBA JA CbABbP/KA BTOPUYHATA OITAKOBKA

BTOPUYHA OITAKOBKA/BJINCTEP

|1

HUME HA JIEKAPCTBEHMA TPOAYKT

Leflunomide Zentiva 20 mg ¢unmupann TabaeTku
nedIryHOMUT

| 2.

OBSBABAHE 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 HHPOPMAITHUS).

| 4.

JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJIHA OITAKOBKA

30 dhunmupanu TabJICTKH
100 ¢punmupanu TabaeTku

B

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

IIpeau ynorpeba npovereTe JIMCTOBKATA.
IlepopasiHo npuIIOKEHHE

6.

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

Ja ce cpxpaHsBa Ha MSCTO, HEJOCTHITHO 32 JCTIa.

K2

APYI'U CHEHUAJIHM NPEAYHPEXIEHUSA, AKO E HEOBXOJINUMO

| 8.

JATA HA UI3TUYAHE HA CPOKA HA TOJHOCT

I'omen no:

9.

CIIEHUAJIHU YCJIOBUSI HA CbXPAHEHUE

I[a CC CbXpaHsBa B OpUT'MHAJIHATA OIIAKOBKaA.

10.

CIHEHUAJIHU ITPEAITA3HA MEPKU ITPU U3XBBPJISIHE HA HEU3ITIOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU WJIN OTITAABYHU MATEPHUAJIA 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
Yemrka perry0Ommka

12. HOMEP(A) HA PABPEHIEHHUETO 3A YIIOTPEBA

EU/1/09/604/008 30 tabdieTkn
EU/1/09/604/009 100 TtabieTkn

13. TAPTHUJIEH HOMEP

[Taptuaen Ne

14. HAYMH HA OTIIYCKAHE

JlexapCTBEHUSAT MPOLYKT CE OTITyCKa IO JIEKAPCKO MPENICaHueE.

‘ 15. YKA3AHMA 3A YIIOTPEBA

[16. MH®OPMALMS HA BPAIJIOBA A3BYKA

Jlepnmynomuz 3entusa 20 mg

‘ 17. YHUKAJIEH UIEHTUOUKATOP — IBYU3MEPEH BAPKO/]

JByn3mepeH 0apKo ¢ BKJIFOYEH YHUKAJIEH HACHTU(DHUKATOP.

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

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

| 1. NME HA JIEKAPCTBEHUSA NPOAYKT

Leflunomide Zentiva 20 mg ¢unmupanu TabaeTku
nedIyHOMUA

| 2. HUME HA TPUTEKATEJIA HA PASPEIIEHUETO 3A YIIOTPEBA

Zentiva k.s.

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

TI'onen no:

| 4. IHAPTUJAEH HOMEP

IMaptunen Ne

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

BTOPUYHA OITAKOBKA/BYTHJIKA

‘ 1. HUME HA JIEKAPCTBEHMA TPOAYKT

Leflunomide Zentiva 20 mg ¢unmupann TabaeTku
nedIryHOMUT

‘ 2. OBSBABAHE 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 HHPOPMAITHUS).

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJIHA OITAKOBKA

30 dhunmupanu TabICTKH
50 punmupanu TabIeTKH
100 ¢punmupanu TabaeTku

‘ S. HAYUH HA ITPUJIOKEHHUE U I'BT(MIIA) HA BBBEXKJIAHE

IIpeau ynorpeba npovereTe JIMCTOBKATA.
IlepopanHo npuiioxeHue

6. CIIEHUAJIHO TPEAYHNPEXIEHUE, YE JTEKAPCTBEHUAT NPOAYKT TPABBA
JA CE CBXPAHSABA HA MSCTO JAJIEYE OT IIOTJIEJA U TOCET'A HA TELIIA

Ja ce cpxpaHsBa Ha MSCTO, HEJOCTHITHO 32 JCTIa.

‘ 7. JAPYI'U CHHEHUAJIHU NPEAYIPEXJIEHUSA, AKO E HEOBXOJIUMO

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

T'onen mo:

9. CHHELHUAJIHU YCJIOBUSI HA CbXPAHEHUE

C’LXpaHSIBaﬁTC 6YTI/IJ'IKaTa IIBTHO 3aTBOPCHA.
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10. CHELNHUAJIHU MTPEANTIASHU MEPKU INTPU U3XBBPJISSTHE HA HEU3ITOJI3BAHA
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 PABPEHIEHHUETO 3A YIIOTPEBA

EU/1/09/604/005 30 TabmeTku
EU/1/09/604/006 50 tabierkn
EU/1/09/604/007 100 tabieTkn

13. TAPTHUIAEH HOMEP

[Taptuaen Ne

14. HAYMUH HA OTIIYCKAHE

JlexapCTBEHUSAT MPOLYKT CE OTIIyCKa IO JIEKAPCKO MPEIICaHue.

| 15. YKA3AHMSI 3A YIIOTPEBA

[16. MH®OPMALMSI HA BPAIJIOBA A3BYKA

Jlepnynomuy 3entrra 20 mg

‘ 17. YHUKAJIEH UIEHTUOUKATOP — IBYU3MEPEH BAPKO/]

JByn3mepeH 0apKoJI ¢ BKJIFOYCH YHUKAJICH HICHTH()HUKATOD.

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

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

ETUKET/BYTUJIKA

‘ 1. HUME HA JIEKAPCTBEHMA TPOAYKT

Leflunomide Zentiva 20 mg ¢unmupann TabaeTku
nedIryHOMUT

‘ 2. OBSBABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcesika Tabnerka chabpika 20 mg nedryHOMUI.

3. CITMCBK HA IOMOIIHUTE BEIIECTBA

Crabpxa ChILO JIAKTO3a.

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJIHA OITAKOBKA

30 dhunmupanu TabICTKH
50 punmupanu TabIeTKH
100 ¢punmupanu TabaeTku

‘ S. HAYUH HA ITPUJIOKEHHUE U I'BT(MIIA) HA BBBEXKJIAHE

IIpeau ynorpeba npovereTe JIMCTOBKATA.
IlepopanHo npuiioxeHue

6. CIIEHUAJIHO TPEAYHNPEXIEHUE, YE JTEKAPCTBEHUAT NPOAYKT TPABBA
JA CE CBXPAHSABA HA MSCTO JAJIEYE OT IIOTJIEJA U TOCET'A HA TELIIA

Ja ce cpxpaHsBa Ha MSCTO, HEJOCTHITHO 32 JCTIa.

‘ 7. JAPYI'U CHHEHUAJIHU NPEAYIPEXJIEHUSA, AKO E HEOBXOJIUMO

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

T'onen mo:

9. CHHELHUAJIHU YCJIOBUSI HA CbXPAHEHUE

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

CIHEHUAJIHU TPEAITAZHA MEPKU ITPU U3XBBHPJISIHE HA HEU3ITOJI3BAHA
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 PASPELIEHUETO 3A YIIOTPEBA

EU/1/09/604/005 30 tabieTkn
EU/1/09/604/006 50 TabieTkn
EU/1/09/604/007 100 TabieTkn

13.

HAPTUJAEH HOMEP

[Taptuaen Ne

14.

HAYUH HA OTIITYCKAHE

JlexapCTBEHUSAT MPOLYKT CE OTITyCKa IO JIEKAPCKO MPENICaHue.

| 15.

YKA3AHUSA 3A YIIOTPEBA

| 16.

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

BTOPUYHA OITAKOBKA/BJINCTEP

|1

HUME HA JIEKAPCTBEHMA TPOAYKT

Leflunomide Zentiva 100 mg ¢pummupanu TadneTkn
nedIryHOMUT

| 2.

OBSBABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcesika punmupana tabnerka crabpika 100 mg nedayHomu.

| 3.

CITMCBK HA IOMOIIHUTE BEIIECTBA

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

| 4.

JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJIHA OITAKOBKA

3 punmMupanu TabIeTKH

| 5.

HAYHMH HA ITPUJIOKEHUE U ITBbT(MIIIA) HA BBBEK/IAHE

[Ipenun ynorpeba npoyereTe JIMCTOBKATA.
IlepopasiHo npuIIOKEHHE

6.

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

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

2

JAPYI'U CHELHUAJIHU NPEAYHPEXIEHUS, AKO E HEOBXOJIUMO

| 8.

JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

T'onen no:

9.

CIIEHUAJIHU YCJIOBUSI HA CbXPAHEHUE

Jla ce cpxpaHsIBa B OpUTHHAIHATA OTIAKOBKA

10.

CIHEHUAJIHU ITPEAITAZHA MEPKU ITPU U3XBBHPJISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU WJIN OTITAABYHU MATEPHUAJIA OT
TAX, AKO CE U3UCKBAT TAKHUBA
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11. HUME U AJJPEC HA TIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Zentiva k.s.

U kabelovny 130
102 37 Prague 10
Yemika pemy0nuka

12. HOMEP(A) HA PABPEHIEHUETO 3A YIIOTPEBA

EU/1/09/604/010 3 tabnerku

13. TAPTHUJIEH HOMEP

ITaptunen Ne

14. HAYMH HA OTIIYCKAHE

JlexapCTBEHUAT IPOLYKT CE OTIIyCKa IO JIEKAPCKO IPEIIUCAHUE.

‘ 15. YKA3AHMA 3A YIIOTPEBA

[16. MH®OPMALMS HA BPAIJIOBA A3BYKA

Jlepnmynomuz 3entusa 100 mg

‘ 17. YHUKAJIEH UAEHTUOUKATOP — IBYU3MEPEH BAPKO/]

JByn3mepeH 0apKo ¢ BKJIFOYEH YHUKAJIEH HACHTU(HUKATOP.

‘ 18. YHUKAJIEH UIEHTUO®OUKATOP — JAHHHU 3A HETEHE OT XOPA

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

| 1. NME HA JIEKAPCTBEHUSA NPOAYKT

Leflunomide Zentiva 100 mg ¢punmmupanu TadneTkn
nedIyHOMUA

| 2. HUME HA TPUTEKATEJIA HA PASPEIIEHUETO 3A YIIOTPEBA

Zentiva k.s.

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

TI'onen no:

| 4. IHAPTUJAEH HOMEP

IMaptunen Ne

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

Leflunomide Zentiva 10 mg ¢puavupanu TadjaeTku
nedurynomu (leflunomide)

IIpoyereTe BHUMAaTEIHO LsIJIaTa JIMCTOBKA, MIPEIH 1A 3all04YHeTe 1a IpueMaTe TOBa JIEKapcTBo,

ThH KaTo TS ChABbP:Ka BaxkHa 32 Bac nndopmanus.

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

- AKO MMaTe HSIKaKBU JOIBJIHUTEIHN BBIIPOCH, IoNUTaiTe Bammms nexap, papmaneBT uin
MEIHNIHMHCKA CECTPA.

- ToBa JiekapcTBO € IPEeANUCaHo €IUHCTBEHO U JINUHO Ha Bac. He ro nmpeorcrenBaiite Ha Apyru
xopa. To Moxe 1a UM HaBpenu, HE3aBUCHMO, Ye IPU3HAIIMTE Ha TSXHOTO 3a00JsiBaHe ca
CBINKTE KaTo Bammre.

- AKO IIOITy4YnTe HAKAKBU HEXEJIaHU JIEKAPCTBEHH PEAKLMH, yBeToMeTe Bamms nekap,
(dapmareBT WM MEAULIMHCKA cecTpa. ToBa BKIIIOYBA M BCUYKH Bb3MOKHH HEXKETaHU PEaKivy,
HEOIMCaHU B Ta3 JIUCTOBKA. Brxre Touka 4.

KakBo cbabpika Ta3u JUCTOBKA

Kakso mpencrasmsaBa Leflunomide Zentiva u 3a KakBo ce U3IIOI3BA
Kakgo TpsiOBa aa 3Haere, npeau Aa npuemere Leflunomide Zentiva
Kak na npuemare Leflunomide Zentiva

BBb3M0KHM HEXETaHU pPEaKLUU

Kak nma cexpansBate Leflunomide Zentiva

CpabpkaHue Ha ONIAKOBKATa M JOMBIHUTEIHA HHPOPMALIUS

AN e

1. KaxBo npeacrasasiBa Leflunomide Zentiva u 3a kakBo ce u3noJizsa

Leflunomide Zentiva npuHaaiexu KbM IpyIia JIeKapcTBa, HApEUEHN aHTUPEBMATUYHH JieKapcTBa. To
ChIbPKa aKTUBHOTO BELIECTBO JIE()IYHOMUI.

Leflunomide Zentiva ce u3nomn3pa 3a jeueHue Ha Bb3PACTHU MAIlMEHTH C aKTHBEH PEBMATOMJIEH
ApPTPUT UJIKM AKTUBECH IICOPUATUYCH apTPUT.

CUMIOTOMHTE HA PEBMATOUZICH apTPUT BKIIIOYBAT BB3MAJICHUC HA CTABUTEC, TIOAYBAHE, 3aTPYAHCHO
JABWKCHHEC 1 OoJIKa. I[pym CHUMIITOMH, KOUTO 3aciArat IAJ10TO TAJIO BKIKOYBAT 3ary6a 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 BKIIOUBAT BH3MAJICHUE HA CTABUTE, MOyBaHE,
3aTpyIHEHO JIBUKEHHUE, O0JIKa M y4acThIM Ha 3aUuepBEHa, JIFOIIeIIa ce Koxka (KOKHH U3MEHEHUS).

2. Kakso Tps6Ba 1a 3Haete, npeau Aa npuemere Leflunomide Zentiva

He npuemaiite Leflunomide Zentiva:

- aKo HSKOra cTe MMaly ajJepruyHa peakuus KbM JedayHoMus (0co0eHO cepro3Ha KOXKHA
peaxius, 4eCTo MpUApYy’KeHa C MOBHUIIIEHA TeMIIepaTypa, CTABHN OOJIKH, YepBEHH TETHA TI0
KO)KaTa WA MeXypH, Harp. cuHApoM Ha CTUBBHC [[)KOHCHH), MM KbM HSAKOS OT OCTAHAJINTE
CBhCTaBKH Ha TOBA JICKAPCTBO (M30pOCHU B TOUKA 6), I aKO CTE aJIEpTUIHU KbM
TepuIIyHOMUI (M3110J13BaH 3a JIeUYeHNE Ha MHOXKECTBEHA CKIIEp03a),

- aKO MMaTe HIKAKBH YepHOAPOOHM MpodiemMu,

- aKO MMaTe YMEPEHHU 10 TEKKH 0bOpedHn nmpoodiaemu,

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

- aKo CTpajare OT HAKaKbB MpobieM, KOHTO 3acsira MMyHHaTa Bu cucrema (manpumep CITIHNH),

- aKo “MaTe HIKaKbB MPOOJIEM C KOCTHHS MO3bK HJIM aKO UMaTe HUCHK Opoi uepBeHH Win Oeiu
KPBBHU KJIETKU B KPBbBTA WIIM HaMaJIeH OpOil TpOMOOLIMTH B KPBHBTa,
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- aKo CTpajaTe oT cepruo3Ha uHdeKknus,
- aKo CcTe OpeMeHHa, CMsTaTe, Ye MOXKE JIa CTe OpeMeHHa WITH KbPMHUTE.

