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KPATKA XAPAKTEPUCTUKA HA ITIPOAYKTA



1. HUME HA JIEKAPCTBEHMUSA ITPOAYKT

Jlepmynomup ratiopharm 10 mg ¢punmupanu TabieTKu
Jlepmynomup ratiopharm 20 mg ¢pmiMupanu TabaeTKu

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Jledaynomun ratiopharm 10 mg gpunmupanu TabaeTku
Bcesika punmupana tadierka cpabpka 10 mg nedaynomun (leflunomide).

JlepnyHomu ratiopharm 20 mg dpunMupanu TadbJeTKH
Bcesika punmupana tadierka cpabpka 20 mg nedaynomun (leflunomide).

IloMomiHM BellecTBa ¢ U3BECTHO JEHCTBUE

Jeghnynomuo ratiopharm 10 mg punmupanu mabremxu

Bceska ¢punmupana tabnerka cpappika 76 mg gaktosa u 0,06 mg coeB IeIUTHH.
Jeghnynomuo ratiopharm 20 mg punmupanu mabremxu

Besika pumvupana Tabnetka cpabpika 152 mg makros3a u 0,12 mg coeB JICIUTHH.

3a IIBJIHUA COUCHK Ha IIOMOIIHHUTEC BCUICCTBA BHXKTC TOYKaA 6.1.

3. JIEKAPCTBEHA ®OPMA
®dunmMupana tabieTka (TadjeTKa)

Jledaynomua ratiopharm 10 mg ¢punmMupanu TabJIeTKH
bsuta o moutwn Gsi1a, Kpbeuia prmMupaHa TabJIeTKa ¢ IMaMeThP OKoJIo 6 mm.

JledayHomun ratiopharm 20 mg dhuIMHUpaHH TaOIETKH
bsuta mo moutw Osia, Kperuta prMupaHa TabJIeTKa ¢ AMAMETHP 8 mm ¢ ASIUTETHA YepTa OT eaHaTa
crpana. TabieTkaTa MOXe 1a ObJe pa3eicHa Ha JBE PaBHU TIOJIOBUHHU.

4. KJIMHUYHHU JAHHU
4.1 TepaneBTUYHM MOKA3AHMSA

.He(l)J'IYHOMI/I,Z[ € IMOKa3aH 3a JICYCHHC Ha Bb3PACTHU MAITUCHTH C:

o AKTUBEH PEBMATOUJICH apTPUT KaTo ‘“‘OonecT-MoAu(UIMPAIIO aHTUPEBMATHYHO
nexapcTBeHo cpeactso” (BMAJIC),
o AKTUBEH IICOPUATHYCH apTPUT.

CKOpOIITHO WK €THOBPEMEHHO JIEUEHUE C XeMaTOTOKCHYHU WK XeMatoTokcnyan BMAJIC (narmp.
METOTpPEKCaT) MOYXeE J1a IOBE/IE JI0 YBEINYEH PHCK OT CEPHO3HH HEXKETaH! PEaKLUH; CIIeI0BATEIHO,
npe/y 3aroYBaHe Ha JIEYSHUETO ¢ JedayHoMu, TpsiOBa 1a ObJe BHUMATEIIHO PEIICHEHO
CHOTHOIIIEHUETO TOJI3a/PUCK.

Hemo noseue, npemunasaneto ot aediynomus Ha aApyro BMAJIC 6e3 cna3BaHe Ha oyMCTBalaTa
nporenypa (Bx. Touka 4.4), MOXKe 1a YBEIUYU PUCKA OT CEPUO3HU HEXKEIAHU PEAKITUHN TOPH IBJITO
BpEMe Clie/l TOBa.

4.2  Jlo3upoBKa U HAYMH HA MPUJIOKEHHE

JledenueTo TpsAOBa /1a ce 3a09YHE U Ce HAaOII01aBa OT CTIEIHAIICTH C OMUT B JISYEHUETO Ha
PEBMaTOUJICH apTPUT U ICOPUATUYEH apTPUT.



EnHOBpeMeHHO U Ha elHaKBU MHTEpBaJIU TPsi0Ba /1a ce OlpelesaT ajJlaHuH aMUHOTpaHcdepas3arta
(AJIAT) (unu cepymuara riryramaT-nupysat Tpancdepasa - CI'TIT) u mpiaHaTa KpbBHA KapTUHA,
BKIIIOUUTENHO Au(epeHIHaTHO OpoeHe Ha OeNUTe KPbBHH KIETKH U HA TPOMOOLIUTHUTE:

o Npeay 3aroYBaHe Ha JEYEHUETO C Je(aIyHOMuU,

o BEAHBXK Ha IBE CEAMHUIIM IIPe3 MbPBUTE 6 Mecela OT JICUSHUETO U

o BE/IHBXK Ha BCEKH 8 CEIMHIM Clie/l TOBa (BXK. TOUKa 4.4).

Jlo3npoBka

o [Ipu peBMaTOMAEH apTpUT: TepanusATa ¢ Je(IyHOMHI OOMKHOBEHO 3al04Ba C HATOBapBalla

nmo3a ot 100 mg equH BT THEBHO B MpOoAbIKeHUE Ha 3 aaM. [IpomyckaHeTo Ha HaTOBapBamaTa
J103a MOXKE Jla HaMaJIi PHCKa OT HeXellaHu ChOMTHs (BXK. Touka 5.1).
[Ipenopbuntennarta nonabpskama 1o3a ¢ 10 mg 1o 20 mg nedayHOMuUA eAnH IbT JHEBHO, B
3aBHCUMOCT OT TEKECTTa (AKTUBHOCTTA) Ha 3a00JISIBAHETO.

o IIpu ncopraTudeH apTpUT: TepanusaTa ¢ Je(IyHOMH 3arouBa ¢ HaToBapaaiia 103a ot 100 mg
€IMH IIbT JHEBHO B IIPOABIDKEHUE HA 3 JAHU.
[Ipenopbuutennarta nonabpskama 1o3a ¢ 20 mg nedryHOMU €AUH IbT AHEBHO (BXK.
touka 5.1).

TepaneBTUYHUAT €PeKT OOMKHOBEHO HACTBIIBA cliea 4 10 6 CeaMUIIM U MOXKeE J1a JIOITBIIHUTEIO Ja Ce
moaxo0pu 3a mepuoa oT 4 10 6 Mecera.

Cneyuanuu nonynayuu
He ce npenoppuBa npoMsiHa Ha J103aTa NP TMALMEHTH ¢ Jieka ObOpedHa HeI0CTaThYHOCT.

He ce u3uckBa npomsiHa Ha 03aTa [IpU NaUKMEHTH HaJ 65 TOAMIIHA Bb3pacT.

Ileouampuuna nonynayus

Jledpmynomux ratiopharm He ce npenopryuBa 3a ynotpeda npu nauueHTy nox 18 rogusu, Tbi KaTo
e(eKTUBHOCTTA U O€30T1aCHOCTTA NpH I0BeHMIeH peBmaronieH apTput (FOPA) He ca yctaHoBeHH (BX.

ToukH 5.1 u 5.2).

Hauun Ha OPHUITOKCHUC

Jledunynomu ratiopharm 10 mg hriMupanu TabIETKH

Jlepmynomun ratiopharm e 3a nmepopanno npuiokenue. TabneTkuTe TpAOBA Ja Ce MOTIBINAT ENH C
JIOCTAaThYHO KOJMYECTBO TeYHOCT. CTeneHTa Ha abcopOuus Ha e IyHOMUT HE Ce MOBIHIBA, aKO Ce
npreMa ¢ XpaHa.

Jledayromun ratiopharm 20 mg dhuIMHUpaHyu Ta0IETKH

JlepnyHomu ratiopharm e 3a nepopaiHo npuioxeHue. TabaeTkure TpssOBa aa ce mpueMar ¢
JIOCTATBYHO KOJNIMYECTBO TeUHOCT. CTerneHTa Ha abcopOrus Ha iehIyHOMUJT HE ce MOBIUABA, aKO Ce
mpreMa ¢ XpaHa.

4.3 TIIpoTuBonOKa3aHHs

. CBpBX4yBCTBUTEITHOCT (0COOEHO MpeIIIecTBall CHHAPOM Ha Stevens-Johnson, TokcuaHa
enuaepMaliHa HEeKpoin3a, epureMa MyaTu(opMe) KbM aKTUBHOTO BEILIECTBO, KbM TJIaBHUS
aKTHUBEH METa0O0IUT TepI/I(i)JIYHOMI/I)I, KbM Q)BCTT)HI/I WK COs, HJIN KbM HSAKOC OT IIOMOITHHUTC
BelIeCTBa, U30poeHH B Touka 6.1.

o [NanuenTu ¢ yBpeaeHa 4epHoApoOHa GYHKIHSL.

° [TanmenTn ¢ Texxku UMyHHOAePUIIUTHU cheTostHUSA, Harp. CITH.



. [ManueHTH ChC 3HAYNTEITHO YBpeAeHa (PYHKIMS HAa KOCTHUS MO3BK WIIH TEKKA aHEMUS,
JIEBKOTICHHS, HEYTPOTIEHHSI MJIM TPOMOOLIUTOIIEHUS, TIOPAIi IPUYHNHH, PA3TIHIHU OT
pEBMATOUICH WM TICOPUATHYEH apTPUT.

. IMarreHTH ¢hC cepro3Hn HHMEKINH (BK. Touka 4.4).

L HaL[I/ICHTI/I C YMEpCHa 10 TCKKa 6’B6pe"IHa HEAOCTAaTBhYHOCT, 3al10TO JIUIICBA JOCTATHYHO
KIIMHUYCH OITUT IIPU Ta3u rpyna rnanyveHTH.

. [TareHTH C TeXKa XUMOPOTENHEMHUS, HATIP. IPU HEPPOTHUYEH CUHIPOM.

o BpemMenHM KeHN U KEHU ¢ AeTepPOJIeH MOTSHIIMAN, KOUTO HE U3IIONI3BAT HAJCKIHA
KOHTpAIEIIIH 10 BpeMe Ha JISYEHUETO ¢ JISIYHOMHU/ H CJIE/] TOBA, IOKATO IUIa3MEHUTE
HUBa Ha akTUBHUA MeTabomuT ca Haxa 0,02 mg/l (Bk. Touka 4.6). [Ipeau 3amouBane Ha
JICUEHHUETO C JIeIyHOMU/ TPIOBA J1a ce U3KITI0OUH OPEMEHHOCT.

. Kbpmauku (Bk. Touka 4.6).
44 ChnenuajHu mpeaynpe:xaeHus v Mpeana3Hu MepKH Mpu ynorpeoda

EnHoBpeMeHHOTO NpUIIOKEHNE Ha XeNaTOTOKCUYHH UK xemaroTokenyH bBMAJIC (aamp.
METOTpEeKcaT) He ce MpernophyBa.

AKTHBHHAT MeTa00IUT Ha JediryHoMua, A771726, uMa AbIBT MONYKUBOT, OOMKHOBEHO OT 1 110 4
ceaAMHIIM. Morar Ja Bb3HUKHAT CEPUO3HH HEXEJIaHU peakuu (Hamp. XenaTOTOKCHYHOCT,
XEMATOTOKCHYHOCT WIIM aJIEPTUYHA PEAKIINH, BK. TTO-I0JY), TOPH aKO JEUYEHUETO C JeQIYHOMUT €
omo cripsiHo. CrieroBaTeHO, KOTaTO Bh3HUKHE MOJJ00HA TOKCHYHOCT WIJIH aKO TI0 paJyl HIKaKBa JApyra
npuunHa A771726 tpsibBa na Obie OTCTpaHeH ObP30 OT OpraHu3Ma, TpsOBa 1a ce cra3Ba
ouncTBamara npoueaypa. [Iporeaypara moxe 1a ce MOBTOPH, aKO € KIMHUIHO HEOOXOTUMO.

3a ouncTBamara npoueaypa u Apyrd NpenopbUUTEIH MEPKH B CITy4aid Ha KeJlaHa TN
HenpeaBuaeHa OpeMEeHHOCT, BIDKTE TouKa 4.6.

YepHOIPOOHU peaKInu

PCI[KI/I CJIydau Ha TCIKKO ‘-IepHOI[p06H0 YBpCIKAAHEC, BKIIFOUUTCIIHO C (I)aTaneH Hn3xo/J ca ounu
C’LO6H_IaBaHI/I 10 BpEMC Ha JICUCHUCTO C J'IC(l)J'IyHOMI/IZ[. IToBeuero ot CJIy4auTC Ca Bb3HUKHAJIU MPE3
IIPBUTEC 6 MEcCCla Ha JICYCHHUCTO. Yecto ¢ HaJIMEe ChIIbTCTBalIa TEPAIUA C APYTHU XCIIAaTOTOKCUYHHU
JICKApCTBCHU MMPOAYKTH. Baxno e Aa c¢ cJieABaT TOYHO IMPCIIOPBKUTE 3a NPOCIICASIBAHE.

AJIAT (CI'TIT) TpsiOBa fa ce onpeaeny Mpean 3aroyBaHe Ha JICYCHUETO ¢ JIehIyHOMUT U Ja ce
M3CJIe/IBa ChC ChINAaTa YECTOTa KAaTO MBbJIHATA KPhBHA KapTHHA (HA BCEKH JIBE CEIMUIIH) MTPE3 ITbPBUTE
IIECT MECENA OT JIEUEHUETO, a CJIE]] TOBA BEAHBXK HA BCEKU 8 CEAMMIIN.

[Ipu yBennuenne Ha AJIAT (CI'TIT) ot 2 no 3 mbTH Haj ropHaTa rpaHUIa HA HOpMAaTa, MOXKeE /1a Ce
o0chau HamansBaHe Ha fo3ata oT 20 mg Ha 10 mQ kato TpsiOBa na ObJe MPOBEIEHO €KECEIMUIHO
Habmronenue. Axko yBenndenueto Ha AJIAT (CI'TIT) e 2 mbTr Hax HOpMaTa U IEPCUCTHPA WK
YBEITMUEHHUETO € IMOoBeYe OT 3 MbTH HaJl HOpMaTa, IPUEMaHeTo Ha JieIyHOMH/T TpsiOBa ce
MIPEYCTaHOBH U JIa ce IIpeMUHe KbM OYHCTBalIaTa nporeaypa. [lpenopbusa ce nmpoabnkaBaHe Ha
MOHHUTOPHUPAHETO HAa YEPHOAPOOHUTE EH3UMH CJICH IPEYCTAaHOBSIBAHE HA JICUCHUETO C JIePIyHOMU O
HOpMaJlHU3MpaHe Ha EH3UMHHUTE HUBA.

Hopazm BB3MOXKHOCTTA 34 OOIIBJIHUTCIHHU XCIIATOTOKCUYHHU 6(1)6KTI/I, CC MperopbpIBa yHOTpe6aTa Ha
aJIKOXOJI Ia CC H305TBa IO BpPEMC Ha JICUCHUCTO C J'Ie(i)J'IYHOMI/IZ[.

Tbif kKaTo aKTHBHHUAT MeTabOMUT Ha Nedmyromua, A771726, ce cBbp3Ba B rojIsiMa CTEMNEH C
NPOTEUHHUTE U C€ eITMMUHHIpPA Ype3 YEPHOAPOOEeH MeTab0IN3bM U JKITbYHA CEKPELrs, MIIa3MEHUTE
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HrBa Ha A771726 ce oyakBa fa ObJIaT OBUIIICHU TIPH IMAIIMECHTH C XUIONpoTenHeMHus. JledayHOMuUI
ratiopharm e IPOTHUBOIIOKA3aH NP MAIMEHTH C TEKKa XUTIONMPOTEHHEMUS WITH YBpeaeHa PYHKIMS Ha
4yepHus qpo0 (Bxk. Touka 4.3).

XeMaToJIOTUYHU PEaKIIuu

EnnoBpemenno ¢ onpenensHero Ha AJIAT TpsiOBa ia ce HanpaBH IMbJIHA KPhbBHA KAPTHHA,
BKITIOUHTENTHO JU(EpEHIATHO OpoeHe Ha OeNNTe KPBBHY KIETKH U Ha TPOMOOITUTUTE, TIPEIH
3aIo4YBaHe Ha JICYCHUETO C JIe(PITyHOMUI, KAKTO U BEAHBXK Ha BCEKH 2 CEIMHUIIN TIPe3 IbPBUTE 6
Mecela OT JIEYEHUETO U Ha BCEKU 8 CEAMMIIN CJIE]] TOBA.

HpI/I ManyeHTH C IpeamecTBalla aHEMUs, JICBKOIICHU A I/I/I/IHI/I TpOM6OHI/ITOHeHI/I5[, a Taka CbIIO U ITIPpU
MAIMEeHTH C YBpelIeHa (PYHKIHS Ha KOCTHUS MO3BK, WIH IIPHU TaKWBa C PUCK OT MOJTHCKaHE Ha
KOCTHHSI MO3BK, PUCKBT OT XEMaTOJIOTHYHU HAPYIICHHS € YBeTHYeH. AKO Bh3HUKHAT TaKUBa €(PEeKTH,
TpsIOBa Ja ce B3eMe IIPEIBHUI OYMCTBAaHE (BXK. TO-A0JTy) 32 HaMaJISIBaHE Ha TJIa3MEHUTE HUBA Ha
AT771726.

B cirydaii Ha TeXKH XeMaTOJIOTHYHH PEaKIUK, BKIFOUUTEIHO MaHuToneHus, Jledynomun
ratiopharm ¥ BCsKa ChIIBTCTBAIIA MUCIIOCYITPECUBHA TepaIus TPSAOBA J1a Ce CIIPE U J1a Ce 3al04He

OYMCTBAIA NPOLEAYPa 32 JeQIyHOMHU.

KomOuHanumst ¢ Apyru JieueHust

Ynorpebara Ha eIIyHOMH] C aHTHMAIAPUHHY MTpenapaTy, U3MO0I3BaHU IPH PEBMAaTUUIHI
3a00ss1BaHUs (HAIp. XJIOPOXUH U XUAPOKUCXIIOPOXUH), MHTPaMyCKYJIHO WU IIEPOpaIHo 351aTo, D-
NEHULWIAMHH, a3aTUONIPUH U JPYTH UMYHOCYNIPECUBHU CPEJICTBA, BKIIOUUTEIHO HHXUOUTOPH Ha
TyMOp-HEKpOTHU3upall ¢akTop-anda, 10 MOMEHTa HE € TOCTaThYHO U3CJIeBaHa B paHIOMHU3UPaHU
U3MUTBaHU (C U3KITIOYCHUE HA METOTPEKCAT, BXK. Touka 4.5). PHCKbBT, cCBbp3aH ¢ KOMOMHUPAHO
JedeHne, 0COOEHO MPH MPOABIKUTEITHO JIEUCHUE, HE € U3BECTeH. Tl KaTO TaKOBA JICUEHHE MOXKE J1a
JOBeJIe 0 aTUTHBHA WK JOPU 10 CHHEPIUYHA TOKCHYHOCT (HAIp. XeNaTo-HiIH XeMaTOTOKCUYHOCT),
koMOuHanusTa ¢ 1pyro BMAJIC (namp. MeToTpekcar) He € MpenopbUYUTENHa.

EnHOBpeMEHHOTO MpHIIOKEeHHE Ha TepuIyHOMU ¢ Je(IyHOMUI HE ce IPEenophyBa, Thil KaTo
nedIyHOMU € U3XOIHOTO CheMHEHHE Ha TepUITyHOMHU].

IIpemMuHaBaHEe KBM JIPYTO JICUCHUE

Toit KaTo NedIyHOMH] ce 3aAbpXKa IBIr0 B OpraHu3Ma, npeMuHaBaneto kM apyro BMAJIC (uarmp.
MEeTOTpeKcaT) 0e3 M3BBPIITBaHE Ha OYMCTBAIIATA IMPOoIeaypa (BXK. MO-T0JTy) MOXKE J1a 3aCHIIH
BB3MOXXHOCTTA OT JOIIBJIHUTEIIHN PUCKOBE, IOPH JBJITO BpeMe Clie/l TOBa (KUHETHYHO
B3aUMOJICHCTBUE, OPraHHA TOKCUYHOCT).

ITo chImmst HAYWH, CKOPOIITHO JICUCHNE C XETTATOTOKCUYIHH MJIH XeMaTOTOKCUYHH JIEKAaPCTBEHU
MPOAYKTHU (HAIP. METOTPEKCAT) MOKE J1a JIOBEJIC /IO YBEIIMYaBaHE HA HEXKEITAHUTE PEaKIINH;
CJIEIOBATEIIHO, IIPEIM 3aII04YBaHEe Ha JICYCHUETO C JiehIyHOMHU/I, TPsOBaA Jia O'be BHUMATEIIHO
MPELIEHEHO ChOTHOIICHUETO TM0JI3a/PUCK U CE MPENOpbhYBa CTPUKTHO MPOCIeAsIBaHe B HauaaHata (dasa
cliell IpeMUHABAHETO KbM JIe(ITyHOMU.

Koxxnu peakimuun

B cityuaii Ha ynuepo3eH cTOMaTHT, IPUIIOKEHUETO Ha JIeIIyHOMH TPsiOBa 1a ce MpeyCTaHOBH.

MHoro0 peaky ciiydau Ha CHHAPOM Ha Stevens-JONNSon MM TOKCHYHA erUepMaliHa HEKpoiIn3a U
JieKapcTBEeHA peakuus ¢ eo3nHopunus u cucreman cumnromu (DRESS) ca cpo0miaBanu npu
NalKeHTH, JIeKyBaHu ¢ jediayHomun. Koraro ce HaOmogaBaT KOXHH W/HITH MyKO3HU IPOMEHH, KOUTO
MOpaKIaT ChMHEHHUE 32 TAKMBA TEXKKH peakiuu, puiiokeHnero Ha JledayHomun ratiopharm u Besika
Jpyra Bb3MOXKHO CBbp3aHa Tepanus TpsOBa Jja ce MPEyCTaHOBAT, U J1a ce 3all0yHe He3a0aBHO



OuMCTBaIIaTa Mporeaypa ot jehayHoMua. B TakuBa cinydan e HE0OOX0IUMO ITBJIHO OYUCTBaHe. B
TaKWBa CJIy4ad TIOBTOPHOTO IIpHEMaHe Ha je(IyHOMHU/ € IIPOTHBOIOKa3aHo (BK. Touka 4.3).

NMa cpoO1eHus 3a myCcTyI03€H NICOPUA3UC U BIONIaBaHe Ha TICOPHA3KC CIIe] YIoTpeda Ha
nedryHoMuz. Mosxe 1a ce 0OMHCTH IPEyCTaHOBSIBAHE HA JIEYEHUETO, KaTo Ce B3eMaT MPEIBH/I
3a00JISIBAHETO HA MAIMEHTa U aHaMHe3ara.

[Ipu manmenTH M0 BpeMe Ha Tepamus ¢ JeIyHOMHU MOTAaT Ja Ce TOABIT KOKHHU S3BH. AKO UMa
ChbMHEHHE 32 KOXHa 513Ba, CBhP3aHa C JIe(IyHOMU/T WITH aKO KOXKHHTE SI3BH MEPCUCTUPAT BBIIPEKH
NOJXO0As1IIaTa Tepanusi, TpsOoBa Aa ce 0OMUCIHU NMPEKpaTIBaHE Ha JICYCHUETO C JTeIYHOMU 1
npoleaypa 3a IbJIHO O4YnuCcTBaHe. PereHnero 3a Bb300HOBSIBAaHE Ha JICUEHHETO C JIEPIyHOMHU] CIeT
KOXKHHU SI3BH TPSOBa Jla ce OCHOBaBa Ha KIMHUYHA MTPElleHKA 3a aIeKBaTHO 3a3/[paBsiBaHe HAa paHHUTE.

[o Bpeme Ha jeyeHneTo ¢ Ie(IyHOMUA NPY MALMEHTH MOXKE J1a ce HaOmo1aBa TPy AHO 3a3paBsBaHe
Ha paHu clie/1 onepaius. Bb3 ocHOBa Ha MHIUBHIyaTHA OLIEHKA MOJKE J1a ce OOMHCIIH NPEKbCBaHE Ha
JICUCHUETO C Je(IyHOMHU B IEPUXUPYPTUIHNS TIEPHOJ U TIPHIIaraHe Ha OYMCTBAIIA MPOIeaypa,
KaKTO € OIMCaHO Mo-101y. B ciyyaii Ha MpeKbCBaHE PELICHUETO 3a Bb300HOBABAHE HA JICYEHUETO C
nedayHOMHU TPSIOBA J1a c€ OCHOBABa Ha KIIMHUYHATA NPEIICHKA 32 aJIeKBATHO 3a3/IpaBsiBaHe Ha
paHara.

HUndekimu

U3BecTHO e, 4e JeKapCTBEHUTE MPOAYKTU C IMYHOCYIIPECUBHU CBOHCTBA - KaTO JIe(IyHOMUJT - MOTaT
Jla HAMpPaBsT MAMEHTUTE TIO-IYBCTBUTEIHU KbM HH(DEKIIUY, BKIOYUTEITHO OMOPTIOHUCTHYHU
undpexuuu. Madekuure Morat aa 0baaT HO-TEKKH [0 €CTECTBO U CJICAOBATEIIHO J1a M3UCKBAT PAHHO
1 CHEPrHYHO jieucHue. B cirydaii, ue Bb3HUKHE TE)KKA HEKOHTPOJIUPyeMa HHPEKIIUSA, MOXKE JIa €
HEOOXOMMO J1a C€ MPEKBCHE JICUSHUETO C JeIYHOMU/ U Ja Ce 3aII0YHE OYHCTBAIIA MTPOIEAYpa,
KaKTO € OMUCAaHO MO-J0JTy.