IpenynpexaeHust U Mpeana3sHl MEPKH

T'oBopete ¢ Bamms nrekap, ¢hapMareBT WM MEIUIIMHCKA cecTpa, mpeau na mpuemere Leflunomide

Zentiva

- aKo cre 0oJemyBaly OT Bh3MaJeHHe Ha Oenus Apo0 (MHTepcTHIHAIHA Oes1oApodHa 0oJiecT).

- aKO HJIKOTa CTEC UMAJIM TYOEPKYJI03a WU CTe OMIN B OJIM3BK KOHTAKT C HSIKOW, KOWTO UMa WIIH
e uMasl TyOepKyIio3a. Bammsr Jiekap Moxe Jja HalpaBy U3CIICABAHMS, 32 13 IPOBEPH Jalln
uMaTe TyOepKyJIo3a.

- aKo CTe Mb K M UcKate Jia craHere Oamma. Thil KaTo He MOXKe J]a ce M3KIIIOYH BEPOSTHOCTTA 34
npemuHaBane Ha Leflunomide Zentiva B ciepmarta, TpsiOBa fa ce M3M0I3Ba CUTYPHA
KOHTpaIenus o BpeMe Ha jiedueHueTo ¢ Leflunomide Zentiva. Mbxere, skenaentu 1a Opaat
Oaiy, TpsOBa J1a ce 0OBPHAT KbM CBOS JIEKap, KOWTO MOJXKE Ja TH MIOCHBETBA Ja CIpat
npueManeTo Ha Leflunomide Zentiva u 1a B3eMat HIKOM JIEKapCTBa, 3a J1a OTCTPAHAT

Leflunomide Zentiva 0bp30 1 B JocTaThuHA CTEICH OT opranusMa cu. lle e Heodxoaumo aa Bu

Ce HampaBH H3ClIe[IBaHe Ha KPHBTA, 3a J1a ce moTBbpan, ue Leflunomide Zentiva e oTcTpaHeH B
JIOCTaThuHA CTETIEH OT Bammms opranu3sM U ciiel ToBa Bue TpsiOBa 1a n3uakarte Hali-Mallko
owre 3 Mecela Npeay 1a ce ONUTBATE J1a Ch3aBarte Jela.

- TpsOBa na Bu ce HampaBu ompenesieH BU U3CIEABaHE HAa KPbBTa (HMBO Ha KaJIHii). Bh3MOKHO

€ U3MEPBaHEeTO J1a MOKaXxe (ajIIMBO HUCKH HUBA HA KA.

- aKo By mpezicTon mim cTe npeThprenar CKOPOITHA TeXKKa ONepanus WIK ako BCe OIe UMaTe
He3apacHaja paHa cien onepanus. Leflunomide Zentiva moxke 1a Ob1e IpuirHa 33 TPYIHO
3a3qpaBsiBaHE HA PaHUTE.

Leflunomide Zentiva Mo>ke TOHAKOTa J]a TPUYHHN HIKOH MPOOIEMU Ha KPBbBTa, YepHUS Ap0o0, OennTte
IpoOoBe, WM HEPBHUTE Ha PhIIETE MM KpakaTa. Moe ChIIo Ja MPUIHHU CEPUO3HH AICPTUIHI

peaknuu (BKIFOUYMTEITHO JIEKapCTBEHA peakius ¢ eosnHodmus 1 cucremun cumnromu [DRESS]),
WIN J1a YBEIMYH PHUCKa OT TeXKa WHQEKIHs. 3a moBeue nHPOpMaIUs 3a TOBa, MOJISI, POYETETE TOUKA
4 (Bb3MOXHM HEeXKEIIAaHU PEaKITUN ).

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

o0HIMpeH oOpuB ¢ BUCOKA TeMIIEpaTypa, IMOBUILICHH HUBA HA YePHOAPOOHUTE CH3UMH MPH U3CIICIIBAHE

Ha KPHBTAa, MOBHUILIABAHE Ha €/IMH BHJ] OeJIM KPBBHU KIETKH (€03UMHOMWINS) U YBEINYCHU TUMPHN
BB3JIH.

Bammsr nexap 1e n3BbpiuBa KPbBHH H3CI€IBAHUS PEIOBHO, IPEIH U 1O BPEME Ha JICYCHHUETO C
Leflunomide Zentiva, 3a 1a npocnenssa KppBHUTE By KiieTkn 1 yepHust apo6. Bammsr nekap cbio
Taka I11e MpoBepsiBa KppBHOTO Bu Hansrane penoBHO, Thit kKaTo Leflunomide Zentiva moxe na
NPUYHMHY MMOBHUINIABAHE HA KPHBHOTO HaJISITAHE.

FOBOpeTC ¢ Bamus JICKap, akO UMaTe HEOOsSCHMMA XpOHUYHA Juapus. Bammsr JICKap MOKEC a
H3BBPIIN JOIIBJIHUTCIIHU U3CIICABAHUS 3a ,Z[I/I(I)epeHI_II/IaJ'IHa JAUardo3sa.

YBenomere Bamms iexap, ako pa3BrueTe KoxHa s3Ba 1o BpeMe Ha jedenue ¢ Leflunomide Zentiva
(BHKTE CBINO TOYKA 4).

Jlena u roHOIIHN
Leflunomide Zentiva He ce mpenopb4Ba 3a ynorpeda npu /iena 1 I0HOLIM HA Bb3PacT Moj
18 rogunn.

Jpyru nexkapcrBa u Leflunomide Zentiva

Nudopmupaiire Bamms nexap ninn papmaneBt, ako mpremMare, HaCKOpO CTe IPHEeMaiH, WilH €
BB3MOXHO J1a PHUEeMeTe APYTH JekapcTBa. ToBa BKIIIOUBA U JIEKapCTBa, OTIYCKaHH 0e3 peuenTa.
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ToBa e ocobeHo BaXKHO, aKO ITpHUeMaTte:

- JpYyTH JIEKapCTBa 32 PEBMaTOMIEH apTPHUT KAaTO aHTUMAaJIApUITHU JIeKapcTBa (Harp. XJIOPOXHH U
XUJIPOKCUXJIIOPOXHUH), 371aTO, MPHIIOKEHO HHTPAMYCKYJIHO WU MIEPOPATHO, Jl-TIeHUIIIIaMHUH,
a3aTHONPHUH U APYTH UMYHOCYIIPECUBHH JIEKapcTBa (HaIp. METOTPEKCaT), Thil KaTo Te3U
KOMOHMHAIINH HE ca MPENOPbhUYNTEIHH,

- BapGapuH U APYTH NEePOPATHH JIEKAPCTBA, H3IIOI3BAHH 32 pa3pekJaHe Ha KPbBTA, ThH KaTo €
Heo0X0omMo HaOII0IeHNe, 3a a Ce HaMalld PUCKBT OT MOsIBa HA HEXKEJIAHHW PEaKInH Ha TOBA
JIEKapCTBO

- TepuIyHOMH]I 32 MHOYKECTBEHA CKIIEPO3a

- penariuHu, MTUOTTTUTAa30H, HATETTUHN, HJIH PO3UTIIMTA30H 3a AnadeT

- JayHOPYOHIINH, TOKCOPYOUIIMH, MAKJINTAKCEI WM TOTIOTEKaH 3a paKk

- JYJIOKCETHH 3a JIeTIPecHs], HHKOHTHHEHINS Ha ypHHATa WiH OBOpedHo 3a00saBanHe pu
Tua0eTHIN

- AJIOCETPOH 32 JICYCHUE Ha TEXKKA JUAPHS

- Teo(UIIHH 3a acT™Ma

- TU3aHHUUH, MYCKYJICH PETaKCaHT

- OpaJIHN KOHTPALETITUBH (ChIbPIKAIIY ETHHUIECTPAINOIN U JIEBOHOPTECTPEI)

- nedakiop, OEH3WIMEHUIINH (MTeHUIUIIH G), TUIpoQIIOKCaIiH 3a HHPEKITHN

- WHIOMETAINH, KeTorpodeH 3a O0JIKa Wi Bh3MaJeHIe

- bypocemu 3a ChbpAeYHO 3a00JsIBaHe (IUYPETHK, OTBOAHSBAIIO JICKAPCTBO)

- sunoByauH 3a HIV undexims

- pO3yBacTaTHH, CAMBACTATHH, aTOPBACTATHH, TIPAaBACTATHH 32 XUIIEPXOJIECTEPOIeMHUS (BUCOK
XOJIECTEPOI)

- cyndacana3uH 3a Bb3MAINTEIHO 3a00JIIBaHE HA YepBaTa WA PEBMAaTOUICH apTPUT

- JIEKapCTBO, HAPEUCHO KOJICCTUPAMUH (M3II0JI3BAHO 32 HAMAJISIBAHE HA BUCOKHUS XOJIECTEPOI) WIIN
aKTHBEH BBIJIEH, ThI KaTO T€3H JIeKapcTBa MOrat Ja Hamanat konndectBoTo Leflunomide
Zentiva, KO€TO ce II0eMa 0T OpraHu3Ma.

AKo Bede mpreMare HecTepOnIHU NpoTuBoBb3NanuTesHu cpencrsa (HCIIBC) n/unn
KOPTHKOCTEPOM/IM, MOXKETE J1a IPOABIDKUTE JIa TH B3eMaTe CJiel 3alI04YBaHEe Ha JISYEHUETO C
Leflunomide Zentiva.

Bakcunanuu

Axo Tps6Ba ga OBACTE BAKCHHUPAHHU, TonuTaiiTe Bamms mekap 3a chBeT. OnpenercH! BaKCHHAIIUN HE
TpsiOBa 1a ce mpuiarat gokato nmpuemare Leflunomide Zentiva u n3BecTHO Bpeme ciel CIIpaHe Ha
JICUEHUETO.

Leflunomide Zentiva ¢ xpaHa, HAUTKH U AJKOXO0JI

Leflunomide Zentiva Moxe aa ce mprema cbe WM 0e3 XpaHa.

He ce mpenoppuBa /1a ce KOHCyMHpa ajaKoxoJl o Bpeme Ha Jiedenue ¢ Leflunomide Zentiva.
Koncymarusta Ha ankoxon gokato npuemate Leflunomide Zentiva Moke Aa yBenudu pucka oT
yYBpeKIaHe Ha YepHUS ApoO0.

BpemeHHOCT M KbpMeHe

He npuemaiite Leflunomide Zentiva, ako cte uinu cMsTare, ye MOXKe Jia cTe OpeMeHHa. AKO CTe
OpemenHa, wim 3abpemeHneere, Jokato nmpuemare Leflunomide Zentiva, puckbT OT paxkane Ha 6ede
ChC CEPUO3HHU BpOJIcHH JeeKTH e oBuIlIeH. JKeHnTe ¢ AeTepoieH MOTEeHIHAal He TpsI0Ba J1a mprueMaT
Leflunomide Zentiva, ocBeH ako He H3MOJI3BAT HAICKIHN MEPKH 3a Tpe/Ira3BaHe OT 3a0peMeHIBAHE.

Wndopmupaiite Bammst nekap, ako Bb3HaMepsiBaTe Aa 3a0peMeHeeTe Clie/l CIUPaHe Ha JIEYSHUETO C
Leflunomide Zentiva, Thii KaTO € HEOOXOIUMO J1a C€ YBEPHUTE, Y€ HE Ca OCTAHAIU CIIEIU OT
Leflunomide Zentiva B opranusma Bu npenn aa nmpasurte onuty 3a 3abpemeHsBaHe. ToBa MoXxe aa
oTHeMe 10 2 roauHu. ToBa H34akBaHe MOXKE Ja C€ ChbKPATH JI0 HAKOJIKO CEAMMIIN Ype3 IPUEeMaHeTo Ha
JIeKapCcTBa, KOUTO yCKOpsiBaT oTcTpansBaneTo Ha Leflunomide Zentiva ot Bammms opranussm.
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BbB BCcHuky ciryyan TpsOBa ga Ob¢ MOTBBPACHO Upe3 KpbBHU m3cienBanms, ue Leflunomide Zentiva
€ OTCTPaHEH B JIOCTaThYHA CTETICH OT Barms opranu3bM, kato Bue TpsOBa 1a nzyakaTe Hali-Maliko
Olle eZIMH Mecel] PeIH 1a 3a0peMeHeeTe.

3a mombJIHATETHA HHPOPMAIIHSA 3a TaOOpaTOPHOTO U3CIEaBaHE, MOJISI, OOBpHETE ce KbM Barmms
neKap.

AKo mMarte chMHEHHE, 9e CTe 3a0peMeHsuIa 1Mo BpeMe Ha jgedennero ¢ Leflunomide Zentiva nmu
mpe3 2-Te TOJUHHM CJIe]T HETOBOTO CITUPaHe, TPSOBa He3a0aBHO Ja ce CBbpxkeTe ¢ Bamms jekap 3a
TecT 3a OpemenHocT. [Ipu monoxuTesneH TecT 3a OpeMeHHOCT BamusaT nekap moxe 1a Bu
TIPETIOKH JICUCHHE C OTpeIeICHH JIekapcTBa 3a oTcTpaHsBaHe Ha Leflunomide Zentiva 05p30 1 B
JIoCTaThyHA CTETICH OT opranm3Ma By, Thil KaTo TOBa MOKE J1a HaMaJIk pucKka 3a Bamrero 6e0e.

He npuemaiite Leflunomide Zentiva nmo BpeMe Ha KbpMeHe, Thii KaTo JeQIyHOMU TPEeMUHABA B
KbpMaTa.

lo¢upane u pa6oTa ¢ MAIIUHHA

Leflunomide Zentiva moxxe na Bu Hakapa fa ce mouyBcTBaTe 3aMasiHi, KOETO MOKE J1a HapyIlx
cnocoOHOCTTa BU 3a KOHIIEHTpanus 1 pearupane. Ako ToBa Bu ce ciy4u, He modupaiite u He
M3IM0JI3BANTE MALLIUHU.

Leflunomide Zentiva cbabpika J1akTo3a
Axo Bamusat nekap Bu e ka3zan, ye uMaTe HEIIOHOCUMOCT KbM HAKOH 3aXapH, CBBPIKETE CE C HETO
MIpe]iu 1a IpUeMeTe TO3H JIEKapCTBEH MPOAYKT.

3. Kak na npuemare Leflunomide Zentiva

BuHaru npuemaiite ToOBa JISKAPCTBO TOYHO KakTo Bu e kazan Bamusr nekap winm ¢papmaieBT. AKO HE
CTe CUTYPHH B HEIIO, MonuTaiite Bamms nexap win dhapmanesT.

Oo6wnuaitHara HayanHa 103a Ha Leflunomide Zentiva e 100 mg nedyHOMH] €IWH BT JHEBHO TIPE3
nbpBuTe TpH JHU. Clie] TOBA TIOBEYETO MAIIMEHTH CE HYXKAAST OT 7032 OT:

. 3a peBmarouneH aptput: 10 mwim 20 mg Leflunomide Zentiva BenHBX THEBHO, B 3aBHCHMOCT OT
TeXKeCTTa Ha 3a00JISIBaHETO.
. 3a ncopuatuuex aptput: 20 mg Leflunomide Zentiva BeTHBX THEBHO.

IMorabaiiTe TadjieTKaTa MAJIA U C JOCTATHYHO BOAA.

TpsiOBa Ja MUHAT Hal-MaJIKO 4 CEIMUIIM OT 3alI0YBAHETO HA TEPAIusTa, 3 JIa I0YyCTBYBAaTe
nogoOpeHue BbB Bamero cherostane. Hsikou manueHTH MoXe JOPH /1a TIOJIy4aT IMO-TOJISIMO
nogoOpeHue cien 4 10 6 Mecena oT JISYEHHETO.

ObuknoBeHno Bue me npuemate Leflunomide Zentiva 3a npoabJIKUTEIIHO BpeMe.

AKo0 cTe npuesiu moBeye ot Heodxoaumarta no03a Leflunomide Zentiva

AKko puemeTe moBede oT HeoOxoanmara go3a Leflunomide Zentiva, o6bpHeTe ce kbM Bamms nekap
WIN TIOTBPCETE PYT METUIIMHCKHU ChBET. AKO € Bb3MOYKHO B3eMETEe ChC ce0e CH TabJIETKUTE HITH
KyTHSATA, 32 1a My TH TIOKaXETe.

Axo cte nponycHaau 1a npuemerte Leflunomide Zentiva

Axo 3a0paBuTe J1a B3eMeTe e/IHa J103a, B3eMETe 51 BeiHara clie]l KaTo CH CIIOMHHUTE, OCBEH aKo TOBa HE
e OJIM3KO ZI0 BpeMeTo Korato TpsioBa Jia mpueMere cliejpaiiara jjo3a. He B3emaiite 1BoiiHa 1103a, 3a 1a
KOMIIGHCHpATe MPOITyCHATaTa J103a.

AKO UMaTe HSIKaKBU JOIBJIHUTEIHN BBIIPOCH, CBBP3aHH € yIoTpebara Ha TOBa JIEKAPCTBO, TIOMHUTANTE
Bammus nekap, papManeBT WM MEJUIMHCKA CECTpa.
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4.

Bb3MOKHH HeKeJTaHU peakuuun

Kakro Bcuuku JICKapCTBaA, TOBA JICKAPCTBO MOXKE J1a IPEAN3BHUKA HEXKECIaHNU pCaKIUK, BBIIPEKU Y€ HE
BCCKH T'U IIOJTy4aBa.

VYBenomere Bamus nekap He3abaBHO U ciipere na B3eMate Leflunomide Zentiva:

aKo TMOJIyYHTe ¢JI1ad0CT, MOYYBCTBATE c€ 3aMasiHu U Bu npumMaree win uMare 3aTpyIHEHO
JAUIIAHE, ThI KaTO TOBA MOTAT Ja ObJIaT MPU3HAIM HAa CEPUO3HA aJISPTUYHA PEaKIus,

aKo TIOJTYYHTE KOKeH 00pPHUB WM A3BH B yCTaTa, Thid KaTO TE MOXKE J]a ca TIPOsBa HA TEXKKH,
MTOHSAKOTA JKHBOTO3aCTPaIIaBaIly Peakitny (Hamp. cuaapoM Ha CTuBbHC-/[PKOHCHH, TOKCHYHA
enuepMaliHa HeKpon3a, epuremMa Myntudopme, JIeKapcTBeHA PEaKIHs ¢ €O3MHOPIINS 1
cuctemuu cumiromu [DRESS]), BiokTe Touka 2.

VYeenomere Barmus nekap He3a0aBHO, aKO TIOTyUYHTE:

0J1e1a KOKa, yMOpa, WM CHHUHH, Thil KaTO T MOJKe J]a ca MPU3HAK Ha HAPYIICHUS Ha KPHBTa,
NPUYUHEHH OT HapyIIeH OalaHC Ha pa3IMYHUTE BUAOBE KPBBHH KIETKH, KOUTO CHCTAaBST
KPBBTa,

yMopa, KOpeMHa 00JIKa WIH *KbJTEHUIa (OKBJITO OI[BETIBAHE HA OUUTE UM KOXKAaTa), Thi KaTo
TE MOJXKE J1a ca MPU3HAK Ha CEPUO3HU ChCTOSHHA KaTO YEPHOIPOOHA HEJJOCTHYHOCT, KOSTO MOXKE
na obae daranHa,

BCSIKAKBH CHMITOMHU HAa MH()EKIUS KaTO MOBUIIIEHA TeMIIePaTypa, Bb3NaJeHO I'bPJI0 WIH
KaIJIMIA, 3aII0TO TOBA JIEKAPCTBO MOJKE Ja YBEJIMYHM PHCKA OT TeKKa WH(PEKIHS, KOATO MOXKE
na Obe KUBOTO3ACTpaIIaBaIa,

KAILTHLA WK 3aTPY/HEHO AUIIAHe, Thi KaTo TOBa MOXeE J]a 03HauaBa MpoodjeMu ¢ Oenust
Jpo0 (MHTEepcTUIMATHA OestoIpoOHa 00JieCT WiTH OeToApoOHa XUTICPTOHHUS, WA Bh3eN B Oeus
1pod),

HEOOWYafHO M3TPBIIBAHE, CIA00CT MK OOJIKa B PHIIETE WK CTHIIANIAaTa, ThI KATO TOBA MOXKE J1a
€ TIpU3HaK Ha pobiemu ¢ HepBUTe (TeprdepHa HEBPOTIATHS ).

YecTH HexeIaHu peakuuu (Moske aAa 3acersat a0 1 na 10 xymm)

ciabo HaMansBaHe Ha Opost Ha OeluTe KPHBHH KIIETKHU (JICBKOIICHHS),
JIEKH allepTUYHU PEaKIvy,

3ary0a Ha areTuT, 3ary0a Ha Terjo (OOMKHOBEHO HE3HAYUTEIHO),

yMmopa (acTeHus),

riaBo0osme, 3amaiiBaHe,

HEOOMYalHN KOKHHU YCEIIaHus KaTo N3TPbhIIBaHe (TMapecTe3ns),

JIEKO TIOBUIIIABaHE HA KPHBHOTO HAJSTaHE,

KOJIUT,

Iuapusi,

rajieHe, IOBpbIIaHe,

Bb3NAJICHUE Ha yCTaTa WM S3BU B yCTara,

KopeMHa Ooska,

YBEIMYEHNE Ha HAKOH PE3YJITaTH OT YEPHOJIPOOHHU TECTOBE,

YBEJIUYEH KOCOMaI,

eK3eMa, cyxa Koxa, 00puB, ChpOex,

TeHAUHUT (0OJIKa, MPUYMHEHA OT Bh3MaJleHHEe Ha MeMOpaHaTa, 0OBHBaIla CyXOKINATA
0OMKHOBEHO Ha KpakaTa WM PhLETe),

MOBHUIIIaBaHE Ha OIpEIeTICHN CH3UMU B KpbBTa (KpeatuH pocdokrHaza),
po0OJIeMHu ¢ HEPBHUTE Ha PBIIETE WK KpakaTa (reprudepHa HEBpOMaTHs).

HeuecTtu Hexkenanu peaknuu (Mo:ke aa 3acerHar 10 1 Ha 100 xymm)

HaMaJIsiBaHe Ha Opos Ha YEPBEHUTE KPHBHU KJIICTKH (aHEMIsI) U HaMaJlsiBaHe Ha Opos Ha
TpOMOOUIUTUTE (TPOMOOIUTOTICHHS),
HamaJIssBaHe Ha HUBOTO Ha KaJIMi B KPbBTA,
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- TPEBOXKHOCT,
- BKYCOBH HapyIICHHUS,

- ypTuKapus (KOIPHUBHA TPECKa),

- CKBCBaHE Ha CyXOXKHUIIHE,

- MOBHUIIIABaHE HA HUBOTO HA JIMMIHJIUTE B KPHBTA (XOJIECTEPOIT U TPUIIIUIICPUJIN),
- MMOHIDKaBaHEe Ha HUBOTO Ha pocdarw B KPBBTA.

Penxu Hexxenanu peakuuu (Mo:ke 1a 3acerart 10 1 na 1 000 qymn)

- yBeIUYEHHE Ha Oposi HAa KPHBHUTE KIIETKH, HApEUYEeHN €03MHOPHIHN (€03MHODMINS); JIEKO
HamalsBaHe Ha Opos Ha OenuTe KPbBHU KIIETKH (JIEBKOIICHUS ); HaMaJsiBaHe Ha OpOs Ha BCUUKH
KPBBHH KIICTKH (TTAHIIUTOTICHWS ),

- 3HAYMTEITHO MTOBUIIABAHE HA KPHBHOTO HAIISATAHE,

- BB3NAJICHUE Ha OeNns 1po0 (MHTEPCTUITHAIHO 3200 IsIBaHe Ha Oenwst 1po0),

- yBeJIUYEHHNE Ha HAKOH PE3YNTaTH OT YEPHOAPOOHHU TECTOBE, KOUTO MOTaT Jia JOBEAAT JI0
CEPUO3HHU ChCTOSHUSI KaTO XEMAaTHUT | KbJITCHUIIA,

- TEXKU UH(EKIMH, HAPSYCHH CETICUC, KOUTO MoraT Jia ObJaaT (aTaiHu,

- MOBHUIIIABaHE HA OMpPECTICHA CH3UMH B KPBBTA (JIAKTAT ICXHUPOTCHA3a).

MHoro peaku HexkelaHu peakuuu (Moske 1a 3acernat A0 1 ma 10 000 xymm)

- M3pa3eHO HaMaJICHUE Ha HAKOM OeM KPhBHU KIIETKHU (arpaHyJIOIHUTO3a),

- TCXKKHU U ITOTCHIUATHO TCKKU AJICPTUYHU PCAKIIUH,

- Bb3NaJICHHE Ha KPHbBOHOCHU CHJI0OBE (BACKYJHUT, BKIFOUUTEIHO KOXKECH HEKPOTHU3UPAIIL
BaCKYJINT),

- BB3MAJICHUE Ha MMaHKpeaca (TaHKPeaTuT),

- TEXKO YEPHOIPOOHO yBPEKAaHE KAaTO YepHOAPOOHA HEAOCTATHYHOCT WIIM HEKPO3a, KOUTO
MoraT Ja Obaat (haTayiHu,

- TEXKH, MOHSIKOTa )KMBOTO3acTpallaBaIiy peakuu (cuaapomM Ha CTUBbHC-/[’KOHCHH, TOKCUYHA
enuaepMaliHa HEKpoJn3a, epureMa MyaTadopme).

Hpyru HexxenaHu peakiuu kato ObOpedHa HeIOCTaThYHOCT, HaMalleHHe Ha HUBOTO HA ITMKOYHA
KHCEJIMHA B KPBBTA, OEN0IpOOHA XUIIEPTOHUS, OE3III0 e TPH MbXe (KOETO € 00paTHMO Cliel] KaTo
BEJIHBXK C€ CIIPEe JIEUEHHETO C TOBA JIEKAPCTBO), KOXKEH JIYIyC (XapakTepu3npall ce ¢
00pHB/3auepBsIBaHE HA KOXKHY y4aCThIIM, KOUTO Ca U3JI0KEHH Ha CBETIIMHA), ICOPHA3UC (HOBOITOSBHUII
ce wiu Bromasaiy ce), DRESS u koxHa s13Ba (KpbIiia, OTBOPEHA paHa Ha KoXaTa, Ipe3 KOSATO MOraT
Jla Ce BUJIAT MOJISKAIUTE ThKaHH), ChIII0 MOTAT JIa CE MOSIBAT C HEM3BECTHA YECTOTA.

Cpol0maBaHe HA HesKeJIAHH PeaAKIHHU

AKO TIOITyunTe HAKAKBU HEXKEJIaHH JIEKapCTBEHH Peakiiu, yBeaomere Bamus nexap wim gpapmanesT.
ToBa BKJIFOYBA BCHYKH B3MOYKHH HEOITMCAHU B Ta3H JICTOBKA HEXEIaHU peakinu. Moxere ChIIo J1a
ChOOIIUTE HEXKENAHH PEaKIMU JUPEKTHO Ype3 HAllMOHAJIHATA CHCTEMa 32 ChoOIIaBaHe, IIOCOYeHA B
Hpunoxenue V. Karo crobuiaBare HexxenaHU peakLuH, MOXKETeE J1a 1aIeTe CBOs IPUHOC 32
NOJy4YaBaHe Ha MoBede HH(OpMaIHs OTHOCHO 0€30acHOCTTa Ha TOBA JIEKAPCTBO.

S. Kak na coxpansiBate Leflunomide Zentiva

Jla ce cpxpaHsBa Ha MSACTO, HEJOCTHITHO 32 JCTa.

He u3non3patite ToBa JICKApPCTBO CJIEA CPpOKa HA TrOAHOCT, oTOeNsI3aH BBbPXY OIIaKOBKATa.
CpOK’LT Ha TOAHOCT OTTOBaps Ha MOCJICAHNA JCH OT IMOCOYCHUA MCCCII.

bincrep:  /la ce cbXpaHsiBa B OpUIMHAJIHATA OIAKOBKA.

Bytmnka:  CwxpansBaiiTe OyTHiIKaTa IUTBTHO 3aTBOPEHA.
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He m3xpbpisiiTe mekapcTBara B KaHAIM3AMMATA I B KOHTEHHEPA 32 TOMAITHA OTHAIbIIH.
IMonwuratite Bamms hapmaneBT kak Ja H3XBBPIIATE JIEKAPCTBAaTa, KOUTO BeUe HE U3MoiBare. Te3u
MEpPKH IIIe CIIOMOTHAT 3a Ola3BaHe Ha OKOJHATa CPea.

6. Cobabp:kaHne HA ONAKOBKATA M IONMbJIHUTEIHA HHpopManus

KaxBo cbabp:ka Leflunomide Zentiva

- AKTHBHOTO BeliecTBo ¢ jgeduynomua. Enna ¢punvupana tabnetka chabpka 10 mg
nedIIyHOMU.

- Hpyrure cbecTaBkH ca: IfapeBU4HO Humecte, noBuoH (E1201), kpocnoBunon (E1202),
KOJIOUZICH OC€3BOJICH CHJIMIIMEB TUOKCHI, MarHe3ueB cteapat (E470b), u makTo3a MOHOXHUAPAT B
smpoTo Ha TabneTkara, kakto u Tank (ES53b), xunmpomenosa (E464), tutanos nuokeun (E171)
1 Makporon 8000 BbB (h)MIIMOBOTO MIOKPUTHE.

Kak m3riexna Leflunomide Zentiva n kakBo chbabp:ka omakoBKaTa
Leflunomide Zentiva 10 mg ¢punvupanu TabieTKu ca Oelu 10 MOYTH OeITN U KPBIJIH.
C otnevaraHo Ha egHara ctpaHa: ZBN.

TabneTkuTe ca OMakOBaHU B OJIIMCTEPU WA OYTHIIKH.
Hanuunu ca onakosku ot 30 u 100 Tabnerku.