Cho01maBanu ca pellku ciiydad Ha mporpecuBHa MmynTudokanna neskoenuedanonarus (PML) npu
NalUeHTH, TPUEeMaIH JIeIyHOMU 3a€THO C APYTH UMYHOCYTIPECOPH.

[Ipenu 3amouBaHe Ha JTCUCHUETO, BCHUKH MAI[EHTH TPAOBA J]a ce M3CIeBaT 3a aKTHBHA U HEaKTHBHA

,»JJATeHTHA”’) TyOepKy03a, ChIIIACHO JIOKATHUTE NPENOphKU. ToBa MOXKE Ja BKIIOUBA MEIUIIMHCKA
aHaMHe3a, Bb3MOXKEH IPEIIECTBAIl KOHTAKT C TyOepKy103a W/UITK TTOAXOMASI CKPHHUHT, KaTo
HanpuMmep peHTrenorpadus Ha Oenure qpodoBe, TYOSPKYIMHOB TECT U/UITU HHTEpPEPOH-TaMa TECT,
KaKTo e npuioxkumo. Ha npennucpamure nekapu TpsiOBa 1a ce HAIIOMHS 33 PUCKa OT (halIIiBo
OTPUIIATEITHH PE3YIATATH OT TYOSPKYINHOBHS KOKEH TeCT, 0OCOOCHO IMPH NALMESHTH, KOUTO Ca TEKKO
OoJiHM W MyHOKOMIpoMeTupaHu. [lanueHTuTe ¢ aHaMHe3a 3a TyOepKyno3a TpsOBa z1a ce
HpoCiIeAsBaT BHUMATEIHO OPaH Bb3MOXKHOCTTA 32 PEaKTHBHpaHe Ha MH(EKIHsTA.

PecnivpaTopHu peakuuu

WuaTepcrunmanna 6enoapoOHa 601ecT, KaKTo U PEIKHU Clydad Ha OelToIpoOHa XUIIEPTOHUS ca
CHOOIIEHH 110 BpeMe Ha JIeYeHUETO ¢ JiehayHoMHu I (BK. Touka 4.8). PUCKBT OT HACTBHIIBAHETO UM
MOJKe J1a O'bJIe TOBHUIIICH MPH TAIIMSHTH ¢ aHaAMHEe3a 3a HHTePCTUITMaIHa OemoapoOHa 60ecCT.
WuaTepcTumanya 6enoapoOHa 6oect € 3a00IIBSIHE ¢ TTOTSHIIMATHO (haTaJleH U3X0/1, KOSTO MOXE Jia
BB3HUKHE OCTPO 0 BpeMe Ha TepanusaTa. CHUMITOMH OT CTpaHa Ha OeluTe IpoOoBe, KaTo KaluTulla 1
3aJlyX, Morar Ja ObJaT NpUYKMHA 33 IPEYCTAHOBSIBAHE HA JICUCHUETO, a TPH HEOOXOAMMOCT - 1 3a
JIOITBTHUTEITHO U3CJICIBAHE.

Ilepudepua HeBponaTHs

HpI/I ManrueHTH, Mo IydaBalin J'Ie(l)J'Iy'HOMI/II[ ca C’I)06H_ICHI/I CJIydyau Ha nepI/chepHa HEBpOIAaTU.
IloBeueTo MalucHTH Ca CC HO}:[O6pI/IJ'H/I CJICH MPCKpATABAHC HA J'Ie(i)J'IYHOMI/IZ[. Ha6moL[aBa ce obaue
IMrpoOKa BapI/Ia6I/UIHOCT 10 OTHOIICHHUEC Ha KpaﬁHHHH HU3X0M, T.C. IPpX HAKOU MAIUCHTH HEBPOIIaTUATA €
0T3BY4Yalia, a HAKOU MAllUCHTU Ca UMAJIU IICPCUCTUPAIIU CUMIITOMMU. B’LBpaCT HaQ 60 ToOauHU,



CBITBTCTBAIIN HEBPOTOKCHYHH JIEKapCTBA M JMA0ET MOTarT Jia MOBUINAT PUCKA OT IepudepHa
HeBponatyst. AKO MaIMeHT, KOiTo mpuemMa jgedayHoMuz pa3Bue nepudepHa HeBponaTus, TpsoBa 1a
ce 00Chu MpeKpaTsIBaHe Ha JIEYSHUETO ¢ JIe(IyHOMU U IPOBEXKIaHEe Ha MPOLEAypa 3a eMMMUHUpaHE
Ha JIGKapCTBEHUS NPOAYKT (BK. Touka 4.4).

Komur
IIpu marueHTHTE, IEKYBaHU C JIEQIIYHOMI, € ChOOIIEHO 32 KOJIUT, BKIIOYUTEIIHO MUKPOCKOITHYEH
kouT. [laneHTUTe Ha JIedeHue ¢ Jie)IyHOMHU/I, MPH KOUTO Bh3HUKBA HEOOSICHUMA XPOHUYHA AUAPHS,

Tp$16Ba Ja 6’LZ[3T MOJIOKCHHU Ha MOAXOAAIIN JUATHOCTUYHHA TPOLCAYPHU.

KpbBHO Hansrane

KpbBHOTO Hansirane TpsOBa J1a ce U3MEPH MPEIN HAYaIO0TO HA JICYCHUETO C JIC(HIYHOMH] U
MIEPUOTIUIHO CJICT TOBA.

B’LBHDOI/IBBOI[CTBO (HDCHOD’BKI/I KbM M’L)KCTC)

MpxeTe marueHTH TPsOoBa 1a ObAaT HAICHO 32 BE3MOXKHA MEAMHMPaHa OT MbXKa (eTaTHa TOKCHYHOCT.
TpsiOBa 1a OB/Ic OCUTYpPEHA CHIO MOIXOAAINA KOHTPAIICTIIHS 110 BpeMe Ha JICUCHHETO C JIe(hIyHOMHUI.

Hsima TouHM naHHU 3a pUcKa OT MeJUHMpaHaTa OT MbXka (perasiHa Tokcu4HOCT. [IpoyuBanus npu
JKUBOTHH 32 OLICHKA Ha TO3M crielin(UIeH puck obaye He ca MPOBEXAaHH. 32 HAMAIABaHE Ha BCCKH
BB3MOXEH PUCK, MBXETe, ’KeJlaely Aa Obaat Oamu, TpsiOBa 1a B3eMaT NpeABU/ IPEeyCTaHOBSBAaHE Ha
yroTtpebaTa Ha JeIIyHOMH]I U JIa IpUeMar KojecTupamuH 8 g 3 mbTH JHeBHO 32 11 gum winu 50 g
aKTHBEH BBIJICH Ha Mpax 4 IbTH THEBHO 32 11 qHU.

U B nBata cirydas miuazmMeHaTa KOHIeHTpanus Ha A771726 torasa TpsiOBa ja ce U3MEPH 32 NPHB IIbT.
Crnen ToBa na3mMeHara KoHIeHTpauusa Ha A771726 TpsiOBa fa ce orpenenr OTHOBO cjesl HHTepPBal OT
noHe 14 gau. Ako nBete miaMeHu KoHueHnTpauu ca nof 0,02 mg/l u ciex nepuos Ha H3UaKBaHe
Haif-MaJko oT 3 Mecena, pUCKbT OT (peTaiHa TOKCHYHOCT € MHOT'O HUCBHK.

OuncrBalia npoueaypa

Konectupamun B 103a 8 g ce mpuiiara 3 IbTH THEBHO. AnrrepHaTHBHO, 50 g aKTHBEH BBIVICH HA IIpax
MOXe J]a ce TMPIIIOKH 4 MbTH JTHEBHO. [IpOABIKUTETHOCTTA Ha ISIIOCTHOTO OYHCTBAHE OOMKHOBEHO €
11 mau. [IpoabHKUTETHOCTTa MOXKE Ja C€ TIPOMEHHU B 3aBUCUMOCT OT KIMHHYHUTE WK Ja00paToOpHU
MOKa3aTeIH.

BinsHue BEpXyY olpeAeassHETO HAa HUBATA HA MOHU3UPAH KAJIIUHA

BBb3MOXKHO € H3MEpBaHETO HAa HMBAaTa HAa HOHU3UPAH KaJIIKK A3 MOKake (ajliiBO MOHKEHU
CTOHHOCTH TIPH JIeUeHHE C JeQIIyHOMU W/ WK Tepru(IyHOMUT (aKTUBHUST METa0OJIHUT Ha
nedTyHOMU]T) B 3aBUCUMOCT OT BHJIa HA U3IOJI3BAHUS aHAJIN3AaTOp HA HOHU3UPAH Kaliuid (Hamp.
KPBBHO-Ta30B aHaM3atop). [lopaayn ToBa npu manueHTHUTE, JIEKYBaHH C JeQIIYHOMU WITH
TepuIYHOMUI, € HEOOXOMMO J]a ce TIPOBEPH JIOCTOBEPHOCTTA HA U3MEPEHUTE TIOHMKEHN HUBA HA
HOHM3MpaH Kannuii. B ciyyait Ha CBMHUTEHH Pe3yJTaTH ce MPernopbhyBa Jia ce Onpeesn odIara
KOHIICHTpAIHs Ha aJI0yMUH-KOPUTHPaH KUK B cepyMa.

Tlomonruu BCIICCTBA

Jlakmosa

JlepnyHomu ratiopharm cbabpska jgakTo3a. [laleHTy ¢ peaKy HaclIeICTBSHH POOJIeMHU Ha
HEMOHOCUMOCT KbM TaJIaKT03a, ITBJICH JaKTa3eH Me(UITUT WK TIIF0K030-TaJaKkTo3Ha ManadcopOnus He
TpsI0Ba J]a MPUEMAaT TO3U JICKAPCTBEH MPOIYKT.

Hampuii



ToBa jekapcTBO ChABPIKA MO-MaJIKO 0T 1 mmol Hatpuii (23 mg) Ha punaMupana TadjaeTKa, T.C. MOKE
Jla ce KaxKe, 4e MPAKTUIECKH He ChIbpiKa HATPHH.

4.5 B3aumopneiicTBHe ¢ APYI'H JIEKAPCTBEHH MPOAYKTH M APYrd (popmMu Ha B3auMoeldcTBHE
[IpoyuBanus 3a B3auMoJIefiCTBUATA ca IPOBEXJAHU CaAMO IIPU Bb3PACTHH.

VBennuaBaHe Ha 6p0$[ Ha HEXKCIaHUTE PCAKIIUN MOXKE Jia CC Ha6n}0naBa IIpU CKOpOIITHA UJIN
CIHOBPEMCHHA YHOTpe6a Ha XCMaTOTOKCUYHU MUJIN XEMAaTOTOKCHUYHU JICKAPCTBEHU IPOAYKTHU, UITN
KOraTo JE€4YCHHUECTO C Heq)HYHOMHH CC MocjeaABa OT NPUECMAHCTO HA TaAKHWBa JICKAPCTBCHU NPOAYKTHU 0e3
[epuoa Ha OYUCTBAHEC (B)K. ChIIO0 YIIBTBAHCTO OTHOCHO KOM6I/IHaLII/I$I C Apyru JICUCHUS, TOUKa 44) Ilo
Ta3u NpUIUHA CC NPCIOPHYBA BHUMATCIIHO IIPOCICASIBAHE HA qepHOI[pOGHHTe CH3MMHU U
XCMATOJJOTUYHHUTEC IIOKA3aTCJIM B HaYaJIHaTa (1)333 Ipu CMsIHA Ha TCpaIluiaTa.

MertoTtpekcar

[Ipu manko (n=30) npoyuBaHe ¢ eqHOBpeMeHHO npuiioxenue Ha neduynomun (10 1o 20 mg aHEBHO)
¢ merotpekcar (10 o 25 mg ceaMUYHO), € Ha0II01aBaHO 2- 10 3-KpaTHO YBEIUUCHHUE Ha
qepHOApoOHUTE eH3uMU TipH S5 oT 30 manueHTr. Benuky yBenmueHus ca 0T3Bydalu, 2 ¢
NpOIbJDKaBaHE U Ha JBaTa JIEKAPCTBECHU MPOIYKTa U 3 cie]] MpeyCTaHOBABaHE HA MpHEeMa Ha
nedayHoMua. YBeIMUeHHE O-TOSIMO OT 3-IIBTH € HAOMI0AaBaHO NPHU APYTU S mauueHTu. Bendku e
ChIIO Ca OT3BYYAJIH, 2 C MPOABDKABaHE Ha MPpUEMa U Ha JIBaTa JICKApPCTBEHHU MPOJYKTa U 3 ciiel
NpeyCcTaHOBsIBaHE Ha IpHeMa Ha JIeIyHOMH/.

[Ipu manueHTH ¢ PEBMAaTOMIEH apTPUT HE € YCTAHOBEHO (PapMaKOKHHETHYHO B3aMMOACHCTBUE MEKIY
nedynomu (10 o 20 mg qHeBHO) ¥ MeToTpekcat (10 1o 25 mg ceaAMUYHO).

Bakcunanmu

Hsima KIMHUYHN TaHHY 332 ePUKACHOCTTA M O€30IMaCHOCTTa Ha BAKCHHAIIMKUTE 110 BPEME Ha JIeYeHHE C
nedayHoMu1. BaKCHHUPAHETO C KMBU aTCHIOMPAHH BaKCHHH 00ade, He ce MpernopbyuBa. JIbIrust
THIOJTY’KHBOT Ha JIehIyHOMHIT TPpAOBA [1a Ce MMa IPEIBHJI, KOTaTo Ce TUIaHyBa MPHIOKCHHE Ha KHBA
aTeHIOWpaHa BaKCHHA cies ciupane Ha Jledurynomun ratiopharm.

BaDd)aDI/IH " IPYTd KYMAapUHOBH aHTHKOAI'YJIaHTHU

MMa cpoO1eHus 3a ciiyyad Ha yBEJTUYCHO MPOTPOMOUHOBO BpeMe, KoraTo JiehIyHOMHT U BaphapuH
ce TpueMaT eJHOBPEMECHHO. B KIIMHUYHO (hapMaKoJIOTHYHO TIPOYYBaHE € HAOII0JaBaHO
(hapmMakoIMHAMHYHO B3auMoekcTBue ¢ Bapdapun u A771726 (Bx. mo-goiy). [Topaau ToBa, npu
€THOBPEMEHHO MPUIIOKECHUE Ha Bap(aprH WK IPYT KyMaprHHOB aHTUKOATYJIaHT, CE MPEIophYBa
BHUMATEITHO MPOCIEIIBaHe Ha MEXIYHAPOIHOTO HOpManu3upano crotHoleHue (INR) u
HaOroCHUE.

HCIIBC/KopTukocTepouau

AKO HaIMEeHTHT BeUe MpUeMa HeCTepouIHU npoTuBoBb3nanutennu cpeacrea (HCIIBC) u/unu
KOPTUKOCTEPOU]IH, TC MOXKE J1a CE MPOIBIDKAT CJIE]] 3all0YBaHE Ha JICUCHUETO C JIC(HIYHOMHUI.

Ed)CKT HA JIPYTH JIEKapPCTBEHU MPOAYKTH BHPXY JeDIyHOMUT:

XOﬂecmupaMMH U1u aKnueeH 6vlleH

[IpenopbuBa ce manueHTUTE, MpUeMaIny JedIyHOMHU, 1a He ce JIEKyBaT C KOJICCTUPaMUH WIIN
AKTUBEH BBIVICH Ha Mpax, ThH KaTo TOBa BOJM 10 OBP30 M 3HAYMTEIHO HAMaJIsIBaHE Ha TUIa3MeHaTa
KOHLEHTpanusa Ha A771726 (akTUBHUAT METa0OIMT Ha e IyHOMU; BXK. ChIIO Touka 5). Cunra ce,
Ye MEXaHU3MBbT Ce JbJDKH Ha MPEKbCBaHE HA CHTEPOXETATAHIS ITUKBIT W/MIH Ha CTOMAIITHO-YpPEeBHA
nuann3a Ha A771726.



CYP450 unxubumopu u uHoykmopu

[IpoyuBanus in Vitro 3a mHXMOUpPaHE IPU YOBELIKH YEPHOAPOOHN MUKPO30MH MOKA3BaT, Y€ LIUTOXPOM
P450 (CYP) 1A2, 2C19 u 3A4 ygactBar B MeTabonmu3Ma Ha edayHomu. [Ipoyusarusra in vivo 3a
B3aMMOJICHCTBHUE C JICGIYHOMU U IUMETHIUH (HecnenuduueH cad HHXUOUTOp Ha UTOXpoM P450
(CYP)) mokasBar nurica Ha 3HAaYMMO BJIHMSHHE BBPXY eKcrio3unmara Ha A771726. Criex eTHOBpEMEHHO
MIPUJIO’KEHUE Ha €THOKPATHA /1032 JIehIyHOMHU TIPH TAlMeHTH, TPHEeMaIlii MHOTOKPATHH 1031
pudammuimH (Hectenuduruer muroxpom P-450 uraykrop), MakcumaiauTe HuBa Ha A771726 ce
yBenuuasat npudnusutento ¢ 40%, nokaro AUC He ce mpoMeHs 3HauuTeaHo. MeXaHu3MbT Ha TO3U
e(eKT e HesCeH.

Ed)CKT Ha J1e(DIIYHOMU BEPXY APYTH JEKAPCTBEHH MPOAYKTH:

Ilepopannu konmpayenmueu

[Ipu npoyuBane, B K0eTo Je(IyHOMU € pHIarad €AHOBPEMEHHO ¢ TpU(A3HU TEPOPATHH
KOHTpAIENTHUBH, Chabpxamu 30 Lg eTHHUIIECTPaINOI, HA 3IPAaBU KEHU TOOPOBOJIKH, HE €
Ha0J101aBaHO HaMaJIIBaHE Ha KOHTPALENITUBHATA aKTUBHOCT HA IIPOTUBO3a4aTh4HOTO CPEJCTBO, a
(apmakokuHeTnkaTa Ha A771726 e B mpensmwkaanuTe rpanuiy. HabiaronaBano e papMakOKMHETHUHO
B3aMMO/IEWCTBHUE C TIEPOPAITHU KOHTpanenTuBu u A771726 (BX. mo-moiy).

[IpoBenenu ca cieqnute hapMaKOKHHETUYHU U (papMaKOJAHMHAMUYHU POYUYBAHHS 32
B3amMoelcTBusATa ¢ A771726 (TnaBeH akTUBEeH MeTabomuT Ha tedmyHomua). Thil KaTo TOJO0HN
B3aMMOJICHCTBUS JICKAPCTBO-JICKAPCTBO HE MOTaT Jia Ce U3KJII0YAT 32 JIehIyHOMU]T B
MPENOPBUYUTEITHUTE 03U, CJICAHUTE PE3YJITATH OT M3IUTBAHUATA U MIPETIOPBKH TPsIOBa Ja ce UMar
TIPEIBU/I TIPH MMAIEHTH, JICKYBaHH C JIe(ITyHOMU]T;

Edexr Bbpxy penarmuaun (cyocrpar na CYP2CS)

Ha6monasaHo e nosumasade Ha cpefHata Cmax 1 AUC Ha penarnuHuf (cboTBETHO 1,7- u 2,4-1bTH),
clie]l MHOTOKpaTHO npuiiokeHne Ha A771726, koero npeamnosnara ue A771726 e uHXuOuTop Ha
CYP2C8 in vivo. Eto 3amio ce mpemopb4Ba MpocieasBaHe Ha MalHEHTUTE TIPH €THOBPEMEHHA
ynoTpeba Ha JIeKapcTBEHH MPOAYKTH, Kouto ce MeTabonmsupar ot CYP2CS, kato HanpumMep
penarinHu, NaKJIUuTaKCcell, MMOTJINTa30H WM PO3UTTIUTA30H, Thid KaTO T€ MOTaT J1a UMaT I0-BUCOKa
€KCIIO3UIHSL.

Edext Bppxy Kodeunn (cyoctpar Ha CYP1A2)

MHOrokpatHoTO npuiiokeHne Ha A771726 namanssa cpeaHara Cmax i AUC Ha kodeuH (cyOcTpar Ha
CYP1A2), crotBeTHO ¢ 18% 1 55%, xoeto npenmomnara e A771726 moxe 1a 0bae cnab WHAYKTOp Ha
CYP1AZ2 in vivo. [Topaau ToBa JiekapCTBEHH IPOAYKTH, KOUTO ce MeTadbomusupar or CYP1A2 (kato
HanpuMep OYyJIOKCETHH, aJlOCETPOH, TeO(MINH U TU3aHUIMH), TPAOBa Ja ce M3II0JI3BAT C IOBHUIICHO
BHMMAaHHE 110 BpEMe Ha JICYeHHETO, Thii KaTo TOBa OM MOTJIO J1a IOBEIe 1O HaMaJsIBaHe Ha
e(uKacHOCTTa Ha T€3H NPOIYKTH.

Edekr Bbpxy cyOcTpaT Ha oprannvHus aHnoneH tpancnoprep 3 (OAT3)

HabmronaBano e nosuiaBane Ha cpefnata Cmax 1 AUC Ha niedakiop (cbotBeTHO 1,43- 1 1,54-p1H)
cJie[l MHOTOKpaTHO npuiioxkeHne Ha A771726, koero npeanonara ue A771726 e uaxudbutop Ha OAT3
in vivo. [Topaau ToBa € HEOOXOIUMO TIOBHIIICHO BHUMaHHE, KOT'aTO Ce MpUJiara eJHOBPEMEHHO ChC
cyoctparu Ha OAT3, kaTo nedakiop, OCHIUIMEHUIWINH, TUIPOGIOKCAIIMH, HHAOMETALIMH,
KkerorpodeH, pypoceMu, TUMETHINH, METOTPEKCaT, 3UI0BYANH.

Edext Brpxy BCRP (npoTenn Ha pe3CTEHTHOCT Ha paK Ha I'bpjaTa) /Wi cyocTpaTu Ha
OpraHuYHUs aHUOHEeH TpaHcnopTupail nosmnentua Bl u B3 (OATP1B1/B3)

HabmronaBano e noBumasane Ha cpeqHuTe Cmax 1 AUC Ha po3yBacTaTuH (CHOTBETHO 2,65- 1
2,51-bTH) ciel MHOTOKPATHO IpujiokeHre Ha A771726. Beiipeku ToBa, He ce Ha0JII01aBa BUANMO
BB3ACHCTBHE Ha TOBA IIOBUILIABAHE HA IJIa3MEHATa €KCIIO3UIMS Ha PO3yBacTaTUH BbPXY aKTUBHOCTTA
Ha HMG-CoA penykrazaTta. AKO ce U3M0J3BaT €JHOBPEMEHHO, J103aTa Ha pO3yBacTaTHH He TpAOBa 1a



HaaxBBpis 10 mg BeqHBXK MHEBHO. 3a npyru cyoctpatu Ha BCRP (mamp. MeToTpekcar, TomoTekas,
cyndacalia3vt, 1ayHOPYOHIIMH, JOKCOpyOuiuH) u cemeiictsoto Ha OATP, 0co0eHO HHXHOUTOPH Ha
HMG-CoA penykrasara (Harmp. CHMBacTaTHH, aTOPBACTAaTHH, IPABACTATHH, METOTPEKCAT,
HATETJIMHH], PEHAriIHHA], PUPAMIIUIIMH) €THOBPEMEHHOTO MPIIIOKEHUE TPSOBA CHINO J1a Ce
W3BBPIIIBA C TIOBUILICHO BHUMaHUe. [lanneHnTuTe TpsIOBa Jja ce HaO01aBaT BHUMATEIHO 32 MTPHU3HAIH
¥ CUMITOMH Ha NMPEKOMepHA EKCIO3HIIUS Ha JIEKAPCTBEHHUTE MPOAYKTH U TPSOBA J1a ce UMa MPEBH
HaMaJIsIBaHEe Ha J103aTa Ha Te€3H JISKAPCTBEHU MPOIAYKTH.

EdexTt Bbpxy nepopanau kontpanentusu (0,03 mg eruamnectpaauon u 0,15 mg neBoHOprecTpe)
Hab6mronaBano e noumasane Ha cpeqHata Cmax M AUCo.24 Ha eTHHUIECTPAAHOIN (ChOTBETHO 1,58- 1
1,54-p1H) U Crrax 1 AUCo.24 Ha 1€eBoHOprecTpen (cboTBeTHO 1,33- 1 1,41-bTH) clie; MHOTOKPAaTHO
npwioxeHue Ha A771726. Beiipeku 4e He ce 04aKkBa TOBAa B3aUMOJICHCTBHE 1A TIOBIIHSC
HeOIaronpusaTHO eprKacHOCTTa Ha MepOpaTHUTE KOHTPALIEITUBH, TPsAOBa Ja ce 0ObpHE BHUMaHHUE Ha
BUJIa Ha JICUCHUETO C MepopalieH KOHTPALICTITHB.

Edexr Bopxy Bapdapun (cydocrpar na CYP2C9)

MHorokpatHoTo npunoxeHue Ha A771726 He e uMano edekt BbpXy (papMakOKMHETUKATa Ha
S-Bapdapun, koeto mokassa, ue A771726 ne e uaxudburop winu naaykTop Ha CYP2C9. Habmonasano
e ob0aue HamanieHue ¢ 25% Ha MaKCHMaJTHOTO MEXIyHapoIHO HOpManu3upaHo croTHomeHne (INR),
korato A771726 ce npuiara eTHOBPEMEHHO C Bap(apHH, B CPaBHEHHE ChC CAMOCTOSITEITHO
npuiIokeHue Ha Bapdapus. ETo 3amo, korato BapdaprH ce npuiiara eIHOBPEMEHHO, c€ IPenophYBa
CTpUKTHO npocienssane Ha INR u HaGmonenue.

4.6 @epTHaANTET, )PEMEHHOCT H KbPMEHe

BpemenHocT

AKTUBHHAT META00NUT Ha JedryHOMHI, A771726 Moxe fa MPUYHHHU TEXKKH MandopMaluy Ha
HOBOPOJIEHOTO, aKO Ce IpHJIara 1o Bpeme Ha OpemenHocT. JlegmyHomup ratiopharm e
IPOTHBOIIOKA3aH 0 BpeMe Ha OpeMEeHHOCT (BXk. Touka 4.3).

JKenu ¢ neTepoeH noTeHMal TPSAOBa a M3M0I3BAT €PEKTUBHA KOHTPALICIIIIHS [T0 BpeMe Ha U 10
2 roaunu cien tedeHuero (Bx. “Ileproa Ha n3yakBaHe” MO-A0Jy) WK 10 11 IHU cliea JeUeHUETO
(Bx. ckbcenus “llepron Ha ouncTBaHe” MO-AOIY).

ITanmenTkaTa TpsiOBa 1a ObJE YBEIOMEHA, Y€ aKO UMa HIKAKBO 3a0aBsHE HA MEH3MCA WU HIKAKBa
JpyTa Mpu4YuHa J1a TToA03upa OPpeMEeHHOCT, TsI TpsAOBa BeJHara 1a mpeayIpenu JeKkaps 3a
W3BBHPIIBAHETO HA TECTOBE 32 OPEMEHHOCT, M aKO Ca MOJIOKHUTEHH, JISKApAT U MaIleHTKaTa TpaOBa /1a
00CHIAT prcKa 3a OpeMeHHocTTa. BB3MOXKHO € upe3 Obp30 HaMalsiBaHe Ha HUBOTO HAa aKTUBHUS
MeTaOOoJHUT B KPBBTA, Upe3 3all0YBaHe Ha MpoIlelypaTa 3a eTMMIHAPaHE Ha JIEKAPCTBOTO, OMKICAHA TI0-
JIOITy, OIIe TIpY ITEPBOTO 3a0aBsSHE HA MEH3HCA Ja C€ HaMalll PUCKa 3a TUT01a OT JIe(hITyHOMHI.

[Tpu manko NMpoCeKTUBHO NPOy4YBaHe MpH KeHU (n=64), 3a0peMeHeNH HeTUIaHUPaHO, JOKATO ca
npuemMainy JeQIyHOMHU 3a He [OoBeYe OT TPU CEMMIM CJie]l 3a4€BaHeTO U C MOCeBalia npouesrypa
3a eIMMUHUpPAHE Ha JIEKapCTBOTO, HE ca Habto1aBaHy 3HaunMU pa3nuku (p=0,13) B obmaTa yectora
Ha 3HAYMMU CTPYKTYpHHU aedektH (5,4%) B cpaBHEHHUE C KOATO U JIa € OT CPABHUTEIHUTE TPYITH

(4,2 % B rpynara cbce 3a6omsiBane [n=108] u 4,2% npu 31paBu OpeMeHHHM skeHn [n=78]).

[Tpu eHu, KOUTO NpreMaT JeITyHOMHU] M UCKAT J1a 3a0peMEHEsT, Ce IPENoPbUBa ¢/IHA OT CICTHUTE
MpOLEIYpH, 3a J]a € CUTYPHO, Y€ IUIOAbT HE € U3JI0’KEH HA TOKCUYHH KOHLIeHTpauuu Ha A771726
(tapretHa Konunentparus mos 0,02 mg/l):

Ilepuoo na uszuaxsane

Moske ma ce oyakBa, ra3MeHuTe HuBa Ha A771726 ga 6bnat vHan 0,02 mg/l 3a mpoxbmKuTENeH

nepuoja. Moxe Jia ce 04akBa KOHIeHTpalusTa fAa cragane nox 0,02 mg/l okono 2 roauHu ciex
CTMpaHe Ha JICYCHUETO C JIeHITYHOMUI.
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Cren 2-roguIiieH Iepruoa Ha W3JakBaHe, IUIa3MeHaTa KoHIeHTparus Ha A771726 ce nu3mepsa 3a
mbpBU T, CIieN TOBA MIa3MeHaTa KOHIeHTpanus Ha A771726 Tps0OBa aa ce onpenenu OTHOBO CIe
WHTEpBaJl OT nmoHe 14 nHu. Ako nBeTe mIa3MeHuTe KoHIeHTparuu ca noj 0,02 mg/l, He ce ouaksa
TEepaTOTCHEH PUCK.

3a gombIHKUTENHA HHPOPMALIUS OTHOCHO M3CIIEABAHETO, MOJISL, CBBPIKETE CE€ C IPUTEXKATENs Ha
pa3pelieHneTo 3a ynorpeda Wik ¢ JIOKAIHUS My TPeCTaBuTel (BXK. TOUKa 7).

Ouucmeawa npoyedypa

Cren cimpaHe Ha JISYEHUETO C JIe(ITyHOMH/T:

. KOJIECTUpaMHH § g ce Tpmiiara 3 IbTH THEBHO 3a miepuoy ot 11 gau

. win 50 g akTUBEH BBIJICH HA Mpax ce npuiara 4 mbTU AHEBHO 3a nepuon oT 11 nHu.

U npu nBete npoueaypu obaue, ce M3UCKBa POBEPKaA € 2 OTACTHH TecTa Ipe3 HHTEPBaJl OT MOHE

14 nHu M mepron Ha U34aKBaHE OT MECEIl U MOJIOBUHA MEXy ITbpBaTa I0sBa HA IIa3MEHa
koHueHTpanus noj 0,02 mg/ 1 u oroxkaaneTo.

Kenwure ¢ gereponeH noreHman TpsaodBa fa ObIaT HHPOPMUPAHH, YE CE HAJara Nepruo] Ha H34aKBaHe
OT 2 TOAMHHU CJIe]] CIIUpaHe Ha JICYUEHUETO, IPEeIU Te 1a MOXKe Aa 3a0peMeHsIBaT. AKO NepuoabT Ha
M3YaKBaHE OT MPUOIU3UTEIHO 2 TOAWHY C 3MOJ3BaHE Ha HA/ISK/JHA KOHTPALICTIIIMS CEe CUUTA 32
HETIPIIIOKUM, MOXKE Ja ce Mpernopbya MpouIakTHYHO Ha3HaYaBaHE Ha OYHMCTBAILA IPOLELypa.

U xonectupaMuH, 1 aKTUBEH BBIJICH Ha MPax, MOTaT Jia MOBJIHUSAT a0cOpOIMsATa HA €CTPOTeHH U
MPOrecTareHy, Taka ue HaJe)KJHa KOHTPALCNIUs ¢ IepopaliHi KOHTPALIENTHBY /1a HE MOXe Jia ObJe

OCHT'YpEeHa 10 BpeMe Ha OYMCTBAIllaTa MpoLelypa ¢ KOJIeCTUPaMHUH WIN aKTHBEH BBIJICH Ha Mpax.
IIpenopruBa ce u3MoI3BaHE HAa aNTEPHATUBHU KOHTPALENTUBHU METOJIH.

Kopmene

[IpoyuBaHusATa MPU )KUBOTHU MOKA3BaT, 4e JICHITYHOMU] WITH HETOBUTE META0OJIUTH IPEMIHABAT B
MIISIKOTO. 3aTOBa, KbPMEIIUTE KCHU HE TPSAOBA Ja IpUeMart JIeITyHOMH/.

DepTunurer
Pesynrarute oT npoyuBaHuATa BEPXY HEPTHIUTETA IPH )KMUBOTHH HE ca MOKa3ain e(heKT BbPXY

MBKKHUS U KEHCKUS PEPTHINTET, HO TIPU MPOYYBAHMATA 38 TOKCUYHOCT P MHOTOKPATHO MIpUjlaraHe
ca HaOJII0JaBaHK HEXKEJTaHH e(PeKTH BbPXY MBKKUTE PETPOAYKTUBHH OpraHu (BxK. Touka 5.3.).

4.7 EdexTu BbpXy cnioco0HocTTA 32 opupaHe u padora ¢ MALIUHA

B ciydan Ha HeXXenaHW peaKkInH KaTo 3aMasHOCT, CIIOCOOHOCTTA Ha TMALEHTHUTE 1A Ce KOHIICHTPUpAT
M J1a pearupat IpaBUITHO MOXe 1a Obae HapylIeHa. B TakuBa cinyyan manueHTHTe TpsAOBa /1a ce
BB3ABPIKAT OT MoQupane U padoTa ¢ MaIIUHH.

4.8 Hexenanu JiekapcTBeHH peaKIuu

O0600611eHMEe Ha npodia Ha OE30IIaCHOCT

Haii-gecTo choOIIaBaHNUTE HEXKEIIAHU PEaKIIUU MPH JIeIYHOMHU]T ca: JICKO ITOBUINIABAHE HA KPHBHOTO
HaJISTaHe, JICBKOTICHNUS, ITAPECTE3Hsl, TJIABOOOIIHE, 3aMastHOCT, TUapus, TaJcHe, TOBPBIIAHE,
HapyIIeHUs HA yCTHATA JIUTaBHIIa (HaIp. ahTO3eH CTOMATHT, SI3BU B ycTaTa), KOpeMHa 00JIKa, 3aCHIICH
KOCOIaj, ek3emMa, 0OpHB (BKIIFOUUTEIHO MaKyJIONAIyJI03e¢H 00pUB), ChbpOexk, CyXa KOXKa,
TEHOCHHOBHT, noumaBane Ha CPK, aHopekcus, 3ary0a Ha Tersio (0OMKHOBEHO HE3HAUMMA), ACTCHHUS,
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JIEKH aJISpTUIHHU PEaKIMK U MTOBUITIaBaHEe HA YepHOAPOOHUTE TTOKA3aTelH (TpaHcaMuHa3H (0COOEHO
AJIAT), no-psinxo rama-GT, ankanna ocdarasza, OMIUPyOHH).

KIIaCI/I(I)I/IKaLII/I}I Ha OYaKBaHUTC YCCTOTH:

Muoro yectu (>1/10); wectu (>1/100 no <1/10); mreuectu (=1/1 000 mo <1/100); peaxu (>1/10 000 no
<1/1 000); muoro peaku (<1/10 000), ¢ Heu3BecTHA YecToTa (OT HATMYHUTE TAHHH HE MOXeE J1a Ob/ie
HaIlpaBeHa OICHKA).

[Ipu Besiko rpynupaHe B 3aBHCHUMOCT OT YECTOTaTa, HEXKEJIAHNUTE JIEKAPCTBEHH PEAKIINH ce N30posiBaT
B HU3XOJAII Pell 10 OTHOILIEHUE Ha TSIXHATa CEPUO3HOCT.

Hngpexyuu u ungpecmayuu
Penxu: TEXKH WH(EKIINH, BKIFOYUTEITHO CETICUC, KOUTO MOKe J1a Oblie ataneH

KaxkTo apyru cpeacTsa ¢ MUMyHOCYTIPECUBEH IMOTEHIIUAT, TEPIYHOMU MOXKE J]a YBEIINIH
MOJATANBOCTTA KbM HH(EKIINH, BKIIOYUTEIIHO OTIOPTIOHUCTHYHY HH(pEKIHMH (BXK. CBINO To4Ka 4.4).
CrnemoBaTenHO 001aTa 4ecToTa Ha MHPEKIIUUTE MOXKE J1a Ce YBenn4du (0COOEHO Ha PUHHT, OPOHXUT U
ITHCBMOHHSA ).

Heonnasmu — 00b6poxkauecmeenu, 310kavecmeenu u Heonpeoenenu (6Ki. KUCmu U noaun,)
PucksT 0T 3710KadecTBeHN 3200I11BaHIs, 0COOCHO TMMQONpoaudepaTiBHI HAPYILEHHS, € YBEITHUEH

MIpH yroTpedaTa Ha HIKOM UMYHOCYIIPECOPH.

Hapywenus na kpveéma u aumgnama cucmema

YecTn: neBKorenus (mesxouut >2 g/l)

Heuecru: aHeMus1, Jeka TpombonuToneHus (Tpomoomuta <100 g/l)

Penku: MAHIUTONEHUs (BEPOSTHO IbJDKAIA CC HA aHTUIPOIH(PEPATHBCH MEXAHH3bM),
neBkoneHus (JieBkonuTu <2 g/1), eo3mHOGMIHS

MsHoro peaku: arpaHyJonuTo3a

CkopolrHa, eJHOBPEMEHHA HITH TI0cie/[Balla ynoTpeda Ha MOTEHIIHAIHO MAEIIOTOKCHYHH CPE/ICTBA
MO3Ke J1a ObJie CBBbp3aHa C IMO-BUCOK PUCK OT XEMAaTOJIOTUYHU PEAKITUH.

Hapywenus na umynnama cucmema

Yecru: JICKH aJIePTUYHU PEaKLUH

MHoro penku: TEXKH aHa(UIaKTHYHN/aHA(DUIAKTONIHN PEaKLIUHU, BACKYJIHUT, BKIIOUUTEITHO
KO>KEH HEKPOTH3HUpAILl BaCKYJIUT

Hapywenus na memabonusma u xpaneremo

Yectu: nosumrasade Ha CPK
Heuectn: XUTIOKAITMEMHUS, XUTISPIIUTTAAEMUS, XATodochaTeMus
Penxn: noBumasaHe Ha LDH

C HEeHM3BECTHA YECTOTA: XUIIOYPUKCMUA

Hcuxuunu napywenus
Heuecru: TPEBOKHOCT

Hapywenus na nepgnama cucmema
Yectu: napecTesus, raBodoue, 3amaiiBane, nepudepHa HEBPOMIaTHsI

Covpoeunu Hapyuenus
Yecru: JICKO MOBHIIIABaHE HA KPBBHOTO HAJISTaHE

PC):[KI/IZ SHAYUTCIIHO MMOBUIIABAHC HAa KPBBHOTO HAJIATAHE

Pecnupamopnu, epvonu u meduacmunannu HapyuleHus
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Penxwu: WHTEPCTHUITHAIHA OeoapooHa 6oecT (BKIIFOUUTEITHO HHTEPCTHITHAIICH
MTHEBMOHHT), KOSTO MOJKE Ja ObJie paraaHa
C HeusBecTHa yecToTa: OenoapoOHa XUIIEPTOHUS

Cmomawmno-upesnu napyuienus

Yectu: KOJIUT, BKJIFOUUTEITHO MUKPOCKOIIMYEH KOJIUT, KaTO HalpuMep JUM(OLUTEH KOJIUT,
KOJIar€HO3€H KOJIUT, AUapusl, rajieHe, IOBpbIIaHe, yBPEKIaHEe Ha yCTHATA
nuraBuna (Hamp. ahTO3eH CTOMATHUT, SI3BU B yCTaTa), KopeMHa 0oJka

Heuecru: HapylLIeHUs BbB BKyca

MHoro peaku: MaHKpeaTHT

Xenamobunruapuu HapyuweHus

Yectu: MOBHIIIaBaHE HA YEPHOIPOOHUTE NOKa3aTenu (TpaHcamuHasu [ocobeHo AJIAT],
no-psiaxo rama-GT, ankanna ¢pocdarasza, OuaupyOoHn)

Penxu: XEMaTuT, )XbITCHUNA/X0JIecTas3a

MHoro penku: TEIKKO YEPHOAPOOHO yBpEXkAaHe KaTo YePHOIPOOHA HEIOCTaThYHOCT U OCTPa

4epHOAPOOHA HEKPO3a, KOUTO Morar Aa ObAat ¢atanHu

HapymeHuﬂ Ha Koxcama u NOOKOJICHAMA MbKAH

Yectu: 3aCHJIEH KOCOIIaJl, eK3eMa, OOpUB (BKIIIOYUTEIIHO MaKyJIONaIyJio3eH 00puB),
CBPOEXK, Cyxa Koxka

Heuecru: YpTUKapHs

MHoro penku: TOKCHYHA eNuaepMaliHa HEKpoJr3a, CHHAPOM Ha Stevens-Johnson, epurema
MynTuhOpME

C HeM3BECTHA YECTOTA: KOJKCH JIYIyC ePUTEMATO/IEC, IYCTYIIO3EH MICOPHA3UC HIIH BIOIIABAHE HA
MICOPHA3HKC, JIEKAPCTBEHA PEAKIUsI C €O3MHOMUIIUS U CACTEMHH CUMITTOMH
(DRESS), xoxHa s13Ba

Hapywenus na myckynno-cxenemnama cucmema u CbeOUHUMeNHaAmMa mvKam
Yectu: TEHOCUHOBUT
Heuectn: pPYyITypa Ha CYXOXKHITHE

Hapywenus na 6v6peyume u nuxouHume nomuua
C Hem3BecTHa YecToTa: OBOpEeYHa HEAOCTATHYHOCT

Hapywenus na 6v3npouzeooumennama cucmema u 2bpoama
C HeW3BeCTHA Y€CTOTa: TPAaHUIHO (00pPaTHMO) OHMKAaBaHE HA KOJTMYECTBOTO HA CIIEPMATO30HINTE,
o01Irst Opoit CrIEPMATO30MIN U MIOABHKHOCTTA UM

Obwu napyuwenus u eghexmu Ha MACMOMO HA NPUTIOdCEHUE
YecTu: aHopeKcHs, 3aryda Ha Teryio (0OMKHOBEHO HE3HAYNMAa), aCTCHHS

Cpo0111aBaHe Ha MOA03UPAHN HEXKETAHN PEAKITHH
Cro0IIaBaHeTo Ha MOIO3UPAHU HEXKEIIAHU PEaKIIUHY CIIe]] pa3pelaBaHe 3a ynorpeda Ha JeKapCTBEHUS

MPOAYKT € BakHO. ToBa 1M03B0JIsABA Ja MPOIBIIKHM HAOIIOICHUETO Ha ChOTHOIICHUETO 0JI3a/PUCK 32
JIeKapCTBEHUS MPOAYKT. OT MEIUIIMHCKUTE CTICTIHAIMCTH CE M3UCKBA J1a ChOOIaBaT BCsKa
MOT03UPaHa HEXKEIaHa PeaKIys Ype3 HAITMOHAIHA CUCTeMa 3a ChOOIaBaHe, IIOCOYCHA B

[punoxenue V.

4.9 Ilpepo3upane

Cumnromu

NwMa cpoO1ieHus 3a ciryyan Ha XpOHHUYHO TIPE03UPaHe MPH MAUEHTH, TPUEeMAaIH Je(QIIyHOMU B
JTHEBHU JIO3H JI0 TIE€T ITBTH MO-TOJIEMHU OT IPEMOPBHUUTEIIHATA THEBHA /1032, M CIIy4ad Ha OCTPO

npeo3upane MpH Bh3PaCcTHH U Jena. HaMa choOIIeH st 3a HesKeJIaH! ChOUTHS TIPH MO-TOJISIMAaTa 4acT
OT CIIyYauTe Ha npeno3upane. Hexxenannre chOUTHSA, CBBMECTUMU C ITpoduiia Ha 6€30MacHOCT Ha
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nedIyHOMHJI ca: KOpeMHa 00JIKa, TaJieHe, TUapusl, MOBUIICHU YepHOIPOOHN SH3UMH, aHEMUS,
JIEBKOTICHHUSI, CHPOEK M OOpHB.

OBnajnsiBane

B cnyuait Ha ipeno3upaHe WM TOKCHYHOCT, C€ MPENOPhYBa IPUEMAHETO Ha KOJIECTUPAMUH HIIH
aKTUBEH BBIJICH, 38 YCKOpABaHE Ha eMMMHUHUpPaHeTo. KonecTupaMuH, MPpUIIOKEH MEPOpaIHo B 1032 OT
8 g Tpu nbTH IHEBHO 3a 24 yaca Ha TpuMa 3/IpaBu 10OPOBOJILIK € HAMAJIMII IIa3MEHUTE HUBA Ha
AT771726 ¢ okono 40% 3a 24 gaca u ¢ 49% no 65% 3a 48 vaca.

JokazaHo e, ye MPUIOKEHUETO HA aKTUBEH BBIJICH (paX, MPUTOTBEH KATO CYCIEH3Hs) Mpe3 ycTara
WM 9pe3 HazoracTpanHa cona (50 g Ha Bceku 6 gaca 3a 24 yaca), HaMaJsBa IJIa3MEHUATE
KOHIICHTpAIK Ha aKTUBHUS MeTabonmut A771726 ¢ 37% 3a 24 yaca u ¢ 48% 3a 48 vaca. Te3u
OYHCTBAIIN NPOLEAYPU MOXKE Aa Ce MOBTOPSAT MIPH KIMHUYHA HEOOXOAUMOCT.

[poyusanus npu xemoauanuza 1 CAPD (xporndyHa amOysaTopHa NepuTOHEealTHa JUain3a) IoKa3Bar,
ye A771726, oCHOBHUST METa0OIMUT Ha Te(IyHOMHUI HE MOXKE J]a C€ IUaIN3upa.

5. DAPMAKOJIOI'MYHU CBOUCTBA

51 @apmakoguHAMWYHH CBOMCTBA

dapmakoTepaneBTH4Ha rpyna: cenektuBHd uMyHocynpecopu, ATC kox: L04AKO1

dapmakonorus mpu xopa

JlepyHoMuU € 6oIeCT-MOTUBUITHPAIIIO AHTUPEBMATHYHO JICKAPCTBEHO CPEICTBO C
aHTUNPONU(EepaTUBHU CBOHNCTBA.

(DaDMaKOIIOI‘I/IH OpH ) KMBOTHHU

Jlepmyrnomun e eeKTUBEH TP MOZEIH HA apTPHUT U IPYTH aBTOMMYHHU 3a00JIIBaHNs TIPY )KUBOTHH,
a Taka ChIIO ¥ MPU TPAHCIUIAHTAIMS, TTIABHO aKo Ce MPUIIOKHU BBB (hazata Ha ceHcuOMmusupane. Toit
“Ma HMYHOMO Ty THPaIli/MMyHOCYIIPECHBHI CBOMCTBA, A€HCTBA KaTO aHTUIPOIN(EPATHBHO CPEACTBO
1 TIPOSABSABA IPOTUBOBB3MAINTEIHN CBOUCTBA. IIpH )KUBOTHHCKH MOZEIH Ha aBTOMMYHHH
3abomsiBaHUs JIeITYHOMHU/ MOKa3Ba Hali-100bp MPOTEKTUBEH e(PEeKT NP MPHIOKEHUE B paHHATa (a3a
Ha pa3BUTHE HA 3a00JIIBAHETO.

In Vivo To#t 6Bp30 U MOUTH HAITBIHO ce MeTabomm3upa 10 A771726, KoiiTo e akThBeH iN Vitro u ce
NpE/INoiara, ue ¢ OTTOBOPEH 3a TePaNeBTHUHUS €PEKT.

MexaHn3bM Ha JIEUCTBUE

A771726, akTHBHUAT METa0OJHT Ha JIeTYHOMU]T, TOATUCKA SH3UMA TUXHPOOPOTAT ACXUIPOreHAa3a
(DHODH) mpu xopa u nposiBsiBa aHTHIPOIH(EPATHBHO JEHCTBHE.

Kinnanuna edukacHocT 1 6€300aCHOCT

Pesmamouden apmpum

EdukacHoctTa Ha nedryHOMU IPH JICYCHUE HA PEBMATOUJICH apTPUT € JI0Ka3aHa 1pu 4
koHTposinpanu npoyuBanus (1 BbB daza Il u 3 BB ¢asza III). IIpu dasa Il usnursaneTo, npoyyBaHe
YU203, 402 y4acTHHUIM ¢ aKTUBEH PEBMATOMJICH apTPUT ca PaHIOMU3MpaHH Ha Iuiaie6o (n=102),
aedayrnomua S mg (n=95), 10 mg (n=101) mwm 25 mg/aueBHO (n=104). JledueHHETO € MPOIBIKHIO 6
Mecena.

Beuuku naruenty BB ¢asa [1l n3anureanusTa ca npuemanu HadaiaHa qo3a ot 100 mg 3a Tpu qHU.
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IIpu npoyuBarero MN301, 358 ygacTHUIIM ¢ aKTHBEH PEBMATOUACH apTPHUT Ca PAHIOMHU3HPAHH Ha
nedmyromun 20 mg gaeBHo (n=133), cyndacanazun 2 g qaeBno (n=133) wm miane6o (n=92).
JledenueTo e npoabIKIIO 6 Mecena.

[IpoyuBanero MN303 e pakynraTHBHO cismo 6-MecedyHo Npoab/bkeHue Ha npoyyBane MN301, 6e3
miane0o rpymna, Ipu KOeTo ce cpaBHsBa ePeKThT OoT 12-MeceyHo nprueMaHe Ha JIehIyHOMHT U
cyidacaiasuH.

[Ipu npoyuBanero MN302, 999 yuacTHHIIM ¢ aKTHBEH PEBMATOUCH apTPUT ca paHIOMHU3UPAHU Ha
nedynomua 20 mg/naesHo (n=501) uiau MertoTpekcar 7,5 mg/cenMudHo 10 15 mg/ceaMuuHo
(n=498). TobaBsHeTO Ha (osIMeBa KUCETMHA € OHITO TI0 M300p U € Tpriarano camo mpu 10% ot
nanueHTure. JleueHueTo e mpoawrkuio 12 Mecena.

IIpu npoyusanero US301, 482 yyacTHHLN C aKTUBEH PEBMAaTOMAEH apTPUT Ca PaHJOMHU3UPAHH HA
nednynomua 20 mg/maesHo (n=182), MmeToTpekcar 7,5 mg/cenmMuyno a0 15 mg/ceaqmuuno (n=182),
i tane6o (n=118). Benuku manuenTy ca nony4aBany o 1 mg donmueBa KUCeNHa 1B IbTH
JIHEBHO. JleueHueTo e mpoabokuio 12 Mecena.