He BcHukM BUIOBE OMAKOBKH MOTaT Ja ObJAT yCHATU B IPOAaK0a.

IpuTexaTes Ha pa3pelIeHHETO 32 yHOTpeda
Zentiva k.s.

U kabelovny 130

102 37 Prague 10

Yemika pemy0nuka

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 1onbJIHUTETHA HHPOPMAIIHS OTHOCHO TOBA JIEKAPCTBO, MOJISI CBBPKETE CE C JIOKATHUS
NpPEICTABUTEN HAa MPUTEKATENs Ha Pa3pelIeHHeTo 3a yrnorpeda:

Belgié/Belgique/Belgien Lietuva

Zentiva, k.s. Zentiva, k.s.

Tél/Tel: +32 (78) 700 112 Tel: +370 52152025
PV-Belgium @zentiva.com PV-Lithuania@zentiva.com
Bovarapus Luxembourg/Luxemburg
Zentiva, k.s. Zentiva, k.s.

Ten: +35924417136 Tél/Tel: +352 208 82330
PV-Bulgaria@zentiva.com PV-Luxembourg @zentiva.com
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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

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

E)\\aoa

Zentiva, k.s.

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

Espaia

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.o.

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 Italia S.r.l.
Tel: +39 800081631
PV-Italy @zentiva.com

88

Magyarorszag
Zentiva Pharma Kft.

Tel.: +36 1 299 1058
PV-Hungary @zentiva.com

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 o.0.
Tel: + 48 22 375 92 00
PV-Poland @zentiva.com

Portugal
Zentiva Portugal, Lda
Tel: 4351210601360

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



Kvbmpog Sverige

Zentiva, k.s. Zentiva Denmark ApS
TnA: +30 211 198 7510 Tel: +46 840 838 822
PV-Cyprus@zentiva.com PV-Sweden@zentiva.com
Latvija

Zentiva, k.s.

Tel: +371 67893939
PV-Latvia@zentiva.com

JlaTa Ha mocJieiHO Npepasriie;kaane Ha guctoBkata {MM /TTTT}

JApyru n3rouHuuu Ha uHpopmanus
ITonpoOHa mH(pOpManHs 3a TOBA JIEKApCTBO € MpeaocTaBeHa Ha yeOcaiiTa Ha EBporetickara areHIus
T0 JIeKapcTBata https://www.ema.europa.eu/.
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JlnucroBka: undopmanus 3a noTpeduTeNs

Leflunomide Zentiva 20 mg ¢puiamMupanu TadaeTKku
nedaynomu (leflunomide)

IIpoyereTe BHUMAaTEIHO LsIJIaTa JIMCTOBKA, IIPEIH 1A 3all04YHeTe A IpueMaTe TOBa JIEKapcTBo,

ThH KaTo TS ChABbPKa BaxkHa 32 Bac nndopmanus.

- 3amasere Ta3u JUCTOBKA. MosKe /1a ce HaJIOXkKH J1a sl IPOYETETE OTHOBO.

- AKO UMaTe HSIKaKBU JOIBJIHUTEIHU BBIIPOCH, oNuTaiTe Bamms nexap, hapmaneBT win
MEINIHMHCKA CECTPA.

- ToBa JiekapcTBO € IPEANUCaHO €IUHCTBEHO U JINYHO Ha Bac. He ro nmpeorcrenBaiite Ha Apyry
xopa. To Moxe 1a UM HaBpenu, HE3aBUCHMO, Ye IPU3HAIIMTE Ha TSIXHOTO 3a00IsiBaHe ca
CBINNTE KaTo Bammre.

- AKO NOJTyYuTe HAKaKBU HEXEJIaHU JIEKAPCTBEHM peaklMH, yBenomere Bamms nekap,
(apmareBT WM MEAULMHCKA cecTpa. ToBa BKIIIOYBA M BCUYKH Bh3MOKHH HEXKEIaHU PeaKivy,
HEOIMCaHU B Ta3 JUCTOBKA. Brxre Touka 4.

KakBo cbabpika Ta3u JUCTOBKA

Kakso mpencrasmsaBa Leflunomide Zentiva u 3a KakBo ce U3MIOI3BA
Kakgo TpsiOBa 1a 3Haere, npenu Aa npuemere Leflunomide Zentiva
Kak na npuemare Leflunomide Zentiva

BBb3M0KHM HEXETaHU pPEaKLUU

Kak nma cexpansBate Leflunomide Zentiva

CpabpkaHne Ha ONIAKOBKATa W JOMBIHUTEIHA HHPOPMALIUS

AN

1. KaxBo npeacrasasiBa Leflunomide Zentiva u 3a kakBo ce u3noJizsa

Leflunomide Zentiva mpuHaaneXu KbM TpyTIa IEKapCTBa, HAPEUCHN aHTUPEBMATUYHH JIeKapcTBa. To
CHIIbpKa aKTUBHOTO BELIECTBO JIe(HITYHOMU]I.

Leflunomide Zentiva ce u3mnon3Ba 3a JiedeHUE HA Bb3PACTHH MALMEHTH C aKTUBEH PEBMATOHJICH
apTPUT WM aKTUBEH NICOPUATHYECH apTPHUT.

CHuMIITOMHTE Ha pEBMATOUIECH apTPUT BKIIFOUBAT Bb3MAJEHUE HA CTABUTE, IOAYBaHE, 3aTPyTHEHO
JBWKEHHE U 0oJka. JIpyry CUMIITOMH, KOUTO 3acsrar ISUIOTO TSUIO BKJIIOYBAT 3ary0a Ha arneTur,
MOBHUIIIEHA TEMIIEpaTypa, 3ary0a Ha eHeprus U aHeMHus (JIUIca Ha YepBEHU KPBBHU KIIETKH).

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

2. KaxBo Tps6Ba na 3Haete, npeau 1a npuemete Leflunomide Zentiva

He npuemaiite Leflunomide Zentiva:

- aKo HSKOTa CTe UMAJIH aJepru4Ha peakuus KbM jedryHoMua (0coOeHO cepruo3Ha KOJKHA
peaxius, 4eCTo IpUApPYy’KEeHa C MOBHUIIIEHA TeMIIepaTypa, CTABHN OOJIKH, YepBEHH TETHA TI0
KOXaTa WIA MEXypH, Harp. cuHApoM Ha CTUBBHC [[)KOHCBHH), HIIM KbM HSKOS OT OCTAHAJINTE
CHCTaBKM Ha TOBA JICKApCTBO (M30pOECHU B TOUKA 0), WM aKO CTE aJISprHYHHA KbM
TepuIIyHOMUI (M3110J13BaH 3a JIeUYeHNE Ha MHOXKECTBEHA CKIIEp03a),

- aKo MMaTe HIKAaKBH YepPHOAPOOHM MpodiemMu,

- aKo MMaTe YMEPEeHH J0 TEKKH 0bOpedHH nmpoodaemMu,

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

- aKo CTpajaTre OT HAKAaKbB MPoOIieM, KOMTO 3acsira uMyHHaTa Bu cucrema (nanpumep CIIUH),

- aKo MMaTe HIKaKbB MPOoOJIeM C KOCTHUS MO3bK MJIM aKO UMaTe HUCHK Opoil uepBeHH Win Oenu
KPBBHU KJIETKU B KPBbBTA WM HaMalleH Opoi TpOMOOLIUTH B KPBBTA,
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- aKo CTpajaTe oT cepruo3Ha uHdeKknus,
- aKo CcTe OpeMeHHa, CMsTaTe, Ye MOXKE J1a CTe OpeMeHHa WITH KbPMHUTE.

IpenynpexaeHust U Mpeana3sHl MEPKH

T'oBopete ¢ Bamms nrekap, ¢hapMareBT WM MEIUIIMHCKA cecTpa, mpeau na mpuemere Leflunomide

Zentiva

- aKo cre 0oJemyBaly OT Bh3MaJeHHe Ha Oenus Apo0 (MHTepcTHIHAIHA Oes1oApodHa 0oJiecT).

- aKO HJIKOTa CTEC UMAJIM TYOePKYJI03a WU CTe OUIH B OJIM3BK KOHTAKT C HAKOW, KOWTO UMa WIIN
e uMasl TyOepkyIio3a. Bammsr Jiekap Moxe J1a HalpaBy U3CIICABAHMS, 3a 3 IPOBEPH Jalln
uMaTe TyOepKyJIo3a.

- aKo CTe Mb K M UcKate Jia craHere Oama. Thil KaTo He MOXKe J]a ce M3KIIIOYH BEPOSTHOCTTA 33
npemuHaBane Ha Leflunomide Zentiva B ciepmarta, TpsiOBa fa ce M3M0I3Ba CUTYPHA
KOHTpaIenus o BpeMe Ha jiedueHueTo ¢ Leflunomide Zentiva. Mbxere, skenaentu 1a Opaat
Oaiy, TpsIOBa J1a ce OOBPHAT KbM CBOSI JIEKap, KOWTO MOXKE Jia TH MIOCHBETBA Ja CIpat
npueManeTo Ha Leflunomide Zentiva u 1a B3eMat HIKOM JIEKapCTBa, 3a J1a OTCTPAHAT

Leflunomide Zentiva 0bp30 1 B JocTaThuHA CTEIICH OT opranusMa cu. llle e HeoOxoaumo aa Bu

Ce HampaBH H3CIIe[iBaHE HA KPHBTA, 3a J1a ce moTBbpan, 4e Leflunomide Zentiva e oTcTpaHeH B
JIOCTaThuHA CTETIEH OT Bammms opranu3sM U ciiesi ToBa Brue TpsOBa 1a nzuakarte Hall-Mallko
owre 3 Mecela Npeay 1a ce ONUTBATE J1a Ch3aBarte Jela.

- TpsOBa na Bu ce HampaBu ompenesieH BU U3CIEABaHE HAa KPbBTa (HMBO Ha KaJIHii). Bh3MOKHO

€ U3MEPBaHEeTO J1a MOKaXxe (ajIIMBO HUCKH HUBA HA KA.

- aKo By mpezicTon mim cTe npeThprenar CKOPOITHA TeXKKa ONepanus WIK ako BCe OIe UMaTe
He3apacHaja paHa cien onepanus. Leflunomide Zentiva moxke 1a Ob1e IpuirHa 33 TPYIHO
3a3qpaBsiBaHE HA PaHUTE.

Leflunomide Zentiva Mo>ke TOHAKOTa [Ja MPUYHHN HAKOH MPOOIIEMH Ha KPBBTa, YEPHUS Ipo0, Oennrte
IpoOoBe, WM HEPBUTE Ha PhIIETE MM KpakaTa. Moe ChIIo Ja MPUIHHU CEPUO3HH AICPTUIHU

peaknuu (BKIFOUYMTEITHO JIEKapCTBEHA peakius ¢ eosnHodmus 1 cucremun cumnromu [DRESS]),
WY J1a YBEIMYH PHUCKa OT TeXKa WHQEKIHs. 3a moBeue nHPOpPMAIUs 3a TOBA, MOJISI, POYETETE TOUKA
4 (Bb3MOXHM HEeXKEIIAaHU PEaKITUN ).

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

o0HIMpeH oOpuB ¢ BUCOKA TeMIIEpaTypa, IMOBUILICHH HUBA HA YePHOAPOOHUTE CH3UMH MPH U3CIICIIBAHE

Ha KPHBTAa, MOBHUILIABAHE Ha €/IMH BHJ] OeJIM KPBBHU KIETKH (€03UMHOMWINS) U YBEINYCHU TUMPHN
BB3JIH.

Bammsr nexap 1e n3BbpiuBa KPbBHH H3CI€IBAHUS PEIOBHO, IPEIH U MO BPEME Ha JICYUCHHUETO C
Leflunomide Zentiva, 3a 1a npocnenssa KppBHUTE By kieTkn u yepHust Apod. BammsT nekap cbmio
Taka I11e MpoBepsiBa KppBHOTO Bu Hansrane penoBHO, Thit kKaTo Leflunomide Zentiva moxe na
NPUYHMHY MMOBUINIABAHE Ha KPHBHOTO HaJISITAHE.

FOBOpeTC ¢ Bamus JICKap, akO UMaTe HEOOsSCHMMA XpOHUYHA Juapus. Bammsr JICKap MOKEC a
H3BBPIIN JOIIBJIHUTCIIHU U3CIICABAHUS 3a ,Z[I/I(I)epeHI_II/IaJ'IHa JAUardo3sa.

YBenomere Bamms iexap, ako pa3BueTe KoxHa s3Ba 1o BpeMe Ha jedenue ¢ Leflunomide Zentiva
(BmKTE CBHIO TOUKA 4).

Jlena u roHOIIHN
Leflunomide Zentiva He ce npenopb4Ba 3a ynorpeda npu Jena 1 I0HOIIM HAa Bb3pacT nox 18
TOAUHH.

Jpyru nexkapcrBa u Leflunomide Zentiva

Nudopmupaiire Bamms nexap ninn papmaneBt, ako mpremMare, HaCKOpO CTe IPHEeMaiH, WilH €
BB3MOXHO J1a IPHUEeMeTe APYTH JekapcTBa. ToBa BKIIIOUBA U JIEKapCTBa, OTIYCKaHH 0e3 peuenta.
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ToBa e ocobeHo BaXKHO, aKO ITpHUeMaTte:

- JpYyTH JIEKapCTBa 32 PEBMaTOMIEH apTPHUT KAaTO aHTUMAaJIApUITHU JIeKapcTBa (Hamp. XJIOPOXHH U
XUJIPOKCUXJIIOPOXHUH), 371aTO, MPUIIOKECHO HHTPAMYCKYJIHO HIIH NIEPOpaHO, J-TIeHUIIaMHUH,
a3aTHONPHUH U IPYTH UMYHOCYIIPECUBHH JIEKapcTBa (HAMp. METOTPEKCAT), Thil KATO Te3H
KOMOHMHAIINY HE ca MPENOPbhYUTEITHH,

- BapGapuH U APYTH NEePOPATHH JIEKAPCTBA, H3IIOI3BAHH 32 pa3pekJaHe Ha KPBBTA, Thil KaTo €
Heo0X0MMo HaOII0ICHHE, 3a Ja Ce HaMaJIM PUCKBT OT IOSBA HA HE)KEJIaHHU PEaKkIMy Ha TOBA
JIEKapCTBO

- Tepu(IyHOMH]I 32 MHOYKECTBEHA CKIIEPO3a

- penariuHu, MTUOTTTUTAa30H, HATETTUHN, HJIH PO3UTIIMTA30H 3a AnadeT

- JayHOPYOHIINH, TOKCOPYOUIIMH, MAKJINTAKCEI WM TOTIOTEKaH 3a paKk

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

- AJIOCETPOH 32 JICYCHUE Ha TEXKKA JUAPHS

- Teo(UIIHH 3a acT™Ma

- TU3aHHUUH, MYCKYJICH PETaKCaHT

- OpaJIHU KOHTPALECTITUBH (ChIbPIKAIIY ETHHIIECTPAINOI U JIEBOHOPTECTPEI)

- nedakiop, OEH3WIMEHUIINH (MTeHUIUIIH G), TUIpoQIIOKCaIiH 3a HHPEKITHN

- WHIOMETAINH, KeTorpodeH 3a O0JIKa Wi Bh3MaJeHIe

- bypocemu 3a chbpAeYHO 3a00JsIBaHe (IUYPETHK, OTBOAHSBAIIO JICKAPCTBO)

- sunoByauH 3a HIV undexims

- pO3yBacTaTHH, CAMBACTATHH, aTOPBACTATHH, TIPAaBACTATHH 32 XUIIEPXOJIECTEPOIeMHUS (BUCOK
XOJIECTEPOI)

- cyndacana3uH 3a Bb3MAINTEIHO 3a00JIIBaHE HA YepBaTa WA PEBMAaTOUICH apTPUT

- JIEKapCTBO, HAPEUCHO KOJICCTUPAMUH (M3II0JI3BaHO 32 HAMAJISIBAHE HA BUCOKHUS XOJIECTEPOI) TN
aKTHBEH BBIJIEH, ThI KaTO T€3H JIeKapcTBa MOrat Ja Hamanat konndectBoTo Leflunomide
Zentiva, KO€TO ce II0eMa 0T OpraHu3Ma.