Jlepmynomua B AHEBHa 1032 Hait-manko 10 mg (10 no 25 mg B mpoyuBane YU203, 20 mg 8 MN301 u
US301) e mokasan cTaTUCTHYECKH 3HAYMMO MO-100Bp eeKT OT mianedo npyu HaMalsiBaHe Ha
NpPU3HAIKMTE U CUMIITOMUTE HA PEBMATOUIHUS apTPUT MPU BCUYKH 3 T1a1ie00-KOHTPOIUPaHH
npoyuBanus. CTerieHTa Ha OTTOBOP Ha JieueHueTo 1o kiacupukanusara Ha ACR (Amepukancku
KOJIeX 110 peBMaTosiorus), B nmpoyusadero Y U203 e 27,7% npu mnaue6o, 31,9% npu 5 mg, 50,5%
npu 10 mg u 54,5% nipu 25 mg/nuesno. [pu dasza I uscnenpanusta crenenrta Ha otroBop mo ACR
3a neryHomMun 20 mg/aHeBHO, cpsamo mianedo e 54,6%, crpsmo 28,6% (mpoyuBane MN302) u
49,4%, cripsimo 26,3% (npoyusane US301). Crnen 12 mecenia akTUBHO JIEUEHUE CTETIEHTA HA OTTOBOP
o ACR npu nmanuentute Ha aedaynomun e 52,3% (npoyusanust MN301/303), 50,5% (mpoyusane
MN302) u 49,4% (npoyusane US301), B cpaBHeHue ¢ 53,8% npu narueHTUTe Ha CyJidacana3vH
(mpoyuBanus MN301/303), u MmetoTpekcat - 64,8% (npoyusane MN302) u 43,9% (npoyuBaHe
US301). ITpu mpoyuBane MN302 nedayHOMH]] € 3HAYUTEITHO MMO-C1a00 e(PeKTHBEH OT METOTPEKCaT.
O6aue npu npoyuBane US301 He ca yCTaHOBEHU 3HAYUMH PA3ITUKHA MEXIY JeQIYHOMUI U
METOTpEKCaT B MbPBUYHHTE MapaMeTpH 3a epuracHocT. He e HabnromaBaHa pa3iika MexIy
nedryHoMuA u cyndacanazu (mpoyusane MN301). EdbektsT oT neuenneTo ¢ nedayHoMHT ce e
nposiBui cien 1 mecen, crabunnsupai ce e cies 3 1o 6 Mecena u € NPOABIKUII 10 BpeMe Ha LIEHs
KypC Ha JICYCHHUE.

Pannomusupano, IBOHHO-CIIAIO, AapajeHo rPYIoBO, HOHMH(EPHOPHO MPOYYBAHE CPABHSABA
OTHOCHTETHA e(DUKACHOCT Ha JIBE Pa3IMYHY JTHEBHU MOIbPXKAIIH 03U JieayHomun ot 10 mg u

20 mg. Ot pe3ynTaTuTe MOXKE JIa C€ 3aKII0YH, Ye PEe3yNTaTuTe 3a ePUKACHOCTTA Ha MOATbprKaIaTa
no3a ot 20 mg ca mo-01aronpusTHH, HO OT JpyTa CTpaHa, pe3yJTaTUTe 3a Oe30MMacHOCT ca B [T0JI3a Ha
oA abprkamara go3a ot 10 mg.

Heouampuuna nonyrayus

JlepmyHoMuz e u3cnenBaH B OTJETHO MHOTOLIEHTPOBO, PAaHJOMHU3UPAHO, IBOMHO-CIIAIO, aKTHBHO-
KOHTPOJIMPaHO Mpoy4BaHe Npu 94 nauueHTH (47 B rpyna) ¢ MOJMAPTHKYJIAPEH THUIl IOBEHUICH
peBMaToneH apTpurt. [lanmenTture ca Ha Bb3pacT 3-17 TOANHHM, C aKTHBEH HOJIMAPTUKYIAPEH THI
IOPA, He3aBHCHMO OT HA4aIOTO Ha 3a00JIIBAaHETO U HE ca JISKyBaHU JOCera C METOTpeKcaT Win
nedurynomu. B ToBa M3nuTBaHe, HaTOBapBalllaTa 1032 M MO AbpKallara 103a Ha JIeIyHOMH] ca
OTIpPeICIIEHH B TPH KaTeropuu, B 3aBUCHMOCT OT Termoto: < 20 Kg, 20-40 kg u > 40 kg. Cren 16
CEIMMIIH Ha JIeUeHHe, pa3iiKaTa B CTEIEHTa Ha OTTOBOP € CTaTHCTHYECKU 3HaYMMa B 110J13a Ha
merorpekcar npu FOPA Onpenenenue 3a nonoopenue (OI1) > 30% (p=0,02). I1pu pecnionnepure,
TO3W OTTOBOP € TOABPKAH B IPOIb/DKeHNE Ha 48 ceamunu (BXK. Touka 4.2).

XapakTepbT Ha HEXKEJIaHUTe ChbOUTHS Ha JeIYHOMUI U METOTPEKCAT U3IIICK A CXO/ICH, HO J103aTa,
W3I0JI3BaHa MPY HAalMEHTH C MO-HUCKO TErJI0 BOJU O OTHOCUTEIHO HHUCKA EKCIIO3ULUS (BXK.
Touka 5.2). Te3u naHHM He T03BOJIABAT e(heKTUBHA U Oe30MacHa MpenopbKa 3a J03UPOBKA.

THcopuamuuen apmpum
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EdukacHoctTa Ha IeITyHOMH/T IPH JICUCHUE HA TICOPUATHYCH apTPUT € J0Ka3aHa MPU KOHTPOJIUPAHO,
paHIOMH3UPAHO, TBOWHO-CIIsAO TipoyaBade 3101 mpu 188 mammenT ¢ icopuaTUdeH apTpHT,
nexyBanu ¢ 20 mg/neH. [IporbKUTETHOCTTA HA JICUSHHE € 6 Mecerla.

Jlepnynomua 20 mg/neH e 3HaAYUTEIHO O-T00bp OT IU1anedo 3a HaMajIsiBaHEe Ha apTPUTHUTE
CHMTOMH TIpH TanueHTy ¢ ncopuatudeH aptput: KOJIITA (Kpurepuu 3a 0TTOBOp KbM JICUCHHETO Ha
NICOpUATHUEH apTpUT) pearupanute ca 59% B rpynara Ha nedunynomun u 29,7% B rpynarta Ha
mane6o 70 6 mecera (p<0,0001). EbexTsT Ha tedayHOMHT BBPXY 1000psiBaHe HA (GYHKIIMATA U
HaMmaJsBaHe Ha KOXKHUTE JIE3UU € YMEPEH.

Tlocmmapxkemunzosu npoyueanus

Panpomusupano npoyyBaHe oLEHSIBa KIMHUYHO e(hUKacHaTa CTENEeH Ha OTTOBOP MPH HEJIEKYBAHU C
BMAUJIC naumenTu (n = 121) ¢ panen PA, xouto ca nmomywasanu 20 mg wiu 100 mg nedayHomun B
JIBE TIapajiesTH TPYIH, IO BpeMe Ha Ha4yaIHHUs TPUIHEBEH BOMHOCIAN epuoa. Havamaust nepuon e
MOCTIeABaH OT TPUMECEUEH OTKPUT MOIbpIKaIll IEPUO/, TI0 BpeMe Ha KOMTO U JBETe TPYIH ca
nojiy4aBanu JgedayHoMun B 1o3a 20 mg aaeBHo. He e HaOmogaBaHo HapacTBaHe Ha 00IaTa MoJ3a B
u3cJeiBaHaTa IMomyJalys Mpy MPHI0KEHHETO Ha HaTOBapBallla cXxema Ha npuiarade. JlanauTe 3a
0e30MacHOCT, MOJyYeHH! OT JIBETe IPYIHU Ha JICYCHHUE, Ca B ChOTBETCTBUE C M3BECTHHSI MPOQIIT HA
Oe3omacHOCT Ha J1e()IyHOMHL, KATO YeCcTOTaTa Ha CTOMAIIHO-YPEBHU HEXKeJIaHU ChbOUTHSA U Ha
MOBHUIIEHH YePHOAPOOHHN €H3UMH € M0-BUCOKA MIPU MALUEHTHUTE, TI0TyYaBallld HaTOBapBalla 103a OT
100 mg nedayHoMu/.

5.2 ®dapmakokuHeTHYHH CBOWCTBa

JlepmyHoMu Obp30 ce MeTabONMHM3KMpa 10 aKTUBHUS CU MeTaboauT, A771726 upes “first pass”
MeTabonu3bM (YIpe3 OTBapsiHE Ha MPHCTEHA) B UpeBHATA CTeHA U uyepHus ApoO. [Ipu mpoyusane ¢
paaroakTHBHO Gensazan *4C-nedyHoMu I IpU TpUMa 3paBu J0OPOBOJIIHM HE € OTKPUT HEIPOMEHEH
nedIyHOMU/I B TUTa3MaTa, ypuHaTa win Gekanuure. [Ipu Apyru npoy4BaHus psIHO C€ OTKPUBAT
KOJINYECTBA HEMPOMEHEH JIe(hTyHOMHT B IJ1a3Mara, B IUIa3MEHH HUBA OT mopsiabka Ha ng/ml.
EnuHCTBEHUAT parioakTUBHO Oelsi3aH MeTaboNUT B wia3Mata € 0wt A771726. To3u metaboiut e
OTrOBOpEH H 3a eheKTuTe Ha JedaIyHOMU I in Vivo.

AOcopouus

JlaHHH 3a eKCKpenusaTa oT npoyusane ¢ **C mokassar, ue Haii-manko 82 10 95% ot nosata ce
abcopOupa. Bpemero 3a mocturane Ha MUKOBA TUIa3MeHa KOHIICHTpanms Ha A771726 e MHOTO
Ppa3IMyYHO: MMKOBHU IUIa3MEHU HUBA MOXKE J]a ce€ JOCTUTHAT MexAay 1 u 24 yaca cien eAHOKpaTHO
npuiarane. JlegmyHoMua Moske Jia ce puiiara eTHOBPEMEHHO C XpaHa, ThH KaTo CTeIeHTa Ha
abcopOuus € cpaBHUMA Ha IIAAHO U cien XpaneHe. [lopagn MHOTO ABATHS OTYXUBOT Ha A771726
(okoio 2 ceaMuIy), P KIMHUYHUTE MPOYYBAHUS € U3M0JI3BaHa HaToBapBaia 103a or 100 mg 3a

3 1HU 3a M0-0bP30 JOCTUraHe Ha CTallMoOHApHU HUBa HAa A771726. W3uucneHo e, ue 0e3 HaTOBapBaIia
J103a, 32 JIOCTUTaHe Ha CTAIIMOHAPHU IJIa3MEHU KOHIIEHTPAIIUH 1Ie ca He0OXOIMMHU MIOYTH JIBa Mecela
npuinoxxenue. IIpu npoyyBanus ¢ MHOTOKpPATHO MpWIarane, Mpy NaldeHTH C peBMaTOUICH apTpuT,
(hapMaKOKHMHETHUYHHUTE TIapaMeTpy Ha A771726 ca TuHEHHHU 3a 030BUs AMaa3oHa oT 5 1o 25 mg.
[Tpu Te3u mpoy4YBaHUs KIMHUYHUST €PEKT € MPSKO CBbP3aH C Iia3MeHaTa KoHIeHTpanus Ha A771726
U ¢ AHeBHaTa g03a neduynomun. [Ipu no3a ot 20 mg/nHeBHO cpenHaTa mia3MeHa KOHLEHTpaLus Ha
A771726 B cTaumoHapHO cbcTosHue € mpubamsurento 35 pug/ml. Ilpu cranronapHo chcTOsTHHUE
MJIa3MEHUTE HUBA ca OKOJIO 33-35 mMbTH HO-BUCOKH, CPABHEHHU C TE3U MPHU €IUMHUYHATA J103a.

PasnpeneneHue

B doBemkara miazma A771726 ce cBbp3a eKCTCH3UBHO C MpoTenHUTE (andymunute). HecBbp3anaTa
yacT e okoJ0 0,62%. Cbp3BaneTo Ha A771726 c mina3mMeHus anOyMuH € TMHEHHO B paMKUTE Ha
TEPANeBTUYHNUTE TUTA3MECHU KOHIICHTpauy. To U3riexk/a JIeKo HaMaJeHO U I0-BapuabuiIHO B
TUIa3MaTa Ha MAIlMeHTH ¢ PeBMATOHJICH apTPUT WK XPOHWYHA OBOpeuHa HeI0CTaThYHOCT.
ExkcTten3uBHOTO cBbp3BaHe Ha A771726 ¢ npoTeMHUTE MOXE 3 TOBEAC 10 U3MECTBAaHE Ha APYTH
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eKCTEH3MBHO CBbP3aHU JiekapcTBa. [IpoyuBanusTa in VItro 3a B3anMoiefCTBHsITA 32 CBbP3BaHE C
TUTa3MEHHUTE TIPOTENHH C Bap(hapyH B KIMHHYHO 3HAYMMH KOHIIEHTPAIMHN 00aye He TOKa3BaT
B3anMoeiicTBus. [logo0Hu mpoyuBanus ¢ uOynpodeH u TUKIOPEHAK ChIO HE MOKa3BaT U3MECTBAHE
Ha A771726 oT MSICTOTO My Ha CBBp3BaHe, 10OKaToO HeCBbp3aHarta gpakuust Ha A771726 ce yBennuasa
2 1o 3 TbTH IpH HaTUIHe Ha TonOyTamua. A771726 uamectBa nbymnpoden, nukiopeHax u
TONOYTaMuJI, HO HECBbp3aHaTa (paKivs Ha Te3H JICKAPCTBEHH MPOJIYKTH ce yBenudaBa camo ¢ 10 1o
50%. Hsma nanHM 32 KTUHUYHO 3HaYeHUE Ha Te3U epeKTH. B ChOTBETCTBHE ChC CBHP3BAHETO CH C
MJIa3MEHNATE MTPOTHEHU BHB BHCOKA cTereH, A771726 nMa HUCHK MPUBHIICH 00eM Ha pa3mpeaeTHue
(oxomo 11 nmutpa). He e ycraHoBeHO npedepeHIInaIHo moeMaHe OT EPUTPOITUTHTE.

Buorpanchopmarms

JlepmyHomup ce MmeTabonmu3upa 10 eArH OCHOBEH (A771726) 1 MHOTO BTOPOCTEIICHHU METa0OIUTH,
BkitountenHo TFMA (4-tpudmnyopomernnanming). MetabonutHaTa bnoTpanchopmanus Ha
nedmyromun 10 A771726 u mocienBamuyaT MeTadonu3sM Ha A771726 He ce KOHTPOIUpa OT
€IMHUHCTBEH CH3UM U CE€ M3BBPIIBA KAKTO B MUKPO30MaITHATA, TaKa U B IIUTO30JTHATA KIETHYHU
¢pakuuu. [IpoyduBanusTa 3a B3aMMOACHUCTBHUSITA C HUMETUANH (HECTIEHU(PHYCH HHXUOUTODP Ha
utoxpom P450) u pudammuims (HecnermbuueH utoxpom P450 uHIyKTOp) MOKa3Bat, ue in Vivo
CYP enzumuTte yyactaT B MeTaboM3Ma Ha JIeIyHOMHUJ] CaMO B MaJIKa CTETICH.

Enumunupane

Ennmunnpaneto Ha A771726 e 6aBHO U ce XapakTepu3Hupa ¢ IPUBUACH KIMPBHC OT HOPsIbKa Ha

31 ml/h. EnTMMHUHAIMOHHUAT MOITYKUBOT NPHU MAIIMEHTH € OT Mopsbka Ha 2 ceamunu. Cren
NpUIOKEeHUE Ha Oelsi3aHa ¢ M30TOIl J103a JeIyHOMU PaTHOAKTHBHOCTTA CE OTJIENSI €IHAKBO BhB
(hekamuuTe, BEPOATHO Upe3 SIIMMUHUPAHE C JKITbYKaTa, U B ypuHata. A771726 e Bce o1ie OTKpUBaeM B
ypuHaTa u hekamuute 710 36 THU cliel] eTHOKpaTHO npuiarade. OCHOBHHUTE METa0OJIUTH B ypUHATA ca
TJIFOKYPOHUIM Ha jiepryHOME (TTaBHO B ipodute ot 0 10 24 yaca) U OKCAaHWUJIOBO IMPOU3BOTHO HA
A771726. BbB dekanunure ce OTKpuBa riaBuo A771726.

YcTaHOBEHO €, Y€ IPH XOpa MPUIIOKEHUETO Ha NEpOpaiHa CYCIEH3HsI aKTUBEH BBIJIEH Ha IIPax MU
KOJIECTUPAaMUH BOJIU 10 OBp30 M 3HAUMMO YCKOpSBaHE Ha eMMHUHUpaHeTo Ha A771726 u HamansBaHe
Ha TUIa3MEHUTE KOHIeHTpaluu (Bxk. Touka 4.9). ToBa ce AbJDKM Ha CTOMAITHO-YPEBEH MEXaHU3bM Ha
OTJeNsTHE W/WIIM Ha TIPEKbCBAaHE HA CHTEPO-XEMaTaIHUS [IUKbIL.

brOpeuno yBpexaaHe

JledmyHOMUI € TIPUIIOKEH B €IMHIYHA TepopaiiHa j103a oT 100 Mg npu 3 manueHTy Ha XeMoIualin3a
1 3 malMeHTy Ha MPOAbJDKUTEIHA epuToHeanHa quann3a (CAPD). dapMakokuHETHKATA HA
A771726 npu narmentute Ha CAPD u3riexmaa cXoaHa ¢ Ta3u npu 31pasu nooposoiny. [1o-06p30
enuMuHUpane Ha A771726 e HaOnroAaBaHO MPU MANMEHTUTE HA XEMOIUAIN3a, KOSTO HE Ce IBIDKU Ha
eKCTPAaKII¥s Ha JIEKapCTBEHHS MTPOAYKT B JUATN3ATA.

YepHoapoOHO YBpeXIaHe

Hsima maHHM 32 edeHre Ha TTAIUEHTH C YepHOIPOOHO YBpekaane. AKTHBHUAT MeTabomut A771726 ¢
CBBbP3aH B roJIsiMa CTEICH C MPOTHEHUTE U CE SIMMHUHUPA Ype3 YepHOAPOOSH METa0OIU3bM H KIIbUHA
cekpenus. Te3u nponecu Moke 1a ObAAT MOBIUSHH OT YEPHOIPOOHA TUCYHKIIHA.

Ilenuarpuyna nomnyianus

®dapmakokuHeTHKaTa Ha A771726 ciien mepopaliHO pUJIoKEeHHE Ha JIeQIyHOMI € U3ciieBaHa IpH
73 nenuaTpUYHM MAIUSHTH C IMOJIMAPTHKYJIapEH THII I0BeHUIeH peMarouaeH aptput (FOPA) Ha
BB3pacT oT 3 o 17 rogunan. Pesynrature ot momynanuoHeH (apMaKOKHHETHYCH aHAIU3 Ha TC3H
MPOYYBaHUS MMOKA3BaT, Y€ MEAUATPUIHUTE MAUEHTH ¢ TesecHo Terio < 40 kg nmaT Hamasnena
crucreMHa excrio3unms (n3Mepena upe3 Css) Ha A771726 B cpaBHEHHE ¢ Bb3PAaCTHUTE TAITUEHTH C
PEBMaTOHJICH apTPHT (BXK. TOuKa 4.2).

17



Crapyecka Bb3pacT

DapMaKOKMHETUYHUTE JaHHU MPH JIHLA B cTapyecka Bb3pacT (> 65 rognHun) ca orpaHu4eHu, HO
CBHOTBETCTBAT Ha (PApMAaKOKMHETHKATA IIPU I10-MJIaJUTE Bb3PACTHHU.

5.3 IlpeakIMHMYHHU JaAHHU 32 0€30MACHOCT

JledmyHOMU, IPUIIOKEH NEPOPATHO M MHTPANEPUTOHEATHO € M3CIIEABAH B IPOYUYBAHUS 33 OCTpa
TOKCHUYHOCT NIPY MHLIKH U ITbX0Be. [IpoyuBaHHs pu MHOTOKPATHO MEPOPATHO MPUIOKEHUE Ha
nedIyHOMU/ IIPH MUILIKY 3a IEPUOJ OT 3 Mecela, ITbX0BE U KydeTa 0 6 Mecena 1 MaiMyHH 110

1 mecer moka3Bar, 4e TJIaBHUTE TAPTeTHH OPraHU 32 TOKCHYHO YBpPEXKJIaHe ca KOCTHUSI MO3bK, KPBBTA,
racTPOMHTECTHHAIHUS TPAKT, KOXKAaTa, Jajlaka, TAMYca U TUM(HUATE BB3JIH.

I'maBHuTE edekTn ca aHEeMUsl, IEBKONICHNSI, HaMaJleH Opoil Ha TPOMOOLUTHTE U TAHMUEJIONATHS 1
0Tpa3sBaT OCHOBHUSI MEXaHW3bM Ha JICHCTBHE Ha BEIIecTBOTO (MoATHCKaHe Ha cuHTe3ara Ha JIHK).
[Tpu urbxoBe U Kydera ca Hamepenu tenna Ha Heinz n/unn Howell-Jolly. [pyrure edexrn,
YCTaHOBEHH BHPXY CHPIIETO, YEPHUS P00, KOPHEATA U PECIUPATOPHUS TPAKT, MOTAT JIa c€ OOSICHSAT C
WHQEKIUN BCIIEJACTBUE HA UMYHOCYTIpecusnTa. TOKCUYHOCT MPH KUBOTHHUTE € YCTAHOBEHA TIPH JIO3H,
EKBUBAJICHTHU Ha TEPANICBTUYHUTE J03HU MPH XOPa.

JlepmyHomup He e myTtareHeH. BropoctenernusT meradonut TFMA (4-tpudmyopomeTriaHNINH)
obaue nmpeIM3BUKBA KJIACTOIEHHOCT M TOUYKOBU MyTaIlu iN Vitro, KaTo JMICBAT JOCTAThYHO JaHHH,
JIaJii TOW MOXe J1a IpeJu3BUKa TO3H edekT in Vivo.

ITpu mpoyuBaHe 3a KaHIIEPOTCHHOCT MPH ITBXO0BE, JTe(HIYHOMHU/T HE € TIOKA3all KaHIIepOreHeH
noteHimat. [Ipu u3cienBane 3a KaHIEPOTSHHOCT TIPH MHIIKH € HaOJIl0/JaBaHa Mo-BUCOKA YeCTOTa Ha
3JI0Ka4eCTBEH JTUM(POM MPU MBKKUTE B rpyIaTa Ha Hail-BUCOKa 71034, HA-BEPOSTHO JBJDKAIIL CE Ha
UMYHOCYTIPEeCHBHUS epeKT Ha edryHoMu. [Ipu )KEHCKH MUIIKH € HaOJIF0IaBaHO J10303aBHCHMO
YBEJIIMYCHHUE HA YECTOTATa Ha OPOHXHOJIO-AJIBEOIAPHH aJICHOMHU U KapLIMHOMHM Ha Oeyust 1po0.
3HaYEHUETO HA TE3W HAXOKH IPU MUIIKH 33 KIMHUYHATA YIOoTpeba Ha JedIyHOMUI HE €
YCTaHOBEHO.

JlepmyHoMua HIMa aHTHTCHHHU CBOMCTBA MPH KUBOTHHCKU MOJICIIH.

JlepmyHoMuza € eMOpHOTOKCHYEH U TEPATOI'€HEH NPH IUIBXOBE U 3aillM B paMKHUTE Ha
TepaneBTUYHNUTE J03U IIPU XOpa U MPUINHSABA HEXXEJaHU PEaKkui BbPXY MBXKKUTE PEIPOAYKTUBHU
OpraHH MpH MPOyUYBAHUATA 3a TOKCUYHOCT IIPU MHOTOKpATHO npuiarane. @epTUiINTETHT HE €
HaMaJIeH.

6. OAPMAIIEBTUYHU JAHHHU
6.1 CnuchbK Ha IOMOIIHHUTE BEIIECTBA

Tabaemno s0po

JlakT03a MOHOXHIpAT
XUAPOKCUTIPOTTHIIIIETYJI03a, YACTHIHO 3aMECTeHA
Bunena kucenuna

Harpues naypuicyndar

Marne3sues creapar

Dunmoeo nokpumue
JleunTHH (coeBH 3bpHA)
[Tonu(BUHUIIOB aTKOXO0IT)
Tank

TuranoB auokcux (E171)
KcanTantoBa ryma
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6.2 HecbBMecTHMOCTH

Henpunoxumo

6.3 Cpok Ha roaHocT

3 roauHu

6.4 CnenuajJHu ycJIoBUS HA CbXpaHeHHUe

ChxpansBaiiTe OyTHIKaTa IUTBTHO 3aTBOPEHA, 3a Jia ¢€ MPEJasy OT Biara.
6.5 Buau chbabpiKaHue HA ONAKOBKAaTAa

40 ml HDPE Oytuinka ¢ mupoko I'epio, ¢ Karnadka Ha BUHT OT MOJIUIPOIHIICH, C BIPaJIeH CYIUTEN
(Ost1 cumukaren), Besika, cbabprkaina 30 win 100 ¢punMupanu TabaeTKy.

He Bcuuky BHIOBE OMaKOBKH MOTar Jia ObJaT MyCHATH Ha Ma3apa.
6.6 CrneuuaJHM npeanasHu MEPKH NP U3XBbPJIsiHe U padoTa

Hsama CIICIIMaJIH U3WCKBAHUS 3a U3XBBPJIAHE.

7. INPUTEXATEJI HA PASPEIIEHUETO 3A YIIOTPEBA

ratiopharm GmbH
Graf-Arco-Stralle 3
89079 Ulm
T'epmanus

8. HOMEP(A) HA PASPEHIEHUETO 3A YIHOTPEBA

Jledayaomu ratiopharm 10 mg ¢punmMupanu TabiIeTKH
EU/1/10/654/001
EU/1/10/654/002

Jledayaomu ratiopharm 20 mg ¢puaMupanu TabIeTKH
EU/1/10/654/003
EU/1/10/654/004

9. JATA HA TbPBO PA3PEINABAHE/IIOJHOBSIBAHE HA PASPEHLIEHUETO 3A
YIHOTPEBA

[laTa Ha epBO paspemasane: 29 HoemBpu 2010 .
Jlata Ha nocneaHo noaHoBsiBane: 19 ronum 2015 .

10. [JATA HA AKTYAJIU3UPAHE HA TEKCTA

IMompoOHa nHbopMalrs 3a TO3H JEKAPCTBEH MPOIYKT € MPeJ0CTaBeHa Ha yebcaiiTa Ha EBpomnelickaTta
areHIus Mo JiekapcTeata https://www.ema.europa.eu.

19


https://www.ema.europa.eu/

I.

IMPUJIOKEHHUE I1

MMPOU3BOJUTEJI(A), OTTOBOPEH(HHU) 3A
OCBOBOJKIABAHE HA IAPTUIN

YCJIOBUSA NJIM OTPAHUYEHMUSA 3A JOCTABKA "
YIHOTPEBA

APYT'U YCJOBUA U UBUCKBAHUSA HA PASPEIIEHUETO 3A
YIHOTPEBA

YCJI0BUSA UK OT'PAHUYEHUSA 3A BE3OITACHA U
E®EKTUBHA YIIOTPEBA HA JIEKAPCTBEHUSA MTPOAYKT
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A.  TPOU3BOAMUTEJI(M), OTTOBOPEH(HU) 3A OCBOBOXX/IABAHE HA TTAPTU/IU

Hme n agpecC Ha HDOI/IBBOI[I/ITCJ'IH(I/ITC), OTFOBODGH(HI/I) 3a 0CB060)K}_'[aBaHe Ha MapTuauTe

Haupt Pharma Munster GmbH
Schleebriiggenkamp 15

48159 Munster

T'epmanus

Merckle GmbH
Ludwig-Merckle-Str. 3
89143 Blaubeuren
I'epmanus

[TeyaTHaTa JIMCTOBKA Ha JICKAPCTBEHUS MPOIYKT TPSOBA J1a ChIAbPIKa HMETO U aJipeca Ha
MIPOU3BOAUTENISI, OTTOBOPEH 332 0OCBOOOXKIaBaHETO HA CHOTBETHATA MAPTH/IA.

b. YCJIOBUA NI OTPAHUYEHUS 3A TOCTABKA U YIIOTPEBA

JlexapCTBEHUSAT MPOAYKT €€ OTITyCKa 10 OrPaHUYEHO JIeKapcKo npennucanue (Bx. [lpunoxenue I
KpaTka xapakTepucTrka Ha IpOAyKTa, Touka 4.2).

B. JAPYI'UM YCJIOBUSI U UBUCKBAHUSA HA PASPEIIEHUETO 3A YIIOTPEBA
. IlepuoguyHu aKkTyaJau3npanu aokjaaau 3a 6esonacuoct (ITAZIB)

Wzuckpanusra 3a mogaBane Ha [1AJIb 3a To3u JeKapCTBEH MPOAYKT Ca TOCOYCHH B CIIHCHKA C
pedepentnute natu Ha Epponetickus cbto3 (EURD cruchk), npeasuzacH B wi. 1078, an. 7 ot
HupextuBa 2001/83/EO, 1 BB BCUUKH CJeBAIN aKTyalln3alliy, yOJTNKyBaHH HA €BPOTIEHCKIS
yeOropTai 3a JeKapcTBa.

r. YCJI0OBUs WJIN OI'PAHUYEHUA 3A BE3OITACHA U EOEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHMUS TIPOAYKT

) Ilnan 3a ynpaBienue Ha pucka (ITYP)

[Ipurexarensar Ha pa3pemenuero 3a ynorpeda (IIPY) TpsOBa na n3BbspirBa M3NCKBaHUTE IEHHOCTH U
JIEHCTBHS, CBBP3aHU C TIPOCIICAsIBaHe Ha JIeKapCTBeHATa 0€30MacHOCT, TocoYeHH B ogooperus [1VP,
npezactaBed B Moayn 1.8.2 Ha pa3pelieHneTo 3a ynorpeda, KakTo U BbB BCHUKH CIICABAIIH 0JOOpEHH
akTyanusauuu Ha ITYP.

Axryanmusupan [TYP Tps6Ba na ce momaBa:

. o ucKaHe Ha EBpornelickara areHIus mo JeKapcTBaTa;

o BMHATH, KOTAaTO ce M3MEHS CHCTeMaTa 3a yIpaBJIeHne Ha pIUCKa, 0COOEHO B Pe3yiTaT Ha
MoJTyyaBaHe Ha HOBa MH(OpPMAITUs, KOATO MOXKE Ja JTOBE/IE 10 3HAYMMU IIPOMEHU B
CHOTHOIIICHUETO ITOJI3a/PUCK, WU CIIE]] TOCTUTAHE Ha BaXKEH eTall (BbB BPh3Ka C MPOCIEC/ISIBaHE
Ha JIeKapCTBeHaTa 0€30MaCHOCT WITH CBEXKIAaHE Ha PUCKA IO MUHUMYM).

L I[OII'I)JIHI/ITQJIHI/I MEPKH 32 CBECKAAaHE HA PUCKA 10 MUHUMYM

IpurexatenaT Ha paspenieHueto 3a ynorpeda (IIPY) TpsOBa 1a mpeaoCcTaBu Ha BCUUKH JICKAPH,
KOHMTO CE€ OYaKBa J1a IpeAnucBat/u3non3ear Jleguynomua ratiopharm, oOy4uTeIHH MaTepHaii ChbC
CNIEJTHOTO ChABPIKAHHE:

o  KparkaTa XapaKTepHCTHKA Ha TPOIYKTa
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Bpomrypa 3a nexaps

Bpomryparta 3a nexaps TpsiOBa ga ChABpIKa CISTHUTE KIIOYOBU CHOOIIIECHHS:

Ye chliecTBYBa PUCK OT TEXKKO YEPHOAPOOHO YBpPEXKIaHE U 3aTOBA € BAKHO PEJOBHOTO
n3mepBaHe Ha HuBaTa Ha AJIAT (CI'TIT) 3a mpocnensBane Ha YepHOPOOHATA (PYHKIIHS.
Wndopmanusra, npencraseHa B Opolrypara 3a Jekaps TpsiOBa aa npeaoctass HHGopManus 3a
HaMaJsIBaHE Ha J103aTa, IPEKpaTsABaHe Ha JEUEHHUETO M OUYMCTBAIIN MPOIEAYPH.

Y CTaHOBEHUSAT PUCK OT CHHEPTHYHA XEMAaTO- WM XEMAaTOTOKCHYHOCT, CBBP3aH C
KOMOWHHpaHa Teparnus ¢ Jpyro 00JIecT-MOJUPHUINPAIIO AHTUPEBMATUIHO JIEKapCTBO (HATP.
METOTpeKCaT).

Ye cpuiecTBYBa PUCK OT TEPATOTEHHOCT U ITOPAJIU TOBa TPsiOBa J1a ce N304rBa OPEMEHHOCT,
JIOKaTo TUIa3MEHHUTE HUBA Ha JIe)IyHOMU]I HE ca HAa ChOTBETHOTO HUBO. JlekapuTe u
naryeHTHTe TPsOBa Jia ca HasICHO, Y€ € Ha Pa3IoJIoKEeHUE CIIeIIHaTHa KOHCYITaTHBHA CITyK0a,
3a mpeaocTaBsHe Ha HHGopManus 3a 1a00paTOpHO MU3CIIEABAHE HA IIA3MEHOTO HUBO HA
nedTyHOMU.

PucksT oT MH(}EKINH, BKIIOUUTETHO ONMOPTIOHUCTHYHN MH(EKINN U TPOTHBOMOKA3aHUETO 32
MPUIOKEHUE TTPH UMYHOKOMIIPOMETHPAHH MAIlUEHTH.

HeoOxoaumocTTa OT chBeTBaHE Ha MAIMEHTUTE 32 3HAUUTEIIHUTE PUCKOBE, CBBP3aHH C
TepanusTa ¢ JeQIyHOMUA U CbOTBETHUTE NMpeNNa3Hi MEPKH, KOraTo W3IMO03BaT JIEKapCTBOTO.

[MputexaTensar Ha pa3penieHreTo 3a yrnorpeda (ITPY) me ocurypu He3abaBHOTO BbBEKAAHE, IO
otHomenue Ha JledyHomup ratiopharm, Ha BCHYKH TPOMEHH B po¢uiia Ha 6e301MacHOCT Ha
pedepeHTHHS JeKapCTBEH NMPOAYKT, Hanaramy npomMenu B [lnana 3a ynpasneHue Ha pucka Hin
WNudopmanusita 3a npoyKra.
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IMPHUJIOKEHHE I1I

JAHHU BBPXY OITAKOBKATA U JIMCTOBKA
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A. JAHHH BBPXY OITAKOBKATA
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JAHHH, KOUTO TPABBA JA CBbABPKA BTOPUYHATA OITAKOBKA

KaprTonena onakoBka

‘ 1. HUME HA JIEKAPCTBEHUSA ITPOAYKT

Jlepmyrnomupn ratiopharm 10 mg ¢punmupanu tabaeTku
neITyHOMHU/T

‘ 2. OBSIBSIBAHE HA AKTUBHOTO(MTE) BELIECTBO(A)

Besika ¢punMupana tadnaerka cpappika 10 mg aediayHoMu.

‘ 3. CIIMCBK HA TIOMOIIHUTE BEIIECTBA

ChpIbpika JaKkTo3a ¥ COSB JICITUTHH. BIDKTe MUCTOBKATA 3a JOIMBIHUTEIHA HH(DOpMAITHS.

‘ 4, JIEKAPCTBEHA ®OPMA 1 KOJIMYECTBO B EJIJHA OITAKOBKA

(huUIMHpaHU TaOJICTKH
30 ¢unmupanu TabIETKH
100 punmupanu TadeTKH

‘ 5. HAYYH HA MIPUJIOKEHUE U ITbT(UIA) HA BbBEXKJIAHE

[lepopanHo mpunoxeHue
Ipexn ynoTtpeba mpoyeTeTe JINCTOBKATA.

6. CIHEHUAJIHO NTPEAYHPEXIEHUE, YE JEKAPCTBEHUAT NPOAYKT TPSABBA
JA CE CBXPAHSABA HA MSICTO JAJIEYE OT IIOTJIEJA U TOCEI'A HA TELIA

I[a CC€ CbXpaHsiBa Ha MACTO, HEAOCTBITHO 3a JICa.

‘ 7. APYI'U CHEIIUAJIHU TPEAYIPEXJIEHUS, AKO E HEOBXOAUMO

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

T'onen mo:

9. CIIEIIMAJIHU YCJIOBUSA HA CbXPAHEHHUE

C’LXpaHHBaﬁTC 6YTI/IJ'IKaTa IIJIBTHO 3aTBOPCHA, 3a Ja CC NMPCAIla3n OT BJIara.
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TAX, AKO CE U3UCKBAT TAKUBA

10. CHELHUAJIHU ITPEANTASHU MEPKHU IMPU U3XBBPJIISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIIAABYHU MATEPUAJIN OT

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

ratiopharm
Graf-Arco-Stralle 3
89079 Ulm
I'epmanus

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/10/654/001 30 ¢puamupanu TabIeTKA
EU/1/10/654/002 100 ¢hunmupasu TabaeTKH

13. TAPTHUIAEH HOMEP

ITaptunen Ne

‘ 14. HAYUH HA OTITYCKAHE

‘ 15. YKA3AHUNA 3A YIIOTPEBA

‘ 16. WH®OPMAIAA HA BPAJIOBA ABBYKA

Jlepmynomup ratiopharm 10 mg

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

JByn3mepeH 0apKoJl C BKIIFOUEH YHUKAJICH UICHTU(DUKATOD

‘ 18. YHHUKAJIEH HAEHTU®UKATOP — JJAHHHU 3A YETEHE OT XOPA

PC
SN
NN
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JAHHHU, KOUTO TPABBA JA CBbABPKA ITBPBUYHATA OITAKOBKA

Bytuika

‘ 1. HUME HA JIEKAPCTBEHUSA ITPOAYKT

Jledmyrnomun ratiopharm 10 mg tabnerku
neITyHOMHU/T

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

Bcesika Tabnerka chabpika 10 mg gediryHoMu.

3. CIIMCBK HA TIOMOIIHUTE BEHIECTBA

ChpIbpika JaKkTo3a ¥ COCB JICIUTHH. BIDKTe MUCTOBKATA 32 MOMBIHUTEIHA HH(DOpMAITHS.

4, JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJIJHA OITAKOBKA

TaOJIETKH
30 TabneTku
100 tabneTku

5. HAYYH HA TIPUJIOKEHUE U TbT(UILA) HA BbBEKJIAHE

[lepopanHo mpunoxeHue
Ipexn ynoTtpeba mpoyeTeTe JINCTOBKATA.

6. CIHEHUAJIHO TPEAYHPEXIEHUE, YE JTEKAPCTBEHUAT NPOAYKT TPSABBA
JA CE CBXPAHSABA HA MSCTO JAJIEYE OT HOTJVIEJA U TOCET'A HA TELIIA

I[a CC€ CbXpaHsiBa Ha MACTO, HEAOCTBITHO 3a JICa.

‘ 7. APYI'U CHEIIUAJIHU TPEAYIIPEXJIEHUS, AKO E HEOBXOANMO

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA I'OJHOCT

T'onen mo:

9. CIIEIIMAJIHU YCJIOBUSA HA CbXPAHEHUE

C’LXpaHHBaﬁTC 6YTI/IJ'IKaTa IIJIBTHO 3aTBOPCHA, 3a Ja CC NMPCAIla3u OT BJiara.

27



10.

CIHEHUAJIHU TPEAITAZHA MEPKU ITPU U3XBBPJISTHE HA HEU3ITOJI3BBAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKUBA

11.

HUME U AJIPEC HA ITPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Ratiopharm GmbH

12.

HOMEP(A) HA PABPEIIEHUETO 3A YIIOTPEBA

EU/1/10/654/001 30 dbuamupanu TabIeTKu
EU/1/10/654/002 100 ¢hunmupasu TabIeTKH

13.

NAPTUJIEH HOMEP

ITaptunen Ne

| 14,

HAYYH HA OTITYCKAHE

| 15,

YKA3AHMA 3A YIIOTPEBA

| 16.

WH®OPMAIINSA HA BPAMJIOBA A3BYKA

YHUKAJIEH HAEHTU®UKATOP — IBYU3MEPEH BAPKO/|

YHUKAJIEH TAEHTU®UKATOP — TAHHU 3A YETEHE OT XOPA
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JAHHH, KOUTO TPABBA JA CBbABPKA BTOPUYHATA OITAKOBKA

KaprTonena onakoBka

‘ 1. HUME HA JIEKAPCTBEHUSA ITPOAYKT

Jlepmyrnomupn ratiopharm 20 mg ¢punmupanu TabaeTku
neITyHOMHU/T

‘ 2. OBSIBSIBAHE HA AKTUBHOTO(MTE) BELIECTBO(A)

Bcesika ¢punMupana tadnaetka chabpika 20 mg e yHOMHU/I.

‘ 3. CIIMCBK HA TIOMOIIHUTE BEIIECTBA

ChIbpika JaKkTo3a ¥ COCB JICIUTHH. BIDKTe MUCTOBKATA 3a JOIMBIHUTEIHA HH(DOpMAITHS.

‘ 4, JIEKAPCTBEHA ®OPMA 1 KOJIMYECTBO B EJIJHA OITAKOBKA

(huUIMHpaHU TaOJICTKH
30 ¢unmupanu TabIETKH
100 punmupanu TadeTKH

‘ 5. HAYYH HA MIPUJIOKEHUE U ITbT(UIA) HA BbBEXKJIAHE

[lepopanHo mpunoxeHue
Ipexn ynoTtpeba mpoyeTeTe JINCTOBKATA.

6. CIHEHUAJIHO NTPEAYHPEXIEHUE, YE JEKAPCTBEHUAT NPOAYKT TPSABBA
JA CE CBXPAHSABA HA MSICTO JAJIEYE OT IIOTJVIEJA U TOCEI'A HA TELIIA

I[a CC€ CbXpaHsaBa Ha MACTO, HEAOCTBITHO 3a JCHaA.

‘ 7. APYI'U CHEIIUAJIHU TPEAYIPEXJIEHUS, AKO E HEOBXOAUMO

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

T'onen mo:

9. CIIEIIMAJIHU YCJIOBUSA HA CbXPAHEHHUE

C’LXpaHHBaﬁTC 6YTI/IJ'IKaTa IIJIBTHO 3aTBOPCHA, 3a Ja CC NMPCAIla3u OT BJiara.
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TAX, AKO CE U3UCKBAT TAKUBA

10. CHELHUAJIHU ITPEANTASHU MEPKHU IMPU U3XBBHPJISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIIAABYHU MATEPUAJIN OT

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

ratiopharm
Graf-Arco-Stralle 3
89079 Ulm
I'epmanus

12.  HOMEP(A) HA PASPEHIEHHUETO 3A YIIOTPEBA

EU/1/10/654/003 30 ¢puamupanu TaOIeTKA
EU/1/10/654/004 100 ¢hunmupasu TabaeTKH

13. TAPTHUIAEH HOMEP

ITaptunen Ne

‘ 14. HAYUH HA OTITYCKAHE

‘ 15. YKA3AHUNA 3A YIIOTPEBA

‘ 16. WH®OPMAIAA HA BPAJIOBA ABBYKA

Jlepmynomup ratiopharm 20 mg

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

JByn3mepeH 0apKoJl C BKIIFOUEH YHUKAJICH UICHTU(DUKATOD

‘ 18. YHHUKAJIEH HAEHTU®UKATOP — JJAHHHU 3A YETEHE OT XOPA

PC
SN
NN
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JAHHHU, KOUTO TPABBA A CBbABPKA ITBPBUYHATA OITAKOBKA

Bytuika

‘ 1. HUME HA JIEKAPCTBEHUSA ITPOAYKT

Jlepmyrnomupn ratiopharm 20 mg tabnerkn
neITyHOMHU/T

‘ 2. OBSIBSIBAHE HA AKTUBHOTO(MTE) BELIECTBO(A)

Besika Tabnerka chabpika 20 mg gedryHOMUI.

3. CIIMCBK HA TIOMOIIHUTE BEHIECTBA

ChpIbpika JaKkTo3a ¥ COCB JICITUTHH. BIOKTe MUCTOBKATA 3a MOIMBIHUTEIHA HH(DOpMAITHS.

4, JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJIJHA OITAKOBKA

TaOJIETKH
30 TabneTku
100 tabneTku

5. HAYYH HA MIPUJIOKEHUE U ITbT(UILA) HA BbBEXKJIAHE

[lepopanHo mpunoxeHue
IIpexn ynotpeba mpoyeTeTe JINCTOBKATA.

6. CIHEHUAJIHO TPEAYHPEXIEHUE, YE JTEKAPCTBEHUAT NPOAYKT TPSABBA
JA CE CBXPAHSABA HA MSCTO JAJIEYE OT HOTJVIEJA U TOCET'A HA TELIIA

I[a CC€ CbXpaHsiBa Ha MACTO, HEAOCTBITHO 3a JICa.

‘ 7. APYI'U CHEIUAJIHU NPEAYIIPEXJIEHUSA, AKO E HEOBXOAUMO

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

T'onen mo:

9. CIIEIIMAJIHU YCJIOBUSA HA CbXPAHEHUE

C’LXpaHHBaﬁTC 6YTI/IJ'IKaTa IIJIBTHO 3aTBOPCHA, 3a Ja CC NMPCAIla3u OT BJiara.
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10.

CIHEHUAJIHU TPEAITAZHA MEPKU ITPU U3XBBPJIISIHE HA HEU3ITOJI3BBAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIHAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKUBA

11.

HUME U AJIPEC HA ITPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Ratiopharm GmbH

12.

HOMEP(A) HA PABPEIIEHUETO 3A YIIOTPEBA

EU/1/10/654/003 30 dbuamupanu TabIeTKH
EU/1/10/654/004 100 ¢hunmupasu TabaeTKH

13.

NAPTUJIEH HOMEP

ITaptunen Ne

| 14,

HAYYH HA OTITYCKAHE

| 15,

YKA3AHMA 3A YIIOTPEBA

| 16.

WH®OPMAIINSA HA BPAMJIOBA A3BYKA

YHUKAJIEH HAEHTU®UKATOP — IBYU3MEPEH BAPKO/|

YHUKAJIEH WAEHTU®UKATOP — TAHHU 3A YETEHE OT XOPA
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Bb. JHUCTOBKA
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JlucroBka: undopmanusi 3a NoTpeduTeNA

Jlepaaynomupa ratiopharm 10 mg puamupanu TadieTku
nedaynomuz (leflunomide)

IIpouereTe BHUMATEIHO ISIJIATA JJMCTOBKA, IPEH /12 3all0YHETe Ja pueMaTte TOBA JIeKapcTBo,
ThH KaTo T ChbAbPsKa BaxkHa 3a Bac nadopmanus.

. 3anazere Ta3u JUCTOBKA. MoOXe /1a ce HANOXKU J1a 51 IPOYETETE OTHOBO.

. AKO uMaTe HIKaKBU JIOIBIHUTEIHH BBIIPOCH, onuTaiTe Bamus nekap, papmanent nin
MEIMIIMHCKA CECTpa.

. ToBa nekapcTBo € npennucano 1uyHo Ha Bac. He ro mpeorcThnBaiite Ha apyru xopa. To Moxke
Jla UM HaBpeIIM, HE3aBUCHMO Y€ MPU3HAILIMTE Ha TAXHOTO 3a00JIsBaHe ca ChIIUTE KaTo Baiure.

° AKO TOJTyuuTe HAKAKBU HEXKEJIaHU peaKiny, yBeaoMeTe Bamus siekap, GpapmarieBt nim

MEIUIMHCKA cecTpa. ToBa BKIIFOUBA M BCUYKH Bh3MOKHH HEXXEJIaHH PEaKI[H, HEOIMCAHH B
Tas3y JTUCTOBKA. BikTe Touka 4.

KakBo cbIbp:ka Ta3u JUCTOBKA

KaxBo npencrasisisa Jledrynomuz ratiopharm u 3a kakBo ce U3IoJ3Ba
Kaxkso Tpsi0Ba na 3Haere, npenu na npuemete JledmyHnomun ratiopharm
Kaxk na npuemare Jledynomun ratiopharm

BBb3MOXHU HEXENaHHU PeaKInu

Kaxk na cexpansiBate Jledynomun ratiopharm

ChbabpxaHre Ha ONIAaKOBKATa M JOMBIHUTEIHA HHPOpMALIUs

ogkrwnE

1.  Kakso npeacraBiasiBa Jleguaynomun ratiopharm u 3a kakBo ce n3nosi3Ba

Jledmynomus ratiopharm ceabprka akTHBHOTO BELIECTBO JIe(hIYHOMHT, KOCTO MPHHAUICKH KbM
rpyna JeKapcTBa, Hape4eH! aHTHPEBMAaTUYHH JIEKapCTBA.

Jledmynomup ratiopharm ce usmnos3Ba 3a JieueHHE Ha Bb3PACTHHU MAIMEHTH C aKTUBEH PEBMATOHU/ICH
apTPUT WIM aKTUBEH IICOPUATHYEH apTPHUT.

CumnroMuTe Ha PEBMATONACH apTPUT BKIIOYBAT BB3MAJICHUE Ha CTAaBUTEC, ITOAYBAHE, 3aTPYAHEHO
JABHKCHHC U OoJIKa. I[pyrn CHUMIITOMH, KOUTO 3aciarat Oi4JI0TO TAJIO BKIIFOYBAT 3ary6a Ha ariCTuT,
IMOBHUIIICHA TEMIICpATypa, 3ary6a Ha CHCPIrud U aHEMUSA (J'II/IHCEI Ha YCPBCHU KPBBHU KJ'IGTKI/I).

CUMIITOMUTE Ha aKTUBEH TNICOPHUATUYCH apPTPUT BKIIHOYBAT BBH3IAJICHUEC HA CTAaBUTE, IIOAYBAHE,
3aTpYAHCHO ABUXXCHUC, OoJKa U Y4acCThIM Ha 3a4YCPBCHA, JIFOLICIA CC KOXKa (KO)KHI/I I/I3M€HCHI/I$I).