AKo Bede mpreMare HecTepOnIHU NpoTuBoBb3NanuTesHu cpencrsa (HCIIBC) n/unn
KOPTHKOCTEPOM/IM, MOXKETE J1a IPOABIDKUTE JIa TH B3eMaTe CJiel 3alI04YBaHEe Ha JISYEHUETO C
Leflunomide Zentiva.

Bakcunanuu

Axo Tps6Ba ga OBACTE BAKCHHUPAHHU, TonuTaiiTe Bamms nmekap 3a chBeT. OnpenescH! BaKCHHAIIUN HE
TpsiOBa 1a ce mpuyarat gokato nmpuemare Leflunomide Zentiva u n3BecTHO Bpeme ciel CIIHpaHe Ha
JICUEHUETO.

Leflunomide Zentiva ¢ xpaHa, HAUTKH U AJKOXO0JI

Leflunomide Zentiva Moxke aa ce mpuema che win 0e3 XpaHa.

He ce mpenoppuBa /1a ce KOHCyMHpa ajaKoxoJl o Bpeme Ha Jiedenue ¢ Leflunomide Zentiva.
Koncymarusta Ha ankoxon gokato npuemate Leflunomide Zentiva Moke 1a yBenudu pucka oT
yYBpeKIaHe Ha YepHUS ApoO0.

BpemeHHOCT M KbpMeHe

He npuemaiite Leflunomide Zentiva, ako cte uinu cMsTare, ye MOXKe Jia cTe OpeMeHHa. AKO CTe
OpemenHa, wim 3abpemeneere, Jokato nmpuemare Leflunomide Zentiva, puckbT OT paxkane Ha 6ede
ChC CEPUO3HHU BpOJIcHH JeeKTH e oBuIlIeH. JKeHnTe ¢ AeTepoieH MOTEeHIHAal He TpsI0Ba J1a mprueMaT
Leflunomide Zentiva, ocBeH ako He H3MOJI3BAT HAICKIHN MEPKH 3a Tpe/INa3BaHe OT 3a0peMeHIBAHE.

Wndopmupaiite Bamms nekap, ako Bb3HaMepsiBaTe Aa 3a0peMeHeeTe clie/l CIUPaHe Ha JICYEHUETO C
Leflunomide Zentiva, Thii KaTO € HEOOXOIUMO J1a C€ YBEpHUTE, Ye HE Ca OCTaHAIM CIIEIU OT
Leflunomide Zentiva B opranusma Bu npenn aa mpasute onuty 3a 3abpemersBane. ToBa Moxe 1a
oTHeMe /10 2 roauHu. ToBa H34akBaHe MOXKE Ja C€ ChbKPATH JI0 HAKOJIKO CEAMMIIN Ype3 PUEeMaHeToO Ha
JIeKapCcTBa, KOUTO yCKOpsiBaT oTcTpansBaneTo Ha Leflunomide Zentiva ot Bammms opranussm.

92



BbB BCcHuky cimyyan TpsaOBa ga Ob¢ MOTBBPACHO Upe3 KpbBHU m3ciensanus, 4ye Leflunomide Zentiva
€ OTCTPaHEH B JIOCTaThYHA CTEIICH OT Barms opranu3bM, kato Bue TpsOBa 1a nzyakarte Hali-Maliko
Olle eZIMH Mecel] PeIH 1a 3a0peMeHeeTe.

3a mombJIHATETHA HHPOPMAIIHSA 3a TaOOpaTOPHOTO M3CIEABAHE, MOJIS, OOBPHETE ce KbM Barmms
neKap.

AKo mMarte chMHEHHE, 9e CTe 3a0peMeHsuIa 1Mo BpeMe Ha jgedennero ¢ Leflunomide Zentiva nmu
mpe3 2-Te TOJUHHM CJIe]T HETOBOTO CITUPaHe, TPSOBa He3a0aBHO Ja ce CBbpxkeTe ¢ Bamms nekap 3a
TecT 3a OpemenHocT. [Ipu monoxuTesneH TecT 3a OpeMeHHOCT BamusaT nekap moxe 1a Bu
TIPEIOKH JICUCHHE C OTpeIeIICHH JIekapcTBa 3a oTcTpaHsBaHe Ha Leflunomide Zentiva 66p30 1 B
JIoCTaThyHA CTEICH OT opranm3Ma By, Thil KaTo TOBa MOKE J1a HaMaJIl pucKka 3a Bamrero 6e0e.

He npuemaiite Leflunomide Zentiva no BpeMe Ha KbpMeHe, Thii KaTo JeIyHOMHU TPEeMUHABa B
KbpMaTa.

lo¢upane u pa6oTa ¢ MAIIUHHA

Leflunomide Zentiva moxxe na Bu Hakapa a ce mouyBcTBaTe 3aMasiHi, KOETO MOKE J1a HapyIlx
cnocoOHOCTTa BU 3a KOHIIEHTpanus 1 pearupane. Ako ToBa Bu ce ciy4u, He modupaiite u He
M3I0JI3BANTE MAILLIUHU.

Leflunomide Zentiva cbabpika J1akTo3a
Axo Bamusat nekap Bu e ka3zan, ye uMaTe HEIIOHOCUMOCT KbM HAKOH 3aXapH, CBBPIKETE CE C HETO
MIpe]iu 1a IpUeMeTe TO3H JIEKapCTBEH MPOAYKT.

3. Kak na npuemare Leflunomide Zentiva

BuHaru npuemaiite ToOBa JISKAPCTBO TOYHO KakTo Bu e kazan Bamusr nekap winm ¢papmaieBT. AKO HE
CTE CUTYPHH B HEIIO, MonuTaiite Bamms nexap wim dhapmanesT.

Oo6wnuaitHara HayanHa 1032 Ha Leflunomide Zentiva 100 mg nedayHOMII €1MH BT JHEBHO TpeE3
nbpBuTe TpH JHU. Clie] TOBA TIOBEYETO MAIIMEHTH CE HYXKAAST OT 7032 OT:

. 3a peBmarouneH aptput: 10 mwim 20 mg Leflunomide Zentiva BenHBX THEBHO, B 3aBHCHMOCT OT
TeXKeCTTa Ha 3a00JISIBaHETO.
. 3a ncopuatuuex aptput: 20 mg Leflunomide Zentiva BeTHBX THEBHO.

IMorabaiiTe TadjieTKaTa MAJIA U C JOCTATHYHO BOAA.

TpsiOBa Ja MUHAT Hal-MaJIKO 4 CEIMUIIM OT 3alI0YBAHETO HA TEPAIusTa, 3 JIa I0YyCTBYBAaTe
nogoOpeHue BbB Bamero cherostane. Hsikou manueHTH MoXe JOPH /1a TIOJIy4aT IMO-TOJISIMO
nogoOpeHue cien 4 10 6 Mecena oT JISYEHHETO.

ObuknoBeHno Bue me npuemate Leflunomide Zentiva 3a npoabJIKUTEIIHO BpeMe.

AKo0 cTe npuesiu moBeye ot Heodxoaumarta no03a Leflunomide Zentiva

AKko puemeTe moBede oT HeoOxoanmara go3a Leflunomide Zentiva, o6bpHeTe ce kbM Bamms nekap
WIN TIOTBPCETE PYT METUIIMHCKHU ChBET. AKO € Bh3MOXKHO B3€METE ChC ce0e CH TabJIETKUTE UITH
KyTHSATA, 32 1a My TH TIOKaXETe.

Axo cte nponycHaau 1a npuemerte Leflunomide Zentiva

Axo 3a0paBuTe J1a B3eMeTe e/IHa J103a, B3eMETe 51 BeiHara clie]l KaTo CH CIIOMHHUTE, OCBEH aKo TOBa HE
e OJIM3KO ZI0 BpeMeTo Korato TpsioBa Jia mpueMere cliejpaiiara jjo3a. He B3emaiite 1BoiiHa 1103a, 3a 1a
KOMIIGHCHpATe MPOITyCHATaTa J103a.

AKO UMaTe HSIKaKBU JOIBJIHUTEIHN BBIIPOCH, CBBP3aHH € yIoTpedara Ha TOBa JIEKAPCTBO, TIOMHUTANTE
Bammus nekap, papManeBT WM MEJUIMHCKA CECTpa.
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4.

Bb3MOKHH HeKeJTaHU peakuuun

Kakro Bcuuku JICKapCTBaA, TOBA JICKAPCTBO MOXKE J1a IPEAN3BHUKA HEXKECIaHNU pCaKIUK, BBIIPEKHU Y€ HE
BCCKH T'U IIOJTy4aBa.

VYBenomere Bamus nekap He3abaBHO U ciipere na B3eMate Leflunomide Zentiva:

aKo TMOJIyYHTe ¢JI1ad0CT, MOYYBCTBATE c€ 3aMasiHu U Bu npumarnee win uMate 3aTpyIHEHO
JAUIIAHE, ThI KaTO TOBA MOTAT Ja ObJIaT MPU3HAIM HAa CEPUO3HA aJICPTrUYHA PEaKIIus,

aKo TIOJTYYHTE KOKeH 00pPHUB WM A3BH B yCTaTa, Thid KaTO TE MOXKE J]a ca TIPOsBa HA TEXKKH,
MTOHSAKOTA JKHBOTO3aCTPAIIaBaIly PeakItuy (Hamp. cuaApoM Ha CTuBBHC-/[PKOHCHH, TOKCHYHA
enuepMaliHa HeKpon3a, epuremMa Myntudopme, JIeKapcTBeHA PEaKIHs ¢ €O3MHOPIINS 1
cuctemuu cumiromu [DRESS]), BiokTe Touka 2.

VYeenomere Barmus nekap He3a0aBHO, aKO TIOTyUYHTE:

0J1e1a KOKa, yMOpa, WM CHHUHH, Thil KaTO T MOJKe J1a ca IPU3HAK Ha HApYILICHUS Ha KPHBTa,
NPUYUHEHH OT HapyIIeH OalaHC Ha pa3IMYHUTE BUAOBE KPBBHH KIETKH, KOUTO CHCTAaBST
KPBBTa,

yMopa, KOpeMHa 00JIKa WIH *KbJTEHUIa (OKBJITO OI[BETIBAHE HA OUUTE UM KOXKAaTa), Thi KaTo
Te MOJKE JIa ca MPU3HAK Ha CEPHO3HU CHCTOSHHS KaTO YepHOIPOOHA HEAOCTHYHOCT, KOSITO MOXKE
na obae daranHa,

BCSIKAKBH CHMITOMHU HAa MH()EKIUS KaTO MOBUIIIEHA TeMIIePaTypa, Bb3NAJeHO I'bPJIO WIH
KaIJIMIA, 3aII0TO TOBA JIEKAPCTBO MOJKE Ja YBEJIMYHM PHCKA OT TeKKa WH(PEKIHS, KOATO MOXKE
na Obe KUBOTO3ACTpAIIaBaIa,

KAILTHLA WK 3aTPY/HEHO AUIIAHe, Thi KaTo TOBa MOXeE J]a 03HauaBa MpoodjeMu ¢ Oenust
Jpo0 (MHTEepcTUIMATHA OestoIpoOHa 00JieCT WiTH OeToApoOHa XUTICPTOHHUS, WA Bh3eN B Oeus
1pod),

HEOOWYafHO M3TPBIIBAHE, CIA00CT MK OOJIKa B PHIIETE WK CTHIIANIAaTa, ThI KATO TOBA MOXKE J1a
€ TIpU3HaK Ha pobiemu ¢ HepBUTe (TeprdepHa HEBPOTIATHS ).

YecTH HexeIaH peakuuu (Moske aAa 3acersat a0 1 na 10 xymu)

ciabo HaMansiBaHe Ha Opost Ha OeluTe KPHBHH KJIIETKHU (JICBKOIICHHS),
JIEKH allepTUYHU PEaKIvy,

3ary0a Ha areTuT, 3ary0a Ha Terjo (OOMKHOBEHO HE3HAYUTEIHO),

yMmopa (acTeHus),

riaBo0osme, 3amaiiBaHe,

HEOOMYalHN KOKHHU YCEIIaHus KaTo N3TPbhIIBaHe (TMapecTe3ns),

JIEKO TIOBUIIIABaHE HA KPHBHOTO HAJSTaHE,

KOJIUT,

Iuapusi,

rajieHe, IOBpbIIaHe,

Bb3NAJICHUE Ha ycTaTa WM S3BH B yCTara,

KopeMHa Ooska,

YBEIMYEHNE Ha HAKOH PE3YJITaTH OT YEPHOJIPOOHHU TECTOBE,

YBEJIUYEH KOCOMaI,

eK3eMa, cyxa Koxa, 00puB, ChpOex,

TeHAUHUT (00JIKa, MPUYMHEHA OT Bb3MaJeHHe Ha MeMOpaHaTa, 0OBHBaIla CyXOXKWINATA
O0OMKHOBEHO Ha KpakaTa WM phLeTe),

MOBHUIIIaBaHE Ha OIPEIeTICHN CH3UMU B KpbBTa (KpeatuH pocdokrHaza),
po0OJIeMHu ¢ HEPBHUTE Ha PBIIETE WK KpakaTa (reprudepHa HEBpOMaTHs).

HeuecTu Heskenanu peakuuu (Mo:ke 1a 3acertar a0 1 Ha 100 xymm)

HaMaJIsiBaHe Ha Opos Ha YEPBEHUTE KPHBHU KJIICTKH (aHEMIsI) U HaMaJlsiBaHe Ha Opos Ha
TpOMOOUIUTUTE (TPOMOOIUTOTICHHS),
HamaJIssBaHe Ha HUBOTO Ha KaJIMi B KPbBTA,
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- TPEBOXKHOCT,
- BKYCOBH HapyIICHHUS,

- ypTuKapus (KOIPUBHA TPECKa),

- CKBCBaHE Ha CyXOXKHUIIHE,

- MOBHUIIIABaHE HA HUBOTO HA JINIIJIUTE B KPHBTA (XOJIECTEPOIT U TPUTIIUIICPUJIN),
- MMOHIKaBaHEe Ha HUBOTO Ha pocdarn B KpbBTA.