2. Kakso Tpsi6Ba 1a 3Haete, npeau aa npuemere Jledguynomuna ratiopharm

He npuemaiite Jedpaaynomua ratiopharm

. aKo HSKOTa CTe UMaJIU aJIePruYHa peakuus KbM 1edayHoMuI (0COOCHO cepruo3Ha KOKHA
peaxiys, 4ecTo NPUIpPYKEHa ¢ MOBUILEHA TEMIIEPaTypa, CTABHU OOJIKH, YEPBEHU II€THA 110
KO’KaTa MM MEXypH, Harp. cuHIpoM Ha CTHBBHC-/[)KOHCHH), KbM (PCTBIIM HIIH COSI, WIIX KbM
HSKOSI OT OCTAaHAJIUTE ChCTAaBKU Ha TOBA JICKAPCTBO (M30pOeHH B TouKa 6), Min ako cTe
AJepTUIHY KbM Tepru(ITyHOMU/T (M3I0JI3BAH 32 JICUCHNE Ha MHOKECTBEHA CKIIEPO3a),

aKo MMaTe HIKAKBH YePHOAPOOHH MpodJieMH,

aKo MMaTe YMEpEeHHU J0 TeKKH 0bOpedHH nmpoodiaemMu,

aKo MMaTe CHJIHO MTOHIKEHNE Ha 0eJThIMTE B KPbBTA (XUIIONPOTENHEMHS),

aKo CTpajaTe OT HAKAKBB MPOOJIeM, KOMTO 3acsira umyHHaTa Bu cucrema (nanpumep CITNH),
aKo MMaTe HIKaKbB MPoOJIeM C KOCTHHS MO3BK WIIH aKO UMaTe HUCHK Opoil YepBeHH, Wil Oenn
KPBBHHU KJIETKU B KPBBTA, WM HaMaJieH Opoil TPOMOOLITH B KPBBTA,

o aKo CTpajare OT cepro3Ha MHGeKus,
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L aKo CTC 6peMeHHa, cCMATATE 4€ MOXKE aa CTC 6pCMeHHa HJIN KbPpMMUTC.

Ilpenynpe:xneHus U npeanasHu MepKU
T OBOPCTC C Bammsa JICKap, (bapMa].ICBT WM MCAUIIMHCKA CeCTpa, IMpCau Aa IMPUEMETC .He(l)J'IYHOMI/I,Z[
ratiopharm

o ako cte OoJeayBalii OT Bb3NajeHne Ha Oesust Apod (MHTepcTHInamHa OenoapoOHa
6outecr).
o aKo HSKOTa CTe UMaJIH Ty0epKYyJI03a WM CTe OWIN B OJIM3bK KOHTAKT C HAKOM, KOWTO MMa

WK € uMall TyOepKyJs103a. Bamust iekap Moske Jia HalrpaBy U3CIIe/IBaHMs, 3a Jia IIPOBEPH
Jlai ©MaTe TyOepKyJ103a.

o aKo CTE Mb3K U HCKaTe Jia cTaneTe Oaima. Thil KaTo He MOKe 1a Ce U3KITIOYH BEPOSTHOCTTA
3a npeMuHaBane Ha JledayHomuz ratiopharm B ciepmara, TpsiOBa /1a ce U3IM0JI3Ba CUTYPHA
KOHTpAIIEIIIH 110 BpeMe Ha jeueHueto ¢ Jlegurynomua ratiopharm. Mbikete, xenaemm aa
ObaaT Gamu, TpsIOBa 1a ce 0OBPHAT KbM CBOSI JIEKap, KOMTO MOXe Jia TH MOChBETBA J1a CIIpaT
npueManeto Ha JledmyHomu ratiopharm u a B3eMaT HSIKOH JIEKapCTBa, 3a Ja OTCTPAHST
Jledmyrnomuz ratiopharm 6sp30 1 B qocTaThuHa CTENEH OT opranu3Ma cu. 1lle e
HeoOxouMo 1a Bu ce HanpaBu M3cieIBaHe Ha KPBBTa, 3a J1a ce MOTBbPIH, ue JledayHomua
ratiopharm e orcTpaHeH B I0CTaThuHa CTENEH OT Bariust oprann3bsm u ciies ToBa Bue
Tpsi0Ba /1a M3YaKaTe Hai-MaJKo ole 3 Mecela npe/iu Jia Ce ONUTBATE Jia Ch3/aBare Jela.

. ako TpsiOBa na Bu ce HanpaBy onpe/esieH BU/ U3CjaeBaHe HA KPHBTA (HUBO HA KAJIIMIA).
BB3MOKHO € H3MepBaHETO J1a MOKaXke (alliiBO HUCKH HUBA Ha KaJIHi.
. ako Bu npencTou Uiy cTe npeTbpIenay CKOPOIIHA TeXKKa OIepalus WU ako BCE OLIe

MMaTe He3apacHasa paHa cien onepamus. Jledayrnomun ratiopharm moxe na 6b1¢e
OpHYKHA 3@ TPYIHO 3a3/paBsiBaHe HA PAHHTE.

JlepmyHnomuza ratiopharm mosxe moHsIKOTa Jia MPUYHHH HIKOH TPOOJIEMH Ha KPBBTa, YEPHHS P00
Oenure 1poOOBE, WM HEPBUTE HA PBLETE U KpakaTta. Moske ChILO Ja NPUIMHU CEPUO3HU AlIEePrUuHI
peakuy, (BKIIOUUTEITHO JIEKAPCTBEHA peakius ¢ eosnHodmus 1 cuctemMuu cumnromu [DRESS]),
WIN 12 YBEIWYM PUCKA OT TeXKa HHGeKkus. 3a noseue nHpopmanys 3a ToBa, MOJIs, IPOUYETETe
Touka 4 (Bp3MOXKHE HEXXETTaH! PEaKITHH).

DRESS ce nosiBsiBa mbpBOHaYaTHO KaTO TPUIIONOIO0HA CUMIITOMU B OOPHB MO JIUIETO, CIIEA TOBa
o01munpeH 0OpUB ¢ BUCOKA TEMIIEpATypa, OBUILICHU HIBA HA YEPHOAPOOHHUTE €H3UMH IIPH U3CIIECIBAHE
Ha KpbBTa, IOBUILIABAHE Ha €AMH B OeNK KPbBHU KIETKH (€03MHOMMINS) U YBEITUYCHU TUMPHH
BB3JIH.

BamusT nexap e u3BbpIBa KPHBHHU U3CJIeABaHUS PEIOBHO, MPEIN U 110 BpeMe Ha JIEYEHUETO C
Jledmynomuy ratiopharm, 3a mga npocienssa kpbBaUTE Bu KieTku U yepHus Apo06. Bamnmsr nexap
CBIIO TaKa IIe MPOBEPsiBa KPBBHOTO BH Haysrane pefoBHO, Thit kKato JledyHomuz ratiopharm mosxe
Jla IPUYMHY TIOBUIIIABaHE HA KPHBHOTO HAJISATAHE.

T'oBopere ¢ Bamus siekap, ako umate HeoOsSCHIMA XpOHHYHA Tuapus. Bamwust nekap Moxe n1a
M3BBPIIN JOMBJIHATESIIHN U3CIIeABAHUS 3a NuepeHIIMaIHA IUarHo3a.

VYBenomere Barmms nekap, ako pa3BreTe KOyKHa si3Ba 1o Bpeme Ha sieuenue ¢ Leflunomide ratiopharm
(BWKTE CHIO TOUKA 4).

Jeua u roHoumu

Jleparynomupa ratiopharm ne ce npenopbuBa 3a ynorpe6a npu ena u I0HOIIH HA Bb3PacT MO/
18 roqunu.

Jpyru aexkapcrBa u Jedaynomun ratiopharm

Tpsab6Ba na kaxere Ha Bamms nexap wim gapmanesT, ako puemMare, HaCKOpPO CTe PUEMaTH WU €

BB3MOXKHO Jla IpUeMaTe Jpyry jJekapcTsa. ToBa BKIIIOUBA U JIEKApCTBa, OTIIyCKaHU Oe3 pelenTa.

ToBa e 0coOeHO BaXKHO, aKO npueMarte:
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- JIPYTH JIEKapCTBa 32 peBMAaTOM/IeH apTPUT KaTO aHTUMAJIAPUIHU JIEKapCcTBa (HAMp. XJIOPOXUH
Y XUJPOKCUXIIOPOXHUH), 371aTO, MPHIIOKEHO HHTPAMYCKYJTHO WIIH TIepopaiHo, D-eHurinamMuH,
a3aTUOIPHUH U APYTH UMYHOCYIIPECUBHU JIeKapcTBa (HAIp. METOTPEKCAT), Thil KATO TE3H
KOMOWHAIIMY HE Ca MPENOPhUNTEITHH,

- BapdapuH U JpyTH MEepOpaHu JIEKapCTBa, U3MOI3BAHU 3a pa3pexk/IaHe Ha KPbBTA, ThH Kato e
HE00XO0AMMO HaOJII0IeHNE, 3a 1a C€ HAaMaJId PUCKBT OT T0sBa HA HEeXKEJIaH! PEeaKIiy Ha TOBa
JIEKapCTBO

- TepuQIIyHOMU/I 32 MHOKECTBEHA CKIIEPO3a

- penariuHu, THOTIUTA30H, HATETJIMHU/L WA PO3UTIIMTA30H 32 TUa0eT

- JAyHOPYOUITINH, TOKCOPYOHUIIMH, TAKIUTAKCEN WM TOTIOTEKaH 3a pak

- IyJTIOKCETHH 32 AETIPecHsi, THKOHTHHEHIIH Ha yprUHaTa Wi Ob0peuHo 3a00sBaHe pH
TUa0eTHIN

- AJIOCETPOH 3a JICUCHUE Ha TEXKKA TUapus

- TEO(HUIINH 32 acTMa

- TU3aHUVH, MYCKYJICH PEJIaKCaHT

- OpaJTHA KOHTPAIENTHBH (ChIbPKAIIY ETHHUIECTPAINOI 1 IEBOHOPTECTPEI)

- nedaxiop, OeH3WIMMeHHIHINH (MeHAIIIAH G), MAMPOQIIOKCANH 32 HHPEKITHH

- HWHIOMETAITH, KETOTpodeH 3a 00IKa WIN Bh3IMaJICHIE

- (hypocemut 3a CbpACUHO 3a00JsBaHE (TUYPETHUK, OTBOHSIBAIIO JIEKAPCTBO)

- 3unoByuH 3a HIV undexius

- pO3yBacTaTHH, CHMBACTaTHH, aTOPBACTATHH, MTPABACTATHH 33 XUIIEPXOJIECTEPOIEMUs (BUCOK
XO0JIECTEPOI)

- cyndacaia3vH 3a Bb3MAIUTETHO 3200 IsIBaHE HA YepBaTa WIH PEBMATOUICH apTPUT

- JIEKApCTBO, HApPe4YeHO KOoJeCTUPAMUH (M3M0JI3BAHO 32 HAMAaJIIBaHe HA BUCOKUS
X0J1eCTEePOJI) WM AaKTHUBEH BbIJIEH, Thif KATO TE3W JIEKApCTBA MOTAT J]a HAMAJISIT
konmuectBoTo JlehmyHomus ratiopharm, koeTo ce moema ot opranHusma.

AKo Bede TIpreMaTe HeCTeEPOMIHU NPOoTUBOBB3naauTeHu cpeacrsa (HCIIBC) w/mumm
KOPTHKOCTEPOM/IM, MOXKETE J1a IPOABIDKUTE J1a TH B3EMaTe CIIe/I 3aI0YBaHEe Ha JIEYEHUETO C
Jlepmynomu ratiopharm.

Bakcunanun

AKko TpsOBa j1a ObJIeTe BAKCHHUPaHHU, TIonuTaiTe Bamms nexap 3a chBeT. Onpe/elieHn BaKCHHAIIMK HE
TpsiOBa Ja ce mpuiiarat qokaro mpuemare Jledmynomun ratiopharm u ussecTHo Bpeme ciiesl CriupaHe
Ha JIEYEHHETO.

Jlepaynomupn ratiopharm c¢ xpana, HaMUTKH U AJTKOXOJT

Jlepmyrnomu ratiopharm moske f1a ce mprueMa ChC WK Oe3 XpaHa.

He ce mpenopbuBa a ce KOHCYMHpa aJIKOXOJ [0 Bpeme Ha JieueHue ¢ JledmyHomu ratiopharm.
Koncymarmsita Ha ankoxou qokaro npuemate Jledmynomu ratiopharm moxe 1a yBenudu prcka ot
yBpeXKIaHe Ha YepHUsI Jpo0.

BpemeHHOCT M KbpMeHe

He npuemaiite JlepmyHomun ratiopharm, ako cre miu cMsTate, ye MOKe Ja cTe GpeMeHHa. AKO cTe
OpeMeHHa, WM 3abpemeHeete, 1okaro npremare Jledaynomua ratiopharm, pucksT ot paxkaane Ha
0e0e chC cepno3HU BpoAeHH JedeKTu e moBuileH. JKeHure ¢ AeTepoaeH noTeHuai He TpsioBa 1a
npuemart JledmyHomusa ratiopharm 6e3 na u3mnon3Bat HaaSKIHA MEPKH 3a MPEANa3BaHe OT
3a0peMeHsIBaHe.

TpsiOBa na kaxkeTe Ha Bamms jgexap, ako Bb3HaMepsBaTe 1a 3abpeMeHeeTe clie] ClupaHe Ha
neuenneto ¢ Jledmyrnomua ratiopharm, Thii KaTo € HEOOXOIUMO J1a ce YBEPHUTE, Y€ He ca OCTaHAIIN
cieau ot JlemyHomun ratiopharm B opranusma Bu ripeu a mpaBUTe OMKUTH 3a 3a0peMEHSIBaHE.
ToBa Moxe ga oTHeMe A0 2 roauHu. ToBa U34aKBaHE MOXKE J1a CE ChbKPATH O HIKOJIKO CEAMUIM YpE3
NPUEMaHEeTO Ha JIEKapCTBa, KOMTO YCKOPSIBAT OTCTpaHsBaHeTo Ha JledmyHomun ratiopharm ot Bamrust
OPTaHU3bM.
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B®B BcHukH criydyan TpsiOBa Aa ObJie MOTBBPCHO Ype3 KphBHU HU3cieqBanus, ue Jlegmynomun
ratiopharm e orcTpaneHa B JOCTaTh4HA CTENEH OT Barms opranu3bM, kato Bue TpsiOBa 1a u3uakare
Hal-MaJKo OIle eANH Mecell Mpean Aa 3a0peMeHeeTe.

3a nombIHATEIHA HHpOPpMALKS 33 1a00paTOPHOTO M3CICABAHE, MOJIs, 00BPHETE ce KbM Barus
neKap.

Axo uMaTe CbMHEHHE, Ye CTe 3a0peMeHsIa 1o BpeMe Ha jiedenuero ¢ Jlepuynomun ratiopharm wiu
mpe3 2-Te TOAMHM CJIe]l HETOBOTO CITMpaHe, TpsOBa He3a0aBHO Ja ce CBbpKeTe ¢ Bammsa nexap 3a Tect
3a OpemenHocT. [Ipu nonoxureneH tect 3a OpemeHHoOCT Bammsat nexap moxe aa Bu npennoxu
JIeYeHHE C OTPEICIICHH JIeKapCTBa 3a oTCTpaHsBaHe Ha JleduyHomua ratiopharm 6sp30 u B
JOCTaTh4HA CTETCH OT Oprann3Ma Bu, ThI KaTo TOBa MO Jla HaMalli prcka 3a Baiero 6ebe.

He npuemaiite JlepayHomuna ratiopharm mo Bpeme Ha KbpMeHe, Thii KaTo JiedTyHOMU]] IpEeMUHABa B
KbpMara.

Ilodupane u padora ¢ MALLIUHU

Jlemynomup ratiopharm mosxxe na Bu Hakapa J1a ce modyBcTBaTe 3aMasiHi, KOETO MOXKE J1a HapyIIIH
cniocoOHocTTa BU 3a KoHIIEHTpanus 1 pearupane. Ako ToBa Bu ce ciyun He miodupaiite u He
M3I0J13BaliTe MaLLIMHH.

Jledurynomupa ratiopharm cbabpika jJakrosa
Axo Bammsr nekap Bu e kazai, ye nMaTe HEIOHOCHMOCT KbM HAKOHU 3aXapH, KOHCYJITHpANTE Ce ¢
HETO MPEJIH J1a B3EMETE TOBA JIEKAPCTBO.

Jledpaynomun ratiopharm cbabp:xa HaTpuUii
ToBa nexapcTBO ChABPrKa Mo-Masko oT 1| mmol Hatpwii (23 mg) Ha punMupana TabieTka, T.e. MOXKe
Jla ce Kake, ye MIPAKTUUECKU HE ChIbprKa HaTPUH.

Jlepaynomun ratiopharm cbabpika coeB JeuuTHH
AKO cTe anepriuvHu KbM (BCTBIH HITH COSI, HE IPHEeMaiiTe TOBa JIEKapCTBO.

3. Kak na npuemare Jlegurynomun ratiopharm

BuHaru npuemaiite TOBa JICKAPCTBO TOYHO KakTo Bu e ka3an Bammwst jgekap win ¢apmanesT. AKO He
CTe CHUTYpHH B HEIO, MonuTaiiTe Bamms nexap wimn hapmarenT.

Oo6wnyaiinaTa mbpBOHAYaNHa 103a Ha Jledmynomus ratiopharm e exna tadbnerka ot 100 mg equH nbT

JHEBHO Tpe3 mbpBUTe Tpu AHA. Cie TOBa MOBEYETO MAIMEeHTH Ce HYXKIasAT OT /1032 OT:

. 3a pemarouseH aptput: 10 wim 20 mg Jledaynomuz ratiopharm BeaHbx THEBHO, B
3aBHCHMOCT OT T€XECTTa Ha 3a00JIBaHETO.

. 3a ncopuatnueH aptput: 20 mg Jledmynomuz ratiopharm Begabx JHEBHO.

IMorabmiaiire TabaeTkaTa usijia 1 ¢ MHOI'O Boaa.

Tps0Ba 1a MUHAT Hal-MaJIKO 4 CEIMHIIM OT 3aII0YBAHETO Ha JICYUCHUETO 32 JIa IOYYCTBYBATE
nogoOpenue BB Bamero cberosiHue. Hikon manmeHTH Moxke J0pH Ja TOJIydar Mo-TOJIIMO
nonobpenwe cien 4 10 6 Mecena OT JEUYESHUETO.

Mo npunimn JledayHomuz ratiopharm ce npuema nbiaro Bpeme.

AKO cTe IpHeJIH MoBeye 0T HeoOxoaumara ao3a Jledaynomun ratiopharm
Axo npuemMeTe noBeye ot HeoOxoauMmara 1o3a JlegayHomup ratiopharm, oosprete ce kbM Bars
JIeKap WU MOThpPCceTe APYT MEAULIMHCKH ChBET. AKO € B3MOXHO B3eMETe ChC cebe cH TablIeTKuTe

HJIN KYTHUATA, 3a 1d T ITOKAXKCTC HA JICKAP:.

Ako cTe nponycHaiu 1a npuemete Jleduynomun ratiopharm
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AKo 3a0bpaBuTe 1a B3EMETE €/IHa /1033, B3EMETE s BEAHAra clie/l KaTo CH CHOMHHUTE, OCBEH aKo HE €
HaOJIMDKHAIIO BpEMETO, KOraTo TPpsIOBa Ja mprueMeTe ciieBamara g03a. He B3emaiiTe nBoiiHa 703a, 3a 1a
KOMIIEHCHpaTe NpoIycHaTaTa J103a.

AKO UMaTe HIKAKBU JIOIBIHUTEITHH BBIIPOCH, CBBP3aHH ¢ yoTpedara Ha TOBa JIEKapCTBO, MOMHUTANTEe
Bamms nekap, ¢papMarieBT WM MEAUIIMHCKA CECTPA.

4, Bb3MOKHH HeKeJTaHu peakuuuun

Kakro Bcuuku JICKApCTBa, TOBA JICKAPCTBO MOXKE 1a MPEAN3BUKA HCIKCIAaHU PECAKIIUH, BBIIPECKU Y€ HC
BCCKM I' ITOJTy4aBa.

TpsioBa na kaxxere Ha Bamms nekap He3abaBHO 1 criperte Ja B3emare JlemyHomus ratiopharm:

. aKo TIOJTYYHTe cI1a00CT, TOUyBCTBATE CE 3aMasH U By npuMaree win umaTe 3aTpyJAHEHO
JMIIaHe, Thil KaTO TOBA MOTaT Ja OBJaT MPU3HAIM HA CEPHO3HA aJIepTUYHa PeaKIvs,
. aKo TIOJTYYHTE KOKeH O0PUB WM A3BH B yCTaTa, Thi KAaTO TE MOXKE J]a ca TIPOsBA HA TEXKKH,

MOHSKOTA )KUBOTO3aCTpaIlaBally peakiiuy (Hamp. cuaapoM Ha CTuBBHC-/[P)KOHCHH, TOKCHYHA
enuepMaliHa HeKpoJIn3a, epuremMa MyntudopMme, JIeKapcTBeHA PeaKIHs ¢ €O3MHOPIITUS 1
cucremun cumnromu [DRESS]), BmxkTre TOUuKa 2.

TpsiOBa ma kaxxeTe Ha Bamms jnexap He3abaBHO, aKo:

o Koxata Bu crane Osena, u3nuTBare ymopa, Uiy MojlydyaBaTe CHHMHH, Thi KaTo T€ MOXe Jia
ca MPHU3HAK Ha HAapYyIIEHUs Ha KPbBTA, IPUYMHEHHU OT HApyLICH OajlaHC Ha Pa3lTUYHUTE BUIOBE
KPBBHH KJIETKH, KOUTO ChCTaBsAT KPbBTa

o M3MMTBaTE YMOPa, KOpeMHa §0JIKa WIH TOIYYUTE HKBJITEHHIA (KBJITO OLBETABAaHE HA OUNUTE
WIN KOKaTa), Thi KaTO T€ MOXKeE Ja ca IIPU3HAK Ha CEPUO3HU ChCTOSHUS KaTo YepHOAPOOHa
HEJOCTHYHOCT, KOSATO MOXe 1a Obae daTtanHa,

. MOJIYy4YHUTE HAKAKBH CUMIITOMHU Ha HH(EeKIHUs KaTO NOBUILEHA TeMIlepaTypa, Bb3NAJIeHO
rBPJIO WM KALLIUIA, 3aI0TO TOBA JICKAPCTBO MOXKE /14 YBEJINYH PUCKA OT TEXKKa WHPEKIHS,
KOSITO MOXKe J1a Ob/Ie )KHBOTO3acTpallaBala,

. MOJTyYUTE KANUINIA WM MPO0JIeMU ¢ TUIIAHETO, Thii KaTO TOBA MOXKE J]a 03HAYaBa MPOOJIEMU
¢ Genus 1pob (MHTEpCTHIHANHA 6eToapoOHa 60IeCT WIH 6eIoapoOHa XUIIEPTOHMS),
. HEOOMYafHO M3TPhITBaHe, caboCT WK 0OJIKa B PHIETE MK CThIIajaTa, Thil KATO TOBA MOXE J1a

€ MPHU3HAK Ha MPOoOJieMH ¢ HepBUTE (epudepHa HEBPOTIATHS).

YecTH HexkeJIaHU peakuy (Moxe 1a 3acerHat 10 1 va 10 xyum)

c1abo HaMansBaHe Ha Oposl Ha OeNuTe KPbBHH KIETKH (JIEBKOTICHMS),
JIEKH aJepTUYHU PeaKiny,

3ary0a Ha aleTHT, 3ary0a Ha Terjio (0OMKHOBEHO HE3HAYUTEIHO),
yMopa (acTeHus),

riaBoOoine, 3aMariBaHe,

HEOOMYaHN KOKHH yCEIIaHHsI KaTo N3TPhIBaHe (MapecTesus),

JIEKO MOBHIIIaBaHE HA KPBBHOTO HaJsITaHe,

KOJIUT,

apusi,

rajieHe, IOBpBIIAHE,

BB3MAJIICHUE HA ycTaTa WM SI3BH B ycTaTa,

KopeMHa 60Jika,

TIOBHUIIICHUE MTPH HAKOU PE3yNTATH OT YePHOJAPOOHH TECTOBE,

YBEIMUEH KOCOMaI,

eK3eMa, cyxa Koxka, OOpHUB, ChbpOexK,

TeHIUHUT (00JIKa, MPUYMHEHA OT Bh3MaJieHne Ha MeMOpaHuTe, 0OBHUBAIIN CYXOXKUIIUSATA,
OOMKHOBEHO Ha KpakaTa WX pbleTe),

MOBHILIABAHE HA OTPECICHH CH3UMHU B KPbBTa (KpeatuH GochokrHasza),
o npoOJeMu ¢ HEpBUTE Ha PBLIETE WK KpakaTa (repudepHa HEBPOTIaTHs).
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HeuecTn HexkesnaHu peakiuuu (Mozxe 1a 3acerHar o 1 g0 100 xyum)

. HaMajeHue Ha Oposi Ha YePBEHUTE KPHBHY KJICTKH (aHEMHsI) 1 HaMaJIeHHE Ha Opos Ha
TPOMOOIIUTUTE B KPHBTA (TPOMOOITUTOTICHHUS ),

HaMaJicHUEe Ha HUBOTO Ha KaJWs B KPBHBTA,

TPEBOXKHOCT,

BKYCOBM HapyIICHHUS,

ypTuKapus (KOIpHUBHA TPECKa),

CKBbCBaHE Ha CYXOXKUIIHE,

MOBHILIABaHE HA HUBOTO Ha JMIHIUTE B KPBhBTA (X0JIECTEPOI U TPUTIIULICPUIIH ),
MOHMKaBaHE Ha HUBOTO Ha GocdaTuTe B KPbBTA.

Penxn Hexkesanu peakuun (Mozxe 1a 3acerHat 10 1 va 1 000 qymm)

. yBeJMUEHHNE Ha OpOos HAa KPhBHHUTE KIIETKH, HApEeUYEeHN €03MHOPMIH (€03WHODMIINS); IEKO
HaMaJieHHe Ha Opost Ha OenuTe KPhBHU KIICTKH (JICBKOIIEHH); HaMaJeHHe Ha OpOsl Ha BCUUKU
KPBBHU KJIETKH (TIAHIIUTOTICHUS),

. 3HAYHTEITHO TIOBUIIICHUE HA KPHBHO HANSTaHE,
° Bb3MajieHue Ha Oenus qpob (MHTepCcTUIMaTHa OeoapodHa 6oect),
. MOBHIIICHUE MIPH HAKOH PE3yNTAaTH OT YePHOAPOOHHU TECTOBE, KOMTO MOTAT Ja JOBE/AT JI0

CCPUO3HU 3a6OHHBaHI/IH KaTo XCIIaTUT U XXKBJITCHHUIIA,
TeXKa MHQEKIH, HAPEUSHH CETCHUC, KOSTO MOXKe J1a ObaaT (aranHa,
. TIOBUIIIABaHE HA OTIPE/ICTICHN €H3MMH B KPBBTA (JIAKTAT AEXHUIPOTeHasa).

MHoOro peaku HexeJaHu peakuun (Moske aa 3acernar 10 1 Ha 10 000 xyun)

. M3pa3eHo HaMaJleHHe Ha Opos Ha HAKOM Oely KPhBHU KIIETKH (arpaHyIONHUTO3a),
TEKKU M TIOTEHIIMATHO TE)XKU aJIepTUYHH PEaKIny,

o BB3MaJICHNE Ha KPHbBOHOCHHU ChI0BE (BaCKYJINT, BKIIOYUTEITHO KOXKEH HEKPOTHU3HPALI
BacKyJIuT),
BB3NAJICHHE HA TTaHKpeaca (TTaHKpeaTHT),

. TEKKO YEPHOPOOHO YBpEXkKAaHe KaTo YEPHOIPOOHA HEOCTATHYHOCT WIIN HEKPO3a, KOUTO
Morar ja ObjaT (aranau,

. TEXKH, IOHSIKOTa KUBOTO3aCTpallaBaliy peakuuu (cuHapoM Ha CTUBBHC-/[)KOHCHH, TOKCHYHA

enuepMaliHa HEeKpoJin3a, epureMa MynTadopmMe).

Jpyru HeXenaHu peakuy KaTo ObOpeyHa HeloCTaThYHOCT, HAMaJICHHE Ha HUBOTO Ha MUKOYHA
KHCEJIMHA B KPBBTA, OCIIOAPOOHA XUTICPTOHUS, OE3II0OUE TIPH MBXKETe (KOETO € 00paTUMO, KOTaTo ce
CIIpe JICYEHHETO C TOBA JIEKAPCTBO), KOXKEH JIYIyC (XapaKTepu3upall ce ¢ 00pHB/3auepBsiBaHe Ha
KOXKHU Y4aCTbLIM, KOUTO Ca M3JI0KEHH Ha CBETJIMHA) IICOpUa3Kc (HOBOMOABMII C€ WM BJIOMIABAI CE),
DRESS u koxxHa s13Ba (KpbIJla, OTBOpEHa paHa Ha KOKaTa, Ipe3 KOSTO MOrar /1a ce BUAAT
MOJIeXKAIIITE THKAHH), CHIIIO MOTAT JIa CE MOSIBSIT C HEM3BECTHA YECTOTA.

Cpho01IaBaHe HA HEKEJIAHU PeaKI U

AKO TIOTyYUTe HIKAKBU HEXEJIaHU JIEKAPCTBCHH PEAKIMU, yBeqoMeTe Barms nekap win hapMaieBT.
ToBa BKIIIOUBAa BCUUKH Bb3MOXKHHU HEOMUCAHU B Ta3M JINCTOBKA HEXKEJIaHU peakiuu. MoxkeTe ChIIo aa
CHOOIINTE HEXKEIAHU PEeaKIMU JUPEKTHO Ype3 HAI[MOHAIHATA CHCTEMa 3a ChOOIaBaHe, II0COUCHa B
[punoxxernne V. Kato cho0I11aBate HexXeIaHU PEaKIMH, MOXETE Ja JaJIeTe CBOS TPUHOC 3a
MoJTyyaBaHe Ha MoBeue MH(POpPMAIIHS OTHOCHO 0€30MaCHOCTTA Ha TOBA JICKAPCTRO.

5. Kak na cexpansiBare Jlegorynomun ratiopharm

Jla ce cbxpaHsiBa Ha MSICTO, HEJOCTBITHO 32 JIea.

He n3non3BaiiTe TOBa JIEKapCTBO CJIe CPOKA HAa TOIHOCT, OTOEISA3aH BbPXY KapTOHEHATa OMaKOBKA U
BBPXY OyTmikata cien ,,l'oner 10:”. CpoKbT Ha FOAHOCT OTTOBAPS. HA ITOCIIEIHUS JICH OT II0COYCHHST

MCCCII.
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CrxpansBaiiTe OyTHIKaTa IDTHTHO 3aTBOPEHA, 32 JIa CE MPEIasu OT Biara.

He u3xBbpsiiTe nekapcTBara B KaHAIM3AMATA UM B KOHTEHHEPA 3a IOMAIIHU OTHaAbIIN.
ITormuratiTe Bammus dhapMarieBT Kak J1a U3XBBPIISTE JIEKapCTBATa, KOUTO Beue He m3moi3BaTe. Te3u
MEpKH III€ CIIOMOTHAT 3a OIa3BaHe Ha OKOJHATa Cpefa.

6. Cun)pmalme Ha OIMAKOBKAaTa U JO0IIbJHHUTE/IHA mul)opMamm

Kakso chabpaxa Jledurynomua ratiopharm

o AKTHBHO BEIECTBO: JICPITYHOMUI.
Besika ¢punmupana tabaetka ceappika 10 mg nedmynomun (leflunomide).
o Jlpyru ChCTaBKH: JTAKT03a MOHOXHUJIPAT, YACTUYHO 3aMECTeHA XUAPOKCHUIIPOIIHII [IETyII03a,

BHHCHA KUCEJIMHA, HATPUEB JaypUiCyI(haT U MarHe3ueB cTeapar B TAOJIETHO PO, KAKTO U
JIETUTHH (COEBU 3bpPHA), MOTU(BUHII alIKOXOJ), TalK, TuTaHOB quokcuy (E171) u kcaHTanoBa
ryMa BbB ()MJIMOBOTO ITOKPUTHE.

Kak u3raexna Jledaynomua ratiopharm u kakBo cbabpika onakoBKaTa
Jledmyrnomun ratiopharm 10 mg ¢punmMupanu tabaeTku ca 6eu 10 TOYTH OeNr ¥ KPBIIIH, ¢ AUAMETHD
0KO0JI0 6 Mm.

TabneTkuTe ca OMakOBaHU B OYTHIIKH.
Bunose onakoBku ot 30 niu 100 punmupanu TabneTky B eHa OyTHIIKA.

He Bcuuku BUI0BE OMAKOBKH MOTAT A3 OBJAT ITyCHATH Ha Masapa.

IIpuTeskaTesn HA pa3pelIeHUETO 32 YOTpeda
ratiopharm
Graf-Arco-StralRe 3

89079 Ulm
T'epmanus

IIpoussoaguren

Haupt Pharma Munster GmbH
Schleebriiggenkamp 15

48159 Munster

I'epmannus

Merckle GmbH
Ludwig-Merckle-Stralie 3
89143 Blaubeuren
T'epmanus

3a gomBIHATENHA HHPOPMAIIUS OTHOCHO TOBA JIEKAPCTBO, MOJIsI, CBBPIKETE CE C JIOKATHUS
MIPEJICTABUTEI Ha MIPUTEKATEIIS Ha pa3pelieHUeTo 3a ynorpeoda:

Belgié/Belgique/Belgien Lietuva

Teva Pharma Belgium N.V./S.A./AG UAB Teva Baltics
Tél/Tel: +32 38207373 Tel: +370 52660203
Bouarapus Luxembourg/Luxemburg
Tesa ®apma EAJ] ratiopharm GmbH

Ten.: +359 24899585 Allemagne/Deutschland

Tel/Tel: +49 73140202
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Ceska republika
Teva Pharmaceuticals CR, s.r.o.
Tel: +420 251007111

Danmark
Teva Denmark A/S
TIf.: +45 44985511

Deutschland
ratiopharm GmbH
Tel: +49 73140202

Eesti
UAB Teva Baltics Eesti filiaal
Tel: +372 6610801

E\rada
TEVA HELLAS A.E.
TnA: +30 2118805000

Espafia
Teva Pharma, S.L.U.
Tel: +34 913873280

France
Teva Santé
Tél: +33 155917800

Hrvatska
Pliva Hrvatska d.o.o.
Tel: +385 13720000

Ireland
Teva Pharmaceuticals Ireland
Tel: +44 2075407117

island
Teva Pharma Iceland ehf.
Simi: +354 5503300

Italia
Teva ltalia S.r.l.
Tel: +39 028917981

Kvnpog
TEVA HELLAS AE.
EXLGda
TnA: +30 2118805000

Latvija
UAB Teva Baltics filiale Latvija
Tel: +371 67323666
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Magyarorszag
Teva Gyogyszergyar Zrt.
Tel.: +36 12886400

Malta

Teva Pharmaceuticals Ireland
L-Irlanda

Tel: +44 2075407117

Nederland
Teva Nederland B.V.
Tel: +31 8000228400

Norge
Teva Norway AS
TIf: +47 66775590

Osterreich
ratiopharm Arzneimittel Vertriebs-GmbH
Tel: +43 1970070

Polska
Teva Pharmaceuticals Polska Sp. z 0.0.
Tel.: +48 223459300

Portugal

ratiopharm - Comércio e Industria de Produtos
Farmacéuticos, Lda.

Tel: +351 214767550

Romania
Teva Pharmaceuticals S.R.L.
Tel: +40 212306524

Slovenija
Pliva Ljubljana d.o.o.
Tel: +386 15890390

Slovenské republika
TEVA Pharmaceuticals Slovakia s.r.o.
Tel: +421 257267911

Suomi/Finland
Teva Finland Oy
Puh/Tel: +358 201805900

Sverige
Teva Sweden AB
Tel: +46 42121100

United Kingdom (Northern Ireland)
Teva Pharmaceuticals Ireland

Ireland

Tel: +44 2075407117



JlaTa Ha mocJieaHo mpepasriexaaHe Ha Jucropkata {MM/I'TTT}.

JApyru n3trouHuny Ha nHGopManms

IToapoOHa uHOpMaLKs 3a TOBA JIEKApCTBO € IpeaocTaBeHa Ha yeOcaiiTa Ha EBpornetickara areHIus
110 JiekapcTBaTa https://www.ema.europa.eu.
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JlucroBka: undopmanusi 3a NoTpeduTeNA

Jlepaaynomupa ratiopharm 20 mg puamupanu TadaeTku
neduynomus (leflunomide)

IIpouereTe BHUMATEIHO ISIJIATA JMCTOBKA, IIPEH /1a 3all0YHETe Ja IpueMaTte TOBA JIEKapcTBo,
ThH KaTo T ChbAbP:Ka BaxkHa 3a Bac nagopmanus.

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

. AKO UMaTe HIKaKBU JOITBJIHUTEIHN BBIIPOCH, onuTaiTe Bamms nekap, ¢papmaueBT uin
MEIUIMHCKA CECTpa.

. ToBa nexapcTBO € mpeanucano JudHo Ha Bac. He ro mpeotcrenBaiite Ha apyru xopa. To Moxe
Jla UM HaBpeld, HE3aBUCHMO Y€ IPU3HAILMTE Ha TIXHOTO 3a00JsIBaHe ca ChIUTe Kato BammuTe.

. AKO ToITyunTe HIKaKBU HEXXEJIaH! peakiiy, yBegoMere Bamms nekap, GapmaneBt wim

MEIUIMHCKA cecTpa. ToBa BKIIFOYBA U BCUYKH BE3MOKHH HEXKEJIAaHHU PEaKIH, HEOITMCAHH B
Ta3y JUCTOBKA. BibkTe Touka 4.

KakBo cbabp:ka Ta3u JUCTOBKA

KaxBo npencrasisiBa Jledrynomu ratiopharm u 3a kakBo ce U31oJ3Ba
Kaxkso Tpsi0Ba na 3Haere, npenu na npuemete Jledmynomus ratiopharm
Kaxk na npuemare Jledynomun ratiopharm

BBb3MOXHHU HEXENaHU PeaKIuH

Kaxk na cexpansiBate Jlegynomun ratiopharm

ChabpkaHue Ha OTIAKOBKATa M JOMIBIIHATEIHA HH(POpMALIUS

ogakrwnE

1.  Kakso npeacrasisiBa Jleguynomun ratiopharm u 3a kakBo ce n3noJsi3Ba

JlepmyHnomuy ratiopharm ceabprka akTHBHOTO BELIECTBO JIehIyHOMHUT, KOSTO MPHHAUICKH KbM
rpymna JeKapcTBa, Hape4eH! aHTHPEBMAaTHUYHH JIEKapCTBRA.

Jledmynomup ratiopharm ce usmnosn3Ba 3a JieueHHE Ha Bb3PACTHU MAMCHTH C aKTHBEH PEBMATOHICH
apTPUT UM aKTUBEH NICOPUATUYEH apTPUT.

CumnroMuTe Ha PEBMATONACH apTPUT BKIIOYBAT BH3MAJICHUE Ha CTAaBUTC, IIOAYBAHE, 3aTPYAHECHO
JABHKCHHC U OoJIKa. I[pyrn CHUMIITOMH, KOUTO 3aciarat OsJI0TO TAJIO BKIIFOYBAT 3ary6a Ha ariCTuT,
IMOBHUIIICHA TEMIICpATypa, 3ary6a Ha CHCPIud U aHEMUSA (J'II/IHCEI Ha YCPBCHU KPBBHU KHGTKI/I).

CUMIITOMHTE Ha aKTUBEH TNICOPHUATUYCH apPTPUT BKIIHOYBAT BBH3IAJICHUEC HA CTABUTE, IIOYBAHE,
3aTpYAHCHO ABUXXCHUC, OoJKa U Y4acCThIM Ha 3a4CPBCHA, JIFOLICIIA CC KOXKa (KO)KHI/I I/I3M€HCHI/I$I).

2. Kakso Tpsi6Ba 1a 3Haete, npeau aa npuemere Jledguynomuna ratiopharm

He npuemaiite Jedpaaynomua ratiopharm

. aKo HSKOTa CTe UMaJIU aJIePruYHa peakuus KbM j1edayHoMuI (0COOCHO cepruo3Ha KOKHA
peaxiys, 4ecTo NPUIPYKEHa C MOBUILEHA TEMIIEPaTypa, CTABHU OOJIKH, YEPBEHU II€THA 110
KOXKaTa WM MeXypH, Harp. CHHAPOM Ha CTHBBHC-L)KOHCHH), KbM (BCTBILM WM COSl MITH HAKOS
OT OCTaHAJIMTE ChCTABKM Ha TOBA JIEKApCTBO (M30pOEHH B TOUKa 6), HJIM aKO CTE aeprHYHU KbM
TepuQuIyHOMUA (M3IOJI3BaH 32 JIeUeHNe Ha MHOXKECTBEHA CKIIepo3a),

aKo MMaTe HIKAKBH YePHOAPOOHM MpodsieMH,

aKo MMaTe YMEPEeHHU J0 TeKKH 0bOpedHH nmpodaemMu,

aKo MMaTe CHJIHO MOHIKEHHE Ha 0eJThIMTE B KPBBTA (XUIONIPOTEHHEMHUS),

aKo cTpajare OT HIKaKbB MpobieM, KOHTO 3acsira uMyHHaTa Bu cucrema (Hanpumep CIINH),
aKo MMarte HIKaKbB MPo0JIeM C KOCTHHSI MO3BK WM aKO UMaTe HUCHK Opoil YepBeHH, Wi Oeln
KPBBHHU KJIETKU B KPBBTA, WM HaMaJleH Opoil TPOMOOIIUTH B KPBBTA,

. aKo cTpajarte OT cepro3Ha MHpeKus,
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L aKo CTC 6peMeHHa, cCMATATE 4€ MOXKE aa CTC 6pCMeHHa HJIN KbPpMMUTC.

[pexynpe:xaeHns u npeanasHu MepKu
T'oBopete ¢ Barus nekap, hapMareBT WM MEIUIIMHCKA cecTpa, peau aa npuemete JledmyHnomua
ratiopharm

- aKo cTe OoJIeayBaIM OT Bh3NajeHne Ha Geiust Apod (MHTepCcTUIaIHa Oea0apobHa
ooecr).

- aKo HAKOTa CTE MMaJH Ty0epKyJI03a Win cTe OWIK B OJIM3bK KOHTAKT C HIKOU, KOUTO MMa
WK € uMall TyOepKyJs103a. Bamust iekap Moske Jia HalipaBy U3CJIC/IBaHMs, 3a Jia IIPOBEPH
JlaJii IMaTe TyOepKyso3a.

- aKo CTe Mb3K U McKaTe J1a craHere Oara. Thit kKaTo He MOXKe J1a ¢e U3KITIOUH BEPOSTHOCTTA
3a mpeMuHaBaHe Ha JledmyHomu ratiopharm B ciepmata, TpsiOBa Ja ce M3IM0JI3Ba CUTypPHA
KOHTpAIIEIIIH 110 BpeMe Ha jeueHueTo ¢ Jledurynomua ratiopharm. Mbikete, xenaemm aa
Obaar Oamnm, TpsOBa 1a ce 00BPHAT KbM CBOSI JIeKap, KOMTO MOKE JIa TH MOCHBETBA Jia CIpaT
npueManeto Ha JledmyHomu ratiopharm u a B3eMat HIKOH JIeKapCTBa, 3a Ja OTCTPAHST
Jlemyrnomu ratiopharm 66p30 1 B JocTaThuHa CTENEH OT oprann3mMa cu. Ille e
HeoOxoauMo 1a Bu ce HanpaBu M3cieBaHe HA KPBBTa, 3a [1a ce MOTBBPIH, ue JledayHomuna
ratiopharm e orcTpaHeH B IOCTaThYHa CTENEH OT Bamust opranu3bMm U ciiesl ToBa Bue
Tpsi0Ba Jia M3YaKaTe Hai-MaJKo olle 3 Mecela Ipe/iu Jia Ce OMUTBATE Jia Ch3/aBare Jiela.

- ako Tpsi0Ba 1a Bu ce HanpaBu onpeesieH BUI U3C/IeIBaHe HA KPbBTA (HUBO HA KaJIIHIA).
BB3MOXKHO € U3MEpBaHETO J1a MOKaXKe (PaIIiBO HUCKH HUBA HA KaJIHH.

- ako Bu mpejicTon WK cTe MPEThPIIEITH CKOPOITHA TEMKKA OMepanus WK ako BCe OIIe
“MaTe He3apacHaja paHa cJieq onepanus. JlegayHomua ratiopharm Mosxe 1a Ob/ie
MPUYHHA 32 TPYAHO 3a3[[paBsBaHE HA PaHHTE.

Jlemyrnomuy ratiopharm moske moHsikora Jja NPUYUHA HAKOM TPOOJIEMHU Ha KPBBTA, YEPHUSI APOO,
Oenure TpoOOBE, WIIM HEPBHUTE HA PBIETE U KpakaTa. MoKe ChILo Aa MPUYHHU CEPUO3HH AIEPTHYHH
peakuu (BKIIIOYUTEITHO JIeKapCTBeHa peakius ¢ eo3nHodumus u cucteman cumnromu [DRESS)),
WY /1a YBEIWYH PHCKa OT TeXKa WHGeKIus. 3a moBeue nHpopManus 3a TOBa, MOJIA, POYETETE
Touka 4 (Bb3MOXXHU HEXETaHU PEAKIIUHN).

DRESS ce nosiBsiBa mbpBOHAYaTHO KAaTO TPUTIONIOAO0HA CUMIITOMH H OOPHUB TIO JIMIETO, CIIe]] TOBA
o0mmMpeH OOpUB ¢ BUCOKA TeMIIEpaTypa, IOBUILICHH HIUBA HA YePHOAPOOHHUTE CH3UMU IIPH U3CIICABAHE
Ha KpbBTa, IOBUILIABAHE Ha €AMH B O€NK KPbBHU KIETKH (€03WHOMMINS) U YBETUICHH TUMPHH
BB3ITH.

Bamusr nekap 1ie u3BbpIlBa KPHLBHU U3CJA€ABAHUA PEOBHO, IIPEIU U IO BPEME Ha JICUCHUETO C
Jledmyrnomup ratiopharm, 3a na npociesisa KpbBHUTE Bu KiteTku u yepHus npo06. Bamust iexap
ChIIIO TaKa IIe MPOBepsiBa KPbBHOTO By Hassirane penosHo, Thil kato Jledurynomun ratiopharm moske
Jla IPUYMHU [TOBUIIABAaHE HA KPHBHOTO HANSITAHE.

I'oBopeTe ¢ Bammst mekap, ako mMaTe HeOOsICHUMA XpOHWYHA Auapus. Bamusar gexap Moxe a1a
W3BBPIIHU JAOMBJIHUTESIIHN U3CIICABAHMS 32 TU(EPEHIIMAIHA TUArH03a.

VBenomere Bamus nekap, ako pasBueTe KOKHa s13Ba 1o Bpeme Ha sreuenue ¢ Leflunomide ratiopharm
(BWKTeE CHIO TOUKA 4).

Jleua v roHOIIN

Jledaynomun ratiopharm me ce npenopbuBa 3a ynorpeda npu Aeia U IOHOLIH HA BH3PAaCT MO
18 rogunm.

Hpyru jJexapcrsa u Jedaynomua ratiopharm

TpsbBa na kaxere Ha Barms ekap uin GapManesT, ako MpuemMare, HACKOPO CTe MPUEMATTH WU €

BB3MOXHO [1a IpUEMATe APYTH JICKAPCTBA. ToBa BKJIIOYBA U JICKApCTBa, OTIIyCKaHU 0e3 penenra.

ToBa e 0cO0eHO BaXHO, aKO MPUEMaTe:
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- JpyTH JIEKapCTBa 32 peBMaTOM/eH aPTPUT KaTO aHTHUMaJapuiHU JiekapcTBa (Harp.
XJIOPOXHH ¥ XUAPOKCUXJIOPOXHH), 311aTO, PUII0KEHO HHTPAMYCKYIIHO HITH TepopaiiHo, D-
TICHUIWIIAMUH, a3aTHOTPUH U APYTH UMYHOCYIIPECUBHU JICKapCTBa (HAIP. METOTPEKCAT), Thil
KaTo Te3W KOMOMHAINY HE Ca MPEIOPHUUTEITHH,

- BapdapuH U IpyTH MepopaIHu JeKapCcTBa, M3MOI3BaHH 32 pa3pek/laHe Ha KPBBTA, ThI KaTo €
Heo0X0auMo HaOJI0eHNE, 32 J1a Ce HaMaJIk PUCKBT OT MOsSBa HA HEXKEJTaHH PEaKIMX Ha TOBa
JIEKapCTBO

- TepuIyHOMHT 32 MHOKECTBEHA CKJIepO3a

- pemarJIvHuj, TUOTJINTa30H, HATCTJIMHU WU PO3UTIINTA30H 3a IUadeT

- IayHOPYOHIIWH, JOKCOPYOHIINH, MaKJINTAKCEN WIIH TOTIOTEKaH 3a paK

- YJNOKCETHH 3a JIenpecys, THKOHTUHEHIINA Ha YpHHATA MM ObOpEedYHO 3200 IsIBaHe MPH
nuadeTuIm

- QJIOCETPOH 3a JICUCHHE Ha TeKKA JHAPUS

- TeoduauH 3a acTMa

- TU3aHUJIVH, MYCKYJICH pElIaKCaHT

- OpaJH{ KOHTPAIeNTHBHU (ChIbPKAIIN €THHUIECTPAINOI U JIEBOHOPTECTPEI)

- nedaxnop, OeH3WITeHUIHINH (MeHUIIIHH G), MATPOQIIOKCAINH 32 HHPEKITHH

- HWHIOMETAIMH, KeTompodeH 3a 60IKa UITH Bh3MaJICHIE

- (ypoceMu 3a ChpICYHO 3a00JsIBaHe (MYPETHK, OTBOIHSBAIIO JICKAPCTBO)

- sugoByauH 3a HIV undekus

- PO3yBacTaTWH, CHMBACTaTHH, aTOPBACTATHH, PABACTATHH 3a XUIIEPXOJecTepoeMus (BUCOK
XO0JIECTEPOI)

- cyndacana3uH 3a Bh3MAIATETHO 3a00IsIBAaHE HA YepBaTa WIH PEBMATOUICH apTPUT

- JIeKapcTBO, HAPEYEHO KOJeCTUPAMMH (M3M0J13BAHO 32 HAMAJISIBAaHE HA BUCOKHA
X0J1eCTEePOJI) UM AKTHUBEH BbIJIEH, Thif KATO TE3W JIEKapCTBA MOTAT Ja HAMaJISIT
konundectBoTo JledayHomus ratiopharm, koeto ce moema oT opraHusma.

AKo Beue TiprieMaTe HeCTepOuIHU NPoTUBOBB3naanTeanu cpeacrsa (HCIIBC) u/vmm
KOPTHUKOCTEPOUIN, MOXKETE JIa IPOJIBIDKHUTE J]a TH B3eMaTe CJIC| 3alI0YBaHe HA JICUCHHUETO C
Jlemynomup ratiopharm.