Penxu Hexxenanu peakuuu (Mo:ke 1a 3acerart 10 1 na 1 000 qymn)

- yBeIUYEHHE Ha Oposi HAa KPHBHUTE KIIETKH, HApEUYEeHN €03MHOPHIH (€03MHODUINS); TIEKO
HamaJsBaHe Ha Opos Ha OenuTe KPbBHU KIIETKH (JIEBKOIICHUS ); HaMaJsiBaHe Ha OpOs HA BCUYKH
KPBBHH KJICTKH (TTAHIIUTOTICHIS ),

- 3HAYUTEIHO MTOBUIIABaHE HA KPHBHOTO HAIISATAHE,

- BB3NAJICHUE Ha OeNns 1po0 (MHTEPCTUITHAITHO 3200 IsIBaHe Ha Oenwst 1pol),

- yBeJIUYEHHNE Ha HAKOH PE3YNTaTH OT YEPHOAPOOHHU TECTOBE, KOUTO MOTaT Jia JOBEAAT JI0
CEPUO3HHU ChCTOSHUSI KaTO XEMAaTUT M KbITCHUIIA,

- TEXKU UH(EKIMH, HAPSYCHH CEIICHC, KOUTO Morar Ja ObJaT (aTaiHu,

- MOBHUIIIABaHE Ha OMpPECTICHA CH3UMU B KPBBTA (JIAKTAT ICXUJPOTCHA3a).

MHoro peaku HexkelaHu peakuuu (Moske 1a 3acernat A0 1 ma 10 000 xymm)

- M3pa3eHO HaMaJICHUE Ha HAKOM OeM KPhBHU KIIETKHU (arpaHyJIOIHUTO3a),

- TCXKKHU U ITOTCHIUATHO TCKKHU AJICPTUYHU PCAKIIUH,

- Bb3NaJICHHE Ha KPHbBOHOCHU CHJI0OBE (BACKYJHUT, BKIFOUUTEIHO KOXKECH HEKPOTHU3UPAIIL
BaCKYJINT),

- BB3MAJICHUE Ha MMaHKpeaca (TaHKPeaTuT),

- TEXKO YEPHOIPOOHO yBpEKIAaHE KaTO YepHOAPOOHA HEOCTAThYHOCT WIIM HEKPO3a, KOUTO
Morar Jia Obaat (haTayiHu,

- TEXKH, MOHSIKOTa )KMBOTO3acTpallaBaIiy peakuu (cuaapom Ha CTUBbHC-/[’KOHCHH, TOKCUYHA
enuaepMaliHa HEKpoJn3a, epureMa MyaTadopme).

Hpyru HexxenaHu peakiuu kato ObOpedHa HeIOCTaThYHOCT, HaMalleHHe Ha HUBOTO HA ITMKOYHA
KHCEJIMHA B KPBBTA, OEN0IpOOHA XUIIEPTOHUS, OE3III0 e TPH MbXe (KOETO € 00paTHMO Cliel] KaTo
BEJIHBXK C€ CIIPEe JIEUEHHETO C TOBA JIEKAPCTBO), KOXKEH JIYIyC (XapakTepu3npall ce ¢
00pHB/3auepBsIBaHE HA KOXKHY y4aCThIIM, KOUTO Ca U3JI0KEHH Ha CBETIIMHA), ICOPHA3UC (HOBOITOSBHUII
ce wiu Biomasaiy ce), DRESS u koxHa s13Ba (KpbIiia, OTBOpPEHA paHa Ha KoXaTa, Ipe3 KOSATO MOraT
Jla Ce BUJIAT MOJISKAIUTE ThKaHH), ChIII0 MOTAT JIa CE MOSIBAT C HEM3BECTHA YECTOTA.

Cpol0maBaHe HA HesKeJIAHH PeaAKIHHU

AKO TIOITyunTe HAKAKBU HEXKEJIaHH JIEKapCTBEHH Peakiiu, yBeaomere Bamus nexap wim gpapmanesT.
ToBa BKJIFOYBA BCHYKH B3MOYKHH HEOITMCAHU B Ta3H JICTOBKA HEXEIaHU peakinu. Moxere ChIIo J1a
ChOOIIUTE HEXKENAHH PEaKIMU JUPEKTHO Ype3 HAllMOHAJIHATA CHCTEMa 32 ChoOIIaBaHe, IIOCOYeHA B
Hpunoxenue V. Karo crobuiaBare HexxenaHU peakLuH, MOXKETeE J1a 1aIeTe CBOs IPUHOC 32
NOJy4YaBaHe Ha MoBede HH(OpMaIHs OTHOCHO 0€30acHOCTTa Ha TOBA JIEKAPCTBO.

S. Kak na coxpansiBate Leflunomide Zentiva

Jla ce cpxpaHsBa Ha MSACTO, HEJOCTHITHO 32 JCTa.

He u3non3patite ToBa JICKApPCTBO CJIEA CPpOKa HA TrOAHOCT, oTOeNsI3aH BBbPXY OIIaKOBKATa.
CpOK’LT Ha TOAHOCT OTTOBaps Ha MOCJICAHNA JCH OT IMOCOYCHUA MCCCII.

baucrep:  [a ce chxpaHsiBa B OpUTrMHAIIHATA OMAKOBKA

Bbytmnka:  CwxpanHsBaiiTe OyTHiIKaTa IUTBTHO 3aTBOPEHA.
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He m3xpbpisiiTe mekapcTBara B KaHAIM3AMMATA I B KOHTEHHEPA 32 TOMAITHA OTHAIbIIH.
IMonwuratite Bamms hapmaneBT kak Ja H3XBBPIIATE JIEKAPCTBAaTa, KOUTO BeUe HE U3MoiBare. Te3u
MEpPKH IIIe CIIOMOTHAT 3a Ola3BaHe Ha OKOJHATa CPea.

6. Cobabp:kaHne HA ONIAKOBKATA M IONMbJIHUTEIHA HHpopManus

Kaxso cbabp:ka Leflunomide Zentiva

- AKTHBHOTO BeriecTBo € jJeduynomua. Enna ¢punvupana tabnetka cpappxa 20 mg
nedIIyHOMU.

- Jpyrure cbecTaBkHu ca: IapeBU4HO Humecte, noBuoH (E1201), kpocnoBunon (E1202),
KOJIOWJIeH OE€3BOJICH CHITMIIMEB THOKCH, MarHe3ues cteapat (E470b), u 1akTo3a MOHOXUAPAT B
spoTo Ha TabneTkara, kakto u Tank (E553b), xunpomenosa (E464), tutanos nuokenn (E171),
makporoi 8000 u xxbaT xene3en okcun (E172) BB pUIMOBOTO MOKpUTHE.

Kak m3riexna Leflunomide Zentiva n kakBo chbabp:ka omakoBKaTa
Leflunomide Zentiva 20 mg ¢punMupanu TabIETKH ca KBITSHHKABH 10 0Xpa U TPUBT'bIHH.
C otnevaraHo Ha egHara ctpana: ZBO.

TabneTkuTe ca OMakoOBaHU B OIIMCTEPU WA OYTHIIKH.
Hanuunu ca orakosku ot 30, 50 u 100 TadneTku.

He BcHuKM BUIOBE OMAKOBKH MOTaT jJa ObJAT IyCHATU B IPOAAK0a.

IpuTexaTes Ha pa3pelIeHHETO 32 yHOTpeda
Zentiva k.s.

U kabelovny 130

102 37 Prague 10

Yemika pemy0nuka

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 1onbJIHUTETHA HHPOPMAIIHS OTHOCHO TOBA JIEKAPCTBO, MOJISI CBBPKETE CE C JIOKATHUS
NpPEICTABUTEN HAa PUTEKATENsl Ha Pa3pelIeHHeTo 3a yrnorpeda:

Belgié/Belgique/Belgien Lietuva

Zentiva, k.s. Zentiva, k.s.

Tél/Tel: +32 (78) 700 112 Tel: +370 52152025
PV-Belgium @zentiva.com PV-Lithuania@zentiva.com
buarapus Luxembourg/Luxemburg
Zentiva, k.s. Zentiva, k.s.

Ten: +35924417136 Tél/Tel: +352 208 82330
PV-Bulgaria@zentiva.com PV-Luxembourg @zentiva.com
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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

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

E)\\aoa

Zentiva, k.s.

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

Espaia

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.o.

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 Italia S.r.l.
Tel: +39 800081631
PV-Italy @zentiva.com

97

Magyarorszag
Zentiva Pharma Kft.

Tel.: +36 1 299 1058
PV-Hungary @zentiva.com

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 o.0.
Tel: + 48 22 375 92 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



Kvbmpog

Zentiva, k.s.

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

Latvija

Zentiva, k.s.

Tel: +371 67893939
PV-Latvia@zentiva.com

Sverige
Zentiva Denmark ApS
Tel: +46 840 838 822

PV-Sweden@zentiva.com

JlaTa Ha mocJieHO nmpepasrjexaane Ha jgucropkara {MM /I'TI'T}

JApyru u3rouHuuu Ha uHpopMmanus
[ToapoOHa nHpopManus 3a TOBa JIEKapCcTBO € IpeocTaBeHa Ha yeOcaiita Ha EBponeiickara areHIus
T0 JieKapcTBata https://www.ema.europa.eu/.
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JlnucroBka: undopmanus 3a noTpeduTeNs

Leflunomide Zentiva 100 mg ¢puimupanu tadaeTku
nedurynomu (leflunomide)

IIpoyereTe BHUMAaTEIHO LsIJIaTa JIMCTOBKA, MIPEIH 1A 3all04YHeTe 1a IpueMaTe TOBa JIEKapcTBo,

ThH KaTo TS ChABbP:Ka BaxkHa 32 Bac nndopmanus.

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

- AKO MMaTe HSIKaKBU JOIBJIHUTEIHN BBIIPOCH, IoNUTaiTe Bammms nexap, papmaneBT uin
MEIHNIHMHCKA CECTPA.

- ToBa JiekapcTBO € IPEeANUCaHo €IUHCTBEHO U JINUHO Ha Bac. He ro nmpeorcrenBaiite Ha Apyru
xopa. To Moxe 1a UM HaBpenu, HE3aBUCHMO, Ye IPU3HAIIMTE Ha TSXHOTO 3a00JsiBaHe ca
CBINKTE KaTo Bammre.

- AKO IIOITy4YnTe HAKAKBU HEXEJIaHU JIEKAPCTBEHH PEAKLMH, yBeroMeTe Bamms nekap,
¢dapmaneBT WM MEAULMHCKA cecTpa. ToBa BKIIIOYBA U BCUYKH Bb3MOKHHU HEXXEIaHU PEaKIny,
HEOIMCaHU B Ta3 JUCTOBKA. Brxre Touka 4.

KakBo cbabpika Ta3u JUCTOBKA

Kakso mpencrasnasa Leflunomide Zentiva u 3a KakBo ce U3MOJI3Ba
Kakso TpsiOBa ma 3naere, npenu aa nmpuemere Leflunomide Zentiva
Kak na npuemare Leflunomide Zentiva

BB3MOXHU HEXETaHU peakuu

Kax na cexpansiBate Leflunomide Zentiva

ChbabppkaHue Ha ONIAaKOBKATa M JOIBIHUTEIHA HHPOPMALIUS

S

1. Kaxkso npencraBiasBa Leflunomide Zentiva u 3a kakBo ce u3nojia3Ba

Leflunomide Zentiva mpuHaanIeXu KbM TpyTIa IEKapCTBa, HAPEUCHN aHTUPEBMATHYHH JIeKapcTBa. To
ChIIbpPKa aKTHBHOTO BEUIECTBO JIe(HITyHOMUJI.

Leflunomide Zentiva ce u3moi3Ba 3a JcUcHUE HA BB3PACTHU MMAIIUCHTU C AKTHUBCH PEBMATOU/ICH
ApTPUT UJIKM AKTUBCH IICOPUATUYCH apTPUT.

CHuMIITTOMHTE Ha pEBMATOUACH apTPHUT BKIIFOUBAT Bb3MAJEHUE HA CTABUTE, IOAYBaHE, 3aTPyTHEHO
JBWKEHHE U 0oJka. JIpyry CUMIITOMH, KOUTO 3acsrar ISUIOTO TSUIO BKJIIOYBAT 3ary0a Ha arneTur,
MOBHUIIIEHA TEMIIEpaTypa, 3ary0a Ha eHeprus U aHeMHus (JIUIca Ha YepBEHU KPBBHU KIIETKH).

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

2. KaxBo Tps6Ba na 3Haete, npeau 1a npuemete Leflunomide Zentiva

He npuemaiite Leflunomide Zentiva:

- aKo HSKOTa CTe UMAJH aJepru4Ha peakuus KoM jedryHoMua (0coOeHO cepruo3Ha KOJKHA
peaxius, 4eCTo IpUApPYy’KEeHa C MOBHUIIIEHA TeMIIepaTypa, CTABHN OOJIKH, YepBEHH TETHA TI0
KOXaTa WIA MEXypH, Harp. cuHApoM Ha CTUBBHC [[)KOHCBHH), HII KbM HSKOS OT OCTAHAJINTE
CHCTaBKHM Ha TOBA JICKApCTBO (M30pOECHU B TOUKA 0), MM aKO CTE aJISprHYHA KbM
TepuIIyHOMUI (M3110J13BaH 3a JIeUYeHNE Ha MHOXKECTBEHA CKIIEp03a),

- aKo MMaTe HAKAaKBH YepPHOAPOOHM MpodiemMu,

- aKo MMaTe YMEPEeHH 10 TEKKH 0bOpedHH mpoodiaemMu,

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

- aKo CTpajaTre OT HAKAaKbB MPoOIieM, KOMTO 3acsira uMyHHaTa Bu cucrema (nanpumep CIIUH),

- aKo MMaTe HIKaKbB MPOoOJIeM C KOCTHUS MO3bK MJIM aKO UMaTe HUCHK Opoil uepBeHH Win O6einu
KPBBHU KJIETKU B KPBbBTA WM HaMalleH Opoi TpOMOOLIUTH B KPBBTA,
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- aKo CTpajaTe oT cepruo3Ha uHdeKknus,
- aKo CcTe OpeMeHHa, CMsTaTe, Ye MOXKE J1a CTe OpeMeHHa WITH KbPMHUTE.

IpenynpexaeHust U Mpeana3sHl MEPKH

T'oBopete ¢ Bamms nrekap, ¢hapMareBT WM MEIUIIMHCKA cecTpa, mpeau na mpuemere Leflunomide

Zentiva

- aKo cre 0oJemyBaly OT Bh3MaJeHHe Ha Oenus Apo0 (MHTepcTHIHAIHA Oes1oApodHa 0oJiecT).

- aKO HJIKOTa CTEC UMAJIM TYOePKYJI03a WU CTe OUIH B OJIM3BK KOHTAKT C HAKOW, KOWTO UMa WIIN
e uMasl TyOepkyIio3a. Bammsr Jiekap Moxe J1a HalpaBy U3CIICABAHMS, 3a 3 IPOBEPH Jalln
uMaTe TyOepKyJIo3a.

- aKo CTe Mb K M UcKate Jia craHere Oama. Thil KaTo He MOXKe J]a ce M3KIIIOYH BEPOSTHOCTTA 33
npemuHaBane Ha Leflunomide Zentiva B ciepmarta, TpsiOBa fa ce M3M0I3Ba CUTYPHA
KOHTpaIenus o BpeMe Ha jiedueHueTo ¢ Leflunomide Zentiva. Mbxere, skenaentu 1a Opaat
Oaiy, TpsIOBa J1a ce OOBPHAT KbM CBOSI JIEKap, KOWTO MOXKE Jia TH MIOCHBETBA Ja CIpat
npueManeTo Ha Leflunomide Zentiva u 1a B3eMat HIKOM JIEKapCTBa, 3a J1a OTCTPAHAT

Leflunomide Zentiva 0bp30 1 B JocTaThuHA CTEIICH OT opranusMa cu. llle e HeoOxoaumo aa Bu

Ce HalpaBH H3CIIe[iBaHe HA KPBBTA, 3a J1a ce moTBbpan, 4e Leflunomide Zentiva e oTcTpaHeH B
JIOCTaThuHA CTETIEH OT Bammms opranu3sM U ciiesi ToBa Brue TpsOBa 1a nzuakarte Hall-Mallko
owre 3 Mecela Npeay 1a ce ONUTBATE J1a Ch3aBarte Jela.

- TpsiOBa na Bu ce HampaBu ompeesieH BU U3CIIEABaHE HAa KPbBTa (HMBO Ha KaJIHii). Bh3MOXHO

€ U3MEPBaHEeTO J1a MOKaXxe (ajIIMBO HUCKH HUBA HA KA.

- aKo By mpezicTon mim cTe npeThprenar CKOPOITHA TeXKKa ONepanus WIK ako BCe OIe UMaTe
He3apacHaja paHa cien onepanus. Leflunomide Zentiva moxke 1a Ob1e IpuirHa 33 TPYIHO
3a3qpaBsiBaHE HA PaHUTE.

Leflunomide Zentiva Mo>ke TOHAKOTa [Ja MPUYHHN HAKOH MPOOIIEMH Ha KPBBTa, YEPHUS Ipo0, Oennrte
IpoOoBe, WM HEPBUTE Ha PhIIETE MM KpakaTa. Moe ChIIo Ja MPUIHHU CEPUO3HH AICPTUIHU

peaknuu (BKIFOUYMTEITHO JIEKapCTBEHA peakius ¢ eosnHodmus 1 cucremun cumnromu [DRESS]),
WY J1a YBEIMYH PHUCKa OT TeXKa WHQEKIHs. 3a moBeue nHPOpPMAIUs 3a TOBA, MOJISI, POYETETE TOUKA
4 (Bb3MOXHM HEeXKEIIAaHU PEaKITUN ).

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

o0HIMpeH oOpuB ¢ BUCOKA TeMIIEpaTypa, IMOBUILICHH HUBA HA YePHOAPOOHUTE CH3UMH MPH U3CIICIIBAHE

Ha KPHBTAa, MOBHUILIABAHE Ha €/IMH BHJ] OeJIM KPBBHU KIETKH (€03UMHOMWINS) U YBEINYCHU TUMPHN
BB3JIH.

Bammsr nexap 1e n3BbpiuBa KPbBHH H3CI€IBAHUS PEIOBHO, IPEIH U MO BPEME Ha JICYUCHHUETO C
Leflunomide Zentiva, 3a 1a npocnenssa KppBHUTE By kieTkn u yepHust Apod. BammsT nekap cbmio
Taka I11e MpoBepsiBa KppBHOTO Bu Hansrane penoBHO, Thit kKaTo Leflunomide Zentiva moxe na
NPUYHMHY MMOBUINIABAHE Ha KPHBHOTO HaJISITAHE.

FOBOpeTC ¢ Bamus JICKap, akO UMaTe HEOOsSCHMMA XpOHUYHA Juapus. Bammsr JICKap MOKEC a
H3BBPIIN JOIIBJIHUTCIIHU U3CIICABAHUS 3a ,Z[I/I(I)epeHI_II/IaJ'IHa JAUardo3sa.

YBenomere Bamms iexap, ako pa3BrueTe KoxHa s3Ba 1o BpeMe Ha jieuenne ¢ Leflunomide Zentiva
(BHKTE CBINO TOYKA 4).

Jlena u roHOIIHN
Leflunomide Zentiva He ce npenopb4Ba 3a ynorpeda npu Jena 1 I0HOIIM HAa Bb3pacT nox 18
TOAUHH.

Jpyru nexkapcrBa u Leflunomide Zentiva

Nudopmupaiire Bamms nexap ninn papmaneBt, ako mpremMare, HaCKOpO CTe IPHEeMaiH, WilH €
BB3MOXHO J1a IPHUEeMeTe APYTH JekapcTBa. ToBa BKIIIOUBA U JIEKapCTBa, OTIYCKaHH 0e3 peuenta.
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ToBa e ocobeHo BaXKHO, aKO ITpHUeMaTte:

- JpYyTH JIEKapCTBa 32 PEBMaTOMIEH apTPHUT KAaTO aHTUMAaJIApUITHU JIeKapcTBa (Hamp. XJIOPOXHH U
XUJIPOKCUXJIIOPOXHUH), 371aTO, MPUIIOKECHO HHTPAMYCKYJIHO HIIH NIEPOpaHO, J-TIeHUIIaMHUH,
a3aTHONPHUH U IPYTH UMYHOCYIIPECUBHH JIEKapcTBa (HAMp. METOTPEKCAT), Thil KATO Te3H
KOMOHMHAIINY HE ca MPENOPbhYUTEITHH,

- BapGapuH U APYTH NEePOPATHH JIEKAPCTBA, H3IIOI3BAHH 32 pa3pekJaHe Ha KPBBTA, Thil KaTo €
Heo0X0MMo HaOII0ICHHE, 3a Ja Ce HaMaJIM PUCKBT OT IOSBA HA HE)KEJIaHHU PEaKkIMy Ha TOBA
JIEKapCTBO

- Tepu(IyHOMH]I 32 MHOYKECTBEHA CKIIEPO3a

- penariuHu, MTUOTTTUTAa30H, HATETTUHN, HJIH PO3UTIIMTA30H 3a AnadeT

- JayHOPYOHIINH, TOKCOPYOUIIMH, MAKJINTAKCEI WM TOTIOTEKaH 3a paKk

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

- AJIOCETPOH 32 JICYCHUE Ha TEXKKA JUAPHS

- Teo(UIIHH 3a acT™Ma

- TU3aHHUUH, MYCKYJICH PETaKCaHT

- OpaJIHU KOHTPALECTITUBH (ChIbPIKAIIY ETHHIIECTPAINOI U JIEBOHOPTECTPEI)

- nedakiop, OEH3WIMEHUIINH (MTeHUIUIIH G), TUIpoQIIOKCaIiH 3a HHPEKITHN

- WHIOMETAINH, KeTorpodeH 3a O0JIKa Wi Bh3MaJeHIe

- bypocemu 3a chbpAeYHO 3a00JsIBaHe (IUYPETHK, OTBOAHSBAIIO JICKAPCTBO)

- sunoByauH 3a HIV undexims

- pO3yBacTaTHH, CAMBACTATHH, aTOPBACTATHH, TIPAaBACTATHH 32 XUIIEPXOJIECTEPOIeMHUS (BUCOK
XOJIECTEPOI)

- cyndacana3uH 3a Bb3MAINTEIHO 3a00JIIBaHE HA YepBaTa WA PEBMAaTOUICH apTPUT

- JIEKapCTBO, HAPEUCHO KOJICCTUPAMUH (M3II0JI3BaHO 32 HAMAJISIBAHE HA BUCOKHUS XOJIECTEPOI) TN
aKTHBEH BBIJIEH, ThI KaTO T€3H JIeKapcTBa MOrat Ja Hamanat konndectBoTo Leflunomide
Zentiva, KO€TO ce II0eMa 0T OpraHu3Ma.

AKo Bede mpreMare HecTepOnIHU NpoTuBoBb3NanuTesHu cpencrsa (HCIIBC) n/unn
KOPTHKOCTEPOM/IM, MOXKETE J1a IPOABIDKUTE JIa TH B3eMaTe CJiel 3alI04YBaHEe Ha JISYEHUETO C
Leflunomide Zentiva.

Bakcunanuu

Axo Tps6Ba ga OBACTE BAKCHHUPAHHU, TonuTaiiTe Bamms nmekap 3a chBeT. OnpenescH! BaKCHHAIIUN HE
TpsiOBa 1a ce mpuyarat gokato nmpuemare Leflunomide Zentiva u n3BecTHO Bpeme ciel CIIHpaHe Ha
JICUEHUETO.

Leflunomide Zentiva ¢ xpaHa, HAUTKH U AJKOXO0JI

Leflunomide Zentiva Moxke aa ce mpuema che win 0e3 XpaHa.

He ce mpenoppuBa /1a ce KOHCyMHpa ajaKoxoJl o Bpeme Ha Jiedenue ¢ Leflunomide Zentiva.
Koncymarusta Ha ankoxon gokato npuemate Leflunomide Zentiva Moke 1a yBenudu pucka oT
yYBpeKIaHe Ha YepHUS ApoO0.

BpemeHHOCT M KbpMeHe

He npuemaiite Leflunomide Zentiva, ako cte uinu cMsTare, ye MOXKe Jia cTe OpeMeHHa. AKO CTe
OpemenHa, wim 3abpemeneere, Jokato nmpuemare Leflunomide Zentiva, puckbT OT paxkane Ha 6ede
ChC CEPUO3HHU BpOJIcHH JeeKTH e oBuIlIeH. JKeHnTe ¢ AeTepoieH MOTEeHIHAal He TpsI0Ba J1a mprueMaT
Leflunomide Zentiva, ocBeH ako He H3MOJI3BAT HAICKIHN MEPKH 3a Tpe/INa3BaHe OT 3a0peMeHIBAHE.

Wndopmupaiite Bamms nekap, ako Bb3HaMepsiBaTe Aa 3a0peMeHeeTe clie/l CIUPaHe Ha JICYEHUETO C
Leflunomide Zentiva, Thii KaTO € HEOOXOIUMO J1a C€ YBEpHUTE, Ye HE Ca OCTaHAIM CIIEIU OT
Leflunomide Zentiva B opranusma Bu npenn aa mpasute onuty 3a 3abpemersBane. ToBa Moxe 1a
oTHeMe /10 2 roauHu. ToBa H34akBaHe MOXKE Ja C€ ChbKPATH JI0 HAKOJIKO CEAMMIIN Ype3 PUEeMaHeToO Ha
JIeKapCcTBa, KOUTO yCKOpsiBaT oTcTpansBaneTo Ha Leflunomide Zentiva ot Bammms opranussm.
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BbB BCcHuky cimyyan TpsaOBa ga Ob¢ MOTBBPACHO Upe3 KpbBHU m3ciensanus, 4ye Leflunomide Zentiva
€ OTCTPaHEH B JIOCTaThYHA CTEIICH OT Barms opranu3bM, kato Bue TpsOBa 1a nzyakarte Hali-Maliko
Olle eZIMH Mecel] PeIH 1a 3a0peMeHeeTe.

3a mombJIHATETHA HHPOPMAIIHSA 3a TaOOpaTOPHOTO M3CIEABAHE, MOJIS, OOBPHETE ce KbM Barmms
neKap.

AKo mMarte chMHEHHE, 9e CTe 3a0peMeHsuIa 1Mo BpeMe Ha jgedennero ¢ Leflunomide Zentiva nmu
mpe3 2-Te TOJUHHM CJIe]T HETOBOTO CITUPaHe, TPSOBa He3a0aBHO Ja ce CBbpxkeTe ¢ Bamms nekap 3a
TecT 3a OpemenHocT. [Ipu monoxuTesneH TecT 3a OpeMeHHOCT BamusaT nekap moxe 1a Bu
TIPEIOKH JICUCHHE C OTpeIeIICHH JIekapcTBa 3a oTcTpaHsBaHe Ha Leflunomide Zentiva 66p30 1 B
JIoCTaThyHA CTEICH OT opranm3Ma By, Thil KaTo TOBa MOKE J1a HaMaJIl pucKka 3a Bamrero 6e0e.

He npuemaiite Leflunomide Zentiva no BpeMe Ha KbpMeHe, Thii KaTo JeIyHOMHU TPEeMUHABa B
KbpMaTa.

lo¢upane u pa6oTa ¢ MAIIUHHA

Leflunomide Zentiva moxxe na Bu Hakapa a ce mouyBcTBaTe 3aMasiHi, KOETO MOKE J1a HapyIlx
cnocoOHOCTTa BU 3a KOHIIEHTpanus 1 pearupane. Ako ToBa Bu ce ciy4u, He modupaiite u He
M3I0JI3BANTE MAILLIUHU.

Leflunomide Zentiva cbabpika J1akTo3a
Axo Bamusat nekap Bu e ka3zan, ye uMaTe HEIIOHOCUMOCT KbM HAKOH 3aXapH, CBBPIKETE CE C HETO
MIpe]iu 1a IpUeMeTe TO3H JIEKapCTBEH MPOAYKT.

3. Kak na npuemare Leflunomide Zentiva

BuHaru npuemaiite ToOBa JISKAPCTBO TOYHO KakTo Bu e kazan Bamusr nekap winm ¢papmaieBT. AKO HE
CTE CUTYPHH B HEIIO, MonuTaiite Bamms nexap wim dhapmanesT.

Oo6wnuaitnara HayanHa 103a Ha Leflunomide Zentiva e 100 mg nedyHOMH] €IWH BT JHEBHO TIPE3
nbpBuTe TpH JHU. Clie] TOBA TIOBEYETO MAIIMEHTH CE HYXKAAST OT 7032 OT:

. 3a peBmarouneH aptput: 10 mwim 20 mg Leflunomide Zentiva BenHBX THEBHO, B 3aBHCHMOCT OT
TeXKeCTTa Ha 3a00JISIBaHETO.
. 3a ncopuatuuex aptput: 20 mg Leflunomide Zentiva BeTHBX THEBHO.

IMorabaiiTe TadjieTKaTa MAJIA U C JOCTATHYHO BOAA.

TpsiOBa Ja MUHAT Hal-MaJIKO 4 CEIMUIIM OT 3alI0YBAHETO HA TEPAIusTa, 3 JIa I0YyCTBYBAaTe
nogoOpeHue BbB Bamero cherostane. Hsikou manueHTH MoXe JOPH /1a TIOJIy4aT IMO-TOJISIMO
nogoOpeHue cien 4 10 6 Mecena oT JISYEHHETO.

ObuknoBeHno Bue me npuemate Leflunomide Zentiva 3a npoabJIKUTEIIHO BpeMe.

AKo0 cTe npuesiu moBeye ot Heodxoaumarta no03a Leflunomide Zentiva

AKko puemeTe moBede oT HeoOxoanmara go3a Leflunomide Zentiva, o6bpHeTe ce kbM Bamms nekap
WIN TIOTBPCETE PYT METUIIMHCKHU ChBET. AKO € Bh3MOXKHO B3€METE ChC ce0e CH TabJIETKUTE UITH
KyTHSATA, 32 1a My TH TIOKaXETe.