Bakcunanuu

Ako TpsOBa 1a ObJieTe BAKCHHUPaHH, TonuTaiite Bammist nexap 3a chBeT. Onpe/ieieHn BaKCHHAIIMY HE
TpsibBa J1a ce mpuiarat qokaro nmpuemare Jleduyrnomun ratiopharm u usBecTHO BpeMe Clie/1 CIiupaHe
Ha JICYECHHUETO.

Jlepaynomuna ratiopharm c¢ xpana, HAMUTKHA U AJTKOXOJ

Jledmynomuz ratiopharm moske f1a ce iprueMa Che WK Oe3 XpaHa.

He ce niperniopbuBa a ce KOHCYMHpa alIKOXO0JI TI0 BpeMe Ha jieuenue ¢ Jledmyrnomus ratiopharm.
Koncymanusita Ha ankoxon Jokaro npuemate Jledynomua ratiopharm mosxe 1a yBeandu pucka ot
YBpeXKIaHe Ha YepHHUS APO0.

BpemenHoCT H KbpMeHe

He npuemaiite JlepmyHomusa ratiopharm, ako cre unm cmsrare, ue MOXe 7ia cTe GpeMeHHa. AKO cTe
OpeMeHHa, WM 3a0peMeHeeTe, 1okato npuemare Jledryrnomua ratiopharm, pucksT OT pakaaHe Ha
0ebe che cepro3HU BpoaeHH AedekTu e mopuileH. JKeHure ¢ qeTepoieH noTeHuail He TpsoBa 1a
npuemar JlepmyHomus ratiopharm 6e3 na u3mon3Bat HaIeKIHE MEPKH 3a MPEANa3BaHe OT
3abpeMeHsBaHe.

TpsiOBa na kaxxete Ha Bammms nexap, ako Bb3HaMepsiBaTe /1a 3abpeMeHeeTe Clie]] ClIMpaHe Ha
neuenneto ¢ Jledmyrnomun ratiopharm, Teit KaTo € HEOOXOIUMO JIa CE YBEPUTE, Y€ HE Ca OCTaHAIN
cieau ot Jlemynomu ratiopharm B opranusma Bu mipeau fa mpaBUTe ONMUTH 3a 3a0peMeHsBaHe.
ToBa Moxe na oTHEME 10 2 roANHU. ToBa U3YaKBAHE MOXKE J1a C€ ChKPATH 10 HAKOJIKO CEAMULM Ype3
MpPUEMaHEeTO Ha JIEKapCTBa, KOMTO YCKOPSIBAT OTCTpaHsBaHeTo Ha JledmyHomun ratiopharm ot Barmust
OpraHu3bM.
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B®B BcHukH criydyan TpsiOBa Aa ObJie MOTBBPCHO Ype3 KphBHU HU3cieqBanus, ue Jlegmynomun
ratiopharm e orcTpaHeHa B JOCTaTh4HA CTENEH OT Barims opranu3bM, kato Bue TpsiOBa 1a u3uakare
Hal-MaJIKo OIle eANH Mecell MpeIn Aa 3a0peMeHeeTe.

3a nombIHATEIHA HHpOpMALHs 32 1a00paTOPHOTO M3CIEABAHE, MOJIs, 00BPHETE ce KbM Barus
neKap.

Axo uMaTe CbMHEHHE, Ye CTe 3a0peMeHsIa 1o BpeMe Ha jiedenuero ¢ Jlepynomun ratiopharm wiu
npe3 2-Te TOAMHM CJIe]l HETOBOTO CITUPaHe, TPsOBa He3abaBHO Ja ce CBbpXKeTe ¢ Bammsa nexap 3a Tect
3a OpemenHocT. [Ipu nonoxureneH tect 3a OpemeHHocT Bammsar nexap moxe aa Bu npennoxu
JIeYeHHE C ONpeIeNIeHH JIEKapCcTBa 3a OTCTpaHsaBaHe Ha Jledurynomup ratiopharm 66p30 u B
JIOCTaTh4HA CTEIICH OT Oprann3Ma Bu, Thi KaTo ToBa MOXKe Jla HaMalli prcka 3a Baiero 6ebe.

He npuemaiite JlepmyHomusa ratiopharm mo Bpeme Ha KbpMeHe, Thii KaTo JiedIyHOMU]] TpEeMUHABa B
KbpMara.

lodupane u padora ¢ MAIIUHU

Jlemynomup ratiopharm mosxke na Bu Hakapa s1a ce modyBcTBaTe 3aMasiHi, KOETO MOYXKE J1a HapyIIH
cniocoOHOoCTTa BU 3a KOHIIEHTpanus 1 pearupane. Ako ToBa Bu ce ciyun He modupaiite u He
M3I0J13BaliTe MAaLLIMHH.

Jledurynomup ratiopharm cbabpika jJakrosa
Axo Bammsr nekap Bu e kazai, ye nMaTe HEIIOHOCHMOCT KbM HAKOHU 3aXapH, KOHCYJITHpANTE ce ¢
HETO MPEJIH J1a B3EMETE TOBA JIEKAPCTBO.

Jledpaynomun ratiopharm cbabp:xa HaTpuUii
ToBa nexapcTBO ChABPrKa Mo-Masko oT 1| mmol Hatpwii (23 mg) Ha punMupana TabieTka, T.e. MOXKe
Jla ce Kake, ye MIPAKTUUECKU HE ChIbprKa HaTPUH.

Jlepaynomun ratiopharm cbabpika coeB JeuuTHH
AKO cTe anepriudHu KbM (BCTBIH HITH COSI, HE PUeMaiiTe TOBa JICKapCTBO.

3. Kak na npuemare Jlegurynomun ratiopharm

BuHaru B3umaiite TOBa JEKapCTBO TOUYHO KakTo Bu e kazan BamusT nexap wiu papmarneBt. AKo He
CTe CHUTYpHH B HEIIO, MonuTaiite Bamms nexap win hapmarenT.

Oo6wnyaiinaTa mbpBOHAYaNHa 103a Ha Jledmynomus ratiopharm e exna tadbaerka ot 100 mg equH mbT

JHEBHO Tpe3 mbpBUTe Tpu AHA. Cien TOBa MOBEYETO MAIMEeHTH Ce HYKIasAT OT /1032 OT:

. 3a pemarouseH aptput: 10 wim 20 mg JledayHnomuz ratiopharm BeaHbx THEBHO, B
3aBHCHMOCT OT T€XECTTa Ha 3a00JIIBaHETO.

. 3a ncopuatnueH aptput: 20 mg Jledmynomuz ratiopharm Begabx JHEBHO.

[MorneimaiiTe TadIeTKaTAa 1114 ¢ JOCTATHYHO BOJA.

Tps0Ba 1a MUHAT Hal-MaJKO 4 CEIMUILIM OT 3alI0YBAHETO HA JICYCHUETO 32 JIa MOYyCTBYBATe
nogoOpenue BB Bamero cberosiHue. Hikon manmeHTH Moxke J0pH Ja TOJIydar Mo-TOJIIMO
nojoopenue ciren 4 1o 6 Mecela oT JICUYSHHUETO.

ITo npunimn JledayHomuz ratiopharm ce npuema abiaro Bpeme.

AKO cTe IpHeJIH NoBevYe 0T Heodxoaumara ao3a Jledaynomun ratiopharm
Axo npuemMeTe noBeye ot HeoOxoauMmara 1o3a JlegayHomup ratiopharm, oosprete ce kbM Bars
JIeKap WU MOThpPCceTe APYT MEAULIMHCKH ChBET. AKO € B3MOXHO B3eMETe ChC cebe cH TablIeTKuTe

HJIN KYTHUATA, 3a 1d T ITOKAXKCTC HA JICKAP:.

AKo cTe nponycHaau 1a npuemete Jleduynomun ratiopharm
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AKo 3a0bpaBuTe 1a B3EMETE €/IHa /1033, B3EMETE s BEAHAra clie/l KaTo CH CHOMHHUTE, OCBEH aKo HE €
HaOJIMDKHAIIO BpEMETO, KOraTo TPpsIOBa Ja mprueMeTe ciieBamara g03a. He B3emaiiTe nBoiiHa 703a, 3a 1a
KOMIIEHCHpaTe NpoIycHaTaTa J103a.

AKO UMaTe HIKAKBU JIOTBIHUTEITHH BBIIPOCH, CBBP3aHH ¢ yroTpebara Ha TOBa JIEKapCTBO, MOMHUTANTE
Bamms nekap, ¢papMarieBT WM MEIUIIMHCKA CECTPA.

4, Bb3MOKHHU HeKeJTaHU p€aKkuumn

Kakro Bcuuku JICKApCTBA, TOBA JICKAPCTBO MOXKE [1a MPEAN3BUKA HCIKCIAaHU PECAKIIUU, BBIIPECKU Y€ HC
BCCKM I' ITOJTy4aBa.

TpsioBa na kaxxere Ha Bamms nekap He3abaBHO 1 cripete Ja B3emare JledmyHomus ratiopharm:

. aKo TIOJIYYHTe €Ia00CT, TIOUyBCTBATE CE 3aMasHU U By npruMaree win umaTe 3aTpyJAHEHO
AMIIAHEe, ThIf KaTO TOBA MOTaT Ja OBbAaT MPU3HALA HA CEPHO3HA aJIeprUyHa peaKIus,
. aKo TIOJTYYHTE KOKeH O0PHUB WM A3BH B yCTaTa, Thi KaTO TE MOXKE J]a ca TIPOsBa HA TEXKKH,

MOHSKOTA )KUBOTO3aCTpaIllaBaIly peakiuy (Hamp. cuaapoM Ha CTuBBHC-/[P)KOHCHH, TOKCHYHA
enuiepMaliHa HeKpoJIn3a, epuremMa MynTudopMme, JIeKapcTBeHA PEaKIHs ¢ €O3MHOPUINS 1
cucremun cumnromu [DRESS]), BmxkTte TOUuKa 2.

TpsiOBa ma kaxxeTe Ha Bamms nexap He3abaBHO, aKO:

o Koxkata Bu crane Os1ena, u3nuTBare ymopa, Uiy MojxydyaBaTe CHHMHH, Thi KaTo T€ MOXe Jia
ca MPHU3HAK Ha HAapyIIEHHs Ha KPbBTA, IPUYMHEHHU OT HApyLICH OajlaHC Ha Pa3lTUYHUTE BUIOBE
KPBBHU KJIETKH, KOUTO ChCTABAT KPBHBTA

o M3IMTBAaTE YMOPa, KOpeMHa 0JIKa WK TOIYYUTE KBJITEHHIA (KBJITO OLBETABAHE HA OUNUTE
WIN KOKaTa), Thi KaTO T€ MOXKeE Ja ca IPU3HAK Ha CEPUO3HU ChCTOSHUS KaToO YepHOAPOOHa
HEJOCTHYHOCT, KOATO MOXe 1a Obae daTtanHa,

. MOJYy4YHUTE HAKAKBH CUMIITOMHU Ha HH(EeKIHUs KaTO NOBUILEHA TeMIlepaTypa, Bb3NAaJIeHO
rBPJIO WM KALLIUIA, 3aI0TO TOBA JIEKAPCTBO MOXKE /14 YBEJIMYH PUCKA OT TEKKa WHPEKIHS,
KOSITO MOXKe /1a Ob/Ie )KHBOTO3acTpallaBaia,

. MOJTyYUTE KANUTUIA WK MPO0JIeMH ¢ TUIIAHETO, Thii KATO TOBA MOXKE J]a 03HAYaBa MPOOJIEMU
¢ Genus 1pob (MHTEpCTHIHANHA 6eToapoOHa 60IeCT WIH 6eIoapoOHa XUIIEPTOHMS),
. HEoOMYafHO U3TphIBaHe, caboCT WM 0OJIKa B PBHIETE WITH CThIIANATA, ThI KaTO TOBA MOXKE Jia

€ MPHU3HAK Ha MPOoOJieMH ¢ HepBUTE (epudepHa HEBPOTIATHS).

YecTH HexkeJIaHU peakuy (Moxe 1a 3acerHar 1o 1 va 10 xymm)

c1abo HaMansBaHe Ha Opos Ha OeJuTe KPbBHH KIETKH (JIEBKOTICHMUS),
JIEKU aJepTUYHU PeaKiny,

3ary0a Ha aleTHT, 3ary0a Ha Terjio (0OMKHOBEHO HE3HAYUTEIHO),

yMopa (acTeHus),

riaBoOojue, 3aMariBaHe,

HEOOMYaHN KOKHH yCElIaH!sI KaTo N3TPhIBaHe (MapecTesus),

JIEKO MOBHIIIaBaHE HA KPBBHOTO HaJIsITaHe,

KOJIUT,

Iuapus,

rajieHe, IOBpBIIAHE,

BB3IAJICHUE HA ycTaTa WM SI3BH B ycTaTa,

KopeMHa 6o0Jika,

yBeIIMUEHHE TIOBUIIICHHUE MIPU HIKOW PE3yNTATH OT YepHOAPOOHH TECTOBE,
YBEIMUEH KOCOMaI,

eK3eMa, cyxa Koxka, 0OpHUB, ChbpOeX,

TeHIUHAT (00JKa, MPUYMHEHA OT Bh3MaJieHne Ha MeMOpaHaTta, 0OBHBAIlla CYXOKUIIUATA Ha
Kpakarta Wi pbLeTe),

MOBUILIABAHE HA OTPECICHH CH3UMHU B KPbBTa (KpeaTtuH GochokrHasza),
o npoOJeMHy ¢ HEpPBUTE Ha PBLIETE WK KpakaTa (repudepHa HEBPOTIaTHs).
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HeuecTn HexkeslaHu peakiuu (Mozke 1a 3acerHat 10 1 Ha 100 xymm)

. HaMaJieHue Ha Oposi Ha YepPBEHUTE KPHBHY KJICTKHU (aHEMHsI) 1 HaMaJIeHHE Ha Opos Ha
TPOMOOIIUTUTE B KPHBTA (TPOMOOIIUTOTICHUS ),

HaMmaJleHUEe Ha HUBOTO Ha KaJWs B KPBBTA,

TPEBOXKHOCT,

BKYCOBH HapyIICHHUS,

ypTuKapus (KOIpHUBHA TPECKa),

CKBCBaHE Ha CYXOXKIUIIHE,

MOBHINIABaHE HA HUBOTO Ha JUIMHUIUTE B KPBhBTA (X0JIECTEPOI U TPUTIIULICPUIIH ),
MOHMKAaBaHE Ha HUBOTO Ha (hocdaTuTe B KPHBTA.

Penku Heskenanu peakuuu (Moske aa 3acernar ao 1 wa 1 000)

. yBeJMYeHHE Ha OpOos HAa KPhBHHUTE KIIETKH, HApEUYEeHN €03MHOPHIH (€03UMHODMITNS); IEKO
HaMmaJieHHue Ha Opos Ha OenuTe KPhBHH KIICTKH (JICBKOTICHHSI); HAMAJICHUE Ha OpOsi HA BCUYKH
KPBBHU KJIETKH (TTAHIIUTOTICHUS ),

. 3HAYHTEITHO TIOBHUIIICHUE HA KPHBHO HAJSTaHE,
. Bb3MajieHue Ha Oenust qpob (MHTepCcTUIMaTHa 6eaoapodHa 6oect),
. MOBHIIICHUE TPH HIKOU PE3yJATATH OT YSPHOAPOOHH TECTOBE, KOUTO MOTaT Jia JIOBeIaT 110

CCPUO3HU 3360HHB3HHH KaTo XCIIaTHUT U XKBJITCHHUIIA,
TeXKA MHQEKIs, HAPEUSHH CETCHUC, KOSTO MOXKe /1a ObaaT (atanna,
o TIOBHUIIIABaHE HA OTIPE/IETICHN €H3MMH B KPBBTA (JIAKTAT AEXHIPOTeHasa).

MHoro peaku HexeJaHu peakiuu (Mozke aa 3acernar 10 1 Ha 10 000 xymin)

. M3pa3eHo HaMaJIeHHe Ha Opos Ha HAKOM Oely KPhBHH KIIETKH (arpaHylIOHUTO3a),

o TEKKHU 1 TIOTEHINATHO TEXKU aJePTUYHH PEaKIny,

J BB3MaJEeHNE Ha KPHbBOHOCHHU CBI0BE (BACKYJINT, BKIIOUUTEITHO KOXKEH HEKPOTHU3UPAII]
BacKyJIuT),

. BB3NAJICHHUE Ha TTaHKpeaca (ITaHKPeaTHT),

J TEKKO YEPHOPOOHO yBpEXkIaHE KaTo YePHOAPOOHA HEAOCTATHYHOCT WIIN HEKPO3a, KOUTO
Morar ja ObaaT (aranau,

o TEXXKH, TIOHSIKOTa dUBOTO3acTpallaBally peakiuu (CuHIpoM Ha CTUBBHC-J[?)KOHCHH, TOKCHYHA

enmuepMaliHa HEKPOoJIn3a, epuTeMa MyaTH(dOopMe).

Jpyru HexenaHu peakuy KaTo ObOpeyHa HeloCTaThYHOCT, HAMaJICHHE Ha HUBOTO Ha MUKOYHA
KHCEJIMHA B KPBBTa, OCIIOAPOOHA XUTIEPTOHUS, OE€3III0ONUE TIPH MBXKETE (KOETO € 00paTUMO, KOTaTo ce
CIIpe JICYEHHETO C TOBA JIGKAPCTBO), KOXKEH JIYIyC (XapaKTepu3upall ce ¢ 00pHB/3auepBsiBaHe Ha
KO>XKHHU Y4aCTbhLIU, KOUTO ca M3JI0’KEHH Ha CBETJIMHA) IICOpHa3Kc (HOBOIOSBUI CE MJIH BJIOIIABALI CE),
DRESS u koxxHa s13Ba (KpbIJla, OTBOpPEHA paHa Ha KOXKaTa, Ipe3 KOSATO MOrart /1a e BUAAT
MOJIeXKAIUTE ThKAHH), CHIIIO MOTAT Jia CE MOSIBSIT C HEM3BECTHA YECTOTA.

Cpo01IaBaHe HA HEJKeJIAHU PeaKIun

AKO TIOTyYUTe HIKAKBU HEXEJIaHU JIEKAPCTBCHH PEAKIMU, yBeqoMeTe Barms nekap win hapMaieBT.
ToBa BKIIIOUBAa BCUUKH Bb3MOXKHHU HEOMUCAHU B Ta3U JINCTOBKA HEXKEJIaHU peakiuu. MoxkeTe ChIIo 1a
CHOOIINTE HEXKEIAHN PEeaKIUU JUPEKTHO Ype3 HAI[HOHAIHATA CHCTEMa 3a ChOOIIaBaHe, II0CoUeHa B
[punoxkernune V. Kato cho01iaBare HexXeIaHU PEaKIHK, MOXETE Ja IAJeTe CBOS ITPUHOC 3a
MoJTyyaBaHe Ha MoBeue MH(POpPMAIIHS OTHOCHO 0€30MaCHOCTTA Ha TOBA JICKAPCTRO.

5. Kak na cexpansiBare Jlegorynomun ratiopharm

Jla ce cbxpaHsiBa Ha MSICTO, HEJOCTBITHO 32 JIea.

He n3non3BaiiTe TOBa JIEKapCTBO CJIe CPOKA HAa TOIHOCT, OTOEISA3aH BbPXY KapTOHEHATa OMaKOBKA U
BBPXY OyTHiKaTa cien ,,['onen 10:”. CpOKbT Ha FOAHOCT OTTOBAPS HA TOCIIEAHHS JICH OT IOCOYCHHS

MCCCII.
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CroxpansBaiiTe OyTHIKaTa ITHTHO 3aTBOPEHA, 32 JIa CE MPEATNa3u OT Biara.

He u3xBbpsiiTe nekapcTBara B KaHAIM3AMATA UM B KOHTEHHEPA 3a TOMAIIHU OTHAAbIIN.
IToruratiTe Bammus dhapMarieBT Kak J1a U3XBBPIISTE JIEKapCTBaTa, KOUTO Beue He m3moi3BaTe. Te3u
MEpKH III€ CTIOMOTHAT 3a OIa3BaHe Ha OKOJHATa Cpefa.

6. Cun)pmalme Ha OIMAKOBKAaTa U JO0IIbJHHUTE/IHA mul)opMamm

Kakso chabpaxa Jledurynomua ratiopharm

o AKTHUBHO BEIECTBO: JICPITYHOMUI.
Besika punmupana tabaetka ceappika 20 mg aedaynomun (leflunomide).
o Jlpyru ChCTaBKH: JTaKT03a MOHOXHUJIPAT, YACTUYHO 3aMECTeHA XUAPOKCHUIIPOIIHII [ETyII03a,

BUHEHA KUCEIIMHA, HATPUEB JIAYPUJICYI(aT U MarHe3ueB cTeapaT B TAOJIETHO PO, KAKTO U
JIETUTHH (COEBU 3bpPHA), MOTU(BUHII aJIKOXOJ), TaJlK, TuTaHOB Jauokcuy (E171) u kcaHTanoBa
rymMa BbB ()UIMOBOTO MOKPHUTHE.

Kak nsraexna Jledaynomua ratiopharm u kakBo cbabp:ka onakoBKaTa

Jlepmyrnomun ratiopharm 20 mg ¢punmMupanu tabaeTku ca 6 10 TOYTH Oer ¥ KPBIUIH, ¢ AUAMETHD
0KOJI0 8§ mm ¢ JIeJIUTENIHA YepTa OT eIHaTa CTpaHa Ha TabieTkara. Tabnerkara Moxe Ja Obe
pasJiesicHa Ha JIBe PaBHU MOJIOBHHHU.

TabneTkuTe ca OMakoBaHH B OyTHIIKH.
Bunose onakoBku ot 30 wnu 100 ¢punvupanu TabneTKy B e1Ha OyTHIIKA.

He BcuukM BUI0BE OMAKOBKM MOTAT Jia ObJIAT MyCHATH Ha Masapa.

IIpuTeskaTes Ha pa3peLieHUETO 3a ynorpeda
ratiopharm

Graf-Arco-Strafle 3

89079 Ulm

T'epmanus

IIpousBoauTesa

Haupt Pharma Munster GmbH
Schleebriiggenkamp 15

48159 Munster

T'epmanus

Merckle GmbH
Ludwig-Merckle-Stralle 3
89143 Blaubeuren
I'epmanus

3a JOIIBJIHUTCIIHA I/IH(l)OpMaI_II/Iﬂ OTHOCHO TOBa JICKapCTBO, MOJIs, CBBPKETC CC C JIOKAJTHUSA
MPEACTABUTCII HA IPUTCIKATCIIA Ha pa3pClICHUCTO 3a yHOTpC6aI

Belgié/Belgique/Belgien Lietuva

Teva Pharma Belgium N.V./S.A./AG UAB Teva Baltics
Tél/Tel: +32 38207373 Tel: +370 52660203
Bouarapus Luxembourg/Luxemburg
Tesa ®apma EAJ] ratiopharm GmbH

Ten.: +359 24899585 Allemagne/Deutschland

49



Ceska republika
Teva Pharmaceuticals CR, s.r.o.
Tel: +420 251007111

Danmark
Teva Denmark A/S
TIf.; +45 44985511

Deutschland
ratiopharm GmbH
Tel: +49 73140202

Eesti
UAB Teva Baltics Eesti filiaal
Tel: +372 6610801

EALGoo
TEVA HELLAS A.E.
TnA: +30 2118805000

Espafia
Teva Pharma, S.L.U.
Tel: +34 913873280

France
Teva Santé
Tél: +33 155917800

Hrvatska
Pliva Hrvatska d.o.o.
Tel: +385 13720000

Ireland
Teva Pharmaceuticals Ireland
Tel: +44 2075407117

island
Teva Pharma Iceland ehf.
Simi: +354 5503300

Italia
Teva ltalia S.r.l.
Tel: +39 028917981

Kvmpog
TEVA HELLAS A.E.
EAMGOa
TnA: +30 2118805000

Latvija
UAB Teva Baltics filiale Latvija
Tel: +371 67323666
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Tel/Tel: +49 73140202

Magyarorszag
Teva Gyogyszergyar Zrt.
Tel.: +36 12886400

Malta

Teva Pharmaceuticals Ireland
L-Irlanda

Tel: +44 2075407117

Nederland
Teva Nederland B.V.
Tel: +31 8000228400

Norge
Teva Norway AS
TIf: +47 66775590

Osterreich
ratiopharm Arzneimittel Vertriebs-GmbH
Tel: +43 1970070

Polska
Teva Pharmaceuticals Polska Sp. z 0.0.
Tel.: +48 223459300

Portugal

ratiopharm - Comércio e Indistria de Produtos

Farmacéuticos, Lda.
Tel: +351 214767550

Romania
Teva Pharmaceuticals S.R.L.
Tel: +40 212306524

Slovenija
Pliva Ljubljana d.o.o.
Tel: +386 15890390

Slovenské republika
TEVA Pharmaceuticals Slovakia s.r.o.
Tel: +421 257267911

Suomi/Finland
Teva Finland Oy
Puh/Tel: +358 201805900

Sverige
Teva Sweden AB
Tel: +46 42121100

United Kingdom (Northern Ireland)
Teva Pharmaceuticals Ireland

Ireland

Tel: +44 2075407117



JaTa Ha nocjeaHo npepasrie:xkaade Ha aucropkara {MM/I'TTT}.

JApyru u3rouHunu Ha uHopmanus

IToapoOHa nHOpMaLKs 3a TOBA JIEKApCTBO € IpeaocTaBeHa Ha yeOcaiiTa Ha EBpornelickara areHIus
1o JiekapcTeata https://www.ema.europa.eu.
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