Axo cte nponycHaau 1a npuemerte Leflunomide Zentiva

Axo 3a0paBuTe J1a B3eMeTe e/IHa J103a, B3eMETe 51 BeiHara clie]l KaTo CH CIIOMHHUTE, OCBEH aKo TOBa HE
e OJIM3KO ZI0 BpeMeTo Korato TpsioBa Jia mpueMere cliejpaiiara jjo3a. He B3emaiite 1BoiiHa 1103a, 3a 1a
KOMIIGHCHpATe MPOITyCHATaTa J103a.

AKO UMaTe HSIKaKBU JOIBJIHUTEIHN BBIIPOCH, CBBP3aHH € yIoTpedara Ha TOBa JIEKAPCTBO, TIOMHUTANTE
Bammus nekap, papManeBT WM MEJUIMHCKA CECTpa.
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4.

Bb3MOKHH HeKeJTaHU peakuuun

Kakro Bcuuku JICKapCTBaA, TOBA JICKAPCTBO MOXKE J1a IPEAN3BHUKA HEXKECIaHNU pCaKIUK, BBIIPEKHU Y€ HE
BCCKH T'U IIOJTy4aBa.

VYBenomere Bamus nekap He3abaBHO U ciipere na B3eMate Leflunomide Zentiva:

aKo TMOJIyYHTe ¢JI1ad0CT, MOYYBCTBATE c€ 3aMasiHu U Bu npumarnee win uMate 3aTpyIHEHO
JAUIIAHE, ThI KaTO TOBA MOTAT Ja ObJIaT MPU3HAIM HAa CEPUO3HA aJICPTrUYHA PEaKIIus,

aKo TIOJTYYHTE KOKeH 00pPHUB WM A3BH B yCTaTa, Thid KaTO TE MOXKE J]a ca TIPOsBa HA TEXKKH,
MTOHSAKOTA JKHBOTO3aCTPAIIaBaIly PeakItuy (Hamp. cuaApoM Ha CTuBBHC-/[PKOHCHH, TOKCHYHA
enuepMaliHa HeKpon3a, epuremMa Myntudopme, JIeKapcTBeHA PEaKIHs ¢ €O3MHOPIINS 1
cuctemuu cumiromu [DRESS]), BiokTe Touka 2.

VYeenomere Barmus nekap He3a0aBHO, aKO TIOTyUYHTE:

0J1e1a KOKa, yMOpa, WM CHHUHH, Thil KaTO T MOJKe J1a ca IPU3HAK Ha HApYILICHUS Ha KPHBTa,
NPUYUHEHH OT HapyIIeH OalaHC Ha pa3IMYHUTE BUAOBE KPBBHH KIETKH, KOUTO CHCTAaBST
KPBBTa,

yMopa, KOpeMHa 00JIKa WIH *KbJTEHUIa (OKBJITO OI[BETIBAHE HA OUUTE UM KOXKAaTa), Thi KaTo
Te MOJKE JIa ca MPU3HAK Ha CEPHO3HU CHCTOSHHS KaTO YepHOIPOOHA HEAOCTHYHOCT, KOSITO MOXKE
na obae daranHa,

BCSIKAKBH CHMITOMHU HAa MH()EKIUS KaTO MOBUIIIEHA TeMIIePaTypa, Bb3NAJeHO I'bPJIO WIH
KaIJIMIA, 3aII0TO TOBA JIEKAPCTBO MOJKE Ja YBEJIMYHM PHCKA OT TeKKa WH(PEKIHS, KOATO MOXKE
na Obe KUBOTO3ACTpAIIaBaIa,

KAILTHLA WK 3aTPY/HEHO AUIIAHe, Thi KaTo TOBa MOXeE J]a 03HauaBa MpoodjeMu ¢ Oenust
Jpo0 (MHTEepcTUIMATHA OestoIpoOHa 00JieCT WiTH OeToApoOHa XUTICPTOHHUS, WA Bh3eN B Oeus
1pod),

HEOOWYafHO M3TPBIIBAHE, CIA00CT MK OOJIKa B PHIIETE WK CTHIIANIAaTa, ThI KATO TOBA MOXKE J1a
€ TIpU3HaK Ha pobiemu ¢ HepBUTe (TeprdepHa HEBPOTIATHS ).

YecTH HexeIaH peakuuu (Moske aAa 3acersat a0 1 na 10 xymu)

ciabo HaMansiBaHe Ha Opost Ha OeluTe KPHBHH KJIIETKHU (JICBKOIICHHS),
JIEKH allepTUYHU PEaKIvy,

3ary0a Ha areTuT, 3ary0a Ha Terjo (OOMKHOBEHO HE3HAYUTEIHO),

yMmopa (acTeHus),

riaBo0osme, 3amaiiBaHe,

HEOOMYalHN KOKHHU YCEIIaHus KaTo N3TPbhIIBaHe (TMapecTe3ns),

JIEKO TIOBUIIIABaHE HA KPHBHOTO HAJSTaHE,

KOJIUT,

Iuapusi,

rajieHe, IOBpbIIaHe,

Bb3NAJICHUE Ha ycTaTa WM S3BH B yCTara,

KopeMHa Ooska,

YBEIMYEHNE Ha HAKOH PE3YJITaTH OT YEPHOJIPOOHHU TECTOBE,

YBEJIUYEH KOCOMaI,

eK3eMa, cyxa Koxa, 00puB, ChpOex,

TeHAUHUT (00JIKa, MPUYMHEHA OT Bb3MaJeHHe Ha MeMOpaHaTa, 0OBHBaIla CyXOXKWINATA
O0OMKHOBEHO Ha KpakaTa WM phLeTe),

MOBHUIIIaBaHE Ha OIPEIeTICHN CH3UMU B KpbBTa (KpeatuH pocdokrHaza),
po0OJIeMHu ¢ HEPBHUTE Ha PBIIETE WK KpakaTa (reprudepHa HEBpOMaTHs).

HeuecTu Heskenanu peakuuu (Mo:ke 1a 3acertar a0 1 Ha 100 xymm)

HaMaJIsiBaHe Ha Opos Ha YEPBEHUTE KPHBHU KJIICTKH (aHEMIsI) U HaMaJlsiBaHe Ha Opos Ha
TpOMOOUIUTUTE (TPOMOOIUTOTICHHS),
HamaJIssBaHe Ha HUBOTO Ha KaJIMi B KPbBTA,
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- TPEBOXKHOCT,
- BKYCOBH HapyIICHHUS,

- ypTuKapus (KOIPUBHA TPECKa),

- CKBCBaHE Ha CyXOXKHUIIHE,

- MOBHUIIIABaHE HA HUBOTO HA JINIIJIUTE B KPHBTA (XOJIECTEPOIT U TPUTIIUIICPUJIN),
- MMOHIKaBaHEe Ha HUBOTO Ha pocdarn B KpbBTA.

Penxu Hexxenanu peakuuu (Mo:ke 1a 3acerart 10 1 na 1 000 qymn)

- yBeIUYEHHE Ha Oposi HAa KPHBHUTE KIIETKH, HApEUYEeHN €03MHOPHIH (€03MHODUINS); TIEKO
HamaJsBaHe Ha Opos Ha OenuTe KPbBHU KIIETKH (JIEBKOIICHUS ); HaMaJsiBaHe Ha OpOs HA BCUYKH
KPBBHH KJICTKH (TTAHIIUTOTICHIS ),

- 3HAYUTEIHO MTOBUIIABaHE HA KPHBHOTO HAIISATAHE,

- BB3NAJICHUE Ha OeNns 1po0 (MHTEPCTUITHAITHO 3200 IsIBaHe Ha Oenwst 1pol),

- yBeJIUYEHHNE Ha HAKOH PE3YNTaTH OT YEPHOAPOOHHU TECTOBE, KOUTO MOTaT Jia JOBEAAT JI0
CEPUO3HHU ChCTOSHUSI KaTO XEMAaTUT M KbITCHUIIA,

- TEXKU UH(EKIMH, HAPSYCHH CEIICHC, KOUTO Morar Ja ObJaT (aTaiHu,

- MOBHUIIIABaHE Ha OMpPECTICHA CH3UMU B KPBBTA (JIAKTAT ICXUJPOTCHA3a).

MHoro peaku HexkelaHu peakuuu (Moske 1a 3acernat A0 1 ma 10 000 xymm)

- M3pa3eHO HaMaJICHUE Ha HAKOM OeM KPhBHU KIIETKHU (arpaHyJIOIHUTO3a),

- TCXKKHU U ITOTCHIUATHO TCKKHU AJICPTUYHU PCAKIIUH,

- Bb3NaJICHHE Ha KPHbBOHOCHU CHJI0OBE (BACKYJHUT, BKIFOUUTEIHO KOXKECH HEKPOTHU3UPAIIL
BaCKYJINT),

- BB3MAJICHUE Ha MMaHKpeaca (TaHKPeaTuT),

- TEXKO YEPHOIPOOHO yBpEKIAaHE KaTO YepHOAPOOHA HEOCTAThYHOCT WIIM HEKPO3a, KOUTO
Morar Jia Obaat (haTayiHu,

- TEXKH, MOHSIKOTa )KMBOTO3acTpallaBaIiy peakuu (cuaapom Ha CTUBbHC-/[’KOHCHH, TOKCUYHA
enuaepMaliHa HEKpoJn3a, epureMa MyaTadopme).

Hpyru HexxenaHu peakiuu kato ObOpedHa HeIOCTaThYHOCT, HaMalleHHe Ha HUBOTO HA ITMKOYHA
KHCEJIMHA B KPBBTA, OEN0IpOOHA XUIIEPTOHUS, OE3III0 e TPH MbXe (KOETO € 00paTHMO Cliel] KaTo
BEJIHBXK C€ CIIPEe JIEUEHHETO C TOBA JIEKAPCTBO), KOXKEH JIYIyC (XapakTepu3npall ce ¢
00pHB/3auepBsIBaHE HA KOXKHY y4aCThIIM, KOUTO Ca U3JI0KEHH Ha CBETIIMHA), ICOPHA3UC (HOBOITOSBHUII
ce wiu Bromasaiy ce), DRESS u koxHa s13Ba (KpbIiia, OTBOpEHA paHa Ha KOXarta, Ipe3 KOATO MOraT
Jla Ce BUJIAT MOJISKAIUTE ThKaHH), ChIII0 MOTAT JIa CE MOSIBAT C HEM3BECTHA YECTOTA.

Cpol0maBaHe HA HesKeJIAHH PeaAKIHHU

AKO TIOITyunTe HAKAKBU HEXKEJIaHH JIEKapCTBEHH Peakiiu, yBeaomere Bamus nexap wim gpapmanesT.
ToBa BKIJIIOUBa BCHYKH Bb3MO)KHH HEONHMCAHH B Ta3M JINCTOBKA HEXKEJNAHU peaklru. MoXkeTe ChIIo Ja
ChOOIIUTE HEXKENAHH PEaKIMU JUPEKTHO Ype3 HAllMOHAJIHATA CHCTEMa 32 ChoOIIaBaHe, IIOCOYeHA B
Hpunoxenue V. Karo crobuiaBare HexxenaHU peakLuH, MOXKETeE J1a 1aIeTe CBOs IPUHOC 32
NOJy4YaBaHe Ha MoBede HH(OpMaIHs OTHOCHO 0€30acHOCTTa Ha TOBA JIEKAPCTBO.

S. Kak na coxpansiBate Leflunomide Zentiva

Jla ce cpxpaHsBa Ha MSACTO, HEJOCTHITHO 32 JCTa.

He u3non3patite ToBa JICKApPCTBO CJIEA CPpOKa HA TrOAHOCT, oTOeNsI3aH BBbPXY KapTOHCHATA OIIaKOBKaA.
CpOK’LT Ha TOAHOCT OTTOBaps Ha MOCJICAHNA JCH OT IMOCOYCHUA MCCCII.

Ja ce cbxpaHsiBa B OpUTrMHAJIHATA OMAKOBKa.

He H3XB’pr$II7[TC JICKapCTBaTa B KaHAIM3alusaTa Uiu B KOHTeﬁHepa 3a JOMAalIHH OTIIaaAbIIN.
Ilonuraiite Bamms Q)apMaueBT KakK J1a U3XBBPJIATE JICKAPCTBATa, KOUTO BEYC HC M3IIOJI3BATC. Te3n
MCPKHU 1€ CIIOMOIrHAT 34 OIla3BaHC HA OKOJIHATa Cpeaa.
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6. Chabp:kaHue HA OMAKOBKATA U JONBJIHUTENHA HHOpManus

KakBo cbabpxa Leflunomide Zentiva

- AKTHBHOTO BeriecTBo € JeduryHomua. Enna ¢punvupana tabnetka cpappxa 100 mg

nedIyHOMHU,.

- Hpyrure cberaBku ca: IapeBudHO Humiecte, moBuaoH (E1201), kpocnioBuaon (E1202), Tank
(E553b), xomonaeH 6e3BoIeH CHITHIIMEB THOKCHIT, MarHe3ueB cteapat (E470b), u makrosa
MOHOXHMJIPAT B AAPOTO HA TabieTKaTa, kKakto u Taik (ES53b), xunpomenosa (E464), Tutanos

muokena (E171) u makporon 8000 BbB pUIMOBOTO MOKPHUTHE.

Kaxk m3riexxaa Leflunomide Zentiva n kakBo cbabp:Ka 0MaKOBKATA
Leflunomide Zentiva 100 mg ¢punmupanu tabneTky ca 6eidu A0 MOYTH Oelli U KPBIUIH.

C oTtneuyataHo Ha egHarta ctpaHa: ZBP.

TabneTkuTe ca OakoBaHH B OJHCTEPH.
Hanwuna e onakoBka ot 3 TabneTKH.

IIpuTexaTes HAa pa3peLIeHUETO 32 ynorpeda

Zentiva k.s.

U kabelovny 130
102 37 Prague 10
Yemrka permry0Ommka

IIpousBoauren

Opella Healthcare International SAS

56, Route de Choisy
60200 Compiegne
Opanuus

3a J0BIHKUTENIHA HHPOPMAITUS OTHOCHO TOBA JICKAPCTBO, MOJISI CBBPIKETE CE C JIOKATHHUS
NpPEICTABUTEN HAa MPUTEKATENSl 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

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 1 299 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

E\\Goa

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.o.

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 Italia S.r.l.
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 o.0.
Tel: + 48 22 375 92 00
PV-Poland @zentiva.com

Portugal

Zentiva Portugal, Lda

Tel: 4351210601360
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



JlaTa Ha mocJieHO mpepasrjexaane Ha jgucropkara {MM /I'TIT}

JApyru u3rouyHunu Ha nHpopmanus
[TogpoOHa nHpopManus 3a TOBa JIEKapCcTBO € IpeocTaBeHa Ha yeOcaiita Ha EBponeiickara areHIus
IO JIeKapcTBaTa https://www.ema.europa.eu/.
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